KPATKA XAPAKTEPUCTUKA HA IMTPO/IYKTA

1. WME HA JJEKAPCTBEHHS IMPOJAYKT 0O 300 Y3 /8

Bantensun [1lmoc 160 mg /12,5 mg ¢puamupanu tabneTku E Y /O S-s0 11-03- 0%
Valtensin Plus 160 mg /12,5 mg film-coated tablets

Banrensun [Lmoc 160 mg /25 mg puamupann tabieTku

Valtensin Plus 160 mg /25 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB

Banrensun [Lmroc 160 mg/12,5 g

Besaka dhunmupana tabnerka cuabvpka 160 mg Bancapran (valsartan) u 12,5 mg XuapoxJopoTHa3H/l
(hydrochlorothiazide).

Banren3un [Lmoc 160 mg /25 mg

Besika punmupana tabnerka cwabpika 160 mg Basicapran (valsartan) v 25 mg XHAPOXJIOPOTHA3HL

(hyvdrochlorothiazide).

[ToMOlIIHHK BeLleCTBA C U3BECTHO NEHUCTBHUE:

Banrensun Ilmoc 160 mg /12,5 mg
Beska punmupana tabnerka cwabpka 71,94 mg nakrosza moHoxuapar v 0.50 mg neunTus (cbabpika
coeo Macno) U 0,56 mg xbar ouseruren (E110).

Banrensun Ilmoc 160 mg /25 mg
Bcesika dhunmupana Tabnerka cbabpka 59,44 mg nakrosza moHoxuapar v 0,50 mg seunTHH (chabpixa

COEBO MAacJo).

3a MbJIHUSA CIUCHLK HA NMOMOIIHUTE BeEllleCcTBa, BUKTE TOo4Ka 6.1.

3 JIJEKAPCTBEHA ®OPMA

Mduamupana radsieTka

Banrensun [Lmoc 160 mg/12,5 mg: yepBeHH, OBaJIHK, JIBOHHO M3ITbKHAIH (pUIMHpaHu TabIeTKH,
15 x 6 mm, ¢ Haanue "V" or eaqnara ctpada u "H" ot apyrara.

Bantensun Ilmoc 160 mg/25 mg: opaHykeBH, OBa/THK, ABOHHO U3ITBKHAIU (DUIIMHPAHH TabJIETKH,
15 x 6 mm, ¢ Haanue "V" or eanara ctpana 1 "H" ot apyrara.

4, KJ/IMHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

Jleyenue Ha eceHLMAIHA XUTNIEPTOHMS MMPH Bb3PACTHH.

Bantensun ILmoc pukcupana no3oBa komOMHALIMS € NNOKa3aH NP MaUHEHTH, YHETO
HaJISIraHE HE Ce KOHTPOJIMpA aJIEKBATHO OT MOHOTEpArUs C BaJicapTaH WK XHUIAPOXJ]
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4.2 Jlo3upoBKA H HAMHH HA NPUHJIOKEHHE

lozuposka
INpenopbuMTenHara ao3a Ha Banreusun [liroc X mg/Y mg ¢ eaHa puiMupana tabneTka BEAHBX

IHEBHO.
I[penopruBa ce MHAWBUAYATHO TUTPUPAHE HA IO3UTE Ha OTAEJHHTE KOMNOHEHTH. 11pH BCeku cnyuaH
Ha NOBHILABAHE HA 103aTa € HeoOX0AHMO 1A ce H3BbPLIBA NOKAYBAINO THTPUpAHE Ha A03aTa Ha
OTAC/THUTE KOMIOHEHTH, 3a []a CE HAMAJIKW PUCKA OT XHUIMOTOHHUA H APYTH HEXKENAHH peaKLivH.

KoraTto € noaxoaio oT KIMHHYHA IMeAHa To4Ka, 61 MOTI0 Aa ce NpeMUHE JUPEKTHO OT
MOHOTEpaNUA KbM JieueHHe ¢ KoMOMHaUus OT PHKCHPAHH JO3H NPH NALHEHTH, YHETO aPTEPHATHO
HAJIAraHEe HE Ceé KOHTPOJIMpa aAeKBAaTHO OT MOHOTEPATIHs C Ba/iCapTaK WIH XHAPOXJIOPOTHA3HI, NPH
YCJIOBHE Y€ € CMa3€HO MPefiopbYBAHOTO THTPUPAHE Ha NO3UTE HA OTAC/IHHTE KOMMOHCHTH.

Cnen HaYa 0TO Ha TEPANMUATA KIWHWYHHAT OTroBOp KM BanTensuu Ilntoc Tpabsa na 6bae oneHen
aKO He € MOCTUIHAT KOHTPOJ Ha apTepPHATHOTO HansraHe, 103aTa MOXKE /13 C€ NOBHILH 4Ype3
MOBHILABAHE HAa OTACIHHTE KOMMNOHEHTH 10 MakcHMaiHa 1o3a ot Banrensun Ilmoc 320 mg/25 mg.

AHTHXHINEPTEH3IUBHUAT eeKT CE NOCTHra A0 2 CeAMHLIA.

