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KPA XAPAKTEPHCTHKA HA IMTPOJIYKTA

HUME HA JIEKAPCTBEHHA IMPOAYKT

Bancon 40 mg ¢unMupanu TabneTku
Valsol 40 mg film-coated tablets

KAYECTBEH N KOJIHYECTBEH ChCTAB

Besika grmupana rabnetka cuabpika 40 mg pancapraH.
TMomoIHE BemecTsa: naktosa — 0,54 mg, copGuron — 4,6 mg, Hatpuii — 0,16 mg (0,01 mmol)

3a MLIHHA COHCBK HA TIOMOLIHHTE BELIeCTBa BHXKTE TouKa 6.1,

JEKAPCTBEHA ®OPMA
Ounmupana TabreTka.

Bancon 40 mg dmnmHpahd TaOneTkH: LHTHHAPHYHW, ODBHTH, ¢ AeMMTENHA YepTa OT eJHaTa
CTpaHa, XBJITH (hHIMHpaHK TabNeTKH.

Tabnerkarta Moxe A3 ObAe pasneneHa Ha ABC PABHH TIOJIOBHHH.

KJIHHAYHN JAHHH
TepaneBTHYHH NOKA3AHHS

Cned npexapan Hackopo undaprm Ha Muokapoa

JleyeHne HA KIHMHHYHO CTAOMIIHH MNAUMEHTH CbC CHMITOMAaTHYHa XpOHMYHA ChbpAcqHA
HEJOCTATBYHOCT HIH € ACHMNTOMATHYHA JIEBOKAMEPHA CHMCTOJHA OMCHYHKUMS Clef NpekapaH
Hackopo (12 4aca o 10 auu) uadapkT Ha MurOKapaa (Bx. Touku 4.4 H 5.1).

Covpoeyna HedocmamvyHocm

Jleueude Ha CHMIOTOMATHYHA CHPACYHA HEAOCTATHMHOCT, ako He Mmorar aa ce npwiarat ACE
HHXHOHTOPH, WNH KaTo JombaHeHHe KbM ACE HHXuOHTOp, Korato He MoraT ia C€ W3MoM3BaT feta-
OnokepH (Bx. ToukH 4.4 1 5.1).

J03npoBKA H HAYIHH HA NPHIOKEHHE

Mepopanna ynotpeba.

Caed npexapan Hackopo ungapkn g Muoxapog

[Ipy KNHHHYHO CTAGHIH3NPAHH NALHECHTH JIEYEHHETO MOXE Jia 3amoyHe Oile Ha 12-us 4yac caen
nudapkT Ha Mpokapaa. Crest HauanHa Ao03a ot 20 mg ABa THTH AHEBHO, 103aTa HA BANICAPTAH MOXe
Nla Ce YBeJIH4H MOCTENeHHO H NOCNENOBATEINIHO Mpe3 CieABalMTe CEAMHULH A0 40 mg, 80 mg u
160 mg sBa mbTH AHeBHO. Hauannata fio3a ce MpeAjiara KaTo JeiuMa qmnm;pdrifaf;mﬁneuga'm
40 mg. , - _
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Makcamanuara ueneea 103 ¢ 160 mg Bancaprai 4Ba IMbTH AHeBHO. OGMKHOBEHO Ce MPENopsYBa
Ao3ata ot 80 mg BancapraH ABa NBTH JHEBHO & C€ AOCTHTHE B PAMKMTE HA HBE CEAMHIH CNEH
3ano4BaHe Ha JIEMEHHETO Ha MaluKkeHTHTe. MakchumanHaTa uenesa go3a ot 160 mg sancaptas asa
METH JHEBHO OH TpAOBaNo Aa ce JOCTHTHE B PAMKHTE Ha 3 MeceLa B 3aBHCHMOCT OT TOHOCHMOCTTA
Ha nanMeHTHTe. B ciyyal, Ye ce MOABAT CHMIITOMATHYHA XUIOTOHHS W/IM HapyWIEHHE Ha
On6peunara GpyHkuus, TpaOBa Aa ce 0OMHCIN HaMANABaHE Ha [03aTa.

3Ja nocnexBaulo NeveHHe Clel Npexapad HHGAPKT HA MHOKapia BACapTaH MOXe 1a c¢ NMpHeMa
33€AHO C JAPYTH JIEKapCcTBa, HanmpuMep TPoMOONMTHUM, aLETHICANMUMIIOBA KHCE/NHHa, Oera-
GnokepH, cTaTHHK H THypeTHUH. He ce npenopbusa koMGHHIpaneTo My ¢ ACE HHXHOHTOPH (BiK.
Touku 4.4 u 5.1).

Tlpy npernen Ha NauUMeHTH CNER NpeKapaH HHMApPKT HA MHOKApZA BHHAIH TPAOBA [a CE M3BBLPLIBA
H H3cleBaHe Ha GpOpevnata QyHKIHA.

Cwpdeuna nedocmamvynocm

TpenopbyBanara Havanta no3a e 40 mg pancaprad Asa NbTH AHeBHO. Caes TOBA Ta3M A03a CleLBa
Ha cc yBenM4aBa MOCTENEHHO, NMPE3 HHTEpPBal OT Hal-MaJKo JBe CEAMHLUH, JOKATO C€ AOCTHTHE
Hali-BHCOKATA MOHOCHMA OT MALMEHTA 1034, T.€. MbpBO A0 80 mg BancapraH ABa MbTH AHEBHO, a
caen ToBa M g0 160 mg Bancaprax aBa IWhTH AHEBHO. AKO €QHOBPEMEHHO C TOBA CE MPHIara H
RBHYPeTHK, TpAlpa Ra ce OOMHCIM NpHeMaHe Ha MO-HHCKAa 103a Ha Auypetuka. [IpH KNKHHYHH
NpoyuBaHHA MAKCHMAHATA AHEBHA 1033 ¢ Ouna e 320 mg pancapran (no 160 mg BancapTaH aBa
IIBTH JHEBHO).

BancapraH MoXe na Ce NpHIara 3aeflHO € JAPYrd JEKApCTBA 33 JieYeHHe Ha ChpAeyHa
HepocrateunocT. He ce npenopwpuBa oba4e enHoBpemeHHata My ymotpeGa 3aeaHo ¢ ACE
MHXHOMTOPH MITH ¢ Geta-Gnokepu (Bx. ToukH 4.4 H 5.1).

Tlpr mauMeHTH CbC CBpAEYHA HENOCTATBYHOCT BHHarH TpAGBa na ce uacheasa GnGpeunara
hyHKUHS,

Havun na npwioxcenue
Bancon TpaGpa Aa ce npuema C AOCTATBYHO KONHYECTBO TEUHOCTH (HANpHMEp yaiia Boaa). Moxe

Ja ce pHeMa II0 BPEME HAH Clie] XpaHeHe.

Hapywenua na yeprodpobna u 6vpeuna s

Ilpn nauuenTn ¢ 6BOpEUHa HENOCTATBUHOCT (KPEATHHHHOB KIHPBHC > 10 ml/min) He ce Hanara
NpOMsHA Ha HO3ATa.

IIpn nauHeHTH ¢ neka Ao yMepeHa 4epHORpo6HA HEAOCTATEYHOCT Oe3 xonectasa He Tpsabsa aa ce
HaJBHilaBa fo3a or 80 mg BancapraH.

Ilpn nalHeHTH ¢ TeXbK XENAaTHT H/HIH HapylueHue Ha Gb6peyuHaTa PyHKUHA TPHEMBT Ha
BAJICAPTaH € IPOTHBOMOKA3AH (BXK, TOUka 4.3),

Hayuenmuy ¢ nanpednana ge3pacm
Ha nauneHTHTE B HanpeaHaNa Pb3pacT MOXe Ja ce JaBa ChIIATa 1033 KATO Ha NO-MJIAAH NALHEHTH.

ﬂeyg i FOHOUWU

3a GelonacHOCTTA H epHKACHOCTTA HA MPOAYKTa (B, ToukH 5.1 1 5.2).
Iopaau ToBa, BancapTan He TpaAbBa a ce Npuara NpH JIeua H FOHOLLH.

2/14




4.3

44

IIpoTHBONIOKA3AHHA

CBpBbXUYBCTBHTENIHOCT KbM AKTHBHOTO BELIECTBO HIIH KbM HAKOE OT MOMOLUHHTE BELIECTBA.
Texxa uepronapobHa HeocTaTbYHOCT, OHITHAPHA MPO3a H XOJIECTasa.

