KPATKA XAPAKTEPUCTHKA HA ITPOJIYKTA



1. AME HA JIEKAPCTBEHMSA OPOAYKT

Heocapa-Ko 20 mg/12,5 mg dbunmupanu rabnerku
Neosara-Co 20 mg/12,5 mg film-coated tablets

Heocapa-Ko 40 mg/12,5 mg dunmupanu Tabnetky
Neosara-Co 40 mg/12,5 mg film-coated tablets

2. KAYECTBEH 1 KOJIMYECTBEH ChCTAB

Beska ¢punmupana tabnerka Heocapa-Ko 20 mg/12,5 mg cbaspka 20 mg onMecapTaH MEJOKCOMUI
(olmesartan medoxomil) v 12,5 mg xunpoxnoporuasun (hydrochlorothiazide).

Beska dunmupana tabnerka Heocapa-Ko 40 mg/12,5 mg chabnpxa 40 mg oamecapTan MEAOKCOMMI
(olmesartan medoxomil) n 12,5 mg xuapoxnopotuasua (hydrochlorothiazide).

IToMouHK BewecTBa ¢ U3BECTHO ACHCTBHE:
Beska punmupana tabnerka Heocapa-Ko 20 mg/12,5 mg cuaspxka 131,204 mg 1akro3a MOHOXHAPAT.

Beska punmupana tabnerka Heocapa-Ko 40 mg/12,5 mg cuaspska 274,908 mg nakTo3a MOHOXHIpAT.

3a ITBJIHHA CNIUCHK Ha NMOMOLIHHTE BellecTBa BHKTe Touka 6.1.
3. JEKAPCTBEHA ©OPMA

Ounmupana rabneTka.
Heocapa-Ko 20 mg/12,5 mg: XKwara no Gaeaoopanxkesa, Kpbrjia, JBOHHOHM3NBKHANA (HIMHpaHa
tabyeTka, riaaka OT ABETE CTPAHMU.

Heocapa-Ko 40 mg/12,5 mg: )Kenropososa 10 po3osa, eNHIICOBHIHA, JBOHHOM3ITEKHAIA PUIMHUpaHa
rabneTka, M1ajKa OT ABETE CTPaHM.

4. KINHHYHHA JAHHU

4.1 TepaneBTHYHH NOKAZANUS

JleweHune na eceHUManHa XHUNISPTOHUS .

Heocapa-Ko e nokazan npy nauseHTH, Y4eTO apTEPHAIIHO HAIATAHE HE C& KOHTPOJHMPa ONTHMAIHO ¢
MOHOTEpANUA 0JIMecapTaH MEIOKCOMHMIIL.

4.2 /10o3MpoBKa B HAYHH HA NPHJIOKEHHC

Jlo3upoBka

Bov3pacmnu

IIpenopwusanata noza Heocapa-Ko e eqna rabneTka qHEBHO.

Heocapa-Ko 20 mg /12,5 mg d¢unmupanu tabimeTku ce npuinara npu NALMEHTH, NPH KOHTO
MOHOTepanuATa ¢ 20 mg o/NMecapTaH MEIOKCOMWII HE € AOGBEeNa A0 ONTUMANeH KOHTPOA Ha
ApTEPHANHOTO HalAraHe.,

Heocapa-Ko 20 mg/12,5 mg:

Koraro e knH1uHo 06ycnoBeHo, Moxe 1a ce MMa INPeABUIL AMPEKTHO IPEMHHABAHE
¢ 20 mg onmecapran MegokcoMusl kbM Heocapa-Ko. AntHxuneprenausHus ede
MEIOKCOMHIT JOCTHra CBOS MAKCHMYM OKOJIO 8 Ce/IMMIM CJISA HAaYaJlOTO Ha JICHEHHETE (
Ilpenopbusa ce THTpHpaHe HAa JO3UTE HA OTAETHHTE KOMIIOHEHTH.



Heocapa-Ko 20 mg /12,5 mg mMoxe aa ce npuiara npu NAUMEHTH, YAETO APTEPHAITHO HANHIAHE HE €
ONTHMAJIHO KOHTPOJIMPAaHO ¢ MOHOTepanHs ¢ 20 mg onMecapTaH MEJIOKCOMHII.

Heocapa-Ko 40 mg/12,5 mg:

Ilpenopwusanara no3a Heocapa-Ko 40 mg/12,5 mg e eana TabieTka AHERHO.

Heocapa-Ko 40 mg /12,5 mg ¢uamupann TabieTkn ce npuiara nNpy NauveHTH, YHETO apTEePHATHO
HAJIATaHE HE € KOHTPOJIMPAHO OOTUMATHO OT MOHOTEpanud C 40 mg onAMecapTaH MeNOKCOMUT.

3a yn00CTBO, NALIMEHTHTE NPUEMALITH OJIMECAPTAH MEJOKCOMHIT H XHIPOXJIOPOTUA3KA noj hopMmara Ha
OTACAHH TabieKu MoXke Aa IPpeMUHAT kbM Jiedenue ¢ Heocapa-Ko 40 mg /12,5 mg.

Heocapa-Ko ce npuemMa BeHbx JHEBHO ChC WK 6€3 Xpana.

Iauuenmu ¢ cmapuecka ev3pacm (1ao 65 200unu)
He e HeoOXonMMo kopurupaHe Ha [03aTa Npu NalMEHTH B crapyecka BbipacT. Heobxoaumo e
CTPUKTHO MOHHTOPHPAHE HAa apTEePHAITHOTO HaNIATaHe,

BvOpeuno yepescoane

Korato Heocapa-Ko 20 mg/12,5 mg ce u3snon3pa NpH NaUMEHTH ¢ JIEKO [0 yMepeHo OBbOpedHO
YEpEKAAHE (KpeaTHHHUHOB KanpbHe oT 30-60 mi/min) ce npenopbusa nepyoaANYHO NpoCNeAsBaHE Ha
OLOpeunara pyHkums (BK. Touka 4.4),

Heocapa-Ko 20 mg/12,5 mg e npoTuronokaszaH npy nauMeHTH ¢ Texko ObOpedHO yBpexxaaHe
(kpeaTHHHHOB KIHPLHC < 30 ml/min) (Bx. Touka 4.3).

MakcumanHaTa [03a Ha ONMecapTaH ME/IOKCOMMI MpM MAaUHEeHTH C JIeKo A0 yMmepeHo OBOpevHo
yBpex/ane (KpeaTinrnHoB KMpbHC oT 30-60 ml/min) ¢ 20 mg BeaHbX AHEBHO, NOPaAH OrpaHHICHHAT
ONMHUT C NMO-BHCOKH JO3HPOBKM MMPH Ta3d Ipyna NalMEHTH, KATC CE Npenopbh4Ba NpOoBeXKAaHe Ha
NEPUOJHYHN KOHTPOTHY HPErIIe/IM.

Ilopanu toBa ynortpebara Ha Heocapa-Ko 40 mg /12,5 mg € npoTHBONOKa3aHa BbB BCHYKH CT&IHUH Ha
01LOpeuHo yBpexaaHe (Bk Touka 4.3, 4.4, 5.2).

Yeprodpobro yspearcoare

Heocapa-Ko 20mg/12,5 mg Mosxe aa ce M3MON3Ba NpeAnas/iMBO MPH NAaLMEHTH ¢ JIEKO A0 YMEpPEHO
TEKKO YEPHOAPOOHO yBpexkaaHe (Bx, Touku 4.4 1 5.2).

Heocapa-Ko 40mg/12,5 mg moxe 11a ce M3nonssa npeanasivso nNpy NauyeHTH ¢ JIEKO YepHOAPOOHO
yBpex/aHe (Bx. Toukn 4.4 u 5.2).

Hpu mnanmenty ¢ qepHOAPOOHO yBpEXJaHe, KOMTO [PHEMAT [JHYPETHK W/HIW  JApYru
AHTUXHIIEPTEH3HWBHU JICKAPCTBA C€ TMPEeNnopbyYBa BHMMATEAHO MNPOCHEAIBaHE HA AapTEPHANTHOTO
Hajisrane ¥ OuOpeunaTa GyHkUNS.

Ilpy maumeHTH ¢ yMepeHO TEXKO uepHOAPOGHO yBpexkaaHe ce Npenopbusa HavanHa aosza oT 10 mg
OJMecapTaH MEAOKCOMMII BEJHBK JHEBHO, 4 MAKCHMAaTHATA /1033 He TpsOBa Ja Haapviuaea 20 mg
BeaAHDX AHEeBHO. Hama maHun za ynm"peﬁa'ra Ha oJMecapraH MCAOKCOMMJ MPH NMAIMCHTU C© TCKKO
HepPHOJAPOOHO YBpeXaaHe.

Heocapa-Ko 20 mg/12,5 mg He TpsGra A2 ce M3non3sa NpH NMALHMEHTH ¢ TEKKO 4YEPHOAPOOHO
yBpexJare (Bx. To4kH 4.3 U 5.2), ¢ xonecrasza v GunnapHa o0cTpykums (Bx. Touka 4.3), Heocapa-Ko
40 mg/12,5 mg ve TpabBa Aa ce H3NCA3BA NPH NALIMEHTH ¢ YMEPEHO W TEKKO HepHOAPOGHO yBpEkAaHE
(Bx. ToukH 4.3 ¥ 5.2), ¢ xonecTasa W SunuapHa obcTpykuus (Bx. Touka 4.3).

Heouampuuna nonynauus
besonacHocTTa K epuxacHoctTa Ha Heocapa-Ko npu ieua u 1onomm noz 18 roanHu He ©
Hsima HayIMUHHY naHHW.




Hauun Ha npunoxenue

llepopanno npuIoxkeHue.

Tabnerxara TpabBa za ce norneia ¢ JAOCTATLYHO KOJWYECTBO TEYHOCT (HaANpHUMep ¢ 4Yalia BOAa).
Tabnerkara He Tpa6Ba f1a ce ABBue ¥ TPAOBa Ja ce NPHEeMa Mo €HO H ChIUO BPEME Ha JCHOHOILMETO.
Heocapa-Ko ce npuema seiHb# JHEBHO, CbC HAK Ges xpaHa.

4.3 Ilporuponokazanns

- CBpPBXYYBCTBHTETHOCT XbM AKTHBHHTE BELIECTBA, KbM HAKOE OT NOMOIUHMTE BELIECTBa,
H30poeHH B TOYKA 6.1 N1 KbM JpyrH BEILIECTRA, MPOH3BO/AHHK HA CYIHOHAMUANTE (XMAPOXIOPOTHA3H
€ aKTHBHO BEUIECTBO, INPOU3BOLHO HAa CYJIQOHAMMINTE);

- Heocapa-Ko 20 mg/12,5 mg e nporueonokaszan npu Texko ObOpeuHo yBpexkaaHe
(kpeaTHHHHOB KIMpBHC < 30 ml/min);

- Heocapa-Ko 40 mg/12,5 mg e npoTueonokazaH BbB BCHUYKH CTaJIMH Ha OBOpEeYHO yBpeKIaHe
(BkK. Touka 4.4, 5.2);

- PedpakrepHa xunokanuemus, XHINEPKAIIMEMHs, XHIIOHATPUEMHS M CHMITOMATHYHA
XHOEPYPUKEMHS;

- Heocapa-Ko 20 mg/12,5 mg € npoTHBONOKazaH NPH TEKKO HESPHOAPOOHO YBpeKIaHe,
XO0/ecTa3a W HapyHIeHHs npoThyauy ¢ OwiHapra obcTpyKUKS,

- Heocapa-Ko 40 mg/l12,5 mg e npoTruponokasaH npd YMEpPEHO M TEKKO HEPHOAPOOHO
YBpEKAAHE, X0JISCTasa U HapyLUEeHH NMPOTHYALIHU ¢ OHinapHa oOCTpyKLMS;

- Bropu u TpeTn TpuMecThp ot OpeMeHHocTTa (BXK. ToukH 4.4 1 4.6);

- Ennospemennara ynorpeGa Ha Heocapa-Ko ¢ anvcKHpeH-ChIbpKALIH I[IPOLYKTH €
MPOTHBOMOKA3aHa NPH MalKeHTH cbC 3axapeH auaber unu Onbpeuno yepexnaHe (GFR < 60
ml/min/1,73 m?) (Bx. Touxn 4.5 u 5.1).

4.4 Cnenma)ny npeaynpesRxeHns H NPeInasnn MepKy npy ynorpeba

HamaneH BbTpechLaoB obem

[Ipn naumeHTH ¢ XHUNOBOJAEMHMS H/HIM XHUMOHATPHEMHKS BCJICACTBUEC HA arpeCHBHa AHYPCTHYHA
Tepanus, OeAHA HA COJI IMETa, AMapHs KiH NOBPLILAHE, MOXE 14 HACTHIM CUMIITOMATHYHA XUNOTOHKS,
0cobEHO cre/l MpHEM Ha ThpPRATA JI034. IIpenopryea ce sieueHHe Ha TORA CHCTOAHME, NPEaU Aa ObAe
HasHaveHa Ttepanus ¢ Heocapa-Ko unM CTpUKTHO MeauuuHCKO HAOIOAEHWE npH 3aM04YBaHe Ha
JICYEHHETO.

Hpyry CuCTOSHMS, NOBNMABALIM PEHUH-AHTHOTEHIHH-AIZIOCTEPOHOBATA CHETEMA

[pu ranmenTH, IIPH KOUTO CHLAOBHA TOHYC K 6L6peuHara GyHKUHUA 3aBUCAT NPEAHMHO OT AKTHBHOCTTA
Ha PEHHH-aHIHOTEH3INH-ANIAOCTEPOHOBATA CUCTEMA (HANPUMEp NALKMEHTH C TEXKKA 3aCTOHHA Chp/IEUHa
HEIOCTATHEYHOCT WM C npupyxaBailo 6b0peuHo 3abonsgpane, BKTIOYUTENHO cTeHo3a Ha Ob0peyHaTa
apTepus), ICUEHUETO C APYTH NEKAPCTBEHU TIPOAYKTH, KOKTO NIOBAMABAT TA3M CUCTEMA € CEBP3AHO C
OCTPa XUINOTOHHS, A30TEMHS, OJIUTYPUA WK B peaKH cinydan octpa OpbpedHa HeJOCTaThYHOCT.

