
3:6HPEH H3BEIIITAJ 3A OCOJ>HHHTE HA JIEKOT 

1. HME HA JIEKOT 

SYNETRA ®/CJiiHETPA 75 mg <)>HJIM-o6no:>KeHa Ta6mrra 

2. KBAJIHTATHBEH H KBAHTHTATHBEH COCTAB 

E.nHa <)>HJIM-o6no:>KeHa Ta6neTa co.np:>KH 75 mg KJIOIIH.IlOrpen (Bo <)>opMa Ha KJIOIIH,llorpen 
xH.nporeH cyn<)>aT). 

IIoMOIITHH cyrrcTaHUHH co II03HaTH e<)>eKTH: 
E,!lHa Ta6JieTa CO,!lp:>KH 96,945 mg JlaKT03a MOHOXH.zrpaT. 

3a UeJIOCHaTa JIHCTa Ha eKCUHIIHeHTH, BH,!leTe ro ,!leJIOT 6.1. 

3. ~APMAIJ:EBTCKA ~OPMA 

<I>HJIM -o6no:>KeHa Ta6neTa. 
<I>HJIM-o6no:>KeHHTe Ta6neTH ce upBeaopo30BH, TpKaJie3HH, 6HKOHBeKCHH, co npeceqaa 
JIHHHJa aa e.nHa CTpaHa. 

IIpeceqHaTa JIHHHja e HaMeHeTa 3a nonecHo KpmeiDe Ha Ta6neTaTa 3a .na ce onecHH 
rOJITaiDeTO Ha JieKOT. 

4. KJIHHlf'IKH OCOJ>EHOCTH 

4.1 TepaneBTCKH HH.z:.HKan;uu 

CeKyH.oapH.a npeeeH.lJuja H.a amepompoM6omutJH.U cJZytJyeaH>a 
K.rronH.norpen e HH.IlHUHPaH Kaj: 
. Bo3pacHH nauHeHTH CO HH<)>apKT Ha MHOKap,!lOT (O.Il HeKOJIKY ,!leHOBH .IlO 35. ,!leH no 
HH<l>apKTOT), no HCXeMH:qeH M03oqeH y.nap ( O.Il 7 ,!leHa ,!lO 6 MeceuH) HJIH no nOTBp,!leHa 
nepH¢epHa apTepHcKa OKJIY3HBHa 6onecT. 

• Bo3pacHH nauHeHTH co aKYTeH KopoaapeH CHH.npoM: 
- nauHeHTH co aKYTeH KopoHapeH CHH.IlpOM 6e3 eneBaunja Ha ST-cerMeHTOT (HecTa6HJIHa 

aHrHHa HJIH HH¢apKT Ha MHOKap,!lOT 6e3 Q-6paH), B~~ . ~ HTHTe CO CTeHT no 
nepKYTaHa KOpOHapHa HHTepBeHUHja, BO KOM6HHauHj ~.,afl:8iiHJ!f~ JIHa KHCeJIHHa 
(ACA). ~ ~~ ~ 'So '. 

' ,~ ~C' 

- aKYTeH HH<l>apKT Ha MHoKap.noT co eneBauHja HaST s l!rl."' e11:;~fo\ BO o~6kauHja co 
. 6 u _ _E~ I -~·6,. aueniJICaJIHUHJIHa KHCeJIHHa KaJ nauHeHTHTe nO,!lO HH ~aii.KJ -
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llpeeeH.lJUja H.a amepompoM6omutJH.u u H.a mpoM6oeM6oJZ ~u:~~~,a~:'\.<Kaj ampujaJZH.a 
pu6pUllalJuja ~-
Kaj B03paCHH nauHeHTH CO aTpHjaJIHa <)>H6pHJiauHja KOH HMaaT HajMaJIKY e,!leH pH3HK
<l>aKTOp 3a IIOjaBa Ha BaCKynapHH CJiyqYBaFba, HH30K pH3HK 3a KpBaBelba H Kaj KOH He e 
rroro.LUia TepanHjaTa co aHTarOHHCTH Ha BHTaMHHOT K • .HH.IlHUHpaaa e npHMeHa Ha 



KJIOIIH.D;OrpeJI BO KOM6HHauHja CO a_ueTHJICaJIHI.J;HJIHa KHCeJIHHa 3a rrpeBeHI.J;Hja Ha 
aTepOTPOM60TiflllUI H Ha TPOM60eM60Jll{qHH CJIY'iYBaiDa, BKJIY'iYBajm H M030'tleH y.n;ap. 

3a .UOIIOJIHHTeJIHR HH<i>OpMa_uHH, BR,lleTe f O ,UeJIOT 5 .1. 

4.2 ,l'l;o3Hpalbe H ua"IHH ua npHMeua 

.[(o3HpaFbe 
Bo3paCHH H rrocTapH JIHUa 
CHHeTpa TPe6a .n;a ce rrpHMeHysa so e.n;HHe't!Ha ,nHeBHa .n;03a o.n; 75 mg. 
Kaj nauHeHTHTe co aKYTeH KopoHapeH CHH.UpoM: 

- AkymeN KopoNapeN cuNOpoM 6e3 efleea71uja Na ST-ce2MeNmom (Hecma6UflNa aN2UNa 
UflU uNtjJapKm Na MUOKapoom 6e3 Q-6paN}: TepamrjaTa co CHHTepa ce 3arro'lffiysa co 
e.n;HHetma .U03a o.n 300 mg, ace rrpo.uoiDKysa co .uo3a o.n 75 mg e,UHam Ha ,neH (so 
KOM6HHau:aja CO aueTHJICaJIHUHJIHa KHCeJIHHa 75 mg- 325 mg/,neH). oH,nejKH 
IIOBHCOKH .IJ;03H a_ueTHJICa.JIHUHJIHa KHCemrna Ce IIpH.n;p]')KeHH CO 3fOJieMeH pH3HK O.IJ; 
KpBaBeH:.a, ce npenopaqysa ,no3aTa Ha aueTHJICaJIHUHJIHaTa KHceJIHHa .n;a 6H,ne ,no 100 
mg. OnTHMaJIHOTO speMeTpaeH:.e Ha TepamrjaTa <PopMaJIHo He e YTBp.n;eHo. 
K.JrnHHtn<HTe IIO.IJ;aTOUH ja IIOMp)l()'BaaT ynoTpe6aTa .IJ;O 12 MeCeUH, a MaKCHMaJIHa 
noma e 3a6eJie)l(aHa no 3 MeceuH (sH,neTe ro .n;enoT 5.1.) 

- ArymeN uNtjJapKm Na MUOKapoom co e!leea71uja Na ST-ce2MeNmom: ce 3arro'lffiysa co 
e.n;HHe't!Ha .n;03a o.n 300 mg, ace npo.n;OJI)I(ysa co .n;03a o.n 75 mg e,UHam Ha .n;eH, so 
KoM6HHaUHja co aueTHJICaJIHUHJIHa KHCeJIHHa, co HJIH 6e3 TPOM6oJIHTHUH. Kaj 
rrauHeHTHTe Ha so3pacT Ha.n; 75 ro.n;HHH TPe6a .n;a ce notme 6e3 HHHUHjaJIHaTa y,napHa 
.n;o3a. KoM6HHHpaHaTa Tepamrja TPe6a .n;a no't!He mTo e MO)I(HO rrocKopo no 
nojasysaFbeTO Ha CHMIITOMHTe H ,na TPae HajMaJIKY 4 He,neJIH. I1oJI3aTa O.U 
KOM6HHauHjaTa KJIOIIH.UOrpeJI CO aueTHJICaJIHUHJIHa KHCeJIHHa no tieTHpH He.l(eJIH He e 
HCnHTaHa (BH,ZJ;eTe ro ,lleJIOT 5.1) 

Kaj nauHeHTHTe co aTPHjanHa <P:a6pHnauHja KJionH,norpen TPe6a .na ce .n;asa so noe,nHHetiHa 
,UHeBHa ,no3a o.n 75 mg. TeparrHjaTa co aueTHJICaJIHUHJIHa mceJIHHa (75- 100 mg .UHeBHo) 
TPe6a ,na notiHe BO KOM6HHaUHja CO TeparrHjaTa CO KJIOnH.l(OrpeJI (BH.l(eTe ro ,neJIOT 5.1). 

AKo ce nponymTH .U03a: 
- .AJ<o ce nOMHHaTH nOMaJIKY O.l( 12 qaca no TepMHHOT 3a 3eMaFbe Ha JieKOT: 
naUHeHTHTe se.uHaiii TPe6a .na 3eMaT ,no3a, a noToa .ua npo,noJDKaT co cne.uHaTa ,n03a 
Ha JieKOT BO npe,nBH.IJ;eHOTO BpeMe. 
- AKo ce noMHHaTH nose:Ke o.n 12 -rmca: nauHeHTHTe Tpe6a .na npo,noJI)I(aT co 3eMaH>e 
Ha neKOT no npenopatiaHHOT pe)I(HM H 6e3 .nymmpaH>a Ha ,n03aTa Ha neKoT. 

• I1e.zmjaTpHCKH nauHeHTH 
Ee36e,nHocTa H e<Pm<acHocTa Ha KJionH.uorpen Kaj .neu.a H Kaj a.n;onecueHTH He ce YTBP.UeHH 
(sH,neTe ro .n;enoT 5.1). 

• HaManeHa 6y6pe)I(Ha d>yHKUHja 
TeparreBTCKOTO HCKyCTBO Kaj nauHeHTHTe CO HaMaJieHa 6y6pe)KHa <I>YHKUHja e JIHMHTHpaHO 
(sH.n;eTe ro .nenoT 4.4). 
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• HaMaJieHa xerraTaJIHa <l>YHl<llHia 
HeMa .n;osoJIHo TepaneBTCKO HCKYCTBO Kaj rranHeHTHTe co )'MepeHo HaMaJieHa upHo.n;po6Ha 
<l>YHKUHja KOH MO)Ke .n;a HMaaT XeMoparHCKa )l;HjaTe3a (BH)l;eTe ro .n;eJIOT 4.4). 

Haq}{H Ha npHMeHa 
3a rrepopaJ:IHa yrroTPe6a. 
Mo)Ke .n;a ce 3eMa co HJIH 6e3 xpaHa. 

4.3 KouTpaHH.D:HKaUHH 
• TipeoceTJIHBOCT Ha KJIOIIH.D:OrpeJI HJIH Ha KOH 6HJIO COCTaBiill KOMIIOHeHTH Ha rrperrapaTOT 
(Hase.n;eHH BO .n;eJIOT 2 HJIH BO .n;eJIOT 6.1 ). 
· TemKo xerraTaJIHO omTeTysaH>e. 
• AlcrHBHO naTonomKo KpBaseH>e (Ha rrpHMep, rrerrT~eH ynKyc HJIH HHTPaKpaHHjaJIHo 
KpBaseH>e ). 

4.4 lloce6uH npe.zzynpe.zzysau.a H MepKH ua npeTna3JIHBOCT 
Kpeaeefbe u xeMamo!lOUlKU uap)!UlyBafba 
Tiopa.n;H pH3HKOT o.n: KpBaBeH>a H o.n: xeMaTonomKH HecaKaHH .n;ejcTsa, ceKoram Kora 
KJIHHH't!KHTe CHMIITOMH BO TeKOT Ha Tepanu:jaTa cyrepHpaaT 3fOJieMeHO KpBaBeH>e TPe6a 
Be.n;Ham .n;a ce HanpaBH KpBHa CJIHKa IDHJIH .n;pyru: IIOTPe6HH HCIIHTysaH>a (BH.D:eTe ro .n;eJIOT 
4.8). KaKo H .n;pyrHTe aHTHTpoM6oTHUH, KJIOIIH.n;orpen TPe6a .n;a ce .n;asa co roneMa 
rrpeTIIa3JIHBOCT Kaj nau;HeHTHTe CO pH3HK O.D: KpBaBeH>e ITO onepan:Hja, noBpe.n;a HJIH no .n;pyrH 
IIaTOJIOillKH COCTOj6H H Kaj IIanHeHTHTe KOH IIpHMaaT aneTHJICaJIHUHJIHa KHCeJIHHa, xenapHH, 
HHXH6HTOpH Ha rJIHKonpoTeHH IIb/IIIa, HecTepoH.n;HH aHTHHH<l>naMaTopHH neKOBH, KaKo mTo 
ce Cox-2-HHXH6HTOpHTe HJIM HHXH6HTOpHTe Ha ceneKTHBHOTO npe3eMaH>e Ha cepoTOHHHOT 
(SSRJ), HJIH .n:pyrH JieKOBH nOBp3aHH CO pH3HK O.D: KpBaBeH>e, KaKO illTO e neHTOKCH¢HJIHHOT 
(BH.n;eTe ro .n;enoT 4.5). TioTpe6Ho e rranHeHTHTe BHHMaTeJIHo .n;a ce cne.n;aT nopa.n;H MO)I(HaTa 
rrojasa Ha 3HanH 3a KpBaBeH>e, BKJiyllysajKH H oKyJITHH KpBaBeiDa, oco6eHo 3a speMe Ha 
IIpBHTe He.n;eJIM O)l; TepaiiHjaTa IDHJIH no HHBa3HBHH Kap.n;HOJIOmKH npoue.n:ypH HJIH 
OIIepau;HH. J1CTOBpeMeHaTa IIpHMeHa Ha KJIOIIH.D:OrpeJI CO opaJIHH aHTHKOaryJiaHCH He Ce 
rrpenopal!YBa, 6H.n;ejKif MO)Ke .n;a ce 3roneMH HHTeH3HTeTOT Ha KpBaBeiDaTa (BH.n;eTe ro .n;enoT 
4.5). 

Kaj rrauHeHrnTe KOH ce IIO.D:JIO~aaT Ha eJieKTHBHa XHpyprHja H Kaj KOH 
aHTHarperau:HoHHoT e¢eKT speMeHo He e IIOTPe6eH, KJiorm.n;orpen TPe6a .n;a ce rrpeKHHe 
HajMaJIKY 7 .n;eHa npe.n: nnaHHpaHaTa orrepauHja. Tian:HeHTHTe TPe6a .n;a ro HH¢opMHpaaT 
.D:OKTOpOT HJIH CTOMaTOJIOfOT .n;eKa 3eMaaT KJIOIIH.n;OrpeJI npe.n; CeKoja OIIepanHja H CeKOram 
Kora t<e 3eMaT HeKoj HOB JieK. KnonH.n;orpen ro rrponoHmpa speMeTo Ha Kpsase.H:.e H TPe6a .n;a 
ce .n;asa CO fOJieMa npeTIIa3JIHBOCT Kaj IIan:HeHTHTe CO Jie3HH CKJIOHH KOH KpBaBeH:.e ( OC06eHO 
KOH raCTPOHHTeCTHHaJIHO KpBaBeH>e HJIH KpBaBeH:.e BO O'lliTe) . 

•• ::-:"'1· 
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Cme'iena xeMOpWluja 
CTe't!eHa xeMo!l>HJIHja e rrpHja.BeHa rrpH yrroTpe6a Ha KJIOIIH.norpen. Bo cny't!aHTe Ha 
IIOTBp.[(eHO IIpO.[(OJI)KeHO H30JIHpaHO aKTHBHO nap~HjaJIHO TpOM60IIJiaCTHHCKO BpeMe, CO HJIH 
6e3 KpBaBeH:.e, Tpe6a .na ce prorne.na cTeqeHa xeMo!l>HJIHja. I1~HeHTH co noTsp.neHa 
.nHjarHo3a Ha cTeqeHa xeMo!l>HJIHja 6H Tpe6ano .naja cne.naT H .naja neKysaaT crre~HjaJIHCTH, 
a TepanHjaTa co KJIOnH.norpen Tpe6a .na ce npeKHHe. 

Aeymen ucxeMu'ieH yoap 
IIopa.n:H He.nocTHr Ha rro.naTO~H, KJioiiH.norpen He ce npenopaqyBa 3a TepanHja Ha 
II~HeHTHTe CO aKyTeH HCXeMHqeH M030't!eH y.nap BO IIpBHTe 7 .[(eHa. 

