
KPATKA XAPAKTEPI,ICTI,IKA HA IIPOAYKTA

I.I,IME HA JIEKAPCTBEIIIUI TPOAYKT

POHIIIAI I mg/ ml nepop,ureH pirrBop
RONYDAL I mg/ml oral solution

2.KATIECTBEII I,I KOJII{IMCTBEH CbCTAB

I ml nepopureH pa3TBop cbAbpxa I mg pr.rcnepulon.

flouorqHu BerrlecrBa:
Cr4rpxa 6eHgoena KrlceJruHa E 210 u gp.
3a n"'rHr'.fl crrrcbK Ha noMorrlHlrre BerrlecrBa. BLDKT' roqrca 6. 1.

3.JIEKAPCTBEHA OOPMA

Ilepopannurr pa3rBop e 6racmp u 6esqsereH.

4.ICIUHI,IIIHII AAHHI,I

4. I TepaneBTrf rrnrr rroxa3aHrrfl

POHI4AAI e noKa3aH 3a reqeHue na unso$peunr.

POHI4IAn e noKa3aH 3a JIeqeHHe Ha yMepeHr.r Ao rexmn uaHrafinu err.{3oAr,r npz 6anorxpuo
pascrpoftcrno.

PoHIqAn e noKa3aH 3a KparKocpouHo reqeHue (ao 6 ce4rr,ruqn) Ha repcucraparrla arpecn1r rrpu
[aqueHTI{ c yMepeHa Ao re)I(Ka AeMeHIIHt sa Anqxafinaep, Koltro ca HeqyBcrBHTeJrHtr KrM
ne$apuarolorplqHldre noAxoAH I,I nplr Kor{To uMa plrcK or caMoHapaHrBaHe wMHapaHsBaHe Ha
OKOJIHI,ITC.

POHI4AAn e rIoKa3aH 3a KparKocpoqHo cuMnroMarr,rqHo rer{eHue (ao 6 ce.qrvuryr) Ha
[epcHcrHparlla noBeAeHllecKa arpecut npl,r Aerla Ha Bb3pacr Ha4 5 ro4nnu u ilpr4 roHorur4 c Ar{afHo3acbrJlacHo KpIrrepHrITe ua DSM-IV, npLI KoLITo rexecrra Ha arpecuBHoro r.lJrrr Apyro AecrpyKTHBHo
rIoBeAeHI'Ie I€PIcKBa QapuanonorlrtlHo JleqeHre. OapuaroloruqHoro JreqeHr,re tpa6"a au 6ia"
Hepa3AeJIHa qacr or rlo-u[poKa [porpaMa 3a JreqeHr{e, BKJrrOrIBauIa [cLTxo-coIII4aJlHa U
o6pa:orarenHa nHTepBeHqur. Tona e npe[op6r{[TeJrHo, aKo pnclepr,rAoH ce npeAngcBa or
c[eq]r{IJII{CT nO ,4ercKa HeBpoJrorut, AercKo-IoHOIrrecKI,r ncl4xr4arbp yJlvr or JreKap[, ao6pe 3arro3Harll
c JrelreHHero Ha rroBeAeHqecKo pascrpoficrro npH Aerra Ia roHorrru.

4.2 [oznpoBxa rl rraqrrn Ha rrprrJrorceHrre

IIIusodpeHrt

Buspacmuu

POHIIAAI Moxe Aa ce AaBa BeAHbx( vrrv ABarrbrrr AHeBHo.
flaqueHrnre rpt6na Aa 3alorrBar c 2 mgp'ncrepr'AoH Ha AeH. losam Mox(e Aa 6rae noaHrleHa Ha
BTOPI{' AEH HA 4 Mg. B IOCJIEACTBI,IE AO3ATA MOXE AA OCTAHE HENPOMEHEH A UTTV AA CE
r4H4vrBuAyaJtu3upa no-HararBK' aKo e neo6xo4nuo. floseqero naqaer{Tn ce tryBcrBar 4o6pe npr.r
AHeBHa AGa MexAy 4 u 6 mg. flpz uxrou naqIteHTL Mor(e Aa e noAxoAflrrlo Kopr{rnpaHe Ha Ao3ara B
lpoAbJDKeHHe Ha no-Abnbf nepl4oA, KaKTo II no-HI4cKa HaqaJrHa In noAAbpxarrla Ao3a.
.{osure Hag l0 mg AHeBHo He ca noKa3arv no-4o6rp eQercr or rro-H}rcKr,rre Aos1t uMo111e ra
npI'IqHHtr flo-llecra notBa Ha eKcrpanupaMuAHa caMITroMarLIxa. EesonacHocrra Ha Ao3H, no-roJreMa
or 16 mg AHeBHo, He e no,4rlarauaHaoIIeHKa, u cJIeAoBareJIHo re He ce npenopbqBar.

' ilx i1 i r bjl ! t iiiT[It rlA Ar[ iJ titl ff il 0 Jl EKAPCTEATA
i,,panKa xap Sitmepu{itiuEIl Ea npallynmd .
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Xopa e cmapqecKa sb3pacm

flpeuopruna ce HaqaJrHa Ao3a or 0,5 mg ABa rrbrr,r Ha AeH. Tasn 4orupoBxa Moxe Aa 6rAe
r4HAuBuAyutHo KopurupaHa c yBeruqeHr,re or 0,5 mg ABa rbrr,r Ha AeH Ao I uln 2 mg aza rrBrr Ha
,IIEH.

,{eqa u pHowu

He ce npenopbqBa ynorpeGara Ha pr,rcnepr,rAoH trpu Aerla la roHorrr{ noA l8-roAnmHa Bb3pacr c
ruu:oi[penux lopaA]r HeAocrarbqHo AaHHr,r ra eQuracnocr.

MaxufiHu enugoau npn 6lrnorspHn pa3crpoftcrna

Baspacmnu

POHI4AAJI rpr6aa Aa ce .qaBa BeAHbx AHeBHo, Karo ce 3anoqHe c 2 mgplcnepr,rAon. Kopurupane
Ha Ao3ara, aKo ItMa noKa3aHufl 3a roBa, rpr6na ga ce npaBr,r Ha r,rlrrepBanr,r, He no-MaJlru or 24 qaca, rr
To c yBeJIruaBaHe Ha Ao3ara or I mg.qHeBHo. Pucnepngon ce np[nara np]r rbBKaBo Ao3r.rpaHe B
I'IHTOpBaJI or I Ao 6 mg 4ueauo Ao oml,IMr.r3r{pane Ha H}rBoro Ha eQuxacnocr r,r roneparrrHocr npr.r
BceKL nalll4e}{r. .{Heaua Ao3a Ha,q 6 mg pucnep}rfloH He e u3cJreABaHa npu naquetru c Mlanuitnm
enlr3oAn.

Karro rpl{ BctKo cl,IMnroMarr{rrno JreqeHr.re, npoAbJrxrmeJrHoro reqeHue c POHI4AAJI rpa6na
HenpeKbcHaro,qa ce orleuffBa r,t o6ocnonasa.

Xopa e cmapqecKct sb3pacm

flpenoprvna ce HaqanHa Ao3a or 0,5 mg ABa rrBTr,r AHeBHo. Ta.:?r Aosa ce nperleHrBa nHAr4BrrAyaJrHo
npu yBeJlnqenue c 0,5 mg ABa nbrl,I AHeBHo Ao I urn 2 mg gsanbrr.r AHeBHo. Trfi xaro Knr.rHnqHltrr
onHT npu xopa B craprlecKa Bb3pacr e orpaHr,rrreH, ynorpedara rpx6na Aa e BHuMareJrHa.

,Qe4a u nHoutu

He ce npenoptqBa yuorpe6ara Ha pr,rclepr,rAoH flpu Aeqa ll roHorrrr noa 18-roarurrHa Bt3pacr c
OuuonrpHa Manr.r{ nopaAu HeAocrarbqHo AaHHI ra er[uxacnocr.

flepcuc-ruoaua arpecnr uou nauneHru c yuepeHa ao rexra neuenurar na Aluxafiuep

flpenopruna ce HaqarIua Ao3a or 0,25 mgABa nlrn AHeBHo. Tasr,r 4osr,rpoBKa Moxe Aa6r1e
ITHAHBIIAyaJIHo Kopl{nlpaHa c noB}rrrrenue or 0,25 mg ABa nbru AHeBHo, Ho He no-qecro or BceKLr or
BceKH BTopH AeH, aKo e neo6xoAuuo. OnrutuarHara Ao3a e 0,5 mg ABa nbTr,r AHeBHo 3a roBerrero
naquenru.HxKou naIIpIeHTu, o6aue, Moxe Aa ce qyBcrBar 4o6pe or Ao3a Ao I mg 4na Ilbrr.r AHeBHo.
flpu naquerlrn c nepcucruparr\a arpecuf, npr.r AeMeHqur na Anruafirr,rep POHI4.{AJI He ce np}rJrara
noBeqe or 6 ce.quuqn. flo npeue Ha reqeHilero rraqr{eHT}rre rpn6na ga ce noAJrarar qecro r{ peAoBHo
Ha oIIeHKa Ir oTHoBo Aa ce [pelleHtna Heo6xognMocTra oT npoAbJDKaBaHe Ha JreqeHr{eTo.

flone.Eenqecrz pa3crpofi srsa

,\e4a u toHotau om 5 do L8-eoduutua 6b3pacm

3a naquenru c reruIo >50 kg ce flpenopbqBa nbpBoHarrzr.JrHa Ao3a 0,5 mg Be,{Hbx gHenno. Tasu
Ao3I,IpoBKa Moxe Aa 6r4e unguulr4yaJrHo KopurupaHa c noBHrrreHr.re or 0,5 mg BeAHbx AHeBHo He
ro-qecro or nlrrepBaln[ [pet] eAItH AeH, aro e neo6xoAuuo. 3a noBeqero naIII4eHTI,r orrrlrMzlJlnara
Ao3I,IpoBKa e I mg BeAHrx AHeBHo. Hsxor,r naqneHTr4 o6a.{e, Moxe Aa ce qyBcrBar go6pe or 0,5 mg
BeAHbx AHeBHo, AoKaro Apyru Moxe Aa r.rMar H)DKAa or 1,5 mg BeAHbx AEeBHo. 3a uaquenrn c
remo <50 kg ce npenoplrlBa rtbpBoHauilIHa Ao3upoBKa or 0,25 mg BeAHbx AHeBHo. Taan lornponra
Moxe Aa 6bAe unAnsuAyzrrrHo Kopr,rnrpaHa c noBr.r[reH]re w 0,25 mg BeAHbx AHeBHo He [o-qecro or
UHTepBEUII{ npe3 AeH, axo e neo6xoAr,ruo. OmnMaJrHara.qo3a e 0,5 mg Be.qHbx AHeBHo 3a noBeqero
raqueHTu. Hrxou [aq[eHTI,I o6aqe uoxe Aa ce qyBcrBar 4o6pe or 0,25 mg BeAHbx AHeBHo, AoKaro



Apyrrr Moxe Aa [Mar HpKAa or 0,75 mg BeAHrx AHeBHo.

Karro npl,t BcrKo cr,rMmoMar]rrrHo reqeHue, npoAbJrxr,rrennoro JIeqeH]Ie c POHI,I,{AJI rpx6ta ya
ce oqeHrBa neplroAr{qHo.

POHI{AAn He ce [penoprqBa npn Aerla rroA S-roAuursa Bl3pacr, ruft xaro HtMa onl{r npu AeII4
no-MaJrKrr or 5 roAusr,r, c raKuBa pascrpoftcrna.

VspexraHe Ha 6r6peuure u .repgur Apo6

Ilaquerrrure c 6r6pevno yBpexAaHe LrMar noHnxexa cnoco6nocr Aa eluMr.rH[par aKrlrBHara
aHTr,r[crrxorn.rHa r[paxqnr, orKoJrKoro Bb3pacrHr.rre c HopMzlJrHa 6r6peuna r[yHrqur.
flaqueurme c yBpeAeHa SyHxqur Ha qepHrf, Apo6 r.rrr,rar noBr.rureHa rrJrrnMeHa KoHqer{rpaqr{r Ha
cno6oAnara Oparqufl Ha plrcnep[Aon.
HesasucuMo or r.rHruKarlurre, HarrzurHara u cJreABarqnre Ao3upoBru rpr6na Aa ca HaMaJreH[
HaroJroBr{Ha }r Kopr,rrupaHero Ha Ao3ararptdta aa 6rAe no-6anHo npn naqverrru c 6r6peuuo uru
vepno4po6xo yBpexraHe.
POHHAAI rpr6na Aa ce rpr,rJrara BHrMareJrHo rrpn re3lr rpynu flaquerrr]r.

