KPATKA XAPAKTEPUCTHKA HA TIPOAYKTA

1. HIME HA JEKAPCTBEHUA ITPOAYKT

Ko-uosan 160 mg/12,5 mg punmupany TalieTsku
Co-Diovan 160 mg/12,5 mg film-coated tablets

2. KAYECTBEH H KOMHMYECTBEH CB{CTAB
Beaka duimupaHa tabierka cpabpxka 160 mg Bancapran (valsartan) u 12,5 mg XunpoXAOpOTHA3HA
(hydrochlorothiazide).

34 OBIHMA CIHCHK Ha IIOMOUIHHUTE BEILECTBA BHKTE TOYKA 6.1.
3. JEKAPCTBEHA ®OPMA

dumMHpana Tabnerka
THEMHOYEPBEHH, OBATHH TabneTky, mamnoband ¢ "HHH" ot enuara ctpana n "CG" ot apyrara.
4. KnuHHYHH JanHA

4.1 TepaneBTHYAH HOKA3aHU
Jleuenne Ha eCEHIMAIHA XUMEPTOHMA TPH BH3PACTHH.

Co-Diovan ¢ukcupaHa 1030Ba KOMOWHALHMA € MOKA3aH OpPH MalFeHTH, YHETO apTePHATHO HAAIaHE HE CC
KOHTPOJIHpPA aZIeKBATHO OT MOHOTEPAIIUs ¢ BAJICAPTAH HIIH XHAPOXJIOPOTHAZHA.

*
4.2 {o3HpOBKA H HAYHH HA NPHIOKEHHAE

osupoexa

[Tpenoprupanara Ao3a Ha Co-Diovan e eana dwimupana Tabnerxa aHesHo. [Ipenoppypa ce HHAHBHIYATHO
TUTpHpaHe HAa AO3MTe HA oTgennWte KoMroHeHTH. [Ipu Beeku cmydall € HeoOxoaumo Ja ce npasu
MOKA4BAlIOTO THTPHApAHE Ha 7I03aTa Ha OTACIIHATE KOMUQOHEHTH, 34 71a €€ HaMan{ PHCKA QT XUIIOTCHHA W
APYTH HEKETaHH PeaKLH.

Koraro e yMECTHO OT KIMWHHYHA [fieqHa Tovka, 6H Morio aa c€ 00CHAM AMPEKTHO MpeMHHABaHe OT
MOHOTEpaus KbM JIe4eHHe ¢ KOMOHHALMA OT (PHKCUPAHH JO3Y IIpH DAUMEHTH, YHETO apTepHasiHO HAaTArane
HE ce KOHTpO/IHpa aJCKBaTHO OT MOHOTEPAIIMg C BajicapraH HIIH XHAPOXJIOPOTHA3WA, MPH YCJIOBHE 4E CC
ClIeIBa MPENOPBUBAHOTO THTPHPAHE HA JO3UTE HA OTACTHHTE KOMITOHCHTH.

Crieq zanouBaHe HA TEPAMHITA TPOBa 1a Ce HANPABH OLEHKA Ha KIMHHYRHA otrosop cnpamo Co-Diovan u
aKO He C€ IOCTHTHE KOHTPOJ Ha apTepHaIHOTO HAJIATaHe, 03aTa MOXE JIa ¢€ MOBHIUMW Ype3 NOBUIIaBAHE Ha
OTAEJIHHTE KOMIIOHEHTH 10 MakcuMasia ao3a Ha Co-Diovan 320 mg/25 mg.

AHTHXHNIEPTEH3MBHUAT €QEKT € MOJYEPTAHO HAJIHYEH Clie] 2 CeAMHULA.

[Ipu nosedeTo MALMEHTH MakcuMalieH eeKT ce Habmoaasa B paMkHTe Ha 4 ceqmuint. HezaBUCHMO OT TOBA,
IPH HSAKOH TALHEHTH MOXKE Ja € HeobxomuMo nevenne 4-8 ceamuny. Topa TpaOBa fia ce MMa NPENBUA MPH
TUTPHPAHETO HA 103aTa.

Hauun na npuiioxcenue
Co-Diovan Moxe f1a ce npyemMa

€3 XpaHa H Tpa0Ba Ja ce npueMa ¢ Boja.

Creyuansy nonyrayuu
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He ce Hanara KOpurupaHe Ha JI034Ta NPH DALMEHTH ¢ JIEKO 10 yMepeHo OB0peuHo yBpexaaHe (CKOpOCT Ha
rnomepyiHata ¢uwrrpaums (GFR) 230 ml/min). ITopany xuapoxsiopoTHa3uaHaTa KOMIIOHCHTA Co-Diovan ¢

TPOTHBOTIOKA3aH NPH MALHeHTH ¢ Texko 6s6peuno yepexaane (GFR < 30 ml/min) u aHypus (8. Touku 4.3,
4.445.2)

Hayuenmu c yepnodpobno yepescoane

IIpy MALMEHTH ¢ KO A0 YMEPEHO YepHoapobHO yBpexaaHe Ge3 xonecTasa J103aTa Ha BaICapTaH He TpsaOBa
na npesuinasa 80 mg (Bx. Touka 4.4). He e ycTaHoBEeHa NpenopbuMTe/HA 1032 3@ XMAPOXJIOPOTHASHA NIPH
MALMEHTH C YMEPEHO O TEXKO YepHONpobHO yBpexnane. [lopanu namuymero Ha sancaprad, Co-Diovan e

IIPOTHBOIIOKA3AH NPH TIALMEHTH C TEXKKO YepPHO/IPOGHO yBpex/laHe HWiIH ¢ OWiHapHa 1Mpo3a | X0J1ecTasa (Bx.
toukd 4.3, 4.4 1 5.2).

Hayuenmu 6 cmapuecka év3pac
He ce manara npoMsiHa B O3HPOBKATA IPH NALMEHTH B CTapYecKa BB3pacT.

Heouampuunu nayuenmu
He ce npenopwuBa ynorpebara Ha Co-Diovan npu neua nox 18 roamsHM, nopajd nauncara Ha JaHHH 33
6e30nacHOCTTA H €QUKACHOCTTA.

4.3 I1poTHBONOKA3ZANHSA
-  CBPBXUYBCTBHMTENHOCT KBM AKTHRHOTO BEILCCTBO(a), APYFH CYyIpOHAMIAHA NPOUIBOIAHH Wik
KBM HAKOE OT MOMOTIHUTE BEMIECTBA, ONIMCAHH B TOUKA 0.
-  Bropw ¥ TpeTH TpuMecTEp Ha OpemennocTra (ToukH 4.4 H 4.6).
- Texko yeproApPOOHO yBpeXAaHE, OMIIMAPpHa LUPO3a U XoJIecTasa.
- Texxo 6B6peuno yBpexaade (kpeaTHHUHOB KIHpEHC <30 ml/min), aHypus.
- PedpakropHa XMIIOK&IHEMHES, XUIIOHATPHEMHUS, XHIICPKATIUMEMHs i CUMITTOMATHYIHA
XHICPYPHKEMHSA,
- EnnoepeMenHaTta ynorpeba Ha Co-Diovan ¢ aJMCKHpeH-ChABPXAILM MPOAYKTH ITPH NALKCHTH CBC
saxapes avabet wiu 6s6peuno yepexaane (GFR < 60 mlV/min/1,73m?) (Bx. Touku 4.5 1 5.1).

4.4 CoennajHH OpeaAYIPEeRICHH H NPeINa3HA MepKH NPH ynorpeda

[IpoMeHH B HUBATA HA CEPYMHUTE €AEKTPOJIHTH

Bancapman

EnnoBpeMenHara ynorpeda ¢ KanmeBd J00aBKH, KaIMU-CHXPaHABAIN NHYPETHIH, 3aMCCTHTEIH Ha CONTA,
CHABPKAILN KAJHi, WIM APYrd JIEKAPCTBEHH MPOAYKTH, KOHTO OMXa MOITIH /]a HOBHINAT HMBATA HA KaJIHH
(xenmapuH M T.H.), He ce npenopbusa. CTOWHOCTHTE Ha Kajiug TpaOBa Ja ce MOHHTOPUPAT CHOTBETHO.

Xuopoxnopomuasuo

[Ips nedeHue ¢ THA3MAHU AUYPETHIHM, BITIOYHTENHO XMAPOXTOPOTHA3MA, C€ CHOOMlABa 3a Cily4ad Ha
xunokainemus. [Ipenoprkusa ce 4ecTO MOHHTOPHPAHE HA HUBATA HA CCPYMHHSA KagHid. JledeHneTo ¢ THa3HAHH
NMYPETHLIM, BKIIOYATENTHO XUAPOXJIOPOTHA3HA, CE CBBP3Ba ¢ XHIOHATPHEMHA H XHIIOXIOPCMUHA ankalio3a.
TuazuauTe, BKIIOYMTEIHO XHAPOXJIOPOTHA3H], TOBHINABAT €KCKPELMsiTa Ha MarHe3uH B ypHHATa, KOETO
MOXKe 12 JOBeAE N0 XHITOMardesneMusa. EXCKpennaTa Ha KajllMi HaMansaea noJ BIMAHHCTO Ha THa3HAHHUTC
OHypeTHLH. ToBa MOXKe Ja AOBEC JIC XMIePKAILIHEMHS.

KaKTo npH BCMYKH MALKMEHTH, 0Ty4aBalld JHYPETHUHO JCHEeHHE, € HEOOXONUMO Ha IIONXOAALIM HHTCPBAIH
OT BpeMe J1a Ce OCHINECTBABA ONpE/IeNITHE HAa HUBATa Ha CEPYMHHTE €JIEKTPOSIITH.

IlaupeHTH ¢ HATpHER W/ WAH 00eMeH JepHUMT
[MammenTHTE, MONYYaBalld THA3MAHH AUYPETHIIH, BKIIOUHTEIHO XHAPOXJIOpPOTHA3
HaGJII0aBAHH 34 TIOSBA HA KIIMHUYHY TPHU3HALIA HA BOJICH HMJTH €JIeKTPOIUTEH JHCO

[Ipy maiMeHTH ¢ TEXBK HATPHEB W/HNH o0eMeH NEhHIMT, KaTo Te3HW, KOHTO
AAYPETHLH, B PeIKH CiydaM ¢jiej 3anouBaHe Ha TepanHd ¢ Co-Diovan Moxe Ja



xunoToHHA. HatpueBuaT W/ o6eMuuaT AepUUMT TpadBa Aa ce KOPHUIHpa NpeAy 3alo4yBaHe Ha JCUCHHETO
¢ Co-Diovan.

TanpenTy ¢ TeXKE XPOHMYHA,_ChpPAEYHA HEAOCTATHUHOCT WM JPYTH CHCTOAHMA, NPH KOWTO ¢ HATULC
CTUMYJIalidd Ha CHCTEMATA PEHHH-aHrHOTCH3HH-aJIIOCTEPOH

IIpu nmaumeHTtd, yuato 6uOpeuna GpyHKUMA OM MOrna Aa 3aBHCH OT aKTHBHOCTTa Ha CHCTeMara PCHHH-
AHMHOTEH3HH-AI0CTEPOH (HAMp. NALMEHTH C TEKKA 34CTOWHA CHPAEYHA HEZOCTATBYHOCT), JEHCHHETO ¢
HHXUOHTOPH HA AHTHOTEH3HH-KOHBEPTHPAIMSA €H3HM CE CBBP3Ba C OJIHIYPHS H/IIH IPOrpecHpaila a30TeMMs
1 B PEJIKH CIIy4aH ¢ ocTpa Op0peuHa HeAOCTATEYHOCT H/HITH CMBPT.

OresKaTa Ha MAMEHTHTE ChC ChPASYHA HENOCTATEUHOCT WM cliefl fpeKapal MHOKap/eH WH(papKT BUHATH
Tps6Ba 1A BIUTIOUBA H OLEHKa Ha 650peunara (pyHkuus. [Tpunoxennero Ha Co-Diovan Mpy HAaLKEHTH ¢ TEKKA
XKPOHWYHA CHEPAEUHA HEAOCTATHYHOCT HE € IPOYUBAHO.

CrenoBaTelIHO HE MOXKE Ja C€ H3KIIOUH, Y€ Mopagd MHXHOHpaHe Ha CHCTeMara pEeHHH-aHMHOTCH3NH-
anpocTepoH npunaratero Ha Co-Diovan Moxe 1a 65e CBBp3aHo ¢ yBpeskaaHe Ha 60peuHara (yHKIHA. Co-
Diovan ge TpsabBa ga ce mpujaara npu Te34 NaLHEHTH.

Crenosa Ha OK0peyHa apTepus

Co-Diovan He TpaOBa aa ce npunara 3a JIEUCHHE HA XUNCPTOHHMA NpH TIALMEHTH ¢ €QHOCTpaHHAa HIIH
ABYCTpaHHA CTEHO3a HA 6LOpednHTe apTepHH HIIH CTEHO3a Ha apTepHs HA €NHHCTBEH OBOPEK, Thi KaTO NpH
TAKWBA NTAITHEHTH € Bh3MOXKHO TIOBHINABaHe HA CTORHOCTUTC HA CEpYMHUTE HHUBA Ha yped H KPCaTHHHH.

IIEpRHUeH XHNEPATIOCTEPOHHIBM
[MaipeHTHTe C ITBPBHYEH XHUMEPATIOCTEPOHU3BM He TpaGea na ce nekysaT ¢ Co-Diovan, ThH KaTo TAXHATA
CHCTEMA PEHHH-AHTHOTEH3HH HE € aKTHBHpAaHa.

