
3EI{PEH I,I3BE AJ 3A OCOEIIHIITE HA J'IEKOT

I,IME HA MENI,IqI,IH IPOI,I38ON
VODRONIC 150 mg, noxeHH Ta6neru.

7 KBAJII4TATI,IBEH I,I
E $u,rv-o6,roxeHa ra6l

nyu voHoxn4par).

Ar'KV 2,7 mg naKro3a

qer,tamo nucma Ha noMoa4u

@APMAIIEBTCKA OO
lv-o6roxeHu ra6,reru.

oKpyrnH,6zxoHsexcH14

KJII,IHI{I{KI4 CBOJCTBA
Tepauenrcnlr un4unaq{u

VODRONIC e HaMeHer 3a:
. TperMaH Ha gujarHoQrn

ATI,IBEH COCTAB
150 mg r.r6aHgpoHcKa rKucenr.rHa (ao Qopnra Ha

(ercnneareHruo Ha 2.56 rng auxn1pnuHa rarrosa).

noznedueme eo der 6. L

ocTeonopo3a KaJ )r(eHfi Bo rrocTMeHonay3a co

o

4.
4.

3rojreMeH pr43r,rK oA h (Buaere ne,r  5 .1) .
e e$urcacHocra

AeHa e(b KacHocra Bo

.I[orlrparue H HaquH Ha
qaHa Ao3a oA ne

:eqor. Ce npenopaqyBa l
VODRONIC rpe6a 4a

Bo peayKrlr4jara ua reperl5parun Spaxrypra; ue e
a Ha $parcrypu ua eparor og Qeuypor.

$uru-o6,roNeHa ra6nera oa 150 mg, e.qHau
aa ce 3eva Ha rcTHoT nar ) .\4 ceKoJ Meceu.

Barse Ha

r4qlrpa HalTpo, Ha fJIaAHcr HaJManKy o qaca no

4 H n o r o 6 p o r a l v a c npeoro ja4erse HJrn nueH,e reqHocr (oceeH arco ce
za o6n\na oo4a) u nppg alse Apyf MeahqHHcKrj npoH3BoA finu cynneNreHT Bo

r4rlr.rpa JreKoT, Tpe6a Aa ce coBeTyBa Aa ja 3eMe
KOfa ce ceTnr'l 3a flponycToT. ocBeH Bo cnyqaJ

aHoro Ao3r4parLe e noKpaToK 0a / .4eHa.
HapeaHoTo Ao3r4palbe e noKpaToK oa / IeHa,

e Ao3ara oa neKor cnopeA )TBpaeHHor pacnopea Ha
xpatLe.
rpe6a 4a ce anJrr4rlnpaar BO eAHa HeAena.

Hror rpe6a aa rrpr4Ma eHTH Ha KaJIIrnyM u/urn sulauL4H I eorco,rxy auecor
4.' I  u 4.5).

aHoT co 3a ocrorropo3a co 6nilocfronaru ue e
TperMaHor rpe6a ga ce pe-eBany pa

xpaua e ue4ono,reH (o
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HOALTTHO BD3 OCHOBa Ha

BHIVAJIHA OCHOBA 3A

noflvJauHIl
co peHarHo

orpaHr4rreHoTo
npHMeHa KaJ nauneHTr4 co

rc:t 4.4 u 5.2).
nauneHTr4 co cra6o u,ru

no'rpe6a oA npunaro

norpe6a o4 npHnaro

ampucKu nawueHmu
peneBaHTHr4

4er 5.1 u 5.2)

qHH Ha anJrrrKaqrrJa
nepopanHa rrpHMeHa.

o (Dulu o6roxeuure
ml). 3a 4a ce
raa rpe6a 4a ce

KanqHyM. lororxy

BOAa CO HHCKa CO

. fla{uenror He rpe6a

. Ear4HcrBeH nuja,rorc
3apagn noreH
rpe6a 4a fr.r rxMyKaar

Konrpann4nrcaquu

Xunoxarqueuuja
flosHara
noMotltHuTe
llaqneulr xor.r
oanoxyBaaT xpaHaTa unu axan*uja);

oa npHnafoAyBarLe

co xenamaqHo

naqueumu (>65

nOrr,rlaAu OA I 8

croen e). He rpe6a

BO BOAara 3a rrnelbe

uercqre A noreuunja,rHrre p 3riun on Alvodronic Ha
oco6eHo no 5 n:rn none(e ro4nHu na ynorpe6a.

n6aH4poHcxa KliceJIHHa He ce npenopaqyBa
c Ha KpearHHItH noa 30 ml/ruuH (CLcr <30 ml/rruu)

peHzrnHo orrrreryBarle (CLcr >30 ml/vnu), ueva

Ha AO3aTa KaJ OBaa fpyfia Ha IIauHeHTH (BI,IAeTe Aen

4orara naj oBaa fpyna Ha naqI4eHTH.

npuMeHa sa ALVODROI\IC xaj negujarpncrcn
H He Ce H3BeAeH CTyIuLt KaJ OBaa CTapOCHa fpyna

Mopa Aa ce roJrraar rleru, co Ltara BoAa (180-240
ooJroxeHara raonera na crMfHe Bo xery.[HllKor

ucrrpaBeHa rosllquja Ha reJloro (npu ce4erre nru
ynorpe6ysa BoAa co Bl4c'oKa KoHueHTpaunja xa

BO rroreHuujaJlHa Br,rcoKr,r HHBoa Ha KanuHyM
no4a), ce rpenopaqyBa aa 0e KopHcrH tpnaurrapaHa
MUHepanH.

I qac no nHelbeTo Ha TaoIeTaTa.

cMee aa ce anJrr4rlupa co I\LVODRONIC e soAa.
o4 opoipapnureanHr.r ynrlspauuu naqueHTr.rre He

ra6:rerxte.

ua u6au4poHcrca Kr{ceJrt Ha ulutn sa ueroja og
neKor Ha6poeHl.r eo Aer 6.1.

tJa Ha ua eso<parycor xon ro



. flatIHeHTH Kou He ce
Hajua,rxy 60 uuxyrr.r

Ilpegyn pe4y nar6e N

A noqeToK Ha
oKanqHeMHjara 14 Ap
epallrre.Pe4orHlror

HTI4.

fopHr4oT aen oa
VODRONIC raj
vep Barret-oe e3o(baryc
AeHHTHC r4n ynq

narIHeHThTe Ha

H He Ce rrpHApxyBaar A
MTITOMH THNHqHH 3A

A KTOpOT KOJ fO BOAr.r J'r

c
A

MNTOMH HA MOXHA

nKy 3a6enexar flojaBa
aga Ha Hoeo/ero

Har rperuaHor co AL
rroKpal Toa rxTo no

BAAT HA 3TOJIEMEH

ar4 Ha facTpHriHH H

AHIII4 U KOMNNI.,lKAITI'H)

Aa ce rrpeB3eMaT

I,IHTECTHHAJ'IH IZOT C

i6a M
nHeISeTO

ceAar HnH crojar Bo nc[paBeHa no3uut{ja
Ha qHnM-oonoxeHaTa TaoJIeTa:

HATI{TE HAMEHETH

3apaAH MO

HA IIOCTOEqKATA

c, erotlarearHlr
xocrrHTanr.r3auHJa)

crpr.rKrypr4 Hnr.r
oA nojaBa Ha Te[JKr4

. flaqneHrure
(svrcre ter 4.2).

e.aru 6ugejku u

npeTrra3JrrrBocT

co ALVODRONIC rpe6a Aa ce rpernpa
HADVUJVBABA HA MCTAOOJII43AMOT HA KOCKHTE U

u Bll.'taull.H,{ e o4 ro,reua BaxHocr 3a chre

aflnuKarlHja Mo)r(e Aa Ja vpvT'{pazrf MyKo3aTa
cr.lcreM. flp14 aAM14Hncrpauuja Ha

6orecr ga ropHltor Ar4crecrr4BeH ct4creM (Ha

Apyfr4 6onecrH Ha e3oiDafycor, fac'rpr4Tr.rc,

aa ce npeB3eMaT 3fojreMeHu MepKH Ha
rapr4TarHBHo AeJcTBo Ha JleKoT H pH3UKOT OA

r.rQocQoHaTu npHJaBeHH ce HecaKaHH AgJcTBa KaKo:
H epo3Hu (ta xolr no HeKor{ cnyqaH Moxe Aa e

ce acorlr4paHn co KpBaperLe u nocr'reAoBareJr Hr.r

aejcrBa Bp3 e3o+arycor e noroneM Kaj [aqr4eHrr4
opaKHTe 3a .4o3uparLe vl vlru Kov no noJaBaTa Ha

onTeTyBaH,e rrpoaonxr4ne co TpeTMaHoT co
cTpofo aa ce npHlpxyBaaT Io npenopaKh're 3a

