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Lnnbnumenﬂn ATEHUUS N0 NEKAPCTBATA
1. UME HA JIEKAPCT BEHUSA HPOIIYKT | Kpamxa xapakmepucmuxa Ha npogyxma ﬂpmamauue f

Ko-Onumectpa 20 mg/12,5 mg ¢puamupanu 1adieTKH

Ko-Onumectpa 20 mg/25 mg ¢puamupanu TablieTkH

Co-Olimestra 20 mg/12.5 mg film-coated tablets
Co-Olimestra 20 mg/25 mg film-coated tablets - B A

2. KAYECTBEH H KOJIHMYUECTBEH CbCTAB

Ko-Oaumectpa 20 mg/12.5 mg puiamupaHu TadNETKH
Beska uamupana tabnetka chabpxka 20 mg onmecaptaH MeaoKcoMui (olmesartan medoxomil) w
12,5 mg xuapoxnoporuaszua (hyvdrochlorothiazide).

3a MbJIHUA CNUCHK HA MOMOLIHUTE BELLECTBA, BUKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

duamupana tabnerka

20 mg/12.5 mg dbuamupanu TabaeTku ca: 6eau 10 NoYTH Oen, KpbIiii, ABOHHOH3MbKHAIH
dunamupanu Tabnetku, ¢ peaedHo obo3HaueHne C1 oT eHaTa cTpaHa Ha TabJieTKaTa, ¢ IHaMeTbp
9 mm.

4. KJUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKAZAHHHA

JleyeHHe Ha €eCEHLHAIHA XHITEPTOHMA.

KomOuHauuure ¢ pukcupana noza Ko-Onumecrtpa 20 mg/12,5 mg n 20 mg/25 mg ca nokasaHu npu
NaLMEHTH, YHETO apTePHAIHO HAIITaHE HEe C€ KOHTPOJIMpa aleKBaTHO NPH MOHOTEpanus ¢
0JIMeCapTaH MEAOKCOMHII.

4.2 Jlo3HpoBKA H HAYHH HA NPHJI0KEHHE

Jlo3upoBka

BuipacTHH

Ko-OnumecTpa He € npeaHa3HayeH 3a HayaslHa Teparus, a ce rpuJiara rnpH nauueHTH, YHETO KPbBHO
HaJIsraHe He ce KOHTPOJIMpa ajiekBaTHO camo ¢ 20 mg onmecaprad meaokcomua. Ko-OnumecTpa ce
npujiara B€AHbX AHEBHO, ¢ HJIK 0e3 XpaHa.

Korato € yMecTHO OT KJIMHHYHA J1e/1Ha TOYKa, MOXKeE /1a ¢€ 00CH/IM IUPEKTHA I
moHoTepanus ¢ 20 mg omecapTaH MeI0OKCOMHI KbM UKCHpPaHa KOMOMHaLIMA,
[peABH/1, Y€ AaHTUXHUNEPTEH3IUBHHUAT €PEKT HA OJMecapTaH MEOKCOMMJT 10OCTH



cael OKo10 8 cenMHULIM cnel 3anoyBaHe Ha TepanuaTa (BX. Touka 3.1). [IpenopbuBa ce THTpHpaHeE Ha
103aTa Ha OTAE/IHUTE KOMNOHEHTH.

20 mg oaMecapTaH MeaAOKCOMMA/ 12,5 mg XHApPOXJIOPOTHA3U MOXKe [1a C€ Npuiara MpH NakHEHTH,
YUXHETO KPbBHO HANACaHE HE C€ KOHTPONUpPA aJ€KBATHO OT MOHOTepanua ¢ 20 mg onmecapras
MeJOKCOMMIT.

20 mg onMecapTaH MEAOKCOMMII/ 25 mg XHAPOXNOPOTHA3HA MOXKE a CE MpHara rnpH NalHeHTH,
4YHETO KPbBHO HaNATaHE HE C€ KOHTPOJIMpa ajekBaTHO OT 20 mg onmecaprad MeaokcoMHI/ 12,5 mg
XHAPOXJIOPOTHA3HA.

Crapuecka Bb3pacT (Ha BL3pact 65 HJIH noBeye roiHHH)

[Ipy nauMeEHTH B cTapyecka Bb3PACT Ce NMPEenopbhusa eaHa M Cblla 1033 OT KOMOWHALMATA, KAKTO NpH
Bb3PACTHH.

brbpeuno yspexnane

Koraro Ko-OnumecTpa ce H3non3Ba NpH NALUMEHTH € JIEKO A0 YMEPEHO OLOpeuHo yBpexaaHe
(kpeaTuHuHOB KaupbHC 30 - 60 ml/min) ce npenopby4Ba NEpHOAHYEH MOHWUTOPHHT HA OBOpeyHaTa
byHkumMa (BXK. Touka 4.4). Ko-OnuMmecTpa € npoTHBOMOKAa3aH NPH NaLMEHTH € TEXKO ObOpeuHo
yspexaaHe (KpeaTHHUHOB KIHPBHC <30 ml/min) (Bux pazaen 4.3).

Yepuoapobuo yBpexaane

Ko-OnumecTpa TpabBa aa ce H3noJ/38a ¢ NOBUILEHO BHUMAHHE NMPHU NALHEHTH C JIEKO 40 YMEPEHO
4yepHOAPOOHO yBpexaaHe (BxX. ToukH 4.4, 5.2). [IpH nauHeHTH ¢ yMepeHO 4epHOAPODHO yBpexXIaHe,
Ce NpenopbLYBa MLPBOHA4YAIHA 1034 OT 10 mg onMecapTaH MEAOKCOMRI €AHOKPAaTHO AHEBHO, KATO
MaKCcHMaNHaTa 103a He Tpadea na HaasHinasa 20 mg BeAHDBXK AHeBHO. [IpenopvyBa c€ CTPUKTHO
NpoCAeAABAHE Ha KPbBHOTO HansAraHe ¥ OnOpeuHaTa PpyHKLHS NP MALMEHTH C YEPHOAPODHO
yBpeXJaHe, KOHTO NMONy4aBaT AXYPETHLH W/ HWIH APYTH aHTHXHIIEPTEH3WBHH 1eKapcTBa. HsaMa onur
OT MPHJIOKEHHETO Ha O/IMECapTaH MEIOKCOMHJI NMPH NMALUEHTH ¢ TEXKO YepHOApOoOHO yBpexaaHe.

Ko-OnumecTpa He Tp10Ba 4a ce M3non3ea NpH NalMEHTH ¢ TEXKO YepHOAPOOHO yBpexnaHe (BxK.
ToukH 4.3, 5.2), xonecraza u »xu1b4Ha oOcTpyKUMA (BX. TOUKa 4.3).

ITeouampuvna nonyaayus

besonacHocTTa K eduxacHocTTa Ha Ko-OnumecTtpa npu aeua y oHowK noa 18 roanHu He €
ycTaHOBeHa. HaMa Ha pa3nonoxeHHe HATHYHH NaHHH,

HauuH Ha npunoxeHue
Tabnerkara TpabBa na ce norablla ¢ ZOCTATHYHO KOJIMUECTBO TEHHOCT (Hanp. eaHa vyallla BoJa).
Tabnerkara He TpaOBa na ce AbBUYE H TPAOBA 1a Ce B3€Ma NO €4HO H CHLUO BPEME BCEKH JEH.

4.3 IlporaBonoka3aHgisn

CBPBbXUYYBCTBUTENHOCT KbM aKTHBHHTE BELUECTBA, KbM HAKOE OT MOMOLLHWTE BELLECTBA (BXK. TOUKA
6.1) nau KbM ApYTH BELLECTBA, NPOU3BOAHU Ha CYNPOHAMHANTE (TbH KATO XMHAPOXIOPOTHA3HI €
NEKApPCTBEH NPOAYKT CyNPOHAMUIHO NMPOU3IBOAHO).

Texko 6B0peuHo yBpexknaHe (KpeaTHHHHOB KIHPBLHC <30 ml/min).

PedpakTopHa XHNokanHeMHs, XUNEPKAILIMEMHA, XHITIOHATPHEMHUA H CUMITTOMATH
XHUMEePYPUKEMHUA.




TexKo 4epHoApoOHO yBpexaaHe, XonecTasa H GunvapHa obCTpyKums.
BTOPH M TPETH TPHMECTBP Ha OpeMEHHOCTTA (BX. TOYKH 4.4 K 4.6).

EnHoBpemeHHaTa ynoTpeda Ha Ko-OnvmecTpa ¢ annCKHpeH-ChAbPKallii MPOLYKTH €
NPOTHBOMOKA3aHA NMPH NaUMeHTH cbe 3axapeH auaber nnu 6s6peuno yspexnane (GFR <

60 mli/min/1,73 m2) (Bk. Toukn 4.5 4 5.1).

4.4 Coennanns npelynpexIeHns B NPeXNA3HH HEPKH NpH ynoTpeda

Brpecbhaos obemen AeHULIMT
[Mpyu nauMeHTH ¢ 06EMEH WK CONEBH AEHHUMT NOPAAX arpeCHBHA MY PETHYHA TEpanud, OeqHa Ha

CON AMETA, IHAPHA HIIH NOBPbILAHE MOXE /12 HACTBIIH CHMITTOMAaTHYHA XMIIOTOHHA, ocobeHo cnel
nbpeaTa N03a. Te3n cbCTOAHKA TpADBa 12 ObAAT KOPHIHpPaHH NPENH NPHITOKCHHETO Ha
KoMOUHAUMATA OIMecapTaH MedOKCOMWI/XHPOXJIOPOTHA3!A.

Jpyru chbeToaHNs, aKTHBHPALLK PEHHH-AHTHOTEHIHH-ALIOCTEPOHOBATA CHCTEMA

[Mpy NaUKEHTH, NPH KOKUTO ChAOBHAT TOHYC H 6bOpeyHaTa (yHKLHA 3aBHCAT raBHO OT aKTHBHOCTTA
Ha PeHHH-AHTHOTEH3WH-ANOCTEPOHOBATA CHCTEMA (HaNp. NpPH TEKKA 3aCTORHA ChPACHHA
HeI0CTATHYHOCT WIH NMPHApPYXaBawio 6x6peuro 3a6onsBaHe, BKIIOUHTENHO CTeHO3a Ha ObOpetiHa
aprepus), TIEYEHHETO C APYTH JIEKAPCTBEHH NPOAYKTH, MOBJIHABALUH Ta3H CHCTEMA, BOAH 110 OCTpa
XHTIOTOHHUS, a30TEMHA, OJTHTOYpHS WIH, paako, ocTpa 6b0peuHa HeAOCTaTLHHOCT.

PeHoBacKynapHa XUMIEPTOHMA

[pu nauuenTH ¢ GUNaTepanHa CTEHO3a Ha OBOPEYHHTE APTEPHH HITH ChC CTEHO3A HA OBnOpeunara
apTEpHs NPH €IXHCTBEH QYHKLHOHHPaLL OBbOpeK, NPUIOKEHHETO Ha JIEKAPCTBa, NOB/IHABALIN PEHHH-
aHMHOTEH3HH-AI0CTEPOHOBATA CHCTEMA, MOJXKE A3 10BE/Ie N0 MOBHILEH PHCK OT TEXKKA XHMOTOHHA H
O0bOpeuHa HeZOCTaTBLYHOCT.

brOpeuno yepexaade uiau 6ubpeuHa TpaHCnIaHTALKA

He ce npenopbysa NPUIOKEHHETO Ha KOMOHHALIMATA ONIMECAPTaH MEAOKCOMWI/XHAPOXIOPOTHASHAL
NpH NaLMeHTH ¢ Texko 616peuHo yBpekaaHe (kpeaTHHHHOB KNHpbHC < 30 ml/min) (Bx. 4.3).

He ce Hanara KOpeKUMs Ha J03aTa MpH NaLUMeHTH C Jeka A0 ymepeHa Ob0peuHa HeloCTaTbUHOCT
(KpeaTHHHHOB KAUpbHC € > 30 ml/min, <60 ml/min). Bxnpek# ToBa, Npn TaKWBa NALHEHTH
KOMOHHALMATA OIMECAPTAH MEAOKCOMII/XHAPOXIOPOTHA3HA TPAOBA Aa ce npuiara ¢ NOBHUICHO
BHHMAHHKE H CE NPENOopPLYBA NEPHOAHYHO MPOCTIEAABAHE HA CEPYMHHA KANHH, KPEATHHHH H
CTOHHOCTHTE Ha NMHKOYHATA KHCEIHHA. A30TEMHS, CBbP3aHa C NPHEMA Ha THA3HAHHN AHYPETHIH MOXE
[a Bb3HKKHE MPH MALNEHTH ¢ HapylleHa 61L6peyHa QyHKIMA. AKO € Ha MLE NPOrPecHBHO OBOPEUHO
yBpexXaaHe, HeoOGXoMMa € BHUMATEIHa NPEOLIEHKa Ha IEYEHHETO, KaTO OCHOBHO TPAOBa /1a ce
O6MHCIIH NPEKbCBAHE HA IEYEHHETO C AHYPeTHUH. HAMa onuT oT NpHaoXKeHHETO Ha KOMOHHaUMKATA
oNMecapTaH MeIOKCOMH/XHAPOXIOPOTHA3H/ NPH NAUMEHTH C HACKOPO H3BbPLIEHA TPAHCILIAHTaLUMA.

YepHoapoOHO yBpexaaHe

KbMm MOMeHTa HAMa ONUT OT NPHIOKEHHETO HA OJIMECAPTAH MEAOKCOMHUN NPH NALHEHTH € TEKKO
yepHOIpoGHO yBpexaaHe. OCBEH TOB2, MATKH MPOMEHH BLB BOAHO-ENEKTPOIHTHHS banaHe no speme
Ha fleYeHMETO ¢ THA3HIW MOTaT Aa NPearH3BHKAT YEPHOAPOOHa KOMa NPH NAUMEHTH C HapyuleHa
4epHOAPOOHa BYHKLIMS WK NPOrpecHpalto 3abonapate Ha YepHus apob. 3aToBa Tpsbea na ce
BHUMABa NPH NMALUHEHTH ¢ NEKO 10 YMEPEHO YepHOAPOGHO yBpexxaane (Bx. Touka 4.2). Hanonsaxero
Ha KOMOHHALMH O/IMECAPTAH MEJOKCOMUI/XHAPOXAOPOTHAIN MPH MALIMEHTH € TEKKO YEPHOAPOOHO
YBpEXAaHe, XonecTasa u GuirapHa oOCTPYKUHA € NPOTHBOMOKA3aHO (BX. TOYKH 4.3, 5.2).

