
3liMPEH M3BEIIITAJ 3A OCOJ>MHMTE HA JIEKOT 
TRILEPTAL® 

l.IIME HA JIEKOT 
-TpHrreriTan® ¢HrrM-06Jio)l(eHH Ta6rreTH o.n: 150 Mr, 300 Mr HJIH 600 Mr. 

-TpHrrenmrr® nepopanHa cycneH3Hja o.n: 60 Mr/Mrr ( 6% ). 

2.KBAJIIIT ATIIBEH II KBAHTIIT A TIIBEH COCT AB 
E,n:Ha ¢HrrM-o6rro)l(eHa Ta6rreTa co,n:p)I(H 150 Mr, 300 Mr HJIH 600 Mr 

OKCKap6aMa3eTIHH. 

Bo 1 MJI nepopanHa cycneH3Hja HMa 60 Mr/Mrr ( 6%) OKCKap6a3eTIHH. 

EKCUHTIHeHCHTe ce Hase,n:eHH so ToqKa 6.1. 

3.<1>APMAIJ;EBTCKII <I>OPMII 
EerrHqacTa HJIH 6errHqacTo u:pseHKaCTa cycneH3Hja 3a nepopanHa npHMeHa. 

4.KJIIIHIIqKII OCOiiiiHII 
4.1. TEP AIIEBTCKII IIH,ll;IIKAIJ;IIII 

TpHrrenTan® e HH..UHU:HpaH 3a rreKysalbe Ha nap.o:HaJIHH enHrrencHH,co HJIH 

6e3 ceKyH,n:apHo reHepanH3HpaHH TOHHqKo-KJIOHHqKH KOHSYJI3HH. 

TpHJieTITaJI@ Ce npHMeHysa KaKO MOHOTepanHja HJIH KaKO a)lJySaHTHa 

TepanHja Kaj so3pacHH H .n:eu:a Ha so3pacT nororreMa o.n: 1Meceu:. 

4.2.,ll;031IP AlhE II HA qiiH HA ,ll;ABAihE 
KaKo MOHO, TaKa H a)ljysaHTHa TepanHja co TpHrrenTan® 3anoqHysa co 

KJIHHHqKH e¢eKTHSHa ,n:03a no.n:erreHa so ..use noe,n:HHeqHH ,n:o3H. ,[(03aTa MO)I(e .n:a ce 

3rorreMH so 3asHCHOCT o.n: KJIHHHqKHOT o,n:rosop Ha nau:HeHTOT. Kora .n:pyrHTe 

aHTHenHrrenTHqKH rreKosH ce 3aMeHysaaT co TpHrrenTan®, ,n:o3aTa Ha THe rreKosH 

Tpe6a nocTeneHo .n:a ce HaMaJIH IIITOM ce noqHe co 3eMalhe Ha TpHrrenTan®. Kora 

TpHrrenTan® ce npHMeHysa KaKo a)ljysaHTHa TepanHja H aKo ce 3rorreMH sKynHoTo 

OTITepeTysalbe CO aHTHeTIHJieTITHUH, MO)I(e ,n:a 6H,n:e TIOTpe6HO ,n:a Ce HaMaJIH .l{03aTa 

Ha .n:pyrHoT aHTHenHrrenTHK HIHJIH nocnopo .n:a ce sprrm 3rorreMysalhe Ha ,n:o3aTa. 

TpHrrenTan® MO)I(e .n:a ce 3eMa co xpaHa HJIH Ha npa3eH CTOMaK. 

ITponHIIIaHaTa KOJIHqHHa Ha nepopanHa cycneH3Hja ce H3srreKysa o.n: IIIHIIIe 

CO TIOMOIII Ha CTieU:HjaJieH IIITipHU KOj Ce Haofa SO TiaKysalbeTO. CycneH3HjaTa Ha 

OKCKap6a3eTIHH MO)I(e ,n:a ce nporOJITa .l{HpeKTHO O.l{ IIITipHUOT, HJIH JieKOT MO)I(e 

MaJIKY .n:a ce npoMeiiia co so.n:a so qaiiia. OpanHaTa cycneH3Hja Ha TpHrrenTan® H 

<l>HJIM- 06JIO)I(eHHTe Ta6JieTH MO)I(e ,n:a Ce 3aMeHaT e,n:Ha CO ,n:pyra SO HCTH .l{03H. 

Crre,n:HHTe npenopaKH 3a ,n:o3Hpalbe ce o,n:HecysaaT 3a CHTe nau:HeHTH KOH 

HeMaaT OIIITeTeHa <l>YHKU:Hja Ha 6y6pe3HTe. Crre,n:efheTO Ha KOHU:eHTpaUHHTe Ha JieKOT 

SO TIJia3MaTa He e TIOTpe6HO 3a ,n:a Ce OTITHMH3Hpa TepanHjaTa CO TpHJieTITaJI@. 

)lo1upalbe Kaj ao1pacnu 
MonoTepanuja 
fleqefbeTO co TpHrrenTan® Tpe6a .n:a 3anoqHe co ,IJ;03a o.n: 600 Mr/,n:eH (8-1 0 

Mr/Kr/,n:eH) TIO.l{eJieHa SO ,n:se TIOe,l{HHeqHH .l{03H. AKO e KJIHHifqKH HH.l{HU:HpaHO, 

,l{03aTa MO)I(e ,n:a Ce 3rOJieMH 3a MaKCHMaJIHO 600 Mr/,n:eH SO HHTepSaJIH O.l{ 



IIp116JUDKHO e.n,Ha He.n,ena 0.[{ IIO'IeTOKOT Ha BHeCyBaH:.eTO Ha .[{03aTa Ha neKOT KOja Ce 
rrp11MeHyBa. Tepaiii1CKI10T O.[{rOBOp ce IIOCTI1rHyBa CO .[{0311 IIOMefy 600 Mr/.n,eH 11 
2400 Mr/.n,eH. 

KOHTpOIT11paHI1Te KIT11H11'IKI1 11CIII1TyBaH:.a Ha MOHOTeparr11ja Kaj rrau;11eHT11Te 
KOI1 rrpeTXO.[{HO He 611ne ITe'IeHI1 CO aHT11eiii1ITeiiTI1IJ;I1 IIOKa~ane .[{eKa e~eKTI1BHa 
.n,HeBHa .n,o3a e 1200 Mr, MefyToa, Kaj rrau;l1eHTI1Te KOI1 611ne pe~paKTapH11 Ha 
Teparr11ja co .n,pym aHTI1errl1nerrTI1IJ;I1, .n,o3aTa Ha Tp11nerrTan® o.n, 2400 Mr/.n,eH ce 
IIOKa~ana KaKO IIOe~I1KaCHa. 

Bo KOHTpon11paHI1 6onH11'IK11 ycnoBI1 .[{0311Te o.n, 2300 Mr/.n,eH ce 
IIOCTI1rHyBaaT 3a 48 qaca. 

MjyoanTna Tepanuja 
JleqeH:.eTo co Tp11nerrTan® Tpe6a .n,a 3arro'IHe co .n,03a o.n, 600 Mr/.n,eH (8-1 0 

Mr/Kr/.n,eH) IIO.[{eneHO BO .[{Be .[{0311. AKO e Kfl11HI1'IKI1 11H.[{I111;11paHO, .[{03aTa MO~e .[{ace 
3roneM11 MaKCI1MaiTHO 3a 600 Mr/.n,eH BO 11HTepBanl1 0.[{ IIp116ITI1~HO e.n,Ha He.n,ena 0.[{ 
rro'IeTOKOT Ha BHecyBaH:.eTo Ha .[{03aTa Ha neKOT Koja ce rrp11MeHyBa. Teparri1CKI10T 
O.[{rOBOp Ce IIOCTI1rHyBa CO .[{0311 IIOMefy 600 Mr/.n,eH 11 2400 Mr/.n,eH. 

,.0:HeBHI1Te .[{0311 0.[{ 600 .[{0 2400 Mr/.n,eH Ce IIOKa~ane e~I1KaCHI1 BO 
KOHTpOn11paHI1Te KITI1HI1'IKI1 11CIII1TyBaH:.a rrp11 IIp11MeHaTa Ha OBOJ neK KaKO 
a;:rjyBaHTHa Teparr11ja, HO MHory rrau;11eHTI1 He MO~ene .n,a ja rro.n,HecaT .[{03aTa o.n, 2400 
Mr/.n,eH 6e3 HaManyBaH:.e Ha .[{03aTa Ha .n,pyr11oT aHTI1nerrTI1K, rnaBHO rropa.n,11 
HeCaKaHI1Te u;eHTpaiTHI1 e~eKTI1. ,.0:0311Te Ha.[{ 2400 Mr/.n,eH He 611ne CI1CTeMaTCKI1 
rrpoyqyBaH11 BO KITI1HI1'IKI1Te 11CIII1TyBaH:.a. ,.0:0311Te Tpe6a .[{a ce rrp11naro.n,aT Kaj 
IIOCTap11 ITI1IJ;a CO HaManeHa ~YHKIJ;11ja Ha 6y6pe311Te. 

