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Apr,rnynpa3or'toT e e$raraceH Bo oncer Ha 80314 oR 10 Ao 30 mg Ha Aen. He e yrBpAeHa
nofolleMa AenoTBopHocr nph Ao3Lt noroneMu oA 15 mg AHeBHo, naKo oAAenHt,l
naquQnrra Moxar Aa nuaar Kopt4cr oA norofleMn Ao3t4 og oeoj nex. MarchManHara
AHeBHa iqooa Hr3 cMee Aa 6nrye nororleMa o4 30 mg.

Mauuquu e,nusodu: npenopaqaHa noqerHa Ao3a Ha apilnhnpa3on e 15 mg eEHauJ Ha

AeH, He3aBncHo oA o6porlilTe, KaKo MoHorepannja unn ronrtSnnupaHa repanuja tiangere
ro nqrnaejero 5.1).Ha HeKoil 6onnn Moxe Aa HM Kopt4cl4 i l noroneMa Ao3a.
MaxclavranHarar AHeBHa Ao3a He cMee Aa 6n$e nororeMa o,q 30 mg.

tlpeeBuqujie Hi? peKypeHmHu enusodu xaj 1unonapHo Hapyulyearue od mttn l: sa
cnpegyBaFb,e Ha noBTopyBaFbe Ha MaHhL{HilTe enil3o,qn Kaj 6onnn Koil 4o6ueane
apiln+,fnpa3ofl KaKo MoHorepannja unn rou6unupaHa repannja, norpeOno €) iqa ce
npo4pnxn co repanrajara co t4cra Ao3a. flpucnoco6yearue Ha AHeBHara Ao3a,
axny.lyeajkttA ret A HaManyBaNbero Ha Ao3ara, rpe6a fla ce npoqeHil Bp3 ocl-loBa Ha
KJ'u4HrdqKara cororojOa Ha nallileHTor.

flenu iarpnrlKr4 nauneHTu
Mr'rl" *i 

"0"*cueHrnu 
Ha eospacm od 15 u noeeke eoduuu:

llpenppavaHa noLterHa Eo3a 3a apilnnnpa3on e 10 mg eAHa[! AHeBHo, HesaBl4cHo oA
o6poHure. fleryaaruero rpeba Aa ce 3anoqHe Ao ,qo3a oA 2 mg ea 2 rqr-5Ha, co
rr,rrp4r4aja Ao r5 mg sa 2 gononHhreflHn AeHa, Ao nocrnrHyBaFbe Ha npenopaqaHara

AHeBHa Ao3a o4 10 mg. loronKy e MoxHo, cnegHoro 3roneMyBaFbe Ha Eo3aria rpe6a

Aa cq AaAe Bo Ao3eH pexnM o4 5 mg Ao MaKcilManHa rqo3a oA 30 mg AHeBHo (angere
ro no;-naejerro {i.1)
Aprnpanpasionor e e$rraceH Bo oncer Ha Ao3r4 oa 10 ao 30 mg Ha gen. He e yrBpAeHa
nororlenaa Ae.noTBopHocT npu Ao3t4 norofleMh o,q 10 mg .qHeBHo, naKo oAEenHLl
naquFnrr MIox;aT Aa nuaar Kopl4cr oA norofleMr 40314 o4 onoj nex.
Apranpranp€t3on He ce npenopal{yBa raj naqreHrn noMnaAu oA 15 roEnnn 5upejritu HeMa

,qoBoltHo nrcAa'roqu ga 6eg6eEHocTa il iqenoTBopHocTa oA rnpilMeHaTa Ha neKoT raj raa
Bo3pAcHa rpynia (aragere nornaeje 4.8 n 5.1).
Pasdpasnuloc,tn noepsaHa co aymucmuqHu nopeMemyeaba:
Ses6p,qFrocra v AenorBopl..{ocra
aAonpclleFrn4 noMflaAil o.q 18
EOCTAnHilT|-a nOAaTOLltl Onn[lJaHh

rqo3hpaFbe]ro,

oA npHMeHara Ha apilnilnpa3on
fo4t HtA 3a cera He e yrBp,qeHa.
ce Bo nornaejero 5.1 , Ho 6eg

Kaj Aeqa n
Mouelnranno

npenopaKn 3a

CO OTUTETCHA

Kaj 6pnnra co 6naro Eo yMepeHo otJJrerena $yHxqr,rja na LlpHt4or Apo6 He e norpeOno
npHcnoco6yBaFbe Ha Ao3aTa" ,QocrannnTe noAaToqil He ce .qoBonHil 3a h3pa6orxa Ha
npenppaKa 3a .qo3upaFbero Kaj 6onnu co reluKo otureryBaFbe Ha Synrqujarq Ha
qpHr,ipT Apo6. Kaj oeue 6onnu fleKor rpe6a,qa ce Ao3upa co nperna3flnBocr, clcobeno
nph MaKchn4anHa rqHeBHa Eosa oR 30 mg (eragere ro nornaejero 5'2).

o
Kaj Qonnra co ourerena $ynrqrja
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Ha apnnnnpa3onor npn neKyBaFbe na u.utoo$pennja n bnnonapnr
)ryBiaFba raj naqraeHrn Ha Bo3pacr oR 65 ro,quHlt h noeeke He e yrBp,qena. Co
Ha floro.neMara ocerr'u4Bocr Ha raa nonynaqrja, norpe6no e Aa ce pa3rne4a
Hara Ha noHucKa noqerHa Ao3a Kora roa ro Eo3BoflyBaar KnHHH'.{Kt4Te {larropn

ro nornaajerc 4.4).

He e irorpe6no Aa ce nphcnoco6yea 4osara raj xeHil Bo cnope,q6a co Maxilre (sr4ere
ro noqnaaje,ro ti.2).

flyuerue
He e norpebno npucnocobyearue Ha ,qo3ara h onceror Ha Ao3ilpaFbe KaJ nyuaqn Bo
olnof Ha HenyuJaqrre (eragere ro nornaajero 4.5).

flpu npilMeHa na jaru nuxu6uropil Ha eH3ilMl,1lre CYP3A4 unn CYP2D6 n
HA l1npason, rpe6a Aa Ce HaManil Ao3aTa Ha apilnilnpa3oll. f'lo nperunyBaFbe Ha
npn Ha nnxuOnropure Ha eH3llMure CYP3A4 nnn CYP2DO 3a BpLsMe Ha

npaHaTia repanuja, Ao3aTa Ha apun[npa3on rpe6a Aa ce 3roneMh (angere ro
4.5) .

l-fpra ucroBpeMeHa npilMeHa Ha jaxu ilHgyKropt4 Ha eH3hMor CYP3A4 tA Ha
apranrfnpa3ofl, Eo3ara Ha aphnnnpason rpe6a .qa ce 3foJneMu. f1o npexnHyBiaFbe Ha
nprarrltpnara Hat ilHAyKTopHre Ha eH3rMor CYP3A4 KaKo Een oE xoru6rHupaHara
repaftuja, ,4o3ara Ha aprnilnpa3on rpe6a iqa ce HaMarH Eo npenopaqaHara Ao3a
(BHEqre ro nornaejero 4.5).

Ha.{rlH Ha rnpnllela
3OnnPhK(l ra6nernre ce HaMeHerH 3a nepopanHa npnMeHa.

4.3 KpnrpanHAHKaqltu
If erot e KoHrpanHALtqnpaH Bo cnyqan Ha npeocerflilBocr KoH aKTilBHara Marep,nia unn
xon 6lrano xrcja nouourra ruarepnja.

;EEH 14 n PEEynPEAyBAIbA
no4obpyaaFbe Ha Kflt4Ht4qKara cocroj6a na

eHa na Ao HeKonKy ceAMilqn. 3a BpeMe Ha
a ce Ha.qff'leAyBaar.

l-loja
pacn

Ha cynllilAanHo ogHecyBahbe e ceojcraena xaj ncilxo3r fi HapyuJyBaFba Ha
OXeHil€)TO, a raj HeKO[4 CnyqaH Ha nOCTapn nallileHTu Ha Kon uM e ,qarqe{a tAnt

(
Ta aH'IunchxoThqHa repannja, exnyvyaajkn ja repanujara co apilnllnpa3on
[o nornaBjero 4.8). Tepanrajara co aHTnncnxon4qt4 rpe6a BHhMarenHo Aa ce

n

cry
A

ja norraxaa AeKa xaj naqneHTlr co urraso$pey,p1"mmruo*BilnonapHo HapyrlJyBaFbe He
jene>ran 3rofleMeH pil314K OA Cyn:lJF'a\w:0T npil.npilMeHa Ha Tepanrja c0
Inpa3on Bo cnope46a co Apyrilre aHrtAncftornqq'. ' . i

rerj eUCOrOph3HL{Ht4Te naqileHrn. PeeynTaTl4Te Ha eAHa enngeMnonouKa



KapaNoeacKynapHr HapyuvBaba: aphnnnpa3onor Mopa Aa ce AaBa c0 npelna3flilBocr
Ha naqueHril Kot4 6one4yaaar oA Kap.qiloBacKynapHil 6onecrn (rnQaprr Ha MHoKapAor
unv [cxeM]t4cKia 6onecr Ha cpqero, sarajyearue Ha cpqero nnn HapyuyB€tFba Ha
cnpoBoAnuaocrra), qepe6poaacKynapHr 6onectr, npu cocroj6u Kot4 Moxar Aa ro
npegilcnoHnpaiar naqileHrnor 3a pasaoj Ha xilnorensrja (RexnApaqrja, xnnoeoneuuja
n neKyBaFbe co aHTuxunepreH3uBHt4 nexoen) vnn xnnepreneuja, axnyvyaajkr
aKqenep14p6H? vnu ManvrHa xH neprensnja.

Co npr,rureHa Ha aHTnncnxon4tLlt4, ea6enexaHn ce n cnyvan Ha BeHcKa rpona6oerra6onuja
(VrE) Snltejftm naqheHrnre neKyBaHn co aHTilncuxorl4qll qecro ilMaar c'reKHaru

$arropra Hia pyt3ltK ea pasaoj Ha BeHcKa rpou6oeu6onrja, norpe6no e Ea (le yrBpAar
chre MoxHm SarropA Ha pnsvK 3a pa3Boj Ha eeucra rpona6oena6onrja npeA r,t 3a BpeMe
Ha neKyBabeTo co apnnhnpa3on, co cnpoBeAyBaHre Ha npeBeHTuBHvt MepKil.