[Moao6Ho Ha ApYry Ba30AMNATATOPU € HEOOX0IMMO BHHMAHHE MPH NMALHEHTH Chb
aoOpTHATa WM MUTPA/IHATA KJ1ana, KakTo H ¢ 00CTPYKTHBHA XHNEPTPodHIHA Kap)

[TupBHYEH XHNEPATAOCTEPOHHILM




[TauneHTHTE C MbPBUYEH XHMEPAIAOCTEPOHHIBM MO NPHHLMII HE OTTOBAPAT HA JIEYEHHE C
AHTHXMNIEPTEH3UBHY JIeKApCTBa, IeHCTBALIN YPE3 HHXHOWPaHEe HA PEHUH-HTHOTEH3HH
anAoCTepOHOBaTa cuctema. ETo 3a110 NpH Te3H NAUMEHTH HE CE MPENopb4Ba NPHIOKEHHUETO Ha
oiMecapTaH MEAOKCOMMK.

MeTaGoJIMTHH Y EHAOKPHHHH €DEKTH
TleueHHETO ¢ THA3NAH MOXKE Aa HapyLUM rioKo3Hus TonepaHc. [Ipu naumeHTy ¢ AHabET MOXE Aa Ce

HANOXH KOPEKLMA Ha 103aTa HA HHCYJIMHA WIH NEPOPATTHHTE aHTHIHA0eTHH NeKapcTBa (BHX TOMKA
4.5). Tlo BpeMe Ha JIEYeHNETO ¢ THA3HAK MOXeE [1a CE NPOABH JIATCHTEH 3aXapeH anaoer.

[ToBuilaBaHETO HA HHBATA Ha XOJECTEPOA H TPHIVIHLUEPHIHTE €A HEXENMaHH JIEKApPCTBEHH PCAKLIHH,
32 KOUTO € H3BECTHO, Ue Ca CBbP3aHK C TCPAMNHA C THaA3HACH JHYPETUK.

Moske 1a Bb3HHKHE XHNEPyPHKEMHs KIIH MOXKe 1a ce 0DOCTPH noJarpa npH HAKOH NMaUHCHTH B
pe3yNTaT OT NEYEHHETO C THAZUAM.

Enextponvrer gucbanasc

KaxkTo npu BCEKH MaLMWEHT, NOJYy4YaBall AHypETHYHA TCpaMiA, Tpabsa ga ce H3BbpPLIBA NEPHOAHYHO
ONpeAcNfHE HA CEPYMHHTE E€NIEKTPOJIHTH Npe3 NOAXOAALUN WHTEPBAIH.

TuasuaMTe, BKAKOUYHTETHO XHAPOXI0POTHA3HA, MOFaT [1a NPEH3BHKAT AUCOaNaHC HA TCUHOCTHTE HIH
eNeKTPOJHTHTE (XMMEPKANILIEMHS, XHTIOKANIEMHA, XHIIOHATPHEMUSL, XHMTOMArHEIHEMHA U
XMMIOXIOPEMHYHA aNKano3a).

[MpeaynpeAHTEHUTE MPH3HALIK Ha 3a4PbXKa Ha TEHHOCTH WIH €NCKTPOJIHTEH nucbanaHe ca cyxora B
ycTaTa, Xakaa, ¢1abocT, NeTaprus, CbHIMBOCT, O€3NOKOHCTBO, MYCKYTHH OONKH WIH KpaMIH,
MYCKYJIHA YMOPA, XHIOTOHHA, OJIHFYPHS, TAXHKAPAHA H CTOMALIHO-YPEBHH CMYLICHHA KaTO raieHe
WK NOBpBINAHE (BX. TOuka 4.8) .

PUCKBT OT XMIOKATHEMHS € HAl-roIaM NPH NALMEHTH C LIMPO3a Ha YepHHA ApoO, NPH NAUMEHTH, C
yCHIEHA AHYpeE3a, NPH NALMEHTH, KOMTO MOMy4aBaT HeaJCKBaTeH NEPOpancH NpHEM Ha E/ICKTPONTNTH
M MPH NALHEHTH, JIEKYBAHH EJHOBPEMEHHO C KOPTUKOCTCPOHIH HIH AKTX (swx pa3zaen 4.5).
O6patHo, NOPaJAX AHTArOHH3BM Ha aHruoTeH3uH-11 peuenropure (AT1) upe3 cecTaBkaTa onMecapTaH
MEIOKCOMHIT OT KOMOUHALMATA OJIMECAPTAH MEAOKCOMIWI/ XHAPOXIOPOTHA3HI MOXE N1d Bb3HHKHE
XUMEPKATHEMHA, 0COOEHO NPH HAMHYHETO Ha OBOpedHO yBpexaaHe WWIH CbpAEYHA HEAOCTATBYHOCT
W 3axapeH auaber. [IpenopbuBa ce a1€KBAaTHO NPOC/ICASBAHE HA CEPYMHHA KaiHii NPH NaLUKEHTH C
puck. Kanuii-cbXpaHasawii AHypETHLIM, KATHEBH 100aBKN WIH KANHA-CHABLPKALLM 3aMCCTUTEIH HA
CONITZ U APYTH JIEKAPCTBEHU NPOAYKTH, KOWTO MOraT /1a NMOBHLUIAT CEPYMHHUTE HHBA Ha kanuii (Hanp.
xenapuH), TpaOBa Aa ce npunarat ¢ NOBHLUIEHO BHUMAHHE €1HOBPEMEHHO C OJIMECAPTAH
MELOKCOMIIV/ XHAPOXNOpOTHA3K] (BxkK. TOHKa 4.5).

Hsma goxaszatencrsa, Ye OIMECapTaH MEJIOKCOMIT MOXKE 1a HaMallK WiH NPpCAOTBPATH
XMNOHATPHEMHATE, HHAYLUHPAHA OT AHYpeTHUHMTE. JlehHuHTST Ha X10p OOHKHOBEHO € IeK H
OOMKHOBEHO HE H3UCKBA JICUCHHE.

THa3MIHTE MOMaT Aa MOHMKAT EKCKPELHATA Ha KAJILIMH ¢ YpHHATA H Aa NPpEAH3BHKA HHTEPMUTCHTHO U
N€KO MOBHLIEHHE HA CEPYMHHUA KaJUMi NpH OTCHCTBHETO HA H3BECTHH HAPYILIEHHA Ha KATLHEBHA
mMetaboau3bm. XHuriepkanaudeMusaTa Moxke Aa Obae 10ka3aTencTso 3a CKPHT XHNEepNnapaTHPEOHAUIBM.
Tuasuaure Tpabsa aa 6baaT NpeyCTAHOBEHH NPEeAH NPOBEXAAHETO HA TECTOBCTE 32
napamMTosHaHaTa QYHKLHS.

THA3UAKTE Ca NOKA3ANH, e YBE/THHABAT YPHHHATa EKCKPELMA Ha MArHE3Hi, KOETO MOKRAE IQRER
10 XHNOMarHe3neMHs. Wwe

JMnyuHOHHA XMNOHATPHEMHA MOXKE 1a Bb3HHKHE NPH €1CMATO3HH MALMEHTH B TO[K

JIuTui




[MonoGHO Ha ApyrH KOMOWHAUKMK Ha aHTHOTEH3HH-II-peLenTOpHH aHTarOHKUCTH N XHAPOXJIOPOTHA3H,
He Ce NPEenopbYBa EAHOBPEMEHHOTO NPUNOXKEHHE HA OTMECAPTAH MEAOKCOMWY/ XHIPOXIOPOTHA3NA C
aaTHid (BX. pazaen 4.5).

LInpy-noaobxa extreponaTus
B MHOFO PeaKH Cy4aH ce ChoOLaBa 3a TEXKA, XPOHHYHA IHapHA ChC 3HAYUTENHA 3ary0a Ha Terso

MPH NAUHEHTH, NPUEMALLH OJIMECAPTAH HAKOMKO MECELA 10 FOAHHH C/IEA 3aM04BaHE HA JIEHEHHETO,
BEPOATHO NPHUYHHEHA OT JIOKAIH3HPaHa PEaKtiMg Ha CBPBXUYBCTBHTEIHOCT OT 3abaseH TUn. UpeBHUTE
GHOMCHH Ha NalMEHTHTE YECTO NMOKA3BaT BUN03HA aTPOPHA. AKO NpPH NAUHEHT CE NOABAT TE3H
CHMITOMM TIO BPEME Ha IE4EHHETO C OJMecapTaH, TpabBa a ce u3kioun apyra etHonorus. Tpabsa
[1a Ce HMa MPE/IBU NPEKbCBAHE Ha NPHEMA HA OJIMECAPTAH MEAOKCOMHI B CNTy4aH, NPH KOHTO HE €
yCTaHOBEHA Apyra eTHosnorus. B ciyyaH, Korato CHMITTOMHTE H34E3HAT H lnpy-noaobHa
eHTEpOMNaTHA € 10Ka3aHa ¢ BHOMCHS, JIEYEHHETO C OIMECAPTAH MEJIOCKOMMIT HE TPAOBA a Ce 3an0ouBa
OTHOBO.

ETHHYECKH OCOOEHOCTH

[Mono6HO Ha ApYrH aHrKoTeH3uH 11 peuenTOpHH aHTArOHHCTH, ePEKTLT Ha OJIMECAPTAH MEJOKCOMMIT
BbPXY KPBBHOTO HANATaHE NPH YEPHOKOXKH MALMEHTH € N0-ciad, B CPABHEHHE C OCTAHATHTE
MaLKeHTH, KOETO Hali-BePOATHO ce COACHABA ¢ HUCKHTE HHBA HA PEHHH NPH YEPHOKOKHTE
XUNEPTEHIUBHH NAUHEHTH.

AHTU-NOMHHT TECT
X MIpPOXTOPOTHA3MA, ChAbPXKALL CE B TO3H JIEKAPCTBEH NPOLYKT, MOXKE Ja A0BEAC N0 NOJIOKHTE/ICH
pe3yTaT NpH aHTH-AOMUHT TECT.

bpemMeHHOCT
[punaratero Ha anrHoTensuH 11 peuenropHute aHtaroHueTd (AIIRA) He TpabBa na 3anotiea no

ppeme Ha OpeMeHHocT. OCBEH, aKo NPOABDKHTENHATA TEPAlHA ¢ aHFTHOTEH3HH [l peuenrropHuTe
anraroHucTH (AIIRA) He ce cMATa 3a KH3HEHO HEODXOAMMaA, NMALIHEHTKHTE, KOMTO NNaHKPaT Aa
3abpeMeHenaT, TpaOBa Ja NpeMHHAT KbM aNTepHAaTHBHO AHTHXUNEPTEH3HBHO JIEYEHHE, KOETO HMA
ycTaHOBEH Npodun Ha Ge3onacHocT 3a ynoTpe6a no Bpeme Ha OpemerHocT. [1pn aMarHoCcTHUMpPaHe Ha
GpeMeHHOCT, TeueHHeTo ¢ aHrHoTeH3uH Il peuentopHuTe aHTaroHucTH (AIIRA) TpabBa He3abaBHO na

ce MPeyCTaHOBH U aKo € YMECTHO, TpAGBa 1a ce 3amouHe anTepHaTHBHA TEpanus (BX. TOYKH 4.3 H
4.6).
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KakTo npH BCAKO aHTHXHNEPTEH3IHBHO NEKAPCTBO, CUIIHOTO NOHHXKABaHE HA KPbBHOTO HajiAraHe npu
NalHEeHTHTE C HCXeMHYHA O0NIECT Ha CBPLIETO WK ATEPOCKIEPO3a HA MO3BUHHKTE CHAOBE MOXE Na
NoBeNe N0 MUOKapAeH WHGAPKT HI1A HHCYAT.

PeakLMH Ha CBPbXYYBCTBHTEHOCT KbM XHAPOXJIOPOTHA3HI MOXKE A8 HACTBMAT NPH NALKUCHTH C WIIH
6e3 npeaxoaHa aHaMHe3a 3a ajlepriua Win OpOHXHaATHa acTMa, HO € NO-BEPOATHO Na CE€ Pa3BHUAT NpH
Te3W ¢ TAKaBa aHAMHe3a.

Mpn ynotpeGarta Ha THA3HOHM AHYPETHLH c€ ChOOIIABAT ex3alepOauHH HITH AKTHBHPAHE Ha Iy myC
epuTEMaTOeC.

JIBoiiHO 6a0KHpaHE Ha PEHHH-AHMUOTEH3HH-anaocTepoHoBara cucreMa (PAAC)
MMa faHHH, Ye eaHoBpeMeHnarta yrnotpeba Ha ACE nHxuburoph, anruotensuH ll-peuentopsu
610KEpH WK ATHCKHPEH MOBHILIABA PUCKA OT XUNOTOHUS, XMIIEPKATHEMHS H HAMANABAHE Ha

6b6peunara GyHKUHMS (BKAOMHTEIHO ocTpa 6bOpeuHa HeaocTaTbuHOCT). [lopanm ToBa HE

aHrHoTeH3uH Il-peuentopHu GnokepH WK THCKHPEH (BXK. TOUKK 4.5 1 5.1).

AKO c€ NpeLIEHH, Y€ TEPANUATa ¢ ABOKHO OnokupaHe e abCoNOTHO HeoOXoanMa,
CTaBa caMo nojd HabNt0JeHHETO HA CNEeUHATHCT W NPH YECTO BHUMATEJIHO MOHHUTO
6b6peuHaTa QyHKUHA, ENEKTPOJHTHTE H KPbBHOTO HalsraHe.



ACE unxu6uTopH 1 anrnotensun ll-peuentopHu 61aokepH He TpsaO8a fa ce H3NON3BAT €1HOBPEMEHHO
npy nauneHTH ¢ guabeTHa HedponaTu.

HemenaHoMeH pak Ha KoxaTta

B nge enuaeMHONOri4HH NPOyYBaHHA, OCHOBABALLH C€ HA AATCKHA HALIMOHAJIEH PaKOB PErHCTLP, €
HaGmonaBaH MOBMILIEH PHCK OT HeMenaHoMeH pak Ha xoxata (HMPK) [6a3anHokieTbYeH KapUHHOM
(BKK) u ckBamosHokneTbyeH kapunHoM (CKK)] npu HapacTBalua €KCno3vuna Ha KyMynaTHBHA 1034
xuapoxnopothazna (XXT3). ®oroceHcubunnsnpainnte epekru Ha XXT3 morar na ICHCTBAT KaTo
BEPOSTEH MEXaHN3bM 3a pa3suTHe Ha HMPK.