Texka 6L6petHa HeROCTATBYHOCT (KPEATHHHHOB KNHPBHC < 10 ml/min) n naudesTH Ha Juanusa.
Bropu 1 TpeTH TpuMecTp Ha GpeMEeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

Creusnaann npeaynpexaeHHA U NPEANA3HA MEPKH NpH ynorpela

Bpemennocm:

Ynorpebata Ha Bancon He Tpafsa na 3anmouBa mo Bpeme Ha GpemeHHocT. OcBeH B Chyyall Ha
YCTaHOBCHA CBINECTBEHa HEOOXOAHMOCT OT mNpoAB/KaBaHe Ha JNiedueHHeTo ¢ Bancon, npu
NauHeHTKHTE, KOHTO NnaHupar ja 3abpeMeHeAT, NeKapCTBEHHAT NPOAYKT TpAOBA Na ce 3aMEHH C
aNTepHaTHBHH QHTHXMNEPTOHHYHM NICKAPCTRA, KOHTO HMaT JokalaH npo¢mn Ha Ge3omacHOCT npu
ynotpeba no speMe Ha OpeMeHHOCT. B ciywail Ha AHarHOCTHUMpaHe Ha GPeMEHHOCT JIEHEHHETO ¢
Bascon TpaGea na 6s4e npekpaTeHo He3abaBHO M aKO € NOAXOAALO, TpAGBA A2 3ar0YHE NPHIIaraHe
Ha anTepHaTHBHA TepamHa (BX. Touky 4.3 1 4.6).

Xunepranruemus
EnHOBpeMEHHOTO TipHiaraHe Ha KalHA-ChXPaHABALM LUYPETHLM, KATMEBH MPOAYKTH, KaJHi-

ChAbMKALIH 3aMECTHTENH Ha COATA HJM APYrH JIEKApCTBA, KOMTO TIOBHILABAT CEPYMHHTE HHBA HA
KaymMs (Hanpumep XEnapHH), MOXe Na AOBEAE A0 MOBHIABAHE Ha CEPYMHHTE KOHLEHTpALMH Ha
kanui. Ilopaas ToBa NPUAAraHETO HA CHOTBETHHTE KOMOHHALIHH TpAGBAa A4 CTABA BHHMATEIHO H
penosHo TpabBa fa ce HIC/EABAT HHBATA HA KAJTHA.

Heduyum Ha nampuii wuru obemen depuyum

MHOro psaaxo NauKHenTHTE C TEXBK HATPHEB H unu/obeMen AeduUMT (HAIPHMEp NIPH BHCOKH J03H
OHYDETHUH) MOFaT Ja pPa3BHAT CHMIITOMATHYHA XHINOTOHHA MPM 3aNQO4YBAHE HA JICUEHHETO C
Bancon. Harpresrar n/HiH obeMHHAT aeduuut TpaGpa Aa GbaaT KOPUrBpaHH NpH 3a004BaHE Ha
JieyenHeTo ¢ Bascon, nanpuMep upe3 HamaisBaHe Ha 103aTa HA AMYPETHUHATE.

Cmerno3a nag 6vbpeynama apmepus
JIuncsat naHHH 3a Ge30MACHOCT MPH MAUKEHTH C ARYCTPAHHA CTEHO32 Ha GLOpeUHHTE apTepHH HIH
CTEHO3a HA apTEpHA B CIIyYaH ¢ ¢AHH-CAUHCTBEH OBOpek.

Kparcocpounoto npunarade Ha Bancon mpH 12 nauMeHTH ¢ peHOBACKYNapHA XHIEPTOHHA,
NPHYMHEHA OT eHOCTPaHHA cTeHo3a Ha OnOpeunara aprepud, HE € MOBNHAIO B 3HAYHMA CTENeH
BBpXy ObOpeuHaTa XeMOAHHAMHKA, CEPYMHHA KDEaTHHHH H HHBATA Ha yped B KpbBTa. Thit kaTo
IpYr® NEKapcTBa, KOMTO BJAMSAT BbPXY CHCTEMATA PEHMH-AHTHOTEH3IMH-AJOCTEPOH, MOraT Aaa
MOBUIIAT HUBATA HA YPEsTa B KPbBTA M HA CEPYMHHA KPEaTHHHMH, KaTO NpeLnasHa MspKa ce
NpencpeYBa IaTenHo HabmoneHue Ha ChCTOSHHETO Ha Te3H MallHeHTH.

bv6peuna mpancnranmayus
KbM MOMeHTa HNCBa OMHT OTHOCHO OesonacHara ynorpeba Ha Bayicos npy nauieHTH, NPH KOHTO

HACKOpO € H3BBpIICHA OBOpEYHa TPaHCTIIAHTALIHA.

ITupeuyen xunepandocmeporusbm et
TlanueHTHTe ¢ NBPBHYEH XHIIEPANAOCTEPOHKIBM He TpsOBa A2 ObAAT NEKyBaHH C Baﬂeo;l, mﬁ ;ca'rer

NpH TAX CHCTEMATa PEHHH-AHTHOTEH3UH-ANAOCTEPOH € TIOBJIHAHA OT n‘prH'—IHO’I‘O ﬁﬁmgnaﬂe




KakTo BcHuYkH BazoAMNaTaTOpH, W Bancon TpsbBa aa ce npunara ¢ NOBHLIEHO BHHMAHWE MPH
HAalMEeHTH, CTPALALlH OT Te3H 3a0oaspaHus.

Duvbpeuna nedocmamuvpynocm
[pu naunenTH ¢ Gu6peyna HEAOCTATBYHOCT (KPEATHHHHOB KIMPBHC > 10 ml/min) He ce Hanara
MpOMSAHA Ha A03aTa.

Yeprodpobra HedocmamuvuHocm
TIpn nayHeHTH ¢ Neka A0 yMepeHa YepHoAPoGHa HeAoCTaTLUHOCT €3 XonecTasa BacapraH Tpabsa
1A ce npuiara ¢ nosuweHo Buumanue. He TpaGsa fa ce najpuasa nosara ot 80 mg Bancapra.

Qﬁgd npexapan HAckopo EHQGQKM Ha gugxapga

Hsama nauuu, KOHTO Ja MOKA3BAT [O-A0OpO KIMHHYHO MOBIHABAHE MPH €XHOBPEMEHEH MpPHEM Ha
KanTonpua W BancapraH. HanpoTus, mpH €AHOBPEMEHHOTO NpH/araHe PHUCKBT OT HEXeNaHH
PeakLWH HAPAcTBA B CPABHEHHE C TO3HM NPH CbOTBETHHTE MOHOTepanuk (Bx. Touku 4.8 u 5.1).
TMopaau ToRa Ta3sn KOMOHHALIHA HE Ce NpenopbyBa.

Heo6xoRKHMO € Aa ce NOAX0XKAA ¢ MOBHIIEHO BHHUMaHHE B HA4YaloTO HA jleueHHeTo ¢ Bancon npk
NAUWEHTH clefl npekapaH MHGapkT Ha MHokapaa. [Ipu mpernea Ha nauueHTH ciiel nipexapad
HH(apKT Ha MHOKAp/a BMHArH TpaGBa Ja ce M3BBPIIBA W oueHka Ha GpOpeunara dynkuns (BXK.
TOuKa 4.2).

Tlpuraraneto Ha Bancon mpw MaUHEHTH Ciel NpeKapaH KRGAPKT HAa MHOKapaa 4ecTOo BOAH A0
MOHWKABAHE HA KPBBHOTO HanAraHe., I[IpOXBIKABAIATA CHMIITOMATHYHA XMIOTOHMA ofave
OOMKHOBEHO HE M3HCKBA MPEKPATABAHE HA JIGUEHHETO, NPH YCJIOBKE, Y€ CE CIa3BaT yKasaHHATa 3a
Jo3HpaHe.

Cupoevna RedoCmampYHOCH

TIpH MAaUMENTH ChC ChPAEYHA HEAOCTATBYHOCT HAMA KJIMHHYHA 1032 OT NPHIIAraHe Ha TpoiHa
koMGuHamua ot ACE wmxmburop, Gera-Gnokep M Bancaprad (BxK. Touka 5.1). OueBHAHO TasH
KOMOHHALHS yBENH4aBa PHCKA OT HEXKENaHH PEakLMH H MOPAJH TOBA HE CE MpenopbYBa.

OGHKHOBEHO IpH MAlUMEHTH ChC ChpHEHHA HENOCTATHYHOCT NeweHweTo ¢ Bancon BoaW 1o
H3BECTHO MOHIDKABAHE HA KPBBHOTO Harane. [IpekparTsBaHe Ha JeUEHHETO NOpajH
IPOALIDKABALLA CHMITTOMATHYHA XHNOTOHHA obaue OGHKHOBEHO HE € HeoDXOAHMO, aKO JO3HTE Ce
npHeMaT CHINIACHO yKazaHWsTa. [IpH NalMeHTH CbC ChbpAeYHA HEAOCTATBYHOCT € HeobxoauMo
NIOBULIEHO BHHMAHKE B HAYAIOTO Ha EUeHHETO (BK. ToUKa 4.2).

