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4, KIJAHUYHHU JAHHH

4.1. TepancBTUYHH MOKA3AHHSA
TleyeHUe Ha eceHIIMATHA XUIICPTOHUA NPy BBE3PACTHH.
BAJI3AIT H, xombuHupana GUKCcHpaHa 1033, € MpelHasHadeH 3a HMAUMCHTH, TIpH KOUTO KPBBHOTO
yansrage He ce KOHTpOJMpa ajeKBaTHO OT MOHOTEpanus ¢ Bajcaptan HiH MOHOTEpanus

XWIPOXJIOPOTHAZHA.

4.2. lTo3npoBKa ¥ HA4YHH Ha ynorpeda

Ho3zuposkda
[IpenopbhyuTe/IHaTra HayajaHa A03a BAJI3AII H e easa ¢uimupana TadieTka BEAHDK [AHEBHO.

[IpenopbyBa ce TMUTpUpaHe Ha A03aTa C MHANBHLYATHHTC KOMIIOHEHTY. 3a Ja ¢e HaMmajiu pHcKa OT
XHUIIOTOHUS M JPYTH CTPAHUUHU peaklnH, BbB BCCKH ciyuaii TpsibBa Ja ce npocieit THTPUPAHETO Ha
WHAMBUYANHHTE KOMIIOHCHTH 10 CJieABailaTa 103a.

[Tpy KAMHMYHO MO/XOAAIA JUPEKTHA CMAHA OT MOHOTCpalliA kbM (HHUKCHpaHa KoMOHHALIMA MOXKE 12
ce CYMTA TIPH TALMEHTH, YUETO KPHBHO HAJATaHE HE CC KOHTPO.1HPA AJIEKBATHO NpPH MOHOTEpAIHUs ¢
pajicapTal MJIM XMIPOXJIOPOTHA3HA, 4E Tps6Ba ga ce Cleid MOCACNOBATENHO THTPHPAHE Ha
MperoppUaHaTa 1034 338 HHIUBUIYATHNTE KOMIIOHEHTH.

Kaunuwauuat orrosop npu BAJI3AIT H TtpaGea na ce oueHM cnel MHULIAHPAHE 1id JIeYEHHETO U aKO
KPBBHOTO HAJAraHe He Ce MOBJHsE, MOKE 12 C¢ YBeInTH 1034Td ype3 yBeudaBaHe Ha BCEKH €JMH OT
KOMIOOHEHTHTE 10 MakcuMaaHa fo3a oT 320 mg BaicapTai U 25 mg XUAPOXIOPOTHAZULL.

AHTHXHAEpTeH3HBeH edeKT ce HaboAaBa 10 2 CeIIMULH.
[py rOBEYETO NALHUEHTH, MAKCHMAJICH edexT ce moctura A0 4 ceaMuun. 1Ipy HAKOH NAalMeHTH MONKE

A e HeoBXOAMMO JIeYeHNE B TIPOIB/IKEHHE Ha 4-8 CEAMMLIM. Toga Tps®Ba na ce B3eMe MpeBHIL NPH
TUTPUpAHE Ha N03aTa.

Huauun Ha npuaoscerue
BAJT3AIT H moxe 1a 6bae npueMaH cbe MM O¢3 XpaHa u TpsabBa aa Objle npUeMan ¢ BoJa.

Jlonvanumenna uHopmMayua 3a cneyudinu nonyiayuu

bBOpeuHo VBPEKIaHC

He ce Hajara npoMsHA B [JO3MpOBKATA TpPH NaLMEHTH C yMEpeHa J0 Cpeithd OBOpeuHa
HENOCTATBYHOCT (KPEaTMHHMHOB KIMBPBHC 230 mb/min). [lopagn HanUUHUETO HAa KOMIIOHEHTA
xuapoxaoporuazu, BAJIBAIT H wne ce npenopbisd MpH MalydeHTH ¢ Tekka Obndpedna

HenocTaThbuHoCT (BXK. Touku 4.3, 4.4 n 5.2)

YepHoApoOHO yBpEI/IaHe
[Tpn napueHTy ¢ NeKo [0 YMEPCHO depHOIpoORO yBpeXaaHe Oe3 Xonecrasa ao3aTa pajicapTan 1o
6uBa na Hansvmasa 80 mg. BAJI3AIl H e npoTHBONOKA3eH NPH NALUCHIH € TEXKO YESPHOAPOOHO

yBpexkaane (Bx. Touku 4.3, 4.4 ¥ 5.2).

[latieHTH B HANIpEeAHAa Bb3pacT
He ce Hanara NpoMaHa B J03HPOBKATA NPH NAUMEHTH B HAIPEAHAA BBL3PACT.
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Henia

Vnorpe6ara Ha BAJI3AII H He ce npenopbtBa MpH ACLA MO 18 roguHy Mopaxy JUIICaTa Ha JaHHH 34
0e30MacHOCTTa U e(pUKaCHOCTTA.

4.3. IIpoTHBONMOKA3aHHA
- CBpBXUYBCTBUTENHOCT KBM BajiCapTaH, XHAPOXJIOPOTHASHMI, IpYTM JICKapCTBEHU BEILECTBA,

NPOM3BOAHHM Ha cyn1oHAMUA KM KOSTO H J1a € OT NOMOIIHHUTE BeIlec1Ba.
- Bropu ¥ TpETH TPUMECTED Ha OPEMEHHOCTTA (XK. TOUkd 4.4 1 4.6).

- Texko uepHOAPOGHO yBpeEXlaHe, OHIMapHa LHPO3a K X0JIECTasa.
. Texxxo 6GBLOpedHO yBpeKAaHe (KpeaTHHMHOB KIHBPBHC < 30 ml/min), auypusa — PedpaxropHa

XUMOKanmueMus, XNIOHaTpUuCMui, XUnepKajaueMuia H CUMIITOMATHYHA XUTIEPYPUKACMHUHK.

4.4. CnienuaJHH NpeaynpekIeHHsa K NpeanasHi MEpKH IpH ynorpeda
[IpoMeH B CEPYMHHTE €IEKTPOIUTH

Bancapman
ExnHoBpeMeHHarta ymoTpeda ¢ KalueBH 106aBKy, Kanui-ChXpaHAaBally JHYPETHLH, 3aMEeCTUTEIA Hd

COJITA, ChIBPIKALIN KaIHi, W JIPYTH eKapCTBEHH NPOYKTH, KOHTO Ouxa MOTJIM A3 TIOBHIIAT HUBATA
Ha Kauii (XeNnapuH ¥ T.H.), He CE NPEnopBBa. CroliHoCTUTE Ha Kaaus TpAOBa Ja c€ MOHHTOpHpAT.

Xudpoxaopomuasuo
XyUmoKanMeMHs € HaOmrofjaBaHa Mpd JieYeHHe ¢ THA3HAHW JAypeTHIA, BKITIOYUTETHO

xuapoxnopotuasui. [Ipenopsusa ce 4e€CTO MOHHTOPUPAHE Ha CepYMHUSA KanuH.

TeYeHHeTo ¢ THAZHINK AUYPETHLM, BKIIOYHTENHO XUIPOXIOPOTHA3HI, C€ CBBP3BA ¢ XUIIOHATPHEMHA
M XUOOXJOpeMUYHa anxkano3a. THAsHAMTE, BKIKOYHTEIHO XHAPOXJIOpOTHa3ul, MNOBHILABAT
EKCTpELMATA HA MarHe3ui B YpHHATA, KOCTO MOXKE Jla noBeje 10 XUnoMardesueMus. EKCKpelnusaTa Ha
KaMuii HaMmajisBa I0j BIHAHWETO HAa THA3UAHWTE JIHYPETHLA. Topa MoOXe Oa J0BEAE 1O
XUNepKaIHEMHUs.

KaxTo mpH BCHYKH NIALUEHTH, NONy4aBallll AHypeTHIHO JeueHue, € HeoOX0AUMO Ha NOAXOAALIN
MHTEPBAY OT BpeMe Ja Ce OCBIIECTBABA ONPEC/IAHC Ha HHBATA HA CEPYMHUTE eJIEKTPOIHTH.

TMauueHTH ¢ HaTpueB wuan obemeH neduimn
[latleHTH, HONyYaABAIM THASHIAHM JUYPETHLH, BKIFOUHTCIHO XHIPOXNOPOTHASK, TpabBa Ja ObAaT

HAGMIOMABAHH 3a N0ABA HA KJIWHHYHH NPU3HALH HA BOACH WK CICKTPOIMICH aucoOananc.

[Tpn mauueHTd ¢ HaTpHEB W/HIIK obeMeH nucOajaHc, KOMTO TOTyYaBaT BHCOKH JO3U JUYpETHLM, B
peIKH CyYal MOXe 1a HaCTHIIH CHMIITOMATHYHA XHIIOTOHIA B crencTeure Ha nevenne ¢ BAJISAII H.

Harpuer w/uiu obemen aucOanaHc Tpsi6Ba ja 6bae KOPUTHPAH MpPENd 3all04BAHC Ha JNICYEHHETO €
BAJI3AIT H.

TTalHEHTH ¢ TEXKA XPOHHYHA ChpeYHa HEAOCTATPHHOCT M ADYTY CHCTOAHMA, NPH KOUTO € HATUIE
CTHMY/IALWS Ha CHCTeMAaTa PeHHH-aHIHOTOH3UH-a1IIOCTEPON
[Tpu nanueHTy, YuaTo 6bOpEdHa dbyHKums GU MOFNa Jia 3aBUCH OT aKTHBHOCTTA HA CHCTEMaTd pEHHH-

AHTHOTEH3UH-/LI0CTEPOH (HanpHMep NMpU MAIUCHTH ¢ TEKKA 33CTOMHA CHPJEYHA HEAOCTATHYHOCT),
JeYeHHeTO ¢ MHXMOWTOPH Ha aHTMOTCH3MH-KOHBEPTHpAlMA eH3HM Ce CBPP3Bd U QJIMTYpHA W/ MIIH
porpecypana a30TeMHs ¥ B PelKH cilydan ¢ 0cTpd 6pOpeuHa HeJOCTaTBUHOCT. 1IpUNOXKEHHETO Ha
BaJICapTaH M XHUAPOXIOPOTHAsH]| TIPH NALHCHTH € TeHKA XpOHUYHA ChpACYHA H 3T
npoyusano. Ce0BaTeHO HE MOKE J1a €& M3KITIOTH, ye nopaad NHXUOHpaHeTy,
AHrHOTEH3HH-aI0cTepoH NpuioxeHueto Ha BAJISAIL H moxe axa 6p1e CB

6n6peunara pynkuus. BAJISAIL H ne Mojke fa ce npuiiara 1pi Te3i MauMeH;
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CreHosa Ha OpOpeyHara apTepya
BAJI3AIT H He Tpa6Ba Ja ce U3MO/I3Ba 32 JIEYEHHE HA XUNEPTOHHA TIPH NALMCHTH ¢ e JHOCTpaHHa HUIIN

IByCTpaHHa CTEHO3a Ha GBOpeuHaTa apTepys WM CTEHO3a HA CAWHAA OT oBnOpeLuTe, THA KaToO €
REIMONCHO NIOBMIIaBaHe HUBATA HA KPBBHATA ypes M CCpyMHHA KpeaTHHHUH.

