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3EI,IPEH II3BEIIITAJ 3A OCOEI,IHI4TE HA JIEKOT

1. I,IME HA MEAI,IIII4HCKI4OT IIPOI,I3BOA
Alvokast@ 4 

^g, 
ra6leru 3a uBaKarbe.

2. KBAJII4TATI4BEH I{ KBAHTI,ITATIIBEH COCTAB
E4Ha ra6:rera 3a uBaxarre Alvokast@ co4pxra MoHTenyKacr HarpHyM eKBHBaJreHTe:n sa 4
mg MoHTenyKacT.

ErcqunneucH co rlo3Har edrexr: EAHa ra6lera 3a uBarame Alvokast@ co4pNu 0.24 mg
acrapraM (E 951).

3a tlenama Jtucmo Ha nomou.tHu cyncmaHlluu noznedueme 60 det 6. I.

3. @APMAUEBTCKA @OPMA
Ta6lerra 3a uBaKarbe.
Posern, oBaJrHH, 6HxoHsexcHu ra6leru

4. KJII,IHTIIIKI4 CBOJCTBA
4.1 TepaneBTcKH HHAHKaqTTH

o Alvokast@ce ynorpe6ynaar Bo neKyBamero Ha acrMa KaKo AononHHTeJrHa
repanuja xaj raqlreHTr4 Ha Bo3pacr ol 2-5 ToAHHH co cra6a Ao yMepeHa
rlep3acreHTHa acrMa rcaj rcora He e rrocrurHara cooABerHa KJTHHHqKa KoHTpona Ha
6olecra co I4HxaJIaropHI4 KoprHKocreponAn H co nphMeHa Ha 6era-arosucrr4 co
rcparxorpaj uo 4ej creo.

o Alvokast@ rutorrce Aa ce [puMeHyBaar rz KaKo anrepHarrzBua tepanuja 3a HucKL,t

Ao3I,I Ha I4HxanaropHl4 Koprr4KocrepoaAa raj naqueHTV Ha Bo3pacr ol2-5 toAHHr4
co cta6a Ao yMepeHa nep3ucreHTHa acrMa Kor4 Bo 6lucrco MaHaro HeMaJre rem6T
HailaIl Ha acrMa co norpe6a oA nepopanHn KopraKocrepor4Ar4 H KoH He ce
cnoco 6Hu 3a arrJru KarI uj a ua u nsxanarop H t4 KoprnKocrepo HAH.

o Alvokast@ ce HHAI4IIHpaH:a pt Bo npo$uraxca Ha acrMa xaj naquenrkr Ha Bo3pacr
oa2-5 ToAIIHH xa.i roja AoMI4HI,rHaHrHa KoMnoHeHTa e 6pouxoxoncrpurcquja npr.r
Ha[op.

4.2 [ozuparbe H Harrrtr ua ynorpe6a
nosHpa16e
Onoj nae4arluHcKu npoH3BoA e HaMeHer :a ynorpe6a r<qj Ha BO3paCHO
raqe. flpenopariaHa Ao3a or Alvokast@ rcaj ne4ltjarp os2-5
roAr4HH e eAHa ra6aera sa usarcaBe, eAHarrr Ha reH tpe6a Aa ce
aililut\t4paar I qac ilpe1 unv 2 \aca noc,re ja4erse. BATLE HA

Ao3ara xaj uaqueHTu Ha pa3nr,rr{Ha nospacr. He e
oA rpHMeHara Ha Alvokast@ rcaj ne4rajarpncKa r
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Alvokast@ He ce nperopaqyBa sa ynorpe6a Kaj Aerla
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Oururu rrDenouarcrr
Tepanentcrraor e([ext Ha Alvokast@ nps rapaMerpr,rre 3a KoHTpoJra Ha acrMa ce janyra
ylrlre rpBHor AeH o4 tepannjara. Ha naqrleHrure r.rM ce npefloparryBa Aa npoAoJrxar Aa
rI'I 3eMaar Alvokast@ u no cryuaj Kora Hr4BHara 6olecr e troA KoHTpoJra, KaKo H 3a
BpeMe Ha BnorrryBar6e Ha crIMnTOMI,rTe Ha aCTMa.

Heua uorpe6a oA npuJlaroAyBalbe Ha Ao3ara raj naqueHrr,r co peHaJrHa r,rHcyQuqrreHrlr4ja
I4JIII co cla6o Ao yMepeHo xeflaraJrHo orrrreryBarre. ,{osata e vcra 3a MauKr,r Lr xeHcKr4
naqpreHTH.

Alvokast@ xaxo aJrmepHamuoHa mepanuja 3a HucKu dosu Ha uHx&namopHa
KopmaKocmepoudu xaj naqueamu co cna6a nepsucmeHmHa acmJfia
Alvokast@ He ce nperopaqyBa Aa ce ynorcp6yBa KaKo MoHorepanujarcaj raqpreHrr,r co
yMepeHa nep3ucreHTHa acrMa. Alvokast@ Moxe Aa ce [pr,rMeHyBa KaKo aJrrepHarraBHa
repanuja 3a Hr,rcKH Ao3H Ha r.rHxaJraropHr.r Koprr,rKocrepor,rAr.r Kaj Aerla co 6tara
[ep3ucreHTHa acrMa caMo AoKoJrKy ce pa6oru 3a rrarlr4eHTr,r Korz so 6rr,rcroto MrrHaro
HeMane reIxKrI Hana&t4 Ha acrMa co norpe6a o.q [epopaJrHr,r Ko[prr4Kocrepor,rAu ra 3a KoH
e yrBpAeHo AeKa He ce cuoco6uv ga aflilLrna\uja Ha HHxaJraropHu KoprnxocreporrAu
(nugere aeir 4.1).
Cla6a [ep3[IcreHTHa acrMa e gelpunupaHa KaKo acrMa rrprr4 cr4MnroMu ce janynaar
noqecro oA eAHatI HeAeJIHo, Ho [operKo oA eAHarrr Ha .{eH, co uoftgu cI{MnroMI,I
[oqecTo oA ABa naTI'I MeceqHo, Ho nopeTKo oA e,qHam HeAeJIHo, co HopMaJIHa
6eno.qpo6ua Synxqzja nouefy Ha[aAr4Te Ha acrMa. ,(oxorrcy He ce [ocrr4rHe
saAoBoJII,ITeJIHa KoHrpoJIa Ha clrM[ToMr4Te Bo nepuoA Ha cJreAerbe oA o6H.{Ho 1 ruecerl
tpe6a Aa ce pa3MLIcnId 3a npuMeHa Ha AoroJrHr,rreJrHa urrtt Apyta auru-uu([laMaropHa
tepanvja crlopeA [poroKoJII,ITe sa tepanuj a Ha aurMa. Ha uaqnenu4Te nepuoAu.+ro tpe6a
Aaul..l ce npaBr,r rrporleHa Ha creneHor Ha KoHTpoJra Ha 6olecra.

