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Kpamxa xapaxmepucmuxa na npogyxkma

1. UME HA JIEKAPCTBEHHUA ITPOAYKT
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2 KAYECTBEH H KOJIHHECTBEH CbCTAB

Ko-Onumectpa 40 mg/12.5 mg duamupanu tadieTkH
Beaka duamupana tadbnerka cwabpka 40 mg onmecapran MeaokcoMmun (olmesartan medoxomil) w
12,5 mg xuapoxyoporuasua (hydrochlorothiazide).

Ko-Oaumectpa 40 mg/25 mg ¢uamMupaHu TadAETKH
Beska puaMupana tabaerka cbabpxka 40 mg oamecaprad mMeaokcoMmun (olmesartan medoxomil) w
25 mg xuapoxisoporuasua (hydrochlorothiazide).

3a MbJIHUA CINTUCHK HA NMOMOLILHUTE BElECTBA, BUKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
MduamupaHa tabaerka

40 mg/12,5 mg ¢uamupanu Tabnerku ca: 0eaun 10 nouTH Oesn, KpbIiu PUaMHpaHu TabNETKH, ¢
pesedHo obo3Hauenne C3 o1 eaHaTa cTpaHa Ha tabaeTkara, ¢ amamersbp 12 mm

40 mg/25 mg puamupanu Tabnetku ca: 6eau A0 NoyTH Oenu, OBATHH ABOHHOM3MBKHAIH PUIMHPaHH
TabNeTKH, C ACUTETHA YepTa OT ABETE CTPaHH, ¢ pasMepu 15 mm x 8 mm. Jlenurennara yepra e
CaMo 3a YJIECHABAHE Ha CHYIBAHETO C LIEJI NO-JIECHO NOrIbIIAHE, a HE 1a pa3/ie/is Ha PaBHHU JAO3H.

4. KJUHHYHH JAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA

JleyeHue Ha eceHLHaAIHA XHIICPTOHHA.

KomOuHauunure ¢ pukcupana nosza Ko-Onumecrpa 40 mg/12.5 mg v 40 mg/25 mg ca noka3aHu npu
MaUHEHTH, YHETO apTEPHAIHO HAJIATaHE HE C€ KOHTPOJIUpA a/IEKBATHO MNPH MOHOTEPArHs ¢
oJimecapraH meaokcomu 40 mg.

4.2 JlO3MpOBKA H HAYHH HA NPHJIOKEHHE

lo3upoBka

Bb3pacTuu
[IpenopbunTanara ao3a Ha Ko-Onaumectpa 40 mg/12.5 mg wau 40 mg/25 mg e eaHa tabnerka Ha JieH.

Ko-Oaumectpa 40 mg/12.5 mg Moxke aa ce npujiara npy nauHeHTH, YHETO KPbBHO
KOHTPOJIMpa a1EKBATHO CaMO € osiMecapTaH Meaokcomua 40 mg.

Ko-Onaumectpa 40 mg/25 mg Moxke aa ce npuiiara rpu naudeHTH, YHETO KPbBH
KOHTPOJIMpa a1eKBAaTHO OT KOMOMHaUMA ¢ pukcupana no3a Ko-Oaumecrtpa 40



3a y100CTBOTO Ha NAUKMEHTH NpUEMALLiM OJIMECAPTAH MEAOKCOMHA H XHAPOXNOPOTHA3HWA B OTAEJHH
TabneTkH, Te morar aa ce 3ameHaT ¢ Ko-Onumectpa 40 mg/12,5 mg u Ko-Onumectpa 40 mg/25 mg,
ChABPXKALUH CHLIMTE JO3H HA JIEKAPCTBEHUTE BELLECTBA.

Ko-OmumecTtpa 40 mg/12,5 mg u Ko-Onumecrtpa 40 mg/25 mg Morar na 6b4aT NpHEMAHH CBC HAH
6e3 xpaHna.

Crapuecka Bb3pacT (Ha BbL3pAcT 65 UK noBede roAnWHH)

[Ipu nauKeHTH B cTapyecka Bb3pacT Ce Mpenopbysa €XHa U CbLUA 1032 OT KOMOHHALIMATA KaKTO NpH
Bb3PACTHM.
Heobx0AMMO € BHHMATEJTHO MOHHTOPHpaHe Ha KPbBHOTO HansraHe.

bnOpeuno yspexaane

Koraro Ko-OnnmecTpa € NpoTHBONOKA3aH NPH NAaUHEHTH C TexXKo ObOpeyHo yBpexaase
(kpeaTHHMHOB KJIHPBHC <30 ml/min).

[Topaay OrpaHXYEHUAT OMNKT HA TNpUIAaraHe Ha No-BMCOKH A034 NPH Ta3H rpyna OT NALHEHTH
MAaKCHMATHATA 1038 Ha OJIMECAPTaH MEIOKCOMMII NPH MALMEHTH ¢ JIEKO 10 YMepeHo ObOpeuno
yspexaaHe (KpearTHHHHOB KIHpbHC 30 — 60 ml/min) e 20 mg onMecapran MEAOKCOMHI BEAHDBXK
NHEBHO, KaTO € NPENOPLYUTENEH NEPHOAHYEH MOHUTOPHHY .

[Mopanu Toea Ko-Onumectpa 40 mg/12,5 mg u Ko-Onumectpa 40 mg/25 mg e npoTHBONOKa3aH NpH
BCHUYKH cTaaWH Ha ObOpeuHo yBpexnaHe (BHK TOMKH 4.3, 4.4, 5.2).

YepuoapolbHo yBpexaaHe

Ko-Onumectpa 40 mg/12,5 mg 1 40 mg/25 mg Tpabsa na ce v3inon3sa ¢ NOBHLIEHO BHUMAHKUE FMIPH
NalMEHTH € JIeKO HepHOoApoOHO yBpexaaHne (Bx. ToukH 4.4, 5.2). [lpenopbusa ce CTPHKTHO
NpocneAABaHe Ha KPbBHOTO HanAraHe H 6b0peyHaTa QyHKUHUS NPH NALMEHTH € YEPHOAPOOHO
yBpexXaaHe, KOHTO NOMy4yaBaT AMYPETHLH H/HAK APYMH AHTHXHNEPTEH3HWBHH JiekapcTsa. [1pn
NaUHEHTH ¢ YMEPEeHO 4epHoApoOHO YBpexIaHe, ce NpenopbyBa MbpBoHauaiHa a03a oT 10 mg
OJIMECApPTaH MEOKCOMWN €1HOKPAaTHO AHEBHO, KATO MAKCHMATHATA /1032 He TpAOBa Aa Ha[BHLLABA
20 mg BeaHb AHEBHO. HAMA OMHUT OT NPHUIOKEHHETO HA ONIMECAPTAH MEAOKCOMMHIT NPH NaLUWHEHTH C

TEXKKO YePHOAPOOHO yBpexaaHe.

[Topaau Toea Ko-Onumectpa 40 mg/12,5 mg n 40 mg/25 mg He TpabBa na ce U3ros3Ba nNpy NauHeHTH
C TEXKKO YepHOoApOOHO yBpexaaHe (Bx. TOUKH 4.3, 5.2), KAKTO K NPH X0J1eCcTa3a H #Tb4yHa
oOcTpyKunA (BXK. TO4YKa 4.3).

ITeouampuuna nonyaayus

bezonacHocTTa M epuxacHocTTa Ha Ko-OnumecTtpa 40 mg/12,5 mg » 40 mg/25 mg npu aeua
IOHOLHK noA 18 roouHK He e ycTaHoseHa. Hama Ha pa3nofoKeHHe HalHYHH A3HHH.

Ha4yuH Ha NpuiokKeHHe
Tabnerxara Tpabea na ce nornblla ¢ AOCTATHYHO KOJHYECTBO TEUHOCT (Hanp. €Ha Yaila Boja).
Tabnerkara He TpabBa Aa ce AbBUYE H TPAOBA 1a ce B3EMa NO €QHO H ChHIIO BPEME BCEKH IEH.

4.3 IIpornBonoxazaHus

CBpBbXYYBCTBUTEIHOCT KbM aKTUBHUTE BELLECTBA, KbM HAKOE OT NOMOLIHHWTE BELLECT Bﬁ)ﬂw
6.1) WIK KbM IpYTH BEWLECTBA, NPOU3BOAHH HA CyNPOHAMUAWTE (Thil KATO XHAPO
NEKAPCTBEH MPOAYKT CYNHOHAMHAHO NPOH3BOAHO).

b1OpeuHo yBpexaaHe (BHX TOUKH 4.4 u 5).



PedpakTOopH2 XHNOKANHEMHA, XHNEPKAIUNEMHA, XHNOHATPHEMHUA H CHMNTOMATHYHA
XUNepypHKeMHs.

YMepeHO H Texko HepHoApoOHO yYBpexaaHe, XoJiecTasa u OnunnapHa o0cTpyKLUHA (BUXK TOUKa 5.2).
Bropu 1 TpeTu TpUMECTLD Ha OpemMeHHOCTTA (BXK. TOUKH 4.4 U 4.6).

EanospemenHara ynotpeba Ha Ko-OnumecTpa ¢ anMCKHpeH-ChbAbpXaLluH NPOAYKTH €

NPOTHBOMNOKA3aHA NMPY NALIUEHTH Cbe 3axapeH anaber unu 6ubpeuno yspexaane (GFR <
60 ml/min/1,73 m2) {(Bx. Toukn 4.5 u 3.1).

4.4 CnenHAIHK NPEIYNPEXKACHAA H RPeANA3HH HEPKH NPH ynotpeda

Burpectbaos obemeH aeuunr

[Tpu naunenTH ¢ 06eMeH WK coneBy AedUUMT NOpaau arpecMBHa AMYypeTHYHA Tepanus, 6eaHa Ha
COA AHETA, IHAPHA WM NOBPbLUIAHE MOXKE A3 HACTBIM CUMITTOMATHYHA XUMOTOHHA, 0CoDeHOo cnen
mbpBaTa 003a. Te3H CheToAHUA TpabBa Aa 6BAAT KOPHIHPAHH NPEIH NPHIIOKEHHETO Ha
KOMOHHaUMATA 0JIMECAPTAH MEAOKCOMMII/XHAPOXIIOPOTHA3HA.

Ipyru cbCTOAHUS, AKTHBUPALIH PEHUH-AHTHOTEH3UH-ANA0CIE€POHOBATA CHCTEMA

[1pu nauMeHTH, NPpH KOUTO CBAOBHAT TOHYC ¥ ODBOpeUHaTa QyHKLUHSA 3aBHCAT [ABHO OT aKTHBHOCTTA
Ha PEHUH-AHTHOTEH3HH-ANA0CTEPOHOBATA CHCTEMA (HANP. NP TEXKA 3aCTOHHA ChpAeHHa
HEJOCTATbYHOCT HIIH NpUIPYKaBawo OuOpeuHo 3a0onaBaHe, BKIIOYHTENHO CTEHO3a Ha ObbpeyHa
apTepHa), NEYECHHETO C IPYrH JICKAPCTBEHH MPOAYKTH, NMOBAKABALUH Ta3H CHCTEMA, BOAH J0 OCTpa
XHMOTOHHA, a30TEMHA, OJIMFOYPHA WIH, pAAKO, octpa ObOpeina HEAOCTATHYHOCT.

PeHoBackynapHa XHMEPTOHHA

[Tpu nauneHTH ¢ GUNaTepanHa creHo3a Ha GbOpeUHHTE apTEPUH KK ChC CTEHO3a HAa OKOpeuHara
apTEPHA NPH €AUHCTBEH PYHKUHOHUpall 6Opek, NPUIOKEHHETO Ha 1EKAPCTRA, NOBIHABALUHK PEHHH-
AHTHOTEH3HH-A10CTEPOHOBATA CHCTEMA, MOXE /13 IOBE/IE 10 NOBULICH PHCK OT TEXKKa XHIIOTOHHS K
6b0peuHa HEAOCTaTBYHOCT.

brOpeuHo yepexaaHne unn 6n0peyna TpaHcaHTaUns
He ce npenopbuBa NpuiokeHUeTo Ha KOMOMHAUNATA ONMecapTaH MeAOKCOMHIY/ XU POXJIOPOTHA3H
NP NaLHEHTH ¢ TeXKO OBOpeuHo yBpekaaHe (KpeaTHHHHOB KIHPBHC < 30 ml/mtn) (Bx. 4.3).

MakcumanHara A03a Ha OJIMecapTaH MEAOKCOMMJI NPU NALMEHTH ¢ Jieka A0 YMepeHa Hb0peuHa
HENOCTATbYHOCT (KpeaTHHHHOB KJIHpBHC OT 30 - 60 ml/min) e 20 mg onMecapraH MeJOKCOMHMN
BEAHLXK JHEBHO. BunpekH ToBa, NpH TakHBa NaUMEHTH KOMOHHALUMATE ONMecapTaH
megokcomMun/xuapoxaoporuasua 40 mg/12,5 mg u 40 mg/25 mg, Tpabea na ce npunara ¢ NOBHILEHO
BHUMAHHE H CE NPENOPBLYBA NEPHOAHHHO NPOCEAABAHE HA CEPYMHHA K&IHH, KPCATHHHUH U
CTOHHOCTHTE HA NHKOYHATA KUCE/THHA. A30TEMHA, CBBbP3aHa C NPUEMa HA THa3HAHH AHYDPETHLH MOXeE
Aa Bb3HWKHE NPY NAUMEHTH ¢ HapylueHa Ob0peuHa QyHkuHsa. AKo € Ha nHLe nporpecHBHo 0BOpeuHo
YBpeXIaHe, HeoOX0AMMa € BHHMATEITHA NPEOLIEHKA Ha NIeYeHHEeTo, KaTO OCHOBHO TpadBa aa ce
OOMHCIIH NPEKBCBAHE HA JIEYEHHETO C JHYPETHLA.

[Topaau ToBa koMOMHaLMATA OnMecapTad MeaoKkcoMWY/xuapoxiopTHasul 40 mg/12,5 mg u
40 mg/25 mg ¢ NpOTHBONOKA3aHa NPH BCHYKH CTaAUH Ha 6BOpeqHo yspekaaHe (BHX Touka 4.3).

Hsama onut or NMPpUNOXKCHHUETO Ha koMOHHaLIUATA OJIMCCApPTAaH MEHOKCOMHJI/KHJIPO
MALUHEHTH C HACKODO H3BLPLUICHA TPpAHCINAHTAUHA.

YepHoapoOHo yBpexaaHe
KbM MOMEHTa HAMA ONHUT OT MPHJIOKEHUETO HA ONMECAPTAH MEAOKCOMMWA NMPH




20 mg onmecapraH MeIOKCOMHI. OCBEH TOBA, MA/IKH NMPOMEHH BbB BOAHO-EJIEKTPOJIMTHHA 0anaHc no
BpEME Ha NEYEHUETO C THA3HIH MOraT /1a peAn3BHKAT YEPHOAPOOHa KOMA NPH NALMEHTH C
HapylleHa YepHOApoOHa GyHKUHA WK nporpecHpailo 3abonasaHe Ha YepHHa Apo0. 3aTosa TpaOBa
1a ¢e M3NoJI3Ba KOMOHHALHK O/IMECapTaH MEAOKCOMHUIL/ XHAPOXIIOPOTHA3HA NPH NALUCHTH C TEXKKO
YEpPHOOPOSHO yBpeXaaHe, XoecTasa v OunnapHa o6CTpyKUMs € MPOTHBOMOKA3AHO (BXK. TOYKH 4.3,
5.2).

U3ncKBa Ce MOBHLLEHO BHHMAaHHE MPH NAUHEHTH € JIEKO 10 YMEPEHO 4epHOAPOOHO YBPeKAAHE (BHK
Touka 4.2).

CTeHO3a HA a0PTHATA WKW MHUTPAJHATA Knana, oOCcTpyKTHBHA XHNIEPTPOdHUHA KADAHOMHONATHS
[Toao6HO Ha APYTrH Ba30AWIATATOPH € HEOOXOAUMO BHUMAHHE NPH NAUKHEHTH CbC CTEHO3a Ha

aOpPTHATa WM MHTPAJIHATA KJ1amna, KAKTo H ¢ 0OCTPYKTHBHA XHNEPTPOdHYHA KAPAHOMHONATHA.

