KPATKA XAPAKTEPHCTHKA HA IMTPOAYKTA

1. HME HA JEKAPCTBEHHA OPOAYKT L i
SHJIAP 35 mg punMupanu TabneTxa. a ’1 ObP+ o
ZILAR 35 mg film-coated tablets - 2 . {ﬁ(./o@? / ‘(o _,? { 2 -0 .

2. KAYECTBEH H KOJIHYECTBEH CBCTAB
Enna dunMupana Tabnerka ceabpxa 35 mg puseApoHAT HATpHif (risedronate sodium), KOHTO ca
€KBHBAJIEHTHH Ha 32,5 mg prU3eAPOHOBA KACENHHA.

[ToMoniHO BemecTBO: 1,9 mg NaKT03a BHB BCAKA TabneTKa
3a ITRIIHUA CIACHK HA IIOMOIIHUTE BEIISCTRA, BHKTE To9xa 6.1.

3. JEKAPCTBEHA ©OPMA

Qunmupana rabnerka.

bsana, kperia, qJORHOMIOBKHANA, PUIMUpaHa TabneTka ¢ quaMeTsp 11,2 mm u BucoyuHa 5,0 mm, ot
¢HaTa CTpaHa Ha KOATO € OTIIevaTaH Haamnuc ,.357.

4. KIUMHAYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JledeHne Ha MOCTMEHOMAY3HA OCTEOIOPO3a, 33 NIOHMKABAHEe HA PHCKA 0T PpakTypH Ha NpenUICHHUTE.
JledeHHe Ha A0Ka3aHA IOCTMEHOMNAY3HA OCTE0NOPO034, 34 HAaMaNABAHE Ha PACKA OT (PpakTypd Ha mMuiikara Ha
OeapeHaTa KoCT (BHKTE ToUKa 3.1).

JledeHne Ha OCTEOTIOPO3a IPH MBXKe ¢ BACOK PHCK OT (PpakTypH (BrKTe TOUKa 5.1).

4.2 [Mo3dponxa H HAYHH HA NPAJIOKEHHE
IIpenopsauTenHara 4034 [IPU BB3PAacTHH € ¢4Ha TabeTka oT 35 mg nepopalHo BEAHBXK CCOIMUTHO.
Tabrerkara TpabBa Aa ce NpyeMa B €IHH M CHII ACH BCAKA ceaMANa. PesopOmmara Ha pu3eApOHAT HATPHIL e
NORIHABA OT XpaHa ¥ IOPaRH TOBA, ¢ LI Ja Ce rapaHTUpa aAcKBaTHA pe30opOuys, nammeHTHTe TpadBa 1a
OPHEMAT PH3CAPOHAT:
- [lpemu 3akycka: Haji-Manko 30 MEHYTH nped ITbPBUAT NPHEM Ha XpaHa, APyT JeKapCTBCH IPOIYKE
WIH HanmUTKa (pa3madHa OT 94CTa BOAA) 3a JeHA.

[NamenTrTe TPAORA A3 HOJYYAT YKa3aHUA, 9¢ ako 0ba¢ OpoOyCHATA 4034, €AHA TabneTKa pH3CAPOHAT OT 35
mg TpAOBa 114 ce mpueMe B OCHA, B KOUTO CH CIIOMHAT, 4¢ TpaOBa Aa npueMar Tabnerkara. Cnes Tosa
HANMEHTHTE TpAOGBa OTHOBO [a 3a00Y84aT Ja MpHeMaT 0 eAHa TabneTka BEAH K CEAMUIHO B ICHHA, B KOUTO
obHyaitno npuemar TabeTkara. B ¢quH H ChINHM AeH He TpsOBa a ce nmpreMaT Ape TabneTKy.

Tabnerkxara TpaGra Aa ce norrsma nana, 6e3 1a ce cMyde WiIR IBbBYC. 33 Ja ¢€ DOANOMOrHe JOCTHIaHeTO Ha
TaONeTKaTa 0 cToMaxa, pu3eApoHATsT TpabBa a ce npHeMa B H3OpaBeHO (CTOANIO WM CEIHAO )
MIONOXEeHre ¢ Jama 9ucTa Boaa (> 120 ml). [laumerTHTe HE TPAOBa N2 N4rar B OpoABIKEHHE Ha 30 MUHYTH
cnen mpueMaHeTo Ha rabnerkara (BIKTe Touka 4.4 ).

TpabBa na ce 0OMUCTH JOMBIHATENCH IIPHEM HA Kanu¥ ¥ BATaMHH D, aKO NpAESMEBT UM ¢ XpaHara €
HEAOCTAThICH.

Ilayuenmu e cmapuecka sv3pacm.
He ¢ HeobxomuMo KopHrupase Ha A03aTa, ThH KaTo OHOHAIMYHOCTTA, pasApeacieHUeTO |
IPH JIMLATa B crapdecka Bh3pacT (>6(-roguinaa Bs3pacT) €a CXOQHH C Te3H NIpH NOo-MIaguT




brvbpeuno yepexcoane:

He ce panara xoparupasic Ha 103aTa OpH DALMEHTUTE ¢ JIEKO o yMEpeHo 0s0pedno yBpexnane.
Ynorpebara Ha pu3eApOHAT HATPHH € NMPOTHBOINOKA3aHa MMPH MAIAEHTH ¢ TeXKO OpOpedHo yBpeknaHe
(KpeaTHHHHOB KIIMPBEC MO-HUCEHK oT 30 ml/min) (Brokre TO9kH 4.3 1 5.2).

Henia u 1oHOIIMN;
He ce npenops4Ba ynorpebara Ha pu3eApOHAT [MPH AClA U FOHOIM NOPaJTHd HEOCTAThYHH JaHHHA 32
"Heropata 0e3011acHOCT H €PRKacHOCT.

4.3 IIpoTEBOIOKA3aAHHA

CBpBX9YBCTBATETHOCT KBM PU3EAPOHAT HATPHH WIH KBM HAKOS OT NOMOIHHUTE BEIIECTRA.
XHnoxkanmeMus ( BIDKTE TOUKa 4.4).

bpeMeHHOCT B KBPMEHE.

Texwxo 6B6peuno yBpexkaane (KpeaTHHHHOB KIHPHHC < 30 ml/min).