[IppBUUEH XUNICPANIOCTEPOHUIBM
TlaiHeHTH ¢ ITBPBHYEH XUIEPaIJOCTEPOHHIBM He OMBa Ja 6bnat nekyBaau ¢ BAJI3AII H, ThH KaToO

TAXHATA [JEHHH-&HFHGTBHBHH-HHI[E:CTBPOH{)Ba cHCTeMa He ACHCTBA.

CTeno3a Ha A0PTATA ¥ MUTPAJIHATA KIarna, XMIeprpoQHa kapAMOMUOTIATHA
[Tono6HO HA APYTH CHAOPA3UIAPABAILM MPOAYKTY, NANUEHTHTC, cTpadalili OT CTEH03a Ha aopTaTa !

MUTpANHaTa Kjialla MJH XHneprpogHa oOCTPyKTHBHA kapanomuonatus (HOCM) ce Hyxnasr OT
CIIELMAJIHY TIPEANA3HN MEPKH.

Hapymena 656peuna GpyHxuys

He e HeohxOIMMa FAOTBIHUTENHA KOPEKIMA Ha J03aTa MK NaLHEeHTH ¢ KPETHHHHOB KIHBPBHC = 30
ml/min (8x. Touku 4.2). IIpenopbysa ce nNepHOAMIHO MOHUTOPHPAHE Ha CEpyMHUTE HHBA Ha KalluH,
KpeaTHH M ITHKOYHA KHMCEe/IMHA [IPH NpHlaraie Ha BAJI3AIT H npu nauueHTd ¢ 650peyHO YBPEKAAHE.

BrOpeuna TpaHCIIaHTalHs
Ilo MoMeHTa HE CBLIECTBYBAT JaHHU 34 6e30MacHOCTTa Ha BajJcapTaH ¢ XHIAPOXJIOpOTHAasua IpH

MALMEeHTH, KOUTO HACKOPO Ca MPeThpIe/ix 6B6peuna TPaHCILIAHTALHA.

YepHopoOHHY YBpEKAAHUS
[Ipu rauneHTH ¢ JIEKO 10 YMEPEHO yepHOAPOOHO yBpexaaHe Oe3 xonecrasa, BAJI3AII H Tpabsa na

ce W3MOJ3Ba BHUMATENHO (BX. Touku 4.2 1 5.2).

CucTeMeH JIYIIYC EPUTEMATOAEC
Cro6IIaBa ce, e THasHAHUTE JUYPETHLH, BKIIOYUTEAHO XMAPOXTOPOTHASHIL, MOraT jJa 0O0CTPAT KU

aKTUBHpAT CUCTCMCH NYIyC CpUTEMATOACC.

Ipyru MeTabOMUTHY HApyEHH

THa3UIHUTE TUYJIETHLIM, BKIFOYUTENHO XHAPOXIIOPOTHAZHA, MOAT [a HapylaT IIOKO3HAA TOJIEPAHC
W 114 OBMINAT CepyMHMTE HUBA Ha XOJIECTEPOJl, TPHITHLUEPUIH 1 NHKOHA KHCCITHHA. TIpy MaLMEeHTH C
maaGer Moxe Oa e HeofXOOMMO KOpHIMpaHe Ha J03aTa Ha HHCyNHHa WIH Hd epopaiHoOTo
XUTMOTTAKEMHYHO CPEACTRO.

THasuIUTe MOTAT A3 HAMANAT eKCKpelaATa Ha Kallui B ypuHata U 1a NI0BCAAT A0 HHTEPMUTEHTHO
16Ko MOBMIIABAHE HMBATA HA CEPYyMHIS KaJLMA NPH JIMNCA HA YCTAHOBCHO HAPYIICHHC Ha KaJTLAEeBHU
merabonuabM. WspaseHaTa XurepKagudeMus MOXe Ja € JI0KasarencTso 34 OIS HALL,
XUnepnapaTHpouau3sM. TIpueMbT Ha THa3HIH TpaGBa fia ce NpeyCTaHOBH NMpeH MPOBSKIAAHETO Ha

H3CIIeIBAHMS Ha NapaTHpOUARUTE GyHKIWH.

doTOYYBCTBUTEIHOCT
Cpofmana ce 32 GOTOYYBCTBHTENIHH PeaKLHMH NPH NpHEM Ha THasHHU nuypeTHin (BX. Touka 4.8).
AKO ce 1osiBi (pOTOYYBCTBHTENHA peaKlys 110 BPEME HA JICUEHHCTO, [penoppbYy ’ﬂ:%;e Ha
TeyeHMeTo. AKO Ce CUMTAa 3a HeoOXOJMMOCT MOBTOPHO MpHJAarane Ha IHYDSTOdh NipRifep \3 ce

a1pTa Ha 061aCTHTe, H3M0XKEHH Ha CIBHLIC HIIH M3KYCTBCHA UVA cBeTnnHa,
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bpeMeHHOCT
[IpuemsT Ha anruorensuH II peuentopuure antaronucty (AIIPA) He 6uBa ma 6uae 3amo4BaH IO

BpeMe€ Ha OpemeHHOCT. [laumedTH, KOMTO NiIaHUpar ga 3a0peMeHesT TpAOBa Aa NPEMHHAT Ha
ATTEPHATUBHU aHTHXHNEPTOHUYHHU JICYCHHSA, KOHTO MMAT YCTaHOBeH nmpodun Ha 6e30macHoCT npy
obpemenHoct. IIpn ycranosaBane Ha GpeMenHocT nedenneto ¢ AIIPA tpa6ma xa 6bje mpeKparTeHo
He3abaBHO M aKO € yMeCTHO, TpsOBa Ja 6b1e 3an0YHaTo pasmMyuHo JedeHne (BX. Toukd 4.3 u 4.6).

Qobmu
HeoOxonuMo € noBHIIEHO BHUMAaHUE MpH MallMEHTH ¢ NPEJIIECTBAIA CBPBEXUYBCTBHTENHOCT KBM

Onoxepn Ha anruoteHsmH I peuenropure. Peakuuure Ha  CBPBXUYBCTBHTEIHOCT KBM
XHAPOXJIOPOTHA3H]T Ca ITO-BEPOsITHH NIPH MTALUEHTH, CTPaJallld OT aJepriuH U acTMa.

[IpeaynpexxaeHus 3a HIOMOIIHHUTE BEILECTBA:
JlexapcrBoTO CBABpPKA copOuTon. [laumenT ¢ HacaeACTBEHH NpOGNEMH, CBBP3aHH C HEMOHOCHMOCT

KBM (pyKTO3a, He OHMBa 1a M3MON3BAT TOBA JIEKPCTBO.
JlekapCTBOTO CBABPXKA J1aKT03a MOHOXHApAT. IlalueHTH ¢ HacjieJCTBEHH NPOGNEMH, CBBP3aHU C

HCNOHOCUMOCT KBM TaJlaKTo3a, HENOCTHr Ha Jakrasa Ha Lapp (Hemocrur, HaGmojaBaH mpw
OIPEJCICHN IIONMYyJALliMH B JIamOHHA) WM I'IFOKO30-TallaKTo3Ha ManabcopOuunsd, He OuMBa 1a U3M0/3BaT
TOBa JIEKAPCTBO.

EnHa 1o3a oT TO3H nexapcTBeH HMPORYKT ChABPXKA No-Majiko oT 1 mmol Hatpmit (23 mg), T.e. Karo

L4710 TOU ,,HE CBABPXKA HATPHI”.
ToBa nexkapcTBO ChABPKA XHAPOXJIOpOTUHA3uA, [IpuiaraHeTo Ha TOBa JEKAPCTBO MOXKE 1a JOBEJE M0

MOJIOKHUTEJIEH PE3YNTAT NPU JOIMHHT KOHTPOJIA.

4.5. BzaumoneficTeae ¢ Ipyry AeKapcTBEHH NPOAYKTH H APYTH GOPMH Ha B3aHMOeiiCTBHE
Bzaumooeticmeus, cevp3anu ¢ 8aicapman u Xuopoxaopomuasud

He ce npenopvusa ednoepemenna ynompeba

Jumuil
[fpu ycmopemua ynotpe6a ¢ AKE WHXMOMTOpH M THA3sui, BKIIOMMTENHO XMIAPOXIOPOTHA3U, CE

¢boOIaBa 32 00pATUMH MOBHILIECHHA HA CEPYMHHUTE KOHLIEHTPALMK Ha JIMTHIf H TOKCH4HOCTTA. [lopanu
JWNCa Ha AaHHW 332 €JHOBPEMEHHO NpPHIOXKEHHUE HA BancaptaH W JUTHH, Tasu KOMOMHALMA He €

npenopbunTenHa. [ipy neobxoaumoct ot nogoGHa kOMOMHALMSA Ce MPEnopPEYBA BHUMATEIHO CEACHE
Ha CepYMHHUTE HUBA Ha JIUTUH.

Buumanue npu ycnopeono npunoscerue

Apy2u aumuxunepmeH3usHu cpedcea
BAJI3AIT H moxe na moBuiny ehHKacCHOCTTa Ha JPYTH JIEKAPCTBA ¢ AHTUXUIEPTEH3HBHH CBOMCTBA

(Hanp. ACE unxubutopu, 6eta-010KepH, KaIMEBH aHTArOHUCTH).

IIpecopru amunu (Hanp. nopadpenanun, adpesanur)
B13MOXKHO € HaMansBaHe Ha OTrOBOpa KbM IIPECOPHH aMMHH, HO HE [0 TAKaBa CTEIeH, Ye ja Obaar

CIIPEHH.

na COX-2, ayemuncanuyunosa xucenuna >3 g/den) u necenexmusnu HCIIBC // =
YcnopeiHOTO MpUIOKEHHE Ha aHrMoTeH3uH I aHTaroRucTH, xmpoxnopoma&@ HOHE %
NoBeie [0 oTcnabBaHe HAa aHTUXMIEPTOHHUHUA edekT. B nombnHenne, yernopelnors: autoxe
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BATBAIT H 1 HCIIBC moxe Oa YBEeAHUM PHCKa OT BlomaBaHe Ha OnOpedHata GyHKUHMA H
noBUIIABaHe Ha cepyMHHa kanuwid. Ilopaau ToBa MOHHTOPHPAHCTO Ha OnOpeuHara (QYHKUUS B
HAYATIOTO Ha JeYEHUETO U afleKBAaTHATAa XMApaTalud Ha NalMeHTa ¢a Npernopr4HTCIHA.

lpyau
He ca ycraHOBeHH KIWHHMYHO 3Ha4MMH B3a¥MOEHCTBHA NpU Jpyr¥ KIWHWUYHH H3CJIeABaHHA 34

CKapCTBEHHM B3aMMOACHCTBHS C BajcapTaH WiIM HAKOM OT CIEAHHTC BEIECTBA: CHUMETHIHH,
sapdapyH, (QypO3eMHI, MAUIOKCHMH, AaTEHOJIOJ, HHIOMETAlNH, XUIpOXNOpTHa3yl, aMJIOJHIHH,

riuOeHKIaM .

