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THPTOBCKO HME HA JEKAPCTBEHMS IPOAYKT

PAUSOGEST film-coated tablets
NNAY3OT'ECT ¢unmupann tTabnetku

KAYECTBEH H KOJIMYECTBEH CHCTAB

Estradiol hemihydrate 2.070 mg
(Estradiol) (2.000) mg
Norethisterone acetate 1.000 mg

3a NOMOIMHHTE BEIIECTBA, BHx 6.1

JEKAPCTBEHA ®OPMA

Ounmupann TabneTkn

KJIIHHNYHU TAHEBEN
TepaneBTHIHE DOKAZANIA
TTaysorecT e MOKa3aH 3a JICUEHHE HA CHMITTOMMTE HA €CTPOreHeH AeDNIHT.

Bropo cpeacteo Ha u3bop 3a npodmiakTHKa Ha OCTEONOPO3a IIPH JKEHH B
MEHONAY34, H3JIKEHH Ha BHCOK PHCK OT (dpaxkTypu. XOpMOHO3aMECTHTENHATa
tepanus (X3T) ocrasa cpencTBo Ha n300p NpH skexH, KOUTO HMAT HEIIOHOCHMOCT
WU TPOTHBONOKA3aHMs 33 JPYIH JIEKAPCTBA, YTBBPASHY 34 npohuNakTHKa Ha
OCTEONOpO3a, KAKTO M NPU MEOULHMHCKH HOKasaHa junca Ha edexr oT apyro
JIeyeHHE.

Ifay3orect ce Npumara npy NOCTMEHONAY3AJHM JXEHH ¢ HHTAKTHA Matka. IIpm
NePUMEHONAY3AHM JKEHM, JIKYBaHH ¢ Ilay3orecT, yecToTaTa Ha BarHHAJIHMTE
KPBBOTEUEHHS € HENpPHeMAHBO BHCOKA, €TO 3ai0 Tepanudara tpsdBa fa 3arouHe
He [T0-PaHo OT €JfHa FOJHHA CleJ NOCNeHATa PeNOBHa MEHCTPYalHus.

JIo3HpOBKA H HAYHH HA NPHIIOKEHIIE
42.1 [dosupoBka

Bespacmun: MenonaysanHH CHMITOMH H podQHISKTHKA Ha OCTEONOpO3a.

Ilaysorect e xOMOMHHpPaH NpPOAYKT 33 HENPEeKbCHATA XOPMOHO3aMECTHTENNHA
tepanus. Ilaysorecr ce mpuema mnepopanHo, 0e3 na ce CObBkBa, [0 eHA
dbunmupana TabneTka AHEBHO Oe3 MpeKbCBaHe, 33 NPEANOUYUTAHE [0 SOHO H CHIIO
BpEME Ha JIeHs.

IIpodunakTHKA Ha OCTEONIOPO3a: YCTAHOREHO €, Y& XOPMOHaiHAaTa 3aMECTHTENHA
teparmz (X3T) e ebexTnpHa 332 TpodHIaKTHKA HA OCTEONOPO3a, OCOOSHO aKo e
33MOYHATA CKOPO CJIE MEHONAy3aTa M ce NPHAAra B NpOXbIDKesne Ha 5 TOIHHH,
a BepoaTHO 10 10 yiu noeeue roguuu. B Hali-no6pus crydail nedenuero tpabea
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4.3.

Ia 3aMOYHE BB3MOXKHO HaH-CKOpO CJell HACTLIIBAHE HA MeHOomaysara H
HenpeMeHHO 10 2 - 3 roaMHu ciel Hes, HO OrmaronpusTeH eexT e Bb3MOKHO fa
ce HabmomaBa JOPH ako JISUEHMETO € 3alOuHATO NO-KbCHO. IIporekmmsra e
TONKOBA mno-eheKTHBHA, KONKOTO NO-TPOABIDKUTENNO € JIeYeHHeTO. 3acera
naHuauTe 32 ynmoTtpeba nan 10 romumu ca orpanudesn. Ilpenn na ce HNPOIBILKH
neyeHHeTo 3a nepuox Hax 5 mo 10 rommHM, € Heo0OXQOAMMO A3 C& HampaeH
BHUMAaTEJIHA MPEOLEHKAa Ha CbOTHOWIEHHETO MEXKAy pHCK M Imonsa. 3a
NPOABIDKUTENHA YIOTpeba - Bik cblio “IIpennassy MepKkl U NpeXyIpesKacHHS .

3a neueHMe Ha CHMITOMHTe Ha IIOCTMEHOMaysaTa TpsOBa Aa ce mpunara Hai-
unckata edekTurHa foza. X3T Tpabea ga mpoxbIKM caMo JO TOraea, HOKAaTo
noj3aTa 0T ofJieKyaBaHe Ha TeyKKUTE CHMIITOMM HalBHIIIABA PHCKA.

Axo e mpomycHAT NpHeMBT Ha efHa Tabnerka, Ta Tpsadea na Onae B3eTa B
paMkuTe Ha 12 yaca cnex oOuuaiiHOTO BpeMe Ha mpueM. B mpoTHBeH Ciyual
tabnerkara TpsadBa A2 ce M3XBLPJM M Ha APYTHs NEH A Ce B3EME CIeABAINATA
Tabnetxa. Axo ce nponycue TablieTka, ce YBEAH4aBa BEPOSTHOCTTA OT HOABA HA
NPOOUBHO KPBBOTEUECHHE HITH 3aLANBAHE,

Ipunoowcernue 6 neouampusma: He ce npunara npu nena,

Hpunosxcerue npu nayuenmwxu 6 cmapyecka e6v3pacm; Hama CHEIMaNHH
H3HCKBAHMA 38 J03aTa.

42.2 HauuH HA NPHIOKEHHE

IIpw >xenn, KOMTO Npemi TOBA He ca npueMany X3T, feueHHeTO MOXKe [ 3al04He
Ha KOHTO M Aa e noaxomsmy ged. IlanmeHTKHTe, KOWTO IpPEeMHHAaBaT OT IPYT
OUKIMYEH WIH CeKBEHTeH NPOAYKT 32 HeNpeKbCHATO IpHIokKeHHe, Tpibea na
3aBBPIUAT LIeNHd LUKLI HA ONGKOBKATA M Jla 3aMOYHAT JeUeHHeTO B Kpas Ha
OYaKBaHOTO KepBeHe. IlanmueHTkuTe, KOHTO NPEMHHABAT OT HENPEKLCHATA
KOMOHHHpaHA Tepanys, MOrar Ja 3an0o4HAT TepanHATa NHo BCAKO BpPEME, aKo e
YCTAaHOBEHA aMEHOpes WJIM B NMPOTHEEH cAy4all, Aa 3anovHAT Ha OLPBHA OEH OT
KBPBEHETO. .

