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3EI4PEH II3BEIIITAJ 3A OCOEI4HPITE HA JIEKOT

1. r4ME HA MEAr4rIr,rHCKr4OT IrpOr43BOA

Topearcapl l0 mg rf rzlna-o6,roxreHu ra6rern
Topnarcapa 20 mg $rz:ru-o6roxreHn ra6reru
TopeaxapA 40 rng Qralrta-o6noxeHu ra6leru
Topearcapl 80 mg $nru-o6,roxeuu ra6reru

2. KBAJII4TATI4BEH I4 KBAHTI4TATI,IBEH COCTAB

Topearcap,l 10 mg (;a,rna-o6norreua ra6reru:
Cercoja rpranu-o6noxteHa ra6rera coAp)r(H l0 mg aropBacraruu (rcarco aropBacrarr4H
rpnxa4par).
Excqunueuc(n) co rro3Har edtercr:
Cercoja rfunu-o6rox<eHa ra6rera coAp)r(a 1 L990 mg naKTo3a MoHoxuApar.
3a qelocHara rvcra Ha eKcuHnHeHcvt, Bt41ere noA roqrca 6. l.

Topearcapl 20 mg $anrrl-o6nox<eHu ra6leru:
Cercoja rprznrr,r-o6noxteHa ra6,rera coAp)r(vt 20 mg aropBacraran (rcaxo aropBacraruH
rpraxrz4par).
ErccqunueHc(rz) co n03Har er[exr:
Cercoja cprz,ru-o6,rorxeHa ra6lera coAp)r(H 23.980 mg naKTo3a MoHoxuApar.
3a qe,rocHara rr4cra Ha er(cqHnfieHcrz, BHAere noA roqra 6. 1.

Topaaxapl 40 rrg (la,rvr-o6rox<eua la6rern:
Ceno.ia $ranna-o6rorreHa ra6rera coAp)r(H 40 rng aropBacraruu (rcarco aropBacraruH
rpraxr.r4par).
Excqnnueuc(r.r) co rosHar ecfercr:
Ceroja rlrznna-o6noxeHa ra6rera coAplr(H 47 .960 mg naKro3a MoHoxnApar.
3a qelocuara ilvcra Ha eKcr-u4nueHch, Br4Aere noA roqrca 6. 1.

Topaar<apA B0 mg cf n,rru-o6lo>r<eHn ra6rern;
Ceroja $nrna-o6no>neHa ra6lera coAp)ro4 80 mg
rpuxngpar).
ExcqnnraeHc(ra) co rro3Har e(;ercr:

Kanr_(r4yM

KirJIur4yM

KanuHyM

BacTaTr,rH KalupryM

Cercoja srz,rrra-o6,ro>rceua ra6lera coAp)rc4 95.920 mg
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3a qe,rocuara rrucra Ha eKcrlunr4eHcLl, Bt1.ere rloA Tor]



3. OAPMATIEBTCKA @OPMA

@urv-o6loineHa ra6re'ra.

TopeaxapA l0 mg {lunrra-o6roxreuu ra6,reru:Eela lo 6,reAo 6era, rcpyxua, rfulrra-o6rou<eHa,

6urcouseKcna ra6,rera. .(ujarraerapor Ha ra6rerara e npn6"nnxHo 6 mm.

Topnarcapl 20 mg $rarna-o6noxesu ra6reru:
Xolresurcara, tf n:rrra-o6loxeua, Kpy)r(Ha, 6HKor{serccr,a ta6nera. [rajaHaerapor Ha ra6rerara e

npu6.nuxrHo 8 mm.

Topnarap4 40 mg $unrta-o6nox<euu ra6leru:
floproxaloBo-)r(oJrra Ao x(orrro-floproKanoBa, (rranna-o6ro)I(eHa, Kpy)I(Ha, 6uxoHsexcua ra6rera.

[ujarvrerapor ua ra6lerara e npu6luxuo l0 mm.

Topearcap4 80 rng dlurrvr-o6no>reHu ra6lern:
Xorro-noproKaJroBa, (lrzrv-o6:ro)r(eHa, Kpy)r(Ha, 6HroHser(cua ra6lera. ,{ujauerapor Ha

ra6rerara e npu6lnxuo 12 mm.

4, KJII,IHIIqKII OCOEEHOCTI4

4.1 TepanenrcKrr HHAr.rKarIuIr

Xu nepxolecrepolen,t uj a
TopnarcapA e r.rHAHqHpaH Kar(o AoAaroK Ha Auerara sa pegyrcquja Ha 3roJleMeHoro HHBo Ha

BKyrrHHor xoJlecrepon (rorar-C), nAn xonecreponor (LDL-C), aronl4rorporenHor E t4

Tpr4tnuuepHgare rcaj Bo3pacHH, aAonecueHTkrv Le\a oA H HaA 10 roAIamHa Bo3pacr, co nphMapHa

xHtlepxonecrepo,reuuja, Br<rIyrir4TeJrHo $arr,IuinajapHa x14nepxolecrepo:renruja (xereposarorua
eaprzjaHra) uru.r rotr6asvpaHa (naeruar-ra) xu[epnl4rr44euraja (coogaerHo Ha rHrtoBHTe IIa ra 116 oa
x,racu$nrcaqvrjata ua (Dpegepr.lxcou) rcora co Anerara 14 Apyn4Te Het[apuarcoronlKll MepKH He ce

[ocTr4 rHaTu cooABeTHH pe3ynTaTH.

TopnarcapA Hcro raKa e vHLVtL\vpaFr 3a HaMaJIyBarLe Ha BKynHHor xonecrepon u JIIII
xonecreponor rcaj Bo3pacHH co xoMo3urorHa $anal,urzjapHa xHl-Iepxonecreponentaja, xaro

AoAaroK KoH ApyrHTe rperMaHH 3a HaManyBarbe Ha MacHorHHTe (ua np. LDL aSepeza) atu
AOKOnKy Tar(BH TpeTMaHH He Ce JIO}I(JII4B 14.

flpeneHqujara oA

pH3HK 3a rrpB Kap,

Apyrure tparcropra

4,2 [o:uparse u n

nosuparr,e

ra rcaj nospacHr.ITe naupIeHTI,I co nporleHer Br4coK

r(oH KopeKrlujara aalen 5.1), rcaro AoAaroK



flaqueuror, trpeA Aa noqHe co reparlrjara co TopnarcapA Tpe6a na 6vye roAJro)r(eH Ha

craHAapAHa Ll1lera 3a HaManyBaBe Ha xonecreponor H Tpe6a Aa rrpolonxv co raa Ar4era Bo

reKor Ha rpeTMaHor co 'l'opeaKapA.

,{o:ara rpe6a ra 6vrye hH1t4Br41yanHo orrpeAeJreHa Bo colnacHocr co Hr4Boara ua LDL-C,
nocTaBeHaTa TeparreBTcI(a uen H oAtoBopoT Ha IIaqr4eHToT.

Boo6n'IaeHara rlor{erHa Aosa e l0 mg eAHau AHeBHo. flpracnoco6yBarbe Ha Ao3ara rpe6a 4a ce
[paBH Ha HHTepBat ol 4 urH noseke HeAeJ]H. Marccnua,rHara AHeBHa Ao3a e 80 mg eAHarx Ha

ACH.

Il pu u apu a xu ne p xo r e c m ep o n e muj a u rco u 6 uuup aH a (.u e rua u a) xune pnu nu d euuj a
Hajronerraraor Aen oA nauueHrlzre 4o6po ce KoHTponvpaHt co Ao3a oa 10 mg Topeaxapa
eAHau AHeBHo. Tepanearcxuor oAroBop ce sa6elexyna eo poK oA ABe HeAerru, a
MaKcHMaJIHI.tor repaleBTcKu oAroBop ce [ocrr..rrHyBa Bo poK oA 4 ne1enu. flocrarHarrzor
eQexr ce oApx(yBa Bo reK Ha xpoHr4lrHatepanu.ia.

Xe m ep o s u zo m ru a rb au u,t 4i apu a xun e px o n e c m e p o ne u.uj a
TpernaaHor rcaj naqueurure rpe6a Aa ce 3aroqHe co TopBaKapA 10,rg AHeBHo.,{o:ure
rpe6a Aa ce vH!'llBI4lyanv3vpaat v Ia ce flpnnaroAyBaar Ha ceKor4 4 aegenn Ao 40 mg
AHeBHo. flotoa, Ao3ara Molr(e Aa ce 3roneMr4 Ao MaKcHMyM 80 mg AHeBHo unt lio3ara oa 40
mg eAHa[ AHeBHo 4a ce xou6vHnpa co cyrrcraHr-(Hr4 Koa rr4 Bp3yBaar ]r(oJrqHHTe KHceJrhHH.

xo.,t,to su zo m ua tb auuLturi apH a xu nepxone c me pon e u.u i a
PacnonoxlvtBla ce orpaHHqeHH rroAarout4 (nra4ere aen 5.1).

flo:ara Ha aropBacrarr4H Kaj [aqr4eHTr4 co xoM03HrorHa $auranr.rjapna
x14 nepxonecrepolen,I uj a
e l0 ao 80 rng AHeBHo (nr.r4ere ler 5.1). AropeacrarnH'rpe6a Aa ce KopHcrH KaKo AoAaroK Ha

Apyrr4 rperMaHu 3a HaManyBame Ha iltnv1rre raj oeue flar-u4eHru (np. nfln a$epesa) ara
AOKOnKy He nocToH Mo)r(HocT BaKBHTe TpeTMaHH Aa Ce r43BeLaT.

Ilpeaeuquja ua rcapduolactg)napHu sa1onyaaruaKaj recroBuTe 3a npr4MapHa npeaeHqaja,
Ao3ara 6una 70 mg / 4eu. [IoeucoKu Ao3H Mo]Ke Aa 6u1ar norpe6Hu 3a Ia ce rocrHrHar
Hr.'rBoa ua llflJl-xonecrepon Bo cotJracHocr co reKoBHHTe npenopaKu.

Ey6petuto orumemyaan e
He e norpe6Ho npularoAyBame Ha Ao3ara (erz4ere geil 4.4).

Owmem)taaru'e ua upuuom dpo6
Kaj naqraenrr4Te co HapymyBarbe Ha $yurcqajara Ha upHnor rpe6a ga ce

Kajynorpe6yea BHr4Mare,rHo (nrz4ere Let 4.4 n 5.2). T, qr.rpaH
nauneHTr4 co aKTHBHo :a6olyeame Ha upHr4or gpo6 (nngere

Ilocmapu nuua
E$raxacuocra vt 6es6eAHocra og ynorpe6ara ilpv 3eMarr,e
Korr ce nal,T0 toAHHH ce cJrr4qHu KaKo H raj onmrara rto[y
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IT e d uj ampuc xa no nynatluj a

Xunepxonecmeponemuja
Ynorpe6ara rcaj ne4njarpr,rcKara rronyrarlaja rpe6a ga ja npruar caMo neKapt4 KoI4 I4Maar

HcKycrBo Bo rperuparbero r-ra xunepnvnvaenvjara rcaj negrajarpracKara nonymty,fia u

rrarlueHThre rpe6a La6ular peAoBHo eBanyHpaHV sa La ce npoueHa HarlpeAoKor.

3a naUueurnTe co xerepo3uro'rua (ranaurrajapua xr4nepxonec'repolervruja Ha Bo3pacr oA l0
roAr4HH rra Harope, npe[opaqaHaraAo3a Ha aropBacrarr4H e 10 mg AHeBHo (en4ere ro AeJIor
5.1). [osara Mo)r(e Aa ce 3roneMr4 Ha 80 mg AHeBHo, corJlacHo oAroBopor I4 TonepaHl-tujara,

.{oaure rpe6a la 6n1at' vHLVBVLyanv3vpaHV cnopeA npenopaqaHara uen Ha repanujara.
Tpe6a La ce [paBar npucnoco6yBa*,a Bo HHTepBanh oA 4 ulw noeeke ceAMHut4.

Trarpaqujara Ha Ao3ara ua 80 mg AHeBHo e noAAp)I(aHa oA rloAaroul4Te Ha cryAhHTe 3a

BO3paCHU 14 OA OtpaHHqeHHTe Krr4Hr4rrKr4 noAarouH oL cTyLVkl 3a Aella co xerepo3l4lorHa

(raunnujapHa xranepxonecreponeMlaja (era4e're rn AeJIoBI4Te 4.8 n 5.1).

flocrojar orpaHr4qeHa noAarouu Bo oAHoc ua 6es6eAHocra H etfexrnaHocra xaj Aetlara co

xerepo3r4rorua (taruulujapna xr4rrepxonecrepo,rerrarzja Ha Bo3pacr nouefy 6 ao 10 roluun utro
rroreKHyBaar o!\ cry1t4t4Te oA orBopeH THrr. AropnacraruHor He e I4HAI4rrHpau no repanuja Ha

[aLI,r4eHTI4Te [oMnaAr4 oa l0 foAt4Hh. TeKosHo AocranHuTe [oAarout4 ce oI]I4[aHI4 Bo AeJIoBhre

4.8, 5.1 u 5.2, Ho He Mo)r(e Aa ce [peropaqa Ao3l4parLe.

Apyrn $aprnraqesrcrcra (roprtar.r I jauuaw ce nocooABerHl4 3a oBaa rorynalil4ia.

Haqus Ha ynorpe6a
Topnarcapl ce 3eMa rrepopanHo. Cexoja AHeBHa Ao3a aropBacraruH ce 3eMa HaeAHau I4 Mo)l(e

Aa ce 3eMe eo 6uro Koe BpeMe oA AeHor, co t4Itt4 6e: xpana.

tr4cmoapeneua ynompe6a co dpyzu JIeKoGu

Kaj [arIHeHTr4Te KoH tzcroBpeMeHo co aropBacrarr4H ru 3eMaar aHTLtBVpailHHTe ateHcH

rrportrB xe[arnTuc U et6aczuplrpa3onpeBl4p t4Il4 nerepMoBI4p sa npoSr.r,rarcca oA

LlHToMeraJroBHpycHa raH$eriqraja, Ao3ara Ha aropBacrarl4H He cMee La HarM:aHe 20 mg I
AHeBHo (era4ere n4 AeJIoBI4Te 4.4 m 4.5).
Kaj naqr4eHTn Kou HcroBpeMeHo ynorpe6ysaa:r JIeMepMoB14p H I-tHI(nocropHH, He ce

rpenopaqyaa ynorpe6a Ha aropBacraruH (arz4ere rH AeroBH're 4.4 u 4.5).

4.3 KOHTPAI4HAI4KAIII4II

TopearcapA e KoHTpar4HAI,IIIHpaH r<aj naqueuru:

co xH[epceH3r4Tr4BHocr Ha ar('rr4BHara cyrrcraHqr,rja vilv Ha nercoj oA eKctrt4rtueHcl'tre

HaBeAeHH eo nornanje 6;

co aKTHBHo sa6oryea t4tt4 co ueo6jacuero [ep3HcreHrHo
HaAMHT'ryBa.i(<u ja ropHara HopManHa

rpaHHrla 3arpv narr;
3a BpeMe Ha co peflpoAyr(TraBerl noreuqujal Kor.l He

,prcn (svt4ere rct 4.6);

iloKaqyBaBe Ha cepy
Apo6
kasil

lrill'rr,'ro - {*i&il::';D

ynorpe6yaaar coo
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4.4 floce6Hu rpeAyrpeAyBarr,a H MepKn Ha rrperrra3JrrrBocr

XenararHo Hapyruyean e
florpe6Ho e Aa ce HanpaBar recroBn sa rpyHrcquj ara Ha rlpHuor apo6 npe4 3arroqHyBaH,e Ha

TperMaHor, KaKo u nepvo1LlqHo rro HeroBoro 3anoqHyBarbe. Kaj naur4eHTr4Te xaj xon ke ce
nojaear 3HaIrH t4ll4 cuMn'toMH l(or4 cyreprzpaar Ha oureryBarr,aHa qpHnor Apo6, rpe6a ga ce
HanpaBar recroBl4 :a $ynrcquj ara Ha rlpHuor Apo6. flauueHrrzre xaj rcou ke ce nojaaa
3roJIeMeHo HHBo Ha cepyMcKr4 TpaHcaMaHa3H, rpe6a Aa 6u1ar cneAeHH cd AoAeKa
a6uopualHocrHTe He ce pa3pemar. ,{oxonrcy 3roJreMeHHTe Hr4Boa Ha cepyMcKHTe
rpaHcaMuHa3u 3a 3 laru HaA ropHara rpaHrzr-la Ha HopManHHTe BpeAHocra (ffHB) rpaar
ttoAoJlro, ce [pe[opaqyBa HaMaryBarbe Ha Ao3ara Hnu rrpeKlrH ua ynorpe6ara Ha Topeaxapl
(enAere aer 4.8).

