MUHWCTEPCTBO HA 3BPABEONA3BAHETO

TInHAGMEHNE Kb
Kpatka xapakrepuctuka Ha npoaykra paspewenne saynorpeBalte J0 [ 5% /}Df 204N
1. Vime Ha nekapCTBREHOTO CPELACTBO £ é’g/ Y020

Dermestril 50
HOepwvectpun 50

2. KauecTBeH 1 KONWYECTEBEH ChCTAE

EnvH TpaHcoepMarneHs niactup cbAbpiKa NekapcTBeHo BellleCTBO:

Jepmectpun 50: estradiol hemihidrate exsueanenten Ha 4,0 mg estradiol, orpasar 50 pg
estradiol 3a 24 vaca.

3a NoMOLWHN BELLECTEa BWK Tou4Ka 6.1.

3. lNexapcteeHa copma
TpaHcaepmarieH nnacTup — npo3payeH, OeslBeTeH, EKo MaToB ¢ ERWACOBKAHA opma, ¢
MOKPUT C NpaBobibiHa, NMpo3paydHa 3atmTHa obsuska.

4. KnuHuyHW BadHn

4.1 TepaneBTV4HN OKa3aHus

XopMmoHO 3aMecTBalla Tepanus 3a CUMNTOMWUTE Ha ecTporeHeH NedUUUT [pY XeHW cief
MeHomnaysa.

MpodunakTiMka Ha 0CTeONopo3a NPY XEHW crief MeHoNay3a ¢ BUCOK PUCK 3a (IpakTypy KouTo
HE MOHaCAT UMY ca NMPOTUBOMNOKA3HM 334 NEYEeHUe C APy SIEKapCcTBeEHU NMPOSYKTU YTBBPAEHN
3a npodnakTvka Ha ocTeonoposa.

( By cbLuo Touka 4.4 )
Onuta npu nevYeHne Ha eHn Hap 65 roguvuiHa Bb3pacT € orpaHueH.
4.2 [lozupoBKa U Ha4uH Ha ripuroXeHue

Hoanposka:

Hepmectpun 50 e ectporeHeH nnacTvp, 3anenBall ce Ha Koxarta [Ba NbTh CeAMUYHO,
ocurypsisall] MOCTOSIHEH APUTOK Ha ecTpaguon KeM Tanoto. YsnonseaHuaT nfactup ce
oTcTpaHsiea chef 3-4 AHK 1 ce NOAMEHS C HOB.

CUMNTOMM Ha ecTporeHeH peuuuT:
3a Ha4asHO ¥ MOCTOSHHO fIEYEHNe Ha CUMATOMUTE MU XeHU cref MeHonaysa Tpadea ga ce
narionasa Hail-HucKaTa eeKTBHAa 403a 32 Bb3MOXHO Hall-KpaTko BpeMe { BUX CbLLO TOuKa
4.4).

Mo Tasu npuuuHa ce NpenopbyBa FIEYEHUETO C ECTPOreHW fAa ce safouHe ¢ nnactupu 25
1g/24 yaca. Ako cnieff 1-2 MECEYHO fieveHWe CYMNTOMUTE Ha ECTPOreHEH Aed@UUUT He ce
HeyTpanuaupar, fo3ata mMoxe fa ce nosuum £o 50 pgl24 vaca unm 100 pg/24 uaca,
MaxkcumariHo gonyciumara aHesHa fgoaa € 100 pg/24 yaca.

B crniydait Ha HeXxenaHu edeKkTy unum cuMTOMK Ha npeposupare ( Hanpex
n/unm BarmHarnHo KpbLBOTEYeHMe ) gosara Tpsibsa fa ce pegyuvpa.

MpochunakTvka Ha ocTeonoposara:
JieyenveTto Tpabea ga ce zanoqHe ¢ [epmectpun 50 . NMpeuusupa

ce Hanpaey kaTo ce uanonssa rinactup 100 pg/24 vaca.
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Tipy XeHN ¢ MHTaKTHa MaTka € YTBbPASHO M Tpabsa fAa npwiara  Kato SoMbiHEHUE KbM
ecTporeHHarta Tepanus, nevenne ¢ npacrared 12-14 gHu Bcekn mecew/28 aHeBeH LKL 33
[a ce NpoTUBOZENCTBa Ha  PasBWTWETO Ha eCTPOreH-CTUMyrupaHaTa Xunepnnasus ha
engomeTpuyma. ( BUX Touka 4.4 — Cneyuanin npenynpexaeHns n crneyvanty npenopbii 3a
yrioTpeba )

Mpy xeHy C MHTaKTHa Marka e YTBbpOEHO W TpAbea Aa npunara  KaTo AOMbIiHEHUE KbM
eCTporeHHaTa Tepanws, fiedensne ¢ nporectared 12-14 gHu BCek Mecell/28 fHeseH LUNKBII
3a Ja ce NpOTUBOZEWCTBa HAa pasBUTUETO Ha eCTporeH-CTUMyrupaHaTa Xunepnnasws Ha
espomeTpuyma. ( BUXK Touka 4.4 — Crieynandu npegynpexxaeHus 1 cnetyant NpenopbKu 3a
ynoTpeda )

He ce npenopb4Ba OOMLMHATENHOTO NPUNaraseTo Ha nporectared Npu XucTepekToMupaHy
JKEHU, NpY NOFIOKEHNE, Y& HE UM € rocTaBsHa AUuarHo3a eHgoMeTpuosa.

Moxke fia ce M3Non3BaT [Be TepanesTuYHY CXemu:

e Uuknuusa: [epmectpun 50 ce p[osvpa UMKAKWYHO cbC CBODOAHM OT feMeHue
uHTepsany, obukHoseHo 21 ¢ neueHWe cnepgBaHo oT noumBka 7 AHN. OOUKHOBEHO
JOMbIAHUTENHO NPURCXKeHNe Ha nporectareH € 12 -14 gun oT uukbna. [Npes Tosu
Nepnos € Bb3MOXKHO Aa CE MosiBY OTNAZgHO KpbBOTEYEHMNE.

e [lpogbmxuTenta: [Jepmectpun 50 ce Aosupa nocrosiHHo. [porecrareHa oGUKHOBEHO
ce paea 12-14 aum ( unu noeeve ). MpogkmKUTENHAaTa CXeMa MOXE Ba Ce npenoptya B
CryyauTe npy KOUTO CUMITOMWUTE Ha ECTporeHeh AeduuMT ce MOSBHBaT OTHOBO NO
Bpeme Ha csobogHuTe OT neuenve nepuopyn. KopBeHe moxe fa ce nabniopasa npu
CRVPaHeTo Ha nporecTareHa.

TNeuetiveto ¢ Oepmectpun 50 MoXe Aa sanoyHe BbB BCeku yaobeH MOMEHT 3a XEHUTE,
KOMTO He ca MOAMNOKEHW Ha Apyra ecTporeHHa Tepanus. JKeHUTe rioHacToseM nonyyaeaiim
LUMKNMYHa UNnW - NPOSBIDKMTENHA ecTporen/nporectared Tepanust TpaAGBa Aa NPUKAYAET
HacTosWMAT nevebeH LMKbA, Npean aa sanovHar neverne ¢ fepmectpun 50. YaobHo Bpeme
3a 3ano4BaHe Ha nedvenune ¢ [epmectpun 50 moxe fa ObAe U MbpPBUAT AEH Ha OTNafHOoTo
KpbBOTeYeHMe. JKeHuTe M3non3Baly noCTOsHHE, KoMOMHUpaHa ecTporen/mporecTareH
Tepanua morat Aa npemuuar Ha [depmectpun 50 gupekTHo.

Hauue Ha npunoxenve

Mpunenete [depmectpun 50 kbM Koxata Ha xaHwa, nymbanHata obrnact unu kopema,
ApUTUCHETE CUMHO MO LiANaTa NOBLPXHOCT Ha nnacTupa ( BrrlounTenHo prbosete ) 3a ga ce
ocurypu gobpo npurensaHe.