Kaj rrau;11eHTI1Te co p11311K o.n, x11rroHaTpeM11ja ce rroTpe6HI1 rroce6HI1 MepK11 
Ha rrpeTIIa3ITI1BOCT rrp11 O.[{pe.n,yBaH:.e Ha .[{03aTa Ha neKOT. 

J!oJupalbe Kaj Oega 
I1p11 MOHO 11 a~yBaHTHa Teparr11ja neqeH:.eTO co Tp11nerrTan® Tpe6a .n,a 

3arro'IHe co .[{03a o.n, 8 .n,o 10 Mr/Kr/.n,eH, rro.n,eneHo BO .[{Be rroe.n,I1He'IHI1 .[{0311. Bo 
a;:rjyBaHTHaTa Teparr11ja, Teparri1CKI10T e~eKT e 3a6ene~I1TeneH co cpe.n,Ha .n,03a Ha 
O.[{p~yBaH:.e 0.[{ OKOITY 30 Mr/Kr/.n,eH. AKO e KIT11H11'IK11 11H.[{I111;11paHO, .[{03aTa MO~e .n,a 
Ce 3rOneMI1 MaKCI1MaiTHO 3a 10 Mr/Kr/.n,eH BO 11HTepBanl1 0.[{ rrp116n11~HO He.n,ena .[{eHa 
o.n, rroqeTHaTa .n,o3a, .n,o MaKCI1ManHa .n,o3a o.n, 46 Mr/Kr/.n,eH, 3a .n,a ce .n,o611e 
IIOCaKyBaHI10T KITI1H11'IK11 O.[{rOBOp. 

Tp11nerrTan® ce rrperropa'IyBa Kaj .n,eu;a Ha B03pacT rroroneMa o.n, 6 ro.n,I1HI1. 
ne36e.[{HOCTa Ha IIp11MeHa e 11CIII1TyBaHa Kaj .n,eu;a IIOCTap11 0.[{ 2 rO.[{I1HI1. 

C11Te ropeHaBe.n,eHI1 rrperropa1<11 3a .[{0311paH:.e ce 6a311paHI1 Ha .[{0311Te 
IIp11MeHeTI1 BO KIT11H11'IK11Te 11CIII1TyBaH:.a 3a CI1Te CTapOCHI1 rpyrr11. MefyToa, KOra TOa 
e IIOTpe6HO MO~e .n,a ce IIp11MeHaT IIOMaiTI1 IIO'IeTHI1 .[{0311. 

j(oJupalbe Kaj naguenmu co omemena cbyn~<.guja na gpnuom opo6 
I1p11naro.n,yBaFDeTo Ha .[{0311Te He e rroTpe6Ho Kaj rrau;l1eHTI1Te co 6nara .n,o 

yMepeHa 11HCY~I1IJ;I1eHIJ;I1ja Ha u;pH110T .n,po6. Tp11nerrTan® He e 11CIII1TyBaH KaJ 
rrau;11eHTI1 CO TeiiiK11 OIIITeTyBaH:.a Ha IJ;pH110T .n,po6. 

j(oJupalbe Kaj naguenmu co omemena £/JynKguja na 6y6pe1ume 
Kaj rrau;l1eHTI1Te co OIIITeTeHa ~YHKu;11ja Ha 6y6pe3HTe (Kn11peHc Ha 

KpeaTI1HI1H rroMan o.n, 30 MniM11HyTa), ne'IeFDeTO co Tp11neuTan® Tpe6a .n,a 3arro'IHe 
CO IIOITOBI1Ha 0.[{ rrpOIII1IIIaHaTa IIO'IeTHa .[{03a (300 Mr/.n,eH), KOja IIOHaTaMy Ce 
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3rorreMysa so HHTepsarrH on Henerra neHa noneKa He ce nocTHrHe nocaKysaHHOT 

KITHHHqKH onroBOp. 

4.3.KO HTP AIIH,l(IIKAlJ:IIII 
f103HaTa npeoceTITHBOCT KOH OKCKap6a3enHH HITH 6HITO KOja on COCTaBHHTe 

KOMnOHeHTH Ha rreKOT. 

4.4.MEPKII HA IIPETIIA3JIIIBOCT II IIPE,l(YIIPE,l(YBAihE 
f1auHeHTHTe KOH npeTxonHO noKa)Karre peaKUHja Ha npeoceTITHBOCT KOH 

Kap6aMa3enHH Tpe6a na 6HnaT npenynpeneHH neKa e MO)I(Ha BKpcTeHa peaKuHja co 

OKCKap6a3enHH Kaj OKOrry 25-30% nauHeHTH (npHMep : TeiiiKH KO)KHH peaKUHH). 
PeaKUHHTe Ha npeoceTrrHBOCT ce jasysaaT H Kaj nauHeHTH KOH HeMarre saKBH 

peaKUHH KOH Kap6aMa3enHH BO aHaMHe:..aTa. frraBHO, aKO ce nojaBaT 3HaUH H 
CHMnTOMH KOH yKa)KyBaaT Ha peaKUHja Ha XHnepCeH3H6HITH3aUHja, rreqelbeTO CO 

TpHrrenTarr® Tpe6a senHaiii na ce npeKHHe. 
HHBOH Ha HaTpHYM BO cepyM non 125 mmol/L, KOH ce o6HqHO 

acHMnToMaTCKH H HeM a noTpe6a on npHrraronysalbe Ha n03aTa ce HajneHH Kaj 2. 7% 
on nauHeHTHTe rreqeHH co TpHrrenTarr®. I1cKyCTBOTO on KITHHHqKHTe HCnHTysalba 
noKa)KyBa neKa HHBOHTe Ha HaTpHyM BO cepyM ce BpaKaaT Ha HOpMarrHH BpenHOCTH 

Kora ce HaMarrysaaT no3HTe Ha TpHrrenTarr® HITH Kora K:e ce npeKHHe rreqelbeTo co 
TpHrrenTarr® , HITH aKo nauHeHTOT ce rreqH KOH3epsaTHBHO (npHMep : HaMarreH BHec 

Ha TeqHOCTH) Kaj nauHeHTH CO nOCToeqKO HapyiiiyBalbe Ha cpyHKUHHTe Ha UpHHOT 

npo6 3npy)KeHH CO HHCKOTO HHBO Ha HaTpHYM, HITH Kaj nauHeHTHTe rreqeHH CO 
rreKOBH IIITO fO HaMarryBaaT HHBOTO Ha HaTpHYM (nHypeTHUH-neCMOnpeCHH) KaKO H 

co HCAHJI (npHMep : HHnoMeTaUHH). HHBOTO Ha HaTPHYM so cepyM Tpe6a na ce 

H3MepH npen noqeTOKOT Ha TepanHjaTa. f10TOa HHBOTO Ha HaTpHYM Tpe6a na ce 

HCKOHTporrHpa no npH6rrH)KHO nse HenerrH, a noToa so HHTepsarrH on Meceu neHa, 
HITH BO 3aBHCHOCT on KITHHHqKaTa CITHKa. 0BHe cpaKTOpH Ha pH3HK MO)Ke na ce 
onHecysaaT oco6eHo Ha nocTapH oco6H. Kaj nauHeHTHTe KOH ce Ha TepanHja co 

TpHrrenTarr® , a KOH Tpe6a na noqHaT co npHMeHa Ha rreKOBHTe KOH ro HaMarrysaaT 

HHBOTO Ha HaTpHYM Tpe6a na ce crrenH HCTaTa nocTanKa. BooniiiTO, aKO ce jaBaT 
KITHHHqKH CHMnTOMH KOH yKa)KyBaaT Ha XHnOHaTPHeMHJa 3a BpeMe Ha npHMeHaTa Ha 

TpHrrenTarr@, 6H Tpe6arro na ce H3MepH HHBOTO Ha HaTpHYM BO cepyM . Kaj 

ocTaHaTHTe nauHeHTH, HaTpeMHjaTa Tpe6a na ce MepH so paMKHTe Ha pyTHHCKHTe 

rra6opaTOpHCKH KOHTpOITH. 

CHTe nauHeHTH co cpuesa HHcycpHUHjeHUHja H ceKyHnapHa cpuesa 
HHCycpHUHeHUHja Tpe6a na ja KOHTpOITHpaaT TeiTeCHaTa Te)KHHa 3a na Ce OTKpHe 

peTeHUHja Ha TeqHOCTH. Bo crryqaj na ce nojaBH peTeHUHja Ha TeqHOCTH HITH 
BITOIIIyBalbe Ha cpuesaTa HHCycpHUHeHUHja,Tpe6a na Ce H3MepH HHBOTO Ha HaTpHyM 
BO cepyMOT. I1aKO BO KITHHHqKHTe HCnHTyBalba He e noKa)KaHO neKa 

oKcKap6a3enHHOT nosenysa no Hapyiiiysalbe Ha cpuesaTa cnposonrrHsocT, sp3 
OCHOBa Ha TeopeTCKHTe C03HaHHJa, nauHeHTHTe CO nOCToeqKH nopeMeTyBalba 

(npHMep : A-B 6rroK, apHTMHja) Tpe6a BHHMaTerrHo na ce crrenaT. 

