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MUHUCTEPCTBO 3[JPABOOXPAHEHU I POCCUNCKOM GENEPALIMUA

MHCTPYKLIUA |
11O NPUMEHEHHIO JICKapCTBEHHOT'O NNp€niapara JJisd MeI[HIIHHCKOT‘OEI'IpI’IMCHCHHH

AHXEJIMK® (ANGELIQ®)

Perucrpaunonnsiii Homep: I1N016029/01

Toprosoe HaumeHnoBanue: Amxenuk®
MekayHapoaHOE HeMaTEeHTOBAHHOE HJIM IPYNNMPOBOYHOE HAUMEHOBAHHE:
JpocnupeHOH+ICTpaaron

JlekapcrBeHHas popma: TabNeTKH TOKPHITHIE IUIEHOYHOM 0607104KO#M

Cocras

1 TabneTka noxpeITas NIEHOYHOH 060I0YKON CONEPIKUT:

JleficTByIoLIME BEIIECTBA:

- JcTpanyona reMHrHapat, B nepecuere Ha actpaauont 1,0 mr, npocnupesoH 2,0 Mr.
BcnomorarenbHble BelecTBa:

11aKTO3bl MOHOTHApAT — 48,2 Mr, KpaxMaJl KyKypy3Hblif — 14,4 Mr, KpaxMail KyKypy3HbIi
NpeXenaTHHH3UPOBaHHbH — 9,6 mr, nmoBuaoH K25 — 4 wmr, maruus creapat — 0,8 wr,
runpomeiosa — 1,0112 mr, makporon 6000 — 0,2024 mr, Tanek — 0,2024 wMr, THTaHa

muokcun - 0,5438 Mr, kpacHTENs xKene3a OKCHL Kpacmﬂﬁ —0,0402 mr.

Onucanue

prI‘J'IBIC, ABOSKOBBIITYKIIBIE, CE€POBATO-PO30BEIC TabneTku IMOKPBITHIC [JICHOYHOM

0007104KOHi ¢ THCHEHHEM «DL» B MpaBUIBHOM IIECTHYTOJILHHKE Ha OXHOM CTOPOHE.
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®apmakoTepaneBTHYeCKAs IPynna
HIpoTHBOKITMMAKTEPHYECKOE CPEACTBO KOMOHHHPOBAHHOE (3CTPOreH + recTareH)
Kox ATX

GO3FA17

PapmMakKoJIOTHYECKHE CBOICTBA

dapmakoauHaMuKa

®  conepxur 17B-5cTpamMon, XHMHYECKM M  OHOJOTHYECKH

[Mpenapar AHXennk
MJICHTHYHBIH JHIOT€HHOMY OSCTPafiMONy 4YeNOBEKa, M CHHTETHYECKHH IpOTrecTares,
APOCHUPEeHOH. 17B-3cTpamuon obecreynBaeT 3aMellEHHE 3CTPOrEHOB B  KEHCKOM
OpraHM3Me BO BpEMs H IIOC/IE HACTyIUIEHHst MeHonay3bl. J[oGaBiieHHEe APOCIHpEHOHA
obecneduBacT KOHTPOJb HAX KPOBOTEUYECHHSMH M  NpENOTBPAIAET  pa3BHTHE
00yCIIOBJIEHHOR 3CTPOreHaMH THIIEPIIA3HH 3HIOMETPHS.

*  DoddexTsl 3cTpagHona
YracaHne = (QYHKUMH SMYHHKOB, COMPOBOXIAIOLIEECS yMEHBIIEHHEM BBIPAaGOTKH
OCTPOr€HOB M MPOreCTarcHOB B OpraHu3Me, TNpPelONpefeseT KIMMaKTEPHUECKHIA
CHH/IPOM, XapaKTEPH3YIOIMACA Ba3OMOTOPHEIMH M OpraHHYeCKUMH CHMNTOMamu. Jlns
YCTPAHCHHA ITHX HapyUIEHHH Ha3HA4YaeTCs 3aMECTHTENbHAs OPMOHATbHAs Teparnus
3rT). .
W3 BCex HATypambHBEIX 3CTPOrCHOB 3CTPANMON ABASETCS HaHOONEe aKTHBHBIM M 00/1aaeT
HauGonbel aQPHUHHOCTBIO (CHIION CBA3BIBAHMA) MO OTHOLICHHIO K 3CTPOreHOBBIM
peuenTopam. OpraHbl-MHUIEHH [ I3CTPOTEHOB BKIIOYAIOT B ce6s, B YaCTHOCTH, MaTKYy,
THIIOTAJIaMyC, THIOGHU3, BlarajgMule, MOJOYHBIE KeNe3bl, KOCTH (a2 HMEHHO, KJIETKH
OCTEOKJIACThI).
Cpemn npyrux a(¢eKToB 3CTPOr€HOB CNEMYET OTMETHTh CHHKEHHE KOHLIEHTpaLui
WHCYJIHHA M TIIIOKO3bl B KPOBH, MECTHBIE Ba30aKTHBHBIE 3(GbEKTHI, OMOCpeCTBOBAHHbIE
peuenTopamu, a TaKXe HE3aBHCHMOE OT DPELENTOPOB BJIMSHHE HAa TIJIaIKOMBILIECYHBIE

KJIIETKH COCYyHdOB. PCHCHTOpBI 3CTPOT€HOB OBUTH BEBIABJIEHBI B CepAUe H KOPOHApPHBIX

apTepHsX.
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[lepopaneHbIlf NpHEM HaTypajlbHBIX 3CTPOr€HOB HMEET NpPEHMYLIeCTBa B CiIydasx
runepxojecTepuieMun Onarogaps Oonee 6aaronpuATHOMY BIMAHHMIO Ha MeTabosH3M
JIMIIUZOB B NI€YEHHU.

[Tocne omHOro roja TepamuH INPENapaToM, COAEPXKAIIUM 3CTPAJHON H APOCITHPEHOH,
Cpe[HHE IOKa3aTeMH M3MEHEHUH KOHLEHTpalUM XOJIECTEpHHA JIMNONPOTEHHOB BBICOKOH
rotHocTH (XC JITIBIT) 6pu1H Hesnaqnienbﬂbmn. IIpu npueMe nmpenapata, CoAepKallero
B JONOJHEHHE K 3cha)iﬁdey 2 MI OpOCIHPEHOHA, KonueHTpaum xonecrepmia
JMNONPOTeHHOB BhICOKOM ruroTHoCTH (XC JITIBII) cHmkanach Ha 1,6%, a KOHUEHTpaIUs
XoJieCTeprHa nunonpoTteMHoB HU3koH mioTHoctd (XC JIITHIT) B mnasme cHuxanach B
cpenHeM Ha 14% 1o CpaBHEHMIO CO CHMKEHHMEM Ha 9% I10C/e OMHOTO rojJa MOHOTEpaNHH
1 Mr actpaauona.

Kom6uHHpOBaHHblE mperiapatbl C JAPOCHHPEHOHOM, BEPOATHO, OCJHAbIAIOT pocT
koHueHTpauuu TpurnuuepunoB (TT7), o6ycnoBneHHbI MOHOTepanuel 1 mMr 3crpazm6na.
[Tocne oanoro roxa nevyenus 1 Mr actpanuosa koHueHTpauuu TI' y mauuMeHTOK B CpeaHeM
MPEBBIIAIA HCXOAHBIA YPOBEHb MpHONMU3UTENbHO Ha 18%, MO CpaBHEHMIO CO CPEIHHM
yBenuyeHueM Ha 5% mpH NpHMEHEHHMM KOMOMHAUUH C 2 MI ApOCHHpeHOoHa. Tepamus

nmpenapaToM AHXenHK®

B TEYEeHHWE 2 JIeT NPUBOAMJIA K YBEJIHYEHHIO MHHEPAIbHOH
TIOTHOCTH KOCTHOM TKAHH TNpPHOIH3MTENBHO Ha 3-5%, B TO BpeMs, KaK INpH NpHeMe
Tane6o MUHepaabHas IIOTHOCTh KOCTHOHM TKaHHM CHMKanachk npumepHo Ha 0,5%. beuia
obHapyXeHa 3HaYHTeJIbHAs! CTATUCTUYECKAs pa3HULA MEXIY NOKAa3aTeJsMHU MHHepaanoﬁ
TUIOTHOCTH KOCTHOM TKaHHW B KOCTSAX Ta3a y MallMEHTOK B IpyNNax aKTHBHOIO Jie4eHHs (C
octreoneHueit ¥ 0e3 OCTEONMEHWH), MO cpaBHEHHIO ¢ Iutanebo. Takxke oOTMedanoce
YBENMYEHUE MUHEPATbHOH IUIOTHOCTH KOCTHOM TKAHM BO BCEM Teje M B MOSCHHYHOM
OTJieJie TIO3BOHOYHHKA Y MALHEHTOK U3 IPYIIIBI aKTHBHOTO JIEYEHHS.

[MponomxutensHas 3I'T cHUXKaeT pUCK NEPeIOMOB NepUdepHUECKHX KOCTEH Yy KEHIIMH B
NocTMEHOMay3e 6€3 ocTeonoposa.

3I'T Takxe MOJIOXKMTEIEHO BIIMSET Ha COAEPXKAaHUE KOJUIareHa B KOXe, INIOTHOCTh KOXH, U
MOJET 3a/iepXXaTh npolecc 06pa3oBaHHs MOPLUHH.

MoHoTepanus 3CTporeHaMu o6nazaeT A0303aBUCHMBIM CTHMYJMPYIOLIMM ACHCTBHEM Ha
MHTO3Bl U NpOH(pEepaluio JHIOMETPUSA U, TaKHM 00pa3oM, MOBBIIAET YaCTOTY Pa3BHTHSA
TUNEpIUIa3uud  3HAOMeTpus. Bo wu30exaHue pa3BUTHA THIEPIUIa3UH  IHAOMETDPHS,

HeoOXxoauMa KoMOHHALUS OCTpOrc¢Ha ¢ MOOBIMH IporeCtar¢cHamMHu.
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o OddexTs! ApocHpPEHOHA
JApocrHpeHoH OKa3bIBAET CXOJHBIE c €CTECTBEHHBIM IIPOrecTEpPOHOM

bapMaxoJHaMHYECKHE BO3AECHCTBHUA.

[IporecrarenHas aKTHBHOCTh

JIpOCNHMpEHOH SBJIAETCS MOIIHBIM IPOreCTarecHOM C LEHTPAJbHBIM HHIHOHPYIOLIMM
NEHCTBHEM  HA  THIOTAIaMyC-THNOGH3apHO-IUYHUKOBYIO  OChb». Y  JKEHIIMH
PENpOAYKTHBHOrO BO3pacra APOCIHPEHOH OKa3blBa€T KOHTPALEINTHBHOE NEHCTBHE; NpH
BBEJICHHMU JIPOCIMPEHOHA B BHJIE MOHOTIpenapara oByJisiuKs nofasisercs. [Toporosas nosa
JPOCIIHPEHOHA [UIs IOJABJICHUS OBYJISILIMM cocTasiseT 2 Mr/cyT. [lonHas Tpanchopmanus
NOZBEPTILIErocs paHee BO3AEHCTBHIO ICTPOTEHOB SHIOMETpPHS IPOMCXOHMT MOCITE IIpHEMa

10361 46 Mf/cyT B TeueHnde 10 nue#t (40—60 mMr Ha LHKIT).

HenpepbiBHas 3aMecTHTENbHAs TOPMOHANbHAA TEpamHsl MNpenapaTtoM  AHKETHK®

MO3BOJIAET M30€XKaTh PEryNsapHbIX KPOBOTCUECHHH «OTMEHBI», KOTOpPBIE HaOMIOAAOTCA NIPH
urKMyeckod uinn ¢aszosoi 3I'T. B TeueHne nepBbix MecsLEB JIEYEHHsT KPOBOTCUCHHS H
«MaXxKylye» BbIOENEHUS JOCTATOYHO YacTO BCTPEYAIOTCS, HO C TEYEHHEM BPEMEHM HX
4acToTa CHiKaeTcst. Bo Bpems npuema npenapara Amxenuk® npoleHT ciryyaes aMeHopeH
6eICTpO Bo3pacTaeT 10 81% yxe Ha 6-M uukIie, 3ateM 10 86% — Ha 12-M wuxie u 1o 91%
— Ha 24-M 1HKIE.

KoMOHHaLMs AEHCTBYIOIMX BEINECTB npenapara AHXeTHK® 3)(EKTHBHO MpPENSATCTBYET
Pa3BUTHIO BBI3BAHHOM 3CTporeHamH rumepruiasuu dHIoMeTpus. Ilocne 12 Mecsues
TepanuH IpenapaToM Amxemuk® y 71-77% KeHIMH 0T™Medanach aTpodus JHIOMETPHS.

