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2. KAYECTBEH H KOTHYECTBEH CHhCTAB

Beska ¢unMepaHa tabaetka Onmesun Imoc 20 mg/12,5 mg ceappxa 20 mg onmecapraH
Menoxcomun {elmesartan medoxomil) u 12,5 mg xunpoxnoporuasuy (hydrochlorothiazide).

Beaka ¢unmupana tabnerka Onmesua IImoc 40 mg/12,5 mg ceaspxka 40 mg onMecapraH
MefokcoMun (olmesartan medoxomil) u 12,5 mg xuapoxnoporuasun (hydrochlorothiazide).

IMToMowHK BeIECTBA C U3BECTHO JIEHCTBHE:

Beaka ¢punmupana rabnerka Onmesup [Imoc 20 mg/12,5 mg cwabpaxa 105,34 mg akrosa
MOHOXHApAT.

Beaka punmupana Tabnerka Onmesun [lmoc 40 mg/12,5 mg cuabpxa 223,18 mg nakrosa
MOHOXMpaT.

3a MBJIHUA COHCHK Ha MOMOHIHWTE BEIICCTBA BIDKTE TOuka 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupana tabneTka.

Onmesun Ilmoc 20 mg/12,5 mg: BexkoBa, Kpbriia, ABOIHOM3MbKHAJIA Ta0/METKa ¢ ACIHMTEIHA YEpTa OT
enHata ctpaHau AnaMersp 8§ mm. Jlemrennara uepra He € NpeAHa3HAYEHA 3a pa3fieNiHe Ha pABHH
HO3H.

Onmesua Mmoc 40 mg/12,5 mg: Bexora, npoasArosara, ABOHHOM3MIbKHANA TA0AETKA C AENTUTENHA
uepTa OT €AHATA CTPAHA U ¢ pa3sMEpH: Ib/KHHA 16,3 mm u mxpuHa 7,8 mm. [ennrentara 4epra He €
NpeAHA3HAYCHA 3a pa3ie/ifHe HAa PaBHH JO3MU.

4. KJIHMHHMHHU JAHHH

4.1 TepaneBTHYHH NOKAIAHHSA
Jleuenne Ha eceHLMATHA XUITEPTOHMA.
Onmesun IInoc e MOKa3aH NMpH NalMEHTH, YHETC APTEPHANIHO HaJIAraHe HE C€ KOHTPOJIHpa ONTHMATHO
¢ MOHOTEpanHs OMMECApTaH MEIOKCOMUII.
4.2 Jo3upoBKa H HAYHR HA NPHJIOKECHHE

03UPOBKaA

By3pacmnu
IMpenoprusanara no3a Onmesun Ilntoc e eana Tabnerka AHEBHO.
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Onmmeaun [Imioc 20 mg /12,5 mg dwnMupand TabieTKd c€ fpunara NMpH TAUHEHTH, MPH KOHTO
MoHoTepanHaTa ¢ 20 mg onMecapTaH MEROKCOMMI HE € JoBeda A0 ONTHMANCH KOHTPON Ha
apTepHANHOTO HANATaHe.

Oamesunx ILnoc 20 mg/12,5 mg:

KoraTto € K1TMHHYHO 00YC/TOBEHO, MOXKE Jla C& MMA NIPEABHA AHPEKTHO NMpeMHHABaAHE OT MOHOTEpanua
¢ 20 mg onmecapTaH MeZokcoMi kpM Onmesus Ioc. AHTHXHNepTeH3uBHHA edeKT Ha onMecaprad
MEAOKCOMMII IOCTHIA CBOS MAKCHMYM OKOJIO 8 CEIMMIM C/Ie/l HAYANIOTO HA JICYEHHETO (BXK. ToYKa 5.1).
Ipenoprbupa ce THTPUPaHE Ha ZO3UTE HA OTAETHUTE KOMIIOHEHTH.,

Onamesnx [lmoc 20 mg /12,5 mg mMoxe Aa ce npuiara fpH MauHeHTH, YHETO apTePHANIHO HANIIraHe He
€ ONTHMAHO KOHTPOJIMpaHO ¢ MOHOTEpanua ¢ 20 mg onMecapTal MEAOKCOMHII.

Oamesznn e 40 mg/12,5 mg:
ITpenopbuBanara go3za OnMesun [Imoc 40 mg /12,5 mg e enxa rabnerka AHCBHO.

Qumeann [Liroc 40 mg /12,5 mg punmupany TabaeTku ce npuiara NpH MalHeHTH, YHETO apTepPHATTHO
HaJIAraHe He € KOHTPOJIIMPaHO ONMTHMATHO OT MoHOTEpanua ¢ 40 mg oMecapTaH MeIOKCOMMIL.

3a yno6CTBO, NALMEHTHTE MpHEMALLH OJIMecapTaH MEJOKCOMHI ¥ XHAPOXJ0poTHasHa noa popmara
Ha OTAENHH TabNekH Moxe Aa mpeMHHat kbM neverue ¢ OnMeaua [Imoc 40 mg /12,5 mg.

OnmMesnn Ilmoc ce npHeMa BeAHBXK JHEBHO ¢ WK Oe3 XxpaHa.

Hayuenmu 6 cmapuecka evapacm (Hao 65 200unu) |
He e HeoGx0AMMO KOPHrHpaHe Ha J03aTa NPpH MalleHTH B cTapuecka Bb3pacT. HeoOxoaumo e cTprKTHO
MOHHTOPHPAHE HA APTEPHUATHOTO HaJIATaHe.

Bvopeuno yspexncoane

Korato Oamesua Ilmoc 20mg/12,5mg ce u3nosBa Npd MalMeHTH ¢ JeKo A0 yMmepeHo GBpbOpeuHo
yepexaane (KpeaTHHUHOB KIMPBHC 0T 30-60 ml/min) ce npenopnyusa nepHoAHYHO NpocneaaBaHe Ha
OuOpeunara GpyHKUNA (BXK. TOUuKa 4.4).

Onmesua Tlmoc 20mg/12,5mg € npoTHBOMOKA3aH MpH MalMeHTH ¢ TeXKO OBOpedHo yBpexnaHe
(kpeaTUHHHOB KMUPEHC < 30 ml/min}) (B, Touka 4.3).

MakcHMaHaTa [03a HA ONMECAPTAH MEJOKCOMHJ MNpH MAlHMeHTH ¢ JieKo A0 ymepeHo ObOpedHO
yBpexaaHe (KpeaTHHHHOB KIMpBHC OT 30-60 ml/min) € 20 mg seaAHD¥K AHEBHO, OPANH OrPAHUICHHAT
OMUT ¢ MO-BMCOKH JO3HPOBKH NPH Ta3sH rpyna MAalLMEHTH, KAaTO C€ TpPETophHBa NMPOBEKAAHE Ha
NEPHORMMHU KOHTPOTHH TIpErJIeaH.

[Topaau Tora ynorpebara Ha Onmesun Ilntoc 40 mg /12,5 mg e npoTHBONMOKA3aHA BEB BCHYKH CTaTHH
Ha 6BuOpeuHo yBpexaaHe (BiK Touka 4.3, 4.4., 5.2).

Hepnoopobro yepedcoane

Onwmesnp Inroc 20mg/12,5 mg Moxe Ja ¢e H3NoN3Ba NpeAnasnuBo NPH MalHeHTH ¢ JICKO A0 YMEPEHO
TEXKKO UepHOAPOOHO yBpexaaHe (BxK. TOYkH 4.4 1 5.2).

Onmesua [lmoc 40mg/12,5 mg Moxke Aa ¢ M3MO0N3BA MPEANA3THBO PH NALMEHTH ¢ JIeKo YepHoaApoOHO
yepexkaane (Bx. ToukH 4.4 1 5.2).

Ilpy manWeHTH ¢ uepHOApPoOHO YyBpekJaHe, KOHUTO MNpueMaT AMYPEeTHK W/HIH ApYyTd
AHTHXMICPTEH3UBHH JIEKAPCTRA CE NIPENOPBUBA BHUMATEIHO NMPOCASAIBaHe HA apTepﬂanHo'ro ppg_graﬂe
1 6b0peyHaTa PyHKUKA.

[Tpu maupeHTH ¢ YMEPEHO TEXKKO YEPHOAPOOHO yBpeXAaHe ¢¢ MpenopbyBa HAYAIHG: ﬁq:’.a ;I
OMecapTaH MeOKCOMMJI BEHBIK JHEBHO, 2 MaKCHMAJIHATA fo3a He TpaOBa Aa Ha.mmtﬁ 0. n
BenHLX AHeBHo. Hama fnaHHE 3a ynotpefara Ha onMecapTaH MeZOKCOMMHI NpH Hatuné ﬁc HQ%O

:r nl‘ F'?., m_-.;"*

YepPHOAPOOHO YBpEKIaHE. | \;r:




Onmesnp [Imoc 20 mg/12,5 mg He Tpabsa Aa ce H3MON3BA MPH NAUHEHTH C TEKKO YEPHOZPOOGHO
yBpekaaHe (BukTe ToukH 4.3 u 5.2), ¢ xonecTasza u 6unuapHa o6cTpykiia (B, Touka 4.3).

Onmesng [Imoc 40 mg/12,5 mg He TpabBa Aa ce U3NON3BA MPH MALKHEHTH ¢ YMEPEHO M TCHKKO
uepHOAPoGHO yBpesknaHe (BIOKTE Toukn 4.3 H 5.2), ¢ xonectaza u OunnapHa oOCTpyKIMA (BXK. TOUKA
4.3).

Heouampuuna nonyrauusn
BezonacHocTra W edukacHoctra Ha Onmesua ILmoc npu nema u roHomwu noa 18 roauHu He ca

YCTaHOBEHHU., HAMAa HATHYHH JaHHH..

HauyHH Ha npHnoxeHue

[TepopallHO OPUIIOKECHHE.
Ta6netkara Tpa6Ba Na ¢ NOrNBIUA ¢ AOCTATEYHO KOJHYECTBO TEHHOCT (HAMPHMEp C 4alna BoJa).

Tabnerkara He TpaOBa na ce AbBYEe U TpAOBA Ja ce NpHEMa N0 €AHO U CBHILIO BpeMe Ha J€HOHOUIHETO.
Onmesun [Imoc ce npruemMa BeAHBkK IHEBHO, ChC HIIK 03 XpaHa.

4.3 IIpormBonokazaHus

- CBpPBXUYYBCTBUTENHOCT KbM AKTHBHHTE BELECTBA, KbM HAKOE OT MOMOIIHHTS BSIIECTRA,
H36poeHH B TouKa 6.1 UM KM APYTH BELUECTRA, IPOM3BOAHH HA CYI(POHAMHIUTE
(XMAPOXTIOPOTHA3H/ € AKTHBHO BEUIECTBO, NMPOU3BOAHO Ha CYA(POHAMHAUTE).

- Onmesng [moc 20mg/12,5mg ¢ npoTHBOMOKA3aH NMPH TEXKKO 6BOpeUHO YBpEKIaHe
(xpeaTHHHHOB KNMPBHC < 30 ml/min).

- Onmeszna Ilmoc 40mg/12,5mg e MpoTHBOMNOKA3aH BB BCHYKH cTaauu Ha OBOpeuHo yepexaaHe
(rx. Touka 4.4, 5.2).

- PedpakrepHa XHMOKaHEMHA, XHUNCPKANUMEMMA, XHIOHATPHEMHA W CHMITOMAaTHYHA
XUMICPYPHKEMHAL.

- Onmesun [moc 20mg/12,5mg ¢ npoTHBOMOKA3aH NPH TEKKO YePHOAPOOHO YBPEKAAHE,
Xonecrasa U HapyLISHHA DPOTHYALLH ¢ OMnHapHa 00CTpyKIMA.

- Onmesna ITntoc 40mg/12,5mg e npoTHBONOKA3aH NPH YMEPEHO M TEXKO YEPHOAPOOHO
yBpexAaHe, XoNnecTa3a H HapyleHHs NpoTHYALIH ¢ OHnHapHa o0CTpyKLUA.

- BTopH H TpeTu TpHMECTBP OT OpeMeHHOCTTa (BXK. TOUKH 4.4 H 4.6).

- EnnoepemeHHaTa ynotpeba Ha Onmesuns [11roc ¢ anucKHpeH-CchABpKAIM NPOAYKTH €
MPOTHBONOKA3aHa NPH NALMEHTH Che 3axapeH auaber win 6u0peyro yepexkaane (GFR < 60
ml/min/1,73 mz) (8. ToukH 4.5 1 5.1),

4.4 Chnennanau npeaynpexIeHHs U NpeJNazHH MEPKH NIPH ynoTpeda

HamaneHn spTpechioB obeM
[Mpx NaLHEHTH ¢ XHNOBOJAEMHA W/HIH XHIOHATPHEMHA BCACACTBHE HA arpeCHBHA JHYPETHYHA

Tepamnusa, OegHa Ha COJ IMeTa, JHAPHA WIH NOBPBHLIAHE, MOXKE 18 HACTBITH CHMITTOMATHYHA
XMIIOTOHUS, 0COOEHO /e IPHEM Ha IThpBaTa Ao3a. [Ipenopryea ce nedcHue Ha TOBa CHCTOAHUE,
peav Aa 6b/le HasHa4YeHa Tepanua ¢ Onmesus [lnoc WM CTPUKTHO MEAHLIHHCKO HabMIOAEHHE TIpH
3aMnovBaHe Ha JIEYeHUETO,

Jpyru chCTOAHMS, MOBIMABAILNA PEHHH-aHTHOTEH3MH-ANOOCTEPOHOBATA CHCTEMA

[Ipy nanyeHTH, NpuU KOWTO CHAOBHA TOHYC H 61p0peutiaTa QyHKIHA 3aBHCAT MPEAUMHO §
Ha peHUH-aHTHOTCH3MH-aNJOCTEPOHOBATA CHCTEMA (HAallpUMED MALHEHTH ¢ TEKKA 3a¢T
HEAOCTATHYHOCT WIH ¢ NpHApYyXaBamo 0bOpeqno 3abonaBaHe, BKIIOYUTEIHO CTeno;ga.-lj
apTepus), JCYSHHETO ¢ APYTH JIEKAPCTBEHH MPOAYKTH, KOHTO MOB/IHABAT Ta3d CUC M%
ocTpa XHITOTOHHSA, A30TEMHA, OMTHIYPHA HAH B peikH CTy4aH 0cTpa 650peuHa HeIOCT:




IroiiHo H1OKMpaHe HA PEHHH-aHTHOTEH3IHH--ANN0CTepoHORaTa crucTeMa (PAAC

Uma nanHu, uye enHoBpeMeHHaTa ynotpeba Ha ACE unxuburtopd, aHruoteHsHH Il-peuenropHH
Onokepd WIH AJHCKUPEH MOBMINABA PHUCKA OT XHNOTOHHA, XHIEPKaNHEMUA W HaMmajldBaHe Ha
OnOpeynara GyHKkUMS (BKIIOYMTENHO oOcTpa OwnOpeuHa HemoctaThbuHocT). [lopaau TOBa HE Cé
nperopruea ABoiHO Gnokupane Ha PAAC upes komGuuupaHata ynotpeba Ha ACE uHxuOuTopH,
anrnotedsdn II-penentoprun 60KepH HAM anHCKHUpeH (BxK. ToukH 4.5 1 5.1). |
AKO ce MpeLIeHH, Y€ TepanmuATa ¢ ABOHHO Onokupate e abcomoTHo HeoOXxoauMa, Toa Tpabpa 1a cTasa
camM0 noj HaGIIOAECHHETO HAa CMEUMAIMCT M MpH 4e€CTO BHHMATEIHO MOHHUTOpHpaHe Ha OGBOpevuHaTa
G YHKUMA, €IEKTPOJIMTHTE H KPbBHOTO HANATaHE.