TeH KaTO mporecTareHuTe ce NPHIAraT caMO 3a IIPOTEKTHpPaHe Cpelly
XUMePIUTACTHYHM NPOMEHH HA eHAOMEeTpHYMa, NaUHMeHTKH Cliell XHCTePEeKTOMHUS
TpsOBa Jja e JIEKYBAT CaMO C ECTPOreHCHEBPIKALH TPOAYKTH.

IIporaBonoKkazaHns

Hoxasana s nojosupana OpeMeHHOCT UITH KEPMEHe,
Jokazan, npexkapas B MEHAJIOTO HJIHM MOJO3HPAH PaK Ha FEPRATA.
Jloxazana uAH IOJO3HPaHa eCTPOreH-3aBHCHMA HEOIIazus, Halp. KapLHHOM
Ha eHIOMEeTpHYMa.

L4 Barnﬂam{o KBEPECHE C HEH3JICHEH I]pOHSXO)l.

¢ HenexypaHa eHAOMETPHANHA X¥NIEpILIA3Hs.

e IlpemmecTBaili HIMONATHYEH WK HACTOAIN BeHoseH TpoMmOoeMOOMu3BM
(nanp. xpaGoKa BeHo3ua TpomOo3a, OenoapobeH eMOOIUIBM )=
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e AXTHBHO MJM INPEKapaHo HAacKopo aprepHanHo TpoMmboemOonNHMYHO
safossieaHe (Hamp. aHTMHA NEKTOpHC, HH(papKT Ha MHOKapHa, KakTo H
aHaAMHeCTHYHH JaHHH 33 MHOKapAeH HHDAPKT 1 MO3LUEH HHCYAT).

¢  QOcTpo WIH XPOHUUHO 3200ssBaHe HA YepHHUsa APO0D, WM JAHHM B aHAMHE3aTa
3a yepHOApoOHO 3a0onsBaHe, MPHM KOETO PE3YATATHTE OT HMepHOAPOOHHTE
npo0H He ca Ce BE3RbPHANN KbM HOPMAaTHUTE CTOHHOCTH.

» CBpBXYMYBCTBHTEIHOCT KBM HAKOS OT CbCTABKUTE.

* ITopdupns.

CHenunanun nNpeaynpeRaeHHs H CHeNHMAJHH Opeana3HH MepKH npH
yHorpeda

MenuiuHCKY Dperyien/IpocesIBaHe

IIpemu sanmoueane Ha Tepanus ¢ Ilaysorect Tpsabpa ma ce cHeMe IBbAHA JIHUHA H
tdamunna anamaeza. Heobxomimo e nma ce npoBeme MEOHIMHCKH Ipernen
(BKIIIQUATENHO HA Ta3a M IBPAMTE), KaTo NP TOBa BOmewM Tpabea ma Owuar
IPOTHBOMOKA3aHIATA M HpexynpekaeHusta npu ynotpeba. Ilo speme Ha
JIEUEHHETO Ce MPEerophYBaT MEPHOOMYHH Nperjiefd ¢ 4ecToTa M napaMeTp,
aNaNTHPAaHH KbM HHAUBAAVANHUTE naimeHTK. Ha skeHuTe ce NMpenopwuba Jia
cpobInapaT Ha Jiekaps MM CecTpaTa BCsAKA NMPOMAHA B CTaTyca Ha I'bpINTe.
Hscieppanus, BlomounTenso mamorpabus, Tpadea na ce nposexpat crobpasHo
NPHETHTE CKPHHUHIOBH KIWHUYHH OPAKTHKH, B CbOTBETCTBHE C HHAUBUHYAITHUTE
KMHnruHE nokasaumus. Ilpes msumoto Bpeme na neuenue Ha sxeHute ¢ X3T e
HEoDXOAMMO ZAa ce M3BBLPIIBA BHIMATENHA NMPEeleHKa 33 PUCKOBETE H NMOJI3HTE OT
TepanusTa.

Venoeus, kOMTO U3HCKEAT HAOMIOAEHHE:

AKO HAKOM OT NO-JOAY H3DpOEHMTe YCJOBHA Ca HANHNEe, HACTHIHIM ca B
MHHAJIOTO M/HJIH Ca CE€ YCIIQXKHMIIH 110 BpeMe Ha OpeMeHHOCT Wi NpefIIecTBaIo
XOPMOHAIIHO JIeYeHHe, NaueHTKaTa TpsabBa fa Obae BHUMATENHO HaDMOJaBaHa.
Tpabea ma ce ¥MMa npefBHi, u4e € BB3MOXKHO npu jedeHme ¢ Ilaysorecr na
HACTBIIH MOBTOPHA [IOABA HIIH YCNOKHABaHE, 0COOEHO HA CASOHHTE CHCTOSHMA:
neitommoma (Matounu GHOpOME), EHAOMETPHO33, AHAMHECTHYHM JAHHM 34
GHJIOMETpHANIHA XMNepIUlazus (BIDK TO-AONY), AaHAMHECTHUHH HJaHHH WM
puckoeu (aktops 3a Tpomboemboymmunu 3abomsBanus (BIK NO-TONY),
XHIEPTOHHA, PHCKOBH (DaKTOpH 33 €CTPOreH-3aBMCHMM  TYMOpHM, Hanp.
HACNEACTBEHOCT 10 NpPsiKa JIMHUS 32 PAK Ha repHara, yepHoapobHu 3abonsBaHHs
(namp. amenom), 3axapeH guaber ¢ wiu 0e3 CbAOBH H3MEHEHWH, XOIESAHTHA3E,
MHIPEHA, TeKKO IIaBo0oNKe, CHCTEMEH JIYNyC epUTEMATOREC, SMHJIeNICH, aCTMa
H OTOCKJIEPO3a.

EHI(OMCTPHBJ’IH& XHIOepnrasua

PuckbT OT eHAOMETpHANHA XHOEpIUIasus H KapuuHOM Ce YBENHYaRa, KOraro
CCTPOTEeHHTE Ce& npuiaraT KaTto CaMOCTOATEIIHA Tepaus 38 INPOARIDKHTEIICH
nepuon, Iopanyn ToBa, 33 HaMansABaHe Ha PHUCKE [TPH HEXHCTEPEKTOMHPAHHU JKEeHH
e ChIIECTBEHO eCTPOreHoBaTa Tepamus Ja ce komOuHupa ¢ nporecrared. Ilpes

T
= R

P
RN
Q’&,\ - \\ t_.( ”, :\

7 T —
) o




OBPBATE MECELM Ha JIeYeHHeTO e Bb3MOXKHA TOgBaTa Ha NPoOMBHO KLPBEHE H
sananeaHe. AKO B XOfia H2Z TEpanHusTa Ce MOSBAT NpPOOHBHO KLpBEHe HIH
3ananBaHe, WM NPOFBLIDKAaBAT cojiefl COMpaHe Ha Tepanusra, TpsaOea Oa ce
YCTAHOBH HNPHMYMHATA, KATO 33 HEITA MOXKE Oa Ce HANPaBH eHIOMeTpHaIHa
OHOMNCHSA 32 H3KINOYBaHe HA MATHIHEH IPOLEC HA eHIOMETPHYMA.