AHTHMHHEDAIOKOPTUKOUAHAS aKTUBHOCTD

HdpocnupeHoH  ofnagaer  CnocOOHOCTBIO K KOHKYPEHTHOMY — @HTarOHM3My ¢
anbAOCTEPOHOM. [ MMOTEH3UBHOE [eiicTBHE Haubosee BBIPAXEHO Yy OJKEHIUMH C
NOBLIIIEHHBIM apTepUANIbHEIM AaBieHHeM (AJ]) mpH NOBBINEHHH 103 APOCIHPEHOHA.

Ilocne 8 wemems Tepamuu mnpenapatoM Amrxemuk®

y MalHEeHTOK C IOBBIIEHHBIM
apTepHalbHBIM [aBJICHUEM IOKa3aTeNH CHCTOJNHMYecKoro/muactonuueckoro AJl 3ameTHo
CHHM3MINCH (CHH)KEHHE Ha 12 ¥ 9 MM PT. CT. IO CPABHEHHIO C HCXOIHBIMH MOKA3aTEIAMH,
N0 CpaBHEHHIO ¢ Mauebo — Ha 3/4 MM PT. CT.; IpH OUEHKE 24 4acOBBIX amMOynaTOPHBIX
nokasarenei AJl Mo CpaBHEHHUIO C HCXOAHBIMH MOKA3aTEJIIMH OTMEYEHO CHIKEHHE Ha 5/3
MM pT. CT., 10 CpaBHEHHMIO ¢ Iutauebo — Ha 3/2 MM ptT. cT.). JleHcTBHE npenapara
CTAaHOBMTCS 3aMETHBIM 4Yepe3 2 HeAelnd, B TO BpeMs KaK MaKCHMalbHbIH 2ddexT

JIOCTHTAETCH B TeYyeHHe 6 Hellenp I0c/e Hayasa TEpal1u.
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IpuBeneHHbIE cpeHHE 3HAYEHHS H3IMEHEHHIT CHCTOIHYeCKOro/AHacToangeckoro AJl
M0 CPABHEHHIO ¢ MCXOAHBIMH MOKAa3aTeJsIMH (MM PT.CT.)

1 Mr acTpaguona/2 Mr IpocnupeHoHa Ha 8 Heneste
O6pruHBIE 24 4 amMOynaTopHbIE OKA3ATENH APTEPHATBHOTO
nasnenus (ATTAT)

Wsmenenue -12/-9 -5/-3

OTHOCHTEJIBHO

HUCXOIHBIX

noxasarenei

Habmopnaemoe -3/-4 -3/-2

COKpalUEHHeE,

CKOPPEKTHPOBAaHHOE

c yueToM 3¢ dekra

mianebo

He oxuaaercs cOOTBETCTBYIONX H3MEHEHUH AJl y )KeHIIHH ¢ HopManbHEM Al

[Ipn npoBeneHMH KIMHMYECKMX HCCIENOBAHMH Ipenapara, COAEPXKAllero KOMOHHAIUIO
3CTpasMoia ¢ APOCIIMPEHOHOM, CPEIHASA Macca Teja MallMeHTOK CHHXKanach B TeueHHe 12
MECSLEB JIEYEHUS Ha 1,1—1,2 KI, TOrJa KakK y MalMeHTOK, MOJIy4arolUMX MOHOTEpAIHIO
3CTPAJKONIOM, OTMEHANOCH YBETHYCHHE Macchl Tesa Ha 0,5 Kr.

JKeHWHHBI, KOTOpble B paMKax KJIMHHYECKOrO HCCEJOBAHHA MONYHYand APOCIHPEHOH
JOTIONTHATENIBHO K 3CTPaAuoy, peXe OTMEYald nepudepuyeckiue OTeKH, YeM JKEHIIHHBI,
NPUHHUMABIIHE TOJIBKO 3CTPAAHOI.

Y nNauMeHTOK €O CTeHOKapiueid uepes 6 Henedh Tepamuu mpenapatoM ARKeTHK®
(comepxauM 1 Mr acTpagMosa W 2 Mr JOPOCIHMPEHOHA) YNydylUaeTcs aJanTaius
KOPOHApHOTO pe3epBa KPOBOTOKA B OTBET Ha CTpecc (OTHOCHTENIbHOE H3MeHeHHe +14% mno
cpaBHeHHIO C -15% B rpynne nnaue6o).

AHTHAHAPOTEHHAA aKTUBHOCTD

Kak u HaTypanpHbii NpOrecTEpOH, [ApPOCMHUPEHOH OO0jafaeT aHTHAHAPOT€HHBIMH
CBOMCTBaMH.

Brnusinue Ha yriieBoAHBIH 0OMeEH

JpocnupeHOH He 001afaeT HH T[IIOKOKOPTHKOMIHOM, HH aHTHUIVIIOKOKOPTHKOMIHOM
aKTMBHOCTBIO M HE OKasblBa€T BJIMSHHA Ha TOJEPAaHTHOCTb K [JIIOKO3E H

®

MHCYJTHHOPE3UCTEHTHOCTb. [IpH NpUMEHEHHH MpenapaTa AHXENHMK  TOJEPaHTHOCTh K

TJTIOKO3€ HE HapyllaeTcs.

CCDS 10 -11/EU SPC 09 2014
| 95484 s




1 N016029/01-210716

ITpoyue cBokicTBa

®

HpenapaT AHXENHUK"® IMOJIOXHTEIbLHO BIUAET HAa COCTOSHHE 300pPOBbA M Ka4E€CTBO XXHM3HH.

1o naHHBIM ONPOCHHKA 110 KEHCKOMY 3JI0POBBIO, O1aronpHsTHOE BO3AEHCTBHE MpenapaTa

®  3HauMTenbHO MpeBBICHNO O(PDEKT MO CPaBHEHMIO C MOHOTEpaIHei

AHXeNMuK
3cTpaauonioM (abCONrOTHBIM MOKa3areNb). OTOT BBICOKHM II0Ka3aTenb OOBACHAETCA
rNaBHBIM ~ 00pa3soM  yNydlIEHHEM  COMATHYECKMX  CHMIITOMOB,  YMEHbIUEHHEM

BBIPAXXEHHOCTH OLIYIIEHHs GECNIOKOHCTBA/CTPaxX0B, a TaKXKe KOTHUTHUBHBIX HAPYIIEHHH.

HabmonatensHple  MCCNENoOBaHHS M HMCCNENOBAHHE KOHBIOTHPOBAHHBIX  KOHCKHX
acrporenoB (KK3D) Bmecre ¢ mempokcumporectepona aueratoM (MIIA), mposeneHHoe
WHI (Women’s Health Initiative — VnHunmatiBa BO MMS 310pOBbS JKEHLUMH),
CBHUIIETENILCTBYIOT O CHHXKEHHM 3a001€Ba€MOCTH PAaKOM TOJICTOM KHIIKHU y KEHIIMH B
nocrmeHonayse, npuauMmaromux 3I'T. B uccnepoBanmu WHI npu MohOTepaHHH
3cTporeHaMH ¢ ucnonb3oBanHeM KKD CHHMKEHHS NaHHOTO pHCKa He Habmonanocs.
HeusBecTHO, pacnpoCTpaHAIOTCA JIW MOJYYEHHBIE JaHHbBIE TAKXKE M HA APYrHe Tpenaparhl

o 3I°T.

PapMaKOKHHETHKA

e JlpocnupeHOH

Abcopbuus

[locnie npuema BHYTPL APOCTHPEHOH OBICTPO M MOYTH MOJNHOCTBIO abcopbupyercs. Kak
yKa3aHo B TNPHUBEACHHOW HHMXe TabiHLe, MaKCHMajibHble KOHLEHTpAlMH BEIECTBA B

MJ1a3Me KPOBH NOCTHIAIOTCA MPUOIU3MTENBHO Yepe3 | 4 mociie 0QHO- ¥ MHOTOKPATHOIO

nprema npenapata Anxennk®. dapMaKkoKHHETHYECKHE XapaKTEPHUCTHKU APOCHHPEHOHA
3aBUCAT OT MOJY4e€HHOH N03bl B mpenenax 0,25-4 mr. buomoctynHocTs cocrasiseT 76—

85% U He 3aBHCHT OT NpUeMa MUK (IPH CPABHEHHH C IIPHEMOM Ha FOJIONHEIH XKETYN0K).

DapMaKOKMHETHYECKHH | 1 Mr acTpamuona/2 Mr ApoCHpeHOHa

napamerp
Cwmaxc, O] [Hr/mi] 21,9
Cwmaxc, PC [Hr/mi] 35,9

AUC (0-24 yaca) O] 161
[ar/mn]
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AUC (0-24 yaca) PC 408
[Hr/mn]

Cwmakc - MmakcumaibHas koHueHTpauns, Ol onHoxpaTHas 403a, PC: paBHOBECHOE COCTOSHKE.

Pacnpeﬂenem‘de

[Tocne mpuemMa BHYTPb KOHLEHTpaUWs APOCHHPEHOHA B IJIa3M€ KPOBH CHHXKA€TCA Ha

MpOTSHKEHMH OBYX (a3 €O CpelHMM KOHEYHBIM IIEPHOJOM  IOJIYBLIBEAEHHS

" IIPOLOIKHTENBHOCTBIO OKONIO 35-39 4acoB. [JpOCHMPEHOH CBA3BIBAETCS C CHIBOPOTOYHBIM

anb0YMHHOM, HE CBS3BIBAETCS C INIOOYJIHHOM, CBA3BIBAIOIIUM I10JIOBBIE ropmoﬁm (T'CIIT)
u rnobymuHoM, ceaseBaiouM Koptuxouasl (I'CK). B Bume cBoGopHoro ropMoHa B
mia3Me KpOBH IIPUCYTCTBYIOT ToJIbko 3-5% o6IIeif KOHILEHTpAUMH JPOCIIHPEHOHA.
Cpenuuit Kaxywuiics 06beM pacnpeleseH!s ApoCIHpeHoHa cocTapnsgeT 3,7-4,2 /kr.
Merabonusm

[Mocne mnpuemMa BHYTPh MAPOCHHPEHOH B 3HAYMTEIBHOH Mepe MeTaboNu3HpyTCs.
OcHoBHBEIMM MeTabOJIMTaMH B IUIa3Me SIBJISIIOTCS KHUCIOTHas ¢opMa npoénnpenoua,
nojy4aemas BCJICACTBHE pAacKpbITHS JIAKTOHHOTO Kojbla, a Takxe 4,5 Iuruapo-
JIpoCnUpeHOoH-3-cynbdar, 00pa3soBalOMACA B  MpPOLIECCE  BOCCTAHOBJEHUSA  H
cyiasdaTupoBaHus. JpocrupeHoH noﬁBepmeH OKCHIATHBHOMY MeTabonu3my B
npucyTcTBuH u3ogpepmenta CYP 3A4.

DJIUMHUHALHUS

[TonHbIif KIMPEHC APOCIMPEHOHA U3 I1a3Mbl cocTaBiseT 1,2—1,5 Ma/Mun/kr. JIume o4eHs
HE3HAYMTEIbHbIE KOJMYECTBA JPOCIHPEHOHA BBIBOAATCA B HEM3MEHEHHOM BHJE.
MeTabonuTel QPOCTTHPEHOHA BBIBOAATCA MOYKAMH M 4Yepe3 KHUIIEYHWK B COOTHOLICHHH
okono 1,4 : 1,2. Tlepuon nosmyBbIBeA€HHS METaOOJIMTOB NMOYKAMH H YEpE3 KHINCYHHK
cocrassiet okoio 40 yacos.

