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1. me Ha nei{apcmeﬂo*ro cpencTso : ; 6é6</ 1y /7. &YW
Dermestril — Septem 75 / lepmectpun — Centem 75 . '

2. KauyecTBeH 1 KONUYECTBEH ChCTaB

EnuH TpaHCHepMaseH NacTup ChAbPXKa eKapCTBEHO BELLECTRO:

Oepmectpun — Centem 75: 7,74 mg estradiol hemihidrate eksusanenTex Ha 7,5 mg estradiol /
33,75 cm2 otnaeat 75 ug estradiol za 24 vaca.

33 nMoMoLUHK BELLECTBA BUK To4Ka 6.1.
i
3. NekapcteeHa gopmMa
TpaHcoepmarneH nnactup — npozpaveH, BeslseTeH, NeKo Matos ¢ enuncoBugHa dopma, ¢
MOKPUT C NPaBOBIbIIHE, Npo3pavHa 3almTHa obsuska.

4. Knu#nuH® gaHHn
4.1 TepaneBTUYHU OKa3aHus

Bepmectpurt — Centem 75

XopMOHO 3aMecTBallia Tepanua 3a CUMITOMUTE Ha eCTporeHeH DeduunT npY KeHu cneg
MEHormaysa.

lMpochunakTuka Ha OCTEONQPO3a fPK XEHU CNef MEeHONay3a ¢ BUCOK PUCK 3a (PaKTypy KOWUTO
HE MOHACHAT UNK Cca NPOTMBONOKA3HK 32 fieYeHne C APYIY NeKapcTBeHy NMPORYKTN YTELPASHU
3a npochunakTuka Ha oCcTeonopo3a.

{ Buok cbiuo Toqka 4.4 )

OnuTta npu neveHne Ha el Hag 65 roguuiHa B53PacT € orpaHuveH.
4.2 [o3ypoBKa W Ha4nH Ha NPURAoXKeHne

Loasuposka:

llepmecipun — Centem 75 e ecTporeHeH niacTup, 3anefBall Ce Ha KOXara BeOHbX
CepMWYHO, OCUIYPSIBaLL TOCTOAHEH NPWTOK Ha ecTpaguon KeM TsanoTo. MahonssaHuat
MAacTup ce oTCTpaHsisa cneg, 7 AHW 1 ce NOAMEHS C HOB.

CuMATOMW Ha eCcTporeHeH geduuuT

3a HavyarnHo Y NOCTOSHHO JIS4YEHNe Ha CUMNTOMUTE MPU XeHU crep MeHonaysa Tpsibea fa ce
nanonsea Hail-Huckata edieKTBHA [03a 32 Bb3MOXHO Hal-KpaTko BpeMe ( BUK ChILO TouKa
4.4).

B crniyuail Ha HexenaHn edexTy unu CUMNTOMW Ha npefoanpane ( HanpexeHue B rbpauTe
wiurin BarMHarnHo KpbBOTEUYEHNE ) fo3aTa TpAbea fa ce pegyuupa.

Ipochunakvka Ha ocreonoposa:
Mpunara ce [iepmectpusi — Centem 75 3a BE3MOXHO Hall-kpaTKo BpemMe.

Ipy >xeHM © MHTaKTHa MaTKka e YTBbpAcHO W Tpabsa Aa npunara
ecTporeHHaTa Tepanusi, fieyelne c nporectared 12-14 guum Bcekn M et
3a ga ce NPOTMBOAEACTBa Ha pa3BUTUETO Ha eCTPOreH-CTUMYrnupa a;a‘“fxqué s aSWH
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expomeTpuyma. ( BUXK Touka 4.4 — Cneunantdi npenynpexaeHnss 1 cneuuanti npenopsk1 3a
ynoTpeba )

He ce mpenopt4yBa [OMbBAHUTENHOTO NPUNaraHeTo Ha MpOrecTareH npu XUCTepexToMupann
XeHU, NPY NICNOXKEHVE, Ye HE UM € NOoCcTaBsHa auarHosa eHgoMeTpuosa.

Moxe Aa ce W3nons3BaT LBE TepaneBTUYHN CXeMu:

o Lluknuusa: [lepmectpun — Centem 75 ce o3upa LMKITMYHO CbC CBOOORHK OT NeueHne
nHTEepBany, obukHOBEHDO 21 C JieYeHVe crieasaHo OT nouvBka 7 Axu. OBGMKHOBEHO
DOMBLIHUTENHO NPWIOKEHWe Ha nporectareH e 12 -14 pHu ot uukbna. [pes Tosu
Nepuos € BE3MOXKHO Aa Ce NOsIBY OTNaHO KpbBOTEYEHUE.

o [pogemxutenna: Oepmectpun — Cerntem 75 ce fosupa nocrosHHO. [lporectarena
obukHoseHo ce gaea 12-14 gHu ( unv noseyve ). NpoabItkUTENHATaE CXEMa MOXe Aa ce
npenopsya B Cly4YanTe Npy KOUTO CUMMTOMUTE Ha €CTPOTrEHeH gedmuUnT ce nosisaABar
OTHOBO no Bpeme Ha cBobogHMTE OT fieuyeHue nepuofu. KepseHe Moxe Ja ce
Habrogaea NPY CNYPaHETO Ha nporecrareHa.

JNeuerueto ¢ Aepmectpun — Centem 75 Moxe [a 3anoyHe BbB BCekn yoobeH MOMEHT 3a
MEHUTE, KOUTO HE Ca MOAMOXKEHW Ha Apyra ecTporeHHa Tepanus. JKeHuTe MoHacTosLeEM
nonyyaBail uMKNWYHa UMY MPOALIMKUTENHa ecTporeHH/mporecTaren Tepamus TpAbea fa
MPUKNIOYaT HacToswmaT neyeben LMKeN, NPeav fga 3anoyHat nedexnue ¢ [epmectpun —
Centem 75. Yoo6Ho BpeMe 3a 3anoyBaHe Ha nevenue ¢ Aepmectpun — Centem 75 Moxe fa
ObAe W MbPBUAT OeH Ha OTNafHOTO KpbBOTeYeHue. KenuTe Muanonssaly nocTosHHa,
koMGBuHMpaHa ecTporer/riporecTareH Tepanus Morat Aa npemudat Ha depmectpun — Cefitem
75 AVPEKTHO.

HauuH Ha npunoxeHue

Mpunenete Odepmectpun — Centem 75 KbM KoXata Ha xaHwa, nymbannata ofnact wmm
Kopema, NPUTUCHETE CUFIHO MO LiSNaTa NMOBBbPXHOCT Ha ffiacTupa ( BKimouuTenHo puooBeTe )
3a Aa ce ocurypu [obpo npurnensaHe. :
ABCOpOLMOHHKST KanauuTeT Ha Koxata € (paktopa Onpefenaul CcKopocTra Ha
oceoboxaasaHeTo Ha ecTpaauon ot Oepmectpun — Centem 75. TlocTassaHeTo Ha pasnuyeH

( 1O BUCOKO PA3NOSNONEH ) OT CrIOMEHATUAT MO-TOPe KOXEH YY4acTbK He CE NPEnopLYBa Thil
KaTo MOXe O3 Joseae [0 NPpoMeHn B 0cBOOOKAaBaHeTo Ha ecTpagvona.

Koxata Ha MSCTOTO Ha nocTaBsHeTo TpsAbBa fa Obae 4ucTa, cyxa bez sauepeaBaHe W
oxny3saHus. YuacTbly OT TASIOTO G KOXHM TbHKU UMW NOAMNOXEHW Ha TpUeHe npu ABIDKEHWE
Tpsibsa fa ce nsdarear.