Bzaumodeticmeus, C€bD3any ¢ 6a1capman

He ce npenopbea ednospemenna ynompeoa
Kanuegume O00basxu, KaIuli-CoXpanasauume ouypemuyu, samecmumenume Ra coimd, CHOBPHCAUYU

Kanui, unu Opyau TeKapcmeery npOOYKmMu, KOumo Guxa MO2aU O NOBUWLAM HUBAMA KA KANUU
Ako ynoTpebara JEKapCTBEHMS MPOAYKT, BIMACIl BBPXY HHMBaTa Hd Kanuii, B KoMOHHaLMA C
BaJICApTaH € HaNOXHTEIIHA, CE MPEroppYBa CACACHE Ha I1a3MEHATE HHBA Ha KaJlhi.

Junca Ha 63aUMO0eUCMeUs
[Ipy wuscneaBaHe R3AUMONCHCTBHATA HA BAJICAapTAH HE C€a YCTAHOBCHH KIMHHYIHO 3HAYUMHU

B3aMMOJEHCTRMA MEXAy BajiCapraH M HAKOE OT CNEJHHTE BELICCTBA: HUMCETHARH, Bap(apHH,
dbypoceMKJi, AUFOKCHH, ATEHONOI, WHIOMETALMH, XHPOXNIOpOTHASH, aMJIOJMITHH, TTHOEHKIaMHA.
JIMrOKCHHET ¥ MHIOMETALMHBT MOTaT 2 B3aMMOJCHCTBAT C XHMAPOXIOPOTHa3KAHATa KOMIIOHEHTA Ha

BAJI3AIT H (BroxTe B3zaumoaeHcTBUA € XUIPOXJIOPOTHA3H).

Baumodeiicmeus ¢ XuOPOXROPOMUA3uo

Buumarue npu ychopeoro npuiodicenue
Meouyurcku npoOyKkmuy, C6bP3GHU CbC 3azyba Ha Kaiuiu Xonokanuemus {(HAMD. KaJaui-ryoeru

NUYPETHLIA, KOPTUKOCTEPOUIH, JTAKCATHBH, ACTH, amdoTepuniny, kapOeHOKCOIOH, NEHUIHINH G,
CATHLIAIOBA KUCEWHA U NIPOU3BOHUTE H).

Ako € HeobXxoIMMO NpeNNvCBaHe Ha Takuea JICKADCTBEHW HPOAYKTH € KoMOMHaMATa
XMAPOXNOPOTHA3H/I-BANICADTAH, Ce MperopbyHa MOHWTOPHPAHE MIasSMEHMWIT HMBa Ha Kanmud. 1e3u

JIEKAPCTBEHH IPOAYKTH MOraT 1a MOTCHUHPAT edhexTa Ha XUAPOXJIOPOTHA3KUA BBPXY CEPYMHUA KaJauH
(ByxTe T. 4.4).

Jlexapcmeenu npodykmu, KOUMo mozam 0a npedussuxam torsades de pointes
o Kuac la anTHapiTMUIH (HaNp. XUHUIWH, XHIPOXUHUIHH, [U30TUpaMU)
o Knac Il aTHapuTMHLM (Harp. aMHOAApOH, COTAJ0, pobeTHiTa, NOYTHIH)

o Haxou aHTHUIICKXOTULM (Harp. THOPUAA3HH, XJIOPIPOMAa3HH, JICBOMCIIPOMA3NH;
tpudIyonepasnH, IHaMeMasH, CyINUpH/, CYITONPUA, AMUCYINIPHL, THANPHUA, TAMO3HU ],
XANonepy 0T, APOMEPHAOI)

o Jlpyrd (Hanp. benpHAn, UH3AMPHA, mideMaHu1, EpPUTPOMHALIMH i.v., XanoQaHTPUH,
KeTaHCEepHH, MU30JIaCTHH, ICHTaMHZIUH, criapdIOKCAIHH, TepdeHAIMH, BUHKAMUH 1.V.)

TTopaay pUCKa OT XWIIOKAIHeMHA XUAPOXTOPOTHASHA Tps6Ba Ja ce npuaara ¢ o BHHUMaHHE
MpHY € ZHOBPEMEHHO NIPHIIOKEHHE C JEKAPCTBEHU NPOJIYKTH, KOUTO MOTAT [pean3 #q,ﬁéiiﬂtbggé@
AT .
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TTucumantcoeu 2IuKo3uou
THasHa-MHAYLMPaHa XHIIOKAJIHEMHUA MM XMIIOMArHE3HEMHA MOrar Ja ¢ M3fABAT KaTO HEKEJIaHH

peakiyH, yIeCHIBARKY HAauaJoTO Ha JUrHTANIMC-HHAYIIMPaHH CBPACIHN APUTMHH.

Kanyuesu conu u gumamur D
[TpunaraHeTo Ha THA3WAHM JUYPETHLM, BKIOYHTENIHO XHIAPOXIOPOTHA3HA, € BHTaMMH D umu ¢

Ka/ILHEBH COJT MOKE Ja IOTEHIIMpPa MOKAYBAHETO Ha CEpYMHUs KallLHA.

Anmuduabemny rexapcmea (IEPOPATHE CPSACTBA U HHCYIHH)
JleyeHHeTO C THASHAHHK JUYPETHIM MOXE /]a OKaXe BIIMAHUC BBPXY [NIFOKO3HHMA TOJICPAHC. Moxe ja ¢

HeoOX0 MO KOPHUrUpaHe Ha JO3HTE.
MerdopMun TpafBa fa ce NpueMa C MOBHINEHO BHMMAHHE MNOpaiM PUCK OT JlaKTaTHA aliji0sd,
HHAyUMpaHa OT BB3MOXKHAa  (PYHKIMOHANHA 6nOpedHa  HENOCTAaTBYHOCT, CBBp3aHa C

XHAPOXJIOPOTHA3HI.

Bema-6aoxepu u Ouazoxcuo

EZHOBpEMEHHOTO NPHIOKEHHE Ha THA3KMIHMA JHYPETHIM, BKIFOYATETHO XHAPOXIOPOTHAINA, 1
6eTa-GokepH MoJKe Ja [IOBAIIM PHCKA OT XMIEPriuKeMus. THasHIHATE ANYPETHUH, BKIHOIUTEIHO
XUIAPOXJIOPOTHA3KA, MOI'aT Ia MOBHINAT XANIEPrTAKEMHYHHA epeKT Ha THA30KCHI.

Jlexapcmeeru npodykmu, NPULGZaHY 30 IeYerue Ha nooazpa (mpobeHenny, cyIGpHHITHPA3OH H

ANONYPUHOII)
BLaMOKHO € A CE HANOXKHM KOpMIHpaHe Ha [03aTé Ha YPUKO3YDHYHHTE CPEICTBA, ThH Kato

XKHAPOXJIOPOTHA3K], MOXeE Ja TOKadd HMBAaTa Ha CEpyMHaTa MHKOYHA KHCCTHHA. Moxe na €
HeOGXOIMMO Aa Ce YBEJIMMM 03aTa Ha NpobeHewn 1 Cyn(UHINPa3oH. ENHOBPEMEHHOTO NPUIAraHe
Ha THA3WOHH JMYPETHLH, BK/IIOUHTEIHO XHMAPOXJIOPOTHasHl, MOXe Ja IOBMIIM HECTOTaTa Ha
pEaKLMUTE Ha CBPBXYYBCTBUTEHOCT CPAMO AJIONYPHHOIL.

Anmuxonunepaudnu jexapcmeenu npenapamu (Hamnp. aTporyH, GunepuacH)
BHOHATMYHOCTTA Ha THA3WAHUTE AMYPETHLIM MOXe Ja C€ MOBUIIM OT AHTHUXOAMHCPrHIHHTC
JTeKapCTBEHY NPOAYKTH, BEPOATHO NMOPajH HaMalliBaHe HA MOTHIMTETA Ha CTOMAIIHO-4PEBHHA TPaKT

yu 3a6aBgHe Ha BpeMeTOo 32 U3Npa3BaHe Ha CTOMaxa.

Amaumaoun
TuasuaHuTe OMypPETHLM, BKIIOYUTEIHO XHIPOXIOPOTHAZKA, MOTaT a [IOBHIIAT PUCKA OT HEXEJaH!

peaKlMi, NpAYAHCHA OT aMaHTaJHH.

Xonecmupamun u XoneCmMunoI08u CMOU
AGcopOUMATA HA THA3HAHWTE JMYPETHLH, BKIIOUHMTENHO XHAPOXNOPOTHA3WI, €€ Hapyliaba B

APUCHCTBUETO HA AHMOHOOMEHHH CMOJIH.

[Jumomoxcuunu nexapcmeenu npodykmu (Hamp. nuknodocdamn, METOTPEKCAT)
TuasuquuTe MUYPETHIHM, BKIIOUUTENHO XMAPOXNIOPOTHA3WI, MOraT Ja HaManiT OnOpeunara

eKCKPELMs Ha LIATOTOKCHYHHUTE JIEKAPCTBEHH NPOAYKTH H J1a NOTEHIMPAT TEXHUTE MUHENOCYNPECHBHY
e(PeKTH.

Hedenonapusupawu CKenemuoOMyCKyIHU PelaKcanmu (Hanp. Ty6OKypapHH)
TuasuHUTE JMYPETHLIM, BKIHOUYHTEIHO XHAPOXIOPOTHA3MI, MOTEHLHpA

[IPOU3BOHHUTE Ha Kypape.
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Huxnocnopun
EXHOBPEMEHHOTO TpHIaraHe ¢ HUKJIOCMOPYH MOXE Ad MOBUIIM pPHCKa OT XUICpypUKeMud H

yCIOXKHEHUS Ha mojarpara.

Anxoxon, anecmemuyu u ceoamugu
Br3MOKHO € 1a HaCTHIIM NOTEHIHpane Ha OPTOCTATHYHA XUIIOTOHHAL.

