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Hpnpesun 150 mg/12,5 mg dunmupann Tabnerxu ﬂ ft ﬂ? 2020
Irprezide 150 mg/12,5 mg film-coated tablets e e g2 B

Hpnpesua 300 mg/12,5 mg dunmupann TadieTku
Irprezide 300 mg/12,5 mg film-coated tablets

2. KAYECTBEH 4 KOJIMYECTBEH ChLCTAB

Beaxa punmupana Tabnerxa ceappxka 150 mg upbecapran (irbesartan) v 12,5 mg XuapoXaopoTHa3ua
(Avdrochlorothiazide).
Beska gunmupana tabnetka ceabpka 300 mg upGecapran (irbesartan) u 12,5 mg XuapoxaopoTnasia
(hydrochlorothiazide).

3a NBbAHMA CIIMCHK Ha NOMOILIHMTE BeLISCTBA BIKTe Touka O.1.

3. JIEKAPCTBEHA ®OPMA

@unMHpaHa TableTKa

Hpnpesun 150 mg/12,5 mg ¢punmipann TabnetTku:
Pososa, nBoliHOM3ITbKHANA, €THNCOBUHA, ¢ pasMepH 6,5 X 12,7 mm, ¢uiMupaHa TabnerTka, ¢ HamIUC
,»H” oT ennara crpana u ,,I” ot apyrara.

Hpnpesua 300 mg/12,5 mg dpunmupanu TabneTku: |
Pozopa, nBOHHOM3NBKHANA, €NHIICOBHAHA, ¢ pa3MepH 8,2 X 16,0 mm, dunaMupana TabneTka ¢ HaammHC
“H” or egnara crpaHa u “I” ot apyrara.

4. K/IHHRYHU JAHHH
41 TepaneETHYHH NOKA3AHHA

JleyeHHe Ha eceHLIMATHA XHIIEPTOHHS.

KomOuHaimsaTa ¢ gHxcHpaHa 1032 € NOKa3aHa 3a NeUCHHE NPH Bh3PacTHH MALHEHTH, YHETO
apTepUANIHO HAJIAraHe He Ce PeryJiipa AocTaTh4Ho aodpe ot updecapraH WM XMAPOXIOPOTHASHA,
NPHIOKEHH CAMOCTOATENHO (BXK. ToOUKa 5.1).

4.2 [lo3HpoBKA H HATHH HA NPHJICKCHHE

EOSH POBKa

Hpnpesua Moxe Jla ce npuema BeIHBX AHEBHO, HE3aBUCHMO OT MPHEMA HA XPaHa.
Moske na ce npenopbya THTpHpaHe Ha 03aTa HA OTAEHUTE KOMIIOHEHTH (T.€. Hpbeca
XHAPOXJIOPOTHA3UA).

Koraro e yMECTHO OT KIIMHHYHA IJIeIHA TOYKA, MOKE A C& OOMHCITH JHPEKTHO Np
MOHOTepanusa KbM dHKCHpaHa KOMOHHALHS:
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- Hpnpesun 300 mg/12,5 mg Moxe aa ce Opuiara npH HAUHEHTH ¢ HEAOCTATEYECH KIIHHHYEH
oTrosop kM Upbecapran 300 mg wnn keM Hpnpesuzn 150 mg/12,5 mg;

He ce npernopbuBaT aHeBHH 1034, No-BucokH OT 300 mg upbecapraH /25 mg xuapoxaopotuasua. [Tpu
HeobxonumMocT, Mpnpesun Moxe Aa ce npunara 3a¢aHoO ¢ APYTH aHTHXHIEPTEH3UBHH JIEKAPCTBEHH
npoaykTH (Bk. rouxu 4.3, 4.4, 4.5u 5.1).

Cneuyansy NonyNanuH

bvbpeuno yepescoane

Ilopany chABpKAHAETO HA XHAPOXIIOpOTHA3HA, Upnpeznus He ce npenophYBa MPH MALMEHTH ¢ TEKKA
0r0peyHa HeAOCTATHUHOCT (KPeaATHHHHOB KIHPHHC < 30 ml/min). ITpw TasH normynanus, GpUMKOBHTE
AMYPETHLH Cca 3a MpeAnoynrane npela tTuazugaare. [Ipy nauuentu ¢ 660pedHo yBpeknane, YHifTo
0B0peyeH KPeaTHHHHOB KJIMPBHC € > 30 ml/min, He ce Hanara KOpeKUHs Ha A03aTa (BX. TOUKH 4.3 B
4.4).

Hepnodpobro yspescoane

Hprnpesun He € moKasaH NpH NALHEHTH ¢ TEXKO YepHOoApoOHO yBpexkaane. Tuaznau tpabea 1a ce
OpUiarar ¢ NOBHINEHO BHUMAHHE MPH NMALUCHTH ¢ YBpeaeHa yepHoApodHa pynxuus. [Ipu nauyenTs ¢
JIeKa A0 YMEpeHa CTEMEeH Ha YepHOApoOHO yBpeXiaHe He ce Hanara KOpeKuMs Ha Ao3arta Ha Mpnpesua
(Bx. TOuKa 4.3).

Ilayuenmu ¢ cmapuecka evapacm
He e HeobxoauMa Kopekuia Ha no3ara Ha Mpnpesus npy MalHeHTH B CTapuecKa Bb3pacT.

Ileduampuyna nonyrayus
Hpnpesnn He ce npenopb4Ba 3a ynorpeda npH AcUa ¥ IOHOLIH, Thif KaTo 6e30MacHoOCTTa 1
e(HKacHOCTTa He ca ycTaHOBeHH. JIHncBaT gaHAM.

Hauun Ha npunoxeHme

[Tepopanno npunoxkeHuUe.
4.3 IIporuBomoxkazanus

- CBpPbXYYBCTBHTENTHOCT KbM AaKTHEHHTE BEILECTRBA, KbM HAKOE OT MOMOIIHHTE BELIECTBA
u30poeHH B Touka 6.1 iWiH KbM APYrH CyIQOHAMHAHH IPOM3BOAHH (XHAPOXJIOPOTHA3H, €
CYNIPOHAMHIHO MPOH3BOIHO)

- BTopu U TpeTH TpuMecTEp OT OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6)

- Texxo 666peuno yepexnane (KpeaTHHHHOR KIHPBHC < 30 ml/min)

- PedpakrepHa xanokaneMus, XHNepKaIIAEMHs

- Texkko yepHOAPOOHO yBpexKkaaHe, OHaHapHa 1IHPO3a H X0JlecTa3a

- EnnoBpemenHara ynorpeba Ha Mpnpesna ¢ anMcKHpeH-ChABPKALIH IPOAYKTH €
NPOTHBROTIOKA3aHa MPH NMalMeHTH ChC 3axapeH qHaber nim 6p0peuHo yBpexase (CKOpoCcT Ha
rnomepynna Gpunrpamus (GFR) <60 ml/min/1,73 m?) (Bx. Touku 4.5 1 5.1).

4.4 CoensanHH UpeayupeKicHUS B CHENAAJNE NPSANAIEN MEPKRA NIpH ynoTpeda

Xunorouns — [TanenTn ¢ XUNnoBOJIEMUS:
Hp6ecapran/HCT panko npean3BHKBa CHMIITOMATHYHA XMIIOTOHHS NPH NMALHEHTH C XHIEpToHMus Ge3
IPYTH PHCKOBH (DAKTOPH 34 Pa3BHTHE Ha XHNOTOHKMA. CHMITTOMATHYHA XHITIOTOHHA MO
Ja HaCTBIH [PH MALMEHTH C XUMOBOJIEMHA H/WIN AePHUMT Ha HATPHHA, TIOpaid Npo

HHTCH3HBHO JICYCHHE C AUypeTHUH, OelHa Ha roTBapcKa COJ AHeTa, AHapHA HIH §‘ Hge. 1 & '@f%

CBCTOAHUSA TpAOBa Ja OBJAT OBIAJAHK [IPEH 3aNoYBaHe Ha JeueHueTo ¢ Upnpe
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Creno3a Ha 6p0peuHaTa aprepus — PeHOBACKYJIapHA XHIEPTOHHA:

IIpa maiMenTH ¢ OHIaTepanda cTeHo3a Ha GpOpeyuHaTa apTepHA WIH CTEHO3a Ha apTEPHATA Ha
eIUHCTReHUA QYHKIMOHUPAN OBOpeK, CHIECTBYBA IOBMINICH PHCK OT Pa3sBHTHE HA TEKKA XHITOTOHUA
1 6L0peyHa HeROCTATEYHOCT NPH JIEUSHHE ¢ HHXHOMTOPH HA AHTHOTEH3MH-KOHBEPTUPALIMSA CHIHM
WITH ¢ aHruoteH3HH-11 penenTopau aHraronucTu. Benpeku 4e ToBa HE € JOKYMEHTHPAHO C
upbecapran/ XuapoxnopoTHasuz, nogodeH edekr TpsadBa Aa ce OYaKBa.

brGpeuno yBpexciane 4 610peuHa TPAHCILIAHTALMS:

IIpn neuenne ¢ Hpnpesun npu naipenty ¢ 666pedno yBpexaaHe ce Mpenoprypa NEPHOAHIHO
npocneaAsBale Ha CTOHHOCTHTE HA KanuH, CepyYMHHA KpeaTHHHH H MHKOYHA KHcenuHa. Hama
KNTHHHYEH ONHT MO OTHOWICHHE NPHIAradeTo Ha HpOecapTaH/XHAPOXIOPOTHA3HA I1PH NALIUEHTH ¢
Hackopo npoBeaeHa 610peyna rpancnnantanus. Upnpesna He TpaOBa ia ce mpunara NpH NalHeHTH ¢
TekKO OBOpeuno yBpexnaHe (KpeaTHHHHOB KIMPBHC < 30 ml/min) (8. Touxa 4.3). IIpx naumenty c
yBpejeHa 6p0peuna GpyHKIHA MOXKe Aa HACTBIIH a30TEMMs, CBBP3aHa ¢ THasHAHMA AuypeTHK. [pu
NatHeHTH ¢ OBOPEYHA HEZOCTATHYHOCT H KPEATHHHHOR KIMPBHS > 30 ml/min He ce Hanara KopekIusa
Ha 03aTa. BenpekH TOBa, NpH NALACHTH ¢ JieKa 10 yMepeHa Ob0peuHa HeZoCTaTEYHOCT
(kpeaTHHHHOB KIMPBHC > 30 ml/min, Ho < 60 ml/min), koMGHHaLMATa ¢ pHUKCHpana No3a TpIOBa Aa
Ce mpiara ¢ MOBUIEHO BHUMAHKE.

iiHo GrokMpaHe Ha cHcTeMaTa peHHH-AaHTHOTEeH3HH-agocTepol (PAAC):
Hma nannm, ye enHoBpemenHara ynorpeba Ha ACE unxu6uropn, auruorensus Il-peuenropuu
ONOKepH WIH aNHCKHPEH NOBHILABA PHCKA OT XHIIOTOHMS, XHIICPKAIMEMHS H HaMaJlaBaHe Ha
6B0peyHara dyHKUHA (BKMIOUMTETHO ocTpa Ob6peuna HenocrarbunocT). [Topanu ToBa He ce
npenopbysa ApoiHO OnokHpane Ha PAAC upes koMGuunpanata ynotpe6a Ha ACE HExuGHTOpH,
aHrHOTEH3HUH lI-penenTopHH 6nokepn wim anuckupes (BxK. ToukH 4.5 1 5.1).
AKO ce MmpeneHn, Y€ Tepanuara ¢ ApoitHo Griokupane ¢ aGcomoTHO HeoGxoaHma, ToBa TpAOBa Ja
CTaBa camo Moj HAONMIONEHHUETO HA CIICIHANINCT H NIPH YeCTO BHUMATEIHO MOHHTOPHPAHE Ha
OBOpeunara GyHKUHA, JIEKTPOIHTHTE A KpbBHOTO Hamarane. ACE HHXUGHTOpH W aHTHOTeH3MH 11-
penenTopHH 6nokepH He TpadBa 1a ce H3ION3RAT ¢AHOBPEMEHHO [PH MALHEHTH ¢ AHabeTHa
HedponaTu.

YepHoapobno yepexaane: |
THaswgHuTe ICKapPCTBCHH NPOAYKTH TpAOBA Ja Ce HAMO/3BAT C NOBHIIEHO BHHMAaHH)E NpPH NalLHEHTH C

yBpeleHa YepHoApoOHa GYHKLMS WIH NPOTpecHpamo yepHoApobHO 3a6onaBaHe, THH KaTO AOPH H
MaJIKH HapyLICHUA BbB BOJTHO-CJIEKTPOJINTHUA OaJjlaHc MOraT Aa JOBEaT JO pa3BHTHE Ha
gyepHoApoGHa koma. Hama kinuaMyeH onMT ¢ ynorpeGara Ha upbecapTan/XMAPOXIOpOTHAIKHA IPH
NAHEHTH € YepHOAPOOHO YBpexX/iaHe.

CTeHO03a HA a0PTHA W MHTpAJHAa Knana, O0CTPYKTHBHA XUnepTpodHYHA KApIHOMHONATHA:

KxaxTo n npH yrotpeba Ha npyru BasoaAMnaTaTopy, TpaoBa Ja ce oGbpHE CNeHUanHO BHUMAHKME Ha
MALUCHTHTE, CTpaAallH OT a0PTHA WK MATpPAJHA CTeHO3a, KaKTO M OT 00CTpYKTHBHA XHIIEPTpOodHUIHA
KapAHOMHOIIATHS.

[IbpBHNEH anA0CTEPOHH3EM:
IInanpenTHTE © MBLPBHYEH ANROCTEPOHHIBM OOHKHOBEHO HE € MOBIHABAT OT AHTHXMNCPTEH3MBHH

CpeacTBa, ACHCTBAIUM Ype3 MHXHOHpaHe Ha PEHHH-AHTHOTEH3HHOBATA CHCTEMA, IIOPAAH KOETO
ynioTpebara Ha Hprnpesua ve ce nmpenopsuBa.

