
3ET{PEH I,I3BETUTAJ 3A OCOEI4HI4TE HA JIEKOT

ALVOTADIN
0.5 mg/ml nepoparleH pacrBop

desloratadine

I.I,IME HA JIEKOT
ALVOTADIN 0.5 mg/ml nepopaneH pacrBop

2.KBAJIHTATI,IBEH [I KBAHTI,ITATI,IBEH C OCTAB
EaeH ml oA nepopanHilor pacrBop ALVOTADIN coApxH 0.5 mg AecnoparaAuH.
flolrournu cyncraHl-luu co no3Haro 4ejcrso: 105 mg/ml cop6urol.

L{etocuama nucmo Hq eKc1unueHcu e dadeua eo den 6.1.

3.@APMAUEBTCKI,I OOPMII
flepopaneH pacrBop.
Eucrap, 6e:6oeH pacrBop co oBoueH BKyc.

4. KJII,IHIIIIKI4 OC O E rIHU
4. I.TEPAIIEBTCKI4 I,IHAI4KAIII{U
ALVOTADIN e HaMeHer 3a Bo3pacHH, aAoJreclleHrh H Aeua nocraph oA I roAltua sa

oJlecHyBarbe Ha chM[ToMHTe Ha:

o AreprncKn puHrlrr4c (erAere ael 5.1)
o Yprnrcapr.rja (eilaere aen 5.1).

4.2.[O3VIPAItrE [r HAqI,IH HA yIIOTPEEA

floruparre
Bospacuu u adonecqeumu (212 zoduuu).' llpenopaua*ara Ao3a e l0 ml (5 mg) oa nepopanHuor

pacrBop, eAHau Ha AeH, He3aBLIcHo oA BpeMero 14 pacflopeAor ua o6poqnre.

Il e d uj a mpu c rcu na uue u mu

floxroporrpe6a 4a e nn$opMnpaH Aera noaertero cnyqau Ha anept'HcKl4 pHHLtr rcaj aeua nol2
toAr4Htr ce co uuQercruaHa ernororuja (au.qe're rct 4,4.) 14 He nocrojar no4aroqrl rcou ja
roAApxyBaar rpuMeHara Ha AecnoparaAr.rH repopaneH pacrBop, 3a rperMaH Ha uH$exrnaeH

pHHr.rT.

-Ieqa Ha so3pacm od l-5 zoduuu:2.5 ml (1.25 mg) oA nepopaJlHuor pacrBop, eAHau Ha AeH.

-IeUo Ha lnpacm od 6-l I zoduuu: 5 ml (2.5 mg) oa repopanHhor pacrBop, eAHauI Ha AeH.

He e yrep4eHa e$r,rracHocra H

pacrBop 3a nepopanna ynorpe6a
noAaTorlH.

Ilocrojar orpaHl4qeHu [oAarouu
AecnoparaAran rcaj aAoJIecqeHTI4 Ha

6es6eAHocra oA ynorpe6a na AecaoparaglaH 0,5 mg/ml
xaj aeua Ha Bo3pacr nol I toAI4Ha. He nocrojar Aocra[Hu

oA Krr4HHrrKH CTyLHH

Bo3pacr oa l2-17 rolurtu
o.t ynorpe6a Ha

n 5.1).
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HureprtaureHTHnor aneprucKu pHHr4THc (npncycrro Ha cr4MnroMuTe Bo BpeMeHcKI4 [epuoA
rroKparoK oA 4 Aena Bo HeAeJrara vru noManKy ol 4 ueAenra) rpe6a Aa ce rperhpa Bo

coriracHocr co ncropnjara Ha [arlHeHTor h no rroBJreKyBarbe Ha cuMnroMhre rperMauor rpe6a

Aa ce npeKr4ne. flpra noBropHo janyaarre Ha cnMnroMra rpe6a Aa ce npoAoJIxH co repanujara.

Bo c,ryuaj Ha nep3ucreHTeH aneprncKH pr4HHrHc (npucycreo Ha cuMTnoMH Bo reKor sa >-4

Aeua/neAelHo HJIH sal, 4 ue4e,rra) Ha rrauueHror rpe6a Aa My ce flperopaqa KoHrt4HyvpaHa

ynorpe6a Ha JreKor Bo [epr4oAor Kora e H3JIoxeH Ha anepreHor.

Ha.r[H ua anrurcaquja
flepopalna rpr.rMeHa.

Jlercor Moxe Aa ce 3eMa He3aBHcHo oA pacnopeAor Ha o6pouure.

4.3. K O H T P Ar.rHAr4 K ArIr4I,I
. flpeocerJll.rBocr Ha aKTHBHara cyrrcraHr-luja, ua nexoja oA noMorxHnre cocrojrcH Ha JIeKor

(HaseAeHH Bo AeJr 6.1) unr.r Ha noparaAuH.

4.4.MEPKU HA TIPETIIA3JITIBOCT lI TIPEAyIPEAyBAIbE

,{ecloparagr.tr rpe6a Aa ce aAMilHncrpilpa co nperna3Ju4Bocr rcaj nauneHTn co MeAhuHHcKa hnu

$ar*,tralujapHa racroplrja Ha HaraAh, a rJraBHo MaJrH Aeua, Kor4 ce nosette [oAJIoxHH ua pasaoj Ha

HoBH HanaAH npu TperMaH co Aecnopara1rH.34pancrneHure pa6oruhuu Moxe Aa HMaar Bo

[peABr4A [peKHH Ha Aecnopara4r,rH raj nauueHTr4 KoH Aoxr4Beane HanaAH AoAeKa 6n,qe Ha

repanuja.

