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Dermestril — Septem 25
Hepmectpun — Cerirem 25

2. KayecTBeH 1 KOSIMYECTBEH ChCTaBb

Envn TpaHcaepmaries rnractup CbAbpXKa SIeKapCTBEHO BIECTBO:

Depmectpun — Centem 25; 2,58 mg estradiol hemihidrate exsveanerTen Ha 2,5 mg estradiol /
11,25 cm2 otpasar 25 ug esiradiol 3a 24 vaca.

3a NoMOoLLIHM BELUECTBE BWXK TOo4Ka 6.1.

3. lexapcTeeHa hopma
TpaHcoepManeH nnacTup — npospaded, Be3lBeTeH, Neko Maros C  enuncoBkiHa qopma, ¢
MOKPUT C NMPaBObIbIHE, NpospadHa saumTHa obeuska.

4. KnuHnyHm aaHHn
4.1 TepaneBTUYHW OKa3aHus

Aepmectpun — Cermrem 25
XOpMOHO 3aMecTBallla Tepanuns 3a CUMITTOMUTE Ha ecTporeHeH AedUUMT MNPy JKeHW Creg
MeHonay3a.

( Bk cblU0 TOYKE 4.4 )

Onuta Npy rneveHre Ha XeHn Hap 65 roguilHa BL3PacT € orpaHueH.
4.2 [losypoBKa 1 HavvH Ha NpunoxeHne

Ioanposka:

llepmectpyn — Centem 25 e ecTporeHeH rnactvp, sarenBaly ce Ha Koxara BeAHBX
CEeAMUYHO, OCUTYPSBaLl, MOCTOSHEH NPWUTOK Ha ecTpaguon KeM TAnoTto. Wanonssanusar
ANacTup ce oTcTpaHsaBa criey 7 gHU U Ce NoAMEHS C HOB,

CryMATOMY Ha eCTPOTreHEH AehumT:.

33 Hauan+Ho 1 NOCTOAHHO fIEYEHWE Ha CUMMTOMUTE NPW JXeHW crnief meHonaysa Tpsbea fa ce
M3rori3Ba Hal-HUcKaTa eeKTyBHA J103a 32 Bb3MOXKHO HaW-KpaTko Bpeme ( BIDK CbLUO TOYKa
4.4).

O6ukHoBeHO nevyeHneTo ce 3ariouysa flepmectpuri — Cenrem 25. Axo crieg 1-2 MeceyHo
nevyenvie c Hepmectpun — Cernrem 25, npunarad BeAHBX CEAMUYHO CUMITOMUTE Ha
ecTporeHeH AenLUT He Ce HeyTpanmaupar, 03aTa MOXe Aa Ce MNOBULLIN.

B criyuai Ha Hexenanm eekTy Uiin CUMATOMU Ha NpeposvpaHe ( HanpeXeHue B rbpauTte
Wwunn BarMHanHo KpbBOTEeYSHWE ) go3aTa TpabBa fa ce peayumpa.

Mpu kel C MHTaKTHa MaTtka e yTBbPAEHO W TpAbBa fAa mnpuiara  Karo AOMbIHEHWE KbM
€CTporeHHaTa Tepanus, Ne4eHne C rporecTareH 12-14 prm Bcekn  Mecel/Z28 NHEBeH LMKbLI
3a Aa ce MPOTVUBOAEUCTBA Ha PasBUTUETO Ha eCTPOreH-CTUMYIMpaHaTe xmmeﬁﬁ‘ne@ms Ha
eHpoMeTpuymMa. ( BWXK To4dKa 4. 4 — Crieuvantn npegynpexzaeHnsa u cne wan[-iﬁ'— pemop K 3a
ynotpeba ) R




He ce npenopbyBa ZOMBMHUTENHOTO NPUIIAraHEToO Ha MNporecrareH Mpu XUCTePEKTOMMpaH
' JKEHY, NPU MONOXEHME, Y& HE UM € NoCTaBsHa [uarHosa eHgoMeTpurosa.
Moxe na ce M3nonaBaTt ABe TePaneBTUYHU CXeMU:

o Llvkmuuna: Jepmectpun — Centem 25 ce gosnpa UMKAWYHO ChC ¢BoB0AHM OT siedeHune
nHTepsamn, obukHOBeHO 21 C nevyeHne cneasBaHo oT noumBka 7 AHu. OBMKHOBEHO
JOMBAHUTENHO MPUnoXeHwe Ha niporectareH € 12 14 gHu oT uukbna. fipes Tosu
nepmoz € BL3MOXHO fia Ce NosiBY OTNaaHO KPbBOTEUEHYE.

o TipogbmxutenHa: Hepmectpun — Cenrem 25 ce posupa noctosHHo. [lporecrarexa
o0buxHoBeHo ce gasa 12-14 aunm ( uny noseve ). flpogbmruTenHara cxema MOXe ha ce
Mpenopwya B criyyante npy KOUTO CUMNTOMUTE Ha eCTporeHeH BeduunT ce NnoaBasarT
OTHOBO 1O Bpeme Ha ceobopgHWTEe OT nevyeHwe nepuogn. KbpeeHe Moxe Ja ce
Habrilogasa npy CMpaHeTo Ha nporecrareHa.

TeuenmeTo ¢ lepmectpun — Centem 25 mMoxe pa 3anodHe BLB BCeku ygobeH MOMEHT 3a
MEHUTE, KOUTO HE Ca MOATIOKEHW Ha Apyra ecTporeHHa tepanus. KeHuTe MnoHacTosuem
nofyyaealy LMKNWuHa MnM  NpogbipkuTesnHa ecTporen/mporectareH Tepanus Tpabea pa
MPUKMIOYaT HacToslumAT fiedebeH LWKBA, Mpean Aa 3anouHar reveHne ¢ [epmectpun —
Centem 25. YaobHo BpeMe 3a 3ariouBaHe Ha nederue ¢ depmectpun — Cerrem 25 Moxe aa
ObAe W MbPBUMAT JeH Ha OTNagHOTO KpbBOoTeueHue. 2KeHuTe U3Monssaly RocTosHHE,
komBuHupaHa ecTporer/nporecTareH Tepanust Morar aa npemuHar Ha [iepmectpun — Cenrem
25 BUpeKTHO.