MHory peTKO e 3a6erre)KaHa nojasa Ha xenaTHTHC Koj HMarr nosorreH Hcxon so 
HajrorreM 6poj Ha crryqaH. AKo ce nojasH coMHeHHe 3a HapyiiiyBalbe Ha upHHOT npo6, 

Tpe6a na ce nposepH cpyHKUHjaTa Ha upHHOT npo6 H na ce pa3rrrena MO)KHOCTa na ce 
npecTaHe co npHMeHaTa Ha TpHrrenTarr®. 

)KeHHTe so reHepaTHBHOTo no6a Tpe6a na Ge npenynpenaT neKa 
HCTOBpeMeHaTa npHMeHa Ha TpHrrenTarr@ H OpaiTHH KOHTpauenTHBH MO)Ke na ja 

HaMarrH ecpHKaCHOCTa Ha osaa KOHTpauenuHja. 3a speMe Ha, npHMeHaTa Ha 
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TpHneriTa.JI®, ce rrperropaqyBa rrpHMeHa Ha .IJ:O.IJ:aTHH HexopMOHCKH MeTO.IJ:H Ha 

KOHTpau;eiii.lHJa. 
BHHMaTeJIHOCT e Heorrxo.[{Ha aKo BO TeK Ha neKyBm-oeTo co TpHnerrTa.JI®ce 

BHeCyBa a.JIKOXOJI, rropa.[{H MO)l(HOTO a.[{HTHBHO Ce.[{aTHBHO .[{ejCTBO. 

KaKo H Kaj CHTe aHTHerrHnerrTHU:H, Kora ce rrpeKHHyBa neqeif>eTo co 

TpHnerrTa.JI® Tpe6a rrocTerreHo .[{a ce HaMa.JiyBa .IJ:03aTa, KaKo 6H ce HaMa.JIHJI pH3HKOT 

0.[{ IIOJaBa Ha KOHBYJI3HH. 

4.5.IIHTEP AKQIIII CO )J:PYrii JIEKOBII II )J:PYrii IIHTEP AKQIIII 
Huxu6uuuja ua eHJUMU 
0KCKap6a3eiiHH e TeCTHpaH Ha MHKp030MHTe Ha qoBeqKHTe xerraTOU:HTH 3a .[{a 

ce O.[{pe.[{H HeroBaTa CIIOC06HOCT .[{a fH HHXH6Hpa rJiaBHHTe P45Q eH3HMH O.[{fOBOpHH 

3a MeTa60JIH3MOT Ha .ll:PYrHTe JieKOBH. Fe3)'JITaTHTe IIOKa:>Ka.Jie .[{eKa OKCKap6a3eiiHH H 

HerOBHOT aKTHBeH ¢apMaKOJIOlllKH MeTa60JIHT (MOHOXH.[{pOKCH.[{epHBaT-MHD) ro 

HHXH6HpaaT CYP2C 19. CrrpeMa TO a, MO)l(e .[{a .IJ:Oj.IJ:e .IJ:O HHTepaKu;Hj a Kora BHCOKH 

.IJ:03H Ha TpHnerrTa.JI® ce rrpHMeHyBaaT 3ae.[{HO co neKOBHTe KOH ce MeTa6oJIH3HpaaT 

co rroMolll Ha CYP2C 19 (rrpHMep : ¢eHo6ap6HTOH, ¢eHHTOHH H T.H. ). Kaj HeKOH 

nau;HeHTH neqeHH co TpHnerrTa.JI® H neKOBH MeTa6oJIH3HpaHH O.IJ: CTpaHa Ha 

CYP2C 19 MO)l(e .[{a 6H.IJ:e rroTpe6Ho HaMa.JiyBalbe Ha .IJ:03aTa Ha .IJ:BaTa neKa. Bo 

qoBeqKHTe xerraTa.JIHH MHKp030MH,OKCKap6a3errHH H MHD HMaaT Ma.JIKY HJIH 

BOOIIlllTO HeMaaT crroco6HOCTH .[{a rH HHXH6HpaaT cne.[{HHBe eH3HMH: CYP1A2, 

CYP2A6, CYP2C9, CYP2D6, CYP2E1, CYP4A9 H CYP4A11. 

Huoy«quja ua eHJUMu 
0KCKap6a3eiiHH H MHD rH HH.IJ:YU:HpaaT BO HH BHTpO H HH BHBO ycJIOBH 

CYP3A4 H CYP3A5 KOH ce O.IJ:rOBOpHH 3a MeTa6oJIH3MOT Ha .IJ:HXH.IJ:pOrrHpH.IJ:HHCKHTe 

KaU:HYMOBH aHTarOHHCTH, Opa.IIHH KOTpau;errTHBH , aHTHeiiHJieiiTHU:H (rrpHMep : 

Kap6a:Ma3eiiHH ) H .[{OBe.IJ:YBaaT .[{0 Ha:Ma.JiyBalbe Ha KOHU:eHTpau;HjaTa Ha OBHe JieKOBH 

BO IIJia3MaTa. 

l1H BHTpo, MHD e cna6 HH.IJ:YKTop Ha UDP-myKypoHHJI TpaHc¢epa3aTa H . . 
crrpeMa TOa , He e BepOJaTHO .[{eKa BO HH BHBO YCJIOBH Ke BllHJae Ha JieKOBHTe KOH Ce 

eJIHMHHHpaaT rrocne KOihyrau;HjaTa 3aBHCHa O.IJ: UDP IT-myKypoHHJI TpaHc¢epa3aTa 

(rrpHMep : Ba.IIIIpoHqHa KHCeJIHHa, JiaMOTpHrHH). l1MajKH fO BO IIOfJie.[{ CJia6HOT 

HH.IJ:YKTOpCKH rroTeHu;Hja.JI Ha OKCKap6a3errHH H MHD , MO)l(e .[{a 6H.IJ:aT Heorrxo.[{HH 

IIOfOJieMH .[{03H Ha HCTOBpeMeHO .[{a.[{eHH JieKOBH KOH Ce MeTa60JIH3HpaaT CO yqeCTBO 

Ha CYP3A4 HJIH co KOihyrau:Hja (UDGPT). Bo cnyqaj Ha rrpeKHH Ha TeparrHjaTa co 

TpHJieiiTa.JI®, MO)l(e .[{a 6H.[{e IIOTpe6HO HaMa.JiyBalbe Ha .[{03aTa Ha HCTOBpeMeHO 

.[{aBaHHTe JieKOBH. 

McrrHTyBalbaTa Ha HH.IJ:YKU:Hja Ha eH3HMHTe BO xerraTOU:HTHTe O.IJ: qoBeK 

rroTBp.IJ:HJie .[{eKa OKCKap6a3errHHOT H MHD ce cna6H HH.IJ:YKTOpH Ha H30eH3HMHTe 

CYP2B H CYP3A4. l1H.IJ:YKTopcKHOT rroTeHu;Hja.JI Ha oKcKap6a3eiiHH H MHD Ha 

.IJ:pyrH CYP eH3HMH He e II03HaT. 

HumepaKt(UU co opyzu aumuenUJZenmuqu 

Mo)l(HHTe HHTepaKU:HH rroMefy TpHnerrTa.JI® H .IJ:pyrHTe aHTHerrHnerrTHqKH 

neKOBH ce rrpoBepeHH BO KJIHHHqKH CTY.IJ:HH. E¢eKTOT Ha OBHe HHTepaKU:HH Bp3 

cpe.IJ:HaTa Bpe.IJ:HOCT Ha AUC H CMHH ce rrpHKa)l(aHH cyMapHo BO cne.[{HaTa Ta6ena. 
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Ta6eJia 3. HuTepaKu;uu ua TpuJienTaJI® co ,npyru auTuenuJienTuu;u : 

AuTuenuJienTnK ,na,neu BJiujauue ua BJiujauue ua 
3ae,nuo co TpuJienTaJI® TpuJienTaJI® ua 3HTUeOUJieDTHKOT Bp3 

Kouu;euTpau;ujaTa ua KOHIJ;CHTpau;ujaTa H3 
3HTHCDUJICDTUKOT TpuJienTaJI® 

Kap6aMa3enuu 0-22% HaMaJIYBaihe; 40% HaMaJiyBalhe 

30% 3roJieMyBalhe Ha 

Kap6a:Ma3emm -eiiOKCH.[{ 

KJio6a3aM He e HCIIHTyBaHO HeMa .nejCTBO 

<DeJI63M3T He e HCIIHTyBaHO HeMa .[leJCTBO 

<Deuo6ap6uToH 14-15% 3roJieMyBalhe 30-31% HaMaJiyBalhe 

<DeHUTOUH 0-40% 3roJieMyBalhe 29-35% HaMaJiyBalhe 

BaJinpou~ma KnceJiuua HeMa .[{ejCTBO 0-18% HaMaJiyBalhe 

JiiH BHBO, KOHIJ;eHTpau;HHTe Ha <j:>eHHTOHH BO IIJia3MaTa Ce 3fOJieMyBaaT .[{0 

40% Kora TpHJierrTaJI® ce rrpHMeHyBa BO .no3a o.n 1200 Mr/.neH. CrrpeMa Toa Kora ce 

rrpHMeHyBaaT .no3H Ha TpHJierrTaJI® rroroJieMH o.n 1200 Mr/.neH Ka:Ko a.njyBaHTHa 

TeparrHja, MO)I(e .na 6H.[{e IIOTpe6HO .[{a ce HaMaJIH .[{03a:Ta Ha <j:>eHHTOHH. 

