
3liHPEH H3BEIDTAJ 3A OCOJiHHHTE HA JIEKOT 

1. HA3HB HA ME)i:IIIJ:HHCKIIOT IIPOH3BOJJ: 

Aepeyc 5 mg Q)HJTM-o6no)l(eHH rn6JTeTH 

2. KBAJIHT ATHBEH lI KBAHTHT A THBEH COCT AB 

CeKoja Ta6JTeTa co,n:p)l(H 5 mg ,n:e3JTopaTa,n:HH. 

EKCJJHIIHeHc(H) co II03HaTO nejcrno: 
OBoj neK co,n:p)l(H JiaKT03a. 

3a u,eJTOCHa JIHCTa Ha eKCT.J,HIIHeHCH, BH,D:eTe ro ,n:eJTOT 6.1. 

3. <l>APMAIJ:EBTCKA <l>OPMA 

<PHJIM-06JTO)l(eHH Ta6JieTH 

4. KJIHHWIKH OCOliEHOCTH 

4.1 TepaneBTCKH HH)],HKau_uu 

Aepwyc e HH.D:HU:HpaH Kaj B03pacmr H a,n:oJTecu;eHTH Ha B03paCT o.n: 12 ro,n:HHH H IIOCTapH 3a 
OJTecHyBalhe Ha CHMTITOMHTe IIOBp3aHH co: 

aneprncKH pHHHTHC (BH,n:eTe ro .n:enoT 5.1) 
ypTHKapwja (BH,n:eTe ro ,n:eJTOT 5.1) 

4.2 ,z:i:03upalhe H MCTO)], Ha )],aBalbe Ha JICKOT 

Il03Hpalhe 
B03paCHu u aoonec14eHmu (Ha 603pacm oo 12 2oouHu u nocmapu) 
TiperropaqaHaTa ,n:03a o.n: Aepttyc e e,n:Ha rn6nern e,ri:Haw Ha ,ri:eH. 

Kaj HHTepMHTeHTHHOT anepmcKH pHHHTHC (rrpwcycrno Ha CHMIITOMHTe IIOKpaTKO o,ri: 4 ,ri:eHa He,ri:eJIHO 
HJTH IIOKpaTKO o.n: 4 He,n:eJTH) IIOTpe6HO e crrpaByBafbe BO cornacHOCT co ou;eHKaTa Ha HCTOpttjaTa Ha 
6onecrn Ha rrau;HeHTOT H TpeTMaHOT MO)l(e ,ri:a 6H,ri:e rrpeKHHaT OTKaKO Ke wcqe3HaT CHMIITOMHTe H 
IIOBTOpHO .n:a 6w.n:e 3arroqHaT ITO HHBHOTO IIOBTOpHO rrojaByBafbe. Kaj rrep3HCTeHTHHOT aneprncKH 
pttHHTHC (rrpttcyCTBO Ha CHMIITOMHTe o,ri: 4 ,ri:eHa HJIH IIOBeKe ,ri:eHOBH He,ri:eJTHO tt rro,ri:onro o,ri: 4 
He,ri:eJTH), Ha rrau,HeHTHTe MO)l(e ,ri:a HM 6tt,ri:e rrpe,ri:JIO)l(eH rrpo,n:OJI)l(eH TpeTMaH BO rrepHO,rJ:HTe Ha 
H3JIO)l(eHOCT Ha aneprem1. 

fleoujampucKa nonyna14uja 
I1Ma orpaHwqeHO HCKYCTBO 3a ecj)ttKaCHOCT o,ri: KJIHHHqKH CTY.!l:HH co yrroTpe6aTa Ha ,ri:e3JIOpaTa,ri:HH Kaj 
a,ri:onecu;eHTH Ha B03pacT o,ri: 12 .n:o 17 ro,ri:HHH (Bw,ri:eTe rn ,ri:enoB1-ne 4.8 H 5.1). 

Ee36e,ri:HOCTa H ecj)HKaCHOCTa Ha Aepttyc Q)HJTM-06JIO)l(eHHTe Ta6JTeTH o.n: 5 mg Kaj .n:eu:a rro.n: 12-
ro,ri:HIIIHa B03pacT He ce yrnp,ri:eHH. HeMa ,ri:OCTaIIHH rro,ri:aTOT.J,H. 

MeTO.U Ha .uaBaH,e Ha JieKOT 
TiepopanHa yrroTµe6a. 
,ll;o3arn MO)l(e .11:a ce 3eMa co HJIH 6e3 xpaHa. 



4.3 KonTpauu,11,uKauuu 

X1mepceH3HTHBHOCT Ha aKTHBHaTa cyncTaHI.i::ttja, Ha KOj 6m10 0A eKCUHTIHeHCHTe HaBe,LleHH BO ,[leJIOT 
6.1, HnH Ha nopaTaAHH. 

4.4 11oce6nu npe,11,ynpe,11,yBalba u MepKn ua npeTna3JIHBOCT npu ynoTpe6aTa 

Bo CJI)"Iaj Ha TeUIKa 6y6pe)I{Ha HHcyqmu;:ttemu-1ja, Aepeyc Tpe6a Aa ce 3eMa npeTna3JIHB0 (BHAeTe ro 
,[leJIOT 5.2). 

,[(e3nopaTa,[lHH Tpe6a ,[la ce ,LlaBa co npeTila3JIHBOCT Kaj rraurreHTH co MeAHUHHCKa HJIH cpaMHJIHjapHa 

HCTOp:ttja Ha Hana,[lH, H rnaBHO Kaj MJia,[(H Aeua, KOH ce noseke IT0,[(JIO)KHH Ha pa3BOj Ha HOBH Hana,[(H 

np:tt Teparr:ttja co .n:e3nopaTa,[(HH. 3.n:paBcTBeHHTe pa6oTHHUH MO)Ke .n:a ro 3eMaT rrpeABH,[( 

npeKHttyBaH,eTo Ha .n:e3nopaTa,[(HH Kaj nau;HeHTH KOH ,[(0)K:ttBeaJie Harra.n: Ao.n:eKa 6Hne Ha TepanHja. 