Hapyuryearba Ha cnpoBonnutBocra: raj Knr4Hr4qKt4Te HcnnryBaFba Ha apilnrnpa3ofi,
KnilHHqKn snavajno npoAonxenu QT ilHTepBan 6ran 6eg oHauajnn pa3nt4Kt4 eo cnopeg6a
co nrnaqe6orc,. Kaxo u Apyn4Te aHTilncuxoTl4r.ll4, apnnilnpa3onor rpe6a Aa ce
npnMeHyBa co nperna3flHBocrr raj naqr,reHTil co racropraja Ha npoAonxeH QT hHTepBan.

Tap naFla ahcruHeshja: Bo KoMnaparilBHl4 tAanvryBanba Bo rpaeFbe Ha eAHa roAilHa
vinv noKp€trKo, npilMeHara Ha apilnilnpa3on 6una npfiApyxeHa co c'rarilcrl4qKn
snav4jno HoM?nlB?Fbe Ha rHqt4AeHLla Ha repannja na ypreHrHa AhcKuHe3hja. l loronxy
ce nojaBar 3Haqn il ct4MnroMt4 Ha rap.qilBHa AucKrnesrja xaj nar-paeHTil Ha repernrja co
apnnhnpa3ofl, norpe6Ho e Aa ce pa3rnega HaManyBaFbe Ha Aooara hnil npeKnHyBaFbe
Ha repant4jara. Oarae crMnroMt4 Moxar nprBpeMeHo Aa ce BnouJar nnn Aa ce nojaaar
no npeKHHy'Babe Ha J'reKyBaFbero.

Heappnenlnqen uanraren cnnnpovr (HMC): HMC e noreHllujanno cMproHocHa rpyna
Ha chMnrr)M14 noBp3aHa co npilMeHara Ha aHTilnct4xort/lqt4. flpn KnilHl4t{KilTe
ilcnilTyBaFba 3€t BpeMe Ha neKyBaFbeTo co apnnhnpa3on oa6eneNaHn ce perKh cnyqail
Ha HMC. l(nunuqrnre uauusecrallr4t4 Ha HMC ce xilnepnnpercrja, pilr i lAFtocr Ha
MycKynnre, npoMeHer MeHTaneH craryc, a 3a6enexaHa e il Hecra6[4flHocr Ha
aBTOhtoMHtlOT HepBeH CnCTeM (nenpaarneH nync nnil KpBeH npilTklcoK, raxrllapgnja,

4raja$opesa il cpqeBa gracprarrvrraja). ,[ononnnrenHnre 3HaLlLt Moxar Aa BKnyqar
3roneMeHa BpeAHocr Ha Kpeariln $oc$ornHasara, uuorno6nHypnja (pa6Ronauonrea) u
aKyrHo sa'rajynarue Ha 6ySpesrare. Meryroa, 3roneMeHh Bpe4Hocrtl Ha KpearHH

$oc$oxraxia3at-a ra pa64ovrvontAgara, Kor4 He ce HyxHo noBp3aHil co HMC, t4cro raKa ce
sa6eJ'texaHil. fioronry naqneHThor pa3Bile cuMnroM14 Kot4 ynaryBaar Hat HMC,
nphMeHaTat Ha cilTe aHTilncHxoTl4LI]4, ernyvyeajkn ro v apvnunpa3ofloT, Mopa .qa ce
npeK!ilHe.

KoHeynsilu: nph Kflt4Ht4LtKt4Te hcnilTyBaFba 3a BpeMe_ Ha neKyBabero co apilnllnpa3on
noBpeMeHq ce ea6enexaHil cnyqau Ha KoHBynsuvt.3apa,qu Toa aphnfinpa3onor rpe6a

Aa ce ,qaBa co nperna3r'n4Boor rcaj naqneHTil Kot4 nopaHo l4Ma.r'le oniluJaHh cn\/qaH Ha
KO H ByJ]314 BH 14 H apyuryBa Fba.



3eongmeuar cMpmHocm: Bo rpu co nnaqe6o KoHTponrpaHil HcnnryBa*,a (n=938;

cpe4Ha Bo3parlr: 82,4 ro4t,lHt4; pacnoH: 56-99 ropktHn) Kaj nocraph naqnerHrll co
nct4xq3a noBp3aHa co AnqxajMepoBa 6onecr, naqileHThre neKyBaHil co aphnilnpa3on
4Mane 3ro.neMeH pn3hK oA cMpr Bo cnopeg6a co nnaqe6o rpynara. Clanrlara Ha
cMprhtocr rrlaj naqraeHTil neKyBaHil co apilnnnpason 6ilna 3,5o/o Bo cnopeE6a co 1,7o/o
xaj rpynarer rojia go6neana nnaqe6o" lrlaxo nphqnHt4re Ha cMprHocr 6rane pa3nilqHl,1,
noBe*ero cMprHr4 cflyqah 6nne oA KapAhoBacKynapHa npt4poga (na np. sarajyeaue Ha
cpqeTo, nena4rejna ovrpr) nnil o.q un$ercrraHa npnpoAa (na np. BocnafleHhe na 6ennre

apo6oan).
l-lepe6poeercKy.napHuHecaKaHu )eicmea: npil hcTrre ilcnfiTyBaFba,

qepebpoeacKyfiapHn HecaKaHil gejcraa (na np. Mo3oqeH yAap, TFlaH3uropeH
hcxeMnqeH ?ri?K), axnyvyeajftra n cMpTeH ilcxoA, 6une saoenexaHil xaj netqueHrn
(cpe4na Bo3pilcr: 84 roAt4Ht4; pacnoH: 78-88 ro4raHu). Onulro 3eMeHo, Kaj 1,3o/o
naqileHTil .neq/BaHil co apt4nilnpa3or't sa6enexaHn ce qepe6poaacKynapH!4 HecaKaHLl

4ejcrna Bo cnopeA6a co 0,670 naqheHTt4 Koil npil Tile ilcnhTyBaba goonaan,e nnaqe6o.

Taa pasnuKa He 6nna crarilcn4l{Kt4 3HaqajHa. Mefyroa, Kaj eAHo oA oBile ilcnil]tyBaFba,

oAHopHo xaj ucnuryBaFbero na $nrcna Ao3a, raj naqneHTr neKyBaHn co apilnllnpa3on
nocreena sHaqajFta noBp3aFtocr Ha .qo3ara v Ha qepe6poaacKynapHnre} HecaKaH}l

,qejcraa.
Apranulnpasron He e hHAr4qt4paH 3a neKyBaFbe Ha ncl4xo3a noBp3aHa co AeMeHLll4la.

Xnneprnnrerrltraia r urekepHa 6onecr: xilneprnHxeuraja nlunu nojaaa uflil BfloN.lJyElaFbe Ha
gr,rjaderec, Bo HeKoLt cflyqan !43pa3eHa V noBp3aHa co KeroaqilIlo3a v

XilnepocMcfflaprHa KOMa nnh CMpT, 3a6enexaua e xaj naLlileHTil neKyBaHH c{C aTnnilLlHl4

aHTrncnxol4Lll4, axnyvyaajkr,l ro v apilnr4npagonor.Karo MoxHl4 npe,qilcnoHnpaqKH

$axropu Ha p[314K 3a cepilo3Ht4 KOMnnttKa.]tAu ce BKflyLlyEaaT npeKyMepHa TexnHa L1

uexepHarer 6onecr. flpr xnraxr.-tKilTe ncnnryBaFba co apilnilnpa3on HeMauo snavajHu
pa3fluKt4 Bo 3aqecreHocra Ha HecaKaHhre pejcrea noBp3aHil co xunepr.nurennnjara
(ernyvyaajrkra ra graja6erec) vnv Bo a6uopruanuu na6oparopncKh BpeAHocrn Ha
rnnreunja'l-a Bo cnopeg6a co nnaqeSoro. l-lpequonn npoLleHh Ha pl4s14K oil HecaKaHLl

4ejcraa noBp3itHl,l co xuneprnnrenanjara raj naqueHTt4 neKyBaHil co apnnunlla3or, KaKo

ra raj naqueHTh neKyBaHh co Apyrn arunnqHn aHThncrxorl4tlh, He ce EocranHl4, na

ArpeKTHara cnope,e6a He e MoxHa. l-laqneHrure neKyBaHh co Suno roj aHluncnxorl4K,
arnyvyaajku ro il apnnunpa3onor, rpe6a Aa6v1at no4 Hag3op co orneA Ha 3Haqvre v
cilMntroMr41re Ha xilneprnnKevraja (nonn,quncvja, nonvtypnja, nonu$arnja ll cna6ocr),

tro,qeKa n€tLlherHTt4Te co ulerepna 6onecr vntA co pt43t4qHvl $arroput ea nojaaa Ha
r.uekepna 6ione,cr rpe6a peAoBHo pa 6vgar noA Hag3op co orneA Ha BnouJyBaH'ero Ha
KoHTponara Hal rflilKo3ara. florpe6na e peAoBHa KoHTpona h Ha reflecHara'rexl4Ha.

l-lpeOcernltBocr: KaKo n ApyrHTe neKoBr4, apnnilnpa3onor Moxe .qa npe,Ail3BhKa
peaKHhr,t Ha npeoceTnilBocT KapaKTepil3npaHn co cnMnroMil Ha anepruja (an4ere ro

nornaejero 4.81).

flopacr na r€rfl€cHdrd rexilFta: nopacror Ha renecHara rexnHa e aoo,6t4qaen raj# , . n 9 , p " R M € T y B a F b a , 3 a p a A i l r o r v r o p r 6 r a 4 H T e T o T ,

nogFtA.TpipeKa npe4n3BhKyBaar nopacr Ha
lBnKn, u"To Moxe Ea AoBeAe Ao crspl4o3Htl
pa3onor ,b9 npouer, Kaj naqheHTu Koh ro

, , ' l
:r/.



ynorpe6yBane 3a6enexaH e nopacr Ha renecHara rexr4Ha, flpn cnyqan Ha nopacr Ha
TeneqHara rexilHa o6rqno ce paOoryt 3a naqneHTlr co 3HaLtajHh pn3t4ttHt4 $arropn xaro
Luro ce uleriepna 6onecr, HapyuJyBaFba Ha rhpot44Hara xne34a t nn aAeHoM Ha
xnno$nsara Bo aHaMHe3ara. l-lpn t<nilHr4lrKilTe ilcnilTyBaFba He e noKaxaHo AeKa
apunHnpa3rcflo't- npeAil3Br4KyBa KnilHil,.{K14 3HaqaeH nopacT Ha TenecHaTa Maca (ia],|Aere
ro nornaajerro ti.1).