TopnarcapA rpe6a Aa ce ynorpe6yna co oco6eHo BHhMaHHe xaj naqueuru Kor4 KoHcyMr4paar
aJ'IKoxOJI Bo 3HaqHTeIH14 KoIr4tlhHu ululu vMaaT ucropuja Ha :a6o,ryaarbe Ha UpHHoT Apo6.

Ilpeeenuraja Ha NaosoqeFr yAap co arpecrasHo HaNaafl]rsarbe Ha urasoara Fra xorecrepor
(SPARCL)
flocr-xor aHai'IH3r4Te Ha rroA-Tr4noBHTe Ha Mo3oqeH yAap xaj naqrzeHrfi 6es KopoHapHo
cpr-leBo :a6olynarse (CHD) KoH Bo 6rucrco MHHaro Ao)r(u BeaJre Mo3oqeH y1ap viltl
TpaH3I4TopeH I4cxeMHqeH HarraA (TIA) rroKa)r(yBaar 3roJreMeHa uHr-tnAeHrra Ha xeMoparuqeH
Mo3oqeH y4ap rcaj naIII4eHTr4Te Kor4 6u,qe na aropBacraruu 80 mg Bo cnope46a co oHHe Ha

nlaqe6o. 3rolerraeH pH3HK e oco6euo sa6erex(aH rcaj naqueHTuTe co [perxoAeH xeMopafuqeH
yrap vlr4 JIaKyHapeH uHQapxr ttpn rrpaBeFr,e Ha cryAHHTe. 3a naqueurr.]Te co nperxoAeH
xeMoparl4rreH yAap I4nH naKyHapeu rzuQapKT, oAHocor puzurc/6ene(trar oA rrpHMeHa Ha

aropBacraraH 80 mg e HecHrypeH, [opaAH [rro npeA 3a[orrHyBarLe Ha rperMaHor co
aropBacraruH rpe6a BH14MarerHo Aa ce 3eMe [peABaA noreuqnjalHraor pH3HK 3a
xeMoparuqeH yAap (era4ere aen 5.1).

B,rH-iaHHe sp: cKererHHre i\aycxyrH
AropeacraruH, KaKo H ApyrI4Te HMG-CoA peAyma3a uHxu6uropl.r, Bo perKn cnyqau Mo)r(e Aa
a,rrajae Bp3 cKenerHure MycKynv v Aa AoBeAe go nojaaa aa vujatrvfia, Mlio3t4Tt4c tt tvtmonarlwja, KoH

Molt(e Aa rporpecupaar Bo pa64orrauoru:a, cocroj6a noreHqrajaJrHo orracHa tto xuBor xoja ce
KapaKtepn3apa co :a6elextarerHo rroKarreHo HHBo Ha KpearHHt4H r(HHa3a (CK) (>10 naru
ffHB), Ia vuorlo6uHenauja u vnouo6uuypuja KoH Molr(ar Aa AoBeAar Ao orKaxyBarl,e Ha
6y6pe:rare.

llocrojar MHoty perKn t43Beulraa 3a HMyHo HeKporupaLrKa uonarnja (IIvINM)
3a BpeMe Ha vrvt no repanrajara co Hexor4 craruru. I Hpa co
lep3HcreHTHa [poKcuManHa cla6ocr Bo MycKynr4Te
KHHa3a, KoHrlro ocraHyBaar rz norcpaj [peKHHyBar+ero

KpeaTrnHHH

F%. olr*Y 
uf-}r,

i."lr*r, ,r{.9rr, '^Ut, -
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aHTV- HMG CoA pe4yrcTa3a aHTureJra H rroAo6pyeame
I4, nO3tZTI..tBHI4



ITped mpemMaHom

Aropnacrarnu rpe6a Aa ce [perrnmyBa co BHHMaHae rcaj natlherlru co npeAuctto3uuhu 3a

pa64ouuo,rrz:a. llpe4 3a[ortLryBaH,e Ha rperMaHor co orarr4lll4 Heo[xoAHo e La ce H3BptrIt4

rrpeTxoAHo MeperLe Ha HI4Bo'l'o Ha KpeaTI4HHH l(HHa3a BO CneAHIrBe C|,ITyarVtA:

HapyrreHa peHan Ha rlyHltqnj a;

xHnorr4poH LV3aM:,

nr,rlrHa ulu ceuejua aHaMHe3a 3a HacneAHH Mycr(ynHu sa6olynarsa;

rrperxoAHa rzcroprzja 3a MycKynHa roKcarrHocr rrocJle IIpI4MeHa Ila craruHr,l vt Svt6patvt;
nperxoAHa vtctopuja:a sa6olyaaFf,e Ha upHr4oT apo6 r,r I vtu rcoscyMuparbe Ha arKoxoJl

BO 3HAqI4TENHU KOII4TI14HH;

xaj nocrapr,r rr,rqa (rospacr >70 ro4nHn), norpe6ara oA BaKBo Meperbe rpe6a ga

6uAe senaena npeABHA oco6eHo IIpu rpllcycTBo Ha Apyrn rpeAI4cIIoHhpaqKV

$amopra :a pa64orvluoJIh3a;

cATyaL\L,tv r(aAe rrrro Molr(e La AojAe Ao 3roneMyBarrero Ha nJla3MarcKhre

KoHqeHrparrr4u, KaKo rlro ce Mo)r(Hr.{ r4HTepaKul4ra (erz4ere ae,'I 4.5) n cneqajalHu
nonynauuH, orc,ryuynaj ku ru n reHercKuTe cy6nonylaqHra (elaAere ger 5.2).

Bo rarcsn cvryat\LtLl, pH3Hr(or oA Tpe'rMaHor rpe6a Aa ce pa3tneAyBa Bo oAHoc FIa Mo)t(Hl4or

6eue(rur, H ce flpenopaqyBa KJIHHI,rr.rKt4 MoHuropt4Hr.
Arco H[reoara Ha KpearnHH[r r(r4Ha3a ce 3Haqra'reJlHo noKaqeHu (>5 narn ffHB) Bo ocHoBa,

TperMaHor ne rpe6a ce 3anoqHyBa.

Odpedycan e Ha KpeamuHutt t{wasa
KpearnHraH r(HHa3ara (CK) He ce HcrrHTyBa nocre Ha[opHo serc6arse u;r,'t 6utto rcou cocroj6u

Kor4 Mo)r(ar Aa AoBeAar Ao rropacr ua uejsuuara BpeAHocr, 3aroa [ITo roa Mo)I(e Aa ro ore)KHe

hHTeprrperaparbero Ha pe3ynrarure. fdorconKy BpeAHocra Ha CK e suaqureJlHo 3toneMeHa

HaA ropHara rpaHHua (>5 naru noBucoKa ol ffHB), ncnuTyBarbero rpe6a Aa ce noBTopH rto

5 lo 7 [eHa,3a Aa ce norBpAar pe3ynraruTe.

Bo merc Ha mpemu4aLt

OA nauuesrr4Te Mopa ga ce no6apa BeAHa[r ga npnjaear MycKyJIHa 6o,rra, tpqeBld Hnt4

cra6oct, oco6euo aKo ce [poflparel{u co MaJlal(caHocr I4nh rpecKa.

[orco,rrcy oBue cHMrl'roMH ce nojaear Bo reK Ha rperMaHor co aropBacrarvH, norpe6Ho

e Aa ce oApeAu Ht4Boro na CI(. /(orconr<y oBHe BpeAHocr ce 3Hat{I4TerHo norcaueuu (lra4

5 naru oA ropHara rpaHHua oA rropMaJrHHTe BpeAHoc'ru), TperMaHor rpe6a Aa ce

nper(HHe.

,{orcolrcy MycKynHHTe cHMnroMr4 ce re[rKr4 ri flpeqar so cercojAueBHoro cpynrcqraouupame

Ha tlar]HeHTo't) Lypv H aKo BpeAHocra Ha CI( ce 3roreMl4 < 5 x ULN, rpe6a Aa ce 3eMe

rrpeABHA npeKHH I'ra'rpeTMaHoT.

l{orolrcy cr4MrrroMnTe ce noBJreqa'r H BpeAHocrHTe na CK ce Bparar Bo HopMana, rpe6a

Aa ce 3eMe npeABuA [oBTOpHO BOBeAyBaBe Ha aTopBacTaTI4H HnH BOBeAyBaH,e Ha

anrepHaTHBeH CTaTHH CO rIaJMana AO3a 14 rlocToJaH MoHI4TOpHH|.

Aropnacrau4H Mopa Aa ce ce nojaau KJrrzHr4qKr,{ suauajuo [oKat{yBarLe Ha

Hr4Boara na CK (> l0 x
pa64ornruolusa.

tr4cmoapenr eua ynompe 6 a co

rjaruocrnqupa vilv nocrol4 coMHeBaH,e 3a



PHsnrcor oa pa64orvrvorv3a ce 3roneMyBa Kora aropBacraruH ce ynorpe6yaa r4croBpeMeHo co
oApeAeHH JIeKOBI4 KOH Mo)l(ar Aa ja 3foneMar rrJla3MaTcKara KoHueHTpaL\ujaua aropBacraraH,
KaKo rllro ce jarcure uHxa6uropu na CYP3A4 ultr rpalrcroprHr4re rrporenHn (ua np.
qHKnoc[opl,iH, TeJIHTpOMI4LIHH, Knapt4TpOMt4ut4H, AenaBVpLt4H, CTI4pHneHTOJI, KeTOKOHa3OJI,
Bopt4KoHa3oJI, HTpaKoHa3on, flocaKoHa3orr, nerepMoBHp H HIV nporea3a naxn1ntopu
er<lyuyaajkv il4 pt4ToHaBr.{p, ronvHaBap, arasaHaBtp, t4HAt4HaBVp, LapyHaBVp,
TrdilpaHaBnplpuronar,up nru.). Pasurcor og vuonautja Mo)r(e Aa 6u1e sroJreMer{ H co
I4croBpeMeHa ynorpe6a co rerracpu6po:ra,r v Apytt4 )JepvBaru ua Qa6pauHa KneervHa,
aH'rrzBnpanHV ateHclt 3a reKyBarL,e Ha xerarr4Tr4c U (HCV) (6oqenpenrap, TenanpeBup,
et6acauplrpa3o[peBl4p, reAuracBap/co$oc6yerzp), epr.rrpoMr4ut4H, HHaqHH utu eseruvn6.
florconxy e Mo)I(Ho, rpe6a Aa ce 3eMar npeABHA anrepHaruBHa (6e: uHreparcquja) repanuja
HAMECTO OBI4E JIEKOBH.

Bo clyuaare Kora HcroBpeMeHara yflorpe6a sa oBHe ner(oBH co aropBacrurLtH e HeorrxoAHa,
rpe6a BHHMaTeJIHo Aa ce npoueHH pH314Kor u 6eHe$raror oA HHBHara HcroBpeMeua ynorpe6a.
Kora naqneHTl4Te ynorpe6yeaar reKoBH xorz ja 3roneMyBaar rrJra3MarcKara KoHrreurpaqraja
Ha aropBacra,tLtH, ce npeflopaqyBa yflorpe6a ua rroHucKa MaKcr.{MaJrHa Ao3a Ha aropBacrarHH.
Bo cryuaj Ha jaxnre nuxu6nropu sa CVP3A4,rpe6a Aa ce 3eMe rpeABuA rroHr4cKa rroqerHa
AO3a Ha aropBacTarvH) a ce flpe[opaL]yBa H cooABereH KJTHHHTTKH MOH]ITOpHH| Ha OBr,re

rarlr4eHTr4 (nragere 4e,r 4.5).

AropeacrarnH I'Ie cMee Aa ce AaBa HcroBpeMeHo co cltcrerucxu (lopvyilagzt Ha Sy:lu4rlHcxa
KHceJII4Ha vilv Bo poK oA 7 LeiHa rlo rpecraHyBarLero Ha repannjara co Oy3HAHHcKa KHceJrr.]Ha.

Kaj naqneurure rcaj KolIuITo cr4creMcKara rcpanuja co Qysra4raHcrca KncerhHa ce cMera 3a
HeortxoAHa, repanrzjara co crarr4Hn rpe6a Aa ce npeKr4He ce AoAeKa rpae repa[ujata co
r[ysr.rgraucrca KHceJlHHa. flocrojar r43Berr]Tau sa pa6gorraaoJrH3a (exnyuurelHo H HeKoJrKy cMprHH
cnyuau) rcaj naqueurnTe lxro npr4Mane rcorra6rznauraja o4 rpy:rz4rzHcKa Kr4ceJrHHa v crarL4HLl
(er.r4ere ro Aenor 4.5). flaqaeHTor rpe6a 4a no6apa coBer oA neKap BeAHarx tllroM ucKycv
cr4MrrroMH Ha MycKynHa cla6ocr, 6olra unH ocerJrHBocr.

Co repanujara co e'tail4Ht4 Mo)r(e Aa ce [poAon]r(H ceAyM AeHa rro nocJreAHara Ao3a Ha
(tysrz4rancxa KtaervHa.

Bo ucxlyuHTeJIHI4 cnyqat4 Bo Kourlrro e norpe6Ha rrpoAon)r(eHa ynorpe6a HaQysra4HHcKa
KHcerHHa, Ha np. 3a rperuparbe cepHo3HH aurpexqua, norpe6ara 3a r4croBpeMeHa
aAMI4HHcrparlmja ua Topearcapil n dly:rz4aucxa KHceJrr4Ha rpe6a Aa ce pa3rneAyBa sa cercoj
c,ryuaj noce6no H rroA crpor MeAtzqHHcKH HaA3op.

[Iearaj arprac rca n on)zrauuj a

He ce sa6ererraun sHauajuu edrercra aps paseojor r,t

roAr4tllHara wyguja, Bp3 ocHoBa Ha LlenoKy[Hara
ceKcyanHara 3penocr Bo reKor Ha 3-
3penocr a pasnojor, flpoqeHara Ha

TaHepoauor craAr4yM (Tanner Stage) h Meperbero Ha 're)r(HHara (nr,r4ere ael 4.8).

I,l Hrepcrnuuj arHo 6eroApo6uo ra6ory eaH,e
hcruyuurenHr4 cnyqau Ha uHTepcruqnjaluo ce ga6erexaHV tpl4

(eu4ere aer 4.8).
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flpucyrHure craMnroMti Mo)r(e La BruyqyBaar AUcrtHea, HerlpoAyKTI4BHa Kaun14qa v

BnouyBame Ha onurara 3ApaBcrBeua cocroj6a (sarrrop, HaMaJIeHa reJlecHa re)I(t{Ha r,r rpecrca).

Bo cnyuaj Ha coMHe)r( sa nojana Ha uHTepcrnqrajaruo 6enogpo6no :a6o,ryeame, repanujara co

crurr4Ht4 rpe6a Aa ce [peKI4He.

,IIuj a6erec n,tenrar)rc

O4pegeur.r noAaroqr{ cytepr4paar Aer(a crarl4H}tre ro 3toJleMyBaar H}lBoro Ha lnyKo3a Bo

KpBTa u rcaj o4peAeHH narlueHTr4, r(on ce co BI4coK pI43HK oA Mo)t(eH guja1erec, Mo)I(e Aa

npeAa3Br4Kaar xr4rreptJl14Kerraraja npr4 rcoja e norpe6eH cooABereH TperMall 3a

4nja6erec.Oeoj prasrarc ce HaManyBa co HaMaryBarbe Ha Bact(ynapHl4or pt43HK co crarHHH 14

3aroa ne rpe6a Aa 6ule nphqHHa 3a yKuHyBarbe Ha rperMaHo'f co craruHH. flaqneurure co

pu:rzr(rnyrco3a Ha rJraAHo 5,6 Ao 6,9 mrnol/L, BMI>30 kglm2,3roJIeMeHu rpnrnl4t-lepuAl4,

xu[epreH3uja) rye6a Aa ce creAar rr K,[hHriqr(w u 6voxeMI4cKH corJlacHo HauHoHaJ'IHI4Te

IIpeilopaKr4.