Haqnn na nDznoxexue

POHI4AAJI e 3a rrepopa.nHo JreqeHr,re. Xpanara He noBJrr{rBa a6cop6qr,rxra na POHHAAJI.

flpu npexparrBaHe Ha JreqeHr,rero ce npenopbrrBa [ocreneHHo HaMaJrf,BaHe Ha Ao3ara. Muoro pagro
ce oIucBaT ocTp[ cnMnToMr,r npll pr3Ko npeKbcBaHe Ha JIeqeHI4eTo c Br,rcoKLI .4o3I,I allTnncttxoTuqHu
JreKapcrB4 BKJrroqnreJrHo raAeHe, noBprrrlaHe, u3rrorrBaHe r,r 6escrHue (nx. ro.ma 4.8). Moxe aa ce
na6moAana lr nrgo6nonsBaHe Ha rrcuxorrlqHure c[MnroMr,r u ce cro6ruara 3a florBa Ha HeBoJreBn
ABnrareJrHr{ pascrpoftcraa (raro Hanpr,rMep aKarr,r3r,rr, Ar.rcroHlrr r,r gucrnnesna).

Ifp euunaaau e om dpyzu aHmunctxomt4u

Koraro e MeAr,rqr{HcKr.r oupaBAaHo, ce rrperropbqBa nocreneHHo cflrapane Ha npeAnrrrHoro JreqeH[e,
Koraro 3€uroqBa rerreuuero c POHI4AAJI. CrIqo raKq aKo e MeAr.rrIHHcKr,r onpaBAaHo, nplr
[peMlrHaBar{e Ha rraqueHTa oT Aeno arrTH[c[xoTlrrrHr,r npenapaTl{ ce npenopbqBa TepauurrTa c
POHI,IAAn Aa 3anoqHe B AeHr Ha cneABaulara r.rHxeKrlur or cxeMara. Heo6xo4uuocrra or
npoAbJrxaBar{e Ha npoBexAanoro arrrr,rnapKnucoHoBo reqeHr,re rpr6na [epuoAr,rqHo Aa ce
npepa3HrexAa-

4.3 IlporunoroKasaHrfl

CnprxvyncrBlrrelHocr KbM aKTLrBHoro BerrlecrBo lrJrn KrM HrKoe or noMorrlHr.rre BerrlecrBa.

4.4 CneuuauH[ [peAyrrpex.qeHrrfl rr rpeAra3Hn MepKrr npu ynorpeOa

flaulteH'rn n graD.recra gtgDacr c reMeHuur

O6t4a cutpmnocm

flpu nrspacrHr,r naqueHTr,r c AeMeHrlr.rfl, JreKyBaHn c arnnuqHu arrrllncuxoruq[, ce na6moAasa
yBeruqaBaHe Ha cMbprHocrra B cpaBHeHue c nnaqe6o npr,r MeriulHaulusnalT KorilponupaHr{
npoflBaHut, [poBeAenu c arldnl{qHr,r arrrr{flczxorurlrr, BKnIorIureJIHo Ir c pucnep[Aon. flpu
nnaqe6o-rornponup&ru flpoyqBau[r B norrynaq[sra naqueHTLI, neKyBaHI,I c pI{c[epI,IAoH,
cMbprHocrra e 4%o npu JreKyBaHr,r c p[cnepr,rAoH naqner{Tr{, cpaBHeHo c 3,loh IIpn naq]rer{T}r Ha
ruraue6o. CrornoueHlrero Ha BeporrHocrlr (95% aonepr.rreJreH nnrepnan) e l,2l (0,7;2,1).
Cpe4nara Bb3pacr Ha naqneHTrre c JreraJreH [3xoA e 86 roAunu (rrlexAy 67-100).



EdnoepeuenHo nplaoerceHue Ha fiyposeuud

IIpu uaqe6o-KoHTpon[paH[r KJrrrHr.rqHr.r npofrBaHus c p[cnepl,IAoH, rrpu [aqneHTr{ B crapqecKa
Bb3pacr c AeMeHrIr4r, JreKyBaH[ eAHoBpeMeHHo c QyposeMnA ]I pucnep]IAoHo ce na6rrcAaBa no-
B[coKa cMrprHocr (7,3o/o; cpeAHa Bb3pacr 89 roAnnn, MexAy 75-97) B cpaBHeHue c Eaquerrrrr,
JreKyBaHr,r caMo c pucnepr,rAoH (3,1o/o; cpeAHa Br3pacr 84 roAnnu, MexAy 70-96) I{JI}I caMo c

OyposeMraA (4,1%o; cpeAHa Bb3pacr 80 roAusu, MexAy 67-90), YsenrueHata cMbprHocr IIpr
naqlreHTr{, JreKyB,urr c Oyposerung ta puc[epr,rAoH, e Ha6rro4aBana np]r ABe or o6rqo qerr,rpu

KJrHHnrrHlr npoyqBaHlrr. E4nonpeueHHoro npn;roxeHlre Ha pr{cnepu,{oH c Apyrn Arryperr.rqn (rnanno
flpr,uroxeHr,rero Ha rua3r.rAH]r A[yperr,rqu B Hr.rcKr.r 4osn) He ce cBbp3Ba cbc cb[Ioro 3aKJrK)qeHr.re.

He e nauepeu naror[nouoJror[qeH MexaHr.r3bM v HaMa [ocreAoBareleH MoAeJr, xofi:ro Aa o6rcnu
[puqnHara ga Ha6rroAasaHara cMrprHocr. Brnperlr roBa rpx6ra Aa ce BHr.rMaBau Aa ce B3eMar npeA
BUA noJr3r.rre Lr plrcKoBere or raKaBa rou6unaqur lr;rr gbrrbrcrBaulo reqeHlre c Apyrn cvnrnr'r
Ar{yperurllr, rrpeAlr Aa ce B3eMe perueHue 3a HefiHoro npnnarane. Hxua ynemveHa cMbprHocr [p]r
naqHeHTnTe, Kor4To upueMaT Apyru A[ypeTr,rq[ KaTo cb[bTcTBaIIIo JleqeHue 3aeAHo c pucnepnAoH.
HesaBr,rc[Mo or nerreHl,rero, Aexr,rApararluara e pLrcKoB $arrop 3a cMbprHocr u rpr6na BHuMareJrHo
Aa ce ug6rrsa rrpu naqueHrr,r B crapqecKa Bb3pacr c AeMeHrrur.

HexeraHu laosr.rHocbaost,t peaxur,ru (HMCP)

IIpu nnaqe6o KoHTpoJrr.rpaHlr xJrlrHr.rqHr.r npoyqBaHur rrpt,t [arIneI{TrI B craprrecKa Bb3pacr c AeMeHrlr,rt
uMa 3Haqr,rreJrxo no-Br,rcoK nporleHT (npu6rururerno 3-rparno noBr.rrrraBaHe )na HMCP, raro
Ha[pHMep r,rHcynr (rrmovnrelHo ctc cMbpreH urxog) u npexoAHr.r ucxeMr,rqHn rrpt,tcrbtrr.r trpt,t
naq[errrr,r , JreKyBaHr,r c pucrrepuloH, B cpaBHeHr,re c nauueHTr,r,flpueMarru ruraqe6o (cpe.qna Bb3pacr
85 rognHu; Ar.rarra3ox or 73 ao 97). Cr6pamrre A€IHHU or 6 maqe6o KoHrpoJrnpaHu npofrBaHr.rt
HIaBHo trpu [aquerrr[ B crapqecra Bb3pacr (>65 rognnu) c 4euenqnx noKa3ar, qe HMCP (cepuosnn
n He-cepuo3Hu, rou6nnnpatu) ce noJrf{aBar npu 3,3%o (3311009) or rarrreHrrrre,JreKyBaHn c
pucnepr{AoH, r.r npr l,2yo (8/712) upu raqueHrure, npneMarqn ruraqe6o. Ornourennsro na
Bepotrnocrra (95% AoBepnreJreu unrepnar) e 2,96 (1,341,7,50).Mexanr3Mbr 3a ro3rr noBr.rrreH pucx
He e r,BBecren. llosnureHlrrr plrcK He e r,r3KJrnqeH 3a Apyrur aHTr.mcuxorr,rrlu ruur Apyrn rpynl
naIII{eI{rr,I. POHI4AAJI rpx6na Aa ce [prdJrara c BHuMaHr.re npn naquer{rrr c pucKoBr,r Qaxropn ea
uHcynT.

Pucrrr or HMCP e 3naqr{Mo rro-BlrcoK rrpu naqueHT]r cbc cMeceH rrJII{ cbAoB TI,rn AeMeHrlkrs. rrpu
cpaBHeHne c AeMeHq[t na Arrp<afirrrep. 3arona naqneHTr.r c Apyr rr.rn AeMeHqrlr, paelrt,rqHa or
AeMeHrIr{r na A-nqxafiuep, He rpr6na Aa ce neKyBar c pr{cnep}IAou.

Jlexaplrre rpa6aa Aa [perleHrr pucKa u noJr3ara or npruoxeHuero Ha POHHAAn rpu raqueHrr B
cTapqecKa Bb3pacT c AeMeHrIr4r, KaTo B3eMaT npeA BllA [porHocTntIH]ITe KpuTepun 3a [HcyJrT upu
BceKu eAr.rH naqr{eHT. Ilaqueuurre [Jrr{ xopar4 Kouro ce rpnxar 3a rrx, rpx6aa Aa 6nAar
npeAyrrpeAeHu Hega6auro Aa cro6qasar 3a [prtuaqr{ n c[MnroMr{ ua HMCP Karo BHe3anna cna6ocr
r4Jrr.r cKoBaHocr Ha Jrr{rlero, pbqere vnril KpaKara, u sa npo6reMl,I c roBopa wru ct,c 3peHr.rero. Bcuqxu
Bb3MoxHocrrr 3a rerreHqe rpr6na Aa ce o6uucrxr nEaa6aaHo, BKrrroqlrreJrHo npeycraHoBrBaHe Ha
JreqeH[ero c pucnepu,4oH.

POHI4AAn rpl;6r;a Aa ce r3rroJr3Ba 3a KparKocpoqHo JreqeHr,re Ha rrepcncrr,rparr\a arpecul npu
naqfieHTr,r c yMepeHa Ao rexra AeMeHrInr Ha Arry<aftuep caMo Karo AonbJrHeH[e KrM
nerfapuaxororuqHr,rre [oAXoAr.r, Koraro re r,rMar orpaHr{qeHa e$exrunnocr wtu He ca e<[uracHra u
npu Kouro nMa pncK or caMoHapanrBaHe Lilru HapaHrBaHe Ha oKoJIHr{Te. flaquenrure rpa6na
peAoBHo Aa 6bAar noAJraraHu Ha npeorleHKa Karffo n neo6xoAnMocrra or npoAhrrxaBaHe Ha
JIeqeHLIeTO.

OgrograrlrqHa xunoroHu,g

flopa,uu anrla-6noruparrloro AeficrBve Ha prcreplrAoH e Br3Mo)KHa norBara na (oprocraru.rna)
xr,rnoroHr,rr, oco6eHo rro BpeMe Ha HaqzurHr,rr [epuoA Ha aAilrrl,IpaHe Ha Ao3ara. KrIaHuqHo 3HatII,IMa



xunoToHrrt ce Ha6JIIoAaBa B [ocTMapKeTr,rHroBr,rr nep[OA, npr{ eAHoBpeMeHHO np[noxeHr,re Ha
pucneplrAoH LI arrrllxunepTeH3uBHo rerleHlre. POHI4AAI Tpt6Ba Aa ce upurara BHrMareJrHo IIpu
[aquel{Tlr, 3a Ko[To ce 3Hae, qe uMar clpAeqHo-cbAoBo 3a6orrBaHe (nanp. CrpAeuna
HeAocrarbqHocr, un$apxr Ha MHoKapA4 HapyureHnr Ha npoBoAr,rMocrra, Aexr,rrpararllrr,
xI{IroBoJIeMLrt, IIJIIT Mo3brrHocbAoBa 6orecr), H Ao3ara rpn6ya Aa 6rAe nocreneHHo aAarrrr.rpaHa
crlopeA npenopbKldre (ax. rouxa 4.2). Axo ce uorBr{ xunoroHr,rr, rpr6aa Aa ce o6uucl}r HaManeHr,re
Ha Ao3ara.

Krqra aucruHegnq/ ErsrDauraparvrr,LuHu cm,rnrorulr (KII/E[IC.)