Tpeoa Aa BHITMaBa 3a rroJaBa Ha 3Ha\u ujirj
vpvrarluJa x Tpeoa .qa f}r coBeTyBa nauHeHrure

ja, ograHo$arl.rja! perpocrepHaJrHa 6onKa r4,'rs
nocToeqKoTo neqefbe Bo fl)aal4Te, BeaHaur aa fo

l\JlC n aa ce o6parar Ha noKrop.
oa KoHTpontjpaHuTe KJIHHHqKT.t 14cnr4TyBarLa He

rrynTarbe Ha JreKoT Bo npoMeT pefucTpHpaHH ce
yJrrlepr4 (oA Kor{ HeKor4 oujre co cepHo3Hr.r

eHrHre Ha repanHja co nepopanHn 6u$ocrfoHaru.
Hlr MepKr4 Ha rrpeTrra3nr{BocT rrpri KoHKoMr4TaHTHa

r.rH(bnaMaTopHr4 Mear.rrlHHcKr,r npoH3BoaH u
fpynr{ Ha neKoBH AoBeAyBaar ao Hpr,rTaur4Ja Ha



HA SUJtUqAmO

ujaneHu ce cnyrrau Ha Ha BnJrnrlara, uajuecro no ecrpaxqr.rja ua sa6
noKzurHa nHQexqnja ( KU OCTeOMr.reJrr,rT' KaJ naqlreHTH CO Kapqr{HOM KOr{

e rperHpaHn np r,rHTpaBeHcKrl 6ratpocipouaru. floeekero oA oBrle
npHMane u xeM 14 KOpTHKOCTepOT4AH. oCTeOHeKpO3a Ha Br.rJrHUaTa e

llaBeHa u Kal [aut4eHTI4 co Kou npHMane nepopirnH14 6u$oc$onarrz.
IIaqI4eHTI4Te CO

KO

co 6 oocooHarrr
e naqrreHrH 'rpe6a Aa }IHBA3HBHI,I CTOMATOJIOIIIKI,l I,IHTEPBEHIIHU AOAEKA

Ha repanuja co ALVOD l4:aegyeane Ha croMaroJrourKa nHrpeeeHulrja xaj
KOH pa3Bune Kpo3a Ha BHnHrIaTa 3a BpeMe Ha rpgrMaHoT co

MOXo Aa BnouyBarLe Ha cocroj6ara. Heua noaaroqu xon 6n
Aanu co npeKrrH or co 6u0ocQoHarr4 ce HaManyBa pr,r3r4Kor oA

Ha BHnr4qaTa Ha KOlr rpe6a Aa r,rM ce u3BeAe croMaro,'rorrKa
(nja. Ceroj Aa ce TperHpa HAl4Br,rayzrnHo no BHriMaTe,lHa
HA KJII4HUqKATA r.r xopucr/pusur oaHocor oA crpaHa Ha 4oxropor noj

BOAH ',rpeTMaHOT.

6urpoctponarnara ce npajaneun arr4nuqH[ cy6rpoxaurepuuun 14
tfevoparuu npeA ce xaj naqnernu Kon npuMaar 4olrorpajHa

Ja 3a TpeTMaH 3a Oene norpeuuu HnH Kparxo gnjarouarHu
no Qeuypo'r oA ToqHo noA AonHHor rpoxaHrep

QaKropu Ha pH3rrK (KapquHoM, xeMorepanr4Ja,
,'roua xrdrueHa Ha ycHa uynnt{Ha) npea noveror ua
.Ila ce HanpaB AerirneH npefne/l raj crouaro,ror.

flaurreHTraTe Tpeoa Aa ol,qar coBeryBaH[ Ia Ja
I4nH [penoHHTe a aa ce cJreaaT cHMnToMHTe KaJ

HaA CyrrpaKoHAHnapHo.
oTcycTBo Ha TpayMa s

ce janyeaar nocJre Mr4Hr,rMaJrHa rpayMa HnA
eKoH natrHeHTH Kor4 lrMaar 6o:rra ga 6yror n,rn

qecTo ce KapaKaTepr,rcTr.rKu Ha cTpecHL Qarrypu, HeAenH Ao
IIpeA EpeA Aa ce no n:rerna ileuopa,rua {paxrypa. @paxrypure recro

6ularena,turl. 3aroa Ko Qeuyp rpe6a Aa ce Hcnlira raj naqueuru
ifpamypa na t[err,roparuara ocra. I4cro raxaco 6urpoctpouaru

npujasenu Ll neKyBaEa Ha oBr4e Qpaxrypu. [IpexraH Ha
HaTHaTa TepanHJa AeKa HMaar ?nvnl1'ql{a QeMopanHa QpaKrypa

a 6a ce ouexyaara npn aTa Ha naqueHToT, Bp3 ocHoBa Ha uHAABAI'yaJrHura
Ha pu:urclrcopucr.

H MOXe Aa Ce rrOJ

rex Ha 6urfocrfouarHur
jaear ceroja 6orna na 6
j narlr,r9HT 3a HeKoM Ha QeMypor.

oumemyaarbe
ofpaH14qeHoTo KJILi rycrao u6au4poHcKa KncerraHa He ce npenopaqyBa

rrpr{MeHa KaJ narlt4eHTr4 co
getr 5.2).

ua rpearuuuH no4 30 (CLcr <30 ml/uraa)



nepaHquJa Ha
HTI,I KOI4 TIO HHTOnepaHrIrrJa Ha faJraKro3a,

fJryKo3a-rzrJraKro3a, He Tpe6a aa ro
Lapp-:raxrosa
npuvaar oeojLlun't AnLr

r.{3BOA.

o
M I

l t
A I

co apyrfi u apyrr Qopuu ua [HTepaKq[rr

o6uuno ja
Bps ancop

oHopacnoJroxr4BocT Ha uoaHApoHcKa
KI{CeJrHHa nooeoHO Bnr4JaaT npor.r3BOAUTe

coApxar KanuHyM tu ro n uleroro H ApyrH nonHBaneHTHr..r KarjoHH
HyM, Xene3o r,r ), lxTo e KoMnaTI,roLrJrHo co noAaTouHTe oa
HI,jTe CTyAt4U- u6aH4poHcxara KHceJrHHa ce annnqupa Ha),Tpo, Ha

Ho Hajualxy 6 .{aca no uor o6porc u I vac npe4 npeoroja4ene (en4ere.4er

6urcikq u6aH4poHcxara KHceJrr{Ha He rH
Hll H3oeH3HMH na P450 u ,[oKDKaHo e .[eKa He fo

quroxpoM cncreu raj rlynqn (eu4u Aer 5.2).
nH pa ealrHcrBeHo npeKy peHarnHa ercrpeqrja r He

Ka Kr4CeJII4Ha BrnJaar CynneMeHTr{Te Ha KanqnyM,
KI,I npOH3BOAH KOH COApXaT nOJILIBaTeHTHH

). flopa4n roa, flauueHror He cMee Aa 3eMa
eHeru 3a nepopanHa anruraqnja Hajvarxy 6 vaca

HCKA KI4CET HA.

ua raj xeuu co nocrMeHonayrna ocreonopora (BM
HecaKaHfi 4ejcraa npr ropHnor raorporrHTecruHaJreH
Ha KoHKoMUTaHTHa repannja co aqeruncannqnnHa

Ha co HHrIHAeHqara raj naur4eHT[ Kor{ npnMzure
p, 2.5 mg Ha aeH rrJn{ 150 mg eaHaur MeceqHo Bo
V.

Hag I 500 nauueHrr,r n no cryAujara sa (BM 16549) n cnopes6a Ha
},I AHCBHHOT Ao3rrpane Ha u6angpoucra KI,IoeJII,IHa, l40% ogHocHo

OI NAIIHEHTI,ITE I4MAIE oA rrpnMeHa Ha xucraMr.rHcKu 6:roraropu u:rr.r
u6utopu Ha nporoHcKara no nepr4oA oA I ro4nHa u 2 roauwu, cooaBerHo.