Mausentn, npu Kouto OuOpevHaTa (yHKUHMA 3aBHCH OT 2KTHBHOCTTa Ha CHCTEMara PeHHH-
AHTHOTEH3MH-AIAOCTEPOH (HanpHMep MAHEHTH C TEXKA ChPACYHA HEJOCTAaTRUHOCT), MO BpEME Ha
nedeHue ¢ ACE unxuGHuTOpH pasBHBaT ONMIYPHS H/HIM NPOrPECHBHA YPEMUs, a B PEAKH Cy4aH —
u ocTpa Gu6peuHa HenocTaTsuHOCT. Kato aHTaroHHCT Ha anrvoTensdH I peuentopute Bancapran
MHXHOHPA CHCTEMATA PEHHH-AHTHOTEH3HH-AIAOCTEPOH. 1o Ta3n NpUdKHA HE MOXE A3 C€ HIKITIOUH
BB3MOXHOCTTa OT Hapyllenne Ha Gu0peunata GpyHKuHs no Bpeme Ha ynorpeba Ha BajicapraH.

Hpeaynpexnenns, OTHACAINE ¢¢ A0 NOMONHHTE BeLIECTBA:
To3H NeKapcTBeH NPOAYKT CbhIbpka copOuron. [laumeHTH C HACAEACTBEH npobnem nopanw

HENOHOCHMOCT KbM GpYKTO3a He TPpAOBa fa NpPHEMAT TOBa JIEKApCTBO. ' e
Tosu mekapcTBeH MpPOAYKT ChABPKA JaKkTo3a. [lauMeHTH C HACACACTBEH [P :gga:m@@'ﬂ:}\
HETIOHOCHMOCT KbM FaJaxTo3a, Ae(HUHT Ha Lapp nakTasa (HEOCTATEYHOCT, KOATO OF HaGmogala
B HAKOH HONynauuH B JIAMIAHAHMSA) HAHM C IMIOKO30-TaNaKTosHa ManabcopOups:- e, Tpabl A

npHeMart TOBa NeKapcTeo.

.
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4.5

4.6

To3K NeKkapcTBeH NPOAYKT ChIABPXKa noA 23 mg HATPHA B ZI030Ba e[MHHLA, KOETO MO CHIICCTBO
03HAYaB4, Y€ € ,,HECHIbKAL] HaTpuit”.

BianMogelicTBRE ¢ APYIH JEKAPCTBEHH NPOAYKTH H APYTH GOpMA HA B3aHMOJeHCTBHE

He ca HabmofaBaHH KNHHAYMHO 3HAYHMH (apMaKOKHHETHYHH JeKapCTBEHH B3aHMOASHCTBHA ChC
CleAiHTe BEIleCTBA, KOHTO HeCTO C€ NMPHAAraT NPH NAUHEHTH, CTPaAAWH OT XHIIEPTOHHH:
UHMETHAMH, Bapdapur, (ypo3eMHH, RHIOKCHH, &TEHONON, HHAOMETALWH, XHAPOXJIOPOTHA3HE,
aMJIOJAMIHH M MIHOeAKnaMMu A,

HeobxofuMo ¢ MOBHINEHO BHHMAHHE, KOraro Bancon ce mpujsara eJHOBPEMEHHOTO ¢ Kaluh-
CBXPaHSBAILM AHYPETHLH, KAIHEBH NPOAYKTH, KaNHA-CBABPKAIM 3aMECTHTENH Ha CONTA HiH
IpPYTH JIEKApCTBA, KOMTO MOBHIIABAT CEPYMHHTE HHBA Ha Kajua (Hanpumep xenapun), B Tean
CIIYYaH Ce MPEenopBEYBa PEAOBHO H3CNE/BAHE HA HHBATA Ha KaJHs.

I[]J)ﬂ"ﬂ AHTHXHNEPTOHUYHH CpPEACTBA MOraT na 3acCH/IAT ed)ex'ra Ha TMOHHXABAHC HA KPBBHOTO
HaaATaHeE.

IIpH enHOBPEMEHHO MpUiaraHe Ha aHTAOHWCTH HA AHFHOTeH3HH Il peuenTopiTe ¢ HECTEPOHAHH
NPOTHBOBL3NANUTENHH cpeAcTBa (T.e. cenexTHBHM unxubuTopd Ha COX-2, aueTHICATHUKIIOBA
kucenuHa (> 3 g naHesno) u HecenexTHBHM HCIIBC) Moke Aa HacThNH HaMmansBaHe Ha
MPOTHBOXHNEPTOHHYHHA ehEKT.

OcBeH TOBa €AHOBPEMEHHOTO NpHJIATAaHe HA AHTATOHHCTH HA aHTWOTEH3uH Il peuentopute H
HCIIBC moxe Aa AOBEXE A0 MOBHILABAHE HA PHCKA OT yBpexaHe Ha OnOpednata QyHKUHA H 10
yBeNUuaBaHe Ha cepyMHns kamwi. Ilopanw ToBa npH 3anoysaHe Ha NOOOHO JicYCHHE cCe
npenopbuBa oleHKa Ha OrOpeyHaTa QyHKLHA, KAKTO ¥ ANEKBATHA XHAPATAlHA HA NalKeHTa.
Cro6maBa ce 3a o0paTuMo MOBHIIABAHE HE CEPYMHHTE KOHLIEHTDALMM Ha JIHTHA M HA JMTHEBATa
TOKCHYHOCT NpH eHoBpemeHHo npunarade ¢ ACE Huxnbutopu. Jluncea TepaneBTHUCH ONHT OT
eHOBPEMEHHOTO NpH/IaraHe Ha BancapTaH M JuTHA. [lopaan ToBa ce Tpenopb4Ba MpocienssaHe
HA CEPYMHHTE KOHUCHTPALHH HA JIHTHA.

[poyuBaHHs 38 B3AHMOJCHCTBUATA Ca IPOBEXAAHH CAMO IPH Bb3IPACTHHU.
BpemMeHHOCT H KbpMeHe

He ce npenopsusa ynotpebara Ha Bancon npes nbpeus TPUMECTBP HA OpeMERHOCTTA (BK. TOuKa
4.4). Ynorpebata Ha Baicon e nNpOTHBOMOKa3HAa Mpe3 BTOPHA W TPETHA TPHMECTBD Ha
OpemennocTTa (BX. TouxH 4.3 1 4.4).

JloKazaTencTeaTa OT ENHACMHONOTHYHH MNpOYYBAaHHA OTHOCHO PHCKA OT TEPAaTOreHHOCT CieA
excno3nika Ha ACE #HXHOHTOPH npe3 mMbpeHA TPHMECTHP Ha GpPEeMEHHOCTTa He Ca KaTeropH4HH,
HO BLIOPEKH TOBA HEe MOXE [a C& H3KIIOYH MANKO YBENWueHHe Ha pucka. BonpekH ue muncsar
AAHEM OT KOHTPO/IMPAKH eNMHAEMHOIOTHSHH NPOYYBAHHA 38 PUCKa OT AHMHOTEH3HH I peuenTopHA
antaronuctd (AIIRAs), nopoGHH puckope Oixa MOrAM fa ChUIECTBYBAT H NPH TO3H Knac
nexapctBa. OcBeH B ciyuall Ha YCTaHOBeHa CBHLIECTBEHA HEOOXOAHMOCT OT NPOXB/LKABAHE HA
neveruero ¢ APB npH NauWeHTKHTE, KOWTO MUIAHHPAT Aa 3a0peMeHesT, T TPAOBA 1a C& CMEHSAT C
ANTEPHATHBHH GHTHXHIEPTOHHYHH NEKAPCTBA, KOHTO MMAT A0KA3aH NPOGHN Ha 6ezonmacHocT npH
ynotpeba no Bpeme Ha GpemenHocT. B cniyuali Ha AuarHocTHUMpaHe Ha GPEMEHHOCT NEYEHHETO ¢

e fipinarage

Bancon Tps6sa a Gb/ie NpekpaTeno He3abaBHO H 8KO € NOAXOAALLO, TpaGBa Aa 3a00YH
Ha alTEPHATHBHA TEparnHs. R
M3BECTHO €, He eKCMIOIRLHATA Ha Tepanus ¢ Bancon npes BTOpus H TPETHS & HMECTH|
detoTokcuuHOCT y uoBeka (Hamanena OnbpeuHa GyHKuus, ONHIOXHAPBMHIOH,

.

5/14



4.7

48

ocudMKALMA HA Yepena) H HEOHATAIHA TOKCHIHOCT (OnOpeyHa HEAOCTATHYHOCT, XHMMOTOHHI,
XHNepKauHeMns) (BkK. CbILO H Touka 5.3 ,,TIpeAKIHHAYHY AaHHH 3a Ge3onacHOCT”).

AKO eKcro3uumsaTa Ha BaJicon e HacThKNa 1O BpeMe H CJIE] BTOPHA TPUMECTLP Ha OpeMEHHOCTTA,
NpenopbYBa ce yNTPa3ByKOBO H3CIEABANE 3a olleHKa Ha §p0peunara GyHkuus 1 Yepena.
KbpMmauera, uunto Maikn ca npuemanu Bancon, Tpabpa za ce npocnensBaT BHHMATeJHO 33
XHMOTOHKA (BX. CBILO W To4kH 4.3. 1 4.4).