Nepmectpun — CenTtem 75 He TpsabBa fa ce nocTaes Ha repauTe Unu 8 6nMsocT o TAX.
Mnactupute He TpsibBa fa ce OCTaBAT LBa TbTY NOCHefoBaTeNHO Ha e4HO U ChLLO0 MSCTO.
AKO fifiacTupa e saneneH MPasuiHo, ToM We ocTaHe npuiientan KeM Koxata 3a USNCKBaHuaT
nepuon OT egHa cegmuua Oes npobremu. [lipu cnydaid, 4Ye nnacTupbT ce OTAEMM
npexaeBpeMenHo, Toll TpsbBa fa ce 3aMeHU C HOB [0 Kpas Ha uHTepsana. B T1o3n cnyvai
nnacTupeT TpaAbBa Aa ce cmelu B oBu4aiiHOTO Bpeme, 3a Ja e Bb3CTaHOBW BhL3npueTata
cxema. nacTupsT TpaGBa Aa ce CMeHsl PELOBHO, MO 6IHO W CbLLC Bpeme u ToBa TpsioBa fa
cTaHe npakTvka Ha nauvenTa. MNpy nonoxeHne , Ye NnacTupbT HE € CMEeHEH B onpefeneHnaT
neH 1o Tpsabea pga ce oTcTpadu HezabaBHO W Aa ce CMeHW Ha cnefBalluvaT, onpefened
chbITiacHo MporpaMara 3a cMsHa feH. TponyckaneTo Ha MocTassHeTo Ha HOB Miactup B
OMpeAenieHoTo BpeMe, MOXeE ia AOBeAe A0 BE3MOXHO BHE3aNnHO KbPBEHE U 3auansaHe.

AKO NMacTMpLT € NOCTEBEH NPaBUMHO MaUMEHTLT MOXe fAa ce Kbfie. Bce nak, nnacimpst




4.3 lNpoTnBoriokasaHus

VisBecTeH, NpesvileH WNK Nipegnonaraem KapUMHOM Ha MieYHaTa Xneas;
MissecteH wunNu npeanonaraeM ecTporeH — 3aBuUcuM  ManwurHed Tymop  (Hanp.
EeHOOMETPUANEH KapLMHOM);
JNarHocTUYHO HEYTOYHEHO reHUTANHO KbpBEHE;
HernekysaHa espoMeTpuania Xunepriiasms;
fpegulecTeally MonoraTyeH WY HacTosw BEHO3&H Tpomb'oemﬁonwabm {ownboka
BEHO3Ha TpomOo3a, Genoapober embonnsbm);

e AKTUBHO WMM HACKOPO npexapaHe TpomboembonnyHo 3abonsBaHe (Hanp. MUOKapAeH
vHthapkr;

e AKTUBHO uepHopapoBbHo 3alonssade, unv aHamHesa 3a depHoapobuo sabonasaHe no
Bb3BpPbLiaHe Ha YepHoapoBHUTE (YHKUMOHANHK TECTOBE A0 HOPMaIHO HUBO;

e l3BecTHa CBPLXYYBCTBUTESIHOCT KbM NEKapCTBEHOTO BEWECTBO WM HAkoe OoT
MOMOLUHUTE BELLECTBa,;

o [lopdmpus;

4 4 Crieumarnin npeaynpexaeHns 1 ceLmanHimn ykasanma 3a ynotpeba

3a neyenve Ha NMoCTMEHONaY3HNTE CUMATOMY, XOpMOHAanHa 3amMecTBalla Tepanua Tpsﬁsa aa
ce npunarat camo 3a CUMATOMU, BriAeLLN BbpXY K&HeCTBOTO Ha HUBOT. BB BCUYKYM criydan,
BHUMATENHOTCO RpeueHaABane Ha PUCKOBETE W NON3NTE TpﬂﬁBa ba ce NposeXpa NoHe BEAHBX
fOOMLUHO W NIeYeHNeTo C XOPMOHanHa 3aMecTBalla Tepanna TpH6Ba 4a npofbiikaea camo
JAOKAaTO NOn3nuTe ca noBeve T NoTeHUWaninuTe pyuckose.

.

MeguLmHcKo npocnegasade

fMpenow sanouysaHe Ha NevEHUEe Wi HasHayaBaHe Ha XopMoHarnHa 3amecTealla Tepanuvs
Tpsi6ea Aa ce chbepe MbiHa NYHa 1 amurHa aHamHesa. PUSMKaNHOTO USCHIERBaHe (BK.
uscieasaHe Ha Tasa W repaoute) Tpabea  fa  Ophe HacoueHO 32 EBEeHTYalHW
NPOTUBONOKA3aHUs W npegynpexpelns sa ynotpeba. llo Bpeme Ha neveHUeTo ce
NPEnopbYBaT NEPUOAVYHN KOHTPOMHNA Npernegy ¢ YecToTa, 3aBucellia oT HYXAuTe Ha BCAKa
xeHa. XWenute Tpsbea Aa ObAaT NOCLBETBAHN NPKU YCTAHOBABaHE HA NMPOMEHWU B rbpAUTe fa
YBEAOMSIT TEXHUAT SIeKap uiiv MeauUMHCKa cecTpa (BIDK pak Ha MrievHara xiesa no-forny).
Wacrniepsanus (Bkn. mamorpadusn) Tpsbea fa ce npoBeXpaaT pefoBHO B CbOTBETCTBUE C
npueTaTa npakivka 3a npodunakTuka, moauduunpata crnopes UHAUBUAYaNHUTE KIUHUYH

HYKOM.

YenoBus Hanaraiiy HabnogeHve
AKO HFKOE OT CriedBaluuTe CbCTOsHUS € Harmuue, Buno e ycTaHoBABaHO npegu wum ce e
YTEXHSBAN0 NpyY BPEMEHHOCT Wik MpepuiliHa XOpMOHarHa Tepanys, nauuenTuTe TpAtBa fa
6baaT HabnwaasaHy watenHo. Tpsbea Aa ce uMa npeasul, Ye TE3N CLCTOSHUS MOraT Aa ce
NOSBST OTHOBO M0 BpeMe Ha nevexsneTo ¢ Adepmectpun — Centem 75.
e JiefioMmoma {(MaTtoueH hubpom) unu eHaoMeTpUo3a;
e AHnamHesa nimn pyucKosy gaxtopy 3a TpomBoemBommuny sabonsieanus (BIK NO-LONY);
e PuckoBu hakTopn 3a eCTPOreH-3aBycuMM TYMOpH, BKI. HacriegcTeeHa obpemMeHeHocT
M0 NPaBa JiMHUS C KapUMHOM Ha MIieyHaTa XJilesa;
XunepreHans;
UepHoppoBhn sabonssaHus (Bki. yepHoppobeH aneHoM);
o 3axapeH auabet ¢ unu 6e3 crA0BU YBPEXOAHNS,




Xofnenutnasa;

Murpena unu cunto rmasobonue;

CucTemeH nyryc epuTeMaTogec;

AHamHesa 3a eHpgoMeTprantia xunepnnasns (BUx ro-aony);
Envriencus;

ActMa;

OTockreposs;

Mpuunnn 3a HezabaBHO NpekpaTsaBaHe Ha TepanuaTa
Tepanusta TpsbBa Aa ce NpeKpaTy B cfyyail Ha OTKpMBaHe Ha MPOTUBONOKasasna unvu npu
criegHunTe obcrosiTencTea;

o brTeHuua K HapywiasaHe Ha YepHoapobHaTa (yHKUNS;

o  CUrHutunKaHTHO NOBULLIABAHE Ha KDBBHOTO Hafsaraxe;

e [losiBa Ha murpeHosHo rmasobonue;

o [EpemenHocT;

ExpometpUuanta Xuiepnnasng

o PuckeT OT eHpoMmeTpuanHa Xunephfiasus W KapuMHOM ce MoBullEaBa Korato
ECTPOreHuTe Ce npunarat caMoCcToATENHO 3a Sbibl NEPUOS 0T BpeMe (BUX Touka 4.4).
HOMbnHATENHOTO NpunaraHe Ha npocTaresd 3a MuHyMyM 12 gHM OT LuKena npy
HEXUCTEPEKTOMMPEHU XXEeHK 3HaYUTENHO Hamarnsasa To3n PUCK.

