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1. UMME HA JIEKAPCTBEHHA ITPOJAYKT

Onmecapran/HCTZ Buatpuc 20 mg/12,5 mg punmupanu tabnerku
Olmesartan/HCTZ Viatris 20 mg/12,5 mg film-coated tablets

2. KAYECTBEH U KOJIMUECTBEH CbCTAB

OnMecapTaH MEIOKCOMHII U XHAPOXJIOPOTHA3 KL

Beaka gunmupana tabnetrka cwhabpika 20 mg onmecaprad MeaokcoMun (olmesartan medoxomil) w
12,5 mg xuapoxnaopotruasua (hydrochlorothiazide).
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Onmecapran/HCTZ Buarpuc 20 mg/12,5 mg ¢puamupana tabnerka: bsna, tijﬁﬁhh'péné,' o6na, ABOHHO

M3ITbKHAJIA CbC CKOCEH pbO, ¢ BANBOHATO penedHo o3Havenre ‘M’ oT eaHaTa cTpaHa Ha TabjeTkaTa W
"H4" ot apyrara cTpana.

4. KJIUMHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

JleyeHue Ha eceHUMaIHA XUITEPTOHMS.

Oamecapran/HCTZ Buatpuc pukcupana 1030Ba KOMOMHALIMS € NOKa3aHa MpH Bb3PaCTHH MAalMEHTH,
YHETO KPBbBHO HaJIAraHe He Ce KOHTPOJIMpa a/IeKBaTHO CaMO € OJIMECapTaH MeJIOKCOMHMI.

4.2 Jlo3MpOBKAa H HAYHH HA NMPHJIOKEHHE

J1o3upoBKa

Bw3pacmiu

Onmecapran/HCTZ Buatpuc He ce npenopbyBa KaTro HaydajlHO JieYeHWe, a € TMpeaHa3Ha4vyeH 3a
MaLMEHTH, YHETO KPBBHO HajAraHe He Ce€ KOHTPOJIMpa aAeKBaTHO C OJIMEecapTaH MEJIOKCOMMJ KaTo
MoHoTtepanus. Onmecapran/HCTZ BuaTpuc ce npuema €IMH NbT AHEBHO CbC WK 0€3 XpaHa.

Korato e KIMHMYHO MOKa3aHO, MOXe Ja ce OOMHC/IM JMpPEKTHAa CMsiHa OT MOHoTepanus ¢ 20 mg
oJiMecapTaH MeJIOKCOMMJI KbM (PMKCHpaHaTa KOMOMHALMS, KaTO ce B3eMe MPeABUI, Y€ MaKCHMATHUSAT
AHTUXMUIIEPTEH3UBEH €()EKT Ha OJiMecapTaH MEJOKCOMMJI C€ MOCTHUIa OKOJI0 8 CeIMULIM CJIe]l HA4aJI0TO
Ha JIeYeHHUeTO (BXK. Touka 5.1). [IpenopbuBa ce TUTpUpaHe Ha J103aTa HA MHAUBHYAJIHUTE CbCTABKH:

20 mg oamecapTtaH MeJAOKCOMMUJ/12,5 mg XUAPOXJOPOTHA3HI MOXKE jJa Ce€ NpuiaraTt Ha MalueHTH,
YHETO KPBbBHO HajiiraHe He € aJIeKBaTHO KOHTPOJIMPAHO C oJMecapTaH Meaokcomus 20 mg kKaTto

MOHOTEepanus.

llayuenmu 6 cmapuecka 6v3pacm (Ha évzpacm 03 u nogeue 200uHu)




an NailHCHTH B CTApPHECCKa BbBL3IPACT C€ MPCTopbyBa ChlllaTa 4034 OT KDMﬁﬂHﬂuHHTa, KakKToO [IpH
Bb3PaCcTHH.

bvbpeuno yepeoswoane

[IpenopbyBa ce nepHoAUYHO npocneassanHe Ha ObOpeuHarta qyHxkumsa, korato OnmecaptaH/HCTZ
Buarpuc ce npunara npH nakMeHTH € Neko Ao ymepeHo 0ubpeuHo yBpexaaHe (KpeaTHHHHOB KNHPbHC
30-60 ml/min) (ex. Touyka 4.4). Onmecapraw/HCTZ BuaTpHuc e npoTHBOMOKasaH NpH MAUMEHTH ¢
Texkko ObOpeuHo ypexaaHe (kpeaTHHHHOB KnHpbHC < 30 ml/min) (Bx. Touka 4.3).

Yeproopobro yepexcoare

OnmecapTrat/HCTZ Buatpuc Tpsa6Ba aa ce M3N0a3Ba C NOBULLEHO BHUMAHHUE MPH MaLUEHTH C JIEKO A0
yMepeHo vepHoOpoOHO yBpexxaaHe (Bx. Touku 4.4, 5.2). [lpy naumenTn ¢ ymepeHo depHoapoOHO
YBpEXJAaHE c€ [penopbyBa HauanaHa ao3a ot 1) mg onmecaptaH MeAOKCOMMI BeHBbX AHEBHO W
MaKcHManHaTa Ao3a He TpadBa aa npesuwasa 20 mg BeaHBX AHeBHO. [IpenopbyuBa ce BHUMATENHO
npocneAsBaHe Ha KPBBHOTO HandraHe W ObOpeuHata QyHKUMA NPH NALUMEHTH C HEPHOAPOOHO
YBPEXKIAHE, KOUTO MONYHABAT AUYPETUUW HW/HIW APYTH aHTUXUNEPTEH3UBHM NeKkapcTBa (BxK. TOUKH
4.3,4.4,4.5 1 5.1). HaMa onuT OT NPHJIOKEHUETO HA OAMECAPTAH MEJOKCOMMIT MPH MALMEHTH ¢ TEXKKO
4epHOAPOOHO YBpEXKAAHE,

Onmecapran/HCTZ Buatpuc He TpaOBa Oa ce W3NON3Ba NpY NALMEHTH € TEXKO YepHOAPOOHO
yBpexaaHe (BHXKTe TOUkH 4.3, 5.2), KaKTO K NpH XOJIECTa3a W #UTb4HA 00CTpYKLUMNA (BUXKTE TOYKa 4.3).

ITeouampuyna nonyrayun
besonacHocTra ¥ edHKacHOCTTA HA ONMECAPTAH MEIOKCOMHUI W XHAPOXJIOPOTHA3WA MpH Aela M
IOHOLWUHK oA 18 roauHK He € ycraHoBeHa. HaMa HanWuHU KaHHM,

HauuH Ha [IpUROKEHHUE
Tabnerkara Tpsabpa na ce nornblia ¢ AOCTATHLYHO KOJMMYMECTBO TEYHOCT (Hanp. €AHa yala BoJa).
Tabnerkata He TpabBa na ce AbBUE M TPadBa ga ce B3eMa 110 €QHO M ChLUO BpeMe BCEKH AEH.

4.3 IIporuBonoka3zanus

CBpBXUYBCTBUTENHOCT KbM aKTUBHUTE BELLECTBA MK KbM HAKOE OT MOMOLUHHTE BELIECTBA, H30poeHH
B TOUKa 6.1 HNW KbM ApYrd BEUIECTBA, NPOU3BOAHH HA CyAdoHaMHUA (ThH KATO XUAPOXNOPOTHAIMNA €
JIEKAPCTBEH MPOAYKT, MPOU3BOAEH HA CyI(hOHaMHKA.)

Texxko 6BOpeuHO yepexaade (KpeaTHHHHOB KNUpbHC < 30 ml/min).
Pedpakropta XHrokaaHeMus, XUIepKalLUHeMHs, XHIMOHATPHEMHUS K CHMMTOMATHYHA XHITEPYPHUKEMMUA.
Texko yepnoapoOHO yBpexaaHe, xoecTasza H OMnHapHH 0OCTPYKTHBHU HapyLLeHHs (BXkK. To4Ka 5.2).
Bropu 1 TpeTH TpuMecTLP Ha DpemeHHoCTTa (BXK, TOUKK 4.4 K 4.6).

EnHoepeMentata ynotpeba Ha OnmecaptraH/HCTZ BuaTpuc ¢ aninCKUpEH-ChAbPKALUH JIEKAPCTBEHU
NPOAYKTH € NMPOTHBOIMOKA3aHO NPH MalKeHTH cbe 3axapeH avabet unu 6L6pevno yspexaase (GFR <
60 ml/min/1.73 m?) (Bx. Touxku 4.5 u 5.1).

44 Coeuna/iHH NpeaynpexIcHHsA H NPEANAa3HH MEPKH NPH ynoTpeda

XHUAPOXTIOpOTHAIUL

OcTpa pecnupaTOpHa TOKCHYHOCT
Criea npyeM Ha XUAPOXIIOPOTHAZHI C€ CHOOLIABAT MHOIO PEIKM TEKKK CyHaun Ha OCTpa pec
TOKCHYHOCT, BK/JIOYHTENHO OCTBHp pecnupatopeH auctpec cuHapom {OPHC). Cnen




HA4YaOTO CHMNTOMMTE BK/TIOUBAT JMCIHEA, MOBUIIEHA TEMIEpaTypa, BrowasaHe Ha OenoapobHara
pyHkuus u xunotouus. [lpu cbmHeHue 3a ARDS T1pabsa pa Obae cnpAH NpHEeMBT Ha
Onmecaptav/HCTZ Buatpuc u aa ce npuaoxky NoOAXOAALLO JiedeHue. XUAPOXJIOpOTHA3uA He TpaOra
Na ce npunara nNpH NaudeHTH, Kouto npeau tosa ca nonyuasand OPIC cnen npuem Ha
XHAPOXNOPOTHAZHI.

HemenanoMeH pak Ha KoXKaTa

B nBe enuaeMHONOrHYHHA NPOYUBAHUA, OCHOBABALIM CE HA JATCKMA HALMOHANEH PAKOB PETUCTBD, €
HabmogaBaH NOBHULIEH PUCK OT HeMeNaHOMeH pak Ha koxkaTta (HMPK) [bazanHokneTbueH KapUMHOM
(BKK) 1 cksamosnoxnerbuen kapuviom (CKK)] npy HapacTsala ekcno3vuunsa Ha KyMynaTHMBHA 03a
xugpoxjopordasua (XXT3). doroceHcubunusumpawure epextd Ha XXT3 moraTr aa aeiicTBaTr Karo
BEPOATEH MEXAHU3BM 3a pa3BuTHe Ha HMPK.

[lauventuTe, npuemawn XXT3, Tpabera aa 6vaaT HGopMHUpaHHU 3a pucka oT HMPK u c¢bBeTBaHu
PEAOBHO Oa MPOBEPABAT KOXKATAa CH 33 HOBU N€3MM M He3abaBHO na cbobuiaBaT npu MnosBa Ha
NOAO3PHUTESIHH KOXKHU ne3nd. Ha nauueHTuTe TpabOBa Ja ce npenopbyaT BLIMOMKHH TIPEBAHTHBHH
MEPKH, KaTO ONpaHUYEHO H3JiaraHe Ha CIbHUEBA CBETJIMHA U YJITPABMOJIETOBYU JIbUM, a B CAyvaii Ha
€KCMO3MLUMA, NOAXOAAWA 3aluMTa, 32 Ja C€ CBeAe A0 MHMHUMYM PHCKBT OT paK Ha KOXKAaTa.
[lono3pUuTEnHUTE KOXHU Ne3uu TpadBa 1a ObAAT NOLJIOKEHU Ha HE3ADABHO M3CIEABAHE, MOTEHUHATHO
BKJIFOUBALLO XUCTONIOTMYHHU M3caeaBaHHA Ha OnoncuyHH Matepuanu. [Ipepasraexaase Ha ynotpebara
Ha X XT3 Moxe Ja ce HANNOKH U NPU NAUUEHTH, KOUTO ¢a uMmanu npeaxoaeH HMPK (Bx. ¢blno Touka

4.8).

BuTpechaor obemen aeduunt

[Ipn nauneHTH ¢ 0beMeH WM HAaTPHEB AeUUHT NOPAJH arpeCHBHA AHYpEeTHUHA Tepanus, 6¢aHa Ha
CON AMETa, AHApUA WM NMOBPBILUAHE MOXKE A HACThIIKH CHMNTOMATHYHA XMNOTOHUR, 0cobeHo cien
mbpBaTa J[03a. Te3u cbCTosHUA TpaAbBa na ObaaT KOpMrMpasHu npeau MPHIOKEHUETO Ha
Onmecapran/HCTZ Buarpuc.

JApyru cbCTOAHUA, AKTHBH3IHPAIIH PEHHH-AHTHOTEHIHH-AJIOCTEPOHOBATA CHCTEMA

[Ipy nanueHTH, NMPYU KOUTO CHAOBHAT TOHYC U ObOpeyHaTa QYHKUMA 3aBUCAT IN1aBHO OT AKTUBHOCTTA
Ha pEHUH-aHTHOTEH3WH-aNIJOCTEPOHOBAaTa CHUCTeMa (Hanp. NAUMEHTH C TEXKKA 3acTOiHa cbpaeqHa
HEIOCTATLYHOCT WIH NpuapykaBawo ObOpevHo 3abongBaHe, BKIIOUMTENHO cTeHO3a HAa OvOpeuHa
apTepHa), NEUCHHETO C NEKAPCTBEHH NMPOAYKTH, KOUTO NOBAWABAT Ta3H CHCTEMA, € CBBP3aHO C OCTpa
XHUITOTOHMSA, a30TEMHSA, OTUIYPHUS WK PAIKO, ocTpa OBbOpeyuHa HeqOCTaTBLYHOCT.

PenoBacKky/apHa XHRIEPTOHHA

ChbluecTBYBa MOBHUIEH PHCK OT TeXKa XUIMOTOHUA K ObOpeyHa HEAOCTATLYHOCT, KOFaTO MaLMEHTH C
OunatepanHa cTeHo3za Ha O6bLOpeuHMTE apTepHH WM CTEHO3a Ha apTepusATa Ha €JUHCTBEHUS
¢yHkuuonupany 6uOpek ca nekyBaHM ¢ JieKapcTBEHHM TMNPOAYKTH, KOHWTO MOBIHABAT pPEHHH-

dHI'MOTCH3UH-A1JOCTCPOHOBATaA CHCTEMA.

b1Opeuno yspexaane v 0n0peuna TpaHcnIaHTALHS

Onmecapran/HCTZ Buatpuc He TpaOBa fa ce M3MON3Ba [P MaUHEHTH ¢ TeXKO Ob0peUHO yBpeKaaHe
(kpeaTHHUHOB KAHpBHC < 30 mi/min) (B, Touka 4.3). He e HeoOxoauMo aganTupaHe Ha go3aTa npu
NalUHeHTH ¢ JNeKo R0 yMepeHo ObOpeyHo yepexaaHe (KpeaTHHHHOB KIHPBHC = 30 ml/min,
< 60 ml/min). I'lpy Takuea naumeHTH OnMmecaptan/HCTZ Buatpuc tpabsa aa ce npuiara ¢ NOsBULLIEHO
BHUMAHHE H C€ NPEnopbYBa MEPUOAUYHO TMNPOCAEAABAHE HAa CEPYMHHA KaJlu#, KpeaTHMHHH H
CTOHHOCTHTE HA NMHUKOYHA KHCeNWHA. A30TEMHA, CBbP3aHa ¢ pHUeMa Ha THA3UAHHW AHYPETHUH, MOXKE
A4 Bb3HUKHE NPH NauMeHTH ¢ HapyuieHa 6b6peuHa pyHkUMA. AKO € Hanuue nporpecuBHo Ob0peUHo

AUYDPCTHYHATA TCpAIlHA. Hama onur ot NPUNOKEHHUCTO Ha OJIMECapTaH ME]
XHAPOXNOpOTHAZUA NPY MMAHCHTH € HACKOPO H3BBPLICHA 61:6peuna TpaHCIUTaHTaAlUHA.