ACE uuxuburops 1 anrnoreHzuH ll-peuenropuu 6nokepu He TpaOBa aa ce H3MOA3BAT €IHOBPEMEHHO
NpH MalKeHTH ¢ AHabeTHa HedponaTus.

PeHoBazanHa XUNEePTOHUA
[Ipu nanMeHTH ¢ ABYCTpaHHA CTEHO3a HA GHOpeqHHUTE apTepHu WK cTeHo3a Ha OrOpeuHara apTepus

Ha eguHCTBEH QyHKIMOHHpa 6hOpek NPUIOKEHHETO HA NEKAPCTBEHH NMPOAYKTH, KOUTO MOBJIHABAT
PEHHH-aHFHOTEH3UH-aNOCTEPOHOBATA CUCTEMA, MMOBHIIABA PHUCKA OT TeXKa XHINOTOHHA H OBOpevHa
HEOOCTaTEYHOCT.

brOpeuno yepexaaHe 4 OuOpeyHa TpaHcIIaHTaUHA
Onmeaua ITmoc 20mg/12,5mg He TpaOBa a ce H3MON3BA NPH MAIIMEHTH ¢ TEXKO ObOpeUHo yBpekaaHe

(kpeaTHHHHOB KIUPBbHCS < 30 mi/mm) (BXk. Touka 4.3). [Ipy MalMeHTH ¢ 1IeKO A0 YMEPEHO TEXKKO
616peuno yBpexaaHe (KpeaTHHHHOB KAUpPBHC > 30 ml/min, <60 ml/min) He ce wanara agamriHpaHe Ha
no3upoBKaTta, Bee nak nmpu Takusa natgents OnMesi [Tnroc Tpabsa Aa ce npunara npeanasivBo H ¢e
NpenophuBa MEPUOAUYEH MOHHMTOPHUHI Ha CEpyMHMA KajldH, KpeaTHHHH W MHMKOYHA KHCCIIHHA.
CBbp3aHaTa ¢ THA3UAHH JUYPETHLH A30TEMHA MOXKe Ja ce NMOABH [IpY NALKMEHTH ¢ HapyuieHa Os0petHa
dyuxuma. [Ipy HacTenBase Ha nporpecHpaito OBOpeuHo yBpexaaHe € HeoOXOOHMa BHUMATENHA
NpeOLICHKA Ha TEPaNUATa, KaTo ¢€ B3eMe NMPEABHA CIIHPaHe Ha JICYCHHETO ¢ AWYPETHLH.

Ynotpebata Ha Onmesua [lmoe 40 mg /12,5 mg e npoTHBOMOKa3aHa BbB BCHYKH CTaiuH Ha 610peuHo
yBpexaaHe {BIXK Touka 4.3).

Hama onuT OT NMPHIIOKESHHETO HA OJIMECApTaH MEJOKCOMMIY/XMAPOXJIOPOTHAZHA MPH MAIHEHTH CHC
CKOpoluHa ObpOpedHa TpaHCINaHTaLUA.

YepuoapobHo yBpexaaHe

Hsama onmuT oT ynoTpe6aTa Ha OMECApTaH MEJOKCOMHJI MIPH MALlHEHTH C TEKKO YBPEACHA YepHOAPOOHa
dyuxuua. OcBeH TOBa, HE3HAYHTETHH NPOMEHH BHE BOAHO-CNEKTPONUTHHMA OanaHc no BpeMe Ha
Tepanyi ¢ THA3HAHH JHYPETHUH MOXKE Na YCKOPH PasBUTHETO HA yepHOAPOOHA KOMA NPU MALMEHTH C
yBpeeHa yepHoApoOHa dYHKUMS WM nporpecupauio ueproapoOHo 3abongsane. Ilopaau ToBa NpH
MALMEHTH ¢ JIEKO A0 YMEPEHO HepHOAPOGHO yBpexaaHe ¢ HeoGXOAMMO NMOBHINEHO BHHMaHHE (BXK.
Touka 4.2). |

VnotpeGara Ha Onmesus IImoc 20mg/12,5mg npH malHeHTH C TEXKO YepHOAPOOHO yBpeXaaHe,
xonecTasa uny GMNHapHa 06CTPYKLMA € MPOTHBOMOKa3aHa (BIKTe TOUkH 4.3 1 5.2).

VnotpeGata Ha Onmesua Timoc 40mg/12,5mg NpH NaUMEHTH ¢ YMEPEHO H TEKKO HEPHOAPOGHO
YBpEKAAHE, XONecTa3a WM GunuapHa o6CcTpykuMs e npoTHBonokasaHa (BiikTe Todku 4.3 u 5.2).
Onmesua ITmoc 40mg/12,5mg Moxe Aa ce H3N0/I3Ba NPeaMNa3/IuBO NpH MALHEHTH C JIEKO HEPHOAPOOHO
yBpexkaate (K. Touka 4.2).

CTeH03a Ha A0PTHA ¥ MHUrpajiHa Knamna, 00 KBHA XHII OMHYHA K HBOMHOIIATHA
Kakto u 3a ocraHaiure Ba30JWUJIATATOPH, NPH MalHEeHTH CHC CTCHO3a Ha A0pTHATA WIH MUTpAlIHATaA

npenopriea CJICH BHUMATCIHA OUCHKA.

[TbpBHYEH XMOEPALIOCTECPOHHIBM




[TaueHTHTE ¢ NBPBHYCH XHUMCPATAOCTCPOHH3IBM OOMKHOBEHO HE C¢ TOBJIHABAT OT Tepanud ¢
AHTHXHIIEPTEH3HBHH CpEeACTBA, KOWTO HeMCTRAaT upe3 HWHXHOMpaHe Ha PEHHH-AaHTHOTCH3UHOBATA
cucreMa. [lopanu Tora ynorpebara va Onmesup [broc npu TakuBa NalMeHTH HE C¢ MPEnopb4Ba.

MeTaGonHTHH H €HIOKPHHEH €DeKTH

TepanuaTa ¢ THA3UIHH AHYPETHLIH MOXKE [1a HAPYILLIN DNI0KO3HEA TostepaHc. [Ip naleHTH Che 3axapeH
auaber MoXe Ja ce HAJIOKH afanTHpaHe Ha JO3WTE HA HHCY/THHA WIH Ha NepOpalHUTe aHTHAHAOCTHH
cpenctra (Bx. Touka 4.5). JlaTeHTeH 3axapeH AnabeT MOXKE A2 CTaHe MaHH(ECTEH B XOa HA JIEHECHHE
¢ THAZHAU.

CaBp3aHi ¢ IpHEMa Ha THASHHH JHYPETHIH €3 HEXKENAHH PeaKLHH KaTo NOBHIUABAHS HAa CTOHHOCTHTE
Ha XONeCTepoa M Ha TPHUIHUEPHAKNTE B KPBBTA.

[Ipy HAKOH NMAaUMEHTH, KOUTO NPHEMAT THASHIHH RHYPETHLH MOXKE Ja e MOSBH XHOEPYPHKEMHA HIH
Na ce BIIOLIM ChILECTBYRAIIA MOAarpa.

Enexrponuren aucbanaHe
KakTo npu BCHYKH NallHeHTH, KOHTO MPOoBEXAAaT JJ€YeHHE ¢ AMYPETHIIH, Ope3 MOAXOMALIH HHTEPBalH

TpAOBa Ja C€ OCBILECTBABA NMEPHORHYHO ONpPEAENIHE Ha CTOHHOCTHTE HA CEPYMHHUTE €1EKTPOTHTH.

TuasuanTe, BKMOUMTENHO XHAPOXIIOPOTHAZHA MOXKe Aa AoBeaar Ao jaucOanaHc Ha TEHHOCTHTE H
ENEKTPONUTHTE (BKJIIOYHTENIHO XUMOKAHEMHA, XHMOHATPUEMHS U XHMOXJIOPEMHYHA alKano3a).
[TpeaynpearTenHUTe CUMIITOMH Ha AucOananca Ha TEYHOCTHTE H C€NCKTPOUTHTE Ca CyXO0Ta B YCTaTa,
KK, CIabocT, NeTapris, CHHIHBOCT, O€3MOKONHCTBO, MYCKYIHH OONKM WIH KpaMIH, MYCKYJiHa
cnabocT, XHIMOTOHHWA, OMHUCYPHA, TaXHKApAUA M CTOMAIUHO-YPEBHH HapYILIEHHA KaTO rafceHe HIH
noBpbLIaHe {BX. Touka 4.8).

PHCKET OT XHMoxanueMHsa € HaH-rofisM NpH NAUUCHTHTE ¢ YEPHOJpoOHa 1Mpo3a, MpH MALHCHTH,
NOAJIOKEHH Ha JleuyeHHe ¢ OpHUMKOBM AMYpPETHLM, NpH TAUHEHTH ¢ HEAOCTaThbYeH IpHeM Ha
ENECKTPONUTH M NALMEHTH Ha CHITBTCTRALIA Tepanus ¢ kopTHkocTeponau win AKTX (k. Touka 4.5).

Or agpyra cTpaHa, MOpagW aHTaroOHM3Ma, KOMTO OJIMEcApTaH MEAOKCOMMII, BIM3all B ChCTaBa Ha
Onmesun Ilmoc ynpaxssBa Bbpxy anrumoresHsud 1l penentopure (AT:), Moxe na ce MOABH
XHIMEPKATHEMHS, 0COOEHO NPH CHINECTBYBALLIO OBOPEYHO YBpeXAaHE H/WIH ChP/eYHa HEAOCTATBYHOCT
H 3axapeH auaber. [IpenopbuBa ce CTPUKTHO MpOC/eAABAHE HA CEPYMHHA KaJHH MPH H3I0KEHUTS HA
PHUCK ITAIJHCHTH.

EHOBPEMEHHOTO MPHCKEHHE HA KAMHH-ChXPAHABALIMTE AUYPETHIM, Kanui ChAbPXKAIIH A00aBKH
HIH KalHUi -ChABPKALLATE 3aMECTUTETH Ha COJITa U APYrH JICKAPCTBCHH MPOXYKTH, KOUTO MOXKE Aa
MOBHIIAT CEpYMHHUTE HHBa Kanui {Hanp. xenapnH) ¢ Onmesua [lmoc, Tpabpa Aa cTaBa npH [IOBHIICHO
BHHMaHHe (BK. Touka 4.5).

JlunceaT QOKa3aTENCTBA, He OJIMECAPTAH MEIOKCOMMI MOXeE Ja HAMANH WX NpeJOTBPaTH Pa3BUTHETO
Ha MYPETHK-HHAYUHpaHaTa XHnoHaTpueMus. JeGHUMTET Ha XNOpHAH 0OMKHOBEHO € JICK H Haii-uecTo
HE H3IUCKBA JICYCHHUE.

TuasuauTe MOraT fa MOHWKAT EKCKPELHATA Ha KaJLMA ¢ ypHHATA H Aa JOBEIAT A0 UHTEPMUTCHTHO H
NeKO NOBHINEHHE HA CEPYMHUSA KANIHMM TIPH THNCA Ha MOANIEKALH H3BECTHH HApyLISHHA Ha KAILHCBHA
MeTa00Mn3BsM. XHUIICPKAILMEMHATA MOXKE A € AOKA3ATEJICTBO 34 CKPUT XHITEPNapaTHPCOUAHIBM.
JleueHuero ¢ THA3HOHH QAMYPETHUH TpsOBa Aa ce NPEYCTAaHOBH MPEAH MPOBEXIAHE Ha H3CICBAHUA 32
(OYHKLMATA HA MAPALIHTOBHIAHHTE HIE3H.

XUNNOMArHC3IHEMHA.

[Tpu nauMeHTH ¢ OTOLM, B OPELIO BpEME MOKE A Ce Pa3BHe AMTYLMOHHUA XHIIOHAT



JIuTuii

Eanospemennoto apuwiokenne Ha OnMesua [Tntoc 1 MHTHIL He ce npenopbuBa (BX. TOYKa 4.5).

ETHUYECKH pasnudus
KakTo ¥ npu ocTaHaIMTe aHTarOHMCTH Ha aHTHOTeH3UH I , edexThT Ha MOHMKABAHE Ha apTEPHANHOTO

HATATaHE Ha OJIMECapTaH MEIOKCOMHII € JI0 W3BECTHA cTeneH mo-ciad npH 4€PHOKOXKH MALMCHTH B
CPaBHEHME C TE3W OT JPYTrH PacH, BEPOATHO TIOPAAH MO-4YECTO CPSIaHHA HHCKO-PEHHHOB CTaTyC Cpel
YEPHOKOXKH TIALHEHTH ¢ XHUIIEPTOHKS.