* 3a nnactupu oceoboxgasaluy noseve o7 50 pg ectpaavon gHesHo, 6esonacHocTTa 3a
EHAOMETPUYMa Ha [AOMTLIHUTENHO NPUAHKEHUAT NporecTaret He & NpoyyeaHa,;

o KbpBeHe u 3auaneaHe Ha GenboTo MOFaT Aa ce HabmogaBaT Npes NbPBUAT Mecey oT
neuyeHneTo. AKO KEPBEHETO U 3alaneaHeTa Ha DenboTo Ce 3aabpXaT Criel To3U CpoK
Ha Tepanusita WnK NPOALINKaBaT -Crief HEMHOTO npekpaTssaHe, npuuntaTta Tpsbea pga
ce u3criefBa, KOETO MOME Aa BKMOYBa eHaoMmeTpuanHa Buoncns 3a usknousaHe Ha
eHAOMEeTpUanHa Manuraimsaums. '

o HeonosuuuoHnpaHaTa ecTporelHa CTuMynalusa Moxe a [oBefe OO npeManurHena
UNY  ManurHeHa TpaHcopMauns B OCTaTb4HU YYacTbUM OT eHAOMEeTpunosa.
Cnepgoeatento, nobaeBsiHETO Ha nporectaredy KbM eCTpOreH-zamecTBallara tepanus
TpsabBa Aa ce 06ChbAW NPY XKeHu XUCTEPEKTOMUPaHM MO MOBOA SHAOMETPUO3a, aKo €
W3BECTHO HanM4MeETo Ha OCTaTb4Ha EHAOMETPUO3E;

Pak Ha mneyHara xnesa

Panpomuauparo nnauebo-KoHTponupaHo npoy4veaHe, npoyysaHe Ha MHuumnatuea 3a XKeHCKO
sapaee (WHI) v enuoemvuonornikm npoyusaHus, BkrounTenHo MUn1oHHO XEeHCKO npoyyBaxe
(MWS), ca ycTaHoBMNW MOBULLEH PUCK 33 pak Ha MMedHaTa Xnesa npy XeHW npuvemaiiy
€CTPOreHy, KomGuHauus eCTporeH-nporecTepoH wunv TMBONMWH 32 3aMecTBalla XOPMOHHAa
Tepanna B NPOOBINKEHUE Ha HSKOMKO roguHn (Buk Touxa 4.8).

lpu BCsika 3aMecTBalla XOPMOHHAa Tepanus, AOMBIHWTENHUAT PUCK CTaBa 3HauuM chep
HSIKOMKO FOAMHW 1 Ce TNOBULLIARa B MPORBMKEHWEe Ha feYeHWeTo, HO Ce Bb3Bphlla B
WN3XOAHOTO HKBO 3a HAKOSKO ( HAW-MHOFOC 4O MeT) FoAVHN CRes Cnupaxe Ha fIeveHneTo.

Mpy MWS oTHOCUTERHUST PUCK 38 PasBUTHE Ha PakK Ha MrieyHara Xiiesa npu npunarade Ha
KoHtornpaH KoHckn ectporeH (CEE) wnm ectpaguon (E2) e no-Bucok npu pobaesHe Ha

Hsima fanHu 33 pasnuka B pucka fpy pasfnuyHnTe HauuHK Ha NpuroXeHue Q\%‘b“
Mpy WHI npoyuBaHeTo NPOABIMKUTENHOTO KOMOBUHUpaHe Ha KoHiorpa ge;rc A%
megpreunporectepors ( CCE + MPA ), ce acounnpa ¢ yeenudeH pasmeptH %
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MIeYHaTa Xresa ¥ NoBULLIEHa YECTOTA Ha MeTacTasupate B peruoHantiuTe nuMdHu Bb3nu, B
cpasHeHue ¢ nnauebo. _

XopmoHozamecTBallata Tepanus, No-cieunanHo ecTporen-nporectaredH KombuHupaHata
Tepanusi, NoBMLUEBa MABTHOCT&Z Ha Mamorpadickust obpas, koeTo MOXe hAa noBause Ha
NafVoNorMYHOTO AMarHocTuUupaHe Ha KapuuHoma Ha MievHaTa xiiesa.

BenoseH Tpombembonuabm

o XopmoHanHata 3aMecTBalla Tepanusi Ce acouuMupa C MOBULUEH penatMBeH PUCK 3a
paseuiie Ha BeHO3eH TpombembonusbM, BK. Lbfiboka BeHosHa TpombGosa wu
benopgpobeH  embonusbMm.  PaHpoMusnpaHo — KOHTPOSIMpaHo  MpoyyBaHe U
enuaeMnonorMyHM NPoyYBaHNs ca YCTaHosuhl ABa A0 TPU NbTU MOBULLEH PUCK MpK
npuemMaLlnTe, B CpaBHEHNE C HENMPYEMaLLIMTE XOpMOHanHa 3aMecTealla Teparns JeHu.
Mpy xeHN HenpveMaluM XOpMOHarkHa 3aMecTealla Tepanus e YCTaHOBEHO, Ye Opost
Ha cnyyanTe Ha BeHoseH TpomboembonmnasM npes uscriensarus S roguilied nepuog e
okono 3 Ha 1000 >xenn Ha Bb3pacT mexay 50 u 59 roguan n 8 Ha 1000 xeHn mexay 60
m 69 roguuun. Tpu 3gpaBn XeHW NpUeMallil XOpMOHalnHa 3amecTeallla Tepanus 5
rofvHN, BpoaT Ha JONMBAHUTENHNATE Cfiydan Ha BeHosHa TpomBosa npes 5 roguiiHuaT
riepuos € Mexay 2 n 6 (npubnuantendo 4) Ha 1000 skenn Ha Bb3pacT mexgy 50 u 59
roguHy 1 mexay 5 u 15 (npubmmantento 9) Ha 1000 xenn Ha BB3pacT Mexay 60 n 69
roouHu. YCTaHOBEHO € , Ye Cchnydaute ca no-Yectu npes3 Mmbpsata rojuHa oT
XOpMOHariHa 3aMecTBalla Tepanus OTKOMKOTO Cref TOBa;

o OCHOBHWTE NPU3HaTK PUCKOBW hakTopu 3a BeHo3eH TpomOoembofinabM BKIOYBAT
aHamHesa 3a nepcoHanHa unn gamuita obpemeHeHoCT, 3HaUUTENHO 3aTLECTABaHE (
BMi > 30 kg/m2) u cucremen Jlynyc eputematofec. HsiMa KOHCEHCYC OTHOCHO
Bb3MOXHaTa POSfisi Ha BapMKO3HUTE BEHW 38 Bb3HMKBAHE Ha BEHO3eH
TpoMmboembonuabm;