Pax na reppata

PaunoMusupanyt KOHTPOJHPAHH H3MHTBAHHS U €NTHAEMHUOJOTHYHH NPOyYBaHHs
choDinaBar 3a NMOBHUMIEH PHCK OT pak Ha CBPAATA AP OKEHH, IpHEeMan
€CTPOTEHM HIIH ecTporeH-recTareHHy komOunauuu 32 X3T B mpOABIDKEHHE Ha
Haxonko romumu (BmK pasmgen 4.8). BwpxoeuAT pHCK HapacTBa C
IPOTBIKUTENHOCTTA HA npueMane Ha X3T u usrmexaa ce BPBINA KBbM H3XOAHO
HUBO B PAMKHTE Ha NEPHOX OT OKOJIO NET TONUHH CHE CHPAaHE Ha TepanusTa.
Kenute, npHemainu ecTpores-rectareHHa komOunmpana X3T, ca wmanu
mono0eH MM BBL3MOKHO NO-BUCOK DHCK B CpaBHEHHE ¢ NPHEMANHTE CaMo
ecTporenn. EnuzeMuoNIOTHYHH [pPOYYBaHHS NOKa3BaT, ue¢ pak Ha IEpAara,
IHATHOCTHIMPaH IPH JKEHH, NPUJAraly NMOHACTOSIIIEM MJM [IPHIArany AOCKOPo
X3T, e no-Manko BEPOATHO A4 CE PAsNpPOCTPaHH H3BLH I'bPAATA, OTKOJKOTO HPH
XKEeHH, KOUTO He u3nonspat X31. Ilpu sxeHnTe ¢ pak Ha repjaTa, PasBUI Ce Clen
X3T, crmecTByBa TeHASHIHA 34 [I0-MAJIKO arpecHBHA TYMOPHH XapaKTePHCTHKH
B CpaBHEHHME ¢ JKEHHTE ¢ pak Ha IbpJaTa, KOUTO He ca mony4dasam X37T.
IToBHIIEHHMST PHCK € YCTAHOBEH MPEAHMMHO NpPH >XEHH ¢ KPEeXKO MJIH HOPMAIHO
TesocnokeHue. BBrupeki e sKeHHTe ChC 3aTIILCTABAHE MMAT NOBMINEGH PHCK 34
pasBHTHE Ha PaK Ha repHata, X311 He yBenu4uara NOIBIHMTENAHO TO3H PHCK.

Crofmennsara 3a Bpb3Ka MeXpy AbirotpaiiHoTo npmmarane wa X3T n
NOBAIEHHS PHCK OT paKk Ha I'oprara MOoe Ja Ce IOBDKAT Ha IO-DAHHATa
aMargosa, Ha geiicteurennus edext ot X3T unu Ha xoMbuHanuATa OT ABETE.

Benozen tpomboembomissm

X3T ce cpbp3Ba C MO-BHCOK OTHOCHTENEH PHCK OT Ppa3sBUTHE HA BEHO3EH
Tpomboemboimsem  (BTE), a wumenno menboka BeHosHa Tpombosa unu
Genonpoben emOomuzem. EmHO pasfgoMH3HpaHO KOHTPOJMPAHO NPOYYUBAHE H
emMeMHOAOrHYHY NIPOYYBAaHUA Ca yCTAaHOBHIM JBa- A0 TPU IWBETH HO-BHCOK PHCK
npu npuemaumaTe X3T B cpaBHeHHe C HEH3NON3BALIMTE, 3a >KEHH, KOHTO He
npunarat X31, ce npermoinara, e Oposr Ha cinydaute ¢ BTE 3a S-romumen
nepuop e Ovae oxono 3 Ha 1000 xenu Ha Bu3pact 50-59 r. u 8 Ha 1000 xenu
Ha BB3pacT Mexpy 60-69 romumn. CumTta ce, M€ NP 3APABH KEHH, KOUTO
npuemar X3T B npoavmxeHde Ha 5 roxuHH, HpPOAT HA AONBLIAHUTEAHHTE CIy4dan
na BTE 3a 5-roguiuen nmepuog wwe 6uae meskxy 2 1 6 (Haii-sepostro 4) va 1000
’KEHH Ha BBr3pact 50-59 rojuun u Mexxay 5 1 15 (maii-eepostro 9) na 1000 >kenn
Ha Bw3pacT O0—69 romunu. Ilogeara Ha TakbLB Cioyuail € MO-BEPOATHA IIPe3
IEPBATA FOAHHA OT NpuiaradeTo Ha X 3T, OTKOAKOTO NO-KBCHO.

O6wmonpuetute puckoen Gaktopn 3a BTE Bomousar nuuma unn ammumma
anamuesa, Texxka opma Ha saritecTaBane {BMI >30 ke/m®) u cucremen nymyc




epurematogec (CJIE). Hama XOHCEHCYC IO OTHOUIEHHE HA BE3MOXMHATA PONT Ha
BapukosHuTe BeHH 3a BTE.

IanuenTkn ¢ amambectuu napeu 32 BTE wunu goxazauu TpOMOOTHUHU
cheTosnus ca ¢ noeumeH puck ot BTE. X3T moxe pa yBelnHYH TO3H PHCK.
JIugua min QaMuiHa aHamHesa 2a TpoMOoeMOONHIEM WIIH CKOPOINEH CHOHTaHeH
abopr TpsbBa Jpma ce Opoywar 32 M3KHOYBaHE Ha TpomboTHuHO
npeapasnonoxeHue, JIOKaTo He ce HanpasH NpeleHKa Ha TPOoMOOTHUHHTE
¢axTopn HAM He Ce 3aNOvYHE aHTHKOATYNAHTHA Tepanus, npuaaraHero Ha X3T
NPy TAKMBaZ NAUMEHTKH TpsiOBa fia ce CUMTa NPOTHBONOKa3aHo. LIpH xeHH, KOUTo
BEUe Ce JAeKYBaT C aHTHUKOaryfaHTH, Ce HM3UCKBA Oa Ce HaupaBH BHUMAaTelHa
DpeleHKa Ha PHCKA M moNsaTa OT nmpunaradero Ha X3T.

Pucker or BTE wMoxe BpemeHHO fa HapacHe TIpH TPOALMKHUTENHA
UMOOHNM3aLHA, TEXKBK TPABMATH3BM WM roJsMa XUpypruusa onepanus. Kaxro
OpY BCHYKH TWAlHEHTH B FOCTONEPAaTMBEH MEPHOJ, CHlell OHepaTHBHA
HHTEpBeHUUs TpsAOBa na ce oOBpHe 0co0eHO BHMMaHHEe HA NPOQUIAKTHHHHTE
Mepkn 3a mnpexoreparasake Ha BTE. Korato ce Hanmara IpOmmDKHTENHA
HMOOWIH3aNHA Clled eNeKTHEHA XUpypruysa HaMeca, oco0eHo npH abaoMHHaIHa
WM OPTONEAMYHA XHPYPrusl Ha HOJHUTE Kpaiuuuu, TpsOBa ma ce obepau Ho
BBE3MOKHOCT BpeMeHHO cnupase Ha X3T 4 mo 6 cenMHUM HpedH ONepanHaTa.
Jleuenuero He Tpsbpa 2 ce BL30OHOBARA, HOKATO >KEHATA HE € HAMNBIHO
pasIBIbKEHA.