Alvokost@ eo npoQuaaKca Ha ruanad Ho actnMa xaj na$uerumu Ha nmpacm od 2-5
zoduuu xaj xoja dottuaunaHmHa KoMnoHeHma e fiponxoKoHcmpuKquja npu Hanop
Kaj naqzenrr,rre Ha Bo3pacr ol2-5 roAr,rHr4 ,qoMHHaHTHa naaHuQemaTuja ua
[ep3r.rcreHTHa acrMa Moxe 4a e 6pouxoKoHcrpHKqraja npn Haflop; norpe6eu e rperMaH
co r,rHxaJraTopHrl KOpTraKOCTepolrAr,r.

llo 2-4 HeAeJIH tepanuja co MoHreJlyracr, 'rpe6a Aa ce HarpaBr4 npor{eHra na comoj6ara
Ha naIIpIeHTot. ,{orolry He e nocrl,IrHara 3aAoBoJII4TeJIHa KoHTpoJIa Ha cr,IMnroMlrre,
tpe6a Aa ce pa3Mr{cru 3a rpraMeHa Ha AorroJrHHTeJrHa vrw Apyratepanzja.
Tpemnaruom co Alvokast@ eo odttoc rua dpyzu mpemila*u sa acmjra
Kora Alvokast@ ce npr.rMeHyBa KaKo AoroJrHr,rreJrHa rcpauzja Ha lrHxaJraropHr4
KoprHKocrepoptLkl, Alvokast@ He cMee Aa ce Kopr4crrz KaKo 3aMeHa 3a Koprr,rKocrepor4Au
3a r4HxaJrarlnja (nz4ere rct 4.4).

lpyzu docmonruu dosnu/ fiaptwaqesmcKu fioptvu:
,{ocranuu ce ra6lerz oa 10 mg 3a naqpreHTr4 Ha
narlHeHTr4.

,{ocranHu ce ra6reru 3a UBaKarLe o4 5 mg za neguj
14 rogrzHu.
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.{ocranuu ce ra6leru 3a uBaKarLe oA 4 mg sa negujarpr4cKu rrarrueHTr4 Ha nospacr o4 2-
5 roguuu.

Haqus sa aAruusllcrpauu ia
3a nepopalr,ra ynorpe6a
Ta6lerara'rpe6a Aa ce coUBaKa.

4.3 KourparrHArrKarIHH
o IlogHara npeqyBcrBuTeJlHocr Ha aKTHBHara cy[craHryuja ulutu ua uercoja o4

noMorrrHuTe cycncraHrr4u Ha JreKor HaBeAeHH eo 4elor 6.1.

4.4 [pegyflpeAyBarr,e H Meprcrr Ha rrperrra3Jrr.rBocr
llaqueHrure rpe6a Aa ce coBeryBaar HllKorarr Aa He ro ynorpe6yBaar Alvokast@ sa
TperMaH Ha aKyreH HarIaA Ha acrMa H ceKorau ga ja ulaat AocrarrHa cooABerHara
repanuja HaMeHara 3a oBaa cvryatryja. llpra arcyreH HarraA Ha acrMa .rpe6a Aa ce
annv\upaar I'IHxaJlaropuu 6era-aroHacrl4 co KparKo 4ejcmo. Bo cnyuaj La prMa norpe6a
o4 noeetre vHxaila\krpr Ha 6era-aroHracrr.r co KparKo gejcrao Bo oAHoc na soo6rzqaeuo
rrarrr4eHTHTe rpe6a Aa ce coBeryBaar BeAHau La no6apaar coBer oA AoKTop.
Alvokast@ He cMee La ce Kopucrr4 KaKo 3aMeH a 3a vHxanaropHrr Hnlr [epopanHr4
KoprHKocrepopt[r4. Heua rIoAaroIII4 KoH yKalr(yBaar AeKa Ao3ara Ha [epopanHr4
KoprHKocrepokl^Lt rpe6a Aa ce HaMailv npL4 HHBHa Ko-aAMr4HHcrpaquja co Alvokast@.
Bo perxu cilyqar4 xaj naqueHTnTe Ha repanuja co JreKoBr4 nporr4B acrMa (er,ryuysajku ro
ra Alvokast@) rr,roxce Aa ce jaau cucreMcKa eo3uHotltuntja, rcoja no HeKoH cryqar4 ce
ItaHn(lecrupa co BacKyJII4TI4c crnqeH na Chrug-Strauss cr.rHApoM (cocroj6a xoja ce
Tperilpa co cHcreMcKI,I Koprl4Kocrepou4r.r), Oeue cnyqaL4 o6uuHo, Ho He ceKorarrr ce
acollHpaHl'r co pe4yr<quja Ha Ao3ara vrr4 rrpeKlrH Ha rperMaHor co nepopaJrHg
Koprl4KocrepoLlLr4, He e ucrc,qyqeHa, Ho He e HH norBpAeHa Mo)KHocra repa[ujata co
aHTaroHucrH Ha neyKorpaeH Aa e acour4paHa co nojana Ha Chrug-Strauss cHHApoM.
[orropor roj ro BoAH neKyBamero rpe6a Aa BHHMaBa ua nojana'ra Ha eosuno(prannja,
BcKynLITHceH prcLnt, ersaqep6aquja aa 6eno4po6r-u4Te cr4Mnrotru, nojana Ha opqeBa
KoMTIJII4KaII4r ulmtu ueeponarnja. [orcolxy xaj naqneHTor ce jaear oBr4e c]rMrrroM]r,
HeloBara cocroj6a Lr reparleBTcKl4or pe)r(HM rpe6a BHHMareJtHo Aa ce nporleHar.
He e yrBpAeHa 6es6e4Hocra u edluxacHocra oA npnMeHara Ha Alvokast@ Kaj
negujatpucKu [arIHeHT]4 Ha Bo3pacr rroA 2 roguau.
Alvokast@ coApxr4 acnapraM.
Alvokast@ corpxll lr3Bop Ha (reHurar,aHlH H MolKe La AMa rrrerHo 4ejcrao npu
ynorpeda raj naqaeurrz co $eHu:ixeroHypr.rja. Egua ra6r era sa uBaKarbe o4 4 mg
coApxH $euularaHr4H Bo KorrzrrHHa eKBHBaJreHTsa ua 0.135 mg Bo eAHa Ao3a.

4.S.lInrepaKrIHH co Apyrn JreKoBH rr Apyrr eopnru Ha lrHTepaKqrrr
Alvokast@ Moxe Ea ce aillrzrrnpa Bo rorra6ranaqzja co Apyrpr JreKoBH KOr4 pyTt4HCKr4 Ce
rrpuMeHyBaar Bo upoSulaxca H AoJrrorpajHa repanuja cTyAr,rr{Te 3a
uurepaxquja, MoHTeJryKacr arrnu(HpaH Bo rpe[opaLra ynorpe6a

CJIEAHI,ITEHe noKaxa KJrr,rHr4qKr4 curHuSuranrno 4ejcrBo Bp3
neKoBt4: reoSaluu, rrpeAHH30H, npeAHr..r3oJroH,
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Beme pefl4cTpHpaHo HaManyBaFbe oA oKony 40o/o ua rroBprxHHara noA Kpr4BaTa Ha
nJla3MarcKara KoHIIeHTparyuja (AUC) Ha MoHTenyKacr rrpr4 HeroBa Ko-aAMr4Hacrpaqraja
co Seuo6ap6uror. MoHreryrcacr ce naera6oru:upa rpeKy cYP 3A4, 2c8 m 2c9 v
3aparv roa rpu HeroBa Ko-aAMHHHcrpaquja co HHryKropH Ha cYP 3A4, 2c8 u Zcg
xarco $eHI,troHH, rpeno6ap6uralr u purpartanrzquu, rpe6a Aa ce [peB3eMar 3roeJreMeHr4
MepKH Ha rrperrra3iruBocr (noce6uo xaj ne4ujarpvcKV fiauueHru!).