e [laumeHTH ¢ aHamHesa 3a BeHo3eH Tpomboembonuaem uny nssectHo TpombodunudHo
3abonsBaHe/cCbCTORHNE UMaT MNOBMIMEH PUCK 3a BeHoseH Tpomboembonusbm.
XopmoHanHaTa saMectBalla Tepanysa MoXe Aa Nosulm Toau puck. fepcoHanta wunu
chamuriHa aHamHesa 3a Tpomboembonusbm unu cnoHTaHHy abopty Tpsbea ga 6baart
M3SICHEHW C LIeT U3KMioYBaHe Ha TpoMmBodunviHa npegucnosnuus. JlokaTo ce Hanpasy
OCHOBHaTa oOLeHKa Ha TpoMmbocbunuuHuTe daktopy unY ako € 3anoyHaTo
SHTUKOATYNaHTHO fieueHne, XOpMOHanHaTa 3aMecTeallla Teparnvs Nnpy Tean nadueHT!
Tpabea fa ce ocMATa 33 NPOTMBOriokasHa. XXeHuTe nonyyaBaly aHTUKOaryrnaHTHa
Tepanusa UaucKeaT BHUMaTenHo obchifaaHe Ha nonsata U pucka OT NpUnaraHeTo Ha
XOpMOoHan+a saMecTsalla Tepanus;

e PuckeT OT BeHo3zeH TpomDoeMOONMZbLM MOXE BpPEeMEHHO ha Ce YBenuyu npu
npoALIiXUTENHa UMoBUNU3auus, ronama Tpasma Wiy rofisiMa Xupyprudecka Hameca.
[py BCUYKM OCTONEPATMBHN NauneHTy ocobeHto BHuMaHue TpsabBa Aa ce 00bpHe Ha
npounakTUiHUTE MeponpuaTUs 3a NPEBEHUMS Ha BEHO3HUAT TpombBoemBonuabm,
crie  Xupypruudata Hameca. Korato npogbikutenHata wvmoburivsauuma e
3anbIKUTENHE 32 nocnedsalla  eneKkTWBHAa  Xupyprdecka Hameca, ocobeHo
abpoMuHanHa unu opTorneguuHa XUPYprus Ha LOfAHWTE Kpaihuuy, TpsibBa fa ce
ofchay, ako € Bb3MOXKHO, BpEMEHHO ClIMpaHe Ha XopMoHanHaTa 3aMecTealla Tepanus

MOAHOBSBA, LOKATO XEeHATA HE C& Pas3faBIKM HaMbIHO;
e AKO BEHO3HUAT TpomOoeMDOoNM3bM Ce passue crief HauyanHoTo N
TpsibBa fa Obpe cnpsHo. Ha nauventute TpsbBa fa ce K



He3abaBHO ¢ TEXHUST fIeKap KOraTte MNOoYyBCTBAT noteHumaned TpomboemBorninyed
cuHgpom (Hanp. GonesHeHo Hanpexexue B kpaka, psska Gonka B repauTe, AUCTIHES);

VicxemuyHa Bonect Ha CupLeTo

Hsma aaHHM OT paHAoMM3MPaHN KOHTPONMpaHU NpoyyBaHns 3a KapauoBacKynapHa nonsa npu
NPOSLIMKATENHO KOMBUHUPEHO NMPUIMOXEHWE Ha €CTPOreHW U MEAPOKCUNIPOTrecTepoH auerar.
[ise iwumpokn knuunuey npoyusaHus ( WHI 1 HERS Bkn. Cbpue v ecTporen/nporectuH
CpaBHUTENHO NMPoy4BaHe) rnokKassaT Bb3MOXHO NOBULLIABaHe Ha puUcKa OT KapauoBacKynapHa
CMbLPTHOCT fpe3 nbpBata roauHa OT feveHueTo. 3a Apyru riekapceTBa 3a XopmoHanHa
JaMecTBalla Tepanus UMa camMo OrpaHuueHM AaHHW OT paHAoMU3UpaHK KOHTpOnuparu
npoyyBaHus wacriefeauy edekta UM BbpXY KapauoeackynapHata 3sabonesaemocT W
cMBbpTHOCT. [opasn ToBa He € CUrypHo Janv Tesn JaHHW ce OTHACAT 3a ApYriTe Niekapceisa
3a XopMOHariHa 3amecTBallla Tepanus.

CbAoBM MO3BYHN MHUNOEHTU

EfHo HIMPOKO PaHOoOMW3upaHo KnududHo npoyyeade (WHI - trial) e ycranoeuno kato
BTOPUYEH PE3YNTaT MOBULLEH PUCK OT MCXEMUYEH UMHCYNT fpu 34paBu XXEeHW MO BpeMe Ha
fiedeHne ¢ NOoCTosIHHa KOMOWHaLIMS OT KOHIOrMpaH ecTpored M MegpoKCUNporecTepoH auerar.
3a xeHW HeusnonsBalyy XOPMOHaNHa 3amecTsalla Tepanus € YCTaHOBeHo, 4e Bposat Ha
criyyaute Ha WHCYNT 3a niepuod 5 rogusv e 3 Ha 1000 nipu xewy Ha Bb3pacT mexgy 50 n 59
roavsn 1 11 Ha 1000 npu xenu Ha Bbapact mexay 60 u 69 roguHn.

INpn xeHy NoA3BaLUYM OT KOHIOIMpaH CTPOreH U MEAPOKCUNPOrecTepoH aueTar 3a 5 rogunn e
ycTaHoBeHo, ue Opos Ha JonbnHuTenHuTe cnydan e mexay 0 u 3 ( Hait-seposTHo 1) Ha 1000
MeHW Ha BbapacT Mexay 50 v 59 rogunn v mexay 1 v 9 (Haii-decto 4) Ha 1000 >xenu Ha
BB3pacT méxay 60 u 69 roguiu. He e nsBecTHo fany NoBULLEHUSIT PUCK CbLUO ce Habritoaaea
npy SpyruTe fieKkapcTea 3a XOpMoHanHa saMecTealla Tepanus.

OBapwaneH xapLuuHOM

Mpoobrxutennata (Hali-manko 5-10 rogwku) ynotpeba Ha CcbAbpXaily CamMo €CTpore
fieKapcTBa 32 XOpMOHalHa 3amMecTBalla Tepanusi Npl XMCTEPKTOMUPEHI JKEHU Ce acolumpa ¢
fioByMilleH PUCK OT OBapuarneH KapuvMHOM B HSKOM EnUASMUONIONMYHM TNipoyqBaHus. He e
W3BECTHO Jank MpoAbibkuTENnHaTa yrnoTpeba Ha KomMBuHupaHyM NexkapcTsa 3@ XopMoHanHa
3amecTsallia Teparnug BOAST B0 PasfMYeH PUCK OT NeKapceTBaTa CbObKaLLY CamMo ECTPOreH.

Hpyry cbcToAHnS
» EcTporennte morar Aa npeanssukaT 3aapbika Ha TEHHOCTU W Nopapu ToBa NauneHTu ¢
HapylleHa cbpAeyHa v 6L0peura dyHkuma Tpsabsa oa ce HabnilwpaeaT sHUMaTenHo.
MauvuenTTe ¢ TepmuHanHa 6wbpeuHa HepgocTaTeuHOCT Tpsibea pa ce nabmogasar
HHETENHO, Thil KATO € YCTAHOBEHO, Ye HMBOTO Ha uupKynupawmsit  Hdepmectpun —
CenTeM ce NoBULLIAES;

e XeHu ¢ npepllecTBalla XxuneprTpurnuuepugemus Tpsbea pa ce npocrneassar
BHUMATESHO MO BPEME Ha €CTPOreHHa 3aMeCTUTENHE UKW XOpMOHaHa 3aMecTUTenHa
Tepanus Tbil KaTo npu Takuea cniyyaw e HabnoiaBaHo 3HaUMTENHO AOBULLEHNE Ha
[NasMeHnTe TPUIAMLEpUAN, BOASLIO A0 aHKPEeaTuT,;

e EcTporenuTe nNOBULUaBaT TupeouaHusi ceepssawl robynud (TBG) koeto Boan f[o
ROBULIABAHE Ha UMPKyNMpalms ToTaned TMpeonaeH XOpPMOH, YCTaHOBE npoTeEnH
cebp3ad iog (PBl), T4 HueBara (ycTaHOBEHO 4pe3 Xpo
paguouMyHornorMeHo) wunu T3 Hueata (ycTaHOoBeHO panvopt