E,rccuunueucu
TopaaprcapA coAp)ro4 naKTo3a. flaqueHrn co perlo4 HaciIeAHH npo6leuu co Heronepanqnja ua

taJraKTo3a, Br(yrreH 4edlnqrzr Ha raKTa3a unu rnyKo3o-taJ'Iar(To3Ha MaJlallcopnquja ue rpe6a 4a

ro ynorpe6yBaar oeoj ,ren

4.5 I{nreparqlru co Apyru JreI(oBH I'r Apyru {opn'ur Ha I'IHTepaxuuja

BrujaHne Ha HcroepeNaeuara vnorpe6a ua Apyua rercoen co aropeacraruH AropeacrarHHor ce

naera6orhsr4pa npeKy r-r,HroxpoM P450 3A4 (CyP3A4) u rpelcl'aByBa cyrlcrpar Ha xerlararlHhre

rpaHcroprepn, opraHcKhor aujoncrcra rpaHcnopreH noJlHrenrt4l lBl (OATPIBl) v

rpaHcroprepor 183 (OATP1B3). Mera6oJr4Tr4re Ha aropBacraruHor rpercraByBaar cytlcrparh

Ha OATP 1 B 1 . AropsacraruHo'r e ngeuru(luKyBaH Lr KaKo cyncrpar Ha etfnyrcc rpaHcnoprepor, P-

rnuKorrporeun (P-gp) h Ha nporeuHor 3a pe3ucreHrHocr Ha paK Ha tojrca (BCRP), urro naoxce 1aja
orpaHqqu uHTecrHHarHara aflcopnqlrja m 6unujapauor I(J]apeHc Ha aropBacrarhHor (nr.rgere 4e,'l

5.2). IrlcroepeueHara ynorpe6a Ha JreKoBH l(or4 ce uHxu6uropu sa CYP3A4 t4Itt4 Ha

TpaHcnopTHr4Te rrpoTer4HH MO)r(e Aa AOBeAe AO 3rOneMeHH [JIa3MaTCKH KOHUeHTpaI]HH Ha

aropBacrarr4H 14 3foJreMeH pr43ur( oA Muonaraja. Pnsuxo't Mo)I(e acro raKa La 6ule 3loJIeMeH

npg HcroBpeMeHa ynorpe6a Ha aropBacrarr4H co Apyru [eKoBI4 KoH HMaar noreuqujal ga

HHAyurzpaar vnon.atuja, Kar(o [rro ce AepHBarHTe Ha $l,r6przuHa I(t4ceJII4Ha a eserurralz6

(era4ere rct 4.3 u 4.4).

CYP3A4 uuxu6umopu

.{orcaxauo e AeKa voksure CyP3A4 uuxu6nropH npeAH3B14r(yBaar 3HaqHTeJIHo 3loJIeMyBaH,e

Ha rrJra3MarcKaTe KoHueHTpauHH Ha aropBacraruu (eugere Ta6e:ra 1 a cnequ$rauuure

un(1oprvraqrzra no4ory). IrlcroepeueHara yrrorpe6a ma uokunre CyP3A4 rauxu6uropu (rp.

uHKnocnopr4H, TeJIHTpoMHTIHH, Knapr,lTpoMLluvtH, LenaBVpLt4H, CTI4pI{IeHTOJI, KeTOKOHa3OJ],

BOpt4KOHa3OJr, HTpaKOHa3OJI, IIOCaKOHa3OJI, HLr areHclr luTo ce Kopl4craT Bo

repanu.jara ua HCV (np. etdacoupl [porea3a unxu6utopu, Kar(o

puroHaBHp, ronhHaBup, uta3aHaB[p ) L'}t .) rpe6a Aa ce us6erHysa

AoKonKy roa e Mo)I(Ho. Bo cly.lau
us6eruara, rpe6a La ce 3eMar rtpe

6a ue Mo)I(e la 6ule
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aropBacTarLTq) a ce flpe[opaqyBa H cooABereH KJIHHHTtKH MoHHTOpHHf Ha [at]HeHTOT (BHAere
Ta6e,ra l).

VttepeHure CyP344 nHxra6uropu (rcarco epHTpoMHrrr4H, BeparaMHn, AHJrrHa3eM L1

Slyronasor), rraoxte 4a ja :roreMar rrJra3MarcKara KoHrreHTpaquja ua aropBacrarnH (eu4ere
Ta6e,ra I ). 3a6erextaH e 3roJIeMeH pr,r3uK oA Mnorraruia npu ynorpe6ara Ha epHTpoMr,rur4H Bo
xott6uuaqrzja co crail4Ht4. He ce c[poBeAeHH uHTepaKUHcr(H cry1tkt sa e$ercrure Ha
aMI4oAapoH tAITv BepanaMun Ha aropBacraraH. 3a ABara JreKoBH e rro3Haro 4exa ja
uaxu6mpaar aKTI4BHocra Ha CVP3A4 n nc'rotpeMeHara ynorpe6a co aropBacraruH Molr(e Aa
pe3ynrupa co 3toJIeMeHa H3Jlor(eHocr Ha aropBacrarrau. llopa4vl Toa, [pr4 HcroBpeMeHara
ynorpe6a co yMepeHI4 CyP3A4 aHxrz6u'rop u rpe6a Aa ce 3eMe rpeABHA rroHr4cKa
MaKCHMaJIHa AO3a Ha aTOpBaCTaTVH r4 Ce flpeflOpaqyBa cooABeTeH KJTT4HHqKH MOHHTOpT4Hf Ha
nauueHTor. Coo4eereu KJrHHHrrKr4 MoHr4TopHHf ce nperlopaqyBa no HHHt-luparbe Ha
TperMaHor vt,ltl,l lo H3BpileHo npuratoAyBaFbe Ha Ao3ara ua nHxu6uropor.

CYP3A4 urdyrcmopu
I4croapeueHara yrorpela na aropBacrarr4r{ co r4HAyKTopr4 Ha uuToxporvr P450 3A (na np.
eQanrapeHa, pn$arranuH, KaHTapr4oFr) n,toxe Aa AoBeAe Ao aapvjalutaa pe4yrcqrzja ua
nJIa3MarcKhre KoHueHTpaqu14 Ha aropBacrarhH. fiopa4n gaojuaor MexaHr43aM Ha
raHrepar<qraja na putlraMllr4Hor (raH4yrqnja Ha r-tu'roxporrr P450 3,A u asxn1n\uja na
xenaraJlHl4or,,uptake" rpaHcnoprep OATP l B I ) ce npenopaqyBa cuMynraHa yrrorpe 6a aa
aropBacraraH co pr,rdrarranuH, 3aroa trrro oAJro)KeHara rrpr4MeHa Ha aropBac'rarLlH nocJre
ynorpe6ara na prarpaMnHH e rroBp3aHa co 3Har{HTeJrHa pe4yxqraja Ha rrna3MarcKrzre
KoHIleHTparlHH Ha aropBacraraH. E(lexror na pu$aunnHor Bp3 KoHrreHTpawajara Ha
aropBacrarl,iH Bo xenarorlnTHTe e cerraK Herro3Har, r4 AoKonKy He Mo)r(e Aa ce us6erse
I,IcroBpeMeHa ynorpe6a, norpeoHo e narIr4eHTVTe Aa ce MoHHTopL4paur BHHMareJrHo 3a
e(lnxacuocra.

Tpau c n opmuu uuxud umopu

tr4nxn6mtopute Ha rpaHcnoprHnTe rrporeuHH Mo)r(ar La )a 3roJreMar cr4creMcKara
I43Jlo)t(eHocr Ha aropBacrarHH. I-{ux,rocnopnH u nerepMoBr4p ce nHxu6aropu Ha
TpaHc[oprepHTe BKnyLIeHIz Bo 4zcnosnqujara r{a aropBacrarr4r.r, rp. OATPIBl/1B3, P-gp ,
BCRP, KoH AoBeAyBaar Ao 3roreMeHa cucreMcKa H3nolr(eHocr Ha aropBacraruH (elrgere ja
Ta6ena l). E$ercror oA uaxu6vllujata Ha xerrarar'rHare ,,uptake" rpaHcnoprepu Bp3

Ia3JIo)I(eHocra Ha aropBacrarhH Bo xe[arorlr4TuTe He e [o3Har. floxonrcy ucroBpeMeHara
ynorpe6a He Mo)I(e Aa ce u36etue, ce npenopaqyBa HaManyBarue Ha Ao3ara v KJu4HklqKt4
MoHI4TopHHI- Ha e$urcacuocra (era4ere Ta6ena I ). He ce npenopaqyBa ynorpe6a Ha
aropBacraruH rcaj narlHeHTH r(olz r4croBpeMeHo ynorpe6yaaar JrerepMoBHp n rruKnoc[opr4H
(aragere rct 4.4).

fenrcpu1posun / flepuaqmu Ha rpu6puuua KltceruHa
Vnorpe6ara r-ra rfra6paru KaKo MoHorepanuja noHerotau e Ha MycKyJrHra
npo6,reuu, BKryrruTeruo u pa64oMuoJru3a. Pu:nror o4
6u4e sroleveH rpu r4croBpeMeHa ynorpe6a Ha AepH

MOXe Aa
I4Ha CO

^or^ u, ''
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aropBacraruH. loxolKy hcroBpeMeHara ynorpe6a He Aa ce



npHMeHr.t HajHHcKaTa Ao3a Ha a'ropBacTaTHH co Koja ce [ooTHrHyBaaT TepanI4cKHTe qeJIH, a

[auHeHThre rpe6a La6vlar cooABerHO MoHI4TopI,]paHI4 (BLrAere Ler 4.4).

Esemuuu6
Vnorpe6ara Ha e3ernMn6 rcaro MoHoreparnia e norpsaHa co nojaaa Ha MycKynHIa npo6revu,
BKnyqHTenHo u pa64orravoilv3a. flopa4n roa, [pr4 r4croBpeMeHara ynorpe6a Ha aropsacrart4H

co e3err4Mu6 ce grolenyBa pu3r4Kor o1 nojasa Ha oBHe HacraHI4. Ce npenopar{yBa cooABereH

KTI,IHHIIKH MOHI4TOPUHf HA OBHE TIAIIHEHTI4.

Ronecmunott
fl,rasxaarcrcr4Te KoHueHTparlr4r4 Ha aropBacraruH 14 HetoBHTe aI(THBHI4 uera6olurv, r,pt4

r4croBpeMeHa ynorpe6a Ha KoJrecrlr[onor 3aeAHo co aropBacrarl4H 6urc rIoHI4cKt4

(coo4noc Ha KoHueHrpaqujara Ha aropBacra'tvHi 0,74). Mefyroa, e(terclzre Bp3 nHTHAHTe

6ule noroleMr4 Kota aropBacrarr4H 14 Korecrr,rrroJr 6ule rcoa4rravHltcrpvpaHu orKont(y Kora ce

ynorpe6yaaHH oAAenHo.

cDysuduuc r<a Ku.c enuH a
PHsHrcor oA muonaruja, Br<rtylrHTerHo 14 pa64ontno,rusa, Mo)I(e Ia ce 3tor'IeM14 co

t4croBpeMeua ynorpe6a Ha cHcrerracrca QysnAhHcr(a KHceJII4Ha co crart4Hu. MexaHusr\aor Ha

oBaa HHTeparcquja (6es pasnuKa lJan:ff e QapuarcoAHHaMcKa rarrz $aprtaaKoKuHercKa vilv L4

4eere) 14 noHaraMy e Herro3Har. flocrojar u3Be[ITav sa pa64onrraolusa (nruyuHTeJIHo H

cMprHH cnyuara) rcaj naquenruTe uro ttphMane BaKBa I<orra6unaqnja.

,{orconxy e HeonxoAHa reparluJa co

aropBacraruH rpe6a Aa ce rpeKHHe

(eu4ere ro 4eror 4.4)

cr4o'reMcr(a rfysu4r,rncxa KI4ceJIHHa, repanujara co

AoAer(a rpae reparrajara co rfyslz4ancxa KncerhHa

Ronxutluu
tr4arco ue ce Ha[paBeHV cryLrz,kt 3a HHTepaKqrajara Ha aropBacrarHH co I(oJIxHI]aH, petucrpapaHl4

ce cnyqav ua vnonarnj a flph hcroBpeMeHa repanuja Ha aropBacrarvH tr I(oJIx[IuaH, u rpe6a ga

ce o6pHe BHr4MaHue Kora ce fipenl4lxyBa aropBacraruH co I(onxnuHH.

,[uzotccuu
I4croepeueHara ynorpe6aua noeertercparHu Ao3r4 Ar4roKcHH ra 10 mg aropBacraraH AoBena Ao

Ire3Haqr4TerHo 3toneMyBarbe ua paMHore)r(Hara (steady-state) nna3MarcKa KoHqeHTpatluja aa

Ar4roKCHH. flaqnesrare Kor.{ yrrorpe6ynaar Ar4roKchH rpe6a gla6vt1ar cooABerHo cneAeHH.

Opanuu KoHmpaLlenmuru
I4croapeveHara yflorpe6a ma Jter(or aropBacraraH co opaileH KoHTpaIIenrHB npeAI,I3BHKyBa

3toneMyBalbe Ha nrasMaTcr(lrTe r(oHueHTpallvtv Ha HopeTHHApoH 14 eTlIHIlJl eCTpaAI4on.

Bap$apuu
Bo KTHHHqKa cryauja r<aj [arrHeHTH I(ot4 nuja co eaprfapun,
r4croBpeMeHara ynorpe1a sa 80 mg arop MaJro HaMaJIyBarLe

'1\ trT4, I
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Ha [porpoM6rzucrcoro BpeMe o4 orcoly 1,7
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ynorpe6ara, I(oe ce Bpart4no Bo HopMana Bo reKor Ha l5-4uenHara rcpanuja co
aropBacrarnu. l4arco ce sa6elexaHu caMo HcKryqarenrro perKl4 KJrrrHHrtKH suavajHr,r cnyqaH
Ha l4HTepaKqlaja co aHTI4KoarynaHTu, nporpona6uscxoro BpeMe rpe6a Aa ce oApeAH rrpe.[
3anoqHyBarbe co repanu.iata co aropBacraraH xaj [arIHeHTHTe KoH ce Ha 'repanuja co
KyMapHHcKH aHTHI(oatytaHTIl, KaKo 14 [epuoAr4rrHo Ha rroqeroKor Ha repanHjara, 3a Aa ce
ocHfypa AeKa HeMa 3Haqt4TeJrHa rrpoMeHa Bo nporponr6r.trcKoro BpeMe. Kora ke ce
BocnocraBl4 cra6nlHo nporponr6aHcKo BpeMe, rpe6a Aa ce Bprlar KoHTponu Bo HHTepBarH
KoH ce npenopaqyBaar 3a rIauHeHTH KoH ynorpelysaar KyMapHHcKH aHTHKoarynaHTH. Vcrara
npo[eAypa rpe6a Aa ce [oBTopt4 14 AoKonKy Ao3ara Ha aropBacrarnH ce MeHyBa Hny
npeKHHyBa, Tepanrzjara co aropBacrarr4H He ce [oBp3yBa co KpBaBerLa, HHTy co rrpoMeHa Ha
nporporra6uHcKoro BpeMe rcaj naqueHTH r(ot4 He r]pHMaar aHTHKoatynaHTr4.

flearz,i arp rzc rca no n yl auraj e

Cryguure 3a I4HTepaKqlaja nex-reK ce c[poBeAeHr4 catro rcaj Bo3pacHH L,rcnvraHar\1,r. O6enaor
Ha HHTepaKqrzja rcaj negujarpucKara notryJrauauja He e rro3Har. 3a ne4rzjarpvctara nonynaquja
rpe6a Ia ce 3eMar rtpeABHA nperxoAHo HaBeAeHr4Te HHTepaKqr4r4 3a Bo3pacHr4Te kl

rpeAyrrpeAyBarLara so ler 4.4

ZHreparcuuu Ha rexoeure

Ta6e,ra L E(rercr Ha HcroBpeMeHo ynorpe6eHuTe i'reKoBr4 Bp3 {aprraarcorcr.rHeruKara Ha
aTopBacTaTHH

14cronpeveuo ynorpe6en
net( 14 pe)tfl4M I,ta Ao3HpaH,e

Aropeacrarnn

,{osa (mg) Coo4uoc Ha

AUC &
Kluuuqrcu npenopaxu'

frexanpeaup 400
eAHau AneeHo/
flrz6peuracnrzp 120
eAHaul AHeBHo, T Aeua

me

me

10 mg eAHarx

AHeBHo 7 Leaa

8.3 I4cronpeu eHara ynorpe6a
co JIeKoBH KOH COAp)r(aT

fJ.reKaIIpeB14p t4Jtv

na6peHracaup e

Ko HTparz HA t4 tfi4p aHa (zu gu

aer 4.3).

