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r4ME HA MEAI4UI4HGKHOT nPO]43BOA

Rupafin/Pyna$ran 10 mg, ra6neru

KBAII 1,ITAT14 BEH t4 KBAHT]4TATI4BEH COCTAB

E4xa ra6nera coApxh: 10 mg pynaru.qnH (ao $opua xa Qynaapar)

Excqunrench co nosHar e$err: caxapo3a 57.57 mg (ao $opua Ha naKro3a naoxoxngpar).

3a qenama nucma Ha eKcLlunueucu, eudeme den 6.1.

oAPMAUEBTCKA OOPMA

Ta6nera.
Oxpyrna ra6nera co cBerna 6oja xa npacra.

I(,t H H 14 rt K14 oCOEEHOCT]4

TepanearcKlt HHAnKaqt,tr

Jlexor Rupafin/PynaSun 10 mg, ra6neru e hH,qnqlipaH 3a cnMnroMarcKt4 TperMaH Ha:- AneprucKt4 pt4Hl4Trc raj BospacHu naqheHTh Lr agonecqexrr (na Bo3pacr naA 12
ro4nxr)

- Ypruxapnja raj Bo3pacHh naqreHrr,r h aAoflecLlenrvr (na Bo3pacr nag 12 rogrann)

flosrpaue rt HaqrH xa annrraqrja

Bospacuu naq,ueHmu u adonecqeumu (na eospacm uad 12 eoduuu)
llpenopa,raHa ,qo3a e eAHa ra6nera (10 mg), eAHau Ha AeH, co nnt 6es xpana.

llocmapu naqueHmu
fleror Rupafin/PynaQran 10 mg, ra6neru rpe6a BHhMarenHo Aa ce ynorpe6yaa xaj
nocrapr nuqa (angere gen 4,4).

tledujam p u c Ku naqueHm u
Oaoj naegraqhHcKtt npoh3Bog He ce npenopaqyBa 3a ynorpe6a xaj 4eqa Ha B6pacr nog 12
fOAI4Hl,l.

Kaj negrjarpucKnre naLlheHTu Ha Bo3pacr og 2 go 1 1 rograxr ce npenopaqyBa ynorpe6a
ua $apnaaqeBrcKara Qopura pynarn,qhH 1 mg/ml, nepopaneH pacrBop.

flaquexmu co peHanua unu xenamanHa uncyeuqueuquja
Heua KnhHhqKo r4cKycrBo co ynorpe6a na RUPAFIN raj naqueHrll co

3.

4.

4.1

4.2

xenaranHa nHcy$nquexquja n 3apahn roa He ce npenopaqyBa 5rnp1ps6,

peHanHa ilJ'r1l

Ha neKor Kaj

:_;;';n9

oBaa rpyna Ha nauheHTr.



4.3 KoxrpauxgxKaUta]l

flpeocernrBocr KoH aKTnBHara cyncranqraja nnn xox xexoj oA eKcllrnheHThre HaBeAeHr
eo4en 6.1.

lloce6xu npegynpegyBalba H Meprlt Ha nperna3rltBocr

He ce npenopaqyBa rcroBpeMeHa ynorpe6a xa pynarnAhH 14 coK oA qr4rpycra (an4ere 4en
4.5)

Tpe6a Aa ce rs6erHyaa hcroBpeMexa ynorpe6a Ha pynarnAn+ v noreHTHt4 ntxn6uropn na
CYP3A4 a npu Ko-aAMt4Ht4crparlr,rja co yMepeHn nuxn6,ntopr Ha CYP3A4 norpe6Ha e
3roneMeHa nperna3nileocr (ar4ere 4en 4.5).

Pynarmgru Moxe ga ja sroneMn nna3MarcKara KoHqeHTpaqraja Ha ocernrBilre cyncrparil
ua CYP3A4 (xa np. crMBacrarilH, floBacrarrH) n Ha CYP3A4 cyncrparrre co receH
TepaneBTcKr4 rHAeKc (Xa np. qr4KnocnophH, TaKponilMyc, ct4ponrMyc, eBeponhMyc,
qncanpuA) r 3apaAh roa, npt,t KoHKoMnraHTHa ynorpe6a, MoxHo e Aa e norpe6Ho
nprflaroAyBaFbe Ha Ao3ara Ha oBhe neKoBr4 (angere 4en 4.5).