IlautteHTHTe co peTKH HaCJTe,[(HH rrpo6neMH Ha HeTOnepaHTH0CT Ha raJiaKT03a, He,[(OCTaTOK Ha Lapp

naKTa3a HJJH cna6a arrcoprru;rrja Ha rnyKo3a-raJiaKTo3a He Tpe6a .n:a ro np:ttMaaT osoj neK. 

4.5 HunpaKuuja co ,11,pyrn JieKOBH u ,11,pyrn cJiopMu ua unTepaKuuja 

He 6mm rrpHMeTeHH KJTHHWIKH peneBaHTHH HHTepaKUHH BO KJJHHWIKHTe HCTIHTyBaH,a co Ta6JJeTHTe 

,[le3JT0paTa,[(HH Ka,[(e 6ttne ,[(aBaHH 3ae,[(HO co epHTP0MHQHH HJIH KeTOKOHa30JI (BH,[(eTe ro ,[(eJIOT 5.1). 

Ilenttja:rpttcKa norrynauttja 

CTy,[(:ttH 3a HHTepaKQHja 6ttne H3BpureHH caMO Kaj B03paCHH. 

Bo KJTHHWIKO cpapMaKOJIOUIKO HCIIHTyBaH,e, Aepeyc Ta6JieTHTe 3eMaHH HCT0BpeMeH0 co aJIK0X0JI He 

rn 3fOJJeMHJTe e<peKTHTe Ha aJIKOXOJI0T Bp3 HapyuryBaH,e Ha 0,/:lHecyBaH,eTQ (BH,[(eTe ro ,[(eJI0T 5.1 ). 
CerraK, CJIY'{aH Ha aJIKOX0JIHa HHTOJiepaHu:ttja H HHTOKCHKau;Hja 6ttne rrpttjaBeHH 3a BpeMe Ha 

yrroTpe6aTa ITO CTaBaH,eTO BO rrpoMeT. OrryKa, ce nperropat.J.yBa BHHMaTeJIHOCT aK0 HCT0BpeMeH0 ce 

3eMa aJIK0X0JI. 

4.6 <l>epTHJIHOCT, 6peMeHOCT u JiaKTauuja 

6peMeHOCT 

roneM 6poj Ha IlO,[(aTOQH 0,[( 6peMeHH )KeHH (Kaj HCX0,[( Ha IlOBeke 0,[( 1000 6peMem1 )Kem,1) yKa)KyBa 

,[leKa HeMa HHTY MaJI<pOpMaI.J,HCKa HHTY <peTaJIHOIHeoHaTaJIHa TOKCWIHOCT Ha ,[(e3JJ0paTa,[(HH. 

CTyAimTe co )KlfBOTHH He yKamyBaaT Ha ,[(HpeKTHH lfJIH HH,[(HpeKTHH UITeTHH e<peKTlf BO rrorne.n: Ha 

penpo.n:yKTHBHaTa T0KC.lfIIH0CT (BH,[(eTe ro ,[(eJJOT 5.3). KaKO MepKa Ha rrpeTila3JIHBOCT, no.n:o6po e ,[(a 

ce H36ernyBa yrroTpe6arn Ha Aepeyc BO TeKoT Ha 6peMeHOCTa. 

IIoeH,e 

,[(e3nopaTa,[(HHOT 6HJI lf,[(eHTH!pHKyBaH Kaj HOBOpo.n:eHt{lfH,a/6e6Hlha KOH 6wne ,[(0eHlf 0,[( )KeHlf KOH ce 

JieKyBane. EcpeKTOT Ha ,[le3JIOpaTa,[(HH Bp3 HOBOpo.n:eHt.J.lflhaTa/6e6HH,aTa He e II03HaT. Mopa .n:a ce 

.n:oHece o.n:nyKa .n:an:tt .n:a ce rrpeKHHe .n:oeH,eTo HJIH Aa ce npeKHHe/arrcTHH:ttpa o.n: Teparr:ttjarn co 

Aepeyc 3eMajkw ja npe.n:Bw.n: Kop:ttcTa o.n: A0eH,eTO 3a .n:eTeTO H KOpHCTa o.n: Teparr:ttjarn 3a )KeHaTa. 

<l>epTHJIH0CT 

HeMa ,[(0CTaIIHl-1 IIO,[(aTOI.J,H 3a cpepTHJIHOCTa Kaj Ma)KHTe If )KeHlfTe. ~c<oVI ~ ME,q-'11/~ 
~ ~ 

4.7 
... <;. 

EcJieKTH Bp3 cnoco6uocTa 33 B03elbe H paKyBalbeTO co M3WHHH ; s 

i {'1 

Aepttyc HeMa HHKaKBO HJilf lfMa He3Hat.J.lfTeJIHO BJIHjam1e Bp3 crroco6HOCTa 3a B03e ~1-1 pa H,e~ 'vi.. :,,, 
co MaurttHH Bp3 ocHoBa Ha KJIHHWIKHTe :ttcnwTyBaH,a. IlaI.J,HeHTlfTe TPe6a .n:a 6HAa H~BM 
,[leKa ITOBeKeTO nyfe He IT0t.J.YBCTByBane rrocrraH0CT. CerraK, 6:tt.n:ejk:tt IT0CT0H lfH Ha 

BapHjauwja Bo peaKuwjarn Ha CHTe Me,[(HUHHCKw npoH3B0AH, ce npenopat.J.yBa rrautteHTHTe Aa 6:ttAaT 

HHqJOpMHpaHH ,[(a He yt.J.eCTByBaaT BO aKTlfBH0CTlf 3a KOH e II0Tpe6ua MeHTaJIHa 6y.[(HOCT, KaKO 
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B03elhe aBTOM06HJI HJIH paKyBalhe co MalllHHH, )],O,l],eKa He ja yTBp,ll,aT HHBHaTa COIICTBeHa peaKI.I_Hja Ha 
Me)],HIJ,HHCKHOT rrpOH3BO)],. 