TranpaHaeup 500 m€

LBanaTV

AuesHo/PHroHaB14p 20C
rxg ABanaTH Ar{eBHO, 8

4eHa (o4 14 to 21 4eu)

40 mg Ha npE

AOH,
10 mg na 20-ru
AEH

9.4 Bo c.

Heon
ynor
aTopl

HAAM

tyqar4 Kota e

xoAHa 14cToBpeMeHa

pe6a co
BacTaTI4H, He

wuyr.ajre l0 mg

SrarraH 4Heeuo. Ce
Bffftyaa KJIHHHTTKo

lbEN our.
ar&,r?\

<tlL c):l

Teranpennp 750 mg q8h,
10 leua

20 mg, eAr4HeqH€

AO3a

7effi i"r{"ffi
opp4

4{gs.
-,?qt.\r, i-,

..i, }:

I {rzrrocnopuH
5.2 mglkg/4eu, cra6uru€
AO3a

10 mg eAHarn

AHEBHO,
28 gena

8.7 /=-,.r" 
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Bo clyuaa Kota e

HeorrxoAHa ucroBpeMeHa
ynorpe6a co

aTopBacTaTHH, Ce

flpeflopar{yBaaT noManH

AO3H Ha OApX(yBaH,e Ha

aropBaoraruu. Kora
AO3r,rTe Ha aTOpBacTaTHH

IraAMr4HyBaat 20 mg, ce

npe[opaLIyBa KJIH HI4LI KO

cneAerbe Ha oBHe

IIau14eHTH.

20 mg eAHa

4UenHO, 4

AeHa

JIonr,rHanap 400
naru 4HesHo /
Purouaeup 100

NATH AHEBHO,

14 l:e:e,a

80 mg eAHa

4llenuo, 8
AeHa

Knapurponauqun 500 mg

ABarrarra AHeBHo, 9 Aega

Bo clyuau Kora e

Heo[xoAHa acroBpeMeHa
ynorpe6a co
aTopBacTaTI,IH, Ce

flpeflopaqyBaar I]oManH

AO3r4 Ha OAp)KyBaH,e Ha

aTopBacTaTI4H.

Kora Ao3I4Te Ha

aropBacraTI4H
HaAMr4HyBan 40 mg, ce

IIpeIIopaqyBa KJII'lHHtlKO

cneAerbe Ha oBHe

narIHeHTI4.

40 mg eAHa

4Ueeuo, 4

AeHa

CarcehHasup 400 mg

ABa[arI4 AHeBHo I
pHroHaBHp (300 mg

ABanaTh AHeBHO OA AeH

5-7, 3roJIeMeHL{ sa 400
mg ABarIarH AHesuo Ha 8

AeH), AeHoBH 4-18, 30

MHH. I1OCJIe AO3a Ha

aTopBacTaTHH

10 mg
lUeAHO, 4

AeHa

flapyHasup 300 mg
NATH AHEBHO

/PraroHanrap 100 mg ana
raru AHeBHo, 9 geua

40 mg Ka

eAr4HeqHa Ao3a
I4rparcoua:o,r 200
eAHarl AHeBHo 4 geaa

10 mg

lueeuo, 4
AeHa

(Docavrnpeuanup 700 m
IBA TI

lueeuo/PuroHaBI4p I
mg ABarrarn AHeBHO, I

AeHa

10 mg eAHa

4UeeHo, 4

AeHa

@ocaunpeuanrap 1400 m

LBafiurv AHeBHo, 74 lele,a

flo:ara Ha aropBacraruH
ne rpe6a Aa HaAMHHyBa

AHeBHa Ao3a oA 20 mg

AOAeKa UCTOBpeMeHo ce

3EMAAI H J]CKOBH IIITO

coAp)r(ar er6ac nlap ultz

En6acerap 50 mg egHa
guesuo/
fpasonpenrzp 200 In
eAHau AHeBHo, 13 leua

l0 mg Ka

eAr4HeqHa Ao3a

*:,ff*iV
Q;,;":-9>
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Ilerepnaonnp 480 m€
eAHarx AHeBHo, 10 4eua

20 mg eAUHeqHa 3.29 flpn ucroepeMeHa
ynorpe6a Ha JreKoBH Kor4

coAp)r{aT JreTepMoBHp,

AHeBFraTa AO3a Ha

aTopBacTaTr4H He cMee

Aa HaAMHHe20 mg

He,r$raHaeup 1250 m€

LBanutv AHeBHo,
14 ge:aa

10 mg eAHar
AHeBHO,
28 telg,a

1.74 Heva cnequ(ruuHa
I]peropaKr4

Corc oA rpejn$pyr, 240 m
eAHau 4HenHo *

40 ffi9,
eAr4Her{Ha Ao3a

1.37 He ce rperopaqyBa
HCTOBpeMeHa

ynorpe6a ua
f OJ]EM14 KOJI HTI I,{ H 14

Ha cor( oA
rpe.jnfipyr ra

aTopBacTaTaH.

flu,rrua:ev 240 mg eAHarr]

AHeBHo, 28 lona
40 m9,
eAr4HeqHa Ao3a

L51 flo :anouHyBarbe HJra rto
rrpHnaroAyBaBeTo Bo

AO3r4Te Ha L]dItTI,{a3eM, Ce

Ilpe[opaqyBa cooABeTHo
Kj'IHHhtlKO CJIeAeH,e Ha

I]auHeHTor.

Eprzrpouaqvt H 500 m€
LreTHpt4naTu 4uenHo, ?

AeHa

10 mg, eAHHer{H€

AO3a

L33 Ce npenopalryBa
TIOMAIA MAKCI4MA!'IHA

AO3A H KJIHHI4qKO

cneAeFbe Ha oBHe
IlauHeHTH.

AurogunuH, 10 ffig,
noeAr4HeqHa Ao3a

80 mg, eAHHer{Ht

AO3a

1.1 8 Herraa cneqaSnuHn
IIpeI]opaKa.

I lrznaeru4r.ru 300 m[
qeTI4pH[aTI4 AHeBHO, i

10 mg eArrar
AHeBHO, 2

1.00 Heua cnequSuunu
npefiopaKu.

Korecrunon 10 g LBz
narH AHeBHo,24 aegetvt

40 mg eAHar

AHeBHO, 8

HeAenH

o'*kffi
AHraqngua cycneH:raje
Ha MarHe3r4yM v

anyMHHHyM xr4ApoKcHAH,
30 rnl qervpv nary
AHeBHo,17 lena

l0 mg eAHau

AHeBHo, I 5 aeua

0. oflisto"" $-
l{i c {:;-llul + n,.l:L
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EtfanupeHs 600 m€

eAHa[r AHeBHo, 14 Aesa

10 mg 3 leHa 0.59 Heiraa cnequ(fuuuz
npeflopaK[r.

Pn$anannn 600 mg eAHaIx

4HeSUO, 7

AeHa (ncroBpeMeHa
ynorpe6a)

40 mg eAr4HeqHa 1.12 Arco ucroapeMeHara
ynorpe6a He Mo)r(e Aa ce

u:6erse rorau ce

nperopaqyBaaT cuMynTaHa

HcroBpeMeua ynorpe6a Ha

aTopBacTaTHH co
puSarurnaH H KrrzHHtIKo

cneAerte.

Pr.r$ananraH 600 mg eAHar
AHeBHo, 5 Aeua (o4eoeuc

4o:r.rpame)

40 mg eAraHeqHa

AO3a

0.20

ferurQa6posrar 600 me

ABafrarr4 AHeBHo, 7 rena
40 mg eAr4HeqHe

AO3a

1.35 Ce npenopauyna
noMaJra [oqeTHa Ao3a h

KJII4HUq KO CJIeAeH,e Ha

oBHe [auHeHTH.

@euo$rz6par 160 mg
eAHa[ AHeBHo, T Leaa

40 mg eAHHer{Ht

AO3a

1.03 Ce npenopauyaa
I1OMAJIA NOITCTHA

AO3a 14 KJTHHHqKO

cneAerte Ha oBI4e

I]AIIHCHTH.

Eoqerpeaup 800 mg

Tpt4fiarv AHeBHo, T ryeua

40 mg eAHHerIHa

AO3a

,/..) Ce flpenopaqyBa noMa,ta

IOI{ETHA AO3A h KJIHHI4TIKO

CJIeAeH,e Ha OBHC

rrar1r4eHTa. flo:ara Ha

aropBac'rarr4H He cMee Aa

HaAMHHyBa AHeBHa Ao3a on
20 mg Bo reKor Ha

hcroBpeMeHara ynorpe6a
co 6oqenpeeup.

* .o fipercraByBa cooAHocor Ha reparrr4r4Te (acronpenaeHa yflorpeda ua JIeKor co

aropBacraruH, Hacnporl4 caMo aropnacrarnH).
o BuAere non 4.4 u,4.5 sa noAaroul4 3a Krt4HurlKoro 3Haqeme.
sCo4pxru eAHa vrv [osefte KoMnoHeHTI4 Koa ua CYP3A4 u r'aorre Aa ja
3foneMH rrna3MarcKara KoHIleHTpaquja na ne ilv3vpaar rpeKy CYP3A4.
Buecor Ha eAHa qaura oA 240 nl corc oa rpej Ba LO HaManyBaE,e Ha

H KOrr4rrhHH COK OAAUC Ha aKTI4BHHTe oproxt4Apot(cll M



rpejn(lpyr (npercy 1,2 nvrpt4 AHeBHo, eo porc o4 5 4eua) ro 3roneMyBaar AUC Ha

aropBacrarvm 2,5 fiarv v AUC Ha aKTHBHHTe (aropnacrarvl v HeroBhre rtaera6olurn)
uHxu6uroprz na HMG-CoA pe4yrcrasa 1,3 naru.
** CooAHoc Bp3 ocHoBa Ha eAeH 3eMeH rrpuMep B-16 qaca no Ao3ara.

Ta6ela 2: Brnjanr,re Ha aropBacrarr,rH Bp3 rfaprr,tarcorcuHerr4Kara Ha r4croBpeMeHo
ynorpe6ynaHHTe rreKoBh

AropnacraruH
pe)r(14M

AO314parbe

L

J<

I4crorpeneno ynorpe6yBaH neK

JIex / flosa (mg) Coo4uoc
Ha AUC&

Klr,tnuqxa [pe[opaKu

80 mg eAHar
AHeBHo, l0 lena

,{urorccuu 0,25 mg eAHa[
AHeBHo, 20 ler.a

1.1 5 flarrueHrrme Kor.r

rrpHMaaT AHfHoKcHH
rpe6a cooABerHo Aa ce
cJreAar.

40 mg eAHan
gnesno,22

AeHa

Opanur,r KoHTpaqerrruBr,
eAHau AHeBHo, 2 naeceqa
-HoperuHApou, 1 mg
-errHt4rr ecrpaAaon 35 pg

1.28

l.l9
Heua cneqnc[uuur,r
rperopaK14.

80 mg eAHam

AHeBHo, l5 leHa

* (DeHasoH, 600 mg eAHHeqHE

Ao3a

1.03 Heua cneqn(ruuHn
nperopaKu

10 ffig, eAUHeqHa

AO3a

Tunpaaavup 500 mg ABarary
gueeHo/pnroHaBr4p 200 m€

ABailarv AHeBHo, T leaa

1.08 Henaa

cneqndrnuun
rperopaKh

l0 mg eAHam

AHeBHo, 4 1eua

@ocaunpeuannp 1400 mE

lBanarv AHeBHo, 74 lona
0.73 Heua cnequSuunu

rperopaK14

10 mg eAHam

AHeBHo, 4 Lele,a

OocavnpeHaeup 700 m€

ABarrarrz AHeBHo /przrouaanp
100 rng ABanaru lueeuo, 14

0.99 Heva cnequdrnuun
npenopaK14

& I-o npercraByBa cooAHocor Ha repanlllre (ucronpeMeHa ynorpe6a Ha JreKor co
aTop BacTaTr4H, HacnpoTti caM o arop nacraruH).
* I4croeperrleHara ynorpe6a ua noserteKparHt Ao3H Ha aropBacraraH u Qena3oH rroKaxaJra
Maro Atvt He4eremu6alHo nrujaHHe Bo KnHpeHcor na (leHasou.

4.6 flroguocr, 6peueuocr r,r Aoen e

)KeHh co penpoAyKrueeH noreuuraja,'r

Xeunre co pe[poAyKTr4BeH noreuqajal rpe6a
MepKH Bo reKor Ha rperMaHor (sra4ere aet 4.3).

Eperr,teHocr Q!;::,,

H KOHTpaUe[THBHr4

1F.):*i:



Topnarcapl e KoHrpauHAr..rur4paH Bo reK ua 6penaeuocra (nu4ele Aen 4.3). Ee:6e4nocra naj

6peueHure )r(eHr4 He e BocnocraseHa. FIe nocrojar KoHTponHpaHV cryl].t4lt sa ynorpe6ara Ha

aropBacraraH Kaj 6peueuu )r(eFrr4. flprajaeenra ce perKr4 v3Boutrav 3a KoHreHhra,'rHI4

aHoMaJrulr rro HHTpayrepanHa H3no)r(eHocr Ha HHxn6rzropule ua HMG-CoA pegyrcra3ara,

Cry4un're rca.i rxusoruu noKa)I(aJIe roKcHtIHocr Bp3 pe[polyrcqujara (nu4ere ae,r 5.3).

Tepanujara ua rraajrara co aropBacrarr,rH Mou(e Aa AoBeAe Ao HaManyBatre Ha (teralunre
Hr4Boa r{a MeBaJroHar, rcoj e rrpeKypcop no 6uocltHTe3ara Ha xorecreponor. Arepocx,repo3ara
e xpoHuqeH rrpoqec, u npeKuHor ua ynorpe6araHa r'reKoBH 3a cHr4)r(yBame Ha xonecreponor
3a BpeMe Ha 6peueuocra6v uMaJr Mano erujaune Bp3 AoJrropotrHuor pLI3I4It rcoj e norp:au co

npHM apHa xh nepxonecrepo,ren,t nj a.

OA oeue ilpvqvHn, Topearcapl ue'rpe6a Aa ce y[orpe6yea r<aj 6perraenu )I(eHu, ]I(eHH Kor4 ce

o6rz4yeaar ga :a6peueHar vtv rroc'ror4 coMHe)r( Aer(a ce 6penaeHIa. Tepanr.rjara co TopsarcapA

rpe6a Aa ce npeKr4He Bo'reKor ua 6penaeuocravtv ce AoAeKa He ce [orBpAI4 AeKa )t(eHara I{e

e 6pernreua (era4ere aer 4.3).