Ha noJaBa Ha aeJcTBa Bp3 fopHr,roT racTpoHHTecTnHaneH cr{cTeM
e cnHqHa noMefy Kolr nprrMane 150 mg e4uaur MeceqHo 14 naul'reHTl4Te

e sepoiarHa uera6orHa
f.IaBHUTe XyMaHL

xenarri.{Huor P

ancopnqnjara ua

MeAhur4HcKH npor.r3Bo
u I qac no arlnrcaquj

ABe foAl4[Ha cryAr.rJa
9) un rlr,raeHuara Ha noj
M KAJ NAIIHEHTU KOH

ntn HC ALIII
HCKA I(HCEJIHHA BO

erpaebe oA I oAHocHo

npranaa:re 2.5 mg/geH KHCEJI14HA.



3.U.paBH MatxKH AO6pOBO
a Ha paHuTraII4H

HCKA KHCEJIHHA 3A OKO

oT facTpr4qeH

TIOJIOXI4BOCTA HA

ayBarLe Ha ao3aTa npH

HaT noTeHur.lanHnoT pr,r3r.rK

HAPOHCKA KHCEJIHHA BO MJI

VODRONIC e KoHrpalrH.trl

AeJ CrBa, OqeKyBaHO e

H XeHH BO nOCTMeHOrra.y3a IIpH 14HTpaBeHCKa

pefuclpupaH nopacT Ha 6uopacnoroNnnocTa Ha
20%. Oaoj nopacr HajeepojarHo ce .rtorlxa Ha
H e Bo pavKHTe Ha HopMaJrHara eapuja6u,rnocr ra

HCKa KHCenXHa. 3apaAr4 TOa, HeMa nOrpe6a o,4
croBpeMeHa an,ruxaqnja Ha ALVODRONIC n H2

HVCTV L4nv ApyfH CynCraHU Kou ja 3roneMyBaar pH ua xenyaHr4Kor.

Oeprunxocr, 6penaexocr lr Ja

noAaTorIH 3a yrroTpe6aTa Ha Kr{cenHHa Kaj 6peMeH14 xeHu. cryaranre
KaJ CTaOpLIU rro pe poAylcr Br{a roKcuqHocr' (eugere Ae,r 5.3). He e

nyie. 3apaarr roa, ALVODRONIC ue rpe6a 4a ce
:a apeue Ha 6pe

a rroaarour aanu ALVODR NIC ce n:,ravyBa Bo xyMaHoro MJIeKo. CryAHHre
r{ KaJ cTaopu}.r Ha npucycTBo Ha HucKa KoHueHTpauMJa Ha

no HHTpaBeHcKa an,rnrcaql.rja ua lexor rcaj craopuu.
3a yno rpeoa 3a BpeMe Ha !.oelbe.

a noAarour.r 3a e$eKTor HA 146aHApOHCKara
qH npeKy opanHa pyra,AyKTr..rBHHTe CTyAHn KaJ

a,rnra SeplrnHocra. Bo Ar4H XaJ Craopun

ApoHcKara KucenHHa Ja
(nu4ere 4e,r 5.3)

Qepru:rHocra npu

4. .EQexru np: cnoco6Hocra :a f i  y[paByBabe co MalIrHHH

B 6aza ta <papuaxo.4nHalrc

Kr,rce,rr4Ha Kaj ryie. Bo
n6au4poHcrara xuceruHa ja
npeKy hHrpaBeHcKa pyra!
npH[,teHa Ha BI,tcoKH aHeBHLl

n SalraxoxnHercxuor rporfu,r r npnjaoeHnre
n6aHaponcrara KhceJIl.{Ha HeMa BnHjaHt,te rI4 l'Ma

qHTeJrHo BnHJaHr,Ie Bp3 HOCTa 3a BO3e$e H ynpaByBaH,e CO MaIIHHH.

eQexrn

HCKa KHCen[Ha e H3BeAeH Hit KOHTpOnHpaHH

oa nocr-MapKerHHlrlXo cJreAgr6e. Haj ueoro

e apTpanfuja H cuMrrroMH cJI ['rtIHI4 Ha fpr4n. oBne
co npBara Ao3a, BofJlaBHo KpaTKoTpaJHH, co onaf

3qe3HyBaar Bo reK Ha rperMaHor 6es Aa ce
naparpao "rpun xaxo 6orecr")

aHocHHor npotf lr,r ua
HH'i Ku hc I tTyBaFba h

lJaByBaHr4 HecaKaHH e(peKTH o

Mtt ce eoo6aqaeHo

H yMepeH HHTeH3HTeT, H HaJ

B3eMar KopeKTr4Bulr lreprclr (

ra6e,ra I e [pe3eHrr.rpaH rrper rra HecaKaHH aej



r43BeAeHH 4 nraue6o-no KJrr,rHr4qKH cryar.ru co RKnyqeHH 125 I naqlreHr
OA HC N I4TAH !I I.U4TE oA KrryqHara rpufoAr.r Ha cryluja-MF 4411) za

Ha 6e36e.4Hocra oA ua r6auapoucxa Kr,,',nenHa KaKo nepopaneH
Bo Ao3a oA 2.5 mg/4eu.

ABe foAr.ruHa cryAuja (BM I 9) xaj NeHu co nocrMeHonay3Ha ocreonopo3a 6e e
c,rnqes 6eg6e npo$un na u6augpoHcrca KHceJruHa eo 4osa o4 2.5

50 mg/eaHaLr \receqHo. Hec:rcasn nejcrBa cejaB ne
Kor4 rrpuMaJre u6au4poHcxa KHceJrr{Ha 150 mg/eguaur

AeH H I40aHApOHCKa KI4CeJI,.tHa

Ho Bo neplroa oA I roansa foAHHH, COOABeTHO.

1: Hecarcasu 4ejcrea ujanenu 3a BpeMe Ha cryAHu o4 Qa:a III (BM
9 u MF 4411) xaj xeHra

22.1%o tr 25.0%o ot, nauu

scrca xuce,ruxa L50
co nocTMeHonay3Ha ocTeorlopo3a Korr rlplrMaJre

mg/eAHau MeceqHo ntu 2.5 mg/4en u no

AeJCTBa Ce HaBeAeHr.r
KBeHrlr{ aTa Ha JaByBabe.
:  MHory i lecTH (> l /10) ;

0000, <l /1000);  MHofy perKu
ure no.qaroqn). Bo

cIIODe.[ OIIafa]Le Ha

nope4 MedDRA Bo K,'racu FIa opmHn I,I cL{creMI4 I4 cnopeA
ure cnopea qpeKBeHuHJaTa Ha JaByBat6e ce AeQ14HupaHLI

(> l /100, <l /10);  noopeneHu (> l /1000, <l /100);  pemn (>
l/10000) H Heflo3Harn (ne rr.roNar ra 6naar npoueHeru oa

Ha cercoja rpyrra Ha OpereeHrraja, Hecarcauure 4ejcrea ce
H3IITETOT.

cn Ha opraHu |{

Oxy,'rapHa
uu$:raurarlr.rja*t

,{yo4eur.rrucylxyBarLa Ha

HTCCTAHAJIHII , facTpHTH

facrpo-

Ar.rcnec

Esoilarrar
erc,ryvynajkra
ynrlepH r{nH
crpHKrypr H
gucSaruja,
noBpakarbe H

JIEHTHOCT

// n\'
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caKaH Te aeJcTBa ce HaBeaeHr.r
erseHqnj ara Hajanyearse. Kart
co: MHory vecru (2 l /10);  vecr
0000. < l r l000) l  vHory perKn
)TarrHure no4aroqu). Bo pauw
,tKaxaHH crropea o[aia]r,e Ha I4F

;nope4 MedDRA Bo Knac Ha opraHH H cncreMh d cnopeA
fop14ure cnopeA <ppexneHunjara Ha janyeame ce 4eQnHnpauu
a (> l /100, <l /10);  nonpeueHra (> l /1000, <l /100);  perrcr l  (>
<l/10000) H Heno3Harn (ne uoNar Ea 6u\ar npoueHeru oa
re ua cercoja rpyna Ha Qpereeuqnja, HecaxaHnre 4ejcrea ce
[EH3HTETOT.