B cnyuaii, yve BTE pp3HHKHE CAef 3amouypaHe HAa TepanusaTa, [OPHEMBT Ha
nexkapcTBOTO Tpabma pma ce mpeycranoBu. IMamuenrtkute Tpabea pa Obpar
npenynpeness na ce o0agaT He3a0aBHO Ha CBOS JieKap, KOFaTo HOYYBCTBAT
noTexnuanen TpomOoembonuuen cumntoM (Hanp. Honesneno MomyRase Ha Kpak,
BHe3anHa OoJka B FEPAUTE, UCITHE).

Koponapua 6onect

Hama pgoxasatenctRa OT PAHAOMH3HPAHH KOHTPOJHMpaHM MPOY4BaHMsA 33
KapAMOBACKYJNapHA I1ON3a [pPH HEApeKhCHATa KOMOWMHHpaHA Tepanus ¢
KOHIOrHpanH ectpores W MPA. Jonemd wIMHHYHH NPOYy4BaHuA I[10KAa3BsaT
BB3MOKEH IOBHINEH PHUCK OT KapJHOBAacKynapHa CMBPTHOCT fipe3 IrbpBaTta
rofMHa OT ynorpedara u HHKaxBa 0Jiza cliey Tora. 3a Apyrd npomykti 3a X3T
BCE OLUE HAMA DPAHAOMH3IUPAHHM KOHTPDOMHMPAHHM MNPOYUBAHHA, M3C/ACIBALIM
OnaronpusTHUs edekT NO OTHOIIEHHE HA KapAHOBAcKyJapHaTa 3a00nesaeMocT
mw cmepTHOCT. [lopami ToBa He MoKe Fa Ce TBBPAH CbC CHI'YPHOCT JalH Te3d
JaHHu ce OTHACAT H 3a APYTUTe NpPOAYKTH 3a XOPMOHanHA 3aMeCTHTelHA
Teparus.

Hucynr

Enmo roasmo panmoMusupaHo kiuuudHo npoyusane (WHI) ycramoesba, KaTo
BTOPUYEH PEe3YNTAT, MOBHMILIEH PUCK OT MHCYJIT HpPH 3OPAaBH XKEHM MO BPEME Ha
JleueHUe ¢ HenmpeKbcHata KOMOMHHpaHa TepanMs C KOHIOTHPAHM eCTPOreHH H
MPA. 3a sxxenn, kouto He usnonssar X371, ce npeueHssa, ye OPOAT Ha CIyHauTe C
HHCYAT 32 S-roguuien nepuog wie 6nae oxono 3 na 1000 xenu Ha pu3pact 50-59




rogund 1 11 Ha 1000 >xenu Ha pB3pact 60-69 rogunu. CuuTa ce, ue NpH JKeHH,
KOHTO H3IIOJI3BAT KOHIOIHpanu ectporend u MPA B npoabibkenue Ha 5 roguuu,
OposT Ha AOIBIHHUTENHATE cly4au e Obae mexxy O u 3 (Haii-BepostHo 1) Ha
1000 ripu >xeHy Ha BB3pacT S0-59 ropunn u mexay 1 u 9 (naii-BepoaTHo 4) Ha
1000 nipu sxeHu Ha BB3pacT 60—69 rogunn. He e n3BecTHO Aajiu HAPACTBAHETO HA
pucka ce OTHACA CHUIO M 33 APYTH MPORYKTH 338 XOPMOHANHA 3aMECTHTENHA
Tepanus.

Pax na aiunmxa

B HAKOHM ENHIEMHMONOTHYHH NPOy4BaH{d MNPOABIDKHTENHata ymnotpeba (maii-
Manko 5—10 rofuEn) Ha XOPMOHAHO 3aMeCTBaHe KaTO CAMOCTOATENHA TEPANHA C
ECTPOTEHCHABPXKAIH NPOZYKTH HpH XHCTEPEeKTOMMPAHM SKeHH C& CBBP3BA ©
MOBHILIEH PHCK OT pak Ha fituHnka. He e ycTaHOBEHO Jany IBArOTPaHHOTO
npunaraie Ha komOuEBpana X3T oka3pa pasnuyeH pHCK, OTKOJKOTO NPOAYKTH,
CBABPKALIM CAMO ECTPOTECHH.

Jpyru ycaosus

EcTtporenuTe MOraT 73 NPEAMBHKAT 32APHKKA HA TEYHOCTH H HOPaJM TOBA
NaUHEHTKH CbC CbpAedyHa WM Onbpeuna puchyHkuums Tpabsa pa Obaar
HabmofaBaHHd  BHHMATenHO,  llanweHTkH ¢  TepMHHanHa  Onbpeuna
HENOCTaTbYHOCT TpxOBa Aa Obgar cTporo HabmozabBaHH, TRH KaTO ce O4AKBa, Ye
HHBOTO HA aKTHBHHTE ChCTaBKH Ha Ilay3orect B HupKkyNauMATa ce NOBUINAEA.

Kennre ¢ yCTAHOBEHA NpEeOW HAYAOTO HA TepanusaTa XHIEPTPHUrIHLEPHAeMHs
TpsibBa na Obmar DpociefsBaHM C NOBHLUEHO BHHMaH®e IO BpEMe Ha
ecTporenoBo 3aMecteane wim X3T, Teil xar0o ca MOKJAABAHM PefKHM CHydaH Ha
3HAYNTENHO IIOBUINABAHE HA IIA3MeHNTe TPUrIHIEPHAH, BOOSINO J0 NAHKDPEaTHT
NPH €CTPOreHoBa Tepamus Ha GoHa Ha TOBA CLCTOSHHEE,

C ocobeno BuEManne TpaOBa na ce HaOMOpaBaT CUMIITOMMTE Ha 4E€PHONPOOHU
3abonsBanus (ROOpOKAYECTBEH afeHOM Ha Yephusa Apo6), Thil kaTo NpHMiaraHeTo
na X3T Moxe 2 yBeNMyYH PHCKA UK Ja BIOMM ChLIeCTBYBaIo 3adoiBaHe,