~umoxpoM P450 2C19 (CYP2Cl9) 
<l>apMaKoreHeTHKa: Kaj n~HeHTHTe KOH cna6o MeTa60JIH3HpaaT rrpeKy CYP2C19, 
KJIOIIH.[(Orpen BO npenopa't!aHH .[(03H C03.[(a.Ba IIOMaJIKY aKTHBeH MeTa60JIHT Ha KJIOIIH.D:Orpen 
H HMa HaMaJieH aHTHTpOM60TH't!eH O.[(rOBOp. ,[(OCTanHH ce TeCTOBH 3a HH.[(eHTH<)>HK~Hja Ha 
reHOTHIIOT CYP2C19 Kaj na~HeHTHTe. 

EH.D:ej:KH KJIOIIH.norpen ce MeTa6oJIH3Hpa BO HeroB aKTHBeH MeTa6oJIHT, .neJIYMHO o.n eH3HMOT 
CYP2C 19, YJIOTpe6aTa Ha JieKOBH KOH ja HHXH6HpaaT aKTHBHOCTa Ha OBOj eH3HM O't!eKyBaHO 
Ke .[(OBe.[(e .[(0 HaMaJieHH Bpe.D:HOCTH Ha aKTiiBHHOT MeTa60JIHT Ha KJIOIIH.[(OrpeJI. KmrnH't!KOTO 
3Ha't!elbe Ha OBaa HHTep~Hja e HeH3BeCHO. KaKO MepKa Ha IIpeTIIa3JIHBOCT Tpe6a .na ce 
H36erHysa HCTOBpeMeHa yrroTpe6a Ha CHJieH HJIH Ha yMepeH HHXH6HTop Ha CYP2C 19 H 
KJIOIIH.norpen (BH.[(eTe ro .nenoT 4.5 3a JIHCTa Ha CYP2C19 HHXH6HTOpH H .nenoT 5.2). 

CYP2C8-cyncmpamu 
IJoTpe6Ha e npeTIIa3JIHBOCT Kaj na~HeHTH TpeTHpaHH HCTOBpeMeHO CO KJIOIIH.[(Orpen H CO 
neKOBH KOH ce CYP2C8-cyrrcTpaTH (BH.[(eTe ro .nenoT 4.5). 

BKpcmena peaK71uja Mefy muenonupuounu 
IIa~HeHTHTe Tpe6a .na ce HCIIHTaaT .D:aJIH HeKoram 6Rne npeoceTJIHBH Ha nreHonHpH.D:HHH 
(KaKO illTO ce KJIOIIH.[(Orpen, THKJIOIIH.[(HH, npacyrpen), 6H.D:ejKH e IIpHja.BeHa BKpCTeHa 
peaKTHBOCT Mefy THeHOIIHPH.D:HHHTe (BH.[(eTe ro .nenoT 4.8). THeHonpH.D:HHHTe MO:>KaT .na 
npe.[(H3BHKaaT yMepeHH .[(0 cepH03HH aneprHCKH pea~HH KaKO illTO ce HCHII, aHrHOe.[(eM HJIH 
XeMaTOJIOillKH BKpCTeHH pe~HH KaKO illTO ce TpOM60~HTOIIeHHja H HeyTpOIIeHHja. 
II~HeHTHTe Kaj KOH npeTXO.nHO ce pa3BHJia aneprHcKa pe~Hja HIHJIH xeMaTonomKa 
pe~Hja Ha e.neH THeOHOIIHpH.D:HH MO)Ke .[(a HMaaT 3rOJieMeH pH3HK 0.[( pa3BOj Ha HCTa HJlli Ha 
.npyra peaKUHja co .npyr THeHOIIHpH.D:HH. Ce npenopa'tJ:YBa cne.neH>e Ha 3HauHTe Ha 
rrpeOCeTJIHBOCT Kaj IIauHeHTHTe KOH Ce aneprH't!HH Ha THeHOIIHpH.[(HHH. 

Ey6pe:J~Cna uncy¢u11ueH11Uja 
DH.[(ej:KH HeMa .[(OBOJIHO KJIHHH't!KO HCKYCTBO Kaj II~HeHTH CO HapymeHa li>YH~Hja Ha 
6y6pe3HTe, KJIOIIH.norpenoT Tpe6a .na ce npHMeeyBa co roneMa npeTIIa3JIHBOCT Kaj OBHe 
nauHeHTH (BH.[(eTe ro .nenoT 4.2). 
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EKCl,funueHmu 

CHHeTpa CO.L(p)I(H Jla.KT03a MOHOXH.L(paT. llmHeHTH CO penrn: HaCJie.ll;HH rrpo6JieMH BO O.ll;HOC 

Ha Herro,nHOCJIHBOCT Ha rana.KT03a, He.n;ocnrr Ha Lapp-Jia.KT03a HJIH rJIHK03Ho-rana.KT03Ha 

Manancoprr~Hja He Tpe6a .na ro yrroTpe6yBaaT oBoj neK. 

0Boj JieK CO.n;p:>I<H IIOMaJIKY O.ll; 1 mmol HaTpHYM (23 mg) BO 1 Ta6JieTa, IIOpa.z:t:H illTO MO:>Ke .n;a 

ce Ka:>Ke .n;eKa e 6e3 HaTPHYM· 

4.5 HuTepaKu;uu co .npyru Me.l(HUHHCKH npoHJBO.llll H Apyru tjlopMH ua HHTepaKu;uja 
JleKOBU noep3aHU CO pU3UK 00 KpBGBel-be: IIOCTOH 3fOJieMeH pH3HK O.ll; KpBaBeH>e IIOpa.n;H 

IIOTeH~HjaJIHHOT .ll;O.ll;aTeH e¢eKT. Tpe6a oco6eHa rrpeTIIa3JIHBOCT IIpH HCTOBpeMeHa IIpHMeHa 

Ha JieKOBH trnja ynoTpe6a e IIOBp3aHa CO pH3HK O.ll; KpBaBeH>e 1i KJIOIIH.ll;OrpeJI (BH)J;eTe ro 

,neJIOT 4.4). 

OpanHu aHmuKoazyJZaHcu: rropa.n;H 3roneMeH pH3HK o.n KpBaseH>e, HCTOBpeMeHaTa rrpHMeHa 

Ha KJIOIIH.n;orpen co opanHH aHTHKoarynaHcH He ce rrperropaqyBa (BH.z:t:eTe ro .nenoT 4.4). 
Ha.Ko rrpHMeHaTa Ha 75 mg KJIOIIH.n;orpen .n;HeBHO He BJIHjaena Ha KHHeTHKaTa Ha C-Bap¢apHH 

HJIH Ha l1HP (HHTepH~OHaJieH CTaH.ll;ap.n;H3HpaH O)J;HOC) Kaj rrmHeHTHTe KOH Ce Ha 

.L(OJifOTpjHa TeparrHja CO Bap¢apHH, HCTOBpeMeHaTa IIpHMeHa Ha KJIOIIH,LJ.OrpeJI li Bap¢apHH 

ro 3fOJieMYBa pH3HKOT 0):( KpBaBeH>a 3apa,LJ.H He3aBHCHH e¢eKTH Ha XeMOCTa3aTa. 

HHxu6umopu Ha 2llUKonpomeuH Ilb/llla: KJIOIIH.norpen Tpe6a .na ce rrpHMeHYBa co o co6eHa 

rrpeTITa3JIHBOCT Kaj rrmHeHTHTe KOH HCTOBpeMeHO IIpHMaaT H HHXH6HTOpH Ha rJIHKOIIpOTeHH 

lib/Ilia (BH.z:t:eTe ro .nenoT 4.4). 

Al,femwzcanUl,fWlHa KuceJZuHa: meTHJICaJIH~HJIHaTa KHCeJIHHa He ja MeHYBa A,lUI
HH.D.~HpaHaTa HHXH6H~ja Ha TpOM60~HTHaTa arpera~Hja rrpe.n;H3BHKaHa CO KJIOIIH,LJ.OrpeJI, 

HO KJIOIIH,LJ.OrpeJIOT MO:>Ke ,na ro IIOTeH~Hpa e¢eKTOT Ha meTHJICaJIH~HJIHaTa KHCeJIHHa Bp3 

TpOM60~HTHaTa arpermHja HH~HpaHa co KonareH. Meiyroa, HCTOBpeMeHaTa rrpHMeHa Ha 

meTHJICaJIH~HJIHa KHCeJIHHa, 500 mg 2 IIaTH ,LJ.HeBHO, BO TeK Ha e,LJ.eH ,neH, He fO 3fOJieMyBa 

3HatrnTeJIHO IIpOJIOHrHpa.IbeTO Ha BpeMeTO Ha KpBaBeH>e npe,LJ.H3BHKaHO CO KJIOIIH,LJ.OrpeJI. 

Mo:>KHa e ¢apMa.KO.L(HHaMCKa HHTepaKI.{Hja IIOMefy KJIOITH.z:t:OrpeJI H meTHJICaJIH~HJIHa 
KH.CeJIHHa, IlpH illTO pH3HKOT 0)1. KpBaBeH>e MO:>Ke ,na 6H,LJ.e 3fOJieMeH. llopa.n;H TOa, IIpH 

HCTOBpeMeHa ynoTpe6a Ha OBHe ,LJ.Ba JieKa e IIOTpe6Ha fOJieMa rrpeTIIa3JIHBOCT (BH.L(eTe fO 

.nenoT 4.4). Cerra.K, KJionH,LJ.orpen H meTHJIC~HJIHa mceJIHHa ce .naBaaT 3ae.n;Ho H .no e.nHa 

ro.nHHa ( BH.z:t:eTe ro .nenoT 5.1) 

XenapuH: BO KJIHHwn<:H CTY.D.HH Ha 3.D.paBH .no6pOBOJI~H, co rrpHMeHaTa Ha KJIOIIH.D.orpen He 

6HJIO HeOIIXO)JJIO MO.D.H<i>H~paH>e Ha .L(03aTa Ha xerrapHHOT H He ce MeHYBa e¢eKTOT Ha 

xenapHHOT Bp3 KOaryJia~HjaTa. XerrapHHOT, O.ll; .npyra CTpaHa, HeMa ,LJ.ejCTBO Bp3 

HHXH6H~HjaTa Ha TpOM60~HTHaTa arpermHja rrpe,LJ.H3BHKaHa 0)1. KJIOIIH.z:t:OrpeJI. 

<l>apMa.KO.ll;HHaMCKa HHTep~ja IIOMefy KJIOIIH,LJ.OrpeJI H xenapHH e MO:>KHa, pH3HKOT 0)1. 

KpBaBeH>e MO:>Ke ,na 6H.z:t:e 3fOJieMeH. llopa.n;H TOa, IIpH HCTOBpeMeHa TepanHja CO OBHe ,LJ.Ba 

neKa rroTpe6Ha e roneMa rrpeTIIa3JIHBOCT (BH.z:t:eTe ro .nenoT 4.4 

•'~-~~ 
TpoM60JZUmU1,fU: 6e36e,LJ.HOCTa Ha HCTOBpeMeHaTa rrp~~~W~eJI, <i>H6pHH-

crre~H<i>HlffiH liJIH He<l>H6pHH-CIIe~R¢H'tffiH TpOM60 ~H-· ap~. H 6RJia IIOTBp,LJ.eHa 
Kaj II~HeHTH CO a.K)'TeH MHOKap,neH HH¢apKT. HHU "'Hi!aT ~ 3HaqajHH 

KpBaseH>a 61ma HCTa co Taa 3a6ene:>KaHa Kora TpOM6 ~JIU ~ af?HHOT ce 

IIpHMeffYBaaT 3ae,LJ.HO CO a~eTHJICaJIHIJ;HJIHa KHCeJIHHa ~~T . JIQT• 4.8). ... . 
• • SHK\). 
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Hecmepoui>Hu aHmuuHcjmaM.amopHu ReKoeu (HCAHJI): so KJIHIDPIKH cTy.n;HH Ha 3.n;pasn 

,n;o6pOBO~H, HCTOBpeMeHaTa IIpHMeHa Ha KJIOIIH,ll;OrpeJI H HanpOKCeH rH 3rOJieMyBa 

oKyJITHHTe racTpOHHTeCTHHaJIHH KpBase:a.a. HaKo He nocTojaT cTy.n;HH 3a HHTepaKnHja co 

.n;pyrHTe HCAMJI H He e jacHo ,n;aJIH rrocTOH 3rOJieMeH pH3HK o.n; racTpOHHTeCTHHaJIHH 
Kpsase:a.a co c1ue HCAMJI, noTpe6Ha e npeTIIa3IDIBOCT Kora ce yrroTpe6ysaaT HCTOBpeMeHo 

KJIOIIH.n;orpen H HCAHn, BI<JI)'"t!ysajm H Cox2-HHXH6HTOpH (BH.n;eTe ro .n;enoT 4.4). 

I1Hxu6umopu Ha ceReKmueHomo npe3eMal-be Ha cepomoHuHom (SSRI) : 6H.nejm SSRI BJIHjaaT 

Ha TpOM60nHTHaTa aKTHBanHja H ro 3rOJieMyBaaT p H3HKOT 0)]; KpBaBe:a.e, IIOTpe6Ha e 

rrpemroJIHBOCT rrpH HCToBpeMeHa rrpHMeHa Ha SSRis co KJIOIIH.n;orpen. 

HcmoepeMeHa mepanuja co opyzu !leKoeu 
nH.n;ejKH KJIOIIH,ll;OrpeJI Ce MeTa60Jlll3Hpa BO Heros aKTHBeH MeTa60JIHT, .n;eJiyMHO 0)]; 

CYP2C19, ynoTpe6aTa Ha neKOBH KOHlliTO ja HHXH6HpaaT aKTHBHOCTa Ha osoj eH3HM 

oqeKyBaHO Ke )l;OBe.n;e )];0 HaMaJieHH Bpe.n;HOCTH Ha aKTHBHHOT MeTa60JIHT Ha KJIODH.U.OrpeJIOT. 

K.JmHWD<oTo 3Haqe:a,e Ha oBaa HHTepai<nnja e HeR3BecHo. KaKo npeTrra3JIHBOCT, Tpe6a .u.a ce 

H36erHysa HCTOBpeMeHaTa npHMeHa Ha JieKOBH KOH ro HHXH6HpaaT CYP2C 19-jaKH HJIH 

YMepeHH (BH.LJ.eTe m .n;eJIOBHTe 4.4 H 5.2) . 

fleKOBH KOH CHJIHO HJIH YMepeHo ro HHXH6HpaaT eH3HMOT CYP2C 19 ce OMerrproon H 

eCOMenpa30JI, <l>JIYBOKCaMHH, !l>JIYOKCeTHH, MOKJI06eMH.lJ., BOpHKOHa30JI, 4>JIYKOHa30JI, 

THKJIODH)l;HH, Kap6aMa3emrH H e<t>aBHpeHe3. 

l1HxH6HTOpH Ha rrpoTOHCKaTa DYMna: 

0Menpa30Jl, 80 mg/.LJ.HeBHO, npRMeHeT BO HCTO BpeMe CO KJIODH.LJ.OrpeJI HJIH BO pOI< O.LJ. 12 

qacaja HaMaJiysa H3JlO)KeHOCTa Ha aKTHBHHOT MeTa60JIHT 3a 45% (y.u.apHa .U.03a) H 3a 40% 

(.n;o3a Ha O.LJ.p~Ba:a.e) . 0Ba HaMaJiyBa:a.e 6HJIO DOBp3aHO CO HaMaJIYBaH.e Ha HHXH6HnHjaTa 

Ha arperanHjaTa Ha TpOM6onHTHTe o.u. 39% (y.u.apHa .n;o3a) H o.u. 21 % (.U.03a Ha o.u.p)Kysa:a.e). 

C.JllfCIHa HHTepai<nHja co KJIOrrH.u.orpen ce oqeKyBa .u.a noKa)Ke H ecoMerrproonoT. 

IlocTOjaT HeKOH3HCTeHTHH DO)l;aTOnH O.LJ. oncepBanHCKHTe H O.ll. KJIHHHl!KHTe CTY.LJ.HR 3a 

KJIHH~aTa HMDJIHKannja Ha OBHe <l>apMaKOKHHeTRliKH (PK)/<l>apMaKO.LJ.HHaMHliKH (PD) 

HHTepai<nHH BO O.LJ.HOC Ha rOJieMH Kap.LJ.HOBaCKyJiapHH HeCaKaHH ,n;ejCTBa. KaKO 

npeTDa3JIHBOCT, Tpe6a .LJ.a Ce H36erHysa HCTOBpeMeHaTa DpHMeHa Ha OMenpa30JI HJIH 

ecoMenproon (BH.LJ.eTe ro .u.enoT 4.4). 