K.
CH

acu Ha opraHlr |l
TEMII

{ecru rloepeneuu Pernu Muory perxu

Hi

H N

pyrllyBarba Ha
yHHOT CHCTeM

Peaxuun Ha
npeoceTnHBocT

AHaQn,rarcravu
a
pearcqnja/urorc*

a64orrr r.rua.
a 6orrca,
Hay3ea

H

Hr
KO

TIC

pyuyBaBa Ha
KATA V

IKO)I(HOTO TK14BO

Paur Auruoe4eu,
<paqujareu e4err,t,
yprurapnia

H i

M)

C B

pyuyBaba Ha
cKynr.rTe H
)3HOTO TKT,IBO

Mycryroc
JIETHA

6o,ma,
aprpa,r ruj r
u uj arrr.rj a,
fpqeBH Bo

MycKynr{r(
BKOqAHCTO

T H A

MYCKVJIHT(

ie Borxa no rp6or ArunuqHu
cy6rpoxaHrepuvHl.r
kl guarluzatnu

$euopa,rHr.r
tfparrypn f

Ocreouercposa
Ha BrznHqara*l

Or
r4)
M (

an

lxrH Hapy yBarsa
rapyuyBarba Ha
;TOTO HA

tr.rraquia

Cuvnrovl
CJIHqHU HA

rpun+

C,ra6ocr

i

f,

B

H.lere rH noHaravour H rre uHSr
HAeHTr.l(bhKyBaH Bo nocrMapK

tuc Ha ce rpKmunaHu He(aKaHu D

rroaony
fo HcKycTBo.

iaHgpoucra KHceJrHHa 150 mg/e4Haui ueceqso 6ea
a Ha facrponHTecrr4HaJlHa 6o,recr srury.ryeajftr.r
13 cKoperxHo KpBapeH'e HIIH XocnHTaJIH3aI\AJa A
cuja utu. perpryxc. Kaj oene rrauHeHTH HeMaure

mpo uH me c muH oilHu He c oKaHu .

cryauj ara co an:ruxaquja Ha
yrleHr4 naqHeHTr4 co HcTop
r4eHTH CO rrenTHqeH ynKyc

r4eHTH CO pefynHpaHa ar4crr(
rhKa Bo r4HrluAeHqaTa Ha H



rrpH npuMeHa Ha mg/AeH Bo oAHoc Ha
HcKa KHceJrHHa 150 mg/e

c,tultHu Ha 2pun

nToMHTe CnHqHI{ Ha fpnn yeaar nojaeu npHjarenu xaxo axyrua $a:ua
lJa HnH cHMnToMH BKnyq j kr.r ru: ruraja,rrvja, aprparc'lja, rpecKa, cna6ocr

fy6HToK Ha arIeTHT ttilfi BO KOCKT,ITE.

HA 6UnU4AmA

HJaBeH 14 Ce Cnyqar4 Ha HA Bl,tJII,IUaTa. Kal IlaUr4eHTI4 KOU OHre Ha

a co 6u$oc$ouarfi. flose oa oBuenpHJaBH Ce O.4 rrauHeHTH CO KapUHHOM,

H KaJ rrau[eH']'H co ocTeonopo3a KoHpefHcrp paHr4 ce cJ'ryqan Ha
a,re 6nSocQouaru. Ha BI4J 4rIara Hajrrecro e acour4paHa co

Ha 3a6 hlunv J'roKaJrHa Serquja (axryvyeaj ku ocreoMHeJIHr
u Ha pr,r3r..rK ce KapqHHo xeMoTepanHJa, paAI,IoTepalHJa, Koprl4Kocrepor'lAH,

xHraeHa ua ycHa urynrlrHa ( nAere Aer 4.4).

.t ap r n u u tlt,t a.v a 4 uj a
jaBH Ha oKynapHa HH KaKO IIJTO e )Be T]4C. enr4CKJIepHTHC H CKnepHTI. lC

JaBeHH nO rrpr4MeHa Ha ruceruna.Bo HeKolr cryqau oaue nojaan ue
aoaeKa He ce npeK repanujara co u6an4poHcxa KI4cerHHa.

l.rjaeeHu ce c,ryvau Ha auaS paxquja/urox, nxryvy aajrtr.r n cMprHLIcnyqa14,
rrauHeHTr4 TpeTHpaHH HHTPABEHCKH CO I{OAHAPOHCItA KHCEJII,IHA.

e aa ce npHJaByBa Bo HecaKaHH peaKlrHr4 noc,re no6uea*ero Ha
DEHHE 3A CTABAIbE BO TIDO Ha MeArjuHHcKr,ror rrpoH:lBoA. I oa oBo3MoxyBa

xopucr/pu:urc Ha MeAr4ur4HcKl4or nponsro4. 04

Aa fo npHJaBaT ceKoe coMeBaEe Bo HecaKaHH
ra npujaeyearue Ha uecaraHr e$exrr.

cJteAellre Ha

rre pa6orHlrqu ce

.Ilpe4osuparue
Ma noaaTour, 3a TpeTMaH Ha co n6aHg,poHcra KnceJrHHa.

ocHoBa Ha no,[aTout4Te 3a KJraca Ha JreKoBH, HecaKaHn gejcrea Kon Mo)r(e aa ce
n6aH4poucxa Kr.JcernHa ce cHMnroMH oa ropHuor

uHTecrr4HaireH o,rcrev (a6 ooJIKa, Ar4CnencHJa, e3o{pafHTHc, facTpHTHo
y,rqepaqun) nrrr 3a rperuan Ha rrpe,4o3r4palLe rpe6a 4a ce

l.rur4pa MneKo vnv aH'tar\u4rt ga ja ep:ar u6au4poHcrcara Kr4cernHa a HecaKaHHTe
MnroMarcKr.  He rpe6a na ce Hn)ulpa noapakauerpe6a .4a ce rpernpaar

pl43HKor oa e:o$area.rHa

Kucerr4Ha eo Aosa oA 2.5
MECCIIHO.

4.
H
B
ja

H IIDEKV HAUHOHAJ'IHI4OT C

nph [epoparHo rpyeH,e

x6a na re,roro.
ura4uja; nauraeHror rpe6a arl ce BO l4CnpaBeHa



5. (DAPMAKOJIOIIIKI4

<Dapuaro4unarucrcu

HA KOCKI,I.

rcoa: M05B A 06

rpoc<pouaru xou eo cnojor

KOCKaTa KaJ )I(eHH BO

nrIHJ a.
BUSO, V'AHAOHCKATA

nqnja xaj r'.rra.4n (6pso
MAJIHATA KOCKEHA MACA C

pacT He 6e[e perhcrpr4paHo

JICMEHA MEXAHHIIKA CUJIA HA

arrnHKaUHJa Ha neKor)

AHHMAJIHI{TE MOAEJI14

(rcaxo 4eo
r-NTX).
cry 1uja za

CTIIKII

Harr,r. MeAr4rrlrHcKrr npoa3Boar,r 3a rperMaH Ha

KaTa l( ce,,lnHa e Ko [oreHTeH 6nt[octpouar Koj npunafa Ha rpynara

rKr4Bo r.rHXr46Hpajft u ja
coApxaT a3or H cneqH(br{qHo AenyBaar Bp3

Kracrh'{Hara aKThBHocr 6et nprroa aa Bnujaar
I46an4poncrcara (r4ceJluHa He uHTepQepnpa co

y3a.

AT4HaMHCKO Aej CrBO Ha HCKaTa Kr4CeJrlrHA e VHXA1ALIUJa Ha KOCKeHaTa

Ja cflpeqyBa eKcrrepHMeHTanHo [rHAyqHpaHaTa
HA KOCKATA ItxaHa co: KacTpauHja Ha foHaAure, perulFlot4au,

H I,INH EKCTPAKTI4 OA TYM . ,{oxaxaHa e uuxu6ugnjata Ha eHAoreHara KocKeHa

) cTaoprlH A nocneAoBareJlHoro 3roneMyBarLe Ha

HO CO HeTperHpaHH xHBoTHI.'1.

cTyaHH AO 4exa n6au4poucKa KHceJII,IHa e BHcoKo rIoreHTeH

aKrHBHocr. co npulreua Ha ao3r4 3a 5000 narH

co3AaBalleTo Ha KocKaTa.

HA OCTEOKJIACTHTE.

KI,ICEJII,THA AOBE

HHUHAEHITA HA

HA OCTEOKJIACTHq

6eure perucrpupana

AO rrpofpecHBHo 3ro,leMyBaH,e Ha KocKeHaTa Maca
u flpeKy peayKuuja Ha rroleveHuo.r naela6o,tn:av

MaKcHMarHa uuxu6uguja (69%). lllecr AeHa no

oa 8006fiqaeHaTa AO3a 3a TpeTMaH Ha Ooreonopo3a, xaj craopur,r
Ha M[HepanH3aurrJ aTa.

