KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HUME HA JIJEKAPCTBEHMUS ITPOAYKT

2. KAYECTBEH A KOIMYECTBEH CBCTAB

Tpunomua 100 mg/40 mg/10 mg mevpou kancynu

[ e 1 010086 | RS 7/0¢
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Besxa kancyna ceaspka 100 mg auernncanununosa kucenuHa (acetylsalicylic acid), 40 mg
aropBacTaTuH (atorvastatin) (noa ¢opmara Ha 43,38 mg aTropBacTaTHH KaJLIME€B TPUXHUAPAT (atorvastatin

calcium trihydrate)) u 10 mg pamunpun (ramipril).

[Tomomnu BemecTsa ¢ u3BecTHo aeiictere: Cohabpika 79,40 mg nakro3a moHoxuapar u 0,48 mg coes

JICIUTHH.

3a MBJIHUS CNUCHK HAa NMOMOILLHUATE BEIECTBA BHXKTe Touka 6.1.




3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna.

["lonemuna 0 kancynu ¢ TBBPIO MKeJATHHOBO MOKpUTHE (MpUOIH3UTENIHA AB/DKUHA: 21,7 mm) ¢
HEMpO3pa4yHoO, OPAHIKEBO OLBETEHH TAJIO U Kanavka ¢ Haanuc ,,AAR 100/40/10”, ceabprkaiu aee 6enu
WK noutu Oenu punmupanu Tabnetku ¢ 50 mg aLeTHICATHIIMIIOBA KUCEIMHA C pesiepHO 0003HaYeHHE
,»AS”, nBe po30BH (punMupanu Tabnetku ¢ 20 mg aropactaTuH M penedHo obo3Hauenue ,,AT” v enna
GnenoxbaTa GuiaMupana tabnerka ¢ 10 mg pamunpui ¢ penedno o6o3Hauenue ,,R17.




4. KJIMHAYHUA JIAHHU

4.1 TepaneBTHYHH NMOKA3AHHUA

TpHHOMHa € INIOKa3aH 3a BTOPHYHA NPEBEHLUHA Ha CbPACYHO-CBA0BH HHUUHACHTH KAaTO 3aMeCTBalla

TEparnus MpH Bb3pacTHH NALHEHTH C aICKBATCH KOHTPOJI C MOHOKOMITOHEHTH, 1aBaHH €JHOBPEMECHHO B
CKBHBAJIEHTHH TEPANEBTHYHH JI03H.

4.2 J{03HPOBKA H HAYHH HA NPHJIOKEHHE
Jo3upoBka
Bv3pacmuu
[TaureHTH, KOUTO NOHACTOALIEM Ca MOCTHIHAIIM KOHTPOJI ¢ eKBUBAJIEHTHH TepaneBTHYHH J103H
aleTHJICAJTMIIHIIOBA KHUCEIHHA, ATOPBACTATHH M PaMMIIPHJI, MOTaT JUPEKTHO J]a MPEMUHAT Ha JIEYEHHUE C
Tpunomua kancysu.
Jleuenuero TpsadOBa ja ce 3anouHe noja MEAULIMHCKH KOHTPOJ (BxK. Touka 4.4).
3a cppaevHO-CHI0BA NMPEBEHIIMS 1ieJieBaTa NMoIbprKalla 103a paMunpui € 10 mg BeIHbX JHEBHO.
Ieouampuuna nonynrayus
TpuHOMHa € NpOTHBOINOKA3aH NPH Jiela ¥ FHOLIK noj 18 roauiiiHa Bb3pacT (BkK. TOUuka 4.3).
Cneyuannu zpynu
- Ilaumenru ¢ 66peuno yepexaane: JIHeBHaTa q03a npu nauueHTH ¢ O6BOpeuHO yBpexkaaHe TpsOBa aa
Ce OCHOBaBa Ha KPEaTHHWHOBHSA KJIMPBHC (BXK. TOYKA 5.2):
- aKO KPEaTUHHHOBUAT KJIUPBHC € > 60 ml/MuH, MakcUMa/iHaTa AHEBHA 1032 HA pAMUIIPHII €
10 mg;

- AKO KPEaTUHUHOBHUAT KIMPBHC € Mexay 30-60 ml/MuH, MaKCMManHaTa AHEBHA J103a Ha
paMMIipuia € 5 mg;

TpunomMua e npoTruBonokasaH (Bx. Touka 4.3) Npv NaLMEHTH HA XEMOAHAIM3a W/ WITH C TEKKO

x
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O0BOpeuHo yBpexaaHe (KkpeaTHHUHOB KIUpBHC < 30 ml/Mun). - S puleidiay >

- IlauwenTtu ¢ yepHoapoOHO yBpexaHe: TpuHoMua TpabBa aa ce npuiara npennaanuao B cnyqan Ha
4epHOAPOOHO yBpeskaane (Bxk. ToUkd 4.4 u 5.2). TpaOsa na ce HanpaBsAT YepHOAP( GHH
(pYHKLMOHAIHM TECTOBE NMPEJIH 3aN04BAHE HA JIEYUEHUETO U NEPUOIMYHO ciie ToBa. Ha naunemme




KOHTO IOKAaXaT IMPH3HAL HJIH CHMITTOMH, NIPEAnoarallin YepHoApoOHO yBpexaate, Tpatpa 1a ce
HaIpaBAT YepHOAPOGHH PyHKIMORATHH TecToBE. [lanpenTrTe, KOUTO PA3BHAT MOBHINEHO HHBO HA
TpaHCaMuHa3uTe, TpAOBa Aa ce NPOCHeNIBaT, AOKATO HapyueHHeTo(sTa) oTurymar. B ciy4aii ue
NepCHCTHPA NOBHIIEHUE HA TPAHCAMHHAZKTE OT NMOBEYE OT 3 MBTH Hajl OpPHaTa rpaHHlia Ha HOPMaTa
(I'TH), ce npenopruBa cniHpane Ha TprHHOMHA (BXK. TouKa 4.8).

OcBeH ToBa MaKCHMaJTHATa JHEBHA JI03a PAMHAIPHIT NPH TE3H NALMEHTH € 2,5 mg U JeyeHHeTo TpabBa
Aa Ce 3anoyHe noA CTpor MeAUIMHCKH Haa30p.

IIpH maupeHTHTE ¢ TEKKO HIH aKTHBHO YepHOAPoGHO yBpexaaHe TPHHOMHA € IIPOTHBOMOKA3aH (BX.
TOuKa 4.3).

- TlaupenTy B HampeaHana Bs3pacT

[Ipu Xopa B MHOTO HanpeqHana Bb3pacT M YA3BHMH MallMeHTH JIEYCHHETO TPAOBa Aa ce 3ano4ea
NPeANa3 IO MOPAAH IO-roAMaTa BEPOSTHOCT 33 HEXKEJIAHH PEaKiiH.

Ha4yuH Ha nNpHIoKEHHE

TpuHOMHA TEBP/AM KANCYNH Ca 33 MEPOPATHO MPIIOKEHHE.

TpuHoMHa TpaOBa ga ce MpHeMa MePOPATHO KATO €JHA KaTiCy/a JHEBHO, 3a NMPEANIOYHTAHE Clel XpaHeHe.

Tpunomua Tpabea aa ce noraeia ¢ TeuHocT. He Tpabea na ce ARBYe WM pa3TpolnaBa NMPeH MOTTHINAHE.

Kancynara He TpadBa ga ce orsapa. Cuictemara Ha 3aTBapsHe rapaHTupa hbapMakoJIOTHYHHUTE CBOHCTBA HA
aKTUBHHUTE JICKAPCTRA.

Ha ce nsbaraa cok or rpeiindpyT, zokarto ce npueMa TprHOMHA.

4.3 TIlpornBonoxaszanus

- CBpPBXUYBCTBHTEIHOCT KEM aKTHBHHUTE BEILECTBA, KEM HAKOE OT MOMOIIHHTE BEIECTRa, H30pOoeHH
B TOYKa 6.1, kbM JpYTH CATMITANATH, KbM HECTEPOHAHH NMPOTHBOBB3MAIHTENIHH CPECTBA
(HCIIBC), xvM Hakakey apyrd ACE (AHTHOTEH3HH-KOHBEPTHPALL €H3MM) HHXHOUTOPH MITH KbM
TapPTPa3HH.

- CBPBXYYBCTBHTEIHOCT KBM COS HITH (YBCTBLIM.

- B cny4aii Ha anaMHe3a 3a peAX0KIAH aCTMATHYHH [PUCTHITH WIH APYTH AJIeprUYHHA PeaKIHH
KBM CATHIIMIOBA KUCENWHA WITH APYTH HECTEPOHAHH aHANTETHIIN / TPOTHBOBL3NAIUTETHH
CPEACTERA.

- AKTHBHA WIH AHAMHE34 34 PEIHANBHPAINA NENTHYHA S38a M / AIH CTOMAIIHO / YpeBeH KPhBOH3IIHB,
HIH APYTH BUAOBE KEPBEHE KATO MOZBYHO-ChA0OBH KPBBOH3IIHEH.

- XeMohuIHA H IpYrH HAPYIIEHHSA Ha KPEBOCHCHPBAHETO.

- Texko 6LOpedHo U UepHOAPOGHO yBpexcnane (Bx. Touka 4.2).

- [TanpenTy Ha xeMoaHanu3sa (BXK. Touka 4.2).

- Texka cbpacYHa HEAOCTATHYHOCT.

- CoIrpTCTBAIIO eHeHHe ¢ METOTPEKCaT B J03u oT 15 mg WIH MMOBCYE CEAMHUYHO (BXK. TouUKa 4.5).

- EnHoBpemMenHara ynorpeba Ha TpHHOMHA ¢ AMCKUPEH-CBABPIKALIM NPOLYKTH € MPOTUROIIOKA3aHa
MPH NALHEHTH Cbe 3axapen anaber wik 6s6peuno yepexaane (GFR < 60 ml/min/1,73 m?) (Bx.
TOYKH 4.5 1 5.1).

- [laumenT ¢ Ha3aIMN MOJIMITH, CBBP3aHH C ACTMA, HHAYIHPAHH WIH 000CTpeHH OT
AUEeTHICATHIMIOBA KHCEITHHA.

- AXTHBHO YepHOAPOOHO 3a009BaHe M HeOOACHAMH NEPCHCTHPALIM [TOBUILICHHA HA CEPYMHHTE
TPaHCAMHMHA3W, HAJABHILARAINM 3 IThTH FOPHATA FPaHMLIA HA HOpMATAa (BXK. TOUKA 4.4).

- ITo Bpeme na GpeMeHHOCT, KEPMEHE H IIPH JKEHH ¢ AeTepoieH NOTEHIHAN, KOHTO HE H3MIO3BAT

MOAXONANIH KOHTPAUCNITHBHE MEPKH (BXK. TOuKa 4.6). Ny
- [lopanu pucka ot pabaoMROAK3a CBITBTCTRAIIO JIeUeHHE ¢ THIIPaHABUD HITH pmonajgﬁﬁ (qm.%mg,qnﬁ‘a >
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- [Topaaun pricka ot paGIOMHOJIN3a CBITETCTRALLIO JIEYEHHE C HKJIOCTIOPHH (BXK. TQUKH fjr4ﬂ~f§) - x\ 2
- AnamHesa 3a aHTHOE/IeM (HAC/IEACTBEH, HIHONATHYECH WIH IOPAIH MPEeIXoK aﬂmeenem npn
ynorpeba Ha ACE uHxubHTOpH HIH AHrnoTeHsuH 11 pelienTopHy aHTarOHHCTH! QAIIPA) g




4.4

EkcTpakopriopainHu 1eUeHHS, BOACIIA KO KOHTAKT HA KPBBTA ¢ OTPHLIATEHO 3apeAcHH
MOBBPXHOCTH (BX. TOuka 4.5). |

3HauuMa OunatepaiHa creHosa Ha 6s0peynuTe apTepHy WM cTeHO3a Ha OB0peunaTa aprepus npH
eAMHHYEeH PyHKkUHOoRKHpam OuOpek.

PaMunpHi He Tpa6Ba qa ce U3NON3Ba NPH MALMEHTH B XHITOTEH3HBHO U/IH XEMORMHAMUYHO
HECTaOUIHO CHCTOAHHE.

Heua u ronowx moz 18 roguimHa pB3pact. ChlecTBYBa pHCK OT CHHAPOM Ha Reye B ciyuaii Ha
Aeua nox 16 roaunu ¢ GeSpHINTET, TPUN KITH BapHIIEIa.

Coenmnannn npeayupexaeHus U NpeaNa3HA MEPKH OpH ynorpeda

TpunoMua TpabBa Aa ce H3INOA3BA CAMO KATO 3aMECTBALIA TEPANHS NPH MALMEHTH ¢ TIOCTUTHAT aJeKBaTeH
KOHTPOJ1 C MOHOKOMIIOHEHTHTE, JJABAHH €JHOBPEMEHHO B CKBHBAICHTHH TEPaNeBTHYHH JO3H.

IpenynpeskneHus npy cNeUHaIHy CPYITH:

OcobeHo BHUMATENTHO MEAMUHHCKO HAONMIOIEHHe Ce HIUCKBA B CITy4ai Ha:

CBPBXYYBCTBHTENHOCT KBbM JAPYTH aHAINTeTHLH / POTHBOBB3MANIMTENHH CPeACTBA / AHTHIIHPETHYHH
CpeAcTBa / aHTUPEBMATHYHH CPEJCTBA HIH APYrH aneprenH (Bx, Touka 4.3).

APYTH HIBECTHH AJICPruy {HANP. KOXHH PEAKLAHA, NPYPHTYC, YpTHKAapHA), OpOHXHANHA acTMa,
CEeHHAa XpeMma, NMoJyTa Ha3aiHa JIMraBuLa (aACHOUIHA XHUIIepIUIasznsg) U APYTH XPOHAYHH
pecIHpaToOpHH 3a00naBaHKA (BXK. TOYKA 4.3).

NAUEeHTH ¢ aHAMHE3A 32 FACTPANHY WM CHTePalIHK A3BH HIIH 34 racrpo-HHTec:THHaﬂHo KEpPBEHE
{Bxk. TOuka 4.3).

MaI{HEHTH C NIOHIKEHA YepHoApoGHa W/HH 6x0peuna dyHkims (BK. TOUKa 4.2).

NalHeHTH B 0cobeH puck 3a xunoroHus: [Ipu naumMeHTH CbC CHIHO aKTHBUPAaHA PEHHH-
AHTMOTEH3HH-ANAOCTEPOHORA CUCTEMA, TPAH3UTOPHA WIH NEPCHCTHPALA CHpASYHA
HEIOCTATBMHOCT Cnea MU, nauneHTH B pucK OT Chp/ieuHa HIH LepedpanHa HCXeMus, B ciy4dail Ha
OCTpa XHIOTOHUSA € HeoBX0AHMO MEAHLIMHCKO HAOMOASHHE, BITIIOYHTEITHO [POCe/iIBaHe Ha
KPBBHOTO HAJNIATAHE, 3a a ¢¢ HAMAJIY PHCKa OT OCTPO H3Pa3eHO NOHMWKEHHE Ha KPBBHOTO HAIAraHe
H BJIOIIapaHe Ha 6u0peynara PyHkuus nopaau nHxuOHpaHe Ha ACE (Touxa 4.3).

BIOLIABAHE Ha CHPACUHO-CHI0BATa LupKynauusa (6x6peuHo-cha0Ba HosecT, 3acToiHA ChpCYHA
HEAOCTATBYHOCT, 3ary0a Ha 00em, rofisiMa XHpYprudHa HaMeca, CETNICHC HJIH CEepHO3HHA
XeMOparudHy CrONTHA). |

NAalHEHTH ¢ TMOK030-6-(ocdaTHa AexuaporeHasHa HeIOCTATHYHOCT.

MAlHEHTH B PHCK OT YBEIHYeHH HHBA Ha NMUKOYHA KHCEJIHHA.

NALWEHTH, KOUTO KOHCYMHPAT 3HAYHTENIHH KOJMHYECTBA alKoXO/ H/HITH HMaT aHAMHE3a 34
yepHOAPOoDHO 3ab0NgBaHe.

npH HArHOCTHIMpaHa OpeMEHHOCT NeueHHeTo TpAdBa aa ce cnpe He3a0aBHO H, aKo e [OXOAALLO,
TpaOBa ma ce 3anouHe alTepHATHBHa Tepanus (BX. TOYKH 4.3 u 4.6).

ACE #HXHOUTOpHTE NMPHUHHABAT NM0-BHCOKA Y€CTOTa Ha AHTHOEAEM TPH YEPHOKOKHU MALMCHTH
OTKOJIKOTO MPH HEUEPHOKOKH MALIHEHTH.

ITono6Ho Ha ocrananure ACE HHxuburopy paMunpri Moxe Aa 0bie No-Manko edeKTUBeH NpH
MOHIKaBaHe HAa KPEBHOTO HAMATAHE NTPH YEPHOKOKH MALMEHTH, BEPOATHO NMOPaAH MO-BHCOKATA
YeCcTOTa HA XUNEePTOHHATA NPH HUCKK PEHHHOBH HHBA B IPYIIATA HA YEPHOKOXHUTE TIAIHEHTH C
XHIEPTOHHA.

Heobxoaumo e npocieasBaHe Ha JgHEHHETO B CIyYaii Ha:

CBITETCTBALIO JIEYEHHE ¢ HECTEPOMIHM NMpoTHBOBB3NanuTennu cpeactsa (HCIIBC),
KOPTHKOCTEPOHIH, CENEKTHBHA HHXUOHUTOPH Ha oOpaTHOTO 3axXBaliaHe Ha ceporonmHa (SSRI),
AHTHATPETaHTH, AHTHKOATYTaHTH.
CBITBTCTBANIO JIEUEHHE ¢ HOYTIPO(EH.
MAIHEHTH, KOMTO MOKA3RAT NPH3HALIM HITH CHMIITTOMH, NpenoaratiH qepHonpoﬁﬂmﬁémHéu\
Xupypeuuna uameca: Tepannara ¢ TpuHomHa TpaOBa fa ce crpe BPEMEHHO Hﬂls;pnm ijH npe,un \:: | \
FOJIAMA €JIEKTHBHA XHUPYpPrd4yHa HAMECa ¥ KOraTo HaCThIIM HAKAKBO rOMAMO Me{ﬁmmhcm w‘m .r
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XHPYPrUYHO CbCTOSHHE. B criyuaii Ha Mo-Manku HHTSpBEHIMYU KaTo 360HH exerpakiimu Tpuromua
MOJKe la JOTIPHHECE 3a YIWLKABAHE HA BPEMETO Ha KbpPBCHE.

- 0co0eHO BHMMATE/THO MpociieaBaHe € HeoOXOAMMO TIPH MAUMEHTH ¢ 6L6peuHo yBpexaane (Bx.
Touka 4.2). CBLIECTBYBA PHCK OT YBpeXaaHe Ha 6u0peunata pyHKuus, 0coDeHO NPH NALKMEHTH CBC
3acTOHHa CbpACYHA HEAOCTATHYHOCT WM cliefi OhOpedHa TPaHCIDIaHTALIMA.

- NPH NaUKEHTH B PHCK OT Pa3BHTHE HA XHIEPKAHEeMUs, T.€. 6h0peuHa HeIOCTATHIHOCT, Ha BB3IPAcT
> 70 ropyiHM, HEKOHTPOJIMPaH 3aXapeH AWateT, ChbCTOAHM KATO AeXHAPATALIA, 0CTPa ChpAeYHa
AeKoMIIeHcalus, MeTabOTHTHA aLH03a HITH Te3H, MPHUEMALLH €IHOBPEMEHHO KAJJHERH COJTH,
KamHACHXPAHABANIH JHYPETHLM H JIPYTH aKTHEHH BEIIESCTBA, MOBHIIABAIN [Ia3MEHKA KaJMii, ce
NpeTNopBYBa PEIOBHO NMPOCHSAABAHE HA CEPYMHHA KaJlni (BXK. TOUKa 4.5).

[Ipenynpexaenus 3a cHeUHDUIHH HEXENIAHH PeaKIIHH:

- Yepnodpobnu peaxyuu:

Tpabea na ce nanpasaT YeprHOAPOGHH QYHKIMOHANHH TECTOBE NMPEAH 3aM0YBAHE HA JCUYEHHETO C
aTOPBACTATHH H NMEPHOAWYHO cien Topa. [Ipy naunesTy, npu KOHTO ce NosBAT 6e/1e31 MIH CHMITTOMH,
npexnonaratd 4epHoApoGHO yBpekaaHe, TE3H YepHOAPOOHH YHKUMOHANHHN TECTOBE €A 3AVBJUKHTENHH,
[laupenTy, npH KOHTO Ce NOBHILIAT HUBATA HA TPAHCAMHHA3HTE, TPAOBa Aa 6BaT KOHTPONMPaHH A0
H3Ye3BaHe Ha OTKJIOHEHHETO {OTKIOHEHHATA). AKO NORHILIEHHETO HA TPAHCAMHHA3HTE, HAXBbpIIAI0
NoBe4Ye OT TPH ITBTH FOPHATA TPaHHLIA HA HOPMATA, NEPCHCTHpA, C€ NMPEeNOpHYBa HAMAIIBaHE Ha Z103aTa
WY TIPCYCTAHOBABAHE Ha MpHeMa Ha TpuHoMHa (Bk. Touka 4.8). TpuHOMMa 1psOBa Aa ce nprara
NpPEANa3TuBo MPH MAIHEHTH, KOMTO KOHCYMHPAT 3HAYHTEIHH KOJMYECTBA alKOX0/A H/uny UMaT aHaMHe3a
38 yepHoApoOHo 3a00n1BaHe.

- IIpedomepamasane na uncynm upez azpecusHO HaMANABARE HA HUBAMA HA Xorecmepoad ((Stroke
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)):

Post-hoc ananu3 Ha cybTunoBere HHCYITH TIpH NalyieHTH 63 KOpOHapHO chpaeuHo 3abonaeane (KC3),
KOHTO ¢a GHITH ¢ HACKOPO NpeKapaH HHCYJIT WIH TpaH3HTOpHA ucxeMuyHa ataka (TIA), e nokasan no-
BUCOKA Y€CTOTA HA XEMOparudeH HHCYNT fIPpH NalUeHTATE, 3aNoYHaIH ¢ aTopsactaTuH 80 mg cripamo
nnauebo. Iosumen puck e orfengsaH NpeIUMHO TIPH MALHEHTHTE C NIPeaXOMeH XeMoparuieH HHCYIIT
WITH JIAKYHapeH HH(QapKT NMpH BKJIOYBAaHE B IPOYYBAHETO. 3a NAUMEHTHTE ¢ MPEIX0AeH XeMOparHueH
MHCYNIT HJIH TAKyHapeH UH(apKT 0aIaHCHT MEXKIY PUCKOBETE H ITOJI3ATE OT aTopBacTHH 80 mg e
HECHTYPEH H [IOTCHUHAIHUAT PUCK OT XeMOPparu4eH HHCYIT TpAOBa Aa ObAe BHUMATENHO NPELIEHEH
npeay 3anoysaHe Ha TEpanuaTa.

- Peaxyuu om cmpana na cxenemuama MycKyaamypa.

AtopBacTaThH, nnofiobHo Ha apyru HMG-CoA-peaykTasHi HHXUOUTOPH, MOXE B pefiku CITyuaH Jia

MOBIHUAE CKENETHATA MYCKYJIATYPA H J1a TPEANU3BHKA MHAATHA, MHO3HT H MHOMATHA, KOHTO MOraT Ja
nporpecypar 1o pabAoMHOMH3a, KOATO € MOTEHLHAIHO )KHTOBO3aCTPAIlaBallo ChCTOSHHE,
XapaKTePH3Hpalno ¢ ChC CWIHO MOBHINEGHW HUBA Ha kpeaTtHHKUHA3aTa (KK) (> 10 et ITH),
MHOTIOOHHEMHA H MHOTIOOHHYPHA, KOETO MOXeE Aa AoBeje A0 Op0pedyHa HeROCTATEYHOCT.

