MNPUJIOKEHMUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA TPOAYKT

CONBRIZA 20 mg ¢punMupanu TabIeTKu

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Bcesika pmmupana tabnetka cpabpxa 0asenokcuden auerar (bazedoxifene acetate), KoiTo e
exBuBasieHTeH Ha 20 mg 6azenokcuden (bazedoxifene).

HOMOH_[HO BCIICCTBO C U3BCCTHO HeﬁCTBHe

Bcesika pmimupana tabnetka chabpxa 142,8 mg nakrosa (KaTo MOHOXHIPAT).

3a MBJIHUSA CIHUCHK Ha IIOMOIIIHHUTE BCIICCTBA BHMIKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana TabneTka.

Bsana no nouru 6s71a punMupana tabneTka ¢ popma Ha Karcysa, ¢ BITbOHATO pereHO 03HaueHHE
»WY20” Ha emHaTa cTpaHa. J[pkrHATa HA TabneTKaTa € mpuoOIu3uTenHo 1,5 cM.

4. KJIMHUYHU JAHHAU

4.1 TepaneBTUYHHU OKA3AHUSA

CONBRIZA e noxka3zaH 3a JiedeHHe Ha IOCTMEHOIAy3aJIHa OCTEONOPO3a IPH KEHH C TTOBULIEH
¢pakTypeH puck. JlokazaHO € 3HAYUTEIHO MOHWKEHUE HA YECTOTaTa Ha (paKkTypH Ha MPEIUICHUTE.
He e ycranoBena epukacHocTTa npu GpakTypu Ha OeIpeHaTa muiKa.

[Tpu onpenensine n36opa Ha CONBRIZA wnnu npyru BUIOBe JiedeHrE, BKIIOYUTEIHO ECTPOTeHHU, IPH
KOHKpPETHA MOCTMEHOIay3aJIHa KeHa TpsAOBa Jja ce MMaT MPEIBUI MEHOMAY3JIHUTE CUMIITOMH,
edeKTUTEe BHPXY ThKaHUTE HA MAaTKaTa U I'bPOUTE U ChPACYHO-ChAOBUTE PUCKOBE U TOJ3H (BX. TOUKA
5.1).

4.2 Jlo3upoBKAa M HAYHH HA NPHUJIOKEHUE

EO3I/IQOBK3

[Ipenoppunrtennara no3a CONBRIZA e exna TabieTka BeIHBK JHEBHO 110 BCSIKO BPEME Ha JCHS, ChC
nunu 6e3 xpana (BX. Touka 5.2).

I[O3I/I 1mo-BUCOKH 0T 20 mg HC CC MpCIopbYBaAT, ThBi KaTO HsAMA JOKa3aHa IIO-BHUCOKa e(i)I/IKaCHOCT u 1mo-
BHCOKHUTC TO3H MOKEC a JOBCAAT A0 AOIIBJIHUTCIICH PUCK (B)K.TO‘IKa 5. 1)

Tpf[6Ba Ja C€ BKIIIOYHU ,I[O6aBKa OoT KaJ'II.IPIfI /Uy BuTaMud D KeM AueTaTa, ako ITHCBHUSAT IIPUCM €
HCOOCTAaTBH4YCH.

Cneyuannu nonyiayuu

bvoOpeuno yspescoane
Bbazenokcuden He e oleHsABaH JOCTATHYHO MIPH NAMEHTH C TEXKO OBOPEUHO yBpEXIaHE U 3aTOBA
TpsiOBa J1a ce mpuiiara ¢ MOBUILEHO BHUMAHKUE NIPU Ta3u Ipyna (Bx. TOUkH 4.4 u 5.2).
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He e HeoOxoamma KOpeKIHs Ha 103aTa NPy MalUeHTH C JIEKO MM YMEPEHO TEXKOo OBOpedHo
YBpEKIaHe.

Yeprodpobno yspescoare
Be3zonacHoctTa 1 edukacHocTTa Ha O0azegOKCU(EH HE ca OLECHSIBAHU MPH MALUEHTH ¢ YePHOIPOOHO

yBpexnade. He ce npenoppuBa ynorpeba mpu Ta3u rpymna (Bx. Touku 4.4 u 5.2).

THayuenmu 6 cmapuecka v3pacm
He e HeoOxommuma KopeKIus Ha JTo3aTa Bb3 OCHOBA Ha BB3pacTTa (BXK. TOUKa 5.2).

IHeouampuuna nonyrayus
Hsima cpoTBeTHO mpuiiokeHue Ha 0azeqoKkcu(eH Mpy neIuaTpruyHaTa MOy Iaiusl.

Hauun Ha OPHUITOKECHUC

HepopanHa VHOTDC6a

4.3 IIporuBomokazanus

CBpPBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MIIM KbM HAKOE OT TIOMOIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

Hacrosma nnu MuHana anamHe3a 3a ciiydad Ha BEHO3Ha TpOMO0eMOOIHS, BKIIOYUTEIHO IbJI00Ka
BEHO3Ha TpoM003a, OenoapodeH eMOoIu3bM U TPOMOO03a Ha PETHHAIHATA BEHA.

CONBRIZA e nokasana 3a ynotpeda camo IpH XeHH ciiell MeHonay3a. bazenokcuden He Tpsiosa na
ce mpueMa OT JKEHU B JIETEPOHA Bh3pacT (Bxk. Touku 4.6 u 5.3).

HeobscHruMO MaTOYHO KPBBOTCUCHUC.

HaLII/IeHTI/I C MpU3Hal1 UJiu CUMIITOMHU Ha CHAOMCTPHUAJICH PaAK; Oe3omacHoCTTa MY IIpH Ta3u I'pyIia HC
€ MpOYyYCHA AOCTAaTBhYHO.

4.4 ChnenuajaHM mpexynpe:kIeHUs U MPeANasHu MePKH NPH ynoTpeda

He ce npenopruBa ynorpebata Ha CONBRIZA npu >keHu ¢ IOBHILEH PUCK 32 BEHO3EH
TpoMboembonmuzsM. CONBRIZA ce cBbp3Ba ¢ MOBHIIIEH pUCK OT BeHO3eH TpoMmboembonu3sm (BTE).
Haii-Bucoka uectora Ha BTE npu knmuHuYHM H30UTBaHMS € HaO/II0JaBaHa Ipe3 IbpBaTa roguHa OT
JICYEHUETO C OTHOCHUTENEH PUCK 2,69 B cpaBHeHHE ¢ miane6o. Ciex 3 TOAMHU OTHOCUTEIHUAT PUCK €
1,63, a cnex S-roguilieH Nepuo Ha MPOy4YBaHE OTHOCUTEIHUAT puck € 1,50; cnex 7 ronnHu
OTHOCUTENHHAT puck € 1,51 (Bx. Touku 4.8 u 5.1). PuckoBure dakropu, CBbp3aHU ChC CIyIanTe Ha
BeHO3eH TpoMOoemOonu3bM (BTE) npu KMTMHUYHKUTE U3NUTBAHKS, BKJIIOYBAT: HalpeIHaAIa Bb3PacT,
3aTIBCTSIBaHE, 00E3ABIKBaHE, XUPYPruuHa HaMeca, TeXKa TpaBMa U 3JI0KaueCTBEHO 00pa3yBaHue.
CONBRIZA TpsiOBa na ce cripe npeny U Mo BpeMe Ha IpOIbJIKUTEIHO 00e3IBIKBaHe (Harp.
MOCTOIIEPAaTUBHO Bb3CTAHOBSBAHE, MPOIBIDKUTEIHO 3aJIeKaBaHe) U Jja c€ Bb30OHOBH CaMO CIie KaTo
MalMeHTKaTa cTane u3usio amOynaropHa. OcBeH ToBa sxeHute, npuemaiin CONBRIZA, Tps6Ba na
ObIaT MOCHBETBAHM Ja CE PAa3X0XKIAT IEPUOTUYHO MO BpeMe Ha IPOIBIKUTEIIHU IbTYBaHHA.

BaBC,I[OKCI/I(l)eH HC € IPOYYBAaH IIPpU KCHU NIPCAU MCHOIIAay3a. beszonacHocTTa MYy IIpPH )KCHU ITIPpEan
MCHOIIay3a HC € YCTaHOBCHA 1 yHOTpe6aTa MYy IIpH Ta3u NOITyJIalyg HE C€ NPCTIOPHIBA.

HsMa HUKakBH JOKa3aTeNCcTBa 3a Mpoiudepanys Ha eHJoMeTpruyMa. Besko MaToOuHO KphBOTEUCHHE
o Bpeme Ha Tepanmsata ¢ CONBRIZA e HeodakBaHO U TpsiOBa [1a € M3SICHABA HAITBITHO.



bazenokcuden He e mpoyyBaH Npu >KEHHU ¢ HUBA Ha Tpuraunepuaute > 300 mg/dl (> 3,4 mmol/l). Toi
MOKE J]a TTIOBHILH CEPYMHUTE HUBA HA TPUTIIMLIEPUINTE U 3aTOBA TPSAOBaA Ja ce MOAX0XKIa C
MOBHIICHO BHUMAHUE MPH MALMEHTH C U3BECTHA XUIIEPTPUIIINLEpUAEMUs (BX. Touka 5.1).

He e npoyuBana 0e3zomacHoctTa Ha CONBRIZA npu nanmeHTH ¢ pak Ha repaaTa. Jluncsar ganiu 3a
€IHOBPEMEHHATa yrnoTpeda chC CPEeNICTBA, M3MOI3BAHH 32 JICUCHHE HA HayaJleH WIN HallpeJHall paK Ha
repaaTa. 3aroBa 6a3eqokcu(eH He ce MpenopbyBa 3a JCUCHHE HIIH IIPEBEHIMS HA paK Ha I'bplaTa.

BaBC,I[OKCI/I(l)eH HC € OCHABAH AOCTATHYHO IMPU MAOUCHTU C TCIKKO 6’L6pe‘{H0 YBpCXKIAAHEC. TpH6Ba Ja
CC MOoAX0KAa C MOBUIIICHO BHUMAHUC IIPU TA3U I'pylla MAOUCHTH.

[NanmenTute ¢ 4epHOAPOOHO YBpEKAaHE MOKa3BaT 4,3 KpaTHO MOBHUILEHHUE Ha TUIOIITA [TO]] KpUBaTa
(AUC) [cpenno] B cpaBHeHHe ¢ KOHTpoau. He ce mpenopruBa ynorpedara npu Ta3u rpyna (Bxk. TOUKH

42u52).

ITomorau BCIICCTBA C U3BECTHO HeﬁCTBHC

CONBRIZA cpabpxa nakro3a. [lanueHTuTe ¢ peky HacIeACTBEHN HapyIIEHUs Ha FaJlakTO3Ha
HETIOHOCUMOCT, ITBJICH JIAKTa3eH Ae(UINT WIH INII0OKO30-TaJJaKTO3Ha MajgaOcopOius He TpsiOBa aa
MpHEMaT TO3M JEKapPCTBEH MPOAYKT.

To3u nekapcTBeH NPOAYKT ChABPKa MO-Manko oT 1 mmol Hatpuii (23 mg) Ha TabieTka, T.e. MOXeE Ja
ce KaxKe, 4e MPaKTUIECKU HE ChIbPiKa HATPHH.

4.5 BzammopeiicTBHe C APYTH JeKAPCTBEHM NPOAYKTH M APYru (popMu HA B3aMMO/eiiCTBHE

B eano 30-nHeBHO npoyuBaHe Oa3enokcH(eH yBennyaBa KOHLEHTPALUUTE HA XOPMOH-CBBP3BAILIUTE
rII00YJIMHH, BKIIOYUTEIHO KOpTUKOCcTepona-cBbp3Bamus rio0ynus (KCI'), rmoOynuna, cBbp3Bali
nojoBute xopMonu (I'CIIX) u Tupokcun-cebp3Bamus rinodynut (TCI).

Bbazenokcuden ce merabonusupa upe3 eH3uMa ypuaus audocdo-riokoponozuntpancdepasa (uridine
diphospate glucoronosyltransferase, UGT) B upeBHUS TpaKT U B 4epHHS po0 (BXK. TOUKa 5.2).
Metabonmu3MbT Ha O6azeoKcu(eH MOKe J1a Ce YCKOPHU Upe3 eAHOBPEMEHHA YIoTpeda Ha BEIecTBa, 3a
KOHTO € u3BecTHO, ue naayuupat UGT, kato pudamnuuuy, hpeHobapburai, kapdbaMazenut U
(eHUTONH, MOTEHIAIHO BOACIIM JO HaMaIsIBaHE Ha KOHLIEHTpAIMATa B KPbBTa Ha Oa3enoKcudeH.

Bbazenokcuden nperbprisiBa Majka WM HUIKaKBa 0OMsAHa, Meauupana oT uutoxpom P450 (CYP).
Bazenokcuden He naAyIIMpa U He HHXHOUPA NeiicTBueTo Ha ocHOBHUTE CYP m3oensumu. In vitro
JaHHU TTOKa3BaT, Y€ € MaJIKO BEPOSTHO 0a3enOoKCH(]EH 1a B3aUMOACHCTBA C €THOBPEMEHHO
MpUjIaraHuTe JeKapcTBeHu npoayktu upe3 CYP-menuupana oOmsiHa.

