KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HUME HA JIEKAPCTBEHMUMS ITPOAYKT

Mpnpesua 150 mg/12,5 mg ¢puamupanu tabneTku
Irprezide 150 mg/12,5 mg film-coated tablets CPELS - y 28 -04- M

Upnpe3na 300 mg/12,5 mg ¢puamupanu tabneTku
Irprezide 300 mg/12,5 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika ¢puimupana tabnerka cuabpka 150 mg upbecapran (irbesartan) u 12,5 mg XuapoxiaopoTnasui
(hydrochlorothiazide).

Besika ¢punmupana tabnerka cpabpika 300 mg upbecapran (irbesartan) u 12,5 mg XuapoxaopoTHasu

(hydrochlorothiazide).

3a MBJIHUS CITUCHK HA MOMOLIHHUTE BellleCcTBA BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

duamupaHa Tabaerka

Upnpesnn 150 mg/12,5 mg ¢punmupanu TabneTku:
Po3oBa, 1BOMHOM3ITbKHAJIA, €JIMTICOBH/IHA, C pazMepH 6.5 x 12,7 mm, ¢puaimupana Tabserka, ¢ HaAIMKUC
..H” oT ennara crpana v .I" ot apyrara.

HUpnpesna 300 mg/12,5 mg ¢puamupanu TabJIeTKH:
Po3oBa, ABOHHOM3IIBKHAJIA, €JIMNICOBUIHA, ¢ pa3MepH 8,2 x 16,0 mm, ¢punmupana TabaeTka ¢ HaAITHC

“H™ or eqnara crpana v “I”” o apyrara.
4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHHA

JleyeHHe Ha eceHLHaIHA XHUIIEPTOHHA.
KomOunaumsra ¢ ¢pukcupana no3a € nokasaHa 3a Jie4eHHe Npy Bb3pacTHHU NMaLUKMEeHTH, YHETO
apTepHATHO HAJIsiraHe He Ce peryjupa A0CcTaTb4HO A00pe oT updecapTaH WiIH XHPOXJIOPOTHA3H/L,

MPUJIOKEHH CAMOCTOATEITHO (BXK. TOYKa 3.1).
4.2 Jlo3HpPOBKA H HAYMHH HA NMPHJIOKEHHE

Jlo3upoBka

Hpnpe3na Moxke 1a ce npueMa Be/IHbK IHEBHO, HE3aBHCHMO OT NpHEMa Ha XpaHa.
Moske na ce npenopbya THTPUPAHE Ha 03aTa Ha OTJACJIHUTE KOMIIOHEHTH (T.€. HpOecypre

XHAPOXJIOPOTHAZHKL).

Koraro € ymMecTHO OT KJIMHMYHA IJ1e[JHa TOYKa, MOXKe Ja c€ OOMHMCIIH JIMPEKTHO Mjf
MOHOTEpanus KbM (PUKCUpaHa KOMOWHALMA:
- Mpnpesun 150 mg/12,5 mg Moxe aa ce npuiiara rnpu rnaiueHTH, YHETO KPbBK
peryjmpa 3a/J0BOJIMTENIHO € XUAPOXJIOpoTHa3u uiu upbecapran 150 mg ca
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- HUpnpeszua 300 mg/12,5 mg Moxe Aa ce npunara npH MaUMEeHTU ¢ HEOCTATbYEH KIMHHYCH
orrosop kbM upbecaptan 300 mg unu kvm Hpnpeaua 150 mg/12,5 mg;

He ce npenopw»uBaT AHEBHH JO3H, No-BucokH ot 300 mg upbecapran /25 mg xuapoxnoporrasul. [1pu
HeobxoaumocT, Upnpesna Moxe Aa ce npuiara 3a€/iHo ¢ ApYrd aHTHXHIICPTeH3WBHH JICKAPCTBEHH
NpoayKTH (BXK. ToukH 4.3, 4.4,4.5n 5.1).

Croeunanyy nonviaiMy

bvbpeuno yepeoicoane

[Topaau cbaALPKAHHETO Ha XUAPOXJIOpoTHa3uA, Mpnipe3ua He ce npenopbyBa NpH NALMEHTH C TeXKa
61L6peyHa HeZOCTATHYHOCT (KPEeaTUHHHOB KIUpbHC < 30 mI/min). ITpu Ta3n nonynaums, OpUMKOBHTe
AMYDPETHIIM Ca 3a npeaAnovHTaHe npea THasuaHuTe. [Ipn nauneHTH ¢ 6b0peuHo yBpexKaaHe, YHHTO
6LOpeueH KpeaTHHHHOB KIKpbHC € > 30 ml/min, He ce Hanara KOPEeKLHA Ha N03aTa (BXK. TO4KH 4.3 ¢

4.4).

Ueprodpobro yspesicoane

Hpnpe3na He e noKa3aH NpH MALMEHTH ¢ TEXKKO yepHoApobHO yBpexxaaHe. Tnasnau tpsbsa aa ce
NPUNAraT ¢ MOBHLIEHO BHUMaHHE NPH NALMEHTH C YBpeAcHa yepHoapoOHa ¢yHkuua. TTpy naumenTH ¢
JIEKa 0 YMEPEHa CTelCH Ha 4yepHOApOOHO yBpeKaaHe He Ce Halara KopeKUHs Ha fnosata Ha Mpnpesun
(8. TOuka 4.3).

Hayuenmu 8 cmapuecka év3pacm
He e HeobxoguMa KopeKLua Ha J03aTa Ha Uprnipe3sua npH NauHeHTH B CTapyeCcKa Bb3pacT.

Heduampuuna nonynayus
Hpnpesua He ce npenopbysa 3a ynorpeba NpH AeLia H IOHOLIM, Thi KaTo 0€30MacHOCTTa U
ed)HKaCHOCTTA HE Ca YCTaHOBEHH. JIuncBaTt naHHH.

HauuH Ha DPUIOKECHHE

[lepopanzo NpuaoXeHHe.
43 IlpormBonoxa3aHHd

- CBpPBLXYYBCTBHTETHOCT KbM aKTHBHHTE BELECTBA, KbM HAKOE OT NOMOILKHTE BEIIECTBA
H30poeHH B TOUKa 6.1 WM KbM ApYry cyndoHaAMUIHU NPOU3IBOAHH (XHAPOXJIOPOTHA3NA €
CyIpOHAMHIHO NPOU3BOHO)

- BTopH M TpeTH TPHMeECThp OT GpemMeHHoCTTa (BXK. TOUKH 4.4 H 4.6)

- Texxko 6L0peuHo yBpexaaHe (KpeaTHHMHOB KiHpBHE < 30 ml/min)

- PedpaxkrepHa XMNIOKAIEMHS, XHNEPKATLHEMHA

- Texxko yepHOApOOHO YBpekaAaHe, OuinapHa LIMpo3a H XoJlecTasa

- ExnospemeHHaTa ynorpeba Ha Upnpeina ¢ anHCKHpeH-ChabpKalllH MPOAYKTH €
[MPOTHBOIOKA3aHa NpH MALMEHTH CbC 3axapeH Auabet win 6BOpeyuHo yBpexaaHe (CKOpOCT Ha
rnomepyHa wrrpanus (GFR) <60 ml/min/1,73 m?) (Bx. Touku 4.5 n 5.1).

4.4 Crennainm npeaynpexaeHAs H CHCNRAIHE NpeJNa3HE MEPKH Npu ynoTpeba

Xunorouus — [lanveHTH ¢ XHUIMOBOJNIEMHA
Hpbecapran/HCT paako npeau3BUKBa CHMITTOMATUYHA XHITOTOHHA TPH NALHEHTH ¢ XHNICPTQHUS 6&3
ApYrd pUcKoBH (aKTOPH 3a pa3BUTHE HA XHAIOTOHHA. CUMITTOMATHUYHA XHIIOTOHHA M A‘"‘m
72 HaCThIIH NPH NALMEHTH C XHITOBOMIEMUS WK AedULMT Ha HATPHH, NopaaH npo Y. ’?a

HHTEH3HBHO JieUcHHe ¢ ANYPETULIM, O€1HA Ha roTBapCKa COM AueTa, THapHA HWiH
CBCTOAHHSA TPAOBA Na ObaT OBNAAAHH NpeAH 3an04YBaHe Ha jeyeHueTo ¢ Upnpesy:

Ny
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Creno3za Ha Op0peyHaTa apTepHs — PeHOBacKyaapHa XUNEPTOHUA:

ITpy nauuenTH ¢ GUnaTepaiHa cTeHo3a Ha 6LOpeuHaTa apTepus WIH CTEHO3a Ha apTepHATa Ha
eAMHCTBEHHA pyHKUMOHMpaIl 6b6peK, ChleCTBYB2 NOBHUIEH PHUCK OT Pa3BUTHE Ha TEXkKKa XHNOTOHUA
u 61LOpeunHa HEAOCTATHYHOCT MPH JICUCHHE ¢ HHXHMOHTOPH HA AHTHOTCH3HH-KOHBEPTHPALLMSA €H3UM
WK ¢ auruorensuH-I1 peuenTopHH aHTaroHUCTH. BBHIpeKH ye TOBa He € JOKYMEHTHPAHO C

upbecaptan/ XHAPOXIOpOTHA3H], NofobeH edekT TpadBa Na ce ouakaa.

BnbpeuHo yBpexaaHe U 6nOpeyHa TPaHCILIAHTALINS: |

ITpu neuenne ¢ Upnpesna npy naupeHTH ¢ 6L0pedHo yspekaake ce npenopbysa NepHOAHYHO
npocneasBaHe Ha CTOMHOCTHTE Ha KaJIHH, cepyMHMs KPEaTHHHH M NMHKOYHA KHCeTHHa. Hama
KJIMHMUEH OIMUT MO OTHOIIIEHHE NpuiaraHeTo Ha upbecapTaH/XHAPOXJIOPOTHAIU/ NPH NALIMCHTH C
'HACKOpO nposejeHa OOpeuHa TpaHcIUiaHTauwma. Mpnpesna He TpaOBa fa ce npunara npy NauHEeHTH ¢
Texko 6LOpeuHo yBpexaaHe (KpeaTHHUHOB KJIHpBHC < 30 ml/min) (Bx. Touka 4.3). I[1py naumeHTn ¢
yBpeAcHa 6u0peura PyHKUMA MOXKe A2 HACTBITH a30TEMHA, CBbP3aHa C THA3UIHUA JHypeTHK. [1pH
nauueHTH ¢ 6BOpeyHa HEAOCTATBYHOCT M KPEaTHHHHOB KIHPBHC > 30 ml/min He ce Hanara KOpeKLms
Ha f03aTa. Berpeky TORa, pH NaUMEHTH ¢ JieKa 10 yMepeHa Gr0peuHa HeoCTaTbHHOCT
(KkpeaTHHHHOB KAHpBHC > 30 ml/min, Ho < 60 ml/min), komOHHauMsTa C PHUKCHpaHa no3a TpaOBa na
ce Npuiara ¢ NOBUIIIEHO BHUMAHHE.

JlBoiiHo GoxMpaHe HA CHCTEMATa peHHH-aHrHOTeH3HH-annocTepoH (PAAC):
Hma naHnm, de eqHoBpeMeHHara ynotpeba Ha ACE unxuburopn, anrvoreHsut Il-penenropsn

Oi0KepH WIH ATKCKUPEH MOBUUIABA PUCKA OT XHIIOTOHHA, XHNIEPKATTHEMHUA M HaMaJIABAHE Ha
6u6peunaTa QyHKIHA (BKTIOUMTENHO ocTpa 6b0peuna HeaocTaThyHOCT). [lopany ToBa He ce
fpernopbuBa AsoiHO 6nokupane Ha PAAC upe3 komGuHnpanara ynorpeba Ha ACE nHxubutoph,
aHrHoteH3uH [l-peuenropuu 6n0Kkepd WK ANUCKKPEH (BXK. TOUkH 4.5 1 5.1).

AKO ce MpELEHH, Y4e TepanuaTa ¢ ABoifHO Gnokupane ¢ abcomoTHo HeobXxonMa, ToBa TpabBa na
CTaga caMmo oA HabmoAeHHETO HA CMELUATUCT H TIPH YECTO BHHMATEIHO MOHKTOPHpaHe Ha
6n6peuHaTa GyHKuMs, eIEKTPONHTHTE H KpbBHOTO HansraHe. ACE nHXuOMTOpH ¥ aHTHOTEH3HH 11-
penienTopHy 610kepH He TpAGBa fa ce U3MOA3BaT €AHOBPEMEHHO TIPH NalMeHTH ¢ AHaldeTHa

HedponarTHi.

MHTECTHHAICH aHTUOEAEM
3a HHTeCTUHHAIIEH aHTHOE/IEM ce ¢hoOI11aBa NpH MallMEHTH, JICKYBAHH € aHrHOTEH3HH |l peLienTopHH

aHTArOHUCTH BKIIOYHTENTHO HpbecapTan (8. Touka 4.8). Te3zn nalMeHTH HMAT KopeMHa 00nka,
rafieHe, nospbllaHe H auapva. CHMITOMHMTE OTIIYMABAT CJICA MPEYCTAHOBABAHE HA AHIHOTEH3HH I
PELENTOPHHTE aHTATOHHCTH. AKO C€ AMArHOCTHLIMPAa HHTECTHHAJICH AHTHOEAEM, JIEHEHHETO C
up6ecapTan/XUAPOXIOPOTHA3KA TpAOBa Na ce NMPEYCTAHOBH H J1a CE 3aNI0YHE NOAXOAAILC HAOMOACHHE
' 10 MBJIHOTO OTLIYMABAHE HA CUMITOMHTE.

YepHo HO YBpEXAAHE:
TuasuaHuTe NEKapCTBEHA NPOAYKTH TpaOBa Ja ce U3NON3BAT ¢ NOBHILIEHO BHUMAHHE NPY MALMEHTH C

yBpeAeHa YepHOApoOHa GYHKLIMA WM Nporpecupauio YyepHoapoduo zabonasate, Tbi KaTo TOPH H
MAJIKH HAPYLIEHHA BbB BOAHO-ENIEKTPOIMTHIA OaNaHC MOTAT 1a NOBEAAT A0 pa3BHTHE Ha
yepHoapoOHa koMa. HaMa kinHHueH onuT ¢ ynoTpefara Ha upOecapTas/XHAPOXNOPOTHAZHA TIPH
NaLKeHTH ¢ YePHOAPOOHO yBpeKIaHE.