PaBHOBECHAS KOHIIEHTPALUS

MakcumainpsHble paBHOBecHBIE KOHUeHTpauuuH (AUC) mpocrnupeHOHa B Maa3Me KPOBH,
JOCTHTAIOLIMECs. B XOAE MHOTOKPATHOrO €XEeZHEBHOro mpuema npenaparta Amxenux®,
yKa3aHpl B IMpeACTaBlA€HHOHN Bble Tabnuie. PaBHOBeCHAas KOHLEHTPALMs AOCTHIaeTCs
npuGIH3KMTENBHO uepes 10 [Helt eXeJHEBHOro mpHemMa  mpenapata AHXenHk®.
BenencTsue  UIMTENBHOTO  MEPHOAA IMOJYBBHIBEAEHHS APOCIHUPEHOHa paBHOBECHAS

KOHLEHTpalUs B 2-3 pa3a MpeBhIIaeT KOHLEHTPALHIO MOC/IE OAHOKPAaTHOrO NIpHEMa.
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e OcTpanuon

Abcopbuus

[Tocne mpueMa BHYTPh 3CTpaxuoi OBICTPO M NOMHOCTBIO abcopbupyercs. Bo Bpems
abcopbLMM M «MEepBOr0 IMPOXOXACHHA» YEPE3 IMEUEHb 3CTPAJHON 3HAYMTENIBHO
M.eTa6OHH3prCTCS{, 4TO COKpaw@aer abcomMoTHYI0 OHOZOCTYNHOCTb 3CTPOreHa Iocie
[epopansHOro mnpueMa npubau3uTensHo 0 5% MmonydeHHOH n03bl. MakcumaibHas
KOHueHTpauwi (oxono 16 unm 22 nr/mi), nocTUranach yepes 2—8 4 rocne OgHOKPaTHOrO
nepopaisHoro npuema 0,5 Mr uimm 1 Mr actpaguona, cOOTBETCTBEHHO. [IpueM nuimy He
BIMSET Ha OHONOCTYMHOCTH 3CTpaauosia (10 CpPaBHEHHIO C MPUEMOM Ha TIOJIOJHBIHA
KETYJOK).

PacnpeneneHue

® HabNoAaeTcss IMOCTENEHHOE H3MEHEHHE

[Ipu npueme BHYTph mnpenapara AHXEIHK
KOHLIEHTpAllMU 3CTPaauoia B IUla3Meé KpOBH B TeueHue 24 yacoB. M3-3a UMpPKyISIUuu
3CTPOTeHCYNb(PAaTOB M TIIOKYPOHMAOB B IIHPOKOM JAHArna3oHe C OJHOH cioponbl H
KHINEYHO-NIEYEHOYHOH pPEeUMpKYIAUMH C APYroi, NepHOA MONYBBIBEACHHS 3CTpaluoia
TpeAcTaBissieT COO0H CIIOXKHBIA MapaMeTp, KOTOPbIH 3aBUCHT OT BCEX 3THX IPOLECCOB H
HaxoJuTcs B uHTepBayie 13-20 yacoB nocie npuema BHyTp.B‘

OCTpaiuofl  CBA3BIBAETCS  HECMENM(HUUECKH C CHIBOPOTOYHBIM  anbOyMHHOM |
cneuuduuecky ¢ riodynuHoM, cBsi3biBatolIMM mnosioBbie ropMoHbsl (I'CIIDY). Ceo6oanas
¢bpakuus scrpaguona cocraBaser 1-2%, a ¢paxkuus Bewecrsa, cssarwHoro ¢ ['CIIT,
Haxogutcs B mpepenax  40-45%. Ilocne mnpuemMa BHYTpb 3CTPagHoSl HHIYIHPYET
obpazoBanue I['CII[', kOTOpBI BIMSET Ha pacHpeleieHHE CBIBOPOTOYHBIX OENKOB,
Bﬁlzbmaﬂ yBenuuenue I'CII-cBsi3aHHO# GpakuMu U yMeHbLIEHHE albOYMUHCBA3aHHOR H
HECBA3aHHOM (paxiuy, yka3plBas Ha HEIHHEHHOCTh (apMakOKHMHETHKH 3CTpajuoia
mocne mpuema npenapata Amkenuk®. Kaxymmuiics o6bem pacnpeeneHHs 3CTpamuona
ocJie OMHOKPaTHOTO BHYTPHBEHHOI'O BBEJICHHUS COCTaBIsAET OKOJIO 1 n/kr.

Metabonnsm

Octpannon OeicTpo MeTabONU3UpPYETCH, IPH 3TOM KpOME 3CTPOHa H 3CTpOHA Cyibpara
obpasyercss 6oMnbiIoe KOJHYECTBO APYrMX METabONMMTOB M KOHBIOraToB. B kayecTse
(bapMaKoJIOrH4eCKH aKTUBHBIX METabOJHTOB 3CTPaHOIa H3BECTHBI 3CTPOH M 3cTpHoN. B
3HAYUTENBHBIX KOHLIEHTPALMSX B TUIa3M€ KpPOBH OINpPEAEsICS TOJNBKO 3CTPOH.

ConepxaHue 3CTpoHa B I1a3Me NpUOIH3UTENHHO B 6 pa3 NpeBbIIaeT KOHLEHTPALHIO
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acTpaguona. KoHueHTpalui KOHBIOraToB 3CTpOHA B I1a3Me KPOBU NMPHOIH3UTENBHO B 26

pa3 BBILIE, 4YeM COOTBETCTBYIOLIME KOHLEHTPALMH CBOOOJHOrO ICTPOHA.

DNMMHHAIMSA

KnupeHnc scrpamdona M3 TIUIa3Mbl cocTaBiseT okono 30 Mmi/MuH/Kr. Metabonutse!
3CTpaguoyia BBIBOJASTCS MOYKAMH M 4epe3 KHIUEYHUK C IEPUOJOM IOJIyBBIBEACHHS
npubu3nTeNnbHO 24 yaca.

PaBHOBecHOE COCTOSHHE

Ilpy  eXemHEBHOM INpPHMEHEHWHM BHYTph npemapata  Amkenuk®

paBHOBECHas!
' KOHLEHTpaLMsi 3CTpajiona HOCTHIaeTes qepesv S muet. KoHuenTtpauus scTpamuona B
nnasMe yBenWuMBaeTcs npubnusutensHo B 2 pasza. [lpu 24-yacoBoM HHTepBane
RO3HPOBaHHS CPEJHHE PABHOBECHBIE KOHLEHTPALMM 3CTPaAHOa B I1a3Me KoledmoTcs B
npenenax 20—43 nr/mn nocne nprema npenapara, Coaepxalnero 1 Mr acrpaayona.
Ocobble nonmyasunu

e Hapywenus QyHKUMH NEUEHH

dapMaKkOKMHETHKA OJHOKPAaTHOIO MEpPOpalbHOTO0 NpHemMa 3 Mr  ApPOCHUpPEHOHa B
coyeTaHMH ¢ | Mr acTpaauonia oueHuBanack y 10 MaMeHTOK >XEHCKOro Mmoja ¢
YMEPEHHBIM HapylleHHeM QYHKUMH nedeHH (kinacc B mo knaccuduxanuun Yaina-ITet0) u
y 10 300poBBIX y4acTHHL, OTOOpaHHBIX MO BO3pPAacTy, Macce Tejla U KYPEHHIO B aHaMHE3e.
Cpennue npodwid «KOHLEHTpaUHMs-BpeMs» B IUIa3Me IS JPOCIHUPEHOHAa ObUIH
COMNOCTaBHMBI MeXJy 0OEHMH TpyIIaMHu XeHUMH B a3y abcopbuuu/pacnpenenenus co
CXOXHUMH MoKa3aTeMsIMU Cuaxc U twake, YTO TMO3BOJISIET CHENATh BBIBOA O TOM, HTO
HapylleHHss (QYHKUMH TEYCHH He BIHUAIOT Ha creneHp abcopbuuu. CpenHuii nmepuon
TIOTYBBIBEIEHHS. B KOHEYHOH (pase Obul nonpuie npumepHo B 1,8 pas, a cucTeMHoe
BO3[EHCTBHE YBEIHYMIJIOCH B [Ba pa3a, YTO COOTBETCTBYET NMpuMepHO S5S0% CHHXEHHIO
Kaxy1ierocs ‘nepopaibHoro kiaupeHca (CL/f) y mo6poBosibLEeB ¢ yMEpPEHHOH CTENEHbBIO
TSDKECTH HapylleHHss (YHKUMH [MEYEeHH M0 CPAaBHEHHIO C YYaCTHHKAMHM C HOpPMasbHOM
¢byHkuuel neyeHu. HabmonaeMoe CHIXKEHHE KIIMpeHca APOCIHpeHOHa y 10OpOBOJIBbLEB C
HapylleHUsIMU GYHKLHH TE€YEHH YMEPEHHOH CTeNeHH TSKECTH IO CpPaBHEHHIO C
nobpoBOJIBIIAMH C HOpPMaNbHOR (yHKLMeH IeyeHH He OOYCNOBHJIO CYUIECTBEHHOM
pa3sHULB! B KOHLEHTPALMIX KaJIHi B TUIa3MEe MEXAy ABYMs TpyNnaMu JOOpOBOJBLEB.
Jdaxe npd HaJIWYMK caxapHOro guabera B aHaMHe3e M COMYTCTBYIOUIEH Teparuu
CIIHPOHOJIAKTOHOM  (OBYX  (axkTopoB, 00yCNaBIMBAIOIIMX  MPEAPACcIONIOXEHHOCTD

MalJHEHTOK K pPa3BHTHIO FI/IHCpKaJ'IHCMPII/I) YBEIUYEHHE CBIBOPOTOYHBIX KOHI_IEHTpaLU/If"I
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Kajus CBBIIIE BEPXHETO IpefeNna JOMYCTHMBIX IOKasarened He Habmomamocs. Ha
OCHOBaHHMH 3TOr0 MOXHO CA€NaTh BBIBOJA, YTO JPOCIHPEHOH XOPOIIO NEPEHOCHTCS
NalMeHTKaMH C HapyIICHHSAMHM (QYHKUMH I€YEHH OT JIETKOM JO YMEPEHHOH CTEHeHH
TskecTH (knace B no knaccudukauuu Yaina-Iero).

e [loueyHas HEAOCTATOYHOCTE

BiusHHe NOYEYHOH HEAOCTATOYHOCTH Ha (HapMaKOKWHETHKY IpOCIHpeHoHa (3 mr
©XECIHEBHOIO NpHEMa B TeueHHE 14 nHEH) OLEHHBAIOCH Y MALMEHTOK ¢ HOPMAlbHOM
dyHKIKEH MOYeK ¥ y MALMEHTOK C HAPYIICHHAMH (YHKUHH [OYeK JIErKOR M YMEPEHHOMH
CcTeneHH TsXKeCTH. [lo  JoCTHXXKEHMH pPaBHOBECHOIO  COCTOSIHHSA KOHuéHTpaunn
APOCTIMPEHOHA B TJIa3Me B IPYIIIE NMALMEHTOK C JIETKHM HapyuwIeHHeM (QYHKUMH -[0YeK
(knupenc kpeatnHuHa (CLKp) — 50-80 MJI/MHH) OBLTH COMOCTABHMBI ¢ TAKOBLIMH B rpymre
MalKEHTOK ¢ HopManbHOH (yHkuued mouex (CLkp - > 80 mu/mun). KoHuenTpaumuu
ApPOCNHMpEHOHA B Iula3Me B CpefHeM Obuld Ha 37% BBIIE B TPyNIe YY4acTHHKOB C
YMEPEHHOH CTENEHbIO TSHKECTH Hapywenus GyHkuun nodexk (CLkp — 30-50 Mn/MuRH) no
CPaBHEHHIO C YYaCTHHKAMH C HOpPMalbHOH QyHKUHEH mnovek. Pe3ynpTaThl JNHHEHHO-
perpeccHonHoro ananusa nokasarener AUC mpocnuperona (0-24 yaca) B OTHOLICHHH
K/IMPEHCA KPEaTHHMHA BBIBHIAH 3,5% mMOBBIIEHHE Ha (DOHE CHHIKEHHS KIHPEHCa
kpeaTiHuHa Ha 10 My/MuH. HeGonbluoe NOBBIIEHHE HE CUYHTAETCS KIIHHHYECKH
3HAYHUMBIM.

e  OTHHYECKas PUHAMJIEXXHOCTh

Bnusnue pakropa STHHYECKOR NIPHHANIEKHOCTH Ha HapMaKOKHHETHKY ApocTupeHoHa (1-

6 Mr) 1 aTHHIIBCTPanHona (0,02 Mr) OLEHHBAIOCH y MONIOIBIX M 3OPOBBIX MALMEHTOK K3

EBpOl’IBI U SnoHuu mocine OQHOKPAaTHOTO M MHOTOKPATHOI'O €)XE€XHEBHOIO NEPOPATIBHOTO
IIPUMEHCHHA. ITo pe€3yjibTaTaM OLECHKH ObL1 chesnaH BBIBOO O TOM, YTO I3THHUYECKHE
Pas3iindus MEXAY KHUTCJIbHHLAMH EBpOHBI U SINOHHUM He OKa3bIBAIOT - KIIMHUYECKU

3HAYUMOI'0 BJIMAHHUSA HA (bapMaKOKHHCTHKy APOCITHPEHOHA M 3THHHUJI3CTpAagHOIIA.