Hsama HukakBu 3HaYMMU (I)apMaKOKI/IHeTI/ILIHI/I B3aHMOHCﬁCTBHH MCKAY 68,36,Z[OKCI/I(1)GH n CJIICOIHUTE
JICKApCTBCHU MPOAYKTH: I/I6y1'IpO(1)GH, aTOPBACTAaTUH, A3UTPOMHUILINH UJIU aHTUAIWUI, CbAbPIKaIIl
AITYMHWHHUCB U MAarue3ucB XUApOKCUMI. Ha 6asara Ha in vitro CBBP3BAIUTC XaPAKTCPUCTUKU HaA
6336,I[OKCI/I(1)6H C I1a3MEHHU 66J'ITT>LU/I Ca MAJIKO BEPOATHH JICKAPCTBCHU B3aHMO,Z[€fICTBPISI C Bap(bapHH,
JUI'OKCHWH M JUa3€IiaM.

4.6 ®DeprHauTeT, OPEMEHHOCT U KbpMeEHe

Bbpemennoct

CONBRIZA e npeana3znaueH 3a ynotpeda caMmo IpH ’KeHH cliel MeHonay3a. 1ol € MPOTHBOIOKa3aH
IIPY JKEHH B JeTepOoAHa Bb3pacT (Bk. Touka 4.3). Jluncsar manHu 3a ynorpedaTa Ha 6azemokcuden
npu OpeMeHHH *XeHu. [IpoyuBaHuATa IPH 3alIM TOKA3BaT PEMPOAYKTHBHA TOKCHYHOCT (BXK. TOUKA
5.3). IloTeHIMaTHUAT PUCK TIPH XOpa HE € U3BECTEH.



Kepmene
He e u3BectHO nanu 6azenokcuden ce ekckperupa B yoBemkara kbpma. CONBRIZA e nokasana 3a

ynotpeba camo IIpy KEeHH CJie]] MeHonay3a (BUXk Touka 4.3) v He TpsOBa J1a ce M3M0I3Ba 10 BpeMe Ha
KbpPMEHE.

depTuaurer

[IpoyuBanusiTa pH IUTBXOBE MTOKAa3BaT HEXENAaHU epeKkTH BbpXY depTunurera (BK.ToUKa 5.3).
[ToTeHuManHUAT PUCK MIPH XOpa € HEU3BECTEH.

4.7 EdexTn BbpXy crioco0HOCTTA 32 modgupaHe U padoTa ¢ MAIIUHA

CONBRIZA moBnusiBa B Maika CTETIeH CIOCOOHOCTTA 3a Mo upane U padoTa C MalTHHM.

[Ipu KIMHUYHATE U3MUTBAHUA CE ChOOIaBa CHHIMBOCT KAaTO HEXellaHa PEaKIUs U TTallueHTUTE
TpsiOBa f1a OBAAT MOCHBETBAHU 32 TIOTSHIMATHUSA €EeKT BbPXY CIIOCOOHOCTTA 3a modupaHe u padoTa
C MaIlvuHU.

[NaruenTrTe MOTaT J]a UIMAT 3PUTEITHH CUMIITOMH KaTO HapyIleHa 3pUTEITHA OCTPOTA U 3aMbBIIICHO
3peHue. AKO ce MOSABAT TaKHBAa CUMIITOMH, IAIIMEHTUTE TPSAOBa Jja M304rBaT modupaHe win padoTa C
MaIlHA, KOUTO H3UCKBAT TOYHO BU3yalTHO BE3MPHUATHE, JOKATO CHMIITOMUTE HE OTIIYMSIT WIIH HE
MOJTy4aT MEIUITUHCKHU CHBET, Y€ TOBA € 0€30IacHO.

4.8 Hexenanu JieKapCTBeHN PeaKIHH

O06006111eHEe Ha ipoduiIa Ha 0E30IIaCHOCT

Bbesonacnoctra Ha CONBRIZA € onieHeHa mpu JB€ MHOTOLIEHTPOBH, JBOWHO-CJIENH, PaHIOMU3HPaHH,
ianebo ¥ akTUBHO KOHTpoJupanu (aza 3 u3nurBaHust: 7 492 oLeHUMH KEHHU CIIel MEHOMay3a MpH
€IHO TPUTOAMIIHO NTPOYyYBaHE 3a JiedueHue Ha ocTeonoposa (1 886 xenu nmomyuasaT 6asenokcuden

20 mg; 1 872 xenu nomyuasar 6azenokcuden 40 mg; 1 849 sxenu nomydaBar panokcU(eH;

1 885 xenu noxydvasar riane6o) u 1 583 omeHnMU XeHU clie]] MeHOTIay3a MIPH €HO 2-TOAHIITHO
MpoyYBaHe 3a MPEBEHLMs Ha ocTeoniopo3aTa (321 sxenu nomyvasar 6azenokcuden 10 mg; 322 xeHu
nomy4asat 6azenokcuden 20 mg; 319 sxenu nomyuasar 6azenokcuden 40 mg; 311 xenu noxydaBat
panokcuden; 310 sxeHun nmomyyasat miane6o).

IloBeueTo OT HEXKETAHUTE pCaKkuun, HACThIIBAIU 10 BPEMC HAa KIIMHUYHUTC U3NIUTBAHUS, Ca JICKU 10
YMEPCHO TCKKHU U HC BOAAT OO CIIMPAHC HA TCPAIIUATA.

Haii-yecrara JICKApCTBO-CBBbP3aHa HCKCIIaHA PCAKI U IIPU HBOﬁHO—CHCHHTe, paHAOMU3UPAHA
MMpoy4BaHUsA Ca ropCii BbJIHU U MYCKYJIHU CIIa3MU (BKJIIO‘II/ITCHHO CXBalllaHUA Ha JOJTHUTC

KpaiHuIIN).

TabauyeH CIUCHK HA HEXKEITAHUTE PECAKIINH

I[aHHI/ITe 3a 0€30IMaCHOCTTA B ciaeaHara Ta6m/1ua Iponu3TH4YaT OT KIMHUYHU U3MUTBAHUA U OT
AOKJIAaABAHE B TIOCTMAPKETUHTOBUSA ICPHUO.

Hexenanute nexapcTBeHU PEeaKIMK Ca KaTETOPU3UPAHU B CISIHUTE YECTOTH: MHOTO YecTH (>1/10);
UYectu (>1/100 mo <1/10); medectu (=1/1 000 mo <1/100); peaxu (=1/10 000 mo <1/1 000); mHOTO
peaku (<1/10 000); c Hem3BeCTHA YecTOTa (OT HATMYHUTE JaHHHU HE MOXe J1a ObJie HalpaBeHa
OIIeHKa). BB BCSAKO rpymupaHe Mo 4YeCTOTa HeXXeJIaHUTE JICKapCTBEHU PEaKIIUU ca MPEACTaBeHU B
HU3XOJIAMI PEJI 10 OTHOIICHUE Ha TAXHATa CEPUO3HOCT.



Cucremo-opranex MHoro Yectn Heuectn C HeusBecTHa
KJac YEeCTH gyecToTa (0T
HaJIMYHATE JaHHU
HE MOXe 1a Oble
HarpaBeHa
OIICHKA)
Hapymenns Ha CBpBXUyBCTBUTET
MMYHHATa CHCTEMa HOCT
Hapymenns Ha CpHuBOCT
HepBHATa CHCTEMa
Hapymenus na Tpombo3a Ha 3putenHu
oumTe peTHHANHATA BeHa* | HapylIeHus/
CwOutns OT
cTpana Ha ouute’
CobpaeuHu [Mannuranun
HapyIIeHHs
CpaoBu Topemu Jpn6oka BeHO3HA
HapyIIeHN BBJIHU TpoMb03a*,
MTOBBPXHOCTEH
TpoMOOGIeOUT
Pecniuparopuu, Benonpoben
TPBIHA U eMOoIn3BEM*
MeINaCTHHAITHU
HapyIIeHUs
CToMantHo-4peBHI Cyxorta B ycTaTa
HapyIIeHUs
Hapymenus Ha Yprukapus,
KO)Karta u 00puB, crpOex
ITOJIKO’KHATA ThKaH
Hapymenus Ha Myckynau
MYCKYJIHO- cra3sMu
CKEJIeTHATa (BKIMIOUBA
cUCTEMA U KpamIu Ha
ChEIUHUTEIIHATA JTOTTHUTE
TBKaH KpaHHUIH)
O6um napymerus | Ilepudepen
u eexTr Ha OTOK
MSCTOTO Ha
IIPUIIOKEHUE
W3cnensanus IToBumenu
TPUTTTUIICPHIH B
KPBBTa,
yBeIUUeHa
alaHUH
aMuHOTpaHcdepas
a, TOBHIIICHA
acmaprar
aMuHOTpaHcdepas
a.

Onucanue Ha 30paHu HEXKEJIaHU pPeaKlu

*[Ipu mpoy4YBaHETO 3a JICUCHUE HAa 0CTEONOpo3a Mpu 7 492 olieHUMHU JinIa (CpenHa Bb3pacT = 66
TOJIMHM) JIEKYBaHUTE ¢ 0a3eIoOKCH(EH )KeH! UMAT MOBHIICH PUCK OT BEHO3EH TPOMOEMOOIN3bM
(np100Ka BeHO3HA TPOMOO03a, Oe10IpoOeH eMOOIU3bM B TPOMOO3a Ha peTHHAIHATa BeHa). YecToTaTa
Ha 1 000 marmeHTOroAMHM Mpe3 3-roAUIIHNS EPUO Ha Tpoy4yBaHeTo e 2,86 B rpynara Ha 20 mg
6azenokcuden u 1,76 npu Tazu Ha 1anebo, a npe3 S-roAUIIHKS EpHOJ Ha IpoyYBaHe € 2,34 npu
rpymnarta ¢ 6azenokcuden 20 mg u 1,56 B ruranedo rpynata. Yecrorara 3a 1 000 marueHTOroquHA
npe3 7-ro/IMIIHKUS TIepHoJI Ha poyuBane ¢ 2,06 B rpymnata ¢ 6azempokcuden 20 mg u 1,36 B mane6o



rpynara. Yectorata Ha BTE e Hali-BHCOKa nipe3 MbpBaTa rofiiHa ¢ OTHOCHTENEH pHck 2,69. Cnen 3
TOJUHHU OTHOCUTENHUAT pUcK € 1,63, a ciex S-roAMIIeH epro/] Ha IPOyYBaHE OTHOCUTEITHUAT PHUCK €
1,50. Cnen 7-romuIieH nmepuoj Ha Mpoy4YBaHe OTHOCUTENHHAT puck e 1,51 (Bxk.Touka 5.1). Morat na
HACTBILAT CHIIO APYTH TPOMOOEMOOTIMYHH CHOUTHS.

#I/IMa MOCTMApKCTUHI'OBU C"[>06I]_IGHI/I$I 3a CbOUTHUSA OT CTpaHa Ha OYUTC, PA3JIMYHU OT TpOM603a Ha
peTrHAJIHaTa BCHA. Tes3n C’BO6I].[€HI/I$I BKJIFOYUBAT HaMaJICHA 3pUTCIIHA OCTPOTA, 3aMbIJICHO 3pCHUC,
(1)OTOHCI/I$I, ,I[C(I)eKT Ha 3pUTCIHOTO IIOJIC, YBPCIKIAHC Ha 3pCHUCTO, CYyX0Ta B OKOTO, OTOK Ha KJICIIa4a,
6J'I€(1)ap0CHaS’LM, 0OJIKa B OKOTO U oAyBaHC Ha OKOTO. HpI/I‘lHHaTa 3a Te3HW CHOUTHS ¢ HCU3BECTHA.
AKO ce TIOSIBIT CHMIITOMH OT CTpaHa Ha OYUTC, MMAUCHTUTC TpH6Ba Ja 6’BIL8.T IIOCHBCTBAHM a4
NOTHPCAT MCAULIMHCKA ITOMOILI.

C’BO6HIaBaHe Ha IMoA03upaHn HEXKECJIAaHU pCaKIINn

Cro0ImaBaHeTo Ha MOIO3UPAHN HEXKETIAaH! PEaKIUy CIie/ pa3peniaBaHe 3a ynorpeda Ha IeKapCTBEHHS
MPOJIYKT € BaXKHO. TOBa MO3BOJIsIBA /12 IPOABIKM HAOMIOCHHETO Ha ChOTHOIIIEHUETO ITOJI3a/PUCK 32
JIEKapCTBEHUS MPOAYKT. OT METUITMHCKUTE CIISITHATUCTH CE€ U3UCKBA J]a ChOoOIaBaT BCsSKa
MOI03MPaHa HeXKellaHa peakius Ype3 HalMOHAIHA CHCTEMa 32 ChOOIIaBaHe, OCOYeHA B
IIpumoxenne V.

4.9 Ilpeno3mpane

Hsama cneun(l)nqu AaHTHUIOO0T U B cnyqaﬁ Ha OpCa03upaHe JICUCHUCTO TpHGBa Ja 6”[),[[6 CHUMIITOMATUYHO.

5. ®APMAKOJIOTHYHHA CBOMCTBA
5.1 ®apmakogUMHAMH4YHHU CBOICTBA

®dapMmakoTepaneBTHYHA Tpyna: [1o10BM XOpMOHN U MOAYIATOPY Ha MOJIOBAaTa CUCTEMA, CEJIEKTUBHU
Monynaropu Ha ectporennute penentopu; ATC kox: GO3XCO02.

