KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JJEKAPCTBEHHUA ITPOAYKT

Oamecaprav/HCTZ Buatpuc 40 mg/12,5 mg ¢dunmupanu Tabnetku
Olmesartan/HCTZ Viatris 40 mg/12,5 mg film-coated tablets

o3 KAYECTBEH U KOJIMUECTBEH CbCTAB
OsimecapTaH MEIOKCOMHUIT U XHAPOXJIOPOTHAZU]L

Beaka ¢puamupana tabnerka cbhabpxka 40 mg oamecapraH MeaokcoMmun (o/mesartan medoxomil) w
12,5 mg xuapoxnoporuasua (hydrochlorothiazide).

3a N'bJIHKUA CITUCBHLK HA NMOMOILLIHUTE BEILECTBA BUKTE TOouKa 6.1.

3 JIEKAPCTBEHA ®OPMA

(dunmupana tabsieTka

Onmecapran/HCTZ Buarpuc 40 mg/12,5 mg ¢unmupana Ttabnetka: CBetnokadssa, (uiMupaHa,
NpOABLJATrOBaTa, ABOMHO M3IMMbKHAA CbC CKOCEH PBO, € Bﬂﬂ"bﬁHﬂTD penechG o3HayeHue ‘M’ oT eaHara

cTtpaHa Ha Tabsietkata u "H6™ ot Apyrarta CTpdHa.
: R ‘_ S ATEHUNS N0 NEKAPCTBATA ]

ADEKIMECUCIUKE Ha npogykma [Mpusoxerue |

4.  KJIMHUYHH JAHHU o Po. e ;,a/q‘f/ﬂ// 4

4.1 TepaneBTHYHH NOKA3aHHUS

JleyeHune Ha eceHlMaIHA XHITCPTOHHA.

Onmecaptan/HCTZ Buatpuc ¢puxkcupana 1030Ba KOMOMHALIMA € MTOKa3aHa MpPU Bb3PacTHH TMallHEHTH,
YHETO KPbBHO HaJIAraHe HE C€ KOHTPOJIMpa aIeKBaTHO CaMO C o/iMecapTaH MeIOKCOMHMJI.

4.2 Jlo3upoBKa H HAYHH HA NMPHJIOKEHHE

J1o3upoBKa

Bv3pacmuu
[Ipenopbuurennara nosza OnamecapraH/HCTZ Buatrpuc 40 mg/12,5 mg e eana tabnerka JHEBHO.

Onmecapran/HCTZ Buarpuc 40 mg/12,5 mg moxe aa ce npuiara npd nauMeHTH, YHEeTO KPbBHO
HajsAraHe He ce KOHTpOoJIMpa ajiekBaTHO camMo oT 40 mg osiMecapTaH ME10KCOMHUIJI.

3a ya00CTBO NALMEHTH, KOUTO MPUEMAT OJIMECAPTAH MEIOKCOMMJT U XHAPOXJIOPOTHA3HU/L KATO OT/IE/THH
TabsieTku, morar ja npemuHat kbMm Onmecapran/HCTZ Buarpuc 40 mg/12,5 mg, cbabpkaul cblimre
103U HAa CbCTABKMTE.

Onmecapran/HCTZ Buatpuc Moxe aa ce npuema ¢ Wi 6e3 xpaHa.
ITayuenmu 6 cmapuecka ev3pacm (Ha ev3pacm 65 u nogeve 200UHU)

[Tpy nauMeHTH B cTapyecka Bb3pacT Ce€ MpernopbyBa chllara j03a OT KOMOMHALMAT
Bb3pacTHH. KpbBHOTO HansraHe TpsadBa j1a ce npocieasBa BHUMATENHO.




bwbpeuno yspeooane
Onmecaptan/HCTZ Buatprc e nNpoTHBONOKAa3aH NpH NaLUEHTH C TexKKO ObOpeuHO yBpexaaHe
(KpeaTHHUHOB KAUpBHE < 30 ml/min).

MakcuManHaTta R03a OAMECApTaH MEAOKCOMMN NpU TNaUMEeHTH ¢ JIEKO A0 yMmepeHo OnOpeuHo
yBpexaaHe (kpeatTuHuHOB KIHpbHC 30 — 60 ml/min) € 20 mg oaMecapraH MEROKCOMHI BEAHBK
AHEBHO, NOpaAH OrpaHUYeHHs OMMT C M10-BUCOKH AO3HM B Ta3W rpyna MalUMEHTH, KaTO ¢ Mpenopbyna
NepPUOAMYHO MpoCieasaBaHe.

3atoa Onmecapran/HCTZ Buarpuc 40 mg/12,5 mg e npoTMBONOKa3aH nNpyd BCHYKH CTEMEHH HA
6b0peuHO yBRpexaaHe (BxkK. ToHkH 4.3, 4.4, 5.2).

Yeproopobro yepedicoane

Onmecapran/HCTZ Buarpuc 40 mg/12,5 mg Ttpabea na ce u3non3pa ¢ NOBMUILEHO BHUMaHHWE NPH
NAaUMEHTH C JIEKO YepHOApPOOHO yRpexaaHe (Bx. Touku 4.4, 5.2). [IpenopbuBa ce BHMMATEIHO
MPOCNEAABAHE HA KPbBHOTO HanAraHe M ObvOpeuHaTta (QyHKUHA 0OpM NaUMEHTH ¢ 4YepHOApOOHO
yBpexJaHe, KOMTO MOJY4YABAT AUYPETHLM W/HIN APYrH AHTUXUNEPTEH3IUBHM JE€KapcTBa (BXK. TOUKM
4.3,4.4,4.5n35.1). Ilpy naureHTH ¢ yMEPEHO YEPHOAPOOHO YBpEXKAaHE Ce NpenopbUYBa NbpBOHAYalHa
no3a ot 10 mg onmecaptaH MeaOKCOMMJ BeAHBLXK AHEBHO W MakCcHManHara [1o3a He TpabBa na
Haapuwaea 20 mg BeaHbXX AHEBHO. HAMa ONUT OT MpUIOKEHHETO Ha OfiMecapTaH MEAOKCOMHMIT NpH
MalHeHTH ¢ TEXKO HepHoApoOHO yepexaane. CnenoearenHo Onmecaptan/HCTZ Buarpuc 40 mg/12,5
mg He TpaOBa Aa ce U3MOI3Ba NPH NALMEHTU ¢ YMEPEHO U TEXKKO uepHOApPoOHO yBpexaaHe (BK. TOUKH
4.3, 5.2), KAKTO M fpH X0JeCTa3a U ¥UIbYHA 00CcTpyKUHMA (BX. TOUKa 4.3).

Ieouampuuna nonynayus
bezonacHocTTa M ePUMKACHOCTTA HA ONMeCapTaH MENOKCOMMI H XMAPOXJOPOTHA3uA MpU Acua U
IOHOLLM NoA 18 ronuHy He e yctaHoBeHa. HaMa HanKuHu aaHHH,

HauuH Ha npuioxeHue
Tabnerkata Tpabpa na ce morablua ¢ AOCTATBLYHO KONMUECTBO TEUHOCT (HArp. €AHA vauia BOAaA).
Tabnerkara He TpaOBa na ce AbBYe M TpsOBA 1a ce B3ema M0 €AHO M ChLUO BPEME BCEKH JEH.

4.3 IlporuBonokazaHus

CBpbXUYBCTBUTEIHOCT KbM AKTUBHHTE BELECTBA MAH KbM HAKOE OT MTOMOLIHUTE BetlecTsa, n3bpoeHu
B TOuka 6.1 WIM KbM APYrW BELIECTBA, NPOU3BOAHU Ha CyJ(poHaMKA (Tbi KaTO XUAPOXNOPOTHAZH €
NneKapcTBEH NPOAYKT, MPOU3BOJAEH Ha cyndhoHaMKA.)

Bu6peqHo yspexxaane (Bxk. Touxu 4.4 u 5.2).
PedpakropHa XHUIIOKANHEMHUs, XUNEepKaJILMEMHS, XHIIOHATPUEMHUS 1 CUMNTOMATHYHA XHNEPYPHKEMHAL.

YMepeHo U TEXKKO YyepHOoApoOHO yBpeXxaaHe, Xxonecraza u OMnHapHi oOCTPYKTHBHH HapyLIEHHUSA {BK.
Touka 5.2).

Bropu u TpeTH TpuMecThp Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 U 4.6).
EnHoBpemennara ynortpeda Ha Onmecapran/HCTZ Buatpuc ¢ anuckupeH-ChabpKaAIU JIEKAPCTBEHH
MPOAYKTH € [POTUBONOKA3aHO PU NaUMeHTH CbC 3axapeH auadet unu 6vOpevHo yspexaaHe (OGFR <
60 ml/min/1,73 m?) (Bx. Touku 4.5 n 5.1).

4.4 CrneunanHu npeaynpexacHus H NpeAna3’Hi MepKd npn ynorpeba

XUapoxnopoTrasui




OcTpa pecnupaTopHa TOKCHYHOCT
Cnen npueM Ha XHAPOXIOPOTHA3K] ce ChOOLIABAT MHOMO PEKH TEXKKH CTyyaH Ha OCTpa PeCHPAaTOpHa

TOKCHUMHOCT, BKIIOYHTENIHO OCTBp pecnuparoped auctpec cunapom (OPC). Cnen npuem Ha
XUAPOXI0pOTHA3U] OOMKHOBEHO ce pa3BuBa OenoapobeH OTOK B paMKMTE HA MUHYTH A0 vacose. B
HAYajI0TO CHMITTOMMHTE BKJIIOYBAT AMCIIHEA, NOBULLEHA TeMNepaTypa, BAolaBaHe Ha OenoapobHara
pyHkuus H xunoroHus. [Ipw cvmuenue 3a ARDS Tpabsa na 6bae cnpsH npHeMbT Ha
Onmecaptan/HCTZ Buatpuc 1 Aa ce NpUIOKH NOAXOAALLO IEYCHHE. XUAPOXNOPOTHA3HA He TpabBa
Ja Ce npuiara Tnpu MAaUHEeHTH, KOMTO npeAn ToBa c¢a noayyaBanu OPJIC cnex npuem Ha
XHUAPOXJIOPOTHA3HA.

HemMetanoMeH pak Ha KOXKATA

B ase envaeMHONOMHYHH NMPOYYBAHHA, OCHOBABALUY C€ HA NATCKHUA HALUMOHAJIEH PaKOB PETHCTHP, €
HabaoaaBaH NOBHMILEH PUCK OT HEMENAHOMEH pak Ha koxkata (HMPK) [6azanHokneThueH KapLUHOM
(BKK) n ckpamosnokneTbueH kapunHoM (CKK)] npu HapacTBallia €KCno3numus Ha KyMyJlaTUBHA 4034
xuapoxnopordazua (XXT3). Qorocencubunusnpamnte epekt Ha XXT3 Mmorat na neicTBar Karo
BEPOATEH MeXaHH3BLM 3a pa3suTue Ha HMPK.

[TauneHtuTe, npueMain XXT3, Tpabsa na 6baat uudopmupanu 3a pucka or HMPK u cnBeTBanu
peJOBHC Aa NMPOBEPABAT KOXaTa CH 33 HOBM JIe3WH U He3abaBHO aa cboOluaBat nmpd nosBa Ha
NOAO3PUTENIHH KOXKHH JiesuH. Ha nauuenTute Tpabea ga ce npenopbyuar Bb3MOXKHU NMPEeBaAHTHBHM
MEPKH, KATO OTPaHUYEHO W3N1ardHE Ha CIbHUYEBA CBETVIMHA WA YJITPABHOJETOBU JIbUM, a B Ciy4ad Ha
€KCMO3HLMA, NMOAXOAdIla 3alMTa, 3a Ja C€ CBEAE A0 MHHHMYM PHCKBT OT paK Ha KOXara.
[logo3puTe/IHUTE KOXKHH JIe3HU Tpabea aa ObaaT noanoxeHu Ha He3abaBHO U3C/eABaHe, MOTEHLHATHO
BKJIKOUBALLO XHCTOJIOMMHHH M3CNeABaHuA Ha BuoncyuyHu marepuand. [lpepasrnexxaane Ha ynorpebara
Ha XX'T3 MOXe 1a ce HalnoXKu ¥ NpH NauHeHTH, KoUTo ca umanu apeaxoaeH HMPK (Bx. cbLuo Touka

4.8).

BbTpecsaos obemen gedpuuuT

[Ipy nauneHTH ¢ 0beMeH W/UNK HaTpuer AebHUNT NOpalM arpecMBHa AHYpeTHUHA Tepanusa, OeHa Ha
COJ1 AUETa, AMAPUA UIK TIOBPBILAHE MOXKE Aa HACTHNM CHUMNTOMATH4YHA XWUNOTOHMUA, ocobeHO cnen
nmbpBaTa Jo3a. Te3d cbcTogHua Tpabsa ga O6bAAT KOPUIMpaHW nNpead MNPWIOKEHHETO Ha
Onmecapran/HCTZ Buartpuc.

Hpyrn chCTOAHUSA, AKTHBH3HPALLH PEHHH-AHTHOTEH3HH-A/II0CTEPOHOBATA CHCTEMA

[lpn nauHeHTH, MPU KOUTO CHAOBUAT TOHYC M OBOpeunaTa pyHKUNA 3aBUCAT F/1aRHO OT aKTHBHOCTTA
HAa PEHHH-aHTMOTEH3UH-A/IA0CTEPOHOBATa cUCTEMA (HAaNp. NAalMEHTH C TEXKKa 3acToiiHa CbpaeuHa
HEAOCTAaTBLYHOCT WM MNpHApYKasaiuio OnOpeuHo 3abonsBaHe, BKIIOYMTENHO CTeHO3a Ha ObOpeuHa
apTepua ), JICHEHHETO C IEKAPCTBEHHU NMPOAYKTH, KOWTO MOBJIMABAT Ta3W CUCTEMA, € CBBLP3aHO ¢ OCTpa
XHMOTOHHSA, a30TEMUA, OJTUTYPHSA MAH PAAKO, ocTpa ObOpeuHa HeqoCcTaTbYHOCT.

PeHoBackyliapHa XHnepTOHHA

CoilecTBYBa MOBHLLEH PUCK OT TEXKA XHMNOTOHUA H ObOpeuHa HeAOCTATBHHOCT, KOraToO NMaUMeHTH ¢
OunarepanHa cTeHo3a Ha OBLOpeudHHTE apTepUM WIW CTEHO3a HA apTepusTa Ha €AUHCTBEHHS
pyHkuHoHupal ObOpek ca JIeKyBaHH C JIEKapCTBEHH MPOAYKTH, KOMTO FOBAUABAT pPEHHH-
AHMMOTEH3WH-allI0CTEPOHOBATA CHCTEMA.

bu6peuno yspexkaane u 6b0peuna TpancnaaHTAUMSA
Onmecapran/HCTZ Buatpuc He TpabBa na ce U3non3sa npy nauUeHTH ¢ TexKo OsOpeuHo yBpexaaHe
(kpeaTHHHHOB KIUpBHC < 30 ml/min).

MakcumanHata 1033 OJMecapTaH MEIOKCOMHMA NPH MAUMEHTH ¢ JeKOo A0 ymepeHo O
yBpexaaHe (kpeaTuHUHOB KAHpbHE oT 30 — 60 ml/min) e 20 mg onmecaprad MEAOKCOM
nHeBHO. Bbnpeku ToBa, npu Takuea naurenTh Oamecaptan/HCTZ Buarpuc 20 mg/12,5
ce npwiara ¢ NOBMUICHO BHHMAaHHE U CE NPENOPBYBA MEPHOANYHO NPOCIIEAsBAHE HA CEP
KpeaTHHHH W CTOMHOCTHTE Ha MMKOYHA KHUCeNWHa. A30TeMHA, CBbP3aHa ¢ MNpHeMa




AUYPETHLH, MOXXE Na BL3HUKHE FPH MAUMEHTU ¢ HapylueHa ObbOpeuHa GyHKLUMA. AKO € Hamuue
nporpecMBHO 6bOpeuHO yBpexzaHe, € HEOOX0aAMMa BHUMATEAHA NPEOLEHKA HA NIEeYEHHETO, KaToO ce
oOMUCTHN NPEKBCBAHE HA AUYPETUYHATA TEPATTUA.