ADCOpOUMOHHMAT KanauuTeT Ha KoXara e QaKiopa onpefensil cKopocTia Ha
oceoBoxaaBaneTo Ha ectpaavon ot Oepmectpun 50. MNoctaBakeTo Ha pasnuyer ( N0 BUCOKO
Pas3nofioXeH ) OT CNOMEHaTUAT NO-TOPE KOXEH YHacTbK HE CE MNpenopbyBa Thil KaTo MOXe Aa
[OBefe 4O NPoMeHN B ocBobOXAaBaHeTo Ha ecTpagnana.

Koxata Ha MACTOTO Ha nocraeBsiHeTo TpabBa ga Gbhe uucra, cyxa Oes sauepssiBaHe W
OXSy3BAHUS. YUacTbLM OT THMOTO € KOXHW FbHKY Wi NOANOMXEHU Ha TPUEHE Npu ABUKeHne
TpsibBa na ce usbarear.

Jepmectpun 50 He TpsiGBa A2 ce NocTaBs Ha MLpauTe Unn B 6nnM3ocT 40 TaAX.

Mnactupute He TpsbBa fa ce nocTasaT ABa MbTi NOCNIEA0BATENHO HA eAHO U -owcm.

nepuog oT udetupy gHm 6es npobnemu. [pu  cryuan,
npexneBpemMeHHo, Tol Tpsibsa Aa ce 3amMeHu C HOB A0 Kpasi Ha uHTEf



cxema. INnacTypbT TpsibBa Aa ce CMEHst PefIOBHO, N0 €4HO U ChLYO BpeME U ToBa TpsibBa Aa
CTaHe npakTuka Ha nauveHTa. [pyu nonoxeHne , Ye NAACTUPLT HE € CMEHEeH B ONpEedeneHusT
feH Toll TpsibBa ga ce oTcTpaHy He3abarHo M fa ce CMEHWM Ha crnefdsaluusT, onpeferieH
ChbffIACHO fiporpamata 3a cMsiHa Aed. [lponyckaHeTo Ha nocTaBsAHeTO Ha HOB ffacTup 8
ONPENENEHOTO BpEMe, MOXE Ha AO0BEe[E A0 Bh3MOXKHO BHE3aNHO KbpBEHE U 3allanBaHe.

AKo nnacTMpLT € NOCTaBEH NPaBWIiHO MauMeHTLT MoXe Aa ce Kbfe. Bee nak, nnactmpbT
MOXE [a 3ano4vHe fa ce OTAEens Crief MHOro ropella BaHa uny cayHa. AKo ToBa ce Mony4u
nnacTupbT Tpsbsa ga Obde NogmeHeH ¢ HOB ( KakTo € onucaHo no-rope). BbamoxHo e
cayHaTta fa 6bAe nfaHvpaHa 3a AeHs 38 CMSAHa, CbITIacHo M3roTBeHaTa nporpama.

4 3 lNpoTtneonokasakHusa

e W3BecTeH, npegulliex unn npegnonaracM KapuuHoM Ha MieyHaTa Jresa;

e laBecTeH unu npegnonaraeMm €CTPoreH -- 3aBMCMM  ManurHeH Tymop (Hamp.
€HOOMETPUANeH KapLuHoM);
[AnarHocTuyHO HEYTOHHEHO reHUTanHo KbPBEHE;
HenekyBaHa esgoMeTpuanta Xurneprnasus;

o [lpepluecTBall MANONATUYEH UMW HacTosw) BeHoseH TpomBoembonusbM (Awnboka
BeHo3Ha Tpombo3a, 6enoppobeH embonnabm);

e AKTUBHO WNU HACKOPO npekapaHo TpomboemOonuuyHo 3abonssaHe (Hanp. MUoKapgeH
undapkT;

s AxTuBHO YepHoapoGHo 3aborisisaHe, unM aHamHesa 3a uyepHogpobHo sabonseadHe [o
Bb3BPbLUAHE Ha YePHOAPODHUTE (PYHKLUMOHATHA TECTOBE A0 HOPMAanHO HUBO;

o l3BecTHa CBPBLXUYBCTBATENHOCT KbM IIEKapCTBEHOTO BEWECTBO WM HAKoe OT
NOMOLLKHWTE BELLECTBa;

o Tllopdupus;

4 4 CrneyuanHy npeaynpexaeHust 1 cneuvanHy ykasanus 3a ynotpeba

3a neuyeHue Ha NOCTMEHONAaY3HUTE CUMITOMK, XOpMOHan+Ha aaMmecTsalia Tepanus TpﬁﬁEa Aa
ce npuiiarat camMo 3a CMMINTOMY, BNuASiHK BbpXY Ka4eCcTBOTO Ha XUBOT. BB BCUUKN criyyau,
BHUMATENHOTO MPeLeHaBade Ha PUCKOBETE W non3nTe TpﬂﬁBa 0a ce MpoBeaa NoHe BEQHBXK
rogitiHo 1M redeHineTo C XOpMmoHaliHa 3amecTBallla Tepanna TpFIﬁBa Aa NpojurKasa camo
A0KaTo non3ute ca rnoseve ot noTeHUManHnuTe prucKoee.

MepunuuHcko npocnegssaHe

Mpegy zariouBaHe Ha nNEYeHVe WUNYM HasHayaBaHe Ha XOopwoHanHa 3aMecTeaila Tepanus
TpsibBa ga ce cbbepe NMbiHa nuuHa U damunHa aHaMHesa. PUauKanHoTo uscnensaHe (BK.
uacrniefeaHe Ha Tasa W repgute) TpsbBa pa Obge  HacoueHo 3a  eBeHTYanHY
nMPOTUBONOKa3akua W fpedynpexpaeHus 3a ynoipeba. Mo Bpeme Ha INEYEHMETO Ce
rpenopbYyBaT NEPUOAUSHY KOHTPOIHY NPErnean ¢ YecToTa, 3asucellla OT HYXIOWTE Ha BCsKa
xeHa. Xenute Tpabea ga 6b4ar NOCLESTBAHN NPKU YCTSHOBABAHE Ha MPOMEHN B rbpauTe fa
YBELAOMAT TEXHUAT NEKap Uiy MepuuMHcka cecTpa (BUMXK pak Ha MnevHarta Xrnesa no-gony).
WscrniegsaHna (BKn. mamorpadun) TpsbBa fa ce NpoBEXOAT PEOOBHO B CBLOTBETCTBUE C
npueTara NpakTvka 3a npounakiuka, Mogudmumpada crnopef, UHOWBUAYaNHUTE KNMHUYHU

HYOKIW.

Ycnosus Hanaray HabrofeHne
AXo HsIKOe OT crniefBauuTe CbCTOsHWS € Hanuue, 6uno e ycTaHoBsB
YTEXHSIBANO npy BpeMEeHHOCT UM npegulliHa XopMoHanHa Tepanns,




6raaT Habmogasakn WaTenyo. Tpsdea fa ce uMma npensns, Ye Tesk CLCTOSHUS MOraT fa ce
NOSIBAT OTHOBQ MO BpeMe Ha nevenuneTo ¢ depmectpun 50.
e Jleliomuoma (MaToueH hrbpoM) Ui eHEOMETPIO3a;
e AHaMHesa urim puckosu haktopyu 3a Tpomboembonnun sabonasatns (BUX NO-ZoOMy);
o Puckosu chakropy 3a eCTporeH-aasucuiMn TyMopy, BKIl. HacnencTeeHa obpemeneHocT
110 NpaBa NUHUA € KapUUHOM Ha MIIeuHaTa Xresa;
XuriepteHsus;,
UepHonpo6hu sabonasanns (Bkn. yeproapobeH afeHom);
3axapen awabet ¢ unn 6e3 cbaoBU YBPEXAaHNS;
Xonerfnutuasa;
Murpena unm cunHo rnascdonue;
CuctemeH nynyc eputeMaTomec;
AHamuesa 3a eHHoOMETpYanHta Xunepnnasus (B1x no-nosny);
Emmnencus;
Actma;
OTockneposs;