AOnfoTpaJ HH pex(HMr4 Ha co AHeBHa 14 HHTepMr{TeHTHa (CO nOAOnfH

Ha JleKoT. Kaj Ky,iHrba r,r vajvyHu 6eaua,u.r novefy gosnre)
co co3.IlaBat5e Ha KOCKa CO HOpMaIneH KBaJIHTeT I,I OApXaHa HnH

Aypfi npl4 npHMeHa Ha ToKcr4rrHr4 ao3H oa neKoT.
KnHHrqKara cryar4ja (MF 441 r,r3BeaeHa KaJ nyrc, oeue aoKaxaHa eEttKacHocTa Ha

pexHMr.r Ha Ao3rrpaR e, co r,r r,rHrepMr{TeHrHo (co uHrepBan oA 9-10 HeAenH
. Bo cryanjara 6eure goruaxana e$uxacHocra ua

KHCEJI} 'HA BO ja na t[parcrypr.r.
KI4CE,'II,IHA AOBEAE AO OHOXEMUCKH NPOMEHH

yKaxyBaaT Ha Ao3Ho-3aBH unxu6uquja Ha KocKeHara pecopnqr,rja, nx,ryvyuajkrz
a Ha ypr.rHapHHTe Kr{ MapKepH 3a aefpaaarr-(r.rJ a Ha KoJrafeHoT Bo

L BKpCTeHO-rrOBp3aHLI N-TenOnenTI4.4H Ha KOJrareH

(cryauja Sasa I), co BKnyqeHo 72 xeHu so
y3a Kor{ nepopirnHo uua,re 150 mg u6aHgpoucrar KriceruHa na cexou 28

\eKo't,24 qaca no aflrrrKarluja na npnara aosa 6eueu BKynHo npr4Mune 4 Ao3r.t
uHxu6nquja na CTX (cpe4ua usxn6rluaja 28%o), a 6 rclH.a

a Ha TpeTaTa r{ q Ao3a oa ireKoT oerxe peruclpHpaHa cpeAHa



cuMajrHa r.rHXH6Hur4ja Ha Kuor CTX oL 7 4oA co peAyKqr4ja Ha cpeAHara
oa 560 28 aesa
a an,r nrcaqHja ua

xeMr.rcKHTe MapKepH 3a

uqKa eouKacHocm
ue;r aa ce lr:4aojar xeHvre co

ce 3eMaT Bo npeaBua He3aBHcH

xocrcara (BMD), Bo3pacra Ha
,  u Hrzsox BMI.

anruxaqnja Ha qerBprarar ao:a. Co npeKHH Ha
rcor 6eue ra6e,reNaHa HflvareHa c1 npecrja Ha

eH pu3HK oa ocreonoporuuHu Qpaxpypu rpe6a
pr43HK QaKTOpr4 KaKO: HHC!:a fyCTI4Ha Ha MHHepanlr

r4crophja Ha opaKrypr4, BricoK KocKeH

(Bone mineral density-BMD)
KHcerHHa (BM 16549) cnpoee4eua xaj

(nouerna Bpe.{Hocr Ha BMD T perylrar ua
HcKa KHceJrr4Ha 150 mg/e4Haur MeceqHo noKaxa

na BMD co r46ar:I.lDoHcKa KncenuHa 2.5

6erue aoxaNaH Bo npaMapHara aHaJII43a no eaHa
o 2 rorusu (T a6eta 2).

Bo oAHoc Ha fioqerHara BpeAHocr sa BMD
Bpar Ha Qerrlyp u rpoxaHTep no eana roAl-rHa

H [o ABe roauHu repanuja (Ilep-nporoxo,r

ABe roAHlxHa, ABOJHO-Cnena
H CO nOCTMeHOnay3Ha

6areH p6rer <-2.5 SD),
ManKy hcra eQuracuocr eo

j e$err Ha a6aHApoHcra
H BO rrOTBpAHara AHarV3A

2: Cpe4na peJrarr{BHa
,ryu6a,reu p6er, qe,ruor

(npnlrapua aua,r

.{eoro4nuuu rroAarorlu oA

I{6anAponcna
xuce,ruua 150
mg/egnau
MeceqHo
(N=320)

II6aHgporruca
xncenuna 2,5
mg/gen
(N=2e4)

146anqponcxa
KHceJruHa f50
mg/eAHam
MeceqHo
(N=2e1)

)MeHa oa
IETHATA

)AHOCT

cD

II6au4poncrca
nnce.rlrsa 2.5
mg/4en
(N=318)

4.9 (4.4, s.3) 5.0 (4.4. 5.5) 6.6 (6.0,7 -1)3 .9  (3 .4 ,4 .3 )

2.s  (2 .1,2.9) 4 ' l ' t R  4 5 )2 . 0  ( 1  . t  , 2 . 3 ) 3.r (2.8, 1.4)

3.1  (2 .7 ,3 .6 )t . 7  ( 1 . 3 , 2 . r ) 2 .2  (1 .9.2.6) t . e  ( 1 . 4 ,2 .4 )

4-0 (3.s,4.s) 6.2 (s.7, 6.7)3.2  (2 .8 ,3 .7 ) 4.6 (4 .2,  s . t )

l 1



HCKa KHCenr4Ha 150
mg/AeH noKaxa no

BO TIDOCTICKTI,IBHO ITC

(p<0.001).
BpeMe Ha npr,rMapHaTa

Hcra ruce,ruua 150
rroqeTHaTa BpeaHocT

nuare n6aHgpoHcxa xur
oj etpercr e per[c]pHpaH

scra rcucerrHa 150
ABETHO.
BpeMe Ha npnMapHara

scra rczce:rlrsa 150
noqerHara npeguocr B

u6au4poHcra

u eQeKr e pefr4c'rpupaH
xucerusa 150

ABeTHO.

epe4Hocr BMD.
noTBpAHaTa aHarv3a

.001) u 70.5% oA naque
z u6aHgpoucrca

oxeMucKu )rrapKepu 3a koc4elt
l.r cuTe BpeMeHcKu Tor{Kn Ya I
u 24) 6ene perr4crpr4paHP x
)HMapHa aHanu3a) cpeaHa'rla I
u6au4poHcxa rr,rcelrEHa If0 r
mg/4eH.

ABe rcAUHU CpeAHaTa
ra n6au4poHcrca

aeH, cooABeTHo.
eAHa roAllHa (npr,rr'aapHa

HCKA KI,ICEJ]HHA I )

u6aH4poHcxa

ABe foAHHH peAyKrlr-{a
KOH rrpr,rMaJIe

NAIIhEHTI4TE KO}t ND14MAJIE

OCHOBA HA DE3VNTATI4TE

0 mg/e4Hau MeceqHo ce
KocKeHlr ipparcrypn co rcr.rce,ruHa 2.5 mg/AeH.

Mecer{Ho cnopeAgHo co 14oaHApoHcKa KnceJIuHa
Bo oAHoc Ha 3roneMyBane ua BMD ua lylr6areH

aHanr43a no eAHa ro4uua (p:0.002) u lo 2

rcaj 91.3%o (p=0.005) oA narlueHrnre Kou rpr.rMzrne
MeceqHo petucTpHpaH e 3foJIeMeH r.rJrr4 eAHaKoB

BMD cnopeAeHo co 847io oa narIHeHTr4Te KoH
5 mglgeu. flpu nornpAnata aHant3a (no 2 rogranra)

93
gle

93
gle,

(p:0.00a) u 86.4% oA rarlr4eHrure KoH npHMane
MeceqHo u r.r6aH4poHcxa KuceJrr4Ha 2.5 mglpu,

xaj 90% (p<0.001) oA narlneHrure Kor.r npnMane
MeceqHo pefhc'rp[paH e 3lone[4eH hnH eaHaKoB

HA KOIK CfropeaeHo co 76.70/o oa naqueHTHTe Kou
.5 mglrcu. flpn nornprHara aHarvr3a (no 2 ro4ranu)
% (p<0.001) tr 78.4o/o oI raqneHrrre Koh npuMane

MeceqHo u n6aH4poHcna KHceJrr4Ha 2.5 mglpn,

(xov6unrapaHo 4ejcreo nps lyv6areu BMD n
(p<0.001) u 65.7V:o oA naqneHrl.lre KoH npl4Murne

MeceqHo n n6an4poncra KnceruHa 2.5 mglrcn,
aHathia perHcTpfipaH e 3foreMeH rrJru eaHaKoB Ha

f-oAr.rHr.r) oeoj erferr e perficrpr4paH raj 87 .1 %
KoH flpr,rMaJre n6aH4poucxa KHceJrHHa 150 mg/e4uaur
2.5 mglrcu, cooABerHo.