[MaunenTuTe, npueMawun X XT3, Tps6sa aa 6baaT nHbopmupaky 3a pucka oT HMPK H cbeeTBaHN
Pe/IOBHO 13 MPOBEPABAT KOXKATA CH 3a HOBH J1e3MHM M He3abaBHO [a c1oOLaBaT NpH noasa Ha
NOAO3PUTEHH KOXKHH ne3un. Ha naunenTrTe TpAdBa na ce npenopbHaT Bb3MOXKHH NPeBaHTHBHY
MEPKH, KATO OMPAHHUEHO M3NaraHe Ha CIbHYEBA CBET/IMHA H Y/ITPABHONETOBH JIbUH, & B CAYHAH Ha
eKCMO3HLMA, MOAXOAALIA 3alLHTA, 33 Aa Ce CBedE 10 MUHHMYM PHCKDBT OT paK Ha KOXKaTa.
[MoaO3PUTENHHTE KOXKHH Jie3un TpaGBa na 6bAaT No4I0KEHH Ha He3aDaBHO H3C/CABaHE,
MOTEHLIKAIHO BK/HOUYBALLO XHCTOMOTHYHHK H3CNeABaRuA Ha OHuoncuynu matepuai. [lpepasrnexaaqe
Ha ynoTtpebata Ha X XT3 mMoxe 1a ce HANO0XH W NPH NaLMEHTH, KOHTO Ca UMATTH NPEAXOAEH HMPK
(BXK. Cbllo Touka 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT
Cnen npuem Ha XHOPOXIOPOTHA3KA Ce cbOOLIABAT MHOIO pelIKH TEXKKH Cy4aH Ha oCTpa

PECTIMPaTOPHa TOKCHHHOCT, BKIFOYHTENHO OCTP pecnupatopeH aucTpec ciiapom (OPJIC). Cnen
NpHeM Ha XHAPOXJIOPOTHA3UA OGHKHOBEHO ce pa3eHBa 0esioapobeH OTOK B pAMKHMTE HA MHHYTH A0
yacose. B HAYAJI0TO CHMITTOMHKTE BKJIIOYBAT AMCITHES, MOBHIICHa TEMNEPATYpa, BIOLIABAHE HA
Genonpobrata dynkumMs ¥ xunotous. [1pu cemuenne 32 OPJIC Tpabsa na 6bae CNpsH NPHEMBT Ha
Ko-OnumecTpa K 4a ce NPUIOXKH MOAXOAALIO JeueHHe. XHAPOXIOpoTHa3KA He Tpabsa na ce npuiara
MPH NaUMEHTH, KOUTO NpeaH Toea ca nonydasanu OPJIC cnen npueM Ha XHAPOXNOPOTHA3HA.

XopoHaaneH U3nUB, 0CTPa MHONKA H BTOPHUYHA 3aKPHTOLIbJIHA I1aykoma

CyndoHaMUAKTE WIH NEKAPCTBATa, MPOH3BOAHH HA CYNPOHAMHAMTE, MOTaT a NPEAH3BUKAT
MANOCHHKPATHYHA PEAKLIHA, BOACLIA 0 XOPOUAAIEH HITHB C €(EKT Ha 3PUTETHOTO NONE, NPEXoAHA
MHOMNMA K OCTPa 3aKPHTOBIb/IHA rnaykoMa. CHMITTOMUWTE BKIIKOHMBAT B HAHANOTO OCTPO MOHWKECHHE HA
3IpPHTEHATa OCTPOTA WK OuHa 601Kka, H OOHKHOBEHO CE MOABABAT B pPAMKHTE Ha 4acOBE N0 CEAMHLM
OT HAYanoTO Ha neycHHero. HenekysaHarta, ocTpa, 3aKPHTOBLILIHA IIAaYKOMa MOXE 1a OBEAE N0
Tpaiina 3aryGa Ha 3peHue. [IbpBH4HOTO JleueHHe €, Aa ce CNpe NpHeMa Ha CKApPCTBEHUS NPOAYKT,
KOJIKOTO € Bb3MOXXHO No-cKopo. HaBppeMeHHO eueHHe HITH XHPYPrU4Ha HHTEPBEHIIUA MOXKE 18 C€
HAI0KH 13 ce OGMUCTAT, aKO BbTPEOUHOTO HANIAraHe 0CTaBa HEKOHTpoanpaHo. PuckosuTe pakTopH
3a pa3BHBAHE Ha OCTPA 38KPHTOBIBJIHA IN1ayKOMa MOXKeE [a BKAIOYBAT AHAMHE3A 33 aneprui KbM
cyN(pOHAMHIH HIH NEHULIKITHHA.

4.5 B3aEmozelicTBHe ¢ APYTH JeKAPCTBEHH NPOIYKTH B APYrH ¢OpMH Ha BlaEMOJeHcTBHE

IloTEeRnHAAJIHH B3ARMOACHCTBAY, CBLD3AHN ¢ OJIMECAPTAH MEJOKCOMH H XHAPOXTODOTHAIN:

Eonospemenno npunoxcenue e ce npenopsuea c

JIHTHH
[TpH €AHOBPEMEHHO NPWIOKEHHE HA JIMTHIA ¢ HHXHOMTOPH HA AHMHOTEH3HH-KOHBEPTHPALLNS EH3HM U
aHrMoTeH3uH- |1 peuenTopHU aHTaroHHCTH € HabnaasaHo OOpaTHMO NOBHLICHHE HA CEPYMHUS

NUTHI U TokcHYHOCTTa MY. OcBeH TOBa, OBOPEUHHUAT KIIHPBHHC Ha JIMTHH Ce peayuMpa OT THa3HAH H B
pe3y./ITaT Ha TOBA PHCKBT OT JINTHEBA TOKCHYHOCT C€ NMOBHILIAaBa. ETo 3a1110 HE CE Npeno
eXHOBPEMEHHOTO MPUIOKEHHE HA IUTHA C KOMOWHALIMKTE OAMECcCapTaH MEAOKCOMHA
/XHAPOXIOPOTHAIHA (BXK. TOUKA 4.4). AKO €IHOBPEMEHHOTO MNPUIIOKEHHE € HANOXK
NpenopbuYBa BHUMATENHO NPOCAEISBAHE HA CEPYMHUS JIUTHH.




Eonoepemennama ynompeba u3iucKea noGUIERO 6HUMAN UE

baknodeH:
MoKe 1a HACTbIH 3aCH/IBAHE HA AHTUXHIEPTEH3UBHOTO AEHCTBHE.

HectepouAHH NPOTUBOBL3INATUTENHH NEKAPCTBEHH NPOAYKTH:

Korarto aHruotren3ut Il peuentopHUTE aHTarOHUCTH C€ NpunaraT €XHOBPEMEHHO ¢ HECTEPOHAHH
npoTHBoBb3InanurenHu nekapcraedd npoaykru (HCIBJTX Hanp. cenektusun COX-2 HHxubuTOpH,
aLUETWICANTHLUWIOBA KHCEHHA (> 3 g/neH) W HECENeKTHBHH HECTEPOHIHH NPOTHBOBBL3INAIHTENTHH
nexkapctea (HCIIBJI)), Mmoxke na HacTbNH oTC1abBaHe HA AHTHXUNEPTEH3IUBHUA €PEKT.

[Tpy HAKOM NAUKEHTH ¢ HapylueHa ObOpetHa QyHKUMA (Hanp. AEXHAPATHPAHH NAUHEHTH HIK
NalHEHTH B CTapyecKa BbL3PacT ¢ HapyweHa Op0peuna pyHKuUHA) EAHOBPEMEHHOTO NPHICKEHHE Ha
aHruoTeH3uH 1l aHTaroHUCTH M NEexapeTBa, KOUTO HHXHOUPAT UHINIOOKCHIEHA3aTa MOXE A A0BEAE N0
MO-HAaTATLIIHO BioLIaBaHe Ha ObOpeuHaTa QyHKLHKA, BKIIOYHTEIHO Bb3MOXHO pa3BUTHE HA OCTpa
6bOpeuHa HeaOCTaTBLYHOCT, KOATO 00MKHOBEHO € obpaTuma. CneaoBaTtenHo, KoMOHHaLKMATa TpaOBa
Na ce NMpHuaara ¢ NOBHIIEHO BHUMaHHe, 0cobeHOo B cTapyecka Bu3pacT. [lauueHTuTe Tpsabsa aa 6vaar
afleKBaTHO XHAPaTHPaHH W Tpa0Ba na ce obMUCHH npocnensBaHe Ha ObOpeyHaTa QyHKUHA cnel
3aN04BaHe HA KOMOMHHUPAHOTO NEUYEHHUE H MEPHOAHYHO CNEl ToBa.

Eonoepemennama ynompeba, koamo oa rede 83ema noo eHuUMarue

AMHGOCTHH:

Moxe 1a HACTBNY NOTEHUMpaHe Ha AHTHXHMEPTEH3UBHHA eeKT.

gp!ﬂi AHTHXHUIICPTCHIWBHH JICKAPDCTEA.

Moxe aa ce 3acKiiM NOHHXKABALLHA KPbBHOTO HaATaHe eeKT Ha oMecapTaH
MEOKCOMKI/XHAPOXAOPOTHAZHANPH €IHOBpPEMEHHA ynoTpeba ¢ ApyrH aHTHXHIMEPTEH3HBHH
NeKapCTBEHH MTPOIYKTH.

Anxoxon, bapbuTypaTH, HADKOTHYHH BELIECTBA HNHU AHTHAENPECAHTH:
Mosxe na HacTbMH MOTeHUHPAHE Ha OPTOCTATHYHATA XHMOTOHHA.

IoTeRUAA/IHH B3aAMOACHCTBHS, CBLP3ARE ¢ OJIMECAPTAH MeJOKCOMHJL.
Ednoepemennama ynompeba ne ce npenopwvusa

JlexkapCTREHH NPOAYKTH, MOBJAMABALIN HUBATA HA KAJIUH:

B13 ocHOBa Ha onuTa OT ynorpedara Ha APy JIeKapCTBEHH NPOAYKTH, MOBJIHABALLH PEHHH-
aHrHOTEH3HHOBATA CHCTEMA, €AHOBPEMEHHOTO H3MO/I3BAHE HA KANMA-CBbXPaHABALIH AHY PETHLH,
KaTHeBH J00ABKH, 3aMECTHTEITH HA CONTA, CHABPXKALUH KANUA WIH OpPYTrH N1E€KapCTBECHH NPOLAYKTH,
KOMTO MOTaT [1a NOBHWIAT CEPYMHHWTE HHBA Ha Kanuit (Hanp. xenapHH, ACE-uuxuburopn) moxe na
AOBeLE N0 NOBHLIABAHE HA CEPYMHHA Kanuii (BXK. Touka 4.4). AKO fiekapCTBEH NPOAYKT, KOHTO
MOB/NKUABA KaJHEBUTE HHBA TPAOBA Aa ce npeanycBa B KOMOHHALMA ¢ OAMecapTaH
MEJOKCOMMI/XHAPOXJIOPOTHA3H], CE NPENOPHYBA MOHHTOPHHT Ha MIA3MEHHTE HHBA Ha KaJHH.

JBoiiHO boKMpaHe Ha PEHUH-aHIHOTEH3WH-AIAOCTEPpOHOBaTa chHcTeMa (PAAC)
JlaHHY OT KIMHHYHK NPOYYBAaHHA MOKA3BaT, Y€ ABOHHOTO ONOKHpaHe HA PEHHH AHTMOTEH3HUH
anpocreponopara cuicteMa (PAAC) upes komOunupanara ynorpeda Ha ACE HHXHOHTODH,
aHruoreH3uH [[-peuenTopHu 6rokepH HNH ATHCKHPEH CE CBBLP3Ba C MO-BUCOKE YECTOTa HA HEXKEaHH
cbOUTHS, KATO HANPUMEP XHIIOTOHHS, XHNEPKATHEMHSA Y HaManaBaHe Ha 6bOpeuHaTa yHy

CpeacTro, neicTeailo Bupxy PAAC (Bx. Toukrn 4.3, 4.4 1 5.1).

Konecepenam, JEKAPCTBO, KOCTO C€ CBLP3Ba C ATBYHHUTE KHCJICHHH




EXHOBPEMEHHOTO NMPUIIOKEHHE Ha KONECEBENaM XHAPOXIOPHA, JIEKAPCTBO, KOETO CBHP3BA HABHHHTEC
KHCEJIMHH, HAaMAIABA CHCTEMHATA €KCMNO3ULHA U MAKCHMANHATA TU1a3MEHa KOHUEHTpauna Ha
OJIMECAPTaH M HAMANABA eTHMHHALMOHHHA NONYXHBOT (t12). [IpHIOKEHHETO Ha onmecapTaH
MEZOKCOMILT NOHE 4 yaca NpeaH KOAECENeBaM XHAPOXIOPHI, HAMaNABa edekTa OT JIEKapCBEHOTO
B3auMoeicTere. [IpuioKeHHeTo Ha omMecapTaH Me0KCOMMA NoHe 4 yaca NpeaH Koecenepam
XHApOXJIOpHA TpabBa na ce MMa npeasH (BHKTE To4Ka 5.2).

Homvanumenna un@opmMayus

Crnen nevyeHue ¢ aHTHaUMaH (anyMHHHEBO- MarHe3MeB XHAPOKCHA) ca HabJlloaaBa IeKO NOHH)KaBaHE
Ha OHOHANTMYHOCTTA HA OJIMECAPTAH.

OnmecapTaH MEAOKCOMHI HAMA 3Ha4nM eekT BbpXy (hapMakoKMHeTHKaTa Wi GapMaKOAHHAMHKATA
Ha BapdapyH UK PapMAKOKHHETHKATA HA AUIOKCHH.

EAHOBPEMEHHOTO NMPHIIOKEHHE HA OIMECAPTaH MEJOKCOMHII M MPaBacTaTHH HAMa KITHHHYHO 3HAYHMH
edeKTH BbpXy GapMaKOKHHETHKATAa HA HUTO €4HH OT KOMNOHEHTHTE NPH 31paByd MHAUBHAH.

OnMecapTaH HAMa KIMHHYHO 3HaYHM WHXHOUTOpPEH edekT BbpXy HoBeuikHTe uHToXpom P450 ensumu
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 HH BUTPO, U HAMA KK KMA MHHHUMAJTHA HHAYLHPALIH
edeKTH NpH rUILXOBE BbPXY AeHcTBHETO Ha LMTOXpOM P450. He ce ouyakBaT KIMHHYHO 3HAUHMH
B3aMMOAEHCTBHA MEXKIY OJTMECAPTAH H JIEKAPCTBEHH NPOAYKTH, METADONH3HPAHH OT MOCOUYCHHTE MO-
rope MH3MMHU Ha UMTOXpoM P450.

[MoTeHUHANHK BIAHMOACHCTBHE CBbLP3aHH ¢ XHAPOXJIOPOTHA3HA

Eonospemenna ynompeba ne ce npenopwvusa

JlekapcTBEHH MPOAYKTH, NOBIHABAIIY HHBATA HA KANHH:
Kanu#i-noHwxasawua ehekT Ha XuapoxaopoTHa3na (BX. Touka 4.4) MOXKE Aa Ce€ NOTEHUHHPA OT

EAHOBPEMEHHOTO MPUIIOKEHHE HA APYTH JIEKRPCTBEHH MPONYKTH, CBbP3aHH ChC 3aryba Ha KayiuH H
XHIOKANMEMHS (Hanp. Ipyry KalHypeTHUHHS AHYPETHLIH, aKCaTHBH, KopTHKoCcTeponan, ACTH,
am(OTEPHUMH, KAPOEHOKCONOH, NEHHLWIKWH G HAaTPHii WK NPOH3BOAHH Ha CATHLMIIOBATA KHCENTHHA).
3aToBa HE Ce NMPEeNnopbUYBa €IHOBPEMEHHOTO UM NPHIIOKEHHE.