IToxazaHus K NPUMEHEHHIO

* 3amectuTensHas ropmoHansHas tepamus (3I'T) paccTpoiicTB, 06YC/IOBIEHHBIX
AEHULATOM SCTPOTEHOB Y XEHIMH B MIOCTMEHONAy3€ C MHTAKTHOH MATKOM, He paHee

ueM yepe3 12 mecsues nocie nocieAHed MEHCTPYaLHH.
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e IlpopunakTiukad ocTeonmopo3a y JKEHIOHH B IIOCTMEHONAay3e C BBICOKHM DHCKOM
NepesioMOB, IPH HENEPEHOCHMOCTH HIIH NMPOTHBONOKA3aHHH K NPHMEHEHHIO APYTHX

JIEKapCTBEHHBIX MpenaparToB A NpOoQUIaKTHKH OCTEONOpo3a.

ITpoTruBonNoOKa3aHUsA

ITpuem npenapara Anxenux® npoTHBONOKa3aH NpH HANMYKMH TOOGOr0 U3 MEPEUUCIEHHBIX
HUXE CcOCTOAHHI/3aboneBannii. Ecnu kakoe-nmH00 M3 NAHHBIX COCTOAHHH BO3HHKHET BO

®

BpeMs NpHeMa mperapata AHXEIHK , TO CleIyeT HEMEUIEHHO MPEKPAaTHTh NPUMEHEHHE

npernapara.
e DBepeMeHHOCTH U nepuoA rpyAHOT0 BCKapMJIHBaHUS
o KpoBoTeueHue U3 Biiarajiniia HeyTOYHEHHOH 3THOJIOTHH

o [loaTBepXXACHHBIH WIH NpPEANOaraeMblii QHarHO3 paka MOJIOYHOM XKeNe3bl HIIH pak

MOJIOYHOM K€JIe3bl B aHaMHE3€

L4 HOIITBCp)KlICHHBIﬁ HJIA npennonaraeMmﬁ AUArHo3 ropMOHO3aBHCHUMOI'0 IMPEAPAKOBOTO

3abonieBaHKUA WK I‘OpMOHO3&BHCHMOﬁ 3JI0KAa4ECTBEHHOH OITYXOJIH

e Onyxonu meyeHH B HACTOsLIEE BpeMs HJIM B aHaMHe3e (O0OpOKayeCTBEHHbIE HIH

3JI0KaYECTBEHHBIEC)
o Taxenvie 3a001eBaHUA IEYEHH

o Tsxenvie 3ab0oneBaHUS NMOUYEK B HACTOsALIEE BpEMsA WM B aHaMHC3C HIH OCTpas

Nno4ye4dyHas HEAOCTATOYHOCTD

e Ocrpelii apTepHanbHbli TpoM603 HIH TpOoMO03MOONIHS, B TOM YHCJIE MPHBOASALIME K

MH(apKTY MHOKapaa, HHCYJIBTY

e Tpombo3 rny6okux BeH B cTaguH 0OOOCTpeHHS, BEHO3Hble TpoMboambonuu (B T.4.
TpoM603MOONHS NETOYHOM apTepHH) B HACTOSAIIEE BpEMsI HJIM B AHAMHE3€

e Hannuue BHICOKOTO pUCKa BEHO3HBIX U apTepHaNIbHBIX TPOMOO030B

e BrisBleHHas HaClle[ICTBEHHas WM TIpHOOpETEHHas IPEApacloiOKEHHOCTh K
apTepHATPHOMY HJIH  BEHO3HOMY TpoM603y, BK/IIOYas pPE3UCTEHTHOCTh K

akTUBUpOBaHHOMY nporenny C, nepunut aHtutpoM6buna III, neduuur nporenHa C,
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AebUUAT TNpPOTEMHA S, T'MIEProMOLMCTEHHEMHS, AHTH(OCHOTUIMIHBIE AHTHTE/A
(aHTHTENa K  Kap[MOJNHIMHY, BOJNYAHOYHBIH  AHTHKOAryNsHT),  COCTOSHHS,

TpeNIECTBYIOHE TPOMOO03y (TPAH3UTOPHBIE HIIEMHYECKHE aTaKH, CTEHOKAPIHS)
e Heneyennas runepruiasust 3HIOMETPUS
® BripaxeHHas rUnepTPUrIIHUEPHIEMHUS
e Tlopdupus
¢ [loBbllIeHHas YyBCTBHTENBHOCTH K KOMIOHEHTAM Npenapata AHxennk®
e JleTckuil ¥ NOAPOCTKOBBIN Bo3pacT 10 18 ner

L4 BpO)KLlCHHBIﬁ I(CQ)PIHPIT JIaKTa3bl, HEMIEPEHOCHMOCTD JIAKTO3BI, [TIOKO30-TrajaKTO3Has

MasipabcopOius.

IIpumeHeHHE € 0CTOPOKHOCTBIO

Ipenapar  Amxennx®

CIEAYyeT Ha3HayaTb C OCTOPOXHOCTBIO MPH  CIEAYIOIIUAX
3aboeBaHUAX: apTepuanbHas THIEPTEH3HS, BPOXAEHHbIE THNEPOHIHPYGHHEMHH
(cuampombl XKums6epa, [ly6una-I[xoHcoHa u Potopa), xosnectaTudeckas KENTyXa MM
XONIECTaTHYECKUH 3Y[l BO BpeMs MPEAIIECTBYIOMWEH GepeMEHHOCTH, JHAOMETPHO3, MHOMA

MaTKH, OTOCKJIEpO3, caxapHbli auaber (cM. «Ocobble ykazaHus»).

Heobxoaumo mpHHATE BO BHHMAHHE, YTO 3CTPOTeHbl OTHAENBHO WIH B COYETAHHMH C
réCTar€eHamMH CleayeT NPUMEHATH C OCTOPOXHOCTBIO NIPH CIEAYIOIUX 3a60JI€BaHUAX W
COCTOSIHMSAX: HajM4Me ()AaKTOPOB pHCKA DPa3BUTHA TPOMOO30B MMM Tpom6o3MOonMil u
3CTPOTCH3aBUCHMBIX OITyXOJICH B CEMEHHOM aHamHe3€ (POACTBEHHHKH |- INHUK pOACTBa )
¢ TPOMOOIMOONIMYECKMMH OCIOXHEHHAMH B MOJIOZOM BO3PacTe HJIH PaKOM MOJIOYHOM
KENE3bl), THMEpIUIasksl JHAOMETPHS B aHAMHE3e, KyPEHHE, THIIEpPXOJIECTEPHHEMHS,
OXHpCHHUE, CHCTEMHas KpacHas BOJYaHKa, NEMEHUHMsA, 3a00J€BaHHS KEMUHOTO ITy3bIps,
TpoMOO3 ~ COCYIOB  CETYAaTKH, YMEPEHHAs THIEPTPUIIMLEPUAEMHS, OTEKH IpH
XPOHHYECKOH CEPAEYHOH HEAOCTATOYHOCTH, TSKENas TMIOKAIbLUHUEMHS, IHIOMETPHO3,

6pOHXHaJIbHa.SI aCTMa, OJIHJICNCHUS, MHUIPCHb, T'€MaHTMOMBI [I€UYEHH, TANCPKAIIMEMHUA,

COCTOsIHHA, Npeapacrojiararoliie K pa3BHTHIO THNEPKATHEMHUH, TIPHEM JICKAPCTBEHHBIX

CP€ICTB, BBI3BIBAIOIINX THIICPKAIIHEMHUIO — KMHﬁC6GpCI‘3.lOLHPIX AHYPETHKOB, NIpe€napaToB
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Kaus, WHrMOMTOPOB aHTHOTEH3MHMpeBpamamomwero ¢epmenta (AIID), aHTaroHHcTOB

peuenTopoB aHruoteH3uHa Il u renapusa.

ITpumenenne npn 6epeMEHHOCTH H B MEPHOA IPYAHOr0 BCKAPMIHBAHUSA

3I'T npoTuBomOKa3aHa BO BpeMs GEPEMEHHOCTH MM B IEPHOJ TPYAHOTO BCKAPMIIHBAHHS.
Ecni GepeMeHHOCTh BBISAB/IAETCA BO Bpems NMpHeMa mpenapata Amxennk®, mpenapar

CJIEAyET Cpa3y e OTMEHHTb.

He6onpmoe KoMM4eCTBO TMONOBBIX FOPMOHOB MOXET BBIACTIATECA C MATCPUHCKHM

MOJIOKOM.

Cniocob npumeHenns u 103bl

Ecnu keHIMHa He NMPUHMMAET 3CTPOreHbI HIIM NEPEXOAMT Ha mpenapaT Amxenuk® c
ApYroro KOMOMHHDOBaHHOIO MpenapaTa [JIsi HENPEPHLIBHOrO IPHEMA, TO OHA MOXET
Ha4MHATh JieieHHe B J0b6oe Bpems. [lauueHTKH, KOTOphBIE MEPEXONAT Ha mpemapart

®

AHXENHK® ¢ KOMOMHMPOBAHHOTO Npenapata Uil LMKIHYeckoro pexkuma 3T, ZODKHBI

Ha4YNHATb IIPHEM TOCJIE OKOHYAHHS TEKYINEro LHKIA TEPANUH.
Kaxpas ynakoska paccunTaHa Ha 28-AHEBHBIH IpUEM.

EXenHeBHO CNeAyeT NpUHHMATh MO OXHOW Tabnerke. Ilocie OKOHYAHHMS npueMa 28
TabNeTOK M3 TeKylleW YNaKOBKHM, Ha CJEAYIOLMH NEHb HAYMHAIOT HOBYIO YITaKOBKY
npenapata Amxenuk® (HenpepsiBHAs 3I'T), npuHHMas nepBylo TablETKy B TOT e AEHb

HEJIEJIH, YTO M MEPBYIO TabNETKy U3 Npeblayliei yIaKoBKH.

TabneTky mpornaTbiBalOT LETUKOM, 3aNHBas HEGONBLIHM KOTMYECTBOM JKHAKOCTH. Bpems

CYTOK, KOrJja >XCHLIMHA INPHUHHMAET Tpernapar, Heé UMEET 3HAYEHHMs, OJHAKO, €CITH OHa
Hauaja DpPHHUMATh TabNEeTKM B Kakoe-NHOO KOHKPETHOE BpeMs, OHa JOJDKHA
NPUIEPKMBATECS 3TOr0 BpeMEHH M Janblie. 3a0bITyr0 TabeTKy He06X0AHMO BBITHTH KaK

MOXHO ckopee. Ecnu e nocie o6brMHOro BpemMeHH npueMa mpomuio Gosee 24 4acos,

AONONHHTENBHYIO TabNeTKy NPHHUMATh He cnenyeT. [Ipu nponycke HECKONBKHMX TabieTok

BO3MO>XHO pa3BHTHE BAarHHAJILHOI'O KPOBOTEUYECHHS.
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Hononnumensvnaa ungopmayus no ocobvim zpynnam nayuenmox
Lemu u noopocmxu

IIpuem npenapara NpOTHBOIIOKA3aH y AETEH U MOAPOCTKOB 10 18 neT.
Iayuenmxku noowcunozo eo3pacma

Her nanHBIX 0 HEOOXOMUMOCTH KOPPEKIHH N03b1 Y JKEHIIMH 10 65 neT. [Ipy npumeHeHun
npenapata Amxenuk® y JKEHINMH cTapmie 65 1eT CleayeT NPHHSTh BO BHHMAaHHE
HHOOPMaLMIO, TpPEACTaBIEeHHYI0O B monpasgene «Jlemenuus» pasgena «Ocobble

yKa3zaHHs».
Ilayuenmxku ¢ HapyweHuem QyHKYUU neveHu

Y JKEHIIMH C HapyleHHSIMH GYHKIUH TIEYEHH JIerKOH M CpedHed CTENeHH TIKECTH

JAPOCTITHUPEHOH MIEPEHOCHTCS XOPOLUIO.
llayuenmku ¢ HapyweHuem QyHKkyuu novex

VYV XEHWHH C HapylleHUsSMH (QYHKLIHHM TNOYEK JIErKOH M CpeJHeH CTENEHH TAKECTH
HabJI0JaJIoCh HE3HAYMTENBHOE 3aMEJUIEHHE BBIBEICHUS APOCIHPEHOHA, YTO HE HOCHIIO

KIIMHHYECKH 3HAYUMOI'0 Xapakrepa.