AoOpTHA 1 MATPAIHA KIAITHA CTeH03a, xuneprpoduina 00CTpYKTHBHA KApAHOMHOTATHA

KakTo nps BCHYKH APYTH Ba30JHIATATOPH € HeoOXomuMo 0co0eHO MOBULICHO BHHMAHHME NMpH NALUCHTH,
CTpAJALIX OT a0PTHA WM MUTPAIHA CTEHO3a WIH OT XunepTpoduyHa 00CTPYKTHBHA

kapauomuonarusa (OXKM}.

brOpeuHo yBpeKAAHE

He ce Hanara KOpPUrHMpasHe Ha 703aTa NPH NALMEHTH ¢ OBOPEYHO YBPEX/IaHe i KPEaTHHHHOB KIUpBHC 230
mi/min (Bx. Touxa 4.2). TlpemopwsyBa c€ NEPHOMMYHO MOHHTOPHPAHE HA CCPYMHMTC HHBA HA KanuM,
KpeaTHHMHE M TIHKOYHA KMCEJIWHA NpH npuiarane Ha Co-Diovan nmpy HaHHEHTH ¢ OBOPEeTHO YBpekKAaHe.

bEnOpedna TpaHCILIaHTALHS
Jlo TO3M MOMEHT HAMa HATpyIaH ONMT MO OTHOIEHMe Ha OGesomacHaTa ymorpeba Ha Co-Diovan mpu
NalMEeHTH, NpeKapaiy Hackopo 0s0peuyHa TpaHCIIAHTALHA,

YepHoapoOHO YBpEeXKIaHe

[Ipu nmandeHt ¢ JeKo A0 YyMepeHo uepHoapobHO yBpexkaaue Oe3 xonecrasa, Co-Diovan TpAOBa 11a C€
yIoTpe6sBa ¢ NOBHILCHO BHUMAaHuMe (BK. TOYKH 4.2 1 5.2). THasuaHuTe AuypeTHIy TPAOBa Ia CC NpHIIArarT ¢
BHMMaHHE TIPH NALACHTH ¢ YBpeaeHa YepHORpoOHa QYHKUMA K MporpecHpalno 3a0osBaHe Ha YepHA apod,
Thii KATO MATKH MMPOMEHHU BB BOJHO €IEKTPOJIHTHUS Gajlac MOXKe /1a MPenr3BHKA YEPHOAPOOHA KOMA.

AHaMHe34 3a aHrHoeem
IIpy nanMeHTH, JNEKYBAHKW ¢ BaICAPTAH, €4 JOKTAJBAHH CIy4aW HA AHTHOCIAEM, BKITIOYUTETHO OTOK HA
NapUHKCa M TJIOTHCA, NPHYMHABAIIK OOCTPYKIMSA Ha [UXATE/IHWTE NMBTHINA W/HWIM [OAYBAaHC HA JIHLETO,
yeTHUTE, dbapMHkca W/id €3uka. Hakod OT Te3H NMalUeHTH ¢a W3ABABaJIM MPEeaH TOBA aHTHOCACM OT APYTH
JekapcTea, BKMoYuTeTHO ACE-unxuburopH. Hpu Bb3HHKBAaHE HA aHFHOAEM ITPUEMBT Ha a0Ba
7la ce IpeyCTaHOBH He3abaBHO M Ja HE ce mpwiiara NoBTOPHO (BKX Touka 4.8).

CHcTeMeH TYIYC EPUTEMATONEC




Crobmagsa ce, ye THA3UIHHTE AHUYPETHIH, BKIIOYMTEIHO XHIAPOXIOPOTHA3U, MOoraT Ja 00OCTPST WM Ja
aAKTHBHPAT CUCTEMEH JIYIYC EpUTEMATO/IEC.

Hpvra MeTabonHuTHH HApYIIEHHS

TrHasHAHKMTE AHYPETHLH, BKTIOUYHUTEIHO XHAPOXIOPOTHAZH, MOTaT jla HapyllaT [JIFOKO3HHA TOJICPAHC H Ja
MOBHIIAT CEPYMHHTE HMBA HA XOJECTEpOsl, TPHIIMUEPUAN U MHKOYHA KHCenuHa, Ilpu nalmenTy ¢ auaber
MOXKE a € HeOoDXOAMMO KOPMIMpaHe HA J03aTa HAa MHCYJIMHA HJIM HAa TEpOpalHOTO XHIMOTJIMKEMHYHO
cpencTso. THAZHAHMTE QUYPETHIIH MOrarT a MOHMKAT eKCKPeLMATa Ha Kalluk B ypyaHaTd H A3 ROBeAaT A0
MHTEPMUTEHTHO JIEKO TOBHIIABAHE HA HUBATA HA CEPYMHMS KAJILMH TPHU JIMIICA HAa YCTAHOBCHO HAapyLUCHHE
Ha KalouesHs MeTaboam3bm. HM3paseHara xunepkaiupeMHs MOXe [& € JOKA3aTeJICTBO 3a [OAJICHKALL
XHIEpNapaTHpeOnan3bM. IIpMEMBT Ha THA3HAHH uypeTHLM TpsabdBa Ja Obae NPEKparcH Ipend
MPOBEXKAAHETO Ha H3C/ICABAHKS HA MAPaTHPCOUAHNTE PYHKIHH.

MDOTOUYBCTBHTEAHOCT

Cp0o0IIaBa ce 3a CiTyuaH Ha peakliiy Ha QOTOUYRCTBHTEIHOCT P NPUAEM HA THAHAHH AHYPCTHIN (B, TOUKA
4.8). Axo peakupaTa Ha GOTOUYRCTBHTEIHOCT BE3HHKHE B XO/4a HA JIEYEHHCTO, CE MPenophiBa CIIMPAHE Ha
JeYeHUeTo. AKO ce cuMTa 3a HeoOXOJAMMO IOBTOPHO NpUilaraHe Ha AXYPETHKA, C& NpEenopbiusa 3alluTa Ha
00JIaCTHTE, H3M0XKECHH Ha CIbHIE WIH H3KycTBeHa UV A cBeTiiMHa.

bpeMeHHOCT

He tpasa na ce 3ano4sa jieueHue ¢ anruoTensun II peuentopuu Giokepu (APB) no Bpeme Ha OPEMEHHOCT.
OceeH ako npoge/DKHTENHATa Tepamus ¢ APb ce mpenienn kaTo ChNIECTBEHA, JICYCHHETO HA MALIMCHTKH, KOHTO
NJIaHyBaT OpeMEHHOCT, TpAOBA a Objie 3aMEHEHO C ATEPHATHBHO AHTUXHUIICPTCH3UBHO JICUCHHE C YCTAHOBCH
npobwt Ha Ge3oacHOCT 3a ymoTpeba no Bpeme Ha GpeMeHHocT. IIpH ycTaHOBABaHE Ha OPEMEHHOCT
snevenneTo ¢ APE TpabBa me3abaBHO fa c€ NPEYCTAaHOBH M Ja C€ 3alMoyHe aJITEPHATHBHO JIEMECHHE, aKO €
noaxonamo (Bx. To4kH 4.3 w 4.6),

Obum

HeobxoauMoO € MOBHIISHO BHHMAHWE IpH MALMEHTH ¢ IIPEAIIECTBAINA CBPBXTYBCTBHTCIHOCT KbM APYTH
anruoteHsHH Il peuentopau 6nokepr. PeakMHUTEe HA CBPBXUYYBCTBHTETHOCT KBM XHAPOXIOPOTHA3HA €A 110-
BCPOSITHH TIPU MALMSHTH, CTpajaliuM OT aJieprys WIH acTMa.

XopoHMaaneH W3AKB, OCTPa MHOTIHA H BTOPHYHA OCTPA 3aKPHTOBIEAHA IIAYKOMA

Xuapoxsoporuazsl, kato cyapoHaMu, ce CBbP3Ba ¢ HAHOCHHKPATHYHA peakuus, BoJCIIA A0 XOPOHIAICH
HITHB ¢ JAe(eKT Ha 3PHTENHOTO T110J€, OCTPa IIPEeXOJHA MHOIMMA H OCTpa 3aKPHTOBIBIHA TNAyKOMa.
CHMITTOMMTE BKJIIOUBAT BHE3AIMHO CHJIHO HAMAJIeHa 3pHTesIHA OCTPOTa Wi 60/Ka B 04MTe H OOHKHOBEHO CE
NOABABAT B PAMKHTE HA HAKONKO 4aca /IO CEAMHALM OT 3amouBaHe Ha nedenuero. HenexkypaHata OCTpa
3aKpUTOBI'b/IHA [J1aYKOMAa MOKe 1a ZOBEAE A0 NOCTOSHHA 3aryba Ha 3pEeHHETO.

Tepanuara ¢ XHAPOXIOPOTHA3HL TPAOBA Ja CE€ MPEKPaTH BB3MOXKHO HaW-Obpz0. Moxe 5a ce HalokH
He3a0aBHO MeIMIMHCKO WTH XHPYPrHYHO JIEUEHHE, KO BETPEOYHOTO HANAraHe HE MOXKE N1d C€ KOHTPOIHpA.
PuckosuTe (hakTOPH 3a pa3BUTHE HA OCTPA 3aKPHTOBIBIHA ITIAYKOMA MOKE JIa BKJIIOYBAT HPCUIITHO JICUCHHE
CHC CYJIDOHAMM/IH WIH aleprus KbM IICHHLIHIIHAH.

JIBoiiHa 6n0oKaga HA PEHHH-AHIHOTEH3HH-A/LTIocTepoHoBaTa cuctema (PAAC)

MMa naHHu, Ye efHOBpeMeHHaTa yrorpeba Ha ACE-unxu6uropy, aHrHotensut Il-peuenrropHy O1oxkep HitH
ANMCKAPEH MOBHIIABA PHCKA OT XHIIOTOHHMA, XMIepKaJHeMus M HamansdsaHe Ha OwOpedsara QyHKLMS
(BKITIOMHTENHO ocTpa GBOpeuHa HemocTarbuHoct). Ilopaau Tosa He C [PEeNophYBa ABOWHO ONIOKHMpaHE Ha
PAAC upes koMGuHupanata ynorpeba Ha ACE-UHXWOHUTOpH, aBrHOTEH3HH II-peuenTopHy OIOKepH WM
anucKHpeH (Bix. ToukH 4.5 u 3.1).

Axo ce IpeleHy, Ue TepanuaTa ¢ ABoiHOo OIokupane € abcoaoTHO HeOOX0AHMA, TOBA _:.;--'-aa
110/ HAOJIFOJICHHETO Ha CHELHAMMCT M NPH 9eCTO BHHMATE/NHO MOHMTOpHpaHe Ha On@pt *
CJICKTPOJTMTATE K KPHBHOTO HaJATaHE.
ACE-unxuburopy  anrnorensus Il-peuenropuy 6nokepu He TpaOBa aa ce M3II0N3
TIAIMAEHTH ¢ JuabeTHa He@poraTus.




HeMenaHoMeH paK Ha KO)KaTa
B 1Be emMAeMHOJOrMYHHA MOpOYYBaHHS, OCHOBABAaIIM €€ Ha AATCKHA HAUHOHANEH pPAaKOB PETHCTHP, ©

HaGII0IaBaH MOBMIICH PHCK OT HEMeTaHOMEH pak Ha koxata (HMPK) [GazanHokrerpueH kapuuHOoM (bKK)
# ckBaMoshokinerbded KapumHoM (CKK)] npu nHapacTBamia €KCIO3WHMA HA KyMy/laTHBHA 1033
xuppoxiaopotHasun (XXT3). ®oroceHcnbuamnpamuTe epeKTy Ha XXT3 MOrar a AefcTBaT Karo BeposSITEH
MEXaHu3EBM 3a pazsutue Ha HMPK,

[NampenTHTe, TPUEMAIH XHAPOXJIOPOTHAsHA, TpaGea na Gbaar mubopmupamu 3a pucka or HMPK n
CHBETBAHH PeOBHO 114 IPOBEPSBAT KOXATA CH 32 HOBH JIe3WH H He3alaBHO fa cboOIaBaT IIPH HOABA3 Ha
MOAO3PHTENHH KOXCHH Jie3un. Ha naumenrre Tpa6Ba /1a ce MpernopsiaT BE3MOXKHH NPEBAHTHBHH MEPKH, KaTO
OTpaHMYEHO HM3NAraHe Ha CIIHHYEBA CBETJIMHA U YITPABHONETOBH Jb4M, & B CIy4aH Ha CKCIO3HIHA,
MOAXOAAIIA 3AIIUTA, 33 J1a C€ CBEIC N0 MUHHMYM PHCKLT OT paK Ha KOXKaTa.

Tofo3pHTeIHHTE KOXKHM Jjleanm Tpsabsa jga ObOAaT NMOAIOKEHM HAa He3abaBHO H3cielBaHe, NOTCHIHAIHO
BKIOYBAILO XHCTOJMOTMYHM M3cje/Banus Ha Guoncvunu marepuand. Ilpepasriexnane Ha ynorpedara Ha
X XT3 Moke [1a ce HATOXKH W TIPH MANUeHTH, KouTo ca umanu npeaxoaeH HMPK (Bx. cbiuo Touka 4.8).

Oc¢tpa pecnypaTopHa TOKCHYHOCT
Cnen npueM HA XUAPOXIOPOTUA3HA CE cbODILABAT MHOTO PEAKHM TEXKH CIyyad Ha OCTpa pecrupaTropHa

TOKCHYHOCT, BIUTIOHHTENHO OCTHp pecnuparopen mmcrpec cumapomM (OPIC). Cnea mpuem Ha
XHAPOXIOPOTHA3H OOMKHOBEHO ce pa3suBa 6enoapofeH OTOK B paMKHTE Ha MUHYTH 10 YacoBe. B Hauanoro
CHMITTOMHTE BKNIOYBAT AMCIHES, NOBMIICHA TeMIlEpaTypa, RjolllaBase Ha OenompobHara QYHKOMA H
xunotonua. [Ipu cbmHenue 3a OPJIC TpsabBa Aa Obae cnpsd NpUeMBT Ha BantpukoM M 12 ¢ MPHIIOXKH
MOOXOMAIIO JeueHue, XuapoxXaopoTyasu He Tpadsa Ja ce mpujara Ipy MauMEeHTH, KOHTO IPEAX ToBa ca
nonyuasand OPJIC cnen npueM Ha XWapOXJIOPOTHA3HL.

