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HPATICA AKTEPHCT HA HPOAYKTA Y S
QgotpeHue NE cinsrinnemsnssarnsnarects,
1. HME HA JJEKAPCTBEHHSA TPOAYKT

HBAH/IPOHOBA KHCEJIHHA CTAJIA 150 mg guaMepanu rabaeTkn
IBANDRONIC ACID STADA 150 mg film-coated tablets

2. KAYECTBEH H KOJHYECTBEH ChCTAB

Beska dpunmupana rabnerka cnaspxka 150 mg nbangponoea kucennna (ibandronic acid) nog popmara na
HaTpues HbaHApoRaT MoHoXHApaT (as ibandronic acid sodium monohydrate).

Homownu seugecmea ¢ wisecmuo Oeticmeue:

Besxa ¢unmupana tabnerka coabpxa 162.773 mg nakTo3a MOHOXHAPAT. 32 MbIHNAS COMCHK Ha
MOMOIIHHTE BElIECTRA, BICKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA
OunmupaHa Tabnerka .

Benn no mourn Genu , npoabarosaty , ABOMHO HIMBKHANH dHIMEDaHR TableTKH, 14 MM JBIKHEA , C
Hagmuc “I9BE” ot ezHata cTpaHa 1 “150” ot apyrara.

4. KJIHHHYHHU JAHHH

4.1 TepaneRTHYHH DOKAAHAL

Jleuenne Ha OCTEONOPO3a MPH JKEHH B IOCTMEHONAY3a C YBEIUYeH PHCK OT (pakTypH (BX. TouKa 5.1).
Hoxazako & HAMAJIeHHe Ha PHCKA OT BepTeGpaiiy GpakTypH; HE € YyCTAHOBEHA eHKACHOCT N0
OTHOIIeHHe Ha $paKTypu Ha wHiikata Ha GenpenaTa KocT.

4.2 Jo3apoBxa A HAuHA Ha NPHICKEHHE

EO3HQOBK32

IlpenoprbyBaHara n03a e enxa QuiMupana TabneTka o1 150 mg BeAHLK MecedHo. 3a IpeANOIHTAHE €
TabneTkarta fa ce NPHEMa HA e7Ha H ChINa JaTa BCEKH Mecell,

Hbannponosa kucenuHa CTAJIA TpabBa aa ce punara CyTpHH Ha riagHo (Ge3 1a e 6uia mpHeMana
XpaHa oHe 6 Yaca) ¥ 1 9ac npen DEPBHS IPHEM 3a AeHA HA XPAHA WM HAIHTKA (C HIKMOUEHHE HA
BoZAa) (BX. TOUKa 4.5) WM NpeQH MepOPaNHO NPHEMane Ha APYFO NEKAPCTBO MIH XPaHHTENHA AobaBKka
{BKMOYHTENHO Kanmuii),

HNawmenThTe TpA6Ba Na 6LAaT HEGOPMUpaHN, Y€, ako IPOMyCHAT /1034, TPAOBa Na BleMar eqHa TabneTka
Hb6auaponosa xucemmna CTAJIA 150 mg Ha cyTpHHTa Clief] KATO ¢a YCTAHOBHIH
cleapamaTa NjaHApaHa f03a He ocTaBat 7 AnH. Clel ToBa NanMeHTHTe TpAbGBa
Ha J103aTa BCAHBK MECEYHO Ha MEPBOHAYANHO TUIAHKPAHATA J1aTa.

AKo0 cresiBalaTa IUIAHHpaHa JaTa € 10 7 AHH, TAIHEHTKATE Tp#OBa Aa H3u
CIER TOBA A2 MPONBILKAT Ja [IPHEMAT [0 eHA TallleTka MECEeHO, KAKTO € 1
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TlannenTtute He TpaGBa 1a B3eMaT ABe TaGAETKH B eHA H CHILA CceAMHUIIA.

Hpy nepocTaThuen Npuem ¢ xpaHata, nauuenTHTe TpAGRA 12 MONYYABAT NOHAHATENHO KM B/ ATk
BHTaMuH D (Bx. Touka 4.4 u Touka 4.5). ‘

He € ycranoena onTHMania NpogLIKHTEHOCT Ha NEYEHHETO C Ougocdonatu. HeobxoaumocTra 0T
MpOAB/DKABAHE Ha NIEYEHHETO TpAGBa EPHOANYHO Jia Ce MPEOLEHNBA Bh3 OCHOBA HA TION3HTE H
NOTeHUHANHUTE PHCKOBE OT JiedeHHe ¢ Hbanaponosa kucennna Ctana 150 mg ¢mamupany tabneTkH 3a
BCEKH OTZeNeH NaLUUeHT, ocobero npu ynotpe6a 5 M nopeye roMuH.

Cheyuannu nonyrayuu
Bvbpeuno yspexcoane

He ce npenopsuea npunoxennero ua Hoaunponosa kucemana CTAJIA [pH NalHEATH ¢ KPEATHHHHOB
KnupBHC oA 30 ml/min nopaas orpaniveH KIHHKYEH OMKT (BX. Touka 4.4 H TouKa 5.2).

He e neobxoxuMo kopurapaie Ha f03aTa MpH NAIHEHATH ¢ YBPEXIAHE HA OnOpennTe B Neka HAH
YMeEpeHa CTENeH, KoraTo KIHPBbHCHT Ha KPEeaTHHHHA € PaBeH HIH T0-ronsgM ot 30 ml/min.

Yeproopobro yepeacoane
He e neoGxoaumo xopurapane Ha nosara (Bk. Touka 5.2).

Tlayuenmu 6 cmapvecka evapacm (> 65 z00unu)
He e neobxoauMo xopurupaHe Ha nosara (Bik. Touka 5.2).

ITeduampuuna nonynayus

Jluncea NoAXOAAIIO MPUJIOKEHHE Ha Hb6anaponoBa krcennHa npH Acna noy 18 roquny ¥ He ca
NpOBEXaHH HIMHTBAHHA ¢ HGaHapoHOBa KiiceNnHa NPH Ta3K MOMyiauusA (BHXTE TouKa 5.1 H Touka
5.2).

Hauun Ha npunoxenne
3a nepopanHo npunokeHue.

* Tabnerkure TpabBa Ja ce MOrITBINAT LeH ¢ Yawa obukHOBeHa Boaa (180 a0 240 ml) B ceqnano
WK H3NPABEHO TIOJIOXKCHAE Ha NalHenTa.

+ [lauuenture He Tpa6ba ma nsrar B MpofbIKeRWe Ha | uac cren mpuema pa Mbanaponosa
KHCEJTHHA

* Bonara e eauncreenara manuTka, ¢ KosTo TpibBa na ce mpuema WGangpoHOBAa KHCeNHHa.
ITanmenTAre He TpabBa Ja ABBYaT WNM cMydar TaGNeTKaTa MOpPagH EBIMOXKHOCTTA OT
opodapHHrearHa 13pa.

43 IlpoTHBONOKA3AHEAN

- CBPBX4YYBCTBHTEHOCT KbM AKTHBHOTO BEMIECTBO HIH KbM HSKOE OT IOMOLHHTE BEIIECTBA, H30pOeHn
B T09Ka 6.1.

- XanokanineMns

- AHOMAJIHH Ha XPaHOTIPOBOJA, KOHTO 3a0aBAT M3NPa3BAHETO MY, KATO CTPHKTYPH WIH aXanasus;

- Hepb3amoxHOCT fa ce cTou MM Ce/id B H3n0paBeHo NONOXKEHHE 32 ToHe 60 MHHYTH;

4.4 Crenmaann npeaynpexaesus H DpeANa3INHE MePKH Npn ynorpeba
Xunoxaryuemus

Cruectsysamara Xnnokamuemus 1pafea 1a ce KOPHTHpA TPeIH 3aN04BaHe HA
KHCenHHa. JIpyrHTe HapyImeHHs Ha KOCTHHA H MHHEPATHHA MeTabonnzbM Cb
edexTHBHO. 3a BCHUKM NALHEHTH € BAKHO AJEKBATHOTO TpHeMaHe Ha Kam|i |




Cmomauno-upegno dpasuene

Iepopamuo npunoxenute Gndochonarn Moke Ja TpeAH3BHKAT NOKATHO ApasHeHE HA NHCABMLATA Ha
TOPHHA Z4N Ha CTOMAINHO-4peBHHA TpakT. Ilopagn BBE3MOXKHOCT OT TakHBAa APasHENmH eGeKTH H
NOTCHUAANHOTO BAOINABAHE Ha MOANEkamoOTo 3abonapade, HbGaHapoHOBa KHCeNMHa Tpa6Ba Aa ce
Oprjara ¢ DOBHIIEHO BHUMAHWE NPH MALMEHTH C aKTHBHH Npo0lieMH B TOpHHsA ASA HA CTOMAILHO-
YpEBHMA TPakT (Hanmp. M3BECTCH XpaHONPOBOA Ha Barrett, nmedarus, npyru sabonssanms Ha
XpaHONIPOBO/AR, FaCTPHT, AYCAECHHT HIH S3BH).

Crpobuiasar ce HexenaHH peaklHH, Hanp. e30(aruT, A3BH U €pO3MH Ha XPaHOMpPOBOAA, B HAKOM CAydaH
TEXKH H Hanaral XOCIHTAH3ALHS, PAAKO CHIPOBOZISHH ¢ KbPBEHE HIIH OCNENBAHH OT CTPHKTYPa HIH
nepopawys Ba XpaHOTIPOBOJA, [IPH NAUMEHTH, NEKYBAHH ¢ IEPOPAIHH budocdonarn. PHCKBT oT TexxH
HEXCISHH PDEAKIHH OT CTPaHa Ha XPAHOTIPOBOAA H3MIEHKR € HO-ToAAM MPH NALHEHTH, KOHTO HE ClIa3BaT
YkasaHHsTa 33 IPHIaraHe WA [POJE/DKABAT [a NPHEMaT Nepopannn 6AdochOHATH Clel nosBaTa Ha
CHMITOMH, TIOKAa3aTENHH 32 e30areanto ApasneHe. [Taunentute TpaGea Aa obpbimar ocobeHo BHHManKe
Ha yKa3aHHATa 34 IpWIarane | 1a MOraT Ja rH cnaseat (Bx. Touka 4.2).