ABoHHO QiokHMpaHe Ha peHMH-aHIrHoTEH3MH-anocTepoHoBaTa cuctema (PAAC)
Mma nannu, ve eanospemennara ynotpeba na ACE uuxuburopu, anrnoredsdu |l-peuentopru
OJIOKepH MM WINCKHPEH HOBUINABA PHCKA OT XWAOTOHMA, XHIEPKAIMEMHS M HaMaJsBaHe Ha
ObOpeunata GyHkuua (BkmouutenHo ocTpa 6mOpewna HepoctaThuHocT). [lopaam Tosa He ce
npernopbyuBa NBCHHO Oyokmpane Ha PAAC upes kombunupanata yrnorpeba na ACE nHxuburops,
aHrnoTeHsHH [l-pelienrropumn Gnokeps Wiy anuckupen (Bx. Touxu 4.5 W 5.1).

AKO ce MpeugHH, Ye TepanusgTa ¢ Asolino Osoxupane e aGcomonio neobxoauma, Tosa TpLO
CaMO NojA Hab/OAEHHETO HA CIELMATHCT M IIPH Y4€CTO BHUMATENIHO MOHWTOpPUpPaH
(QyHKILMA, eNEeKTPOSIMTHTE H KPBLBHOTO HAJIATAHE.

ACE unxuburopn ¥ anrorensut Il-peuentophu Giaokepy He TpaOBa a ce KH3IIo
NMpH NaUMEHTH ¢ anabeTHa HedponaTus.




Peniorazantia XUNepToHuY

IIpy naumenTu ¢ AByCTpaHHa cTeHo3a Ha 6LOpeuHUTe aprepuH WM cTeHo3a Ha GbOpedHaTa apTepus
H2 €IMHCTBEH PyHKUHOHHpaL 6BOpeK NPHIIOKEHUETO Ha JIEKAPCTBCHH NPOJYKTH, KOMTO IMORJIHSBAT
PE€HHH-aHTHOTEH3MH-AJIA0CTEPOHORATA CHCTEMA, NOBHILARA PUCKA OT TEXKa XHMIOTOHHA H OBOpeuHa
HEIOCTATBYHOCT.

brOpeuno yepexgane u OLOpeyHa TpaHCILIaHTAlMS

Heocapa-Ko 20 mg/12,5 mg He rpsa6ea A2 ce u3n0on3Ba Npu NAMEHTH ¢ TexXKO H1OpetHo yRpexaaHe
(kpeaTHHMHOB KIMPBHC < 30 ml/mm) (Bx. Touka 4.3). Tlpy natMEHTH ¢ NIEKO JIO YMEPEHO TEKKO
OBOpeuHo yBpexaaHe (KpeaTHHMHOB KIHPBHE 2> 30 ml/min, <60 ml/min) He ce Hanara aganTHpaHe Ha
Ao3upoBkaTa. Bee nak npu taxmea nauMeHTd Heocapa-Ko TpabBa ga ce npujara npeanasimBo | ce
Npenopb4YBa NEPUOAUHEH MOHUTOPHHI HA CEPYMHHMA KaJivid, KpeaTHHHH M INMHKOYHAa KHCETHHa.
Cebp3aHaTa ¢ THa3HAHH IUYPETHUIIH a30TEMHS MOKE /1a C€ NMOABH MPH MAlHEHTH ¢ HapyllleHa 6b0peyHa
byHkums, Ilpy HacTenBaHe Ha nporpecHpaumo GuOpeuHO YyBpeXaaHe € HeoDXOAMMa BHHMATENHA
NpEOLIEHKA Ha TEPAIHATA, KATO C& B2eME NPEABHA CIIMpaHe Ha NEYCHUETO ¢ AUYPETHUM. YrioTpebaTa
Ha Heocapa-Ko 40 mg /12,5 mg ¢ npoTtHBonokaszana Bbs BCHUKY CTaAMH Ha OBOpeTHO YBpEKIaHe (BXK.
To4Ka 4.3). -

Hama onmut oT nprioxeHHeTo Ha oMEcapTaH MEeAOKCOMWI/XUAPOXIOPOTHASHI TIPH NALHEHTH ChC
CKopoiltHa OsOpevHa TpaHCIINaHTalns,

Yepuoapobuo yepesknane

Hama onur ot ynorpebara Ha osimecapraH MeAOKCOMW IPU MNAlMEHTH C TEXKO YBpeJeHa
yepHOAPOOHA dyHKUHMA. OCBEH TOBA, HEHAUMTENRHM NPOMEHM EbB BOAHO-CACKTPONUTHHA Ganane no
BpEME Ha Tepanus ¢ THAIWIHHU JUYPETHLIM MOXE Ja YCKOPY Pa3BHUTHETO Ha YepHOAPOOHA KOMa INpH
NMALHUEHTH C yBpeieHa YepHoApobHa dyHKLMA WK nporpecupalno yepHoapobHo sabonsasane. [lopaan
TOBA NPHA NALMCHTH € JICKO JI0 YMepeHO 4epHOAPOOHO yRpeaaHe € HeOOX0AMMO NOBHIIEHO BHHMAHHE
(BK. TOUKa 4.2).

Ynorpebara Ha Heocapa-Ko 20 mg/12,5 mg npH naumeHTH ¢ TEXKO uepHOAPOOHO YBpEXAaHe,
X0JIeCTasa Uiy OwinapHa oOCTpYKuUHMs € NpoTHBonokaisaHa (Bxk. Todku 4.3 u 5.2). ¥Ynorpebara Ha
Heocapa-Ko 40 mg/12,5 mg npu naunenTy ¢ yMepeiio U TexxKo 4yepHoApoGHO YyBpEX/IaHe, X0NecTasa
UK OnnMapHa oGCTPYKLKA € MpoTUBONnOKasaHa (Bx. ToukH 4.3 u 5.2).

Heocapa-Ko 40 mg/12,5mg mMoxe na ce U3MoJi3Ba npeanasnBo NMpH IMALMEHTH ¢ JIEKO YepHOIPOGHO
yBpexaaHe (Bx. Touka 4.2).

(TeHo3a Ha dOpTHa U MUIpajiHa Knana, OﬁCTQ}fI{THBHa XHHEQTQDQ}H‘-IHB. KapAHWOMHOIIATHA

Kakro W 3a ocTaHaJIMTE BAa3OWIATATOPH, NPH TIALIMEHTH ChC CTEHO3d HA A0PTHATA WM MWTpajlHATa
KJiana, Hny o6CTPYKTHBHA XHNepTpoduvHa KapauomuonaTd, nipyem Ha Heocapa-Ko ce npenopnusa
CJie/l BHUMATENHA OUSHKA.,

[[bpBHYEH XHIEPAIOCTEPOHHILM

[TauuenTHTe ¢ MBPBHYMEH XHOEPAIOCTEPOHHU3LM OOUKHOBEHO HE C€ MOBAMABAT OT TEpamus ¢
AHTHXHTICPTCH3WBHH CPCACTBA, KOMTO AEHCTBAT YPe3 HHXUOHPAHE Ha PpEHUH-aHIMOTEH3UH-ANA0CTEPOH
cucrema. [lopann Tosa ynorpebara Ha Heocapa-Ko npu Takusa naiyeHTH He € IpernopbyBa.

MeTaboautny 1 eHaoKpMHHY eheKTH

Tepanusara ¢ THasHAHH AVYPETHUM MOXKE A4 Hapylly rHoOKO3HHMA TojepaHc. IIpH MalMEHTH cbe
3axapeH auaber MOXE Aa C€ HajoXH alalTHpaHe Ha JO3WTE Ha HHCY/IHHA WNH Ha NEPOpaTHHTE
aHTHAHaOeTHH cpejcTsa (BXx. Touka 4.5). JlaTented 3axapen aAvaber Moke aa cTaHe MaHWdecTeH B
X0/1a Ha JIEYECHUE C THA3WJIH.

CBBP3aHH C NprieMa Ha THA3WIHU MYPETHIM Ca HEXKENAWH peakliM KaTo NOBUIIaRaH
Ha XONeCTEpONa MU HA TPHTIMLEPHANTE B KPLBTA.




Ilpy HAKOM MALMEHTH, KOUTO MPUEMAT THA3ZHAHKN ARYPETHLIM MOXKE 1A CE NOABH XUIEPYPHUKEMHS WK
J1a C€ BJIOUIX ChIECTBYBAllA [OAArpa.

EnekTponures aucbhanaHe
KakTo npu BCUUKH MaIHEHTU, KOUTO NMPOBEXJAT JICUEHHE ¢ AUYPETHLIM, MPe3 MOAXOAAIH MHTEPBAIH

TpHGBa Aa CC OCBLUICCTBABA MECPHOAHYHO OIIPCACTAHE HA CTOWHOCTHTE Ha CCPYMHHTE CIICKTPOITHUTH.

Trasuaute, BKIIOYKTENHO XUAPOXJIOPOTHA3HA MOKE Aa AOBEAAT A0 jucBGanaHc Ha TEHHOCTHTE M
€NICKTPOJIUTUTE (BKMIOYMTEJIHO XMIOKATHEMMS, XHIOHATPHEMUS M XMIOXJIOpPEMHYHA aJKanosa).
Hpe,uynpeﬂuTeﬂHHTe CHMITTOMMH Ha ﬂHCﬁﬂﬂ&HCﬂ Ha TEYHOCTHTC H CIICKTPOJIMUTUTC Ca CyX0Ta B yCTaTa,
Kakna, cnabocT, neraprus, ChHIMBOCT, 0E3MOKONCTBO, MYCKYJIHH GONMKH MM KpaMITH, MYCKYJTHa
C1abocT, XHUMOTOHHUA, ONUFYPHA, TaXWUKAPAHA H CTOMALIHO-YPEBHH HAPYIUEHHSA KaTo FajeHe HITH
NoBpblIaHe (BXK. Touka 4.8).

PUCKBT OT XMIIOKATHEMUA € HAK-roJisM MpPH NALKMCHTHTE ¢ YePHOAPOOHA LMpOo3a, MPH MallMeHTH,
NOJNOKEHY HAa JNEHCHHE ¢ OpHMKOBH AHYPETHLM, NPH MNAUHEHTH € HEAOCTAaTLYEeH TIPHEM Ha
SJICKTPOJIMTH H NALMEHTH Ha CHITHTCTBALIA Tepanus ¢ xoptrkocTepouau WM AKTX (Bxk. Touka 4.5).

Ot apyra cTpaHa, Nopajd aHTAaroH®3Ma, KOWTO OJIMecapraH MEIOKCOMMII, BJIM3all B ChCTaBa Ha
Heocapa-Ko ynpaxnssa Bbpxy aHruoreHsun Il peuentopure (AT)|), Moxe jaa ce HOABHM
XHFICPKATHEMHMA, 0COOEHO NpH ChIECTBYBAIO OLOpeHO YBpeXAaHe W/HK ChpleYHa HEOCTATEYHOCT
u 3axapen auaber. [Ipenopeusa ce CTPHKTHO APOCHEASBAHE HA CCPYMHHS KAIH IPH H3N0KEHHTE Ha
PHCK NAaLMEHTH.

EAHOBPEMEHHOTO MPHAOKEHHE HA KANMA-CHXPAHABAIMTE JAMYPETHHM, KaNuii Chabpxallld 100aBKH
MM KaNUA-CBAbPKAIUNTE 3aMECTUTENM HA CONTA W APYrH NEeKapCTBEHH NPOAYKTH, KOMTO MOXeE Ja
MOBUINAT CEPYMHHUTE HMBA Kaaui (Hanp. xenapuH) ¢ Heocapa-Ko, Tpda0Ba na ¢rtaBa npH AOOBHIHEHO
BHHMaHMe (BX. To4Ka 4.5).

Jluncear OKAa3aTENCTBRA, Ye OMecapTaH MEAOKCOMEN MOKE Jla HAMAJIU WJIH [IPSAOTBPATH Pa3BHTHETO
Ha AHYPCTHK-MHIYHPAHATa XUIIOHATPHEMHKS. Je@ULHTHT Ha XJIOpHIH OOMKHOBEHO € JieK H HaH-4€CTO
HE W3HCKBA JICUEHHE.

Tuaznpnte MOraT J1a MOHIKAT EKCKPELMATA HA KAJIIIKI C YPUHATA W J1a IOBEJAT 0 HHTEPMHTEHTHO H
JIEKO NOBHIUCHHE Ha CCPYMHHSA KaLIMii NPH JIMNCA HA MOANIeHKAUH H3BECTHY HAPYILISHUA HA KAUMSBUA
MeTa0OMNIBM. XHNEPKATIMEMHATA MOXKE Aa € JOKA3aTENCTBO 3a CKPUT XMIEPNapaTHPEOMIH3BM.
JleveHueTo ¢ THa3HAHKW AUypeTHLM TpAOBa Aa C€ NPeyCTaHOBH MPEIH NIPOBEKIAHE Ha W3CTICABAHHS 32
PYHKLMATA HA NAPAIUTORHIHHATE HUTC3H.

3a THAa3H/IUTE € U3RECTHO, Y€ MOBHMILIABAT YPUHHATA €KCKPEUMA HA MAarHe3Hil, KOETO MOXKE Ja IoBefie
[0 XHMOMArHe3ueMHs.

ITpyu natmenTH ¢ OTOLN, B ropetlo BpeMe MOXE /1a Ce pa3BHE JWIYIIMOHHA XHIIOHATPHEMUS.

JITHi
Ennospemennoro npunoxenne na Heocapa-Ko v nutwit He ce npenopbusa (B, Touxa 4.5).