IlpuemaneTo HA €CTPOreHH MOXEe A2 NOBJHMse JabopaTopHHTE pesyATaTH Ha
HAKOM EHIOKPHHHM H3CJeHBaHus H uepHoxpoOHHTe eH3umu. Ectporemmre
nosumasat Tupeocssp3pamsa rnobymis (TCI), koeTo BoaM A0 NOBHINABAHE Ha
00OTO HUBOTO HAa THPECHIHMA XOPMOH B LHPKYJalLpATa, HHBata Ha T4
(mocpenCcTBOM KOJOHEH MM PaZHOMMYHONOTHYEeE METOZR) MM Husara Ha T3
(pamuommynonornuso). T3 HamansBa, oTpassBaiikn nopumenua TCI.
Konuentpanuute Ha ceobopuute T4 u T3 octaBar Henpomenenu. Br3MoxHo €
fa Ce MNOBHIUAT HHBATA B CEpyMa H Ha XpPyrd CBbp3Bamy rioOymueM -
xopTukouncespssaiy rnodymun  {KCI'), cekcxopMoOHcBEp3Ball rnobymuH
(CXCI'), xoero BOZHM CBROTBETHO JO MNOBHINABAHE HA UHMPKYIHPAIRHTE
KOPTHKOCTEPOMIH W NONOBH crepouau. KonuentpanuuTte Ha CROOOAHHTE MIH
GHOMOTHYHO AaKTHBHUTE XOPMOHH OCTAaBAT HENnpoMeHenHw. Bmsmoxmo e
NOBULIABAHETO HAa APYTH NJasMeHHM MPOTeuHW (aHruoTeH3MH/peHHH cybcipart,
anda-l-aHTUTPUNCHH, LepPYJIOIIASMEH).

N
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4.5.

4.6.

HMa c1obueHnst 32 NOBHINABaHE Ha PHCKa OT 3afoisABaHe Ha MUTBYHMSA MEeXyp
(moTEBpAEHO  XMPYPrM4HO) TIPH  JKEHW, TNpHeMalmld  €CIPOreHH B
HOCTMEHONay3aTa.

Ilay3orecT He € KOHTPAUEHTHB U He OChHUIECTBABA edeKT 3a BH3CTAHOBABAaHE HA
dbepTunHTETA.

Tprunnm 3a He3a0ABHO NPEYCTAHOBABAHE HA TEPANHATA
&  105BA HA XKLATEHUNA HAH BIOIHABAHE Ha YepHOAPOOHaTa GyHKIHs
®  [0ABA HA HOB MPUCTHI HA MUIPEeHONOAOOHO rnasobonue
3HAYHTENHO NMOBHINABAHE HA KPHBHOTO HAJAraHe
OpeMeHHOCT.

Jlexapergenn u APYrH B3auMoaelcTRHA

BE3MOXKHO € yCKopsBaHe na MeTaGoNH3Ma Ha eCTPOTeHHTe M NMPOTreCTATEHHTE
AOpH eIHOBPEMEHHO MpHJaraHe ChC CyOCTaHLMM, 33 KOHTO € MH3BECTHO, de
HHOYLHPAT eH3uMuTe, Merabonmsupamy JekapcTBaTa M 0COOEHO eH3UMHTe
nutoxpoM P450, xaro anTukoHByncantd (Hamp. (eHobapOutan, ¢deHuTOHH,
xapbamesamun) u  awrumudexiosHH JexaporBa (mHanmp. pudamnunum,
puabyTun, Hepupanus, edasupen).

Putonasup u HenduHAaBHp, BBOPEKH Ye Ca H3BECTHH KATO CHIHM WHXHOHTODH,
HAIPOTHE, MTOKA3BAT HEAYLHPALM CBOMCTBA, KOTaTO C& IPHIAraT €IHOBPEMEHHO
CBC CTEPOUAHH XOPMOHH. PaCTHTENHH NMPOAYKTH, CHABKALIM JXBLAT KAHTAPUOH
(St John's wort, Hypericum perforatum), morar ja MHAynupaT MeTaboIH3Ma Ha
€CTPOTEHHTE M NPOTECTArSHHTE.

VekopeHusT MerabousbM HA €CTPOreHUTE H NPOSeCTareHHTE KIHHMYHO MOXE
Ia Aoeene A0 Hamanseaue Ha edexra W mpomeHu B npoduiia Ha MATOYHOTO
kpbroTeueHHe. KaTo pesyntar oT edekta BHPXY IMIIOKO3HHS TOJIEPaHC MOXKE Ja
Ce HAJIOXH NMPOMSIHA B HEOOXOQUMOCTTa OT OPAJIHM aHTHAHAOETHH JexapcTsa HITH
uHCymuH. Pesynrature Ha HAxoM JIaboOpaTOpHM HM3CHEABAHMS MOraT Ja ce
TOBIIHSAT OT ECTPOrEHHTE, KATO TECTOBETe Ha THpeouaHata (ymxmusa (BrK
pasgen 4.4.) uiu Ha DIIOKO3HUA TONEPAHC.

Bpemennocr B kLpMene

ITaysorecT e NPOTHBOMOKA3aH NPH AOKA3aHA WX NMORO3HpaHa OpemMeHHOCT. AKO
HO BpeMe Ha TepanuaTa ¢ Ilaysorect HacTeIH OpeMeHHOCT, JedenneTo Tpabsa fa
Ce npeycTaHOBH HezabaBHO.

EcrporenuTe MOraT Zia NPHUHHAT YEPEKEaHe HA MAOMA, KOFATO C€ [IPHJIArar Ha
OpemenHa sxeHa. JJaHHH OT orpaHyueH Opoii OpemeHHOCTH C MpunaraHe Ha
HOPETHCTEPOH NOKa3eaT HeOmaronpustHu edekTn BLPXy Iuloda. Ilpu moswu, mo-
BHCOKH OT obuualino H3non3paHuTe B npoaykrtare 3a X3T, e Habmopapana
MACKYJHHH3ALMA HA IUIOAOBETE OT JKEHCKH TOJ. PesynTatHTeé OT HOBEYETO
ChbBPEMEHHH EMHASMHONIOTHHIHE POYYBAHNS HA HEYMUIIIEHO H3JIaraHe Ha MIoJa
Ha eCTPOreH-reCTareHHH KOMOMHAlMM HE [MOKa3BaT TEPATOTEHEH WM
deToTokcuuen edexT. VDR
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4.8,

I'Iaysorecr HE € nMOoKa3aH II0 BpeMe Ha TaKTalms.

Edexmn BEpXy cniocodHOCTTA 32 odgapane n padoTa ¢ MALHH

Hsama crobmenus 3a Hebmaronmpustay edextd BBPXY CnocoOHOCTTA 32
modupase uni paboTa ¢ MaIMKHEA,

Hesxkenaun JeKapCTBEHH PEAKIMH

Ilpe3 mepBHTE HAKOAKO MECeUa Ha JIYEHUeTO MOJKe Ja Ce ITOSBH KPATKOTPAiHO
IpPOBHBHO KPLBOTEMEHHE MIIHM 3aLaNBalio KEPBEHe. DB3MOXKHA € NpexonHa
MOfABA Ha HANpeXKeHWe B FbpauTe, PAOKO - MOAyBaHe, rjapoboMNe, rayieHe u
OTOLH.