4.4 CroeumaiHH NpeAYUpeXKICHHS H NPeNIa3Hy MEpKH NpHA ynoTpeba

XpaHH, HAIATKY (pa3Tuddy OT YMCTA BOJA) H JIEKAPCTBEHH NMPOAYKTH, ChABPAIIH IONHBATICHTHY KATHOHH
(kaTo HAOpUMep KaNITHil, MarHe3ui, KeJI130 ¥ ATyMHMHMIT ), IpeyaTr Ha pe3opOumara Ha ducoconarure 1
HE TpabBa Ia ce NpueMaT CAHOBPEMEHHO C PU3EAPOHAT (BIDKTE TOMKa 4.5.). 3a mocTUrane Ha 09aKBaHaTa
e(pHKACHOCT € HeOOXOAMMO CTPHKTHO CIIA3BaHEe HA IPENOPBKATE 34 JO3HpaHe (BIDKTE TOUKA 4.2).

E¢puxacHoctTa Ha 6ucthocdoHaTHTE IPH JCUSHHETO HA MOCTMEHOHAY3Ha OCTEONOpO3a € CRbP3aHa ¢
HATAYIHETO Ha HRCKA KOCTHA MABEpaiHa ITeTHOCT (T-oneHka 3a KMII B mmdikara ga OeapeHara KOCT Hid
mymMOatAMA oTaen Ha rpp0HaTHEA cThi0 < - 2,5 CO (crangapTHH OTKJIOHEHHA)) WHWIH ITpeodiaaaBatius B
tdpakTypa.

Hanpemganara Bp3pacT WiH HATHYMETO HA KTHHAYHE PUCKOBH (akTOpH 338 PpakTypa caMH Ho cede CH He ca
NOCTaTEYHO OCHOBaHHE 33 3all0YBaHe Ha JedCHHE 334 ocTeonopo3a ¢ Ouchocdomar. [amEWTe 32
eUKacHOCTTa Ha OmucdochoHaTvTe, BKIIOYHTENHO PH3CAPOHAT, OPH NHMIAarTa B 3HAYHUTEIHO HanpeiHana
BE3pacT (> 80 ronwHu) ca orpaHMIcHM (BAKTE TO4Ka S5.1).

Haxon 6ucdocdonarn ce CBBP3BAT C Bb3HUKBAHETO HAa €30(aruT, racTpuT H e3odarcanmnm yiaepanud. Eto
3aI0 NalHeHTHTE TpAOBa Ja NOAXOKAAT ¢ BHAMaHWE KbM YKa3aHMATA 3a Ao3upaHe (BAxkTe To4uka 4.2). IIpu
HAIHEHTH C aHaMHe34a 3a e30(arcaHd HapynIeHHd, 3a0apamm e3oparearnus DacaXk WM W3NpasBaHe, Halp.
CTPHKTYPa HIM axalasusd, WIM HNOpH TaKHBa, HECHOCOOHM Ma OCTaHAT B H3IPABEHO MOJIOXKCHHE B
OPOXK/DKEHME HA Haii-Manko 30 MUHYTH CIe] npHeMaHe Ha Ta0neTkara, HIIM aKo PH3EIpOHAT ce Ipriara
Mpyd DAaIMEHTH C aKTHBHH MKW HEOTAABHAINHKM NPOOIEMH HA XpaHONpOBOAAZ WIM TOPHHAA OTIEN Ha
CTOMAMIHO-4YpEeBHHA TPAKT, pH3CAPOHAT HATPpHl TpsAOBa Ja ce NpwiIara C MNOBUINEHO BHHMAaHwWe IIOpamH
OrpaHHYCHUA KJIMHWYEH OIMT ITpA NoAo0HHA nanueHTH. HasHavaBaluTe IeKapcTBOTO TPAOBA Jla IoMIepTasiT
nped HAUWEHTHTE KOAKO BAXHO € CIa3BaHeTO HAa YXKa3aHHMATA 3@ RXO3HpaHe W O3 CIeIAT BHMMATEIHO 33
OpU3HAIA ¥ CHMITTOMH Ha €BeHTyalTHa e3odareanda peakimd. [lanmerTuTe Tps#OBa Ma Moxyd4r ykasaHdd Aa
THPCAT CBOEBPEMEHHA METHIMHCKA TOMOIN, aKo PA3BHAT CHMITOMH Ha e3ogareaHO pa3gpasHEHHE Karo
Hanpumep gucdarus, Goka Ope NperabpOlaHe, peTPOoCcTepHATHA O0NKa WIH ITOABA/BIOMABAHE Ha CTOMAIIHH
KMCETHHH.

XurokammeMusaTa Tpa0Ba Ja ce ICKYBa NPeIM 3aI10BaHe Ha JiedeHue ¢ puseipoHar. Ocrapaidre
HapyIneHHs Ha KOCTHHA ¥ MUHEpATHHUA MeTaboTH3bM (T.€. MapaTHPOHAHA JHCOYHKIMSA, XUITOBATAMHUHO34
D) TpsabBa na ce NeKyBarT OT HAYATHHS MOMCHT Ha ICYCHUETO ¢ PH3EOPOHAT.

[Ipu HanpeHTH ¢ KapUMHEOM, IOAJIOKEHH HA TEPaNeBTHIHH PEXHMHM, KOUTO BILIOYBAT IPETHMHO
AHTPABEHO3HO npuiarasy OucdocPoHaT, ce Cpo0mara 3a CIyJal Ha OCTEOHEXpo3a Ha 4
00mo cBbp3aHa ¢ EKCTpaKidag Ha 3504 W/HIH JIOKAIHA HHPEKLNA (BKIIOYHTEIHO OCTEOMH
0T Te3Y NAHUEHTH Ca DpUIaraHd i XMMHOTEPalls B KOPTHKOCTEpOHIH. 32 OCTCOHEKPO3
ch00IIaBa 1 IIPH NAITHEHTH ¢ OCTEOMOpo3a, OpHeMalii OuchochoraTs IepoPaHo.