MetabonurHn ¥ eHAOKPHHHH edeKTH:

JleueHreTo ¢ THa3HA MOJKE A TIOBJIHsAE IIOKO3HUsA ToNepakc. [Tpn naupenT ¢ quaber Moxe Aa ce

JleweHreTo ¢ THa3MA MOXKE Aa AOBEE A0 M3ABA Ha JIATEHTEH 3aXapeH qHaber.
JIe4eHHETO ¢ THA3HAHH AHYPETHLM CE CBBP3Ba ¢ MOBHIIEHHA CTOMHOCTH HA XOJIECTe}
TPUITIALICPHIH, BLIPEKH TOBA, NIPH Ao3a OT 12,5 mg, chabppxaila ce B
MpOECapTAN/XMAPOXIIOPOTHAZUA, Ce CHOOIIARAT MHHEMATHM WM HHKAKBH edekTu
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Moske na ce NoABH XHIlepyPHKEMHA WK Ja Ce 3aCH/IH MOJArpaTa NMpH ONpeASICHH MALHCHTH,
NnpUeMaIiy THA3ZK/IM.

Hapyiienue Ha enexTpoanuTHHS OanaHc:

KakTo npH BCHYKH NallMEHTH, JIEKYBAHH ¢ MYPETHIM, TPAOBa Na ce H3BLPIIBA NEPHOTHUHO
ONPE/CIITHE Ha CEPYMHHTE €JICKTPOIIMTH Ha NOOXOAAIHA HHTEPBAJIH OT BpEME.

TrasuauTe, BKMOYHTENHO XHAPOXJIOPOTHA3HL, MOTAT Ja NPEAM3BHKAT HapyIIEHHE Ha BOAHO-
CHEKTPOJNHTHHSA SanaHC (XMIOKaNeMHA, XMIIOHATPEMHS H XHIIOXJIOPEMHYHA AJIKAI034).
[IpeaynpendrenniTe CUMOTOMH Ha BOJHO-EJIEKTPOIMTEH QUCOANAHC Ca: CYXO0Ta B YCTATA, WKAXKA,
cnabocT, Jeraprus, CHHIMBOCT, 6e3MOKOHCTBO, MYCKYJIHH GOJIKM HIH KpaMITH, MyCKYJIHA ciabocT,
XUNOTOHUA, OTHIYPHA, TAXHKAPIHA H CTOMALIHO-UPEBHH CMYILIEHHA KaTO raZicHe HiH NOBPHIIAHE.
Bernipexu, ye npu ynotpe6Ga Ha THA3UAHK JHYPETHIM MOXeE J1a C€ Pa3BHE XUIOKANEMHu,
€AHOBPEMEHHHAT MpHEM Ha UpOecapTaH MOXKe 1a HaMalTH JHYPETHK-UHIYLIMPAHATA XUTTOKAIEMHS.
PucKBT OT XMIioKaneMHa ¢ Hal-BUCOK MPH NMAIMEHTH ¢ YepHOAPoGHa Hpo3a, npH GOMHH ¢
¢opcupana nuypesa, IPH NALMEHTH, NPHEMAIIH NIEPOPATHO HEAJEKBATHH KOTHYECTBA eNEKTPOJIHTH U
1pH GOTHH, KOHTO NPOBEXKIAT SHHOBPEMEHHO JieYeHHe ¢ KopTHKocTeponan wid AKTX. Or apyra
CTpaHa, B pe3ynTaT Ha upbecapraH, KoMIoHeHT Ha Upnipesna, MoXke 1a HACTBITH XHIIEPKaIeMu,
0co0eHO IPH HATHYHETO Ha HBOPEYHO yBpexknaHe WHIH CHPACYHA HEAOCTATHYHOCT H 3aXapeH
anaber.

Ilpu manKMeHTH ¢ pUCK ce NPenophYBa CHOTBETHO NPOCASAABaHe HA Kaiumii B cepyma. Kammii-
ChXpaHABALIMTE AHYPETHIH, KAJTMEBHTE ODABKH H KATHH-CHIBPKALMTE 3aMECTHTETH Ha COJITA,
TpA0Ba 14 Ce mpwiarar ¢ MOBUIIEHO BHUMaHKe eIHOBpeMeHHO ¢ Mpnpesuzn (Bx. Touka 4.5).

Hama gokasarencTso, ye HpbecapTaH MOHMKABA MM NPEOTBPATABA HACTHIIBAHETO HA
XHIOHATPHEMHU, B PE3YIITAT OT JICUCHHUETO ¢ AHYPETHIH. XJIOPHUAT AchULIAT COMKHOBEHO € B JieKa
CTElIeH U HE W3HCKBA JIeYeHHe.

TuasuauTe MOraT J1a NOHWKAT EKCKPELMATA HA KAMIMI B YPHMHATA H A2 JOBEAAT 10 HHTEPMUTEHTHO U
ca0o MOBMLIABAHE HA HUBOTO HAa CEpyMHMA KalLMi, Oe3 H3ABa HA XapaKTepHHTE PH3HALH NPH
HapyImeH Kajinyes MeTabonu3beM, 3HaUYHTENHATA XHIEPKAIIEMHAa MOXe a 6b1¢ AOKA3ATEICTBO 32
JATCHTEH XHMNepnapaTupecuau3bM. THasuaure TpaOBa Aa c¢ NMPEYCTAHOBAT Mpe/Ii MPOBEKIAHETO HA
H3CJICABAHHATA 34 NAPATHPOHIHATA (PYHKLHS.

Tuasuaure BoasT A0 NOBHINEHO OTAETIAHE HA MATHE3MH B YPHHATA, B PE3YITAT Ha KOSTO MOKE Ja
HACTBIIM XHUMIOMAarHe3HeMus.

JIUTHIHA:
EnHospemennata ynotpeba Ha jurHii 1 HpSecapTan/XHAPOXNOPOTHAZHA HE ¢& NPenophYra (BXK.
TOUKa 4.5).

AHTHOOIIHHIOB TECT:
XHAPOXJIOPOTHAZH], ChABPXKALI CE B TO3H NEKAPCTBEH MPOAYKT, MOXKE a JOBEIE A0 MOJOKHTENEH
AHAJIATHUCH pe3yJITaT OpH aHTUAOIHHT TECT.

O61xo:
[Tpu naiwenTs, yuiiTo cbAOB TOHYC M OBOPeUHa DYHKIHSA 3ABHCAT MPEHMMHO OT JEHCTBHETO Ha
pPCHHH-aHTHOTEH3HH-AIAOCTEPOHOBATA CHCTEMA (HaNPUMEpP NTALIHEHTH ¢ TEXKKA 3aCTOMHa chpaeyHa
HEIOCTATEYHOCT WM CBITBTCTBaLLO OpOpeuHo 3aboABaHe, BIJIIOUHTENHO CTEHO3a Ha 6n6peyunuTe
apTepHH), IEYSHHETO ¢ HHXHOMTOPH Ha aHTHOTEH3MH-KOHBEPTHpAllHa €H3HMM HIH ¢ aHTHOTeH3HH 11
PELECNTTOPHH AHTANOHHUCTH , KOUTO JeHCTBAT BBPXY Ta3H CHCTEMA, € CEBP3aHO € OCTPa XHIIOTOHHA,
a30TEMMA, OJIMTYPHS MITH NO-pAAKO ocTpa 6p0pedHa HeaocTaTEYHOCT. KakTo M MpH BCHYKH
AHTHXHICPTCH3HBHH CPEICTBA, 3HAYHTEITHOTO TIOHWKABAHE HA apTEPHAITHOTO HAJIMTAHE NPH
NALKMCHTH C HCXSeMHYHA KApAWOIIATHA HIH UCXEMHYHO ChPOCYHO-CBAOBO 3a0019BaHe MOMKS
NpeJn3BHKa HH(PAPKT HA MHOKapAA WX HHCYIT.

Peakiu Ha CBPBXHYBCTBHTENHOCT KBM XMAPOXIOPOTHASHA MOKE N4 BE3HHKHAT F
HIIH 0e3 aHAMHECTHYHH JaHHH 32 ANEPrua WK OPOHXHMAIIHA ACTMA, HO TIOABATA /
OONHH ¢ TakaBa aHAMHe3A.
CrobwaBa ce 3a ex3anepdauns WiM aKTHBHPAHE Ha CHCTEMEH JIVITYC EpHTEMATY

THA3WIHH ANYPETHLIH,
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JoxiagsaHy ca ciiy4ad Ha GOTOIYBCTBHTENIHH PEaKLIHH C THASHIHM JHYPETHLH {BK. To4YKa 4.8). Ako
TI0 BpEME Ha JIEYCHHETO CE TIOABAT PeakIHH HA (POTOUYBCTBHTETHOCT, CE MPENophyBa JICYCHHETO Ja
ce MpeKpaTH. AKO NOBTOPHOTO NPHIOXKEHHE Ha AHYPETHKA C€ CYHTA 33 HeOOXOAHMO, CE NMpernopLyBa
OTKpHMTHTE Y9aCTH Aa ce Npeanas3eaT OT CIbHIle HIH OT H3KYCTBeHH YB npun.

bpeMeHHOCT:
[1o BpeMe Ha HpeMeHHOCT He TpabBa Aa ce 3amoypa JeueHHEe ¢ aHTHOTeH3HH 11 pelenTOpHH

antaronucrd (AIIR As). [TanmeHTKMTE, KOWTO TUTAHKAPAT OPEMEHHOCT, TPAOBA Ja MpeMHHAT Ha
AITEPHATHBHO aHTHXHIIEPTEH3HBHO JIEYCHHE, C YCTaHOBeH Npodil Ha He30macHOCT mpH yrnorpeba no
BpeMe Ha OPEMEHHOCT, OCBEH aKO MPOTBDKABAHETO Ha JiedeHHeTO ¢ AIIRAS ce cuiiTa 3a
HanoawreaHo. [Ipu ycranoessaHe Ha OpeMeHHocT, neueHuero ¢ AIIRAs tpabra aa 6vae crnpsiHo
He3a0aBHO H, aK0 € NOAXOIALIO, TPAOBA Aa 3ar09He ATTEPHATHBHO JcyeHHe (BXK. ToUKH 4.3 u 4.6).

Oc Tpd MHOIHA H BTODHYHA OCTPA 3aKPHTOBI'BJIHA FITAYKOMA.

CyndoHaMBAHUTE IEKAPCTBEHH NPOAYKTH WIH CY1(POHAMHAHHTE TIPOHU3BOIHHM MOrAT JIa MPEIH3BHKAT
HAMOCHHKpa3Ha peakliMs, KOATO A AOBEAE A0 MPEXOAHAa MHONKMA W OCTHA 3aKPUTOBIbIHA ITIAYKOMA.
Bruopexu ue xHApoXnopoTHasuA € cyJapoHaMHA, aocera ce chodlaBa caMo 3a OTACIHH CIy4yaH Ha
OCTpa 3aKpUTOBI'BIIHA INIAYKOMa NPH yIoTpeda Ha XHAPOXIOPOTHA3HA, CHMATOMHTE BKJIKOYRAT
OCTPO, BHE3AIMHO HAMANABAHE HA 3PHTENHATA OCTPOTA MM DONKa B OUHTE, KOUTO OOMKHOBEHO
HACTBIIBAT HAKOIKO Yaca iAKW CCAMHIH ClIeN HAYaOTo HA JiedeHHeTo. HenekyBaHara ocTpa
3aKPHTOBI'BJIHA [TTAYKOMa MOXKe Ja I0BEAEC 10 NepMaHeHTHa 3aryda Ha 3peHHeTo. JleueHHeTo ce
CBECTOH OCHOBHO BEB BE3MOKHO Haii-Obp30 npeKkpaTsABaHE Ha MMPHEMA Ha JIEKapCcTBOTO. AKO
BBTPEOYHOTO HAJUITaHE He ¢ MIOHWKH, MOXKE Ja C€ HAJIOXKH CIIELHO JIEKAPCTBSHO WM OTIEPATHBHO
JAcueHHe. PHckoBUTE QakTOpy 3a MOABA HAa OCTPA 3aKPHTOBIBIHA INIAYKOMAa MOTAT Ja BKIHOYBAT
AHAMHECTHYHH JIAHHH 34 AIeprud KbM CyI(OHAMHAH WIH NEHHLHIHH (BHXKTE TOUKa 4.8).

HemenaHoMeH pak Ha KOXKaTa:

B aBe enmmaeMHONOTHYHH IIPOYYBAHNS, OCHOBABAIIH C€ Ha NAaTCKHA HAIIMOHANIEH PaKOB PETHCTHP, €
HabnonaBaH MOBHILIEH PHCK OT HEMETaHOMEH pak Ha koxkata (HMPK) [OazanHokneTe4eH KapLHHOM
(BKK) 1 ckpaMo3HOKIeThueH kapimuoM (CKK)| npu HapacTBalna ekeno3Huug Ha KyMYJIAaTHBHA 1033
xuapoxnoporHasu (XXT3). doToceHcubunuzupainute edektn Ha X XT3 Morar na neficTBar kaTo
BEpOSTEH MEXaHW3EM 3a paseurHe Ha HMPK.

ITaumenrure, npueMaiuy XXT3, Tpabra ga 6saar uHpopmupanu 3a pucka or HMPK u ¢xBeTBann
PEAOBHO Aa NPOBEPABAT KOXKATA CHM 3a HOBHM JIe3UH H He3abaBHO Ja choOIaBaT NpH foABa Ha
MOAO3PHTEMHH KOXKHH JTe3WH. Ha naumenTrTe Tpabea aa ¢e mpenopryuaT Bb3MOXKHH NpeBaHTUBHH
MEpPKH, KATO OTPaHHYEHO H3/IaraHe Ha CIIBHYEBa CBET/IMHA M YATPABHOJISTOBH IbYH, 4 B CIydaH Ha
EKCTIO3HLHA, [TOAXOAALIA 3all[HTAa, 3a 1a C& CBeAe 40 MHHEUMYM PHCKBT OT pak Ha KOXaTa.
[Toxo3putenHATE KOXKHH NE3HH TpAOBa Aa 0bAaT NoAI0KEHH Ha He3a6aBHO H3CACABaHE,
NOTEHLHAITHO BKIIOYBAIIO XHCTOJIOTHYHH H3CICABaHHA Ha OuoncH4YHH MatepHanH. [Ipepasriexnane
Ha ynotpedara Ha XXT3 MoxKe J1a ce HAOKH H TIPH NMAlMEHTH, KOWTO ca HMaiH npeaxojeH HMPK
(B#. CBHIO TOYKa 4.8),

1loMoIHH BeIECTRA
To3u nexapcTBeH NPOAYKT ChARPHkKA Mo-Maiko oT 1 mmol Harpwmii (23 mg) BxB punmupana Tabnerka,
T.€ MOKE Jia ¢¢ KaKe, He MPAKTHISCKH He ChAbPKa HATPHIA.
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4.5 BsammoaeiicTBHe ¢ APYrH JeKaApCTBeHH HPOAYKTH B APYra OpME HA B3aHMOAEHCTBHE

ﬂg!!:ﬁ AHTUXHNCPTCHINBHH CPEACTRA.