ETHHYECKH pasnyduus

KakTo 1 npu OCTaHANIMTE aHTArOHMCTH HA aHrMOTeH3MH 11, eheKTHT Ha NOHIKABAHE HA APTEPUATTHOTO
HaJAraHe Ha OJIMECapTaH MEJOKCOMUN € A0 M3BECTHA CTeneH Mo-cjad Npu YepHOKOXH NAUHEHTH B
CPABHECHHE C TE3H OT JPYIH pacH, BEPOATHO MTOPAH MO-4eCTO CPEHIaHHA HHCKO-PEHHHOB CTATYC Cpefl
YEPHOKOXH MALHEHTH ¢ XUNCPTOHHH,

AHTHUIOIIHHE TECT
CpabpxaHueTo Ha XHUAPOXJOPOTHASWA B TO3M JICKAPCTBEH TIPONAYKT MOXE na
AHATHTHYHHUTE PE3YJITATH B U3C/ICABAHE 38 JOMUHI-KOHTPON.

bpemeHHocT
Ilo Bpeme Ha OpemeHHOCT He TpaOBa A2 Ce 3aMoyBa JIEUeHHE ¢ aHTaroHHCTH Ha aHr
aKO TepanuaTa ¢ aHTarOHUCTH Ha aHrMoTeH3uH 1l ne e kpaiiHo HeobxoauMma, nauue
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OpeMEeHHOCT TpAbBa A3 NpPEeMHMHAT Ha AaNTEPHATHBIIO AHTHXMIIEPTEH3MBHO JIEYEHHE, KOETO € ¢
YCTAHOBEH mnpodui Ha OesonacHocT 3a npunoxexne npu OpemenHoct. [lpu ycraHoBsBaHe Ha
OpEeMEHHOCT, JIEYEHUETO C AHTArOHHCTY Ha aHruoteHsun I TpaGera ga 6n1e npekpareno He3abaBHO U
aKo € MOJIXOAK1IO A3 CE 3aNOYHE anTepHaTHBHA Tepanus (BX. TOUKH 4.3 1 4.6).

ﬂ[} YI'

Yipu nauuenTs ¢ reHepanusnpaHa aTepockyiepos3a, HexeMHyHa GoNecT Ha ChpLETO, MO3BUHO-CBA0BA

Oonecr, NpekOMEPHOTO HaMarneHWe Ha APTEPUAlTHOTO HANAraHe MOXe Aa JoBele A0 WH(ApKT Ha
MHMOKAPA HITH HHCYIIT.

PeakiyH Ha CBPBXYYBCTBHUTCIIHOCT KbM XHAPOXJTOPOTHAZKA MOXKC [1a CE Pa3BHUAT NIPU NAIIMCHTH C WJIH
6c3 anamHesa 3a AJICPIruad UIH 6POHXH&HH3 acrMa, HO ca IO-BCPOATHH INpH NALMCHTH ¢ TdKaBa C
dHaMHE34a.

ExzauepOaunu unu akTUBHPaHE HA CHCTEMEH JIYIYC EPUTEMATO3YC ¢a ChOGILABAHH MPH MPUIIOKEHHUE
Ha THA3HAHHU AUYPETHLM.

Tosn nekapcTeed NpomyKT ChALPKA JaKTO3a. [lallMEHTH C PeJiKM HAcHE[ACTBEHH NpobneMH Ha
TalakTO3Ha HEeMOHOCHMMOCT, Lapp-nakrazeH neGHUMT WM TIIOKO30-rajiakTozHa Manabcopbuus He
TpAOBa A2 NPHEMAT TO3H JIEKAPCTBEH IIPOIYKT.,

4.5 B3aHMOJEHCTBHE € IPYTH JIEKAPCTBEHU NPOAYKTH U APYrd GOpMH HA BIaHMOAEHCTBHE

Homenyuannu ezaumodelicmeun Cceop3anu ¢ KOMOUHAUUAIMG C OAMECAPMAH MEOOKCOMUN
Xuopoxaopmuaizuo

Eonoepemenno npunoxcenue, Koemo e ce HPEeRoOpvYGH.

Jlumu

OOpaTUMO NMOKa4BaHE HA CEPYMHHTE KOHUCHTPALUMHY M TOKCHUHOCTTA HA JIMTHA ce choblaBa npy
CAHOBPEMEHHO TIPHWIIOKEOHWE Ha JIHTHH ¢ HHXHOUTOpPH HA aHMMOTEH3IHH KOHBEPTUPALLUA €H3UM M No-
PARKO C @HTATOHMCTH Ha AaHFMOTEH3UH I, OcBen TorRa 61L.OPEUHHUAT KIIMPBHC HA JIMTHA C€ MOHKXKABA OT
THA3WJIUTE U KaTO CIEACTBHE MOXKE /la C€ YREJIMUM PHCKBT OT JIMTHEBa TOKCHYHOCT. Ilopanu ToBa He
ce Npenopsisa €JHOBpeMeHHata ynorpeba Ha Heocapa-Ko u nurtuit (k. Touka 4.4), Ako
MPUIOKEHUETO HA Ta3u KOMOHMHALMA e HeOOXOAMMO, ce NPenopb4yBa BHHMATEIHO NPOCIE/ASBAHE Ha
CEPYMHHTE HHBA Ha JIMTHIAL.

EQHOBQGMGHHD [IDHITOMKCHHE, KOCTO HIHCKBA NTOBHUINICHO BHHMaHHC

baxnogpern
Moxe 1a HacTbNK MOTEHUHPAHE HAa AHTHXHNEPTEHIUBHUS eDEKT.

Hecmepouduu npamugoevinaaumennu cpeocmsa (HCIIBC)
HCIIBC (BkmounTenHo aueTHICANMUKIOBR KHcenuwHa > 3 g/aHeBHo), COX-2 uHXuGHTOpPH U
HecenekTuBHH HCIIBC) Moke 1a HamanaT aHTHXUIIEPTEH3UBHHUTE eeKTH HA THA3HIAHWTE JINYPETHLIH
M aHTarOHUCTHTE Ha anrnoreH3uH II. [1pu HEKOM nauueHTH ¢ koMnpoMerHpaHa ObOpeuHa (hyHKIHS
(Hanmp. AeXUAPaTHPAHH NAUMEHTH WITH NAUMEHTH B CTapuecka BL3PAcT ¢ KoMIpoMmerHpaHa Gp0peuna
(hYHKLHA), €THOBPEMEHHOTO TPUJIOKEHWUE HA aHTATOHMCTH Ha anrvorensud 1l W cpeacrsa, KOMTO
HHXUOUPAT UMKJIOOKCHIEHA3ATA MOXKE A3 AOBEAE A0 JONBJINWTEIHO BJIOIaBaHe Ha OB
(QyHKUKMA, BKIIIOUUTENHO 0CTpa ObOpeyHa HeIOCTaTEYHOCT, KOATO 0GHualino e obparty
koMOMHaumMATa TPAOBA fa ce npuiara Npearnasinso, ocobeHo NpH MALHEHTH B C
Haupenture TpaGBa na ObRAT AOCTATHLYHO XMApaTUpaHu W Tpabra ga ce obCHAH
OnOpeunara ¢yHkLMA crea 3aNOUBAHE HA €HOBPEMEHHATA TEPANUA H IEPHOIHYHG




Egnospementio npunodiceriue, Koeno mpabea 04 ce uma npedguo

Amughocmun
Moske 1a HACTBNKM NOTEHLMPAaHE HA AHTHXUIIEPTEH3IUBHUA edekT.

Apyzu anmuxunepmen3zuenu cpedcmeq
EQexkThT Ha noHWkaBaHe Ha aprepualHoTO Hansrane Ha Heocapa-Ko Moxke na Owmae ycuieH oT
CIHOBPEMEHHO MPHIIOKEHHE Ha JIPYTH AaHTUXUNEPTEHIUBHY IEKAPCTBEHH NPOAYKTH.

Ankoxon, bapbumypamu, Hapxomuuu Wi AHMUOENPECanmu
Moe 1a HACTBEIH YCHIBAHE HA OPTOCTATHYHA XHITOTOHMS.

Bvamoorcnu e3aumooeidicmeun cavp3ani ¢ OAMECAPMan MeOOKCOMUT

CoobeTeTBamaTa ynorpeba He ce penopbp4sa

Jlexapcmeenu npodykmiu, KOumo ROGAUAGAM HUGAMA HA KANWE

KaTo ce UMa MpEJBuA ONMTa OT ynortpedata Ha APYrH NICKAPCTBEHM IPOAYKTH, KOMTO ITOBIHABAT
PECHHH-aHIHOTCH3IWH-AJIIOCTEPOHOBATa CHCTEMA, eJHOBPEMEHHATA YNOTpeda Ha KaJMH-CEXpaHABalH
HKYPETHIH, KATHH-ChIbPKALLH 3aMECTHTENH Ha COJITA WIIM JIPYTH JIEKAPCTBA, KOUTO MOKE J1a MOBHILIAT
CEPYMHUTE HMBA Ha KaqMH (Hanp. xenapuH, ACE uHxuOuTopH) MoXe Oa A0oBeAe A0 NOBHILABaHE
CTOWHOCTHTE Ha CepyMHMA xanuii (Bx. Touka 4.4). B cny4ait, 4e JIekapCTBEHH MPOAYKTH, KOMTO
[MOB/IMABAT HHBATA HA K, TpabBa aa ce npeanucear B koMOnHauus ¢ Heocapa-Ko ce npernopntpa
MPOCACAABAHE HA CEPYMHHS KaJIUi.

JonbIHUTENHA MHPOpMALINA
Criel JISYEHUE ¢ AaHTHALMAN (alyMHMHHEB MarHe3uer XWaApoKcH)) € HabaioaaBaHo cnabo MOHMKABAHE
Ha GHOHAJIMYHOCTTA HA OJIMECApTaH.

QnmMecapTaH MEIOKCOMHMIT HsMa CBHILECTBEH eheKT BLpXyY (PpapMaKOKHHETHKATa H (hapMaKoHHaMUKATa
Ha BAP(DApHH UK GapMaKOKHHETHKATA Ha JUTOKCHH.,

EAHOBPEMEHHO NIPWIIOIKEHUE HA OJIMECAPTAH MEJIOKCOMMIT ¥ [IPABACTATHH NPH 3/IPaRH HHIUBHIH HAMA
KJIHHHYHO 3HAYMMH €(QEKTH BLPXY (apMAKOKHHETHKATA HA KOSTO U Ja € OT JBRETE ChCTARKH.

B ®H BUTPO NMpOYYBaHHUs, OJIMECapTaH HE OKa3Ba KIMHHYHO 3HAMMMH HHXHOMTOPHH ehEeKTH BBLpPXY
HOBCLUIKHMTE CH3HUMH OT cHcTeMara Ha uroxpom P450 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E] v 3A4 w
HAMA WJIH HE OKa3Ba MUHHMAIHH UHAYUHMPAlIH eQeKTH BhPXY aKTHBHOCTTA Ha uurtoxpom P450 npu
mrLXoBe. He ce ouakBaT KNMHWYHO 3HAYMMH B3aMMOJCHCTBHS MEKIY ONMECapTaH M JIEKapCcTBEHH
NMPOAYKTH, KOUTO Ce MeTaboNnu3upaT OT ropecrnoMeHaTUTE EH3IUMHK OT CUCTEMara Ha LMToxpom P450.

JaHAA OT KAMHUYHM MpPOYYBAHWA TOKA3BAT, 4Ye ABOHHOTO OJOKHpaHE HA PEHHH-aHIMOTEH3MH-
anpocrepoHopara cucrema (PAAC) upes komOMHupanara ynotpeba na ACE  uuxuburops,
aHruoTeH3KH ll-peuenropru 6toKepH WIH AHCKHPEH C€ CRLP3BA C NO-BUCOKA YECTOTa HA HekKelaH!
CHbOMTHA, KATO HAMpUMEP XWMOTOHWA, XWnepkanwemus v namaissane na OnOpeuHara (QyHxuma
(BITIOUMTENHO 0¢Tpa OBOPeHA HEAOCTATBYHOCT), B CPaBHEHME ¢ YIOTpedaTa caMo Ha eJIHO CpeCTRO,
aecTeamo Bbpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Bo3Moxciin 63aumodeiicmeun cewvp3ani ¢ Xuopoxnopomuauo

EnnoBpeMeHHO IPHAQKEHHE HE Ce TIPenophuBa

dexapcmeenu npodyxmu, KOUmMO NOGTUABAN HUGOMO HA KAUIL
Kanui-usueprisanima edekt Ha XHAPOXJIOpOTHA3NA (Bx. Touka 4,4) Moxe 1
€HOBPEMEHHOTO NPHNIOXKEHHWE HA JIPYIH JIEKAPCTBCHH NMPOJAYKTH, KOUTO ¢a ¢
KaNWi W XUNOKANUEMMS (HaTp. ApYTH KaIMHYpPETHYHH AMYPETHLIM, JlaKcaT

8



AKTX, amdorepuumy, kapGeHOKCONOH, neHuuMnve G HAaTPUH WM NPOM3BOAHM HA CATHIIHIIOBATA
kucenuna). [lopaan Tora eTHOBPEMEHHOTO NPUIIOKEHHE HE CE TIPENOPBUBA,

EIHOBPEMEHHO NpHIIOKEHHE, KOSTO H3UCKBA NOBUILIEHO BHUMAaHHUE

Kanuueeu conu

THa3MIHHTE QHYPETHULIH MOraT Aa MOBUILAT CEPYMHHS KaJILWHA TOpaJid NOHIXaBaHE HA EKCKPEIHITa,
B cimyuail, ye TpabBa na ObAaT NpeaNMCaHW KajuueBd A00aBKH, CEPYMHHAT Kajuwii Tpsabea na ce
[IPOC/ICAABA U 1034TA Ha KaJIlMA 14 CE KOPUTHpa B CLOTBETCTBHE ¢ TORA.

Xonecmupamun u Konecmunonoeu cCMonu
Abcopbumsara Ha XHAPOXJIOPOTHAZM €€ HAPYILIABA B IPUCHCTBHETO HA AHHMOH-0OMEHHM CMOJTH.