Kwnpmene

Tl KaTo JHNCBAT AAHHH OTHOCHO ynortpebarta Ha Bancon no speme Ha kepmene, Bancon He ce
NMperopBYBa H ¢e MPEArNoYMTaT APYTH JCKAPCTBEHH NPOJYKTH ¢ Mo-aobpe ycTaHoBeH Npodun Ha
Ge30nacHOCT NpH KbpMeHe, 0co0eHo Mo BpeMe Ha KbPMEHEe Ha HOBOPOAEHOTO HJIH HA HEJOHOCEHO
KbpMaue.

Edexru upxy cnocobHocTTa 38 modupane u paboTa ¢ MAMIKKA

He ca npoBexaaHn NpoyuBaHWs 3a epexTHTe BbPXy cnocoOGHOcTTa 3a wodupaHe ¥ pabota ¢
MallHH. [Ipr wodupane 1 paboTa ¢ mamMHH ofaue TpaGBa na ce K¥Ma NPESABHA, 4€ B PEAKH
CITy4aH MOTAT Aa ce OABAT 3aMasHOCT HIIH YMOpa.

HexenaHnn JeKaAPCTBEHH PeaKlIHH

Ipu 1poBeNeHH KOHTPOAHPAHH KIHHHYHH NMPOYMBAHHA BLPXY MaLHEHTH C XUNEPTOHHA GPOAT Ha
HEXKC/AHHTE JEKAPCTBEHH PEaKWHM NPH TpHJAaraHe Ha BancapTaH ¢ OwWi CpaBHHM C TO3H IIPH
npunarane Ha naaneGo. YecToTara Ha HEXENAHHTE JIEKAPCTBEHH PeaKLHH 00a4e BHAMMO HE e Ouna
B 3aBHCHMOCT OT JO3HPOBKATA H OT NPOXB/DKHTENHOCTTA Ha JIEYEHUETO H HE Ce € BIIHAENA OT NoJa,
BB3pacTTa M pacara Ha MalHeHTa.

KJIHHAYHATE TpOyYBaHHs ca NPOBEJEHH BbPXY MAUHEHTH C XHMNEPTOHHA. HAKOM OT HEXKENAHHTE
NeKapcTBEHH PeaKklMH €8 HACTBIBANH IO-HECTO MPH NpHJIaraHe Ha BANCApTaH, OTKOJKOTO NpH
niaueGo, ¥ He ca GHIH 3aBHCHMH OT HHKAKBH NPHYHHHO-CNEACTBEHM BPB3KH. [lo-monmy ca
M36POEHH HEKENAHHTE NEKAPCTBEHH PEAKLHH H BCHUKH CIOHTAHHO ChOOLIEHH CTPaHHYHK edexTH.
Te ca rpynHpaHH 0 CHCTEMO-OPTaHHH KNacoBe.

MpodnmsT Ha Ge3omacHOCT Ha BAJICAPTAH TPH TMALMEHTH, npexkapand WHGApKT Ha MHUOKapIa,
CHOTBETCTBA Ha (hapMAKONOTHATA HA AKTHBHOTO BEILIECTBO, KAKTO H HA THPBHYHOTO 3a60/ABaHE 11O
npusunn. HedaTanHuTe, CEPHOHH HEKENAHH NCKAPCTBEHK DEAKilHH (CHJIP), esenTyanHo
CEbP3aHH C NPOYYBAHOTO JIEKAPCTBEHO CPENCTBO, KOHTO ca HabmopasaHH C HUECTOTa 20,1% B
pamkuTe Ha ipoyueaeto VALIANT, ca usbpoenu B Tabnuuara no-zoiny.

Crpanuunute edeKTH, HaOMORABAHY B PAMKHTE Ha NPOBENEHHTE IUIHHHYHH NPOYYBAHHA BBLPXY
NAIHEHTH CBC ChpAevHa HEAOCTATLYHOCT, KOMTO Ca ¢ 4eCTOoTa 0,1% HAH NO-rolsiMa H KOHTO €A
GHJH NO-YECTH 110 Bb3AcHiCTBHE HA BAJICAPTAH, OTKOJIKOTO 1104 Bb3jielicTaHe Ha nauebo, Chillo ca
H30poeHH B TabnHLATA NO-10MY.

- 33 YecTOTATA HA HEXXENAHHTE JIEKAPCTBEHH PeaKUMH Ca MPHIOKHMH CIEAHNTE AeHHHIMA:
MHOTO yecTH (=1/10)

- uecrn (217100, <1/10)

- HeuectH (21/1000, <1/100) R

- peaxu (=1/10 000, <1/1000) S

- mHoro peakH (<1/10 000) ;

- ¢ HEM3BEecTHa yecToTa (OT HAIHUHHTE AaHHU He MOXe Aa Oble HanpaBeHa oueu;ca’},

i
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Hudexyuu u {17

YecTu: BHPYCHH HH}EKIHH

HeuecTn: HHQEKIHH Ha TOPHHTE AWXATENHH MBbTHILE, GAPHHTHT, CHHY3HT
MHuoro peaku: racTpOCHTEPHT, PHHHT

Ha €N HA a u auMgHama cucmema
MHoro pefiki:  TpOMOOLHTONEHHs

Hapvitenus na umynnama cucmema
Penxu: Peaxiliy Ha CBPBXYYBCTBHTENHOCT, BKIFOUHTENHO cepyMHa bonect

Hapyiuenus na memaboauama u Xparnenemo
Heywectu: XHIepKanieMus*”

Heuxuyny vapyvuenus
HeuecTi: Jenpechs, 6e3CbHHE

Hapyuwenus na nepaHama cucmema

YecTu: 3amaiiBane npu NPOMAHA HA NO3aTa Ha TANOTO
HeuecTH: npunajgaHe®, CHHKON

Pengu: 3amaliBane™, neppanrus

Msoro penkn:  rnasobomme™

Hapvuenus na oyume
Heuectn: KOHIOHKTHBHT

Hapyuwenun na yxomo u aabupunma
Hewecth: CBETOBBPTEXK

Copoeynu napyuenus

Heuecrn: ChpAEYHa HEAOCTATEYHOCT®
Cv00su HapyuieHua

YecTu: OPTOCTATHYHA XHTIOTOHUS'
Heuectn: xanoronua** *

Penxi: BACKYJHT

MHOTO peaxu: XEeMOparHH

Pecnupamopnu, zppednu u MeQUACIMUNAANY HAPYWIEHUR
Heuectn: KalIANA, eTHCTAKCHC

Cmomaiuno-ypesHu Hapyuenus
Heuectn: Idapus, kopemHa 6omka

MtHoro peqxn:  rafene”, nexa u npexo/iHa MPOMAHA Ha BKYCa.

Xenamo-bupuapnu napyuienus
MHoro peaks: abopMHa YepHOPoOHa GyHKUHA

Hapyiuenus Ha xo d i NOGKONCHAMA THBKAH
Peaxu: anruoenemMa*®, exsema, cppdex

.=!,'
Hagmeuwi HA MYCKYAHO-CKeAempama cucmemd u CheQUHUMERHama MuKax { !

i
A
Y
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HeuecTn: Gonka B repba, MyCKYNHH KPAMITH, MHAATHS, ADTPHT
MHuoro penky: apTpairHa

Hapyuenus na 6vbpeyume 1 RUKOYHUME Romuiia
MHoro peaxs: HapyuieeMe Ha ObOpednurte GyHKUMH*™
6u0peyna HeaocTaThYHOCT**

*. yepexnane Ha GnOpeunte*®,

Obtuu napyuienus
HeuecTh: yMOpa, aCTeHHs, HaMaleHo TH6u1o

* Cho6uiaBaT ce NpH NALKEHTH C/ej npeKapad HHGapKT Ha MHOKapZa.

** C,0o0bIAaBaT ce KATO ,,He4eCTH” NPH MAUKEHTH CleR nipekapad MHGApKT Ha MHOKapAa.

# CroDb11aBaT ce NpH NalHeHTH CbC CHPAECYHA HEAOCTATBYHOCT.

## CoobiiaBar ce no-4ecTo OpH NALHEHTH ChC ChPAEYHA HENOCTATHUHOCT.

(4ecto: 3amafiBane, HapylueHne Ha OBGpeYHHMTE (PYHKLHH, XHIOTOHHA; HeuecTo: riasobonke,
ragexe).