Jlerapctnenrre npoAyKTLt ctc csoficrsa Ha aHTaroHtrcrv Ha AonaMrrHoBr.rre peqerrropn, ca cBbp3aHr,r
c LIHIyTIpaHeTO Ha KbCHa A[CKUHe3r{r, KO'TO Ce XapaKTepnSrrpa C pnTMI1IrrHu HeBoJreBr.r ABr.rxeHHr,
npeAlIMHo Ha e3I4Ka ulunm ]Iugero. floxsara Ha eKcrpanupaMr,rAHa cr{M[ToMarnKa e pucKoB $arcrop ea
KbcHa AI,IcKI,IHegvfl,. Aro ce rorBrr rrprnHaqn rr cnMmoMr.r Ha K6cHa AvcKnnfi.],vt, rpa6na 4a ce
o6nancnu c[rpaHero Ha BcI4rIKLt aHTl,Incuxorl,rqn.

HesDorenruqeH Marr,rrHeH cuHapoM (HMC)

IIpu npuroxeHr,Ie Ha aHTr,r[cnxorrrqu ce cro6rqaaa 3a Bb3HrrKBaHe Ha HeBpoJrerrrr,rrreH Man]rfHeH
crIHIpoM, rofiro ce xapaKTeprcupa c xufleprepMr.{r, MycKyJrHa pr,rrr,rAHocr,Hecra6uHocr Ha
BereTaTuBHaTa HepBHa cl,rcreMa, npoMeHeHo cb3HaHlle il IIoBI,IuIeHlr HUBa Ha CepyMHaTa
rpearunQoct[oruHa.ra. ,{ouurHurenHr,r cr,rM[ToMn Morar Aa 6rAar uuomo6nnypnx (pa6.qoMr.rolusa)
I.I ocrpa 6r6pevna HeAocraraqHocr. B rorn cny.raft, BcIttIKn aHTr{[crrxor]rqn,BKjrroqr,rreJrHo
POHUIAAJI, rpe6aaga 6sgar cupexu.

flapxunconona 6onegr n nel{eHuur c rerua Ha Lewy

Jlexapure rpx6na Aa rlpelleHtr pl.rcKoBere cnprMo non3ara, Koraro [pe4nncBar ar{r}rrrcr4xorr{qu,
BKJIIoTII{TeJIHo POHI4IAJI, na naquernu c flapxnncoHoBa dorecr r.rJrr.r AeMeHrIr,r{ c reJrrla na Lewy
(DLB). BtsMoxHo e BJroruaBaHe Ha llapruHcoHoBara 6orecr or p[cnepr,rAoH. flpu ABere rpyrr
ccqecTByBa noBuIIIeH pLIcK oT pa3BUTLre Ha HeBpoJrenTr{qeH MaJrr.rrHeH cnHApoM, KaKTo r,r nOB[rUeHa
IIyBCTBI,ITenHOCT K5M aHTLIUCTIXOTI+IHI,ITe JIeKapCTBa; Te3rr naqUeHTI,I Ce n3KJIIOTIBaT OT TIUHI,FIHII

npoflBaHl4fl. llpornara Ha ra3r{ rroBurueHa qyBcrBltrerHocr Karo AonurHeHr,re KbM
eKcrpanupaMuAnara cr{MnroMar[Ka Moxe Aa BKJrroqBa o6rprnane, o6xy6nnaqr,ro, [ocryp:lJrHa
Hecra6znHoc'r c qecrll flalraHwr'

Xr,ruepmureuH-s

3a xunepmnxeMlrr urn o6ocrpxHe Ha cbrrlecrByBarr{ ornpeAr.r Aua6et ce cso6qasa B MHoro peAKr,r
cnyqav no BpeMe Ha JreqeHlrero c POHI{AAJI. flpenoprqBa ce noAxo,qrqo KJrr,rHrrrrHo Ha6nroAeHlre
Ha flaqueHrr.r c Atla6er r.r Ha naqueHTr{ c prrcKoBr4 iparmpu 3a pa3Br,rrr,re Ha 3axapeH aua6et.

Xunepnpolaxruneuur

flpoyraaHux c rbKarrHr,r KyJrrypr{ [oKa3Bar, qe pacre)roT Ha KJIeTK]I nplr TyMop Ha r6p.qara flpu
rroBeKa uoxe 6n ce crr,rMyn[pa or nponaxrnH. Manap rre He e rcHa Bpb3Kara c npunoxeHr{ero Ha
aHTr,rncuxoTl4rlr,r, AoKoJrKoTo e AoKa3aHo B KII,IHr,rrrHr4 u errvr4eMuoJloruqHu [poyqBaHr4r, npenopbrrBa
ce noBr.r[reHo BHr4MaHne npu flarr[eHTrt cbc 3HaqnMa aHaMHe3a. POHI4AAn rpr6aa Aa ce npn;rara
BHLTMaTqnHO npn [arIHeHT]r c npeAruecTBarqa xnflep[poJraKTr,rHeMufl u rrprr naq]reHTr,r c BeporTHocT 3a
npoJraKTuH-3aBr,rcHM[ TyMopr{.

Yarrxaeane Ha OT- r,rHrepgana

B nocruapreruHroBprr nep[oA MHoro prAKo ce cbo6rrlaBa 3a yAbJrxaBaHe ua QT-urnepBa.Jra. Kaxro n
c Apyrlrre ar{Tr{[clrxorrrqu, rpx6aa Aa ce BHr,rMaBa, Koraro puc[epr,rAoH ce npeAnr,rcBa Ha naqueHTra,
3a Kor,rro ce 3Hae, qe crpa,4ar or cbpAeqHo-cbAoBH 3a6onrBaHur, Kor.rTo r.rMaT t[arraranna
o6peuenenocr 3a yAbnxeH QT-r,rrrepran, 6pa4urcapAut wftr eJrercponr{TeH 4uc6anaHc



(xunoranueul,Ifl, xrrrloMarnelueuur), rrft raro roBa Moxe Aa noBr,rruI pllcKa or pnrbMHr{
HapylueHl{t, KaKTo rr flplr eAHoBpeMeHHara ynorpe6a Ha neKapcrBa, 3a Kor{ro ce 3Hae, qe yALlxaBar
QT-nrrreprana.

flpunaaruu

POHIZ44n tpr6na Aa ce I{3noJI3Ba BHLIMareJrHo npu [aqneHT[, Kordro ]rMar aHaMHE3a 3a rrpurraAbqll
rilII,I ApyrH CsCTOrHtrr, KOIITO nOTeHrI[aUrHO MOraT Aa HaMaJrrT npara 3a npnna,{brlll.

flpuanr.rgru

llo npeue Ha reqeHllero c POHI4T{AJI uoxe Aa ce [oryqu npnaru3bM nopaAlr neronur al$a-
aApenepruqen 6loxllpaq er[err.

PerylnpaHe ua renecHara ren neDarypa

Curra ce, qe aHT[[c[xornl{u:re pascrpofiear cnocodHoc,ra Ha opraHr{3Ma Aa perynupa reJrecHara
reMleparypa. .{o6pe e Aa ce B3eMar cborBerHn Mepxn, Kofaro POHHAAn ce npeAnncBa Ha
naqrIeHTI,I, KOUTO Ce r,BJIaraT Ha CbCTOtHtIt, KOUTO MO)I(S Aa AOUpHHeCaT 3a nOBr,IUIaBaHe HaTeJIeCHara
TeM[eparypa, HaupuMep yc[Jreuo Qnru.recro HaroBapBaue, r43JraraHe Ha rolsMa ropeqr,rH4
noJI)AaBaHe Ha cTITETCTBaUIO reqeHr,re C ar{TnxoJrnHeprr{qHa aKT}rBHocT r{,Jrr{ Aexnlparr,rpaHe.

.Ileua n ronouru

flpegu IlsnucBaHe Ha pucflepugoH Ha Aeqa uln rcHorrlr c noBeAeHrrecKr,r pa3crpoficrna rpr6na
qtJlocrHo oqeHtBarle sa $usuxaxHu lr coquaJrHu nplrquHu Ha arpec]rBHoro rroBereHr.re Karo
HanpuMep npuqrlntBaHe Ha 6orra r,urlr HegborBercrBarqu Ha cpeAara r,rcKanls.
flpn ra.on rpyna rpr6aa BHnMareJrHo Aa ce fieAH ceAarr,rBHr,rrr erlexr Ha pr{cnepvroH ropaAr,r
Bb3MOXHrlITe nocneAr4rlr,r Bbpxy c[ocooHocTra 3a yqeHe. flpournara Ha BpeMeTo Ha [p[naraHe Ha
pucnepvroH Moxe Aa no4o6pu nrl4eftcrnrlero Ha ceAaruBHoro cpeAcrBo Bbpxy BHr.rMaHuero Ha
ACUATA U IOHOIIIIME.

Pucnepulon ce cBbp3Ba cbc cpeAHo yBerr,FreHue Ha rerrecHoro reruro r,r uHAeKca Ha reJrecxara Maca
(HTM). JleqeHr.rero c pucnepnAoH c npoAbJrxuremrocr Ao I roALrHa He noKa3Ba HexeJraHu
JreKapcrBeHr{ peaKrlnu Bbpxy pacrexa n noJroBoro c63prBarre. flpouerure B pbgra npu AbrrocporrHr.r
eKcreH3HBHr{ orBopeHr,I npofrBaHa ca B paMK}rre Ha HopMara, oqaKBaHa 3a Bb3pacrra. EQercurc
Bbpxy rroJroBoTo cb3prBaHe tr pbc:ra npll AbJrrocpoqHo reqeHr,re c pucnep]rAoH He ca aAeKBarHo
nporreHn.
flopaau noreHqr,rzrrrHrare e$erru or rpoAbJDKrrreJrHara xr,rnepupoJraKrr,rHeMlrr Brpxy pacrexa u
[oJroBoro cb3prBarre npr,r Aerla u roHorrr[ rpr6na Aa ce npaB]r peAoBHa KruHlrqHa orIeHKa Ha
errAoKpr.rHHr,rt craTyc, BKJrrorrr.rTgrrHo rl3MepBaHe Ha pbcT, TeDro lr noJroBo cb3prBaHe, KoHTpon Ha
Mencrpyaqurra r,r Apyrur noreHrlr.raJrHo cBbp3anu c nponaxT[Ha eQerru.
flo rperrle Ha JreqeHve c puc[epuAoH peAoBHo rpr6aa Aa ce cneA[ 3a eKcrpa[upaMraHa
cItMmoMaTnKa n Apyru AB[raTeJrHrr HapyrueH]rt.
3a cneqr,rQravHr,r npe[opbKr,r [pr,r Ao3EpoBKa npn Aerla n roHorln Br.DKTe ro'rrca 4.2.

f[oMourHu neurecrsa

@urlrupanure ra6nerrll cbAbpxar JraKTo3a. flarluerru c peAKI,I HacJIeAcrBeHIa ge$exrn raro
HenoHocrrMocr KbM fturaKTo34 aerbr,rqt,t:r naLapp JraKTa3a vrrilHa HrroKo3oraJraKro3Ha uara6cop6qnx
ne rpr6aa Aa npneMar roBa JreKapcrno (orHacr ce caMo Ao OruMupaHnre ra6rerxu).

4.5 BsanMoaeficrnue c Apyrn JrenapcrBen[ npoAyrcru n Apyrn Qopun Ha B3alrMoAeficrnne

Karro u npu Apyru aHTr,rnc[xorrrqu, BHuMareJrHo ce o6uncrr rd3nr,rcBaHe Ha pucnepr,rAoH c Apyrrr
JreKapcrBeHH npoAyKTH, 3a Kor{ro ce 3Hae, qe yAbrxaBar QT-r,rrrepBaJrq Hanp. Krac Ia
ar{rr,rapurMr.rqu (naup. xr.rHr{ALrH, A}Bo[upaMr{A, npoKar,rHaMra4), rnac III anrr,rapuruuqu (naup.
aM[oAapoH, coralon),rpuqr.rKr[qHn aHTr,rre[pecaHT]r (nanp. auurpumrurun), TerparluxJrmHr.r



aI{TI,rAeIrpecaHT}r (nanp.naanporurnn), HrKor,r anTrlrx[craM[Hr,r, Apyru aHTl{ncn(orlrq[, HrKorr
aIrrI,IMaJIapHftnu rerapcrna (xanp. xr,rHrrH n uer[roxnn), u c JreKapcrB4 Kouro nprururnrtr;ffi
eJIeKTpOJII4Ten 4raC6araHC (XUnOrcarUeUlrr, XnnoMarnesueuu.r) unr.r 6paguxap.uvrfl, vrJrv TaKr{Ba, Kor{To
unxu6r,rpar .repHo,qpo6nur ugra6orngru Ha pucneplrAon. Togu cnncrK e nprrMepeH, a He
I,BIIEPNATEICH.