4.8 HecaKaHH e4>eKTH 

Pe3!1Me 3a 6e36e.nHOCH110T npO<pMJI 
Bo KJIHHWIKHTe 11cnttTyBalha 3a oncer 0)], HH,l],HKalJ,HH BKJiy4yBaJKH rn aneprnCKHOT p11HHTHC H 
xpOHWIHaTa H)],HOnaTCKa YPTHKap11ja, np11 rrpenopa4aHaTa )],03a 0)], 5 mg Ha )],eH, HeCaKaHHTe eq>eKTl1 
co Aepeyc 6ttne rrpttjaBeHH Kaj 3% 0)], na1J,HeHT11Te IIOBeKe OTKOJIKY Kaj rne TpeTHpaHH co ITJiau:e6o. 
HajqecTO rrpttjaByBaH11Te HecaKam-1 eq>eKrn O,ll, npeKyMepHo rrnau:e6o 611ne 3aMop (1,2%), cyBa ycrn 
(0,8%) 11 rnaBo6onKa (0,6%). 

I1en11jaTp11cKa rrorrynauttja 

Bo KJIHHWIKO HCnHTyBalhe co 578 a)],OJiecu:eHTHl1 rrau:tteHTl1, Ha B03paCT 0)], 12 )],0 17 fO)],HHH, 
Haj4eCTaTa HecaKaHa peaKU:Hja 6ttna rnaBo6onKa; ce jaBHJia Kaj 5,9% O,ll, rrau:tteHnne neKyBaHH co 
,lJ,e3nopaTa,l],11H 11 Kaj 6,9% O,ll, rrau:tteHTHTe KOH rrp11Mane rrnau:e6o. 

Ta6enapeH np11Ka3 Ha HecaKaHH eq>eKTH 
<l>peKBeHIJ,11jarn Ha HecaKaH11Te ecpeKTl1 BO KJIHHWIK11Te 11CIIHTyBalba rrpttjaBeHH Kaj npeKyMepHOTO 
I1Jia1J,e60 11 ,ll,pyrn HecaKaH11 ecpeKTl1 KOH 6ttJie rrp11jaByBaH11 BO TeKOT Ha rrep110)],0T no CTaBalhe BO 
npoMeT ce HaBe,lJ,eHH BO cne,lJ,HaTa Ta6ena. 
<l>peKBeHIJ,11HTe Ha ecpeKTHTe ce ,ll,e<pHHHpaHH KaKO MHOry L1eCT11 (2: 1/10), L!eCTH (2: 1/100 )],0 < 1/10), 
HeB006HL1aeH11 (2: 1/1.000 )],0 < 1/100), peTKH (2: 1/10.000 )],0 < 1/1.000), MHOry peTKl1 ( < 1/10.000) 11 
Hen03HaTO (He MO)Ke ,l],a ce rrpou:eHH O)], )],OCTaIIHHTe 110)],aTOIJ,H). 

CucTeMcKa 1e;rncu4>u1eauuja 
Hao raHHTe 

HapyrnyBalha BO 
MeTa0OJIH3MOT H HCX aHaTa 

IlcuxujaTpncKu HapyrnyBalha 

HapyrnyBalha Ha HepBHHOT 

CHCTCM 

Cpuesu Hapyrnysalha 

racTpOHHTCCTHHaJIHH 
Hapyrnysalha 

Xenarn6uJiujapHn 

Hapyrnysalha 

Hapyrnysalha Ha KomaTa u 
U0TK0,KH0T0 TKHBO 

Hapyrnysalha Ha 

MYCKYJIH0CKeJieTH0T0 H 
CB 3H0T0 TKHB0 

OnrnTu Hapyrnysalha u 
COCToj6u Ha MCCTOT0 Ha 

,[{aBalbe Ha JICKOT 

McnuT salha 

<l>peKBeHuuja 

Heno3HaTo 

MHory peTKl1 
Heno3HaTo 

qeCTl1 
MHory peTKl1 

MHory peTKl1 
Herro3HaTO 

qeCTl1 
MHory peTKH 

MHory peTKl1 

Heno3HaTo 

Herro3HaTO 

MHory peTKl1 

qeCTl1 
MHory peTKl1 

Herro3HaTo 
Hen03HaTo 

3 

HecaKaHu pea1euuu 3a6eJ1emaHn co 
Ae u c 
3roneMeH arreTHT 

XanyU.HHaIJ.Hl1 
A6Ho MaJIHO O,ll,Hec Balhe, ar ec11 · a 

fJiaB060JIKa 
3arneMeTeHOCT, rrocrraHOCT, HeCOHHU.a, 
IICHXOMOTOpHa XHrrepaKTl1BHOCT, Harra)],11 
TaxttKap,ll,ttja, rranrr11Tau:1111 
QT rr on0Hrau.11·a 
CyBa ycrn 
A6,lJ,OMHHaJIHa 6onKa, ra,ll,elhe, rroBpakalbe, 
m1cnenc11· a, ,ll,H. a ea 