4.5 BzanmoaeiicTBHE ¢ IPYTH JeKapcTBEHH IPOAYKTH # APYrH POPMH HA B3aHMOACHCTEHE

BaauMoneiAcTBHA, CBBP3AHM ¢ BAJICAPTAH U XHAPOXJIOPOTHAZHA

He ce npenopvuea eonospemenna ynompebd

Jumuu

O6paTUMO MMOBHINABAHE HAa CEPYMHHTE KOHLEHTpAlHY Ha JMTHH W TOKCHIHOCT ca cbOOIIEHH TIpH
eNHOBpeMeHHaTa ynorpeba ma mmrmii ¢ ACE-nHxuburopy, aHrHoteHzuH ll-penentophu Omokepu WIH
TUA3HIHY AHYPETHLM, BKIIOUMATENHO XMAPOXJIOopoTHazui. TrH KaTO THA3UIHWTE NHYPETHLUH HamajiiBat
OLOpeYHHS KNHPHHC HA JHTHI, ce TPeAnoaara, 9€ pucKbT OT IMTHEBA TOKCHIHOCT MOXE 13 ObJle MOBHILEH
nomeiauTento ¢ Co-Diovan. TIpenoprusa ce BHUMAaTENHO ClIeACHE HA CEPYMHHMTE HMBA Ha JIMTHH, aKko Ce
NpeucHH, e KoMOMHAMATa € HeoOX0 M.

Heobxo0umo e nosuiueno snuManue npu eonoepemMenna ynompeba

Jpyzu anmuxunepmen3uety acenmu

Co-Diovan Moske Ja TIOBHIIH e(HKACHOCTTA HA APYrH JIEKapCTBA ¢ AHTHXHMIICPTCH3HBHH CBOHCTBA (Hanp.
rBaHeTHAMH, METHIIoNa, Bazoaunataropd, ACE HHXuOHTOpH, aHrHOTEH3UH PELENTOPHH onoxepu (APD),
Geta-6I0KepH, KATLHMEBH aHTATORHCTH) U TMPEKTHA peHHHOBH HHEXuOMTOPH (JIPH).

IIpecopnu amunu (Hanp. HOpadpeHanuH, AOPeHATUH)
BB3MOXKHO € HAMAJISBaHE HA OTFOBOpPa KbM NPECOPHH aMUHHM. KNHHHYHOTO 3HAYCHHE Ha TO3M eeKT ¢
HEYCTAHOBEHO W HEIOCTATHYHO, 4e J1a OBaT COpeHH.

Hecmepouonu npomusosvananumennu cpeocmea (HCIIBC), exntouumenno Celekmushu COX-2 unxubumopi,
QUEMUACAIUYUNOBA KUCerund >3 g/dnesno u necenexmuenu HCIIBC

HCITBC wmorar Oa oOTciaabAT aHTHXUOCPTEH3HBHUA E©(EKT KAKTO HAa AHTHOTEH3HH
AHTATOHMCTH, TaKa HW HAa XWAPOXJOPOTHA3HIa MpH €JHOBPEMEHHO NPUIOXKE
eaqHoBRpeMeHHOTO mpwnarane Ha Co-Diovan u HCIIBC moxe jna AOBeAe IO BIIOLIQEN
GyHKUMA [OBHIIABAHC HUBaTa Ha cepyMHHMA Kammid. [lopagu TOBa C€ MpEnopsb
6b0peuHaTa pyHKIMS B HAYATIOTO Ha IEYSHHETO, KAKTO H aJIeKBaTHA XWApaTauHsa Ha

...f-‘\-u. -
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B3agpMoncicTBUS, CBBP3AHM ¢ BasicapTaH

soiina 61oxada na perun-auznomenzun-andocmepongsama cucmema (PAAC) ¢ APD, ACE unxubumopu uiy
AAUCKUpeH

JlaHHH OT KIHHHYHH 0OPOYYBAHHA II0KA3BAT, de [BOHHOTO OJIOKMpaHE HAa PEHHH-AHTHOTEH3HH-
anpocTeponosaTa chctema (PAAC) upes komGuHHpaHara ynorpeba Ha ACE-HHXHOHTOPH, aHTHOTEH3HH I1-
peLenTOPHH GI0KepH WIH ATMCKHPEH Ce CBBP3Ba C [0-BHCOKA YECTOTA HA HEKeTaHH CLOUTHS, KaTO HanpumMep
XUNOTOHUS, XUTIEPKANMEeMHs ¥ HaMmangBane Ha ObOpedsata GyHKUMS (BINOUMTENHO ocrpa Ondpeuna

HEJIOCTATBYHOCT), B CPAaBHEHHE ¢ yroTpebara caMo Ha eJHO CPEICTBO, ACHCTBALLO BbPXY PAAC (BXK. TOYKH
43,44 u5.1).

He ce npenopvusa ednospemenna ynompeba

Kanuii-coxpannsawyu Ouypemuy, kanueéu O0BAsKU, 3aMeCTnumenu Ha COma, CoObPICaiU KaAUH U opyau
cybemanyuu, KOumo 6uxa Mo2au Oa NOSUMAm HUEAMA KA KANUY

Axo ce npeleHH, Ye € HeoOXO0UM NIeKapCcTBREH IPOJIYKT, KOMTO 3acAra KajlueBHTE HHUBA B KoMOHHaIMg C
BAJICAPTAH, NPENOPHUYBA CE CIEAEHE Ha TUIA3MEHNTE HHBA Ha KaJIMH.

Tpancnoprepu

WH BHTPO ANAaHHH MOKa3BaT, Y& BajcapraH € CyOCTpaT Ha TPaHCMOPTEPUTS 33 yepHOAPOOHO 3axBanaHe
OATPIB1/OATPIB3 u Ha yepnoapobnus eduyke tpancroprep MRP2Z. KnMHUYHOTO 3Ha4CHHC Ha Ta3H
HAXO0JKa He € H3BeCTHO. EJHOBPEMEHHOTO NPUIOKEHHE Ha HHXHOHTOPH Ha TPAHCTIOPTEPUTE 34 3aXBAILAHC
(Harp. pEaMIMH, LUHKIOCTIOPHH) WIH Ha edIyke TpaHCHopTepuTe (HAIp. PUTOHABHP) MOKE /@ MOBHLIIH
CHCTEMHATA eKCIIO3HLIMA Ha BIicapTay, [IpeanpueMere NOAXOMANIM FPHAKH IPH 3aMOYBaHC WK IIPEKPATABAHC
Ha CBHITBTCTBAUIO JICUCHHUE C TAKHBA JICKapCTBa.

JTunca na s3aumooeicmeust

[Tpr mpoyusaHHMA 3a EKAPCTBEHH B3aHMOJEHCTBHA ¢ BajACapTaH HE Ca yCTAHOBCHH KIMHHYHO 3HAMHMU
E3aUMOICHCTRUA MEXAy BaJicapTaH H HAKOe OT CIACJAHHTC BCIIECTBA. IMMCTHAHH, Bap(apuH, QypO3CMHI,
TMTOKCHH, AaTEHONOJI, MHIOMETAUWH, XHAPOXIOPOTHA3HH, AMIIOJHNHH, IiMOeHKIamuA. JIMrOKCHH H
HHIOMCTAlIMH MOTAT Ja B3auMOJEHCTBAT C XWAPONXJIOPOTHAa3WJHATa KOMIIOHCHTA Ha Co-Diovan (Bx.
"B3auMoAeHCTBHA, CBBP3aHH C XHAPOXIOPOTHAZHA ).

B3aumMoieicTBHA, CBBP3aHU ¢ XMIPOXAOPOTHA3HI

Heofx00umo e nosutueno eHuManue npy eOHoBpeMeRna ynompeba

Hexapcmeenu RPOOYKMU, NOGAUAGALYY HUBOMO HA KA.

XUnokanueMHIHMAT edekT Ha XUAPOXJIOPOTHAZHAA MOJKE [1a ¢€ TIOBHUIM [TPH €AHOBPEMEHHOTO IIPHIOKCHHC
HA KaJdui-ryOemp IUypeTHiM, KopTukocTepomiy, Jjakcatusd, ACTH, amdorepuimy, KapOEHOKCOJIOH,
NeHUITHE G, CATHLIMIIOBA KMCEJIHHA H IPOH3BOJHHTE H.

AKO € HEeoOXOJMMO TNpeANyCBaHETO HAa Te3H JIEKAPCTBCHH MPOAYKTH €IHOBPEMCHHO C KOoMOUHANHATA
XHPOXIOPOTHA3MI-BANICAPTAH, C€ [IPENOphYBa MOHMTOPHPAHE HA IUIA3MCHWUTC HHBA Ha Kajiud. Tezu
NEKAPCTBEHHA TIPOAYKTH MOTAT [a NOTCHUMPAT ederTa HA XUAPOXIOPOTHASH BHpXY CCPYMHHA Kajiid (BK.
To4ka 4.4).

Jexapcmeeny npodyKniu, Koume Mozam 0a npedussuxam torsades de pointes

[opagy pUCKa OT XMIIOKAIMEMHS XHAPOXJIOPOTHA3H] TpAOBA Ja Ce Mpriara ¢ NOBHHICHO BHUMAHHC IIPH
eAHOBPEMEHHO NPUIOKEHUE C JIEKAPCTBEHHU [IPOAYKTH, KOUTO MOraT NMPEAHU3BHKAT torsades de pointes, Hait-
Bede Kiac la v kaac 111 agpTHApHTMULIY W HIKOH aHTHICHXOTHIH.

Jexapcmeenu npooyKmu, ROBAUABAUIU HA CEPYMHOMO HUBO HA HAMPUU
EdexkTpT Ha XHIOHATPUEMMS Ha JHMYPETHIMTE MOXE Aa ¢ 3aCHIIH NpH ¢AHOBPCMCH
JIEKAPCTBA, KATO aHTHACNPECAHTH, AHTUIICUXOTULM, aHAHEIIAIAITHIIN | T.H. Heobxod
MPOABIDKHTENHO JICYEHUE € TE3H JIEKapCTRa.

Huzumanucosu 2auxo3uou



THasua-uHAYLIHpaHa XBIIOKAIMEMHA HITH XHIIOMAarHe3HeMHs MOrat a ce H3ABAT KaTO HEXCIaHH PCAKIIHH,
VICCHABAHKH HAYAIOTO HA JUTHTATHC-HHAYHHPAaHH ChPACYHH APDHTMHU.

Kamuesu conu u sumamun D

[IpunaraHeTo Ha THa3UIHM AMYPETHLHM, BKIFOUHMTENHO XMAPOXIOPOTHA3U/, ¢ BUTAMKEH D WM ¢ KallHUCBH
COJIM MOYKE [ia TIOTSHIMpa TOKAaYBaHETO HA CEPYMHHSA KaniuHMH. EMHOBPCMCHHOTO NPUNOXKEHHT HA THA3SUICH
TUN JHYPETHIIH C KAJIIMEBH COJIM MOXKe Ja Jl0Bejie 10 XHNepKAIMEMHUs IIPU NaLUMEHTH, IPEAPA3NON0KCHH
KbM XHUICPKATIMeMusi (Hamp. XHIEPHapaTHPEOAM3bM, 3TOKaueCTBEHO 3a0onfBaHe HMH CHCTOAHHA
OTIOCPEICTBAHM OT BUTaMHuH D) ypes NoBHIIaBaHe Ha TyOy/HaTa peadbcopOLMs Ha KaJILKA.

Anmuouabemuu rexapcmea (nepopainy Cpeocmea i UHCYAuH)

THasWAHWUTE TUYPETHLH MOXE 4 OKAKAT BIAMAHHE BHPXY [JHOKO3HHS TojlepaHc. Moxe Aa € HeoOXOMHMO
KOPUrHpaHE Ha JO3MTE.

Mer¢dopmus TpsAOBa Jia ce nprHeMa C NOBHIIICHO BHUMAGHHE TOPaJH PUCK OT JaKTaTHa alpao3a, HHAYHUHpana
OT Bb3MOJKHA QYHKIHOHAIHA 6B0peYHa HEJOCTATPYHOCT, CBBP3aHa ¢ XHAPOXITOPOTHAZHA.

Fema-6noxepu u ouazoxcuo

EHOBPEMEHHOTO IPHIIOKEHHE HA THA3WIHH JAYPETULH, BIITFOUHTEIHO XHAPOX/IOPOTHA3HA, H OeTa-6moxepr
MOKE [Ja NOBHILH PHCKA OT XHUMEPrIHKeMHs. THa3HIHUTE AAYPETHIM, BKIOYHTEAHO XHAPOXIOPOTHA3HI,
MOTaT Ja TIOBHIIAT XHNEPIIIHKEMUYHHA ¢PEKT Ha JHa30KCHA.

Jlexapcmeenu npoOyKmu, npwiazanu 3a Jedenue na nodazpa (npobereyuo, CyrPuHnUpason u AnORYPUHOR)
BE3MOKHO € [a ce HAIOKM KODUTHpaHE Ha J03aTa Ha YPHKO3YPHUHMTE CPEncTBa, TBH Karo
XUAPOXJIOPOTHAZH/ MOKE /1a I10KAYM HUBATA Ha cepymHara [MKoYHa KHcenuHa. Moxe /a ¢ HeoOXOTHMO Na
ce YBEJTHYH A03ara Ha npobeHenu ¥ cyIpuHNApa3oH. EAHOBPEMEHHOTO NPAIAraHe Ha THa3HIAHH IHYPETHLH,
BKJIFOMHMTEIHO XMAPOXJIOPOTHA3MA, MOXKE Ja MOBHIIM 4€CTOTaTa HA PEaKUMHTE Ha CBPBXUYBCTBHTCIIHOCT
CTIPSAMO &MONYPHHOI.