Huzumanucosu znukoszuou
[Ipeaussuxanata OT THA3HAHWTE AUYPETHLM XUIIOKAIMEMHMA HJIA XMIOMArHE3MEMHs MOXe Ja
OnaronpuaTcTBa NoABaTa HA JUTHTATHC-HHAYLHPAHA Chp/EYHA apHTMHA,

Hexapcmeenu npooyrmu, Koumo ce MOGAUAGAN OM NPOMEHU € HHEOMO NA CEPYMHUA KAanull
[Ipencprusa ce nepuoanune npocneassane Ha cepymuus kami ¥ EKI, korato Heocapa-Ko ce
Ipuiiara ¢ JeKapCTBEHM NPOJYKTH, KOMTO CE€ NOBIMABAT OT HAPYUIEHYs B CEPYMHHTE HHBA Ha KalMH
(HANPUMED JIMMHTATMCOBH TIMKO3UAN W AHTUAPUTMULN) ¥ CLe cneanute torsade de pointes (kamepHa
TaxuKapana) - HHAYLHpAILK JIEKAPCTREHH MPOAYKTH ( BKJIIOYHTENHO HAKOH aHTHAPHUTMHUIIM), ThH KaTo
XUNOKATHEMHATA € NpeApasnoiaraiy ¢pakrop 3a forsade de pointes (KaMepHa TaxuKapaus):

- Kjac la antTHapuTMBIM (Hanp. XMHKIKHH, XHAPOXUHHANH, AH30MHPAMHA),

- kuac Il antmapurmunm (Hanp. aMmuonapos, cotanosnt, AoGeTHU, WOYTIIHA);

- Hsaxkon  anTuncuxorMuW  (Hanp.  THOpMAA3WH,  XJIOPAPOMAa3WH,  JISBOMENPOMA3HH,
TPHQIYONEpasHH, NUHMaMeMAa3WH, CYANHPHI, CYJITONPHA, AaMUCYINPHA, THANPHA, MUMO3MI,
XaJIONCSPHION, APONEPHION);

- Hpyru (wanp. OGenpuawn, uwuzanpwa, avdemMaHui, E€pPATPOMHIMH 3a HHTPaBEHO3HO
NPHIIOKEHHE, XATOMAHTPHH, MU30JIACTHH, HEHTaMMIKH, crapduokcallu, TepheHaanH, BUHKAMUH 32
HHTPaBEHO3HO MPHJIOKEHHE).

Heoenenapuzupawu ckenemni myckyanu penaxcanmu (nanp. myboxkypapus)
EexThT Ha HelenoNspU3UpawKTe CKEICTHH MYCKYJTHH PEIaKCaHTH MOXKe Aa Obae MoTeHuUpaH ot
XHUAPOXIIOPOTHAZHI.

Aumuxonunepzuunu azenmu (nanp. amponun, 6unepuden)
Habmonasa ce HapacTBaHe Ha GHOHATMYIHOCTTA HA THASHAHHTE JUYPETHLIA upes 3a0aBsHe CTOMAILHO-
UPEBHHA MOTHIIHTET H CKOPOCTTA Ha M3Mpa3RaHe Ha cToMaxa.

Anmuouabemnu nexapcmeenu npodykmu (nepopantu npodyKmu u uHCyuN)
JleueHueTo ¢ THa3InUa MOXKE Ja NMPOMCHH I'N'IIOKO3HHA TOJICPAaHC. Moske Ad CC HANOXKH KOPHUIHpaHC Ha
Ai03aTa HAa RHTHAWAOETHHTE IEKaPCTBEHH NPOAYKTH (B, Touka 4.4).

Memdpopmun

MeTtpopmuH TpsbBa na ce Npuiara ¢ NOBKILEHO BHUMAHKE MOPAJH PUCK OT NIAKTaTHA ALHA033, KOATO
C¢ [pUYHHABA OT BL3MOXKHA (QyHKUWOHanNHA OLOpeuHa HEAOCTATHYHOCT, CBBbp3aHA C
XUAPOXJIOPOTHA3HL,

bema-6n0xepu u ouaszoxcud
XuneprinkeMusupamusT ehexr Ha 6eTa-6IoKEpUTE M ANAZOKCHIL MOXKE J1a CE YCHJI

Hpecopnu anunu (nanp. nopadpenanrun)
EdexTeT Ha npecopinTe aMUHN MOXe 1a Obie HAMaIEH.



Jekapcmeenu npodyxmu uznonzeanu 3a Aedenuemo na nooazpa (npobeneyuo, cyagunnupason u
aronypPUHON)

Moxke aa € HeoOXOAMMO KOpUrupaHe Ha J103aTa Ha YPUKO3YPHYHHTE JIEKAPCTBEHU MPOAYKTH, Thii KaTo
XHAPOXJTOPOTHA3HA MOXKE [a MOBHMIIM HMBOTO Ha CEpyMHATa NMHUKOYHaTa KHcenaudHa, Moxe na e
HeOOXONMMO TNOBHMILABAHE Ha Jjo3ara Ha mnpolfeweumpn Wik cynguHnHpazoH. EnHoBpemeHHata
ynoTpeba Ha THA3HAH MOXeE Ja MOBHIUM YECTOTATA Ha PEAKLMMTE HA CBPBXYYBCTBHTEAHOCT CIPIMO
aANoNypHHON.

Amaumaoun
THazuouTe MOXKE J1a ITOBHILAT pPHCKa OT HEXKENAHMW PEaKLMM NPHYHHEHH OT aMaHTa/HH.

Humomoxcuunu cpedcmea (nanp. yurknopochamnud, memompercam)
Tuasnanre moxe na HamanaT OBOpeyHaTa €KCKPEUMS Ha LUMTOCTATHLMTE H A4 [OTSHLMPAT TEXHHUTE
MUENOCYNPECUBHH ePeKTH,

Canuuunamu
B cnyualt Ha nNpunIoXeHMe Ha BUCOKW AO3H HA CATMLIANATH, XHAPOXTOPOTHA3HA MOXKE Ja YCHIH
TOKCHYHMA eDEKT HA CANTMIMIATUTE BHPXY LEHTPA/IHATA HEPBHA CUCTEMA,

Memunoona
FimMa n3omupaHM cbOOWIGHHMS 3a HACTBIIBAHE HA XEMOJHTHYHA aHeMHs, HablonasaHa IIpH
€/IHOBPCMEHHO MPHIOKEHHUE Ha XHAPOXJIOPOTHAZH ¥ MECTHIIIONA.

Huxaocnopun
EaHOBpeMEHHOTO JIeYeHHEe ¢ UMKIOCHOPHH MOXKE 14 [TOBULIM PUCKA OT XHUTEPYPUKEMHMS H NTOJArPO3HH
YCIIOMHEHHA,

Tempayuxnunu

EMHOBpEMEHHOTO NpUNoXKeHWe Ha TETPAUMIJIMHA W THa3MIH [OBHMIIZBA PHUCKA OT TETPALIMKIHH-
HHYLIMPAHO INOBUIICHHE HA CTOMHOCTHTE Ha ypeAa B KpbBTa. TOBa B3aWMOJIEHCTBHE BEPOATHO HE €
APHACKHAMO 38 AOKCHLIMKITHH.

4.6 DepTHAATET, GPEMENNOCT ¥ KhLPMENC

bpemeHHoCT

Kato ce umar npeasus edekTHTe Ha OTNE/HHTE ChCTABKY HA TO3H KOMOWHWpaH MPOAYKT BbPXY
OpeMerHocTTa, ynotpebara Ha Heocapa-Ko e ce npenopbusa 3a ynorpeba npez nbpBHUS TPUMECTLP
Ha OpeMeHHOCTTa (BXK. TouKka 4.4).

Ynorpebara na Heocapa-Ko e npotHsonokaszana npes BTopua ¥ TpeTus TpUMECThp Ha OPEMEHHOCTTA
(Bxk. Toukn 4.3 u 4.4).

Onimecapman MeOOKCOMU

Ynorpebara Ha aHTArOHMCTH Ha aWrdoTeHsuH Il we ce npenmopbuBa npe3 NbpRUS TPHMECTbP Ha
OpeMeHHOCTTa (BXK. Touka 4.4). YnoTtpebara Ha aHTArOHUCTH HA AHFHOTEH3MH 1] € npoTHBONOKa3zaHa
npe3 BTOPHA H TPETUA TPHUMECTHP HA OpeMeHHOCTTA (BK. ToukK 4.3 1 4.4).

EnuaeMuoNioruyHuTe JIaHHH, Kacaelld pHCKa OT TepaToreHHocT citex ekcriosuiMa Ha ACE
UHXHOHTOPH Mpe3 NMBPBHA TPUMECTHLP Ha GPeMEHHOCTTa He ca yOeaurennu; He mMoxke 0bade na ce
M3KJTIO4H ¢J1ab0 HapacTeaHe Ha pucka. JlokaTo nMncear KOHTPOMHPAHH CHACMHONIOTHYIHA JJaHHU TI0

OTHOIUCHHWE Ha PHCKA C aHTArOHWMCTH HA aHTHOTEN3WH I, CXOJHM PHCKOBE MOTAT Jia CHIIECTRYRAE.3A
TO3M KJAC JIEKAPCTBEHH NpoayxTy. OCBEH ax0 NPOAL/BKABAHETO HA JICUCHHUETO TOgLL '
pelienTopeH DJIOKED HE CE CUNUTA 3a WIKITIOUHUTETHO BAYXKHO, NTALMEHTKHTE, KOMTO IUIaH u nODe -“ oG N
TpAOBa Aa MPEMHUHAT Ha ANTEPHATUBHO aHTHXHNEPTEH3IUBHO JIGUEHNE, KOETO € C YCT? @ ity HA, & \
OesonacHoCT 3a mpuioXkeHne Npu Opemennoct. Korato ce ycTanosm 6peMeHHc§ ;-,.%Wt \;‘\
aHTaroHUCTH Ha aHrHoTeHsuH Il Tps6ea 1a 6bae He3abaBHO NpekpaTeHoe H ako € Ak % ﬂ&;*ae%-* s
3aI104YHE ANTepHATHBHA TepartuA. AN x_,..-fﬁgr‘:“
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H3BecTHO €, Ye EKCTIO3UIINATA HA AHTAarOHMCTHTE Ha aHrMOTEH3MH I Mpes BTOpH U TPETH TPUMECTBP
MPHYHHABA (PETOTOKCHYHOCT (HamaneHa OnOpeuna GYHKIKS, OJNUNOXWIPAaMHHOH, 3abaBeHa
OCH(HKALMA Ha Hepena) W HeOHaTanHa TOKCHUHOCT (6BOpeuna HEJOCTATBYHOCT, XHUIIOTOHMA,
XHNEepKanueMHA }(BX. To4YKa 5.3).

B cnyuafl, qe ¢ UMaNo SKCNO3ULMA KbM aHTANOHWCTH Ha anruoTensws 1l caea BTopus TpUMECTbp Ha
OpPEMEHHOCTTA, CE NnpenopbuBa eXorpadecki KoHTpos Ha OpOpeuHaTa GpyHkums U yepena. Kepmauera,
YHMUTO MaWMKH €a TIpUeMalHd aHTaroHUCTH Ha adHrdoTeH3wH [ Ttpabea na Objgar BHHMAaTENHO
HabyoaaBanu 3a XUNOTOHUS (BX. CHILO TOYKH 4.3 u 4.4),

Xuopoxnoepomuniud

ONMUTBT ¢ XUAPOXJIOPOTHA3HA IO BpeMe Ha OpeMEHHOCT € OrpaHu4eH, ocoDeHO Npe3 ITEPBHA
TPUMECTEP. M3NHTBAHMATA NPH KUBOTHH ca HEJOCTATLYHH.

XHAPOXJIOPOTHA3KWA NMpPEeMHHaRa MiaucHTata. Karo ce uma npeasu $apMakoIorddHHAT MEXaHHIBM
HA ACHCTBHE Ha XMAPOXJOPOTHA3KA, HETOBOTO NPUJIOKEHHE NTPE3 BTOPUA U TPETUS TPUMECThP MOXKE
13 KOMNpOMETHPa eToruaLeHTapHaTa nepdy3us U MOXe 12 NPUIKMHY PETANHU M HEOHATAIHH €eKTH
KATO HUKTEep, HApYyLIaBaHE HA CIEKTPONMTHUA OalaHC W TPOMOOLMTOIEHHA. XHIAPOXAOPOTHA3HI HE
TpadBa Aa ce mpwiara npH OTOUM Ha OpeMeHHOCTTa, recTallHOHHA XMIIEPTOHHS WM IeCTalHOHHA
[MPESKIIAMIICH, NIOPAJAM PHCK OT NOHWXKaBaHe Ha MyIasmenus obeM U naleHTapHa xunonepdysus, bes
O1aKBaH MoJie3eH ePeKT BbPXY X0oAa Ha OonecTTa. XHApOXIOpPOTHA3HA He TpsOBa Ja € H3MON3Ba 3a
NICYECHHUE Ha €CCHLHANHA XHUIMEPTOHUS MPH OPEMEHHM KEHK C H3KITIOYEHHUE HAa PECAKHUTE Cly4aH, MpH
KOHTO HE MOKE [a C€ H3TI0JI3Ba JAPYIo JICUEHHE.

Knpmene

Oamecapman Me0OKCOMUN

T KaTO HAMa HH(OpMalHA 32 ynoTpeba Ha ONMecapTaH MeI0KCOMMI/XUAPOXJIOPOTHA3M IO BpeMe
Ha KbpMeHe, Heocapa-Ko He ce npenopbsuBa 3a yiorpeba kaTo 3a npeAnovydTaHe € aJTepHATHBHO
neveHne ¢ no-a00bpe ycranoseH npodun Ha Ge30MacHOCT NPH KbpPMeEHE, 0COBGEHO TIPH KBpMEHEe Ha
HOBOPOJICHO HIH HEJOHOCEHO KbpMaye.

Xuopoxnopomuasuo

XWAPOXNopoTHA3UA NpPEeMMHABA B MajlKd KOJHYMECTBa B KbpmaTta. THA3WMAHMTE BBB BHCOKH J03U
NPEAH3BHKBAT UHTEH3MBHA JHYype3a U MOKE Aa NoATHCHAT obpazysaHeTO Ha KkpMa. Ynorpebara Ha
Heocapa-Ko no Bpeme Ha kbpmeHe He ce npenopbyea. Ako Heocapa-Ko ce n3nonssa no Bpeme Ha
KbpMEHE, TpAOBa Aa Ce MoALPKa BL3MOXKHO HAH-HHCKATA J034.

4.7 Edexn Bupxy cnocoGuocrra 3a modupane u paGoTa ¢ MAIIMOH
He ca nposexpaHu npoyuBanus 3a ehekrrre Bbpxy cnocoOHOCTTA 3a odHpaHe W paboTta ¢ MalIMHK,
Tpsabea na ce UMa npeaBUz, Y€ PROKO NpY MAUUEHTH HA AHTUXWNEPTEHIWBHA TEParius MOXKe jia ce

[MOABAT 3aMAaAHOCT HIIHK OTNAAHANOCT.