.4racdarraja: H€lpytxyBaFbero Ha Morunnreror Ha xpaHonpoBo,qor n acnupaqnjara
noBp3aHn cte co npnMeHara Ha aHTilncilxo14q]4, BKny'.{yBajru ro k1 apnnilnpagonor. Kora
Kaj naqileHTnre nocrot4 pt43rrK oE acnupaqucKo BocnafleHhe Ha 6ennrer gpo6oeu,

apilnhnpa3ono'r, KaKo n EpyrilTe aHTilnCilXoTt UtA, rpe6a Aa ce npul/eHyBa co
nperna3flil13ocl"

flarrosa: 3OnnPhKC ra6nerilre co4pxar flaKro3a, na He rpe6a Aa rv ynorpel6yeaar
naqHeHTn co peTKh HacfleEHn HapyuyBaFba Ha HenoAHocyBaFbe Ha fa.naKTo3a,
xilnoJlaKTaqnja npegn3BrKaHa co nonnMopSraaarvr Ha reHn 3a flaKo3a (negocraroK Ha

Lapp narreaa) unn Mat'tancopnquja Ha rnnKo3a il raraKTo3a.

4.5 ]4HTEF'AKIIII4]4 CO RPYTh TEKOBU hNU APYTH OOPM]4 HA I4HTHPA'KI.I]4JA
Co onneA Ha aHTaroHHgMor KoH q1 a,qpeHeprilqKHTe peqenropn, aptAnvnpa3onor Moxe

Aa fo 3roneMu e$error Ha HeKon aHTilxilnepreH3ilBHl4 fleKoBLl.

Co orneA Ha npt4MapHure eSerrn Ha apilnnnpa3oflor Bp3 qeHrpanHilor HepBeH
cr4cTEM (tlt lC), norpe6na e nperna3nhBocr npil ynorpe6a aa apunnnpa3ofl ico anKoxon
Hnu Qo Apyrr reKoBtl npil Tepanuja na HapyuyBaFba Ha qeHTpaJ'lHl4or HepBeH cilcreM
xaj rqr HeKor HecaKaHh gejcraa (raxo Ha np. celaqnja) ce npeKnonyBaar (angere ro
nornaejero 4.8).

l lpernasnuBocr e norpeOna AoKoflKy apilnnnpa3ofloflor ce npilMeHyBa rcroBpeMeHo
co neKoBr4 3a x:ot4 e no3Haro AeKa npe,qil3BilrryBaar npoAonxyBaFbe na QT HHTepBanor
hnh HepaMHor(3xaTa Ha eneKTpofl Llrure.

Moxmocr ga aflhianile Fta flpyn4re nexoer eps ap]4nunpaeonor:
H2 aHTaroHhcToT SauorrAun (6norarop Ha KuceflilHaTa Bo xenyAHl4KOr) rCr HalManyBa
creneHor Ha ancopnrlmja na apununpa3onor, no oaoj e$exr He ce cMera 3a K,'ll4H14''{Kt4
3HaqaeH.

Apranranpasonc)T ce uera6onil3t4pa npeKy noaekerparHh narl'ttura, BKflyqyeaikn rn u
eH3uMtlre CYP2DG ra CYP3A4, Ho He ra CYP1A. 3aroa, raj nyuaqh He e norpe6Ho
npucnoco6yBa Fbe Ha .qo3ara.

[1pu rnraunqKilTe ncnrTyBaFba Ha 3.qpaBV vcntlraHnlln, cilnHilor uttxu6ntop Ha eH3nMor
CYPpDO (rcaHr,lgraH) ja sroneun noBptur4Hara noA KpilBara (AUC) Ha apilnilnpa3onor 3a
117o/b, Ao,EeKa MaKcilMar'tHara KoHqenrparlr,rja (cnlar) ocraHa HenpoMeHera. AUC t4 Cr.t
Ha Aexh4poapnnhnpagonor (axrnenuor uera6onr,rr) ce HaManeHn, 3a 32o/r, v sa 47o/o.

flpn ucroBpeft[eHara npilMeHa co K14H ".Ha apr4nnnpa3otl rPe6a Aa ce

Haqanu Ha npu6nrxHo nofloBnHa oAraitponn1aHa.r? Ao3a. 3a Apyrnre cnnHt{



r4Hxh$hToptr4 Ha eH3nMoT CYP2D6, na np. $nyoKceTilH n napoKceTilH, Moxe Aa ce
oqeKyBa,[€rK? ilMaaT cnnqeH esexr na noTpeoHo e AGaTa aAeKBaTHO Aa Ce Handaflh,

l-fpra rnraHhltKo-ro ilcnnryBaFbe Ha 3ApaBV vcnvraHnLltA, ct4J'tHt4or unxu6vttop CYP3A4
(reroKonason) ro 3roneMiln AUG na apilnunpa3onor sa 630/0, ? cmax sa 37<'h. AUC na

Aexn4poapilnilnpa3onoT ce groneMiln 3a 770/o, 2 Cmax Ha AexniqpoapnnHnpa3onoT ce
3roneMt4fl 3a 43o/o. Kaj 6aanmre CYP2DG uera6onil3aropt4, t4croBpeMeHara npHMeHa
Ha cnnHurc> vHxt6tropil Ha CYP3A4 Moxe Ea pe3ynrilpa co norofleMil KoHqeFlrpaqilu
Ha apnnnnpa3on Bo nna3Mara Bo cnopeg6a co 6p3ilre Mera6onil3aropt4 na CYP2D6.
I]pn paorneAyElaHre Ha ilcroBpeMeHara nphMeHa Ha KeroKoHa3ofl il Ha Epyrure cilnHu
nxxra$nrop7t nir CYP3A4 co apununpa3on, MoxHara Kopl4cr rpe6a Aa ro HaAMnHe
MoxHt4or tl43t4K 3a naqueHTt4or. f'lpn ncroBpeMeHa nprMeHa Ha KeroKoHa3on il Ha
apunl4npa3on, Ao3ara Ha aplnnilnpaaon rpe6a ga ce HaMaflu Ha ornpnnilKa nonoBhHa
oA nponhlrJaHara Ao3a. 3a gpyrrare cmltHl4 nHxn6nropil Ha CYP3A4, KaKo ilTpaKoHa3on
u ult7;yflurropil're na Xl4B nporea3ara, Moxar Ea ce oqeKyBaar cflt/lqHn e$errur, na

norpe6Ho e,qo3ara Ha ncr HaqilH ,qa ce HaMafli l .

flo npercun'yBabe Ha ynorpedara Ha unxrbornpilre Ha CYP2DG vrnu 344, Ao3rpaFbero
Ha apnnnnpa3on rpe6a Aa ce 3roneMil Ha HilBo oA npefl BoBeAyBaFbero Ha

npilApyxH€lraltepan ilja.

Snar nopacT Ha KoHL{eHTpa1njata Ha apununpa3on MoXe Aa ce oLleKyBa npn
l4CTOFpeM€rH? fipt4MeHa Ha cna1vi nnxu1vtopn Ha CYP3A4 (na np. At nrna3eu nnvl

ecllr4lranonpau) vnv Ha CYP2D6.

flo rcroBpeMeHa nphMeHa Ha xap6anaasent4H, cuneH HHAyKrop Ha OYP3A4,
reoMprpl4cKara cpe.qHa BpeflHocr H€l cmax 6nna ga 68% noMana, a AUC sa 73o/o
noMapa Bcr cnopeA$a co npnMeHara caMo Ha aprnhnpa3on (30 mg). CnH..lHo Ha roa,
3a Apxr4ApoapHnunpa3onoT reoMeTphcKaTa cpeEHa BpeAHOCT Ha Cmax 6tl,na ga 69%
noMana, a AUC ea 717o nouana no rcroBpeMeHaTa npnMeHa CO rap6arua3enilH BO
cnopp46a roo BpegHocrhre no npnMeHara Ha caMilor apilnilnpa3on'

flpra ncroBpeMeHa npuMeHa Ha aphnr4npa3on v Ha xap6anlasenilH, Ao3rara Ha
apilnnnpacon rpe6a gaojno Aa ce 3roneMil. Moxe Aa ce oqeKyBa Apyfl4re ctAnHu
rH4yKropu na CYP3A4 (raxo pra$anlrnraqnn, pn$a6yrua, Sennronx, Sexo6ap6utan,
npnMugoH, e4aBilpeH3, HeBHpanilH h KaHTaphoH) ga nMaar cr'tt4LtHt4 eSexrra u ,4a 6uge
norpp$Ha nphMeHa Ha cnuqHo 3roneMyBaFbe Ha .qo3ara. flo yxrHyaaFbero Ha (lnflHrre

14HAyKToptl H€l CYP3A4, Ao3ara Ha apilnHnpa3on rpe6a Aa ce HaMiaflfi Ha
npenopaqetHara.

l-lpn i lcroBpeMeHa npnMeHa Ha apnnnnpa3ofl co Bannpoar vnt rl l4Tt4yM, HeMano

KnilHfLtKl4 Snavajnu npoMeHu Bo KOHqeHTpaqil i lTe Ha ap4nHnpa3g;l.