Ipy noBe4eTO NaLHeHTH MaKcuManieH edexT ce Habmonasa B paMkuTe Ha 4 ceamuum. Hezapucumo
OT TOBA, NPH HAKOH MALIHEHTH MOXKe Aa HeOOXOAMMO JIeYEeHHE B MPOABb/IDKEHHE Ha 4 - 8 ceaMHLM,
KoeTo TpAOBa /1a ce MMa NpeABH/l NP THTPHPAHETO Ha [03aTa.

Cneyuannu nonyiayuu

bvopeuno yepeoxoane

He ce Hanara kOpMrupaHe Ha 103aTa NpH NaLHEHTH ¢ 1eKo 10 yMepeHo 6b0peyHo yBpexKaaHe
(ckopoct Ha rnoMepyiHa ¢unrpauns (GFR)> 30 ml/min). [Topaau xuapoxnoporuazuaHaTa
komnodeHTa Banrersun [Tnioc € npoTHBonokasaH NpH NALHEHTH ¢ TEXKO OBOpeuHo
yepexaaHe(GFR <30 ml/min) u aHypus (Bx. Touku 4.3, 4.4 u 5.2).

Yepnoopobro yspescoane

I[Tpu NanMeHTH ¢ NEKO JI0 YMEPEHO YepHOoApOOHO yBpekaaHe be3 xonecrasa 103aTa Ha BAICApTaH He
TpabBa aa HaasHinaBa 80 mg (Bx. Touka 4.4). He € HeoOxonnma xopekims Ha 103aTa Ha
XUAPOXJIOPOTHA3K] MPH NalLUEHTH C N1EKO JO yMepeHo yepHoApobHo yBpexaane. Ilopann sancapran
KOMMNOHEHTAaTa ¢H, Bantensun [Lnioc € npoTHBONOKa3aH NpH MALUMEHTH C TEXKKO YEPHOAPOOHO
yBpexcaaHe WK OunuapHa uupo3a H xonecrasa (BxX. Touku 4.3, 4.4 1 5.2).

Iayuenmu 6 cmapuecka ev3pacm
He ce Hayiara npoMsiHa B JI03MPOBKATA MPH NALMEHTH B CTAPUECKA Bh3PacT.

Heoduampuyna nonyaayus
Banrrexann [Lmoc He ce npenopbusa 2a ynorpeba npy Aeua noa 18 roauHy, nopay JdIca Ha JaHHH
3a 0e30MacHOCT M ePHKACHOCT.

Hauun na npuirooicernue
Banrensun Ilntoc Moxe na ce npueMa ¢b¢ UM 6e3 xpara v TpabBa na ce npueMa ¢ Boaa.

4.3 TlpoTnBOMOKA3IAHHA

- CBpBXUYBCTBUTEIHOCT KbM BaJICAPTaH, XHAPOXNOPOTHA3HA, APYTH NMPOH3BOIHH Ha
cyapoHAMHANWTE IEKAPCTBEHH NMPOAYKTH, COEHO MacJlo, q:iwrbqeuo MAcCJIO WU KbM HAKQE.Q
NOMOLIHHUTE BelieCTBa, H30poeHHu B ToYKa 6.1.

- Bropu u TpeTH TpHMecTpH Ha OHpeMeHHOCcTTa (BXK. TOUKH 4.4 1 4.0).

- Texko yepHoApoOHO yBpeKAaHe, OWIHApPHA UMpPO3a M XoJlecTasa.

- Texko ObOpeuHO yBpexaane (KpeaTHHHHOB KITHpBHC < 30 ml/min), aHypus.

XHIIEPYPHKEMHA.
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- EnnoBpemerna ynorpeda Ha BanteH3nH [1nioc ¢ anvckupeH-ChABPXKAIUN MPOIYKTH NPH
MaUWeHTH Che 3axapeH auabet win 6u6pedno yepexaane (GFR <60 ml/min/1,73 m?) (k.
toukn 4.4 u 5.1).

44 ChneunnajHn DpeaynpexieHHs H NpeANa3HA MEPKH NpH ynorpedsa

[IpoMEHH B CEPYMHHUTE €EKTPOIHTH

Baacapman

EnHospeMeHHaTa ynoTpeba ¢ Kanuesd J00aBKH, KANTMH-ChXpaHABalLH AHYPETHIM, 3aMECCTHTENH Ha
COJITA, CHABDIKALIN KATHEA, WIH JpYrd CpeACTBa, KOUTO OMXa MOIJIK Aa NMOBHLIAT CTOHHOCTHTE Ha
Kanwuit (XenapHH M T.H.), He ce mpenopbuBa. TpAOBa na ce npoBexaa NOAXOAAI0 MOHHTOPHPaHe Ha
CTOHHOCTHTE Ha KaJ1ui.