Jlexapute Tpabpa Ja BEHMABaT 3a NOABATA HA HAKAKBH NPH3HALM MNH CHMITTOMH, CHTHAIM3HPAILY 3a
BB3MOXKHA PEakUHA OT CTPaHa Ha XpaHONpPOBOJA, A NMalHEHTHTe TpaOBa na GeAaT MHCTPYKTHpaHH Ja
IPEYyCTAHOBAT MpHeMa Ha MOAHAPOHOBA KHCEIHHA H Ja NOTHPCAT JIEKAPCKa TIOMOII, 8KO NONydar
Aucdarns, oxuHObarus, peTpocTepHatHa G0IKa HIH OABA MK BIOIABANE HA KHCETHHIL

Benpekd e ne e HabmonaBaH NOBHWIEH PHCK IpH KOHTPONHpaHHTE KIMHHYHH H3NMHTBAHHA, HMa
TMOCTMAPKETHATOBY ChOGIIEHKS 32 CTIOMAWHH H OYONEHAIHH s3BH TIPH YIOTpeba HA NEpOPATHH
GudochonaTh, HAKOH OT KOMTO TEXKH H C YCNOKHEHUA.

KakTo HectepompmuTe NMpOTMBOBE3NANMTENHM JEKAPCTBEHH TPOAYKTH, Taka K GudocdomaTHTe, ca
CBBP3aHH CHC CTOMALTHO-UPERHO JIPa3Hene, MOpaaH Toa TpAOBa 4a ce BHAMABA NPH eHOBPEMEHHOTO AM
npunarage .

Ocmeonexposa na vemocmma
Muoro pagko e cboOmaBaHO 3a OCTEOHEKPO3a HA YENOCTTA B MOCTMAPKETHHIOBHA nepuon npw
NAMEHTH, NPHeMaIH HOAHAPOHOBA KHCENHHA 32 JIEYeHHE Ha 0CTeonoposa (BIKTe Toyka 4.8).

Hayanoto Ha nmedeHMETO WM 3aMOYBAHETO HA HOB KypC Ha fedeHHe TpaGpa na GLAe OTIOKEHO TPH
NANHEHTHTE ¢ HENCKYBAaHH, OTKPHTH, MEXOTBKAHHH NE3WM B YCTHaTa KyxuHa. [lpemopsusa ce
NMPOBEXKIAHETO HA NPOPUAAKTHIEH CTOMATONOTHYEH Nperies, NpH KoHTo Ja Obae HampaseHa
HHIMBHIyalHa OLEHKA HA CHOTHOLIECHMETO NOM3a/PHCK, MPEAH 3amO4BaHE HA JeYeHHe C HOAHAPOHOBA
KHCEIHHA NMPH MALUHEHTH ChC CHIBTCTBAIH PHCKOBH (JaKTOPH.

IIpu onenssane Ha HHIHBHAYANHAA PUCK 32 Pa3BUTHE HA OCTEOHEKPO3a HA YEIIOCTTA TpaAOBa fa ce MMar
HUpEABHA CEAHUTE PHCKOBH (aKTODH:
* MounocTTa Ha TeKApPCTBEHKA POAYKT, KOHTO NOTHCKA KOCTHATA pe30opOLHA (MO-BHCOK PHCK NIpH
No-MOIMHHATE BEINECTBa), MBTAT Ha NMpHIarane (II0-BHCOK PHCK MPH MAPEHTEPAIHO MPHIOKEHHE)
H KyMYTIaTHBHATA J034;
¢ Kapumnom, xo-MOPOHAHH cBCTOARHA (HAlp. aHeMHs, KOAryllonaTs, HWHexrnu:),
TIOTHHOIYIIEHE;
* CohosTCTBAIM TepanHH: KOPTHKOCTEPOHAH, XHMHOTEpANHs, HHXMOWTODH Ha AHTHOTEeHe3aTa,
TpYeTepants B o6nacTTa Ha riaBara M LIMATA;
* oA YCTHA XWTHEHA, MapOAOHTO3a, JIOMIO NpHIeNBaly 350HH NpOTE3H, AHAMHE3A 3a ASHTAIHO

PEAOBHH CTOMATONOIWYHH NPETNEAA M Aa JOKNAJBAT He3a0aBHO, ako ce MOABY
CTpaHa Ha yCTHaTa KyXHHa, KaTO KNATelH ce 3501, Gonka WM HofyBaHe, HeoJAPER
HJIH HaJTHYHE Ha CeKpeLlid, [10 BpeMe Ha JiedeHHeTo ¢ HOAHAPOHORa KUCENHHA.
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ubanApOHOBA KHCENHHA MHBA3HBHM CTOMETOJNOTHYHH NpOLENyPH TpaGsa a ce u3barsar wm aa ce
H3EBPLIBAT CaMo CJie/l BHHMaTeNHa NpeneHKa.

TepaneBTHYHHAT TUIAH NPH BCEKH MAl{HEHT, KOHTO PasBHE OCTEOHEKpO3a Ha HemocTTa TpabBa aa Gbae
H3TOTBCH TIPH TACHO CHTPYAHHYECTBO MEKIY JEKYBAlHA JIEKap M CTOMATONOT WIH ACHTANEH XHPYPT ¢
OMHT B JICYEHHETO HA HA OCTEOHEKPO3a Ha YemmocTTa. TpabBa a ce OCMUCMH BPEMEHHO TIpEYCTaHOBABAHE
Ha JICYEHHETO ¢ MOaNAPOHOBA KHCENIHHA, JOKATO ce€ MOJOOPH CBCTOAHHETO HA MALMEHTa H
CHITBTCTBALIHTE PHCKOBUTE (akTopn GbaT HamManeHH, KOraTo € Bb3MOXKHO,

Ocmeorexposa Ra GbHUHUA CIVX08 NPOX00

Ipy nevenue ¢ 6ucdochonarn ce crobimapa 3a OCTEOHEKPO3a HA BHHITHUA CIIYXOB NPOXO0A, CBLp3aHa
FJaBHO IIPH XBArOCPOYHA TepanHi. Bu3MOKHATE PHCKOBH (DaKTOPH 33 OCTEOHEKPO3a HA BHHIIHMA CTyXOB
POXOJ BKIIIOYBAT YNIOTPeDa Ha CTEPOMNIM H XHMHOTEPANHA H/HIH TOKANHY PHCKOBH (GaKTOPH, KaTo
Hanpumep HEGEKIHS WM TpaBMa, BepoaTHOCTTa OT pasBHTHE Ha OCTEOHEKPO3a HA BBHIIEHA CIYXOB
npoxof TpAGBa Aa ce MMa NPeABH TIPH NALMEHTH, Npuemauyy 61cdocoHATH, KOHTO Pa3BHBAT
CHMIITOMH OT CTPaHa Ha YXOTO, BKIIOYHTENHO XPOHHYHH YUIHH HH(EKIHH.

Amunuynu ppaxmypu na emypa
Fima chobluenns 3a aTuMAYHE CyGTPOXaHTepHH H AHadH3HH GPaKTypPH Ha (eMOpPATHATE KOCT MPH

Tepanua ¢ SuocdonaTh, NpeAHMHO NpPH NALHMEHTH, KOHTO ¢4 Ha IPOLIKHTEIHO JICYCHHE 3a
ocTeonopo3a. Te3n HaNpeuHH KM NOMEraTH MO KOHQHIYpalKs GPaKTypH MOXKe a Bb3HHKHAT HAaBCAKBAE
N0 ABIDKMHATA HA (eMYpa — OT HENOCPEACTEEHO MO MATKHA TPOXAHTED 0 TOYHO HAZ
CYNPaKOHAMNAPHOTO pasiuMpenne. Tesu ppaxTypu BE3HHKBAT Cell MUHHMAJIHA TPABMA HJH JIHIICA Ha
TPaBM2 H HAKOH NallMeHTH MoNy4asar Oonka B 6enpoTo Wi cnabHEATE, 9ecTo HanogoOgBama 6onkara
XapaKTepHa 32 cTpec GpakTypH, CEAMHIM 10 MECENH Pe/I MOSBATA Ha ITh/IHa (BpaKTypa Ha
t(heMopanHara kocT. dpakTypuTe YecTo ca Sunarepantn. [TopamH TOBA NpH [ANHEHTH NEKYBAHH ¢
Gudochonarn, kouTo ca noMyHAR GpaKTYpa Ha TATIOTO Ha deMopalnHaTa KocT TpaAdBa Ia ce H3cienpa
KoHTpanarepanuus pemyp. Crobinara ce chIIo 3a TPyAHO 3a3apaBsBaHe Ha Te3u ¢pakryph. TpaGea aa ce
MOMHCNH 33 NPEKpaTABaHE Ha TepanuATa ¢ 6udocdonaTn IpH naedTH ChC CEBMHEHHE 3a aTHIHYHA
¢pakTypa Ha QeMypa, 1OKATO MPOBLIKABA H3CTEABAHETO HA NALMEHTA, KATO C HMA IPEIBH]
HHIHBHAY2JIHATA OLEHKA Ha CHOTHOLIEHHETO ON3a/PHCK.

Io BpemMe Ha nedenue ¢ 6udocdonarn nauenTHTe TpAGBa fa GHAAT HHCTPYKTHpaHH 1a cHobLUABAT 32
Beska Gonka B Geapoto, Tazobenpenata cTapa Hiau cnaGHHNTE H BCEKH MALMEHT C TAKMBA CHMIITOMH

TpabBa [1a ce Npermexk/a 3a HeMbiHa pakTypa Ha demypa.