JABoHHO OnO0KHpaHe HA peHHH-AHTHOTEH3HR-ana0cTepoHoBaTa cucremMa (PAAC):



Uma panum, ye eaHoBpemenHata ynorpeba Ha ACE-unxubutopn, aHruoteHsuH [I peuentophM
O/10Kkepu UNK ANHUCKUPEH FIOBMLLIABA PUCKA OT XWUMOTOHMSA, XUNEpKaIHeMHUs ¥ NoHwxeHa 6b0peuHarTa
dbyHkuua (BKIOHHTENHO ocTpa ObOpeuHa HepaocTtaTbyHOCT). CnenoBatenHo ABOMHO OJIOKUpaHe Ha
PAAC upez komOuHupaHa ynorpeba Ha ACE-unxudutopm, avrnorensut Il peuenropHu 6nokepu wnu
aNUCKHUPEH He ce mpenopbuBa (BX. Toukd 4.5 u 5.1).

AKO C€ npelieHH, ye TepanuaTa ¢ ABOHHO OnokupaHe € abcontoTHO Heobxoauma, Toea Tpabea na crasa
caMO MojJ HaDNWASHHETO HA CHELHANHCT WM NPH 4ecTO BHUMaTenHO HabniogeHuwe Ha 6ubpeudara
(bYHKLHA, €NeKTPOJIUTHTE U KPbBHOTO HAIATAHE.

ACE-unxuburtopu u anrnotensud Il peuentopru 6nokepu He TpabBa Aa ce U3NON3BAT €AHOBPEMEHHO
NP NauMeHTH ¢ auabetHa HepponaTus.

Yepuoapobno yspexaaue

KM MOMeHTa HIMa ONUT OT MPHJIOKEHMETO Ha OJIMecapTaH MeaOKCOMWA TIPH NALMHEHTH ¢ TeXKO
yepHoApoOHO yBpexaaHe. OcBeH TOBA, MAIKH MMPOMEHHW BLB BOJHO-ENEKTPONHTHHSA DanaHC No Bpeme
Ha TepanuAta C THa3WAH MOrat Ja YCKOpAT uvepHoapoOHata KOMa NpH NAUHEHTH ¢ HapyuleHa
yepHoapobHa QyHKUMA MKW Nporpecupallne 3abonssaHe Ha yepuus apod. Heobxoanmo e nosuileHo
BHHMaHHE NPH MALUUEHTH C JIeKO A0 YMepeHo yepHoapobHO yBpexkaaHe (Bx. Touka 4.2). Ynorpebara
Ha Onmecapran/HCTZ BuaTpuc npu NauUMEeHTH ¢ TeKKO 4YepHOApPOOHO yBpexIaHe, XOnecrasa M
bunuapHa oOCTpYyKLHA € MPOTUBONOKa3aHa (BxX. ToukM 4.3, 5.2).

CTeHo3a HA A0PTHA H MHTPAJIHA KJlana, O0CTPYKTHBHA XHIEPTPOPHUHA KAPAHOMHONATHA
[TonobHo Ha Apyr¥ BasOAHNATATOPH € HeOOXO0AUMO MOBULLUEHO BHUMaHue NPH NALMEHTH, CTpaaaliu
OT CTE€HO3a Ha A0PTHA UM MUTPATIHA Knana, unu obcTpyKTHBHA XUnepTpoduiHa MUOKapAKMONaTHA,

[InpsruyeH a1A0CTEPOHHIBM

[laupenTH c nbpBUYEH aNAOCTEPOHU3IBLM FIO [IPUHUMN HE OTIFOBAPAT HA AHTHXHIIEPTEH3UBHH
NIEKApCTBEHHU NPOAYKTH, ACHCTRAILY Ype3 MHXHOHUpaHEe Ha PEHUH-AHMTMOTEH3WHOBATA cUCTEMA. 3aToBa
NpH TE3M NMaLUeHTH He ce npenopbura ynorpedata Ha Onmecapta/HCTZ Buatpuc.

MerafonuTHiH H eHIOKPHHHH ePeKTH

JleueHHeTo ¢ THa3KAM MOXKE 0a HapyWH rioKo3H4a TosiepaHe. [1py naunenTn ¢ nnaber moxe na ce
HAJIOKM KOPEKLMsA HA 403aTa Ha UHCYJMH WK NEPOPATHUTE XUMOrNTMKEMHYHH JlekapcTaa (Bx. TOYKa
4.5). 1o BpeMe Ha NEYEHHUETO ¢ THA3HIM MOXKE 1a CE NPOABH NIATEHTEH 3axXapeH auader.

[loBHinapaHe Ha HMBATA HA XONECTEPOJ H TPHTAHMLEPUOHUTE Ca HEXENAHHU JICKAPCTBEHH PEAKLMH, 3a
KOWTO € M3BECTHO, Y€ Ca CBBP3AHU ¢ TEpPANUATA ¢ THA3UAEH AUYPETHUK.

[Ipy HAKOM NMALMEHTH, MOJTyHABALH TEPAMHA ¢ THA3UAN MOKE 1a Bb3HUKHE XHUNEPYPHKEMHS UK Aa ¢e
obocTpu noaarpa.

EnexTpoauTten aucbananc
KakTo npy BCEKH NMauUMEHT, Nnojyyasall AMYpETHUHA Tepanus, TpadBa 1a ce U3RbPLIBA [EPUOAHMHO
ONpPEACNIAHE HA CEPYMHUTE ENEKTPONUTH Npe3 NOAXOAALLN UHTEPBANH.

TrazuaMre, BKIKOUUTENHO XHAPOXIIOPOTHA3KA, MOraT Jda Mpean3BHKaT AMcOanaHC Ha TEHHOCTHTE U
CNECKTPONUTUTE (BIJIKOMUTENTHO XHNOKATHEMHA, XUMOHATPHEMHA W XHUIMOXJOpEeMHUYHA alkanosa).
[lpeaynpeaurenHy MpuU3HaUM 3a BOAEH M €NEKTPONMTEH AucbanaHc ca cyxoTa B ycrara, Xawja,
cnabocT, neraprus, CLHJIMBOCT, O€3NOKOHCTBO, MYCKY/iHA OONKa WM KpaMnd, MYCKYJIHA yMOpa,

TO4KA 4.8).




PUCKBT OT XHUMOKWIMEMHA € Hal-roJaM NPU NALMEHTH € UMPO3a HA YEePHUs Apo0, NpH NaUMEHTH C
YCHJIEHA AHYpPE3d, NMPHU NAUHEHTH, KOUTO MOJYHABAT HEAACKBATEH NEPOPANTEH NPHEM Ha €JIEKTPOJIUTY,
1 NPy NALUMEHTH, NOoMyYaBaluy CbNbTCTBALLA TEpanua ¢ KopTukocTepouaun Hank ACTH (Bxk. Touka 4.5).

O6partHo, nopaay aHTArOHM3BLM Ha aHruoTeHs3uH-11 peuentopure (AT)) upes cbcTaBkaTa onMecapTaH
Menokcomun Ha Onmecaprau/HCTZ Buarpuc, MOXe 1a BBb3IHHMKHE XUNeEpxanMeMHusa, ocobeHo npu
Hanuuue Ha 6BpOpeUHo yBpexKAaHE W/ MK ChpAeYHa HEA0CTaThYHOCT, H 3axapeH auaber. [Ipenopnuna
CE aACKBATHO [POCNEAABAHE HA CEPYMHHUA Kanui MpU MauUeHTH ¢ pucK. Kanuit cwpxpanasalim
AUYpeTHLM, KanueBU 100aBKM WM KATUK CbAbpKallh 3aMECTHUTENA HA CONTa W APYrH NEKApCTBEHH
MPOAYKTH, KOHTO MOraT Ja MOBULUIAT HUBATa Ha CEPyMHUA Kanui (Hanp. xenapuH), TpabBa na ce
MpUNaraT ¢ NOBHILEHO BHUMaHUe exHoBpeMeHHO ¢ Onmecaptan/HCTZ Buatpuc (Bx. Touka 4.5).

Hsma paokasatencrsa, de osimecapTaH MeaokcomMun OM MOrbn na HaMadd WM NpeAOTBpaTH
XMIMTOHATPHEMMATA, MHAYLMpaHA OT AUypeTHUM. JedpUUMTLT Ha XJOpUOW NO MPUHUMI € JIeK W
O00OMKHOBEHO HE M3UCKBA JIGUEHHE.

Tuasuaure MoraT Aa NOHWXKAT CKCKPCLIUATA Ha KaJLHH C YPHHaTa 1 Aa NpCAU3BHKAT HHTEPMUTEHTHO
H JICKO NOBHLICHHC HA CCPYMHHUA KanLni NP OTCBHCTBHE HA H3BCCTHH HApPYLICHHA HA KaJlLHUCBHA
METa0O0TU3BM. XHHEPKMHHCMHHTB, MOXe na ObAe A0Ka3aTeNCTBO 32 CKPHT XHOCPNAPATHPEOHOANUIDBM.
Tunasnaute TPHGBB ga Obaar NMPEYCTAHOBCHH NPEAH [TPOBCIKAAHCTO Ha TECTOBC 34 MapallHTOBMHATA

byHKL M.

Tuazunure ca NoKa3ajiu, 4HC yBC/iIM4yaBaT YPHHHATA EKCKpPELHUA HA MarHE3H H, KOETO MOXE 1a A0Beae A0
XUITIOMaAlrHE3ucMHuA.

J_IHR)!L[HUHH& XHIMNOHATPHUHEMHUA MOXKE Aa Bb3HHKHE [1pH NMTALHCHTH C OTOLH B ropeulo BpEMC.

JInTnii
Kakro npn apyru aHruotreHsuH Il peuenTopHW aHTaroHMCTH, HE c€ MPenoOpbYBa €AHOBPEMEHHOTO

npunoxenue Ha Onmecaptai/HCTZ Buatpuc v nuthit (BK. Touka 4.5).

Cnpy noaodHa eHTeponaTus
B MHOro peaku cnydad ce ¢bo0uiaBa 3a Te)xXKa, XpOHHYHA 1MapyUa CbC 3HAYMTENHa 3aryba Ha Terno
NpH NMaLMeHTH, NpHeMallX 0JIMECAPTaH HAKONKO Mecela 0 rOAXHHU Cllell 3ano4YBaHe Ha JIEKAPCTBOTO,

BEPOATHO NPHUYHHEHA OT JJIOKANM3KMpaHa peaKkliMg Ha CBPbXYYBCTBHTENHOCT OT 3abaBeH THN. HpesHuTe
OGHOTNCHK Ha NALHEHTH YECTO MOKA3BaT BUI03HA aTPodHA. AKO NPH MALMEHT C€ NOABAT TE3H CUMIITOMHU

Mo BpEME Ha JIEMEHHETO C OJIMECAPTAH M NPH JIMICA Ha APYTYd ABHH €THOIOTHYHH NPUYKHHH, JIEYEHHUETO
¢ ojiMecapTtaH Tpabea na 6vje npekbeHATO HezabaBHO U He TpaOBa Aa 6bae 3anOYBaHO OTHOBO. AKO
anapuaTa He ce no2o0pH B ceiMULATA Clled NPEKBCBAHETO, TPAOBA Aa ce MOThPCH KOHCYATALUHS C ApYr
CNELHANTUCT (Harp. raCTPOEHTEPONor).

HHTecTHHANIEH aHIHOEeAEM

3a MHTECTHHANECH aHrUHOeeM ¢e cbOOLWaBa NPU NALMEHTH, NeKyBaHU ¢ aHrHoTeH3uH I peuentopHu
AHTArOHUCTH [BKAKOYUTENHO ojiMecapTaH] (BXK. Touka 4.8). Te3sn nauuMeHTH UMAT KopeMHa Oo0nka,
rageHe, MoBpbllaHe ¥ avapus. CUMITOMMTE OTWIYMABAT CNel NPeyCTAHOBABAHE HA AHTHOTEH3MH I
PELENTOPHATE AHTATOHMUCTH. AKO C€ AHArHOCTHLMPA MWHTECTHHANCH AaHrHOEAeM, JICHUEHUETO ¢
oJiMecapHaH Tp4a0Ba 1a C€ NpPEeyCTaHOBH M [a CE€ 3alO4yHe NMOAXOAAINO HAOAKIEHHE 1O NBAHOTO
OTWYMABAHE HA CHMIITOMUTE.

XopounaajneH #3JHB, OCTPA MHONKA U BTOPHYHA 3aKPUTOBLIbJIHA IMAYKOMA
Xuapoxnoporuasna, cynpoHaMHA, MOXe Aa NPUYUHH WIMOCHHKPATHYHA peakLus, BOASHE AT "~ _

XOPOUAANEH HINHB C JeEKT Ha 3PUTENHOTO NOJe, OCTPa NMPEXOAHA MUONUA H OCTpa 3aKpyrgpy Y. iy PN
rnaykomMa. CUMOTOMHTE BKJIKOUBAT OCTPO HAYAA0 HA HAMAMEHA 3PUTE/IHA OCTPOTA WITH O ,/ ROk, st ¥
0OMKHOBEHO HACTBIIBAT B pAMKHMTE Ha 4YacOBe 0 CeAMMLIM OT HAYaJOTO Ha JIEUEHHETO. AR
OCTpa 3aKPUTOBILJIHA rMaykoMa MOX€ 1a A0Bele A0 NOCTOAHHa 3aryba Ha 3peHuerof| @

-
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JIeYeHHEe € CMHpaHe Ha XHAPOXJIOPOTHA3HI KOJIKOTO € Bb3MOXKHO M0-0bp30. CBOEBpEeMEHHO
JIEKAPCTBEHO MAWH XHPYPrHYHO JieyeHHe Moxe Aa ce OOMUCIH, aK0 BBTPEOYHOTO Ha/lAraHe ocTaHe
HEKOHTpoJupaHo. PuckoBuTe (bakTopy 3a pa3sBUTHE HA OCTpa 3aKPHUTOBrbIHA IJIayKOMa MOXe Aa
BIJTIOHBAT AHAMHE3A 33 aNEPrud KbM CyAPOHAMUAN UAK MEHHLIWAHH.

ETHHYEeCKH pPa3IHKH

[lonoOHO Ha BCHYKH APYrH JIeKApCTBEHH MPOAYKTH, CbAbpaalM aHrdoTeH3uH Il peuenrophu
aHTaroOHUCTH, ePeKTbT Ha NOHWXKABAHE Ha KPBLBHOTO HANAraHe Ha OJIMECApTaH MEAOKCOMHI € A0
H3BECTHA CTEMNEH NMO-HHCHK NPH adpoaMepHKAHLIM, OTKOJKOTO MPH NaLMEHTH OT He apoaMEPHKAHCKH
MPOHU3X0A, BEPOSATHO MOPaAH NMO-BACOKATA YECTOTA HA HUCBHK PEHUHOB CTATYyC B MONynauMATa Ha
XHUMEPTEHIHBHHU aypoaMeprKaHLIH,

AHTHAONHHTI TeCT
CpABpXKAWHMAT C& XMAPOXJIOPOTHAZKA B TO3H JEKAPCTBEH NPOAYKT MOXe Ja AOBEAE A0 NO3HMTHBREH
AHAJTUTHYEH PE3YJITAT NPH AHTHIOTIUHT TECT.

bpemMensocT

AnruorensuH Il peuenTopHH aHTarOHUCTH He TPAOBA Aa Ce 3ano4BaT 1o BpemMe Ha OpeMeHHOCT. OcBeH
aKo NpoAbKABAHETO Ha TEPANUATA ¢ aHFTHOTeH3UH I peuenTOpHU aHTAarOHUCTH CE CHUTA 32 OCHOBHA,
NAaUMEeHTKH, KOWTO nnrandpaT OpemeHHocT, TpsbRa Oa FMpEeMHAHAT HA  AATEpPHATHMBHM
aHTHUXUNEPTEH3UBHU TEPANHUK, KOUTO HMAT YCTaHOBEH Nnpotun Ha OezonacHOCT 3a ynorpeba no BpeMe
Ha OpeMeHHocT. KoraTo ce AnarHoctuuupa OpeMEHHOCT, NEYEHHETO ¢ aHrHoTeH3MH Il peuenTopHu
aHTaroHUCTH TpaOBa He3abaBHO Aa Ce cnpe U aKo € NoAXOoAALlo, TpAGBa Aa ce 3anoyHe ¢ alNTepHATHBHA
Tepanus (Bx. TOMkH 4.3 1 4.6).