JaKHTe HH.lJ.YKTOpH Ha eH3HMOT UHTOXpOM P450 KaKO IllTO ce Kap6aMa3eiiHH, 

<j:>eHHTOHH H <j:>eHo6ap6HTOH ro HaMaJiyBaaT HHBOTO Ha MHD BO IIJia3MaTa (29-40%). 
TpHJieiiTaJI® He .noBe.nyBa .no aBTOHH.ll.YKUHja. 

Hnmepa«uuu co xopMOHCI<.U I<.OHmpauenmuBu 

)J,oKa)l(aHo e .neKa TpHJieiiTaJI® .neJiyBa Ha .nBeTe KOMIIOHeHTH Ha opaiiHHTe 

KOHTpa:uerrTHBH : eTHHHJI ecTpa.nHoJI (EE) H JieBoHoprecTpeJI (LNG). Cpe.nHHTe 

Bpe.nHOCTH Ha AUC ce HaMaJieHH 3a 48-52% 3a EE H 32-52% 3a LNG. 
JiiCIIHTyBai-baTa CO .npyrHTe OpaJIHH HJIH HMIIJiaHTaiJ;HOHH KOHTpa:u;eiiTHBH He Ce 

HarrpaBeHH. CrrpeMa Toa, HCTOBpeMeHaTa rrpHMeHa Ha TpHJierrTaJI® co xopMOHCKH 

KOHTpa:u;eiiTHBH MO)I(e .naja HaMaJIH e<j:>HKaCHOCTa Ha KOHTpa:u;errTHBHTe. 

Hnmepa«uuu co anmazonucmu Ha l<.aJZ!(UYM 

ITocJie rroBTopeHaTa rrpHMeHa Ha TpHJierrTaJI®, Bpe.nHoCTHTe Ha AUC 3a 

<j:>eJIO.[{HIIHH Ce HaMaJieHH 3a 28%. MefyTOa, KOHIJ;eHTpa:u;HHTe Ha OBOj JieK BO 

IIJia3MaTa H IIOHaTaMy 6HJie BO rrperropaqaHH TepaiiHCKH paMKH. 

O.n .npyra CTpaHa, Beparra:MHJIOT ro HaMaJiyBa HHBOTO Ha MHD BO IIJia3MaTa 

3a 20%. 0Ba HaMaJiyBai-be Ha HHBOTO Ha MHD BO IIJia3MaTa He ce CMeTa 3a KJIHHlfqKlf 

3HaqaJHO. 

Hnmepai<.!(UU co opyzu Jlei<.06U 

ll,HMeTH.[{HH, ep.HTpOMHIJ;HH If .[{eKCTporrpOIIOKCH<j:>eH HeMaaT BJI.HjaH.He Ha 

<J:>apMaKOK.HHeT.HKaTa Ha MHD .no.neKa B.HJIOKCa3HHOT .noBe"'ffyBa .no MaJI.H rrpoMeH.H Ha 

H.HBOTO Ha MHD BO IIJia3MaTa (rroroJieMH 3a KOJIY 10% rrocJie rroBTopeHa 

KOa.[{MHHHCTpau;.Hja). HeMaJIO HHTepaKIJ;lflf CO Ba ¢apHH IIOCJie e.[{Ha HJIH IIOCJie 

rroBTopyBalhe Ha .no3HTe Ha TpHJierrTaJI®. 
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Bp3 ocHoBa Ha TeopeTCKHTe co3HaHwja, rropa,n.H cTpyKTYPHHTe cnwmocTH co 

TPHU:HKnwqHHTe aHTHnerrpecHBH, He ce rrperropaqyBa rrpHMeHa Ha TpwnerrTan® BO 

KOM6HHaU:Hja CO HHXH6HTOpHTe Ha MOHOaMHHOOKCHna3aTa (MAOH). 
ITau:weHTHTe neqeHH co TPHU:HKnHqHH aHTHnerrpecHBH 6wne BKnyqeHH BO 

KllHHHqKHTe HCITHTyBalha,H He ce 3a6ene)l(aHH peneBaHTHH KllHHHqKH HHTepaKU:HH. 

I1CTOBpeMeHO naBalhe Ha llHTHYM H OKCKap6a3eiTHH MO)I(e na noBene no 
3aCHneHa HeypOTOKCHqHOCT. 

4.6.liPEMEHOCT H )J;OElhE : 
ITonaTOU:HTe on orpaHwqeHHOT 6poj Ha 6peMeHOCTH rroKa)l(yBaaT neKa 

OKCKap6a3eiTHH MO)I(e na rrpenH3BHKa TeiiiKH OIIITeTyBalha Ha rrnonoT aKO Ce 

rrpHMeHyBa 3a BpeMe Ha 6peMeHocTa (rrpHMep: pacu:err Ha Herru:eTO ). AKo )l(eHaTa 
Koja ce neqw co TpwnerrTan® 3a6peMeHH, HnH aKo e rroTpe6Ho na ce 3arroqHe neqelhe 

co TpwnerrTan® 3a BpeMe Ha 6peMeHocTa Tpe6a BHHMaTenHo na ce onMepw 
ITOTeHU:HJanHaTa KOpHCT on rrpHMeHaTa Ha neKOT BO onHOC Ha pH3HKOT on 
HacTaHyBalhe Ha MancpopMaU:HH Kaj cpeTycoT. 0Ba e oco6eHo Ba)I(HO 3a BpeMe Ha 

rrpBHTe TPH Meceu:w on 6peMeHOCTa. Tpe6a na ce rrpHMeHyBaaT HajManHTe 

ecpeKTHBHH no3H. Kaj )l(eHHTe BO reHepaTHBHHOT rrepwon, TpwnerrTan® Tpe6a na ce 
rrpHMeHyBa KaKO MOHOTeparrHja KOra e TOa MO)I(HO. ITau:HeHTKaTa Te6a na Ce 

3aiT03Hae CO MO)I(HOCTHTe on 3roneMeH pH3HK on MancpOpMal{HH H MO)I(HOCTHTe Ha 
rrpeHaTanHa nHJarHOCTHKa. 

Bo aHHManHHTe cTynww 3roneMeH MOpTanHTeT Ha eM6pHOHHTe, ycrropeH pacT 
H MancpopMal{HH Ce 3a6ene)l(aHH ITO rrpHMeHaTa Ha MaTepHanHO TOKCHqHHTe no3H. 

AHTHerrwnerrTHqKHTe neKOBH MO)I(e na rrpenH3BHKaaT necpHU:HT Ha cponHa 

KHCenHHa, lliTO e MO)I(eH cpaKTOp BO HaCTaHOK Ha a6HOpManHOCTH Kaj cpeTyCOT. Ce 

rrperropaqyBa cyrrneMeHTau:wja Ha cponHaTa KHcenwHa rrpen H BO TeK Ha 6peMeHocTa. 
AHTHerrwnerrTHU:HTe MO)I(e na rrpenH3BHKaaT KpBapelhe Kaj HOBoponeHqeTo. 3a na ce 
crrpeqw Toa, Tpe6a na ce naBa BHTaMHH K BO TeK Ha rrocnenHHTe HeKonKy HenenH on 
6peMeHOCTa, KaKO H Ha HOBOponeHqeTO. 

0KCKap6a3eiTHH H HerOBHOT aKTHBeH MeTa6onHT (MHD) ITOMHHyBaaT rrpeKy 

rrnau:eHTa. KOHU:eHTpaU:HHTe BO ITlla3MaTa Kaj MajKaTa H HOBOponeHqeTO 6Hne HCTH 

BO eneH cnyqaJ. 

0KCKap6a3eiTHH H HerOBHOT aKTHBeH MeTa6onHT (MHD) Ce eKCKpeTHpaaT BO 
XYMaHOTO MneKO. 0nHOCOT Ha KOHU:eHTpau:HjaTa BO MlleKOTO H BO ITlla3MaTa e 0.5 3a 

nBeTe coenHHeHHja . .lJ:ejCTBOTO Ha neTeTO H3llO)I(eHO Ha TpHnerrTan® Ha OBOj HaqHH 
He e rro3HaTo. Crropen Toa, TpwnerrTan® He Tpe6a na ce rrpHMeHyBa 3a BpeMe Ha 

noelheTo. 

4.7.BJIHJAHHE HA JIEKOT BP3 CIIOCOliHOCTA 3A B03ElhE H 
YIIOTPEliA HA MAIIIHHH 

3a BpeMe Ha rrpwMeHaTa Ha TpwnerrTan® ce jaByBa BpTornaBwu:a H rrocrraHocT. 