Bnniaxue t{a aphnInpa3onor Bp3 trpvrure neKoBl4:
+

npra-r<nraHhqKylTe ucnuryBaFba, ,qo3uTe Ha aphnnnpa3ofl o,q 10-30 mg/AeH HeMa-ne

3Ha."tpjHo an4janne Bp3 mera6onu3Motu+ffi*:"q[ncrparor Ha CYP2DO (o'qHoc

AeKcnboMeroppaH/3-ueroxcNMopqnHaHYiZCg' (adp$'eplr H), 2C19 (orvrenpasorr) r,r 3A4
(4exgrpo rvr eropSan ), OceeH roa, apil n rf.lpasono" | l.?lrApoapnntAnpa3onor 
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He nqKaxa.ne noreHqhjan sa MeHyBaFbe Ha Mera6onu3Mor nocpeAyBaH oA eH3nMor
CYP1A2, 3aroa He ce oqeKyBa AeKa apnnnnpa3onor 6n npe4nsBnKan KnilHnqKil BaxHLl
hHTepaKqilH co neKoBhTe Kon ce nocpeAyBaHn oA oBile eH3u1M14.

f'lpr ficroepeMeHa npilMeHa Ha aprn[npa3on co Baflnpoa'r, nnrtAyu nnu naMorpilr]4H,
Heuafo Knt4H14'.{Kt4 enavajHu npoMeHil Bo KoHqeHTpaqhilTe Ha Bannpoar, fit4Tt4yu tAnv
naMorpHrnH.

TF'E6A 3A BPEME HA SPEMEHOCT h AOEFbE4.6

He
XEHil

apv

B03H

cooflBeTHn, AO6po KOHTponnpaHV ncnlTyBaFba co apununpa3oll xaj 6peueHn
klarrt ce aa6enexaHu KoHreHhranHH aHoMannv, npilqnHcKara noBp3aHocr co

o'r He e yTBpEeHa. VlcnwyBaFbaTa Ha XilBoTHu He Moxene Aa ja ncxnyvar
ToKcnltHocr 3a pa3Boj na nnoEor (erapere ro nornaajero 5.3). flaqrr:Hrrnre

iqa ce cOBeTyBaaT Ea ro r3BeCTar caojor neKap AoKonKy sa6peuelar Vnn

4a sa6peMeHaT 3a BpeMe Ha neKyBahbeTo co apunnnpa3ofl. Co orneA Ha

HHTe r,rnSopvraqura 3a 6ee6egHocra Ha npuMeHara Kaj flyl'ero v
upyBaqKhre pe3ynraru Ao6ueHn 3a BpeMe Ha ilcnuTyBaFbaTa Ha

3a BpeMe Ha naKTaqilJa ce il3naqyBa Bo MneKoTo Ha ilcnilTyBaHnre

craopqyt, He e nogFtaro,qanu apnnilnpa3onor ce i lgflaqyBa Bo MajqnHoro MneKo

pen BHaTa ToKct4qHocr raj xraaoTHt4Te, oeoj ner He cMee Aa ce npilMeF{yBa 3a
Ha 6peueHocT, ocBeH aKo oqeKyBaHaTa KQpl4cr 3a MaJKaTa JacHo ro onpaBAyBa

p[43t4K 3a nnoAoT,

t-tr{t4t-bara HgfloxeHn Ha aHTnncilxol4r-[4 (exnyvrl|renHo il apvrnunpason) aa
Bpe Ha ngcne4HoTo rpilMecevje oA 6peuenocra ce no4 p143l4K oA nojaBa Ha

flejcrBa, exnyvyeaji<u ru eKcrpannpaMil,qanHilTe qnMnroMt4 t4 crMnroMnre Ha
nexqrnja ron Moxar pa 6upat oA pa3nnqeH creneH Ha rexnHa u p€l3nilqHo

13a6enexenn ce pa34pa3nnBocr, xilneproHhja, xnnorouuja, TpeMop,
, pecnnparopeH Ailcrpec n HapyruyBaFba Ha xpaHeFbero. 3apagn roa

HqnFbara rpe6a BHHMarenHo Aa ce Ha,qrne,qyBaar.

Apn
XCH

KaJ n . I-laqnenrrure rpe6a .qa ce h3BecTar Aa He 4ojar AoKonKy ,qo6ueaar repannja
co nHnpa3on.

4.7 JAH]4H BP3 CNOCOEHOCTA 3A BO3E}bE hNN PAKYBATbE CO
uHu

Apn !4Ma CnnHo anujanne Bp3 nci lXoSusnvrnre cnocO6nOCIvl t  3a tspeMe Ha
ujata, cO Oaoj neK, He e Ro3BofleHO ynpaByBaFbe cO MOTopHl4 Bo3ufla, HilTy naK

a co Maunnu (angere nornaeje 4.8).pa6o



HecaKaHu AejcTBa ce nojaByPaaT noq
oa6enpxaHh KaKo MoxHt,r KnilHt,rl{ft4 oHaqaj

Ha HaBeAeHhre
Hre Kp4repnyMil: vecro (2

Flc
t{e

JarplrqKr HapyuJyBalba
HeMUp, HeCOHl4qa, aH KC]4O3HOCT

qecro: genpecnja"

Ha HepBHl,lOT Gl,lCTeM

: eKcTpanrpaMuAanHu HapyuJyBaFba,
Bocr, cpAaquja, rnaeo6onra.

Ha oq[Te
: 3aMarIeH Br4A

n HapyujyBalba
Ky qectro: raxnxapgnja*

apHr HapyuryBalba
flotvt Ky qecpo: oprocrarcKa xnnorensuf a"

yBalba Ha Al,|reCT]lBHIIOT CxCTe[\l
: AHcnencnja, noBpakaFbe, MaqHuHa,

a .

On HapyuJyBalba
:  3aMOp.

roh Ao6raaane nnaLle6o. l-lpn Fpyro
BO
co nilnpagon n 15,1% raj naqvreHrn ,leKyBaHh

on 26 ceAMnqil, 3aqecreHocra ta E

engsodu xaj 6unonapHo
Bo rpaeFbe oA 12 ceAuuqn,

neKyBaHu co apnnnnpa3otl tA
pilEon. flpn gpyro hcnuryBaFbe Bo

Enc6una 26,6% raj naqneHru neKyBaHn co

ncn
na

na EflC 6una 19"h xal naqneHru nPKyBaHn

fl Hu cg nvrnyM. Bo AonrorpajHara

ona

( > 11 00) nnaqe6o,
n tQjcrea (.).

HecaKqHil Ae
1/100 Ao < 111

H PeaKLU'|l'l Ha MQCTOTO Hq nPUMe

co noMotu Ha
(> 111000 Ao <

rpeMop, BpTOrnaBilqa,

KOHCTNN xhnepceKpeqnja

6una 1 8o/o \aj naqileHrh neKyBaHn

) u



KoHTpo.nnpiaHo co nnaqe6o, Koja rpaena 26 cegMilqr4, gaqecreHocra Ha EflC 6una
18,zoh raj naqueHTn neKyBaF{t,l co apnnunpa3on n 15,7% raj naqneHrlt KoLn go6naane
nnaq06o.

l-lpra ucnh'ryBaFbara KoHTponnpaHr co nnaqe6o, 3aqecreHocra Ha ararasnja Kaj
6ranofrapnilTe nallhenru 6una 12,1o/o npn fleKyBaFbe co apl4nhnpa3ofl w 3,11o/o npu
go6raparue Ha nnaqe6o. Kaj nallueHril co r.uraso$peHraja oaqecreHocra Ha ax:.arusuja
6una 6,2o/o npH fleKyBaFbe co apunilnpa3ofl t4 3,0o/o co nnaqe6o.

llncrPHnia:
E*eim Ha ,?pynama'. cr4NrnroMt4 Ha gncronnja, npo4onxeHh Heeoo€iilqaeHil
roHr$arqnt4 Ha MycKynHt4re rpynh, Moxar Ea ce nojaear raj noocernvBn noeAHHqH 3a
epeuB Ha nF,ailre HeKoflKy AeHa o,q neKyBaFbeTo. cuunronanre Ha 4rcroHnja
exny,.fyaaaT: rpqeBil Ha MycKyflt4Te Ha BpaToT Koil noHeKorau ce pa3BilBaaT Eo cTeraFbe
Ha r$noro re[uKorr4t4 nph roflTaFbe, Te[uKort4t4 npn EuuJewe nlvtnu nporp]/31414 Ha
jaoraxpr. Oahe cnMnroMl4 Moxar Aa ce nojaear npra HUCKH Ao3vl, Ho ce jaayaaar

noveQro, nocept4o3Hr4 ce u nojarra npr npnMeHa Ha noBilcoKl4 ,qo3il h Ha nojaxn
anrnficuxolhqu oA npBara nenepaqraja. 3roneuen pn3hK oA aKyrHa gmcrrcHrja e
sa6e;rexan raj ruaxvre v raj nounagure Bo3pacHil rpynil.

Cnopieg6hrre nonaery apnnt4npa3o.n t4 nnarle6o co orneA na Opojor Ha naLlil(-5HTt4 co
norerl.rqrajaflHo Knt4Ht4vxn snavajHil npoMeHil Ha pyrt4HcKl4Te na6oparopl4cKl4 BpeAHocrl4
ra epQ4noc'rilTe Ha nvtnv1tTe He yKaxaa Ha MeAr4Llt4HcKt4 snavajnu pa3nuKn (angere ro
norn{ajero 5,1). 3ronerrlteHilre BpeAHocrra na CPK (rpearmn $ocQoxnnasa), navenHo
MilHnilBil il acuMnroMarcKt4, 6nne ga6enexaun raj 3,5o/o naqueHTl,l npr repalnnja co
apilnl4npa3ofi, Bo cnopeg6a co 2,Qok naqileHTl4 Kot4 Ao6ilBane nnaqe6o'

npyrm corne[yBaFba:
Hecarannre gejcrea 3a Koil ce 3Hae iqeKa ce noBp3aHh co repanh1ara co
aHTHrtCr4XOTr4t-1t4, a hCTO TaKa Ce ea6enexanr 3a BpeMe Ha neKyBaH'eTo co
apHnl4npa3on, BKnyqyBaaT HeBpor'tenTilqeH MaflureH chHApoM, TapAhBHa gmcruHesuja,
ronafnsnn rlepe6poBacKynapHH HecaKaHn Aejcraa n 3roJneMeHa cMprHocr Kaj
nocrfprare AeMeHTHt4 naLlileHTil, xfineprnuxeuraja u ulekepHa 6onecr (engere ro
nornf ajera' 4.4).