MexaHU3bM Ha IEWCTBHE

Bazenokcuden npuHaaiexn KbM KIac CheAMHEHNS, N3BECTHH KaTO CEJIEKTUBHU MOJyJIaTOPH Ha
ectporennute perenropu (CMEP). bazemokcuden neficTBa 1 KaTo arOHUCT Ha €CTPOTCHHUTE
perenTopu, U/MIM KaTo aHTaroHKUCT, B 3aBUCUMOCT OT BHJIa KJIIETKH U ThKaHH U OT TApTeTHUTE TeHU.
Bazenokcuden nonmxkaa KocTHaTa pPe30pOIHsI U TOHIKABA CTOMHOCTUTE Ha OMOXUMUYHHUTE MapKepH
Ha KOCTHaTa O0MsHa JI0 MpeMEeHONay3allH! rpaHulii. Te3n eheKT BhpXy KOCTHOTO PEMO/ISIIUPaHe
BOJISIT JI0 TIOBHINIEHUE Ha MUHepainHaTa kocTHa ursTHOCT (MKII), koeTo oT cBos cTpaHa gompuHACS 3a
MTOHIDKEHHUE Ha prcKa 3a PpakTypu. bazenokcuden neiicTBa OCHOBHO KaTO €CTPOTEH-PEIeNTOPEH
AQHTaroOHUCT B ThbKaHUTE HA MATKaTa U I'bpJaTa.

Kinnununa edbrkacHOCT

E(bI/IKaCHOCTTa Ha 6336)_IOKCI/I(1)CH € YCTaHOBCHA IIPpH ABC MHOT'OILICHTPOBH, HBOﬁHO—CHeHH,
paHaAOMU3UPAHHU, nnaue60 1 aKTUBHO KOHTPOJIMPAHU (1)333 3 U3NUTBAHUS: 3—FO,Z[I/IH_IHO MMpOy4YBaHC 3a
JICYCHUC HA OCTCOIIOPO3a U 2—FO,[[I/IH_IHO MMPOY4YBaHC 3a NPCBCHIIMUA HA OCTCOIIOPO3a.

Ilpoyusane na neuenue Ha ocmeonoposa

[Tpu npoyuBaHeTO 3a JeueHne Ha octeonoposa 7 492 eHu cien MeHomnaysa (CpeHa Bb3pacT 66
rOJMHYU; rpaHuli oT 50 10 85 rouHU U CPeTHO BPEME Clie]] HACThIIBaHE HA MEHoMay3aTta ot 19,5
roAMHM) noiy4asat 6azenokcuden (20 wim 40 mg nueBHO), panokcuded (60 mg AHEBHO) UIIH
1ane6o 3a OleHKa Ha YeCTOTaTa Ha HOBU ()PAaKTypH Ha MPENUICHUTE 32 3 TOAUHH (3-TOAUIIHO
OCHOBHO Ipoy4BaHe). TpUTroANIIHOTO OCHOBHO NPOYYBaHE € PAa3LIMPEHO J1BA IIBTH C JIBE
JOBYTOAMIIHN ABOMHO-CIIEIH, M1ale00-KOHTPOIMPAaHU Pa3LIMPEHNs], KOETO BOJH O 00IIa



MPOABIDKUTEIHOCT Ha JeYEHUETo 7 roanHu (7-roaumiHo npoyusane). O6mo 3 146 nauneHTn
MPOABIDKABAT B IIBPBOTO 2-TOIUIIHO pa3IIMpeHue Ha mpoyuBaHeTo (0azegokcuden 20 mg: n=1 047,
6azenokcuden 40/20 mg: n=1 041, mnaue6o: n=1 058). Ho3zara 6a3enokcuden 40 mg e moHmwxkKeHa 10
20 mg cien okono 4 rogunu. ['pynata ¢ panokcudeH e npekpaTeHa npe3 MbpPBOTO 2-TOIUIIHO
pasmmpenue. O6mo 1 732 naumeHTy NpoabbKaBaT BbB BTOPOTO 2-TOJUILIHO Pa3IIMpPEHHUE
(6azemoxcuden 20 mg: n=560, 6azenokcuden 40/20 mg: n=582, mnaredo: n=590). Bcnuku manueHTH
e TpsioBano na mosmyyasar 1 200 mg kanuuit 1 400 IU Butamun D aueBHo.

ToBa npoyuBaHe BKJIIOYBA INIABHO HauueHTH OT Osiiata paca (87,3%), kouto umar octeornoposa 6e3
n3xoana ¢pakrypa Ha npenuienute (MKII T-ckop B mym6anuute npenuienu [JII1] nin mmiikata Ha
6enpenara koct [LLIBK] mexnay -2,5 u -4,0) nnm umart octeonoposa ¢ mone 1 jexa u3xoaHa Qppakrypa
Ha npenutenute. Cpennute JIIT u IIIBK T-ckopoBe B Ha4anoTo ca CbOTBETHO -2,4 u -1,7.

Wwma 3HaunTEIHO MOHM)KEHUE HA YECTOTaTa Ha HOBU (paKTypH Ha MpeUUICHUTE clies 3 TOAUHU
neuenue ¢ 6azenokcuden 20 mg (42%), 6azenoxcuden 40 mg (37%) u panokcuden 60 mg (42%) B
cpaBHeHHe ¢ tane6o. [lonmkenuero B yectoraTa Ha PpakTypH Ha MPELUICHUTE € CXOAHO MEXIY
neuebHUTE rpynu Ha 6azenokcudeH u pajgokcuder. JIedeOHUAT eeKT e CXOAeH MEKIY T€3H ChC U
0e3 mpeobnanaBamy Gppaktypu Ha npeuuvienure (Tabmauna 1).

Tabmuua 1: Edexr Ha 6azenokcuder BbpXy pUcKa OT (HpaKTypu Ha NpELICHUTE ciel 3 TOAUHH
JIeueHHE

Bbpoii nanuentu Ilonmwxenne IloHmkeHue Ha
Bazenokcuden [Tnane6o Ha OTHOCHUTEIHUSA
20 mg a0comoTHHA puck (95%
pHUck JAN)
OO61 O6poif marueHTHn n=1 724 n=1 741
Bpoii (%) nanmenTy ¢ HOBa 35 (2,34%) 59 (4,07%) 1,73% 42%°
(pakTypa Ha NPEHIJICHUTE (11%, 62%)
[TamuenTtn 0e3 u3xomaHa n=757 n=760
pakrypa
Bpoii (%)* nanmenTtu ¢ >1 13 (1,98%) 20 (3,13%) 1,15% 35%°
HOBa pakTypa Ha
MPENUICHNUTE
ITamuenTu ¢ >1 n3xomHa n=967 n=981
pakrypa
Bpoii (%)* natmenTtu ¢ >1 22 (2,63%) 39 (4,80%) 2,17% 45%9
HOBa (pakTypa Ha (6%, 68%)
MPENUICHNUTE

® ym3uncienu yectotu no Kaplan-Meier
® p-croiinoct=0,015

¢p-croiinoct =0,22

dp-croitnoct =0,035

Crnen 5-rouIHO JIeYeHUe, YeCTOTaTa Ha HOBH (DPaKTypH Ha MPENUICHUTE OCTaBa MO-HUCKA B TpyTmara
¢ 6azemoxcuden 20 mg (4,49%) B cpaBHeHue ¢ miamnedo (6,82%) ¢ moHMkaBaHe Ha OTHOCHUTEITHUS
puck ¢ 36% (p=0,014).

Crnen 7-rouIlHO JIeYEeHUE, YeCTOTaTa Ha HOBH (DPAKTypH HA MPEIUICHUTE OCTaBa MO-HUCKA B TpyTmara
¢ 6azemoxcuden 20 mg (7,64%) B cpaBHeHue ¢ miamnedo (9,90%) ¢ moHmkaBaHe Ha OTHOCHUTEITHUS
puck ¢ 30% (p=0,022).



UecroTara Ha HEBepTEOpAIIHUTE CBBP3aHU C OCTEONOpo3a (PpakTypH € CXoqHa MEeXKAY TPYIIUTE HA
6azenokcuden 20 mg (5,68%), panokcuden 60 mg (5,87%) u mranedo (6,26%). [Ipu post-hoc
aHaIM3a ce OIpeeNsi BEpOSITHOCTTA 3a (hpakTypa Ha 10-Ta ToMHA KaTO HHJIEKC 3a U3XOJIEH PUCK 32
¢bpaxtypu. CpegHara BeposSTHOCT 3a ¢ppaktypa Ha 10-Ta roarHa 3a TOJIIMa OCTEOTIOPOTUYHA
(dpakTypa 3a msnara rpyna mo npoyusanero e 11%. [lpu nanuentute, nexyBanu ¢ 6a3emokcudeH,
YyecToTara Ha (paKTypUTe € CBhp3aHa ¢ U3XOIHUS PUCK 32 (PPAKTypH: KOJIKOTO MO-BUCOK € PUCKBT 32
(hpakTypH, TOJIKOBA MO-TOJISIMA € TI0I3aTa OT JieueHnueTo ¢ 6azenokcuden. [Ipu manuenture ¢ 16%
WJIM TTOBeYe PHCK 3a PpakTypa Ha 10-Ta romuHa O0azeqoKCU(EH € CBbP3aH ChC 3HAYUTEITHO
MTOHIDKEHUE Ha PUCKA 33 BCAKAKBU KIMHUYHU QPPaKTypH.

I[Ipu post-hoc ananM3a OTHOCUTETHHUAT PUCK 32 HEBEPTEOpAIHU (PPaKTypH IpHU MALUCHTHUTE, JIEKYBaHU
c OazemokcudeH, ce MOHMWKaBa C HApaCTBaHE HAa BEPOSTHOCTTA 3a (pakrypu. [Ipu nauuenture ¢
BEpOSATHOCT 3a PpakTypu oT 20% uiu noseye (n = 618) prcKbT 3a HeBepTeOpaHU PpakTypu Npu
MAIUEHTHTE, JIEKyBaHU ¢ 0a3enokcudeH, ce mormkana ¢ 55% (95% J11: 18-76) B cpaBHeHHE ¢
JIEKyBaHUTE C MJanedo MalueHTH.

Iosumenuero na JIIT MKII B cpaBuenue ¢ miane6o npu 6azenokcuden 20 mg u panokcuden 60 mg
€ 3HAYUTENHO Ha 6-us Mecerl (choTBeTHO 1,02% 1 1,29%) u ce moaappxa 3a 3 ToAUHU (CHOTBETHO
1,32% u 2,08%). EdexrsT Ha 6a3enokcuden sppxy MKII Ha apyru 4acTu OT ckejera € CXO/AEH.
[HoBumenuero na MKII B cpaBHeHHME € M1a1e060 0CTaBa CTAaTUCTUYECKU 3HAUYUMO 32 BCUYKH YacTH OT
CKeJeTa Ipe3 Te3u 5 roauHHu jJedeHue ¢ 6azenokcuden. Cnen 7 rogunu nedeHue ¢ 6azeqokcudex
nosuuienueto Ha MKII B cpaBHeHHME € M1anieb0 ocTaBa CTaTUCTUYECKU 3HAYMMO 3a IIUHKaTa Ha
(demypa, TpoxanTepa u Tazobenpenata crasa. lloBumenuero cnpsamo nzxoanata MKII 3a mymGanaute
MpEeLUICHN 3a 7 TOAWHM IIpH TpymaTa Ha 6azenokcuder 20 mg He € CTAaTUCTHYECKH MO-TOJIIMO
OTKOJIKOTO B IpyIara Ha miamneoo.

W3zuncksa ce cniupaHe OT MPOYyYBaHETO, KOraTO HACTBIIM €KCIECHBHA 3ary0a Ha KOCTHO BEILIECTBO MJIH
cilyyailHu ¢pakTypH Ha mpenuieHd. ToBa cnipaHe € CTaTUCTHYECKH 3HAYUMO M0-4eCTO MPH IpynaTa
Ha miane6o (4,0%) oTkoikoTo rpynuTe Ha Oazempokcuden 20 mg (2,8%) nim pangokcuden 60 mg
(2,1%).

Ilpoyusane 3a npesenyus Ha 0cmeonopo3a

[IpoyuBaneTro BbpXy npeBenuusTa (1 583 manuenTy; cpegHa Bb3pacT 58 roguHu; cpeneH Opoit
TOAMHU cJiell HacThIIBaHEe Ha MeHonay3aTa — 1 1) cpaBusBa edexrute Bbpxy MKII Ha 6azenokcuden
(10, 20 mm 40 mg mHeBHO), paiokcuder (60 mg qHEBHO) U arne6o0. Bcuyuky manueHTy moryvyaBat
no0aBKa OT KaJIMi eXeAHEBHO, KaTo moBeueTo nonyyasatr 600 mg kanuii (Hanp. Caltrate™)
THEBHO, T0KaTO HAKOM noxydasat 10 1 200 mg qaeBHO. ToBa nmpoy4yBaHe BKIIOYBA MALUEHTH, KOUTO
ca umanu JIIT wmm HIBK MKII T-ckop He mo-HUCHK OT -2,5. Menuanara Ha T-ckopa Bapupa ot -0,6
70 -1,4 B 3aBUCHUMOCT OT 4acTTa OT CKEJIETa.

MKII e 3anma3eHa npu manueHTUTE, JIeKyBaHU ¢ Oazenokcuder 20 mg u panokcuder 60 mg, 10kaTo
IIpY MaLMEHTUTE, OoTy4aBaliy mianebo, ce HadmonaBa 3HaunTenHa 3aryoa na MKII. [ToBumenuero
Ha LTI MKII npu 6a3enokcuden 20 mg u panokcuden 60 mg B cpaBHEeHHUE ¢ TU1ane0o € 3HaYUMO Ha
6-us mecent (ceoTBeTHO 1,14% 1 1,26%) 1 ce momappxa 3a 2 rogunu (crorBeTHO 1,41% 1 1,49%).
EdexrbT Ha 6a3enokcuden sppxy MKII Ha npyru 4acTu OT cKenera € CXOJeH.