Ifomenqual na POHLIIAJI da noenunea dpyzu nacapcmneHu npodyrcmu

Pucnepngon rpx6na Aa ce ynorpe6rna c rroBr.rrueHo BHt,tMaHue nplr qenrpaJnro4eficrnaq[ BerrlecrB4
oco6eno BKltroqBarqt,r uurKoxoJr u 6ensoAlra3eilr4nu [opaAn noBlrrueHrrr pncK or ceAr,rpaHe.
POHI4AAJI Moxe Aa aHTaroHr,r3r,rpa er[errra Ha JreBoAora u Ha Apyrr4.qonaM]rnoBr,r aronucrH. Ano
rasu roM6unarlns ce cqr.na 3a Heo6xo4urrra, oco6exo nplr KpaeH craArlft ua flapxuucoHoBa 6orecr,
rpr6na 4a ce n3nlr[re nafi-nr.rcrara er$errunxa gora.

KrunnqHo 3Haqr.rMa xr.rnoroHrr.f, ce na6rroAaBa B nocrMaprerr.rHroBus nep[oA nprE eAHoBpeMeHHo
npr4JraraHe Ha pr4cnepr4AoH c arrTrrxu[epTeH3uBHo JreqeHue.

POHI,IAAJI He noKa3Ba Krrr,rHr,rqHo 3HarruM erpexr nrpxy t[apuarorunerr{Kara na r,uruir, BaJr[poar,
AuroKcr,rH rrJrlr TonupaMaT.

Ilomeuquan na dpyeume neKapcmseHu npodyrcmu da noenuneam POHLIIAI

I4grecrHo e, ue rap6autBenuH HaMalsBa rrJra3MeHara KoHrleHTpaqrrr Ha axTlrBHara aHTuncuxorr.rqHa

Qparuur Ha prcrepr{Aon. fIoAo6Hu e$exru Morar Aa ce na6moAaear HanpnMep c pu$aunnquH,

QeHurouu n <!eHo6ap6r.rraJr, Kolrro cbulo r,rHAyrlupar qepHoApo6nur eH3HM CYP 3A4, xarro u P-
rJII,IKonpore[Ha. Koraro ce 3anoqBa ulrn cnnpa neqeHue c xap6auarennrwrLr c Apyru [rHAyKTopr{ Ha
uepno4po6ruar eH3uM CYP 3A4 /P-uuxonporenHa (P-gp), neKaprr rpr6sa 4a npeorleHr
Ao3xpoBKara ua POHII.{AJI.

@nyoxcerlaH u uapoKcerr.rH, Korcro ca usxudwropr.r Ha CYP 2D6, floBr.rruaBar rrJra3MeHara
KoHIIeI{Tpaqut Ha pricnep[AoH, Ho B [o-MaJrKa crerreH Ta3ur^a anTr,ruc[xoruqHara Qpanqux, O.raKaa
ce, qe Apyril nnxu6uropu na CYP 2D6 xaro xr,rHHAnH Moxe Aa rroBJrrrrrr rura3MeHara KoHrreHTpaqut
Ha pl{cnepr,rAon no noAo6en HarrnH. Koraro ce 3anoqBa r.r;r}r npeycraHoBrBa eAHoBpeMeHHo JrerreHr,re c

Qnyorcernn l,lJrn napoKcernH, JreKaprr rpr6na Aa noAJroxn Ha npeoqeHKa Ao3r,rpoBKara Ha
POHI4.{An.

Bepanaurul, rcoftro e um<u6nrop na CYP 3A4 u P-gp, nonuruaBa rura3MeHara KoHqerrrpar\4s, Ha
pncnepuAoH.

faranrauun rr AoHene3r.rJr He [oKtBBar KJrr,rHr.rqHo 3Haqr,rM e$err Bbpxy Qapuaxoxr,ruer]rKara Ha
pucflepr,rgoH r,r B6pxy aKT[BHara ar{r[nc[xorrd.rna Qparqnx. OeHoruaguHr.rre, TpurllKrruHnre
aHTruenpecaHTrr I{ Hrrom 6eta 6rorepu Morar Aa noBr{ruar [JIa3MeHara KoHrIeHTparIHr Ha
pucnepuAoH, Ho He lI Ha aKTnBHara ar{Tulcr,rxorr,rrrHa $parqux. Aturrnpuurr,rJrr,rH He noBJII{tBa
r[aprrrarorunernKara Ha pr,rcnepnAoH r,r Ha aKT]rBHara arrrnncnxorr.rqHa r[paxuur. Uuruetnqun u
paHI,ITItrI{H noBl{ruaBar 6raonanuqnocrra Ha pr,rcflepr,rAoH, Ho caMo He3HaqI,ITerHo r:r3pl Ha aKTI{BHara
aHTn[cuxor]rvna Qpaxqur. Epurpouzrlun, rofiro e unxu6urop na CYP 3A4, He npoMeH{
QapuaroruuerlrKara Ha pr4c[eplrAoH, Hr,rro Ha aKTuBHara aHTr.r[c]rxoruvHa Qpar4ar.

Kou6unupanara ynorpe6a Ha ncuxocrr,rMynaHrn (nanp. nrernnQenn4ar) c POHI4.{AJI rpn Aerla r
rcHorulr He npoMeH.f, Qapuaxornnerr.rrrHara eSnracuocr ua POI{I4.{AJI.

Buxre ro.ma 4.4 orHocHo noBr.rureHa cMbprHocr npr.r naqneHTu B craprrecKa Bb3pacr c AeMeHrlr,rfl,
rrplreMarqu eAHoBpeMeHHo c roBa rbyposeMr,rA.

E4uoupeuennara yuorpe6a Ha nepopaJres POHI4AAJI c narnnepuAoH He ce rpenopsqsa,rsit
Karo rraJrr{[epr,rAoH e axrr{BeH r,rgra6orur Ha prrc[ep[Aon u xou6una\wffa Ha.qBere JleKapcrBa Mo)Ke
,4a AOBeAe AO AOnsJrHLrTeJrHa eKcno3]arlyls, HA aKTnBHa alrTr.rnol{XoTr{.fira $parqr.r'.



4.6 Epenrennocr lt r(bpMeHe

BpeuenHocr

Hrua 4ocrarrqHo AaHHLI ra ynorpe6ara Ha p[clepr,rAoH npn 6peuenHr{ xeHr,r. Cruaqro
nocrMapKeruHroBH AaHHI,I o6parurrra eKcrpz[[paMr.{AHa cuM[ToMarr.rKa npII HoBopoAeHr,r e
Ha6nroAanana cJIeA yuorpe6a Ha pr{cnep[AoH rro BpeMe Ha nocJreAHoro rpnMeceque Ha
6peueHHocrra. 3arosa HoBopoAeur,rre rp.n6na Aa ce KornpoJrupar BHr{MareJrHo. PucnepuroH He e
TeparoreHeH nplr rIpoyrrBaHvrfl. c xr,rBorHr{, Ho ca na6nroAaBaHr Apyru Br,rAoBe roKcntrHocr Bbpxy
penpoAyKrllBHara cl,IcreMa (sx. roqKa 5.3). florenquannurr prdcK npLI xopa He e
ugnec-ren.CleAoBareJlHo POHVAAn ue rpr6na aa ce H3noJr3Ba npr 6peuennocr, ocBeH n cly.rafi Ha
KareropllqHa seo6xoAtttrrocr. Aro e neo6xo4uruo Aa 6rAe c[prH no BpeMe na 6peuenxocrra, ToBa He
tpx6na ga craBa r{3BeAHbx.

Krpuene

flpu npoyraannt c xI{BorHIt e ycraHoBeHo, qe pucflepnAoH r{ 9-xugporcu-pucnepr4AoH ce orAeJur B
MJItKoro. YcraHoseHo e, qe pncrlepvIIlorLr 9-xugporcu-pucnep]rAoH ce orAeJrr r,r B KbpMara B MaJrKr.r
KoJIHqecrBa. HsMa HaluqHll AaHHu 3a HexeJraHr,r peaKrluu nprd KbpMaqera. CleAonareJrHo noJr3ara or
KbpMeHeTo e no-roJrflMa B cpaBHeHue c noTeHur,raJrHr.rr plrcK 3a AeTeTo.

4.7 EQexr Bbpxy cnoco6nocrra ra uroQupaHe r sa pa6ora c MarunH[

POHI4AAJI Moxe Aa IIMa MI,IHLIMaJIeH rJrr{ yMepeH e$err rrpxy cuoco6nocrra ra moQupaHe n 3a
pa6ora c MaIIIuHId nopaAu rroreHql,ranHua eQerr Blpxy HepBHara cr,rcreMa ll Bbpxy speHueto (rx.
rovra 4.8). CleAonarerHo naqneHTlrre rpr6na Aa 6rAar cbBerBaHlr ga ne ruoQnpar r.r Aa ne pa6orm
c MaIIILIHLI, AOKaTO He CTaHe I,I3BegfHa TTXIiATAIdHALTBUAyaIIHa qyBCTBTdTeIHOCT KbM JTeKapCTBOTO.

4.8 Hexelaru peaKrlnr

Hafi-qecro cro6qasaHr.rre HexeJraHr,r JrerapcrBeHr{ peaKrl}rr GUIP) (pa:npompanenue >10%) ca:
napKuHcoHll3ru, rrano6oJlue n 6egcrnqe. flo-gony cJreABar BcrrrrKlr HJIP, ta Kor4ro ce cro6qara n
KJIIIHIITIHITTe npoyrlB:lHut LI B nocrMapKsrnHroBnr nepnoA. flpunarar ce creAHn:re repMnHn 3a
qecrorara: MHoro vecru (>1/10), vecru (>l/100 ao <l/10), Heqecru (>l/1000 Ao <l/100), peAKr{
(>l/10,000 Ao <l/1000), Mnoro peAKr,r (<l/10 000), c Her.r3BecrHa rrecrora (or nalnuuure AaHHr,r He
Mo)Ke Aa 6rge nanpanena oqeura).

B pauxure Ha BctKo rpyrtupaHe B 3aBl4cr,rMocr or rrecrorara HexeraHr,rre JIeKapcrBeHn peaxrlr{}r ce
us6poxnar B Hr{3xoArrq peA rro orHorrreuue Ha rrxHara ceprro3Hocr.

Hexerann nexapcrBeH[ pearunn no MedDRA 6asa AaHHI Ha crrcreMo-opranHr.r KnacoBe

I{gcJreAsaHuq
Vecmu
Heuecmu

Pearu
CrpAewnr HapyueHrq
9ecrn
Hevecmu

HapyrueHnr HaKpbBTa u luuQnaracncreMa
Heqecrra Aneunr, rpou6oquroueHrrfl

flosnureHue Ha npoJlalmuHa B KpbBTq [oBr.ruraBane Hareruroro
V4rnxanaHe xa QT-r.rnrepBalra Ha KapAr.rorpaMara, [arororrrHa
eJreKTpoKapAr{orpaM4 noB}rrrreHne Ha KpbBHaTa 3axap,
noBlrllleHr,re Ha rpaHcaM[Ha3I{Te, HaMaJIeHlre na 6erytre KpbBHI{
KJIeTKI{, nOBI,I[IeHI,Ie Ha TeJIeCHaTa TeMlepaTypa, nOBn[IeH[e Ha
eoanHot[urure, HurMaJIeHr{e ua xeuouo6r.rH4noBr,rueHr{e Ha
r<pearnnQocQoruuasara B KpbBTa
CuaAane Ha rsrrecHara reM[eparypa

Taxnrapgur
ArpuoneurpnKynapeH 6nox, 6e4pex 6rt0r, [peAcbpAHo MbxAeHe,
Cunycona 6paaurapaux, [aJrflr.rrarl[lr



PeAru fpaxyno4lroneHu.f,
C ner,rgsecrHa qecrora Arpanyloquro:a
Hapyruenur Ha HepBHara crrcreMa
Muozo vecmu flapxuucoHr.mru, ruraso6olrae

Vecmu Axatu3nr, cBeroBbprex, TpeMop, Ar,rcroHl,rr,coMHoreHTHocr,
ceAI,IpaHe, JleTapr[r, AI,ICKI,IH€8H'

Hevecmu HepearnpaHe Ha crnMyJrn,sary6aHa sb3HaHlre,
clIHKon, noAT[cHaTo H]rBo Ha gb3HaH[IeTO, MO3]qHOCbAOB
r,rHIl[AeHT, EpexoAeH r,rcxeM]IqeH [plIcTb[,AI{3ApTpW,
HapyIIIeHUe Ha BHUMaHI{eTO, XUIIepCOMHII', CBeTOBbpTeX Ilptl
cToeHe npaB, HapylueHue Ha palBHoBecr.reTo, KrcHa AlIcKr,rHe3Ut,
HapyrxeHr{e Ha roBopa, HapyrueHa KoopAr.rHarlr4r, xunecTe3r.tt