MpuunHK 3a He3abasHO NpekpaTsBaHe Ha TepanuaTa

Tepanusata TpAGBa fa ce npekpaty B cfiy4ail Ha OTKpUBaHE Ha NPOTUBOMNOKa3aHUsa U npu
cnienHute oberosTencTsa:

JKbhTennia U HapyLiasaHe Ha YepHogpobHaTa (yHKUmMS,

CurkincukaHTHO NOBULLIaBaHE Ha KDBLBHOTO HanaraHe,

lNosBa Ha MUIPeHO3HO rMasobonue;

bpemehHocT; )

EdpomeTtpuarnina xunepnnasms

o PUCKBT OT eHOOMETPMANHa XUNeprnasus W KapuMHoM ce [oBUliaBsa  Korato
ECTPOreHNTE Ce NPUIIaraT CamoCTOATENHO 3a AbIbl NEPNOA OT BpeMe (BIK TouKa 4.4).
NOMLARUTENHOTO npuriaraHe Ha npocTaredH 3a MuHuMyM 12 guy OT uMKbna npu
HEXMCTEPEKTOMUPEHN XEeHN 3Ha4YMTENHO HamarssBa TO3N PUCK.

e KbpseHe n sauansare Ha 6enboTO MOrarT fAa ce Habrofasart npes NbpBUAT Mecel oT
neveHneTo. AKe KbPBEHETO U 3auanBaHeTa Ha DenboTo ce 3a84bPXKaT CHel To3U CPOK
Ha TepanusTa Uny NPOALIIKaBaT Crief HeHOTO npekpaTABake, npuinHara Tpsatea ga
ce uscriefBa, KOETO MOXe Aa BKMOoYBa eHpoMeTpuarntHa buoncust 3a uskiltousaHe Ha
eHpoMeTpYanta MmanurHuaauins.

» 3a nnactupu ocBoboxnasauy noseye ot 50 g ecTpaanon [HEBHO, eHAOMETPUaNHaTa
Be3011acHOCT Ha AONBAHUTENHO NPUTIOXKEHWUAT NPOCTareH HE € NpoyyBaHa.

e HeonosnumoHupaHatTa ecTporeHHa CTUMyNauus Moxe ha foeefe [0 npemanurHeHa
wn ManurHeHa TpaHcdopMalMst B OCTaTbYHM  Y4acTbly OT EHOOMETpUO3a.
CrenoeaTtenHo, AoBaBsHeTo Ha nporectaredyt KbM ecTporeH-samecrsalliara Tepanms
TpsibBa na ce oBCchaM NPV XEHW XMCTEPEKTOMUPAaHN N0 NOBOJL EHAOMETPUO3aE, a8Ko € -
W3BECTHO HANMMUNETO Ha OCTaThMHa EHAOMETPUO3E,;

Pak Ha MrieyHara xesa

PaHpomuanpano ninauebo-KoHTponMpaHo fpoyyBaHe, npoyvsaHe Ha MHMLI,MGT’VL____ 38, KEHCKO
zapase (WHI) 1 ennaeMUONOMYHN Npoy4Bakus, BKIUMTENHO MUANOHHO %e/aa-%
(MWS), ca ycraHoBunM noBulleH PUCK 3a pak Ha MrieyHata xriesa n EHI_IIPn

ecTporeHy, KomGuHauusl ecTporeH-nporectepoH wrm TubonuH 3a 3a
Tepanus B NPOOLIDKEHNE Ha HSKOTMKO rofAnHn (81K Touka 4.8).




Mpu Bcska 3amecTealla XOPMOHHa Tepanust, OOMbITHWTENHNAT PUCK CTaBa 3Ha4UM ClieS
HSKOMKO TOOMHKM W Ce [OBULUEaBa B MNMPOALIDKEHMWE Ha JIEYEeHUEeTOo, HO ce Bb3Bpblla B
U3XO[HOTO HUBO 3a HAKOMKO { Hak-MHOro RO NeT) FoAWHN Cheq cripaHe Ha NeYeHUeTo.

Mpy MWS OTHOCUTENHUSAT PUCK 38 PasBUTUE Ha Pak Ha MIIeHHATAa Xiesa npu npunarate Ha
KOHIOrUpaH KoHckn ectporen (CEE) wnu ectpaguon (E2) e no-Bucok npn gobassHe Ha
NPOrecTareH, KakTo NepuoauyHO, Taka M NOCTOSAHHO, HE3aBMCHUMO OT BULA Ha nporecTarexa.
HsiMa gaHHU 33 pasnuka B pUcka NMpy pasiMyHnTe HauuHK Ha NpuIioXeHue.

Mpyn WHI npoy4BaHeTo NpombIUTENHOTO KOMOUHMPaHE Ha KOHIOIMpaH KOHCKW eCTpOreH u
megpkcunporectepor ( CCE + MPA ), ce acoummpa ¢ yBermMUyeH pasmep Ha KapuuHoma Ha
MIEYHaTa Xresa 1 NOBULLIEHa YeCToTa Ha METACTasupaHe B PErUOHANHNTE NUMMHN BLanu, B
cpaBHeHue ¢ nnauebo.

XopmoHozaMecTBallaTa Tepanus, No-CneuvanHo ecTporen/nporectared KombuHUpaHaTta
Tepanus, MOBULLIEEA NNbTHOCTZ Ha Mamorpadickms obpas, KOeTo Moxe Aa nosnusie Ha
PagnorionMvyHOTO AUarHoCTULMpaHe Ha KapLHoMa Ha MiieyHaTa xiesa.

BeHoseH TpomGembonmMsem

e XopMoHwanHaTa 3aMecTBalla Tepanus Ce acouuupa ¢ MoBulleH penaTuBeH PUCK 3a
passuTue Ha BeHoseH TpomBemBonmabm, Bk, AbnGoka BeHosHa Tpombosa U
BGenogpobex  embonusabMm.  PaHgoMuaupaHo — KOHTPORMpaHo  npoyysaHe U
enMOeMUONnorMuyHK NpPoyuBaHUs ca YCTaHOBMAM ABa [0 TPYU MbTY NOBULLIEH PUCK Npw
npUemMalLnTe, B CpaBHEHME C HENMPUEMALINTE XOPMOHaNHa 3amMecTBalla Tepanust XeHu.
flpyn »eHyn HenpuyeMally XOpMOoHarnHa saMecTBatla Tepanusi € ycTaHoBseHo, Ye bpost
Ha criyyanTe Ha BeHo3eH TpoMBoeMOOMMabM Mpes U3cnenBaHus o roaullieH Nepuoy, e
okono 3 Ha 1000 >xetu Ha sb3pacT mexay 50 n 59 roguHu 1 8 Ha 1000 xeHun mexgy 60
n 69 rogunu. Mpu 30paBu Xeuw Npyemalyy XopMoHalHa 3amecTsalla yepanus 5
roavHy, BposiT Ha OOMbIAHUTENHUTE cry4au Ha BeHosHa TpomBoaa npes 5 roguluHuaT
nepuos e mexay 2 u 6 (npubnuautento 4) Ha 1000 xxewn Ha BL3pacT Mexgy 50 un 59
roguHn 1 mexay 5 n 15 (npubnuautenHo 9) va 1000 xenu Ha BL3pacT Mexzgy 60 u 69
rogvHn. YcTaHOBEHO € , 4Ye chydauTe ca [o-YecTu Npes nbpsata roguHa ot
XOpMOHanHa 3aMecTBalla Tepanus OTKOMKOTO Clief TOBa;

e OcCHOBHUTE NPU3HATU PUCKOBM (bakTopw 3a BeHoseH TpomBoemBonuabMm BKMIOYBAT
aHaMHe3sa 3a NepCoHanHa Whi (hamunHa oOpeMEHEHOCT, 3HauUTeNHO 3aTHBCTABaHE (
BMi > 30 ka/m2) u cuctemen flynyc eputemartopec. HfMa KOHCEHCYC OTHOGHO
Bb3MOXHATAE pOfiS Ha BApPUKO3HWTE BEHM 3a Bb3HUKBEGHE Ha  BEHO3EH
TpoMB0eMOoninILM;