CreHo3a Ha A0PTHA H MHMTpAJIHa Kaana, o0cTpYKTHBHA XunepTpodHyHa KapTHOMHONATHA:
KxakTo ¥ nps ynotpefba Ha Apyrd Ba3ogHWIATATOpPH, TpaOBa Aa ce 00bpPHE CNELHATHO BHHMAHHE Ha

NAUMEHTHTE, CTPAJalii OT A0PTHA WM MHTpaiHa CTEHO38, KAKTO H OT OOCTPYKTHBHA XHNEPTPO(PHUHA
KapAHOMHUOIATHS.

[ILpBUUEH AIAOCTEPOHHIBM:
IMnauMeHTHTE C MLPBHYEH ANJOCTEPOHHIBEM OOMKHOBEHO HE C€ MOBJIHABAT OT aHTY

CpeACTBa, AeHCTRALIM Ype3 MHXHOHpaHe Ha PEHHH-AHTHOTEeH3HHOBATA CHCTEMa, NPR ‘
ynorpebara Ha Mpnpesua He ce npenopbusa.
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MeTabonuTHH ¥ €HIOKPHHHH €EeKTH:

JleueHHETO C THA3KA MOXE JAa TIOBIIMAE IVIIOKO3HHUA TonepaHc. JIaTeHTHUAT 3axapeH avaber Moxe na
cTaHe MaHU(ECTEH No BpeMe Ha JleueHHeTo ¢ THasHau. Mpbecapran Moxe fa npen3BHKa
XMMOrNHKeMHUd, ocobeHo NMpKY nauneHTH ¢ Auabet. [1pn nallMeHTH, 1EKyBaHH ¢ HHCYJIUH WK
aHTHAWa0eTHH cpeAcTBa, TpAOBa na ce 0OMHCIIH NOOXOAALLO Npoc/eAIBaHE HA KPBBHATA 3aXap.
Koraro e nokasaHo, MOXke Aa € HAJIOXKH KOPHIMpaHe Ha 103aTa MHCYJIUH WK Ha aHTHOHabeTHUTE
cpeactna (BxK. Touka 4.3).

JleueHHeTO ¢ THA3UHH AHYPETHLH C€ CBBP3BA C NOBHLICHU CTOMHOCTH Ha X0IE€CTEPO H
TPUIJIMLUEPUIH; BBHIIPEKH TOBA, MpH J03a oT 12,5 mg, chabppxaLia ce B
upGecapraH/XHapOXI0pOTHA3UA, Ce CHOOIABAT MWHHMANHN WIH HHKAKBH €(PEKTH.

Moske fa ce MOSBH XMIIEPYPHKEMHA WK J1a C€ 3aCHIIH MOAarparta fpH ONpeaeieHH NALHECHTH,
npUeMaliid THa3HIH.

HapylieHye Ha enekTponuTHUs baaHc:
KakTto npu BCHUKW MAlHEHTH, IEKYBaHH C AHYPETHLIM, TpROBa ia ce U3BbPLUIBA MOPHOAHUHO

onpeAcisHe Ha CEPYMHHTE €1EKTPOJIHTH Ha NOAXOASALIN HHTEPBAIH OT BpEME.
TuazuauTe, BRIIOYHTEIHO XHAPOXJAOPOTHA3MA, MOTAT Aa NPEean3BHKAT HapyllleHHe Ha BOOHO-
eeKTPONUTHHs OanaHc (XHNOKAIEMHIA, XMITOHATPEMHA H XHITOXJI0pEeMHYHA anKaio3a).
[peaynpeanTeHATE CHMITTOMH Ha BOJHO-€JIEKTPOJIMTEH AUCOANIAHC ca: CyXOTa B yCTaTa, Xax/Aa,
cnaboct, sieTaprus, ChHIHBOCT, 6€3N0KOHCTBO, MyCKYTHH GOJIKM WIH KpaMNH, MYCKyHa cnadocr,
XHMIIOTOHMSA, OJTUIypHs, TAXUKAPAHA U CTOMALIHO-4YPEBHH CMYLICHHSA KaTO raeHe HWiH NOBPbILAHE.
Brenpeky, uye npn ynorpeda Ha THa3MAHW JHYPETHLIM MOXKE [1a C¢ pa3BHE XHIOKAJIEMHA, |
eIHOBPEMEHHHAT NMPHEM Ha UpGecapTaH MOXe Jla HAMATH JHYPETHK-UHIYLIHpaHaTa XHIIOKATEMHA.
PUCKBT OT XMIIOKANEMHS € Hali-BUCOK TTPH NMALIHEHTH ¢ YepHOAPOoOHA uupo3a, npH 60nNHU ¢
dopcupana aMypesa, NpH NALMEHTH, MPUeMAall| NEPOPAHO HEQJEKBATHH KONHWYCCTBA €NEKTPOJIHTH H
npH GOJIHH, KOUTO NMPOBEXKAAT CAHOBPEMEHHO NleueHHe ¢ KopTHKocTeporau Win AKTX. Ot apyra
CTpaHa, B pe3ynraT Ha upbecapraH, kOMNOHEHT Ha Mpnpesna, Moxe /1a HACTBIH XHIEpKaJIeMuA,
0coOeHO NMpH HanH4HeTO Ha 6BOpedHO yBpeKRaHEe W/ WIH ChPACYHA HEAOCTATBUHOCT W 3aXapeH
nuaber. o

IMpu nauMeHTH ¢ PUCK cE MPENOpbUBa CHOTBETHO NMpOCeAsBaHe Ha KaiHii B cepyma. Kannii-
CHXPAHABALLXTS IUYPETHLH, KAJIHEBUTE J0OABKH M KaANUA-ChIbPHKAUIMTE 3AMECTHTEITH Ha COJITA,
TpOBa na ce mpunarar ¢ NOBHLIEHO BHUMaHHE eAHOBpeMeHHo ¢ Upnpesua (Bx. Touka 4.5).

Hsama nokasatencrso, 4e HpOecapTaH NOHKABA MK NPEAOTBPATABA HACTHIIBAHETO HA
XUIIOHATPHEMHS, B PE3YJITAT OT JIEYEHHETO ¢ AHYPETHLH. XJIOPHUAT AePHUMT OGHKHOBEHO € B JIeKa
cTeneH U He W3HCKBa JICYCHHUE.

TuasHAKTE MOTAT LA MOKMKAT EKCKPELMATA Ha KaJILKH B YPUHATA H A3 AOBEAAT A0 HHTEPMHTEHTHO H
¢nabo nosuilaBaHe Ha HUBOTO Ha CEPYMHHS KasnLMii, 6e3 u3sBa Ha XapaKTepHHTE NPH3HALM NPH
HapYILIeH KajialuyueB MeTabonu3bM. SHaAYWTENIHATA XHIIEPKATLUEMHUa MOKe 1a Ob/le OKa3aTe/ICTBO 38
NaTeHTeH XHIeprapaTHpeouan3bM. Thasuaure TpadBa na ce NpeyCcTaHOBAT NPEAH MPOBEXAaHETO Ha
H3CJICIBAHHATA 33 NapaTHpPOMAHATa PYHKLMA. |

Tuazuaure BOAST A0 NOBHLICHO OTAENAHE Ha MarHe3HH B ypUHaTa, B pe3yJiTaT Ha KOETO MOXe Ja
HACTHIH XHUINOMarHe3ueMHs.

JluTHi: |
EnnospeMennara ynotpeba Ha nuTHit M HpOecapTaH/XHIPOXJIOPOTHAIUT HE CE MPENopbUBa (BXK.
To4ka 4.5).

AHTHAONWHIOB TECT:
XnapoxaopoTHa3KA, ChAbpPIKaLL C€ B TO3H JIEKAPCTBEH NPOAYKT, MOXe a J0BEAe A0 MOJIQ eJIeH
aHAJIMTHYEH PE3Y/ITaT MIPH aHTUIONHHT TECT.

Qbuio:
Hpu naumeHTH, YHIHTO CBAOB TOHYC H 6bOpeyHa GyHKIUMS 3aBHCAT NPEAHMHO ¢

pPEHHH-aHTHOTEH3HH-A/LAOCTEPOHOBATA CHCTEMA (HanpUMeEp MaLHEHTH C TEXKa| &
HEAOCTaTLYHOCT WIH CBITETCTBALIO 6B6peuHo 3abonsasaHe, BKIIOYHTENHO CTEHRH
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apTepuH), TEYEHUETO C MHXHOHTOPH Ha AHTHOTEH3IHH-KOHBEPTHPALUUS €H3UM WIH C AaHTMOTEH3HH ||
pelUeTTOPHH aHTArOHHCTH , KOWTO JEHCTBaT BLPXY Ta3H CHCTEMA, € CBBP3aHO € O0CTPa XHNOTOHMA,
a30TEMHS, OTUTYPHS MM NO-PAIKO ocTpa ObOpevHa HeaoCTaTHHHOCT. KakTo H npH BCHYKH
AHTUXHITCPTEH3UBHH CPEACTRA, 3HAUUTETHOTO NOHKXKABAHE Ha apTEPHANHOTO HaNAraHe MpH
MalMeHTH ¢ HCXEMHUYHa KAPAKORATHA WIH HCXEMHYHO ChPAEYHO-CBA0BO 3abonaBaHe MOXe Ja
npeAn3BUKa MHGPAPKT HA MHOKapaa HIH HHCYITT.

Peakuuy Ha CBPbXYYBCTBHTEIHOCT KbM XHAPOXJIOPOTHA3HA MOXKE J1a Bb3HMKHAT NPH NMALUEHTH ChC
wiK 6e3 aHaMHECTHYHY JaHHU 33 afeprus WM OpoHXHallHa acT™Ma, HO NMOABATA UM € N0-BEPOATHA NpH
GonHH c TakaBa aHaMHe3a.

Cro011aBa ce 3a ex3alepbauus Wid aKTHBHPAHEe Ha CHCTEMEH JIYITYC epmemamayc npu ynorpeda Ha
THA3HAHH AHYPETHIIH.

TloknaaeaHM ca ciy4a Ha GOTOUYBCTBUTENIHM PeakLMM C THa3WAHK AHYPETHLH (BX. ToYKa 4.8). Ako
[0 BPEME HA JICUEHHETO CE MOABAT PeakLti Ha (POTOUYBCTBUTENHOCT, C€ MPENOpbYBa JICYCHHETO Ja
c€ MPEKPATH. AKO NOBTOPHOTO NPHIOKEHHE Ha AHYPETHKA C€ CUNTA 33 HEOOXOAMMO, Ce NMPENnopbYBa
OTKPHTHTE HacCTH Aa ¢ NPeAna3BaT OT CAbHUE MK OT H3KYCTBEHH Y B nbun.

bpeMeHHOCT:
[To Bpeme Ha HpeMeHHOCT He TpROBa Aa ce 3ano4Ba JICUCHUE C AHTHOTCH3UH [l peuenTopuH

aHtaronucTu (AIIRAs). [TauMeHTKHTE, KOUTO ILIaHUpaT OpeMEHHOCT, TpA0Ba Aa NPEMHHAT Ha
aNTEPHATHBHO aHTHUXUINEPTEH3UBHO JIEUEHHE, C YCTaHOBeH npodui Ha GesomacHocT npy ynorpeba no
BpEME Ha OPEMEHHOCT, OCBEH aKO NMPOAb/KaBaHETO Ha ieueHHeTo ¢ AIIRAS ce cuuTa 3a
nanoxurenHo. [TpH ycranoBsBaHe Ha 6peMerHocT, nedenneto ¢ AIIRAs Tpabsa na Obae cnpsHo
He3abaBHO M, aKO € NOAXOAAIO, TPAOBA Na 3aMoYHE AITEPHATUBHO JIEYEHHE (BXK. TOUKH 4.3 U 4.6).

XopouaaneH H3IHB, OCTPa MHOIIHA U BTOPUYHA OCTPA 3aKPHTOBIbIAHA MNaYKOMa:
CyndoHaMHIWTE WIH JIEKAPCTRA, MPOU3BOLHH Ha Cya(pOHAMHANTE MOTAT 1a NpeAM3BHKAT

HIAMOCHHKPA3HA peaKLma, BOJEINA 10 XOPOHIAIECH HINUB C Ae(eKT Ha 3PHTENIHOTO NONE, APEX0AHa
MHOTIMS M OCTPA 3aKPHTOBLIbIHA FlaykoMma. Benpeku ue xuapoxiopoThasua € cyindoHaMui, nocera
ce choOIIIABa caMO 33 OTACTHH CJTyyad Ha OCTPa 3aKPHTOBIbJIHA JIayKoMa NpH ynotpeda Ha
XHUAPOXJIopoTHa3HA. CHMITTOMHTE BKJIIOYBAT OCTPO, BHE3ANHO HAMAIABAHE HA 3PHTE/IHATA OCTPOTA
WK H60Ka B OUHTE, KOMTO OOMKHOBEHO HAaCTBIIBAT HAKOKO Yaca WM CEAMHLIM Clle]l HA4alIoTO Ha .
neyennero. HenexyBanarta ocTpa 3aKpHTOBIbLIHA I1ayKOMa MOXE J1a JOBEAE N0 NepMaHeHTHa 3aryba
Ha 3peHueTo. JIeueHHeTo Ce CHCTOH OCHOBHO BbB Bb3MOXKHO Hal-Obp30 NpeKpaTABaHe Ha MPHEMa Ha
NIEKApCTBOTO. AKO BHTPEOYHOTO HANATAHE HE CE MOHWKH, MOXKE Ja C& HAJIOXKH CMCLIHO JIEKapCTBEHO
WM OMEPATUBHO JieueHHe. PuckoBuTe akTOpH 3a MOABa Ha OCTPA 3aKPUTOBIBJIHA [TlayKOMa MOTrarT a
BUTIOUBAT aHAMHECTHYHM JAHHH 33 aneprus KoM cyNpoHaMHAM MK NEHHUWIHH (BHXTE To4Ka 4.8).

HeMenaHoMeH pak Ha KO)KATa.
B nBe enuaeMHONOrHUHH NPOY4YBaHHA, OCHOBABALLUHK ce Ha AATCKHA HAIIHOHANEH PaKOB PErMcThp, €
HaOmronaBaH NOBUILIEH PUCK OT HEMeNaHoMeH pak Ha koxkata (HMPK) [6azanHokneThueH kapuHHOM
(BKK) u ckBamosnokneTbueH kapimHoM (CKK)] npy HapacTBalia €KCno3viMA Ha KyMyJlaTHBHa 1034
xuapoxnopotHasua { XXT3). @orocencubunuzupaiure epexti Ha XX'T3 Morar aa AeAcTsaT Karto
BEpOATEH MEXAHHU3EBM 3a pa3suTHe Ha HMPK.