IIpedu nevenuemo
ATtopeacTaTHH TpaOBa Jia ce H3M0N3Ba BHHMATENHO NPH NALIHEHTH C peApasnoaaramu (akTopH 3a
pabaomMuomia. Husara Ha kpearundocdokunasara (CPK) Tpabea Aa ce H3c/ieaBaT NpeH 3anovBaHe Ha
JIEUEHHE CbC CTATHH B CIEIHUTE CIYUau:

-  6u6peuHo yepexknanue;

- XHMIOTHPEOWIUIEBM;

- aHaMHe3a, BKA. ¥ ceMEifHa, 3a HacleACTREHH 3a0019BaHHE HA MYCKYJIUTE;

- aHaMHes3a 3a MYCKY/IHAa TOKCHYHOCT OT CTATHH WK Pubpar; - -

- aHamHe3a 3a YepHOApoGHO 3a6onsBane WWIH ynoTpeGa Ha 3HAYHTENHH KOJIHYECTRA am{-bma;t,, /i

- TIpH NalKeHT! B HanpeaHana Bu3pacT (> 70 r.) TpaOpra ia ce HMa IIPEABHL Heoﬁxogﬂwcm 0T,
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TOBA M3CNEIBAHE B 3aBUCHMOCT OT HATMYHETO HAa APYrH QaKTopy, mpe ﬂpagno{[a[‘am]{ xw | _\ -
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- KOraro € Pp3MOXKHO NOBHLIABAHE Ha TIA3MEHUTE HUBA, HATP.NPH B3aHMOAEHCTBHA (BXK. TOUKA 4.5)
H CIERHANHH MOMyMalHHM, BEJ.TeHETHYHH cyOmomyaaluu (Bx. Touka 5.2).

B rakuBa cutyauns TpatBa aa ce NpeLeHH PHCKa OT JIEUYEHHETO CHPSIMO BB3MOXKHHTE TION3H U CE
NpenopbYBa KNIHHHYHO NPOCeAsBaHe.

Ako HuBarta Ha KK ca sHauutenno nopumend (> 5 et vag ['TH) Ha M3X0AHOTO HHBO, He TpA6Ba aa ce
3aMo4Ba JICHEeHHE. |

Himepeane na xpeamunxunazama (KK)

Kpeatunkunaszara (KK) He TpabBa sa ce H3cneasa criell HaMper#aTo (PU3HUESCKO HATOBAPBAHE HIM TIPH
HaJIAYHETO Ha BEPOATHA ANITEPHATHBHA NPHYHHA 3a yeenwdeHHeTo Ha KK, ThH xaTo uHTepnperanuara Ha
PE3yJNTATHTE B TAKHBA CIIy4aH € 3aTpyaHeHa. Ako H3xomHuTe cToiroCTH Ha CPK ca 3HauYHTeNnHO
NOBHIIEHH (> 5 NBTH HaX HOpMATa), HUBATa TPAOBA Na ce H3CIeABaT IOBTOPHO B PAMKHTE Ha 5 10 7 AHH,
3a Jia ce MOTBBPAAT Pe3YITATHTE.

[To Bpeme Ha nevenHne: |

- Ilanuenrure Tpadea ma ObAAT moMonenn 6Bp30 1a croblaBaT 3a MycKy/THa O0JTKa, KpaMITH
UK cnabocT, ocobeHo AKO CE€ CHITBTCTBAT OT raZieHe WiH GeOpUIIUTET,

- B cnyyait Ha nosBa Ha TAKHRA CHMIITOMH, JOKATO NMAllHEHTHT IIOMIYYaBa JICYSHHE ¢
ATOpBACTATHH, TpAGBa Ja ce onpenenat Hueata Ha KK. Axo ce okaxe, 4e Te3H HUBa ca
3HAYHTENMHO noBuieHH (> S et I'TH), neyennero Tpabea za ce cnpe.

- AKO CHMITTOMHTE OT CTPaHA H& MYCKYJINTE Ca TeXXKH H MPUUHHABAT €XKeAHEBEH JHCKOMQOPT,
nopu axo HUBaTa HA KK ca mosuiuenu ao 5 x I'TH, TpadOpa na ce ¥Ma npeaBu] ciupaHe Ha
JICUEHHETO.,

- AKo cHMNTOMHTE OTINYMAT M HIBaTa Ha KK ce BLpHAT 10 HOPMAJIHHTE, MOBTOPHOTO
3aMOYBaHE Ha JICYEHHE ¢ ATOPBACTATHH CJIe]] TOBA WIH 3aMIQYBAHETO HA &ITCPHATHBEH CTATHH
MOX€e Ja ¢¢ HMaT NpeABUA NMPH BHUMATENIHO NPOCISAIBaHE.

-  Tpunowmwua Tpsabsa na ce crpe, akO HACTBHNAT KIHHHYHO 3HAYHMH NMOBHIUCHHA HA HUBaTa Ha KK
(> 10 x I'TH) nnu ako ce AMArHOCTHLMPa WITH NOoA03Hpa pabaoMHONIH3a.

Ilo BpeMe Ha MM criest nedeHMe ¢ HAKOM CTATHHH € HMAaJIo MHOTO Pe/IKH ChOOIIeHH 38 HMyHOMEeIHHPAHA
HexpoTusdpaita myonatus (MMHM). Knuanarno HMHM ce xapaxkrepusupa ¢ NEpCHCTHPAINA
NPOKCHMalIHa MyCKYJTHa caboCT ¥ MOBHLISHH CEPYMHH HHBA HA KPEaTHH KMHA3aTa, KOUTO NEPCHCTHPAT
BBITPEKH NMPEKPATABAHETO HA JIEUEHHETO ChC CTATHHH.

Ednospemener npuem ¢ Opy2u aexapecmsen npooyKmu

PuckbT 0T pabaoMHoN3a ce MOBHILIABA IPH €AHOBPEMEHEH MIPUEM HA ATOPBACTATHH C OMpeJeNieHH
JIeKapCTBEHH NMPOAYKTH, KOHTO MOTAT Aa NOBUIIAT [HTa3MEHATa KOHLICHTPALHA Ha aTOPBACTATHH, KaTO
MOLIHHTe HHXHOHTOPH Ha CYP3A4 M TpaHCNIOPTHHTE NPOTSHHH (HANP. HKJIOCIIOPHH, TENTHTPOMHULIMH,
KJIapHTPOMMIIHH, JeTIAaBUPAMH, CTUPHIIEHTON, KETOKOHA30I, BOPHKOHA30J1, HTPAKOHAa30J1, I03aK0HA30
win HIV-nporeasin HEXMOHTOpY BIIIOYHTENIHO PUTOHABHP, JIONHHABHP, aTa3aHABHP, HHIHPAaBHP,
AAPYHABHP H Ap.). PHCKBT OT MHONATHA MOXKE CHIIO Aa OB/ie MOBHILEH ITPH AHOBPEMEHHOTO
NpHIOXKEHHE ¢ reMUOpo3nn 1 apyru ¢ubpaTy, epUTPOMHLIHHE, HUALHH H €3eTHMHO. AKO € BB3MOXKHO,
BMECTO TE3H JieKapcTBa TpAOBa Aa ce OOMHCIAT aNTepHaTUBHH (HEB3aUMOACHCTBAINH) TEPANHH.

B cnyuan, korato e HeO6XOQHMO €THOBPEMEHHOTO TIpHJIaraHe Ha Te3H JIEKapCTBa ¢ ATOPBACTATHH,
MoJi3aTa 1 pUCKET OT CHITBTCTBAIIOTO JieueHUe TpadBa aa OpgatT oOMHCIEHH BHHMaTenHo. Koraro
MAalHEHTHTE MOTYYaBaT JEKAPCTRA, MORHIIARAUIM TUIA3MEHATA KOHIEHTPAlKA HA ATOPBaCTATHH, CE
NpenopbYBa NMO-HUCKA HAYaTHa A03a Ha aTopBacTaTuH. B cnydawTe ¢ ¢ IHOBPEMEHHO NPHIAraHe ¢ MOLHH
uHxu6uTopu Ha CYP3 A4 Tpabpa aa ce oOchban No-HUCKa HAYaNHA X033 HA ATOPBACTATHH H Ce
NpenophHiBa CHOTBETHO KIHHWYHO NPOC/easaBaHe Ha Te3H NMALHCHTH (BXK. TOUKa 4.3). J—
ARy N
TpuroMua He TpaOra Aa ce NpeTHCBA SAHOBPEMEHHO ChC CHCTEMHHM INPOAYKTH C'L,u'bp}maum q;ymnoqa {\
KHCETMHA WM B TIPOABIDKEHHE Ha 7 JIHH CJIE]] NPEYCTAHOBABAHE HA JIEYSHHETO C (y3HfIoBa ,rmcenﬂua Y \
I1pn nauneHTH, NpH KOUTO H3NOJI3BAHETO HA CUCTEMHA (PY3HAOBA KMCETMHA CE CUUT. 3a de[ommenﬁo, \ \.

JNIEYEHHETO ChC CTATHHH Tpa6Ba ja 6be NpeycTAaHOREHO 33 NEPHOJA Ha MpHUEM Ha ¢ hIlGBa Kce mm& §r
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HMa crobuieHus 3a ¢rydau Ha pabroMUoNH3a (BKIFOUUTENHO C JETATICH 3X0/) TIPH [TALHEeHTH,
npHeMatiy Gpy3uaoBa KUCeNHHa B CTATHHH B KOMOMHaMA (BHX Touka 4.5). TlaunenTHTe Tpa6Ba aa 6nae
ChBeTBaHH He3a0aBHO Ja NOTHPCAT MEAHUMHCKA TIOMOLI, aKO MOJYYAT CHMIITOMH Ha MYCKYJIHa crabocT,
GoKa WITH YyBCTBHTEITHOCT.

JleuenneTo Cbe CTATHHE MoKe Aa Obie NPONBIDKEHO CeAeM HM CNeA MOCNeAHATa 103a Ha gy3H108a
KHCENMHA., |

Ipu uspbHpenuu obeTosTencTra, B KOUTO € HEOOXOAUM MPOLBIDKHATEIEH NPHEM Ha CHCTEMHA (Py3HI0BA
KHCE/IHHA, HANIPHMED, 33 JICYeHHE Ha TEXKH HH(EKIY, HeOOXOOHMMOCTTA OT CIHOBPEMEHHOTO NPUIATAHE

Ha TpuHomua u y3upoBa kucenHa TPAGRA fa Ce PasTIekaa HHAMBHIYAIHO H Ja POTHYA MO/ CTPOTo
MeAHUMHCKO HabaoneHue.

- Humepcmuyuanno benroopobro 3abonnsane:

Cro0Luasar ce eIHHHYHH CTyvad HA HHTePCTHIHANHO GenoapobHo 3abongsane npy ynorpeba Ha HAKOH
CTATHHH, 0COOEHO NMpH TBITOCPOtHa Tepanus (Bx. Touka 4.8). IIpodeute Morar Ja BKIIOYBAT AMCTIHES,
HETIPOAYKTHBHa KAllIHIA H 0610 BIIOIIAaBaHe Ha 3apaBeTo (yMopa, 3aryfa Ha Tero M Tpecka). AKO ce
NOAO3HPA, Y€ MALHEHTET € PA3BIII HHTEPCTULANHO OenoapobHo 3abongBane, TepanuaTa Cbe CTATHH
TpaOBa ja ce cnpe. |

- 3axapen Ouabem:

Haxon noka3satencTsa npeanonarar, Ye CTATHHHTE KaTo KJAC JIeKapCTeHH NMPORYKTH NOBHINABAT
KPBBHHTE HHBA HA ITIIOKO3aTa M NIPH HAKOH MallHeHTH, ¢ BUCOK pHCK oT 6paem auaber morar aa
NPEAH3IBUKAT XMITEPrNHKEMHS, KOATO A2 ObJe ISKyBaHa o NOAXoAA HadKuH. To3u puck obade ce
KOMMEHCHPA OT HAMAaNABaHe Ha CHAOBHA PHCK ChC CTATHHH M CJIEAOBATENHO He TpAOBRa Aa Oble NpHYHHA
33 CMHUPAHE HA JIEUYEHHETO CHC CTATHHH.

[TanpenTuTe B puck ot Auaber (IMoOKo03a Ha agHoO 5,6 2o 6,9 mmol/l, HHaeKC Ha TenecHaTa Maca
(UTM) > 30 kg/m?, nosumens TpHrTHLIEPHAHM, XHIICPTOHNS) TPpa6Ba Aa ce NpocleASBaT KakTo KIHHUYHO,
TaKa H OHOXHMHYHO, ChIJIaCHO HALHOHAJIHATE NIPEHOPBKH.

- Anzuoeoent. |

1pn maumenTH, nexypanu ¢ ACE HHXMOHTOpH, BRTIOYHTENHO PAMHIIPHI, ce choOlaBa 3a aHTHOSIEM
(Bxk. Touka 4.8). |

B cnyyaii Ha anrnoenem TpurnoMua TpsOBa Aa ce cnpe.

HezabarHo Tpa6Ba na ce 3anoune cnemHa Tepanust, [lanuenThT TpaOBa a ocTaHe TIoN HaGOACHHKE 32
node 12 no 24 yaca u na OBAe HINHCAH CNel MLAHOTO OTINYMABAHE HA CHMIITOMMTE.

IIpu manpeHTH, JekyBaHu ¢ ACE HHXHOHTOPH, BKTIOUMTENTHO PAMHIIPHI, ¢¢ ¢hodIaBa 3a HHTECTHHAJIEH
aHryoeneM (Bx. Touka 4.8). Tesun nauueHTH ce MpeACTaBAT ¢ kKopeMHa 6onka (¢ uny 6e3 rageHe WK
IOBPEHILAHE).

Heotino bnoxupane na penun-anzuomensun-andocmepornosama cucmema (PAAC)

Hma nannu, e eqnospeMeHHara ynorpeba Ha ACE nHXxuOHTOpH, anrHoTeHs3HH II-penenrophu 6noxepu
WIH aTHCKHPEH NOBHIIABA PUCKA OT XHIIOTOHHA, XHITEPKAJIHEMHA M HaMasisaBaHe Ha 6pOpednara GyHKIHA
(BiuTIOUHTENHO OCTpa OBOpeuHa HefnocTaTEYHOCT). [lopaau ToRa He ce NpenophLYRA ABOLHHO OJIOKMpaHe Ha
PAAC upes xombunupanara ynorpeba Ha ACE uHxuburopn, anrnotensu ll-penentopru 6riokepu wiH
aNHCKHpPEH (B, ToukH 4.5 u 5.1).

AKo ce MpeLesH, ye TepanuqTa ¢ ABoitHo 6roxkupane e abconoTHO HeoOxoaMMa, ToBa TpaOBa Aa cTaBa
caMo Nnoj HaOMOJeHHeTO Ha CTISHAITHCT M IMPH 4eCTO BHUMATETHO MOHHTOpHpaHe Ha OnOpevuHara
(GyHKIKA, ENEKTPOIHTHTE H KPHBHOTO HalIATAHE.

A,

ACE uHxubuTOpU H anrHoTensuH II-penenTopun 6nokepu He TPAOBa a Ce U3MON3BAT €AHOBPOMEHHO:..
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- Anaghunaxmuunu pearxyuu no epeme Ha decencubunuzupane:

BepoATHOCTTa 3a H TE:KECTTa Ha aHAPUIAKTHYHK H AHAPUNAKTON/IHH peaKLiii KbM OTPOBAara Ha
HACCKOMH H JIpYTH alepreHu ¢a nosuueHu B yernopuaTa Ha ACE uaxubupane. TpaGsa pa ce nma
NpeIBHA BPEMEHHO CNIHpaHe Ha TpHHOMHA NpeaH ASCEHCHONNH3HPAHETO.

- Heymponenus/azpanysoyumosa:

Psako ca HabmozaBaHU HeyTpONeHHS/ArPaHyIOLHTO3a, TPOMBOIUTONIEHHA H aHEMHA H ce ChoblIaBa 3a
NOTHCKAHE HA KOCTHHA MO3bK. [IpenopruBa ce aa ce npocnenasa OposT Ha nepkouurture. Ilo-yecro
NpOCIeAABAHE C€ MPEIIOPEYBA B HAYATHATA (ha3a Ha JEUCHHETO H NIPH MALMEHTH ¢ YBpeaeHa 6n0peuna
(yHKIIHSA, Te3u ChC CRITBTCTBALA KOJIATeHO3a (Hanp. JIYIyc epUTeMaTo3yC HITH CKIEPOAEepMa), H TE3H,

NCKYBaHH ¢ IPYTH IEKAPCTBEHH [IPOAYKTH, KOUTO MOTaT /1a NPUYHHAT NPOMEHH B KPHBHATA KapTHHA (BK.
TOUKH 4.5 H 4.8).

-Kawnuya:

[1pu ynotpeba Ha ACE uuxuGuTopy ce cro0masa 3a kaunuua, XapakTepHOTo €, Y€ KauLTHIATA €
HENPOAYKTHBHA, IEPCHCTHPALIA H OTINYM#ABA Clie CIHpaHe Ha TepanuaTa. Huayuupanara ot ACE
HHXHOHTOPH KauLTHIa TPsSOBa Ja ce MpHeMa 3a YacT OT JH(EpeHIHANHATA JHATHO3A Ha KAlHIATA.

TpuHoMHa ChABpXKA NaxTO3a. [lalHEHTHTE C peAKH HAclIeAICTBEHH HAPYIUSHUA ¢ TalaKTO3HA
HETIOHOCHMOCT, NakTaseH Aeduumt Ha Lapp uin manabcopOuus Ha DMOK03a-TajlakTo3a He TpadBa Ja
[IpPHEMAT TOBA IEKapCTBO.

4.5 B3aHMogeHcTBHE ¢ APYrA JJeKAPCTBCHH NPOAYKTH M APYrH (popMu HA B3aHMOREHCTBHE

Ayemuncaruyunosa xuceauna. gapmaxoounamuuny 4 hapmMaxoxunemuutu 3aumMooelicmeus.

Ecpexm na eOnospemenno npunazanume nexapcmeeru npooyxmu svupxy GUEMURCaAUYUn0ea KUCeauna

- Apyeu unxubumopu na azpezupanemo na mpomboyumume: UHXHONTOPH Ha arperupaHeTo Ha
TPOMOOLIHTHTE KATO THKJIOMUIHH M KIONAAOTPEN MOTaT Ja JOBEJAT IO YBeJIMUEHHE Ha BPEMeTO Ha
CbCHpBaHE.

- [Ipyeu necmepouduu ananzemuyu / npomueoss3nanumentu u anmupesmamuynu cpedcmea: Teau
JICKapCTBA NMOBHILIABAT PHUCKA OT raCTPO-HHTECTHHAIHO KBPBEHE H A3BH.

- CucmemHu 2MIOKOKOPMUKOUOY (C UIKMIOUEHUE HA XUOPOKOPMUIOH KAMO 3AMECnUMENHA Mepanun npu
bonrecm na Aoucor): CHCTEMHMTE INTIOKOKOPTHKOKAH MOBHUIIABAT PHCKA OT raCTPO-KHTECTHHANIHK A3BH
M KbPBEHE.

- Juypemuyu: HCTIBC mMorar na npHYHHAT ocTpa 6p0peyHa HenoCTaTBYHOCT, 0CO0EHO NpH
OEXUAPATHPAaHHd NanHeHTH. B ciydal Ha efHoBpeMeHHA ynoTpeda Ha TpHHOMHA M IHYPETHLIM Ce
NpenoprYBa NpocIedBaHe Ha TOYHATA XHAPATAIHA Ha NALMEHTHTE,

- Ankoxon: ANKOXONET NOBUIIABA PUCKA OT FaCTPO-HHTECTHHANHH A3BH H KhPBEHE,

- Cenexmusnu unxubumopu na oopamnomo saxeayane Ha cepomonuna (SSRI): Jlekapcreara ot rpynara

Ha SSRI moBHImaBaT pHCKa OT KBpBEHE, 0COOEHO OT raCTPO-HHTECTHHAIHO KHPBEHE, ITIOPAIM TEXHHUTE

CHHEPTrUYHH edeKTH.

- Ypurosypuunu cpeocmea: EgnopeMenHoTo neveHne ¢ TpuHoMua otcinabpa edexra Ha

YPHKO3YPUYHHTE CPE/ICTBA Y MOBHUINABA TUTA3MEHHTE HUBA Ha aLeTHICAIMIIMIOBATA KMCETHHA 4pes

NOHHXKaBaHe Ha eKCKpeluaTa i.

Edhexm na ayemuncanuyitioea kxuceruna 8pxy Rpura2anume 3Qe010 ¢ Hea JeXxapemeeH npooyxKmiu

-Anmuxoazyranmua u mpomborumuina mepanusi:. AUSTWICATHIUIOBATA KHCEINHA MOXKE /1a IOBULUH
PHCKA OT KbPBEHE, aKO C¢ NMPHEeMa IIPeIHd Wi eNHOBPEMEHHO ¢ AHTHKOAryJIaHTHa ¥ TpoMOONHTHYHA
Tepanyd. 3aToBa NALMEHTHTE, KOHTO C& HYKAAAT OT aHTHKOATY/AaHTHA HITH Tpomﬁonnmtma Tepanus,

PR R .,
..... P,

TpaOBa 1a ce HaOmopaBaT 33 MPH3HALIA HA BBHIIHO HIH BETPELIHO KEPBEHE. L BaEY

- Hueoxcun: HCIIBC nosruiaBaT niazMeHuTe HHBa Ha AHrokcHHa. [Ipenoprusa ce np,ocﬂeltaaaﬂe-ﬂa AN
T N
IUTa3MEHHTE HHBA HA JUTOKCHHA 110 BPEME Ha CHITBTCTBALLO JISUEHHE C WM cnnpaue li?a/Tpméh{Ha N T \

- Aumuouabemnu cpedcmeaq, gxniouumento uncyaun: EAHOBpeMEHHOTO NPHIOKeE Haprnﬂomna H A \I\
aHTUANAOECTHH CPEACTBRA, BIIIQUHUTENHO HHCYJIHH, 3aCHIIBA XHITOTTIHKEMMHKA € m Ha TBBH e ] S
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NexkapcTBEHH NPoAyKTH. IIpenopruBa ce npocneaspaHe Ha KPHBHATA IVIIOK03a. {BXK. MOATOYKA
wPapmaxodunamuuny u papmaxoxunemuuny e3aumodeticmaus na pamunpun. Ipednamu mepxu npu
ynompeba’ no-gomny).

- Memompexcam: CanduunaTiTe MOTAT 12 H3MECTAT METOTPEKCAT OT IIA3MEHHTE CBBP3BAINM DeNnTHLH U
Na NOHIDKAT OBOPeyHHA My KIIHPBHC, BOJCHKY O TOKCHYHH IUTA3MEHH KOHLIEHTPALWH HAa METOTpEKCAT.
EHOBPEMEHHOTO JIeUeHHEe ¢ METOTPEKCAT B TO3HPOBKA OT 15 mg WM NMoBede ceMHYHO ©
NPOTHBOTIOKAa3aHa (BX. Touka 4.3). B ciyuaii Ha no3upoBka Ha MeToTpekcar noj 15 mg ceqMuuHO
TpAOBa a ce H3BBPIIIBA NIpocre/iaBaHe HA OROpeuHaTa GyHKIHI U XeMOrpaMaTa, 0COBEHO B HAYAIOTO
Ha JICYCHHETO.