Knnununa O0e3onacHoOCT

Oyenka na KOCMHAMA XUCTOMOPHOMEMPUS U KOCIHHAMA 0OMANHA

[Ipu npoyuBaHeTo 3a JeueHHe Ha ocTeonoposa npu 7 492 sxeHu B IOCTMEHOMAay3a (CpeiHa Bb3pacT =
66 rogunn) ca B3eTH 121 KOCTHM OMOIICHH OT WIIMAYHUS TPeOCH Cliel NPUIoKEeHUE Ha (GIIyopOXpOMEH
MapKep MpH NalMeHTH OT IpynuTe Ha 6a3enokcudeH, panokcuden u mianedo (6azenoxcuden 20 mg
= 28; 6azenokcuden 40 mg = 29, panokcuden 60 mg = 32, mranedo = 32) ciuen npuOIUUTEIHO 2
WK 3 TOAWHY JieyeHne. XHUCTOJIOTMYHATA OIICHKA Ha KOCTHUTE OMOIICHU OT BCHYKH JICUeOHU TPyIH
nokas3Ba oOpa3yBaHe Ha HOpMaJlHa JlaMeJlapHa KOCT IIPY BCHYKH JIEKyBaHU MalueHTy. Jlumnceat
JI0Ka3aTeJICTBA 3a OCTEOMANalysl, NepuTpabeKyiHa Ui KOCTHOMO3buUHa (prbpo3a, KiIeThuHa
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TOKCHUYHOCT HUJIU KaJIyC BbB BCUYKHU KOCTHHU ouoncuun Ipu BCUYKH neueOHn rpynu.
XI/ICTOMOp(bOMeTpI/ILIHaTa OILICHKA IMMOKa3Ba HOPMAJIHA MUHCPpAJIN3alnd Mopaanu HAJINIUCTO Ha
HOpMaJIHA OCTCOUAHA ,Z[eGCJ'H/IHa, HOPpMAaJIHU JIar BpEME Ha MUHECPpAIN3aluia U CKOPOCT HAa MUHCPAJTHO
oTJIaraHe.

[Ipu mpoyuBaHeTO 32 JeUEHUE Ha 0CTEOTIOPO3a JeueHueTo ¢ bazemokcuder 20 mg u panokcudeH

60 mg BoaM /10 3HAYUMO MOHIKEHIE Ha CEpyMHHUTE MapKepH 3a KocTHA pe3opouus (C-renonenTun) u
KOCTOOOpa3yBaHe (OCTEOKANIINH) B CpaBHEHHE C TUIane0o, KOeTO MOKa3Ba MOHMKEHNE Ha KOCTHATA
obmsHa. [Ipu Tepanmsita ¢ 6a3zemokcudeH ce HabM0JaBaT MEIMAHN HA TOHKEHHSITA CIIPSIMO
HM3XOJIHOTO HUBO OT mmoBede oT 25% 3a C-tenonentuaa U ocTeokamnH. CXOIHH ITOHMKEHNS Ha
CKOpPOCTTa Ha KOCTHATa OOMsIHA ce HaOJIF0AaBaT U MPH MPOYUBAHETO 32 MPEBEHITUS Ha OCTEONOPO3ara.

Egexmu evpxy aunuonama ooMaHa u copoeyHO-cb008ama cucmemda

[Ipu mpoyuBaHeTO 32 JeUeHNE Ha OCTEONOPO3a ciiell 3 ToAuHH JeueHue 6azemokcuder 20 mg u
panokcuden 60 mg moka3BaT 3HAYMMH MTOHIKEHUS Ha OOIIHS CEPYMEH XOJIECTEPOII, XOJIEeCTEPOIIa,
CBBP3aH C JITIONPOTEHHUTE ¢ HUCKa TLIbTHOCT (LDL), 1 3HaunMO MOBHUIIICHHE Ha XOJIECTEPOIIa,
CBBP3aH C JIUMIONPOTenHUTE ¢ Bucoka mrbTHOCT (HDL), B cpaBHeHue ¢ mnane6o. Meauanara Ha
MPOIIEHTHATA TIPOMSHA CIIPSAMO U3XOTHOTO HHUBO Ha 00mus xonectepoi, LDL xomectepona u HDL
xonectepona ¢ 6aszenokcuden 20 mg e crorBeTHO —3,75%, —5,36% 1 5,10% 1 e cxomHa c
HaOmoaBaHaTa rnpu panokcuder 60 mg. EQexThT BhpXy TPUIHIIEPUANTE B TPYITUTE HA
6azenokcuden 20 mg u panokcuden 60 mg e cxoneH ¢ mwianedo. To3u nunuaeH npodun ce
MOIbpKA TPE3 CeIeMTe TOAMHY Ha JieueHne. JIeueOHuAT epeKkT BbpXy JIUIUANUTE € CXOJIEH MPU
MPOYYBaHETO 32 MPEBEHIIMS Ha OCTeonopo3aTa. KIMHIYHOTO 3HAaUYEeHUE HA TE3U IIPOMEHH HE €
YCTaHOBEHO.

[Ipu m3nuTBaHETO 3a JeUeHne Ha ocTeonoposa npu 7 492 manuenTtu (cpegHa Bb3pacT = 66 TOANHM)
JIeKyBaHUTE ¢ 0a3zemokcudeH xeHu nMaT nosuiieH puck ot BTE (x1bpi60ka BeHO3HA TPOMO03a,
OemopoOeH eMOOTM3BM B TPOMOO3a Ha peTHHAIIHATa BeHa)(Bxk.Touka 4.8). Hali-Bucokara yectora Ha
BTE 3a 1 000 nanueHTOroAMHYU NpoCiesBane € HabIoAaBaHa rpe3 mbpBaTta roguna: 4,64 3a rpymnara
¢ 6azemoxcuden 20 mg u 1,73 3a murane6o rpymnara (oTHocuTeneH puck 2,69). Uecrorara 3a 1 000
MAalMEeHTOrOAMHY Ha TpeTaTta roguna e 2,86 3a rpynara ¢ 6azempokcuden 20 mg u 1,76 3a mnaunebo
rpynata (otHocuTeneH puck 1,63). Uectorara 3a 1 000 nmanueHTOroAMHM Ha NieTaTa roguHa e 2,34 3a
rpynata ¢ 6azenokcuden 20 mg u 1,56 3a manedo rpynata (otHocuTenex puck 1,50). Caen 7 ronuHu
yecroTara 3a 1 000 manuenToronuuu e 2,06 3a rpynara ¢ 6azenokcuden 20 mg u 1,36 3a nmane6o
rpynata (oTHocuTemneH puck 1,51).

Mo3zvuno-cvoosu egpexmu

[Ipu 3-rogumHOTO OCHOBHO MpoyuBaHe yecToraTa 3a 1 000 nanueHToroANHN Ha HCXEMHYHHN HHCYJITH
e nonoOHa Mexny rpynute ¢ 6azegokcuden 20 mg (1,98) u mnauedo (2,2) u mo-BucoKa Mpu rpymnara c
40 mg 6azenokcuden (2,72). Yecrorara 3a 1 000 manueHTOrogMHN HAa TPAH3UTOPHU HCXEMUYHU
ataku (TUA) e momodHa mexy rpynute ¢ 6azenokcuder 20 mg (1,1) u mane6o (0,88) u mo-Bucoka
npu rpynara ¢ 40 mg 6azenokcuden (1,59).

Crnen 5-rogumrHo nedeHue dectorarta 3a 1 000 marueHToroAnHN Ha HCXEMUYHU HHCYJITH € TI000HA
Mexy rpymute ¢ 20 mg 6azemoxcudeH (1,87) u mianedo (2,02). YUectoraTa 3a 1 000
MAIUEHTOTOAMHN Ha TpaH3uTOpHU ncxemuyHu ataku (TUA) e mo-Bucoka mpu rpymnara ¢
6azenokcuden 20 mg (0,94) B cpaBHenue ¢ miamnebo (0,62).

Cnen 7-rogumno jedenue yectorara 3a 1 000 mauueHToroguHu Ha UICXEMHUYHU UHCYJITU € €IHAKBA
Mexay rpynute ¢ 20 mg 6azemoxcude (1,78) u mnanedo (1,78). UectoraTa 3a 1 000
MAIMeHTOTOIMHA Ha TpaH3uTOpHU ncxemuuHu artaku (TUA) e mo-Bucoka mpu rpynara ¢
6azenokcuden 20 mg (0,96) B cpaBHenue ¢ miamebo (0,55).

Egexmu evpxy mamxama
[Ipu npoyuBaHeTo 3a JeUeHHE Ha ocTeonopo3a TpaHcBarnHaiHata exorpadus (TBE) mokassa
MUHHMMAJIHU IPOMEHH B AeOeMHAaTa Ha €eHAOMETPUYMa MPH IPyINuTe, JIeKyBaHu ¢ mianedo (-0,08 mm,
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n=131), 6azenoxcuden 20 mg (-0,07 mm, n=129) u panokcuden 60 mg (0,16 mm, n=110), ciex 2
roaunu. Ha TperaTta roguna HsMa cilyyad Ha eHAOMETpHaJeH pak u uMa 1 ciyyaii (0,1%) Ha
SHIIOMETpUAJIHA XUIIEPIIa3us MIPH JIMLATa, JIeKyBaHu ¢ 6azenokcuden 20 mg. Uma 1 cayqaii (0,1%)
Ha eHIOMeTpHalieH pak, | ciydaii Ha capkom (0,1%) u 1 ciyuaii (0,1%) Ha xunepia3us Ha
CHIIOMETpUYyMa MPH NMALUECHTHUTE, JIEKyBaHu ¢ pajokcuden 60 mg. Mma 3 ciryyas (0,2%) Ha
ennoMeTpuaeH pak u 1 ciydait (0,1%) Ha xunepmiasus Ha eHIOMETPUyMa B IpyraTa Ha rmianeoo.
[onunu Ha eHmOMETpUyMa ce qUarHoCTULUpAT rpu 10 manueHTy B JeyeOHUTE TPYIU Ha
6azenokcuden 20 mg, 17 nanuenty Ha panokcuden 60 mg u 11 manuenT Ha TuTane6o 3a 36 Mecerna.

Cren 5-rogumHo Jieuenue nqedenrHaTa Ha eHAOMETpUyMa Ipu rpynara ¢ 6azenokcuden 20 mg He ce
MIPOMEHS M 0CTaBa MoA00Ha Ha Ta3| Npu manedo rpynara. HiaMa ciyyan Ha KapiMHOM Ha
eHIIOMEeTpUyMa MpH rpynara ¢ 6asenoxkcudes 20 mg B cpaBHEHHE C 6 cilydas B mianedo rpynara
(p<0,05).

Cren 7-roguiiHo JieueHue nebenrHara Ha eHAOMETpUyMa Ipu rpynara ¢ 6azenokcuden 20 mg He ce
MPOMEHS M OCTaBa Mo00Ha Ha Ta3| Npu mianebo rpynara. Hama cnyyan Ha KapiuHOM Ha
SHIIOMETpUyMa MpH rpynara ¢ 6asenoxkcruder 20 mg B cpaBHEHHE CbC 7 ciyyas B Iuiane0o rpymnara
(p<0,008).

[Tpu npoyuBaneTo 3a mpeBeHIHs Ha ocTeonopo3ara TBE noka3sa MUHMMaIHU IPOMEHH CHPSMO
W3XOAHOTO HUBO B JicOeIMHAaTa Ha CHIOMETPpUYMa B IPyIHTE, JeKyBaHH ¢ mane6o (-0,24 mm,
n=154), 6azenoxcuden 20 mg (-0,06 mm, n=158) u panokcuden 60 mg (0,01 mm, n=154) cnex 2
roaunu. He ce oTkpuBar ciyyan Ha XUNEPIUIa3us WIK PaKk Ha €HAOMETPUYyMa NP MaLlUCHTHUTE,
JIeKyBaHU ¢ 0a3enoKcu(eH uin pasokcudeH.

Egexmu evpxy evpoume

[Ipu npoy4BaHeTO 3a IEUEHUE HA OCTEONOPO3a YECTOTATa HA CBBP3AHUTE C IbPANTE HEXKETaHH
peaknuu B rpynara Ha 6asenokcudeH e cxonHa ¢ rianedo Ha TperaTta roguHa. Mima 5 cimydast Ha pak
Ha repaarta Ha 4 591 yoBekoroauHU NpocieasBaHe B rpynara Ha 6azenokcuden 20 mg (1,09 na

1 000), 7 cny4as Ha pak Ha I'bpaaTa Ha 4 526 YOBEKOTOAMHH MIPOCIEAsBaHE B IpynaTa Ha palOKCH(eH
60 mg (1,55 na 1 000) u 8 cny4as Ha pak Ha rppaaTa Ha 4 604 yoBEKOTOIMHM MTPOCIIEASIBAaHE B
rpynata Ha miane6o (1,74 va 1 000). Cnen 5-roguiHo JieueHue ca perucTpupalu 9 ciaydas Ha pak Ha
rbpaaTa npu rpynara ¢ 6aszegokcuden 20 mg (1,40 3a 1 000 naunenroronunu) u 10 cnyyas B
mnane6o rpymnara (1,56 3a 1 000 manuenroroguan). Cnen 7-roguInHO JeYeHHE ca perucTpupanu 13
cllydasi Ha paK Ha r'bpjaTa mpu rpymnata ¢ 6azegokcuden 20 mg (1,78 3a 1 000 naunenToroaunmn) u 11
ciryyas B mtane6o rpymnara (1,50 3a 1 000 nanueHToroguHm).

[Ipu npoy4BaHeTO 32 MPEBEHIHMS HA OCTEOIOPO3aTa YeCTOTaTa Ha CBBbP3aHUTE C I'bpAaTa HEXXeJIaH!
peaknuu (YyBCTBUTEIHOCT Ha I'bpAUTE, OOJIKA, pak Ha I'bpAaTa, JOOpOKaueCTBEHA HEOIJIa3Hsl Ha
rppaata) B rpynure Ha 6asenokcuden 20 mg u panokcuden 60 mg e cxoana c miaunedo.