TioKa'l)'BaH,a Ha eH3HMHTe BO U.PHHOT ,ll,po6, 
3l'OJieMeH 611n11py611H, xenaTl1THC 
)l{onrnu:a 

<l>OTOCeH311THBHOCT 

M11janrnja 

3aMop 
PeaKIJ,11H Ha Xl1nepceH3HTHBHOCT (KaKO lllTO 
ce aHacpwnaKc11ja, aHrnoe,lJ,eM, ,l],11CnHea, 
rrpyp11Tyc, HCHn H yprnKapttja) 
AcTeH11·a 



Ilem1jaTpttcKa rronynauttja 

.JJ:pyrn HecaKaHH ecpeKm npttjaBeHH BO TeK Ha nepH0,11,0T no CTaBaH>e BO npoMeT Kaj Tie,11,HjaTpHCKH 

Tiau,HeHTH co Heno3Harn qipeKBeHu,ttja BKJIYTIYBaaT Tipo,11,0JI)K)'BaH>e Ha QT HHTepBa.n., apHTMHja, 

6pa,11,HKap,11,ttja, a6ttopMa.n.Ho 0,11,HecyBaH>e H arpecttja. 

TipttjaByBaH>e Ha rrpeTTI0CTaBeHH HeCaKaHH peaKUHH 

MHory e Ba)l(H0 ,11,a ce npttjaBaT npeTn0cTaBeHHTe HeCaKaHH peaKUHH TIO CTaBalheT0 Ha JieK0T BO 

npoMeT. Toa 0B03M0)KyBa K0HTHttyttpaH Ha)],30p Ha paMH0Te)l(aTa noMefy K0pHCTa Fl pH3HK0T 0,11, 

JieK0T. O,11, 3,11,paBCTBeHHTe JIHUa ce 0TieKYBa ,11,a rn npttjaBaT rrpeTnocTaBeHHTe HecaKaHH peaKU,HH 
npeKy Hau,HOHaJIHHOT U,eHTap 3a qiapMaKOBHmJiattu_a. 

4.9 IlpetwJupalbe 

IlpOqJHJIOT Ha HeCaKaHH peaKU,HH noBp3aHH co npe,11,03Hpalhe, BH,11,eHH 3a BpeMe Ha ynoTpe6arn TIO 

CTaBaH>e BO npoMeT, e CJIH'IHa co 0Haa BH,11,eHa co TepaneBTCKH )],0311, HO jaTIHHaTa Ha eqieKTHTe M0)Ke 

,11,a 611,11,e TI0BHC0Ka. 

TpeTMaH 

Bo cnyTiaj Ha npe,11,0311palhe, 3eMeTe m rrpe,11,BH,11, CTaHJ:i:ap,11,HHTe MepKH 3a oTcrpaeyBaH>e Ha 

Heancop6ttpaHaTa aKTHBHa cyTicTattu_11ja. Ce npenopaqyBa CHMTIT0MaTCKH 11 cynopnrneH TpeTMaH . 

.JJ:e3noparn,11,11H He ce eJIHMHHttpa TipeKy xeMo,11,HjaJIH3a; He e TI03HaTO ,11,an11 ce eJIHMHHHpa npeKy 

nepHTOHea.n.Ha )],HjaJIH3a. 

CttMilTOMH 

Bp3 0CH0Ba Ha KJIHHWIK0 HCTIHryBalhe co TIOBeKeKpaTHa )],03a, BO Koe 6HJie ,11,aBaHH ,11,0 45 mg 

,11,e3noparn,11,HH (,11,eBeT nam 0,11, KJIHHHTIKaTa ,11,03a), He 6ttne npHMeTeIDI. KJIHHH'IKH peneBaHTHH eqieKm. 

Ile,uttjaTpttcKa nonynauttja 

IlpO<pHJIOT Ha HeCaKaHH peaKU,HH I10Bp3aHH co npe,11,03ttpaH>e, BH,LJ:eHH 3a BpeMe Ha YTIOTpe6aTa TIO 

CTaBaH>e BO rrp0MeT, e CJIH'IHa co 0Haa BH,11,eHa co TepaTieBTCKH )],03H, HO jaTIHHaTa Ha eqieKTHTe M0)l(e 

,11,a 6H,11,e TI0BHC0Ka. 

5. <l>APMAKOJIOIIIKII CBOJCTBA 

5.1 <l>apMaKo.i.uuaMCKU CBOjCTBa 

<l>apMaKoTepaTieBTCKa rpyna: aHTHXHCTaMHHH - H 1 aHTaroHHCT, A TC Ko,11,: R06A X27 

MexaHH3aM Ha .uejcrno 

.JJ:e3JIOpaTa)],HH e Hece,11,aTHBeH, )],OJiro-,11,ejcrnyBa'-IKH XHCTaMHHCKH attTaroHHCT co ceneKTHBHa 

attTaroHHCTH'-IKa aKTHBH0CT Ha nepuqiepHHOT H1-peu,eTITOp. Ilo ,11,aBaH>eT0 no nepopaneH rraT, 

,11,e3nopaTa)],HH ceJieKTHBH0 m 6JIOKHpa nepttqiepHHTe XHCTaMHHCKH H1-peu,enTOpH 611,11,ejKH 

cyncTaHU,HjaTa He HaBJieryBa BO u,eHTpaJIHH0T HepBeH CHCTeM . 