- Bannpoesa xucenuna: CanulMnaTiTe MOTaT 1a H3MECTAT BANNPOSBATa KUCETHHA OT IJ1a3MEHHTE
CBBP3BaLLH OeNTBLM U Ja NOHIKAT MeTabonuaMa if, K0eTo NOBMILARA MIA3MEHKUTE KOHIEHTPALH Ha
BAJINIPOECBATA KUCEIHHA,

- Hoynpodghen: JIuncra KaTeropHYHO AOKA3ATENCTBO MO OTHOLICHHE HA MOTEHIMAITHOTO B3aHMOIEHCTBHE,
KOTaTo aleTHNCANTHIWIOBA KHCEJIMHA Ce H3NOI3Ba 3aeiHO ¢ apiroaciicTraul HbynpodeH, BeIpekH ue
HAKOH €KCTIEPHUMEHTATHH JaHHH MOKa3BaT MOHIKEH eeKT BEPXY arperaiusra Ha TpoMborurute (BiK.
TO4Ka 3.1).

- Anmuayuou; AHTHaUMIHNTE CPEACTBA MOrAT 1 MOBHILAT GHOPEUHOTO eNMHMHHEpaHE Ha CATHIHIATHTE

ype3 alKajJu3HpaHe HA YPHHAaTA.

- ACE unxubumopu. Brnpexu 4e ce cr0o0WIABA, Ye AUSTHICATHIMIOBATE KHCEIHHA MOXE Na OTCHabH
NOIOKHTENHHA edekT Ha ACE HHXHOHATOPHTE KaTo MOHHKH CHHTE3a Ha Ba30JH/IATATOPHH
MpOCTarIaHAHHH, HAKOJIKO MPOYYBAHHA YCTAHOBABAT HeraruBHO Bianmoaeiictene Ha ACE
MHXHOMTOPUTE NIPH BHCOKH JIO3H actpHH (T.€. > 325 mg), HO He H NPH HUCKHU A03H acIHMpHH (T.€.
< 100 mg).

- Luxnocnopun: HCTIBC Morar /ja TOBHIIAT HE(PPOTOKCHYHOCTTA HA LIHKJIOCTIOPHHA TIOpaH €(eKTH,
MeAHHpaHH oT OBOpeuHHTE npocTaryaHanHy. [Ipenoppupa ce BHUMATETHO JIa ce TMPOCeaaBa
OrOpeuHaTa PpyHKUMSA, 0COOSHO NPH NalMEeHTH B HalpeaHAIA BB3PACT.

- Banxomuyun: AneTrncaTiiMiioBaTa KHCEIMHA MOJKE Ja MOBHIIH PHCKA OT OTOTOKCHYHOCT OT
BAHKOMHILIHH.

- Humepghepon a: AueTWicanviiaNoBaTa KACEIHHA MTOHIDKARA AKTUBHOCTTA HA UHTEPGEPOH 0.

- Jlumuit: HCTIBC nosmkasaT eIMMUHUPAHETO HA JIMTHA, MOBHILABANKY IJIa3MEHUTE HHBA Ha JIUTHS,
KOHTO MOTaT Aa JOCTHTHAT TOKCHYHM cToiiHOCTH. He ce mpemopbuBa enHoBpeMeHHATA ynoTpeba Ha
autuii ¢ HCIIBC. Axo e HeoOxoauMa TasH KOMOUHALHA, I1a3MEHUTE KOHLICHTPALH Ha JIMTHA TpsbBa
Aa C€ NPOCCAABAT BHUMATEIIHO [10 BPeME Ha 3aNO4BaHETO, KOPEKLHATA H CITHPAHETO HA JIEYEHHETO.,

- bapbumypamu: AneTHICATHIINIOBaTA KHCETMHA MTOBHIIABA IUIA3MEHHTE HIBa Ha 6apOHTYpaTiTe.

- 3u008yOun: ANeTHICATMUMNOBATA KHCETHHA MOXKE JIa TOBHIITH TUIA3MEHHTE HHBA HA 3HAOBYIHH, ThHil
KaTo HHXMOWpa KOHKYPEHTHO INIIOKYPOHHAHPAHETO WIH JHPEKTHO HHXUOHPA yepHOApoOHuS
MHKpO30oMasieH MeTabonH3IBM.

- Denumoun: AUCTHICATHIIWIOBATA KHCEIHHA MOXKe 12 MOBHINHA IVT1a3MEeHHTe HHBA HA e HHTOHH.

- Jlabopamopru uscnedsanun; AUCTHICATHLHIORATa KHCEMHHA MOJKS 14 MPOMEHH CJISAHHTS aHATHTHYHH
H3CTIeABAHUA:

- KpsB: nosvmenne (Ononornuno) Ha Tpancamunasute (ALT u AST), anxannata docdarasa,
amoHsaka, OunupyOuHa, XonecTepora, KpeaTHHKHHA3aTa, AUTOKCHHA, CBOOOAHNA THPOKCHH,
naktataexuaporedasara (LDH), THpOKCHHCBBP3BaLIHA FA00YIIHH, TPHEIHNEPUANTE, MAKOYHATA
KHCENHHA W BA/INPOEBATA KUCE/THHA; MTOBULIIEHHE (AHATHTHYHA HHTepdepeHIHA) HA TIIOK03aTa,
napaueraMorna H odiua 6enTok; moHmwkeHue (0HoNoruyHo) Ha cBODOIHHSI THPOKCHH, IIOKO34Ta,
¢enuronna, TSH, TSH-RH, Tupoxcyna, Tpurnuuepanure, TPHHOATHPOHHHA, THKOYHATA
KHUCEJIHHA M KPEAaTHHWHOBHA KIHPHHC; NOHIDKEHHE (aHAJIMTHYHA uHTepdepeHUus) Ha
TpaHcaMuHasuTe (ALT), anOymHHa, ankanHata gocarasa, X0NeCTeposa, KpeaTHHKHHA3ATa,
makrataexuaporeHazara (LDH) u obnpre Gentoiim.

- ¥Ypuua: INomnkenne (6uonoruaHo) Ha €CTpHONE; TOHWKEHHE (aHAIMTHYHA UHTEPdepeHLius ) Ha
S-XHIPOKCHHHAOJOLSTHATA KHCEIUHA, 4-XHIPOKCH-3-METOKCUMAHAECIOBATA KHCEIIMHA, ODUHTE
€CTPOTr¢HH H ITIIOKO3aTA.

Amopeacmamun. hapmMaxoounamuury Y GApPMAKOKUHEMUYHY 33am-mc)eucmem e :": j.)“;\
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ATOpBAacTaTHH ce MeTabomzHpa ot uToxpoM P450 3A4 (CYP3A4) u e cybeTpar pa: TpaHCI'IO]JTHHTE*
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Ha JIEKAPCTBEHH NPOLYKTH, KOUTO ¢a8 HHXHOHTOPH Ha CYP3 A4 unu rparcnopraute OeaThlH, MOXeE a
JOBe/Je JO TIOBHIICHHE HA TIA3MEHHTE KOHLIEHTPALIHH HA ATOPBACTATHH H ZIO [TOBHILIEH PHCK OT
MHOMATHSA, PHCKBT MOXe a 6bJ1e NOBHILIEH CHIIO IPH CHITHTCTBAILO NMPHAOKEHHE HA ATOPBACTATHH C
ApYyTH JICKApCTBeHH NPORYKTH, KOHTO HMAT NOTEHLMAIN fla HHAYLHUPAT MHOIIATHA, KaTO MPOU3BOAHH Ha
¢pubpuHOBaTa kKucenuHa, dyzunosa kuceNMHa U esetumub (Bxk. Touka 4.4).

'CYP3A4 uHXUGHTOPH:
HoxkasaHo e, ye MouauTe CYP3 A4 HHXHOMTOPH BOAAT A0 3HAYHTE/HO NOBHINEHH KOHUEHTPALMHK Ha

aropeacTaTHH (BK. Tabanua 1 u cneunannaTa uHGopMaLHA O-10y). EAHOBPEMEHHOTO NPHIOXKEHHE Ha
motHH CYP3 A4 unxuburopu (Hanp. UMKIOCTIOPUH, TETHTPOMHIIMH, KTAPHTPOMULIMH, NEJaBHPIHH,
CTUPHIICHTOJ, KETOKOHA30.1, BOPHKOHA30/I, HTPaKOHa30J1, no3axoHason ¥4 HIV mporeasnu uaxuburopn,
BKTIOYHTETHO PHTOHABHD, JIOITHHABHD, aTa3aHaBup, HMHOWHABHP, AapYHABHp, U T.H.) Tpa6pa aa ce
M30ArRa, aKO € Bh3IMOXKHO. B citydante, Korato eJHOBpEMEHHOTO NPHIIOKEHHE HA TE3H JIEKAPCTBRA C

aTpOBACTATHH He MOke /1a ce u3berne, ce mpenopryBa NOAXOAALI0 KIHHHYHO NPOCeASBaHE HA NAIHEHTA
(k. Tabauna 1). |

Yuepennte CYP3 A4 unxuburopu (Hanp. epHTPOMUNKH, JHITHA3EM, BepanaMmi # QIYKOHA30JI) MOraT
Aa MOBUILAT T/I23MEHHUTE KOHUEHTpaLUMH Ha aToppacTaTH (Bxk. Tabnuua 1), HaGmogaea ce nosuilen
PUCK OT MHOTIATHS NpH YNoTpedara Ha epUTPOMULIAH B KoMOHHAUMY che cratuiu. He ca nporexnann
NpoyUuBaHHA 3@ B3aUMOJICHCTBHE, OLICHABALIH ¢PEKTHTE HA aMHOAAPOH WIH BEpatiaMHJl BEPXY
aTopBacTaTHH. M3BeCTHO €, Ye KakTo aMHOJAPOH, TAKA H BepanaMuNl HHXHOHpAT aKTHBHOCTTA Ha
CYP3A4 H e1HOBpeMeHHOTO HM NPUIIOKEHHE C aTOPBACTATHH MOXe Aa JOBE/E N0 ITOBHIIIEHA
CKCMO3HIHA Ha aTopBacTaTHH. ETo 3amo npH eaHoBpeMeHHa ynoTpeda ¢ yMepeHH HHXHOHTOPH HA
CYP3A4 tpabza aa ce 06chad Mo-HHUCKA MAKCHMAJIHA 71032 HA ATOPBACTATHH ¥ J1a C€ NMPOBE/E TIOAXOAAIO
KJIIHHUYHO TIPOCICAgBaHe Ha MalHeHTa. [1oaXoAAmOoTo KIHHHYHO NpocieAsBaHe € NPEnopbyBa cle
3aTioMBaHe WK CJle/i KOPEKLMA Ha J103aTa HA HHXHOHTOPA.

CYP3A4 ungykropu
EnnospeMeHHOTO OpunoKeHHe HA aTOPBACTATHH ¢ HHAYKTOpH Ha HHTOXpoM P450 3A (Hanp. edasupenn,

PH(pAMITHH, XBIT KAHTAPHOH ) MOXKE 1 JIOBEJE A0 PAIMUHY N0 CTENEH MOHMWKEHUS HA IUIA3MEHUTE
KOHLIEHTPAaLMH Ha aTopBacTaTHH. [Topaau MexaH3Ma Ha ABOKMHO BlauMoaeicTeHe Ha pudaMiuH
(mupyknus Ha uuToxpoM P450 3A u uaxubGupane Ha TpaHCnOpTEpa HA XeMATOLHWTHOTO 3aXBalIaHe
OATP1BI), ce npenoptusa enHOBPEMEHHO NPHIIOKEHHE Ha ATOPBACTATHH ¢ pU(aMITHH, TBH KaTO
3a0aBEHOTO MPHIIOKEHUE HA aTOPBACTATHH CME NIPHIOXKEHHE Ha pu(daMITHH ce CBHP3Ba CHC 3HAYHTEIIHO
TICHHKEHHE HA TUIA3MEHHTE KOHLUEHTPAUK Ha aTOpBacTaTHH. EQEKThT Ha pudaMIAH BEPXY
KOHIICHTPALMHTE HAa ATOPBACTATHH B XEMAaTOLUTHTE 00aye He € H3BECTEH, U aKO €IHOBPEMEHHOTO
NMPHACKEHHE He MOXKE a ¢¢ H3berne, nanueHTHTE TpAOBa Aa ce MpocieadpaT BHUMATEHO 3a
e(pUKACHOCT.

Huxuburopu Ha TpaHchopTHUTE GenTHUH
Huxuburopure Ha TpaHCTIOPTHHTE GeNThUM (HANp. LHKIOCITOPHH) MOTAT Jia FIOBUIIAT CHCTEMHATA

€KCIO3HIHA Ha aTopBacTaTHH (B, Tabnuua 1), EQexkTsT Ha HHXHOHpaHeTO Ha TPACIIOPTEPHTE HA
YepHOAPOOHOTO 3aXBalaHe BhPXY KOHIEHTPAllMHTe HA ATOPBACTaTHH B XENATOLMTHTE € HEU3BECTEH, AKO
HE MOXe J1a ¢ H3berHe eAHOBPEMEHHOTO MPHIOKEHHE, CE NMPENOPBYBa KITHHHYHO NPOC/CAIBaHE 32
epuxacHocT (Bx. Tabmuna 1).

[emdmbposun / npou3BoaHM HA GPUOPHHOBATA KMCETHHA

Ynorpebara camo Ha ¢puOpaTH NMOHAKOTA € CBBP3aHa ¢ PEaKIIMH OT CTPaHA MYCKYJIUTE, BIJTIOUMTEITHO

pabaoMuoNMu3a. PHCKBT OT Te3n peakiiuu MoXe Aa 0616 MOBHLIEH NIPH €HOBPEMEHHOTO NPHIIOKEHHE HA
NPOH3BOJAHH Ha (PUOPHHOBATA KHCEJIHHA M aTOPBACTATHH. AKO HE MOXE JIa ¢ H30erHe €AHOBPEMEHHOTO
MPUIOKEHHE, NAlUEeHTUTE TPAOBA Ja Ce POCAEAARAT 1O NOAXOMALINS HAYHH (BX. Touka 4.4).
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Konectunosn

IInasMeHHTe KOHLIEHTPAIIMK HA aTOPBACTATHH H HErOBHTE METAOOIHTH ca MO-HHCKH (C NpHONAIUTETHO
25%), KOraTo KONECTUNION C& NIPAIAra 3aeHO ¢ aTopBacTaTHH. EdexTuTe BLPXY JMHOMAATE obave ca no-
H3pa3eHH, KOTaTO aTOPBACcTATHH H KOSECTHITON C€ [IPHIIATAT 38€QHO, OTKOJKOTO KOTATO KOMTO H Aa € OT
AiBaTa NEKapCTBEHH MPOAYKTA C€ JaBa CAMOCTOATENHO, '

Dy3u0Ba KHCENHHA
PHCKET OT MHOTIATHS, BKNIOUHTENHO PabA0OMHOMH3a MOXe aa b/ YBEITHYEH NPH ¢AHOBPEMEHHOTO

npuiaaralde Ha CHCTEMHa (py3uA0Ba KHCEMHHA ChC CTATHHH. MEXaHH3MBT Ha TOBA B3aMMOJEiicTBHE
(HE3aBHCHMO AaTH € (hapMaKOAHHAMHYEH HAM (PAPMAKOKMHETHYCH, WM W JBATA) € BCE OLIE HEM3BECTEH.
HMMa cpobiienus 3a ciyyau Ha pabroMHonusa (BKIIOYHTENTHO C JIETATEH H3X0/) ITPH NAaLHeHTH,
npueMaily Ta3H KOMOHHAIHA.

AKo ¢ HEOGXO0HMO JIeYeHHEe ChC CHCTEMHA (Py3HAOBa KHCENMHA, JICYEHHETO ¢ aTOpBacTaTHH TpA6Ba Ja
Ob/ic TPeyCTAHOBEHO TIPe3 UEMHA NIEPHON HA IeHeHue Ha Qy3ua0Ba KUCennHa. Buicre chimio Touka 4.4,

Konxuumn
Brnpeku ve He ca MpoBeskIaHN MPOYUBAHHAA 32 B3aHMOAEHCTBHA MEXK/TY aTOPBACTATHH H KONXHLMH,

CIy4aH Ha MHONATHA ¢a OWIH NOKNAABAHH C ATOPBACTATHH NPWIATAH €AHOBPEMEHHO ¢ KOJXULIHH, H
rnopafH Topa TpsbBa Ja ce MOAXO0XkKAA ¢ BHHMAHHE, KOTaTo ¢e Ha3HAYABAETHOBPEMEHHO NPWIOKEHHE HA
aTOPBACTATHH ¢ KOJIXHIIHH.

- Edhexm na amopeacmamun 6vpxy npwiazanunie 3aedH0 ¢ HE20 AeKaPCMBEHY RPOOYKMU

EHFOKCHH

KoraTo ce npunarar 3aexHo MHOMOKPATHH JO3H JUrokcHH B 10 mg aTopBacTaTHH, PaBHOBECHUTE
KOHLICHTpaLlHH Ha JUMOKCHH JIeKo ce moBHumasar. IlaimenTuTe, nonyvasanyd AUrOKCHH, TpAOBa aa ce
OpOCAeaABarT Mo [oAXoaAL] HAYHH.

[lepopalH¥ KOHTpALIENTHEH

EJIHDB]JBMEHHOTG NPHAOKCHHE Ha aTOPBACTATHH C MIEpOopancH KXOHTPAUECIITHB BOAH N0 ITOBUINEHHE Ha
MIAaIMEHUTE KOHUCHTPAWN Ha HGPETHH,HPDH H CTHHMICCTPAAMOIL.

Bapdapun

[IpH eaHO KTHHHYHO NPOY4BAHE HA MALMEHTH C XPOHHWYEH NPUEM Ha BapdapHH ¢AHOBPEMEHHOTO
ApUIOXEHHe Ha aTopBacTaTiH 80 mg AneBHO ¢ BapdapHH NPHIHHABA IEKO NOHIDKEHRE OT OKOJIO

1,7 cexynau Ha NPOTPOMOHHOBOTO BpeMe Npe3 MbPBHTE 4 JHU OT JO3UPAHETO, KATO CE BPhIA 0
HOpMaTa B paMKHTE Ha 15 JHM OT JIeYSeHHEeTO ¢ aTopBacTaTHH. BhIpekn ue ce cpo0LaBaT caMo MHOTO
PEAKH clIyyaH Ha KJIMHHYHO 3HAYHMH aHTHOKOATYJIAHTH B3aUMOAEHCTBHA, TPOTPOMOHHOBOTO BpeMe
Tpa6Ba aa ce ONpeeA Npead 3aNouBaHe Ha JEYSHHETO C ATOPBACTATHH NPH NAUHEHTH, [IPHEMALIH
KYMapHHOBH aHTHKOAI'YJIAHTH, H AOCTATBhUYHO YECTO B PAHHHTE €TAMNH HA TCparyATa, 3a Ja € CHT'YPHO, ue
HE HAaCTHIIBAT 3HAYHMH OTKJIOHEHHA B MpoTpoMOuHOBOTO BpeMe, et KATO ce NOCTHTHE CTaOKWAHO
NpOTPOMOHMHOBO BPEME, TO MOXKE Ja C€ MPOCIIeAABa HA HHTEPBAIH, KOUTO OOMKHOBEHO C€ TIPEMOPBUBAT 33
NAlHEHTH HA KYMapHHOBH aHTHKoaryaanTH. Axo TpuHomua ce cnipe, TpaOBa J1a € NMOBTOPH ChlllaTa
npouenypa. TepanuaTa ¢ aTOPBaCTATHH HE € CBBP3aHa C KEPBEHE WIH ¢ NPOMEHH B POTPOMOHUHOBOTO
BpEME TIPH NAUMEHTH, KOHTO HE MPHEMAT AHTHKOArYJIAHTH.
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Tabmma 1: Edext Ha eJHOBpEeMEHHO NPHIAraHWTE IEKAPCTEEHH NPOXYKTH BEPXY (hapMaKOKHHETHKATA

Ha aTOpBACTaTHH

ChObTeTBALIO JEKAPCTBO U CXeMa Ha ATOPBACTATHH
AO3INpane HMo3uposka (mg) | Ilpomsina B | Kaunnyua npenopuka”
AUC*
Tunpanasup 500 mg BID/ Puronanup 40 mg Ha neH 1, 1 9,4 mbTH TpunoMua € MpOTHBOTIOKA3aH B
200 mg BID, 8 aun (auu 14 no 21) 10 mg Ha aen 20 TEe3H ClIydan.
Tenanpesup 750mg q8h, 10 nuu 20 mg, SD 1 7.9 mpTH
uxnocnopun 5,2 mg/kg/nen, crabunna 10 mg OD 3a 18,7 meTH
J03a 28 auu
Jlonuxasup 400 mg BID/ Pmouaanp 20mgOD3a4 ppu { 1 5,9 mbTH Korato eAHOBpeMEHHOTO
100 mg BID, 14 nan NPUNAraHe ¢ aTOpBACTATHH €
KiaputpoMuuut 500 mg BID, 9 nau 80mgOD3a 8 auvm | 14,4 mvTH HeoOX0aHMO, ce MpenopsUBAT Mo-
HHCKH NOJTbPXALH IO3H HA
aTopBacTaTHH. [Ipn A03H Ha
aToppacTaTHH Han 20 mg ce
MpenopbYBa KIHHUMHO
POCIeIABAHE HA Te3W NALHEHTH.
Caxksunasup 400 mg BID/ Puronasup 40mgOD3a4 nue | T 3,9 TR Koraro egHOBpeMEHHOTO
(300 mg BID ot anu 5-7, noBHIIEHHE JO NpHIaraHe ¢ aTOpBacTATUHH €
400 mg BID Ha nen 8), anu 5-18, 30 MuH HEOOXOMUMO, Ce NMPENnophYBAaT F0-
cneq NnpHeMa Ha aTOPBACTATHH HACKH NOAXBPKAIIM 03H Ha
Hapynasup 300 mg BID/Puronasup 10mg OD3ad4 aun | 1 3,3 nbTH aropsacTaTHH. IIpi no3u Ha
100 mg BID, 9 auu ATOpPBACTATHH HajBHIIABAILK 40
Hrpaxonazon200 mg OD, 4 num 40 mg SD 1 3.3 npTH mg, ¢¢ NpenopbiBa KIHHHYHO
Pozamnpenasup 700 mg BID/ Putonasup | 10 mg OD3a 4 guu | 12,5 meTH NPpOCICAABAHE HA MALHEHTHTE.
100 mg BID, 14 nau
DosamperasHp 1400 mg BID; 14 auu 10mgOD3a4 gau | 12,3 m1H
Hendunarsup 1250 mg BID, 14 nuu 10 mg OD 3a t 1,7 mpTe? bez crielHanHK NpenopbKH.
28 aHu
Cok ot rpetindpyt, 240 ml OD * 40 mg, SD T 37% EnsoppeMeHHUAT NpHeM Ha
FOJIEMH KOITHYECTBA COK OT
rpelndpyT H ATOPBACTaTHH HE Ce
peNnophYBa.
Auntrazem 240 mg OD, 28 nun 40 mg, SD T 51% Cnen sanouypaHe WM cen
| KOpEeKII|a Ha 103aTa Ha
[MIITHA3EM C€ MpenopLYBa
NOAXOAAIC KIHHIIHO
npocheAsBaHe Ha Te3W NAlHEHTH.
EputpomuumH 500 mg QID, 7 guun 10 mg, SD T 33%" [IpenopsuBa ce no-HHUCKA
MAKCHMAIHA 034 H KITHHATHO
NpocjIeAABaHE HA MALHEHTHTE.
Amvnonunud 10 mg, eqHokpaTHa g03a 80 mg, SPD 118% be3 ¢neuaIHy NpenopeKHu.
I{umeTnaun 300 mg QID, 2 ceamuum 10 mg OD 3a { no-Manko Be3 criennaiHA nMpenopbKw.
4 ce IMHLIA oT 1%
AHTHALHAHA CYCTIEH3INA OT MarHe3ueB H 10 mg OD 3a ] 35%" be3 cnenuansy NpenopbKH.
ayMuHKeB xuapokcua, 30 ml QID, 4 ceqMALM
2 CeOMMIH
Edapupent 600 mg OD, 14 aun 10 mg 3a 3 aun | 41% be3 criellnanHH mpenopbhKM.
Pudgramnmn 600 mg OD, 7 anu 40 mg SD 1 30% AKO He MOXKe Ia ce m3berne
(eJHOBPEMEHHO NMPUNOKEHHE) CBITBTCTBALUOTO MPIICKEHHE, TO
Pudammuu 600 mg OD, 5 anu (pasnenenan | 40 mg SD | 80% C¢ IIpenopsUBa €AHOBPEMEHHO
A03K) NpUNoKEeHHe Ha aTOPBACTaTHH ¢
pAGhaMITHH ¢ KIHHHIHO
| npocneasBaHe, . -ooionoe
I'em¢pubpozun 600 mg BID, 7 nuu 40 mg SD 1 35% [Tpenopbusa ceﬁo-ﬁﬂc«l;a -,
HavalHa Jmazi Huu_mm«fgmn “ “‘E
- npocne,uﬂna}{e'l;ra TE3N naunem,
®enopubpar 160 mg OD, 7 nau 40 mg SD 1 3% Hpennpxﬂna ce fo-HUCKA '; o
HauaHa *qoaa W KAHHHYHO &, ! .-
npocnenﬂna}{e Ha Te3n naunéﬂ;fu
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CuRbLTCTBANLIG JIEKAPCTBO H CXeMa Ha ATOpPBACTATHH

No3HpaHe Hoanpoeka (mg) | Hpomana s | Knuununa npenopnka®
| AUCH
Bouenpesup 800 mg TID, 7 auu 40 mg SD T 2.3 mbTH [Ipenoptusa ce HUCKa HAYaNHA

038 B KIHHMMHO HaO/MOJEHHE Ha
TE€3U MaMeHTH. Jlo3aTa Ha
aTopBACcCTaTHH He Tpsdpa na
HaABHIIABA AHEBHA A03a OT 20 mg
NPH € JHOBPEMEHHO NPKAOKEHHE
¢ HouenpesHp.