[Topaan Tosa Onmecapran meaokcoMun/Xuapoxinopotdaina 40 mg/12,5 mg e npoTHBONOKAa3aHU MpH
BCH4YKH CTENEHH Ha ObOpeuro yBpexaaHe (Bx. Touka 4.3),

HAMa ONMT OT MPUNOKEHHETO HA OAMEcapTaH MEOOKCOMHKA W XUAPOXJIOPOTHA3UA NPH NaLHEHTH C
HACKOPO H3BbpLIeHa ObOpeyHa TpaHCTIIaHTaLMUA.

JABOHHO DJIOKHpaHe HA pEHMH-AHINHOTEH3HH-aNa0cTeponoBaTA cHcTeMAa (PAAC)

Mma panHm, ue eaHopemeHHara ynortpeba Ha ACE-unxubutopu, anrnorensuH Il peuentophu
6/10KepH MM aNUCKUpPEH MOBMLLABA PUCKA OT XMINOTOHUS, XUMEPKATUEMHUA U NOHWXkeHa ObOpeuHaTta
gyHkuMa (BKIIOUHTENHO ocTpa OLOpeuHa HepocTaTbuHoCT). CneaoBarenHO ABOHO OnokHpaHe Ha
PAAC upe3 komOuHupaHa ynotpeba Ha ACE-unxuburopm, anrnorensus Il peuentopuu 6aokepn nnm
ANTMCKHPEH HE ce NMpenopbba (BXK. TOUKH 4.5 U 5.1).

AKO C€ NpeUeHH, Y€ TEPANTUATA ¢ IBOHHO OnOKHpaHe e abconTHO Heobxoauma, Tosa Tpabea aa ¢crasa
caMo nojA HabnwIaeHUETO Ha cneuHasucT U NpH 4ECTO BHUMaTENHO HabmoaeHuwe Ha ObOpeyHaTa
(hyHKUNS, ENIEKTPOTUTHTE U KPBBHOTO HasAraHe.

ACE-uuxuduropu ¥ aHrnoteHsuH Il peuentopuu On0kepy He TpadBa aa ce W3NON3BaT € AHOBPEMEHHO
npu nauMeHTyu ¢ AuabetHa HedponaTus.

Yepuoapobuo yspexaane

KbM MOMeHTa HAMA OINMUT OT NPHAOKEHHETO Ha O/IMecapTaH MEAOKCOMUIT MPH MALUMEHTH ¢ TEHKKO
yepHOAPOOHO yBpexaane. [ IpM NalMeHTH ¢ yMepeHo HepHoApoOHO yBpeKaaHe, MaKCHMATHATA 1034 €
20 mg onMecapTaH MeNOKCOMMII,

OcpeeH TOBa, MaJIKH MTPOMEHU BbB BOAHO-ENEKTPONIMTHUA OalaHC No BpeMe Ha TepanusaTa ¢ THa3uaM
MOTaT [a YCKOpSAT 4epHoapoOHaTa KoMa NpH NMauMeHTH C HapyluieHa 4depHoapoOHA yHKUHMS WM
nporpecupatio 3abosBaHe Ha YepHua apob.

3arora ynorpebarta Ha OnmecapTan/HCTZ Buatpuc 40 mg/125 mg npu nallMEHTH C YMEPEHO H TEXKKO
HepHOAPOOHO yBpeKaHe, xonectasza W BunnapHa obCcTpykuus € npoTuBonokasaHa (BX. TOMKH 4.3,
5.2). Heobxoaumo e nosuilieHO BHUMaHHWE MPpH NaLMEHTH ¢ JIEko yBpexKaaHe (BXK. Touka 4.2).

CTeHo3a HAa A0PTHA H MHTPAJIHA K/Iana, 00CTPYKTHBHA XunepTpodHUHA KAPAHOMHONATHS
[TonobHO HA ApYrK Ba30AMNATATOPH € HEOOXOAWMO MOBHLLIEHO BHUMAHHE NPH NAaLMEHTH, CTpaaallH
OT CTEHO3a Ha aOpTHA WIIK MUTpaANHa Kilana, Wix o0CTpyKTHBHA XUNepTpOhHUHA MHOKapAHOMATHA.

ITbpBHUuEH ANTOCTEPOHHIBM

[laueHTH ¢ NbpPBUUEH ANZOCTEPOHH3IBM MO NPHHUKUN HE OTrOBapAT HA AHTHXHMEPTEH3HBHM
JIeKapCTBEHH NPOAYKTH, ACHCTBALLM YPe3 HHXHOUpaHe Ha PEHUH-aHTHOTEH3MHOBATA CUCTEMA. 3aTOBA
NpH Te3M NaUMEeHTH He ce npenopbuba ynotpebarta Ha Onmecaptan/HCTZ Buarpuc.

MeTab0IHTHH N eHAOKPHHHNK ePeKTH

JleyeHHeTO ¢ THA3UAHM MOXKE NA HapyluM rOKOo3HUA Tonepanc. [lpu nauuentn ¢ auaber Moxe na ce
HaJIOXH KOPEKLMS HA A03aTa Ha HHCYJIHH WK NEPOPATHHTE XHNOMTMKEMHYHH JieKapcTaa (BX. Touka
4.5). Tlo BpeMe Ha JleHeHHETO ¢ THA3UAH MOXKEe Na Ce MPOABH NATEHTEH 3axapeH aHaber.

[TopHLIaBaHEe HA HMBATa HAa XOJIECTEPON H TPULIIHMUECPUANTE Ca HEXENAHH NEKAPCTBEHU
KOMTO € U3BECTHO, Y€ ¢a CBbP3aHH C TEPaNnUATa ¢ THA3KAEH AHYDPETHK.




[Ipy1 HAKOM MAUUMEHTH, NONYyUaBAIUX TEPAFKS C THAZHAW MOXKE [1a Rb3HHUKHE XHIIepYPHKEMUS WK 4 Ce
obocTpu nogarpa.

EnexktpoanTteH aucbanauc
Kakro npy BCEKH mauueHT, Nojay4aBalll AMypeTHYHA Tepanya, TpAdBa [1a C€ H3IBbPLIBA NEPUOANUHO
orpefeNaHe Ha CEPYMHHUTE €NEKTPONUTH NpPe3 NOAXOAALUM HHTEPBATH.

Tuaznaure, BKIKUUTEIHO XUAPOXAOPOTHA3MA, MOraT Aa NpeAU3BUKAT AUCOANaHC Ha TEUHOCTHUTE W
€NEKTPOJIMTUTE (BKJIFOUMUTENHO XUMOKATUEMMA, XHIIOHATPHEMHA M XUMOXJIOpEMHYHA alKanosa).
[lpenynpeauTenHyd Npu3HaUuM 3a BOAEH W €NEKTPONUTEH aucbanaHc ca cyxOoTa B ycTaTa, Kaxia,
cnaboct, neraprus, CbHAUBOCT, OE3NOKOHCTRO, MYCKY/JHA Oonka WM Kpamnu, MYCKylaHa yMmopa,
XUMNOTOHHUA, QJIUIYPHA, TAXHUKAPINA W CTOMAaUIHO-YPEBHM HAPYLUEHHs KaTo raZileHe W NnospbllaHe (BK.
Touka 4.8).

PUcKBLT OT XMNOKanueMusa e Hail-rofaM Npu NauMeHTH ¢ LUMpo3a Ha uepHusa Apob, MpH NMaLKEHTH ¢
ycHAEHa ANYpe3a, PU NALKEHTH, KOUTO NMOJIy4YaBaT HEaACKBAaTEH NEPopaNeH NPUEM Ha eNEKTPOIUTH,
1 NPH NaLMUEHTH, NONy4YaBatli CLITLTCTBALLA Tepanus ¢ kopTukocTepouau unu ACTH (Bx. Touka 4.5).

ObpatHo, Nopaay aHTaroHW3bM Ha aHruoteH3uH-1I peuenrtopute (AT)) upes cbcTaBkaTa onMecapTaH
mMeaokcoMun Ha Onmecapran/HCTZ Buarpuc, Mmoke Aa Bb3HUKHE XHUIMEpPKaIKeMHsA, 0cobeHo Mnpu
HaMuue Ha 6bOpeUHO YBpeXXaaHe /UM ChPACYHA HEAOCTATBYHOCT, M 3aXxapeH anabdeT. [Ipenopbusa
ce aJeKBaTHO NpPOCNEAABAHE Ha CEepyMHHS Kanui npu nauMeHTH ¢ puck. Kanui cbxpaHsasaluu
OUYPETHLIM, KanueBy A00AaBKH WIH KATHH CHABPXKALWH 3aMECTHTENIN Ha COMNTA U APYTH NEKapCTBEHK
NPpOAYKTH, KOMTO MOraT [Ja [OBUILAT HMBATAa HA CEpPYMHHA Kanui (Hanp. xernapuH), TpadBa na ce
Mpunarar ¢ oBULLeHO BHUMMaHKe eaHoBpeMeHHO ¢ OnMecapTtan/HCTZ Buatpuc (Bx. Touka 4.5).

Hama pokaszatencTBa, ue oOnMmecapTaH MeJOKCOMMA OM MOrel Aa HaMalM WIM TNpEeROTBpaTH
XUMOHATPUEMUATE, HHAYUHMpAHA OT Auypetuud. JebuuuThbT HA XNOpUAH MO MPUHLUN € NeK W
00OHKHOBEHO HE U3UCKBA JieHeHHe.,

TuazuauTe MOraT Aa MOHMXKAT €KCKPELMATA HA KANILUHK ¢ YPHHATA W 4 NPEAW3BUKAT HHTEPMUTEHTHO
M JIeKO MOBHUILUEHWE HA CEPYMHHUS KaluWit NpM OTCHCTBHE HA W3BECTHH HAPYILEHWA HA KaJLlMEBHS
meTabonuibm, Xunepkanuyemusra Moxke Ja 6bae 10KA3aTENCTBO 3a CKPHUT XUNEpNapaTHPEOUAN3EM.
Tuazuaurte Tpabsa na ObaaT NpeycTaHOBEHHU NpeaU NMPOBEKAAHETO HA TECTORE 3a MapalliiTOBUAHATA

pyHKLUA.

TrazuauTe ca NOKa3aau, 4ye yBEUUABAT YPUHHATA EKCKPELIMA HA MArHe3ni, KOeTo MoXe /1a JOBEAE 10
XUAOMAarHe3neMus.

JIMNyUHOHHA XHITOHATPHEMHMSA MOXE J1a B3HHKHE NPH NALMEHTH € OTOLIM 8 FOPELLO BPEME.

JIUTHH
Kakro npu apyru anruorensun Il peuentopHu aHTArOHWCTH, HE c€ MpenopbHpa €J1HOBPEMEHHOTO
npuinoxerue Ha Onmecapran/HCTZ Bunarpuc v nutnit (Bxk. Touka 4.5).

Cuapy noaobna eHTeponaTua
B MHoro peaku cnywau ce ¢bobllaBa 3a T€XKa, XpOHHUHA AHapKsA CbC 3HAYUTENHA 3aryba Ha Ternio
MpyU NAUMEHTH, TPHEMALLM ONIMecapTaH HAKOJIKO MECELA A0 TOJIMHKM CNEl 3an0YBAHE Ha JIEKApCTBOTO,
BEPOATHO MPUYMHEHA OT JIOKANH3WpaHa peaKLUa Ha CBPbXUYBCTBUTENHOCT OT 3abaBeH Tvn. UperHuTe
OMONCHH HA MALMEHTH Y€CTO NMOKA3BaT BUI03HA aTpOodui. AKO NPH NALMEHT C€ NOABAT TE3H CUM /,
10 BpEME Ha JIEYERHETO C O/IMECAPTAH M MPH JIUMICA Ha APYTH SBHH ETHONOTHYHH NPHYHHY, S5 WWE
¢ onMecapTal Tpabea aa 6bae npekbcHaTO He3abarHO U He TpsOBa aa Obae 3ano4YBaHO ¢ #
auapHsTa He ce noaodpu B ceaMULIATA Clliel NTPEKBCBAHETO, TP10Ba 1a ce NOTHPCH KOHCYfal
CneuManucT (Hanp. raCTpOEHTEPOJIOT).




NHTecTHHAICH AHTHOENEM

3a HHTECTHHAIEH aHI'HOEAEM ce ChoOLIABA NPH MALMUEHTH, JIEKYBAHHU ¢ aHroTeH3uH Il peuenTtoptn
aHTaroHUCTH [BraounTenHo onmecapraH] (Bxk. Touka 4.8). Te3n naumeHTH UMaT KopemHa 0oska,
rajieHe, NopbllaHe M aHapus. CUMOTOMUTE OTIYMSBAT CleA NpeyCTaHOBABaAHE HA aHrMoTeH3uH Il
PELENITOPHUTE AHTArOHUCTU. AKO Ce AUArHOCTUUMPA WHTECTHHANEH AaHTHOEAEM, JIEYEHUETO C
ofiMecapHaH TpsOBa Ja ce NPeycTaHOBH M jJa ¢€ 3aroyHe MoaxoAfulo HabmoneHUe A0 MBAHOTO
OTLIYMABAHE HA CUMNITOMHTE.

Xoponaajien n3iJuB, 0CTPa MHONHA H BTOPHYHA 3AKPHTObLIL/IHA II1AYKOMA

XUApoXJIOpOTHA3HA, CyNdOHAMHA, MOXE Aa [IPHUYAHH WAMOCHHKpaTH4YHA peakuus, BOAELlA A0
XOPOMAATIEH H3MB ¢ nedeKT Ha 3PUTETHOTO NoJie, OCTPa NMPEXO/1HA MHONKUA M OCTPa 3aKPUTOBI'bJIHA
rnaykoMa. CHMNTOMUTE BKIIOYBAT OCTPO HAYan0 HA HaMajleHa 3pUTEeTHAa OCTPOTa WK Oo4YHa 0oska U
OGMKHOBEHO HACTBLIBAT B pAMKUTE Ha HacOBE A0 CEAMULIM OT HA4ANOTO Ha NeueHHero. HenekyBsaHaTa
OCTpa 3aKPHUTOBIb/HA INAYKOMa MOXKe fa JoBelle A0 NOCTOsHHA 3aryba Ha 3peHueTo. OCHOBHOTO
JIeYEHHUE € CMHUPAHE HA XWAPOXJIOPOTHAa3H] KOMNKOTO € BbIMOKHO mno-Obp30. CBoeBpeMeHHO
NEKAPCTBEHO WiH XHMPYPruvHO JIEUYEHHE MOXE Aa ce OOMMCNIH, ako BBTPEOYHOTO HaNfAraHe OCTaHe
HEKOHTpOJHWpaHo. PHckoBHUTE (hakTopH 3a pa3BMTHE HA OCTpa 3aKPUTOBrBIHA TlayKoMa MOXE Ja
BKJIKOYBAT aHAMHE3a 3a ajleprud KbM CYNQOHAMHIN WK NEHHUUIIHH.

ETHHYeCKH Pa3/IHKH

[lono6bHO Ha BCHHKHM APYrM NeKApCTBEHW MPOAYKTH, ChAbpXKAIIM AHruoTeH3uH Il peuentopHu
AHTArOHUCTH, €PEKTHT HA MOHHXKABAHE HAa KPbBHOTO HajidraHe Ha OJIMECApTaH MEAOKCOMWJ € 10
M3BECTHA CTENEH NMO-HHUCHK NPH adpoaMepHKaHLU, OTKOJIKOTO NpH NauHeHTH OT He adpoaMepHKaHCKH
NPOM3X0A, BEPOATHO MOpaau IMO-BHCOKATa YECTOTA HA HHCBHK PEHHWHOB CTATyC B MOMYJaLMATa Ha
XHNepTeH3IUBHH apoaMepHKaHLH.