PeAxn HenpolenrnqeH MaJrr,rfHeH cr.rHlpoM, Aua6grsa xoua,
MO3bTTHOCIAOBO yBpeXAaHe, MO35!rHa HCXeMnr, ABr{raTeJrHrt
HapyureHr.{t

HapyureHnr Ha oqrrre
ilecru Hercno Br.rx.rlaHe
Heqecmu Konronrrunrzr, oqHa xH[epeMI,It, ceKper or orllrre, oroK Ha

oqr{Te, c)rxu oq[,noBnrrreHo cbr3oorAersne, $oro$o6nr
PeAxu HauaneHa 3pr,rreJrna ocrpor4 BbpreHe Ha oqnre, HrayKoMa
Hapyruenur Ha yxoro n la6npnura
Heqecru Eolra B yxoro, ruyM B ylxr{Te
PecnnparopHrr, rpbAHrr tl MeA HacrrrHaJrH rr HapyureHrrr
Vecmu ,{r,rcunee, enucraKcr{c, Karrr.lrnrlq ceKper or Hoca, 6onxa srs

$apnnxca rr JrapnnKcq
Heqecmu Ceuprane, ac[[paq[oHna [HeBMoHnr, 6elogpo6en sacrofi,

HapyrueHl,It Ha A[rrraHeTo, xpl4noBe, KoHrecT]rr Ha A[xaTeJrHr,rTe
nbrurqa, 4ucQounx,

PeAxn Crlngporr,r Ha anHer no BpeMe Ha cbH, xlr[epBeHTr{,JrarlLrf,
Crouaruno-qpeBHn HapyrueHnfl
tlecru flonprrqane, Ar4apnfl,3arleK, raAeHe, 6olra B Kop€Ma,

Aucnencur, cyxora B ycrara, croMarrreH gucxout[opr
Heqecrnr,r fiuc$al^:ut, racrpr,rr, Qeralna uHKoHTr.rHeHqux, $eranou
Pedrcu O6crpyxqux Ha rrepBara, flaHxpearr4r, oroK Ha ycrHr.me, xefirtur
Hapyureuun na 6r6pequre rr [rrrorrH[Te nbrrrula
llecrn Enypea
He.recrr.r [usypun, H$a"qbpxaHe Ha yprHara, noJraKlrypfit
HapyureHua Ha Koxara rr [oArcoxnara rbnan
9ecrn O6pnn, epr.rreMa
Hevecmu AHruoe4eu, Jre3r.ru Ha Koxarq yBpexAaHe Ha Koxara, crp6ex,

aKHe,Aeu[rMeHTI.IpaHe Ha Koxara, alronequt, ce6opeen
AepMaTlT, cyxa Koxa, xunepKepaTo3a

PeAxu flrpxor
HapyureHnr Ha Mycr(ynHo-cKeJrerHara c[creMa rl cbeA[HtrreJrHara rbraH
I{esru Aprpalrur, 6oma s rrp6q 6olra r xpafinnqu're
Heqecmu Mycxynna cra6ocr, MpraJrrnrx.,6olxa BbB Bpara,

oToK Ha cTaBI{Te,
HapyrueHr,re na crofirarq cKoBarocr Ha craBr,tre, 6olxa n
MycKyJrzTe Lr KocTr{Te Ha rpbAHr.rr Kolrr

PeArz Pa6gonauonu:a
IlapyureHnr Ha enAoKprrHHara cncreMa
PeAru HectorssrcrBarqa ceKpeqm Ha arrrr,rAr{ypernqeH xopMoH



HapyureHur na lrera6o.nn3Ma rr xpaneHero
9ecru flosnlreH auerr.rr, HaManeH a[erur
Heqecr[ Anopercux, [oJrr.rAr.rncr4t
MHoro peAKr,r lna1ernaKeroaqr,rAo3a
C neugnecrHa qecrora Boaga urrroKcl,IKauut
IfnQexqnu n uHQecraqnu
Vecmu fluenuonm, rpun, 6porxr,rr, un([erqnn Ha ropHr{Te Ar,rxareJrHr.r

nbrulqa, unQerquu Ha nllKoqHr,rre nbrr,rlqa
Hevecmu Cuny:nr, BupycHr,r nnr[exqlru, unserqnu Ha yxoro, aHnrHa,

rleJryJrr,rr, Bb3naJreHr{e Ha cpe.qHoro yxo, nn$erqlr}r Ha oqrETe,
JroKanr.r3[paHn unr[exqnu, aKapoAepMarur, uH$er\uu Ha
AI,TXaTeIH[Te nbTUIqa, OHT,TXOMHKO3a

Pedrcu Xpour,l.nro Bb3[aJreHrre Ha cpeAHoro yxo
CtAonu HapyrreH[fl
Heqecru XranotoHttr, oprocrarr,rqHa xl{noroHr,tt, 3arrepBtBar{e
O6qa HapyureHr.rr u eQexrn Ha Mrcroro Ha [pr4JroxeHr{e
rlecru Terr,rneparypa, yMopa, nepur[epnu ororllr, agrenvr,:fl,6orxa s

rbpAr{Te
Heqecru Orox na mqero, HapyureHr.re Ha noxoAKar4 a6nopunu

yceqaH[r, Hepa3nonoxeHne, rpunono4o6nu c[MmoMr{,
xorcga, 4ucrou{opr B rbpAr{re,cryAeHr.r rpbnKu

PeAxn fenepalusttpaH oroK, x[[orepM]rr, a6crnnenreH cuHApoM,
cryAeHr,r rpaftuuqu

Hapyruenun Ha rrMyHHara c[creMa
Heqecru Cnprx.ryncrBnrerrHocr
Pegru Jlexapcmena cBpbxrryBcrBr,rrerHocr
C ueuseecmua vecmoma AnaQr.r.narruqna peaKulrf,
Xenaro-6n.n[apnu Hapy[reHrrfl
PeAnu Xurenuqa
Hapyurenur Ha Bl3npor,r3BoAr,rreJrHara clrcreMa r.r rupAara
Heqecrn AueHoper, HapyrrreHa ceKcyaJrHa rfyHrqur, epeKTr,rJrHa

auc$yHrqnx, Heyc[ex Ha erxyJraq[rra, r:uraKToper,
ruHeKoMacrr.rr, HepeAoBHa MeHcrpyaqus, 6tno reqeHue

Pe4rn llpuannrru
Ilc[xr.rqHr.r Hapy[rennfl
Muozo trecmu Ee:ctHne
9ecru Tpenoxnocr, 6esnorcoficrBo, HapyureHue Ha cl';Hx,
Heqecrlr Crc'rorxrae na o6rpranosr,Marrufl, rroATlrcHaro tu6upLo,

alraTli,fl, HepBHOCT
Pedrcu Auopraeuur, npr.rrbneH aiperr

Xr.rnepnponarnaueMl4t B Hrror{ clr} rar{ BoAn Ao ruHexoMacr[r, HapyrreHnr Ha Meucrpyaqlrra, aMeHopes, nurarffoper.
Eropanupauuaru Hap)'ureHllt Moxe ,ua ca : napKr{HcoHrr3aM (o6uana cutnBarr4s, BTBbpArBaHe Ha cKeJrerHara
MycKynarypa, [aprltHcoHr,t3lM, rmageHe, pnrnl[rocr xaro gr6qaro KoJreJro, 6pagr,rr<unesr-rr, xurroKr{He3l4n, MacKoBr.IAHo
nuqe, MycKyJrHo HanpexeHlre, aKrlse3rla, BparHa pr{rr{4{ocr, Mycrqynna purnAHocr, [apKuHconoBa floxo.rya u a6nopuer
per[aerc na rra6eaata),aKaru3r.rr (6euoroficroo, xxlepKxHe3r.rr x clrrrApoM na secnorofir*rr rcpar), rpeuop,.qrcKr{He3fir,
(ALIcxr.IHe3Lts, Myclcymrlr norpefiBrmrrr, xopeoarero34 arero3a u uuornonyc),Ar{croHrrr. Aucrolurra BKrrroqBa ,EucmHr{r,
MycKynHIr cnasMl,l, x[fleproHr{r, Toprr,rKonuc, HeBoJreBr{ Mycr(yJtrru KorfrpaKrlur.t, KoHTparcrypa Ha Mycrcynr{T€,
6nei[apocnarrru, olcynofl{prut, flapaJrr.Ba Ha e:r.ffi4 nnrleBl cnuBMu, JrapuHroc[erlM, MuoroHr.rr, oru{cmroHyc,
opor[apr,rnrea;reH cna3bM, ruleBpororor{yc, cnaatbM Ha e3uKa u qeJrrocrua croBaHocr. Tperuopor BrulorrBa rpeMop u
ocrarbqeH napKI,rHcoHoB TpeMop. Tpr6ra Aa ce ot6erexs.r, qe ca BKrK)qeHr{ rurrpox ctteKTlp or cr,rMmoMlt, Ho He e
neo6xoAruo re Aa uMar eKcrpam,tpilMr4AeH rrporBxo.q.
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CreAsa cnllcbK xa HJIP, cBbp3aHI,I c pucnepuAoH, Kor.rro ca onpeAeJreH[ Karo FUIP uo BpeMe Ha
KJII'IHI'IIIHI1rTe [poyqBaHnf,, I,I3cJIeABaIrIlI AurroAeficrnalqnt r,rHxeKIInoHeH pncneplrAoH , Ho Kol,rro He
ca onpeAeJreHu Karo HJIP npu KJ[rHr,rqHr.r nporrBaHnr Ha nepopiLJrHnr pucnepr,rAoH.

B ra3lt ra6lnqa He ca BKrIoqeHH oHe3r,r FUIP, rou:ro ca cneqnilrHo cBbp3aH[ c r,rHxeKrlr,roHHrrr HaquH
Ha rrpr{noxeHr.re Ha pncflepr{Aon.

,{onunureJrH[ HexeJlaHrr JleKapcrBeHrr peaKqwr, ga Korrro ce cro6qana nprl rrHxenqnoHeH
p[cneprlAoH' Ho He rI IIp|r nepopanHHfl prlcnepnAoH , lc.nacuQnqnpaHn no MedDRA 6aga AaHHn
Ha cl|greMo-opraHHfi lglacoBe.

IIgcJre,nnaHnq
Hauanxnane Ha reruroro, noBlrrueHue Ha raMa-rnyraMr.ur-rpaHcQeparar4 noBurrreHle Ha
vepuo4po6Hlrre eH3uMr,r
Crpaevnn HapyureHrc
Epa4map4nx
Hapyurenxn Ha KpbBTa n luuQnara cucreMa
Heyrponenur
Hapyureunn Ha HepBnara crrcreMa
llapecreszro npntraAbK
Hapyruenun Ha oqnre
EreSapocnasrrra
Hapyruenur Ha yxoro u .nadnpnHra
Cneronrprex
Vnpe4qannfl Ha racrporrHTecr[HaJrHnrr rpaKT
3r6o6on, cna3bM Ha e3r{Ka
Hapyruennr Ha Koxara rr [oAKo?r(Hara rbKaH
ErseMa
Hapyruennr Ha Mycr(ynHo-cKeJrerHara crrcreMa rr cbeArr H rrreJlHara rbna H
Eorra B ceAarr[rrlHnr MycKyn
lln$ercquu u nn$ecraqnn
I4trSerquu Ha AonHrre AI{xareJIHLI nbrr.rqa, nn([exqur.r, rasrpoeHTepnr, noAKoxen a6cqec
HapaHrnaHrrfl H orpaBflHufl
IIa.uaHe
CrAonu HapyureHnfl
Xnnepronu.r
O6ull Hapy[enrq u eSerru Ha Mflcroro Ha flpunoxceHre
Eorra
lcuxnqnu Hapy[reHufl

,{enpecue

EQercmu Ha Knaca

Karm H c BoLI.IKTI Apyru allTl,Incuxorr,rqn, B MHoro peAKlr cntyli tv B [ocrMapKerr,rHroBur [epuoA ce
cro6qaaa 3a yALrrxaBaHe na QT-uHrepBaJra cneA npr,reM Ha p[cnepr,rAon. ,{pyru cbpAerrnu eQerrn
or ro3I,I KJI,tc, 3a KoLITo ce cro6ulana npl{ aHTnucr4xorr,rq}rre, Kormo yAHrxaBar QT-r.rHrepaana,
BKJIIoqBaT KaMepHa apvruns., BHe3anHa cMbpr, crpAeqeH apecr n Torsades de Pointes.