Bnujanue Ha MoHmeilyKacm opt dejcmeomo Ha dpyzu JteKoBu
14ru aumpo cryAnl4re yKax(yBaar AeKa MoHreryKacr e noreHTeH uHxa6urop ua CYP 2C8.
lloAaroqure oA KJII,IHHqKa cryAuja sa unrepaxqrzja co rpl4MeHa Ha MoHTeJryKacr r.r

po3HrnHTa3oH (rnnu.reH [percraBHuK Ha JreKoBr4 Kor4 ce trera6olughpaar npercy CYP
2C8) yxaNyBaar AeKa MoHrenyKacr He ro uuxn6upa CYP 2C8 Bo uH 6uso ycnoBlt.
llopa4ra roa, He ce or{eKyBa MoHTeJryKacr 4a ennjae Bp3 Mera6ornsauor Ha JreKoBr4 Korz
ce vrera6oru3Lrpaar rlpeKy oaoj eHsurr,r (Ha nprzuep rraKnrzraKceJr, po3HtJrHTa3oH 14

penauuHrz4).

In vitro cry[r4r4Te rloKall(yBaar AeKa MoHTenyKacr e cyflcrpar Ha CYP 2C8 H Bo MHory
noManKy curuu$uxaHTeH creneH Ha CYP 2C9 u 3A4. Bo KJtr4HtdqKa raHreparcqaja JreK-
neK cryAHLI Bo KoI4 ce BKnyr{eHLr MoHTenytacr v renarfu6po:ut (uuxu1HTop Ha 1Bara
CYP 2C8 u CYP 2C9) reu$u6posul ja sronerrayBa cucreMcKara r43JroxeHocr Ha
MoHTenyKacr 3a 4.4 narn. He e norpe6uo pyraHcKo rrpnnaroAyBarLe Ha Ao3ara Ha
MoHTenyKacr npu Ko-aAMuHl4crpaqnja na rena{ru6po3r,rn r4ntt rpyru MoxHr4 uuxulvropu
na CYP 3A4, Ho AoKTopt4Te rpe6a Aa ce cBecHH 3a Mox(Hocra or 3roneMyBarLe Ha
HecaKaHHTe 4ejcrea.
Bp: ocHona Ha IloAaroqr4 oA in vitro cry1t4vre, He ce [peABr4AeHH KJTHHHT{Kr4 BaxHLr
r4HTepaKrrr4H Ha neKoBHTe co noManKy noreHTHtr aHxra6nropu oa CYP 2C8 (np.
rpunaeronpurra). Ko-aguuutzcrpaqrzja Ha MoHTenyKacr co HTpaKoHa3oJr, cHJreH
uuxu6urop Ha CYP 3A4, pe3ynrapa co He-curHudtuKaHTHo rroKaqyBalLe Ha
clrcTeMcKaTa a3JrolKeHocT Ha MOHTeryKaCT.

4.6. (Depru,'rHocr, 6perueHocr u lanraquja
EpeueHocr
Asuualsure cryAI4I4 He yKa)I(yBaar Ha mrerHo 4ejcreo Ha MoHTenyKacr Bp3 6peueuocra
utu e}r,6pvo-$eralHuor pasnoj. OrpauuueunTe rroAaroqH oA rrpuMeHa Ha JreKor 3a
BpeMe Ha 6penteHocr He yKax(yBaar Ha Kay3aJ'rHa [oBp3aHocr novefy anr.urcatlujara rua

MoHTenyKacr u nojaeata Ha rraan$opuaquvt (ua rpaMep 4eQexru Ha eKcrpeMrarerure)
KoIa ce perKo npnjaeeuu rro rryrlIraFLe Ha JleKor Bo rrpoMer.
Mourelyxacr Mo)I(e Aa ce yrrorpe6yea sa BpeMe ua 6petreuocr caMo AoKonKy u.v,a jacma
uH4r.lcaqrzja 3a HeroBa rrpHMeHa.

Ioeme
Cry4raare u:ne4eura xaj craopur4
MneKoro Ha craoprlu (eu4ere 4en
uajuuuoro MJreKo.

loKaxyBaaT AeKa Ll3naqyBa Bo

u3Jlar{yBa Bo5.3). Heua

MoHreryxacr Mo)Ke Aa ce ynorpe6yea
rzH4urcaquja 3a HeroBa npHMeHa.

BpeMe uv.a jacna

4
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4.7.EQexru Bp3 crroco6Hocra 3a Bo3err,e u yflpaByBa[r,e co Marrrr.rHr,r
I4aro se ce oLIeKyBa MoHTenyKacr Aa nnujae Bp3 Bp3 cnoco6socra 3a Bo3el6e z
ynpaByBarLe co MailIuurz, npujaneHr4 ce perKu ctyqav ua nojaaa Ha BprotJraB1r\a pt

3aMaeHocT.

4.8.Hecarcauu eQercru
Eea useegeHr4 KJrr,rHr,rqKu cryAt4r4 3a rrpoqeHKa Ha MoHTenyKacr u roa

o @ullt-o6loxesure ra6lera oa 10 mg 6ea rporleHerr4 xaj orcony 4000 naquenru
Ha Bo3pacr ol 15 rolaHu n nonefce;

o Ta6lervre 3a UBaKarbe o4 5 mg 6ea nporleHerr.r xaj oKony 1750 nealrj arplrcKkt
rra(r4eHTu Ha Bo3pacr oI6-14 roAHHr.r;

o Ta6leulre 3a UBaKaE e o4 4 mg 6ea npoqeuera raj 851 negujarpprcKtr [arIHeHT
Ha Bo3pacr ol2-5 roAHHr4.

3a npette Ha Ha KJIHHHqKHT: cryl:t4kr 6ea npujaeeHu cJreAHHTe HecaKaHu gejcrza KoH ce
acolrl4paHu co npvMeHara Ha JreKor rd r{ecro (>1/100 ao <1/10) 14 co rroroJ'reMa
$percneHlll'Ija ce janynaar rcaj nauLreHTH ua repanraja co MoHTenyKacr Bo oAHoc Ha

Bo KrnHa'IKllre hcrr4TyBaFba 3a AoJrrorpa.iua npraveHa Ha reKor co BKnyqeH orparuluen
6poj na raqr4eHTr4 (rpaeme ua crygujala: go z ToAHHH 3a Bo3pacHV ila\ueHTu u ro 12
MecerIH sa ne4rajarpr4cKr4 rrarIHeHTH Ha Bo3pacr oA 6- 14 rol;,,mu) ueua [poMeHr,r Bo
6es6eAuocHuor npo$uJr Ha JreKor.
I]enorcynHo , 502 negujarpzrcKr rar-(HeHrrz Ha Bo3pacr ol2-5 roAr4Hrz 6ea sa repanzja co
MoHrenyKacr co BpeMerpaeBe og Hajnaalxy 3 neceqa, 339:q0 nfifnraa JreKor 6 uecequ
Hrv nosefte u 534 nauneHrr4 12 uecerrn urH nosefte WilAr*#tdW.s6e4Hocuuor
npo$r,rn Ha JreKor npu HeroBa 4onrorpajHa ttpr4 MeHa.

nna

Kracu Ha opraHlr [r
cncreuu/ HecaKaHo

4ejcrno

[aqrIeHTr{ Ha
Bo3pacr oa L5
roArrHH H

nosefte
(2 crygwu og
12 negetu;
n=795)

negujarpucnu
flaqrreHTl{ Ha
Bo3pacr ol,6-14
roAr{Hr{
(1 cryauja os 8
HeAeJrr,r; n:201)
(2 cryswu oa 56
HeAeJrr{; n:615)

ne4ujarplrcrcu
IaIIHeHTI{ Ha
Bo3pacr op,2-5
roArrHr.r
(1 cryauja oa12
HeAeJrr{; n=461)
(1 cryauja oa 48
HeAeJrH n:278)