[Ipu npoy4dBaHe IUIBTHOCTTA Ha I'bp/aTa, CIIOMAaraTeJIHO MPOYYBaHE KbM IPOYUYBAHETO 32 JICUEHHE Ha
ocTeonoposa, 444 xeHu ciel MeHomay3a (cpenHa Bb3pacT = 59 roguHu) ¢ 0CTeonopo3a, OT BCHUKH 4
IpyIH C JeYeHHE, ca OWIM IperieiaHy 3a MaMorpadcKu MPOMEHH B IITBTHOCTTA Ha IbpAUTE 3a 24
Mecena. CpeaHuTe MpoMEeHU B MaMorpad)ckaTa IUTBTHOCT Ha I'bpAAaTa B rpynara ¢ 6asenokcudex

20 mg ca OwM MOHWKEHH B CpaBHEeHHE ¢ m3xoaHuTe (-1,45 nporentHu nyHkra, p<0,05), mokarto B
mnane6o rpymnara He ca HabaronaBaHu mpomenu (-0,15 MpOIeHTHH MyHKTA).

Egexmu evpxy 310kauecmeenu 3a00116aHUS HA WUMOBUOHAMA JHCJle3d U AUYHUYUME

B npoyuBaneTo 3a ieueHre Ha ocTeonoposa mpu 7 492 xeHu B MocTMEHONay3a (CpeaHa Bb3pacT 66
roauHn), cpexa 1 886 yuactauim nekyBanu ¢ 6azenokcuder (20 mg) e umano 5 caydas Ha pak Ha
muroBuaHata xiesa (0,69 na 1 000), a cpen 1 885 yyactHuuy npueMaiiu rianedo e uMaio 1 cuyyaii
Ha pak Ha muToBuaHata xiesa (0,14 na 1 000) cnen 7 ronunu nedenue. He e umano cirydau Ha pak
Ha IIUTOBHUIHATA JKJIe3a [IPH IpymaTa Ha jJedeHue ¢ 40 mg 10 5 roauHu.
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B npoyuBaneTo 3a ieueHre Ha ocTeonopo3sa mpu 7 492 xeHu B MocTMEHONay3a (cpegHa Bb3pacT 66
roauHn), cpexa 1 886 yuactauim nekyBanu ¢ 60azegokcuder (20 mg) e umano 5 caydas Ha pak Ha
siigannure (0,69 na 1 000), a cpen 1 885 yyactHuum npuemamy miane6o e uMano 0 ciaydast Ha pak Ha
SIMYHULATE ciiel 7 TOAUHM JedeHne. Vimano e enquH cinyvail Ha pak Ha SHYHULUTE NP rpymnaTa Ha
neyenue ¢ 40 mg 1o 5 roauHU.

5.2 ®apMaKkoOKWHETHYHH CBOHCTBa
Cpenaure GpapMaKOKHHETHYHH NTapaMeTPH Ha 0a3zeJOKCU(EH cliel MHOTOKPATHHU TO3H MPHU 3ApaBU
EHU B IOCTMEHONAay3a, KOUTO ca 0T aMOyJIaTOpHH NMPAKTUKU U IIPH KOUTO MEHOIay3aTa € HacThIInja

WM €CTECTBEHO, WIIM Ca MPETHPIIEIH ABYCTpaHHa 00(popeKToMusl, ca 0000mmenu B Tabnuua 2.

Tabmuua 2. Cpeanu £ CO dhapMakOKMHETHYHH MapaMeTpu Ha 6azenokcuder (n=23)

Cnax tmax ty AUC CI/F
(ng/ml) (daca) (daca) (ngedac/ml)  (l/gac/kg)
MHnozokpamua 003a
20 mg/nen 62+22 1,718 28 +11 82 + 37 4,1+1,7

AGcopouus

bazenokcugen ce abcopbupa 6bp30 C tmax OT IPUOIU3UTENHO 2 Yaca U OKA3Ba JIMHEHHO MOBUILIEHNE
Ha MJIa3MEHUTE KOHIEHTPAIMK 32 eTHOKpaTHuTe 103U oT 0,5 mg 10 120 mg 1 MHOTOKpaTHUTE
exxeqHeBHH 1031 0T 1 mg no 80 mg. AGcomoTHaTa OMOHATMYHOCT Ha O6azeqokcudeH e
npubnu3uTenHo 6%.

Korato enuanunute no3u ot 20 mg 6a3enokcud)eH ce mpuiiarar ¢ XpaHu ¢ BUCOKO ChAbPKaHKE Ha
Ma3HUHH, Crpax 1 AUC ce noBuiaBar ¢b¢ Cb0TBETHO 28% u 22%. ENHO NOMBIHUTENHO MPOYYBAHE,
oLeHsBaIo epeKTUTE Ha CTAHAAPTU3UPAHO MEHIO C YMEPEHO ChAbPKAHNUE HA Ma3HUHU BBPXY
(apMaKkOKMHETHKAaTa Ha 0a3enOKCH(EH B paBHOBECHO ChCTOsIHUE, TIOKa3Ba 42% u 35% moBulLeHue B
cbOTBETHO Cmax 1 AUC, xoraTo 20 mg 6a3zemokcuden ce mpuiaraT ¢ Xxpanata. Teil kaTo Te3u
MPOMEHU HE ce MpHeMarT 3a KIMHUYHO 3HaYNMHU, Oa3zefoKCH(eH MOoXKe Aa ce Mpujlara He3aBUCHMO OT
XpaHEHETO.

Pasnpenencuue
Cren MHTPaBEHO3HOTO MPHUJIOKEHUE Ha 1032 OT 3 mg 0azenokcuder 00eMbT Ha pa3npeneieHue e
14,7 + 3,9 I/kg. bazenokcuden e cBpp3an B roasima creneH (98% - 99%) ¢ nna3meHnTe NpoTenHH in

vitro.

Buorpanchopmarus

MeTabonuTHOTO pasrpaxkaane Ha 6a3eoKCU(EH MPH JKEHHU CIIe]] MEHOTIay3a € OIPEICIICHO ClIe]]
MepopaHo mpriiokeHue Ha 20 mg paarnou30TONTHO MapkupaH 0azenokcuden. bazenokcuden ce
MeTaboHM3upa B TOJISIMA CTETICH MIPH XKEHHUTE. | TIOKYpOHUIMPAHETO € OCHOBHUAT META0OIHUTEH IIBT.
Mwma mainko v HIMa HUKaKBY JIaHHU 32 MEIUUPaH OT MuToxpoM P450 MeTabonusbm.
Bazenokcuen-5-rarokypoHuT € OCHOBHHUAT MeTabOIUT B UpKyanusaTa. KoHIeHTpanunTe Ha TO31
TIIFOKYPOHU]] ca MpuOIn3uTeHo 10 IhTH MO-BUCOKH OT T€3H Ha HEMPOMEHEHOTO aKTHBHO BEIIECTBO B
ma3Mara.

Enumunupane

Bbazenokcugen ce enmMUHUpa C MOMYXHUBOT OT pudiu3utenHo 30 yaca. PaBHoBecHuTE
KOHIIEHTPALMH Ce JOCTUraT KbM BTOpaTa CeAMHUIIA HA €THOKPATHO JHEBHO MpuioxeHnue. [IpuBuanusT
nepopaieH KIMphHC Ha Oazenokcuder e npubiamsurento 4 1o 5 l/gac/kg. ['maBHUAT OBT Ha
eKCKpeLus Ha paJMoakTUBHO MapKupaHus 0azeqokcudeH e ¢ dereca, a mo-manko ot 1% oT no3ara ce
CJIMMHUHUPA B YPHHATA.
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Crenmaiasy nonyiainu

Yepnoopobro yepescoane

Pasnpenenennero Ha eguHMYHA 103a oT 20 mg 6a3enokcu(eH € CpaBHEHO MPH MALMEHTH C
yepHO1poOHO yBpexaane [Child-Pugh knac A (n=6), B (n=6) u C (n=6)] 1 manueHTH ¢ HOpMaIHA
yepHoapoOHa (yHkuus (n=18). [launeHTrTe ¢ 4epHOAPOOHO YBpEkKAaHE MMOKa3BaT CpeaHo 4,3-KpaTHO
nosuiienne Ha AUC B cpaBHEHHE C KOHTpOJIH. bezomacHocTTa U e(huKacHOCTTa He ca OLCHABaHU
JOITBITHUTEIHO MIPH NAlMEHTH ¢ YepHoApoOHa HegocTaThbuHOCT. He ce mpenopruBa ynorpedaTa npu
Ta3u rpyna naueHTH (Bx. Touku 4.2 u 4.4).

Bvopeuno yepescoane

Wwma orpannveHy KIMHUYHY AaHHU (N=>5) [IpH NALKUEHTH C YMEPEHO TEXKO OBOPEUHO yBpeKIaHe
(CrCl < 50 ml/min). ITpu Te3u manueHTy € npuiarana etmHAYHa 103a oT 20 mg 6a3eT0KCH(EH.
[Ipenedpexxumu KosmvecTBa 6a3zeNOKCH(EH ce eTMMUHUPAT B ypHHATA. YBpeaeHaTa ObOpedna
(YHKLUS TOKa3Ba MAJIKO WM HUKAKBO BIMSHHUE BBPXY (hapMaKOKHHETHKaTa Ha 0a3efokcueH U He
ce Hajlara HUKakBa KOPEKIHs Ha 103aTa.

THayuenmu 6 cmapuecka b3pacm

dapMakoKMHETHKATa Ha eAMHUYHATA 1032 oT 20 mg 6a3emokcudeH e oreHeHa npu 26 37paBy KESHH
cien MeHomnay3a. B cpaBHeHuUe ¢ xeHuTe Ha Bb3pact oT 51 10 64 roauHu (n=8) KEHUTE HA BH3PACT OT
65 o 74 ronuau (n=8) moka3Bart cpeaHo 1,5-kpaTHo nosumenne Ha AUC, a xeHure >75-roaunrHa
BB3pacT (n=8) mokaszBat 2,3-kpatHo nosumenne Ha AUC. ToBa noBuiieHre BEPOSITHO HE CE IbIKU
Ha BB3PACTOBH NMPOMEHHU B UepHOApoOHaTa ¢pyHkims. He e HeoOxoaquma KOpeKIus Ha /103aTa Bb3
OCHOBAa Ha BB3pAaCTTa.

Ieouampuuna nonynayus
dapMakokrHETHKaTa Ha Oa3eokcu(eH He € MpoydYBaHa MpH NeIuaTpUIHa IOy Ialus.

Pacosa npunaonescnocm
He ce nabmonaBat hapMakOKMHETUYHHU Pa3IHYHsI MEXIY €THUUECKUTE TPYIIH.

5.3 IlpeakJMHUYHU JAHHH 32 0€30MACHOCT

[Ipu npoyuBanusITa BBPXY 3alllM ca HaOI0gaBaH a0OPTH U MOBHUILIEHA YECTOTA HA AHOMAJIMH Ha
ChpILETO (KaMepeH cenTajieH AedeKT) 1 Ha CKeJeTHaTa cucteMa (3a0aBsiHe Ha ocu(UKaIMITa,
HapylaBaHe Ha (hopMaTa WM Ha HOAPEKJAHETO HAa KOCTUTE, OCHOBHO HAa TPbOHAYHUS CTHIO U Ha
yepemna) Ha ¢eTycuTe NpH TOKCHUYHHM 3a MaiikaTta no3u ot 0,5 mg/kg/nen (1,5 mpTu moBeue oT
eKCTIO3UIMATA IPH Xopa). JleueHneTo Ha MITbX0OBE MPH TOKCUYHHM 32 Maiikara o3u oT >1 mg/kg/nen
(20,3 mbTH OBEUE OT EKCMO3ULMATA IPU XOpa) BOAU 10 HaMaJleH Opoii ’KuBH (ETyCH W/UIN
MOHM)KEHHUE Ha TEJIECHOTO Terjo Ha ¢erycure. He ce HabiaronaBaT HUKAaKBY aHOMAJIUH BbB (PETATHOTO
pasBHTHE.

Ha sxeHcku orpxoBe ca gaBanu gHeBHH 1031 oT 0,3 10 30 mg/kg (0,03 10 8 mbTH MOBede OT
EKCITO3UIIMATA TIPH XOpa) MPEIH 1 10 BpeMe Ha YU TOCBaHE C HEJIEKyBaHU MBKKHU KUBOTHH.
EcTtporennute nukiym v GepTHIUTETHT CE MOBIHUABAT HEOIATONPUATHO ITPH BCHYKHU TPYITN )KEHCKH,
MoJTy4JaBaiy 0a3zefoKcu]eH.