IlOMaJIKY H3pa3eHO HaMaJIYBaH.e Ha H3JlO)KeHOCT Ha MeTa60JIHTOT 6RJIO 3a6eJie)KaHO CO 
IIaHTOIIpa30JI HJlll JiaH30IIpa30JI. 
KoHneHTpanRjaTa Ha aKTRBHHOT MeTa6oJIHT so nnroMaTa 6Hna HaManeHa 3a 20 % (y.u.apHa 
.LJ.03a) H 3a 14% (.n;03a Ha O.U.p~a:a,e) BO TeKOT Ha HCTOBpeMeHa TepaDHja CO DaHTOIIpa30JI 
80 mg e.u.Harn .U.HeBHO. Osa 6HJio noBp3aHO co HaManyBa:a.eTo Ha npoceliHaTa arperanRja Ha 
TpOM6onHTHTe 3a 15 % R 3a 11 % , no Toj pe.u.ocne.n;. OsHe pe3yJITaTR YKa)KysaaT Ha Toa .n;eKa 
KJIOIIR.LJ.OrpeJIOT MO)Ke .u.a Ce npHMeHysa CO IIaHTODpa30JIOT. 

He DOCTOjaT )l;0Ka3H .n;eKa .u.pyrRTe JieKOBH KOH ja pe.n;ynHpaaT :>KeJiy.ZJ.OliHaTa KHCeJIHHa, KaKO 

lliTO ce H2-6JIOKaTOpRTe RJIH aHTanR.LJ.HTe, HHTep<l>epnpaaT CO aHTRTpOM60nRTHROT e<l>eKT Ha 

KJIODR.LJ.OrpeJIOT. 

3a6eJie)KaHa 3HaqajHO DOH JIO:>KeHOCT Ha aKTHBHHOT MeTa60JIHT Ha KJIODH.U.OrpeJI H 

HaMaJieHa HHXH6H:nHj if" TpOM60JJ, . Te Kaj nanHeHTHTe 3apa3eHH CO XMB KOH ce JieKyBaaT 

co aHTRpeTpOBHpyc ~t~mi~ja"3!io~ co pHTOHaBHp HJIH co K06HnHCTaT. HaKo 

KJIHHHlii<aTa 3Haqaj <ie1!'\ J.a DBHe Haot.uf .a e jacHa, 3a6eJie)KaHH ce cnoHTaHH npHjaBH Ha 
~f£1 , •. f• 

CJlYlJaH BO KOH n H!:'HTf 3apa3CHH ~o?CMB KOH ce JieKyBaaT CO 3aCHJieHa 

aHTHpeTpOBHpycH ~nn.l~ .U.O~}!se$JI~JjoBTOpHH OKJIY3HBHH HeCaKaHH .u.ejCTBa DO 
\)) ...... ~· .ft ' c., ' .LJ v. ......... ,.. () . 

"- • "\ • ··o, 
• $11tc u• · -4 ,f1 6 
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BOCIIOCTaBeHa IIpOO.[{HOCT HJIH .[{O:>KHBeaJie TpOM60THqJ~H HeCaKaHH .n;ejCTBa BO TeKOT Ha 

JieKysaiDeTO CO y.n;apHa .[{03a KJIOITH.UOrpeJI. }f3JIO)I(eHOCTa Ha KJIOIIH.UOrpeJI H npocetJHaTa 

HHXH6JmHja Ha Tp06MO~HTHTe MO)I(e .n;a Ce HaMaJIH CO HCTOBpeMeHa ynorpe6a Ha pHTOHaBHp. 

Ilopa.n;H Toa, rpe6a .n;a ce H36erHysa HCTOBpeMeHaTa ynorpe6a Ha KJIOIIH.n;orpen co 3aCHJieHa 

aHTHpeTpOBHpycHa Tep anHja. 

,lqJyrH JieKOBH: 6pOjHH KJIHHH"iKH CTY.UHH ce HanpaBeHH 3a .n;a ce HCIIHTaaT IIOTe~HjaJIHHTe 
<t>apMaKO.[{HHaMCKH H <t>apMaKOKHHeTCKH HHTepaKIJ:HH Ha KJIOIIH.[{OrpeJIOT CO .n:pyrHTe JieKOBH 

IIpHMeHysaHH HCTOBpeMeHO. IlpH HCTOBpeMeHa IIpHMeHa Ha KJIOIIH.[{OrpeJI CO aTeHOJIOJI, CO 

HH<i>e.UHITHH HJIH CO .[{BaTa JieKa 3ae.[{HO He Ce 3a6eJie)l(aHH KJIHHH"iKH 3Hal.J:ajHH 

<t>apMaKO.n;HHaMCKH HHTepaKnHH. <l>apMaKO.[{HHaMCKOTO .n;ejCTBO Ha KJIOilli.[{OrpeJI He Ce 

Hapymysa H npH Herosa HCTOBpeMeHa ynorpe6a co <PeHo6ap6HTOH HJIH co ecrporeH. 

<l>apMaKOKHHeTJIKaTa Ha .[{HfOKCHH HJIH Ha Teo<t>HJIHH He ce MeHyBa IIpH HCTOBpeMeHa 

ynoTpe6a co KJIOIIH.n;orpen. AHTaiJ.H.UHTe He ja MeHysaaT pecopnuHjaTa Ha KJIOIIH.n;orpen. 

Cnope.n: KJIHH1fln(aTa cTy.n;Hja CAPRIE, HCTOBpeMeHaTa ynorpe6a Ha KJIOITH.n;orpen co 

<PeHHTOHH HJIH co TOJI6yraMH.U (neKOBH KOH ce MeTa60JIH3HpaaT co CYP2C9) e 6e36e.[{Ha. 

JieKOBH KOH ce cyncrpaTH Ha H30eH3HMOT CYP2C8: ce IIOKa)l(aJIO .n;eKa KJIOIIH.n;orpen ja 

3ron eMysa H3JIO)I(eHOCTa Ha penarJIHHH.U Kaj 3.UpaBH BOJIOHTepH. Bo cy.[{HHTe in vitro ce 

IIOKa)l(aJIO .n;eKa 3fOJieMysaiDeTO Ha H3JIO)I(eHOCTa Ha penarJIHHH.[{ ce .[{OJI:>Kii Ha HHXH6:HI{Hja 

Ha CYP2C8 co rJIYKOPOHH.UHHOT MeTa6oJIHT Ha KJIOrrH.n;orpen. I1ope6Ha e npeTna3mmocT 

IIpH HCTOBpeMeHaTa ynorpe6a Ha KJIOIIH.[{OrpeJI CO JieKOBH KOHIDTO Ce MeTa60JIH3HpaaT 

npeKy CYP2C8 (Ha npHMep, penarJIHHH.U, IIaKJIHTaKcen) nopa.n;H pH3HKOT o.n: 3roneMeHa 

KOHUeHTpau,Hja BO IIJia3MaTa (BH.[{eTe ro .n;eJIOT 4.4). 

He3aBHCHO 0.[{ CIIeUH<i>MqJ~HTe HH<i>OpMa~HH 3a ropeHaBe.n;eHHTe HHTepaKUHH, CTy.[{MH 3a 

HHTepaKIJ:HH Ha KJIOITH.[{OrpeJI H HeKOH JieKOBH KOH B006HqaeHO ce npHMeflYBaaT Kaj 

nau.HeHTHTe co aTeporpoM60THqJ~H 3a6oJiysaiDa He ce HanpaseHH. CenaK, nauHeHTHTe KOH 

6HJie BKJIYl:leHH BO I<JiliHJPIKMTe CTy.[{MH 3a KJIOIIH.[{OrpeJI HCTOBpeMeHO npHMaJie pa3JIHl:IHH 

JieKOBH, KaKo IIITO ce .[{MypeTHUH, 6eTa-6noKaTop H, AKE-Hmm6HTOpH, aHTarOHHCTM Ha 

KaJIUHYM, JieKOBH 3a HaMaJIYBaiDe Ha XOJieCTepOJIOT, KOpOHapHH Ba30.[{MJiaTaTOpM, 

aHTH.UHja6eTH~H (BKJIYl.IYBaj:KM HHCYJIHH), aHTHeiTHnenTimH H GPIIb!IIIa-aHTaroHHcTH 6e3 .n:a 

IIOKa)l(aT KJIHHifliKH CHrHH<i>HKaHTHM HeCaKaHH MHTepaKIJ:HH. 

KaKO H Kaj .upyrHTe nepopaJIHH HHXH6HTOpH Ha P2Y !2, HCTOBpeMeHaTa ynorpe6a Ha 

OIIHOH.[{HH arOHHCTH HMa IIOTeHUHjaJI .n;aja O.[{JIO:>Kii H .n;aja HaMaJIH ancopiiUHjaTa Ha 

KJIOIIH.UOrpeJIOT, BepojaTHO IIOpa.[{M 3a6aBeHO IIpa3Helbe Ha )l(eJiy.[{HHKOT. KJmHHtiKaTa 

3HaqajHOCT e Herr03HaTa. Tpe6a .n;a ce pa3MHCJIH .n;anH .ua ce ynorpe6H napeHTepaneH 

aHTHTpOM60UMTeH JieK Kaj nau,HeHTH CO aKyreH KOpOHapeH CHH.lJ:POM Kaj KOHIIITO e IIOTpe6Ha 

HCTOBpeMeHa ynorpe6a Ha MOp<i>HH HJIH Ha .n:pyrH OIIHOH,lUl~~~~~ 

4.6 fiJIO.LJ;HOCT, 6peMCHOCT H JI3KT3QHja 

t · ,... 

CTy.UMHTe cnpose.n;eHH Ha :>KHBOTHH He noKa)l(yBaaT .n;:apeKTHH HJIH HH.n;HpeKTHH IIITeTHH 

e<t>eKTH BO O.[{HOC Ha 6peMeHOCTa, pa3BOjOT Ha eM6pHOHOT/ <l)eTyCOT, nopo.uysaiDeTO HJIH 

IIOCTHaTaJIHHOT pa3BOj (BH.[{eTe fO .[{eJIOT 5.3). 
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/{oelbe 
He e rro3HaTo .n:ru:m KJiorr:a.n:orpen ce H3naqyBa BO Majq}{HOTO MJieKo Kaj )KeHH. CTy.lJ.HH Ha 
:>KHBOTHH IIOKa)KaJie )J.eKa KJIOIIH)J.OrpeJI Ce H3JiaqyBa BO MJieKOTO Ha )KeHKHTe. fiOpa)J.H TOa, 
KaKO MepKa Ha rrpeTIIa3JIHBOCT, .n:oea.eTo Tpe6a .n;a ce rrpeKHHe .n;o.n;eKa ce rrpHMeHYBa 
CHHeTpa. 

Il!lOOHOCm 

Bo CTY.li.HHTe Ha )KHBOTHH, KJIOIIH)J.OrpeJI He IIOKa)KaJI BJIHjaHHe Ha IIJIO)J.HOCTa. 

4. 7 Bnujauue Bp3 cnoco6uocra 3a B03eH>e u 3a pa.tcyBaJLe co Mamuuu 

CHHeTpa HeMa Bmljamie Hml HMa He3Ha'lliTeJIHO BJIHjaHHe Bp3 CIIOC06HOCTa 3a yrrpaByBaH>e 
B03HJIO HJIH 3a PaKYBaiDe co MaiiiHHH. 

4.8 HecaKauu )l.ejcrsa 
Pe3UMe ua 6e36eouocuum nporjJwz 
oe36e)J.HOCTa Ha KJIOIIH)J.OrpeJI e HCIIHTyBaHa Kaj llOBeKe 0)1. 44 000 mU~HeHTH, BKJIJqJiTeJIHO H 
rrpeKy 12 000 rra_uHeHTH JieKYBaHH 1 ro)J.HHa HJIH IIOBeKe. )l;o3aTa Ha KJIOIIH)J.OrpeJI 0)1. 75 
mg/.n:eH 6Hna .n:o6po rro)J.HeCYBaHa BO crrope.n:6a co ASA, 325 mg .n:HeBHO BO CAPRIE 
cry.n:HjaTa, He 3eMaj:KH rH rrpe)J.BH.lJ. B03pacTa, rronoT H pacaTa. Bo Hape.n:HHOT TeKcT ce 
orrHmaHH 3HatiajHH HecaKaHH .n:ejcTBa KOH 6Hrre 3a6eJie)KaHH BO CTY.lJ.HHTe CAPRIE, CURE, 
CLARITY, COMMIT H ACTIVE-A. OcBeH BO KJIHHHtU<HTe CTY.lJ.HH, HecaKaHHTe .n:ejcTBa ce 
rrpHJaByBaHH H CIIOHTaHO. 

KpBaBeiDeTO e HajqecTaTa peaKI:(Hja KOja ce CpeTHYBa H BO KJIHHHtiKHTe CTY.lJ.HH H BO 
IIOCTMapKeTHHIIIKHTe HCKYCTBa, Ka)J.e illTO HajtieCTO Ce IIOjaBYBa BO IIpBHTe MeCeUH 0)1. 
TeparrHJ aTa. 

Bo cTy.n:HjaTa CAPRIE Kaj rrauHeHTHTe rreKyBaHH co KJIOIIH.n:orpen HJIH co ASA, BKYIIHaTa 
HHUH.n:eHI.la Ha ceKoe KpBaBeiDe 6Hrra 9,3%. I1HU.H.li.eHu;aTa Ha TemKH cnytiaH 6Hna crrHtma Kaj 
nau:HeHTHTe neKYBaHH co KJIOIIH.n:orpen H Kaj rrau;HeHTHTe rreKYBaHH co ASA. 

Bo cTy.n:HjaTa CURE He 6Hrre 3a6eJie)KaHH rorreMH KpBaBea.a npH KoM6HHHpaiDe Ha 
KJIOIIH.n:orpen co ASA BO nepHo.n: o.n: 7 .n:eHa no by-pass KopoHapHa xHpypmKa HHTepBeHu;Hja 
Kaj rra_uHeHTHTe KOH ja npeKHHaJie TeparrHjaTa HajMaJIKY 5 )J.eHa rrpe.n: XHpypmKaTa 
HHTepBeHU:Hja. Kaj nau;HeHTHTe KOH OCTaHaJie Ha TeparrHja BO ITOCJie)J.HHTe 5 )J.eHa rrpe.n: by
pasS-HHTepBeHIJ;HjaTa, HHU:H.n:eHIJ.aTa Ha KpBasea.a 6Hrra 9,6% 3a KJIOnH.n:orpen co ASA, 
Hacrrponl 6,3 % 3a nrraue6o co ASA. 

Bo cTy.n:HjaTa CLARITY, HHU:H)J.eHI."(aTa Ha KpBaBefba BO rpyrraTa Koja rrpHMana KJiorrH.n:orpen 
co ASA 6Hna rroroneMa OTKOJIKY BO rpynaTa Koja npHMaJia rrnau:e6o co ASA. I1HU.H.ll.eHn.aTa 
Ha nojasYBaa.e Ha roneMo KpBaBea. . ~t.IHa BO .n:BeTe rpyiiH. IIo.n:rpynHTe nau;HeHTH 

., t .. '" "' . 6HJie )l.ecpHHHpaHH BO O.JJ:HOC Ha~~~"f& ~·~ RHCTHKH H Ha THIIOT Ha cpH6pHHOJIHTHt.IHaTa 
. . ~- W.s-.~c .\ TepanHJa H Ha TepanHJaTa co ~u· ~ -- . . .. '· t? fli' ' \ ... 

• 141 • c ~ \ 

Bo CTY.n:HJaTa CO MITT H Iilla~ ~a II9JaBy~cqpr Ha rorreMo Heu;epe6paJIHo KpBaseH>e 
HJIH Ha u:epe6panHo KpBaBefb ~.~a hoJ.m'cKa H ' Jiir.lHa Mefy .n:BeTe rpyrrH. \~ -.;r.; . ., .., 

~ "~ ., -~·/; 
~ • ~. - /.t . 