Eonoepemennomo npunosicenue, Koemo U3uUCK8a NOBUUEHO BHUMAKUE

Kanuuesn cou:
Tua3uaHuTe AHYPETHLM MOTaT Ja MOBHILAT CEPYMHHTE HHBA HA KAILUHH, NOpaan HaMaleHa

eKCKpeLMs. AKO TpaOBa 1a ce NPEANULIAT KalieBH N00aBKH, CEpyMHHUTE HMBA Ha Kaluui TpaOBa na
6Bb0aT NpOCAENABAHK W 103aTa HA KAJILIMH CHOTBETHO Aa Ce KOPUrHpa.

X0J1eCTHPaMHH K KOJECTHIOJIOBH CMOJIH:
ABCOpOLMATA Ha XHAPOXJIOPOTHA3KHA Ce HapylaBa B NPUCHCTBMETO HA AHHOHHH OOMEHHH CMOJTH.

JAUrHTaNIUCOBHU FMHUKO3HIH:
THa3nA-HHAYLUMPAHA XHNOKATIMEMHS WIH XMIIOMarHE3HEMHA MOraT Aa 01aronpHATCTBAT NOABATA HA
OHTHTANHC-HHAYLUHMPAHHY CHPACHHH APHTMHH.

JlekapCcTBEHH MMPOAYKTH, KOHTO CE MOBAUABAT OT HAPYUIEHWATA Ha KANWUH B cepyma:
[Ipenophusa ce NEPHOAUYHO NPOCNEAABAHE HA CEPYMHHA KaniHii n EKI, koraTo ce npupgrea, .. n

OIMECAPTaH MEAOKCOMHI/XHAPOXJIOPOTHA3HA C JIEKAPCTBEHH NPOAYKTH, KOHTO C€ NQ i o7
MPOMSAHATA B CEPYMHHA KANHH (Hanp. AMIrHTAIKCOBH INTHKO3HIH H auwapmmuuu)
torsades de pointes (KaMepHa TaXHKapAHA) - HHAYMPALLH JIEKAPCTBEHH NPOAYKTH ABK
HAKOY aHTUAPHTMHLUM). XHNOKaIHeMHUATa € npeapasnonaraul gakrop 3a torsades 4t

TaxXHKapaua):
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- Knac IA aHTHApUTMHUYKHW (HanpUMep XUHWIUH, XHAPOXHHHIHH, AN30n1pamMun).

- Knac 111 aHTHapuTMHLIH (Hanp. aMHOAAPOH, coTanon, AodeTHanA, HOyTHIKA).

- HsikoM aHTUMCHXOTHUHK (HanpUMep THOPUAA3HH, XJIOPNPOMa3suH, JIEBOMENIPOMAa3HH,
TprnyoponepasnH, UMaMeETa3HH, CyJINHPHA, CYATONPHI, AMHCYJIMHPHAL, TPHANPHA, TAMO3HA,
Xanonepyuaocs, Aponepuao).

- Ilpyru (Hanp. Genpuann, ua3anpua, Audemasun, epHTPOMHLKH 1V, XanogaHTpuy,
KETaHCEPHH, MH30NACTHH, NEHTAMHIHH, CNapIOKCaUHH, TEpPeHaNHH, BAHKAMHH V).

He/ienonapH3MpallluTE CKENETHO-MYCKYJIHH PefakcaHTH (Hanp. TYOOKypapHH):
EdexkTbT Ha HEAENONAPHINUPALLHTE CKENETHA MYCKYJTHH PEJIaKCaHTH MOXKE Aa CC NOTEHUNPA OT

XHIIPOXJIOpPOTHA3HA.

AHTHXOIMHEPTHYHHYTE CPeACTBa (HAND. aTPONUH, OMNEPUICH):
[MosuIuABAT OMOHANHYHOCTTA Ha THa3HAHHKTE AUYPETHUH Ype3 NOHHKaBaHE HA CTOMALIHO-HPEBHHA
MOTWIHTET H CKOPOCTTa Ha W3npa3BaHe Ha CToMaxa.

AHTHIMAGETHH J1eKapCTBEHN NMPOAYKTH (epOopaNHM N1EKaPCTBA H MHCYIIHH):
TleueHHETO € THA3HIH MOXKE Aa NOBAKAE [IIOKO3HUS TonepaHe. Moxe fa ce HaANOXH KOPEKLHS Ha
103aTa Ha aHTUAWABETHUA TEKAPCTBEH NPOAYKT (BXK. TOUKA 4.4).

MetdhOopMHH:
MeTrdopMHH TpaOBa aa c€ M3MO03Ba C NOBHLIEHO BHHMAHHE NOPAIN PHCK OT JIaKTaTHA alH03a,
HHAYLHPAHa OT Bb3MOXHA PyHKLUHOHANHA ObOpeuHa HEAOCTaTHHHOCT, CBbP3aHa C

XHIPOXJIOPOTHA3ZHA.

bera-OnoxepH W AHA3OKCHI:
XHNepriHKeMHYHHST edekT Ha GeTa-GoKepHTe U 1Ma30KCHI MOJKe 1a OBbA€ 3aCIIeH OT THASHANTC.

[MpecopHy aMHHM (Hanp. HOPAAPECHAHH):
EdexTbT Ha NPECOPHUTE aMHHH Moske 1a Obae oTcnabeH.

JlekapcTBEHH NPOAYKTH, H3MON3BAHH NPY NeUeHHe HA NOAa f He cynpUHMHPA3OH H
ANoMmyprHHON):

Moske 12 Ce HATOKH KOPEKLMS Ha A03UPOBKATA HA YPHKO3Y PUYHHTE JIEKAPCTBEHH NPOAYKTH, THA
KATO XMAPOXJIOPOTHA3H]I MOXeE /1a IOBHULLIM HUBOTO Ha MUKOYHATA KMCE/HHa B cepyma. Moxe fa ce
HANOKM MOBHILABAHE HA 103aTa Ha nNpobexeuna wiy cyndpuHnupasoH. ETHOBpEMEHHOTO NMPHITOKEHHE
C THA3UAM MOJXKE 1a YBE/IMUH YECTOTATA HA PEaKiUUHUTE Ha CBPbXUYBCTBUTEIHOCT KbM a10MYPHHOJL.

AMa MH:
TuazuauTe MOraT Aa YBE/IHYAT PUCKA OT HEXENAHH PCAKIHH, TPHYKHEHH OT AMaHTANlHH.

TOTOKCHYHH areHTy (Hanp. unkaogochaMui, METOTPEKCAT):
TuasuauTe Morat aa HaManaT OBOpeuHaTa eKCKpeuns Ha UMTOTOKCHYHHTE JICKAPCTBEHH NPOAYKTH H
113 3aCHIIAT TEXHHUTE MHUENOCYPECHBHH €EKTH.

CanHumunaTH:
B ciiyuaii Ha BUCOKH 03H CAIHLIMNATH, XHIPOXJIOPOTHA3HA MOXE N3 YCHIH TOKCHUHHA edekT Ha

CATHLIMNATHTE BbPXY UCHTPA/IHATA HEPBHA CHCTEMA.

MeTtungona:
Hanuue ca H30AMpaHy ChOOLIEHHS 38 XEMONWTHYHA AHEMUS, HACTBIBALLM MPH eHOPPEMTHET
ynoTpe6a Ha XHAPOXIOPOTHAZHA W METHAONA. wo

L lMKNOCNOpUH:




EAHOBPEMEHHOTO fleUeHHe C LIMKIOCNOPHH MOXKE 113 yBETKWUYH PHCKA OT XHNIEPYPHKEMH 1
yCNOXKHEHHA OT THINA Ha noaarpa.

TeTpallMKNHHH:
EQHOBpEMEHHOTO NPHIOKEHHE HA TETPALIMKIHHHA H THA3UAH MOBHLIABA PHCKA OT TETPAUMIKIHH-

WHAYLMPaHOTO NOBHLIABaHE Ha ypeaTa. ToBa B3aHMONEHCTBUE BEPOATHO HE C€ OTHACA 34
NOKCHLIMKIIHH,

4.6 DOBpTAIAHTET, OpeMEHOCT B KbEPMeEHe

BpemeHHocT (BHK pasnen 4.3)

KaTto ce umat npeasua epeKkTHTE Ha OTAEAHMTE KOMITOHEHTH B TO3H KOMOWHHPAH MPOJYKT MO BpeMe
Ha 6pemeHHOCT, ynoTpebara Ha oiMecapTaH MEJO0KCOMMI/XHAPOXJI0POTHA3HA HE CE NpenopbyBa Mo
BPEME Ha TLPBHA TPHMECTbP Ha OpeMeHHOCTTa (BX. TOUKA 4 .4). U3non3paHeTo Ha OfiMecapTaH
MeJOKCOMMWI/XHAPOXIOPOTHA3M/ € NPOTHBONOKA3AH MO BPEME Ha 2-PH H 3-TH TPUMECTBP HA
6peMEHHOCTTA (BXK. TOYKH 4.3 1 4.4).

OnmMecapTaH MEJIOKCOMMI

HanonssaHeto Ha AIIRA He ce npenopbuBa npe3 MbPBUA TPHMECTHP Ha OPEMEHHOCTTA (BXK. TOUKA
4.4). U3non3BaHeTo Ha ONIMECAPTaH € NPOTUBOMNOKA3AHO MPE3 BTOPH H TPETH TPUMECTBD Ha
6pemeHHOCTTa (BX. TOYKH 4.3 ¥ 4.4).

EnuaeMHONIOrHHHHTE JaHHH OTHOCHO PHCKA OT TEPaTOreHHOCT CNEA €KCNO3HLIAA Ha ACE
WHXHGHTOPH Npe3 MbPBUS TPUMECTBP Ha OPEMEHHOCTTA HE Ca KATErOpHUiHH, HO BHIIPEKH TOBA HC
MOJKe [a c€ M3K/IIOUH IEKO NMOBHILIEHHE HA PHCKa. JloKaTo THncBaT KOHTPOAWPAaHH ENUACMHOIOIHIHA
NaHHH 33 PHCKa OT aHrnoTensul Il peuenTopHH AHTArOHHUCTH (AIIPA), moxe na ce npeanonoxar
nogoBGHH PUCKOBE H 33 TO3M KJ1aC aKTHBHH BELLECTBA. AKO NMpOAb/DKaBallaTa Tepanus ¢ AIIPA ce
CUMTZ 3a HEOBXO0AMMA, NALMEHTKHTE, NaaHupaln 6peMeHHOCT, TpAbBa na NPeMHHAT Ha
aNTepHATHBHO AHTHXHMEPTEH3HBHO NeYEHHUE, KOETO HMA YCTAHOBEH npogua Ha De30nacHoOCT 3a
ynorpeba no epeme Ha 6pemenHocT. KoraTo ce yCTaHOBH 6peMeHHOCT, nevdenueTo ¢ AlIPA Tpabdsa na
ce cnpe He3abaBHO M, aKO € YMECTHO, /12 C€ 3aMnouHe alTepHaTHBHA TEpanus.

M3gecTHO €, Ye excno3nuxaTa Ha tepanus ¢ AIIPA npe3 BTopua H TPETHA TPHMECTDHP HHAYLIHPA
heTOTOKCHHMHOCT NpH Xopara (oTcnabena 6x6peyHa GyHKUHS, ONHrOXHAPAMHHOHH, 3abaBsHe Ha
ocHpHKALMATA Ha Yepena) H TOKCHYHOCT BLPXY HOBOPOIEHOTO (ObOpeyHa HeJOCTATHHHOCT,
XUTMOTOHHA, XHNEPKANHeMHa) (BHXTE CbLIO 5.3).

Ako MMa ekcno3vuua Ha AIIPA ot BTOpHA TPHMECTBP HA DPEMEHHOCTTA, CE NPENOPHUBA
yNITPa3ByKOB npernen Ha 6b6peuHaTa GyHKUHA K yepena.

Kbpmauerara, 4dHTO Mafiky ca npuemanid AlIPA, TpaOBa na 6bAaT CTPUKTHO NPOCNEAABaHH 32
XWMIOTOHHA {BHKTE CbLLO Touka 4.3 n 4.4).

Xuopoxaopoumasuo

ONUTBT C XMAPOXJIOPOTHA3HUA 110 BpeMe Ha GPEMEHHOCT, 0CODEHO Npe3 NMbpPBUA TPHMECTDD, €
orpaHuyeH. [IpoyuBaHHATa BbPXY KHMBOTHH Ca HEAOCTATHLYHH.

XHApOXIOpPOTHAIKA NPEMKHABA Npe3 nnaueHTaTa. CbhaeHkH Mo dapMaKoJOrH4HHUsA MEXAHHIBM Ha
NEHCTBHE HA XHAPOXIOPOTHA3u/, ynoTpedara My Mpe3 BTOPHA H TPETHA TPUMECTBP MOXKE 13

KOMMpOMETHpa ¢eTonnaueHTapHaTa nepdy3nd 1 1a NpHIUHH deraing ¥ HeoHaTaiHK edekTH KaTo
MKTEP, HAPYLUCHHSA HA €NEKTPOHTHOTO PABHOBECHE H TPOMOOLIUTONEHNS.

XuapoxnopoTHasu He Tpa6sa na ce M3NO3Ba NPH reCTAUHOHHHK OTOLM, FECTalu
WK MPEeEKIaMIICHS MOPAaH PUCK OT MOHWKEH IUTA3MEH 00EM H TUIALEHTApHA XH
6naronpHaTeH edekT BLPXY X0/a Ha 3a00AABAHETO.



XuapoxI0poTHa3KA He TPAOBA Na ce U3MON3Ba 32 JIEYCHHE HA ECEHIIMANHA XHIIEPTOHHA TpH
GpeMEHHH HEHH, OCBEH B PE/IKH CITyHaM, KOraTo He MOXKE /1 €€ M3I10/13Ba HHKAKBO IPyroO JEHCHHE.

KbpmeHe

Oxmecapman MeOOKCOMILT

Tbii KATO HAMA HATMYHA HHOOPMALMA OTHOCHO M3MON3BAHETO Ha Ko-OnnMecTpa no BpeMe Ha
kbpMeneTo, Ko-OnnMecTpa He ce npenopbiBa W aNTEPHATUBHO JICUEHHE C no-ao6sp npodun Ha
6e30nacHOCT, YCTAHOBEH NO BPEME HA KbPMEHETO, € 3a NPEANoYHTaHE, 0coDEHO NPH KbpMELLH
HOBOPOAEHO W/IH HEAOHOCEHO NETE.

Xudpoxiopomuasuo.
X AApOXAOpOTHA3HA CE€ EKCKPETHPA B KbpMaTa B MAIKH KOTHYECTBA. TwaznanTe BB BUCOKH 103H,
Mpean3BHKBALLW HHTEH3HBHA JHYPE3a, MOTAT 12 HUHXHOHPAT NPOLYKUMATA HA MIIAKO.