Edexrure Ha neuenuero ¢ 6asenokcudeH BbpXy KOCTUTE, MaTKaTa M MJIeUHATa JKJIe3a ca OLCHEH!
npu oBapuekromupanu mwrbxose (0,15 no 1,5 mg/kg/nen) u nevosekonogoouu npumaru [ Cynomolgus
macagques] (0,2 no 25,0 mg/kg/nen). [lpu mursxoBe neueHunero ¢ 6aszeaokcudeH 3a mpuOIH3UTETHO
e/lHa TOJIMHA YaCTHYHO NPEeAOTBpaTBa €heKTHTE Ha OBAPHEKTOMHUATA BEPXY MHOXKECTBO CKEJIECTHH
napameTpH (MUHEPaJIHO ChAbP)KaHUE Ha KOCTTa, MUHEPATHA KOCTHA IUTBTHOCT U apXUTEKTYPa).
OcBeH TOBa MOKPOTO TETJIO HA MaTKUTE € IIOHIKECHO B CPABHEHHUE C HEJICKYBaHUTE )KUBOTHU U
XHMCTOJIOTMYHATA OLICHKA [TOKa3Ba MaJlKa WM He MOKa3Ba HUKAKBa Pa3JIMKa OT HeJIEKyBaHUTE
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KOHTPOJIHA. HpI/I MaﬁMYHH JICYCHUETO C 68_36,I[OKCI/I(1)CH 3a 18 MEcC€la BOAM JO YaCTHYHO 3alla3BaHC Ha
KOpTHUKAJIHATA U CIIOHI'MO3HATa KOCTHA Maca CIIopea OonpeACIAHCTO Ha MKII. YacTtuuHOTO 3ama3BaHe
Ha KOCTHATa Maca CC MMOCTUra 4pe3 NOHMKCHUA HAa UHAYIUPAHUTC OT OBAPHUCKTOMUATA ITIOBUIIICHUA HA
KOCTHaTa OGMSIHa, OIICHCHO I10 OMOXUMUYHHUTE MapKepu 3a KOCTHa 0o0MsHA U
XI/ICTOMOp(i)OMeTpI/I‘IHI/ITe HUHACKCH, UBMCPCHU B CIIOTMO3HATA U KOPTHUKAJIHATA KOCT. Baxno €, uCu
IIpu ABaTa BUJA MPUITOXKCHUCTO Ha 6336)_IOKCI/I(1)CH HsIMa HUKaKBH BJIOIIaBaIllnu C(I)eKTI/I BBpPXY
Ka4e€CTBOTO HAa KOCTTA. HO}IO6HO Ha PE3YJITATUTC IIPpU IT'PpU3avYU JICUCHUCTO C 6a3eI[OKCI/I(1)€H npu
HC‘IOBCKOHOH6HI/I npuMaTu BOAU 10 anO(l)I/IH Ha MaTKaTa M MIIEYHAaTa Kjie3a 0e3 Apyru
XUCTOJIOTHUYHU PA3JINIHr C HCIICKYBAHUTC JXUBOTHHU.

[IpoyuBanusiTa ¢ MOBTOPHHU IO03H IIpH Tpu3auu 1 MaiiMynn Cynomolgus ¢ HOpMaseH [HUKbJ T0Ka3BaT
n3pa3eHa CTUMYyJalys Ha pacTeka Ha SIHYHUKOBU (OJIMKYIX 0€3 OBYIalusl, KOETO BOAU A0 YACTUYHO
XEMOpPAaru4HH OBapUaIHU KHCTH M 3HAYUTEITHO MOBHUILIEHU €CTPalNO0IOBH HUBA. To3H
¢dapmakonornueH edext Ha 6a3eqoKcH(EeH MOXKE /1a Ce 0YaKBa ChIIO MPH KEHU NPeAr MEHONay3a, HO
ce npuema, 4e HAMa KJIMHUYHO 3HaYEHHUE NTPH JKEHH CIIE] MEHOIay3a.

[Ipu 6-MeceunuTe NPOYUBaHUS 32 KAHLEPOT€HHOCT PU TPAHCTCHHU MUIIKH MMa MOBULICHA YECTOTA
Ha 100POKAa4YEeCTBEHN OBapHAIHU TPAHYI03HOKIETHYHHN TYMOPH MPH KEHCKU MHILIKH, OTyYaBajIH
150 wm 500 mg/kg/nen. Cucremuata excozuuusi (AUC) Ha Gazepokcuder npu Te3u rpynu e 35 u
69 bTH NO-BUCOKA OT Ta3M MPH KEHHU Clie] MeHonay3a, noiay4yasainu 20 mg/nen 3a 14 quu.

[Ipu eqHO 2-roAuIIHO MTPOYYBaHE 3a KAHIIEPOTCHHOCT MPH ILTHXOBE e HaOJr01aBa MOBUIIIEHA Y€CTOTa
Ha JI0OpOKavYeCTBEHU OBAPHAITHU IPAHYIO3HOKICTHYHHA TYMOPH MIPH KEHCKH TLTHXOBE MPU
koHIeHTpanuu B xpaHata ot 0,03 u 0,1%. Cucremnara excrio3utiust (AUC) Ha 6azenokcuder mpu
Te3u rpynu € 2,6 u 6,6 MbTH MO-BIUCOKA OT HAOII0JaBaHaTa IIPH JKEHU CIIe] MEHOIIay3a, TOTyYaBaiid
20 mg/nen 3a 14 nau.

Hannunero Ha 100pokayecTBEHN OBapHaTHH IPaHyI03HOKICTHYHN TYMOPH IPH JKEHCKH MUILKH U
IUTBXOBE, NOTy4aBain Oasenokcuden, e rpynos epext Ha CMEP, cBpp3an ¢ papmakonorusta My npu
IpU3a4d, KOUTO Ca JICKYBaHH B PENPOLYKTHBHATA UM Bb3pacT, KOraTo SHYHUIUTE UM ca
(YHKLMOHAIHY U CE MOBIHUSIBAT OT XOPMOHAIHA CTUMYJIaLusl.

Bbazenokcuden He € TeHOTOKCHYEH WM MyTareHeH Mpy Habop OT TECTOBE, BKIIOUUTEIHO in Vitro
OakTepualneH TecT 3a 00paTHU MYyTAaLUH, i/ Vifro TECT B KIETKU OT 003aliHUIIM 332 HACPELTHU MyTalluu
B JIoKyca 3a TuMuauH kuHaza (TK=+) B L5178Y mumm nuM¢oMHU KIETKH, in Vitro TECT 3a
XpOMO30MHU abepanuy B KJIETKH OT sifuHuK Ha kuTaiicku xamctep (CHO) u in vivo TecT 3a Mumm
MUKPOHYKJIEYCH.

Bazenokcuen npuurHgIBa KOPTHKOMEIyIapHa HeQPOKAIINHO3a U YBEINYaBa CIIOHTAHHATA
xpoHnyHa nporpecuBHa Hedponatus (XIIH) mpu mbxkn mrsxose. [lapameTpuTe Ha ypuHaTa ca
MATOJIOTUYHO U3MEHEHU. B NIPOABIKATETHY IPOYUYBaHUS C€ HAOI0IaBaT pEHAIHA TYMOPH (a1eHOMHU
Y KapIIMHOMH ) ITPH BCUYKU U3MUTBAHH JI03U, HAH-BEPOATHO KAaTO MOCIEICTBUE OT TOBA XPOHUIHO
0B0OpeuHo yBpexaane. B 2-roaunrHoTo Mpoy4dBaHe 3a KapIMHOT€HHOCT 0a3enokcudeH, nmpuiarad
MEPOPATHO B XPAHUTEIHUA PEXUM Ha mIbXoBe B 1034 oT 0, 0,003%, 0,01%, 0,03% wnu 0,1%, Bogu
710 EKCIIO3MIMK, Oa3UpaHy Ha MOBBPXHOCTEH yYacThK (mg/m?) oT npubausutesano 0,6 10 23 IbTH U
0,9 1o 31 mpTH KIUHUYHATA 1032 OT 20 Mg, ChOTBETHO MPU MBKKHU U KEHCKH KMBOTHHU. Tl KaTO
XpOHHWYHATA MMPOTPECHBHA HEPPONaTHI U KOPTUKOMeTyIapHaTa HepOoKaIiHO3a ca Hali-BEPOSTHO
crenu(uIHY 3a TUIHX0BE HEPPOMATHH, CE MPEIToiara, 4e Te3u HaXOJKH He ca 3HAaUMMU IPU XOpaTa.

B exno 18-meceuno npoyuBane 3a e(UKaCHOCT IT0 OTHOLICHUE HA KOCTUTE MPU Bb3PACTHU
oBapreKkToMupanu MaiimyHu Cynomolgus 6azenokcuden, npunarad nepopajiHo Ha MaiMyHHUTE B
no3u ot 0, 0,2, 0,5, 1, 5 umm 25 mg/kg/neH, Boau 10 eKCIO3UINY, Oa3upaHu Ha MMOBBPXHOCTEH
y4acTsk (mg/m?) ot npubiusutento 0,2 1o 24 mbTH KuHUYHATA 103a oT 20 mg. B ToBa npoyusane
ce HabmoaaBaT OBOPEYHOKIIETHYHN KapIUHOMH. Te31 TyMOpH ce CMATAT 3a CIIOHTAHHH
OBOPEUHOKIICTHYHH KaPLIMHOMH, 32 KOUTO € U3BECTHO, Y€ BH3HUKBAT B HEUOBEKOIIOAOOHU IPUMATH, U
HsIMa BEPOATHOCT J1a ca 3HAYMMHU IpU XOpara.
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6. OAPMAIIEBTUYHU JAHHAU
6.1 Chnucbk Ha IOMOIIHHUTE BellleCTBA

Slnpo Ha tabieTkaTa

JlakTo3a MOHOXUApAT

MuKkpoKpHrCTalTHA TIeITyI03a
[IpexxenaTnHU3UpaHO HUIIIECTE (IIAPEBUYHO)
Hatpues HumiecTeH rimukonat

Hatpues naypuncyndar

Konounaen 0e3B01eH CHIIMIIMEB JUOKCHUI
Maruesues creapar

AckopOrHOBa KHCETUHA

PUIMOBO TOKPUTHE
Xurnpomenosa

Turanos auokcun (E171)
Maxporon 400

6.2 HecnBMecTuMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHOCT

18 mecena.

6.4 Crnenuananm ycjaoBHs HA CbXpaHEeHHe

Jla He ce cpxpansBa Hazg 25°C.

6.5 Bwuau chabpixaHue HA ONIAKOBKATA

PVC/Aclar 6mucrepu ot 7, 28, 30, 84 1 90 punmmupanu TabIeTKy.
He Bcuuky BUOBE OAaKOBKH MOTaT Aa ObJar MyCcHAaTH B MPoJaxoa.
6.6 Crnenuananu npeanasHu MepKH IPH U3XBbPJISHE

Hsama CrieqyaIH U3MCKBAaHUAA.

7. HNPUTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/511/001
EU/1/09/511/002
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EU/1/09/511/003
EU/1/09/511/004
EU/1/09/511/005

9. JATA HA ITBbPBO PASPEIIABAHE/ITOJHOBABAHE HA PASPEHIEHUETO 3A
YIOTPEBA

Jara Ha mppBOTO paspemasane: 17 anpun 2009

[Hata nHa nocieano noaHossBane: 17 anpun 2014

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Monpo6Ha nH(pOpManKs 3a TO3H JIEKAPCTBEH MPOAYKT € MpefocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus 1o Jekapcreata https://www.ema.europa.eu/.
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HNPUJIO’)KEHME 11

MNPOU3BOJIUTEJL, OTTOBOPEH 3A OCBOBOX/JIABAHE HA
MHAPTU N

YCJIOBUSA NJIM OT'PAHUYEHUS 3A TOCTABKA "
YIIOTPEBA

APYI'N YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO
3A YIIOTPEBA

YCJIIOBUSA NJIK OT'PAHUYEHUSA 110 OTHOIIEHUE HA

BE3OITACHATA 1 EOEKTUBHA YIIOTPEBA HA
JEKAPCTBEHUA ITPOAYKT
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A. TTPOU3BOJMTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTUN

HMe 1 ajipec Ha IPOU3BOMUTEISI, OTTOBOPEH 3a OCBOOOKIaBaHe HA MAPTUINTE

Pfizer Ireland Pharmaceuticals Unlimited Company
Little Connell

Newbridge

County Kildare

Upnannus

b. YCI0OBHUA NN OTPAHNYEHUA 3A TOCTABKA U YIIOTPEBA

HeKapCTBeHI/ISIT MMPOAYKT CC OTITYCKa I10 JICKApCKO MPCATIMCAHUC.

B. JPYI'M YCJIOBUA U N3NCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

° IlepyoanyHHu aKTYAJIM3UPAHN JoKJIaau 3a 6e3onacHocT (ITAAB)

N3uckBanwusra 3a nogasane Ha [TAJIB 3a To31 1eKapcTBEH NPOIYKT Ca MOCOYEHH B CIIMCHKA C
pedepentaute natu Ha EBponeiickus cpro3 (EURD crnucek), npensuzaes B wien 1078, an. 7 oT
Hupextusa 2001/83/EO, 1 BbB BCHUKH CJICABALIH AKTyaIH3aLlUH, MyOJIMKyBaH HAa €BPOIEHCKHUS
yeOropTan 3a JexapcTaa.

r. YCI0BHUsA NN OTPAHUYEHUA 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

° I11aH 3a ynpasJenne Ha pucka (ITYP)

[IputexxaTensaT Ha pa3penieHueTo 3a ynotpeda (IIPY) tpsabBa na u3BbpiiBa H3UCKBaHUTE ACHHOCTH U
NeCTBU, CBBP3aHH C pOCieIsiBaHe Ha JIEKapCTBeHaTa 0e30MacHoCT, HocoyeHu B ogoopenus I1YP,
npencrased B Moy 1.8.2 Ha pa3penieHreTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CIIABALIN 0J00PEHI
akTyanu3anuu Ha [TYP.