Ilo6ouHoOe aeiicTBHE

Hawbonee 4yacTo mnpuM NpUMeHEHHH mpenapata Amkennk®

HaOmoNaNuCh TakKue
HexenarenbHble iekapcTBeHHble peakuud (HJIP) kak 60J1e3HEHHOCTh MOJIOUHBIX XKeJe3,
KPOBOTEYEHHS M3 MOJIOBBIX NMYTEH, XKETYAOUYHO-KUIIEYHBIe O60MM U 00U B KHBOTE. DTH

PEaKUMH Pa3BUBAIOTCA y > 6% XEHIMH, TPMHUMAIOIHX nipenapat Amxkenuk®.

Heperynsapaele kpoBoTe€YeHHs OOBIYHO HCUE3AIOT MpPH UIMTENIBHOW Tepanud. YactoTa

KpOBOTe‘{eHI/Iﬁ CHHXXAETCA C YBCIUYCHUEM JJIHTECNTBHOCTH JICUCHHA.

Cepbewme HEXEJIATCJIBHBIE  PCAKIIHH  BKIIHOYAKOT apTCPHAJIBHBIE W BCHO3HBIC

TpoMG03IMOONIHYECKHE OCIIOXKHEHHUS U paK MOJIOUHOIM XKeJe3bl.

®

2

HJIP, onucaHHbIe B KIIMHUYECKHX HCCIIENOBAHUSAX C IPUMEHEHHEM Mpenapara AHXKEHK
NPEICTaBJICHb! B TabiHlie B MOPSAKE YMEHBLICHUS THKECTH. [[Jis OMNpelesieHHsT 4acTOThI
UCIIONB3YIOTCS CACAYIOLUME MOHATHSA: O4YeHb 4acThle (= 1/10), vacteie (ot > 1/100 go <

1/10), HeuacTeie (oT > 1/1000 go < 1/100) u peaxue (ot > 1/10 000 o < 1/1 000).
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Knacc cucrem | Ouenn Yacrble Heuacrtbie Peako
OpraHoB 4acTble
Hapymenus VYBenuueHue ['unepkanueMus
CO CTOPOHBI WK CHHXXEHHE
obmeHa Macchl Tena,
BEIUECTB U TNIOBBILIEHHE
IIUTaHHS anneTUTa,
aHOPEKCHS,
THIEPIANHI-
eMHS
Hapymenus OMouwmo- Hapymenue
MCUXHKH HaJTbHAs CHa,
nabunbHOCTH | 6ECTIOKOHCTBO,
JENpeccHs, CHIDKEHHE
HEPBO3HOCTH | IUOHIO,
HapyLIeHUS
KOHUEHTpalHUU
BHUMaHHUs
Hapymenus [onosHas [Mapecte3un, IonoBokpyxeHHe,
CO CTOPOHBI oJ1b
p 6 MHTDEHB 3BOH B yIIax
HEpPBHOH
CHCTEMEI
Hapymenns Hapywenus
CO CTOpPOHBI 3pEeHUs

OopraHa 3pCHHus

Hapywenus
CO CTOpPOHBI

COCYyJIOB

Beno3Hbie #
apTepHaIbHbIE
TpomboamMbonu

YECKHC
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OCIOXHEHHU*
Hapymenus Ourymenue
CO CTOPOHBI cepauebuenus,
cepaua OJbIIIKA
Hapymenus Bonu B CyxocTs BO
CO CTOPOHBI obnacTtu pTYy,
KEJTy IOYHO- SMHUracTpUs U | pacCTpoicTBa
KHIIEYHOTO 6051 B BKYCa, PBOTa,
TpakTa XHBOTE, nnépex_, 3anop
B3JlyTHE |
)KHBOTA,
TOLUHOTA
Hapymenus AKkHe,
CO CTOPOHBI aJyioreuus, 3y,
KOXH H THPCYTH3M
NOJKOXKHBIX
TKaHEeH
Hapywenus JlokaneHple | MHdexuuu
CO CTOPOHBI OTEKHU MOYEBBIBOA-
MIOYEK H LIUX ITyTEH,
MOYEBBIBOS- NOBBIIEHHASA
LIMX IyTen MOTJIMBOCTb,
reHepaTM30BaH
HBIE OTEKH
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Hapywmenus AcreHus bone B cnune, | Bonk B MbImmax
CO CTOPOHBI cycTaBax,
CKEJNIETHO- KOHEYHOCTSX,
MBILIEYHOH U CMa3Mbl MBILIL]
COCIMHUTENb-
HOHM TKaHH
Hapymenus Bone B [Tonun Pak MonouHo# | Beinenenus u3
CO CTOpPOHBI MOJIOYHOH HIeHKH Kenespr** MOJIOYHBIX Xene3
penpoayKTHB- | KEIE3C MarTKH, KaH 1M 03 HELH
HO# cicTempr | (BKIOYAs nobpokayect BATHHHT,
%4 MQHOquﬁ MUCKOMPOPT | pennpie CYXOCTh
KeJe3bl B MOJIOYHBIX | HoBoOGpa3oB BaraMIIa
xeneszax), aHuS
KpOBOTE- MOJIOYHOM
YEHUS U3 KENe3bl,
TIOIOBBIX yBEJIMYEHHE
nyTeH MOJIOYHBIX
xernes,
BBIJIENICHHS
U3
BJIarajifia
Obwue Henomoranue
paccTpoicTBa

M HapyIUeHHs
B MeCTe

BBC€ACHHA

1 N016029/01-210716

* [loHATHE «BEHO3HbIE H apTepHanbHbIE Tp0M603M6OJ'lH‘{CCKHC OCJIOXHEHHUA» BKNIOYHACT CACAYIOUIHE MCAHUMHCKHUE

TEPMHHBL. OKKJIO3WA NepHPEPUUECKHX rnyOOKUX BeH, TPoMOO3 U IMBONHMA/OKKNIO3UA JIEFOUHBLIX COCYO0B, TpombO3,

ambonua u uHpapkT/MHdapkT MHOKapaa/MHDAPKT FONOBHOr0 MO3ra H HHCYJILT, 38 UCKIIOYEHHEM MEMOPParHvecKoro.

** JlaHHble MO B3aMMOCBA3M C NPUMEHEHWEM rpenapara GbUIM MOMyYeHbl MO PE3YNbTaTaM MOCTPErHCTPALMOHHBIX

HaBMOAEHNH; IAHHbIE 110 YACTOTE MOMYHEHbI U3 KITMHHYECKUX HCCEN0BAHNHA C npUMeHeHHeM npenapata Axxenuk®,
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JIONONHATENBHO O BEHO3HBIX M apTEPHANBHBIX TPOMOGOIMEOTHUYECKHX OCI0KHEHHSX, pake
MOJIOYHOH Xe/le3bl W MHIPEHH TaKKe CMOTpH B pasgenax «[IpoTHBONOKasaHus» H
«Ocobble ykazaHus».

HexenaresbHble peakuuy, KOTOpbie BOSHHKAIOT B €IMHUYHBIX CIy9Yasx, HIH CHMIITOMBI,
KOTOPEIC pa3sBHBAIOTCS YEPE3 OUEHB JUTHTENBHOE BPEMS NOCIIE Hayalla TEPAliik U KOTOpBIE
cumTanTCs CBA3aHHBIMU C NPUMEHEHHEM MPENapaToB M3 IPYNNbl KOMOGHHMPOBAHHBIX
CPCACTB 11 HETIPEPHIBHOH 3aMECTUTENBHOH TOPMOHAIBHOM TEpaNMH, MEPEYHCHEHbI
HHXeE:

Onyxonu

* Omyxonu neyenu (106POKaYECTBEHHEBIE U 37I0KAUYECTBEHHBIE)

* ['OpMOHO3aBHCHMBIE  3JIOKAQYECTBEHHBIE OMYXONH MU rOPMOHO3aBHCHMEIE
IpeNpaKoBsle 3a00NeBaHUs (€CMH HM3BECTHO, YTO y NAIMEHTKH HMEKTCH MONOBHbIE
COCTOSAHHS, 3TO CIIYXKUT NPOTHBOINOKA3aHHEM K PUMEHEHHIO Npenaparta AHxeauk®)

* B omupemumonoruueckux wuccnemoBanusx 3I'T ¢ NpUMEHEHMEM Kak TOJBKO
OCTPOT€Ha, TaK M KOMOHMHALMM 3CTPOr€H—MPOreCTHH CBA3BIBAIM C HEGOJIBLIUM
YBE/IHICHHEM PHCKA BOSHUKHOBEHHSA paKa SHYHHKOB. Puck mMoxer GbIth 60nee BRIpaxeH
TpH JUTHTEJIBHOM NPUMEHEHHH Npenapara (HECKOJBKO JeT) (CM. Takxke pasznen «Ocobsie
yKa3zaHus ).

Jpyrue cocrosuus

¢ JKemunoxamenHas 6one3Hp
o JlemMeHuus
¢ Pax snpomerpus

® ApTepHalbHas THIIEPTEH3HS

e Hapywenus ¢yukuuy neuenu

e TuneprpurauuepupeMus

® VI3MEHEHHS TONEPaHTHOCTH K IIOKO3€ MM BIMAHHE HA PE3HCTEHTHOCTD
neprEepUUECKUX TKaHEH K HHCYIHHY

® VYBenMYeHHE Pa3MEPOB MHOMBI MaTKH

* PeakTHBalHUs YHAOMETPHO3A

e JIponmaktuHOMa

e  Xjoa3zma

L4 )KCIIT}'X& H/WUIu 3yA, CBA3aHHBIC C X0JIECTa30M
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BO3HHKHOBEHME HJIM YXYAUIEHHE COCTOSHHHM, [ KOTOPBIX B3aHMOCBS3b C
npumenenrdeM 3I'T ToyHO He JOKa3aHa: SMMIENCHA; AOOpPOKadyecTBEHHbIE 3a00NIEBAHUA
MOJIOYHBIX JKejie3; OpOHXHalbHas acTMa; MNopQUpHA; CHCTEMHAs KpacHas BOJIYaHKa,
OTOCKJIEPO3, Majias XOpesl.

e VYV O KEHIUMH C HAaCJICACTBEHHbIM aHIHOHEBPOTHYECKUM OTEKOM 3K30TCHHBIE
3CTPOreHBI MOTYT CNOCOOCTBOBATH 0OOCTPEHHIO CHMIITOMOB.

e ['unep4yBCTBUTENBHOCTH (BKJTIOYAsi TAKHE CUMIITOMBI, KaK ChIIIb M KPAaITMBHHULIA)
Ec/M >KeHINMHA CUMTAeT, YTO Ha (OHe NpHeMa Npenapara AHXETHK® y Hee pasBHJIMChH
Kakue-m60 nobouyHsle 3QdeKTs], Naxxe He BKIIOYEHHBIE B 3TOT MEPEYEHb, € CIENYeT
nporH$opMupoBaTh 06 3TOM CBOEro Bpaya.

HOHOHHHTCHBHO O CEPBE3HBIX HEXKENATCJIBHBIX ABJICHUAX, CBA3AHHLBIX C 3aMECTUTEIbHOM

rOpMOHANBEHOMW Tepanuei, CMOTpH B pasaene «Ocobble yka3saHUA».

Ilepeno3upoBka

HccnenoBaHus OCTpOH TOKCHYHOCTH HE BBIIBHIIM PHCKA OCTPHIX NMOOOUHBIX 3¢ PeKToB npH
CIy4aiHOM IpHEME Mpenapara B KOJHYECTBE, MHOTOKPATHO MPEBBIIIAIOIIEM CYTOYHYIO
TEPareBTHYECKYIO N03Yy. B KIIMHHYECKUX HCCNENOBAaHUAX MPUMEHEHHE JPOCIHUPEHOHA A0
100 Mr unn KOMOMHHPOBAHHBIX 3CTPOreH/TECTAr€HHBIX NPENapaToB ¢ COACPXKAHUEM 4 MT
3CTpagHojia XOpOLO MepeHOCHNIOCh. CHMITTOMBI, KOTOPbIE MOIYT OTMEYaThCsl IpH
Nepelo3UpOBKE: TOIIHOTA, PBOTA, KpOBOTeYeHHEe W3 Braranuma. Cneuuduyeckoro

AHTHO0TA HET, JICUCHHE CHMIITOMATHYCCKOEC.

B cnyyae nepe03MpOBKH CIIeQyeT OOpaTHThCS K Bpady.