Ynorpebara Ha Ko-OnumecTpa He ¢e NpenopbyBa Npeé3 NepHoaa Ha KbpMEHE. Ako Ko-OnumecTpa ce
H3NOJI3BA 0 BPEME HA KbpMEHe, A03HTE TpA6Ba Na 6bAAT Bb3MOXKHO HAH-HHCKH.

4.7 EdexTu 8bpxy cniocofsocTTa 32 modnpane 4 pabora ¢ MAIHHRA

OnmMecapTaH MEAOKCOMHJI/XHAPOXIOPOTHA3KA MOXKE Aa HMA JIEKO WIH yMEPCHO BITHAHHC BBPXY
cniocoBRocTTa 3a WwodHpaHe ¥ pabora ¢ MalIHHHA. BrueHe Ha CBAT WK yMOpa MOTaT Aa Ce€ NOABAT NpH
MaLMEHTH, NPUEMALIM AHTUXHIIEPTEH3HBHA TEpanua, KOWTO MOraT 1a Hapylat cnocobHOCTTA Aa ce

pearupa.

4.8 HexeanH 1eKApPCTBEHH PeAKUEH

Haji-uecTo NOKNAABAHHTE HEXENAHH PEAKLIMH MO BpeMe Ha JIEYECHHETO ¢ KOMOWHALHATA O/IMECapTaH
MeI0KCOMM/XHAPOXIOpOTHA3HA ca riasobonne (2,9%), samaiisane (1,9%) n ymopa (1 ,0%).

X MAPOXJIOPOTHAZHA MOXKE N MPEAH3BUKA WK 38CWIH OTACAAHETO HA TEHHOCTH, KOCTO MOXE 14
N0BeAE A0 eNeKTpoauTeH aucbanaHe (BxK. Touka 4.4).

[Tpy KNHHUYHHK NPOYYBAHHA, BKNIOUBALLM | 155 NAUHEHTH, NEKYBAHH C KOMOHWHALIMK onMecapTaH
MEN0KCOMKN/XHAPOXIOPOTHA3HA B 103K Ha 20 mg /12,5 mg unu 20 mg /25 mg u 466 nauueHTH,
nexysaHH ¢ nnaueGo 3a nepuoa Ao 21 meceua, obuiara 4ECTOTA Ha HEXKENAHH cbOHTHA NpH
kOMOHMHWpaHaTa Tepanus C OJIMECAPTaH MEAOKCOMMUII/XUAPOXIOPOTHA3KHA € Ouna cxogHa ¢ Tasy Ha
nnaue6o. Cnupane Ha NEUEHHETO NOPaaH HeXeNaHH cuOUTHA, € ChLO NOA0OHO 3a OIMEcapTaH
mefoKkcomun/xuapoxinoporrasua 20 mg /12,5 mg — 20 mg /25 mg (2%) 1 rinauedo (3%). YUectoraTa

Ha HEXeJIAHHTE IEKAPCTBEHH PEAKIIHM MPH ONIMECAPTAH MEJIOKCOMI/XHAPOXIOPOTHAIHA B
cpaBHeHHe ¢ TaLebo He ca CBBpP3aHK C BB3pacTTa (<65 roAHHK B CpaBHEHHE C 2 65 roauHn), NOJ WIH
paca, BbIPEKH Y€ YECTOTATA Ha BHEHE HA CBAT MMa H3BCCTHO YBENHWYEHHE NPH NALMEHTH HA BB3pAcT
> 75 TOOHHA.

OcBeH TOBA, 6€30N2CHOCTTA HA OJIMECAPTaH MEAOKCOMUI/XMAPOXIOPOTHA3H], KATO KOMOHHAUMA OT
BHCOKH J103H € M3CIedBAHA NPH KJWHHYHM NpOYy4YBaHHA NpH 3709 nauMeHTH, nosyvapally

OIMECapTaH MELOKCOMM B KOMOHHALMA ¢ XHAPOXJIOPOTHA3HA BLB BUCOKH 03H 40 mg/12.5 mg u
40 mg/25 mg.

HexenaHuTe peaklHH OT OJIMECapTaH MEJOKCOMWI/XHAPOXIOPOTHA3HA B KITHHHYHH TT
npoyusanHi 3a 6€30NacHOCT Ce/l H3aBaHETO Ha Pa3peLICHHETO 3a ynotpeba H cno
cpoOLIeHUs ca 0000LeHH B TabnKLaTa No-A00Y, KAKTO U HEXKEJTAHHTEC pEAKLIHH OT
KOMIIOHEHTH OJIMECAPTAH MEAOKCOMHI U XHIAPOXIOPOTHA3HA, Ha Da3aTa Ha NO3H
0e30nNacHOCT Ha TE3H BELLECTBA.
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CneaHaTa TEPMHUHOJIONUS € W3MNO0JI3BaHM € LI /1a ce KIAaCH(PHUMPAT HEXKETAHHTE PEAKLIHH: MHOTO
yectu (> 1/10), yectu (= 1/100 no <1/10); Heuectu (= 1/1 000 no <1/100), peaku (= 1/10 000 no

<1/1 000), mHoro peaku (<1/10 000), ¢ Heu3BecTHa YecTOTA (YecToTaTa HE MOXKeE 1a Objie
onpeaeieHa OT HAJIMYHUTE JaHHH ).

Yecrora
MedDRA Kom6Gunaumn |
Cucrema opras Hexenanu peakuum onMecapTaH ,
KJ1ac AR L6 G OnmecapraH HCTZ
XHPOXJIOPOTHA3HA |
Hapexiys » CuranaieHur PEIAKH
HH(eCTaLIUH
Heonna3zmu —
nodpokayecTBeHH, | HemenaHoMeH pak Ha Ko)Kara .
3/10Ka4ecTBEHHU U | (ba3aJIHOKIETBbYEH KAPLIUHOM H HeHARECTHA
HeomnpeaeIeHH stammmlmenqen R
(BKJI. KHCTH H KapUHHOM)
MOJIUIH)
AnjacTUYHA aHEeMHUS PEAKH
HapyweHnus Ha [ToTHcKaHe Ha KOCTHHA MO3bK PEIKH
KpbBTa M XEeMOJIMTHYHA AHEMHS pEAKH
numdHara JleBkoneHus peAKH
cHCTEMa HeyTponeHus/ArpaHyjiounurosa PEeAKH
TpomOouUHUTONEHHUS HEYECTH | peaKH
HappylieHus Ha HEYECTH HEYECTH
MMYHHara AHapHUIAKTHYHH peaKLHHH
CUCTEMA
HapyleHus Ha AHOpEKCHA HEe4YeCTH
MeTadoIH3Ma H [ 1uko3ypus YECTH
XPaHEHETO XHIEepKaaLHEMHA YECTH
MHOI'O
XHUIEPXOJECTEPOSIEMHUS HEYECTH
YECTH
XHIEPriuKeMHus YECTH
XHIepKaJIHEMHS PeAKH
XHUNEPTPUTIIHLIEPH/IEMHA HEYECTH YECTH -
YECTH
XHNEepYpPHKEMHS HEYECTH YECTH ——
XHIOXJIOPEMHS
XHUNOXJIOpEMHUYHA alIKalo3a
XHIMOKAIHEMHSA
XHNOMarHe3neMus
XHMNOHATPUEM U
XHIepaMHiazeMus
[ lcuxuaTpruyHH Anarus
HapyLUEHHUS Jlenpecus
be3rnoKoHcTBO
HapyuieHus Ha CbHs
HapylieHnus Ha CbCTOSHHE HA OOBPKAHOCT
HepBHaTa cUcTeMa | KOHBYJICHH
HapylueHus B Cb3HAHHETO
(kaTo 3ary0a Ha cb3HaHHe) PR




3aMaiiBaHe/npUMansBaHe YECTH YECTH YECTH
[ naBobosune YECTH YECTH PEAKH
3aryba Ha aneTuT HEYECTH
[lapecTe3us peAKH
3amatiBaHe NpH H3NpaBsHe HEUYECTH
CBHIUBOCT HeYecTH
CHHKon HEYeCTH
Hapyuwenna Ha HamasieHO CbI300TAC/IAHE peAKH
OUUTE BpemeHHO 3amMbrassaHe Ha
IPEHHETO
Brouwasane Ha ChLIECTBYBALLIO
KLCOMIEACTBO ’ HeReeTy
KcanToncus pelKH
XopouaaneH U3luB, OCTpa C
MHOIMHA, OCTpPA 3aKPHTOBIBJIHA HEH3BECTHA
rnaykoma 4ECTOTA
Hapyiienus Ha HEYeCTH HEYeCTH
YXOTO H Bepruro peaKkH
nabKupHHTA
AHIMHa NEKTOPHUC HEYECTH
ChpaeyHu .
DY LICHHS bpACYHH APHTMHH peaKH
[lannuTauuu HEYeCTH
Cboosu Embonnibm pelkH
HAPY LLIEHHS XHIOTOHHSA HEYeCTH pPEOKH
HekpoTHUYEH aHTHHUT
PEAKH
(BACKYJIMT, KOXKEH BACKYNHT)
OprocTraTHyHa XHITOTOHHSA HEeueCTH HEUYECTH
Tpombo3n peaky
PecnupaTOpHH, bpOHXHT YECTH
TOPaAKaIHHU H Kauinuua HEUECTH YeCTH
MEHACTHHAIHH HucnHes peJKH
HapyLICHHA HHTepcTHUHATHA MTHEBMOHUA PCAKH
QapHHIHT YECTH
[lys1MoHapeH enem peaKH
PecnupaTopeH AHCTpeC HEYECTH
PHUHHT YECTH
OcTbp pecnupaToOpeH JHUCTPEC
cuHapom (OPAC) (BX. Touka MHOTO
4.4) PELKH
CromMauiHo- Kopemna 60J1ka HeyecTH YECTH HECTH
YpPEBHH 3anek YEeCTH
HapyLIeHHA Hunapns HEYECTH YECTH YECTH
uncnencus HEYECTH 4eCTH
/lpa3HeHe Ha cToMaxa YECTH
[ acTpPOEHTEPHT 4ECTH
MeTeopHU3bM YECTH
[aneue HEYECTH HECTH YECTH
[TaHkpeaTuT
[lapandTUyeH Hneyc
[loBpbluane HEUYECTH

Hinpy-nonobHa eHreponaTus
(BX. TOuKa 4.4)

Xenarto-OHuiHapHH

OCTBp XONEUHCTHT




Hapy LIEHUH X baTeHHua (MHTpaxenaTaieH penKH
XO0/1IECTATHYEH HKTED)
v
ABTOUMYHEH XENATUT HEW3BECTHA
4eCcToTa
Hapywenns Ha ANepruyed JepMaTuT HEUYECTH
KOXATA H AHadHIaKTHYHE KOXKHa PeIKH
noAKOKHaTa _peakLms
ThKaH AHIHOEIEM peakH peakH
KoxHH peakuyu, noaoOHH Ha peaKH
JYyC epuTemMaToaec
Ek3eMa HEYeCTH
EpHrema HEeYyecTH
Ex3anTema HEYEeCTH
Peakuuu Ha HEYECTH
 (POTOHYBCTBHTEJIIHOCT
Ilpyputyc HEYeCTH HEYECTH
[lypnypa HEYeCTH
Obpus HEYECTH HEYEeCTH | HEYeCTH
PeakTMBHUpaHe HA KOXKEH JIYNyC
peaKH
€pUTEMATOAEC
TokcHyHa enHaepManHa
peaKH
HEeKpOJH3a
| YPTHKapus PEeOKH HEUEeCTH | HEeYeCTH
Hapyuieuusa Ha ApTtpanrus HEUYECTH
MYCKYJTHO- ApTpHUT YeCTH
CKEJlETHATA bosikH B rbpba HEYeCTH YECTH
CHCTEMa U MYyCKyJ/IHH CIa3MH HEYECTH peaKy
CbeAHHHTENHATA | Myckynna cnaboct pEIAKH
TbKaH Munanrus HEYECTH HEYeCTH
bonka B kpaHHHLHTE HEYECTH
napesu peaKH
CkeneTHH 60nkH 4YECTH
Hapyuwexnuns Ha OcTpa 6nOpeyHa
pEeNKH peaKH
OBOpeunTe U HEJOCTATHYHOCT
NUKOUYHHTE Xemarypus HEYECTH YeCTH
NMbTHLLA HUHTEepCTHUHANHEH HEDPHT peIKH
br6peuna HeROCTAaTBYHOCT peakH
bvOpeuna ancdyHKuUNs peaku
MHdekunn Ha NHKOYHHTE -
NbTHLIA
Hapyenus Ha
pENpOAyKkTHERATA EpexktHnHa aucdyHkuns HEYECTH HEUECTH
CHCTEMA H
rbLpaara
ObwH HapyiueHus | AcTenus HECTH HEUECTH
U ePEKTH Ha bonka B repauTe YECTH 4ECTH
MACTOTO Ha OTOK Ha JTHLETO HEYeCTH
NPHNOKEHHE YMopa 4eCTH 4ECTH
Tpecka
['punonoaobHU CHMITOMH 4ecT 2
Jleraprus
Du3aHHecko HEpa3noNnoKEHHE _peakH HeY

bonka




[lepudepeH enem YECTH YECTH
CnabocT He4yecTH
HUizcnenpaHUsA [ToBHLIARAHE HA ANAHUH HEYECTH
_TpaHc¢epa3sara
[ToskiuaBaHe Ha acnaprar HEYECTH
aMHHOTpaHcdepasaTa
[loBuLIaBaHE HA KAJILIKA B HEeYeCTH
KPBBTA
[ToBUl1aBaHE HA KpEaTHHHH B HEYECTH
peaKH YeCTH
KpbBTa
[loBHlLaBaHE HA KpeaTUHHH
YeCTH
rogloxuﬂasaTa B KPbBTA
[ToBHLIABAHE HA TMIOKO34Ta B
HEYeCTH
KpBbBTa |
[TonwkaBaHe HA XEMATOKDHT B DeKH
 KpBBTA
[ToumxaBaHe Ha xeMornobuHa
peaKH
B KPbBTA
[ToBMlLABAHE HA NTUNUHOANUTE B HeYyecTH
KpbBTa
[ToHUXXaRaHE Ha KaJILUHH B HeyeCcTH
KpbBTa
[TosuiInasaHe HA KAJTHH B HEYeCTH
KpbBTa
[ToBuiaBane Ha ypea B KpbBTa HEYECTH YEeCTH YECTH
[ToBuiuaeane Ha kapbaMHAeH e KN
a3oT B KpLBTa P
[ToRHlLIEHa MHUKOYHA KHCEIKHHA
pEAKH
B KpbBTa
[TosHLIABAHE HA raMa
HeyecTH
rJyTaMHi TpaHcdepasa
[loBULIABRaHE HA
YeCTH
4EPHOAPOOHHTE EH3HMH.