& JlaHHHTE Ca JafleHH KaTO X-ITbTH NPOMSHA, NIPEACTABIABAIIA NPOCTO CHOTHOLMICHHE MEXIY CHIBTCTBAIOTO
NPHIOKEHHES M NPHITOKESHHETO CAMO Ha aTOpBAcTaTHH (T.¢, 1-mbTH = 0€3 mpoMsna). JannuTte, faneHHu KaTo
% npoMsHa, NpeAcTaRNABAT %-~HATa Pa3NiNKa [0 OTHOIIEHHE MPHICKEHHETO CaMO Ha aTopBacTaTHH (T.€. 0%
= §e3 npoMaHa). -
# BuxTe TOuKH 4.3, 4.4 v 4.5 33 XOTWHAMHOTO 3HAYEHHE.
CrABPXKA €AMH UK NOBEYE KOMNOHESHTH, KOUTO HXHOUpaT CYP3A4 H MOTAT 1a MOBHINAT IUIA3MEHHTE
KOHLICHTPALMH Ha JIeKapCTBEHUTE NPOAYKTH, KouTo ce Metabommanpar oT CYP3 A4. IIpueMbT Ha eaHa Yama
oT 240 ml cok ot rpelingpyT cpmo BoaK Ao noHmxkeHue Ha AUC ot 20,4% 3a aKTHBHHA OPTOXHIPOKCH
MeTaboJMT. [oteMuTE KONMHECTRa COK oT rpeindpyr (wax 1,2 | gueBHo 3a 5 aun) nosuiasat AUC Ha
aToOpBacTaTHH 2,5 MeTH U AUC Ha akTHBHHTE BEMIECTRA (aTOPBACTATHH H MeTabOINTH).
4 O6Ia eKBHBAJICHTHA HA ATOPBACTATHH AKTHBHOCT
[NoBHiIeHHETO € 03HAYEHO KaTo ,,1”, MOHIKEHHETO KaTo ,,|”
OD = senwn:x AHeBHO; SD = egnokpaTtha no3a; BID = gpa mu1H auesHo; TID =pu ITETH OHEBHO,
QID = yeTHpu NBETH AHEBHO

*

Tabnwvua 2: EQext ua atopeactaTill BbpXy PapMakoKMHETHKaATA Ha CHITETCTBAIINTE JIEKapCTBEHH
NpOAYKTH

ATOpBACTATHH 1 cXeMa Ha | CbObTCTBAL JIEKAPCTBEH NPOAYKT
AO3HpaHE JlexapcreeH npoaykt /doza (mg) MpoMsiHa B Kannnyna npenopnka
AUCK
80 mg OD 3a 10 gun Jurokcus 0,25 mg OD, 20 gan T 15% [TanueHTure, npHeMally
AUrOKCHH, TpAOBA JAa ce
NpOCReAABAT [10
NoX01A11 Ha9HH.
40 mg OD 3a 22 nau [lepopanen konTpauentTus OD, bes cienraniu
2 Meceng TIPETIOPEKU.
- HopeTuHapoH 1 mg 128%
- STHHWIECTPAIHON 35 ug 1 19%
80 mg OD 3a 15 auu * Oenazon, 600 mg SD 1 13,0% Be3 cnempantu
NPENopPLKH
10 mg, SD ‘| Trmpanasup 500 mg BID/puronasup | bes npoMsHa be3 cneupanan
200 mg BID, 7 auu NpenopbKH
10 mg, OD 3a 4 1Hu ®dozammpenaryup 1400mg BID, 14 127% be3 cnemuanau
_ AHH MPENOPBKH
10 mg, OD 3a 4 guu dozamnpenasup 700mg | Bes nmpomsHa be3 cnenpansu
BID/puronasup 100mr BU]J], 14 dni MpenopbKh

& JlaHHHTe, nafneHH KaTo % MpoMsAHa, IPEACTaBIsBaT Yo-HaTa pa3Nuka, [0 OTHOIICHUE TPUIOKEHUETO CAMO Ha
aropBacTaTHH (1.€. 0% = 6e3 npoMaHA)

* CeIhTCTBALIOTO NIPHAOKEHHE HA MHOTOKPATHH J03M aTOpBacTaTHH H (eHA30H MoKa3Bsa ciab wid
He3a0enexnM edekr FEPXY KIMpBEHCAE HA heHa30H.
[1oBHIIIEHHETO € 03HAYEHO KATO ,,1", MOHWKEHUETO KATO ,,|”
OD = sennnx AHEBHO; SD = e AHOKPATHA 032

Panunpun. papmarkoounamusnu u GapmMaKoKuHemuiHy §3auMoOeticmeus

Hpomusonoxazanu xkomburnayuu LT £ :
EkcTpakopropalHi BHAOBE JIeYeHKe, BOACLIN O KOHTAKT HA KPHBTa ¢ OTPHIATENHO 3apene;m - "::f -u.\;:'-{; Y
MOBBPXHOCTH KATO AHANN3a WIH XeMODHITpaLMa ¢ MeMOpaHU ¢ BUCOK NOTOK (Harnp, f’,' ”_;{.-;' ;-’ et R

i
Nopaay NOBHUIEH PUCK OT TEXKKH aHAQHNAXTOHAHH peakiiH (BXK. Touka 4.3). AKO ¢ H¢ 6X0}1HMO TaKOBa ; /
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AeueHne, TpsOBa 1A ce MMa NpeABHl H3NON3BAHETO HA Pa3nuyeH BHA AHANM3IHA MeMOpaHa WIH pa3HyeH
KJIAC aHTUXHIIEPTEH3UBHO CPEACTRO.

IIpednasnu mepxu npu ynompeba

- KanuesH comy, Xenapus, KaHi-ChXpaHAaBallly JHYPETHIM M APYTH 2aKTHBHH BELIECTBA, NOBHUIIABALIHA
INasMeHUs KamHid (BKITIOYMTETHO aHTHOTEH3HH 1] aHTaroHrcTH, TPHMETONPHM, TakpoasMyc): Moxe 1a
HACTBNH XHIIEPKANEMHA, 3aT0BA € HEOOXOMHUMO TIpocieAdBaHe Ha CEPYMHHUS KAJTHi.

- AHTHXHUIIEPTEH3HBHH CPe/CTBa (HATP. AHYPETHLIM) U APYTH BELECTBA, KOUTO MOTAT A2 NMOHKKAT
KPBBHOTO HAJIATaHe (HAIP. HUTPATH, TPHLUHKIHYHE aHTHAETIPECAHTH, AHECTETHLIM, IPHEM HA TOJIEMH
KOJIMYECTBA ankoxod, 6aknoden, andy3034H, AOKCA303MH, NPa303MH, TAMCYJI03HH, TepasosuH): Tpabea na
CE OY4aKBA MOTCHIMHPAHE HA PUCKA OT XHIIOTOHHS.

JaHHH OT KIHHMYHE POYYBAHUs NOKA3BAT, Ye ABOHHOTO GIOKMpaHe Ha peHHH--aHTHOTEHIMH-
annocrepoHosara cHcreMa (PAAC) upes xomOuHUpanaTa ynorpeda Ha ACE HHXHOMTOpPH, aHTHOTEH3HH
[I-penienropH GOKepH WK aTMCKHPEH C€ CBBP3BA ¢ NO-BHCOKA YECTOTA Ha HEXENAHH ChOHTHS, KATO
HaNpHMep XUITOTOHHA, XHIIEpKaJIHEeMHA Y HaMassBaHe Ha OB0OpeyHaTa pyHKIMA (BKIIOYHTENHO OCTPa
61Opedna HeOCTAaTHYHOCT), B CPaBHEHHE C ynotpebara caMo Ha €AHO CPEACTBO, AeHCcTRAINO BBPXY
PAAC (Bx. Touku 4.3, 4.4 u 5.1).

- BazonpecopHH CHMIIATHKOMHMETHIH M APYTH BelllecTBa (HAIp. H30MPOTEPEHON, Ho0yTaMIiH, JOTIAMHH,
eNHHedpUn), KOUTO MOTaT 1a OTCAa0AT aHTHXHIIEPTEH3HBHIA edekT Ha pamunpwit: [Ipenopsusa ce
NPOCHEAABAHE HA KPHbBHOTO HAJIATAHE.

- AJIONYPUHO!, HMYHOCYTIPECOPH, KOPTHKOCTEPOUIH, NMPOKAMHAMM, LIUTOCTATHII H APYTH BELIECTRA,
KOMTO MOTAT JIa TIPOMEHAT KpbBHATA KapTHHA: [loBHINEHa BEPOATHOCT 32 XEMATONOTHYHH PEaKLMH (BX.
TOuKa 4.4).

- JIuTneBH conH: ExckpelusTa Ha nuTHA MOxe aa Ob1e noHwkera 0T ACE unxuGHropH U 3aToBa
TOKCHYHOCTTA HA JINTHA MOXe J1a ¢ 3aciuti. TpaOpa fa ce npocaeaaBa HABOTO Ha JIUTHA.

- AHTHINAa0CTHH CPEICTRA, BKITIOYHTETHO HHCYMHH: Morar a HACTBIAT XHITONIHKEMHYHH PEeaKLEH.
Ilpenopbusa ce npocneasBaHe Ha KPbBHATA TJIIOKO3a.

4.6 ®eprranTer, GpeMeHHOCT H KbhpMeHe

e ¢ nereponeH noreHUHAN

XeHuTe ¢ aeTeponeH NOTEHUHAN TPAOBA A2 H3NON3BAT e(EeKTHBHA KOHTPALICTILIHA [0 BpeMe Ha JICYCHHETO
(BkK. Touka 4.3).

bpemennocT

TpuHoMMa € mpoTHBOMOKA3aH No BpeMe Ha 6pemeHHocT (Bk. Touka 4.3).

HMsnonseanero Ha ACE-uHXuOHTOpH He Ce MPenopLYBa Npes IIEPBHS TPHMECTHP Ha OpeMeHHOCTTa (BiK
Touka 4.4). Manonspanero Ha ACE nunxubuTtopu e npoTHBonokasaHa I10 BpeMe Ha BTOPUA H TPETHA
TPHAMECTEP Ha OpemeHHoCTTa (BHuKTe TOukH 4.3 1 4.4).

EnnaeMronoriYHHTE AOKa3aTeCTBa 10 OTHOLICHHE HA pPHCKA OT TEPATOr€HHOCT CNEJA €KCMO3ZHLHA Ha
ACE nHxuOutopH no BpeMe Ha IBPBHA TPHMECTEp Ha OpeMEHHOCTTa He ca KAaTeropHyHH, HO JEKO
NOBHIIEHHE HA PHCKAa He Moxe Aa ce M3kmoun. OcBeH ako mpoibiDkaBaHeTo Ha Tepanuara ¢ ACE
MHXHUOHTOp He C€ CHUTA 3a CHIUIECTBEHA, MALHEHTKHUTE, IUTAHHpatIX OpeMeHHOoCT, TpaOBa fa IPEMHHAT Ha
AITEPHATHBHO AHTHXHIIEPTEH3UBHO JIEYEHHE, KOSTO HMa yCcTaHOBeH Mpodun Ha Ge3onacHoCT 3a ynorpeba
npu SpemenHocT. Korato ce amarnocrammpa 6pemennoct, neuednero ¢ ACE nnxuburopu TpsabBa aa ce
cripe He3abaBHO W, aKO € NOAXONALIO, [a CE 3aTIOMHE ATEPHATHBHA TEPATTHAL.

WisBecTHo e, ye ekcniosunusaTa Ha Tepamusi ¢ ACE uaxuburop / AnrHoTensud 11 penenroper HTaTORHCT.
(AIIRA) npe3 propus M TpeTU TPHMECTbP HHAYLUPA (PETOTOKCHYHOCT IPH XOpa (nonnx{ena 6’5696*11%&
()YHKINS, ONIATOXUAPAMHHOH, peTapAailis Ha OCH(HUKANKUATA Ha Yepena) U HeOHATANHA Toxqmmm; N w \
(6x6peuHa HEOCTATHYHOCT, XMTIOTOHHMA, XUunepkanemus). (Bx. ¢cpio 5.3 ,,Hpenmnu}fquﬂ ,uaHHH aa \
6ezonacHocT™). Ako excriosnuuaTa Ha ACE uHXHOHTOp € 3anmouHana ot BTOpHA TPUMECTRP HA
OpeMeHHOCTTA, ¢ npenopmsa yATpa3ByKOBO M3CNIcIBaHe Ha OLOpeyHaTa GyHKIHA H' Ha qepena. h .:;_; -* m )/
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- Hosoponenute, uunTo Maiiku ca npuemanu ACE unxubutop, TpabBa Aa ce npocneaspaT CTPHKTHO 3a
XMIIOTOHH, OJTATYPHA H XMNepKaneMus (BX. CbIo TOYkH 4.3 u 4.4).

Ilo BpeMe Ha bPBHA M BTOPHS TPHMECTHP Ha GPEMEHHOCTTA aleTHICATTHLUKIIOBA KHCETHHA TpA6Ba fa ce
NpHUEMA CaMO B CIYYaH, KOTATO € CTPOro HeoOxXoauma.

Huxubupanero Ha CHHTE3a Ha NIPOCTArIAHAWH MOXE Ja HMA HETATHBHH eeKTH BhPXy GPEMEHHOCTTA
1/uny eMOpHOBATHOTO/heTantoTo passuThe. JJaHHUTE OT eMHAEMHONOTHYHHTE NPOYYBAHHA NOKA3BAT
MOBHILEH PHCK 32 (eTaTHA CMBPT, KAKTO U CHPAEYHH Ae(eKTH U raCTPOCXH3a CJie/| MPHIIOKEHHE Ha
MHXHOHTOPM Ha CHHTE3a Ha NPOCTArIaHAWH Npe3 paHHaTa SpemenHocT. [IpHeMa ce, 9e PUCKET HapacTBa ¢
A03aTa H NPOAR/LKHTENIHOCTTA Ha JIEYEHHETO.

IIpeANLIIHUAT ONTHT ¢ THEBHH N03H oT 50—150 mg aueTHICANMIMIIOBA KHCENHHA, MPHIIATAHH Ha GpeMeHHH
KCHH Npe3 BTOPHA H TPETUA TPUMECTEP, HE NOKA3BA NTOTHCKAHE HA PAXAAHETO, MOBHIIEHa CKIIOHHOCT
KBM KbpPBEHE HIH NPEXKOEBPEMEHHO 3aTBAPAHE HA ductus arteriosus.

JIMnceat KocTars¥HO TaHHYN, KOKTO MOTAT 1a NOAKPENAT WX OTXBBPJAT BPBIKaTa Ha
aUETHICATTHIIIOBATA KHCENMMUHA ¢ TTOBHIIEH pHCK oT abopt., OCBEH TOBa HAMA AAHHH, KOHTO Ja TIOKA3BAT
BpB3KaTa Ha ALCTHWICATUIWIOBATA KHCEIIHHA ¢ MaNdopMaIiHy, BLITPEKH Y€ He MOXKeE Jia Ce H3KITKOYH
NOBULIEH PHCK 32 FACTPOCXH34.

IlpHn equH MeTa-aHa\3, BKITIOYBAIL 6 KOXOPTHH NPOYYBAHHA, | KOHTPOJIHPAHO PAHIOMHIHPAHO
npoy4saHe 4 15 npoyupaHua ciyuati-kontpona (Kozer et al, 2002), 0THOCHO BpB3KaTa MeXAY
MATQOPMALIMHTE H NEYCHHETO ¢ aUSTHWICAINIIIOBA KHCETHHA NMPE3 THEPBHA TPHMECTEpP Ha GpeMeHHOCTTa,
HE Ce MPOABY 3HAUMMO NOBMINCHHE HA PHCKA OT ManpopMaliK (BEPOATHOCTHO ChoTHOIIeHHE (OR) =

1,33 ]I 95%: 0,94 — 1,89). Hait-BaskHOTO KOXOPTHO NMpoy4YBaHe BKIIOUBA NpuOaH3uTenHo 15 000
OpeMEHHH JKEHH, KOUTO Ca PHEMAITH alETIICANHIIIOBA KHCEIHHA PE3 ITEPBUS TPHMECTH Ha
OpeMeHHOCTTA.

[IpoyuBanHATa NPH >XKUBOTHH MOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT 110 OTHOIIEHME HA AKTHBHUTE
BEIICCTRA, AUCTIICATHLIOBA KHCE/IHHA, ATOPBACTATHH U paMHIIPHI (BXK. TOYKa 5.3).

B cnyyay Ha sxeHH, KOHTO TIIAHHPAT O3 3a0peMeHenT, WK Ha OpeMEHHH KEeHM B IThPEAS WJIH BTOPHSA
TPHMECTBP, NPUEITH aLCTHIICATTHLIIOBA KHUCEJIHHA, MPOAR/KHTETHOCTTA Ha JIeueHHeTo TpaOBa fa e
KOJIKOTO € BBb3MOKHO NO-MaJIKa. |

ITo BpeMe Ha TpeTHS TPHMeCTBp Ha OpeMEHHOCTTa Nopaak yrioTpefara Ha MHXHORTOPH Ha CHHTE3A Ha
MpocTarnaHAnH, GeTyChT MOXe 1a Obae H3N0KeH Ha:

- Cppaedno-6enoipobHa TOKCHYHOCT (MIPEXKACBPEMEHHO 3aTBapAHe Ha ductus arteriosus ¥ TylIMOHATHA
XUINEPTOHHSA )
- brOpedHa HegOCTaTBUHOCT, KOSTO MOXe Aa AOReAe Ao GhOpedno YBpexkaaHe # OIUrOXUAPAMHHOH.

Maiikata u rToabT B Kpast Ha 6peMeHHOCTTa Morar jAa 6b0aT M3IOKEeHH Ha:

- BB3MOXKHO yaB/DKaBaHe HA BPEMETO HA KBPBEHE, aHTHArperaHTeH e(eKT, KOHTo MOoXe J1a CE€ MPOABH
AOPH TIPH MMO-HUCKH JO3H.

- Mraxubupate Ha MaTOYHWTE KOHTPaKL{KH, BOJEIIO A0 3a6apaHe WIH YABJDKaBaHE Ha
POXb/DKUTENTHOCTTA Ha PAOKIAHETO,

He e ycranoBena 6e3onacHOCTTa Ha aTopBacTaTHH NpH GpeMenny xeHd. He ca npoBeskaaH# HUKAKBH
KOHTPOJIHPaHA KIMHHYHH IIPOYYBAaHMA ¢ ATOPBAcTaTHH npH OpemenHH xeHHU. Ilomysenu ca peaku
CHOOILIEHNA 3a KOHTCHRTAJIHH AHOMANHH ¢lle]l BETpeMaTouHa exkcriozulinda Ha HMG-CoA penyxrasHu
HHXHOWTOpH. [IpOoyuBaHHATA NPH XKMBOTHH NMOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BXK. ToKa 5.3).

"
. L “l-':"

.._,g o

JleueHneTo Ha MalkaTa C ATOPBACTATHH MOXE J]a MOHIDKH (DeTANTHATE HUBA Ha Menauo;la;n, Rbﬁ'ro e’ ': 3 S
NpeKypcop Ha OHMOCHHTE3A Ha XOJeCTepol. ATEPOCKIIEpO3aTa € XpoHHUESH NIPOLEC U H@d:lﬂBﬁH % . C;\
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ITopanu Te3u npyunHH TpHHOMMA He TPAOBA 1a ce U3MOM3Ba MPY JKEHH, KOMTO ca GpeMENHH, OIIHTBAT ce
na 3a0peMeHesT HilH IO03HpAT, Ye ca OpeMeHHu. Jleuenuero ¢ TpuHOMEA TpAOEA 12 ce CIpe 3a NepHosa
Ha OpeMEHHOCTTa WM IOKATO CE YCTAHORM, Y€ JKeHaTa He € GpeMeHHa (Bxk. ToukH 4.3 1 4.4.)

KspMeHne

Maiku xonuvecTBa aNeTHACATMIIH/IOBA KHCETHHA M HEHHTE MeTabOo/IHTH NpeMUHaBaT B KspMaTa. He e
M3BECTHO JaJIH aTOPBACTATHH HIIH HEFOBHTE METAGOIHMTH Ce eKCKPETHPAT B YOBEINKaTa KbpMa. [TpH
IBXOBE MIA3MEHUTE KOHIICHTPAIMH HA aTOPBACTATHH W HETOBUTE AKTHBHHU MeTaC0IMTH ca OIH3KH A0
TE3H B MJIAKOTO (BK. TOYKa 5.3). OcBeH TOBAa HMa HeloCTaThYHA HHGOpMAIHA OTHOCHO ynoTpebata Ha
pPaMHINpPHII 110 BpeMe Ha KbpMeHe (BXK. TOuKa 5.2).

[Topaau pHcka OT cCepHO3HHA HEXE/IAHH peaKIliH, )keHuTe, npuemMauin TprHoMHa He TpAGBa 1a KbPMAT
CBOMTE KbpMayueTa. TPHHOMHA € MPOTHBOITOKA3aH B NIepHOa Ha KEpMeHe (BX. Touka 4.3).

(DepTunurer

IlpoyusaunsTa npy >KHBOTHH He NOKA3BAT BITHAHME HAa ATOPBACTATHH BBPXY MBXKKHA HIITH XEHCKHS
deprrmmTeT (BXK. TouKa 5.3).