Memunoona
Vima uzonupaHu cbOOLIEHUS 3a ClIyYau Ha XeMOJIMTHYHA aHEMHUA TIpH €JIHOBPEMEHHO NpUjaraHe Hd

METHIONA U XHAPOXJIOPOTHA3HI,

Kapbamazenun
[TaupeHTHTe, NPUEMALIN XUAPOXJIOPOTHA3KHA €AHOBPEMCHHO € kapOaMa3senvH, MOraT Ja pasBHAT

xunoHatpuemus. [lopagu Tasu NMpHYMHA TakHBa MALMCHTH tpabBa Aa ObJar mpedylnpeacHH 3a
A E3MOKHOCTTA OT XMIOHATPMEMUYHH PEaKIiH U Ja OBJaT BHUMATEHO NPOCACAABAHH.

Hoownu xonmpacmuu cpeocmeq
B cyuail Ha IAypETHK-MHIyLUHpAHA IEXWIPATAL € HANALE MOBHUICH PHCK OT OCTpa 6n0pedHa

HeJ0CTATHEYHOCT, OCODEHO IpH BHCOKHM JAO3H Ha fogHus mpodykr. [lauuenture Tpabea Ja ce
peXHPATHPAT NpeH NPUIAraHeTo Ha HOAHH KOHTPAcTHH BEIIECTBA.

4.6. bpeMeHHOCT H KbPMEHE

bpeMEHHOCT
[Topanu edekTHTe BHPXY OPEMEHHOCTTA HA OTACTHUTC KOMIOHEHTH Ha TO3H MPOAYKT, ynorpebara Ha

BAJI3AIT H He ce mperopbyBa Inpe3 NbpBHUA TPUMECTHP Ha GpeMeHHOCTTa (BXK. TOYKA 4.4).
Vnotpebara na BAJISAII H e npoTHBOIIOKa3aHa npes BTOPUA W TPETHA TPUMECTHP HA OpeMEHHOCTTA

(Bk. Toukn 4.3 1 4.4).
Vnorpefara Ha aHTArOHHCTH HAa AHTHOTCH3MH 11 peuenrropy (AAIIP) He e npenopbyuTEHa [0 BPEME

Ha ITbpBUA TPUMECTHP Ha OpeMEHHOCTTa (Bx¢. Touka 4.4). Yrnorpebara Ha AATIP e npoTnBOMOKa3Ha
o BpeMe Ha BTOpHA M TPETHA TPUMECTED Ha 6peMeHHOCTTa (BX. ToukH 4.3 u 4.4).
EnnneMHoorMIHUTe JAHHH 32 PUCKa OT TePaTOTeHHOCT Clle/l EKCTIOSHIHA Ha ACE uHxubuTOpH 1pe3
MBpBMS TPUMECTBP Ha OpeMEHHOCTTa HE Ca OKOHHATCIIHY, He3aBUCUMO OT TOBa HE MOXE JAa CC
IIKITIONM JIEKO MOBHILCHHME Ha PUCKA. BBIPEKH Ye HAMA KOHTPOJHUPAHH CNMIEMUOIOTHHEHH RAHHM 32
pHcKa oT anrnoteHsuH Il penenTopHH 6inokepu (AIIPB), nomobeH puck MOXe Aa CBHINECTBYBA TIPH
to3u Kiac nekapctsa. OcBeH B Cily4ad 4e Tepandira ¢ APB ce mpeueHsBa KaTo MHOrO BaXXHa,
NAUMCHTKHTE, KOWTO [UIaHyBar OpEeMEHHOCT, TpaGBa [Ja TNpEMHHAT HAa AITCpHATUBHO
aHTUXMIIEPTEH3UBHO JIEYCHHE C JOKa3aH npocdun Ha 6e30MacHOCT 34 yrotpeba npu GpemenHocT. 1ipu
yCTaHOBABaHEe Ha OpeMEHHOCT JICUCHHETO © AIIPE TtpabBa ja ce MpeycTaHOBM He3abaBHO M IIPH
HeOOXO0MMMOCT a C€ 3all04YHe aITepHAaTHBHA TEPaNHA.

U3BecTHO €, 4e €KCMO3WIMATa Ha Tepamnud ¢ AIIPB no BpeMe Ha BTOpHA W TpeTHA TPUMECTBP Ha
OpeMeHHOCTTa TpPHYUHABA (GeTOTOKCHYHOCT TPH  XOpa (moHWxeHa ObOpedHa  GYHKIHA,
ONMUroXHIpaMHHOH, 3a0aBeHa ocuduKauusi Ha yepena) W HeoHaTalHa TOKCHYHOCT (6pOpeuHa
HEOCTATBYHOCT, XHMIIOTOHUA, XHnepKamueMus). (BXK. ChIIO TOYKa J.3 [TpeAKIHHUUHYE [aHHH 32
GesomacHocT). B cnydaid Ha eKCTMO3UMUHA Ha AIIPS cnex BTOpMS TPMMECTHDP Ha OpeMEHHOCTTa Ce
npenopbYBa yATPa3Bykosa NpoBepKa Ha 6nOpeyHara QYHKUHA U Yeperna.
HoBopojeHu, YUHTO MaiK# ca MpueMalu AlIPB, TpsabBa jna OBaaT BHHN

XMMOTOHMA (BXK. CHIIO TOUKA 4.3 H 4.4).
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Hannue e orpannyen onut otaocuo ynoTpebata Ha XHAPOXIOPOTHASHI IO BpeMe Ha OpemeHHOCT,
0co0€HO npe3 MLpBHs TPUMECTED. [IpoyYBaHMATA NPH KHBOTHY ca HENOCTATHYHH.
XHapox1opoTHasux IPEMHHAaBa npe3 nianeHTata. U3xoxnaiky oT (hapMaKoNOrHYHHI MeXaHHBM Ha
ACHCTBHE HA XMAPOXIOPOTHASHI, ynmoTpebata My npe3 BTOpus U TpeTHS TPHMECTBD MOKE a HapyLIH
beTonnanenTapHara nepdysns 1 ga Doeeje 1o (hETaNHH U HEOHATAIIHY YCIIOKHEHHS KATO XKBITCHHILIA,
HAPYICHUA HA €JIEKTPONUTHUA OalaHc u TPOMOOIIHTOIICHHUS.

XHAPOXIOPOTHA3H ] HE TpAOBa /1a Ce M3MI0/13Ba IPH recTaLHOHeH CICM, IE€CTAllHOHHA XUTIEPTOHHS HITH

OKa3aH NONOKHUTENECH ePeKT BBPXY caMoTo 3a6015BaKe.
XUOpoXnopoTuasuy He TpA0Ba Aa ObAe NpHAOraH 3a JeyeHue Ha CCCHUMANHA XUNEPTOHMA TIpH

GPEMEHHH KCHHU, OCBEH B PCIKH ClTYYaH, KOraTo He Moyce Ad C€ TIPHJA0XKH APYTIo JieyeHue.

KspMmene

ITopany nvncara ma HHPOPMAUKA 10 OTHOWEHHe Ha ynotpebata Ha BalcapTaH Mo BpEME Ha
KbpMeHe,BAJI3AIT H ge ¢ HPCIOPBYHTENACH, KATO 32 NpEANIoYHTAHE Ca alITCPHATHBHHTE TEpAITHH C
[10-106pe ycraHOBeH mpodun Ha OesonacHocT no Bpeme Ha KBPMEHE, 0CODEHO MpH HOBOpPOAEHU U

3a wodupaHe U paboTa ¢ MaIHHY, IIpu otaennn nauuenTH Moske 1a ce HabJroJaBa BpeMeHHa 10sBa
Hd OTNIaJHANOCT ¥ CBETOBBPTEX, KOETO MOXE N2 NOBJIHse BBPXY CIOCOOHOCTTA 3a Wodupane u

paboTa ¢ mamuny.

Hesxenanute nexkapcreenn PeaKiny, ChODINEHH Py KTHHHYHK POY4BAHUA H 1a00PAaTOPHU HaxoaKH,
HaCTBIIBALIM 110-4€CTO NPH BAICAPTaH [IIIOC XH/POXIIOPOTHA3U] CIIPAMO Mlalle60, KAaKTO U OTHETHHTe
CBOOILEHHS 10 BpeMe Ha [TOCTMapKETHHIOBUS NEPHOJ, Ca MPeACTABeHU O-70J1y MO CHCTEMO-0praHHK
Knacose. Hexenannre peakumn, 3a kourto ce 3HAC, YC HacTBIBAT MpPH NpWIaraHe Ha OTHEIHUTE

Hexenaunre peaxuum ce KJIacHUUMpaT cropen TIXHATA YeCToTa KaKTO ciellea: MHOr0 YeCTH
(21/10), yectu (>1/100 g0 <1/ 10), Hewectu (>1/1 000 no <1/ 100), penxu (>1/10 000 mo <1/] 000),

Tabaunua 1. YecToTa Ha HexenanuTe JIEKAPCTBEHH PEaKLUK NpHU Ba/ICapTaH/XUPOXJOPOTHAIH]

Hapymenuns ua meraGonusma u XpaHeHeTo
Heuecru Hexunparanus
Hapymienus na nepBHaTa cucrema
MHuoro peaku 3aMasgHocT
Heuectu Ilapecresnu
C HenssecTHa yecToTa CuHKon
Hapymenust va ounre P
P e ~3
Hevecty 3aMBIIABAHE HA 3PEHHETO, RTINS
- -.:,,.--{‘r —— s,
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Heuectn TUHHTYC

CnaoBH HapylIeHHS

HedyecTH XWOTOHUA

PecniupaToOpHH, rPLAHM H MEAHACTHHAIHH HADYIMCHHA

HedectH Kamiua

C Hen3BECTHA YECTOTA Hekapmuorenen Genoapoden oTok

CromMamHO-YpeBHH HApYIICHHS

MHOTr0 peaKu Huapus

HapymeHHsi HA MYCKYJIHO-KOCTHHTE H CheJHHHTENHHTC ThKAHH

HeuecTH Muanrus

MHoro peikH Aprpanrus

Hapyuienns Ha Op0pennTe  ARKOUHHTE IHTHINA

C Hen3BECTHA 4€CTOTa Hapymena 660peyuHa Qynkuus

OGmK HapylIeHAs ¥ ChCTOSHUSA HA MACTOTO HA NPUAGKEHHETO

HeuecrH ymMopa

H3caeapaHHA

C HeU3BeCTHA UeCcTOoTa JToBHiaBaHe Ha CEpYMHHUTE HABA HAa ITUKOYHA
KUCennHa, OUIHpYOUH H KpeaTHHUH,
XMOOKATHEMHSA, XMITOHATPUEMMU,
[IOBHMIABAHE HA a30Ta B KPbBTA, HEYTPONCHUA

HompnHurenHa HHGOpPMAIUA 33 OTACTHHTE CHCTABKH
HexxenaHure peakuny, choOLICHH 33 BCAKA OT OTIC/IHUTE CHCTABKH, MOrar jfa 0BaaT MOTEHLHATHH

HeKeJaHH PEeaKlM¥ Ha BajacapTad/ XWJpOXNOpOTWasHi, OpH A3 He L4 Ha0NI0JaBaH B X0Ja Ha
KIMHUGHATE TIPOYYBAHMA WM [0 BPEME Ha HOCTMAPKETHHIOBUA IEPHOA.