HaurH Ha npunoxeHne
Mpunenete [epmectpusn — CenteM 25 kbM KOXara Ha xXaHwa, nymbannara obnact wnmn
Kopema, NPUTUCHETE CUITHO M0 LsAnara NoBbPXHOCT Ha nnactupa ( BkAlouMTenHo puboeete )
3a aa ce ocurypy 4obpo npunensaxe.
ADCOpPOLMOHHMAT KanaumTer Ha Koxara € ((akiopa onpegensil) CKoOpociTa Ha
ocsobox1apaneTo Ha ecTpaguon ot Jdepmectpun — Cenrem 25. flocTaBaHeTo Ha pasnuye (
0 BMCOKO PasnorioXeH ) OT CMOMEHATHST No-Tope KOXEH Y4acThK He Ce NMPErnopbyea Thil Kato
MOXE Aa l0Befie RO NPOMEHU B OCBODOXKAABaHETO Ha ecTpaguona.
Kowata Ha MSACTOTO Ha NMOCTaBsaHeTo TpsibBa fa Onae uvcra, cyxa Oes sayepsasane #
OXNy3BaHNS. YUacTbUM OT TANOTO C KOXHW MbHKM UIN MOANOKEHU Ha TPUEHE Npu ABKeHne
Tpabea fa ce u3dbarear.
Hepmectpun — Centem 25 He TpsbBa Aa ce NocTasst Ha MbpAUTE Ui B BNK30CT A0 TSIX.
Mnactupute He TpsOBa Aa ce NOCTaBAT ABa NbTW NOCNEefoBaTenHo Ha €4HO0 U ChLLO MACTO.
AKO NnacTvpa e 3anereH NMpaBusiHo, TOW e OCTaHe [puiernHan KoM KoXara 3a U3MCKBaHNST
nepuos OT epHa cegmuvua 6e3 npobnemu. DMpu chnywyan, 4e nnacTmMpbT Ce OTAEnM
npexaespemMeHHo, Toit Tpsibsa Aa ce 3aMeHW C HOB [0 Kpas Ha wHTepBana. B Toaw criyyan
nnacTypbT TpsibBa fa ce cMeHn B oOM4aiHoTO BpeMe, 3a Aa Ce Bb3CTaHOBM BLanpueTara
cxema. TNnacTupst Tpabba aa ce CMeHsi PenoBHO, Mo €4HO U ChLUO BpeMe u ToBa Tpsbea fa
_ CTaHe NpakTuka Ha naunenTa. [pu nonoxeHue , Ye nriactupbT He € CMEHeH B ONPeResiSHUST
AeH Ton Tpsbea fa ce ovcTpaHu HesabasBHO M ga ce CMEHW Ha criefiBalivsT, OnpegeneH
CbINAacHO Mporpamara 3a cvmsaHa feH. [IporyckaHeTo Ha RocTaBsHeTO Ha HOB M[naciuvp B
onpeaeneHaTo BpeMe, MOXe Aa A0BEeAE L0 Bb3MOXHO BHE3AMHO KbpBEHEe 1 3allansaHe.
AKO MNacTypbLT € MOCTaBeH NPaBuiHO NauveHTHT MOXE haa ce kbne. Bee nak, nnacrupst
MOXE [a 3anoyHe fa ce OTAeNs Chef MHOro ropelwja BaHa unu cayHa. Ako Tosa ce Mony4un
nnacTupeT TpsibBa na 6bae noameHeH c HOB ( KakTo € onmcaHo Mo- rope) ,Bbamc»mo e
cayHara fia Ovhe rnannpaHa 3a BeHs 3a CMsiHa, CblTiacHO MaroTeeHaTa nporpamam
4.3 MpoTvBonokasaHus ’ i : o N
¢ li3BecTeH, NMPeluLLeH N NPeSNonaracmM KapumHOM Ha MieYHaT -akneaa

A
{\‘ﬁ-f




e lsBecTeH wnu npepnonaraeM ecCTPOreH — 3aBUCM  MarnurHeH Tymop  (Hanp.
eHIOMETpUaneH KapLHOM),
JrarHoCTryHO HEYTOUHEHO FeHUTANHO KbpBEHE,
HenekyBara enfoMeTpuanta Xunepnnasus;
Mpepwecrsaily UBUONATUYEH WM HacToslw, BeHoseH TpomboembonuabMm (Abrboka
BeHO3Ha Tpombo3a, benoagpobeH emBonMabMm);

e AKIVBHO WM HACKOPO fipekapaHo TpomboembonuuHo 3abossisaHe (Harp. MuokapfeH
MHMDAPKT; ,

e AxTUBHO yvepHoapobHo 3adonseaHe, UM aHamHesa 3a yepHoppobHo 3abongeare 4O
BbaBpbLiaHe Ha YepHoapobHMTE MYHKLMOHaNHN TeCTORE A0 HOPMAarHO HUBO,

e l3BecTHa CBPBLXYYBCTBUTENHOCT KbM IEKEpPCTBEHOTO BELIECTBO WM HAKOe OT
MOMOLLHNTE BELLIECTRA;

e [lopdumpus;

4.4 Crieypanyy npefynpexaenus 1 cretnaniy Ykasanna 3a ynotpeba

3a nevyeHmne Ha NOCTMEHONAY3HUTE CUMITTOMM, XOPMOHarHa saMecTBalla Tepanms TpﬁﬁBa ha
Ce npunarar caMmo 3a CUMNTOMK, BNUaAetl BbPXY KaveCTBOTO Ha XUBOT. BB BCUYKK crniydau,
BHAMATENHOTO NpeLieHABaHe Ha PUCKOBETE W MON3UTE TpﬁﬁBa 4a ce rnpoeexaa noHe BegHLBK
rogmuno 14 nevyerMeTo © XOpMoHanHa 3amectBalla Tepannd TpﬂﬁBa Aa npoibinkaea camo
AOKaTO Non3uTE Ca nopeYe Ot NoTeHUnanHnTe pUCcKoBe.

MeauupmHcKko npocriefsBaHe

Mpegu 3anodBaHe Ha neYeHWe UMM HasHavyasaHe Ha XOpMoHariHa 3amecTsalua Tepanus
TpsiOBa aa ce cuvbepe hbfHa nMuHa 1 pamunHa aHamHesa. PU3NKanHoTo uacreasaHe (Bki.
M3cnegeaHe Ha Tasa U repaure) Tpsbea pa Obae HacodeHo 3a  eBeHTyarnHu
NpoOTMBOMNOKasanms W npeaynpexgeHns 3a ynotpeba. Mo Bpeme Ha reyeHUETo ce
NPenopbyYBaT HEPUOAYYHY KOHTPOTHW NMPEeriiean ¢ YecToTa, 3aBmcella OT HYXAUTE Ha BCaka
#exa. Xenute Tpabea Aa 6bpaT NOCHBETBEHN MPpY YCTaHOBABaHE Ha POMEHM B repgaMTe Aa
YBEAOMST TEXHWAT fIEKap UnM MeguumMHcKa cectpa (BWK pak Ha MriedHara xueaa rno-gony).
Wacneasanma (ekin. mamorpadus) Tpadea ga ce MnpoBe}ipar pefoBHO B CHOTBETCTBME C
npueTara npakivka 3a npothunakiyka, moaudbuumpanda criopel WHAVMBUAYaNHUTE KAUHUYHN

- HYKAMW.

Ycrioeus Hanarawy HabrioaeHne
AKko HfKOe OT criefealuTe CLCTOsHUS € Hanuue, buno e ycraHoBsiBaHO nipeau w/wnu ce e
YTEXHABAN0o Npy OPEeMEHHOCT UMM NpesuHa XopMoHanHa Tepanus, nauveHTuTe Tpabea ga
Ebaat HabnogaeanHy warendo. Tpsidea fa ce uva npeaeug, Ye Tesu CbCTosHNS MoraTt Ja ce
MOSBAT OTHOBQ MO Bpeme Ha nedeHneTo ¢ flepmectpun — Centem 25.

fleitoMmmroma (MaToqeH rBpoM) Unin eHEOMETPUo3a;

AHamMHesa urm puckoeu dakTopi 3a TpoMmboemMBonuuHM 3abonseanns (BINK no-gony),
PuckoBn (hakTopy 3a ecrporen-saBrcyMm TymMopu, BKN. HacreAcTBeHa oBpeMeHeHo T
Mo npaBa NMHWS C KapLUMHOM Ha MIeYHaTa Xness;
XurnepreHsus;

UeproppobHu 3abonasanus (Brri. yepHoapobeH afeHom);
3axapen anabeT ¢ unm 6e3 CbLOBU YBPEKAAHUS,
Xonienutnasaa;

Murpena vinv cunHo rnasobonue;




CucTemeH nynyc epuTeMaTofec; ,
AHamHesa 3a eHAOMETPUANHE XUnepninasus (BupK No-Aony);
Envnencus;

Acimg;

OTocknepoaa;

. MpuunHn 3a HesabaBHO NpeKkpaTsaBaHe Ha TepanusaTa

Tepanusita TpsGea Aa Ce NPEKpaTV B cryyan Ha OTKpMBaHe Ha NPOoTMBONOKasaHusa nnv npu
cnepuutTe obcToATENCTRA:

»KbriTeHuUa unn Hapyliiaeare Ha vyepHoapobHaTta yHKUMs;

CurinukaHTHO NOBULLIEREHE Ha KPBBHOTO HarsraHe,

FNoaea Ha murpeHosHo rrasotonue;

bpemeHHocT;