Aoerre
HenosFraro e Aanv aropBaorarvH vtvt HefoBHTe nera6oluru ce eKcKpervpaar Bo qoBe.tKoro

MJreKo. Kaj craopur,rre, flJrasMarcKr,rre KoHrIeHTpaWV Ha aropoBacrHH u HeroBHTe aKTHBHI4

rvrera6oluru ce crHrrHH r(aKo oHue Bo MJreKoro (sraAere ael 5.3). IlopaAra plt3t4K oA

cepr4o3HH HecaKaHH 4ejcrea xaj xenure r(ou ynorpe6yzaat TopaarcapA, TI{e He rpe6a 4a Ao.iar
3a BpeMe Ha repanrajara (era4e're AeJr 4.3). Vnorpe6ara Ha aropBacrart4H e

KoHTpahHAHr-u4paHa Bo reKor Ha Aoerbero (snlere ael 4.3).

@eprulurer
AropeacraruHor HeMaJr uujaune Ha nJroAHocra Ha vaNjaqrare H )r(eHKHTe Bo cryAHHTe co

)r(HBorHr4 (au4ra noa 5.3).

4.7 Bnu.iauue npe cnoco6Hocra 3a Bo3eme HJrr.r 3a yrrpaByBalbe co MaurIrHI,I

Topeaxapl HMa 3aHeMapnuBo nrnjaune nps cnoco6r{ocra 3a yflpaByBame co Bo3r4na H

MAIIHHH.

4.8 Hecanauu gejcrna

Cnope4 [oAarout4Te oA r]naue6o roHrponupaHuTe KJII4HI4qKI4 c"ty1r4r4 co aropBacrarnl{ Bo

xou 6u:re cJreAeHH 16.066 naur4eHrr4 (8.755 Ha aropBacrarl4H u 7.311 sa nlaue6o) Ha

repanraja rcoja npoceqHo rpaena 53 ueleru, ga6e,rerras e rpeKVH na repanrzjara roBp3aH co

nojaea rra HecaKaHn 4ejcrea rcaj 5,2o/o oA IIatlt4eHTnTe KoI4 IIpI4Mane aTopBacTaTI4H, HacnpoTH

4,0oh ol [ar]HeHTHTe Ko14 npHMare nlaue6o.

Bps ocuoea Ha floAarorruTe oA l

HcKycrBo, Bo cneAHara ra6era
aropBacrarHH.

KJI14HhT{ MHOTO nOCTMapKeTI4HLIIKO

, sSrJ.+
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en rra HecaKaHr4 AeJcTBa Ha



flpoqeHerara $perceeHqnja ua peaKunr4 e ge$ranr,rpa*a Ha cneAHrzor HaqHH: qecru (> 1/100
ao < l/10); nouanxy Lrecrr4 (> l/1,000 4o < l/100); perKu (>1110,000 4o < l/1,000); MHory
perKl4 (< 1110,000), Hero3Harr.r (He nroxe Aa ce rpol(eHh oA AocranHuTe no4a'roqra).

tr4uOercurau rz uuOecraquu
t{ecru : Ha:orf apuHrnTr,rc

flopeMer)rearba Ha rcpsra ta rHl,{oHLIor cucreNa
Perrn : rpon,t 6oqnro neun f a

llopeMerveama Ha filayHororxxv or
cilcreM t{ecna: aneptucr(H peaKuilH
Muory perKn: aHa$urarcca

fI opeNr eryeame H a Naera6or l,rsNa or H r,rcxpaHara
t{ecru : xnneprlurcenau.ia
flonalrcy qecru: xr4norrHKeMnja, sro,reuyBarbe Ha rerecHara relr(HHa, aHoperccnja

flcHxhj arp HcrcH nopeMery aaFba

flovalxy r{ecrz : KorlMapH, HecoHt4r_la

flopeN,ler)zsarba Ha HepsH Iaor cucreNa
t]ecrn: rrago6orrca
flonaalny qecra: BprorJraBurra, napecresrzja, xHrroecresuja, gusryezwja,
arraHeSuja

Perrca : neprz$epna ueeponarraja

flopeNaeryearLa Ha orcoro
llonaanxy rrecru: 3aMatJIeH BHA

Perrcu: [opeMeryBaFbe Ha Br4Aor

Ilopenaer)iearba Ha ysoro H ytuHlaor ra6hpuur
llon,Ialry LrecrH : TuHrzryc
Muory perKu: ry6eme Ha cnyxor

Pec n uparop H u. rop arcar H H rz Na eAlrj acru Haru H n openaer), earba
tlecru: 6o,rrca Bo rpKnaHor a )r(Apenoro, errHcraKca

f acrpo H Hrecrh Har H H noperr,r er-v eaH,a
LI ecrn : o n cru n aquj a, r|,r ary,r eH quj a, gucnencuj a,

floualrcy qecrrz: noepaftarse, 6olrca Bo topHaor
rraHKpeaTuTHc

Xenaro6 Hr Hjap uH nopeNaeryeaH,a
flomarrcy qecrrz : xerraruTuc
Perxu: xoJrecrira
M Ho ry perro4 : xer araJr Ha ra r,rcyr! a qra e H qrzj a

(-gen r ir-^^\
i-,tr,EAtlf-vr.

pEY^+H'f j
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flopeN{etysarla Ha rcoxara }'t norKortHoro rrcl4eo

flovranxy Lrecrh: yprrarcapuja, Ko)I(eH HcHtt, [pypa'ryc, aloneqnja
Perrcn: aHruoHeBporcKr4 eAeM, 6y,rosen AepMarHTI4c, BKrytIHTenHo epareMa MyJlrl4$oprraa,

Steven-Johrlsoll-oB c14 HApoM 14 Tot(ct4LI Ha e[HAepManHa HeKpon I43a.

floperraeryearba Ha Na)rcx), Jr uo -c xe JI ernoro H c gps Horo rrcH so
Llecru: H,rrajalruja, aprpalrraja, 6olxu Bo er(crpeMHTerHTe, MycKynHH crl€l3MH, orollll Ha

srrIo6osure, 6oJtxtt eo rp6or
flouarrcy qecrr4: 6orru Bo Bpa'Ior, cla6ocr Ha MycKynI4Te

Perrcu: nanonarnja, M:l.o3L4Tt4c, pa64ouuo,rasa, py[Typa Ha MycKynHTe, TeHAoHonaruja,

rroHeKoratx KoM rrnr4rll{paHa co pynTypa.

MHory perKu: cHHApoM trlTo HaJIHKyBa Ha nynyc.
HenOsuarg: HMyHo nocpeAyBaHa HeKpoTt4paqKa Ml,lo[aTrzja (ela4ere ro Ae,ror 4.4).

llopeNlervearsa Ha penpoAytcrnBHl4or cucrerra n ua Aojxule
Muory perKn: ruuercouacruja

Onurrh nopevreryearba Ia cocro.i6h Ha IMecroro Ha ynorpe6a

flonaa,rrcy qecru: LryBcrBo ua cla6ocr, acteauja,6orrca Bo rpaAHTe, nepra$epeH eAeM, 3aMop,

nr.rperccrzja

Vlcnu"rysaLba
tlecra: a6HopvaleH Tecr sa Oyurcuhj ara Ha IIpHI4or Apo6, 3toJIeMeHo Hl4Bo Ha KpearuHHH-

KI4HA3A

flourarrcy qecra: no3uruBeH Hao/r Ha 6elu rpeHu 3pHlra Bo ypl4Hara

Karco u Kaj ApyrHTe unxvr6nropr{ Ha FIMG - COA peAyKra3a, ce nojaeyaa 3roJIeMeHo HHBo

Ha cepyMcKh rpaHcaMVHar,a rcaj uaqueHTl4Te Koh npt4Mane aropBacraruH. OeHe ttpoMeHl,l

6ure o6u.{Ho JrecHr.r, MVHIL4BII a ue 6apane npeKHH Ha rperMauor. Klunlturcu suauajHo

3roneMyBarLe Ha Hr4Boro Ha rpaHcaMaHa3hre (oa , Hal 3 flaru noroneMo oA HopManHI4Te

ropHu npeguocru) ce nojannlo xaj 0,8% oA rauueHThre KoH npuMane aropBacrarnH. Osa

3to,'reMyBarLe 6ulo Ao3Ho 3aBacHo ra penepsu6u,ruo rcaj cHTe rIalIHeHTI4.

3ro,leuynaF[,e Ha HuBoro Ha cepyMcKara KpearHHr4H-t(HFIa:a (CK) 3 naru H noeefte oL

HopManHHTe BpeLHocTu ce nojaeu:ro xaj 2,5%o ol naUI4eHTHTe Ha aTopBacTa,tt4H) cJIHtIHo KaKo

u rcaj ApyrHTe auxu6uropu ua HMG COA peAyr(Ta3a Bo KJIHHHqKIaTe ucrt4TyBaHra.

3ro,renayearbe rroroJreMo ol 10 na'rn oA HopManHara ropHa BpeAHocr ce jarulo rcaj 0,4o/o on

rarlHeHTHTe KoH npl4Mane aropBacraruH (erz4ere pt 4.4).

fleauj arpucrca nony,'rauraj a

flegrzjarpncKuTe naLI,HeHTI4 ua so:pacl 10 Ar4Hlr TpeTr,rpaHl4 co aTopBacTaTI4H I4MaJIe

reHepanHo cJIHqeH npo$n,r Ha I{ co rr4e rperapaHl4 co nraqe6o, vl

uajuecrure HecaKaHH gejcrsa no

rporleHKr4, 6rane IzHQexqnu. He ,

ceKcyanHaTa 3penocT Bo reKoT

vrKa Ha flpaquHcKo-nocneAllqHare
snauajuu edrexra Bp3 pacror H

a, Bp3 ocHoBa Ha [poIIeHaTa Ha

r\enoKyrrHara 3penocr u pasnojor yrr,t (Tanner Stage) 14 MeperLero



Ha BwcuHara H re)I(HHara. llpo$r.rJror 3a 6es6eAnocr H TonepaHr-luja xaj ne4njarpncrcare
naqHeHTI4 6uil ciluqet{ co Ilo3Harare npoQnlr4 3a aropBacrarHH rcaj eospacHr.rre rraUHeHTH.

Kruuuqrcara 6asa Ha noAarorlH 3a 6es6eAuocra coAp)nu 6es6eAuocnr4 rroAarouu za 520
ne4rzjarpucKl4 [auI4eHTH Ko14 npr4Mane aropBacrarun, uefy rcou 7 nau,r4eHTn 6ute na Bo3pacr
noA 6 to1Lll.lzl, 121 nauraeHT Ha Bo3pacr rvrefy 6 n9 roluru u392 rraqr4eHTr4 Ha Bo3pacr oA
10 Ao 17 roAHHa. Bps ocHoBa Ha AocranHHTe floAarour,r,3aqecreHocra, Tunor L7

cepl4o3Hocra Ha HecaKaHure 4ejcrna r<aj 4eqara ce crvqHt co rt4e rcaj eospacHnre.

CreAuure HecarcaHu r.ejcrea ce:a6erexraHH npu repanHiara co Hexou craruHra:

Cerccyalua 4racrf yurcquj a.

flenpecra.f a.

Perxu cnyLtav Ha HHTepcrrzqnja,rHo 6elo4po6Ho sa6olyean e, oco6eHo npu 4onrorpajna
rcpatuja (au4ere rct 4.4).

fin1a6ercc Mer'rr4Tyc: 3aqecresocra 3aBnct4 oA npr.icycrBolo hnr4 orcycrBoro Ha

pH3I4tIHHre $axroprz (r,rnrcosa Bo KpBra Fra rJraAHo >5.6 mmol/I, BMI>30 kglm2,
3 roJreM eH H Tp rz rn r4 uep v LV, vcr opvrja ua xu nepre H: uj a).

Ilpa-iasyean e ua HecarcaHra Aeicrea
flpujanyearsero Ha HecaKaurzre 4ejcrBa peracrpvpatr no Ao6rasalbe Ha ogo6peuue sa
craBaH,e Ha JIeKor Bo rrpoMer e oA roJreMa Balr(Hocr. Ha oeoj Haqr4H ce o6e:6egyna
KoHTLtHyHpaHo cneAerbe Ha Kopucra Hacrtporu pt43ur(or oA ynorpe6ara Ha JreKor.
3Apancrneunre pa6oruuur4 Mo)r(e 4a ro npnjaoar cexoj coMHe)r( 3a HecaKaHo gejcrno oA JreKor
no HaqnouaJlHuor ueHTap sa $apuarcoBkrrr4raHqa npn AreHqujata sa,qeKoBH H MeAhqHHcKr4

cpeAcrBa (yr.Ce.Kupu,r u Mero4raj 6p.54 rcar l) uttu ro eneKTpoHcKLr nar npercy ee6
crpaHara Ha Areuquj arahtt p ://nr a[ rrecl, gov. nr l</.

4.9 [pego:upan e

Henaa cnequrfrzuHa repanuja 3a npeAo3uparbe co ToprarcapA. Bo cnyuaj Ha rpeAo3r,rparbe,
neKyBarbero Ha [auueHTor rpe6a Aa 6urye cr4MnroMarcKo 14 no norpe6a ce BoBeAyBaar

AonoJIHHrenHH MepKH. florpe6no e Aa ce recrapa OyuKr-tujara Ha upHuor apo6 v Aa ce
MoHl4Topr4pa cepyMcKara Kpearr4HHH KhHa3a. Co orreg Ha BucoKr4or rrpoueHT Ha Bp3yBaBe
Ha aropBacrorl4H co nJla3Marcr(ure nporer4Hll, He ce oLIeKyBa co xerrao4ujarrz3a 3Har{r4TerHo

Aa ce 3foJreMH KnHpeHcoT Ha aTopBacTaTHH.

5. OAPMAKOJIOIIIKPI CBOJCTBA

5.1 @apnraxo4rrHaMr.rqKHcnojcrna

@apnaxoreparreBTcKa rpy r a: Ilunu L vr o4ra$ zqapaq KH

peAyKra3a
ATC rcoa: C10AA05.
AropeacraruH e ceJreKTHBeH, KoMrreinruseH uuxu6urop
oAroBopeH 3a cre[eHor Ha KoHBep:raja Ha 3-xa4porccu3-

HGM-CoA

E EH3HM

Aeo
MeBaJIOHaT, rrpeKypcop Ha cTepoJrnTe, BKnrrr4TenHo u Tprauaqepv1ti'te L.l



xonecTepoJroT Bo r-r,pHr4oT Apo6 ce HHKop[opHpaaT Bo JII4[onpoTeI{HI4 co MHory HHcKa fyCrI4Ha

(VLDL) H ce ocno6oAyBaar Bo nJra3Mara 3a HcnopaKa Bo nepr4QepHnre rKaBa. JlunonporeuHl4re

co Hhcr(a rycraFra (LDL) ce $oprtarzpaar oA JrunonporeuHH're co MHory HHcKa rycruHa (VLDL) u
ce Kara6onr43vpaar rrpr4MapHo npeKy peuerrrop co BHcoK a(uHurer ron LDL (LDL peqenrop).

AropnacrarvH rut cHh)I(yBa ruta3MarcKuTe HHBoa Ha xoJ'Iecrepon h nHrIo[poreHHI4Te Bo cepyM,

vtuxu6utlupajkn ja HGM-CoA peAyKTa3ara H AononHHTr4JIHo 6uocnHresara Ha xoJlecrepon Bo

rlpHr4or gpo6 ra ro 3toneMyea 6pojor Ha xerrarafiHlale LDl-pellenropl4 Ha rtoBptxhHara Ha

KJrerKure, rrrro oBo3Mo)I(yBa 3roJIeMeHo [pe3eMaFbe u rcara5onn:ram ua LDL.

AropeacrarnH ro HaManyBa co3AaBarsero Ha LDL ra 6pojor sa LDL qecrt4tllfl4Te. AropeacrarnH
rrpeAH3Br4KyBa roJreMo r.r'r'pajno 3roneMyBar+,e Ha aKrhBHocra Ha LDL peqenropure [oBp3aHo co

rroBonHara npoMeHa Ha r(BaJrureror Ha uhpKynupaqriure LDL qecrHqt(H. Aropeacraruuor
e(lemnnHo to HaManyBa LDL-C Kaj rraur4eHTHTe co xoMo3t4rorHa cfaruru,rrzjapua

xnnepxonecreponen,tuja, nonylaquja rcoja soo6uqaeuo He pearupa Ha reKoBHTe 3a HaMaJIyBarbe Ha

ilv,nv4ldTe.