Iforcaqeaue Ha meero

flpu cpannenue Ha rpynu Bb3pacrHr{ [arlr{eHTr.r c ruuroQperur.f,, orroBapil\vr Ha Kpu:reprrf, 3a
[OKaqBaHe Ha TeDIO >7 %o Ot TeJIeCHoTO TeHIO, TpeT]IpaHn C6OTBeTHO C plIouepu,qon n C ruraqe6o n
c6opnz 6- lo 8-ceAr,rz.rHl,I rutaqe6o KouTpon[paHr,r KJrrrHr,rrrHrr flpo)ArBaHr.rfl, ce ycraHoBrBa
crarllcrllqecKrl 3HaquMo no-roJrrMo noKarrBaHe Ha renro npu rpynara c pncnepuron(18%), n
cpaBHeHLIe c rpynara c rutaqe6o (9%). npu cr6nparerHr,r ruraqe6o KornporupaHu 3-ceAunqsu
npo1^IBaHltt npl4 Bb3pacrHrr rraqueHTlr c ocrpa Manr{.f, rrpoqer{rbr Ha [oBr,rrrraBaHe Ha reruroro c> 7 Yo



B Kpzu Ha rBcJIeABaHero e cp:lBHrrMo rrpn ABere rpynu - pncnepuloH(2,5Vo) r{ nnaqe6o (2,4Yo) - u
e MilIKo [o-BLtcoK npI,I KorrrpoJlHara rpyna (3,5%), B nonyra4rx Ha Aeqa r.r roHoruu c rroBeAeHqecKu
I{ Apyru pa:crpofic, ra c AecrpyKTI,IBHo noBeAeHI{e, npH AurrocpoqHr,r npoyqBaHnr reHroro ce
yBeJILIqaBa cpeAHo ctc 7,3 kg cne4 12 ueceqa reqeHr.re. O.raKsaHoro noKarrBaHe Ha renro 3a 3ApaBnre
AeIIa Ha BBpacr or 5 Ao 12ro4ulau e 3 Ao 5 kg rograruxo. Or 12 go 16 ro4unr.r roBa noKaqBane Ha
reruro ot3 Ao 5 kg I'oALIIxHo ce [oAAbpxa npu MoMnqerar4 AoKaro MoMqerara Ha,rv{aBar
npu6rusu'relno 5 kg roAr.rruuo.

.IIonHHH:rerxa rur0opMaunr ga cneuuarglr rpyn[ naunenr]r

Hexenannre JIeKapcrBeHLI peaKrlqn nprl naqlreHTlr B crapqecKa Bb3pacr c AeMeHrlr{f, r{nu npu Aerla
3a KoI,ITo ce cro6qasa no-qecro, orKoJrKoro npr.r Ba3pacrHr,r naq[errrtr, ca onEcaHr,r no AoJry:

Ifaqueumu 6 cmapvecKa rbspacm c deueuqun

llpra rrtr-trnvnlr flpof{BaHlrr c [aq[enTn B crapqecKa Br3pacr c AeMeHrIr{r raro HJIP ca cro6qenn
npexoAHlr I{cxeMI{qH[ [prlcrbn]r rr Mo3brlHocbAoBr,r I,IHIIUAeIITI,I c qecrora cborBerHo or 1,4%o u l,5o/o.
B AOnUHenUe, CIIeAHUTe HJIP Ca CrO6rqeHn C qecrora >5%o npn naq[errrtr B crapqecKa Bb3pacr c
AeMeHIII{t (re ce na6lro4anar flosr]r ABa rrbru no-qecro, orKoJrKoro npn Apyrr,rre Bb3p:lcrHr.r
naryrenrn): nn$erqun Ha nLIKotIHI{Te mrr.rrrl4 nepur[epnu ororln, nerapndfl ra KarrrJurqa.

Ietta

cro6lqana ce 3a cJreAHrlTe HexerraHr.r JreKapcrBeHr.r peaKrlr,r[ c qecrora >5Vo npn Aerla u rcuonn (xa
Bb3pacr or 5 Ao 17 ro4uuu), Koltro ce na6nroAasar noqrr.I ABa nbrlr uo-qecro, orKoJrKoro npu
KJILTHIqHI,I npoflBaH]It np]r Bb3pacrHr,r: cbHrlrBocr/ce4upane, yMop4 maao6oaue, [oBr,rlueH arreruT,
[oBplIIIaHe, uHQercquu Ha ropHr.{re Ar,rxareJrH}r n6Tr{rrl4 Ha3aJrHa KoHrecr}rr, KopeMHa 6onxa,
cBEroBbprex, KarrrJrr{rl4 TeM[epaTyp4 rpeMop, Avapuf, r{ eFrype3l,Ic.

4.9 llpe4osnpane

Cuunmouu

Hafi-o6u1o, c[MnroMLITe ]I [plr3Harlure ca re3n, Kor.rro ca p$ynrar or no-cr.rJrHo rr3pa3rBaHe Ha
LBBecrHnre SapuaxoloruvHu etfemu Ha pr.rcnepuAon. Te BKJrroqBar cbrrJrnBocr r.r ceAnpaHe,
TaxLIKapAU{ LI xI{rIOTOHrIt, lr eKCTp,turaqAMUAHla C[rMnTOMr.r. llpn npe4OS]rpaHe Ce CrO6qana sa
yAbJIlI€BaHe na QT-nnrepBalra n 3a rbprroBe. 3a Torsade de Points ce cro6qasa BbB Bpb3xa c
xou6utrnpano rpeAo3l,IpaHe na POHI4AAJI u naporcerl*r. B cnyrafi Ha ocrpo [peAo3rpaHe, rpr6na
Aa ce B3eMe npeABr.rA Bb3MoxHocTTa Aa ca BKrrcqeHr,r MHoro neKapcTBa.

Jleqenue

Ocnrypere u nog4rpxafire [poxoAuMr{ Ar,rxareJrHr,rre rrbrr,rq4 3a Aa Moxe Aa r,rMa qAeKBarHa
oKcI,IreHaIInt r.r BeHTr{Jraqut. Tpt6za Aa ce o6crAr,r r.r3BrprxBaHero Ha croMarxeH laoax (cle4
nnry6upaHero, aKo naqlleHTbr e n 6escrsHaxue) u AaBaHero Ha aKTr.rBeH BbHreH 3aeAHo cbc
cla6lrremru cpeAcrBa, caMo Koraro neKapsrBoro e npuero npeAr.r no-MaJrKo or eAHH uac . Tpr6aa 4a
ce 3anoqHe He3a6aBHo MoHlrropr,rpaHe Ha cbpAerrHo-cbAoBara cncreMa r{ ToBa rpr6ra Aa BrurroqBa
npoAHIXUTeTHO MOHHTOpIIpaHe Ha eJreKTpOKapAr{OrpaMaTa, 3a Aa Ce yJrOBrT Bb3MOXHr,rTe aprrrM}rn.
3a POHIIAAJI HrMa crequr[u.ren aHTr.rAor, flopaar.r rora Tpa6ra Aa ce nocraHoBrr csorBerHu
rroAAbpxenu.r MepK[. Xunoronr,rsra ]r rlr4pKyJraropHrrr KoJranc Tpx6na Aa 6rAar JreKyBaHn cbc
cborBerHr,r MepKr,r Karo BeHo3Ho BJruBaHe Ha reqHocr[ ulmu ga cuM[arlrKoMr.rMernrln. B clyrafi ua
TexKa eKcrpanupaMuAHa cuMrrroMar[Ka rpa6na Aa ce .uaAar ar{Tr,rxoJrnHepnrqHu cpeAcrBa.
Bnnuate.rnoro MeAnrIr{HcKo ua6nroAenue r,r MoHrrropupaue rpa6oa 4a npoArJrxar, Aoxaro
naquer{TbT ce Br3cTaHoBr,t.

t2



5. OAPMAKOJIOTI{qHI{ CBOfi CTBA

5. I @apnranog[HaM[rtHn cnoft crna

@apuaroreparreBTurrHa rpyna: Apyru aHTr{ncnxorr{qr.r, ATC Ko.q: N05AX08

Mexauusttt ua deilcmeue

Pucnepulou e ceJIeKT[BeH MoHoaMr{HeprurreH arrraroHr.rcr c yHr,rKalrH}t csoficrna . Toft nMa sucor
aQuHurer KbM ceporoHuHeprurlHl,ITe 5-HT2 r,r AonaM[HepmrrHnre D2 peqernopu. Pucnepuron ce
cBbp3Ba u c an<[a l-agpeuepruvHure peqenropr.r, ]r c no-HtrcbK aQnnurer KbM Hl
xllcrzlMllHeprlr.lHnre u anSa 2-44peneprnqHure peqerropu. PncnepqoH HrMa ar[uxurer rru
xonI,IHeprFIHLITe peqemopra. Bruperu, rre puc[epnAoH e MouIeH D2 arrrarosucr, 3a Koero ce cqr,rr4
ve no4o6pxna no3l,trnBHrlre cuMnroMr,r npu unsorlpenux, roit BoAr,r Ao no-cna6o noATucKaHe Ha
ABI,IfaTeJIHaTa aKTuBHocT H no-cJla6a KaTaJrenc[t, oTKoJIKoTO KnacHrlecKuTe aHTI,I[c[xoTItIlu.
EarancupaHuar qel{TpareH ceporoHrrHoB u AonaMr.rxoB ar{TaroHr,r3bM Moxe Aa HaMaJIrr
BeposTHocTTa 3a noflBa Ha eKcTpanrdpaMr,rAHLt HexeJraHr,r pearu[u ]r Aa pa3rrr]rprT Tepa[eBTr{qHoro
4eftcrnne 3a noBJrr,uBaHe Ha HeraruBHr,rre r,r ar[errnnHure cr.rMrrroMr,r na mu:oQpeHuara.

<D apu arcod uu cttututr H u e Q ercmu

IIIusoQpeuun

E$erruaHocrra Ha p[cnepuAoH npr.r KparKocpoqHo reqeHue na ruu:orfpeHr,rr e ycraHoBeHa B qerupu
npoflBaHrlf,, c [poAbJIXureJIHocr or 4 Ao 8 ceAuuqn, npr.r Kor.rro ca BKJrroqeHn 2 500 naql,teHTn,
Koltro orroBaptr Ha Kpurepuure sa unror[peHr.rr, orpeAeJreHn n DSM-IV. B eAHo 6-ceAMutrHo,
ulaqe6o KollTponupaHo KJrlrHr,rrrHo flpoy{BaHe, Koero BKnIoqBa KopnnrpaHe Ha Ao3ara Ha
puc[epnAoH 4o l0 mg Ha AeH, pa3AeJreHa ua2 npueua AHeBHo, p]rcneplrAoH e c no-Ao6rp eQexr r
cpaBHeHI,Ie c rnaqe6o no orHollreHue na o6qnr c6op or KparKara llcl{xnarpnqHa cKaJra 3a orIeHKa
[BPRS]. B eAuo 8-ceAuuqno, rrJrarle6o KoHTpoJrnpaHo KJrrrHnrrHo npoyqBaue c rrerr.rpu Qzxcnpanu
Ao3LI pncnepuaou (2, 6,10, n 16 mg AHeBHo, AaAeHr{ ABa nrr}r guenno), Bcr,FrKr{Te 4 rpynu ua
puclepHAoH ca c no-go6rp ei[err B cpaBHeHr{e c uraqe6o no orHorrreHue na o6rqur c6op no cKaJrara
3a no3I,ITrrBHr4 u HeraruBHlr clrMrrrouu (PANSS). B e.qHo 8-ce4unvno KJrr.rur{rrHo [poyqBaue 3a
cpaBHrBaHe Ha Ao3nre, BKrrorrBarqo 5 $nrcnpaHlr Ao3lr pncnepuroH (1,4, 8,12, r,r 16 mg AHeBHo,
AaAeHLI ABa rrbrr.r 4neauo), rpynr,rre Ha pr,rcnepr,rAoH B Ao3a 4, 8, u 16 mg AHeBHo llrrlar no-4o6rp
eQerr r cpaBHeHI,Ie c rpyrara Ha pr,rcflepr,rAoH B Ao3a I mg no orHorueHue na o6rqnr c6op no PANSS.
B eAuo 4-ce4uuuno, ruIaqe6o KoH'rpoJrr,rpaHo KJrr,rHlrrrHo npoyqBaHe 3a cpaBHrBarre Ha Ao3r,rre
pucnepuroH (4 u 8 mg AHeBHo, AaAeHLr BeAHbx gxenHo) 'r ABere rpynlr Ha pr.rcleplrAoH HMar no-
4o6rp e$err n cpaBHeur,re c rmaqe6o no orHorrreHr.re Ha HrKoJrKo or pe3yJrrarnre no PANSS u
ll3MepBaHero Ha orroBopa (>20% HaMarreHr{e na o6qur c6op uo PANSS). B eAno no-AbJrrocpoqHo
KJIIIHHTIHO npoyrrBaHe C Bb3paCTHn aMdynaropHr,r naqner{T}r, Korrro oTroBaprr Ha Kprrreprlu 3a
muroQpeHu.r sa DSM-IV u Kor.rro rrpt,r npr,rJroxeH[e Ha aHTr,rnc[xorr,rrrHa repanur ca KJrrHlrqecKr{
cra6vruu noHe 3a 4 ceAnruqu, ca paHloMr{3upanu KbM rpyna, noryrraBarqa plrcfleplrAoH or 2 .qo 8 mg
Ha AeH, uJrLI KbM rpyna c xilrolepr,rAon, sa I Ao 2 roaunu, sa Aa 6rAar Ha6moAasaH[ 3a rrorBa Ha
peuqI,IB. flaqneHrure, Kor.rro noryqaBar pncnepnAon,nMar 3Harrr,rrerrHo no-AbJrbr [eplroA or BpeMe
AO peqlrAHB B CpaBHeHr,Ie C rpy[aTa Ha [aquerrTr,rTe Ha JIerreHIIe c xaJronep4oJr.