EHpomeTpuanya xunepnnasus

o Puckst o7 enpomeTpuanHa XUReprnasMs W KapuuHOM ce rnosBullaBa  Koraro
ECTPOreHMTe Ce NMpUTIaraT CamoCTOATERHO 38 AbITbl NEPUO OT Bpeme (BvoK TOuKa 4.4).
JlonmbnHWTENHOTO npunaraHe Ha npactareH 3a MuHMMYM 12 AHWM OT UMKbna npy
HEXUCTEPEKTOMUPAHM XEHW 3HaUUTENHO HamarnsBa To3u prckK.

o KbpBeHe v 3auaneaHe Ha GenboTo Morar Aa ce Habnogasar npes MePBUST MeceLl, oT
fneverHneTo. AKO KbPBEHETO K 3auaneaHeTa Ha 6enboTo Ce 3aAbPXKaT crel ToaW CPoK
Ha TepanusiTa Unu NpoAbIKaBaT Crief HeMHOTO npexkparTasaHe, npuynHarTa Tpsbea aa
ce nacniessa, KOeTo MOXe Aa BKIUBa eHpomeTpuanHa buoncus 3a uskrmovsaHe Ha
eHAoOMeTpuanHa ManurHusagms.

¢ HeonosnumonnpaHata ecTporeHHa cruMynaums MoXe Aa fosefle A0 NpemManmrHeHa
WM MarmrHeHa TpaHchopMaums B OCTarbyHM  Y4acTbUM OT  ©HEOMETPMO3a.
Cneposatenyo, nobasaAHETO Ha MporecTareHN KbM €CTporeH-samecteallara Tepanis
TpsiGBa aa ce obChAn MpY XKEHW XMCTEPEeKTOMUPaHW Mo MoBOg, SHAOMETPMO3E, aKo €
W3BECTHO HaNMYMETO Ha OCTaTk4yHa EHAOMETPINO33E;

Pak Ha mneyHarta xnesa

PaHgommnavpaHo rnauebo-KoHTponupaHo ApoyyYBaHe, npoydsaHe Ha WHnumaruea 3a »XEHCKo
appase (WHI) 1 enmaeMMONOryyHy NpoyYuBaHus, BKIFOUATENHO MUnNMoHHO XEHCKO rpoyyBaHe
(MWS), ca ycTaHoBunM MOBULLIEH PUCK 38 pPak Ha MNeYHarta »Xnesa npy XeHy npuemMalum
EeCTpOoreHy, KoMOMHaLMS eCTPOreH-NporecTepoH wunu TubonuMH 3a 3amecTBalla XOpMOHHa
Tepanust B NPOALITKEHNE Ha HAKOSTKO rogMHN (BWK Touka 4.8).

[Mpy BCAKa 3amecTBalia XOPMOHHa Tepanus, AOMBIHUTENHUAT PUCK CcTaBa 3Hauum Ccrnel
HSKOMKO FOAMHW W CE& TMoBKWEBA B MNPOALIMKEHME Ha IeyeHMeTo, HO Ce Bb3Bphila B
W3XOLHOTO HUBO 3a HSKOMNKO ( HaN-MHOMo A0 NET) roAuNHM Crey crnivpaHe Ha AevyeHneTo.

TNpy MWS oTHoCUTEnHUSIT pUCK 38 pasBUTUE Ha paKk Ha MIevHaTa Xuesa Npwu npunaraHe Ha
KoHtorMpaH koHcku ectpored (CEE) unu ectpagmon (E2) e rnio-Bucok npy fobGassHe Ha
rMporecTareH, Kakto nepumoanyHoO, Taka 1 NOCTOAHHO, He3aBUCUMO OT BMAa Ha nporecrareHa.
Hama faHHW 3a pasnyka B pyUCKa Nnpy pasnnmyHnTe HauuHy Ha NpUnoxeH1e.

- [pwn éNHI MPOYYBaHETO MPOABIPKATENHOTO KOMOWHMpaHe Ha KOHHOrMpaH KOHCKW eCTporeH W
menpxkeunporectepor { CCE + MPA ), ce acoummpa ¢ YBENUYEH pasvep Ha KapluuHoma Ha
MIIeYHaTa }re3a 1 NoBulleHa YecToTa Ha MeTacTasupate B perMoHanHnTe aiidRn-BL3mm, B

v it e
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XopMoHOsaMecTBalaTa Tepanusi, Mo-CreuuanHo  ectporer/nporectafel kombuimpariara
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Tepanus, MoBvlLaBa HITBTHOCTa Ha Mamorpadckus obpas, KoeTo MG
PaavoNoNMNHOTO AUarHOCTULMPaHE Ha KapLMHOMa Ha MievHaTa xneag!l & | .~ 7
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BeHoseH TpoMmOembonuabm

e XopmoHanHaTa samecTsBalia Tepanusi Ce acoumvpa ¢ NoBuIUeH penatvuBeH PucK 3a
passuTe Ha BeHo3eH TpoMOemOonuabM, Bk, AwnOoka BeHO3Ha Tpombosa wu
Genoppoben  embonuabMm.  PaHaommaupaHo — KOHTPONMPaHo - npoyysaHe U
ENMMAEMMONIOTYHM MPOYYBaHNS ca YCTaHOBMAWM ABa A0 TPpWU MbLTU NOBULLIEH PUCK Mpy
MpUeMaLLMTe, B CPERHEHNE C HEMPUEMALLIMTE XOPMOHAIHa 3aMecTBallia TEPanns XXeHu.
[py >XeHU HenpUeMaLLW XOPMOHaNHa 3aMmecTBalllia Tepanus € yCTaHOBeHo, e OpoaT
Ha CrlyyauTe Ha BeHo3eH TpomboeMOonnasM npes uscneasarns 5 roguiueH nepuog e
okorno 3 Ha 1000 xeHu Ha BeapacT mexay 50 1 59 rogunn 1 8 Ha 1000 xeHun mexay 60
n 69 roamHn. MNpy 3opaBu xeHW NMpueMally XopMmoHanHa samecTsaiiia Tepanua 5
roavHy, OposIT Ha ZOMBIHUTENHWUTE Chyyan Ha BeHO3Ha Tpombosa npes 5 roguiuHuAT
nepuos e Mexagy 2 u 6 (npubnuauteriHo 4) Ha 1000 xeHu Ha Bb3pacT mexay 50 u 59
FOAUHK U Mexay 5 v 15 (npubninautenHo 9) Ha 1000 xeHn Ha Bb3pacT Mexay 60 1 69
rOAVHK. YCTAHOBEHO € , Ye clfy4yanTe ca o-YecTVM Mpes nbpBata rojguHa ot
XOpMOHarHa 3aMecTBalla Tepanvs OTKOSIKOTO Ciel] TOBg;

e OCHOBHWUTE MPW3HATU PUCKOBM (PaKTopu 3a BeHoseH TpomGoemOOonMa3bM BKAOUBAT
aHamHesa 3a nepcoHanta unn haMunHa 0GpeMeHEeHOCT, 3HaUNTENHO 3aTRBCTABaHE (
BMI > 30 kg/m2) n cuctemeH Jiynyc eputemarogec. Hsima KOHCEHCYC OTHOCHO
Bb3MOXHETa pOfss Ha BapuKo3HWTE BeHWM 338 Bb3HWKBEHE Ha  BEHO3EH
TpomBoemborinabm,;