3a aropBacraruH, Bo c'ty1til4Te Ha oAroBop Ha Ao3a, AoKDI(aHo e LeKa tv HaMaJ'IyBa

KoHueHrpar\HHre Ha BKynHI4or xonecrepon (30%-46%), Hd LDL-C (41%-61%),

aronnnorrporenuor B (34%-50%) u rpurnuuepuAnre (14%-33%), lo4erca raj HDL-C t4

anonanorporeuHor A1 yclonyea sapujalutHo 3roneMyearue. Ost4e pe3ynraru ce KoH3t4creHTHH

Kaj raqueH'rnTe co xerepo3l.rlorHa (rarraurzjapna xanepxonecreponeMraja, He$artarzlnjapHlzre

(lopn,tra Ha xr4nepxolecrepoleHarzja, H Me[raHa xu[epxonecrepolenuja, axnyuynajftu ra Ll

[arraeHTr4Te co HHcynI4H He3aBL{ceH llzja6erec MenHTyc.

Hauaryearsero Ha Br(y[HHor xonecrepoJr, LDL-C u a[oJ]r4rlonporeuHor B 4orcax<auo ro
HaManyBa pH3HKOT OA r(apAHoBacr(ynapHh HacraHL{ 14 I(apAI4OBacKyJIapHaTa CMpTHocT.

Xon,t osu rorHa 0ana ul uj ap Ha xu nepxolecreponerr,t uj a

Ocyv-uegeJrHara Mynrhuerrrpr4qHa, orBopeHa compassionate-use c,ryluja co onqraja :a
rpoAon)KyBaH,e Ha tfa:ara co eapuja6unHo l'paerre, on(tarula 335 [aqI4eHTH, oA rcou 89

6olelynare oA xoMo3r4rorHa rrepxorecrepolevraja. Og onue 89 naIlr4eHTH, cpeAHuor

rpolleHT Ha HaMaJryBalr,e Ha LDL-C H3HecyBan npu6lnxcuo 20%. Aropnacrarnu e

ynorpe6yaaH Bo Ao3r4 ao 80 mg AHeBHo.

Arepocrueposa

Bo cry4njara ,,Reversing Atlierosclerosis with Aggressive Lipid-Loworing"- Bpaltame

HaHa3aA Ha arepocKnepo3ara co arpecr4BHo HaManyBalle Ha JIurL{AI4Te (REVERSAL),
e(rexror Ha r,rHTeH3HBHo aManyBaru,e Ha il4ilt41rTe co ynorpe6a Ha aropBacrarl4H 80 Ing a
craHAapAHr4or cre[eH co ynorpe6a Ha KopoHapHara arepocKJlepo3a 6src
npoqeHyBaHH co rroMorrl Ha HHTpa yx (IVUS), Bo rer( Ha aHrl4orparfraja

rcaj naqneuruTe co KopoHapHo Bo oeaa paHAoMr43hpaHa, gaojuo-

cJreITa, MynTuueHTpHr] Ha, IVUS e [paBeH Ha noLleroKor H

nocJre 18 neceqn, rcaj 502 na

2a,u. 
>irl\it"' 

.q.
(?,/-jrrn. ,nl'or7

Q;t.. 
t"?9

HeMaJro nporpecuja Ha

rpuMana aropBaoralan (n :253),



Cpe4uuor nporleHT Ha npoMeHa Ha BKyrrHr,ror BonyMelr Ha arepou (npnrraapeH Kpr4Tepr4yM Ha

cryllziara) Bo oAHoc Ha KoHTponara 6vil -0,4oh (p:0,98) Bo rpyrrara co aropBac'rarvH, a
+2,7yo (p:0,001) Bo rpynara co rpaBacraruu (p:249). Bo cnope46a co npaBacrarzrror,
e(rexrure Ha aropBacraruHor 6urc crarrzcruqKu :Hauajur,r (p:0,02). E(fexror Ha

I4HTeH3HBHara repanuja 3a HaMaJryBarbe Ha nvnwyvtre Ha KapAuoBacKynapHr4Te qenra (np.
norpe6a oA peBacKynapasatluja, Herlara-ueH aurpapxr Ha MuoKapAor, KopoHapHara
cn,lpruocr) se 6ul HcnHTyBaH Bo oBaa crylnja.

Bo rpyna r<oja nprzuaJla aropBacraruH) LDL-C 6ut mavaneH Ao cpeAHa zpeaaocr 2,04
mnrol/L + 0,8 (78,9 mg/dl * 30) oa KoHrporrHara BpeAHocr 3,89 mmol/L + 0,7 (150 mg/dl +
28), lolexa Bo rpynara rcoja npanaana rtpaBacrarnu, LDL-C ce HauaJ'rr.rJ'r Ao cpeAHa BpeAHocr
oa 2,85 mmol/L + 0,7 (110 mgldl *26) oA KoHrponHara BpeAHocr 3,89 mmol/L + 0,7 (150
rng/dl + 26) (p<0.0001). AropnacrarnHor, r4cro rara, snauajuo ro HaMa,'rHn BKynHHor
xonecrepoJr sa 34,1 %o (npazacrarr4Hor: - 78,4yo, p<0.0001), cpeAHHTe BpeAHocrH Ha

rpurluuepv1rre sa 20%o (npaeacrarrzHor: 6,8yo, p<0.0009) H cpeAHara BpeAHocr Ha

aronurorporeuHor B sa 39,lYo (npaeacraruHor: - 22oA, p<0.0001). AropeacrarnHor ro
3roJIeMuJr HDL-C sa 2,9o/o (npaeacrarr4Hor 3a 5,6yo, p:NS). Cpe4Hara BpeAHocr Ha
HaManyBarbero Ha HHBoro ua c pearcTHBHHor nporeHH (cRP) e 36,4o/o no rpynara rcoja
[pHMana aropBaorarHH Bo cnope46a co HaManyBaH,ero oa 5,2Yo Bo rpyrrara xoja nprzuala
npaBacrarau (p<0.000 I ).

Pesymarnre o4 cryarajara ce oAHecyBaar Ha Ao3a oa 80 mg H [opaAu Toa He Moxar Aa ce
eKcTpa[on]4paaT Ha noH14cKI4Te AO314.

flpo( r.rlure Ha 6es6elHocr H TonepaHTHocr rcaj ABere reparrucKa rpyflr4 6are cnope r\tvBt4.

Erf ercror Ha uHTeH3r4BHara tepanuja 3a cHH)r(yBaH,e Ha rvflvrvre Ha rJraBHHTe
KapAHoBacKynapHH ueJIL He 6un npoyvyBaH Bo onaa cryAraja. flopa4rz roa He e rosHaro Bo
xoja rraepxa oBHe pe3yJITarH ja orc,rnxyBaa't KJrHHHqKara Balr(Hocr Ha npr4MapHaTa vt

ceKyHAapHara rrpeBeH qvtja aa KapAaoBacKynapH r4Te HacraHH.

Arc)rreH xopoHapeH cuuAponl
Bo MIRACL cryguja'ta vcnvryBaHa e ynorpe6ara Ha aropBacrarr4Hor 80 mg xaj 3086
laqHeHTH (aropnacrarnu n :1538, nlaqe6o n:I548) co aKyreH KopoHapeH cHHApoM
(raHtf;aprcr Ha MHoKapAor 6es Q-6pauoera vtnu secta6urrHa aHrHHa). Jlercyearbero e 3arroqHaro
Bo reK Ha aKyrHara (ra:a, BeAHau no npr4eMor so 6orHurra, H Tpaeno 16 He4elu.Tepanujata
co aropBacrdrklH oA 80 mg AHeBHo ro npoAonr(Hna BpeMero Ao nojaaara ua rcou6usHpaHr4Te
rpHMapHH qenu Ha crygujara, xoa 6ure 4erf nHrapauu KaKo cMpr oA 6rz,ro rcoj rrpnqhHuTeir,
He(taraleH an$apxr Ha MI4oKapAor, noBTopeH cprleB sacroj, vtv aHtLlHa rreKTopHc co
AoKa)r(aHa vtcxevuja Ha MnoKap4or rcoja 6apa xocnnratuzaguja, y anyBarLe
Ha pH3HKor 3a 160/o (p:0,048). Ona ce AoJr)r(r4 oco6eHo na
pexocnr,rraJrusaryu-ia [opaAu aHrHHa neKTop!4c co AoKa3 3a ]4cx
OcraHarnre ceKyHAapHH rlenH Ha cryArzjara He Locrn

E ; kiiY\j.:.Y ;<
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BpeAHocrH ( n poceu uo : n I aqe6o 22,zyo, aro p BacTar vn 22,4oh).

HA



Ees6eAHocHr,ror npoQuJr Ha aropBacraruHor eo MII{ACL cryaujataGut c,'tnqeH na oHoj xoj e

onr4[raH eo 4.8.

flpe ee H uu.i a Ha rcapluo gacnyJlapH H sa6oJl),eama

BlujaHuero Ha aropBacrarr4Hor Bp3 rfaraluure u uecfaralHllre KopoHapHu cptreBLl

:a6o,lynan,a6uto eBany14paHo npeKy paHAoMH3Hpaua, gsojuo cJIerIa, uaue6o-rcoHTpon14paHa

wyLuja, "Anglo-Scandinaviarr Cardiac Outcomes Trial Lipid Lowering Arm" (ASCOT-LLA).
flauuesrure 6ule co xr4rreprensuja, Ha Bo3pacr 40-79 roAI4IxHa Bo3pacr, 6e: nperxo4en
r.rH(laprcr Ha MnoKapAor t4JrH repanr.rja 3a aHrr4Ha [el(Topac 14 co Ht4Bo Ha BI(yneH xonecrepo,'t

6,5rnrnol/L (251 rng/dl). floxpaj roa, cr4re rarlr4eHTra I4MarIe 6apeu yrure rpa oA

npe4e(rrzuupaHuTe rfarcropn Ha KapAuoBacKyrapeH pH3HK: MaITIKH rtoJl, crapocr >55 roAl4FIH,

flyuerbe, nuja6erec, aHaMHe3a Ha r(opoHapuu :a6olyeal.+,a Ha cpuero r<aj po4urauu oA npBo

KoJreHo, olHoo Ha BKynHHoT HDL-C >6, :a6o,'ryaame Ha nepra(lepnure apTepvr,

xraneprpo$nja rua reBara KoMopa, rperxoAHr4 qepe6poaacKynapHl4 HacraHH, cnequfruuun

a6Hopuaruoclr4 Bo EKf-ro, rrporeuHypval ar,6yxntrypva. He 6une crare o46paHh ralu4eHTa

nporreHern KaKo Bhcor(o pr4314rrHH sa paaeoj Ha rrpB I(apAI,IoBacI(ynapeH I{acraH.

flaqraeHrure ce rperhpaHr4 co aHTr4xu[epreH3uBHa repanuja (unu aMJIoAI'ttlHH t ItL'}t

areHo,ror) n co aropBacrarnrr l0 r'ng AHeBHo (n:5,168), o4uocr-ro nlaqe6o (n:5,137).

Et|ercror Ha aropBacraruHor Ha a[conyrHoro 14 penarl4BHoro HaManyBar['e Ha pusttrcor 6ul:

'Ba:rpano Ha pa3nuKara rcaj H r,r Kor4 ce cnyqHne Bo TeKoT Ha cpeAHI,IOT

[epuoA Ha cJreAerbe o4 3,3

Brynuuor MoprannTer H I(al

(185 Hacnporu 212, p:0,17
I,rrer He 6plne gHaqureilHo HaMaJIeHa

HacraH Haualyeame
HA

peJraT[.rBH14o'I

pnsurc (o/o)

Bpoj na
HACTAHH

(aropnacrarnH
BO OAHOC Ha

nnaqe6o)

Haualyrae'e ua
ANCOJIVTH14OT

puzuw'(o/o)

p-BpeAHocr

Oaraluo KopoHapHC

:a6olyaame rnyc
ueSara,reu raHr[aprcr ua

M14OKapAoT

36% 100 vs 154 1.1% 0.0005

Brcynuo
KapAHoBacKyJIapH14

HacTaHV H npoueAypr
Ha pe Bac Ky rap usaL\n-i a

20% 389 vs 483 19% 0.0008

BxynHo KopoHapHL
HACTAHV

29% 178 vs 247 1.4% 0.0006

t.ntr_ -ff .sa,,

\kljj:,:,:v
Ha, p:0,51). Bo roArpyrara no xoja



aHanv3vre ce HanpaBeHH c[opeA noJror (81o/o va>xu, 19yo rrceun), ro3r4THBHr4or eSercr Ha

aropBacraruHor e sa6elerran xaj uaxrure, Ho He ra rcaj ixeHure, nepojarHo [opaAu HHcKara

$pexneHqraja Ha oBHe Hacrauu xaj xeucxara floArpyra. BrynHuor H r(apAnoBaoKynapHr4or
MopraJII,ITer HyMepr4qrcu 6ul noroneM xaj xeucrure flar]HeHrrz (38 uacnporu 30 r,r 17
Hac[porr4 12), no oBa He 6nro crarucrurrKr4 snauajHo. flocroe,'ra crarr.rcrnrrKr 3HaqaJHa
anrepaxqrzja co ocHoBHara repanuja co aHThxHnepreH3vBt4. flprarraapuara xpajua roqKa
($aranHo KopoHapHo sa6olyaame Ha cpqero rnyc uerfarareu rauQapxr ua vuorap4or)
6ura gHa,turenHo peAyrlupaHa co aropBacrarHHor Bo rpy[ara [aur4eHTH KoH npuMare
arrMoAhrn4H (HR 0,47 (0,32-0,69), p: 0,00008), Ho He H Bo rpynara xoja nprznaaira areHonon
(HR 0,83 (0,59-1, l7), p: 0,287).

Bnrajauuero Ha aropBacrarl4Hor Bp3 rfaralHure a Hecpararunre KapAHoBacKytapHLl
sa6olyean a 6nto eBanynpaHo flpeKy paHAoMr43npaua, 4nojHo cJrerra, MynrHrIeHTpr4qHa,
n,raqe6o-xoHrponHpaHa cryguja, "Collaborative Atorvastatin Diabetes Study" (CARDS), rcaj

naqHeHTU co 4uja6erec rur 2, ua ao:pacr oA 40-75 roAHHr4, 6es nperxogHa ucropuja ua
KapAhoBacKynapHo sa6o,ryeame H co LDL-C <4.14 mmol/l (160 mg/dl) a TG <6.78 mmol/l
(600 mg/dl). tlonpaj roa, cure rauueHrH r4MaJre 6aperr,t yrllre eAeH oA cneAHure $axroprz ua
pll3HK: xlanepreusuja, aI(Tr4BHo rrymeFLe, peruHonarnja, rvrraxpoal6ynraHypraja vtkl
r,r arcpoan6yr,r rz Hypuj a.

Bo osaa wyguja naqI4eHTHTe 6nle rpernpaHh utt4 co aropBacrarr4H l0 mg AHeBHo
(n:1428) HJIH co nraqe6o (n :1410), a rpocelrHara AoJ'r)r(HHa Ha cneAerLeto 6wta 3,9
roAHH14.

Havaryearsero Ha arrcoJryTHr4oT 14 peJraTuBHr4oT pH3HK TeKor ua tepannjata co
6BACTATHH OI4NO:

Hacrau -LlaMaJryBar6e Ha
DEJIAT}IBHIIOT
puzwx (Yo)

DpoJ Ha HacraHH
(arepoaactaruH
HACTIDOTI,I
nnau'e6o)

HaMaryBaBe Ha
ATICOJIYTH14OT
pusurc'7o/o)

p-BpeAHocr

I naBHH
KapAHo Bac Ky napHV
HacraHH: rbaraleu u
Her-fara,red AMI,
rnrior MI, cr,rpr o4
aKyrFro KopaHapHo
cpileBo
3aoonyBaFbe,
HCCTAOHJIHA
aHrzHa, CABG.
PTCA,
peBacKynap uzatluja,
MO30qeH VnaD

37% 83 vs.127 3.2% 0.001 0

Ml (darareH u
r-rerbari.,ieH AMI.
rradorc Ml)

42% 38 vs. 64 1.9% 0.0070

lvlo3oqeH yAap
(QaraleH Li
se0ara,reu)

48% 21 vs.39 ffi 0.0163

'Basupauo Ha pa3nlrKara raj ueo6pa6oreHr,rre HacraHH KoH ce cJryrr
oA 3,9 r'oAunn

HA cJreAerl)e



AMI -arcyreH r.rH$aprcr Ha Mr4or(apaor; CABG-KopoHapeH aprepucl(H lajnac rpa$r; MI-
urzor<ap4r.rja,'reH r,r Hr[aprcr; PTCA-nepKyraHa rpaHcJryMuHanHa l(opoHapHa aHrnonlacrnja.