AHTHXHITEpTeH3HBHHS e(eKT Ha Mpnpezun Mojke a ce yCIIN NPH eIHOBPEMEHHATA YIIOTpeOa Ha
JApYTH aHTHXMIIEPTEH3HBHU cpercTsa. Upbecapran u xmapoxmoporuasua (B ao3u a0 300 mg
HpbecapTan/25 mg xuapoxynopoTHazua) ca OWIM npwiarand 6e3 npobraeMH 3aeIHO ¢ APYTH
AHTHXMIEPTCH3WBHH CPEeACTBa, BIJTIOUHMTEIIHO KaNllMeBH aHTaroHucTy U bera-6nokepw. [IpeaxonHo
JICYCHHE C BHCOKHM JI03M AMYPETHYHH Cpe[iCTBa MOKe 14 JOBEIe A0 NOABA Ha XUIIOBOJIEMHA H PHCK OT
XKHAMIOTOHMA TIPH HAYATHO JIEYeHHE ¢ Bpbecapran cbC WK Oe3 THa3HAEH AUYPETHK, aKO IIpeaH TOBa
XHIIOBONIEMHATA He € O1iia opfaagna (BX. TOUKa 4.4).

JInThii:

Cpobilasa ce 3a 00paTiMo IOBHIIABAHE HA CEPYMHHUTE KOHLISHTPALIHH Ha JIRTHI M 32 1TOsIBa Ha
JIMTHEBA TOKCHYHOCT NPH EAHOBPEMEHHA ynioTpeda Ha IMTHH ¢ MHXHOMTOPH Ha aHTHOTEH3HH
KOHBepTHpatya ensum. Ilonobuu cayvau ca 6wnm HabMmomapaHH JOCera MHOTO PAAKO NpH
ynotpebara Ha upbecaptan. OcBeH ToBa, OBOPEUHMAT KIMPBHC Ha JIMTHIA Ce MOHIKABA NOJ
BIMSHUETO HA THa3HAHM NEKAPCTBEHH NPOAYKTH, IPH KOETO PHCKBT OT HACTHIBAHE HA JIHTHEBA
HHTOKCHKAIMs ¢€ NOBHINABa NPH €AHOBPeMeHHa yrioTpeba Ha Hpnpesua. CneposaresnHo,
¢HOBPEMEcHHaTa ynoTpeda Ha muThi 1 Upnpeszna re ce npernopbuea (BK.Touka 4.4). AKO BBIIPEKH
TOBA € HAJIOXKHUTENHA, BHUMATEIHO C€ MPOCNEAABaT CEPYMHHTE KOHIIEHTpalliH Ha JIMTHIA.

JleKapCcTBEHH NPOAYKTH, NOBIMABALIH KOHIIEHTPAIIMATA Ha KAJIWIA:

EfekTsT Ha XUAPOXIOPOTHAZHA, KOHTO Ce H3PA3ABa B MOHIKABAHE KOHLICHTPALIMATA HA KAIMIL, ce
CMEK4aBa B PE3YJITaT Ha KAMH-ChbXpaHsBaniug egekT Ha upbecapran. Benpekn Tora, T034 edeKT Ha
XMAPOXJIOPOTHA3H] BEPXY CEPYMHATA KOHLICHTpaUM Ha KaJIHi MOXKe i ce MOTeHIHpa OT APYTH
JIEKAPCTBEHH CPEACTBA, BOMCLIHU A0 3ary0a Ha KANHii M XHNoKaaHeMua (Hamp. ApYrH KaaHypeTHYHH
JUYPETHLIH, NTaKCAaTHBHH CpeAcTBa, aMQOTEPHIIMH, KAPOSHOKCONOH, NEHUIIMIAH (G-HaTpueBa cod).
O6parHO, ONUTET C APYTH 1€KAPCTBA, BIUIEIH BHPXY PSHHH-aHIHOTEH3HHOBATA CHCTEMA, NPH
eXHOBPEMEHHATA ynoTpeda Ha Kannii-chbXpaHaBalH JHYPETHIIH, KATHEBH J00OaBKH, 3aMECTHTEIH Ha
roTBapCKaTa CoJi, ChABPIKALIH Ka/THi{, KAKTO U APYTH JIeKapCTBeHH CPEACTRa, IOBUILABAIIH
CEpPYMHATA KOHICHTPALMs Ha KalHii (HanpuMep XellapyiH HATPUi ) € NOKa3as, ¢ Te3H JICKAPCTBEHH
NPOAYKTH MOraT ia NpeAH3BHKAT NOBHILABAHE HA CEPYMHATA KOHLICHTPALMA Ha Kanui. [Ipenmopbusa
¢e BHHMATEJIHO MpOocNeiBaHe Ha CEpyMHaTa KOHLIEHTpalMa Ha KanHif IIpH pUCKOBH MALMEHTH (BXK.
TouKa 4.4).

HeKaETBeHH [APOAVKTH, NTOBTHABAILIHY C€ OT MPOMECHHTE B CCPYMHATa KOHNCOHTpALIMA Ha KaJTHit:

[TpenopbuBa ce NEPHOAUYHO NPOCICAABAHE HA HHBOTO Ha KaNuii MpH e THOBPEMEHHOTO TIPHIOKEHHE
Ha Hpnpesun ¢ nekapcTBa, KOMTO €€ BIMAAT OT 3HAYHTE/IHHA [IPOMEHH B CEPYMHATA KOHHEHTpALMA Ha
KajuH (Hamp. JTUTHTATHCOBH TITHKO3H/IH, AHTHAPHTMHUYHH CPEACTBA).

HecTepOoHaHH TIPOTHBOBBINANMTEIIHM JIEKAPCTBEHHU CPEICTRA:
[Ipu eaHoBpeMeHHaTa ynoTpeba Ha aHrHoTeH3UH I pellenTOpHH aHTArOHUCTH W HECTEPOHIHH
NPOTHBOBB3NAIHTEAHH CpeacTBa (Hamnp. ceeKTHBHH COX-2 nHXHOUTOPH, alleTHACAHIUIOBA
KHCEMHHA (> 3 g/IHCBHO) H HECENCKTHBHH HECTEPOHAHH IIPOTHROBB3NAIIMTE/IHH CPEACTRA) MOXKE Ja
HACTHITH OTCabBaHe HA AHTHXHNIEPTEH3HBHUA e(eKT.

[Topobno Ha ACE unxuburopure, efHOBpeMennaTa ynorpeba Ha anrnoreHsuH Il peuerrropsu
aHTArOHUCTH H HECTEPOHIHH MPOTHBOBB3NAIHTE/IHE CPEACTBA MOXKE 13 YBEJIHYKA PHCKA OT
BlOLIaBaHe Ha OBOpeyUHaTa PYHKLHA, BKITIOYHTERHO H OcTpa OBOpeYHa HEZOCTATHYHOCT, H
yBEITHYaBaHe HHBOTO Ha KATHH B I1a3MaTa, ocoOeHO MpH NMALHEHTH ChC ChiECTBYBALIA MPEAH TOBA
HapylueHa 0b0pedna ¢pynkums. KomOuHammara ce npunara ¢ NOBHIIEHO BHHMAHHE, ocoﬁeﬂo npy
NAaLKEHTH B CTapyecka Bb3pacT. Ilauuenrure Tpadea aa 6saatT 1oOpe XxuapaTHpaH '
npocieagpaHa oOp0pevHaTa QyHKUHA clie/ 3aNnouBaHe Ha KOMOMHHPaHOTO JIEUSHHY
clie]] TOBa.
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Jonwanurensa uadopManHd 3a B3auMoaeHcTeIATA Ha HpbecapTaH:

B xknuHA4HN npoy4uBaHus, papMakoKMHETHKATA Ha MpOecapTaH He ce MORJIHABA OT
xuapoxsoporHazua. Hpbecapran ce merabonusupa rnapuo upez CYP2C9 n B no-manka crenes upes
rMCKypoHHpaHe. IIpH eHOBpEeMEHHO npwiaraHe Ha upbecapraH H BaphapHH He ca HabmoaaBaHH
3HaMMTeNHH (PapMaKOKHUHETHYHH M dapMakoAMHAMHYHH B3aHMOAEACTBIS, KaTo BapdapHH ce
meTabonuzmpa upes CYP2C9. Edexrure Ha unaykropn Ha CYP2C9, karo pudamMnuiMH, BEPXY
¢papMakokHHETHKATA HA HpbecapTraH He ca oleHABaHH. PapMaKOKHHETHKATA HA JMTOKCHH HE Ce
TIOBJIMSBA NIPH E€HOBPEMEHHO NMPHAOKEHHE ¢ HpbecapTaH.

IIpoaykTu, chabpakaiiiy anuckuped win ACE uuxuburopu
JaHHH OT KIMHHYHH NTPOYYBAHMA [IOKA3BAT, Y€ ABOHHOTO OIIOKHPaHe HA PeHHH-AHTHOTCH3HH

anpocrepoHorara cucreMa (PAAC) upes xombuHHpaHara ynoTtpeba Ha ACE uHxuOuropn,
anrHoTensHH Il-peuenTopan O6nokepH WIH alTMCKMPEH Ce CBBP3Ba C NI0-BHCOKA YECTOTa Ha HeXeNaHH
CbOWTHA, KATO HANPHMEDP XHINOTOHHS, XHIICPKAJIHEMHA M HaManaBaHe Ha OpOpeunarTa PyHKLIMA
(BRTIOYHTENHO OcTpa OBOpeuHa HeJOCTATHYHOCT), B CpaBHEHHE ¢ ynioTpedaTa caMo Ha €1HO
cpeacteo, Acucrramo BepXxy PAAC (BXk. Touku 4.3, 4.4 1 5.1).

JdonbjaHurenHa HHGOpMALTAA 33 B3aHMOACHCTEHATA Ha XHAPOXJIODOTHAZHIL

CrneaHuTe ICKAPCTBCHH NPOAYKTH MOTAT J2 B3aHMOIEHCTBAT C THAZHAHUTE JHYPETULH, KOTATO CE
NPUIATaT €AHOBPEMEHHO C TAX:

Aaxoxon: Moxe Ja HaCTHIH MIOTEHUHPAHE HA OPTOCTATHYHA XHIIOTOHHA;

Anmuouabemnu nexapcmeenu npooyKmu (nepopartnu cpeocmaa u uncyaun): Moxe na ce HalIoXKH
KOPEKLMA Ha A03aTa Ha aHTUHAOETHHA ICKapCTBeH NPOXYKT (BXK. TOUKa 4.4);

Cmonu - xonecmupamun u xonecmunon: Pezopbupara Ha XMAPOXTIOPOTHASH] e HAPYLIABA B
NPHCHCTBUETO HA AHUOHHH 0OMeHHH cMonu. Mpnpesna Tpabsa na ce npreMa IoHe €XHH 49ac nNpeau
HJIH YETHPH 4aca clel NpWIaraHeTo Ha TE3H CMOJIH;

Kopmurxocmepouou, AKTX: Morat na ce 3acHiaT 3ary0ara Ha eJeKTPOAMTH H 0CO0eHO
XHUMOKAJICMHATA;

Hueumanucoeu anuxo3uou: Ilpenn3BukaHaTa OT MPAIOKEHHETO HA THA3HA XHTOKANIEMUS HITH
XHNOMAarHe3HeMus, ONaronpUATCTBAT BH3HHKBAHETO HA HHAYLMPAHHA OT AUTHTAIINC CHPACYHH
apHTMHH (BXK, TOuka 4.4);

Hecmepouonu npomusosvsnanumennu cpeocmesa: Ilpu Hakom maguenti npunokennero va HCIIBC
MOXKE 13 HAMANH JHYPETHYHHA, HATPUYPETHYHHA H AHTHXHNEPTCH3IHBHIUA ¢eKT HA THA3HAHHUTE

Y PETHLIY;

IIpecopnu amunu (nanp. nopaopenanun): EdexTbT Ha NpecopHHTEe aMHHM MOXKE 12 CE TIOHWXKH, HO HE
IO CTENEH, KOATO U3KIIOYBA ynioTpebaTa HMm;

Hedenonapuzupawgu muopenaxcaumu (nanp. myboxypapus): EdekTbT Ha Helenonapu3Hpaimy
MHOPEJIaKCAHTH MOKE Ja C€ MOTERLMPA OT XHAPOXIIOPOTHAZHI;

Jexapcmeenu npodyxmu 3a aeyenue na nooazpa; Moxe na ce HaNOXKH aJanTHpaHe Ha 1034Ta UM, Thil
KaTo XHAPOXJIOPOTHAZHA MOXKE Aa MpeaU3BUKA MOBHIICHNAC HA CEPYMHATA KOHLCHTPALIMA HA MHKOYHA
KHCEITHHA. MoxKe J1a € HeoOXOAHMO 3 ¢e NMOBHIIH A03aTa Ha npoOeHeM WIH CYN)BRHIHDAZOH: -~
EQHOBpEMEHHOTO NPHIIOKCHHE HA THA3HAHH AHYPETHIIH MOXE 3 YBEIHYH YECTOTATA 1
ey

..
Ha CBPBbXUYYBCTBUTEIHOCT KbM ATOMYPHHO; i - %

Kanyuesu conu: TuasnaHWTe AMyPETHIIM MOTAT [a MOBHILAT CEPYMHATa KOHIIE -. T Ak 'f-..: ' 2
NIOpaaH HaMasiBaHE Ha eKCKpeLMaTa My. B ciryvaii, ue Tpabea na ce npeanmioar K ' .1 ‘ . -

7 %'?‘.‘.&'
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WJIH JIEKAPCTBCHH POAYKTH, ChXpaHABaLlK Kasiius (Hanp. JeueHne ¢ BuTaMuH D), Tpabpa aa ce
NPOC/IeAABAT CEPYMHHTE HHBA Ha KAJILMA K CbOOpazHO ¢ TAX J4 CE€ aJanTHpa JO3UPOBKATA HA KaJILHii;

Kapbamaszenun: EnnoBpeMeHHaTa yrorpeba Ha KapbaMaselMH H XUAPOXIOPOTHAZH € CBBP3aHa ¢
PHCK OT CHMITTOMATHYHA XHIIoOHaTpAeMHus. IIpn egHOBpeMeHHa ynorpeba € HeoOXxooHMo na ce
Ha0/IoaBa eNEKTPONMUTHUAT OanaHc. AKO € BE3MOXHO, TpAOBa Aa ce H3MOoJ3Ba IPyT KiIac AHYPETHLA.