.JJ:e3nopaTa)],HH TI0Ka)l(aJI aHTHaJiepmCKH CBojcrna 0,11, in vitro CTY.Li:HHTe. Toa BKJIY'-lyBa HHXH6Hu,11ja Ha 

ocno60,11,yBaH>eTO Ha npottH<pJiaMaTOpHHTe U,HT0KHHH KaKo lIIT0 ce IL-4, IL-6, IL-8 11 IL-13 0,11, 

xyMaHHTe MaCTOUHTH/6a1oqmn11, KaK0 11 HHXH6HUHja Ha eKcnpecttjaTa Ha aTxe3HBHaTa M0JieKyJia P
ceneKTHH Ha eH,11,0TeJIHHTe KJieTKH. K.rrHHWIKaTa peneBaHTH0CT Ha 0BHe orrcepBaU,HH 0CTattyBa ,11,a 

6nti:e nornp,11,eHa. 

KrrHHH'IKa edrnKaCHOCT H 6e36e.D,HOCT 

Bo KJIHHH'-IK0 HCTIHTYBalhe co TIOBeKeKpaTHH )J:0311, BO Koe HM 6HJie AaBaHH 11 AO 20 m 

,LJ:HeBH0 BO TiepH0A 0,11, 14 ti:eHa, He 6ttJie 3a6eJie)KaHH CTaTHCTH'-IKH HJIH KJIHHH'IKH p 

Kapti:H0BacKyJiapHH e<l_>eKTH. Bo HCTIHTyBalhe Ha KJIHHH'IKa qiapMaKOJIOmja, BO K0e 

4 



0,11, 45 mg ,11,e3nopam,11,1-rn ,11,HeBHO (,11,eBeT narn noBeke 0,11, KJIHHlfllKaTa ,11,03a) BO rrepHo,11, 0,11, ,11,eceT ,11,eHa, 

He 6Jmo 3a6eJie)KaHo rrponoHmpallie Ha QTc HHTepBaJIOT. 

He 6wne 3a6eJie)KaHH KJIHHWIKH peneBaHTHH rrpoMeHH BO KOHl.\eHTpa1urnTe Ha ,IJ,e3JIOpaTa,IJ,HH BO 

TIJla3MaTa BO HCTIHTyBaH,a Ha HHTepaKll,Hja Ha ITOBekeKpaTHH ,IJ,03H 0,11, KeTOKOHa30Jl H epHTpOMHI.\HH. 

,[{e3JIOpaTa,IJ,HH He HaBneryBa neCHO BO l.\eHTpaJIHHOT HepBeH CHCTeM. Bo KOHTPOJIHpaHH KJIHHlfllKH 

wcn11TyBallia, rrpH nperropaqaHaTa ,11,03a 0,11, 5 mg ,11,HeBHO, HeMano noroneMa rrojaBa Ha nocnaHOCT BO 

crrope,11,6a co ITJial.\e6oTO. Aepeyc ,11,aBaH BO e,IJ,HHeqHa ,IJ,HeBHa ,IJ,03a 0,11, 7,5 mg BO KJIHHWIKHTe 

HCTIHTyBaH,a He BJIHjaeJI Ha TICHXOMOTOpHaTa cnoco6HOCT. Bo CTY,IJ,Hja co e,IJ,HHeqHa ,IJ,03a cnpoBe,IJ,eHa 

Kaj B03pacHH, ,11,e3nopam,11,HH 0,11, 5 mg He BJIHjaen Ha CTaH,11,ap,11,HHTe napaMeTpH 3a cnoco6HocT 3a 

JieTallie BKJiyqyBajKH ja ef3all,ep6all,HjaTa Ha cy6jeKTHBHOTO qyBCTBO Ha nocnaHOCT HJIH 3a.11:aq11 

TIOBp3aHH co JieTaH,e. 

Bo KJIHHlfllKH cpapMaKOJIOIIIKH HCTIHTyBallia, HCTOBpeMeHOTO ,11,aBaH,e Ha JieKOT co aJIKOXOJI He ro 

3fOJieMHJIO BJIOIIIYBallieTO BO 0,11,HecyBaH,eTO npe,11,H3BHKaHO 0,11, aJIKOXOJIOT HHTY ja 3fOJieMl1JIO 

nocnaHOCTa. He 611Jie Haj,11,eHH 3HaqHTeJIHH pa3Jil1Kl1 BO pe3yJITaTHTe 0,11, TICl1XOMOTOpHHOT TeCT 

noMery rpyn11Te co ,11,e3nopam,11,11H H nnall,e6o, 6e3 pa3JIHKa ,11,anw 6nne ,11,asaHH caMocTojHo 11nH co 

aJIKOXOJI. 

Kaj nall,HeHTl1 co anepmCKH pHHHTHC, Aepttyc 6HJI ecpHKaCeH BO ocno60.11:yBallieTO Ha Cl1MTITOMHTe 

KaKO llITO ce KHBaBHll,a, Ha3aJieH HCll,e.11:oK!ceKpeT H ja.11:e)K, KaKO H ja.11:e)K, COJI3ellie H l.\pBeHHJIO Ha 

QqHTe 11 ja,11,e)K Ha Henll,eTO. Aepeyc ecp11KaCHO m KOHTpOJI11paJI C11MTITOMHTe BO nepH0,11, 0,11, 24 LJaca. 

Ile)],Hja:rp11cKa norryKauwja 

Ecp11KaCHOCTa Ha Ta6Jienne Aepeyc He e jacHo npHKa)KaHa BO Hcn11TyBalliaTa co a,11,onecll,eHT11 Ha 

B03pacT 0,11, 12 ,11,0 17 f0,IJ,11HH. 