fleniliarpu cra r,ronynauuja :
flpra lrparxorpajHo nnar-le6o KoHTponilpaHo Knl4HrqKo ncnnryBaFbe Koe BKflyL{uno 302
a4onpcrlerrrra (13-17 ropuHra) co r.urasoSpeuuja, eavecreHocra n Biliqor Ha HeciaKaHHTe
4ejcr']ea 6nne cnuqHt4 KaKo Kaj Bo3pacHure, ocBeH uro cfleAHilTe F{aclaHil ce
aa6epexaHr floqecro xaj aAonecqeHrn Ha repannja co aphnunpa3on Bo ollHoc Ha
eospf,cnrare Fta repanraja co apilnr4npa3on (n noLtecro orKoflKy Kaj nnaue6o
KoHrponilpaHara rpyna): coHnHBocr/ceAaqnja v eKcTpanupaMvl.qanHil HapyHJyBaHra

yBa ycTa, 3roneMeH anerhT h oprocrarcKa
00 <  1 /10) .
) oTBopeHo npoAoflxeHl4e Ha ilcnilTyBabe
Bp_9pf TqqqglrKo, nnaqe6o KoHrpon hpaHo

f icni l [YB?Ftl€.  , ,1 ' , . . t '  
"  +. . ] r

Kaj eirynnara nonynar4aja na aAoflecqeHrn qo::trJt43oSpen"ujp (13-17 ropunu) ilslloxeHa



Ha ?pilrll4l1p?3Ofi Bo TpaeHre Ao
nponaKrllt-{ (<3 ng/ml) xaj geeojxh
MoMqr4Fba (<2 ng/ml) 6una 48,3o/o.

fl ocr-uaprt)Tr4 r-r urKo 14cKVcrBo :

ABe foAuHVl, klHqilAeHqu)aTa Ha HrcKo HLtBo Ha
6tana 29,50/0, a Ha HrcKo l-ll/lElo Ha nponarruH raj

flo4ony HiaBe/xeHilTe HecaKaHil peaKqnil ga6enexaur ce 3a BpeMe Ha nocr-
MapKernHuKorrf, cflegeFbe. 3a.recreHocra Ha oBile peaKqur ce cMera 3a Heno3Hara (ue
Moxe Ea c€) np()LleHn oE AocranHnre no4aroqu).

Hapyuyearba Ha KpBra u na nnuSHror cncreM
fl eyronen nja, n eyrponen nja, rpo u6o qrarone n urja.

Hapyuyealba Ha HMyHonourKHor odcreM
Aneprncrra peatKLlll4 (na np. anaSnnarcuja, anrnoe4eM arnyvy'earjxn oreqeH jersnrc, eAeM
na jasnxor, eA€)M Ha nilqero, jjagex ilnn ypn4Kapnja).

En4oxpn nil,r HarpyluyBalba
Xr,rneprnuxr:nltuja, uerepna 6onecr, ,qraja6errvta KeroaqilAo3a, gulja6ernvHa
xilnepocMonapHa KoMa.

Hapyuyearba Ha Mera6orx*Mor l,r l4cxpaHara
flOpaCr Ha Tr3fleCHaTa TeIr[]4Ha, HaManyBaFbe Ha TefleCHatTd TeXhHa, anOpeXCnja,
xilnoHarpeunjar.

flcnxujarpucKr,r HapyuyBalba
Arnrnpanor:r, HepBo3a; o6n,q ga cauoy6ncrao, v1ev 3a cauoy6ucreo il il3BpuJeHo
carraoybrcrao (nrgere ro norflaBjero 4.4).

Hapyuyealba Ha HepBHt4or cncreM
Hapyuryaalbe Ha roBopor, HeBponenrnqeH MaflnreH cilHApoM (HMC), KoHBynsuH rpaHrq-
Mafl.

Gpqean HapyuyBat'a
l-lpogonxyBaFbe na QT t4HTepBanor, BeHTpr4KynapHil apArMVu, nenagejHa H€|o6jacHuBa
cMpr, cpLleB silcroj, forsades de pointes, 6pagnxapgrja.

BacrynapHlr HapyuyBat a
CuHxona, xhnepreH3nja, eeHcra rporrn6oena6onr,rja (arnyvyeajrtral 6enogpo6na eru6onuja n
pna6oxa BeHcK,a rponl6osa).

PecnrparopHut, TopaKafl Hn n uegnjacrhHarHll HapyuJyBarba
OpOQapra HreaJ'leH Cna3aM, napil H rogna3aM, acn npaqilcKa n HeBMoHt4,la.

Hapyuyearrua Ha Ata recr[ B]l l,lor cl,lcreM
llanrpearvrvc,, gncQarnja, nenprjarlg,gT'B!,:g{pM?Kor, HenprajiarHocr Bo xenyAHt4Kor,

n'onhB' 
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Hapyuryaarrba Ha qpHhor gpo6 vt Ha xoJtlq}a .' I
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Lla, xenaTuTvlc, nopacT Ha HnBoTo Ha
Ha HklBoTO Ha acnapTaT aMnHOTpaH

Mtan rpaHcSepasara (ffl, nopacr Ha

Hap
Vlcu , pearqnja na Soroocer.nr4Bocr,

]ba Ha KOXaTa n Ha IOTKO)I(HOTO TKl,l

Ha rba Ha MycKyr Ho-cKereTHxoT
ofl uga, uuanrnja, BKoqaHerocr.

lba noBp3aHlr co 6peuexocr, Aoe

Batba na 6y6pe3ltre lt Ha yprHapHHor
YpnnpHa hHKoHrunenquja, yprHapHa pereHqnja

Pen FeH CXCTeM lr HapyuryBalba Ha
nn3aM.

HapyuryBaba n peaKqlrlr Ha MecroTo
lba Ha perynaquJaTa Ha TeM

Bo rpaflHuor Kor.u, nepuSepnr4 eAeMn.

Kl,l l,lGnHTyBalba
Ha HilBoro Ha KpearuH $ocQoxuna

ocql4flallilJa Ha rnr4Ko3ara Bo KpBTa,
no6nn.

4.9 EEOI3li,lPAHrE

aneH ancn4 HeHqnjanex cil H.qpoM (augere

l4HylqKnTe rCnnryBalba no CTaBaHTeTO
aKyTHo npe[o3l4paHre co apHnnnpa3on

acHnre naqneHTil co nphMeHa Ha Ao3a
H14 SHAqh n ChMnTOMl4 BKnyqytsane
Bocr, TaxHxapguja, MaLrHnHa, noapakarue
HO npe,qoSilpalbe co caMhor apnnilnpa3

lffrnHll.{rure cepho3Hr4 3Hallv n cuu
Ha cBecra n eKcTpanhpaMnAanH|/' cn

pahbero rpe6a Aa ce fleKyBa co
Ha pecnnpaTopHr4Te naTLruJTa,

paFbe Ha cnMnroMr4Te. Tpe6a Aa ee
noaeke neKoBr4. 3apa4r roa

napeH HaA3op. HeonxoAHo e
3a AA Ce OTKpl4Jar MOXHI4Te apUTMl4l4.

co apilnnnpa3on,
Fbero rpe6a Aa npo4onxar o0 @iSe

I a

l-lpu

KAJ
3Hi

col

' f , O neplroA

nplrMe
(na xilnoTepMr4Ja,

Ja v BeHTUT]aLlnJa, u
Aa Bo npeAo3rpa

Lu Aa ce 3anoqHe
Hy1,1 eneKTpo

norBpAeHo vnn cycne
141{4HCK14 HaA3Op

Ha naqneHTnor.

c
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TnBHa Tepanuja, oApxyBaFbe



ArrnqHnor jarnen (50 g), npilMeHer e.qeH vac no apilnnnpagonor, ro HaMaflHfl cmax H?
apnnlnnpa3rlno'r 3a oKony 41o/o, a AUC 3a oKoJ'ty 510/0, ruro ynaryBa Ha 3aKnyqoKor AeKa
aKTvrBHr4orjarnen Moxe Aa 6u4e AenorBopeH npr fleKyBaFbe Ha npeAo3npabero.

[4aro HeM€l nn$opuaqnil 3a annjaHuero Ha xeuognjanvsara Bp3 fleKyBaFbero Ha
npe4g3t4paFbero co apilnilnpa3or, ne rpe6a Aa ce oLreKyBa ,qeKa xeuo4njanv3a'ta 6una
KopnqHa npil neKyBaFbero Ha npeAo3rpaFbero 5uaejkn aphnilnpa3oflor eo Hajronerraa
MepKa ce Bp3yBa co 6enroet4Ht4Te Ha nna3Mara,

5. OAPMATKOflOIUKh nOAATOqh
5.1. OAF'MAKOEI4HAMl'tJA

tDa p ua xorepaneBrcKa rpyna : Apyru aHTH n chxorn qll
ATK osHaxa: N05M12

Ce npernc)craByBa EeKa AenorBopHocra Ha aptanhnpaoonor Bo neKyaaFbero Ha
r.uuso$pennja ta 6nnonapna Oonecr oiq rilnor I e nocperqyBaHa npeKy xona6nHiaqujata
Ha EenyMH[4or aroHil3aM Ha AonaMHHcrnre Dz h ceporoHl4HcKhre SHTra peqenropl4, 14
aHTaroHH3r\roT Ha cepoToHl,lHcKhTe 5HTza peqenTop14. Aprnnnpa3onol' noKaxan
oco6r,{nr Ha aHTaroHncr Ha xnBon4HcKilTe Mo4enn co Aonatufll4HeprilqHa
xilnepaKTnBHocr u oco6r4Ht4 Ha aroHilcr Ha Mo4enil co AonaMilHeprrqHa
xuno4rrilaHocr. Apunnnpa3oflor noKaxan BhcoK aSuunrer KoH Bp3yBa]+e uH eLtmpo 3a
,qonaq/luHcKnre Dz n Dg, cepoToHr4HcKr4Te SHTra n SHTza peqenropl4 vi yMepeH
aSnHnrer KoH AonaMilHcKilTe D+, ceporoH14HcKilTe 5HTzc u SHTz, an$a-1
aApeHeprnqHilt'e n xncTauuHcKilTe Hr pe[enTopu. Apunilnpa3onoT ilcTo TaKa noKaxan
yMepeH arpuHurer KoH BpsyBaFbe Ha Mecroro Ha noBTopHoro npe3eMaFbe Ha
ceporoHt4H(lr, !4 3aHeMapnilB a$unrrer 3a MycKaphHcKHre peqenropn. Vlneparqrjara
co ApyrilTe peHenTopl4, Ko14 He ce oA RonaMilHcKl4OT il CepOTOHI4HCKI4OT nOABl4ll, MOXe