ITau:weHTOT Tpe6a na ce rrpenyrrpenw neKa HeroBaTa cpH3HqKa H MeHTanHa 
crroco6HOCT 3a ynpaByBalhe co aBTOM06H H pa6oTa co MaiiiHHH MO)I(e na 6wne 
HaManeHa. 

4.8.HECAKAHH )J;EJCTBA 
0KCKap6a3eiTHHOT ITOKa)l(yBa HeCaKaHH J(ejCTBa CnHqHH CO Kap6aMa3eiTHH H 

npym aHTHerrwnerrTHU:H. Toa rrpen ce ce onHecyBa Ha cenau:wjaTa H npymTe 
l{eHTpanHH ecpeKTH, H Ha peaKl{HHTe Ha rrp~oce:rnHBOCT. 

HeBporrcwxwjaTPHCKHTe ecpeKTH MO)I(e na ce rpyrrwpaaT BO TPH KaTeropHH : 
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HaMaJiemr KOfHHTHBHH HnH 11CHXOMOTOpHH CI10C06HOCTH, BKny~ysajKH 

Hec11oco6HOCT 3a KOHI..J,eHTpauHja H rosop, 110c11aHocT H 3aMop H HapyrneHa 

KOOp,II,HHai..J,Hja (aTaKCHja, HeCTa6HnHOCT). 

fipeoceTnHBOCTa ce jasysa Kaj OKony 25-35% O,II, 11ai..J,HeHTHTe KOH 110Ka)l(aJie 

11peoceTnHBOCT Ha Kap6aMa3ei1HH. 3aToa Kaj OBHe 11ai..J,HeHTH ce 11pe11opa~ysa 

11pHMeHa Ha OKCKap6a3ei1HHOT CaMO aKO pH3HKOT e 110MaJI O,IJ, KOpHCTa O,IJ, 11pHMeHaTa 

Ha neKOT. 

XH110HaTpeMHjaTa e HeCaKaH eQ.>eKT Cl1ei..J,HQ.>H~eH 3a OKCKap6a3ei1HH. 

HaMaJiyBalheTO Ha KOHI..J,eHTpai..J,HjaTa Ha HaTpHyM e HajsepojaTHO 110Bp3aHO CO 

,IJ,03aTa. HajroneMHOT 6poj 11ai..J,HeHTH HeMaaT CHMI1TOMH, HO Kaj HeKOH ce jaByBaaT 

110CI1aHocT, 3roneMyBalbe Ha 3a~ecTeHOCTa O.II. ei1Hnei1TH~HH Hal1a,IJ,H HnH HaMaJieHa 

csecT, crra6ocT, rnaso6onKa, rreTapmja, KoHQ.>y3HOCT, Hay3eja. KnHHH'IKH 3Ha~ajHaTa 

XHI10HaTpeMHja (KOHI..J,eHTpai..J,HH Ha Ha'fPHYM 110MaJIH O,IJ, 125 meq/1) Ce jasysa Kaj 

2.5% 11ai..J,HeHTH ne~eHH CO OKCKap6a3eiiHH, HaC11peMa 0% Kaj 11ai..J,HeHTHTe KOH 

,IJ,06HBaJie 11naue6o HnH HeKOj ,II,pyr aHTHei1Hnei1THK (Kap6aMa3ei1HH, Q.>eHHTOHH, 

Q.>eHo6ap6HTOH, BaJI11pOaT). CHMI1TOMaTCKaTa XHI10HaTpeMHja e 11pHjaBeHa H BO TeK 

Ha 110CTMapKeTHHlliKOTO 11paTeibe Ha neKOT. Haj~eCTO XHI10HaTpeMHjaTa Ce jasysa BO 

11pBHTe TpH MeCei..J,H O,IJ, ne~elbeTO, HaKO Kaj e,IJ,eH 6poj 11ai..J,HeHTH Ce 110jaBHna H 110 

e,IJ,Ha ro,IJ,HHa. HapyrnysalheTo ce 11osneKysa 110 11peKHHOT Ha BHecysalbe Ha neKoT. 

Bo KnHHH~KHTe CTY.II.HH HajroneMHOT 6poj 11ai..J,HeHTH co Hao,IJ, Ha XHI10HarpeMHja 6Hn 

6e3 CHMI1TOMH. Kaj 11ai..J,HeHTHTe so KnHHH~KHTe CTY.II.HH, KOH ce ~ecTo 

KOHTpOnHpaHH, ,IJ,03aTa Ha neKOT e HaMaJieHa HnH e 11peKHHaTa Tepa11HJaTa, HnH e 

HaMaJieH BHeCOT Ha BO,IJ,a. MefyToa, He e 1103HaTO ,IJ,aJIH OBHe MepKH MO)I(e ,IJ,a j a 

c11pe~aT 11ojasaTa Ha XHI10HaTpeMHja. Ce 11pe11opa~ysa cne,II,elbe Ha cepyMcKHOT 

HaTpHYM Kaj 11ai..J,HeHTHTe KOH 3eMaaT .II.pym JieKOBH KOH 6H MO)I(ene ,IJ,a ja HaMaJiaT 

KOHI..J,eHTpai..J,HjaTa Ha HaTpHyM BO cepyMOT (11pHMep : neKOBH KOH MO)I(e ,IJ,a 

11pe,II,H3BHKaaT CHH,II,poM Ha Hea,IJ,eKBaTHa ceKpeuHja Ha ADH-SIADH). 

IIpoQ.>HnOT Ha HecaKaHH ,IJ,ejcTBa 110 opraHCKHTe cHcTeMH, 11pHKa)l(aH so 

110HaTaMOlliHHOT TeKCT e 6a3HpaH Ha HeCaKaHH eQ.>eKTH 3a6ene)l(aHH BO KnHHH~KHTe 

CTY.II.HH, a 3a KOH e yTBp,II,eHo ,IJ,eKa ce 110Bp3aHH co ,IJ,aBalheTo Ha TpHnei1TaJI®. 

fiOKpaj TOa 3eMeHH Ce BO 11pe,II,BH,IJ, KnHHH~KH 3Ha~ajHHTe 11pHjaBH Ha HeCaKaHHTe 

eQ.>eKTH O,IJ, CTpaHa Ha 11ai..J,HeHTHTe O,IJ, 110Ce6HHTe 11pOrpaMH H 110CTMapKeTHHlliKH 

HCKYCTBa. 

C11peMa CIOMS III KnacHQ.>HKau;HjaTa Ha Q.>peKBeHu;HjaTa Ha jasysalhe, 

HecaKaHH ,II,eJCTBa ce : 

- MHOfY ~eCTH: > 10% 
- ~eCTH: >1% 
- 110MaJIKY ~eCTH: >0.1% <1% 
- peTKH: >0.01% <0.1% 
- MHOry peTKH <0.01% 
Omumu HecaKaHU oejcmaa 
MHory ~ecTH: 3aMop 

qeCTH: acTeHHja 

MHory peTKH: peaKU:HH Ha MynTHopraHcKa 11peoceTnHBOCT (ce 

KapaKTepH3HpaaT CO OCHI1, TpecKa, nHMQ.>a,IJ,eHOI1aTHja, a6HOpMaJIHH Xe11aTH~KH 

Q.>yHKU:HOHaJIHH TeCTOBH, e03HHOQ.>HnHja, apTpaJimja). 

l!enmpa.!leH nepaen cucmeM ·---
.,...,.... ·--·~---~ .. 

MHory ~ecTH: BpTorrraBHI..J,a, rnaso6on.Ka, 110CI1aH2'7t~ ; _ ~ ~" P<:- · ~, , . 

qeCTH: B03HeMHpeHOCT, . aMHe3HJa, a11aJ7f.fa vJ 1 ' a'ral<C~Ja; \, CMaJieHa 

KOHU:eHTpai..I,HJa, 36yHeTOCT, ,IJ,e11peCHJa, eMOU:HOHaJIHataia~nH_QCT (Hepi303a Ha 11p.), 
f I - . 

\'\ . 
• J. r' * 
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HHCTarMyC, TpeMOp. 

KapouooacKy!lapen cucmeM 
MHory peTKH: Ha np. AB-6noK. 

Jiuzecmuoen cucmeM 
MHory qecTH: MaqHHHa, noBpaKaae. 
qeCTH: KOHCTHnau:Hja, JJ;Hjapea, 60JI BO a6JJ;OMeHOT. 

XeMamo!loutKu neca«anu oejcmoa 
floMaJIKY qecTH : neyKoneHHja. 

MHory peTKH: TpoM60U:HTOnemtja. 

lJpH 0p06 
floMaJIKY qecTH : 3roneMyBaae Ha TpaHCaMHHa3HTe HIHJIH aJIKaJIHaTa 

<l>oc<l>aTa3a. 
MHory peTKo: xenaTHTHC. 