4.7 Edexrn Bbpxy cnocobnocrra 3a modupane u pabora ¢ MAIIHKRH

KakTo auerincanuuuioBaTa KUCETHHA, TAKA H ATOPBACTATHH, HE NOBHABAT WY ITOBITHIBAT
npeHeOpexxuMo criocobHOCTTa 332 modHpaHe U paboTa ¢ MalIHHA.

Iopanu cbeTaBkaTa paMHMNPHII HAKOM HEXEIAHH PEAKUHH (Hamp. CHMIITOMH Ha ITOHIKEHO KPBBHO
HAJIAraHEe KaTo 3aMasHOCT) MOTAT Ja HapyulaT crocoOHOCTTa Ha NMALEHTA 13 e KOHLEHTPHpa U J1a
peardpa M cleaoBaTe/IHO NPEACTABIABAT PHCK B CHTYALHH, KBAETO TE3H CNIOCOOHOCTH ca oT ocobeHa
BOXKHOCT (Hanp. wodHpaHe Ha NPEBO3HO CPEACTEO WK paboTa ¢ MalIHHH).

Toba moxe fa ce coryun ocobeno KoraTo ce NpeMHHaBa OT JieueHHe ¢ APYTH NpenapaTd H KOraTo ce
NoBHINaBa no3ara. CregoBaTesTHO, KOraTo ¢ npreMa TpHHOMHA, HE Ce NpenophyuBa Ja ¢e wodHpa uny aa
ce paboTH ¢ MAINHHK B MPOABILKEHHE HA HAKOJIKO Yaca.

4.8 Hexelann JeKapCTBEHH PeaKIHH

Pestome Ha nmpodmna Ha Se3omacHOCT

TpuaoMHa TpsaOBa Aa ce H3NOM3BAa CAMO KATO 3aMECTHTE/IHA TEPallHA fIPH NAllHEHTH aACKBaTHO
KOHTPOJIHPAHU ¢ MOHOKOMITOHEHTH NPHJIAraHd e[IHOBPEMEHHO B CKBUBAJNICHTHH TePaneBTHYHH JO3H.
Hail-yecTHTe Hexemant peaknuK, CBBP3aHH ¢ JICHEHHETO ¢ aCIHPHH ¢4 CTOMAIITHO-YPEBHH OIUTAKBaHHA.
JI3Ba ¥ KBEpBEHe ca He uyecTH (mo-mManko ot 1 cayyaii Ha 100). Ilepdopaiua Ha CTOMaIIHO-YPEBEH TPAKT €
MHOTO paaKko (no-Manko ot 1 cayuait na 10 000). Hezabasuno undopmupaiite Batna nekap, koraro
3a0eneKHTE, YEPHH HANPKHCHHA HIH KPBB B OBLPHAT MATEPHAI (MpU3HALM HAa TEXKO CTOMALIHO
KBPBEHE).

H3BECTHH HeXeNNaHH peakLHH NPH Tepanus ¢ PAMHITPH)T BRJIFOYBAT YIIOPKTA CyXa KallTHLa H ]Jeal(].[HH
AbIDKaIy ce xunotonyd. Heuectu (no-Manko ot 1 cmyqaii Ha 100) HexxenaHH peakuuy, CBbP3aHH ¢
TEPAaIHSA ¢ PAMHIIPHI BKIIIOYBAT aHTHoeaeM, Ob0pedHH U uepHoApPOOHH yBpexkaanna. HeyrporneHus,
arpaHynouuTo3a ce Habmogaeart psajako {no-Manko ot 1 ciywaii Ha 1000).

Muanrus (00nKH B MyCKy/IHTe, MYCKYJTHH CTIa3MH, NOAYBAHE Ha CTABHTE) e 00ll1a HeXEenaHa. pealcu_f;ﬂ npy

'n

NeYeHHe Che CTATHHH. MuomnaTus u padaoMuoiusa ca peaky (mo-Majko ot 1 ciy4ai Ha lﬂﬂ(l) f ST
Monutopunr Ha kpearnHaHkuHa3aTa (KK) Tpabea na ce nposexaa KaTo 4acT OT ouemca’raﬂa" A A \11
TALHEHTHTE ChC 3HAYUTENHO noBrleHH HHBA Ha KK B Havanoro (> 5 reTH Hag [ TH), I" e '}"'n\ 2 \\\
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Cropen 6asata JanHM oT riauebo-KOHTPONHPAHUTE KIMHWYHH MPOY4YBaHHA © aTopBacTaTHH ¢ 16 066
nauueHTH (8755 Ha aTtopBactaTH cnp. 7311 Ha nnane6o), EKyBaHH 3a CpejieH MEPHOJ OT 53 CeAMULA,
5,2% OT MALUMEHTHTE Ha AaTOPBACTATHH CHHPAT JEUYEHHETO NMOPAJH HEXeNaHW PeaklMK B CPaBHEHUE ¢
4,0% ot nauuenTuTe Ha rane6o.

Kaxro u npn apyr HMG-CoA peaykraznd HHXGHTOPH, NpH NALIMEHTH, NOMYYABAIH ATOPBACTATHH, CE
ChOOLIABAT MOBHINEHH CepyMHH TPaHCaMHHA3W. Te3n npomeHH OGMKHOBEHO Ca JIEKH, NPEXOOHH H He
Hanarat crHpaHe Ha JedyeHHeTo. KnMHHYHO 3HaykMK (> 3 MbTH Han ropHaTa TpaHHIIA HA HOPMATA)
[IOBHIICHUA HA CCPYMHUTE TpaHCaMMHa HacTeneat npd 0,8% ot nauwenTire Ha NeueHHe ¢
aTopBacTaTHH. Te3n NoBULIEHHS ca 0303aBHCHMH H ¢a 08paTHMH NPH BCHYKK NALMEHTH.

{loBHweHn cepyMHH HHBA Ha KpeaTHHKHHAa3aTa (KK) noeeve or 3 mbTH HAJl ropHATa rpaHMIa HA HOPMATa
HacTeIBarT MpH 2,5% OT DanuMeHTHTe Ha ATopBacTaTwH, NojaobHo Ha apyrn HMG-CoA penykrasuy
MHXHOWTOpH NpH KIMHMYHK npoyupanus. Huea wag 10 mbTM Hag ropHaTa rpaHdila Ha HOpMara
Hactenear npu (,4% oT NexyBanUTe ¢ aTOPBACTATHH NANHEHTH (BXK. TOYKa 4.4).

IlpH HAKOM CTATHHHM Ce ChOOINABAT CICAHATE HEXEIIAHH PEAKIMH:

- Hapyuerus Ha nonoeara GpyHKIHA,

- Henpecus.

-  Epuenudn cayyad Ha HHTepcTHRManHAa OGenogpobHa Gonect, ocobeHo mpH ABArOCpPOUHA
Tepanus (Bx. To4ka 4.4).

- axapeH auaber: Yectorara 3aBHCH OT HANMYHWETO KIHM JIMTICATA HA PUCKOBH (DAaKTOPH
(KpbBHA IIOKO3a Ha raamHo = 5,6 mmol/l, UTM > 30kg/m?, moBHUIEHY TPHUIIHLEPHAY,
@HaMHE3a 33 XMTIEPTOHHS),

TabnuuHo pesloMe Ha HeXKEIAHWTE JIEKAPCTBEHH PEAKIMH

Tabanua 3: Hexenann peakuuu
MHOT0 HecTH (Z 1/10); weetn (& 1/100, < 1/10); revectu (= 1/1000, < 1/100); peaxw = 1/10 000, < 1/1000);
MHoOro peakH (< 1/10 000) , ¢ Hen3BecTHA YECTOTA (0T HAHYHHTE TAHHH He MOXKe A3 ObJe HANPABEHA
OLIEHKA)

YecT1OoTA

Cuceremo-
OpraHeH KJac no
MedDRA

Hexenanu peakuuu

Pamunpnn | ATOpBaCTaATHH ACK

EosnHodunams. Heuectn

[Mormxen Gpott neBROIMTH(BKIIOUHTEITHO
HEYTPONICHHA WiH arpaHyIoUUTO3a),
NOHWXeH Opoii epUTPOLIMTH, NOHHXEH
XeMOrA06HH, MOHWXeH TpoMOoLuTeH Gpoii
(TpoMbouUTONIEHUA).

Texxu xeMoparvie, KORTO B HAKOM CHydaH
MOraT [a ¢4 JKHBOTO3aCTPAINABAIIIL,

Penkn

Hapymenug Ha
KPLBTA H
numdpHaTa
CHCTEMA

HallpUMep CHOOHIAaBAT C€ MO3BYHH
KPEBOM3IIHBH, 0CO0EHO NPH MaLWeHTH C
HEKOHTPOJHPAHA XHIICPTOHHA WHIIH
CBITLTCTRAIIO JIEUEHHE ¢ AHTHKOATYJIAHTH.

Peaxu

Habmonapanu ca Crydad Ha KePBeHE KaTo
KBpPBEHE OT HOCA, KbPBEHE OT BEHLHTE,
KOKHO KbPBEHE WIH KhpPBEHE OT YpO-
TEHHTASTHAA TPAKT ¢ BhIMOXKHO YABDKABaHE
Ha BPEMETO Ha ChCHpBaHe (BXK. TOUKA 4.4).
Tosu edexr MOXKe fa NPOTBIIKY 33 4 A0

8 1AM cned npAeMa.

TpomGourTONCHN!A,

KoOCTHOMO3BYHA HEAOCTATHYHOCT,

C HeH3BeCTHA
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TNIAHUHUTOTIEHNS, XEMOJIMTHYHA AaHEMHA.

YCCTOTA

CroMaino-
YPEBHA
HapyIIeHNA

CroMamHo-YpeBHH OMIAKBAHUA KATO
KHCEJIHHH B CTOMaxa, rafieHe, NOBPBIIAHE,
CTOMAIIHU GONKH B AHAPHAL

MHoro
YECTH

Manky kpbB0O3ary6H OT CTOMALIHO-YPEBHHS
TPAKT (MHKPOKBPBEHE).

MEoro
YeCTH

Jlucriencus, ranene, Auapy.

YecTH

YecTH

Iospsuane.

YectH

HeuectH

HapyineRusa Ha XpaHOCMHJIAHETO,
HUCKoM$OpT B KopeMHaTa obJiacT.

YecTH

CTOMAaIIHO-4PEBHO BE3NANICHHE.

YecTH

HeuectH

3anex.

HeuecTw

Yectu

DnaryneHuus,

YecTu

CTOMaImHO-YPERHHU A3BH.

Heuectu

CToMalIHO-IpEBHO KBPREHE.

HeyecTH

Kengsone@uuuTHa apeMHA IOPAAH OKYITHH
KpBBO3arybH 0T CTOMAaIIHO-YPEBHHUSA TPaKT
CIIEA ABLJIrOCpOYHa yrioTpeta.

HeuecTH

BOJIKH B ropHaTa ¥ JOJMHATA YaCT Ha KOpeMa,
OpHIrBaHe, TAHKPEaTHT.

Heuectu

Ilankpearur (ciydan Ha (paTaneH U3xXox ca
ChODIMAaBAHM MIKIIOYMTENHO PAAKO TIPH
ynorpeba sa ACE-BHXu6HTOpH),
NOBHIICHHUE HA NAKKPEACHHTE SHIUMH,
AHrHoeaeM Ha THHKOTO YepBo, OONKH B
rOpHaTa YacT Ha KOpeMa, BKIIOYHTEIIHO
TaCTPHT, CyX0Ta B ycTaTa.

Heuecmn

Inocur

Penku

[Tepdopaums Ha cToManIHO-9peBHA 384,
He3abasHo yrenomere Bawus nexap, korato
3abenexuTe YEPHH M3NPAKHEHAA HIH KPbB
B MOBBPHATH OT Bac MaTepHH (MpU3HALM Ha
TEKKO CTOMANTHO KbPBEHE).

Msoro
peaxu

A(}TO3€EH CTOMATHT.

C yen3IBecTHA
HECTOTA

PecniupaTopHm,
IPBEAHK N
MeIHACTHHATTHH
Hapyumenus

ITapokcusmanen OpoHXocnassM, ceproseH
3a0yX, PHHHUT, HA3aJIHA KOHTECTHA,

YecTH

QapuHronapnureanHa 601xa, eMHCTAKCHC.

Yectn

HenponykrusHa, apa3Hella Kaluuiaua,
OpOHXHT, CHHY3HT, 3aIyX.

YecTH

bpoxxocnasem, BKIFOYHTENHO 060CTpeHa
acTMa, Ha3aInHa KOHI¢CTHA.

Hevectu

Hudexunu 1
HHpecTaIHl

Hasodapuarur.

YecTu

HapyuieHus Ha
HEPBHATA
CHCTEMA

I'masobonue.

YecTH

YecTH

3aMATHOCT.

YecTH

HeuectH

CBETORBPTEXK, arcy3H-,

HeuectH

[TapecTesua, nusreysnug.

Hedectn

HeuecTu

XHIoecTe3Hsa, aMHe3HA,

HevecTH

TNepudepua Hesponarus.

Peaxu

TpeMop, HapyIneHUE Ha PABHOBECHETO.

Penxw

Mo3b4Ha HCXeMHR, BITIOSHTEITHO
HCXEMHYECH HHCYNIT U NPEXOJHH HCXeMHYHH
NPHCTBIIH, ICUXOMOTOPHHA HAPYLIEHHS,

| HYBCTBO 3a ITapE€HEe, NapocMui,

C HeusBecTHa
4eCcTOTa
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Hee
OPHACKUMO
{(MOXKe Oa ca

CHMITTOMH
Ha
peno3upan
¢ (Bx.
ToqKa 4.9).

I'mapoBonue, 3aMasHOCT, HAPYUICH CITYX HIIH
IIYM B YIIHUTE (THHUTYC) H ICHXWYHA
O0BPKAHOCT

O6puB no-cnetranHe Maky10-nanyaapeH. YecTH

KoxHu peaxumm. Heuecrn

YpTuKapus, koxeH o0puB, cupOex,
anonelus.

AHTHOEAEM; M3KIMIOUHTENHO PAAKO
O0CTPYKUHA HA AUXATENHATE ITETHIOA B
CIENCTBHE HA aHIHOCHEM MOXKE Aa HMa
bataleH mXof, ChpOexk, XHNEPXUAPO3a.
AHIHOHEBPOTHYEH OTOK, 6YNO3EH AEPMATHT,
BKIKOYHTENHO epATEMA MYATHHOPME,

Heuectd

HeuecTtu

Hapymenna na Penxu

KOXaTa H
NNOAKOAKHATA
ThKaH

CHHApPOM Ha Stevens-Johnson ¥ TOKCHYHA
eMHAEPMATIHA HEKPOIIH3A.

ExcdionHaTHBEH AEPMATHT, YPTHKADHS,
OHHXONH3A.

Penxu

MHoro peaxu

Peakms Ha (POTOHYBCTBHTENHOCT,
EpnreMa Myatudopme.

C "HeH3BeCcTHA
qJeCTOTa

CunipoM Ha Stevens-Johnson, TOKCHIHA
enuAepManHa HeKpoam3a.

C Hel3BeCTHA
4eCToTa

[lem@yryc, BromeH ncopuauc,
NCOPHA3O(OPMEH ASPMATHT, NEMPHTOUA
WIH ANXCHOHIEH €K3aHTEM HIH SHAHTEM,
JIOHEIHA.

C Heu3BeCTHA
geCcTOTa

HapynleHHS Ha
HMYHHATa
CHCTEMA

ANepruaHy peaklHH.

YecTH

PeaxilMK Ha CBPBXYYBCTBHTENNHOCT HA
KOXaTa, JMXaTeJIHUTE ITbTHILA, CTOMALIHO-
YpeBHHA TPAKT M CHPAETHO-CHAOBATA
CHCTEMA, OCOOEHO IIpH NaliHeHTH ¢ acT™a (¢
T€3H Bb3MOXKHH CHMITTOMY:, NMOHWKEHHE HA
KPBLEHOTO Handraue, 3agyx, pUHUT, Hazajina
KOHIeCTHA, aHa(pWIAKTHIEH 10K, €IeM Ha
Kennxe).

Anadunakcus.

MHoro peaku

AHapUNAKTHYHA WIH aHA(PUIAKTOHAHH
peakuHH, MOBHIUEH THTHP Ha
AHTHHYK/ICApHH aHTUTENA.

C HeH3BeCTHA
yecToTa

XenaTur.

HeuecTHn

[oBumeHH YePHOAPOOHH EH3UMH H/HIH
KOHIOTHpaH OHnapyOuH.

HegecTn

Xomnecrasa.

Penkn

MHuoro
PeaKu

Penxu

XenatoOunuapHu

XO0IeCTATHYHA KBJITCHHLIA,
Penxu
HapyLIeHHA

XEMATOUEIYIApPHO YBpEXKAAHE. o
YeproapobHa HEAOCTATHIHOCT. Mroro pefin "= L

_ ,"‘{'*-.I:'Ivl gt = I #‘WL\:‘
ITopunieEd CTONUHOCTH HA KPbBHHTE oo LU MHOPOR - By
YEPHOAPOOHHN TECTOBE. FEDA R B p'eﬁm\

Octpa uepHoEpoOHA HEAOCTATHYHOCT, C HeH3BeCTHA
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XOJNECTATHIEH WIH LHTONHTHYCH XenaTuT 4yecToTa
(baTaTHHAT H3XOR € MHOIO PAXBK). |
BrOpeuHO yBpeXiane, BRIFOYHTEIHO OCTPA
OB0peuna HeAOCTATEYHOCT, 3ACHICHO
HapyuieRus Ha OTAEeNAHE HA YPMHA, BIIOIIABAHE Ha Heuectn
ObOpeLuTe N ChIIECTBYBALIA NPOTCHHYPHSA, MOBHIIEHA
NUKOYHHTE ypes B KpLBTa, NOBHINCH KPEATHHHH B
ThTHING KPbBTA.
BrOpeuno yepexaane, MHoro
peAKH
XHOCPIIUKEMUS. Yectn
[ToBumeH xanuit B kpLBTA. YectH
XPnOTITHKSMHA, Mnoro
Hewectn
pEIKH
HannasaHe Ha Terio. Heuectn
Hapymenus na | AHOpEKCHA. Hevecru -Heuectn
MeTalonu3Ma u IToHWxEH aneTHr. Heuectn
XPaHEHCTO B HHCKH J034 aleTHNCANHIIHNOBATA
KHCENMHA ITOHMKABa EKCKPeLMATA Ha MHoro
NMUKOYHA KrcennHa. [Ipy nalHeHTH ¢
nojarpa ToBa MOXe Jla MPHYMHU NPHCTBITH peith
Ha noaarpa.
[TonmxeH HaTpHii B KPBBTA, C HewsBecTHA
4eCTOTa
Kommapnn ceumima, He3cwHue. Hegectn
JlenpecHBHO HACTPOSHHE, TPEBOKHOCT, |
HEPBHOCT, HECIIOKOMCTBO, HAPYIIEHHS Ha Hewectn
Menxmanu CHHS, BKTIOYHTETHO CHHIMBOCT. |
HapyHICHUA ChcTosaHue HA OOBPKAHOCT. Penxu
HapymeHnsa Ha BHUMAHRETO. C HEH3BECTHA
4eCTOTA
Hapymenus Ha | S3MBIJICHO BHXK/AHE. Heuectn Heuectn
OUMTE 3pUTENHO HApYILICHHE. Heuectn Penxu
KORIOHKTUBHT. Penku
Hapymenus Ba | Tunuryc. Pejtku Heuectn
i:?ng:ﬂm Hapymenus Ha ciyxa. Penku
3aryba Ha ciyx. MHoro penkn
Muanrus, MYCKYTHH CTia3Mi. YecTH Yecti
Bonku no kpaliHuLmTe, nogyBaHe Ha Yectn
HapyweHns Ha | CTaBHTe, 00KH B rep0a.
MYCKYHO- ApTpanris, Heuectn Yectu
CKEJIETHaTa bonku pHE BpaTa, MyCKYJHa YMOpA. Heuectu
CHCTCMa H Mwuonaras, MHO3HT, pabIOMRONA3A,
ChCAMHHTENHATA | TeHROHONATHS, IOHAKOTa YCIOKHEHA C Penku
ThKaH | pynTypa,
HMyHOMEHHPAHA HEKPOTHIHPALILA  Heu3BeCTHA
MHonaTHA (BX. T09Ka 4.4). qeCTOTa
Hapymenna Ha | TpaH3HTOPHA €PEKTIIHA HMTMIOTEHTHOCT, HewecTu

BB3NPOM3BONUTEN | HOHIKEHO JTHOHAO.

HaTa cucTeMa M | CuHexoMacTHA. {C HEH3BECTHA
rbpaara qeCTOTA
O6mu I'pbana 60MKa, yMOpa. YecTH
HApYHICHHA H [upexcus. HeuecTn
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epeKTH HA Hepasnonoxenue, neprdepeH oToK,. Hewectn
MAGTOTO Ha ACTCHNA. Peaxu Heuectn
NPUACIKEHHE

ITatoaornaHo NpOMEHEHH YEPHOIPOOHH

GyHKLUHOHANHY TECTOBE, MOBHINEHA Yectn
Hacneasanus

KPCaTHHKHHA3a B KPBBTA. -

[To3uTHBHA ypHHA 32 JTIEBKOL[HTH. Heuectn

MuokapaHa HCXeMHEA, BKIIFOURTEIHO 3HMMHA
Copacunu NEKTOPHC WIM MUOKapAeH HH(aAPKT, S p—
HAPYILCHHUSA TAXHKApUsA, apATMUES, NaAHTAILNH,

nepihepHU OTOLH,

XHMOTOHNSA, OPTOCTATHYHO IMOHIKEHUE HA Yecru

KpBHBHOTO HaJISFaHe, CHHKOIL.
Coa0BU 3auepBaBane. Heuectn
HapyILIeHHA CrpaoBa cTeHo3a, XUnonepdy3us, BaCKYIUT. Peaxu

(PeHoMmeH Ha Raynaud. C HenIBecTHA

YeCTOTa

Crofuapane Ha DOJIO3HPAHH HEeXENAHH PEAKIHY

CroOlraBaHeTo Ha NOAO3MpPaHH HEXEIAHH PeakLMH Clie/l pa3peliaBase 3a ynorpeba Ha JIEI{a]JGTBeHHH
NPOAYKT € BaXKHO. TOBa No3BosifABa Aa NPOTDKA HabMIOOSHHETO HA ChOTHOLUIEHHETO TI0JI3a/PUCK 34
JIEKaPCTBEHHA [1poAYKT. OT MeNUIMHCKHTE CIELHATHUCTH Ce H3KCKBA Aa CROOIIARAT BCAKA NOAO3HPaHa
HEXENaHa peaKUHa Ype3 HAIllHOHATHATA CHCTEeMa 3a ChoDIlaBaHe:

HM3neaHHUTeNHA areHUMs Mo ieKapcTBaTa

yn. ,Jlaman pyes” Ne 8

1303 Codusa

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenozupane

Ayemuacaruyunoeq KUCEAUHA

[Tpu XpoHHYHO Npeao3rpane Ha AlETHICATHLMIIOBATA KHCENHHA NpeobnafaBat CUMIITOMUTE OT CTpaHa
Ha LIEHTPAIHATA HEPBHA CHCTEMA KAaTO YHECEROCT, 3aMagHOCT, 0OBPKAHOCT HITH rajeHe (CAnHUMINIBM).
OcTpara aneTHACANHLIHIOBA HHTOKCHKALIHA OT ApPyra cTpaHa € TEXKKO HapylllaBaHe Ha KHCEIHHHO-
aKaJIHOTO paBHOBecHE. JlopH B rpaHMUHTE HA TEpaNEeBTHYHHTE A03H 3aCHICHOTO AWILAHE BOAH AO
pecrnipaTOpHa ajkano3a, KOATo ¢e KOMIIEHCHpA upe3 MoBHIIeHa 6p0peuHa eKcKpelua Ha
XHApPOreHKapboHaT, 3a Aa ce noAabpka HopmanHo pH Ha kpbeTa. IIpy TOXCHYHH 103H KOMIIEHCALIHATA

[TOBEYE HE € NJOCTATHHYHA H pH Ha KPBBTA CC ITOHIDKABA, KAKTO H KOHLICHTPALUMATA Ha KMPOP&HK&pGOHﬂT&.