o [laynenHT ¢ aHamHesa 3a BeHo3eH TpoMboemMBoNM3bM Ui M3BECTHO TPOMOOMUITUYHO
3abonsiBaHe/CbCTOSHUE WMMaT [MOBMILUEH pPUCK 32 BEHo3eH TpomboeMbonuabm.
XopmonanHaTta 3aMecTsalla Tepanusi Moxe Aa nosuvluy To3u puck. flepconanHa mnn
hammnHa aHamHesa 3a TpomBoemOonnsbM unu croHTasHn aboptu Tpsadea fa Gvpar
M3siCHEHM C Lien ua3kiiouBaHe Ha TpoMbodmnmyHa npegucnosnuun. [lokato ce Hanpasu
OCHOBHaTa oueHka Ha TpombodunmuyHuTe QakTopu WnM axko € 3anoyHaro
aHTMKOarynaHTHO NeYeHre, XopMoHanHaTa 3amecTsallia Tepanns npu Te3n naumeHTn
TpsOBa Aa ce cMmsATa 3a NpoTMBOMNOKasHa. >KenuTe noryyasailid aHTUKoarynaHTHa
Tepanus M3UCKBAET BHUMAaTEnNHo obcw¥aaHe Ha rosnsara v pucka OT NpunaraHeto Ha
XOPMOHalHa 3amecTealla Tepanus,

e PuckeT OT BeHozeH TpomboemMOonusbM MOXe BpemeHHo ja ce yBenu4u npu
npogbitkuTENHa MMoBunuaaLusl, ronama TpaBma Wik ronsma xupyprudecka Hameca.
Mpy BCUUKK NOCTOMNEPaTUBHU NaLUWEHTK 0cobeHHO BHUMaKne Tpsoea ga ce o0bbpHe Ha
NPOMOUNAKTUYHUTE MEPONPUSTUS 3a MpEeBeHUWst Ha BeHo3HusT TpomBoemOonuabM,
crieg xvpyprvuHata Hameca. Korato npogbroxuTenHara mvobunusatus e
saAbMKATENHa 3a [MocnefBald erfiekTMBHa xupyprdecka Hameca, ocaobeHo
abpoMuHanHa UM OpTOMEAMYHa XMPYPIMA Ha JOoNHUTE Kpaiuuuw, Tpsbsa ga ce
0BCchAK, aKo € BE3IMOKHO, BPEMEHHO CNMpPaHe Ha XOpMOoHariHara 3aMecTBalla Tepanis
4 po 6 ceoMuLM Npeaw xupyprideckata Hameca. JledeHmeto He Tpsbsa pa ce
NOLHOBSAEA, AOKATO XEHaTa HE C& PasABYIKU HanbiHo;

e AKO BEHO3HUAT TPpOMBOEeMOOnnaLM ce paseue Crej HauanHoTo NeqveHue, NeYeHneTo
Tpsibea ga Obge cnpsHo. Ha nauveHTuTe TpAbBa na Cce Kake [Aa Ce CBbpKar
He3abaBHO C TEXHWAT FIEKap KOraro MouvyBCTBaT NOTeHUMarneH Tpom Oemfjgnmqea-l
cyHapom (Hanp. BonesHeHo HanpsxeHue B Kpaka, psska Borka B mbp, /p, ’"‘—EﬁE}ﬁ"ﬁeﬂ)

UcxemmnyHa Bonect Ha CbpUeTo i ;,; I
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Nee wmpokn kmaHudHKM npoyysarus ( WHI v HERS Bkn. Cobpue 1 ectporeH/fmporecivH
CPaBHUTESNHO NPOYYBaHE) FIOKa3BaT BbaMOXHO MoBULLIEBaHe Ha pUCKa OT KapAuosackynapHa
CMBPTHOCT MPe3 MbpBaTa roguvHa oT JfleveHneTo. 3a gpym JieKkapcTBa 3a XopmoHarnHa
3aMecTeallg Tepanus uMma Came OrpaHuMueHn JaHHM OT PaHAOMUSMpaHW KOHTponupaHu
npoyysaHus uscriefsawy edekra MM BbpXy KapguosackynapHata 3aboresaemoct u
cmbpTHOCT. Mopagu ToBa He e CUrypHO Jarnn TesW AaHHW Ce OTHaCAT 3a ,u,pyrme nekapcTea
3a XOpMOHanHa 3aMecTBallia Tepanus.

CbaoBZ-MO3bYHN MHLWASHT

EnHO LIMPOKO paHAoMMSMpaHo KmuHuuyHO npoyusaHe (WHI - trial) e ycradHoBuno kato
BTODWYEH PE3YnTaT MOBULUEH PUCK OT UCXEMUYEH UHCYITT NpyY 30DPABU KEHU 10 Bpeme Ha
rieyeHme ¢ NocTosHHa KoMOUMHaLMS OT KOHIOTMpaH eCTporeH U MeLPOKCUMPOreCTepoH aleTar.
3a XeHu HeusnonssalM XOpMOHanHa 3aMecTBailia Tepanus € ycTaHoBeHo, 4e BposT Ha
criy4auTe Ha UHCYNT 3a nepuog 5 roauHm € 3 Ha 1000 nipu >kenu Ha Be3pacT mexay 50 v 59
rooutv v 11 Ha 1000 npy xeHn Ha Bb3pacT Mexay 60 1 69 roguHN.

Mo 3KeHW [ON3BalUM OT KOHIOTUPAaH eCTPOTeH N MEAPOKCUNPOreCTePOH aLeTar 3a 5 roguHn e
ycTaHoseHo, Ye 6pos Ha ponbhHuTenHuTe crniydaun e mexay 0 u 3 ( Hai-seposTHO 1) Ha 1000
XeHun Ha Bbapact Mexgy 50 n 59 roamHu n mexay 1 n 9 (Har-vecto 4) Ha 1000 xeHu Ha
Bb3pacT mexay 60 1 69 roauHK. He e n3aBECTHO Aanv NMOBMILEHUST PUCK CbLUIO ce Habnofaea
npw opyriTe NekapcTea 3a XOpMOoHarHa samMecTsallla Tepanus.

OeapuarneH KapumHoM

NMpoabmkutenHara (Hah-manko 5-10 roguHw) ynotpeba Ha ChabpXKaly Camo ecTporeH
nekapcTBa 3a XOpMOoHarnHa 3aMecTeatiia Tepanus npu XUCTEPKTOMUPaHKN XeHN ¢e acouunpa ¢
MOBWILEH PUCK OT OBapWaneH KapuMHOM B HSKOW ENMAEMMONOnMYHM rNpoyusanus. He e
W3BECTHO Aanuv MpoabIbkUTenHara ynotpeba Ha komburHupaHu riekapciBa 3a XopMmoHanHa
3amMecTBallld Tepanns BOAAT SO pasfivieH PUCK OT fiekapcTBara ChAbpxally camo eCTporeH.

HOpym ceCcToRHNnA
e EcTporeHuTe MOraT Aa NpensBuKaT 3a4pbXKa Ha TEHHOCTU U NOopaay ToBa nauuerT C
HapyiueHa cophaevHa v 6u0pevna dyHkums Tpadaa Aa ce HabniAaBaT BHUMETENHO.
[MaumHeHTUTe © TepMuHanta GubpedHa HegocTaTeHHOCT Tpsbsa Aa ce Habniogasar
LATEeSNHO, Thil Karo e YCTaHOBEHO, Y& HUBOTO Ha uvpkynupawmar [depmectpun —
CenTeM ce NoOBULLIERE;

e Jenu C npeplecTealla XunepTpurnmuepuaemust Tpsbea pa ce npocnepssaT
BHUMAaTESHO MO BPEME Ha ECTPOreHHa 3aMeCcTUTENHA UM XOPMOHAarHa 3aMecTuTesHa
Teparnusi Thil KaTo Npu TakuBa criydau € HabnofaBaHo 3HaYUTENHO NOoBMLIEHUWe Ha
NNasMeHnTe TPUrmMLEPHUan, BoAELLO SO NaHKPeaTuT,