[pu npoyusaneto VALIANT ca HabaiofaBaHM HETHPH KOHKDETHH HEKENaHM JEKapCTBEHH
peaKLHH: XHTOTOHMS, HapylieHus Ha ObOpeynata ¢yHkuMA, Kauiuua n anruoenema. Cpea
NOCO4EHHTE MMO-TOPE HEXKENAHH JICKAPCTBEHH PEaKUHH OHa3H, KOATO HaH-4ecTo € BoAena RO
Tpalino NMpepaTABaHe HA TPHEMa HA NPOYYBAHOTO JIEKApCTBOTO, € OMjla XHMOTOHMATA. 32 Tasu
peakuns cbobmasar 1,8% oT nauMeHTHTe, JeKyBaHH C BAICApTaH W KANTONPHI. 3a CpaBHEHHe,
TasH HekKeJaHa JEKAPCTBEHA PEaKUHA TPH BAJCAPTaH € Bb3HHKHaNa npH 1,4% oT nauuenTure, a
npi kantonpun — npu 0,8% or nauuenTthre. C Haf-HHCKAa 4eCTOTA HA HACTBIBAHE Cpel
NalMeHTHTe, TIPHEManH KanTonpun, ca OWIH Hapymienns Ha Onbpeunara ¢yHKUHA a cpel
TAUHEHTHTE, TNpHeManH BancaptaH - kauudua. He € Hanuue pasinvka no OTHOLUEHHWE Ha
AHTHOHEBPOTHYHUTE EAEMH.

5,8% OT NMalHEHTHTE, NPHEMANTH BAICApTaH, 7,7% OT NauMeHTHTe, pHEMaNH kantonpun, u 9% or
NauMenTrTe, NPHEMANH €JHOBPEMEHHO BAJICAPTAH M KalTONpPHN, TpaliHO ca ClpenH Aa mpHeMar
NPOYYBAHOTO IEKAPCTBEHO CPEACTBO NOPAAN HEKEAHH JIEKAPCTBEHH peaKUHH.

Jlabopamopuu pezyimamu
TloHAKOra NEYESHHETO C BAICAPTaH MOXKe Aa GbE ChITBTCTBAHO OT MOHHKEHHE HA XEMOTNIOOHH K Ha

XeMaTOKpHT. [IpH mNpoBeeHH KOHTPONHPAHH IJIHHWYHM [poyvBaHus e HabioJaBaHO
CTATHCTHUECKH 3Ha4MMO HamansisaHe (> 20%) Ha xemarokput npH 0,8% or nauueHTHTE H Ha
xemornobuH npu 0,4% ot nauueHture, npHemau pancapran. Or apyra crpana, npu 0,1% or
NalMeHTHTe, NpHeMalH mianefo, e HAOMOJaBaHO HAMANABAHE HA XEMOTNOOHH HIM Ha
XEMATOKPHT.

Heyrponenns € Guia guarHocTduapaHa npH 1,9% OT MaUMeHTHTE, NEKyBaHH C BAJICApTaH, KATO
1,6% ot Tax ca npuemany ACE BHXHOHTODH, HANIpHMEP SHANANPH/ HIH JIH3HHONPHIL B JO3HPOBKA
or 20mg u 10 nnu 20 mg. Tosa ChCTOAHHE € AHATHOCTHUMPAHO H NpW 0,8% oT nauMeHTHTE,
npHeMand nianeto.

TIpH KOHTPOJHPAHH KNMHHYHH NPOYUBAHHs € HabI0AaBaHO CTATHCTHYECKH 3HAYMMO MOBHLIABAHE
HA CEPYMHHTE KOHUEHTDAUMH HA KPEaTHHWH, Kamni ¥ ofuwua GHIMpyOuH CbOTBETHO TNPH 0,8%,
4,4% w 6% OT NalHeHTHTE, NEKyBaHHU ¢ BancapTa, H npH 1,6%, 6,4% u 12,9% OT_HalfHCHTATS,
nekysauu ¢ ACE nuxu6utop. e e

2,

Crexn npekapaH HHAAPKT Ha MHOXapia ¢ HaGaIoNaBaHO IBYKPaTHO noBuwasang K Komniéisoro’
HA CEpYMHHS KpeaTWHWH npu 4,2% OT NalMeHTHTe, MPWEMAILH BaNCApTHH;: (IPH: 8% ;0T

v
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NaLMEeHTHTE, NPHEMALY BaJICAPTaH H KanTonpui, H npd 3,4% oT nanmeHnTHTe, MPHEMAllH caMo
KANTONPHIL.

lMpr DauWeHTd CBC ChPAEYHA HEAOCTATBYHOCT ¢ HalmoJaBaHO YBEIHYaB3HE HA CEPYMHHSA
KpeaTHHHH ¢ noede ot 50% npu 3,9% 0T nauuenTuTe, NpHemainy Bancaprad, H npu 0,9% ot
naiMeHTHTe, npuemauy mnaue6o. Ilps Teau nauneHTH e HabmoaaBaHo yBeNHYaBaHe C NOBEYE OT
20% Ha cepyMHHTEe HHBA Ha Kaimud npd 10% OT mauWeHTHTE, NPHEMALly BanAcapTaH, u np# 5,1% ot
NalMCHTHTE, TpHeMaly nrane6o.

Mpn npoy4BanHATa BEPXY NALHEHTH CHC ChPAEYHA HEAOCTATLYHOCT € HAaOI0aBaHO YBEIHYABAHE
¢ Han 50% nHa azota ot KpbBHara ypes {BUN) npu 16,6% oT nauneHTHTE, NpyeMalliy BaicapTaH, H
npH 6,3% OT NaUHEHTHTE, NpHEMaLlH rianebo.

TTonsikOora NAUMEHTH ¢ XUNIEPTOHHA, KOHTO MpHEMaT BaJCapTaH, ChOOLIABAT 3a yBeNMuaBaHe Ha
CTOMHOCTHTE Ha MoKA3aTeNyTe 3a YepHoApobHaTa QyHKLHA.

Ipeno3npane

Cumrmomu

Mpenosupanero Ha Bancon Moxe eBEHTYATHO La NPHYHHA H3pa3’cHA XHMOTOHHS, KOATO MpPH
onpeneneHH OOCTOATENCTEBA MOXKE Aa NoBede A0 PasiH4HH CTENeHH Ha MOTHCKaHE Ha Ch3HAHHKETO,
HHPKYJIATOPEH KOJMAIC H/HIH LIOK.

Jlevenue

TepaneBTHYHATE MEPKH 38BHCAT OT TOBa, KOTA € OKIO MPHETO JIEKAPCTBEHOTO CPEACTBO, & CBILIOC H
OT THOA H TEXECTTa Ha CHMINTOMHTe. B To3u cnmydwalf oT ocHOBHO 3HaueHHe TpaOBa na Omae
Bb3CTAHOBABAHE Ha CTA0HAHOTO CHCTOAHME HA LIKPKYAALKA,

Cnen NPCAC3HPAHE NALHCHTHTS 'rpslﬁna Ja Moay4art J0CTaTbiHO KONMHYCCTBO AKTHBEH BBIUICH.

B cnywall Ha XMNOTOHHS NAUHEHTHT TpAGBa Aa OBAE NOCTABEH B XOPH3OHTAJIHO IOJIOKEHHE.
Tps6ea GBp30 Aa ce IPHIIOKAT CONEHH H 111a3MO3aMECTHTE/IHH CPELCTBA.

BasicapraH He MOXKeE Ja Ce OTCTPAHH upe3 XeMOJHANN3a NOpajk TOBA, Y€ € CBBP3BaH 3paBo
M1a3sMeHHTE NPOTEHHH,

GAPMAKOJIOTHYHHA CBOMCTBA
dapmakoAHHAMHYHH CBOHCTEA

dapmakoTepanesTH4Ha rpyna: AHrHoTeH3uH Il anTaronucr, camoctostenno, ATC kon: COSC AQ3

AKTHBHHAT XOPDMOH H@ CHCTEM&Td PEeHHH-aRrHoTeH3HH-anmocTepoH (CPAA) e anruotensus I,
Kko#To ce o0pa3yBa OT aHTHTOEH3WH [ NoA BB3AeHCTBHE HA AHTHOTEH3HH-KOHBEPTHPAILMA €H3HM
(ACE). Anrurtoensud Il ce cBbp3Ba c¢be cneluMHUHH PELETITOPH, Pa3NoNCKEHH B KJEThYHATa
meMOpaHa Ha pasfiHYHHTE ThKaHH. ToH NposBABA MHOKECTBO (DH3HONOTMUHH edeKTH H No-
KOHKPETHO HMa JIHPEKTHO H HHAMPEKTHO BB3JEHCTBHE BBPXY perynupaHeTo Ha KPbBHOTO

CEeKpeLIUATa Ha ANIOCTEPOH.
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Bancapran ¢ nepopanHo edekrHpeH, cneuuduuer H MouleH anrdoteHsud Il peuentopeH
anTaroHMCT. Bancapran Hma cenekTHBEH eeKT BEPXY peLentopHTe oT noATun AT1, OTroBopHH 3a
Ao0pe u3BecTHHTE edekTH Ha aHrnoTen3nH 1. [lopuiesnte HHBa Ha aHrHToeH3HH II B nnasmara ca
pesyntat or OnmokuwpaHe Ha AT1 peuenropure OT BancapraH. ToBa BEpOATHO CTHMYIIHpa
HeGnokupanuTe AT2 penentopH, KOWTO, H3rIexka, komneHcHpaT ebektute Ha AT1 peuenTtopure.
BancapraH HAMa H3sABeH aroHHcTHYeH edekT Bopxy AT! peuenropute. AduHHTETET MY KbM AT
peuenTtop € okono 20 000 meTH No-BHCOK, OTKONKOTO KbM AT2 peuenTop.