Ha momenTtu pCO: B masmara moxe Aa € HopManHo. ChCTOSHHETO H3MIIEKAA KaTO MeTaboNHTHA
alHI03a, BBIIPEKH Y€ € KOMOMHAIA OT peCupaTOpHa U MeTaboIHTHA auMao3a. [IpuaunnTe 32 TOBa ca:
OrpaHH4YaBaHe HA JHIHAHETO OT TOKCHYHH [03H, HATPYIIBAHE HA KHCEJIHHA, OTYACTH MOPaHd HAMAJICHO
eMMHHHpaHe oT OBOpenuTe (capHa B (pochopHa KMCENHHA, KaKTO H CATHIMIIOBA KMCENNHA, MIICYHA
KHCETHHA, alleTONETHA KHUCEJIMHA U APYTH) MOPaAM TeXKO HAPYIICHHE HAa BhIIIEXHAPATHHA METAG0IH3IBM.
OcaeH TOBa ce HabJIIOABaT eNeKTPONIMTEH AHCOananc M rojieMH 3ary0H Ha Kanwid.

CumMnmomu Ha ocmpa uHmoKCUKays |

OcBeH HapyllleHHs Ha KHCENHHHO-AIKAMHOTO PABHOBECHE, €JICKTPOJIHTHH HapyiueHus (Hanp, 3aryba Ha
KaJIHii), XMIIOTTIHKEMHS, KOKHH OOPHBH H CTOMALTHO-UPEBHO KbPBEeHe ce HabmoxaBar chUI0 CHMITTOMU
KaTO XHNIEPBEHTHNALIUA, THHUTYC, raJieHe, NOBPBIIaKHe, HApYLICHHe Ha 3PEHUETO H CITyXa, rnaaoﬁonue-
3aMasgHOCT H Jie3opueHTanma. TexkaTa WaTOoKcHKanua (Haa 400 pg/ml) Moxe fa noeene 10 ﬂEﬂHpHyMH;

e s /4:‘«. ."':'-.I
TPEMOP, PECIIHPATOPCH AUCTpEC, ITOTCHE, NCXHaApaTalusa, XHIICPTCPMHA H KOMa. H]JH JIETaJ'l)HH "ﬂ{f; ‘\
HHTOKCHKALHH CMBPTTa 0OHKHOBEHO C€ MPHYHMHABA OT OTHAAaHe HA AMXATETHATA tby}mﬂmr I AR
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Tepanus na unmoxcuxayus

OGXBaTHT Ha TePaNeBTHYHH BH3MOXKHOCTH NPH OTPaBAHE ¢ alICTHICATHIIHIOBA KHCEHHA Ce ONMPEAena oT
TEHKECTTA, CTAAUA U KITHHHYHUTE CHMIITOMHM Ha HHTOKCHKaUUATA. T¢ ChOTBETCTBAT HA CTAHAAPTHUTE
NPOLEAYPH 32 HaMangBaHe Ha abcopOluusTa Ha BelieCTBOTO, OaNancupane Ha XHAPaTALMATA U
€JIEKTPONTUTHTE, KAKTO H 32 KOHTPOJIHPAHE HA HAPYILICHATA TEMIIEPATYPHA perynaiusg U AUXaTenHaTa
¢yHkuusa. Tepanuara ce JOMHHHEPA OT NEUYCHNUS, KOUTO YCKOPABAT ETHMMUHHPAHETO M HOPMATH3UPAT

KACEJTHHHO-QJIKATHOTO H €NIEKTPOJIMTHOTO PABHOBECHE. B NOMbIHEHHE HA BIIMBAHHATA Ha HATPHEB
OHKapOOHAT M KaHeB XJIOPH] ce IPUIAraT Chilo W Auypetuii. CtoliHocTTa Ha pH Ha ypuHarta TpaGBa ja
€ OCHOBHA, 34 J1a ce YBE/IUYH CTENeHTa Ha HOHM3ALMA Ha CAJIMUHIIOBATA KHCENHHA B PE3YJITAT Ha
NOHIKeHaTa TyOyHa peadbcopbums. CuaHO ce npenopsyea KOHTPOI Ha OHOXHMHYHHTE MOKA3aTeNH Ha
kpbBTa (cToHOCT Ha pH, pCO», GuxapOoHar, kanuii, 1 T.H.). TexXKHTE clTyyad MOTaT /Ia HANAraT
XEMOJIHATH3A. |

B cniyqail Ha nofo3upaHO Npero3upaHe NalMeHTHT TPAORA J1a ocTaHe noj HabmoaeHHKe 3a 24 yaca,
NOpaaH TOBA, Y€ MOABATA HA CHMITTOMH H HA OTKPUBACMH IUIa3MEHH HHBA HA CANTMLIWJIATH MOXe 1a

OTHEeME HAKOJIKO Yaca.

Amopsacmamun

JIurcBa cniet$HYHO IeYeHHe 3a IPeAO3HPAHETO Ha aTOpBacTaTHH. B cnywali Ha npeo3upaHe NauMeHTsT
TpA0Ba Aa ce nekyBa CHMIITOMATHYHO H [a C€ 3aroYyHaT CHMIITOMATHYHHA MEPKH criopell Hy:aure. Tpatea
Ja Ce ONpejesiMT YepHOAPoOHUTE (PYHKLMOHAIHHE TECTOBE H Ja ¢¢ mpocneasBat cepyMHuTe HuBa Ha KK.
Ilopaau 3HaUMTENHOTO CBBLpP3BaHE Ha ATOPBACTATHH C MJIa3MeHHTE GENTRIM HE ce 0YAKBa XEMOAHAIA3ATA
Ja NOBEJie A0 SHAYKTEHO YBETHUCHUE Ha XJIMPBHCA Ha aTOpBacTaTHH,

Pamunpun

CuMmrromuTe, cBbp3ani ¢ npegosupane Ha ACE wHxuburopu, Morar Jia BIITIOUBAT NPEKOMEPHS
nepudepHa BazoAMIIaTALMA (C H3pa3eHa XHITOTOHHA, IIOK), OpagnuKapAus, eJICKTPONMTHH HAPYLIEHHS U
61p0peuna HenocTaThyHOCT. [aleHTET TPsiOBa 1a ce MpocieasBa CTPUKTHO H IeueHNeTo TpAGBa Jia e
CHMIOTOMATHYHO M NOANBpxamo. [lpeanaradnure Mepki BKIIIOYBAT ITbPBHYHA JETOKCHKAIIMSA (CTOMAIIIHA
NPOMHUBKa, IPHIOKEHAE HA afICOPOEHTH) H MEPKH 3a Bh3CTAHOBABAHE Ha CTAOWITHA XEMOIHHAMUKA,
BKJIIOYHTENHO NPHACKEHHE Ha andal -aapeHEepruYHy arOHACTH HJIH NIPUIOKEHHE Ha aHrHOTeH3UH 11
(aHrHoTeH3WHaMHu/). PaMUnpuiaT, aKTUBHHAT METa0OIIWT Ha paMMIIPHJI, C€ OTCTPAHABa B HUCKA CTEMEH
0T 00LI0TO KpBBOOOpaIllcHHE Upe3 XEMOIHAJIN3A,

5. @®APMAKOJJOI'MYHH CBONCTBA
S.1 ®apmakogEHaAMHYHE CBONCTBA

dapmakorepanepTiuHa rpyna: HMG-CoA peaykrasHd HHXHOHTOPH, APYTH KOMOHHALIHH.
ATC xon: C10BX06

IlenvaTpyuna nomynaums

Eppornefickara areHIMA N0 IeKapcTBATA OCBOOOKAARA OT 3aALIKCHHETO 33 IPSAOCTABIHE HA PEAYATATUTE
OT Npoy4YBaHUATa ¢ TprHOMHA BBB BCHUKH MOArPYIH Ha MeAMATPUUHATA TTOMYJIALMA 38 MPeBeHLUs NpU
HcxeMHYHA Oonect Ha ¢hpLEeTo (BXK. TouKa 4.2 3a HHOpMaUua OTHOCHO yrioTpeba B NeTUATPUATA).

Auyemuncanuyunosa Kucerna

P R T

h_,. [,

ALETHNCANHLIAIOBATA KHCENMHA HeoOpaTnMo HHXMOHpa TpombGoLHTHATA arperaumd. To3n etigem‘ B'Lp;gy
TPOMOOIMTHTE € MOpaiH alleTHIHpaHe Ha IIHKIOOKCHTeHa3aTa. ToBa HeoOpaTHMO HHxﬂﬁupa CHHTesa }il, \‘
TpOMOOKCaH A; (koliTo MPOMOTHpa TPOMOOUUTHATA arperatis i € BA3OKOHCTPHKTOPEH. rtpﬂcmmaﬂ,{mﬁi
B TpoMboruTHTE. To3H edekT ¢ TIOCTOAHEH # OOMKHOBEHO NMpOAB/EKABa 32 Leaud 8 ,upeneﬂ KHBOT Ha. ;
TpoMGouTa. R T : y j
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[lapazokcanHo atleTHACANHLHIOBATE KMCEIMHA CHINO HHXMOKHPA CHHTE3a Ha NPOCTALMKITHH
(MpocTariaHmuH, HHXAGHpaN] TPOMOOLMTHATA arperaluus, Ho ¢ Ba30AWIaTATOPHH €(PeKTH) B €HIXOTEIHHTE
KJIETKHA Ha KPRBOHOCHHUTE ChAoBe. To3u edeKT € BpemeHeH. BeHara moM aleTHICATHIWIOBATA
KHCE/THHA C€ eJTHMHHHPA OT KPBBTA, SAPOHOCHATE €HIOTETHH KIIETKH OTHOBO CHHTE3HPAT NMPOCTALIMKIHH,
B pesynraT Ha TOBa efHOKpaTHA, HACKA, eKEAHEBHA /1032 ALETHICATHINIOBA KBcenuHa (< 100 mg/nen)
BOJM 10 MHXHOHpaHe Ha TpoM6okcaH A; B TPOMOOLMTHTE Ge3 3HAUHTETHO Aa MOBIHABA CHHTE3a Ha
NPOCTALHKJTHH.

AUETHICANTHLMIOBATA KUCEHHA CE OTHACA CHIIO KbM IPyNaTa Ha KHCETHHOOOPA3yBaUIHTE HECTEPOMIAHH
NMPOTHBOBL3NANHUTE/IHUA CpeACTBA C aHAITETHYHH, AHTUITUPETHYHHA H NPOTHBOBL3NATUTETHH CBOMCTRA.
MexaHHIMBT Ha AEHCTBHETO MM C€ CBCTOM B HEOOpaTHMO HHXHOUpaHe Ha UHMKIOOKCHICHAZHUTE EH3UMH,
KOHTO Y4YacTBaT B NPOCTAITIAHAHHOBHA CHHTE3. B MO-BMCOKH 103H alleTHICATHLIANIOBATA KHCETHHA Ce
H3M0/I3Ba 32 JICYSHHE Ha JIeKa A0 YMePeHOo CHTHA 60MKa, MOBUIUICHA TENECHA TEMIIEPATYPA U 33 NCUCHUE
H& OCTPH H XPOHHYHH BB3NAJHTENIHHU 3a009BaHU KaTO PEBMATOUREH apTPHT.

ExcnepumeHTaTHHTE NaHHM TIOKa3BaT, 4e HoynpodeH Moxe na nHxuOHpa TpoMOOLMTHATA arperalys oT
aleTHIICANHIUTOBATA KUCEIMHA B [TO-HUCKH 103K, KOraTo ¢e npunarart saeano. [Ipu eqHo npoyusane,
CPAaBHABAWIO (eKTa Ha MPHIOKEHUETO Ha eJHOKpaTHa Ho3a Hoynpoder 400 mg 8 yaca npeau WiH

30 MEHYTH TIpEaM NPHIOKEHHETO Ha 81 mg ateTuncamuuunoBa Kucenuta (B Tabnerxa ¢ HeszaGasHoO
ocBoboXK1aBaHe), ce HabmogaBa oTcaabBane HAa ed)eKTa HA ALETHACATHI{HIOBATA KUCETHHA BEPXY
oOpasyBaHeTO Ha TpoMOOKCaH MM TpoMOOLIATHATA arperanyi. TesH JaHAH obade ca orpaHA4YeHH, Thi
KaTO He € ACHA EeKCTpanoialyaTa Ha Te3H JaHHW KbM KJIMHHYHATA NTPAKTHKA, 3aTOBA HAMA MPHIIOKHMO
3AKITIOUeHNE OTHOCHO peloBHaTa ynotpeba Ha HOynpodeH U ChINO TAKA HAMA KJIHHHYHO 3HaYMM €(eKT,
KOMTO MOXE Jla Ce€ CUHTA 3a CBBP3aH Che ciTydadiHaTa ynotpeba Ha ubynpodeH.

Amopsacmamun

ATOpPBACTATHH € CEeICKTHBeH, KOHKypeHTeH WHxubuTop na HMG-CoA penykrazara, KOATO ¢
OrpaHHYaBALIHA CKOPOCTTa €H3UM, OTIOBApAIN 34 NPEBPBIUIAHETO HA 3-XHAPOKCH-3-METHI-TIIyTapul-
KOCH3HM A B MEBAIIOHAT, KOMTO OT CBOA CTpaHa € NMPEeKypCcop Ha CTEPONHTE, BKIFOUUTEIHO XOIeCTepOa.
Tpurnmiumpeaure U XONecTepONTLT B HePHUN ZPo0 ce BKIIOYBAT B IMNONPOTEUHATE ¢ MHOTO HHCKA
meTHOCT (VLDL) 1 ce ornensar B 1na3Mara 3a JOCTaBKa 10 NEPHPEPHUTE THKAHH. JIUNIONIPOTEUHBT ¢
Hucka mrsTHOCT (LDL) ce obpasyra or VLDL u ce kataGonm3upa OCHOBHO 4pe3 pEeUenTopa ¢ BUCOK
a¢pmruteT KbM LDL (LDL peuerrrop).

ATOPBACTATHH MTOHMKABA TUIA3MEHHA XOJIECTCPO/ H CEPYMHNATE JIMIIONPOTEHHOBH KOHLICHTPALIMH YpPe3
naxHOHpane Ha HMG-CoA peaykrasara u mocneasau 6ROCHHTES Ha XONECTEpol B UepHHa Apol U
rnosumiaga Opos Ha yepHoapoOHHTEe LDL peiienTopr BEPXY KIETHYHATA MOBBPXHOCT 3@ MOBKIIIEHO
3axBallaHe W katabonmuasm Ha LDL.

ATOpBacTaTHH [OHWKaBa obpazyeaHeto Ha LDL u 6poa na LDL uactuumre. ATOpBaCTaTHH BOAU A0
3HAYHTENHO H NPOABJLUKHUTENIHO NOBULISHHE HA akTHBHOCTTA Ha LDL penenropa 3aeano ¢ 6iaronpuaTHa
NMpoMsHa B KAYECTBOTO Ha LMpKynupamuTe LDL wacTany, ATOopBacTaTHH € eheKTHREH MPH TOHIOKARANE
Ha LDL-C npu naumesTH ¢ XOMO3HIoTHa (JaMH/THA XHOEPXOJIECTEPOJIEMHS, KOUTO NIPEACTABIABAT I'pyna,
KOSATO OOMKHOBEHO HE OTrOBAPA HA JHITHA-TIOHWKABAIIMUTE JIEKAPCTRBCHH NPOIYKTH.

HokazaHo €, 9e aTopBacTaTHH NMOHIKABa KoHLEeHTparmuTe Ha oduma-C (30% - 46%), LDL-C (41% -
61%), anonunonporenn B (34% - 50%), u Tpurmunepuau (14% - 33%), xaro poan 4o NpOMEHIIHBH
noerweHHa Ha HDL-C u anonunonporeud Al B yCtoBusTa Ha POYUBAHE 32 JO30BHA OTIOBOP. T€3H
PE3YJITaTH CLOTBETCTBAT HAa PE3yNTATHTE MpH MALMEHTH ¢ XeTePO3HroTHa GaMuIHa
XHUIIEPXOMeCTEPONIEMHUS, He(haMHIHH (POPMH HA XHUIIEPXOECTEpPOTIEMHS H CMECEHA xunepnnnmem:

BKJTIOYHTEJIHO TIALIMEHTH ¢ HHCYNTHH-HE3aBHCHM 3axapeH Auaber. AN g\‘:‘é‘.

‘v .ﬂ‘

HokazaHo ¢, ye noHwxkernrneTo Ha o6muA-C, LDL-C u anomunonporenn B HﬂM&HHBa"j)HCRa oT %p,aremi'({ \\
CBAOBH CHOUTHA U CHPAEUHO-CHAOBA CMEPTHOCT. RS |
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Knunuuna egouxacnocm u 6esonaciocm

IlpodunaxTHka Ha ChPAEYHO-CHAORO 3a0019BaHE

EdexTrsT Ha aTopBactaTHH BEpXY daTanHa 4 HedaTanHa HCXeMHYHa 60MECT Ha CHPLETO € OLCHEH B
PaHAOMM3HPAHO, IBOHHO-CIIAIO, INAeO0-KOHTPOIMPAHO NPOYUYBaHe, AHIIIO-CKAHIHHABCKO [IPOYYBAHE
3a CbpIeUYHO-CHAOB H3X07 ~ KIOH ¢ MOHWkasaHe Ha munmuanTe (Anglo-Scandinavian Cardiac Outcomes
Trial Lipid Lowering Arm (ASCOT-LLA)). IlaumenTate ca ¢ xuneprouns, 40-79-roaumnn, 6e3
NpexoaeH MHOKap/ieH HHMAPKT WIH JICYeHHE 34 CTEHOKAPAHA H ¢ HUBA Ha ofbL1 Xonectepon <6,5 mmol/l
(251 mg/dl). Benuxkn naumenTn ca umany Hali-Manko 3 npeasapHTeIHO AedHHHPAHH ChPACYHO-CHAOBH
PHCKOBH (paKTOPH: MBXKH OJ, BB3PACT >355 FOMHH, IymeHe, [Haber, anamHaesa 3a UBC npu
pOACTBERUK OT MEPBa NHHUA, 06 Xonectepon: HDL-C >6, nepudepHo cuaoBo 3a6oaBane, TeBOKaMepHa
XANEPTPOQHA, NpeaxoneH MO3BYHO-CHA0B HHUMAEHT, cneunduuna EKT™ anoManms,
NPOTEHHYpHS/anbymuHypus. He BCHUKH BKIIIOYEHH MALKEHTH Ca NpELEHeHH KaTO NAalHEHTH ¢ BHCOK
PHCK 32 ITbPBU CHPAEYHO-CBIOB HHIHUACHT.

IlaLmenTHTE Ca IEKYBaHH C aHTHXUIIEPTEH3HBHA Tepanus (MIH CXeMa, OCHOBABAINA C& HA aMJIOAHIUH,
HITH CXeMa, OCHOBaBAllla C¢ HA aTeHOI0), B KOMOHHaums wiu ¢ atopeactaTiH 10 mg auesHo (n=5168),
HJTH ¢ rmanedo (n=5137).

EdexTeT Ha Hamanspane Ha abCONOTHAA ¥ OTHOCHTENTHHA PHCK TIPH YNOTpeba Ha aropeacTaTyH e Gui
KaKTO CleJiBa:

OTHOCHTETHO Bpoit Ha AGCOmOTHO
HaMallecHHe  MHIMIACHTHTE  HaMaJleHHe
Ha pucka (%) (atopBacTaTHH  Ha pHCKa'

HHumnenr CNPAMO (%) CtoHHOCT
ranebdo) Ha p

({aranna UbC nmoc nedatanex 36% 100 cnpsamo 1,1% 0,0005

MH _- 154

O0mo CLpASYHO-CBAOBY 20% 389 cnpsimo 1,9% 0,0008

WHIHACHTHH H | 483

PEeBACKYIAPU3ALUOHHH

npoueaypH

06110 KOpOHAPHH HHLKMIAEHTH 29% 178 cnpamo 1,4% 0,0006
247

'Bb3 0cHOBa Ha pasiHkaTa B 0OLIATA YECTOTA HA MHIMACHTHTE, HAOMIOKARAHM NIPH CPEHO
NPOCHASAABaHe OT 3,3 rOMHHH.
HBC - nexemuuna 6onect Ha cwpuero; MU — MuokapaeH HHOApKT.

OG6wiaTa CMBPTHOCT M CHPAEYHO-CHA0BATA CMBPTHOCT He ca GHTH 3HaYHMo Hamanenu (185 cnpamo 212
HHIHAeHTa, p=0,17 1 74 cnpamMo 82, p=0,51). B ananuza Ha noaArpynara no non (81% muxe, 19% xeHu)
OnaronpusTeH ePEKT Ha aTOPBACTATHH € OH1 HAbMIOgABaH IPH MBXKETE, HO HE MOYKE Aa C€ YCTAHOBH NpH
KEHHTE, BEPOATHO MOPaJH HHCKATA YeCTOTA HA UHLIMACHTH B JXKeHCKaTa nofarpyna. Odiara n cspaAedHo-
ChAOBaTa CMBPTHOCT € YHCNICHO NO-BHCOKA NMpH keHuTe (38 cripsamo 30 v 17 capamo 12), o ToBa He €
OHIIO CTATUCTHUECKH 3HAUYAMO. MMasIO e 3HAUHTEIHO TepaneBTHYHO B3auMojielicTBre OT cTpaHa Ha
OCHOBHATA aHTHXHIIEpTeH3uBHA Tepanui. IIspBHaHaTa kpaitHa Touka (daranHa UbC mmoc Hedaranen
MH) e 3HaunMoO peayuHpaHa OT aTOpBACTATHH NPH NAUHEHTH, JekyBauu ¢ amyogunud (HR 0,47 (0,32-
0,69), p=0,00008), Ho He 1 npu Te3w, nexypanu ¢ areHonon (HR 0,83 (0,59-1,17), p=0,287).

EdextsT Ha aTopBacTaTUH BEPXY (aTanHo H HeaTATHO CHPACYHO-CHIOBO 3ab00/ABaHe € CHIIO OUEHEH B
PaHAOMH3HPAaHO, NBOHHO-CIIANO, MYJITHLEHTPOBO, IAaLe00 KOHTPOJIUPAHO NMPOYYBAHE H]JO)MBaHﬂ Ha.
aTopsactaTul npu guaber (Collaborative Atorvastatin Diabetes Study (CARDS)) npwu nauaem*u ¢ THIT 2f
auaber, 40-75-ropuminm, Ges NPeAXOAHa AHAMAE32 33 ChPASTHO-CHIOBO 3a00/SBAHE 1/ LDL-C <5 14 \ KA \
mmol/l (160 mg/dl) u Tpuranuepumu <6,78 mmol/I (600 mg/dl). Benukn nawnenTH cal jiMa/iH rore 1 O‘I‘_ Yoy
ClIeAHUTE pUCKOBH (HaKTOPH: XUIIEPTOHHA, HACTOAMO MyIHEHE, PETHHONATHA, MHKpoa.ﬂlﬁyMHHypuﬂ I _: 5 }
MaxpoanbyMHHypus. S
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[lanuentuTe ca nexysanu ¢ aropeactatut 10 mg anerno (n=1428) wiu nnauebo (n=1410) npu Meanana
HAa 1IpociiendaBane 3,9 roauHy.