Xuopoxnopomuazuo

pu neyeHHe ¢ THAZUAHH AHYPETHLH, BKIIOUHTENHO XHAPOXIOPOTHA3KA, ce ¢hoDllaBa 3a
XMnokanHeMud, Ilpenopbusa ce 4eCTO MOHUTOPHPAHE Ha CTORHOCTHTE Ha CEPYMHHS KalTHH.
JleueHneTO C THA3KWAHHK AHYPETHLM, BIIIIOYHTEIHO XHAPOXIOPOTHAa3N, C€ CBbP3Ba C XUITIOHATPHEMHUS
M XHIIOXJIOPEMHUYHA aNKano3a. THa3sHAUTE, BKITIOUHTENHO XHAPOXIOPOTHA3H, MOBHILIABAT
eKCKpeLHATa Ha MarHe3Hid B YPHHATA, KOETO MOXE J1a IOBENE 10 XMITOMarHesueMus, EkckpeuusaTa Ha
KanuMil HaManaBa Nnoj BAHAHHETO H& THA3ZWAHHTE AUYPETHUH. ToBa MOXe Aa KOBeAE A0
XHIMEPKANLUEMHA.,

KakTo npH BCHYKH NALIWEHTH, NOJyYaBally JHYPETHYHO JIEYEHHUE, € HE0OX01UMMO NEPHOINYHO, Ha
NOAXOAALIH HHTEPBAJIH 1A CE€ ONPENeNIAT CTONHOCTHTE HA CEPYMHHTE €1E€KTPOJIHTH.

[TayyMeHTH ¢ HATpHEB W/HWIH o0eMeH aeQHLHT
[TauneHTH, NPHEMALlIH THA3HHK OHYPETHLH, BKIIOUHTENHO XHAPOXJIOPOTHAa3KA, Tpabea aa 6uaar
HabNrOAaBaHK 3a NOSBA HA KIMHUYHH MPH3HALK Ha BOAEH WIH eNEeKTPOIHTEH Ancdanatc.

[TpH nauMeHTH C TEXBK HaTpHeB W/uau obeMeH neHUMT, KaTo Te3H, KOUTO NOMTy4aBaT BUCOKH J03H
AMYpPETHIIN, B PEOKH ClTyydaH ciie]] 3arnoyBase Ha Tepanus ¢ Baarensus [Lntoc Moxke aa ce nosBy
CHNTOMAaTHYHA XHNOTOHHA. HaTpueBnar uw/unu obemuuaT aepuumr TpadBa na ce kopurypa npeay
3anoypaHe Ha JedueHueTo ¢ BanreHsun [Lmioc.

[MauHeHTH ¢ TEXKA XPOHHYHA ChpAEYHA HEAOCTATHHHOCT WK APYTH CHCTORHHA, IPH KOHTO € HANHLIE

CTUMYJIALIMA Ha CHCTEMATA PEHHWH-AHTHOTEHIUH-AIIOCTEPOH
[Tpu naumenTH, YuATO OBOpeuHa GyHKUMA OH MOINa /1a 3aBHCH OT aKTHBHOCTTA Ha CHCTEMATa PeHHH-

AHFHOTEH3HH-ANIZOCTEPOH (HAmMp. MaLUHEeHTH C TEXKKA 3acTOHHa ChpAeyHa HENOCTATBYHOCT),
JIEeYEHHETO ¢ MHXHOUTOPH Ha aHrHOTEeH3MH KoOHBepTHpaLIna ¢H3uM (ACE uHXHOHTOPH) Ce CBBp3Ba C
ONUrypHua W/ Uau NporpecHpalla a30TeMHs U B PEAKH CliydaH ¢ ocTpa OB0peyuHa HeIOCTaThYHOCT
u/vti cMbpT. OLIEHKATa Ha NALMEHTH ChC CHPACYHA HEAOCTATBYHOCT WIH CJIEfl MHOKapAeH HHPapKT
BHHary TpaOBa a BKJIOUYBa OlieHKa Ha 6b0peunara PyHkuus. M3nomssanero Ha Bantensun [lmoc
NnpH NaLKWEHTH C TeXKKA XPOHUUYHA ChpACUHA HEAOCTATBYHOCT HE € JOKa3aHo.

He Moxe aa ce W3KNOHH Bb3MOXKHOCTTA, NOpaay HHXUOWpaHe Ha peHHH-aHTHOTEH3HH-
anoCTePOHOBATa CHCTeMa, NMpUIoskeHHeTo Ha BanTensuu Iltoc na npuunHK yBpekaaHe Ha
6n0peunaTa ¢pyHkuua. Barrensun [lmoc He Tpabsa Aa ¢ce M3N0A3BA NPH Te3H NALHMEHTH.

Creno3a Ha 616peuHa aprepus
Banten3vn [lmoc He TpabBa aa ce mpunara 3a JIeYEHHE HA XUTIEPTOHHA NPH NALMEHTH ¢ €JHOCTPaHHA

WM ABYCTPaHHa cTeHO3a Ha ObOpeuHHTe apTepuy MY CTEHO3a Ha apTepHa Ha enMHCTBEH OB0pe
Thii KaTO NPH TAKHBA NALMEHTH € Bb3MOXKHO NOBHIABAHE HA CTOHHOCTHTE Ha CCPyMHUZRYLCY 1 0
KpeaTHHHH., | A

L/
L]

[IbpBUYEH XHNEPANTOCTEPOHHUIBM
[TauMeHTH ¢ NbPBHYEH XHNEPANACCTEPOHHIbM HE TpsOBa fa ce nekysart ¢ Banten
TAXHAT& CHCTEMAa PEHHH-aHMTHOTEH3UH HE € aKTHBHpPaHa.