e EctporeHte noBvLaBaT TUpeoWAHWs cBbp3galy rnobynuH (TBG) koeto sogn Ao
roBuilaBaHe Ha LUMPKYIvpaLius ToTaneH TMpeouaeH XOPMOH, YCTaHOBEHO € NpoTenH
cebp3an tiopg (PBY), T4 nweata (yctaHOBEHO upe3 Xxpomarorpatms whin
pagvioMMyHOMOrMuHO) wrin T3 HuBaTa (YCTAHOBEHC pagmMoMMyHOMornyHo). 13
thpakumsiTa ce MnosullaBa B PesyriTaT Ha NoHWLLIEHUsT THpEeouaeH CBBLP3BaLL rnodynuH.
KorueHTpauumute Ha ceBobogrua T3 w T4 ca nenpomeHeHu. [pymm cBbpasaiim
APOTEMHU MOXE Aa C& MOBMIUET B Cepyma, BKI. KOPTUKOMOHWST CBbpasatl rnobynmH
(CBG) wn rnobynuHa cBbp3sal] MOMOBUTE XOPMOHM, pecneKTmaHo BOAESLLO f0
NOBALLIGBAHE Ha HABATA Ha LPKYTMPaLYTe KOPTUKOCTEPONAM 1 Toj smepom,n,m
CeobogHute 1 GUONOMMYHO akTUBHW XOPMOHEITHW KOquHTpaqmm,, }’pomé‘ﬁeHm
KoHueHTpauumre u Ha Aapyri [NasmMeHu npoTerHW MOXe// ,u,ar ce;. rjopuLiar
(aHrmoTeHanHoren/peHuH cyberpar, anga-l-aHTUTpUNICUH, u,epynO((nasMMH)
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e Hsama yBeautenHu faHHu 3a nopobpsBaHe Ha nosHaearenHuTe yHKUMA. Nma Hskowm
darHy ot WHI npoyyBaHeTo 3a MnoBullieH pUCK OT Bb3MOXHE AemeHUUA NPy XeHu
sanoyHanu fa MpueMaTr MOoCTOSIHHO KOHIMpaH ecTporeH Y MeApOKCMNpPOreCTepoH
auetar cneg 65 roguvilHa Bu3pact. He e na3secTHo famy ToBa ce OTHacs 3a no-Mnain
EHW B MeHonaysa Uy Lpyra fIeKapeTBa 3a XOpMoHanHa 3aMmecTeattia Teparnus.

4.5 BaauMOLEICTBIS G APYIV NIEKapCTBEHU NPOAYKTY U APYIV (XOPMU Ha BSAUMOLEHCTBUE
MeTabonmMaMbT H& ECTPOreHMTE MOXE A& Ce YCKOpU Mpu eAHOBPEMEHHOTO npuemaHe Ha
cyGCTaHUMM MHAYLMPpaluM eHsMMUTe, yJyacTeally B MeTabonnama Ha nekapersara, UM no-
crieLmanHo LuToxpom P450, kaTo  aHTMKOHBYFCMBHM nekapctsa (Hanp. (penoGapbutar,
cheHUTUOH, kapBamesenuH) U aHTbuoTULM (Hanp. pudamnuLng, pudabyTiH, HesupannH,
edasupeny). PutoHasup M HenduHaBup, W3BECTHW Kato CUSTHN UHXMOUTOPY MNOoKaseBaT
MPOTMBHO Ha TOBa&, MUHAYLMpally CBOWCTBA KOraTo ce rnpuemar CbBMECTHO CbC CTepovAHu
xopMoHw. Burkoeil mekapcTea cbabpwaiw Hypericum Perforatum morat Aa wHAyLMpaT
MeTabonusMma Ha ecTporenuTe.

Tpy TpaHcoepMmanHo npunoxeHne ce usbsrea edekTsT Ha MBbPBOTO NpeMuHasaHe npes
yepHus ApoB, Taka, uye TPaHCAEPManHo NPUNoXeHWTe eCTPoreHn Moxe Aa ©vaat Mo-nexo
MOBMAHN OT EH3UMHUTE URAYKTOPY OTKOJIKOTO XOPMOHIUTE IPpUNoXeHu opanHo.

KnuHW4HO, NOBULLEHWST MeTabonmsbM Ha ecTPOreH1Te U NporecTepoHa Moxe Aa foBefe A0
HamarsisaHe Ha edekTa UM 1 MPOMeHU B Npoduna Ha MaroyHOTO KbpBEHe.

4.6 BpeMeHHOCT 1 KbpMeHe

Jepmectpurn — Centem 25 He e nokaseH No Bpeme Ha OpemenHoct. Ak no Bpemye Ha
nieyenne ¢ Jepmectpun — Centem 25 HacTbiv OpeMEHHOCT SIEYEHUETO Tpsibea pga ce
npeycraHoBy HesabasHO.

3a MOMEeHTa, pesyfTaTuTe OT NOBEYETO ENASMUOIION4HI MPoyYBaHns fpy HerpegHaMepeHo
manarade Ha eTyca Ha OelCTBMETO Ha €CTpPOreHM He MOoKasear TepaTtoreHeH Win
theToTOKCUYEH edheKT.

Jlaktayusa
Hepmectpun — Cenrem 25 He ce npunara 1o BpeMe Ha KbpMeEHE.

4.7 Edpexty Bnpxy criccobHOCTTa 3a LwodmpaHe 1 paboTta ¢ Mattinbu

He e ussecrHo [epmectpun — Centem 25 Aa rosnusia cnocobroctta 3a wodupare u
paboTa ¢ MallumHK.

4.8 HexenaHhm peakumn

MpubnuantenHo ot 10 go 17% ot naumeHTuTe nekysaky ¢ [lepmecrtpun — Cemnrem 25 npwu
KAVHWYHWUTE M3CreaBaHus TPOABABAT CUCTEMHU HEXenaHu peakumu, KouTo ca nekM U
npexonHu. TexecT B repauTe ce goknaaea npu 20 — 35% ot naumeHTuTe. JloxantHa peakuust
Ha anrMKaLMOHHOTO MSICTO, Hal-4ecTo rieka eputema ¢ unm 6es cepbex ce Habnopasa npu
10 — 25% ot nauueHTUATE.

B criegHata Tabnuua e CrIMCHKBT C HEXeraHuTe peakuwu, HabripasaHn npuy nederne C
Oepmectun — Centem 25 W [pyrn nekapcTsa 3a 3aMecTuTenHa XOpMOHaFRa=Tepanisi
chabpKawm 178 — ecrpannorn: e :?;\3’3:3
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TlcuxuaTpIHE PA3CTPOHCTE.

Jenpecus

Tenrpanna wepBEA CHCTEMA | Pa3apa’HATENHOCT Murpera, ceeToBsprex | ITpoMers B maOHN0TO,
T"masobomse BIOIABAHS BA COMACHCHR

CraosH pascIpoiicTea Tlormmasase Ba aprepuan{ BenoscH TpoMOoemMO0mm3EM
HOTO HANATAHE

T'acTpomaTeCTHHANHA Iangwe,abmomusansn | Hosprmane

pascIpoiicTaa KQJEIKY, METCOPHA3EM

Xenarobunuapan ITpoMerern nag agopMan-

pascrpoiicTea HHA YepHOXpOOHH QyHEHE
OHAJIHA TECTOBE

PazcrpoiicTea Ha ROxATA K
HONKOKHATE THKAHI*

AneprideH KOHTAKTSH JEPMATHT, HpE-
XOAHA CNeH BE3NAIHTSIEA MHTMEHTAI
YEHEePANH3Apay CHPOeK, SX3aHTeM

Pazcrpoiicrea HA HOIOBATA

Tesxect 1 Dok

Pax #a Mueqnara xiresa

Hoso0pazoseHna Ba MATKATA

CHCTESMA H MICHHHTE JKINC3H | B Y'BPARTE, MATOYMHE

KDPBBOTCISHHA,
IIPOMAHA BB BIIA-
FAFITEATHATA CCKPCHHEA;

XUNCPHAA3HA Ha CHIO-
METpHyMa
3anprixka #a Te9HOCTH ¢ TIPOMCHH B FIIOKO3HEAA Br3pasieHNd Ha OUKTE HDH HOCEHE HA
YyBCTBO HA TEKECT B TONEPAHC ¥ KPHBHATA KO- | KOHTAKTHH JSONL, AHAQHEAKTHIHE DEaK

KpAxaTa, IOBH- TYIAIHs e ( MOBAKOTrA HpH HanHeHTH C aHAME
IIaBAHE I HaMaJpBaHe €32 33 ANEPIHYHY PEaKIfH)

TETNoTO

ODmu pascipoAcTEa

- 3amecrteawa Teparma (CCE + MPA) B cpasHeHue ¢ nauveHTuTe npuematiin’ nnaqe@o‘. >

* KoxHUTE peakuun ca no-pefku npy nocrassHe Ha fdepmectpun — Centem 25 saneneH Ha
FOPHUAT BBLHLLEH KBAAPAHT Ha XaHLLE, fPW NPOMSIHA Ha MSICTOTO Ha BCSAKa anfmkaums.