AHTHAOMUHT TECT

ChObpXKAHHETO Ha XWIPOXJIOPOTHA3HA B TO3H JIEKApCTBEH TNPOAYKT MOXe [a MNO3UTHBHpa
AHAJTHTHYHHTE PE3YJITATH B HICTICABAHE 3a AOMHHT-KOHTPO.

bpeMeHHOCT
ITo BpeMe Ha GpeMeHHOCT He TPAOBa Aa Ce 3aro4Ba JIeYeHHe ¢ AHTArOHHCTH Ha aHrHoTeHsuH I1. Oceex

aKO TEpaNMATa C aHTArOHHWCTH HAa aHTHOTEH3HH Il He ¢ kpaiiHO HeoOXoAKUMa, NALHEHTKUTE MIaHHPAIH
OpeMeHHOCT TpAOBa a MPEeMUHAT Ha AITEPHATHBHO AHTHXHIIEPTEH3HBHO IEYEHHE, KOETO € C YCTAHOBEH
npodun Ha Ge30macHOCT 34 MPHAOKEHHe MpH OpeMeHHOCT. IIpM ycTaHOBABaHE Ha OpeMEHHOCT,
NICYEHHETO ¢ AHTaroHMCTH Ha aHrvorensuH Il TpaGea ma Obae mpekpateHO HE3a0aBHO H aKO €
MOAXOAALIO 1A ce 3aMoYHe aNTepHaTHBHA Tepanus (BX. TOYKH 4.3 u 4.6).

Hpyru

[Ipn nauHeHTH ¢ reHepanM3vpaHa aTepPOCKIepo3a, HCXEMHYHA 00NECT Ha CHPLIETO, MOIBYHO-CBAOBA
GoecT, NPEKOMEPHOTO HAMANCHHUE HA apTEPUATTHOTO HANATAHE MOXKE Jia MOBeJE OO HH(PAPKT Ha
MHOKap/a HJIH HHCYIT.

Peakuuu Ha CBPBEXYYBCTBHTEIHOCT KbM XHAPOXIOPOTHAZM MOXKE Ja ¢€ Pa3BHAT MPH MALHEHTH C

unu 6e3 aHaAMHEsa 3a Aleprusd WM OPOHXHATHA ACTMA, HO ¢a NO-BEPOATHH NPH MALMCHTH ¢ TAKABa C
aHaMHe3a .

Exzaiiepbaliuyi MM aKTHBUPaHE HA CHCTEMEH JIYITyC EpUTEMATO3YC ¢a ¢hoOIaBaHH MPH MPHIIOKEHHUE
Ha THa3HIHW JHYPETHLH.

Tosu NekapcTBeH NPOMYKT ChAbpXa Jiakro3a. ITalMEHTH ¢ peAKH HAcHeACTBCHH NpoOlieMH Ha

rajakTo3Ha HEMOHOCHMOCT, Lapp-nakTazeH AedMUMT WIM TIOKO30-ranakTosHa Manabcopbuusa He
TpAOBa fa OpHeMaT TO3H JIEKAPCTBEH MPOAYKT.

4.5 BiaumoaeiicTBHe ¢ APYIH JIEKAPDCTBEHH NPOAYKTH H ApYrH GopMu HA B3IAHMOJCHCTBHE

Tlomenyuannu 63aumMoOelicmeus CEbD3AHY ¢ KOMOUHAYUAMA C OIMECAPMAan MeOOKCOMUL / XUOPOXAOp

Mmuasuo

Ednoapemenno npuiodiceiiie, KOCmo He ce npenopus4ea: o

dumuii = o
O6paTHMO NOKAYBaHE Ha CEPYMHHTE KOHLICHTPAlMH H TOKCHYHOCTTA Ha JIMTHH cef,clégﬁ ‘Bpu.
eNHOBPEMEHHO TIPIIIOKEHHE HA IMTHI ¢ MHXMOHTOPH Ha AHIHOTEH3HH KOHBEpPTHpal "‘ up
PAAKO C AHTATOHHCTH Ha aHTHOTeH3uH I, OcseH ToBa GEOPEUHUAT KIMPBHC Ha JIHTHA q@_ OHIDIABE OF-Y
THA3WAMTE H KaTO clie/ICTBHE MOXE Aa Ce YBEJIMYH PUCKBT OT JINTHEBA ToKCH4HOCT. 110 Toba Hete



npenopbusa €QHOBpeMeHHata yrmoTpe6a Ha Onmesun Ilmoc u nuthii (Bk. Touka 4.4). Ako
NPUIOKECHHETO HA Tasd KOMOHMHalLMa e HeoOXoAuma, ce NpenopbuBa BHHMATENHO MPOCAEIABAHC Ha
CEPYMHUTE HHBA HA JINTHH.

EI[HOBPEMCHHO NPHIMKCHUE, KOCTO HIHCKBA NMOBHIICHO BHHMAHHC

baknoghen
Moske Aa HaCTHITH MOTEHUHPAaHe HA aHTHXMIIEPTEH3UBHHSA S(EKT.

Hecmepouonu npomusoev3nanumennu cpeocmea (HCIIBC)

HCIIBC (BRIIOYHTENHO ALETHNCATHIMNOBA KHceMWHa > 3 g/mHeBHo), COX-2 HHXUOMTOPH H
HecenextipHu HCIIBC) Moxe na HaMaNAT aHTHXHITEPTEH3UBHUTE €(PEKTH HAa THASHIHHTE AHYPETHLH
M aHTaroHHcTHTEe Ha aHruoreH3uH I, [IpH HAKOM NMaUMEHTH ¢ KOMNpoMeTHpaHa 6BOpeHa PyHKLHA
(Hamp. ZeXMApaTHPAHU MALHEHTH MITH MALMEHTH B CTapyecka BE3pacT ¢ KOMIPOMETHpaHa Gb0pesHa
GyHKUMA), €THOBPEMEHHOTO MPUOKEHUE Ha AHTATOHMCTH HA aHTMOTEH3HH Il M CPeacTBa, KOHTO
MHXHOMpPAT UMKIOOKCUIeHa3aTa MOXE 4 AOBENE 10 NOMLIHMTENHO BfollaBaHe Ha OnOpeuHaTa
GYHKIMA, BKIIOUHTETHO 0cTpa 6u6peuHa HEAOCTATHYHOCT, KoATO ofuuaiiHo € o6paTuMa. [lopaau ToBa
koMOHHalMaTa TpaGBa na ce npunara Npeanas’ivueo, 0co0CHO NpH MalEeHTH B CTapviecka Bh3pacT.
MaumentuTe TpaGea Aa 6BAAT AOCTATHYHO XHApPATHPaHH U TpaOBa fa ce o0CHAM npocneaspaHe Ha
OBOpeuHaTa GyHKUMA CIIE] 3aI0YBaHE Ha €AHOBPSMEHHATA TEPaNHA U MEPHOAMUHO CJIEA TOBA.

Ednogpemenno npunolceriue, Koenmo mpafsa 04 ce umMa npeosuo

Amudpocmun
Mozke Ja HacTBITH MOTEHUHPaHE HA AHTHXHNECPTEH3HUBHUSA S(PEKT.

Jpyzu anmuxunepmen3ueHu cpedcmsa
EdekThT Ha MOHHKAaBaHe HA APTEpPHANHOTO HanaraHe Ha Onmesun Ihnoc Moxke ga ObAe YCHUIEH OT
€AHOBPEMEHHO MPHOKEHHE HA APYTH AHTHXHIIEPTEH3HBHH NEKAPCTBEHH NMPOAYXTH.

Ankoxon, bapbumypamu, RAPKOMULL UTTHE AHMUOEHPECAHMI

Moske qa HaCTHNM YCHIBAHE HA OPTOCTATHYHA XHITOTOHHA.

Bv3amooicnu a3aumodeticmeus cevp3any ¢ OAMecapman MeooOKCoMun
CrenercTBamiaTa ynorpeba He ce npenophysa

Jdexapcmeenu npooyKkhtil, KOUMO ROGTUAEAM HUBaAMA RA KAAUU

Karo ce uMa npeapun onura or ynorpeGara Ha ApYrY NE€KapCTREHH MPOAYKTH, KOHTO MOBIMABAT
PEHHH-aHTHOTEH3HH-/IOCTEPOHOBATA CHCTEMA, €AHOBpEMEHHATa YNoTpeda Ha KanuiA-ChXpaHsBalil
AHYPETULH, KANHi-ChABPKALIM 3aMECTHTENH 11a CONTA HIIH APYTH JIEKAPCTBA, KOUTO MOXKE Ja [TOBHILAT
cepyMHHTe HHBA Ha Kanui (Hamp. xemapuH, ACE unxuGHTopu) MOxe Za NoBeAe [0 MOBHIIABaHE
CTOMHOCTHTE Ha cepyMHMA kanué (Bk. Touxa 4.4). B cayuail, ye NEKapCcTBEHH MPOAYKTH, KOHTO
MOBNHABAT HHBaTa Ha Kauuii, TpaGea Aa ce npeamucear B koMmOuHauus ¢ Onmesun Ilmoc ce
npenopbYBa NPOCACAABAHE Ha CCPYMHHS KATHE.

Ig()l'['f:».]'!l-ll"I'['”B.IIl-[.%l HH@OQM&I_.]EH

Cnepn neyeHue ¢ aHTHALMAM (ATyMHHHEB MarHe3WeB XHApokcHA) € HabmoaaBaHa cnabo nonmxanaﬂe
Ha OMOHAJIHYHOCTTA HAa OIMECapTaH. . -

OnMmecapTaH MEAOKCOMMJI  HAMA  CBIIECTBEH €QeKT  BBpPXY anpmammHﬂgytaﬁ* < mg
' ';lll
(dapMakoaMHAMHKaTa Ha Bapdapud HiH GapMaKOKMHETHKATA HA JHMOKCHH.




EQHOBpeMEHHO MPHIOKEHHE HA OJIMECAPTAH MEAOKCOMHII M NPaBacTaTHH IPH 3ApaBH HHAHBHAK HAMA
KNHHHYHO 3HAYHMH e(eKTH BbpXY PapMaKOKHHETHKATA Ha KOATO H Ja € OT ABETE ChCTABKH.

B MH BMTPO Npoyu4BaHHA, OIMECAPTAH HE OKa3Ba KNHHMYHO 3HAYHMH WHXHOHTOPHH €(PEKTH BBPXY
YOBCIDKHUTE €H3WMH OT CHCTeMara Ha nutoxpoM P450 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 1 3A4 u
HAMA WIM He OKAa3Ba MHHUMAJHH MHAYUHpallH e(pekTH BbPXY akKTHBHOCTTA Ha uuTOoXpoM P450 npu
miexoBe. He ce o9akBar KAMHHYHO 3HAYMMH B3aHMMOACHCTBHA MEXZAY oMecapTaH U JIeKapCTBCHH
MPOAYKTH, KOMTO ce€ METaGONH3HPAT OT ropecnoMEHATHTe eH3HMH OT CHCTEMara Ha LIMToXpoM P450.

JlaHHK OT KJIMHHYHH [MPOYYBAHKA MOKA3BaT, Y€ ABOHHOTO OJIOKHMpaHe Ha pCHHH-aHTHOTEeH3HH-
angocTepoHosara cucreMa (PAAC) upez komOuHupanaTa ynotpeda Ha ACE nixuburopu,
aHruoTeH3HH [-peuenTopHH OROKEpH WIH ANMUCKUPEH CE CBBP3BA C MO-BUCOKA YECTOTa HA HEXENAHU
cHOMTHS, KATO HAIPUMEP XHIOTOHMA, XHIIEPKATTHEMHS H HaManaBaHe Ha 6Br0peuHaTa QyHKIMA
(BKIIIOUHTENHO OcTpa ObOpeyYHa HENOCTATEYHOCT), B CpaBHEHHE ¢ ynoTpebara caMo Ha eIHO
cpencteo, AciicTramo BupXy PAAC (Bk. Touku 4.3, 4.4 1 5.1).

Bvamooicnu e3aumodeticmeun c8bp3aru ¢ Xuopoxaopomuazuo

EAHOBpEMEHHO NPHJAOKEHHE HE C¢ NIPEnopPLYBA

Jdexapcmeenu npodykmu, KOumMo nOAUABAM HUBOMO HA KATU

Kanuii-u3uepneampsa eQekT Ha XHAPOXJIOpOTHA3HA (Bx. Touka 4.4) Moxke Aa ObAe NOTCHUHpaH OT
€ZIHOBPEMEHHOTO MPUIIOKEHHE HA JPYCH JIEKapCTBEHH MPOXYKTH, KOUTO ca CBBP3aHH CBC 3aryba Ha
KaJIHH H XUIOKAJIHeMHA (HAmp, APYrH KaIHMHYpEeTHYHH AMYPETHLIM, JIAKCATHBY, KOPTHKOCTCPOH/IH,
AKTX, amborepHunH, KapOeHOKCOMOH, NEHUIWIMH G HATPHIt WIH NMPOM3BOAHH Ha CANULMIOBATA
KucesnuHa). [Topaau ToBa €AHOBPEMEHHOTO MPHIOKEHHE HE CE€ MPEenopHYBa.

EﬂHOBpBMeHHO NPHIONKCHUE, KOUTO H3HCKBAT NMOBHINCHO BHUMAHHC

Kanuueeu conu

TuasuaHuTe QHypeTHIH MOTaT [a MOBHINAT CEPYMHHA KAJIIHKH NOpaJH MOHIKABaHE Ha EKCKPEUHATA.
B ciyuaii, ue Tpabpa Aa 6BAAT NpeANWCaHHW KATUHEBH A00aBKM, cepyMHuST Kanuuii Tpabea na ce
npociiesBa U 203aTa Ha KajllKg Aa C€ KOPHIrHpa B CbOTBETCTBHE € TORA.

Xonecmupamun u KoRECMUNONO8U CMONU
AGcopbupaTa Ha XUAPOXAOPOTHAZH CE HAPYIIABA B NPUCHCTBHETO HA AHHOH-OOMECHHH CMOJTH.

Huzumanucosu znukozuou
[IpenuzpkaHaTa OT THA3HAHMTE IWYPETHLM XHUIIOKATHEMHUA HIH XHIIOMAarHe3HEMHA MOXE Ja
OnaronprATCTBa MOABATAa HA JUMHTAIUC-HHAYLUHPAHA CHPACYHA aPHTMHA.