' HemenaHoMmeH pak Ha koxata: Bb3 0CHOBA Ha HAIHYHHTE AAHHM OT EMHACMHOJIOTHYHY NPOY'BaHHA
e HaGMIOAaBaHA 3aBUCHMa OT KYMYJlaTHBHATA n03a Bpb3ka Mexay XX T3 u HMPK (Bx. ¢bLio TOUKH
44 uil.1).

2 [Ipe3s NOCTMAPKETHHIOBHA NEPHOA Ce CHOOLIABA 32 Cly4YaH Ha aBTOUMYHCH XEMATHT C IATEHTEH
nepHo/ OT HAKOAKO MECELA 10 FOAHHH, KOHTO €a 00paTHMH cnel CnUpaHe Ha NpHeMa Ha ONMecapTaH.

EavHu4HH cly4yad Ha pabaoMHOMH3a ca ChOO1ABaHN N0 BpeME ¢ NPHEMA HA AHTHOTEH3HH 1]
peuentopHu Gnoxepu. [IpHunHHO-cIeACTBEHA BPb3Ka, 0Daue, He € yCTaHOBEHa.

CpoblIaBaHe Ha NOAO3HPAHU HEXKETAHH PEAKLIWK
Cbo6LuaBaHeTo Ha NOAO3HPAHHK HEXENAHK PpeakUMH ciiell pa3pelliapaHe 3a ynorpeda Ha 1eKapCTBEHHMA
MPOAYKT € BaxxHO. ToBa No380/5Ba 44 MPOABIKH HabMIONEHHETO Ha CHOTHOLIEHHETO MON3a/PHCK 32
NeKapcTBEHHA NPoAyKT. OT MEAUUMHCKHUTE CMIELHATTHCTH C€ 3HCKBa Aa ChoOLIaBaT BCAKa
NOAO3MPAaHa HEXE/aHa peakuua ype3
HU3nwiHUTENHA areHuMs Mo JeKapCcTBaTa
yn. ,,Jlaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yebcaiT: www.bda.bg

4.9 [Ilpeaoiupane




Hsama cneundnuna nndopmauus 3a ePeKTHTE WIN TIEYEHUETO NPH NPEaO3HpaHe Ha KOMOWHALMHTE
oAMEcapTaH MeJOKCOMUI/XHApoxaopoTHasna. IauneHTsT TpsabBa Aa ce cheau OTONH30 1 JIEUEHUETO
TpabBa na Gbae CHMIITOMATHYHO H NOAAbPXALLO. MEpKUTE 3aBHCAT OT BPEMETO Ha NPUEMAHETO H
TEXKECTTa Ha cumnTomuTe. [TpeanaraHuTe Mepxy BKIIOYBAT NMPEAW3BUKBAHE HA NOBPbLIAHE H/HAH
CTOMaLUHa NPOMHBKA. AKTHBHHMAT BbrieH MOXe 1a Obae NoneseH npH JEHEHHETO Ha NPEA03HpaHE.
CepyMHUTE €NEKTPOIMTH H KpeaTHHHH TpsabBa Na 61bAAT NPOCIEasBaHH NO-4ECTO. AKO CE MOABH
XHIIOTOHUS, NAUMEHTHT TPAOBA f1a 6be NOCTABEH B IErHANO NOJOKEHHE W CNEWHO Aa ObaaT naneH!
3AMECTHTENHU Ha cosiTa u obeMa.

Haii-BepOSTHHTE NPOABH MPH NPEAOIUPAHE HA OIMECAPTAH MENOKCOMM Ce O4aKBa a Obaar
XHUMOTOHHA H TAXHKAPIHA, MOXeE J1a ce NosBH H Opaaukapaus. [IpenoznpaHeTo ¢ XHAPOXIOPOTHAZHA
e CBbP3aHO C H3IUEpPNBaHe Ha ENEKTPONHTH (XHMNOKATHEMHA, XMNOXIOPEMHS) H AEXKPATALIHS, B
pPE3YJITAT OT NpekoMepHa auypesa. Hait-uecTuTe nNpu3Hald 4 CHMNTOMH Ha NPENO3MPAHETO €A raieHe
U CHHAMBOCT. XUNOKATHEMHATa MOXKE Na 0BEAE N0 MYCKYJIHH CNIa3MH W/WAH 1a NpeAn3BHKa
ChPAEYHH APUTMHH, CBbP3aHH C €AHOBPEMEHHATA YNOTPeDa Ha IUTHTANHCOBH IMHKO3UAN HITH HAKON
AHTHAPUTMHYHH IEKAPCTBEHH MPOAYKTH,

Hama Hanvusa uudopMaLiKg Aand ONMECApTaH U XHAPOXJIOPOTHA3HA MOTaT a CE OTCTPAHAT Upe3
Quanu3a.

5. ®APMAKOJIOI'HYHHU CBONCTBA
5.1 PapMaxkoIHHAMHYHH CBOHCTBA
dapmakoTepaneBTHYEH Kac: aHrHoTeH3uH 11 aHTaronucTn n auypernun, ATC koa: CO9DAOS.

MexaHun3nM Ha jeticTere/PapMakogHHaAMHYHH €DEKTH

Ko-OnumecTpa € koMOHHALMA OT aHrHOTEeH3HH | pelenTopeH aHTaroHUCT, OJIMECApPTaH MEAOKCOMMII
M THA3HOEH AHYPETHK, XHApoxnopoTHasna. KomOnHauHaTa Ha Te3d CbCTABKH HMA aIMTHBEH
AHTHXHUNEPTEH3HBEH epeKT, KaTO NOHIKABA APTEPHATTHOTO HAJIAFaHe B MO-TOAAMA CTEMEH, OTKOMKOTO
BCEKH OT KOMNOHEHTHTE NO- OTAETHO.

NozupaHeTo BeaHbk AHesHO Ha Ko-OnaumecTpa ocurypaBa epeKTHBHO W IUIABHO NOHHXKABAHE Ha
KPBBHOTO HansraHe Haja 24-4aCoOBHA 1030B HHTEpBa.

OnmMecapTaH MeJIOKCOMHI € NEPOPATHO aKTHBEH, cenekTuaeH anrHotensuH Il peuentopen (tun AT))
AHTATOHMCT. AHIHOTEH3HH Il € rnaBHUAT Ba30aKTHBEH XOPMOH HA PEHHH-GHTHOTEH3IHH-
aNnJOCTEPOHOBATA CUCTEMA H HIpae BAKHA PO/A B MATOreHe3ara Ha XHNEPTOHHATA.

Edexrnre Ha aHurnoTen3uH Il BknoyBaT Ba30KOHCTPHKLMA, CTHMYNaUMA HA CHHTE3A H
0cBOBOXKIABAHETO HA ANJOCTEPOH, CTHMYJIHpaHe Ha CbpLeTo H Ha 6pbpeuHaTa peabcopbuua Ha
HaTpuii. OnMecapTaH 610KHpa BA30KOHCTPHKTOPHHSA H ANA0CTEPOH-CEKPETHPALUNS eexT Ha
anruoTeH3uH Il nocpencTaoM 6r0KkMpaHe Ha CBbP3BAHETO My KbM peuentopa Ha AT B ThbKaHHTE,
BKJTIOUMHMTETHO ChAOBATA [/1aKa MYCKYAaTypa U Han0bsOpeuHHuTe #ie3n. JleHCTBHETO Ha OIMecapTaH €
HE3aBMCHMO OT M3TOMHUKA WIH HAYHHA Ha CHHTE3 Ha aHrHOTeH3HH lI. CeNeKkTHBHHAT aHTAaroHW3bM Ha
peuenTopuTe Ha aHrHoteHsuH 11 (ATI) ot onMecapran BOAH A0 NOBHLLABAHE HA [L1a3MEHUTE HHBA Ha
pPEHMHA H KOHLEHTpauuuTe Ha aHrHOTeH3HH | v 11 U M3BECTHO NMOHKKARAHE HA NIa3MEHUTE
KOHLIEHTPAUHH Ha anaocTepoHa.

HAa apTEpPHANHOTO HandraHe. HaMa JaHHH 33 XMNOTOHUA Clell MbpBaTa 4033 WIH TaXHgMI
ABIFOCPOMHO NPUIOKEHHE WK 32 pUbayHA XHNEpTOHWA cliea Obp30 NpeyCTaHOBABAARY

Cnea eAHOKPATHO AHEBHO NPHIOKEHHE NPH NAUKHEHTH C XHIEPTOHHUA, 0/IMECAPTaN
10 ebeKTUBHO M IU1aBHO NOHW)KABAHE HA aPTEPHAIHOTO HanaraHe npe3 24-4acoBHy




EHOKPaTHOTO AHEBHO AO3MPAHE BOAH A0 CXOAHO MOHWXKABAHE HA APTEPHATHOTO HANIATaHE KaKTo H
ABYKPATHOTO AHEBHO J03HpaHe NpPH €1Ha H ChLla 00Lla QHEBHA 032

[Mpu NPOABIKUTENHO NIEHEHHE MAKCHMATHOTO NOHWXKAaBaHe HA apTEPHAIHO HAAraHe ce AocTHra 3a 8
CeMHUHM CNel 3aMoUYBaHE Ha JICYEHHUETO, BHNPEKH Y€ 3HAYKTENMHA YaCT OT MOHHKABALILHA
apTepHATHOTO HaniAraHe edekT Beye ce Habnroaasa ciel 2-CEIMHYHO fleUeHHE.

EdexTbT Ha OIMECAPTaH MEJOKCOMHII BbPXY CMBPTHOCTTA K 3a00/1€Ba€MOCTTA € BCE OLIE HEH3BECTEH.

PanpoMu3upaHo wikHuuHo npoyusale (The Randomised Olmesartan and Diabetes Microalbuminuria
Prevention (ROADMAP, PanpomMuanpane Ha onmecapTaH U NpeBeHUHA Ha avabeTHa
MHKpoanByMUHypHs ) npH 4 447 nauneHTH ¢ anabet THN 11, HOpMO-andyMHHYpPHA K NOHE eaHH
NOMBJIHHTENEH ChPAEHHO-CHAOB PHCKOB (PaKTOp M3C/eNBa AU NEYEHHETO ¢ onmecapTad Ou Morno
na 3abaBH nosBaTa Ha MUKpoanbyMHHypHs. 1o BpeMe Ha cpeaHus nepHoL Ha npocieassaHe oT 3,2
FOJMHH, NALHEHTHUTE MONlyyaBaT oJiMecapTaH Win miauedo B A0MbIIHEHHE KbM APYTH
AHTHXMNEPTEHIUBHH JIEKAPCTBA, ¢ H3KNUeHHe HA ACE-HHXHOUTOPH HIIH AHTHOTEH3HH PELIENTOPHH
Onokepm.

3a mepBHYHATa KpaiHa Len NpoyYBaHETO f10Ka3Ba 3HaYUTEIHO HAMAIABaHE HA BPEMETO 3a MOfABA Ha
MHKpOanbGyMHHYPHA B MoN3a Ha onMecapTaH. Ciell KOPEKUHMs Ha Pa3IMKHTE B apTEPHANHOTO
HANATAHE TOBA HAMAIABAHE HA PUCKA Be'e HE € CTATUCTHYECKH 3HaYMMO, 8,2% (178 ot 2160) ot
[ALKEHTHTE OT rpynaTa Ha omMecaprtaH 4 9,8% (210 ot 2139) B mnauebo rpynata ca paspuin
MUKpOanOyHypus.

3a BTOPUUHHTE KPAfHM LeNH, ChbpAEYHO-CLAOBH HHUMACHTH Bb3HWKaBaT npH 96 naureHTa (4,3% npw
ofmMecapTaH H npu 94 nauunera (4,2%) npu naauebo. Hectorara Ha CHPASUHO-CHAOBA CMBPTHOCT €
NO-BHCOKA NPH JEUYEHHETO ¢ OJIMecapTaH B cpaBHeHue ¢ nauedo (15 naunenTa (0,7%) cripsamo 3
(0,1%) nauuHTa), BHIIPEKK CXOAHHWTE HWBA Ha HedataneH uHcyaT (14 naunenTa (0,6%) cnpamo 8
nauxeHTa (0,4%)), HedaTanen mrokapaeH HHdapkr (17 naunnera (0,8%) cnpamo 26 naunanra
(1,2%)) n CMBPTHOCT, pasiMuHa OT CbhpaedHo-chaoBaTa (1 | naunenTa (0,5%) copamo 12 naunetrra
(0,5%)). OBmara cMBLPTHOCT NPH ONMeEcapTaH e YUceHo yeenudeHa (26 naudenTa (1,2%) cnpamo 15
natiueHTa (0,7%)), KOETo € c/ieACTBUE OCHOBHO OT NMO-BHCOKHA Opoif daTaiHH CbpAeYHO-CHAOBH
HHL{UJEHTH.

IMpoyusaHeto The Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy Trial (ORIENT, OnmecapraH Hamanssa 4€CTOTaTa Ha TEPMHHAIHATA CTENEH Ha
6B6peuna Gonect npn AuaberHa HedponaTus) Hicnenra ePEeKTHTE HA OIMECapTaH BbpXy ObOpeuHHTe
1 CbPAEYHO-CBHAOBH KPAHHH pe3ynTaTH NpH 577 paHIOMH3HPAHH NauHEHTH OT SnoHns u Kuraii ¢
aunabet Tvn I ¢ nzasena Hedponarus. Ilo Bpeme Ha cpeaHHA neprol Ha NpocieaiBaHe OT 3,1 roaHHH,
NaLMEHTHTE NOAYYABAT WK OJIMECAPTAH HAH I1auedbo B NOMBJIHEHHE KbM APYTH aHTHXHIIEPTEH3HBHHU
nekapcTBa, BKouuTenHo H ACE-uuxnburopn.

[TbpBHuHaTa koMOHHMpaHa kpaiiHa Len (BpeMe 10 NbPBHA Clly4yad Ha YABHABAHE HA CCPYMHHMA
KpeaTHHHH, TEPMHHAIHA cTeneH Ha ObOpedna Honect, o6wa cMbpTHOCT) ce Habntonaea npu 116
NaLMeHTH B rpynarta Ha onmecapraH (41,4%) u npu 129 nauneHTH B rpynara Ha ranebo (45,4%)
(HR 0,97 (95% C1 0,75 no 1,24); p=0,791). KomOnHnpaHaTa BTOpH4Ha CbpACYHO-CHAOBA KpaHHa LEN
ce Habmonasa npu 40 naumenTa, nexyBaHu ¢ onmecaprat, (14,2%) v npu 53 nauxeHTa, 1E€KyBaHH C
nnauedo (18,7%). Tazn koMOHMHUpPaHa ChpACHHO-CBAOBA KpaiHa Len BKIOYBSa ChpACHHO-ChA0BA
cMbpT npH 10 (3,5%) naumenTa, npueMany onmecaprad, cnpamo 3 (1,1%), npuemany naauedo, obia
cMbpTHOCT 19 (6,7%) cnpsamo 20 (7,0%), HedataneH uucynT 8 (2,8%) cnipamo 11 (3,9%) v Hedaranen
muokapaeH uHpapkr 3 (1,1%) cnpamo 7 (2,5%) choTBETHO.