Ipenu 3ano4upane Ha nedenue ¢ SucocdoraTy NpU NMAUKEHTH ChC CHIIBTCTBANIM PHCKOBH (PAKTOpH {HAaMp.
KAPLUUHOM, XMMHAOTEPANASA, PaIA0TEpaInii, KOPTHKOCTCPOHIH, JONIA YCTHA XATHEHA) TPpAOBa 1a ce 0OMHC/TH
CTOMATOJIOTHIEH Npered ¢bC ChOTBETHO NPOGIIAKTHIHO 3B00ICICHHAE.

JlokaTo ce nexysar, Ioxo0HY NanedTH TPA0Ba Aa H304ArBaT, JOKOJKOTO € BE3MOXHO, HHBa3WBHH
CTOMAaTOJIOTHYHH NpolieAypH. CTOMAaTOIOrHYKRa XUpy prudecka MHTEpBEHIWS OpH NaleHTH, KOUTO ca
Pa3sBHIH OCTEOHEKPO3a Ha YETIOCTTA [10 BpeMe Ha jiedcHueTo ¢ 6uchocdonatn, MOXKe 1a BIOLTH
CBCTOSHHAECTO M. HaMa HaMMYHY JaHHH, YKa3BalH Aa1H IPSKPaTABaHETO Ha Je4eHHeTO ¢ buchocdonaru
HAMAJIABa PACKA OT OCTEOHEKPO3a HA YEOCTTa OPH NALMEHTH ¢ HeOOXOIMMOCT OT CTOMATOJIOTHYHHA
IIPOLEY PH.

TepaneBTHIHHAT IUTaH Ha BCEKH MALMEHT TpAOBa Aa C€ PBKOBOAH 0T KIIHHHYHATA OPCHEHKa Ha JIEKY BallH ]
neKap, OCHOBaHa Ha HHAMBHAYAIHATA ONEHKA 33 I10J1332-PHCK.

Tosa nexapcTso ChABPAa JakTo3a. [lamMenTHTe ¢ peakn Hac/IeACTBSHH NpobneMy Ha rafakTo3Ha
HEMOHOCUMOCT, JIaKTa3Ha HeJJOCTaTHUHOCT Ha Lapp MiTM IMIIOKO030-FAJIaKTo3HA MaTabcopOLms He TpaOBa na
ITIPHEMAT TOBA JIEKAPCTBO.

4.5 B3aumozelicraHe ¢ APYI'H JICKAPCTBEHH HPOAYKTH H APYTrH GopMM Ha B3aUMOAeHCTBHE

He ca npoBexaHy NpoyvBaHuA 32 B3aHMONCHCTBHAATA, HO 10 BPEME HA KIIHMHNYTHHTE H3IMATBAHUA HE CE
yCTAHOBABAT KIHMHAYHO 3HaYMMHA B3aMMOCHCTBHA C APYIH NE€KApCTBECHH NPOoAYKTH. [IpH mpoy4sanusiTa o1
daza I1I Ha exeTHEBHOTO NPHIMKEHNHE Ha PU3SAPOHAT IPH JICICHHETO HAa OCTeONOpo3a ¢e crodmara 3a
IIPUEM HA ALCTWICATHIIIORA KHCETHHA HIM HeCTEPOUIHH MpoTHBOBE3madTenHd cpeactsa (HCIIBC) ot
CBHOTBETHO 33% u 45% ot martwenTrTe. IIpH npoydBsaHero oT $asa I1I Ha MpHIOKEHHETO MY BEXHBXK
CeIMUYTHO NPH KEHH B MOCTMCHONAY34a ¢e ChoOniaBa 3a MpueM Ha alcTHICATUIIWIOBa KHCEIMHA HITH
HCIIBC ot cwoTBerHO 57% 1 40% oT maumentuTe. Cpell peaoBHO yHoTpeOaBamUTe alleTUACAIHIIIOBA
kuceyHa 1 HCIIBC (3 wm nosede AHMA CEAMHMYHO) Y€CTOTATA HA HOXENAHN ChOUTHA B TOpHHA OTAEN Ha
CTOMAITHO-YPEBHMA TPAKT IIPH JEKYBaHHTE C PH3CAPOHAT HATPH € CXOQHA ¢ Tazd [P MAIMEHTHTE B
KOHTPOJIHATA Ipyna.

AKO ce cUeTe 33 YMECTHO, pH3eApOHaT HATPUH MOXKE 4 ¢ IMpiiara €AHOBPEMEHHO ChC 3AMECTHTENIHA
TEpalis ¢ ECTPOTeH: (€IHHCTBEHO 1IPH KEeHH).

EnsoBpeMEHHOTO OpHEMaHe Ha JIEKAPCTBA, ChIBPKALNH ITIONMBATICHTHM KaTHOHU (Banp. KanygH, MarHesmi,
KEIA30 M ATYMHHMH), IIpeYH Ha pe30pOImMATa Ha PA3EAPOHaTA (BMKTE TO4Ka 4.4),

Puseaposar HaTpuii He ce MeTaboaM3KMpa CUCTEMHO, HE aKTHBHPa NUTOXpoM P450 eHsumuATe H Ce CBBP3BA B
MaJIKa CTEIICH C IpOTEHHUTE.

4.6 DbpeMeHHOCT B KbpMeHE

Hsama noctaThaHO AanHAA 32 yroTpedaTa HA puseApoHaT Harpui mpu OpeMeHHM skend. [IpoydBaHusTa IIpH
*KHBOTHH I10Ka3BaT penpoayKTUBHA TOKCHIHOCT (BIDKTE 5.3 ). [loTeHIMaMHHAAT PUCK IIPY XOpa HE € H3BECTEH.
[IpoyuBaBHMATa NpPH XHBOTHA OKA3BaT, 9€¢ MAlIKH KOIHUYECTBA PA3CAPOHAT HATPHHA C€ H3IBIBAT ¢ MIAKOTO.
He ¢ u3BeCTHO paymm pH3eXPOHAT HATPHH IPEMAHABA B KbpMaTa.

PuzeaponarsT He TpadBa 1a cé u3noa3Ba NP OPEMEHHOCT WIIH OT KEPMAdKH.

4.7 Edexma Bopxy cnocofHoCcTTA 32 ModHpAHE H padoTa ¢ MAITHHHA
He ca ycranoBenM edeKTH BEPXY CIIOCOOHOCTTA 32 INodHpanHe B pabora ¢ MAIIMHH.