4.8 Hexxenanm iekapcTBen PeakHun

Hafi-qecto cnobumiasanure HexenaHw peakiind no  BPeME Ha JEYCHWETO € OJIMECapTan
MEJIOKCOMMIT/XHMAPOXJIOPOTHA3HA ca riasobosre (2,9 %), 3amasnoct (1,9%) n ymopa (1%).
XHIPOXJIOPOTUA3HY, MOXE A2 NpPeJH3BHMKA HJIH BJIOWH XHMIIOBOJIEMHATA W TOBa Aa JOBEJAS JIO
enekTponuTeH aucbananc (Bx. Touka 4.4).

B kniuHMYHM npoyuBaHusA, BKTIOURAINU 1155 nanueHTH Ha nedeHHe ¢ KOMOMHaNMATa OJMecapTaH




bezonacHocTra Ha oOaMecapTaH MENOKCOMWI/XHAPOXJIOPOTHA3MI € M3C/IE[BaHa B KIWHWYHM
npoy4yeanus TipH 3709 nauMenTH, nNpUEeMalX OJMECApPTaH MEJOKCOMH B KOMOMHAUHA ¢
XHAPOXACPOTHAZUAL.

HOKNAABAHHTE HEXKEaHu pcaKLHH npH cbuxcnpaHaTa Ao3oBa KoMOMHAIMS OJMecapTaH
MCROKCOMMII/XHAPOXIOPOTHAZH/L MPH TO-HUCKaTa Ao3upoBKka 20 mg/12,5 mg u 20 mg/25 mg, 6uxa
MOIJIH Aa ce HabMIonarar U MpH OoJMecapTaH MeAOKCOMUA/XHAPOXJIOPOTHA3HI Npu Ao3uposka 40
mg/12,5 mg u 40 mg/25 mg.

CrnupaHeTo Ha JEYEHMETO MOpagH HEXKCIAHM peaKldH ChIe € OMI0 CXOMHO MO HecToTa 3a
KOMOMHALHsATA OJIMecapTan MelokcoMun/xunpoxioporuazus 20/12,5 mg - 20/25 mg (2%) u nnauebo
(3%). Obobwenrero Ha  4yecroTaTa Ha  HeXeJdHWTe  CBOMTHA 33 OnIMecapTaH
MCAOKCOMMII/XHAPOXIOPOTHAZKA CIIPAMO M1anedo U3riexaa € He3aBMCHMO OT Bb3pacTTa (<65 roiMHu
CNpAMO 65 roIMHK), 1ONA WK pacaTa, BLIIPEKH Ye 4ECTOTATa Ha 3aMasHOCT € O1Ia 10 M3BECTHA CTEIIeH
[TOBUILEHA NPU NAUKUCHTH HaZ 75-roAullHa Bb3pacT.

Hexxenanute nekapcTBeHM peakilWW 3a ojIMEecapTaH Me0KCOMHI/XUIPOXJIOpPOTHA3M, AOKJIaIABaHH
pH KTHHHYHK TPOYYBAHHS, TOCTMAPKETHHIOBH NpoyYBaHus 32 6€30NnacHOCT M CIIOHTAHHH JaKnaau
ca 00001enH B TabnHuaTa no-10ny (T4 BKIIIOUBA H HEXKEJIAHUW PeaKUWW, HabNio1aBaHy NIPH OTE/IHHUTE
KOMIIOHEHTH OJIMECapTaH MEJOKCOMKA W XUAPOXJIOPOTHA3H/, B3 OCHOBA HA JOKa3aHHA NMPOGWI Ha
Ge30macHOCT Ha T3 NeKapcTra).

Te ca onncany B CHCTEMO-OpraHHU KJIACOBE U €A PA3NpeeicHH B IPYIIH 10 YECTOTa KAaTO € H3MNCN3BaHa
CJIEIHATA KOHBEHIH: MHOro Yectu (>1/10); uectu (>1/100 no <1/10); newectn (>1/1 000 no <1/100);
peaku (>1/10 000 no <1/1 000); muoro peaxu (<1/10 000).

CHUCTEMO-0pPraHHH KIacoRe Hexenanu nekapcreeHu YecToTa
no MedDRA peakuMH
Onmecapran/Xuap {OnMecapral | XHAPOXIIO-
OXJIOPOTHAZH pOTHa3HA
Hupekumu ¥ uadectauun  [cHalaAeHUT peaKky
Hapywmienus Ha kpbBra u|ArnacTH4Ha aHeMHS pPCAKH
NUM(PHATa CHCTEMA
KocTHo-mo3%wyHa fenpecus peaku
XEeMOJIMTHYHA aHeMMHS penkHu
JleskoneHus pEaKH
HeyTponenus/ arpanynouurosa peJIKH
TpombouuroneHus HEYECTH PeIIKH
Hapymienns Ha wMyunHara|AxHadunakruada peaxuus HEYECTH HEYECTH
cucTema
Hapywienus Ha merabonumsmalatopekcus He4ecTH
H XpaHEHETO
FITIOKO3YPHs
XUIEPKAIUEMHS
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XHIIEPXONECTEPOIICMHSA HEUECTH MHOTO Y&CTH
XHUIEPrIUKEMHS 4ecTH
XUICPKATHEMHS peaKu
XHIEePTPHIIMIEPHACMHS HEYECTH [uecTn MHOTO YECTH
XUTIEPYPUKEMHS HEUeCTH 4YeCcTH MHOTO Y€CTH
XHIEPXIOpEMUA YECTH
XHTIOXJIOPEMHUYHA AJIKamno3a MHOTrO PEOKH
XMIIOKATHEMUS 4ECTH
XHINOMarHeaeMHus 4eCTH
XunoHarpuemus HECTH
XHIIEPAMHUIIA3EMHSA 4ecTH
[leuxHuHu HapymeHUs anaTus PEAKA
aerpecus penKy
6e3noKOHCTRO penKH
HapYHUIEHHE Ha ChHA PEAKH
Hapymenve Ha HepBHaTa|oOBPKAHOCT H4eCTH
cUcTEMa
KOHBYJICHH peaku
HapYILIEHUE B Ch3HAHUETO (KATO|pPEAKH
3aryba Ha Cb3HaHUE)
3aMAasHOCT / CBETOBBLPTEXK YECTH YECTH 4eCTH
3aryba Ha anerur HEYECTH
HAPECTE3NS peaKH
3aMAasHOCT NPy U3fpaBsHe HCuecTH
CHHIHBOCT HEUYECTH
CHHKOII HECUYECTH

Hapyirenus Ha ouure

HapyWeHO ChI300TACAAHE

NMPEXOAHO ChCTOSIHUE
3aMBIJIEHO BH:KAAHE

Ha
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BnouwasaHe Ha Mruonus HEYECTH
KCAHTOTICHA pPEeAKH
Hapymenne Ha yXoT0o H|BEpTHIO HEYESCTH HEYECTH peaKH
nabHpPUHTA
Cobplieuny HapyIIEHUS CTCHOKapIM HE4ECTH
CopaeuHH apuT™MHuK PeaKU
Cbpuebuene HEUECTH
CoBJIOBH HApYLICHHA EmGonuztm peaKu
XUTOTOHHS HCYECTH peaKH
Hekporuzupaill aHrMuT penKu
(BaCKyJIUT, KOXKEH BACKYJIMT)
OpTocTaTH4YHA XUIOTOHHA HEYECTH HEUECTH
Tpombo3a peaKkH
Pecriuparopun, rpeaau  u|OpoHxur YECTH
MEMHACTHHAIHH
HAPYHICHUSH
KALTHLIA HEYECTH 4ECTH
TUCTIHES PEIKH
MHTEPCTHLMANHA IMTHEBMOHHS peiKH
(papHHTUT YECTH
CTOMaITHO-YpPEeBHH KopeMHa 0oJiKa HEUECTH HECTH YECTH
HApyIlLICHUA 3anek 4ECTH
JIMapns HEYCCTH YECTH YEeCTH
AUCHETICUA HEYECTH qECTH
CTOMAIIHO Jpa3sHEHE YECTH
racTPOEHTEPHT YECTH
METEOPHIBM HECTH
raic€He HCYCCTH HECTHU YECTH
NIAHKPEaTHT peIKd
NapajIMTUYEH HUIIeYC Mmuoro penxu
HOBPBUIAHE HEUeCTH HEYECTH YEeCTH
XenarobunuapHu OcThp XonenucTHT peaAKH
HapylICHHA Kbnarenuna  (MHTpaxenarajiHa peaxku
XOJIECTAaTUMHA KbJATEHHLIA)
Hapyuenus Ha ANepruyden 1epmMaTHT
KO)KaTa H AHadunaKTHUHA KOKHA
IMOAKOXHATA ThbKaH peakiu
AHIHOHEBPOTHYEH €/IEM peaku

KoxHa peakuus
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Hanono6aBaLa aynyc
CpPUTEMATOEC

CK3ICMd

HCUCCTH

eprTEMa

HCYCCTH

CK3aHTCM

Peakiiyu Ha
(hOTOUYBCTBUTENHOCT

HCUMCCTH

NpypUTYC

HCHCCTH

HCUCCTH

IypIiypa
obpus

HCYCCTH

HCHCCTH

HCUCCTH

AKTHBHPAHE Ha KOXKEH JIYMycC
epHTEMATO/IEC

peIIKH

ToxcH4Ha enuaepmaiHa
HEKPOJIH3a

penku

YPTHKapHA

DEJKM

HCYCCTH

HCHCCTH

HapyweHvs Ha MYCKYJIHO-
CKeJIeTHaTa CUCTEMA
H CheIHHUTETHATE ThKaH

ApTtpalrusd

HCHCCTH

apTpuT

qeCTH

bonka B repba

HCHCCTH

eCTH

MyckyiHu cna3mu

HECUCCTH

PEIKH

Myckynna cnaboct

peJikH

Muanrus

HEHCCTH

HCUCCTH

bosika B KpaHHHAIIHTE

HCYCCTH

Ilapeaa

peaku

Bonka B kocTuTE

HCCTH

Hapyumienus Ha 0n6peuuTe
H ITHKOYHUTE ITHTRILA

Octpa 6u0peuna
HCOOCTATbYHOCT

PE/IKH

peKU

XeMarypus

HCYCCTH

HCCTH

Hurepcruimaned Hehpur

peaKH

bbOpevHa HeAOCTATRYHOCT

peNKU

Hapywenvwe na OnbpeyHara
byHKIMA

PE/IKH

MHupekuusa Ha ypyuHapHUS TPaKT

UCCTH

Hapyuienus Ha
BB3MPOU3IBOAUTE/IHATA
CHACTEMA U I'bPJATA

HapYIUEHHE HA ePEKTUIIHATA
byHKIKA

HCHCCTH

HCHCCTH

O0my HapyuieHHs W edekTH
Ha MACTOTO Ha NPUNOKEHHE

ACTCHHA

HCCTH

HCYCCTH

bosika B repauTe

HCCTH

HECTH

[Moaysane Ha nuueTo

HCHCCTH

yMopa

YCCTH

YCCTH

Bucoka TenecHa remneparypa

peaky

["punononobHu CUMNTOMHU

HCCTH

NeTaprus

PEAKH

HEpAa3IoIOKEHHUE

penku

HEHCCTH

Sonka

HCCTH

[lepudepen oTok

HCOTH

HECTH

chnadocT

HECYCCTH

HicnenpaHus

[osyimieHu HuBa na
aJlJaHWHaMMHOTpaHcdepasa

HCHCCTH

[ToBuiieHW HHBRA HA
acriapraTaMHHOTpaHchepasa

HCHCCTH
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IloBHIEHH HHUBA Ha HA KAIHI B |HEYECTH

KpBBTa |
[TosHIIEHH HHUBA Ha KPEATHHHH B|HEYECTH peaKH YeCTH
KpBbBTA

IloBHIIEHH HUBA H& KpeaTud YECTH
docpoknHaza B KPLBTa

[loByIiueHH HMBa Ha rOKO3a B|HEYECTH

KphBTa

[ToHIKEN XEeMATOKPHT B KPLRTA |Pe/IKH

[lonmxeHn xemornoOHH peaKy

[loBrmeHH HKMBa HA JWNMAM B{HEYECTH

KpbBTa

[lonM>keHW HHUBA HAa KaJdHA B|HEYECTH

KpbBTa

[TopuuieHH HHWBA Ha Kanui B|HeYecTH

KPBLBTA

[loBHieHH HWBa HA ypes B|HEUECTH YECTH 4EeCTH
KpBLBTA

[lopnileHH HHBAa Ha NHUKOYHA|pPEIAKH

KHCENHUHA B KPbBTA

[lopuwienn 1nmBa Ha rama-{HCYECTH

riayTamui TpaHcdepasza

[TopumieHn HHEA Ha 4YECTH
4yEepHOAPOOHHUTE EH3UMH

Crobniapane Ha NONQ3MPAHK HEKENIAHU PEAKLIMH

Cro0I1ABAHETO HA NOIO3UPAHH HEXKENAHH peaklun ciejl paspelasane 3a ynorpeba Ha NekapcTBEHHS
[MPOAYKT © BaykHO. ToBa No3so/iABa A2 NPOALIKK HAGMIOACHNETO HA CHOTHOLEHHETO 0JI13a/PHCK 34
JICKAPCTBEHHSA ITPOAYKT. (OT MEAHIMHCKHUTE CTICLIMATIMCTH CE€ M3UCKBA Aa ChOo01ABAT BCAKA [TOA03MpaHa
HeKellaHa PeaKkl(ig upes:

HannLanuTenna areduus no JIieKapereara
yn. HamaH ['pyes" Ne 8
1303 Codus

Ten.: +35928903417
yebcalT:www.bda . bg

4.9 IIpeaosupane

Hama cneuumduuna vHdopMalms 3a edekTa OT Npeao3vpaHe Wid JICHCHUE Ha TIpefo3upaHe ¢
ONIMECapTaH  MeNoKCOMUI/Xuapoxaoporuaszua, llanventure Tpabea fAa  OBAAT BHUMATENHO
POC/ICAABAHK, a JISYEHHETO TP40Ba Jla € CMMITOMATHYHO H IOJABpKAIIo. JleyeHHero 3asucH OT
BPEMETO Ha MNPHEMAHETO W TEXECTTa Ha cuMOTOoMUTE, [IpeanonaraeMUTE MEpPKH BKIIOYBAT
APEAN3BHKBAHC Ha MOBPLIUIAHE W/ WK CTOMaLLHA NpoMHUBKa. [TpH TeyeHHe Ha Npe1o3vpaHe MOXE Ja €
nosnesHa ynorpebara Ha akTUBEH BLraeH. Tps6Bsa 4ecTo 1a ¢ KOHTPOSMPAT CEPYMHHTE ENEeKTPOSINTH
W KpeaTHHHHA. [1pn nosBa Ha XMNOTOHKS MALKEHTHLT TPAOBA 13 ObAES NOCTABEH B nerH

no rpud 1 Aa ce npoeene cnemHo o0eMHa W coneBa 3amecTHTenHa Tepania. Haii-repeT
Ha TMIPEAO3HWPaHe € OnMecapTaH ca XUIIOTOHMA M TaXWUKapAusA, MOXKe Ja Bb3HH
[Tpeno3rpaHeTo ¢ XMAPOXJIOPOTHAZH/L €€ CBBP3BA C M3UEprBaHE Ha eeKTPOI
XUMNOXJIOPEMHS) U AeXUpaTalHsd, KaTo CIEACTBHE Ha CWIHO NOBHMIIEHATA 1
NpU3HALK H CHUMITTOMH HA NIPENO3UpaHe ca racHe W COMHOJEHTHOCT. XHIIOKa
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AOBE/IC [0 MYCKYJHH CHAazMH WunM Jia YCHIM CBPACHMHH apHUTMHH, CBBLP3aHH € €IHOBpPeMEHHA
ynorpeba Ha QUIMTAlMCOBH TIIHKOZWAH KITH OMpeaeicHH NEKAPCTRCHHU TMPOAYKTH € aHTHAPpUTMHYHO
JEFCTBHE.

