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Co-Olimestra 20 mg/12.5 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH ChCTAB

Ko-Onumectpa 20 mg/12.5 mg ¢punmupanu Tadbnetku
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Besaka gunmupana Tabnetka chaspika 20 mg onmecapran menokcomun (olmesartan medoxomil) wn
12,5 mg xunpoxnopornasun (hydrochlorothiazide).

3a MbJHMS CIUMCHK HA TIOMOLIHHTE BELIECTBA, BHMYKTE TO4YKa 6.1,

3 JEKAPCTBEHA ®OPMA

®unmupana tabnerka

20 mg/12,5 mg ¢punmupann TabneTku ca: 6enu 10 NouTH 6en, KPbIK, IBOHHOU3NbLKHAIN
¢unmupann Tabnetku, ¢ penedro odosnauenme C1 or eaHaTa crpana Ha TabneTkara, ¢ IMAMETHP

9 mm.

.

4. KJIMHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3aHHA

Jleuenne Ha eceHLMAIHA XMINIEPTOHMS.

KomOunauuure ¢ gukcrpana noza Ko-Onumectpa 20 mg/12,5 mg u 20 mg/25 mg ca nokasanu npu
NALMEHTH, YHETO apTEPHAIIHO HANIAraHe HEe ¢e KOHTPOJIMPa aAeKBaTHO TIPM MOHOTEparus ¢

OJIMECapTaH MEJOKCOMMIL.

4.2  Jlo3mpoBKa H HAYHH HA NPHJI0KEHHE

EOSHQOBKa

Bwipacrun

npuiara B€1HbLXK JIHCBHO, ¢ WIH Oe3 XpaHa.

Korato e ymMecTHO OT KIHHHYHA T7Ie/IHa TOUKa, MOKe /14 ce 0OCHM IMPEKTHA 1
MoHoTepanus ¢ 20 mg onmecapTal Me1OKCOMHII KbM (DHKCHpaHa KOMOMHALS,




CIIe/l OKONO 8 Ce/AMHLIM CIEA 3aNOMBAHE HA TepamusTa {Ba. Touka 5.1). Mpenopbuea ce TUTpHUPaHe Ha
[033Ta HA OTASTHUTES KOMITIOHEHTH.

20 mg onmecapTan MeaokcOMWIT/12,5 mg XHAPOXIOPOTHAZHA MOKE J1a CE NPUITATa MPH NalMeHTH,
HHETO KPBBHO HAJIAraHe He C€ KOHTPONMPa ageKBaTHO 0T MOHOTepanus ¢ 20 mg onMecapran
MCIOKCOMMIL.

20 mg onmecapTan MEAOKCOMMII/2S Mg XHAPOXNOPOTHA3H MOXKE A Ce NpHNara NpH NALHEHTH,
YHETO KPLBHO HAJIAIaHe He C& KOHTPONHpa aneksaTHo ot 20 mg oaMecapTaH MepokcomMu/12,5 mg
XHAPOXAOPOTHAZNA,.

Crapuecka Bb3pacT (Ha Bb3pacT 65 HIH NoBeue rogABH)

le’r‘l HAaHHCHTH B CTAPYCCKA BBIPACT Ce hpenoptYea ¢aHa M Chlla 1034 OT KOMGHH&L[HHT&, KaxToO IMpH
BB3PACTHH.

bupeuno yrpexaane

Koraro Ko-OnumecTpa ce usnonssa NpH NalueHTH ¢ J1eKO 10 yMepeHo 61GpevHo yBpekiane
(kpeatutunos kiupbic 30 - 60 ml/min) ce NpenopsYBa NEPUOIUMEH MORUTOPUHT Ha GLOpeuHaTa
dynxuma (k. Touka 4.4), Ko-Onumecrpa € NPOTHBOMOKA3aH NpH MTAUHEHTH C TEXKO GLEpeuHo
YBpesKaaHe (KpeaTHHHHOB KAMpbhe <30 ml/min) (Bwx pasnen 4.3).

YepuoapoOHo yBpexIaHe

Ko-OnumecTpa Tpabsa na ce M3nonspa ¢ NOBHIIEHO BHEMAHWE NPH NALKEHTH € JIEKO /10 YMEPEHO
yeproapobno yepexkaane (Bx. Touxd 4.4, 5.2). Tlpu nauneHTn ¢ yMepeHo yepHoapobHO yBpexaaHe,
ce NpenopbYEa NBPBOHAYAIHA 4033 oT 10 mg onMecapTaH MEAOKCOMMIA e JHOKPATHO JHEBHO, KATO
MakcuManhaTa 103a He TpalBa na Haasuiuasa 20 mg BeAHBX AHeBHO. [Ipenopbusa ce CTPUKTHO
NpocieaABaHe Ha KPLBHOTO Hajlrane ¥ 6bOpeunarTa yHKIMA Npyt RALMEHTH © 4epHOAPOSHO
YBPEXKIOAHE, KOUTO MONYYABAT AHYPETHLIN H/HIH APYTH AHTHXHIIEPTEH3HBHH NekapeTBa. Hama omur
OT MPUNOKCHHETO HA OJIMECAPTAH MEAOKCOMHN NPH HAUMEHTH ¢ TEXKO YEpHOAPOOHO YBpeKaaHe,

Ko-Onnmectpa He Tpabpa aa ce H3N0N3Ba NPH NALKEHTH € TEXKO YSPHOAPOOHO YBpeiIane (B,
ToukH 4.3, 5.2), xonecTasa H »#UIbyHa 00CTpyKUMA (B3K. TOUKa 4.3).

Heouampuuna nonyrayus

besonachocTTa M edukachocTTa Ha Ko-OnumecTpa npy Jeua M I0HOIH noa, 18 roamuu He e
¥YCTAHOBCHA, Hsama na Pa3noJoXEHHE HATHYHKE JAHHH,

HauuH Ha npunokeHne
Tabnerkara TpaGpa 1a ce nornblIA ¢ A0CTATHYHO KONMYECTBO TEYHOCT (Hanp. €AHa Yalla Boja).
Tatnerxata ne Tpabea na ce nbLBYE 1 TPAOBa 44 CE B3eMa 10 €QHO K ChIIO BPEME BCEKH JIEH,

43 TIlpoTuponokazaHns
CBP'bXLIyBCTBHTeI]HOCT KbM dKTHBHHTE BCLUECTEE, KbM HAKOE OT MOMOIUHHTE BCLISCTBA (B)K. TOYZKa
6.1) HAK KbM pYrH BEIECTBa, NPOU3BOIHH Ha CYIOHaMUANTE (Thif KATO XKHAPOXJIO

TIEKAPCTBEH NPOAYKT CYAPOHAMHAHO TIPOMIBOAHO).

Texko 6pOpeuno yspexaaHe (kpeaTHHHHOB KiMpbHC <30 ml/min).

XHIIEPYPUKEMHS,




Texro yepHoapobHO yBpexaane, XoecTasa v GUIHapHa 06CTPYKUMS.
BTopH u TpeTH TPHMECTED Ha GpeMeHHOCTTa (BXK. TOUKM 4.4 U 4.6),

Ennoepemennara ynorpeta Ha Ko-OnuMecTpa ¢ anHcKHPEeH-ChaAbPAallY NPOAYKTH €
DPOTHBONOKA3aHA NPH NALMEHTH CbC 3axapeH nuaber unu 6ubpeuno yapexane (GFR <
60 ml/min/1,73 m2) (. Touku 4.5 u 5.1),

4.4  CreguanHu IpeIyNpemxxeHus H MPeANa3HH HEPKH IPH ynoTpeda

Brurpechaor obemen nedmupr

Tpy nawsienTy ¢ oGeMeH WK CONEBH Ne(MUHT IOPAAM arpecBHA IMYPETHYHA TEPATTUs, GelHA Ha
COJ AHETa, AHAPHUA WITH NOBPBILAHE MOXKE Ja HACTHIY CHMIATOMATHYHA XHMIIOTORMS, 0co0eHo cnen
MbpBaTa 103a. Tean cueTosHUA TpAGBa na ObJaT KOPUTMPAHH NPEIH IPUICKEHHETO Ha
KOMOMHALUKATA OIMECAPTAH MEAOKCOMHUIT/XUIPOXTOPOTHA3HAL.

HQ!FH CHCTOAHNA, AKTHEUPALH PEHHH-aHTMOTEH3HH-a1J0CrEpOHOBATA CUCTEMA

[Tpu natMenTy, NPy KOUTO ChAOBHAT TOHYC M ObOpeuHarta qryHKiIMA 3aBUCAT FABHO OT AKTHBHOCTTA
Ha PEHHH-8HIHOTEH3HH-a/1J0CTEPOHOBATA CHCTEMA (HALIP. NPH TeXKKa 33CTONHA CHpAEYHA
HENOCTATHLUHOCT KM NpUApY:Kaeailo 6u0peyto 3a60naBaHe, BIIIOUUTEIHO CTEHO3a Ha 6uOpetHa
apTEPMS), IEUEHHETO ¢ APYTH JIEKAPCTBEHH NPOAYKTH, IOBIMSBALIH Ta3W CHCTEMA, BON 10 0CTpa
XHTIOTOHMS, d30TEMHA, OIWTOYPHA WIH, PAAKO, 0CTpa OBOpeUHa HeOCTaTLUHOCT.

Penoracky/lapHa XUNepToHUus

IIp1 nauvenTy ¢ Gunarepanua crenosa Ha GLOPEUHNITE APTEPHH HIH CLC CTEHO3a Ha GhOpeunara
apTepus NPy eAHHCTBeH GyHKuMoHMpan: 60pex, NPUAOKEHHETO Ha ICKAPCTBA, NOBHABAIIM PEHHIE-
AHTHOTEH3HH-A7A0CTEPOHOBATA CHCTEMA, MOXKE 12 IOBEAE 110 NOBHIUEH PHCK OT TEKKA XHINOTOHHS H
BBLOpeyHa HeaOCTaTHLUHOCT.

bubpeuno yeperxxaane unn 6u6peyuHa TpancyiaTanmns

He ce npenoptuBa nprnokeHneTo Ha KOMOHHALMATA OIMECAPTAH MEAOKCOMUN/XHAPOXIOPOTHASHL
NpH NaLMEHTH ¢ Texko ObOpeuHo yBpesxnane (KpeaTHHUHOB KIHPBHE < 30 ml/min) (Bx. 4.3).

He ce nanara xopexums na nosara rpu NauydeHTH ¢ Jieka 10 yMepena 6h0peyuna HeNOCTaTBYHOCT
(xpeaTunyHOB KMpBHC € > 30 ml/min, <60 ml/min). Brnpexn ToBa, NpH TakKBa NALMEHTH
KOMOHHALHATA ONMECAPTaH MENOKCOMMI/XHIPOXIOPOTHA3HA TPAGEA 12 ¢ NPIWIAra C [IOBHLISHO
BHHMAHNE 1 C& MPETOPbYBaA NEPHOANSHO MPOCNEIBAHE HA CEPYMHHA Kantii, KPEATHHHH W
CTOHHOCTHTE Ha NWKOYHATA KNCETHHA. A30TEMH, CBbP3aHa C MPHEMA Ha THA3HIHH JHYPETHIH MOKE
Ra BB3HMKHE NPH NALMEHTH ¢ HapylweHa 6b0peuna GyHkuMa. AKo e Ha nHLe IporpecueHo GbipedHo
yBpexaHe, HeoOxonuma € BHIMaTeRHA NPEOLIEHKA Ha JIEYEHHETO, KaTo OCHOBHO TpaGBa fa ce
OOMHCIIM NPEKBCBAHE HA NIEYSHHETO ¢ AMYPETHLK. HAMa OIAT OT IpusoikeHHeTo Ha KoMGHHALMATA
0/IMecapTaH MeOKCOMMI/XHAPOXTIOPOTHA3HA NPH NALMEHTH C HACKOPO U3BLPLIEHA TPAHCIUIAHTALIHS.

Hepnoapobuo yepexiane
KbM MOMEHTa HAMA ONHT OT NPHIIOKEHHETO HA OIMECAPTAH MEAOKCOMHII NPH MALMEHTH C TEKKO
4EPHOAPOGHO yBperkaaHe. OCBEH TOBA, MAJIKH NPOMEHN BbB BOLHO-€NEKTPOIMTHHA GanaHc Mo BpeMe
Ha NCHEHHETO ¢ THA3ZMAK MOTAT A 1IPEAM3BHKAT 4ePHOAPODHA KOMA NPHU NALWEHTH C HApYIEHA
uepHOAPOGHa hyHKUKA I NPOrPecHpalllo 3a00NsBaHe Ha YepHUs ApoG, 3arosa Tpatsa na ce
BHHMaBa NPU NALMEHTH ¢ JIEKO 10 YMEPEHO YepHOAPOOHO YBpekKiane (BXK. Touka fﬁ@_.__..lf_lgno.usnauei"o
Ha KOMOMHALAM ONMECAPTAH MEAOKCOMUI/XUPOXIIOPOTHASHIL TIPH MALIMEHTH obHO
YBpEX/IAHE, XOnecTasa H OMnuapHa obCTPYKLUKS € NPOTHEONOKA3aHO (B3K. TO

IIbpEUueH XUNEpannoCcTepoiu3Ibm




[laumMeHTHTE C MBPBHYCH XUNEPARIOCTCPOHHUIBM 110 [TIPHHLIKMN HE OTrOBapAT Ha JIEYCHHE C
AHTHXHNEPTEH3HEHH NIEKaApPCTBa, JAeHCTRALIH upes HHXHﬁﬂpaHe Ha PCHAH-GHIHOTCH3HE
AAA0CTEPOHORATA CHUCTEMA. Eto 3amo NpPH TE3H [MIALUKEHTH HE €€ NPENIOPBYBA NMPHIIOMCHHETO Ha
QJIMECAPTaH MEAOKCOMHII.