MPOTEMHN MOXe fa Ce TOBULLAT B CEpyMa, BKIl. KOPTUKOMOHWST CBbp3aBall] rnobynuH
(CBG) u rnobynuHa cebp3Balll MOMOBUTE XOPMOHW, PECNEKTMBHO  BOSELlo - [0
MoBUIUABAHE Ha HUBaTa Ha UMPKYNMpaLUMTe KOPTUKOCTEPOMAWN W MOMOBU CTEPOUAU.
Ceobogsute W BGMOMOIMMYHO SKTUBHWM XOPMOHAITHM KOHLIEHTPaLvK Ca HENpOoMEHEHMU.
KouueHTpaumuie W Ha [OpyrM NfasMeHn npoTeuH MOoXe [a ce [nosuwar
(anmoTeHauHoreH/pervH cyberpar, anda-l-aHTuTpuncuH, Lepynonnasmmus);

e Hsma ybegutennu gaHeum 3a nofobpsisaHe Ha nosHaBaTenHuTe QyHKUMn. ViMa Hakon
panu ot WHI npoy4saHeTo 32 NOBMWEH PUCK OT Bb3MOXHE AeMeHUUs Npyu XEHN
3anouHanyu Aa npuemat fOCTOSHHO KOHKFMpaH ecTpored U MefpoKCUNpOorecTepoH
aleTar cnepn 65 roguiuHa Bb3pacT. He € us3sBecTHO fanu ToBa ce oTHacs 3a no-mnagu
XEeHV B MEHOMay3a ui Apyry NekapcTsa 3a XopMoHarnHa 3aMecteallia Tepanus.

4.5 BaavmopeiicTana ¢ Apyry NekapcTBERM NPOayKTK U ApyrA popMn Ha B3auMoaencTene
MeTabonuaMbT Ha eCTPOreHUTE MOXE fa ce YCKOpU fipY €OHOBPEMEHHOTO ApUeMaHe Ha
cybCTaHUMN VHEYLMpaLUW eHsuMuTe, yyacTBalliy B MeTabonmnama Ha fiekapcreara, unin no-
creumanto uutoxpom P450, kato aHTUKOHBYNCMBHW nekapctea (Hanp. deHobapbutan,
chenuTnoH, kapbamesenuH) U aHTMbnoTULM (Hanp. pucbamnuumH, pudabyTuH, HeBuUpanuH,
etbasupeny)). PutoHaBup U HenduMHaBUP, W3BECTHW KaTo CUMHW MHXUOWTOpW noKassat
NPOTUBHO Ha TOBa MHOYLMpaluy CBORCTBA KOTaTo Ce NpuemaTt CbLBMECTHO CbC CTEPOMIOHM
XopmoHW. Bunkoeu nekapcieBa cbabpxawm Hypericumn Perforatum morat ga wuxgyumpar
MeTabonuama Ha ecTporeHunTe.

Fip TpaHcgepManHo npunoxeHue ce Mn3barsa eekTeT Ha NMBbPBOTO NpeMUHaBaHe npes
yepuna gpob, Taka, ue TPaHCOEPMANHO MPUNOXEHUTE ecTporeHu Moxe Aa Gbpaar no-neko
MOBAUSHK OT EH3UMHUTE UHAYKTOPW OTKOMKOTO XOPMOHUTE MPUIIOXEHN 0panHo.

KrvHWYHO, NOBULLEHUAT MeTabonuabM Ha eCTPOreHnTe Y NPOrecTepoHa MOXe Aa fosefie [0
HamanAsaHe Ha edhekTa UM 1 NPoOMEHN B Npodiuna Ha MaToOYHOTO KbpBEHe.

4.6 bpeMeHHOCT U KbpMEHE

Hepmectpun — Centem 75 He e nokaseH no BpemMe Ha GpeMeHHOCT. AKO [o BpemMuye Ha
nevyeHne ¢ fdepmectpun — Centem 75 Hactbnu GpeMeHHOCT rievenneTo Tpsabea pa ce
npeycTaHoBu HeaabaeHo.

32 MoMeHTa, pe3ynTaTuTe OT NOBEYETO ENUASMNONIOTUYHI MPOoYYBaHUs NPy HenpegHaMepeHo
nanaraHe Ha <deTtyca Ha [OelCTBMETO Ha ecTporeHn He [MOKa3BaT TepartoreHeH unu
cheToTOKCUYEH edekT.

Hakrauua
HepmvecTpun — Centem 75 He ce npuniara no BpeMe Ha KbpMeHe.

4.7 Edbexiv BbpXy criocobHocTTa 3a wodipase 1 paboTta ¢ MatmHn

He e ussectHo [epmectpun — Centem 75 pa nosnussa criocobHocTTa 3a LloupaHe u
pabaoTa ¢ MaluyHu. :

4.8 Hexernany peakuin

Mpubnnautendo ot 10 go 17% oOT nauuneHTuTe nekyeaHu ¢ AdepMecTpun —

npexofHn. TexecT B repanTe ce poknaasa npy 20 — 35% o1 naumeHT
Ha annvKaLUoHHOTO MSCTO, Hali-4ecTo Neka eputema ¢ unu 6e3 cepbd
10 — 25% ot nauyeHTUTE.



B crienHaTta Tabnuua € CnMChbKbT ¢ HeXenaHwTe peakuuw, Habriofasadn npu nevexHue ¢
Hepmectunn — Centem 75 » ppyry nexkapciBa 3a 3aMeECTWTENHa XOpMOHanHa Tepanus

chabpKaii 17 — ectpaguon:

Mpuoro penxy Hexenauy peakiy

OpraHy B CACTEMHU YecTH Hexenai peak- | Perke HeyKeJaHH PEaKIIHE
wm > 1/1000 <1/10 < 1/100 > 1/10 600 u < 1/1000
Ticexuatpras pazcTpoiicTs| Henpecns
IienTpansa HepBHa CHCTeMa | PasnpasmwresnHoct Murpena, ceetorsprex | Ilpomens B TROENOTO,
I'narofosue - BJIQMARAHE HA CHIUICTICHA
CraoBE pascIpoiicTea Tloppmanane Ha apTepuan- BeHoseH TpoMOoeMOOIH3EM
HOTO Hailsrage
TactporETeCTHEAIHE Iapere,abpommuanky | [loBprmane
a3CTPOHCTRA KOJTUKH, METEOPHIEM
XenaroOmaapHa TipoMenery MM aHOpMAl-
pascipolcTsa HH 9epEONPOOHE QIYEKIHA
OHAIIHHA TECTOBE
PazcrpoiicTea Ha KOXKAETA H ATepraieH KOETaKICH GepMaTHT, hpe-
TORKOXHUTE TEKAHEE XOJHR CIEH Bh3NATMTENHA MUTMERTa-
[, TeHepanAsHApaH Chplesk, EK3aHTeM
Pasctpotictsa ga monopata | TexecT B GoNKH Pax pa MnegHaTa xresa | HopoOpazopemss Ha MaTKaTa
CHCTEMA H MASYHITE JKIE3H | B IbPIHTE, MATOUHH
KPEBOTEYEHHA,
TIpOMAHA EEB Blld~
TAIHITHATHATE CEKPEIiHs]
XKHMEPIazps Ha €0
METPHYMa
O0mw pascTpoictaa 3aapeKia Ha Te2H0CTH ¢| IIpoMeHH B TIIOKO3MIA Bu3raleHns Ba QIATE NpH HOceHE Ha
. 9YBCTBO Hd TEMECT B TONEpPaHC K KPHBHATA K0a- | KOHTAKTHH JeiHy, anapurakiBIEd Peak
KpaKara, HOBH-~ rynangs K { DOESKOra OpH NAHEeHTH ¢ aHaME-
IIaBaHe WIH HaMalgBaHe €33 32 aANeprAYHH PEaKIun)
TEFNOTO

* KoxHuTe peakunu ¢a fio-peaxu nipyu nocrassHe Ha [epmectpun — Centem 75 3aneried Ha
FOPHWAT BLHLLEH KBAAPEHT Ha XaHLla, Py NpoMsAHa Ha MSCTOTO Ha BCSKa annuKkaums.