Hama wuHdopmauMs panM onmecapraH HIH XWAPOXJOPOTHA3WA MOraT JAa €€ OTCTPaHaT upes
XEMOAMAITH3A.

5. PAPMAKOJIOI'MYHU CBOMCTBA

5.1 PapMakoIHHAMHYHH CBOHCTBA

PapmaxorepaneBTHYHA rpyna: Auraronuctn Ha aurnorensun II m anyperunn ATC koa:
CO9DAOS

Heocapa-Ko e koMOHHaLKWA OT aHTaroH®eT Ha aHTHOTeH3HH [l onMecapTaH MEIOKCOMHIT M THa3HAEH
AMYDPETHK, XHAPOXAopoTHA3HA. KOMOMHALIMsTA OT Te3U CHCTABKH MMa aAAMTHBEH AHTHXKICPTCHIUBEH
e(eKT, NOHHKABA APTEPHAITHOTO HANAraHE B MO-U3Pa3eHa CTENEH B CPABHEHHE C KOATO U [ € OT JABETe
ChCTABKH, H3NOJ3BAHK CAMOCTOATESHO.

llprnaranero Ha nosara Heocapa-Ko Begusx aHeBHO ocurypsaBa epeKTHBHO H INTABHO HOHMXKCHUE HA
aAPTECPHANTHOTO HANIATAHE 38 UATEPRAJI NO-ABJLI OT 24 vaca.

QamecapraH MEJOKCOMUII € aKTHBEH MpPH TEepopanHo TNPHIIOKEHWE CEeJIEKTHBEH aHTarOHWCT Ha
aHrdoTeHsuH Il peuenropure (AT1). AHruoTeH3uH |l € OCHOBHHAT BA30AKTHBEH XOPMOH Ha cHCTEMATA
PEHHH-AHTHOTCH3HH-ANAOCTEPOH M MMa 3HAYHTEIHA poJisd B IATOQHINOJIOTUATA HA XUIICPTOHHATA.
PuznonoruyHMTe eheKTH Ha AHTHOTeH3HH [ BKITIOYBAT BA3OKOHCTPHKIIMA, CTHMYIHpPaHE HA CHHTE3aTa
M OCBOOOX/ABAHETO HAa ANAOCTEPOH, ChpACHHA CTUMynaimg ¥ OnGpeuna peabcopOuMs Ha HaTPUM.
OnmecapTaH QJIOKHpa BA3OKOHCTPUKTOPHUTE M anfIOCTEPOH-CEKPETHPAIIMTE S(MEKTH HA aHIHOTCH3NH
Il kato Gnokkpa cebp3Banero My ¢ AT pelienTopa B TEKaHUTE, BKJITOUHTENTHO rNaaKaTa MyCKyaTypa
Ha KPbBOHOCHHTE CHJOBE H Haa0dBLOpeunurte knesun. JelcTBHETO Ha OMecapTaH € HE3aBHCHMO OT
HITOYHHMKA HIIM [THTH HA CHHTE3a Ha aHruoTeH3uN (1. CenexkTHBHUAT aHTarOHW3EM Ha aHrMOTEH3UH I
(ATI) peuenropure oT cTpaHa Ha oNiMecapTaH BOAM 0 MOBHLICHHE HA NJIA3MEHUTE HUBA HA PEHHWH H
KOHUSHTpAUMHTE Ha aHroTeH3rH | u II, kakro W 10 Y3BECTHO NOHMKEBAHE HA [UIAZMCHHTE
KOHIEHTPALHH HA a//I0CTEPOH.

[IpH XHNEPTOHHS, OJIMECAPTAH MEJOKCOMMIT MPUYHHSIIBA JI0303aBHCUMO, MPOABIIKHTEHO MOHMHKABAHE
Ha apTepHalHOTO HasAraHe. Hama nokasarencTsa 3a XMNOTOHHUS Ha ITbpBarTa 7033, 38 TaXHpUJIaKCUs
[PH NPOABJDKUTEHO MIPUNOKEHUE WIH ,rebound,, XMnepToHus cnes pa3Ko CIIMpaHe Ha TepanusaTa.

[ [prnarane na oniMecapTaH MEAOKCOMMI BEAHBXK THEBHO OCHIYPABa epeKTHBHO U MIaBHO MOHHKABaHe
Ha apTePHANTHOTO HANATaHE B NPOABLIKEHHUE Ha 24-yacos unTepBai. [IpuniOXEHHE BEAHBK AHEBHO
OCHFYpsABa CXOAHO MOHHKABAHE HA apTEPHAITHOTO HAJISTaHEe, K&KTO M JIBYKpaTHO AHERHO A03UPAHE MPH
eIHa ¥ Cckla 0f111a [HeBHA 1034,

[Ipx HenpexbCHATO NeueHHe, MAKCUMAJIHOTO NOHIKABAHE HA aPTePHAIHOTO HAIATaHE CE MOCTHTa 0
8-MaTa CEIMHLA OT HAuaJIOTO Ha TepanHaTa, BLIPEKH Y€ 3HAYMTE/IEH MOHIKABAIl apTEpHATHOTO
HanAraHe egekT ce HabmoAaBa oule Ha 2-Ta CeIMMLA OT JICYEHHETO.

EpexTsT Ha onmecapran pbpXy 3a00/1€BaEMOCTTA M CMBPTHOCTTA BCE OLIE HE € U3BECTEH.

XUAPOXIOPOTHASH/L € THa3MACH AUYPETHK. MeXaHH3MBT Ha AHTHXHNCPTCH3WBHHS e(eKT Ha
THA3HAHHUTE IUYPETHUM HE € HaMbAHCe HW3AcHeH. Tuasuaure noeaHgsaT OnbpeuH
MEXaHHU3MH Ha eJICKTPOJIMTHA peabcopbLMs, AMPEKTHO NMOBHILABAT €KCKPELMATA HA H
B NpHOIM3HTENHO paBHHM KoaWuecTea. JuypeTHuHoTo AEHCTBHE HA XHAPOXJIOpPO
rnasMeHus ofeM, NOBHILARA I[U1a3MEHATA pEHMHOBA AKTHBHOCT W TMOBHILA
aJIIOCTEPOH, ¢ [MOCAEABAII0 HapacTBaHe Ha 3aryfata Ha Kanvi W Guxapbo
MOHWXaBaHe Ha CepyMHHA Kanui. Bpb3kaTa peHHH-aNI0CTEPOH c& MEAUKpPA O
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[10pajiv TOBa ¢AHOBPEMEHHOTO NMPUJIOKEHHUE Ha AHTAarOHHUCT Ha aHTMOTEH3HH 11 BoH 10 HaMaliBaHe
Ha 3arybara Ha KanHi, cCBbp3aHa ¢ THa3HAHHTE AuypeTHiid. C XHAPOXJIOPOTHA3HA JUype3aTa 3aIll04Ba
OKOJIO 2 Yaca ciell NpUIloAKEHHNETO, a NUKOBUAT edekT ce Hab/oaara OKOoJIo 4 Haca CNeA NpuiaraHeTo
MY , @ ACUCTBHETO MY NPOABJDKABA 32 oKoJo 6-12 uaca.

EnuapeMyoioryuauTe NMpOYUBAHHA Ca YCTAHOBHIIH, Y€ NPOABLIIKHTCIHOTO JICYECHHE C MOHOTCPAIIHA C
XHAPOXJIOPOTHA3IUL HaMaABa pUCKA OT ChpPACYHO-CRAOBA CMBPTHOCT H 3a00J1€eBAEMOCT,

KOMGHH&EH}ITH OT OJIMECAPTAH MCAOKCOMMIT U XHAPOXJIOPOTHAIKA BOJIH A0 aAHTHBHO MOHHXKABAHC Ha

apTepHAITHOTO HAJATaHE, KOETO NPHHUHKITHO C& YCHIIBA ¢ 1034Ta Ha BCAKA OT CheTaBkMTe. B 0600uieHH
n1a1edo-KOHTPOIMPAHH KIMHUYHH H3NUTBAHUA APHIOKEHHETO HA koMOuHaumute 20/12,5 mg win
20/25 mg onmecapraH MEAOKCOMHI/XMAPOXJIOPOTHA3HA, € [0BENO A0 CPEAHO IIOHMXKEHME Ha
CHCTOIHOTO /JHACTOJIHOTO apTepHanHo Hangrane ¢ 12/7 mmHg u cvotreTHo 16/9 mmHg. Br3pacrra
M nojla He ca UManH KNWHWYHO 3HAYHMO BIIHSHHE CIIPAMO OTrOBOpa Ha KOMOWHHMPAHOTO JI€YeHHE C
ONIMECAPTAaH MEROKCOMUI/XHAPOXOPOTHAZU]L.

[lpuaoxkenne Ha 12,5 mg 1 25 mg XUAPOXJIOPOTHAIUA NPH TIALHEHTH ¢ HEAOCTATHYHO KOHTPOJIMPAHO
oT 20 mg onmecapraH MEIOKCOMMJI apTepPHATHO HANAraHe, JaBa AOMBIHWTETHO MOHMXKEHHE Ha 24-
YAaCOBOTO CHCTONIHO/IHACTO/HO apTEepHaJIHO HajsraHe che 7/5 mmHg w cnoreetHo 12/7 mmHg,
W3MEPEHO Tipu  aMOynarOpHO MOHHWTOpPMpAaHE Ha apTepPUAlTHOTO HAJIAraHe CrpaMoO W3XOJIHATa
MOHOTEpanus ¢  oJMecapraH  MENOKCOMMI.  JIOBIHHTENHO  CPEAHOTO  MOHIDKEHHE  Ha
CHCTOJTHOTO/ IMACTONHO apTEPUANIHO HANATAHE MPH CPABHEHHE € M3XOAHUTE CTOHHOCTH, H3MEPEHH C
KOHBEHUHOHANHH MeToau € Ouno 11/10 mmHg n cvoTeeTHO 16/11 mmHg.

EdbexTvBHOCTTa Ha KOMOWHAUMATA ONMeEcapTaH MENOKCOMMI/XMIPOXOPOTHA3ZHI ¢ MOMUIBPXKa TTPH
MPOABKUTENIHO (€1Ha roJiIHHA) neyeHue. Cnupane Ha TepanuaTa ¢ OJIMECapTaH MEROKCOMHUI, ¢ HIIH
0e3 CHBTCTRAILO MPUIOXKESHHE Ha XMAPOXIOPOTHA3HA HE € JIOBENO JI0 ,,rebaund” XHIEPTOHHNS.

Edekrure Ha dukcupaHata j1030Ba KOMOMHALIMA OT CIMECAPTaH MEJOKCOMMI/XMAPOXOPOTHA3H 10
OTHOLIEHHE Ha CMBPTHOCTTA H CHPJIEUHO-CBA0BATA 3a001€RBAEMOCT NMOHACTOILIEM ¢a HEH3BCCTHHU.

DUKCHpaHHTE 1030BK KOMOMHALIMM OT OJIMecapTaH MeaokcoMu /xuapoxnopordasua 40 mg/12,5 mg
u 40 mg/25 mg ca u3cneABaHW B TPH KJIWHHYHHM MPOyuBaHWy, Brmousamy 1482 naumeHTH C
XHIIEPTOHHA.

EnHO ABOMHO CNANO NpoyuBaHE C eCeHLHANIHA XHIIEPTOHHA € OLEHUN0 eheKTHRHOCTTa Ha ONIMECApTaH
MeaokcomMun/ xuapoxnopotuasn 40 mg/ 12,5 mg u 40 mg/25 mg cnpsmMo MOHOTEpaITHs ¢ oJiMecapTaH
MeaokcoMun 40 mg, kato NMbpPBMYHA KpaiiHa Touka € OWIO NOHMKEHHWETO Ha CPSAHO AHACTONHO
apTePHaNHO HAIAraHe B ceAHANO NMONOKEHHE CNPAMO H3XOAHHTE CTOHHOCTH.

CHCTOTHOTO/IMACTONHOTO APTEPHATHO HanAraHe ce € moHMwxkWio ¢ 31,9 /18,9 mmHg B rpynara ¢
koMOMHHMpaHaTa Tepanus capaMo 26,5 /15,8 mmHg B rpynata na modorepanus (p< 0,0001) na ocmara
CEAMHRLA OT ICUEHUETO.