[IbpBHYEH XHNIEPANAOCTEPOHHIBLM

[laLHeHTHTE C MbPBHUEH XHITEPAIAOCTEPOHH3BM MO NMPHHLUHMN HE OTFOBAPAT HA JICYEHHUE C
AHTUXHMNEPTEHINBHH IEKAPCTBA, AEHCTBALLHN Ype3 HHXHOHUPaHE HA PEHHH-aHMMOTEH3HH
anaocTepoHOBaTa cUcTeMa. ETo 3awo npy Te3n NaLreHTH HE CE NPENOpbLUBA NPUICKEHHETO Ha
o/IMECapTaH MEAOKCOMHMIL.

MeTab0AUTHY U EHAOKPHHHU e(EKTH

JleueHHETO ¢ THA3HAHK MOXE [a HapYLIH IIoKO3HuUs TonepaHc. [1pH nauneHTd ¢ 1abeT Moxe aa ce
HATOXKHK KOPEKLIHA Ha 103aTa Ha HHCYJIHHA WIH NEpOpanHUTe aHTHAHADETHH NIEKApCTBa (BHX TOYKA
4.5). o BpeMe Ha IEYEHHETO € THAZUIN MOXE J1a Ce NPOABH JIATEHTEH 3aXapeH nuader.

[MoBHiLABaHETO HA HHBATA HA XOJIECTEpONa M TPHIIMLEPHAKTE Ca HEXETAHH JIEKAPCTBEHH peakurH,
32 KOMTO € H3BECTHO, Y€ Ca CBbP3aHH C TEPanMua ¢ THa3UIEH QHYPETHK.

Moxe Aa Bh3IHMKHE XMNEPYPUKEMHA WITH MOXKeE Aa ce 00OCTPH nojarpa rnpu HAKOH NMaudeHTH B
pE3YyJITAT OT JICYEHHETO C THA3HAM.

EnexkrponureH aucbananc

KaxTo npu BCekH MauyeHT, Noy4asall AUYpeTHYHA Tepanug, TpAOBa 1a ¢ce H3BBPLLBA NEPHOAHYHO
onpeaensiHe Ha CEPYMHUTE ENEKTPOIUTH MMpe3 NOAXOAALN HHTEPBAIH.

TuazuauTe, BKAIOYHTETHO XHAPOXJIOPOTHA3KH, MOTaT Aa NpeaAn3BUKAT AHucdanaHe Ha TEHHOCTUTE WK
eJIEKTPONIMTHTE (XHINEPKAIUEMHA, XHINIOKANEMHA, XHITOHATPUEMHSA, XHMOMArHE3HEMHUA H
XHNOXJIOPEMHUYHA anKaio3a).

[lpenynpeaHTeNnHUTE MPH3HALIK HA 3aAPbKKA HA TEYHOCTH HIH €REKTPONUTEH AHCOaNaHC ca CyXoTa B
ycTarta, )kaxia, cnabocT, netaprus, CbHIHBOCT, 6€3n0KOHCTBO, MYCKYHH DOJIKH HAH KpaMny,
MYCKYJIHA YMOPa, XHIOTOHMSA, ONHIYPHS, TaXHKapAHS H CTOMALLHO-YPCBHH CMYLLCHUA KaTo rajieHe
HJAK NOBpbLUAHE (BX. ToYka 4.8) .

PHCKDBT OT XHMOKANHEMHS € Hal-TONSM NPH NALKEHTH ¢ LUPO3a Ha YepHHUA Ap0O, NPH NaLKHEHTH, C
yCHNEHa UYpe3a, MPH NALMEHTH, KOWTO MONYy4aBaT HEANEKBAaTEH NMEPOPA/IEH NPHEM HA CIEKTPOJIUTH
H MPH NaLHEHTH, NEKYBAaHH €JHOBPEMEHHO ¢ KopTHkocTeponan Wi AKTX (snx pasaen 4.3).

ObparHo, nopaay aHTaroHW3bLM Ha aHrnotensuH-11 peuenropure (AT1) upes cbcTaBkaTa onmecapTan
MEAOKCOMWI OT KOMOHHALIUATA 0JIMECAPTAH MEAOKCOMHJI/ XHAPOXIJIOPOTHA3HA MOXKE 1d Bb3IHHKHE
XHnepKanueMus, 0coBeHO NMpH HaNKWUKeTO Ha OBOpEUHO YBpEXIaHe H/HAHK ChPACUHA HEAOCTATBYHOCT
u 3axapen auaber. [IpenopbuBa ce ai€KBaTHO NPOCNEAABAHE HA CEPYMHHA KAIMH NPH NALUEHTH C
puck. Kanuit-cbxpanapaiiu 1nypeTiLM, KaHesr 106aBKH WIH KaanH-ChIbpikallih 3aMgcT WP

CONITA K APYTH JIEKAPCTBEHH NPOAYKTH, KOWUTO MOTAT Ja NOBULLIAT CEPYMHHTE HHUBA P

MeZOKCOMMWI/XHAPOXTOPOTHA3KUA (BX. TOUKa 4.5).




Hsma goka3atencrsa, de onMecapTad MeAOKCOMHI MOXE a HaMallH WKW NpenoTBpaTH
XHMOHATPHEMHATA, HHAYUHUPaHA OT AHypeTHuMTe. JleDHUHTBLT Ha Xn0p OOHKHOBEHO € NeK U
OOMKHOBEHO HE U3UCKBA NEUEHHE.

TuazuayTe MOTaT A3 NOHMWKAT EKCKPEUHATA HA KAILHWIA C YPHHATA H Aa NPEAH3BHKA HHTEPMHTEHTHO M
NeKO NMOBHILEHHE Ha CEPYMHHUSA KAILUMH NPH OTCbCTBUETO HA H3BECTHH HApYIUEHHA HAa KaJILHEBUA
meTabonusbm. XunepkanuHeMusaTa Moxe Aa Obae A0Ka3aTeNCTBO 33 CKPUT XMNEPNApaTHPEOHIHIBM.
Tuasnaure TpsOBa Aa ObaaT npeycTaHOBEHH NpPEAH NPOBEKIAHETO HA TECTOBETE 32
NapawMTOBHAHATA PYHKUHA.

Tua3zuauTE ca NOKa3aNy, Ye yBeHYaBaT YPUHHATA EKCKPELIMA Ha MArHe3uH, KOEToO MOXeE 1a AoBeae
N0 XHIMOMAarHe3UeMHs.

HHJIYLI,HGHHE XHMNOHATPHEMUA MOXKE N8 Bb3HHKHE 1pH €1€MATO3HH MNALUHEHTH B TOpCLO BPpCMCE.

JuTni

[Mono®Ho Ha Apyrd KOMOHHAUMK HA AHTHOTEH3HH-I]-peuenTopHH aHTArOHHCTH ¥ XMAPOXNOPOTHA3UA,
HE Ce NPENoPbUBA €HOBPEMEHHOTO NPUNOKEHHE Ha OIMECAPTAH MeIOKCOMW/XHAPOXNOPOTHA3KA C
NUTHRA (BX. pa3aen 4.5).

Lnpy-noaobHa eHreponaTus

B MHOro peiky Cily4yad ce cbobilasa 3a TexKa, XpOHHUYHa HapHs CbC 3HAYMTENHA 3aryba Ha Terno
MPH NALHEHTH, MPHEMALLH OIMECAPTAH HAKONKO MeceLla 0 FOAHHH cnell 3arnoYBaHe Ha NICYCHHETO,
BEPOSTHO NMPUYUHEHA OT NOKANH3HPAHA peaKLys Ha CBPbXYYBCTBHTENHOCT OT 3abaseH THN. HUpesHuTe
OMOTNICHH Ha MaLHEHTHUTE YeCTO MNOKAa3BaAT BUIIO3HA aTPOPHA. AKO NPH NMALUKEHT CE MOABAT TE3U
CUMIITOMM MO BPEME Ha JIYEHHETO ¢ ONMecapTaH, TpadBa aa ce W3KIoUH apyra eTHonorus. Tpabsa
11a C€ HMa NpeABHA NPeKbCBaHE HAa NMPUEMa Ha ONMECapTaH MELOKCOMMII B CIYYaH, NMPH KOKTO HE €
YyCTaHOBEHA Apyra eTHonorusa. B cinyyau, korato CHMIITOMHTE W34YE3HAT H WINPY-noaodbHa
EHTEpOMNaTHA € JI0KazaHa ¢ OUONCHA, IEYEHHETO C ONMecapTaH MeJOCKOMMWI He TpsOBa Aa ce 3anoysa
OTHORO.

ETHuuecku ocobeHocTH

[MoaobHo Ha Apyry aHrHoTeH3HH 1l peuenTopHu aHTaroHUCTH, ePeKTHT HA OJIMECApTaH MEAOKCOMHI
BbpPXY KPbBHOTO HAJIATaHE NPH YEPHOKOXXHK NaLHEHTH € No-cnad, B CpaBHEHHE C OCTAHANHTE
MaLHEeHTH, KOETO Haii-BEPOATHO ce ODACHABA C HUCKWUTE HUBA HA PEHHH NPH YEPHOKOXKHUTE
XUNEPTEH3IHBHH MALIHEHTH.

AHTH-IOMUHT TECT
XHApOXJIOPOTHA3K, ChABPXKALI C€ B TO3H NIEKAPCTBEH NPOAYKT MOXKE a 1OBEAE N0 NOJOKHTENEH
pe3yNTaT NPH AHTH-AOMNKHT TECT.

bpeMeHHoCT

[lpunaraneTo Ha anruoTteHsuH I peuentopruTe aHTaroHuetH (AIIRA) He Tpabea na 3anousa no
Bpeme Ha OpeMeHHOCT. OCBeH, aKO NPOAL/DKUTENHATA TEpanus ¢ aHrHoTeH3HH 11 peuenTopHuTe
aHTtaroHucTH (AlIRA) He ce cMATa 33 XKH3HEHO HEODX0ANWMA, NALUMEHTKHTE, KOHTO MU1aHHPAaT Ja
3a0pemMeHesT, TpadBa aa NpeMUHAT KbM &JITEPHATHBHO AHTHXHNEPTEHIHBHO JIEYEHHE, KOETO HMA
ycTaHOBeH Npodua Ha 6ezonacHocT 3a ynotpeba no Bpeme Ha OpemeHHOCT. [1pH AMarHocTHuMpaHe Ha
OpeMeHHOCT, neuerueTo ¢ aHrHoTeH3uH 11 peuenropuure aHtaronucty (AHRA) Tpabea nezabasHo na
ce NPeyCTAHOBH H aKO € YMECTHO, Tpa68a 11a ce 3anoyHe aNTEPHATHBHA Tepanus (BX. TOUKH 4.3 H

4.6).

Hpyru
KakTo npy BCAKO aHTHXHIEPTEH3UBHO IEKAPCTBO, CWIHOTO MOHHXXABaHE HA KPbBH
NALKUEHTHTE ¢ HCXEMHUYHA BOJTECT Ha CHPUETO WM aTEPOCKIEPO3a HA MO3ZBYHHUTE C

NOBEAE 10 MHOKAPAEH HHPAPKT UM MHCYJIT.




Peakuun Ha CBPBLXUYYBCTBUTEIHOCT KbM XHAPOXJIOPOTHA3HI MOXKE 13 HACTBMNAT MPH NaLHEHTH C HIH
6e3 npeaxoAHa aHaMHe3a 3a ajleprus WnK OPOHXHANTHA acTMa, HO € FI0-BEPOATHO [1a CE€ pa3sBHUAT MPH
TE3W ¢ TaKaBa aHaMHe3a.

[Ipu ynorpebara Ha THA3MAHM AUYPETHLHM C€ ChoOLWaBaT ek3auepOaLMH HAW AKTUBHPAHE Ha NYITYC
epUTEMaTOAEC.

JlBoiino 610KHpaHe HA pEHWH aHTHOTEH3HH -anaocTepoHosaTa cucTeMa (PAAC)

HUma naHHH, ye eaHospemenHaTa ynotpeda Ha ACE vHXUOUTOPH, aHrHoTeH3HH ll-peuenTopHu
O110KepH UK ANUCKHPEH NIOBHLLIARA DUCKA OT XHITOTOHHA, XHNEPKATHEMHA H HAMAJTABAHE Ha
ObOpeuHara PyHKUMR (BKAIOYHTENHO ocTpa OuOpeuna HeaoctaTbuHocT). [lopagu ToBa He ce
npenopbyea ABoiHO 6nokupaHe Ha PAAC upe3 koMOrnupaHarta ynotpeba Ha ACE nHxubutopw,
aHruoTeH3unH ll-peuenropHu 60kepu WK anuckupeH (BXK. Toukn 4.5 1 5.1).

AKO ce NpeLeHy, Ye TepannaTa ¢ nBoiHO OnokupaHe e abconoTHo HeoOxoaHMma, Toea Tpabea aa
CTaBa caMo nojA HabMIOAEHHETO Ha CNICLHANTHCT U NPH YECTO BHHMATENHO MOHHTOPHPAHE Ha
O0BbOpeuHaTa PyHKLHUA, CIEKTPOJIUTHTE H KPBBHOTO HAJIAraHe.

ACE nHxubutopH U aHruoteHsuH ll-peuentopHu Onokepu He TpabBa a ce H3INON3BAT EAHOBPEMEHHO
MpH NALKEHTH ¢ AHabeTHa HedponaTHAa.

HemenaHOMEH pak Ha Ko)kaTa

B aBe enMaeMHONOrHYHH NPOyUBaHHKA, OCHOBABALIH CE€ HA JATCKHA HALIMOHAIEH PAKOB PErHCTHP, €
HabnoaaBaH NOBHLLEH PUCK OT HeMelaHOMeH pak Ha koxxara (HMPK) [6azannoknerbueH kapLumnHOM
{BKK)} n cxsamo3HokneTbueH kapuuHoM (CKK)] npu HapacTBalla €eKCno3HLMs HA KyMy/JaTHBHA 0033
xuapoxyiopotnasua (XXT3). Gorocencnbunusupawnre epexrn #a X XT3 morar na neCTBAT KaTo
BEPOATEH MEXaHH3BM 3a pa3suTHe Ha HMPK.

[TauueHTure, npuemamd XXT3, Tpabsa na 6baar undopmupanu 3a pucka or HMPK 4 chBerBanu
pEIOBHO J1a NPOBEPABAT KOXATA CH 34 HOBH 1Ie3UM M He3abaBHO aa cbobLuaBaT npu noAsa Ha
NMOAO3PHTENHH KOXHH Ne3un. Ha nauvenTHTe TpaOBa Oa ¢ce npenopbyaT Bb3MOXKHH MPEBAHTUBHHA
MEPKH, KaTO OrPAHNUYEHO H3/1araHe Ha CTbHYEBA CBET/IHHA M YJATPABUONETOBH J1bUH, a B Cydait Ha
€KCMO3MULIHA, NOAXO0AALLE 33LIKTA, 3a Ja Ce CBEJE 10 MMHHMYM PHCKBT OT PaK Ha KOXaTa.
[Tono3pUTenHUTE KOXKHH J1e3HU TpaOBa Aa ObAaT NOANOXKEHH Ha He3abaBHO H3CNEABAHE,
MOTEHIIMANHO BKJTIOYBALUO XHCTONOTHYHH H3caeaBaHnua Ha Buoncuunu Mmatepuan. [lpepasrnexaane
Ha ynoTtpebaTta Ha X XT3 MOXe fa ce HAJ10XKH H NPH NAUHEHTH, KOUTO ca umanu npeaxoacH HMPK
(BK. ChuUIO TOYKA 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT
Cnea npueM Ha XHAPOXJIOPOTHAZHA Ce ChOOIABAT MHOIO PEKH TEXKKH C/IyYyaH Ha oCcTpa

pPECNHPATOPHA TOKCHYHOCT, BKJIIOYHTENHO ocThp pecnupatopeH auctpec cuuapom (OPIIC). Cnen
NPUEM HA XHAPOXJOpOTHa3ua oOHKHOBEHO ce pa3BuBa DenoapobeH OTOK B pAMKHTE HA MHHYTH [0
yacose. B Ha4anoTo CHMIITOMHTE BKJTIOUBAT AHCITHENA, NMOBHLLIEHA TEMNEpaTypa, BIOLIABAHE Ha
benoapodbHaTa PpyHkuKa U xunotoHus. Ilpu comuerue 3a OPJIC Tpabea na 6bae cnpaH npueMbT Ha
Ko-OnumecTpa H fa ce NpiIokH NoaAxoaawo JeyeHne. XHapoxnopotuasna He TpabBa na ce npunara
NPH NALMEHTH, KOUTO NpeaM ToBa ca nonyuasand OPJIC cnea npueM Ha xHOpoxiiopoTHasuAa.