Hapyruynarba Ha
HepBHHOT CrrCTeM

rraso6orKa rraso6orxa

Hapyurynaba Ha
racTpol{ HTeCTr.r H a JI H rroT
CIICTEM

a64onuua,rua
6orxa

a64ouuualua
6orxa

Onrurn HapyuryBarra u
Hapy[ryBarLa Ha MecToTo
na an.nnrcaquja
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Hecaxasure peaKIII4L KoI4 ce npujaneuu trpla ynorpe6a no flyurarLe Ha JreKor Bo rrpoMer
ce HaBeAeHI4 Bo cJIeAHana ta6ela cnopeA Kilacara Ha optaHr4 vt cptcreMn) TepMr4HoJrorr,rja
Ha HecaKaHI.'I AejcrBa. I(a'reropuare 3a 3aqecreHocr ce npeABr4AeHr4 Bps ocHoBa Ha

I4 KIHHHI{KT4 ALfi4

K.nacu Ha opraHrr [r
clrcTeMu

Hecarcanu 4ejcrna,
TepMrrHoJronuia

Kareropuja Ha
ga.recreHocr*

I4u(perqnu u
uuSecruuaqvu

fopHr,r pecnr4paropHr4
under<uraz'i'

Muory qecrr4

Hapyurynarba Ha KpBTa r{
ruuSuuor cucreM

3rorenega cKJroHocr KoH

KpBapelbe.
Perrpr

Hapyurynarra Ha r4MyH14or

CTICTEM

Peaxqau ua
I]peoceTJrHBocT

snryqysai ft v aHad) utarcca

Uncommon

xerraraJrHa eosuHo$alua
r,t u$rz,rrpaquia.

MHory perKu

flcuxujarpzcxu
HapyrryBarba

A6nopualHocr Ha coHor
arcnyuyrajfth KorMapu,
HecoHuqa, couua6ylu:au,
aHKCI,IO3HOC r, arutaguj a
xoja ercnyuyBa atpecr,rBHo
oAHecyBart e, lenpecnj a,

rrcHxoMoTopHa
xHrrepaKTHBHocT
(nxnyuynaj(n
uput.a6nmtocr, HeMHp,

BO3HeMrrpeHocT

acorlHpaHa co atpecHBHo
oAHecyBalbe, rpenaop)

flonpeuenu

HarryrxyBarbe Ha

BH14MaHHeTO, Harry[IyBa]r,e
BO NOMHEILETO

Perxu

xanyLIrrHarlr4H,

4esopueuraquja,
cyvw4Hpl Mktc[u t4

oAHecyBarLe (cyra rlrz4Ho cr)

MHory perKr4

Hapyuryaana Ha
HepBHHOT CHCTeM

Bprorlauuqa, 3aMaeHocr,
napecres uj a/x n n oecres uj a,

HAnaAIl

flonpeueHu

Hapyruyearra Ha cpuero llarnnraqau Perrcu
PecnraparopHtr, TopaKaJrHH

v veawjaclvHailHtl
HapytxyBaH,a:

Enn'rarcca flospeMeHLr
Churg-Strauss Syndrome
(CSS) (nu4e're rct 4.4)

Muorv DerKHr_b^-*

,y';1"i n a;i}:.
f acrpoun'recrr,rHaJrH14

HapyrnyBarLa
ptjapea$,uay:ea:f ,

nonpaftarre| / ffi-?;tit$\
Cyna ycra, Aucnencaia Ir{bepii'i'aera{ F i;
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Hapyruynarra na
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xelaTorleJrynapeH A

MeIxaH-[oBpeAH Ha r_lpH

Apo6).

MHory perxr.r

Hapyruynarra Ha Koxara
NOTKOXHOTO TKI,IBO

ocrznl 9ecru
Mo4pnnrcu, yprarcapuja,
rrpyporyc

llonpeueuu

aHrr,roeAeM Perrcu
erythema nodosum,
erythema multiforme

MHory perKr.r

Hapyurynarra Ha

MycKynlzTe, KocKI4Te Lt

cBp3HOTO TKTABO

Aprpanrzja, rtujamuja
exnyuynajkr4 rpqeBu Bo

MycKynHTe

floapeuenn

Onrura HapyrxyBarba 14

HapyrxyBarLa Ha MeoTOTO

Ha anluxaquia

napexcrzial t{ecrH

Ameuuja/cra6ocr,
MaJIaKCaHOCT, eAeM

flonpeueuu

*Kareropuja Ha 3aqecreHocr: TepunHorornja terluurpara ra cexoja nojana Ha
HecaKaHo 4ejcrno, nprujaneHa cropeA HHur4AeHrrara Bo 6atara Ha noAaroqr4 oA
KJIHHIZqKI4Te LlctruryBarba: MHoy r{ecru (>1/10), t{ecru (>1/100 to <l/10),
floepeneuu (>l/1000 to <1/100), perxn (>1/10,000 to <111000), MHory perKu
(<1/10,000).

toeue HecaKaHr.r peaKrrua ce nprajaneHu KaKo MHory qecru rcaj naqueurg Kor,r
rrpr,rMane MoHTenyKacr, Ho 6ule ucro raxa nprzjaBeHlr KaKo Mnory uecru raj
rauueHTu Korz npr4Male nlaqe6o Bo KJrr4HHLrKLt ttctlt4TyBatua,

narIVeHTZ KOI4 rrpzMaJre
[arlr4eHTr,r KoI4 npr4MaJre

I Onrae HecaKaHH peaxur4u ce npujaeeHu KaKo tlecru xaj
MoHTenyKacr, Ho 6ule ucro raxa npujaBeHr4 r(aKo tlecrz xaj
nraqe6o Bo KnHHr.rq{r4 r4!n4ryparba.

Ilpuiasysabe Ha cycnerrHu HecaraHn Aeicrna
flpnjanynarLero Ha HecaKaHI4Te 4ejc'rna perprcrpnpaHu ro nymrarLe Ha JreKor Bo rrpoMer
e o.{ roneMa BaxHoc'r. Ha onoj uauuu ce o6es6elyBa KoHTraHyr{paHo cJreAerLe Ha
Kopt4cra Hacrlporu pH3I,IKor o4 ynorpedara Ha JreKor. MeAurlzHcKr,ror [epcoual rpe6a
Aa lo npnjanu ceKoe coMHI4TenHo HecaKaHo 4ejcTeo Bo HarlrzoHaJrHuor rIeHTap 3a

SapvraxosraranaHua.

4.9.IIpegoarrparre
Cu"ntnmouu
Heua cneqaQuunu rroAarouu sa rperMaH Ha rrpeAo3uparLe pryALrr{
3a xpoHur{Ha acrMa MoHTenyKacr 6ut annaqupaH rcaj AO
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oKoJIy 1 seAela JIeKor 6ul anruutapaH Bo Ao3a Ao 900 mg l1e:r... flo4aroqure oA oBr{e
cry4ulr4 He yKaxyBaar Ha KJILIHHuKT4 cr4rHu$nxaHruu HecaKaHu 4ejcrna Ha JreKor.
flpujanenn ce cnyqau Ha aKyrHo npeAo3vparLe co MoHTeJryKacr rro flyrurarbg Ha JreKor
Bo npoMer 14 3a BpeMe Ha KJII4HI,rqKr4Te r4cnrrryBalLa. Onue clyuar4 ce perr{ctprapanu xaj
Bo3pacHr4 u negujarpi1lcKLt ilaweHru co npr{MeHa Ha Ao3a oa 1000 mg (oxoly 61 mgikg
xaj 4ete Ha Bo3pacr ol 42 rraeceqn). Pesylr:arnre oA KJrr4Hr.rqKVTe n la6aparcpqcKr,rre
aHann3vt 6ea ronsucreHTHl,I co des6eAHocHzor npo(pun Ha JreKor raj nospacHpr vr

ueAzjatpncKu nalrrleHru. Bo noroJreMr,ror 6poj Ha cryqau Ha rrpeAos:apar$e He ce
upuj aaeuu HecaKaHu 4ej crna.
Hajvecro npujaneuure HecaKaHr4 4ejc'rna cooABercrByBaar co 6es6egHocHr,ror upo(pun
Ha MoHTeJIyKacr H BKryt{yBaar a64onazualna 6olxa, coMHoJreHTHocr, xeA, rraeo6orrca
Ll IICI4XOMOTOpHa XI4nepeaKTaBHOCT.