Bancapran He wAxuOupa ACE (xuHaza II) —~ eH3uMa, KOHTO KOHBEpTHpa aHTHOTEH3HH | B
anrvotrensuH II n kolTo pasrpaxna Opaaukuuui. Ilopaay Tosa He ce O4YaKBA M yBEeNHYaBaHe Ha
HeXXe/IAHHTe JIeKapCTBEHH Ppeakuuy, npelau3BHkaHW oTr Opagukuuud. [lpu  nposenexute
CPABHHTEJIHH KIHHHYHH NpOy4YBaHHA BbpXy BancaptaH W ACE uHXMOHTOpH uecToTaTa Ha CyxaTta
KaLINALA NPH [AUHEHTH, IEKYBAHH ¢ BajicapTaH, € Ouila CTaTHCTHYECKH 3HAYMMO No-HHcKa (p <
0,05). orkonkoTo npH nauuedTtHTe, JNekyBaHH ¢ ACE wuxuGurop (2,6% cnpsamo 7,9%). Ilpn
KNHHWYHO [POYYBaHE, MPOBEAEHO BbPXY MALMEHTH, KOHTO Ca HMAJlM CyXa KallTALa Mo BpeMe Ha
npenxoano neueHne ¢ ACE umxuburop, xaumunara e 3anoyHana otHoso mpu 19,5% ot
NauyeHTHTE NPH NpUAarase Ha BalcapTa, npd 19% oT nauWeHTHTe NPH NpHara€e Ha THa3HIeH
OHYPETHK W TIpH 68,5% oT naunenTute npu npunarade Ha ACE unxuburop (p < 0,05). Bancapran
HAMA edeKT HUTO BBPXY APYTHTE XOPMOHAJIHH PELENTOPH, HHTO BBDXY HOHHHTE KaHaNH C
YCTEHOBEHA ChILECTBEHA POJIA 33 ChPACYHOCHA0BATA Perynatus.

Xunepmorun

IMpy nanKeHTH ¢ XHNEPTOHHA BANCAPTAH HAMAMABA KPBBHOTO HanAraHe, 0e3 Aa 3acdra yecrorara
Ha nynca. IIpd mNoOBeYeTo NALHEHTH AHTHXHMNEPTOHHYHHMAT edeKT 3anousa A0 2 uaca cies
npHjaraHe Ha eJHOKpaTHa A03a NEPOPAIHO, KaTO MAKCHMAMHOTO MNOHMXKAaBaHe Ha KPBBHOTO
HansraHe ce MocTHra ciel 4 o 6 vaca. AHTHXHIIEPTOHHYHHAT e(eKT NpoAL/iKaBa noseue or 24
yaca cjie]] NpHAaraHeTo. MakcHManHo HamMansBaHe Ha KPLBHOTO HaNAraHe OOHKHOBEHO Ce MOCTHTa
2 10 4 CeMHLIH Ce/l HAYATIOTO Ha NIEYEHHETO H Ce MOAABPKA NIPH ABJIrCCPOYHOTO NeyeHHe. Moxe
Ja ce TOCTHUTHE MOIFLAHATENHO 3HAUHTENHO HAMANABAHE HA KPBLBHOTO HAIATAHE CEBMECTHO C
XHAPOXTIOPTHAIHA,

KbM MOMEHTA NHNCBAT JAaHHH 3a BPB3Ka MEXAY PAKOTO NPEKbCBAHE HA MPHJIAraHeTo Ha
BajicapTaH W OBP30TO MOBMIIABAHE HA KPBBHOTO Hamsrane (pebayHn edexT) uAH HAKAKBH APYTH
HeXeNaHH edekTH.

Cheo npexapan HAcKopo ungapxm sa muoxapoa

TMpoyusanero ,Bancapran npv ocTbp HHdapkT Ha muokapaa” (VALIANT) e panzomusupaso,
KOHTPOJHPaHO, MHOMOHALMOHANIHO, [ABOHHO-CHANO NpOyuBaHe, INpPOBEACHO BBpXy 14 703
YYaCTHHIH, KOHTO Ca MPeKapany{ ocTbp HH(APKT HA MHOKApAa H Ca HMANH NPH3HALH, CHMIITOMH
WK PaJHONOTHYHK MOKA3aHHS 33 CHPACYHA HEAOCTATHYHOCT H/MM JIEBOKAMEPHA CHMCTO/NHA
nucdyrkuns (n3tnacksama dpakuua < 40% [paaHoHykneoTHAHA BEHTPHKyAorpadusa] uin < 35%
[exoxapanorpathus HIA BEHTPUKYAHA KOHTpacTHa aHrHorpadms]). B nepuoxn ot 12 vaca a0 10 nun
clie]l NOABATA HA CHMNTOMH Ha HHGpAPKT Ha MMOKapAa YYacTHHUMTE ca OMAH pasnpelelieHH ypes
PaHIOMM3MPAHE 34 JICUSHHE B €AHA OT CIEAHHTE TPH TEPANEBTHYHH IPYNH: BalCapTaH, KalTONPHI
HJIH KOMOMHALMA OT BaNcapTaH M kantonpui. CpeqHaTa MPOXBMKHTEHOCT Ha JieueHHeTo ¢ Ouna 2
FOIVHH.

[Mo OTHOLIEHHE Ha HamansBaHe Ha o0LiaTa CMBPTHOCT Clel Mpekapad HHQapkT Ha MHOKapaa

BaJcapTaH ¢ GHn Chio TonkoBa edukaceH, konkoTo M Karmronpuia. Ofwara CM'prHOCT -e~0naa

CbH3MEpHMa B TpHTe rpynH. Tosn nokaszaren € 6un 19,9% B rpynara na Bam;ap({\aﬂ 199% B,

rpynara Ha kantompun ¥ 19,3% B rpynara Ha BaicapTaH M KanTOMpPHJ. Ro&ﬁﬁﬂaumrra* na,
Hen
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TIPH KOETO KAMTOMpPHJ € TIpuiaraH camoctosirenHo. [lo oTHolueHHe Ha ofliaTta CMBPTHOCT HE €
YCTAHOBEHA pa3NiiKa B eeKTHBHOCTTA, HE3aBHCMMO OT BB3PACT, MOJ, paca, OCHOBHO JICYEHHE H
spBHYHO 3aGonsBane..

OcBeH TOBa BajcapTaH € NOBEN HIH A0 YXbJDKABAHE Ha BPEMETO [0 HACTBIIBAHE H& HAKOE OT
chenHuTe chOHTHA, WIH A0 HAMANABAHE HA YECTOTATA HA BBIHHKBAHETO MM: CHPACYHOCHAORA
CMBPTHOCT, XOCITHTAIM3ALMS NOPAAA ChPAEMHA HEAOCTATBYHOCT, HACTHIIBAHE HA HOB HHQApPKT Ha
MHOKapJa, Cbp/AeueH apecT ¢ peaHHManns 1 HedaTaned uHbapkT Ha MHOKapIa.

IMpn npunarane Ha Gerta-GnokepH B KOMOHHALIKA C BalCAPTaH H KANTONPHI, NPH CaMo C BaJicapTaH
HAM CaMO C KaNTONDHJ HEe ¢ HMalQ pa3siHKH Mexay obliata CMBPTHOCT M ChPAECYHOCHIOBATA
CMBPTHOCT W 3abonesaeMocT. HezaaBHCHMO OT TIPOYYBAHOTO NEKAPCTBEHO CPEACTBO CMBPTHOCTTA
CpeA FpynaTa yuacTHHMUM, NeKypaiM ¢ Gera-Onokepu, € 6una no-Hucka. Tosa nokasea, ue ce
3ana3B8ar NO3HATHTE MPeAHMCTBA MPH JICIEHHETO Ha TE3H NALHEHTH ¢ 6eTa-610KepH.