Bv6peuno yapencoane
Tlopags orpaHdYeHMs KIMHHYEH ONHT, NPHNAraHeTo Ha HOAHAPOHOBA KHCEIHHA MPH TAUUEHTH ©
KPCaTHHUHOR XTHPBHC oz 30 ml/min e ce npenoprusa (BX. Touka 5.2),

Homownu eewyecmea

TaunenTy ¢ peaxH HacAEACTBEHH POGAEMH Ha HEMOHOCHMOCT KEM

rajlaKkTo3a, MeeH NaKTaleH AeQHIMT HIH [OK030-TalakTo3Ha ManabeopOims He TpaGea

/\a IPHEMAT TOBA NIeKapCTBO. ToBa nekapeTBo ChABpRKA Mo-Mayko oT 1 mmol marpuii (23 mg) Ha TabneTka,
T.€. MOXE Jd C€ Kdke, d€ MPAKTHIECKH HE ChAbPKA HATPHIL,

4.5 BiammonelicTBEE ¢ APYTH JeKAPCTEEHH NPOAYKTH B APYTH GOPMH HA B3AEMOIEHCTBHE
BsaumonelicTere nekapcIBeH NPOAYKT- XpaHa

Ilepopannara 6MOHANHYHOCT HA HOAHAPOHOBATA KHCETHHA OOHKHOBEHO Ce HAaMAJIABE :
xpaHa. Oco6eHo NPOAYKTH, ChABPKALIN KANLKH, BKIIOYHTENHO MIAKO, H APYTH /. AR R@THOHA
(xaTo anmyMHHNH, MarHeauit, JKeNA30), € BHIMOXKHO /12 IORITHSAT pe3opOuusTa HEHE) B4 :




KHCenHHa , H TpabBa Ja OCTAHAT IMaJHH B NPOXBDKEHHE Ha 1 wac clen IpueMa Ha HOAaHApPOHOBa
KHCeNHHa (BX. Touka 4.2).

Baanmogeﬁc'rnne € APYTH JEKAPCTBEHH NPOOYKTH

Cunrta ce, 4e HIMa BEPOATHOCT 33 METAGONUTHI B3aUMOEHCTBHA, THi KaTO HOARAPOHOBATA
KHCeNHHA He HHXHOMpPa OCHOBHATE HepHOAPOOHH u30eH3UMH P 450 npH YoBexa M e J0Ka3aHO, e He
HHAyIHpa YepHoapofHaTa cHcTeMa uuToxpoM P 450 npu numsxose (Bx. Touka 5.2). HGannporosara
KHCEIHHA C€ CTHMHAApPa caMo upes 6r0peuta eKCKpewHs H He ce Mojiara Ha GHoTpaHCHOpMaLHs,

Kannuenn 106aBKi, aHTHATHIN H HIKOK JNEKapCTBEHH MPOAYKTH 32 [EPOpPANHO NPHIMKEHHE,

ChIBPK NMONHBANEHTHH KATHOH

BB3MOxHO € XpaHHTenHH JO0ABKH ChIBPKAIIH KATIHH, AHTHALHANTE H HAKOH JeKapcTBEHH NPOAYKTH
33 NEPOPANHO NPHIOKEHHE, CRIPPXKAIM TONHBANEHTHH KaTHOHH (KaTo anyMuHHH, Marsesuif, xeniio),
Na noBIHAAT pe3opOuusTa Ha HOAHAPOHOBa KHCeTHHA, [Topaan ToBa NALMEHTHTe He TpAGBa a IpueMar
APYrH NEpOPANHH JIEKapCTBa NOHE 6 yaca mpeAd H 1 Yac cnen NpHeMa Ha HOAHJAPOHOBA KHCEIMHA.

Anernncannnopa xuceauna H HCTIBC

Teit kaTo mpunaraseTo Ha AUETWICANMIANOBA KWCETHHA, HECTEPOHIAHM INIPOTHBOBBL3NANKTENHH
nexapcraens npoayktd (HCIIBJIT) u 6udocgonaru ce cepp3Ba ¢ nogBa Ha CTOMAMIHO-UPEBHO APA3HEHE,
TpabBa Aa ce 06npHe ocofeHo BHAMaHNeE NPH eHOBPEMEHHAT2 HM ynoTpeba (BibKTE Touka 4.4).

H2 6nokepu nin HEXUGATOPH Ha NPOTOHHATA NOMIIA

Ot san 1500 nauueHTH, BRNOUCHN B KAMHAYHOTO H3NMTBaHe BM 16549, KoeTo CpaBHSRA CXEMHTe Ha
NeucHHe ¢ HOAHAPOHOBA KHCENHHA BEHBK MECEYHO H BEJHBK JHEBHO, ChOTReTHO 14 % u 18 % or
TIAHEHTHTE Ca W3MOJBBANM XHCTaMHHOBHM (H2) Omokepn MnM HMXHOMTOpDH HA MPOTOHHATA NOMIa B
NPOALIDKEHHE HAa €lHa H JABe NOJUHM. YecToTaTa Ha NposBUTE OT CTpaHa Ha TOPHHTE OTAENH Ha
CTOMAIIHO-YPEEHHA TPAKT MpPH TNalWeHTHTe, jeKyBaHW ¢ wlaHipoHoBa KHcennHa 150 mg BenHpx
MeceyHo, e Guna nogo6Ha Ha Ta3H NPH NAUKEHTHTE, IPHEMATH HOAHAPOHOBA KHCENHHA 2,5 Mg AHERHO.

Ilpu 3npaBu Mbke nOOPOBONIM M JEHM B MOCTMEHONAY3a HHTPABEGHO3IHO NPHIOKEH PAHHTHAMH
OpeAH3BHKBA YBeNRYeHHEe Ha CHOHATHYHOCTTA Ha HOAHAPOHOBATA KHCENHHA ¢ okoNo 20 %, BEPOATHO B
PE3yJTAT Ha HamaleHaTa KHCEIMHHOCT Ha CToMaxa, Teii karo, ToBa yBenuueHHe € B HOPMajIHHTE
TPaHUIIH Ha AOMYCTHMOTO OTKJIOHEHHE B OHOHANHYHOCTTA Ha HOAHAPOHOBATA KHCEAHHA, CIHTA CE, Y€ HE
€ HeoOXO0/IAMO KOPHIHpaHe Ba JI03aTa, KOraTo HOaHAPOHOBA KUCENHHA ce MpHara 3aenHo ¢ H2-Grokepn
HIIM APYTH aKTHBHH BEIIECTBA, KOHTO nokaupat pH-cTolHOCTTA B CroMaxa.

4.6 PeprEANTET, GPEMEHHOCT, KbPMeRE
bpemennocm

Hb6anaponosa xucennHa e npefHa3Havena 3a ynorpeba caMo Npk XeHH B MOCTMEHONAay3a ¥ He TpabBa na
ce NPHEeMA OT KEHH ¢ JASTepOAeH MOTeHIHATL.

Hsma aocrareamo naHnu 3a ynotpebara Ha WGaHAPOHOBATA KHCENHHA IPH GPEMEHHH JKEHH.
[oTeHUHATHHAT PHCK TIPH XOPA HE & H3BECTEH.

IIpoyusanusTa MPH MILXOBE HOKA3BAT H3BECTHA PENPOAYKTHBHA TOKCHIHOCT (BXK. TouKa 5.3).
HUGanaporora kucenuua He TpaGBa Aa ce H3IN0I3Ba HO BPEME HA GPEMEHHOCT.

Kovpmene A
He e usBectHO nanu nGanmpoHoBaTa KuCeNMHA CE OTAENS B KbPMATa MPH HO
KbpPMEIIH IHIbXOBE €A MOKa3alH HANAYHETO HAa HHCKH HHBA Ha HOAHAPOHO
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HHTPABEHO3HO MPHNOKEHHAE,
HNbanaporosa KHCeNHHa He TpaGBa 4a ce K3IMON3BA B IEPHOJA Ha KbPMEHE.

Depmurumemn

Hsama ganny mpd xopa 3a edpexrute Ha M6anaporora kucenyHa. [Tpy npoy4saHHs ¢ ITEX0BE TIPH
MEPOPaNHO NPUNIOKeHHe Ha HOAHAPOHOBA KicenuHa ce Habmoaasa RaManeH GepTiimTer. [Ipa
MPOY'UBaHHA € IUTBXOBE MPH HATPABEHO3HO NPHAOKEHHE Ha HOaHAPOHOEA KMCEIHHA ¢¢ Habmoaasa
HamaneH QepPTHIHTET IpH BUCOKH AHEBHH /I03H (BHKTE TOUKa 5.3).

4.7 Edexrn sbpxy cnocofaocrTa 3a modupane 1 pabora ¢ MamuEn

Bb3 ocHoBa Ha ¢apMaxoAMHAMWIHNA H QapMaKOKHHETHUHHA npodHa B chOOINEHHTE HEXENTAHH PEaKLHN
ce cuuta, e banaponora kucenHHa He NOBNHABA WiTH IOBIHARA NPEHEGPERHMO CirocobHOCTTA 3a
modmpane H paboTa ¢ MAIIHHIAL.

48 Hexeaann JeKapcTBEeHH PeaKNHH

Pestome Ha npodwna Ha GezonacHoct

Haii-ceprosnnTe chobmaBann HeXeNaHH peakHy ca aHa(QHIAKTHYHA PEaKIHA/HIOK, ATHITHYHH
dpaxtypn na 6enpenara kocT, OCTEOHEKPO3a Ha YEMOCTTA, CTOMALIHO-YPEBHO APA3HEHE, O4HO
B3nanenue (BXK. pasnen ,,OnncaHAe Ha H36paHK HEXENaHH PEAKIHH™ H TOUKa 4.4).

Haii-vecto crolbimasanuTe HeACNaRH PEAKIHN €& aPTPAITHA H MPRNIONGAOOHA cuMiToMH. Tean
CHMIITOMH Ce NPOABABAT BB BPE3Ka C MbpBaTa 1033, 00HKHOBEHO ¢a KpaTKOTpaliHy, NeKH WK
YMEPERH M0 HHTCH3HTET A OT3BYUaBaT MPH NPOABLIDKABAHE HA JICUCHHETO, Oe3 Ja Hanarat neveOHH
MepkH (Bx. pasgen ,,I'punonoaoGHo 3abonasane™).

TabnuyeH cOIMCBK Ha HEXENAHWTE PEAKIMH

B rabnuua 1 e npencraBeH MbAEH NPErTie Ha H3BECTHHTE J0CETa HeXeNaHHTe PeaKuun.

BbezonmacHocTTa Ha MOaHAPOHOBA KHCENMHHA B Joza 2,5 mg AHEBHO € OIEHeHa B derupH mnanelo
KOHTPOJHPAHH KIHHHYHM Npoy4BaHusd Bbpxy 1251 namueHTH, KaTo Mo-ronaMa 4acT oOT MAUHEHTHTE Ca
HabpaHH OT OCHOBHOTO TPHIOAHIIHO TepaneBTHYRO Nnpoyupane (MF 4411).