Aa rn o6ja+rra HeKoLt oA ApyrHTe KflilHl4qKn anuianuja na apilnilnpa3onor,
Aoarate Ha apilnunpa3on Bo pacnoH oA 0,5 ao 30 mg nphMeHern eAHauJ Ha AeH Bo
reKor Ha ABe cegMhqr4 Kai 3.qpaBu noe4ilHqr4, npon3Befle oA ,qo3aria StaBncHa
pe4yfrlraja Bo Erp3yBaFbero na 11 C-paKnonpn4 (DzlDs peqenropeH nrraHg) na ,nucleus
caudatus w putiamen, uJTo e orKpueHo co no3llTpoHcKa eMrcucKa ronaorpaSuja.

tUrsq{pennja xaj Bo3pacHH
flpra rpra KparKorpajnra (4-6 ce4rr,rraqu) co nnaqe6o ronrponupaHu ncnl4rvBaFba Koil
BKnyyilne 'l22tl eospacHil naqileHru co r.unaoSpennja co no3rlrt4BHu vnv HerarilBHll
cilMnToMt4, apnnilnpa3onor 6nn noBp3aH co crarilcrt4qKu sHavajno noroneMo
no4ofrpyeaFbe rHa cHMnroMt4Te Ha ncuxo3a Bo cnope46a co nnaqeboro.

Apranyrnpa3or'tor e AenorBopeH nph o,qpxyBaFbe Ha KnilHlltlKoro nogo6pyeiaFbe 3a
BpeMe Ha KoHt'tlHyupaHara repanraja raj eospacHn nallheHTil co noL{ereH o4roBop Ha
neKyqaFbero. flpu KoHTpont4paHo hcnilTyBaFbe co xanonepngon, Aenor Ha naql4eHTl4
Koil ro 3aflpxafie o4roBopor Ha r'teKot no 52 ceAMHqH 6hn cnil..leH Bo ABere rpynu
(apranranpaeon 77o/o, a xanonepilAon 73%). Brynnara cTanKa Ha 3aBpuyBilFbe Ha

HcnilTyBaFbero 6nna snavajno noBncoKa Ka.
Ha xanonepilAon (30%). Bucruncrure pe3
t(opiloTeHil KaKo ceKyHAapHvl pe3ynTaTil,

.  ,  . , r r , ' .  ) l



Asberg cKanara 3a npoqeHyBaFbe Ha Aenpecujara, noKaxane snavajnr nogo6pysaua
B0 oflHoc Ha xatnonepnAonoT.
Kaj nnaqer6o KoHTpoflilpaHoro LlcnilTyBaFbe Bo rpaeFbe oA 26 ceAMurqLr Kaj
cra6nnilsnpaHil naqr4eHTh co xpoHHLtHa uusoQpennja, apilnHnpa3onor nocrrrHan
snav4jno noBhcoKo HaManVBaFbe Ha cranKara Ha penanc: 34o/o penanc Kaj
apilnhnpa3on rpynata, a57o/o penanc raj nnaqe6o rpynara,

Ileanjarplr cKa nonyn aqrja
UusoQpeuuja xaj adonec4eHmu: npil nnaqe6o KoHrponilpaHoro ucnillfyB€tFbe Bo
rpaeHre ofl 6 ceAMilqr4 Koe BKnyqr,rno 302 aAoJ'necqeHTil Ha Bo3pacr oR 13 po 17
roAVHn co noSurl4BHt4 nnv HerarhBHl4 cnMnroMtl, apnnrnpagonor 6iln noBp3aH co
crar4crnr.rKl4 snavajno noroJneMo nogo6pyearue Ha cilMnroMLtre Ha ncilxo3a Bo
cnope46a 0o n.naqe6oro.
l-lpra nog-aHaflu3ara Ha naLlheHTilTe, aponecqeHTr4 oA 15 Ao 17 rogilHt4 Kot4
npeTcraByElafl€) 74o/o op qenoKynHo BKnyqeHara nonynaqrja, e$erroT Ha oAp)KyBaFbe
6nn sa6enexaFl Bo reKol' Ha 26-cegurLrHoro orBopeHo npo4on)ryBaFbe Ha

tr:#J::itZ:Z* noepsaHa co aymucmu.tHo Hapywyeabe Kai neduiampucKume
naL4ueHmu (eudeme eo noenaejemo 4.2):
Apunrnpa3onor e npoyLtyBan raj naqileHril Ha Bo3pacr oA 6 ao 17 roAvtHl4 Bo ABe
nnaqe6o KoHT'ponhpaHn hcnhryBaFba Bo rpaetbe oA no ocyM ceAMuLlt/ [eAHa
$nerccr,r6raflHa,4o3a (2-15 mg/.qeH) u eAHa Srxcna,qo3a (5, 10 nnu 15 mg/4en)1, xaxo u
Bo eAHo 521-cegnnuL{Ho orBopeHo ilcnnTyBaHre. flo.{erHara ,qo3a npn oBile rcnhryBaFba
6una 2 mg/4en, no eAHa ceAnn4qa 6wna 3roneMeHa na 5 mg/gen, il e 3ror'teMyBaHa 3a
no 5 mglgen ceguuvHo, cdr Ao nocrurHyBaFbero Ha HeflHara Ao3a. flpery 75o/o
naLlileHrh 6une noMna4il oA 13 ro4ilHl4. Apunnnpa3onor noKaxan crarncrltqKvl
sHa.a4jHa nogo6pa AenorBopHocr Bo oAHoc Ha nnaqe6oto, cnopeA pe3yflrarhre Ha
norcKanara Ha PaappasnuBocr Ha ABC cKanara (anrnncxn, Abberant Etehavior
Checklist). Melryroa, Knt4Hr4'"{Kara BaxHocr Ha oeoj 3aKnyqoK He e norBpgeHa.
Seo6eEnooHt4or npo$un BKflyr{yBa 3roneMyBaFbe Ha renecHara rexilHa u npoMeHa Ha
HklBoro Ha npofiaKTuH. Tpaersero na crygrajara Ha AonropoLtHara 6es6e4Hoor 6vno
orpaHilqeHo ner 52 ceAMilL14. Bo s4pyxeHilTe ilcnrryBaFba, 3aqecreHocra IHa HilcKoro
HilBo Ha cepyMcKt4re nponaKTnnu naj geeojvraruara (<3 ng/ml) n MoMt{t4t'barar (<iZ ng/ml)
raj nar-lraeHrh lleKyBaHil co apilnunpason 6hna 27146 (58,7o/o) raj xennre, a 

"2581298(86,6plo) riaj Maxhre. flpn nnaqe6o KoHTponnpaHhre ilcnilTyBaFba, npocel{Hara
Bpe4Hocr Ha 3roneMyBaFbero Ha renecHara Maca 6una 0,4 kg sa nnaqe6o r 1,6 kg sa
apilnilnpa3on,

3roneuyeaftte Ha renecHara rexnHa
flpr KflilHl4LtKtlTe t4cnilTyBaH,a He e AoKaxaHo AeKa apilnnnpa3onor nolrilKHyBa
KnuHHqKh snervajno 3roneMyBaFbe Ha refiecHara rexnHa. Flpn 2€i-cegunvna
onaH3anhH-Kol-trpofl upaHa paojno cnena MynrhHaLlnoHanHa cry.qnja sa ulueocppennja
roja axnyvyBaJ'la 314 naqueHTt4 co t"tpnMapeH qeneH pe3ynrar Ha 3roneMyBahbe Ha
TenepHara rexilHa, snavajno noMan 6poj Ha naqneHTH t4Man 6apenr 7o/o-THa
3roneMyBaFbe Ha TenecHaTa Maca 0A noL{(
npoceqHa nol{erHa rexnHa clg -80,5 kg);
13% oA npoqeHnilBilre naqlxenru), Bo cnc
npoqeHnilErure naqhenrr).
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OCTI'I Ha r|hnllAhTe
flpn
Kfl14H

aHanh3a Ha BperqHocra Ha nvnv1ure oA nnalle6o ronrponupaHrre
ilcnnryBaFba Kaj Bo3pacHu, He e AoKaxaHo AeKa apunnnpa3oflor

n 3Bl4KyBa Kflr4Hr4qKn 3HaqaJHil npOMeHil BO Bpe,qHOCTilTe Ha BKynHUOT XOne(]TepOn,
rp14 !r4r4re, HDL n LDL xonecreponor.

: 3aqecreHocra Ha npoMeHara Ha HhEoara oA HopManHa (<5,18

) go aracoKa (> 6,22 mmol/l) r43HecyBana 2,5o/o 3a apunnnpa3or'l vt 2,8o/o sa
, a npocel{Horo orcranyBaFbe oA noqerHara BpeAl{ocr 6uno -0,15 mmol/l (95%

,182, -0,115) 3a apuni lnpa3on, v1 -0,11 mmol/ l  (g5o/o Cl :  -0,148, -0,066) 3a

3aqecTeHocTa Ha rNpoMeHaTa Ha HI/BoaTa o4
HOpM
7,00/o

a (.1,69 mmol/l) 4o aracoKa (> 2,26 mmolll) 6una 7,4o/o 3a aphnnnpa3oll t4
3a nflaHe6o, a npoceLrFroro orcranyBabe oA noqerHara Bpe,qnocr 6uno -0,11

m (95% Cf: -0,182, -0,Q46) ea aptlnunpa3on, h -0,07 mmol/l (95o/o Cl: -0.148,
3? nfloHe6O.

3aLtecreHocra Ha npoMeHara Ha H[Boara oE HopManHa (<2,59
mmol Ao Br4coKa (> 4,14 mmol/l) 6una 0,60/o 3a apilnilnpa3on n 0,7o/o sa nnaqe6o, a

Horo orcranyBaFbe oA no\.rerHara BpegHocr 6nno -0,09 mnnol/l (95% Cl: -0,139,
3a aphnhnpa3on, u -0,06 mmol/ l  (95% Cl: -0,1 16, -0,01 2) sa nnaqe6o.