3
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AOpTHA ¥ MUTpAJIHA KJIanHa CTeHO3a, XMNepTpodHUHA 00CTPYKTHBHA KAPAHOMHONATHA
- KakTo npH BCHYKH APYFH BA30OAWIATATOPH € HeOBXx0AUMO 0C06EHO BHHMAaHUE MPH NALIKEHTH,

cTpajalllf OT 40PTHAa WIH MHTPAJIHA CTEHO3a WK OT XHNepTpodHyHa OOCTPYKTHBHA KapAHOMHONATHA
(OXKM). |

’

brbpeuto yBpexaaHe o
He ce Hanara xopuripaHse Ha 103aTa NpK NaLHMEHTH ¢ OBOPEUHO YBPEXKIAHE W KPEATHHUHOB KITHPBHC

> 30 ml/min (BX. Touka 4.2). [IpenopbuBa ce nepHOXHUYHO MOHHTOPHPAHE HA CEPYMHHTE CTOHHOCTH
HA KA, Ha CTOHMHOCTHTE Ha KpEeaTHHMHA M ITHKOYHATA KHCenWHa, korato Banrensuu Ilitoc ce

ynorpe0aBa npu naudeHTH ¢ OuOpeYHO yBpeXKaaHe.

b16peuna TpaHCIIaHTALMA
Ilo TO3M MOMENT HsIMa HaTpYNaH OMNHT Mo OTHOLIEHWe Ha Oe3onacHaTa ynoTpeba Ha Bamrensus ILaroc

NpH NALMEHTH, NPETHPNENH HacKkopo ObOpeYHa TPaHCILTAHTALMS.

YepHoapobHO yBpexaaHe |
ITpy naUMEHTH C JIEKO 10 YMEPEHO YepHOApoOHO yBpexaaHe 6e3 xonecrasa Baxrensun Ilnmoc Tpadsa

Aa ce ynoTpebaBa ¢ NOBHILIEHO BHHMaHKe (BK. TOUKH 4.2 1 5.2). THasuaHHTE AMypeTHLH TpIOBa 1a
Ce W3NOM3BAT BHHMATENHO MpPH MALMEHTH ¢ YBPEAEHA YepHOApoOHa ¢yHKLMA WIH NPOrpecHBHO
yepHOAPOoOHO 3ab0onaBane, Thil KaTO MATKH NPOMEHH BbB BOJHO-ENECKTPONMTHHA OanaHc Morar Aa
YCKOPAT MOABATa Ha YEpHOAPODHA KOMa.

AHaMHe3a 3a aHrMoeaem
AHrHoeaeM, BKIIOYHTEIHO OTOK Ha JIApUHKCa M INOTHCA, MPHYHHABALIH oOCTPYKLIHA HA AMXATENRHHUTE

MbTULHA W/ WK NOTyBaHe Ha JINLETO, YCTHHTE, (papHHKCa H/WIH €34Ka ca ChOOIaBaHH NPH NALMECHTH
NeKyBaHH C BANCapTaH; HAKOH OT T€3U NAaLMEHTH Ca NOAYYaBAIM B MHHAJIOTO aHTHOEIEM C APYTH
nexkapctea, BxaouurenHo ACE unxuburopu. Ynorpebara na Banrensun Ilmoc Tpsabsa na 6vae
MpeKpaTeHa He3abaBHO NPy NaLMEHTH, KOUTO NojtyaT aHrnoeaeM H Barrensun Ilnoc He Tpabea na
ce Tnpuiara OTHOBO (BX. Touka 4.8).

HMHTecTUHAIEH aHTHOEIEM
3a UHTECTUHANEH aHTHOEEM Ce ChoOInaBa NpH MaLMEHTH, JIEKyBaBH ¢ aHMHOTEH3HH H peuerrropHu

aHTATOHMCTH BIUTIOUHMTENHO BancapTaH (Bx. Touka 4.8). Tesn nauvenTu umat kopeMHa H0Jika, rajgeHe,
MOBpbINAaHe H AnapHs. CHMITTOMMTE OTLYMSBAT /1€ NPeyCTaHOBSIBaHe HA aHTHOTEH3HH 11
peLIeTTOPHHTE aHTarOBHCTH. AKO C€ AHArHOCTHIIMPAa HHTECTHHANIEH aHTHOEAEM, IEYEHHETO C
BaiCAPTaR/XHAPOXIOPOTHA3HA TPAOBA Aa ce NPeyCcTaHOBK M [a CE 3aN0YHe NOAXOAALIO HabnoaeH e
J0 MBJIHOTO OTLIYMABAHE Ha CHMITTOMHTE.