XoponaaneH 3/1KB, OCTPAa MHOMHKHA H BTOPHYHA 3aKPHTObIBJIHA FNaykoMa
CyndoHaMUANTE WK NleKapcTBaTa, NPOU3BOAHH Ha Cy1POHAMHAKTE, MOTaT 1a NpeAN3BHKAT
HIHOCHHKDATUYHA peaKkuHs, BOAELWA A0 XOPOHAAIEH UTHB ¢ AePEKT Ha 3PUTENIHOTO NoJe, NPEXOaHa
MHOTIHA H OCTpPa 3aKPHUTOBIbIHA riaykoMa. CHMNTOMHTE BKJIKOYBAT B HAHAIOTO OCTPO MOHUKEHHE Ha
3pUTETHATA OCTPOTA MY O4YHA 60/Ka, H OOMKHOBEHO C€ MOABABAT B PAMKHTE Ha 4acoBE A0 CEAMHUN
OT Ha4anoTo Ha jeveHneTo. HenekyBaHarta, ocTpa, 3aKpUTOBIbHA INTaYKOMa MOXKE 1A 1%

KOJIKOTO € Bb3MOXHO No-CKopo. HaBpeMeHHO TeueHHe Wi XUpypruyyHa HHTEPBEHLYS
HANOXH Aa ¢ce OOMHCNAT, aKO BbTPEOYHOTO HanaraHe oCTaBa HEKOHTPOJMpaHo. Pu g
33 Pa3BYMBAHE HA OCTPA 3aKPHTOBIBIIHA INIayKOMa MOXE Aa BKJIIOYBAT aHAMHE3a 32 &
cyAdOHAMMIN WK NICHULILIHHH,



4.5 BiammopeilicTBHE ¢ APYrH JJeKAPCTBEHH NPOAYKTH H APYrH pOpMH HA BIAAMOXCHCTBHE
NoTeHNHAIRA B3aHMOAEeHCTBHA, CBLP3AHMA € OJIMECAPTAH MEAOKCOMMJI H XHAPOXIOPOTHA3HA:
Ednoepemenno npuiodcenue ne ce npenopvied ¢

JluTui

[Tpy eOAHOBPEMEHHO NPWIOKEHHE HA NHTHH C UHXHOHTOPH Ha AHFHOTEH3HH-KOHBEPTHPALUHA €H3UM H
aHruoTeH3HH- [1 peuenTopHy aHTAarOHUCTH € HabNOaaBAHO OOPAaTHMO NOBUILLIEHHE HA CEPYMHHUA
AUTHHA U TOKcUYHOCTTA MY. OCBEH TOBa, OBLOPEUHHAT KIMPBHC HA TMTHH Ce peayurpa OT THa3MIHN U B
pe3y/iTaT Ha TOBA PUCKBT OT IMTHEBA TOKCHYHOCT ce noBHiuasa. ETo 3auo He ce npenopbysa
€AHOBPEMEHHOTO NPHI0XKEHHE HA NHTHH C KOMOHHALMHKUTE OnmMecapTaH MEAOKCOMMI
/XHUAPOXNOPOTHA3HKA (BX. TOUKA 4.4). AKO €AHOBPEMEHHOTO NPHNAOKEHHE € HAUTOXKHTENHO C¢
Npenopb4yBa BHUMATEJHO NPOCACASBAHE HA CEPYMHUA JINTHHA.

Eonoepemennama ynompeba uzuckea noeuuieHo HUManue

baknogeH
Moxe na HacTbIH 3aCHIBAHE HA aHTUXHNEPTEH3HBHOTO ACHCTBHE.

HecTeponaHu NpoOTHBOBb3NAIUTENHY JEKAPCTBEHH NPOAYKTH

Korato anruoreH3uH |l peLenTOpHATE aHTArOHUCTH Ce MPUIAraT €JHOBPEMEHHO ¢ HECTEPOHIHH
MPOTHBOBb3NANTHTENHH NekapcTBeHH NpoaykTH (HCTIBI )Y Hanp. cenektuBHn COX-2 nHXHOHTOPAH,
aLUETWICANULIWIOBA KHCeNHHa (> 3 g/NeH) U HECeNIEKTHBHH HECTEPOUAHH NPOTHBOBbLINAIUTETHH
nexkapctea (HCIIBJI)), moxe na HacTBNH OTCabBaHE HA AaHTHXHMIIEPTEH3UBHHUA eeKT.

[IpH HAKOW NauHeHTH ¢ HapylueHa ObOpeuHa PyHKUUA (HANp. AeXHApaTHPaHH NMaUHEHTH WY
MaLMEHTH B CTapyecKka Bb3pacT C HapylleHa Ob0peuHa pyHKUHA) e AHOBPEMEHHOTO MPUIIOKEHHE HA
aHrHOTEH3MH [l aHTAroHKCTH W NEeXapCTBa, KOUTO HHXHOHPAT LHKNOOKCHIeHa3aTa MOXKeE Aa AoBeae N0
NO-HATATBLIWHO BAOWAaBaHe Ha ObOpeuHaTa QyHKLUMA, BKNIOYHTETHO BB3MOXKHO Pa3BUTHE HA OCTpa
O01OpetHa HEROCTaTBYHOCT, KOATO OOUKHOBEHO € oOpaTuma. CneaosarenHo, koMOHHauHATa Tpadsa
[1a ce npujiara ¢ NOBHWEHO BHUMaHNE, 0cobeHO B cTapyecka Bb3pacT. [lauventure Tpsabsa na 6npar
aJieKBaTHO XHApaTHpaHH H TpAOBa Aa ce oOMHUCIIH npocneassaHe Ha ObOpedHaTa PyHKUMs crien
3aMoYyBaHe Ha KOMOHHHUPAHOTO ACYEHHE U NEPHOAHUHO Cled TOBA.

Eonospemennama ynompeba, Koamo o0a 6v0e 83ema noo éHuManue

AMHOOCTHH:
Moe 1a HacTbMH MNOTEHLMPAHE HA AHTUXHMEPTEH3UBHHA e(EKT.

JpyrH aHTUXHNEPTEH3UBHH NEKAPCTRA.
Moske aa ce 3aCH/IH MOHHXABALUHA KPBBHOTO HaJAraHe epeKT Ha onmecapras

MEIOKCOMHMII/XUAPOXJIOPOTHA3HANPH €HOBPEMEHHA yNOTpeda ¢ Apyru aHTHXHNEPTEH3IUBHH
JIEKAPCTBEHH MPOLYKTH.

Ankoxon, ba aTH, HAPDKOTHYHH BELLIECTBE WIH AHTHAETIPECAHTH:
Moxke aa HacTbNH NOTEHUMpPaHe Ha OPTOCTATHYHATA XHMOTOHKUA.

IloTeRnHANTHHA B3AHMOAEHCTBHA, CBbLPIAHH C 0JTMECADPTAH MEAOKCOMH.L-

Eonospemennama ynompeba ne ce npenopousa

JlexapcTBeHU NPOAYKTH, NOBJIMABALUN HUBATA HA KANMIA:
B3 OCHOBA HA onMuTa OT yrnoTpedaTa Ha APYrH JIEKAPCTBEHH NPOAYKTH, NOBIHABALL

AHT'MOTCH3HHOBATA CHCTEMA, €EAHOBPEMEHHOTO U3MNOJI3BAHEC HA KaJTHFI-C'bXPHHHBaLLlH pi |




KaJlMeBH 100aBKH, 3aMECTHUTE/H HA COJITA, ChAbPXKALUKM KATHHA HAH APYTH JIEKAPCTBEHH NPOAYKTH,
KOHTO MOTAT /12 NMOBMILIAT CEPYMHHTE HHMBA Ha Kanui (Hanp. xenapuH, ACE-HHXHOuTOpH) MOXKeE Na
NOBeJe 10 MOBHILABAHE HA CEPYMHHR Kanui (BX. Touka 4.4). AKO JIeKapCTBEH NIPOAYKT, KOHTO
MOBJHABA KANTHEBUTE HHBA TpAOBA Aa ce npeanucBa B KOMOWHAUMA ¢ OAMECapTaH

M€ IOKCOMHII/XHAPOXIOPOTHAZHA, C€ NPENOPbhYBA MOHHUTOPHHI Ha N1a3MEHUTE HHBA Ha KaJluH,

IlBoitHo 610KHpaHe HA peHHH AHIHOTEH3HUH -angocTepoHoara cictema (PAAC)

JlaHHH OT KIMHHYHH NPOY4BaHHA MOKa3BaT, Y€ ABOHHOTO OA0KHUpaHe HA PEHHH AHTHOTEH3HH
annoctepoHorarta cuctema (PAAC) upes komOuaupanara ynorpeba Ha ACE uHxubutops,
aHruoteHsunH [l-peuentopHu 6/10KepH HITH aANHCKUPEH ¢€ CBLP3BA C MO-BMCOKA YECTOTa HA HEXKENaHH
CLOMTHA, KATO HANPUMEP XHNIOTOHHA, XHIIEPKATHEMHA U HamanseaHe Ha ObOpeunara Qyuxuus
(BxIOUHTENHO OcTpa OLOpevHa HEAOCTATBYHOCT), B CPABHEHHE ¢ ynoTpedaTa caMo Ha elHO
cpeacTBo, AcicTeawo Bbpxy PAAC (Bx. ToukH 4.3,4.4 n 5.1).

Konecesesiam, 1EKapCTBO, KOETO C€ CBBP3BA ¢ HWIBYHUTE KHCNEHHH

EAHOBPEMEHHOTO NPHIOKEHHE HA KONECEBENaM XHAPOXJIOPHA, JIEKAPCTBO, KOETO CBbP3Ba HILUHHTE
KHCEJIMHH, HAMANABa CHCTEMHATA EKCIIO3UI{HA 1 MAKCHMANHATA U1a3MeHa KOHLIEHTpaLUA Ha
OJiMECAPTaH H HaMa/IABa CIMMHHALIMOHHHUSA NONYXKHUBOT (t12). [lpunoxkeHHeTo Ha onMecapTaH
M€O0KCOMMJI MOHE 4 yaca Npeay KoJIEceeBaM XHAPOXJIOPHA HAMATABA ePeKTa OT JIEKAPCBEHOTO
B3auMoaeHCcTBHE. [IpHiokeHHETO Ha oJIMecapTaH MEAOKCOMHI MOHE 4 Yaca NpeaH KoJeceeBaM
xuapoxnopua TpabBa aa ce uMa npeaBua (BHXKTE TOUKa 5.2).

Homvanumenna unpopmayun

Cnen neueHue ¢ aHTHALMAH (alyMUHHEBO- MAarHe3MeB XUapokcHa) ca Habnoaasa nexa NOHWXKaRaHe
Ha OHOHAIMYHOCTTA Ha OJIMECAPTaH.

OnMecapTaH MEAOKCOMMIT HAMA 3HauUM edeKT BbpXyY (papMakOKHHETHKaTa WK PapMakoaHHAMHKATa
Ha BapdapHH WK GapMaKOKMHETHKATa Ha JUIOKCHH.

EnHoBpeMEHHOTO NPWIOKEHHE HA OJIMECAPTaH MEJOKCOMMA M MPaBacTaTHH HAMA KITMHHYHO 3HAYHMH
edexTH BbpXy PapMAKOKHHETUKATA HA HUTO €IHH OT KOMINOHEHTHTE TMPH 3APaBH HHAHBHAM.

OnmecapTaH HAMA KJIMHUYHO 3HAYMM HHXHOUTOPEH €QEKT BbPXY YOBELIKHTE LIUTOXpOoM P45() eH3umu
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 n 3A4 uH BUTPO, H HAMA WIH UMA2 MHHHUMANHH HHAYLHpALLH
eeKTH NpH MIBLXOBE BLPXY AeACTBHETO HA uUTOXpOoM P450. He ce ouakBaT KIMHHYHO 3HAYUMH
B3aHMOJEHCTBHA MEXKAY OIMECAPTaH K IEKAPCTBEHH NPOAYKTH, METabONMH3KPAHH OT MOCOYEHHUTE NO-
ropeé UH3WMH Ha LHTOXpoM P450.

[IoTeHHAJITHH B3aAHMOACHCTBHA CBBHP33AHH € XHAPOXTIOPOTHAIHA-

Eonogpemenna ynompeba ne ce npenopvusa

JlekapCcTBEHH NPOAYKTH, NOBINABALIN HHBATA HA KATHH:
Kanuit-noHnxasawina epekt Ha XUAPOXAOpPOTHA3HA (BXK. ToOUKE 4.4) MOXe Aa ce€ MOTEHLHKpA OT

€IHOBPEMEHHOTO NPHIOKEHHE Ha APYTH JIEKAPCTBEHH NPOAYKTH, CBbP3aHH Cbe 3aryba Ha kanui H
XHMOKATHEMHSA (HANp. IPYrH KanuypeTHYHHA OHYPETHUH, aKCaTHBH, KopTUKocTepornan, ACTH,
aM(OTEPHLIHH, KApOEHOKCONOH, NEHHUMNUH G HATPUH WY NPOU3BOAHHM HAa CATMUMIIOBATA KUCETHHA).
3aToBa He ce NpenopbUBa €AHOBPEMEHHOTO MM MPUITOKEHHE.

E@HDGPEMEHHDH’IO NPUAONCEHUE, KOEMO UIUCKEU NOBUUIERO BHUMARUE

Kanuunesu conm:

TrasuaHuTe OHYPETHUH MOraT Aa NOBHILAT CEPYMHHTE HHBA Ha KaNUMi, MOpalH Ha
ekckpeuxs. Ako TpsOBa Aa ce npeanywat kanuuesu 100aBKH, cepyMHHTE HHBA Ha K
ObaaT NpocieasBaHH K 103aTa HA KAILUWHA CbOTBETHO Aa C€ KOpUrupa.




X0NecTUPAMHUH H KOJECTHIIONOBH CMOJH:
A6copOLMATa Ha XHAPOXIOPOTHA3UA Ce HApyLlaBa B MPUCHCTBUETO HA AHHOHHH ODMEHHH CMOJIH.

gHFHTﬂJIHCOBH TTTHKO3IHWIIH.

THa3Na-HHAYLMPaHa XHMOKANHEMHS HITH XHIOMarHe3HeMHs Morar fa OnaronpuaTcTBaT nossara Ha
AMTUTATAC-HHAYUUPAHH CHPAECHHH APHTMHH.

JlekapcTBeHM NPOAYKTH, KOWUTO C€ MOBIHABAT OT HADYLIEHHATA HA KANHH B cepyMa:
[TpenopbUBa ce NEpHOAHYHO NpocieasaBaHe Ha cepyMHHA kanuii  EKT', korato ce npuiara

OJIMECAPTaH MEJOKCOMUN/XUIPOXNOPOTHAZUA C JIEKAPCTBEHH NPOAYKTH, KOUTO CE NOBIHABAT OT
NPOMAHATA B CEPYMHHUSA KK (Hanp. AMrHTaAHCOBH INIHKO3WAH M AHTHAPHTMHLM) W CIIEIHHTE
torsades de pointes (kamMepHa TAXWKAPAHA) - HHAYLHPALLH JIEKAPCTBEHH NPOAYKTH (BKIIOUHTENHO
HAKOH aHTHapHUTMHLK). XHNnokanueMHaTa e npeapasnonaraw $axrop 3a torsades de pointes (kamepHa
TaxXUKapaHA):

- Knac IA aHTHapuTMMuHHK (HanpuMep XMHKUAHH, XHAPOXHHHAHH, AU3OTIHPAMHA).