M qHr enusoAl,r Bo 6unonapHoro HapyuJyBarbe 3a run I

0,00

HAM

Aee
M O H

MAH

Apnn

aqe6o KoHTponnpaHn ncnnTyBaFba Bo TpaeFbe oA no rp],1 ceflMvlqt4, co

ia co $nexcu6nnna Ao3a Ha apnnunpa3en, exnyvnja naqileHTil co
uflH MeuJaHn enu3o4il Ha 6nnonapno a$eraraBHo HapyruyBaFbe ofl rnn l.

npa3onor noKaxan no4o6pa ,qeflorBopHocr Bo cnope46a co nnaqe6ioro Bo
yBaH,eTc' Ha MaHuL{Hr4Te CnMnTOMl4 BO TeKOT Ha TpU CeAMilq]4. oeile l4cnnTyBaFba

nallheHTil co nnu 6es ncuxol4LrHr4 KapaKTepurcrtlKr4 H co nnn eies 6ps
TCK.

flpn TprcefqMilL{Ho, nflaqe6o ronrponilpaHo HcnilTyBaFbe co MoHorepanrja co
$u .qc)3a Ha apnnhnpa3on, Bl(rtyqeHil ce naqileHTrl co MaHUL{H[4 vnu lueluaHh

na 6unonapHo HapyuJyBalbe oA rnn l. Aprnnnpa3onor He noKaxan nogobpa
rqeno oA nnaqe6oro.
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Ha cilMnroMn Ha MaHilja 6nn cnopeAnrB co nilrnyMor nnil xaflonepugoflor
ceAMuqa.

flpu
MA
vnl

l-lpn

Fb€TOr Ha AenpeCwpra.

l-lpu -ceAMuLrHo nnaqe6o KoHTponnpaHo ucnilryBaFbe, KaJ naqheHTkl co Mo
MA Ha unn MeUaHa ent43oAa na 6unonapHo HapyUJyBaHFe OA THn I xOu nOc'rn

preuncnja (Y-MRS ra MADRS BKynHu pe3ynraril s12) co apl4nnnpa3on
mg/ Ao 30 mg/gen) co AoAaroK Ha nilrqyM t4nu Eannpoar Bo reKoT Hi

BareflHr ceEMilqt4, AononHnrenH1aor aphnilnpa3on Bo cnope46a

EOn TeflHoro nnaqe6o ce noKaxan cynepuopeH Bo otqHoc Ha nnalle6oro co
HAM Ha pr3hKor (coo4noc Ha pn3nror 0,54) Bo onpeqyBaFbe aa 6vt
pe
HA

C, vt t65o/o HaManyBaFbe Ha pu3t4KoT (coo,qnOc Ha pn3ilKor 0,35%) Bo cr'l
ka*'ero Ha MaHiljara. Meryroa, apnnnnpa3onor He ce noKaxa n

Bo cnpeqyBaFbe Ha BpakaFbero Ha 4enpecnjara. ,[ononnulen
npa3on ce noKaxan cynepuopeH oA nnaqeooro Fo ceKyHEapHure

ror cnopea CGI-BP 6ogyeauero 3a BpeflHocra Ha rexnHara Ha

apHn
PAHA
cnpe'
MAHLI

n

pe3y
(uan
l-lpr

BO

MOH uja co nnrhyM 14 Bo rpynh Ha MoHorepanh1a cq Baflnpoar, 3a Aa ce l

rqe orcycrBo Ha o.qroBop. flaquenrnre Bo reKor Ha MhHHMafiHo 1 2
BalrenHn ceAMhqH 6vne cta6nnusnpaHil co xotupnnaqnia na apilnl4n

CKBU reH cra6unu3arop Ha pacnonoxeHuero.
Cr il3vrpaHnre nallneHTu 6rne noroa paHgoMl43ilpaHn 3a Aa la

jarer co uct Cta6uflH3aTop Ha pacnofloxeHueTo cO iqBoJHo cnen apLl
nnaqr:6o. Bo paHAoMl,l3l4paHara Sasa npoqeHerr ce Llerilpt4 nogrprynhHA

+u3aTopt4 Ha pacnofloxeHhero: apHnunpa3on + nnThyM; apiln14npa
; nnaqe6o + nl4Tr4yM; nnaqe6o + Bat'tnpqar.

-MajepoaraTe cTanKr Ha noBTopyBaFbe Ha 6nno xojp enusoga Ha pacnonl
THara repanilcKa rpyna 6une cnegHilT'e: 160/o 3a apilnilnpa3on + n

jara).
oBa ucnuryBahbe, naqueHTnre 6vne nogeneHr Bo rpynil Ha

18o/o apunhnpa3ofl + BannpoaT, Bo cn
3a + Bannpoar.
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lA Hr4BOa, AOAaBaFberO Ha apilnhnpa3oa KaKo a4jyaaHrHa rrepaflnja
paflo co no4o6pa AeflorBopHocr Bo HaManyBaFbero Ha MaHilqHure chMnrPMl4
:A6a co MoHorepanrajara co nilrryM uflh FannpoaT.r46a co MoHorepannjara co nilrryM uflh FannpoaT.

cegMhr{Ho nnaqe6o KoHTponrpaHo hcnuTyBaFbe, Koe npoAonxnflo co 74-
H npOAOnXeTOK, Kaj MaHn,..tHt4Te naqheHTn KO[1 nocTrrHafle peuur:nja Co

npa3on Bo TeKor Ha nepho,qoT Ha
rMl43flp?l-beTo, apl4nilnpa3on Ce nOKaXa
yBaE,e Ha oilnonapHlloT penanc, npeA
ara. Meryroa, He ce noKaxa noAooa

5.2 MAKOKHHETl4KA
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Ancopnqujia
Apnnunpa3oflor Ao6po ce ancop6r4pa, co MaKcnManHLr KoHqeHTpaqnn Bo nfla3Mara 3-5
qaca nocne nprMeHara Ha .qo3ara. Aprnnnpa3onor tAMa MnHVMafleH npe,qcilcreMcKlr
ueraOonnganlt. AnconyrHara oparlHa 6nopacnofloxl4Bocr Ha ra6nerure e 87o/o.
O6poxor oo Br4coK ygen Ha Macryt HeMa anujanue Bp3 $apuaxorilFrerhKara Ha
apnnilnpaS()noT.

[rcrpn6yqnja
Apununpa3oflor l lrpoKo ce pacnpe4enyBa Bo opraH],t3Mor, co npilBngeH BonyMeH Ha
pacnpegen6a oA 4,9 Ukg, uJro ynaryBa Ha il3pa3nra eKcrpaBacKynapHa pac;npegen6a.
Bo repanncKure KoHLleHTpaLl!,u4, aphnunpa3onor IA trerc Apoaprnhnpa3onor ce noaere
oR 99% Bp3aHu Ha cepyMcxure 6enroBriHt4, npBeHcrBeHo Ha an6yrraun.

Euorpaxc$opuaquja
Apnnunpa3onor oncexHo ce uera6onrsnpa Bo qpHilor Apo6, npBeHcrBeHo Ht43
cneAHure 't'pil narulura Ha 6morpanc$opvraqraja: gexragporenarlraja, x]4gpoKcuna4uja n
N-,qeanrnnaqnja. Bpa ocHoea Ha uH eumpo ilcnhryBaFbara, eH3HMrre CYP3A4 t
CYPIDO ce o,qroBopHt4 3a AexilAporenaqrjara n xh4poKcl4rlaqnjara Ha
apunHnpa3,cflor, a N-Aeanxnnaqrajara ce RaTann3npa co noMoLu Ha CYP3A4,
Aprannnpa3onor e AoMr,iHaHTHa aKTLtBHa KoMnoHeHTa Bo cncreMcKara qhpKynaLlnja. Bo
cocroj6a Ha Ar4HaMrqKa paMHorexa, AKTNBHHOT MCTAOONNT HA

Aexn4poapnnilnpa3oflor npercraByBa oxony 40% oa AUC Ha aprnnnpa3onor Bo
nfla3MaTa.

Enruuxaqnja
l'fpocevnoro nonyBpeMe Ha e.nnMhHauuja sa apilnilnpa3oflor e npu6nuxHo 

'25 
vaca raj

6porare raela6onn3aropt4 Ha eH3uMol CYP 2D6, n npu6nuxHo 146 vaca raj eiaaHrre
ueraSonr3arop14 Ha eH3hMor CYP2D6.

Bxynnnor reneceH KnilpeHc Ha apilnilnpa3onor e 0,7 ml/min/kg h npnMapHo ce oABuBa
npeKy LlpHvror Rpo6.

f1o opanHara npHMeHa Ha eAHa Ao3a Ha 1"C]-osraqeH apnnunpa3or, npu6nrxn o 27%
oA nprrvteHara pa4noaKTilBHocr 6uno ,qereKTilpaHo Bo ypvHara, a npu1nwx:Ho 60% eo

Seqecor.
flouanxy o4 1% oA HenpoMeHerror apnnnnpason 6nno il3flaveHo ss t/pnH?ra, a
npu6nuxuct 18o/o 6uno AereKTt4paHo Eo $eqecor.

QapuaxoxuHemuKa xaj noce1inu epynu Ha nauueHmu
negl,tjarpilcKa nonynaquja
OapruarcorylHerilKara Ha apilnnnpa3on il Aexil,qpoapilnLlnpason KaJ ne,qujarphcKnTe
naqileHTn Ha Bo3pacr 13 Ao 17 ro,qnHil 6una cflnl{Ha KaKo Kaj Bo:}pacHn, no
xopexr-lrjara Ha pa3nhKara Bo renecHara rexrHa.

llocrapn naqheHrll
Heua pa3.nuKil Bo Sapuar,orhHerilKara
nouery srqpaBhTe nocTapu n noMnaAH

u AexilEpoaprilnllnpa3on
e orKpileHo BIluJaHile Ha



Bo3pacra Bo nonynaqncKara SapuaroxnHerrvKa aHanil3a KaJ nal.{ileHTil oo
UJil30$peHnja.

llon
Hervra pa3nt4Kt4 eo $apnlaKoKuHetfuKat'a Ha apilnilnpason nouery 34paBn Maxil 14 xeHil,
Hr4Ty ce c)TKpheHil enrajanrajara Ha noflor Bo nonynaLlucKara QapnaaroxhHerilqKa
aHanu3a rerj naqraenrn co uncroSpeHutja.

flyurerue u paca
flonynar{NcKara $apruarornHert4qKa eaanyaquja He Halufla ,qoKa3h 3a KJl14Hl4qfll4
aHavajnu pa3flilKl4 co orneA Ha pacara nnn enujannjara Ha nyu€lFbero Bp3

Qapnaaror!,t Hern Kara Ha aphnHnpa3o.t'tor.