EQerror Bp3 cpqeBara Synru,uja n 6es6egnocra oA ynorpe6a Ha pynarrgna 10 mg
ra6nerr 6rne npoqeHeril Bo reMenHr "Thorough QT/QTo" crygraja Kaj eoepacHra
naLl[eHT]4. Pynarngnx npmMeHe'r Bo Ao3t4 go 10 narta noBucoKt4 oA TepaneBTcKara Ao3a He
npe,qn3BHKafl npoMeHu Ha eneKrpoKapAilorpaScrrre HaoAil h HeMa HecaKaHLl eSerrra ape
cpqeBara Syxxqnja. t4 norpaj roa, pynaan4ux rpe6a BHhMarenHo Aa ce ynorpe6yaa xaj
naLl[eHTh co no3Hara npofloHratyja ua QT uHTepBanor, naLlheHTta co HeKopnrrpaHa
xrnoxannerrllnja, nrqa co nprcyrHa npoapnrrrltr,tja (raxo KnrHrqKr crrxrsuxaxrua
6pagu rapgnja, aryrxa H,rr,torapgrajanua ucxeurja).
fleror rpe6a BHhMareflHo Aa c€) np[MeHyBa xaj nocrap]4 naLlneHTn (nntp Ha aospacr )65
ro4mrn). 3a BpeMe Ha KflrHnqKnre cryAnvi He 6rne perhcrpupaHu pa3nuKh Bo
e6uxacHocra vinv 6ea6egxocrer oA ynorpe6a xaj nocrapara nonynaqr,rja Ha naLlreHTh; 14

noxpaj roa, 6rgej(r 6pojor Ha nocrapr ncnrraHnLlh BKnyqeHr Bo Krt4Hnr{Knte ctygnw 6nn
Mafl He Moxe fla ce r4cKnyqil norexqrjanHror pr43r4K oA noroneMa ceH3[Tr4BHocr Ha J]eKor
xaj xeror npuna,qHhqu Ha oBaa nonynaLluoHa rpyna (aragere Ren 5.2).
3a ynorpe6ara xaj Aeqa Ha B()3pacr nog 12 roilnHvl n raj naqmeHryl co peHanHo tann
xenaranHo ouJTeryBaFbe, Bnrqere Aen 4.2.

Oaoj MeAnqtaHcKr npoh3BoA co4pxr,i naKTo3a MoHoxr4Apar; naqneHTnre co perKn
HacneAHh npo6nenar Bo oAHoc Ha hHToflepanqraja Ha ranaKToaa, Lapp naKTa3a geSraqrar
hflh rnyKo3o/ranarrogHa Maranc;op6qr,rja He Moxe rqa ro ynorpe6yaaar neKor.

lrlxrepaxquja co Apy,rlr MeAnqrHcKn npox3BoAx n Apyrr Soprur,r Ha
unreparquja

Ctypun 3a hHTepaxqraja ce n3BeAeHn caMo co pynarhrqrH 10 mg ra6nerr raj aospacHm
naLlreHTn r aAonecqeHrm (aospitclr r,ag12
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Efiexmu ua doyeume nexoeu eps pynamudun

Tpe6a Aa ce ns6erxyaa Ko-aAMhHhcrpaqraja co crnHh CYP3A4 rnxu6rropra (xa np.
hrpaKoHa3on, KeroKoHa3on, Bopt4KoHa3on, nocaKoHagon, Xt4B nporea3a nnxu1ntopu,
KnaphrpoMt4t-114H, xeQasogon, a np,l ncroBpeMeHa ynorpe6a co yMepeHh cyp3A4
uaxn6ntopn (eprarpoMt4r.ll,tH, Snyronason, Annrra3eM) norpe6na e 3roneMeHa
nperna3nhBocT.

KoxrourraHTHara a4MhHr4crparlraja Ha pynaraAna20 mg h KeroKoHa3on hnt4 ephrpoMr,r.l4H
ja sroneuyBa chcreMcKara [3noxeHocr Ha pynaraAnH sa 10 narr n 2-3 naru cooABerHo.
Oere uo4n$rxaqrn He 6rne acoqnpalu co e$errr aps QT uHrepBanor vnn co nopacr Ha
HecaKaHhre 4ejcraa cnopeAeHo co MoHorepanrajara co cexoj oA neKoBure.

hxrepaxqn[ co t-lt4Tpycl4: hcroBpeMeHara ynorpe6a Ha coK oA L{r4Tpyct4 n pynara1nx 10 mg
ra6nerr, pe3ynrrpano co 3.5 - rpareH nopacr Ha cucreMcKara n3noxeHocr Ha pynaraAuH.
Coror oA L14Tpycr4 xe rpe6a ncroBpeMeHo Aa ce nprMeHyBa.