Cupoeuna nedocmamuvunocm

IIpoyusanero Val-HeFT ¢ paHAOMH3HPAaHO, KOHTPOJNHPAHO, MHOTOHAUMOHANHO KIHHHYHO
npoysaHe. IIpH Hero e H3cneaBaH eEeKTHT Ha BAJICAPTaH BbPXY CMBPTHOCTTA M 3a00/I€BAEMOCTTa
np# 5010 manMeHTH, kaTo € cpaBHeH ¢ edexra Ha naaneboTo. YUaCTHHLUHMTE Ca CTpajainH oT
chbpAcYHa HegocTaThuHOCT OT knac II nmo NYHA (62%), or xnac III (36%) u or knac IV (2%) ¢
neBokamepHa (pakums Ha u3Tnacksae < 40% u BBTPEIIEH AMamMeTbp HA JiABATa Kamepa B
auacrona (LVIDD) > 2,9 cm/m’. OcHoBHaTa Tepanus e bimousana ACE unxuGutopu (93%),
aypeTHun (86%), aurnranuc (67%) m Gera-Gnokepu (36%). Cpennara NpOABKHTENHOCT Ha
YY4CTHETO HA MAIMEHTHTE B mpoyuBaneto e 6una moutn 2 rogunM. Ilpu npoyusanero Val-HeFT
cpenHaTa OHEBHA N103a € Ouna e 254 mg sancaprad. B npoyuBaHeTo ca H3ION3BAHH ABE OCHOBHH
KpallHH TOYKH: ,CMBPT HE3EABHCHMO OT TPHYMHATA (BpeMe N0 HACTBHIIBAHE HA CMBPTTA)’ H
,»3a00/1eBaeMOCT MOpaan ChpAEYHA HEAOCTATBYHOCT (BPEME N0 HACTHNBAHE HA ITbPBOTO KIHHHYHO
crOuTHe), NedUHHPAHH KAaTO: CMBPT, BHE3ANMHAa CMBPT C PEaHHMAlMA, XOCHHTAIM3AUHA MOPamH
ChPIEYHA HEAOCTATBYHOCT H MHTPABEHO3HO TNpPHIAraHe Ha HHOTPONHHM BEUECTBA HIH
Ba30]MJIATATOPH B MPOABDKEHHE HA MHHHMYM 4 4aca 6e3 xocnuTaaH3auus’.

O6waTa CMBPTHOCT € GHIa CHH3MEPHMA B IpynaTa Ha BalCapTaH H B rpynara Ha Taueo.
3aboneBaeMocTTa € GHNa 3HAUHTENHO MoHWKEHA: 13,2% no-HWcKa NpH BaicapraH B CpaBHEHHE ¢
nnauc6o (28,8% cnpsamo 32,1%). [nasHarta nonsa ¢ Suna HamanaeaHe ¢ 27,5% Ha pHcKa OT TbpBa
XOCTIMTAIIH3ALHA NOPaaH ChpAevHa HegocTaTbuHOCT (13,9% cnpamo 18,5%). IIpH maumenTHTe,
nexysaHH ¢ TpolHata komOurauus ot Oera-Onokepn, ACE uHxuOuTOpH M BancapraH, ca
Habmonasanu CHOMTHS, KOMTO NPEANONAraT NMO-TONAMA TON32 NMpH MpPHIAraHeTo Ha niauebo.
IMoseye mpoyuBanus, nogobHu Ha VALIANT, npH KOHTO CMBPTHOCTTA CPEA TE3H YHaCTHHLH HE €
6una yBennueHa, ofaye HaMalsBaT BB BCAKO OTHOLUCHHE Ha ONaceHHATa MO MOBOA HA TpoHHaTa
KOMOWHALHA.

VCTaHOBEHO e, Ye Hali-ronsMa nojsa ca MMajii YYaCTHHIHTE, KOHTO He ca npueManu HHTo ACE
HHxuGHTOp, HUTO Gera-Gnokep. Cpen oHesu, npH koHTo He e npunaraH ACE unxuGutop, ce
YCTaHOBSBA CTATHCTHYECKH JOCTOBEPHO HamansABaHe Ha 3abonesaemocTTa ¢ 44% (24,9% cnpamo
42,5%). BpeMeTo, H3MHHA0 [0 ITHPBATA HM XOCTIHTAIIH3ALKS MOPaAH ChpAEYHA HEAOCTATBYHOCT,
CBILO € MOKA3aAo Hamanesxe ¢ 53% TNpH NpHeM Ha BaicaptaH B cpaBHeHHe ¢ mnanebo (13%
cnpaMo 26,5%). .

B ofuara nonynauus Ha npoyusasuata Val-HeFT yuactHuuure, nekyBanu ¢ Baﬂcwﬁaj!, nolca!ma'r‘
IHAYMTENHO NOAOGPEHKE B CPaBHEHHE ¢ MIaleGoTo N0 OTHOLIEHHE Ha KNac noNY¥ A m}mqﬂh \.
npuaﬁauu H CHMNTOMH Ha CBpie4YHa HeAOCTATBUHOCT, HANMpHMEp 3a.uyb{ :ymdpé‘, ot im '
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B cpaBHeHHe ¢ miaueGo. ToBa ca JaHHH CNOpeR H3cneABaHe, NPOBEASHO upe3 NpHJaraHe Ha
CHCTEMAaTa 3a OLGHKA Ha KAUeCTBOTO Ha XKHBOT MpH ChpAeusa HeAocTaTb4yHOCT (Minnesota Living
with Heart Failure Quality of Life Score) w npoabmkuno npes usanoro speMeTpacHe Ha
npoyuBaHeTo. PpakiHATA HA HITIACKBaHE € GHia 3HAUHTENHO HO-BHCOKA Npe3 UESHS NEPHOA Ha
NpPOY4BaHETO TIPH YHACTHHIHTE, JIEKYBaHH C BancapraH, B CpPaBHEHHe ¢ Te3n ¢ miauebo. B
AOITbAHEHHE JIEBOXAMEDHUAT BBTPEILEH AHAMETLD NPH AHACTONA € OMJ 3HAYHTENTHO HAMANEH,

PapMaKOKHHETHYHH cBoficTBa

Bancapran ce pesopbupa Obp3o cnea mepopaneH NpHEM, BHIIPEKH Y€ CTerneHTa Ha abcopbuus
BapHpa B 3HauMTenHa crenedH. Cpeanara aOcomorHa OHOHaNM4HOCT Ha BancapraH e 23%.,
Bancaprai noka3sa MynTHEKCIIOHEHLHANHA KHHETHKA Ha pasrpaxiaHe (TbpBHYeH NOMYKHBOT <1
4ac H KpaeH MoJyKHBOT OT oKono 9 uaca).

B npoyyeHus no30B HMHTEpBan BajicapTaH € NpoABMn nuHEHHa dapMakokuHeTHka. IIpH
MHOrOKpaTHa ynorpeba KHHETHKATa Ha BAJCapTaH OCTABA HEMPOMEHEHA. AKO Ce NPHEMaA BEHBK
Ha JI€H, BAJICAPTaH CE aKyMYJIHpa B cbBceM cnaba creneH. [lnasMeHKTe KOHEEHTPALMH A €IHAKBH
TIPH MBKE H XKEHH.

Bancapran uMa BHCOKa CTENEH Ha CBBP3BaHe ChC CepYMHHTE NpoTerHH (0T 94 10 97%) ¥ ocobeno
¢ anbymud. OGemMbT Ha pasnpenenenHe NpH MOCTHIHATO PABHOBECHO ChLCTOAHME (steady state) e
okono 17 nurpa. [InasMeHuar knupsHe e okoino 2 I/h,

Barcaprau ce oTaens npeayMHO HETMPOMEHEH B XUIbYKarta U ypuHata. [Ipu HOpManHa CKOpOCT Ha
raoMepynsa ouaTpauns oT 120 mVmin Gu6peunust kanpeic e oxono 30% or obWHA NiasMeH
KIHPbHC. B nnasMara € ycTaHOBER XHApPOKCHMeTaboHT B HHCKa korLeHTpaunA (mox 10% ot AUC
Ha Bajicapras), To3u MeTabonuT e GapMaKONOTHYHO HeaKTHBEH,

Cnexn nepopaneH npHem na sancaprad 83% OT KONMHECTBOTO MY Ce OTHAENAT B W3NPAKHEHHATA H
13% ce OTAENAT C ypHHATA, IPENHMHO B HEMPOMEHEHO ChCTOSHHE.

Ilpu eanoBpeMeHeH MpHEM C XpaHa MNOLITa NOA KpUBAaTa Ha MiasMenara KoHuerTpauus (AUC) Ha
Bancapran HaMansBa ¢ 48%. Brnpexu ToBa mia3MEHH KOHUEHTPALHK Ha BaJiCapTaH Ca CPaBHHMH
ciienl 8-Hs Yac OT mpHeMa My, HE3aBHCHMO RanH ¢ GHJ B3eT Ha TIaAHO KM N0 BPEME HA XPaHEHe.

Hamanssadero Ha AUC wu3arnexna ofavue wWe BOAM [0 KIHHUYHO 3HAYMMO HAMAISABAHE Ha
TEpaneBTHYHATA MY €PHKACHOCT.