4.8 Hexeland JeKapCTBEHH PeaKUHHA

IToBedeTo HEXXenaHH NCKAPCTBECHH peakiiiy, HAOMONABaHH ITPY KIIMHWIHHTE M3NHTBAHMNA,
YMEPESHH O TSKECT ¥ OOMKHOBEHO HE HANArar peKpaTiBaHe Ha JIEICHHETO.
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Hexenanaute ce0uTHs, 32 KOUTO ¢e chodlansa Npy KTMHWIHUTE M3rvTBaduA Ha daza 11 cpex sxeHH B
MOCTMEHOIIAY3a C OCTEONOP03a, IEKYBAHN B MPOXBIDKECHAE Ha 20 36 Mecena ¢ pH3eIPOHAT HATpHH B 1034 3
mg/ged (n=5 020) anx mwragedo (n=5 048) H KOUTO ce CMATAT 33 BE3MOXKHO HIIH BEpOATHO CBHP3aHH €
PH3EIPOHAT HATPHEA, ¢A H3PEASHH NO-TONY B CIEAHNUTE Ipyn# (4ecTOTara CIpAMO NJIalefo € IoCo4eHa B
CKOOM ):

MHOT'0 decTH (>1/10); gectu (> 1/100; <1/10); neyectn (=1/1 000; <1/100); peaxu (=1/10 000; <1/1 000);
MHOro peaku {< 1/10 000), ¢ HemsBecTHA YecToTa (0T HATHIHUTE JAHHH He Moke Ia Ohlle HarpaBeHa
OLICHKA).

Hapywenus na nepsnama cucmema:
Yecty: rmasodonue (1,8% crupamo 1,4%)

Hapywernwsi na ouume:
Hegectn: mpur*

Cmomauino-upegnu HApYuieHuA.

Yecru: 3amex (5,0% copamo 4,8%), macnencux (4,5% cupamo 4,1%), ranere (4,3% crpamo 4,0%), kopeMHH
6onxn (3,5% cnpsamo 3,3%), muapus (3,0% cnpamo 2,7%)

Hewecru: ractpur (0,9% cripamo 0,7%), ezoparur (0,9% copamo 0,9%), mucdarus (0,4% crpsmo 0,2%),
ayomenut (0,2% capamo 0,1%), esodareamna s3ea (C,2% copsmo 0,2%)

Penxu: riocur (<0,1% copsamMo 0,1%), esodareanna crpukrypa (<0,1% copsmo 0,0%)

Hapywenus Ha MycxyniRo-ckeaemnama cucmema u CeOuHumeniama mokau.
Yectu: MyckynHo-ckenerau 6onku (2,1% copsamo 1,9%)

Hzcnedeanua.
Penxy: OTKJIOHEHHS B M3CIeBAHHATA HA YepaoapoOHaTa PpyHkima*

* Hama croTBeTHA YecTOTa OT poyIRaBuaTa Ha ¢asa Il mpu ocreoroposa. Hecrorara ce 0CHOBABA HA
HaxXOIKH NPH HexeNaHo crbuTHe/ 1abopaTopHo H3cIeABaHe/ IOBTOPHO IPHIOKEHNAES OT [10-PAHHH KINHHHYIHH

H3IIHTBAHHA.

[Ipn eAHOTOAMIIHO, ABORHOCIAIIO, MHOIOLIEHTPOBO IpOYIBaHe, KOEeTO CPaBHABA PU3CAPOHAT HATPHH B 034
5 mg gEesHO (n=480) ¢ pH3eApPOHAT HATPHIA B 1032 35 mg ceaMH4IHO (n=4835) NpH 3XeHH B IIOCTMEHOMAYy3a C
0CTEeonopo3a, npodunuTe Ha Ge30IACHOCT H NOHOCAMOCT KaTo IFUIO ¢a CxXOMHH. ChodmaBar ¢e CIICHHUTE
IOITBJIHHATETHE HeKeNIaHu cEOUTHS, KOHTO H3CAEA0BaATE/IMTE CMATAT 32 Bh3MOKHO HIH BEPOATHO CBBP3anH C
JEKApCTBOTO (9ECTOTATA € II0-BHCOKA CPEll rpylaTa Ha pH3€IpOHaT B 1034 35 Mg CUpAMO IpyIlaTa Ha
pH3EIPOHAT HATpHi B 1032 5 mg): CTOMAINHO-9pesHH HapymeHss (1,6% cupamo 1,0%) u Gonku (1,2%
cripamo 0,8%).

[Ip4 ABYTOAMINHC IIPOYYIBaHE Cpell MBXKE C OCTEONopo3a 0€30MaCHOCTTa ¥ IOHOCHMOCTTA KATOo L0 ca
CXOIHH MEXIY NeKyBaHaTa rpyna H Ta3y Ha wiaie6o. Hexenanure c0MTHA CHOTBETCTBAT Ha BEYE
HabmoAaBaHuTE CPEl XK EHUTE.

Jlabopamopnu uzcnedeanus: [IpH AAKOH DAUHEHTH Ce HaOlIoAaBaT paHHH, MPEXOTHH, aCHMITOMATHIHY H
JIEKH TIOHIDKESHHA B HHBATA HA CepyMeH Kauui 1 gocdarH.

[1pu ynorpefara cien nyckase Ha fa3apa ce cho0manar ClIENHHTE JOITBIHUTEIHN HEXKEMaHH JICKAPCTBCHH
peakimH (4ecToTara € HEM3BECTHA):
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Hapywenus na xoscama u ROOKOJXCHAMA MbKAH.
CBpBXIyBCTBHTENHOCT M KOKHM Peaklyy, BKIIOYBAINHE aHIHOCAeM, IeHepaT3UpaH 00puB u Oyno3Hd
KOKHU PEAKIHH, HAKOH OT KOUTO TEXKKH.