E$exmu na oynamadux eps dovzu nexoeu

florpe6xa e nperna3nhBocr nph Ko-alqMr,rxracrpaquja Ha pynaraAhH co Apyrh neKoBtl co
TeceH TepaneBTcKr npo3opeq 6raejku AocranHh ce orpaHhqeHh noAaroLlh 3a eSerror xa
pynaTarqhH Bp3 rqpyruTe neKoBl4.

l4nreparuuia co anroxon: npn Ko-aAMhHr4crpaLpaja co aflKoxon Ha pynaraAun 10 mg ra6nern
6rne perrcrpnpaHil MaprhHanHu npoMeHh Bo p$ynrarrre Ha HeKoh o,q recroBnre 3a
nc[xoMoTopnr nep$opMaHch Koh He ce pa3nrKyaane snavajHo oA eSemnre sa6enexaxh
np14 BHec caMo Ha anKoxon.
Pynaragun Bo Ao3a og 20 mg ja noreHqupa uJTerara npe.qh3BhKaHa oA BHecor Ha anKoxon.

J4Hreoaxu[ia co aenpecnan Ha UHC: KaKo h co ocraHarmre aHTnx[craMhHt4l-114, He Moxe Aa ce
hcffiyqh pn3t4Kor oA t4HrepaKqmja co Aenpect4Bt4re na l_lHC.

J4xrepaxuria co crarmun: 3a BpeMe Ha Knr4Hr4r{Khre cryAr4r4 co pynara4rH noBpeMeHo e
sa6enexaH acrMnroMarcKh nopacr Ha CPK. He e no3Har ph3t4Kor oA t4HTeparqraja co
crarnHh, oA Ko14 HeKoh t4cro raKa ce uera6onrshpaar npeKy Llt4roxpoM P450 CYP3A4.
3apagu roa, nph Ko-aAMhHl4crpaqraja Ha pynara AnH v1 oBne crartaHr norpe6no e Aa ce
npeB3eMaT 3rofleMeHn MepKlt Ha npeTna3flnBocT.

4.6 <Deprunurer, 6peueHocr u Aoelbe

6peruexocr
,[ocranxr ce orpaHnqeHh no.qarollu 3a ynorpe6a Ha pynaraAtaH 3a BpeMe na 6peuexocr.
fio4aroqure o,q aHuManHure cry+nn He yKaxyBaar Ha ,qupeKTHr4 nnn uHAnpeKTHr4 rrJTerHta
eSerrr aps 6peuexocra, eru6ptto-Serannnor paseoj, naprycor t4nh nocrnapranHhor
pasaoj (au4ere Aen 5.3). Karo naepxa Ha nperna3nrBocr 3a BpeMe xa 6peruenocr ce
npenopaqyBa Aa ce ms6ernyBa nprMeHa Ha pynara1nt.

loeue
Pynara4rn ce h3naqyBa Bo MneKoro
il3naqyBa Bo MfleKoro xaj nyfe.
3a BpeMe Ha AoeFbe, rpe6a Aa
npoBpeMeH/rpaeH npeKhH Ha

noio,elTot_lt4 Aanil neKoT ce

npexLlH Ha ,qoelbeTo vnl

$'#ffi?
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HoBopoAeHoro Hacnporu norpe6ara

KCrpr4CTa OA AOeFbeTO 3a



4.7

4.8

llnolHocr
Heua KflnHl4qKta noAaroqta ea e$error Bp3 nfloAHocra. Axruanxrre cryAt4h yKaxyBaar Ha
aHavajHa pe4yrqrja Ha nnoAHocra npn npr4MeHa Ha Ao3t4 noBucoKl4 oA MaKchManHara
Ao3BoneHa repaneBrcKa Aosa aa nyfe (argere 4en 5.3).

E6erru Bp3 cnoco6xocra 3a Bo3elbe rr ynpaByBa]be co MauJ]rHr.r

PynaraArx 10 mg xe annjae apa cnooc6Hocra 3a Bo3erbe u ynpaByBalbe co uaunau. lA
noxpaj Toa, AoAeKa He ce BnAn u+AnBnAyanHara peaxqraja Ha naLlt4eHTor KoH neKor, ce
npenopaqyga noce6xa nperna3nilBocr npr Bo3eFbe r ynpaByBarbe co Ma[uhHrl.