Bo cTy.n:HjaTa ACTIVE-A , MaCH ~Ti»FJ;Y"'HJIO nororreMo BO ~pyrraTa KOJa rrpHMarra 
KJIOIIH)J.OrpeJI H a_ueTHJICaJIHU:HJIHa iiHa"OTKOJIKY BO rpyrraTa KOJa IIpHMaJia rrrra_ue6o H 
au;eTHJICaJIHU:HJIHa KHCeJIHHa (6,7% BO O)J.HOC Ha 4,3 %). 06HJIHHTe KpBaBeiDa 6HJie, rJiaBHO, 
0)1. eKCTpaKpaHHjaJIHO IIOTeKJIO BO ,nBeTe rpyrrH (5,3% BO rpyrraTa KOja IIpHMarra 
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KJIOIUI.ZJ:OrpeJI H aueTHJICaJIHUHJIHa KHCeJIHHa; 3,5 % BO rpynaTa KOja IIpHMaJia IIJiaue6o H 

aueTHJICaJIHUHJIHa KHCeJIHHa), H TOa rJiaBHO O.ZJ: raCTpOHHTeCTHHaJIHHOT TpaKT (3,5% CIIpeMa 

1,8 %). I1opaCT Ha HHTpaKpaHHjaJIHHTe XeMOparHH 6HJI 3a6eJie:>KaH BO rpynaTa Koja IIpHMaJia 

KJIOIIH.ZJ:OrpeJI H aueTHJICaJIHUHJIHa KHCeJIHHa BO O,L{HOC Ha rpynaTa KOja IIpHMaJia IIJiaue6o H 

aueTHJICaJIHUHJIHa KHCeJIHHa (1,4% BO O.ZJ:HOC Ha 0,8 %). HeMaJIO CTaTHCTHtiKH 3HaqajHa 

pa3JIHKa BO HHUH.L{eHUaTa Ha cpaTaJIHH KpBaBeJDa ( 1, 1% BO rpynaTa KOj a IIpHMaJia 

KJIOIIH.ZJ:OrpeJI H aueTHJICaJIHUHJIHa KHCeJIHHa H 0,7% BO rpynaTa KOja IIpHMaJia IIJiaue6o H 

aueTHJICaJIHUHJIHa KHCeJIHHa) H xeMoparHCKH M03QqeH y.n:ap (0,8% H 0,6 %). 

Ta6eRapeH cnucoK Ha HecaKaHu peaKZfUU 
HeCaKaHHTe peaKUHH KOH ce IIOjaB)'BaaT BO KJIHHH~Te CTy.ZJ:HH HJIH KOH Ce IIpHjaB)'BaHH 

CIIOHTaHO ce npe3eHTHpaHH BO .ZJ:OJIHaTa Ta6ena. HliBHaTa qeCTOTa e .n:ecpHHHpaHa CIIOpe.n: 

cne.n:HaTa KJiacHcpHKauHja: qecTH ( ~ 1/100 .n:o < 111 0); He MHory qecTH ( ~ 111 000 .n:o < 
111 00); peTKH ( ~ 1110 000 .n:o < 111 000); MHory peTKH ( < 1/ 10 000), co Heii03HaTa qecToTa 

(qeCTOTaTa He MO:>Ke .n:a ce IIpOUeHCTH O.ZJ: .ZJ:OCTaiiHHTe IIO.ZJ:aTOUH). Bo CeKOj OpraHCKH CHCTeM 

HecaKaHHTe .n:ejcTBa ce npe3eHTHpaHH cnope.n: onataJDe Ha cepH03HOCTa: 

CncTeM 1

1 

qeCTH I He Mnory q:ecrn I PeTKH T Maory peT~H, 
l nen03HaTHx 

,.---------·----r--·-----+-·--------.:.------+---------1 
Hapymysaa.a Ha 1 TpoM60UHToneH HeyrponeHHja TpoM60TH~a 

Hja, , BKJiyqysajKH TpOM60UHTOIIeHH'i KpBTaH Ha 

I JIHMcpHHOT CHCTeM 

I 

I 

Hapymysaa.a Ha 

cpueTo 

I HapymysaJDa Ha 

I HMYHOJIOIIIKHOT 

ICHCTeM 

JieYKOIIeHHJa, TeiiiKa Ha nypnypa (TTP) 

e03HHOcpHJIHja HeyTpOIIeHHJa (BH,L{eTe ro .n:eJIOT 

.. 

4.4), annacTHqHa 

aHeMHJa, 

IIaHUHTOIIeHHj a, 
arpaHyJIOUHT03a, 

TemKa 

TpOM60UHTOIIeHHj a 

, CTeKHaTa 

xeMo<l>HJIHja A, 
rpaHyJIOUHTOIIeHHJ 

a, aHeMHja 

CHH.ZJ:POM Kounis 

( Ba30CIIaCTlfqHa 

aJieprHCKa 

aHrHHafaJieprHCKH 

MHOKap.n:eH 

HHcpapKT) BO 

KOHTeKCT Ha 

XHIIepceH3HTHBHa 

peaKUHja Ha 

KJIOIIH,llOrperr * 
CepyMCKa 6orrecT, 

aHacpHJiaKTOH.Z:Uia 

peamHja, 
BKpCTeHa peaKUHja 

Ha npeoceTJIHBOCT 

. ~~ I 

________ 1_··--·-------~--.I;.~~-;~~;::::J 
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1 ITcHxHjarpHCKH 
Hapymysa.H>a 

r· .. --··--·----··-- -·--·----· .. -··--

I HapymysaH>a Ha 
HepBHHOT CHCTeM 

I 

I 

I 

HapymysaH>a Ha 
OqHTe 

I 

HapymysaH>a Ha I 
ysoTO H Ha 

I 1 rra6HpHHTOT 
1 
BacKyrrapHH 

I 

Hapymysa.H>a 
I 

I 

I 

PecnHpaTopHH, 
rpa.n;HH H 
Me.n;Hj aCTHHaJIHH 
Hapymysa.H>a 

I 

--, 

-·-------------------------·---·----- ---,---
lliiTpaKpaHHj aJIH I 
H KpBaBe:tba 
(HeKOH crryqaH 
co ¢aTaJieH 
HCXO.D:), 
rrraso6orrKa, I napecTe3HH, 
BpTOrJiaBHUa 

KpsaseH>a so 
oqHTe 
(KOHjyHKTHBaJIH 
H,O~H, 

peTHHaJIHH) 

BepTHro 

XeMaToM 

. 

~~u•"tJ~ 
A~ ~ "..-o~.,"ltO(. . ~.-( .·· , 

EnHcTaKca " i# ff ·-~~1 ~ ~ .• ~j r~i J' F1J 
~\ t\t~~ll':;i ' h 
~ ~ i "/ ~. , ..... \) ,i;.~ 

n<'· • c~ -

I 

THKJIOIIH}J,HH, 
npacyrperr) 
(BH.n;eTe ro .n:erroT 
4.4)*, aBTOHMyH 
HHCYJIHHCKH 
CHH,Z:{pOM KOjmTO 
MO)I(e .n:a .n:ose.n:e .n:o I 

ITemKa . 

I 
XmiOfJIHKeMHJa, 
oco6eHo Kaj 
nanHeHTHTe CO 
IIO.D;THIT HLA 
DRA4 (noqecTo 

1 Kaj jarroHcKaTa 

1 
norryrranHja)* 

1 
Xanyn:HHanHH, I 

1 KoH¢Y3Hja I 
~ 

~--

HapymysaH>a Ha 
BKYCOT, arey3Hja 

I 
I 

I 

1
cepH03HH 
KpsaseH>a, 
I KpBaBeH>a o.n: 
OIIepaTHBHH paHH, 

I sacKyrrHTHC, 

I 
I xHnoTeH3Hja 

! 

I KpsaseH>e so 
peciiHpaTOpHHOT I 

ITpaKT (xeMonTH3a, I 
J6erro.n:po6Ha 

i 
xeMoparHja), I 

I 16pOHXOCIIa3Ma, 
H.HTepCTHUHJ aJieH I 

I 
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r-· -····- ---------------------------····--·-------·-·-----.. --------------··· ........................................ ____ .. _____ .. __ .. _________ T _____ 
TIHeBMOHHTHC, 
eo3HHoqnuma 

i 
nHe)'MOHUja 

l faCTpOHHTeCTHHaiTH faCTpOHHTeCT facrp:aqeH PerponepHTOH faCTpOHHTeCTHHaiT 
· H Hapymy.sa!ba HHa.mrn YJIKYC H earrHa Han 

KpBaBe.FDa, .rzyo.LJ;eHarreH xeMoparnja perponepnToHearrH 
.LJ:HJapeJa, yrrKyc, a xeMoparnja co 
a6,LJ;OMHHaiTHa raCTpHTHC, cpaTarreH HCXO.LJ;, 
6oJIKa, nospa.Ka!be, TiaHKpeaTHTHC, 

I ,LJ;Hcnencnj a ra.LJ;e.FDe, KOJIHTUC 
KOHCTHTiaUHja, (s~y.sajfu 
cprraTyrreHUHja ynuepaTHBeH HJIH 

JIHMcpOUHTeH I 

KOJIHTHC), 
CTOMaTHTHC 

' Hapyii.Iy.Ba.FDe Ha AKyTHa xenaTaiTHa 
xenaT06HJIHjapHHOT HHcycpuuneHunj a, 

,TpaKT xenaTHTHC, 

I 
a6HOpMaiTHH 
xenaTaiTHH TeCTOBH 

Hapymy.sa.FDe Ha I IIo.LJ;JIHBH 11cHn, npypHTyc, Eyno3eH 
KO)I(aTa H Ha KO:>KHH KpBaBe.Fba .LJ;epMaTUTHC 
TIOTKO)I(HOTO TKHBO (nypnypa) (TOKCH:qHa 

enu.LJ;epMarrHa 
HeKpOJIH3a, 
CTHBeHc-
UoHcoHoB 
CHH.LJ;pOM, epHTeMa 
MyJITHcpOpMe ), 
aHrHOe,LJ;eM,aKYTHa 
reHepaJIH3upaHa 

I er3eMaT03Ha 

I nycTyJio3a 
(AGEP), CHH.LJ;pOM 

I 
Ha npeoceTJIHBOCT 

~ ~-~ 
npe.LJ;H3BHKaH O.LJ; 

~fC. tl~E f'A.Jts<o/, Jr1-" JieKOBH, HCHTI CO 

. ..... -s e03HHOcpHJIHja If ~ 
~J \f.o 

~"' CHCTeMCKH 
<1&.1 ,.;m 
_,~ :Jl'~ CHMTITOMH 

~ 
() ..f.' (DRESS), I ~~ .' 

' 1- • ._I , • SH~\)~ • epHTeMaT03eH HJIU 
~CKQt\.)~ eKCcpOJIHjaTHBeH 

HCHTI, ypTHKap:aja, 

I er3eMa, JIHXeH I 

i TIJiaHyC 

1 Hapyrny.sa.FDa Ha fHHeKOMaCTHj 
penpO.LJ;YKTHBHUOT a 

1 CHCTeM H Ha .LJ;OjKHTe I 

II 



----~; 

~YCKYITHOCKeneTH 
H KpBaBeH>a 

HapyrnysaH>a Ha 
'MYCKYRHOCKeneTHHO 
T CHCTeM H Ha 
CBp3HOTO TKHBO 

(xeMapTp03a), I 
\
apTpHTHC, 
apTpanru:ja, _j 
I Mu:janru:ja 

-------~-----······-·--r---·--··------~- I 
I pymyBan,e Ha eMaTypHJa noMepynoHe pHT 
6y6pe3.r1Te u: Ha 
r--------.. ···--·-··T·----·-·-Ha X 

HC,IIOI<aqeH 
j ypHHapHHTe KpeaTHHHH BO 

I 

I 

IIaTHIDTa KpBTa 

OrrmTH HapymysaH>a KpsaBeH>e Ha 
1 

jTpecKa 
u: e<Pei<TH Ha MeCTOTO I MeCTOTO Ha 

I Ha arrnHKan:u:ja II)'Ill<nHja I 
l1cnu:rysaH>a ITpo.noJDKeHo 

speMe Ha 
I<psaseH>e, 
HaMMeH 6poj 
HeyTpO<l>HnH H 
TpOM60UHTH 

*Hecai<aHH ,UeJCTBa nOBp3aHH CO KnOnH,UOrpen CO Heii03HaTa qeCTOTaHa nOJaByBaH>e 

IIpujasysaH>e HecaKaHn p;ejcTBa 
Hecai<aHHTe peai<UHH o.u neKOBHTe MO:>KeTe .ua rH npHjaBHTe so Han:HOHMHHOT ueHTap 3a 
<l>apMai<OBHnmaHua npH AreHuHjaTa 3a nei<OBH H Me.UHUHHCKH cpe.ucTsa (yn. ,Cs. KHpHn H 
~eTO.D:Hj", 6p. 54, KaT 1) HJIH no eneKTpOHCKH naT npeKy se6-cTprum-uaTa Ha AreHuHjaTa 
http:/ /malmed.gov .mk/. 

4.9 1Ipep;o3npa~~>e 

ITpe.uo3HpaH>eTo co ~<nonH.norpen BO.UH .uo npo.non:>KeHo speMe Ha KpBaBeH>e H, nocne.uHqHo, 
.no I<OMnnHKai(HH O.l( KpsaBeH>e. ,ll;oKOJIKY ce nojaBH KpBaBeH>e, Tpe6a .ua ce cnpose.uaT 
a,UeKBaTHH MepKH. 
He IIOCTOH CIIeUH<l>HqeH aHTH.l(OT 3a KnOIIH,UOrpen. ,ll;OKORKY e IIOTpe6HO 6p30 KOpHrHpaH>e 
Ha IIpO.l(OR)KeHOTO BpeMe Ha KpBaBeH>e, ,UejCTBOTO Ha KnOIIH,UOrpenOT MO:>Ke ,Ua ce 3arrpe CO 
TpaHc<l>y3Hja Ha CBe:>KH TpOM60UHTH. 

5. <I>APMAKOJIOillKH CBOJCTBA 

5.1 <J>apMaKOJJ:HHaMCKH CBOjCTBa 

<J>apMai<OTeparreBTCKa rpyrra: HHXH6HTOp Ha arperau,HjaTa Ha TpOM60UHTHTe (HCI<nyqysajKH 
ro xerrapHHOT). 
ATL(-Ko.u: BOlAC-04. 
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peuenTopHTe KOH ce HaofaaT Ha nospunmaTa Ha TpOM60UHTHTe H, nocJJe.llOBaTe.nHo, ADP
HH.llYUHpaHaTa aKTHBaUHja Ha KOMIIJieKCOT GP IIblllla, HHXH6HpajK.Hja arperaQHjaTa Ha 
TpOM60IJ;HTHTe. ITopMH Hpesep3H6HJIHOTO sp3)'BaH>e, TpOM60UHTHTe H3JJO)f(eHH Ha KJJOflH.llorpen ce 
3acerHaTH .llO KpajOT Ha HHBHHTe )f(H80TH (npH6mOKHO 7 - } 0 .lleHa), a 06HOByBaH>eTO Ha HOpMaJJHaTa 
TpOM60QHTHa <f>YHKI.J.Hja Ce IIOjasysa BO COrJJaCHOCT CO 6p3HHaTa Ha TpOM60U.HTHHOT o6pT. 
K.JIOnH.llOrpeJJ, HCTO TaKa, ja HHXH6Hpa TpOM60UHTHaTa arperau.Hja HH.llYUHpaHa O.ll .llpyrH 
CTHMYJJaTOpH; TOj ro pe.llYUHpa e<f>eKTOT Ha A,lUJ. 

EH.llej:KH ai<THBHHOT MeTa6oJIHT ce <l>opMHpa co IIOMOill Ha CYP450-eH3HMHTe, o.n: KOH HeKOH 

ce CO IIOJIHMop<l>H3aM HJIH, IIaK, Ce npe,n:MeT Ha HHXH6HUHja O.ll CTpaHa Ha .n:pyrH JieKOBH, 
CHTe nauHeHTH HeMa ,n:a HMaaT a.D:eKBaTHa HHXH6HUHja Ha TpOM60UHTHTe. 