Ta6auia 2. YecToTa Ha HEXeJaHWTe NeKapCTBEHH peakH PH BajcapTaH

HapyuieHHs HA KPLBTa H IHMQHATA CHCTEMA
[MoumKkagade Ha XeMOrI1001HA, MTOHHKABAHE

C Hen3BecTHA YECTOTA Ha XeMaTOKPHTa, TPOMOOLMTONEHNA

Hapyuienusi HQ HMYHHATA CHCTEMA

C Hen3BECTHa 4eCTOTa Tpyr'H peaKiyu Ha CBPBXUYBCTBATENHOCT/
aneprus, BKIOUATENHO CepyMHa bomecT

HapyuieHus Ha MeTa00/n3Ma H XPAHCHETO

C Heu3BeCTHA YeCTOTA [ToBHilleHHs Ha CEPYMHMA Kanui

HapyuieHusi Ha yXOTO H Ia0HpHHTA

HeuecTH CBETOBBPTEXK

Cba0BH HAPYLIEHHSA

C Heu3BECTHA YECTOTA BacKyJIMT

CToMalHO-4peBHH HADYHICHWSH

Heuectd KopemHa bonxa

XenaToOUIHAPHH HAPYIIEHH

C HeH3BECTHA YECTOTA [ToBMIIEHYE Ha IOKA3ATENHTE 32 YEPHOAPOOHA
pyHKuws PRI

Hapyimiensst Ha K0XaTa U [IOAKOKHATA THKaH T N

C Hen3BeCTHA YecToTa AnrroesieM, 06puB, ChPOGAKS" / e \

el e
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Hapymenus na OLOpennTe W NHKOYHHTE b THILA

C HemiBecTHa YeCTOoTAa

Hapymena 656peuna dyuxuns

Tabauua 3. YecToTa Ba HEXKEIAHUTE JICKAPCTBEHH PEaKIMY NIpH XUNPOXJIOPOTHA3H

MOHOTEpanys:

KO OT MHOrQ rOAWHH, YECTO B A03H4, Mo~

BHCOKH OT J103aTa,

Hapymenns na xpnera u JMUMPHATA CHeTema

Penky

TpomGouuronenus, nonskora ¢ mypiypa

MHuoro peaku

ATpaHynoUMTO3a, JICBKOTICHHA, XEMOJMTHYHA
AHCMUA, TOTHCKAHE HAa KOCTHHSA MO3BK

Hapyuwienns na HMYHHATA CHCTEMA

Mmuoro peKu Peaxiinu Ha BPBXUYBCTBUTENHOCT
Heuxuann napyuenus

Penku Jlenpecus, HapyIIeHHs Ha chHY
Hapywrenns ua nepenata cucrema

Penxu ["n1aBo6omue

Chpaeudn napymenus

Penxu Copaeunn ApHTMUH

CbaoBH Hapywenus

Yecrn [loctypanHa xunotonus
Pecnupatopuu, rpnanu u MEAHACTHHAIHH HApPYHICHHSI

MHoro peaku Pecriupatopen nuctpec, BrmounTE NG

MHEBMOHUT U Oenoapo6eH oTok

CromManino-ypesHu HapyleHus

Yectu 3ary6a Ha anerur, YMEPEHO rajexe u
MOBPBILAHE

Penku 3arnex, cToMatHo-ypesex JUCKOMpopT

MHoro pexu [Tankpeatwr

Xenaro6uauapuu HapYIICHHS

Penku Hutpaxenaranua xonectasa min KBJITCHHL[A

Hapywennsn na xoxara n nogxoxnara ThKaH

Yectn YPTUKapUA H IPYTH BHIOBE 00pus
Penku POTOYYBCTBUTENHOCT
MHoro peaxu Hekpomusupany Backyaut u Tokcruna

CuacpMalina HCKpONIH3a, KoxeH

CPUTEMATOJEC KATO peaKiyHy,
PCaKTHBALIUA HAa KOXEH JYIyC epUTeMaToiec

JIynyc

Hapywenus na PEIPOAYKTHBHATA CHCTEMA M

I'bpANTE

YecTu

NMnoTedTHocT

4.9. llpeaosupane

CUMITroMy

[lpenosupanero ¢ Bancapran mosxe na HOBEE IO U3ABEHA na npA
Konanc w/wmi woxk. B MHMHeménﬂET U IIhEHerinD.
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XHAPOX/IOPOTHA3HHATA CHCTABKA MOFaT [a BB3HUKHAT CIICAHHIC MpU3HALM U CHMIITOMM: TaJcHe,
CHEJTHBOCT, XHIIOBONIEMHUS ¥ €NEKTPOMTEH AKuchanaHC, CBBp3aH ChC ChPICHHH apUTMHHU ¥ MYCKYJIHH

CliadMu.

JleyeHue

JleueGHUTE MEPKH 33BHCAT OT BPEMETO OT HOTNBIIAHETO HA MCIIMKAMCHTA M BHIA M TEXKECTTa Ha
CHMIITOMHUTE, CTAOWIM3HPAHETO Ha IUPKYIATOPHOTO CHCTOSAHHE € OT OCHOBHO 3HAYCHHE.

[MauueHTsT TPA6BA Aa TpUeMe JOCTATHYHO KOMMYECTBO aKTHBEH BBIJCH. B cayuail Ha XMMOTOHHA
naupeHTsT TpAOsa Aa ObJAc MOCTABEH B JIETHANO NOTOKCHHE H 6bp30 Ja ce 3ano4yHe BIUBaHE Ha

oBGeM03aMeCcTBalll U COJICBU pa3sTBOPH.-
BancapraH He MOXe Ja 6bjie OTCTpPaHEH Ype3 XeMOMalI13a nopa/iH cTaOMIJIHOTO MY CBBP3BaHE C

MnasMeHWTe MpPOTEHHH, OT JApyra CTpaHa ¢ Juanusa MOXe [fia (¢ MOCTHI'HE KJMPBHC Ha
XUAPOXJIOPOTHA3HA.

5 OAPMAKOJIOTHYHH CBOMCTBA

5.1. ®apMaKoAUHAMHYHH CBOHCTBA
dapMaKoTepaneBTHIHA rpyna: AHTArOHUCTH Ha aurmorensud Il penentopu u AMypeTHLH, Bajacapial

u xuapoxnopotuasul; ATC Ko CO9DAO3.

Bancapman/xuopoxnopomudasuo
B 1BOMHO-CIANO, PAHAOMU3MPAHO, AKTHBHO KOHTPOJIMPAHO M3IMTBAHC NpY NalUeHTH, HETOCTHTHAMH

afeKBaTeH KOHTPOJI Ha apTepHalHOTO HAIArAHC C xvapoxjopotnazua 12,5 mg, ce HabmojaaBa
CUrHMGUKAHTHO TO-TOAAMA PEAYKUMA HA CPEAHOTO cuctonuo/muactonHo AH ¢ komOuHaUuATa
panicapTan/xuupoxoporuasug 80/12,5 mg (14,9/11,3 mmHg) B cpaBHEHHE ¢ XUAPOXIIOPOTHA3HA 12,5
mg (5,2/2,9 mmHg) ¥ XuApOXAOpOTHASHL 25 mg (6,8/5,7 mmHg). B pombiHeHKe, MPOUCHTET Ha
NanMeHTUTE, MOBIULIH ¢€ OT JEYCHHUETO (nmacronno AH <90 mmHg ni NIOHMKEHHE >10 mmHg), e
sHAYMMO TO-BHCOK ¢ BancapTan/XMApOXJI0pOTHA3UN 80/12,5 mg (60%) B CpaBHEHHE C
xuapoxaopornasu 12,5 mg (25%) ¥ XHUIPOXIOPOTHAZKI 25 Mg (27%).

B 1Bo#HO-CAMO0, PAHAOMH3UPAHO, AKTHBHO KOHTPOIMPaHO W3IMUTBAHE [IPH NANMEHTH, HENOCTHI HAK
afieKBaTeH KOHTPOJ Ha apTepHaTHOTO HaliraHe ¢ BajcapTat 80 mg, ce HabmonaBa CHTHUPUKAHTHO
mo-rojiiMa  peayKuus  Ha  CpCAHOTO cucTonuo/muactomnHo  AH ¢ xomOuHanuaATa
BajiCapTaH/XHAPOXJIOpOTHAZH 80/12,5 mg (9,8/8,2 mmHg) B cpaBHEHUS C BaJICapTaH 80 mg (3,9/5,1
mmHg) ¥ Bancapran 160 mg (6,5/6,2 mmHg). B nonbaseHne, NpOLUCHTHT Ha NalUEHTHTE, HOBJIHAIN
ce ot neuennero (muacrondo AH <90 mmHg unu MOHWKEHUE >10 mmHg), ¢ 3Ha4uMO NO-BHCOK C
BaJiCapTaH/XHAPOXJIOPOTUASHA 80/12,5 mg (51%) B cpaBHeHHUE C BAICAPTaH 80 mg (36%) u BancapTaH

160 mg (37%).

B BOIHO-C/IANO, PaHAOMH3KHPAHO, Mmrane6o0 KOHTPOIMPAHO H3MHMTBAHE, CPABHABALIO pPA3IMYHHMTC
n030BA koMOMHALMM Ha BAJICApTaH/XHAPOXJIOPOTHA3HA € TEXHUTE CHOTBCTHMU CBCTABKH, C€
yabmoJapa 3HAYMMO MO-TOAAMA pefyKHINA Ha CPCAHOTO cuctoHo/muactonaHo AH ¢ komOMHaluATa
BaJICAPTAH/XH/IPOXIOPOTHAZH]L 80/12,5 mg (16,5/11,8 mmHg) B CcpaBHEHHEC C naauebo (1,97 4,1
mmHg) ¥ OTAeTHUTE CBCTABKM XUAPOXIOPOTHASHA 12,5 mg (7,3/7,2 mmHg) B-
(8,8/8,6 mmHg). B ronbayeHue, NPOLCHTHT Ha NAMCHTHTC, MOBJHATH Ce OT-fieysiiHeTo?
AH <90 mmHg unu nonwkenue >10 mmHg), ¢ 3Ha9HUMO MO-BHCOK C B&Jgﬁp’f&;-tf@fﬁ-_ Po

80/12,5 mg (64%) B CpaBHEHHUE C nnanebo (29%) 1 xuapoxioporrasuf (4 1'?/d)§;';f” e
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B KOHTPONMPaHH KIWHHYHY H3NMTBAHWA C BajCapTaH + XMAPOXJIOpoTHa3ua ce HabmonaBa A03a-
JABUCMMO TIOHHMKEHME Ha cepyMHHs Kaiui. IIOHIDKCHHETO B HMBaTa Ha CCpyMHMA Kanui ce
HabmoJaBa MHOTO IO-Y€CTO IpH MAllMEHTH, NpueMally 25 mg XHAPOXJIOpOTHA3MA OTKOJIKOTO NpH
TakuBa, npueMamy 12,5 mg XHAPOXJOPOTHA3HI. B KOHTPOJNHPAHU KIMHMYHA H3MUTBAHUA C
ajicapTal/ XHAPOXIOPOTHA3H KallUH-TIOHHIKABAIIHAT edexT Ha XUIPOXJIOPOTHA3HIA CC orcnabBa OT

KaJTHi-ChXpaHABaIlKs e(ekT Ha BajCapTaH.