- Knac 11l autnapuT™Muum (Hanp. aMHoaapoH, coTtanon, aodeTunna, HOyTHINA).

- HsakoHM aHTHNCHXOTHUM (HAaNpUMeEP THOPHAA3WHH, XJIOpPNPOMAa3HH, IEBOMEIIPOMA3HH,
TpudnyoponepasvH, LUAMETa3HH, CYIANHPHA, CYNTONPUA, AMHCYINMUPHA, TPHANMPHI, NTHMO3HLA,
Xanonepuao, AponepHaon).

- Hpyru (vanp. Genpuaunn, unsanpua, audemMaHul, epHTPOMHLIMH IV, xanodaHTpuH,
KETAHCEPHH, MU30/1aCTHH, NEHTAMHIHH, cnap(aokcalunH, TepdeHaauH, BUHKaMHH V).

Heaenonapu3npaiture CKeNeTHO-MYCKYJ/IHH penakcaHTH (Hanp. TyOoKypapHH):
EQekThbT HA HeAENONAPHIUPALULKTE CKEJETHH MYCKY/IHH PEIAKCAHTH MOXKE 13 CC NOTEHIHPA OT
XHWAPOXJIOPOTHA3HA.

AHTHXOIMHEPrHYHUTE CPEACTBA (HaMp. aTPONUH, OunepuaeH).
[MoBuiuaBat SHOHANHYHOCTTA Ha THA3UAHHTE AUYDPETULIM Ype3 NMOHHKABAHE HA CTOMALIHO-YPEBHHI

MOTHJIUTET H CKOPOCTTA Ha H3MpPa3BaHC HA CTOMaXxa.

AHTHIHAOETHH NeKAPCTBEHH NPOAYKTH (NEPOPATHH NEKAPCTBA U UHCYAUH ):
JleueHHeTO ¢ THA3UAH MOXE 1A NMOBNHAE MNEOKO3HUA ToNepaHc. Moxe a ce HaNoXKW KOpEKLMA Ha

7103aTa Ha aHTUIHaOeTHUA NEeKApCTBEH NPOAYKT (BXK. TOUka 4.4).

MeT¢opMHH:

MeTtdopmuH TpaOBa Ja ce H3MOA3BA ¢ AOBHIIEHO BHHMAHHE MOPaAH PUCK OT NIAKTaTHA alHa034,
MHAYLHPaHA OT Bb3MOXHA PyHKUMOHANHA ObOpeHa HENOCTATBYHOCT, CBbP3aHa C
XHAPOXJIOPOTHAZMUA.

bera-610kepH M AHAZOKCHA!
XuneprankeMHUHHAT edexT Ha HeTa-OnoKepHTE H AHA30KCHA MOXKE Na Obie 3aCUIEH OT THa3HIHTE.

[pecopHn aMuHH (Hanp. HOpagpeHanuH):
EdexrbT Ha npecopHuTe aMHHK MOXe Aa 6bae oTcnabeH.

JlexapcTBEHM NPONYKTH, H3NON3BAHH MPU JleueHUe Ha nonarpa (npobeHeLn, CyIhUHMAPa3OH U
aNIOMyPHHON):

Moxe 1a ce HaNOXKH KOPEKLIHS Ha A03WPOBKATa Ha YPHKO3YPHUHHTE IEKAPCTBEHK NMPOAYKTH, ThH
KaTO XHAPOXJOPOTHA3HA MOXKE Aa NMNOBULLX HHBOTO H3 NTMKOYHATA KHCENTHHA B CEpPyMa, SHOTKE A¢
HAN0XH NOBHLIABAHE HA A03aTa HAa NpobeHeura UK CyIPUHNMpa3oH. EAHOBpEMEH G/ -
C THA3UAH MOXKE J1a YBE/THYM 4€CTOTATa HA PEAKLIHUTE HA CBPBXUYBCTBUTEIHOCT /

AMaHTaAUH:
TuazuauTe MOraT Ja yBE/IHUYAT PHUCKA OT HEXKENAHK PeaKLHH, NPHUYUHEHH OT aMa



LItTOTOKCHYHH areHTy (Hanp. uKHknodochamul, METOTPEKCAT):
TuaszuanTe Morat Aa HaManaT 6bOpevHaTa eKCKpeUHa Ha UHTOTOKCHYHHUTE NEKAPCTBEHH NMPOAYKTH M
1a 3aCHUJAT TEXHWTE MUEJIOCYTPECUBHH €(DEKTH.

CanHumnaaTu:
B cayuaii Ha BUCOKH N03H CATHLWIATH, XUAPOXTIOPOTHA3HA MOXKE 1a YCHIIH TOKCHHHHA €(PEeKT Ha
CANHLIMIATHTE BBPXY LIEHTPANHATA HEPBHA CHCTEMA.

MeTtunaona:
Hanuue ca n3onmnpaHd cboO1EeHHA 38 XEMOJUTHYHA @aHEMHS, HACTLNBALLY NPH EAHOBPEMEHHA

ynoTpeda Ha XHAPOXJIOPOTHAIN] H METHIAONA.

Linxiocnopuy:
EQHOBPEMEHHOTO JIeUeHHE ¢ LUMKIOCMIOPHH MOXKE 1a YBEJIHYH PUCKA OT XHNEPYPHKEMHA H
YCIOXHEHHA OT THIMA Ha noaarpa.

TeTpauuknUHH:

EXHOBpEMEHHOTO NMPWIOKEHHE HA TETPAUHKIHHH W THA3HIH NOBHLIABA PHCKA OT TETPALHKITHH-
WHYLHPAHOTO NOBHILABAHE HA ypeaTa. ToBa B3aHMOIEHCTBHE BEPOATHO HE CE€ OTHACH 32
AOKCHLIUKHH.

4.6 QHEPTHIHTET, DPEeMEHOCT B KbPMERE

bpemenHocT (BMx pasnen 4.3)

KaTto ce umat npeaBua epekTuTe Ha OTAC/IHUTE KOMNOHEHTH B TO3H KOMOWHHpaH NPOAYKT NO BpEMe
Ha OpeMeHHOCT, ynoTpedara Ha onMecapTaH MEIOKCOMMII/XHAPOXJIOPOTHA3H HE CE NpenopbyBa no
BpeMe Ha MbpBHA TPUMECTLP Ha HpemeHHocTTa (8. Touka 4.4). H3noa3sanero Ha onmecapraH
MEIJOKCOMMKI/XHAPOXIOPOTHA3ZUA € NMPOTHBONOKA3AH MO BPEME HA 2-PH H 3-TH TPHMECTBP Ha
6peMeHHOCTTA (BXK. TOUKH 4.3 H 4.4).

OnmecapraH MEOKCOMMI

Hinonzeaneto Ha AIIRA He ce npenopbuBa npe3 MbpPBUA TPUMECTBP HA OpeMEeHHOCTTa (BXK. TOUKa
4.4). U3non3BaHeTO Ha OJIMECAPTaH € MPOTHBOMOKA3AHO NPE3 BTOPH H TPETH TPHMECTBP Ha

S6pemennocTTa (BXk. ToukH 4.3 1 4.4).

EnuaeMHoOOrHyHHTE NaHHH OTHOCHO PUCKA OT TEPATOreHHOCT ciel eKkcno3uuua Ha ACE
WHXHWOUTODH Npe3 MbPBHA TPHMECTLD Ha OPEMEHHOCTTA HE Ca KATErOPHYHHK, HO BBIIPEKH TOBA HE
MOKE [1a C€ H3KIIOYH JIEKO NOBUILIEHHE Ha pHCKA. JloKATO NUNCBAT KOHTPONUPAHH ENHAEMHOJIOTHYHH
NaHHH 3a PHCKa OT aHTHOTeH3HH 1l peuenTopHu aHtaroHUCTH (AlIPA), MoXxe na ce npeanonoxar
nogoOHK PUCKOBE M 32 TO3H KJAC aKTUBHH BellecTBa. AKO npoab/kasawara repanus ¢ AlIPA ce
cyuTa 3a Heo0XxoauMa, NaUUEHTKHTE, IaHupally OpeMeHHoCT, TpAOBa 1a NPEMUHAT Ha
ANTEPHATHBHO aHTUXHNEPTEH3IHBHO JIEYEHHE, KOETO UMa YCTaHOBEH npodwi Ha Oe3onacHocT 3a
ynotpeba no Bpeme Ha 6pemeHHocT. KoraTo ce ycranoBu OpemeHHOCT, neueHnero ¢ AIIPA tpabsa na
ce cnpe He3abaBHO U, aKO € YMECTHO, Ja €€ 3aM0YHE anTepHaTUBHA Tepanus.

H3BecTHO e, ye exkcno3uumATa Ha Tepanua ¢ AIIPA npe3 BTopus ¥ TpeTus TPUMECTHP HHAYUHpA

ocH(HKaLHATa HA Yepena) H TOKCHYHOCT BbPXY HOBOpOAeHOTO (O1bOpeuHa HeaocTaThY
XHINOTOHUSA, XHIEPKANHeMHUa) (BHKTE CcbUIO 5.3).

AKO UMa excnosuuua Ha AIIPA ot BTopusa TpuMecTbp Ha OpeMeHHOCTTA, Ce Mpenops
yATpa3ByKoB nperne] Ha OnbpeuHara pyHKUHR H Yepena.



KbpMmauerara, YudTo Maiiku ca ripuemanu AllIPA, Tpabsa na 6b1aT CTPHKTHO NPOCIEaABAHH 32
XUMOTOHHA (BHXTE CbLIO TOYKa 4.3 U 4.4).

Xudpoxiopoumazuo

OnuUTHLT ¢ XHAPOXJIOPOTHA3KA M0 BpEME Ha OpeMeHHOCT, 0COOEHO Npe3 MbPBHUI TPHMECTDBP, €
orpaHuueH. [Ipoy4yBaHHUATa BbPXY )XHBOTHH Ca HEAOCTATBYHH.

XuapoxiopoTHasui, npeMrHHapa npes ruiaueHrata. CbaeHky no ¢gapmMaKkoJOrHyHHA MEXaHH3BM HA
NEHCTBHE Ha XHIAPOXNOpOTHA3UA ynoTpebaTta My Npe3 BTOPHA H TPETHA TPHMECTBP MOXKE J1a
KOMNpoMeTHpa heTonnaueHTapHaTa nepdy3us U 1a NPHUYHHK QETaNHH U HEOHATANHH e(PeKTH KaTo
MKTED, HAPYLIEHHWA Ha ENEKTPOJIHTHOTO PpaBHOBECHe U TPOMOOUHNTONEHHS.

XHapoxnopoTHasua He TpAOBa Aa ce U3MoN3Ba NpH reCTauHOHHK OTOLM, NeCTALIHOHHA XHNEPTOHHA
MITH NpeekIaMIICHA NMOopaay PHCK OT NOHWXEH IU1a3MeH o0eM W nnaueHTapHa xunonepdysus, 6e3
OnaronpuaTeH eeKT BbPXY X0aa Ha 3abonsBaHeTo.

XHﬂpOKﬂGPOTHMHﬂ HEC TPHSBH Aa €€ H3MNOJ3BAa 34 JIEYCHHE Ha CCCHUHATIHA XHITCPTOHHA TIPH
ﬁp-eMEHHH HKCHH, OCBCH B PCIKH CAYUHAH, KOTATO HEC MOXKC 04 CE€ H3MNON3Bd HHKAKBO APYTO JCHCHHUC,

Kbpmene

Ormecapman Meo0OKCOMUN

Trvit kaTO HAMA HATHYHA HHPOpMALIMA OTHOCHO H3No0A3BaHeTo Ha Ko-OnuMmecTpa no BpeMe Ha
knpMeHeTo, Ko-OnumecTpa He ce npenopbyBa M alTEPHATHBHO JICYEHHE ¢ NO-100bp Npodun Ha
0€30MacHOCT, YCTAHOBEH NO BpeMe Ha KbPMEHETO, € 33 NPEANOYHTAHE, OCOOEHO NMPH KbpMELLH
HOBOPOAEHO HJIH HEOHOCEHO JETE.

Xudpox1opomuasuo:
XHApOXNOPOTHA3HA €€ €KCKPETHpPAa B KbpMaTa B MAIKH KOJIMYECTBA. [Ha3HINTE BbB BHCOKM NO3H,
APEeAW3IBHKBALLH HHTEH3HBHA AHYPE3a, MOraT Aa HHXHOUPAT NPOLYKUHATA Ha MIISKO.

Ynotpebara Ha Ko-OnumecTpa He ¢e npenopbuBa npes nepuoaa Ha kbpMeHe. Ako Ko-Onumectpa ce
H3MOJ13Ba NO BPEME HA KbPMEHE, N03uTe TpabBa aa 61baaT Bb3IMOKHO HaH-HHUCKH.

4.7 EdexTH BLpxy cnocodHOCTTA 32 modupane H pabora ¢ MAlIHHH

KomOuHauusTa onmecaprad MegokcoMul/xuapoxinopornazua 40 mg/12,5 mg 1 40 mg/25 mg Moxke
[a UMa JIEKO HWJIH YMEPEHO BIHAHHE BbpPXy cnocoOHOCTTa 3a wodupaHe H pabora ¢ mawiHHu. Buene
Ha CBAT HJIH YMOpa MOTaT Aa C€ NOKBAT NPH NaUHEHTH, IPHEMALIH AHTHXHNIEPTEH3HBHAE Teparus,
KOMTO MOTaT Ja HapyluaT cnocobHOCTTa Ja ce pearupa.

4.8 HexelaHH TeKapCcTBEHH PeAKIHH

Haii-uecTo 10KNaABAHNTE HEXENAHHW PEAKLIMH MO BPEME HA JIEUEHHETO ¢ KOMOHHAaUUATA oiMecapTaH
Meaokcomuw/ xuapoxnoporrazua 40 mg/12,5 mg n 40 mg/25 mg ca rnasobonue (2,9 %), 3amaiiBane
(1,9%) u ymopa (1,0%).

XugpoxiopoTHa3zua MOXKe 1a rnpearu3BUKa UId 3aCHIH OTAEAAHETO HA TEYHOCTH, KOETO MOXE J1a
A0OBEAE A0 eNeKTpoauTeH arcbanaHc (Bx. Touka 4.4).

be3onacHocTTa Ha oNMecapTaH MeaokcoMw/XxuapoxnoporHazua 40 mg/12,5 mg n 40 m

nojiyHqasaulH oaMccapradH MCAOKCOMHI B KOMOHHaUMA.

B nonbnHeHHe HexeNaHU peakuMH, A0KNaABaHH npH PUKCUpaHa fo308a KOMOHHA
MEJOKCOMMIT ¥ XHAPOXJIOPOTHA3UA B HUCKHM 1034 20 mg/12,5 mg 1 20 mg/ 25 mg



MOTEHLHAJIHHU HEXENAHW PEaKLIMH C 0JIMecapTaH Mel0KkcoMul/xuapoxioporuasna 40 mg/12,5 mg 1

40 mg/25 mg.

Hexxenanure peakiuu OT o/IMecapTaH Me10KCOMH/I/XHIPOXJIOPOTHA3H/L B KIIMHHYHH NPOYYBaHH 3a
0€30MacHOCT CJIe/l M3/1aBAHETO HA pa3peLeHHETO 3a yrnoTpeda U CNOHTAHHHU ChOOLLIEHHUA ca 0000LIEHH
B TabJiM1laTa Mo-/10/1y, KAKTO U HEXKE/IaHUTE peakLMK OT MHAMBHUAYAJIHUTE KOMIIOHEHTH OJiMecapTaH

MEIOKCOMHJT U XHAPOXJIOpOTHA3K/1, Ha Da3aTa Ha no3HaTHA Npod U1 Ha OE30MaCHOCT Ha Te3H

BCLUCCTBA.

CieiHaTa TEPMHHOJIOTHS € U3MOJI3BAHU € LeJ A C€ KJIaCH(ULIMPAT HEXKEJIAHHUTE PEaKIIMH: MHOTO
yectu (= 1/10), yectn (1/100 no <1/10); veuvectu (= 1/1 000 no <1/100), peaku (1/10 000 no

<1/1 000), mHoro peaku (<1/10 000), ¢ Hen3BeCTHA YeCTOTA (YecTOoTaTa HE MOKE /1a Ob/1e onpeielieHa
OT HAJIMYHHUTE JJAHHH).