Hpyeu esaumooeticmeun; XUnepravkeMudHuAT edeKT Ha OeTa-0ONnokepn B AMA30KCHA MOXe 2 ¢
YCHIH NPH YIoTpebara Ha THa3Han. AHTHXONHHEPrHYHHTE CpeACTRA (HAIP. aTPOIHH, OCrepHIeH)
MOXeE [a YBEIHYAT OMOHATMYHOCTTA HA THA3HAHUTE JUYPETHLM Ype3 3a0asgHe HA CTOMAIIHO-
YpeBHHA MOTHJIHTET H Ha CKOPOCTTA Ha H3Mpa3BaHe Ha CTOMAaxa. THa3HWANTE MOTAT Aa YBEIHIAT
PHCKa OT NOABA HA HEXXENAHH NNIEKAPCTBEHH PeakLvy, [IpeAU3BUKAHH OT aMaHTaguH. Te Morar aa
HamasaT OL0peunarTa ekcKpeLMs Ha LIMTOTOKCHYHH JIEKAPCTBEHH NIPOAYKTH (Hamp. unkiodochame,
METOTPEKCAT) H [a MOTSHLMPAT MUETIOCYNPECHBHITE HM €EKTH.

4,6 @DeprrAuTET, OPeMEHHOCT H KbpMEHe

BpemenHocT
Anzuomensun Il peyenmopru anmazonucmu (AIIRAs)

Ynorpebara Ha AIIR As He ce Mpenopb4Ba 110 BpeME Ha ITbPBHA TPHMECTHP Ha GpeMeHHOCTTA (BIK.
ToYKa 4.4). Ynorpebarta Ha AIIR As € NpoTHBONOKA3aHa MO BpeMe Ha BTOPHA H TPETHA TPHMECTBP Ha
OpeMeHHOCTTa (BA. TOUKH 4.3 1 4.4).

EnupemMuvonorayHuTe AoKa3aTencrea 3a BEE3HMKBAHE HA TepaTtoreHeH eexT cnex ynotpeda Ha ACE
HHXHOHTOPH TIpe3 TLPBHA TPHMECTEP HAa OpEMEHHOCTTA He ca YOeAHTENHH; BLIPEKH TOBA, HE MOXKE
Ja ce H3KIIIOYH cnabo noBMileHHe Ha pucka. Makap fia HAMa JaHHH OT KOHTPOIHMPAHH
CTIHJIEMHOTOTHYHH MPOYYBAHHA OTHOCHO PHCKa MpU aHruoTeH3uH Il peuentopHy aHTaroHUCTH
(AIIRAs), nogo0eH pMcK OpH TO3M KJAac JIEKapeTBa He MOKe Ja Ce H3Koud. [IpH naliMeHTKH, KOHTO
IUIAaHUPAT Aa 3a0peMeHenr, Ie4eHHeTO TPAOBa fa ObJe CMEHEHO C ANITEPHATHBHA AHTHXUIICPTEH3HBHA
TEpalnd, KOATO HMa AOKA3aH Mpodui Ha 0e30nacHOCT No BpeMe Ha OPEMEHHOCT, OCBEH ako He ¢e
NPELCHH, e Mpoab/bKaBaHe Ha TepaniaTa ¢ AIIRAs e xxn3HenoBaxHo. [IpH yeTaHOBABaHE Ha
OpeMeHHOCT, neyeHHeTo ¢ AIIR As TpabBa na Obae npexpareHo He3a0aBHO M, aKo € ya4Ho, Ja
3anQyHe AJITEPHATHBHA Tepanu4.

YCTaHOBEHO €, 4e TepanuaTa ¢ ATIRAs nipes BTOpuA U TpeTHA TPUMECTEDP OT OpeMeHHOCTTa
NMPHYHHABA (PETOTOKCHYHOCT MpH Xopa (HaManeHa 6B0peyHa QyHKIHA, OHrOXHAPOaMHUOH, 3a0aBeHa
OCH(pHKALHA HA YCPEHHTE KOCTH) M TOKCHYHH NPOSBH TP HOBOPOIEHOTO (ObOpeuna
HEIOCTATHYHOCT, XMIIOTOHHA, XHNepKaIHeMus) (BxK. Togka 5.3).

AKO BCe IaK npe3 BTOpHUA TPUMECTHP Ha OpeMeHHOCTTa ca ipueMaHH AIIRAs, ce mpenopbuBa aa ce
HanpaeH yJITpa3ByKOBO H3c/leABaHe Ha ObOpeLnTe U Yepena Ha IIoAa.

bebeTa, ynifro matkiku ca npuemanu AIIRAs, TpabBa aa 6paaT BHAMAaTENIHO HaOMOAaBaAHH 34
BBE3MOXKHA XHNOTOHHUA (BXK. ChI0 ToukH 4.3 1 4.4).

Xuopoxnopomuazuo
HMMa orpaHHuY€H OIHUT ¢ XHIPOXIIOPOTHA3KA MO BpeMe Ha OpeMeHHOCT, 0co0eHo npe3 meppeud
TpuMecTsp. M3cneasanmsara BopXy KHROTHI €A HELOCTATHYHH.

XuApoX10poTHA3H, PeMUHaBa npe3 raueHrara. Ha 6a3ata Ha GapMakomornaHus MexaHH3EBM Ha
NCHCTBHE HA XHAPOXJIOPOTHA3KA, MOXKE J1a ce MPEANON0KH, Ye YIIoTpedaTa My 110 BpeMe Ha BTOPHA U
TPETHA TPUMECTBDP MOKE Aa KOMNPOMETHpPa (pero-rnaleHTHaTa nepdysus U a npeau3Buka eTanHu
H HEOHATAIHA e(PEKTH, KATO MKTEp, HAPYIIEHUS B €JICKTPOJIMTHHA OaNaHc M TPOMOOLIMTONEHMS.
XHApOXJIOPOTHa3H HE TPSOBa Aa ce Npuiara 3a Jie4eHHe HA NrecTalMOHEeH OTOK, TeCT

B PCAKHTE CJIYHaH, KOTaTO HE MOXC 4 C€ NPHIOKH APYTo JCUCHHE.
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Hpnpesna cpabp:ka XHAPOXJIOpPOTHA3HI, IOPaAH KOETO HE e MperophYBa 3a ynorpeda mo BpeMe Ha
I'EPBHA TPHMECTHP OT OpeMeHHoCcTTa. B cnyuvaii Ha ruiaHupaHa OpeMeHHOCT € HEOOXOAMMO J1a Ce
NpeMHHE KBM NOAXOAALIO ATEPHATHBHO JISUCHHE,

Kepmene
Anauomenzun II peyenmopnu anmazouucmu (AIIRAs).

TpH xaTo HAMa HaTM4YHA MHQOPMALIKWA OTHOCHO yrioTpebara Ha HpbecapTaH no BpeMe Ha KbPMEHE,
HpOecapTaH He ce NPENopbhYBa H CE NPEATIOUHTA AITSPHATHRHO NEYEHHE C NMO-A00pe YCTAHOBEHH
npodunn Ha 6€30MacHOCT 110 BpeMe Ha KbpMeHe, 0CO0eHO NMPH KbPMEHE HA HOBOPOJAESHH MITH
HEeJOHOCCHM Jelia.

He e n3BecTHO nanu upbecapTaH WiH HAKOH OT METaGOIHTHTE MY C€ EKCKPETHPAT B KbPMATA.
Hannunure (papMakoqHHAMIYHH/TOKCUKOIOTHYHH JAHHH IPH MIBXORE MOKA3BAT €KCKPElHA Ha
upbecapTaH WiIH HeroBHTE METabOMMTH B MITAKOTO (3a NOBeye HHPOPMALHs, BX. Touka 5.3).

Xuopoxaopomuaszuo:

XHAPOXJIOPOTHAZH] CE EKCKPETHPA B YOBEIIKATA KbPMa B MAIKH KOJIHUeCcTBA. THA3HAMTE BHB BUCOKH
NO3H NPEAU3BHKBAT HHTCH3HBHA IMYPE3a U MOIaT A2 MOTHUCHAT OTAEAAHETO HAa KLpMa. YoTpebara Ha
XHAPOXNOPOTHAIMA MO BPEME Ha KbPMEHE He Ce NMPENnophYuBa. AKO XHAPOXIOPOTHAZHA ¢& YIIOTpeOsaRa
Nno BpEeME Ha KBPMEHE JO3HUTE TpAOBa Ja ce MOATBPIKAT Bb3MOXKHO HaH-HHCKH.

Qeprunurer
Hpbecapran He oka3Ba epeKT BbpXY (epTIWIHTETA Ha TPETHPAHH [UTHXOBE H TAXHOTO MOTOMCTBO [0
HHBA HA JIO3HTE, NPEAU3BHKBAINH TLPBHUTE NMPU3HAIM HA POOHTENICKA TOKCHYROCT {BXK. TOUKa 5.3).

4.7 KEjexTH BLpXY cH0ocCOGHOCTTA 32 modHpaHe H padoTa ¢ MAINHHEA

B13 ocHoBa Ha hapMaKOAMHAMHYHHTE CBOMCTBA € MaNKO BEpOATHO KOMOHHALHATA
upOecapTaH/XuAPOXIOPOTHAZH] 1A OKAXKE BIHAHHE BEPXY CIIOCOOHOCTTA 3a modupaHe u paboTara ¢
MaluinH. [1pn modupane H pabora ¢ MamuHyu TpadbBa aa ce MMa MpeBU/, Ye MO BPEME Ha JIeYeHUE Ha
XHIIEPTOHHS MOHAKOra MOraT 13 ¢€ NMOSABAT CBETOBbPTEXK HIIH OTNATHAIOCT.

4.8 Hexenann JeKAPCTBEHHA PeakilHn

Kombunauns upbecapTal/XuIpoxXIopoTHAZKIL

Cpen 898 maupieHTH ¢ XHIICPTOHHA, NOTYYBAIM PA3IMYHH JO3H HPOecapTal/XUAPOXIOPOTHA3ZHL
(nosoB uuTepsan: 37,5 mg/6,25 mg 10 300 mg/25 mg) B nnauebo-KoHTpOIHpaHH npoyusakms, 29,5%
OT NAalIHEHTHTE TIOTy4aBaT HEXE/IaHH PEaKLIHH.

Haii-yecTo foKIaBaHUTE HEXXENAHY iIEKAPCTBEHN PeaKIHH ¢a 3aMasHocT (5,6%), yMopa (4,9%),
rajene/nosprilate (1,8%) 1 abuopmuo ypunupase (1,4%). B gonmeiHeHne, MpH MPOY4BaHHS YECTO
ca HabmopaaeaHH yBeqiM4aBane Ha ypesara B KpbeTa (BUN) (2,3%), xpearunkunasara (1,7%) n
kpearuHuHa (1,1 %).