MeTaboauTHH K eHAOKPHHHH edieKTH

JleueHHETO C THAZMIH MOKE /13 HAPYILUH [NIOKO3HUS ToaepaHc. [1pH nauMeHTH ¢ IMabeT Moxe Aa ce
HAOMKKM KOPEKUMS HA 1032Ta HA KHCYNHMHA HNK NEpOPaNHUTE aHTHAHAGETHH NekapeTsa (BHiK TOUKA
4.5). [1o BpemMe Ha NEUCHHETO ¢ THAZKW/IK MOXKE 1a Ce TIPOSBH JIATEHTEH 3aXapeH THa0eT.

TlopninasaHeTo Ha HHBATA Ha XOnecTepona U TPUMIHUEPHIKUTE €A HEXKEJIAHN NeKapCTBEHH PEaKLIHH,
38 KOMTO € U3BECTHO, Y€ Ca CBLP3aHH ¢ TEPAIIWA C THABHAEH THYPETHK.

Moske 1a Bb3HHKHE XMIEPYPHKEMUs WM MOXKe Jia ce 000CTPH MOAArpa NpH HAKOH IIALUMEHTH B
PE3VIITAT OT IEYEHUETO ¢ THAHAM.

Eaekrpoauren apcbananc

Kakro npu BecekM nauneHT, NoMy4apall AMyPeTHYHA Tepanus, TpAGBa 1a ce U3BLPIIBA TEPHOIMYHO
ONpefefisHE HA CEPYMHHTE ENEKTPOJINTH TIP3 NOAXOAAIM UHTEPBAIIH.

TuaznanTe, BIKOYUTENHO XHAPOXIIOPOTHATHNL, MOTAT 1A [IPEAH3BUKAT AucHanaHc HA TEHHOCTHTE WIH
ENEKTPONHTHTE (XHNEPKANLIEMH, XUIOKANTEMMS, XHIOHATPHEMHS, XHIIOMATHE3HEMUS U
XHIMOXJIOPEMHUHA AlIKanosa).

[NpenynpeauTeNHATE NPH3HALIM HA 3a1PBXKKA Ha TEYHOCTH WITH €ICKTPONHTEH 1HchanaHe ca CyxoTa B
yCTara, Jaxaa, cnabocT, NeTaprus, ChHAHBOCT, 0e3IIOKOHCTBO, MYCKYIHK BONIKH WM KpaMIlH,
MYCKYJTHA YMOPA, XHNOTOHHKA, ONHTYPHA, TAXHKAP/HA H CTOMALIHO-YPEBHH CMYIICHHA KaTO rajeHe
WIIH MOBPhINaHe (BX. Touka 4.8) .

PHCKBT OT XMNOKATTMEMHS € HAK-I0JIAM IIPH NALKEHTH C UHPO3a HA YepHUA Apof, NPy NALtMEHTH, ¢
YCHUNEHa AHYDPE3a, IIPH NAIHEHTH, KOWTO MNOJIY4aBaT HEAgEKBATEH NEpopancH NPpHEM Ha EJIEKTPOJUTH
H IPH NALIMEHTH, JIEKYBAHH €HOBPEMEHHO ¢ KopTukocTeporan uinn AKTX (Bux paznen 4.5).
OBpaTHo, NOPaAH AHTArOHU3bM Ha aHrHoTensnu-II penentopute (AT1) upes chLeTaBKATa OIMECAPTaH
MENOKCOMHI OT KOMOHHALIMATA OJIMECAPTaH MEAOKCOMMI/XHAPOXTOPOTHASH MOKE N3 BL3HUKHE
XUMEpKATHEMHs, 0COBCHO NPH BanHuKeTo Ha GuOpeyHo yBpeKNaHe WK ChPAEUHA HEOCTATHUHOCT
¥ 3axapeH anaber. flpenopbusa ce anexBaTHO MpocaefsBaHe HA CEPYMHMA KATHH NPH NALMEHTH C
puck. Kannii-ChxpaHasalii AMypeTHII, KaaneBy RobaBKN WIN KATHIT-ChAbPKANM 3aMECTHTENH Ha
CONTa M APYTH JIEKAPCTBEHH MPOAYKTH, KOWTO MOFaT Jla MOBHILAT CEPYMHHTE HUBA HA KaWi {Hanp.
XEl'lElpHH), 1pﬂ6na ha ce npuiarat ¢ IeBUIUCHO BHUMAHUE CAHOBPEMEHHO € OJIMECAPTAH
MEJOKCOMII/XHAPOXIIOPOTHA3NA (BK. Touka 4.5).

Hama LOOKA3aTe/ICTBA, HE€ OIIMECAPTaH MEAOKCOMHKI MOMKE Ja HAMANH HIH npeacTepaTn

XMIIOHATPUEMHATA, HHAYLIMPaHA OT ARypeTHLIHTE. JlepnuuThT Ha XN0op OGHKHOBEHO € EK 1
0OHKHOBEHO HE M3MCKBA JledeHue,

THaBHJIlHTc MOraT jla NoHKXaT CKCKpeuraTa Ha Kanuui ¢ YpHHaTA U Aa NpPEAH3IBHKA HHTECPMHTEHTHO U
JICKO NOBHLICHHE HA CEPYMHHA I(H.]'ILl]/lﬁ NpPH OTCECTBUETO HA U3BECTHH HApPYLICHHUA Ha& KanuHeBns
MeTaDOoTH3BM. XHI‘]EpKﬂJ‘Il},HCMHHTa MOKE Ja 61:.116 AOKA3aTENCTEO 38 CKPHT XHIDEpNapaTipeOUIU3IbM,
Tuasuaure Tpabea na Gbaar IPeyCTaHOBEHH MPERU NPOBEKIAHETO HA TECTOBET
napatgMTOBHIHATA (p}’HKulfIﬂ.

THazHaHTE ca NOKA3aM, Ye YBeNHHABAT YPUHHATA €KCKPELMS HA Maries
DO XHIOMATHE3HEMHSL.

EHH}'HI’IOHHa XHNOHATPHCMHKA MOXE Ja BB3IHHKHE NMpH €1EMATO3HU Nalme

Jlutuii



Nono6Ho Ha Apyru KOMGHHALKN HA AHMHOTEH3UH-[I-PELIEFTOPHH AHTATOHUCTH U XHAPOXJIOPOTHASHKA,
HE Ce IpenopbBa eAHOBPEMEHHOTO MPHIOKEHUE Ha OIIMECapTaH MeJOKCOMMI/XHAPOXIOPOTHAZH ¢
JAuTHi (BK. pasaen 4.5).

Unpy-nono6Ha enteponaTys

B mHoro penxn cnyvan ce cho61uaBa 3a TekKa, XPOHHHHA AHAPHA ChC 3HAYMTETHA 3ary6a Ha Tero
NPH NALHEHTH, NIPUEMALLH ORMECAPTAH HAKOIKO Meceua 0 FOAHHM CJIe/| 3a1104BaHe Ha IEUCHHETO,
BEPOATHO MIPNYHHEHA OT JIOKANTM3HPaHa peakLHs Ha CBPbXUYBCTRUTENHOCT 0T 3aGased Tun. Upernure
OHONCHH Ha NAaUMEHTHTE YECTO NOKA3BAT BUNIO3HA aTPOhHa. AKO ITPH NMAIHEHT C€ TMOARAT Te3H
CHMIOTOMM 1O BPCME HA NCUECHHETO € O/IMEcapTaH, TpAOBa Aa Ce M3KMOUM Apyra eTHoorus. Tpabea
Ad ce UMa NPEABHI NPCKBLCBaHe HA NPUeMa HA O/IMECAPTaH MEAOKCOMMWI B CY4Yau, NPH KOHTO He &
YCTAHOBEHA ApYra €THONOIUA. B ciTywau, Korato CUMITOMHTE H34€3HAT U WINPY-T10A06Ha
EHTEPOTIATHA & NOKA3aHA ¢ DMOTICKS, JIEYEHHETO C OTMECAPTAH MEAOCKOMHKI He TpsOBa Na ce 3arousa
OTHOBO.

Etnnueckit ocoberoctu

Mopo6Ho Ha Apyru aHruoTeH3uH II peuenToPHY aHTATOHKUCTH, eICKTLT HA ONMECRPTAH MEAOKCOMMUA
BbPXY KPBBHOTO HAMATAHE NPH YEPHOKMKH NALMEHTH € 110-c1al, B CPABHEHHE C OCTAHAIIUTE
AAIKEHTH, KOETO HAl-BEPOSTHO C¢ O0ACHABA C HUCKHTE HHBA HA PEHMH MPH UEPHOKOXKHUTE
XUNEPTEH3WBHH NMALUEHTH.,

ANTH-J0NMHHT TECT
XuapoxaopoTuasui, ChALPKALL CE B TO3H NIeKapcTReH NPOLYKT, MOXKE Aa JOBEAe A0 NOIOKUTENEH
_ Pe3yNTaT MpPH AHTH-DOIIHHT TECT.

Bpemennocr
Hpunarateto Ha auruorensun II peuentopaute antaronucTi (AITRA) He TpaGBa na 3anousa no

BpemMe Ha SpeMeHHOCT. OCBeH, ako NPOALIKHTEHATA TEPATIHS ¢ aHrMOTeH3Hu Il peLienTopHHTE
aHTaroHHCTH (AITRA) He ce cmaTa 3a KH3HEHO HEOOXONMMA, NALMEHTKUTE, KOMTO fUIAHHPAT aa
3abpeMeHenT, TpabBa Na MPEMHHAT KbM AITEPHATHBHO AHTHXHIEPTEH3MBHO IeYEHNE, KOETO HMA
ycTaHoBeH npogun Ha GesonacHoCT 3a ynotpela 1o Bpeme Ha Gpementoct. [ipu OUATHOCTHLMPAHE HA
BpemeHHOCT, neuenneTo ¢ anrnoTensun 1T peuentopuute antaroduety (AIIRA) Tpadea Hesa6agHO na

€€ NPEYCTAHOBH H aKO € YMEeCTHO, TpabBa Aa ¢ 3anouHe aNTepHATHEHA Tepanus (B, TOYKH 4.3 K
4.6).

Hpyru

KaK’T‘O TlpH BCAKO aHTHXH]’IepTeHSHBHO neKapcmo, CHIHOTO MNMOHMKARAHE HA Kp'bBHOTO HaNATaHe npH
TTALHEHTHTE ¢ HCXeMHUHA 60.|'IECT Ha CLPUETO HIIH arepoc;mepoza Ha MO3BYHUTE C’b,IlD-Be MOzKe 1a
A0Bene 10 MUOKApAEH HHGAPKT UK HHCYIIT.

Peakupy Ha CBPBXUYBCTBHTENHOCT KM XHMPOXJIOPOTUAZH]L MOKE /1a HACTBIAT [IpU NALMEHTH C MAH
Ge3 npenxonHa aHaMHesa 3a aneprusl WK GPOHXHMANHA aCTMA, HO € 110-BEPOSTHO 1d C& PasBHAT MpH
TE34 ¢ TAKABA AHAMHE3A.

[pn ynorpebata Ha THA3MAHKM AHYPETHLIM C¢ CHOGIARAT eK3aLlepOaLIUM MM aKTHBHPAHE Ha NyMyc
epuTeMaTonec.

Apoiino 610kHpaHe Ha peHHH-aHI HOTEH3NUH-AIAOCTEPOHOBATA cucTema (PAAQC)
Hma nannn, ve eanospemennara ynotpeba Ha ACE HHXHGHTOPH, aHMMOTEH3HH

npenopkyea ABOHHO Oioknpane Ha PAAC upe3 komGuHuparara ynoTp
anrvotenzud ll-penentopun Gnoxkepy win anMckupen (Bx. Touku 4.5
AKO ce NPEUCHH, He TEPanusTa ¢ ABOHHO GnoK1paHe ¢ aBcoMOTHO Heo
CTaga ¢am0 n07 Hab/IIOAEHHETO Ha CIELHANUCT U IPH YECTO BHMMATEN
61OpeunaTa yHKUMA, ENEKTPONUTHTE U KPLBHOTO HalsAraHe.



ACE unxubutopu v anrnotensut Il-penentopuu 610kepu He TpaGea aa ce U3NOIZBAT €/JIHOBPEMEHHO
NPH NAUKEHTH ¢ AuabeTHa HedpomaTHs.

HemenanomeH pak Ha KOkaTa

B aBe ennaeMuonorH{H NpOyHRanUA, OCHOBABAWH €€ HA AATCKHA HALUMOHAIEH PAKOB pPErucTLp, €
HaOMIK0/12RaH NOBULIEH PHCK OT HEME/IAHOMEH pak Ha koxata (HMPK) [GasanHorieTvyen KaApLHHOM
(bKK) u cxBamosznornersuen kapunsom (CKK)] npu HapacTBala excniosuums va KYMyJaTHBHa 1034
xuppoxnopothasua (XXT3). Dotocencndunnzupainnre edekti ra X XT3 Morar Aa aeicTeaT Kato
BEPOSTCH MEXaHH3bM 3a passuTre Ha HMPK.

Nauwenture, npremamn XXT3, Tpabea na 6baat undopmupanu 3a pucka or HMPK u chBetrany
PEAOBHO [a IPOBEPABAT KOXATA CH 32 HOBM JIE3MH U He3zabaBHO Na CLOGWABAT NPU NOABA Ha
MOJIO3PHTENIHH KOMHH J1e3nd. Ha naumenTuTe Tpabea aa ce MpenopbuaT Bb3IMONHH TPERAHTHRHH
MEPKH, KATO OTPAHHYEHO H31araHe HA CILHYEBA CBETIMHA K YNTPAaBHOJIETOBH JIbYH, & B Cly4ail Ha
€KCMO3MIIKA, [I0AXO0AALIA 3aLUHTA, 23 Aa CE CBEJIE A0 MHHHMYM PUCKET OT PaK Ha KOXKATa.
[lopospurennure koxHH Jie3ud TpadBa Aa GLAAT NOANOKEHH Ha He3abaBHO U3CENBAHE,
NOTEHLHATHO BKIOUBALLO XHCTOMOTHYHU W3CTIeiBaHUA Ha GHoncyynau MaTepuanu. Mpepasrnexaane
Ha ynorpeGara Ha XXT3 Moxe Na C¢ HATONKH ¥ NP NALMEHTH, KOUTO ca MManu npeaxoae HMPK
(BK. cbIO TOYKA 4.8).