Mema6o!lHU u nympumuonu nopeMemyoalba 
qeCTO: XHnOHaTpeMHja 

MHory peTKO: XHIIOHaTpeMHja 3JJ:py)l(eHa co 3HaU:H H CHMnTOMH KaKo nno ce 
KOHBYJI3HH, 36yHeTOCT, HapyrneHa CBeCT, eHu:e<t>anonaTHja, HapyrneH BHJJ; (npHMep : 
3aMameH BHJJ:),noBpaKaae, MaqHHHa. 

Ko:»ea u aoneKcu 
qeCTH : aKHH, aJIOneu:Hja, OCHn. 

floMaJIKY qecTH : ypTHKapHja. 

MHory peTKO: CTHBeHc-JoxHCOHOB CHHJJ:pOM, cHcTpeMCKH nynyc 

epHTeMaT03yc. 

CemUJla 
MHory qecTo: JJ;HnnonHja. 

qeCTO: BpTOrJiaBHU:a,HapyrneH BHJJ; (npHMep : 3aMarJieH BHJJ:) 

4.9.IIPE,li,03liPAibE HA JIEKOT 
3a6eJie)l(aHH ce noeJJ;HHeqHH cnyqaH Ha npeJJ:03Hpaae. HajroneMa BHeceHa 

JJ:03a 6HJia oKony 24 Mr. CH:Te nau:HeHTH ce onopaBHJie no npHMeHaTa Ha 
CHMnTOMaTCKO Jieqeae. 

CHMnTOMH Ha npeJJ;03Hpaae ce : nocnaHOCT, BpTornaBHU:a, MaqHHHa, 

XHnepKHHe3Hja, XHnOHaTpeMHja , aTaKCHja H HHCTarMyC. He nOCTOH cneu:H<l>HqeH 
aHTHJJ;OT. 

CHMnTOMaTCKOTO H cyrropTHBHOTO neqeae Tpe6a JJ;a ce npHMeHH no noTpe6a 
(npHMep : HCnHpaae Ha )l(eJiyJJ;HHK H/HJIH HHaKTHBaU:Hja Ha JieKOT CO MeJJ;HU:HHCKH 

jarneH). 

S.<l>APMAKOJIOlllKli OCOEIIHII 
CnopeJJ: ATU: KJiacH<l>HKau:HjaTa (Anatomic Therapeutic Chemical 

Classification), OKCKap6a3enHH e KJiacH<l>HU:HpaH BO rpynaTa Ha aHTHenHJienTifqKH 
neKOBH co rnH<l>pa N03AF02. 

5.1. <I> APMAKO,ll,liHAMCKli ,li,EJCTBA 
<l>apMaKOJJ;HHaMCKHTe JJ;ejCTBa Ha OKCKap6a3enHH BO HaJfOJieM JJ;eJI Ce 

ocTBapyBaaT npeKy HeroBHOT aKTHBeH MeTa6oJIHT, MHD. Ce CMeTa JJ;eKa 
MexaHH3MOT Ha JJ;ejcTBO Ha OKCKap6a3enHH H MHD e 6a3HpaH Ha 6noKaJJ;a Ha 

BOJITa)I(HHTe HaTpHYMCKH KaHaJIH, IIITO JJ;OBeJJ;yBa JJ;O ,. CTa6HJIH3aU:Hja Ha 

XHnepeKCU:HTHpaHH HeypOHCKH MeM6paHH, HHXH6HU:Hja Ha perreTHTHBHO npa3Heae 
Ha HeypOHH H HaMaJieHH IIIHpeaa Ha CHHanaTifqKif HMnyJICH. fiOKpaj TOa, 3fOJieMeHa 
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e npOO.[I.HOCTa 3a Ka.rmyM, a MO.[I.yJiai.J;IIJaTa Ha BHCOKO BOJITa)I(HHTe KaJIU11JYMOBI1 
KaHaJII1 MO)I(e 11CTO TaKa .[l,a npH.[J.OHeCe 3a aHTI1KOHBYJI311BHOTO .[l,eJCTBO Ha JieKOT. 
HeMa 3HaqaJHH HHTepaKUHH co peuerrTopHTe 3a HeypoTpaHCMHTepHTe 11 
MO.[I.yJiaTOpHTe. 

0KCKap6a3eiTI1HOT 11 HefOBI10T aKTHBeH MeTa60JII1T (MHD) ce CI1JIHI1 11 
e<l>HKaCHH aHTHKOHBYJI3HBH Kaj )I(HBOTHHTe. T11e r11 IIITHTaT rno.[J.apHTe O.[l. 
reHepaJI11311paHHTe TOHJ1qKO-KJIOHJ1qHJ1 11 BO ITOMaJI CTeneH, 0.[1. KJIOHJ1qHJ1 HaiTa.[l.l1, 11 
ja cnpeqyBaaT 11JII1 HaMaJiyBaaT <l>peKBeHUHjaTa Ha XpOHqHJ1 peKypeHTHI1 napu11jaJIHI1 
Hana.[I.H Kaj Pe3yc MajMyHHTe co aJIYMHHHYMCKH HMnJiaHTH. TonepaHUHja Ha e<l>eKTOT 
Bp3 TOHJ1qHO-KJIOHJ1qHJ1Te KOHBYJI31111 He Ce nojaBHJia ITO ynoTpe6aTa Ha 
oKcKap6a3enHH HJIH MHD Kaj myBUH ( 5 .[l.eHa) HHTY Kaj cTaopuH (4 He.[l.eJIH). 

5.2.<l>APMAKOKIIHETCKII OCOJ>liHli 
Ancopnuuja 
ITocne nepopanHo BHecyBmna Ha Tp11nenTan® Ta6neTH, OKCKap6a3enHH ce 

ancop611pa BO ITOTITOJIHOCT 11 BO fOJieMa Mepa ce MeTa60JII1311pa BO CBOjOT 
<l>apMaKOJIOIIIK11 aKTHBeH MeTa60JII1T (MHD). 

ITocne e.[I.Ha .[I.03a O.[l. 600 Mr, Tp11nenTan® cycneH3Hja 3a nepopanHa npHMeHa 
Kaj 3.[1.paBI1 MaiiiKI1 .[I.06pOBOJIU11 BO YCJIOBI1 Ha fJia.[l.yBafbe ,cpe.[J.HHTe Bpe.[J.HOCTI1 3a C 
max Ha MHD 611ne 2.49 mol/L co Me.[I.HjaHa 3a T max O.[l. 6 qaca. 

Kaj qoBeK, caMo 2% O.[l. BKynHaTa pa.[J.HOaKTHBHOCT BO ITJia3MaTa .[l.oafa O.[l. 
HenpoMeHeT oKcKap6a3enHH, npH6JIH)I(HO 70% 0.[1. MHD, a ocTaTOKOT ce cocToH O.[l. 
MI1HOpH11Te MeTa6omiTI1 KOI1 6p30 Ce 113JiaqyBaaT. 

XpaHaTa HeMa .[l.ejcTBo Ha 6p3HHaTa 11 npoueHTOT Ha ancoprru11ja Ha 
oKcKap6a3enHH, TaKa .[(a Tp11nenTan® MO)I(e .[(ace 3eMa co xpaHa HJIH 6e3 xpaHa. 

j[ucmpu6yuuja 
BonyMeH Ha .[1.11CTpH6yuHjaTa Ha MHD e 49 JIHTpH. 
I1pH6JIH)I(HO 40% O.[l. MHD e Bp3aHo 3a npOTeHHHTe Ha cepyMoT, BO maBHO 3a 

an6yMHH. Bp3yBafbeTo 3a npoTeHHHTe e He3aBHCHO O.[l. KOHUeHTpauHjaTa BO cepyMoT 
BO paCITOHOT Ha Tepani1CKI1 peJieBaHTHI1 KOHUeHTPaU1111. 

0KcKap6a3eiTHH 11 MHD He ce Bp3yBaaT 3a an<l>a-1-KHcen rJIHKonpoTeHH. 

EuompaHcpopMauuja 
0KCKap6a3eiTHHOT 6p30 ce pe.[J.yUHpa CO .[l.ejCTBO Ha U11TOCOJIHI1 eH311MI1 BO 

UPHHOT .[J.po6 .[1.0 MHD, Koj e BO HajroneM .[l.eJI O.[l.roBopeH 3a <l>apMaKOJIOIIIKHTe 
.[l.ejcTBa Ha Tp11nenTan®. MHD noHaTaMY ce MeTa60JII13Hpa npeKy KofhyrauHja co 
myKypOHCKa KHCeJIHHa. Man11 KOJIJ1qJ1HI1 ( 4% 0.[1. .[I.03aTa) ce OKCI1.[1.11paaT BO 
<PapMaKOJIOIIIKH HeaKTHBeH MeTa6oJIHT (1 0, 11- .[I.HXH.[J.pOK.[J.CH .[J.epHBaT DHD. 