AHTRIONHHI TECT:
ChObpKALLMAT C€ XHAPOXAOPOTHA3KA B TO3M JIEKAPCTBEH NPOAYKT MOXE a AOBeAe A0 MO3UTHBEH
aHATUTHYEH PE3YJ/ITAT NPH AHTHAOIMUHT TECT.

bpemeHHoOCT

AnruoreH3uH I peuentopumn avtaronucTy He Tpabsa aa ce 3anousar no speme Ha HpemenHoct. OcaeH
aKo [POABL/HKABAHETO HA TepanuiaTa ¢ aHruoTeH3nH Il peuenTopHM aHTArOHKCTH CE€ CUMTA 33 OCHOBHA,
MaUMEHTKH, KOWTC [naHupaT OpeMeHHOCT, TpabBa na nNpeMHHAT HA  ANITEPHATHBHM

AHTUXUNEPTCHIUBHH TEPANUH, KOWTO UMAT YCTAHOBEH Npodka Ha Ge3onacHoCT 3a ynoTpeda no BpeMe
Ha OpemeHHocT. Korato ce aMarHocTHUupa OpeMEHHOCT, nedeHUeTo ¢ aHruoten3uH Il peuentopHun

aHTArOHUCTH TPAOBa He3aBABHO [1a C& CNpe M aKO € NOAXOAALO, TPAOBA Aa C€ 3aN0YHE ¢ alTepHATUBHA
Tepanua (Bx. ToukH 4.3 u 4.6).

Apyru
KakTo rpu BCAKO ApYyro aHTUXUIEPTEHIUBHO IEKAPCTBO, CUITHOTO MOHUXKABAHE HA KPBBHOTO HANAMaHe

NPy NaLHEHTH C HCXeMHUYHA O0MeCT Ha CHPLETO KIIM UCXEMHUYHO MO3BYHO-CHAOBO 3a0019BaHE MOKE
7la I0Bejie A0 MHOKapAeH HH(PAPKT HIH HHCYAT.,

Peakuun Ha CBPBXHYBCTBHTCIIHOCT KBM XHAPOXJIOPOTHA3IUA MOXKCE 4 HACTDBITAT IIPpH MNALHEHTH C HIIH
be3 IMpeAX0/JJHa dHdAMHC3a 34 alCprva HJIHN GPDHXHHJ'IHE acTtMa, HO € NO-BE€POATHO [Ja C€ Pa3BHAT IIPH

NallMCHTH C TaKaBa aHAMHC34.

[Tpu ynotpebara Ha THA3MAHH AMYPETHUM ca A0KianBaHW oboCTpsAHE WKW aKTUBHpaHe Ha CUCTEMEH
Nynyc €pUTEMATO3YC.

oMo BemecTBA
Topa nekapcTBO cbaABP*ka No-Manko ot 1 mmol HaTpuit (23 mg) Ha dunmupaxa Tabn
Ja ce Kaxke, ye MpaKkTH4YeCKH He ChAbpP)Ka HATPHH.




4.5 B3aumojeiicTane ¢ APYrd JeKAPCTBEHH MPOAYKTH H APpYru dopmu HA B3aHMOAeHCTBHE

IMoTennuaanu B3ﬂHMOﬂEﬁCTBHH, CBBP3aHH € OJMECAPTAH MCAOKCOMH!T H XHAPOXJIOPOTHA3IH]
34€1HO

Eonospemenno npunodcenue, Koemo He ce npenopvyea

JTumuu:

[Ip# €THOBPEMEHHO NMPUSIOKEHUE HA NUTHUH C HHXUOUTOPH HA AHMMOTEH3UH KOHBEPTUPALIUA €H3UM, H
PAAKO C aHrMoTeH3MH Il peuenTOpHM aHTaroHWCTH, ca JoKjlaaBaHM oOpaTHMH NOBHILLUEHHUS Ha
KOHLUEHTPALMHTE HA CEPYMHUA JIMTHH W TOKCHUHOCTTA MY. B gonbiaHeHUe, OBLOPEUHUAT KIHPBHC Ha
JAUTUH Ce MOHMKAaBa OT TUA3UAHN U CNeA0BATENIHO PHCKDBT OT JIMTHEBA TOKCHYHOCT MOXKE 1a Ce NOBHILLH.
3aToBa He ce npenopryba ynorpedara Ha Onmecaptan/HCTZ Buatpuc v nutuil B koMOuHauus (8.
Touka 4.4). AKO €JHOBPEMEHHOTO MPUTOKEHHE C& OKAXKE HEOOXOAUMO Ce MpenopbuBa BHUMATETHO
NpocNeasBaHe HA HMUBATA HA CEPYMHMUSA JIMTHH.

EC)HOGPEMEHHH ynampeﬁa, KOARMO HIUHCKEQ NOBUIUERO BHUMAHUE

baxnoghen:
Moyke na HaCTbIU NOTEHUUPAHE HA AHTUXUNEPTEHIUBHUA EJEKT.

Hecmepouornu npomugoaes3naiumennu 1eKapCmeenu cpeocmsa.

HCIIBC (t.e. auetnncannuunosa kuceiaHa (> 3 g/aHerHo), COX-2 HHXUOMTOPU U HECENEKTUBHM
HCIIBC) moraTt aa NOHWXKAT AHTUXUNEPTEHIUBHHUA edeKT HA THA3UAHUTE AUYPETHIIM W aHTHOTEH3HUH
Il peuenTOopHHTE AHTATOHUCTA.

[Tpy HAKOW NauKeHTH ¢ KoMNpoMeTUpaHa ObLOpeuna ¢yHKUMA (Hanp. AeXUApaTUpaHU MaLUKEHTH WK
MALUHEeHTH B CTApYecKa Bb3pacT ¢ HapylueHa 6b0peuHa QyHkUMA), €AHOBPEMEHHOTO APHIOKEHHUE Ha
aHruoteHsud II  penenTOopHWM aHTAarOHUCTH MW JIEKApCTBEHM CPEACTBA, KOUTO HHXMOUpart
UMKJIOOKCHIreHa3aTa, MOXe Ja AOBeAe A0 AOIBIHUTENHO BaowasaHe Ha ObOpeuHara dynkums,
BKJIIOUMTENIHO € BB3MOXHO pa3BMTHE Ha ocTpa ObOpeuHa HenoCTATBLUHOCT, KOATO OOHKHOBEHO €
obparuma. 3atropa komOuHauusaTa TpadBa na ce npunara ¢ NOBUUIEHO BHUMaHHE, OCOOEHO npH
NalKEHTH B CTapuyecka Bb3pacT. [lauventure Tpabea na 6bvaar anekraTHO XHApaTHpaHu M TpabBa aa
ce UMa NpeaBHA NpocaensBaHe Ha ObOpeuHata dyHKUMSA cnej 3anouBaHe Ha CbIbTCTRALLOTO NEYEHHE
H AEepPHOOUYHO ClIE] TOBA.

Eonoepemenno npunosicenue, koemo mpabea 0a ce uma npeoguo

Amughocmun:
Moske Ia HAaCTBIHW MOTEHLUMPaHe HA AHTHXUIIEPTEH3UBHHA eeKT.

Hpyeu anmuxunepmeH3ugnu rexapcmea.

EdexTbT Ha NMOHWXKaBaHe Ha KpbBHOTO HansraHe Ha Onmecaptan/HCTZ Buatpuc Moxke aa 6nae
MNOBHILEH OT CbNbTCTBALLATA YIOTpeOa Ha APYTH AHTUXHINEPTEHIHBHU JIEKAPCTBEHH NMPOAYKTH.

Anxoxon, bapbumypamu, HQPKOMUYHYU 8eufecmaa uru aHmuoenpecanmu
Moxke na HaCTBHNH 3aCHABAHE HAa OPTOCTATHUHATA XHITOTOHUA.

IToTeRnnaJIHH B3aHMOJE€HCTBHSA, CBbP3aHH C 0/IMECAPTAH MEJOKCOMHMJT
Eodnospemenna ynompeba, Kormo He ce npenopuv4ea

ACE-unxubumopu, anzuomenszun Il peyenmopnu 6a0xepu unt QIUCKUPEH.
HaHHH OT KNMHUYHM M3NMMTBAHUA ca [oKa3alv, 4ye ABOHHaTta Ofokaga Ha peHUH-




XHUIIOTOHHSA, XHIIEPKAIHEMHs, WM NOHMKeHa ObOpevHa ¢yHkuMA (BKAOUMTENHO ocTpa OLOpeuHa
HEAOCTATHUYHOCT) B CpaBHEHUE C yNnoTpebaTa Ha €HO NleKapcTBo, AeticTBaulo Ha PAAC (Bx. Touku 4.3,

4.4n3s.1).

Jlexapcmeenu npooykmu, nOSAUAGAUU HUBAMA HA KATUN.

B3 ocHOBa Ha onuTa ¢ ynoTpebara Ha ApYrd NEKApPCTBEHW NMPOAYKTH, KOMTO MOBJIHABAT PEHWH-
aHMMOTEH3HHOBaTa CHCTEMA, €AHOBPEMEHHOTO H3MOA3BAHE HA KAIMH CbhbXpaHABALUK AWYPETHLM,
KaJHEBH N00aBKH, 3aMECTHTEIM HA COMTA, ChAbPXKALUK KalWi WM ApPYrH JIEKAPCTBEHH MPOAYKTH,
KOMTO MOraT Ja MOBHINAT CEPYMHHMTE HWBA Ha Kajqui (Hanp. xenapuH, ACE-nHxnbutopn) Moxe na
JOBENE A0 NMOBHIUABAaHE HA CEPYMHHMA KalWi (BX. Touka 4.4). AKO N€KapCTBEH NPOAYKT, KOWTO
NOB/IHSABA KAJIMEBUTE HUBA, Tp10Ba Aa Obae usnucaH B kombuuauns ¢ Onmecapraw/HCTZ Buatpuc, ce
npenopbyba NPOCcaeAABaHE Ha MJIA3MEHUTE HHBA Ha KajluH.

Cexgecmpanm Ha MHCTLUHA KHCETUHA KOJIeCeae/1aM:

ENHOBPEMEHHOTO MPUNOKEHUE HA CEKBECTPAHTA Ha #UTbUHA KUCEAMHA KOJeCEeBENaM XMAPOXJIOpu/l
MOHMXKABA CUCTEMHATA €KCMO3ULIMA Y NMUKOBATA N1a3sMeHa KOHUEHTpaLUKUs Ha ofMecapTal U HaMaliaBa
t12. [lpunoxenreTo Ha oaMecapTad MEIOKCOMMWIT Hail-Maslko 4 yaca npeay KoJiecesenam Xuapoxnaopus
NOHKMKABA e(ieKTa Ha JIeKapCTBEHOTO B3aumoaencTere. Tpabea aa ce UMa npeaBUa NPUIOKEHHETO HA
Onmecapran MEAOKCOMMIT 1A € MOHE 4 yaca Npefii KoneceseiaMm XuApoxJiopua (Bx. Touka 5.2).

Honvanumenna ungpopmayun
Cnen neueHue ¢ aHTHaUMAM (aANYMHHHEBO-MArHe3ueB XHApokeua) ¢ HabnoaaBaHo 1eKo NOHHKABAHE
Ha OMOHANTMYHOCTTA Ha ONIMECAPTaH.

OnMecapTad MeOKCOMUN HAMAa 3HAUNUM €EKT BLPXY (apMaKkOKHHeTHKAaTa MK hapMakoIWHAMHKATA
Ha Bap(apuH WK GapMaKOKMHETHKATA HA JUTOKCHH.

EAHOBpEMEHHOTO MPHUAOKEHHUE HA OJIMECAPTAH MEROKCOMMI C MPABAaCTATHH HAMA K/IMHUYHO 3HAYHMH
e(eKkTH BbpXY PapMAKOKHHETHKATA HA HHTO €AWH OT KOMIIOHEHTHTE [PU 3APAaBH HHIUBHIH.

OnMecapTaH HAMa KAHHUYHO 3HAYUM HHXHUOUTOpPEH eeKT BbPXY HOBELIKUTE UHTOXpOoM P450 eHanmu
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 in vitro v HIMA UK HMA MHHUMATHY HHAYLHpaAUIH edeKTH
BbPXY aKTHBHOCTTa Ha uuToxpoM P450 npu mibxose. He ce ouakBaT KIHHUUYHO 3HAYHMH
B3aMMOJEUCTBHA MEX Ay O/IMecapTaH U JIEKapCTBEHHW NMPOAYKTH, MeTabonu3MupaHu OT H3bpoeHuTe rno-

rope eH3uMM Ha uUToXpom P450.
IoTeRUNAIHN B3ANMOJEHCTBHA, CBbP3aHH ¢ XHAPOXJIOPOTHA3ZH]
Eonoepemenna ynompeba, konmo ne ce npenopoueaq

Hexapcmeenu npooyxmu, ROBAUACAU HUBAMA HA KA.

Kanuii noHmwxKaBalMAT edekT Ha XUAPOXNOpOTHa3uA (BX. TOuka 4.4) MOXE [a Ce MOoTeHuWpa oT
€IHOBPEMEHHOTO NPHUIMKEHHE Ha APYrH NEKAPCTBEHH MMPOAYKTH, CBBP3aHHU CbC 3aryba Ha kanuit u
XUriokanuemnua (Hanp. ApYrH KanuypeTHYHM AWYPETHLH, JIaKCaTHBH, KopTtukoctepouau, ACTH,
amcpoTepHLMH, KapOEHOKCOOH, NEHUUWIHH G HATPUH WM REPUBATU Ha CANMLMIOBATA KHUCENHHA).
CnenoBaTeHO HE CE NpenopbuBa Takapa ¢JHOBPEMEHHA ynoTpeda.

E@Hﬂﬂpﬂﬂfﬂﬂﬂyﬂﬂmpﬂ'ﬁﬂ, KORMO HIUCKEA NOCUIUECHO 8HUMAHUEC

Kanyuesu conu:
THa3sHAHUTE AHYPETHUH MOXKE A MOBHLUAT CEPYMHHTE HHBA HA KaJlLUMWiK nopaay Hamale

AKo TpaOBa 1a ce Ha3HauaT KanuMeBU JODABKH, CEpYMHUTE HMBA HA Kanuui Tpabea a
H 103aTa Ha KaALUHi CbOTBETHO J1a C& KOPUTHpa.

XOﬂECH’IHpCLMHH U KOAECMURONA0OB8U CMOJIU.




AbcopbuuaTa Ha XMIPOXJIOPOTHA3KH CE€ HapyUIaBa B NPUCHCTBHETO HA AHHOHHH OOMEHHH CMOH.

Jueumanucosu 2auKo3uou.
Tuaszun WHAyUHpaHa XUMNOKAJIMEMMA WIHM XUIIOMAarHesMeMus MOKe Ja OnaronpuaTcTBa Mospata Ha
MHAYLUHPAHH OT JUTHTATKC CbPACUHH apUTMHUH.

Jlexapcmeaenu npooykmu, KOUMo ce nOSAUABAM OM HAPYMEHUA HA CEPYMHUA KAAUU!

[IpenopbuBa ce nepuoAHUHO npocneaasane Ha cepyMuua kanuit M EKT', korato Onmecaptan/HCTZ

Buarpuc ce npunara ¢ Apyru nekapeTBEHHU NPOAYKTH, KOHTO € MOBIUABAT OT HapyLUEHHKS B CEPYMHKS

Kaqui (Hanp. JMruTaTMCOBH TNIMKO3MAW M AHTHAPUTMHLH) K CbC CI€AHUTE JIEKAPCTBEHH MPOAYKTH

(BKJIIOUMTENHO HAKOU aHTHUAPUTMHLK), MHAYLHpaLUH forsades de pointes (KaMepHa TaxUKapaua), NpH

KOMTO XHMNOKANMEeMHATA ce sABABA MNpeapasnonarail <¢pakrop 3a ftorsades de pointes (kamepHa

TaxXUKapaus):

- Knac IA anTMapuTMUYHHU nekapcTsa (Hanp. XHHUAUH, XWAPOXHHHAWH, TU30TIMHPaMK).

- Knac III aHTHapMTMHYHH ekapcTBa (Hanp. aMMOAApoOH, cotanon, goderunna, ndyrunun).

-  Hsakou aHTHNCUXOTHUH (Hanp. THOPHAA3HH, XJIOPNIPOMAa3HH, N1€BOMENPOMa3HH, TPH(YONEepa3uH,
IHAMEMAa3KH, CYINHPHA, CYATONpPHA, AaMHUCYINPHA, THANPHA, [[HMO3UA, XanoNepHaod,
aponepyuaon).