4.5 BsaumoaeficTene c Apyru JexapcTEEHN NPOAYKTH H APYru JOPMH HA B3aNMOIeHcTBIE

MoTeHuyMaATHN B33HMOﬂeﬁCTBHﬂ, CEBP3AHH ¢ 0.IMECADTAH MENOKCOMHI H XHAPDOXAOPOTHAIHA:

Eonospemenno npunoncerue ne ce npenopwvuea c

JlvTnii

TIpyn eAHOBPEMEHHO IPHIIOXKEHHE HA THTHIA ¢ HHXHOMTOPK HA AHPMOTEH2MH-KOHBEPTHPAIINS eHIHM U
aHFHOTEH3MH- 11 pellenTopHH aHTATOHKCTY € HabmonaBaHO OOPATMMO NOBHIIIEHHE HA CEPYMHHS
NHTHH U TOKCHYHOCTTa My. OcBeH TOBa, GEOPEUHHAT KIMPBHC HA NUTHIT ce PeyLMpa OT THA3UIN U B
PE3yATAT Ha TOBA PHCKBT OT JAHTHEBA TOKCHYHOCT C& NoBHMIWIARa. ETo 3a1mo He ce npenopbuea
€QHOBPEMEHHOTO NPUNMKEHUE HA IMTHI ¢ KOMOMHALMUTE ONIMECAPTAH MEAOKCOMMI
/XMAPOXTTOPOTHA3NA (BXK. TOUKA 4.4). AKO €HOBPEMEHHOTO NPHIIOKEHHE € HANOKHTEIHO ce
[PENopbUBa BHUMATETHO [IPOC/IEASBAHE HA CEPYMHHA TUTUH.

Eonospemennama ynompeta u3ucKea nOGUIREHO SHUMANLE

baknodgen:
Moske na HacTBLIM 3acCKNBAHE HA AHTHXHIMEPTEHIURHOTO JeHCTRHE.

HecTeponany NpoTHROREINANMTENHY IEKAPCTBEHH IIPOAYKTH:

Korato anriotensun Il peuenTopHUTe aHTArOHNCTH C& NPUNATAT €/IHOBPEMEHHO C HECTEPOUIIHH
NPOTHBOBLINANNTEARH fekapcTBeHH npoaykTd (HCTIBJT)(nanp. cenextienn COX-2 nnxuburopu,
aUETHIICATHLIMNOBA KHCEHHA (> 3 g/neH) W HeCeNneKTURHH HECTEPOHAHH HPOTHBOBBANANHTEIHN
aekapersa (HCLIBJI)), Moske na HACTBITH OTc1abBaHe Ha AHTUXMNEPTEHIHBHUA edekT.

Tpu Hsakown namenTy ¢ Hapyinena 6u0peuna GyHKUNA (HANpP. AeXHAPATHPAHH NALMEHTH WK
NALMEeHTH B CTap4ecKa Bb3PacT ¢ HapyeHa 61x0peuHa dyHKIMS) eAHOBPEMEHHOTO 1P
AHTMOTCH3HH 1] aHTArOHUCTH H JIEKAPCTRA, KOHTO HHXHOHPAT LMKI00KCHTeHA3Y
D
e,
i)

NO-HATATHIIHO BROMIaBaHe Ha OLOpeunaTa GyHKLUHS, BRIIOUHTETHO Bb3MOKHE HON

616peyHa HeaOCTaTEHHOCT, KOATO 0BHKHOBEHO ¢ 06patuMa. CleaoBaTenHo
Aa ce npuiara ¢ MOBHIISHO BHHMaHKe, oco0eHo B cTapyecka Bbapact. Haig I
a[eKBAaTHO XMApaTHPaHK 1 TpaAGRa na ce oOMHCIN Npocneassane Ha 616pe
3ano4BaHe Ha KOMOKMHHPAHOTO NEYEHNE W TICPHOIMYHO CEN TOBA.

Eonospemennama ynompeba, koamo da ivde aiema nod eHuManue



AmudocTun:

Mooke A2 HACTHIM MOTEHUMPAHE Ha AHTUXUIIEPTEHIURHUA eeKT.

Jpyru aHTHXHNEpPTEHSHRHH JICKAPCTRE

Mozke f1a ce 3aCH/IM IOHMKABALIMA KPLBHOTO HANArAHE eheKT Ha ONMECAPTAH
MEIOKCOMMII/XHIPOXIOPOTHAZUANPH €THOBPEMEHHA YNOTPEe6A ¢ APYTH AHTHXHNePTEH3UBHH
J'[eKapCTBeHH ‘ﬂpo,ﬂyKTH.

Anxoxon, 65apOMTYpaTH, HAPKOTHYHH BEWECTBA HITH AHTHAENPECAHTH:
Moske 1a HACTBHIIM NOTEHLMPAHE HA OPTOCTATHUHATA XHITOTOHHS.

ToTenunanny BIANMOACHCTBHS, CELP3aHH € OIMECAPTAH MEIOKCOMM.I:
Eonospemennama ynompeda ne ce npenopuusa

JlekapcTeeHHd MPOAYKTH, NOBAWABAINH HUBATA HA KATHE:

B3 ocHoBa Ha OnMTa OT ynotpebata Ha Apyrn NeKapCTEEHH NPOAYKTH, TIORITHSBALLH PEHMH-
aHTHOTEH3HHOBATA CHCTEMA, CAHOBPEMEHHOTO H3IIOJI3BAHE HA KATHH-CHXPaHiBaHIH JIHYPETHIIH,
KaieBU 100ABKY, 3aMECTHTENH HA COTA, ChABDPKALIN KATHIl WIH APYIH EKAPCTBEHH NPOLYKTH,
KOWTO MOIaT Jia [IOBHIIAT CCPYMHUTE HIBA Ha Kanui (hanp. xenapuH, ACE-nuxubHTOpH) Moxke na
A0BEAE RO IOBHILABAHE HA CEPYMHHS KalHii (8. Touka 4.4). AKO neKapcTBeH NpoayKT, KOHTO
MOBJIMABA KAIMEBUTE HUBA TPAOBA Na C& NPEeANHCcRa B KOMOHHALMS C OIMECAPTAH
MELOKCOMHII/XAPOXIOPOTHASULL, C& NPETIOPbYBAa MOHHTOPHHT Ha I1A3MEHKWTE HUBA HA KATTHIA.

IlBoiiRo 6nokMpaHe Ha PeHHH-aHIHOTEH3HH-AI0CTEPOHOBATA cHeTeMa (PAAC)

JaHHW OT KIMHKYHY DPOY4BAHHS NIOKAIBAT, ¥e ABOHHOTO GI0KMpaHe Ha PEHUH aHMMOTCH3HH
anaocreporoara cHerema (PAAC) upes kombunnpanara ynotpeba na ACE unxuGuTops, ,
aHrHoTeH3uH [I-pelenTopHy GrnokepH HNKM AIMCKHPEH CE CBBP3BA ¢ NO-BHCOKA UECTOTA HA HEKENAHK
CHOMTHS, KATO HAIPUMED XHNOTOHMS, XMIIEPKAIHEMAUSE M HAMANABaHe Ha GuOpeunata GyHKLMs
(BrmounTenno ocTpa 61OpeyHa HeIOCTATLYHOCT), B CPaBHEHHE ¢ YNOTPE6ATA CaMO HA EaHO
cpencTBO, NeHceTBallo BLpXy PAAC (x. Touku 4.3, 4.4 1 5.1).

Konecesenam, jieKapCTRO, KOETO ce CBBP3BA C HUILYHHTE KHCJIEHHH

En0BpeMEHHOTO NPUIOMKEHHE HA KOJIECEBENaM XHAPOXTIOPH, IEKAPCTBO, KOETO CBLP3IBA KITBYHHTE
KHCE/IMHM, HAMANABA CHCTEMHATa EKCTIO3UIMS H MAKCHMAITHATA TJ1a3MeHa KOHLIEHTpallkg Ha
O/IMECAPTAH U HAMAIABA €TMMUHALMOHHAS TIONYKHBOT (t12). [IpraokeHneTo na onMecapTa
MEOKCOMHUN NOHE 4 YaCa NPEAH KONECeNeBaM XHPOXIOPHA HaManasa eeKTa OT NEKAPCBEHOTO
B3aumoneiicTere. ITpuokenreTo Ha OfMecapTaH MeAOKCOMHMIL TTOHE 4 Yaca Npeln KoJIeceIeBam
XUAPOXNOpH TpabBa Aa ce MMa NpeaBKa (BHXTE TOUKa 5.2).

Honvanumenna ungropmanun

Cnen nevenve ¢ aHTHAUMAH (aTyMUHHEBO- MATHE3MER XUAPOKCH]) ca HaGNIONABa JIEKO [TOHIKABAHE
Ha GHOHANTHYHOCTTA HA OJIMECAPTaH.

Onmecapran MeAOKCOMMN HAMa 3Ha4MM edeKT BbpXy GapMakoKMHETHKATA UM hapMakoaMHaMHKATa
Ha Bapdhapun WK PapMaKOKHHETHKATA Ha JHTOKCHH.

EnHoBpemMenHOTO NPUIOAKEHHE HA ONIMECAPTaH MEJOKCOMHI H TIPABACTATHH HIMEHAH] RHAMUMK

epeKTH BHPXy (ApPMAKOKUHETHKATA Ha HHTO EMH OT KOMIIOHEHTHTE NIPH 31pAf
w.

s

OnmecapTan HAMA KIMHAYHO 3HAYHUM MHXUOUTOpER eEKT BLPXY YOBELIK
TA1/2,2A6, 2C8/9, 2C19, 2D6, 2E1 n 3A4 WK BUTPO, H HAMA UITH UMa MHJ
ed)eKTH NpH NIIbX0BE BBLPXY AcHCTBUETO Ha LMTOXpoM P450, He ce ouaksa
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B3aMMOJICHCTBHA MENKIY ONMECAPTaH M JIEKAPCTBEHH MPOAYKTH, METAGONHINPaHK OT MOCOUEHHTE T10-
rope HH3MMH Ha LUToxpom P450,

IloTenuuanuu B3aUMOIEHCTBHA CBLP3AHM € XHAPOXTOPOTHAZHA;
Eonospemenna ynompeda ne ce npenopvuea

JlexapcTBEHW NPOAYKTH, NORAMSIBAILY HABATA HA KAIH:

Kanuii-nonmwkasaiius edieKT Ha XnapoxaopoTHasua (B, Touka 4.4) Moxe fa ce NOTEHUMUPa OT
CAHOBPEMEHHOTO PU/IOKEHHE HA APYTH NIEKapCTECHH NPOAYKTH, CBBP3aHU Che 3aryta Ha Kanuuii u
XMIOKANHEMHA (HATIP. APYTH KAIHYPETHUHHSA AMYPETHLH, TAKCATHEH, xoprukocteponam, ACTH,
ampoTepHLKH, kapGeHOKCONOH, neHuUMAKMH G HATPHIT WL TPOH3BOAHM HA CANMLIAIOBATA KMCEIHHA).
3aTOBa He Ce NPENnopbYBA €AHOBPEMEHHOTO UM NPHIIOKEHHE.

Eonospevennomo npunoscene, x0emo uzueKkea NOGHIEHD SHUMANUS

KanuueB# conu:
THasuaiHHTE AMYPETULIE MOFaT N4 NOBMILAT CePYMHMTE HWBA Ha KaJILMi{, nopaay HamaneHa

eKCkpenus. Ao TpSOBa Aa ce NPeANMLIAT KANUKEBN A0GABKH, CEPYMHHTE HUBA Ha KaNLMi TpaGBa na
OAaT NpOCNESBAHM H JI03aTa HA KATLMH CLOTBETHO Jla C¢ KOpHIHpa.

XONeCTUPaMHH H KOAECTUIIONOBH CMOJTH:
AbcopOusiTa Ha XMAPOXTTOPOTHASKA C€ HAPYIUABA B FIPUCHCTBHETO HA AHHOHHH OBMEHHH CMOJIH.

ng"HTaﬂ MCOBH MMHKO3HIH:

Tnazn,n-uH;:lyuupaHa XHINOKATTHEMHA HIIH XHOOMAINHe3MeMHAa MOTAT Ja 6ﬂal"01’lp1/lﬂTCTBaT rnoseaTa Ha
AHTHTANKC-HEAYUHPAHH ChpaeyHH APHTMHH.

JlexapcTBEHY NPOYKTH, KOHTO C€ HOBJAMABAT OT HAPYIICHUATA HA KAAMH B cepyMa:

Hpenopbusa ce nepHoanYHO npocnenseane Ha cepyMums kannit u EKT, korato ce npuiara

ONIMECapTaH MEAOKCOMUA/XMAPOXNIOPOTUAZUA € NEKAPCTBEHH IPOAYKTH, KOHTO Ce NOBNHARAT OT

NpOMAHATA B CCPYMHHS KATHH (Hanp. AMTHTANHCOBH FIIHKO3HMAN M AHTHAPHUTMHLIM) H CNEIHHTE

torsades de pointes (kamMepna TaxMKapans) - HHAYLUMPAIIM NEKAPCTBEHH IPOAYKTH (BKMOUYHMTENHO

HAKOM aHTHAPHTMHIWM). XWNOKAIHEMHATA € TIpeApasnonarain hakTop 3a torsades de pointes (kamepHa

TaxXHKapaua )

- Knac IA anTnaput™Miting (nanpuMep XHHUIHH, XMAPOXMHHIMH, OU3OTIHPaMKA).