Jdexapcmeeru npodykmi, KOumo ce nogauUASam o RPOMEHH 8 HUBOMO NA CEPYMHUA Kaauu
[penopruBa ce MepHOAMYHO NMpocieaABaHe Ha cepymuna kanuii 1 EKT, koraro Ommesug ILmoc ce
MpHAara ¢ NekapecTBeHH NMPOAYKTH, KOUTO ¢€ MOBJIHABAT OT HapylIeHHA B CEPYMHHTE HHUBA HA Kanui
(HanpuMep JUTUTATHCOBH IIHKO3UAM H aHTHAPMTMHIIM) H CbC CefHUTe forsade de pointes (KaMepHa
TAXHKapAKA) - HHAYLHUPALLH A€KAPCTBEHH NPOAYKTH (BKJIFOUMTENHO HAKOW AHTHAPUTMHLIH), Thif KaTo
XMMOKATMEMHATA € ipeApasnonaraut ¢aktop 3a forsade de pointes (kamepHa TaXHKAPAHS)
- kinac la aHTHAPUTMHLM (HANp. XUHWHH, XHAPOXHHUANH, JH3O0MHPaMH)

- kinac 11 aHTHapaTMHLIH (HanpuMep aMHOAAPOH, COTANON, ZOhEeTHINA, HOYTHIH)
- HskoH aHTHNCHXOTUUM (HANp. THOPHAA3HH, XJTOPAPOMA3UH, IEBOMENPOMAa3HH,
TpudayonepassH, iHaMeMa3HH, CYJINMHPHA, CYJITONIPRA, aMHCYNMPHUI, THANPUA, MHMO3HA, -

Xaaonepuaos, AponepHIon) S

- JpyrH (Hanp. Genpuaun, uM3anpua, AHGeMaHi, epUTPOMHLIHH 34 HHTpaBeHG;mOf B,

NpHAOKEHHE, XanodaHTPUH, MH30JIACTHH, NMEHTAMHHH, CNapdIOKCaLHH, Tep(i]EHa,I[H% Hﬂ’lcami«n%aa%‘ |

MHTPABEHO3HO NPUIIOKEHHE). ¥ j iy ““’*ﬂr TR
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Heodenonapusupaugit CKenemuu MycKyJinu peaaxcanumau (nanp. myboxypapun)
EdekTeT Ha HEAeNONAPU3HPALLUTE CKEETHH MYCKYJHH pelakcaHTH Moxe Ja 6be MOTCHUHpaH OT
XHIPOXOPOTHAZKHA.

Aumuxonunepzuunu azewmu (Ranp. amponun, 6unepuden)
Hab6nioznapa ce HapacTBaHe Ha GHOHATMYHOCTTA HA THA3HAHHTE AHYPETHLIA 4pe3 3a0aBaHe CTOMAIHO-
YpeBHUS MOTHJIMTET U CKOPOCTTA Ha M3Npa3BaHe HA CTOMAaxa.

Anmuduabemnu nexapcmeenu npodykmu (Repopantu npooyKmu i UHCYAUH)
JleyenueTo ¢ THA3KUI MOXKeE Ja POMCHH ITIOKO3HKA TonepaHe, Moxe f1a ce HaTOXKH KOpUrdpaHe Ha
N03aTa Ha AHTHAMAOETHUTE JIEKApPCTBEHH NPOAYKTH (B . TOUKA 4.4).

Memdpopmun

MeT¢opMHH TpaOBa fa ce MpHiara ¢ MOBHUICHO BHHMAHUE NOPaJH PHCK OT JIAKTaTHA alA03a, KOATO
ce NPUYMHABA OT Bh3MOKH2 PYHKIMOHANHA 6B0peuHa HElOCTATHYHOCT, CBbp3aHa C

XHAPOXJIOPOTHAZHAL.

bema-610Kepu u Oua3oxcuo
XuneprnvkeMusupaiuar eexr Ha Geta-Onokepure H AHA30KCHA MOXKE Aa C€ YCHIH OT THa3HIHTE.

Ipecoprnu amunu (nanp. HopaopeHanun)
EdekThT Ha npecopHATE aMHHH MOXe a Objie HaMaJleH.

Jexapcmeernu npodykmu u3non3eany 3a 1edenuemo na nooazpa (npobeneyud, cyaPununupason u
anonypunon)

Mosxe aa e HeoGX0HMO KOPUTHPAHE HA J03aTA Ha YPHUKO3YPHUMHMTE JIEKapCTBEHH NPOAYKTH, ThH KATO
XHIPOXJIOPOTHAZHA MOXE Ja TIOBHMIIH HUBOTO Ha CepyMHaTa NMUKOYHATa KHcenHHa. Moxe na e
Heo0X0ANMO NOBHILIABAHE Ha [03aTa Ha Npobenenna K cynduHnupazon. EnHospeMenHara ynorpeba
Ha THA3HAH MOXKe J1a MOBHILIH YECTOTaTa HAa PCAKLHHTE HA CBPBXYYBCTBHTEIHOCT CIIPAMO aloIlypHHOI.

Amanmaoun
TuazuouTe MOXKE Ia NMOBHIAT PUCKA OT HOKENAHH peaKLUH MPHYMHEHH OT aMaHTaaHH.

ITumomoxcuunu cpedocmea (nanp. yuxnodochamud, memompexcam)
THazuanute Moxe Aa HaManaT 6pOpeuHaTa eKCKpeLMs Ha UMTOCTATHLIMTE U [a MOTCHEUPAT TEXHHTS
MHENOCYNIPECHBHU SQEKTH.

Canruyunamu
B cnyuaii Ha mpunokeHHe Ha BHCOKHM JO3H Ha CAJIMLMNATH, XHAPOXJIOPOTHA3HA MOXKE Aa YCHITH
TOKCHYHHA e(eKT Ha CATULMIIATHTE BEPXY LIEHTPAIHATA HEPBHA CHCTEMA.

Memunoona

Mma w3onupaHi choOLIeHH 332 HACTBIBAHE HA XEMOJNIMTHYHA aHeMHs, Ha0d/MmoaaBaHa NPpH
eIHOBPEMEHHO NPUITOKEHHE HA XUAPOXIIOPOTHAZMI U METHITONA.

Luxknocnopun P
EnHOBpeMeHHOTO fieUeHHE C LHKJIOCNOPHH MOXE a [OBHILIKH PHCKA OT xnnepypnuegﬂ;ﬁj ﬁﬁ"“}f‘h O\
IOAArpO3HA YCITOXHECHHA. 0 A 1,.;
T \ i
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EI.IHOBPEMEHHOTO MPWIOKCHHE HA TCTPAUUKIHHM H THAa3SHAH MNOBULIABA PHCKA OT TeTpPALIHKIHH-
HHAYLHHPAHO NOBHUICHHC HA CTOHHOCTHTE HA Yped B KPbBTa. Topa B3anMoaeHCTBUE BCPOATHO HC C

MPHANOCKHMO 3a JOKCHIIUKITHH,

4.6 DepTHIHTET, OPEMEHHOCT M KLPMEHE
bpeMeHHOCT

Kato ce umar npeapus edeKTHTE Ha OTACNHWTE CBCTABKM Ha TO3H KOMOMHMpaH DPOAYKT BBPXY
OpeMeHHOCTT2, ynoTpebaTa Ha Onmesus [lmoc He ce npenopsusa 3a ynotpeda npes MEPBHA TPHMECTHP
Ha OpeMeHHOCTTA (BXK. Touka 4.4). YoorpebaTta Ha Onmesun [1moc e npoTuBonoKka3aHa npe3 BTOPHA U
TPETHA TPUMECTBP Ha OpeMEHHOCTTA (BX. TOUKM 4.3 1 4.4).

Onamecapman medokcomun

Ynorpebara Ha aHTAaroHHCTH Ha aHrHOTEeH3HH I He ce mpenoprUBa NMpes [THPBHA TPHMECTBP HA
OpemeHHOCTTa (BX. Touka 4.4). YnorpedaTa Ha aHTarOHUCTH HA aHTHOTEH3HH 1l € MpoTHBONMOKa3aHa
Mpe3 BTOPHA H TPETHA TPHMECTEP Ha OpeMEHHOCTTA (B, TOUKH 4,3 4 4.4). -
EnuaeMHOMOrHYHUTE JaHHH, KACAeIH PHCKA OT TeparoreHHoct ciiel execnosuuua Ha ACE nuxuburopu
Mpe3 MbpBHA TPUMECTHP HA GpeMeHHOCTTa He ca yOeauTeNnHu; He Moxe obaue fa ce H3KMOoUH ¢nado
HapacTBaHe Ha pucka. JlokaTro JUNCBAT KOHTPOJMpPAHU €MHACMHONIOFHYHH JJaHHH NO OTHOLICHHE Ha
PHCKA ¢ AHTArOHMCTH Ha aHrHoreH3uH [I, cxoaHH pHCKOBE Moratr Aa ChILECTBYBAT 34 TO3H Kiac
NeKApCTBEHH NpoaykTd. OcBeH ako MPOAB/DKABAHETO HAa JECUYEHHMETO C AHTHOTEH3HH pPEUCTTOPCH
GIIOKep HE CE CYHTA 3 H3KIIOYHTENIHO BAXKHO, MALMEHTKUTE, KOUTO IU1aHHpaT 6peMeHHOCT TpAOBa fa
MpeMMHAT Ha A/NTEPHATHBHO AHTHXHIECPTEH3WBHO feYeHHE, KOETO € ¢ YCTaHOBeH INpodHA Ha
fe3onacHocT 3a nMpunokeHHe NpH OpeMeHHOCT. Korato ce yCcTaHOBH OpPEMEHHOCT, NCUEHHETO C
aHTArOHWCTH Ha aHruoTeHsuH Il Tpabea na Gbae HeszabaBHO MpekpaTeHO W ako € HeoOXOAHMO aa ce
3aMOYHE AIT¢PHATHBHA Tepanus.

H3BecTHO €, Y& EKCMO3HWLMATA HA AHTATOHMCTHTE Ha aHTHOTeH3uH Il mpe3 BTOPH W TPETH TPHMECTHP
npuuMHARa  GeTOTOKCHUHOCT (HamaneHa OnOpeuHa ¢yHKUMA, ONMMrOXMAPAMHHOH, 3a0aBeHa
ocHpHKALHA Ha 4Yeperna) M HEOHaTanHa TOKCHYHOCT (ObOpeuyHa HEOOCTATBUHOCT, XHMOTOHHA,
XHIepKamHeMH ).(B>XK. TOYKa 5.3).

B cnyuaii, ye e HMaO €KCIO3HIMA KbM aHTArOHMCTH Ha aHrdoTen3HH 11 ciex propua TPHMECTEp Ha
peMeHHOCTTa, 6 NpenopryBa exorpadcky KOHTpon Ha 6sOpeuHara pyHKLHA H yepena. KbpMauera,
YHHTO MaiikH ca NPUEMAaJIM AHTATOHHUCTH Ha aHrnoteHs3uH Il Tpabsa na 6baaT BHUMATETHO
HaOJIoAaBaHH 38 XHIIOTOHHA (BX, CBHILO TOYKU 4.3 U 4.4).

Xuopoxnopomua3zuo

OnUTBT ¢ XMAPOXJOPOTHA3HA [0 BpeMe Ha OpeMEHHOCT € OrpaHHuYeH, o0CoOeHO Tipe3s MLpBHA
TPHUMECTBP. H3MUTBAHMATA NPH )KHBOTHH Ca HEAOCTATHYHH.

XUApoXnopoTHa3H/ NpeMHHaea miaueHtata. Karo ce umMa npeasua papMaKoIOrHUHHAT MEXaHH3IBM Ha
NeiCcTBHE Ha XHIAPOXIOPOTHA3H]I, HEFOBOTO MPIIIOKEHHE MPE3 BTOPHUA W TPEeTHI TPHMECTBP MOXE fa
KOMITpOMeTHpA (PeTOMNALEHTAPHATA MePPY3H U MOXKE Ja NPHUHHY eTaTHH ¥ HEOHaTaNHU eeKTH
KaTO HKTEp, HapyIaBaHe Ha eJIeKTPOIUTHHA OajaHe U TPOMOOLIHTONEHHA.

XuapoxnopoTHasu He TpAOBa na ¢e puiara rnpH oTouH Ha 6peMeHHOCTTa, TeCTalMOHHA
XHIIEPTOHHA HJTH FECTALKBOHHA NPEEKIAMIICHS, TOPAIH PUCK OT MOHIKABAHE Ha MIa3MeHH ofeM H
nnateHTapHa xunonepdysus, 63 oyakeaH nojeseH edpekT BPXY XoAa Ha HonecTra.
Xy apoxsopoTHa3H He TpabBa fa ce M3MoJ3Ba 3a JICYEHHE HAa €CEHIIHAIHA XHNEPTOHHA
OpEMEHHH KEHH ¢ H3KIIOUCHHE Ha PEAKHTE CITydaud, PH KOUTO HE MOXKE Ja ¢ H3IMOIT3
JICUCHHE. S
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KbpMmene

Onmecapman MeOOKCOMILT

Tuit kato rismMa HHPOPMaLKA 33 ynoTpeda Ha OIMECAPTaH MEAOKCOMUIY/XHAPOXJIOPOTHAZKA NIC BpEME
Ha kbpMeHe, Onmesun [Lmoc He ce mpenopb4Ba 3a ynorpeda Karo 3a MPeAnoyuTaHe € alTepHaTHBHO
nedenue ¢ no-aolpe ycraHoseH npodun Ha Ge30MacHOCT MPH KbpPMeHE, 0cobeHo mpu KbpPMEHe Ha
HOBOPOAEHO UMH HEAOHOCEHO KBpMaye.

Xuopoxnopomuaizuo

XuapoxnopoTHasuA NpeMHHaBa B MaJIKH KONMMYECTBAa B KbpMaTa. TyasHAHTE BBB BHCOKH JO3H
MpeH3BUKBAT HHTEH3HBHA AWYpPE3a HMOXe Ja noaTHcHat ofpasyBaHeTO Ha KbpMa. Ynorpedbara Ha
Oamesua Imoc no BpeMe Ha KbpMEHE He ce npenopbuBa. Ako OnMesup [1moc ce M3non3ea no BpeMe
Ha KbpMEHe, Tpa0Ba a ce noAxbpKa Bh3MOXKHO HaM-HHCKATa A034.

4.7 EdexTH BLpXY cmocofHocTTA 38 Wodupane H pabora ¢ MAIAHA

He ca npoBexaaHyu Nnpoy4BaHus 3a eeKTHTE BPXY CNocoOHOCTTA 3a wodHpaHe H paboTa ¢ MaLHHH.
Tpabera xa ce uMa npeABUA, Y€ PAOKO NMPH NALMEHTH HA AHTHXMIEPTEH3HBHA Tepanusi MOXKe Ja ce
MOABAT 3aMAAHOCT WM OTIIAAHAJIOCT.

4.8 Hexenanu JeKapCTBEHH PEAKIHH

Hait-yecTo choblLaBaHUTE HEXENAHH PEAKLMH 1O BPEME HA JIEYCHHETO ¢ ONTMECApTal MEAOKCOMHN
/xuapoxnopoTHazua ca rnasobonue (2,9 %), samasnoct (1,9%) u ymopa (1%).
XHgpoxXNnopoTHa3K MOXKE Ja NMpeAU3BHKA WIH BIOLIH XUITOBONEMUATA H TOBa A3 JOBEAE A0
enexTponuTeH aucdanaHc (BIKTe TOUYKA 4.4).