Ilp [BerofMIOHO H3MHTBAHE BHLPXY >KeHH Clel MeHomay3a ¢ ocTeomoposa (BM 16549) o6mara
besomacHocT Ha MGaH;pOHOBA KHCENMHA B foza 150 mg Beamsxk MeceyHo M TasH Ha HGaHIpoHOBa
KHCen#uHa B 032 2,5 mg AHeBHO ca GHIM chBceM cxoaHH. OGLIMAT NPOLEHTEH AT Ha NAIHEHTHTE, KOHTO
Ca NoMyYHITH HeXenaHa peakuus € 22.7 % u 25.0 % npu nGaHApoHOBaTa KHMcenuna B Ac3a 150 mg
BEJHBK MecedHO H 21.5 % u 22.5 % 3a nGaHIZPOHOBAaTA KHCENHHA B 03 2,5 mg BEAHbK KHEBHO,
CLOTBETHO CNEA €1HAa M CHeX ABE ToAMAM.. B noeedero ciyuau He ce e CTHTHaNO A0 NpeKpaTABaHe Ha
NeYeHHETO.

Hexenanute peakunn ca u3GpOeHH 110 CHCTEMO-OPraHHH KIIACOBE M KaTeropus uectoTa no MedDRA.

Kateropuure 4ecToTa ca onpeneneHd KaTo ¢ H3NO/I3BaHA CIEHATA KOHBEHIU: MBOTO ecTH (>1/10),
yectn (= 1/100 go < 1/10), negects (> 1/1 000 o < 1/100), penxn (= 1/10 000 no < 1/1 000), Muoro
peax (<1/10 000), ¢ HensBecTHA YECTOTA (OT HANHYHHTE JaHHH He MOXe Ja Objie HanpaseHa
ouenka). [1pi BCsKO rpynHpane B 3aBHCHMOCT OT Y€CTOTATA, HEKETAHHTE PEAKIHH ¢ MPEJCTABCHHA B
HH3XOJAI pe/ O OTHOLIEHHE Ha TAXHATa CEPHO3HOCT.

H6anaponosa xkucenmna 150 mg penarx Mecedno uiIB HGaARAPOHOBA KHCE
Bpeme Ha ¢a3a III ga manureanan BM16549 1 MF4411.



Cucrema Opran | Yectn HeqeeTn Peaxn Mpuoro peaxkn
Kinac
Hapymwenus Ha XHNIOKATILTHEMHS
MeTabomH3Ma U
XpaHeHeTo
Hapymenua Ha Ofoctpsne Ha | Peakuus Ha Anajpmunaxruyna
HMyHHaTa CBPBXYYBCTBHTEMHOCT | peaxuus/mox*+
cHCTeMa acrT™a
Hapymenus na raasobonne 3aMaiiBane
HEPBHATA CHCTEMA
Hapywenus na Brananenne Ha oUnTE
OYHuTE
Cromamso- Esodarut, I'actput, | Ezodarur, JLYONEHHT
YpeBHH Tactpoesodareansa | BKIIOYHTENHO
HapyLIeHHa* pednykcna Gonect, | yauepauuu Ha
Bncnencus, XpaHOMpOBOAA
Jinapns, KopemMHa | Wi CTpukTYpH
6onka, Tagene H aucarus,
MOBPBINAHE,
dnaryieHums
Hapywenns Ha oOpup AnurnoeseM, orok Ha | Cunapom Ha
KOoXaTa H JIHIETO, YPTHKAPHS Stevens-
[IOTKOMCHATA Johnsont,
TbKaH
Epurema
mynthagopme T,
Bynozen
JEpMAaTHT
Hapywmenns Ha Aptpanrns, Bonkxu Brepba | ATnmHuxM OcTeoHekpoza
MYCKYJIHO- Mpuanrus, cyOTpOXaHTEPHH B Ha yemoctra*t
CKelleTHaTa Myckynno- Anaduzay fpaxTypu
CHCTEMa, ckeneTHa 6onka, Ha peMypa } OCTEOHEKPO3a
CheNHHHTSIHATA MYCKyJ]HH KpaMIn, HAa BLHIIHUA
ThKaH Myckynno- CIIYXOB MPOXOJ
CKENCTHA {HexxenaHa
CKOBaHOCT peaxkiHi Ha
/g U0 gptiamm)
NN
O6mu Hapymenus | [punonoao6uo yMopa g
H edeKTH Ha safonapane* XY




MACTOTO Ha
IIPHJICKCHHE

*BHXKTe N0-101Ty AOMbAHMTENHA HEGOPMaLHS
TOTKPHTO MPH NOCTMAPKETHHIOBO NMPOYYBaHe

Onucanue Ha N36paHK HeWENAHH PEaKIHH

Cmomaruno-upeauu peaxyuu
IManneHTH ¢ npenxoxzama aHAMHE3a 3a CTOMAIIHO-9PEBHO 3abongaBaHe, BKMOUHTENHC TALHEHTH C

NeNTH4HA %382 Ge3 CKOPOMHO KBPBEHE MM XOCTHTANH3AUMA, H TALMEHTH C JHCIENcHs Wik pedaykc,
KOHTPONNPAHH MEAHKAMEHTO3HO, Ca OWiTH BKIIOYEHH B KIHHMYHOTO H3MHTBAHE C IPHIOKEHHE BEANBK
MeceqHO. [Ipu Te3H nanHeHTH He € YCTAHOBEHA Pa3vKa B 4ECTOTATa Ha HEXeNaruTe chOUTHA OT CTpaHa
Ha FOPHHTE OTHENH HAa CTOMALIHO-YPEBHMA TPAKT NMpPH Ha JeueHHe ¢ 033 150 mg sepmnk MeceuHo B
CpaBHEHHE C €XEAHEBHOTO MpHIIOKEeHHE Ha 2,5 mg,

T punonodobuyu cumimomu

I'panonosobroto 3alonseane BKMO4YBA CHOHTHA, CHOOIABAHH KaTO peakums B ocTpara ¢azz wim

CHMNTOMH, BIUIIOYB2IIH MHANTHA, APTPANTHA, TPECKA, CTYACHH TPBIKH, YMOpa, rajieHe, 3ary0a Ha aneTuT
UIH 6onka B KOCTHTE.

OcmeoHexpo3a na YeRocmma

Crobimaga ce 3a ciyuaH Ha OCTEOHEKPO3a Ha HE/IOCTTA, OCHOBHO NIPH NALMEHTH C KAPIMHOM, JIEKYBAHH C
JIEKapCTBEHH NPOAYKTH, HOTHCKAINY KOCTHATA Pe30PpOLHs, BKIIYHTENHO HOAHAPOHOBA KHCENTHHA (BHXTE
To4Kka 4.4). CyHan Ha OCTEOHEKPO3a Ha 4enocTTa ca choGIIaBaHH MO BpeMe Ha NOCTMAPKETHHIOBHSA
neproj Ha HOaHAPOHOBA KHCETHAA.

Beananenue na ouume

Brananenue Ha 09YHTe KATO YBEHT, €MHCKICPHT H CKICPHUT Ca choOINABAHH TIPH NpHeM Ha HOAHAPOHOBa
KHCeNHHA. B HiAkoM cimydam, Tesd chOHTHA He oTIIYMSBAT clen cIHpaHe Ha JeYeHHeTo ¢ HOaHAPOHOBA
KHCEHHA.

Anaguraxmunna peaxyus / uiox
Cryuan Ha aHaduIaKTHIHA peakIHs/MOK, BIMOYBAIA daTanky chGHTHA ca chobinaBans NpH NALHEHTH,
JIEKYBaHH HHTPABEHO3HO ¢ HOARHAPOHOBA KHCENHHA.

500 € HA OAOIRPAHM HeXKeNaHH HH
CrobimasaneTo Ha N0ZO3HPAHH HEXEIaHH PeaKIMH CIIe]l paspelaBage 3a ynotpeba Ha NeKapCTBEeHHA
npoaykt ¢ BaxHO. ToBa nosponABa Aa mpoabKH HAGMIOAEHHETO HA CHLOTHOWIEHHETO NI013a/PHCK 3a
AEXapCTBEHHA NPOAYKT. OT MEAHUMHCKNTE CIIEHATHCTH CE H3HCKBA JJa CHoOILABAT BCAKA NOKOIHPaHA
HEKE/IaHa PeaKlns upes
HanbymuTenna areanus no sekapcTeaTa
yi. ,Jaman ['pyes” Ne8
1303 Cogns
Ten.: +3592 8903417

yebcaiiT: www.bda.bg

4.9 Tlpeaozmpane

Hsma crenudmuna undopmanis 3a nevenne npu npenosnpane ¢ Hoanaporora
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B33 0cHOBa Ha NO3HABAHETO HA TO3H KAAC CheAHHERNA 06aye, Npefo3Hpane TpH TIEPOPATHO IPHIOKEHHE
MOKE A2 AOBEAE A0 HEXEIAHH PEAaKIHH OT CTpaHa Ha FOPHHTE OTHENH HAa CTOMAINHO-YPSBHMR TPAKT
(xaTo CTOMAIIHO pa3CTpPOICTBO, AMCTICNCHS, e30(ariT, FaCTPHT HIH A3Ba) HIIH XHNOKAILHEMHS. B Tesn
cmydad TpabBa fia ce mpHeMa MIISKO WIH aHNTHAMAM 33 CBBP3BAHE C HOAHRPOHOBA KHCENHHA, A
HEXEIaHUTE PeaKIlny Ja Ce JIeKyBaT cumirroMaTHaHo. [lopanu prck oT ApasueHe Ha XpaHONPOBOAA, He
Tps0Ba Jia Ce NpeaM3BUKBA NOBPBINAAE H NANMEHTET TPIOBA Ja 0CTAHE HAITBIHO H3npaseH.