Maiumenture, mpuemaimy XXT3, Tpabea ga 6baat uHdopmupanu 3a pucka oT HMPK H cbveeTBaHu
pelOBHO Na MPOBEpABaT KOXATa CH 3a HOBH JIE3WH H He3abaBHO Ja ChoOLIaBaT NpH NoABa Ha
NOAC3PUTENHH KOXKHH ne3un. Ha nauuenTure TpabBa aa ce npenops4ar Bb3MOKHU NPEBAHTHBHH
MEPKH, KATO OrPaHH4YEHO M3JIAraHe Ha CIbHYEBA CBET/IHHA H YJITPABUONETOBH JIBYH, a B C/Ty4aHl Ha
eKCMO3HLMA, MOAXOAALIA 3aLIHTa, 3a Aa Ce CBeAle 10 MHHUMYM PHCKBT OT PaK Ha KOXara.
[TopospurentnTe KOXHH Ne3us Tpabsa Aa 6bAAT NOANOXKEHH HA He3aDaBHO H3cneaBaHe,

' MOTEHLHANHO BKIIIOYBALLIO XUCTOJIOTHYHH H3cneBaHua Ha OHoncuuHu Marepuani. [lpepasrnexnaqe
Ha ynotpebaTta Ha X XT3 Moxke a ¢€ HAJIOKH H MPH NALKECHTH, KOUTO Ca MMAJTH NPeAXOISHTHVN

(BX. ¢bILO TOUKa 4.8). pNEHUKg n
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yacoBe. B HauanoTo CUMITTOMHTE BKJIIOYBAT JUCIHEA, TOBULLIEHA TEMIIEPATYPA, BIIOLIABAHE HA
6enoapobuara hyHKura U xunotonua. [1pu cemuenue 3a OPJIC tpaOsa na Obae CripsiH MpHEMDbT Ha
HMpnpesna 1 Aa ce NPHIOKH NOAXOAAILO feyeHHe. X HAPOXJIOPOTHA3UA He TPAOBa a ce npHiara npH
NALKHEHTH, KOHTO MPe/IH TOBA Ca NOTY4aBaH OPJIC cnen nmpMeM Ha XMAPOXJIOPOTHA3UA.

IloMOlHY BELIECTBA |
To3u AeKapcTBEH NPOAYKT ChALPKA NO-Manko oT 1 mmol HaTpuii (23 mg) BbB puIMupaHa TabneTka,

T.€ MOXKE /12 C€ KaXKe, Y€ NMPAKTHYECCKH He ChIbpaKa HATPHH.

4.5 BsanmoaelicTBHe C npy'rﬂ JeKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3IAHMOJCHCTBHE

Jpyry aHTMxunepTeH3INBHH CPECTBA.
AHTHXHIIEpTEH3HBHHS edekT Ha Mipnpesua Moxe Ja ce YCHIH NPH €AHOBPEMEHHATA yrioTpeOa Ha

IPYTH aHTHXHIIEPTEH3UBHU cpeacTea. MUpbecapran u xuapoxnoporrasua (B zosu 1o 300 mg
upGecapran/25 mg xuapoxnopoTHaszua) ca Gunu npunarann 6e3 npobneMy 3aeaHO ¢ ApYTH
AHTHUXMMEPTEH3UBHH CPECTBA, BKIIOUNTENHO KATLIMEBH aHTArOHKUCTH M Oeta-OnokepH. Ilpeaxoano
NEYCHHE C BUCOKH A03H JHYPETHYHH CPEICTBa MOXKE Aa AOBEE OO NOABA Ha XHMOBOJIEMMA K PHCK OT
XUIMOTOHHA NPH HAYATHO JIEYEeHHE C HpOecapTaH ChC WIH 0€3 THa3HAEH AHYPETHK, aKO NMpeu ToBa
XMNOBOJIEMHATA He e Ouna osnaasgHa (BX. Touka 4.4).

JIluTiii:

Crobiasa ce 3a 06paTHMO NOBHINABAHE HA CEPYMHHUTE KOHUCHTPALMH Ha JIUTHH W 32 NOABA Ha
JINTHEBA TOKCHUHOCT NPH €HOBpEMEHHA ynoTpeda Ha TUTHI ¢ MHXHOUTOPH HA AHTHOTEH3HH
KOHBepTHpaiLHa eH3uM, [loaobnu cyyan ca 6uan HabnoaaBaHK Aocera MHOTO PAAKO NPA
ynorpebara Ha upOecapran. OckeH ToBa, 6LOPEUHHAT KIMPBHC Ha JIMTHH CE NOHWXKAaBa NMoj
BIIHABUETO Ha THA3HIHH JIEKapPCTBEHH MIPOAYKTH, NPH KOETO PHCKBT OT HACTBNBAHE HA INTHEBA
MHTOKCHKALMA ce NMOBUIIABA NPH eIHOBpeMEeHHa ynotpeba Ha Upnpesna. Cneaopatento,
eIHOBpeMEHHATa ynorpeba Ha nuTui W Hpnpesua He ce npenopbuBa (BX.TouKa 4.4). AKO BBIPEKH
TOBA € HAJIOKHUTE/IHA, BHEMATENHO Ce NPOCiIeAABaT CePYMHHTE KOHUEHTPALWY HA IHTHA.

JlexapcTBeHH MPOAYKTH. MOBIMABAIUM KOHUISHTPAUMATA HA KATTHH:

EdexrsT Ha XHAPOXIOPOTHA3K], KOHTO C€ H3pa3sBa B NOHH)KABAHE KOHLIEHTPALMATA Ha KaNUH, ce
CMEKYaBa B Pe3yJITaT HA KaIMi-CbXpaHaBaius epekT Ha upGecapTaH. Benpeku ToBa, T03M edeKT Ha
XHAPOXJIOPOTHA3M/L BLPXY CEPYMHATa KOHLEHTpALMA Ha KATHH MOXKE 1a ce MOTEHLHpa OT ApYrH
NEKAPCTBEHH CPEACTBa, BOAELLH a0 3aryba Ha KaJHi U XHNOKaNHeMus (Hanp. Apyry KalHypeTH4HH
MY PETHLIH, TAKCATUBHH CPEACTBA, aMPOTEPHLIMH, KapOEeHOKCOOH, NEHHUWITHH (G-HaTpHEBa CO).
O6paTHO, ONHUTET ¢ APYTH JIEKAPCTRA, BJAHIELIH BbPXY PeHHH-AHTHOTEH3HHOBATa CHCTEMA, NpH
eNHOBpeMEHHATa ynoTpeGa Ha Kalnii-CbXpaHaBallld AMYPETHLM, KaJTMEBH J00aBKH, 3aMECTHTE/TH Ha
rOTBapCKAaTa COJi, ChbABbPXKALIY Kanii, KakTo U APYTH JIEKapCTBEHH CPeACTRa, MOBUIIIABALIY
cepyMHaTa KOHLEHTpaUMA Ha Kanuit (HampHMep XeNapHH HaTpHi) € nokasan, 4e Te3H JIEKapCTBEeHH
MPOAYKTH MOT'aT Aa NPeAH3BHKAT NOBHILIABAHE HA CEPyMHATa KOHLIEHTpalKs Ha Kalini. [1penopbusa
ce¢ BHUMATEIHO NpocheAdBaHe Ha CepyMHATa KOHLIEHTpaLMs Ha Kaluh NpH PUCKOBH NALMEHTH (BXK.
Touka 4.4).

JlekapcTBeHH NMPOAYKTH, MOBIHABALIH C€ OT NPOMEHHUTE B CEPYMHATA KQHLICHTPALHA Ha KATHH.
[penopbuBa ce MEPUOAHIHO NMPOCAEAABaHE HA HHBOTO Ha KANHH HPH €AHOBPEMEHHOTO NPHICKEHHE

Ha Uprnipe3na ¢ IeKapCcTBa, KOWTO C€ BIHAAT OT 3HAYHTE/IHH NPOMEHH B CEPYMHATA KOHLIEHTpaLys Ha
Kanui (Hanp. ANFHTANUCOBH [NIHKO3WAH, AaHTHAPHTMHYHH CPEACTBA). |

HecTepoHIHH NPOTHBOBB3NAIHTEIHH JIEKAPCTBEHH CPEZICTRA.
[Tpu eanoBpeMeHnHaTa ynorpeba Ha anrunoredsdH. II penenTopHH aHTaArOHHCTH U HECTEPOU ML

MPOTHBOBBL3NANKHTENHH cpencTra (Hanp. ceneKTHBHH COX-2 HHXMOMTOPH, aueTHICagTHAON
KuceanHa (> 3 g/IHeBHO) M HECEIEKTHBHH HECTSPOHIHH TTPOTHBOBLINAIIHTE/IHH C ;.,.r=
HACTBIH OTC/IabBaHe Ha AHTHXHIEPTEH3HBHHA €(EKT. (7,
[Toao6uo Ha ACE #HxuOuTopHTE, €AHOBpeMEHHaTa yroTpeba Ha aHrHOTEH3HH N SRLICHRK &
AHTArOHUCTH W HECTEPOWIHH NMPOTUBOBBINAIMTEIHH CPEACTBA MOXKE a yBenuul fadi H, o
BnowWaBaHe Ha 6bOpeuHaTa PYHKINS, BITIOUHTEHO M 0CTpa Gu6peuHa HeoCTaRyIHOCT, Wk
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yBeIH4YaBaHe HUBOTO Ha KajHii B nnasmara, 0co0eHO NpH NAUKCHTH ChC ChLIECTBYBaNIa NPEH TOBA
HapylieHa 6b6peuna GpyHkums. KomGuHaumaTa ce npuiara ¢ nOBYIIEHO BHUMaHUe, 0COOEHO NpH
MalMeHTH B cTapyecka Bu3pacT. [launeHTrTe TpsOea na 6baaT nobpe XuapaTupaHH K na Obae
npocneaasaHa OpOpeyuHaTa GyHKUNA CNeA 3an04BaHe HA KOMOMHHPAHOTO JICYEHHE U NEPHOAHYHO
clel TOBA.

Penarnuima;
Wpbecapran uma noteHuuan ga vHxubupa OATP1B1. B knuHH4HO npoyusaHe ce cbobiapa, ve

npbecapran nopuinasa Cmax ¥ AUC Ha penarnunua (cy6crpatr sa OATPIB1) cwoTBeTHO € 1,8 ImbTH
u 1,3 mbTH, KorarTo ce npuaara 1 uyac npeau penarnuHua. B apyro npoy4saHe He ce ChoOllaBa 3a
CBOTBETHO QaPMAKOKHHETHYHO B3aUMOJEHCTBHE NPH €IHOBPEMEHHO NPUITOKEHHE HA ABETE
nekapcrsa. [Topaau ToBa MOXKe [ia C€ HaloXH KOPMIHpaHe Ha 03aTa Ha aHTHAHA0ETHOTO JICKapCTBO,
KaTO H Ha penarJuHuA (BX. Touka 4.4).

JomenuuTensa nugopMalkg 3a B3aUMONCHCTBUATE Ha upbecapTaH:
B xiunuunu npoyuBaHns, GapMaKkOKHHETHKATA Ha HpOecapTaH He ce MOBNHABA OT

xuapoxiaopordasul. UpSecapran ce merabonmuaupa rnasHo upes CYP2C9 n B no-Manka cTeneH 4pes
rimoKypoHupane. [Tpy enHoBpemMeHHO npuiaraHe Ha upSecapTad M BapdapvH He ca HabMKoJaBaHH
3HAYMTEIHH GapMaKOKHHETHYHH H GapMakoAMHAMHYHH B3aHMOEHCTBHA, KaTo BaphapuH ce
meTabonusnpa upes CYP2C9. Edexture Ha nHaykropu Ha CYP2C9, kato prdaMnHuuH, BbpXY
¢apMaKOKHHETHKATa Ha HpbecapTaH He ca oLeHABaHH. PapMakOKMHETHKATa Ha AMTOKCHH He Ce
IOBJIMABA NIPH €JHOBPEMEHHO NPWIOKEHHE ¢ npdecapTaH.

HpoaykTH, ceabpkaiuy anuckuper win ACE uuxuburopn
JTaHHH OT KJIWHHYHH NMPOYYBAHHUS OKA3BaT, Y€ ABOHHOTO ONOKHpaHe Ha peHHH-AHTHOTCH3HH

anpocreponosara cucrema (PAAC) upes komGunupanata ynorpeba Ha ACE uHxuburopy,
aHruoTeH3uH Il-peuerrropHy OnokepH KM ATHCKUPEH CE€ CBBP3Ba C MO-BHCOKA Y€CTOTA HA HEIKCIIaHH
CHOMTHA, KaTO HANPHUMEP XKNOTOHHS, XHNEPKATHEMHA H HamanspaHe Ha 6bOpeuHaTa GyHKUNS
(BKNIOYMTENHO ocTpa 6BOpeyHa HEOOCTaThYHOCT), B CPABHEHHE ¢ YroTpebaTa caMO Ha eHO
cpenacTso, aciictramo Bbpxy PAAC (Bx. Toukn 4.3, 4.4 u 5.1).