II ed uj a mp uc xa no ny n a quj a
Kaj aeuara Ha Bo3pacr nol2 roAr4Hr4 oco6eHo e reuKo Aa ce yrBplu lujarno3a Ha anepn4cKu
pHHHrr4c Bo oAHoc Ha ApyrHTe $opn,tn Ha pr4Hl,rruc. Tpe6a aa ce o6pne BHI4MaHHe Ha orcycrBoro
Ha chMrrroMH Ha r.ru$ercqaja Ha ropHr4or pec[uparopeH cncreM vtrvl Ha crpyKTypHt4

a6uoptralHocrt4, Aa ce HarrpaBu AeraneH [perneA Ha [auueHTor h Aa ce 3eMe aHaMHe3a, Aa ce

Ha[paBar cooABerHH ra6aparopncKr4 hcnHryBarba KaKo h KoxHr,r recroBu sa aleprnja.
Orony 6% oA Bo3pacHHTe rraulreHTn H Aeuara Ha Bo3pacr 2-11 roAHHh c,la6o ro
uera6o,rugupaar AecJroparaAuH Li rto anJruKaqr.rjara ce h3JIoxeHH Ha ttoBucoKa KoHueHrpaur.rja

oA aKrHBHara cyrrcraHr-tlrja (euaere rct 5.2). Ee:6eAsocra oA yilorpe6a Ha AecnoparaAuH xaj

Aeua Ha Bo3pacr ol2-l I roAnur rcou c,ra6o ro naera6orv3vpaar JreKor e vcra co 6e:6eAHocra
oa ynorpe6a Ha JIeKor raj uopruralHare nauueHTl4.

He ce H3BeAeHh cryAHH 3a npoueHKa ua e$error oA ynorpe6a Ha Aecnoparalr.tr xaj Aeua <2

roAhHH rcon c,ra6o ro vera6orvt3L,tpaar neKor.
Bo clyuaj Ha rerrKa peHanHa raHcy$r,ruuenquja ALVOTADIN, pacrnop 3a IIepopaJIua ynorpe6a
rpe6a Aa ce rrpuMeHyBa co 3roJreMeHH MepKH Ha rrperrra3JrhBocr (era.qere rct 5.2).
Jlercor ALVOTADIN coApxn cop6uro,r. flauneurnre co perKa BpoAeHa rronepaHquja rua

Spymosa, HeAocraroK Ha eH3HMor caxapa3a-H3oManra3a vtv KoH HMaar rrnxosa/ranaKTo3a
Mana[cop[ur4oHeH cHHApoM He rpe6a Aa ro ynorpe6yeaar neKoI

6':J5
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4.5.I,IHTEPAKUI{II CO APyrI4 JIEKOBI,I I,I APyII,I I4HTEPAKIIIILI
flpra rco-alMHHHcrparluja ua epHTpoMr4uvH vtv KeroKoHa3on co AecnoparaAhH ra6,qeru :a
BpeMe Ha KJIT4HI4LTKVTI AcnATyBaH,a He 6ea perncrprpatLl KJrHHr4r.rKH peneBaHTHh HHTepaKuHr4

(nngere aer 5.1).

fleanj arprzcra nonyraqraj a:

Cryluvt 3a HHTepaKquu 6nre cnpoBeAeHH canao rcaj Bo3pacHH.

I4croepeueHara yrrorpe6a ua AecnoparaAnH ra6rern 14 a!'rKoxoJ'r 3a BpeMe Ha eAHa KJurHr4qKa

cryanja sa $apvarco,rorlrKn r4HTepaKrruh He AoBeAe Ao noreHuhparbe Ha eSercror Ha aJrKoxoJror
apr cnoco6Hocra aa neprpopMaHcu Ha nau[eHTor (elrAere Ae,'r 5.1). Cenarc, nph nocr-
MapKerHHrxKa yflorpe6a, 6ute npujaneHu cnyqau Ha Heronepanqr.rja H HHToKcuxaqnja og
aJIKoxoJL 3aroa, ce [peilopaqyBa npera3irr4Bocr AoKonKy ce 3eMa r4croBpeMeHo co aJrKoxon.

4.6.EPEMEHOCT Lr [OErbE :

Epenaeuocr
I-oren,t 6poj noaaroura rcaj 6penaeuu NeHa (noeeke ol 1000 peay,rraru Bo 6peueuocr), He

yKaxyBaar nocroerbe Ha rua,r$oprraarunua HHTy $ero/HeoHara,rHa roKu4rrHocr Ha

AecnoparaAhH.
Bps ocuora Ha pe3ynrarure Ao6ueHri oA eKcnepnMeHTanHHTe cryAHH lr3BeAeHH rcaj NueorHu,
JIeKor He noKaxyBa AupeKTHr,r LtJwt krHLvtpeKTHH mrerHu eSerrn Bo oAHoc Ha penpoAyKpuBHapa
ToKcI4LrHocr (nu1e're 4er 5.3). Karco naeprca Ha rperna3JruBocr, rrpe[opaqnuBo e Aa ce
u:6eruyea ynorpe6a Ha ALVOTADIN 3a BpeMe Ha 6penaeuocr.

{oeme
,{eclopara4nu e lr4euru$HKyBaH Kaj HoBopoAeH.ttwal AoeHquna rcou 6ure xpaHerh co
naajuuHo MJreKo oA TperupaHh xeHlr. He e rro3Har e$exror Ha AecJroparaAuH Kaj

HoBopoAeHqwrca/ AoeHqr4rba. Tpe6a Aa ce 3eMar Bo npeABHA 6eue$raror oA AoeFr,e 3a Aerero H

6enetpraror o4 repanujara 3a xeHara, npr4 oAnyKara Lawi fte ce rtpoAonxn HnH [peKHHe

Aoerbero 3a BpeMe Ha rperMaHor, HJIH narc fte ce rpoAon)Kv uilv [peKHHe repannjara 4o
ALVOTADIN,

@eprluurer
He ce Aocra[Hu iloAarouu sa $eprrallrreror rcaj uaNu il xeHH..