e [lauvenTi c aHamHesa 3a BeHo3eH TpoMBoeMBonMaLM Uy U3BECTHO TPOMBODNFINYHO
3abonsBate/CbCTOSHME MMaT MOBMWEH pPUCK 32 BeHoseH TpomboemBonuabm.
XopmoHarnHata saMecTBalia Tepanus MoXe [a MoBuLLM TO3W PUCK. epcoHanta vumm
thamunHa aHamHeaa 3a TpomBoemBonmabM Uy crioHTasHn abopmm Tpsibsa fa 6bpatr
M3ACHEHN C LIen U3KMmiouBaHe Ha Tpombodunuyka npesuenoanums. JIokato ce Hanpaeu
OCHOBHaTa oueHka Ha TpombohunuyHuTe PaKTopy WA ako € 3ano4HaTo
aHTUKOArynaHTHO fieYeHNE, XOpMoHanHaTa 3amMecTsallla Tepanust npu 7esu nadueHTu
TpsibBa na ce cmsTa 3a NPOTUBONOKasHa. JXeHuTe nonyuaBau aHTUKoarynaHTHa
Tepanusi U3auckeaT BHUMAaTENHO obcbAaHe Ha rofisata UM pUcKa OT NpuUnarateTo Ha
XOpMOHarnHa 3amMecTealla Tepanis;

o PuckbT OT BeHoseH TpOMBOeMOONMILM MOXE BPEMEHHO [a O VBeIIRNTIPH
NPOObLIPKUTENHa UMOBUNIU3aLMs, ronsMa TpaBma uny ronaMa xu kg@;—!ggg}a\{a@e\a
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crien,  xupypruuHata Hameca., Korato npopbfikuTenHata  umobunusaums e
safbIDKUTENHa 3a nocrnedBalla eneKkTuBHa Xupyprudecka Hameca, ocobeHo
abooMuHanHa WNM OpToNeAMYHa XWpYprusa Ha LofHWTe KpahHuuu, Tpsbea ga ce
06chbay, aKo € BE3MOXHO, BPEMEHHO CNUPaHe Ha XOpMOoHanHaTa 3aMmecTBatla Tepanus
4 no 6 ceamuum rnpeau xXupyprudeckara Hameca. Jlevenneto He Tpsibea ga ce
NOLHOBSIBA, JOKATO KEHaTA HE Ce PasABWKY HaMbITHO;

e AKO BeHO3HUAT TpomBGoeMBommaeM ce passue chep Ha4yanHoTo fievMeHue, NEYSHUETO
Tpsbea ga Obge cnpsno. Ha nauveHTuTe TpaAGBa Aa ce Kake Aa ce CBbpXar
HesaBaBHO C TEXHWST feKap KOoraTto MoYyBCTBaT noTeHumaneH Tpomboembonuyen
curapom (Hanp. BonesHeHo HanpexeHne B Kpaka, psska 6onka B repauTe, AUCTHES);

Ucxemuyuna GonecTt Ha cbpUeTo

Hsama naHHu OT paHgoMu3upaHi KOHTPONMpaHy Mpoy4sanmns 3a KapAuoBacKynapHa rorisa npu
MPOABLIMKUTENHG KOMBUHUPEHO NPUIOKEHWE Ha €CTPOreHn U MejpOoKCUNporecTepol aueTar.
[dse wmpoxn knuHuuan npoyusanms { WHI u HERS Bkn. Cubpue n ecTporer/nporeciuH
CPaBHUTENHO NPoyYBaHe) noka3saT Bb3MOXHO MOBULLIABaHE Ha PUCKa OT KapAuoBacKynapha
CMBPTHOCT Npe3 nmbpBaTta roguHa oT fledeHueTo. 3a APy fiekapcTsa 3a XOpMoHanHa
3amecTBalla Tepanus MMa camMo OrpaHudeHy [aHHW OT PaHfOMM3UpaHW KOHTPOnupaHu
npoyusaHus uacnefsal edekta UM BbPXY KapauobBackynapHata 3sabonesaemoct U
cvbpTHOCT. opaau ToBa He e CUIypHO Aarnu Tesn AaHhy ce OTHacHAT 3a JApYruTe nekapcTsa
3a XOpMOHanHa 3aMecTBalla Tepanms.

CBbA0BY MOSBYHN MHUMOEHTU :

EQHO LWMPOKO padHaoMu3upaHo knvkwuHo npoyusaHe (WHI - trial) e yctanosurio karto
BTOPWYEH PE3YNTaT MOBULUEH PUCK OT UCXEMWYEH WHCYNT fpU 30pasy XKeHW no Bpeme Ha
fleHeHNE C NIOCTOsIHHA KOMOMHaUMsA OT KOHIOrMpaH ecTporex Y MepPOKCUNPOrECTEPOH aueTar.
3a MeHN HeW3nomnaBally XOpMOHasiHa 3aMecTBala Tepanus € ycTaHoeeHo, ye OposaT Ha
CRy4auTe Ha MHCYNT aa nepuog 5 roguiu € 3 Ha 1000 npu xeHu Ha sbapacT mexay 50 u 59
roguun 1 11 sa 1000 nipu xeHw Ha Bb3pacT Mexay 60 1 69 rogusn.

MMpu *eHK Non3saLuy OT KOHIOTUPaH ECTPOTEH W MEAPOKCUIMPOrecTEpOH aleTaT 3a 5 rogusn €
ycraHoBeHo, ue Gpos Ha fonbAHuTenHuTe cnyyan € mexay 0 u 3 ( Hali-BepoatHo 1) Ha 1000
WeHY Ha Bbapact mexay 50 v 59 roguHn u mexay 1 u @ (Haii-decto 4) Ha 1000 >xeHu ha
BbapacT mexgy 60 v 69 roguHn. He e M3BECTHO Aany NOBMLLISHUAT PUCK CbLUO ce Habnwaasa
ripy ApYrUTE JIEKapcTBa 3a XopMoHarHa 3amMecTBailla Tepanisi.

OgapuaneH KapuHOM

MpogbnxuTentara (Haft-manko 5-10 rogmnu) ynoTpeba Ha ChbAbPXKalUM Camo ECTPOreH
nexapcTBa 3a XOpMOHanHa 3amecTsallia Tepania NPy XUCTEPKTOMUPaHU XeHu ce acoluupa ¢
MOBUILEH PUCK OT OBapuaneH KapuuHOM B HSKOM ENWAEMMONOMM4HM npoyusaHusi. He e
W3BECTHO Aanu fpofkikuTenHata ynotpeba Ha xoMOuHMpaHM rekapcisa 3a XOpMOoHanHa
aamecTBallla Tepanus BOAAT B0 pasrnuyeH PUCK OT NeKapcTeara CbAbpxalin camo eCTporeH.