Tabnmua 1 nokazpa HexenaHuTe peakiy, HaGMOAABAHHE OT CNIOHTAHHH CHOGILICHHA H N0 BpEMe Ha
I1ae00-KOHTPOJIUPAHH NPOYUYBAHHAL

HecToTaTa Ha HEXKENAHHTE JIEKAPCTBEHH PEAKIMH OIHCAHH TI0-0JIY € ONpeelieHa, KaTo € H3MO/I3BaHa
C/IeHaTa KOHBEHLMA: MHOTO 4ecTH (2> 1/10); yectu (= 1/100 ao < 1/10); Heuectu (= 1/1 000 a0

< 1/100); penxu (> 1/10 000 no < 1/1 000); Muoro peaxu (< 1/10 000), ¢ nenssecTHa yecToTa (He
MOXKeE Zia ObJie HanpaBeHa OLICHKA OT HAIMYHKTE JaHHK). [IpH BCAKO rpyNHpaHe Mo YecToTa,

HEKETAHHTE JICKAPCTBEHH PEAKLIMH Ca NIPEACTABEHH B HH3XOALL, pel MO OTHOLWICHHUE HA TE: Z"
<eWiA g

Tadanna 1: Hexenanu peakunu npH miane6o-KOHTPONHPaHH NPOYYBAHHSA M CITO

cpoOIEeHHu ¥
Hapywenua na umynnama C Hen3BecTHa | CIy4aH Ha peaKLH# Ha CBPb ‘ “
cucmema. YeCTOoTA: KaTO aHrHoeNeM, OOpHB, YPTHKRR
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Hapywenus na memabonuzma u C HeM3BECTHA | XHMIIEPKATTHEMMUSA
XParenemo: 4eCTOTA:
Hapywenua na nepenama Yecru: BHEHE HA CBAT
cucmema: Heuectn: OpTOCTaTHYHa 3aMAasHOCT
C HemsBecTHa | rnaBodonue
YeCTOTA:
Hapywenun na yxomo u C HEH3BeCTHa | UIYM B YIIHTE
Rabupunma: YeCTOTA:
Copoeynu napywenus. Heuectn: CHHKOII, XMITOTOHMS, TAXMKAPZHi, OTOK
Cvoosu napyuwenus: HeuecTn: 3a4CpPBABAHE
Pecnupamopnu, 2pvonu u C HenmsBecTHa | KalutMna
MEOUQCTMURAIRY HADVUIERUR: 4ECTOTA::
CrmomauuHo-4pesnu Hapywenus. YecTn: ra/lcHe/NoBpPbilaHE
Heuectu: aHapus
C HEH3BEeCTHA | AUCHIEIICHE, AMCTEY3HS
4yeCTOTA:
Xenamobunuapru Hapyuwienus . HevecTn: KBITCHULIA
C HeH3BeCTHa | XerarwuT, HapyIneHa YepHOApoOHa dyHKIMA
yecToTa:
Hapywenua na mycxyano- Heuectn: OTOK Ha KPAHHHIIUTE
CKEnemuama cucmema u C HemsBecTHa | apTpanrui, MUANTHA
CHEOURUMEAHAMA MBKAH. 4yeCcTOTAa:
Hapywuenun na bobpeyume u Yectn: a0HOPMHO YpHHHpaHe
RUKOUHUME NLMUYQ: C HeusBecTHa | HapyiueHa OpOpeuna GyHKIHMA, BKIIOYHTEIHO
YecToTA: OTHETHM Clyyan Ha Ob0pedHa HeAOCTaTBYHOCT
NpH NALMECHTH C PHCK (BX.TOuKa 4.4)
Hapywernwn na Heuectn: CeKCyaIHa AMCPYHKLUHA, IPOMEHH Ha
BLINPOUIBOOUMEARAMA CUCHIEMA U nubHAOTO
vpoamd
Obugu napywuenus u eghexmu na Yectu: yMopa
MACMOMO HA NPUAONCEHUE.
Hzcnedeanua. YecTu: NOBHIIaBaHe Ha ypeATa B KpBBTa (BUN),
KpeaTHHHHA ¥ KpeaTHHKHHA3ATA,
HeuecTn: NOHH)K€HHE Ha CEpYMHHA KaJlHi W HATpHH

* YecToraTa Ha HEXEIAHHTE PEaKLUHH, YCTAHOBEHH OT CIIOHTAHHHTE CHOOLIEHNS, © OIMUCcaHa KaTo

“HeH3BeCTHA™.

EO]TB.]]I—[HTEJ’[H& HH{b_OpMa]ﬂ'[ﬂ 34 OTIC/IHHTE CHLCTABKH, B JOITBJIHEHHC KEM HCKCITAHHTE PEaKIHH,

u30poeHH No-rope 3a KOMOHHHpaHHA NPOAYKT, APYTH HEKETIAHH peaKiiMy, ChOOLIEHH 3a BCAKA OT
OTAEIHUTE CHCTABKH, MOraT Aa 6bJaT NOTSHUMATHH HeXeNnaHH peakiyu npy Upnpesun. Tabnuuy 2 u
3 mo-aosy H30posABaT NoAPOOHO HEKeNaHHTe peakiuH, HaGIoaBaHK NPH OTACIHATE KOMIIOHEHTH Ha

Hpnpesnz.

TaGnuna 2: Hexenanu peakuyy, chobIIEHH TIPH caMOCTOSTEIHA YII

¢0a Ha mpbecapran

Hapywenua na xpvema u aumgnama cucmema C TpoMOOLITONEHHA

HEH3BECTHA
. 4ecTOTA
Obwpu napywenua u eghexmu Ha MARCMOMO HQ Hexectn: Oonka B repauTe
| BPURODICEHUE: |

Hapywenus na umynnama cucmema C aHa(HIaKTHYHY pEak, 0‘“‘&
HEU3BECTHA | BRIIOYHTENHG/ W .
YeCcTOTa aHaDHIaKTHY hfn

Tabanna 3: HexenaHu peakiay (He3aBUCHMO OT BPB3KATA C JIEKAPCTBEHUS MPOIYKE

CaAMOCTOSTENIHAaTAa ynomeﬁaTa Ha XHADOXJNOPOTHA3HA

EE/H/0147/001-003/IB/022
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Heonnazmu — C HeMeTaHOMEH pak Ha koxara (6azanHoKIeThueH
oobpoxauecmsenu, HCH3BECTHA | KAPLUUMHOM M CKBAMO3HOKIETHYCH KapLMHOM )
3NOKAYECBEHY U 4yecToTa:

Heonpeoenenu (6xka. Kucmu

u noaunu)

Hapyuwienun na kpvemau | C anjacTH4YHa aHEMHA, NOTHCKAaHe Ha (PYHKIIHATA Ha

aumgnama cucmema HEM3BECTHA | KOCTHMSN MO3IBK, HEYTPOIICHUA/aTpaHyIONTO34,
4YeCTOTA: XEMOJIMTHYHA aHEMU, NCBKONIEHHA, TPOMOOLUTOMEH

Heuxuunu napyuenun: C ACTIpecHs, HAPYWIEHHA HA CHHA
HCH3BECTHA
4eCTOTA:

Hapvuienun na nepsnama | C CBETOBBPTENK, [IAPECTE3HA, 3aMAAHOCT, Oe3NOKOHCTBO

cucmema. HEH3BECTHA
4eCTOTA:

Hapywenus na ovume: C NPEXOIHO 3aMBIJIEHO 3peHHE, KCAHTOIICHS, OCTpa
HCH3BECTHA | MHONMA W BTOPUMHA OCTPA 3aKPUTOBLIBIHA TNAYKOMa
4YECTOTA:

Crpoeunu napyuenun; C CHpPASYHH APHTMHH
HEH3BECTHA
YeCTOTA:

Covo06u HapyuieHua: C OPTOCTATHYHA XHITOTOHHA
HEH3BECTHA
4eCTOTA!

Pecnupamopnu, cpvonuu | C PECTTHPATOPEH AHCTPEC {BRITIOYHTETHO MHEBMOHHT H

MEOUACTHUHAIHY HeussecTHa | OenoapobeH OTOK)

HAPYWEHUA: YEeCTOTA:

Cmomaturno-upesnu C MAHKPEAaTHT, RHOPEKCHA, AUapHs, 3alleK, CTOMAIIHO

HApYuenun: HEM3BECTHA | JApa3HeHe, CHAJIOAICHMT, 3ary0a Ha aneTHUT
YECTOTA:

Xenamobwiuapnu C KBITeHHUA (MHTPaXenaTAlHA XONSCTATHYHA KEJITEHHIIA)

Hapyuienua: HCH3BECTHA
4eCTOTA:

Hapywienun na xoscamau | C aHadUITaKTHYHE peaKlMH, TOKCHYHA erHACPMATIHA

ROOKONCHAMA MBKAH. HEH3BECTHA | HEKPOJIH3a, HEKPOTU3HUPAIL GHTHHUT (BaCKYJIHT, KOXKeH
4eCTOoTa: BACKYJIWT), KOXHH JYIyC SpHTEMATOASC-TIONO0HH

PEAKLMH, PCAKTHBALIMA Ha KOXKEH JTyITyC EPHTEMAaTONEC,
PCAKIMH Ha QOTOUYBCTBHTEIHOCT, OOpHB, YPTHKAPHA

Hapywenun na myckymo- | C c1abocT, MyCKYJTHH CTTa3MH

CKEREMHAMA CUCINEMA U HEH3BECTHA

CHEQUHUMERHAMQ MbKaK. | 9ecToTa:

Hapywenua na C MHTEPCTHLIHANICH He(PPHT, HapylueHa 060peunHa hyHKLHS

OvOpeyume u nuxoynume | HEM3BeCTHA

nvmua; YeCTOTA:

O6wu napyuwenus u C Tpecka

eexmu Ha MACMOMO Ha | HEM3BECTHA

NPUAOIICERUE: JEeCTOTA:

Hzcnedsanua: C HApYLICHHA HE eNeKTpoNuTHHA HanaHc (BKIIOYHTEIHO
HECH3BECTHA | XMIIOKIHEMHA H XMIIOHATPUECMHS, BXK. TOUKa 4.4),
4ecToTa. XMNEPYPUKEMNS, TIIOKO3YPHS, XUTIEPIITHKEMHS

MNOBHUICHHE HA XOJIeCTepO)ia H

J10303aBHCHMHTE HEXKENTaHH PeakiUHH Ha XHAPOXJIOPOTHasHA (0CO0EHO HAPYILCHHS # ¢

OaziaHc) MOraT a Ce yBeHUaT [IPH THTPHPaHE Ha XUAPOXIOPOTHAIM]L,

EE/H/0147/001-003/IB/022

11




Onucanue Ha u3bpanu HeNCeNaHU Peaxyuu

HeMenaHoMeH pak Ha Koxata: B3 ocHOBa HA HATHYHETE JAHHH OT SNMHAEMHOJOTHYHH IIPOYYBAHHS €
HaO/IoNaBaHa 3aBHCHMMa OT KyMyJaTHBHara A03a BpE3ka Mexay XXT3 1 HMPK (8x. chiro Touku 4.4
H5.1).

CrobiapaHe Ha NOAO3UPAHH HEXKENAHH PESaKLHH

Cro0LiaBaneTo Ha MOJ03MpaHK HEXENAHH PEAKUMH clie] paspellaBaHe 3a ynotpeda Ha JIeKapcTBEHHA
NPOAYKT € Ba)KHO. 10Ba N03BOJILBA Aa NPOIBIDKH HAOMIOAEHHUETO HA CHOTHOHIEHHETO TIOJI3a/PHCK 32
NCKAPCTBCHHS NPOAYKT. OT MEANLMHCKATE CTICIHAIMCTH CE& W3HCKBA Ja ChOOIABAT BCAKA
MoAO3HpaHa HeXKeNaHa peakuys upes MampJIHUTENHa areHuMA 1o JIeKapeTeara, yii. ,,Jaman ['pyes”
No 8, 1303 Codus, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 IIpenozmpane

Hsama cnenpguyHa HHpOpMaLHA 3a NeueHne Ha npeno3supaHe ¢ HpbecapTal/XuapoXIopoTHa3HA.
ITaureHTHTE TpsiOBa N2 OBAAT O JIEKAPCKH KOHTPOI M ISUEHHETO /1A C¢ NPOBEXK/A ChC
CHMIOTOMATHYHH H MOJTEPIKaAIA cpeacTra. OBnagspaHeTO Ha CHCTOSHHETO 3aBHCH OT BPEMETO,
A3TEKIO CIeA, MPHEMA Ha TaDNETKATE H OT TEXKECTTa Ha cUMNTOMITE, [lpenoprUHTEIHITE MEPKH
BKJIIOYBAT NPSAH3BHKBAHE HA NMOBPBINAHE H/WIH CTOMAINHA IPOMHBKA. AKTHBHHAT BBIJICH MOXe J1a
OBae ot non3a npH NevyeHueTo Ha npenosupane. Heo6xomuMo e decTo MpOCIeasBaHe Ha CepyMEHTE
CJIEKTPOJIHTH M KpeaTuHHHA. IIpH nogea Ha XUNOTOHMA NALMEHTHT TPAOBA Aa ce MOCTABH B JIETHANIO
NONIOXKEHHE U OEP30 Aa ce BAEAT CONECBH Pa3TBOPH H TUTA3MEHH 3aMECTHTEIIH.,

Haii-BeposTHHTE OYaKBAHH NPH3HALIM HA NpeAo3HpaHe ¢ MpbecapTaH ca XHIIOTOHHA H TAXHKApPAHA;
MOJKE CBIIO Ja ce NoABH OpaauKapausi.

Ipeaosupanero ¢ XHAPOXNOPOTHA3H € CBEP3aHO CHC 3aTY0a HA €JIEKTPOMUTH (XHUTNOKATHEMHS,
XHIOXJIOPEMH, XHIIOHATpHEMHA) U 00e3B0AHABaHE, opaan dopcHpaHara auypesa. Haii-uecture
NpH3HAUH H CHMITOMH Ha NPeIO3HPAHE ¢a FaICHE H ChHJIMBOCT. XHIOKaJIMEMHIATA MOXKe 14
HPEAM3BHKAE MYyCKY/IHH CIIa3MH W/ANIK M3pa3zeHa ChpleyHa apATMHES, CBEP3aHH ¢ JHOBPEMEHHATA
ynoTpeda Ha TUrHTATHCOBH ITTHKO3IHIH WIH ONPEIEIcHH AHTHAPHTMHYHH JISKAPCTBEHH IPOAYKTH.,

HpbecapTaH He ce OTCTpaHaBa NOCPEACTEOM XeMoaHaIn3a. Bee ole He e yCTaHOBEHO A0 KaKBa
CTENCH C€ OTCTpaHABa XHAPOXIOPOTHAZH], UPE3 XEMOIHAIH3A.

5. ®APMAKOJJOI'HYHHU TAHHHA

5.1 dapmakogAAaMHYRH CBOHCTBA

(QapMakoTepaneBTHYHA IPYNa; AHTATOHUCTH Ha aHrHoTeH3HH-11 u zuypeTHus
ATC kon: CO9DA0D4,

MexaHU3bM Ha ACHCTBHE

Hpbecapran/xuapoxsopoTuasni NpeAcTaBasBa KOMOHHAUHA oT aHrHoTeH3uy-11 peuenropHus
aHTarOHUCT HpbecapTaH, H THa3SHAHHS AMYPETHK XHApOXJopoTHasH, KoMOnHaipaTa ot Tesu
CHCTABKH [IPHTEXABA AAHTHBEH AHTHXHIIEPTCH3HBEH €(PeKT W NOHWKABA KPBBHOTO HAJIATAHE B [10-
royiiMa CTENEH, B CPABHEHHE ¢ BCEKH OT OTHENHUTE KOMIIOHSHTH, PHITIOKESH CAMOCTOSTENHO.

peLenToOpUTe, HE3ABHCHMO OT H3TOUHHKA WIM BTA HA CHHTE3 HA AaHTHOTEH3UH-I},
aHTarOHH3BM KEM aHrMOoTeH3HH-11 (AT,) penenToplTe BOOM N0 NOBHLIABAHE Ha
KOHLEHTPAUHH Ha PeHMH K aHTHOTeH3UH-1I 1 NoHwkaBaHe Ha MIa3MEeHATa KOHLIGHTE
anpocTepoH. CepyMHHUTE KOHUEHTPALMH Ha KATHH HE ce NPOMEHST 3HAYHTEIHO N
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TMPWIOKEHHE Ha HPOeCapTaH B MPENOPbYHTENHUTE JO3H NPH NALMEHTH 6e3 ChILECTBYBAL PHCK OT
NosiBa HAa HapYIIEH eNIeKTPOTHTEH Oananc (Bx. Touku 4.4 u 4.5). Upbecapran se nuxubupa ACE
(kuuuHa3a-II) - ensumM, koHTo yuacTea B cuHTE3aTa Ha aHrHOTeH3HH-1I 1 ChIo Taka pasrpaxna
OpaavkHHKHA 0 HeaKTHBHH MetaGonutd. He e HeoGxoauMo MeTaGoONHTHO aKTHBHpaHe Ha
HpbecapTal 3a OCBhIIECTREABAHE HA €EKTA MYy.