4.1,BJ[I,{JAHPIE HA JIEKOT BP3 CTIOCOEHOCTA 3A BO3EILE I,I
YIOTPEEA HA MATIILIHII

Bpr ocuoaa Ha K,.rHHHqKHTe I4cnHTyBaFr,a, AecJloparaAhH HeMa r4r'tH r4Ma He3HaqHTeJrHo

nlujauue ap: cnoco6Hocra Ha nau,HeHTor 3a Bo3erbe H y[paByBaH,e Ha Ma[rhHlr. flauueurure
rpe6a 4a ce r.rHtpopMupaar aerca rcaj nosekero [aur4eHTu 3a BpeMe Ha rperMaHor He ce nojaanla
3aMaeHocr. Cenarc, 1urciku nocrojar AHLABVAyanHH pa3nr4Kn KaKo oAroBop Ha cHTe reKoBtr, ce
flpe[opaqyBa [aur4eHTure Aa 6u1at coBeryBaHh Aa He ce aHraxr4paar Bo aKTr4BHocrH KoH

6apaar MeHTarHa 6yAuocr, KaKo uro ce Bo3eH,e co

W
.trr*.")

AOAeKa He Ce yTBpAH Hr.rBltHOT COICTBeH OA|OBOp Ha

KOpHCTeFbe Ha Ma[rr1HH,



4.8.HECAKAHI,I AEJC TBA

Pe:urrre na 6es6e.{HoceH npo$nl

IIe d uj a mp uc xa no ny n a q uj a
3a nperrae Ha KTHHH.IKHTe Hcrrr4TyBarba cnpoBeAeHu rcaj ne4rzjarpl,cKt4 ttauueHrH, zrynao 246
Aella Ha Bo3pacr oA 6 n,leceun Ao I I ToAHHH npururnja AecnoparaAuH cHpyn. Eeue
perxcrpupaHa cJII4qHa BKy[Ha HHTIHAeHUa ua nojaea Ha HecaKaHu erfercrn Ha JreKor norrleiy
rpynara Ha Aer-la Ha Bo3pacr ol 2-l I ro4nHu Kor4 ro rpuMaa neKor u nlaqe6o rpynara.
Hajuecru nprajaaenra HecaKaHr4 4ejcrna co roBHcoKa Sperceeuqwjauajanyeame raj uoeopo4eHn
H Aerra Ha Bo3pacr ot6-23 Meceuh cropeAeHo co nraqeOo 6ea: 4rajapea(3.7Yo), rpecKa (2.3o/o)vt
uHcorrauuja (2.3%). Bo .qonolHHTeJIHa wyluja, no arruKarluja ua eAHHeqHa Ao3a oA 2.5 mg
AecnoparaAllH pacrBop 3a nepopanua ynorpe6a raj nnqa Ha Bo3pacr ol 6 u I I roluHu He 6ea
perucrpHpaH14 HecaKaHu 4ejcrea Ha JreKor.

Bo rcluHuqrca cryauja co BKnyLIeHu 578 aAonecueHrr4 Ha Bo3pacr oA l2lo 17 roguuu Hajuecro
npujareHo HecaKaHo aejcreo 6eue uaso6orxa; rraso6orxa 6erue perucrpupaHa waj 5.9oh ol
naqHeHThTe KoH npr4Maa AecnoparaAHH Hacflpolu 6.9Yo oA nlaue6o rpyrara.

Bospacuu noqueHmu u adoaecqeumu
3a apenre Ha KJIHHHqKnTe cryAr4v npv ynorpe6a Ha nperopaqaHilTe Ao3r.r AecnoparaAnH 3a
rperMaH Ha aneprucKr.r pl4HHTHc H xpoHnqHa HAuonarcKa ypruxapuja rcaj eospacHu nar_lneHT[ a
aAortectreHTh, HecaKaHH lejcrea ce jaeraja Kaj 3% noseke [ar-lHeHTr4 rperHpaHn co
AecnoparaAl4H cnopeAeHo co nauueHTr4Te KoH rrpuMane nlaqe6o. Hajuecrra npnjaeeHra
HecaKaHu 4ejcrna co noBucoKa Sperceenquja aajaayearre Bo oAHoc Ha n,raqe6o rpynara 6ea:
cra6ocr (1.2%), cyBa ycra (0.8%) H rraso6oirxa (0.6%).

Tabe.napeH rrprrKa3 Ha HecaxaHure gejcrna
Hecarcaunre 4ejcrea rcou 6ure npnjaeeHra rto ryrrarLe Ha JreKor Bo [poMer ce rpynHpaHH
cropeA rpperceeHtllajara Ha cneAHnoB HaqhH: MHory qecrH (-ll10); uecru (>l/100 ao <1/10);
noMarlKy uecru (>l/1,000 ao<l/100); perrcu (>l/10,000 ao <1/1,000); nanory perrcu (<1/10,000),
Herro3Hara Qpercneuur.lja: Qpexnenqujara ue Moxe Aa ce oApeAu oA AocrarrHHre noAaroqH

Kraca Ha opraHu @percseuqHia Hecaxauu ge.jcrna oA Aec,'roparaAuH
llo.rxnj arpnc Kh HapyuyBarba Muory perKu Xa,ryquHaqHn

I Ieno':uara
cf perseHqu ia

46nopn,tanno oAHecyBan e, arpecu-ia

Hapyuynarsa Bo HepBHuor
chcreM

t.lecru [-raso6o,r xa

LIecrz (aeua
nol 2 roAnuu)

[{ecou uua

MHory perKH Bprorlaeuqa, coM HoJ'reuuuja, HecoHH tla,
nol,yffiaxH il epaKTH BHocr. Han aAH

HapyLuysarua Ha cpuero Mrrory perKu ffiIRara uj d.'a\n n ra u n r.r

I Ieno:uara
0pexserruuia

K,,;,,d
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f acrpouurecrliHaJrHH
HapyuryBarba

9ecru Cyea ycra
t{ecrn (aeua
nol 2 rolnuu)

/{njapea

MHory perKu A6AonanHarua 60,rrca, raAerL,e, norpaftame,
Aucnencuia, 4uiapea

Xenaro6r,rn ujapuvr
HapyuyBarba

Muory perKu 3ro,reHaeHo HHBo Ha xe[araJlHr4 eH3HM14,

3roneMeHa Ko H rIeHTpa quja wa lnmrpy 6uu,
XCTIATHTHC.