Yecrora
MedDRA KOMOHWHaLMATA
Cucrema oprax Hexenanu peakuuu
R OnmecapTan HCTZ
g MeI0KCOMMIY/
XHJIPOXJIOPOTHA3H/L
Uudekunm u
i CuananeHuT peaKH
HHDeCTaUHH
Heonna3zmMu —
nobpokauecTBeHH, | HemenanomeH pak Ha Koxara
3/I0KQYECTBEHHU H (bazanHOKE€THYEH KAPUMHOM C HEU3BECTHA
HEOoNnpe/1e/IeHH H CKBAMO3HOKJIETbYEH yecToTa
(BKJ1. KHCTH H KapLHUHOM)'
MOJIHUITH)
AracTu4Ha aHeMHUs pEeAKH
[loTHckaHe Ha KOCTHHSA peAKH
MO3bK
Hapyuienus Ha
XEMOJIMTHYHA AaHEMHUS pe/KH
KPbBTA M
JleBkorneHus pPEAKH
nuM¢HaTa cucrtema
HeyTponeHus/ArpaHyaouuTo pEaKH
3a
TpomboumTONEeHHus HEYeCTH pe/IKH
HappyuieHus Ha HEYeCTH HEeYeCTH
AHabdUNAKTHYHH peaKkLMUH
HMYHHATa CUCTEMA
Hapylwienus Ha AHOpeKcHs HE4YeCTH
MeTabon3ma U [ 1MKO3ypHs YECTH
XPaHEHETO XHNEPKATLHEMHS YECTH
XHIEPXO0JIECTEPOIIEMHS HEYECTH MHOI'O YECTH
XHNEPriIuKeMHs YECTH
XHIIEPKAITHEMHS peaKH
XHIEPTPHIIIHLIEPHIAEMHSA HEYECTH YECTH MHOI'O YECTH
XHIepypHKEMHS HEYEeCTH YECTH MHOI'O YECTH
XHITOXJIOpEMHS YECTH
XHIOXJIOPEMHYHA aJIKaJl03a MHOI'O PEAKH
XHUIMOKATHEMHS 4eCTH
XHUIIOMarHe3uemus
XHUIMOHATPHEMHS
XHIEpaMHIIa3eMHs ~
[IlcuxuarpuyHu Anarus
HapyLUEeHHS Jlenpecus

be3nokoucTBoO




Hapyuwenus Ha
HEpRHATa CUCTEMA

HapyuieHHa Ha
QuuTe

HaEymenna Ha CBLHA

PEAKH
CocrosHue Ha 0OBbPKAHOCT YECTH
KOHBYJICHH peakH
HapylwieHus B Cb3HAHHETO

peAKH
(kato 3aryba Ha cb3HaHHe)
3amaiiBaHe/npHMansBaHe YECTH YECTH YECTH
["nasobosue 4ECTH YeCTH peaxy
3aryba Ha aneTuT HEYECTH
[lapecTe3uns PEIKH
3amaiiBaHe NpH U3NpaBsHe HEYECTH
ChbHAMBOCT HEYECTH
CHhkon HEYECTH
HamaneHo cun3ooTaensye peaKH
BpemeHHO 3aMbrassaHe Ha
3PEHHETO
BnowasaHe Ha
HEYEeCTH

ChLUECTBYBALLO KbCOIIEACTBO
Kcadroncus _PpeakH

XOpOHIANCH U3JIKB, OCTPA
MHOMHA,0CTpa

C HCH3BCCTHA

[lapanuTHueH uneyc

3aKPHTOBIB/HA r1aykoMa | S
Hapywenus Ha HEYECTH HEYeCTH
YXOTO M Bepturo peaKH
nabHpHHTA _ | .
AHIHHA NEKTOPHC HEUECTH
CobpaeuHH C
HapylLIEHNS bpAEYHH aPHTMHH peaKH
| [lannuTauny HEYECTH
CrvaoeH EmM60113bM PEAKH
HapylueHUs XHINOTOHUA HEYECTH peAKH
HekpoTHueH aHrHHT
(BACKYJIUT, KOXKEH BacKyJIUT) [ peAKA
OprocTarHyHa XHNOTOHHA HEYECTH HEYECTH
Tpombo3u peAKH
Pecnuparopiu, bpoHxHT YECTH
TOPaKaTHH H Kauuinua HEYECTH YECTH
MEIAHACTHHANIHH JucnHes | PEAKH
HapyUEHAA HUHTEpPCTHUHATTHA MHEBMOHUSA pPeaAKH
(DapHHITHT 4YECTH
[lynmMoHapaH enem peaKH
PecnupaTopeH QAHCTpeEC HEUYECTH
PUHAT 4ECTH
OcTtbp pecnupaTopeH
auctpec cuHapom (OPJC) MHOTO pelKH
| (BX. Touka 4.4) _
Cromauuno-upesHd | KopemHa bonka HEYECTH YECTH 4ECTH
HapylwIEeHHS 3anek YeCTH
Hunapus HEYECTH YECTH YECTH
Jincnencus HEeYeCTH
JlpasHeHe Ha cToMaxa
["acTpoeHTepHT
MereopH3bm
['anetHe HEYECTH
[laHkpeaTuT




[loBpbuiaHe HEYECTH HEYECTH YECTH
Lnpy-noaobna enreponarus MHOTO peAKH
(BXx. Touka 4.4) |
Xenato-0OunuapHu | OCTbp XOJEUNCTHT peaKH
HapyLLEHHS XbnteHuua (MHTpaxenaraneH
XONECTATHYEH HKTED) peKn
. C HEU3BECTHA
ABTOUMYHEH XENaTHT"
| yeCTOTA
Hapywesus Ha AnepruyeH 1epMaTHT HEYECTH
KOXKaTa H AHaMNaKTHYHA KOXKHa penKy
NOAKOXHATA TbKAaH | peaKkLHs
AHrvoeaem peaKH peAKH
KoxxHH peakiuyn, nogodbHu Ha venKy
JIYITYC EpHTEMATONEC
Ex3ema HEYECTH
Epurema HEYECTH
Ek3zaHTema HEYECTH
Peakuuy Ha HEYECTH
_ OTOUYBCTBHTENHOCT
[lpypHTyc HEYECTH | HEYECTH
Ilypnypa HEYECTH
O6pue HEYECTH HEYECTH HEYEeCTH
PeakTHBHpaHE HA KOXKEH
PEAKH
JYIYC €pHTEMATOAEC
TokcHuHa ennaepMaiHa
PEAKH
HEKPOJTH3a
Y pTHKapHs PENKH HEYeCTH HEUECTH
HapylueHus Ha ApTpanrus HeYecTH
MYCKYJIHO-  ApTpHT YECTH
CKeNeTHaTa bonku B repba HEYECTH YECTH
CHCTEMA H MyCKYJIHH CMa3sMH HEUECTH peaKH
CbEAHHHUTENHATA MyckynHa cnaboct peaKH
TbhKaH Muanrus HEYECTH HEYeCTH
bonka B KpaHHHLHTE HEYECTH
Ilapesu pEAKH
CxenetHu OOJIKH YECTH )
HapyuieHus Ha OcTpa 6nOpeuna |
peakH pelKH
OuvOpeunTe U HENOCTATb4HOCT
NHKOYHHTE XeMaTypHs He4yeCTH YECTH
MbTHLIA MHTepcTHUHATHEH HEDPHT PpeakH
bbp6peyHa HeAOCTATHLYHOCT peakH
bnOpeuHa AHCPYHKLHS penKH
NudekuH Ha NHKOYHHTE
m*{'?:ema YECTH
HapyuieHusa Ha
penpoAykTHBHaTa | EpexTHaHa aMchyHKuUMA HEYeCTH HEYEeCTH
CHCTEMA H MbpAaTa |
OO01H HapywieHHS | ACTEHHS YECTH HEYECTH
U eeKTH Ha bosnka B repanTe YECTH
MACTOTO Ha OTOK Ha JIHLETO
MPUAOKEHUE YmMopa YECTH
Tpecka
['pMnononoOHU CHMNTOMH
Jleraprus




DH3HYECKO HEPAINOIOKEHHE peAKH HEYECTH
bonka YecTH
[lepndepeH eaem 4ECTH YECTH
CnabocT HEeYeCTH
HUicneapaHud [TopyinapaHe Ha aNaHUH HedyecTH
Tpaxcgepasara
[ToBxitiaBaHe Ha acnaprar HeYyecTH
aMUHOTpaHcdepasaTa
[IloByHUIaBaHe HA KANLHH B HeueCcTH
KpbBTa
[TosMwaBaHe Ha KPEaTHHHH B HeYyeCTH
peaKH YeCcTH
KpbBTa
[loBMilnaBaHe HA KpeaTHHHH o
¢ochokuHazata B KpbBTa
[ToBuinapaHe Ha rnNOKoO3aTa B
HEeYeCTH
KpbBTa
[loHnxaBaHe Ha XEMATOKPHT
peaKH
B KpbBTa
IToun:xapaHe Ha
pelKH
xeMorinobHuHa B KpbBTa
IloBHLIaBaHe HA TUNHIUTE B HeyecCTH
KpbBTa
[ToHnxaBaHe Ha KAJILMH B HeYyecTH
KpbBTa
[IoBHLIABAHE HA KANTHH B HEUECTH
KpbBTa
[loBMILIaBaHe HA ypea B HEeYeCTH
4eCTH YeCcTH
KpbBTa
[loBuiuaBaxe Ha kapbamMHaeH KK
a30T B KpbBTa pe
[TorMWwIeHa NUKOYHA
peAKHM
KHCEIWHE B KPBBTA
[IoruinaBaHe Ha raMa
HEYECTH
rTyTaMmui TpaHcdepasa
[loBHiLaBaHe HA
YyecTH
quHonEoﬁume eH3IUMH.

' Hemenanomen pak Ha koxaTta: Bb3 OCHOBA Ha HATWYHKUTE AAHHH OT €MUAEMHONOMMYHH NPOYUBAHUA
e HaOmonaraHa 3aBUCHMA OT KyMYJIaTHBHATA [A03a Bpb3ka Mexny XXT3 1 HMPK (Bxk. ¢cbuio Touku
4.4 n5.1).

’ [pe3 NOCTMAPKETHHIOBHA NEpHO ce cbolbilasa 3a C/lyuyaH Ha aBTOMMYHEH XENaTHT C JJaTEeHTEH
NepHoA OT HAKOJIKO Mecela A0 FOAHHH, KOWTO ca 0OpaTHMH ciiell CNHpaHe Ha NPHEMa Ha ONIMECapTaH.

EnMHWYHH ciryuan Ha pabaoMHoNH3a ca CHOoOLAaBaHK MO BPEME ¢ NPHEMA HAa aHIFHOTEH3IHH 1]
peuenTopHu 6nokepu. [pHunHHO-CNEACTBEHA Bpb3ka, 06aue, He € yCTaHOBEHa.

CrnolluaBpaHe Ha NOJO3IUPAHH HEXKEAHW PEAKLIHY
CpobuiaBaHeTo Ha NOAO3WPAHH HEXENIAHH PeaKLHH CJie]l pa3peluapaHe 3a ynoTpeba Ha TCKapCTBEHUA

NPOAYKT € BaxHO. TOBa No3BONABA A3 NPOAB/HKH HAOAIOACHHETO HA CHOTHOLIEHHETO NOJ3a/PHUCK 32
nexkapcTBeHUs NpoayKT. OT MeAULHHCKHUTE CNIeLIMATHCTH CE M3MCKBa Ja Cho0LaBaT BCika
NoAO03UpaHa HEXETaHa peakuus 4pes
M3nbaHKTENHA areHuHUd 1o JiekapceTaara
yi. ,,Jdamsax ['pyes” Ne 8

1303 Codus

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




4.9 Ilpexo3upane

Hsama cneunduyHa nadopmauns 3a epekTute HAHK IEYEHHETO NPH MPEAO3IUPaAHE HA KOMOHHALIHKTE
ONMECapTaH Me0KCOMW/XuapoxaoporHazua. [launentst TpabBa na ce cneamn oTdIH30 H JIEYEHHETO
TpabBa ga 6bae CHMITOMATHYHO ¥ NOAABPXKALLO. MepKUTE 3aBMCAT OT BPEMETO Ha MPUEMAHETO H
Te)kecTTa Ha cumnTomuTe. [peanaraHuTe MepKH BKJIIOUBAT NPEAU3BHKBAHE Ha TOBPbLUAHE H/ KK
CTOMALIHA MPOMHUBKA. AKTUBHHUAT Bbr/ieH MOXe 1a Obae NONe3eH NPH NeYEHHETO HA MPEAO3IHPAHE.
CepyMHHTE eNeKTPOSIHTH K KpeaTHHHH TpaOBa Aa ObAAT NPOCIEAABAHH NO-YECTO. AKO C€ MOABH
XHMOTOHKA, MALHEHTHT TPAORaA 1a ObJe NOCTaBEH B NErHAIO NONOKEHHE W CMELIHOo Aa ObAaT AaneHH
3aMEeCTUTE/IM Ha conTa u obema.

Haii-sepoaTHHTE NMPOABH NPH NPENO3IUPaHE Ha OJIMECapPTaH MEAOKCOMHII e O4aKBa Aa bbaar
XUNIOTOHUSA KW TAXHKapAxA, MOXKE a ce noseu ¥ Opaaukapausa. [lpeaosnpaneTo ¢ XHAPOXJIOPOTHA3HA
€ CBBP3aHO C U3HEepNBaHE HA ENEKTPOINTH (XUNOKANHEMHA, XHITOXJIOPEMHUS) H AEXHAPATALHA, B
pe3yNTaT OT NpeKOMepHa Anype3a. Haid-yecTHTE NpH3HALK U CHMIITOMHK Ha MpeJo3HPaHETO ca raleHe
U ChHIHBOCT. XHNOKANTHEMHATA MOXKE Ja JOBEAE A0 MYCKYJIHH CNa3sMHu W/HIK Ja Npear3BHKa
CbPAEYHH APHTMHH, CBbP3aHH C €AHOBPEMEHHAT2 YNoTpeba Ha THIHTAIHCOBH MTHKO3HIH HIH HAKOH
AHTUAPHTMHYHHU JICKAPCTBEHH NPOAYKTH.

Hama Hanuuna nHpOpMaLKA JaTH OJIMECAPTAH H XHAPOXJIOPOTHA3HA MOraT J1a C€ OTCTPAHAT ype3
Ananuia.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 dapmakoaRHAMHYHH CBOHCTBA

dapMakoTepaneBTHUEH KIac: aHruoTeH3us I aHtaronuctu u anypernum, ATC koa: CO9DAOS.

MexaHH3bM Ha aelicTBHe/DapMakoaMHAMUYHH edeKTH

Ko-OnuMectpa € kKoMOHHaUHa OT aHrHOTEH3HH [l pelenTopeH aHTaroHHCT, oIMecapTaH MEAOKCOMHI
H THA3HAEH AHYPETHK, XHApoxnopoTHasul. KombuHanusTa Ha Te3H ChCTaBKH HMa aAMTHBEH

AHTAXHITICPTCH3INBCH edJCKT, KaTo NOHWXABa apTePHANTHOTO HAIAraHe B NO-rojiamMa CTeneH, OTKOJAKOTO
BCEKH OT KOMIICHCHTHTE IO~ OTACIIHO.

Jlo3upaHeTo BeaAHBXK AHeBHO Ha Ko-OnuMecTpa ocHrypssa ePeKTHBHO H NIABHO NOHHWXKABaHE Ha
KPBLBHOTO HanAraHe Haa 24-4acoBHA 1030B HHTEpBAa.

OnmecapTaH MEAOKCOMHA € NEPOPATHO aKTHBEH, CENEKTHBEH aHruoTeH3uH 11 peuenTtopen (tun AT1)
AHTACOHHUCT. AHTHOTEH3HH |l € rMaBpHHAT Ba30aKTHBEH XOPMOH Ha PEHHH-AHTHOTEH3HH-
ana0CTEPOHOBATA CHCTEMA W UIpae BAXXHA PONA B NATOrCHE3aTa Ha XHNEPTOHHATA.