Henaa Aorcasu AeKa Ha repaneBTcKaor e(texr r<aj narlueuror e,rr,rjaar noJtor, crapocra L{nH

KoHTponHHTe HHBoa na LDL-C. 3a6elexau e rroBoJreH TpeHA rcaj cranxara Ha cMprHocr (82

cnyqau rcaj nnaqe6o rpyrrara Hacnpora 6l cryuaj rcaj aropnacrarlzH rpynara p:0,0592).

Ilosroprusu Naoso.ruu yAaph
Bo cryauja 3a rrpeBeHrlvla ua Mo3oqHH y1apv co arpecl,I BHo HaManyBaH,e Ha HI4Boro Ha

xonecreponor (SPARCL), vrctu'ryBaH e e(rercror na 80 mg aropBacrarnH AHeBHo vnv Ha

nlaqe6o rcaj 4731 naqneurn Kor,r Bo flocnelHhre 6 ueceun hMaJ'Ie Mo3oqeH y1ap vnv MuHJII4B

r4cxeMr,rqeH HanaA ra 6eg ucropuja og KopoHapHH cprreBl4 :a6oryeama. flaqueurute, 600/o oL

MarrKH noJr, Ha Bo3pacr oa 21 ao 92 ro1uau (cpe4Ha Bo3pacr 63 ro4rzHu), HMaJIe npoceqHa

ocHoBHa BpeAHocr ua LDL 133 rng/dl (3,4 mrnol/L). Bo reKor ua repanujara co

aropBacrarr4H, cpeAHa'ra BpeAHocr na LDL-C r43HeoyBana 73 mgldL (1,9 mmol/L), a no reKor
ua repanujara co rnaue6o 129 mgldL (3,3 mmol/L). MearzjaHara Ha cneAerbe usuecysata 4,9

toAr4HH.

AropnacrarHHor Bo Ao3a oA 80 mg ro HaManyBa pr43HKor Ha flpt4Mapnara xpajua roqKa Ha

rlararun ra ue$araruv y[apv za 15Yo (HR 0.85; 95yo CI, 0.72-1.00; p:0.05 nru 0.84; 95yo Cl,
0.11-0.99; p:0.03 ro rpnnaroAyBarbero Ha ror{erHure tfarcropu), ao cnopeA6a co nlaqe6o.
Cranrcara Ha cMprHocr oA cure rpr4qr4Hu 6uta 9,1% (21612365) Bo rpynara co a'ropBacrarv+,
AoAeKa rcaj rpynara co nlaue6o 6vm 8,9oh (21112366).

Bo post-hok aualusara, 80 rrg aropBacraruu ja HauanyBa HHUI4AeHIIaTa Ha HcxeMI,ItIHI4Te

yAapv (21812365,9.2oh so oAHoc sa27412366, l7,6oh, p:0.01) u ja sroreMyBa I4HIlHAeHuara

oA xeMoparuqeH yAap (5512365,2,3%o so oAHoc aa3312366, l,4yo, p:0,02) no cnopeg6a ua

nraqe6o.

. Pa:nrcor oA xeMopafuLleH yIlap 6vn norolerra rcaj nauneHTl4Te KoH ce BKJIyttt4JIe Bo

cryltlata co rpenexaH xeMoparuqeH Mo3oqeH ypp (7145 3a aropBacrarnH, Bo oAHoc Ha

2148 sa nraue6o; HR 4,06; 95yo C|,0,84-19,57), a pu3l,lKor oA cnyqyBaru,e Ha I4cxeMuqeH

y1ap 6vt ucr nonaeiy rpyrr4re (3145 rcaj aropBacrarua,2l4S rcaj nraqe6o HR 1,64;95oh Cl,
0,27-9,82).

. Pu:uKor oA xeMopatr4qeH y1ap 6vn nororeu rcaj narIHeHTHTe KoH ce BKnyqeHu Bo

crytnjata co npenexaH naKyHapeu rzH$apxr (201708 3a aropBacra'tvu, Bo oAHoc aa 41707 za

n,raqe6o HR 4,99; 95o/o CI, 1,71-14,61,), a pazvl<or oA cnyqyBarbe Ha lzcxeMHqeH Mo3oLIeH

l1ap 6vtl Hcro raKa noMaJr rcaj onrze rarraeHru (791708 aropBacraruu, 1021701 raj nnaqe6o
HR 0,76; 95yo C|,0,57-1,02). MoxHo e Br(yrrHr4or pr43HK og nojasa Ha Mo3oLIeH yAap Aa
pacre rcaj naqraeHTnTe co npene)Kau naKyHapeH nutpaprcr Kor4 ynorpe6yaaar aropBacraruH
80 mg AHeBHo.

BxynHuor Moprarurer 6ut 15,60/o (7145)

Bo noArpynara narlneHru co eefte npe

6nm 10,9o/o (771708) 3a aropBacrarHH Bo

nauneHTH co eete ttpene)r(aH naKyHapeH

H HaonporH
KynHaTa cTarrKa

to,4oh (5/48)
Ha CMpTHOCT

rroAfpynara

(;:,,1.I*b,>r,iillrcu' "crt,
{lstv .-4

ga nraue6o so



rlelr.rj arp r.rc rca no nyn a uraj a

XemeposuzomHa rpauunujapHa xunepxonecmeponenruja rcaj nedujampucKu naryueHmu Ha
Go3pacm od 6-17 e.oDuuu

Ocvo-ue4eJlHoro orBopeHo HcrrHTyBaH,e sa npoueHKa Ha rpaprr,tarcoxrzHeruKara,
rfapnarco4aHaMlaKara n 6es6e4uocra 14 ToJ.repaHTHocra Ha aropBacrarr.tHor cnpoae4euo e rcaj

Aeua h an.onecueHTl4 co reHercKr,r rrorBpAeHa xerepo3r4rorHa $attutujapua
xhrepxonecreponerr.ruja co ocltoBHa BpeAHocr ua LDL-C >4 mmol/1. Brclyueua 6ule nrynuo
39 aeqa I4 aAorecLleHTI4 Ha Bo3pacr oa 6lo 17 roguuu. fpynara A ja couraHyBane l5 aeqa Ha
Bo3pacr oA 6 Ao 72 roguun eo TaHep $asa l. fpynara E ja couraHyBane 24 leUa Ha Bo3pacr
oa l0 ao 17 roluuu eo TaHep $aza>2.

floqeruara Ao3a Ha aropBacraraH H3HecyBana 5 mg AHeBHo eo o6rarc ua ra6lera 3a uBaKarbe
ao fpyanara A n 10 mg 4ueauo so o6rraK Ha ra6rera no fpynara E. [yn,rrapaFr,e Ha Ao3ara Ha
aropBacrarwt 6uno Ao3BoneHo AoKonKy Hcrrr4TaHHKor He .ja ocrnapu nocraBeHara rIeJrHa
BpeAHocr ua LDL-C of <3.35 mrnol/l Bo qerBprara HeAera H AoKo,'rKy aropBacrarzHor go6po
ce rloAHecyBa.

Cpe4Hara BpeAHocr sa LDL-C, BKynHr4or xonecrepon, VLDL-H H anoJrnrronporenuor E ce
HaMarl4re Ao BTopara He4e,ra raj cATe vcfit4TaHHua. Kaj vcilvraHtr\ure uuja Ao3a e
AynnupaHa, sa6elexaHa ce AoAarHH HaManyBaH,a Ha BpeAHocrrrre Hajpano rro ABe HeAeJ'rH,
IlpH apBuor npetneA no 3roneMyBarbero Ha Ao3ara. Cpe4Hara [poqeHTyanHa BpeAHocr Ha
HaManyBamero Ha tvilt4lulure napaMerpu Bo npolleHru 6una cJrHqHa xaj laere tpynt4,
He3aBI4cHo oA Toa Larv LtctrllTaHhuhre [poAoJr)r(Hne ga 1a rrpnMaar ceojara noqerHa Ao3a vtv
Taa HM e Ay[nHpaHa. Bo ocrraara HeAer.ra, Bo rrpoceK, [poqeHTyaJrHara npoMeHa Ha LDL-C n
BKyllHHor xonecrepon Bo oAHoc r{a [olrerHara BpeAHocr, H3HecyBala npu1ttu>xHo 40,Yo u
30oZ cooleerHo Ha cre[eHor Ha r{3no}r(eHocr.

Bo eropara orBopeHa, eAHHeqHa wy1nja 6ute sanuruaan 27 I iraaurrcu H )r(eHoKH Aeqa co
HeFH Ha Bo3pacr oa 6-15 ro4uHa H npnMane repannja co aropBacrarvH Hajuuory rpra
roAHHH. Vcroeu 3a BKryqyBarbe Bo cryrytjara 6u,re norepleHa HeFH H HHBo Ha LDL-C Ha
ocHoBHa nnnuja > 4 rnmol/L (npra6lraxso 152 rng/dl). Ctylujara BKnyqyBana 139 aeqa co
npn TauepoB craAuyM Ha pasaoj (reuepa,rHo,6-10 ro4rzHra). flosrapamero co aropBacra"tvH
(e4naru guenHo) 3aroqHa,'Io co 5 mg (ra6nera 3a uBaxarbe) rcaj Aerrara rroMnaAr4 oa l0
foAl4HI4. {eqara Ha Bo3pacr oa 10 roAr4HH H flocrapu 3arroqHaJre co l0 mg aropBacrarr4H
(e4Hau Aueeuo). Kaj cure gerla6uta Mo)r(Ha rutpaguja Ha noBucoKLr ro3t4 sa Aa ce ttocrHrHe
uenra o4 <3,35 mmol/L LDL-C. Cpe4uara r43MepeHa Ao3a 3a Aerlara Ha Bo3pacr oa 6 ao 9
IOAHHH 6uta 19,6 ffig, a cpeAHara H3MepeHa Ao3a 3a Aerlara oa l0 toAHHH Harope 6vtm23,9
mg.

CpegHara (+/- SD) ocHoBHa BpeAHocr ua LDL-C 6vra mmol/L, rrro e
npu6ruxHo 233 (48) rng/dl. Bu4ere ja ra6enara 3 no4o,ry

floAarouure ce AocneAHh 6es eQercrra oA neKor Ha
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pasnoj (r.e. eucuHa, Te)r(uHa, BMI, TaHep $a:a, rpoqe
3a pacT kt



3penocr r,r pa3Bojor) rcaj nearajarphcKHTe H aAonecueHTl{tlTe HcrthraHuun co HeFH uro
flplrMane repanraja co aropBacrarnH 3a BpeMe ua 3-ro4uurHara cry4raja. He e sa6ererltaH

e$em Ha IeKoT Bp3 BHCHHaTa, Te)l(l4HaTa, BMI c[opeA Bo3pacTa HJII4 IIoJI6T.

TABEJIA 3 Edercrn Ha aropsacrarrHot spg

HAMAJIYBAbETO HA MACTHTE KAi MAIIKI'I II }KEHCKII

aAoJIecueHTIr co xeTepo3[IrorHa d)aMI'IJIIriapHa

xunepxonecrepo.nenlu ia (mmol/L)

Bpen,teucra
TOLIKA

N rc (s.D.) I,DL-C
(s.D.)

HDL-C (S.D.) rG (s.D.) Apo B
(s.D.)#

OcHoeHa
BpeAHocr

271 7.86(1.30) 6.12(1.26) 1.314(0.2663) 0.93(0.47) 1.42(0.28)**

Meceq 30 206 4.es(0.77)* 3.2s(0.67) r.327(0.2796) 0.79(0.38)x 0.90(0.17)*

Meceu 36lET 240 s.12(0.86) 3.4s(0.81) 1.308(0.2739) 0.78(0.41) 0.93(0.20)***

TC: ,Ky"e, xonecrepon; LDL-C : xoreerepon nuno[poreuH co HI4cKa rycrraHa-C; HDL-

C : xorecrepon nH[onporer4H co Bucor(a ryc'ruHa-C; TG : Tpl4rnnqepu4rz; Apo B =

a[Onu[o[poTe6H B; ,,Meceq 36lET" Bl(nyqyBa KoHeqHI4 IIoAaToUH oA IIoceTuTe 3a

t4crrHTaHHuHTe KoHrrrTo 3aBpuune co yLrecTBoTo [peA 3aKa)I(aHaTa BpeMeHcKa ToqKa oa 36

Meceug, KaKo H rlenoKynrrr4Te [oAarour4 oa 36 Meceun 3a vctt4TaHI4uHTe mro lo
3aBprxune 36-nteceqHoTo yqecTBo; "*": MeceU 30 N sa oeo.i napaureTap 9 207; "'**"=
OcrioeHara tunuja N :a oeoj rapaMerap e 270; ')***" : Meceq 36lET N :a onoj

rrapaMerap e 243;, ccgtt:glL :a APo B.

Xerneposuzomua cbamutt\iaw-rc xunepxonecmeponeu4ia rcai neduiampucrcu natluerumu ua

aospacm od I0 do l7 eoduuu

Bo gnojno-cJrera, nlaqe6o KoHTponHpaua wyauja, cJIeAeHa Bo orBopeHa cpasa, I87 votrlquma

H rrocrMeHcrpyaJlHt4 4eaojunma, I{a Bo3pacr oL 10 Ao 17 rory'tuu (cpeAr-ra apelHocr 14,l

ro4nua), co xerepo3HrorHa t|anaulrzjapua xl4ilepxonecreponenauja (OX) t4ItL4 Te[IKa

x6repxoflecrepo,rerraraja paHAoMr43r4paHh ce Bo rpyna rcoja npurraana aropBacrarl4H (n:140) n

rpyna rcoja npuvaJra [raue6o (n:47) Bo reKor sa 26 HeAeJII'I, a lloroa cI4Te nphMane

aropBacrarhH Bo reK ua 26 He1era.,{osara Ha aropBacrarhHor I43HecyBarla l0 mg (egHaru

4Heauo) Bo reKor Ha rpBHTe 4 He4ela, a rroroa e 3roJIeMeHa lo20 mg Aot(onKy Hl4Boro Ira LDL-

C 6v5t >3,36 mmol/L. AropeacraruHor 3HaqHTeJIHo ttl HaMaJII4JI HI4Boara Ha BKytlHHor

xonecrepon, LDL-C, TpHtnHUepvLVTe H aflonfino[porel4rlor E eo rtra3Mara Bo rerc sa 26

HeAerHara 4eojuo-clena Qasa. Cpe4Hara BpeAHocr sa LDL-C xoja e rocrl4rHara H3HecyBana

3,38 mmol/L (oncer: 1,81-6,26 mmol/L) Bo rpytl Mana aropBacrdtt4H, ao cnoPel6a

co 5,91 mmol/l (oncer: 3,93-9,96 mmol/L), rcaj MaJ'ra nnaqe6o eo r.erc va 26

HeAeJr Hara 4noj uo-cnena $a:a.

,{onorHure tua neavjarpucKa c'ryAu.ia Ha

rtarlaeHTH co xtd[epxonecrpo,rerr,tuja, ua

Ha xoJrecrl4florlor Kal

reryf;"H
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aropBacrarHHor OJ:25) so 26-rara HeAeJIa /{oBen Ao 3HarrrzrenHo HaManyBarbe Ha BpeAHocrr4Te
ua LDL-C (p<0,05) no cnope46a co xorrecrunoror CN:31).