Apyrn
[Tpu obiua arepockneposa, NPH MALMEHTH ¢ HCXeMHYHA 0OMECT HA CBPLETO MK UCXEMHUUYHA MO3BLYHO-

cbaoBa BonecT, BUHATU CHLLECTBYBA PHCK CHITHOTO MOHHMKEHHE HA KPBBHOTO HanAraHe jia 10Beae A0
MHOKapAeH UHPAPKT UIH UHCYAT.

Peakuuu Ha CBPBXYYBCTBUTENHOCT KbM XHAPOXJOPOTHA3UA MOKE Ad HACTHIAT NPHA MALUMEHTH C WK
6e3 npeaxoaHa aHaMHE3a 3a aJleprus Wik OpOHXHaNHa acT™Ma, HO € [O-BEPOATHO Aa Ce Pa3BMAT NpH
MaUKHEHTH C TaKARa AHAMHE3a.

[Ipu ynorpebara Ha THa3WAHKA AUYPETULIM Ca AOKIAABAHH ODOCTPAHE MJIM AKTHBHPAHE HA CHCTEMEH
MyNycC epUTEMATO3YC.

Momowuu Bemecrna
Tosa nexkapcTBO CbABPKA Mo-Manko ot 1 mmol Hatpuit (23 mg) Ha punmupana Tabnetka, T.€. MOXe
Ia CE KaKe, Y€ NPaKTHYECKH HE CbAbpaKAa HATPHH.

4.5 BiaumoaeiicTBHe ¢ ApYrH JieKapCTBEHH NPOAYKTH M Apyrd ¢opMH Ha B3aHMojeilicTBHE

IMoTeHunaIHH B'JﬂHMDIIEﬁCTBHH, CRBP3AHH C OJIMECApPTAH MCAOKCOMHJ H XHAPOXJOPOTHA3HA
34€1H0

EoHospemenno npuiodycenue, koemo He ce npenopv4ea

JTumuu:
[1py eqHOBpEeMEHHO NPUAOKEHHE HA NTUTHW ¢ HHXHOUTOPHU HA AHTMOTEH3UH KOHBEPTHPALUMA €H3UM, U
pPAAKC ¢ aHruoTeH3uH Il peuentopHd aHTaroHMCTH, ca AOKIaaBaHH oOpaTUMH nosnme
KOHLEHTPaLHKTE HAa CEPYMHHA JIMTHH U TOKCHYHOCTTA MY. B aonbiHeHue, OLOpeuHUAT KNYPRK
AUTHH Ce MOHHKABA OT THA3UAH W CNEA0BATENHO PUCKDBT OT JIMTHEBA TOKCHYHOCT MOXKe Ja / 1 3):
3aToBa He ce npenopbyBa ynorpebara Ha Onmecapran/HCTZ Buarpuc u nuthii B koMOMYHR




TouKa 4.4). AKO €1HOBPEMEHHOTO MPUNOKEHHUE CE OKaXke HEODXOAMMO Ce MPENOpbYBA BHUMATEIHO
npocaeAsBaHE HA HUBATA HAa CEPYMHHUS NUTHH.

Eonospemenna ynompeba, KoAmo u3UCKEa NOBUUIEHO BHUMAHUE

baxnoghen:
Moke Aa HaCcTBbNH NOTEHUUPAHE HA AHTUXUIIEPTECHIUBHUA €(EeKT,

Hecmepouornu npomusogwv3narumennu rexapcmeeHu cpeocmsa:

HCIIBC (t.e. auetuncanuuunoBa kucenuna (> 3 g/aHesHo), COX-2 WHXHOUTOPH M HECENEKTHBHH
HCIIBC) Morar aa noHWXAT aHTUXUNEePTEH3IUBHHA edeKT HAa THABHAHUTE AHYPETHUH M AHTHOTEH3HH
[I peuenTOpHHUTE AHTAFOHHCTH,

[Ipn HskOM nauMeHTH ¢ KoMnpoMeTupaHa 6u6peyHa dyHKuUs (Hanp. AeXHAPATHPAHHU MALMEHTH UAH
NalMeHTH B CTAPUECKA BL3PACT C HapylleHa 6b0peuHa GyHKUHUS), €eAHOBPEMEHHOTO MPHIOKEHHE Ha
aHrHOTEH3UH Il  peuenTopHKW AHTAFOHMCTH W NEKAPCTBEHH CPEOCTBAa, KOWTO HHXUOupat
LUKIOOKCUIeHa3aTa, MOXE Aa AOBEAE A0 AOMBJIHMTENHO BloulaBaHe Ha ObOpeuHaTta QyHkuMA,
BKJIKOUMTENIHO € Bb3MOXHO pa3zBUTHE Ha ocTpa ObOpevHa HeaoCcTaTbyHOCT, KOATO OOHKHOBEHO €
obparuMma. 3aToBa kKoMOMHauusaTa TpAbOBa ga ce npuiara ¢ NOBMIIEHO BHHUMaHWE, O0COOEHO npw
MaludeHTH B cTapuecka Bb3pacT. [launeHTHuTe TpabBa Aa ObaatT agekBaTHO XHWApaTHpaHu U Tpadea aa
ce MMa npeaBua npocneaspaHe Ha OuOpeunara GyHKLMA clel] 3aN0UBaHE HA CBITBTCTBALLIOTO AeUeHHe
U NEPHOIMUHO CNEl TOBA.

Eonospemernno npunodcenue, koemo mpabsa oa ce uma npeoguo

Amughocmun.
Moske na HACTBNH NOTEHUUPAHE HA AHTHXHUNMEPTEHIUBHUSA edeKT.

Lpyeu anmuxunepmen3usHu 1eKapcmea:
EdekTbT Ha noHwkaBaHe Ha KpbBHOTO HanaraHe Ha Onmecaptaw/HCTZ Buatpuc mMoxe na Obae
MOBHIUEH OT ChMTBTCTBALLATA YNOTPeOa HA APYTH AHTHXHIIEPTEH3IUBHHU NICKAPCTBEHH NPOAYKTH.

Anaxoxon, bapbumypamu, HAPKOMUYHU 8CUYECMBA WU AHMUONPECAHMU.
Moske fa HaCThNH 3aCH/IBAHE HA OPTOCTATUMHATA XHIIOTOHHA.

IMoTeHUHATHH B3aUMO/IeHiCTBUR, CBLP3aHH C 0JIMECAPTAH MEeAOKCOMH,JI
Eonoepemenna ynompeba, xoamo ne ce npenopwusa

ACE-unxubumopu, anzuomenzun Il peyenmopru baokepu unu anuckupen.

HaHHH OT KIMHWYHM W3MHTBAHMA Ca Nokasajiu, ye ABoiHata O6nokaga Ha peHWH-AHTHOTEH3HH-
anaocrepoHoBaTta cuctema (PAAC) upes komOGunupana ynorpeda Ha ACE-HHXuOHTOPH, AHMHOTEHIHH
II peuenTopHu OnoKepH UM ANUCKHUPEH Ce CBBP3Ba € NO-BUCOKA YeCTOTa Ha HexeNnaHu cuOUTUst KaTo
XHIMOTOHUA, XHMECPKAJIHEMUs, WM NOoHWKeHa OnOpeuda QyHkuus (BrOYHTENHO OcTpa OBOpeuHa

HEJOCTAaTLUYHOCT) B CpaBHEHME € yrnoTpedarta Ha eaHo JiekapeTro, aAcicTratio Ha PAAC (Bxk. ToukH 4.3,
44mun35.1).

Jexapcmeenu npooyKmu, ROGAUABAYU HUBAMA HA KATUU.

B13 ocHoBa Ha onuTa ¢ ynotpedarta Ha ApYyrd N€KapCTBEHW NPOAYKTH, KOMTO NMOBAWABAT pPeHHH-
aHTMOTEH3WHOBATa CUCTEMA, €QHOBPEMEHHOTO H3MOJ3BAHE HA KANHMH CbXpaHABallK AUYPETHLIH,
KanueBH O00aBKM, 3aMECTHTEM Ha CONTa, CbAbPXKALM KaIWA WKW ApYr® nekapcTBEeHH Npo

AOBefe AC NOBHIIABAHE HAa CEPYMHMA Kanui (BxK. Touka 4.4). AKO JeKapCTBeH [po
MOBNHABA KaNWeBUTE HUBA, TpaOBa na 6bae nanucad B kombuHauusa ¢ Onmecapran/HCTZ
Mpenopb4Ba NPOCNeAABaHE HA NNTA3MEHHUTE HUBA Ha KalHM.




Cexeecmpanm Ha HCTbUHA KUCENUHA KOIECLBETUM:

EAHOBpPEMEHHOTO MNPUIOKEHHE HA CEKBECTPAHT HA MUTbYHA KHMCENMHA KOMECeBeNnaM XUApPOXJIOpHUL
[MOHW)KAaBa CHCTEMHATA EKCNO3ULMA W MAKOBATA M1a3MEHA KOHLEHTPAUMsA Ha onMecapTaH W HaManfBa
ti2. [lpunoxkeHHeTO Ha OAIMEcapTaH MEJOKCOMMA HAal-MaNKo 4 yaca npesu KoneceBeaaM Xuapoxnopua
MOHWXaBa eeKTa Ha IEKapCTBEHOTO B3auMoaeHcTBHe. TpaOBa na ce UMa nNpeaBHA NPHNOKEHHUETO HA
OnmMecapradH MEJOKCOMMII Aa € NMOHe 4 yaca NPeaH KoJIeCeBesaM XHapoxaopua (Bx. Touka 5.2).

Hdonvanumenna unpopmanin
Cnea neveHune ¢ aHTHAUMAHK (ANYMHUHHEBO-MATHEIUEB XHAPOKCHA) € HabmoJaBaHO 1eko NOHHWXXKaBaHe

Ha OMOHANTMYHOCTTA Ha OJIMECAapTaH.

OnmecapTaH MEIOKCOMHUA HEMA 3HAUUM ePeKT BLPXY apMaKOKHHETHKATA WIH (hapMaKoaHHaMUKaTa
Ha BapdapvH nnu GapMaKOKHHETHKATa Ha AUFOKCHH.

EAHOBpPEMEHHOTO NPUIOKEHUE HA ONMECAPTAH MENOKCOMHM C NPABACTATHUH HAMA KIMHHYHO 3HAYUMH
eeKTH BbpXy papMaKOKUHETHKATa Ha HUTO €IHH OT KOMIMOHEHTHTE NpPU 3paBH HHIHBUIH.

OnmMecapTaH HAMA KITHHAUYHO 3HAYUM UHXHUOUTOpEH €(EKT BbpXY HOBELIKHUTE LUTOXpoM P450 eHaumu
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 in vitro v HAMa HWAM UMA MUHUMANHY HHAYLUHPALIH edexTu
BbPXY aKTHMBHOCTTa Ha uuToXpom P450 npu nnbxoee. He ce oyakBaT KJIMHUYHO 3HAYUMMU
B3aUMOICHCTBHA MEXY OAMECAPTAH U JICKapCTBEHU MPOAYKTH, MeTabonusupaHu OT U3OpPOEHUTE 1o-
rope eH3umMu Ha uutoxpom P450.

Iloreunuanuyu B3aHMOJEHCTBHA, CBHP3AHH ¢ XHAPOXJIOPOTHA3H/L
Eonospemenna ynompeba, koamo ne ce npenopvusa

Jexapcmeenu npoOykmu, nOBAUAGAWU HUGAMA HA KAWL

Kanuii noHmwxkaBaluMaT epext Ha XUApoxopoTHazua (Bxk. Touka 4.4) MOXE Aa c€ MOTEHUMpa OT
€HOBPEMEHHOTO NPHUIIOKEHUE Ha APYrH JIEKAPCTBEHH NPOAYKTH, CBbP3aHU CbC 3aryba Ha Kanui M
XHMoKanveMus (Hanp. APYrd KanHMypeTHYHH AWYPETHUH, JakcaTuBH, koptukoctepouad, ACTH,
ampoTepULIMH, KapOEHOKCONOH, NMeHUUWIHH G HATPHIA WK JepPHBATH HA CAIHLIMNOBATA KHCENHHA).
CihenosaTenHo He ce NpenopbyBa Takapa ¢JHOBpEMEHHA ynorpeba.

EdHﬂﬂp&He‘HHﬂ ynompeﬁa, KOAMO HIUHCKEA NOBUIUENHO BRUMAOHUE

Kanyuesu conu:

ThazuaHuTe AKYPETHLHA MOXE A4 NOBULLAT CEPYMHUTE HUBA Ha KAJLUWH NMOpaan HaManeHa eKCKpeLma.
AKo TpabBa Aa ce Ha3HAvaT KalUHEBH 10OaBKH, CEpYMHHUTE HUBA Ha KANLKMHK TpabBa na ce npocnensBar
H 103aTa HA KalLUKWHA CHOTBETHO a C€ KOpUrupa.

Xoaecmupamun u KOReCcmunoA08y CMOIuU:
AbcopbuuaTa Ha XMAPOXJIOPOTHA3ZKA CE HApPYLLABA B NPHCHCTBUETO HA AaHHOHHU OOMEHHHU CMONY.,

Jluzumanuco8u cAuKo3uou.
Tuasug vHAYuUHpaHa XUNOKATUEMHA WIH XMMIOMarHe3MeMMvsa MOXeE Aa OaaronpuaTcTBa MogBaTa Ha

HHAYUHPAaHH OT JUTHTAJTHC CbpACHHH aDHTMHH.

Jexapcmeenu npodykmu, KOoumo ce ROGAUAGAM OM HAPYILEHUA HA CEPYMHUA KATUU!
[Ipenopbuea ce nepuORUUHO npocaeaspaHe Ha cepyMHUs kanui u EKI, korato Onamecaptan/HCTZ
Buarpuc ce npunara ¢ Apyru J€KapCTBEHH NMPOAYKTH, KOMTO C€ NOBAXABAT OT HapyLUEHHABROPYMHHA
Kanuit (Hanp. JHrUTATHCOBH THKO3MAK U aHTHAPHTMHULIM) H CHC CNEOHHUTE NIeKapCZATe .
(BKJTIIOUMTENHO HAKOW aHTHAPUTMHULM), HHAYUHpALUM torsades de pointes (KaMepHa HADAVRR
KOHTO XHNOKANHEeMHUATa ce fABABA [peapaznonaraul akrop 3a torsades de § SN
TAXUKAPOAMA): s g s




- Knac 1A aHTHapUTMHYHM nekapcTBa (Hanp. XMHUAKH, XUAPOXHHUAWH, AH30MUPaAMHUA).

- Knac Il anTHapUTMHUUYHH JiekapcTBa (Halp. aMUOAAPOH, COTanol, JjodeTunua, HOyTHnna).

- Hsaxkou aHTHUNCUXOTHUUM (Hanp. TUOPHAA3UH, XJIOpNIpOMa3uH, 1EBOMENPOMAa3nH, TpUdpayonepasuH,
HMAMEMA3WH, CYJNUPHUI, CYATOMpPHA, AaMUCYIMPHA, THANpuUi, TIMMO3WA, XaJonepuaon,
AponepUaoI).

- Hpyru (Hanp. Oenpuann, umsanpui, aueMaHun, epuTpoMUuMH IV, xanodaHTpuH, MH301aCTHH,
NeHTaMHAKH, criapprokcalnH, TepdeHaand, BHHKaMuH 1V).

Heoenonapuzupaiyju cxeremno-mMyCcKyany peaaxcanmu (Hanp. myboxypapun).
EdekrbT Ha HeAenoAAPHIUpALUUTE CKENETHO-MYCKY/IHH DPEJIAKCAHTH MOXKE Aa ce MOTeHUMpa OT
XHAPOXIOPOTHA3K,

AnmuxonurepzudHu IexapCmeeny nPoOYKmu (Hanp, amponux, bunepuoen).
IloBulliaBa ce OHOHAIMMHOCTTA Ha THA3WIHWUTE AUYPETHIIH UPE3 NOHWKABAHE HA CTOMALLHO-YPEBHMS
MOTWIHTET U CKOPOCTTa Ha K3NpPa3BaHe HAa CTOMAaxa.