W30poeHHTe NO-A0NY HEKENaHM JIEKaPCTBEHH PEAKIHH MOXke Oa Ce MOABAT Io
BpeMe Ha JieyeHHe ¢ KOMOMHauus OT ecTporeHu-recrarend. JaHHuTe 3a
YecTOTaTa Ha MOABA €2 MONYYeHHM OT KNMHMYHM H3NMHTBAHUS, MPOBENEHH C
nonoSeH Ha IlaysorecT MPOAYKT 338 XOPMOHO3AMECTHTENHA TEPATIMS,

Opramm u cucTeMy YectH He gectu (>1/1,000, Penwu
1/100) <1/100) (>1/10,000, <1/1,000)
Hudexnpm 1 Barunanna xarminosa
HHBA3EH
ITuxouo-monopa MaroqHo
cHeTeMA KEpBEHE
Hapacreane
pasMepa Ha
MAarovHa MHOME
Hapymenns na I'nasoBomuie 3amaiirape Murpena
HepBHATA CHCTEMa Bescrune Cuyimenyst B AMGHROTO
MenTansa fenpecus (bes cnenuduanO
OIpeHcneHIe)
CoH0BH HapyIISHHS TloBumeno KpEBHO Benosen
Handrape TpomBoeMbomizpM*
Bromnaeamge na (BE¥% HO-HOIY)
XUIePTOHHA TpomGohnedar
TacrpormTecThHamnn | [anene Jucnencus Hopprinane
pascrpolicTea Bomxa B xopema | Dnarynenps
XenatobumpapEu 3aGonsapane Ha KNLIHAA
HAPYIIEeHHS Mexyp
Hornuno-kaMerHa SonecT
Iopaxenns Ha Q6prs Anonermus
KOXaTa 1 TIpyputye Xup3yTraEM
DOMKOHENTE TEK2HA
Hapyimenus Ha Myckynna kpaMmon
MYCKYJIHOCKEIETHETA
CHCTCMA U
CBBP3BAIATE THKAHH
Pepan Hanpexernne b Pax ua reppara ** (erx
TERJNTE NO-AoIy)
OO0y peariiy 1 Oronn
CBCTOSHHE
Pasan TNToxausane Ha
TETIOTO




4.9.

*

Bux pasgen 4.3. Ilporusonokasanusa u 4.4. CnenuanHu NpeaynpexacHHs U
cHelHalH Npe/ila3sHy Mepku Npy ynotpeda

** PHCKBT OT pak Ha IbpAaTa HapacTBa ¢ yBelNMuaBaHe NPOmBILKETENHOCTTA (Opos

Ha roguuure) Ha ynorpebara sa X3T. Cnopen nanHWTE OT ENHAESMHONOTHUHH
npoyysasus - 51 enUAeMHOACTMUHM NPOYYBaHHs, OCHIIECTBEHH Npe3 NepHoja
Ha 1970-ve no wauvanoro Ha 1990-te roMMHEN H JOKNAABAHU B pe-aHANM3, KAKTO H
OT TIO-CKOPOUIHM HpOYUBaHHS, Hal-BEPOATHHAT DHCK 3a JKEHHTE, KOHTO He
npunarat X3T e, ue npu obmo oxomo 45 na Beekn 1000 >xewu ce ouaksa
PasBHTHE HA PaK HA I'bPAaTa, JUArHOCTHIHPAH Ipe3 NepHOia Ha BB3PACTOBHTE
rpasunn Mexay S0 u 70 rogunn, Cunra ce, ue Cpen KeHHTe, KOHTO HOCKOPO ca
IpHeMalii MIH nodacrosieM uanonzsaT X371, obumst Opoit HA JONMBIHUTENHO
BB3HMKHAIMTE CIIYYaW Ipe3 ChLiHA BH3PACTOB NEpHOX e Obae mMexnmy 1 um 3
(Haii-gepositHO 2) cnyuas Ha 1000 sxkenu oT npuemamure X31 NOBEYE OT 5
roguuy, Mexcay 3 1 9 (Hali-BeposTHo 6) HONBIHUTENHH cnyyas Ha 1000 skeHM oT
npuemamute X31 3a nepuox ot 10 roguun u mexxay 5 u 20 (mali-sepostio 12}
Ba 1000 >xenn ot ynotpebspamure X3T 3a mepuon ot 15 rogunm (BIDK paspaen
4.4). Bpost Ha FONUBIHWTENHHTE CHy4ad ¢ DaK Ha rppjata oDIO Kas3aHo e
no7100eH NPH BCHYKH jkeHH, 3anousamy X3 T He3aBHCHMO OT Bb3DaCTTd, Ha KOATO
sanousat ripHema Ha X3T (caMo 3a Bp3pacTTa Mexay 45 u 65 ronusn).

OcBeH ToBa ca CHOOIIEHH CHEeQHUTE HeXenauy e(ekTy npH eCTPOreH-recTareHHa

Tepanus:

1. ITnxouo-nonoBa CHCTEMA - 3alaNBAILO KbpPBEHE, IIPOMAHA HAa MEHCTPYATHOTO
KbpBeHe, OHMCMEHOopesd, CHMNTOMH HOAOOHM HAa NpeMeHCTpyaleH CHHADOM,
NpoMsSiHA B €pO3MOTO Ha MaTOUHATA IIMitka M CTENEeHTa Ha HEpBHKaAHATA
CeKpel s, CHHAPOM Hanoaobspany HMCTHT

2. I'epny - yroneMsBaHe, I0gBa Ha CeKpeln

3. Jpyru - TOHMDKEH BLIIEXHAPATEH TOJEPAHC, BJIOIIABAtE Ha MOphupHs.

TIpm usnonszease #a X3T ca nyOmikyBaHH ¢LOOLIEHHS 3a MHOI'O PeHKH CIIyHad
Ha mudapxT Ha MUOKapha, MHCYNT, XJI0asma, epHTeMa MynTH(OpMe, epHTeMa
HOJO3YM, BACKYJIAPHA MYPIYPa M XeMOPATHYHH ePYIIEHH,

Hpenpoznpane

Ilpu npemosupaHe e BB3MOXKHA NOABATA HA rajeHe u nosphuane. Hama
crenuduyeH aHTHAOT U TepanuATa TPaOBa Aa Ob1e CHMNTOMATHYHA.

DPAPMAKOJNOI'MYHU TAHHHA
ATC xon: GO3F A0l

Tlaysorect (QunMHpand TablleTKH € IPOAYKT 3a HeNpeKbCHATa Tepanus,
ChABDIKALL, KOMOHMHauMs OT €CTpOoreH M MpOorecTared, 3a 3aMecTBaHe Ha
eCTporeHHHs NedHLUT B IOCTMEHONIAY3AIHHS TEPHOX.

TlayzorecT HamassBa WM COMPA PAaHHHTE CUMITOMU Ha eCTpOreHeH redHuuT,
Hpe}.‘(OTBpaTHBa HTH SaGaBﬂ HaMaJETBAHETO HA KOGTHOMHHepaHHOTO ChObPKanHe,
/ 'Hﬁ"’-h‘-:'\
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5.1.