HenogHara
SpexdeHuraia

Xorluqa

Hapyuryaarra Ha Koxara u

NOTKOXHOTO TKHBO

I leno:uara
$pexneurln ja

@oroceu:ttrH BHocr

HapyLuyearra na
MycKynocKeJreTH [.toT cHcTeM H

CBP3HHTE TKHBA

Mnory perKu Mua,rruja

Onuru HapyuyBarla Uecru 3an,rop

t{ecru (aeua
nol 2 roAuHu)

Tpecxa

Muory perKu Pearqnu Ha rpeocerJrHBocr (raxo:
aua$uraxca, aHruoeAeM, Ancn Hea,

rrpypr4ryc, parlr H ypruxapuja).
I'leno:sara
drpexseurluia

Acrenraja

flelni arpr.rcxa nonynaunja

Apyru npr.rjaeeHu HecaKaHH e$ercrn co Herro3Hara SpexeeHquuja, 3a BpeMe Ha nocr-
MapKerHhrxKhor repuoA Kaj narrueHTu oA negnjarpucra nonylaunja, BKnyqyBaar
nponoHnlpaEe Ha QT uHrepBaJror, apnrnr.rja, 6pa4r.rrcapauja, a6HopMaJrHo oAHecyBarbe 14

arpecr,rja, 3roneMyBalr,e Ha rexuHara H 3roneMyBarte Ha a[erhror.

flpujanynarbe Ha cycrrerTH r{Te HecaKaH H qej crna
flpnjaeynarsero Ha HecaKaHl4re gejcrea perucrpupaHu rro nyuralbe Ha JreKor Bo rrpoMer e oA roJreMa
BaxHocr. Ha oaoj HaquH ce o6es6e4yBa KoHTr4Hyr4paHo cJreAerbe Ha Kopr4cra Hacnporr4 pH3HKor oA
ynorpe6ara Ha JIeKor. MeAnquucxr4or rrepcoHal rpe6a Aa ro npr.rjaBu ceKoe coMHHTeJrHo HecaKaHo
gejcreo Bo HaulroHanHHor ueHrap sa QapuarcosHn4JraHr]a,

4.9. rrPEAO3I4PArbE CO JTEKOT
flpo$r.rnor Ha HecaKaHra 4ejcrna npnjaneHu oA rrpeAo3rlparre 3a BpeMe Ha nocr-MapKeruHrxKara
ynorpe6a, e cJIHr{eH Ha repa[eBTcKr4Te Ao3r4, Ho jauuaaTa Ha eQercrnre MoxeAa 6u4e noelrcora.

TpernlaH
Bo c,ryuaj Ha [peAo3r4parse rpe6a Aa ce rpeB3eMar HTe i\4epKH 3a

Heancop6npaHara aKTuBHara cyncrauur.rja. Ce npe
oAcTpaHyBar-be Ha

CHMNTOMATCKA U

t"t ir()z: '4J

i N;# SE

V*ror."q

cynoprr{ BHa repan rzja.
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fiecnoparaAuH He ce eJTHMHHHpa co xevogujalu:a; He e no3Haro Aa,'rH ce enHMHHhpa co
nep HTo HeaJr na gujatuza.

Curt,tn'ronan

Bo K,ruHu.rKr4Te cryAr4n co rrpuMeHa Ha Mynrunnh Ao3r,r oA ,,reKor rcaj eo:pacnu h aAonecrreHTu

rpil yflorpe6ara Ha Ao3r4 ao 45 mg (aener narr,r noBhcoKa oA repareBrcKara 4oaa) ue 6ea
ga6ereNauu KJTHHHT{KH peJreBaHTHr,r HecaKaHu e$ercru.

I-leauj arp r.rc ra no n ynaur.rj a

IlpoSlrnor ua HecaKaHr,r HacraHu noBp3aHr4 co npeAo3nparbe, ga6eleNaHn 3a BpeMe Ha

nocrMapKeruHrxKa ynorpe6a, e crr4qeH Ha oHoj rxro e ga6ereNaH co repa[eBTcKr4 Ao3H, Ho

roJreMr4Hara Ha e$ercruTe Moxe la 6ule noroJreMa.

5. @APMAKOJIOIII KII OC OBPIHII

5. l. oAPMAK OAI4HAMI,IKA
@ apu axo me pane s m c Ko zpyna : aHTHx HcraM u nu ur,r-H 1 aHTaro H r,rcrr4.

ATC rcoa: R06AX27

MexaHHaarrl Ha Aejcreo
.[ec,roparaAhH e xhcraMr4HcKu aHTaroHr4cr co ao,rrorpajHo aejcrso H ce,reKTHBHocr KoH

nepratfepur.rre H I peuerropr4. .(ec,roparaAhH HeMa ceAarhBeH e$err. flo nepopanHa
an,rrzraqnja AecnoparaAuH cereKTr.rBHo rH 6rorupa neputfepurzre xucraMHHu<n Hl peuenropu;
aKTHBHara cyncrauur,rja He HaBJreryBa Bo rreHTpanHuor HepBeH cncreM.
Bo uH sumpo cryAHHTe AecnoparaAr4H rroKaxa aHTu-aJreprhcKr4 oco6uuu ercnyuysaj(ra:
uaxw1ngnja ua ocro6o4yBarbero na npouuQnaMaropHu r-lHroKHHH (IL-4,lL -6,IL -8 u IL I 3) oa
xyMaHHTe Macr KJrerxr,r/6asorprarHnTe neyKoqr4Tu KaKo H uHxu6nqraja Ha eKcttpeu,ljara na
aAxe3r4oHara MoneKyna P-cererruu Ha KJrerKr4Te oA eHAorelor. K,ruur4qKara perreBaHTHocr Ha

oBHe noAaroura rpe6a AonoJrHnrenHo Aa ce HcrtilTa.