(/)apMaKOOWta.MCKU erjJeKmU 

TIOBTOpj'BaHHTe .ll03H o,n:75 mg Ha ,n:eH IIpO.LJ:YUHpaaT 6HTHa HHXH6HUHja Ha A,lUJ
HH.D:yuHpaHaTa TpOM60UHTHa arperauHja O.D: IIpBHOT ,n:eH; OBa Ce 3rOJieM}'Ba rrporpeCHBHO H 
steady state .n:ocTHreyaa noMefy -rpeTHOT H ce,n:MHOT ,n:eH. Bo steady state npoceqJIOTO HHBO 
Ha HHXH6HUHja, 3a6ene:>KaHo co ,n:o3a o.n: 75 mg Ha ,n:eH, 6HJIO noMety 40 % H 60 %. 
TpoM60UHTHaTa arperauHja H BpeMeTO Ha KpBaBeFbe IIOCTeneHO ce BpaKaaT Ha 6a3HqJIHTe 
ape,n:HOCTH, rnaaHo 3a 5 ,n:eHa no npeKHH}'BaFDe Ha TepanHjaTa. 

K!zUHUlf.Ka erjJuKaCHOCm U 6e36eOHOCm 

ne36e,n:HOCTa H e<l>HKaCHOCTa Ha KJIOITH.llOrpeJI ce OUeHeTH BO 5 ,n:BOjHO CJieiiH CT)'.D:HH KOH 
on<l>a.KaaT rrpeKy 88 000 nauHeHTH: cTy,n:Hj am CAPRIE, cnope.n:6a Ha KJIOIIH.LJ:Orpen co 
aueTHJICaJIHUHJIHa KHceJIHHa, H cTy,n:HHTe CURE, CLARITY, COMMIT H ACTIVE-A KOH ro 
cnope.n:yaaaT KJIOrrH,n:orpen co rmaue6o, .n:aaTa neKa .n:an:eHH ao KOM6HHauHja co 
aueTHJICaJIHUHJIHa KHCeJIHHa H CO ,n:pyra CTaH,n:ap,n:Ha TeparrHja. 

CKopew.eH MUOKapoujaJleH uHrjJapKm (Mlf), cKopeweH yoap wzu ymepoe11a nepurjJep11a 
apmepucKa 6ollecm 
Bo cTy,n:HjaTa CAPRIE 6Hne BKJI~eHH 19 185 nauHeHTH Kaj KOH aTepoTpOM6o3aTa ce 
MaHH<i>eCTHpana CO CKOpellleH MHOKap,n:eH HH<l>apKT (npe,n: < 35 ,n:eHa), CKOpellleH HCXeMHtieH 
y,n:ap (noMefy 7 ,n:eHa H 6 MeceuH) HJIH co yTap,n:eHa nepH<l>epHa apTepHcKa 6onecT (PAD). 
TiauHeHTHTe CO paH.D:OMH3auHja 6HJie IIO):leJieHH BO rpyna KOja IIpHMaJia KJIOIIH):{OrpeJI, 75 mg 
Ha ):leH, HJIH ASA, 325 mg Ha ):leH, H 6Hne cne):leHH 1 - 3 ro.n:HHH. Bo IIO):lfPynaTa Koja HMana 
MHOKap):leH HH<l>apKT HajroneM 6poj OJ:l rrauHeHTHTe rrpHMane ASA ao rrpBHTe HeKOJIKY 
):leHOBH IIO ai<YTHHOT MHOKap):leH HH<l>apKT. 

AHaJIH3a Ha IIO):lrpyiiHTe KOH HMaJie e):{Ha O.ll npeTXO)l,HO HaBe):leHHTe COCTOj6H (MHOKap):leH 
HH<)_}apKT, HCXeMH'tJeH y,n:ap HJIH pAD) IIOKa:>KaJia ):leKa HajrOJieMa KOpHCT 0):{ TepaiiHjaTa CO 
KJIOIIH):{OrpeJI HMaJia rpynaTa CO pAD (IIOCTHrHaTa CTaTHCTWIKa CHrHH<j)HKaHTHOCT Ha HHBO 

13 



Hap= 0,003), rroce6HO, Kaj rra:uHeHTHTe KOH HMaJie rrpeTXO.I:(Ha HCTOpHja Ha MHOKap,n;eH 
HH<PapKT (HaMaJlYBaH>e Ha penaTHBHHOT pH3HK 3a 23,7 %; CI: 8,9 - 36,2), a rrocna6H 
pe3yJITaTH (HeMa 3Ha~nneJIHH pa3JIHKH BO o,D;Hoc Ha ASA) 6HJie 3a6eJie)l(aHH BO rpyrraTa Koja 
HMaJia y,n;ap (HaMaJIYBaH>e Ha penaTHBHHOT pH3HK 3a 7,3 %, CI: -5,7- 18,7 H p = 0,258). Kaj 
IIaiJ;HeHTHTe KOH 6Hne BKn~eHH IIOp~H CKOpeiiieH MHOKap,n;eH HH<l>apKT, KJIOIIH,D;Orpen 
rroK~aJI cTaTHCTHtiKH He3Ha'IHTeJIHo rrocna6H pe3yJITaTH o,n; ASA (HaMaJIYBaH>e Ha 
peJiaTHBHHOT pH3HK 3a -4,0 %; CI: -22,5 ,n;o 11,7 H p = 0,639). AHaJIH3aTa Ha rro,n;rpyrrHTe 
IIOKIDI<aJia ,D;eKa KOpHCTa O.D; IIpHMeHaTa Ha KJIOIIH,D;OrpeJI Kaj IIau;HeHTH IIOCTapH O,D; 75 
rO,D;HHH e IIOMaJia OTKOJIKY Kaj IIau;HeHTH nOMJia,D;H O.D; 75 rO,D;HHH. 

Tiopa,n;H Toa mTo cTy.n;HjaTa CAPRIE HeMa MOK 3a aHaJIH3a Ha o,n;.n;enmne no,n;rpyrrH, He e 
jaCHO .D;aJIH 3a6eJie)l(aHHTe pa3JIHKH BO O,D;HOC Ha HaMaJiya8.H>eTO Ha peJiaTHBHHOT pH3HK Ce 
pearrHH HJIH npeTCTaByaaaT MO)I(HOCT. 
AkymeH KopoHapeH cuHOpOM 

Bo cTy.n;HjaTa CURE 6HJie BKJiyqeHH 12 562 na:uHeHTa co aKyTeH KopoHapeH CHH,n;poM 6e3 
eneaa:uHja Ha ST-cerMeHTOT (HecTa6HJIHa aHrHHa HJIH MHOKap.n;eH HH<PapKT 6e3 Q-6paH) KOH 
BO nOCJie.L(HHTe 24 t:raca HMaJie HOBa eiiH30,D;a Ha 6oJIKa BO rpa,D;HTe HJIH CHMnTOMH IIOBp3aHH 
CO HCXeMHja. llau;HeHTHTe HMaJie EKr -IIpOMeHH KOMnaTH6HJIHH CO HOBa HCXeMHja, 
3rOJieMeHH Kap,n;HjaJIHH eH3HMH HJIH HHBO Ha TpOnOHHH J HJIH T HajMaJIKy ,D;BaiiaTH nOBHCOKO 
O,D; HOpMaJIHOTO. llau;HeHTHTe CO paH,D;OMH3aiJ;Hja 6HJie no,n;eJieHH BO rpyrra KOja IIpHMa 
KJionn,n;orpen (300 mg y,n;apHa ,n;o3a, no Koja cne.n;yaa 75 mg Ha ,n;eH, N = 6 259) HJIH rrnau;e6o 
(N = 6 303), .n;BaTa JieKa .n;aaaHH BO KOM6HHa:UHja co ASA (75 - 325 mg e.n;Ham Ha ,n;eH) H co 
.n;pyra cTaH,n;ap,D;Ha TeparrHja. llau;HeHTHTe 6HJie rreKyaaHH 1 ro.n;HHa. Bo czy,D;HjaTa CURE, 
823 nau;HeHTH (6,6 %) HCTOBpeMeHO npHMaJie TeparrHja CO aHTarOHHCTH Ha pe:uenTOpHTe 
GPIIb/IIIa. XenapHH 6HJI aiiJIHIUIPaH Kaj noaei<e o.n; 90 % o.n; na:uHeHTHTe H HH:UH,D;eHuaTa Ha 
nojaayaaiDe Ha KpBaBeiDe mTo ce nojasysa npH .n;aaaiDe KJionH,n;orpeJI H nnaue6o He 6Hrra 
3Hatm:TeJIHo a<PeKTHpaHa o,n; HCTospeMeHaTa TepanHja co xenapHH. 

npojOT Ha narureHTH KOH ,lJ;O)I(HBeaJie Kap,D;HOBaCKyrrapHa CMpT, MHOKap,n;eH HH<PapKT HJIH 
y,n;ap (npHMapHa TOt:J:Ka Ha aHaJIH3a) 6HJI 582 (9,3 %) BO rpyrraTa TpeTHpaHa CO KJIOIIH.D;Orperr 
H 719 (11 ,4 %) so rpynaTa co rrnaue6o. EHrro 3a6eJie)l(aHO HaManyaaiDe Ha peJiaTHBHHOT 
pH3HK 3a 20 % (95 % CI o,n; 10- 28 %, p = 0,00009) so rpyrraTa TpeTHpaHa co KJionn,n;orpeJI 
(17% HaMaJIYBaH>e Ha peJiaTHBHHOT pH3HK Kaj nau;HeHTHTe TpeTHpaHH KOH3epBaTHBHO, 29% 
Kaj nau;HeHTHTe no.n;no)l(eHH Ha nepKYTaHa TpaHCJIYMHHaJIHa KOpOHapHa aHrHOnJiaCTHKa 
(PTCA) CO HJIH 6e3 CTeHT H 10% Kaj narureHTHTe H3JIO)I(eHH Ha KOpOHapeH apTepHCKH 
bypass-rpa<PT (CABQ)). llpeBeH:UHjaTa Ha HOBH Kap,D;HOBacKyJiapHH HH:UH,l.leHTH (npHMapHa 
TOt:J:Ka 3a aHaJIH3a) 6HJia IIOCTHrHaTa CO HaMaJiyBaiDe Ha peJiaTHBHHOT pH3HK 3a 22% (CI O,D; 
8,6- 33,4), 32% (CI o.n; 12,8- 46,4), 4% (CI o.n; -26,9 ,n;o 26,7), 6% (CI o,n; -33,5 .n;o 34,3) H 
14 % (CI o.n; -31,6 ,n;o 44,2), no rrepHo.n; Ha TepaiiHja co apeMeTpaeiDe o,n; 0- 1, 1 - 3, 3 - 6, 6 
- 9 H 9- 12 Meceun. Mo)l(e ,n;a ce 3a6eJie)I<H .n;eKa no 3-Mece'I!Ha TepanHja HeMa 3roJieMyB8.H>e 
Ha KopHCTa o,n; TepanHjaTa co KJIOnH.n;orpeJI + ACA, .n;o.n;eKa pH3HKOT o,n; xeMoparnja 
OCTaHyBa (BH,D;eTe ro .D;eJIOT 4.4). 



co nn~e6o.I1Ma 14% HaManyBa.Ibe Ha penaTHBHHOT pH3m< (95% CI o.n: 6% .n:o 21 %, p = 

0,0005) BO rpynaTa TPeTHpaHa CO KJIOllH)lOrpen. 0Baa KOpHCT ce 3a6ene)I(YBa H BO OJJ:HOC Ha 
CTaTHCTWIKH 3Haqn:TenHOTO HaMMYBa.Ibe Ha HHI.{H)leHI.{aTa Ha MHOKap,n:eH HHlPapKT: 287 ( 4,6 
%) BO rpynaTa TPeTHpaHa co KJionn.uorpen H 363 (5,8 %) BO rpynaTa TPeTHpaHa co nnan:e6o. 
He 6nne 3a6ene)l(aHH pa3nHKH BO O)lHOC Ha pexocnHTanH3amijaTa nopa.n:n HecTa6nnHa 
aHrHHa. 

Pe3ynTaTHTe .uo6neHH BO norryna[(nja co pa3JIHtiHH KapaKTepHCTillGI (Ha npnMep: 
HeCTa6HnHa aHrHHa, HHlPapKT Ha MHOKap)lOT 6e3 Q-6paH, )lHja6eTeC, nOTPe6a O)l 
peBaCKynapH3ai.{Hja, B03paCT, non H .n:pyro) 6nne COO)lBeTHH Ha pe3ynTaTHTe O)l IIpHMapHaTa 
aHanH3a. 0co6eHO nOCT-XOK aHMH3aTa Ha 2 172 nau:HeHTa (17% O)l BKynHHOT 6poj 
nan:neHTH BKJI)'t{eHH BO cry.D.HjaTa CURE) KOH 6nne H3nO)I(eHH Ha CTaBa.Ibe cTeHT nOKa)l(ana 
,n;eKa KJIOnH.n;Orpen BO O)lHOC Ha nnan:e6o ,ZJ;aBa 3Haqn:TenHO HaMMYBa.Ibe Ha penaTHBHHOT 
pH3HK 3a 26,2% BO O)lHOC Ha npHMapHHTe TO'IKH 3a aHanH3a (Kap.IJ.HOBaceynapHa CMpT, 
MHOKap,n;eH HHlPapKT, y,n;ap) H 3Haqn:TenHO HaManyBa.Ibe Ha penaTHBHHOT pH3HK 3a 23,9% BO 
O)lHOC Ha CeKYfl,ZJ;apHHTe TOqJ<H Ha aHanH3a (Kap.n;HOBaCKynapHa CMpT, MHOKap.n;eH HHli>apKT, 
y.uap HnH peli>paKTepHa HCXeMHja). llcTO TaKa, H 6e36e)lHOCHHOT npo4>nn Ha KJIOnH.n;Orpen BO 
OBaa no.n;rpyna nan:HeHTH He nOKa)l(an HHillTO illTO 6H npe.n;H3BHKMO 3arpH)I(eHOCT. 0BHe 
pe3ynTaTH ce BO cornacHOCT co pe3ynTanne o.n: .n:pym HCITHTYBai:Da. 

KopncTa 3a6ene)l(aHa o.n: KJIOnH.n:orpen 6nna He3aBHcHa o.u .n:pyraTa aKYTHa HnH .uonroTPajHa 
Kap,llHOBacKynapHa TepanHja (KaKo xenapHH, HHCKOMoneKynapHH xenapHHH, GPIIb/IIIa
aHTaroHHCTH, neKOBH 3a HaMMYBa.Ibe Ha nHnH)lHTe, 6eTa-6nOKaTOpH H HHXH6HTOpH Ha 
AKE). E4>nKacHocTa Ha KJionn.uorpen 6nna He3aBHCHa H o.u )l03aTa Ha ACA (75- 325 mg, 
e.n:Ham Ha .n:eH). 

Kaj nailHeHTHTe co aKYTeH MHOKap.n:eH HHli>apKT KOH HMaaT eneBan:nja Ha ST -cerMeHTOT, 
6e36e)lHOCTa H elPHKaCHOCTa Ha KJIOnH.n;orpen 6Hna HCnHTaHa BO 2 paH.UOMH3HpaHH, 
nnan:e6o-KOHTPOnHpaHH, )lBOjHo cnenH KJIHHHqKH CTY.UHH, CLARITY H COMMIT. 

IleTHaeceT npon:eHTH (15 %) o.n: nan:neHTHTe BO rpynaTa co KJIOITH.Uorpen H 21 ,7 % o.n: 
ll~HeHTHTe BO rpynaTa CO nnau:e6o BO O)lHOC Ha' npHMapHaTa TOqy<:a Ha aHanH3a ll0Ka)l(ane 
6,7% H 36% HaMM)'Ba.Ibe (95% CI o.n: 24% .n:o 47 %, p < 0,001) BO noma Ha KJIOnH.n:orpen 
H TOa, rnaBHO, Ha pe.nyKI.{Hja Ha OKJIY3HjaTa Ha apTepHjaTa noBp3aHa CO HHlPapKTOT. 0Baa 
KOpHCT 6nna 3a6ene:>KaHa BO CHTe no.n:rpyrm nan:neHTH BO O)lHOC Ha B03pacT, non, noKan:nja 
Ha HHli>apKTOT H THIT Ha qm6pHHOnHTH:qHatf!. TepanH:ja, H:nH ynoTPe6aTa Ha xerrapHH. 
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Bo 2 x 2 <Pru<roplljaJIHaTa cry.n;11ja COMMIT 6HJie BKJiytieHII 45 852 mw:11eHTa KOII BO 
nOCJie,ll;HIITe 24 qaca HMaJie noqeTOK Ha CIIMnTOMIITe Ha MIIOKap,n;eH HH<PapKT npll,ll;py)l(eH CO 
EKr -HapymysaH>e (Ha npHMep: eneBau11ja Ha ST -cerMeHTOT, .n;enpec11ja Ha ST -cerMeHTOT 
IIJIH 6noK Ha neBaTa rpaHKa). ITaulleHTIITe npHMane KJIOnll.n;orperr (75 mg Ha .n;eH, n = 22 961) 
IIJIH nnaue6o (n = 22 891) Bo KOM6HHauHja co ASA (162 mg Ha .n;eH), Bo rrepHo.n; o.n; 28 .n;eHa 
HJIH )];0 OTnYJliTaH>eTO 0)]; 60JIHHI:J:a. I1pHMapHa TO~a 3a aHaJIH3a 6HJia CMpT nopa,uH KOja 
6Hno nplfql~Ha 11 npBo .n;o6HBaH>e peHH<PapKT, y.n;ap HJIH CMpT. Bo rpynara narweHTII IIMaJio 
27,8% )l(eHH, 58,4% nauHeHTH nOCTapH 0)]; 60 rO)l;IIHH (26% nOCTapll 0)]; 70 rO)l;HHII) II 54,5 
% nauHeHTII KOII npiiMaJie <P116p11HOJIHTIIUH. 