TTonbaHuTeaHa MHGOPMALINS 38 B3aUMONEHCTBUATA HA XMPOXIOPOTHAZKUAL

Cneanvre neKapCcTBEHH MPOIYKTH MOTaT Aa B3aHMOACHCTBAT ¢ THA3UAHHMTE AHYPETHLUH, KOraTo ce
MpUIAraT €AHOBPEMEHHO C THX:

Anxoxon: Moxe na HACTBIK NOTEHUHPAHE HA OPTOCTATHYHA XUITOTOHHA,

Aumuduabemuu aexapcmeenu npooykmu (nepopannu cpedcmeaa u uncyaun). Moxe 1a ce HanoxH
KOpEKILMA Ha [103aTa Ha aAHTHAHAOETHMA NeKapcTBEH NMPOAYKT (BX. To4YKa 4.4);

Cmonu - xonecmupamun u korecmunos.: PezopbLuaTa Ha XWAPOXJIOPOTHA3HA C¢ HApYLLIaBa B
MPUCHCTBHETO HA aHHOHHU obMennK cmonn. Hpnpesua tpadea na ce npueMa roHe €AMH 4ac Npey
WIH 4€THPH Yaca CJie[l NPUIAraHeTo Ha T€34 CMOJH;

Kopmuxocmepoudu, AKTX: Morart na ce 3acHNST 3ary6ara Ha €JIEKTPONIMTH U 0CO0EHO
XUMOKANEMHATA,

JTueumanucosu anuxozuou.: [lpeAn3BUKaHaTa OT NMPHUNICKEHHETO Ha THA3KA XHITOKAIEMHA HITH
XMIIOMAarue3neMus, 6JaronprMsaTCTBaT Bb3HHKBAHETO Ha MHAYLIMPAHH OT AMTMTANIHC CHhPACYHH
apuTMUH (BX. TouKa 4.4);

Hecmepouonu npomugosvsnanumennu cpeocmea. I1pyu HAKOH NMAUMEHTH NPHIIOXKE e,
MOXE /1a HAMAJIN JIMYPETUHHHS, HATPHYPETHYHHA W aHTMXHNEPTEH3HBHHUA eDeKT H T

AXYPECTHLN,

ITpecopru amunu (nanp. nopaopenanun): EQEexTbT Ha NPECOPHHTE AMHHH MOXE IaRs
JIO CTENEH, KOATO H3KIIOYBA ynoTpedaTa um; | .
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Hedenonspusupaiyu muopenaxcanmu (nanp. myboxypapun). EQeKTLT Ha HEACNONAPU3HPpaILH
MHOPEJTAKCAHTH MOXE Ja C€ MOTCHIIMPa 0T XMIPOXJIOPOTHA3HA;

 Jlexapcmaenu npodykmu 3a Aevenue na nooazpa: Moxe fa ce HAIOXKH alanTHpaHe Ha /103aTa UM, ThH
KaTo XHAPOXJIOPOTHA3H/ MOXKE /12 NPEAH3BHKA TIOBHILEHHE Ha CEPYMHATA KOHLIEHTPallHA Ha NHKOYHA
KHCeJHHA. Moxe 1a € HeoOXoauMO A1a ce MOBHILIH 103aTa Ha NpoOeHEUN A WIH CYI(PHHITHPA3OH.
EnHOBpEMEHHOTO MPHJIOKEHHE HA THA3ZHIHU JHYPETHLUM MOXE /12 YBEJIHYH YECTOTATa Ha PEaKLMHTEe
Ha CBPBXYYBCTBHTE/IHOCT KbM AJIOITYPHHO,

Kanyueeu conu: TwazuaHvTe AMYPETHLIH MOTAT fia NOBULLIAT CEPYMHATA KOHLIEHTpALHA Ha KasllHi
opajy HaMa/laBaHe Ha eKCKpeLsaTa My. B cirydali, de Tpa6Ba Ja ce NpeANMILAT KATUMEBH 100aBKK
WM JIEKapCTBEHH NMPOAYKTH, ChXPaHABALIH Kanums (Hamp. JiedeHue ¢ BuraMuH D), Tpabea na ce
NPOCAEABAT CEPYMHHTE HHBA Ha KANLMA H CHOOPA3HO ¢ TAX-Ja C€ aJanTHPa JO3UPOBKATA HA KATLIMH;

Kapbamazenun: EqHoBpeMeHHaTa ynotpeba Ha kapbaMasermiy W XMApOXJIOpOTHA3HA € CBBP3aHa C
PUCK OT CMMOTOMaTHYHa xunoHatpuemus. [Ipn eaHoBpemeHHa ynotpeda e HeoOX0aMMO fa ce
HabnIoNaBa eNeKTPOIHTHHAT Oananc. AKO € Bb3MOXKHO, TpAOBa Aa ¢e H3MOoA3Ba APYT K1ac AXYpPEeTHLM.

Hpyeu e3aumoodeticmeun; XHANeprivkeMHuHuaT edext Ha HeTa-Onokepu U AHa30KCHA MOXeE Aa ce
YCWIIH NIpH ynoTpebaTa Ha THa3UAH. AHTHXOJIHHEPIHYHHTE CPEACTBA (HAMp. aTPONKH, GenepuacH)
MOJKE Ja yBenuyaT SMOHATMYHOCTTA Ha THa3HARMTE AHYPETHLIH 4pe3 3abapsHe Ha cTOMaLHO-
YpeBHHA MOTHIHTET H Ha CKOPOCTTa Ha H3Npa3BaHe HA cToMaxa. THa3suauTe MOTaT Jja yBelyd4ar

pHCKa OT NOABA HA HEXENaHH JIEKAPCTBEHH peaklHH, NPeM3BUKAHK OT aMaHTaauH. Te mMorar ja
HaMaIAT 6bOpeyHaTa eKCKPELIHA Ha LIMTOTOKCHYHH JIEKAPCTBEHH NPOAYKTH (Hanp. uxkiaodocdamua,
METOTpPEKCAT) ¥ 1a MOTEHLUHNPAT MUEIOCYNIPECHBHHUTE UM EEKTH.

4.6 QepraanTeT, GpeMEHHOCT H KbpMeHe

bpeMeHROCT
Anzuomensun 1l peyenmopnu anmazonucmu (AIIR4s)

Vnotpebara Ha AIIRAs He ce npenopbyBa Mo BpeMe Ha NLPBHA TPHMECTED HAa OPEMEHHOCTTA (BXK.
Touka 4.4). Ynorpebara Ha AIIRAs e npoTHBONOKa3aHa No BpeMe Ha BTOPHS H TPETHS TPUMECTDBP Ha
6peMeHHOCTTa (BX. TOYkH 4.3 H 4.4).

EnnaeMHONOrHYHHTE AOKA3ATENICTBA 3a Pb3HMKBaHE Ha TepaToreHeH egekt cnen ynorpeda Ha ACE
MHXHOHMTOPH Npe3 NEPBUA TPHMECTHP Ha OPEMEHHOCTTA He ¢a YOSIHTE/IHH; BLIIPEKH TOBA, HE MOXe
1a ¢e U3KMoUH cnabo noBHileHHe Ha pucKka. Makap 1a HaMa JaHHH OT KOHTPOJIHpaHH
eNMUIEMHOJIOrHYHH NPOYYBAHUS OTHOCHO PUCKa MPH aHrHoTeH3HH 1l penenTopHd aHTaroHHCTH
(AlIRAS), nogobeH puck NpH TO3M KJIac JISKAPCTBA He MOXKeE Aa ce M3KMOoYH. [1pH nauneHTk, KOUTO
IUIaHHpaT Aa 3abpemMeHesnT, ieYcHHETo TpaOBa J1a Oble CMEHEHO C ANTEPHATHBHA AHTHXHIICPTCH3UBHA
Tepanus, KOATO HMa AoKa3aH npodun Ha Ge30macHOCT NO BpeMe Ha OPEMEHHOCT, OCBEH aKo He ce
npeleHH, Ye npoabkasaHe Ha Tepannata ¢ AIIRAs e xusHeHoBaxHo. [1pu ycTaHOBABAHE Ha
GpemenHocT, neueHueTo ¢ AIIRAs Tpabsa na 6bae npekpareHo He3a0aBHO K, aKko € YaauHo, Aa
3a[TOYHE ANTePHATHBHA TEPArHiL.

VcTaHoBeHo e, ue Tepanuara ¢ AIIRAs npes BTopus ¥ TpeTHs TPUMECTBP OT OpEMEHHOCTTa
NPHYKUHABA PETOTOKCHYHOCT NpHU Xopa (HaMaieHa 6b0peuHa dyHKUMA, ONTMTOXHAPOAMHHOH, 3a0aBeHa
OCH(HKALMA HA YEPENHHUTE KOCTH) U TOKCHYHH TPOABH NpH HOBOPoaeHOTO (6b0peuna
HEJOCTATLYHOCT, XHITOTOHHSA, XHOEPKanHeMus ) (BxK. TouKa 5.3),

AKo Bce Mak npe3 BTopua TpUMecThp Ha OpemenHoctTa ca npueMaHd AIIRAs, ce npenopasaa-ae
HanpaBM YJITPa3BYKOBO H3ciAeABaHe Ha ObnOpeLHTe U Yepena Ha maopaa. /
Bebera, uuiito Maiixy ca npremManu AIIRAs, Tpabsa aa OvaaT BHUMATENHO HabMQMAERE
Bb3MOMKHA XHNOTOHHKA (BXK. CbIIO TOYKH 4.3 u 4.4).
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Xudpoxaopomuasuo

HMa orpaHH4eH ONKT ¢ XHAPOXJIOPOTHA3KA 1O BpeMe Ha OPEMEHHOCT, 0CODEHO NMpe3 MbpBUA
TpUMecTbp. M3cnensanusaTa BbpXy )KHBOTHH C& HEAOCTATHYHA.

XHApoXJIOpOTHA3H] NTpEeMHHaBa npe3 IiaueHTara. Ha 6asara Ha ¢papMakonorHiHus MEXaHH3bM Ha
neficTBME HA XHAPOXJIOPOTHA3KI, MOXKE J1a Ce MPEATONoXH, ye yroTpedara My No BpeMe Ha BTOPHA H
TpeTHs TPHMECTBP MOXE 1a KOMApOMeTHpa $eTo-IUTaleHTHATa Nepdy3us ¥ Na Npeau3BHKa QeTanHH
1 HeoHaTaIHH eeKTH, KaTO KKTep, HApYLUCHHA B eNEKTPONKTHHS OanaHc H TPOMOOLHTONEHHA.
XuapoxnopoTHasna He TpAORa Aa ce npusara 3a JICYEHHE Ha FeCTAHOHEH OTOK, recTALHOHHA
XHMEPTOHHA WIH MPEEKNaMIICHA NMOpaai pUCKa OT HAMATABAHE Ha 00eMa Ha IU1a3MaTa U MUIALCHTHA
xunonepdysus, 6e3 na vMa ONArONPHATHO BL3ACHCTBHE BLPXY X043 Ha 3aDONABAHETO.
XuapoxnopoTydazug He TpaOBa na ce npuiara npH OpeMeHHH KEeHH ¢ €CeHLIHaIHA XHNEPTOHHS, OCBEH
B PCAKHTE CIyUYaH, KOraro He MOXKE 21a CC NMPHNOKH ApYro JCUCHHE. -
Hpnpe3na ChALPXKA XHAPOXJIOPOTHA3HI, NOPaH KOETO He ce MpenopbuBa 3a ynorpeda ro speMe Ha
MbPBHS TPHMECTHP OT GpeMeHHOCTTa. B cnyuait Ha ninaHupaHa GpeMEHHOCT € HeoDXoaMMO fa ce
NpeMHHE KbM TOJXOAAIIO ATTEPHATHBHO JIEHEHHE.

KbpMeHe

Anzuomenzun II peyenmopru anmazonucmu (AIIRAs):

Toi# KaTo HAMa HATHYHa HRQOpMALMA OTHOCHO ynoTpedara Ha updecapTaH Mo BpeMe Ha KbpMCHE,
upbecapraH He Ce MpenopbuBa H ce NPeANnoYHTa AITCPHATHBHO JICUCHHE ¢ N0-A00pe YCTaHOBEHH
npog i Ha 6€30NaCHOCT N0 BpEME Ha KbpMEHe, 0CO0EHO MPH KbpMEHE Ha HOBOPOISHN HITH
HEeJOHOCEHH AcLA.

‘He e n3BecTHo aanu upbecapTal WiH HAKOH OT MEeTabDONMUTHTE MY C€ EKCKPETHPAT B KbpMarTa.
Hanuuuwre papmMakoAMHAMHAYHW/ TOKCHKOJIOTMYHHM AAHHH TIPH ILTEXOBE OKA3BAT ¢KCKpELHA Ha
upbecapran Win HeroBHTe MeTabOMUTH B MIAKOTO (3a noseye HHGOPMALHA, BXK. TOUKA 5.3).

Xuopoxaopomuasuo:

XNapox10poTHA3H/ Ce eKCKPETHPA B YOBELIKATA KbpMa B MaJIKH KOJIHUECTBA. THa3HAHTE BLB BUCOKH
N03M NpeU3BHKRAT HHTEH3MBHA AMYPE3a H MOTAT Aa MOTUCHAT OTAC/ISHETO HA KbpMa. YrioTpebara Ha
XHAPOXJIOPOTHA3KA 110 BPpEME HA KbPMEHE HE C€ NPeropbyea. AKO XHAPOXJIOPOTHA3HA ce yroTpedasa
Mo BpEME Ha KbpMeHe A03UTe TPAOBa 1a ce NOAXBPKAT BE3MOXKHO HaH-HHCKH.

DepTUINTET
UpbecapraH He okaspa edekT BbpXy QepTWIMTETA HA TPETHPAHH IUTBXOBE H TAXHOTO MOTOMCTBO 40
HUBA Ha JO3NTE, MPEIUIBHKBALIH [THPBHTE MPH3HALA HA POAMTENICKA TOKCHYHOCT (BX. TO4Ka 5.3).

4.7 EdexTr BbpXy cOOCO0HOCTTA 32 uiotbnpane H pafoTa ¢ MAIIHHH

B13 ocHOBa Ha apMakoAHHAMHYHHUTE CBOHCTBA € MallKo BEPOSTHO KOMOHHALIHATA
upbecapTal/XHMAPOXIOPOTHA3NA /1a OKaXe BIMAHKE BPXY CNOCOOHOCTTA 3a wodHpaHe H paborarta ¢
mawuHK. Ipn wodupane n pabora ¢ MawmHy TpaGBa Aa ce HMa NPEABHA, Y€ NO BpeMe Ha JIeYEHHE Ha
XHMEePTOHHUSA MOHAKOTa MOTaT A8 CE MOXBAT CBETORBPTENK WIH OTNAJHANOCT,

4.8 HexeNaHH JeKapcTBEHH PEAKIIHH

Kom6unauus upbecapran/XxuapoxiopoTHasUa: -
Cpen 898 naumeHTH ¢ XHIIEPTOHHS, MONYYBALIH Pa3IHYHH J03H npﬁecamamxunpomopﬂmasun

(no3oB uHTEpBaN: 37,5 mg/6,25 mg no 300 mg/25 mg) B mnaueHo-KOHTPONTHPAHH NpOy4BaHu, 29,5%
OT MALMEHTHTE NOYyHaBaT HEXKENaHU peakLHH.
Haii-uecTo OKIaABAHHTE HEXKEJIAHM JISKADCTBEHH PEAKLIMH ca 3aMasHocT (5,6%),
raaexe/nospeinaye (1,8%) u abHopmuo ypunupase (1,4%). B roniHeHue, npy
ca HabmopaBaHH yBenHuyaBaHe Ha ypeara B KpesTa (BUN) (2,3%), kpeaTHHKHH
kpeatuHuHa (1,1 %).
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Tabnuua | nokasea HeXKeJAHWTE peakiiii, HabMOIaBaHKN OT CNIOHTAHHH ChOOILIEHHA H 10 BpeMe Ha

Iw1aued0-KOHTPOJIHPAHH MTPOYUBAHHA.