KruHnqra eduracHocr u 6e:6eAHocr
II e d u_i a mp u c rca n o nltn auuj a
He ce u3BeAeHr4 noce6uu nelrajarpracxr,r cry1vlvl 3a hcnuTyBame Ha eSraracHocra Ha

AecnopaTaAr.rH I]epopan H uoT pacTBop.
Bo rpra ne1ujarpucKr4 cryAHH 6eue AorcaNaHa 6es6eAHocra oA ynorpe5a sa AecnoparaAnH
cnpyn, roj co4pNr.r Hcra KoHuenrpaquja Ha aKTr4BHara cyflcraHuuja. flear.rjarpucKure rar-lHeHTH

Ha Bo3pacr oA l-ll roAhHH rcon rpe6aa Aa ce Ha aHTvlxL4craMHHcKa repanuja npnr,araja

AecnoparaA[.rH Bo AHeBHa Ao3a oA 1.25 mg (ao:pacr: l-5 roAnHn) utu 2.5 mg (so:pacr: 6-ll
roluuu). I4cnuraunuure 4o6po ja noAHecoa repannjara cnopeA pe3ynrarhre oA KJIHHr4trKI4Te

la6aparopracKu aHaJrr,r3v, B:aTailHlaTe 3Harlrz u EKG HaoAor, (orc,ryunrerHo QTc nurepaal).
flo anrurcaqraja Ha rpenopaqaHnTe Ao3H oA neKor rcaj negvjarpucKure 14 Bo3pacHHTe nauHeHTH

re^nero\

t"Np-$lA

\!ercrad)

6ea perncrpupaHH cJrHrrHH rr,'ra3MarcKr.r KoHr-\eHTpaunu Ha



Bo:pacuara u negujarpr4cKara nonyrauuja HMaar cruqeH KJrr4Hr4qKr4 TeK Ha aneprucKu
puuutuclxpoHr{qHa HAHorrarcKa yprlrrcapraja Lr cJrHqeH 6es6eAHoceH npoSran Ha Aecnopara1L,tl1'
3apa4t4 Toa noAarouuTe 3a e$urcacHocr oA ynorpe6a ua JreKor rcaj eospacHh nauneHTh Moxe Aa

ce ce [pr4MeHyBaar n rcaj neanjarpr4cKuTe [aur4eHTr,r.

E$uxacHocra Ha cflpyn AecnoparaAhH He 6ura ucnuraHa Bo ne4r.rjarpncKn cryAHH raj leua nol
l2 ro4uLnua Bo3pacr.

Bospacuu nauueumu u adonecueumu
Bo xruuuqrca cry4nja co arJruKaquja Ha Mynrunnu Ao3H oA Lo 20 mg Aecnopara4rau raj
Bo3pacHH H aAonecueHTu Bo BpeMeHcKH nepnoA oa l4 AeHa, He 6ea perucrpupaHu crarhcrnrlKu
LtItv KJII4HtttIKh peneBaHTH14 KapAHoBacKynapHH HecaKaHH e$erra. Bo KJrHHr4qKa

Sapuarcororurca cryauja cnpoBeAena rcaj Bo3pacHu naqheHTh H aAonecqeHTh npn annrKaulrja
Ha AHeBHa Ao3a oA 45 mg AecnoparaAran rcaj Bo3pacHh (leser rraru ttoBucoKa oA Tepa[eBrcKara
npeflopar{aHa Ao3a Ha ,reror) Bo reKor Ha l0 leHa, He 6eue :a6ereNaHo flpoAonxyBarre Ha QTc
lrHTepBaJroT.

,{ecloparaguH cla6o [eHerpnpa Bo ueHTpanHr4or HepBeH cr4creM. 3a BpeMe Ha

KoHTponHpaHHTe KJrr4Hr4qKr.r cryArvt rto ttpr.rMeHa Ha flperopaqaHara Ao3a oA 5 mg/4eH rcaj

Bo3pacHu nauneHTh 14 aAonecueHTu He 6eue perucrpnpaHa 3roJreMeHa nHuHAeHua ua nojasa ua
coMHoJIeHTHocr Bo oAHoc Ha nauneHTure KoH rrpnMaa nlaqe6o. Anlurcaqnjara Ha

AecnoparaAnH KaKo eAuHeqHa AHeBHa Ao3a oA 7.5 mg 3a BpeMe Ha KJu,rHHr{K}rre cryAHH
cnpoBeAeHu raj eo:pacHh H aAoJrecueHTH He pe3ynrupare co [poMeHH Ha rrcuxoMoropHuor
cTaTyc Ha nau[eHToT.
Bo eAHa cryalrja co BKnyqeHH Bo3pacHr4 narIHeHTH Kor4 rrpuMaa eAHHer{Ha Ao3a oA 5 mg
AecnoparaAuH, JreKor He uujaeure Bp3 craHAapAHnre napaMerpu 3a oApeAyBaH,e Ha

cnoco6nocra 3a Jlerarse (rxlyuurenHo Bp3 eraauep6auuja na cy6jercrr.renoro r{yBcrBo Ha

iloc[aHocr vnv Lpyrt4 [apaMerpH noBp3aH14 co leramero).

3a npeue Ha KJ'rHHI4t{rure SarraaKoJrorxKu cryLt4v xaj eo:pacua, Ko-aAMuHr4crpaqujara co
aJIKoxoJI He AoBeAe Ao BnouyBarbe Ha crarycor ua nep$opMaHcn unu Ao noreHrruparbe Ha

nocrlaHocra [peAu3BHKaHa oA aJrKoxoJror. Pesylrarure o4 ncr4xoMoropHhre recroBn Ha

Aecnoparar1liH vt nraqe6o rpy[ara He yKaxaa Ha crarunSHKaHTHH ptrsnuKu nor'aefy ABere
rpynu 6es pasluxa Aanv JreKor e arnr4rlr.rpaH caM r4Ju4 Bo rcov6raHaunja co anKoxon.

IloAoroqnre oA cryAHHTe 3a raHreparqr,rja flpu an,rlrrcaqnja Ha Mynrurrnr4 Ao3h He yKaxyBaar Ha

peleBaHTHn npoMeHh Bo nna3MarcKara xonqeHrpaquja Ha AecnoparaAuH npu Ko-
aAM u H lr crp aL!4ia co Kero Ko Ha3o J.r H ep r,rrpo M u uH H.