Pak Ha mneyHarTa xnesa

CwrracHo gaHHUTEe OT rofsM Opoil envmBeMUoNoryHn npoyysaiusg U egHO pPaHAaoMU3NpaHo
nrnauefo KoHTponupaHo nipoyusaxe (WHI), JOMbHUTENHUAT PUCK OT pak Ha milevHara xnesa
ce yBenuuaBa C YBENUYABAHETO Ha MPOALMKUTENHOCTTE Ha XOpMoHanHaTa samecTuTenHa
Tepanusi Npy MaLveHTV Npuemany U npuemauy B MOMEeHTa XOpMOoHasiHa 3amecTuTenta
TeEpanus.

Ipu xopMmoHanHa 3aMecTUTenHa Tepanus NpoBeXGaHa camo ¢ eCTPOoreH, OlieHkara Ha
PefaTMBHAS PUCK MpK peaHanusa Ha OpUrMHanHuTe gadHn oT 51 ennaeMUonornuHN CTyaus
(npu kouTo >80% OT NaLMEHTUTE ca NPOBEXFANN XOpMOoHanHa 3aMecTuTenHa Tepanus camo ¢
ecTporern) 1 0T MUNUOHHOTO xeHcko npoyusare (MWS) ca 6rmskn, 1,35 (95%Cl 1,21 — 1,48)
1 1,30 (85%CI 1,21 — 1,40), pecnextmeHo.

Mpu xomGuHMpaHa, XOpMOHanHa 3amMecTUTenHa Tepanus MpoBeXpaHa C ecTpored U
fiporecTareH, rofieMy enraeM1ornorMyHn NPoyYBaHna Ca NoKasanu AOMbIMHUTEAHO MNOBULIEH
DUCK OT PaK Ha MIeuHaTa Xresa B CPaBHEHWE C PUCKa MpPU  CamOCTOSTENHO fie4eHue ¢

€CTpOreH. i
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MunnorHoTO XeHcko npoyuBade (MWS) e rokasanc 4e, cpaBHEHO e ﬁp)d ranu

HUKOra XOpMOHafHa 3aMecTuTenHa Tepanus, ynorpeﬁa‘ra Ha pasnngHis GTpO‘ H—
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nporecTarcH KomOuHauuu ce acouuupa ¢ fOBUILEH PUCK OT Kapuu ‘aTa"’}meaa




(RR = 20, 95%CI: 1,88 — 2,12), OTKOIKOTO Np® CaMOCTOATENHO npunarade Ha ecrporeny (RR
= 1,45: 95%Cl 1,25 — 1,68).

VWHI nipoy4BaHEeTO rokassa QonbiHuTEneH puck ot npubnusutendo 1,24 (95% Gl 1,01 — 1,54)
cnen 5,6 roguwHa ynotpeba Ha ecTpored — NporectaredH kombuHupasa XopmoHanHa
zamecTtBalla Tepanusa (CCE + MPA) B cpaBHeHuMe ¢ nauveHTuTe npuemalim nnavesdo.
ABcontoTHUAT puck kankynupad sa MWS u WHI npoy4ysaxeTo e npeactaseH no-gony:

Fipn MWS e usuucriero, 4e oT oblliaTta cpefHa YecToTa Ha KaplMHOM Ha MneyHata JXKnesa B
pasBUTUTE CTpaHuy, Ye:

e [lpn xeHM He nony4apany XOpMOHarsiHa 3aMecTUTenHa Tepannsl KapuuHoM Ha
MIeYHaTa Xrnesa e guardoctuuupad npyu 32 ot 1000 wa Bw3pacT mexpy 50 u 64
TOAVHY,

e Ha Bceku 1000 xeHu, ynoTpebapalum uny ynotpedsaeany xopMoHanHa 3amecTuTenHa
Tepanusi, BposT Ha AonbnBUTEnHUTE cnyyaun we 6eae:

Manonseaiiyn caMo eCTporeH samectsallia Teparnms
- mexgy 0 v 3 (Haik-seposaTHo 1,5) 3a & rognina ynotpeba
-  Mmexgy 3 n 7 (Hali-sepoaTHo 5) 3a 10 roguiuna ynotpeba

Waronasalum komOKuH1paHa ecTPoreH 1 NporecTareH XopMoxarnia saaMmecTuTenHa Tepanus
- mMexay 5 u 7 (Hait-BeposATHo 6) 3a 5 roguitHa ynotpeba
- Mexgy 18 n 20 (sai-seposaTHo 19) 3a 10 roguwHa ynotpeba

WHI npoyyBaHeTo e ycTaHoBwno, Ye crieg 5,6 rognuHo npocrnefssade Npu XeHu Ha Bb3pacT
mMexay 50 n 79 roguHn e Bb3HMKHAT JOMbAHUTENHO 8 criyyan Ha UHBa3MBEH KapiuHOM Ha
MfeuHaTa Xfesa, AbXall ce Ha KombuhMpaHa XOpMOHanHa 3aMecTuTesiHa Tepanus c
ectpored u nporectared (CCE + MPA) 3za obwo 10 000 roguiuny kypca nedeHue.
CurnacHo N3vucieHUaTa Ha SaHHUTE OT NpoyYBaHeTo € YCTEHOBEHO, Ye!
« 3a 1000 xxenn ot nnauebo rpyrnata okoro 16 cnyvyas Ha WHBas3WBEH KapuMHOM Ha
MrieyHaTa Xxesa we 6uaart AnarHocTulmpaHn 3a nepuop ot 5 roguHn.
e 3a 1000 >xenu u3non3ealiy KoMOUHMpaHa XOpMOHarnHa 3aMecTuTenHa Tepanvs
ecTporeH u nporectaret (CCE + MPA) 6poaT Ha gonbnhuTentuTe cnyyau e osae
mexay O v 9 (Hai-BeposaTHO 4) 3a nepuof oT 5 roanhn.

BposiT Ha QONBLAHUTENHWTE CRyyay Ha KapUMHOM Ha MIIEUHATA XKIe3a Mpu XeHN U3nonasawm
XOpMOHarHa 3aMecTuTenHa Tepanusi € B oOwm nuHuM nopobeH npu XeHu sanousalm
XOpMOHarHa 3aMecTUTENHa Tepanusl, He3aBKUCUMO OT Bb3PacTa NpY 3arnoyBsaHe Ha NeHEHUETO
(mexay 45 1 65 roguHn) (BMX Touka 4.4).