B3aumopaeiicTBHE ¢ APYrHMH J1eKAPCTBEHHbIMH CPeACTBAMH

Bceraa cnenyer coobwars Bpauy, HazHaunBuieMy 31 T, kakue JleKapCTBEHHBIE NIpenapaThl
MalHeHTKa yXX€ MPHHUMAeT (HalpuMep, I'MIIOTEH3HMBHBIE Mpenaparbl). Takxe CleayeTr
coobmuTh MobOMy ApyroMy Bpauyy HMJIM CTOMATOJIOTY, KOTOPHlE HAa3HAyalOT JXEHLIMHE
nto6ble Apyrue mpenapaThl, YTO OHA NPHHMMAET npenapat AHxenuk®. ECIM y XeHIIMHBI
BO3HHKAIOT COMHEHHS OTHOCHTENBHO JIOOOro NpPHMEHSEMOro mnpenapara, Heo6X0oauMo

NIPOKOHCY/IBTHPOBATHCS C BPAUOM.
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Bnuanue opyzux nexapcmeennsix npenapamoé Ha npenapam Anscenux®

| B3auMozaeiicTBHE MOXET MPOU3OUTH C JIEKAPCTBEHHBIMH TpenapaTaMu, HHAYLHPYOLHMH
MHKpPOCOMaJIbHBIE (DEPMEHTBI, B peE3yJbTaTe YEro IMOBHINAETCA KIHUPEHC MOJOBBIX
TOPMOHOB, YTO TPHUBOAMT K MATOYHBIM KDOBOTEYCHHSAM H/HIH  CHHXXEHHIO
TepanesTuyeckoro 3ddexra. Muaykumio ¢epMeHTOB MOXHO HabmogaTe yxe nocne
HECKONIBKUX [JHEH JjieueHHs. MakcHMajibHas UHAYKUUS (GEPMEHTOB, Kak IpaBWJIO,
‘HabJirofaeTcss B TEYEHHE HECKOJBKHX Henenb. [locie mpekpallieHHs Npuema npenapaTa

HHAYKUIUSA (bepMCHTOB MOXET COXPaHATBCA B TEHCHHE l'IpPI6)IH3PITCJIBHO 4 Henenb.

Ilpenapamul,  ygenuuusaowue  KIUPEHC  NOAOBbIX  20PMOHO8  (YMeHvbuiaioujue
aghhexmugHoOCMb NONOBLIX 20PMOHOE NOCPEACMBOM UHOYKYUU (hepMeHmO8):

®ennrtouH, 6apbuTyparhl, NpUMUAOH, KapbaMaslenuH, pupaMIHLUH H, BO3MOXHO, €Ile
okckapbasenuH, Tonupamar, ¢enbamar, rpu3eoynbBHH M TIpenapaThl, COAEPXKAILHE
3Bepo60ii NpOabIPSABICHHBIH.

Ipenapamul ¢ éapuabenbHblM 1UAHUEM HA KIUPEHC NONOGLIX 20PMOHOE!

[Ipu ogHOBpPEMEHHOM Ha3HAYEHHH C NON0BLIMU 20PMOHAMU, MHOTHE HEHYKJICO3UIHBIE
UHrubuTOpH! 06paTHON TpaHCKpHUNTAa3k! (npenaparsl i neueHus BUY u BupycHoro
renatuta C) MOTYT MPUBOIMTE KaK K yBETHUEHHIO, TAK M K CHHXKCHHIO KOHIEHTPALIMH
3CTPOreHa, MpOrecTHHa WM TOrO M Jpyroro. JlaHHble H3MEHEHHS MOTYT B HEKOTOPbIX

ciydasax OBITh KITHHHYECKH 3HAYMMBIMH.

Ilpenapamul, cHudcarowue KIUpeHC NON0BLIX 20PMOHO8 (uHeubumopwvl ¢epmenmos):
Mowneie 1 ymepenusle uHruburoper CYP3A4, x npumepy, a3oibHble aHTHMHKOTHKH
(¢ryxoHa30/1, HTpaKOHa30], KETOKOHA30Jl, BOPMKOHA301), BeEpanaMuj, MaKpOIUIbI
(KTAapUTPOMHULMH, IPUTPOMHMLHKH), AMNTHA3EM H IpeAndpyToBBI COK MOTYT MOBBICHTH
KOHLIEHTPALMIO 3CTPOr€HOB HJIM NMPOrecTHHA Kak o OTAETBHOCTH, TaK U BMECTE B IJIa3Me
KpoBH. BelnecTtBa, KOTOpblE IOJABEPKEHB! CYLIECTBEHHOH KOHBIOraluuu (Hampumep,
rapaneTamoit), MOryT MOBBICHUTh OHMOAOCTYIIHOCTh 3CTPafHo/a NOCPEACTBOM MMOJABIECHHS

CHCTEMbI KOHBIOTAllMU BO BpeMs abcopOLHH.

B uccnemoBaHuM AeHCTBUS MHOTOKPATHBIX 103 KOMOMHALMU ApocnupeHoHa (3 Mr/cyT) u
actpaguona (1,5 Mr/cyt) mapannensHoe TpUMeHeHHe B TeueHHe 10 aHeH CHIBHOrO
nHruburopa CYP3A4 kerokxonaszona ysenuuuno AUC (area under the curve — mnowans

non kpuso#t) (0—24 u) npocnmpenona B 2,30 paza (90% CI: 2,08, 2,54). U3menenus
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KOHLEHTpaUMK 3CTpasuona He Habmopamucs, Ho AUC (0-24 4) ero MeHee axTHBHOIO

meTaboMTa 3cTpoHa yBenuumiack B 1,39 pasa (90% CI: 1,27, 1,52).
B3zaumooeiicmsue ¢ arkoeonem

3noynotpebieHue ankoroieM Bo BpeMs npreMa npenapartos ajs 3I' T MOXeT NpUBECTH K

YBCIHYCHHIO KOHUEHTPALHH LHPKYITHPYIOLIETro 3CTpaaroJa.

Bnuanue npenapama Ansicenux® na opyzue nexapcmeennvie npenapamoi

Ha ocHOBaHuM HCCNI€N0BaHHH B3aMMOJAECHCTBHS in Vivo y 10GpOBOJIBLEB, npnﬁnma}omnx
OMEMNpPa3oJl, CAMBAaCTaTHH HJIM MHJa30/1aM B Ka4eCTBE MapKepoB, MOSKHO 3aKJIIOYUTh, YTO
KJIMHUYECKH 3HAYUMOE B3aMMOJAEHCTBHE JPOCIHPEHOHa B J03e 3 Mr c JPYTUMH
npenaparaMH, MaTabONHM3UPYEMBIMH  TOCPEACTBOM  CHCTEMBI ~ LIHTOXPOM P450
MaJIOBEPOSITHO.

DapmaKkoOUHaMu4ecKoe 63aumoOelicmeue ¢ 2UNOMEH3UBHLIMU U  HECMEPOUOHBLMU
nPOMUBOEOCNANUMENLHLIMU NPENnAPaAMamu

INpumenenne npenapata Amkenuk® y eHIIHH, TONYYAIOIIHX THIIOTEH3HBHYIO TEPAIHIO
(Hanpumep, uHru6MTOpEl AIID, aHTarOHMCTHI pEUENTOPOB  AHTHOTEH3MHa I,
TUIPOXJIOPOTHA3U]L), MOXET HECKOJIBKO YBEJIHYMBATH MHIIOTEH3UBHBIN 3P (EKT.

Ecny y KEHIIMHBI NOBBIIIEHHOE apTEPHABHOE JaBJIEHHE, MpenapaT AHXETHK® MOXeT
CHMXXATh apTepuanbHOe daBjieHHe. Cnenyer NpoMH(OpMHPOBATh Bpaua, €C/Id XEHIMHA

IIPHHUMACT Kakue-Tu60 runoTeH3uBHbBIE npernaparsl.

YBenuueHue KOHUCHTpalHH CBIBOPOTOYHOI'O Kajllhsd IIpH KOM6HHHp0BaHHOM MNpUuEME

npenapara Amxeauk®

M HECTEPOUIHBIX NPOTHBOBOCNIANKTENBHBIX Mpenapatos (HIIBIT)
MM TUIOTEH3HBHBIX [PENapaToB MaloBepOATHO. COBMECTHOE NPUMEHEHHE TpPeEX
BBILIECYKA3aHHBIX TUIIOB IPENApaToB MOXET NPHBOJUTE K HE3HAYUTEIBHOMY MOBBILEHHIO
KOHLIEHTPAIMK ChIBOPOTOYHOIO KajiHs, 0oJiee BBIPAXXEHHOMY Y JKEHIUMH C CaXapHbIM

nuaberom.
Lpyeue gpopmul 63aumodeticmeusn
Bnusanue na nabopamopruie mecmul

IIpuMeHeHnEe N0I0BEIX FOPMOHOB MOXET BITHATH Ha TOYHOCTH PE3yJIbTaTOB JIaGOPaTOPHEIX

TECTOB, BKJIIO4Yas OHMOXHMHYECKHE IIOKa3aTeu [E€YEHH, [OUTOBHUAHON  IKEINE3bl,
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HA[MOYEYHHKOB, KOHUEHTpPAlHI0O MPOTEHHOB B Mia3Me (Hampumep, rnobyiHHa,
CBA3BIBAIOLIETO MOJIOBBIE TOPMOHBI) U (PpaKUMH NHIHIOB/IUIONPOTEHHOB, HAa NapaMeTphI
koarynsuud ¥ ¢ubpuHonusa. KonebaHusa yka3aHHBIX napamMeTpoB OOBIYHO OCTarOTCA B
pamkax pedepeHCHbIX 3HaYeHHH. TOIEpaHTHOCTD K IIIOKO3€ HE HapyLlajlach IpH MPHEME

npenapata Arxemuk®.

Ocobbie ykazanus

®

I[Npenapat AHXENHK® He NPUMEHSETCS C LIeJbIO KOHTPALIETILMH.

I'IpenapaTbx JUIA 3I'T JOJI2KHBI OBITh HA3HAYEHBI TOJIBKO A JICUEHHSA CHMIITOMOB,
06)’CHOBJ'ICHHBIX ﬂe(bI/II.IHTOM 3CTPOr€HOB B INOCTMCHOMNAY3C, BJIMAIOUIMX Ha KaiCCTBO
susuu, 3I'T CJIEAYyEeT NpoAoJDKaTh TOJIBKO OO TEX IOP, MOKa I10JIb3a MPCBBIMIACT PHUCK

NPUMEHEHUA NTpErapaTta.

[Tpu nmopo3peHHH Ha 6EPEMEHHOCTD CeyeT IPUOCTAHOBHTH NpHeM TabIeTok 10 Tex Mop,
noka 6epeMeHHOCTh He OyaeT uckimodeHa (cMm. pasnen «IIpuMeHeHue npu 6epeMEHHOCTH
U B IEPHOJ IPYJHOTO BCKAPMIIMBAHHUA ).

[lpn HanMWYMM WA yXYINIIEHWH Kakoro-mMbo M3 YKa3aHHBIX HHXXE COCTOSHHH HIIH
haKTOpOB pMCKa, MpeX/e YeM HayaTh MIH TIPOJO/DKHTEL NpHEM TpemapaTa Amxennk®

CIE€AYET OUCHUTE COOTHOUICHHE HHIANBHAYAJIbBHOI'O PUCKA M I10JIB3bI JICYHEHHS.

[Ipn HaszHauenuwm 3T ’keHUIMHAM, UMEIOLIMM HECKOJIBKO (aKTOpOB pHCKa DPa3BUTHS
Tpom603a MM BBICOKYIO CTENEHb BBIPAXXEHHOCTH OJHOTO M3 (aKTOpPOB pUCKa, ClEAyeT
YUYUTHIBATE BO3MOXXHOCTh B3aHMHOIO YCHJIEHHS JHEHCTBHS (PAKTOpOB pHCKa H
Ha3HAuYe€HHOro JieYyeHUs Ha pa3BuTHE TpoMbo3a. B momoOHBIX ciydasx cymMmapHOe
3HaYCHHE HMEIOIIMXCA (PaKTOPOB pHCKa MOBBIIAETCA. [IpH HaTM4YHHM BBICOKOTO PHCKa

npenapat Anxennk® npoTUBONOKa3aH.
e Beno3nas Tpom6oambonus

B psne KOHTpONMpPYEMBIX paHAOMM3HUPOBAHHBIX, a TaKXE 3MHAEMHONOIHYECKHX
HUCCICNOBaHUN BBIABJNEH NOBBIICHHBIA OTHOCHTEIBHBIM PHCK pPa3BHUTHUS BEHO3HOH

tpomboambonuun (BTO) nHa ¢oue 3I'T, T.e. TpoM603a rnybokux BeH HUIU 3MOOIHH

®

neroyHoi aprepuu. [lo3ToMy, nmpu HazHauyeHHM Npenapata AHXEIHK S >KCHIIHHAM C
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¢akropamu pucka BTD cooTHOIIEHHE puCKa U MONB3bl OT JIEYEHHUS MOOJKHO OBITh

TIIATENBHO B3BEIIEHO U 06CYKIEHO C NALMEHTKOM.

dakTopsl pucka pa3BUTHA BTD BKIIOYAIOT WHAMBUAYaIbHBIH M CEMEHHBI aHaMHe3
(Hanuyue BT y 6mxaiimiux poACTBEHHUKOB B OTHOCHTEIBHO MOJIOJIOM BO3PacTe MOXKET
ykassmars Ha T€HETHYECKYIO MpeapacnojioXEHHOCTh) U Tsxenoe oxupenue. Puck BT
TAK)Xe ITOBBILIAETCS C BO3pacToM. Bompoc 0 BO3MOXHOHN pOJIH BapMKO3HOTO pacLIMpPEHHUs

BEH B pa3BuTHH BTD ocraercst cnopHbmM.

daktopamMu pucka pasButus BTO sABnsiorcs Takke TNPUMEHEHME 3CTPOTEHOB,

TpOM60(1)PIJ'IPI‘ICCKHe 3360HeBaHHSI/COCTOﬂHH$[, CUCTEMHAaA KpaCHad BOJIYaHKa, pak.