Henaa rroAaror-lu Aanr{ MoHTenyKacr Mo)r(e Aa
xenogujalusa.

HA AEH,

ce oAcTpaHr4 co [epr4ToHeaJrHa I,IJrrr

5. OAPMAKOJIOIIIKII KAPAKTEPI,ICTIIKI4
5. I @apruarcoAuHaMcrcu KapaKTepHcrHKr.r

@apuarcomepaneemcKa zpyna; Apyrr,r cHcreMcKH J'reKoBH sa o6crpyxrusHr.r 6orecrr4 Ha
AI4IXHIITe [aTurr]Ta, aHTatoHHcTr4 Ha peqeflTopHTe 3a neyKoTpHeH.
ATC rcoa: RO3D CO3

Cucrencxure neyKorpr4eHu (LTC , LTDa, LTE4) ce rroreHTHH uusrauaropuz
eI'IKo3aHoHAa KoII ce oclo6ogyaaar oA pa3nr4LtHr4 KrerKH (exnyuynajrtrz tv Macr
KJIeTKI4Te rz eosrauoSutute). Oeue earrcHu rrpo-acrMarwtlkr nae4rajaroprz ce Bp3yBaar 3a
Irl4creHHHJI JIeyKorpLIeHcKHTe peqenropn (CysLT) Bo Ar4txHHTe flarv[rra xaj nyfe u
AoBeAyBaar Ao 6poHxoxoucrpurqnja, MyKo3Ha Cercpequja, 3forreMeHa BacxynapHa
nepuea6ulHocr 14 eosuuo$ulna nrrarpaqrzja rrro pe3ynrapa co oncrpyKtryjauaAurxHr.rre
NATI,I IIITA.

Mourclyracr e nepopaJlHa aKrr.rBHa cyncrauqaja xoja co Blrcox aQuuurer vt
ceJIeKTI{BHocr ce Bp3yna sa CysLTl pellenropor. Bo KJrr4H}rqKr.rre cTy1kru MoHTeJryKacT
rIpHMeHer Bo HrIcKa 4osa (5 mg) ja uuxuIupa 6pouxoxoHcrpuxquja.ra npeAr,r3Br.rKaHa co
uuxataguja na LTDa. Epouxo4ulararopHuor eSem ce janyaa Bo nepuoA oA2,aaca to
nepopanHa anluxaquja. Bponxo4unararopHl4or e$ercT Ha 6e'ra-aroHucrr4Te e aAuruBeH
ua eSexro'r Ha MoHTeJIyracr. TeprMaHor co MoHTeJryrcacr ja uuxulupaKaKo paHara raKa
u AoIIHara 6ponxoxonctpuxquja. MoHrelyxacr tu HaMaJrHJr eosuno$ruzre Bo
uepra$epHara rlzpryJrauuja xaj Bo3pacHlr u ne4rajarpvcKl ila\veHTr4 Bo oAHoc Ha
nraIle6o. Bo 4pyra crypvrja, repanujara co MoHTeJryKacr suauajuo ro peAyur4pana
6pojot na eosunoSHJII4 Bo AI4IxHLrre rrarr4rrrra (nrepeno Bo cnyryM; z 

"o 
nipnipepnara

quprcynaqzja co no4o6pyBarLe Ha KJrr4Hr,rqKHTe cr.rMflroMa Ha acrMa. Kaj nospacun u
ne4uja'rpucxn (2-14 ro4zuz) [arlr4eHTu MoHTenyxacr crropeAeH co nraqe6o, ro
peAylrnpan 6pojor ua eosuHo0uJra Bo nepraseprlara rrr4pKynaqzjlqo__lo4o6pyean e na
KJII4HHI{KHTE CI4MTITOMI4 HA ACTMA.

Bo cry4aja co Bo3pacHr4 rrarrHeHTu, MoHTeJryKacr Bo
crropeAeH co nraqe6o, sHauajuo ru no4o6pun: yrpHHcK 2.7%
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npoMeHa oA nor{erHara BpeAHocr), AM PEFR (24.5 Llr'tuu Hacrrporpr 3.3 Llr,mg
rlpoMeHa oA flor{erHara BpeAHocr) rz snauajHo ja HaManHJ'r yrrorpe6ara Ha 6era-arosucru
(-26.1% Hacflporll -4.6% rpoMeHa oA noqerHara BpeAHocr). PerrzcrpprpaHo e H 3HaqajHo
nororeMo no4o6pynarbe Ha npr.rjaneHrare AHeBHH rz sokHu cHMrrroMH Ha acrMa Bo oAHoc
Ha nlaqe6o.
Bo crynuvre I43BeAeHa Kaj Bo3pacHH rraqHeHTH 6eme AoKaxaHo 4ejcrnoro Ha
MoHTenyKacr Bo AorlonHyBarbe Ha Krr4Hr4rrKr4or erfexr Ha uHXaJraropHHTe
KoprHKocrepol4AH (% nporraeua oA rlor{erHara BpeAHocr 3a vHxanvpaH 6exroMerasoH
nJlyc MoHTeJIyKacr Hac[porH 6exlorr,rera3oH, cooABerHo 3a FEVI : 5.43% Hacrrporr4
1.04%; ynorpe6a Ha 6era-arouucr: -8.70% Hacrporu 2.64%). Tpernauor co
MoHTenyKacr [oKaxaH no6ps florrereH oAroBop Bo oAHoc Ha rzHxaJraropeH
6exlorr.rera:on (200 mcg, ABa nar:a Ha 4eH), Ho 3a BpeMe aa 12 HeAeJrHara uyguja
6exlouerasoH I,IMaIrIe [oroJIeM [pocer{eH Tepa[Hcr(r4 ecpexr (o% npoueHa oA [or{erHara
BpeAHocr 3a MoHTeJIyKacr HacrrporH 6exlorraera3oH, cooABerHo :a FEVI : 7.49Yo
Hacnporr4 13.3oh; ynorpe6a Ha 6era-arouucr: 28.28Yo uacnporu -43.89%). Cnope4eHo
co 6ercloltera3oH, xaj nucorc [poqeHT oA rrarIHeHTHTe rperr4p aHV co MoHTenyKacr 6eme
perl4crpHpaH crl4r{eH KnHHI4r{KIa oAroBop (na npunaep 50oh ol [auHeHTHTe Kor4 rrpr.rM2ne
6exrouera3oH HMaa no4o6pyaalLe Ha FEVI sa oKony >-1lyo oA [or{erHara BpeAHocr;
HcrHor e(pexr 6eme perucrpl4paH xaj 42% oA narlHeHrHTe Kor4 npHMHJre rr,Iourelyrcacr).
Bo 12-Hegenua ulaqe6o I(oHrponupaHa crygraja crpoBeAeHa Kaj negmj.arpucxu
rrarrHeHTz Ha BO3paCT ol 2-5 toAHHH, MOHTenyKaCt 4 mg, eAHau Ha AeH CnOpeAeH co
nlaqe6o, rr'r no4o6pra napaMerpuTe 3a KoHTpoJra Ha cHMnroMHTe Ha acrMa He3aBHcHo oA
KoHKoMuraHTHara ynorpe6a Ha repanrzja [porHB acrMa (uuxa-laropurz
Koprr,rKocrepou4rz/xoprr.rKocrepor4Ar4 KOH ce annL4r\t4paar co ue6ylusarop ptilu
I4HxaJIaropeH HarpI,IyM xpoMornuKarl ruarpnyv xpoMornhKar rcoj ae afiilvtrJktpa co
He6ynrz:arop). 60% oA rraur,reHrure He npuMaa Apyra repanuja sa KoHTpona Ha
cHMrlroMHTe Ha acrMa. Mourelyxacr Bo cnope46a co nlaqe6o ru no4o6pa AHeBHr,rre
0HMTIToMI'I (nxnyuyeajku rarulane, cBr,rpeme Bo tpaAure, rrore[rKorLtktrrpkl Ar4merLero,
Ir orpaHr4qyBarLe Ha aKTT4BHOCTa) ra noftnrzre cr.rMnroMH Ha acrMa.
Mourelyxacr clopeAeH co nnaqe6o ja HaMailv norpe6ara oA 6era-aroHucra Ll
norpe6ara oA [pLIMeHa Ha KopruKocrepor4Au 3a rperhpa]be Ha arparaquja Ha acrMara.
flaqueu'rure Ha repanuja co MoHTenyKacr Bo oAHoc Ha rral(ueHTr4Te KoH ilpnMaa
nlaqe6o I'IMaa rloBefte 4euonu 6es cuunronau Ha 6olecra. Tepanucrcu erfercr ce
[ocrt4rHyBa [o a[nr4KarImjaua npBara Ao3a oA JreKor.
Bo l2-ueremta nlaqe6o KoHrponupaHa crylu.ia crpoBeAeHa Kaj ne4ujarpracxrE
raIJueHTH Ha Bo3pacr ol 2-5 loAHHI4 co cla6a acrMa 14 elr43oAu Ha eruaqeplaguja,
MoHTeJIyKacr Bo Ao3a oa 4 mg, eAHaIx Ha AeH sHavajuo (p<0.00 1) ja Hanaana roAgrrrHara
crarKa Ha err43oAn Ha ercaqep6aryuja (EE) ao oAHoc Ha n,raqe6o (1.60 EE Hacrrporg
2.34 EE, coo4ne'ruo), (EE e ge$raHrzpaHa KaKo rpHcycrBo Ha AHSBHH crrMrrroMr4 Ha
acrMa so 3 lrrla noee(e flocJIeAoBareJrHu AeHa, co norpe6a oA npuMeHaua6era-aroHr4cr
vtru nepopanHlz/vuxanaropuu KoprliKocrepoz41t4 r4lLl xorrcuTaJruzatryja 3apa1r4
acrMaraqHr4re Hana4ra).
IlpoqeuryaJrHara peAyKuHj a Ha roAntrr H hre env3o LV 3l.9Yo co
95% Clot16.9,44.l.
Bo 8-ue4enua wygula cnpoaeleua rcaj