Hecaraxu gejcraa

Bo rnrHr.{Khre cryAt4il 3a pynaraAuH 10 mg, ra6neru 6rne ernyraean 2OZ5 Bo3pacHr
naLlileHT[ u a.qonecLleHTr Ha Bo3pacr nag 12 roArHu oA Kot4 120 natyeHT[ npmMane
pynaraA[H Bo BpeMeHcKh nepro,q o4 xajruanxy roAuHa AeHa

Hajvecrra perilcrpt4paHh HecaKaxn e$errm 3a BpeMe Ha KoHTponnpaHrre Knt,tH1alr1r4 cry1nn
6rne courHoneHrHocr (9.5%), rnaeo6onxa (O.g%) r 3aMop (3.2o/o).
Iloaekero oA nprajaaeHrre Hecaxaxn gejcrBa 3a BpeMe Ha KnrHuqKure rcnnryBaFba co
pynaraAnH 6rne co cna6 4o yMepeH rHTeH3urer r He HanoxyBane norpe6a oA npeKuH co
repannjara.

Cnopeg Qperaexqnjara Ha jaeyaar+e HecaKaHure e$errr 6nne nprxaxaH[ KaKo:. 4ecmu (> 1/100 do < 1/10)
. lloepeMeHu (> 1/1000 0o < 1/100)
. Pemxu (> 1/10000 do < 1/1000)

Opexeexqrrre xa jaeyaaue Ha HecaKaHhre 4ejcraa perilcrpnpaHr Kaj naqheHTrre
rper,lpaHr co pynaraAnx 10 mg, ta6nern 3a BpeMe Ha ]firHhqKlTe cry$nu ce npnKaxaHil
noAony:

l4n$exquu u un$ecmaq,uu
. l-loepeireHr,r: $apnHrnrrc, pnlnruc

Hapywyeatba Ha uMyHuom cucmeM
. Petrr: xnnepceH3vrvslu peaKqnta (axnyvnrenno anaQunaxruvxa pearqmja,

aHrhoeAeM n yprnrapnja)*

Hapyuyearba Ha uemadonu3awom u ucxpaHama
. floapeMeHn:3roneMeHanerur

Hapyutyeatba Ha HepeHuom cucmeM
. 9ecrr: coMHoneHTHocr, rnaBo6onKa, BprornaBrLla
. floepeMeHta: HapyuyBaHra Bo BHrMaHhero

Hapyuyeatsa Ha cpqemo
Perru: raxmrap4nja n nannuran4nn*

PecnupamopHu, mopa*anHu u nedujacmuHanHu
o lloapeMeHr: enilcraKca, cyBocr

opoQapnxreanHa 6onxa,

H apyuye alba H a eac n, po u tt fit ecm uHanH u om
. 9ecrr. cyBa ycria
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. noBpeMeHh: Hay3ea, ropHa a6AoMilHanHa (5onxa, grjapea, pncnencmja,
noapa(aue, a6gouuuanH 6onKa, xoHcrrnaqrja.

Hapyuyeatba Ha Konama u nomKonHomo mKuao
. iloaperueHil: ilchn

Hapyuyea,ba Ha MycKynume, KocKume u cep3Homo mKueo
. floapeueHu: 6onra ao rp6or, aprpanruja, rraujanrnja.

Onwmu Hapyuyeatba u Hapyuyeatba Ha Mecmotno na annuxauluja
. Llecrm: cna6orlr, acrenrja.
. floapeMeHta: xe,q, onlura cna6ocr, nrapexcrja mpuria6rnnocl.

Il a6opamop u cKu aHan u3 u
. nogpeuleHh: SroneMeHo nna3MarcKo Hl,1Bo Ha Kpeia'rmH Qor:$oxNnasa, 3rofleMeHo

Ht4Bo Ha anaHrH aMrHorpaHc$epasa, 3rofleMeHo HhBo Ha acnaprar
aMhHorpaHcSepasa, a6HopuanHI HaoAh xa Synxqr,roHar]HtaTe xenaranHh recroBr4,
3roneMeHa TenecHa TexhHa.