EnUMuHaguja 
0KCKap6a3eiTI1H Ce eJI11MI1H11pa 0.[1, OpraHI13MOT BO HajroJieM .[l,eJI BO 06JII1K Ha 

MeTa60JII1TOT KOj BOrJiaBHO ce ry611 npeKy 6y6pe311Te. I1oBeKe 0.[1. 95% 0.[1. BHeCeHaTa 
.[I.03a e Haj.[(eHa BO ypHHa, 0.[1. IIITO ITOMaJIKY 0.[1. 1 o/o HenpOMeHeT OKCKap6a3eiTHH. Co 
<Peuec ce ry611 noMaJIKY O.[l. 4% O.[l. BHeceHaTa .[I.03a. I1pH6JIH)I(HO 80% O.[l. .[I.03aTa ce 
eJIHMHHHpa npeKy ypHHa 611no BO o6JIHK Ha MHD -myKopoHH.[I. ( 49%) HJIH KaKo 
HenpoMeHeT MHD ( 27%), .[I.O.[I.eKa HeraTHBHHOT DHD 113Hecy.Ba 3%, a KOihyraTHTe 
Ha oKcKap6a3enHH 113HecyBaaT 13% O.[l. BHeceHaTa .[I.03a. 0KcKap6a3enHH 6p3o ce 
eJII1MI1H11pa 0.[1. ITJia3MaTa CO Bpe.[J.HOCTI1 3a ITOJIY)I(HBOTOT Jia eJIHMHHaUHja 0.[1. 1.3 .[1.0 
2.3 qaca. HacnpOTH Toa, 
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r. 

rrorry)I(MBOTOT Ha errMMMHau.Mja Ha MHD o.n: rrmt3MaTa e oKorry 9. 3 ± 1.8 qaca. 

Oonoc na ooJama u Kongenmpauujama ao nJWJ.Mama 
PaMHOTe)I(Ha cocToj6a Ha KOHU.eHTpau.MjaTa Ha MHD BO rrrra3MaTa ce 

IIOCTMrHyBa 3a ,n:Ba .D:O TpH ,n:eHa Kaj rrau.MeHTMTe Ha KOM TpHJieTITaJI® MM e ,n:aBaH ,n:Ba 
naTM Ha ,n:eH. Kora ce nocTMrHe paMHOTe)I(HaTa cocToj6a, ¢apMaKOKMHeTMKaTa Ha 
MHD e JIMHeapHa 11 KOHU.eHTpau.MMTe Ha rreKoT BO IIJia3MaTa ce nporropu.HoHarrHM Ha 
.D:03aTa BO paCIIOHOT Ha ,n:03aTa TIOMefy 300M 2400 Mr/,n:eH. 

lPap.MaKoKunemuKa Kaj noce6nu nonynaguonu zpynu 
IIauueuTnTe co 3a6oJieu upu ;;;mo6 
<DapMaKOKMHeTMKaTa M MeTa60JIM3MOT Ha OCKap6a3eiiMH Ce MCIIMTyBaHM Ha 

3,n:paBM ,n:o6poBOJIIJ.M 11 Ha rrau.MeHTM co 3a6orreH xerrap, no ,n:o6MBalhe Ha oparrHa ,n:o3a 
O.D: 900 Mr. Errara .D:O yMepeHa MHcy¢MIJ.MeHU.Mja Ha U.PHMOT ,n:po6 He BJIMjae Ha 
¢apMaKOKMHeTMKaTa Ha oKcKap6a3eiiMH 11 MHD. 

<DapMaKOKMHeTMKaTa Ha TpHrrenTarr® He e MCIIMTaHa Kaj rrau.MeHTM co TeiiiKa 
MHCY¢MIJ.MjeHU.Mja Ha U.pHHOT ,n:po6. 

IIagueuTu co 3a6oJieuu 6y6pe3u 

Haj,n:eHa e JIMHeapHa KOperrau.Mja IIOMefy KJIHpeHCOT Ha KpeaTMHMH M 
peHaJIHMOT KJIHpeHc Ha MHD Kora TpHrrerrTarr® ce BHece BO e,n:Ha ,n:o3a o.n: 300 Mr. 
Kaj nau.MeHTHTe co peHarrHa HHcy¢HU.Hjau.Mja ( KJIHpeHc KpeaTMHMH < 30 MJIIMHH) 
rrorryBpeMeTo Ha errMMHHa.U.Mja Ha MHD e npo,n:OJI)I(eHo 3a 60-90%(16 .no 19 qaca) co 
,n:BojHo 3rorreMyBalhe Ha AUC BO crrope,n:6a co B03pacHMTe oco611 co HOpMarrHa 
¢YHKIJ.Mja Ha 6y6pe3MTe (10 qaca). 

~ 
ITo BHecyBalhe Ha e,n:Ha ,n:o3a TpHrrerrTarr® o.n: 5-15 Mr/Kr , Bpe,n:HOCTMTe Ha 

AUC KopempaHH crrpeMa ,n:03aTa 3a MHD 6Hrre 3a 30% rroMarrH Kaj .n:eu.aTa noMefy 2 
If 5 rO.D:MHM, OTKOJIKY Kaj ,n:eu.aTa Ha CTapOCT O.D: 6-12 ro,n:MHM. BorrraBHO, Kaj ,n:eu.aTa 
co HOpMarrHa ¢YHKIJ.Mja Ha 6y6pe3MTe, rrorryBpeMeTo Ha erreMMHau.Mja Ha MHD e 
cKpaTeHo 3a 10-50% (5-9 qaca) BO crrope,n:6a co B03pacHMTe ( 10IIaca ). 

CTapu 
ITocrre BHecyBalhe Ha e,n:Ha ,n:03a ( 300 Mr) MJIM MYJITHIJ.MTIJIHpaHa ,n:03a (600 

Mr/,n:eH) Ha TpHJieiiTaJI® Kaj CTapH ,n:o6pOBOJIU.M Ha B03paCT O.D: 60-82 ro,n:MHM , 
MaKCMMaJIHMTe KOHIJ.eHrpaiJ.MM Bo rrrra3MaTa 11 Bpe,n:HoCTMTe Ha AUC 3a MHD 6Hrre 3a 
30-60% TIOrOJieMM O.D: Bpe,n:HOCTMTe Kaj MJia,n:MTe ,n:o6pOBOJIIJ.M (18-32 ro,n:MHH). 
Cnope,n:6aTa Ha KJIHpeHC KpeaTMHMHOT Kaj MJia,n:M If CTapH OC06H , TIOKa)l(aJia ,n:eKa 
OBaa pa3JIHKa HaCTaHarra KaKO IIOCJie.D:HU.a Ha HaMaJieH KJIHpeHC KpeaTHHHH IIITO e 
Bp3aHo 3a cTapocTa. IToce6eH HaiJHH Ha ,n:03Hpalhe He ce rrperropaiiyBa, 6M,n:ejKM 
TepaiiHCKHTe .D:03H Ce o,n:pe,n:yBaaT crrpeMa MH.D:HBH.D:YaJIHaTa peaKU.HJa. 

IIoJI 

Pa3JIHKHTe BO ¢apMaKOKHHeTMKaTa KOH 611 MO)I(eJie .n:a ce rrpHrrHIIIaT Ha rrorroT . . 
He Ce HaJ,n:eHM KaJ ,n:eu.a, B03paCHMTe MJIM IIOCTapH. 

5.3.IIPE,ll;KJIHHHqKH IIO,ll;ATOIJ;H 3A EE3EE)l;IJOCT HA JIEKOT 
f1pe,n:KJIMHMIJKMTe MCIIMTYBaif>a He yKa)l(yBaaT Ha IIOCTOelhe Ha rroce6HM 

10 



pli3Iill;If 3a nyfe, 6a3HpaHO Ha IiCIIliTYBaibaTa Ha TOKCifqHOCT Ha MYJITliiiJiliUiipaHIUe 

.[(03li, Ha 6e36e.[(HOCHaTa cpapMaKOJIOflija ,If liCIIHTyBalba Ha reHOTOKCifqHOCT CO 

OKCKap6a3eiiH:H li HefOBliOT cpapMaKOJIOIIIKli aKTH:BeH MeTa60JIIiT, MOHOXIi.[(pOKCli 

.nepH:BaT Ha OKCKap6a3eiiHH (MHD). 

HecppoTOKCifqHOTO .n~cTBO e .noKa~aHo BO CTY.r:lliliTe Ha TOKclfqHocT Ha 

MYJITliiiJiliUiipaHH:Te .[(03Ii Kaj CTaOpUii, HO He li Kaj Kyqlffba li MliliiKli. ITopa.nH TOa 

IIITO HeMa IIO.[(aTOUii 3a CJIIfqHif IIpOMeHli KaJ IIaUHeHTli, KJiliHifqKOTO 3Haqefbe Ha 
. . . 

OBOJ HaO.[( KaJ CTaOpUH:Te OCTaHyBa Hepa3JaCHeT. 

HMyHOCTHMYJiaTopHHTe TeCTOBli Kaj MliiiiKli rroKa~ane .neKa MHD (H BO 

IIOMaJI CTeiieH OKCKap6a3eiiliHOT) MO~e .[(a rrpe.[(Ii3BH:KaaT KaCHa 

xHrrepceH3Ii6HJIH3aUHj a. 