Aumuouabemnu nexapcmeenu nPoOYKmMu (nepopansu cpeocmasa U UHCYAUH).
JleyeHneTo ¢ THA3UIAHU MOXE Oa MOBJHAE [JIIOKO3HHWA ToJiepaHc. Moxe Ja e HanOoXH KOpeKUMA Ha
003aTa Ha aHTHUAWaDEeTHHA NEKAPCTBEH MPOAYKT (BXK. TOUKa 4.4).

Memdopmun:

Metdopmun TpabBa Oa ce M3MOA3Ba C MOBHINEHO BHHMaHWe [OpadHd PUCK OT JaKTaTHa alKMAo3a,
HMHOYUHpaHa oOT BB3MOXKHA (QyHKUMOHATHA ObOpeuHa  HEZOCTATLYHOCT, CBbp3aHa ¢
XHOPOXJIOPOTHAZHA,.

bema-bnoxepu u oua30KCcUo.
XuneprnvkeMuuHua edekT Ha OeTa-010KepUTe M AMa30KCHA MOXe 1a ObJe 3aCHICH OT THA3H/M,

IIpecopnu amunu (nanp. Hopadpenanun).
EdexkTvT Ha npecopHHTe aMHMHMY MOXe 1a Hb1e MOHWKEH.

Jlexapcmeenu npodyxkmu, u3noAIGanHu npu AeueHue HA nooazpa (npoberneyud, CyMPUHNRUPAIOH U
AIONYPUHOA).

Mose aa e HeoOX0AMMO KOPEKLMA Ha [103aTAa Ha YPUKO3YPHYHHUTE NEKApPCTBEHH CPEACTBA, ThbH KaTo
XUIAPOXIOPOTHA3UA MOXKE 1a NOBUIIH HABOTO HA CEPYMHATA NMKOYHA KUCEHHA. MOXKe Aa ce HaToXKH
MOBUILIABAHE HA /103aTa Ha npobeHeuna M cynPpUHNUPA3OH. EAHOBPEMEHHOTO MPUNOKEHKE C THA3HIH
MOJKE Aa MOBULIK YECTOTATA HA PEAKLMUTE HA CBPBXUYBCTBUTENHOCT KbM AJONMYPHHO.

AMarnmaoun:
TwasuadTe MOraTt Ja NMOBULLAT PUCKA OT HeKeNaHH ePEeKTH, NPHHHHEHH OT aMaHJATHH.

Llumomoxcuunu nexapcmeenu npodyxmu (Hanp. yuxaopochamuo, memompexcam).
TuasuauTe MoraT aa HamanaT ObOpeyHaTa eKCKpPEUUA HA UUTOTOKCHYHHUTE JIEKAPCTBEHH NPOAYKTH H
/1a NOTEHLUUPAT TEXHUTE MHENOCYNnpecHBHU edeKTH.

Canuyunamu.
B cnyuail Ha BMCOKH J03M CAIMUWNATH, XUAPOXJAOPOTHAZHI MOXKE A 3aCHIH TOKCUUHMA ©PEKT Ha
CATMUHNATHTE BbPXY LUEHTpAIHATZ HEPBHA CHCTEMA.

Memunoona:
HMMa u3zonupaHu cbOOLIEHHA 38 XEMOJUTHYHA aHEMHS, HACTHIKNA MPU eAHOBpeMeHHa ynotped

XHAPOXJIOPOTHA3UA M METHJO0MIA.

L{uxaocnopun:
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EAHOBPEMEHHOTO NeYEHHE C LMKJTOCNIOPHH MOXE Aa MOBULH PUCKA OT XHNEPYPUKEMHUA H YCNOKHEHHS
OT THIAa Ha nojarpa.

Tempayuraunu.
EJHOBPEMEHHOTO MPUICKEHWE Ha TETPAUMKIMHHM M THA3WAW MOBULIABA PHUCKA OT TETPALUKIMNH-
HHAYLUYPAHO NOBHLIEHHE Ha ypesaTa. ToBa B3aUMOICHCTBUE BEPOATHO HE C€ OTHACSH 33 JOKCHMUWKIIMH.

4.6 DepTnanteT, OpeMEeHHOCT H KbpMeHe

bpemenuocT

Karo ce wumar npeapua edekture Ha OTAE/NHUTE KOMIOHEHTH B Ta3M KOMOWHALIMA BBLPXY
bpemenHocTTa, Ynorpebarta Ha Onmecapran/HCTZ Buatpuc He ce npenopbysa no BpeMe Ha NbpBUS
TpUMECTbP Ha OpeMeHHOCTTa (BXK. Touka 4.4). Ynorpebara Ha OamecapraH/HCTZ Buarpuc e
NPOTKBONOKA3aHO Mo BpeMe Ha 2PY K 3™ TpuMecTbp Ha OpeMeHHOCTTA (BK. TOUKH 4.3 n 4.4).

OnmecapTaH MeAOKCOMMI

H3nonssaHeTo Ha aHrMOTEH3UH 1] peuenTopHU aHTArCHUCTH HE C€ Npenopbya Npe3 NbPBHA TPUMECTHP
Ha OpeMeHHocTTa (BXK. Touka 4.4). Ynorpebara Ha aHrvoreHsvH Il peuenTopHH AHTATOHHUCTH e
NPOTUBOMOKA3aHa NO BpeMe Ha 2P* 1 3™ TpuMecTbp Ha OpeMeHHOCTTA (BXK. TOMKH 4.3 H 4.4).

EnraemMuonorHyHmTe JaHHKW OTHOCHO PUCKA OT TepaToreHHOCT caea ekenosuuns Ha ACE-uHxubuTopu
Npe3 MbpBHSA TPUMECTHP HA OPEMEHHOCTTA HE €A KaTeropyuYHH; HO BLIIPEKH TOBA JIEKO NMOBULIEHUE Ha
pUCKA He MOXKe Aa c€ M3KAOUU. JoxaTo AUNCRaT KOHTPONUPAHU €AWIEMHONONMUHN JaHHH 34 PHCKa
OT aHrvoTeH3uH Il peLenTopH® aHTArOHWCTH, MOXKE Aa ChUIECTBYBAT NMOACOHM PHCKOBE 3a TO3W Kac
nekapctsa. OcBeH ako NpoabikapallaTa Tepanusg ¢ aHrHoTeH3HH Il peuentopHu 6nokepH ce cunTa 3a
OCHOBHA, MNALIMEHTKHW, [NaHupallk OpeMeHHocT TpabBa pa npeMUHAT Ha AaNTEPHATHBHH

AHTUXMIEPTEH3UBHU NEUYCHHA, KOWTO UMAT YCTAHOBEH Npodun Ha O6e3onacHOCT 3a ynoTpeba no Bpeme
Ha OpemenHocT. Korato ce ycraHoen OpeMeHHOCT, JleyeHHETO ¢ aHruoTeHsuH II peuentopum

dAHTArOHHCTH Tpﬂﬁﬂﬂ Aa CC CIpC He3a0aBHO M KO € [moaAxXoAall0, Ja CC 3afMOvHe alITCPpHATHBHA TCPallHA.

HM3BecTHO €, ue eKCNO3MLMATE HA Tepanus ¢ aHrMoTeH3uH Il peuenTopHK aHTaroHAUCTH NO BpeMe Ha 27"
U 3™ TpumecTbp Ha OpeMeHHOCTTa MHAYUHMpA PETOTOKCHMYHOCT NpM Xopata (NoHMKeHa ObOpeuHa
(YHKUMA, OMMIOXUWAPAMHHOH, 3a0aBsHe Ha OcUGHMKALMATA HA 4yeperna) U HeoHAaTalHA TOKCHHHOCT
(6:0pevHa HeAOCTATHUHOCT, XUMOTOHYSA, XHNEPKATHEMHUS) (BXK. ChLLO TOUKA 5.3).

AKO MMa eKCno3uuUuMs Ha aHruoTeHsuH II peuenTopHM aHTaroHUCTH ot 2P TpuMecTbp Ha
OpeMeHHOCTTa, Ce Npenopbysa yATpa3Bykor nperne Ha 6b6peunara pyHKUMA U yepena.

beGeTa, unnTo Maliku ca npuemand anruoteH3uH Il peuentophun aHraronucTu, Tpsabsa pa 6baar
CTPHKTHO HaO/IIOAaBaHH 3a XWNOTOHMSA (B3K. CHILO TOUKH 4.3 u 4.4).

XUAPOXJIOPOTHA3NA
Mma orpaHHueH OMUT C XHAPOXJOPOTHA3HI NO BpemMe Ha OpeMEeHHOCT, 0CODEHO npe3 MbpBHA
TpuMecTbp. [IpoyuBaHUATA BbPXY KUBOTHH €A HEAOCTATBUYHMU,

XUapoxa0opoTHa3ua NpeMUHaBa npes nnaueHtara. Bb3 0OCHOBa Ha QapMaKOJOTHYHHA MEXAHH3BM Ha
JeACTBYEe HA XUAPOXJIOPOTHA3UWI HeroBaTa ynotpeba mno Bpeme Ha 2P" u 3™ TpumecTbp Ha
OpeMeHHOCTTa MOXe 1a KomMipoMeTupa deTonnaueHrapHata nepdy3ua U MOXKe 1a NPUUHHHU PeTanHu
M HEOHATANHHU €deKTH KaTO UKTEP, HapYLLIEeHHUS Ha eNeKTPOTUTHOTO paBHOBECHE U TPOMOOUUTONEHHUA.,

XHApOXJOpoTHA3UI He TpsOBa 1a ce MU3MOoN3Ba MPU recTauMOHHH OTOUM, recTauuoH
WIH MPEEK/IAMIICHA NMOPaaH PUCK OT NMOHWKEH NnasMeH obeM M NniaLeHTapHa Xu
bnaronpuareH egekT BbpXY X04a Ha 3aD0N4BaHETO.
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XuapoxnopoTrasui He TpabBsa Aa ce U3N0N38a 3a JieHeHHE Ha eCeHUMaNHa XHNEPTOHHSA TPH GpeMEHKHU
>KEHH, OCBEH B PEAKH CY4aH, KBAETO HE MOXE [a C€ U3M0N13B& HUKAKBO APYro JieYeHHe.

Kspmene

QnmecapraH MEROKCOMMI

Tpi kaTo HAMA HanMuHa WHQPOpMAUHs OTHOCHO H3MION3BAHETO HA OJIMECAPTAH MEIOKCOMMII M
XHAPOXNOTOTHA3HA 0 Bpeme Ha KbpMeHe, Onmecaptan/HCTZ Buarpuc He ce npenopbuBa  ca 3a
NPeANOYNTAHE ANTEPHATHBHU JI€YeHHUA € No-J00bp ycTaHoBeH npodun Ha 6€30NacHOCT Mo BpeMe Ha
KbpPMeEHe, 0CODEHO NMpH KbPMEHE Ha HOBOPOAEHO MW HEAOHOCEHO JETE.

XHAPOXJIOPOTHAZHA
XHApOXJIOPOTHA3HA Ce KCKPETHPA B HOBELIKOTO MASKO B MAIIKM KOJIMYECTBA. THA3MAMTE BbB BUCOKH
J03H, NPEAN3BUKBALIM HHTEH3MBHA JAHYpe3a, MOraT J1a MOTUCHAT NPOAYKLIMATA HA MIISKO.

Ynorpebata Ha Onmecapran/HCTZ Buatpuc He ce npenopbuBa nNo BpeMe Ha KbpMeHe. AKO
Onmecapran/HCTZ Buarpuc ce nznonssa no speme Ha KbpMEHE, A03UTe TpAOBA Aa ce MOMAbPKAT
Bb3MOXHO Hal-HUCKH.

4.7 EdexTn BbpXy cnocobnocTTa 32 modHpaHe H paboTa ¢ MAIMHHH

OnMmecapraw/HCTZ Buatpuc moxe na nosiivse B Manka WIM B yMEpeHa CTeneH CrnocobHocTTa 3a
wogHpaHe U pabora ¢ MalUMHHU. 3aMasHOCT WK yMOpa MOrar Aa ce NOABAT PAAKO NPH NMalHeHTH,
NpHeMallM aHTUXHUTIEPTEH3UBHA Tepanus, KOETO MOXKE Ja HapyLuM cnocobHOCTTa 3a peakLuA.

4.8 Hexenanu JeKapcTBEHH PEAKIHH

Hait-uecTo chobillaBaHUTE HEXENAHHW peakUKMK 1o BpemMe Ha neveHueTo ¢ OnmecapTaH MEAOKCOMKA U
Xuapoxnopordasuj ca rinasodonue (2,9%), samaiipane (1,9%) v ymopa (1,0%).

XHAPOXJIOpOTHA3HA MOXKE Aa NPHYHHH HIH 3aCHA 00eMHHUA AeHLHUT, KOETO MOXE Na JOBeAe RO
eIEKTpONTEH aucbanaHc (Bxk. Touxa 4.4).

B KIHHH4YHH M3NHTBAaHHA, KOWTO BKIIOYRAT | 155 nauueHTH, nexyBaHH ¢ KOMOMHAUMK ONIMecapTaH
MeAOKCOMUI/XxuapoxnotrorHasua B ao3u 20/12,5 mg unn 20/25 mg u 466 nauueHTH, NekyBaHH C
nauedo ¢ NPOABLIMKHTENHOCT A0 21 Mecela, KaTo LAN0 YECTOTATa Ha HEXEeNTaHU peakKLU MM B FpYNaTa Ha
KOMOMHHMpaHa Tepanus oO/JMecapTaH MEAOKCOMHI/XMAPOXAOTOTHA3KMA € Ouna nonoOHa Ha Tasd B
nnauebo rpynara. Yectorata Ha npexbCBaHE HA JIEHEHHETO MOPAAH HEXeNaHW peaklHH Cbllo € 6una
CXOIHa MpH oNiMecapTaH MeaokKcoMmun/xuapoxnororwasua 20/12,5 mg — 20/25 mg (2%) v nnauebo
(3%). HecToTaTa Ha HeXXEJIAHUTE peaKkLHUH B IrpyaTa Ha OJIMECapTaH MEJOKCOMMIT/ XHAPOXNOTOTHA3U],
KOATO KaTo U0 € 6una cxogHa ¢ nnauebo rpynara, ce Oka3Ba He3aBHCMMa OT Bb3pactra (roa 65
FOAMHU CpaBHEHM € HaA 65 roayHM), Mona WK pacara, BLINPEKH TEHAEHUUATA KbM NO-BUCOKA 4ECTOTa
Ha 3aMaliBaHe npH NALMEHTH Ha Bb3PacT > 75 rogHHH.

B nonbnnenue, 6e30nacHOCTTa HA OIMECAPTAH MEAOKCOMMII/ XUAPOXNOTOTHA3HI KATO BHCOKOAO30Ba
KOMOMHalMA e u3cneaBaHa B KNMHAYHM u3nuTBakua npyd 3 709 nauueHTH, npuemMainy oamecaprat
MEIOKCOMMJT B KoMOMHaUuA ¢ xuapoxiaoporrasua B 1o3n 40 mg/12,5 mg v 40 mg/25 mg.

Hexxenanure peakuuu oT onMecapTaH MeAOKCOMUA M XHAPOXJIOPOTHA3HI B KIHHHYHH HW3MHTBAHUA,
[MOCT-OTOPHU3ALIMOHHH KJIMHUYHHU MPOYyUBaHUA 3a 6€30MacHOCT U CMIOHTAHHU ChoOIEHUs ¢a 0600LEeHH
B TabnuLaTa No-10ay, KaKTO M HeXKeNaHUTE PEaKLMU Ha OTAETHUTE ChbCTABKY OIMECAPTAH MEA0




(=1/10 000 mo<1/1 000); MHoro peaku (<1/10 000) 4 ¢ Hen3BecTHA YecTOTA (OT HAJIMUHUTE JAHHH He
MO>Ke Na ObJe HanpaBeHa OLEHKA).