4.9 Ilpenozupane
Hama cnemuguasa nHopMans OTHOCHO JICYCHHETO Ha MPEAO3UPAHE ¢ PU3EAPOHAT HATPHIA.

Cre 3HaUWTENHO NMPEXO3UPaHe MOXKe [1a C€ 09aKBaT NOHIDKSHHA Ha cepyMHMA Kanimii. [1pu HakoH ot
NAMEHTHTE MOXKE CHIIO Taka Id C€ MPOABAT ITPH3HAN U CHMIITOMM Ha XHnokanuvemus. Haii-panHusT
CHMITTOM Ha XHIIOKaTIHEMHUA ¢ yCemaHeTo 3a 60AeKH N0 AUCTATHUTE YaCTH Ha JJIaHUATE U XOAWIATa.
OcTaHanure CHMOTOMH BKJIOMBAT MYCKYJTHH U KOPEMHH CITA3MH.

3a cBbp3RAHE HA PH3COPOHAT HATPHII H HAMAIABaHE Ha pezopOimdra My TpaOBa Ja ce JaaT MISKO WIH
AHTHAIMIH, ChABPKANIA MATHE3IMH, KAl WiH ATYMHHWH. B cIIy9anTe Ha 3HAYUTENHO PeFO3HpaHE MOXKE
a ce 0OMHCITH CTOMANIHA TPOMUBKA € LIEN OTCTPAHABAaHE Ha Hepe3opOupaHus pU3cAPOHAT HaTpHii.

5. @OAPMAKOJOTHYHH CBOHCTBA

3.1 @apmMakoauHAMHIHH CBONCYBa
dapMakoTepanesTraHa rpyna: bucdocdonaru
ATC xog: M0O5 BAOQ7.

Puzeaponat Hatpuid € muprruHiI SucdocdoHar, koifTo ce CBbP3Ba ¢ KOCTHHA XUAPOKCHANATHT H HHXHOHPpA
MEIHMpaHaTa OT OCTEOKJIACTHTE KOCTHA pe3opOumia. KoCcTHHIT 0OMEH ¢e IOHMXKAaBa, KaTo ChIIEBPEMCHHO C€
3anasBar 0CTe00/1acTHATa aKTUBHOCT H KOCTHaTa MUHepamusauus. [Ipy npeqxinanIHATe IpoyIBaHiA
PH3ESAPOHAT HATPHHA AEMOHCTPHPA MOIIHA AHTHOCTEOKIIACTHA M anTHPE30pOTHBHA aKTMBHOCT, KaKTO #
3aBMCHMO OT [103aTa yBEeIHYaBaHe Ha KOCTHATa Maca A OHOMEXaHUYHATA AKOCT Ha ckejieTa. AKTHBHOCTTA Ha
pU3eIpOHAT HATpWi € IOTBEPACHA Ype3 H3MEPBaHe Ha OHOXAMHYHHTE MAPKepH 3a KOCTEH O0OMEH 110 BpeMe
Ha apMaKOAMHaMAYRA H KIHHKYHA npoydsadnds. [Ipu npoydBanusTa Cpel EHU B IIOCTMEHOMNAY3a Ce
HaGmomasaT NOHDKEHHA B OMOXVMHAYHATE MAPKEePH 3a KOCTeH 00MEH, KOUTO HACTHIIBAT B paMKHTE HA |
MeceIl ¥ JOCTHTHAT MaKCUMYM ciel 3-6 Mecena. Ha 12-ua Mecen nOHIKEHUITa B (HOXUMAIHATE MAPKEPH
33 KOCTeH 0OMEH ca CXOMHM 3a PU3EAPOHAT B 4032 35 mg BEIHBK CEAMITHO ¥ PA3EAPOHAT B 1034 5 mg
JHEBHO.

IIpn npoyusaHe ¢pel MbKe C OCTEONOP03a MOHMKEHMA Ha OHOXHMHYHHTE MapKepH 3a KOCTEH OOMeH ce
HalmoHaBaT Hali-paHo KbM TPETHA MECEL M NPOTB/DKABAT Ja C€ yCTAHOBABAT HA ABaneceT H YETRHPTHA
MECEIL.

Jeuenue u npodunaxmura Ha nOCMMERONAY3IHA OCMEONOPO3a.;

C mocrMeHOMay3Hara 0CTeoIopo3a ¢a CBEP3aHy peaulia PUCKOBH (GaKkTOpH, B TOBA YHCIIO HHCKA KOCTHA
Maca, HUCKa KOCTHA MHHAEpaTHA ITETHOCT, paHHA MEHOIAY3q, TIOTIOHONYIICHE K (aMIIHA aHAMHE3A 33
ocTeonopo3a. OpakTypHTe ce ABABAT KIMHWIHO CIIEACTBHE OT OCTeOnopo3aTa. Puck®T oT (pakTypH ce
yBeJIN9aBa ¢JHOBPEMEHHO ¢ Opod Ha pHCKOBHTE QaKTOpH.

BE3 0CHOBA Ha epeXTHTE BEPXY CpeaHOTO H3MeHeHHe Ha KMII B mymbanuma oTaen Ha rprOHaqHuS CTHIO,
pH3EpOHAT B X032 35 mg BeAHBK ceaMHIHO (n=485) ce OKa3pa EKBUBAICHTEH Ha PH3ENPOHAT B 1033 5 mg
THEBHO IPH € THOrOAMINHO, MBOMHOCIANO, MHOTOLIEHTPOBO IIPOYIBAHE Cpell KEHH B HOCTMEHOIIAY3a C
OCTEONOPO3a. P
KianuunaTa nporpaMa 3a pu3eipoHAT HATPHIL, NMpHIarad BEIHLK AHEBHO, IPOYYBa eeKTa Ha}
HATpH BEPXY PHCKA 0T QpaxTypu Ha INuiikara Ha feapeHara KOCT U DPEIUICHHY, KaTO BKIIOYA]
paHHa # KbCHA IIOCTMEHONAayY3a, ChC U 0e3 dpaktypa. IIpoyuenu ca go3u o1 2,5 mg 1 5 mg, CHAKH, 7"
IpyIH, BKIIOYMTENHO KOHTPOHATE, PMEMAT Kaluii # BUTaMEH D (IIpY HUCKH W3XOMHH HEBR). 5.7 ikt
ABCOIOTHHAT ¥ OTHOCKHTETHUAT PHCK OT HOBA (pakTypH Ha TIpElLICHH H IIMiiKkaTa Ha Geajerara koeT ce b= / *
ONpPENENIST YPEe3 AHATH3 Ha ,,BPEMETO JI0 TLPBH CITydaii”, \ e
e~

— RE e . - ..