B nsolna cnana, HekoHTpoNMUpaHa BTOpa (a3a Ha TOBA NMPOYYBAHE, TUTPUPAHETO Ha JIO3WTE MpH
ITALIUEHTHTE, KOHTO HE Ca OTIFOBOPHIM HA MOHOTEpanusaTa ¢ onmecapraH menoxkcomun 40 mg go
OJIMECApTaH MEAOKCOMMIT /xupoxfiopotuasun 40 mg/12,5 mg, kakro v ot 40 mg/12,5 mg o 40 mg/25
mg € AOBEJO0 A0 IOIVBLJIHHTENHO 3HAYMMO NOHWXKEHHE Ha CHUCTOJMHOTO/AMACTOJIHOTO apTEepHATHO
HAJITaHEe, KaTo 10 TO3H HaYMMH €& € NOTBBPAWUJI (PaKTa, 4Ye NOCTENCHHOTO NOBHILABAHE HA RO3HUTE UMa
KITMHUYHO NIPHTOXKEHHUE Ha noJobpsBaHe HA KOHTPONA BbPXY apTEPHATHOTO HANIAraHe.

Bropo apoliHo cnsno, parnomMusupaHo M mnauebo  KOHTPOJNWpaHo MpoyY
e(heKTHBHOCTTA Ha AO0ABIHETO HA XHAPOXIOPOTHAIUI KBM TEYEHHETO HA ALl
[MOCTHUTHAJIH AJICKBATEH KOHTPOJ Ha apTEpPHANHOTO nansraHe caea 8 ceamuim ne
MeZokcoMun 40 mg. ITaupeHTuTe ca Ounu pasnpencyieny Taka, 4e Wi Aa [podb
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NPOABJDKEHUE HA OIS OCEM CeIMHIM. YeTBbpTaTa rpyria € pas/IoMM3upaHa aa nony4asa oMecapTaH
MeJIOKCOMMI /xpuapoxnoporuasua 20 mg /12,5 me.

Hobapaxero Ha 12,5 mg wian 25 mg XuaApOXAOpOTHA3HA € AOBEI0 A0 HOITBIHUTEIHO NMOHWKEHHE Ha
CHUCTOJIHOTO/AMACTONIHOTO Hansrane ¢ 5,2 /3,4 mmHg (p<0,001) v 7,4 /5,3 mmHg (p<0,0001)
CHOTBETHO, CIIPAMO MOHOTeparus ¢ 40 mg onMecapTan.

CpaBHeHHE MEXIYy NaLMEHTHTE, MONYHARAIUM ONMECApTaH MeAOKCOMWI/XuApoxiopoTHasna 20
mg/12,5 mg u ve3u, nonmyqasaim 40 mg/12,5 mg € nokaszano CTATHCTHYECKH 3HAYMMK PA3TNYMS B
[MOHMXKCHHUETO Ha CHMCTOJIHOTO apTepHaiHO Hanarase ot 2,6 mmHg B nosiza Ha no-BUCOKaTa J030B4
kombuHalus (p=0,0255), nokaTo 3a AHACTONHOTO apTEPHATHO HANATAHE € YCTaHOBEeHa pasiuka ot 0,9
mmHg. MoHHTOpHpaHeTo Ha apTepHaNHOTO HaNAraHe B aMOYIATOPHH YCIIOBHA B3 OCHOB2 Ha CPEAHM
MPOMEHH 3a 24 4acOB NEepHO/I, MPOMEHHTE Ha CHCTOJIHOTO M JHACTOJIHOTO HAJIAraHe Mpe3 JICHA W IIPE3
HOLTA, Ca MOTBBPAHIIM DPE3YNTATHTE OT KOHBEHUHMOHAIHHUTE METOAM 32 H3IMEPBAHC HAa KPBBHOTO
HaJIsraHe,

Oue eHO ABORHO CIANO paHAOMHU3IHPAHO NPOYUBAHE € CPABHUIIO ePEKTHRHOCTTR Ha KOMOHHHPAHOTO
NEYEHUE C OJIMECapTaH MEAOKCOMHI/xuapoxsiopoTHasua 20 mg/25 mg wu  onMecapraH
MEAOKCOMHI/XuapoxopoTHasil 40 mg/25 mg ¢ Npu NauMeHTd ¢ HEAOCTATBYHO aJeKBATHO
KOHTPOJHPAHO apTEPHATHO HajisraHe ciel 8-CeaMUUYHO NSUeHHUE ¢ oiMecapTal MenokcoMut 40 mg.

Caen 8 ceamuim koMOHHMpaHa TEpanHs CHCTOMHOTO/HMACTONHOTO apTepHaiiHO HaliraHe € OWio
3HAYUTENTHO IOHWXKCHO CIPAMO H3XOAHHMTE cToMHoCcTH cke 17,1 /10,5 mmHg B rpymaTa ¢ onMecapTan
MeaoKkcoMHI/Xuapoxopotiazua 20 mg/25 mg uw ¢ 174 /11,2 mmHg B rpynara Ha jeueHue
onMecapTaH MeaoKcoMH/ xuapoxnoporiasua 40 mg/25 mg. PasnukaTta Mexay ABETE TepaneBTUYHHM
rpYNK HE € CTATUCTHYECKH 3HAUUMA, KOTaTO CE U3MOJI3BAT KOHBEHIIHOHATHUTE METO/IH 32 H3MEPBaHe
Ha apTepHATHOTO HansAraHe, KoeTo 6u Moo fa 6176 00jCHEHO ¢ T.HAp. NNaTo ePEKT NPH OTroBOp Ha
AHTArOHUCTUTE HA aHruoTeH3uH Il Kato onMecapraH MeOKCOMHUIT,

KAMHHUYHOTO 3HAYEHHE H CTATUCTHUECKH 3HAYHMMTE PasinyuMs B 0132 Ha OTMECapTaH MEJOKCOMMI
/xuapoxyopoTrasun 40 mg /25 mg B CpaBHEHHE € OJIMECAPTAH MEAOKCOMMIT /XHAPOXJIOpoTHa3zua 20
mg/25 mg ca HabmonaBanu nMpu 24 YacoBO POCIEAABAHE HA APTEPHATHOTO HaNATaHe B aMGynaTopHH
YCNOBHA, KAKTO MPH CUCTOIHOTOC TaKa M NP AHACTOTHOTO ApTEPHAITHO HajlsAraHe.

AHTHXHIIEPTEH3UBHUAT €heKT Ha ONIMCCAPTaH/XMAPOXIOPOTHA3HA € Ol CXOMEH, HE3aBHCHMO OT
BB3PAcCT, M0J1 WK HATHYHE Ha 3aXxapeH xuaber.

[lBe ronemu panaomMu3upanu koHTponupanu npoyusanus - ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo r06anHo M3THTBaHE 3a KpaiHH
TOYKH HATEAMHUCAPTAH, CaMOCTOATENHO H B KOMOWHauud ¢ pamunpun) ¥ VA NEPHRON-D (Kinnnnyno
NPOYYBaHE CBBP3aHO C Pa3sBHTHE Ha HedponaThd npd avabet, MPOBEACHO OT MHHHCTEPCTBO MO
BBIIPOCHTE HA BETepanuTe) - npoy4eat ynorpebara na xkombunaumsata ot ACE unxubutop u
aHrnorensuH U-peuenTopen 6nokep.

ONTARGET e npoyusaHe, npoBeaeHO NpH NauMenTH ¢ aHAMHE3A 33 ChPACYHO-CHIOBA MM
MO3BYHOCHJIOBA QosiecT, Wiy 3axapeH adHadeT TuN 2, NpUApYXKEHH ¢ AAHHH 33 YBPENKRAHE HA
epekropum oprand, VA NEPHRON-D e nipoyusane npu MmauMeHTd ¢be 3axapeH Aualer THO 2 U
anabeTHa HedponmaTHa.

Te3n nmpoyuBanns He nokasear 3Haumm Gnaronpusten edeKkT BLPXy OLOpEYHHTE W/HIM ChpACUHO-
CbIOBHTE TMOCAE/IHIM H CMBPTHOCT, KAaTO CBHUIEBPEMEHHO ca HabMI0OAaBaHH ITOBHIL
XUINEpKaNHEMHUd, OCTPO YBpexkaHe Ha OLOpeunTe W/ niu XMIOTOHWA B CPABHEHHE C
Kato ce umar npeaBuAa cxomHuTe UM hapmMakoIHHAMHUYHK CBOWCTBA, TE3N PE3YIIT
1 3a Apyru ACE nuxuburopu u anrnorensun ll-penemnroptu 6nokepn.

ACE unxnbutopy u anruorensun l1-peuentopin 610kepH cel0BaTeNHO HE TPS
€THOBPEMEHHO MNPH NaluMeHTH ¢ fidadeTnia HedponaTHs.
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ALTITUDE (KnuHuuHO npoyyBaHe NPOBEACHO C ATMCKHPEH NPH AUMEHTH ChC 3aXapeH A4abeT THI
2 ¢ U3MOJI3BAHE HA CHPACYHO-CBAOBK M 6B0peunH 3abo/gBaHHA KATO KpaHHH TOMKH ) € MPOYUBaHe,
MpeaHa3Ha4€HO a M3C/e1Ba Moa3aTa OT A0DABSHETO HA AIMCKUPEH KbM cTaHmapTHa Tepanus ¢ ACE
MHXHOKTOD WIH anrvoTeH3ud [l-peuenroped Gaokep Npu MalHeHTH Che 3axapedH Avaber THN 2 W
XpOHHYHO ObOpeuHO 3abonspaHe, CHPAEYHO-CBLAOBO 3abonasaHe wiau u Apere. [lpoyuBaHero e
NPEKPATeHO MPEKACBPEMEHHO TMOPaAd MOBHUIIEH PHUCK OT HeONMaronpusaTHW nocaeavuM. Kakto
CbPACYHO-CHAORATA CMBPT, TAKa H HHCYJITHT Ca IO-Y€CTH B IPYNaTa Ha aJHWCKHUPEH, OTKONKOTO B
rpynata Ha miaiefo, a NpeaCTaBIABAIMTE MHTEpPEC HEXKENAHH ChOHTHS M CEpHO3HU HEXKENaHW
CLOWTHA (XMNEPKATHEMHA, XHIIOTOHUA U GLOpeuna qucdyHKkuMe) ce ChoOmABAT MO-YECTO B rpynaTa
Ha aJINCKHPEH, OTKOJIKOTO B rpynara Ha tianedo.

3.2, PapMaKOKHHCTHYHE CBOHCTEA
AOcopOnus n pasnpeaesicune

Onmecapman medoxcomun

OnMecapraH MEJIOKCOMHI € fpekypcop. Toi Obp30 ¢e npespbllla BbE (ApMAKOJOTHHHO AKTHBEH
MeTaboMUT O/IMECAPTaH OT ecTepa3y B YPEBHATA MYKO3a M NOpTanHaTta KphB ripy abcopOuusra oT
CTOMALIHO-YPEBHHA TPakT. B rnia3zMara WKW €KCKPETHTE HE ¢€ YCTAHORSBAa HHTAKTEH OJIMEcapTaH
MEAOKCOMMII MJIH aKTHBHOCT HAa MHTaKTHATa CTPaHM4Ha Bepura menokcommuwi. CpenHarta abconroTHa
OMoHaNKWYHOCT Ha onMecapTal TabyeTKH e 25,6%.

CpenHara makcuMasina nnasMeHa KoHueHTpauns (Cmax) Ha ONMECapTaH ce NOCTHra A0 2 4yaca cnef
pHEMA Ha ONIMECApTaH MEAOKCOMMA, KATO IJ1a3MEHHUTE KOHLEHTPaUHUH Ha oniMecapTaH Ce NOBUIIaBar
NPUOANIHTENTHO TMHEHHO ¢ HApacTBalK CIHOKPATHH NEPOPATHHU 103K A0 npubansutento 80 mg.
XpaHarta umMa MHHHMaNEH epeKT BbpXy OGHOHAIHYHOCTTA HA OJIMECApTaH, NopaaH KOeTO 0JMECapTa
MEIOKCOMHIT MOXKE J1a Ce npuiiara cbe 1M Oe3 xpaHa.

He ca nabmopaBany KIHHHYHO 3HAYMMM MEXKAYIONOBH pa3diiyMsa BLB (PapMakOKHHETHKaTa Ha
OIMECapTaH.

(OnmMecapTaH ce CBBP3Ba B ToJisIMa CTEACH ¢ MJlasMeHuTe NpoteuHn (99,7%), HO BEPOSTHOCTTA OT
KJIMHUYHO 3HaYMMH B3aUMOJIEHCTBHA, JIBJKALLMA CE HA U3MECTBAHE OT MACTOTO HA CBBP3BAHE MEXKIY
oJiMecapTaH U APYr'd JIEKAPCTBCHH MPOAYKTH C BHCOKA CTENEH HA CBBP3BAHE C MNJIa3sMEHUTE NPOTECHHH
€ HHCKAa (KOeTO Ce MOTBbKAaBa OT JIMNCATAa HA KIHHHYHO 3HAMMMO B3aWMOAEHCTBHE MEXITY
OJIMecapTaH MEJOKCOMMW)T W BapdapuH). CBbp3BaHeTO ia OJIMECapTaH KbM KPBBHHTE KIETKH €

He3HauuTenHo. CpeaHusT obeM Ha pasnpereNeHue Ciie/i HHTPABEHO3HO MpHiIokKeHHe € HUCBK (16 —
290).

Xuopoxnopomuazud

Ciea nepopanHO NPHIOKEHHE Ha OJMECAPTAH MEJOKCOMHII W XHAPOXJIOPOTHa3WA B KOMOHHaums,
CPEAHOTO BpEeME 3a AOCTHIaHE Ha MAKCUMAJIHKY KOHLIGHTPALIMKM Ha XWApoxXaopoTHaszua e 6o 1,5 no 2
4aCa CACA NPUEeM. XHAPOXJIOPOTHASH] CC CBBP3RA C NJTa3MEHKTE NpoTerHu B 68%, a MPUBHIHUAT 00eM
Ha pasnpeaencHue e 0,83 - 1,14 l/kg.