5.2,

IOKaTo MAaJIKOTO KOJIMYECTBO Ha IpOrecTareHHaTa ChHCTaBKa MpelH3BHKBA H
nonaspxa arpodus Ha eHIOMETPHYMA Ype3 HOTHCKAHE HAa MECEHHHS HHUKbIL

DapMakoINHAMHIYHA CBOHCTBA
Ectpanuon

AxTHBHATA C©BOTaBKa, CHHTeTH4eH 17 [P-ecTpamuwon, e XuMHYECKH H
Ouomornuecks MASGHTHYEH HAa GHIOTCHHMS YOBEIUKM ecTpamuon. Toll saMmecTtea
JUIICBAILATa €CTPOTEHOBA NPOUYKUMS IpH KEHH B MeHomay3a H oOnexuama
MEHONaysaHUTe CUMNTOMH. ECTporeHmTe NpefoTBpaTABAT KOCTHATa 3aryba
Npe3 MEHONay3aTa il Clel, OBAPHEKTOMIS.

HoperucrepoH aueTar

TepHd KaToO ecTpOreHHTe NPENM3BHKBAT pa3pacTBaHE Ha EHOOMETPHYMa,
HEOMO3HpaHaTa eCTPOreHOBa Tepalus YReJIHYapa PHCKA OT XMIepIUIasus H paKk Ha
enpomerpuyma. Ilpubapsuero Ha nporecTareH HaMansBa, HO He NpeMaxsa
HHAYNUPAHHsS OT EeCTPOreHUTS PHCK OT EHOOMETpPHANIHA XMIIEPIUIa3Hs IIpH
HEXHUCTEPEKTOMHPAHY JKEHHM.

KiueuyHM WsnuTBaHMs, 0asupaHH Ha H3MEpBaHEe Ha KOCTHOMMHEDAIHOTO
ChIBbDKaHMe, ca nokasan, ye nomoben wa Ilaysorecr nmpomyxt 3a X3T e
edbexTHBEn 3a NpenoOTBpATABaHE Ha MNOPOrpecHBHaTa KOCTHa s3aryba mnpes
MeHONay3ara.

DapMaKoKHHeTHIHHE CBOHCTBA

Cren opanmao npunoxkenune 17 PB-ecrpagmon ce abcopbupa BemHara u ce
MeTabomu3npa aKTHEHO OT YpPEeBHATA AMIaBHUA, & CNIER TOBa B HepHHA Apod mo
BpeMe Ha MbpBOHAayamus yepHoynpoben nacax. XOpMOHBT nperspnsea Onpsa
gepHOApobHa OUOTpaHCHOpMAaIKs: TBPBOHAYATIHO oA BB3AeiicTauero na 17 B-
XMAPOKCHCTEPOH AEXUAPOreHasaTa ce MPeBphaa B €CTPOH, KOHTO HOCPEICTEOM
16 a-xuppoxcunanys 1 17-keTo peaykups ce TpaHcopMHupa B €CTPHON, KOHTO &
OCHOBeH MeTtabosinTeH NPoXykT B ypuaara. C ypHHATa CBINO TaKa Ce OTAENAT K
pasNHYHK KOHIOTHPaHH cyindate W rmokypoHumd. Ilo-mManko KomH4ecTBO OT
eCTpPOHA Ce INpespbLiNa B KaTexONm-eCTPOreH, Z2-XUAPOKCHECTPOH, KOMTO
BIOCHEACTBHE Ce MeTHIHpa H0 2-MeTokcHecTpoH. EcTporeHmte npernprsisar
CBINO TAKA EHTEPOXENATalHA PEIHpKyNalMs NHOCpeACTBOM cyndaTHa M
[IIOKYPOHHAHA KOHIOralisa B YepHUst HpoO, KIbYHA CeKpenus Ha KOHIOTaTHTE B
yepBaTA M XHAPONM3A B depsara c mocneapawa peabcopbuus. Ectpagmon u
OPYFH CHENUHEHMS] CE€ CBHABPKAT B KPBBHATA IUI33Ma aKTHBHO CBBP3AHH C
IIa3MeHHUTe MPOTEHHH, TMIABHO ChC CEKCXOPMOH-CRBP3BallMA TOOYNIHH ¥ B 1O-
MAaJIXa CTeNmeH - ¢bC cepyMHuA anbymun. Crnen opanHo npuioskesne Ha 2 mg 17
B-ectpagmon mikoBaTa KoHueHTpauusa ot 90-100 pg/ml 17 B-ectpagmuon ce
moctura 3a 6 yaca, a KOHueHTpauus ot 50 pg/ml - 3a 24 uaca. IIpu ornennure
HHAHBHAY CHINECTBYBA FOJIIMA PA3IHKA BbB (DapMAKOKHHETHYHUTE NAPAMETPH.

Criep opanHO NPHAOXKEHHE HOPETHCTEPOH ALETAT BEPOATHO C& XMAPOJIH3HDPA
6BP30 H HANBJIHO 0 HOPETHCTEPOH, BHAPEKH Y€ He qu JUPEKTHH
2
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(apMAKOKMHETHYHM TNPOY4BAHHS, KOUTO Ja J[JOKa3BaT ToOBA TBBPACHHUE,
EctepasuTte, crocoOHH 1a XUAPOIUZUPAT eCTEPHTe, Ce OTKPHBAT B MHOTO THKaHH,
ocobeno B yepHus xpob M ueppara. Haii-BepoaTHO XHApPOMM3aTa CE M3BBPLIBA
FA2BHO B FaCTPOHHTECTHHAIHMSA TPAKT, KATO BCEKH ecTep, KOHTO ce pasrpaxaa B
yepHus apob, ce merabomasupa. B nuiasMaTa HOpETHCTEPOH € CBBP3aH ¢ anbyMuH
H CEeKCXOPMOH-CEBP3BALINs IIIOOYIINH, HO He € CBBbP3aH B 3HAUMTENHA CTElEH ©
KOpPTHKOCTEpOMA-CEbp3Baius robynun. Cren opanHo npunoxenue Ha 1 mg
HOPETHCTEPOH Ce JOCTHIa MHKOBa KOHueHTpauus or 6.5 ng/ml Ha 2-usa 4ac u
xoHueHTpamua ot 0.2 ng/m!l - va 24-u3 yac. CTOHHOCTHTE 3a pasnpeleneHue |
ENVMHHALMONEN HOMYKHMEOT ca cboTBeTHO 0.4 - 2.6 waca m 7.7 + 1 uac
XopMoEbT ce MeTabommMsMpa TIaBHO B YepHHMsA APo0 0 XHOPOKCHIMPAHU
MeTaboMHTH B TeXHHUTE KOHIOTHPAHH CyNdaTH U NIIOKYPOHHIH, KOUTO €& OTAENAT
¢ YpHHATA.