Axkrtyanusupan [IYP TpsiOBa na ce nonasa:

° 110 UICKaHC Ha EBpOHefICKaTa arcHUuA 10 JICKapCTBaTa,

o BHHArM, KOrato €€ u3MCHsI CUCTCMATa 3a YIIpaBJICHUC HA PHUCKa, 0c00€eHO B pE3yJITaT HaA
oJIfydyaBaHC Ha HOBA I/IH(i)OpMaL[I/Iﬂ, KOATO MOZKE a JOBEAC N0 3HAYUMHU ITPOMCHU B CbOTHOILICHUCTO
HOJ'Ba/pI/ICK, WJIH CJICEA JOCTUTAHC Ha BaXXCH CTaIl (B’BB BPB3Ka C MPOCICAABAHEC HA JICKAPCTBCHATA
0€30IMacHOCT HIIH CBCKAAHC HA pUCKa O MI/IHI/IMyM)

Axo nogaBanero Ha [TAJIb u akTyanusupanero Ha [IYP cbBnagar, Te Moxe 1a ce nogaaat
€IHOBPEMEHHO.
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MNPUJIOKEHME II1

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JJA CbABbP/KA BTOPUYHATA OITAKOBKA

TEKCT BBPXY KAPTOHEHATA OITAKOBKA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

CONBRIZA 20 mg ¢punMupanu TabIeTKu
0azenokcuden

| 2. OBSBSABAHE HA AKTUBHOTOMMTE) BEHIECTBO(A)

Bcesika punmupana Tabnetka chabpika 0azenokcu(eH amerar, KOiTo e ekBuBaieHTeH Ha 20 mg
0azenoxcudeH.

| 3. CIIUCBK HA ITIOMOINHUTE BEILIECTBA

C’B,I[’Lp)i(a CbIIO JAKTO34a.
Bmxre nucroBkara 3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/IH.

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B E/THA OITAKOBKA

7 bunMupaHu TabIETKH

28 ¢punmMupanu TabIeTKU
30 ¢unmupanu TabIETKH
84 hunMupanu TabIETKH
90 ¢unmupanu TabIETKH

| 5. HAYUH HA TPUJIATAHE U ITbT(MIIIA) HA BBbBEKJTAHE

[Ipenu ynotpeba npoyerere TUCTOBKATA.
[IepopanHo npuiIoKeHue.

6. CIHIEHUAJIHO MPEAYHNPEXJAEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOT'VIEJA U JOCET' A HA TEIIA

I[a CC CbXpaHABa HA MACTO, HCAOCTBIIHO 3a ACIA.

| 7. JAPYI'M CHEHUAJIHU NMPEAYIPEXJAEHUSA, AKO E HEOBXOJINUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'omen mo:
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| 9. CIIEHHUAJIHM YCJIOBUS HA CbXPAHEHUE

Jla He ce cpxpansBa Hag 25°C.

10. CIIEHNUAJIHU NPEJIIAZHU MEPKHU ITPU NU3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIN OTHHAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJAPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/511/001 28 TabneTku
EU/1/09/511/002 30 TabneTku
EU/1/09/511/003 84 TtabneTku
EU/1/09/511/004 90 TabneTku
EU/1/09/511/005 7 TabmeTkun

13. TNAPTHUJEH HOMEP

[TapTugen No

14. HAYMH HA OTITYCKAHE

HeKapCTBeHI/ISIT MMPOAYKT CC OTITYCKa I10 JICKApCKO MPCATIMCAHUC.

| 15. YKA3AHWUA 3A YIIOTPEBA

| 16. HWH®OPMAIIUA HA BPAMJIOBA A3BYKA

CONBRIZA

| 17. YHMKAJIEH WIEHTUDUKATOP — IBYU3MEPEH BAPKO/]

JByn3mMepeH O0apko ¢ BKIIOUEH YHUKAJICH HACHTH()HUKATOP
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18. YHMKAJIEH NWIEHTUDUKATOP — JTAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMMYM JAHHU, KOUTO TPABBA JJA CBbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. UME HA JIEKAPCTBEHUSA ITPOAYKT

CONBRIZA 20 mg ¢punMupanu TabIeTKu
0azenokcuden

2. UME HA ITPUTEXKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG

| 3. JATA HA U3TUNYAHE HA CPOKA HA 'OJHOCT

EXP

4. HHAPTUJAEH HOMEP

[Tapt. Ne

|5.  JPYIro
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Bb. IUCTOBKA
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JlnucroBKa: I/IH(l)OpMalII/lﬂ 3a mManMeHTa

CONBRIZA 20 mg ¢unamupanu TadaeTKu
6azenokcuden (bazedoxifene)

IIpoyereTe BHMMATEJIHO ISlJIATA JUCTOBKA, IIPEAH /14 3alI09HETe 1a IpHeMaTe TOBA JIEKapCTBo,
Thil KATO TSl CBABPKA BakHa 32 Bac undopmanusi.

- 3anazere Ta3u JUCTOBKA. Moe J1a ce HAJIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HAKaKBU JIOIBIHUTEIHU BBIIPOCH, TIONUTaiTe Bamms nexkap uimu gapMaresnT.

- ToBa nexapcTBO € MpeAnrcaHo €AUHCTBEHO U TMYHO Ha Bac. He ro npeorcrrnBaiite Ha qpyru
xopa. To Moke Ja UM HaBpeu, HE3aBICHMO Y€ TIPU3HALIUTE HA TAXHOTO 3a00JSBaHE ca CHINUTE
Kkato BammTe.

- AKO MOJTy4YuTe HIKAKBU HEXKEJIaHU JIEKAPCTBEHU peakUuy, yBeaoMeTe Baus nexap wnu
(apmaneBT. ToBa BKIIIOYBA ¥ BCHYKH BH3MOXKHU HEXKEJIAHH PEAKITNH, HEOTIMCAHH B Ta3H
JMcTOBKa. Bk Touka 4.

Kakso CbAbpPiKa Ta3u JJUMCTOBKA:

Kaxkso mpencrasnsiBa CONBRIZA u 3a kakBo ce n3nonssa
Kakso Tps6Ba na 3naere, npenu na npuemere CONBRIZA
Kaxk na npuemare CONBRIZA

BBb3MOXKHM HEXeNaHU peakluu

Kax na cexpansiBate CONBRIZA

ChbabpxaHue Ha OTIAKOBKATa U TOMBJIHUTEIHA HHPOPMALUs

AN

1. Kaxkso npeacraigssa CONBRIZA u 3a kakBO ce H3110J13Ba

CONBRIZA cbabpxa akTUBHOTO BEIIECTBO 0a3eqoKcH(eH U € JIEKapCTBO, KOETO MPUHAIICKH KbM
rpyna HEXOPMOHAJIHH JIEKapCTBa, HAPEUEHU CEJICKTUBHU MOJYJIaTOPH Ha ECTPOTEHHUTE PELIEITOPU
(CMEP). To ce u3nomn3Ba 3a JeueHHe Ha OCTEONOpo3aTa NpH KeHH, clie]l KaTo Te ca JOCTUTHAIIN
MeHOIay3aTa, KoraTo ca ¢ MOBHUILEH PHUCK 3a (ppakTypu. To aelcTBa, KaTo 3a0aBs WK CIHpPa
W3THHABAHETO HAa KOCTUTE NPU TE3M KEeHHU. TOBa JIeKapcTBO HE TPsiOBa a ce U3I0N3Ba 3a JICUeHHE Ha
OCTEOIOPO3a IIPU MBXKE.

2.  Kakso TpsadBa na 3naere, npean na npuemate CONBRIZA
He npuemaiite CONBRIZA

- aKo CTe aJIePru4Hu KbM 0a3eoKcH(EH UM KbM HIKOS OT OCTaHAINUTE ChCTaBKU B TOBA
JeKapcTBO (M30pOeHU B TOUKA 6).

- aKo MMaTe WM CTE UMal KPbBEH ChCUPEK (HarpruMep B KPbBOHOCHUTE ChIOBE HA KpaKara,
Oenure IpoOOBE UM OUUTE).

- aKo cTe OpeMeHHa WJIH Bce OLIe MoXeTe Aa 3a0pemeneeTe. ToBa JeKapcTBO MOXe Jja HaBPEIH
Ha Bamero HepoaeHo nete, ako ce mpuemMa 1o BpeMe Ha OpEeMEHHOCT.

- aKo MMate HJIKaKBO HEOOSICHUMO BarnHAJIHO KpbBOTeUeHUe. To TpsiOBa Ja ce u3ciensa ot
Bammus nekap.

- aKo MMaTe aKTHBEH PaK Ha MaTKaTa.

Ipenynpe:xnenusi 1 NpeAna3sH MEPKH

I'oBopete ¢ Bammus nexap unu hapmanest, npean aa npuemere CONBRIZA.
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- THH KaTo MOKE J1a MOBHILH PHCKa OT 00pa3yBaHe Ha ChCHpENHX B KpbBTa. Makap 1 MHOTO
PSAKO T€ MOTaT a IPUUMHAT CEPUO3HHA MEIULIMHCKU POOJIEMH, MHBATTUANZUPAHE UK CMBPT.
I'oBopete ¢ Bammus nexap, 3a aa pa3depere qaau uMaTe MOBUIICH PUCK 3a 00pa3yBaHe Ha
TaKMBa ChCUPELH.

- aKo cte 00e3BIKEHH (HE MOKETE Ja ce JBIXKUTE) 32 M3BECTHO BpEMeE, HallpUMep aKo CTe
MPUKOBAHM HA NHBAJIUIHA KOJIMUYKA, CTOUTE B CEHAIIO MOJIOKEHHE 33 IPOABIKATENEH NEPHOJ
OT BpeMe WJIH TpsAOBa Ja JISKUTE, TOKATO c€ BH3CTaHOBSBATE OT omepanus uiu 0onect. AKO
nuMare NpoabJDKATENIHO IbTYBaHe, TPsIOBa 1a ce Pa3XxoXKaaTe WK Aa Pa3IBUKBATE KpakaTa 1
XOJWIaTa CH Ha peJOBHHM MHTepBaiH. ToBa € Taka, 3alll0TO CTOEHETO B €HO U CHIIO
MOJIOKEHHUE IBJITO BpEME MOJKE J1a BB3MPEMIATCTBA J0OPOTO KPbBOOOpAIICHHE 1 MOKE J1a
MoBHIIM pucka Bu 3a 00pasyBaHe Ha chCHpenH B KpbBTa. AKO TpAOBa Ja OCTaHeTe
00e3ABMKEHH 32 MPOIBIDKUTENCH MEPUOJ OT BpEME WIIM MMaTe HacpoueHa XUPYprudHa
HaMeca, € BaXXHO J1a TOBOpUTE ¢ Bamus nekap 3a HaUWHUTE, IO KOUTO MOXKETE 1a HAaMaJINTe
pHcKa oT o0pa3yBaHe Ha ChCHPELHX B KPBBTA.

- ako cre npeau meHonay3ata. CONBRIZA e npoy4yBaH caMo IpH K€HHU, KOUTO ca B MEHOIAay3a,
U CJIEJOBATEIHO HE C€ MPENophYBa.

- aKo MMaTe WU CTE MMaJY TIOBUIIEHN HUBA HA TPUIIIMLEPUAN (BUI Ma3sHUHHU, KOUTO CE
OTKpHBAaT B KpbBTa Bu) B MuHanoro.

- aKo MMaTe YepHOAPOOHU POOIIEMH WM TEXKU OBOPEUHH MPOOIEMH.

- aKo MMate HJIKaKBO BarMHAIHO KpbBOoTeueHue, nokaro npuemare CONBRIZA, Tps6Ba na
ropopure ¢ Bammus nexap.

- aKo CTpajaTre OT paK Ha I'bpJaTa, Thi KaTo ONHUTHT ¢ yHoTpedara Ha TOBA JIGKAPCTBO MPU KEHU
C TOBa 3a00JIsIBaHE € HEAOCTATHUCH.

[To-rope ca n30poeHH HAKOH MIPUIMHH, TOPAAN KOUTO TOBA JIEKAPCTBO MOKE J1a HE € MOIXOAALIO 32
Bac. Axo HiKod OT TsX ce oTHacs 3a Bac, roBopere ¢ Bamms nekap, npeau f1a npueMaTe ToBa
JIEKapCTBO.

Apyru nekapcrBa u CONBRIZA

Tps6Ba na xaxkete Ha Bamms jgexkap uinu hapMareBT, ako preMare WM HaCKOpO CTe MpHUeMai
JpYyTH JIEKapCcTBa.

BpemenHocT M KbpMeHe

CONBRIZA e npepnaznaueH 3a ynotpe0a npH KeHH ciieq] MeHonay3a. Toii He TpsOBa J1a ce mpuema
OT ’KE€HH, KOUTO ca OpeMEeHHH WM BCe OIe MOTaT Jia paxkaar. He npuemaiite ToBa 1eKapcTBO, aKO
KBbpPMHTE, 3allJ0TO HE € U3BECTHO AU CE OTHAENS B KbpMarTa.

Hlo¢pupane u padota ¢ MAIIUHU

AKO ce IoYyBCTBaTe ChHIIMBH CJIE]] IIpMEMa Ha TOBa JICKapCTBO, TPSOBaA J1a M30sreare aa modupare u
Ja pabOTUTE ¢ MAIIMHU.

Mosxe na 3abenexure npobiemu ¢ Bamrero 3peHue, kKaTo 3aMbITIEHO 3pEHHE, TOKATO IIpHeMaTe TOBa
JIEKapcTBO. AKO TOBA ce CITy4H, TpsIOBa Ja n30srBare Ja modupare uin 0a pabomume ¢ MAWUHL,
ookamo Bawwusam nexap ne Bu kaogice, ue e besonacho oa 2o npasume.