- Knac TIT antnapu™ium (Hanp. amuogapoH, cotanon, nodeTunun, uOyTUnKD).

- Hakon anTMNCHXOTHIM (HanpHMep THOPHAA3HH, XIOPIPOMAZHH, JIEBOMETNIPOMAZHH,
TPUONYOPOTIEPAIHH, LIMAMETA3HH, CYITTMPHA, CYATOIPUL, AMHCYNMHPHA, TPHALIPHI, TTAMO3KL,
XanonepHaoI, Aponepuao).

- Apyru (Hanp. Genpuayn, uMsanpua, AndeManuil, epUTPOMHLIMA IV, xanodanrpun,
KCTAHCEPHH, MH301aCTHH, MEHTAMHIMH, cnapdnokcalny, Tepdenaaun, BUHKaMuu IV).

Hexnenonapusnpaumre CKENICTHO-MYCKY/IHH penakcanTu (Hanp. TyGokypapun):

Eq)eKTbT Ha HEACTIONAPUIHNPAUINTE CKEISTHH MYCKYJ/IHH PENakCaHTH MO:Ke na ce noTeEHUHPa OT
XHAPOXIOPOTHA3IHA.

AHTHXOJIHHBHFM'-IHPITG CpeacTRa ;Hanp. aTpOonKH, 6HHCQHQ€H )

TMorumagaT GMOHATHYHOCTTA HA THA3MOAHATE JUYPETHLH 4Pe3 NOHHAKABAHE HA CTOM
MOTHAHTET H CKOPOCTTA Ha U3Npa3BaHe HA CTOMAXA.

AHTH1a0ETHN NEKAPCTBEHH NPOAYKTH (TIEPOPATHH NEeKAPCTEA M HHCYJIHH):
JleqeHHETO ¢ THA3MAKM MOIKE J1a NOB/HAE TUHOKO3HHA Tosepae. Moxke aa ce
D03aTa HA AHTHAMAOETHNS JIEKapCTBeH NPOAYKT (BiK. Touka 4.4).

- \5;‘«' ',"
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MetdopMuH:

MerdopmuH TpsaGea Aa ce M3N0:13Ba ¢ IOBKLIEHO BHUMaHKE NOPAAN PHCK OT JIAKTATHA aUKA03a,
HHAYUMPaHa OT Bb3MOXKHA OYHKUHOHANHA GbOpedHa HEOCTATLYHOCT, CEbP3aHa C
XMAPOXAOPOTHAZUA.

BeTta-Gnokepn W anazoKkcus:
XHUnepraMkeMuaHUAT eieKT Ha beTa-GrokepHTe H AHA30KCH] MOXKE 14 ObJe 3aCHITeH OT THA3UAMTE.

Hpecopun amupy (Hanp. HOpaapeHanHH):
EdekThT Ha npecopHite aMUHK MOxe Na Obae oTcnadeH.

JIeKapCTBENH IPOLYKTH, M3MOA3BAHK NP NeYeHHe Ha noaarpa (npobeHeina, cyibMHNMpazoH 1
AJOMTYPUHOT ): -

Monke [1a ce HaOXKM KOPEKIIMS Ha JI03HPOBKATA HA YPHKO3YPHYHHUTE NEKAPCTBEHH NPOAYKTH, Thil
KaTO XMAPOXNOPOTUASHA MOXKE 1@ NIOBHIIM HHBOTO HA MHKOMHATA KMCE/IMHA B cepyMa. Moske 1a ce
HAOAH NOBHINABAHE HA J103aTa Ha npobeHeLHa UM CyNdHRIMpazoH. EJHOBPEMEHHOTO NPHITOKEHHE
¢ TMa3MAK MOKE /12 YBE/IHYH YECTOTATA HA PEAKLMUTE Ha CBPBXYYBCTBHTENHOCT KEM AJIOIYPHHON.

AmayTaaus:
Tuaznante morat na ysenuuaT pHcka OT HEXKENaHU PEAKIM, PHYHHEHH OT AMAHTALMH.

LlMToToKCHUHY areHTH (Hanp. uMknodocdaMmuy, MeToTpekcaT):
THESH,[[HTE MOraT ja HamaJuT 6156peL1HaTa CKCKPCLIHH H& UUTOTOKCHUHUTE neKapcmeHn ﬂpOI[yKTH 5
AAa 3aCHIAT TEXHUTE MHEJ]DC)/]'I]JECPIBHH ed)elc”m.

Cannuunartu:
B ciyuali na BUCOKH 403 CATMUNMNATH, XHAPOXIOPOTHA3U MOKE 1A YCHIIH TOKCHYHKSA edexT Ha
CAJIMUNIATHTE BBPXY LEHTPAIHATA HEPBHA CHCTEMA,

Merunnona:
Hanuue ca n3o/mpany choBLUIEHNS 33 XCMOIHTHYHA AHEMUS, HACTLNBALIY [IPU eIHOBPEMEHHa
ynotpeba Ha XHAPOXJIOPOTHAZKI H METHIITONA.

LI,HI'UIOCI'IOQHHZ
EHHOBPEMBHHOTO JICHEHHE ¢ LHKNOCOOPHH MOXKE 13 YBETHYH PHCK& OT XHIIepYPUKEMUE B
YCIIOKHEHMA OT THNA HA MOAArpa.

Terpaunknnnm;

EnHOBPEMEHHOTO NPHIOKEHHE HA TETPALMKINHK M THAZMIH NOBHLIABA PHCKA OT TEeTPaUMKIHH-
MHZIYUMPaHOTO MOBHINABAHE Ha ypeaTa. Tora B3aHMOJEICTBHE BEPOSTHO HE CE OTHACA 32
JAOKCHLIMKITHH,

4.6 @OUPTAIHTET, GPeMEHOCT N KbpMEHe

bpemendoct (Bux paznen 4.3)

Karo ce nMaT npeBu/ eexTiTe Ha OTACAHITE KOMIIOHEHTH B TO3H KOMOUHHPAH TIPORYKT 110 Bpeme
Ha BpemenHocT, ynoTpebara Ha ofMecapTaH MeJOKCOMHI/XHAPOXJIOPOTHA3H/ HE CE TIPenopbyea no
BpeME Ha MbPRHA TPHMECTLP Ha BpeMeHHOCTTa (R, Touka 4.4). M3nonssaneTo Ha onMecapTaH
MEe1OKCOMHUI/XHAPOXJIOPOTHA3H/L € NPOTHBONOKA3aH M0 BPeMe Ha 2-DH M 3-TH TPUMeC -
GpemeHHOCTTa (B, Touku 4.3 u 4.4).

OnMecaptaH MeaOKCOMUJ



HanonssaneTo na ATIRA e ce npenoprusa npes nupsrs TPUMECTHP Ba GpPeMEHHOCTTA (B3k. TOUKA
4.4). M3nonzeaneTo Ha ofIMECAPTAH € NPOTUBONOKA3AHO NPE3 BTOPH U TpeTH TPUMECTLD Ha
BpeMeHHOCTTa (B, ToukH 4.3 1 4.4).

ENuAeMHOA0OTHYHNTE JaHHH OTHOCHO PHCKA OT TEPATOreHHOCT CIeA eKeno3nims Ha ACE
WHXHOUTODH Npes MhPBHA TPUMECTBP Ha GPeMEHHOCTTA HE €a KATETOPHUHM, HO BLIPEKH TOBA HE
MOKE Aa €€ MIKIIOMH NIeKO NOBNIIEHNE Ha PHCKA. JJOKATO TMNCBAT KOHTPOAHPaHU €MHACMUOJOTHYHH
AAHHH 33 PHCKA OT aHTHOTeH3HH II peuentopuu antaronnctu (ALIPA), Moxe na ce npeanonoxar
NoaolHH PHCKOBE U 3@ TO3M KNAc aKTHBHA BellecTra. AKO NpoAbIKaBauwiaTa Tepanus ¢ AIIPA ce
CUHTA 32 HeOOXO0UMA, NAUMEHTKUTE, NNanUpawy GpemMeHHoeT, Tpabsa a NPeMUHAT Ha
anTCPHaTHUBHO AHTHXHTICPTEH3UBHO JISHEHHE, KOCTO HMA YCTAHOBEH NpodH) Ha 6e30MacHOCT 3a
ynotpe6a no Bpeme Ha 6pemenHoct. Koraro ce ycranosn Gpementoct, nedenmero ¢ AHIIPA Tpabea na
ce cnpe He3abaBHO K, 8K0 ¢ YMECTHO, J1a C€ 3aN0HHe ANTCPHATHRHA Teparua.

H3pecTHo €, ue excnosuuusTa Ha Tepamin ¢ AIIPA npes BTopus 1 Tpetis TPHMECT®P HHAYLIHpA
detoToxcHunocT nph xopara (oTcnhabeHa GbGpeuna GyHKIMS, QJIMFOXHAPaMHHOHH, 3a0aBsHe Ha
ocudUKaUMITa Ha YCPENa) H TOKCHYHOCT BLPXY HOBOPOEHOTO (6bGpeuHa HeQOCTATEUHOCT,
XHUIIOTOHMA, XHniepKanemus) (BHxkTeE CBINO 5.3).

Ao HMa ekenoznums Ha AHPA oT BTopua TpuMecTsp Ha GpeMeHHOCTTA, Ce NpenopkYBa
YITpa3ByKOB ipernel Ha 6x0peunaTa GyHkuua u yepena.

KbpmaueraTa, unnro maiiku ca npuemanu AHPA, Tpa6Ba na 6bAaT CTPHKTHO NpocaensBany 2a
XHMOTOHNA (BWKTE CBLIC TOUKa 4.3 n 4.4),

Auodpoxaopoumaszuo

OnuTET ¢ XHAPOXNOPOTHAZKA MO BPpeMe Ha SpeMentocT, 0coGeHO Npes MupeHa TPHMECTbp, €
orpannueH. [poyuBaHHATa BbPXY KUBOTHH ¢4 HEIOCTATHUYHM.

XUApoXnOpoTHAa3HA IPEMUHABA npe3 nnauenTara. Cuaelikn no GpapMaKoIOrHIHMS MEXaHHIbM Ha
AefiCTBHE HA XHAPOXIOPOTHAZHA, YNOTPebaTa MY TIPE3 BTOPHS M TPETHS TPUMECTL] MOKe A2
KOMTIpOMETHPa deTonnauenrapHara nepdysng W 1a npuunHl GeTanHn H HEOHATAIHH e)EKTH KATO
UKTED, HAPYILEHHA HA ENEKTPOJIMTHOTO PaBHOBECHE H TPOMOOLIHTONEHHS.

XHAPOXNOPOTHAZUA He TpsOBA 1a ce H3NOJI3BA NIPH reCTAHOHHK OTOLM, F€CTAUHOHHA XMTIEPTOHMHA
HITA TIpEEK1aMACHA OPaJAH PHCK OT NOHWKEH MNasMeH 00eM M nuialeHTapHa xunonepdysus, 6e3
GnaronpuaTeH eekT BLPXY XOia Ha 3a607ABARETO.

XHI{pOXJ’lOpOTH&SH,El HE TpﬂﬁBa da €€ U3ION3Ba 34 NeYeHHC Ha eCeHUHanHa XHNEPTOHHA IPH
6pCMEHHH JKCHH, OCBEH B PEJIKH CNTYYaH, KOraTo HE MOKE /1a Ce U3MOJI3Ba HHKAKRO APYTO NedYeHHE.

Kbpmene

Onmecapman medokcom

T1it kaTo H9Ma BATHYHA HHGOPMaLKA OTHOCHO H3MON3BaHeTo Ha Ko-Omumectpa no Bpeme na
Kbpmeneto, Ko-OumnmecTtpa He ce npenopbusa W a/ITePHATHBHO ICMEHNE ¢ 110-106p Npohii Ha
Ge30nacHOCT, yCTAHOBEH 110 BPEME Ha KBPMEHETO, € 33 PEATIOUUTaNe, 0coBEHO IPH KbPMeLtH
HOBOPOASHO MM HEJIOHOCEHO IETE.

Xudpoxnopomuazud:
XH/ApOXIOPOTHA3NA CE EKCKPETHPA B KbPMaTa B Manky KoiMuecTsa. THA3MANTE BB BH
Npean3BUKBaLH HHTCH3UBRA ANYPE3a, MOraT 1a MHXHOUPAT TPOAYKIMATA HA MASK

Ynorpebara Ha Ko-Onumectpa He ce npenoprsyBa npes NepHoAa Ha KbpPMEHe.
U3NOJI3EA T BPEeMeE Ha KbpMmERe, nozuTe Tpabra na 6bAAT BEIMOXKHO HAR-HHCKH

4.7  EdexTn BbpXy cnocobnocrTa 32 modupane i padora ¢ MAlIKHA



OnvecapTan MeAOKCOMUI/XHAPOXIOPOTHAZHL MOKE 1 MMA JIEKO WM YMEPEHO BIUAHHE BbPXY
crocobHOCTTa 3a Wwodupane n paboTa ¢ MalKHK. Buere Ha CBAT WK YMOpa MOTar a ce MosBsiT NpH
NAaUMEHTH, TPUEMALLN AHTUXMIIEPTEH3UBHA TEPATU, KOUTO MOrAT J1a HapyllaT cnocofHOCTTa j1a ce

pearupa.

4.8 Hexenanu JlekapcTBeHH peakuHu

Haii-uecTo noknazBaHuTe HesKENAHU PEAaKLIMH MO BPEME Ha JIEYEHHETO ¢ KOMOMHALMATA OJIMecapTaH
MEJIOKCOMMII/XHIPOXI0pOTHA3KA ca rnaBobomue (2,9%), 3amaiisade (1,9%) u ymopa (1,0%).

XHHPOXJ]OPOTH&'BH,E[ MOKE J1a MPEAH3BHKA HITH 3aCHJIM OTAENSHETO Ha TEYHOCTH, KOETO MOKE Ja

IOBE/IE 10 eNeKTpoiuTed aucbanane (Bxk. Touka 4.4).