EdexTsT Ha HaMasBaHe Ha aOCOMIOTHHA H OTHOCHTENIHHA PUCK IIPH yrioTpeba Ha aTOPBACTAaTHH € GHII
KAKTO CJie/pa;

OTHOCHTENHO bpofi Ha Ab6comoTtHo
HAMAJICHHE  WHUMACHTHTE  HaManeHue
Ha prcka (%) (atopBacTarMH  Ha pucka’

Humupent CTIPAMO (%) Croitaoct
1aue6o) Ha p
T'oneMH coppACUHO-CHIOBH 37% 83 cripsamo 127 3,2% 0,0010

HHUKAEeHTH (aTtaneH u
HedaTtaneH ocTep MU, THx MU,
BHE3AIHA CMEPT BCJISACTBHE HA
HbC, necrabunna creHokapau,
CABG, PTCA, pesackynuzanus,

HHCYJIT)

MU (daranen u HedaraneH 42% 38 cnpamo 64 1,9% 0,0070

OMH, tex MH) |
HucyatH (paTanHu H HedaTatHK) 48% 21 copamo 39 1,3% (,0163

B33 0cHOBa Ha pasnkaTa B 061IaTa YeCTOTA HA MHLMASHTHTE, HAGMONABAHH MPH CPEJHO
npocneassare ot 3,9 roaunu; CABG - kopoHapeH aprepuaner 6afinac; HbC - ncxeMuuna 6onect Ha
cepueto; MH — muokapnen undapkr; PTCA - nepkyTaHHa TpaHCIIYMHHAJIHA KOPOHApHA
RHTHOTIIACTHKA.

Hama nokasatencTro 3a pa3nnka B edeKTa OT JICMEHHETO CIIope NoJ1a, Bb3pacTTa WK H3XOAHOTO HHBO
Ha LDL-xonecrepona Ha manuenTa. bnaronpusataa TeHaeHIHs € HaOMOnaBaHa Mo OTHOIEHHEe HHBOTO Ha

CMBPTHOCT (82 CMBPTHH cayvau npu nnaneGo rpynaTa cupaMo 61 B rpynara Ha aTOpBacTATHH,
p=0,0592).

Pavunpun

Mexanusvm na oeticmsuie

PaMunpunar, akTHBHHAT MeTabOMUT HA NPONIEKAPCTBOTO pAMHIIPHI, HHXHOHpA €H3HMA
munentugunkapbokcunentraza [ (CHHOHHMH: AHIMOTSHIUH-KOHBEPTHPALL eH3IUM; KuHUHAaza (). B
INa3sMaTa U ThKaHUTE TO3M €H3UM KaTalu3upa MpeBpblIaHeTO HA AHTMOTEH3UH | BEB
Ba30KOHCTPHKTOPHOTO BelIECTBO aHTHOTEH3KH I, KakTo M pazuenBaHeTo Ha aKTUBHHA Ba30ARIATATOP
OpanuxuauH. [loHmwkeHoTo 00pazyraHe Ha aHrHOTEH3HH 11 ¥ MHXUOHpPaHETO HA pa3LieNBaHETO Ha
OpaAWKHHUH BOAH N0 Ba3ouIaTaiius.

Tl xaTo anrmnotensus 11 cpmo cTuMynipa ocBoOOAKAaBaHETO HA ANAOCTEPOH, PAMHIIPHIAT NPHYHHABA
[IOHIKEHHE Ha aJIIOCTEPOHOBATA cexpenus. CpeaHuaT oTrosop Ha MoHoTepanuaTa ¢ ACE uaxuburop e
no-cnab npu YSpHOKOKH ManreHTH (0T agpo-KapuGCKns palioH) ¢ xunepToHus (Te 0OMKHOBEHO Ca
XHMIICPTEH3UBHA TPYIIa ¢ HUCKA PEHHHOBA AKTHBHOCT) OTKOJIKOTO IIPH HE-YEPHOKOKH MallHEHTH.

Dapmarxoounamuutiu echexmu

AHTWXHUIIEPTEHIUBHH CROHCTBA:

[IpunoxeHneTo Ha paMHIIPHIT IPEAN3BHKBA 3HAYUTEIHO MOHWKEHHE Ha NIEpH(EPHOTO apTEpHATIHO .- Lo
chnpoTHBIeHHE. [Io Mpasusio HAMA roneMH NpoMeHH B 6b6pedHHs IT1a3MeH MOTOK H CKOPOCTTA. Ha " '
raomepysHa Guitpauua. [IpHIOKEHHETO Ha PAMHIIPHIT HA NAIMEHTH ¢ XHIIEPTOHHA BOAM 10 nonmlcenné

Ha KPBbBHOTO HAJIATAHE B JIETHAIO H H3NPABEHO NOMOKeHHe be3 KOMNEHCATOPHO HapchBaH“e HE \ ;
ChpAeYHaTa YeCTOTa. 1 o .
[TpH noBe4eTO NALHEHTH HAYATIOTO HA AHTUXHUIEPTEH3HBHUS eeKT Ha eIHOKpATHATA (032 CTaBa SIB]-IG 1 f )

no 2 yaca cael nepopanHo npunoxeHne. [TuxoBuAT edexT Ha eAHOKpAaTHATA O34 06HKHOBBHO ce noc': a f
1;]" 4‘:-'.',‘-“-,‘ ‘ T e - ._J_'#-."," ) f
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3 10 6 4aca ciefi NEPOPAHO NPHIOKEHHE, AHTHXHIEPTEHIHBHHAT e(peKT HA ¢AHOKPATHATA 034

OOHKHOBEHO NpoAn/rKasa 24 yaca.

MaxCHMANHHAT AHTUXHINEPTEH3UBEH e(EeKT HA TIPOXBIDKHTETHOTO JICYEHHE C PAMHIIPHI OOMKHOBEHO €

aBeH cnen 3 fo 4 ceamuun. JJoxasaHo e, 4e AHTHXHUNEPTEHIUBHHUAT (PeKT € MPONWIKHTENEH ClIEN
ABJITOCPOYHA Tepalus, NPOabIHKARAINA 2 TOJHHH.

BHe3amHOTO CIHpaHe Ha PaAMHIIPHI HE BOAH 0 OBP30 W €KCLIECHBHO PHKOLIETHO MOBHILEHHE Ha

KPBBHOTO Halsrane.

ChbplaeyHa HEAOCTATHYHOCT:

JlokasaHo e, ue paMunpui ¢ eeKTHBEH NPH MaLKdenTH ¢ pyHKUHOHaMHNA Knacose I1-IV o New-York
Heart Association, kaTo JOIbIHEHHE KbM KOHBEHHHOHATHATA TEPanus ¢ AUYPETHLH H €BEHTYAJIHO
CHPACHHH IIFOKO3HIH. JIekapcTBOTO HMa Or1aronpHATHH epeKTH BEPXY ChpAEYHATA XEMOAHHAMHKA
(HaMaJTeHO HAJIATaHe HA JIEBOKAMEPHO U IeCHOKAMEPHO IThJIHEHE, MTOHIKEeHa 00Ina pe3HCcTeHTHOCT Ha
riepudieHHTe CHAOBE, NOBUILEH chpaedeH aebut u moaobpeH crpaeyeH uuaeke), Tol orcaabra chiilo

HCBPOCHAOKPHHHATA aKTHBAIHS.

Knunuwuna echuxacrnocm u bezonacrocm

Cepaeuno-cpa0Ba npeeeHIHs/Hedgponporekuus:
IIpoBenieHo € eAHO NPEBaHTHBHO, IUIaLe0o-KOHTpOoNHpaHo npoy4eane (npoyusaHero HOPE), npu xoeto
paMHINPRI € 100aBeH KBM CTAHAAPTHATA TeparnHs npH noeede oT 9 200 naumentH. B npoyusaneTo ca
BKJIIOYEHH MAlHEHTH ¢ MOBHILEH PHCK OT CLPACYHO-CBAORO 3a00onaBaHe cnen arepoTpoMOOTHUHO
CBpZIeYHO-CHA0BO 3a00MBaHe (aHAMHE3a 32 HCXeMUYHA 60NeCT Ha CHPLIETO, MHCYAT HITH NEpHdepHa

chAOBa 6osecT) WiH 3axapeH qHAGeT ¢ IIOHe eIUH NONbIHHTENlEH PHCKOB (haKTop (okasaHa

MHKPOANOyMHHYPHS, XHITEPTOHHS, TIORHINIEHO HHBO HA OOLIMA XONECTePoJ, HHCKO HHBO HA XOJiecTepona
B JIMIIOTIOPTEHHHUTE C BHCOKA MUTBTHOCT WIH TIOTIOHONYLIEHE).

IIpoyuBaHeTO NoKa3Ba, 4¢ paMHIIPII CTATUCTHYECKH 3HAYHMO ITOHMMKABA YECTOTATA HA MHOKApAHNA
HH(}ApKT, CMBPTTA OT CHPASYHO-CBAOBH NPUYMHH H HHCYNT, CAMOCTOATEHO WIH B KOMOHHALUA

(MEPBHYHHA KOMOMHHpaHH CEOHTHS).

Tabmuuad: [Ipoyusane HOPE: OcHoBHM pe3ynTaTv

27

Pamunpun | [Tnanebo | OTHOCHTENEH PHCK p-
% % (95%-eH NoBEepHUTENICH CTOAHOCT
HHTEPBAaM)
BenukH nanueHTH n=4 645 N=4 652
IILpBHYNE KOMOHHHPAHH 14,0 17,8 0,78 (0,70-0,86) <0,001
CHOMTHA
Muoxapoen unpapxm 9,9 12,3 0,80 (0,70-0,90) <0,001
Cmupm om cvpoeunHo-c0080 6,1 8,1 0,74 (0,64-0,87) <0,001
crbumue
Hucynm 3.4 4,9 0,68 (0,56-0,84) <0,001
Broprunn Kxpadnu uean
Cmopm om xaxeamo u oa e 10,4 12,2 0,84 (0,75-0,95) 0,005
RPUYUHA
Heobxooumocm om 16,0 18,3 0,85 (0,77-0,94) 0,002
PeBACKYRAPUIAYUA :
Xocnumanuzayus 3a vecmabwina | 12,1 12,3 0,98 (0,87-1,10) R AN NS} <
AHSUHA IR SN
Xocnumanuzayus na cepoeuna 3,2 35 0,88 (0,70-1,10) /77 s 0,25 i\
HEDOCIMAMBUROC ft !‘f - i \:: :
Venooxcnenus, cevpzanu ¢ ouabem | 6,4 7.6 0,84 (0,72-098) ¢ . - . | - 0, Ojlgi! H;



[Ipoyusarero MICRO-HOPE, koeto e npeaBapuTenno aeburupano noanpoy4usare or HOPE, mscnensa
edexra Ha nobaBAHETO Ha pamunpui 10 mg KEM TEKYUIOTO JIEYeHHE CIpAMO auebo npH

3577 nauMeHTH, KOHTO ca [T0He Ha > 55 roauinHa Be3pact (6e3 ropHa rpaHHUA Ha BH3pacTTa), KaTo
NOBEYETO ¢a ¢ THI 2 AuabeT (1 ¢ NnoHe eJUH Apyr C'B]J}],ﬁ‘lHO-CL,IIOB pHCKOB akTop), Huno 1o
HOPMOTEH3IUBHH WIN XMIEPTECHIUBHH.

II'spBHYHHMAT aHaIM3 NoKa3Ba, ue 117 (6,5%) naumeurn Ha pamunpun 1 149 (8,4%) Ha iaue6o paspuBat

ABHA He(PONIaTHA, KOATO CHOTBETCTBA HA TIOHIDKEHHE Ha oTHOCHTENHHS pHek (RRR 24%; 95% ,]IH [3-
401, p = 0,027.

IIpoyusanero REIN, xoeTo € MHOTOLIGHTPOBO, PaHAOMH3HPAHO, JBOMHO-CIIATIO, NAPATIETHO-TPYTIOBO
NPOY4BaHe, HENAII0 OLIEHKA Ha e(eKTa Ha JICUCHHETO ¢ paMMIIPII] BBPXY CKOPOCTTA Ha OTMaJaHe Ha
CKOpocTTa Ha rioMepyasa guwrrpaims (CI'O) npu 352 HOPMOTEHIHBHH HITH XMIIEPTEH3HBHU NAIHEHTH
(Ha BB3pact 18-70 rogunu), cTpasaiM OT neka (T.e. cpeaHa YpHHHA eKCKpeLus Ha GenTek > 1 u

<3 g/24 yaca) MM TeKKA NPOTEHHYPHA (> 3 g/24 uaca) mopanu XxpoHH4Ha Heuaberna HedponaTus. U
ABETe NOATPYIH Ca CTPATU(DHIIMPAHH TIPOCTIEKTHRHO.

OCHOBHUAT aHANW3 HA NALHEHTHTE C Hall-TeXKKaTa NPOTEHHYPHA {CTPAaTHGHKANMATA € IPEeKACBPEMEHHO
HapyLUICHA MOPATH NOJ3aTa B IpynaTa Ha paMHUIIpUIl) IOKA3Ba, Ye CPEIHATA CKOPOCT Ha MOHHXKABAHE Ha
CI'® na Mecen € mo-HHCKa NPH paMHIIPHI OTKOIKOTO TipH manebo; -0,54 (0,66) crip. -0,88

(1,03) ml/mun/mecen, p = 0,038. Taka pasnukara mexty rpynure ¢ 0,34 [0,03-0,65] na Mecen1 1 oxono

4 ml/MuH/ronuna; 23,1% oT naweHTHTE B TPYIIaTa HA PAMHIIPHI AOCTHraT KOMOMHUpAHATA BTOPHUHA
KpaHHa 1N Ha YIBOABAHE HA H3XO/[HATA KOHIEHTPALMA Ha CEPYMHHA KpeaTHHHH W/HIH TepMHHANHa
6sbpeuna venocrarrutocT (TBH) (Heobxomnmoct oT Auanu3a win GrOpevHa TpaHCIIaHTALHA) crp.
45,5% B nauedo rpynara (p = 0,02).

BTopHuHa npeBeHUus clien OCThP MHOKAPAEH UHGAPKT:

IIpoyusanero AIRE Bxitoura nosewe ot 2000 naideHTH ¢ TPAH3UTOPHH/MEPCHCTHPALIH KITHHHYHH
NPH3HALH Ha CHPACYHA HEAOCTATBYHOCT CJIe] JOKA3aH MUOKapaeH UHapKT. JleueHHeTO ¢ paMHIIpUN
sanousa 3 ro 10 auu cnen octop MuOKapaeH uHbpapkT. [IpoyusaHeTo nmokas3ea, ue clie] CPEAHO BpeMe Ha
npociieaaBane ot 15 Mecela cMBPTHOCTTA NPH JIEKYBAHHUTE C paMHTIPIUT TTaLHEHTH ¢ 16,9%, a npH
nonyvapasure naauebo nauuentH e 22,6%. Topa 03Havapa abcoMOTHO HAMANIEHHE HA CMBPTHOCTTA OT
5,7% ¥ NOHIXKEHKUE Ha OTHOCHTEIIHHA PUCK OT 27% (95% AU [11-40%]).

HABo#iHo G10kHpaHe Ha peHHH-aHrHOTeHSMH-aiAocTepoHoBaTa cuctema (PAAC):

Jlse ronemu panmoMuadpanu xoHtposnupanH npoyuBaHua — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyuto rimofanHo M3nuTBaHe 3a KpaliH{ TOMKH
HA TEAMHCAPTAH, CAMOCTOSTENHO H B KoMOuanus ¢ pamunpwi) H VA NEPHRON-D (Knuunyno
Npoy4yBaHe CBHP3aHO € pa3sBHTHE Ha HeQponatHs npu Aualer, NPOBEREHO OT MHHHCTEPCTBO MO
BBIIPOCHTE Ha BETEpaHMTE) — mpoyuBar ynorpebara Ha koMOuHauuaTra or ACE unxubutop H
aHruoreHsuH II-peuenropen Gsokep.

ONTARGET e ppoyusawe, mpoBeA€HO mNpH NAalMEHTH C aHAMHE3a 33 ChPACYHO-CHAOBA WIH
MO3BYHOCHAOBA OOJIECT, MM 3axapeH Adaber T 2, NPHAPYKEHHA ¢ AaHHH 33 YBpexKAaHe Ha eeKTopHH
oprandt. VA NEPHRON-D e npoyuBaHe npu naiueHTH cbc 3axapeH Auaber Tun 2 M guaberna
HedponaTHy.

Te3n npoyuyraHus He NoKaseaT 3HauyuM Omaronpuarer edext BBpXy OBOpeuHHTe W/HAH CHpAEYIHO-
CBHAOBHTE MOCICAHIM W CMBPTHOCT, KATO CHIIEBPEMEHHO ca HabnoaaBaHM ITOBHINEH pHUCK OT
XHIIepKkaIHeMus, OCTPO YBPeXKIaHe Ha OBOpelHTe Wi XUIOTOHHA B CPaBHEHHE ¢ MOHOTepanusTa.Karo
Ce MMAT NpeABHA CXOAHMTEe WM (PapMAKOJAHHAMHUYHH CBOHCTBA, TE3W PE3yNTATH Ca MPHJIOKHMH H 34
IpPYTrH ACE HHXHOUTOPH M anrdoTeH3HH II-peuenropHu GrokepH.

ra =

eJHOBPEMEHHO TPH NAUMEHTH ¢ AuaberHa HedponaTys. ;,;,_,! T b
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NpeAHA3HAYEHO [a U3CIeBa Nor3ata oT no0aBAHETO Ha ATMCKHPEH KbM cTaHAapTHA Tepanusd ¢ ACE
HHXHOHTOP WK aHrHoTeH3uH [[-peuenropen 60kep NpH MAMERTH CBC 3aXapeH AuabeT THI 2 U
XPOHHYHO OBOpedHo 3aboiABaHe, CHPAEYHO-CHI0BO 3a00ngBsaHe WK H AseTe. IIpoyusaneTo €
MpeKpaTeHo NPeKASBPEMEHHO [IOpa iy MOBHINEH PUCK OT HebmaronpusTHy nocaeanuy. Kakro cepaedHo-
CBAOBATA CMBPT, TaKa U HHCYJITHLT €A MO-YECTH B IPyNaTa Ha aJIMCKHPEH, OTKOJIKOTO B IPYTaTa Ha
naiedo, a NPeACTABIABALIMTE HHTEPEC HEXKENAHH CEOMTHSA M CEPHO3HH HEXeJIaAHH ChOHTHA
(XHnepkanHeMHa, XUnoToHUA K 6p0peyHa AHChYHKINS) ce choBIABAT NO-YECTO B IPyNara Ha
ANMHUCKHPEH, OTKOJIKOTO B Ipynara Ha mianedo.

5.2 @apMakOKHHETHYHH CBOHCTBA

Auemuncaruyuiosa xucesung

ANCTHWICANTMLIIOBATA KUCENHHA ce MeTa0OoNM3Npa A0 HeHHNA INIABEH AKTUBEH MeTabOoJIUT CATHLHIIOBA
KHCEJIHHA NPeH, Mo BpeMe Ha | cneq abcopObuuara. MeTaboMUTHTE ¢ eTMMUHHPAT TNIaABHO TIPe3
on6peunte. OcBeH caluUAIOBaTa KMCEIHHa OCHOBHUTE META0OJIMTH HA alleTWICATHIIIOBATA KHCEINHA
ca IMHUMHOBUAT KOHIOraT Ha CAMMITUIOBATA KUCENHHA (CATHUIII MHKOTHA KMCEMHHA), TMIOKYPOHHIOBHA
eTep H eCTEp Ha CAMHLAMIORATA KHCENHHA {Camyni (peHOM H CATHIHIALMNTTIOKYPOHHA), KAKTO U
FeHTHCOBATa KUCENHHA, 00pa3yBaHa OT OKHCJIEHHETO HA CATTUIHIIOBATA KHCENIUHA, H HEHHHUA IMHUHHOB
KOHIOTaT.

AbcopbupsaTa Ha aleTHICATHLIIOBATA KUCEITHHA CJIET MEPOPATTHO NMPHIoKeHAEe € OBp3a H IThJIHA B
3aBHCHMOCT OT TAJICHOBHS NPOAYKT. XHAPOIH3aTa Ha ALICTUIOBHS OCTATBK OT alCTHJICATHULIHIOBATA
KHCEJIMHA Ha IIPaKTHKa CTABA B H3BECTHA CTENEH MO BpeMe Ha IIPeMUHABAHETO MNPe3 CTOMAILHO-YpeBHATA
nvrasuna. MakcuMaaHWATE M1a3MeHH HHBA C€ QOCTHIaT ciel chboTBETHO 10 — 20 MUHYTH
(aueTHnCATHIMIOBA kKucenrHHa) Wik cnen 0,3 — 2 yaca (o01M canvIiiIaTH).

Cnen npuem Ha eqMHUYHA 033, XpaHATA HE OKa3Ba BIIMAHHE BHPXY 001L[aTa IeKapacTBeHA EKCIIO3HLIMA,
HO ce 3a0aBsd BPEMETO 32 JOCTHraHe Ha MakKCUMAJTHATA TUIa3MeHa KOHIEHTpauus (tmax) Ha

AL THIICAMHIIMIOBATA KicenuHa ¢ 1,1 9aca n ce Hamanasa Cmax ¢ npubmusurento 42%.

KupeTHKaTa Ha eTMMHpaHE Ha CANTWITHIORATA KACETHHA 3aBHCH B IO/IAMa CTETIEH OT JO3UPOBKATa, THH
K&TO KAMALMTETHT Aa ce METabO0JIH3Mpa CANHIIMIIOBATa KMCEHHA € OrpaHddeH (MOMY)KUBOTET Ha
eNMMMUHHpane ce ABrxH Mexay 2 1 30 vaca).

TToMy>KMBOTBHT Ha €TMMUHHPAHE HA ALIETHIICATHIIOBATA KHCEIHHA € CAMO HAKOJIKO MUHYTH, a
IOMYKABOTHT HA €THMHHHPAHE HA CAIHIMIIOBATA KHCEJIHHA € 2 Yaca Ciell NpUIoKeHHe Ha Ao3a ot 0,5 g
aUeTHIICANKIIMNIOBA KHCEIHHA, 4 yaca cliel TpunoxkeHHe Ha 1 g, ¥ ce noeHinaea ao 20 vaca crel
eHOKpaTHA 032 OT 5 g.

CBBp3BaHETO C TUTA3MEHHTE OETTHIN NTPH X0pa € 3aBHCHMO OT KOHLUEHTpal[HATa, KaTo ce ¢hodimara, ye
crofinocTuTe Bapupat o1 49% mo nopeue ot 70% (aneTHICATIHLUMIOBA KMCENHHA) H 66% 1o 98%
(canuuHIOBa KHCENTHHA, CHOTBETHO). CaNHIpUIOBATa KHCEIMHA € H3MEPHMA B JIMKBOpA U CHHOBHATHATA
TEUHOCT CJICA NMPHAOKEHHE Ha alleTHICATHIIIOBa KHcelnHa. CaTHIMNOBATA KHCENHHA MpeMUHaBa pe3
IUTALICHTATA H C€ MPEXBLP/IA B KbPMATAa.