XUApPOXIOPOTHA3H] € THA3UIEH JHYPETHK. MeXaHU3MBbT Ha AHTHXHIEPTEHIUBHO NEHCTBHE Ha
THa3HAHWTE AUYPETHUH HE € U3ACHEH HAMBJIHO.

TuasuauTe noausBaTt TyOynHHTE MexaHU3MHK Ha Ob6peunTe 3a peabcopOLHs Ha eNeKTRR @\
yBEJHYABAT OTAENAHETO HA HATPH M XJIOPHAH B MPHOMU3HTETHO CKBUBAJICHTHH KOJT '
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e AHOBPEMEHHOTO NMPUIOKEHHE HA aHrHOTeH3HH 1] peuenTopeH aHTAroHHCT HMa TEHAEHUNA 1a
HaMa/H 3arybara Ha KaiHii, CBbp3aHa C THa3HIHUTE AHYpeTHUH. [1IpH npunoxeHHe Ha
XHAPOXJIOPOTHA3K HAYaJIOTO Ha HWYpe3aTa HACTHNBA ClIeA OKOMO 2 4aca U MAKCHMATHUAT €EKT
HaCTBIMBA OKOJIO 4 yaca cies NpHema, a ACHCTBUETO NMpoabkasa npubausutenHo 6-12 vaca.

EnnaeMHoNorHyHUTE NPOYYBAHHUSA €A MOKA3AIH, Y€ NPH ABAMOCPOUYHOTO JIEUEHHUE C
XHAPOXJIOPOTHA3UA MOHOTEPANHA CE HAMANABAT PHCKA OT ChPACYHO-ChA0BATa CMBPTHOCT H
3a001eBaEMOCT.

KnuHuuHa epukacHOCT W Be30nacHOCT

KomMOuHalmaTa Ha oaMecapTaH MEAOKCOMHKI H XHAPOXNOPOTHAIHWA ¥WMa aNAHTHBHO OENUCTBHE BbpPXY
NMOHW>XaBaHE HAa KPbBHOTO HaJIATaHe, KOCTO NMpCBHILABA TOBA HA OTAC/IHHTC KOMITOHCHTH.,

Ipu 060011eHn miauebo-kOHTPONHpPaHH NPOYHBaHHA, PHICKEHHETO Ha KOMOWHALMATA ONMecapTaH
MeA0OKCOMUJ/Xxuapoxnopotuasua 20 mg/12.5 mg u 20 mg/25 mg Boau A0 NOHHKABAHE HA

CHCTONTHO/ AHACTONHO KPbBHOTO HaJIAraHe ¢ MUHHUMYMa oT 12/7 mmHg, u 16/9 mmHg,, cvoTBeTHO B
cpaBHEHHE ¢ ruauedo.

Bb3pacTTa v NoNbLT HE OKA3BaT KIIMHUYHO 3HA4YUM €deKT BLPXY OTIOBOPa OT JIEYEHHETO C OJIMECAPTaH
MEAO0KCOMHU/I/XHIPOXJIOPOTHA3HI KOMOHHHUpaHa Tepanua.

[Mpunoxennero Ha 12,5 mg 1 25 mg xuaApOXNOPOTHA3HA NPH NMALMEHTH, KOUTO Ca HEAOCTAThUYHO
KOHTPOJIMPaHH C MOHOTEpanMs ¢ oaMecaptTaH MeoKCoOMHI 20 mg 1aBO AOMBJIHHTENHO NOHHXKABAHE
Ha 24-4acOBOTO CUCTOMHO/AHACTONHO aPTEPHANHO HANAraHe B CPaBHEHHE C U3XOAHHTE CTOMHOCTH,
H3MepeHHu npyu aMOyNaTOPHO MOHHUTOPHPAHE HA APTEPUHANIHOTO HansaraHe ot 7/5 mmHg, n

12/7 mmHg, cbOoTBETHO, B CpPaBHEHHWE C MOHOTEPANHA ¢ OIMecapTaH MeIOKCOMHI. JJOMBJIHUTENHOTO
NOHWXABaHE HA CPEAHMTE CTOHHOCTH HA CUCTOIHOTO/AHACTONHO APTEPHANTHOTO HANATAHE B
CpPaBHEHHE C HAYAI0TO, Ca U3MEPEHH YCNOBHO, H ¢ca 11/10 mmHg, 1 16/11 mmHg, cvoTrserHo.

EdexkTHBHOCTTa Ha KOMOWHHpaHaTa Tepanus ¢ OJIMecapTaH MeAOKCOMWIL/XHIPOXIOpOTHA3H Ce
noaabpka NpH NPOALILKHTENHO (€AHa ToaHHA) NedyeHne. CnHpaHeTo Ha NEYEHHETO C oIMecapTaH
MELOKCOMMJ, CbC WIH 6€3 CbABTCTBALLA TEPANNA ¢ XUAPOXJIOPOTHA3HA, HE € A0BReNO RO pebayHa
XUMEPTOHHA.

EdexTuTe Ha KOMOHHaUHATA ¢ PUKCHPAHH JO3H OJIMECAPTAH MEJOKCOMHWI/ XHIAPOXIOpPTHA3HA BBPXY
CMBPTHOCTTA H CbPAEYHO-ChAOBaTa 3aD0JIEBAEMOCT 3acera ca HEU3BECTHH.

[BoitHO HnokKHpaHe Ha peHHH-aHTHOTEeH3HH-angocTepoHosara cucrema (PAAC)
JBe rosiemMu paHaoMH3Hpann koHTpoaupaHu npoyusaius — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnobanto nanureane 3a
KpaHHH TOYKH HA TEJIMHCAPTAH, CAMOCTOATEHO H B kKoMOunHauua ¢ pamunpun) 1 VA NEPHRON-D
(KnMHHUYHO NpOoy4YBaHe CBLP3aHO C pa3BUTHE HA HedponaTHa npyd auabet, NnpoReaeHo OT
MHHMCTEPCTBO NO BLOPOCUTE Ha BETEPaHUTE) — NpoyyBat ynotpebara Ha koMOuHauuara ot ACE
HHXHOHUTOpP U aHrHOoTeH3uH ll-peuenTopeH 6nokep.

ONTARGET e npoyusaHe, npoBeaeHO MPH NALIMEHTH ¢ AHAMHE3A 34 CbPACYHO-CHAOBA WM
MO3bYHOCHI0BA DOnecT, MK 3axaped adaber THN 2, NPUAPYXEHH C JAHHH 33 YBPEXKIAHE Ha
epexropuu opraiu. VA NEPHRON-D e npoy4BaHe npu nalupeHTH ¢bC 3axapeH auadber tvn 2 H
anabeTHa HedponaTHs.

Te3u npoyuBaHHs He MOKA3BaT 3HaYuM OnaronpuareH edpekT BbpXy ObOpeuHnTe W/nnu
CBAOBHTE NOCAEAHLM U CMBPTHOCT, KaTo ChUeBpEeMEeHHO ca HabnioaaBaHH MOBHLUIECH
XHNEPKAMEMHA, OCTPO YBpeXaaHe Ha 6bOpelHTe W/HAH XHIMOTOHHA B CPaBHEHHE C
Karo ce umart npeaBua cXoaHuTe uM hapMakoJHHaMHUYHH CBOKCTBA, TE3H pe3yJiTa
 3a apyru ACE uHxubutopu v auruoteHsud ll-peuenropuu 6noxkepu.

ACE nuxuburopu u anuruoreHsuH ll-peuentopHu 610kepH c/ieA0BaTENHO HE TPaO
€IHOBPEMEHHO NPH NauHueHTH ¢ AMabeTHa HegponaTus.




ALTITUDE (Ka#HH4HO NpoyuBaHe NPOBEACHO C ANMHCKHPEH NPHU NALMEHTH CbC 3axapeH auaber Tun
2 C U3MON3BAHE HA CbPAEHHO-CBAOBHU K ObOpeuHH 3ab0naBaHNUA KaTO KpaHHHA TOYKH) € NPOYUBAHE,
npegHa3HAa4Y€eHO [a H3Ic/IeaBa noa3ara oT A00aBAHETO Ha ATMCKHUpEH KbM cTaHaapTHa Tepanusa ¢ ACE
HHXHOHUTOP UK aHrHOTeH3UH [I-peuenTopeH 610kep NpH NaLMEHTH CbC 3axapeH quaber TN 2 W
XpoHHUYHO OBOpeuHo 3abonaBaHe, cbpaeuHo-cbROBO 3abonsaBaHe uny u asete. [lpoyusaHerto e
npeKpaTeHO NPeXAEBPEMEHHO NOPaIy NOBUILEH PUCK OT HebnaronpuaTHH nocaeauuy. Kakro
CBLpPACHHO-CHAOBATA CMBPT, TAKA U HHCYJITELT €a NO-4YECTH B IPyraTa Ha aNUCKHPEH, OTKOJIKOTO B
rpynara Ha rniaue6o, a NpeAcTaBNABALINTE HHTEPEC HEXKENAHH CHOMTHA M CEPHO3HH HEXKEJIAHH
cBOHTHA (XHnepkanueMus, XUnoToHua U 6bpeuHa AucHyHKUHA) ce cbodlaBaT NO-4ECTO B rpynara
Ha ANUCKHPEH, OTKONKOTO B rpynara Ha rnauedo.

HemenaHoMmeH pak Ha KoxaTa

B13 ocHOBa HA HANMMYHHUTE NAHHU OT EMNHAEMHONOrHYHH NPOYYBAHUA € HaDAOAaBaHA 3aBUCHMA OT
KyMynaTHBHaTa 403a Bpb3ka Mexxay XXT3 u HMPK. EaHo npoy4saHne Brnto4Ba nonyanms,
cheTona ce ot 71 533 cnyuan Ha BKK u 8 629 cnyuan Ha CKK, v nonynauus ot cworsetHo | 430
833 1 172 462 noaxoasuiy koHTpoad. Bucokara ynorpeda Ha XX T3 (kymynatusHo 250 000 mg) e
cBbp3aHa ¢ kopurupad OR 1,29 (95% [H: 1,23-1,35) 3a BKK u 3,98 (95% [IH: 3,68-4,31) 3a CKK.
HabnionaraHa e scHa Bpb3Ka KyMyJiaTHBHA 003a-0TroBop kakTo 3a bKK, taka s 3a CKK. Hpyro
NPOy4YBaHe NOKa3Ba Bb3MOXKHA Bpb3ka MexXay paka Ha YCTHUTE (CKK) n excnosuunaTa va XXT3: 3a
633 cayuyad Ha pak Ha ycTHYTe € noabpana nonynauus ot 63 067 noaxoaswy KOHTPOJIH, KaTo ce
H3MOJI3BA CTPATEruA 3a B3€MaHe Ha nNpobH, onpeaeneHa oT pucka. JleMOHCTpHpaHa € Bpb3Ka
KyMyfaTHBHa A03a-01roBop ¢ kopurupad OR 2,1 (95% IH: 1,7-2,6), napacTeaty ao OR 3,9 (3,0-4,9)
3a BUcoKa ynotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hait-BucokaTa kymynaTtusHa no3a (~ 100
000 mg) (BxkK. cbLtO TOUKA 4.4).

3.2 DapMAKOKHHETHYHH CBOHCTBA
AbOcopbuns B pa3npeaesienne

OnMecapTaH MEJOKCOMHMI:

OnMecapTaH MeJOKCOMHI € mponekapcTBo. [Ipu pezopbHpaHe OT racTpOMHTECTHHANHHUA TPakT OBp30
Ce€ nNpespblua BbE GapMakoJOrdiHO AKTHBHUA MeTabONHT ONIMECapTal OT eCTEpa3uTE B UpEBHATA
JIMraByLIA W B MOPTANHOTO KpbBOOOpLILEHHE. B nazmMaTta WK €KCKpeTUTe HE C€ OTKPHBA aKTUBHOCT
HA UHTAKTEH OIMECAPTaH MEAOKCOMMIT WIIKM HHTAKTHU CTPAHUYHHU BEPUIrY Ha MeaokcoMuia. CpeaHara
abcomoTHa OHOHANMYHOCT Ha OJIMecapTaH, NMPUIOXKEH noa gopmara Ha TabneTkH € 25,6 %.

CpenHara nukoBa nnasmeHa KOHUEHTpaUMA (Crax) Ha OIMECAPTAH C€ IOCTHra B paMKHTE Ha 2 yaca
clieql NepopanHo NPHIOKEHHE HA OJIMECAPTaH MEAOKCOMHIJL, a MIa3MEHUTE KOHLIEHTPALHH Ha
OJIMECAPTAH HAPACTBAT NOYTH JIMHEHHO C HAPAaCTBALIH EAHOKPATHH NEPOPaiiHH 2034 A0 okono 80 mg.

XpaHaTa OKa3Ba MHHUMAaNIEH eeKT BbpXy OHMOHAIHYHOCTTA Ha OJIMECAPTaH H 3aT0BA OJIMECApTaH
MEAOKCOMMUJT MOXKE a C¢ npuara ¢ unu 06e3 xpaHa.

He ce HabatonaBaT KAHHHYHO 3HAYHMH MOJIOBO-3aBHCHMH Pa3/IHKH BbB cbapmamxnﬂemna’ra Ha
oJiMEcapraH.

OnmecapTaH ce CBbp3Ba BbB BUCOKA CTENEH ¢ ruiazMeHuTe bentoum (99,7 %). Bunpexu ToBa,
Bb3MOXMHOCTTA 3a KJIHHHYHO 3HaYHMH NEKapCTBEHH B3aHMOACHCTBHA Ha OJIMECApPTaH C APYTH
nexapcTsa, CBLP3BALIUM C€ BbB BUCOKA CTENEH ¢ Na3zMeHHTe OenThuy, Hpe3 HIMECTBAHE OT MECTaTa 3a
CBbP3BaHe, € HACKA. TOBa ce NOTBBLPXIaBa OT JMNCATA HA KAWHHUYHO-3HAYUMH B3aUMOJCHCTB

(16-29 ).