Lpyru cbeTosHns
o EcTporenute Morat Aa NpeAv3BuKaT 3a0pbKka Ha TEYHOCTU Y NOPaav ToBa NatneHTn ¢
HapyleHa cbpaeyHa unu 6u6peyna dyrkuns Tpabea fa ce HabniasaTt BHUMATENHO.
MaumHeHTMTE ¢ TepMuHanba 6u0peuna HEROCTaTBYHOCT TpsbBa fa ce Habniofaeat
H1aTenHo, Thil KaTo € YCTaHOBEHO, Y€ HUBOTO Ha UMpKynupatiiw wﬁﬁﬂ? on ce
NoBULLIABS; @v @f?
e Jenwu c¢ npefuiecTEalla XunNepTpurnvuepuaemus Tpsbsa ; s
BHUMATENHO N0 BPEeMe Ha ecTporeHHa 3amMecTuTenHa unm xop




Tepanusi Tbil KaTto npu Takuea criydau e HabnjgasaHo 3HaUWTENHO NOBULLEHUE Ha
naasMesyTe TpUrnKuLiepnan, BOGEWO [0 NaHkpeaTuT,

« EcTporennte noBuiaBatT TUpPEOUAHWS CBLp3Bawy rredbynud (TBG) koeto soau [o
noByillaBaHe Ha LUMPKYNMpaluns ToTaneH TUPEouaeH XOPMOH, YCTaHOBEHO G [IPOTenH
cBbp3an  fion (PBl), T4 Hueara (ycTaHOBEHO 4pe3 Xxpomarorpacusi uin
paguouMyHONorMyHo) unm T3 HuBata (ycTaHOBEHO pagvoumMyHoniornyHo). T3
bpakuusita ce TOBULLIABA B PE3YNTAT Ha NOHULLEHNS TUPEOoUeH CBLP3BaLl rnobynuH.
Konuedtpaunnte Ha ceoboprus T3 ¥ T4 ca HenpomeHesHwn. [lpyrM cBbp3Ballu
MPOTENHA MOXE A CE MOBMLIET B CEpyMa, BKIT. KOPTUKOWOHUAT CBbp3Ball rnobynuH
(CBG) u rnoGynuHa cBbp3Baly NOMOBATE XOPMOHW, PECNEeKTMBHO  BOZElo A0
rIOBULLI@BAHE Ha HMBaTa Ha LMPKYNWPELLUTE KOPTUKOCTEPOMAKM W MOSIOBY CTEPONION.
Caoboguute 1 OUMOMOrMHMHO aKTUBHM XOPMOHAMHW KOHLEHTpauum ca HenpoMeHeHWU.
KoHuenTpauunte W Ha JApyrM [asMeHM npoTeMHn MoXe Ja ce noBular
(asmmoTensuHoreH/perut cybetpart, anda-l-aHTuTpunicuH, LiepynonnasmuH),

e Hsama yBeautenHyn fanxy 3a nofobpsiBaHe Ha nosHasatenHuTe dyHKmu, Mima Hakou
panHy oT WHI npoyuBaHeTO 32 NOBULLEH PUCK OT Bb3MOXHa AEMEHUMs npu JXEHU
3anoyHanu Oa NpyWeMaT TIOCTORHHO KOHIOMMpaH eCTpPoreH W MeApPOKCUNPOorecTepoH
auetaT cres 65 rogvwHa Bb3pacT. He e U3BeCTHO Aarit ToBa Ce OTHacH 3a no-mnaau
AEHU B MeHoriaysa Unv Apyra JieKapcTea 3a XopMoHarnHa samecTealla Tepanus.

4.5 BaanmoaencTems ¢ APy JIEKapcTeeHM NPOAYKTU Y Apyri (hopMn Ha B3aumogeilcTsne
MeTabonuaMbT Ha €CTPOTEHUTE MOXe La Ce YCKOpU MpKU €OHOBPEMEHHOTO npuemaHe Ha
cyBCTaHUMN MHOYLMpaluM eH3uMnTe, ydacTsaly B MeTabonusma Ha nexapcisara, unu fo-
cneumanHo umtoxpom P450, kaTo aHTUKOHBYNCMBHW fiexapcTaa (Harnp. deHobapburan,
cheHnTnoH, KapbamesenuH) W aHTUGUOTUUM (Hanp. pucbaMmnuumH, pucabyTuH, HeBMpanuH,
ethapupeHy). PutonaBup u HendwHaBup, W3BECTHW KaTo CUMHU nHXuBUTOpM noKassaT
MPOTUBHO Ha TOBa MHAyLMpaluy CBOACTBa KOTato Ce NpMeMart CbBMECTHO CbC CTepougHY
xopMohu. Bunikosu nekapctBa cbabpikatm Hypericum Perforaium morar ga uHgyuumpar
MeTabonuama Ha ecTporeHuTe.

fipy TpancaepmanHo npunoxeHue ce wsbsrsa egexkTsT Ha NMbPBOTO NMPEMUHABaHE Mpes
yepHusi ApoB, Taka, Ye TPaHCAEpManHo APUIIOKEHUTE ecTporeHn moxe Aa Ovgart no-rexko
FOBIINSIHY OT EH3UMHUTE UHOYKTOPY OTKOMKOTO XOPMOHUTE MPUIOXEHN OparnHo.

KnnHu4yHo, NoBuLLeHUAT MeTaGonmaeM Ha ecTporeHUTe U NPorecTepoHa MoXe Aa AoBeAe [0
HamarnseaHe Ha edieKkTa UM ¥ poMeHn B rpoduna Ha MaTo4HOTO KbpBEHE.

4.6 bpeMeHHOCT Y1 KbpMeHe

Hepmectpun 50 He e nokaseH Mo BpeMe Ha BGpemeHHOCT. AKO N0 BpeMye Ha fleveHue ¢
Jepmectpun 50 HacTbnv DpeMeHHOCT nieveHneTo TpAbea Aia ce fpeycTaHosu HesabasHo.

3a MOMEHTa, pesynTaruTe OT NOBEYETO ENVAEMNONIOTNYHY NPOYYBaHNUs NpY HenpesHaMepeHo
uanaraHe Ha eTyca Ha [AECTBUETO Ha €ecTporeHW He MNoKa3sarT TepaToreHeH WK
(beTOTOKCUYEH edeKT.

Jlaktauus
Hepmectpun 50 He ce npunara no BpeMe Ha KbpMeHe,

4.7 Ecbexty BbpXY cnocobHacTTa 3a Wodupate u padoTa ¢ MallmHu

He e useectHo [epmectpun 50 ma noenusisa cnocobHOCTTa 3a
MaLuuHK.




4.8 HexenaHu peaxkumum

Mpubnusutenyo ot 10 Ao 17% ot nauuexTuTe NekysaHu ¢ [lepmectpusi 50 nipu KTUHUYHATE
W3CMeABaHNs NpoABsBaT CUCTEMHN HEXENSHN peaKkUum, KOUTO Ca AeKM K NPEXofHN. TeXeCT B
repaute ce goknagea npu 20 — 35% ot naumerTuTe. JlokanHa peakims Ha anfMKalMoHHOTO
MSICTO, Hall-uecTo neka eputeMma ¢ unu Oes cwpbex ce nabniogasa npu 10 — 25% or
naumeHTuTe.

B cnepnata Tabnmua € CrMCHKLT C HexerauuTe peakuww, Habriofasany npu rievetne ¢
fepmectun 50 U Opym NekapcTsa 3a 3aMeCcTUTENHA XOPMOHanHa Tepanusi Chabpkatiy 17

— ecTpaguort:

Opraes B CHCTEMA YecTr HewEnaHA peak- | Pefky He)KeNaHy peakimm | MEOT0 DSHKH HEXEaHY PeariTHe
muE > 1/1000 <1/10 <1/100 > 1/10 000 1 < 1/1000
licaxmaTpydad pascTpoiicTsy Jenpecus :
Henrpansa HepBHa cucTeMa | PasapasHuTenHOCT Murpera, CBeTOBBPTEXK TIpoMesn B mE6HAOTO,
Tnasobonse BOIIEBAHE Ha eNHNeNCH]
ChIORY pa3cTpOUCTER Ilopminapane ga aprepuan- BeHo3eH TpoMO0eMOOMIZEM
HOTO HamATaHe
TacTpouETeCTHHANER Tapere,abpomunamm | Ilospeimane
Pazcrpolictea KOJIHKH, METEOPHSEM
Xeparobanrapma HpoMeHEHH HIIH aHOPMA-
PazcipoiicTsa B YepHONpoDER GyEKIH
OHAIHE TECTOBE
PazcrpolicTa Ha KOKaTa B Anepragyer KOHTAKTEH JEPMATHT, TIpe-
HOFKOKEETE ThEKAHH* XOfHA CASH BE3MallHTeNHE MIMEHTA-
HHS, TeHEpaNH3HApaH chple, exanTeM
PasctpolicTsa Ha monoBata | TemecT H 00AKH Pax ua myieunata xuieza | HosoOpaioBeHws Ba Matkata
CHCTEMA H MICIETE H/Ie3d | B IEDIATE, MATOIHH
KpPEBOTEYEHN,
TpOMsHA BBE BIIA-
raAINHATA CEKpeny,
XHEICPINa3ns Ba CHAO-
METpAyMa
006 pasctpoiicTea Bappraka Ha TedHOCTH ¢| IIpoMerd B ITEOKO3HES Brsnanenvis Ba owure OpH HOCEHE HA
TYRCTBO Ha TEXECT B TONEPARC ¥ KPLEBHATA K02~ | KOHTAKTHY SN, aHa(QAAAKT MIHH peak
Kpakara, IOBH- TyHanaa v ( YTOESKOTE HpH DANHeHTH ¢ AHAMH-
DidBaHe WA HaMalaBaHe €32 33 ANEPTHYHA PeaKiTHR)
TEFNOTO