* no nyu.ttaFbero Ha neKor PynaragnH 10 mg, ra6nerr Bo npoMe'r nprajaaeHa e nojaaa xa
raxuxapgrja, nannhralu[ ]4 peaKLlnv Ha npeocernheocr (axnyL{u.,tfenHo ana$unarrrvna
pearqrja, aHriloeAeM ra yplaxapraja) *

flpHiaevaalbe xa cvcnerrHtare xecaxaxh Aeicrea
llpnjaayaaruero Ha HecaKaHhre 4ejcraa perhcrpilpaH[ no n\/uJTab€r Ha neKor Bo npoMer e
oA roneMa BaxHocr. Ha oaoj Haqr4H ce o6es6e4yBa KoHTt/t{yrrpaHo cneAeFbe Ha Kopt4cra
HacnpoTl4 pt/314KoT og ynorpe6ara Ha neKoT. Me4nqnncKLloT nepcoHan rpe6a Aa ro
npniaau ceKoe corltHrrenHo HecaKaHo 4ejcrao npeKy [-'laqNr:xanHnor LleHTap 3a
QapuaxoeilrilnaHLla npra Arexqujara sa neKoBt4 ,t MeAilqt4HcKt,t cpeAcrBa - MAnMEE,
(yn.Ca.Knprn u Meroguj 6p.54 rar 1) vnvl no ener:rpoHciKt/ flar npeKy ae6 crpaHara Ha
Arenqrjara http.//malmed. qov. m k/.

4.9 llpegosupare

Heua npr,rjaaexra cnyqa[ Ha npeAo3ilpaH,e raj aospacHm nitLlueHTyt il .qeqa. Bo xnunrqxa
aygnla oa 6es6e4Ho(]r oA ynorpe6a, annmraqrjara Ha pyflaradqilH Bo AHeBHa 4osa o,q 'lO0
mg Bo reKor Ha 6 geHa 6nna 4o6po noAHeceHa. Hajvecro HecaKaHo AejcrBo 6nno
COMHONCHTHOCT.

[1pu cnyvaeH BHec Ha MHory BncoKrl 4oar rpe6a,qa ce npnMr3r{r4 cr4M]nroMarcKa 14 cynoprhBHa
repanrja.

oAPMAKOIO llt K14 oCOEEHOCTh

tDapuaroglHaMHcKn oco6uxu

5.

OapuarorepaneBTcKa rpyna:
ATC rog: R06A X28.

Pynaragrx e aHTrxhcraMhHhK
Aonrorpaex eQerr co cereKTh
peLlenropt4. Hexor oA
xr,qpoKcilnvpa+t naera6onrrr) ja

3a chcreMcxa ynorpe6a,

aHTaroHt4cT Ha xt4cTaM]4HoT CO

KoH neprQepxrre H1

(4ecnopara4r,rn n HeroBhre
A AKTTBHOCT 14 MOXAT

5.1

AenyMHo Aa npnAoHecaT 3a BKynHroT eQerr Ha ner(or.



Bo in vitro ncnnryBaFbara co npmMeHa Ha BmcoKr4 KoHqeHTpaqnu Ha pynara gnl 6nna
saOenexaxa naxu6nquia Ha AerpaHyna1ujara Ha Macr ffterKhre rHAyql,lpaHa oA
nMyHonouJKl4 r He-[MyHofloLtlKt4 Qaxropu KaKo v Ha ocnooo4yaaFbeTo Ha quToKt4Ht4
(oco6exo ss TNFo ) Bo Macr KnerKhre r MoHoqr4Trare raj nyfe. Bo nAHViHa rpe6a Aa ce
yrBpAl4 KnhHhqKara peneBaHTHocr Ha oBre eKcnepuMeHTanHr noAaroqh.
KnuHrqrnre cryP,nn cnpoBegeHra xaj go6poBoflqt4 (n= 375) u naqreHrra (n=2650) co
aneprrcKn pnHnrnc u xpoHnLtHa n4nonarcKa yprrKaprja He noKaxafle curnnsrxanrHo
anniaaue Bp3 eneKrpoKapArorpaMcKr4or HaoA no annmxaqmja Ha pynaragnH ra6nern Bo
Ao3t4 co oncer o4 2 mg 4o 100 mg.
Kaxo xnrurr{Ku MoAen 3a npoqeHKa Ha eQnracnocTa Ha aHrn-H1 neKoBHTe Bo rperMaH Ha
cnre cocroj6tt Ha yprtaKapnja 6nna ynorpe6ena xpoHt4qHara h4ronarcKa yprnxapr,rja
5ngeikn ocHoBHara naro$nano nornja Ha cnre oBr4e cocroj6r,r e cnrqHa 6es pasnnra xa
erronorrjara a oBre xpoHt4t{Ht4 naLlreHT[ Moxe nonecHo Aa ce perpyrhpaar Bo
KnnHrqK]4Te cTyAVn.
Yprrraprajara e HapyuJyBaFbe Bo Koe ce BKnyqeHu Macr KnerKnre a xrcraMhHor h
ocraHart,1re rraegrjaroput (PAF r LluroKr4Hrare) ce rnaBHnre nocpeAHmtp4 Bo pa3Bojor Ha
yprrrapnjarlHnre npoMeHr. Pynara4ru ro 6noxmpa ocno6ogyBabero Ha xrcraMrH r
Apyrrre ueArjaropr xa mu$narr,taqraja n cnopeA npenopaKilTe Ha KnilHylqKnre BoAr4qil ce
oqeKyBa Aa AoBeAe go e$nKacHa pe4yxqrja xa cilMnroMl,lTe Ha cure cocroj6ra Ha
yprnrcaprya (noxpaj Ha xpoHr4qH ara vt1nonarcKa yprr4Kapr,tja).