XUAPOXAOPOTHAIHA € THASHACH AUYPETHK. MeXaHM3MBT Ha AHTHXHITEPTEH3UBHASA eeKT Ha
THa3SHHHTE NHYPETHLHM HE € HATBJIHO U3BECTEH. THazuauTe BIMAAT BhpXy Ob0OpeunuTe TyOYIHH
MEXaHH3MH Ha peabcopOLMATa Ha SNEKTPOIUTHTE, KATO AHPEKTHO YBEIHYABAT EKCKPETHPAHETO Ha
HaTPHil B XJIOPHAH B NPUOITH3UTENHO CKBHBANICHTHI KOIMYECTBA. [IMypeTHUHOTO ACHCTBHUE Ha
XHIPOXAOPOTHAZH HaAMaJIIBa IUIa3MEeHHUs 00eM, NOBUIIABa 2KTHBHOCTTA Ha PEHHH B ILIa3MaTa,
3aCH/IBA CEKPELIHATA HA aJLIOCTEPOH ¢ NOCIIEABALNO YREIHYEHO OTACIAHE Ha Kanuii 1 6uxapboHatu B
YpHUHATa H HAMANABA CEpyMHaTa KOHLECHTPALHA Ha Kanuil. BepoarHo dupes OnokupaHe Ha cHCTeMaTa
PCHHH-aHTHOTCH3UH-IAOCTEPOH, €AHOBPEMEHHOTO TIpUIaraHe Ha Hpbecapral HMa TeHACHIIHA KbM
npedOTBpATABaHEe 3arybara Ha Kanuii, CBEP3aHa ¢ JelcrBHeTo Ha Te3n quypetann. C
XHAPOXJIOPOTHA3HA HAYAJIOTO Ha iHype3aTa HACTRIIBA Clel 2 Yaca, a MAKCHMATHHMAT eeKT
OOHKHOBEHO C€ JIOCTHTa cJie[l OKOJIO 4 uaca, JOKATO ASHCTBHETO NPOIB/DKABA NPHGIH3HTEIHO

6 - 12 yaca.

KomOuHammsaTa 0T XHApOXJIOPOTHA3ZHT H HpOecapTaH rpeIH3BHKBA J0303aBHCHMO, ATHTHBHO
NOHIKEHHE HA KPYbBHOTO HANIATAHS NP NPHEM Ha TepaneBTHYHH A03u. Jlobassikero Ha 12,5 mg
xuapoxnopoTHasug keM 300 mg upbecapTan BemHbK JHEBHO MPH NALMEHTH, KOUTO HE ¢4 C¢
MOBIMATH AOCTATHYHO no0pe OT caMOCTOATETHOTO npwioxeHue Ha 300 mg upbecapran,
NPEAU3BHKBA [10-HATATHIIHO MIOHHWXKEHKE HA THACTOIHYHOTO HaJAraHe B CpaBHEHHE ¢ Iauebo, koero
cnaja ¢ 6,1 mm Hg 24 gaca cnen npuema, KomGuuamisaTa ot 300 mg upbecapran n 12,5 mg
XUAPOXJIOPOTHAZHA MPEJH3BHKEA 001110 NOHWKEHHE Ha CHCTONIHMHOTO/JHACTONHYHOTO HAJIATAHE C A0
13,6/11,5 mmHg B cpaBHeHue ¢ nnauebo .

OrpanuvueHH KnMHHYHE JaHHH (7 OT 22 mALMEHTa) NOKA3BaT, Y€ NAUMEHTH, KOMTO HE C€ KOHTPOIMpAT
¢ koMbuHaums ot 300 mg/12,5 mg, Morat Aa ce NOBNHAST [IPH BH3XOAAIO THTPUPAHE [0

300 mg/25 mg. [IpH Te3u nauyeHTH ce HabMIOAABA MOCTENEHEH AHTUXHITEPTEH3UBEH epeKT KAKTO NpH
CHCTONHMYHOTO KPBBHO Handrane (SBP), Taka u npu auacronuunoTo xpbeHo Hamarane (DBP) (13,3 u
ChOTBETHO 8,3 mmHg).

IIpa naumenTH ¢ neKa J0 yMepeHa CTeneH Ha XHITepToHus NpHeMbT Ha 150 mg npGecaprad u 12,5 mg
XHIPOXIOPOTHA3H BEAHEK JHEBHO NPEeAAIBUKBA CHCTOIHYHO/IHACTOMHYHO TOHHKCHHE HA
KPBEBHOTO HAJLAraHe, B cpaBHeHHe ¢ Iwanedo (ao 24 yaca ¢aen npueMa) ot 12,9/6,9 mmHg.
MaxkcumaneH eekT ce noctura cnen 3 - 6 vaca. [Tpu amGynaTopHO npocneadBaHe Ha KPHBHOTO
HajAraHe, koMOnHauuaTa o1 150 mg npOecapran 1 12,5 mg XMAPOXJIOPOTHA3H, IIPHETA BEIHBXK
AHEBHO, NOAABPXKa MOCTOSHHA CTOHHOCTH Ha KPHBHOTO HAJISIraHe npes 24 YacoBHA NEPHOA ChC
CPCANHOC NOHIDKEHHE Ha CHCTOJIMYHOTO/IHACTONHYHO KpBBHO Hassrane ot 15,8/10,0 mmHg pasmuka ¢
rwanebo. AMOysIaTopHOTO NpociieAsBaHe Ha KPhBHOTO HAIATAHE € OTYEJIO, Y€ CHOTHOLIEHHETO
MEXAY MUHUMATHASL 1 MAKCHMANHUA ¢deKT OT npuema Ha upbecapTan/XMAPOXIIOPOTHASHA

150 mg/12,5 mg e 100 %. Couioro choTHOLICHHE, HBMEPEHO PH MOCELICHHE B JIEKAPCKH KaGHHET ¢
anapar ¢ maniuera e 68 % npu npueM Ha upbecapran/ xuapoxnoporsasus 150 mg/12,5 mg u 76 %
npy ynotpeba Ha upbecapran/ xuapoxnoporHazua 300 mg/12,5 mg. [Tpu 24-uacoBo HabmoOnEHHE
BBPXY e(eKTa Ha IeKAPCTBEHMA NMPOAYKT HE € OTYETEHO TEbPIE roNAMO MOHHKEHHE Ha MAKCHMAITHHS
eexT H € HHIo noaABpKaHo 6e30NMacHO H eQEKTHBHO MOHKXKEHHE HA KPLBHOTO HANATAHE NPH
€/IHOKpaTeH THEBEH MPHEM.

I1pu naupeHTH, KOMTO He c¢ MOBIHABAT ROCTATLYHO AOGPE CaMo OT 25 mg XHAPOXIOp
nobaBsHeTo Ha MpbecapTaH BOAH 0 AOMBJIHMTEIHO CPEAHO TOHKEHHE HA
CHCTOTHYHOTO/AMACTOIMYHOTO Hanarake ot 11,1/7.2 mmHg, B cpaBHeHHe ¢ miane6o

XMIIOTEHIUBHMAT eeKT Ha HpbecapTan B KOMOHHALIMA ¢ XHOPOXIOPOTHAZHA, CE TIPO
NpHeM Ha IIbPBaTa 4032 M € ¢ TPOARDKHTENHOCT | - 2 ce MM, KATO MAKCHMAaTHHAT
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HacThbIBa cnef 6 - 8 ceamuuM. Ilpy npogp BKHTETHH KIAHHYHH TIPOYYBaHHS € GIIO YCTAHOBEHO, Y€
eeKkThT Ha upbecapTan/ XMAPOXIIOPOTHAIN Ce MOAALPKA Hax 1 roguua. Benpeky, ye He ca Ganu
TIPOBEXAAHH CTIEMHPHIHH NpoyYBaHHs ¢ HpOecapTaH/XHAPOXJIOPOTHASHI, pebayH | XHIEPTOHHUS HE €
HaOnmoaaBana KakTo TpH NpHeMa Ha HpOecapTaH, Taka H Ha XHAPOXJIOPOTHAZHA,

EdexTeT Ha koMOnHaIMaTa HpOecapran H XHUAPOXJIOPOTHA3H/ TIO OTHOIICHHE Ha 3a60/CBAEMOCT U
CMBPTHOCT He € H3CJeaABaH. EmiaeMHONOrHYHITe HACNeBAHKSA CA OKA3ANMK, Ue (IPONABILKHTENHOTO
JEYCHHE ¢ XHAPOXTIOPOTHAZH]L HAMAJI4Ba PUCKA OT pa3BHTHE Ha CHPAECYIHO-CH0BA 3a00/IeBaeMOCT H
CMBPTHOCT.

Hsma pasnuka B TepanieBTHYHKA OTTOBOP KbM HpGecapTaH/XHAPOXIOPOTHA3H, MO OTHOLUEHHE Ha
Bb3pacTTa H noa. [logobHo Ha cmyywau ¢ APYTH NEKAPCTREHN OPOAYKTH, NOBIKABANM CHCTEMATA
pEeHUH-aHTHOTECH3HH, MALMEHTH OT YepHaTA paca ¢ XHICPTOHHA HMAT 3HAYMTEIHO MO-¢Nad
TepaneBTHUYeH OTTOBOP KEM MOHOTepanHus ¢ Hpdecapran. [Ipy npunarane Ha HpbecapraH 3aeaHO ¢
HHCKa 03a XMAPOXJIOopoTHa3uA (Hanp. 12,5 mg nHeBHO), aHTHXMNEPTEH3UBHUAAT OTTOBOP Ha
NAalHeHTHTE OT YepHaTa paca ce AoOJKapa 10 TO3H Ha OEIHTe NALUEHTH.

KnnHuuna epHKaCHOCT M §e30MacHOCT

EdexraeHocTra H 6€3011acHOCTTa Ha HpGecapTaH/XHAPOXIOPOTHA3HA KATO HAYaIHA TEPAIHs TIpH
TeXKKa XurepToHuA (Jepunupana npu SeDBP > 110 mmHg) ca olienenn B MHOroLEHTPORO,
PAHAOMM3HPAHO, ABOHHO-CIIANO, AKTHBHO KOHTPONMPAHO, 3-CEIMMMHO H3CNISABAHE ¢ TIAPAJICIIHO
pamo. Obmo 697 natyenTH ca paHAOMH3HPaHH B ChoTHOMEHKE 2:1 Wk Ha 150 mg/12,5 mg
HpdecapTan/XnApoXIopoTHa3HI Wik Ha 150 mg upGecapTaH H CHCTEMATHYHO THTPHPaHH (Npeau a
ObJie OLIEHEH 0TTOBOPA KbM NMO-HHCKATA J03a) Ciie/l eAHa ceaMuna kpM 300 mg/25 mg
HpbecapTan/XuAPOXJIOPOTHAZHA HIH ChOTBETHO kbM 300 mg upGecapraH.

B m3cneapanero, 58 % or nauMeHTHTE ca OT MBXKH non. CpefiHaTa BE3PACT HA MALUEHTHTE €

52,5 ronuun, 13 % Ha BB3pacT > 65 roaunH M exea 2 % ca Ha Be3pact > 75. JlganageceT npoLeHTa
(12 %) ot naumenTHTe ca auaberuuy, 34 % ca ¢ XunepnUUAEMHs ¥ HaH-YeCTOTO CHPACUHO-CHAOBO
3a00/1ABaHe e cTabuIHa aHrHa neKTopuc NpH 3,5 % or YYaCTHHLIKTE.

OcHoBHaTa 11 Ha TOBa U3C/EABAHE € [a € ChIIOCTABH CHOTHOLIEHHETO HA MALMEHTH, TIPH KOHTO
SeDBP e 6uno xontponupano (SeDBP < 90 mmHg) npes 5-Ta ceamuiia oT neyennero. YeTHpuaecer
H celieM npoueHTa (47,2 %) OT nauHeHTHTe, IEKYBaHH ¢ KOMOHHALHATA Ca AOCTHIHAIM HAM-HUCKA
cToiiHocT SeDBP < 90 mmHg, B cpaBrerne ¢ 33,2 % or nauueHTHTEe Ha HpSecapraH (p = 0,0005).
Cpennara cTOHHOCT Ha KPBEBHOTO HanArane € 6una npubnmssuTenno 172/113 mmHg npH Beska or
JIEKyBaHKWTE IpyNH H HaMaaeaHeTo Ha SeSBP/SeDBP mpes nerata ceamilia € 610, CHOTBETHO
30,8/24,0 mmHg n 21,1/19,3 mmHg 3a up6ecapran/xunpoxnoporuasua u upbecapran (p < 0,0001).