EdexTute Ha aHrnoTeH3uH Il BKIIOYBAT BAa30OKOHCTPHKLIMA, CTHMYJIALIMA HA CHHTE3a H
ocBODOXKAABAHETO HA ANAOCTEPOH, CTHMYIHpaHe HA ChPLETO W Ha ObOpeuHaTa peabcopOuus Ha
HaTpuii. OnmecapraH O10KHpa BA30OKOHCTPUKTOPHHA H ANA0CTEPOH-CEKpeTHPAlLus ¢(PeKT Ha
aHruoteH3uH Il nocpencTeoM GnokupaHe Ha CBLP3BAHETO MY KbM peuenTopa Ha AT B ThkaHuTe,
BIJTIOYMTE/IHO ChAOBATA ITaAKa MycKynaTypa ¥ HaabbvopeuHuTe xkne3d. JleicTBueTo Ha oMecapTaH €
HE3aBHCHUMO OT U3TOYHHKA WIH HAYMHA HA CUHTE3 HA aHTHOTEH3UH I[. CeneKTHBHHUAT aHTarOHU3IbM Ha
peuenTopuTe Ha aHrHOTEH3UH Il (ATI) oT onmMecapTaH BoaAH 40 NOBHIIABAHE HA MJIA3MEHHTE
DEHUHA U KOHUEHTPaLHHUTE Ha aHTHOTEH3UH | M 1] M H3BECTHO NOHKWKaBaHE Ha N1a3MeH
KOHLUEHTPALKH HA aNJ0CTepoHa.

Ha apPTEePUATHOTO HandraHe. HamMa 1aHHH 3a XHNOTOHKA CNEl ITbpBaTa 4033 WY TaxH
ABATOCPOUHO NPUIIOKEHHE WK 3a pubayHa XMNEpTOHUA ¢nea 6bp30 npeyCcTaHOBABAH




Cnen eAHOKPATHO AHEBHO NMPHNOKEHHE NMPY NALUMEHTH C XHNEPTOHHA, OJIMECAPTAH MELOKCOMHN BOAH
N0 ehpeKTUBHO W NNABHO NOHHU)KABAHE HA APTEPHATHOTO HaNsrave npes 24-4acoBHs 1030B HHTEPBAJ.
EaHOKPaTHOTO AHEBHO OO3MPAHE BOAM Q0 CXOAHO MOHHKABAHE HA aPTEPHANIHOTO HANATAHE KAKTO H
ABYKPaTHOTO JHEBHO /I03MPAHE MPH €1HA W Cblua obLa JHEBHA N03a.

[py NpOABKUTENHO fieHeHHE MAKCUMATHOTO NOHMXKABAHE HA apTePHANHO HANAraHe ¢¢ 10CTHra 3a 8
CEAMHLIH Clie]l 3aN0YBaHE Ha NEYCHHETO, BLIPEKH He 3HAYMTEHA YacT OT MOHHXKABaWLIHUA
apTepHaNHOTO HanaraHe edekr seye ce Habntoaasa cnen 2-ceAMHYHO NEYEHHE.

EdexTbT Ha onMecapTaH MEAOKCOMHI BbPXY CMbPTHOCTTA H 3ab0nesaemMocTTa € BCe Ollle HEU3BECTEH.

PanaoMu3npaHo KiHH4YHHO npoyusaHe (The Randomised Olmesartan and Diabetes Microalbuminuria
Prevention (ROADMAP, PanaoMnsupane Ha onMecapTaH v NpeBeHUMA Ha 1HaberHa
MUKpoaAnOyMuHypus ) npy 4 447 naunenty ¢ anabet tun I, HopMo-andyMHHYpPHA H NOHE eAHH
[OMbJIHHTENEH ChPAEYHO-CHA0B PUCKOB aKTOp M3C/IE/IBa AaNy IeHeHUETO ¢ onMecapTad 61 Morno
na 3abaBy noABara Ha MUKpoanOymuuypus. [1o BpeMe Ha cpeaHHS NEPHOI HA NPOCNEAABAHE OT 3,2
rOAHHH, MaLMEHTHTE NOAYYaBaT OJiIMecapTaH WiH niauedo B NOMbIHEHHE KbM APYTH
AHTHXUNEPTEHIUBHH NIEKAPCTRA, ¢ H3KIOUYeHHE Ha ACE-HHXHOHTOPH MW AaHFTHOTEH3UH peLenTOPHH
bnokepu.

3a nbpBHYHATA KpaiiHa Lien NPOoy4BAHETO MOKA3BA 3HAUHTENHO HaMaIABaHE Ha BPEMETO 3a NosABa Ha
MHKpOanOyMHHYpHA B Noi3a HA onMecapTad. Cnea KOpeKUHA Ha pa3iIHKHTE B apTEPHATIHOTO
HA/IRraHE TOBa HAMAJIABAHE HA PHCKA Be4e He € CTATHCTHYECKHK 3HauuMo, 8,2% (178 ot 2160) ot
NayHeHTHTE OT rpynara Ha omecaptal 1 9,8% (210 ot 2139) B ruiauebo rpynara ca pa3siin
MHKpPOaNOyHYpHA.

3a BTOPHYHHTE KpaifHH LIENTH, ChPACHHO-CbAOBH HHUMACHTH Bb3HUKABAT NpH 96 nauueHTa (4,3% npu
oJMecapTaH M npH 94 naunHera (4,2%) npu wianedo. Hecrorara Ha CbpACHHO-CBAOBA CMBPTHOCT €
MO-BHCOKA MPH JIEYEHHETO ¢ oiMecapTaH B cpasHeHue ¢ nnauedo (15 naumnenTa (0,7%) cnpsamo 3
(0,1%) naunHTa), BLNPEKH CXOAHHTE HHBa Ha HedataneH HHCYAT (14 naunenTa (0,6%) cnpamo 8
naumneHTa (0,4%)), HedaTaneH MmHokapaeH uudapkr (17 nauunera (0,8%) cnpamo 26 naumaHTa
(1,2%)) ¥ CMBPTHOCT, pajIM4yHa OT ¢bpae4HO-cbAORATa (11 naumeHTa (0,5%) cnpamo 12 nauuenTa
(0,5%)). ObwaTa CMBPTHOCT NMPH OJIMECAPTaH € YKCACHO yBeandeHa (26 nauuenTa (1,2%) copamo 15
nauueHTa (0,7%)), KoeTo e CieACTBHE OCHOBHO OT NO-BHCOKHA Opoit daTaHK ChbPACYHO-CBAOBH
HHUMAEHTH.

IMpoyusanero The Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy Trial (ORIENT, OnMecapraH HaMasisiBa 4ECTOTATA Ha TCPMHHATHATA CTENEH Ha
616peuHa Gonect npu quaberHa HedponaTua) Hicneapa ePeKTHTE Ha OMecapTaH BbpXy ObOpeuHHTe
H CbPOEYHO-CbAOBH KPaHHH pe3ynTaTv npH 577 paHAOMU3HpaRH NaureHTH OT JnoHus U Kuraii ¢
nnaber Tun Il ¢ u3aseHa Hedponarus. [1o BpeMe Ha cpeaHHs Nepyoa Ha npocneasBaHe ot 3,1 roguHH,
MAUUEHTHUTE NMOJYYABAT KM ONMeECcapTaH MK Mniauedbo B AONBAHEHHWE KbM APYTH aHTHXHINEPTEH3IHBHH
nekapcTea, BKNOUYUTENHO H ACE-HHXHOHTODPH.

[IbpBHyHaTa KOMOHHHpaHa KpaiHa Le (BpeMe OO NbPBHA CY4Yad Ha yABHABAHE HA CEPYMHHA
KpEaTHHHH, TEPMHHANHA cTeneH Ha 6L0peuHa Gonecr, obwa cMbpTHOCT) ce Habmonasa npu 116
MauMeHTH B rpynara Ha onmecaprtaH (41,4%) v npu 129 nauneHTy B rpynara Ha nnauebo (45,4%)
(HR 0,97 (95% C1 0,75 no 1,24); p=0,791). KombGunupaHaTa BTOpHHHA CHPACYHO-CHAOBA KpaiiHa uen
ce Habarwonasa npy 40 nauxeHTa, 1€KyBaHHU ¢ onimecaprad, (14,2%) u npu 53 naumeHTa, 1eKyBaHH C
nnauedo (18,7%). Tazn komOHHHpaHa CHLPACYHO-CHAOBA KPaHHa LIEN BKIOUBE ChPAEYHO-CHAOBA
cmupt np# 10 (3,5%) nanueHTa, npueManu onmecaprad, cnpamo 3 (1,1%), npuemanu nnauebo, obia
cMBpTHOCT 19 (6,7%) cnpamo 20 (7,0%), HedartaneH uHcynT 8 (2,8%) cnpamo 11 (3,9%) v HedaraneH
MHokapacH uHpapkT 3 (1,1%) cnpamo 7 (2,5%) ¢bhoTBEeTHO.

—,

XHAPOXNOPOTHA3UA € THAZHAEH AHYPETHK. MEXaHH3IMBT Ha AHTUXHNEPTEHIUBHO ACHCTEHE
THA3HAHHTE AHYPETHLHK HE € HIACHEH HAMBJIHO. R 6%0
TwaszuauTe nosaussar TybynHuTe MexaHnaMu Ha 6bOpeunTe 3a peabcopOuna Ha ene I ERTMTUCRERKD -\ >
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YBENUYABAT OTAENAHETO HA HATPUIA U XNOPUAH B NPUOIUIUTETHO EKBHBANEHTHH KO e
pe3yaATaT Ha AMYPETHYHOTO AeHCTBHE Ha XHAPOXIOPOTHA3HA C€ HAMAIABA NJa3MeH b
NOBHLLABA C€ AKTHBHOCTTA Ha M1a3MEHHUA PEHWH H CE NMOBKILABA CEKPELMATA Ha anaog e / @



HHBATA HA CEpYMHMA Kanuii. PeHnH-aiaocTepoHOBaTa Bpb3ka C€ MEAMHpa OT aHTHMOTEH3HKH [l W 3aToBa
eIHOBPEMEHHOTO NPHIOKEHHE HA 8HFHOTEH3HKH | pelenTopeH aHTaroHHWCT UMa TeHOEHLHA 1a
HaManu 3arybara Ha KajlHid, CBbp3aHa C THa3uAHUTE anypeTHUH. [1pH NpUioKeHHe Ha
XHAPOXJIOPOTHAZUA HAYANOTO HA AHYPE3aTa HACTBLIMBA CNea OKONO 2 Yaca H MaKCHMAIHHAT €eKT
HAaCTbNBA OKONO 4 yaca cjie]l npHemMa, a AeHCTBHETO NpoAbKaBa NpUbnuszuTenHo 6-12 vaca.

EnuaeMHOIOrHYHHTE NMpoyvYBaHHA Ca MNOKA3alH, Y€ NPpH ABJIAroCpOMHOTO NIEHCHUC C
XHAPOXNOPOTHA3HI MOHOTEpAIi CE€ HaMaIABAT PHCKA OT CbPACYHHO-CBAOBATA CMDBPTHOLT H

3a00/1€BAEMOCT.

Knaunnuna edukacHocT U 6e30nacHOCT

KomOuHaLWATa HA oaMecapTaH MEAOKCOMMI H XHAPOXJIOPOTHA3KHA HMA AIHTHBHO NEHCTBHUE BbLPXY
IOHKXKABAHE Ha KPBBHOTO HaNAraHe, KOETO NMPEeBUILABA TOBA HA OTACIHHTE KOMIMOHEHTH.

[Tpn 06061eHH nnauedo-KOHTPONHPaHH NPOYUBaHHUS, MPHIOKEHHETO HAa KOMOMHALUATA OlMecapTaH
MefokcoMua/xuapoxnoporuasua 20 mg/12,5 mg u 20 mg/25 mg Boau a0 NOHHW)KABaHe Ha
CHCTONHO/AHACTONHO KPBbBHOTO HaNATaHe ¢ MMHUMYMa oT 12/7 mmHg, u 16/9 mmHg,, cvoTBeTHO B
cpaBHeHHe ¢ ruauebo.

[IpunoxeHuero Ha 12,5 mg u 25 mg xuaApox1opoTHa3HI NPH NALIHEHTH, KOHTO Ca HEAOCTATLYHO
KOHTPONHPpaHH C MOHOTEpANuUs ¢ OJMecapTaH MeaokCOMHI 20 mg AaBO JOIMBJIHHTEIHO MOHHKABAHE
Ha 24-4acOBOTO CHCTONIHO/AKACTONIHO APTEPHANHO HANANaHe 8 CPABHEHHE C H3XOAHHUTE CTOHHOCTH,
H3MEPEHH NpH aMOyIaTOPHO MOHHTOPHpPAHE Ha apTepUanHOTO HanaraHe or //5 mmHg, u

12/7 mmHg, cLoTBeTHO, B CpaBHEHHE C MOHOTEPANHA C OJIMECAPTaH MeAOKCOMUI. JlonbiHuTeNHOTO
NOHHKABAHE HAa CPEAHMTE CTOHHOCTH HAa CUCTOIHOTO/AUACTONHO apTEPHATTHOTO HANATAHE B
CPaBHEHHE C HA4aN0TOo, ca H3MepeHH ycnoBHO, U ca 11/10 mmHg, u 16/11 mmHg, cvorseTHo.

EdexkTBHOCTTa Ha KOMOMHALMATA OAMECAPTaH/XHAPOXJIOPTHA3H CE MOAABPKA MTPH MPOABLIKHTENHO
(eana rognHa) neyeHre. CniupaHe Ha TepanuaTa C OJIMECapTaH MEAOKCOMII ChC HIH Oe3
CBHITHTCTBALLO MPWIOKEHHE HA XUAPOXNOPTUA3HUA HE € JOBEO A0 pHOAyHI XHUNEPTOHHUS.

KomOuHupaHaTa Tepanua ¢ oniMecapTaH Meaokcomun/xuapoxnopothaszua 40 mg/12,5 mg u
40 mg/25 mg ¢ npoy4BaHa B TPH KNHHHYHH H3MHTBAHHA, BKItOUBalIH 1482 nauxeHTH ¢ XHINCPTOHHMA.

Enno nBoitHO-CIAN0 NpoyYBaHe 3a IEYEHHE HA €CEHLIMANTHA XUNEPTOHHUA OLEHABA €(PEKTUBHOCTTA Ha
KOMOMHHMpaHATa TepanHs ¢ OJIMECAPTAH MEJOKCOMWIT U XHapoxaopoTHasua 40 mg/12,5 mg B
cpaBHeHMe ¢ MoHoTepanus ¢ 40 mg onmMecapraH MeAOKCOMHI KaTO NMNOHKWKaBAHETO Ha AHACTONTHOTO
KPBHBHO HAJIATAHE B CEAHAIO MONOXKEHHE € MbPBHUHHA NapamMeTsp 38 ¢PHKACHOCT.
CHCTONMHOTO/AHACTONHOTO APTEPHANHO HandraHe € noHHxeHo ¢ 31,9/18,9 mmHg, B rpynara Ha
koMOMHHMpaHa Tepanus B cpaBHeHHE ¢ 26,5/15,8 B rpynara Ha moHoTepanua (p <0,0001), cnen 8
CEAMHLIH OT JIEUEHHETO.