MedDRA Hexenann peaknuu YecToTa
Cucremo-
OpraHuy Oamecapran Oamecapran | Xuapo-
KJ1aCOBE MeJI0KCOMH.T H XJ10po-
XHAPOXNOPOTHAZH THA3IUA
A
Hadexkunn n Cuanapenur Penku
HHpeCTANHH
Heonnaazmu - HeMenaHomeH pak Ha C
100po- KoXXaTa HEM3BECTHA
KA4eCTBEHH, (DazanHOKIEeThUEH YecToTa
3JI0KAYECTBEHH | KAPLIKHOM U
H HeonmpegeeHH | CKBAMO3HOKIEThUYEH
(BKJ. KHCTH M KapLIKHHOM)
NOTHMH)
Hapymienus Ha | AnnacTHuyHa aHEMHs Peaku
KpbLBTA H
uMpHATA [HoTHckaHe HA KOCTHMA Penku
cHCTeMA MO K
XE€MOJTUTUYHA aHEMHUA Penxu
JleskoneHus Penku
Heyrponenus/ Peakwu
ArpaHynoumrTosa
TpombouunTtonenns Heuectu Penku
Hapywenna Ha | AHaQuIakTHUHH Heuectu Heuectn
MMYHHATA PEKLMH
cCHCTEMA
Hapymenns na | AHopekcHs Heuectu
meraboamsma u | ['oko3ypus Yectu
XPaAHEHETO XHUIepKaTUMEeMHS YecTH
XunepxonecreposieMua | HeuecTH MHoro
YeCTH
XUIEPranKeMns Yectu
XHnepKanueMus Penxu
XUNEPTPUIRULEPHAE HeuectH Hectu MHoro
MU YECTH
XunepypukeMus HeuectH YecTu Mtuoro
HeCTH
XHNOXnopeMus HecTH
XHIOXJIOpeMHUYHA Muoro
anKanosa peaKH
XHNOKanueMus YecTH
XHUIoMarHe3ueMms
XHINOHATPHEMHUS
XHNepaMHiazeMus
Anarus
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MedDRA HexenaHu peakuHu YecToTa
Cucremo-
OpraHHm OamecaprTan Oamecapran | Xuapo-
K/1ACOBE MECAOKCOMHI H XJI0po-
XHAPOXJIOPOTHAZH THa3u]
A
IlcuxuuHH Henpecnf P/
be3nokoheTRO Penku
HAPYUWICHHS
Hapyluenuns Ha ChbHs Peaxu
Hapymenns Ha | CbCTOfHME Ha Yecrtu
HepBHATA 0OBbpKaHOCT
cucTeMa KOHBYJ/ICHH Peaku
HapyweHus 8 Peaku
Ch3HAHHETO (KaTo
3aryba Ha cb3HaHue)
3amarisane/ HectH HectH Hectv
NMPUMAaJIABAHE
[ nasobonue Yectu YectH Peaku
3aryba Ha aneTur Heuectn
[lTapectesus Penku
3amaiiBaHe fpu HeuectH
H3NpPaBaHE
CBHIMBOCT HeuecTH
CHHKOR HeuecTH
Hapymenns Ha | HamaneHo Penku
OYHTe C.1b300TAEAHE
BpeMeHHO 3aMbrisBaHe Penku
HA 3PEHHETO
Biolwaeate Ha Heuectu
ChLUECTBYBALLO
KbCOTAEACTBO
XopouaaneH H3NuB, C
OCTpa MUONUSK, OCTPA HEUIBECTHA
3AKPUTOBIBITHA YECcTOoTA
rinaykoma
KcanToncus Peaku
Hapywenun na | Bepruro HeuectH Heuectu Peakwu
YXOTO H
JadHpHHTA
Cobpaeunn AHI'MHA NEKTOPUC HeyecTn
HAPYILUIEHHA CbpAeYHH aPUTMHH Peaku
[TaanuTaumu HeuecTy
CuaoBu Embonus Penku
HAPYIIEHUS XUNOTOHKSA HeuecTH Penku
HexpoTusupaill aHrMUT Penku
(BaCKynMT, KOXEH
BACKYJNUT)
OprocTraTHuHa HeuecTH Heuectu
XUNOTOHHUSA
TpombBo3a
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MedDRA Hexenann peaknKu YecToTa
Cucremo-
OpraHHH Oamecapran Oamecapran | Xuapo-
KIIACOBE MEAO0KCOMH.J1 H XJ10 pO-
XHAPOXJIOPOTHA3H THA3HA
A
Pecnuparopun, | Ocrbp pecnupatopeH MHoro
rpbAHH H AUCTPEC CUHAPOM peaKu
meauactinaaun | (ARDS) (Bxk. Touka 4.4)
HApY1IEHHA bpoxxur HYecTH
Kamnnua HevecTu YecTn
JucnHes Peaku
HutepcTHLHANHA Peaku
NHEBMOHH A
DapUHruT HecTH
benoapobeH oTOK Penku
PecnupaTtopeH aucTpec HeuecTH
Punur YectH
Cromaumno- KopemHa Gonka Hevectn YectH YecTn
YpeBHH 3anekx YecTu
HAPYILEHHA Huapus HeuecTn UecTH YecTH
Jlncnencus Heuectn YectH
CTOMALIHO Apa3HeHe HectH
["acTPOECHTEPHT Yecty
HuTtecTHHaneH Peaku
aHTMoeaeM
MeTeopH3tMm YectH
['ageHe HeuecT# YecTn Yectu
[TankpeaTur Peaku
[TapanuTtuueH uneyc MHoro
peinKH
[loBpbluaHe Heuectu HeuecTH YecTH
Cnpy-nonobHa MHoro peaku
eHTeponaTus (BX.
TOouKa 4.4)
Xenatobnanapn | OcTbp XONEUHCTHT Penku
H HAPYLIEeHHA XwnteHuua Penxy
(MHTpaxenartasieH
X0JIECTATHYEH UKTEP)
ABTOMMYHEH X€NnaTuT™ C Heu3BecTHa
yecToTa
Hapymenna na | AnepruyeH nepMarTHT Heuectu
KOXXATA H AHadHIaKTHUHA KOXHA Penxu
NOAKONKHATA peakuus
TbKAH AHTHOHEBPOTHYEH Penxu PeakH
cHAEM
KoxHH peakumy, Peaku
noaobHKU Ha Nynyc
CPUTEMATOIEC
Ex3ema Heuectu
Eputem
Ex3aHTeM HeuecTu
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MedDRA HexenaHnu peakuun Hecrora
Cucremo-
OpraHHu Onamecapran Oamecapran | Xnapo-
KIACOBE MEJOKCOMMJI U XJ0po-
XHAPOXJOpPOTHA3H THA3H]
|
Peakuunu Ha Heuectn
(hOTOUYBCTBUTEIHOCT
[Ipypuryc HeuecTu HevecTn
[Typnypa Heuecty
O6pus HeuecTu HeuecTH Heuectn
PeakTHBHpaHe Ha Peaxu
KOXCEH NYIyC
CPHTEMATOEC
TokcHuHa enuaepmanya Penxu
HEKPOIU3a
YpTHKapHs Penku Heuectu HeuecTH
Hapywenus ua | ApTpanrus HeuvecTH
MYCKYJIHO- ApTput YectH
CKeJIeTHATA bonku B rbpOa Heuectn YecTn
cucremMa H MyCKynHH cra3mu HeuvecTH Peaku
CbCAHHATEIHATA | MycKynHa cnabocT Peku
ThKaH Muanrus HeyecTu HeyecTH
bosika B kpaitHHLUTE HedecTH
[Tapesn Peaxu
CkenerHa 6oika Hectu
Hapymeuns na | Octpa 6b0peuna Peaku Peaoxn
On0pennTe H HEJIOCTAThUHOCT
NHKOYHHUTE XemaTypus HeuecTH YecTH
NbTHILA UHTepcTHUMANIEH Penku
HEPPUT
bnOpevHa Penkwu
HEAOCTATbYHOCT
buOpeuHa nuchyHkumus Penku
Hudexunu Ha YectH
[IMKOYHHUTE MbTHLIA
Hapywmienun na | Epektunna Heuect HeuecTu
Bb3NPOH3IBOANTE | JUCPYHKUHUA
JIHATA CHCTEMA H
rLpaara
O6mmu ACTeHUA YecTn Heuectn
HAPYWIECHUS H bosika B rbpauTe YecTH YecTy
epeKTH HA OTOK HA JTMUETO HeuecTu
MACTOTO HA YmMopa YecTH YecTH
[IpPHIOKEHRE Tpecl{a Penku
[ punonoaoobrHu HectH
CUMITOMH
JleTaprus PelkH
HepasnonoxeHue Penku HeuecTH
bonka YecTu
[lepndepen oTok YecTu HecTH
Cnaboct HeuecTH
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MedDRA Hexeltann peakunu Yecerora
Cucremo-
OpraHHH Oamecapran Oamecapran | Xugpo-
KJ1ACOBE MEJOKCOMMBIT H X10po-
XHAPOXJIOPOTHA3H THA3H]
1|
Hicaeasanus [loBuinaBaHe HA anaHUH | HedecTu
aMHHOTpaHcdepasa
[loBuinasaue Ha Heuectn
acniaprar
aMHHOTpaHcdepasa
[ToBnwapaHe Ha kanuui | Hedectu
B KDLBTA
[foBniwaBaHe Ha Heuectu Penku Yectu
_KpeaTHHHH B KPbBTA
[loBHLLIABaHE Ha YecTH
kpeaTuH docokrHasza
B KPLBTR
[loBuuiaBane Ha HeuecTu
r/0KO03aTa B KpbBTa
[loHnkaBaue HA Penku
XE€MaTOKPHTA B KpbBTA
[lonuxaBaHe Ha Peaku
XE€MOII00HHa B KpbBTa
IloBULIaBaHe Ha Heuecty
JIKNHJNTE B KPbBTa
[loHUaBaHe Ha Kanus HeuecTu
B KpbBTA
[loBuinaBaHe Ha kanus | HeuecTu
B KPBBTA
[loBMiuaBaHe Ha ypedaTa | HeuecTH YectH HectH
B KPBBTA
[loBuinaBaHe Ha Peaxu
| ype#HHU4d a30T B KpLBTa
[TopHluaBaHe Ha Penku
NUKOYHATA KUCENHHA
[ToBuinaBaHe Ha rama HeuecTn
ryTaMHJ TpaHcdepasa
[lopyuiaBaHe Ha YecTH
HEPHOAPOOHUTE EHIUMH

*Ilpe3 nocTMapKeTHHIOBHA MEpHOd ce cboOlapa 3a Crly4yal Ha aBTOMMYHEH XEMaTHUT € JaTEHTEH
NnepHoOA OT HAKOJIKO MeCela 40 rOAMHH, KOUTO ca 00paTHMH ciell CMHpaHe Ha MPHEMa Ha OJIMECapTaH.

JloxnaapaHy ca eAMHHYHU CNy4dad Ha pabpoMUonu3a, Cbenaaaiily Mo BpeMe ¢ rnpruemMa Ha aHr'MOTeH3HH
II peuentopHu broxepu.

Onucanue Ha U3bpaHy HEXENaHU PeAKLIMY
Hemenanomen pax na xoxcama: Bb3 OCHOBa Ha HATHYHHTE J@HHH OT €NHAEMHUONOIHYHHA NPOYYBaAHUS

e HaOMmoKaBaHa 3aBUCHMa OT KYMYJAaTHBHATa Ao3a Bpb3ka Mexay X XT3 u HMPK (Bxk. chio
4.4u5.1).

CpobLuaBaHe HA NOAQ3IMPAHU HEXENAHH PEAKLNH
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CrobuiaBaHeTo HAa NOJO3MPAHH HEXKENAHM PeaKLMK Clie]l pa3pellapaHe 3a ynorpeba Ha neKkapcTBEHHS
MPOAYKT € BaXXHO. TOBa MO3BOJsABA 1a NPOABLIKH HAONIOAEHHUETO HA CHOTHOLLEHHETO NON3a/PUCK 32
nekapcTeeHUs MpoayKT. OT MEAHIIMHCKUTE CrieLIMATUCTH C€ H3UCKBA 1A ChOOLIABAT BCAKA NOA03HpaHa
HeXelaHa peaKuUus Ype3 HaUMOHATHAaTa CUCTeMa 3a cbholluaBaHe:

M3nbiaHUTEAHA areHuKUd N0 JIEKapCTBATa
yi. ,,JlamsaH ['pyes” Ne 8

1303 Codus

Ten.. +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 IIpenozupane

He € HanuuHa cneum¢puuHa uHbopmauus 3a edekTUTE HIK JIeYeHHeTO MpH Npeao3HpaHe Ha
onMecaprad MeaokcoMu/xuapoxnoporuasua. [launenTsT TpaOBa na ce npocnegssa BHHUMATENHO M
JeyeHHEeTO TpadBa ja Obae cuMNTOMaTHUHO U noaabpxawo. [loBeaeHHeTO 3aBUCH OT BpeMeTO OT
NOrAbILAHE W TEXecTTa Ha cumnromure. [lpeanaraHure MepK” BKIKOYBAT MPEIM3BMKBAHE Ha
NOBPBIIAHE W/HWIIW MTPOMHUBKA HA CTOMAaxa. AKTHBHUAT BbIVIEH MOKe Aa Obae noneseH NnpH JeycHHUe Ha
npenosupanero. CepyMHUMTE eNeXTPOUTU U KpeaTHHUH Tpabsa na ObaaT npocaeasBaHM uecTo. AKo
CE MOABH XHIMOTOHHA, MaUKEHTHLT TPAOBa 1a ObAE NOCTABEH B JIECHAN0 NOJIOXKEHHE W CNELHO Aa ObaaT
NajilcHH 3aMECTHTE/IH Ha conTa H obema.

Haii-BepoaTHUTE NPOSBH NPpK NPERO3UPAHE C ONIMECAPTaH MEJOKCOMUN Ce€ 0HaKBa N4 ObAAT XUITOTOHMA
W Taxukapaus; Opaaukapaus Moke CbUlo jJa ce nofed. [lpeaoszupaHero ¢ XUAPOXJIOPOTHAINI CE
CBBpP3Ba C H3IYEPNBAHE HA ECACKTPONMTHTE (XUAOKANMEMHUA, XHUIIOXJIOPEMMA) U AEXWiparaums, B
pe3yNTaT Ha NPEeEKOMEPHA AnYpe3a.

Hait-vyecTUTe NpU3HALIM U CUMITTOMH HAa NPEAO03UPAHE Ca raaeHe U CbHAKUBOCT. XHUMOKATMEMHUATA MOXKE
aa noBefe 00 MYCKYJIHH CNa3sMHU W/ MK a2 H3OCTPH CbPACUHH apUTMHH, CBBP3aHH C €HOBpEMEHHATA
ynoTtpeba Ha AUrHTUIMCOBH MMHKO3HAX HIIH HAKOW aHTHAPUTMHUYHHU JICKAPCTBEHH NPOAYKTH.

Hama HanuyHa PIHCI)DPMHU.HH AajlH OJIMECApPTAH HIH XHAPOXJOpOTHAIKWA MOTrat Aa CC€ OTCTPAHAT C
AHaJIH3a.

5. GOAPMAKOJOI'NYHHU CBOUCTBA

5.1 PapmMakoaAHHAMHUYHH CBOiCTBA

GapmakoTepaneBTHYHa rpyna: AHruoTeH3dH Il peuentTopHU aHTaroHUWCTH U auypetvuuM, ATC koa:
CO9DAOS.

MexaHn3bM Ha JercTBUe/DapMaKkOAMHAMUYHIK ehekTH

OnMecapTaH MeEAOKCOMWI/XMAPOXAOPOTHA3MA € komOuHauus ot anruworeHsuH Il peuenrtopeH
aHTaroOH}CT, OJIMECapTaH MEIOKCOMHJI W THa3HAEH AUYPETHK, Xuapoxnopotuasua. KombyHauuaTa Ha
Te3U BELLECTBA UMA aAUTHBEH AHTUXMIMEPTEHIUBEH ePeKT, KaTO MNOHHWKABA KPLBHOTO HANATaHE B NO-
rojigMa crereH, OTKOJIKOTO ABETE ChCTABKH NOOTAEIHO.