Bo nnaqe6o-KoHTpoflt4paHa cryAmja cnpoae4eHa xaj nallueHTu co xpoHr,l{Ha hAr4onarcKa
yprrxaprja, no 4 HeAenh repanraja 6nna sa6enexana e$rxacuocr Ha pynaragnH
Hacnporl4 nnaqe6o Bo: pe4yrqrja Ha cpeAHara BpeAHocr 3a npoqeHryanHoro
HaManyBaFbe Ha npypl4Tycor Bo o4Hoc Ha noqeroK Ha rperMaHor (npourena Hacnporh
noqerHara BpeAHocr: pynaraArH 57.5o/o, nnaqe6o 44.9o/o) h Bo peAyrqrja xa cpe,qHuor
6poj Ha ypn4Kt4 (54.3o/o nc 39.7%).

5.2 tDapuaxoxr4HercKu oco6rxu

Pecopnunia r 6nopacnonoxheocr
f]o nepopanHa anflnKaquja, pynaraAuH 6peo ce pecop6rapa a tmax e oKofly 0.75 qaca.
f1o nepopanHa annrKaqraja Ha eAuHeqHn rqo3u og 10 mg ra 20 mg cpeAHmre BpeAHocl4
sa Cmax r43HecyBane 2.6 ng/ml ra 4.6 ng/ml, coogaerxo.
OapnaarorrHerhKara Ha pynaraA[H e n]4HeapHa no annraxaqrja Ha eAilHeqHn v1

noaekexparHr Ao3t4 Bo oncer og 10 no 20 mg. flo annnraquja Ha .qma oa 10 mg, eAHau Ha
AeH, Bo reKor na 7 geta cpeAHara BpeAHocr 3a Cmax [3HecyBana 3.8 ng/ml.
flnaguarcxara.KoHqeHrpaqnja 6enexu 6r-excnoxenqnjanex naA co cpegHo BnonyBpeMe
Ha er[Mt4HaqnJa o,q 5.9 L{aca. Pynara4rx Bo roneM npoLleHT ce BpgyBa 3a nfla3MarcKnre
nporehHh (98.5- 99%).
Pynara4rH HhKorau He e annnLlrpaH mHTpaBeHcKr4 xaj xyruaHa nonynaqraja m 3apagu roa
HeMa noAaroLln 3a HeroBara anconyrHa 6nopacnonox,tBocr.