B xnuHHuYHA Npoy4BaHHf, BkmouysamM 1155 naumeHTH Ha neueHHe ¢ KOMOHHAUMATA OJIMecapTaH
MEAOKCOMIL/XKAPOXIOpoTHasna B Aosu oT 20/12,5 mg win 20/25 mg ¥ 466 nanueHTH, KOUTO ca
npueManu tanebo 3a mepHoau oT Ao 21 mecena, odlata 4wecTOTa Ha HeKeNaHHTE peakLHHK 3a
KOMGHHHpPAHATA TEPANHA ¢ OMIMECAPTAH MEAOKCOMIWI/XHAPOXIOPOTHA3HA ¢ OHila CXOAHA ¢ Ta3H 3a
nnauebo.

h

Be3lomacHOCTTa Ha OJIMECAPTAH MEAOKCOMHI /XHAPOXNOPOTHA3H € H3CAcABaHA B KIHHHYEH
npoyuBaHuA TpH 3709 NAUMEHTH, NpHEMaNH OJIMECapTaH MeEAOKCOMHT B KOMOWHaLMA
XHAPOXJIOPOTHAZHAL.

HoknaaBaHWTe HEXeJaHW peakuud npH  (QucHpaHara J[030Ba koMOUHaUMa oJiMecapraH
METOKCOMIII/XMAPOXIOPOTHA3HA NpH Mo-HHCKaTa Ao3upoBka 20 mg/12,5 mg u 20 mg/25 mg, buxa
MOIJIH Z1a ce HabMoAaBaT U IpH OJIMECAPTAaH MEAOKCOMMWT/ XHAPOXIIOPOTHAZH] TIPH J03HPOBKA

40 mg/12,5 mg u 40 mg/25 mg.

CnHpaHeTO Ha JIeYEHMETO [OpaAH HEXENaHH peakiuH chio € OHIo CXOAHO Mo YecToTa 3a
KOMOMHALHAATA OJIMECApTaH MeROKCOMMI/XiapoxnopoTHasua 20/12,5 mg - 20/25 mg (2%) u nnauebo
(3%). O6obumiecHMeT0 HAa  4YeCTOTAaTa Ha  HeXesManuTe  CcpOMTHA 32 O/IMEcapTaH
MEAOKCOMMIY/ XHAPOXTOPOTHAZNL CIPAMO IU1aue6o H3rnexaa € He3aBHCHMO OT BB3pacTTa (<65 rogHH
cnpAMO 65 roMHM), 0J1a KK PacaTa, BBIPEKH Y€ YeCTOTaTa Ha 3aMasHOCT € Oula A0 H3BECTHA CTENEH
NOBHUIIEHA [PH MALUEHTH HAA 735-TOJAHIIHA BB3PacCT.

Haii-uecTTe HeXeNnaHNW CHOUTHA 33 OJIMECAPTAH MENOKCOMIIY/XHApOXIopoTHasua 20/12,5 }11/&»;3;9_4_12&
Mg W €AHHCTBEHOTO HEXENAHO CHOMTHE, 32 KOETO YeCTOTATA NPEBHIIABA TA3H Ha IUjalieQo-c AoHe ]
e 61 3amasHocT (2,6% 32 ONMecapTaH MeAokcoMIIL Xuapoxiopotiasua 20/12,5 mg - 2 -
3a nnauedo). i

Hesxenanure ekapCTBeHH peakLHH 3a ONMecapTaH MEJOKCOMHI/XHAPOXAOPOTHA3K], IO
KITHHAYHA NPOY4BaHHsA, MOCTMApKECTHHIOBH Mpoy4uBaHuA 3a 06€30MacHOCT H CIIOHTA
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06061eny B TabnMuaTa no-nony (T4 BKIIOUBA H HEXENAHM peakuuH, HaOMmooasaHH MpH OTACTHHUTE
KOMITOHEHTH ONIMECAPTaH MEAOKCOMHI M XHAPOXIOPOTHA3KA, B3 OCHOBA HAa AOKa3aHHUA NMpodui Ha
0€30NacHOCT HA TE3M NEKAPCTBA).
Te ca onHCcaHH B CHCTEMO-OpraHHH K/IacOBE H Ca pa3snpeAe/ieHH B rPpyNH 10 YECTOTA KaTo € H3NON3BaHa
CeIHATa KOHBEHLMA: MHOTO YecTH (=1/10); yectu (>1/100 mo <1/10); neuectn (=1/1 000 no <1/100);
peaxu (>1/10 000 no <1/1 000); Muoro peaxu (<1/10 000).

Cucremo-opraniu | Hexxenanm  nekapcTseHH Yecrora
knacore no MeDRA | peakuuu
Onmecaprtas/ oNiMecapTaH Xuapoxno-
XHAPOXJIOPOTHA3HA pPOTHA3M
Hudexuuu ¥ { CHAMAACHHT peAKH
uHdecTalu
HapyueHus Ha | ATUlacTHYHA aHEMUS pPeAKH
KpBbRTAa M AuMpHaTa | KocTHO-MO3b4YHA AenpecHA pPeAKH
CHCTEMA XeMONMTHYHA aHEMHA peaKH
JleBKONEHHA PEAKH
Heyrponenns/ peaKy
arpaHynoOLMTO3a
TpomboumToneHus HEYECTH peaKu
Hapymienns Ha | AHaAQUIAKTHYHA peakiins HEYECTH HEYECTH
HMYHHATA CHCTEMa
HapyimeHnus Ha | aHOpeKCcHA HEYECTH
meTabonmusma H | MIIOKO3YpHA 4ECTH
XPaHCHCTO XHIICPKANTLHCMHA JECTH
XHIIEPXOIECTEPOSICMMUS HEYECTH MHoro 4ecTH
XHIICPTIIHKEMUA YECTH
XHICPKATHEMHUS peaKkH
XHIIEPTPUrTHLEPUIESMHUS HE4eCTH HEeCTH MHoro yecTH
XUIEPYPHKEMHS] HEYECTH 4YECTH MHoOro uecTH
XUIEPXTOPEMHEA YeCTH
XHNOXJIOpeMHYHa ANTKaNno3a MHoro peaku
XHMOKATHEMHSA Y€CTH
XHIIOMArHe3eMMs YECTH
XHNOHATPUEMHA YeCTH
XHUMepaMHIazeMHA
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[Teuxuunn anaTus peaxu
HapyLUCHHUA AenpecHs PCAKH
0e3MoKOUCTBRO peaKu
HapyiieHHe Ha ChHA peaKH
Hapyumenue Ha | OOBpPKAHOCT YEeCTH
HEPBHATA CHCTEMA | KOHBYJICHH PEAKH
HapynicHue B CB3HAHHMETO | pERKH
(karo 3aryfa Ha ch3HaHHE)
3aMasHOCT / CBETOBBPTEXK | UECTH YeCTH YECTH
3aryba Ha aneTHT HEYeCTH
napecTe3Hs peaKH
3aMagHOCT NpH H3NPABAHE | HEYESCTH
ChH/IMBOCT HEYECTH
CHHKOIT HEeYeCTH
Hapywenus Ha | HapymreHo CBA30OTACTAHE peAKH
O4HTE [IpexoaHo CBCTOAHHE Ha pPeAKH
3aMBIIEHO BHXKIAHE
BnolwiaBaHe Ha MHOTTHA HEYECTH
KCAHTOIICHUS peaKu
Hapywienue Ha | BEPTHIO HEYECTH HEYECTH peaku
YXOTO 4 NabupHHTa
CrpacyHn CTEHOKApAWA HEe4eCTH
HapylLUcHUs CepacuHy apUTMHH peaKud
CepreducHe HEYeCTH
CobaoBu HapylueHusa | EMO0IH3BM peaKH
XHIIOTOHUA HEYECTH peAKH
HekpoTrsupain AHUUT peaKH
(BaCKyJHT, KOKEH
BacKyJIHT)
OpTocTATHYHA XUIIOTOHHA | HEueCTH HEYECTH
TpoMbo3a peaKu
Pecnuparopsm, OpOHXUT YECTH
rpBAHH W | KauLIHLA HEYECTH YEeCTH
MEQHACTHHAITHH AUcnHes
HapYyUICHHUS HHTEpCTHIIHAIHA
NMHECBMOHHA
(hapHUHrUT YeoTH
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CromamHo-upeBHH | Kopemua Gonka - HEYECTH YEeCTH YeCTH

HAPYIIECHHSA 3areK 4YeCcTH
Anapus HEYECTH YeCTH YECTH
aucnencus HEYECTH YeCTH
CTOMAaIIHO APa3HEHE UeCTH
FACTPOSHTCPHT YEeCTH
METCOPH3bM YecTH
rajicHe HEUECTH YECTH YEeCTH
NaHKpPEeaTHT peaKH
[TapanuTideH uneyc MHoro peaKH
NOBPBLUIAHE HEYECTH HeJYecTH YeCTH

XenatoOunuapHH OcTBp XONELHCTHT PEeAKH

HapylueH!d XKunTeHHIa peaKH
(MHTpaxenaranHa

XOJIECTATHYHA XKBJIATEHHLIA)

Hapyuenus Ha | ANeprayeH aepmMaTur HEYECTH

KOXKaTa H | AHadHnaKTHYHA KOXKHa PEeAKH

NOAKOKHATA TEKaH pPCaKIlHA

AHrHOHEBPOTHYECH €QEM peaxu peaKu

Koxsa peakuus peAKH
Hanoao0ABaina JYIYC

epUTEMATOAEC

eK3eMa HEYECTH

epuTeMa HEYECTH
€K3aHTEM HEYECTH

Peakuuu Ha HEYECTH
(GOTOUYBCTBUTENHOCT

MPYPHTYC HEYECTH HEYECTH
mypnypa HEYeCTH
o0pue HEYeCTH HEUCCTH HEYECTH
AKTHBApaHE Ha  KOXEH pPEaKH

TYIYC EPUTEMATOIEC

Tokcnuyna enHaepMaHa

HEKpPONTH3A
ypTHKApHS peakn HEUECTH
Hapywenus Ha | ApTpairus HEYeCTH §
MYCKYJIHO- apTPUT Y4EeCTH

15



ckenerHara cucrema | boska B repba HE4ECTH YECTH
{4 ChbeIMHUTEeNHaTa | Mycky/mHH ca3sMH HEUECTH peaKH
ThKaH MyckynHa ciabocTt peaky
Muanrus HEYECTH HEYECTH
bonka B KpaiinuuTe HEYECTH
[Tapesa peaxu
bonka B KOCTUTE YECTH
HapyiueHus Ha | OcTpa OB0peuna | peaku peaKyu
OBOpeLiuTe H | HEAOCTATBYHOCT
MUKOUHUTE MMBTHILA | XeMaTypHs HEYECTH 4YECTH
Hurepcrunmanen nedput penxku
brb6peyHa HEAOCTATEUHOCT peaku
HapymeHnue Ha 6u0peunara
pyHKIHA
Hudekuma Ha ypHHApHMA
TpaKT
HapyiueHus HAa | HApYLICHUE HA €PEKTHUNHATA | HEYECTH HEYECTH
BB3MPOU3BOAUTENHA | QYHKIMA
Ta  CUCTEMA H
rbpAaara
QO0mu HapyLIEHHUS H | aCTEHHA 4YeCTH HEYECTH
epexty Ha MacToTo | Bonka B repauTe 4YEeCTH YeCTH
Ha TIPHJIOXKCHHE [logyBaHe HA JIHLETO HEeUCCTH
yMopa YeCTH qecTH
Bucoka TEeNEeCHa PeAKH
TeMIepaTypa
MpunonofxoOHU CHMIITOMH YeCTH
neTaprus penku
HepasnoNokKeH e peaku HEYeCTH
Gonka 4EeCTH
IlepudepeH oTOK YeCTH 4YeCTH
cnadbocT HEYECTH
Hacnensanua [opuieHu HHBA Ha | HEYECTH
aJlaHHHaMHHOTpaHcepasa
[loBuineHu HUBA Ha | HEUYECTH
acnapraraMHHOTpaHcdepasa
[ToBHINEHH HHMBA HA KaNLMH | HeYeCTH

B KpBBTA
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[MoBuineHu HWBA Ha | HeYeCTH peaKH YECTH

KpEaTMHUH B KPHBTA

[loBHLICHH HHBA HA KpeaTHH YECTH

¢ocdokHHaza B KPBBTa

[TorMIEeHM HHBA HA INTIOKO034a | HEYECTH

B KPBHBTA

[ToHmK€H XeMATOKPUT B | pEeAKH

KPBBTa

IMoHuxeH XeMOTH06HH PeAKH

TloBHIlIeHM HHBA HA JHIYAHM | HEUECTH

B KPBBTA

IToHMXeHH HUBA HA KATHH B | HEUECTH

KPBBTa

IToBHilIeHHM HHBA HA KAJIHH B | HEYECTH

KpLBTA

[ToBuileHH HHBA HA Ypes B | HEUECTH 4YECTH YECTH

KPBHBTa

[TopuiLIEHH HHBA HA MHKOYHA | peaKH

KHCCITHHA B KPBBRTA

ITopullleHH HHBA Ha ramMa- | HEUECTH

rJIyTaMii TpaHcdepasa

[TopuLIEHH HHBA Ha YeCTH

yepHOAPOOHHUTE ER3UMH

CroblnasaHe Ha MOJIO3HPAHH HEXKENAHN peakildK
Crob1aBaseTo Ha NOMO3HPAHH HEXEJAHH PeakUMH cefl pa3pellaBaHe 3a ynoTpeba Ha JeKapCcTBeHHA

NPOAYKT € BakHO. ToOBA MO3BOMABA 14 MPOABIDKH HAGMIOAEHHETO HA CHOTHOLIEHUETO M10/133/PHCK 33
AEKAPCTBEHMA NPOAYKT. OT MEAHUHHCKHTE CNELUAINCTH ¢ HIHCKBA 1 ChOOIIARAT BCAKA
NOZ0O3UpaHa HEXKeNaHa peakiig Ypes:

M3nbJHETEIHA AreHIAs 110 JIEKAPCTBATa
ya. ,,Jlamsax ['pyes” Ne 8
1303 Codus

Ten.: +35928903417
yeOcaliT:www.bda.bg
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4.9 Ilpenosupane