CucTeMeH JIYITYC €pUTEMATONREC |
Cpobinasa ce, ye THa3HAHHTE AHYPETHLH, BKIIKOYHTENHO XHAPOXJIOPOTHA3UA, MOraT 1a 000CTpAT K
Ja aKTHBHPAT CHCTEMEH JIYTTYC €pPUTEMATOAEC.

Hpyru MetaboNnuTHH HAPYLICHHA

TuasuoHHTE AUYPETHLH, BKIIOYHTEIHO XMAPOXJIOPOTHA3MA, MOIaT ia OKaXKaT BIIHAHHE BbPXY
rIIOKO3HHSA TOJIEPAHC M Ja NOBHILAT CEPYMHHTE HHBA Ha XOJIECTEPO/, TPHIIHLUEPHIH K NMHKOYHA
kuceaHHa. [lpn naupenTy ¢ auader Moxke na e HeoOX0AMMO KOPHTHpaHe Ha 103aTa Ha HHCYJIWHA WK
HA MEePOPANTHOTO XHIIOFMTHKEMHYHO CPEACTBO.

ThasHaHHTE AMYPETULIA MOTaT Aa MOHHXAT EKCKPELIMATA Ha KAIUHHA B YPUHATA H 1a ROBERAT A0
HHTEPMUTEHTHO NEKO MOBULIABAaHE HA CTOMHOCTHTE HA CEPYMHNA Kl ApH JIKNCAa Ha YCTAHOBEHO
HapylleHHe Ha KaJLueBHsa MeTabonu3bM. M3pasenara xunepkaauHeMus MOXE Aa € 10Ka3aTe/ICIRO. 32
MOJUIEXKALL XHNEPNnapaTHpeoHaAH3bM. [IpHeMBbT Ha THA3WHH IHypeTHLM TPA6Ba Ja Obae BACKRARS
npeam NPOoBEXKIaHE Ha M3C/ICABAHUA 33 NapaTHPEOMIHHUTE QyHKLHM. W
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DoTOYYBCTBHTEIHOCT

Cpoburapa ce 3a cy4a Ha peakuuy Ha GOTOYYBCTBUTEIHOCT MNPU NPUEM HA THA3HAHW AHYPETHLH
(Bx. Touka 4.8). Ako peaxiuaTa Ha QOTOUYBCTBHTETHOCT Bb3HMKHE B X0 HA JICYEHHETO, Ce
Mpernopb4YBa IPEKPATABAHE HA JICYEHHETO. AKO €€ CYUTA 32 HEOOXOANMO MOBTOPHO NpHJIAraHe Ha
AUYPETHKA, C€ MPEenopbYBa 3alliuTa Ha 0OacTHTE, H3NOXKEHH HA CITHHLIE WK Ha U3KycTBeHa UV A

CBETJIHHA.

bpeMeHHOCT

He Tpabpa Ja ce 3anousa eyeHue ¢ anrnoTensu Il peuenropun 61okepn (APB) o Bpeme Ha
OpemeHHOCT. JleueHHeTo Ha MALKWEHTKH, KOMTO TUIaHUpaT OpeMeHHOCT, TpaOBa fa Obe 3aMEHEHO ¢
alITepHATHBHO AHTHXHIEPTEH3UBHO JieYeHHe C YcTaHOBeH npodu Ha He30MmacHoCT 3a ynoTtpeda no
BpeEME Ha OPEMEHHOCT, OCBEH aKko Npoab/XUTENHaTa Tepanusa ¢ APbB ce cuMTa 3a cwuiecTeeHa. Ilpu
YCTAHOBSIBaHe Ha OpeMeHHOCT neueHuero ¢ APB Tpabea He3abapHO 112 ce npeycTaHoOBH M 1A ce
3aMnoYyHe AITEPHATHBHO JICYEHHUE, aKO € MOAX0AAIR0 (BX. TOUYKH 4.3 U 4.6).

Obu1u
Heobxonumo € noBHILIEHO BHUMaHUE [MpH NAUHUCHTH C TNIPpCALICCTRAINA CBPBXYYBCTBHTETHOCT KbM

Apyru anrnoteHsud Il peuenropuu 6nokepu. Peakiinure Ha CBpbXMYBCTBHTETHOCT KbM
XHAPOXJAOPOTHAU] €A NO-BEPOATHH MPH NMALMEHTH, CTpajallly OT aneprus Wid acTMa.