Cro0leHsaTa 32 BHIA H YeCcTOTATa Ha HEKENAHUTE PEakiMi NPH NALHMEHTH, IEKYBAHH C
KOMOHHaIHATa ca 1oaodHU Ha Npodia Ha HeXeTAaHUTE PEAKLMH MPH NAlMEHTH HA MOHOTEpAITHA.
Hsama crobinenys 3a cmydan Ha CHHKOMN B HAKOA OT IpynuTe pes §-ceaMuunms nedyeben nepros. Hma
CHOOLIEHHS 33 XUMTOTOHHA, KaTO HeXkelNaHa peakuua npH 0,6 % u 0 % oT nauMeHTHTE, 4 33 3aMagHOCT
npu 2,8 % u 3,1 % cvorBeTHO OT rpynara ¢ KOMOHHHpaHa TepanHa H rpyIara ¢ MOHOTEParHs.

Heoino broxupane na perun-anzuomenzun-aioocnepornosama cucmema (PAAC)

JBe roneMH paHzoMu3HpaHH KOHTponupann npoyueanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rmo6aiso H3NHTBaHE 3a
KPaHHH TOYKH Ha TEJIMMCAPTaH, CAMOCTOATENHO H B KOMOMHAaIMs ¢ pamunpui) 1 VA NEPHRORP-..
(Knunn4HO npoy4YBaHe CBBP3aHO C Pa3BHTHE Ha HedponaTHA NMPH AUabeT, MPOBEACHO eﬁ\mﬂ 710 %

MHHHCTEpPCTBO MO BBIIPOCHTE HA BETEPAHHTE) — NPOydBaT yNoTpebaTa Ha KOMOHHALL
MHXHOHTOP H aHrHOTeH3MH II-penerrropen 6aokep.

ONTARGET e npoyusane, npoBeeHO pH NALMEHTH ¢ aHAMHE3A 38 CHPACUHO-CB(
MOSBUHOCHA0BA O0NECT, WK 3axapeH AnadeT THN 2, IPHAPYKEHH ¢ NaHHH 32 YBpE
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edexropuu oprauu. VA NEPHRON-D e npoyurave npu naipenT ¢be 3axapen anaber Tvn 2 B
nuabetHa HedponaTHs.

Te3u npoyupatus He nokassat 3Ha4uM Garonpusten edekT BupXy 6a0peUHITE H/HITH CHPACYHO-
ChAOBHTE NOCAENHIH ¥ CMBPTHOCT, KaTO CBIICBPEMEHHO ¢a HaOMOAaBaHHU MOBHILIEH PHCK OT
XHIEPKAJIHEMHA, OCTPO YBpeXAaHe Ha Os0penTe H/HH XHIIOTOHHS B CPaBHEHHE ¢ MOROTEPAIHATA.
KaTo ce umaT nNpeasup cxoHATE ¥M (hapMaKkoAMHAMIIHH CBOMCTBA, TE3H PE3YATaTH CA NPHIOKIAMHK
H 3a Apyrd ACE uaxuburopu u auruorensuH [I-penerrropan GaokepH.

ACE uaxu6MTOpH H aHrHOTeH3HH [[-peLienropan 6n1okepu cnenoparenHo He TpAOBa Ja ce H3MOA3BAT
€AHOBPEMEHHO TIPH NaLMeHTH ¢ AuabeTHa HedponaTHs.

ALTITUDE (Knunudso npoyusase HpoBeICHO ¢ ATHCKHMPEH NPH NALMEHTH ChC¢ 3axapeH adaber

THI 2 ¢ H3NON3BAHE HA CHPACYHO-ChAORY 1 Ob0pevnu 3abonspanns xaTo Kpalinu Toukn) e
Npoy4BaHe, MPeHa3HAYCHO A4 H3CIEABA NOI3aTa OT JoDaBAHETO Ha ATHCKHUPEH KbM CTaHAapTHA
Tepanus ¢ ACE nnxu6urop nnu anrnorensuH Il-peuerrropes 610kep npH NaLHEHTH ChC 3aXapeH
mHabeT TMn 2 H XpoHHYHO 6B0peyuHo 3a00NsABaHe, CHPAEYHO-CHAORO 3a60NABaHe HIH H ABETE.
[IpoyusaneTO € npekpaTeHO NpEKACBPEMEHHO NOPaH MOBHILEH PUCK OT HEONAronpHATHH
nocneauu. Kakro cppaedHo-CLA0BaTa CMBPT, TAKA H MHCYITHT €A NIO-YeCTH B FpymaTa Ha
ANMHCKHPEH, OTKOAKOTO B IpyNara Ha mnanedo, a npeAcTaBAsBaLIHTE HHTEPEC HExKeNaHH ChOMTHS H
CEPHO3HH HEXETaHM CHOMTHA (XMITepKaTHEMHSA, XHTIOTOHUS W 6B0peuHa AncyHKIMA) ce ChOOIaBaT
[O-49€CTO B rpynaTa Ha anuCKHPEH, OTKOJIKOTO B Ipynara Ha miane6o.

Hemenanomen pax Ha xodcama
B33 ocHOBa Ha HAJIMYHHTE AAHHH OT ENMHAESMHONOTHYHH [IPOYMBaHNA € HabmogapaHa 3aBHCHMa OT

KyMyJlnaTHBHATa 1032 Bph3ka MexKay XXT3 1 HMPK. Exno npoyysage BKIOYBA HOMyNalHA,
cherodina ce oT 71 533 cnyqan Ha BKK u 8 629 cniygau va CKK, u nonmynanmst ot csorBeTHO 1 430
833 u 172 462 noaxonswmu konTposn. Bucokara ynorpeba va XXT3 (kymynatupHo >50 000 mg) e
chbp3ana ¢ kopurupan OR 1,29 (95% AW 1,23-1,35) 3a bKK u 3,98 (95% JAH: 3,68-4,31) 3a CKK.
Habmopnasana ¢ AcHa BpBs3Ka KyMynaTHeHa Ao3a-otrosop kakro 3a BKK, raka u 3a CKK. Hdpyro
NMpOYYBAHE NOKa3Ba Bb3MOKHA Bpb3ka MexxAy paka Ha yeTHHTE (CKK) n ekcnosuupsra Ha XXT3: 3a
633 ciryyan Ha paKk Ha YCTHUTE € noadpana nomyaaius or 63 067 noaxomaIiy KOHTPOIH, KaTo ¢e
M3MO0/I3Ba CTPATeTHA 3a B3eMaHe Ha Npodn, onpezenieHa oT pyucka. JJeMOHCTpHpaHa € Bpb3Ka
KyMynaTHBHA 1032-0TroBop ¢ Kopurupan OR 2,1 (95% JH: 1,7-2,6), napactsain no OR 3,9 (3,0-4,9)
3a BHCOKa ynoTpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-BHCOKaTa KyMyJlaTugHa ao3a (~ 100
000 mg) (Bxk. cpmIO TOUKA 4.4).

5.2 @apMaKOKHHETHYHH CBOHCTBA

EAHOBpEMEHHHMAT NIpHEM Ha XMAPOXIIOPOTHA3M] M HpOecapTaH He BiAe BbpXY apMakOKHHETHKATA
Ha BCEKH €IHH [IOOTAEHO.

AbcopOrims
Hpbecapran v XHAPOXNOpOTHA3UA Ca AKTHBHY MPH NEpopaeH NPHEM M M34BaTa HA TAXHATA

aKTHBHOCT He H3HMCKBa OHoTpaHcdopManun. Cnell nepopajiHO MPHIOKEHHE Ha
HpbecapTan/xHaApoXTopoTHa3HA abCoMOTHATA TIepopaiHa OHOHATMYHOCT € OT mopAAbka Ha 60 - 80 %
H 50 - 80 %, croTBeTHO 33 HpbGecapran U XUAPOXAOpoTHasHA. EAHOBPeMEHHHMAT IPHEM HA XpaHa He
NPOMEHs 3HAYHTEIHO OHOHATHYHOCTTA Ha HpOecapTan/XuApoxXIopoTHasda. MakcHMalHa niasMeHa
KOHLIEHTpalMs ce noctura 1,5 - 2 yaca ciien nepopaiHo NpuiokeHHe 3a Hpbecaprad v 1 - 2,5 uaca 3a
XHAPOXJIOPOTHA3HA.

Pasnopenenenne
Cepp3BaHeTo Ha HpHecapTaH ¢ IUIA3MEHHUTE IPOTEHHH € OKOJIO 96%, KaTo CBhp3BaH

KIIETKH € HesHauuTenHo. O6eMBT Ha pa3npeneicHue Ha upbecapras e 53 - 93 murp

XHAPOXJIOPOTHA3H/ ¢ CBBP3BA C IUIA3MEHHTE MPOTEHHH, a2 BUAUMHAT 006M HA P
0,83 - 1,14 l/kg.

SV LE .I!'|‘2 __
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JINHEeHHOCT/HeNHHEHHOCT

Hpbecapran nokassa JIMHEHHA H NMPONOPLHOHAJIHA HA A03aTa apMaKOKMHETHKA NPH 103H ot 10 1o
600 mg. IIpu nepopanHo npHoxkeHHe Ha A03a, npepHnasama 600 mg e HabmogaBaHa rMo-ManKa oT
NponopLUHOHANIHATA abcopbiisa; MEXaHH3MBT Ha TOBa He € H3acHeH. O6IMAT TeneceH H GuGpeyucH
KJIIMPBHC ¢a CHOTBETHO 157 - 176 1 3 - 3,5 ml/min. TepMHHAIHHAAT €NTHMHUHALIMOHEH TIOTY)KHBOT HA
upbecaprad € 11 - 15 yaca. PaBHOBeCHH IUTa3MEHH KOHLIEHTPALMH ce JOCTHIaT B PAMKHTE Ha 3 JTHM
CJICA 3aN0YBaHe Ha JICYSHHETO NPH €HOKPATEH JHeBeH NpHeM. IIpi MHOTOKpaTHO NPIWIOKSHHE HA
RO3H, PHEMaHH BEAHBXK JHEBHO € HabmoaaBaHo orpaHA4YeHo KyMy/Hpane Ha upbecapran (< 20 %).
B npoyusaue, ca HaOmOJaBaHH B W3BECTHA CTENCH TIO-BUCOKH TUIA3MEHH KOHLIEHTPatHH Ha
HpOecapTaH NpH XKeHH ¢ xunepToHua. O0ade, He ca HaOMIOAABaHK PATHYHA O OTHOIUCHHE Ha
NOTY’)KHBOTA H KYMyJIHpaHeTO Ha upbecapraH. He e HeoOxoauMo afanTrpaHe Ha Ao3aTa MpH
MaMEHTHTE OT KEHCKH o1 CroiiHocThTe HAa AUC 1 Cmax Ha upbecapTaH, ChiO ¢a MO- BACOKH B
H3BECTHA CTEMEH NPH MAIHEHTH B CTAPUECKa BB3pacT (> 65 roAnHM), B CpaBHEHHE ¢ MJIAJTHTE
HHAMBHAY (18 - 40 roguuy), BBOpekH TOBA, TEPMHHANHHAT €/THMHHALMOHEH ITOTY>KHBOT HE €
NpoMeHeH 3Ha4HTeNHO. He e HeoOxoauma NpoMsiHa Ha 103aTa MPH NALKIEHTHTE B CTAPYECKA BBIPACT.
CpeaHHAT nnasMeH NoayKHBOT Ha XHAPOXIOPOTHA3H] BapHpa OT 5 - 15 yaca.

buotpanchopManus

Crie/i IepopaiHo HIN MHTPaBEHO3HO IPIIOKeHHe Ha 'C HpGecapras, 80 - 85% or
PAgHOaKTHBHOCTTA B IJ1a3MATA C€ ABDKH HA HENIpOMeHeHHS HpbecapTaH. HpbecapraH ce
MeTAGOMIN3Hpa B 4ePHHA APOO Upe3 KOHIOTHPAHE ¢ MIIOKYPOHHAHN U OKHcNgBaHe. | TaBHUAT
LHpKYIHpain MeTabomHT e HpbecapTaH rimoKypoHnz (oxkoio 6 %). Uscnensauudra in vitro ca
HOKA3aJTH, Ye upHecapTaH ce OKHUCIABAa OCHOBHO OT UHTOXpoM P450 etizuM CYP2C9; H30€H3UMET
CYP3A4 nmMa MuHHManeH eekt

EnuMHuHUpaHe
HpOecapran v MeTalonuTiTe MY CE eTUMUHUPAT Ypes ATbUKaTa ¥ Oxbpetinre, Cnea nepopanno WiK

MHTPABEHO3HO MPWIOKEHHe HA ' 'C HpbecapraH, okouo 20 % OT pagMOaKTHRHUSA NPOAYKT CE
YCTaHOBSIBA B YPHHAT4, & OCTAHANIATA YacT - BB ekanuute. [To-manko ot 2 % ot Ao3ara ce
€KCKPETHpa B ypUHaTa KaTo HeNMpOMeHeH Hpbecapran. XHAPOXJIOPOTHA3HA He ce MeTaboH3npa, a
OBp30 ce enumunKpa upes 6p6penure. Hait-Manko 61 % oT nepopansaTa 103a ce €NMMHHMPA B
HEMPOMCHEH BHJ 32 nepHoA oT 24 Yyaca. XHAPOXIOPOTHAZHA HPEMHHABA MIPE3 IUIALICHTATA, HO HE
NpeMHHABa KPEBHO-MO3bYHAaTa OapHepa U ¢€ eKCKpeTHPA B KbpMara.

Br6peyHa HETOCTATBHHOCT

Ilpu naupenTy ¢ GEGpeUHa HEAOCTATHUHOCT WITH TAKWEBA HA XEMOAKRAIN3], GAPMaKOKMHETHUHITE
napaMeTpH Ha HpbecapTaH He ca NpoMeHeHH 3HaywTenHo. Upbecapral He ce oTcTpaHsaBa 4pes
xemoguanusa. I1pu nalmeHTH ¢ KpeaTHHHHOB KnMpbHE < 20 ml/min ce cpobinapa, ue
CTHMHHHIHOHHHAT MOJTYKUBOT HA XHAPOXJIOPOTHA3HI Ce YIhmKasa 10 21 vaca.