YecToTaTa HA HEXKETAHMTE IEKAPCTBEHH PEAKLIMH ONMCAaHKA NO-A0MY € OINpEAesICHA, KaTO € H3MO3BaHa
cneaHaTa KOHBEHLMA: MHOTO vecTH (= 1/10); uectu (= 1/100 po < 1/10); reuectu (= 1/1 000 no

< 1/100); peaxn (& 1/10 000 go < 1/1 000); muoro peakH (< 1/10 000), ¢ HenspecTHa yecTOTa (He
MO3Ke Aa 6bie HanpaBeHa OLCHKA OT HaNHUHUTE AaHHH). TIpu BCAKO IPyNHUpaHEe Mo YeCTOTA,
HEXKeJIAHUTE JICKAPCTBEHH PEAKLIMH ¢a NPEACTABEHH B HU3XOAALL pel MO OTHOLICHHE Ha TEXKECTTA.

Tabanua 1: Hexenann peakupu npH miauebo-KOHTPOJIHPAHH NMPOYUBAHHA H CIOHTAHHH

CHrOOIeHns ™

Hapywenua na umynnama

C HeusBeCTHA

c/yyad Ha pPeakiLHH Ha

cucmema: HeCTOTA: CBPbXUYBCTBHTEIHOCT, KATO aHTHOEHEM,
obpus, ypTHKapus
Hapywenus na memabonusma u C HeH3BECTHA | XHMEPKAITHEMHSA

xXpanenemo: YeCcTOTa:
Hapywenus na nepgnama Yectu: BUEHE Ha CBAT
cucmema: Heuectn: OPTOCTATHYHE 3AMAAHOCT
C HeusBecTHa | rimaBobonue
4YeCTOoTA:
Hapywenua na yxomo u C Heu3BeCTHA | 1WYM B YLIUTE
rabupunma. _ | YeCTOTA:
Covpoeunu napyuwienua. HeuecTHn: CHHKOI, XUITOTOHHS, TAXHKAP/IHA, OTOK
C'v008u HAPYUWIECHUR. HeuecTu: 3a4YepBABaHe
Pecnupamopnu, 2pvoru u C HeusBecTHA | xaulmMua
MEQUACMUK QAR HAPYWEHUA. YeCcToTa:!
Cmomawno-upeenu napywenus: | Yecru: raficHe/NOoBpbILAHE
Heuectu: auapys
C Hen3BecTHA | AUCHENCUA, JHCTEY3HSA
4eCTOTA:
Xenamobwruapru HapyUlerua: Heuectu: JKBITCHHLIA
C HeM3BECTHA | XenmaTHT, HapylleHa YepHOAPOOHa PyHKUMA
| YeCTOTA. |
Hapywenua na mycxynno- Heuectn: OTOK Ha KpalHHLHTE
cKenremuama cucmema u C HeH3BeCTHa | apTpairus, MUAJIIrus
CHOEOUHUMERHAMA MBKAH. 4eCTOTA!
Hapywenua na 6vbpeyume u YecTn: abOHOPMHO YpHHHpaHe
RUKOYKUME NoMuwQA. C neusBecTHa | HapyuueHa 6b0peuHa GyHKUMA,
YecToTa: BKIIOMHUTENRHO OTIAENHHM CJTy4an Ha 6b0peuHa.
HEeJIOCTATHYHOCT NPY MALMEHTH ¢ PUCK
! | (BX.TOYKa 4.4)
Hapywenus na Heuectu: cexcyanHa AHCPYHKUHUA, MPOMEHH Ha
8b3INPOUIBOOUMEHAMA CUCTEMA abuaoTo
u 2epoama
Obwu napywenus u egpexmu Ha Yectn: ymopa
| MACIOMO HQ NPURONCERYE: | |
Hzcneosanun. Yecru: noBulilaBaHe Ha ypesTa B KpbBTa (BUN),
KpeaTUHHHA M KPpeaTHHKHHA3aTa,
HeuecTH: NOHMIKCHUE Ha CEPYMHHSA KAITUH H HATPHE

* YecTOTaTa HAa HEXENAHUTE peaKLMH, YCTAHOBEHH OT CIIOHTAHHHMTE CHOOLICHHS, € OfI

“HeH3BecTHA .
JombnHuTeIHa HHGOpPMAaLIMS 33 OTAECTHHTE CHCTABKH: B RACITHIHEHHE KbM HEXKEaH

, -
U36poeHH Nno-rope 38 KOMOHHHPaHHA NMPOAYKT, APYTH HEXKENAHH PeakLyH, ChoOLIe A
OT/IE/IHATE CbCTABKH, MOTaT /1a ObAAT NOTEHUHMAIHY HEXKENAaHH peakuWH ripH Mpnpey
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3 no-nony H3bpoasaT NoApoOHO HEXENAHMTE peakiiMy, HabJoJaBaHu NMPH OTAETHHTE KOMIIOHEHTH Ha
Hpnpesun. |

Tabanua 2: Hexenanu peakunu, cboOLIEHH NIPH CAMOCTOATENHA YNIOTpeOa Ha HpOecapTan

Hapywenus na kpvema u aumgpnama cucmema C aHEMHA, TPOMOOLMTONECHHKA
HEH3BECTHA
YeCcTOTa
Obwyu napywenus u epexmu HQ MACMOMO HA Heuectu: Gonka B rspAUTe
NPUROCEHUE:
Hapywenus na umynnama cucmema C aHa(TAKTHYHA peaKLu,
HEW3BECTHA | BKIIIOYMTE/THO
4eCTOTA aHa@uIaKTHYEH LIOK
Hapywenun na Mmemaborusma u C XUNOTJIHKEMHS
Xpanexemo HEH3BECTHA
YeCcTOoTa
CmoMawHo-Ypesru Hapyuienu Pepxu HHTECTHHAJICH AHIHOEAEM

Ta6auna 3: Hexxenanu peakuyy (HE3aBUCHMO OT Bpb3KaTa € IEKAPCTBEHHS NTPOAYKT), CHOOLIEHH NpH
caMOCTOSTENHATa ynoTpebara Ha XRAPOXJIOPOTHAIHA

Heonnazmu — C HEMEJIAHOMEH paK Ha koxaTa (0a3anHOKNEeThYEH
oobpoxauecmeenu, HEM3BECTHA | KapLIMHOM M CKBAMO3HOKIIETHYEH KAPLIWHOM)
3710KAYEeCMBEHU U YecToTa:
Heonpeoeneru (6xa.
Kucmu u noaunu)
Hapywenus na kppemau | C ariaCTHUYHA aHEMHA, MOTHCKAHE HAa PYHKUMATA HA
aumMprama cucmema HEW3BECTHA | KOCTHHA MO3BK, HEYTPONCHUs/arpaHyJIOLMTO3a,
| 4eCTOoTA: | XeMOJMTUYHA AHEMHA, JIEBKONICHHs, TPOMOOLIHTONEHUS
Hcuxuunu napyuenusa. C aenpecud, HapyuweH!s Ha ChHA |
HEU3BEeCTHA
4e¢CTOTA!
Hapywenus na nepgnama | C CBETORBPTENK, MAPECTE3H, 3aMatsHOCT, De3NMOKOHCTBO
cucmema. HEHU3BECTHA
4ECTOTA:
Hapywenua na oyume. C NPeXO0AHO 3aMBIACHO 3pEHHE, KCAHTONCHA,
HEH3BECTHA | XOPOMAAIEH U3JIUB, OCTPA MHONUA M BTOPHYHA OCTpa
YECTOTA: 3aKpHTOBI'WIHA INaYKOMa
Copoeunu HapyuieHus. C ChpAE€YHH apHTMHH
HEHU3IBECTHA
YecToTa:
Cv0o6u Hapyueni. C OPTOCTATHYHA XUIIOTOHUA
HEU3BECTHA
4eCToTa:
Pecnupamopvu, 2pvonu u | MHOro ocTbp pecnupaTopeH aucrpec cuapom (OPIC) (k.
MEOUACMUHATHU pPEAKH: Touka 4.4)
HAPYUEHUA:
C peCHpATOPEH TUCTPEC (BKIOYHTENTHO MHEBMOHHT H
HeH3BeCTHA | OGenoapobeH oToK)
YeCcTOoTa |
Cmomauno-ypegHu C NaHKPEaTHT, AHOPEKCHA, AHapusl, 3arek, 2
HADYWEHUR, HEM3BECTHA | JApa3HEeHe, CHANIOaJeHHT, 3aryda Ha angy
YeCTOTA:
Xenamobwwapru C X BIITEHHLIA (HHTpaxenaranHa xonegfah
HADYWEHUA: HEHM3BECTHa | XBJITCHMLA)
4yecToTa:
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Hapywenus na koxama | C aHa(pUNAKTHYHH PEakliUM, TOKCHYHA ENTHICPMATTHA

U ROOKOJICHAMA MbKaK.: HEH3BECTHA | HEKPOJIH3a, HEKPOTU3HpPALLl AHTHUT (BaCKYJIHT, KOXKEH
YyecToTAa! BACKYJIMT), KOJKHH JIYITYC €pPHTEMaTOAeC-MOA00HH

| peaKkL{y, peakTHBALMA Ha KOXKEH NYITYC epUTeMaToec,
peaku{H Ha GOTOUYBCTBHTEJIHOCT, OOPHB, YPTHKApHA
Hapywenun na mycxkyano- | C cnaboct, MyCKYTHM CIa3MHM

cKelemnama cucmeMa ¥ | HEM3BECTHA
cvreounumenrama nmokan. | YeCToTa.

Hapywenun na cC - HHTEpCTHLMANEH HedPHT, HapyllueHa 6LOpeuHa

OvOpeyume ¥ nuKoyHumMe | HEU3BECTHA | PyHKUMA

numuya. YECTOTA:

Obwu Hapywerun u C TpecKa

echexmu na MACMOMO Ha | HEU3BECTHa

npuiodcenue. 4ECTOTA:

Hzcnedsanun: C HapyIleHHA He eNIEKTPONUTHHS OanaHc (BKIIOYHUTENHO
HEH3BECTHA | XMIIOKATIHEMMA H XMIIOHATPHEMHUS, BXK. TOUKa 4.4),
4yeCcTOoTa: XHIIEPYPHKEMHA, FTIIOKO3YPHSA, XUNEPrIUKEeMHUH,

MOBULICHHEC HA XO/IECTCPOJIa H TPHINTHUCPHANTE

I[0303aBHCHMUTE HEXETAHH PEaKUHH Ha XHAPOXJIOPOTHa3UA (0CODEHO HapyWeHHU B CIICKTPONHTHHA
fanaHC) MOraT Ja ce yBeJIM4aT NPH THTPHpaHe Ha XHAPOXIOPOTHA3HA. -

Onucanue na uz3bpanu Hedxxcerany peaxyuu
HemenanoMmeH pak Ha Koxara: Bb3 OCHOBa Ha HATHYHHUTE AaHHH OT CMIHACMHONOTHYHH NPOYYBaHHA €
HabnlonaBaHa 3aBUCHMA OT KYMYJIaTHBHATa 103a Bpb3ka Mexay XXT3 1 HMPK (Bx. cbilo Toyku 4.4

H.l).

C»00111apaHe HA NOAO3UPAHH HEXEAHW peaKIMy
C10o011aBaHETO Ha NMOA03MPAHH HEXKEAHK PEakiuy ciie]] pa3peLlaBaHe 3a ynotpeda Ha AeKapCTBEHHA

NPOAYKT € BaxkHo. ToBa N03B0NABA Ja NPOIBLKH Hab/IHOAEHHETO Ha CHOTHOMIEHHETO NON3a/PHCK 38
JIeKapCTBEHMs NPOoAYKT. OT MEMIIMHCKHTE CNELHAJIUCTH C€ H3UCKBA Ja ChoO1ABaT BCAKA
MONO3UPaHa HEXKENaHa peakiuus ype3 MambnHuTenHa areHuus no JeKkapceTpara, yi. ,,[Jdamsn I 'pyes”
Ne 8, 1303 Codus, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpexo3npane

Hama cneumdnuna HHoOpMaLma 3a NeYyeHHEe Ha Npeao3rpaHe ¢ HpbecapTaH/XHAPOXNOPOTHAZHA.
[TaumenTuTe TpaOBa Aa OBLAAT NOA IEKAPCKH KOHTPOI H JIEYHEHHETO AA C€ NMpOBEXKIA ChC
CHMITTOMATHYHH ¥ MOAXBPXKALLHA cpeacTsa. OBNaJABAHETO HA CHCTOSHHETO 3aBHCH OT BPEMETO,
M3TEKJIO Ciell MpHeMa Ha TabnieTKUTe M OT Te)xecTTa Ha cuMnromuTe. [lpenopbunrennre Mepku
BKJIIOYBAT NPEAH3BUKBAHE Ha MOBPbLUAHE /WM CTOMALIHA NPOMHUBKA. AKTHBHHAT BBIVIEH MOXKE /14
6bJe OT MoJ3a NPH AEUYCHHETO Ha npeaosupade. Heobxoanmo e vecto npociaeassaHe Ha CEpYMHHTE
eJIEKTPOJNTH K KpeaThHHuHA. [1pH nossa Ha XHNOTOHHA MALKMEHTHLT TPAOBA 1a Ce MOCTaBH B JIETHANO
MoAoXKeHHe ¥ ObP30 Aa ce BNEAT CONEBU PA3TBOPHU H TUIZ3MEHH 3aMECTHTEIIH.

Haii-BepoATHHTE OYaKBaHH NPH3HALIM HA Npeno3upaHde ¢ Upbecapral ca XHMOTOHHA H TAXMKapIHA,
MOJKe CBIIIO Ja C€ NOoABH OpaauKapaHA.

[Tpeno3upaHeTo ¢ XHAPOXAOPOTHA3H € CEBP3aHO ChC 3aryba Ha ENEKTPONUTH (XUMOKATHEMHA,
XHIOXJIOPEMHSA, XHITOHATPUEMHSA ) U 00€3BOAHABAHE, NOpaad popcHpaHaTa quypesa. Haf=rerTy
NPU3HALIH U CHMITTOMH Ha 1peI03dpaHe Ca raicHe H CbHIHBOCT. XHITOKATHEM 3
NpeaM3BUKa MYCKYJIHH CIIa3MH W/HIIH H3pa3eHa CbpAcYHa apHTMHA, CBBP3aHH C € o
yroTpe6a Ha AMFHTATHCOBH IVTHKO3WAH WIH OMNpeaeneHd aHTHAPHTMHYHH JieKap ! W

= | o |
HpﬁecapTaH HE CC OTCTpaHﬂBa nocpeacTROM XeMOQAHaJIH3Aa. Bcee Ol€ HE € YCTaHC :I s _‘

CTEINCH CC OTCTpaHABa XHAPOXJIOPOTHa3H ] Ype3 XEMOJHATTH3A.
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5. ®APMAKOJIOIrH4HM JJAHHA

5.1 ®dapmaxoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rPyra:; aHTArOKHCTH Ha aHTHOTEH3HH-11 ¥ AnypeTHLM
ATC xon; CO9DA0O4.