5. ©®APMAKOJOIMYHH CBOMCTBA

51 PapMaKkoIEHAMEYHH cBolicTBa

DapmakoTepaneBTHIHa rpyna: JIEKapCTBERA TIPOIYKTH 34 JIeYeH e Ha KOCTHH 3a60MsBanms,
Budocdonaru, ATC koa: MOSB A06

Mexanuzvm sa deticmeue

HMb6anaponosata kiCenuHA € BHCOKOaKTHBeH GHOCHOHAT, NPHAALIEKAL KbM a3oT-chABpXKAlNATa TPyna
Gudoconard, koHTO NeHCTBAT CENEKTHBHO BBPXY KOCTHATA THKAH H cnenutdHvHC HHEXHGHpaT
OCTEeOKNACTHATA AKTHBHOCT, §€3 Za NORNMABA JHPEKTHO GOPMHpaHETO Ha Koctute, T4 He MOBNITHsBa
HabupaneTo Ha ocTeoxnacTute, M6aHAPOHOBATA KHCENHHA BOIH JIO MPOrPpECHBHO HETHO HATPYINBAHE Ha
KOCTHa Maca H 10 HaManeHa 4ECTOTa Ha (pakTypuTe 9pe3 MOTHCKAHE HA NOBHIIEHATA KOCTHA 0OMAHA 10
NpeZIMEHOMAY3HH HHBA TIPH JKEHH B IOCTMEHOTIAY34.

Dapmaroounamuyiny egexmu

(DapMakoAHHAMHAUHOTO AelicTBHE Ha HOAHAPOHOBATa KHCEMHHA € HHxHOHpaHe Ha kocTHaTa pesopbiua, In
Vvivo MOaHAPOHOBATA KHCENHHA NpPEAOTBPATABA EKCTIEPHMEHTAIHO NPEAH3BHKAHA KOCTHA AeCTPYKIMS,
NpHYHHEHA OT NPEYCTaHOBABAHE HA (QYHKIMHTE Ha NOJOBHTE JKIE3M, TIPATIOKEHHETO HA PETHHOHAM,
TYMOPH HIIH TyMOPHH excTpakTH. B Mnamu (6bp3o pactimp) mibxoBe eHAOreHHaTa KOCTHA pe3opOuHs
ChIIO € HHXHGHP&H&, KOETO BOJAH A0 MNOBHINEHHES HA HOpMalHaTa KOCTHA Maca B CpPaBHEHHE C
HETPeTHPaHA KHBOTHH.

ExcriepumeHTaNHs Moaenn Ha JKHBOTHH IOTBBPXAABAT, Y& HOaHAPOHOBATA KHCEIHHA € BHCOKO AKTHReH
HHXHOHTOp Ha OCTEOKNACTHaTa aKTHBHOCT. HAMa AameW 3a yBpeseHa MHHEpamH3aLus OpH pacTALH
NUTbXOBE AOPH B 11034 HaZl 5 000 IbTH NO-roneMy ot 103aTa, HeobxoauMa 3a JedeHHe Ha 0CTEOTIOPO3a.

TIpoABIDKHTENHOTO eXEAHEBHO B MHTEPMHTEHTHO (C TBITH HHTEPBANH 6e3 NIEKapCTBO) ApHIAraHe NpH
IUIbXOBeE, KydeTa M MalfMyHH ¢ OWio ChBp3aHO ¢ 00pa3yBAHETO HA HOBA KOCTHA THKAH ¢ HOPMANHO
KaecTBO ¥ CHINATA WH NOBHIIEHA MEXaHHYHA 3APABHHA JIOPH TIPH JO3H B TOKCHYHHATE rpasunu. Ilpn
Xopara e(UKacCHOCTTa Ha HGAHIPOHOBATA KHCENMHA NPH EXEHEBHO H HHTEPMHTEHTHO NpANOXKEHHE C
uHTepBan 6e3 nexapeTBo 9 - 10 ceAMULHM e MOTBBPAEHA OT KIMHHYHO H3IHTBAHE (MF 4411), npn xoero e
RoKa3aHa edpnKacHOCTTa Ha HGAHAPOHOBATA KHCEIHHA 32 NIPENa3BaHe OT bpakTypH,

B excnepHMEHTANHH MOZIEIH ¢ OIHTHH XHBOTHH HbGaHAPOHOBATA KHCENHHA NPEAM3IBHKBA OHOXHMHYHH
NpOMCHH, IOKA3ATCIHH 34 M03a-3aBHCHMO HHXHOHpaHe HA KOCTHATA pe3opOLHd, BKMIOYHTENHO
DOTHCKaHE Ha OHOXMMHYHMTE MapkepH B YPHHATA 33 DasrpaX/IaHE HA KOCTHHR KoJareH (Karo
ACIOKCHIHPHAMHONKE H KPBCTOCAHO-CBBP3aHH N-reionenthau Ha koaared tan I (NTX)).

B eano npoyusane daza 1 3a 6noexsnpaienTHOCT, NIPOBENEHO NpH 72 JEHH B noc : mm
nepopanHo 060 YeTHpH Ao3H o 150 mg npes 28 aHW, HHXHWGHpaHETO Ha cepy /. ir 6/ NERpRaTa
Aoc3a e HAOMOAABAHO ome 24 Yaca ce/ pHeMa Ha J103aTa (CPeHA CTOHHOCT #kl op aTo

CpEAHOTO MaKCHMaNHe HHXHOHpane (69 %) ¢ nabmonasano 6 nHH HO-KBCHO.
A03a CPENHOTO MAKCHMANHO HHXHOHpaHe 6 AHM Cllenl mpHeMa Ha J03aTa e f[us _
cpenHo MHX#OMpaHe or 56 %, HabmogasaHo 28 AHM cnex YeTBBPTaTa M D ipeRpgBilijatie | na
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IpHEMa IOATHCKAHETO Ha OHOXHMHUHHTE MAapKEepPH 33 KOCTHA pesopbumsa ce ryom.

Knunuuna eghuxacrocm

OraenHuTe prckoBu (GakTOpH, KaTO HAalp. HUCKA KOCTHA MHHEPATHA TUTBTHOCT (KMIT/(BMD), BB3pacrt,
HATHYHE Ha NpeINIIHW paKTYpH, amiIHa aHaMHe3a 3a (PaKTYpPH, BHCOKA KOCTHA oOMAHA H HHCHK
MHJEKC Ha TejecHa Maca TpAGBa na ce HMaT MpeABHA NpPH ONpeelsHe HA XEHUTE C NOBHIIEH PHCK OT
¢ pakTypH, ILDKAIIM Ce HA OCTEONOPO3a.

Hoanaponosa kuceanna 150 mg peannx mMeceano

Koctha munepansa nastaoct (KMIT/ BMD)

B eano nBe rogummo, ABOHO-chAMO, MHOOIEHTPOBO KIHHHYHO H3anHTBane (BM 16549) Ha xkeHu B
NOCTMEHOMAY3a ¢ ocTeonoposa (T-score Ha BMD Ha nymbanHus oTAen Ha rps6Haunus cteiab nox — 2,5
SD Ha H3XO0AHO HHBO) € JA0KA3aHO, Y€ NPAIAraHeTo Ha HbaHy poHoBa kHcenuHa 150 mg BequbXK MeceuHo
€ TIOHE TOJIKOBA e)eKTHBHO 3a yRenuyaBaHe na KMI], xonkoTo npryiarasero Ha HGaHAPOHOBA KHCEIHHA
2,5 mg nHemno. ToBa e Avkasano KakTo OpH THPBHYHHAT aHANHM3 HA MLPBATA IOAMHA, TAKA H MPH
NOTBLPJIUTENHHA aHANN3 Ha MbPBHYHUTE KPaliHH KPHTEPHH Ha Bropara rojuHa {Tabnuua 2).

Tabanna 2: Cpenna OTHOCHTENHZ NPOMSHA OT H3XOAHOTO HHBO Ha KMIL/ BMD na aymbannnn
oTAen HA rppéHATHMA ¢TBAG, Geapo o6mo, GenpenaTa mEAKA B TPOXaATEPa C/e} eQHA rOAHMHA
(UbpBAYEH aHANNA3) H ABE TOAMHE JedeRRe (IPH ONPEE/EHATA CHOPe NPOTOKOA NONYIANHS) B
KJIEBEYEO p3naTBane BM 16549,

JlaHHH OT ejHa roAMHA HA JaHuu oT ABe TONHHH Ha
m3nuTRane BM 16549 n3nuTeane BM 16549
CpeaHu OTHOCHTENHH ubanaponosa | uGanaponosa nbanapoHOBa | MOaHapOHOBa
[IPOMEHH OT H3XORHOTO HUBO KucenuHa 2,5 | kucennna 150 mg | xAcennna 2,5 xHcenuHa 150
% [95 % CI) mg AHEBHO BEJIHEAK MeCcevyHo | mg aueBHO mg BEAHEX
(N =318) (N =320) (N = 294) MeceuHo
{N=291)
KMII na nymGanuus oraen wa | 3,9[3,4,4,3] | 4,9[4,4,5,3] 5,0 [4,4,5,5] 6,6 [6,0,7,1]
rpsbuayen ctenb
L2-14
KMI1 1a 6enpo obmo 2,0[1,7,2,3] 3,1[2,8,3,4] 2,5[2,1,29] 4,2 {3,8,4,5]
KMII na Genpenara muiika 1,7[1,3,2,1] 2,2[1,9,2,6} 1,9]1,4,2,4] 3,1{2,7, 3.6]
KMII na tpoxaurepa 3.2[2.8,3.7] 4,6 [4.2, 5,1] 4,0(3,5,4,5] 6,2 [5,7, 6,7]

0,002, u cien age ropunu, p < 0,001.

Cren epna romuna (mepeHaex ananms) 91,3 % (p = 0,005) or nanHeHTHTE
kHcenHHa 150 mg senmbk meceuwo, ca umanu KMII ma nymGanans oTaen
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BHCOK2 HNM paBHa Ha u3xonHata (KMII Ha oTroBopunMTe Ha neyeHHero) B cpaBHeHHe ¢ 84 % ot
IAUHEHTHTE, Oy 4aBany HOaHAPOHOBR KHCeNHHa 2,5 mg AHesHo. Cnex ase romuay 93,5 % (p = 0,004) u
86,4 % ot naunenTHTE, IONYYABANH CHLOTBETHO HOAHAPOHOBA KuceauHa 150 mg BEAHBX MECEYTHO WIH
uOaHIPOHOBA KHCeNHHA 2,5 mg HHEBHO, Ca OTTOBOPHIIH Ha JICUYSHHETO.