Ha To3H eTall He ¢a M3BECTHH [O3UTe OT KOMOMHALIMATA Ha BaJiCapTaH ¢ XHAPOXIOpOTHA3H [10
OTHOUIEHME Ha CBHPACUHO-CHIOBATA CMEPTHOCT M OOJIECTHOCT. EnvaieMHOJOrHYHN NpOYyYBaHHUA
[OKa3BaT, Y€ NBJITOCPOUHOTO JIEYEHHE C XHMIAPOXIOPOTHA3HA NOHKKABA pHCka OT CHPACYHO-CBAOBA
CMBPTHOCT ¥ GONECTHOCT.

Bancapman
Bancaptan € nepopajgHO aKTUBEH M cnenpdiyeH aHrHoTeH3uH [1 (AT II) anTaronuct. To# nencTBa

cejleKTUBHO BBRpXy AT penentopHud NOITHIL, KOITO € OTTOBOPEH 3a TIO3HATHTC JACHCTBHA HA
anrunotensud 11, [TopuiennTe a3MeH HABA Ha aHTMOTCH3MH II B pesynrar Ha ATl penenropHara
610oKaga ¢ BajcapTaH MOrat Ja CTHMYJIHpar nebnoxupanuTe ATZ2 penentopy, KOSTO H3MIEXKaA
npoTuBoAciicTea Ha ecdekra Ha AT1 peuernropa. BancapraH HE IposBiBa HHKAKBd YacTHYHAa
arogpcTHyHa axtuBHocT KM AT1 pelerropa H HMa 3HaYMTCIHO (okono 20 000 meTH) MO-TOJAM
apuuurer kbM AT1 peuenrtopa, OTKOJKOTO KbM AT2 peuentopa. Bancaprad HE c€ CBBp3Ba H HE
GnoKupa peLenTopy Ha APYTH XOPMOHH HITH HOHHM KaHanH, 33 KOMTO € H3BECTHO, Y€ Ca BOKHKH B

CHPACYHO-CHI0BATA PETyIalyA.

Bancapran He uHxubupa ACE (M3BECTEH U KAaTO KMHHHA34 IT), xoiiTo MpeBphIUa AHTHOTEH3UH [ B
anruoTensud I u pasrpaxna GpamukuHuHA. THA Karo HAMAT edext BbpXxy ACE 4 HE 3acuiBar
neficTBHEeTO Ha OpaJuKHHUH KM cybcTanums P, Manko BEpOATHO € AHTArOHHCTHTE HA aHTHOTEH3uH Il
ga ca CBBP3aHHM C KaurisHe. B XIHHUYHH MpPOYYBAHMA, KbICTO pajicapran e cpaBHen ¢ ACE
HHXHOUTOP, YECTOTATA HA CyXa KallAHIa € 3HaYUTCIHO (P<0,05) ro-MankKa npu nanueHTH, JeKyBaHu

C BaJICAPTaH, OTKOJIKOTO NPH JIEKYBAHHUTE C ACE unxubutop (2,6 % cpeuty 7,9 % pecneKTHBHO). B
KIMHAYHE NPOYYBAHUS MPH NMANMEHTH ¢ aHaMHe3a 32 CyXa Kalllliha o Bpeme Ha neyenre ¢ ACE
uHxubuTop, 19,5 % OT npoyyBaHUTE ML, TONy4aBallld Baicapian, u 19,0 % or nomy4aBamuTe
THA3UIEH IHYPETHK UMAT KallIMLA, B CPABHEHHE C 68,5 % ot nuuara, Jexysanu ¢ ACE nHxuOHTOp (P

<0,05).

TIpumoxeHUeTO Ha BaJcapTaH IpH MALMCHTH C XUIEPTOHUA BOJM [0 MOHIMXABAHE HA apTCPHATHOTO
nangrage 6e3 IOBNMABaHe Ha myiacopara uecrora. IIp NOBEYETO TAMMEHTH CIACAL e JHOKPAaTEH
[lepopayeH IpUeM Ha4alnoTo Ha AHTUXUIIEPTEH3UBHOTO JIEHCTBUE € B PAMKUTE Ha 2 yaca, a IMUKBT Ha
[IOHW)KABAHETO Ha AapTepHalHOTO HajngraHe ce JjocTura B paMkure Ha 4-6 uyaca.
AHTHXHUNEPTEH3UBHAAT eeKT NpoABIKaBa Hall 24 vaca cien npdema. IIpn MHOTOKpaTeH IPHEM
MAKCHMAJHO TOHIKABaHe Ha ApTEpHAlHOTO HaiiraHe MpH BCAKa €iHa OT NO3HIC ce II0CTUra B
paMKuTE Ha 2-4 CeMHUM U C¢ 3aJbpXa B XO/d Ha THITOCPOYHA TeparHd. 3HauYuMO JOITBAHHTEIHO
[IOHMKEeHUEe Ha apTePHaANHOTO HalAraHe C¢ NOCTHra IipH KOMOMHALUA C XHAPOXNOPOTHA3HI.

BHe3anHoTO NIPEYCTAHOBABAHE Ha JICYEHHETO C BAJICApTaH HE C& CBBP3Ba C rebound-XHnepToHHA UIH

¢ APYTH HEXeNaHH KIMHAYKHM CHOMTHA.

[Ipy ManMeHTH ¢ XWICPTOHHA H nuaber THN 2 ¢ MHKpOATOyMMHYpHsA € OTYETEHO, 4e BalcapTad
aMansBa OTICASHETO Ha anbymun B ypunara. IIpoyusasero MARVAL (Miet6, Alpy i
Reduction with Valsartan) oueHsBa HamManABaHETO Ha OTACIAHCTO Ha anOyMUH ‘B ,y@* atg-(UA
sancapran (80-160 mg/nen) B cpapHerye ¢ amyoHnKH (3-10 mg/neH), npu 332 ﬁq;j,

l\.*'.-." e

tun 2 (cpeaHa BB3pact: 58 TOAWHHK; 265 MBXE) ¢ MHKPOANOyMHHYpUA (H{u:_mpmﬁ*é'@
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aMJIOMUIIHME: 55,4 1g/min), ¢ HOPMAJIHO MIH BHCOKO apTepHaNHO HAJATAaHe M Che 3anaseHa OpOpeUHa
byHkums (cepymeH kpeaTurud <120 umol/l). Cnen 24 ceamuun UAE e HaManeHa (p<0,001) c 42%
(-24,2 ug/min; 95% CI: 40,4 no —19,1) ¢ Bancaprat u npubHsuTento ¢ 3% (-1,7 pg/min; 95% Cl: -
5,6 no 14,9) ¢ amyoAMNHH, HE3aBHCHMO OT CXOJHATa cTeeH Ha TNOHMXKEeHHEe B JBETC TI'pYIHU.
IMpoyusaneto Diovan Reduction of Proteinuria (DROP) uscnenpa JONBIHUTENHO epuKacHOCTTa Ha
asncapTaH npH peaynupade Ha UAE npu 391 nauueHTH ¢ xunepronus (AH=150/88 mmHg) ¢ auaber
T 2, anbymunypus (cpesHa crornoct=102 ng/min; 20-700 pg/min) K 3anascHa 6e6peuHa pyHKIMA
(cpemeH cepyMeH KpeaTHHMH=8( umol/1). IMTauueHTHTE Ca pasAOMHM3MpaHH C €IHa OT 3-Te 1O03H
ancaptan (160, 320 u 640 mg/neH) W NeKyBaHH B NPOABILKCHAC Hd 30 cemmunu. llenra Ha
APOYYBAHETO € Ja YCTAHOBH ONTHMAJIHATA /032 BANCApTaH 34 penyunpane Ha UAE npy NauueHTH ¢
xuneprodns W uaber tun 2. Cnek 30 cemMuuUM mpoleHTHaTa npomAHa B UAE e 3HQYMTCIHO
HamaneHa ¢ 36% OT M3XOAHATa CTOMHOCT ¢ BajcapTaH 160 mg (95% CI: 22 no 47%) u ¢ 44% ¢
pancapTad 320 mg (95% CIL: 31 no 54%). Hampaseno e 3aknodenue, 9¢ 160-320 mg pancapTad BOJH
10 KMMHKYHO 3HauuMH peaykiuy Ha UAE 1pu nanuenT! ¢ XUIIEpTOHHA 1 auabeT Tdn 2.

Xuodpoxropomuazuo
OCHOBHOTO MSCTO Ha AeHCTBME Ha THA3HAHHTE AMYPETHIM Ca JUCTAIHMTE H3BHTH KaHa14yeTa B

6B6peka. JlokasaHo e, 4e B OBOpeuHara Kopa CbIIECTBYBA BICOKOA(UHUTETEH PELENTOP, KOHTO €
OCHOBHO CBBP3BAHIO MACTO 3@ THA3HAHMTE JUYPCTHIM H 34 HHXHONpaHe Ha TPAHCIIOpPTa Ha NaCl B
NMCTAMHOTO W3BMTO KaHanye. THasHAHHTE AHYpCTHLH neficrear upes wnxuGupane Ha NatCl-
CHUMIOPTEP, BEPOSTHO Ype3 KOHKypHpaHe 3a MACTOTO 3a cebp3pane Ha Cl-, W Mo TO3W HaYHH
HOBIUSBAT MEXaHMIMKTE Ha eEKTpOIUTHA peabcopOuus: AMPEKTHO MOBUIIABAMKHA EKCKpeLusTa Ha
HaTpWii ¥ XJOPHAH B NpPHOIM3UTENHO €JHAKBA CTENCH M WHAYMPEKTHO 4Ype3 JUYPETHYHOTO CH
NelcTBHE, HaMANABaliK¥ IUIasMeHMa o0eM C MOCTeABallo NOKadyBaHE Hd nasMeHaTa pPEeHHHOBA
aKTHBHOCT, CEKPELIMA Ha QIIOCTEPOH 3aryba Ha KaJuil ¢ ypHHaTa, KakTo H HamajdBaHE Ha HUBald
Ha cepyMHMs Kanuii. Bpw3kaTa peHHH-alAOCTEPOH te Meauupa OT aHroTeH3uH ll, Taka 4e IpH
eHOBPEMEHHO TpUJIaraHe ¢ BajcapTaH PeRyKUHATa Ha CCPyMHUA Kanuii € mo-ciabo H3pa3cHa,
OTKOJIKOTO HAGAH01aBaHATA TIPH MOHOTEPANUA ¢ XUAPOXJIOPOTHA3HA.