,[{onOJIHl1TeJIHO Ha yrnp,11,eH11Te KJiaCH!pHKall,HH Ha ce30HCKH 11 nepeHHaJieH, aneprnCKl10T p11HHTHC 

MO)Ke aJITepHaTttBHO ,11,a ce KJiaCH!pHll,ttpa KaKO 11HTepMHTeHTeH anepmCKH pHHHTHC H nocTOjaH 

aneprHCKH pHHHTHC cnope.11: BpeMeTPaellieTO Ha Cl1MTITOMl1Te. HHTepMHTeHTHHOT aneprHCKH pHHHTHC 

e ,11,ecpHHHpaH KaKO np11cycTBO Ha CHMTITOMHTe TIOMaJIKY 0,11, 4 ,11,eHa He,11,eJIHO HJIH TIOMaJIKY 0,11, 4 

He,IJ,eJIH. IlocTOjaHHOT anepmcKH pHHHTHC e ,11,ecpHHHpaH KaKO npttcycrno Ha CHMTITOMH BO nepH0,11, 0,11, 

4 ,11,eHa HJIH TIOBeKe BO He,IJ,eJiaTa 11 TI0,11,0JifO 0,11, 4 He,11,eJIH. 

Aep11yc 6HJI ecpHKaCeH BO y6na~BaH,eTO Ha TIOTeIIIKOTHHTe 0,11, ce30HCKHOT anepmCKl1 p11HHTHC KaKO 

llITO e npHKa)KaHO BO BKYTIHHOT CKOp Ha npaIIIaJIHHKOT 3a KBaJIHTeTOT Ha )KHBOT 3a 

p11HOKOHjyHKTl1BHTHC. HajroJieMOTO no,11,06pyBaH,e 611JIO 3a6eJie)KaHO BO ,11,0MeHHTe Ha npaKTHqHHTe 

npo6JieMH H ceKoj,11,HeBHHTe aKTHBHOCTl1 orpaH11LJeH11 0,11, CTpaHa Ha CHMTITOMHTe. 

XpoHWIHaTa H,11,HOTiaTCKa yprnKapHja 6HJia npoyLJyBaHa KaKO KJIHHWIKH MO,IJ,eJI 3a YPTHKapHjaJIHH 

COCTOj611, 6tt,11,ejKH OCHOBHaTa naTOcp113HOJIOrnja e CJilfllHa, 6e3 pa3JIHKa Ha eTHOJiomjaTa, H 611,11,ejKH 

xpOHlfllHHTe nall,HeHTH MO)Ke ,11,a 611,11,aT noJieCHO perpyTHpaHH noe,11,HHeLJHO. DH,IJ,ejk11 

ocno6oeyBallieTO Ha XHCTaMHH e rrpWIHHCKH cpaKTOp BO CHTe YPTHKapHjaJIHH 6oJieCTH, ce OLJeKyBa 

,IJ,e3JIOpaTa,IJ,HH ,11,a 611,11,e ecpHKaCeH BO OB03MO~BallieTO CHMTITOMaTCKO onecHyBallie Ha ,11,pyrnTe 

ypn1Kap11jaJIHH cocTOj611 ,11,0TIOJIHHTeJIHO Ha xpOHlfllHaTa H,11,HOTiaTCKa YPTHKapttja, cnope,11, COBeTOT BO 

KJIHHl1LJKHTe B0.[{11'-111. 

Bo ,IJ,Be nJiall,e6o-KOHTPOJittpaHH IIIeCTHe,IJ,eJIHH HCTIHTyBallia Kaj nal.\HeHTH co xpoHlfllHa H,11,HOTiaTcKa 

ypTHKap11ja, Aepeyc 6HJI ecpHKaCeH BO onecHyBallie Ha rrpypHTYC H HaManysaH,e Ha roJieMHHaTa H 

6pojoT Ha HCHnyBaH,a ,11,0 KpajoT Ha npBHOT HHTepBaJI Ha ,IJ,03Hpa1-1,e. Bo ceKoe HCTIHTYBallie, ecpeKTHTe 

6HJie 3a,11,p)KaHH BO TeKOT Ha 24-LJaCOBHHOT HHTepBaJI Ha ,IJ,03Hpallie. KaKO H Kaj ,11,pyrHTe 

aHTHXHCTaMHHCKH HCTIHTyBallia Kaj xpOHlfllHaTa H,11,HOTiaTCKa YPTHKapttja, TIOMaJIHOT 6poj Ha 

nal.\HeHTH KOH 611Jie 11,11,eHTH!pHKyBaHH KaKO 6e3 peaKI.\Hja Ha aHTHXHCTaMHHH 611ne HC~~!!!!!!~ 

3a6eJie)KaHO no,11,06pyBaH,e Ha rrpypHTYCOT 3a TIOBeke 0,11, 50% Kaj 55% 0,11, nau,HeHT ~~ 
,[{e3JIOpaTa,IJ,HH BO cnope,11,6a co 19% 0.[{ IIaU,HeHTHTe TpeT11paH11 co TIJiall,e6o. TpeT 

HCTO TaKa 3HaLJHTeJIHO ro HaMaJIHJI nonpeLJyBallieTO Ha CTIHellieTO H cpyHKll,HOHHp 
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KaK0 IIIT0 e H3MepeH0 co CKaJiaTa o,n qeTttpH T0qKJ,I Koja ce K0pHCTH 3a npoueHKa Ha 0BHe 
Bapttja6mm. 