Jlo3npaHeTo BeIHBXK AHEBHO Ha OJIMECAPTAH MEAOKCOMMWI/XHAPOXJIOPOTHA3UA OCUTYPARA €(EKTUBHO
1 TJIABHO MOHMKABAHE HA KPBBHOTO HANATAHE B MPOABIKEHHE Ha AO30B HHTEpBaT OT 24 vaca.

aNJOCTEPOHOBATA CHCTEMA Y Urpa€ BaXkHA poJf B NAaTOPUIMONOrUaTa Ha XUNIEPTOHUATA.
aHrnoTeH3nH Il BkatouBaT Ba3OKOHCTPHMKLHA, CTHMYJIKWpaHe Ha CHHTE3aTta ¥ 0cBobO
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aJ1A0CTEPOH, CTUMYJIMpaHe Ha CbpueTo H ObOpeuHaTa peabcopOuns Ha HaTpui. OnmecapraH OnokHpa
BA30KOHCTPHUKTOPHUA M anaocTepOH cekpeTHpawusa edekt Ha aHruoTensunH II, karo Gnoxupa
CBbp3BaHeTO MY KbM AT, pelientopa B ThKaHKTE, BKIOYMTENHO CbAOBATA [NaJKa MYCKYJaTypa M
Haa0BOpeuHuTe Xesu, JeHCTBUETO Ha OMEcapTaH € HE3aBUCHMO OT M3TOMHMKA H HAYHHa Ha CHHTe3a
Ha aHruoTeH3uH [I. CenekTHBHUAT aHTaroHW3bM Ha peuenTopuTe Ha aHrHoTeH3suH 1l (AT;) Ha
onMecapTaH BOAMU A0 NOBUMILIABAHE HA IUIa3MEHUTE HUBA HA PEHWUHA M KOHLIEHTPaUWHTE HA aHMMOTEH3HH
1 vi I ¥ M3BECTHO NOHUKABAHE HA NNA3MEHHMTE KOHLEHTPALIUH Ha allA0CTEPOH.

[Ipy xMnepTOHHA, OJIMECAPTAH MEAOKCOMKI BOAH R0 A0303aBUCHMO, [TPOABIKHTETHO MOHHKABAHE HA
apTEPHANIHOTO KPBBHO HanAraHe. HaMa naHum 3a xMnoToHus cnea nbppata A03a WIH TaxUUAaKCHA
NPH ABIFOCPOYHO JIEYEHHE, UK 3a prbayHa XUNEPTOHKUA cliell pA3KO NPEYCTAHOBABAHE Ha TepanuaTa.

JO3upaHEeTO BEAHLXK [HEBHO Ha OJIMECApTaH MEOOKCOMHUN OCHIrypaBa e(eKTHBHO M MNJABHO
MOHW)KaBaHe Ha KPbBHOTO HAIArAHE B NPOABLHKEHHE HA J0308 WHTepBal oT 24 uaca. EaHokpaTHOTO
JHEBHO 03UpaHe BOAX 10 CXOAHO MOHWKABAHE HA KPBBHOTO HaJfATaHe, KAKTO U ABYKPATHOTO JAHEBHO
N03UpaHe NpH e1Ha U cbllla 0b1a JHEBHA 1034,

an NnpoaABIAKHTENHO NCHEHHE MAKCUMANTHOTO NCHHUXKABAHC Ha apTCpPHAJIHOTO HANTATAHE CE€ J1I0CTHUIra 3a
8§ ceAMHUM cCJea 3arou4BaHe Ha NEHCHHUCETO, BBIPCKH Y& 3HAMHUTCIIHA 4YacT OT MNOHWXXAaBallKuA
APTCPHANTHOTO HaNATAHC Ed)EI{T ¢ Beye HabnroaaBaH cnea 2 ceAMHLUH eHeHue.

ECDCKTBT Ha OJIMECAPTaH MEIJOKCOMHJT BbpPXY CMBPTHOCTTA H 3a00/1€BA€MOCTTA € BCE Ollle HEN3BECTEH.

PaHaoMH3MpaHOTO NpOyYBaHE HAa OJIMECAPTAH W MPEBEHUMA HAa AvabeTHaTa MHKpPOATOYMHHYpUS
,Padvgomusupad OnmecapraH W [lpeBeHuus Ha JlHaberHa MukpoanOymuHypua“ (“Randomised
Olmesartan and Diabetes Microalbuminuria Prevention”, ROADMAP) nipu 4 447 nauueHTHn ¢ guaber
THIT 2, HOPMO-AIOYMHHYPHA W TIOHE €AKWH AOIBLAHUTENEH ChPAEHHO-CBAOB PHCKOB DaKkTop, H3CheaBa
Aany JleYeHUeTO ¢ OJIMecapTaH Moxe Ja 3abasu nossara Ha MUKpoanOymuHypusaTa. [lo Bpeme Ha
CpeAHHs NEPHOA Ha npochieassaHe oT 3,2 roAMHYA NAUMEHTHTE MONYyJYaBaT OAMECapTaH WK naauedo B
AONBAHEHHE KbM APYTH AHTUXMNEPTEH3WBHHU JiekapcTBa, ¢ U3knoueHHe Ha ACE-nuxubutopn nam
aHrMOTEH3HWH peuenTopHH bnokepu (ARB).

[10 oTHOLIEHME HA MLPBUYHATA KpaitHa Uen, MpOYYBAHETO MOKA3BA 3HAUMUTETHO TOHMIKABAHE Ha PHCKA
334 BPEMETO 3a NOABA Ha MUKPOANIOYMHUHYPHATA B NOA3a HA onmecapTaH. (Criell KOpeKLKHA Ha pa3InK1Te
B AH, ToBa HaMansapaHe Ha pHMCKa Beye He € CTATHCTHYECKH 3Hauumo. 8,2% (178 ot 2 160) ot
nalMeHTUTEe B rpynara Ha onmecaprad U 9,8% (210 ot 2 139) & rpynaTta Ha nnauedo ca pa3suiu

MHKpOAIOYMHUHYPHSA.

[lo OTHOLIEHWEe HA BTOPHUHHUTE KpalHU UEIH, CbpAEYHO-CBAOBH CBHOMTHSA ca Bb3HHKHaNU npu 96
naumneHTH (4,3%) ¢ onmecaptaH U 94 nauuentH (4,2%) ¢ nnauedo. Yecrorara Ha CbPACUHO-CHAOBATA
CMBPTHOCT € OMNa NO-BHCOXA NPH OJIMECAPTAH B CpaBHEHME C jeuyeHHeTo ¢ mutauebdo (15 nmauueHTH
(0,7%) cnpamo 3 naumeHTH (0,1%)), BbNpekn cXOOAHUTE HMBA HA HedataneH HHCYAT (14 nauneHTH
(0,6%) cripamo 8 nauueHTH (0,4%)), HedbaTannen MuokapaeH HH@GapkT (17 naumnentn (0,8%) cnpamo 26
nauMeHTH (1,2%)) U CMBPTHOCT, pa3nyyHa OT ¢bpacuHO-cbAoBaTa (1] naunentu (0,5%) cnpamo 12
nauueHTH (0,5%)). Ob11aTra CMBPTHOCT MNpH OIMecapTaH € OMna 3HAYUTENTHO NopuLleHa (26 nauyeHTH
(1,2%) cnpamo 15 naumentd (0,7%)), KOETO Ce ABLHKA OCHOBHO Ha NO-BUMCOKUAS Opol daranHH
CbPASHHO-CHAOBH HHUHIECHTH.

[Ipoyusanero ,,OnmecapTan 3a [lonHmxkasaHe Ha UHumpenTuTe ot Tepmunaned Craauit Ha brOpeuHa
bonect npu Inabetua Hedponatna* (“Olmesartan Reducing Incidence of End-stage Renal Disease in

NauWeHTUTE ca MOAYyYaBadH HJIH OJIMECapTaH,
AHTHXHINEPTEH3UBHHU JIEKAPCTBEHH MPOAYKTH, BKNounTeIHO ACE-uHxubutopw.
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[IbperuHaTa koMOMHMpaHa xpaiiHa uen (BpeMETO A0 NBbPBOTO ChOMTHE HA Y/IBOSBAHE HA CEPYMHUS
KpeaTHHWH, TEPMUHANHATA cTereH Ha 6b0peuno 3abongasaHe, CMBPT, HE3ABHCHMO OT NMPHYMHATA) CE €
nosesuna np 116 nauneHTH B rpynara ¢ onmecaprat (41,1%) » 129 nauvenT B rpynara Ha ruiauebo
(45,4%) (HR 0,97 (95% CI1 0,75 no 1,24); p=0,791). BropudHata koMOHHUpaHa CHpAEHHO-CBHAOBA
kpahHa uen ce € nosediaa npu 40 nauneHTH, nekysaHd ¢ onMecaptadH (14,2%) v 53 naumeHty,
nexkysanu ¢ nnauedo (18,7%). Tazu komMOGHHMpaHa CbpAEUHO-CHAOBA KpaiiHa L1l BKIO4YBa ChpAeHHO-
cbaoBa cMbpT npu 10 (3,5%) naunenty, npuemaiuy onmecaptan cnpamo 3 (1,1%) npuemarum nnaue6o,
obuia cMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), He-daTtaneH uncyaT 8 (2,8%) cnpamo 11 (3,9%) u ne-
daTtaned MuokapaeH uHdapkr 3 (1,1%) cnpamo 7 (2,5%), croTBeTHO.

XUOPOXJIOPOTHA3KA € THA3WIEH AMYPETHK. MeXaHHU3MBLT Ha AHTUXMUNEPTEHIUBHOTO JAEHCTBHE Ha
THA3UIHUTE AHYPETULM HE € U3ACHEH HambaHO. Tuasuaute mnoeauasatr OnOpeunutre TYOynHM
MEXAHH3MH 3a pealbcopOuLus HA ENEKTPONIUTH, KAaTO MPAKO YBENIHYABAT OTAENAHETO HA HATPHH M
Xn0opuaM B NpubIH3UTEIHO €KBUBATEHTHH KonuuecTBa. B pesyntat Ha AMypeTUYHOTO AelcTBUe Ha
XHAPOXJIOPOTHA3KA C€ HaMaNARA I1a3MeHUAT o0eM, NOBULUABA C& aKTHBHOCTTA Ha NJa3MEHHUA PEHMH
U C€ MOBHILABA CEKPEeLMATA Ha A/IOCTEPOH, C NOCIEABAIN0 NOBHULIABAHE HA OTAE/SAHETO B YpHHATA Ha

kaiMid U1 OukapboHaTH M NOHWXKABAHE HAa CEPYMHHMA Kanui. PeHMH-anaocTepoHOBaTa BpPbL3Ka Ce
MeaWupa OT aHrHoTeH3uH Il M cnegopaTeNHO €AHOBPEMEHHOTO NPUNIOKEHHE HAa AHrMOTEH3WH I
PELIENITOPEH aHTArOHHUCT BOAMW 10 0OpaTruMa 3aryba Ha Kaliui, CRbp3aHa ¢ THa3UAHWTE ANYPeTHLH. [1py
NPUIOKEHHE Ha XHAPOXJOPOTHA3WI HA4aNOTO Ha [JHYype3aTa HacTbMBAa Clejl OKOJIO 2 yaca H
MAKCHMANHUAT edeKT HACTBIBA Cned oko/10 4 uaca ¢hej npueMaHe Ha jo3ara, 40KaTo AeHCTBHUETO
npoabMkasa NpubdbauzutTenHo 6-12 yaca.

EnuaeMHonoru4HuTe [IpoOyHBaHHA Ca [MOKA3allM, Y€ ABJIFOCPOYHOTO JICUEHHUE C XHIPOXJACPOTHA3IHA
MOHOTCpPAITUA HaMaJ/liBa PHCKa OT ChPpACHHO-CBA0BA CMBPTHOCT H 3aboneBaemMocT.

KinuHuuHa epukacHOCT M He3onacHoCT

KoMOuMHauMATa Ha O/IMECAPTAH MEAOKCOMMA H XHAPOXAOPOTHA3NU BOAH A0 AANTHUBHO NEHCTBUE BBPXY
NOHWKaBaHe Ha KpbBHOTO HanAraHe, KOETO KaTto LIAJIO HaABHMLLIABA TOBA MPH A03MPAHE HA OTACIHHTE
KOMITOHEHTH.

[Tpr 06006weHH Nnauebo KOHTPOMHPAHH NPOYUBAHUS MPUITOKEHHETO Ha KOMOMHALIUATA OnMecapTaH
MeNOKCOMHI/XxuapoxyiopotHazua 20 mg /12,5 mg v 20 mg /25 mg Boau a0 NOHMXKABAHE HA Cpe/iHATA
pasinka ¢ niaauedo Ha CUCTONHO/AMACTONHO KPbBHO HanAraHe HEMOCPEACTBEHO NMPEAH AaBaHE Ha
cneapaitara aAo3a ¢ 12/7 mm Hg 1 16/9 mm Hg, ¢cwoTBeTHo. BbipacTtra v nona HAMAT KIMHHYHO
3HaYMM  edeKT BbpXYy OTroBopa Ha  Je4YeHHeTo ¢ koMOuHauuaTa  oJaMecaprTad
MEAOKCOMHUII/ XHAPOXJIOTOTHAZH .

[IpunoxkeHunero Ha 12,5 mg v 25 mg XuapoxiopoTHasyj INpyu NAUMEHTH, KOWTO Ca HEOOCTATBYHO
KOHTPOJAHPAHH C MOHOTEpPAMNHNA ¢ oiMecapTaHd MeaokcoMu 20 mg BOAM A0 AONBIHUTEIHO NOHUXKABAHE
Ha 24-4acoOBOTO CUCTOAHO/AHACTONHO KPbBHO HaJIAraHe, H3MEpPeHO nNpy aMOyaaTopHO nmpociensbaHe
Ha KpbBHOTO HanaraHe ot 7/5 mm Hg u 12/7 mm Hg, cborBeTHO, B CpaBHEHHE C oOJIMEcapTaH
MEeLOKCOMU1 ModoTepanua. JJOMbIHUTETHUTE MHHUMATHH FIOHHXKEHHUS HA cpeHUTE CTOMHOCTH Ha
CHCTOJIHO/IMACTONHO KPBBHO HANATAHE HEMOCPEACTBEHO NpEedd OaBaHE Ha cnejBawiara j03a B
CPABHEHME C MU3XOAHOTO HHUBO, ca 6unm 11/10 mm Hg v 16/11 mm Hg, cvorBeTHO.

EdekTHBHOCTTa Ha KOMOHHAUUATA OJIMECAPTAH MEAOKCOMHMI/XHAPOXNOPOTHAZH C€ MOMIBPKA NPH
NPOABIKUTENHO (€AHA roaruHa) nevedue. CriMpaHeTO HA TEParuiaTa ¢ OiIMecapTaH MEJOKCOMMA ¢ WK
0e3 CLBTCTBALLOTO JICHEHHE C XMAPOXJIOPOTHAZN] HE € JOBEMO0 A0 NOsARA Ha pudayHI XUINEPTOHHS.

DUKCHpaHHTe KOMOMHAUMKW HA OJIMECapTaH MEIOKCOMMA WU Xuapoxnoporvasua 40
40 mg/25 mg ca M3cneaBaHH B TpPH KJIMHUMHM NPOyYBaHWA, Bitousawuu 1 482
MALUMEHTH.
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JABOMHO-CNANO MpOYyuBaHE MNPU €CEHLHANHA XHMEPTOHUA OUEHABA ePEKTHBHOCTTA HAa TEpanuiATa C
KOMOMHaLMATa oJMecapTad MeAOKCOMMIT/ XxuapoxsiopoTHasna 40 mg/12,5 mg cnpamMo MoHOTepanus ¢
ofiMecapTtaH MeAoKcOMUN 40 mg, KLAeTO MBPBUYEH MOKA3ATEN 34 €(PUKACHOCT € CPeAHOTO NOHHKEHHE
Ha AMACTOMTHOTO KPBBHO HaNIAraHe B ceHaO nosioxkeHHe. CHCTOMHOTO/ IMACTONHO KPLBHO HANATAHE
ca noHnxkeHH ¢ 31,9/18,9 mmHg B rpynara Ha kombuHauusTa, B cpaBHeHuWe ¢ 26,5/15,8 B rpynara Ha
MoHoTepanua (p<0,0001) cnea 8 cenMULM Ha NeueHHe.,

B aBoitHO-cnsina, HO HEKOHTPOJIMpaHa BTOpa (paza HA TOBA MpOy4YBaHe, € MPOBEJEHO Bb3XOAALLO
TUTPUpPAHE Ha HE-OTrOBapAllMTE HA TEparnuara MaLMEHTH (HOH-pEeCcNOHAEPH) OT MOHOTEpanus ¢
onmecapTtaH MeaokconaMui 40 mg kbM oNMecapTaH MeAOKCOMUN/xuapoxopotuasua 40 mg/12,5 mg
KaKTO W OT O/JMecapraH Menokcomuin/xuapoxnoporuasua 40 mg/l12.5 mg kM onmecapraH
MeaokcoMua/xuapoxnopotuasua 40 mg/25 mg. ToBa noBeno A0 MocNenBamlo AOMBAHUTEAHO
MOHMXKABRAHE HA CUCTOJIHOTO/AMACTONHOTO KPBBHO HanAraHe, KOETO NMOTBbPXKAABA, He Bbh3XOAALIOTO
TUTPUPAHE € KAWHHYHO 3HAYUM HaUYUH 32 NoA00psABaHe HA KOHTPO/IAa HA KPbBHOTO HaNAraHe.