KJiorrH,n;orpeJIOT 3HaqJITeJIHO ro HaMaJIHJI peJiaTIIBHHOT pH311K 0)]; CMpT nopa,n;H KOja 6HJIO 
np11q11Ha 3a 7 % (p = 0,029) II penanrBHIIOT p113HK 0)]; KOM611HauHjaTa peiiH<PapKT, y,n;ap IIJIH 
CMpT 3a 9 % (p = 0,002), nOKa)l(ysajKII aiiCOJIYTHa pe,ll;YKUIIja 3a 0,5 % II 0,9 %. 0Baa KOpiiCT 
611Jia 3a6eJie:>KaHa BO CIITe no.n;rpyrr11 naulleHTH (BO O,ll;HOC Ha B03paCT, non, CO IIJIII 6e3 
<P116pHHOJIIITH~a TepaiiHja) II 61111a oncepBHpaHa nOpaHO 0)]; 24 qaca. 

L{eeCKaJiaullia Ha HHXH611TOp11Te Ha P2Y Jl (npeMHH O.ll nOMOKeH Ha nocna6 HHXII6HTOp Ha 
P2Y12) np11 aKITeH KopoHapeH cHH.n;poM 
ITpeMIIHYBaH>eTo O.ll noMo:KeH IIHXH611TOp Ha peuenrop:HTe Ha P2Y 12 Ha KJIOIIH.n;Hrperr Bo 
KOM611HaUIIja CO aueTHJICaJIIIUHJIHa KHCeJIHHa no aKyTHa <Pa3a Ha aKyreH KOpOHapeH 
CIIH,IlPOM (AKC) 611110 IICniiTaHO BO ,n;Be paH,ll;OMH311paH11 CTY.n;HH cnOH30p11paHII O,n; 
HCnllrysaqor (aHrn. Investigator-sponsored studies-ISS) TOPIC 11 TROPICAL-ACS, co 
no,n;aTOUII 3a KJIHH~OT IICXO)l; Ha CTY)l;HIITe. 

KniiHII~aTa KOpiiCT KOja 3a BpeMe Ha KJIY~IITe HCIIHTysaH>aja MaHII<PecTIIpaJie nOMOKHIITe 
HHXH6HTOp11 Ha P2Y 12, TIIKarpenop H npacyrpeJI, e noBp3aHa CO 3HaqajHa pe.n;yKU:Hja Ha 
nOBTOpHaTa nojasa Ha HCXeMH~II HaCTaHH (BKJI~TeJIHO aKyTHa H cy6ru<yTHa TpOM603a Ha 
CTeHTOT, HH<PapKT Ha MHOKap.IIOT II IITHa peBaCKynapH3auHja). Mru<o KOpHCTa O)l; TeparrHjaTa 
BO O.n;HOC Ha IICXeM:HjaTa 611Jia KOH3HCTeHTHa BO TeKOT Ha npBaTa rO.IIIIHa, norOJieMa 
pe)J;YKU.aja BO noBTOpHaTa nojasa Ha HcxeMIIjara no AKC 6HJia 3a6ene:>KaHa BO npBHTe 
,n;eHOBII no noqeTOKOT Ha rpeTMaHOT. MefyTOa, nOCT XOK-aHaJIH3HTe nOKa)l(aJie CTaTHCTIIl!KH 
3HaqaeH nopacT Ha p11311KOT O.ll KpBaBeH>e npll yrrorpe6a Ha nOMOKHIITe IIHXH611TOp11 Ha 
P2Y12 H roa rnasHo 3a BpeMe Ha <Pa3ara Ha O.IIp:>KysaH>e, no npBHOT Meceu no nojasara Ha 
AKC. Cry.n;HHTe TOPIC 11 TROPICAL-ACS 611ne .ll113ajH.apaHH 3a .n;a ce HCIIIITa KaKO .IIa ce 
HaMaJiaT HeCaKaHIITe peaKUIIII noBp3aHH CO KpBaBeH>e, a IICTOBpeMeHO .IIa Ce 3a.IIp:>KH 
e<PHKaCHOCTa Ha JieKOT. 

TOPIC (aHrn. Timing of Platelet Inhibition after Acute Coronary Syndrome) 
Bo OBaa paH.IIOMH3HpaHa OTBOpeHa CTY.IIHja 6:HJie BKJiytieHH nauHeHTH co AKC Ha KOH HM 
6HJia rrorpe6Ha nepKyraHa KOpOHapHa HHTepBeHuHja (PCI). Ha rraulleHTHTe KOH 611rre Ha 
TepaiiHja CO aueTIIJICaJIHUHJIHa KHCeJIHHa II nOMOKeH 6JIOKaTOp Ha P2Y12 H KOH HeMaJie 
nojasa Ha HeCaKaHH e<PeKTH BO TeKOT Ha.e,n:eH MeCeU HM 6HJIO O.IIpe.IIeHO .IIa rrpeMIIHaT Ha 
<PHKCHa ,ll;03a aueTHJICaJIHUHJIHa KHCeJIHHa CO ~ ' ·~ryen (.IIeeCKaJIHpaHa ,ll;BOjHa 
aHTHTpOM60D.IITHa reparr11ja- aHrJI. Dual A :p~~~Jihft!'.,C!PY, DAPT) 111111 .IIa npO.IIOJI)I(aT co 
aKryerrHHOT pe:>KHM Ha repan11ja (HenpoM ~~APTt ( ~~: 

0 .lli: ~. ?: - . 

BKynHO 6:HJie IICniiTaHII 645 O.II646 nan ~' C~~~~~T ~~· 's .: OKap.IIOT CO eJieBau:Hja Ha 
ST -cerMeHTOT (STEM!) HJIH co IIH<PapKT ~~o:Ka~~·6'e3:'e.Jl~./3auRja Ha ST -cerMeHTOT 
(NSTEMI) HJIH co Hecra611nHa aHrRHa (.n;e ;oaHa ~~~ g=322); HenpoMeHeTa DAPT 

.~-....~.,. ~. s .... ¢. 6 (98 O.l ) (n=323)). ITo npBara ro.n;11Ha 6Hno crrpoBe.n;e ~~ 1 nau11eHTH , I ;~o BO 
rpynaTa co .n;eecKaJIIIpaHa DAPT 11 Kaj 318 (98, ~ tatfifeHTII BO rpynara co HenpoMeHeTa 
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DAPT. Cpe~o BpeMe-rpaelbe Ha rrepHo,noT Ha cne,nelbe 3a .n;BeTe rpyrm 6HJIO 359 .neHa. 
KapaKTepHCTHI<HTe Ha HCIIHTJBaHHTe KOXOpTH 6HJie C.JIHtlHH BO ,ll;BeTe rpyrrH. 

fipHMapHHOT HCXO,ll; KOj orr<t>a.Kan Kap,nHOBaCKyJiapHa CMpT, y,nap, HTHa peBaCKyJiapH3(lUHja H 
BARC (aHrJI. Bleeding Academic Reasearch Consortium) cTerreH Ha KpBaBelbe 2:2 BO rrpBaTa 
ro.n;HHa no AKC ce rrojaBHJI Kaj 43 rrauHeHTH (13,4 %) BO rpyrraTa Koja rrpHMana 
.neeCKaJIHpaHa DAPT H Kaj 85 rrauHeHTH (26,3 %) BO rpyrraTa co HerrpoMeHeTa DAPT (p < 
0,01). 0Baa CTaTHCTH"t!KH 3Ha"t!ajHa pa3JIHKa fJiaBHO 6HJia IIOBp3aHa CO IIOMamiOT 
6pOjHeCaKaHH e<t>eKTH CO KpBaBelbe 6e3 IIpHjaBeHa pa3JIHKa BO HCXeMHCKHTe HCXO,llH (p = 

0,36), .no.neKa rraK BARC cTerreH Ha KpBaBelbe 2: 2 6Hn rropeTKO 3a6ene)KaH BO rpynaTa co 
.neecKaJIHpaHa DAPT (4,0 %) BO crrope.n6a co rpyrraTa Koja rrpHMana HerrpoMeHeTa DAPT (p 
< 0,01). HecaKaHH e<t>eKTH IIOBp3aHH CO KpBaBeiDe .ne<l>HHHpaHH KaKO CHTe CTeneHH Ha 
BARC 6Hne perHCTpHpaHH Kaj 30 rrauHeHTH (9,3 %) BO rpyrraTa Koja rrpHMana .neecKanHpaHa 
DAPT H Kaj 76 na.qHeHm (23,5 %) BO rpyrraTa co HenpoMeHeTa DAPT (p < 0,01). 

TROPICAL ACS (aHrn. Testing Responsiveness to Platelet Inhibition on Chronic 
Antiplatelet Treatment for Acute Coronary Syndromes) 
Bo OBaa paH.n;OMH3HpaHa OTBopeHa cy)lHja 6Hne BKJIY"t!eHH BKyrrHO 2 610 nauHeHTH co AKC 
CO II03HTHBHH 6HOMapKepH ITO ycrremHa nepKYTaHa KOpOHapHa miTepBeH:UHja. IJauBeHTHTe 
6Hne paH,nOMH3HpaHH .na npHMaaT npacyrpen BO ,no3a o.n 5 HJIB 10 mg/,neH (,neH 0- 14) 
(n=1306) HJIH rrpacyrpen BO ,no3a o.n 5 HJIH 10 mg/.neH (.neH 0 - 7) no mTo npeMMHane Ha 
.neecKaJIHpaHa TeparrHja co KJIOIIH,norpen BO ,no3a 75 mg/,neH (,neH 8- 14) (n=1304) BO 
KOM6HHauHja co a:ueTHJICaJIH:UHJIHa mcenHHa ( < 100 mg/,neH). Ha ,neH 14 6Hno H3BpmeHo 
HCIIHTJBalbe Ha <l>yHKUHjaTa Ha TpOM60:UHTHTe. IJauHeHTHTe KOHillTO IIpHMaJie Ca.MO 
npacyrpen npo.non)KHJie co OBaa TepaiiHja ymTe 11 ,5 Mece:uH. 

Kaj IIa:UHeHTHTe Ha ,neeCKaJIHpaHaTa TeparrHja 6HJie H3Be,neHH HCIIHTyBalba Ha BHCOKaTa 
peaKTHBHOCT Ha TpOM60UHTiiTe (aHrn. High Platelet Reactivity, HPR). AKo HPR 6Hna 2: 46 
e,nHHHUB, na:uHeHTHTe 6Hne Bpa.KaHH Ha ymTe 11,5 MeceuH TeparrHja co rrpacyrpen BO ,no3a 
o.n 5 HJIH 1 0 mg/,neH; aKO HPR 6Hna < 46 e.n;HHHUH nauHeHTHTe rrpo,nOJI)KHJie ymTe 11 ,5 
MeceuH .na npHMaaT KJIOIIH,norpen BO ,no3a o.n 75 mg/,neH. 0Ba 3Ha"t!H ,neKa BO rpynarn Ha 
,neeCKaJI(lUHja BO,ll;eHa Bp3 OCHOBa Ha Bpe,ll;HOCTHTe Ha HPR, II(lUHeHTHTe IIpHMaJie HJIH 
npacyrpen (40 %) HJIH KJionH.norpen (60 %). CHTe nauHeHTH npo,nOJI)KHJie .na rrpHMaaT 
(lUeTHJICaJili:UHJIHa KHCeJIHHa H 6HJie CJie,neHH BO BpeMeHCKH rrepHO)J; O,ll; e.n;Ha fO,ll;HHa. 

Ampujafl1-ta cjJu6pWlal.lu}a 

Cry.n¥nne ACTIVE-W H ACTIVE-A, O.llBOeHH czy,nHH BO ACTIVE nporpaMaTa, orr<Pa.KaaT 
nauHeHTH CO aTpHjaJIHa <l>H6pHJiaqHja (A<!>) KOH HMaaT HajMaJIKY e,neH <l>aKTOp Ha pH3HK O,ll; 
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rroja.Ba Ha aacKynapHH c.rryqyaaiDa. Ha OCHOBa Ha KpHTepHJ'MOT 3a YITHC, JieKapHTe 
BK.rryqyaane rrauHeHTH ao ACTIVE-W aKo 6Hne KaH.IJ:H.IJ:aTH 3a TepaiiHja co aHTarOHHCTH Ha 
BHTaMHHOT K (KaKO mTo e aapcpapHH). CTy.IJ:HjaTa ACTIVE-A rH orrcpaTHJia mm:HeHTHTe KOH 
He MO)KeJie .na .IJ:06HjaT TeparrHja CO aHTarOHHCTH Ha BHTaMHHOT K 6H,ll;ejfu He 6HJie BO 
COCTOj6a HJIH He CaKaJie .n:a OpHMaT TepanHja. 

CTy.n:HjaTa ACTIVE-W rroKa)KaJia .neKa aHTHKOaryJiaHTHaTa TepanHja co aHTaroHHCTH Ha 
BHTaMHHOT K 6HJia rroecpHKaCHa OTKOJIKy TepamijaTa CO KJIOITH,ll;OrpeJI H aueTHJICaJIHqHJIHa 
KHCeJIHHa. 

CTy.IJ:HjaTa ACTIVE-A (N = 7,554) 6Hna MYJITHII.eHTpHtrna, paH.D:OMH3HpaHa, .naojHo cnena, 
nnaue6o- KOHTpOJIHpaHa CTY.IJ:Hja Kojaja cnope.n:Hna rpynaTa Ha KJIOnH.norpen 75 mg/.neH H 
ASA (N = 3 772) co rpynaTa Ha nnaue6o H ASA (N = 3 782). llpenopaqaHa .no3a Ha 
aueTHJICaJIHIJ;HJIHa KHcemma 6Hna 75 .no 100 mg/.neH. llauHeHTHTe 6Hne neKyaaHH .no 5 
fO,ll;HHH. 

llauHeHTHTe KOH 6HJie aKJiyqeHH ao nporpaMaTa ACTIVE 6Hne OHHe KOH HMane aTpHjanHa 
cpH6pHnauHja T.e. HJIH nocTOjaHa A<l> HJIH HajMa.JIKY 2 enH30.IJ:H A<l> ao npeKHHH ao 
ITOCJie,ll;HHTe 6 MeCeiJ;H, H HMaJie HajMaJIKy e,ll;eH O.IJ: CJie,ll;HHTe cpaKTOpH Ha pH3HIC ?: 75 
fO,ll;HHH HJIH Mefy 55 H 74 fO,ll;HHH H ce Ha TepanHja 3a ,ll;Hja6eTeC MeJIHTyc; HJIH 
,ll;OK)'MeHTHpaH MHOKap,ll;eH HHcpapKT HJIH KOpOHapHa apTepHCKa 6oJieCT; TepaiiHja Ha 
CHCTeMCKa XHnepTeH3Hja; rrpeTXO,ll;eH M030t{eH y.nap, MHHJIHB HCXeMHt{eH Hana.IJ:, HJIH 
CHCTeMCKH eM6onyc Koj He ce o.n:Hecyaa Ha UHC; .n:Hccl>YHKnHja Ha neaaTa KOMopa co 
cppaKnHja Ha HCnyMITyBaH>e HH3 JieBaTa KOMOpa < 45 %; HJIH ,ll;OK)'MeHTHpaHa nepHcpepHa 
aacKynapHa 6onecT. fnaaHHOT pe3yJITaT CHADS2 6HJI 2,0 ( orrcer 0- 6). 

fJia.BHH KpHTepH)'MH 3a HcKJiyqyaaH>e Ha nauHeHTHTe 6HJie .IJ:OK)'MeHTHpaH nerrTHlfl<H yJIKyc 
BO rrpeTXO.IJ:HHTe 6 Meceu;H; npeTXO,ll;HO HHTpauepe6paJIHO KpBa.BeH>e, 3HaqajHa 
TpOM60I..UiTOITeHHja (TpOM60IJ;HTH <50 X 109/1), ITOTpe6a 3a KJIOITH,ll;OrpeJI HJJli 3a OpaJIHH 
aHTHKOaryJiaHCH (OAK), HJIH HHTOJiepaHII.Hja Ha KOe 6HJIO O,ll; ,ll;BeTe COCTOjKH. 