JBoitHO-cnAno npoyuBaHe, Ho 0€3 KOHTpoAKWpaHa BTopa ¢asa, ¢ TUTPUpALLO NOBHLIABAHE HA A03aTa
HA Te3H, KOWTO HE Ca MOBIHAIH OT MOHOTEpPANHA ¢ onmecapral MeaokcoMul 40 mg, kbM PUKCHpaHa
KOMOUHALIMA Ha ONMecapTaH MEAOKCOMMUA M xuapoxnopoTHazua 40 mg/ 12,5 mg, KakTo W oT
dUuKcHpaHa KOMOMHALMA ONMECAPTAH MEAOKCOMMI H xuapoxnopotnazng 40 mg/ 12,5 mg kbm
¢uKcHpaHa KoMOMHaLMA HAa OfIMEcCApTaH MEJOKCOMMI M xuapoxioporhasua 40 mg/25 mg e noseno
A0 NO-HATATbLUIHO CHLOTBETHOTO NOHHXKABAHE H& CHCTOTHOTO/ANACTONHOTO apTEPHANHO HansraHe,
KaTO MO TO3H HaYHH C€ NOTBbLPXKAaBa, Y€ THTPHUPALLOTO NOBHLLABAHE HA 103aTa € KTHHHYHO 3HAYUM
Ha4HH 3a NoaoOpsBaHe Ha KOHTPOJA HA KPLBHOTO HaNAraHe. '

BTopo ABOHHO-CAKNO, paHAOMH3IHPAHO, N1aUe00-KOHTPOIUPAHO NMPOYUBAHE OLEHS
Ha 100aBAHETO HAa XMAPOXJIOPOrTHA3KA NPH NEHEHHUETO HA NALUMEHTH, KOUTO He Ca
KOHTPOJIHPaHH, chel 8 ceIMHLUM HA NeYEHHE C MOHOTEPANMSA ¢ 0/IMECAPTaH MEAOKC
[TlaureHTUTE UIK ca NPOABIKHINA C MOHOTEpanua ¢ oaMecaprad Meaokcomua 40 m



NOJIYHHUIH AOMTBAHHTENHO XHAPOXAOPOTHA3KA 12,5 mg Unu CLOTBETHO 25 mg 3a oule 8 CeAMHMLM.
UeTpbpTaTa rpyna € paHaoMu3HpaHa aa nony4asat pUKCHpaHa KOMOHHAUNA Ha ONIMecapTaH
MEaOKCOMHWI H XHIpoxaopoTyasua 20 mg/ 12,5 mg.

TNo6asaHeTO Ha XUApoXaopoTHasna 12,5 mg uan 25 mg BoAn AO NO-HATaTbIUHO MOHHXKABAHE HA
CHCTOJIHO/IMACTONHOTO apTepHanHo Hansraxe ¢ 5.,/3,4 mmHg, (p <0,0001) u 7,4/5.3 mmHg,
(p <0,0001), cbOTBETHO, B CPABHEHUE C ONIMECAPTAH MEAOKCOMMI 40 mg Tepanus.

EnHo cpaBHEHHE MEXAY MALIKEHTH, 1eKYBaHy ¢ KOMOHHaUKA ¢ PUKCHpaHa no3a onmecapTaH
MEIOKCOMMA M XuapoxaopoTHasna 20 mg/ 12,5 mg v nauveHTH, nonyuasaiuy 40 mg/ 12,5 mg
NOKa3Ba CTATHCTHYECKH 3HAYHMA Pa3jiMKa B NOHHKABAHETO HA CHCTOJHYHOTO KPBBHO HAJIAraHe

oT 2,6 mmHg, B nos3a Ha koMOKrHauMaTa ¢ no-sucokara no03a (p = 0,0255) xarto ce Wma npeaBHa, 4e
NPH NOHHXABAaHE HA IUACTOJHOTO KPBBHO Hajlsrane ce Habmopasa pasznuka ot 0,9 mmHg,.
AMByNaTOPHOTO MOHHTOPHpaHE Ha apTepHanHOTO Hanarawe (ABPM), Bb3 OCHOBa Ha cpeaHHTe
MPOMEHH Ha JaHHH 3a 24-yaca, JHEBHO H HOLHO JHACTOJHYHO H CHCTONHYHO KPBBHO HalsraHe
MNOTBbPAK PE3YATATHTE OT KOHBEHLIMOHAIHOTO H3MEPBAHE Ha KPBHBHOTO HANATaHE.

JIpyro ABO#HHO-CIAN0, PAHAOMU3HPAHO NPOYYBaHE CPaBHABA €PEKTHBHOCTTA HA KOMOWHHPAHOTO
neuyeHue ¢ hUkcHpaHaTa KOMOWHAUHKA HA OJIMECapTaH MEAOKCOMHN M XHAPOXNOpPOTHA3HA

20 mg/25 mg n B KoMOHHaUMs ¢ PHUKCHpaHa 1032 Ha OJIMeCapTaH MEJOKCOMHWI H XHAPOXJIOPOTHA3HA
40 mg/25 mg np¥ NaUMEHTH C HEAAEKBAaTHO KOHTPOJIMPAHO KPBLBHO HasAraHe ciead ceIMHUYHO
Jed4eHHe ¢ onMecaprad Meaokcomin 40 mg.

Cnen 8 ceamuuy xoMOMHHpaHa Tepanus CUCTONHOTO/AHACTOHOTO apTEPHANHO HaIAraxHe, ca
3HAYMTENTHO MOHHKEHH B CPABHEHHE C M3XOAHHTE cToMHOCTH oT 17,1/10,5 mmHg, B rpynara ¢
KoMOMHALMATA ¢ (PUKCHPAHA N03a O/IMECAPTAH MEJOKCOMMI H XHApoxopoTHa3Ha 20 mg/25 mg 1
17,4/11,2 mmHg, B rpynara ¢ koMOHHauHga ¢ PUKCHpaHa AO3a HA 0.IMECAPTAHMELOKCOMHI H
xuapoxyoporuasua 40 mg/25 mg. Paznukara mexay ABETE TEPAneBTHYHH rpynH HE € CTATHCTHYECKH
3HAYHMA NPH NPUIAraHe HA KOHBEHLIKOHATHO H3MEPBAHE HA KPLBHOTO HANATaHe, KOETO MOXE A
Gbae 0BACHEHO OT NO3HATHA paBeH eeKT Ha OTrOBOP KbM A03aTa NpH aHrHOTeH3HUH 1l peuentophuTe
aHTAarOHUCTH KATO OMecapTaH MEJOKCOMH.

Bbnpeku T0Ba, KIMHHYHO 3HAYMMA H CTATHCTHYECKH 3HAYMMA Pa3IHKa B N0/13a HA PUKCHPAHHTE
KOMOWHALMH HA ONMECApTaH MENOKCOMMW M Xuapoxnoporrazua 40 mg/25 mg 8 cpaBHEHHE C
duKcHpaHHTe KOMOHHALMH HA ONMECApTaH MEAOKCOMKHI K xuapoxnopoTHasua 20 mg/25 mg ce
nabnioaasa npu cpeaHure 24-4acoBH CORHOCTH Ha CUCTOJTHOTO W AHACTOMHOTO KPhBHO HaNIAraHe npH
JHEBHO H HOLHO aMOyJJaTOPHO MOHUTOPUPAHE Ha APTEPHAIHOTO HANAraHe.

AHTHXHNEPTEHIUBHHAT edekT Ha PHKCHpaHHTE KOMOHHALIMH HA OJIMECAPTAH MELOKCOMHII H
XHAPOXJIOPOTHAINA € NoAoDeH NPy BCHUKH, HE3ABHCHMO OT Bb3PAacTTa, 1ona WK anabetHus cTatyc.

IBoiHo 6a0KKHpane Ha PEHWH-AHIHOTEH3WH-anocTepoHoBaTa cHcTema (PAAC)
IIBe rosieMH paHIOMH3HpPaHH KOHTpoaupanH npoyuBaHua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texywo rnobanno n3nursaHe 3a
KpaHHH TOYKH Ha TEJIMHUCAPTAH, CAMOCTOATENHO H B KoMOuHauua ¢ pamunpun) H VA NEPHRON-D
(K1HHMYHO NpoyYBaHe CBBbP3aHO C pa3BMTHE Ha HeponaTHa NpH AHaOET, NPOBEAEHO OT
MUHHUCTEPCTBO NO BLNPOCHTE Ha BETEpPaHUTe) — NpoyyBar ynorpebara na kombnuHauunaTa ot ACE
HHXHOUTOp K aHrHoTeH3uH [l-peuienrropen Gaokep.

ONTARGET e npoyuBaHe, npoBeaeHO MPH NalUMEHTH ¢ aHaAMHE3a 3a CbpAE€YHO-CbA0BE WIH
MO3BUYHOCBHA0BA DoJlecT, WK 3axapeH AnabeT Tun 2, NPUAPYXKEHM C JaHHH 32 YBPEAAAHE

nuabetHa HedponaTHs.

Te3u npoyuBaHHa HE NOKA3BaT 3HAUMM GnaronpusTeH edekT Bbpxy 6uOpeunute w/
CHIOBMTE NOC/IEAKIIM H CMBbPTHOCT, KaToO ChIUEBPEMEHHO ca Hab/II04aBaHy MOBULLE
XHIIEPKAIUEMHs, OCTPO yYBpexaaHe Ha ObOpeLnTe WHIH XHNOTOHUA B CPABHEHHE C




KaTo ce UMaT npeaBHA CXOAHHTE WM (apMakOAHHAMHUHH CBOWCTBA, TE3H PE3YJITATH Ca MPHI0KHMH
u 3a apyru ACE unuxubutopu v aHruorensun ll-peuentopun 6nokepn.

ACE nnxuburopu u aHrvorensuH lI-peuentopun 6aokepn caenoBartenHo He TpaOBa aa ce H3non3ear
eAHOBPEMEHHO NPH NaLKEHTH ¢ AHabeTHa HegpornaTus.

ALTITUDE (KnuHu4HO npoy4BaHe MPOBEACHO C ATHCKUPEH NPH NALMEHTH CbC 3aXapeH Auaber Tun
2 ¢ H3INOJI3BAHE HA ChPAEHHO-CBAOBH U DBOpeyHH 3a00NABaHHA KATO KPaHHH TOUKH) € [IpOyUBaHe,
MpeAHa3Ha4YeHo Aa W3Cc/eABa non3ara oT A06aBAHETO HA ATMCKHPEH KbM cTaHaapTHaA Tepanug ¢ ACE
HHXHOUTOP WK aHTHOTEH3HH [l-peuenTopeH 6aokep NpU NAUKEHTH CbC 3axapeH AHabeT THN 2 W
XPOHHUHO 6BOpeyHo 3abonsapane, ChHpACYHO-CBHAOBO 3abonsasaHe WiH H asere. [lpoyusaneTo ¢
NpeKpaTeHo NMPEeKASBPEMEHHO MOPAH NOBHULLEH PUCK OT HebnaronpuaTHH nocnearuH. Kakro
CbhPAEYHO-CBHAOBATA CMBPT, TAKA U HHCYJ/ITHT Ca MO-YECTH B rpynara Ha alHCKHPEH, OTKONKOTO B
rpynara Ha naauedo, a npeAcTaBIABALIHTE HHTEPEC HEXKENAHH CbOHTHA H CEPHO3HH HEXKEJTAHH
chOHUTHA (XHNEepKaaneMua, XMNOTOHKA K 6b0peuHa nuchyHkuMsa) ce croOLIABAT NO-YECTO B rpynara
Ha ATMCKUPEH, OTKONKOTO B rpynaTa Ha rauebo.

HemenaHoMEH pak Ha Ko)Kara

Bb3 0CHOBa Ha HATHYHHWTE AaHHU OT ENHAEMHONOTHYHH NPOYy4BaHUA € HabnoaaBaHa 3aBUCHMA OT
KyMyJlaTHBHaTa J03a Bpb3ka Mexay XX T3 u HMPK. Eano npoyuBaHe BKIto4Ba Nomynaums,
chetoswa ce ot 71 533 cnyuan Ha BKK u 8 629 cnyyan Ha CKK, » nomynauuns ot cvorsetHo 1 430
833 1 172 462 noaxoasiuu koHTponH. Bucokara ynorpetba Ha XX T3 (kymynatueHo =50 000 mg) e
cabp3aHa ¢ kopurupad OR 1,29 (95% JH: 1,23-1,35) 3a BKK 1 3,98 (95% [IH: 3,68-4,31) 3a CKK.
Habnionasana e acHa Bpb3ka KyMynaTuBHa 103a-0TroBop KakTo 3a bKK, Taka u 3a CKK. [pyro
Npoy4BaHe NOKA3Ba Bb3MOXKHA Bpb3ka Mexay paka Ha ycTHuTe (CKK) H ekcnosuuuara va XXT3: 3a
633 cayuau Ha pak Ha ycTHUTE ¢ noaGpaHa nonyaauus ot 63 067 noaxoasilid KOHTPONH, KaTo ce
U3M0JI13Ba CTPATErKa 3a B3eMaHe Ha npobu, onpeaenexna oT pucka. JleMOHCTpHpaHa € Bpb3ka
KyMYyJIaTHBHA 103a-0TroBOp ¢ kopurnpad OR 2,1 (95% 1U: 1,7-2,6), vapacrsauy ao OR 3,9 (3,0-4,9)
3a BUCOKa ynoTpeda (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a HaH-BHCcOKaTa KyMyJaaTHBHa no3a (~ 100
000 mg) (Bx. cbwO TOUKA 4.4).

5.2 QapMakoKHHECTHYHH CBOHCTBA
AbOcopOuns B panpeaesieHue

OnmecapTaH METOKCOMMII:

Onmecapran Mea0KCOMHII € nponekapcTBo. [1pu pesopOupaHe OT racTPOMHTECTHHAIHUA TPAKT OBP30
ce npespblia BbB (PapMaKkoJOri4HO aKTHBHHA META0OIMT OIMecapTaH OT ecTepa3HTe B YpeBHATA
NIWTaBHLIA H B MOPTANTHOTO KpbBoOOpbILeHHEe. B nna3mara K eKCKPETHTE HE C€ OTKPHBA aKTHBHOCT
Ha MHTAKTEH OJIMECAPTaH MEAOKCOMHWJI WK UHTAKTHH CTPAHHYHH BEPHIrH Ha MeaokcoMua. Cpeanara
abconoTHa OHOHANWYHOCT HA OfIMecapTaH, npuioxeH noa dopmara Ha TabneTky € 25,6 %.

CpeaHarta nukoBa nnasMeHa KOHLeHTpauHa (Cmax) HA OIMECAPTAaH Ce JOCTHra B PAMKHTE Ha 2 yaca
cnen nepopaiHo NPUIOKEHHE Ha OJIMECAPTaH MEQOKCOMMIL, A MU1A3MEHHTE KOHLEHTPaLUHH Ha
OJIMecapTaH HapacTBaT NOYTH JHHEHHO ¢ HapacTBALH €AHOKPATHH NEPOPaIHH A03H A0 okono 80 mg.

XpaHaTa oka3zBa MMHHMAaNEH edekT BbpXy OHOHANTMYHOCTTA Ha OJIMECAPTAH U 3aTOBA OJIMECcapTaH
MEAOKCOMMII MOXKE 1a ¢e npuaara ¢ win 6e3 xpaxa.

He ce Habnonagat KNMHEHYHO 3HAYHMH NONOBO-3aBHCHMH Pa3iiKH BbB (apMaKOKHHETHKATA Ha
OJIMECAPTAH.

OnmecapTaH ce CBbp3Ba BbB BUCOKa CTENEH ¢ naasMenure denrbum (99,7 %). Bonpeku 1
Bb3MOXKHOCTTA 338 KIHHHYHO 3HAYUMH JICKAPCTBEHH B3aUMOACHCTBUA HA ONIMECAPTAH C
NnexapcTsa, CEbP3BaLUM C€ BbB BUCOKA CTEMNEH C IUTa3MEHHUTE OenThlM, Ype3 HIMECTBAHN
CBbP3BaHE, € HUCKA. TOBa ce MOTBLPKIaBa OT NUNCAaTa Ha KIWHHYHO-3HAUUMMH B3aHUM

MEXY OIMECapTaH MeAOKCOMHUIT ¥ BapdaprH. CRbP3BAHETO HA OIMECAPTAH ¢ KPbhBHH
He3HA4YUTENHO. CpeaHusaT 00emM Ha pasnpeaeneHHe CNed HHTPABEHO3HO NPHAOKEHHE €




(16-29 1).