AHmuxonunepeuNHY AeKapCmeeHt RPenapamu U Opyeu JeKapCmsenu NPOOYKMY, NOGAUABAIYU CTROMAUUHUA
Momuaumenmn.

BHOHATMYHOCTTA HA THA3HOHUTE JHYPETHLM MOXE Ja C€ NOBHHIA OT aHTHXONMHCPIHYHUTE JICKAPpCTBCHH
NMpOOYKTH (HANp. aTponuH, OUNMPENHH), BEPOATHO MOpajM HaMmajfBaHEe Hd MOTWIATETa Ha CTOMAIIHO-
4ypeBHMA TPAKT M 3a0aBiHe Ha BPEMETO 3a M3mpa3BaHe Ha cromaxa. O0patHO, O4aKBa C¢ NPOKHHETHHIHHTE
JIEKAPCTBA, KATO LIM3ANPH/ A MOHKAT OUCHATHYHOCTTA HA THA3HIHHUTE AXYPETHLIH.

Amanumaonun
TuasHaHHUTE JHYPETHIH, BKIFOYHTEHO XUAPOXIOPOTHA3H, MOTaT Ja MOBHIRAT PHCKA OT HEXEJIAHH PCAKLIMHY,
[PHYHHEHH OT aMaHTaJHH.

Honoobemuu cmonu

ABcopOLHATE Ha THASHAHHTE JHYPETHIIH, BKIOHUTEHO XHAPOXJIOPOTHA3K, CC HAMAJiABa OT XOJIECTHPaMHH
U xonecTunoi. Topa Moxe [a JOBele A0 CyO-TepaneBTHUeH edekT Ha THasHIHHTE AWyperdun. Obade,
pAsIpeNeIAHETO HA N03aTa XMAPOXJIOPOTHA3KA H CMOJIA Taka, Y¢ XHAPOXTIOPOTHA3MI fia ¢C Npuijara Hak-
MajJKko 4 vaca npegd unm 4-6 udaca ciel NPWIOKEHHETO Ha CMOJH, MOXE Ja CBEAC 10 MHHHMYM
B3AHMOJICHCTRBHETO MM.

Humomoxcuwunu nexapcmeenu npooykmu

TuasHAHMTE JUYPETHIH, BKIIOYHTENHO XHAPOXJIOPOTHAZHI, MOraT Aa HaMajiaT OhOpeuHaTa eKCKpenus Ha
LIATOTOKCHYHHTE JEKAPCTBEHHN MPOAYKTH (Hamp. uuknodochaMusi, METOTPEKCAT) U Jia OTCHLUMPAT TEXHHUTE
MHEJIOCYTIPECHBHHU eheKTH.

Hedenoaspusupauit CkelemHOMYCKYAHY PelaKCanmuy (Hanp. myboxypapun)
TuazuaHUTE  OHYPETHIH,  BKIIOYHTE/IHO  XHAPOXJIOPOTHa3Hi,  MNOTEHUHApA
CKENETHOMYCKYJIHMTE PelakcaHTH, KaTo NIPOH3BOJHUTE Ha Kypape.



Hurnocnopun
EnHoBpeMEHHOTO NMpUIAraHe ¢ HHKJIOCIIOPHHE MOXE [a IOBHUILIHA PUCKA OT XHNEpYPUKEMHS U YCIMKHCHHI Ha
nojarpara.

Anxoxon, bapbumypamu wiu HQPKOMUYHU 8EUieCmea

EQHOBpEeMEHHOTO NPWIMKEHHEe HA THA3UIHH AMYPETHLM CbC CYOCTAHLHMH, KOHTO CBIIO MPHTEKABAT
MOHMKaBaml KPBBHOTO HalaraHe edexT (Hanp. upe3 HamaniBaHe aKTHBHOCTTA Ha CHMIIATHKOBATA HEPBHA
CHCTEMA HWIH JMPEKTHATA BA30QHIATATOPHA aKTHBHOCT) MOXKE Ja MOTEHLIMPA OPTOCTATHYHA XUITOTOHHS.

Memundona
HMMa W30a4paHd CLOOLIEHHS 3a CIyYyaM HAa XEMOJIWTWYHA aHEeMHS MpH eHHOBPEMCHHO MPHIIAraHe Ha
METHIIIONA M XWAPOXJIOPOTHAZHL.

Kapbamazenun

HanmenTrTe, NpPHEMAINK XHAPOXIOPOTHA3HI CAHOBpEMEHHO ¢ KapbaMaserdH, Morat jJa pasBHAT
xunoparpueMus. [Topaju Ta3u npHYHHA TAKURA NAlMeHTH TpabBa Aa ObAat npeaynpeeHy 3a Bb3MOXKHOCTTA
OT XHITOHATPHEMHYHH PEaKLMH H Aa §bJaT BHUMATETHO IPOC/IEABaHH.

Hoonu xonmpacmwu cpedcmsa

B ciyyaii Ha JMYPETHK-MHAyLMpaHa AEXMAPATALMA € HaJMUE [OBHIIEH PHCK OT ocTpa OBOpedHa
HEIOCTATBYHOCT, 0COGEHO NPH BHCOKK AO3M Ha HoaHMA mpoaykr. [lanueHTHTe TpAOBA Ja ce peXHAPATHPAT
npeay HPUIAraHeTo Ha HOAHH KOHTPACTHH BEIRECTBA.

4.6 BpeMeRHOCT, KbpMeHe H (PepTHIHTET

bpemennocm

Bancapran
Ynotpebara Ha anrHoteH3uH [l-penenropru Onokepn (APb) He ce npenoprusa Npe3 NbpPBHA TPUMOCTHD HA
6pemenHocTTa (BXK. Touka 4.4). Ynorpebarta #a APb € nporusonokasana npes BTOpHI ¥ TPETHA TPAMECTBD Ha
OpemenHocTTa (BiK. Touku 4.3 u 4.4),

EnuaeMuoOrd4HATE JAHHM 33 PUCKA OT TEPATOreHHOCT cell ekcro3uima Ha ACE-HHXUOUTOpH Dpe3 TbpBHS
TPHMECTBP HA OPEeMEHHOCTTA He ¢a OKOHYATENIHH; HEe3aBUCHMO OT TOBAa HE MOKE Ja C€ H3K/IOTH JIEKO
MOBHLIICHHE HA PHCKA. Bblipeky de HaMa KOHTPOIUPAHH €NHAEMHONOTHYHY JaHHH 38 PHCKA OT aHMOTCH3UH
II-penientopHH 610kepH (APB), nogoGen pHCK MOME 1a ChUIECTBYBA IPH TO3HM Kiac jekapcTsa. OCBEH B
cydaii ue TepanuaTa ¢ APB ce nipelieHsBa KaTO MHOIO BaXKHa, NAUHCHTKHTE, KOMTO [UTaHyBaT OPEMEHHOCT,
TpAOBA 12 TPEMHMHAT Ha AATEPHATUBHO AHTHXHIIEPTEH3MBHO JIeUeHHUE ¢ JOKa3aH Ipoduit Ha Be30nacHoCT 32
ynotpe6a npu GpemerHocT. [Tpu ycTaHoBsBaHe Ha GpeMeHHOCT neyeHueTo ¢ APD TpsbBa na ce npeyCTaHOBH
He3abaBHO M MPH HEOOXOAUMOCT Aa ce 3anoyHe aNTepHATHBHA Tepants.

3BecTHO e, Y€ eKCTIO3UIHATA Ha Tepanus ¢ APE no Bpeme na 8TOpus H TPETUS TPHMECTHP Ha OpeMEHHOCTTa
npHuMHABa (QETOTOKCHYHOCT NpH xopa (MoHmwkeHa ObOpeuyHa OYHKLA, ONHMOXMAPAMHHOH, 3abaBeHa
OCHOHKAIMS HAa 4epema) W HeOHATANHA TOKcH4HOCT (OBOpedHa HEROCTATHYHOCT, XHIOTOHMA,
XHIepKaTHeMus) (BX. ChLIO TOUKa 5.3).

B ciyuaii Ha excnosuiua Ha APE crien BTOpUs TpUMECTHP Ha DpeMEHHOCTTA C€ NIPENophUuBa y/ITPa3ByKoBa
npoeepka Ha OpOpevHaTa QpyHKLUHA U geperna.

HosopoaeHy, 4uuro Maiikn ca npuemanu APB, tps6a na 6paat BHAMATENHO HAOMOJaBaHH 33 XHITOTOHHA
(Bx. cbuto Toukd 4.3 u 4.4).

XUIPOXJIOPOTHEIH]]
Hannme e orpasnved olMT OTHOCHO YROTpefaTa Ha XHAPOXIOPOTHA3HA 11O BpeMe Ha OpAMEr
rpe3 bpBUA TpEMecThD. [IpoydYBaHUATA IPH XHBOTHU €a HEJOCTATHYHH. XUAPOXIOPTH




npe3 maneHrara. Msxoxmaiiky oT (apMakonorHYHHA MEXaHW3BM Ha HOCUCTBHE Ha XHIPOXJIOPOTHA3HA,
ynotpebara My fpe3 BTOPHS ¥ TPETHS TPUMECTBD MOXKE J1a Hapylud (eToILIalleHTapHaTa nepdysud u aa
JoBefie A0 PeTanHH M HEOHATATHM YCIOKHEHHs KATO >KbITCHHIE, HAPYIUCHHA HA ENEKTPONHTHUS OaaHe H
TPOMOOCIIMTOTIEHY.

Kvpmene

JIMNCBAT JAHHM OTHOCHO YNOTPeOaTa Ha BayICAPTaH MO BpeMe Ha KbPMeHe. XHAPOXJIOPOTHA3H], CE €KCKpeTHPa
B KbpMaTa. llopand TasW npuysMHa He ce npemopbupa mpuem Ha Co-Diovan no Bpeme Ha KbpMEHE.
[IpeafioudTa ce anTepHATHBHO JiIeueHHe ¢ Mo-AoGpe ycraHoBeH npodun Ha O€30MAcHOCT MO BpEME HA
KbPMEHE, OCOOEHO IIPH KbpPMEHE Ha HOBOPOIEHO HIIM HeAoHOCeHo Oebe.

4.7 EdexTH BbPXY CHOCOGHOCTTA 32 INO(pHpaHe H paboTa ¢ MAIIHHH

He ca npoBexaaHy npoyusanus 3a epexture Ha Co-Diovan erpxy criocodOHocTTa 32 modupaHe 1 padoTa ¢
Mamuey, TpabBa 1a ce uma nipeBHI, Ye NpH wodupaHe H padora ¢ MAIlHHA € BB3MOXKHO NMOHAKOra Aa
HACTHIIAT 3aMasgsHOCT WK YMOpa.

4.8 Hexenanu NeKAPCTREHH peaKIHH

HexenaHHTE JIEKapCTBEHH pEaklMH, CHOOINEHH NPM KIWHUYHH TIPOY4YBaHHA M JIAOOPAaTOPHH HAXOIKH,
HACTHIBALIM [10-4€CTO TPH BAICAPTAH ILLIOC XHAPOXIOPOTHA3WA CMPAMO MNAuedo, KaKTo U OTACITHHTE
CHOOIEHHUS MO BpeMe HAa NOCTMApPKeTHHTOBHA TIEPHOA, Ca MPEACTAaBCHH TMO-J0J1Y MO CHCTCMO-OpraHHd
KiacoBe. HexenaHuTe peakilMH, 3a KOHTO C€ 3HA€, Y€ HACTHNBAT IIPH MPWJIAraHe Ha OTAC/HHTC ChCTABKH
CaMOCTOATENHO, HO KOHTO He ca Ha0n1o1aBaHu NpH KIHHWYHUTE NPOYy4YBaHUA, MOTaT Aa Bb3HHKHAT B X0/1a Ha
NEYSHUETO C BAJICAPTAH/XUAPOXNOPOTHASHI.

Hexenann jekapcrsens peaknun
HexxenaHuTe NeKapcTBEHH peaki[Hy ¢a MOAPEISHH 10 4eCTOTa, HalH-yeCcTUTe Ca IBbPBH, ChIJTACHO CiICHATA

KOHBEHLIHS: MHOTO yecTH (> 1/10); qectn (& 1/100 to < 1/10); Hewectu (= 1/1 000 to < 1/100); penxu (= 1/10
000 mo < 1/1 000); muoro pexxu (< 1/10 000); ¢ Hen3BecTHa 9eCTOTA (OT HAJIMYHKATE JAHHH HE MOYKE 1a Obae
HanpaseHa onieHka). [Ipu Besixo rpynupade B 3aBHCHMOCT OT HECTOTaTa, HeXKEIaHUTE JIEKApCTBCHH PEaKLIHU
ce H30pOABAT B HH3XOAAIL pel O OTHOIICHUE HA TAXHATa CePHO3HOCT.