loAHHH, MOHTenyKacT Bo AO3a OA 5

ne4ajarpac ot 6-14
nogo6pvt$6ae*.. gHqyAjHoZja
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pecruparopHara (byHKqrzja (FEVr 8.71% Hacnport4 4.16% rpoMeHa oA rroqerHara
BpeAHocr; AM PEFR 27.9 LlrtuH Hacnporu 17.8 Llrvus rpoMeHa oA roqerHara
npegHocr) u ja Haltalu norpe6ara og 6era-aroHr,tcrh (-11.7% Hacrporu 8.2oh npoveua
oA rroqerHara BpeAHocr) ao o4Hoc Ha nraqe6o.
Bo 12-ueceuHa cry4uja xaj ne4ujarpucKr rauHeHTH Ha Bo3pacr ol 6-14 roArlHH co
cna6a [ep3ucreHTHa acrMa 6erue cnopeAeHa e$uxacuocra Ha MoHTenyxacr Bo oAHoc Ha
I4Hxanaropen Snyruxa:oH Bo KoHTpoJra Ha cuMrrroMr4Te Ha acrna, Monrelyrcacr He
IIoKaxa uHQepuopHocr Bo oAHoc na $lyraxa3oH Bo 3toneMyBa[Le Ha npoqeHTor Ha
"rescue free" 4euoeu (RFDs).
3a speue na l2-ueceqHuor rlepr4oA nporreHTor Ha acrMa RFDs ce 3roJreMH ol,6l.6 sa
84.0 so MoHrenyKacr rpyrara Lr oa 60.9 :aa86.7 no cfnyrraxa3oH rpyrrara. O6araJreKoBr.r,
MoHTenyKacr u $nyrHKa3oH 3a BpeMe Ha l2-veceqHHor rperMaH ra no4o6puja u
ceKyHAapHHre eaprzja6nu 3a KoHTpoJra Ha acrMa:

o Bo MoHrenyKacr rpynara FEVr ce 3roj'reMr.i oA I .83 L ua 2.09 L a eo $nyrr.rxasou
rpyrara oA 1.85 L na 2.14 L. Pa:nvtara norraeiy ABere rpyrr4 Bo cpeAHoro
3roneMyBarLe ua FEVI 6eure -0.02 L co 95%ocl o4 -0.06, 0.02. cpe4uoro
3loneMyBarbe oA [orlerHara BpeAHocr Bo Yo na npelBHAeH FEVI 6erue 0.6Yo eo
rpyrrara xoja [pHMaJra MoHTeryKacr n 2.7o/o Bo rpyrrara xoja np].rMana
Snyraxasou.

o Beue perucrpl4paH naA Ha flporreHTor Ha AeHoBH co yrrorpe6a na $era-aroHracru
oa 38.0 sa 15.4 Bo MoHreJryKacr rpyrara n oa 38.5 aa 12.8 no {ryruxason
rpynara. Pa:lurcara nouefy ABere rpyrrn Bo oAHoc Ha rpoqeHTor Ha 4eHonu 6e:
ynorpe6a sa 6era-arouucr 6erue 2.7 co 95%U oa 0.9, 4.5.

o flporleHTor Ha [aqI4eHTI4 xou 4o6u,re HarraA r{a acrMa (uana4 Ha acrMa e rrep7oA
Ha el3aUeplaryuja Ha cHMnroMHTe Ha acrMa co norpe6a oA arrnuxaquja na
nepopanHl'r cTepol4AH, HennaHHpaHa rlocera Ha AoKTop, roceTa Ha ypteHTeH
oAAen aJIpI xocrll4ratuzaIuja) 6eu,re 32.2 so MoHTenyKacr tpyflara u 25.6 so
Snylzxa:oH rpyrara; co 95o/oCI eAHaKoB ua 1.38 (1.04, 1.84).