EH}J,OMBTPUIEHEH K2pLWHOM

Mpu xeHWn ¢ MHTaKTHa MaTKa, PUCKBLT OT eHAoMeTpuanHa Xunepnnasws 1 eHgomMeTpuaneH
KapLMHOM Ce MOBULLIABA C NOBUILABAHETO HA NPOALIMKATENHOCTA Ha NIEYEHNETO C ECTPOrEHN.
CurrnacHo gaHnuTe OT ENVAeMMUoNorMyBMTe NpoyyuBanus Hali-TouHaTta OLEHKa Ha pucka e, ve
MPY KEHU HEW3NOA3BalUM XOPMOHarHa 3aMecTUTeNHa Tepanust npu okorno 9 Ha scekn 1000
WSHM € YCTaHOBEH EHOOMETpuarneH KapuvMHoM BbB Bbapacta mexgy 50 v 65 ropunun. B
33BUGNMOCT OT MPOOBLIMKUTENHOCTE Ha NeYeHNeTo U [03aTa Ha ecTporeHnTe, SoKNaaBaHoTO
MoBMIUEHNE HA pUCKA 33 PasBUTUE Ha EHOOMETPUANEH KapilyHom np
ECTporeHn Bapupa Mexay 2 1 12 nsT¥ noseye OT HempueMalumTe ecy

Ha nporecTarer KeM eCTPOreHHaTa Tepanus 3Ha4nTenHo Hamarnsisa Togust




[pyrn HexenaHu neKkapcTBeHW peakuum ca Ounu  [OoKnafBaHu KaTo CBbp3ahHn ¢©
ecTporeH/nporecTared Teparnmus;

o Ectporen saBucvMyu Heonrnasuym — OSHUTHEHW M ManurHeHW, Hanp. eHOoMETpUarneH
KapuuHoM (BuK Touka 4.4 Cneunanﬁv: NpeaynpexaeHus M Crieumanty ykasaHust 3a
yroTpeda);

» DBeHoseH TpoMmGoeMBonuabM, BKil. AbMAOOKM BeHo3HM TpomOO3u Ha kpakata U Taa u
fenoppobeH emOOnuU3bM, ca [MOo-YeCTu Mpu KEeHW Mpuemallin XopMmoHariHa
3amecTuTenHa Teparnmsl OTKOMKOTO NPY HenpueMally Takasa Tepanuns XeHu. 3a noseye
uHbopmaumsa Bk Touka 4.3 [lpoTuBOMNoOKasaHus WU Touka 4.4 Creuyunannu
npeaynpeXxaeHns 1 crielmanty ykasanus 3a yrotpeda;

e Muokapaes nHbapKT 1 Mo3BUeH UHCYNT (BUX Touka 4.4 CrieuuanHun npepynpexneHus
1 cieLMarnHm ykasanns aa ynorpeba),
3abongaBaHus Ha XITBYHUS MEXYp;
3abonasaHns Ha KOXaTa M OAKOKHUTE TbKaHWU: XJ0asMy, eputema MynTudopme,
epuTEMa HOZO3YM, CbAI0Ba Nypnypa;

e BepoartHa pemeHuvs (WK Touka 4.4 Crieumanun NpegynpexaeHns v crneuunanHn
yKasaHusi 3a ynoTpeba); ‘

4.9 Tlpegosupaxe

CuUMATOMWTE Ha NPefo3vpaHe Hall-4ecTo ca HalpeXeHVe B MbpauTe, NoAyBaHe Ha Kopema,
TPEBOXHOCT, Pa3OpasHUTENHOCT U 3a0PLXKKa Ha TEUHOCTU. PriaTynersumaTa ChLU0 MOXe fa
ce HabnogaBa KaTto CUMNTOM Ha fipenosvupaHe.

OTnapHOTO KpbBOTeueHMe Moxe pa ce HabmopgaBa KaTto pesyniar Ha pPenatmBHO

. pegosupaxe Ha ecTpaguorna no BpeMe Ha npueEMaHeTo Ha [porecTareH.

CumriToMUTE M3YEe3BaT Npy oTCTpaHasaHe Ha nnactupa Ui KoraTo Aosata ce pefyuupa.

5. GapMakonorMuHn fAaHHu
5.1 dapMaxoqmHaMuyHn gaHHK

ATC xoa: GO3CAQ3
YporenuTanHa cucTeMa 1 NoSioBYA XOpMOHK

NexapcTeeHoTo BewecTBo 17B-ectpagvon € xummdeckn U OUONOMMYEcKW WAEHTMYEH C
YOBEIUKUS ECTpOreH ecTpaguon. Toil 3amecTsBa npexparteHaTa Npu XeHu B MeHonaysa
NPOAYKUMS Ha ecTporeHn 1 obrek4asa CUMITOMUTE Ha MeHoraysara.

EciporeHute npefnassar or 3arydata Ha KOCTHA MMBLTHOCT MpW MEHonaysa umm clief
OBapeKToMUsi.

Wudhopmaliva oT KNUHUYHY NpoyyuBaHus
s QObrexyagaHe Ha MEHONAy3anHUTE CUMITOMM Ce [OCTWra Mnpes MbpPBUTE HAKOMKO
CefMULM OT fNeYeHUETO.
o [IpeBeHunst Ha OCTEONOPO3a

- EcTtporesHusT getuumT npu MeHornaysaTa ce acouuupa ¢ NOBMIUaBaHEeTO Ha
KoCTHaTa obmsaHa ¥ HamaliaeBaHe Ha KocTHaTa Maca. Ecbe;m:ﬂ' Ha eCTpClFEHMTe
BbpXy KOCTHAaTa MeHepanHa RNbTHOCT € [0303asucypr
eheKTUBHa TOMKOBa, KOMKOTO MPOAbIDKaBa NeveHneT ;}/ e aT aaHeTo
Ha XOopMoHarnHaTa 3amecTUTENHa Tepanusl, KOCTHaT '/b];aérc

Hamansea CbC CKOPOCT, nogobHa Ha tasn npu Henexysaﬁm
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- Oauxute oT WHI npoyusaHeTo U MeTa-aHanuauTe NOKasBarT, Ye NPOBEXAaHoTO
Ha XOPMOHAMHO 3aMCTUTENHO NEYEHUe, CaMOCTOATENHo Min B KomGuHauus ¢
nporecTareH MpOBEXOEHC NPU 34paBv XKeHu pefyuupa pucka oT Gefpeda,
BepTebpanHa unu gpyra OcTeornopotuuHa dpaktypa. XopmoHanHara
saMecTUTENHA Tepanusa MOoXe callio fa NpodunakTupa pakTypuTe npy KeHm ¢
C YCTEHOBEHA HUCKa KOCTHA MTBTHOCT Wi npuapyxasalla ocTeonoposa, Ho
eeKkTkT NpY TIX € orpaHuyeH.

5.2 DapmakoKUHETUHHN SaHHR

CpefHusiT NIasMEHUsT NORMXWBOT Ha ecTpaguon € okona 1 uac. nasmesnsaT KiMpsHE €
650-900 nuipalnen/m2. Ectpaguon ce MeTabonuanpa rraBHO B HepHUs Opo0, Hai-BaXHUTe
MeTaBbonUTU Ca eCTPMOST, ECTPOH, 1 TEXHUTE KOHIOFaT! (TMIOKOpOHUAK U Cyndaru) KouTo ca
MHOIO TO-ManKko aKTMBHKU OT ecTpapuon. Metabonuiure Ha ecTpaguonia ce enumuHupar
rNaBHo npes 6ubpeLuTe KaTo IMIoKopoHYaAM 1 cyridhati. MeTtafonutute Ha ecTpaaunona Celo
ce oTKpuBaT BLB (helieca. ToBa ce AbIMKN Ha eHTepo-Xenaranda UMpKynaums.