XopoHaaieH UIMB, OCTPa MHOTIMA ¥ BTOPHYHA OCTPA 38KPUTOBIbJIHA IIIaYKOMa
XHAPOXJIOPOTHA3HA € CYJIPpOHAMHI K MOXKE Ja NMPSAM3BHKA HAKOCHHKPAaTHYHA peaKLius, BoAeLla A0
XOPOHIAJIEH HAHB C ACQEKT Ha IPHTETHOTO NOJIE, OCTPa MPEXOAHA MHOMHA H OCTPa 3aKPHTOBI'bJIHA
rnaykoma. CUMITTOMMTE BIUTIOUBAT OCTPO HAYaJI0 HA HAMAJIEHA 3pHTENTHA OCTPOTA WK o4Ha HosKa H
OOMKHOBEHO C€ NPOABABAT B PAMKHTE Ha YacOBE A0 CEAMHMIIA OT 3aM0OYBaHE JIEKAPCTBOTO.
HenekyBaHa, ocTpara 3aKpUTOBIbJIHA [JIAYKOMa MOXKE a JOBEAE A0 MOCTOSHHA 3aryba Ha 3peHHeTo.
[TbpBOHAYATHOTO JICYEHHE € Ja C€ NPEKPaTH BL3MOKHO HaH-0bP30 NMPUIOKEHHETO Ha
xHapoxioporHasua. Tpabsa aa ce nmpunoxy HezabaBHO NekapcTBEHA WIM XUPYPIrUiHa T€parns B
cliydail, ye BbTPEOUHOTO HalIIraHe OCTaBa HEKOHTPOJIUpPYeMo. Puckosure ¢akTopH 3a pa3BUTHE Ha
OCTpa 3aKpUTOBIbIIHA IN1IAYKOMa, MOraT Aa BKJIIOMBAT aHAMHE3a 33 aJICPruy KbM CYI(OHaAMUAMY HIIH
NEHHLIATHH.

HBoiiHo 610kMpaHe Ha CHCTEMATA PEeHHH-aHIHOTeH3IUH-ann0cTepoH (RAAS)

WUma nannu, ye eaHoBpeMeHHaTa ynorpeba Ha ACE- unxuburops, anrnorersut Il-peuenropin
B1oKepH WK ANTHCKUPEH NOBHILABA PUCKA OT XHMOTOHHA, XHNCPKATHEMHA ¥ HAMANIABaHe Ha
ObOpeunaTa PyHkLMa (BKIOUYHTENHO ocTpa 6B6peuna HeaocTaTeuHOCT). [lopann ToBa He ce
npenopbuBa ABOKHHO Onokupade Ha RAAC upes komOGuanpasara ynorpeba Ha ACE unxuburops,
aHrHOTEH3HH [I-peuenTOpHH ONoKepH HIK anuckHpeH (BxK. ToukH 4.5 1 5.1).

AKO ce npeLeHH, Y€ TepanHiaTa ¢ ABOHHO OnokupaHe e abconoTHo Heobxoauma, Tosa TpabGea Aa
CTaBa caMo oI HabIOACHHETO HA CIICUMATIUCT H NPH YECTO BHUMATEIHO MOHHTOPHPaHE Ha
ObOpeuHaTa PyHKUHUA, €JISKTPONHUTHTE U apTepuandHoTo HanaraHe. ACE HHXMOUTOPH H aHrHOTEH3HH
II-peusentopHn 610KepH He TpaAOBa 1a ce H3MON3IBAT €AHOBPEMEHHO NPH NMalUHeHTH ¢ quabeTHa

HedponaTHa.

HemenaHOMEH paK Ha KO)KaTa
B 1Be enMAeMHOJIOTHYHH [POYYBAHHA, OCHOBABALIH C€ HA JJATCKHA HALMOHAICH PAKOB PETHCTHP, €
HabntoaBaH NOBHULLIECH PUCK OT HeMenaHoMeH pak Ha koxkata (HMPK) [6a3anHokneTnueH KapLHHOM
(BKK) n ckBamozHowierbueH kapuuHoM (CKK)] npu HapacTBalua eKCro3uiMsa Ha KyMYJIAaTHBHA 71032
xHapoxnopoTnasna (XX T3). GoroceHcubunuznpammre edexktin Ha XX T3 mMorar ga aelicrBar xaro
BEPOATEH MEXaHN3bM 3a passutue Ha HMPK,

[Taunenture, npuemawn XXT13, tpabea ga Obvaat undopmupanu 3a pucka ot HMPK u ¢x
peAOBHO Aa NPOBEPABAT KOXATa CH 3a HOBH J1e3MH H He3abaBHO Aa choO11aBaT npH no
MOAO3IPUTENHH KOXKHM e3u. Ha nauyenTHTe TpAOBa Aa ce npenopbyuaT Bh3IMOKHH /

MEPKH, KATO OrPaHUYEHO H3NaraHe Ha CJIbHYEBA CBETIHHA H YJITPABHONETOBH JIbYM
EKCIO3ULIMA, MOAXOAALIA 3alUKTa, 3a 13 C€ CBE/E A0 MUHUMYM PHCKBT OT paK Ha KOpKgXs
[lopospurenHuTe KOXKHH ae3uu TpadBa aa 6baaT NoAIoKeEHH Ha He3a0aBHO W3cnen ;“ £
NOTEHLMAITHO BKNOYBALIO XHCTONMOMHYHHU H3C/IeABAHUA HA OMONCHYHH MaTepHaIH.
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Ha ynotpebara Ha XXT3 MOxe aa ¢e HallOXKH W IIPH NMALMEHTH, KOHTO ca uMaiH npeaxoaeHn HMPK
(BX. cBlIO TOYKA 4.8).