[Tpu KnuHWYHK npoyuBanus, BKouBalK 1155 naimenT, nekyBaHu ¢ KOMGMHALMK ONIMecapTaH
MEe/I0KCOMMII/XHAPOXIOPOTHA3HA B 1031 Ha 20 mg /12,5 mg naum 20 mg /25 mg 1 466 naumeHTH,
nekyBaHu ¢ niauedo 3a nepuoa 10 21 meceua, o61aTa YecToOTa Ha HeXKelaHW ChOUTHA pH
KOMOMHMpaHaTa Tepanms ¢ OIMecapTan MeAOKCOMMII/XHIPOX/IOPOTHA3H € GMla CXO/IHA C Ta3H Ha
nnanebo. Crimpane Ha 1E€YEHHETO NMOPajIu HesKkelaH! CLOMTHS, € ChLLO NoA06HO 3a OMecapTaH
MeaokcoMun/xuapoxinopotiasua 20 mg /12,5 mg — 20 mg /25 mg (2%) u nnauebo (3%). Yectorata
Ha HekKeJIaHHTe JIEKAPCTBEHH PEaKLMHM MPH OJIMECapTaH MeIOKCOMMII/ XHAPOXIOPOTHA3HA B
CpaBHeHHe C niauedo He ca CBLP3aHH ¢ Bb3pacTTa (<65 roaMHH B CpaBHEHHE ¢ > 65 roaMHM), nos Ui
paca, BbIIPEKH Y€ HECTOTaTa Ha BUEHE Ha CBAT MMa W3BECTHO YBEJMUEHHE TIPH MALMEHTH Ha Bb3pacT

> 75 roavHH.

Ocget ToBa, H€30NMaCHOCTTa Ha OJIMECAPTaH MEAOKCOMHA/XHAPOXJIOPOTHA3HA, KATO KOMGHHALMS OT
BHCOKH JIO3W € W3CNE/IBaHa IIPH KIMHWYHM nipoyuBauus npu 3709 nauuenTu, nonyyapaium
OJIMECAPTAH MEIOKCOMMUI B KOMOMHALIMA ¢ XHAPOXIOPOTHA3H BbB BUCOKH 1031 40 mg/12,5 mg u

40 mg/25 mg.

Hexkenanure peakunu oT oMecapTaH Me10KCOMMI/XHAPOXIOPOTHA3H B KJIMHMYHH NPOYUBaHHs,
Npoy4BaHus 3a 6€3011aCHOCT CJ1e/l M31aBAHETO HA PA3pPELICHHETO 3a ynoTpeda U CNOHTAHHH
cbobeHms ca 0000wwenn B Tabanuarta no-10:y, KakTo W HEIKeNaHHUTE PEaKLUMK OT MHAMBHYAIHHTE
KOMTOHEHTH OJIMECapTaH MeIOKCOMMII U XHIPOXJIOPOTHA3M/L, Ha DazaTa Ha Mo3HaTHs Npodun Ha

0e30MacHOCT Ha TE3H BellecTBa.

Cnennara TePMUHOIONHS € M3NOM3BAHM C Lie 1A ce KIACH(DHLUMPAT HesKeIaHUTEe PeaKLHK: MHOTO
qecTH (> 1/10), wectn (= 1/100 no <1/10); wewectu (> 1/1 000 mo <1/100), peaxw (= 1/10 000 a0

<1/1 000), mnoro peakm (<1/10 000), ¢ HensBecTHa yecTOTa (YECTOTATA HE MOJKe 1a Obje
onpejesieHa OT HAJIMYHMUTE JaHHM).

Yecrora

gq:élgﬁ:o raH Hexenanu peakuum KouGupauisy
Knac . 2 N Onmecapran HCTZ

MeaoKCOMML/

XHIPOXJIOPOTHAZH]L
el CuananeHur
uHpecTalmm
Heonnazmu —
nobpokauecTseHH, | Hemenanomen pak Ha koxkara
3JIOKa4eCTBEHH U | (Da3alHOK/IEThbYEH KApLIMHOM H
HeornpeaeeHu CKBAMO3HOKIETbYEH
(BKJI. KHCTH M KapumHom)'
MOJINTIH)
Hapywenus na AniacTvyHa aHemus \\":%5 - " perien /
ity A3

e




KpPBBTA H {loTUCKaHE HAa KOCTHHA MO3BK peaKH
numdHara XEeMOMMTHYHA aHeMHA peaKH
CHCTEMA JleBkoneHus peaKH
Heyrponenus/ArpadynouuTosa pesiku
TpomGouuToneHus HEUCCTH peaKH
Happywienns na HEYECTH HEYECTH
MMYHHATa ARaduUnaKTHYHH peakliiim
cHCTEMA
Hapywenus na AHopeKkcHs He4YecTH
MeTaboH3Ma H [nukozypus HECTH
XpaHeHEeTOo Xunepkanuuemus UeCcTH
MHOTO
XUMepXonecTepoaeMHUs HEYECTH
HecTH
XHnepriukeMnus YeCTH
XHIepkanuemus peakH
MHOTO
XHNePTPHTAULIEPHAECMHS HEYECTH 4ecTH
HUECTH
Xunepypukemus HEUYECTH YeCTH MHOTO
YECTH
XHMOXTIOpEMHA 4eCTH
MHOTO
XHNoXIOpeMHYHA AIKAI034
PelKH
Xunokanuemus YECTH
XunoMarHesnemMms 4ECTH
XHNOHaTpHEMHUA 4ECTH
XunepamMunazemusl HECTH
Ilecnxnarpiunm Anarths peiKu
HAPYLIEHHSA Henpecus DEAKH
beznokoiicTRo
peiakH
Hapywenus Ha ceHs penkn
Hapyienua ua CberosHne Ha 00bpKaHOCT YECTH
HepeHAaTa cucTema | Koneyncun penKkH
Hapywenus B cr3HaHHeTo
(xato 3aryba na chananue) PEAkH
3amaiipaHe/mpuManssane YECTH 4ECTH ECTH
I'nasobonue HECTH 4ECTH peakm
3aryBa pa aneTur HEUECTH
IapecTesus peaku
3amafipade Npu U3npagsHe HEYeCTH
Cwaausoct HEYECTH
Cuukon HEYECTH
Hapywenus na HamazneHo cbazooTaengane peaKu
OUHTE BpemenHo 3aMbriseade Ha
3PEHHETO
BrnomagaHe Ha ChIIECTBYRAINQ HEUECTH
KbCOrIEACTRO
Kcanroncus
Hapyuienus Ha HEYECTH
YXOTO H Bepturo
n1abHpHHTA
AHruHa nexropmc
Chpieunn
Mapymenns Chbpleuny apHTMHH
Tannuranym HEYECTH




CpaoBH EmGonusbM PEAKH
HapylleHHs XHNOTOHUS HeyecTH PEJIKH
HexpoTuuen anruur
{BacCKYIUT, KOXKEH BACKYIINT) peaKH
OpTOCTaTHYHA XUNOTOHKA HEUECTH HeuYecTH
e | TpomGo3u penKH
Pecnupatopun, Bpouxut HECTH
TOPAaKanHH U Kamnuiia HeyecTH 4eCTH
MEIHacTHHANHK JlucnHest peaku
HapYLICHKA HurepeTiunania nHeBMOHHS peaku
PapuHruT HeCTH
TTynMOHapEH efiem peAKH
Pecnuparopen auctpec HEYECTH
PunuT 4ecTH
Cromaiso- Kopemna Gonka HeuecTH HecTH 4eCTH
YpPCBHM Janek YeCTH
HapyLieHHs Juapug HEYECTH YECTH YeCTH
Jucnencus HedecTu UEeCTU
JpazHede Ha cToMaxa 4ECTH
["acTpoeHTepHT HecTy
MeTeopHIsM YecTH
["ageHe HeuecTu 4eCTH HeCTH
Iankpearur peaKH
INapanuTHuen uneye MHOTO
PEOKH
IToppBLIaHE HeueeTy HEYeCcTH HECTH
HInpy-noxobha enTeponaris MHOIO
(Bx. TouKa 4.4) peaKy
Xenaro-Onnapn | OcTbp XONELIMCTHT peLKH
HapyileHHA AKbarennua (MHTpaxenatanen
XONECTaTHYEH HKTEp) peiH
Hapyuienna Ha AJlepruyeH AepMaTHT HEYEeCTH
KoaTa v AHacdunakTHuHa KOKHA pesi
NOJKOKHATA peaxuus
ThKaH AHTHOEAEM peaKH peaxu
Kosxnu peakimy, nogobuu Ha —
JYIIYC EPUTEMATONIEC
Exsema HEYECTH
Epurema HE4EeCTH
ExzanTema HE4ECTH
Peaxumu Ha HEYeCTH
(POTOYYBCTBUTENHOCT
[pypurye HEYECTH HEY€eCTH
Hypnypa HEYECTH
Obpus HEYECTH He4ecTH HEYECTH
PeakTHBHpaHE Ha KOXKEH JTYNYC peK
epHTEMATOonEC | e
Toxkcuuna enuaepmanta / T %‘Vﬁm
HEKPOIM3a X 7,
Yprukapna PedKH 'y
Hapywenns Ha ApTpanrus HEYeCTH
MYCKYJHO- ApTpHT
CKCICTHATA Bonkn B repba HEUECTH
CHCTEMa U MycKynsHH clasmy HevecTH




CheAHHHTENHaTa | Myckynna chaboet DellkH
ThkaH Muanrus HEUeuTH HEUEeCTH
Bonka B kpafiHuumte HeyecTH
napezu pPEJIKH
CrenetHH Gonkm HeCTH
Hapywenus na Octpa Onbpeuna
penxmn peaku
6BbpeumTe H HEJOCTATEYHOCT
MTHKOYHHTE XemaTypus HEYeCTH UECTH
IBTHLLA HurepeTunpanien vedput pPeAKH
brbOpeuna HeaocTaThyHoCT peaKH
bubpeuna nHchyHkuns | penxu
Hudexuun Ha nukounMTe
HeCTH
L 7 NBTHILG
Hapywenys na
enpoayKTHEHATA
perpoiLy EpexTinna nuchyHkuua HEUEeCTH HEYECTH
cHcTeMa H
respjaTa
OO0 Hapywenus | AcTeHus 4ecTH HEYECTH
U ediexTH Ha Bonka B repawre
YecTH 4eCTH
MACTOTO Ha
NPHAGKEHHE OToK Ha MuLeTo HEYSCTH
Ymopa YECTH HECTH
Tpecka penKH
I'punonoaotun cumnromu YECTH
Jleraprus penkH
DUIHYECKO HEPAZNONOKEHUE penky HEUECTH
bonka YeCTH
Ilepuepen enem HECTH HeCTH
Cnabocr HE4eCTH
Hacnenpauna MopuiTaBaHe Ha anaHuH HEYECTH
aHcQepaszara
Iloruiuaeane na acnaprar HeueeTH
aMuHOTpaHc@epasara
Toeuinagase Ha kaMuKii B HEUYECTH
KPBBTA
IToBHLIABAHE HA KPEATHHUH B HEUECTH
penKH 4eCTH
KpbBTa
IMosuiuaBaHe Ha KpeaTUHHH
uecTH
(hocokHHa3aTa B KPHRTA
[Noenwapane Ha rKOKo3aTa B
HEYEeCTH
KPHLBTA
TMoHrukapare Ha XEMATOKPHT B
penku
KpbBTE
TloHn:capane Ha xemMornobuna
penku
B KphLBTa
TloBuIIARAHE HA AMNUAKTE B HevecTH
KpLBTA .
llonwkapane Ha xaiLMit B HEYECTH
KPhRTA
INopuinapane na kannit B HEYECTH
KPBBTA
loeriuagane Ha ypea B KpbETA HEUYEeCTH 3
INopnuarane Ha kapGamuaeH _— 2\ ¥
azoT B KPbBTA P \ L T
,).:. Pv—.__—-"_.‘,:-’ B
\‘\"{’5’ 5'1!‘.('31"\'/(-&
N 10




[ToBHILIEHa [IMKOUHA KMCEMHA

B KPHBTA

IMoBuinarane Ha rama

InyTaMHN Tpadcdepasa

[loBumaBare Ha |
YeCTH

YCPHOAPOOHHTE EH3MMH.

peaku

HEYECTH

" HemenaHomeH pak Ha koxkata: Bb3 OCHOBA ta HAIMMHHTE AHHH OT eITHAEMHOIOMHAHK IPOYUBAHUS
¢ HaO/IFoaBaHa 3aBHCHMA OT KYMY/IATHBHATA /1032 Bpb3ka Mexiy XXT3 u HMPK (ex. cbiio Touku
441u5.1).

Eaunudny cnydaun Ha pabaomMuonnsa ca cho0iuaBaiy 1o BpeMe ¢ ripMeMa Ha aHruoTensud Il
peuentoptu 6nokepu. [pHunnno-ClefcTBEHA BPbiKa, 00aue, HE € YCTaHOBEHA.