' flpoqeuror Ha rIaIrHeHTI4 KoH [pr4MaJre cHcreMcKH KopruKocrepouAu 3a BpeMe
ua cryAujara 6eure 173% Bo MoHreJ'ryKacr rpynara u 10.5o/o no rplyrraxa:oH
rpyrara. Pa:lurcara notrefy ABere rpyna Bo oAHoc ua JIC 6eue 7 .3o/o co 95YoCI
o929,11.7 -

Bo l2-seAelsa wyluja crpoBeAeHa xaj Bo3pacHH narIHeHTH 6erue peracrprzpaHa
snavajHa pe4yxqr.rja Ha 6poHxoKoHcrplrKrlujara npu Harop (EIB) (uaxcurr,raleH naA Ha
FEVI o4 22.33% Bo MoHreJlyKacr rpynara Hacnporu 32/0% ao nraqe6o rpynara;
BpeMero 4o apaftaBe lo 5Yo pa3nl4Ka oA roqerHara BpeAHocr sa FEVr 6erue 44.22 tvtuH
Hacnporl'I 60.64 vnHyrra). Onoj erlrercr Ha MoHTenyxacr 6eue KoH3t4creHTeH 3a BpeMe Ha
Ilerlara wyx'la. Pe4yrcqzja ua EIB 6eure perucrpvpaHa H Bo KparKorpajHa cry4rzja rcaj
nenujatpucKr,r [aq]reHTu Ha Bo3pacr oA 6- 14 ronuuu (uarccanaareH naA Ha FEVr oa
18.27% Bo MoHreJryKacr rpyrara Hacnpora 26.11% so nraqe6o rpyrara; BpeMero Ao
epa(ame rc 5o/o pa3nHKa oA roqerHara BpeAHocr sa FEVr 6euue 17.76 Mr4H Hacnporg
27.98 l,r,uuyru). 14 Bo ABere cry4;ur4 e$ercror Ha Jrexor 6eure
eAHOAHeBHHOT r4HTepBan Ha AO3HpaBe.
Kaj acrMarr4qHH arrrrneHTr,r co xHrtepceH3r.{TH
KoHKoMr4TaHTHa repanuja co aHxaJraropHu ulunw

-:a6ere4an Ha rcpajor o4
arg!1 i4 i,17:.' .
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cHMnroMl4re Ha acrMa (FEVI 8.55% HacrpoTu -1.74% rpoMeHa oA rroqerHara BpeAHocr;
HaMaJIeHa norpe6a o4 6era-aroHl4cru -27 .78% HacrrporH 2.09% rpoMeHa oA nor{erHara
epe4Hocr)

5.2 @apruaKoKuHercrcn KaparcTepr.rcruKlr
Ancopn4uja
flo nepopanHa annurcaqnja MoHrenyKacr 6p:o ce pecop6r4pa. Marcuuarna
KoHIIeHTpaquja ao [JIa3Mara (Cmax) ce nocrr..rrHyaa 3 uaca (Trnax) ro arrJ]HKaryuja ua
(rrantr-o6:roxcesa ra6lera oA 10 mg rcaj aospacHH nauLreHTH Ha rnaAHo. Cpelnara
6uopacnololKlzBocr rlo repopanHa arrnaKarluja e 64%o. CraHgap4nrzor o6porc He ulrjae
eps 6raopaclloJlolKl4Bocra v Cmax. Ee:6e4uocra u e$uracHocra 6ea 4orcaNaHu Bo
KJIHHI4.TKH I4c[HTyBaIba co a[rrr4Katryja na Qunrvr-o6no)r(eHa ra6lera oa 10 mg He3aBr,rcHo
oA BpeMero Ha 3eMame Ha o6porc.
Marcultalsa KoHqeHTpatryja Bo rrJra3Mara ce [ocrr4rHyBa 2 \aca rro arrJrzKaquja rua

ra6rera sa uBaKarre oA 5 mg Kaj Bo3pacHH rrauueHTr4 Ha rnaAHo. Cpe4uara
6uopacuolo)KHBooT rIO nepopanHa arrJrHKarluja e 73Yo r,r ce HaMaJryBa Ha 630z 4oxonrcy
JreKoT ce 3eMa co xpaHa.
Marcultalsa KoHIIeHTpaqrzja Bo rrrra3Mara ce aocrurHyBa 2 \aca [o arrJruKagu.ia ua
ra6lera 3a uBaKarLe o4 4 rng xaj negujarpucKkr ila\t4eHTyt Ha Bo3pacr ol2-5 roAr4Hr4 Ha
rnaAHo. Kaj ne4ujarpllcKH naur4eHT[l cpeAHara cmax e za 660/o rroBHcoKa AoAeKa cmin e
rloHacKa Bo oAHoc Ha I,IcrHTe $apuraxoxraHTecKu [apaMerprz raj aospacuu rrarlr4eHTr,t KoH
npraMune ra6:rera o4 10 mg.

fucmpu6yrluja
Hal 99oh oA MoHTeJIyKacr ce Bp3yBa 3a rrJra3MarcKrrre rrporer4Hu. Boryir,teHor Ha

4r'rcrpra6yUuja npu cra6n.nHa KoHrleHrpaqraja so rJra3Mara eoKony 8-11 L. Crygwnre
usae4eHn rcaj craopUu co npHMeHa Ha paIt4oaKTr4BeH MoHTeJryKacr yKaxyBaar Ha
MI4HLIMZIJIHa 4ucrp6yqnja npeKy KpBHo-Mo3oqHara 6apuepa.24 qaca ro annuKaUuja rua

Ao3ara perucrpupaHa e MHHHMaJTHa KoHueHTparyuja ua paAHoaKTHBHa Marepuja no
OCTAHATHTC TKIIBA.

EuompaucSopua4uja
MoHrelyrcacr noAnex(H Ha eKcreH3HBeH naera6olngana. Bo cry4uure r,r3BeAeHu co
lpHMeHa Ha reparleBTcKl4 Ao3r4 oA neKor raj aospacuvt v ileua,3a BpeMe ua "steady state"
He Molr(e Aa ce AereKTupaar nera6olurr4 Bo rrJra3Mara.
tr4u sumpo c"tyLLrure co xyMaHH xenaranHu Mr.rKpo3oMr.{ yxaxyBaar AeKa Bo
nera6orugaMor Ha MoHTenyKacr yqecrByBaar qrzroxpou p450 3A4, 2A6 u 2C9. Bo
vlcrl{re cry!yklt4 6eule 4orca)I(aHo AeKa nJra3MarcKara KoHUeHTpaL\uja Ha MoHTeJryKacr
rrpH rrpHMeHa Ha reparreBTcKll Aosll He fr4 uaxm6upa Lu4ToxpoM p450 3A4, 2A6, lA2,
2C19, 2D6 um 2C9,
Mera6oluruTe Ha MoHTeJryKacr vMaut MuHHMaJreH TeparreBTcxra e$exr.

Enuuuuaquja
fha^:naarcxaor KnHpeHc Ha MoHTenyKacr xaj nospacuu n
flepopanHa anturcaryuja Ha MoHTeJryKacr MapKupaH co paA
oA paAr.roaKTr.rBHocra 6eure u:uepeHa Bo rrer AHeBHara
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yplzHara. Oeoj nogarot( 3aeAHo co troAaror-luTe 3a rrepopanHara 6uopacnoJro)Kr4Bocr Ha
MoHTeryxacr yKaxyBaar AeKa JreKor 14 HeroBHTe vera6olure ce eJruMnHupaar peqvcll
HCKnyr{HBo npeKy x(orqKaTa.

KapaxmepucmuKu Ha naqueHmu :
Heua norpe6a oA rtpl4naroAyBarbe Ha Ao3ara rcaj nocrap v 14 r,aLryeHTu co cla6o 4o
yMepeHo xelaraJlHo oureryBarLe. He ce H3BeAeHlr cryAut4 co rrpnMeHa ua lexor rcaj
IIaUheHTLI co peHanHo oulTeryBarbe; MoHTenyKacr 14 HetoBare ttera6oluru ce
enuMuHrpaaT nepKy )KOJ'Ir{KaTa V ilopapl Toa HeMa norpe6a oA rrpr4naroAyBalbe Ha
Ao3ara Kaj [aur4eHTH CO peHanHo o[TeryBaBe. Herraa noAaroqu 3a

SapuanarcoxuHert4Kara Ha MoHTenyKacr Kaj flarIHeHTH co rerrrKa xerraraJrHa
nncy$uquenuuja (Child-Pugh pe:y,rrar >9).
llpu an,rurcar\uja Ha BHcoKH Ao3r4 oA MoHTenyKat (20 v 60 narut troBHcoKH oA
npenopaqaHara Ao3a 3a Bo3pacHu) se6enexraH e flaA Ha nJra3MarcKara KoHueHTparyuja rua
reo$ulaH. Onoj e$ercr se e sa6erex(aH rrpa ynorpe6a Ha rrpenopaqaHara Ao3a oA l0 mg,
eAHa[ Ha AeH.