Ocmpa pecnupamopra mokcuyHocm ,

Cnen npHeM Ha XHAPOXJOPOTHA3H C€ CHOOLIABAT MHOTO PEAKH TEXKKH CIy4Yau Ha OCTpa
pPECTIHPATOPHA TOKCHUYHOCT, BKJIIOYUTENHO OCThP pecnuparTopeH aAucTpec cuHapoM (OPC). Cnen
NpUEM Ha XHAPOXJIOPOTHA3K] 0OMKHOBEHO Ce paiBuBa OenoapodeH OTOK B pAMKHTE Ha MUHYTH 10
yacoBe. B Ha4YanoTo CHMITTOMHKTE BKJIIOYBAT AMCIIHESR, MOBHIIIEHA TEMIIEPATYpa, BNOILABAHE Ha
OenoapobHara GyHKUKA U XunoToHus. [Ipu cbmHenne 3a OPJIC Tpa6sa na 6bae cripaH NIpueMsT Ha
Basren3ud [lmioc ¥ aa ce nprioxu noaxoAqLLo NeudeH’e. XUIApoXJIopoTHa3Ha He Tpabsa aa ce
npuiara npy NaUMEHTH, KOUTO Npeau ToBa ca nonyvasanu OPJIC cnea npuem Ha XHAPOXNIOPOTHA3ZMA,

IloMOLIIHH BelleCcTBa

Jlakmo3a
[TaumeHTH ¢ peKH HacneACTBEHH NPobieMH HA HENOHOCKMOCT KbM rajlakTo34, TLJCH JIAKTa3¢eH

ReHUMT WK rMoKo30-ranakro3Ha Manabcopbuns He TpabBa Aa mprUemMar TOBa JIEKapCTBO.

Jeyumun
AKO MaUMEHTHT € CBPBXYYBCTBUTENEH KbM (PLCTHUH HWIHM O, He TpAOBa 1a U3MNo/3Ba TOBA

JIEKapCTBO.

Hampui
Tora nexkapcTBO ChaAbpka No-Manko oT | mmol raTpui (23 mg) Ha dwimapana Tabnerka, T.e. MOXe
1a ce Kaxe, 4€ MPaKTHYCCKH HE ChADLPHKA HATPHH.

Covucem oicvnmo FCF (E110)
Bantensus Ilntoc 160 mg/12,5 mg prinMuparn TabAeTKH Cbillo Taka CbAbpKa CHHCET *kbaATO FCF

(E110), koHTO ¢ BB3MOXHO Aa NPeAN3BUKA peaKLMH Ha CBPbXYYBCTBHTEIHOCT.

4.5 BsanmoaeHcTBHe ¢ APYTH JC¢KAPCTBEHH NPOAYKTH B ApYrA GOPMHE HA B3aHMOZelicTBHE

BSEHMO,LLEﬁCTBHH. CBBbp3aHH C BANCAPDTAH H XHAPDOXJIOPDOTHAIH/

He ce npenopvusa eonospemenna ynompeba

Jumuu

3a oOpaTMO NOBHUIlIABaHE HA KOHUEHTPALIMHTE Ha CEPYMHHA JHTHH H TOKCHYHOCT ¢€ ¢boOlIaBsa npu
eHOBPEMEHHOTO NpuaoxkeHHe Ha JUTHH ¢ ACE uHxuburopy, anrnorensun Il peuenropuu
AHTArOHHCTH WIH THA3KHIH, BKJIIOUYMTEIHO XUAPOXNopoTHa3HA. Thil kKaTo 60peuyHusT KTHPBHC Ha
JIUTHHA ce HaManAra OT THA3WAR, MOXKE 212 C€ NPEANON0KH, Y€ PHCKBT OT IHTHEBA TOKCHYHOCT CE
yBeNnMuaBa AoMuAHMTEIHO ¢ Bantensun [Lmoc. [Ipenopbusa ce BHHMATENHO NPOC/ACASBAHE Ha
CEPYMHHUTE KOHLUEHTPALIHH Ha JIMTHH, aKO CE NPEeLCHH, Ye KOMOMHALMATE € HeoOXxoauMa.

Heobxooumo e noguwerno eHumarue npu eonogpemenna ynompeba

Lpyeu anmuxunepmenuguu cpeocmea
Banreusun ILtroc Moxe fa MOBUINH e(HUKACHOCTTA Ha APYTH JIEKapCTBa ¢ AHTHXUIIEPTEH3UBHH
CBOWCTBA

(Hanp. reaHeTHOHH, MeTHILIONA, BazoguaaTtaTtopu, ACEls , ARBs, 6era-Onokepn, 6110kepH Ha
KAJILHEBUTE KAHATH U AUPEKTHU HHXHOHTOpH Ha peHurHa (DRIs)).