Hama cnetpduana nHGoOpManma 3a eeKTa 0T NpeAo3HpaHe WIH JCYCHHE Ha Npeo3upaHe C
onMecapTaH MenokcoMun/xuapoxoporuasua. [lauuentrre Tpabea fa 6baaT BHHMATETHO
npociaeMIBaHK, a edeHueTo TPAOBa Aa € CHMITOMATHYHO H MOAABPXKAMIO. JISUeHHETO 3aBHCH OT
BpPEMETO H3 IPUEMAHETO M TeXEeCTTa Ha CHMNTOMHTE. [IpeanonaraeMuTe MEpPKH BKIKOYBAT
NpeaU3BHKBAHE Ha NOBPEHINAHEG H/WIHM cTOMaIIHA npoMuBka. [Ipn neyeHHe Ha npeao3HpaHe MOXe ia
e nofie3Ha ynorpedara Ha akTABEH BEITIeH. TpAdBa 4ecTo Aa ¢ KOHTPOIHPAT CEPYMHHTE
eNeKTPOJIHTH ¥ KpeaTHHUHA. [IpH nossa Ha XMNOTOHUA NALMEeHTHT TpAGBa Aa ObIe NOCTaBEH B
JIETHANO NOAMKeHUe no rpud U fa ce nposeae cnemHo o6eMHa ¥ CONEeBa 3aMECTHTEIHA TepalnA.
Haii-BepoaTHATE MPOABH Ha NPEAO3HPAHE ¢ ONMECAPTAH Ca XUIIOTORYUA H TaXHKapAUsi, MOXKE Aa
BB3HHKHE H Opagukapaus. [IpegosupaHeTo ¢ XUAPOXIIOPOTHA3H C€ CBBHP3BA ¢ H3UCPNBAHE HA
€NEKTPOJUTHTE (XUMIOKATHEMHUS, XHIOXIOPEMHUA) ¥ JEXHAPATALMA, KATO CJICACTBHE Ha CHITHO
NoBHIIICHATA AUype3a. Hali-uecTuTe NpU3HALM U CUMITOMM Ha NIPeAO3HpaHe ca raAcHe U
COMHOJIEHTHOCT. XHIOKAIHEMHATA MOXKE JIa AOBE/IE A0 MYCKY/IHH CNa3sMH W/HIH Aa YCHITH CBPACYHH
ApUTMHH, CBBP3aHKM C eJHOBpEMEHHA yNoTpeOa Ha AMrHTANMCOBH INTHKO3HAM HIIH ONPeaeicHH
NIEKAPCTBEHY MPOAYKTH C AHTHAPUTMHYHO AEHCTBHE.

Hama nadopMaiMa JaTH OTMECAPTaH HIIH XHAPOXIOPOTHA3HA, MOTaJ [la ¢€ OTCTPaHSAT Ype3
XeMOAHAaIn3a.

5. @®APMAKOJIOITHYHHU CBOMCTBA
5.1 @PapMakoJHHAMHYHH CBOHCTBA

PapMaKoTEePANEBTHYHA IPYNa; AHTATOHHCTH Ha anrHoTeH3HH 11 B AHypeTHIN
ATCron:CO09DAOS

Onmesua Inoc € KoMOUHALMA OT AHTATOHMCT HA aHrHOTEeH3HH 1l onMecapTalH METOKCOMHII ¥ THA3HICH
AUYPETHK, XMAPOXIOpoTHA3HA. KoMOHHaUMATA OT Te3H CLCTABKH HMA aJUTHBEH aHTHXUICPTCH3HBEH
edeKT, MOHWKABA apTePHANTHOTO HAJIAraHe B [10-H3pa3eHa CTENEH B CPaBHEHHE ¢ KOATO U Aa ¢ OT ABETE
CBCTaBKH, M3NOJI3BAHH CAMOCTOATEIHO,

[punaravero Ha ao3ara Onmesun [Tnioc BeHsXk THEBHO OCUTYPABa €(PEKTHRHO H IUIABHO MOHWKECHHE
Ha apTePHATHOTO HANAraHe 3a MHTEPBal Nno-AbIbr OT 24 yaca.

OnmecapraH MeJOKCOMHI € aKTHBEH NMPH MEpopanHO MNPHIOKCHUE CENCKTHBCH aHTaroHWUCT Ha
anruoteHsud I peuenrropute (AT1). ArRrvoTeH3uH 11 € OCHOBHHAT Ba30aKTHBEH XOPMOH Ha CHCTEMATa
PEHHH-aHTHOTEH3HH- ANAOCTEPOH H UMa 3HAYUTENHA PONS B NATODHIHONOrHATA HA XMIEPTOHHATA.
OuzuonoryuyHuTe epeKTH Ha aHrHOTEeH3HH I BKIIIOYBAT RBA3OKOHCTPUKIUA, CTUMYHPAHE HA CHHTC3aTa
H OCBOOOKIABAHETO Ha ANAOCTEPOH, Chp/cUHa CTHMynaLHa K 610peuHa peabcopOLMA Ha HaTPHA.
Onmecapras G10KHpa Ba20KOHCTPHKTOPHHTE K aNIOCTEPOH-CEKPETHPAIIMTE eDeKTH HA AHTHOTEH3UH
II kato 6nokupa cebp3raHeTo My ¢ AT peuenropa B TbKaHWTE, BKITIOUYHTENHO IJIaKaTa MyCcKyJIarypa
Ha KpbBOHOCHHTE CBAOBE H HaaOLOpeuHHTe *Jtead. JeHcTBHETO HA OJIMECApTaH € HE3aBUCHMO OT
M3TOYHMKA WIM DBTA Ha CHHTE3a Ha aHrHoTeH3un II. CeneKTHBHMAT aHTArOHH3bM Ha aHTHOTCH3HH I
(AT1) peuenropuTe OT CTPaHa Ha OJIMECAPTAH BOJAM A0 MOBHIICHUE HA NIa3MCHHUTE HHBA HA PEHHH U
KOHUEHTpauuuTe Ha aHruoTeHsuH 1 M I, xakTo M N0 H3BECTHO MIOHWXKABaHE Ha nn/asmeﬂm
KOHLUEHTpALUHA Ha aJITIOCTEPOH. L "

#,r‘-

J'

[Mpu XHUNIEPTOHHA, ONIMECAPTaH MEAOKCOMMKA TPUYHHABA J0303aBHCHMO, npo,nmxmrenﬂﬂ i‘lé}u»[ﬁ{aﬁ"'___ e
Ha apTepHANHOTO Hajlsrane. Hama fokasarencTsa 3a XHNOTOHWA HA ITHpBATa J03a, 34 11" tbﬂﬂaxcmr
IpY MPOAB/DKMTETHO TPHAOKEHHE WK rebound ,, XUNIEPTOHUA CEA PA3KO CIIMpaHe '
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[IpyinaraHe Ha oIMecapTaH MEIOKCOMMII BEAHEXK IHEBHO OCHIYpABa e()eKTHBHO H TUIABHO MOHIDKABAHE
Ha APTEPHATIHOTO HalAraHe B NMPOABJDKEHME Ha 24-yacoB HHTepBa. [IpuioxkeHHe BEAHBK AHEBHO
OCHrypaBa CXOJHO IOHIKABAHE HA apTEPHANIHOTO HANATAHE, KAKTO H ABYKPATHO AHCBHO AC3MpaHE
OpH €AHA U ¢hilla 0O111a AHEBHA 034,

TIpH HeNpeKBCHATO NEeYeHHEe, MAKCHMATHOTO MOHIDKABAHE HA APTEPHATHOTO HAJNATAHE CE TIOCTHra A0
8-MaTa ceIMMLIA OT HAYANOTO Ha TEPaNUATA, BBHIPEKH H¢ 3HA4YMTENICH MOHKKAaBalll apTePHAITHOTO
Hanarane edext ce HabmoAaBa olle Ha 2-Ta CEAMHLIA OT JICUEHHETO.

EdekThT Ha onMecapTaH BbpXY 3a00M¢BaEMOCTTa H CMBPTHOCTTA BCE OLLIE HE € H3BECTEH.

XUApOXMOpOTHAsHA € THA3HASH AHYPEeTHK. MeXaHH3IMBT Ha AHTHXHIEPTCH3HBHHA e(eKT Ha
THA3UAHUTE OMYPETHUM HE € HambIHO M3AcHeH. Twasuaure nosmuasarT ObOpeuHHTe TYOyAHH
MEXaHH3MH Ha €NICKTPOTHTHA peabcopOlmsa, AMPEKTHO MOBUIIABAT €KCKPELMATA Ha HATPUH U XJIOPHAH
B MPHONH3HUTENHO PaBHH KONHYECTBA. J[MypeTHUHOTO ACHCTBHE Ha XHAPOXIOPOTHA3HA MOHHKARA
rasMeHHs obeM, TOBMILABA [Ia3MEeHATa pPeHHHOBA AKTHBHOCT H MOBHINABA CCEKpeUHATa HA
anJocCTeEPOH, ¢ MOCIEABALO HApacTBaHe Ha 3arybata Ha Kamui M OMkapOOHaTH ¢ ypHHaTa H
NOHIKABAHE HA CEpYMHMs Kanuii. Bph3kara peHHH-AIOCTEPOH € MEAHMPA OT aHrHOTeH3HH I, u
MOpajiv TOBAa EAHOBPEMEHHOTO TPHIOKEHHE HA AHTATOHMCT Ha aHrHoTeH3yH Il poau a0 HamangsaHe
Ha 3ary0ata Ha Ka/dii, CBbp3aHa ¢ THa3UJHUTe AHypeTHUH. C XHAPOXIOPOTHASHA AMYpe3aTa 3anoysa
OKONO 2 4Yaca cfieA NMPHIOKEHHETO, 8 MUKOBUAT edekT ce Habmo1aBa okosio 4 yaca criefl IpHIAraHeTo
My , & ACHCTBHETO MY MpOoAb/IKaBa 3a okono 6-12 yaca.

EnnaeMuonornyaure NMPOYYBAHHA Ca YCTAHOBHIIH, Y€ NPOAL/DKATCITHOTO JICHCHHEC C MOHOTCpPanui ¢
XHAPOXNMOPOTHA3HA HaMAJIdBa pHCKa OT CHpACHHO-CHAOBA CMBPTHOCT H 3a00/1€BaeMOCT.

KoMOuHaumaTa OT oJIMecapTaH MEAOKCOMMI M XHAPOXJIOPOTHA3UI BOAH 0 aAUTHBHO NMOHW)KABAHE HA
apTEepHATHOTO HaJIAraHe, KOeTO MPHHLMIHO CE YCHJIBA ¢ /1034Ta Ha BCsAKa OT cheTaBKHTE. B 06061eHH

nnaue6o-KOHTPONHPaHH KIHHHYHHM W3NWTBAHKA NpUIoxkeHHeTo Ha xombunanmure 20/12,5 mg nnu
20/25 mg onmecapTaH MEAOKCOMWIU/XHAPOXJIOPOTHA3HA € J[OBeJNO A0 CPEAHO NOHWKEHHE Ha
CHCTOIHOTO /AMAcTONHOTO apTepranHo Hamsarade ¢ 12/7 mmHg u ceorsetHo 16/9 mmHg. Brapactra 1
Mojia He ¢a HMATH KIMHHYHO 3HAYHMMO BIMAHHE COPAMO OTrOBOpa HA KOMOHWHHPAHOTO JISUEHHE C
OJIMECAPTaH MEJOKCOMWI/XHAPOXOPOTHAZH.

[Mpunoxenue Ha 12,5 mg ¥ 25 mg XUAPOXJIOPOTHAKUA [IPH NALKHEHTH ¢ HCAOCTATHYHO KOHTPOJIMPAHO
ot 20 mg oNMecapTaH MEIOKCOMHIT APTEPMANIHO HA/IATAHE, aBa AOMBIHHUTEIHO MOHHKEHUE Ha 24-
4aCOBOTO CHCTOJHO/IHACTONHO apTepHanHo HansraHe cbe 7/5 mmHg n cvorBeTHO 12/7 mmHg,
u3MepeHo mpd aMOyJaTOPHO MOHMTOPHPAHE HA APTEPHATHOTO HaNATaHe CNpAMO H3XOAHATA
MOHOTEpanuss ¢ OJMecapTaH MeAokcoMiI. JIOMBIHHTENIHO CPEJHOTO MOHMKCHHE HA
CHCTONTHOTO/IHACTO/IHO APTEPHAIIHO HAJIATAHE MNPH CPABHCHHE € H3XOMAHWUTE CTOWHOCTH, H3MEPCHH C
KOHBEHLIHOHANHHY MeToau € Ouno 11/10 mmHg u croTBETHO

16/11 mmHg.

EdekTHBHOCTTA Ha KOMOHHALMATA ONMECAPTaH MEAOKCOMHI/XHAPOXOPOTHA3HA C€ MOAXBPKA NpH
NPOLBIDKATENHO (€AHA roAMHa) jJeqycHue. CnMpane Ha TEpanHATa ¢ onMecapTaH MEAOKCOMHI, ¢ HITH
6e3 CHIBTCTRALLO MPHIOKEHHE Ha XHAPOXJIOPOTHASHA HE € JOBENO 10 ,,rebound“xunepToHus.

Edexture Ha ¢ukcupaHaTa J030Ba KOMOHHALHA OT OMMECApTaH MENOKCOMUN/XHAPOXOPOTHA3HA MO
OTHOIICHHE HA CMBPTHOCTTA H ChpACYHO-CBAOBATA 3a00NCBAEMOCT [MOHACTOAIIEM Ca HEH3BECTHH, .- .

e .