Ce.n)'M.neceT H TpH OTCTO (73 %) o.n nauHeHTHTe KOH yqecTayaane ao CTY.IJ:HjaTa ACTIVE-A 
He 6HJie BO COCTOj6a ,ll;a npHMaaT BHTaMHH K, CITOpe,ll; rrpon:eHKa Ha ,ll;OKTOpOT, HeMaJIO 
MO)KHOCTH ,ll;a ce CJie,ll;aT O,ll;fOBOpHTe Ha IifHp (HHTepHauHOHaJieH HOpMaJIH3HpaH O,ll;HOC), 
HMaJie rrpe.n:Hcno3HII.Hja .na na.IJ:HaT, .na HMaaT TpaYMa Ha rna.BaTa HJIH HMaJie cneu;HcpHqeH 
pH3HK O,ll; KpBaBeH>a; 3a 26 % O,ll; rrauHeHTHTe, O,ll;JiyKaTa Ha ,ll;OKTOpOT 6HJia 3aCHOBaHa Ha 
HecnpeMHOCT Ha nauHeHTOT ,ll;a 3eMa aHTarOHHCTH Ha BHTaMHHOT K. 

Tionynau;HjaTa nau;HeHTH oncpa.Kana 41,8 % )KeHH. llpocetrnaTa cTapocT 6Hna 71 ro.n:HHa, 41,6 
% O,ll; nauHeHTHTe 6HJie ?: 7 5 fO,ll;HHa. ?,KynHO 23 % O,ll; nauHeHTHTe npHMaJie aHTHapHTMHUH, 
52,1% 6eTa-6noKaTOpH, 54,6% AKE-HHXH6HTOpH H 25,4% cTaTHHH. 

EpojoT Ha nauHeHTHTe KOH ja .nocTIITHaJie npHMapHaTa u;en (apeMe .no npaaTa noja.Ba Ha 
M03oqeH y.nap, MHOKap.neH HHcpapKT, CHCTeMCKH eM6onyc Koj He ce o.n~ecyaa Ha UHC HJIH 
aacKyJiapHa CMpT) 6HJI 832 (22,1 %) BO rpynaTa TpeTH aHa CO KJIOITH,ll;Orpen H 
aueTHJICa.mru:HJIHa KHCeJIHHa H 924 (24,4 %) BO a~~ ~aue60 H aqeTHJICaJIHIJ;HJIHa 
KHCeJIHHa (peJiaTMBeH pH3HK Ha CMaJIYBaH>e 3 :i :J"e>Jcf,~~~Cl~Jl: 2,4% Jl:O 19,1 %, p = 
0,013), npe.n Ce 3apa,z:ut: fOJieMOTO CMaJIYB a::~<c,3aqecTeHOC'X#C"iJ.'\ CpU:eBHTe y.napH. 
Mo3oqeH y.nap ce noja.BHJI Kaj 296 (7,8 %) ~~e~" · J<,OM ~e H~~panHja co KJiorrH.norpen H 
aueTMJICaJIHII.MJIHa KHceJIHHa H Kaj 408 (1 0, ~~ n • eHTH lia ~eeahHja co nnaue6o H "'" ~~ . ' . ,., ~~r aueTHJICaJIHIJ;MJIHa KHcemma (HaManyaaiDe ~""~aTHBlfHOT ~H~H 3a 28,4 %; 95 % CI, 16,8 
%.no 38,3 %; p = 0,00001). ~'Y~~""r;~. s~~-.) ')«.,/. · 

"., • c~<.O~ , 
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fl eoujampUCKa nonyflal1Uja 

Bo CTy,nHjara 3a 3roneMysa.H.e Ha .n;o3ara Kaj 86 HOBopo.n;eH'CJ.H.a:.a rum Kaj .n:oewrn:.a:.a .n:o 24 
Mece:uH crapocr Kaj KOH rrocroH pH3HK o.n: rrojasa Ha rpoM6o3a (cry,nHja PI COLO), 
KJIOIIHJJ:OrpeJI e IIpHMeHeT BO IIOCJie)l;OBaTeJIHH )l;03H O)l; 0,01, 0,1 H 0,2 mg/kg Kaj 
HOBOpo.n;eHtru.Fba H Kaj )l;OeHlfiiH:,a H 0,15 mg/kg CaMO Kaj HOBOpo.n;eH'CJ.H.Fba. ,[(o3aTa O)l; 0,2 
mg/kg rrocrHTHysa cpe.L(Ho HaMaJI)'Ba.H.e o.n: 49,3% (5 )..lM ADP-HH.n;y:uHpaHa arpera:uHja Ha 
rpoM60:UHTe), KOe MO)I(e .n;a Ce CIIOpe.n;H CO OHa Kaj B03paCHH KOH 3eMaaT KJIOIIHJJ:OrpeJI 75 
mg/.n;eH. 

Bo paH.n;OMH3HpaHa, JJ:BOjHo cnerra cry.n;Hja co rrapaneJIHH rpyrrH (CLARINET), 906 
rre.n;HjarpHCI<H rra:uHeHTH (HoBopo.n;eH'CJ.H.a:.a H .n:oelilfil.a:.a) co :UHjaHOTH'ffia KOHreHHTaJIHa 
6oJieCT Ha Cp:UeTO y6Jia)l(eHa CO IllaHT Mefy CHCTeMCKaTa H 6eJIO.D:p06HaTa :UHpK)'Jia:uHja 
H36paHH ce .n:a rrpHMaT KJIOIIH.n;orpen 0,2 mg/kg (n = 467) HJIH rrna:ue6o (n = 439) 3ae.n;Ho co 
ocHOBHaTa reparrHja .n:o sropara <J?a3a Ha orrepa:uHjara. Cpe.L(HOTO BpeMe Mefy maHTOT 3a 
y6Jia)I()'Ba.H.e H rrpsara rrpHMeHa Ha neKOT BO cry.n;Hjara e 20 .n;eHa. Tipocetmo 88% o.n: 
rrauHeHTHTe HcrospeMeHo rrpHMaar auerHJICa.JIH:uHJIHa I<HceJIHHa (so orrcer o.n: 1 .n:o 23 
mg/kg/.n;eH). HeMa 3HaqajHa pa3JIHKa Mefy rpyrrara co rrpHMapeH Hcxo.n: cMpT, rpoM6o3a Ha 
maHTOT HJIH HHTepseH:uHja Ha cp:uero Koja e rrorpe6Ha Kaj .n:e:ua rroMJia.D:H o.n: 120 .n;eHa no 
CJIJ'll)'Ba.H.e 3a Koe ce cMera .n;eKa e o.n: rpoM60TH~a rrpHpo.n:a (89 [19,1 %) 3a rpyrrara Ha 
KJIOIIH.n;orpen H 90 [20,5 %] 3a nnaue6o-rpyrrara) (BH.n;ere ro .n:enor 4.2). Kpsase.a:.ero 6HJIO 
Hajqecro rrpHjasysaHa HecaKaHa peaK:uHja so .n;Bere rpyrrH; Mefyroa, HeMano 3HaqajHa 
pa3JIHKa so crerreHoT Ha Kpsase.a:.e Mefy rpyrrHre. TipH .n:onrorpajHOTO cne.n:e.a:.e Ha 
6e36e.L(Hocra Ha osaa cry.n;Hja, 26 nauHeHTH co maHT BO rrpBara ro.n;HHa npHMane 
KJIOIIH.D:Orpe.JI )l;O 18 MeCe:UH. HeMa HOBH 6e36e.n;OHOCHH IIO)l;aTO:UH BO TeK Ha )l;OJirOrpajHOTO 
cne.n:e.a:.e. 

Cry.n;HHTe CLARINET H PICOLO ce H3Be.IJ:YBaHH co KOpHcre.a:.e rrpHrorseH pacrsop Ha 
KJIOIIH.n;orpen. Bo penaTHBHa cry.n;Hja 3a 6HopacnoJIO)I(JIHBOCT Kaj B03pacHH, rrpHrOTBeH 
pacTBop Ha KJIOIIH.n;orpen IIOKa)l(aJI CJIHtmo rpae.a:.e H Ma.JIKY rroroneM creneH Ha arrcopn:UHJa 
Ha TJiaBHHOT :UHpKYJIHpaqKH (HeaKTHBeH) MeTa60.JIHT BO CIIOpe.n;6a CO perHCrpHpaHHTe 
ra6nerH. 

5.2 $apM3KOKHHeTCKH CBOjCTB3 

0~~ .. "*~~~. 
Ancopnvug·a A.,~ ~~ OHE ~~ ·~+ 

'7 Y ~i- ~.,. ~ 

Tio e.zrHHetma H no rrosropeHa opaJIHa .n;o3a o.n: ~ • .rreR~R.tiorpen MHory 6p3o ce 
!1C CIJ u ff' • 

arrcop6Hpa. Cpe.zrHHTe MaKCHMaJIHH spe.n;Hocr 11a,sie e HQ.T 1\JIOnH.n;orpen BO 
Su c... 

IIJia3MaTa (npH6JIIDKHO 2,2-2,5 ng/ml no e.n;H o 3~~Jt75 mg) ce nojasyBaaT 
IIpH6JIH)I(H0 45 MHHYTH no )l;03Hpa.H.eTO. Anco Ta JI$ <.50"%, Bp3 6a3a Ha 
ypHHapHaTa eKCKpe:UHja Ha MeTa60JIHTHTe Ha KJI .n:g~~lU' • • .• 
J{ucmpu6Yl1u}a ~OnJE 
MOIIH):(OrpeJIOT H TJiaBHHOT :uHPKYJIHpa~ (HeaKTHBeH) MeTa60JIHT in vitro pesep3H6HJIHO 
ce sp3ysaar 3a X)'MaHHTe nJia3MaTCKH rrporeHHH (98 %, o.n;HocHo 94 %). Bp3ysa.a:.ero e 
Ha3aCHTeHo in vitro HaJJ: mHpoKHoT oncer Ha KOH:ueHrpauHja. 

M ema6oJZU3{JM 
KJIOIIH.D:Orperr IIO)l;Jie)I<M Ha eKCTeH3HBeH MeTa6o.JiH3aM BO :UpHHOT .n;po6. fn vitro H in vivo, 
KJIOIIH.n;orpen ce Mera6oJIH3Hpa no .n:sa Mera6oJIHtiHH rrara: e.n;HHOT co rroMom Ha ecrepa3H, 
npeKy XH,ll;pOJIH3a, )1;0 HefOBHOT HeaKTHBeH MeTa60JIHT, KOj e .n;epHBaT Ha Kap60KCHJIHaTa 
KHCeJIHHa, (85 % O)l; MeTa60JIHTHTe KOH :UHpKy.JIHpaaT BO IIJia3MaTa), H BTOpHOT CO 
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nocpe.D;HHmTBO Ha noae:Ke eH3HMH U:HToxpoM P450. Knorrn:.uorpen npao ce MeTa6oJIH3Hpa .uo 
2-0KCO-KJIOIIH.UOrpen, KOj e HHTepMe,uaepeH MeTa6omn. IlOTOa 2-0KCO-KJIOIIH,UOrpeJI, 
HHTepMe,UHepHHOT MeTa60JIHT ce MeTa60JIH3Hpa ,Z:(O aKTHBHHOT MeTa6omlT THOJI ,uepHBaT Ha 
KJIOIIH.Uorpen. Al<THBHHOT MeTa6oJIHT HajMHory ce cpopMHpa npeKy CYP2C 19 co yqecTBO Ha 
HeKoJIKy .npyrH CYP eH3HMH, B~TeJIHO CYP3A4, CYP1A2 H CYP2B6. AKTHBHHOT 
THOJI-MeTa60JIHT, KOj e H30JIHpaH in vitro, 6p30 H Hpeaep3H6HJIHO ce Bp3yBa 3a 
TpOM60U:HTHHTe peu;eiiTOpH H Ha TOj HatrnHja HHXH6Hpa TpOM60UHTHaTa arperau;aja. 

Cmax Ha aKTHBHHOT MeTa60JIHT e .usanaTH noaacoK no npHMeHa Ha noe,un:HetiHa notieTHa .U03a 
O.U 300 mg KJIOIIH.UOrpen OTKOJIKY no 4-.D;HeBHa npHMeHa Ha ,Z:(03a 3a O,Up:lKyBaH>e O.U 75 mg. 
Cmax ce IIOCTHrHyaa 3a npocetiHO 30 .UO 60 MHHYTH no npHMeHa Ha JieKOT. 

EJZUMUHG1,fUj a 
Ilo OpaJIHa npHMeHa Ha 14C-03HatieH KJIOnH,Z:(OrpeJI Kaj Ma:JKH, OKOJIY 50 % ce eKCKpeTHpa BO 
ypHRaTa H OKOJIY 46% so cpeu:ecoT, so HHTepaan o.u 120 qaca no .U03HpaH>eTo. Ilo e,uHHetiHa 
opanHa ,uo3a o.u 7 5 mg, nony:JKHBOTOT Ha KJiorrn:.uorpen H3Hecyaa npH6JIH:JKHO 6 qaca. 
IlOJIY:lKHBOTOT Ha eJIHMHHau;Hja Ha rJiaBHHOT U:HpKyJIHpatiKH (HeaKTHBeH) MeTa60JIHT e 8 qaca 
no e,uHHetiHa H no noaTopeHa npHMeHa. 

(])apMaKozeHemw<a 
CYP2C 19 e HHBOJIBHpaH so cpopMHpaFbeTO Ha .usaTa MeTa6onnTa, H Ha aKTHBHHOT 
MeTa60JIHT H Ha HHTepMe,UHepHHOT MeTa60JIHT 2-0KCO-KJIOnH,UOrpen. <l>apMaKOKHHeTHKaTa 
Ha aKTHBHHOT MeTa60JIHT Ha KJIOnH.UOrpeJIOT H aHTHTpOM60TH'1HHTe ecpeKTH, MepeHH ex vivo 
co HcnHTyaaFbeTo Ha TpOM60U:HTHaTa arperau:Hja, ce pa3nn:KyaaaT cnope.u CYP2C19-
reHOTHnOT. 

CYP2C 19* 1 aneJIHTe o.urosapaaT Ha u:errocHo <l>YHKUHOHaneH MeTa6oJIH3aM, .uo.ueKa 
CYP2C19*2 H CYP2C19*3 aneJIHTe ce He<l>YHKUHOHaJIHH. CYP2C19*2 H CYP2C19*3 
anenHTe ro trnHaT noroneMHOT .uen o.u pe.uyu:apaHHOT <l>YHUKHOHaneH MeTa6orrH3aM Kaj 
6enaTa norryrrau:Hja (85 %) H Kaj A3HjU:HTe (99 %) o.u cna6n:Te MeTa6oJIH3epH . .lijJynne 
anenn: IIOBp3aHR CO OTCYTeH HJIH CO HaMaJieH MeTa60JIH3aM ce IIOMaJIKY qecTH H rH 
BK.JiyqyaaaT CYP2C19*4, *5, *6, *7 H *8. Ilau:HeHT co cTaTyc Ha crra6 MeTa6orrH3ep :Ke 
noce,uyaa ,Z:(Ba cpyHKIJ;HOHaJIHH ry6HTOU:H Ha aJieJIH KaKO liTO e rope ,uecpHHHpaHO. 
06aaeHHTe cppeKBeHUHH 3a reHOTHn CYP2C19 crra6H MeTa6oJIH3epH npH6JIH:JKHO ce 2% 3a 
nyfeTo o.u 6erraTa paca, 4% 3a u:pHaTa paca H 14% 3a KHHe3H. TecTOBHTe ce .uocTaiiHH 3a 
o.upe.uyaa.H>e Ha reHOTHn CYP2C 19 Kaj nau:HeHTHTe. 