Kaj nospacHn [aur4eHTI4 H aAonecrreHTu co anepr].rcKu puHHThc JreKor AecnoparaAus ra6leru
fH HaMaJIH CI4MIITOMHTe KaKO: KUBaH,e, HCUOAOK OA HOCOT H qeuaH,e, KaKO H CHMIITOMHTe Ha
qe[Irbe, co,l3erbe H rIpBeHHno Bo oKoro H r{euaH,e Ha He[qero. ,{ec,ropara4nH noKaxa
e$uracHocr Bo oJIecHyBaEe Ha cHMnroMr4Te Bo reKor ua24 qaca. He ce lr3BeAeHV cryLt4A 3a

e$nrcacHocr oA y[orpe6a Ha [ecnoparagran ra6leru xaj agole
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OcseH cnopeA nocroeLrKara rcracn$urauraja Ha ce3oHcKh H Hece3oHcKH (eo :aaucHocr oA

BpeMerpaerbero Ha cHMrrroMHTe), aleprncKuor pr4HHTHc Moxe Aa ce xnacuQuuupa H KaKo

HHTepM[TeHTeH aneprlrcKh pltHurvc H nep3ucreHTH aneprucKr,r pHHHThc. IrlurepunrenreH
aneprucKn pHHHTr4c e 1e$uurapaH KaKo [pr4cycrBo Ha cnMrrroMHTe Bo BpeMeHcKH flepuoA
rroKparoK oA 4 AeHa Bo HeAenaravilA [oManKy oA 4 HeAern.

I-lepaucreureH aneprr4cKu pHHHTuc e [pacycrBo Ha cr4MTrtoMH Bo reKor sa >4 Aeua/HeAelHo
HnH rroAoJrro ol4 HeAenr4.

Cnopea oAroBopl,rre Ha npauanHHKor 3a KBaJrHTeror Ha xHBor rlpH cocroj6a Ha

prauoxonjyrrtBlt'tvic, JleKor AecnoparaAuu ra6reru noKaxa eSuracuocr Bo oJrecHyBarbe Ha

cocoroj6ara rtpH ce3oHcKr4 aneprucKH pHHrrruc. Tperuauor co AecroparaAuH Hajrr,lnory

o,rujaeue sp: no4o6pyBar-be Ha AHeBHHTe aKTHBHocrr4 H [paKTr4r{HHTe reKoBHH aKThBHocrH KoH

6ea orpaunqeHH oA cHMrrroMHTe ua 6olecra.

XpouuuHara v1t4onarcKa ypruKapraja 6eLue uc[r.rraHa KaKo KJrHHr4rrKH MoAen :a cocroj6rz Ha

yprurapr.rja 6raaejku 6es pa3nuKa Ha erno,rorujara oBHe cocroj6n vwaar c,.ruqHa

naro$nsuororuja a H xpoHr4r{HuTe [aqueHrr4 rroJrecHo e npoc[eKTHBHo Aa ce perpyrupaar. [Ipn
cexoja cocroj6a Ha ypruKapr.rja yrapaeHa e Kay3anHa acourpaHocr co ocro6o4yoarbe Ha

xncraMuH. 3apagu roa, cnopeA KrHHHrrKUre BoAr4rrH sa repanuja norpaj onecHyBaFbero Ha

cuMnroMhre Ha xpoHr,rqHara HAhonarcKa yprurcapraja ce oqeKyBa AecnoparaqrH La e e$uraceH
H eo noAo6pyBarbe ua cocroj6arav npv Apyrnre cocroj6u na yprr.rxapr.rja.

Cnopeg rroAarour,rre oA ABe nnaqe6o-rcoHTponnpaHr cry1vtll co BpeMerpaerbe oA 6 seAern
cnpoBeAeHr4 Kaj nauHeHTH co xpoHr4rrHa HAhonarcKa yprnKapnja, ua rpajor oA rpBr4or
uHTepBan Ha Ao3uparbe AecnoparaAnH rroKaxa eQnracHocr Bo HaManyBaFbe Ha r{euaFbero u
HaMaJ'ryBa[be Ha roJreMnHara h 6pojor Ha KoxHhre [poMeHU. Bo ceroja oA cryAuure
BpeMerpaerbero Ha gejcrsoro 6ewe 24 .raca. Karo n npvl crrpoBeAyBarbe Ha Apyru cryAuH co
aHTr4xucraMhHhur4 oA cryAujara6ea ilcKJryqeHn Marrur4HcrBoro Ha nauHeHTH KoH He pearnpaar
Ha rperMaH co aHTr4xHcraMHHHK. Kaj 55% oA rarrHeHTHTe rperupaHn co AecnoparaAns 6erue
peflrcTpHpauo no4o6pyBarbe Ha cHMrrToMHTe Ha r{euarbe 3a HaA 507o, cnopeAeHo co l9o/o ol
nauueHTure Kor,r npnMaa nlaqe6o. TperuaHor co Aecnopara1rH curHrz$nrcaHTHo ro HaMaJrr4

cHMrrroMr4Te npr4 crruerLe u ro noAo6plr rasnpLuyBalbero Ha AHeBHHTe aKTHBHocrH, MepeHo

cnopeA cKaJla oA 4 roqrn 3a npoueHKa Ha oBHe zapuja6tu.

5. 2. @APMAK O KI,I HE T I,IK A
Ancopnquja
Orcory 30 r',tranyru no a[JruKaur4ja Ha AecnoparaAan rcaj Bo3pacHh nauHeHTH H aAo,recueHTn

Moxe Aa ce sa6erexar MepnHBr4 KoHqeHTpaqHH oA JreKor Bo nJla3Mara. ,{ecloparaAuH Ao6po ce
pecop6upa; Cmax ce [ocrurHyaa 3 qaca no aAMuHncrpatryja Ha neKor. floryNuaoror Ha

TepMHHaJIHara Sasa e npu6,ruNso 27 qaca. CreneHor Ha rcyrr,tynauuja Ha Aecnopara1uu 6wtt

KoH3t4creHTeH Bo HeroBuor [onyxuBor (npr.r6nuNno 27 taca) r.r Spereenqujara Ha r,o3uparbe
eAHau AHeBHo. BnopacnoroxJrHBocra Ha Aecnoparalun 6uta nponopr-lnoHaJrHa Ha Ao3ara Bo

orceror og 5 mg Ao 20 mg.