Manuiluu enusodu npu 6unotnpuu pascmpoitcmea

Er[nracnocrra Ha MoHoreparrvflTa c p[cnepr,rAoH nplr HenocpeAcrBeHo JreqeHr.re na uanufiHlrre
enLI3OALt, CBbp3aHr,r C 6unonrpHo parcrpoftcrro I, ca AeMoHcrpr{paHr,r B Tpr{ Anoftno-crenl,t, ruraqe6o
KoHrponupaHn rrpoyqBaHus, Ha MoHorepanrurra npu npn6rusureruo 820 naqueHTr{, Korrro r,rMar
6unorrpno pascrpofimao I nrs ocHoBa Ha Kpr,rrepuuTe sa DSM-IV, flppr rpr,{ or npoyqBanurra
pucuepr,rAoH B Ao3a or I Ao 6 mg Anenno (na.ranHa Ao3r,rpoBKa 3 mg n ABe rrpofrBaHus u2 mg B eAHo
npoyrnane) LIMa 3HaqureJrHo no-Ao6rp er[exr B cpaBHeHue c ruaqe6o rrplr npeABap[TerrHo
o[peAereHr,rt nbpBuqeH KpaeH cpoK, T.e. npoMf,Hara ua o6qur c6op ot orleHbqHara cKaJra 3a MaH]rt
ua Young IYMRS] or [3xoAHoro Hr.rBo Ao rperara ceAMurla. Bropuvxure pe3yJrrar]r aa eilmacnocr
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ca o6I,IKHoBeHo B cborBercrBue c nbpBurrHlrr pE3yJrrar. flpoqenm or [aquenT]rre, Kor{To r{Mar
HaMilIeHLIe >50Yo na o6utr,rq c6op or YMRS or I{3xoAHoro H}rBo Ao 3-Tara ceAMr.rrl4 e 3HaqnreJrHo
no-BI{coK c pr,rclepuoH, orKoJrKoro c maqe6o. EAHo or rpr,rre [poyrrBaHur BKJrroqBa rpyna 3a
rerleHl{e c xaJronepltAol n 9-ceAuu.IHa.qsoftHo-cJltna Qara na [oAAbpxarqo JreqeHr{e. E$nxaclrocrra
ce noAAbpxa no BpeMe Ha ueJIlI{ 9-ceguuveH flep]roA Ha noAAbpxaulo reqeHne. flpou.rurara Ha
o6runc c6op or YMRS or [3xoAHoro HnBo noxa3a [poAbrxnrenHo no4o6penve a e cpaBHr,rMa 3a
puc[epr,rAoH r{ xruonepuAot sa l2-ra ceAMr.rqa.

ESerrnnuocrra Ha pl,Icnepr{AoH B AonbJrHeHHe ruM cra6}rnrcaropr{Te Ha HacrpoeH}rero rrpu
JIeIIeHI{ero Ha ocrpara MaHus e noKa3aHa B eAHo or ABere 3-ceAunqnu gnoftno-cleuu npoyqBaHst
upu npn6nrcrrellHo 300 naqnenru, Kolrro orroBaprr Ha Kpr.rrepurre na DSM-IV ra 6unolrpno
parctpoficrro I. B eano 3-ceAuraqno upoyqBaHe pncnepnAoH B Ao3a or I 4o 6 mg guenno, Karo ce
3arloqBa c 2 mg AHeBHo, AaAeH B AonbJIHeHne KbM x''f,uir r.rJr[ BaJr[poar, e c no-go6rp er$err or
Irrrrvfl unrrr BaJlnpoara, AaAeH[ 6es pucnepraAon, npu npeABapr,rreJrHo o[peAeJreHara nbpBrrqHa
rpafina roqK4 T.e. npoMxHara na o6qur c6op or YMRS or u3xoAHoro Hr,rBo Ao 3-ra ceAMurla.
flpu aropo 3-ceAulaqno npofrBarre pucnepnAoH B Ao3a or I Ao 6 mg guenno c HarrzurHa Aora or 2 mg
AHeBHo Aa,qeH 3aeAHo c ruruft, BaJrnpoar mu xap6auase[r,rH, He e uo-4o6rp or lurufi, B:rJrnpoar nnr{
rap6auasenuH, AaAeHLI 6eo pncuepraAoH, rrpu HaMaJrrBarre Ha pE3yJrrara or YMRS. Egno nrsuoxno
o6ccHeHue 3a Heycnexa Ha roBa r,r3cJreABaHe e lrHAyxrlnrra Ha Krrr,rpbHca Ha pncnepn4on u 9-
xlrlpoKcll-puc[epr,rAoH or rapoalrarenllH, Koero Bo.qrl Ao rro-HHcKr{ or repaneBTr,rqHrrre HnBa Ha
pucneprrAoH n 9-xzgpoxcrr-p[c[epr,rAon. flpn rcKrrroqBaHe Ha rpynara na xap6aua:enr{H or post-hoc
aHaJII,I3a pncnepuloH, rcou6nHupatr c :r,utnuit r4Jr[ BaJrnpoarr, yrua no-go6rp e$em o'r ltrluit ulu
BaJrnpoar, AaAeHH 6ee pncuepuAoH, 3a HaMaJreHne Ha o6rqus c6op or YMRS.

Ilepcucmupar4a azpecut npu deueuqua

EQnxacHocma Ha pI,IcnepI,IAoH rrplr neqeHr,re rra [oBeAeHqecKu r,r rclrxorr.rqHr{ cr{MmoMr{ npu
AeMeHIII{t (BPSD), Koltro BKJIIoqBaT HapyrueHut B noBeAeHlrero Karo arpec}rBHocT, TpeBoxHocr,
[cllxo3a, aKTI{BHocr u a{errnrHr,r HapyureHr,rr, e AeMoHcrpupafla npn 3 Anoftno-clenn, naaqe6o
KoHTpoJII{paHn l2-ceAlau'rHlr nporyBanut sa | 150 naqueHru B crapqecKa Bb3pacr c .qeMeHu}tr.
E4Horo npo) rBarre BKJrroqBa rfnrcrapann Ao3r.r pucuepuAon or 0,5; l, u 2 mg AHeBHo. .{uere
npoyrlBiu{nt c rbBKaBr4 Ao3Lr BKrroqBar pr,rclepuAon n o6xsar or 0,5 4o 4 mg AHeaHo ra cborBerno or
0,5 Ao 2 mg 4nenHo. PucnepI,tAoH noKa3Ba crarr.rcrr.rqecKn 3HarrlrMa lr KJrnHnqHo Ba)KHa et[errnnuocT
npu reqeHuero Ha arpeclrt lr [o-ManbK er[enr npu reqeHilero na nrs6yAara r{ TpeBorara nprl
uaq[eHTLI B craprrecKa Bb3pacr c AeMeuur{r (cnope4 orleHxara 3a naroJrorur Ha noBeAeHuero B
olleHbqHara cKaJra 3a 6orecrra ua A.nqxaftuep [BEHAVE-AD] u B cKzurara na Cohen-Mansfield ea
nrs6y4a TCMAI]). Er[errur or JreqeH]rero c pucnepnAoH e HesaBficnM or pE3yJrrara or n3crreABaHero
Ha MUHI,I-I{3cJIeABaHero Ha rrc[xrrqeH craryc (MMSE) u creAoBarerHo or rexecrra Ha AeMeHrlr,rrra;
or ceAaruBHure csoficraa Ha p[cnep[AoH; or H,urnquero wrr Jrr4rrcara Ha ncrxo3a; or B]rAa Ha
AeMeHIIntra - na ArqxaftMep, cbAoBa lulr cMeceHa. (ax. roura 4.4)

If oeed euvecrcu pascmpoilcmea

E{uracHocrra Ha pr{cneplrAoH npr AecrpyrcruBHo noBeAeHne e AeMoHcrprrpaHa rrpu Ase AsoftHo-
cJIeIIH IUIaqe6o xon'rpowrpaHr.r flpofrBanus npv npu6lusrrelrro 240 [aqneHTu Ha Bb3pacr or 5 Ao
12 roAnsu c Ar{arHo3a cropeA DSM-IV parcrpofictaa, c AecrpyKrr{BHo noBeAeHlre (P41) u
rpaH[qHa HHTeJreKTyairna Qynrqzr r,rJrr,r JreKo r{Jrrr yMepeHo yMcrBeHo nsocraBaHe/ga'rpyAnennr npn
yrreHero. flpn gaere npofrBaHr.rr pucrepr,qoH B Ao3a 0,02 ao 0,06 mgkg/geH noKa3Ba 3HaqnreJrHo
no-4o6lp er[em B cpaBHeHlre c ruaqe6o rtpu [peABaprrrerrno onpeAeJreHa rIbpBuqHa rpafina rotrKa,
T.e. npoMsHara or n3xo.qHoro HkrBo,qo 6-ra ceAMr.rqa Ha pe3yJrrarrrre or [oAcKuurara ra llpo6reuuoro
noBeAeHue or Ooplaynxpa 3a KJracupaHe Ha AercKoro noBeAeHue Ha Nisonger (N-CBRF).

5.2 OapnrarcoKrruerrrrrHrr cnoftcrsa

POHI4AAn repoparreH pa3rBop e 6noersrnarreHreH na POHH.{AJI QurunpaHn ra6rcrrn.
Pucnepugou ce Mera6onu3lrpa Ao 9-xu4porcu-pucrepuAoH, rcofiro uua no4o6na $apuanororurqHa
aKrHBHocr Karo pucnepuaon (Bx. Euorpanc$opMaqr{r n eruruuHupane).
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A6cop6qun

PucnepnAon ce a6cop6r,rpa HanurHo cJreA flepopaJreH [pueM, Karo Aocrlrra nI,rKoBa rrJra3MeHa
KoHrlerrpaq[r ga I Ao 2 'raca. A6conrcrHara flepopaJrHa 6uonannqnocr Ha plrcnepuAon e 7O o/o

(CV:25%). OrHocrmemrara nepopaJrHa 6[oHarr.rqHocr Ha pl{cnep[AoH ot ta6nerrara e 94 o/o

(CV:10%) B cpaBHeHlre c pa3rBopa. A6cop64axra He ce noBJrr{rBa or xpana r,r 3aroBa pr.rcnepqoH
Moxe Aa ce AaBa cbc r4rru 6es xpana.PaBHoBecHr,rre croftnocrlr 3a pncnepr,rAoH ce Aocrr,rrar ga I AeH
nptl uoBeqero naq[eHT[. PannosecHr,rre crofiHocru ua9-xugpoKc]I-p[cnep[rAoH ce Aoctnrar sa 4-5

AHr.r oT HaqaloTo Ha Ao3lrpaHeTo.