5.2 <l>apMaKOKHHCTCKH CBOjCTBa 

Arrcoprruttj a 
KoHI.~eHTpau,uHTe Ha ,ne3JIOpaTa,nHH BO nJia3MaTa M0)l(e ,na 6u,naT )],eTeKTttpam-1 BO poK OJ], 30 MHHYTH 
o,u ,uaBal-beTO. ,n:e3noparn,uuH ce arrcop6upa ,uo6po, co MaKCHMaJIHH K0HUeHTpau,uu nocTurnarn no 
np116JIH)l(HO 3 qaca; TepMHHaJIHaTa <pa3a Ha noJiy)l(l1B0T0T e npu6nmKHO 27 qaca. CTerreHOT Ha 
aKyMynupa!-be Ha ,ue3nopaTa,UHH 6MJI K0H3HCTeHTeH co rrony-)l(MB0T0T (rrpn6JIH)l(H0 27 qaca) H 
,uo311pa!-be e,nHaIII ,nHeBH0. E110pacrrono)l(JIMBOCTa Ha ,ne3noparn,n11H 6ttna rrponopu,ttoHanHa Ha ,no3aTa 
BO oncer o,n 5 mg ,no 20 mg. 

Bo qiapMaKOKHHeTJ,IqKa cTy,uttja BO Koja ,ueMorpaqittjarn Ha nautteHTHTe 6HJia crrope.uyBaHa co 
,neMorpaqmjaTa Ha rrorrynau,ttjarn o,u onIIIT ce30HCKM anepmcKtt puHurnc, 4% o,n cy6jeKrnTe 
nocrnrnane rroBHC0Ka KOHUeHrpauuja Ha ,ue3noparn,unH. OBoj rrpoueHT M0)l(e ,ua Bapupa BO 
3aBHCH0CT o,u eTHJ,IqK0TO Il0TeKJI0. MaKCHMaJIHaTa KOHU,eHTpau,uja Ha )],e3JI0paTa)],HH 6ttna 0K0Jiy 3-
IIaTM Il0BMC0Ka 3a rrpu6JIH)l(H0 7 '!aca co TepMHHaJIHa <pa3a Ha Il0JIY)l(HB0T o,n npn6JIM)KH0 89 qaca. 
oe36e,nHOCHHOT npoq>HJI Ha 0BHe cy6jeKTH He 6HJI pa3JIJ,IqeH o,n TOj Ha 0ilUITaTa norrynauttja. 

l!HCTpu6yuuja 
,n:e3JIOpaTa.UHH yMepeH0 ce Bp3yBa (83% - 87%) co npoTeMHHTe 0.[( nJia3MaTa. HeMa .[(0Ka3 3a 
KJIMHHqKM peneBaHTH0 aKYMYJIHpa!-be Ha JieK0T no ,U03ttpal-beTO Ha .[(e3JI0paTa.[(HH ( 5 mg ,uo 20 mg) 
e,nHaIII .[(HeBH0 BO rrepH0)], 0.[( 14 ,ueHa. 

EttoTpaHe<popMauuja 
EH3HMOT 0)],fOB0peH 3a MeTa60JIH3MOT Ha ,Ue3JI0paTa.[(HH ce yrnTe He e M)],eHTH<pttKyBaH, na nopa.[(H 
Toa HeK0H HHTepaKU,MM co ,npyru JieK0BH He M0)Ke ueJI0CH0 ,na ce HCKJlY'WT. ,n:e3JIOpaTa.[(MH He ro 
ttmrn6upa CYP3A4 in vivo, a in vitro cTy,nuuTe noKa)KaJie .[(eKa neK0T He ro ttmm6ttpa CYP2D6 H He 
e HMTY cyncTpaT HHTY HHXH6HTOp Ha P-rnHKOnpOTeHHOT. 

EJIHMMHau11ja 
Bo MCnttTyBal-be co e.[(HHeqHa )],03a co ynorpe6a Ha 7 ,5 mg ,U03a 0)], .[(e3JI0paTa,UHH, HeMaJI0 e<peKTH Ha 
xpaHaTa (BHCOKO KaJI0pJ,IqeH noja,noK co BHC0Ka MacJieHOCT) Bp3 pacnope.uyBal-beT0 Ha ,ne3JI0parn,nMH. 
Bo l-1-pyra cTy,nuja, coK0T o,n rpejmppyT HeMan eqieKT Bp3 pacnope.uyBal-beTO Ha ,ne3noparnmrn. 

Ilau11eHTM co 6y6pe)KHO HapyrnyBal-be 
<l>apMaKOKHHernKaTa Ha )],e3JI0paTa)],HH Kaj nau,MeHTH co xp0HJ,IqHa peHaJIHa MHCyq>MU,MHeU,Hja (XPI1) 
6HJia crrope,nyBaHa co oHaa Kaj 3,l.l_paBM nttua BO e,n:Ho ttcn11TyBa1-1,e co e,nttHe'rno ,no3ttpa1-1,e H e,n:Ho 
HCilMTyBal-be co IIOBeKeKpaTHO ,D:03Hpa!-be. Bo MCilHTyBaH,eT0 co e,nH0KpaTH0 ,D:0311pa1-1,e, H3JI0)KeH0CTa 
KOH ,ne3JI0paTa,nHH 6ttJia np116JIH)l(HO 2 M 2, 5 naTH C00,D:BeTH0 noroJieMa Kaj JIHUa co c11a6a ,no 
yMepeHa XPI1 0TK0JIKY Kaj 3.[(paBH nuua. Bo 11cnuTyBa11,eTO co noBeKeKpaTHO .[(0311pa11,e, crn61111Ha 
COCTOj6a 6ttna Il0CTMrHaTa no 11. ,n:eH, HBO crrope.[(6a co 3.[(paBM JIHU,a M3J10)1(eH0CTa KOH 
.[(e3nopaTa,nttH 6ttJia npu6JIH)l(HO 1.5 rraTM rroroneMa Kaj JIHU,a co cna6a ,uo yMepeHa XPI1 H 
rrp116J1M)l(HO 2.5 naTH rroroneMa Kaj n11ua co TeIIIKa XPH. l1 BO .[(Bern 11cn11TyBal-ba, npoMeHHTe so 
H3JI0)KeHocTa (AUC u Cmax) Ha ,ne3nopaTa,nMH H 3-xtt,npoKctt,ne3JIOparn,nttH He 6uJie KJIMHJ,IqKH 
3Ha'lajHH. 