Ha cepyMcKr4or CTX (Ha npr4Mep Bo rraeceU 3, 6,
sHauajua pe.4yrflInja Ha CTX. flo eAHa roAuHa
npoMeHa oA [oqerHara BpeAHocr 6ene -7 6%o

e,[HarrI MeceqHo u -67%o:a u6au.4poucra Kr4ceJrHHa

npoMeHa oA noqerHara BpeAHocr 6ene -68%o u -

mg/e4uau Mece.rHo u n6aH4poHcxa xucelnHa 2.5

) xaj 83.5% (p-0.006) or nauueHrlrre Koh npuvane
AHalr MeceqHo u raj 73.9o/o oA rraqueHTHTe Kor'

mg/geH e perucrpupaua pe4yxqrja Ha CTX >50.

>50 perucrpupaua e xaj 78.7% (p=0.002) op,
HcKa KHceJTr4Ha 150 mg/e4uau MeceqHo u rcaj 65.6"/o

rlacetusa 2.5 mglgeu.
Bo cryAr.rjara BM 16549 n6au4poHcxa KUceJrnHa

aa rrMa HaJManKy HcTa eEUKacHocT Bo npeBeHrIHJa



Lt

t4

a(
14

noqeTHaTa, paHAoMH3Hl

aKrypn (MF 4411) 6en
rqajHa peAyKrluj a Ha ul
auu.rrcn eepre6paluu rpp
cTBOTO Ha nepopanHa ann
l0 mg uHrpeuureHrHo.
ias,apoHcKa KticeruHa 6eu
ja.noqn. Cry4lrjara oni[ar

Ir,rHH BO nOCTMeHOnay3a, (

u:reu L l -L4) ea 2-5 SD
rre6paruu ifpaxrypn.
rTe naur4eHTK[ AHeBHO np]
crooro na a6aH4poHcra K
iasAposcxa rcucetulaa 2.5
qyKrluja Ha !rHrrr{aeHqa
rfoAurlHara cryanja oB(
qHoJrouKH Qparrypu sa (
-uc rpHpaHauno2roguur

]JIHKA NO EAHA TOAI,IHA T(

eKTOT CO BpeMeTO.

tlte perucrpHpaHa sHavajHi
rre6paruu $parrypu. Cr.r
aKrypH Moxe aa ce ga6e,rr
HTOK BO B}ICI4HA BO O-IIHOC

4 (p=

fanu

4 pea
J|Hr.ro'

ixn r

Fa r.

y'r

ann

BI\
)HI,I

mgr
H

pe

4noj uo-c,rena, n:raqe6o-roHrpo tupaua crylnja sa
paeHa Knr4Hr4qKra curuur[uxanrHa r,r MeAraqr4HcKu
ruaTa Ha HoB paaHonouxra r'rop$or',|erpucKr,I H
r (Ta6e:ra 4). Bo oeaa cryAlrja 6ettte nporreHero
a Ha n6an.4poHcKa Kr4ceJrHHa Bo Ao3a oa 2.5 mglgeu

rlr.rpana 60 Mr.rHyrH npea npeoro ja4en e HJIH 3eMalr,e
r,r Ha Bo3pacr oa 55-80 roaI4HH KoI,r ce najrvranxy 5
D T-pe:yrrar ua ,ryv6areu p6er (3a uajva:rxy e4en
)K oI npeMeHonay3Hara BpeAHocr lI KoH uvaa l-4

o 500 mg Ca u 400 IU eravrrH ,{. Eipurcacuocra ua
ra 6eue npoqeuera xaj 2928 nauueHrKI4.
eH noKaxa cTaTucTt4qKh H Meaxur4HcK ruavajla

Honu nepre6paruu ilparrypn. 3a epeue Ha
:hM Ha AO3Hpabe ja HaManH nojanara Ha HoBh
r:0.0001). PerarreHa pe4yrquja Ha pnsllrcor 6eure
.0006). He 6eue m6erexaua crarrrcr qKlt ruavajua
r (p:0.056). Heva nuanxaquja 3a HaMaJryBarbe Ha

<unja (49%o; p=0.01 I ) Ha I4HI-(I,IAeHIIara Ha KTIHHI,I.TKI4

e$err na JreKor Bp3 pe4yxqr,rjara na uep're6palHn
npeKy crarncrHq rn cnrHu$u rarrnara pe4y rurja na
rqe6o (p<0.0001).

Tt
C1

6e"ra 3: Pey;rraru oq rp[ ro,
I

urrrHara cryArja 3a opaKTypn MF 44ll (%,95%

ILraue6o
(n=974)

Il6augpoucrca Kllce.rtlHa
2.5 mg
(n=9771

Pe
p€
HC

BE

tyxuHja sa
raTuBHIloT pr,r3ltrt oA
eu uopQouerpncxu
rre6Da.rnu dpaxrvou

62% (40.9,7s.t)

lIr
M(

BE

rqI|AeHrla Ha HoBH
pQouerpncrn
lre6pa.rnu dparrvpn

956% (7.s ,11.7) 4.68% (3.2,6.2)

p€
KJ

dr

Peryrqnja na
TaTHBHITOT pH3t K OA

tlHrlqKrl nepre6pa,rHu
AKTYPIT

49% (14.03,69.49)

Vt
B€

IUI{AEHqA HA KJIITH|lqKII

rre6pa,rsn 6paxrypn
5.33o/o \3.73,6.92) 2.75% (t.61,3.&9)

Cg
HA

eaHa npoMeHa na BMI)
ryM6arnnor D6er so

1.26% (0.8, r.7) 6.540/,  (6.1,7 .O)
-d#-

1 3
7+) :":i..t 9
.J t."''lt '"
:> -{,. fl .<

:e q=:l' l:*
\"a. t,il



OI

Bl

{oc Ha IloqeTHaTa

eAHocr (Bo roArrHa 3)

C1
HA

HA

(e

eAHa npoMeHa sa BMD
IEJiIIIOT KO,TK BO O,IIHOC

rroqeTHaTa BpeAHocT
r roauna 3)

-0.69% t I .0,-0.4) 3 .36% (3 .0 ,3 .7 )

T parrHcKnor e$ercr na u6aH.4por
Jnony,raqnjara Ha narIHeHTr4 cc
;  SD.

cKa KUceJrr4Ha 6eure npoqeHer H npeKy aHanu3a Ha
nor{erHa BpAeHocr Ha ryu6areH BMD T-pery,rrar <

Tz
C]

6e,ra 4: Pe:y,rrarr{ oa rprr ro,
) rai uaqlreurn co floqerHa BD

rrrrrHara cryarija ra Qparr"vplr MF 44f l f ,95"4
(eHocr Ha .nvm6a,ren BMD I'-pesyrrar < 2.5 SD,

II.raqe6o
(n=587)

Il6augpoucra Kuce,'IIrHa
2.5 mg
{ n=5 /51

Pe
p€
H C

BE

Iyl{rlnJa Ha
IATIIBHIIOT PH3HK OA

alr rvropQouerplrcxu
rre6pa.rnu dpaxrvpu

59o/o (34.5,74.3)

Vt
M (

BE

luu,leHl|a Ha H0BH

pSouerpucrcu
rre6pa.rsu dpaxrypu

t.54o/" (9.53,15.55) s.36% (3.31,7.41)

Pe
p€
K.[

rbl

tyrcquja Ha
IATHBHIIOT PI'3HK OA

HHHqKu nepre6pa,rHu
A KTVDII

50o/o (9.49,7 t .9t)

th
BE

IUI{JIEHUA HA KJIIf HlfqKH

rre6Da.rnu dpaxrvprl
; .97% (4.67,9.27) 357% (1.89, s.24)

C;
HA

o.u
Bf,

eaHa npoMeHa sa BMD
,ryu6a,ruuor p6er no
toc Ha noqeTHaTa
eanocr (no roauna 3)

t . t3% (0.6,  t .7) 7.01% (6.s ,7 .6)

C;
HA

H A

(n

eaHa npoMeHa Ha BMD
UCJIHOT I(OJII( BO OAHOC

noqeTHaTa BpeaHocT
r roausa 3)