5.3.Ilperrcl [r Hr.r rrKH rr oAarorlu :a 6ea6eguocra H a Jrexor
Bo cry4laure 3a roKcl,rtlHocr r43BeAeHu rcaj )r(HBorHH sa6ere>xasu ce MuHt4Mal,HL1
TpaH3I4TopHLr npoMeHrl Ha cepyMcxzor AJIT, rJrnKosa, rlocrlrop 14 Tputnuqepu11r.
Cuunrouu Ha rocKurlHocr raj )r(HBorHra 6ea: groleueHo JIaLIeme Ha [nyHKa, facrpo-
xHTecrHHaJIHI4 cHMnroMI4, BoAeHr4KaBa croJruqa rz joucrcu guc6ataruc. Osae HecaKaHlr
4ejcrna ce jaeynaar co a3nolKyBarbe Ha Ao3H KoH AoBeAyBaar rc 17 rraru r1oB1acoKa
cucreMcKa H3Jlox(eHocr oA cl4creMcKara r43rro)KeHocr rrpr4 anlurcaquja Ha repa[eBTcKl4
4osu. Kaj nrajnyuu, HecarcaHr4 4ejcrna ce janynaar ro arrJruKarynja rua losa ol 150
mg/kg/aeH (>232 rlarn rIoBHcoKa HsJro)KeHocr oA cucreMcKa encno:u quj a ilpu KJrHHr.rqKa
ynorpe6a Ha lexor).
Bo aHIzvalHHTe cryAHH, co npHMeHa Ha 4osa rcoja AoBeAyBa Ao cr4creMcKa H3Jrox(eHocr
za 24 ilaru [oBI4coKa oA H3r'Ior(eHocra npu anturcatluja Ha repaneBTcKr,r Ao3H He e
perl4crpHpauo 4ejcrno nps rfeprnJll4Teror r4JrH penpoAyKTTHBHHre cnoco6nocru. Bo
wyguja sa $eprunHocr raj )KeHKH Ha craopur4 co npr4MeHa Ha Ao3a oa 200 mglkglpu
(>69 r,arr noBl4coKa I43Jlox(eHocr oA Ki'rHHr4qKara cucreMcKa erccno:uqr,rja)
pel-l4crpl4paHo e MaJIo HaMaJryBarbe Ha reJrecHara re)r(Hr{a Ha MnaAeHqr4rbara. Bo
crynr4Hre co sajaqu rIpH cucreMcKa eKcrro3utryja sa 24 naru noBHcoKa oA Krr4HurrKara
cHcreMcKa ercnosaquja, sa6eleNasa e rtoBHcoKa HHr_U4AeHrla Ha HeuenocHa
ocn0raxaqrzja Bo oAHoc Ha KoHTponHr,rre )KHBorHH. He e perncrpvpaHa nojana ua
a6nopua-nHocru xaj craopqu. Moureryxacr ja rr.ruuyBa nJrarreHTpaHara 6apuepa m ce
v3raqyBa no uajuzHoro MJreKo.
He ce perncrprrpaHa cMprHr,r cnyqaH rto eAhHeqHa [epopanHa anwtrcaqvja Ha
MoHrenyKacr HarpHyM Bo ro3H ao 5000 mglkg xaj r,ryequ rz craoprrH (15000 mglm2 u
30000 mdm' raj rnyaqrz r4 craoprlra, ,oo4r.rro;. oea L MaKcuMaJrHauciluraHaAo3a H e
sa 25000 rraru rroBucoKa oA flpeflopaqar]ara AHeBHa ',pacllLr IIarIHeHTH
(npecrraeraua clopeA rrarfileHT co renecHa rexr4Ha oa 50
Mourelyxacr Bo Ao3H ao 500 mg/kg/4eH (oxony > HOCT OA

u:a UVA,

-6evt tl U!-;\
'.o.1E DH6 r54

Kr r4Ht4rr Kara cucreMcKa eKc[o3 rrrluj a) neua $ ororo
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UVB ranra BHAJII4BHoT cBerJloceH c[eKTap. MoHrelyrcacr He [oKa)Ka MyrareHo AejcrBo
BO uH Bumpo u l,tH Bu6o recroBr4Te Hury ryMopoteHo Aejcreo rcaj rnogapra.

6. @APMAUEBTCKT4 CBOJCTBA

6.1 ErcquurreHcn
o MaHuror, (Ea2l)
o MurcpoKprzcranHaqeJryno3a
. KpocxapMeJro3aHarpr4yM
o Xr4lpoKcr4rrponHn rlenyno3a
o Bryc Ha Irpeua (*talro4ercrpaH, apalcKa ryMa, aHncar1exvA, rrr4HaMaJr rexv1,

BaHlIJIJrr,rH, XenaoTponu H, uouoc)
o Acnaprala (E95 I )
o I-{peeH xe,re3o oKcr4A (8172)
o MaruecuyM creapar

6.2 lLsrcortnaru 6r.u u ocr
Hena rroAarorlu 3a HHKo [aru6ulsocr.

6.3 Porc Ha ynorpe6a
24 r'r^ecerlu.

llpousno4or Mopa ce ynorpe6n rrpeA
naKyBarLeTo.

HcreKor Ha poKor Ha yrrorpe6a uagsaqeu sa

6,4 flocedHrr rpeAynpeAyBaba 3a cmJraArrpame

.{a ce qyBa Ha reM[eparypa no.( 25oC so oprrrr.rHaJrHoro rraKyBarbe 3arrrrr,rreH oA
CBETJIHHA I,I BJIATA.

6.5 Ilarcynarre
Kyrnj a co PA/ALLIPVC anyuruur4yMcKl{ 6lumepu.
,{octauuu ce naKyBarr a co:7 , 10, 14,20,28,30, 50, 56,84,90, 9g ra6leru.

6.6 YnarcrBo 3a parcyBarte co orrraAHuor ruarepujal
Ceroja Heyuorpe6eHa KorI4r{I,IHa oA neKor tpe6a Aa ce yHr,rrrrrr,r Bo corJracHocr co
JroKaJrH[Te 3aKOHCKI,I npO[HcI,I.

7. IIME U AAPECA HA HOCI,ITEJIOT HA OAOEPEHIIETO 3A TIPOMET

3eHrusa llxapua Maxe4oHaja gooe,r C
yn. Jop4an Mujamon 6p.48-lll-2, 1000
Peny6nura Cenepua Maxe4onaja ffi^'"::,"{A

-= =* ^d--l'ts 
tl'^,

b&Bw.(\i; fi sl, r[- :1'gr--:'1-r' O ,. ] ^,5- x -ili

K::ff:r*:"/

-4-F -- ---]:r
-oe$ r Me;\
iN.lE DHF e:tz,

Sroilr;

8. EPOJ HA OAOEPEHUETO 3A
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9. AATyM HA rrpBOTO PEITIEHT4E 3A tIyIII
HA PEIIIEHI,IETO

10. AATyM HA IOCJTEAHATA pEB[r3r{JA
@ezpyapu,2023

MET/OEHOBA
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