Tabnua 1. YecToTa Ha HEXKETAHHTE NEKAPCTBSHH PEAKHHMK IPH BAJICAPTaH/XUAPOXJIOPOTHAIH]

Hapyuieans Ha MeTab0.,1H3Ma H

XPAHEHETO

HeuectH Hexuaparauus
Hapyuiennsa Ha HEPBHATA CHCTEMA

MHOro peaxu 3aMasHOCT

HeuecTH [lapecresnu

C HeM3BECTHa 4ecToTa CHHKOI

HapymeHus HA 0O9HTE

Heuectn 3aMBrafgBaHe Ha 3PEHHETO
Hapymenust Ha yX0T0 H JAOHPHHTA

HedectH Tunauryc

CopaosH HApYHIECHHS

Hedectr XHAOTOHUSA
PecniRpaTOpHH, IPLAHH H MeAHACTHHAJIHH HADYMEHHHA

Heuectu Kanumana

C HeU3BeCTHA YECTOTA Hexkapnuorenen denoapodeH OTOK

CroMamHO-YpeBHH HAPYWCHHAH
MHoro peaku Huapud




Hﬂp}’ﬂ]ﬂﬂlﬁl HA MYCKYJJHO-CKCJICTHATA CHCTEMA H CHEIHHHATCAHATA ThKAH

HeuecTu
MHoro pezku

Muanrus
ApTtpanrud

Hapymenns na O0b0penaTe H NHKOYHHATE NBTHINA

C Heu3BeCTHA 4eCTOTa

Hapyiuena 6s0peyna QpyHKIIHA

O0mu HapymieHHS H eeKTH HA MACTOTO HA NPH/I0KEHHE

Heuectu
Hicaensanua
C HeM3BECTHA UEeCcTOTAa

YMopa

IToBHInaBaHe Ha CepyMHHTE HYBA HA MHKOYHA KHCC/IHHA,

GUNHPYOHH H KpeaTHHHH, XHIIOKATHEMHSE, XHITOHATPHEMUA,
[IOBHIIIABAHE HA a30Ta B KPbBTA, HEYTPONCHUA

Honbaaurenya uddopmanus 3a OTACNHHTE CHCTABKH

HexenaHute peakiiHu, ChoOILEHH 32 BCAKA OT OTASIHHTE CECTABKH, MOraT J1a OpAaT NMOTEHLMATHE HEKESITAaHH
peakiy Ha Co-Diovan, nopu na He ca HaOnOAaBaHY B X074 HA KIIHHUYHUTE NPOY4BaHUA WK 10 BDEMC Ha

NOCTMAPKETHHTOBHA TIEPHOJL.

Tabmina 2. YectoTa Ha HEXKETAHHUTE JICKaPCTBEHH pPEaKLMH I1pY BaJcapTaH

Hapymienns Ha KpLBTa H JuM$HaTa cAECTEMA
C HeM3BeCTHA “HecToTa

HapymeHus HA EMYHHATA CHCTEMA
C HeH?BECTHA YeCTOTA

Hapymenns Ha MeTa00.183Ma B XPaHEHEHETO
C HeM3ZBECTHA 9€CTOTa

HapymeHnsi Ha yXoTo H JaGupHHTA

Heuectn

CpaoBHE HApYIHEHHA

C Hem3BeCTHA YecToTa

CToMamno — YpeByH HApPYIEHHAS

Heuectn

Xenaro-OMJAHAPHH HAPYIICHHSA

C HEeM3BECTHA YSCTOTA

HapyimmeHus HA KOXKATa H NOZK0AKHATA THKaH

C Hen3BeCTHA 4ECTOTA

Hapymienrss na OnOpenure H IHKOYHHTE
nbLTHINA

C HeusBeCTHA 4eCTOTA

[ToHMkaBaHe Ha XeMOITIOOMHA, DOHIDKABAHE HA
XEMAaTOKPHTA, TPOMOOLIHTOINEHHIA

JIpyru peakiiy Ha CBPBXYYBCTBHTENHOCT/ ajerps,
BKJIFOUHTENIHO cepyMHa 0oNecT

[ToBUMIIABAHE HA CePYMHUA KAJIHH, XHITOTPATPAEMH:A
CBeTOBBpTEK

Backyaut

Kopemna 0oka

[loBHIIEHMEe HA [OKazaTeauTe 3a wHepHoapobda
dyHUIKHS

AHruoeneM, 6y103eH AepMaTHT, OOpHB, CHpPOEK

brOpeyHa HEAOCTATHYHOCT

Tabnuna 3. YecToTa HA HEXETAHUTE JCKAPCTREHH PEAKIIUH MPH XHAPOXIIOPOTHA3H

XuApOXJIOPOTHA3H/, C& NIPEINHCEA ITHPOKO OT MHOTO TOJAMEH, YECTO B KO3H, TI0-BHCOKH OT A03aTa, NpHIaraHa
npu Co-Diovan. Caennure HeXe/laHU peaklH ca OuaM CHLOOINEHH NPH NAUEHTH, N€KYBAHH ¢ THA3HHH
AHYPETHILY, BKJIIOYHTEIHO XUAPOXJIOPOTHA3H I, KATO MOHOTEPAITHA:

Heonnazmu — o6 pokayecTBeHH, 3I0KAYECTBEHA
H neonpeneieHd (BKJI. KHCTH M NOJIHIH)

C HeM3BECTHA YECTOTA

Hapymennsi Ha KpbBTa B JHM(pHATA CHCTEMA

Peaxu

TpDMGOHH’I‘OHeHHH, [IOHAKOI'd cﬂ D _p..r_ﬂ Sk




MHoro penks

ArpaHynonMro3a, J¢BKONEHHA, XeMOJIHTHIHA
aHEeMMsl, KOCTHO-MO3BHYHA HEJIOCTATHYHOCT

HapymeHus Ha HMYHHATA CHCTEMa

MHoOr¢ peaku

Peaknps Ha CBPBLXHYBCTBUTEIIHOCT

Hapymennn Ha MeTa00JIH3MA H XpaneHEeTO
MHoro yect

XHNOKaJJHEMHA, MOBUILICHO HUBO Ha IHITHAH B
KpPbBTa (OCHOBHO [1PU BUCOKHU AO3H)

YecTH XUroHaTpHEMHS, XHIIOMArHE3HEMHS,
XHIIEPYPHKEMHUS

Penku XunepxaiieMus, XUIEePrIHKEMH, TTOKO3YIHS 1
BroIIaBaHe Ha AHA0ETHOTO METabOIMTHO
CHCTOAHHE

MHoro peakH XHUIOXITOPeMHYHa AJIKaj103a

IlcHXHYRH HADYIICHHA

Penku Tenpecys, HAPYUICHMA HA ChHA

Hapymenua Ha ouHTE

Peqku 3puTeniH YBPEXKIaHU

C HEeU3BECTHA YECTOTA

XopoHaaieH U3NTHB, OCTPa 3aKPHTOBIBJTHA
IJIayKoMa

Hapymennsa H2 HePBHATA CHCTEMa

Penkn

I"'narofomue

Cbpaeunn HapylIeHHus

Peaku

Copneysd apHTMHHA

CH10BH HADYHICHAS

YecTH

HocTypasiHa XHITOTOMHUA

PecnApaATOPHHA, TPHIHH H MEIHACTHHAIHE
HAPYIIeHHS

MHoro peakn

OcThp pecnupaTopeH auctpec cHHAPOM (ARDS)
(BK. To4ka 4,4), pecnMpaTopeH ANCTpEC,
BKJIKYUMTE]IHO THEBMOHHUT M 0e101po0€eH OTOK

CroMamIHO — YpeBHH HAPDYIICHHAH

YecTu

3ary0a Ha aleTHT, YMEPEHO raJieHe U NOBPLIIAHE

Pelnku

3anek, CTOMANIHO-UPEBEH AUCKOMGOPT, JHApUs

MHuoro pesku

[TaukpeaTHt

Hapymiennst Ha Gb0pendaTe H HHKOYHHTE
NbETHIINA

C Heu3BEeCTHA YECTOTa

Brbpeunio 3abonssane, octpa OpOpeuHa
HeJOCTATHhUHOCT

XenaroOHJIHAPHA HAPYINCHHS

Peaku MxTpaxenaTalHa X0JaecTas’a WK KEITCHHLA
HapyileHns HA KOXKATa H N0ZK0KHATA TBKaH

Yectn Vprukapus M IPYTH BHIIOBE 00pUB

PeakH DOTOYYBCTBHTEIHOCT

MHoro peaxn HexpoTH3Hpall BACKY/JIHT ¥ TOKCHYHA

enMIepPMAIHA HEKPOJIN3a, KOJKEH JIYITYC, noao0HH
Ha JIYIIYC €PHTEMATOHNEC KOKHH PeaKilu,
peakTHBalLHsl Ha KOXKEH JIVITYC epUTEMATOAEC

C HeHsBECTHA YECTOTA

Epurema Myntadopme

O6mu Hapymenas H ePeKTH HA MACTOTO HA
NPHIOKCHHE

C HEH3BECTHA Y€CTOTAa

[Tupexcus, acTeHHA

Hapymeana Ha MYCKYJHO-CKE/JETHATA CHCTEMa
H Ch¢IHHHTEJAHATA ThKaH




C HeH3BeCcTHa 4€CTOTA MyCKYJIHH CHa3MH

HapyiieHust Ha BL3NPOR3IBOAHTEIHATA CHCTEMA
A rbpAATa

YecTH HBMIIOTEHTHOCT

Onucanne Ha W30paHH HEXKETAHU PEAKITHH
HemenaHomeH pax Ha Koxara: Bb3 ocHOBa HA HAIMYHHTE J3HHH OT CMHACMHOIOrHYHH MPOy4YBaHUA €

HaGNIOIaBaHA 3aBHCHMA OT KyMYJIaTHBHATA 1032 Bpb3ka Mexay XX T3 1 HMPK (8. ¢BHIO TOYKH 4.4n5.1).

Crpobiagane Ha ION03UPAHN HEXETAHN PEAKLIHHE

Creo0aBaHeTo Ha MONOMPAHH HEXKENAHM PEeaKIHHM Cref paspellapaHe 3a ynorpeba Ha JIEKapCTBECHHA
OpoAyKT € BaxkHo. Tosa Mo3BOJIABA fa MPOAB/DKH HaOMIOJCHHUETO HAa CROTHOIICHHETO Mo/I3a/pHCK 3a
NeKapcTBEHHA MPOAYKT., OT MEIMIMHCKUTE CACHMAIMCTH c€ W3HCKBA /12 cLODIIaBaT BCAKA ITOJI0O3MPAHA
HEXKE/IaHa peaKlis Ype3 HAIHOHAJIHHA Pery/laToOpeH OpraH Ha aapec:

briarapus

HanbIHHTETHA arcHIMA 0O JIeKapcTBaTa

yi. "Jlamsan Ipyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 lpenosnpane

Cumnmomuy

[peno3upaReTo ¢ BAICAPTAH MOXKE Jla IPHYHHHA H3PA3€Ha XHITOTOHHS, KOATO MOXKE [1a 10BCIC 10 NOHILKABAHC
Ha ACHOTATa Ha CH3HAHMETO, LMPKYNATOpeH KOJNanc WwiM mox. B jpombnHenwe, Nipu  OpeAcsupase <
XHAPOXJIOPOTHAZHIHATA CHCTABKA MOTAT []a BE3HUKHAT C/ICIHATE IPH3HAIH M CHMITTOMH: TaICHE, CEHINBOCT,
XHATIOBOJIEMHUA H €JIEKTPOITHTEH AHcOanaHc, CBbP3aH ChC ChpACHHH apUTMHH H MYCKYAHH CIIasMi.

Jleuenue

TepaneBTHIHATE MEPKH 3aBMCAT OT BPEMETO HA MPHEM Ha JICKApCTBOTO M BUJA U TEKECTTa HA CHMITOMHTE,
CTaDMNIM3HPAHETO HAa IMPKYIATOPHHA CTATYC € OT IMbPBOCTEIICHHA BAXKHOCT.

B ciayuail Ha XMNIOTOHHA NAUMEHTHT TpsabBa Aa Objle IOCTABEH B JIETHAIIO [1OIOKCHHE H OBpP30 Aa ce 3aMno4He
BJIMBAHE HA 00€MO3aMeCTBAINH H CONEBH PA3TROPH.

Bancapran HE MOe Ja Gbae OTCTPaHEH Ype3 XeMOIHain3a IIOPaiH CTadIIHOTO My CBBP3BAHE € IUTASMEHHTE
GPOTEHHH, OT Jpyra CTpaHa ¢ JHali3a MoXe Ja Ce NOCTHIHe KIMPBHC Ha XUIPOXJIOPOTHAHA.

5. DPAPMAKOJOIHUHH CBOUCTBA

5.1 GPapMakoAHHAMHYHE CBOHCTBA
dapMaKoTepanesTHaHa rpyna: AHrdorensud Il peuenTopHH aHTarOHACTH M AMYPETHLM, BAICapTaH H
auypetnim; ATC kom: CO9D A03.

Bancapman/xudpoxaopomuazuo

B aBoiHO-C/IAN0, PAHAOMM3MPAHO, aKTHBHO KOHTPOJIMPAHO HW3NHMTBAHE MPH DAIWCHTH, HEIIOCTHIHAIH
KOHTDPOJI HA APTEPHANHOTO HAIAraHe ¢ XHAPOXJoporHasua 12,5 mg, ce Habionasa CHrHH(PHKAHTHO ITO-
roNisMa penyKi¥s Ha CPERHOTO CHCTOMHO/auacTonHo AH ¢ koMOHHanHsATa BAJICAPTAH/XHAPOXJIOPOTHASHI
160/12,5 mg (12,4/7,5 mmHg) B cpapHense ¢ xuapoxnoporuasua 25 mg (5,6/2,1 mmHg). B ponbiHeHue,
MPOLIEHTHT Ha TIAlIHEHTHTE, HOBIHMsH ce ot jeuenneto (AH <140/90 mmHg rwiv noOHWKeHAE Ha CAH 220
mmHg wiu nonmxkenne Ha JAH >10 mmHg), e 3Ha4HMO NO-BHCOK € pancapTan/xuapoxsiopornasua 160/12,5
mg (50%) B cpaBHEHHE ¢ XUAPOXJIopoTHa3KA 25 mg {25%).