MexaHu3zbsM Ha JeHCTBHE

Up6ecapras/XuapoxjiopoTHasHAa NpeacTasidBa KOMOHHAUMA OT aHruoreH3nH-11 peuenropHns
aHTaroHUCT upbecapraH, U THA3HAHUA JHYPETHK XUApoxuopoTuasna. KomOuHaumaTa OT Te3n
CBCTABKH NpPUTEXKaBa aAUTHBEH AHTUXHUNEPTEH3UBEH e(PEKT H MOHHKABA KPHBHOTO HAIAraHe B Nno-
rojisMa cTerneH, B CpaBHEHHE ¢ BCEKH OT OTACTHUTE KOMMOHEHTH, NIPHJIOKEH CAMOCTOSTEHO.

[Tpu nepopasicH npHem, HpbecapTaH € MOMIEH CEJIEKTHBEH aHrHOTeH3HH-1] peuenTopeH aHTaroHHUCT
(AT, noarun). Ouaksa ce Ja 610KMpa BCHUKH AefcTBUSA Ha aHrHoTeH3uH-11, Mmeaunpany ot AT,
PELIENTOPHTE, HE3ABUCHMO OT H3TOYHUKA WIH BT HA CHHTE3 Ha @aHTHOTEH3UH-11. CelleKTUBHUAT
aAHTAroHu3bM KbM anrnoreHsuH-11 (AT)) peuenTopure BoaM A0 MOBHUIABAHE HA IUIA3MEHHUTE
KOHLIEHTPALlHK HA PeHHUH W aHrHOTeH3MH-1] B NoHHWKaBaHe HA MJTA3MEHATA KOHLICHTPALHA Ha
anaocTepoH. CepyMHUTE KOHLEHTPALUMH Ha KAJIHH HE C€ MPOMEHAT 3HAYWTE/THO NPH CaMOCTOATEITHO
NpUoKeHHe Ha HpdecapTaH B NPENOPBLYHTETHUTE JO3H NPH NMALHEHTH Oe3 ChIeCTBYBalll PHCK OT
noABa Ha HAPYLLEH €NeKTPoJHTeH Gananc (Bxk. ToukH 4.4 n 4.5). Hpbecapran He nnxibupa ACE
(xnHuHa3za-1l) - eH3uM, KO#TO YYAaCcTBa B CHHTE3aTa Ha aHrHOTeH3UH-11 H CblIO Taka pasrpakna
6paaHMKHHMHA 10 HeaKTHBHH MeTabonnTH. He e Heob6xoaHMO MeTabONMHTHO aKTHUBHPAHE Ha
npOecapraH 3a OChlIECTBABAHE Ha edeKTa My.

XHApOXJIOPOTHA3HA € THA3HAEH AHYpeTUK. MexaHH3MbT Ha AHTHXHNEPTCH3NBHUA eeKT Ha
THa3HHHTE AKYPETHLIH HE € HAIThJIHO U3BeCTEH. THaznauTe BAHAAT BbpXY Onbpeunnre TyOynHy
MEXaHH3MH Ha peabcopOLMATa Ha SNEKTPONHTHTE, KATO AHPEKTHO YBEIHYABAT EKCKPETHPAHETO Ha
HaTPHH M X10pKAH B NPHOTH3HTEIHO EKBHBAIEHTHH KOJIHUeCTBa. JIMypEeTHYHOTO AeHCTBHE Ha
XHAPOXJIOPOTHA3H HAMAIABA [U1a3MEeHUS o0eM, MOBHIIABA AKTUBHOCTTA HA PCHMH B TL1a3MaTa,
3aCHJIBA CEKPELIMATA HA AIOCTEPOH C MOCAES/IBAILO YBETHYEHO OTACNAHE Ha Kalni 1 OukapboHaTu B
ypHHaTa U HaMallfBa CEPyMHaTa KOHUEHTpalxs Ha Kaiui. BepoarHo upes OJIOKHpaHe Ha CHCTEMATA
PEHMH-AHTHOTEH3HH-AJINOCTEPOH, €AHOBPEMEHHOTO NpHUIarane Ha upbecapTaH HMa TCHACHLHA KbM
MpenoTBpaTaBaHe 3aryfaTa Ha Kanui, CBbp3aHa ¢ AeHCTBHETO Ha TE3H RHYPETHLM. C
XWPOXJOPOTHA3HA HAYAIOTO Ha SUYPEe3aTa HaCTHIIBA ClEA 2 Yaca, 8 MAKCHMAIHUAT eeKT
0GHKHOBEHO ce AOCTHIra cJiej OKoJo 4 yaca, IoKaTo ASHCTBHETO MIPOABLKABA NPUOIHIUTENHO

6 - 12 yaca.

KomOuHauMaTa oT XUApOXJIOpoTHa3KHa W HpOecapTaH NMpean3BHKBA 10303aBUCUMO, AIHUTHBHO
MOHWXEHHE Ha KPbBHOTO HANAraHE NPH MPHEM Ha TepaneBTHYHU A03H. JloGaBsaHero Ha 12,5 mg
xuapoxuoporHazna keM 300 mg upbecapraH BeaAHbK AHEBHO MPH NaUHMEHTH, KOUTO He ca ce
MIOBNMANH AOCTAThYHO J0Ope OT caMOCTOATENHOTO NpwioxkeHye Ha 300 mg upbecapran,
[IPEAH3BHKBA NO-HATATHLIHO MOHWKEHHE Ha AHACTONHYHOTO HAATAHE B CpaBHEHHE ¢ IU1auebo, KOeTo
cnana ¢ 6,1 mm Hg 24 yaca cnen npuema. Kom6unaumsta ot 300 mg upbecapran v 12,5 mg
XHAPOXJIOPOTHA3K/L IPEAH3BHKBA 0010 NOHWKEHHE HA CHCTOHYHOTO/IMACTOANYROTO HANATAHE C O
13,6/11,5 mmHg B cpaBHeHne ¢ niauebo .

“ﬁ\.
OrpaHHYeHH KIMHUYHH AaHHM (7 or 22 nauMeHTa) NoKa3Bar, Y€ NaLMEeHTH, KOUTO QA POIRRRT

HG AR 0,
¢ komMOHHauug ot 300 mg/12,5 mg, Morart na ce NOBJUAAT NPH BBH3XOAALLO THT]]H o, / '..’ 4 7

300 mg/25 mg. I1pu Te3n nauueHTH ce HabNOAaBa NOCTENEHEH AHTUXUITEPTEHIWES .;‘_ :n: oYF
CHCTOJIMYHOTO KpbBHO HandraHe (SBP), Taka ¥ npy AMacTONHYHOTO KPBBHO HZ / D
chpoTBeTHO 8,3 mmHg).
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IMpH nauMeHTH ¢ leka 10 yMEpeHa CTeneH Ha XHIEPTOHHSA NpUeMsT Ha 150 mg upbecaprad # 12,5 mg
XHAPOXJIOPOTHA3H] BEAHBK AHCBHO MPEH3BUKBA CHCTONHYHO/INACTOJIMYHO NOHWKEHHe Ha
KPBBHOTO HAJIATaHe, B cpaBHeHHE ¢ Mauebo (ao 24 vaca cnen npuema) ot 12,9/6,9 mmHg.
MakcumaneH edekT ce aoctura ciez 3 - 6 yaca. [Ipu amOynaropHo npocneasBaHe Ha KPHBHOTO
Hansrane, komOuHaimaTa ot 150 mg upbecapran u 12,5 mg XHIpoxJI0poTHA3HA, TIPHETa BEAHbK
AHEBHO, MOAABPXkA NMOCTOAHHA CTORHOCTH Ha KPbBHOTO HANAraHe Nnpe3 24 YacoBHA MEPHOJ ChC
CpeIHO NMOHMKEHHE Ha CHCTOIMYHOTO/IMacTOMYHO KpbBHO HandraHde ot 15,8/10,0 mmHg pa3nuka ¢
nnane6o. AMOYIaTopHOTO MpociieASBaHe Ha KPbBHOTO HAJISATAHE € OTYENO, Y€ ChOTHOLIEHHETO
MEXIY MHHHMANHUA ¥ MAKCHMANTHUA edekT OT npHeMa Ha HpdecapTaH/XRAPOXNOpPOTHA3H

150 mg/12,5 mg e 100 %. CbLIOTO CLOTHOLLEHHE, H3MEPEHO NMPH MOCELIEHHE B IEKAPCKH KAOHHET ¢
anapat ¢ MaHieTa e 68 % npu npuem Ha upbecapran/ xuapoxsopotHasua 150 mg/12,5 mg u 76 %
npu ynorpeba Ha upbecapran/ xuapoxnopornasua 300 mg/12,5 mg. [pu 24-yacoBo HaOMoOMEHHE
PEPXY €deKTa Ha NeKAPCTBEHUS NMPOAYKT HE € OTYETEHO TBBPAE rojIAMO MOHHKCHHE HA MAKCHMAJTHHS
edexT ¥ e Owno noaabpxaHo 6€30NacHo K ePEKTHBHO MOHWKEHHE Ha KPBBHOTO HANATaHE MPH
€JHOKPATEH AHEBEH MPHEM.

I[lpy nauMeHTH, KOMTO HE C€ NOBJIMABAT AOCTATBLYHO A00pe caMo OT 25 mg XMAPOXJIOPOTHA3HA,
nobaBsaHeTo Ha HpbecapTaH BOAH A0 AONMBAHHTENHO CPEAHO NMOHHXCHUE HA
CHCTONTHYHOTO/ AMACTONIMYHOTO HansraHe ot 11,1/7,2 mmHg, B cpaBHeHue ¢ ruiauebo.

XunoteH3uBHUAT epeKT Ha upDecapTaH B KOMOHHALMA ¢ XHAPOXJIOPOTHA3HA CE NPOABABA OLLE ClIEA
MPUEM Ha NBPBaTa 034 H € ¢ MPOABDKUTENHOCT | - 2 CeIMULIH, KATO MAKCHMATTHHAT MY €(eKT
HacTbnBa ciael 6 - 8 ceaMuuy. TIpH NPOABLDKUTETHH KTMHKUYHH NpOoy4BaHys ¢ OWI0 YCTaHOBEHO, Y€
edexThT Ha HpOecapTaH/ XMAPOXIAOPOTHA3UA ce IoAabPyka Hal 1 roaMHa. BurpekH, 4e He ca Ounu
NpoBeXJaHH cneurdyHyYHY NpoyYBaHUA ¢ UpbecapTaH/XHAPOXNOPOTHA3K, pedayHA XHNEPTOHUS He €
HabmroAaBaHa KaKTo NpH npveMa Ha upbecapTaH, Taka U Ha XHOPOXJIOPOTHA3HA.

EdexrsT Ha koMOMHALMATA MpOecapTaH H XHIAPOXJIOPOTHA3HA MO OTHOMIEHKE Ha 33001€BaeMOCT H
CMBPTHOCT He € u3cnenBaH. ENHAEMHONIOrHYHHATE H3CICABAHNA €A MOKA3AIH, Y€ NPOAB/DKHTENHOTO
NIEYEHHE ¢ XMAPOXIOPOTHA3HA HAMAIABA PHCKa OT pa3sBUTHE Ha ChPAEYHO-CHA0BA 3a00J1€BAEMOCT U

CMBPTHOCT.

Hama pa3niuka B TepaneBTHYHHS OTTOBOP KbM HpbecapTan/XHAPOXJIOpOTHA3ZH]I N0 OTHOLICHHE Ha
Bb3pacTTa ¥ nojia. [TlonobHo Ha ciay4au ¢ ApyrH JEKapCTBEHH MPOAYKTH, MOBIHABALIH CHCTEMATA
PEHHH-AHTHOTEH3HH, MAlMEHTH OT YepHaTa paca ¢ XHNEPTOHKA UMAT 3HAYHTEINTHO No-cnab
TepaneBTHYEH OTTOBOP KbM MOHOTepanus ¢ upbecaprad. [1pu npunarane Ha HpbecapTan 3aeIHO €
HHCKa J033a XHApOXJopoTHa3ua (Hanp. 12,5 mg AHeBHO), AHTHXHUIIEPTEHIHBHHAT OTTOBOP Ha
nalHeHTUTE OT YepHaTa paca ce A00nwKasa A0 TO3HM Ha OeuTe NaLHEeHTH.

Knuunuba edukacHocT u 6e30nacHoOCT

EdekTHBHOCTTa B Ge30nacHOCTTa Ha HpbecapTaH/XHAPOXIOPOTHA3MA KATO Ha4YanHa Tepanus npu
TexKKa XunepToHusa (aedpuHupana rnpu SeDBP > 110 mmHg) ca oueHeHn B MHOTOLIEHTPOBO,
PaHAOMH3HPAHO, ABOHHO-CIANO, AKTUBHO KOHTPONHKPAHO, 8-ceAMMUHO M3C/Ie[IBAHE C Mapane/HO
pamo. OO0 697 nauHeHTH ca paHAOMU3HPaHH B choTHOWEHHE 2.1 unu Ha 150 mg/12,5 mg
upbecapTan/XHApOXACpoTHa3H Wik Ha |50 mg upbecapTaH H CHCTEMATHYHO THTPHPAHH (TTpeay Ja
6b/1e OLIEHEH OTrOBOPa KbM MO-HHCKATa 103a) cnen eaHa ceamuua kbM 300 mg/25 mg
upbecapTar/XMapOXAOpOTHA3K WIH cbOTBETHO KbM 300 mg upbecaprtaH.

B uscneasaHeto, 58 % OT nallMEHTHTE ca OT MBKKH noji. CpeaHaTta Bb3pacT Ha NAaLMEHTHTE €

52,5 ronunH, 13 % Ha BB3pacT > 65 roauHH ¥ egpa 2 % ca Ha BB3pacT > 75. [IraHaneceL BponReiF:
(12 %) or nanMeHTHTE ca AnadbeTHuH, 34 % ca ¢ XHNEPIHNKUAEMHA M HaH-4eCcTOTO CHPfie
3aboiaBaHe € CTabWwiHa aHrHHa nexropuc npu 3,5 % or yyaCTHHLIMTE. "

(OcHOBHATA LieJ1 HA TOBA M3CIICABAHE € 12 C€ ChMNOCTABH CHOTHOWICHHETO Ha NaLugEE
SeDBP e 6uno kourponupaso (SeDBP < 90 mmHg) npe3 5-ta cenmMuna ot aey B y -
H ceaeM npoueHTa (47,2 %) oT naudeHTHTE, IeKyBaHK C KOMOHHALIMATA Ca JOCTHHAgH Ha¥3RHCKa /. o
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croitnoct SeDBP < 90 mmHg, B cpasHeHue ¢ 33,2 % ot nauMeHTHTe Ha Hpbecaprax (p = 0,0005).
Cpennara CTOMHOCT Ha KPBBHOTO Hansrave ¢ 6una npubnusurento 172/113 mmHg npH Besaka ot
NEKYBAHHTE rpynd ¥ HamanaBaHeto Ha SeSBP/SeDBP npes netara ceamuua € O1no, CbOTBETHO

30,8/24,0 mmHg u 21,1/19,3 mmHg 3a upGecapran/xuapoxnoporrasua 1 spbecapran (p < 0,0001).