CpobliapaHe Ha NOIO3HPAHU HEXKENAHH PEAKIIUM

CrobiaBaHeTo Ha I0103MPaHH HEXENaHH PEAKLIUH Clel paspelaBate 3a ynoTpeba Ha neKaperBeHna
MPORYKT € BasKHO. TOBA 1103BOJIABA Aa NPOALAKHM HAOIIOASHUETO Ha CHOTHOMIEHHETO N10/138/PHCK 38
NEKAPCTBEHUS NPOAYKT. OT MEARLIMHCKWTE CIIELIMANIMCTH C& M3UCKBA Na cLobINaRaT Beaka
110103MPaHa HEXENaHa peaKkLina upe3

M3nbnnutenna areHuMs no fekapersara yi. , Jamsn ['pyes™ Ne 8

1303 Codma

Ten.: -+35 928903417

yebealT: www. bda.bg

4.9 IIpeposupane

Hama cneunguuna nhdopmanys 3a eeKTHTE WK NEYeHHETO NPH NPEAc3HPaHe Ha KOMOHHALMHTE
OJIMeCapTaH MEAOKCOMHUN/XHApOXIOpoTHa3uA. [lauueHTsT Tpabba na ce cnean oTbaMuso M AeyeHMeTo
Tpsabea fa Gbae CHMITTOMATHYHO 1 IOANBPIKALLY. MepKUTE 3aBUCAT OT BPEMETO HA NPHEMAHETO 1
TEKECTTa Ha cumnromute, [ipennarannte MepKkM BRIKOUBAT NPENIM3BUKBAHE HA MOBPBUIAHE W/IIW
CTOMAIIIHA NpOMHEKAE. AKTHBHHUAT BLIJICH MOXKE Ja 61=,ue MoNne3eH IpH NEYEHUETO Ha Npeao3upaHe.
CepyMHHTE €1eKTPOIHTH U KPEaTHHUH TpAOBa 18 6bAaT NpocNensaBaHy No-49ecTo. AKO Ce [OABU
XUMOTOHNA, NAUMEHTET TpAOBa Na 6bIe NOCTABEH B JIETHAJIO MOJIOKEHHE U CHEIHO 12 GbaaT NafeHn
3AMECTHTENH Ha cONTa 1 0GeMa.

Haii-peposTHHTE NPOSBN NPH NPeAV3UPAIE HA OIMECAPTAH MEIOKCOMMA & OHAKEA Aa ObIaT
XHMOTOHHA H TAXHKAPAHA, MOXKE Aa Ce NeABK W Opazuxapaus. [penosupanero ¢ xMapoxnopotrasng
€ CBBP3aHO C H34EPTNBAHE HA ENICKTPOINTH (XHMITOKANTHEMHUS, XHNOXIIOPEMHSA) U AEXHAPATALMS, B
pe3ynTaT oT npekoMepHa Axypesa. Hali-uecTHTe npH3HAUM W CHMITTOMM Ha NPEA0O3HPAHETO ca rajieHe
Y CHHIIMBOCT, X HMOKANHMEMHUATA MOXKE 1a JOBEAE 0 MYCKYJIHM Ca3MH W/UNH A2 TPEAH3BHKA
CbPIEUHH APUTMHH, CEBP3aHH C e[IHOBPEMEHHATA YNOTpeOa Ha THIHTATMCOBH IIMKO3HAM HITH HAKOM
aHTHAPHTMMUHK AEKAPCTBEHN IIPOAYKTH.

Hsama vannuna nadopmaiiia Aanu oaMecapTal H XHAPOXJIOPOTHAZUA MOTAT 1A Ce OTCTPAHAT upes
Avanusa.

5.  @APMAKOJIOI'HMYHHA CBOMCTBA

51 ®PapmakogHHAMHMHHE CBOIHCTBA

PapMakoTepaneBTH4YEH Knac: anrnotensuH II antaronuctd u anyperhum, ATC koff.

MexanuzbmM Ha AciicTeue/PapMmakoanEaMWIEn edekTH




AHTHXHIOCPTCHIUBEH E(!)GKT, KATO NOHHXKABE aPTSPHATHOTO HAJIAraHe B No-rolgaMa CTEINEH, OTKONKOTO
BCCKH OT KOMIIOHCHTHTE MO~ OTACJHO.

Ho3npaneTo Beanbxk nHerHo Ha Ko-OnumMecTpa ocurypsea eheKTHBHO M MIABHO NIOHMKABAHE Ha
KPbLBHOTO HANArane Haj 24-4acoBus A030B WHTEpBa.

OamMecapTan MEAOKCOMUII € NEPOPANHO AKTHBEH, CENEKTHBEH anrHeTensky 11 peuentoped (tun AT))
AHTATOHHCT. AHFHOTEN3MH [I € TaBHHAT Ba30aKTHBEH XOPMOH HA PEHUH-AHTHOTEH3HH-
aoCTEPOHOBATA CHCTEMA H Urpae BaXKHA poSis B [1IaTOr€HE3aTa HA XHIIEPTOHHATA.

Edexrure Ha anrnorensnn 1l BIIIIOUBAT BA3OKOHCTPUKLMSA, CTHMYITALIMS HA CHHTE3a H
0CBOOOIAABAHETO HA ANROCTEPOH, CTUMY/THPAHE HA CHPLETO M Ha GLOpeunara peabGeopbums Ha
HaTpuii. OnMecapTaH H70KHPa BA3OKOHCTPHKTOPHISA H ATA0CTEPOH-CEKPETHPALIMS eeKT Ha
anryorensuit Il mocpencTeom Groknpane Ha cBbLP3BAHETO MY KbM peLienTopa Ha AT| B TBKaHHTE,
BKIIOUWTENHO CBA0BATA I114/1Ka MYCKYNIaTypa v HaabuOpeunuTe xnesn. JelicTBHeTo Ha oMecapTaH e
HEZABMCHMO OT H3TOUHHKA UM HaUKHA HA CUMTE3 Ha anTHoTeH3HH 11, CeJleKTHRHMAT aHTarOHUZBM Ha
peuenropute Ha ahruotenzul I (ATI) or onMecapTa Boau A0 MOBUINABAHE HA MIA3MEHUTE HUBA HA
PEHUHA U KOHUEHTPALMHTE Ha AHrUOTeH:3HH | u I M M3BecTHO MOHMWKABAHE HA NIA3MEHUTE
KOHUEHTPalMH Ha allA0CTEPOHA.

HpH XHREPTOHHUA QViMecapTaH MCIOKCOMUIL NPHYHHABA BO30-3aBHCHMO TIPOIBIIKHTETHO NIOHWKABAHE
Ha apTEPHANTHOTO HANAraHe, HsaMa naudu 3a XMnoToHus CIIE MbpBAaTa 2034 HIH TaXPI(bHIlaKCHﬂ npu
ABJIFCCPOYNHO MPHIOKEHWC HITH 34 pnﬁayHn XHIICPTOHHA CNex 6’bp30 NpeYCTAHOBABAHE HA JICHCHHUETO,

Ciiesl enHOKPATHO AHEBHO IPUIOKEHHME NPK NAUMEHTH ¢ XMIIEPTOHKS, OJIMECAPTAH MEIOKCOMMUA BOAH
210 €(peKTHBHO H IIABHO MIOHWkKABaHE KA aPTEPUATHOTO HANIATAHE Npe3 24-4acoBWS 0308 MHTEPBA.
EanoKpaTHOTO IHEBHO N03Hpate BOAM 10 CXOHO NOHIKARAHE HA APTEPHATHOTO HANArAHE KAKTO U
IBYKPATHOTO AHEBHO [O34MpaHe NPH eAHA K chia ob11ja fHEBHA 103a.

Hpy npok/DKMTENHO NeYeHHE MAKCHMATHOTO NOHKHKABAHE HA APTEPHANHO HATITAHE Ce AOCTHIA 3a §
CEIMHLM CIIef 3aN04BAHE HA JIEUEHHETO, BLIIPCKA Y€ ZHAYMTENHA YACT OT MOHIKARAHA
apTepHANTHOTO HansAraHe eeKT Bede ce HabMoOAABa cnea 2-CeMHYHO JieYeHHE.

EdeKTsT Ha oMecapTaH MeJIOKCOMMIT BBPXY CMBLPTHOCTTA H 3a50/1eBaeMOCTTA € BCE OLUE HEU3BECTEH.

PannoMusnpato kinnynne npoyusare (The Randomised Olmesartan and Diabetes Microalbuminuria
Prevention (ROADMAP, PangoMH3npaHe Ha onmecapTaH K NpeseHuMs Ha anaberha
MHKp0anGymMHHYpus ) npu 4 447 nauments ¢ nuabet than II, HopMo-anGymunypHs 1 oHe eQHH
AOMBIIHKTENEH ChP/IEYUHO-CBIOB PHCKOB (PAKTOD H3CTeaBa Jaiu NEYEHHETO ¢ oaMecapTaH 61 MONIO
Aa 3abapn nosBaTa Ha MUKPOANCYMHHYPUA. TIo BpeMe Ha CPeiHnA NEPHOA HA NPOCAEARBANE OT 3,2
T'OMHH, NALMEHTHTE NIOJIYHABaT OJIMECApPTal WM NNaLefo B AOITLAHEHHE KbM 1pYTH
AHTHXHIICPTCH3HBHH JIEKApCTRa, ¢ u3knoueHne Ha ACE-HHXMOMTOPH WK aHMHOTEH3HH peLIENTOPHK
Bnoxepu.

3a MbPEUYHATA KpaiiHa Len NPOYYBAHETO MOKA3BA 3HAYMTEIHO HAMANABAHE HA BPEMETO 3a NOSBa Ha
MHKpOAIOYMHHYPHS B 110134 Ha onmecaptan. Ciiea KOPeKLws Ha pasnHKHTE B apTEPHATHOTO
Ha/lAraHe TOBa HaMaJIABaRE Ha PUCKA BEYE HE € CTATHCTHYECKH 3HaUMMO, 8,2% (178 ot 2160) oT
MauMeHTHTE OT IPYNaTa Ha oamMecapTad M 9,8% (210 or 2139) B inauebo rpynaTa ca pazsunu
MHKpoanfyHypHa.

3a BTOPHUHHUTE KPaHHH LEIH, ChPAEMHO-CHLIOBH HHUMAEHTH BL3HUKaRaT NpH 96 nauuenta {4,3% npH
OJIMeCapTaH ¥ Npu 94 nauuneTa (4,2%) npy nnaue6o. Yectorata Ha ChpreUHO-CHAORA CMBLPTHOCT €
NO-BHCOKA MIPH JIEUEHKETO € OMecapTaH B cpasHeHue ¢ nnauebo (15 naunenra (0,7%) cripamMo 3
(0,1%) naupmTa), BLAPEKH CXOMHNTE HUBA HA HedaTanen nhcynT (14 natmenra (0,6% m

nauuenTa (0,4%)), redatanen muokapaen undapkr (17 nauunera (0,8%) cripamo
(1,2%)) 1 eMBPTHOCT, pannuHa oT cbpaeuno-chaosara (11 naumenta (0,5%) cnp
(0,5%)). Obwara cMBPTHOCT NPH O/IMECAPTAH € YHC/EHO YBENHUeHa (26 nauueH
naunuenta (0,7%)), K0eTo € ClencTBHE OCHOBHO OT MO-BUCOKUA Gpoii daTaiHu ¢
HHLIHIEHTH.

IIpoyusanero The Olmesartan Reducing Incidence of End-stage Renal Disease in



Opbpeuna Gonect npu guabeTna HehponaTus) Ucicasa eeKTHTE HA OIMECAPTaH BbPXY ObLOpeuHuTe
H ChPACHHO-CHIOBH KPAiiHW pe3ynTaTh npy 577 parAOMUIMpaHy nauuedT oT Sinonua u KuTaii ¢
Anabet vl Il ¢ n3ssena nedporiaTusa. [To Bpeme Ha cpeaHUs NEPUOA Ba lIpocaeassane oT 3,1 roauuu,
NalMEeHTUTE NOJYUaBaT HIH ONMECAPTAH WK [N1aueho B ROMBAHEHHE KbM APYTH aHTUXMNEPTEH3MBHH
NexapcTsa, BIooYHTENnHO U ACE-Huxubutoph.

ITeperunaTa komOMnMpaHa Kpaiina uen (BpeMe A0 NbpPBHA Cy4ail HA YABHABAHC HA CEPYMHUA
KPEaTMHHH, TePMHHANHA CTencH Ha 6nbpeuna Gonect, obwa cMbpTHOCT) ce Habmoaasa npu 116
NalKeHTH B rpynata Ha olmecaprad (41,4%) v npy 129 naurenTw B rpynara Ha miauebo (45,4%)
(HR 0,97 (95% C1 0,75 no 1,24); p=0,791). KomGuHupanata BTOPHUHA CHPIEHHO-CHAOBA KpaiiHa e
ce Habmonaea npu 40 naunenTa, NEKYBaHH ¢ oiMecapTaH, (14,2%) 1 npu 53 nauHeHTa, NeKyBaHu ¢
nnauebo (18,7%). Tasu koMGUHMpaHa CBPACHHO-CHIOBA KpaliHa Len BKIIOUBA ChPASYHO-ChA0BA
cmbpT npy 10 (3,5%) nanwenra, npuemanu onmecaptas, cnipsMo 3 (1,1%), npuemanu nnauebo, o6ima
cMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), nedaranen uncysr 8 (2,8%) cnpamo 11 (3,9%) u nedartanen
mHokapaeH uHbapkT 3 (1,1%) cipamo 7 (2,5%) ¢bOTBETHO.

XuipoxnopoTHasna € THasHaeH MHXHOHUTOP. MEeXaHHaMbT Ha AaHTHXHIEPTEH3HBHO AeHCTRUE Ha
THAZUAHWUTE JHYPETUIM HE € W3ACHESH HanbiKO,

Tua3nanre noemusBaT TyOYIHHTE Mexaau3MU Ha ObOpeLuTe 3a peabcopOlus Ha CNCKTPONHMTH, IIPAKO
YBEIH4ABaT OTACAAHETO HA HATPHE M XTOPUAM B MPHOTHANTENHO €KBUBATIEHTHY KolHYecTea. B
pe3ynTaT Ha AMYPEeTHHHOTO JACHCTBUE HA XMAPOXJIOPOTHA3HI CE€ HAMAABA TUIA3MEHHST 06eM,
NOBMIIABA CC AKTHBHOCTTA Ha IJ1a3MeHHA PECHHH H C€ NOBH1IaBa CCKpELHATa Ha anJOCTEepoH C
NOCNeABAILO VBE/IHUCHUE HA OTASNAHETO B YpUHATA Ha Kanui ¥ OuxapbonaTi U HamangraHe Ha
HUBATA Ha CEPYMHMA Kanii. PeHHH-an10CcTepOHOBaTa BPb3Ka ¢e MelHHpa oT anruoTensmu II u 3aTosa
eAHOBPEMEHHOTO NPUAOKEHNE HA aHrHoTeH3uH 11 peuenToped aHTarOHUCT “Ma TeHASHIINS 43
Hamauu 3aryData Ha KanWi, CRbP3aHa ¢ THA3HAUNTE AMYPeTHLH. [1py NpunoKenue Ha
XHAPOXJIOPOTHA3N/L HAYANOTO HA AHYPe3aTa HACTBIIBA CNEA OKOO 2 Haca U MAaKCHMAJIHHAT eeKT
HacTHIIBA OKOIO 4 Yaca ciel IPUEMA, a ACHCTBHETO NPOALILKARA npudnuanrennc 6-12 vaca.