CONBRIZA cbabp:ka JaKT03a M HATPHIA
Tosa nexapcTBO ChabprKa JakTo3a (Bun 3axap). Ako Bammusr nexkap Bu e kazai, ue umare
HETIOHOCUMOCT KbM HSIKOH 3aXapH, CBhPIKETE Ce C HEeTo, MPE/Iu Jia IIpHeMaTe ToBa JieKapcTBo. Topa

JIEKapCTBO ChIIbpiKa MO-Maiko oT 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.€. MOXKe JIa ce Kaxe, 4e
MPAaKTUYECKH HE ChIAbPKA HATPUM.
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3. Kak na npuemate CONBRIZA

Bunaru an/IeMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e xazan Bamwmsr JICKap Win (I)apMaueBT. Axo He
CTC CUT'YPHHU B HCIIO, nonuraiTe Bamms JICKAp Wi (I)apMaueBT. Tpf[6Ba Ja IPpOABIJDKUTC Aa MPUCMATC
TOBAa JICKAPCTBO, AOKATO Bammsar JICKap Bu kaxe. 3a Ja JICKYBa OCTCOIopo3aTa, TOBa JICKapCTBO
TpSI6Ba Ja cC mprueMa CKCIAHCBHO.

- [IpemoppuntenHara no3a € eaHa TableTKa JHEBHO mpe3 ycrata. [IpremMbT Ha moBede oT eaHa
Ta0lleTKa JHEBHO HE 3aCHIIBA eeKTa M MOXKE Ja MMPEIU3BUKA JOIBIIHUTEITHU PUCKOBE.

- MoskeTe a mpreMaTe TabJeTkara 1o BCSIKO BpeMe Ha JISHS ChC WK 03 XpaHa.

- ToBa nexapcTBO TpsIOBa /a ce mpueMa ¢ JOCTaThYHO KOJIMYECTBO KAl 1 BuTaMuH D.
Koncyntupaiite ce ¢ Bamms nekap, 3a 1a npoBepuTe Aajld IPUEMbT Ha KaJlUUid U BUTaMuH D ¢
xpaHaTa Bu e qoctaTbueH u qanu ce HykIaeTe oT 1o0aBKa Ha Kajiuid 1 BuTamuH D. Ako
npreMare J00aBKa Ha Kallluil u/uiu BUTaMuH D, TS MOXKe J1a ce mprueMa eTHOBpEMEHHO C TOBa
JIEKapCTBO.

AKo cTe npuesin noeye ot Heodxogumara n03a CONBRIZA

VYBenomere Bamus nexap mnu gapmanesT, ako ciaydaiiHo cre npuenu nosede CONBRIZA,
OTKOJIKOTO TpsIOBa.

Ako cre nponycHanu aa npuemere CONBRIZA

Axo cTe OpOIyCHAJIN Aa MPUCMETC Ta6J'IeTKaTa, MNpUeMETE 1 BEAHAra, oM CUu CIiIOMHUTC. Axo obaue
MOYTH € HACTBIINUIIO BPEMCTO J1da IPHUEMETC Bamrara cJeaBalia 103a OT TOBa JICKApCTBO, IPECKOYCTC
A03ara, KOATO CTC MPOITyCHAJIU, U B3EMCTC CaMO Bamrara ciaeaBaiia J03a. He B3emaiite ﬂBOﬁHa J03a,
34 1a KOMIICHCHUPATC IIpOoIyCHaTaTa TabJIeTKa.

Ako cte cnipesin npuema Ha CONBRIZA

Axo pemuTe aa COpeTe Aa NpUEMaTe TOBA JICKAPCTBO NPCAX Ja NPHUKIIHOYN NPCANNCaHUA Bu KypC Ha
JICYCHUC, ITbPBO TpSI6Ba Ja TOBOPUTE C Bamms JICKap.

AKO MMaTe HAKaKBU AOIBIHUTEIHU BIIPOCH, CBBP3aHHU C YIOTpedaTa Uik CHUPAHETO Ha TOBa
JIEKapCTBO, MONUTaiTe Bamus nexkap win gpapmanesT.

4. Bb3MOKHM HeXeJIaHU peaKIHu

Kakro Bcnuku JICKApCTBA, TOBA JICKAPCTBO MOKC [a MPCAN3BHUKA HCKCIIAHU PCAKIINU, BBIIPCKU Y€ HC
BCCKH I' ITIOJIy4YaBa.

Cepunosnn Hexenann peaknun — Crnpere npuema Ha CONBRIZA n He3a0aBHO oTHAETE HA
JeKap

HeuecTu (Morat na 3acersar g0 1 Ha 100 gymm):

- AKO MaTe NpU3HAIM 32 HAJIMYMe HAa ChbCUPEK B KpakaTta Wiu Oenure ApoOoBe, KaTo 00JIE3HEHO
NOJyBaHe WM 3a4epBsIBaHE Ha KpakaTa, BHE3anHa 00JIKa B I'bPANUTE WIH 3aTPyIHEHO TUILAHE;

- AKO UMaTe MPU3HALK 32 HaJIMYMe HAa ChCUPEK B OKOTO (PeTHHAIHATA BEHA), KATO EJHOCTPAHHO
3pUTEIHO HApYyIIEHHE WM 3PUTEITHO YBPEKAAaHEe, WIN 3aMbIJIsIBAaHE WK 3ary0a Ha 3peHUETO Ha
€IHOTO OKO.

- AKo ce TosIBH HAKOI OT pobiemuTe, u3dpoenu B ,,He npuemaiite CONBRIZA”
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C HeH3BeCcTHA 4eCcTOTA (OT HAIMYHUTE JAaHHHU HE MOXeE J1a ObJIe HallpaBeHa OICHKA):

— AKO UMaTe Ipyru ChOUTHS, 3acATalli OKOTO W/WIIH 3pEHUETO (BIKAATE UCKPH UITH
MPOOJIACHIM OT CBETIIMHA, UMATe CTECHSIBAHE HA 3pUTEITHOTO II0JI€ U TI0{yBaHe Ha OKOTO WIIH
KJIeraya)

JApyru Hexe1aHu peaKkHH
Hsxou manuenTu nonyyaBat CIeIHUTE HEXENaHu peakuuu, qokato npuemMatr CONBRIZA:

MHoro yectn (MoraT ia 3acerrar noseue ot 1 Ha 10 xymm):

- MycKkynHH cria3Mu (BKIIOYHTETHO CXBalllaHe Ha KpaKaTa)
- lopeuu BbIHU
- [lomyBaHe Ha pbIIETE, XOUIATa U KpakaTa (mepud)epeH 0ToK)

Yectu (Morar aa 3acersar o 1 va 10 xymm):

- AneprudHa peaknus (BKIFOYUTEITHO CBPbXYYBCTBUTEIHOCT U YPTHKAPHS)

- OO6pwuB, cepOeK

- Cyxota B ycTarta

- [loBuiieHne Ha TPUTITHIIEPUINTE B KPBBTA (Ma3HHHU, KOUTO C€ OTKPUBAT B KpbBTa BH)
- [ToBuiieHne Ha YepHOIPOOHUTE EHIUMHU

- CpHIUBOCT

C Hen3BecTHA 4ecTOTA (OT HATMYHHUTE JAaHHHU HE MOJXKE /1a Ob/ie HallpaBeHa OLICHKA):

- [Manmuranun (ycelmane yaapure Ha ChpLETO)

- Cyxota B 0KOTO, O0JIKa B OKOTO, HAMaJIeHa 3pUTEIHA OCTPOTA, 3pUTEIIHO YBPEKIaHE,
6nedapocnazbm (HeecTeCTBEHO HEBOJIHO MIPUMUTBAHE WM CHa3bM Ha KIICTIaYuTe).

Cho0maBaHe Ha HelKeJIAHM PeaKIuH

AKO MoJTyunTe HAKaKBU HEXEJaHU JIGKapCTBEHH PeaKlnu, yBeromere Bamms nexap unu gapmaresT.

ToBa BKJIFOUBa BCHYKHU Bb3MOKHH, HEONMCAHU B Ta3H JIMCTOBKA HEXENAHU peakunu. Moxkere ChIIo

Jla ChOOIIUTE HEKEJIAHHU PEaKMU IUPEKTHO Ype3 HallMOHAIHATA CUCTEMA 3a ChOOIIaBaHe, IIOCOYCHA B

[punoxenue V. Kato cro01aBaTe HEXETaHU PEaKy, MOXKETE J1a 1aeTe CBOSI IPHHOC 32

MoJIy4aBaHe Ha MoBeve HH(POpMaIHs OTHOCHO Oe30MacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBate CONBRIZA

I[a CC CbXpaHsABa HA MACTO, HCAOCTHIIHO 3a ACIA.

He u3non3paiite ToBa JICKApCTBO CJIC CPOKA HAa TOAHOCT, oTOens3aH BBPXY KapTOHCHATA OIIAKOBKA 1
6J'II/ICT€pa CIICQ ,,FO,Z[GH ,I[O:” CpOK’BT Ha TOAHOCT OTroBaps Ha MOCJICAHNA JCH OT MOCOYCHHA MCECCLI.

Jla He ce cpxpansBa Hazg 25°C.

He n3xBbpisiite nekapcTBaTa B KaHAIU3alUATa UM B KOHTEHHEpA 3a JOMAIIHN OTHAbLIH.
[TonuTaiite Bamms papmaneBT Kak Ja U3XBBPIIATE JIEKapCTBaTa, KOUTO Beue He u3nomn3Bate. Te3n
MEpKH III¢ CTIOMOTHAT 3a OIla3BaHE Ha OKOJIHATa Cpefa.

6. Cobabp:kaHue HA ONIAKOBKAaTa U AONBbJHUTEHA HH(POPMALIHA
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Kakso ceabp:xa CONBRIZA

- AxrtuBHO BemiecTBO: 0azenokcudeH. Beska ¢punmupana tabneTka chabpxa 6azemokcu(eH
areTar, KOMTo € ekBuBaJieHTeH Ha 20 mg 0a3eoKCHU(eH.

- Jpyru cbcTaBKH: JaKTO3a MOHOXHMIPAT, MUKPOKPHUCTAIIHA LIETYJI03a, IPeKeTaTHHU3UPAHO
HUIIEeCTe (LIaPEeBUYHO), HATPUEB HUILIECTEH ININKOJIAT, HATPHUEB JaypuwiIcyadar, KOJIOUACH
0E3BOJICH CHITMIIMEB AUOKCH]I, MAarHE3HUEB CTE€ApaT, ACKOPOMHOBA KHCEINHA, XUITPOMETI03a,
tutadoB auokcun (E171) u makporon 400 (Bmwkre Touka 2 ,,CONBRIZA cbabpxa nakTo3a u
HaTpHii”).

Kak m3rnexxna CONBRIZA n kakBo cbIbp:Ka ONIAKOBKAaTAa

CONBRIZA ce npennara karo 6enu 10 nout 6enu GpuiaMupanu TabieTk ¢ Gopma Ha Karcyia ¢
Haamuc ,, WY20”. JIsmknHaTa Ha TabneTkaTa e npubnmsurenHo 1,5 cm. Te ca omakoBaHu B
PVC/Aclar 6nuctepu u ce ipensarat B OakoBKH Ot 1o 7, 28, 30, 84 niu 90 TabneTku.

He Bcuuku BuI0BE ONTaKOBKW MOTaT Jia ObAaT IMMyCHATH B TIPOIaxoa.

IIpuTexxkaTen Ha pa3pelieHHETO 32 ynoTrpeda U MpPOU3BOIUTET

IIpurte:xxkaTen Ha pa3pelIeHNETO 3a ynoTpeda
Pfizer Europe MA EEIG, Boulevard de la Plaine 17, 1050 Bruxelles, benrus.

IIpoussoauren
Pfizer Ireland Pharmaceuticals Unlimited Company, Little Connell, Newbridge, County Kildare,
Wpnangus.

3a JOIIBJIHUTCIIHA I/IH(I)OpMaLII/ISI OTHOCHO TOBa JICKAPCTBO, MOJIA, CBBPIKCTC CC C JIOKAJTHUA
MNPCACTABUTCIT Ha MIPUTECIKATCIIA HA PA3PCIHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Latvija
Luxembourg/Luxemburg Pfizer Luxembourg SARL filiale Latvija
Pfizer NV/SA Tel: +371 670 35 775

Tél/Tel: +32 (0)2 554 62 11

Bovarapus Lietuva

[aiizep JlrokcemOypr CAPJI, Pfizer Luxembourg SARL filialas
Knon bearapus Lietuvoje

Ten.: +359 2 970 4333 Tel: +370 52 51 4000
Ceska republika Magyarorszag

Pfizer, spol. s r.o0. Pfizer Kft

Tel: +420-283-004-111 Tel.: +36 1 488 3700
Danmark Malta

Pfizer ApS Vivian Corporation Ltd.
TIf: +45 4420 11 00 Tel: +356 21344610
Deutschland Nederland

PFIZER PHARMA GmbH Pfizer BV

Tel: +49 (0)30 550055-51000 Tel: +31 (0)10 406 43 01
Eesti Norge

Pfizer Luxembourg SARL Eesti filiaal Pfizer AS

Tel: +372 666 7500 TIf: +47 67 526 100
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E\rada
Pfizer EAMGG A.E.
TnA.: 430 210 6785 800

Espaiia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland Unlimited Company
Tel: 1800 633 363 (toll free)

+44 (0)1304 616161

island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvnpog
Pfizer EAAGG A.E. (Cyprus Branch) A.E.
TnA: +357 22 817690

Osterreich

Pfizer Corporation Austria Ges.m.b.H.

Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00

Portugal
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s
podrocja

farmacevtske dejavnosti, Ljubljana
Tel: +386 (0) 1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL,
organizacna zlozka

Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

JlaTta Ha nocjeaHO npepasrJjexnade Ha guctoBkara {MM/ITTT}.

JApyru n3rouyHunu Ha nHGopmManus

HO}IpO6Ha I/IH(I)OpMaI_II/IH 3a TOBA JICKAPCTBO € NPCA0CTAaBCHA HA ye6caI7ITa Ha EBpOHeﬁCKaTa arcHIus

1o JiekapcTBata: https://www.ema.europa.cu/.
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