3a KMII na usno Seape, 90.0 % (p<0.001) or nanventnte, nonyyapany nGaHAPOHOBA KucennBa 150 mg
BeAHEK MECedHO u 76.7 % OT maumeHTHTE, MOMydaBald HOaHApOHOBA KMCENHWHA 2.5 mg AHEBHO ca
uMann KMII no-ucoka uinu pabHa Ha H3XofiHata bpBa rogusa, Criea ape ronutd 93.4 % (p < 0.001) ot
MAUHEHTHTE, MOTyyasany HOaHAPOHOBa kHcennHa 150 mg Benmbx Meceuno H 78.4 % oT maumeHTHTe,
noy9aBaii HOaHApoHOBa KucennHa 2.5 mg suesHo ca mMami KMIT no-Brcoka win paBHA Ha H3XOAHATA

Karo ce mpueme mo-crpor kpurepuii, xoiito xoMGunupa KMIT Ha mym6anuus otaen #a rpLOHaYHHA
¢tbAb 1 Ha Geapo obmo, 83,9 % (p < 0,001) u 65,7 % OT NaUMEHTKHTE, noNy49aBand HOaHApoHORA
kucenuHa 150 mg BeAHBX MeCeYHO HIM WGAHAPOHOBA KHCENHHA 2,5 mg JHEBHO CBLOTBETHO, ca
OTFOBODHIIA Ha JIEUEHHETO HA TbpBaTa rogHHa. Ha To3m KkpuTepuii ciieq nBe roAHHH ca otrosopuny 87,1
% (p < 0,001) u 70,5 % oT nauMeHTHTE B IPyNHUTE C IPHIOKEHHE Ha 150 mg MeCceuHo u 2,5 mg AHeBHO
CBOTBETHO.

Buoxumuyng MApKEepH Ha KOCTEH obmen

KnuuuaHo 3Ha4umo HamandeaHe Ha cepymHHTe HHBA Ha CTX e Ha6monaBaHO BbEB BCHYKH TOMKH Ha
H3MEpBaHe, T.¢. cnen 3, 6, 12 u 24 Mecena. Crnen enna roguHa {mbpBHYEH aHANTH3) CPEAHATA CTHOCHTEIHA
MPOMAHA OT H3XORHOTO HHBO € GHIa — 76 % 3a uGaHApOHOBa KAcenHHa 150 mg BeAHLk MecedHO H — 67
% 3a nbaHIpOHOBa KHCENUHa 2,5 mg AHeBHo. Clea ABe NOXMHH CpeaHaTa OTHOCHTENHa NpoMaHa e 6ina
— 68 % u - 62 % croTBETHO B IPYNHTE C IpANOKERHe Ha 150 mg MecedHo H 2,5 mg AHEBHO.

Hpea meprata roamna, 83.5 % (p = 0.006) ot naumenTHTe, NOAY4aBATH HOAHAPOHOBA KHCETHHA 150 mg
BEAHBK MECceuHo, M 73.9 % OT mauMeHTHTe, modyvaBanH MGaHAPOHOBA KHCETHHA 2,5 mg AHEBHO, ca
OTrOBOPUIIH HA JieYeHueTo (OTIPEAENEH0 KaTo CpeqHo HaManeHue > 50 % ot usxognara croiinoct). Cien
BTOpara roauna, ca orropopunu 78.7 % (p = 0,002) u 65.6 % OT mauMEHTHTE CHOTBETHO B IPYIIHTE C
NPUNOKEHHE Ha 1032 CBOTBETHO 150 mg BeaHb) MeceuHo U 2,5 mg AHEBHO.

B3 ocHoBa Ha pesyntathTe OT KiMHMuHO H3MHTBane BM 16549, ce ouaksa NpHAOKEHHETO Ha
ubanponoBa xncennHa 150 mg Beaubx Meceuno Aa Gbae MOHE TONKOBA e(eKTHBHO 3a NPeAOTEpATABAHE
Ha (pPaKTYpH kaTo Ha uGaHAPOHOBa KHCeNHHA 2,5 Mg AHEBHO.

H6annpoHoa kucenanna 2.5 mg 1HeBHO

B nauanoro Ha TpH roaHmHO paHAOMU3MpPaHO, IBOHHO-CAsSNO, nnanebo-KOHTPOMPAHO  KIHHWYHO
M3NHTRaHE 32 anTHPPaKTypBa eextRHOCT (MF 4411) € 10Ka3aHO CTATHCTHYIECKH H KNHHHYHO 3HAYHMO
HaManeHneé Ha 4YecToTaTa Ha HOBM peHTreHorpadekd, MOpHOMETPHYHO H KAMHHYHO JOKA3aHH
BepTeGpanuu dpaxtypu (tabnuna 3). Ilpu ToBa npoydsane AelicTBHETO Ha nfaHApOHOBaTa KHCENHHA &
GHIIO OLEHABAHO NPH EPOPATHHE J03H OT 2,5 mg AHeBHO U 20 Mg HHTEPMUTEHTHO KATO npobHa cxeMa Ha
npanoxenne. H6anaponosara xuceluRa e npuiarana 60 MHHYTH MpelH THPEHS TpHEM HA XpaHa HIH
HaMHUTKa 3a I€HY (HHTepBan Ha T7alyBaHe cliedl IPHEMAHE HA Ao3ara). M3NHTBAHETO € BKIIOYBANO HEHH
Ha BE3PAacT oT 55 no 80 roawHH, KOHTO ca 6wy Hali-Malko 5 roIHAH B TOCTMEHONay3a H ca nyar KMIT
Ha nymbanuus OTHen Ha rpsGHauHEA cTEIG 2 1o 5 SD nox CPEIHOTO 33 3KEeHH B IpeaMeHonaysa (T-score)
Ha noue €auH npenvier (L1-L4) B koMTo ca HManmu efHa [0 YeTHpPH NpelxXox/jamy BepreOpanau
dpaxtypu. Benmukm naumentn ca nomyuasamu 500 mg xKanueii u 400 IU Butammn D gHerHO.
E¢nkacHocTra e 6una onenssana npy 2928 nanuentkn. M6anapoHoBa KHCEIHHA 2,5 I0g-TmaKe
NPHIMKEHHE 1OKA3BA CTATHCTHYECKH H KIMHHYHO 3HAY¥MO HAMAJCHAE H3/A

Beprepaniy dakTyp. TasH cxeMa Ha JieueHHe € JOBENA A0 HAMAIICHHS
peHTreHorpadickn fokazanH Beprebpannu dpaktypu ¢ 62 % (p = 0,00 0
NpoBeXaHe Ha H3NHTBaHEeTO. OTHOCHTENHO HamaleHHe Ha pucka ¢ 61 % e Haf
(p = 0,0006). He e mocTHrHaTa cTaTHCTMYECKH 3HAYHMA pasiaka cnes 1 ronuke
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IIpoTeBogpakTypHBsT edexT € 6UA yoTolunB Mo Bpeme Ha H3NHTBaHeTo. HAMa JaHHH 33 HAMANNBAHE Ha

edekTa ¢ Bpemero.

HecTorara Ha KNHHHYHO [0kasaHuTe pepreGpanun (PakTypH Chino Hamanssa 3HauuMo ¢ 49 % (p=
0,011). Oceen T0Ba, H3paleHUAT edekT BLPXY BepTebpanHATe PPaKTYPH Ce H3Pa3fABa B CTATHCTHYECKH
3HaHMO NIO-MATKOTC HamMaleHHe Ha PreTa B CpaBHEHHE ¢ Ianeto (p < 0,0001).

Ta6nnua 3: Pe3syaTaTh oT 3-rojHmso IHHBYHO H3NATBANE 38 ppaxTypr MF 4411 (%, 95 % CI)

E¢exTsT 0T Neuennero ¢ nGaHAponoBa KACeNHHA ¢ GWA JONBLIARHTEIRO oNeHeH OPH AHAJAA3 MA

ITnane6o nbaHAPOHOBA KHCENHHa 2,5
(N =974) mg JAHEBHO
(N=977)
Hamanspane Ha OTHOCHTENHHA PHCK 62 % (40,9, 75,1)
Hosn mopdomerpuano goxazann
BepreGpanuy gipakTypH
Yecrora Ha HOBY MOP(pOMETpHYHO AoKkaszaHu | 9,56 % 4,68 %
Beprebpantu ppaktypu (7,5, 11,7) (3,2; 6,2)
Hamanssane Ha OTHOCHTE/THHS PHCK OT 49 %
KNHHE9HA BeprebpanHa dpakTypa (14,03, 69,49)

YectoTa Ba KIMHHYHA BepTebpanna
¢$paxrypa

5,33 % (3,73; 6,92)

2,75 % (1,61; 3,89)

KMII — cpensa npoMaHa oTHeCEHA KBM 1,26 % (0,8; 1,7) 6,54 % (6,1; 7,0)
H3X0JHaTa CTOHHOCT Ha IyMOanKiua oTHeN

Ha rpeOHaYRHs CTHIC 1pe3 3-TaTa rogaHa

KMII - cpenna npomsna oTHeceHa kbM -0,69 % 3,36 %
H3XONlHaTa CTOHHOCT B w0 Oenpo npes 3- | (-1,0; -0,4) {3,0; 3,7

TATA FORHMHA

cyOnonynamis nalHEHTH, KOHTO HAa H3XOAHO HMBO ca uMam KMII T-score nop -2,5 B mymbanuus otaen
Ha rpeOHaYHuA cTea6. Hamanenwero Ha pHcka OT BepreSpansu dpaKTypH e ChOTBETCTBANO B roNsMa

CTeneHd Ha PHCKa 3a 0DINaTa nonmynaigs.