Ederrn Ha aHecor xa xpaHa
Bxecor Ha xpaHa ja eroneuyBa cncreMcKara u3noxeHocr (AUC) Ha pynara4taH 3a oKony
23o/o. ExcnoHrpaHocra Ha eAeH oA aKMBHrrre uera6onnrn u Ha rnaBHnor HeaKTrBeH
uera6onnr e cKopo racril (pegyxr_paja op oKony So/o u 3o/o ). Bpenaero norpe6xo
3a nocTilrHyBaFbe Ha MtaKchMiaflHaTa nna3MaTcKa
6rno npoAonxeHo 3it 'l qac. Buecor ua xpanq, ryei' BpeAHOCTa Ha
MaKcnMaflHara KoHqenrpaqnja Bo nnasMara (CmdlfOare
axavajxocr rr:r a ,i, , ;:
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Bo cryAraja 3a enhMrHaqraja xaj nyfe (40 mg Ha 'aC-pynara4nn), 34.6% annilLl4paHara
paAroaKrnBHocr 6nne permcrpnpaHil Bo yphHara a 60.9!/o eo cpeqecor ao rexor Ha 7
AeHa. [lo nepopaneH BHec, pynaraAnH noAflexn Ha 3Hell{aeH npe-cncreMcKt4
Mera6onhsana. Bo ypilHara ra Qeqecor 6rne AereKTnpaHh He3HaLtajHr xonnvvltt Ha
HenpoMeHera aKThBHa cyncraHqnja uro yKaxyBa AeKa neKo-r noAnexrt Ha peqllcl4
qenoceH nlleraOonrsau. Arrranrre rraera6clnurr AecnoparaAhH n Apyrule
x],1ApoKcilnL/,paH.V AeprBarr onQakaar oKony 27ot',o u ,4{}7o, coo4BerHo, oA BKynHara
cucreMcKa n3noxeHocr Ha aKTHBHT4 cyncraHqrm. llogaroqilTe qq in vitro cryAr4hre sa
OnorpaHcSopnraqraja cnpoBeAeH!4 Bp3 xyMaHh xenaranHyr Mr4Kpoo3Mr4 yKaxyBaar AeKa
pynaraAilH BornaBHo ce naera6onv3vpa npeKy eH3hMnre Hit Llt4ro;(povr P450 (CYP 3A4).

lloce6nr rpvnr Ha nauileHTh
Bo crygrja cnpoBeAeHa 3a cnopeg6a Ha pe3ynrarrre l:aj runa,cp,l Bo3pacHV v nocrapn
naLlneHTll, co BKnyqeHn 3qpaln 4o6poaonqu 6unct yrBp.qeHo ,qeKar BpeAHocrrre sa AUC
r Cmax Ha pynarallrH ce noBhcoKt4 xaj nocrapil rcnopeAeHo co NtnaAr BospacHil nilLla.
Oaoj e$exr najaepojarHo e noBp3aH co HaManeHmor Mera6onnsau Ha npBo Mr4HyBaFbe
Hils xenapor xaj nocrapilTe nilLla. [1pr ananm3a Ha ruerabonllrrre, He 6rne sa6erexaHil
oBhe pa3nnxr. CpegHoTo nonyBpeMe Ha enilMLlHaqraja H€l pyna'riaAuH r43HecyBano 8.7
vaca xaj nocraphre il 5.9 ,{aca Kaj noMnaArr€r go6;roeonqn. Oare pe3ynrarh 3a
pynara.qilH il HeroBrre ueraoonrrh HeMaaT Kflr4Hr4qKa snavajnocr n sapaI.V Toa,
yrBp,qeHo e AeKa HeMa norpe6a og npr4narogyBabe Ha Aooara npt,l npilMeHa Ha Ao3a oA
10 mg xaj nocrapr flilLla.