H€O6XOJIPIMO OLICHHUTH COOTHOLUCHHA MHIWBHAYAJNIBHOIO pPHCKA W I0JIB3bl JICUCHHUA
nperiapataMu i 3I'T Y NaIHCHTOK, NPUHHUMAIOIMUX aHTHKOAryJITHTHBIC NpCraparhbl B

ITOCTOAHHOM PEXXHUME.

Puck BTD MoxeT BpeMEHHO YBEIHYMBATHCHA MPH IMTENBHON UMMOOWIM3aLMH, MOCie
ONEPaTHBHOIO BMEIIATENLCTBA, OOIIMPHONA TpaBMe, OMNepalii Ha HHXKHHX KOHEYHOCTSX
win B oOnacTH Tasza, HEHPOXUPYPrMYECKHX Olepauusx. B cioydae MIHTENBHOMH
MMMOOHIIH3allMy MJIM IUTAHOBOIO ONEPATHBHOIO BMEIUATENILCTBA NPHEM Iperapara Ul
3I'T cnexyeT npexpaTHTh 3a 4-6 Heaeb 10 ONepalu, BO30GHOBIEHHE TPHEMA BO3MOXKHO

TOJIBKO TOCJIE€ MOJIHOTO BOCCTAHOBJICHHUS ABUTaTEIbHOM aKTUBHOCTH KEHIIUHEI.

CJ'IC,E[yCT HEMCIJICHHO NMPEKPATHUTH JICYHCHHUE TIPH NTOABJIICHUU CUMIITOMOB T'pOMGOTPI‘{eCKHX

Hap)'IHCHHﬁ HJIM IIPHA NMOAO3PEHHUH HA UX BO3HHKHOBCHHEC.

e AptepuansHas TpoMb60o3MboHA

B Xome KOHTPOJNMpPYEMBIX  pPaHAOMHM3MPOBAHHBIX  HMCCIEJOBAHHH  NPUMEHEHHS
KOMOWHHPOBAHHBIX MJIM COJACPXKAMMX TOJNBKO 3CTporeHsl npenapatoB mns 3I'T He
BBLBJIEHO JOKa3aTENbCTB MX 3aLIMTHOrO BIMSHUA OT HH(apKTa MUOKapaa, HE3aBUCHMO OT
HaJMYMS WIK OTCYTCTBHS B aHaMmHe3e ulueMuyeckoid Oonesnu cepaua (MBC).
OtHocuTensHbI puck pa3BuTdss VIBC He3HAUYWTENBHO YBENHYEH IIPH NPUMEHEHHH
KOMOMHHPOBaHHBIX Npenapatos st 3['T, puck yBennuuBaetcs ¢ Bo3pactom. [IpumMeHeHue
KOMOMHHpOBaHHEIX NpenapatoB s 3['T yBenuuuBaeT pUCK pa3BUTHS HMHCydbTa B 1,5

pasa.

e Pax 3npomerpus
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[pu [UTHTEIBHOR MOHOTEpANHH 3CTPOr€HaMM IOBBIIACTCS PUCK Pa3sBHTHUA THIEPILIA3HMH
WM KapUMHOMBI 9HAOMETpHS. McenenoBaHus MOATBEPAMIIH, UYTO A06aBleHHE reCTareHoB
NpensATCTBYET INOBBILICHHIO PHCKA THIEPIUIa3MM M paka 3HAoMeTpus. JobGasieHue
JpOCIIMPEHOHA TPEAYNPEXIaeT BBI3BIBAEMOE 3CTPOT€HAMH pa3BHTHE THIEPIUIa3HH
sHgoMeTpus. [Ipu HaHYWH TUNEPIUIa3dd 3HIOMETPUS B aHAMHE3e 3CTPOrEHBl OTHEIBHO

UJIM B COYETAHHNHU C réCTar€¢HaMu CiIenyeT NpUMEHATE C OCTOPOXKHOCTLIO.

) Pax Moo4Hoi# xene3nl

[To maHHBIM KIMHWYECKMX HCIBITAHHM M pe3ysibTaTaM HabIOJaTeNIbHbIX HCCIIEN0BaHUM
Ob110 OOHAPYKEHO YBEIMYEHHE OTHOCHTENILHOTO PHCKA Pa3BUTHS paKa MOJIOYHOM XKeJe3bl
y XEHLOHH, Ucnonb3yowmuX 3['T B Te4eHHe HECKOJIBKUX JIET. DTO MOXET OBITH CBA3aHO C
Gosee paHHER AMAarHOCTHKOM, YCKODEHHEM POCTa yxe UMeroLelics onyxonu Ha ¢oue 3I'T

WK coueTaHHueM 060ux ¢GaKTOpOB.

OTHOCHTENBHBIH PHCK BO3pACTAa€T C YBEIWYEHHEM IPOJODKUTENBHOCTH TEPAIHH, HO
MOXET OTCYTCTBOBATh MJIM OBITH CHH)XEHHBIM IPH JICYEHHH TOJILKO 3CTPOreHaMH. JTO
BO3pPAaCTaHUE COMOCTAaBUMO C YBETHYEHHUEM PHCKAa BOZHUKHOBEHHS paKa MOJIOYHBIX XKeJe3
y XEHIIMH npu Gonee No3gHEeM HACTYIICHHH €CTECTBEHHOH MEHOMay3bl, a TAKXe IpH
OXXHPEHHH M 370ynoTpebieHuy ankoroyieM. [TOBbIIEHHBIH PHCK MOCTENEHHO CHUXAETCA
10 OOBIYHOrO YPOBHS B TEYEHHME HECKONBKMX (10 OoJyblIeil 4YacTH MATH) JIET MOCIHe

npexpamenus 3['T.

HpCJII'IOJ'IO)KCHHH B OTHOLUCHHUHU YBCIUYCHHA PHUCKA DPA3BUTHA pakKa MOJIOYHOH >KEJIE3bl
cA€jlaHbl HA OCHOBAHHH PE3YJIbTATOB 6onee yeM 50 3MHAEMHONOTHYECKHX HCCCI0BaHUM

(puck Bapeupyert ot 1 g0 2).

B aByx mupoxomaciuTabHBIX paHAOMHM3HPOBaHHBIX HccnenoBaHusax ¢ KKO oraensHo niw
NpU MOCTOSHHOM coveTaHud ¢ MITA GbUTH MOJyYeHBI pacuyeTHBIE TOKA3aTeNH PHCKA,
paBubie 0,77 (95% nmoBeputensHbl uHTepBan: 0,59 - 1,01) wmu 1,24 (95%
noBepHTenbHbIA MHTepBal: 1,01 — 1,54) nocne npubnusurensHo 6 net nmpumeHenus 3I'T.
HeunsBecTHO, pacnpocTpaHsieTcss M 3TOT TIOBBIICHHBIH pPHCK TaKXe W Ha [Opyrue
npenapatel miust 3I'T. 3I'T yBennuyuBaer maMmorpaduyeckyro IUIOTHOCTh MOJIOUYHBIX
XeNe3, YTO B HEKOTOPBIX CJIydasX MOXET OKa3blBaTh HEraTHBHOE BJMSHHE Ha

PECHTIC€HOJIOTHYECKOE BBIABJIICHHE paka MOJIOYHOM XXEJIE3BI.

e Pax sMYHHKOB
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Pak sn4HMKOB BCTpewaeTCs B MOMYNALUMH PEXE YEM PaK MOJIOUHOMH JKEJIE3BI.

Mera-ananu3 52 3MHAEMHOJOTHYECKHX HCCNIEJOBAHHH CBHCTENBCTBYET O HEKOTOPOM
YBEJIMYEHHH OTHOCHTENIBHOIO PHMCKA Pa3BHTHS paka SHYHUKOB Yy JKEHIUHH, MOJYYaBLIMX
3aMECTHTENbHYI0O TOPMOHAJIBHYIO TEpanvio, B CPaBHEHHH C JKEHINWHAMHM, HHKOTJa He
NOTyYaBUWIMMH TakKoe JiedyeHHe (IpocnekTUBHBIE uccnenoBanus: OP 1,20, 95% U 1,15-
1,26; Bce uccnemomanus: OP 1,14, 95% U 1,10-1,19). V KEHLUMH, TMPOAOJDKAIOLIMX
T10JTy4aTh 3aMECTHTENbHYIO TOPMOHAIBHYIO TEPAMHUIO, PUCK Pa3BHUTHS paKka SHYHHKOB ObLI

emle Heckobko yBenuueH (OP 1,43, 95% T 1,31-1,56).

Hpyrue uccnemosaHus, BKIO4as HccnepoBaHue WHI, cBUAETENBCTBYIOT O TOM, 4TO
NpUMEHEHNE KOMOUHHPOBaHHBIX npenapartoB A1 3I'T Moxer ObITh acCOLUMHUPOBAHO CO
CXOIHBIM MJIM C HE3HAYHTECNBHO MEHBLUIMM DPHUCKOM, OAHAKO PHCK MOXET ObITh Oosee

CYLUECTBEHHBIM ITPU JOITOCPOYHOM MTPUMEHEHHH (B TE€YEHHE HECKOJIBLKHX JIET).
e  Onyxonu neyeHu

Ha ¢one nprMeHEHNs MOOBEIX FOPMOHOB, K KOTOPBIM OTHOCATCS Tpenapate! ans 3T, B
peaKux ciy4asx HaOMoZanuch AO0OPOKAYECTBEHHBIE, H €LIE PEXE — 3JI0KAYECTBEHHBIE
OMYXOJIM TNI€YeHH. B OTAENBHBIX ClIydyasx 3TH OMyXOJNH NMPHBOAHIIM K IPEACTABISIOWEMY
Yrpo3y Iis XXM3HH BHYTPHODIOLIHOMY KpOBOTEYeHHIO. [Ipu Gonsix B BepxHe# 4acTu
XKHBOTA, YBETHYEHHOW IMEYEHW WM IpH3HAKaX BHYTPUOPIOIIHOTO KPOBOTEUECHHS IIPH
nuddepeHUMaNbHON AMATHOCTHKE CNENYeT Y4YeCTh BEPOSTHOCTh HANMYMA OMYXOJH

MCYCHHU.
¢ JKemunokamenHas 6Gone3Hp

I/I3BCCTHO, YTO J3CTPOrCHBl YBCJIHYHMBAIOT JIMTOTCHHOCTDL J>KEJIYH. HeKOTOprC XKCHIIHUHBI

NPEAPACIIOIOXEHB! K PA3BHUTHIO XETYHOKAMEHHOH OONE3HU NPH IEYEHHH ICTPOTrE€HaMH.
. Jlemenuus

IIpumenenne npenaparo pus 3T He ynyulaer KOrHUTHBHYIO (yHKUMIO. CymECTBYIOT
A0Ka3aTe/IbCTBA MOBHILIEHUS PUCKA Pa3BUTHS JAEMEHLHH Y XKEHIIUH, HAYHHAIOLMX TIPHEM

KOMOWHHPOBaHHBIX MM MOHOMIpenaparoB i 3['T B Bo3pacTe crapiue 65 Jier.

e Jlpyrue COCTOSIHHA
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CHCII}’CT HEMEAJIEHHO NPEKPaATUTDH JICUCHHUE MPU NOABICHHH BIICPBBIC MHl”peHeHOJIO6HOﬁ
HWIHd 4acTOW M HEOOBIMHO CHUJIBHOR TOJIOBHOM 6OJIPI, a TAaKXE€ NPpH IIOABJICHHH OPYTrHX

CUMIITOMOB — BO3MOXHBIX NPCABECTHHUKOB TpOM6OTH'~ICCKOFO HHCYJIbTa I'OJIOBHOTO MO3ra.