Tabauna 4: PesynTaTh o7 3-ronHmeo K1SHEIHO HINATRaHE 32 pakTypn MF 4411 (%, 95 % CI)
npa nanueATH ¢ KMII T- score BEa m3xogno HABO nox -2,5 B JymMGanHEA 0TAe] HA rpEORAIRES

¢THLIb

IInanebo HbanapoHOBa KHCENHWHE 2,5

(N = 587) mg AHEBHO

(N = 575)

HaManiaBane Ha OTHOCHTEIHHA PHCK 59 % (34,5; 74,3)
Hosu MopdomeTpuuHO aokasann
BepTeSpanyn Qpaktypu
Yecrora Aa ROBH MopdoMeTpHTHO 12,54 % 5,36 %
JAOKA3aHY BepTeOpaiHn GpakTypH (9,53, 15,55) {3,31; 7,41)
HamansBane Ha OTHOCHTENHMA PHCK OT 50 %
KIHHAYHa BepTedpanHa gpakrypa

YecToTa Ha KIHHMYHA BepTeOpanna
$paxrypa

6,97 % (4,67, 9,27)

et
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KMII ~ cpenxa npomaHa oTHeceHa KbM 1,13% (0,6; 1,7) 7,01 % {6,5; 7,6)
H3XOJHaTa cTOHHOCT Ha TyMOanHHA OTAeN
Ha rpeOHavnnsg CTHAG npes 3-rarta roguHa

KMII - cpeana npoMaua oTHecena KbM 0,70 % 3,59 %
u3XolHaTa CTOHHOCT Ha 6empo obmo npes | (-1,1; -0,2) (3,1;4,1)
3-TaTa rogHHa

B xnuHH9HOTO M3nmTBane MF4411, pxmousamo BCHYKH TIAIHEHTH HE € VCTAHOBEHO HaMaleHHe Ha
nepepreOpanHute QpaxTypH, BBIpek:, 9e A03aTa Ha HOAHNPOHOBA KHCEIAHA € aJANTHPAHA ha Gbae
edexriBHa npu cyGmomymaumaTa ¢ Bucok prck (KMII Ha mrufikata Ha Geapenara kocr T- score < -3.0),
TNIpH KOATO € YCTAHOBCHO HAMAJIABAaHE HA PHCKA OT HepepTeGpannn dpakTypu ¢ 69 %.

ExenHeBHOTO NedeHuMe ¢ 2,5 mg e Boau Ao TPOTPECHBHO yBenHuenme Ha KMII Ha Beprebpannure u
HeBepTeBpaNHuTE YacTH Ha CKeNeTa.

Yeenuuennero sa KMIT Ha nymGanuua otaen Ha rpuGHaqEuA cTHia6 3a TpH TOAHHH B CpaBHEHHE C
nianebo e 6uno 5.3 % u 6.5 % CnpAMo H3XOAHOTO HUBO. YBeTHIeHHeTo 3a GeapeHaTa KocT B CpaBHEHHE
€ H3XOAIHOTO HHBO € Ouno 2.8 % Ha Genpenara mmiika, 3.4 % 3a Geapo obuwo 1 5.5 % 3a TpoxauTepa.
BroxumuuaMTe MapkepH 3a kocTeH 0bmer (kato CTX B ypunata m CEpYMEH OCTeOKaNUHH) Ca MOKA3AIH
O4YaKBaH MOJCH HA NOTHCKAHE M0 NPEAMEHONAY3ATHH CTOMHOCTH W €2 JOCTHTHANH MaKCHMANHO
IIOTHCKaHe o 3-6 Mecella.

Knunnieckn smaumMo mamanenne ¢ 50 % Ha OGHOXHMHYECKHTE MapKepH 3a KOCTHA pesopbius e
Hab/1lo/aBanO OMI€ HA MEPBHA Mecell cliel HaYaNoTo Ha JieveHHe ¢ HOAHAPOHOBA KHCEHHA

2.5mg.

Crnen npexparsRaHe Ha Ne4YeHHeTO € HaGNIOJABAHO BB3BPBIAHE KBM NAaTONOFHUHATA CTENeH Ha
MOBHIIEHA KOCTHA Pe30pOLMA OT NPelH JIeueHHeTo, CBbP3aHa C IOCTMEHONAY3ATHA OCTEONnoPo3a.
XHCTONOTHYANAT AHANH3 HA KOCTHH GHONICHH CIell ABE W TPH TOJMHH HA JIEYCHHE HA KEHH B
MOCTMEHONAY3a M0Ka3Ba KOCTH C HOPMATHO kadecTBo 6e3 IaHHH 3a AedeKT B MHHEpaIH3alHaTa.

HeanaTpauna nonyaanss (BmxTe Touka 4.2 H TovKa 5.2)

H6annporosa xucenuna He € u3ceasana NPH NEAHATPHYHATA IOy NALMS, TIOPAH TOBA HAMA JAHHH 32
e(UKACHOCTTa HITH 6E30MACHOCTTA IPH Ta3H NOMYJIALHS ALHEHTH.

5.2 PapmMakoKHEETHYAN CBOHCTBA

IIbpuinnaTe dapmakonormunn edextn Ha WGAHAPOHOBATAa KHCENMHA BHPXY KOCTTA HE ca JHPEKTHO
CBbP3AHH ¢ NeHCTBHTEHHTE NIA3MEHH KOHUEHTPAIHH, KOETO Ce J0Ka3Ba OT pasNiYHHA H3C/NE/IBAHHUA IPH
KHBOTHH H XOpa.

Abcopbyua

A6copbumsta Ha HGARIPOHOBA KHCENMHA B TOPHHTE OTJAENH HA CTOMALIHO-YPEBHHA TpakT caeq
MEPOPaNHO NpunoXkeHHe ¢ 6bp3a U Npu mepopaleH mprem Ao 50 mg, NIa3MEHHTE KOHLEHTPAIHH ce
NOBHINABAT MPOMOPLHOHANHO HA [03aTa, KATO MPH MO-BHCOKH HO3H YBEJHYEHHETO € MO-TOMAMO OT
NPONOPLHOHANHOTO Ha Ao3ata. MakcumannuTe HabMofaBaHH Nha3sMeHH KOHUEHTPANHH C& JAOCTHIAT 3a
0.5 no 2 uaca (cpemnHo 3a 1 yac) npu npHem Ha rAagHO H aGCONIOTHATA GHOHANHUHOCT € Okojio 0.6 %.
Crenenta na abcopbums ce BnoIIaBa, KOraTo NEKAPCTBOTO Ce NPHEMA ¢ XPaHa HIIH HAMHTKH (OCBEH YKcTa
BOja). BHOHAIAYIHOCTTA Cce HaMansBa ¢ okono 90 %, Korato HOaHJPOHOBATA KHCENHHA C€ NMPHNIATA Che
CTAHJAPTHA 3aKyCKa B CpaBHeHHe ¢ GHOHANMYHOCTTA, HabMmoNaBaHa MPH JTHOA, KOUTO ¢a A MpHEMany Ha
riague. Hama 3HaunMo HamalleHHe Ha GHOHANTMYHOCTTA, aKO HOAHAPOHOBATA KHCENHH nema 60

HaMaldBaT, KOTAaTO XpaHAaTa WM HAMHTKHTE CE MPHEeMar No-paHo ot 60 M A Ha
nbanpoHoBa kaceTHAA.
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Paznpedenenue

Cnep HavaiHa cucTeéMHa €KCTIO3HIHA HOGAHAPOHOBATA KHCENHHA OBP30 CE CBBP3BA C KOCTHTE WIH Ce
otaena ¢ ypunata. [Ipu xopa kpaiinna obeM Ha pasnpenenenue e nait-manko 90 1 e ycraHoBeHo, ue
KONHYECTBOTO HA 103aTa, AOCTHrau[O A0 KOCTHTE, € 40-50 % oT mupkynHpawara no3za. CBbp3BaHeTo ¢
[Ia3MEHHTE NPOTEHMHH NpH YoBeKa ¢ mpubmusurenHo 85 % - 87 % (onpemeneno in vitro npu
TEPANCBTHYHH KOHUEHTPAlldH) M MOpaid TOBA KOHKYPESHTHO B3aAMOJCHCTBHE C APYTH JIEKapCTREHH
MPONYKTH, AB/DKAINO C& HA HIMECTBAHE, € MAlIKO BEPOATHO.

Memabonuzom
Hsma naunmu, ve n6anaponosaTa KucennHa ce METaboR3HpA MPH JKBBOTHHTE HIH HOBEKa.

Enumunupane

AbcopbupaHara HacT Ha HGaHAPOHOBATa KACENMHA C¢ eTMMHHHPA OT KPHBOOGDAIIEHHETO Ype3 KOCTHA
abcopbuua (m3unciena Ha 40-50 % npR KeHnTe B MOCTMEHOMAY34), 2 OCTAHAIOTO KOJMMUYECTBO Ce OTHENS
npe3 616pennte B HenmpoMenena dopma. HeabcopGupanara dpaxuus ua WGAHAPOHOBATA KWCEMHA 0O
elTHMHAHDA Ype3 (heXaNHHTE B HenpoMeHeHa JopMa.

HabmonaBaHHAT noNyXHBOT € B IIKPOKH TPaHHIH, KATO O4EBHIHO KPAHHMAT MONYXKHBOT 0OHKHOBEHO €
B rpannara or 10-72 daca. Teii KaTO H3YHCICHMTE CTOMHOCTH B FONAMA CTENEH 3aBHCAT OT
NPOABIDKATENIHOCTTa HA KIIHHAYHOTO K3NUTBAHE, OT H3MOA3BAHATA 033 H YYBCTBHTENIHOCTTA HA METOAA,
KakTo TpH Apyrute GudochonaTH, ReliCTBHTENHHAT KpacH HONYXHBOT BEpOATHO € 3HAYHTENHO TO-
ronsM. Havanuurte KOHUEHTpauwu B Iuia3MaTa Obp3o ce NOMMKABAT, KaTo AocTHrar no 10 % or
MaKCHMATHHTE CTOHHOCTH Ha 3 B 8 4aca, ChOTBETHO CliEAl HHTPABEHO3HO HITH [IEPOPATHO IPHAOKEHHE.
ObumaT knupeHC Ha HOAHAPOHOBATA KMCENHHA € HHCBK, ChC CPEIHH CTOHHOCTH B rpasuumTe Ha 84-160
ml/min. Bs6peunuaT KIMPEHC (0komo 60 ml/min npu 34paBH *EHH B NOCTMEHONAY34) IpeACTaBnsBa 50-
60 % or obmus KIMPEHC H € CBLP3aH ¢ KPeaTHHMHOBHA KIHpbHc. CuHTA ce, 4e PAMMKATE MEXTY
BHEHMHA 0011 1 6u0pedeH KINPBHC 0TPa3sBa MIOEMAHETO OT KOCTHTE.