Ilpn nmauMeHTHTE CbC ChbpAEHHA HENOCTATHMHOCT KAKTO CPEAHOTO BpeMe OO MOCTHTaHe Ha
MAKCHMaJIHA NJIa3MEHA KOHLEHTPAlUHA, TaKa ¥ BPEMETO HA MOJYeNHMHHHpPAaHE Ha BaJcapTaH ca
€IHAKBH € Te3H IpH 3apask aobposonun. Crolinocture Ha AUC 1 na Cmax ua BancapraH ce
NIOBHLIABAT MOYTH NPONOPLHOHANHO Ha HAPacTBAHETO Ha A034Ta 3a LeJIMA HHTEpPBaN Ha KIIHHHYHO
npunaranute gosd {40 no 160 mg apa mbTH AHeBHO). CpeaHMST KoeHUHEHT Ha KYMYJHPaHe €
npubim3urenno 1,7. [lpuBuaHMAT XIMpBHC HA BancapraH € oxono 4,5 I/h cnen nepopanio
NprNokeHHe. BB3pacTTa He Hrpae poNA BbPXY NPHBHIAHUA KIHPBHC NMPH NMALJHEHTH CBC ChHPAECYHA
HeAOCTAaTbMHOCT.

Kunemuxa npu onmdeﬂeuu cpyny nayuedmu

Hayuenmu 8 nanpeonana evapacm: g
B cpaBHeHHEe ¢ MO-MNIaf| XOpa MpPH NALHEHTHTE B HAMPEJAHANA BB3PacT e fﬁaﬁiﬂonasa nelco
3aBHLIEHA CHCTEMHA HATHYHOCT Ha BANICAPTaH, HO € 10Ka3aHO, Y€ ToRa € 6e3 Knmfu;ﬂiﬁo aua'iegme.
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ITayuenmu ¢ Hapywenus na 6v6peunama ynxyus:

KakTo Moke A2 ce ovYaKBa 3a BElECTBO, HHATO eKcKpeluA npes ouOpeunte e easa 30% ot obmoTo
NAa3MeHO E€MMMHMHHPaHe, He € YCTAHOBEHO ChUIECTBYBaHE Ha 3aBHCHMOCT Mexay Obbpeunata
(YHKUHA H CHCTEMHATa HAAHYHOCT Ha BayicapTaH. B pesynrar Ha TOBa Npu nauMeHTH ¢ 6u0pedHa
HENOCTATBYHOCT (KPeaTHRHHOB KIHPBHC > 10 ml/min) He ce Hamara npomsana Ha josata. Jluncear
JaHHH 3a TAOWEHTH C TEKKH OQYHKUHOHANHH YBpEexJAaHHA Ha Onlpeunte (kpeaTHHHEOB
KMHpbHC < 10 ml/min) Wi nallieHTH Ha JHANH3HO fedyeHHe. Bancapran WMa BHCOKa CTeneH Ha
CBbP3BaHE C NNAa3MEHHTE NPOTeHHH. He ce o4akBa J1a ce eMHMHHHPA Ype3 JUaiusa.

Hayuenmu c napywenua na wepnoopobnama @ynkyun:

ITpu dapMaKOKHHETHYHO TIPOYUBaHE, MPOBEICHO BBPXY YYACTHHUHM ¢ feko (n = 6) O0 yMepeHo
Texko (n = 5) HapymweHne Ha GyHKUMHTe Ha uepHus Apob, e HabmoaasaHO ABYKPATHO
yBETHYEEAHE H3 CHCTEMHATA HANHYHOCT H4 BAICAPTAH B CPABHEHUE CbC 3ApaBd jHua. Jlunceat
AaHHH OTHOCHO YMOTpe(aTa Ha BancapTaH MPH MalUHEHTH C TEXKH YepHOAPOOHH HapyLIEHHS.

IlpepkiEHHYHE AaHHH 32 Oe3onacHocT

[IpenKMTHHHYHHTE AaHHH He TOKa3BaT OCOOEH PHCK 33 Xopara Ha 0asa HA KOHBEHLHOHAMHHTE
¢dapmakonOrHyHH H3MHTBaHHA 3a 0e30aCHOCT, TOKCHYHOCT NPH MHOTOKPAaTHO MpHIArale,
FeHOTOKCHYHOCT, KapUHHOTEHEH OTEHIHAN H PETPOAYKTHBHA TOKCHYHOCT.

[pH npegKIHHHYHHTE NpOY4YBAHHA BHCOKH a03H (200 no 600 mg/kg TenecHo TErNo) NpH ILTEX0BE
NPHYYHABAT HAMANABAHE HA NphHNA HA KPBBHHTE KIETKH (EPHTPOLMTH, XeMOrJIoOHH H
XEMaTOKPHT) H MpOoMeHH B OGuOpevHata xeMOAMHAMHMKA (M€K0 HAPAaCTBaHE Ha IA3MEHATA ypes,
TyGynapHa XunepniasHa # 6asoQHiIHs NPR MBKKHTE KMBOTHM). [IpH MapMO3eTKH, Ha KOHTO Ca
NPUNAraHd CPaBHHMH [JO3H, ca Hab/ojJaBaHH CPaBHHUMH, HO TMO-CHIHO H3pa3eHH MNPOMEHH,
ocobeno B Ou0peunte. bpbpeunute GonecTi ca ce pa3sBHBARH 3a€IHO ¢ HApacTBaHe Ha ypesATa
KpeaTHHHHA.

B nokoneHWeTo Ha MIBLXOBE, MPH KOHTO BAaJcapTaH € mpuaarad B Ao3a 600 mg/kg nHeBHO npes
NOCHeZHHS TPUMECTHP Ha OPEMEHHOCTTa M 10 BpEME Ha NaKTalHs, Ca YCTAHOBEHH MOHIKEHA
TIPEXMBAEMOCT, HAMANEHO HajaBaHe Ha Terno H 3abaseHO pazsuTHe (OT/ENBaHe Ha NHHATA H
OTBOPEH YIISH KaHam),

M npu nBata Bupa ¢ HaOmoaasaHa XHNEpTPO(HA Ha IOKCTPArIOMEDY/IAPHHTE KIETKH. BCHYKH
npomeHH, 0cofeHo Te3H TPH MAPMO3ETKHTE, MOXKE Jia ce OTAaaT Ha (apMaKkoaoruun1s edekr Ha
NPOALIDKHTENHA XHNOTOHMA. C Orfiel Ha TEpaneBTHUHMTE AO3H MpH XOpa H3TIEKA,Ye
xunepTpoduaTa Ha GEOpEevHHTE IOKCTPArioMepyIapHH KIETKH € 6e3 0cobeno 3HaueH e.

He ca Hanuue OaHHH, YCTAaHOBABAL(H MYTAareHHOCT, Pa3’KbCBAHE HA XPOMO30MH H KapLHHOICHCH
MOTEHLHAN.

®APMAILEBTHYHH JAHHH

ChHCBK HA NOMOIIHHATE BEWECTBA:

Hdpo na mabremxama

Henyro3a, MEKPOKPHCTAIHA

CHnvuHeB JHOKCHI, KONOH/EH, De3BoaeH
Copburon
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6.2

6.3

6.4

6.5

6.6

10,

Marnesnee kapGoHat
ITpexenaTHHH3HPAHO HHIDECT?
IoBnaon

Hatpues creapundymapar
Harpues naypuncyndar
Kpocnosrzon

Dunvupawio nokpumue
JlaxTo3a MOHOXHAPAT

Xunpomenosa

Turanues auoxcua (E 171)

Makporon 4000

Cviyo maxa sve Bancon 40 mg purmupanyu mabnemxu: Koar xenesen okcun (E 172)
HecnemecTumMocTH

Henpunoxnmo

Cpox Ha rogHocT

2 ropuHK

Crneusajinu YC/IOBHS HA ChbXPaHeHHe

Ha ne ce coxpanssa Han 30 °C. [la ce chXpansBa B ODHIHHAIHATA ONAKOBKA, 3a A4 CE NPE/NasH oT
BJara.

Jannu 3a ONAKOBKATA

PVC/PE/PVDC (tpolinu)/anyMiHnes# GIHCTEPH.

14, 28, 56, 98, 280 dunmupanu TaGneTky

He BcHukn BHAOBE ONAKOBKH MOTaT Jia GbAAT MycHATH B pojaxsa.

Cheunajand Npeana3’Hn MEPKH NPH H3XBLPUIsHe H paboTa

Hsama crien#aiHi H3HCKBAHHA.

TMPRTEXATEJ HA PA3PEIIEHHETO 3A YIIOTPEBA

Laboratorios LICONSA, S.A.
Gran Via Carlos II1, 98, 7*, 08028 Barcelona
HCTIAHMA

HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

JATA HA IBPBO PA3PEIIABAHE/MIOJHOBABAHE HA PAIPENIEHHMETO 3A
YIIOTPEBA S

o

JATA HA AKTYANIN3HPAHE HA TEKCTA: Asrycr 2009 r. :;’i
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