Amopeacmamun

Abcopbyusn: |
ATtopBacTaTHH ce abcopOrpa Obp30 Cliel EPOPATTHO MPHIOKEHHE; MAKCHMANIHATE IIa3MEHH ...
KOHUEeHTpalHH (Cmax) c€ AOCTHraT B paMkuTe Ha 1 1o 2 yaca. CreneHTa Ha abcopbuusTa Hapac*rna “y f»
NPOTIOPLIMOHAIIHO ¢ x03aTa aTopBacTaTHH. Clel NepopaIHO NPUIOKESHHE aTOPBACTATHH ¢HnMupaHﬂ~-f e
Tab/IeTKH ca ¢ buonanuaHoCcT 95% no 99% B cpaBHeHHe ¢ MEPOPATHHA Pa3TBOP. AGCOJIIOTHa,Ta a. v
OMOHAIMYHOCT HA aTOPBAcTATHH € MpHOaM3HTeNnHO 12%, a cHCTEMHaTa HAJTMYHOCT Ha HMG-COA Sy =\

penyKTa3Ha HHXHOHTOPHA aKTHBHOCT ¢ npubimanrenHo 30%. HuckaTta cicTeMHa Hanuhnof:T ce O'rnasa o
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Ha [IPECHCTEMHUA KITHPBHC B CTOMALIHO-4YPEBHATA IMMABHIIA W/HIH YepHOAPOOHUA MeTaboTH3BM NpH
MBPBO NMPEMUHABAHE.

Crnen npueM Ha eIMHUYHA 11034, XpaHATa He OKA3BA BIHAHKE BBPXY 001aTa JIEKAPACTBEHA eKCIIO3HLIUA,
HO c¢ 3a0aBs BPEMETO 3a AOCTHIAHE HA MAKCHMAITHATA TIa3MeHa KOHLEHTpalHs (tmax) Ha aTopBacTaTHH
¢ 1,7 yaca u ce Hamangra Cmax ¢ mpubnmsurento 47%.

Pasnpedenenue:
Cpenuust o0em Ha pasnpesie/icHHE Ha aTOpBACTATHH € npHOausuTenHo 381 1. AtopeacrariH e > 98%
CBBLP3aH C IVIA3MEHNTE OENThIA.

buompancghopmayua:

- ATopBacTaTHH ce MeTabonmusupa ot mutoxpoM P450 3A4 mo opTo- H napaxHAPOKCHAHPAHH IIPOH3BOHH

H PasTHYHH TIPOJAYKTH Ha GeTa-okucnenne. OCBEH ApyruTe MHTULLA TE3H NPOAYKTH c€ MeTaboJIN3HPAT
AOIVBJIHHATENTHO Ype3 IMIOKypOHUAHpaHe. In vitro unxubupanero Ha HMG-CoA penykrasaTa oT OpTo- B
TAPAXHAPOKCUANPAHUTE MeTAOONNTH © EKBMBAJICHTHO Ha ToBa OT aTtopsacTtaThH. Hpubnanaurenno 70% or

HHXHOHTOpHATa aKTUBHOCT B 1MpKynawuata 328 HMG-CoA penykTasaTa ce OT/1aBa Ha aKTHBHUTE
METaboNUTH.

Ervumunupane.

ATOpBaCTaTHH C€ €THMHHHPA OCHOBHO B JUTHUKATA CJIe]l XeMaTANCH W/HIH eKCTpaxeraTaleH
meTabomm3bM. Oka3sea ce, obaye, Ye ATOPBACTATHH He MPETHPIIABA 3HAUHMA CHTEPOXENaTasHA
pempkynauma. CpeaAHUAT NOMYKHBOT Ha €TMMHHHpPAaHe OT IU1a3MAaTa Ha aTOPBACTATHH NPH X0pa €
npubausuTenHo 14 yaca. [lonyxxuBoTsT Ha uHXKOUTOpHaTa akTHBHOCT 32 HMG-CoA pemykrasa e
npubnusurenno 20 no 30 yaca nopaiK NPHHOCA HA AKTHBHH META0ONIHTH.

Cneyuannu 2pynu.
[lanyenTy B HanpeHana ph3pact: IInasMennTe KOHLEHTPALHH Ha ATOPBACTATHH U HETOBUTE aKTHRHH
MeTaboNHUTH Ca MO-BHCOKH MPH 3/IPaBH XOpa B HATIPEAHANA BE3PACT, OTKOMKOTO NPH IO-MIaAH

BB3PaCcTHH, AOKATO JHIIHTHUATC equ{TH Ca CpaBHHMHU € TE3H, HﬂﬁH}OﬂaBaHH IpHA MJI&IHTE TPYIIH
MNanqHCHTH.

Ilennatpuyny nanuenty: [lpu eaHo oTkpuro, 8-CeAMUYHO NpOyUBaHE, NEANATPUYHNA NANMEHTH CbC
ctanuii no Tanner 1 (N=15) u craauit o Tanner > 2 (N=24) (da s3pacT 6-17 rOAHHN) ¢ XETSPOIUIOTHA
damunza xunepxonecreponemus u uzxoxen LDL-C > 4 mmol/l ca nekyBanu crotBetHo ¢ 5 win 10 mg
TabneTku 3a AbBucHe Win 10 win 20 mg ¢punMupanu TabneTkH aTOPBACcTaTHH BEAHEK JHERHO.
TenecHOTO TETNO € €AMHCTBESHMAT 3HAYHM KOBapHaT B IpynaTa 3a rnomymanuonHo @K MonenwpaHe Ha
aTopBacTaTHH. [IpUBHAHMAT NepopaieH KITHPBLHC HA aTOPBACTATHH IPH NEAHATPHYHH NALMEHTH CE
OK23Ba CXOIEH ¢ TO3H MPH BHE3PACTHH, KOTATO C€ KOPHTHpA 10 AJIOMETPHYHA CKAJIA 33 TENECHOTO TErIOo.
CrotBeTHH roHIKeHHA Ha LDL-C u Tpurnanepuanre ce Habmoaagar 3a AMana3oHa Ha €KCIo3MIUA Ha
ATOPBACTATHH H O-XHAPOKCHATOPBACTATHH.

ITon: KoHueHTpauunTe Ha aTOPBACTATHH H HETOBHTE AKTHBHY METabOIHTH MpH KEHH Ce pa3In4aBaT OT
T3 NPH MBKe (keHH: npubnusurenHo 20% no-BHCOKH 38 Cuax H NpubMH3uTeNHO 10% NMO-HHCKM 32
AUC). Te3u pasnuku ca Oe3 KNHHHYHO 3HAYEHHES, KATO HE BOOAT A0 HUKAKBH KITHHHYHO 3HAYHMHA
Pa3IHK{ B IHNHAHKTE €(QEKTH NPH MBXKE U XKCHH.

bu6peuna HenocTaThYHOCT: bEOpeuHoTO 326019BaHE He OKA3B2 HUKAKBO BIHSHHE BEPXY [LTa3MEHHTE
KOHLEHTpalMH HIIH JIMMHAHUTE eDEeKTH HA aTOPBACTATHH M HErOBUTE AKTHBHH MEeTaGONHMTH.

Yepuoapobua HenocTaTrhunocT: [InazmeHiTe XOHIEHTPAIMK HA aTOPBACTATHH A HEMOBUTE AKTHBHU
MeTa0ONHTH ¢4 3HAYHTEITHO MOBHINEHH (MPUONH3HTENHO 16 mbTH 38 Chax ¥ NpubstzuTento 11 weTH 32
AUC) npu nallMeHTH ¢ XpOHHYHO aJIKOXOIHO YepHOApoOHO 3abonmaeane (Child-Pugh xnac B)
SLOC1B1 noaumopduszsm: YeproapobroTo 3axpamiane ra seuukn HMG-CoA pe,u;vlcTaBHH A
BKNIOUUTENHO aTOPBACTATHH, BIUTIOMBA TpaHenopTHUs Sentok OATPIBL. Tipu Hﬁﬂﬂ&!ﬂ‘lﬂ'ﬂ: cBe
SLCO1B1 nomiMop¢duzeM HMa PHCK OT MOBHIIEHA €KCTIO3UI[HA Ha aTOPBAaCTATHH, me'ro MoOxKe na noae : \h
AO MOBHMINEH PHCK OT pabaomHonu3a (Bx. Touka 4.4). ITonumopdu3MBT B rena, mnﬂpam OATPIB]
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(SLCOIB1 ¢.521CC), e cBBp3an ¢ 2,4 nBTH MO-BHCOKA eKCO3HLMA Ha atopaacTaTd {(AUC) oTkonkoTo
[PH HHAHBEAKTE 6€3 TO3M reHoTuneH BapHaHT (¢.521TT). [Ipu Te3u NALKEHTH € BEIMOXKHO ChIIQ
FCHETHYHO YBPeXKaHe Ha YepHOAPOOHOTO 3aXBamane Ha atopBacTaTHH. He ca H3BecTHH BH3MOXHHTE
MOCNEICTBHA 32 €(HUKACHOCTTA.

Pasunpun

Abcopbyun.

Crien nepopasHo NpwIOXKEHHE paMUNpiI 6Bp30 ce aGcopbupa OT CTOMAIIHO-YPEBHHA TPAKT: THKOBHTE
[L1a3MEHH KOHLEHTPALMH Ha paMHUIIPHIT ¢6 TOCTHIaT B paMKHTE Ha eHH 4ac. B33 0CHOBa Ha HAJIHYHETO B
YypuHaTa cTenenta ua abcopOums e none 56% 1 He ce NOBNHABA 3HAYHUMO OT HAITHYMETO HA XpaHa B
CTOMALIHO-YPEBHHUSA TPAKT. BHOHANMYHOCTTA Ha aKTHBHHA MeTabONMT PAMANIPHAAT ¢l NepOPATHO
NMpHIOKEHHe Ha 2,5 B 5 mg paMunpui e 45%.

(nen npHem Ha efuHA4HA 1038, XpaHaTa Hamaigea cpenHata AUC ¢ 26% u 3a6aBa Bpemero 3a
JOCTHraHe Ha MakCUMAaJIHATA TUIa3MEHA KOHLEHTpALkA {tmax) Ha paMHIIpri ¢ 1,2 yaca u Hamanasa Cmax
¢ npubnuzurenHo 69%. Epexrure Ha xpanara eapxy AUC w Cmax Ha paMUNPHN HE C€ CUMTAT 32
KNMHHYHO 3HAYHMH,

ITukoBHTE Ma3MeHH KOHLISHTPALIHM HA paMHIIPMJIAT, KOHTO € eAMHCTREHHAT aKTHBEH MeTabOJIHT Ha
PAMHIIPHIL, ce AocTUraT 2-4 "aca ciiel MpHeEMa Ha paMUNpPHA, PABHOBECHHTE MIa3MEHH KOHIIEHTPAIHY Ha
PAMHMPHIIAT ClleH SAHOKPATHO AHEBHO NMPWIOKEHHE ¢ O0MUAMHN AHEBHH JO3H PAMHIIPHII C€ IOCTUIaT
OKOJIO YETBBPTHS JEH OT JIGUEHHETO.,

Pasnpedenenue:
CBBP3BaHETO HA PaMUIIPHII CbC CepYMHHTE OENTHIH € 0koo 73%, a TOBA Ha pAMHMIIPIIIAT — OKOJNO 56%.

Buompancgopmayun:
PaMunpun no4ry HanbJHO ce MeTaboNH3INpa A0 PAMHNIPHIAT M IO AUKETONHIIEPA3ZHHOBHA €CTep,
- NMKETOITHIIEPA3HHOBATA KHCE/IMHA H INIIOKYPOHHIHTE HA pAMHIIPUIL M PAMHITPHJIAT.

Erumunupane:
Exckpenusara Ha MeTabONHTHTE € OCHOBHO Tpe3 OBOperuTe.

IlnasMeHHTE KOHLIEHTPALIMH Ha PaMUNIPWIAT ce NoHIkaBaT nonudasHo, [lopagn MolHOTO My,
HacHlaemMo cpbp3Bane ¢ ACE u 6aBHaTa aucoLManis OT eH3MMa PAMHIIPHIAT NOKA3Ba YABKEHA
TEpMHHATHA (a3a Ha eTMMMHHpaHE PH MHOT'O HHCKH TUIa3MeHH KOHUCHTPALHH.

Cnel MHOTOKPATHO NMPUIOKEHHE HA €AHOKPATHH AHEBHH JO3H PAMHIPHN eheKTHBHHAT [TOIY)KMBOT Ha
KOHLEHTpalMHuTe HA paMunpuwiat € 13-17 vaca 3a posure ot 5-10 mg U No-ABITBr 3a NO-HUCKUTE HO3H OT
1,25-2,5 mg. Ta3u paz/ivka € CBBp3aHa ¢ HACHLIAEMH Kanal|TeT Ha €H3HMA Jia CBHP3Ba PaMMITPUNAT.

EnHokpaTHa nepopaiHa 103a paAMHIIPHI BOAH JO HEOTKPHBAEMO HHBO HA PAMHITIPHJT H HAa HETOBHS
meTabonur B KbpMara. He e m3pecteH obaue epekTHT Ha MHOTOKPATHHTE HO3H.

TMaunenty ¢ 666peuno yBpexaane (Bx. Touka 4.2): 6p0peuHaTa eKCKpelns Ha paMUIIPUIAT € NOHMKEHA
NPH NALHEHTH ¢ yBpeneHa 6r0peuna pyHkunsa H 6B0peuHHAT KITHPBHC HA PAMUIIPUIAT €
NPONIOPLIHOHANICH Ha KPEATHHUHOBUS KIHpBHC, TOBa BoAy 0 MOBUILISHH MJIA3MEHHU KOHLIEHTPALIMK Ha
PaAMHUIIPHAAT, KOUTO ¢ MOHHKABAT No-0aBHO, OTKOAKOTO IIPH NALMEHTH ¢ HOpMalTHA 0BDpeyna pyHKIuA.

[NTatmenTu ¢ YepHOAPOOHO yBpekAaHe (BXK. TOUKA 4.2): NpH MALIHEHTHTE C yBpeAeHa YepHOApobHa
(YHKIMA MeTaboNM3MbT Ha paMUNPHTI KO pAMHTIPUNAT € 3a0aBeH Nopajy MOHWKEHATA aKTUBHOCT Ha

4YePHOAPOOHUTE eCTepA3H H TUIa3MEHHTE HHBA Ha PAMMIIPHJI NIPH T€3H NMALHEeHTH ca ynenmeHH i ‘* )
[TMKOBUTE KOHLIEHTpPALMH HA paMUNIPH/IAT NPH TE3M NALMEHTH o0ade He ce pasnuyaBat 01‘ I‘ESH-, . L}m
HaOIII0NaBaHV NPH HAUKMEHTH ¢ HOPMAJIHA YePHOAPoOHa (PyHKLMA. P T R
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5.3 Hpeaxnun4ynH JaHHH 32 Ge30MACHOCT
He ca nposexaanH HEKNMHHHYHA H3CIEABAHHS 3a 6e30MacHOCT ¢ AKTHBHUTE BEINECTBA B KOMOWHALMA.

Ayemuncaruyunosqa xuceauna

[IpeprnuHUMHUAT POGHA Ha Ge30NACHOCT HA ALETHICANMIIMIOBATA KHCEnuHa ¢ JoOpe HOKYMEHTHpPaH.
IIpy NpoyYBaHHAT2 BEPXY KHBOTHH HE € JIOKa3aHO CATHIIANATHTE A4 MPUYHHABAT KAKBOTO M /4 €
OPTaHHO YBPEXKAAHE C H3KIIOUEHHE Ha YBpexk/laHe Ha Ob0peliuTe PEB BHCOKH JJO3H.

ALETHICATHUMITOBATA KHCENMHA € IIHPOKO MPOYYBAHA in Vilro H in vivo 3a BE3MOXHH MYTATeHHH edeKTH.
B3eTi 3aeiH0 pe3yATaTHTE HE NOKA3BAT HUKAKBO CHMHEHHE 32 MyTareHHH edekTd. ChIOTO ce OTHACH H
3a MPOYYBAHHATA, H3CTEABAIIN BE3MOKHOCTTA 34 HAKAKBY KAHLIEPOr€HHH €(IeKTH.

[Ipy npoy4yBaHHATA BBPXY KHEOTHH TEpaTOreHH ePeKTH Ha CATHIHIATHTE C€ CHOBIIABAT TIPH HAKOJIKO
Ouonornyny BuAa. ONMcaHH ca HapyIIeHa UMINaHTaIH, eMOpHo- H QeTOTOKCHYHH eeKTH U HapyleHa
cnIoCOOHOCT 32 3ayaBaHe NPH NPEHATAIHO EKCITO3UPAHOTO MOKOJICHHE.

Amopeacmamun

ATOPBACTATHH € HETATHBEH 34 MYTarcHeH M KJIACTOrEHEH ITOTeHLIMaA cnopea Habop ot 4 in vitro Tecran 1
in vivo WacneaBane. ATOpBaCTATHH He CE OKa3Ba KaHHLEPOreHEeH MPH IUTbX0OBE, HO BHCOKHTE AO3H MPH
MHIITKH (Boaewu Ao 6-11 nwrr no-romama AUC 0-24 yaca oT JocTuraHara MpH XOpa ¢ Hakl-BHCOKATA
NpenopbhYBaHA 103a) NOKA3BAT XENATOLETYNApHH aIEeHOMH TIPA MBKKHTE HBOTHH H XeNaTOLSTYIapHH
KApLUMHOMH MPH )XEHCKHUTE )KHBOTHH.

MimMa naHHH OT excIIepHMEHTANHUTE NTPOY4BAaHAA BHPXY KHBOTHH, e HMG-CoA penykra3HuTe
MHXHOHTOPH MOTAT Ja MOBJIHAAT Pa3BHTHETO HA eMOpHoHKTE H (erycHTe. [IpH nbxose, 3aiiliy H Kydera
aTOpBACTaTHH HAMA HHKAKELB e(PeKT BEpXY (epTHIINTETa H HE € TePaToreHeH, HO NPHU TOKCHYHH 32

- Ma#KHMTe JI034 ce Habmonara (eTalHa TOKCHYHOCT IpH ILTBXOBE U 3aiiy. PA3BHTHETO HA TUTHLIETO
TIOKONEHHE € 3a0aBEeHO, a NOCT-HATAHATA NPEKHBASMOCT € [TOHIDKEHA MO BPEME Ha eKCIIO3HLIUATA Ha
MaHKHTE Ha BHCOKH J03U artopsacTaTH. [IpH rurbxoBere HMa J0Ka3aTENCTRA 34 IUIALICGHTAPEH TpaHcdep.
ITpu nibXoBReTE IIa3MEHKTE KOHLIEHTpAllUM HAa ATOPBACTATHH Ca CXOJHM ¢ TE3H B kbpMara. He e
M3BECTHO JQJIA ATOPBACTATHH W HEFOBHTE META0OJIUTH Ce eKCKPETHPAT B YOBEHIKATA KBPMA.

Pamunpun

Hoka3aHo e, ye nepopaTHOTO NPHICKEHUE Ha PAMUNPHII HE BOJH A0 OCTPa TOKCHYHOCT NIPH FPH3AYH M
KyueTa. I IpoeeaenH ca npoyyuBaKus, BKIIOYBAIIM XPOHHYHO IEPOPATHO MPIIOKEHHE, MPH IUTHXOBE,
Ky4yeTa H MaiMyHH. OTKPHBAT ce [IPOMeHH B IUIA3MEHHUTES €CKTPOJIMTH H NPOMEHH B KPLBHATA KapTHHA
npu 3 GUoNoruuHa BHAA.

Kato u3pa3 Ha GapMakOAHHAMHYHOTO JeficTBHE Ha paMHIpHI e 3abena3Ba H3pa3eHo yrojleMsaBaHe Ha
IOKCTArNTOMEPYNapHUS anapar IpM KyueTa H MaiiMyHu oT aHeBHH A03M oT 250 mg/kg/nen. IInnxosere,
Ky4JeTaTra H MaHMYHHTE TOJIEpUpAT AHEBHH JO3H OT CBOTBETHO 2, 2,5 u 8 mg/kg/nen Ge3 yBpexaamm
edexru. Habmopapa ce HeoOpaTuMoO yBpexxaaHe Ha 6b0penuTe Ha MIaaH TUTBXOBE, TIOXYYHITH
€AHOKPATHA AC3a PAMHIIPHIL.

[IpoyuBaHUATa 3a PENPOAYKTHBHA TOKCHHMHOCT [IPH TUTBEXOBE, 3aiilii 1 MAHMYHH He NMOKAa3BaT KAKBUTO U
Jia € TEPaTOTEHHH CBOHCTBA. DEePTUIHTETET HE € YBPEASH HUTO NMPH MBXKKH, HHTO NPH KEHCKH IUTEXOBE.
[IpunnoxxeHUeTo Ha PAMHIIPII Ha JKEHCKH TUTEXOBE MO BpeMe Ha (eraTHua NEPHOA U JIAKTALMATA BOAU A0
Heobparumo 61Opeuno yepexaaHe (unarauus Ha 6s6peyHOTO JlereHue) y TIOKOJIEHHETO B ,uHemaH Ao3d
ot 50 mg/kg TenecHO Teryno WK NO-BHCOKH. et
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HInpokoTo H3icneaBaHe 3a MyTar€HHOCT, U31I03BAIN0 HAKOJKO TECT CHCTEMH, HE liolcasa’a, g pauﬂﬁpml;
NPUTEXKABA MyTar¢HHH HWIH FT¢HOTOKCHYHH CBOMCTBA. JbATOCPOUHUTE npquaamqsf 34 RﬂHHﬁpO]‘&HHG&‘

MpH MHLIKH H TUTbXOBE HE AABAT JOKA3ATE/ICTBA 32 KAHIEPOreHeH eeKT. I o
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6. ®APMALEBTHUYHH JIAHHU

6.1 ChnHcbK HAa TOMOIHHTE BelEeCcTBA

Cvpyesuna

MukpokpucTanHa uenysosa

Tank

HarpueB HuiuecTeH riukonar (Tum A)
Jlakro3a MOHOXHMIpaT
[IpexenaTMHU3UpaHO LIAPEBUYHO HULIECTE
Kanuues kapboHar
XHAPOKCHUITPOINWIILIENTYJI03a
[Tonucopbar 80

KpocnosuioH (Tum A)

Konounex 6e3BoaeH CHIMLIMER JUOKCH/
Marue3ues creapat

Xunpomesnosa

Harpues creapundymapar

Duamoso noxpumue
[TonuBuHUIOB ankoxon
Turanor auokcuna (E171)
Tanxk

JleunTHH (coeB)

KcanraHoBa ryma
XHrpoMmeos3a

Tpuerun uurpar

[loBuaoH

Kbt xkenesen okeua (E172)
YepaeH xenesen okeun (E172)

Cvemas na kancyanama ob68ueka
XKenarun

Turanos nuokcun (E 171)

Xoar xeneszex okeup (E172)
Yepaen xkeneseH okcun (E172)
[lennax

Yepen xkenesen okcun (E172)
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6.2 HecbBMecTHMOCTH
Henpunoxumo.
6.3 Cpox na rogaocrt

2 rOAUHHU
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6.4 Crneuuaanm ycJIOBHSI HA CbXpPaHeHHe

To3u niekapcTBEH NPOIYKT HE M3MCKBA CMIELMATHH YC/IOBUS HA ChbXPaHEHHE.
6.5 Buamn cbabpiKaHHe HA ONAKOBKATA

baucrep (OPA/AVPVC/Al): 7, 14, 28, 56, 84 vnu 98 TRBpaM Kancy/u B KyTHS.
He BcHuYKHM BH0BE ONMakOBKHM Morar Ja ObaaT mycHaTH B npojaxoa.

6.6 CrennanHu npeANasHH MEPKH NPH H3XBBLPJIAHe U pabora

Hsama crierquaiHi U3UCKBaHUA.,

7.  IIPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Ferrer Internacional, S.A.
Gran Via Carlos 111, 94
08028 Barcelona
HUCITAHUA

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Tpunomua 100 mg/40 mg/10 mg TBBbpAM Kancy/iu
Per. Ne 20170086

9. JAATA HA ITBbPBO PABPEIIABAHE/ITOJJHOBSIBAHE HA PABPEIIEHUETO 3A

YIIOTPEBA

JlaTa Ha bpBO paspeluaBaHe:

21 despyapu 2017 .
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JlaTta Ha nocneHO NOHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

06/2018
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