5.3 Ilperxnuxurtx[ nogaroqn 3a 6ee6egnocr

l-lperxnNnnL{K[Te noAaroLlt4 He yKaxyBaar Ha noce6Fln ttr€rTHt4 e$erru aps nyfe aps
ocHoBa Ha KoHBeHLlLlOHanHilTe CTyAt/1tA Sa 6ea6egnocT o.q y,norpeoil ToKcl4qHocT npr
noaeke xparHo Ao3il pa Fbe, re HoroKcklL{ Hocr r KaHl{epore Hoor.
Annuxaqrjara Ha pynaraAhH Bo Ao3r4 noaerte oa 100 na'rr4 noBytcoKul oA KnrHrqKara
npenopaqaHa Ao3a xaj aospacHr (10 mg) He pe3ynrrpaflar co npoAonxyBaue xa QTc
rnr QRS t4HTepBanor xaj pasnrvHr BhAoBh Ha eKcneprtr\4eHTaflHut xt4BorHkl (craopqm,
rarHejcxr npacfiFba N xyvr,*ua) Hnry naK npe,qt43Bt4Kanil aprrnrmja.
Pynara4ru n eAeH oA HeroB[Te rnaBHh aNrt4BHh rrllera6onrrra xaj nyfe, 3-
xt4ApoKct/AecnoparaAIH, He enrjaene Bps cpqeBilor aKqhc)HeH norexqujan Ha
il3onhpaHh nypKl4HheBil BnaKHa oA Kyqe Bo KoHLleHTpallilul sa Hajuanxy 2000 narra
noBucoKl/ o4 Cmax xoja ce nocrurHyBa raj nyie no BHec Ha Ao3a oA 10 mg. Bo crypuja
3a npoLleHKa Ha e+,exror Bp3 KnoHrpaH XyMaH HIERG KaHan, pynaraAhH AoBen Ao
nuxwlvqnja Ha KaHaflor no nphMeHa Ha KoHl{eHrpaquja sa 1685 nelTr noBncoKa oA Cmax
roja ce nocrilrHyBa xaj nyfe no BHec Ha Ao3a oA 10 ntg. Cry4raNre sa rKhBHa
grcrpu6yqrja cnpoBeAeHn xaj craopqr co ynorpe6a Ha pyniaraAhH MapKupaH co
paAiloaKrhBHa cyncrianqrja noKaxale AeKa neKor He ce ar:yMynnpa Bo cplleBoro rKr4Bo.
Kaj craopqr no nphMeHa Ha BhcoKa Ao3a o,q 120 rrrg/kgl51ea vt nocrhrHyBaFbe Ha Cmax
sa 268 narh noBhcoKa oA Cmax h3MepeHa raj nyfe no BHec Ha repeflssrcKa Ao3a o4 10
mgiAen 6mna permcrpl4paHa crrHrQnraHTHa peAyKulurja H:r nnoAHocra (ra xaj MauK[Te h
xaj xeHcxrre npilMep,ot lr).
Oeranna roKcrL{Hocr (ognoxyBaFbe Ha pacror, HeLlenoc;Ha r<anqm$rxaqnja, rrllrHopxr

caMo npl4 BHec Ha Ao314 TOKCT4L{H[4 3acKenerHr'r npouenr) raj craopqn.
naajxara (25 u 120 mrg/kg/4ex. paHl,l Tolict/.{H1,1 reQexrfi Bp3 pasaojor
npfi ynorpe6a Ha Ao3t4 Ao Konqexrpaqrnre nph Kor4 HeMano
CTATTCThT{KV CIAIH ilflk1 !4HT€rt-t3rlTeTOT na 6UnO xOr
HecaKaH[ eSexrn ape Adverse Effect t-evels) nsnecyaane 5
mg/kgi4ex xaj craoprlr r co nocrhrHarh Cmax 3a 45 n 116

-'sHKu?'
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naTr noBncoKh, cooABeTHo, xaj nyie no BHec Ha repaneBTcKa Ao3a



oA 10 mg/AeH.

6. OAPMAqEBTCIt(14 OCOEEHOCT]4

6.1 flrcra Ha excqmnueHcr

npexerlaTrHl/t3rpaH CrpO6
M14KpOKpr4CTafl Ha qenyno3a
qpBeH xefle3eH oKcr4A (E-172)
xoflr xene3eH oKcl4A G-172)
naKTo3a MoHoXr4ApaT
MarHe3hyM cTeapaT

J4xronarn6rrHocrtl6.2

He e nprueHnnBo

6.3 Pox xa ynorpe6a

3 ro4rHn.

6.4 floce6xr MepKx npr r{yBamre Ha nexor

Hyeajre ro neKor Bo oprrnHanHoro naKyBabe 3aurhreH oA cBernuHa.

6.5 hsrneg x cogpxl,tHa Ha naryBaHre

PVC/PVDC I any tmnnyucxn 6n ncrep.
flocranHn ce naKyBalba co 10 ra6nerm.

6.6 [Ioce6xn Meprx Ha nperna3nlBocr npn orcrpaHyBa]be Ha ynorpe6exure
MeAn qn Hc Ku n pou3 B o Au nnn ornaAH ]tor ruarepnjan

Herua noce6xn npenopaKh.
Heynorpe6eHror neK ce yHhruryBa cornacHo noKanHhre nponncn.

7. HOCI4TEfl HA OAOEPEHI,|ETO 3A npOMET

3eHrhea f'lxaprua Maxegoxr,rja Aooefl Cxonje
Yn. Jop4aH Mr,rjanxoa 6p.48-1 I 1 -2
1000 Cronje
Peny6nraxa Ceaepra Maxegoxraja

9.

EPOJ HA OAOEPEH]4ETO 3A nPOMET

AATyM HA nPBOTO
3A NPOMET
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10. AATyM HA nOCI|EAHA pEB1431,tJA HA TEKCTOT

Oxrouapu,202l