~

.,,u-i g ;.T_f_-'-: . *

DHKCHPaHHTE J030BH KOMGHHALIHH OT OJIMECAPTAH MEAOKCOMHI /XHAPOXnopoTHazua 40 mg/ @;‘S’

H 40 mg/25 mg ca ©3cNeABAHU B TP KIIMHHYHH MPOYYBaHHUs, BKHOUBaIH 1432 naunemyf/%@' . # e
XHIEPTOHHUA. YA

Eamo ABOMHO CANO NPOYYBAHE ¢ €CEHUMANHEA XUIEPTOHNS & OLEHWIO epeKTUBHOCTTa Ha \psfh
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mezokcoMusl/ xuapoxnoporaasug 40 mg/12,5 mg u 40 mg/25 mg cnpaMo MOHOTEpaINHs ¢ OIMecapTaH
MeokcoMin 40 mg, KaTo MbPBHYHA KpaiiHa To4YkKa € OH0 MOHWKEHHETO Ha CPEAHO JHACTONHO
apTEepPHANHO HANAraHe B CEAHANIO MOJIGKEHHUE CIPAMO M3XOAHHTE CTOMHOCTH.
CHCTONHOTO/AHACTONIHOTO APTEPHAIHO HANATaHe ce € noHwkuno ¢ 31,9 /18,9 mmHg B rpynara ¢
KOMOHHHpaHaTa Tepanus cnpamo 26,5 /15,8 mmHg & rpynara Ha monotepanud (p< 0,0001) Ha
OCMaTa CEAMHULA OT JICUCHHUETO. |

B nBoiiHa cidna, HEKOHTPONHpPaHa BTopa (a3a Ha TOBa NPOyYBaHe, THTPHPAHETO HA JO3HTE [IPH
Nan{eHTHTe, KOHTO HE Ca OTTOBOPHIM HA MOHOTEPAITHATA C ONIMecapTaH MeaokcoMun 40 mg oo
ONIMECAPTAaH MeJOKCOMMI /xuapoxnoporrasus 40 mg/12,5 mg, kakro u ot 40 mg/12,5 mg a0 40
mg/25 mg e NOBENO 0 ACITBIHHTENIHO 3HAYUMO TIOHHWXKEHHE HA CHCTOTHOTO/AHACTONHOTO
apTEPHATHO HAIATaHEe, KaTo MO TO3H HAYHH CE ¢ NMOTBBPAMI GaKTa, Ye NOCTENCHHOTO MOBHIIABAHE Ha
JO3HTE HMa KIHHHYHO MPHIOXKEHHE Ha NMoAoOpaBaHe Ha KOHTPOJa BEPXY apTePHATTHOTO HaNAraHe.

Bropo apoiiHo cAn0, paHAOMHIMPAHO H MJ1aLed0 KOHTPOIHPAHO MPOYUBAHE € OLCHUIIO
eeKTUBHOCTTA Ha AOOABIHETO Ha XMAPOXJIOPOTHA3HI KbM JICUCHHETO HA MALIHEHTH, KOUTO HE Ca
NOCTHIHAIH a[IEKBATEH KOHTPOJ HA APTEPHANIHOTO HaJIAraHe ¢jiex 8 ceAMHULIM NeveHue ¢ oIMecapTaH
megokcoMin 40 mg. IMauuenTute ca OWIH pasnpeAeneHd TaKa, Y€ WM Ja MPOAL/DKAT JIEYEHHETO CH ¢
onMmecaprad 40 mg WM Ja MOMyYaBaT JOMBIHUTEIHO XMAPOXIOPOTHA3KA, 12,5 mg Ui 25 mg B
NPOAB/DKEHUE Ha Ollle oceM ceAMHUYM. UeTpbpraTa rpymna € paHIoMH3HpaHa Ja nofy4apa OJIMCCapTaH
MeaokcoMun /xuapoxnopotiasug 20 mg /12,5 mg.

HobaraHeTo Ha 12,5 mg vinn 25 mg XHAPOXNOPOTHAZHA € NOBENO A0 AOMBAHHTEITHO MOHW/KEHHE Ha
CHCTONTHOTO /AHAcTONHOTO Haaarane ¢ 5,2 /3,4 mmHg (p<0,001) u 7,4 /5,3 mmHg (p<0,0001)
CBHOTBETHO, CpAMO MOHOTEpanud ¢ 40 mg onMecapTaH.

CpaBHeHHe MEKIY MAUMEHTHTE, MOTYYaBallH OJIMECAPTAH MEJOKCOMIUT /XHApoxIopoTHasua 20
mg/12,5 mg u Te3n, noxyyasamr 40 mg/12,5 mg e nmokasano CTAaTHCTHYSCKH 3HAYHMH pas3 il B
MOHMXEHHETO HA CUCTONTHOTO apTepHanHO Hanaraxe ot 2,6 mmHg B nonsa #Ha no-pucokaTa R030B4
koMGHHaums (p=0,0255), KoxaTo 32 AHACTOAHOTO APTEPHANHO HaNAraHe € yCTaHOBEHa pasiiuka oT 0,9
mmHg. MonuTOpHpaHETO Ha APTEPHATTHOTO HANATAHE B aMOYNIaTOPHH YCJIOBHA BB3 OCHOBA HA
CpeAHH NPOMeHY 3a 24 4acoB NEPHOA, NPOMEHHTE Ha CUCTONHOTO H JHACTONHOTO HAJIAraHe npe3 AeHq
1 Mpe3 HOHITA, ¢a MIOTBBPAHIH PE3YITATUTE OT KOHBEHLIHOHAIHUTE METOAH 32 U3MEPBAHE Ha
KPbBHOTO HaNAraHe.

Oliie efHO ABOHHO CANO PAHAOMHIUPAHO MPOYYBAHE € CPABHIIO €heKTHUBHOCTTA HA KOMOUHUPAHOTO
JIeYeHHE ¢ ONTMECAPTAH MEAOKCOMMUN /XHApOoXIopoTyHasua 20 mg/25 mg H onMecapTaH MCAOKCOMUN
/xuapoxnoporrazuag 40 mg/25 mg e npH MAUMEHTH ¢ HEAOCTATHYHO aACKBATHO KOHTPOJIHPAHO
ApPTEPHANIHO HaJiAraHe ciiefl 8-ceAMHUHO NeueHHe ¢ onMecapTaH Meaokcomun 40 mg.

Cnen 8 cenMuum KOMOHHHpaHa TEpanKa CHCTONHOTO /AMACTOMHOTO apTePHAIHO HAAraHe € 610
3HAYHTETHO OHHXEHO CIPAMO H3XOAHHTE cToiiHocTH cbe 17,1 /10,5 mmHg B rpynara ¢ onmecapTaH
MeAOKCOMMI /xuapoxaopotHasua 20 mg/25 mgu ¢ 17,4 /11,2 mmHg B rpynaTa Ha neyeHue
ONIMECAPTaH MEAOKCOMII /xHapoxnopoTaazua 40 mg/25 mg. Pasnukara Mexny AeTe TepaneBTHIHH
IPYTIH HE € CTAaTHCTHUECKH 3HAYHMA, KOTaTO Ce H3NON3BAT KOHBEHUHOHANTHHTE METOAH 34 H3MEPBaHe
Ha apTEPHATHOTO HAIATraHe, koeTo 6H Moo Aa ObAe 0OACHEHO ¢ T.Hap. MIaTo €(EeKT NMpH OTrOBOp Ha
AHTATOHHCTHTE HAa aHruoTeH3UH 1l KaTo oaMecapTaH MEAOKCOMHII.

.---'-'-' e, -
-

KNHHUYHOTO 3HAYEHHE M CTATHCTHYCCKH 3HAMUMUTE pa3iiuud B [MOJ13a Ha oJiMecapTaH Me;wtcg@ﬂnn Vo
/xuapoxnoporuasia 40 mg /25 mg B cpaBHEHHE ¢ OIMecapTaH MEAOKCOMHAN !xunpoxﬂopmnaaug
mg{ZS mg ca HaGNOJaBaHH TIPH 24 4acoBO NMPOCACAABAHE HA APTEPHASTHOTO HANAraHe B amﬁyﬂh p

BE3PACT, 101 HIH HANHYHE Ha 3aXapeH auaber.
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Jlre roneMu paHAOMHM3HPAHH KOHTponHpaHH npoyusanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyiqo rno6anio u3nMTBaHE 32 KpalHU
TOYKH Ha TeIMHCAPTaH, CAMOCTOATENHO M B KoMGHHauua ¢ paMunpin) ¥ VA NEPHRON-D (Knuuu4to
npoyuBaHe CBBP3aHO C pa3BUTHE Ha HedponaTHa npu AHAGET, NposeAcHo OoT MHUHHMCTEpPCTBO 1O
BBIIPOCHTE Ha BETEPAHHMTE) — NpoyuBar ymorTpebara Ha komOuHaimara or ACE uuxubutop H
anrnotensuH [I-peuenropen 6nokep.

ONTARGET e npoydsaHe, MpOBESACHO MpH TNalMEHTH ¢ aHaMHe3a 3a ChpACYHO-CHAOBA HIIH
MOIBYHOCHIAOBA BONECT, WK 3aXapeH Auaber TUN 2, MPUAPYIKEHH ¢ AaHHY 3a YBpexXAaHe Ha e(peKTOPHH
opranu. VA NEPHRON-D ¢ npoyuBate NpH NMalMeHTH CBhC 3axapen auaber tum 2 H NHabeTHa
HediponaTH4.

Tesx npoyusaHHs He MOKa3BaT 3HayuM OnaronpuareH edekt Bepxy 6BOpeunuTe H/HIH CHPACUHO-
CHAOBMUTE MOCASAMIIM H CMBPTHOCT, KaTO CHIICBpPEMEHHO ca HabnaloJaBaHH TOBMLICH PHCK OT
XHMIEPKATHEMHSA, OCTPO YBpeXxaaHe Ha OnOpeuure W/ uiM XHNOTOHUA B CPaBHCHHE ¢ MOHOTCpPAmNHATA.
Kato ce uMat npeasus CXOAHNTE WM (hapMakOOHHAMKYHH CBOHCTBA, TE3H PE3YNTATH Ca NPHIOKHMH H
3a Apyrd ACE naxuburopy u anrHoreHs3uH 11-peuentopHu 6s10KkepH.

ACE unxu6uropy u auruotensud Il-penenTopiu Gnokepn CiaefoBaTeNnHo He TpAOBa Aa c€ W3MO/3BAT
eIHOBpEMEHHO MpH NaLUUeHTH ¢ JrabeTHa HedponaTui.

ALTITUDE (KNnMH®4HO Npoy4BaHe MpoBeASHO ¢ ATHCKUPEH NPH MALMEHTH ChC 3aXapeH AuadeT THI
2 ¢ M3NON3BAHE HA CHPACUYHO-CBAOBH H OBOpeuHH 3a00NaBaHUA KATO KpaifHU TOUKH )

e IpoyYBaHe, OpeAHA3HAYEHO Aa H3CJIEeABa HO3aTa OT JOOABAHETO HAa AJTHCKHPEH KBM CTaHJapTHA
teparma ¢ ACE uaxuburop win aHrioteHsHH l-peuenrroper 610Kkep NpH HALMEHTH CBbC 3aXapeH
auabet Tin 2 W XpoHuuHO OBLOpeuHo 3abonsBaHe, ChpPACHHO-CBAOBO 3a00N4BaHe WIH H ABETE.
IMpoy4BaHeTo € MPEKPATEHO NMpekAESBPEMEHHO MOpa/ MOBUIIESH PHCK OT HeONaronpuaTHH
nocaeauuy. KaxTo ¢bpAEHHO-CHA0BATA CMBPT, TAKA K HHCYJITHT ¢4 MO-YECTH B IpymnaTa Ha
ANTHMCKHPEH, OTKOJIKOTO B FpyMaTa Ha rnauefo, a NpeacTaBsBalluTe HHTEPEC HEXKETaHR ChOUTHA U
CEPUOZHM HEKENAHH CHOMTHA (XHUNepKanHeMHs, XHIOTOHHS U 616peyna qucdyHKUUA) ce chod1asar
[10-4€CTO B [PYNAaTa Ha alIUCKHpEeH, OTKONKOTO B rpymara Ha mauebo.

5.2, PapMakoOKHHETHYHH CBOHCTBa
AGcopOuns u pasnpeneleHHe

Onmecapman MEOOKCOMILT

OnmMecapran MEAOKCOMHI € mpekypceop. Toit 6Bbp30 ce mpesppia BbE (HapMaKONOTHYHO AKTHBEH
MeTaGONKT OfIMECAPTaH OT €cTepa3y B YPEBHATA MyKO3a M MOpPTANHATa KpHB MpH  abcopbumara ot
CTOMAIIIHO-UPEBHHSA TPakT. B rna3mara WIH €KCKPETHTE HE Cé YCTAHOBABA MHTAKTEeH O/IMECapTaH
MEeAOKCOMHIST WIH AKTHBHOCT HA MHTAKTHATA CTpaHH4Ha Bepwra mMeaokcomun. CpeaHara abcomorHa
6HOHANMHYHOCT HA oAMecapTaH TabneTku € 25,6%.

CpenHaTa MakCMMallHa TasMeHa KoHuenTpaius (Cmax) Ha oMecapTaH ¢¢ MOCTHra Ao 2 Haca ciel
npHeMa Ha 0JIMECapTaH MEJOKCOMII, KaTo IUIa3MEHHTe KOHLIEHTPAllHH Ha OJIMEcapTaH ¢¢ NIOBHILIABAT
npHGAM3UTENHO MHERHO ¢ HAPACTBAILM €JHOKPATHHA NEPOPATHH 103K A0 NpubnusuTenHo 80 mg.

XpaHara HMa MMHHMAJICH €(peKT BBpPXY OHOHATHYHOCTTA Ha ONIMecapTaH, NopaaH KOeTO OJMeCcapTaH
MEAOKCOMMI MOKE JIa ¢e npunara ¢ Wik 6e3 xpaHa.

He ca nHabmogasaHH KAHHHUYHO 3HAYMMH MCENIYTNIOAOBH pa3iid4Hsi BBB cpapmalcomﬂeml;aﬂ‘a_ H R
oJNIMecapTaH. e i S

OJIMECAPTAH U APYTH JICKAPCTBEHH nponylcm C BHCOKA CTENEH Ha CBBP3RaHE C TU1a3Me OTEHHH
€ HHCKka (KOeTo ce MOTRBpPKAaBa OT JHNCATa Ha KIAHHHYHO 3HAYMMO Bsaﬂmoneﬁcf’ﬁﬂ’ﬁ Mex{hjf
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ONIMECapTaH MeaokcoMun W BapdapuH). CBBP3BAHETO HAa ONIMECApTaH KbM KPHLBHHTE KICTKH €
HesHauHTenHo. CpenHusat ofeM Ha pasnpefencHHe Cied HHTPABEHO3HO MPHIOKEHHE € HUCHK (16 —

29L).

Xudpoxnopomuazuo

Cnen nepopalHO NMPHIOKEHHE HA ONMECAPTAH MEAOKCOMHNI M XMAPOXJIOPOTHA3HA B KOMOHHAIWMA,
CPEHOTO BpeMe 3a ROCTHUTAHE HA MAKCUMATHE KOHICHTPALMH Ha XHAPOXIopoTHasua e 6uio 1,5 no 2
yaca cliex pueM. XHAPOXJIOPOTHaZH CE CBBP3Ba ¢ INIA3MEHHTE MPOTEHHY B 68%, a NPHBHAHUAT 00eM
Ha pasnpezaenenne ¢ 0,83 - 1,14 L/kg.