YepuoapoOHa HEAOCTATHUHOCT
IInpu nanueHTHTE € JIEKa A0 yMepeHa Hupo3a, papMakOKHHETHYHHTE napameTpH Ha upfecapTaH He

Ca MPOMEHCHH 3HAYHTEHO. He ca npoBexnaHH poyYBaHHA [IPH NALMEHTH ¢ TEXKKO YEPHOAPOOHO
HapyLIECHHE,

5.3 IIpeaxknaHHYHE JAHHH 3a Oe3omacHOCT

HpGecapran/xnnpoxmopornasus

IipopesieHn ca KIIHMHHYHH NPOYYBAHMS, HEJIALIH ONPeAeSHETO HA [TOTEHIMATHATA TOKC .
KOMOMHALMATA HpOecapTaH/XHAPOXIOPOTHA3H, IPHIOHKEHA NEPOPAITHO NPH ILTHXOB 7 ( NGt
npoakDKeHKE Ha 6 Mecella. He ca ycTaHOBEHH TOKCHKOMOTHYHH HAXOAKH ¢ KIHHHYHO QR
OTHOLIIEHHE Ha yroTpebara mpu xopa. ONUCAHUTE No-A0/1Y NPOMeHH, HaboAaRaH /
MaxkalH, KOMTO ¢a Noay4yasain updecapran/xuapoxnoporuasua B nozu 10/10 u 90/

i-l: s Y
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BB3HHKHAIH BTOPHYHO B PE3YITAT OT NOHIDKABAHE Ha KPBBHOTO Ha/AraHe (He ca HabmonasaHu

3HAYMMH TOKCHKONOTHYHH B3aUMOACHCTBHA ):

- OBOpeUHH NPOMEHH, H3pa3sBaIlH ce B cnabo NoBHINABaHe HA yPEATa ¥ KPSATHHHMHA B CEpyMa,
XHIECPIIa3HA/ XMIePTPodHA Ha FOKCTAITIOMEPY/IHHA anapar, KaTo JHPEKTHO MOCASACTBHE OT
B3aHMOJIEHCTBHETO Ha upbecapTa ¢ peHHH-aHrHOTCH3HHORATA CHCTEMA,

- JICKO NOHIDKEHH CTOMHOCTH Ha epUTPOLIMTHUTE NapamMerpH (Opoli epHTPOLIMTH, XeMOTTIO0HH,
XEMAaTOKPMT);

- NpOMAHA B L(BETA Ha CTOMAIIHATA JIHArABHLA, A3BH H (POKAJIHA HEKPO3a HA CTOMAIIIHATA
NHTaBHLa ca OWH HabmoZaBaHHU NpH MansK Gpolf IIBX0BE MPH €AHO 6-MECEUHO
TOKCHKOJIOTHYHO NMPOYy4YBaHe NMpH NpHeM Ha upbecapran 90 mg/kg AHeBHO, XMAPOXIOPOTHAZML
90 mg/kg nuesao H Hpbecapran/xuapoxnoporuazua 10/10 mg/kg nuesno. Tesn e3um He ca
HabmoAaBaHH MPA MAKALIH.

- [OHWKEHHE Ha CEPYMHHA KAJIMH, AB/DKALIO Ce Ha XHAPOXJIOPOTHA3HA H YaCTHIHO
NpeIOTBpaTABaHe Ha TOBA NPH KOMOHHHPAHE HA XHIPOXJIOPOTHA3H] ¢ upOecapTaH.

IloseueTo 0T ropecOMeHaTHTE €PEKTH BEPOATHO ¢€ AB/DKAT Ha (APMAKOIOrHYHOTO ASHCTBHE Ha

upbecapran (61okMpaHe HHXHOMpaHeTO Ha OCBOGOXK/IABAHE HA PEHHH, [IPEAH3BHKAHO OT

aHrHOTeH3MH-1I H CTHMynHpaHe Ha KiIeTkuTe, 06pa3yBallld pEHHH) H Ce CPemaT CBILO NpH

HHXHOHTOPH HAa aHTHOTEH3HH-KOHBEPTHpallla eH3uM, Te3H HaxoaKH H3reKaa ca 663 3HaucHHe 33

ynorpebara Ha npbecapran/XuapoXNOpOTHAIAI B TEpaNeBTHYHH JO3H NPH XOpa.

He ca ycTaHOBEHH TEpATOreHHH €eKTH MpH IUTBXOBE, TPETHPAHH ¢ KOMOHHALHMSTA
upbecapTal/XHUapoXI0POTHAIHA B A03H, TOKCHYHH 3a MalikiuTe, EdekrbT Ha Tasn koMOHHALHA
CIpAMO (epTUnUTeTa HE € ONPEACNAH B MPOYUBAHMS ¢ ONMTHY XHBOTHH, Thil KATO M NIPH XKMUBOTHH, H
NpPH XOpa, HAMA JaHHHM 33 HEXKEJIAHH peaKkUMH B TOBa OTHOIIEHHE, KAKTO MPH CAMOCTOATETHO
NPWIOKEHKHE Ha HpbecapTaH, Taka H Ha XHAPOXJIOPOTHa3H. YCTaHOBEHO € obave, PU NPOBeACHH
NPOYYBAHHUA TIPH ONHTHH XHBOTHH, Y€ APYI AHTArOHUCT H& aHrHOTE¢H3HH-11, nprnoxen
CaAMOCTOATE/THO, OKA3Ba BIMAHKE BEPXY Mokasatenute Ha deprunurera. Tezn naHHU ¢ca YCTAHOBEHH W
MPH NpHJIaraHe Ha MO-HHCKH AO3H OT TO3H aHrHOTeH3HH-1I aHTaroHHMCT, KoraTo € H3noJ3BaH B
KOMOHHALMA ¢ XHAPOXIOPOTHAZHA,

Hsma nokasarencrea 3a MyTareHeH WIH KnacToreHeH eeKT Ha KOMOHHaLHATa
upbecapran/xuapoxnoporHasuy. KanueporeHHUAT edekT Ha Tazu KOMOHHALMA HE € [IPOyUeH NPy
OIIMTH C 2KHBOTHH.

Hpbecapran

Hama nantu 3a abHOPMHA CHCTEMHA TOKCHYHOCT HIH TOKCHYHOCT 10 OTHOIICHHE HA TAPreTHHTE
OpraHH, NPH MPHEM Ha ONpeACNCHHTE B KIIMHHYHATA NPAKTHKA Ao3i. [10 BpeMe Ha npeAKNIHHAYHKATE
NpoyuBaHHs BEPXY 0€30MacHOCTTa, IPHEMBT Ha BHCOKM AO3H HplGecapran (> 250 mg/kg/nueBHo npu
wibxose ¥ > 100 mg/kg/nnesno npu Makai) € goBen A0 MOHHXEHHE Ha MAPAMETPHTE Ha YCPBEHHTE
KPBBHH KJIETKH {(€pHTPOLIHTH, XeMOIJIOOHH, XeMaTOKpHT). IIpH MHOro BUCOKH A03H

(= 500 mg/kg/AHeBHO) AeTeHEPATHBHA NPOMEHH B 6BLGPELIMTE (KATO HHTEPCTHLMAIICH HepHUT,
pasiuHpeH#e Ha TyOyaure, 6azodiiny TyOynu, MOBHINABAHE HA INTA3MEHHTE KOHLIEHTPALHH Ha
ypesTa 1 KPEaTHHHHA) Ca NPHYHHCHHA OT WpOecapTaH NnpH IWIbXOBE ¥ MaKallH, KaTO TE3H NPOMEHA Ca
OMPEAETICHH KaTo BTOPHYHH, B PE3Y/ITaT HA XHIIOTCH3HBHHUTE €(EeKTH Ha JICKAPCTBOTO, BOACIIH 10
noHibkeHa 0b0peyHa nepdysus. OcseH ToBa, HpHecapTaH BOOM 40 XHIEPIIA3HA/XUNepTpodHusa Ha
IOKCTarJIOMEpYJIHUTE KIETKH (IIPH ILTLX0Be, NpH > 90 mg/kg/aneBHo K nipu MaiiMyHH OT poaa Makak
npu 2 10 mg/kg/anesno). BcHykH Te3u npoMeHH ca onpeacneHn KaTo Pe3ynTaT oT
(hapMaKoJIOrHYHOTO AeHcTBHE Ha HpGecapTaH. B TepaneBTHYRM NO3H, NPHIIOKEHHETO Ha upGecapTaH
[pH X0pa, U3rexkaa He BOJH A0 3HAYMMA XHIIEPILIA3HA/XHNEPTPodHA Ha IOKCTArIOMEPYIHMES~- .

KICTKH.
S %

Hama nalHHH 3a HANHYHETO HA MYTareHeH, KIaCTOreHEH HIIH KAPLMHOTEHEH edeKT ,3

(DepTHNHTETA H PEMPOSYKTHBHHTE CTIOCOOHOCTH He ca OHITH 3aCerHaTH B NIPOYYB: i
JKEHCKH IUTBXOBE, IOPH M IIPH NEPOPAIHY /1034 HUplecapTaH, NPUUHHABAIIH H3BE

17
EE/H/0147/001-003/1B/022 \



TokcHuHOCT (01 50 no 650 mg/kg/nen), BRIFOUHTENIHO CMBPTHOCT TIPH Hali-BucoKaTa Joza. He ca
HaGmoaBaHK 3HAYMMM DEKTH BBPXY OpOs Ha KBIATHTE TEAa, HMILIAHTHTE WIH XKHBHTE (ETYCH.
Hpbecapran He noBiMgBa OLENABAHETO, PASBUTHETO HIIM PENPOAYKTHBHATA CLIOCOOHOCT HA
NOTOMCTBOTO. IIpoyyBaHHATA NpH XKUBOTHH NOKA3BAT, Ye PaJHOAKTHBHO Oeiia3aH HpbecapraH ce
OTKpHBA BBB (peTycHTe Ha IIbX0oBe M 3aiii, Hpbecapran ce ekckpeTHpa B MIIAKOTO Ha KEPMEIIH
ILTBXOBE.

IIpoyuBaHHaTa NpU XKHBOTHH ¢ HpOecapTaH, MOKA3BAT NPEXOAHN TOKCHYHH eekTH (YBeIUiIeHHE Ha
OBOpeyuHOTO SleTeHYe, XHAPOYPETEP HIH MTOAKOKEH OTOK) IIPH (ETYCH Ha ILTEXOBE, KOHTO
NMPEeMHUHABAT Clie paxgaHero. [Ipu zaktun, aGopt unu panta pesopluus ca Habmoxasanu npu [o3H,
BOZEIIH N0 3HAUYHTE/IHA TOKCHYHOCT 34 MakKaTa, BKIIOUHTENHO CMBPT. He ca Habmonasanu
TEPATOTEHHH €()EKTH IMPH ILTEXOBE WITH 311,

X XJI0POTHAS

Brurpeks 4e npi HAKOH KCNEPUMEHTATHH MOJIENIH ¢a NMOY4eHH HECHTYPHH JaHHH 332 NTeHOTOKCHYEH
MJTH KaHICPOTeHeH ¢(ekT, FOJIEMAAT ONHT C YnoTpedaTa Ha XUAPOXJIOPOTHA3H] MPH X0pa, He €
OKa3aJ1 Bpb3Ka MEKAy yNoTpebaTa My U HApacTBaHe YeCTOTATa Ha MoABa Ha HEOTU1a3MH,

6. PAPMAINEBTHYHHA TAHHU
6.1 CnouckK HA IOMONMIHHETE BEIIeCTBA

Aopo na mabremrxama

Manuron (E 421)

[Toruaon (K29-32 wiH eKBHBaNEHT)
Llenynosa, MUKPOKPHCTATHA
KpockapMenosa HaTpHii

CuwinnueB IHOKCHI, KONOUAEH 0e3BoaeH
Maruesdes creapar

Duimoso noxpumue

TonuerpUnoOR ankoxon

Turanos aHokcuz (E171)

Makporon 3350

Tank

XKeneszen okcun, xuat (E172)

KeneszeHn okcun, yepseH (E172)

XKenezen oxcua, depen (E 172) (camo 3a Upnpesun 300 mg/12,5 mg dunmupanu rabnerku)

6.2 HecbBMeCTHMOCTH
Henpunoxumo

6.3 Cpox na rogmocr
2 roaunay

6.4 Cpenuajan yc/loBHS HA ChXpaHeHHE

Omnakoska ¢ A/PVC/PVDC 6nucrepn: Ja ce cexpanspa nmoa 25°C.
HDPE onakoBKa 3a TabieTkH cbe cymuTes1: To3u AekapcTBeH NPOAYKT HE H3HCKBA,
YCIOBHA HA ChXPaHeHHE.
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6.5 Buajgn cpabpXKaHHEe Ha ONAKOBKATA
AUVPVC/PVDC Gaucrepu 1 HDPE onaxoska 3a TaGneTky ¢he CYIMTEN:

bsmcrepn: no 14, 28, 30, 56, 60, 98 u 100 ¢pramupasu TabneTky.
Onakoska 3a Tabnerxm: no 100, 250 u 500 punmupanm TaGneTky.

He BcMUKH BUAOBE OMaKOBKH Morar Ja Osaar mycHaTs B npoaax0a.

6.6 Cpoeunaass Npeana3HA MepkH IPH HIXBLPASHE

HewnznonzeaHusT npo,n}qcr HJIH OTTIABYHUTE MAaTEPHAITH OT HETO TpaOBa Ja ce H3XBBHPIIAT B

ChOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. IPATEXATEJ HA PA3ZPEINIEHHETO 3A YIIOTPEBA

Actavis Group PTC ehf.

Reykjavikurvegi 76-78

220 Hafnarfjordur

Hcnanaus

8. HOMEP(A) HA PASPEIIEHUETO 3A VIIOTPEBA

Hpnpesun 150 mg/12,5 mg ¢punmupann tabnerku Per. Ne 20110070

Hpnopeswn 300 mg/12,5 mg punmupann tabnerkn Per. Ne 20110071

9. JATA HA ITBPBO PAJPEHIABAHE/MMOAHOBSIBAHE HA PASPENNIEHHETO 3A
YIIOTPEBA

Hata Ha mbpRO paspeinaBaHe: 27.01.2011 r.

Hara Ha nocnenno nogHoesasase: 01.02.2017 r.

10. JATA HA AKTYAJM3HUPAHE HA TEKCTA

19 , _./
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