Koraro ce npHeMa B KOM6HH&LIPI$I ¢ ecTpamuoll, mocjeABalluTE HHBA HaA
HOPETHCTEPOH Ca HO-BHCOKM H (& NOKauBaT IPH MHOTOKPATHO INPHAOXKEHHE,
AOK4ATO JOCTHI'HAT cTabuIHO ChCTOAHHe. B rojma cremer TOBA C& NBIGKM Ha
CBBEP3BAHETO CBEC CEKCXOPMOH-CBBP3BaIAA I‘J'IO6YJII/1H 1 BEPOATHO Ha 3aDaBIHETO
Ha Me’l‘216OJ'II/IBMHj Npefus3BHKaHO OT €CTPagHOoIl H HORETHCTEPOH.

Hpenkauauany JAHHH 32 0€300ACHOCT

Toxcuuen npogun

Ilo npHHLMI NONOBUTE XOPMOHH, NpPWJIAraH¥ INpPH >KMBOTHH B €OHOKDATHH
BUCOKH JO3H IOKA3BAT, Y€ HE Ca MOAYEpPTAHO TOKCHYHM. TOKCHUHHAT uM edext
MOJKE J1a CE& NPOSBH IfaBHO NPH NPOABLIDKHTENHA yHoTpeba, 1opH B ManKH DO3M
HOpagH NPOMEHHTE B XOPMOHANHATa Peryanysl.

Ocmpa moxcuunocm

ETuHunecTpamuoN MpenusBHKBA CrajaHe Ha AKTHBHOCTTAa u Xemoparus. Ilpm
UHTPANepHTOHEANHO NPUIOKEHHE HA ETHHHIECTPAmuoN ca Habmonapanu
aTakcua M KoHpyncud. IIpH HOOKOXKHO NpHIOKEHHEe Ha IUIBXOBE ¥ MHIIKH €
HaOMOIaBaKla [10SBa Ha COMHOJIEHTHOCT U XEMOParus.

Kombueanusa OT eqHOKPATHH BHCOKH JO3H ETHHHIIECTPAIUOJ M HOPETHCTEPOH,
NPUJIOKEHH NIPH MHINKH M YUTEXOBE, Ca NMPell3BHKaIN TOKCHYHA CHMIITOMH KaTo
117033, COMHONIEHTHOCT M TIOTHCKaHe Ha AuiuaHeTo. IIpu kydeTa ca HabmogasaHu
rajgeHe v HOBp’bI.T.IaHB.

Crojtaoctu Ha octpa LDso (mg/kg)

JKusorancku Haxun Marepuan  3a | LD50
BH Ha [PIWIOKEHHS H3CIeIBAHS {mg/kg)
Humpanepuroneamno | B -l . 250
MHIOKA OpanHo E 1737
C >5000
TloAKOMHO E >3000
IIBX Ynrpanepuroneanio | E 471
OpanEo E 1200
C >5000
TloaxonHo E >2000
Kyve OpariHo C >2000 o
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E= ernaunectpanuon
C= xoMOuHaLKS OT ETHHHIIECTPAAMOI U HOPETUCTEPOH ALIETAT

Toxcuunocm npu MHOZOKPAMHU 003U

Ernnmnnecrpaznona

Haji-urckata TOKCHYHA [Q03a [PH IUTBXOBE, TPETHPAHH HHTEPMHTEHTHO C
eTHHUJIECTPAAHON B NpoNbikeHne Ha 27 mun, e 270 mg/kg (npomenu B Ternoro
Ha gepHus Aped, HOpMOUUTHA aneMHus, 3aryba Ha Teryo).

Ilpu xyuera 90-mHEBHO HeNpekbCHATO OPAaNHO TpeTHpaHe ¢ nosa 475 mgkg
STHHUAECTPAIHOJ € NPUUMHMIIO XeMOPArui, HOPMOIHTHaE aHeMHS U AeBKONIEHHS.
Hoperucrepon anerar

Hopetuctepor auerar, AaBaH Ha KMBOTHM B PasiIHYHH NEPHOAH OT TEXHMA
PEeNpORYKTHBEH LUKBI, € NpeAN3BHKAI HApyLIeHHs B X043 Ha OpeMeHHOCTTa U €
Mpeau3BHKANl TOKCHUHH eekTH BEPXY deryca.

Kato pano xOMNOHEHTHTe, IOOTHENHO MIH B KOMOWHamMsi, 3HAUHNTENHO Ca
MOBJIMSJIH PENpPOAYKTHBHATA cHCTeMa (MPOMEHM BBE (PEPTHAHMA HHIEKC, NOsBA
HA npe- H NOCTHMIAAHTALMOHHA CMBDPT, (PeTOTOKCHYHM e(eKTH, CMBPT Ha MIOAa
H MBPTBO paKHaHe, AHOMAaJHH B PasBHTHETO) BCISACTBHE Ha SBHOTO
XOPMOHANHO BL3IeHCTEHE.

TyMOporeHHUTe M KaHUEpOreHHH edexTd BbPXY TapreTHHTEe PEenpoRyKTHBHH
OpraHu ce ONpenensT KaTo KpaiiHa H3ABa Ha TeXHHTe (JapMAaKOJIOTHYHH CBOHCTBA,
IOKATO NOABaTa Ha JPYrH TYMODH MOKa3B8a CHUIO Taka poJiaTa Ha YepHEs apod.

PAPMATIEBTHYIHH JAHHHA

Cuucer Ha NOMOIIHHTE BEHIECTER

B adpomo na mabnemrama.
Silica, colloidal anhydrous, Magnesium stearate, Potato starch, Povidone, Talic,
Maize starch, Lactose monohydrate

Bwe gpunmoeomo noxpumue:
Silica, colloidal anhiydrous, Titanium dioxide C.1.77891, Macrogol 6000, Sepifilm
003 (Hypromellose + Macrogol stearate)

HectsBMecTHMOCTH

He ca uzsectHu

Cpox ma rogaocT

3 roguHH

Crnenuanuu npenopsKy 3a CEXpaHeHHe

Hsawma cnenmansn npenopeku 3a ¢hXpaHeHue.




JdapHu 3a omaxoBKaTa

JlakupaHno, HalewyaTtaro, TBEPHO amymuuueso domno U T8bpro PVC donuo 3a
bnucrep.

Bmucreper ceappxa 28 (uammpann Tabnerkn. Epna OnmcrepHa JjieHTa e
ONaKOBaHAa B CI'bBaeMa KapTOHeHa KYTHS,

IIpenopsku Npe ynorpeda/MaHunyaupane

Hama cneqaiIiy H3HCKBaHHs.

HME 4 AJIPEC HA TIIPHTEATEJ HA PASPEINIEHHETO 3A
YIHOTPEBA

Gedeon Richter Ltd.
1103 Budapest, Gyomrdi ut 19-21, Hungary

HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA
20010827/24.07.2001

II'HLPBA PETHCTPAHNMS HA IEKAPCTBEHMA POJAYKT
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