Pasnpedeneuue

PucnepuAon 6rpro ce pa3npeAeJrr B opraun3Ma. O6eurr Ha pa3npeAeneHl,Ie e l-2 lkg. B ua:uara
pucflepr,rAoH ce cB6p3Ba c ar6yuraH u c ani[a-1-ruceJr Hrr.rKorrporel,IH. Cnrpenanero Ha pncnepr,rAoH c
rrJra3MeHrme nporer.rHlr e 90Yo, a roBa Ha 9-xu4porc[-pucnepuAon e 77Yo,

Buompau c Q opr't aqun u enwv uH up aH e

Pucnepuron ce Mgra6orr,r3r,rpa or CYP 2D6 ao 9-xr.rgpoKct4-pr,rcnep[Aou, Kofrro uua uoAo6na

QapuaroloruqHa aKTnBHocr Kaxro plrcnep[,4oH. PncnepnAoH IrJIIoc 9-xngporcu-pucnepl{AoH
o6pasynar aKruBHara aHTr.rncuxornuna $parqus. CYP 2D6 e o6err Ha reHeruqeH nornuop$nsru.
ExcreH3rasHr,rre Mcra6orr,Baropra CYP 2D6 6rpso nperpbular pxcnepl,IAoHa B 9-xugporcu-
pucnepr,rAoH Aoraro cra6ure Drgra6orrrgaropu CYP 2D6 ro [peBpbrrlar MHoro no-6asHo. Brupexu
rre eKcreH3lrnnure ugra6onr,Baropil [Mar [o-HI,IcKa KoHrIeHTpaIlng Ha puqreplrAoH lr [o-B]tcoKa
KoHrlerrpauur ua 9-xugpoKcr,r-plcnepr,rAoH or cna6nre Mcra6orn3aropn,$aprrraxoKr.rHerr.rKara Ha
pucnepr,rAoH r,r 9-xraAporcn-puc[epr,rAoH s roM6r,rnaqrar (r.e. aKTlrBnara auTr.rlclxoru.tra Sparqza)
cJreA eAuHr'rqHa r,r MHoroKparHa Ao3lrpoBKa e cxoAHa IIp]r eKcreH3uBHr{Te u cJtadv'ne uera6orusaropu
saCYP 2D6.

lpyr uera6onn:reH nbr Ha pncneprlgon e N-AearKLUrHpaHero. I4gcneAsaHnt in vitro Ha qoBe[IKltre
.repuo4po6rur Mr.rKpo3oMlr [oKa3Bar, qe puclepnAos B Kirr,rHr,rrrHo 3Haq[Ma KoHrlerrrpaqvl He
uHxr,r6upa 3HaqmerHo Mera6oJrlr3Ma Ha JreKapcrBar4 Kormo ce ueta6olu3r,rpar or Ilr,rroxpoM P450
H3oeHslrMlrre, BKrrroqr,rrertro CYP lA2, CYP 2A6, CYP 2C819/10, CYP 2D6, CYP 2El, CYP 3A4 n
CYP 3A5. EAna ceAuraqa cJreA Karo e AaAeHq 70Yo or Ao3ara ce eKcKperllpa c yplrHara n l4o/o c

Qexalurre. B ypr,rHara pucneplrroH nrtrcc 9-xnApoKcr{-p[cleprAoH npeAcraBJlrBar 35-45o/o or

Ao3ara. Ocrasaloro ca HeaKTuBHr{ }rcra6orurn. CreA rrepopaneH npI,IeM npI,I nc[xor]IqH]I [aqEeHTLt
pucnepr.rAoH ce eJrlrMrtHr,rpa c [oJryxnBoT oT oKoJro 3 ''asa. EnnuuuaquoHHldf,T noryxunor Ha 9-
xr,rApoxcr{-p[cnepuAoH Lr Ha aKT]rBHara ar{Tllflcuxorl{qua $paruux e24'aaca.

Jluueiluocm

flna:uenara KoHqenrpaqlrr Ha pr{[eplrAoH e uponopquoHrurHa Ha,uo3ara B TepaneBTuqHI,It odxBar Ha

AO3aTa.

Ilaquenmu s cmapvecKa 6b3pacm, c uepuodpo6uo u 6u6pevuo yepeacdaue

E4no npo) rBaHe Ha eAr.ruurrHa Ao3a noKa3Ba cpeAHo 43% no-BllcoKa aKTuBHa IrIIa3MeHa
KoHrIeHTpaqLrr Ha aHTr.rncnxoTrrqHaTa oparqtrx, 38olo no-Aubr noJIyxItBoT lI H:lMaJIeH KJIlIpbHc Ha
aKTr,rBHaTa ar{Tr,rncuxoTrrvna r[paxqur c 30Yo flpu [aqueIITIrTe B crapqecKa Bb3pacT. Ha6noAara ce
no-Br.rcoKa rrJra3MeHa KoHrleHrpaq[r Ha aKII{BHaTa aHT[[c]IxoTHqHa Qparqnr LI HaMaJIeH KJII{p5Hc Ha
aKTr,rBHaTa arrTrrncnxoTuvna r[parq[r cpeAHo c 600/o npr.r IlaquellTure c 6r6peqHa HeAocrarbqHocT.
flna:uenara KoHrIeHTpaq[r Ha plrcrreplrgoH e HopMaJIHa rrpvr flalluerrrn c uepnogpo6na
HeAocrarbnHocr, Ho cpeAHara cBo6oAHa i[parqua Ha pr{cnep}IAoH B IrJIaBMara ce rtoBuluaBa c oKoJIo
35o/o.

t 5



Ieqa

{DapuaroruneruKara Ha pucnepr,rAoH, Ha 9-xngporcu-p[c[epr{AoH pr
aHT[ncr{xoruvHa Qpaxryrr npr{ Aerlara ca noAo6nn Ha re3}r rrpu Bb3pacrHure.

HA HEAJOUBHATA

Ifo4 paca u mnmnHonryeHe

E4un QapruaxoKl{Herl{qeH aHaJrq3 Ha [aquer{Tr,rre He noKa3a oqeB[AHo noBnr.rrBaHe Ha
t[aprr,rarornnerl{Kara Ha pucnep}rAoH uJru Ha aKTr.rBHara aHTrrflclrxorrr.rxa $parqux or nonq pacurra
[irr,r HaB[rlrre 3a TroTroHonyrueHe.

5.3 llpegKrlllnnqHn AaHHrr ga 6egouacnocr

flpu npoytaaHllt Ha xpouurrHara roKclrrrHocr, npr,r Kor{m Ao3}rpaHero 3anoqBa rrpu [oJroBo He3peJrr{
ruIbxoBe LI q lera, 3aBI,IcI,IMII or Ao3ara eQercrra ca HaJIIrqe B MbxKrIt n xeHcKr,rf, reHr,rr![JleH'rparT ]I B
rpbAHHTe )Kne3I,I. Tesn e$erru ca cBbp3aHH c [oBr.rrueH[Te cepyMHr,r Hr,rBa Ha npoJraKTuH,Koaro ca
p$yJITar or 6rornpaqara aKTuBHocr Ha pr,rclepr4{oH clprMo AonaMlHoBr,rre D2-peqenropu. Ocaeu
TOBa nporrBaEuaTa c TbKaHHr.r KyJrTypr{ noKa3BaT, qe pacTexbT Ha KJreTKr{Te Ha paKa Ha rbpAaTa npl{
rIoBeKa BeporrHo e crr,rMynr,rpaH or rrpoJraKTr{n. PucnepuloH He e reparoreHeH np}r rurbxoBe ugaiu\u.
flpu npoyrnaHufl c pr.rcnepr.rAoH Bbpxy penpoAyKrl[rra Ha gafiqu ca na6rrcAanan]r HexeJraH]r
JreKapcrBeHlr peaKqr{}r Brpxy HaBr,rqrrre 3a cbBKyrueHlre Ha poAnreirr.rTe, TeHroTo npu paKAaHe u
npex[BteMocrra Ha noroMcrBoro. flpu rurxoBe r{HrpayreplrHHara eKcflo3r,rqnr Ha pr,rcnep[AoH ce
cBbp3Ba c KoTHHTIBHu 4e$u4rru B HanpeAHaJra Bb3pacr. Apyru arrraroHngr[ Ha Ao[aMr.rH, Koraro ce
AaBar Ha 6peueHHu xr,rBorulr, oKa3Bar orprrrlareJreH eQem arpxy freHero u AB[rareJrHoro
pa3Blrrrrre Ha noKoJreHr.rgro. B cepur or n3cJreABaulrr p[cleplr,qoH He noKa3Ba reHoroKcurrHocr. flpu
IEPOPAJIH}I [PO)^{BAHI,I' HA KAHIIEPOTEHHOCTTA HA PI{CICPIAOH IIPIi IIJIbXOBC I4 M}IIIIKI,I CA

na6rrcAasaHr,r yBeltuqeHue Ha aAeHoMr,rre na xuuo$r.rsara (npu uuurxn), Ha aAeHoMlrre Ha
eHAoKpr{r{H}rr naHKpeac (npu rurrxore) u Ha aAeHoMure Ha rprAHr{Te )K[e3r,r (r.r npu 4nara nuga).
Tern ryuoprr Morar Aa 6t4ar cBbp3aHr.r c y.qbJrxeH[r aHTaroHr,r3bM KbM AorraMr.rnosn:re D2-
peqemopu n c xunepnpoJraKTuHeMrlrra. 3HaqeHuero Ha retn HrxoAKr.r Ha ryMopr,r npt,r rplcaqr.r rro
orHoIIIeHr.re Ha pr,rcKa npla xopa e He]BBecrHo. In vitro u in vivo MoAerrrre c xr.rBorHn rroKa3Bar, qe
BItcoK[Te Ao3Lr p[c[ep]rAoH Morar Aa npeAr,r3Br,{Kar yAbJrxaBaHe na QT-uurepBilra, Koero
TeopernqHo ce cBbp3Ba c noBr4rrreHrir pr.rcK or Torsade de Pointes npu naqneHTr,rre.

6. OAPMAqEBTUTTHU AAHHTI

6.1 Cnncrr Ha [oMoruHrrre BerrrecrBa

POHIIAAJI I mg/ ml nepoparreH pa3rBop:

EensoeHa rncenusa E 210
Xn4poxropoBa KlrceJrr,rHa
flpeuucrena no4a

6.2 HecrnrvrecrrrMocrrr

POHI4AAJI I mg/ ml nepopaJreH pa3rBop - HecbBMecrur'locr c qaft.

6.3 Cpon Ha roArrocr

3 roAr,rnu
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6.4 Cnequa.nHH yc.rroBlls Ha cbxpaxerr[e

He H3ucKBa cneIIHanHI{ ycnoBl{s Ha crxpaneuue.r{a He ce saupasrua.r{a ce cbxpa'rrBa Bopr4lnHanHaTa onaKoBKa.

6.5 {anuu 3a otranoBKara

100 ml crbKIIeH saarou c rrJracrMacoua, o6e3onaceHa 3a Aeqa Kalar{Ka r,r Ao3vparrla ,.,u,,era.(Dnarona e nocraBeH B KaproHeHaKyrufl_ no I Slaron u nyr .

flnnerara' ''npoBoxAarrla SlaxoHl4re or ro! m] € rpaAyr{paHa B MlrJr}rr.paMr{ u o"w'rrkrrpu c

ilT"#Ttri .o6eu 
0,25 ml s uarccuMarreH o6ena 3 d. nrpxy n"rr*utu HMa o3Haqe Hua Ha ,,cet.,t 0,25

6.6 Cnequa;rHrr rrpeAtra3n[ MepKrr rpr rrsxBbpJrflHe rr paOora

:#ff#ffi4naroH 
ce npeAnara cac 3aIrII{reHa cpeqy orBap{He or Aerra KanasKa pr ce orBap{ no

- HarucnEre n'JracrMacoBara KanaqKa HaAoJry u 3aBbprere B rrocoKa, o6parHa HaqacoBHprKoBaTa c,rpeJrKa.
- Orropere KalarrKara.
- Brapairre rrnnerara nrn $naxoHa.- flpu4rpxafire Aomrng flpbcreH' ropHl{tr ce rr3Teurr Ao MapK}rpoBKara, Korro orroBap, Ha6poa Ha vtwrarftrrpure vuruMnnr4rpaMare,KoaTo ca Heo6xo4xnru.- flpr'r4rpxafite 4oaHrla npbcreH u u3BaAere HarrbJrHeHara nq11era or enarcona.- I4snpasnere nu[erara B ruIKaKBa 6esanxoxorHa HanI4TKa, c lr3K[rogeHne Ha uafi, xaroHarncKare ropHI4JI IlpbcreH HaAoJry. 3araopere Snaxona.HsruraKHere ilunsrarac Bo,ua.

7. IIPI4TE}ITATEJI HA PA3PEIIIEHI,IETO 34 YIIOTPEBA

POMACTPy TPEfrA,rrrf EooA
1404, rp.Co$ua, 6yl.',Ebrrapal" J\b gl,nx.B, er.5, oSuc l3
Eurapr,tr

8. HOMEP(A) HA pA3pErrrEIrr4ETO 3A ytroTpEEA

9. AATA HA NbPBO PA3PEIIIABAIIEMOroIOB^SBAHE HA PA3PEIIIEIIIIETO 3AYTIOTPEBA

IO. AATA HA AKTYAJII,I3IIPAHE IIA TEKCTA
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