EHH’,[[QMHOIIOFM'-IHHT& HpOy‘iBaHHﬂ ca MoKaslajin, 4ye l'IpPI ll'leFOCpO‘-lHOTO JeYE€HHe C
xnnpoxnomma?.un MOHOTepal'lHE CC HAMANABAT pHCKa OT C]:p,[le‘iHo-C'bﬂOBaTa CM’prHOCT n
3abos1eBAEMOCT.

KnHunyHa edMkacHocT W GezonacHocT

KOM6HH3U.H$!T3 Ha QJIMECapTaHd MENOKCOMUN ¥ XHAPOXNOPOTHAZHA MMa aaHTHBHO JIeicTBHE BBPXY
NOHHIKABAHE H& KPLBHOTO HANATdHE, KOETO NMpeBHIIABA TOBA HA OTACIHUTE KOMIIOHEHTH.

Tpn 060Bwenu nnauebo-koHTpoOAHpaHH MPOY4BAHHS, IPHIIOKEHHETO Ha KOMOHHAIIMATA OJIMECAPTaH
MENOKCOMHN/XuapoxiopoTHazua 20 mg/12,5 mg v 20 mg/25 mg BoaH N0 NoHWKaBaHe Ha
CHCTONMHO/ANACTONHO KPLBHOTO Handrane ¢ MmusuMyma ot 12/7 mmHg, » 16/9 mmHg,, cLoTeeTHO B
cpasHeHHe ¢ auedo.

BrapacTra v nosT He 0Ka3BaT KIHHWUYHO 3HAUMM eeKT BbPXY OTFOBOPA OT JICMEHHETO C OJIMEcapTaH
MENCKCOMHI/XHAPOXNOPOTHATHI KOMOHHAPAHA TEPanu.

IMpunoskenuero Ha 12,5 mg # 25 mg XUAPOXNOPOTHA3HA NPH NALMEHTH, KOHTO Ca HEAOCTATHYHO
KOHTPOJHPAHH ¢ MOHOTEPANMA C OTMECAPTAH MeA0KCoMHN 20 mg Rase AONBIHHTENHO NoHyKaBaHe

H3MEPEHH NPH aMOYNaTOPHO MOHHTOPUPAHE HA APTEPUATTHOTO Hanarane ot 7/5
12/7 mmHg, cLOTBETHO, B CPABHEHKE C MOHOTEPANHA C ONMECAPTAH MEAOKCOMUYY



MEAOKCOMU, CbC HAH 0e3 ChNILTCTBALIA TEPATIHA C XHAPOXIOPUTHAZM, HE € JOBENO 10 pedayHy
XHIEPTOHHA.

Edekrute Ha koMOuHauMsTa ¢ hUKCHPAHY AO3M OAMECAPTAH MEAOKCOMMI/ XHAPOXTIOPTHARMUA BBPXY
CMBPTHOCTTA H ChPAEYHO-ChAOBATA 3a00NECBAEMOCT 3aCera ca HEM3BECTHH.

JBOiHO ON0KHpaHe Ha PeHUH-aHTHOTEHIMH-A/110CTEPOHOBATA cHeTeMa (PAAC)

JiBe roeMH PaHAOMU3MPAHH KOHTpOSHpanu npoyueaius — ONTARGET {ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyino rno6anuo ManuTeane 3a
KpaHHH TOYKH Ha TETMUCAPTAH, CAMOCTOATENHO N B KOMGHHaUMA ¢ pamunpui) H VA NEPHRON-D
(KAMHH4HO TpoyuBaHe CBBLP3aHO C PasBUTHE Ha HedpOMATHA NPU AKMAGET, POREIEHO OT
MHHHCTEPCTBO MO BLIPOCKTES Ha BeTepaHwHTe) — NpoyusaT ynotpebaTa Ha komOuHaluaTa or ACE
HHXHOUTOP W aHrnoTeHzun L-penenropen Gaokep.

ONTARGET e npoyusane, NpoBe/ieHO NPH N2LMENTH ¢ AHAMHE34 32 ChPACUHO-CHAOBA HIH
MO3BUHOCHAOBA HONECT, WK 3axapeH AnabeT THH 2, NPHAPYKEHH ¢ AAHHU 33 YBPEXKAAHE Ha
edextopHu oprann. VA NEPHRON-D e npoyusaHe rpu MaLHeHTH che 3aXapeH auaber THn 2 1
nuabeTHa HedpouaTHs.

Tez2n npoy4Banus He NOKA3BAT 3HAUUM GIATONIPHATEH edeKT BLPXY GROPEUHMTE /UK CHPACHHO-
CBHAOBHTE NOCNEAHULE H CMBPTHOCT, KaTO ChUIEBPEMEHHO ¢a HalMOAABAHM NOBHUIEH PHCK OT
XMIEPKATHEMHA, OCTPO YBPEKIAHE Ha ObOPeUUTE WNH XHIOTOHMS B CPABHEHNE © MOHOTEPAIHATA.
Karo ce umar npeasua cxogHuTe M apMakoAHHAMHYHH CBOHCTBA, TE3W PE3YATATH CA NPHIOKHMH
u 3a npyri ACE wuxuburopw u anrnotensvn Il-penentopnu 6nokepH.

ACE wunxnGuropy 1 anruotensuH Il-pelientopiu Gaokepu cheoBaTenHo He TpaDRA 1A C& H3MOI3BAT
SAHOBPEMEHHO NPM NauMeHTH ¢ 1uabeTHa HedponarTus.

ALTITUDE (KimtnuHo npoyHBaHe DpoOBeLeHO ¢ AIMCKUPEH NPH NalMEHTH Che 3axapen Anaber Tun
2 ¢ M3MOJI3EAHE HA ChP/ICUHO-CBA0BH 1 GhOpeuHH 3a60A9BaHKS KATO KpaiinK TOUKH) € IpoyJBaKe,
NPETHA3HAYEHO 1a U3CIICABA N0A3aTa OT 106aBAHETO HA ANMCKHPEH KbM CTAHAAPTHA Tepanua ¢ ACE
MHXHBHTOP WK anruorenank Il-pelienTopen Gnokep Npu NauMeHTH Che 3axapeH auaber Tun 2 v
XpoHuuno Gu0pedno 3abonasaue, ChpICUHO-CHRORO 2860aABAHE UM 1 ABeTe. TIpoyuBaneTo e
NPeKpaTeHO NPEXASBPEMEHHO NIOPaii NOBHIICH PUCK OT HeGnaronpuaTHy nocneanud. Kakro
CHPACUHO-CHAOBATA CMBPT, TAKA W MHCYJITBT €A NO-YECTH B FPyNaTa Ha ATHCKMPEH, OTKOJKOTO B
rpyiara Ha nianefo, a NpeaCTaBIABAIIMTE HHTEPEC HEKENAHM CHOUTHA M CEPHO3HN HEXKENaHHU
cHEWTNA (XMNnepKanyeMHs, XHNOTOHKS H 610peuna anchyHKLMS) ce ChOBILABAT N0-4eCTO B rpynara
Ha ATMCKUPEH, OTKOJIKOTO B IPYTATa HA Niaueso,

HemenaHomen pak Ha kokara

B1,3 0cHOBa HA HATHYHHTE JaHHK OT CIHAEMHONIOTHYHH TIPOYYBAHHA € HaGIIOAABAHE 3aBUCHMA OT
KyMynaTHaHaTa 103a Bpbika Mexty XXT3 u HMPK. Enno npoyusane Bkiousa nonynauus,
cheToswa ce o1 71 533 eayuan na BKK v 8 629 cnyvan na CKK, u nonynauus ot cuoTeerHo 1 430
833 u 172 462 noaxoaamm xouTponu. Brucokata ynotpeba Ha XXT3 {kymynarueso >50 000 mg) e
¢8bp3ana ¢ kopurupan OR 1,29 (95% IH: 1,23-1,35) 3a BKK u 3,98 (95% JH: 3,68-4,31) 2a CKK.
HaGnionaeana e scha Bphika kymynaTHBHa 103a-0TroBop kakTo 3a BKK, Taka u 3a CKK. [lpyro
Npoy4BaHe NoKa3pa RL3MOXKHA Bpb3ka Mexay paka Ha yethure (CKK) n ekcnosunuara na XXT3: =a
633 cnyyay Ha pak Ha YCTHHTE € TIoAGpaHa nonynauus ot 63 067 NoaXoaRLIM KOHTPONH, KATO Ce
M3I10J13B3 CTPATErns 2a B3eMaHe Ha npofH, onpenenera ot pueka. JleMoHCTpHpata e BpLaKa
KYMYNaTHBHA 1103a-0TT0BOP ¢ Kopuripad OR 2,1 (95% J11: 1,7-2,6), napactean no OR 3,9 (3,0-4,9)
3a BHcoka ynoTpeta (~ 23 000 mg) » OR 7,7 (5,7-10,5) 3a nahi-encokara kymynaTtveHa n03a (~ 100
000 mg) (BkK. cbio TouKa 4.4).

5.2 PapmMaKoKHHETHYHH CBOHCTBa
AGcopGuna u pasnpeneieHue

QuMecapTal MeJOKCOMMWIL:
Onwecapran MEAOKCOMHI € NpoaekapcTBo. 11pu pesopOrpaHe oF racTpOHHTECTHH




NUCABULA U B IOPTATHOTO KpBBOODpbILeHHE. B nnasmara wiH ekckpeTHTe He ce OTKPHBA AKTUBHOCT
Ha HHTAKTEH ONIMECAPTAH MEIOKCOMM/ MM MHTAKTHH CTPAHMYLY BEPHIH Ha MeJokcomunt, CpelHarta
abcomoTHa GUOHANMYHOCT Ha OnMecapTaH, IpUAoKeH Noj hopmata Ha TabneTku e 25,6 %.

Cpesnara Mukopa nazmena KOHUSHTPaUUA (Crax) HA OJIMECAPTAH CE KOCTHIA B pamkHTe Ha 2 yaca
C€7eA NEPOPATHO NPHIOKEHHE HA OIMECApTal MEJOKCOMMIT, @ NJIA3MEHHTE KOHLEHTPALHM HA
OJIMecapTaH HAPACTBAT NOHTH HHEHHO ¢ HAPACTBALUM CHOKPATHH NEPOPANHU A03H A0 okonto 80 mg.

Xpanara okaszpa MHHUMANEH eeKT BBPXY GHOHAIHYAOCTTA HA OIMECAPTAH U 3aTOBA onMecapTan
MEJOKCOMIIT MOKE A4 Ce rpunara ¢ unm Ge3 xpaHa.

He ce Habntonasar KNHHUYHO 3HANHMHU [TONOBO-3ABUCHMY PA3IHKH BbB HapMakOKMHETHKATA Ha
OJIMecapTaH.

Onmecapran ce cBbP3Ba BB BHCOKA CTENEH € NIa3MeHHTe GenTpim (99,7 %). Benpexu ToB3,
BL3IMOMKROCTTA 33 KIHHHYHO 3HAYUMM ISKaPCTBEHN B3aUMOASHCTBUA HA OJIMECAPTAH C IPYTH
JIEKAPCTBa, CBLP3BALIM C& BbB BHCOKA CTENEH ¢ TUIA3MERNTE DENTbLM, Upe3 H3MECTRAaHE OT MECTATA 3a
CRLP3BAHE, € HUCKA. TOBA Ce MOTBBPKAABA OT JIMIICATA HA KIMHUYHO-3HAYUMH B3aMMOACHCTBHS
MENIY OIMECAPTAH MELOKCOMMI U BapdapyH. CBbP3BAHETO HA OIMECAPTAH ¢ KPbBHHTE KJIETKH €

HCIHAUHUTENHO. CpeﬂHHHT OﬁeM Ha pasfipeseNcHue cnen HHTPABEHO3HO NPHAKCHHE € MANBLK
(16-29 1).