5.2. DapMaKOKHHETHYHH CBOHCTBA

Bancapman/xudpoxnopomugaug
CHcTEeMHATa HAMWMYHOCT HA XHAPOXJIOPOTHA3W € HaMajlicHa ¢ OKOJO 30% npu €AHOBPEMEHHO

npuiarase ¢ BancapTad. KuHerukara Ha BajcapTaH He C NOBIMABA 3HAYKTEJHO NPH EAHOBPEMEHHO
npuiaraHe ¢ XHAPOXJIOPOTHA3M, Ha6mogaBaHOTO B3aWMOJEHCTBHE HE OKa3Ba BJMAHWC IIpH
yroTpe6a Ha KOMOMHALMATA BaJCapTaH ¥ XHAPOXJIOPOTHA3HA, ThH KaTO KOHTPOJHPAHH KIMHUYHH
ApOy4BaHys ca MOKa3aiu SBEH aHTUXHUIEPTCH3NBEH edeKT, MO-roNsAM OT IIOCTUTHATUSA NIPH AKTUBHUTE

BEIIECTBA, IPHIIOXKSHH MOOTAETHO WIH IIpH rate6o.

Bancapman

Abcopbyus.

Cnex nepopaiHo IPUIOKEHHEe CaMo Ha BalCapTaH NMHKOBUTE MIIa3MEHH KOHLIEHTpanMK Ha BaJICapTaH
ce mocrurat 3a 2-4 uwaca. CpejaHara abcomoTHa OuoHanuyHocT € 23%. XpaHara HaMaisiBa
excriosuymata (usMepeHa ¢ AUC) Ha BancapTaH ¢ OKOJIO 40%, a MHKOBaTa IUla3MeHa KOHLICHTpallus
(Cmax) ¢ okono 50%, BBNPEKH 1€ OKOIIO 8 yaca cne]l nmpdeMa MIA3MEHMTe KOHIECHTpAalKW Ha
BaJjIcapTaH ca 1ol00HY B rPYNHATE HA MPUEM CJIE[ HaXpaHBAHE M Ha rnaaHo. ToBa NOHMKEHHE  Ha AUC

ofaue He ce MPUAPYKABa OT KIMHAYHO 3HAYNMO HaMaNIBaHC HA TEPANCBTHHHNA eext,
BaJicapTaH MOXKE Jia Ce 1aBa ChC Wi Oe3 xpaHa. P
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Pasnpeodenenue
O0eMBT Ha pasnpenesncHue Ha BAJICApTaH NHpY CBCTOAHHE HAa HACHLIAHE Cliej HHTPABEHO3HO

TbKaHUTe. BancapraH e B ronsiMa crenen CBBP3aH CbC CepyMHHUTE NpoTerHHu (94-97%), npeaumuo che
CCPYMHHUS alOyMHUH.

buomparcghopmayus

Basncapran He ce OnotpaHchopMupa B romsMa CTeNEH, TBH KaTo caMo OKoo 20% OT f03aTa ce
OTKpuBa Kato MeTtaboiutu. B nnasmara e ycranopen XHIPOKCH META0OJINT B HUCKH KOHUEHTPALMH
(mo-manko ot 10% ot AUC Ha BajicapTaH). Toaw metabosut e hapMakoIoOrHyHo HEAKTHBEH,

Excrkpeyus

Bancaptan nokassa MyntuekcnoHeHuuanHa KHHETHKa (t72 ¢<1 yac u t'% B okomo 9 yaca). Bancapran
C€ CIMMHHHpPA NPEIHMHO ¢ dekanuute (0k0a0 83% or 1o3ata) H ypuHata (okojo 13% or 103ata),
{/1aBHO KaTO HEMpPOMEHEHO JiekapcTBo. Cliell HHTPABEHO3HO NPIIOKCHUE TUIA3MEHUAT KIUPBHC HA
BANICAPTaH © 0KoNO 2 l/yac m wHeroBusT 6u6peven KiupbHC € 0,62 l/uac (okoso 30% ot ofmus
KiupsHCE). [0y XHBOTBT Ha BancapTan e 6 yaca.

Xudpoxnopomuazud

Abcopbyua

AbcopbuuaTa Ha XMAPOXIOPOTHASH CIIe]l iepopasiel npHeM e 6bp3a (tmax okolo 2 u), ¢he cXomHH
XapPaKTEPUCTHKH KAKTO NPH CYCNIEH3UATA, TaKa M Npu TabreTHaTa NeKapcTBeHa opMma. AGcomoTHATa
OHOHANMYHOCT Ha XHUAPOXJIOPOTHA3HA cned nepopaieH npueM e 60-80%. Crobuiara ce, ue
CAHOBPEMEHHHAT TIPUEM € XpaHa BOJM KAaKTO IO HAMAISBAHE, TAKA 1 A0 NOBHUIIABAHE HA CHCTEMHATA
HAJIMIHOCT Ha XMAPOX/IOPOTHAZUA B CPABHEHHE C [IDHEM Ha I71a7HO. PasMepsT Ha Tesu edekty He e
FOJAM  # UMa M&JIKO KIMHMYHO 3HadeHue. [lokadBaHeTo Ha cpeaHata AUC e nuueiiHo u e
MPONIOPLUHOHAIHO HA 103aTa B TEPANEBTUMHUA NHATIA30H, I1pn MuOTrOKpaTHO HO3MpanHe HAMa IPOMAHA
8 KHHETHKaTa Ha XMAPOXIOPOTHASH], 2 NPH €HOKPATeH JHEBeH MPHEM aKyMYIauuiaTa € MUHUMAJIHA.

Pasnpedenenue

KnHeTHKata Ha pasmpegeneuue u CIIMHHHpAaHe KaTo LAI0 € OMHCaHa OT GHEeKCNOHeHLMAlHA
$byHKuuA Ha pasnan. [IpusuauuaT obem ua pasnpenenexue e 4-8 I/kg.

Hupkynupamust xuapoxnopotuasuy e CBBP3aH ChC cepymuuTe npoteuHy (40-70%), npegumHO chbe
CEpYMHHs anbymun. XuIpoXI0pOTHA3H CHIO TaKa KyMylMpa B €pUTPOLHTHTE NpHOim3uTenHo 1,8
ITbTH MTOBeYE, OTKOJKOTO B NIa3MATA.

Excxpeyus
I1pu xuapoxnoporuasug >95% or abcopbupanara a03a ce CKCKPETHpa KaTO HENPOMEHEHO BElIECTBO
B ypHHata. BBOpeYHMAT KIMPBLHC ce CBCTOM OT MacHBHA QUATPALMsA M aKTHBHA CEKpelUs B
0bOpeunnre TyOyan. TepMunatausT NONYXHBOT € 6-15 yaca.

Creyuamu 2pynu nayuenmu
Ilayuenmu 6 nanpeonana evspacm
Ilpu wsikon manveHTH B crapuecka BB3PACT ¢ HabMI04aBaHO MaNKO TO-BHCOKO 0610 pasnpezeneHye
Ha BajlCapTaH B CPABHEHHE C MIIAJUTE NALMEHTH, TOBa 06ade HAMA AOKA3AHA KIMHHYHA 3HAYUMOCT.
OrpaHuyeHy NaHHU NPEANONATAT, Y€ CHCTEMHHAT KIMPBHC HA XUAPOX/IOPOTHA3H € HM
MAlUCHTH B CTApYeCKa BB3PACY, 3/paBH WIH C XHIEPTOHHA, B CPaBHEHHE ¢~ Mﬂé_ﬂhﬂﬁﬁw
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Hapywiena 6v0peuna QyHKyUs
[l[py npuiaraHe Ha TnpenophYBaHaTa AR03a HA BaJICAPTAH/XUAPOXJIOPOTHAZH HE C€ HM3HCKBA

KOpHUTHpaHe Ha J03aTa IPH MalUeHTH ¢ KPEaTHHHHOB KJIMPBHC 30-70 ml/min.

Hama HaTHIHM JAHHK 33 [IPUIOXKEHHETO Ha BaJICApTaH/XHMIPOXNOPOTHA3K/ INPH MNalKUCHTH C TEXKKO
6BOpeYHo YBpEXJaHe (KpeaTHHOB KIIMPBHC <30 ml/min) ¥ NALKEHTH, NOUIOKCHHA HA JUAIIA3A.
BancapTaH ce CBbp3Ba BBB BHCOKA CTENEH C MIIA3MEHUTE MPOTEUHH ¥ HC MOXe Aa ObJie OTCTpaHEH
ype3 AHaln3a, JOKATO XUAPOXIOPOTUA3HA MOXKE Jd 6blle OUKUCTEH YUpPE3 ANAIM3A.

BHOpeuHHAT KIMPBHC Ha XHAPOXJIOPOTHA3U] C€ CBCTOH OT NacHBHA ¢uITpauys H 8KTHBHA CEKPELHA
B GsOpeunure TyOymH. Kakto Moxe 1a ce OYakBa NPH BEUIECTBO, YUHTO KJIHPBHC €€ OCHUIECTBABA
nouTH M3Lano oT 6B6penwmte, GBOpeyHaTa GYHKUMA MMa SHAYHTEICH edeKT BBPXY KMHETHKaTa Ha

XUIPOXNOPOTHA3HA (BXK. ToYKa 4.3).

Yeproopobro yspedicoae

B1B (papMaKOKMHETHYHO U3MUTBAHE NPH MALKEHTH C JeKd (n=6) no ymepena (n=5) 4epHOIpOOHA
nUchYHKUMA EKCNO3HLMATA Ha BajCapTaH ce [OBHULIABa NpUOAM3UTETHO 2 MBTH CIPAMO 3/paBH
N0GPOBOJILH.

JIncBaT faHHY 3a yoTpefara Ha BajIiCapTaH NMPH MaliUeHTH C TOXKA qepHOAPOoOHa AMChHYHKIHMA (BX.
touka 4.3). UepnompoOuure 3a0onfBaHHs HE TOBIMABAT 3HATHMO (apMakOKHHETHKATa HA

XUAPOXJIOPOTHA3HA.

5.3, IIpeakAHHAYHA JAHHH 32 6€30MaCHOCT

[loTeHIHANHATA TOKCHYHOCT Ha KOMOWHampATa BajiCapTaH - XUAPOXJIOPOTHAasHA CICA MePOPAITHO
[PUIOKEHNE € M3CJIe]BaHa MPH [UTBX0BE M MapMO3CTKH B NMpOyHBaHH, NPOAB/IKABAIM JO MECT
mecera. He ca YCTAHOBEHHM I@HHH, KOMTO G1Xa MOIIIM JIa U3KIIOHAT NPUIIOKEHUCTO Ha TepaneBTHYHH

[O3H [PH XOpa.