CpoOLIeHHATA 332 BHAA M YeCTOTaTa Ha HEXKENaHHUTE peakUMH NPH NMaLMeHTH, NCKYBaHHK ¢
KOMOHHaLMATA ca noAoOHKM Ha MpodHuNa Ha HeXENTaHHTE PEaKLIMH NMPH INMAaLHEHTH HA MOHOTEpanuy.
HsMma choGLIeHns 3a cTydad Ha CHHKON B HAKOS .OT IPYIHTE npe3 8-ceaMu4HnA nevebeH neproa. Mma
CHOOIEHHS 32 XUITOTOHHA, KaTO Hexenana peakuma npu 0,6 % 1 0 % or nauueHTHTE, H 38 3aMasHOCT
npu 2,8 % u 3,1 % cbOTBETHO OT rpynara ¢ KOMOHHHpaHa TEPANHA U MPyNaTa ¢ MOHOTepanus.

Jsotino baoxupane na penun-anzuomensun-ardocmeponosama cucmema (PAAC)

JlBe ronemu paHAOMM3MpaHH KOHTpoaHpaHH npoyuBaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyio rnobanso usnureane 3a
KpaifHH TOYKH Ha TEeJIMHCApTaH, CAMOCTOATENHO H B KoMGuHauus ¢ pamunpun) 1 VA NEPHRON-D
(K1HHHYHO npoyusaHe CBBP3aHO ¢ pa3BUTHE Ha HeponaTus npu auaber, NpoBeacHo oT
MUHHCTEPCTBO NO BENPOCHTE Ha BETEPAHUTE) — MpoyuBat ynorpebara Ha koMOunauusTa ot ACE
HHXHOHTOp H aHrnoTeH3uH ll-peuenTopeH 6aoxkep.

ONTARGET e npoyupane, NnpoBeACHO NPH NALUEHTH C aHaMHE3a 32 CbPAEYHO-Ch10Ba HIIH
MO3BbYHOCHA0BA OosecT, WK 3axapeH AuabeT THN 2, NPHAPYKEHH C JAHHH 3a YBPEXKAaHe Ha
edexropHn opraiu. VA NEPHRON-D e npoyuysane NP NAUKEHTH CBC 3axapeH aHaber Tn 2 u
anaberra HedponaTHs.

Te3n npoyvBaHKA HE NMOKA3BaT 3HAUNUM GnaronpusTeH edekT BEpXy 0LOpeUHHTE HW/HIIH CHPACYHO-
CHJAOBHTE NMOCJIEARLIM H CMBPTHOCT, KaTO CHLIEBPEMEHHO Ca HAOMIOAaBaHH NMOBHULIEH PHCK OT
XHIEPKAIMEMHS, OCTPO YBpeAAaHE Ha OvOpeLiuTe W/HiIK XHNIOTOHKS B CPABHEHHE C MOHOTEpANUATa.
Kato ce uMaT npeasua cXoaHUTE UM $hapMaKOOHHAMHYHH CBOMCTBA, TE3H PE3Y/ITATH Ca NPHIOXHMH
u 3a 1pyru ACE unxubutopn v aHrsoreHsuH ll-penenropau 6aokepu. |

ACE unxubutopy u auruoten3uH ll-penienropuu 6nokepy cnenoparesHO He TpsOBa Aa ce H3MON3BAT
eIHOBPEMEHHO MPH NnauyeHTH ¢ aHabeTHa HedponaTus.

ALTITUDE (Knuusuno npoyusatie NPOBEAEHO ¢ ATHCKHUPEH MPH NAaLKEHTH CBC 3axapeH aAuabeT
THIT 2 ¢ U3MOM3BaHE Ha ChPACYHO-CHAOBH H OK0peunH 3abonsaBaHHA KaToO KpaiHHH TOYKH) €
MPOY4YBaHe, MpeAHAa3Ha4YeHO Aa H3C/IeABa non3aTa oT A00aBAHETO Ha ATHCKUPEH KbM CTaHAApTHA
tepanng ¢ ACE uHxubutop unu aHruoreHsuH Il-penentopen 6aokep MpH nauueHTH ChC 3axapeH
auaber TN 2 U XxpounuHo 6B6peuno 3abonsBaHe, CHPACYHO-CHAOBO 3a00NABAHE WIH H IBETE,
[1pOy4BaHETO € NPEKPATEHO NPEXASBPEMEHHO MOPaAH MOBHILEH PHCK OT HEGNArONpHATHH
nocaeand. Kakto ¢cbpaeyHO-CbA0OBATa CMBPT, TAKZ H HHCYATDHT €a NMO-4YECTH B rpynarta Ha
aTMCKHPEH, OTKOJIKOTO B rpynara Ha ruate6o, a NpeacTap/IABaLIMTE HHTCPEC HEXeNlaHH CEOMTHS B
CEpPHO3HH HeXeNnaHn CLOUTHA (XHnepKanHeMHa, XHITOTORKS H 6b0peynHa AMcdyHKUns) ce crodlasar
NO-4eCTO B I'PYNaTa Ha ATMCKHPEH, OTKOJIKOTO B rpynara Ha ruane6o. |

Hemenanomen pax na xooxxama
B3 0CHOBA Ha HAJTHYHHTE A@HHH OT eNHAEMHOIOTHYHH NpoyYBaHHA € HaGmoaaBaHa 3aBUCHMa OT

KyMyJRaTHBHATa 1034 Bpb3ka Mexay XXT3 1 HMPK. EaHo npoyupane BKiio4Ba nomynawus,
cherosia ce ot 71 533 cayuan Ha BKK u 8 629 cioyuau va CKK, 1 nonmynauus ot chotBetHo 1 430
833 u 172 462 noaxonsawm KOHTpoaH. Bucokata ynotpe6a Ha XXT3 (kymynatuesdo 250 000 mg) e
cBbp3aHa ¢ xopurupan OR 1,29 (95% JIU: 1,23-1,35) 3a BKK # 3,98 (95% JIH: 3,68-4,31) 3a CKK,
HabmonasaHa e sicHa Bpb3Ka KyMyJaTHBHa 03a-01rosop kakTo 3a bKK, Taka w 3a CKK. Jlpyro
npoy4YBaHe NoKa3Ba Bb3MOXKHA Bpb3Ka Mexay paka Ha ycTHHTe (CKK) # excnoszuumara Ha XXT3: 3a
633 cayuaH Ha pak Ha ycTHuTe € noabpaHa nomynauus ot 63 067 nogxoaaiu HDHTPOJ'IH K3TQ ce
M3M10J13Ba CTPATErHA 3a B3EMAHE Ha MpoOH, onpezesieHa OT prcka. JJeMOHCTpHpaHa €

KyMyJaTHBHA 103a-0TroBop ¢ kopurupad OR 2,1 (95% IH: 1,7-2,6), napacTsail J :/ ﬁw"

38 BUCOKa ynotpeba (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Hait-BHCOKaTa KymyJia agEEata OU %

"‘-_._# O ) iy 1
000 mg) (Bx. CBULO TOUKA 4.4). 5 ”ks A0

-
L]
-
L 3

&
=
&

-

!

M% *i‘.* ,-
)

3 .
/) —
HU/H/0821/001-003/IA/036 |




5.2 DapMaKOKHHETH'IHH CBOHCTBA

EnHOBpEeMEHHHAT NPHEM HAa XHIAPOXIOPOTHA3UA K UpbecapTaH He Baude BBPXY (apMakOKMHETHKATA
Ha BCCKH €IUH NMOOTAEJIHO.

Abcopbuua
HpbecapTaH ¥ XHAPOXAOPOTHA3MA Ca AKTHBHH NPH NEPOPASIEH NPHEM M H34BaTa Ha TAXHATA

aKTUBHOCT He W3HCKBa OuorpaHcopMaunn. Chea NepopaiHo NPHIOKEHHE Ha
‘HpbecapTal/xuIpoxnopoTHa3ua abcoMoTHaTa nepopaiHa GHOHANMYHOCT € OT nopaabKa Ha 60 - 80 %
u 50 - 80 %, choTBeTHO 32 HpOecapTaH U XUAPOXJAOpoTHA3H/. ENHOBPEMEHHHMAT NMPHEM Ha XpaHa He
[MPOMEHS 3HAUNTENHO GHOHATMUHOCTTA Ha HpOecapTan/XuApoxaopoTHasiua. MakcumanHa rasmeHa
KOHLEHTpalHMs ce 1ocTura 1,5 - 2 uyaca cnen nepopasnHo NpuickeHue 3a npbecaprad ¥ | - 2,5 yaca 3a

XHAPOXJIOPOTHAZHA.

PasnipepencHue
Cebp3BaneTo Ha HpbecapTaH ¢ IUIa3MEHUTE NPOTEHHY € 0KoNo 96%, KaTo CBLP3BAHETO C KPBLBHHTE

KJIETKH € HesHauuTenHo. O6eMBT Ha pasnpeneieHue Ha upbecapran e 53 - 93 nurpa. Oxono 68 % ot
XHAPOXJIOPOTHA3H C€ CBBP3Ba C IUIa3MEHUTE MPOTEHHH, 8 BUAUMHUAT 00EM Ha pasnpeacriCHHe e
0,83-1,14 Vkg.

JIMHEeHHOCT/HENUHEHROCT

Hpbecapran nokasea nuHeliHa ¥ NpONOpLMOHaNHa Ha Ao3aTa GapMakOKHHETHKa Npu A03H ot 10 ao
600 mg. [Tpy nepopanko NpuwiokeHHe Ha No03a, npesHitasaiia 600 mg ¢ HabnoaaBaHa NO-Manka oT
nponopuMoHanHaTa abcopOiia; MEXaHH3MBT Ha TOBA He € W3acHeH. O0muAT Teneced n 6ndOpeueH
KJIHPBHC ¢a ChOTBETHO 157 - 176 1 3 - 3,5 ml/min. TepMHHANHHAT €THMHHALIHOHEH MOMTYKMBOT Ha
upbecapras € 11 - 15 yaca. PaBHOBeCHH M1a3MEHH KOHLICHTPALIMH Ce NOCTHIAT B PAMKHTE Ha 3 RHH
cNeA 3anoYBaHe Ha JIEUEHHETO NMPH €JHOKPAaTeH AHEBEH npHeM. [IpH MHOTOKpaTHO NpWICKEHHE Ha
NI03H, NMPHEMAHH BeIHBX JHEBHO € HabmoaaBaHo OrpaHMYEeHO KyMynHpane Ha upbecaprad (< 20 %).
B npoyuBaHne, ca HaGMOAaBaHH B M3BECTHA CTENEH MO-BHCOKH TJ1a3MEHHM KOHLICHTPALMH Ha
upOecapTaH npH xkeHu ¢ xuneproHusa. Obaye, He ca HabmoJaBaHK pa3IHUMA MO OTHOLIEHUE Ha
MONYXHBOTA H KyMy/IHpaHeTo Ha upbecapraH. He € HeoOxoauMo ananTupaHe Ha 103aTa MpH
nateHTHTE OT )eHcky non. CroiiHocTuTe Ha AUC 1 Cmax Ha upbecapTaH, CBHIIO Ca 1Mo- BUHCOKH B
M3BECTHA CTETEH NPH NalMEHTH B CTAPYECKa BB3PacT (= 65 roavnH), B CpaBHEHHE ¢ MJIAIHTE
nHauBHAH (18 - 40 roaunn). BelpekH ToBa, TEPMUHAITHHAT €IMMHHAIIMOHEH MOTYXHBOT HE €
npoMeHeH 3HauMTenHO. He ¢ HeobxoauMa nmpoMsAHa Ha Jo3aTa NpH NMaLMEeHTHTE B CTap4Yecka Bb3pacT.

CpeIHHUAT I1a3MeH MOJTY)KHBOT Ha XHAPOXIOPOTHA3H, BapHpa OT J - 15 yaca.

buotpancgopmalis

Crien nepopanHo WM MHTPaBEHO3HO NpuJIokeHue Ha *C upbGecapran, 80 - 85% ot
pagMOaKTHBHOCTTA B I/1a3MaTa ce AB/DKHM Ha HETIpOMEHeHus upbecapraH. Upbecaprat ce
MeTaboNH3HPa B YEPHHA APOO Upe3 KOHIOTHPAaHE ¢ NIIOKYPOHUIH K OKHCIIABaHe. [ naBHUAT
HUpKYAHpail MeTabonut ¢ upbecaptaH rimokypoHua (okono 6 %). Ucneasanudara in vitro ca
NOKa3alHK, 4e HpbecapTan ce OKHCIABa OCHOBHO OT uuroxpoM P450 enzum CYP2CY; n30eH3INMBT

CYP3A4 uma MUHHManNEH eexT

Enumunnpatie
HpGecapran u MeTaGoMHTUTE MY C€ €TMMHUHHpAT 4Ype3 Xkirbukata U 0x0peunte. Cnen nepopanHo UM

MHTPaBEHO3HO npunoxenue Ha '‘C upbecapran, okono 20 % oT paavoaKTHBHUA NMPOAYKT ce
YCTaHOBfBA B yPHHATA, 4 OCTAHANIATA YaCT - BbB tdexkanumre. [To-manko ot 2 % ot no3zara ce
€KCKpETHpa B YPHHATa KaTO HenmpoMeHeH HpbecapTaH. XyuApoxJiopoTHa3U He ce MeTabol
6Bp30 ce enumuHKpa upe3 6xOpenuTe. Haidi-Manko 61 % oT nepopanHaTa 1032 ce esHs

HENPOMEHEH BUA 3a nepHoAa oT 24 yaca. XHApOXIOPOTHAZH PEMHHABA Mpe3 IlaLl 4é
NnpeMHHaBa KPbBHO-MO3bUHATA DapHepa U ce EKCKPETHpa B KbpMara.

brOpeuHa HEAOCTATHYHOCT
[Npy maumnenTn ¢ 666peuHa HEAOCTATHYHOCT HIIM TAKMBA Ha XEMOJHaK3a, (hapMa

napameTpH Ha HpOecapTaH He ca MPOMEeHEHH 3HaunTeNHo. UpbecapTaH He ce OTCTPaNgS
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xemoaHannia. [1pH nauueHTH ¢ KpeaTHHUHOB KHpBbHC < 20 ml/min ce cpobuiasa, ue
eTMMUHHLHOHHHSAT NOJYXHBOT Ha XMAPOXJOPOTHA3HA ¢e yaAnIKaea 10 21 yaca.