B nBoiigo-ciano, pasAOMH3HPAHO, AKTHBHO KOHTPOJIMPAHO H3IHTBAHE [IpH nau,u
KOHTpOJI Ha apTepHaHOTO HansraHe ¢ pancapraH 160 mg, ce HaOmIoNaBa CUrHHPHRAM
PEAYKIMS HA CPEAHOTO cucTonHo/ AuacTonno AH ¢ xoMOuHanmaTa pancapran/ Xuapoxjog
(14,6/11,9 mmHg) n Bancapraw/xuapoxnoporrasug 160/12,5 mg (12,4/10,4 mmHg) B ¢



160 mg (8,7/8,8 mmHg). Pasnukara B noHmwkeHnero Ha AH Mexxay nosure ot 160/25 mgu 160/12,5 mg cBIIO
MOCTHTA CTATACTHYECKA 3HAUMMOCT. B AONbAHEHKE, TPOICHTHT Ha NAIMEHTHTE, NOBIVAIN C& OT JCUCHHETO
(nmactorHe AH <90 mmHg wiu nonwkenwe >10 mmHbg), e 3HaYMMO  HO-BHCOK  C
pancapran/xuapoxiopotuasiy 160/25 mg (68%) u 160/12,5 mg (62%) B cpapHeHue ¢ Bancapran 160 mg
(49%).

B ABOHHO-CJIAINO, PAHIOMH3MPAHO, IUIALE00 KOHTPOMHPAHO U3NHTBAHE, CPABHABALUO PA3IMYHWTE NO30BH
KOMOHHALIEH HA BANCApTaH/XHAPOXTOPOTHAZHA ¢ TEXHHTE CHOTBETHH CBHCTaBKH, € HA0MO1aBa 3HATHMO 110-
rojama peayKuMs Ha CpedHOTo cucToynHo/muactomo AH ¢ xoMOMBaLHATA BaicapTaH/XHAPOXIOPOTHAHA
160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B cpasHeHHe ¢ w1aLedo (1,9/4,1 mmHg) B
CHOTBETHHTE MOHOTEpAINMH, T.e. X|apoxnoporuasun 12,5 mg (7,3/7,2 mmHg), xuapoxnopoTHasui 25 mg
(12,7/9,3 mmHg) w Bancapran 160 mg (12,1/9,4 mmHg). B nonbnHeHne, NpOUCHTHT Ha MANHCHTHTE,
[IOBIHIH c€ OT JedeHreTo (auactonHo AH <90 mmHg vy nommwkenue =10 mmHg), e 3Ha4UMO [O-BUCOK €
pasicapran/xuapoxaopotuasun 160/25 mg (81%) u Bancapraw/xuapoxmoporuasun 160/12,5 mg (76%) B
cpasHenue ¢ Mnanebo (29%) W CHOTBETHWTC MOHOTEPANHH, T.€. XHIPOXJIOPOTHAIUA 12,5 mg (41%),
xuapoxaoporaazag 25 mg (54%), u sancapran 160 mg (59%).

B KOHTPONTHpaHH KIMHMYHH MPOYYBAHMS ¢ BAJICAPTAH + XHAPOXIOPOTHA3H ce HAOMONABa A03a-3aBHCHMO
OHHXEeHAE Ha HUBATA HA cepyMHusA Kajluil. [[oHMXeHHeTo B HHBATA HA CEPYMHHs KallMii € N0-4€CTO NpH
MaLHEHTHTE, lpueMalid 25 mg XuAPOXJOPOTHA3HA, OTKOJKOTO IPH TE3H, IPHEMANlM 12,5 mg
XUAPOXIOPOTHAZHA. B KOHTPONMpAaHH KIMHWYHH H3IHTBAHHA C BAICAPTAH/XHAPOXIOPOTHASHL KaJuil-
MOHHKABAIMAT e)eKT Ha XHPOXJIOPOTHA3H/L CE OTCNIabBa Kaiuli-ChXpaHABAIKAT e(eKT Ha BaCapTaH.

Ha To3u eTaln He ca U3BECTHH MMOJI3HTE OT KOMOMHAIIMATa Ha BAJICAPTAH ¢ XMAPOXTTOPOTHA3HI NO OTHOIICHHE
HA CHPAEYHO-CHAOBATA CMBEPTHOCT H DOJIECTHOCT.

EnnaeMuoIOrMYHH IPOYYBaHHA TOKA3BaT, 4¢ ABATOCPOYHOTO JICYEHMC ¢ XHAPOXTOPOTHA3HMA IMOHHXKABA
PHCKA OT CHPASYHO-CHAOBA CMBPTHOCT ¥ OOJIECTHOCT.

Bancapman

BajcapTaH € MepoOpalHO aKTHBeH, MomeH M crenduyen anrnotensut 1 (AT II) anraronuct. Toit nekicTea
cenekTHBHO BBEPXY AT) pelelrTOpHHA HOATHIL, KOKTO € OTTOBOPEH 3a MO3HATHUTE ACHCTBHA HA aHTHOTCH3UH
11. TToBHIEHNTS [UTa3MEHH HUBA Ha anrHoTewsuH Il B pesynrar Ha ATy peuenropHara Oyiokaja ¢ Bajicapras
MOTAT [a CTUMYJIMpat Hebnokupanute AT: pelicHTOPH, KOSTO W3rieKAa NPOTHBOACHCTRA Ha edexra Ha AT,
perierrropa. Bancaprad He NposBsABa HUKaKBa YaCTHYHA arOHUCTHAYMHA AKTHBHOCT KBM AT peuenTopa H HMa
anaurTeNndo (oxono 20 000 mbTH) no-rofiaM adpuHHTET KbM AT penenTopa, OTKOIKOTO KbM AT: peuerrropa,
Bancaprat He Ce CEBP3Ba M He GJIOKHMpPA PEHENTOPH HA JPYTH XOPMOHH WIH ¥OHHH KaHAH, 33 KOUTO €
H3BECTHO, Y€ €A BAXKHH B CHLPJICYHO-CHA0BATA pery/jaup.

Bancapras ne uaxubupa ACE (u3secred 1 KaTo KiHuHAz3a I1), KoiTo mpeBphIlla aHTHOTEH3UH [ B aHrHOTEH3HH
Il u pasrpaxaa 6pagukunuHa. Thit kato HaMat edekr BepXy ACE u He 3acmiBar AeHCTBUCTO Ha OpaIMKUHAH
K cyOcraHuma P, Manko BepoATHO € @HTATOHHMCTHTE Ha aHTHOTCH3HH II na ca cBEp3aHy ¢ Kaluigee. B
KIHHUYHYE TIPOYUYBaHHA, KbjeTo BajcapTaH e cpasHeH ¢ ACE-uuxuOHTOp, 4ecTOTaTa HA CyXa Kallulla ©
sHaguTendo (P<0,05) no-mManka rpy nalMEHTH, JIEKYBaHH ¢ BaJICapTaH, OTKOJIKOTO NPH JICKYBAHHTC © ACE-
uHXHOHTOP (2,6% cpemy 7,9% pecnexTdBHO). B KiMHMYHY NMpoyyYBaHHs DU NALHCHTH C aHAMHE3a 34 CyXd
KalUIHLA 1o BpeMe Ha jgedenue ¢ ACE-unxuburop, 19,5% oT npoy4BaHATE JiMLa, MOTy4YaBally BalcapraH, H
19,0% ot moydaBalidTe THASHICH AUYPETHK HMAT KAIIMHA, B cpaBHeHKe ¢ 68,5% OT nuuara, IEKyBaHH ¢

ACE-uuxuburop (P <0,05).

[Ipunoxenneto Ha Diovan rnmpu mauueHTH ¢ XHUIIEPTOHUA BOAM IO MOHIKABAHE HA APTEPHANTHOTO HAJIATAHE
6e3 moBnusdBaHE Ha MYJACOBaTa 4ecToTa. 1IpH NOBEYETO MAUMEHTH CJIe[ €IHOKPATCH NMEePORANCH IPHCM
HAYyaJIoTO HA AHTHXMIIEPTEH3IMBHOTO NEHCTBME € B paMKMTE Ha 2 4aca, a THKBT Ha --:: a
apTEpHAIHOTO HAJIAraHe ce JOCTHIa B paMKHTE Ha 4-6 Jaca. B f‘(‘.‘if%
AHTUXMITEPTEH3HBHHAT eQEeXT NPOALKABa Hal 24 yaca crea npuema. 11pu MHOTOKpaTh

NOHWKABAHC HAa apTCPHAITHOTO HAnATaHe [IPH BCAKA €IHA OT JO3HTC C€ MoCTUra e pamMy




Ce 3abpiKa B XO0Ja Ha ABJITOCpOYHA TEpallHi. 3HAUUMO JONMBJAHHUTEIHO ITOHHKCHHE Ha apTepHatHOTO
HaJIAraHe CC I[10CTHUra rnpH KOM6HH&]_IPI$I C XHIPOXIIOPOTHA3H .

BHe3aNHOTO NPEYCTAHORABAKE HA JIGYEHYETO C BASICAPTAH He ¢e CBBP3Ba ¢ rebound-XUNepTons Wim ¢ Npyra
He)KeAaHHd KIIMHHYHHA CHOUTHA.

IIpy nAlMEHTH ¢ XHNEPTOHUA U Auaber THD 2 ¢ MUKpoaTOyMHHYPHUS € OTHYETCHO, Y€ BaJicapTaH HaMalliBa
OTZENSHETO Ha anGymuH B ypuHaTa. [Ipoyuranero MARVAL (Micro Albuminuria Reduction with Valsartan)
OlieHABA HAMAJSABAHETO HA OTHENSHETO Ha anoymu B ypunata (UAE) ¢ samcapran (80-160 mg/nes) B
cpaBHeHHe ¢ amnoaunuH (5-10 mg/nen), npu 332 nannenTy ¢ AnadeT TuN 2 (cpefHa BB3PaACT: 58 rojuny; 265
MBKeE) ¢ MAKpOANOYMHHYpHA (BasicapraH: 58 pg/min; amnomgunuy: 53,4 pg/min), ¢ HOPMAITHO HIIA BHCOKO
apTepUATHO HAIATaHE M Che 3anaseHa OnOpeuHa ¢yHKiMa (cepyMeH kpeatuHuH <120 umol/1). Cnen 24
ceamu UAE e nHamanena (p<0,001) ¢ 42% (-24,2 pg/min; 95% CI. -40,4 no -19,1) ¢ pajacapraH |
npubnu3uTenHo ¢ 3% (-1,7 pg/min; 95% CI: - 5,6 no 14,9) ¢ aM/I0IHIHH, HC3ABHCHMO OT CXOJZHATA CTCIICH
Ha TIOHMIXKEHHE HA apTEpHATHOTO Hansrase B asete rpymu. [Ipoyusasero Diovan Reduction of Proteinuria
(DROP) u3citeBa AOMBAHHTENHO e)HKACHOCTTa Ha BajicapTas nipH peayuupane Ha UAE npn 391 naupeHT#
¢ xunepronusa (AH=150/88 mmHg) ¢ quaGer Thn 2, anbymuHypus (CpeaHa croinocT=102 pg/min 20-700
ug/min) ¥ zanasesa 6Gu6peuHa ¢yHKIpA (cpemeH cepyMeH kpeatuHuH=80pmmol/l. Ilaumenrure ca
PaHIOMH3HMPAHH ¢ elna oT 3-Te 103k Bancaprad (160, 320 u 640 mg Ha feH) H JIeKyBaHH B NPOIBDKCHHC Ha
30 ceamuuy. 1lenTa Ha npoyuBaHeTo € Ja yCTAHOBU ONTHMANIHATA 1032 BAICaTpaH 3a pelyHHpaHC Ha UAE
[pH DAHEHTH ¢ XUnepTorus n auaber tyn 2. Caen 30 ceamuuy APOLEHTHATA MPOMAHA B UAE e 3HauMTeHO
HamaeHa ¢ 36% OT H3X0HATA CTOHHOCT ¢ BancaptaH 160 mg (95% CI: 22 no 47%) 1 ¢ 44% ¢ pancaptaH 320
mg (95% CI: 31 no 54%). Hanpasero e 3axsoucHue, ue 160-320 mg pancaprad BOAH 10 KIMHHYHO 3HATHMH
peaykiun Ha UAE npy naigdeHTH ¢ XANEPTOHHA U AHabeT THIT 2.

Jpyry; ABoiiHa 610kana Ha pEHHH-AHTHOTEH3HH-AII0CTEPOHOBATA CHCTEMA ( PAAC)

JIBe roJieMH paHIOMH3MPAHH KOHTpoanpany nipoyusanus - ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Texymo rofanHo H3MHTBAHE 32 KpaHHH TOYKY Ha
TEIMHCAPTAH, CAMOCTONTENHO H B KomGuHauys ¢ pamunpiwn) 4 VA NEPHRON-D (Kanaudaro npoy4sane
CBBP3aHO ¢ pasBuTHe Ha Hedpomatusa npH auaber, mpopeneHo OT MMHECTEPCTBO NO BBRIPOCHTC HA
BeTepaHMTE) - NIpOYUBaT ynoTpebaTta Ha KoMOuHauusTa o1 ACE-HHXHOUTOP H aHTMOTEH3UH I1-penernropeH
bnoxep.

ONTARGET e npoyusade, IPOBEAESHO TPH MALMEHTH ¢ aHAMHE3a 32 ChPJSYHO-ChA0BA WIH MO3BYHO CH/10BA
GonecT, HIHX 3axapeH O@abeT Tum 2, NMpUAPYXEHH ¢ JAHHH 34 YBpEXKIaHe Ha epexkTOpHA opra’Hd. VA
NEPHRON-D e npoyusaHe NpH NallHEHTH CbC 3axaped auaber vl 2 u auabeTHa HepomaTHs.