Pax Ha mneyHara xuiesa

CbrnacHo gaHHMTE OT ronsam Bpon enmgeMmnorionMyHn MpoyydsaHnsg N egHC paHfoMU3NPaHo
rinauedo koHTponupaHo npoy4ysaHe (WHI), ponbnHUTENHWAT PMCK OT PaK Ha MneYHara xJiesa
CE YBENMMYEBE C YBEMWYABAHETO Ha MPOABIMKATENHOCTTA Ha XOpMoHanHaTa 3amMecTWUTeNHa
Tepanus Npy NauneHTyu npuemMani Uiy npuemalln B MOMEeHTa XOpMOHanHa 3aMecTUTenHa
Teparins.

INpy xopmoHanHa 3aMecTuTenHa Tepanusi NMpoBeXaaHa camo C eCTPOreHy, oueHkara Ha
penaTuBHNA PUCK MPpK peaHannsa Ha opuruHanHuTe fgaHHu ot 51 enrugeMrosiorMyHy CTyAVS
(ripn kouTo >80% OT NauMeHTUTE Ca NPoBEX4any XopMoHarnHa 3aMecTUTenHa Tepanusa camo ¢
ecrporetn) un oT MunmoHHOTO xeHcKo npoyyusaHe (MWS) ca Bnimskn, 1,35 (95%Cl 1,21 — 1,49)
n 1,30 (95%Cl 1,21 — 1,40), pecnekreHO.

Mpu kombuHupaHa, XopmoHanHa 3aMecTUTenHa Tepanus n;:ioaexmaﬁa C ecrporeH W
nporecrareH, roneMu enugeMUONOrMYHI NPoYyYBaHNs Ca NoKasan AONMbIHATENHO MOBULLEH
pUCK OT paK Ha MNeYHarTa Xfnesa B CPaBHEeHME C pucka Npy  CamOCTOSTeNHO nedeHue ¢
E€CTPOTEH.

MunuoHHOTO xeHcko npoyysaHe (MWS) e nokasano 4e, cpaBHEHO C XXEeHW He npunaranu
HUKOra XopmoHanHa samecTuTenHa Tepanus, ynorpebarta Ha pasnmyHi BUAOBE eCTpOoreH —
rporecTareH KOMOMHaUMK ce acouumpa C NOBMLLEH PUCK OT KapUMHOM Ha mredHara Xnesa
(RR = 20, 85%CI: 1,88 — 2,12), oTKONKOTO MNpY CaMOCTOSTENHO rnpunarade Ha ectporedHn (RR
=1,45: 95%Cl 1,25 — 1,68).

WHI npoyysaHeTo nokassa AorbiHUTENEH pyUcK oT ApubnuantenHo 1,24 (95%'”07’[? ).
cneg 5,6 roguwHa ynotpeba Ha ecTporeH — nporecrareH KOMﬁM;j’yxpaﬁa,—xepMOHanHa
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Mpyn MWS e usumcnieHo, . oT obluaTta cpefHa YecToTa Ha KapLIMHOM Ha MIieYHaTa Xnesa B
pasBuTUTE CTpaHu, Ye:

e flpyn xern He noOnyuaBasiM XOPMOHAaHa 3amMecTUTENHA TepariMs KapuvHOM Ha
MrieyHaTa Xxnesa e guardocruympan npy 32 ot 1000 Ha BuapacT mexay 50 u 684
FOAMHU,

e Ha Bcexu 1000 xeHun, ynotpebssal unu ynotpebssani XOpMoHanHa 3amMecTUTenHa
Teparvs, OpoaT Ha AOMbIHUTENHUTE Criydan Le Gvae:

Wanonssawum camo ectporeH 3aamectealla Tepanus
- mexgy 0 n 3 (Han-sepoarHo 1,5) 3a 5 roguwiHa yriotpeba
- Mexgy 3 u 7 (Hal-seposTHO 5) 3a 10 roguwwHa yrotpeba

Usnonasalli KoMOUHMpaHa ecTporeH W NporecTareH XOpMOHArHa 3aMecTUTENHa Tepanus
- mexay 5 u 7 (Hait-BeposTHO B) 3a 5 roguitiia ynotpeba
- mexay 18 u 20 (Han-seposiTHO 19) 3a 10 rogmuHa ynotpeba

WHI npoy4sareto e ycraHoBWIIO, Ye crieg 5,6 roauilHo npocrneassaHe p¥ XEHU Ha Bb3pacT
mesay 50 1 79 roguHm Lue BB3HWKHAT AOMBMHATENHO 8 Cliyyan Ha MHBAasWBEH KapLUMHOM Ha
MreyHaTa Xneaa, AbKaW ce Ha KOMOMHMPpaHa XOopMoHankHa 3amecTuTenHa Tepanus ¢
ecTporer v nporecrared (CCE + MPA) 3a o6uyo 10 000 roguiiHy Kypca neueHue.
CurnacHo usuuenennsTa Ha JaHHUTe OT NPOYYBaHETO € YCTAHOBEHO, Ye:
¢ 3a 1000 xenu or nnauebo rpynara okono 16 crhyuas Ha MHBa3WBEH KapUMHOM Ha
MmrieyHaTa xneaa e 6baar AUarHoCTULMPaHN 3a NepuMos OT 5 roguHu.
o 3a 1000 »enHn wsnonssali KoMOMHMPAHa XOPMOHarHa 3aMecTUTernHa Tepanusi
ectporeH u niporectared (CCE + MPA) Oposim Ha gonbrnHuTenHuTe cnyyau e 6bae
mexay O n 9 (Han-BeposaTHO 4) 3a Nepuog oT 5 roguHn.

Bposit Ha AOMBAHUTENHUTE CRyYan Ha KapLMHOM Ha MIEeUHaTa JXITe3a Npy >KeHM U3MoMn3BaLm
XopmoHasHa samectutenHa Tepamna € B ol nuHuM nogobeH mpu JXeHW 3aroysalum
XOpMOHanHa aaMecTUTeNnHa Tepanms, HesaBMCUMO OT Bb3PacTa NMpw 3anoysaHe Ha neyeHneTo
(mexxay 45 1 65 rogurm) (BrK Touka 4.4).