YepHoapobHa HEAOCTATHYHOCT
Ipx nauMeHTHTE ¢ IeKa 0 yMEepeHa Lupo3a, GapMakoKHHETHYHHTE napamMerpy Ha HpbecapTaH He ca

NpoMEHEeHH 3HauuTeNHO. He ca npoBexaaHu Npoy4BaHHA MPH NALMEHTH C TEXKKO YEPHOAPOOHO
HapylUECHHKE.

5.3 TlpeaknaHHYHH JAHHH 32 0e30MACHOCT

Hpbecapran/xuapoxyiopoTHa3nz

[IpoBeneHH ca KTMHUYHH NPOYUBAHUSA, LIEAALIM ONPEACTIIHETO Ha MOTCHLHAIHATA TOKCHYHOCT Ha
xOMOKWHaLMATa HpOecapTal/XHAPOXIOPOTHA3UI, NPUIOKEHA NEPOPAJIHO NPH IUTHXOBE H MaKauH B
npoab/DKeHHe Ha 6 Mecela. He ca ycTaHOBEHH TOKCHKOJOTHYHH HAXOAKH ¢ KIHHHYHO 3HAUEHUE NO
oTHOUIEHHKE Ha ynoTpebaTa npH xopa. OnycaHyTe No-A0My NPOMEHH, Ha0MOaBaHH NPH ITHXOBE H
MaKaL[{, KOWTO ca nonyyasany upbecapran/xuapoxsioporuasua B ao3u 10/10 u 90/90 mg/kg aneBHo
ca 6WIH HaGMIOAABAHK CHLIO H NPH CAMOCTOATENHATa ynoTpeda Ha OTJIENTHUTE ChbCTaBKH W/HIH ca
BB3HHKHAIM BTOPHYHO B PE3YNTAT OT NOHWXAaBaHEe Ha KPBBHOTO Handraxe (He ca HabnionaBaHH
3HAYUMHU TOKCHKOJIOTHYHH B3aHMOACHCTBHA):

- 6L0peunH NpoMeHH, W3pa3aBally ce B cNabo NOBHINABAHE HAa YpEATa H KpeaTHHHHA B CepyMa,
XMIIEPIUIa3HA/ XUNepTpodUs Ha IOKCTArJIOMEPY/THHUA arlapaTt, KaTo AUPEKTHO MOCICACTBHE OT
B3aKUMOAEHCTBHETO Ha upbecapTaHl ¢ peHUH-aHTHOTEH3HHOBATA CHCTEMA,

- NIEKO MOHMXKEHH CTOMHOCTH Ha €PHTPOLIMTHUTE napameTpH {OpoH epUTpOLIMTH, XEMOTITIO0HH,
XE€MAaTOKPHT);

- MPOMSAHA B 1[B€TA HA CTOMAIIHATA NUraBuLa, 13BM M (OKaNHa HEKPO3a Ha CTOMALUHATA
AMrasvua ca 6unu HabmoaaBaHH rpH ManbK Opoil ITbXOBE NPH €AHO 6-MECEUYHO
TOKCHKOJIOrMUYHO NMpOoy4BaHe NnpHu npueM Ha upbecapran 90 mg/kg nHEBHO, XHAPOXNOPOTHA3UL
90 mg/kg aHeBHo u upbecapran/xuapoxnopornasia 10/10 mg/kg auepno. Te3u ne3nu He ca
Habn1oAaBaHH MPYU MaKallH.

- NOHKWKEHHE HA CEPYMHHS KANHH, ARDKALLO C€ Ha XHAPOXNOPOTHA3HA H YaCTHYHO
NpeAOTBpAaTABAHE Ha TOBA MIPH KOMOWHUpaHe Ha XHAPOXJIOPOTHA3H] ¢ HpbecapTan.

[ToBeyeTo OT ropecnoMeHaTHTe ePeKTH BEPOATHO C€ AB/DKAT Ha (PapMaKONOTHYHOTO NeiiCTBHE Ha

upbecapraH (6nokupane MHXUOMpaHETO Ha 0CBODOXKAABAHE HA PEHUH, MIPEAM3BHKAHO OT

aHrHoTeH3HH-11 M cTUMynHpaHe HA KneTkKHTe, 0Opa3yBallll peHHH) H CE CpellaT CBILO MPH

HHXWOMTOPH Ha aHMHOTEH3MH-KOHBEPTHUPALUKMA €H3UM. Te3n HaXoAKK H3rnexaa ca 6e3 3HaueHue 3a

ynorpedara Ha upbecapTaH/XHAPOXJIOPOTHA3H B TEpaNeBTHMHH I03H MPH XOpa.

He ca ycTraHOBeHH TepaTOreHHH eeKTH NPU IUTbXOBE, TPETUPAHH ¢ KOMOHHAUHATA
up6ecapTaH/XHAPOXJIOPOTHA3HA B JO3H, TOKCHYHH 3a MaHkuTe. EQexThT Ha Taszn komOuHaLMs
capamo (GepTHIMTETA HE € OfpeeNsH B NPOYUBaHHA C OMHTHH JKHBOTHH, ThH KaTO H MPH XKHBOTHH, H
NpH XOpa, HAMA JaHHH 33 HEXKEJIaHH peakLHH B TOBA OTHOLLECHHE, KAKTO NPH CAMOCTOATENHO
npuiokeHHe Ha HpbecapTaH, Taka H Ha XHIPOXJOpPOTHa3H/. Y CTaHOBEHO € obade, nNpH NpoBeAEHH
NPOYYBAHHUA NPH ONIUTHH XKMBOTHH, Y€ JPYT aHTATOHKUCT HA AHTHOTEH3UH-11, npunoxeH
CAMOCTOATENHO, OKA3Ba BJIMAHHE BbPXY NOKazaTeauTe Ha hepTHIUTeTa. Te3H JaHHH Ca YCTAHOBEHH H
Npy NpUIAraHe Ha MO-HUCKH AO3H OT TO3H aHTHOTEH3HH-I] AHTArOHHCT, KOFaTo € H3MOA3BaH B

kOoMOMHALIMA C XHAPOXJIOPOTHA3HA.

HaMma gokazarencrsa 3a MyTareHeH WIH KnactoreHeH e(eKT Ha KOMOHHaLUATa
upGecapran/xuapoxnoporraszui. KanueporeHHUaT edekt Ha Tasd KOMOMHALIMA HE € MPOY4€eH MNpH
OTIHTH C )KHBOTHH,

Hpbecapran

Hama naHHu 33 aGHOPMHA CHCTEMHA TOKCHYHOCT WIH TOKCHYHOCT 110 OTHOLLIEHH
OpraHu, Npu NMpHEM Ha ONpeAeieHHTE B KIMHHYHATA NpakTHKa A03H. I1o Bpeme
NpoyuBaHHA BEPXY G€30MacCHOCTTA, NPUEMBT Ha BUCOKH 1031 Upbecapran (= 250
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wisxoBe W > 100 mg/kg/AHeBHO NpH MaKaly) € A0BeN A0 NMOHKKEHHE Ha NapaMeTPHUTE HA YCPBEHHUTE
KPLBHH KJE€TKH (€PHTPOLMTH, XEMOrno0HH, xeMaToKpHT). [IpH MHOro BUCOKK 03H

(> 500 mg/kg/nHeBHO) AereHepaTHBHM NPOMEHH B 61bOpeunTe (KaTO HHTEPCTHUMANCH HEDPHT,
pasiKpeHHe Ha TyOynure, 6asodunnn TyOynH, NOBUINABAHE HA IU1a3MEHHTE KOHLICHTPALMH Ha
ypesTa M KpeaTHHHHA) €2 MPUYMHEHH 0T HpdecapTaH NPH MIBXOBE U MAKaLHY, KaTo TE3H NPOMEHH Ca
onpeaeneHH KaTo BTOPHYHH, B pe3yJITaT Ha XUMOTEHIUBHHTE €(EKTH Ha IEKapCTBOTO, BOJELIH 10
noHwkeHa 6p6peuna nepdysnn. OceeH ToBa, UpOecapTaH BOAN A0 XHNIEPILTA3HA/XHNEpTpodua Ha
FOKCTArJIOMEPY/IHUTE KJIeTKH (MpH IuibxoBe, npy > 90 mg/kg/nHeBHO H NMPH MaitMyHH OT poJa MakKak
npu > 10 mg/kg/aHerHo). BCHYKH T€3M MPOMEHH ca ONpEAENCHH KaTO pe3yITaT oT
dbapMaxoIOrHYHOTO AeiicTBHE Ha UpGecapra. B TepaneBTHYHM 1034, MPUIOKEHHETO Ha HpbecapTaH
MpPH XOpa, HATIEXKAA He BOJH [0 3Ha4YMMa XHUIEPILIa3HA/XHIIEPTPOdHUS HA KOKCTArNIOMEPY THATE
KJIETKH.

Hsama AaHHHU 38 HAJTHYMETO HA MYTAreHeH, KNacTOreHEH KIIH KapUHHOTE€HEH eQeKT.

DepTHINTETA H PENPOAYKTHBHUTE CNIOCOOHOCTH HE ¢a OMIM 3aCETHATH B NPOYYBAHHA NPU MBXKH H
’KEHCKH UTHXO0BE, 10PH H NMPH NEpOpalIHH A03H HpbecapraH, MPHYHHABAILN H3BECTHA POANTEJICKA
TokcH4HOCT (0T 50 10 650 mg/kg/neH), BRIIOYHTEIHO CMBPTHOCT Mpk Hall-BUCOKaTa no3a. He ca
HabM01aBaHK 3HAYKMH eeKTH BbPXY Oposa Ha KBITHTE Tefd, HMIUIAHTHTE WK XKHUBHTE QeTyCH.
HUpbecapras He NORNMABA OLIEABAHETO, PA3BUTHETO HITH PENPOMYKTHBHATA CIOCOOHOCT Ha
noroMctTBoTO. [TpoyuBaHHATA NPH XKHBOTHH NMOKA3BAT, Y€ paAMOaKTHBHO Oenssan upbecapraH ce
OTKpHBa BbB (peTycHTE Ha IUTbXOBE H 3aiiln. Upbecapran ce ekckperHpa B MJISKOTO Ha KbpMELIH
MThXOBE.

[IpoyuBaHHATA MPH KHUBOTHHU C HpOECApTaH, NOKa3BAT MPEXOAHH TOKCHUHU eeKTH (YBeIHYEHHE Ha
O6BOpEUHOTO ereHYe, XHAPOYpeTep WIH NOJKOXKEH OTOK) NMPH QETYCH Ha TLTbXOBE, KOHTO
npeMHHaBar cnea paxaanero. [1pu 3aiiuy, abopt win paHHa pesopbuus ca HalmoAaBaHU NPH J03H,
BOJCIIH A0 3HAUMTENIHE TOKCHUHOCT 3a MalikaTa, BKmounTenHo cMbpt. He ca Habmonaann
TEpPATOreHHH ePeKTH NPH ILTHXOBE WK 3aHLIN.

XNAPOXNOPOTHAIH] |
an HAKOH €KCNEPUMEHTAIHH MOACIIN Ca NMONAYYCHH HCCHTYPHH JaHHH 34 NT’EHOTOKCHYEH HJIN

KaHLICPOreHeH eeKT.

6. PAPMAHEBTUYHH JAHHHN
6.1 CnuchbK HA NIOMOIMHHATE BEeMECTBA

Aopo na mabaemxama

Manurton (E 421)

[MTosuaoH (K29-32 min eKBHRAJICHT)
MuxKpOKpHCTaNHa HEMY03a
KpockapMenoza HaTpHi

KonowpgeH 6¢3801€H CUWIHLIHEB AHOKCH]
Marxnesues creapart

Dunmoso nokpumue

[lonuBHHWIOB aNKOXO0J

Turanos avoxcna (E171)

Makporon 3350

Tank |

JKpaT xenesen okcua (E172)

YepaeH keneseH okena (E172)

Yepen xenezen okeua (E 172) (camo 3a Hpnpezna 300 mg/12,5 mg dunmupanu
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6.2 HecbBMeCTEMOCTH

Henpunoxumo

6.3 Cpok na roasocrt

2 roAuHH

6.4 ChneuHajHH YC/IOBHA HA ChXpPaHECHHE

Onaxosxka ¢ AI/PVC/PVDC 6anctepu: a ce cbxpansapa noa 25°C.

HDPE onaxoBka 3a TabneTk cu¢ Cytuuren: To3d nekapcTeeH NpOAYKT HE H3HCKBA CNCLIMANHHU
YCJIOBHA HA CbXPAHEHHE.

6.5 BuaH cpALPKAHHE HE ONAKOBKATR

AVPVC/PVDC 6aucrepu u HDPE onakoBka 3a TabneTky cbe CyIIHTEN:

Baucrepn: no 14, 28, 30, 56, 60, 98 u 100 punmupann TabneTku.
Onakoska 3a Tabnerku: no 100, 250 u 500 dunMupanu TabaeTkH.

He BcHYKM BHAOBE ONAKOBKH MOTrar Aa ObAaT MyCHATH Ha nasapa.
6.6 ChnenHanHaN NpeANA3ZHAE MEPKH NPH H3XBLPJIAHE

Heusnon3paHHUAT NPOAYKT WIHM OTNAIBLYHHTE MaTepHalii OT HEro TpsOpa faa ce U3XBBPJIAT B
CBOTBETCTBHE C MECTHHTE W3UCKBAaHHA.

7. IMPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
Teva B.V.

Swensweg 3

2031 GA Haarlem

Hupepnangus

8. HOMEWPA) HA PASPEHIEHHETO 3A YTIIOTPEDBA

Hpnpes3ua 150 mg/12,5 mg punmupann tabnetku Per. Ne 20110070
Hpnpesna 300 mg/12,5 mg dpunmmnpann tabnerku Per. Ne 20110071

9. JIATA HA ITHbPBO PA3SPEIIABAHETIOXHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA -

Jata Ha mepBO paspewasane: 27.01.2011 r.
Jlata Ha nocaeano noaHosasane: 01.02.2017 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

13.01.2025
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