XHAPOXNOPOTHAZH
Cnen nepopanuo NPUIcKEHHE HA OIMECAPTAH MELOKCOMM H XHAPOXJIOPOTHA3HA E KOMOWHALIMA,

CPEAHOTO BPEME Ha IMKOBHTE KOHLEHTPALMU Ha XHAPOXNopoTHaznA ¢ ot 1,5 no 2 yaca cnel npyema.
XHApOX/IOPOTHA3K] C€ CBBP3BA ¢ TWTA3MEHHTE NPOTeHHH 68% M MMa ofem Ha pasnpenenenue 0,83 -
1,14 Vkg.

buorpancdopmanns u ekcKpenus

Onmecaprad MEAOKCOMMI

O6ukHOBeHO 06UMAT nnazMen kupbhe e 1,3 Ih (CV, 19 %) 1 e CpaBAHTENHO MATBK B CpaBHeHHE C
Yeproapobnua xpbEoTOK (okono 90 V/h). Caen eanoxpartHo nepopanso npunosetne Ha Genszan ¢ C-
oamecapTad MeaokcomMun, 10-16 % 0T paanoakTHBHOCTTA ce OTKPHBA B YpHHATA (NO-TOAMATA YACT B
PaMKuTe Ha 24 4aca OT NPUNOKEHHETO), & OCTATLKBT OT OTKPHTATA PAJAMOAKTHBHOCT CE EKCKPETHPA
BbB delleca. Mmakku npeasu cHcTeMHaTa HAMYHOCT OT 25,6 %, MOsKe Aa ce 3aK/iouH, ue
abcopbupaHuaT 0OnMecapTaH ce eNHMHHNPA 1 upes 6u6pedna excxpenya (oxono 40 %) 1 Hpes
xenaro-bGunuapna exckpenus (okono 60 %). LiAnoTo KoMH4ecTBO panuoakTHBHOCT €
HACHTH(ULIHPEHO KaTo omecapTaH. He ce oTKpuBa Apyr zHauMM MeTabonut. EHTepoxenTantuaT
MeTaboNN3bM HA ONTMECAPTAH € MHHUMAEH. Thil KATO FoNAMO KONMHECTBO ONMecapTaH ce
EKCKPETHPA 4pe3 HUBUKATA, TIPHIIOKEHHETO MY TIPH MALMEeHTH ¢ Guinapua obcTpykima e
NpoTHEONOKazaHo (8. 4.3),

TepMUHANHNAT EJIMMHHALKOHEN TIONYKUBOT Ha ONMECAPTAR Bapwpa Mexay 10 u 15 uaca crepn
MHOCOKPaTHO NepopainHo n03paHe. PABHOBCCHHTE CTaUHOHAPHH [1a3MEHH KOHLIGHTPAUHH cé
AOCTHIAT CICA MHPBUTE HAKOAKO 103K U cied 14 1HH MHOTOKDPATHO A03UpaHe He C¢ HADMIOABA
ACITLJIHUTENTHA aKyMYyJauns. br6peunnar kiupeHe ¢ okono 0,5 - 0,7 Vh u e HesaBHcHM OT g03aTa.

XHApOXJIOPOTHAZHT
XWApoXnopoTHa3Ha He ce MeTaloTHINPA K CE eKCKPETHPA TIOYTH HLAJIO B HENPO

Npubnuznrenno 60% or nepopanHo NpyIOKeHaTa 4038 Ce €NMMHHIPA B YPHHAT,
yaca. bubpeunuar kaupbHe € okono 250 — 300 ml/min, TepMUHarHUAT NOTYHKU
xuapoxnopornazna ¢ 10— 15 yaca.

KombBunauuara aa onMecapTal MENOKCOMHI H XHAPOXJ0POTHAZKA




CHcTemMHaTa HAMMYHOCT HA XUAPOXIOPOTHATH]L CE HAMANKEA ¢ OKONO 20% NPH €AHOBPEMEHHO
MPUIOKEHKE C OJIMECAPTaH MEAOKCOMUI, HO TOBA NEKO NIOHUMKEHHE HE € OT KIMHMYY0 SHAuSHME.
Kunetuxata na onmecapraH He ce NIOBIHARA OT €IHOBPEMEHHOTO TIPHADKEHHE Ha
XMIAPOXTIOPOTHASMA.

DapMaAKOKHBETHKA PN CNeRRGRYHH TpyIn

THayuenmu 6 cmapuecka svspacin (naod 65 z00unu):

Tpu xunepronuum, AUC Ha onamecapTad B pPABHOBECHO ChCTOSHHE Ce yBesnyaga ¢ okono 35 % npu
NauveRTH B cTapuecka Bb3pact (65-75 roaunu) M ¢ okono 44 % Npu MHOTO BBL3PACTHU NAUMEHTY
(z 75 ronvnw), B cpaBHEHNE C MO-MJIAAU TALMEHTH (BUxK Touka 4.2).

OrpaHnueHnTe JTaHHH TIPEANONATaT, Ye CHCTEMHHAT ISTHPBHC Ha XHAPOXIOPOTHA3NA CE HAMAIABA,
KaKTO NpH 30PABH Taka H IPH XHMEPTOHWYHE NALHEHTH B CTapuecKka Bh3PACT, B CPABHEHHE ¢ MAaIH
3ApaBi 100poBONIK.

Bvbpeuno yepeacoane.

[pu mauuenTy ¢ GuOpeuna HegocTaTburoet, AUC Ha onMecapTas 1py PaBHOBECHO CHCTOAHME Ce
yBeHuaBa ¢ 62 %, 82 % u 179 % cbOTBETHO TPU NALMEHTH ¢ JIEKO, YMEPEHO U TEXKO HAPYIIEHA
O16pena QyHKIMNS, B CPABHEHHE CBC 3ApaBH KOHTPOIH (BXK. 4.2, 4.4).

BpemeTo Ha nONYKHEOT Ha XUAPOXJIOPOTHAZHA C¢ yABIDKABA IPH MAUKEHTH C HapyIlieRa GxGpeuna
dyuxuns,

Yeprodpobro vepeacoane:

Crien eIHOKPATHO NEPOPANHD NPUIOKEHUE HA ONIMECAPTAH IIPH TALHEHTH ¢ JIEKO 110 YMEPEHO
Hapywena YepHoapotina ¢ynkumns, AUC Ha onMecapTaH B PABHOBECHO CHCTOSHHE CE YBENHYABE C

6 %o, CHOTBETHO 65 %, B CpaBHEHHE ChC CHOTBETHHTE 3APABH KOHTPONH. 2 Yaca clej NPHIIoKEHHE,
HCCBBP3AHUAT OIMECAPTAH NIPK 2APABY XOWTPOIIN, TIPH NALMEHTH C JIEKO HaPYLIeHa M NPH NalMEHTH ¢
YMEPEHO HapylleHa YepHonpobHa ¢iyHking ca cxoTeeTHO 0,26 %, 0,34 % u 0,41 %. MMpu nauvenTth ¢
yMepeHo veproapoOHo yepeskiane, cpeaHata AUC Ha onmecapTan e cblllo ¢ 65% no-Bucoka, B
CPaBHEHHE CbC CHOTBCTHUTE 3APABH KOHTPONMU, CpeannTe CTOHHOCTH HA CinaxCa CXOJIHH TIpH
NAUHEHTH € 4ePHOAPOOHO YBpeKaaHe WM IPH 34paBA HHAKMBKHAK. OnMecapTal MeOKCOMET He e
NPOYHBaH IIPH NAUMEHTH ¢ TEKKO HapymeHa YepHoapotHa dyHkuma (sx. 4.2, 4.4).

UepHoapoOHOTO yEpeaane He OKa3Ba 3HAYUMO BIHAHHE BbPXY hapMakoKMHEeTHKATA Ha
XMAPOXNOPOTHAZNG,

Jlekapersenn B3auMoaeiicTEHs

KOJ!GCQBEJICLM, ACRAPCIBO, KOEMO CE8bPI6H HCTOYHUINE KUCCAUNN.

EanospemennoTo npunoskenue na 40 mg onMecapTan MeaokcomMun v 3750 mg konecesenam
XHAPOXNOPKA NPH 34paBH Xopa € foseo A0 28% namanenne Ha Cuax M 39% Hamanenne Ha AUC Ha
onmecapTad. [o-cnabu edex - 4% u 15% namanenue Ha Cnax 1 AUC cBOTBETHO, ca Habnronaeanu,
aKO O/IMECAPTAH MeROKCOMHII Ce puiiara 4 yaca NPeaH KONECeBENaM XHAPOXIOPH,
ENMMHHALMOBNKAT NONYKUBOT Ha onMecapTad e 6un Hamaied ¢ 50 - 52%, HezaBUCHMO OT ToBa JAIH
ce [IpHnara eIHOBPEMEHHO Ay 4 uaca npenn KoeceBenam XuapoxnopH (BHX Touka 4.5).

5.3 IlpeakauHHYHH IAHHH 32 5e30NACHOCT

(A

TOKCHUHNAT NOTeHLHAN HA KOMOMHAIIMATA ONIMECAPTAH MEJOKCOMII/XHAPOXIIOP
NIPH NPOYUBAHNA 3a TOKCHYHOCT C NOBTAPALLO ¢€ I03HPaHEe 10 WECT MeceLa npy

Hlo ce oTHaca N0 BCAKO €QHO OT OTIEAHMTE BELECTEA U APYTHTE NEKAPCTBEHH 11
K1ae, OCHOBHMAT TOKCHKOIOFHUCH npHLUE/IeH opraH ca Su6peunte. KomGunaumsgr
MENOKCOMHI/XNAPOXTIOPOTHA3HIL FIPE/IN3BLKBA (YHKIMOHANHU GLEpednu npomen



pereHepaums Ha 6bOpelnTe Ha MUIBXOBE H KYHETA, BEPOATHO UPE3 NPOMANA B OnOpeunara
XeMOAMHaMKKa (HaMalena ObOpeuna nepgysua B pe3ynTaT OT XUNIOTOHHS C TYOYNHA XHNOKCHA H
TyOyna Aerenepauns Ha KneTkute). B aonb/iHeHMe KOMOMHAUMATA OIMeCcapTaH
ME0KCOMNA/XHAPOXIIOPOTHASU IPEAH3BHKBA HAMAIABAHE HA NAPAMETPUTC HA UEPESHITE KPbBHK
KIICTKH (€PHTPOLIMTH, XeMOITOOHH W XEMATOKPUT) M HaMaNsAeaHe HA TEMIOTO Ha CBPLIETO NPH
TUTEXOBE,

Te3su epextn cviuo ca Gunn Habmonasanu u 3a apyru AT peuentopry amraronnctd 0 ACE-
UHXHOMTOPH W Te M3rIeKAa ca OnK pHUMHeH OT PapMakoIOrHYHOTO NEHCTBUE HA BUCOKH 103K Ha
QITMEcapTaH MEAOKCOMMI M M3ITIEAKAG J1a HE € CBBP3aHH ¢ XOpaTa B PAMKHWTE Ha IIPENOpPBUYBAHUTE
TepaneBTHYHH J03H.

HpO)/LlBaHHﬂTa 38 F€HOTOKCHUYHOCT, KOHTO M3N0JI3BAT KOMORHaLMATA OJIMECapTaH MCIOKCOMMIT H
XHAPOXTOPOTHAZHA, KaKTO M MpH OTIOCIHHTE KOMIIOHEHTH HE €2 NTOKA3AJIN HHKAKBH NIpU3HANHK Ha
KJIHHHYHO 3HAYHMMA NCHOTOKCHYHA AKTHBHOCT.

Kauuepore}mns'r NMOTCHUHAN HA KOM6HHEL{HHT& Ha QJIMCCApPTaH MEOOKCOMHI M XHPOXIOPOTHASHA HE
€ H3CIeaBaHa, Thil KaTo HAMa A0KA3aTeNCTRa 3a KaHUCPOre€HHU e(pEKTH Ha nBaTa OTACIHHH
KOMMOOHEHT2 B YCJIOBHATA HA KNHHHYHA ynmpe6a.

Hama AokasaTelicTBa 32 TEPATOreHHOCT NMPH MUIIKH HIIH TIBXOBE, TPETUPAHH ¢ KOMOUHALASTA
onMecapTaH Mel0OKCOMHI/XHAPpOXIopoTHasna. KakTo ce ovakea OT TO3M KNAC NEKapeTBeH NPOAYKT,
(eranHa TOKCHUHOCT € HabMIOAARAHA NPY NNLXOBE, KOETO € BHAHO OT 3HAYHTENHO HAMAIEHOTO
deTanko TenecHo TErNO, NpH JeUeHHE ¢ KOMOHHBALMATA OJIMECAPTAH MEAOKCOMMII/X MAPOXIIOPOTHAZHL
No BpeMe Ha OpeMEHHOCTTa (BK. TOUKH 4.3, 4.6).

6. PAPMAIEBTHYHH JAHHHA
6.1 CnHcLK Ha TOMOIMHMTE BEUIECTBA
Hopo na mabaemrxama

MHuKpoKpHCTAJIHA HEYI03A

Marnesues creapat (E470b)
YacTuuno 3aMecTena XMAPOKCHIPOITMILEN Y1038

Duimoso noxpumue
Turanos anokcka (E171)

Tanx (E553h)

[Tonu{puaunor ankoxon) — 4acTHUHO XHAPOIUSIHPAH
Maxporos 3000

6.2 HecnBmecTuMocTH

Henpunoxumo

6.3 Cpok na roaHoct

3 roauHu

6.4 Chneunaingl YeNOBHA HA ChXpaHeMue

Jla ce chxpansABa B OpMrHHAIHATA OMAKOBKA, 34 a CE NPEAfIasH OT BJara.

6.5 Bna H chaAbpKaHKe HA ONAKOBKATA




Brucrepu (OPA/AVPVC doauo, Al donuo): 14, 28, 30, 56, 60, 84, 90, 98 u 100 PpunMupanu
TabNeTKN B KAPTOHEHA KYTHA.

He BCHUKM ONAKOBKH MOXKE /1 Ca MyCHaTH Ha nasapa.
6.6 CneusaiHa NpeINa3sHH MEPKU NPK UXBLPANHE
Hsma cneunaniy M3HCKBaHHS,

Belurk Hen3nos3Bant NpoaykTH WK OTNAAHK MaTEPHANU TpAGBa Ja Ce YHMUIOKABAT ChIIACHO
MECTHWUTS WINCKBAHUS.

7. MIPUTEXKATEJ HA PASPEIIEHHETO 3A YIOTPEBA

KRKA d. d., Novo mesto, Smarjeska cesia 6, 8501 Novo mesto, CroBeHns

8. HOMEP(A) HA PA3PEIIEHHETO 3A YIIOTPEEA

Ko-Onumectpa 20 mg/12,5 mg Gunmupanu tabnetion —Per Ne 20120427
Ko-Onumectpa 20 mg/25 mg ¢unmupann tabnetkn—Per Ne 20120426

9.  JAATA HA IBPBO PASPENIABAHE/TIONHOBSBAHE HA PASPENIEHHETO 3A
YIIOTPEBA

Hara na mepeo paspeiuasane: 23.08.2012
Jara Ha nocnenno noaxoksBane: 15.05.2017

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

24