Bo cepun na SaprraaxoKnHercKu t4 KJTHHHqKI cryAvlt4,60/o ol cy6jercrrare ttocrr4rHare noBHcoKa

KoHlleHrpauuja ua AecnoparaAnu. flpeearenqujara ua oeoj ,raera6o,reH Qeuorun 6n,ra
wuu (60/o), a flofoneMa
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rcaj UpHuure (18% Bo3pacHlr, 16% rcaj reAr4jarphcKr4 nauheHru) orrcorrcy
Bo3pacHr4; 3Yo neptjarpr.rcrcra) xaj leere norynaqr4u.

Eeil\u (2o/o

Bo Qaprt,taroKuHercKl4 cryrktu co noee(e Ao3H, cnpoBeAeHu co SopnryraL\uja6 Ha ra6reru xaj
3ApaBH Bo3pacHH cy6jexru, ce noKaxa AeKa qerr4pr,r cybjexru ce cla6n rraera6orhsarop, ,u
AecnoparaAHu. Oshe cy6jexru HMaJIe KoHueHrpaqr.rja ua Cmax oKony 3 narn noBucoKa Ha
npu6ruNuo 7 \aca co nonyxnBor Ha repMuHanHara $a:a oA oKony g9.raca.

ClnqHu $apnaaxoxuHercKu napaMerpr4 6ra,re sa6erexaHn u eo SapuaKoKHHercKyl cry1r4ll co
noge(e Ao3n, cnpoBeAeHu co $oprraynauujara Ha capyn- r<aj nequjarpacrcu cta6u
uera6olusaropl'i Ha Bo3pacr ol 2 lo I I ro4uHra co AujaruocruuupaH aneprr4cKu pllHurt4c.
I4:loNeuocra (AUC) Bo AecroparaltH 6ura orory 6 nari rroBucoKa, a Cmai 6vut 3 Lo 4 narw
roroneM ua 3-6 qaca co repMl4HaneH nonyxuBor oA oKony 120 qaca.l4sroNeHocr:a6wla ucria
rcaj r'aera6onu3aropnTe raj rospacHu u negnjarpucKa nauneHrr4 rcora 6ale rperHpaHg co Ao3r4
KoI'l cooABercrByBaar Ha Bo3pacra. CesrcynHuor 6es6elHoceH npoSrl,r Ha oBhe cyfijercrr,r He ce
pa3nuKyBaue oA oHoj Ha oflurara norynauuja. E$errHTe Ha AecnoparaAuu xaj ctadure
naerao0,rugaroph rroA 2 noguruua Bo3pacr He 6n,re HcnhryBaHr4.
Bo cTyAlture co npuMeHa Ha eAHHeqHI4 Ao3h oA JreKor, no a[nr4Karr uja aa flpeflopaqaHhre Ao3H
rcaj ne4rajarpHcKl4 nauHeHTH 6ea perucrpvpaHu BpeAHocrH sa AUC u Cmax cJrr4r.rHr4 co
BpeAHocrHTe Ao6ueHu xaj eo:pacHl4 nauHeHTH rto arrnuKaquja aa 5 *g lecroparaA2H chpyn.

,(ucmpudy4uja
.{ecnoparaAHH yMepeHo ce Bp3yBa 3a nJra3MarcKhre rporenH}r (53%-87%). flo an,rnx auuja ua
eAHHeqHa AHeBHa aosa (og 5 mg-20 mg), ao reKor sa 14 aeua r<aj Bo3pacHH h aAoneclleHr4 He
6ea perncrpnpaHH AoKa3h 3a Ki'IHHHt.TKH peneBaHTHa aKyMynaquja ua u*rr"ruru cyncraHquja.
Bo eAHoAosHa, crossover crylr.rja Ha Aecnopara/LL,tH,ra6rerure , 6op*yraunHTe Ha capyn 6rare
npoHajleHn rcarco 6uoexBHBaJIeHTHH. Er,rAej(u repopaJrHr4or pacrBop Ha AecnoparaLAH coApx6
Hcra KoHlreHrpaqraja Ha Aecnopararv*, He e norpe6ua cryaraja ga 6uoexer.rnaleHqraj a L,t ce
oqeKyBa la6ule eKBHBaJTeHTHa Ha cupynor n ra6lerara.

EuompaucQopuaquja
Ceyure He ce yrBpAeHH eH3HMHTe KoH yqecrByBaar eo N4era6orh3hparbe Ha AecnoparapvlH;
3ApAAn roa He MOXe BO Uenocr Aa ce r4cKnyrlH MoxHocra 3a HHTepaKuHH C() HeKoLt Apyft4
MeAH UT.THCKH rrpot43B0AH.

I'Iu aueo, AecnoparaAl4H He ro nHxu6npa CYP3A4. flolarouuTe oA uH sumpo cryAr4gTe
yKaxyBaar AeKa Aecnopara!.nH He ro I4Hxl46upa CYP2D6 ra ne e cyncrpar uury uux1r66Top Ha
P-unronporer,rHor.