- JHApyrn (nanp. benpuaun, umsanpua, audemaHua, epyurpoMuunH 1V, xanohaHTpuH, MU30M1aCTHH,
eHTaMWAMH, cnapdaokcalmy, TeppeHagnt, BUHKAMHH V),

Heoenonapuzupawu cxenemuo-MyCckyanu peaakcasmu (Hanp. mybokypapun).
EdexkTsT Ha HeZenonaApu3MpallUTe CKENEeTHO-MYCKY/JHH pefakcaHTH MOXe Aa Cc€ TMOTEHUHpa OT

XUAPOXNOPOTHASUA,

Aumuxonunepauunu 1exapcmeenu npooykmu (Hanp, amponux, bunepuoen).
[ToBuilaBa ce OHOHANWYHOCTTA HA THA3UOHHWTE AMYPETHLH Ype3 NOHHXKABaHE HA CTOMALIIHO-UPEBHUSA

MOTHIHUTET H CKOPOCTTA HA HU3TIpa3eaHC Ha CTOMAXaA.

Anmuduabemnu aexapcmeeru NPoOOYKmMu (RePoPAIHY CPEOCMEa U UHCYIIUH).
JledeHHETO C THA3UAN MOXKE Aa MOBJMAC MIIOKO3HUA TonepaHc. Moxe Ja ce HamoXW KOpeKUMA Ha
N03aTa Ha aHTHAHAOeTHUA NeKapcTBEH NPOAYKT (BXK. TOoUKa 4.4).

Memdpopmun:
Metrdopmun Tpabsa Aa ce M3NON3BA ¢ MOBHWILIEHO BHUMAaHKE MOpaAM PUCK OT AKTATHa auuaosa,
UHAYUHpaHa OT  8b3MOXKHA  (QyHKUMOHanHA  ObOpeuHa  HEOOCTAaTBYHOCT, CBbp3aHa C

XUAPOXJIOPOTHAZUA.

bema-bnroxepu u ouazoxcuo:
XunepriukeMHuHus edekT Ha OeTa-OnokepuTe U AMA30KCHI MOKe Aa ObAe 3acCHiIeH OT THa3UIH.

[Ipecopru amunu (nanp. HOPAOPEHATUH).
EdekThT Ha NpecOPHUTE aMMHHA MOXKe Aa Obae MOHWXKEH.

Jlexapcmeenu npooykmu, u3noA3eanu npu NeveHue Ha noodazpa (npobeHeyuo, CYAPUHNUPAIOH U

anonypuHon):

Moxe na e HeobXoAUMO KOpEKLMA Ha A03aTa Ha YPHKO3YPHUUHHMTE JIEKAPCTBEHM CpPElCTBA, Tbidl KaTo
XHAPOXNOPOTHA3H/ MOXKE 1a NOBHLUM HUBOTO HA CEpyMHATa MMHKOYHA KHCeNHHA. Moxe [a ce HAnoXH
NOBHLLABAHE HA A03aTa HA npobeHeuns W cyadpUHNUpa3ofl. EAHOBPEMEHHOTO NPUIIOKEHHNE ¢ THA3HAHN
MOJKE 13 MOBULUH YECTOTATA HA PEAKLMHUTE HA CBPBXHYBCTBUTEMHOCT KbM aJIONYPHHOI.

Amaumaoun.
TraznauTe Morat aa rnoBULLIAT PUCKA OT HEXeNaHU e(PeKTH, NPUUMHEHY OT aMaHJaTH

Lfumomoxcuinu nexapcmeenu npooykmu (Hanp. yuxrogocghamuo, memompexcam).
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Tuazuaure morar fa HaMansaT 6bOpeyHaTa eKCKpeurs Ha UMTOTOKCHYHHTE IEKAPCTBEHH NPOAYKTH H
na MOTEHLMPAT TEXHUTE MHUENOCYNPECHBHHY e(DEeKTH.

Caruyunamu.
B chyuad Ha BHCOKHM JO3M CUTHUMNATH, XHAPOXJIOPOTHA3UI MOXKE [a 3aCHMIH TOKCHYHHA edeKkT Ha
CANMUUMIATUTE BbPXY LEHTPANHATA HEPBHA CHCTEMA.,

Memunoona:

HMma H30JIHPpaHH CHODIIEHHS 33 XEMOJIMTUYHA dHEMHUA, HACTBITHAA MNMpH €AHOBPEMEHHA YHDT[JEGH Ha
XHAPOXJIopOTHA3WA H METUIIAOIA.

Luxnocnopuu:
EOHOBPEMEHHOTO NEUECHHUE C UMKIOCITOPHH MOXKE 1a NOBULLIK PUCKA OT XHNIEPYPUKEMHUSR M YCIIOKHEHHA
OT THMAa Ha rojarpa.

Tempayuxaunu;
EQHOBPEMEHHOTO NMPUIOKEHHE HA TETPALMIJIMHH K THA3WAW [OBUILABA PHCKA OT TETPALMKIHH-
HHOYUHPaHO NOBULLIEHHWE HA ypeaTa. [0Ba B3aHMOASHCTBUE BEPOATHO HE CE€ OTHACA 32 JOKCHLMKIIMH,

4.6 DepTuanTeT, 6PEMEHHOCT H KbpMEHE
bpemennoct

Kato c¢e umat npeaeua €(QeEKTUTE HA OTAENHUMTE KOMIMOHEHTHW B Ta3d KOMOWHAauMA BbpXY
bpemeHHocTTa, ynorpebara Ha OnmecaptaH/HCTZ Buarpuc He ce npernopbysa No BpEeME Ha [TbPBUA
TpUMecTbp Ha OpeMeHHocTTa (BXK. Touka 4.4). Ynorpebara Ha Onmecapra/HCTZ Bmuarpuc e
MpOTUBOMNOKA3aHO No BpeMe Ha 2P U 3™ TpumecTbp Ha OpeMeHHoCTTa (BXK. TOUKHK 4.3 U 4.4).

OnmecapTaH MEAOKCOMMI

HanonseaHeto Ha aHrnoteH3uH Il peuenTOpHH aHTArOHHCTH HE Ce NPENOpbUA NMPE3 MbPBUA TPHMECTBP
Ha OpeMmeHHocTTa (BX. TOuka 4.4). Ynorpebara Ha aHrMOTEH3MH [l peuenTOpHU aHTArOHUCTH e
NPOTUBONOKAa3aHa no BpemMe Ha 2P u 3™ tpumecTsp Ha OpeMmenHocTTa (BXK. TOUKU 4.3 1 4.4).

EnnaeMHUonoriuHuTe 1aHHH OTHOCHC PHCKA OT TEPATOr€HHOCT cnel exeno3uiua Ha ACE uHxubutopu
npe3 MbPBHA TPUMECTEP Ha OPEeMEHHOCTTA HE ¢a KaTeropuuHH; HO BLNPEKK TORA JIEKO NMOBULUICHHUE HA
pHUCKAa He MOXe f1a ce M3KoUH. JIoKATo NUNCBAT KOHTPOAUPAHH €MUAESMHONOTHYHU JaHHH 338 pPHUCKa
OT aHrHOTEH3UH Il peuenTopHH aHTAaroHUCTH, MOXKE [a CHLUECTBYBAT NOJOOHHU PUCKOBE 3a TO3M Kiac
nekapersa. OcBeH ako NpoAbL/HKaBallaTa Tepanus ¢ aHruoreHsv Il peuentopuu 6nokepu ce cunTa 3a
)KH3HEHO HeoDXOAMMA, NALMEHTKH, maHupatli OpeMeHHOCT TpabRa Aa NPEMUHAT Ha aNTepHATUBHU
AHTHUXHMNEPTEHIUBHU NEUCHHA, KOUTO UMAT YCTaHOBEH Mpodun Ha 6e3onacHOCT 3a ynorpeda no Bpeme
Ha OpemeHHocT. Koraro ce ycTtaHosu OpeMEHHOCT, JIeMeHHETO ¢ aHrHoTeH3uH II peuentopHM
aHTAroHUCTH TpAOBA Aa ce cnpe He3abaBHO W aK0 € NOAXOAAILO, Aa CE 3aNOUHE aNTEPHATHRHA TEpanus.

M3BecTHO €, 4e eKCMO3MUMATA Ha TEpanya ¢ aHrMOTEH3KH |l peuenTOpHY AaHTArOHUCTH MO BpeMe Ha 2P
u 3™ TpyiMecTbp Ha OpeMeHHOCTTA MHOYLUHUpA (PETOTOKCHYHOCT TpH Xopara (noHuxkeHa 6bOpeuHa
G YHKUKA, OJTMrOXHAPAMHHOH, 3abaBsHE Ha OCH(HKAUMATA Ha 4yeperna) U HEOHATanHa TOKCHYUHOCT
(6B0peyHa HeAOCTATBYHOCT, XUMIOTOHHUA, XHNEpKaiuemMua) (BXK. Cblo ToYka 5.3).

AKO HMa ekcno3vuus Ha aHruorensuH Il peuenropHu aHTaroHucTd ot 2P" TpumecTbp Ha
OpeMeHHOCTTa, Ce NpenopbLYBa yATPa3BYKOB nperiel Ha 6b0peunara pyHKUMSA Y depena.

bebeTa, YMUTO MalKKM ca NMpUEMaTH aHrHOTEeH3WH Il peuenTopHH aHTArOHUCTH,
CTPMKTHO HabnloaaBaHu 3a XUNOTOHHKA (B3K. ChLILO TOYKH 4.3 1 4.4).

XHAPOXA0POTHAZHA
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MMa orpaHuded ONMT ¢ XHAPOXJOpPOTHA3WA MO BpeME HA OpeMeHHOCT, 0coDeHO mnpe3 NbLpPBHS
TpUMecThD. [IpoyUBaHKHATA BBPXY dKUBOTHH €A HEIOCTATBYHH.

XyApoxJ0poTHa3U NpeMHUHAaBa npes3 niaueHrata. Bx3 ocHOBa Ha (hapMaKOMOrMUHHUA MEXaHHU3IBM Ha
AeHCTBHE HA XUAPOXJAOpOTHA3MA Heropata ymnorpeda no Bpeme Ha 2P u 3™ TpumecTbp Ha
OpeMeHHOCTTa MO3Ke [1a KOMIIpOMETHpa QeTornaueHTapHaTa nep@ysus ¥ MoXe fa NpHYMHH deTanHu
M HEOHATaHU €EKTH KaTO UKTEP, HAPYLUEHHS Ha EJIEKTPOIMTHOTO PaBHOBECHE U TPOMOOLIUTOMEH M,

XuapoxnopotHasua He TpabBa Ja ce U3MoN3ea NpPH recTalMOHHW OTOUM, MECTALUHOHHA XUMEPTOHMHS
WK TIpEeEerIaMIicus Nopajgn pHCK OT MOHMKEH nnasmeH obem W nnaueHtapHa xunonepdysus, Oes
OonaronpuaTeH €(EKT BbpXY X04a Ha 3abonspaHeTO.

XHHPOUDPOTHMHH HE TpﬂﬁBa Ad CC H3IN0JI3Ba 34 JICHCHUE Ha CCCHiUlHATHA XHIICPTOHHA MNMPH 6DEMEHHH
KCHH, OCBEH B PCAKH CNYUYdH, KbACTO HE MOXKC Ad CC H3T0N38d HHKAKBO APYIro ACUCHHUL.

Kbpmene

OnmMecapTad MEJOKCOMUN

Tuit KaTo HAMA HalMuHa HHGPOPMAUMA OTHOCHO H3IION3BAHETO HA OJMecapTaH MENOKCOMHA U
XUAPOXJIOTOTHA3UA 10 BpeMme Ha KbpMeHe, Onmecaptan/HCTZ Buarpuc He ce npenopnuBa 1 ca 3a
npeano4YMTaHe anTEPHATUBHH NEUYEHHA C NO-A00Bp ycTaHoBeH nNpodua Ha O€30MacHOCT MO BpeMe Ha
KbpMeHe, 0coOeHOo Mpy KbpMEHE Ha HOBOPOAEHO MIM HEJIOHOCEHO AeTe.

XHUAPOXTIOPOTHA3UI
XHApOXNOPOTHA3U] C€ EKCKPETHPA B YOBELIKOTO MISKO B MANKH KONHYECTBA. THA3MAUTE BHB BUCOKH
1034, NPEeIU3BUKBANIH HHTEH3WBHA AUYpPE3a, MOraT J1a oTHCHAT MPOAYKLHMATA Ha MITSKO.

Ynorpebara Ha Osnmecapran/HCTZ Buarpuc He ce npenopbuBa no BpeMe Ha KbpMeHe. AKO
Onmecaptan/HCTZ Buatpuc ce Manonssa no BpeMe Ha KbpMEHe, N03MTE TpaOBa Ja c€ NOAABLPHKAT
BB3MOXKHO HAR-HUCKH.

4.7 EdexkTH BLpXYy cnocobHocTTa 32 modHpane u pabora ¢ MALIHHMK

Onmecapran/HCTZ Buarpuc 40 mg/12,5 mg MOXe Ja NOBNMAEC B Manka WM B YMEpPEHa CTENEH

cnocobHocTTa 33 WwodHpade 1 pabora ¢ MalIKMHK. 3aMagHOCT WIIM YMOpA MOraT 1a ce MOsABAT PAAKO
NPy NALMEHTH, NPHEMALM aHTHXUIEPTEH3WBHA TEpanus, KOETO MOXKe [la HapyLiM cnocoOHOCTTa 3a

peakLus.
4.8 Hexenann nekapcTeeHd peakuuH

Haii-uecro cbobluapaHUTE HEXKEaHW PeaKLMH MO BpeMeE Ha iedeHHueTo ¢ OnmecapTad MEIOKCOMUA U
XHaApoxnopoTrHasua ca rnapodonue (2,9%), zamaisaxe (1,9%) n ymopa (1,0%).

XuapoxnopoTHazua Moxe 1a NPHYHHHA WIH 3acunu obemuns aeduuMT, KOETO MOXKE Ja A0BEae A0
eJeKTpoIMTEH aucbanaHc (BK. Touka 4.4).

beszonacHocTTa Ha onMecapraH Meaokcom/xuapoxnorornasua 40 mg/12,5 mg u 40 mg/25 mg e
M3CEIBaHa B KIIMHUYHM NpoyuBaHus npu 3 709 maumeHTH, npreMamiy oaMecapTaH MEAOKCOMMIT B
KOMOHHALMA C XHAPOXNI0OPOTHA3UA.

Ilpym HEXECTdHH pPEakKiiUn C cbmccupaﬁa'ra A030Ba KDM'SHH&LIHH Ha OIMCCAPTaH ME

XHIAPOXAOPOTHA3KMA B NO-HUCKKMTE ao3upoBkn 20 mg/12,5 mg v 20 mg/25 mg
NOTEHUHANHH HeXENaHU nekapcTeeHH peakunu Ha OnMecaptan/HCTZ Buatpuc 40
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Hexxenanure peakuudu oT onMecapTaH MEAOKCOMH/ U XUAPOXJIOPOTHA3HA B KIIMHHYHU H3MHTBAHMA,
MOCT-OTOPU3ALMOHHH KIMHHYHU NPOy4BaHHA 33 6€30MacHOCT M CMIOHTAHHM COOLIEHHUSA ¢a 00061IEeHH
B Tabnuuata no-gony, KakTo U HEXENAHUTE PEaKUWH Ha OTAC/IHUTE ChCTABKH QIMECAPTaH MEAOKCOMMI
W XHAPOXJI0pOTHA3KUA, HA Da3aTa HA U3BECTHHA MpOodK HA OE30NACHOCT Ha TE3M BellleCTRa.