¢ JIBe mnanebo-KOHTpOIHpaHy u3nuTBaHug (n=3 661) obxBamaT XeHH B IOCTMEHOIIAY3a Ha BB3pacT I0J
85 rOOHUHH C PpaxTypH Ha IPCHUICHA KbM U3XO0HAI MOMEHT. PH3enpoHaT HATpHH B 1034 5 mg AHEBHO,
TIpHiarag B MpOOBKEHNUE Ha 3 NOMUHHM, IOHMKABA PHCKA 0T HOBH (PpaKTypH Ha MpeLUUIEHH COPIMO
KOHTPOJIHATA Ipyna.

ITpu xeHu ¢ Hal-Masko JBe Wiy Hali-MaTKo enHa (ppakTypa Ha NpeauIicHH, TOHIDKEHHETO Ha
OTHOCHTEIHUA PHCK € ChOTBETHO 49% U 4]1% (d9ecToTaTa HAa HOBH (PpakTypH Ha MMPENUICHY € CBOTBETHO
18,1% u 11,3% 0Opu tedeHHe ¢ pU3eIpOHAT HAaTpHi, a ¢ wranedo — 29,0% u 16,3%). EdexrsT ot
JTeYeHMETO e HaOmoiaBa onle KbM Kpas HA TbpBaTa M'OOWHA OT J€4eHHeTo. JJoka3aHu ca U MOI3H lpH
XECHH ¢ MHOKECTBO (PPaKTypH KEM H3XOAHHMA MOMEHT. PH3eApoHaT HaTpHii B 034 5 g AHEBHO ChHIIIO
TaKa HAMAIBA ITOHIKEHHUETO HA PBCTA B CPABHEHHE ¢ KOHTPOIHATA IPYIIA.

e [IBe nompaHHTEMHA INANEO0-KOHTPOIMPAHN M3NHTBAHNI 00XBaIlaT KEHI B MOCTMEHOIIAY3a Ha BB3pacT
Hapx 70 roguHM, Che Wi O3 QpakTypH Ha NpEILIeHH KbM W3X0oaHMe MOMeHT. OOXBaHaTH ca JKeHH Ha
BB3pacT 70-79 rogunm ¢ T-ounenka 3a KMI B muiixara Ha 6eaperara koct < - 3 CO (-2.5 CO npH
u3norsBane Ha NHANES [HI (Tpero vaumosanHo npoydBane Ha 3apasero ¥ Xxpadernero, CAILl) u Hay-
MaITKO €NHH JONWBIHHTENICH PHCKOB (pakTop. JKenn Ha BB3pacT > 80 roguHu € Moxkeno 1a opaar
BKIIOYEHHU BB3 OCHOBA Ha Hal-MalIKo €IHH, HECBHP3aH ChC CKENeTa, pHCKOB (akTop 3a ¢ppakTypa Ha
MMIKaTa Ha OepeHara KOCT WM HHCKA KOCTHA MEHEpPAIHa ILTETHOCT B IIMifkara Ha OeIpeHaTa KOCT.
CraTUCTHYECKA 3HATMMOCT Ha €PUKACHOCTTA Ha PH3E€APOHAT COPAMO Iaiedo ce MOCTHTa XHHCTBEHO
KOraTo ce o0CSqUHAT aBETE IPYIHM, JEKYBaHH! C 034 OT 2,5 mg H 5 mg. Pe3ynTarure no-A0Jy ce
OCHOBABaT €IMHCTBEHO HA AMOCTEPHOPEH AHAIN3 HA NOArpYNHATE, OIPEASICHH OT KIMHHIHATA IPAKTUKA
! ChBPEMEHHHMTE OTIPeICIeHHA 32 0CTeonopo3a:

- B noarpynara Ha narueRTHTE ¢ T-onenka 3a KMIT B muiixara Ha Seapenara koct < -2,5 CO
(NHANES II1) u maii-Manko eaHa ¢ppakTypa Ha HpEnUICHH KbM H3XOIHHA MOMEHT, PA3EApOHAT HATPHH,

IPAJIAraH B NpoALDKEHHE Ha 3 TOAMHMY, TOHAKABA pUcKa OT PpaxkTypH Ha niHiikara Ha feapeHara KocT

¢ 46% CIIpAMO KOHTPOJHATA IpyIa (decToTaTa Ha QpakTypy Ha mvikaTa Ha Oeapenara KOCT IpU

oOenWHEHHTE IPYH, JEKYBAHK ¢ PH3EAPOHAT HaTpHii B 1032 2,5 H 5 mg, ¢ 3.8%, a npu wianebo —

7,4%).

- JJaHawTe nokassar, ye NpH M2 B HaOpegHana cTapiyecka Be3pactT (> 80 roaunmn) MoXe xa ce

Habiofasa no-orpann4cH edekt. Topa MOXeE 1a Ce IB/UKH HAa HapacTBAIOTO 3HAYEHHE Ha

HECBBP3aHHTE CHC ckenera GakTopH 32 dpaxkTypa Ha mMiikaTa Ha SenpeHata KOCT ¢ HaIpeBaHe Ha

BpE3pacTTa. [IpH T€3H M3IMTRAENA JaHHWTE, AHAM3UPAaHH KaTO BTOPHYCH KPAacH MApaMeThp, TOKas3BaT

NOHIDKEHHE Ha PACKA OT HOBH (pakTypH Ha OpenulcHd KakTo Opy nanueHTH ¢ Fucka KMII B mmiixara

Ha OenpeHata kKocT 6e3 paxTypa Ha OpelniaeHd, Taka | npHu narmeHTn ¢ Hucka KMIT B mmiixara na

OenpeHara KOCT ¢bC WM He3 dpakTypa Ha NpenuUIeHM.