Crepn koxHaTa annukaums Ha Oepmectpun — Centem 75 , ectpaguona ce ocBoboxpasa OT
ChOBPXALLMAT NIEKapCTBEHOTO BELUECTBO aiXe3UBEeH MaTPUKC Npe3 KoXaTa U NocTbrnsa B
CUCTEMHATa LMPKynaumsl AMpekTHo, n3bsarsaliky Metabonusem npu MbpBOTO NpemuHaBaHe
npes yepHuAT Apob. B criefcTene Ha TOBA, CHOTHOLIEHNETO MeXOy ecTpanuon 1M eCTpoH B
nnasMarta, KoetTo naga fog 1 npu KeHW B MeHonayaa M nipu opanHa ecTporeHHa
3aMECTUTENHA Tepanus, ce 3aBpblua KbM npeMeHonaysansuTe cu Huea ( npubnuasurento 1)
npy NpUNaraHeTo Ha TpaxicaepmarneH ecTpaguon.

HomuHannaTta gHesHa in vivo ckopocT Ha ocsoGoxnaBane ua [lepmectpun — Centem 75 e 73
pug. Cuctemata € aKiMBHa epHa cepgmuua. Tasu OTHOCWUTENHa CKOPOCT  MPOMEHS
chusvoriorMuHaTa CepyMHa KOHLeHTpauus Ha ecTpaguona Lo HuBaTa, YCTaHOBABaHW [o
BpeMe Ha padHaTa (ponukynapHa ¢asa B npemeHonaysanHuaT nepuog, KOTo A NoAnbpKa
MOCTOSIHHE NPEe3 LENUAT CPOK Ha NPUINOXKEHVE Ha nnactupa.

dusnonoruHaTa KOHUEHTpaUus Ha ecTpaguona ce goctura 6 yaca crieg anvkauusara Ha
Nepmectpun — Centem 75 Npy XeHK B MEHONay3a, [0 cpefjHa KOHLeHTpauuns noseue ot 367
pmol/l crieg 12 yaca.

Mpu mHorokpaTtHa annukaums Ha Oepmectpun — Centem 75 Ha epHoceaMUYEH UHTepsar, ce
JOCTUIa CPefHa Makcumariia cepyMHa KoHUeHTpaums Ha ectpaguon 404 pmoll, npu
noctosaHHy  ycrioeus. CepymHata KOHUEHTpauws Ha ectpaguon  pfoctura  fo Ao
hUUOMOMMUHNTE HUBA Ha MPeMeHONaysanHWTe Xehu [0 7 [HU crief annuvkauusaTa u ce
BB3BpHLLUA Ha 0a30BOTO HUBC Ao 12-24 yaca cref OTCTpaHsaBaHeTo Ha nnacTupa.
MocTurHataTa cpefHa KOHUEHTpauust Ha ecTpajvon [py MOCTosHHM YcnoBus e Guna
croTBeTHo 242 pmoll. Munumansata KOHLUEHTpauvss Ha ectpajuona nokazaxa npu
nocTosiHHM yenoeus e Buna 125 pmolfl.

5.3 MpeannHnyHK AasHu 3a Be3onacHoCT

MMpoyusanusa Ha ASNCTBUETO Ha €CTPaauoN BBPXY ONUTHN XKUBOTHU C& NoKasanWu ouakeaHuTe
ectporeHHn edextn. HaMa ripefKnuHWYHY JaHHU € KNWHWYHO 3Ha4ueHue, COCBeH Bede
" BRIIOYEHUTE B SpyruTe yacth Ha 1aan KpaTka xapakrepuciuka. )
MpoyuysakusATa 3a noKanHa NOHOCUMOCT MpOBEAEHN Npy 3aliiy gemMoHcTpupat fobpa KoxHa
TONEPaHTHOCT KbM TPaHCAEpMantnTe nracTvpy rpu egHokpaTHa U MHOFOKpaTHa annnkalus.

aKpuineEl  KonorivMepu, CprMVIan.lM apXe3mBHUs MarTpyuKc He
©e30nacHOCT Ha TE3N KOMITOHEHTY.




6.9apmalleBTUHHN OaHHU
6.1 CnncbK Ha NOMOLLHWTE BellecTBa

Ecrpaauon cbObmKall] 8AXe3uBeH MaTpuKe:
Axpunitu kononumepu (Durotak 387-2352, Durotak 387-2287) .

MokpueHO chonuo:
Polyethylene terephihalate

Hepmectpun — Centem 75 ca TpaHcaepManti NnacTipy, BCEKN e4uH 0T KOUTO Ce CbCTOM OT:
fipoapadHo NoKpUBHO YOO,

Ectpaguon cbabpKalll e0HOUBETEH afxe3nBeH MaTpuKc;

[IpozpauHa npepnasHa onakoBka, KOsiTo Ce oTCTpaHasa npeay yrotpeda;

Hepmectpun — Centem 75

Paamep 33,75 cm2
(oceoboaaBalla NOBbPXHOCT)

HomuHarn+o gHeBHo in vivo 75 ng
oceobogasaHe Ha ecTpanuor

6.2 HeceBMeCcTUMOCTH
He ca nasecTHY dhapMaLeBTUHHN HECHBMECTUMOCTY

6.3 Cpok Ha rogHocT
Hee roamMHK, ako ce cbxpaHsiBa npaBuiHo, B UHTaKTHa ONaKoBKa.

6.4 CrienanHy ycrosus 3a ChxpaHerdue
Ha ce cbxpaHsasa npu Temnepartypa go 25 °C.
Depmectpurni — Cenitem 75 TpsaGBa fa ce cbXpaHsaRa B MHTaKTHa ONakoBKa.

6.5 Bug v cbabpaHue Ha onaKosKaTta -
fepmectpun — Centem 75 e makeTMpaH B KapToHeHa kyTus, cbabpxawa 4 umam 12
TpaHcoepMantn NacTypy, XepMETNYHG ONaKoBaHW B MpefnasHa OfMakoBKa CbCTaseHa oT 4
yacty: Surlyn, Tonmou3onvpaw Matepuan (BLTPELHO MOoKPUTUAS), anyMWHUEBO onuo,
NIONNETATIEH U XapTs (BBHLLHO NOKPUTUE).

6.6 ViHcTpykuus 3a ynotpeba

OriakoBKaTa Ce OTBaps NPW MapkupaHusi Kpal (He ce W3NOM3BaT HOXMUM, 38 Aa HE ce Hapylu
LIENoCTTa) U MAacTUPLT Ce U3IBaXEA.

Opwxre nnacTypa Mexay naneua v nokasarieta, B 4acTTa orpaHinyeHa OT BUCHLLNS Kpal, KolTo ce
uapbpnea. OTgeneTte no-ronsMarta yacT OT MpegnasHaTta OnaKoBKa C Jpyrara pbka W s 0TCpaHeTe.
W3bBarealiTe ponvpa cbC 3anensallara YacTt Ha nnactnpa.

[MocTaBete nnacTypa BbPXY KOXaTa Kato AbpXUTE MEXTY naneua 1 noka




yacTTa BCE O MoKpuTa oT 3aiuTHus cron. OTgeneTe ocTaHanara YacT OT 3allWUTHUs CrIoR U CUfHO
MpUTUCHETE 3a okono 10 cekyHAM usnara NoBbPXHOCT Ha nnactupa. HaTucHeTe ¢ MPLCT OTHOBO 110
puGoBeTe, 3a fa ocurypure fo6poTo NpuUnenBaHe.

Crien otcpansiBaHe, miaciupsT TpsfBa Aa ca NpertHe CbC 3arenBailata YacT HaBbTpe, U fa ce
M3XBBPITIA.

7. MpuTexaTen Ha paspelueH1eTo 3a ynotpeda
Rottapharm S.r.l.

Via vilosa di sopra, 9 — 20052

Monza (M) Haly

8. [iara Ha IbpBOTOo paspelueHue 3a ynotpeba
HOum 2001 roamHa

9. [lata Ha focnenHa pefakLnsa Ha TekeTa
Mapt 2004 rog.