+ KoxHuTe peakumm ca ro-pegku npu nocrassHe Ha [lepmectpun 50 saneneH Ha ropHUAT
BhbHLUEH KBaZpaHT Ha XaHLia, Nipy NpoMAHa Ha MsICTOTO Ha BCAKa anfinkaumsi.

Pak Ha mnevHaTa xnesa

CuriacHo fannute oT ronsamM Gpoil envaeMuonornysy npoyvysaHns v €4HO pasgoMuaupaHo
nnauebo KoHTponupaHo npoyysade (WHI), JONLAHUTENHUAT PUCK OT PaK Ha MIleYHaTa Knesa
ce yeenuyaea ¢ yBenu4aBaHETO Ha NPOABLITKUTENHOCTTa Ha XOpMoHanHaTa 3aMmecTuresnHa
Tepanusi Apy nauMeHTU NpUeManu WAW NpUeMallil B MOMEHTa XOPMOHanHa 3amecTutesnHa

Tepanusi.

Mpu XopMoHanHa 3aMecTUTEnHa Tepanus NpoBeXaaHa caMo C ecTpore ‘%ﬁe&% Ha
penaTUBHUS PUCK NPYU peaHanuaa Ha OpuUrvHanHuTe gaxsn ot 51 enuge ggm'vlhr-m[c

(npy kouTo >80% OT NaUMeHTUTE ca NPoBEeXLany XopMoHarnHa samecTuTe Ha Te aﬂuﬂ\ca;m c
€CTporeHn) 1 or Mun1oHHOTO eHcko npoyysade (MWS) ca Gninaku, 1 35” (95‘1/5:;{21 i 1@4‘9
n 1,30 (95%Cl 1,21 — 1,40), pecnekTUBHO. 2L ¥T AL=




MMpn xombuHupaHa, XOopMOHanHa 3aMecTuTeliHa Tepanusi npoBexaaHa ¢ eCTporeH MU
nporecTareH, ronemi enyuaeM1osoruyHu Npoy4BaHnst ca MoKasanu AONbNHUTENHO MOBULLEH
pPUCK OT paK Ha MNevHaTa Xie3a B CPaBHEHWEe C pucka Mpu  CaMoCTOATENHO fieYeHue ¢
ECTPOTEH.

MUIMOHHOTO XeHcko npoyusaHe (MWS) e rnokasano 4e, CPaBHEHO C XeHW He npunaranu
HUKOra XOpMOHAanHa 3aMecTuTenHa Tepanusi, yrnotpebara Ha pasnuyHu BUEOBE ECTPOTreH —
nporecTared KoMOuHaUuu ce acouuupa ¢ MOBULLIEH PUCK OT KapUWHOM Ha MAesHaTa Xile3a
(RR = 20, 95%CI: 1,88 — 2,12), OTKONKOTO np¥ CaMOCTOSTENHO npuniaraHe Ha ectparek (RR
= 1,45: 95%Cl 1,25 —-1,68).

WHI npoyBaxeTo Nokassa AonbnHuTerneH puck ot npubnmautento 1,24 (95% Cl 1,01 — 1,54)
cneg 5,6 roguuna ynotpeba Ha ecTporeH — nporectareH KombOuHupaHa XopmoHanHa
samecTBaila Tepanns (CCE + MPA) B cpastenue ¢ nauueHTuTe rpuemaluy nnaveto.
ABCOnOTHUAT PUCK KanKyrmmpaH 3a MWS n WHI npoyysaHeTo € npegcTaseH no-gony.

Mpu MWS e uauncnieHo, ye o7 oBlata cpefHa vecToTa Ha KapLMHOM Ha MIieYHaTa Xresa B
Pa3BUTUTE CTpaHu, Ye:

e {lpn >XeHn He MoONy4YaBanu XOpMOHamnHa s3amecTuTefHa Tepanusi KapuuHOM Ha
MreuHaTa xrnesa e guardoctuumpad npu 32 ot 1000 Ha sb3pact mexgy 50 v 64
roavHu;

e Ha Bceku 1000 xeHn, ynoTpedsgam unn yrioTpedbasany XopMoHarsnia 3amecTuTenHa
Tepanus, OposiT Ha JonbIHUTENHUTE cnyyau e 6bae:

{ianonsealiy camo ecTporeH 3amecTealla Tepanus
- mexay 0 u 3 (Haii-eepositHo 1,5) 3a 5 roguiuna yrioTpeba
- mexgy 3 u 7 (Hai-sepositho 5) 3a 10 roguwhka ynotpeba

W3nonssaluy KoMOuHMpaHa eCTPOreH n nporecTareH XopMoHanHa saMecTuTenHa Tepanus
- mMexay 5 u 7 (Hait-eeposTHo 6) 32 5 roguweHa yniotpeba
- mexay 18 u 20 (hafi-seposTHo 19) 3a 10 roguiuHa ynotpeba

WHI npoyusaHeTo e yCcTaHoBWIIo, vye cnef 5,6 roguiuHo npocnesasaHe npu JKehn Ha Bb3pact
mexgy 50 1 79 rogvkv Le Bb3HUKHAT AOMbAHWTENHO 8 criydan Ha UHBasUBeH KapLMHOM Ha
MrieyHaTa Knesa, AbMKall ce Ha KOMOWHMpaHa XOpMoHaliHa 3amectuTenHa Tepanus C
ecTporeH u fiporectared (CCE + MPA) 2a obwio 10 000 roguiiiy Kypca neveHns.
CwIrriacHo ua3ducrneHnsiTa Ha JaHHuTe OT NPoyYvBaHeTo € YCTaHOBEHO, Ye:
e 3a 1000 xeHu ot nnauebo rpynata okoro 16 crnydas Ha MHBasWBEH KapUMHOM Ha
MrievHaTa ¥hesa e 6baart AuarHocTuUMpaHy 3a nepuos ot 5 roaunHn.
e 3a 1000 xeHu wusnonaeawym komBuHMpaHa XopmoHanHa 3amecTuTenHa Ttepanus
ectporen u nporectared (CCE + MPA) Gposit Ha gonbhnuTenHuTe cnydau we Onpe
mexay O u 9 (Hali-BepoaTHa 4) 3a niepuog ot S roguHmn.