.0.70o/o (-1.1, -0.2) 3.s9% (3 .1 ,  4 . t )

HHTY EAEH OA TIAIIHEHTHTE OA

He-aepre6palHure Qparrypu;
ryanjara MF 441 I se 6eue Frerr4crpr4paHa pegyrcqtlja



Bepre6panHr4or H
HfoalrrxHr,toT nopacT Ha

uja co ubangponcna
4eerHo. 3rolevysalbara rla B

xeMr,rcKHTe MapKepr4 3a

H MeCeU nO [OqeTOK Hp

xocneua pecopnqnja.
npeKI4H Ha TpeTMaHOT

KapaKTepncTr.rrrHo 3a n

urer, 6e: HnKaKBh

qr sa erpnracuocra u

@apmamoxnuercrcu ra

eHTiurHaTa KoHrIeHTapuHJ p Ha

,l

II nepoparHa annHKauxJa,

rropqHoHurnHo co Ao3aTa Ao
Ao3ara HaA 50 mg peructp.
u anturca1uia Ha lexor fia

rHyBa no 0.5-2 vaca (cpe

H a 6

o4 ue-aepre6pa,rnu I n (perucrpr.rpana pe4yrrlrja oA 69yo) xaj nncoxo
cy6nonyraqHja (!MD -pe3ynrar Ha apar ua $evyp<-3.0).
anruxaquja sa 2.5i mg e co [pofpecr4BHo 3roJreMyBa*e Ha BMD

AEN OA CKEJIETOT.

BO OAHOC Ha nOqeTHaTa BpeAHOCT KaJ fpyrrara Ha
2.5 mg n nnaqe6o rpyrrara 6eiu;.e 5.3%o u 6.50/o,
Ha KoJlKor Bo oAHoc Ha nogerHara epeAHocr 6ea:

Ha Bparor Ha $euypor, 3.4 Ha qeJrHor xorx u 5.5%o Ha TpoxaHTepoT.
Ha KocKara (ypnapeH CTX n cepylrcrcr

n) noraxaa oqeKyBaH
sa Ouoxeltucrcute

cTyAHU r43BeAeHr.r
uru ei[exr ua

xlIBorHH r,r Jlyfe
HCKA KHCEJII{HA HE

yK:DKyBaaT AeKa npuMapHr.roT
e Bo Ar.rpercrHa rope,raqraja co

AO rrpe-MeHonay3H[Te BpeAHocTr4 a MaKcr4MiuHa
6eue perlrcrpupaHa no nepnoA oA 3-6 lreceqll

co rbaH4poHcrca Kr4ceJlhHa 2.5 mg 6eLue
npaHa Kn14Hr,rrrKr4 curHrr(p pegyxquja o4 50V;o na 'noxer..i.-ucKr{re MapKepH

Ha KocKeHa pecopnquja ce npafta Ha naroJrorxKoro
Hoaay3Ha ocreonopo3a (oAHocHo Ha HLrBoro Ha

pecopnuHJa npeA rroHeroco repanlrjara).
KHTE AHAJIH3I,I HA O MaTepnJan oA KocKa 3eMeH oA xeHu Bo

yza xou 2u3 npHMaJre repaflvJa yKaDr(yBaar Ha KocKa co HopManeH
na unuepa:ruraqnjara.

ampu c Ka no nyraqul a ( swou 4.2 u det 5.2)
He e npoyqyBarfl neaHJarpncKaTa nonynaur.rJa, na He ce aocTaflHu

Ha neKor 3a oBaa fpyna Ha nauueHTu.

BO IIJIANMATA.

HCKaTa KHCeJrr,rHa op3o ce pecopoHpa oa fopHHoT
EH CI4CTEM. fha:uarcrcara KoHueH'rDauHia ce 3foreM vBa

ua 50 mg n6Ha4poucxa KHceJrHHa, co 3roJreMyBalse
e nofo,reM pacr Ha nna3Marcrcara rcowrleurpaquja.

MaKcrrMaJrHa rouqesrpaquja Bo nJra3Mara ce
BpgaHocr I vac). AncorlrHara 6uopacnoloxuBocr e

0.601/o. llpu anruxaql.rj4 Ha co xpaHa n nujaroqu (ocnen uo4a) ce HaManyBa
Ha Jreror co KracuqeH nojagor pefr4crpxpaHo e
Ha u6aH4poHcra KHceJrHHa 3a oKony 90%o so

Ha ancopnquja. flpp.r

Ha ann r4Kar{r,rJ a Ha rJraAHo. eMa 3HaqatHo HaMurrvBatLe Ha onoDacnonoxr4Bocra
annr,rKarllrJa Ha HoaHApoHcKa 60 vnuyru npeA rrpBr.ror o6pox no 4eHor.

e pe4yr<quj4 Ha
HCKa KHCeJIHHa npHi

HA JICKOT.

eiferror npr BMD n 6uopacno:roNnBocra Ha



n
fI

Ha H6aHApOHCKa Kr4CenH

TI nyxHBoToT Ha enHMHHarIuJa

noqeTHaTa cHcTgMcKa eKcn
I,IJIh Ce erHMHHlrpa

r46yrtr-rja e HajManKy 90 L,
ny 40-50% oA neKor npHcyre

BO Ult 6UmpO yCnOBV,

Man noTeHur.uan 3a noJaBa
BOTO Bp3yBaqKO MeCTO OA

Qopua4uja
aoKa3h 3a MeraooJrr43uDatLe

cop6t-tpaHara rpparcq{a ua
ancopnrlHJa oA KocKara (

OT AEJI CE EJI

BpeMeTpaelbero Ha cryA4
KHOT TepMfiHaneH

xaj ocraHarure 6n
HrpaufiJaTa Ha reKoT Bo

cuMaJrHara npegHocr, 3 n 8
ABETHO.

KJTHp9HC Ha

un. PeHa,rHnor rc,rupeuc (o
Ba oKony 50-60% oa

Par,ruxara noveiy
3a KOCKaTa.

Haqr4HoT Ha ceKperlr4Ja He ce

o
B

Mn, KOH Ce BKnyqeHr4
no,'rHl.rre,rHo- u6arapoHcrara

Hn P450 r43oeH3r4MH H He
uH.

x14BocTa
H XeHlt.

AOKa3H 3a KJII iHHTiKH

noueiy a:njarn n
rrauHeHTHTe oa rlpHa paca.

na 6e,'larapaca. flocrojar noaaTouH

qnja, u6au4poHcKara Kr4ce,'ruHa 6pso ce np:yra:a
ypriHaTa. KaJ nyfe TepMI4HaJIHHOT BOJIyMeH Ha

Korr4rrr4HaTa KoJa ce Bp3yBa 3a KocKara r43HecyBa
no qnpry,raqnjara. flpu an,ruraquja Ha repaneercna

3a n,'ra3MarcKHTe nporeHHlr e oKony 86-870/o u
HHTepaKUHr,r 3apaal4 HcTHcHyBalr,e Ha neKoT oa
Ha Apyfu neKoBH.

HdaHApoHcKara KI4ceJu4Ha tcaj xueoruu ulu nyfe.

KHCeJTHHa Ce OACTpaHyBa OA qUpKynaUnJara

Aen e oKony 40-50o/o) xaj NeHra Bo nocrMeHonay3a.
HenpoMeHer npercy 6y6pe:nre. Hepecop6upaHara

ce eJrr.rMHHr4pa HenpoMeHera IIpeKy qeuecor.
neKor noKaxyBa [rr4poK orrcer (10-72 uaca) v 3aBAcA

AO3aTa r4 OA OCeTJILIBOCTa Ha hcnl4TyBalLeTO;

Ha enr.rMnHauHJa HaJBepoJarHo e rroAoJlf, cJIHqHo

6pro onaia a
ACA TIO hHTDABEHCKA HJIA

AocrurHyBa .qo l0% oa
nepopaJrHa annHKarlHJaTa,

r.r rfapuaro

pen
npfi

KHceJrHHa e HH3oK co cpeAHa BpeAHocr oa 84-160
60 ml/uras rcaj a.qpaeu rKeHu Bo nocrnreHonay:a)

KnupeHc Lr e 3aBuceH oA Knr4peHcoT Ha
r.roT u peHanHuoT KJItlpeHc fo npl,IKaxyBa

EH!{ NO3HAT},I KHCEJIH I,IJIM OA3HII TPAHCIIOPTHH

eKcKperIHJa Ha lpyfH aKTHBHL CynCTaHUI4T4.