AHHMaJIHH:Te CTY.r:llili rroKa~ane .neKa .noafa .no 3fOJieMyBalhe Ha 

MOpTaJIH:TeTOT Ha eM6pHOHHTe li li3BeCHO KaCHelbe BO rrpe.nHaTaJIHliOT Ii/IiJili 

IIOCHaTaJIHliOT pacT IIOCJie IIpH:MeHaTa Ha .[(03Ii KOli Ce TOKCifqHif 3a MajKaTa. Haj.[(eHO 

e 3fOJieMyBalbe Ha MaJicpOpMaUliliTe Kaj CTaOpUH:Te BO e.[(Ha 0.[( OCYMTe CTY.[(lili Ha 

eM6piiOTOKCifqHOCT,KOli Ce rrpaBeHli CO OKCKap6a3eiiliH liJili CO cpapMaKOJIOIIIKli 

aKTiiBHliOT MeTa60JiliT (MHD),BO .[(03a KOja IiCTO TaKa 6H:Jia TOKCifqHa 3a MajKaTa. 

Bo HCIIHTyBalbaTa Ha KaHueporeHOCT .noKa~aHo e .neKa .noafa .no rrojaBa Ha 

TYMOp Ha xerrapOT ( CTaOpUii li riiYBUli ), TYMOp Ha TeCTliCH:Te li rapHyiiapHH:Te 

KJieTKH Ha ~eHCKHOT reHHTaJieH TpaKT ( cTaopuH). ITojaBaTa Ha TyMop BO xerrapoT e 
. . . 

HaJBepOJaTHO IIOCJie.[(HUa Ha liH.[(YKUlijaTa Ha xerraTaJIHliTe MiiKp030MaJIHli eH3liMli, 

H:aKO He MO~e IIOTIIOJIHO .na ce IiCKJiyqlf , BaKBaTa liH.[(YKUHja e CJia6a IiJili ja HeMa Kaj 

nyfeTo neqeHH co TpHnerrTan. TyMopH:Te Ha TeCTHCH:Te Mo~e .na ce o6jacHaT co 

3fOJieMeHa KOHUeHTpau;Hja Ha JiyTeliHli3IipaqKif XOpMOH. f1opa.[(li TOa IIITO TOa 

3roneMyBalhe ro HeMa Kaj nyfe, OBH:e Hao.nH Mo~e .na ce cMeTaaT 3a KJIHHH:qKif 

6e3HaqajHH. ManoTO 3roneMyBalbe Ha 6pojoT Ha TyMopHTe Ha rpaHynapHHTe KJieTKH 
. . . . 

Ha reHHTaJIHHOT TpaKT KaJ ~eHKHTe e HaJ.neHo caMo BO e.nHa CTY.r:lHJa H3Be.neHa KaJ 

cTaopuH. KnHHifqKoTo 3Haqefbe Ha OBH:e TyMopH Haj.neHH Ha uepBHKCOT H BamHaTa 

Ha ~eHKaTa cTaopeu , 3acera He e rro3HaT.Ce rrpeTrrocTaByBa .neKa THe ce ecTporeHo 

3aBHCHH H crreuH:ec crreuHcpliqHif 3a cTaopuHTe ,H .neKa He ce peneBaHTHH 3a 

KJiliHifqKaTa IIpH:MeHa Ha OKCKap6a3eiiliHOT.3arroqHaTO e liCIIHTyBalbe Ha MO~HliOT 

MeXaHH3aM Ha HliBHO HaCTaHyBalhe. 

6.<DAPMAI.J:EBTCKII OCOJ>IIHII HA JIEKOT 
6.1.EKCI.J:IIIIIIEH Cll 
<DnJIM o6Jiomeuu Ta6JieTn : 
KonoH.neH 6e3BO.[(eH CliJIHKaT, MHKpoKpHCTaJIHa uenyn03a, xHrrpoMeJI03a, 

KpOCIIOBli.[(OH, MarHe3liYM CTeapaT, MaKporeJI 8000, TaJIK, TH:TaHHYM .[(liOKCli.[( (E 
171 ), ~OJIT ~eJie3o oKcH.n ( E 172). 

IlepopaJiua cycneH3nja 

ITpoqH:cTeHa Bo.na, cop6HTOJI, rrpormneH riiHKOJI, .nHcrrep3H6HnHa uenyn03a, 

aCKOp6IiHCKa KliCeJIHHa (E300), apoMa Ha ~OJITa CJiliBa li JlliMOH, MeTH:JI 

rrapaxH.npoKcH:6eH3oaT (E218), MaKporen CTeapaT 400, eTaHOJI, cop6HqHa KH:CeJIHHa 

(E200), caxapHH HaTpHyM, rrporrHJI rrapaxH.npoKcH6eH3oaT (E216). 

6.2.11HKOMIIATIIJ>IIJIHOCTII 
He ce rro3HaTH. 
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6.3.POK HA TP AElbE 
<l>HIIM-06IlO)I{eHH Ta6IleTH : 3 rO)l;HHH. 

ITepoparrHa cycneH3Hja: 3 ro.LJ:HHH. 

6.4.HA qiiH HA qyBAlbE 
<l>HilM o6Ilo)l{eHH Ta6IleTH : .LJ:a ce qyBaaT Ha co6Ha TeMnepaTypa. 

ITepoparrHa cycneH3Hja : .LJ:a ce 'IyBa BO opHmHarrHo naKyBmne. ,[(a ce 

ynoTpe6H BO nepHO.LJ: O.LJ: 7 He.LJ:eilH nocile OTBapmneTo Ha nmrneTo co nepoparrHaTa 

cycneH3HJa. 

JIEKOT ,nA CE qyBA HA MECT A HE,nOCT AIIHII 3A ,nEI(A ! 

6.5.IIAKYBAlbE 
<l>HilM-06IlO)I{eHH Ta6IleTH 0)1; 150 Mr: 6IlHCTep TiaKYBa:I-be CO 30, 50, 100, 200 

HilH 500 Ta6IleTH. 

<l>HilM-06IlO)I{eHH Ta6IleTH 0)1; 300 Mr: 6IlHCTep naKyBa:I-be CO 30, 50, 100, 200 
HilH 500 Ta6IleTH. 

<l>HilM-06IlO)I{eHH Ta6IleTH 0)1; 600 Mr: 6IlHCTep naKyBa:I-be CO 30, 50, 100, 200 
HIHilH 500 Ta6IleTH. 

IlepopaJiua cycneuJuja 
Ka<):>eHo cTaKileHo rnHrneHue THn III Koe coo.LJ:p)KH 250 Mil nepoparrHa 

cycneH3Hja. lliHrneHuaTa HMaaT KanaK Koj .LJ:eua He MO)I{aT .LJ:a m OTBopaT, H ce 

CTiaKyBaHH BO KapTOHCKH KYTHH 3ae)l;HO CO lliTipHU 3a )1;03Hpa:I-be 0)1; 1 0 Mil, H CO 

a)l;anTep KOJ Ce BTHCHyBa BO lliHllieTO. 

6.6.YIIATCTBO 3A YIIOTPEiiA 
<I>HJIM-OfiJIO~eHH TafiJieTH 
He ce noTpe6HH noce6HH ynaTCTBa. 

IlepopaJiua cycneuJuja 
TpHilenTarrOT Tpe6a .LJ:a ce 'IyBa Ha.LJ:Bop O.LJ: onceroT H BH)l;eoKpyroT Ha. 

ITpe.LJ: ynoTpe6a nepoparrHaTa cycneH3Hja TpHilenTarr® Tpe6a .LJ:06po .LJ:a ce 

npoTpece rnHrneHueTo, H Be.LJ:Harn nocile Toa )l;a ce no.LJ:rOTBH .LJ:03aTa. 

ITponHrnaHa KOilH'IHHa Ha nepoparrHa cycneH3Hja Tpe6a )l;a ce H3Ba.LJ:H O.LJ: 

rnHrneHueTo co noMorn Ha rnnpHU 3a oparrHo .LJ:03Hpalhe Koj e npHilO)I{eH Ha 

naKyBalbeTo. ITocile ceKoja ynoTpe6a, .LJ:a ce 3aTBOpH rnHrneTo H O.LJ:Ha.LJ:Bop )l;a ce 

H36pHllie lliTipHUOT CO cyBa ,'IHCTa Kpna. 

7.11ME II A,nPECA HA IIPOli3BO,niiTEJIOT 

Ta6JieTu: 
Novartis Pharma AG, Basle, IIIoajuapuja 

so copa6oTKa co 
Novartis Pharma S. p.A, Torre Annuziata, liTaJiuja 

IlepopaJiua cycneuJuja: 
Novartis Pharma Stein AG, Stein, IIIoajuapuja 
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8.1iPOJ HA PEIIIEHMETO 3A DPOMET 

9.,ll;A TYM HA DPBOTO PEIIIEHME/OliHOBA 3A DPOMET 

113BEIIIT AJ 3A OCOJ>MHMTE HA JIEKOT ( SPC ) 
lO.,l(ATYM HA llOCJIE,l(HATA PEBM3MJA HA 31iMPHMOT ) 

Maj 2013 
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