* B cpaBHeHRmE ¢ KOHTPONATa, PH3EIPOHAT HaTPHii, NPHIATAH B 1033 5 mg AHEBHO B NPOARDKEHHE HA 3
rOJMAH, YBeIH9aBa KOCTHaTa MuHepamHa wisTHOCT (KMIT) B mymbamuna otien Ha TpeOHaYHHA CTEHNO,
mAiikaTa Ha GeaApenara KOCT, TPOXaAHTepa # KHTKATa KATO 3alia3Ba KOCTHATd INTFTHOCT B TATOTO Ha
I'bYEBaTa KOCT.

o [lIpu npocneasBaHe HA CECTOSHHETO €Ha M'OMHA clied NPEKPATABAHE HA JICYCHACTO ¢ DH3EAPOHAT
HATPHH B 032 5 mg JHEBHO B IPONBDKEHME HA 3 FOHMHHE ce oTIATa O6p30 00paTHO pasBATHAC Ha
MNOTHCKAIMA ePeKT Ha PU3ECAPOHAT HATPHI BHPXY CKOPOCTTa Ha KOCTEH OOMEH.

» KocranTe GHONCHH OT KEHHA B IOCTMEHONAY34, JIEKYBaHH ¢ pU3e€IpOHAT HATPHH B J03a 5 mg AHEBHO B
IPOXbIDKEHHE HA 2 10 3 rOAVHH, MOKa3BaT 0MAKBAHOTO YMEPEHO IOHIDKEHHE Ha KOCTHUA 0OMEH.
KocTHata TekaH, 00pasyBaHa 110 BpeMe Ha JIEIEHUETO ¢ pPH3eIpOHAT HaTpy#, € ¢ HOpMallHAa IaMellapHa
CTPYKTYpa H KOCTHA MEHEpa/M3anHA. Te3n JaHHH, ChYeTaHH ¢ IOHIDKEHATa JECTOTa Ha CBBP3aHH ¢
OCTeonopo3a (ppakTypH Ha OPEOUICHN TIPH XKEHA ¢ OCTe0opo3a, He MOKA3BAT BpeacH €ge
K3YECTBOTO HA KOCTTA. 7 bt Bl

¢ Ernockonckure HAXOAKH OT I'OAM OpoH NaUEHTH C peiHiia YMEPEeHH JO TeXKKH ipeé
OIUTaKBAHKA KAKTO B rpylara Ha pA3EApPOHAT HATPHH, Taka H B KOHTPOJHATA I'D
3@ CBHbP3aHy C JIEYCHHETO CTOMAIIHY, TYOACHATHHM HITH e30(¢areanty S38H B KOAT
BBIIPEKM Y€ B IDYIaTa Ha pU3EAPOHAT HATPHH HEYeCTO ce HabIoaaBa Xy OICHHT.

Jeunue na ocmeonoposa npu mMvice



Puszenporar garpuii B 1o3a 35 Mg BeIHBX CeIMHUIHO HEMOHCTpUpa €PUKACHOCT IIPH MBXE C OCTEOIIOPO3a
(BBB BB3pACTOBUS MHTEPBAT 0T 36 10 84 romyHH) OpU ABYTOJUIIHO, JBOMHO CILAMIO, IU1ane(o-KOHTPOIHpaHO
Npoy4BaHe cped 284 nmampenTa (pyuseqpoHaT HaTpHi B 703a 35 mg, n = 191). BcHuky naieHTH OpHEMar
TOMMLTHUTENHO KAk H BUTaMuH D.

Yeemaennd ga KMII ce HaOMIoaBaT ome Ha [MeCTHS Mecell ClIe/] 3alI0YRaHE HA JICYCHUETO C PU3CAPOHAT
HaTpuii. PH3enpOHAT HATpHi B 4033 35 mg BeAHBK CEIMWIHO BOIU AC cpeHH yBenrdeHuda Ha KMIT B
ryMmbamann oTHen Ha rppOHagHus cTEA0, mmMiikaTa Ha OeapeHara KOCT, TpoxaHTepa U Tazobenperara obnact
KaTO A0 CIIPAMO ILTanedo cneld 2 roguny iedcHue. [Ipu Tosa MpoydBaHe HE € JEMOHCTPHpPaHa €QUKACHOCT
Cpellly QpaKTypH.

EdexriT BEpXY KOocTHTE (yBemmdaeHue Ha KMII 1 MKO (Mapkep 3a xocTeH DﬁMEH BTM)) ra puseapoHAT
HATPUH € CXOICH IIPH MEIKE U XKCHH.

3.2 (@apMaxkoK¥MHEeTHYHH CBOHCTRA

Pezopbyus: Pesopbnuara cies IEpOPaHO MpHEMaHe € CPaBHUTENHO 6BP3a (tmax ~ | 9aC) U HE 3aBHCH OT
[03aTa B paMKATE HA ITpOydBaHUA 10308 HHTEPBAI ([IpOy4YBaHe NPH €AHOKPATHO IPHIOXKEHHE — 2,5 A0 30
mg; IPOYYBAHHA IIPH MHOTOKPATHO NPHNOXKeHne — 2,5 10 5 mg nEeBHO ¥ 10 50 mg, MpHIaraiHy BEIHbXK
cexmMuaHo). CpenHara nepoparHa OHOHAIMIHOCT Ha Tabnerkara e (0,63% H HaMansgsa, KOraTo PH3eIpOHAT
HaTpuii ce MpHeEMa ¢ XpaHa. BHOHATWYHOCTTA IPH MBKE H JKEHH € CXOOHA. |

Pasnpeodenernue: CpeaHusar papHOBeCEH o0eM Ha pasfpeneseHAe py 2oBexa € 6,3 I/kg.
CBBLP3BAHETO ¢ IUIA3MEHUTE IPOTEHHM € 0KOJIO 24%.

Memaboauzem: HiMa naHHy 32 CHCTEMHO MeTabolIM3HpaHe HA PU3SAPOHAT HATPHIA.