Eonecrn ma 6y6pe3rre
Hajleno e AeKa Sapuamoxt4Hel4qKLrre KapaKTephcrl4KH Ha apilnHnpa3on t

AexhApoaprnnilnpa3on raj nauileHTkl co Te[uKa oonecr Ha 6y6pesrTe e cfl]4qHa L{a oHile
raj nnnagnre 3gpaBil ncnilTaHilLlt4,

Eonecrr Ha qpHltor 4po6
l4cnuryearuero co eAHoKparHa Eo3a xaj ncnntaHuq'v co pa3nilqHn creneHil Ha Llrposa
Ha qpHror Apo6 (Child-Pugh crenenu A, 5 n l-l) He orKpnno anavajno a.nujanre na
ouJTeryBabara Ha qpHilor Epo6 Rp3 SapuaxoxnHerilKara Ha aprnnnpa3oflor v1

AexilApoaprilnilnpa3onoT, Ho t,4cnuTyBaFbeTo BKnyqHno caMo Tpfi nallileHTil co crenen l-l
Ha qnpo3a Ha qpHutor gpo6, ruro e HeAoBonHo 3a AoHecyBaFbe Ha 3aKnyr{oL{n 3a
uerabonn..rKr4or KanaqfiTer H€l t4crnTe.

5.3 NPETKNHHhqKI4 NOEA']TOqH 3A CHryPHOCTA
flperxnnnrqKnre noAaroqh He yKaxyBaar Ha noce6en pil3t4K sa nyfero Bp3 oclHoBa Ha
KoHBeHqhoHarHt4Te hcnuryBetFba na @aprr,raxonorrjara Ha 6es6eAHocra Ha l'lpl4n/eHara,
TOKCl,lqFtOCTa Ha nOBTOpeHilTe AO314, reHOTOKCl4t{HOCTa, KapqHHOreHOCTa I/,| TOK(ll4qHOltO
enujanme Bp3 penpogyxqrjara r pasnojor.

Bo nperxnilHilr.tKure ncnilTyBaHra sabenexaHil ce e$exril caMo npn u3no;xyBaFbe Ha

Ao3t4 Kotl ce snavajno noroneMil o,q MaKcilManHo Ao3BoneHilTe Kaj n'yieto, tlJ'lro
yKaKyBa Ha HIBHOTO MaflO ii]HaqeFbe 3a KflilHr4t{KaTa npHMeHa. Tyra 6un<> BKnyqeFlo

cfleEHoTo: aApeHoKopTnKanHa ToKct4L{HocT 3aBHCHa O.q AO3aTa (axyMyt5gua1, Ha

nilrMeF{Tor Ha nnno$ycqhH ulunu ryberue Ha napeHxuMcKure xnerrra) raj r:raopqn no

104 cegnlruqh co 20 Ao 60 nngikg/gen (3 Ao 10 narm noroneMa cpeAHa BpeAHocr Ha
AUC eo cocrojoa Ha EnHaM[4qKa paMHorexa npil MaKcnMaflHo npenopaqaHa xyMaF{a

Aosa), v 3roneMeHa 3a'{ecreHocr Ha a,qpeHoKopThKanHilTe KapHklHoMtA tA
rorrl6raHup€lHilTe aApeHoKop't"uKanHul-e aAeHoM/rapquHolvtr xaj xeHKhTe oTaopqh co
60 mg/kglgeH (10 naril noro.neMa cpegHa BpeAHocr Ha AUC Bo cocrojba Ha

AilHaMilqK€t paMHorexa npu n/taKcilMafiHa npenopaL{aHa xyMaHa gosa). Hajercorn 40314
KoH He np€)At43Bt4Kane nojaea Ha ryMop,u,.K?i.Xe.f KilTe craoprln 6rne 7 natu nrcroJ"leMr oA
npenopaqaHnre Ao3l4 sa nyiero. ,r: ' ' , ' , , " ' '  ' i ,  . ".",,
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flononHnrefleH HaoA 6una xonen]4Tr4jaaara KaKo nocneAr4qa Ha npeqilnnriaqnjara na
cynSar-ronjyraror Ha xilflpoKcr4 Me"rabonhror Hro apnnilnpaoonor Bo xclflqrara Ha
ruajuyHmre no noaekeKparHo rcp?.flHo Ao3upaFbe cc> 25 ao 125 mg/kg/gen (1 no 3 narn
norofleMa cpegHa BpegHocr Ha AUC eo cocroj5a na AilHaMilqKa paMHore;Ka npil
MaKcnrvflanHa npenopaqaHa KnuHnqKa Ao3a vnv 16 Ao 81 naril norofleMa flo3a oA
MaKCHN,naflHara npenopaqaHa xyMerHa Ao3a, i l3pa3eHa Bo mg/m2). Meryroa,
KoHqeHTpaqnilTe Ha cynSar-rconjyraror Ha xu,qpoKcilapunilnpa3o-nor xaj xonvrara Ha
qoBeKor, npur najroneMa npenopaltaHa AHeBHa Aooa og 30 mg Ha AeH, He il3HecyBalte
noaeke o,q 6% oA KoHqeHrpaqnjara najgena Bor xonvKara Ha uajuynule npn 39-
ceAM[r]tHa cry4rja, n ce AaneKy nog (6%) oA cBohre rpaHilqfi Ha uH lLttfip,s
pacrBopnnBocr.

flpr racnuryBaFbara co noBTopeHu ,Elo3r4 raj unagr craopqu H KyL{l4Fba, 'troKct4t{Hl4or

npoSran Hia apununpa3oflor 6nn cnopeAnr4B co onoj sa6enexan raj Bo3pacHilre
X]4BOTHL1 il HeManO HeBpOTOKO[4qHOCT ilnil UTerHr e$erru aps paoaojor.
Bps ocnoea Ha pe3ynrarure oA lulrpoK cneKTap Ha craHpap,qHr ]4cnLl'lryBahba Ha
reHoroKct4qHocr, aphnilnpa3o.noT He ce cMera 3a reHoroKcl4lleH. ApunnnpaSoflor ne ja

HaMafiHn nno,qHocTa nptA penpoAyKTyrBH14Te ucnhTyBaFba Ha ToKcl4LlHocTa. l-oxcnqHilTe
e$errn Bp3 paaaojor, exny'vyaajkra ja o,q Ao3ara 3aBrcHa 3agoqHerat {reranHa
ocusrxaqnja n nloxHhre reparoreHil e$emn, 6nne sa6enexann raj craopqh npil Ao3rl4
Koh pesyfllrhpane co cy6repanucKo il3noxyBarue (eps ocHoBa Ha AUC), xar:o u xiaj
sajarlra npr4 Ao3n Kot4 pegy.nrnpane co il3noxyBaFba 3 u 11 naril noroneMil o'A
npoceqHr4Tre BpeRHocrLt Ha AUC Bo cocroj6a Ha AHHaMilqKa paMHorexa, flp,n
MaKcilManHa npenopaL{aHa K,nhHilLtKa Ao3a. TorcN.{Ftocra 3a xeHKara ce nojaBn npril

AO3il CnnqFtH Ha OHile KOl4 nperAH3Bl4KyBaaT TOKCl4qeH eseXr aps paaaojor.

6. OAPInAUEBTCKI4 nOIIATOLll,fl
6.1 flUC1-A HA EKCU41UEHCI4

-naKTo3a MoHoxr4ApaT
-nL{eHKapen cxpo6
-KOJ]OI4AeH CilnnqnyM AvlOKCl4A, Xl4ApaTilpaH
-qenyno3a, M u KpoKp14cri:M Ha
-xil,qpoKcl4 npon un Llenyfi o3a
-xen€)3eH oKcHE, r-lpBeH (E172)
"MafHe3ilyM creapaT

6.2 1'IHKOMnAT14Ehr|HOG;T
He e npnrrreHfli lBo.

6.3 POK HA yflOTPEEA 
.,*,.,,i::"i''1':-i:"''::2 ro+nnn 

iti
6.4 HAL{IIH HA LIYBAHtE r

,[a cer qyBa Bo opt4rilHaflHo naKyBaFbe, 
:qp?F1,1 

3aurrTa o,q Bnara.
i ' : ' 1 ' t . . ; ; '

6.s lAKt/BAtbE (nPnPOIllA 1'l coAP)letrfn nn nAKyBAtbETO)
Bnarpeulro naKyBabe: AL/AL Onrcrep, flaryaarue co 30 ra1nern (3 Oflilcrepa x

1 0 ra6neru)



]'G]TBO 3A YNOTPEEA / PAKYBATbE

ehcKopl4creHuor fleK ilrh oTnaAHnor Marepiljafi rp86a Aa ce orcrpaHil
)rnacHo co noKanHnTe nponilcu.

HA OEOEPEHI,IETO 3A CTABAbE HA IIEKOT BO nPOME'f 1ll

H AOO 6AP14!E - flpercraBHllurrBo
Yn. 134
100c1

Peny'6rinra Cp6nja

'IEKOT BO

5 mg ra6neru:
10 mg ra6nern:
30 mg ra6nern:

9. AAn/M HA nPBOTO OAOEPEHHE 3A CTABAFbE HA nEKOT BO
NPOUIET
3OnnPl4KC 5 mg ra6neru;
SOflflPHKC 10 mg ra6neru:
3OIltlPl4KC 30 mg ra6nerr:

EATYM HA NOCNEAHATA PEBI43]4JA HA TEKCTOT
Jynn, 2014
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