EH,D,OMETpV[aI'IEH KapLHOM

[Mpw >eHW C nHTaKTHa MaTka, PUCKBT OT EHAOMETpUanHa XUNEepnrasus U eHAOMETPUaneH
KapLMHOM CE noBuLiaBa C NOBULLIABaHETC Ha MPOABIMKMTENHOCTA Ha NEYEHNETO C ECTPOreHN.
CuinacHo AaHHNTE OT eMMASMIOFIOTNYHITE NPOYYBaHIAA HAH-TOUHaTa OLEHKE Ha PHCKE €, Ye
MPU KEHW HEMarornssally XopMoHanHa 3aMeCcTUTeNHa Tepanva Apy okono 5 Ha scekn 1000
KEeHW € YCTaHOBEeH eHpoMeTpuaneH KapiLiMHOM BB Bb3pacta Mexay 50 u 65 roguHin. B
38BMCUMOCT OT NPOABITKUTENHOCTA Ha NIEUYEHUETO W fo3aTa Ha eCTPOreHuTe, AOKNaaRaHoTo
MoBMLLEHNE Ha pUCKa 3a pasBUTVE Ha eHAOMETpMarneH KapLWHOM FpWU XEeHWM MpuemMally
€cTporexH Bapupa Mexgy 2 ¥ 12 T noseye OT HenpueMalymTe ecrporeHu. MpubabsHeTo
Ha MporecTareH KbM e€CTporeHHarTa Tepanist SHa4MTEeNHO Hamarlsiea To3Y NOBMUILEH PUICK.

HApym  HexenaHun nekapcTeeHW peakumM ca 6umy  AOKNaABaHU KaTo CBbP3aHM C
ecTporeH/nporecrareH Tepanms:

e FEcTtporen sasvcuMyu Heonmnasum — GEHUIHEHW U ManuUrHEeHW, H&ﬁQﬁW@TWERSH

KapLmHOM (BIX Touka 4.4 Crielmantn NpeaynpexaeHns n cneﬁﬁgg;:@l}iyx’aﬁaay% 3a

yrniotpeba); o W
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e BenoseH TpomGoembonmMsbM, BKII. LBMOCKM BEHOSHKM TPomMBO3W Ha Kpakata u Tasa v
Beriogpober embonmM3abM, Cca MO-YeCTU Mpy  KEeHW ripueMatly XopMoHanHa
3amMecTUTenHa Teparinst OTKONMKOTO MPpY HenMpremally Takasa Tepanus XkeHn. 3a noeeye
wHpopMaums BwK Toudka 4.3 [IpoTvBonoKasaHus w Touka 4.4 Cneunanku
NPepynpPeXaeHUA U Crielmanty ykasaHus 3a ynotpeba;

e Munokapaer MHMaPKT 1 MO3bYEeH MHCYNT (BIK Touka 4.4 Crieumanti npepynpexaenis
¥ crieuvarntn yKkasanus sa ynotpeba);
3abonsBanns Ha HUTbYHUS MEXYD;
3abonaBaHna Ha KOXara W NOJKOXHWTE ThKaHW: XNoasMKy, eputema Myntugopme,
epuTeMa HOL4O3YM, CbA0Ba Nyprypa;

e BepostHa pemeHums (Bwx Touka 4.4 CneuuanHyn npegynpexgeHus n criedwarnHm
ykasaHus 3a ynorpeba);

4.9 Mpegoavipate )

CyMriToMmMTe Ha Npejo3npaHe HarW-4ecTo ca HanpexXexHue B rbpauTe, NoagyBaHe Ha Kopema,
TPEBOXHOCT, PasapPasHATENHOCT WUIMM 3aAPBXKa Ha TEeYHOCTU. dnaTyneHumsTa Cbllo MOXe fa
ce HabnrogaBa KaTo CUMMTOM Ha NpenosnpaHe.

OTnagHoTC KPbLBOTEYEHME MOXe [Ja ce HabriogaBd KaTto pesyniar Ha pPenaruBHO
npefosupaHe Ha eCTpaaKorna no Bpeme Ha npreMaHeTo Ha nporecTareH.

CuvMnToMUTE M34Ye3BAT NPY OTCTPaHRBaHe Ha rnactTupa unv KoraTto 4o3arta ce peayumpa.

5. DapmaxononyHn gaHHn

5.1 ®apmakoguHaMUYHY gaHHN

ATC kopn: GO3CAO03
YporenutasnHa cucTemMa v rnonoBy XOPMOHIU

NekapcTBeHoTo BeljecTeo 17B-ecipaguon € xyMuyeckn U BUOSOrMHMEcKn WAEHTUHEH C
HOBELUKUA ecTporeH ecTpaguor. Toi 3aMecTBa MpekpareHara NMpu XeHW B MeHonaysa
NPOAYKLUS Ha ecTporern 1 obnekyasa CMMITOMUTE Ha mMeHonaysara.

EcTporennTe nipeAnasearT oOT 3arybarta Ha KOCTHa MABTHOCT MpW MeHonmaysa wim creg
OBapPEKTOMMSI.

WHdopmaums OT KIMTMHUYHN NPOYYBaHns
e QOriexyaBaHe Ha MEHOMay3anHUTe CUMMTOMWU CEe [OCTUra Mpes3 NMbpPBUTE HAKOMKO
CeaMULIY OT NIEYEHUETO.
o [IpeBeHUMsA Ha ocTeonOpO3a

- EctporeHnmsaT gedvumt npu meHonaysata ce acouuvupa C NOBULLEBAHETO Ha
KoCcTHaTa 0OMsiHa W HamansiBaHe Ha KocTHata Maca. EeKTsT Ha ecTporeruTe
BbPXy KOCTHara MEHepanHa [WbTHOCT € pJo3osasucuM. [poTexumsara e
ethekTiBHa TOTKOBa, KONKOTC Npogbitkasa neveHneTo. Cnen rpekpaTasaHeTo
Ha XOpMOHarnHarta 3amecTUTernHa Tepanus, KocTHaTa MAALTHOCT 3arnodsa Aa

Hamarnsiea CkC CKOpPOCT, nogobHa Ha Tasu npy HeNeKyBaH XeHN.
- Dannute or WHI npoyyBaHeTo M MeTa-aHanuauTe [oKasear, 4€ NPOBEXKAEHOTO
H& XOPMOHAanNHO 3aMCTUTENHO fEYEHWE, CaMOCTOATENHO Mgg;g\%@?@ﬁa&wﬂ c
nporecTareH NPOBEXAAHO TPY 3[4paBv XeHn pegyumpa pﬁt;cx‘afqv mqegpgya,
peprebpanHa wnnM  [pyra OCTeonopoTudHa pa !pa. . XopmeHandara
3aMecTuTesNHa Tepanusa MOXe callo Aa npodunakrmpa cbi‘iva';miypnfé an)f'{PeHM c
:\l\,‘;‘; !::‘—'x;.:;':.:j—;_'J_’j’. ” I/
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C YCTaHOBEeHa HMCKa KOCTHa ITLTHOCT Winu Npuapyxasatlia ocTeonoposa, Ho
eeKkTbT Npu TSX € OrPannyeH.

5.2 ©apMakOKMHETUYHN AaHHN

CpeBHUST MNasMeHnsaT MOMWKUBOT Ha ectpaguon e okono 1 4ac. [lnasmeHnsT KNMpLHC e
650-900 mutpalned/mM2. Ectpapmon ce Metabonuaupa rmasHO B YepHUs Apob, Hak-BaXHWUTE
meTabornnTi ca ecTpuon, eCTPOH, U TEXHUTE KOHIOFaTX (MHOKOPOHUAM U CynichaTih) KoUTo ca
MHOIO MO-MarKo aKkTmeBHW OT ectpapuon. Merabonuture Ha ecTpaguona ce enumuemMpar
rnapHo npe3 6bOpeunTe KaTo rmoKopoHnan 1 cyndatm. Metabonutite Ha ecTpaguona Chllo
ce OTKPUBAT BBB (beleca. Tosa Ce AbIPKW Ha eHTepo-Xenaranta WpKynauus.