MaMeHeHHATa, NpUYUHEHH OT KOMOHHAUWATa B MPOYUBAaHUATA 32 XPOHMHHA TOKCHYHOCT, € TIO-
BEpPOATHO Ja ca NMpeJN3BUKaHH OT BaJcapTaH. TOKCHKONOTHYHUAT NpHLieNieH oprad € 6p0peKsT, KaTo
peaKlMATa € [0-M3pa3eHa TNpH MapMO3ETHH, OTKOJKOTO TpPH napxoBe. KombOuHanuata BOAH 1O
6BOpeuHo yBpexaaHe (HedponaTHd C TyOynHa Gasodunud, noxayBaHe Ha IUIA3MeHaTa yped,
NNasMeHus KpeaTHHUH M CEPYMHMA Kajlui, yBeM4aBaHC HA o0eMa Ha YpHHATa U €JICKTPOJUTHTE B
ypuHata oT 30 mg/kg/neH BancapTaH + 9 mg/kg/neH XUAPOXNOPOTHA3HA INpH ITBXOBE H 10 + 3
mg/kg/neH npu MapMO3€ETHH), BEPOTHO 110 MEXaHH3Ma Ha HapyllcHa 6n0peyHa xeMoAMHaAMHKa.

IIpu ITBXOBE TE3U KO3H CHOTBETCTBAT HA 0,9 u 3,5 WHTH MaKkCHMAaIIHATA IPENOpBEYBaHa 1032 NpH XOpa
(MITJTX) cHLOTBETHO Ha BANCApTaH W XHAPOXJIOPOTHAHA, HITHCICHH Ha 0a3za mg/m?. [lpn MapMO3ETH
Te3n o3y ceorsercTBar Ha 0,3 ¥ 1,2 MBTH MakcuMajHara rpenopbabaHa 103a P xopa (MITJX)
CBLOTBETHO HA BajcapTaH M XWAPOXJIOpPOTHA3HMM, W3IYMCICHH Ha 6aza mg/m2. (M3uucneHuara c€
OTHACAT 3a TiepopaJiHa 1o3a oT 320 mg/ieH pancapTaH B KOMOMHALMA ¢ 25 mg/IeH XMIPOXIOpOTHASHA

u nageHT ¢ Terno 60 kg.)

Bycokd 10034 Ha KOMOMHAUMATA BajcapTaH — XHMAPOXJIOPOTHa3WI NpeiM3BHKBAT HaMajAiBaHe Ha
ePUTPOLMTHHUTE TOKA3ATEIIH (Opoit Ha EpHTPOLMTHTE, xemornobun, xemarokput, or 100 + 31l
mg/kg/nen nipu nsxose # 30 + 9 mg/kg/nexn npu Mapmosety). ITpH nTbX0Be TE3H JI03H CHOTBETCTRAT
na 3,0 w 12 mpTH MaKCHMAaJIHaTa MpenopbyBaHa 103a MPH X0pd (MITJIX) cBOTBETHO HA BaJICAapPTaH U

XWIPOXJIOPOTHA3N, H3HHCIEHH Ha 6asa mg/m2. [Ipy MapMO3ETKH T€3H JI03M ChOTBETCTBATHA 0,9 u

3,5 BT MaKCHMaiHaTa TpenophyBaHa 103a MpH XOpa (MITJIX) CHOTBETHO, sd =Bk
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XUAPOXJNOPOTHA3KL, M34HCIeHH Ha Oasa mg/m2. (V34rciieHdaATa ce OTHACAT 3a MepopajiHa 7o3a 0T
320 mg/nen BancapTad B KOMOMHAIHUA C 25 mg/neH XUAPOXJIOPOTHA3H/ H TIAIMEHT € TCTJIO 60 kg).

[Tpu MapMO3€TKU ce Habmmo1aBa yBpEXIaHe Ha CTOMAllIHaTa TMrasHia (ot 30 + 9 mg/kg/nen).

KoMGUHAIIMATA CHILO TAKa BOJAM A0 XUIEPIUIA3Hs Ha aepEHTHUTE apTCPHOIA B 6n6perute (pu 600
+ 188 mg/kg/nen npu mupxose w0 30 + 9 mg/kg/neH npu MapMo3eTku). Ilpy MapMO3CTKH JO3HTE
choTBeTcTBaT Ha 0,9 u 3,5 IrbTH MaKCHMajlHaTa NpenopbhYUTEHa 1032 IPH XOpa (MIIJ1X) cbOTBETHO

Ha BaNCApTaH M XHJPOXJOPOTHA3HMA, HUIYHCICHH HA faza mg/m2. I[lpy mIBXOBE TE3U JO3H
CLOTBETCTBAT Ha 18 H 73 ITBTH MaKCHMaJHaTa MpernopbYATe/iHa 1032 IPH XOpd (MITJIX) cBOTBETHO
HQ BaNCAPTAH H XHUAPOXJIOPOTHA3WA, M3UHCICHH HA 6asza mg/m2. (M3uucneHuara c€ OTHACAT 34
repopanHa 103a oT 320 mg//ieH BajiCapTaH B KOMOMHALHA ¢ 25 mg/neH XHApOoXJIOpOoTHAa3NA U NANKUCHT

c Terno 60 kg).

CrioMeHaT#Te 10-rope eeKTd BEpOATHO Ce TbJUKAT Ha BHCOKMTE 103K BajcapTad (6noxupaHe Ha
AHFMOTEH3MH 1I-MHIyLMpaHaTa WHXMOMLMA HA OTACASHETO Ha PEHHH H CTHMYyJlaliig Ha PEHHUH-
npoAyUMpaliy KIeTKH) M ¢€ Ccpelar u IMpy ACE unxuburopure. Tesn NaHHH BEPOATHO HAMAT
[IPaKTHIECKO 3HA4EHHE 110 OTHOIIEHHE Ha TCPaleBTHHOTO NMpUJIOXKEeHYE Ha BajicapTaH MpH Xopa.

KomOuHanusTa BajicapTaH — XUAPOXJIOPOTHA3U] HE € TpoyyBaHa 3a MYTAareHHOCT, XpOMO30MHH
aHOMAJMK HITH KapIMHOTEHHOCT, ThH KaTo JUICBAT N0Ka3aTEICTEA 32 B3aMMOACHCTBHE MEXKIY IBETE
cy6cranuuyu. HesaBucumMo 4e  TeCTOBCTE  Ca NPOBEXNAHM TOOTHENHO 32 BaJcapTaH H
XUIPOX/IOPOTHA3H/, HE €2 YCTAHOBEHH A0KA3aTe/ICTBA 34 MYTareHHOCT, XpOMO30MHH aHOMAIIH 1K

KapLHHOTEHHOCT.

[Ipp mrpxXoBE TOKCHYHM JO3H 32 malikata (600 mg/kg/neH) mo Bpeme Ha MOCICAHHTE IHH Of
GpeMEHHOCTTA M IIepHO]a Ha JAKTallKA ca JOBCIH A0 IO-HHCKA cTereH Ha MpeKUBAEMOCT, N0-cj1abo
Ha/iaBaHe Ha Terno W 3a0aBeHo passuTHE (OTAE/sIHE Ha yHIHaTa MHAd H OTBapsAHE Ha CIIYXOBMS
KaHaT) Ha MOKOJEHHETO (BXK. TOYKa 4.6). Tesu po3u mpu masxose (600 mg/kg/neH) rnpeacTaBiABatT
npubausuTenHo 18 IBTH MaKCHMajHaTa IIpETophHBaHa 034 npy xopa Ha Oazata Ha mg/m2
(M3YMCIEHUATa CE OTHACAT 3a MepopajHa J03a 320 mg/ieH ¥ ¥ TaieHT ¢ Terno 60 kg). Ilpu
OpuUarane Ha BaJICApTaH/XHIPOXIOPOTHA3HUA NIPH IUTHXOBE U 3aiiii ce HaOi0/1aBaT CXOIHY HaXOdKH.
B npoyuBanudTa 32 embpuoderanno pasputie (Dasa I1) nuncBaT AOKA3aTENCTBA 38 TEPATOTCHHOCT
NPy MpHiaraHe Ha BaCapTaH/XHAPOX/IOOPOTHA3MA IpH [UTbXOBE W 3ajilly, BBIPEKH ToBa € OHna
HaGmonaBana GeTOTOKCHYHOCT, CBBP3aHa ¢ MaidNHA TOKCHUHOCT.

6. ®APMAIEBTHYHH JAHHH

6.1. Couchbk Ha MOMOLIHKUTE BELIECTBA
Bvmpewrocm Ha mabiemkama
[lenyno3a, MUKPOKpUCTANTHA
CHIMLYEB TUOKCHI, KonouzeH 0e3B0/IeH
Cop6uron (E420)

Marue3nep kapOoHaT
[TpexenaTHHUPaHO HALICCTE
[Toujon K-25

Hatpues cTeapunymapat
Harpues maypuncyidar
KpocnosupoH (Komnou CL)
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Dumoeo noOKpumue
JlaxTo3a MOHOXHpAT
Xunpomenosa
Maxporon 4000
TuraHoB 110

sesen okcuz, yepser (E 172) (camo npu cretas 80 mg/ 12.5 mg

Ke

6.2. HecLBMEeCTHMOCTH
HenpuioXKuMOCT

6.3. Cpok Ha roHOCT
1 roguHa.

6.4. CrienyHa/THH YCJIOBHA HA CHXPARCHUC

Tla ce cpxpanssa nog 30° C. Jla ce CHXpaHABa B OpUTMHANHATA ONIAKOBKA, 34 Jla ce npelna3y OT Bara.

6.5. JlaHHHU 32 ONAKOBKATA

PVC/PE/PVDC (Triplex)/anyMHHueB OTHCTHP.
Onakosky coabpxauii: 28, 30, 84, 90 punMupay TaONneTKy
He BCcHYKH BUIOBE OIIAKOBKH MOTaT 4 6naaT IycHaTH B TIpoaxoa.

6.6. Crielya/iH{ Npeana3’HH MEePKH NPH H3XBBPJISHE
Hama cneupaniy H3NCKBaHHA.

7. IPUTEXATEJI HA PAZPEHNIEHHETO 3A YIIOTPEBA
ZENTIVA, k.s., Prague, Uemnka Pernybnunka

8. HOMEP(A) HA PA3PEHIEHUETO 3A YHHOTPEBA

9, JIATA HA IbPBO PA3PEHIABAHE/TIOJHOBSIBAHE HA PA3PEIDEHHETO 3A
VIIOTPEBA

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

090919
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