XUAPOXJIOPOTHA3HA

Cnen nepopanHo NPWIOKEHHE Ha ONIMECAPTAH MEAOKCOMUI U XHAPOXIOPOTHA3HA B KOMOHHALMA,
CPEAHOTO BpeMe Ha MUKOBUTE KOHLIEHTPALHU Ha XHIPOXIA0poTHa3ua € oT 1,5 xo 2 yaca cnea npuema.
XHAPOXJIOPOTHA3KA CE CBBP3Ba ¢ M1a3MeHuTe npoterHu 68% v uma obem Ha pasnpeaenenue 0,83 -

1,14 lkg.

buoTpanchopMaLHR H EKCKpenHA

OJimecapTaH MEAOKCOMNUJI

ObukHoBeHO oOLHAT nnazMed KaupbHE € 1,3 /h (CV, 19 %) H e cpaBHUTENHO ManbK B CPABHEHHE C
yepHoaApoOHHa KpbBOTOK (oKos10 90 1/h). Cnen eaHokpaTHO nepopanHo nprHiaoXeHue Ha denazan ¢ C-
onaMecapTaH meaokcomi, 10-16 % ot paaHoakTHBHOCTTA CE€ OTKpHMBa B ypHHATa (NO-ronAMara 4acr B
paMKHTE Ha 24 yaca OT NPWIOKEHHETO), 8 OCTATLKDT OT OTKPHUTATA PAAHOAKTUBHOCT C€ EKCKPETHpA
B:B (eueca. MMaiiku npeasua cucTeMHaTa HAMHYHOCT OT 25,6 %, Moxe aa ce 3aKIIouH, Ye
abcopOMpanUAT OnMecapTaH ce eNHMHHHpA H Ype3 OLOpeuHa ekckpeuns (okono 40 %) u upes
Xenaro-OunuapHa ekckperms (okono 60 %). LIanoTo KoNHHECTBO paaHOAKTHBHOCT €
HaeHTUpHUHpPaHO KaTo onMecapTaH. He ce oTkpusa apyr 3HauuM MetabonuT. EHTepoxenTanuuaT
MeTaboNM3bM Ha OnMecapTaH € MHHHUManeH. TbH KaTo rojIaMo KOHYECTBO OJIMECapTaH ce
eKCKPETUPA Ype3 XKMbUKATA, NIPUNIOKEHHETO MY NPH NAUMEHTH ¢ DUnnapHa 0OCTpyKUHS €
NpOTHBONOKAa3aHo {BX. 4.3).

TepMHHATHHAT €IHMHHALIMOHEH NMOJYXXHBOT Ha onMecapTaH Bapupa Mexay 10 1 15 vaca cnen
MHOTMOKpPaTHO NEPOPATHO A03paHe. PABHOBECHHUTE CTALIMOHAPHH IU1a3MEHH KOHLIEHTPAUKH CE
JOCTHIaT ClieA MbPBUTE HAKOJKO 103 M cnea 14 AHKM MHOroKpaTHO J03upaHe He ce Habnoaaea
AOMBbJIHUTENHA akyMynauusa. brOpeunuat kivpbHe € okono 0,5 - 0,7 I'h 4 e He3aBHUCHUM OT a03aTa.

Xuopoxnopomua3iuo

Xuapoxnopotuasua He ce MeTabonn3upa v ce eKCKpeTHpa NMOYTH HIUAIO B HEMPOMEHEHA Gopma.
[Mpubnusurenso 60% ot nepopasHO NPUIOKEHATa 1034 C€ eNHMHHHpA B YPHHATA B paMKHTE Ha 48
yaca. brOpeunusaT KnpbHe € okono 250 — 300 ml/min. TepMUHANHUAT NONYIKHBOT Ha
xuapoxiaopotuasua ¢ 10 — 15 vaca.

KoMOHHALIMATA HA OIMECAPTAH MEAOKCOMUI U XHAPOXNOPOTHAZKA

CHcTeMHAaTa HATMYHOCT Ha XHAPOXJI0POTHa3K ce HaManaBa ¢ 0koo 20% npU € AHOBPEMEHHO
[PUITOKEHHE C ONIMECApPTaH MEJOKCOMMII, HO TOBA JIEKO MOHHKEHHE HE € OT KIHHHU4YHO 3HAYCHHE.
KHHeTHkaTa Ha OMecapTaH He C€ NOBJIHABA OT €AHOBPEMEHHOTO NPHIIOKEHHKE Ha
XHAPOXJAOPOTHAZHA.

PapMAKOKHHEETHKA NPH cnenqHdHIHN IrPYDH

Hayuenmu 6 cmapuecka sv3pacm (Hao 65 200uxu):

[1pn xuneprounum, AUC Ha oniMecapTaH B paBHOBECHO CLCTOAHHE CE YBEJHYABA C 0k0/0 35 % np#
NalUHEHTH B cTapuecka Bb3pacT (65-75 roanHH) H ¢ 0Kko0 44 % npu MHOro BL3PACTHH MALMEHTH
(= 75 roannn), B CpaBHEHHE C NO-MJIaAH NAUHEHTH. (BHXK Touka 4.2).

OrpaHHYeHHTE NaHHHW NPEANONArar, Y€ CHCTEMHHMAT KIHPBLHC Ha XHAPOXJIOPOTHA3K C€ HAMANBA,
KaKTO NpH 3paBH Taka W NPY XHNEPTOHHYHHK NALIUEHTH B CTAPYECKA Bb3PACT, B CPABHEHHE C MIIaH
30paBH JOOPOBONLH.

Bvbpeuno yapesicoane:
[pu naurenTH ¢ GuOpeuna HegoctaTbyHocT, AUC Ha onmecapTaH npu paBHOBECHO CYERD
yeeauuana ¢ 62 %, 82 % u 179 % cbOTBETHO NPH NALMEHTH € JIEKO, YMEPEHO H TEXKK :, vyl g
O61vOpena GyHkUMA, B CpaBHEHUE CHC 3apaBH KOHTPOH (BX. 4.2, 4.3, 4.4). :



MaKCUMAaTHATa 4033 Ha OJIMECAPTaH MEAOKCOMMI MPH NMALIHEHTH C NeKo A0 yMepeHo ObOpeyHo
yBpexaaHe (KpeaTHHHHOB KaubpbHC OT 30 — 60 ml/min) ¢ 20 mg onmecapraH MEAOKCOMMIT BEAHDBXK
aHeBHO. [TprHioKeHHeTO Ha OIMECapTaH MEAOKCOMMI NPH NAUMEHTH ChE TEXKO OBOpEUHO yBpexKaaHe
(kpeaTUHHHOB KAIUbpbHC < 30 ml/min) He € NPenopBbUYNTESTHO.

BpemeTo Ha NoyXHBOT HA XMAPOXIOPOTHAZKA CE YABKABA NMPH NALMEHTH C HapylueHa ObOpeyHa
dyHKUMA.

Yeprodpobro yepexcoane:

Cnean eAHOKpPATHO NEPOPAHO MPHIIOKEHHE HA OIMECAPTAH MPH NALIHEHTH C JIEKO A0 YMEPEHO
HapylieHa yeproapoOHa ¢pyHkumnsa, AUC Ha oniMecapTaH B paBHOBECHO ChCTOSIHUE C€ YBEIHYaBa C

6 %, CLOTBETHO 65 %, B CpaBHEHHE CBHC CLOTBETHHTE 31PaBH KOHTPOJH. 2 4yaca CJIe NPUIOKEHHE,
HECBBP3AHHAT OJIMECAPTAH NMPH 3APABH KOHTPOJIH, NPH MALHEHTH € JIEKO HapyLlieHa H NPH NALUHEHTH C
yMepeHo HapyluieHa YepHoapobHa dpyHkuns ca croteetho 0,26 %, 0,34 % n 0,41 %.

[lpu nauMeHTH ¢ yMepeHo YepHoApobHO yBpexaaHe, cpeanata AUC Ha onMecapTaH € cbilo ¢ 65%
O-BHCOKA, B CPABHEHHE ChC CHOTBETHHUTE 3paBH KOHTPOIH. CpeAHHTE CTOMHOCTH Ha CraxCa CXOAHH
NPH NALMEHTH ¢ 4epHOAPOOHO YBpeXAaHE HNK NPH 3XPABH HHIAWBHAH.

[Tpu naLMeHTH C YMEPEHO 10 TEXKKO YepHOAPOOHO yBpeKaaHe, HayanHa Ao3a ot 10 mg onMeacpraH
MEAOKCOMM/I BEAHBX JHEBHO € NMPENOPBYHTENHO, KATO MaKCHMATHAaTa Jo3a He OMBa 1a npeBHiLaBa

20 mg BeaHBxK AHeBHO.ONMecapTaH MEAOKCOMMII HE € NMPOYYBaH NpPH NaLUMEHTH C TEXKKO HapylIeHa
yepHoapoOHa ¢yHKuMs (BXK. 4.2, 4.3, 4.4).

YepHoapoOGHOTO yBpeXaHe He 0Ka3Ba 3HAUUMO BJIMAHHE BbpPXY PapMaKkOKHHETHKATa Ha
XHAPOXJIOPOTHAZHKA.

JleKapcTBeHH B3IARMOACHCTBHS
Koaecesenram, aexkapcmeo, koemo C8bP38d NCIbUHUME KUCEIUHU.

EanospemenHoTo npunoxenue Ha 40 mg onMecaprad meaokcomun B 3750 mg konecesenam
XHAPOXJIOPH]L NPH 32paBH Xopa e aoeesio 10 28% HamaneHue Ha Crna 1 39% Hamanenune Ha AUC na
onmecaptaH. [To-cnabu edextn - 4% u 15% namanenue Ha Crax ¥ AUC cbOTBETHO, Ca HabnlogaBaHH,
aKo ONMecapTaH MeIOKCOMHI ce npuiara 4 yaca npeaH KONECEBEIaM XHAPOXIOPHA.
EnMMHHALHOHHHAT NONY>XHBOT Ha ONMecapTaH € 6un HamaneH ¢ 50 - 52%, He3aBHCHMO OT TOBa nayu
ce NpUiara eAHOBPEMEHHO WIH 4 Yaca Nnpeau kojeceBenaM XHAPOXJIOpHA (BHX Touka 4.5).

5.3 [peaknHHH4YHH NaHHH 324 be30nmacHOCT

TOKCHYHHAT NOTEHUHAN H2 KOMOUHAUMATA OIMECApTaH MEZOKCOMHI/XMAPOXJIOPOTHA3HA € OLIEHEH
MpH NPOYUYBAHHA 32 TOKCHYHOCT C NMOBTAPALUO C€ AO3HpaHe 00 LECT MECELIA NPH NNBXOBE H KYYeTa.

[Llo ce oTHaca A0 BCAKO €OHO OT OTAEHHUTE BEWIECTBA U APYITHTE NEKAPCTBEHU MPOAYKTH OT TO3H
K/1aC, OCHOBHHSAT TOKCHKOJIOrHY€eH NpHuUeneH oprad ca 6u0peunte. KombunauusaTa Ha onmecapraH
MEAOKCOMUJI/XHAPOXNOPOTHA3HA NPEAN3BHKBA GyHKUHMOHANHHW OLOpeuHH npoMeHH (yBEIHYABAHE Ha
CepyMHAaTa ypes M Ha CEPYMHUA KpeaTUHUH). Bucoky 103u npHyHHaBaT TyOynHa nereHepauuqs v
pereHepalns Ha 6b0pelrTe Ha NIBLXOBE U Ky4eTa, BEPOSTHO Ype3 npoMsina B ObOpeuHara
XeMO/HHaMHka (HamaneHa Ob0peuHa nepdy3ud B pe3yTaT OT XHNOTOHUS ¢ TyOYy/IHa XHMOKCHA H
TyOynHa nereHepauus Ha KieTkuTe). B nonwiHeHne koMOHHaLUATA OMecapTaH
MEAOKCOMWJI/XHAPOXIOPOTHA3H NPEAY3BUKBA HAMAIABAHE HA NapaMeTPUTE Ha YEPBEHHUTE KPBLBHHU
KIeTKH (EpHTPOLIMTH, XeMOTJIOOHH U XEMATOKPUT) H HAMANABAHE Ha TETIOTO Ha CHPLICTO NPH
MbXOBE.

Te3u edexru cbwio ca 6unu HabnmoaapaHH H 3a IpyrH AT, peuenTopHH aHTarOHHCTH
HHXHOHWTOPH H Te K3rnexna ¢a Ounu npuuHHeHH OT PapMaKONOTHYHOTO NEHCTBHE H
OJIMECapTaH MEJIOKCOMHWJI M H3IJ1eX/1a /1a He € CBBP3aHHU € XOpaTa B paMKHTE Ha N
TepaneBTHUYHH JO3M.



npﬂquaHHﬂTﬂ 34 TCHOTOKCHYHOCT, KOUTO H3MOJI3BAT KOMSHH&HHHT& OJIMECApPTAH MCOROKCOMHI H
XHAPOXJIOPOTHA3HUA, KAKTO H NPH OTACTIHHTC KOMMMOHCHTH HE Ca NOKa3allH HHKaKBH NPpH3HALH Ha
KIHHHYHO 3HAYUMA NEHOTOKCHYHA aKTHBHOCT.

KaHueporeHHHAT NOTEHLIMAN Ha OnMecapTaH MEJOKCOMMT HE € H3CNE€ABaH, ThH KATO HAMA
[0KAa3aTe/ICTBA 3a KaHUEPOTeHHH e(peKTH Ha olMecapTaH MEJOKCOMKI B YCNOBHATA Ha KIWHHYHA

ynotpeba.

HsimMa noxa3arencTsa 3a TepaTOreHHOCT NPH MHUILKK WIH TLUTbXOBE, TPETUPAHK C KOMOHHALMATA
ofIMecapTaH MeAoKCOMIWI/xnapoxjoporhasua. Kakto ce oyaksa OT TO3H KJ1ac NeKapCTBEH MPOAYKT,
(heTaHa TOKCHYHOCT € HabnloaaBaHa NpU MILXO0BE, KOETO € BHAHO OT 3HAYHTENHO HAMANEHOTO
(eTanHo TEAECHO TEMIO, NPH NIEYEHUE ¢ KOMOWHALKHATA OIMECAPTAH MENOKCOMHII/ XHAPOXAOPOTHA3HA
no BpeMe Ha HpemeHHocTTa (BXK. TOUKH 4.3, 4.6).

0. GOAPMANIEBTHYHH JAHHH
6.1 Chnacbk HA NOMOIIHHTE BEIECTBA
J0po na mabremrxama

MUKpOKpHCTATHA LENYJIO3a

Martesuen creapat (E470b)
HacTHUHO 3aMeCTEHA XHAPOKCHIPONHLICY 1032

Quimoso nokpumue

Turanos quokcua (E171)

Tanx (E553b)

[Toan(BHHWIOB A1KOX0N) — HaCTHUYHO XHAPONU3UPaAH
Makporoa 3000

6.2 HeCbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauHH

6.4 ChnenHaaHu yC10BHA HA ChXPAHEHHE

Jla ce cbXxpaHABa B OpHIrHHaNHAaTa ONAKOBKA, 3a Aa C€ NPeana3H oT Biara.

6.5 JIaHHA 32 ONAKOBKATA

bancrepn (OPA/AI/PVC donno, Al ponno): 14, 28, 30, 56, 60, 84, 90, 98 u 100 pruamupaus
TabNeTkH B KAPTOHEHA Ky THA.

He BcuuKM BUAOBE ONAKOBKW MOrar aa ObAaT NyCHATH HA nasapa.
6.6 CoenHaaHH NpeANA3ZHHA MEPKH NIPH HIXBLP/ISHE
HamMa cneuManydy H3NCKBaAHUA.

Bcuuky HeH3noOn3BaHH [NIPOAYKTH HJIH OTNaaAHH MaTCPpHATH TpilﬁBﬂ Aad CC YHHLUIO
MCCTHHUTC H3UCKBAHHA.




1. MNPUTEXATEJI HA PABPEIIEHHUETO 3A YIIOTPEBA

KRKA. d. d.. Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CroBeHHs

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Ko-Onaumectpa 40 mg/12.5 mg dpunmupann tabnetku Per. Ne 20120424

Ko-Onumectpa 40 mg/25 mg puamupany tabnerku Per. Ne 20120425

9. JIATA HA ITbPBO PA3ZPEIIABAHE/INOJAHOBSABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jlara Ha nbpBO paspelnaBane: 23.08.2012
JlaTa Ha nocaeaHo nojaHosasaHe: 15.05.2017
10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

11 Maprt 2024

ipoGHa HHGOPMALKMS 32 TO3H NEKAPCTBEH MPOYKT € Npe0CTaBeHa Ha yebeatita Ha