CneaHaTa TEPMUHONOMNA € U3NON3BAHA ¢ LUE Aa ce KNacH(UIMpa NTOSBAaTa HA HeXKeNTaHH TEKApCTBEHH
peakudu: MHoro uectd (=1/10); dectd (=1/100 po<1/10); neuectr (=1/1 000 no<1/100); peaku
(>1/10 000 ao<1/1 000); muoro peaku (<1/10 000) u ¢ HenzpecTHA YyecTOTa (OT HATHYHUTE NAHHH HE
MOXKe fa Obae HanpaBeHa OLEHKa).

i3

MedDRA HexxenaHH peakiiuy YecroTa
Cucremo-
OpranHM Oamecapran Ouamecapran | Xuapo-
KJIACOBE MEJOKCOMNAJ H XJopo-
XHAPOXJIOPOTHA3H THA3H]
A
Hudexunn u CuanageHur Perku
HHpeCcTAUHH
Heonnaasmu - HemenaHoMeH pak Ha C
a0opo- KO¥XKaTa HEU3BECTHa
KAYeCTBEHH, (6azanHokneTbYEH YyecToTa
3JIOKAYECTBEHH | KApUHUHOM H
H HeonpeaeeHn | CKBAMO3HOKMEThYEH
(BKJ1. KHCTH H KapLUHOM)
MOJAHINH)
Hapymennsi Ha | AnnacTM4yHa aHEMMUA Peaxu
KpbHBTA H
fuMpHaTa [MoTHCcKaHe Ha KOCTHHA Penku
CHCTEMA MOBK
XeMONUTHYHA AHEMUA Peaku
JlepkoneHus Penxwu
HeyTponeuns/ Peaku
ArpaHyJIOLHTO3a
TpombouuToneHus HeuecTH Penku
Hapymennn Ha | AHaQHNAKTUYHH HeuectH HeudecTn
HMYHHATA PEKLHH
CHCTEMA
Hapymennsa nHa | AHOpEKCHA HeuecTH
merabonusmMa u | [110KO3YpHS YectH
XPAaHEHETO XUNEPKALIHEMHUS YecTH
Xunepxonecreposemus | Heuecty Muoro
YeCTH
XHUnepriamkeMus YecTH
XUnepkajiueMus Penku
XUNepTpUrnvLepuae HeuvecTy YecTu
MU
XUnepypuKkeMus Heuectu YectH
XHUIOXN0peMus




MedDRA HexeslaHn peakiinH YecToTa
Cucremo-
OpraHHH Onamecapran Onamecapran | Xuapo-
KJIACOBE MEAOKCOMHJI H XJ1opo-
XHAPOXJIOPOTHA3H THA3ZHU]
a
XUnoxJsiopeMUyHa MHoro
AIKaT103a PEAKH
XHUNOKAJIHEMHUA YecTH
XUnoMarHememus YecTH
XUOHATPUEMHA YectH
XHnepaMua3zeMHs YecTu
Icuxnunu Anarus Peaku
HAPYWIEHUS Jlenpecus Peak
be3noKoONCTBO Peaku
HapyineHus Ha ChH4 Peaku
Hapymenus Ha | CbeTOsHKE Ha Yectu
HEepPBHATA 0OBpKAHOCT
CHCTEMA KoHByncHH Peakn
HapyiueHus B Peaku
Cb3HAHHWETO (KaTo
3aryba Ha Cb3HaHHE)
JamaiigaHe/ Yectu YectH YectH
NpUMagBaHe
[ nasobonue YecTu YecTu Peaku
3aryba Ha aneTur HeuectH
[lapecTe3us Peakn
3amaiiBaHe 11pH Heuecty
H3IMpaBsHE
CbHIHBOCT Heuecty
CuHkon HeuecTn
Hapymenns Ha | HamaneHo Penku
ounte Cb300TAC/NSAHE
BpeMeHHO 3aMbriisiBaHe Penku
Ha 3pEHHETO
Braoluasase Ha HeuecTH
ChHLIECTRYBALLO
KbCOMIEACTBO
XOpOUIATEH U3AMB, C
oCTpa MHOMHKA, OCTpa HEW3BECTHA
3aKpUTOBIb/IHA 4ecToTa
rnaykoma
KcaHToncus Penku
Hapymeunns Ha | Bepmuro HeuectH HeuectH Peaxu
YXO0TO H
Ja0HpHHTA
Chpaeynn AHTHHA NEKTOPUC HeuecTH
HApYLUEHHSA CopaeyHH apuTMHH
[MTarmuTaumnu HeuecTy
Craosu EmbBonuns
HAPYINCHHS XHNOTOHMUS HedecTH Peaku
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MedDRA Hexenann peakuun YecToTa
Cucremo-
OPraHHH OamMecapran Oamecapran | Xuapo-
KJacoBe MEI0KCOMMH, H X.J10po-
XHAPOXJIOPOTHA3H THA3N]
|
HekpoTuanpatul aHrmut Penxu
(BaCKYJIHT, KOXKEH
BaCKYJ/IHT)
OpTtocraTuyHa HeuecTH Heuectu
XHITOTOHMSA
Tpombo3a Peaxu
Pecnnparopuu, | OcTbp pecnupaTopeH MHoro
IPbLAHH H OUCTPEC CHHAPOM peaKy
mennacTHHaaun | (ARDS) (Bx. Touka 4.4)
HApYLICHHS! BpOHXHT YecTu
Katnuua HeuectH YecTH
Hucnues Peaku
UuTepcTHinanya Peakwu
[MHEBMOHMSH
DapUHIUT YecTHn
benoapobeH oToOK Peaku
PecnupaTopeH AUCTpEC Heuectu
PUHUT YecTH
Cromauito- Kopemua bonka HeuecTH YectH YecrH
YPEBHH Jarnex YectH
HapyLIeHHS HAnapus Heuectn HecTH HecTH
Jncnencus Heuectn YectH
CTOMaWHO Apa3HEHE HecT
[acTpOEHTEPHT Yectn
HHTecTHHANEH Peaku
AHIUOeAEM
MeTeopH3tM YectH
["'anene Heuectn YecTH YecTH
[lankpeatHT Penku
[lapanuTuyeH uneyc MHoro
peiKH
[ToBpbLuaHe HevectH Heuectu Yect
Cnpy-noaobHa MHOIo peaKku
eHTeponaTHua (BX.
Touka 4.4)
Xenarobnauapn | OCTbp XOJEUUCTHT Penxu
H HAPYIIEHUSA Xbatennua Penku
(MHTpaxenaTancH
XOJIECTATHYEH MKTEP)
ABTOMMYHEH XenaTut™* C HeusBeCTHA
YECTOTA
Hapywenus na | AnepruueH JepMarur HeuecTy
KOXATA H AHadHunakTHYHa KOXHa
MOAKOKHATA _peakuys
TbKaH AHTHOHEBPOTHUEH Penkn Peaxu
€AeM
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MedDRA HexelaHH peakHH YecToTa
Cucremo-
OpraHud Oamecapran Onamecapran | Xuapo-
K/1acoBe MEJOKCOMMII U XJIOpo-
XHIPOXJIOPOTHA3H THA3HJ
A
KOXHU peakuuH, Peaku
noaoOHH Ha nynyc
EPUTEMATOAEC
Exsema HeuecTn
Eprrem HeuecTH
Ex3aHTeM HeuectH
Peaxuuy Ha Heuecty
(hOTOUYBCTBUTETHOCT
[Ipyputyc Heuectu Heuectu
[lypniypa Heuectu
Obpmus Heuectn HeuectH HeuecTu
PeakTHBUpaHe Ha Peaku
KOXEH JIYIyC
epUTeMaToleC
TokcHyHa enuaepManHa Peaku
HEKpOJH3a
Y pTUKapHs Penxu HeuecTu Heuectu
Hapymetuna Ha | Aprpanrus HedecTu
MYCKYJIHO- ApTpHT YecTn
CKeJ1IeTHATa boJiky B repba HeuecTu HecTu
CHCTEMA H MYCKYJIHH cnia3My Heuecty Peaku
CheAHHHTEIHATa | MyckynHa cnaboct Penku
ThKaH Muanrus HeuecTu HeuecTH
bonka B kpaitHMLUMTE Heuectu
[lapezu Penxu
CkesieTHa 60JIKa Yectu
Hapymnenna ua | Ocrpa 6v0peyHa Penku Penku
OnL0pennTte n HEAOCTATbYHOCT
NHKOYHHTE XemaTypus Heuectn YecTn
MbLTHIHA HUnTtepcTuLinaneH Penku
HepuUT
bnbpeuHa Penky
He10CTATHYHOCT
brOpeuna auchynkuus Peaku
Uudekunu Ha YectH
MHKOMHHUTE NIbTHILA
Hapymenusn na | EpexktunHa HeuecTu HeuecTtu
Bb3NPON3IBOANTE | AUChYHKLIMA
JIHATA CHCTEMA H
rLpaarTa
O61mn ACTEHHSA YecTH HeuectH
HAPYIUEHHS H bosnka B repavTe YectH YecTn
edexTh Ha OTOK Ha JIMLETO HeuecTH
MSACTOTO Ha YMopa YecTH YecTH
NPHJIOXKEHHE Tpecxa
['punononobuu YectH
CUMNTOMH
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MedDRA Hexenanu peakuiu YecToTa
Cuctemo-
OpraHHM Onamecapran Oamecapran | Xuapo-
KJJACOBe MEAOKCOMHJ H XJ10po-
XHAPOXJIOPOTHAZHM THA3H]
A
Jleraprus Penku
Hepasnono)xeHue Peaku HevecTH
bonka UecTu
[TepudrepeH oTok YectH Yectn
Cnabdoct HevectH
H3zcaeapatns [NosuiuaBaHe Ha anaHuH | HevecTd
aMYHOTpaHcepasa
[loBHMILaBaHe Ha HeuecTu
acnaprar
aMHHOTpaHcPepa3a
[lorMlaBaHe Ha kaauuH | Heuectu
B KpbBTA
[ToBuitaBaHe HA Heuectu Penkmu YecTu
KPEaTUHHH B KPbBTA
[ToBHlIaBaHe Ha YecTH
KpeaTHH docdokrHa3a
B KpbBTA
[loBHlLABaHe Ha HeuecTu
[JIKDKO3aTa B KPLBTA
[loHUkaBaHE HA Penkwu
XEMAaTOKPHTA B KPbBTA
[Tonuxapane Ha Penku
xeMornobrHa B KpbBTa
[loBuuwIaBaHe Ha HeuectH
AMNUAMTE B KPbBTA
[louuxkapaHe Ha Kanus Heuectn
B KPbBTA
[loBuwapane Ha kanua | Heuectu
B KpBBTa
[TosvwiapaHe Ha ypesTa | HeuecTtn Hectn YecTH
B KPBBTA
[ToBuLLABAHE HA Penku
 YpEeHHHA a30T B KPLBTA
[ToBuuiaBaHe Ha Peaku
MUKOYHATA KMCEMHHA
[loBuLLIaABAHE HA raMa HeuecTtu
TIIyTaMHJ TpaHcgepasa
[ToBuiaBaHEe HA YecTH
4epHOAPOOHHTE EH3HMH

*HPGS NMOCTMAPKCTHHIOBUA TICPHOO CC chpoOllaBa 3a CliyHaH Ha aBTOHUMYHCH XCIIATHT C JIaTCHTCH

Nnepuoa OT HAKOJIKO MECCUa 10 rOOWHH, KOWUTO Ca DﬁpﬂTHMH A CriHpaHe Ha NPpHEMaA Ha OJIMECapTaH.

JloxknaapaHH ca €AMHWYHU Ciydau Ha pabaoMHONK34a, CbBNAAALLH MO BPEME C IPUEMA HA AHTHOTEH3HH
II peuenTopuu GrokepHu.

OnucaHue Ha HBGPRHH RCMCIAHH PCakLHH
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Hemenanomen PAK Hd KCOXKdmd. B13 ocHOBa Ha HaNHYHHKTE AaHHH OT CIMTHACMHONOIHYHH NTPOYyUBaHUA

e HabmoaasaHa 3aBUCHMA OT KyMyNaTHUBHATa 1033 Bpb3ka Mexxay XXT3 u HMPK (Bxk. ¢blo ToUkH
4.4 n35.1).

CpobliapaHe Ha NMOAOIUPAHH HEXENAHU PEaKUHUH

CproO1aBaHeTo Ha Nnoao3rnpaHy HEKETAaHH pCaKLHA CJIC] pa3pCllaBaHe 34 yn(}'rpeﬁa Ha JICKapCTBCHHUA
NMPOAYKT € BAXKHO, Tosa no3sonsasa Aa NpoaABbIKH HaﬁﬂlﬂﬂeHHeTO Ha ChOTHOWEHHETO HOHSH./[JHCI{ 34
JECKAPCTBECHHUA NPOAYKT. OT MEIUUMHCKHTE CMIELIMANHUCTH CE U3UCKBA Ja ¢cboOLIlaBaT BCAKA noao3rMpaHa
HEXKe/IaHa PCAKIIUA 4pe3 HatlHOHA/THATa CHCTEMA 34 C'bDﬁU.lElBﬂHEI

ManbaHuTEHA areHLMA Mo JEKapCTBaTa
yi. ,.,JlamaH ['pyes” Ne 8
1303 Copus

Ten.: +359 2 8903417
yebcaiT: www.bda.bg

4.9 Ilpeno3upane

He e HannuHa cneuuduuHa uHopMmaumsa 3a e(eKTUTE WM JIEYESHHWETO NpH Npedo3UpaHEe Ha
onMecapTaH MEIOKCOMMW/XuapoxnopoTuasua. [lauventTsT TpaOGea Ra ce npocneasBa BHUMATEIHO H
neveHHeTo TpaAbBa Aa Obae CHMMTOMATHUHO W NOAAbpXKalwlo. [loBeaeHHeTo 3aBUCH OT BPEMETO OT
MornblliadHe U TEKECTTa Ha cuMnTomure. llpeanaraHMre MepKM BKJIKOYBAT NPEOU3BUKBAHE Ha
NMOBPLIUAHE W/ UK NPOMMBKA Ha CTOMaxa. AKTHBHUAT BbIJIEH MOKE Aa ObJe Mone3eH Npu JeueHue Ha
npedo3upareTo. CepyMHUTE eNCKTPOIUTH U KPEeaTUHHWH TpabBa na ObaaT npociaeasBaHd 4ecTo. AKO
ce MOABH XHUMNOTOHWA, NALUMEHTHT TPROBa Aa Obae NocTaBeH B 1erHaN0 NOJOXKEHHUE M cnelHo Aa Obaat
AaJeHu 3aMECTHTENU Ha conTa U obema.

Hati-peposaTHUTE NIpOABHY NPU NPEAO3MpaHe ¢ OJIMECApTaH MELOKCOMMII ce O4aKBa Aa ObAaT XUIIOTOHHS
W Taxukapausd, Opaauxapaus MOXe CbLIO Aa ce nossu. [IpenosvpaHero ¢ XHAPOXJIOPOTHA3MA Ce
CBBbpP3Ba C H34EepNBaHE Ha ENEKTPOJMUTUTE (XUIOKATHEMHS, XUMOXIOPEMHA) W AeXuapaTauus, B
pe3ysiTaT Ha NPEKOMEpHa Axype3a.

Haii-yecTHTe NPU3HalH H CUMITTOMH Ha NPEAO3IUPAHE Ca raaCHE H CbHITHBOCT., XHITOKATHEMHATA MOXKE
Ad NJOBCAC A0 MYCKYJIHH CIla3MH W/ WK Da H30CTPHU CBPACYHH APUTMHHU, CBBP3aHH C €JHOBPCMECHHAT

ynnrpeﬁa Ha AUT'UTAITHCOBH INTHUKO3UIH UITH HAKOH aHTHApHTMHYHH JNCKAPCTBEHMU MPOAYKTH.

Hama HanuvHa HHqJDpMﬂLlHH Adajlh oNIMECapTaH WKW XUAPOXJIOPOTHA3WA MOrar [a €€ OTCTPAHAT C
IdHa1u3a.

5. ®APMAKOJIOTMYHU CBOUCTBA

5.1 @PapmaxoasHHaAMHUHH CBOHCTBA

(dapmakoTepaneBTHiHa rpyna: AHrnoteHauH Il peuentopHu aHTaroHucTH U auypetiun, ATC kon:
CO9DAOS.

MexaHu3bM Ha AelicTue/PapMakoIHHAMUYHY edeKkTH
OnMmecapTaH MEOOKCOMMI/XHApPOXNOpOoTHA3Ua € KoMOMHauua ot aHruoreHsud Il peuentopeH

aHTaroHUCT, OIMecapTaH MEIOKCOMHIT M THA3HAEH AUYPETHK, XHAPOXNopoTHasna. KomOuHal

roaaMa CTEICH, OTKONMKOTO ABCTE CBECTABKH TTOOTACITHO.
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J{03upaHeTO BEAHBXK JHEBHO HA OIMECAPTaH MEAOKCOMWI/ XNAPOXAOPOTHAZHA OCHIYPABa epeKTHBHO
¥ NNABHO MOHHXXABAHE HA KPBbBHOTO HANATaHE B NPOABIKEHNE HA NO30B HHTEpBa OT 24 yaca.