Enwtunaquja
floAarouure oA eAHa cryanja co rpr4MeHa Ha eAr4HeqHa Ao3a oa 7.5 mg
AeKa xpaHara (ancorco KanopHqeH noja40rc co BHCOKa COApx(HHa Ha

AecnopaTaAHH IIOKaxaa
uacrra) He slrzjae aps

Kaj

lucrpra6yuujara ua AecnoparaAuH. Bo Apyra cryanja 6eue
coKor o4 rposje ue arujae Bp3 Aucrpn6yuujara ,u t""iopurqfu

AeKa AeCnopaTaN4H



flaquesru co peHalHu ourerygama
@apuarcoxuHerl4Kara Ha Aecnoparagran xaj [aLu4eHTh co xpoHr.rr.rHa peHanHa ancythuuueHqnja
(CRI) 6nla cnopeAyBaHa co oHaa Ha 3ApaBr4 cy6jexrra Bo eAHa cryaraja co eAHHeqHa Ao3a h eAHa
cry4raja co noneftexparHu Ao3h. Bo cryarajara co eAhHeqHa Ao3a, H3JroxeHocra Ha
AecnoparaAutt 6uta npn6,ruNuo 2 u2.5 naru noroJ'ren,ta xaj ucnnTaHr,tuN co 6lara Ao yMepeHa H
TeuKa CRI, cooleerHo, orKo,rrcy rcaj 3ApaBH cy6jexrra. Bo cryanjara co noBeke 4osla, ';steady
state" 6u,ra nocrrjtHara no I l-ruor AeH, H eo cnope46a co 3ApaBra cy6jercrn, H3JroxeHocra Ha
AecnoparaAHH e - 1,5 naru nororeMa rcaj ucnuraHr4un co JrecHa Ao yMepeHa CRI u 2,5 naru
noroJleMa xaj cy6jexru co reuIKa CRI. Bo ABere cryrvk\ rrpoMeHnre Bo H3JroxeHocra (AUC ra

Cmax) Ha AesJ'toparaLVH kl 3-xugporccuAecenoparaAuH He 6ure rcrnHuqKr4 peneBaHTHH.

5.3.TIPETKII,IHI,ITIKI4 IOAATOIII 3A EE3EEAHOCTA HA JIEKOT
.{ecnopara4HH e npHMapeH aKTHBeH uera6orur Ha noparaAAH. floAarounre oA He-KnhHHrrKHre
I4c[HTyBaFba co Aecnoparal.AH v noparal..VH noKaxaa AeKa no anlurcaquja Ha cooABerHHTe Ao3H
HeMa KBaJIITTaTHBHI4 HJIH KBaHThrarhBHn pa3nnKh Bo roKchqHuor npo$un Ha Aecnopara1ul ,1
nopaTaAr.tH.

He-rruHt'l'{Khre pe3ynrarn 4o6ueHu oA craHAapAHr4 SapnlaxororxKu cryAhr4 sa 6es6eAHocr }r
oA cryAl4l4Te 3a roKcHrlHocr rlph [oBTOpyBaHO Ao3r4parbe, 3a reHoroKchriHocr, KaHuepofeH
noreHqlajal' penpoAyKTHBHa roKctttlHocr a roKchrrHocr Bo pasnoj, noKaxyBaar AeKa JreKor
HeMa uITerHo Aejcrno npH ynorpe6a rcaj lyie.no4arolu4Te oA cryAul4Te cnpoBeAeHil co
ynorpe6a Ha AecnoparaAl,tH H noparaAl4H yKaxyBaar Ha oAcycrBo Ha KaHueporeu noreuquja,r
HA JICKOT,

6.OAPMAUEBTCKI,I OCOEI4HI,I HA JIEKOT
6.l.EKCIIUII,IEHCI,I

o HarprayM unrpar (E331)
o Cyrcposa (E955)
o lexulpvpaHa rrHMoHcKa Kr4ceJrrzHa (E330)
o Cop6r.rror (E420)
o flponuleH rrrr,tKorr (E1520)
o Xunoueroaa (8464)
o Apoua Ha MelxaHo oeourje
o [ecru,,tHpaHa BoAa

6. 2. I,I HK OMTIA T I,IE I,I JIH O C T I,I
He e npntreHJrr4Bo.

6.3.POK HA TPAEILE
3 roguHr.t.

Jfercom He c^4ee ds ce ynompedyaa nocfle
Hq naKyBatuemo.

ucmeKom ua damytvtom Ha ynompe1a umo e uaeedeu
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6.4.HAIII,IH HA I{YBAIbE
He ce norpe6un noce6Hn ycnoBn 3a qyBarbe Ha JreKor. Ilercor rpe6a Aa ce qyBa Bo
opr4fhHanHoTo naKyBaFbe, co uen Aa ce 3arxTliTt4 oA CBeTnHHa.

6.5.IIAKYBAIbE
ALVOTADIN 0.5 mg/ml nepopaneH pacrBop e craKyBaH Bo craKJreHo uurre (craruo rran III)
3arBopeHo co nracrl'it{Ho (nonrznponHJIeHcKo t4r,1 rroJrHerunencrco) 6e:6eluocHo Karraqe
o6roNeuo co rpr4 croja na roJrr{eruJleH.
flarcyeamara oa 60 ml u 150 ml ce cuaOAeHH co MepHa JraxuqKa anH ur[pnu 3a Ao3upaFr,e.
LUnpuqor 3a Ao3uparre e rpaAyupaH H cnyxu 3a arJruKauujaaaAo3u oA 2.5 ml n 5 ml.
Mepuara raxur{Ka cnyxu 3a anruKauuja aa Ao3H oA 2.5 ml r.r 5 ml.

6.6.Y[ATCTBO 3.{ YTIOTPEEA
Heynorpe6eHara KoJII'IqHHa oA JIeKor rpe6a Aa ce yH[rxrr4 Bo corJracHocr co BaxeqKHTe
IIpon14cH.

7. I{ME I,I MPECA HA HOCI,ITEJIOT HA OAOEPEHI,IE 3,{ TIPOMET BO PM

A,reoreH 4oo Eapraqe * flpercraBHr4urrBo Crconje
Yn. Ko:apa l3 A, 1000 Cr<onje

8.EPOJ HA OAOBPEHI,IETO 3.A TIPOMET
15-9571112 ALVOTADIN 0,5 mg/l ml, nepoparreH pacrBop, I crarreHo uuue x 60 ml/xyruja
15-9572112 ALVOTADIN 0,5 mg/l ml, repopareH pacrBop, I craxreHo uurre x 150 ml/xyrraja

g.AATYM HA TIPBOTO PETIIEHHE/OEHOBA 3A PETIIEHI,IETO
03,04.201 3

1O.AATyM HA ITOCJTEAHATA pEBr{3r4JA TEKCTOT
Hoeuepu 201 7
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