5.3 IlpeTKJJHHH'IKU U0)];8TOU,U 38 6e36e,nuocT 

,n:e3JI0paTa,UHH e np11MapHH0T aKTMBeH MeTa6oJIHT Ha nopaTa.[(HH. HeKJIMHJ,IqKHTe CTY.UMH 
crrpoBe,ueHH co .[(e3JI0paTamrn M nopaTa.[(HH Il0Ka)l(aJie ,ueKa HeMa KBaJil1TaTl1BHH ----_::c---.-:, ... 

pa311HKM BO npoq>MJIOT Ha T0KCJ,IqH0CT Ha ,ne3JI0paTa,D:MH 
M3JI0)l(eH0CT Ha )],e3JI0paTa,UliH. 
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HeKnHHHqKHTe ITOAaTOQH He OTKpHne rroce6Ha orracHOCT 3a .rryfeTO Bp3 OCHOBa Ha 

KOHBeHQHOHaflHHTe C'fYAHH 3a 6e36eAHOCHa cpapMaKonornja, TOKCttqHOCT Ha ITOBTOpeHa A03a, 
reHOTOKCttqHOCT, KapQHHOreH ITOTeHQHjan, TOKC~HOCT 3a perrpOJzyKQHjaTa H pa3BOjOT. HeMaH>eTO 
KapQHHOreH ITOTeHQHjan 6Hno ITOKa)KaHO BO CTYAJ-UI crrpoBeAeIDI co Ae3nopaTaAHH H noparnmrn. 

6. <l>APMAIJ.EBTCKII OCOiiEHOCTH 

6.1 Jlucrn ua eKcuunueucu 
JaApO Ha rn6nernrn: KMQHYM XllAporeH cpocq>aT AHXl:IApaT, MHKpOKpHCTanHa Qenyno3a, meHKapeH 
CKp06, TMK. 

O6BHBKa Ha rn6nernTa: q>HflM o6BHBKa ( COAP)KH naKT03a MOHOXl:IApaT, XHrrpoMen03a, THTaHHYM 
AHOKCHA, MaKporon 400, HHAHroTHH (E132)), rrposHpHa o6BHBKa (COAP)KH Xl:lrrpoMen03a, MaKporon 
400), KapHay6a BOCOK, 6en BOCOK. 

6.2 HeKOMDaTH6HJIHOCTH 
He e rrpHMeHnHBO. 

6.3 PoK ua Tpaelhe 
2 fOAHHH 

6.4 Iloce6uu MepKn ua npeTnaJJIHBOCT 1a qysalhe 
,l(a He ce qysa Ha TeMrreparypa HaA 30°C. 
,l(a ce qyBa BO opHrHHMH0T0 rraeyBaH>e. 

6.5 Ilpupo.LJ.a u co.LJ.pmuua ua ca,!J,OT 
Aepttyc e rraKyBaH BO 6nHCTep naeyBaH>a co eAHHeqHa A03a KOH BKnyqyBaaT flaMHHHpaH 6nHCTep 

q>HnM 3aTBopeH co q>OnHja. MaTepHjanHTe 3a 6nHCTep naKyBaH>eTO ce COCTaBem, OA q>HflM OA 

rronttxnoporpttq>nyopoeTHneH (PCTFE)/nonHBHHHn xnopHA (PVC) (nosprrrnHa Koja e BO KOHTaKT co 

npOH3BOAOT) 3aTBopeH co anyMHHHYMCKa cponttja fIOKpHeHa co BHHHflCKa o6BHBKa (rroBplllliHa Koja e 
BO KOHTaKT co rrpOH3BOAOT) Koja e TOilflHHCKH 3aneqaTeHa. 
TiaKyBaH,e OA 10 H 30 Ta6neTH. 
MO)KHO e Aa He ce CHTe Bemi:qHHH Ha rraKyBaH>e rryrrITeHH BO npoMeT. 

6.6 Iloce6uu MepKn ua npeTnaJJIHBOCT 1a oTcTpauysalhe 
HeMa noce6HH 6apaH>a. 

7. HOCHTEJI HA O,Ll:OliPEHHETO 3A CTABAlhE BO IlPOMET 
TipeTCTaBHHlllTBO lllEPl1Hf-TIJIAY :QEHTPAJI HCT Ar- CKonje 
Yn. ,l(aMe fpyeB 6p. 28, 5-TH KaT, 1000 CKonje, P. MaKeAOHHja, Ten. 3217 268 

8. liPOJ HA O,l],OliPEHHETO 3A CTABAlhE BO IlPOMET 
11-5756/7 OA 11.11.2016 fOA - 3a rraKyBaH>e OA 10 rn6neTH 

9. ,l(A TA HA UPBOTO O,l],OliPEHHE/OliHOBYBAlhE HA O,l],OliPEHHETO 3A 
CTABAlhE BO UPOMET 
,l(arn Ha rrpBOTO OA06peHHe: 10. JattyapH 2008 roA. 

,Uarn Ha o6HoBa Ha OA06peHHe: 11. HoeMBpH 2016 fOA. 

10. ,l],ATA HA PEBH3HJA HA TEKCTOT 
<l>eBpyapH 2018 

,l(eTaflHHTe HmpopMaQHH 3a OBOj MeAHQHHCKH rrpOH3BOA ce AOCTaITHH Ha Be6 CTpaHHQaTa Ha 

EBponcKaTa areHQHja 3a neKOBH: http://www.ema.europa.eu. 
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