MeTabonn3bM U SIMMUHHPAHE

Onmecapman meookcomun
O0uaT nasMeH KIHpPBHE Ha oniMecapTtat obuknoseno e 1,3 I/h (CV, 19%) n e cpaaum*en 0 fapey B

CpaBHEHHUE ¢ HEPHOAPOOHMA KpbBOTOK (0k0s10 90 I/h). Cnea eaHokpaTHa nepopanHa ag @jﬁpﬁg .
¢ *C onmecapraH Mexokcomun, 10-16% oT npunoxkeHaTa pagnOaKTHRHOCT ¢ O / TIPS .Qe
ypuHaTa (IIO-rojiiMaTa 4acT npe3 MbpBUTE 24 yaca ciiel NPWIOKEHHETO), a OCTE ’, iys yaOR et H 4;:\\\
OTKpHTa B H3NpaXHECHHUATA. BB3 OCHOBa Ha CHCTEMHATA HaJIMYHOCT OT 25, u e.;;%;af?%; wi
H3YMCIIEHO, Y€ abCopOHpaHuaT onMecapTaH ce OUHCTBA NMOCPEACTROM 6’bﬁpeqﬂ % pr' =
40%) 1 XenatoGHIMapHa excKkpelms (okono 60%). q}; S ;H;
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Y{¢TaHOBEHO, € ue usiaTa Bh3CTaHOREHA PajroaKTHBHOCT e JAb/IKH Ha oaMecapTaH. He ce ycraHoBsBa
ApYT 3HAYMM MeTabonuT. EHTepoXenaTanHUsT KpbroBpaT Ha oJIMECapTaH ¢ MMHUMAaneH, Tohil xaTo
ro/JIiMa HacT OT OIMECAPTAH €€ eKCKPETHPA Mpe3 AIThUKATa, NPIJIOKCHHETO NIPH MALMEHTH ¢ OunxapHa
OOCTPYKLHA € NPOTUBONOKAz2aHO (BXK. ToUka 4.3).

KpaHHOTO BpeMe Ha MOAYXXMBOT Ha oJiMecapraH Bapupa mexay 10 u 15 vaca npu MHoOroxpareH
nepopasieH npreM. PagnoeecHoTo cheTosHue (steady state) ce nocTHra cnejt MbpPBUTE HAKOJIKO O3H U
MOCIeABALLO aKYMYITHpaHe He ce HabmoaaBa cneq 14 Hu noprapAlll ¢e npueM. brOpedHHIT KIUPBHC
e npubansuresdo 0,5 - 0,7 I/h, u He e G 3aBHCKHM OT J03aTa.

Xuopoxnopomuazuo

XHIPOXJIOPOTHA3WA He ce MeTaboNu3upa npu Xopa, a ¢ CKCKpeTHpa TMOYTH HAalbJHO KaTo
HEMPOMEHEHO AKTHUBHO BeEIUECTRO ¢ ypuHara. [Ipubnuzurendo 60% ot nepopanHara po3za ce
CIIMMUHHPA KaTO HEMPOMEHEHO aKTHBHO BEIUECTBO B paMKuTe Ha 48 uaca. bLOpeuHHAT KIUPBHHC ¢
okosio 250 - 300 mi/min. Kpaiinoro Bpeme Ha monyxusot Ha xuapoxaoporHazua e 10-15 gaca.

QuiMecapTaH MEJOKCOMMI/ XHAPOXJIOPOTHAINA

CHCTeMHaTa HaIMYHOCT Ha XMAPOXJIOPOTHA3WJ ce Hamanssa ¢ okono 20% korato ce npuiara
CIHOBPEMEHHO C OIMECAPTaH MEZOKCOMMII, HO TOBA YMEPEHO MOHKEHHUE HAMA KIMHHUYHO 3HAYEHHE.
KudeTnkara Ha onMecapTaH € HeIpOMEHEHa OT ChITbTCTBALIOTO MPHIMKEHHE HA XHAPOXAOPOTHA3HAL.

DapMakOKHHETHKE TIPH CNCHHANHY TONYIANUH NaUHEHTH

Hanuenmu e cmapuecka evzpacm (Hao 65 zodunu)

[Ipn naunenTy ¢ xunepronus, AUC Ha onMecapTan B paBHOBECHO CHCTOSHHE CE ITOBHINARA C OKOJIO
35% npu nauweHTd B crapuecka BB3pacT (65-75 roguuu) U ¢ okono 44% rpH ome no-BL3pacTHU
MauHeHTH (>75 roJiMHA) B CpaBHEHHUE ¢ M0-M/1a/1aTa Bb3PacToBa rpyna.

OrpaHHYCHM lAHHH TTOKa3BaT, Y¢ CHCTEMHHUS KJIMPBHC Ha XHIPOXJIOPOTHA3HA CE MOHWXKABA KAKTO MPH
34pABH, TAKa W MPU [TAUMEHTH B CTApYECKa BBL3PACT ¢ XHOEPTOHMSA, B CPaBHEHME C MNaau 3/APABM
100POBOJILIH.

Yepedena tvbpeuna (ynxuyus

[Ipu nanuenTu ¢ yspesnena 6n6peyna dyHkuus, AUC Ha onMecapTaH B PaBHOBECHO ChCTOSHHE C€ €
noBHINMAR ¢ 62%, 82% u 179% CHOTBETHO NPH JIEKO, YMEPESHO TEXKKO M TEXKO yBpeacHa GnbOpeiHa
(GYHKLHSA B CpaBHEHHE CHC 3APaBY KOHTPONTH (BxK. ToukH 4.2 1 4.4).

[lonyKHBOTHT Ha XHAPOXJIOPOTHASH/ CE YABIKABA NMPH NAaLMENTH ¢ YBpeAcHa Ob0peuna hyHKIHA.

Yepedena uepnoodpobua hynkuyun
Cnel nepopaiHo NpuIoxKeHHe Ha eIHOKpaTHa 1033, cToiHocTuTe Ha AUC Ha onMecapTaH ca 6nin 6%
K 65% M0-BHCOKH IpM NAIMEHTH C JIEKO M YMEPEHO TEXKKO YBPEAeHa 4epHOApoOHa (yHKIMSA, B
CpaBHCHHUE ChC CHOTBETHHTE 31paBH KOHTPOH. Hecsnpsauara gpakuyd Ha onMecapTad Ha 2-vs Hac
CJIel NPWIOXKEHHETO NIPH 3ApaBH JOOPOROJILIH, TIPH NALMEHTH ¢ IEKO YBpeacHa uepHoapolta dyuxuus
W NPY NALHEHTH ¢ YMEPEHO TEXKO YBpeACHA YepHoaApoOHa dyHKIIMS € 6una cvoTreTHO 0,26%, 0,34%
n 0,41%. Cnex MHOrOKpaTHO MpUIIOKEHHE Ha MALMEHTH C YMEPEHO TEXKKO yBpeleHa depHoapobHa
¢pynkuns, cpeanara AUC Ha onmecapTah e OHiaa OTHOBO 0KoJNo 65 % no-BMCOKA OTKONKOTO NMpH
CLOTBCTHHTE 3JpaBM KOHTPONH. (CpeaHara CTOHHOCT Ha MaKCHMAaJHaTa KOHUEHTpauus (Cupax) Ha
ofimecapTaH € Owia CXoJHAa NpH MAUMEHTH C yBpejcHa 4epHoApoOHA GyHKUMS M npu aBu
HHAMBUIH. OniMecapTaH MEJOKCOMAI HE ¢ NPOYYBaH NPU NALHEHTH C TEXKKO YBpPEeIeH
byHkima (Bx. Touku 4.2 u 4.4). UepHoapoGHOTO yBpexkiaaHe HAMA ChILECTBEHO
(papMaKOKMHETHKATA HA XHAPOXIOPOTHAZMI.
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5.3 llpearauuuyun qannm 3a 6e30NaCHOCT

ToxkcHuHMAT MoTeHuHan Ha KOMOWHAUMSTAa OT OfMecapTaH MeJOKCOMWT/XHAPOXJIOPOTHAa3HL ¢ Oun
OLIGHEH MPU U3INHTBAHUA 32 TOKCHYHOCT NPH NMEPOPAIHO MHOTOKPATHO APUIOKEHHE B ITPOABIDKEHHE
HA LIECT MECeUa fpH MUTbXOBE K KY4eTa.

KaxkTo W npH BCAKO OT OTAENIHUTE BEIECTBA U APYTH JIEKAPCTBEHH MPOIYKTH B TO3H KJTAC, OCHOBHHAT
MPULIETICH OpraH 3a TOKCHYHHU MPOSBH Ha KoMOMHaumsaTa ca 6w 0nOpeunte. KoMOmHanmara ot
O/IMECAPTAH  MENOKCOMWI/XHAPOXOPOTHAsHA BOAM A0 (yYHKUMOHANHA ObOpeyHH NpOMEHH
(MOBHWIEHHE Ha CcepyMHaTa yped W KpearwHuH). BucokuTe A03MPOBKH NpHUMHABAT TyOynHa
JIETEHEpaLHA W percHepauus Ha OnOpeudTe Ha TILXOBE W KY4YeTa, BEPOATHO 4pe3 NpPOMAHA Ha
6n0Opeunara XxeMouHaMuKa (nonwxkeHa 6u6peuna nepdy3ua CIEACTBHE HA XMIIOTOHHATA ¢ TyOyHa
XHMOKCHMss v TyOynHO  wieThYHAa  JereHepauds). B fgomsnHeHue  onmecapTaH
MEIOKCOMHUIVXHAPOXOPOTHAZH BOAM /IO HaMaleHHe Ha NOKa3aTeiiTe Ha epHTpouuTHTe (BpoH
CPHUTPOLIMTH, XEMOIIOOHH 1 XeMAaTOKPHT) M HamMallsBaHe TErJIOTO HAa CHPUETO NPU TUTEXOBE.

Tesu edextu ca Habniomasauu u npu apyru AT1 peuenrtopun aHraroHucTd © ACE uHxubutopm u
M3TJIEKIA C€ AB/DKAT Ha $apMakONOTHHHOTO ASHCTBUE Ha BHCOKH JI03M OJIMECAPTAH MEIOKCOMMI,
BEPOATHO HAMAT 3HAYECHHE MPH X0pa B TePaneBTHYHH 031,

HPG}"‘{B&HHHTH 34 F’CHOTOKCHYHOCT IMPOBEJACHH € OJIMECapTaH MECAOKCOMMIT U XHAPOXOPOTHA3HA, KaKTO
H C OTACAHHTC CBECTABKH HC Ca NOKalaJldH HUKakKBKM pU3IHALW 3a KMUHHAYIHO 3Ha4YMa FCHOTOKCOKHHHA
AdKTHBHOCT.

KapUHHOreHHHAT NOTEHIHAI HA KOMOHHALIMATA OJIMECAPTAH MEJOKCOMIUT ¥ XHAPOXOPOTHA3Ul HE €
OuUN npoyueaH, T KaTo HAMA AOKA3aTENICTBa 34 CLOTBETHH KAHLEPOreHHH epekTH 3a OTICTHMTE
ChCTaBKM, B YCIIOBHATA HA KJIIMHHWYHA yrioTpeDa.

[[pyH MUIIKM H NUTEXOBE TPETHPAHU C OJIMECAPTAH MEAOKCOMMII/XHAPOXOPOTHAZH HE Ca NOJYyUEHU
JOKa3aTeJICTBA 3a TEPATOreHHOCT Ha KOMOMHauMaTa. B ChOTBETCTBHE € OYAKBAHHATA 3a TO3H KJAC
JIEKapCTBCHH MPOAYKTH, IIPH IUILXOBE HA KOWTO € JapaHa KoMOWHauusiTa onMecapTaH
ME/IOKCOMMII/XMAPOXOPOTHA3H)T 110 BpeMe Ha OpeMeHHOCTTa ca TIONMyYeHH AaHHU 3a QeTajHa
TOKCHYHOCT, OIIPE/IEIICHA OT 3HAYMTEITHOTO HAMAJIEHHE HA TernoTo Ha deTyca (Bx. To4Kd 4.3 n 4.6).

6. PAPMAIEBTHUYHH NAHHH

6.1 Cnucubk nHa noMOMIHATC BeHIeCTRA

CbplLieBHHA Ha TabneTKara:
MuUKpokpHucTanHa uemynosa

JlakTo3a MOHOXHApAT
XUAPOKCHNPOIMHILIENYIO3a

HacTHuHO 3aMecTeHa XHAPOKCHITPOMUILIENYI103a
Marue3ues creapar

POUJIMOBO NOKPUTHE:

Twuranos avokcua (E171)
Tank

Xunpomenosa 2910 (6¢ps)
AKpnT xeneseH okcna (E172)
HYepeen xkenesen okcup (E172)
Jlakro3a MOHOXMIpaT
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6.2 HecxBEMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roanoct

4 roguHU

6.4 Cnenyainy yc,I10BMS HA ChXpaHenue

To3u NekapCTBEH MPOAYKT HE M3UCKBA CMIEHHAHH YCIOBMA 32 ChXPAHEHHE.
0.5 Bua ¥ cbAbpKande 1A ONIaKOBKATA

Tabmerkure Heocapa-Ko ca onakosanu B Al-Al dnucrepu.
Bceaka kapToHeHa KyTHA CABpka 30 TabseTky U IMCTOBKA 32 IMAUMEHTA.

6.6 CienHaxny npeanasnu MEpKH NPH R3XBLpJsne H paGora

Hen3nonssaHusaT EKapCTBER NPOAYKT WIK OTNAALYHHTE MaTepHaNu OT Hero Tpsabea B CLOTBETCTBHE
¢ MECTHHTE U3HCKBAHUA.

7. IPHTEXXATEJL HA PAIPEIIEHUETO 3A YIIOTPEBA
HEO BAJIKAHHUKA EOO/J
yi. ,,3emisRe” 35

Codins 1618
bbarapus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA
Heocapa-Ko 20 mg/12,5 mg Per.Ne 20170289
Heocapa-Ko 40 mg/12,5 mg Per.No 20170290

9. JATA HA HOBPBO PA3PEIIABAHEMIOIHOBSABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Hara Ha nepso paspewasane: 02.10.2017
Jara Ha nocaeAHo MOIHOBABAHE!

10. JATA HA AKTYAJM3HUPAHE HA TEKCTA

Hoemepn 2023
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