BTropo, aBoiHO-CANO, paHAOMHU3INPAHO, MTaued0-KOHTPONUPAHO NPOYYBaHe oLeHABa epHUKacHOCTTa
Ha nob0aBsaHe Ha XHAPOXJOPOTHA3WA KbM JIEUEHHETO Ha MAUMEHTH, KOMTO He ca OMIM aneKBaTHO
KOHTPOJNIMpAHH Ciiedl 8 ceAMULIM Ha NeYeHUe ¢ onmecaptadH MeaokcoMun 40 mg. [TauvenTure WK ca
MPOAB/IKHNK TEpanuara ¢ onMecapraH MeaokcoMun 40 mg, Wnd ca NONYYMIH SOMBIAHHTEHO
XHApoxnopotdazua 12,5 mg uan 25 mg, ceoTBETHO, 3a owe 8 ceamuud. Yerebpta rpyna € 6una
paHIOMH3KWpaHa da NMPHEMA OIMEcapTaH MEAOKCOMUN/Xuapoxaoporrasuna 20 mg/12,5 mg.

Hobasaheto Ha xuapoxnoporHasua 12,5 mg vwnu 25 mg AoBeno A0 AOMbAHUTENHO NMOHU)KABAaHE Ha
CUCTONHOTO/AHACTONIHOTO KpbLBHO HandraHe ot 5,2/3,4 mmHg (p < 0,0001) n 7,4/5,3 mmHg
(p <0,0001), cboTBETHO, B CPAaBHEHHME CBHC CAMOCTOATE/IHATA TEpanusl ¢ olMecapTaH MedCKCOMMUI
40 mg.

CpaBHeHHE MEXKAY NAUMEHTHTE, TMNOJydyaBallld OJMECAPTaH MEAOKCOMHI/XHUAPOXNOPOTHAIHI
20 mg/12,5 mg u nauveHTH noayuasatn 40 mg/12,5 mg nokasza CTaTUCTHYECKH 3HAYHMa pa3nivdka B
MOHU)KABAHE HA CHCTOJHOTO KpbBHO HanaraHe ot 2,6 mmHg B nonsa Ha no-BMcokata A0308a
xkoMOuHauua (p=0,0255), nokaro 3a noHWxKaBaHe Ha JUACTOJHOTO KPbBHO HanfraHe € HabawwaasaHa
paznuka ot 0,9 mmHg. HaHHute ot amOynatopHOTO NpocheAsBaHe Ha KpbBHOTO HanAraHe, 6azupaHo
Ha CpeAHUTE MPOMEHH 3a 24 yaca, ZHEBHO W HOUIHO AMACTOJTHO W CHCTONHO KPBBHO HaniArase
NOTBBbPKAABAT PE3YJITATHTE OT KOHBEHUHOHATHHTE H3MEPBAHUA HAa KPbBHOTO HanAraxe.

Hpyro apoiHO-cnANO, paHAOMH3UPAHO MPOYUYBAHE CpaBHABA €(PEKTHBHOCTTA HAa KOMOWHHPAHOTO
neyeHMe ¢ onMecapTaH  MeEAOKCOMW/xuapoxnopotnazua 20 mg/25 mg MW onMecapTa
MeZOKCOMUA/Xuapoxnopotnazua 40 mg/235 mg npy MaUUEeHTH ¢ HEAAEKBATHO KOHTPOJINPAHO KPBBHO
HanAraxe ciea 8 ceIMHUM IeyeHUue ¢ onmecaptad Meaokcomun 40 mg.

Cnea 8 ceamuuu Ha KOMOMHHpaHO NeveHRMe, CUCTOMHOTO/AHACTONHOTO KPbLBHO Hansrade € OWno
JHAYUTENHO MOHHUKEHO B CpaBHEHHe ¢ U3XOAHOTO HHBO ¢be 17,1/10,5 mmHg 8 rpynara Ha onMecapTaH
Meaokcomun/xuapoxnoporvasua 20 mg/25 mg v 17,4/11,2 mmHg B rpynara Ha onmecapra
Menokcomun/xuapoxnoporazua 40 mg/25 mg. Paznukata Mexay ABeTe rpynu He e Owuna
CTATUCTUYECKH 3HAYMMA, KOTATO Ce € Npuiaran KOHBEHUMOHANHHUAT METOA 3a H3MEPBAHE HA KPBBHOTO
Ha/lAraHe, KOETO MOXKe Ja Gbie 06ACHEHO ¢ HM3BEeCTHMA eeKT Ha OTrOBOP Ha NMOCTOAHHA A03a NpH
aHrHOTeH3uH Il peLienTOpHUTE aHTarOHKUCTH, KAaKbBTO € OIMECapTaH MeAOKCOMMII.

Bbnpeky ToBa KIMHHYHO 4 CTAaTUCTUYECKHM 3HAUMMA pa3/iMKa B NO/3a Ha oAMecapTaH MEAOKCOMUI/
xugapoxnopornasug 40 mg/25 mg B cpaBHEHHE C ONMECApTaH MEAOKCOMMWI/ XMAPOXJIOPOTHA3UA
20 mg/25 mg ¢ HabnaaBaHO B CPeAHOTO 24-4acOBO, JHEBHO H HOUIHO aMOynaTopHO npoc
HA KPbBHOTO HANAraHE KakKTO MO OTHOLIEHHE HA CUCTOMHOTO, TaKa W NO OTHOLUIEHHE Ha
KPBLBHO HATATaHE.
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AHTUXHUIIEPTEH3UBHUAT €QPEKT Ha OJIMECAPTAH MEAOKCOMM/XUAPOXJIOPOTHA3ZKWI € OMJT CXOJEH,
He3aBUCUMO OT BB3PacCT, NMOJ UAKH AnabeTeH craryc.

Hemenanomen pax na xodxcama: Bb3 0CHOB2 HA HANUYHUTE JAHHW OT ENUAEMHOIOTMHHM NPOYYBaAHHUS
e HabniogaBaHa 3aBHCHMA OT KyMynaTvBHaTa 103a Bpbika Mexxay XXT3 u HMPK. EaHo npoyuBane
BKJIKOYBa nonynauums, cecrosa ce o1 71 533 cnyyan Ha BKK 1 8 629 cnyyan va CKK, » nonynauus
or cborBeTHO 1430833 u 172462 noaxomsamm koHTponu. Bucokara ynotrpeba ua XXT3
(kymynarunero 250 000 mg) e cBbp3aHa ¢ kopurupad OR 1,29 (95% W: 1,23-1,35) 3a BKK u 3,98
(95% MIH: 3,68-4,31) 3a CKK. HabnionasaHa e scHa Bpb3ka KymynaTHBHA 103a-0TroBop kaxTto 3a BKK,
taka ¥ 3a CKK. Jpyro npoyusaHe nokazpa Bb3MOXHA Bpb3ka Mexay paka Ha yctHuTe (CKK) u
ekcnosuupmata Ha XXT3: 3a 633 cnyyau Ha pak Ha ycTHUATe € noabpana nonynauus ot 63 067
MOAXOAAUWM KOHTPOJIH, KaTo C€ W3Mo/3Ba CTPaTerda 3a BiemaHe Ha npobu, onpenencHa OT pHCKa.
HeMOHCTpHpaHa € Bpb3Ka KyMynaTHBHA 103a-0TroBop ¢ kopurupad OR 2,1 (95% AH: 1,7-2,6),
Hapacteaw Ao OR 3,9 (3,0-4,9) 3a sucoka ynotrpeba (~ 25000 mg) v OR 7,7 (5,7-10,5) 3a Haii-
BUcOKkaTa KymynatusHa no3a (~ 100 000 mg) (ex. cbo Touka 4.4).

Hdpyra ungopmauua

HBe ronemMu, paHAOMH3MPaHU, KOHTPOJAUpaHU Npoyusanug ,, Texkyuwo ['nobanHo Usnureane 3a Kpakinu
Llenn na Teamucapran, Camocroarento v 8 KomOuHauua ¢ Pamunpun® (“ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial”, ONTARGET) u ,,KnuuuuHo npoyusane,
CBBP3aHO C pasBUTHE Ha HedponaTus npu Anaber, npoBeaeHO 0T MUHMCTEpcTEO Ha BeTepanuTe” (“The
Veterans Affairs Nephropathy in Diabetes”, VA NEPHRON-D) npoyuear ynorpebata Ha
koMOuHaunaTa ot ACE-uHxuburop ¢ anrdorensuH Il peuentopen 6nokep.

ONTARGET e npoyusaHe, npoBeaeHO MpH NAUMEHTH C aHAMHE3A 33 ChPASUHHO-CHAOBA HITH MO3BYHO-
cbaoBa DosiecT Wi 3axapeH Auader THN 2, NpUAPYKEHH C AaHHH 3a YBpeKJaHe Ha €PEKTOPHH OpraHH.
VA NEPHRON-D e npoyusaHe npu nauueHTH ¢be 3axapeH auabet tun 2 v nuabeTHa HedponaTHs.

Tean npoyuBaHMA He NMOKa3BaT 3HAYUM OnaronpHareH e@ekT Bbpxy O6bOpedHUTe W/ MAK ChpAeuHO-
CbAOBUTE TNOCIEAMUA U CMBPTHOCT, KATO CHLILEBPEMEHHO ca HA0NIOAaBaHW NOBHMLIEH PHUCK OT
XHUIEPKAIHEMHA, OCTPO yBpexKIaaHe Ha 0bOpeunTe, H/HAKU XHITOTOHUA B CpaBHEHHUE C MOHOTEPAIMATA.
Karo ce umar npeasua cxoaHure vMMm $apMakOAMHAMUYHU CBOKMCTBA, TE€3W PE3IYATATH ¢a CbILO
NPUNOKHUMH U 332 ApyTrH ACE-unuxubutopu v anruorensnd Il peuentopuu 6nokepm.

3atosa ACE-unxubutopn U anrnorensnd II peuentopuy Onokepn He Tpabpa ga ce M3NON3BaT
eHOBpEMEHHO NPH nauueHTH ¢ anabetTna HedponaTus.

SAnuckupew KnuHudno Ilpoyusane npu [Taumentn cbe 3axapeH duaber Tun 2 ¢ U3znonipane Ha
Kpainu Llenun 3a Copaeuno-cbaoeu ¥ bubpeunu 3abonasanua®™ (“Aliskiren Trial in Type 2 Diabetes
Using Cardiovascular and Renal Disease Endpoints”, ALTITUDE)) e npoyuBaHe, npeaHa3Ha4yeHo Aa
H3c/IeIBa non3ata oT JOOABAHETO HA AJHCKHMpPEH KbM cTaHaapTHa Tepanus ¢ ACE-uHxubutop unu
aHruoTensuH Il peuenropeH Onokep NpH NaLHeHTH CbC 3axapeH Auaber Tun 2 ¥ XpoHU4HO 6BOpeUHo
3abongBaHe, CbpPACHHO-CLAOBO 3abonasaHe wunM W Aere.  [IpoyuBaHETO € MpeEKpaTeHO
[peKACBPEMEHHO NOPaaH MOBHILEH PUCK OT HEXKEMAHKW nocaeanun. KakTo crpaeuyHo-cbaosaTa CMbPT,
Taka W WHHCYNTBLT €a MO-4ECTH B rpynarta ¢ alUCKUpEeH, OTKONKOTO B rpynata Ha nnauebo, a
MPEACTABNABALLHUTE WHTEPEC HEWKENAHU CbOMTHUA M CEPUO3HK HEeXenaHW ¢bOMTHA (XMnepkanHeMus,
XUNIOTOHUA U OBOpevHa AuchyHkuus) ca Gunm no-dvecto ¢cboOluaBaHM B rpynata ¢ ajJUCKHpEH,
OTKOJIKOTO B rpynara Ha niaueto.

52 (@apMaKOKHHETHUYHH CBOHCTBA
AGcopOuus u paznpesienenne

OnmecapTaH MEIJOKCOMMIIL:
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OnmecapraH MeaOKCOMHI € npeanekapcTeo. [1pu abcopbums ot cToMaluHO-upeBHHA TpakT 6bp30 ce
NpeBpbila BLB (PapMaKoJOrHYHO aKTHBHHA MeTabONUT oNMecapTaH OT €CTepa3sHTe B 4YpeBHaTa
NWrasyLa v NOPTATHOTO KpbBoOOpblIeHHe. B nna3MaTta HITH eKCKPETHTE HE C& OTKPHBA AKTHBHOCT Ha
MHTAKTEH OJIMECAPTAH MEAOKCOMMII HTM HA YACTH OT MHTAKTHH CTPAHHUYHU BEPHUTH HA MEIOKCOMMII.
CpenHara abcomoTHa OMOHANWYHOCT Ha ONIMecapTaH, NpuiIoXkeH NoA GopmaTta Ha TabneTku e 6una

25,6%.

CpeaHaTa nukoea rnasMeHa KoHueHTpauus (Cnax) Ha ONIMEcCApTaH ce JOCTWra B PaMKHMTE Ha 2 yaca
cled MepopajiHOTO AO03MpaHe HA OAMecapTaH MENOKCOMMJ, a MIa3MeHWTe KOHLEHTpallM¥ Ha
OJIMECApTaH HapacTBaT NPUOIH3UTENHO TMHEHHO C YBEMHYaBALLUTE C€ €AHHHUYHH NEPOPANHU JO3H A0
okonio 80 mg.

XpaHata oka3Ba MHHUMaNEH e(ekT BbpXy OHOHANHYHOCTTa HAa OJIMECApTaH W 3aTOBA OJIMECApTaH
MEAOKCOMUIT MOXE 1A Ce Npusara ¢ uim be3 xpaxa.

He ce HabntopaBar KAMHMYHO 3HAYMMKM Pa3fiMKK CBbP3aHU C NoJia BbB (PapMAKOKWHETMKATa Ha
OJIMECAPTAaH.

OnmecapTaH ce CBbp3Ba BbB BUCOKA CTEMEH ¢ MuasmeHuTe npoterHH (99,7%), HO BBIMOXKHOCTTA 34
KIHHHYHO 3HA4YMMHM B3aWMOJECHCTBUA MOpaAM HM3MECTBAHE OT MMAa3MEHHTE [IPOTEHHH MEXAY
O/IMécapTaH H APYTH €1HOBPEMEHHO TPHJIAraHH JIEKapCTBa, KOUTO BbB BUCOK TMPOLIEHT Ce CBbP3BAaT C
NAa3MEHWTE MPOTEUHH € HHUCKA (KOETO Cce [OTBbpXAaBa OT JMIcaTa Ha KIMHHUYMHO 3HAYHMH
B3aUMOJCHCTBUA MEXAY OJiMecapTaH MEAOKCOMWUNI M BapdapuH). CBLpP3BAHETC HAa OAMECAPTAH C
KPLBHHTE KJIETKH € He3dsauutenHo. Cpeanuar obem Ha pasnpencneHue ciie, HHTPaBEHO3HO
NpUnoKeHue e HUCHK (16 — 29 1).