Te3u MpOyYBaHHS HE [OKA3BAT 3HAYHM OraronpusTen edekT BepXy OBOpeaHuTe WHIIHM CBPACYHO-CHIOBHTE
NOCJICIUIM U CMBPTHOCT, KaTO CHIIEBPEMEHHO €a HAOIOAARaHH MOBUIIEH PUCK OT XHIICPKATHEMHA, OCTPO
yBpexaHe Ha GbOpeTe WM XUIIOTOHUS B CPABHEHHE ¢ MOHOTepanuaTa. Kato ce AMaT NpeaBH/I CXOIHHTC
HM (¢apMaKOJHMHAMUYHKA CBOWCTBA, TE3M PE3YJITATH Ca TPHIOKHMH W 3a ApyTH ACE-nHXUOUTOPH H
anrvioren3ud  1l-peuentopuy  Onokepu. ACE-mpxuburopn W aHTHOTeH3HH ll-penenTopHH OJ10KepH
CIEOBATENHO He TPIOBa J1a Ce H3NOI3BAT ¢JHOBPEMEHHO NPH NalMEHTH ¢ AuabeTHa HepponaTHs.

ALTITUDE (KnuuuuHO ApOYYBaHe MPOBEASHO ¢ AMHCKHPEH TPH NMALHEHTH CBC 3aXapeH auaber THil 2 ¢
M3MON3BAHE HA CHPEYHO-CHAOBH M OnOpeusn 3a0ongBaHdd KaTo KpaiiHd TOWKR) € MPOYYBAHE,
NpeaHa3sHaYeHO [a W3CIIE/Ba TIOA3aTa oOT noOaBAHETO HA AJHCKHMPEH KBM CTaHJapTHa Tepamua C ACE
MEXHMOUTOP WM aHTHOTeH3UH [[-peLienTopen 610Kep IIpH MALMEHTH CbC 3aXapeH anafeT THIL 2 U XPORHYHO
6LOpeuno 3afonsgBaHe, CBPACYHO-CHAOBO 3aloisiBaHe umu ¥ Aeete. [IpoydBaHeTo € TNPEKPATEHO
[pekAeBPEMEHHO NOPa ¥ TIOBHILICH PUCK OT HEOIArONPHATHH NocjieAHld. KakTo ¢hpIeIHO-ChA0BATA CMBPT,
Taka W HMHCYATHT ¢a [I0-9eCTH B TPynara Ha 4IHCKWpeH, OTKONKOTO B TpynaTta Ha iwanebo, a
NPE/ICTABIIABALINTE HHTEPEC HeXenaHW CHOHTHA M CEpHO3HH HEXKelaHH CuOMTHA Vo
XunioTosus ¥ Gr0peuna JchHYHKIN) ¢ choOIABAT NO-YECTO B rPYTIaTa HA ATHCKUPEH, JAKRRRILIOE
Ha 1uiaLebo. Ay

) -
)

Xudpoxaopomua3uo



OCHOBHOTO MACTO Ha JCHCTBHE Ha THAZUIHWTE IUYPETHLU CA AHCTAJIHWTC U3BHTH KaHalyeTa B OnOpeka.
JlokazaHo €, 4y¢ B ObOpeuHara Kopa ChLIECTBYBa BHCOKOa(HHUTETEH PELIETITOP, KOHTO € OCHOBHO CBBP3BAllIO
MACTO 32 THa3UIHHUTE TUYPETUIIM U 332 uHXubHpaHe Ha TpaHcnopra Ha NaCl B IMCTANTHOTO M3BHTO KaHAT4E.
TuasugauTe THYPETHHH AcicTRaT Ypes uHxHOHpaHe Ha Na'Cl” cuMuopTep, BEPOATHO 4pe3 KOHKYpHpaHe 3a
MSACTOTO 33 cebp3Baie Ha CI, ¥ 1O TO3M HAYMH NOBIUABAT MEXAHH3MHTE Ha €NEKTPOJIHTHA peabcopOLHA:
AHPEKTHO TIOBHINABAMKKM €KCKpeLMsTa Ha HaTpHii W XJIOpMAM B NPHONM3HTENHO €/1HaKBA CTENCH H
HHIUPESKTHO YPe3 ANYPETUYHOTO CH ASHCTBUE, HAMANABANKY TUTa3MEHHS 00eM ¢ MOCTIeABallO NOKaYBaHe Ha
[UIa3MEHATA PEHMHOBA AKTHBHOCT, CEKpeLMs Ha aJIOCTepOH M 3aryda Ha KajiMii ¢ ypHHaTa, Kakro H
HaMaJiiBaHEe HA HUBATA Ha CePyMHUs KaJIMH. Bpb3kara peHHH-aJIIOCTEPOH €€ MEIMHPA OT anRI'HOTCH3HH II,
TaKa 4e NPy eAHOBPEMEHHO IIPHJIaraHe ¢ BICapTaH peNyKHMATa HA CEPYMHUA KTHH €

110-cJ1af0 H3paseHa, OTKOJKOTO HabiroaaBaHaTa IIPH MOHOTEPAITHA ¢ XHAPOXIOPOTHAZHL.

HeMmenaHOMEH pak Ha KOXKaTa.

Br3 OCHORA HA HANWYHWTE NAHHW OT CMUASMHONOTHUHW Npoy4yBaHWE ¢ HaOmiojasana 3aBHCHMA OT
KYMYJIATHBHATA 103a Bph3ka Mexxay XX T3 1 HMPK. Enno nmpoyusane BK/IIOBa NOITyJlaliid, CbCTOAMIA € OT
71 533 ciyuau Ha BKK 1 8 629 ciryuan na CKK, v normysrauws ot choteeTHO 1 430 833 1 172 462 noaxoaaum
koHTposH. Brucokara ynorpe6a na XXT3 (kymynarusHo > 50 000 mg) € cBbp3aHa ¢ KOPUTHpaH OR 1,29 (95%
JH: 1,23-1,35) 3a BKK n 3,98 (95% JH: 3,68-4,31) 3a CKK. HabmozaBaHa e AcHa Bpb3Ka KyMyJ1aTHBHA 11032~
otrosop kakto 3a BKK, Taka u 3a CKK. Jlpyro npoyusase fiokasga Bb3MOKHA BPb3Ka MEK/Y paKa Ha yCTHHTC
(CKK) u ekcnosumusta Ha XXT3: 3a 633 cayuan Ha pak Ha yCTHWTEe € HoAOpaHa nomynanus OF 63 067
MOAXOASHIM KOHTPONH, KaTO c€ M3MON3BA CTPAaTerHs 3a B3eMaHE Ha NpoOW, onpenencHa OT pPHCKa.
JIeMOHCTpHpaHa € BPh3Ka KyMy/IaTHBHA 103a-0TroBop ¢ kopuripas OR 2,1 (95% JIH: 1,7-2,6), HapacTBAalIll
a0 OR 3,9 (3,0-4,9) 3a Brcoka ymotpeba (~ 25 000 mg) u OR 7,7 (3,7-10,5) 3a Hal-pUCOKaTa KYMYJIATHBHA
no3a (~ 100 000 mg) (k. cpHIO TOuKa 4.4).

5.2 ®apMakoKHHETHIHH CBOHCTBA

Bancapman/xudpoxaopomuasug

CHCTeMHATa HATMYHOCT Ha XMAPOXJIOPOTHA3HI ¢ HamareHa ¢ okojo 30% npu enqHOBPEMEHHO TpWIaraHe ¢
Bancaprad, KWHETHKaTa Ha BaJicapTaH HE C¢ NOBJMABA 3HAYWTEIHO TIPH CIHOBPEMCHHO IMPHIArane ¢
xpapoxioporuasua. HabmonapaHoTo B3aMMOACHCTBHE He OKa3pa BIMAHWE MPU yIoTpeOa Ha KOMOHWHALUATA
BATICAPTAH H XHAPOXAOPOTHAsH, Thil KAaTO KOHTPOJUPAHHM KIMHHYHM IMPOY4BaHMUA Ca I[OKA3alH SBCH
AHTHXHUIIEPTEH3HBEH QEKT, MO-TOAM OT MOCTUTHATYS NPH AKTUBHHTE BELIECTBE, PUIOKEHN NOOTACITHO HITH
npH riatedo.

Barcapman

Abcopbyus

Crnea mepopaiHO MPUIOKEHUE ¢aMO Ha BaJCapTaH NMKOBHTE [LIa3MEHH KOHLEHTPaUUM Ha BaJICapTaH cC
mocturat 3a 2-4 yaca. Cpensara abcomoTHa OuonanuyHoct € 23%. XpaHaTa HaMalfqBa €KCIO3HLKATA
(n3mepena ¢ AUC) Ha sancapran ¢ okono 40%, a nukoBara mjia3zMeHa KOHICHTPaIlHA (Cmax) ¢ 0Kk0110 50%,
BHIPEKH Y& OKOJO § "aca cnes mpueMa IUIasMEHHTE KOHIICHTPalHH Ha BancapTaH ¢a nogo0HH B FPYIIATE HA
[pHeM clie]l HaxpaHBaHe W Ha riaaso. Tora noHwkenue Ha AUC obadue He ce mpuapyxkasa OT KAXHHTHO
3HAYMMO HAMAJIZBAHE HA TEPAaleBTHYHHS SPEKT, MOpadn KOETO BAJICApPTaH MOXKE Ja ¢€ JaBa CbC WH be3
XpaHa.

Pasnpeoenenue

OGeMBT Ha pasfipeAciacHUe Ha BancapTaH NMpPY CBHCTOSHKME HA HACHLIAHE CJICA MHTPABEHO3HO PHAMKEHKE €
okono 17 AuTpa, KOSTO MOKAa3Ba, 4e BAJICApPTaH He Ce pasnpe/ens €KCTCH3MBHO B ThKAHHTE. BancapTaH ¢ B
roIAMa CTENEH CRBP3aH ChC CePYMHMTE NPOTeHHH (94-97%), NpequMHO ChC CEPYMHEA aNOyMHH.

Buompancghopmayun
Bancaprada se ce GuoTpaHchopMHUpa B roAIMa CTeNeH, Thik Karo caMo okono 20% oT Ao3at
MeTaGonuTH. B Mia3MaTa e YCTAHOBEH XHIPOKCHMMETAabonMT B HECKH KOHLEHTPALMH (11
AUC Ha Bancaprad). To3u MeTabOIHT € (papMaKOJIOTHYHO HEaKTHBEH.

Excrpeyus



BalicapTaH NOKa3Ba MYJTHCKCIIOHCHIMAIHA KHHETHKA (tin o < | 9ac B ty2 p OKono 9 waca). Bancaprad ce
enHMHMHUpa TIpeIMHO ¢ dexanunTe (okono 83% or no3ata) M ypunara (oxono 13% ot no3ata), 1J1aBHO KaTo
HEIPOMEHEeHO JiekapcTBo. Clies] MHTPABEHO3HO NIPWIOKEHHE TNIA3MECHHAT KIHPBHC HA BAICAPTAH € OKOJIO 2
l/uac u HerosusT GbOpeuen knuppHe € 0,62 l/wac (okomo 30% or obmma WiHpwHC). [lomyxHBOTET Ha
BaJcapTad € 6 qaca.

Xuopoxnopomuasuo

Abcopbyus

AbcopbuuATa Ha XHAPOXJOPOTHA3H cilell NepopajieH NpHeM ¢ 0bp3a (tmax OKONO 2 u). Iloka4yBaHETO HA
cpeadara AUC e jTuHEHO M e MPONOPLMOHAJHO Ha [03aTa B TE€pPaneBTHYHHA [Halia3oH. BiausaHHETO Ha
XpaHeHeTo Ha abcoplumaTa Ha XHAPOXJIOPOTHA3H]L, 2KO HMa TaKbB, € MaJlbK H fe3 KIHHHYHO 3HAYCHMUE.
AGcouoTHaTa SHOHATMMHOCT HA XHAPOXACPOTHA3ZH] Cliell fiepopaiieH npueM e 70%.

Pasnpeoenenue

KuHeTHKaTa Ha pasTpesie/ieHHe H €IMMMHHpaHe KATO LSUI0 € OIHMCcaHA 0T OHEKCTIOHSHUHAIHA (QYHKLHA Ha
paznaz. Ipusuanust obeM Ha paznpeaencHue ¢ 4-8 lkg.

TupKyAMpALIMAT XMAPOXJIOPOTHA3KI € CBBP3aH CbC CepyMHHMTe NpoTeuHH (40-7 0%), fOpeaMMHO CBC
CEPYMHHUS ATOYMHH, XUAPOXIOPOTHA3H/ CBILO TAKA KYMYIHPa B ePUTPOLMTHTE MPHOIH3HTEIHO 1,8 meTH
MOBE4YE, OTKOJIKOTO B IUIa3MaTa.

Excxpeyus

XH,E{[if)?J‘[OpDTHaBHﬂ ce eMMMHHEPA OCHOBHO HENIPOMEHEH, XHApOXIOpOTHa3H Ce CTMMHAHNADA OT [la3sMata ¢
MOMY>KHBOT CPEIHO oT 6 Mo 15 yaca B Kpaiinara dasza Ha enumuHUApane. Hama npomsaHa B KMHETHKATa Ha
XHAPOXTIOPOTHA3NUA IPH MHOTOKPATHO 03MPaHE ¥ HATPYNBAHETO € MHHMMATHO [IPpH TIPHEM BEAHBIXK AHCEHO.
[oeeue o1 95% ot abcopOHpaHaTa 1032 ce EKCKPETHPA KaTo HeITPOMEHEHO BCIICCTBO B ypUHATA. bpOpeunusr
KAHPBHC CE CHCTOM OT IACKHBHA (GUIITPALIHS W aKTUBHA CEKpelus B OBOpeHHTE TYOYIH.