Crief, koxxHaTa arnukaumst Ha fAepmectpun — Centem 25, ectpaguorna ce ocsoboxaasa oT
CbABPKAWUNMST JIEKapCTBEHOTO BELIESCTBO afXe3VBEH MATPUKC Mpes KoXara W rocTeisa B
CUCTEMHATA UMPKynaumst BUpeKTHO, uabsarsalikn metatonmsbM Mpu MbPBOTO NpeMUHaBaHe
ripes vepnusit 4pab. B criepcrBue Ha 1088, CbOTHOLEHWETO MEXAY eCTPaauorn U eCTpoH B
rniasmarta, koeto naga nog 1 npw XeHwm B MeHonaysa u npu opanHa ecTporeHHa
3aMecTuTenHa Tepanus, ce 3aBpblia KbM npemeHornay3sanHute cu Huea. ( npubnuautenHo 1)
PV NMpunaraHeTo Ha TpaHcaepMarneHr ecTpapuon.

HomwuHanHata gHesHa in vivo ckopocT Ha ocsofoxaasaHe Ha [lepmectpun — CeriteM 25 e 25
Hg. Cucremata e akimeHa efjHa cepmuua. Tasum OTHOCUTENHa CKOpOCT MPpoMeHs
maMonorMyHaTa cepymHa KOoHUeHTpauma Ha ecTpapuona [0 HvBarta, yCTaHOBSIBaHW Mo
BpeMe Ha paHHarta donukyriapHa asa B npemeHorniay3anHuaT Nepuog, KOTO A NOALbPXa
MOCTOSIHHA MNPE3 LIESIMAT CPOK Ha NpuIioXeHwe Ha nnacrupa.

duanonormuHaTa KOHLEHTpaUmMsa Ha ecTpajuosnia ce Joctura 6 vyaca cnejpj anfmvkauusita Ha
Nepmectpun — Cenrem 25 npu XeHW B MeHonayaa, Ao cpedHa KoHUeHTpauws roseye ot 147
pmol/l crieg 12 yaca.

Ipn MHOroKpaTHa annukauus Ha fepmectpurt — Cenmem 25 Ha efHoceAMUYeH UHTEpBan, ce
JOCTUra CpepHa makcumariHa CepyMHa KOoHUeHTpauusi Ha ectpaguon 169 pmol/, npu
nocrosHHW ycnosusi. CepymHara KOHUeHTpauws - Ha ecTpagwon  joctura Ao 80
hUaMonorMUHNTE HUBa Ha NPemMeHonaysanHuTe XeHn 40 7 HHW Crej annukauusta u ce
Bb3BpbLUa Ha Da30BOTO HUBO A0 12-24 yaca cnep oTCTPaHABaHETO Ha nnactupa.
MocTurHaraTta cpegHa KOHLIEHTPaLMst Ha eCTpajmorn Npy NocTosiHHW ycrosust € Guna 95
pmol/l. MuHumanHatTa KoHUeHTpaums Ha ecrpaguorna rokasaHa rnpy NoCTosHHW YCnoBus €
burnia 48 pmolit.

5.3 MpeaknrHM4HK aaHHK 3a BesonacHocT

MpoyuBaHnsa Ha AECTBMETO Ha eCTPaaMon BbPXY ONMUTHM XUBOTHW ca nokasany ovaksanuTe
ecTporenHy edext. Hama npeaknuHWuHM HaHHM C KAVHWYHO 3HayeHwe, OCBEH Beue
BKITFOUEHUTE B ApYrUTe Yacti Ha Taan Kpatka xapakrepucTuka.

flpoyuBaHuaTa 3a JiokanHa NoHOCMMOCT MPOBEAEHM MNPy 3alily ASMOHCTPUpaT Ao0pa KOXHE
TOMEPaHTHOCT KbM TPaHCASpManHuTe NNacTnpu npyt egHOKpaTHa W MHOTOKpaTHa annmnkauws.
InacTypute He ca rokasany CeH3UBMManpall NoTeHUMarn Npy MopcKo CBUHYE.

[MbpEUYHUTE TECTOBE 33 KOXHO AP&3HEeHe W CeHanDUnmM3auMoHHUTE TeCTOBE MPOBEAEHU C

. GKPWIHKW  KOMosnMMepy, opMypally  gaxe3MBHUS MaTtpuKC AEeMOHCTpUMpaT foKarnHa

©e30MacHOCT Ha TE3M KOMIMOHEHTM.

6.PapMaleBTUIHN JaHHN
6.1 CnuchK Ha NOMOLLHITE BELIECTBA

ECTpagmnon Chabpaly aAxe3nBeH MaTpuxc:
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Axpurikmn kononumepn (Durotak 387-2352, Durotak 387-2287)

MokpuerHo ¢donno:
Polyethylene terephthalate

Hepmectpun — Cenrem 25 ca TpaHCASPMAnkK IAacTMpy, BCSKN SAKH OT KOWTO Ce CuCTan OT-
Mpo3pa4Ho NOKPUBHO YOG,

EcTpaavon CbAbpKaLl 4HOLBETEH aXE3VBEH MATPUKC,

MpospayHa npefnasHa onakoBka, KOsiTo Ce OTCTparsea npeau yrnoTpeba;

[epmectpui — Cernrem 25
Paswep 11,25 em2
(oceoboxpapalla NnoBbpPXHOCT)
HomuHanHo SHEBHO in VIVO 25 ug

oceofoxgasaHe Ha ecTpaguorn

6.2 HecbBMEeCTUMOCTH
He ca nasecTHn hapMaleBTNYHY HECEBMECTUMOCTH

6.3 Cpok Ha rogHOCT
[lBe rofjyHy, ako ce CbXpaHaBa MPaBniiHO, B UHTaKTHa OMaKoBKa.

6.4 Crielnantu yCrioBus 3a CbXpaHeHne
[la ce cuxpaHaBa npy Temnepatypa 1o 25 °C.
Oepmectpun — Centem 25 Tpabea aa ce CbxpaHsiBa B MHTaKTHa OMaKoBKa.

6.5 Bua v chAbPXKaHUE Ha OnakoBKaTa

Nepmectpun — Centem 25 e nakeTupan B KapToHeHa KyTus, CbAbpxallad 4 wnm 12
TpaHcAepMasnby MnacTupy, XepMeTMUHO OMakoBaHW B MpefnasHa ornakoeka cbCraseHa ot 4
yacti: Surlyn, Tornnovsonupaly Martepuan (BbTPELHO MOKPUTUE), anyMMHWERO donuo,
MOMMETUFIEH U XapTust (BBHLUHO NOKPUTKE).

6.6 NHcTpykums 3a yriotpeba

Onaxoskara Ce OTBaps NPW Mapkupasws Kpail (He ce u3non3saT HOXWLM, 38 A2 HE Ce Hapyuw
LenocTTa) ¥ MNacTUPLT Ce M3BAXKAA.

[pbxTe nnacTupa MeXAy naneua U noxasaneya, B YacTTa orpaHuiera OT BUCALNS Kpait, KofiTo ce
u3abpnaa. OTAEneTe no-ronsmara YacT OT NPeAnasHara onakoBka G Apyrata pbia i i oTcpaHeTe.
WiaBsrsaiiTe gonupa CbC 3arenBalara 4acT Ha nnacipa.

flocTapeTe NRaCcTUPA BLPXY KOKETE Kato AbpKuTe MeXgy naneiia n noKasaneua
YacTTa BCe OiNe NoKpuTa OT 3atliUuTHUA cnoit. OTaeneTe ocTaHanata 4act OT 3guuTHUsA croft v cipHo
ApUTUCHETES 38 OKORO 10 cexyHgu Usnarta noBbLPXHOCT Ha nnacTupa. HatucHeTe ¢ NpbCT OTHOBO N0
pbﬁOBeTE, 3a pa ocurypute ,D,OﬁpOTO npiiensaxe.
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7. Nputexarern Ha paspetleHneTo 3a ynorpeda

Rotiapharm Srll
Via vilosa di sopra, 9 — 20052
Monza (M) ltaly

8. Nara Ha nbpBOTO paspelueHye 3a ynotpeda
HOuu 2001 roguHa

8. llara na nocnefHa penakiys Ha TeKeTa
Mapt 2004 rog.