Bo BKpcTeHa cTy.URja Ha 40 3.UpaBH HCITHTaHHU:H, no 10 so 4 CYP2C 19 rpynH MeTa6oJIH3epH 
(jaKO 6p3H, jaKH, cpe.UHH H crra6H), npOU:t:HyaaHH ce cpapMaKOKHHeTHtiKHTe H 
aHTHarpera.rnroHHTe o.urosop:n: KOpJJcTej:K:n: 300 mg y.uapHa ,uo3a, a noToa 75 mg/.ueH H 600 
mg y.uapHa .uo3a, a noToa 150 mg/.ueH, ceKoj 3a BKYIIHO 5 .ueHa (cocToj6a Ha paMHOTe:JKa). 
HeMa roJieMa pa3JIHKa BO H3JIO:JKeHOCTa,Ha aKTHBHHOT MeTa60JIHT H Ha cpe.D;HaTa HHXH6HD;Hja 
Ha arperau;HjaTa Ha TpOM60U:HTHTe (IP A) noMery jaKo 6p3HTe, jaKHTe H cpe.uHHTe 
MeTa6onn:3epH. Kaj cna6HTe MeTa6oJIH3epH H3JIO:JKeHocTa Ha aKTHBHHOT MeTa6oJIHT e 
HaManeHa 3a 63 -71 %so cnope.u6a co jaKHTe Me K3~~ . . ITo .D.03eH pe:JKHM o.n. 300 
mg/75 mg, aHTHarperau;HOHHTe o.urosopH 6n: ~~-~na6HTe MeTa6omf3epH co 
cpe.UHHTe lP A (5 J.!M ADP) o.u 24% (24 qa ~ o (~~~~~IVt).~ cnope.n.6a co IPA o.n. 39 % 
(24 qaca) H 58 % (5. ,ueH) Kaj jaKHTe MeTa6 ~Pl!Ji 37% (1j(~~ca) H 60% (5. ,ueH) Kaj 
cpe.uHHTe MeTa6oJIH3epH. Kora Kaj cna6nT ~~6eM3e~~e ~meHeT .uo3eH pe:JKHM 600 
mg/150 mg, H3JIO:JKeHOCTa Ha aKTHBHHOT M ~~JI~:.{~;~a ll~,P'n.eMa OTKOJIKY CO )l;03eH 
pe:JKHM 300 mg/75 mg. ,[(o,uaTHO, IPA H3He ~.,_2 ~ (24 'i{'aea~H 61% (5 . .ueH), liTO 6HJIO 
noae-Ke OTKOJIKY Kora 6HJie Ha .uo3eH pe:JKHM ~~'ttl~ c~tiHo co .upyrHTe CYP2C 19 

CKO~-
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rpynu: MeTa6o.rm3epu: KOH 6Hne Ha ,n:o3eH pe:>KHM 300 mg/75 mg. Coo,n:BeTeH ,n:o3eH pe:>KHM 3a 
OBaa IIOIIyJiaUHja rrauo:eHTH He e IIpOyqyBaH BO KJIHHHln<H CTY.lnfH CO HCXO,n:. 

Bo CKJI~ co ropeHaBe,n:eHHTe pe3ynTaTH, BO MeTaaHaJIH3HTe KOH ompru<aaT 6 CTY.lnfH o.n: 335 
IIauHeHTH Ha KJIOIIH.D:OrpeJI BO COCTOj6a Ha paMHOTe:>Ka, IIOKa:>KaHO e ,n:eKa H3JIO:>KeHOCTa Ha 
aKTHBHHOT MeTa6o.rmT e HaMaJieHa 3a 28 % 3a cpe,n:HHTe MeTa6onH3epH, H 72 % 3a cna6HTe 
MeTa6o.rm3epu: ,n:o,n:eKa mnrn6HUHjaTa Ha arperauHjaTa Ha TpOM60UHTHTe (5 J.LM ADP) e 
HaManeHa co pa3.rmKH BO IPA o.n: 5,9% H 21 ,4 %, coo,n:BeTHO, BO o,n:Hoc HajaKHTe 
MeTa6o.rm3epH. 

BnHjaHHeTo Ha reHOTHIIOT CYP2Cl9 Ha KJIHHHqJ<HOT Hcxo.n: Kaj rrauHeHTHTe Ha TepaiiHja co 
KJIOIIH.D:Orpen He e OUeHeTO BO IIpOCIIeKTHBHH, paH,n:OMH3HpaHH, KOHTpOJIHpaHH CTY.D:HH. 
ITocTojaT 6pojHH peTpocrreKTHBHH aHaJIH3H, MefYToa, rrpoueHa Ha oBoj e<l>eKT Kaj 
rrauHeHTHTe KOH rrpHMaaT KJioiiH.norpen 3a KOH rrocToH reHOTHIIH3auHja ce: CURE (n = 2 
721), CHARISMA (n = 2 428), CLARITY-TIM! 28 (n = 227), TRITON-TIM! 38 (n = 1 
477), H ACTIVE-A (n = 601) CTY.D:HH, KaKo H 6pojHH H3BpmeHH KoxopTHH CTY.D:HH. 

Bo TRITON-TIM! 38 H 3 KoxopTHH CTY.D:HH (Collet, Sibbing, Giusti) , KOM6HHHpaHa rpyna 
rrauu:eHTH co cpe.neH H.rm co cna6 MeTa6o.rm"tJJ<u: cTaTyc HMaJie rroroneM rrpoueHT 
Kap.n;HOBaCKynapHH CJI~BaiDa (CMpT, MHOKap,n:eH HH<l>apKT, H y,n:ap) HJIH CTeHT TpOM603a BO 
crrope,n:6a co jaKHTe MeTa6o.rm3epH. 

Bo czy.n;HjaTa CHARISMA H e,n:Ha KoxopTHa czy,l(Hja (Simon), 3a6ene:>KaH e rropacT Ha 
c~BaiDa caMo Kaj cna6HTe MeTa6o.rm3epH Kora ce crrope,n:eHH co jaKH MeTa6o.rm3epH. 

Bo cTy.l(HHTe CURE, CLARITY, ACTIVE-Au: BO e,l(Ha KoxopTHa cTy.l(Hja (Trenk), HeMano 
3rOJieMeH IIpOUeHT Ha C.rrytiYBaiDa Ha OCHOBa Ha CTaTyCOT Ha MeTa60JIH3epHTe. 

lfHeJJ,Ha O.IJ: OBHe aHaJIH3H He 6HJia CO a.n;eKaBaTHa BeJIHtrn:Ha ,n:a .n;eTeKTHpa rrpoMeHH BO 
HCXO.IJ:OT Kaj CJia6HTe MeTa60JIH3epH. 

IToce6HH rrorrynagm-~: 

c:I>apMaKOKHHeTHKaTa Ha aKTHBHHOT MeTa60JIHT Ha KJIOIIH,n:OrpeJIOT Kaj IIOCe6HHTe 
rrorrynauu:u: He e II03HaTa. 

HGMaJleHa 6y6pe:JICHa fjJyHK'Lfuja 
ITo IIOBTopeHH .n;o3H o.n: 75 mg KJIOIIH,n:o TH~ Kaj rrauHeHTHTe co TemKo peHanHo 
3a6onyBalbe (KpeaniHHH KJIHpeHC 0 ~~e~~ XH6HUHjaTa Ha A)Ul-HH,l(yUHpaHaTa 
TpOM60I.{HTHa arpera.u;Hja 6Hna no ~~25 %) o~\~t.~ a6ene:>KeHa Kaj 3,n:paBHTe .rmua. 
CerraK, rrpo,n:OJI)!(YBaJDeTO Ha KpBa ~~0 . JIO C~ ~ TOa Kaj 3.D:paBH JIHUa KOH IIpHMaJie 
75 mg KJIOIIH,n:orpen .n;HeBHO. ,[(orr ttre H~~ TonepaHUHja e ,n:o6pa Kaj CHTe 
rrauHeHTH. ~ ~ o~ If 

...... ~. ~~ q,.., ' 
.SHKUV • -4: 

HGMaJleHa xenamaJlHa fjJyHK'Lfuj a c I{ on J E • 

ITo IIOBTOpeHH .D:03H O.D: 75 mg KJIOIIH.D:Orpen .D:HeBHO, BO TeKOT Ha 10 ,n:eHa, Kaj rrauHeHTHTe CO 
TeliiKO HaMaJieHa xenaTaJIHa <i>YHKUHja, HHXH6HUHjaTa Ha A)Ul-HH,l(yUHpaHaTa TpOM60UHTHa 
arperauu:ja 6HJia CJIHlfl!a co oHaa 3a6ene:>KaHa Kaj 3.D:paBH JIHUa. ITpo.n:on:>KJBaiDeTo Ha 
cpe,n:HOTO BpeMe Ha KpBaBel:be, HCTO TaKa, 6HJIO CJIH'IHO BO .n;BeTe rpyrrn. 

Paca 
ITpeBaneHUaTa Ha CYP2C 19-aneJIHTe, mTo pe3yJITHpa co YMepeH H co cna6 MeTa6oJm3aM Ha 
CYP2C19, ce pa3JIHKYBa crrope.n paca!HauHOHaJIHOCT (BH,n:eTe ro ,n:enoT <1>apM.aKozeHemuKa). 
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Bo JIHTepaTypaTa, orpaHH'!eHH ce no~aTOU:HTe 3a a3HCKaTa nonyn~Bja 3a ~a ce ou:eHH 

KJIHHH'!KaTa HMITJIHK~Hja Ha reHOTHITOT Ha OBoj CYP Bp3 Hcxo~oT Ha KJIHHH'IKHTe 

HHU:H~eHTH. 

5.3 flpeTKJIHHR"'KR UOAaTOI.I,R 3a 6e36eAHOCTa Ha MeAHD;HHCKHOT UpOR3BOA 

Bo npeTKJIHHH'IKH CTY~HH Kaj cTaopu:H H Kaj 6a6yHH HajqecTo npHCYTHH e<PeKTH 6Hne 

xenaTaJIHHTe npoMeHH. T:ae ce nojaBHJie npH ~03H KOH 6Hne 25 naTH noroneMH o~ ~o3aTa 3a 

Jiyfe (75 mg/.UeH) H 6HJie ITOCJie.UHU:a Ha .uejCTBOTO Bp3 xenaTaJIHHTe eH3HMH. Kaj Jiyfe KOH 

LJ:06HBaJie KJIOITHLJ:OrpeJI BO TepaneBTCKH LJ:03H HeMaJIO e<t>eKTH Bp3 xenaTaJIHHTe eH3HMH. 

IlpH MHOry BHCOKH .U03H 6HJia npHjaBeHa raCTpH'!Ha HeiTOLJ:HOCJIHBOCT (raCTpHTHC, 

raCTpH'IHH ep03HH IDHJIH ITOBpaKa.Ibe ), KaKO IIITO e BH.UeHO Kaj CTaOpU:H H Kaj 6a6YHH. 

HeMano .UOKa3H 3a Kapo:HHoreH e<t>eKT Kora KJIOilll)lorpen 6HJI npHMeHysaH 78 ceLJ:MHU:H Kaj 

rJiyBU:H H 104 Ce.UMHU:H Kaj CTaOpU:H, BO .U03H O.U 77 mg/kg/.ueH (6HJie HajMaJIKY 25 naTH 

noroneMH o.u KJIHHH'!KaTa .U03aTa 3a Jiyfe- 75 mg/.ueH). 

KJIOITHLJ:OrpeJI 6HJI TeCTHpaH BO in vitro H BO in vivo CTYLJ:HH Ha reHOTOKCH'IHOCT H He 

npeLJ:H3BHKaJI HHKaKOB e<t>eKT. 

KJIOITH.UOrpeJI HaMaJI e<t>eKT Bp3 ¢epnmHTeTOT Kaj MalliKH H Kaj )l(eHCKH CTaOpU:H H He 6HJI 

TepaToreH HHTY Kaj CTaOpU:H HHTY Kaj 3ajau:H. Kora 6HJI .Ua.LJ:eH Ha CTaOpU:H BO JlaKTaiJ:Hja, 

KJIOnH.uorpen npe.UH3BHKaJI 6naro KacHeiDe BO pa3BojoT Ha MJia.LJ:eH'!HIDaTa. Cneu:HjaJIHH 

<l>apMaKOKHHeTCKH CTY.UHH CO pa.LJ:H006eJie)l(aH KJIOITH.UOrpeJI ITOKa)l(aJie .UeKa TOj HJIH 

HerOBHTe MeTa60JIHTH ce H3JiaqyBaaT BO MJieKOTO. IlocJie.UOBaTeJIHO, He MO)l(e .ua ce HCKJIY'!H 

LJ:HpeKTeH e<t>eKT (6Jiara TOKCH~OCT) HJIH HHLJ:HpeKTeH e¢eKT (JIOlli BKYC). 

6. <I>APMA.I(EBTCKH OCOiiEHOCTH 

6.1 JlHCT3 H3 UOMOWHH cyncTaHU:HH 

Ta6JZemHo jaopo: 
- JlaKT03a, MOHOXHLJ:paT; 

- npe)l(eJiaTHHH3HpaH cKpo6; 

- HaTpHYM KpOCKapMeJI03a; 

- ITOBH.UOH; 

- KOJIOH.UeH CHJIHU:HYM .UHOKCH.U, 6e3BO.UeH; 

- 6YTHJIXH.UpOKCHTOJIYeH (E321); 
- rnHnepon 6exeHaT. 

<PwzM-o6eueKa: 
- XHnpoMeJio3a; 

- U:eJiyJI03a, MHKpOKpHCTaJIHa; 

- THTaH LJ:HOKCH.U (E171); 
- 6oja: ITHrMeHT U:pBeH )l(eJie30 OKCH.U (El 

6.2 HHKOMD3THOHJIHOCTH 

He e anJIHKaTHBHO. 
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6.3 PoK ua ynoTpe6a 

,[(se (2) ro.umm. 

6.4 HaWJHH Ha IJYBaH:.e 

fleKOT rpe6a .n;a ce qysa Ha TeMnepaTypa llO.L{ 25 °C. 
fleKoT rpe6a .ua ce qysa Ha.n;sop o.u .uo<jJaT Ha .ueua! 

6.5 H3JieJ.J; H coJ.J;p)KHHa ua naKYBaH:.eTo 

Ta6neTHTe ce cnaKysaHH so 6micTep (PVC/PVdc/Aluminium); ceKoj 6JIHCTep co.up)J(H 10 
Ta6JieTH. 
KymjaTa co.up)J(H 30 Ta6neTH (3 6JIHCTepH) H ynaTCTBO 3a KOpHCHHKOT. 

6.6 YnaTCTBO 3a ynoTpe6a H paKYBaH:.e H noce6HH MepKH ua npeTn33JIHBOCT npu 
OTCTp3HyBaH:.e H3 HeHCKOpHCTeHHOT JieK HJIH Ha OTD3J.J;HHTe MaTepujaJIH 

HeMa noce6HH 6apaH>a 3a OTCTpaHysaH>e Ha JieKoT. 
HeRCKOpHCTeHROT JieK HJIH OTIHi,llHHTe MaTepHjam:I rpe6a .n;a ce OTCTpaHaT BO COrJiaCHOCT CO 
3aKOHCKHTe 6apaH>a. 

7. IIPOH3BO,ll;HTEJI H HOCHTEJI HA O,ll;OiiPEHHETO 3A llPOMET 
AJIKAJI 0 I1,[( A,[( CKonj e 
6yrr. ArreKcaH.uap MaKe.UOHCKH 12 
1 000 CKorrje, Peny6JIHKa CesepHa MaKe.n;oHRja 
Ten.: +389 2 31 04 000 
<}JaKe: +389 2 31 04 021 
www.alkaloid.com.mk 

8. liPOJ HA PElliEHHETO 3A llPOMET 

9. ,ll;ATYM HA llPBATA PErHCTPAQHJA/OiiHOBA HA PErHCTPAI(HJATA 

10. 

~ . .. ,.. . 
~ . 
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