Cryauja co BIIHMareJrtHa ynorpe6a raj nauaeHTH co reruKa x14rrepxonecrepoleuraja
(nrcnyuurelHo H xoMo3tztorHa xu[epxonecrepolenuaja) cnpoae4eHa e ma 46 negr,rjarpracxrz
narlHeHTu rperupaHa co aropBacraruH lvrpvpaH Bo oAHoc Ha oAroBopor (uercou LtcnL4TaHyr.\Ll
npHMHne 80 mg aropBacraruu) 4HeeHo.Vlcnuryzarsero rpaeJlo 3 ro4nHa: LDL 6Hr HaNra,,reH :a
36%.

He e yrepaeHa rontoporlHara edtnxacHocr Ha repaflujara co aropBacrarHH Bo AercrBoro Bo
rolneA Ha HaManyBarLero ua nlop6ugr4Teror 14 MopraJrHTeror Bo [epuoAor Ha 3penocr.

Eeponcxara MeALlIrHHcxa areHqaj a ja yrcuuara o6npcxara 3a AocraByBarbe Ha pe3ynrarr4Te oA
HcnuryBarLaraHa aropBacraruHor rcaj AeLIa Ha Bo3pacr ol 0 lo no4 6 ToAHHH eo repanajara Ha
xerepo3HrorHa xhnepxonecreponertuja, KaKo H raj leua Ha Bo3pacr ol 0 lo nol 18 eo
repannjara Ha xoMo3l4rorHa $arr,ra,rujapHa xurrepxonecreponeuuja, rcov6uH:apaHa (rr,teuraua)
xHrlepxonecrepoleut'tja, rtpuMapHa xHrrepxor,recrepoleuaja u Bo npeneHqrzjara Ha
KapAuoBacKynapHu HacraHI4 (eu4ere net 4.2:a uuQoprvr aL\vv 3a ne4ajarprzcxara ynorpe6a).

5,2 (DapnranoxrrHercmu cnojcrea

Ancop6Ltaia
Aropeacrarl4Hor ce pecop6rzpa 6pso no opanHara aAMHHr4crpa\uja; MaKcHMaJ'rHara rrJra3MeHa
KoHueHrpauraja (C,ro*) ce rocrntHyBa no l-2 qaca. CreneHor ua ancop6quja ce 3rcneMyBa
[po[opUaoHaJlHo co Ao3ara. flo opanHa ynorpe6ara, aropBacrarau (tralnr-o6,'rox(eFrr4re ra6leru
ce 95%-99% 6raopacnolo>KltLlBkt, Bo cnopeg6a co opanHara cycneu:rzja. Anco,ryrHara
6uopacnololKJIHBOCT e npu6lnx]Ho l2o/o, a cHcreMcKara paclonolKJrHBocr sa uHxulu]]opnuru
aKraBHocr :a HMG-CoA pe4yxrasara e npu6lu>xmo 30o/o. Malara cr4creMcKa pac[onoxnuBocr
ce npv[l4txyBa Ha npeA-cLIcreMcKHOT KnHpeHC BO MyKO3aTa Ha tacrpoaHTecTUHaJrHr4OT TpaKr
ulutu uera6oln:uor Ha npB npeMHH no qpurzor 4po6.

Ar,rcrpu6),\uja
CpegHuor BonyMeH za gucrpulywja Ha aropBacrarraHor e oKony 381 rrarap, Aropaacraruuor
e> 98Yo Bp3aH 3a nJra3MeHHTe npOTeHHH.

E ra orp au crbo pu aurz_i a
AropeacraraHor ce Naera6o,ll4srapa flpeKy ur4ToxpoM P450 3A4 Ao opro- u napaxl4poKcaJrr4paHn
AeprBarv v pa3rvqHz npoAyt(Tu sa 6era-oxcn4e'tryjala. florcpaj oBHe rrarHrrrra, oBHe rpoHsBoAH
roHaraMy ce rraera6orvlre.upaur npeKy rnyxopoHrrAatryja. In vitro waxnlugnjara Ha HMG-CoA
peAylfla3ara Ha opro- H napaxr.{ApoKct4t:apaHrTe vera6oluru e eKBHBiureHTHa Ha raa oA
aropBacTaTu Hor. [Ip u6JrH ]r(Ho 7 }Yo o I UapKyn r4paq rcaT:a uaxu6 a aKrr4BHocr :a HMG-CoA
peAyKra3aTa ce [pHrrHrxyBa Ha aKrr4BHHTe rvrera6olurn.

E,qaNauuaqnja
Aropeacraruuor ce eilvMHHVpa [przMapHo
eKcrpaxe[ararHr.{or n,tera6ola:av. Meiyroa,

r.1or u/tltu
He noAnexr4
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aropBacrarHHor Kaj qoBeKol e oKony 14 uaca, Ho roJlyBpeMero Ha Iauxu6uropHa aKTHBHocr 3a

HMG-CoA peAyKTa3arae20 Ao 30 .raca ropaAr.r rrpuAoHecor Ha aKrlzBHHre uera6oluru.

AropaacraruHor [peTcTaByBa cyncTpal Ha xe[aTaJIHHTe 'IpaHcnoprepu, TpaHcroprHuor

rrongrrenryA Ha opraHcKu anjoHla lB1 (OATPIBI) Lr rpaHcnoprepor l83 (OATPIB3).

Mera6olurr4Te Ha aropBacraruHor npercraByBaar cyncrparu sa OATPIB 1. AropuacraruHor e

ra4eHrra$raryBaH v KaKo cy[crpar Ha etplyrcuure rpaHcrtoprepl4 rlporeuuor I 3a pe3hcreHTHocr

Ha noserte JreKoBH (MDRI) ornopeH Ha noseke reKoBI4 H nporel4Hor 3a pe3l'IcreHTHocr npH paK I-Ia

aojrca (BCRP), ruro Mo)r(e Aa ja orpaur.rurz r4HTecrr4HarHara arcopnqraja u 1unr\apuHor KJlupeHc

Ha aropBacrarl4Hor.

floce6uu nonylaqun

ITocmaDu nauuerumu

flrasN,rarcrcHTe KoHueHTpaunH Ha aropBacrarhH
fiororeM14 rcaj s1pannre Ilocrapv rvl\a orKonKy

e(rerrure Bp3 nHnHAttte 6nte cJIl4ttHH co oHue rcaj

14 HeroBHTe aKTL{BHH rraera6olnru ce

raj nala4ure Bo3pacHvt ItL4L\a, AoAeKa

[oMnaAHTe IIonynalll4H Ha [alIHeHTLI.

fle d u i a m p u c rca no qtn u t t u.i a
gmHcI]hTyBaBe,ne21ujarpI4cl(unauHeHTHcoTauep$asa1(N:l5)
u Tauep $azaZ2 no Q\:24) (no:pacr ol 6lo 17 rognuu), co xerepo3l4rorHa rlanar'trujapHa

xr4[epxonecreponenruja 14 noqerHu BpeAHocru LDL-C oA >4 mmol/L, TperlrpaHu ce co

ra6lern 3a UBa6arbe oA 5 unz 10 mg aropBacrarvH r4ltll Qr,lnna ra6leru oa l0 unu 20 mg

aTopBacTaTHH, eAHau AHeBHo, cooABeTHo. TelecHara Maca e eAHHcTBeHa 3HaqHTeIHa

KoBapzara no SapnaarcoKhHeTnqKl4or MoAen Ha no[ynaUnja rcoja flpuMana aropBacraTuH'

flpneugHuor opaneH KnupeHc Ha aropBacrarnHor raj nelrajarpHcKI4Te I4cnl4TaHhuvt 6t'tst

cJrHqeH Ha oHoj sa6ererKaH rcaj eospacHure, rlo anoMerpucKoro npl4naroAyBarbe c[opeA

TeJrecHara Haaca. ,(ocleAHo HaManyBaFbe Ha BpeAHocra FIa LDL-C H BKyrIHHor xonecrepon

ga6elex<euo e Bo oncetor Ha H3Jro)r(eHocr aropBacrarHHor H o-xl4ApoKcHaropBacraruH.

IIon:
KouqeurpaUggTe Ha aropBac'r'arr4H u HetoBHTe aI(TI4BHH Ntera6ornru eo [na3Mara I(aJ

xeHHTe ce pa3nr4KyBaar Bo oAHoc ua Ma)r(I4Te ()Keuu: npu6lultHo 20oh rrosltcoKa 3a C,ro* h

npn6lurxHo 100% noHuoKa sa AUC). Otne pa3nr4Kl4 He ce oA 3HaqI,ITeJIHa I(JItlHHqKa Ba)I(Hocr

H pe3ynr6paar oo He3HaqurerHr4 KJrr4HI4t{r(h pa3nnKu eo e$errhre Bp3 lunn4nre veiy
MA)I(HTE H XEHI4TC.

Ey 6 p e x uB p ut ulllLg-q&g
3a6onyea6ara Ha 6y6pesnre HeMaar srujaune Ha rlJla3MeHara KoHIleHTpaqI'IJara vilv Ha

e$ercrla're Bp3 nH[I4AHT9 Ha aTopBacTaTHHoT HJIH HelOBHre n,tera6oluru.

Owmem)taan e ua qpuuom dPo6
flrasMeHara KoHlreHTpaqujara Ha

3HaqHTeJIHo 3roJleMenu (orony 16

xpoHHqHo anKoxoJIHo sa6olYnan e

SLOC I B I notru,v oprbusau

I,ITE AKTPIBHH

Lj AUC) xaj
naera6oruru ce

narIr4eHTI4Te CO
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Xenararuoro npe3eMame Fra cHTe uHxHlvropn Ha HGM-CoA pe4yrcra3a, BKJryrtr4TerHo 14

aropBacrarnHor, ro BruryrryBa OATP I B 1 TpaHcnoprepor. Kaj rarIr4eHTHTe co
nolunaopQrasalM SLOCIBI nocrorz pu3r4r( oA 3roneMeHa H3no)r(eHocr Ha aropBacraruH, trrro
Mo)r(e Aa AoBeAe Ao 3roJIeMeH pH3HK oA pa6lovaoJru3a (auau rct 4.4). flo,rnnrop$H3aMor Ha

reHure rcoj ro KoAr4pa rpaHcrroprHr4or nporerzH OATP 1B 1 (SLCO 1B I c.521 CC) noapsaH e co
2,4 naru 3toJIeMeHa cl4creMarcKa rz3J'rolr(eHocr'(AUC) Bo oAHoc co JrHqHocrr4Te Kor4 ja uenaar
oBaa reHorl{ncKa eapnjaura (c.521TT). Kaj oBhe rauueHTu, }rcro raKa, Mo)r(Ho e reHercKo
olrrreryBalte Ha xe[araJ]Horo [pe3eMa[r,e Ha aropBacrarr4Hor. Moxnure rtocreAuuu rto
e(rurcacHocra He ce [o3Haru.

5.3 llperr.nuuurrKH rroAarorlu :a 6es6eAsocra

AropeacraruHor He rroKa)r(aJl MyrareH H KJracroreH noreuqu.ja,r Bo qerHpu invitro recra, r(ar(o H

so 1 in vivo nao4er. Aropsacrarr4Hor ue 6ul r€HueporeH rcaj craopqra, Ho Br4coKure 4osa xai
rnyBqare (nou 4one4yBaar ol 6 lo I I naru 3roJreMeHr4 BpeAHocrr4 Ha AUC 0-24 so oAHoc Ha

BpeAHocrlzre KoH ce nocrHrHyBaar rcaj lyfe Korz rrpr4Mr4le HajnrzcoKa fipenopauaHa 4osa)
AoBene go nojaea Ha xerrarorrenynapeH aAeHoM xaj rnraNjaqr4Te 14 xenarorrenynapeH KapuHHoM
raj xeHrcnre.

flocrojar AoKa3H oA eKcrrepr4MeHTaJrHr4Te cry1Llv co )r(HBorHH KoH [oKax(yBaar AeKa
nuxu6nropvre Ha HMGCOA peAyKra3ara Mo)r(ar ga smtjaar nps pa:nojor Ha eHa6puouor
rzlr.r $erycor. AropeacraruHor HeMaJr n,rujaHue Ha $eprr.rruTeror u ne 6ul reparoreH raj
craoprrHTe, sajaqure H Kyrrr4mara. Cenax roKcr4rrHocr Ha Qerycor sa6erexeHa e Kaj

craopUl4Te u :ajaqrzre, ilPV ynorpe6a Ha Ao3H KoH 6u,'re roKcv.uHr 3a trajrcara. Kaj
MJIaAeHLII4rbura Ha craopuuTe, sa6erexeH e oruro)r(eH paseoj H r{aMaJreHo [ocrHararHo
[pe)I(l4ByBaH,e [pl4 H3nO)I(yBaBe Ha fpaBI4AIlHTe )l(eHKI4 Ha BHcoK]l Ao3H Ha aTOpBaCTaTHH.
flocrou AoKa3 3a [peMaHyBaH,ero Ha aropBac'r'arr4Hor Hr43 flnaueHTara Ha craopur4Te.
fhasNaeuhre KoHIreHTpatlnv rcaj craopur4Te cJr4rrHH ce Ha KoHrleHTparlr4rrre Bo MJreKoro. He e
[o3Haro AanH aropBacraraHor H HeroBure uera6oruru ce eKcr(perupaar eo n,tlercoro rcaj

ryiero.

6. @APMAIIEBTCKT4 OCOEEHOCTTT

6.I Jlucra Ha erccuurrueHTrr

JaApo Ha ra6rerara
Karquyv rcap6ouar
MarporcpncrarHa qenyro:a (E 460
Ilarcrosa MoHoxuApar
H racrco cyrrcrr4Tyt4paHa x14ApoKc
lloeuaou Kl2
Kolou4eu chnr4quyM Lt4otcvn\)
MarHe:uyla creapar (E 572)

OS,rora ua ra6rerara
Xunporraelo:a
Marcporon 6000
TnraH-Arzorccrza (E 171 )

#s:*4"-
goSrz r,.r{eia y,r'tp a''. }i P;"+1tf: I o

b/W*',St).S9,

orti:L''y



Tanrc

Xere:eu oKcHA xorr (E, 172)
Jlarcrosa MoHoxHApar

6.2 I{urcomnarlr6urnocr

He ce no3Harr,r

6.3 Porc Ha rpaerrle

2 rognnu

6.4 floce6slr MepKr.r Ha qyBan e

Onoj ue4r,t qprHcKV npou3BoA ue 6apa noce6nLr ycnoBu 3a qyBarbe.

6.5 Onuc I,r coApxrrHa Ha rlal(yBall,ero

OPA/A l/PV C I I Al 6 ln'rcr ep

folerr,tnHa Ha ttaKyBarsero:
10 mg: 30 $unrta-o6J'Io)I(eHu ra6reru
20 mg 30 $rann-o6Jlo)KeHa ra6,leru
40 mg: 30 (lnnn,r-o6Jlo)I(eHn ra6reru
80 mg: 30 tfrz,rv-o6Jlo)t(eHn ra6,'Ielu

6.6 [Ioce6nu MepKLr Ha IIperrIa3JILIBocr rlplr orcrpaHyBabe

Heua noce6su 6apat+a.

7. HOCPITEJI HA OAOBPEHI,IE 3A. CTABAILE HA JIEKOT BO TIPOMET

3eHrusa flxaprvta Marcegouraja Aooen Crconje
Y,r.Jop4an Mrzjanrcoe 6p 48-lI1-2
1000 Cxonje
Peny6nra ria Cenepua Marce4onrzj a

EPOJ HA OAOEPEHI,IE 3A CTABAIbE HA JIEKOT BO TIPOMET

Topaarcapl 10 Ing, Qu,rnr-o6noxeHH ra6,'Ierrz: l1-3
Top narcapl 20 mg, { unrra -o6no t<ean ra6 rcrr.t,
TopearcapA 40 mg, finnv-o6roxesu ra6r
Topearapa 80 mg, tfuru-o6rox<euu

8.

9.

ffi}wflvr.;A
S' 9 '<,:rj - "; Oogj .,.1-r V>
9= t[ r(y'l"i T .

AxYD
AATYM HA TIPBATA PE|PICTP CTPAUI4JATA
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