Epo;n' Ha OONMbIHUTENHUTE cnyqéu Ha KapUWMHOM Ha MnedHaTa Xne3a npu XeHW U3nonssail
XOpMOHanHa 3ameCtuTenHa Tepanusa € B ob nuHuK nonober Apu KeHW 3ano4ysalln
XopMmoHanHa saMmecTuTenHa Tepanusi, He3aBUCMMOo OT Bb3pacTa NpK 3anoYBaHe Ha ﬂe‘-leHVleTO

(mexay 45 1 65 roguHu) (BUX ToUKa 4.4),

EHgoMeTpuaneH KapLyuHomM

[ipy XeHU C WHTaKTHa MarTiKa, PUCKLT OT eRfoMeTpuanta Xunepnnasusgsy .\.- SOME N

KapLliMHOM ce noBuLiasa ¢ NOBALLABaHETO Ha NPoAbmKMTENHOCTa Ha né’lfe HEiG. G\GC‘[}B‘GIQ
s b

CurmnacHo AasHnTe OT envAeMUOnorMYHNTE NpoyYBaHna Han-ToYHaTalpk :

o




NPV KEHU HEM3MNOMN3BAaLlM XOpMOHanHa 3amecTuTenHa Tepanus npu okornio § Ha sceku 1000
HEeHW € YCTaHOBEeH eHoMeTpwaneH KapuuHoM BbB Bb3pacta Mmexgy 50 n 65 roguHu. B
3@BUCUMMOCT OT NMPOABITKNTENHOCTA Ha NEYEHWETO W [0338Ta Ha eCTPporeHuTe, SoKnaaBaHoTo
MOBALLEHWE HA pUCKa 3a pasBUTME Ha eHAoMeTpuaneH KapuWMHOM MpW XeHW Mpuemalln

. ecTporenyu sapupa mexay 2 v 12 nbTY NoBeYe oT HenpuemalumTe ectporequ. [NpubassaHero

Ha nporectareHd KbM ecTporesHarTa Tepanina sHa4dnTesiHo HaMarnsAsa To3n NoBULLISH PUCK.

Opym  HeXenaHu riexapcTBeHu peakuuw ca 6unv  AoknajBaHu KaTo CBbpsaHu ¢
ecTporeH/fporecTareH Tepanusi:

e EcTporex asasucumn Heonnasuvm — BeHWIHEHU U ManUrHeHW, Hanp. eHpomeTpuaneH
KapuuHom (BWX Touka 4.4 Crnieumanin NpedynpexgeHns W creuuantdn yKkasasua 3a
ynorpeba); .

e BeHosen TpomGoemBbonuaLM, Bk, AbNOOKKM BeHO3HM Tpomboan Ha Kpakata U Tasa U
benogpobeH eMOONM3BM, Ca NO-YECTU MNpU  XeHU [puemallin XOpMOoHarnHa
3aMecTUTENHa Tepanisi OTKONKOTC MPY HENpUeMaLl TaKkasa Tepanus XeHu. 3a noseye
uucdopmanma Bk Todka 4.3 [lpoTMBONOKasahug WU Toyka 4.4 Cneumanhu
NPEAYTIPEXAEHUS U CrieLMarnty ykasanms 3a ynotpeba;

e Muoxkapger uHchapkT 1 MO3bYeH MHCYAT (BUXK Touka 4.4 Crielnanyu npenynpeXxieHns
¥ creuuandy ykasahus 3a ynorpeba);
3abonapanns Ha MTbYHUS MEXYD;
3abonaBaHus Ha KOXaTa W NOAKMKHUTE ThKaHW: XfloasMmu, epuiema myntudopme,
epuTEMa HOLO3YM, CbAOBA NYPIypa;

e BepositHa gemeHuus (BWK Touka 4.4 ChneuvanHu npegynpexgeHus v creunanHu
yKasaHus 3a ynotpeba);

4.9 lNpepoavpare

CumnToMuUTE Ha NPEeLo3vpaHe Hall-YecTo ca HanpeXerue B MbpAuTe, nofyBaHe Ha Kopema,
TPEROMHOCT, Pa3fpasHUTENHOCT Ui 3appbXKa Ha TeHHOCTU. PnaTyneHLuaATa chillo MoXe Aa
ce Habnwoaasa KaTto CUMNTOM Ha npefosupaHe.

OTnafHOTO KPBLBOTEYEHME MOXe pfa ce Habnopgaea Kato pesynTar Ha penammsBHo
npefosupaHe Ha ecTpaauona ro BpeMe Ha NpueMaHeTo Ha NporecTaraH.

CUMNTOMUTE M34e3BaT NPYU OTCTPaHABaHe Ha NracTypa uny KoraTto fo3aTta ce pegyumpa.

5. GapMakonoriMdHN AaHHN
5.1 OapmakognHaMUYHN OaHHN

ATC kopn: GO3CAQ3
YporenutarnHa cucTema v nosioBi XOpMOHHK

JlexapcTBeHoTO BeliecTBe 17B-ectpaguon e xumuuecks v Ouonormyeckn MOEHTUYEH G
YOBELUKNR €CTPOreH ecTpaguon. Toit 3aMecTsa npekpateHata npy JXeHn B MeHonaysa
MPOAYKUMST HA ecTporeln 1 obriek4yaBa CUMMTOMUTE Ha MeHonaysara,

Ectporennte npepnassar OTF 3arybara Ha KOCTHa MMBTHOCT MpPW MeHonaysa WM chnef
OBapeKTOMUS,

WHchopmaLns oT KNMHUYHK NPoy4YBaHus

o OOnekyaBaHe Ha MeHoraysafnHWTe CUMATOMU Ce focTura np.
cepMULM OT fiE4YEHNETO.

¢ TlpeBeHUUs Ha OCTEOTIOPO3a



- Ectporenhusit feduunT npy MeHonaysaTa ce acouuupa ¢ NOBULLZBAHETO Ha
KocTHaTa oDMsHa U HamansiBaHe Ha KocTHaTa Maca. EdiekTsT Ha ecTporenuTe
BbPXYy KOCTHata MeHepanda MAkTHOCT € Jososasucum. [IpotexuusaTa e
eheKTUBHA TOMKOBA, KONKOTO npoAbmkasa redeHneTo. Cref npekpaTaBaHeTo
Ha XOpMoHanHarta 3aMecTUTENHa Tepanusl, KOCTHarTa MAbTHOCT 3anodsa fia
Hamarsisa ¢bC CKOPOCT, NofcbHa Ha Tasy nNpy HENEKYBaEHN JKEHN.

- [annute ot WHI npoyysaHeTo v MeTa-aHanuanTe MOKa38ar, Ye NPoBeXaaHoTo
H& XOPMOHANHO 3aMCTUTENHO fieHeHue, camoCTOATERHS Uin B KomOuHalns ¢
nporecTareH NPOBEXZaHo MNpW 34paBu Xehu penyumpa pucka ot Geppena,
BepTebpanHa wnvM gpyra ocTeonopoTudHa dpaktypa.  XopMoHanHata
3aMECTUTENHA Tepanus MOXe Calllo fa npodunakTipa qpakTypute Mpu XeHu ¢
C YCT2HOBEHa HUCKA KOCTHa MITbTHOCT Wunw Npugpyxasalla 0CcTeonoposa, Ho
ed)eKThT NpU THX € orpaHuydeH.

5.2 ®apMaKoKMHEeTUYHN AaHHN

TpaHCOESPMANHOTO T[IpUNOXKEeHWe Ha EecTpaguon ocurypsiea NnasveHn KOHLUEeHTpauuy,
nogobHW, Ha NnasMeHUTE KOHUEHTpauuy Mpu XeHw rnpegn MeHonaysa B paHHa W cpepHa
donukynapHa casa. OpanHo NPUNOXEHWAT ecTpaguon ce [oAnara Ha eKCTEeH3UBeH
metabonusbm npu  LTbpBUS  nacaX’  KOETO HaMangea aKiuBHuTe MeTabonutu.
TpaxcaepmarnHo NpunoKSHUAT ecTpaanon 3acbukand MeTabonuaMbT Ha ,TbpBY nacax’ u
nopaay TOBa OCWIYpABa TEpParnesTWYHW fNasMeHsn KOHLUEeHTpauuu npyu no-Hucka ToTanHa
fAHesHa fosa.

HomuHanHoTo pHesHo ocBoOOXaBaHe Ha ectpaguon ot [depmectpun 50 e 50 pg B
NPOSBIDKEHNE MakcUMyM Ha 4 aHKu. PapMakoKMHETUMHWTE NMpOyYBaHus nokKassear, 4ye chneg
npunaraHeto Ha [epmectpun 50, npubnusutenHata nnasmeHa KOHUEHTpauws wu
ChOTHOLUEHUETO ECTPafMon/ecTpoH € nofobHO Ha (M3NONOIMYHUTE HUBA, YCTAHOBEHW Npn
JXEHU NpeAn MeHonay3sa.