CeKpeTOpHHAT ITET HE BKIIOYBA HIBECTHHTE CHCTEMH 32 KHCEMHEH HITH alKaleH TPaHCIOpT,

y9acTBalllH B €KCKPELHATA HA APYTH aKTHBHH BemecTBa. OcBeH ToBa HGAHAPOHORATA KHCEIHHA HE
HHXHOHpa OCHOBHHTE YepHONpPOGHH H3oeH3HMH P450 npu uoBeKa M He HHAYLHPa YePHOAPOOHaTa
crcreMa uToXxpoM P450 npu msxose.

(Dapmalcomuemxa HPA CNCNHATHA KTHHAYHH CHTYAalHKH

Hon
BrOHANINYHOCTTA H (HapMAKOKHHETHKATA HA HOAHAPOHOBATA KHCENTHHA ¢a NOAOGHH TIPH MBXKE H JKeHH,

Paca

HAMa naHHW 33 KIMHAYHO 3HAYHMH STHHYECKH PasiHKU MeXAy asHaTOH H MNpeACTaBUTE]H Ha Oanara
paca NnpH eNHMHHHPAHETO Ha ubaHApoHOBaTa KucenwHa. MiMa MHOroO Majko IAHHH 3a NAlMEHTH OT
apPHKAHCKY TIPOHIXO.

Hayuenmu c 6vOpeuno vapexcoane
BrOpeyHnaT WiMpbHC Ha MGAHAPOHOBATA KHCENHHA NMpH TANHEHTH ¢ yBpeXJaHe Ha OnOpewuTe B
pa3ni4Ha CTeneH € B IHHeHHa 3aBHCHMOCT ¢ KPEaTHHHHOBHA KIHPBHC,

He ce Hanara kopurupae Ha [o3aTa npi NAllHEHTH ¢ YBpexZaHe Ha GuOpemuTe B Nexa HIH yMepeHa
crened (CLer > 30 ml/min), kakTo € BHAHO OT KMMHHYHOTO M3NuTBaHe BM 16549, KbACTo-HOBE
TIAUHEHTHTe ca uMaiM Ob6peuno yBpexaaHe B lieka MM yMepeHa CTEleH. .
ITaimenTn ¢ rexka GpOpeana nepocrareunoct (CLer < 30 ml/min), mosygaBanu
10 mg nbanzporoBa KHcennHa B NpoAn/IKeHHe Ha 21 AHH, ca HManK 2-3 s {

KOHUCHTPAMH B CpaBHEHHE ¢ NHOA ¢ HOopManHa (yHKous Ha OnGpenute,
ubaHApoHOBaTa KicenuHa e 6un 44 ml/min. Cnen MHTpaBeHO3HO HPHIOXKE
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6BOPEUHMAT H eKCTPAPEHATHHAT KAHPBHC HAMANSBAT ChC CHOTBETHO 67 %, 77 % u 50 % npu nupa ¢
Texka 6b0pedna HEMOCTATEYHOCT, HO HE € HMAJIO HAMANEHHE HA TIOHOCHMOCTTA, CBBLP3aHO C YBENUHIEHHE
Ha ekcno3HuuATa. Ilopagu orpannueHHAT KIMHHYEH ONMT HWe ce NpENOpLYBa NPHIOKEHHETO Ha
HO2HAPOHOBATA KHCENHHA MpH TMAUHEHTH ¢ TEXKO 6u0peuso yBpexaue (BK. Touka 4.2 B Touka 4.4).
(PapMakOKHHETHKATa Ha HOAHAPOHOBATA KHCENHHA He € OliCHARAHA TIPY NALHEHTH B KPAeH cTamuil Ha
0B0peytHa HeJOCTATEIHOCT, IEKYBAHH C APYTH CDEACTBA OCBEH XEMOJHATH3A. MdapMakoKkHHeTHKATa Ha
HOaHPOHOBATA KHCENHHA IDH TAKHBA TIALHEHTH He € W3BECTHA H GAHAPOHOBATA KHCENMHA He TpAbBa Aa
Ce IPHJIAra MpH Te3H 00CTOATECTBA.

Hayuenmu ¢ yveprodpobo yepexcoane (suxcme mouxa 4.2)

Hama dpapMakokuHeTHIHH NaHHHA 33 HOAHAPOHOBATA KHCENHHA TIPH MIALMERTH, KOUTO HMAT YBpeXHaHe Ha
YepHHA APob. YepHuaT Apob HAMa CBINECTBEHA PO 32 KIHPbHCA Ha HOAHIPOHOBATA KHCEMMHA, Thil KATO
T4 HE C¢ MeTaboNK3Hpa, a ce oTAens Ypes GrOpedHa exckpenws U moeMase ot kocture. ITopaaw ToBa He €
Heo0X0AMMO KOPHTHpAHE Ha 103aTa [IPH NALKEHTH C YBPeXaHe Ha YepHAA Apob.

Hayuenmu e cmapyecxa eb3pacm (suxcme moura 4.2)

Tlpy eIWH MynTHBADHAHTEH aHANH3 BB3ACTTA HE € Giia HE3ABHCHM (HAKTOp 32 HHTO EIHH OT BCHUKH
H3C/eNBaHH (apMakOKHHETHYHH Napamerp. Thil karo yHkiHa Ha GLOpenuTe Hamanssa ¢ BBL3pacTTa,
TOBA € CAWHCTBEHHAT (akTop, KOHTO TpaGBa Na ce HMA NMpenBHA (B, TOUKATZ 34 YBpEKNAHE Ha
OnGpennte).

Heduampivna nonyrayua (suscme movuxa 4.2 u mouxa 5.1)
Hama 1aHHH 3a IPHIOKEHHETO Ha HOAHPOHOBATA KHCETHHA B TE3H Bh3PACTOBH IPYIIH.

5.3 IlpegkIrEHTHE fafaE 34 GesomacHocT

Habnronasann ca TOKCHYHH edeKTH, Hanp. npu3Hauy Ha 6s6peduo YBpeXKIAHEB EKCIIEPHMEHTAIHE
OIHTH € Ky4eTa CaMO Cliefl IPUAAraHe Ha 033 MHOTOKPATHO fIO-BUCOKA OT MaKCHMa/IHATA TepaneBTHYHa
7032 NPH YOBEKa, KOETO HMa MalKo 3Ha4YeHHe [IPH KIHRHYHATA ynoTpeba.

Mymazennocm/kapyuriozesnocm:
He ca HaGmonasanu NpH3INALM 33 KapPIWHONCHHOCT. I3MHTBAHKATA 32 TEHOTOKCHYHOCT HE Ca [OKa3alu
AaHHH 32 edexT Ha HOaHAPOHOBATA KHCENHHA BhPXY reHEeTHYHATA AKTHBHOCT.

Penpodyxmusna moxcuunocm:

Hama nannu 3a nHpekTHa deTaNna TOKCHYHOCT MM TepaToreHeH edexT Ha HOZAAPOHOBATA KHCETHHA
0py BEPOPAIMO MPHUNAraHe Ha MWIbXOBE H 3aliM W He ca HabmoNaBaHW HEXeNaHW PeakUMH BEPXY
Pa3sBHTHETO Ha ITOKONEHHE F1 Ha IUTBXOBE NPH JO3H HANBHBAIIM Hafl-Mamko 35 IBTH NpPH 4OBEK.

Hexenaunre peaklid Ha MOaHJPOHOBATA KHCENMHA MPH H3IHTBAHUATA 32 PenpoayKTHBHA TOKCHYHOCT
IpH IIBXOBE ca OHiH edexTHTE, Habmonasanu npr Gudocdonarnre kato kinac. Te BKIIOYBAT HAMANEH
Gpoli HMIIaHTALHE, MOBMHABAHE HA ECTECTBEHOTO PAKAAHE {THCTOKHA) H YBETHUEHHE HA BHCLEpaNHMTe
BapHAlH (CHHAPoM &u0pedHo nerenye-yperep).

6.  ®APMAIEBTHYHM JAHHH

6.1 CnoHcLK Ha TOMOINANTe BEMECTBA

Tabnemuno adpo

Jlakro3a MOHOXMApPAT

Kpocnoeupon (E1202)

Henynosa, Muxpoxprcranna (E460)

Cunuumer quoxcHy, xonouneH Gessonen (E551)
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Harpues creapundymapar

Tabremna obsugra

[Tonw (BHHUNOR amkoxon)

Makxkporon / TIET 3350

Tank (E553b)

Turanos anokcun (E171)

6.2 HecuamecTEMOCTR
Henpunoxumo.

6.3 Cpoxk ma rognoct
OPA/AI/PVC/Al 6nactepn - 2 roauHu
PVC/PVDC/Al 6nuctepn - 3 roaunn
6.4 Croenmannn ycioBRs HA CbXpaHEHHE

Toan JEKAPCTBEH NIPOAYKT HE H3HCKBA CHCIHAITHA YdioBHA 3a ChXpaHeHHE.

6.5 JIaHHH 33 ONAaKOBKATA
OPA/ALPVC:Al 6nHcTepy B kKapTOHEHa KyTHS, ChAbpiKaid 1, 3, 6, 9 unu 12 tabnerxan.

PVC/PVDC: Anrymunmii GIHCTEDH B KapTOHEHA KYTHS, Chabpkamy 1, 3, 6, 9 wiu 12 Tabnetxn.
He Beu4xu BHAOBE ONIAKOBKH MOTAT 1a GBaT MycHaTH B mpoxaxoba.

6.6 CuenuannH NpeaNa3sHA MEPKH NPH H3XBLpiaaHe H paboTa
Hsma cnenHarHH H3HCKBanHy.

7.  IPATEXATEJ HA PA3PENIEHHETO 3A YIIOTPEBA

Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

I'epMmana

8. HOMEP(A) HA PAPEIIEHHETO 3A YIIOTPEEBA

Peructpamsonen Ne 20110250

9. JTATA HA TBbPBO PAZPELIABAHE/TIOJHOBSBAHE HA PAPEIEHHETO 3A
YIIOTPEEBA

15.04.2011 /13.03.2015

10. JATA HA AKTYAJTH3UPAHE HA TEKCTA

25/08/2022
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