KHcerHHa se ru nnxu6upa fJraBHHTe xyMaHI4

r.rHAyrlHpa xenaraJrHl,ror IIHroxpou P450 cr.rcreu xaj

Ha n6ax4poHcra Kr4celrr4Ha ce crnuHlr raj

pa3irrrKr4 Bo at{c rr 03 t4 ur.rJ ara Ha u6aH4poucxa



co peHa\Ho

no3HuHjara Ha u6aHApoHc
ouTeTyBarse e aco

c"ty rrjara BM 16549 so xo
epeHo peHanHo orureryrarse (
rrpHJrafoAyBarse ua go:ara raj

naqheHTHTe co TemKO pe

erpaelse oA 2l AeH

HTHTe CO HOpManHa

TeurKo peHaIHo

ynorpe6a raj naquenru co
rrpoueHera qapMaKoKltH

rHa,rua 6y6pexHa nucyS

H
AUJA L43a.

noAaTour4 3a

il
H noaaToqn 3a

co xenamonHo

olxTeTyBalbe.

r4Hnpa npeKy peHanHa e
3HaqaJHO Bnr.rJaHr.re Bp3

TOa, HeMa norpe6a oA
orxTeTyBarse.

vyrrr eapuja6n,rHure
HTyBaHnTe (papMaKoKr4HeTcKI,t

I IPCABHA C PCHAIHATA
co peHaqHo

amp ucKa no nyn s 4uj a (eudu
noaaTorlH 3a npr4MeHa Ha

I'DAHO E TOKCHqHO

xyBaBe Ha xyqHrsa Ha Ao3L|
noAaTorlr.r HeMaaT KJrHHlrqKa

A neKor HaA MaKcI4MzrJIHara Ao3BoneHa Ao3a 3a nyie.

KHCeIHHa KaJ naq[eHTI4 CO pa3J]hqeH CTeneH Ha
co Knr{peHcor Ha xpearraHnH (CLcr).

rroroJreM llen oa narlr4eHTr4Te 6ea co cna6o r4JIH
>30 ml/rvrrau), 6erue yrap4eHo AeKa HeMa norpe6a

Ile naqueHTI4.
oureryBarbe (CLcr <30 ml/uuu) xou eo

npxMane AHeBHa Ao3a oA l0 Mr u6au4poucrca
perucrpupanu ce 2-3 noB14COKH nJIa3MaTCKr.r KOHqeHTpauHr4 Bo o,[Hoc Ha

Qyuxqnja a roraJrHnor KnHpeHc Ha n6augtfpoHcrca
6un 44 un/vur:. [7o u auurcaquja Ha Ao3a oA 0.5 mg raj rarIHeHTH

6eure perucrpupaHo HaMaJryBaEe Ha roraJrHuor,
x He-peHanHr4oT 3a 67yo, 77%o u 50%, cooABerHo; se 6eue
HaManeHa [oAH Ha JIeKOT CO nODaCTOT Ha H3nOXeHOCT.

OfPAHHqEHOTO KJI14HHI{KO ra6au4poHcra KriceJrr,rHa He ce npenopaqyBa
o peHanHo orrrreryBalbe Bu,4ere Aen 4.2 u 4.4). He

Ha u6angponcra KtrceJrnHa xaj naquenrn co
xoja e rperupaHa Ha Apyr Ha.rHH ocBeH co

ua 6y6pexna uHcyi[
rcaj oeaa rpyna Ha rral

Ha n6aH4poHcxa Kr{ceirnHa xaj naqneHrure co
a v 3apaAu roa JreKoT He ce npenopaqyBa 3a

(eudu den 4.2)
Ha n6au4poucxa KuceJrHHa xaj naql.reHru co

HcKara Kr4ceJliHa He ce naera6o:l,tguna ff ce

a [i Bp3yBa]6e 3a KocKaTa; nopaAH Toa xenapoT
HA J]EKOT.

AyBaBe Ha Ao3ara KaJnaulleHTuTe co xerraTa.JrHo

na4ueHmu (eudu den 4.2
Bo3pacra ue erujaeure Bp3 HHry eAeH oA

. E4nHcrneu rfarrop xoj Moxe aa ce 3eMe
roja e noc:ra6a l<aj flocrapn rrarrueHTu (eugere 4er
) .

4.2 u den 5.1)
xaj naqnenru no4 18 rognHu.

noAaToqn 3a HA JIEKOT

(Ha rrpHMep orxTeTyBabe Ha oyope3HTeJ caMo npll



Hocm/KoHqepozeHocm
aoKa3H 3a KaHuepofeHo ae

Ha feHoToKchrlHo

a aoKa3H 3a oeTanHa
npu nepopzrnHa
lejcrsa np: pa3Bojor

Hajva.nxy 35 narn no
perrpoAyKTr4 B Hr4 c'f y IAA KaJ

Il oa 3foneMeHH npe
g14coxr.r. Bo penpoAyKTr.r BH14

HCKATA KI4CEJI}iHA TO

lxrlten u ja Hauarvra
1,2 urlrclgeu

AejcrBa Ha
.qyKTHBHa rorcuuuocr raj

rpocQonarn) q

Hpan e co cnoHaTaHt oT
nBr4c-ypeTep cnHApo

APMAUEBTCKII CBOJ

ExurlnueHcn
ua ma6remama:
flogrzaon
Murcpoxpucrarua qe:ry:r
flpeNe,rarnHo:eH nueH
Kpocnoen.qoH
Ko,rn4Ha gexu4pupaHa c
f,rnqepo,r gu6exeuar

. Opadry Oy-LS-28908
MOHOXI,IAPAT, TI,ITAH I4YM

2 I,Inrounaru6u.rnocr
e rrpr.rMeHJIl.tBo.

3 Pox na ynorpe6a

TT4HV.

4 [Ioce6nu rpe4yu

a

a

a

a

a

6
H

ce nomeoHH noceoHH vcjloBH

moKcuuHocm

Ha JreKor. Vcnuryr,at+,ara sa feHoToKcuqHocT He

HA 146AHAPOHCKATA KI4CEJII,IHA.

HOCT IIJIIi TepaTOfeHO AeJCTBO ua n6aH4poHcrca
6ea sa6erexaHra
eKcno3 uHJa Ha

ja raj craopuu ra :ajauu. He
F I M.raAeH.rrarba Ha craopqu npu

oA eKcno3Hrlr4jaTa KaJ nyre.
ur4 H r..rj opanHa pyra etperror Ha Seprn,rnreror ce

3ary6v npv Ao3Hr4 HrlBoa oA I Mr/KrlAeH H
cryAnr4 KaJ cTaopuu npeKy hHTpaBeHcKa pyra,

6pojor Ha cnepMaro3orrar4 npr4 .qo3x oA 0,3 Mf t,r
Hocra Kaj uaxjaqnre npra 1 nar/xr/4eH a xaj kaHnrare

KaTa Kr4CeJrr4Ha pefHcTpllpaHH Bo cTyAr4HTe 3a

IIu ce BoooHqaeHu 3a oBaa KJIaca Ha neKoBr4

HaMareH 6poj Ha r4MrrJraHTarIHoHr.r Mecra,

3foleMeHa noJaBa Ha BHcrIepanHH BapvJar\uL|

H cKpo6

ite II) noj ce cocror.r oA: xunpoMeno3a,
KcHA (E I 71), MaKporon 4000.

JIAKTO3A

?o.,.r-'re!
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Ilarcyearre

6 Ynarcrso ga

IIME I,I ANPECA HA

Ko:apa I 3 A
Cxonje

EPOJHA O
2278ll l  ot26.07.2011

.IIATYM HA IIPBOTO
HA PEIIIEHIIETO

,IIATYM HA
2016 rol.una.

nyvcrn 6,rucrepu C-Aluminium) co I tlu,ru-o6:roxeHr.r

oTrraAHrroT MaTepr{Jan
KOJII{qI'HA lpe6a Aa ce yHr{rxrfi Bo corJracHocr co BaxeqKHTe

Oc:ro6o4yearrero [por,r3BoAl,r Bo oKoJrrrHaTa rpe6a 4a ce

na ogo6peutero

oT HA OAOEPEHT4ETO 3A' TTPOMET

H IOO BAPT4UE - Cronje

IIPOMET

3A' IWIIITABE BO IPOMET/OBHOBA