Bzaumocesazp Mexny 3T M pa3sBUTHEM KIMHHYECKH BBIPRXXEHHOH apTEepUabHOM
TUNEePTEH3UH HE ycTaHOBJIeHA. Y jkeHUIMH, npuHuMmaromux 3I'T, omucaHo Hebosblnoe
TIOBBILIEHHE APTEPUATBHOTO JABJICHHS, KIMHHYECKHM 3HAYMMOE MOBBILIEHHE OTMEYAETCS
penxo. OnHako B OTAENBHBIX ClyyasX NpH pa3BUTHH Ha ¢oHe npuema 3I T cToiikoi
KJIMHHUYECKH 3HAYMMOH apTepHalbHONW THIEPTEH3HH MOXET OBITh pacCMOTpPeHa OTMEHa
3I'T. Y €HLIMH C MOBBIIEHHBIM apTepHalbHbIM AaBineHneM (AJl) BOZMOXHO HEKOTOpOE
cumxenve AJl Ha done npuema mpenapata Amxemuk®. Y KEHIIHH C HOPMaJbHBIM

apTCpUHAIBHBIM NAaBJICHUEM 3HAYUMBIX H3MCHEHUH AII HE€ NPOUCXOIMT.

[Ipy noYyeyHoH HENOCTATOYHOCTH MOXET CHMXKAThCH CIMOCOOHOCTH BBIBEJCHMS Kasusl.
IIpuem npocnHpeHOHa He BIMACT Ha KOHLUEHTPALMIO KATHS B IJIa3M€ KPOBH Y MalHEHTOK C
nerkod ¥ ymepeHHOH ¢opMaMM MOYEYHOH HENOCTaTOYHOCTH. PHCK pa3sBUTHA
TUTIEPKAIMEMHM TEOPETHYECKH HENb3s HCKIFOYWUTH TOJBKO B TPYIIE MAUHEHTOK, Y
KOTOPBIX KOHLEHTPALMs Kalus B MJa3Me [0 JICYEHHs ONpeesiach Ha BEPXHEH rpaHule

HOPMBI, H KOTOPBIE AOMOJHHTENBHO IPHHUMAIOT KanuiicOeperarolye npenaparsl.

Ilpyn HeTshKkenbIX HapylIEHUsAX (YHKUMM ITI€YEHH, B TOM 4YHCJE pa3IH4HBIX (dopmax
runepbuIMpyOuHEMHH, Takux kak cHHapoM [y6una-IxoHcoHa wiaM cuHapoM Potopa,
HeoOxoaumo HabmrofeHHe Bpaya, a TaKXKe IEPUOAMYECKHE HCCICAOBaHHSA (QYHKUHH

®

neveHd. Ilpy yxyamenun nokasateneil GpyHKUMM NMEYeHH npenapar AHXEIMK®W ClIeLyeT

OTMCHHThD.

IIpn peunuBe XONECTATHHECKON XKENTYXH WM XONECTAaTHYECKOro 3ya, HabIr0AaBInXCs
B TEpBBIH pa3 BO BpeMsi OEPEMEHHOCTH HJIM MPEIIIECTBYIOLIErO JIEUCHHs ITOJOBBIMH

ropMOHaMH, NpUEM Mperapara AH)KGIII/IK® HE0OX0OUMO HEMEIJIEHHO [IPEKPATHTD.

Heobxomumo ocoboe HabmofeHHEe 3a JKEHIUMHAMH ITPH MOBBIIEHHH KOHLEHTPALMH
TPUTIHLEPHI0B. B nomoOHeIx cinyvasx npuMeHeHue 3T MoXXeT BBI3BaTH JajibHElIee
YBEJIMYEHHE KOHLEHTPALMM TPHITIMUEPHAOB B KpPOBH, 4YTO TIIOBBIIAET PHCK OCTPOro

NaHKpe€aTHUTa.

Xors 3I'T wMoxer BmuATH Ha MNepUEPUYECKYI0 HHCYIHHOPE3UCTEHTHOCTE U

TOJICPAHTHOCTE K TJIFOKO3E, HEOOXOMUMOCTH H3MEHATH CXEMY JICUYCHUA O0JIBHBIX
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caxapHbpIM guaberom mnpu npoBeaeHMH 3['T oObrMHO He BO3HHMKaeT. Tem He MeHee,
KEHUIMHB! C caxapHbIM auaberoM npu npoBeaeHWH 31T NOMKHBI HAXOMUTHCA IO

HalmoIeHueEM.

i Y HEeKOTOpBIX TalLMEHTOK MOTYT Pa3BHTHCS HEXENaTENbHBIE MPOABJICHHS CTHMYJISALHH
i 3CTPOr€HaMH, HalpHMEp TMaTOJIOTHYECKOe MATOYHOE KpoBOTeueHHe. YacThle WM
| NEPCUCTHPYIOLIME NMAaTOJOrHYECKHE MaTOYHbIE KPOBOTEYECHHUS Ha QOHE JIEUEHHUS SBNAIOTCS
NOKa3aHHEM Ui HCCIICOBaHMS JSHAOMETPHS C LENbI0 HMCKIMIOYEHHs 3abosieBaHus

OpPraHH4Y€CKOro xapaxkrepa.

Ilon BiMSiHMEM 3CTPOr€eHOB MHOMBI MaTKH MOTYT YBEJIMYHTHCS B pasmepax. B atom

ciydac JICYCHUE OOIXKHO OBbITH IMPpEKpaLICHO.

PekomenayeTcs NMpekpaTHTh JieYeHHE MPU Pa3BUTHH pPELMIOMBA JHIOMETPHO3a Ha (oHe
3I'T.

[lpn mnomo3peHNMH Ha HalM4yMe [OPOJIAKTUHOMBI IEpel HayaloM JIEUEHHS CIIEAYeT
HCKIIIOYHTH 3TO 3abosieBaHue. B cnyuyae BBIBIACHHUS NMPOJIAKTHHOMBI TMAlIMEHTKA JOJDKHA
HAXOOMTBCS TOA MPHCTAIBHBIM MEAMLMHCKHUM HaOMOACHUEM (BKIIOYAs MEPHOAHYECKYIO

OLEHKY KOHLUEHTPALMH MPOTAKTHHA).

B HeKOTOpBIX cyyasx MOXeT Habro#aThCs XJ0azMa, OCOOEHHO Y XKEHIUMH C XJI0a3MOi
GepeMEHHBIX B aHamHe3e. Bo Bpems Tepanmuu TpenapaToM AHXKETHK® JKEHINMHBI CO
CKJIOHHOCTBIO K BO3HHKHOBEHHIO XJI0a3MBbl JOJDKHBI H30€eraTh MIHTENBHOrO NpeObIBaHHs

Ha COJTHLE MJH YNbTPadHOIETOBOrO H3TyYEHHUS.

Crnenyromue COCTOSIHUSI MOTYT BO3HUKATh WM YCYrybnsaTecs Ha ¢one 3I'T, U XEeHILUHEI ¢
3TUMM COCTOSHHSAMH TIpu mnpoBeaeHUH 3['T NOMKHBI HAXOOUTHCA NOA HaOMOAEHHEM
Bpaya: JMHIENCHA; N06pOKaYeCTBEHHAsh OMyXOjb MOJOYHOH >ene3bl; OpOHXHasbHas

acTMa; MHTPCHB, OTOCKJIEPO3; CHCTEMHAA KpaCHas BOJIYaHKaA, MaJias Xopes.

Y XEHIIMH ¢ HaclleACTBEHHBIMH (pOpMaMH AHTMOHEBPOTHYECKOI0 OTEKa JK30I'C€HHBIC

3CTPOr€HBI MOTYT BBLI3BIBATH UJIK YXYIIATh CHMIITOMBI aHTHOHEBPOTHYECKOI'O OTCKA.
HOKJ'IHHH‘ICCKHe JaHHBbIE MO 0€30MACHOCTH

HOKIIHHH‘-ICCKI/IC JAAaHHBIE, TOJYYEHHBIC B XOOA€ CTAHAAPTHBIX HUCCIIEOBAHUHA Ha npeaMeT
BBBIBJICHHA TOKCHYHOCTH MNpH MHOIOKpaTHOM IIpHEME [OO03 IIpe€naparta, a TakKXe

F€HOTOKCHYHOCTH, KaHUEPOr€HHOI'0 MNOTCHLHAIa W TOKCUYHOCTH LA perOI[yKTHBHOﬁ
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CHCTEMBI, HC YKA3bIBAIOT HA HAIHYHE ocoboro PHCKa IJ1A YE€JIOBEKA. TeMm He MCHEE, ClieayeTr
IIOMHHTB, 4YTO IIOJIOBBIE TOPMOHBI MOTYT cnoco6CcTBOBAThH POCTY HEKOTOPBIX

rOPMOHO3aBHCHMBIX TKAHEH U ONyXOJeH.

Meanunnckoe 00cie0BaHuE H KOHCYJ/JIbTHPOBAHHE

Ilepen HayanoM MM BO30OHOBJIEHHEM NpHeMa rpenapaTta AHxKeank®

cleayeT nogpobHo
O3HaKOMHMTBCS C HCTOpPHEH OONE3HH MAalMEHTKH W TPOBECTH OOINEMEIULIMHCKOE H
THHEKoJIorMyeckoe obcnenoBanne. YacToTa M XapakTep Takux OOC/IENOBAHHH MOMKHBI
OCHOBBIBATHCHA Ha CYLIECTBYIOLIMX HOPMax MEAMUMHCKOH MPaKTHKH NpPH HEOOXOAMMOM
> y4eTe HHIMBUAYAIBHBIX OCODEHHOCTEN KaXKIOH MalMeHTKH (HO He pexe, yeM | pa3 B 6
MECALIEB) U JO/DKHBI BKIIIOYATh H3MEPEHHE apTEPHANILHOIO JaBJIEHHS, OLEHKY COCTOSHHS
MOJIOYHBIX JKENIE3, OpraHoB OpIOIHOH TOJOCTH M Ta30BBIX OPraHOB, BKJIIOYAs

LU TOJIOTMYECKOE UCCNIEIOBAHUE IMUTEINS LIEHKH MaTKH.

Ilpy HanmMYMH TPONIAKTHHOMBI TpeOyeTCs NMEPHOAHYECKOE ONpeleeHHE KOHLEHTPALMH

[IPpOJIaKTHHA.

BausHue Ha cnocoOHOCTL YIpaBJATh aBTOMOOH/IEM H HCIO0JIb30BATh MEXAHH3MBI

He BrisiBiieHO.

®opma BbIITyCKa

TabneTkn nokpeiThlie MIEHOYHOH obonoukoit. Ilo 28 Tabnerox B Gaucrep w3 [IBX u
TIOMHHHEBOK Qonbru. 1 mim 3 6mcTepa BMECTE C KapMalIKOM JJIsl HOLIEHUS GIMCcTepa U

I/IHCpr’KHI/ICﬂ Mo NPUMEHEHHIO MOMEIIAOT B KADTOHHYIO MMAaYKy.

Yc0BHA XpaHEHUA

IIpu Temneparype He Beie 25 °C. XpaHUTh B HEIOCTYIHOM Ul JAeTel MeCTe.
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Cpok rogHocTH
5 ner.

He mpHMEHATE 10 HCTEUEHHH CPOKA TOJHOCTH.

Ycnosus OTIIYCKA H3 AIITEK

[To peuenrty.

IOpuauyeckoe JqH10, HA HMA KOTOPOTr0 BHIAHO PErHCTPALMOHHOE YA0CTOBEPEHHE
Bayer Pharma AG,

D-13342, Berlin, Germany

baitep ®apma AT,

[1-13342, bepnun, ['epmanus

IIpousBoauTenn

Bayer Pharma AG,

D-13342, Berlin, Germany

baiiep ®apma AT,

[-13342, bepnun, I'epmanus

3a pomosHMTENbHOH HHQOpPMauHedl M ¢ TPeTEH3UAIMH MOXHO o0pamarbcs 10

aapecy:
107113, Mocksa, 3-1 Pribunckas yi., a.18, crp.2

Ten.: +7 (495) 231 12 00
____M3PO
®akc: +7 (495) 231 12 02 SKCIIEPTHHIN OTYET
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