OsiMecapTaH MEJOKCOMMIT € NEPOPAIHO AKTHBEH, CEIeKTHBEH aHrMoTeH3uH Il peuentopend (tun AT))
AHTArOHHCT. AHCHOTEH3HH Il € OCHOBHMAT Ba30AKTHBEH XOPMOH Ha PEHHH-AHTHOTEH3HH-
anaoCTEpOHOBAaTa CHCTEMA W MI'DAe BaXKHA POJIA B NaTOPUIMONOrUATa HA XMepToHuaTa. EdekTHTe Ha
aHruoTeHsuH Il BknwoyBaT Ba3sOKOHCTPUKLMA, CTUMYAHpPaHE HAa CHHTE3aTa M OCBOOOXKAABAHETO HA
annoCTEPOH, CTHMYNMPaAHe Ha CbpueTo U ObOpeuHara peabecopbumns Ha Hatpuii. OnmecapraH 610Kkupa
BA30OKOHCTPMKTOPHHA W aldoCTepoH cekpeTupaluus e(ekT Ha aHruvorensud I, karo 6nokupa
cebp3paHeTo My KbM AT, peunentopa B ThkaHHTE, BKIIOYUTENHO CbAOBATa MIaAKa MYCKYJIATypa H
Haa0bOpeyuHure xesn. JeiicTBUETO Ha OMecapTaH € He3aBUCUMO OT U3TOUHHKA M HAUMHA HA CHHTE3a
Ha aHrHOTeH3HH II. CenexTHMBHUAT aHTaroHW3bM Ha peuentopute Ha aHrHorensuH 11 (AT;) Ha
OJIMecapTaH BOAH A0 NOBHILABAHE HA [UIa3MEHHUTE HMBA HA PEHUHA U KOHLUEHTPALMUTE HA AHTMOTEH3UH
[ 1 11 n u3BeCcTHO NOHKWXKAaBAHE Ha NNAZMEHUTE KOHLEHTPALIMK HA ANAOCTEPOH.

[1pu xunepToHHd, onMecapTaH MEAOKCOMMWI BOAW A0 0303aBUCHMO, NMPOABIIKHTENHO NMOHHXKaBaHe Ha
apTepHanHOTO KpbBHO HandraHe. Hama naHHM 32 XMNOTOHMSA Cliell NbpBaTa A03a UM TaxH(PUiakcus
[PU ABIATOCPOYHO NEUEHHE, UM 3a pubayHa XHNEPTOHUA CNeA PAIKO MPEYCTAHOBABAHE HA TEPANIMATA.
Jlo3MpaHeTO BEAHBXK AHEBHO HA ONMEcapTaH MeIOKCOMMIT OCUrypABa e(eKTUBHO M [MUIaBHO
MOHKKABAHE HA KPbBHOTO HaJifiraHe B MPOABIDKEHHWE Ha A030B HHTepBan oT 24 vaca. EgqHokpaTHoTo
JAHEBHO 103UpPAaHE BOAH JO CXORHO MOHIDKABAHE HA KPbBHOTO HANATAHE, KAKTO M ABYKPATHOTO AHEBHO
N03WpaHe Npuy eaHa W cbllla o0la AHeBHA J034.

IlpH NpOABIDKHTENHO IEYUEHHE MAKCHMAIHOTO NOHHKAaBaHE HA apTepUalIHOTO HanAraHe ce JOCTHra 3a
8 ceaAMMLM cie] 3afloMBAHE HA NEYEHUETO, BBNPEKH 4Ye 3HAYMTENHAa 4YacT OT MOHWKaBalllMA
APTEPHUATTHOTO HallAraHe eeKT € Beue HabnmonaeaH cnea 2 ceAMHULH eUEHHE.

E(I]EI{T'I:T Ha OJMECApPTAH MEAOKCOMHI BbPXY CMBPTHOCTTA U 3a00/1€BAEMOCTTA € BCE OLIE HEHUIBECTCH.

PaHAOMH3XPAHOTO MPOYUBAHE HA OAMECAPTAH M MNpPEeBeHUMA HA AHabeTHaTta MHKpoATOYMHHYpHS
»~PaHaoMusnupaH OnmecapraH W [IpeBenums Ha Jpnaberna MukpoanbyMunypus“ (“Randomised
Olmesartan and Diabetes Microalbuminuna Prevention”, ROADMAP) npu 4 447 nauueuTtH ¢ auaber
THN 2, HOPMO-aNOYMHUHYPUS M NMOHE €AUH JOMBIHHTENEH CbPACYHO-CHAOB PUCKOB (hakTOp, M3C/EaBa
NlaNnn JEYEHHETO C ONMeEcapTaH Moxke Ja 3abaBH HauanoTo Ha MukpoanbymunypusaTa. [lo Bpeme Ha
CpeAHKA NEPHOA Ha npocneasBaHe oT 3,2 rOAHHM MALUWEHTHTE MONYYaBaT OJIMECAPTAH HAK M1auedo B
NONBJHEHHE KbM APYTM aHTUXMNEPTEH3MBHU NeKapcTBa, ¢ W3kloueHue Ha ACE uHxubutopr win
AHTMOTEH3MUH peuenTopHu dnokepyn (ARB).

[lo oTHOWEHNE HA MbPBUYHATA KpaiiHa e NPOYYBAHETO NOKA3Ba 3HAUUTENHO NMOHW)KABAHE HA PUCKA
3a BPEMETO 3a NOARA Ha MHKpOoaNOyMHHYpHUATA B N10N3a Ha onMecapTaH. Cnea KopeKuWsa Ha pa3NHKHTe
B AH, ToBa HaMansBaHe Ha pUCKa Bede He € CTaTHCTH4Yecku 3HaunMo. 8,2% (178 or 2 160) ot
nauueHTUTEe B rpynara Ha onmecaptad U 9,8% (210 ot 2 139) 8 rpynata Ha nnauebo ca pasBunu
MHKpoanbyMuHypus.

[lo oTHOUIEHHE HA BTOPUYHUTE KpaWHH LENH CBHPACYHO-CHAOBH CbOUTHUA ca Bb3HUKHANM npH 96
nauueHTH (4,3%) ¢ onmecapran U 94 nauuentu (4,2%) ¢ nnauedo. Yecrorara Ha CbpaAeYHO-CBIOBATA
CMBPTHOCT € OMna No-BKCOKA TPH OJIMECAPTAH B CPaBHEHHE ¢ NeucHHeTo ¢ nnauedo (15 nauueHTH
(0,7%) cnpamo 3 naumentu (0,1%)), BbNpekn cxOaHUTE HMBa Ha HedaTaneH WHCYNT (14 naLueHTH
(0,6%) cnpamo & naumeHTH (0,4%)), HeaTanien MHokapaeH HHdapkT (17 naunentu (0,8%) cnpamo 26
nauueHTH (1,2%)) U CMBPTHOCT, pa3fituHa OT cbhpaeuHo-cbaoraTa (11 nmaumedtu (0,5%) cnpamo 12
nauueHTH (0,5%)). Obwara CMBPTHOCT NPU OJIMECapTaH € OuUna 3HauMTeNHO noButlena (26

CbPAEYHO-CBAOBH HHUMAEHTH.
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[lpoyusaneto Ha ,,OnMmecapraH 3a [loHukaBaHe Ha HMHumaeHtutre or Tepmudaned Craauii Ha
brOpeuna bonect npu Juabetna Hedgponatua® (“Olmesartan Reducing Incidence of End-stage Renal
Disease in Diabetic Nephropathy Trial”, ORIENT) uscnenra edexkture Ha onmecaptaH Bbpxy
OBOPEYHUTE U CHPACHHO-CHAOBHTE KpaHHHU pe3ynTaTu npu 577 paHIOMU3NpaHU NAUWEHTH OT SInoHUA
1 KuraH, ¢ nuabet tun 2, ¢ uasasena nedponarua. [lo BpeMe Ha cpeaHns nepuos Ha NpociennBaHe OT
3,]1 roauHy NALMEHTHTE ca NOJYHaBanu WIM ONMecapTaH, WIK nnauebo B NOMbIHEHUE KbM APYTH
aHTUXHMNEPTEH3IUBHHU NEKAPCTBEHHU NPOAYKTH, BKIIOUNTEHO ACE-unxuburtopm.

[TbpBuyHaTa kOMOMHHpaHa KpailHa uen (BpeMeTo 0 IMbPBOTO ChOMTHE HA YAROABAHE HA CEPYMHUS
KpeaTHHHWH, TEPMUHAJIHATA CTeneH Ha 6x0pevHo 3abonsaBaHe, CMBPT, HE3ABUCHUMO OT NPUYKHHATA) Ce €
nosasuna rpy 116 nauuenty B rpynarta c onmecaptan (41,1%) v 129 naunedtH B rpynata Ha nnauebo
(45,4%) (HR 0.97 (95% CI 0,75 no 1,24); p=0,791). Bropuunara koMOuHHpaHa CHPAESYHO-CHAOBA
KpaiHa uen ce € rnogsuna npu 40 nauneHTH, NekyBaHH ¢ oamecaptadH (14,2%) u 53 nauueHTH,
nekyBaHH ¢ ruauedo (18,7%). Tasn koMOMHUpPaHa CbPACUHO-CHAOBA KpaitHa el BIUTIOUBA ChPACYHO-
cbaoBa cMbpT NpH 10 (3,5%) nauueHTH, npuemaiiy onmecaptad crpamo 3 (1,1%) npuemauiu nnauebo,
o61a cMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), ve-aranen uncynt 8 (2,8%) cnpamo 11 (3,9%) v He-
daTaneH muokapaeH HHdapkT 3 (1,1%) cnpamo 7 (2,5%), cboTBeTHO.

XHAPOXNOpOTHA3UA € THaA3HACH AMYPEeTHK. MexaHW3MBT Ha aHTUXHIIEPTEH3UBHOTC AEHCTBUE Ha
THA3HAHUTE AUYPETUUHM HE € HU3ACHEH HambAHO, THaszuaute nosauasaT ObOpeuHHTe TYOYNHU
MEXaHW3MH 3a peabcopOLMA HA E€NEeKTPONHUTH, KATO MPAKO YBENWHABaT OTAEASHETC Ha HATPHI M
XJIOpHAM B NpHOMM3MTENIHO €KBUBANIEHTHH KoaHuyecTsa. B pesyartar Ha AnypeTHUHOTO OeHCTBHE Ha
XHAPOXJIOPOTHA3U C€ HamanABa Mia3MeHHUST o0eM, NoBuilIaBa C€ AKTUBHOCTTA Ha MJ1a3MEHHA PEHUH
M C€ MOBHLUABA CEKPELMATA HA ANAOCTEPOH, ¢ MNOCNEABALLO NMOBUILABAHE HA OTAE/NAHETO B YpHHATA Ha
KaJiuik ¥ OuMKkapOoHaTH M MOHMXKABaHE Ha cepyMHHA kanun. PeHuH-anaocTepoxHoBaTa Bpb3Ka ce
MeAWMpa OT aHrnoTeH3uH Il u creaoBaTenHO €AHOBPEMEHHOTO TNPUAOKEHUE Ha AHMUOTEH3UH I
peLIeNTOPEH aHTAFOHHCT BOAM 10 00paTrMa 3aryba Ha Kanuit, CBbp3aHa ¢ THa3WOHHTE AMYpeTHLM. [1pu
MPHAOKEHHE HA XMAPOXNOPOTHA3WA HAYAJMOTO HAa AMypesaTa HacTbBa cileld OKoMo 2 Yaca H
MaKCHMAITHHUAT e(dexT HAacTeNBa cjie] OKoJo 4 4Haca cred npuemale Ha J03aTa, J0KAaTO ACHCTBHETO
npoak/xkapa npubnuzurento 6-12 yaca.

EnuaeMHONOruHUTE NpoydBaHUA Ca MOKa3aldH, 4€ OBATOCPOMHOTO JIEUEHHE ¢ XHWIPOXJIOPOTHA3H]
MOHOTEpPArNHA HaMangaBa PUCKa OT ChPACUYHO-CHAOBA CMBPTHOCT U 3a00/1€BAEMOCT.

KnunnyHa edukacHOCT U Be3onacHoCT
KomM6rHauusTa Ha oMecapTaH MEAOKCOMMI H XHMAPOXJIOPOTHA3HA BOAM A0 AAUTHUBHO NEHCTBHE BLPXY

MOHHIKABAHE HA KPBBHOTO HaAATAHE, KOCTO KATO LAJIO HAJiBHIUABA TOBA NMPH A03HUpPaAaHE HA OTACIHHUTE
KOMITOHEHTH.

[Tpy 06061eHn nnauebo KOHTPOSUPAHU TTPOYUBAHUS TIPUNIOKEHUETO HA KOMOMHAIIUATA OJIMECapTaH
MeaoKcoMHU/xuapoxnoporraszua 20 mg /12,5 mg v 20 mg /25 mg BoAM 40 [IOHMXKABAHE HA CpeaHAaTa
pa3dnuka ¢ rnauebo Ha CHCTONMHO/AMACTONHO KPbBHO HANAraHe HENMOCPEACTBEHO Npeau JaBaHe Ha
cnenpatuata ao3a ¢ 12/7 mm Hg u 16/9 mm Hg, cvoTeeTHO.

[lpunoxenrero Ha 12,5 mg v 25 mg XUaApOXNOpOTHA3WI TPH NMALUEHTH, KOUTO Ca HEAOCTATLYHO
KOHTPOJIMPaHH ¢ MOHOTEPANUA C onMecapTal MeaokcoMun 20 mg BOAM 20 AOTbJAHUTENHO [TOHUIKABaHe
Ha 24-4aCOBOTO CHCTOJIHO/AHACTONHO KPbBHO HAaNAraHe, U3MepeHo npyd aMOynaTopHO npociensiBaHe
Ha KpbBHOTO HanaraHe ot 7/5 mm Hg u 12/7 mm Hg, cboTBeTHO, B CpaBHEHHE ¢ oOJIMEcapTaH
MEIOKCOMHIT MOHOTepanus. JOoNbIHUTEAHUTE MUHHUMAIHKH NOHWXEHHA HAa CPEAHUTE CTOWHOCTH Ha
CHUCTOJIHO/IHACTONHO KPBBHO HAIAraHe HENOCPeACTBEHO FpeAd AaBaHe Ha clhelaBawlata no03a B
CpPaBHEHME € H3IXOAHOTO HHBO, ca 6unu 11/10 mm Hg 1 16/11 mm Hg, crorBeTHO.
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DukcHpaHHTe KOMOMHALIMM HA OaMecapTaH MeAOKCOMUA M xuapoxnopothasua 40 mg/12,5 mg u
40 mg/25 mg ca w3cAeNBaHM B TPH KIMHUYHM MNPOYYBaHMSA, BKmouBawy 1482 XxunepTeH3UBHH
MalUEHTH.

JlBOHHO-CNANO MpoyuBaHe NPH €CEHLMWANHA XMIIEPTOHHS OUEHABA €(EeKTHBHOCTTA HA TEPAMMATA C
KOMOMHALMATA ONIMecapTaH MeAOKCOMHY/ xuapoxopotnasig 40 mg/12,5 mg cnpamo MoHoTepanus ¢
onMecapTaH Megokcomun 40 mg, KbAETO NbPBHUEH NOKa3aTen 3a ePUKACHOCT € CPEAHOTO NOHKKEHHE
Ha JIHACTOTHOTO KPbBHO HaNAraHe B CeIHaNo nonoxeHne. CUCTONHOTO/ANACTONHO KPBBHO HANIAraHe
ca noHwkeHu ¢ 31,9/18,9 mmHg B rpynata Ha kombuHaumsTa, B cpaBHeHue ¢ 26,5/15,8 B rpynara Ha
moHoTepanHa (p<0,0001) cnen 8 ceamuiin Ha neveHue.