Crnep eguHuvHO npunoxkeHne Ha [epmectpun 50, npubnvsUTEnHOTO M[NasMEeHO HWBO Ha
ectpagviona crief 12 vyaca e 32 pg/ml, a MakcumanHata koHUeHTpaLus mexay 38 u 48 pg/mil
ce poctura cneg 24 -36 yaca. [lpu cTabunHo cecTosgHWe, G BTOPUAT NNacTyup U ciief TOBa,
npubnusuTEnHaTa MakcuManHa nfasmeHa KoHueHTpaums ot 37,2, 60,8 u 116 pg/ml ce
fnocTura 3a equH feH, choTBeTHo ¢ [depmectpun 25, 50 u 100, gokato npubnuantenHara
fifiasMeHa KoHUeHTpauus cnies nepvog ot 96 vaca e 22,8, 40,1 n 79,3 pg/ml n Cmax HuBaTta
ca 12,51, 20,53 u 44,39 pg/ml, pecnexktneHo. CnegosaTenHo, NosuiliaBaHeTo Ha nnasMeHaTta
KOHUEHTPaLWs Ha ecTpaaMona € B NUHelHa 3aBUCYMOCT OT NOBUILABaHeTo Ha [jo3arta.

MpuGnvauTenHOTO CLOTHOWIEHME MeXAy nNNasMeHuTe KoHUeHTpauun Ha ectpaguona u
€CTPOHAa 110 BpeME Ha npusiokeHueTo e pasHo Ha 1. 3a 8-24 yaca cnef, OTCTPaHABaHETO Ha
Hepmectpun 50, KOHLEHTPaLMMUTe Ha eCTPaamnos Y eCTPOH ce BPBLUaT KbM 6a30B0TC HUBO.
CpegHo NnasMeRnaT NOMKMBOT Ha ecTpaavona € okono 1 yac. lNnasmernst knupbHe e 650-
900 nuTpa/men/m2. Ectpapnona ce metabonusvpa rfiaBHO B YepHust gpob, Har-BaxHuTE
MeTaGOonNT! ca eCTPUOS, ECTPOHE, 1 TEXHUTE KOHIoraTy (IIioKopoHuan u cyndari) KouTo ca
MHOFO MO-ManKo akTuBHM OT ecTpasuona. Metabonutute Ha ecrpaguona ce enuMuHMpart
rnasHo npes 6GubpelyTe KaTo FIOKOPOHUAY U cyndaty. MeTabonutute Ha ecTpagnona Culio
ce OTKpUBAT BB (heueca. Tosa ce AbMKU Ha eHTepo-XenaTtanha UMpKyiaumns.

5.3 lNpepknvinyny aadHy 3a besonacHocT




lNMpoyysanusi Ha AeiCTBUETO Ha eCTPaAVoNn BhpXy ONMUTHYU XKUBOTHU Ca MOKa3arin O4YaKeaxnTe
ecTporeHHn edekt. HaMa npefkivHMMHEN AaHHW C KNWHWYHO 3Ha4YeHWe, OCBEeH Beue
BKIHOUEHUTE B APYIUTE YacTu Ha Tasu Kpatka xapakrepucTuka.

MpoyyBaHusATa 3a noKanHa NOHOCUMOCT NPOBELeHV Npu 3aiiuy AemoHcTpupart fobpa KoxHa
TONEPaHTHOCT KbM TPaHCAepManHuTe rnacTipiy npn enHokpaTHa M MHOroKpaTHa annukauus.
[MrnacTupuTe He ca nokasanu ceHsndunManpall noTeHywan ApyM MOPCKO CBUHYE.

MbpBUYHUTE TECTOBE 3a KOXHO ApasHeHe M ceHaubunnsauuoHHUTE TECTOBE MPOBEAEHU C
akpunHM  KonormMepn, dopmupalit  anoxesuBHUS  METPUKC  AeMOHCTpUpaT nokKanka
©e30nacHOCT Ha TE3W KOMIOHEHTU.

6.dapmaLesTU4HN OaHHN
6.1 CnnchbK Ha NOMOLLHKTE BELLECTBa

EcTtpaauorn cbabpall] agxesnBeH MaTpuKke:
Axpuniav kononiumepu (Durotak 387-2352, Durotak 387-2287)

IokpuBHO ponno:

Polyethylene terephthalate

Cuctemarta 3a TpaHcOepMariHO npeHacsiHe e obBuTa CckC 3auiuTHa 0BBMBKa OT DesuseTeH,
npo3payeH, CWIWKOHU3WpaH MonueTuneH TtepedTanar , KOATO ce OTCTpaHsaBa npeau

yrnotpeba.

Cobcraea Ha cucteMaTa 3a eguHnla niowy (3a cm2) € ugeHTUYeH.

[epmecTpun 50
Paamep 18 cm2
(oceoboxpaBalla NOBbPXHOCT)
HomunanHo aHeBHOo in vivo 50 ug

ocBoOOXAaBaHe Ha ecTpaguorn

6.2 HecwBmecTuMocTy
He ca uaBecTHn hapMaLeBTUYHY HECLBMECTUMOCTHU

6.3 Cpok Ha rogHocT
[iBe rogukm, ako ce CbXpaHsBa NpaBuliHoO, B MHTAKTHA OMNaKoBKa.

6.4 Crneunanku ycrioBus 3a cbxpaHeHne
[a ce cbxpaHsiBa npu Temnepartypa go 25 °C.
Hepmectpun 25 TpAGBsa Aa ce CbXpaHsiBa B UHTaKTHA onakoska.

6.5 Buo 1 cbabpiKaHue Ha onakoskaTta

HOepmectpun 50 e naketupaH B KapTOHeHa KyTus, chabpXalia 8 TpaHcaepManHn nnacTupy,
WHOMBMAYANHO OMaKoBaHW B NpefdnasHa OnakoBKa OT TOMNOYCTOWYMB MaTepuan ¢ BbTpelleH
anyMuHues Crion.

6.6 VHcTpykuus 3a ynotpeba

OnakoBKkaTa Ce OTBapsi MpU Mapkwpakns Kpait (He ce W3NON3BaT HOXWLW,
HenocTTa) ¥ NAacTUpLT Ce USBaXa.



[OptxTe nnacTupa Mexay naneua ¥ nokasaneua, 8 4acTra orpaHuueHa ot BUCAWMSA Kpali, KoATo ce
usgbpnea. OtAenete no-ronsiMara 4acT OT NpeffiasHaTta OnakoBKa ¢ gpyrata pbKa W s oTCpaHeTe.
WabareaiiTe gonupa cbC 3anensatlara vyacT Ha rnnactupa.

flocTaseTe NnacTupa BbPXY KOXaTta KaTo AbpXUTe MEXAY nanela v roxasaneta
yacTTa BCE OlUe MOoKpWTa 0T 3atunTHus cno. OtgeneTe ocraHanara YacT OT SaWuTHAS CrIoH U CUMHO
ApUTHCHETE 3a oKono 10 CekyHau UsnarTa NOBBPXHOCT Ha fnactipa. HatucHeTe ¢ NPBCT OTHOBO MO
prboBeTe, 3a fa ocurypute S006poTo NpunensaHe.

Criery oTCpaHsiBaHe, NMnacTMpLT Tpsalea [a ca nperbHe CbC 3anensallara 4acT HaBbipe, W fa ce
U3XBBPY.

7. TipyTExXaTen Ha paspeLUerneTo sa ynoTpeda
Rotiapharm S.r.l.

Via vilosa di sopra, 9 — 20052

Manza (Ml) ltaly

8. [lata Ha MbpBOTO paspellieHue 3a ynorpeda
Mapr 1995
roguHa

9. [ara Ha nocrngHa penakiysa Ha TekcTa
Mapt 2004 rog.