Erumunupane: [IpHOIM3HTEIHO IIOJIOBHHATA OT pe30pOupaHara J03a Ce eKCKPETHpa ¢ ypHHaTa B pAMKHUTE HA
24 gaca, a 85% OT HHTpaBEHO3HATA 1034 Ce OTKPHBA B ypuHaTa 10 28 auu. CpeqHUAT Ou0pedeH KIMPBHC €
105 ml/min, a cpegmmsaT oOm KIHpERC € 122 ml/min, KaTo pa3sIMKaTa BEPOSTHO C& ABDKU HA KIIMPBHC
BCIIEICTBHE ancopOnusa KbM KOCTATE. bhOpeTHMAT KIMPBHC HE 3aBHCH OT KOHIICHTPAITAATA, HO ¢ HAIHLE
JIMHEHAHA 3aBACHMOCT MeX Iy OhOpedHrs KIMpbHC H KpeaTHHHHOBHA KnApbhHC. HepezopbupaHusar
pU3eIpOHAT HATPHIA Ce eMMMUHHPa HEMPOMEREH C H3NpakHeHHaTa. Ciel| IepopaIHO IPHEMAHE, IIPOQITET
KOHIEHTpalysi-BpeMe NMoKa3Ba TpH a3y Ha eTAMUHALMS ¢ KpacH MoykuBoT OT 480 Jaca.

Ocobenu nonynayuu
[layuenmu 8 cmapuecka ev3pacm. HE CE HANAra KOpHTHpaHe HA 103aTa.

Vnompebssawu ayemuncanuyunosa xuceaura/ HCIIBC: Cpen penoBHO YIIOTPeOABAITHTE
aneTracammIora xucenvra am HCTIBC (3 mimm noBede AHY CEIMHYHO) 9ECTOTATA HA HEKEIAHN ChOUTHS
B FOpHUA OTHEN Ha CTOMAIHO-IPEBHMA TPAKT I[IPH JEKYBaHUTE ¢ PY3EAPOHAT HATPHH € CX0AHA € Ta3H IIPH
NalHEHTUTE B KOHTPOJIHATA rpyIa.

5.3 IpeakIHHMYHE JaHHH 32 6e30RaCHOCT
[Tp¥ TOKCHKONOTHIHK M3C/IEIBAHNAA BhPXY ILTHXOBE H KydeTa ce HabmonasaT 3aBUCHMH OT A033Ta TOKCHIHH

qeprOApoOHH edeKTH OT pu3espOHAT HATPHE, IPEAAMHO MOA POpMarTa HA eH3UMHU [TOBHIICHAA Y
IUIBXOBETE, CHIPOBOAECHH C XUCTOJMOMHYHM IIPOMEHHE. KIMHHIHOTO 3HaYeHHE HA TE3H HAOMOACHHA HE €

H3BeCcTHO. TIpH €XCIO3MIMHE, CIMTAHHM 34 3HAYNTENHO IPERUINABALNY TEPANIEBTHIYHHTE EKCIO3HIIMY NPH
YOBEKA, NPH ILTHXOBE H KyUeTa Ce NPOsSBABA TECTHKYNIApHA TOKCHYHOCT. I1pu rpH3avd 9ecTo Ce HaOmoIasaT
CBEP3aHM ¢ J03aTa CIyuaH Ha pasipa3HeHHe Ha FOPHHUTe AMXAaTeMHH meTiuna. CXOIHH e¢

MHOTOKPaTHO NPWIOKEHUE c¢ HabDiionasar 1 etbem BBPXY ZOJHHUTE OTIACIIN Ha JMXare j‘- ce 99
BHIIPEKH 9e KTMHAYHOTO 3HAYCHHE HA TE3H HAXOAKH € HesacHO. [Ipy npoydBaHMsATA A '
TOKCHYHOCT HpH €KCIIO3HINH, ONIA3RKH 10 KIWHHYHATA C& Hal/f0AaBaT IPOMEHH B ¢
IpBAHATA KOCT H/WIH depena Ha PeTyCcHTe OT TPeTHpPaHH ILTBXOBE, & IIPDH OCTABEH!
KEHCKH — XUITOKATITHEMHES H [IOBHINIEHA CMBPTHOCT. l'IpH go3d ot 3,2 mg/kg/nen




BBPXY MATEK Opoil 3aitum. TOKCHYANAT edekT BppXy MaidkaTa He MO3BOJIABA M3MTBAHETO HAa HO-BHCOKH
1034. [IpoyuysapydTa 3a re HOTOKCHYHOCT U KapUMHOTCHEH NOTEHUHAT HE TI0Ka3BaT 0co0SH pUCK 3a XopaTa.

6. DAPMAILIEBTUYHHA TAHHHU

6.1 Chuchbk Ha DIOMOIHHTE BelNecTBA
Snpo Ha rabaerkara:

Humecre, apexeTaTURUpPAHO (LIapeBAIHO)
liemynos3a, MUKpOKPHUCTANHA
KpocnioBUaoH

Marne3ues creapar

O0BHBKA Ha TabaeTKaTa:

XHAnpoMeno3a

JlakT03a MOHOXHApPAT

Turanues quokeun (E171)

Makporon 4000

6.2 HechBMeCTHMOCTH
Henpuioxumo.

6.3 Cpok Ha rogHocT
3 TOMAHHU.

6.4 CuoenHaJHB YCIOBHA HA ChXpAHEHHE
To3m AekapcTBeH NPOAYKT HE W3HCKBA CIICUNATHH YCIIOBUA 32 ChXPaHCHUE.

6.5 /1amHH 3a ODaKOBKATA

Buz Ha onakoBkata: Matos 6mucrep oT IIBX/TIE/TIBAX/anyMunuit B XapTOHEH2 Ky THA.
CrabpikaHue Ha OTIAKOBKHTE!

OnakoBka ot 4 unv 12 prMApans Ta0NeTKu

He Bcaxm BAAOBE ONAKOBKH MOXE Aa OB1aT MycHATH B pomaxia.

6.6 Croeumansn npegnaIEd MepKH OPH H3XBBLJISHE B padoTa
HaMa cniermanay H3UCKBaHUA.

7. IIPATEXATEJ] HA PAZBPEIIEHHETO 3A YHOTPEBA

Pharmathen S.A.
6 Dervenakion str.,

153 51 Pallim Attikis

I'nprius
Tel, +30 210 6665067
Fax: +30 210 6666749

3. HOMEP HA PASPEIMIEHHETO 3A YITIOTPEBA

9. JAATA HA ITHPBO PABPEINABAHEMOAHOBABAHE HA PASPEIIE
YHOTPEDBA '

10. JTATA HA AKTYAJIH3HPAHFE HA TEKCTA