B aBoitHO-Cnsna, HO HEKOHTponvpaHa BTopa (hasa Ha TOBA NMpPOY4BAaHE, € MPOBEACHO BB3XOMALLO
TUTPUPAHE HAa HE-OTTOBapALLIWTE HA TEpanusaTa NMAUMEHTH (HOH-PECNIOHAEPH) OT MOHOTEpPANMS C
onMecapTaH Meaokconamun 40 mg KbM onmecapTaH Meaokcomun/xuapoxnopotuasug 40 mg/12,5 mg
KaKTO W OT oOnMmecapTaH Meaokcomun/xyapoxioporuasua 40 mg/12,5 mg kwvM onMecapran
MegokcoMua/xuapoxnopornasa 40 mg/25 mg. Tosa noBeno 40 MOCNeABALLO AOMbIAHHTENHO
MOHHXXaBaHE Ha CUCTOMHOTO/AHACTONHOTO KPBLBHO HANAraHe, KOETo MOTBbPXKAABE, Y€ Bb3XOAALLIOTO
THTPHPAHE € KITHHUYHO 3HAYUM Ha4HH 33 NoAOOPSABAHE Ha KOHTPONA HA KPBBHOTO HANSIraHe.

BTopo, ABOHHO-CAANO, paHAOMU3KPaHO, NAaLeb0o-KOHTPONHPaHO NPOYYBAHE OLEHABA e(PUKACHOCTTA
Ha NoOaBAHE HA XUIPOXJIOPOTHA3MA KBM JIEUEHHETO HA NALMEHTH, KOUTO HE ca OWIH aJleKBaTHO
KOHTPOJIMpaHHU cell 8 ceIMHULM Ha JleueHue ¢ oimecapTaH Megokcomun 40 mg. [lauueHTyTe Unu ca
NPOAB/DKWINA TepanuaTa C OJMecapTaH MeAokcoMull 40 mg, vaM ca [0JAYYHNH LONBJAHHTENHO
xuapoxinoporuasua 12,5 mg unn 25 mg, choTBETHO, 3a oule § ceamuun. Yerbpra rpyna e Guna
paHAOMH3HpaHa fa [pHeMa 0JIMECapTad MeoKCoMu/xuapoxnoporuasua 20 mg/12,5 mg.

HobaesHeTo Ha xuapoxnopoTyasug 12,5 mg vwnmn 25 mg noseso A0 AONBJHHTENHO NOHUKABAHE HA
CUCTONHOTO/AMACTONHOTO KpBLBHO HajaraHe ot 5,2/34 mmHg (p < 0,0001) u 7,4/5,3 mmHg
(p <0,0001), croTBETHO, B CpaBHEHHe CBC CaMOCTOATE/IHATA TEparHs ¢ ONMecapTaH MeAOKCOMMIN
40 mg.

CpaBHEHHE MEXIOY TMaLMEHTHTE, NOoAyuYaBalld OJIMEcapTaH MEIOKCOMWI/XHAPOXIOPOTHAIHA
20 mg/12,5 mg y nauveHty nonyuasauy 40 mg/12,5 mg nokasa cTaTHCTHYECKHM 3HAUMMA PA3NIMKa B
MOHW)KaBaHe HAa CHCTONHOTO KPBBHO HanAraHe ot 2,6 mmHg B non3a Ha no-BHcokaTta no30Ba
koMOuHauus (p=0,0255), nokaTto 3a NOHWXKABAHE HA AWACTOJHOTO KPbBHO HansraHe € HalJilonaBaHa
pasnuka ot 0,9 mmHg. JlaHuute ot ambynaTopHOTO fpociesBaHe Ha KpbBHOTO Hanarawe, 6asupaHo
Ha CpeIHUTE NPOMEHU 3a 24 yaca, JHEBHO ¥ HOLUHO JUACTOJIHO W CHUCTOJIHO KPBBHO HaniaraHe
NOTBBPKAABAT PE3YATATUTE OT KOHBEHIIUOHAIHUTE U3MEPBAHUA HA KPbBHOTO HaNsSraHe.

Jdpyro ABOHHO-C/AMO, PaHAOMH3MPAHO NPOY4YBaHE CpaBHABA e€(E€KTHBHOCTTA HA KOMOHHMPAHOTO
JICUEHUE ¢ OIMecapTaH MeJoKcomui/xuapoxiopotnazua 20 mg/25 mg W onMecaprad
MeJoKcoMw/xuapoxsopotyasua 40 mg/25 mg npv nauMeHTH ¢ HEAAECKBATHO KOHTPOAUPAHO KPbBHO
HaNAraHe cnen 8 ceaMuLH JledeHHe ¢ oiMecapTad MeaokcoMun 40 mg.

Cnea 8 ceaMuUM Ha KOMOMHHUpPAHO JIEHEHHE, CUMCTONHOTO/AMACTONIHOTO KPbBHO HAAraHe € OHIIO
3HAYMTETHO MOHHKEHO B CPABHEHHME C H3XOAHOTO HUBO ¢be 17,1/10,5 mmHg 8 rpynara Ha onimMecapTtaH
MeagoKkcoMua/xuapoxnopotiazug 20 mg/25 mg v 17,4/11,2 mmHg B rpynmara Ha oJMecaprau
Meaokcomun/xuapoxsiopotiazna 40 mg/25 mg. Pasznukara mexay aBere rpynud He e Ouna
CTATUCTUUECKH 3HAUMMA, KOTATO CE € NPUIAran KOHBEHLMOHANTHHAT METO/l 32 U3MEPBAHE Ha KPbBHOTO
HAAraHe, KOETO MOXe da Obae o0iaCcHeHO ¢ u3BecTHUR edeKT Ha OTroBOP Ha MOCTOAHHA 4033 NpPW
aHrHOTEH3MH Il peLenTOpHHUTE AHTarOHUCTH, KAKBBTO € OJIMECAPTAH MEAOKCOMUII/ XHAPO

Bbnpeku ToBa KNMHHYHO M CTATHCTHYECKW 3HAYMMAa pa3fiMKa B MOJ3a Ha oJMecapr
xuapoxnopotuazua 40 mg/25 mg B CcpaBHEHHE C OJiMecapTaH MeIOKCOMHA/X
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20 mg/25 mg e HabmogapaHo B cpeAHOTO 24-4acoBO, AHEBHO W HOLLLHO aMOyNaTopHO Mpoc/ieasiBaHe
Ha KPLBHOTO HANAFAHE KAKTO MO OTHOWICHUE HA CUCTONTHOTO, Taka U NO OTHOLUIEHHE HA AUACTOJHOTO
KPbBHO HanAraHe,

AHTHUXUNEPTEH3UBHUAT eeKT Ha ONMecapTaH MEeAOKCOMWI/XHAPOXNOPOTHA3HA € Oua CXOIEH,
HEe3aBUCHMO OT BB3pPacT, Non UK AuadeTeH craTyc.

Hemenaromen pax na xodcama: Bb3 0OCHOBA HA HAJIMYHUTE JAHHH OT €NUAEMUONOTMYHHM NPOYUBAHHS
e Hab/loaaBaHa 3aBUCHMa OT KyMyJaTUBHATa A03a Bpb3ka Mexay XXT3 u HMPK. Eano npoyusane
BIUTIOUBA nonyfauus, cberosma ce o1 71 533 cayuan Ha BKK 1 8 629 cnyuan na CKK, v nonynauus
or cboTBeTHO | 430833 u 172462 noaxoasium kKoHTpoau. Bucokara ynotpeba Ha XXT3
(kymynatusHo 250 000 mg) e cebp3ana ¢ kopurupan OR 1,29 (95% JIA: 1,23-1,35) 3a BKK u 3,98
(95% N: 3,68-4,31) 3a CKK. Habntonagana e sscHa Bpb3ka KyMyaaTHBHA 103a-0TroBop kakTo 33 BKK,
Taka M 3a CKK. Jlpyro npoyuBaHe noka3sa Bb3MO)KHa Bpb3ka Mexay paka Ha ycTHUTe (CKK) u
excno3muuaTa Ha XXT3: 3a 633 cnydyan Ha pak Ha ycTHWTe € noadOpaHa nomynauusa ot 63 067
NOAXOAALM KOHTPOJIH, KaTO Ce M3MOoA3Ba CTpaTerus 3a B3eMaHe Ha npoOH, onpeaeneHa OT pPHCKa,
HemoHCTpHpaHa € Bpb3ka KyMyJlaTHBHA n03a-0oTrosop ¢ kopurupan OR 2,1 (95% JIU: 1,7-2,6),
Hapacteawl Ao OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25000 mg) n OR 7,7 (5,7-10,5) 3a uaii-
BUCOKaTa KyMyaaTueHa a03a (~ 100 000 mg) (ex. cbiio Touxa 4.4).

dpyra nngopmMatims

JIse roneMu, paHAOMH3HPAHHK, KOHTPOAUPaHKU NpoyuBanus ,, Texywo [ nobanHo Manuteane 3a Kpaiinu
Llenn Ha TenmucapraH, CaMoctosatenHo ¥ B KomObunauna ¢ Pamunpun® (“ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial”, ONTARGET) u ,,KnuHuuHo npoyupase,
CBBP3aHO ¢ pa3BUTHE HA HedponaTUus nNpH AuadeT, npoBeaeHo ot MUHHCTEpCTBO Ha BeTepaHuTe” (“The
Veterans Affairs Nephropathy in Diabetes”, VA NEPHRON-D) npoyuBar ynorpe6ara Ha
komOnHauuaTra ot ACE-unxuburop ¢ anrnorensun Il peuentopen 6noxkep.

ONTARGET e npoyusaHe, npoBeAeHO [IpYU NALUMEHTH ¢ aHAMHE3a 3a CbPASHHO-CHAOBa UAY MO3BYHO-
chaoBa bonect UM 3axapeH auaber TUN 2, NPHAPYKEHH ¢ AaHHH 3a YBpexaaHe Ha ePEKTOPHH OpraHH.
VA NEPHRON-D e npoyusaHe npH nalKeHTH ¢be 3axapeH anadber Tun 2 U anadberHa HedponaTHs.

Te3u npoyuBaHMa He MOKA3BAaT 3HAYMM OnaronpuaTeH eexT BbpXy OnOpeuHHTE WHIU ChpaeYHO-
CbAOBUTE TNOCACANWLUH W CMBPTHOCT, KaTO CHUIEBPEMEHHO ¢a HabogaBaHW TMOBHILEH PUCK OT
XUMNepKaineMus, ocTpo yBpekaaHe Ha 6vOpeunTe, WHIU XUNOTOHUS B CpaBHEHHE ¢ MOHOTEpanUATA.
Kato ce umar npeagua CXOLHUTE UM (dapMakOAWHAMHUYHHM CBOWCTBA, TE3M PE3Y/ITATH Ca CbLUO
NpunoxkuMu 1 3a Ipyru ACE-uHxuburopu v anrvoreHsud Il penentopimn 6aokepu.

3atoBa ACE-uHxubutopn ¥ anrnoteHsuH Il peuentopHu Onokepu He TpadBa ga ce MU3MOA3BAT
eAHOBPEMEHHO NPH NMayueHTH ¢ AuadeTHa HepponaTus.

SAMHUCKHpeH KnuHuyHo [lpoyupare npu [laudeHTu ¢be 3axaped Jnaber Tun 2 ¢ Uanon3zsaHe Ha
Kpaitnu Llenn 3a CepaevHo-cbaoBu 1 bubpeunu 3abonseanua® (“Aliskiren Trial in Type 2 Diabetes
Using Cardiovascular and Renal Disease Endpoints”, ALTITUDE) e npoyusaHe, npeaHa3HayeHO Ja
H3c/ie/IBa non3ata oT Ao0aBaHeTO Ha AMCKUPEH KbM cTaHaaptHa Tepanua ¢ ACE-uuxuburop unu
aHruoTeH3uH Il peuernropen 6okep npy nauUeHTH Che 3axapeH auaber THN 2 U XpOoHUUHO O6BOpeYHo
3abongaBaHe, CbpAEYHO-CHLAOBO 3abonsiraHe WM ¢ asere. [lpoyyBaHeTo € IMpekpaTeHo
NpeXAeBpEMEHHO NMopaay NOBULLEH PUCK OT HeKeNaHu nocieauuu. Kakto cbpaedHo-cbaoBaTa CMBPT,
Taka M HMHCYNTBLT Ca NO-4eCTH B IpPynaTa ¢ alUCKUPEH, OTKOJKOTO B rpynata Ha nnauebo, a
MPeACTAB/NABALINTE MHTEpPEC HEXelaHW CHLOMTHA W CEPHO3HM HeXeNlaHU CbOMTHA (XMNnepkanuemus,

OTKOJIKOTO B rpynaTa Ha nnauebo.

52 @apMAKOKHHETHYHH CBOHCTBA
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AbOcopbuHnsa u paznpeaeseHue

OnmecapTaH METOKCOMMII

OnMecapTan MegokcoMu e npeanekapctso. [pu abcopbus 0T cToMallHO-YpeBHUA TPAKT Obp30 ce
MpeBpblla BbB (PApPMaKONOrHUHO AKTUBHUA MeTabonuT onMecapTadH OT eCTEpa3uTeé B YpeBHATa
JIMraBKLIA U NOPTATHOTO KpbBOOOpbLUIeHHe. B nnazMaTa MK eKCKPETHTE HE C€ OTKPHBA AKTHBHOCT Ha
WHTAKTEH OJIMECAPTaH MEAOKCOMMI MNW Ha YACTH OT MHTAKTHHU CTPaHMUYHU BEPHIH HA MEOOKCOMHMI.

CpenHara abconoTHa OMOHANNYHOCT Ha ONMecapTaH, NpUIoKeH noa gopmara Ha TabneTky € ouna
25.6%.

CpenHata nukoBa njasMeHa KOHUEHTpauua (Cmax) Ha OiMecapTaH ce JOCTHra B paMKHTE Ha 2 yaca
cAe] NepopaTHOTO A03MpaHe Ha OlMecapTaH MEAOKCOMW], a IJIa3MEHHTE KOHLEHTpaLUM Ha
onMecapTaH HapacTBaT NPUONHM3UTENHO THHERHO C YBenuvasallinTe ce eAMHUYHK NEPOPATHHN 03U N0
okoJio 80 mg.

XpaHata oka3Ba MMHHUMaNEH e(QeKT BbpXy OMOHANWYHOCTTA HA OAMecapTaH W 3aTOBa OfIMecapTaH
MEOKCOMHIT MOXKe a ce npunara ¢ unu 6e3 xpaHa.

He ce nHabniopaBar KIMHHMYHO 3HAYWMMH PasNUKH CBbp3aHy ¢ Nojia BbB (apMAKOKHMHETHKATa Ha
ONMecapTaH.

OnmMecapraH ce CBbp3Ba BBB BUCOKA CTENEH C TUIazMeHHTE NpoTeuHH (99,7%), HO BB3MOXHOCTTA 32
KJIMHWYHO 3HAYMMH B33aUMOAEHCTBUMA NOpaaH MH3MECTBAHE OT I[U1a3MEHUTE TNPOTEUHH MeXAay
OJIMECAPTAH H APYTHd €AHOBPEMEHHO MPUJIaraHH JIEKApPCTRa, KOUTO BbB BUCOK MPOLEHT Ce CBbP3BAT C
JIa3MEHWTE MPOTEHMHH € HHUCKA (KOeTO ¢€ nNOTBbpXKAaBa OT JIMNCATA HA KIMHUYHO 3HAYHUMH
B3AUMOJCHCTBHA MEXAY OMEcapTaH MEOOKCOMHI W BapdapuH). CBbLP3BAHETO Ha ONMecapTaH C
KPbBHUTE KINETKHM € He3HauutenHo. CpeaHuar ofeM Ha pasnpenciieHHe ciel HUHTPABEHO3HO
NMpUNOXKeHHe € HUCBK (16 — 29 |).