XHAPOXAOPOTHAZH]




Creq NepopaiHO NPHAOKEHHE HA OJIMECAPTaH MEIOKCOMMI H XHAPOXOPOTHA3HA B KOMOHHALMA,
CPeAHOTO BPeME Ha NUKOBHTE KOHLEHTPALWH Ha XHAPOXJIOpOTHa3HA € oT 1,5 110 2 yaca cel npuema.
XHAPOXJIOPOTHA3HA CE CBBP3BA C MIAZMEHUTE NPOTEHHH 68% 1 HMa 0beM Ha pasnpeneneHuHe 0,83 -

1,14 Vkg.
buoTpaHchOpMAOHE B €KCK HY

OsamecapTaH MEJOKCOMHII

O6ukHOBEHO oBWKAT Mnasmel KiIHpbHe € 1,3 I/h (CV, 19 %) n e cpaBHHTENHO MabK B CPaBHEHHE C
yepHOApO6HHA KPBBOTOK (0k0n10 90 I/h). Cnea eAHOKpaTHO NepopaHo NPUAoKEHHe Ha benssaH ¢ C-
onmecapTaH Menokcomua, 10-16 % oT paaMOaKTHBHOCTTA C€ OTKPHBA B YpHHATa (M0-roaaMara 4acT B
paMKHTe Ha 24 yaca OT MPHIOKEHHETO), & OCTATHKBLT OT OTKPHTATa paAHOAKTHBHOCT C€ €KCKPETHPA
8bB (eueca. UMaiku npeaBUA CHCTEMHATA HATHUHOCT OT 23,0 %, MOXe Aa ce 3aK/TIOuH, Ue
abcopOHpaHMAT OAMecapTaH ce enMMHHNpa W Ypes 6p0peuna exckpeuns (okono 40 %) u upes
xenaro-OunnapHa exckpeuus (oxono 60 %). LianoTo KoTH4eCTBO paliHOaKTHBHOCT €
uaeHTHOHLMpaHO KaTo onmecaprad. He ce oTkpHBa Apyr 3Ha4YMM MeTaboNUT. EHTEpOXENTaANHHAT
MeTaboan3bM Ha onmecapTaH € MUHUMaNeH. Thi KaTo ronaMo KOAHYECTBO ONMECapTaH ce
EKCKpPEeTHPa UPE3 XKNBbUKATA, MPUIIOKEHHETO MY NPH NAUMEHTH C OHNHapHa O0CTPYKLHA €
NpPOTUBOMNOKA3aHO (BX. 4.3).

TepMHHATHHAT €IMMHHALMOHEH TONY/HBOT Ha O/IMEcapTaH BapHpa mexay 10 u 15 yaca crnen
MHOrOKpPaTHO NepopanHo Ao3paHe. PABHOBECHHTE CTaLlHOHAPHH I1a3MEHH KOHLIEHTPALIMH C€
[OCTHraT cliell MbPBUTE HAKOJIKO A03M ¥ crel 14 1HM MHOrOKpaTHO 103WpaHe He ce Habsonasa
AOIbTHHTENHA aKyMynauua. bu6peunnsT kiupbHce ¢ okono 0,5 - 0,7 Vh u e HezaBucHmM oT no3ara.

XHUApOXJIOpOTHA3HA
XHAPOXSIOPOTHA3UA He ce MeTaDOIN3HPA U C€ EKCKPETHPA MOYTH H3UANO B HEMPOMEHEHA dopMa.

Mpubausurento 60% oT nepopanHO NPUIOKEHATA 1032 CE ENMMHUHNPA B YPUHATA B paMKuTe Ha 48
yaca. Br6peunuaT knupbHe € okono 250 — 300 ml/min, TepMHHATHHAT NOTYXKHUBOT HA
xuapoxnoporuasua € 10 — 15 yaca.

KoMOHHaLHATA HA OJIMECAPTAH MEAOKCOMHJ H XHAPOXTTOPOTHA3H]L
CHCTEMHATAa HATHYHOCT HA XHAPOXJIOPOTHA3KA ¢ HamManisBa ¢ 0ko10 20% npH eAHOBPEMEHHO

NPHUIOXKCHHUE C OJIMecapTaH MEAOKCOMHIT, HO TOBA JIEKO MOHHXEHHE HE € OT KIHHHYHO IHAYCHHEC.

KuHeTHKaTa Ha OAMecapTaH HE C€ NOBJIHABA OT €CAHOBPCMCHHOTO NPHJICKEHHE HA
XHAPOXJIOPOTHAIHUA.

PapmakoKHHETHKA NPH cCHeNH(PHIHA TPYOH

ITayuenmu & cmapuecka ev3pacm (Hao 63 200unu).

ITpu xunepronnun, AUC Ha o/iMecapTaH B paBHOBECHO CbCTOAHHE CE yBENKYaBa ¢ 0K010 35 % npH
NaLMeHTH B CTapuecka Bb3pacT (65-75 roauHu) u c 0kos0 44 % npyH MHOTO Bb3PacTHH NMaLHEHTH
(= 75 ronMHH), B CpasHEHHeE C NO-MIaaH NaLueHTH (BHXK TouKa 4.2).

OrpaHHYEHHTE JaHHK NMPEANOiarar, Ye CHCTEMHHUAT KIHPBHC Ha XHAPOXIOPOTHA3H] CE HaMasBa,
KAKTO NPH 3APaBH Taka ¥ NPH XHNEPTOHHYHH NALHEHTH B CTapYecKa BL3pacT, B CPABHEHHE C M1au
3qpaBH JOOPOBOILH.

Bvbpeuno yspexcoane.
[Tpu naumenTyn ¢ 666peuna HepocTaTbuHocT, AUC Ha ofiMecapTaH nNpH paBHOBECHO Cb
ysenuuana ¢ 62 %, 82 % u 179 % cbOTBETHO NPH MALMEHTH € JIEKO, YMEPEHO H TEXKKO
6p6peHa hyHKUHUA, B CpaBHEHUE CbC 3paByH KOHTponH (BxX. 4.2, 4.4).

BpeMeTo Ha MOAYXHBOT HA XHAPOXJIOPOTHA3N/ CE YABMXKABA NPH MAUKEHTH C Hap
$yHKLHA.



Yeproopobro yepexcoane:

Cien eQHOKPATHO NMEPOPaIHO NPUIOKEHHE HA ONMECAPTaH NPH NALUHEHTH C JIEKO 10 YMEPEHO
HapyuleHa yepHoapobHa QyHkuus, AUC Ha onmecapTaH B paBHOBECHO CHCTOSHHE C€ YBEJIKYABA C

6 %, cbOTBETHO 65 %, B CPABHEHHE CbC CHOTBETHUTE 3APABH KOHTPOJIH. 2 yaca cJieq NPHIOKEHHE,
HECBbP3aHHAT OJIMECAPTAH NPH 3APaBH KOHTPOJIH, NPH MALHEHTH C IEKO HApYLUEHA H MPH NALUMUEHTH C
YMEPEHO HapylueHa yepHoapobHa ¢pyHkuus ca cboTeeTHO 0,26 %, 0,34 % u 0,41 %. Ilpn naunenTn ¢
yMepeHo uepHoapoOHO yBpexaane, cpeanara AUC Ha onmecapran e cbilo ¢ 65% no-Bucoka, B
CpaBHEHHEe CbC CHOTBETHHTE 3ApaBH KOHTPOAH. CpeaHUTe CTORHOCTH HA CpaxCa CXO4HH NPH
NaLMEHTH ¢ YEPHOAPOOHO YBpPEXKAAHE WY NIPH 30paBH HHAUBUAK. OnMecapTaH MEOOKCOMHN HE €
MPOYYBAH NPH MALUMEHTH C TEXKO HapyllleHa YepHoapoOHa pyHkuus (BXK. 4.2, 4.4),

YepHoapoOHOTO yBpekaaHe He OKa3Ba 3HAYHMO BIHAHHE BbPXY PapMakOKHHETHKATa Ha
XHAPOXJIOPOTHA3MA.

JlekapcTBeHH BIAAMOACHCTBHS
Konreceseaam, rexapcmeo, Koemo C8bpP368a NCAbUHUME KUCEAURU.

EavospemMenHoTO npunoxeure Ha 40 mg onMecaprad meaokcoMun H 3750 mg konecesenam
XHIAPOXJIOPHA NPH 34paBH xopa e aopeno Ao 28% HamaneHue Ha Cpa U 39% Hamanenue Ha AUC Ha
onmecaptaH. [To-cnabu edextu - 4% u 15% Hamanerune Ha Crax ¥ AUC cnoTBETHO, Ca HabMIOAaBaHH,
aKo onMecapTaH MEeJIOKCOMMWI ce€ npunara 4 yaca npeaM KonecesenaM XUIpOoXiopHA.
ENHMHHALHOHHHUAT NONYKHBOT Ha ojmecapTaH € Oun HamaneH ¢ 50 - 52%, He3aBHCHMO OT TOBA JaNH
CE NMpHAara eAHOBPEMEHHO WK 4 yaca npeaH KoneceBenaM Xuapoxnopu (BHX Touka 4.5).

53 IpeaxknHHHA4YHRA JAHHH 3a fe3onacHOCT

TOKCHYHHAT NOTEHLHAN HA KOMOWHAUHATA OJIMECApPTaH MEI[DKCDMHJT/XHHPOXHOPOTHHSHH € OLICHCH
NpH NpoyuyBaHHUA 3a TOKCHYHOCT C NMOBTAPALLUO CE€ JO3HPAHE A0 LHECT MEcela INPH NABXOBC H KYUCTa.

1o ce oTHacs A0 BCAKO €HO OT OTAETHHTE BELIECTBA U APYTUTE JIEKAPCTBEHH MPOAYKTH OT TO3M
K1aC, OCHOBHHAT TOKCHKOMOMMYEH NMpHULeneH oprak ¢a 6u6peuure. KomMOunaumaTa Ha onMecapraH
MEIOKCOMHA/XHAPOXNOPOTHAZHA NPEeaH3BHKBE (OYyHKUHOHATHH ObOpeuHn npoMeHH (yBenn4aBaHe Ha
CepyMHaTa ypes 1 Ha CEpYMHHA KpeaTHHHH). Bucokn 1031 npuunHsieaT TyOynHa AereHepaLUus U
pereHepaums Ha OLOpeuHTe Ha TUTBXOBE K KYYETa, BEPOATHO 4pe3 NnpoMsiHa B 0bOpeuHaTa
XeMOaHHaMHKa {HamaneHa 6b0peuHa nepdy3us B pe3ysITaT OT XHIOTOHUS ¢ TYDY/IHA XHIIOKCHA H
TyOy/iHa nereHepalia Ha KneTKUTe). B nombaHeHne komOuHaunaTa onmecapraH

MEOKCOMHKII/ XHAPOXNOPOTHAZK NPEAH3ZBHKBA HAMAABAHE HAa NMapaMETPHTE Ha YCPBEHHTE KPBLBHH
KJIETKH (EPUTPOLIMTH, XEMOIr100OHH H XEMATOKPHT) H HAMANISBAHE HA TETIOTO HA CHPLIETO NPH
MIbXOBE.

Te3un edexTH cbuo ca Ownn Habmogasanu U 3a Apyru AT, peuentopHu aHTaroHUcTH U ACE-
HHXHOMTOPH ¥ Te uarnexaa ca OMIH NPUYMHEHHW OT PapMAaKONOrHYHOTO JEHCTBHE HA BHCOKH J03H Ha
ONIMecapTaH MEJOKCOMHIT K U3IJIEXKa Aa HE € CBbP3aHK C XOPaTa B PAMKHTE Ha MPENOPBLYBAHHTE
TEpPan¢BTHUYHH 03H.

ﬂpquBaHHnTa 34 NrCHOTOKCHYHOCT, KOHTO H3MNO0A3BaT KOMOMHaUHUATa OoaMCCcapTaH MCAOKCOMHN H
XUAPOXJTIOpPOTHaA3Kd, KaKTO H INPH OTACNTHHTE KOMNOHCHTH HE Ca MNoKa3alH HHKAaKBH IPpH3HalUHn Ha
KIHHHYHO 3HaA4YHMa MNCHOTOKCHYHa aKTHBHOCT.

KaHueporeHHHUST MOTEHLIHAN HA ONIMECAPTaH MEIOKCOMHJT HE € M3C/IeIBaH, ThH KaTO HAMA
OKA3aTe/ICTBA 332 KAHLIEPOreHHH e(PeKTH Ha OlIMECapTaH MEJOKCOMHKI B YCJIOBHATA Ha KIIH

ynotpeba.

HsaMa nokazarencrtsa 3a TEPATOTCHHOCT MPH MHUILUKH WIH TUTBXOBE, TPETHPAHH C KOM
oNnMCcCapTaH MEHOKCOMHH/KMPOXHOPOTH&SHIL KakTo ce o4akBa OT TO3H KJAacC Ne€Ka
(bETaJ"IHa TOKCUYHOCT € Haﬁnmnanaua NPy NIBXOBE, KOETO € BHAHO OT 3HAUUTENHO



deTaHO TENIECHO TErIO, NPH NeyeHHe ¢ KOMOUHALWATA OJIMECAPTAH MEAOKCOMMIT/XHAPOXIIOPOTHAIHA
Mo BpeMe Ha OpemMeHHOCTTa (BXK. TOYKH 4.3, 4.6).

6. PAPMAILEBTHYHHU JAHHH

6.1 CnHCcbK Ha NOMOIIHHATE BeulecTsa

Hdopo na mabaemxama

MHUKpOKpHCTanHa Uemyno3a

MarHesues creapat (E470Db)

HacTHuHO 3aMecTeHa XHAPOKCUTIPONMHILEIYIO3a

Duruoso nokpumue
Tutanos anokcua (E171)

Tanx (E553b)

[Tonu(BUHHUNOB ANKOX0J) — YACTHYHO XHAPOJIH3HPAH
Makporon 3000

6.2 HechbBMeCTHMOCTH

Henpunoxxumo

6.3 Cpok Ha roanoct

3 TONHHH

6.4 ChnennanHn ycJIOBHA HA ChbXpaHEHHeE

Jla ce cbxpaHsiBa B OpYrHHanNHaTa onakoBKa, 3a Aa ce NpeAnasH oT Blara.

6.5 BHa H cbpALPKAHHE HA ONAKOBKATA

Bancrepu (OPA/AVPVC donno, Al donuo): 14, 28, 30, 56, 60, 84, 90, 98 4 100 punMHpanu
TaDNETKH B KAPTOHEHA KYTHAL.

He BcHuky BHAOBE Onakosku Morar aa 6baart mycHaTH Ha nasapa.
6.6 CuoeusajHH OIpeANAaA3HH MEPKH NIPH H3XBLPJ/ISHE
Hsama cneuranHH H3HCKBaHHA.

BcHykH HEH3NOA3BaHH NPpOAYKTH WK OTNaHH MAaTCPpHAIU Tpﬂﬁﬂa Ad CC YHHLIOXKABAT CbhITIACHO
MCCTHHTC H3IHCKBAHUA.

7. MPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

KRKA d. d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

Ko-OnumecTtpa 20 mg/12,5 mg punmupanu tabnerku —Per.No 20120427
Ko-OnumecTtpa 20 mg/25 mg punmupanu rabnerkn—Per.Ne 20120426




9. JIATA HA ITBPBO PA3ZPEIIABAHE/TIOJIHOBABAHE HA PABPEIIEHHETO 3A
YIIOTPEDBA

JlaTta Ha nbpBO pa3zpeiuaane: 23.08.2012
Jlata Ha nociaeaHo noaHosseaue: 15.05.2017

10. JATA HA AKTYAJILBUPAHE HA TEKCTA
[ 1 Maprt 2024

[Moapobna uHdpopmaums 3a TO3H NEKAPCTBEH NMPOAYKT € NpeaocTaBeHa Ha yebcaiira Ha UsnbanuTenHa
Arenuns no Jlekapcrsara (MAJT) http://www.bda.bg.