MeTaboan3BM H eIHMAHHPAHE

Onmecapmarn Me00KCoOMILT

OBINMAT NMa3MeH KJIHPBHC Ha ofiMecapTaH obukHoseHo € 1,3 L/h (CV, 19%) u e cpaBHuTenHO GaBeH
B CpaBHEHHE ¢ depHOAPOOHHA KpeBOTOK (Okono 90 L/h). Cnen eAHokparHa mnepopantHa Koza Ha
mapkupad ¢ C onmecapran Memokcommn, 10-16% oT npunokeHara paaHOAKTHBHOCT € Omna
eKCKpETHpaHa B ypyHaTa (M0-ro/IAMaTa YacT Npes MBPBUTE 24 vaca Clie/ NPHIOKEHHETO), a OCTaHANaTa
4acT € GIna OTKPHTA B M3NpakHeHMATa. Bu3 OCHOBa Ha cHCTEeMHAaTa HAMUHHOCT OT 25,6%, MoXe Aa
Obac U3YMCNeHOo, ue abcopOMpaHMAT ONMEcapTaH ce OYHCTBA MOocpeiAcTBOM OBOpeuHa excKpenus
(okono 40%) u xenarobunuapra ekckpenus (oxono 60%).

VYcTaHOBEHO, 4€ NAI4Ta BH3CTAHOBEHA PARHOAKTHBHOCT € ABJDKH Ha oiMecapTaH. He ce ycTtaHoBABa
Apyr 3Ha4uM MeTaGonur. EHTepoXenarajJHHAT KPbroBpaT Ha OJIMECApTaH € MUHMMaNeH. Thil KaTo
ToiIMa YacT OT OJIMECAPTAH CE€ €KCKpeTHpa MPE3 3TbUYKaTa, MPHIOKSHHETO MPH NALUEHTH ¢
6unuapHa oOCTPYKIIMA € NPOTUBOMOKA3aHO (BAK. TouKa 4.3).

KpaiiHoTo BpeMe Ha MOMYKMBOT HA ofiMecapTaH Bapupa Mexxay 10 u 15 waca npu MHOTOKpaTeH
nepopaneH npueM. PaBHoBecHOTO cBeTOsHHME (steady state) ce HOCTHra ciiefl MbPBHTE HAKOJIKO A03H
M NOCNAEABALIO aKyYMYJIHpaHe He ce HaOmogaea cnen 14 quu nosTapaul ce npueM. brOpeuHuaT
KnapeHe € npubauzurento 0,5 - 0,7 L/h, 4 He € Oun 3aBHCHM OT J03aTa.

Xuopoxnopomuaizuo

XuapoxiopoTHasid He ce Metabonu3vpa MpU XOopa, a €€ CKCKpeTHpa NOYTH HanbBJIHO KaTo
HElIPOMEHEHO AKTHBHO BeulecTBo ¢ ypuHata. Ilpubmusurenno 60% ot mepopajinata nosa ce
SAHMHHHPA KaTO HENPOMEHEHO AKTHBHO BEIIECTBO B paMkvTe Ha 48 yaca. brOpeyHMAT KIHPBHC €
ok0710 250 - 300 ml/min. KpatiHoto BpeMe Ha MOMY>»KHBOT HA XKApoxopoTHasHA € 10-15 yaca.

Onmecaprad MeAOKCOMHI/XUAPOXAOPOTHATHN
CucTeMHaTa HaMM4YHOCT HAa XHAPOXNOpPOTHA3uWA ce HamanaBa ¢ okono 20% koraro ce mpHiara

€IHOBPEMEHHO ¢ QJIMeCapTaH MEIOKCOMHKII, HO TOBA YMEPEHO NOHIKXCHUC HAMA KJIUHHYHO 3HAUCHHEL,
KHHeTHKkaTa Ha QJIMECapTaH € HeNpPOMEHEHA OT CBITETCTRALROTO NPHTOACHHE HA XHAPOXJIOPOTHA3HA.

(DapMaKOKHHGTHKa apy COeLanHi nonyjaaliyd NanueHTH

ITayuenmu ¢ cmapuecka ev3pacm (Rao 65 zodunu)
[Tpu maumeHTH ¢ xunepronus, AUC Ha onMecapTaH B paBHOBECHO CBCTOSHHME C€ MOBHINABA C OKOJO
35% npH NauWeHTH B cTapyecka BB3pacT (65-75 roauHu) U ¢ okono 44% npH omle no-sb3pacTHH
narpeHTH (>75 roAMHU) B CpaBHEHHE ¢ NO-MAAaTa BR3pacToBa rpyma.

OrpaHHYeHH JaHHM MOKA3BAT, Y€ CHCTEMHHUA KIMPBHC HA XHAPOXJIOPOTUA3HA CC MOHWKABA K3

TR .
3ApaBM, Taka U MPH MALHEHTH B CTaApUYecka BBL3PACT ¢ XHNEPTOHHA, B CPABHEHHE CBC MIIK %33
J00POBOIIIM. HE [
\"L {g; T
N
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Yepeoena 6vOpeuna hynxyun

INpu nanuenTH ¢ yspedeHa 6x0peuna ¢pyuxkums, AUC Ha onMecapraH 8 paBHOBECHO CBCTOAHHC CE €
nosummna ¢ 62%, 82% u 179% CBOTBETHO NMpH MICKO, YMEPEHO TEXKKO H TEXKKO pre,neHa On6peuna
$YHKLUHA B CpaBHEHHE CHC 3APABH KOHTPOIH (BK. TOUkH 4.2 ¥ 4.4).

TTosTyKHBOTBT Ha XHAPOXJIOPOTHA3K/ C€ YABIDKABA IIPH IAUMEHTH ¢ yBpeAeHa 6p0peuta QyHKIWA.

Yepeoena uepnoopobua ynxyun

Cnep nepopalHo MpoKeHHe Ha eJHOKPATHA 034, cToiHocTHTe Ha AUC Ha onmecapTaH ca 6unu 6%
U 65% NO-BHCOKH MPW TAIMECHTH C JIEKO M YMEPEHO Texkko YBpelAeHa yepHoapoOHa ¢yHKuuA, B
CpaBHEHHE ChC CHOTBETHHTE 31pasu KOHTpond. Heceup3anaTta ¢pakuya Ha onMecapTad Ha 2-uf Yac
CJIE IPUIOKEHHETO NPH 3APABH JOGPOBOILM, NPH MALIHEHTH C JIEKO YBpeAeHa YepHOApoOHa (yHKIMA
W NpH NALMEHTH C YMEPEHO TEXKO YBpeACHa uepHOAPOOHa QYHKIMA € OHla CHOTBETHO 0,26%, 0,34%
u 0,41%. Cnea MHOTOKPATHO MPHITOKEHHUE HA TALHEHTH ¢ YMEPEHO TCXKKO YBPEACHA uepHOgpobHa
dynkuna, cpeanata AUC Ha onMecapraH € Ouna OTHOBO OKOMO 65%MO-BHCOKA OTKOJKOTO fpH
CHOTBETHHTE 3ApaBd KOHTpoad, CpefHaTa CTOWHOCT HA MaKCHMAamHaTa KoHueHTpauus (Cmax) Ha
onMecapTaH € 6una cxoaHa MPH NaUHEHTH ¢ YBpeAeHa YepHoApoOHa QYHKLHA U TIPH 3PAaBH HHAHBHIH.
OnMecapTaH MeJOKCOMIUT He € MPOYYBAH NPH NALMEHTH € TEXKO YBpeAeHa 4E¢pHOAPOOHA QYHKLNS
(K. ToukH 4.2 u 4.4).YepHoapoOHOTO yBpeKaaHe HAMA CBHIUIECTBCHO BIHAHHC BBPXY
dapMaKOKHMHETHKATA Ha XHAPOXJIOPOTHA3H/IL,

5.3 IIpeaxNHHHYHHA JAHHH 32 (€30NACHOCT

TOKCHYHHMAT MOTEHUMA Ha KOMOHMHAIMATA OT OJMECApTaH MEeJOKCOMWIT/XUAPOXJIOPOTHAa3HA € Oun
OLIEHEH TIPH M3MUTBAHHA 32 TOKCHYHOCT MPH MEepOpPaIHO MHOTOKPATHO MPHIIOXKEHHE B NPORBIDKCHHE
Ha LIeCT Meceria MpH TUTbXO0BE U Ky4eTa.

KakTo ¥ npH BCAKO OT OTACNHMTE BELLECTBA B APYTH NEKAPCTBCHH NMPOAYKTH B TO3H KIMac, OCHOBHHAT
IpMLIE/ICH OpraH 3a TOKCHYHH MPOSBH Ha KoMOWHauuara ca Ounn GnOpeumre. KoMOuHauHsTa ot
OJIMECApTaH MEAOKCOMIII/ XHAPOXOPOTHAZH/ BoAH A0 GyHKIHOHATHHA 656peutin npoMeHH (TTIOBHIIEHHE
HA CepyMHaTa ypes M KpeaTHHHH). BHCOKHTe A03MpPOBKM TMpHUMHABAT TyOynHa AereHepaLud H
pereHepand Ha On0OpelMTE Ha TUTBXOBE M Ky4YeTa, BEPOATHO Hpe3 npomAHA Ha 6b6peuHara
XeMOAMHAMHKA (TTOHIDKeHa 6b6peuna nepdys3ns CAeACTBHE HA XHMOTOHUATA ¢ TyOy/IHa XHIIOKCHA H
TyGyNHO KJIeThYHA fereHepalus). B gombasneHne onMecapTaH MeJOKCOMMI/ XHAPOXOPOTHA3HA BOAH A0
HaMaJIeHHE Ha TIOKA3aTe/HTe Ha epHTpouMTHTE (Gpoii epHTPOLIMTH, XeMOTrNoOHH H XEMAaTOKPHT) H
HaMaJIgBaHe TETrNOTO Ha CHPUSTO NPH ILTHXOBE.

Tesu edekTd ca Habmogasanu u npu apyrd AT1 peuenropru antaronucty u ACE nHXubuTOpH H
H3rflexna ce ObmKarT Ha GapMakoMOrHYHOTO AciCTBHE HA BUCOKH AO3H OJIMECApTaH MELOKCOMUI,

BE€POATHO HAMAT 3HAUYCHHE MPH XO0pa B8 TCPANCBTHYHH [I034,

HpO}"-[BaHHHT a 33 FreHOTOKCHYHOCT APOBEACHH ¢ OJIMECApTaH MEIOKCOMI H XHAPOXOPOTHA3HA, KaKTO
H ¢ OTOCNHHUTE CHCTABKH HE ca MOKa3anH HUKAKBYU MpH3HALM 34 KIHHHYHO 3HaY1HMa r¢HOTOKCHYHA

AKTHBHOCT.

KapiMHOreHHHAT NOTEHIMA Ha KoMOHHAIMATA OJMECApTaH MEAOKCOMHIL H XMAPOXOPOTHAIHI HE ©

OMn NpoyyBaH, Thii KaTo HAMa AOKA3aTeNCTBAa 3a CHOTBETHH KaHLCPOTCHHH eexTH 3a oT,uenHu-'Ee-- e

CECTABKHM, B YCIIOBHATA HA KIHHUYHA ynotpeba. | f_,x-;_:? I

TMpy MMIIKH ¥ IIBXOBE TPETHUPAHH ¢ OJIMECAPTaH MEROKCOMI/XHAPOXOPOTHAZH HE cq ﬁb 1
NOKA3aTe/ICTBA 32 TEPATOTCHHOCT HA KOMOMHaumATa. B choTBETCTBHE C OYAKBAHHATA 3d i%b n *’Rnac_;; £ A
NnekapcTBEHH MNpPOAYKTH, NpH TIUIBXOBE Ha KOHTO € JaBaHa KOMOHHALMATA bnﬁl ;
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MeOKCOMI/XHAPOXOPOTHA3H], N0 BpeMe Ha OPEMEHHOCTTAa ca MONYYEeHH JaHHH 3a (etansa
TOKCHYHOCT, ONPEE/ICHH OT 3HAYHTENHOTO HaMaJIeHHE Ha TeroTo Ha deTyca (Bik. ToukH 4.3 1 4.6).

6. PAPMAINEBTHYIHH TAHHH
6.1 Cuouchk HA NOMOINAEHTE BEIIeCTBA

Hopo na mabnemrxama

JlakT03a MOHOXHApAT

Llenynosa, MUKpOKpHCTANHA
Kpocnoeuzon

CHUNHLIHER JHOKCH, KOMOHACH 6e3BOMieH

Maruesuen creapat

Dunmoeo noxkpumue Onaopaii Il 6excoe 31F27015
Xumpomenosa

JlakT03a MOHOXUApAT
Makporon 4300

Turasoe nuokcun (E171)
YepeeH xkenesen okcHa(E 172)
XKeat xenezed okcua {(E172)
6.2 HechBMeCTHMOCTH
Henpunoxumo

6.3 Cpox na rogaoct

30 mecenia

6.4 Crendanan yC/10BHS H2 ChXpaHEBHE

JlekapcTBEHHMAT MPOAYKT HE U3HCKBA CICLHANTHH YCJI0BHS HA ChXPaHCHHE.

6.5 BHau chaABpPKAHHE HA ONAKOBKATA

Oamezny nmoc 20 mg/12,5S mg gpuamuapann rabnerku:
Bauctephu onakoskd oT OPA-Alu-PVC donmo, 3aneuatai ¢ anyMHHHEBO QOITHO.
OnakoBku ot 10,14,28.30, 56,60,84,90, 98,100, 112,156 u 168 dunMupanu TabneTkH.

Oamezna maroc 40 mg/12,5 mg punamupann Tabaerku:
Bnucrepuu onakosku ot OPA-Alu-PVC ¢omnuo, 3aneyataHy ¢ afyMHHHEBO (onuo.
Onaxosku ot 10,14,28,30, 56,60,84,90, 98,100, 112,156 u 168 punmupaHu TabACTKA.

He Bcu4ku BUAOBE OMAKOBKHM MOraT Aa ObAT MyCHATH B MpoAaxkba.
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7. HPHUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

I'epmanug

8. HOMEP(A) HA PASPELNIEHHETO 3A YIIOTPEBA

PE[‘HCTP&I.[HOH&H HOMCP.

20150408
20150409

9. JATA HA ITbPBO PA3PEINABAHE/MIONHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

02.12.2015
10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA

Hoemepn 2015
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