XHUAPOXA0pOTUHAIUA

Cnea nepopanHo NpUIOXKEHHE Ha OJIMECapTaH MEAOKCOMUM W XUAPOXNOpOTHA3Wa B KomMOMHALMA,
CPEAHOTO BpEME HA MUKOBHUTE KOHUEHTPAUMM Ha xuAapoxusopotuasua € 6uno 1,5 no 2 yaca cnen
npueMa. XHAPOXJNOpOTHA3UA ¢€ cBbp3Ba 68% ¢ NNasMeHUTe NPOTEMHH M HEroBUAT obeM Ha
pasnpeaeneuue e 0,83 — 1,14 I/kg.

buorpancpopmanus ¥ eTHMHEHHpaHE

OnmecapTaH MEAOKCOMMI
O6ukHOBeHO obwHaT nna3sMeH kKnupsHC € 1,3 Vh (CV, 19%) 1 € cpaBHATENHO HUCBHK B CPaBHEHUE ¢

yepHoApobHHs KpbBoToK (90 I/h). Cnea enHOKpAaTHO NEpPOpaTHO MpUAGKeHHe Ha Oenssan '‘C-
oMecapTad Meaokcomuil, 10 - 16% oT npunoxeHaTa paaMOaKTUBHOCT € eKCKpeTHpaHa B ypuHara (rno-
rojiaMaTa 4acT B paMKHTe Ha 24 uaca c/ied NpUAOXKEHHE Ha [03ata) B OCTATbKLT OT OTKPHTATa
PaAMOAKTUBHOCT € €KCKpeTHpaHa upe3 fekanuuTe. Bb3 0CHOBA HA CMCTEMHATAa HANMYHOCT OT 25,6%,
MOXE Ja C€ 3aKIouM, ue abcopOMpaHUAT oiMecapTaH ce eJIMMHHUpPa €AHOBpeMeHHO upe3 Hndpeusa
exckpeuns (40%) u upe3 xenarto-OunuapHa ekckpeuus (60%). LianoTo KONHUECTBO OTKpHUTa
pPaNHOAKTUBHOCT € HAeHTHdHUMpaHa KaTo ojMecapTaH. He e oTkpuT Apyr 3Hauum metadonur.
EHTepoxenaTaqHUAT LIUKB HA OJIMECAPTAH € MUHUMANEH. TBH KaTO rofiiMO KOJHUYECTBO OtMECApTaH
ce EKCKpeTHpa u4pe3 kibukara, ynorpebata npd naudeHTH ¢ OunuapHa OOCTpyKuUus e
NPOTHBONOKa3aHO (BXK. Touka 4.3).

TepMUHANHHUAT €IMMHHALMOHEH MONYKUBOT Ha OJMecapTaH Bapupa mexay 10 v 15
MHOTOKPAaTHO NEPOPATHO J03HpaHe, PABHOBECHOTO CHLCTOSHHE C€ OCTHUTA CNe/ IbBPBUTE
¥ chen 14-nHeBHO MHOrOKpaTHO J03WpaHe He € HabAJaBaHO JONMBIHHTENH
brOpeunnaT kanpsHe ¢ 6un okono 0,5 - 0,7 1/'h u e 6un nezasucum ot posara.

23




XHApOXTIOPOTHAZHT
XUApOXJIOPOTHA3KM He ce MeTabonuiupa npH Xopa W MOYTH HAMbAKHO Ce EKCKpeTHpa KaTo

HeMPOMEHEHO AKTHMBHO BeulecTBO B ypuHarta. [lpubauzurenHo 60% ot nepopanHara goza ce
€JIMMHUHHPA KATO HEMPOMEHEHO aKTHBHO BEILECTBO B pamkute Ha 48 yaca. bnuOpeuHusT winpbHC e
okosio 250 — 300 ml/min. TepMHUHANTHUAT ENMMUHALUMOHEH MONYXHBOT HAa XHAPOXJIOpOTHasu € 10 —
15 vaca.

OnMecapTan MeJoKCOMUI/XHAPOXJIOPOTHA3ZHA

CucTeMHaTa HalM4YHOCT HA XMAPOXJIOPOTHA3MA € MOoHMKEHa ¢ okono 20%, korato ce npuiara
€AHOBPEMEHHO C OJIMECAPTaH MEIOKCOMMII, HO TOBA JIEKO NMOHMXEHHE HE € OT KJIMHUYHO 3HAUYEHHE.
KuHernkaTa Ha OJIMECAPTAH HE CE MOBIWABA OT €IHOBPEMEHHOTO NPHIOKEHHE HA XHPOXJIOPOTHAINA.

PapMaAKOKHHETHKA NIPH cNeUHPHYIHH NONyaalHH

IHayuenmu 6 cmapuecka ev3pacm (Ha 65 200unu u nogeye)

[Ipn nauneHty ¢ xuneprouus AUC Ha onmecapraH B paBHOBECHO CHCTOAHHE C€ MOBHILARa ¢ OKOJIO
35% npy no-BB3pacTHH MALMEHTH B CTAPUECKA BB3pacT (65 — 75 roguHu) U ¢ okono 44% npu MHOTO
Bb3PAaCTHHU MAUMEHTH (= 75 roAMHHU) B CPAaBHEHHE C NO-MNAAH NaUMUEeHTH (BXK. Touka 4.2).

OrpaHy4eHH OJAHHKM NPEANoNarar, 4e CHCTEMHHUAT KAMPBHC Ha XHAPOXJIOPOTHA3HL C€ NOHHIKABA KAKTO
NpH 3PaBH, TAKA ¥ NMPU NALMEHTH ¢ XUMEPTOHUA B CTAPUECKA Bb3pacT B CPABHEHUE C MJIAAW 3JPaBH
noOpOBOIILLK.

bvbpeuno yspesicoane

[Tpn naumeHTu ¢ 6LOpeuHo yBpexnaHe, AUC Ha onMmecapTaH B paBHOBECHO CHCTOAAHHE Ce NMOBHILIABA
¢ 62%, 82% u 179% npu naLMeHTH ¢ IeKo, YMEPEHO MU TexkKO OBLOpeuHO yBpexaaHe, CbOTBETHO, B
CPaBHEHHUE CbC 3APABH KOHTPOIM NAUKEHTH (BK. TOUKK 4.2, 4.3, 4.4),

MakcumanHata ao3a onMmecapraH MeJOKCOMMI MpH MalMeHTH ¢ Jieko 10 ymepeHo 0O1u6peuno
yBpexaaHe (KpeaTHHHHOB KJIUpbHC OT 30 — 60 ml/min) € 20 mg onMecapTaH MEAOKCOMHIT BEAHDBX
nHeBHO. Ynorpebara Ha onMecapTaH MEAOKCOMM/ MPpU NMauMeHTH ¢ TeXKo ObOpeyHo yBpexkaaHe
(kpeaTUHHHOB KIHWpBHC OT< 30 ml/min) He ce npenopbuea.

BpeMeTo Ha NONYXUBOT Ha XHUAPOXNOPOTHA3ZUA € YAB/DKEHO MNPU NALUMEHTH ¢ HapyueHa 6b0peyHa
(OYHKLMUA.

Yeprodpobuo yspedwcoane

Cnea eqHOKpATHO NEpOpaniHo NpuiaokeHue, crtoiHoctuTe Ha AUC Ha onimecapTaH ca OUIM 0-BUCOKH
¢ 6% u 65% CHLOTBETHO MPU NALUEHTH C JIEKO H YMEPEHO 4e€PHOAPOOHO yBpexKaaHe, OTKONKOTO NpH
CBOTBETHHTE 3/IpaBH KOHTPOIHHW nNauueHTH. Hecrbp3aHata ¢pakuus Ha oaMecapraH Ha 2" yac cien
MpPUEMa Ha 103aTa NPH 34pasu JHULA, MPH NALUMEHTH C NEKC YEPHOAPOOHO YBPEKIAHE U MPH NALMEHTH
¢ yMepeHO uepHOaApoOHO yBpexaaHe ca Sunu cvotBeTHO 0,26%, 0,34% 1 0,41%. Cnen MHOrokpaTHO
JO3UpaHEe NPH MALUEHTH € YMepeHO uvepHoapoOHO yeRpexaaHe, cpeaHara crorHocT Ha AUC Ha
oJiMecapTaH € Ouia OoTHOBO OKoNO 65% Mo-BHCOKA OTKOJAKOTO MPH CHOTBETHUTE 3ApaBH KOHTPONHH
natiieHTH. CpeaHute CTOHHOCTH Ha Cpax HA OnMecapTaH ¢a OunM CXOAHW NPH MALMUEHTH C

'-IEPHO,IIPDﬁHﬂ YBpCAKOJaHE U 3[1paBH JiMLa.

[IpM NauMeHTH C YMEPEHO HEPHOApPOOHO YBpEXAaHe ce NMpenopbyBa NMbpBoHAYanHa ao3a ot 10 mg
ONMecapTaH MEJOKCOMM/ BEeAHBX OHEBHO H MAaKCHMAJIHaTa J03a He Tpadsa Aa HaapuMwara 20 mg

XHAPOXNIOpOTHA3H /.
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JlekapcTBeHH B3aUWMOJelcTBHSA

Cexgecmpanm Ha HCTLYHA KUCEAUHA KORecesenram

EaHoBpeMeHHOTO npuioxeHHe Ha 40 mg onmecapraH Mmeaokcomun W 3 750 mg konecesenam
XMAPOXJIOPUA NPH 3ApaBy JiMla BOAH 40 noHwxkaBaHe ¢ 28% Ha Cmax ¥ NoHWkaBaHe ¢ 39% na AUC Ha
onMmecapTtaH. [lo-manko edektH, noumxkasaHe ¢ 4% n 15% Ha Chax ¥ AUC crhoTtBeTHO, ca 6unu
HabslofaBaHyu, KOraTo OIMECapTaH MEAOKCOMUA € MpHaaraH 4 yaca npeid KosleceBenaM XuaApOoXJIopHL.
ENHMHUHALUKOHHHUAT HONYXHUBOT HAa OAMeEcapTaH € Oun nonuumxkeH ¢ 50 — 52% neszaBUCHUMO Janu ce
npunara eAHOBPEMEHHO, HITK 4 vaca npeu KonecerenaM XHapoxnopHa (Bx. Touka 4.5).

5.3 IIpeaAKIHHHYHH AaHHH 32 0€30NMACHOCT

TokCHYHHAT NoTeHLMan Ha xOMOMHAUMUATA ONMEcapTaH MEAOKCOMMI/XHAPOXJIOPOTHA3UA € OLEHEH
MPH APOyuYBaHHA 334 MEpOpaiHAa TOKCUYHOCT C AOBTAPALLO CE€ N03WpaHe B NPOAB/DKEHHE Ha LIECT
MEeCELIa MPH TUTbXOBE H KYUeTa.

3a BCAKO €AHO OT OTAEIHUTE BELUECTBA U APYTUTE JIEKAPCTBEHH MPOAYKTH OT TO3W KIac, OCHOBHUSAT
TOKCUKOJIOTMYEH npHuUeneH opraH Ha komOuHauuATa ca Owau OnOpeunTte. KomOuHauuara Ha
ONMECapTaH MEJOKCOMWI/XMAPOXJIOPOTHAa3HA npeiu3BHKBa (YHKUUMOHANHH ObOpeuHH MpOMEHH
(moBHIIaBaHe Ha YpEeHHHA a30T B CEpyMa M Ha CEPYMHHA KpeaTHHWH). BucokuTte nosu npuuunHsaeat
TyOyJiHa AereHepailis ¥ peresepaiims Ha OpOpeunTe Ha NMIBLXOBE K KyueTa, BEPOSTHO Ype3 NPOMSHA B
ObbOpeuHaTa xemoauHamuKka (noHwkeHa 6bOpeyHa nepdy3usa B pe3ynTaT Ha XMMOTOHHUA ¢ TyOyaHa
XHUIIOKCHA M TyOynHa KieTb4Ha JeredHepauus). B  agonbiaHeHne koMmOMHauWATa oOnMecapTaH
MeZOKCOMHUII/XHAPOXIOPOTHA3UA NPEAU3BHKBA HAMANABAHE Ha NapaMeTPHTE HA YEPBEHHTE KPBBHH
KIIETKH (EPHTPOLIMTH, XEMOINIOOMH M XEMAaTOKPHUT) M TNOHHXABAHE HA TEMIOTO HAa ChPUETO MNpH
IUTbXOBE.

Te3u edextu ca dunu HabmonaraHu cbwo M 3a Apyrd AT, peuentopHu aHaTtaroHHcTH M 3a ACE
HHXHUOUTOPH K M3r/esKaa ca OWnu MpUYUHEHH OT GapMakKONOrMUYHOTO JeHCTBHE Ha BUCOKH AO3H
O/IMEcapTaH MEAOKCOMHI, M TOBA M3IJIe)KAA HE C& OTHACA 3a XOpa B NPENOopbUBAHUTE TePANEBTHUHH
NO3H.

HPDY‘{BaHHHTﬂ 34 NEHOTOKCHYHOCT, KOUTO M3NOoJ3BaT KOMOUHALHUATA oaMeCapTad MEINOKCOMHI H
XHAPOXJAOPOTHA3KWA, KAKTO H OTAC/IHUTEC KOMITOHEHTH HE €4 1TOKd3a/1H HHKaKBH [IpH3HallH HA KNAWHHYHO
JHAYHUMA N'€HOTOKCHUYHA aKTHUBHOCT.

KaHueporeHHHUAT MOTEHUMAN Ha KOMOHHALUMATA OIMecapTaH MEAOKCOMMUA H XHAPOXJIOPOTHAIHA HE €
U3CNEABAH, ThbH KaTO HAMA A0KAa3aTeNCTBa 3a CLOTBETHH KAHLEPOreHHH e€hekTH Ha JABETE OTAE/HH
CbCTABKH B YC/IOBUATA Ha KJIHHUYHA ynoTpeda.

Hsama poka3zatesncTBa 3a TEpPaTOr€HHOCT MPH MHILUKA WM NABXOBE, TPETHPAHW C KOMOHHaLMATA
oMecapTaH MEAOKCOMMA M XuIpoxioporuasui. KakTo ce ouakBa OT TO3M KJAac NE€KaApPCTBEHH
MPOAYKTH, € HabnwojaBaHa ¢eTanHa TOKCHUYHOCT NPH TUTbXOBE, KOETO € BUAHO OT 3HAUYMUTEJHO
MOHMKEHOTO (PETATHO TENECHO TErJ10, KOraTo ca TPETUPaHKM ¢ KOMOHHALKATA ONIMECApTaH MEAOKCOMMUII
M XMAPOXJIOPOTHA3HU] 110 BpeMe Ha OpeMeHHocTTa (BHKTe TOHKH 4.3, 4.6),

6. OAPMAIIEBTHYHH JAHHHA
6.1 Cnuchbk Ha NOMOIHHTE BellleCTRA

Aapo Ha TabneTkara

KpockapMmenosa HaTpH#

MaHuTon

MuKpoKpHUCTaHa UENY03a

JacTHYHO 3aMeCTEHa XHMAPOKCHUNPOTTUNLIETYIIO3]
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KonouneH, 6e3poaeH CUIMLUMER AUOKCULL
MarHe3ues cTeapart
HaTtpues naypuacyndar

OUAMOBO NOKPHUTHE
XHnpomenosa

TwuranoB amokeua (E171)
Maxporon

Kbnt xeneszen okeup (E172)
Tank

UepeeH xenesen okcun (E172)

6.2 HecbBMeCTEMOCTH

Henpuitoxxumo.

6.3 Cpok Ha rognocr

2 rOAUHH

6.4 CneuHajaHn yCJOBHA HA ChXpAHEHHE

Ha ce cbxpansBa roa 25°C.

6.5 Bnau cpappikaHHe HA ONAKOBKATA

CTyaeHo naMUHUPaH NONHAMHA/ANYMUHUA/MOAMBHUHKA XJIOpUA/anyMUHHKI Bnuncrep.
Onaxkosk# ot 14, 28, 30, 56, 90, 98 dunmupanu tabneTkH.
KaneHgapHa onakoBka oT 28 ¢unmupanu tabnerku.

He Bcyukn BUOOBE ONakoOBKM Morar aa 6baaT aycHaTH B npojaaxda.
6.6 CrnenHaaHd npeaNna3HH MePKH NPH H3XBLPJISHE

Hsama cneuyanHi H3UMCKBaHUA 3a H3XBBPAAHC.

HeunanonisaHuaT jiexapcTBeH POAYKT WM OTNAABYHHTE MaTeEPHaH OT Hero TpadBa na ce U3XBBPJAT
B CbOTBETCTBHE ¢ MECTHUTE U3UCKBaHUA.

7. IMPHUTEXATEJ/] HA PAZPEINEHHETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN,

HMpnanaus

8. HOMEP(A) HA PAZPEINIEHHETO 3A YIIOTPEDBA

20170114
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9. JATA HA II'bPBO PA3ZPEIHABAHE/MTIOAHOBABAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbxpBO paspewaBade: 22 mapt 2017 r.
JlaTta Ha nocneaHo noaxosasauve: 27 auyapu 2020 r.

10. HATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2025
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