XUAPOXNOPOTHAZKA:

Cnen nepopanHo NPHIOKEHHE HA ONIMECAPTaH MEAOKCOMMI M XHAPOX/IOpPOTHA3HA B KOMOWHaLHA,
CPEAHOTO BpEME Ha NMHUKOBHTE KOHLICHTPAaLMKW HAa XUIPOXJOpoTHa3uA e Ouno 1,5 po 2 4vaca cnen
npueMa. XHApOXJIOpOTHA3HI Cc€ CBBp3Ra 68 % ¢ nnasMeHUTe MPOTEMHH M HeroBuaAT obem Ha
pasnpenencHue € 0,83 - 1,14 l/kg.

Buorpancopmanna H eTHMHHHpPAHE

OnMecapraH MEAOKCOMMI

ObukHoBeHO 06WHMAT Mnasmen KaupbHE € 1,3 I/h (CV, 19%) W € cpaBHHUTENHO HACHK B CPAaBHEHHE C
yepHoapobHua kpvBoTok (90 1/h). Cnen emHokpartHO MepopanHo npunoxeHue Ha Genssan '*C-
onMmecapTad Menokcomu, 10 - 16% ot npunoxeHara paaAMoaKTHBHOCT € eKCKpPeTUpaHa B ypHHaTa (no-
roigMara yacT B paMKuTe Ha 24 yaca ciell NPHUNOKEHHE HA A03aTa) M OCTATbKBT OT OTKPHTATA
paaHOAKTHBHOCT € EKCKpEeTHpaHa 4pes gekanuuTe. Bb3 OCHOBA Ha CUCTEMHATa HANHMYHOCT OT 25,6%,
MOXKE a Ce 3aK/IoMH, Y€ abcopOupaHuAT oNiMecapTaH ce SJIMMHHUpa eqHOBpEeMEHHO Ype3 ObbpeuHa
exckpeunsa (40%) v upe3 xenaro-OunuapHa exckpeuus (60%). Llanoro konuvecTBo OTKpHTa
PaaMOAKTHBHOCT € HACHTH(MUMpaHa kaTo onmecapTtaH. He e OTKpuT Apyr 3Hauum Metabonur.
EdTEpOXENaTaTHHAT LIMKB] HA OJIMECApTaH € MUHAMANIEH. ThbH KaTo roisMo KOJMUYECTBO OJIMECapTaH
Ceé EeKCKpeTHpa upe3s XKabukata, ynorpebata npu nNaUHEHTH ¢ OunuapHa o6CTpyKUMa e
NPOTHBONOKAa2aHO (BXK. Touka 4.3).

TepMUHATHHUAT e€IMMHHALMOHEH NOAYXHBOT Ha oOnMecapTaH Bapupa mexay 10 v 15 uaca cnen
MHOIOKpaTHO NMEpOpaHO 103HpaHe. PAaBHOBECHOTO CHCTOSIHUE C€ IOCTHIA CIE/L IThPBHTE HAKO/KO /103M
W cieq 14-pHEBHO MHOrOKpaTHO Jo3MpaHe He e HabnioAaBaHO [OMBJAHUTENHO HATPYNB
buOpeunuat knupbHe ¢ 61 okono 0,5 — 0,7 /h n e 6un He3aBUCHM OT J03aTa.

XUAPOXNAOPOTHAIHA
XHUAPOXJIOpOTHA3KUL HE ce MeTabonMu3upa MnpW XOpa M MOYTH HAMBAHO CE€ €KC
HERPOMEHEHO AaKTUBHO BellecTBO B ypuHata. llpubnusurenHo 60% or nepopan
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eTUMUHHPA KaTO HENPOMEHEHO aKTHUBHO BELIECTBO B paMKkUTe Ha 48 vaca. buOpeuHHAT KNHpBHC €
okono 250 — 300 mi/min. TepMUHANHHUAT ENUMHHAUMOHEH MONYKUBOT Ha XUApoxnopoTHasua € 10 —
15 waca.

OamMecapTan MeaokcoMu 1/ XHapoxJIopoTHA3H

CHcTeMHaTa HalMYHOCT Ha XMIPOXAOPOTHAa3WA € NoHuwkeHa ¢ okono 20%, korato ce mnpunara
eAHOBPEMEHHO C O/IMECAPTAH MEJOKCOMMA, HO TOBA JIEKO NMOHMKEHHUE HE € OT KIMHHYHO 3HAUEHHE.
KilHeTHKaTa Ha OJIMECapTaH HE C€ NOBNKUABA OT €AHOBPEMEHHOTO NPUNOKEHUE HA XHIPOXNOPOTHAIHAL.

PapMAKOKMHETHKE NPH cenHPHYHH ony/1aliHH

[layuenmu 8 cmapuecka ev3pacm (Ha 6 200uru u nogeye)

[lpu naunenTy ¢ xunepronua AUC Ha onMecapTadH B paBHOBECHO CHCTOSHME ¢€ MOBMHILABA ¢ OKOJIO
35% npu nauueHTUH B cTapuecka 8b3pacT (65 — 75 roanun) U ¢ okonoe 44% npy MHOrO Bb3pacTHH
naudeHTH (= 75 roaMHn) B CpaBHEHHWE ¢ NO-MIAAW NALKEHTH (BX. TouKa 4.2).

OrpaHu4eHH NaHHU NPEATNONAraT, Ye CUCTEMHHMAT KIMPBHC HA XHAPOXNOPOTHAINI C€ NOHMKABA KAKTO
NpU 34paBH, TaKa U MpU NALMUEHTH C XUNMEPTOHMUSA B CTAPHECKA BB3PACT B CpaBHEHHUE C MNaaM 3ApaBH
nobposonum.

bvbpeuno ygpeacoane

[Ipu naumeHTH ¢ O6BbOpeuHo yspexnane, AUC Ha onmecapTaH B paBHOBECHO ChCTOSHHE C€ MOBUILIABA
¢ 62%, 82% u 179% npu nauMeHTH C NEKO, YMEPEHO M TeKKO OLOpeuHo yBpexaaHe, CbOTBETHO, B
CpaBHEHHE CHC 3APABH KOHTPOIH nauueHdTy (Bxk. Touku 4.2, 4.4).

BpeMeTo Ha NONY>KHUBOT HA XMAPOXJOPOTHA3ZUA € YABHKEHO NPH MAaLUEHTH ¢ HapylicHa ObOpeuHa

yHKLHA.

Yeprodpobro yepescoane

Cnen eaHOKpaTHO [EPOPANHO NpUNOKeHHe, CTOHHOCTUTE Ha AUC Ha onMmecapTaH ca OWIH NO-BHCOKH
¢ 6% ¥ 65% CLOTBETHO NMPH MALMEHTH C JIEKO H YMEPEHO HEPHOAPOOHO YBPEKAAHE, OTKONKOTO MPH
CLOTBETHHUTE 3ApaBH KOHTPONHHY nauueHTH. Hecpbp3anaTa ppakuus Ha onMecapTaH Ha 2" vac cnen
NpUeMa Ha J103aTa [1pH 3paB# ML, NPH NALMEHTH C IEKO YEPHOAPOOHO yBpexXaaHe U NpH NMaLKEHTH
C YMepeHO uepHoapobHo yBpexaaHe ca 6unu cvorBeTHO 0,26%, 0,34% n 0,41%. Cnex MHOrOKpaTHO
AO3UpPAHE TIpPH TIALUMEHTH € yMepeHO uepHoapoOHO yBpexzaaHe, cpeaHara ctoiiHocT Ha AUC Ha
oJiMecapTaH € 6Msla OTHOBO OK0J10 65% NO-BUCOKA OTKONIKOTO NMPU CHOTBETHUTE 3ApaBH KOHTPO/IHH
nauueHTH. CpeaHuTe CTOMHOCTH Ha Cmex Ha OJIMecapTaH ca OUAH CXOAHH MNpPU NALMEHTH C
yepHOAPOOHO yBpekKaaHe M 3apaBu nuua. OnmecapraH MEJOKCOMMI HE € H3C/ieABaH NPH MALKMERTH ¢
TEXKKO YePHOAPOOHO yBpexnaHe (BxK. TOUKH 4.2, 4.4).

UepHoopoOHOTO yBpekaaHe He OKa3Ba 3HaYUMO BIHAHHE BBPXY GQapMaKOKMHETHKaTa Ha
XUIPOXJIOPOTHA3H/,

JlekapcTBeHH B3IaHMOAEHCTBHA

Cexaecmparm Ha JHCAbUHA KUCETAUHA KONECEBEAAM

EaHospeMeHHOTO fpunoxkenne Ha 40 mg onMecapraH MeaokcoMHa v 3 750 mg konecepenaM
XHAPOXJIOPHA NPU 34paBy JINLA BOAH A0 noHwkasaHe ¢ 28% Ha Cmax M noHnxasaHe ¢ 39% Ha AUC Ha
onmecaptaH. [lo-Manko edextd, nonmxkapane ¢ 4% u 15% Ha Chnax 1 AUC crhoTBeTHO, ca Ounu
HabnoaaBaHM, KOraTo ONMecapTaH MeAOKCOMMI € pUnaraq 4 4aca npeay KoiecesenaM XHaApOXJopHa.
ENMMHHALUMOHHHUAT MOAY>XUBOT HA onMecapTaH € Oun noHuxkeH ¢ 50 — 52% HezaBHCHMMO aanu ce
npwjiara €IHOBPEMEHHO, WU 4 yaca npean KonecesenaM Xuapoxyiopua (Bx. Touka 4.5).

5.3 IlpeaxkaHHnruHy AaHHA 32 6e30MaACHOCT
ToxcHUHHAT nMoTeHUHan Ha KOMOWHAUMATA OAMECAPTAH MEAOKCOMKI/ XHAPOXJIOPOT

MpyY MpoyvYBaHWA 33 MEPOpaiHA TOKCHYHOCT C MOBTApALLO ¢€ AO3ZHPAHE B npo,uwﬂ(&g ¢ A
MeceLa NMpH ITEXO0BE U KY4eTa. H S 1 Add
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3a BCAKO €AHO OT OTASNHHUTE BELIECTBA M APYIrHTE NEKAPCTBEHH NMPOAYKTH OT TO3H KJIAC, OCHOBHUSAT
TOKCHUKOJIOTMYEH TpUHLUENeH opradH Ha kombOuHauuara ca Ounu OnOpeuure. KomOuHaumaTa Ha
ONIMECApTaH MEJOKCOMHI/XHAPOXNOPOTHA3MA Mpeau3BMKBa GYHKUUOHANHKW ObOpeuHH npomMeHu
(NOBHIUABAHE HA YPEHHHA a30T B CEPYMa M Ha CEPYMHHS KpeaTHHHWH). BUCOKUTe A034 NpUUMHABAT
TyOynHa gereHepalids ¥ pereHepauus Ha OnOpeuunTe Ha NNBLXOBE U Ky4ETa, BEPOATHO Hpe3 MPOMAHA B
ObbpeuHaTta xemoarHamuka (MoHMKeHa OBOpeyHa nMep@y3us B pe3yNTAT HA XHMMOTOHHA ¢ TyOynHa
XWNOKCHR MW TyOynHa KI€TbuHa JereHepaums). B aonbiaHeHue koMOMHauMATa OnMecapTaH
MENOKCOMMUAN/XMAPOXIOPOTHA3H], NMPEAU3BUKBA HaMalldiBaHE HAa NMapamMeTpUTe Ha YEPBEHUTE KPhLBHH
KIETKH (€pUTPOLMTH, XEMOTJIOOMH M XEMATOKPMT) M [MOHWXKABAHE HA TEINIOTO HA ChPUETO MpH
UTbXOBE.

Te3n edexktn ca Ounu HabnwaaBaHu cuwo M 3a apyru AT peuentopHd aHataroMucTH W 3a ACE-
HHXUOUTOPN M uarnexaa ca Ounu npuyMHEeHW OT (apMaKOJOrHYHOTO AEMCTBHE HAa BMCOKHM A03M
ONMecapTaH MEIOKCOMHUN, M TOBA HU3IEXKAa HE ¢e OTHACA 34 XOpa B NPEenopbuBaHHTE TEPaNeBTHHHH
NO3H.

HPD}"{BHHHHTa 3a TCHOTOKCHYHOCT, KOHWUTO H3NOA3BaT koMOUHaLUUATa onaMccapTaH MEAOKCOMHIT H
XHAPOXJIOPOTHA3WA, KAKTO U QTACJIHUTC KOMITOHEHTH HE Ca NOKa3alid HUKaAKBH fIPH3HALIKM HA KTHHHUYHO
3HAYHMa INrCHOTOKCHYHAa aKTHBHOCT.

KRHLI,EPOFEHHHSIT NOoTeHLUHaT Ha KOMOKMHaLuaTa OJIMECapTaH MEJOKCOMUIT H XHIPOXNTOPOTHAZHKHI HE €
HM3CNeldBaH, TbH KaTo HAMAa NOKAa3aTeJICTBA 3a CbOTBETHH KaHUCPOr€CHHH E(l)EKTH Ha ABCTEC OTIAE/THH
CbCTABKH B YCJIOBHATA HA KJTHHHYHA ynm‘peﬁa.

Hama nokazarencrtea 3a TEpaTOreHHOCT NMPH MULUKH WX IUTBXOBE, TPETHpPaHH ¢ KOMOHHaUMUATA
O/IMecapTaH MEAOKCOMWI M Xuapoxnoporvaznia. Kakro ce ouyakBa OT TO3M Klac JieKapCTBEHH
NpoAyKTH, € HaOmoaaBaHa ¢eTanHa TOKCHYHOCT NMPH TUIBXOBE, KOETO € BHIHO OT 3HAYMTEJHO
NOHHXKEHOTO PETATTHO TENECHO TEIT0, KOraTo ¢a TPETHPaAHH ¢ KOMOWHALIMATA OJIMECApTaH MEAOKCOMMIL
U XUAPOXNOPOTHA3UA M0 BpeMe Ha OpeMeHHOCTTa (BXK. TOHKU 4.3, 4.6).

6. DAPMAIHEBTHYHHU JAHHH

6.1 Chnucikrk Ha NIOMOHNIHHTE BellleCcTBA

Anpo na Tabnerkarta

Kpockapmenosa HaTpuid

ManuTon

Mukpokpucransa uenyniosa

YacTHYyHO 3aMecTeHa XUAPOKCUNPONUIILIENYN03a
KononneH, 6e3soieH CHNULIMER AUOKCH
Marte3ues creapaTt

Harpues naypuncyngar

OUIMOBO NOKPUTHE
XHIIpOMENno3a

Twranos auoxkcun (E171)
Makporon

Tank

6.2 HecLBMECTHMOCTH

Henpuaoxumo,
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6.3 Cpok na roanocr

2 rONUHH

6.4 CpnennaJnn yCJI0BHA HA ChbXPAHEHHE

Ha ce ¢cbxpaHaBa noa 25°C.

6.5 Buan cb;[lbpmanue Ha ONAKOBKAaTA

CTyieHO naMHHUPaH MOJHAMUA/ATYMUHHA/ NONIKBUHKAN XJIOPHUA/ANYMHUHHI GancTep.
Onaxkoskw ot 14, 28, 30, 56, 90, 98 dunmupann Tabnetkwu.

KaneugapHa onakoska oT 28 dunMupaHi TabneTkH.

He BcHUYKHM BMAOBE ONaKOBKK Morar Ja 6baat nycHaTH B npoaaxoa.

6.6 Chnennaanu npeana3Hy MEPKH NPH H3XBbPJAHE

Hama creuyanHu U3MCKBaHHA 33 U3XBBLPISHE.

HeuznonspanuaT JICEKAPCTBCH MMPOAYKT WJIIH OTNAABUYHHTE MATCPHANH OT HETO Tpﬂﬁﬂﬂ Ad CC M3XBBLPIAT
B ChOTBCTCTBHUEC C MCCTHUTE M3UCKBAHHA.

7. TNPHTEXATEJ/ HA PAZPEIIEHHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,

Mulhuddart, Dublin 135,
DUBLIN,
HUpnangns

8. HOMEP(A) HA PAZPEHIEHHUETO 3A YIIOTPEDBA

20170115

9. JATA HA IIBPBO PA3ZPEIHIABAHE/TIOAHOBJABAHE HA PA3ZPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBO paspeulapane: 22 mapt 2017 .
arta Ha nocneaHo noaHoBaABaHe: 27 anyapu 2020 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

01/2025
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