Creyuannu 2pynu namesmu

Hayuenmu 6 cmapyecka sv3pacm

[Ipy HAKOW MAIEHTH B CTApPYECKa BB3pacT € Habnlo[aBaHO MAJIKO I0-BHCOKO o0HIO pasnpene/icHHE Ha
BAJICAPTAH B CPARHEHUE ¢ MJ1aTTe NanueHTH. Tosa obave HAMA 10Ka3aHA KITHHHYHA 3HaATHMOCT. OrpanuyeHU
IaHHH MpPEAnoaarar, 4¢ CHCTEMHHUAT KIMPBHC Ha XHAPOXJIOPOTHA3H € HaMAACH IIPH [AHCHTH B CTAPHCCKA
BB3PACT, 3APaBH HIH C XHITEPTOHMSA, B CPABHEHHE C MIIA/HH 31paBH JOOPOBOJILH.

bvbpeuno yspeaicoane
[Tpw nprnarase Ha Mpenopwysadata Ao3a #a Co-Diovan He € H3UCKBAa KOPHIMPaHE Ha 103aTa [IpH MALKCHTH
CBhC CKOPOCT Ha ritoMepyiHara gunrpauusa (GFR) 30-70 mi/min.

Hsma naHH# 3a npwiarasero sa Co-Diovan npH naumeHTH ¢ Texko 6u0peuno yspexaaHe (GFR <30 ml/min)
H [IpH MALMEHTH Ha JHATH3a. BancapTaH ce CBbp3Ba BhE BUCOKA CTEIICH C IUIAZMCHUTE NPOTCHHH U HE MOXKE
na 6bae OTCTpaHEH 4pes JHATN3A, JOKATO XHAPOXJIOPOTHA3H MOXKe Ja ObA¢ OYHCTEH Ype3 AHau3a.

ITpu Hanvume Ha GBOpeuHa auchyYHKUA, cpeaHMAT masmed MKk 1 AUC cTOHHOCTH Ha XHAPOXJIOPOTHAIH/ CC
yBEJIMUABAT H CKOPOCTTa Ha OTAEAHE Ha ypHHA Hamandpa, [Ipy mauueHT# ¢ JIEKO 10 yMEPEHO OpOpe4Ho
yBpexaaHe ce Habmomasa 3-kpaTso yBenmdenue Ha AUC CTOHHOCTHTE Ha XHAPOXJIOPOTHA3HIL ITpu
MAMEHTH ¢ TEXKO ObOpedHo yBpeX(IaHe ce Habmoaasa 8-xparHo ysenuuenue Ha AUC croHHOCTHTE.
XHApOXIOPOTHAZHE € TIPOTHBOMOKA3aH MPH NALMEHTH ¢ TEXKKO GBOpeYHo yBpeaaaHe (BK. TOUKA 4.3).

(Bx. TOuKH 4.2 1 4.4).
Jiuncear pasHM 3a ynmorpedarTa Ha BaiCapTaH HpPH MALUHUCHTH ¢ TEXKKa uyepHOApoOHA [
4.3). YepnogpoOuure 3a60nsBaHHA HE TIOBAUABAT 3HAYMMO (papMaKOKMHETHKATA Ha



5.3 IIpeaxkIMHUYHA JaAHHA 3a 0e30macHOCT

TMoTEeHIMAHATA TOKCHYHOCT Ha KOMOHHAUMATa BajJcapradH + XHIPOXJIOPOTHA3HI Ced IICPOPATHO
MPWIOKEHHE € H3C/TSIBaHA [IPY TUTHXOBE H MapMO3ETKH B IPOYUBaHKA, MPOAB/DKABAIIM 10 WIECT MECCLA. He
ca YCTaHOBEHH JaHHH, KOMTO OMXa MOIUIH Ja M3KJTFOYAT HPHIIOKECHHETO Ha TEPaneBTHYHH 1031 NPH XOPa.

H3MeHeHusTa, PUYUHEHH OT KOMOHHAUMATA B IPOYYBAHUATA 32 XPOHUYHA TOKCHTHOCT, € IO-BCPOATHO A
ca MpeAM3BUKAHA OT BancapTaH. TOKCHKONOIHYHHAT NpHIIENEeH OpraH € OnOpEK®T, KaTo peakuuATa & no-
H3paseHa NPH MapMO3eTKH, OTKOJKOTO nipd IuTbxose. KomOuHalusaTa BOaM 1O OBOpeyHO YBPEXKIAAHE
(HedponaThs ¢ TyOymHa Gaz0gHIHs, MOKaYBAHE HA MNa3MeHaTa ypes, NIasMeHHA KpeaTHHHH 1 COPyMHA
KaJIHii, yBe/HYaBaHe Ha 00EMa Ha yPHHATA M €NEeKTPOlIHTHTE B YpHHaTa oT 30 mg/kg/ren Bajgcapran + 9
mg/kg/NeH XMAPOXTIOPOTHA3K MPH MTEX0Be K 10 + 3 mg/kg/neH npr MApMO3ETKH), BEPOATHO 1O MEXAHHIMA
"a uwapyuieHa Owv0Opeuna xemopusamuxa. [Ipy rurexose Te3d A03W CHOTBCTCTBAT HA 09 u 3.5 ObTH
MaKkCHMaJTHaTa npernopsusada jgo3a upy xopa (MILIX) croreerHo Ha BancapTaH W XHAPOXJIOPOTHAIHA,
HIYHC/IeHH Ha 6a3a mg/m?. TIpn mapmoseTu Te3M NI03H ChoTBETCTBAaT Ha 0,3 M 1,2 mhTH MaKcuMAaJlHaTa
mpenopkyBana Ao3a npy xopa (MIIIX) ceoTBeTHO Ha BancapTaH H XMAPOXJIOPOTHA3H/L, HIHMC/ICHH Ha Dasa
mg/m?. (M3umcreH aTa ce OTHACAT 3a NiepopaiiHa 103a oT 320 mg/aeH pancapTaH B xoMOuHalms ¢ 25 mg/aeH
XHAPOXJIOPOTHA3H U HalueHT ¢ Terno 60 kg.)

BHCOKHM 103M HAa KOMOMHALMSTA BajcapTaH - XHIPOXJOPOTHA3HZ{ NpeAH3BHKBAT HaMaliBaHC Ha
ePHUTPOLIMTHUTE NoKasaTeH (OpoH Ha EpHTPOLMTHTE, xeMoryioous, xemarokput ot 100 + 31 mg/kg/nes npu
rrexoBe U 30 + 9 mg/kg/nen mpu mapmosetH). [Ips mrsxose TE3H [KO3KH CHOTBETCTBAT HA 3,0 u 12 nb1H
MaKCHMAJIHATA TpenopbaBada ao3a npu xopa (MIIJ[X) chorBeTHO Ha BaicapTaH M XHAPOXJIOPOTHAIHA,
W3vHCIeHM Ha 6asza mg/m?. [lpu MapMoseTkH Te3u Jo3d chorsercTsar Ha 0,9 4 3,5 mMbTH MakcHManHaTa
penopbuBana 1032 rpu xopa (MIIX) choTBETHO HA BaNCapTaH ¥ XMAPOXTIOPOTHA3UN, H3UHCACHN Ha faza
mg/m?. (V3umcneHysTa ce OTHACAT 3a nepopaina ao3a ot 320 mg/aeH BaicapTaH B xkoMOHMHaLMA ¢ 25 mg/aeH
XUIPOXJIOPOTHAZHA U NAHeHT ¢ Terno 60 kg).

ITpu MapMoO3eTKH ce HabmozaBa yBpeKIaHe Ha CTOMAIIHATA IMraBHLIa (o1 30 + 9 mg/kg/nen). Kombunanuara
CHIIIO TaKa BOAM O XHIIEPIUIa3Hs Ha adepeHTHHTe aprepuoiy b 6B6peumre (npH 600 + 188 mg/kg/nen npu
mexose U 30 + 9 mg/kg/nen npu MapMo3eTKH). 1Ipy MapMO3eTKH AO3HTE CHOTBCTCTBAT Ha 0.9 ¥ 3,3 ivTH
MaKCHMAJIHATA MpeNopbuYHTeNHa Ao3a mpu xopa (MILJX) ceOTBETHO HA BancapTad H XUPOXIIOPOTHAZHU],
H3YdciaeHd Ha 6a3a mg/m®. [IpM mopxoBe Te3W J03H CHOTBETCTBAT Ha 18 U 73 mbpTH MakCHUMaHaTa
npenopbauTeTHa qo3a mpu xopa (MITJIX) cbOTBETHO Ha BajlcapTaH B XHAPOXJIOPOTHAZKA, U3HHC/ICHH Ha basza
mg/m?. (M34KCNeHHsITa ce OTHACAT 3a Mepopasiba 103a ot 320 mg/neH BancapTaH B KOMOHHalH ¢ 25 mg/nex
XUAPOXJOPOTHA3H/ M aLKeHT ¢ Terno 60 kg).

CnioMeHaTuTe NoO-rope e(eKTH BEPOATHO C€ Jb/DKAT HA BHCOKHTE 103U BancapTaH (bIoxkMpaHe Ha
aHrHOTeH3MH [1-HHAYLIHpaHaTa HHXHOMIHS HA OTAENAHETO HA PEHHH U CTHMYNailis Ha peHHH-NPOAYUMPAIli
xietkH) u ce cpewat ¥ npu ACE-unxuburopure. Te3n naHHH BePOATHO HAMAT MPAKTHYECKO 3HAUCHME NO
OTHOLIEHHUE HA TEPANMEBTHYHOTO MPHIOKEHKE HA BAJICapTaH IIpH Xopa.

KoMOMHALMATA BajAcapTaH - XMAPOXJIOPOTHA3H HE € MPpOyYBaHa 33 MYTarcHHOCT, XpOMO30OMHA aHOMANNN
WIH KaplMHOTCHHOCT, THH KATO JTHIICBAT GOKA3aTENCTBA 32 B3aHMOJICHCTBHE MEKIY ABETE cyOCcTaHUMH.
He3aBHCHMO 4€ TECTOBETE ca MPOBEXKIAHH MOOTAEINHO 3a BajicapTad H XHIPOXIOPOTHA3HN, HE Ca YCTAHOBCHH
JIOKa3are/icTBa 33 MyTareHHOCT, XPOMO30OMHH AHOMAJTHH HIIH KapIHHOINEHHOCT.

[Tpn mIbXoBE TOKCMYMHH A03M 3a MaiikaTa (600 mg/kg/neH) no BpeMe Ha NOCHCAHUTC THH OT OpeMEHHOCTTA H
MEepHO/ia HA JTAKTALMSA Ca JOBE/IH J0 MO-HHCKA CTENCH Ha TPEXHBACMOCT, no-¢J1abo HajnaBaHe Ha TETIO H
326aBeHO pa3BUTHE (OT/ENAHE Ha YIIHATA MUZA W OTBAPAHE Ha CIIYXOBMA KaHA) Ha noxonerca
4.6). Tesu nosu mpu mwrexose (600 mg/kg/neH) npeacrapnssar npubnusuTenHo 18 mpa RO
Npernops4BaHa 103a IpH Xopa Ha Oasara Ha mgfm2 (M34MC/ICHMATA C€ OTHACHT 33 [IEpopayHa 536 320 ge
1 nanvent ¢ terno 60 kg). [lpu npunaraHe Ha BaicapTaH/XMAPOXJIOPOTHA3W/ HPH/ALESJORE A¥7 St

HaGnlogaBaT CXOXHH HAXOAKH. B mnpoyuysaHHATa 33 eMOPHO(ETATHO Pa3BHTHG




I0Ka3aTe/ICTBA 33 TEPATOTEHHOCT [PY MPATATAHE HA BATICAPTAH/XHAPOXJIOOPOTHA3HL P TUTEXOBE H 3aHUH,
BBIPEKH ToBa ¢ Ouia Hab/mogaBaHa GeTOTOKCHIHOCT, CBbP3aHa ¢ MAHYHHA TOKCHYHOCT.

6. PAPMAIIEBTUYHU JAHHHU

6.1 CHChK HAa NOMOLIHATE BEMECTBA
CopuesnHa Ha TableTkarTa
MUKpOKpHCTATHA HEMY103a
Kpocrnopunon

Konouaes cHdIIHER JHOKCHI, De3BOACH
Marue3sues cteapat

OuaMHpaio NOKPUTHE
XUANpoMenosa

Makporoa 8000

Tank

Tutanoe ouokcua (E171)
YepseH xeneszed okena (E 172)

6.2 HechBMeCTHMOCTH
Henpunoxumo

6. 3 Cpox Ha rogHocTt
3 roArHM

6.4 CoenHaJIHH YCTOBHA HA ChXPaHeHHE
JTa ce cpxpansasa nog 30°C,
Jla ce chXpaHABA B OPHTHHAJIHATA OIIAKOBKA, 33 Jla CC MpeArasy OT Biara.

6.5 lanHH 32 00AKOBKATA
PVC/PE/PVDC/Anymusnesy dnucrepu
Pasmep Ha onakoBkate: 14, 28, 56, 98 win 280 duamupanu TabaeTKH.

6.6 Cnenuaang mpeAlasHH MepKH NpH H3XBBDJAAHE
HaMa cnenuaiHnig H3HCKBAHHA.

7. MIPUTEXKATEJI HA PAZPEHIEHUETO 3A YIIOTPEBA
Novartis Pharma GmbH, Roonstrasse 25, D-90429 Nurnberg, I'epmaHHA

8. IPUTEXATEJ HA PASPENIEHUETO 3A MAPAJIEJEH BHOC
“Becra Mex” EOQO/L, yn. Kerao Cropues Ne8, 5350 TpsapHa, brarapus

9. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEBA
20020026

10. JATA HA I'bPBO PA3PEINABAHE/MOJHOBSIBAHE HA PASPEINIEHHETO 3A YIIOTPEBA
08.01.2002 r./22.12.2010r.

11. JATA HA AKTYAJIM3UPAHE HA TEKCTA