Ilpecopnu amunu (HaNp. HOpaAPEHAIIHH, aJPCHANMKH)
B13MOXKHO € HaManABaHe Ha OTrOBOPA KbM NPECOPHU aMMHH. KNTHHUUHOTO 3Haue
He € CHTYPHO H HE € JOCTaTBhYHO, 3a Aa ObaaT CrpeHH.
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Hecmepouonu npomusoevsnanumennu cpeocmea (HCIIBC), exmoyumenrno cenexmuenu COX-2
unxubumopu, ayemurcaruyunoaa kuceauna > 3 g/onesrno u necenexmuenu HCIIBC

HCIIBC morar aa oTcnabaT aHTHXHIEPTEeH3UBHHA €(EKT KakTO Ha aurnoTeHsuH  peuenropHuTe
AHTarOHUCTH, TAKA M HA XHAPOXJIOPOTHA3KA MPH eJHOBPEMEHHO NpHioKeHHue. OCBEH TOBa,
exHOBpeMeHHOTO npunarase Ha Banrenszun Ilmoc u HCTIBC moxe na nosene no snoiinaBaHe Ha
6pOpeynaTa GYHKLUMA H 0 NOBUINaBaHe Ha cepyMHus Kanui. [lopaau Tosa ce npenopbysa
npocheagBaHe Ha ObOpeuHaTa pyHKUMA B HAYAIOTO HA JICYCHHETO, KAKTO M aACKBaTHA XHpaTauus Ha
MaLMeHTa.

BianMoneicTays, CBLP3aHU C BaJicapTaH

Heoimo 6roxupane na cucmemama peHun-anzuomensun-aioocmeponosama cucmema (RAAS) ¢ ARBs,
ACEIls wiu arucxupen

JlaHHH OT KNMHHYHH NPOYYBaHKA MOKA3BAT, Y€ ABOHHOTO OIOKMpaHe HA pEHHH-aHTHOTEH3HH
angocreporoBata cucreMa (RAAS) upes kombuHMpanara ynorpeba Ha ACE Hrxuburops,
aHrMoTeHs3uH ll-penenropun 610KkepH HIH ATUCKUPEH Ce CBBP3Ba C NO-BHCOKA YECTOTA HA HEXKENAHH
cBHOMTHA, KATO HANPHMED XMNOTOHKHA, XUINEepKaiMeMHa U HaManaBaHe Ha Oubpeunara QyHkLMA
(BKIIOYHTENHO ocTpa OnOpeuHa Hel0CTaTBYHOCT), B CPaBHEHHUE C yNIOTpeOaTa camo Ha €IHO
cpencTso, AciicTBaio BbpXY RAAS (Bx. Toukn 4.3, 4.4 n 5.1).

He ce npenopvwusa eonospemenna ynompeba

Kanuii-coxpanagauju ouypemuyu, Kamuesu 006a8Ku, 3aMecmument Ha COAMa, CobObPHCAWYU Kanuli i
Opyzu eewecmaa, koumo buxa Moz2au 0a nosuwiam CMouHocmume Ha Kaiul

AKO ce npeueHH, Yye e HeoOXoaUMO 1a C€ NPUIOXKH JIEKapPCTBEH NPOIYKT, KOHTO OKa3Ba BIIHAHHE
BBPXY CTOMHOCTHTE Ha kannii B koMOMHALIHA C BaiCapTaH ce npenopb4sa HabnmonasaHe Ha
CTORHOCTHTE Ha KaJIHH.

Ipancnopmepu

In vitro navHy Nokasear, ye BajicapTaH € cy0cTpaT Ha YepHOApOOHHA BATEHK-TPaHCNOpPTEP
OATP1B1/OATP1B3 v yuepHoapoOHusa egnykc tpancnoprep MRP2. KnuHUYHOTO 3HAYEHHE Ha Ta3H
HAXOJIKA HE € H3BeCTHO. ENHOBPEMEHHOTO NPUIOKEHHE HA HHXHOHTOPUTE Ha BITTEHK-TPAHCIIOPTEPH
(Hanp. pudaMnuH, UHKIOCHOPHH) WiIH edJIyKC TPAHCTIOPTEPH (HanNp. pHTOHABHP) MOraT Aa NOBHIIAT
CUCTEMHATA €KCNo3HLKMA Ha BaacapraH. HeobxoaHMo € NoOBHUICHO BHUMaHUE NPU 3aN0YBaHe WIH
[IPUKIOYBAHE HA €QHOBPEMEHHO JICYCHHE ¢ TAKHBA JIEKAPCTBa.

Jlunca na ezaumoodeucmeun

IMpu npoyuBaHHs 3a NEKAPCTBEHH B3aMMOAEHCTBHA C BAJICAPTAH HE Ca YCTAHOBEHH KIHHUYHO
3HAYHMH B3aHMOAEHCTBHA MEXKIY BAICAPTaH H HAKOE OT CACAHHWTE BELUECTBA. LKMETHANH, Bap(dapHH,
¢ypo3eMil, AMTOKCHH, aTEHOJION, HHAOMETALWH, XHAPOXNOPOTHA3H/, AMIIOAHIHH, ITHOCHKIAMMI,
JIurokcuH 4 MHIOMETALIMH MOraT Aa B3aMMOJEHCTBAT ¢ XHAPOXJIOPOTHAIHIHATA KOMITOHEHTAa Ha
Banren3ud [imoc (Bx. “B3anmMoneiicTBUa, CBLP3aHH C XHAPOXJIOPOTHA3HA”).

BaauMoaeHCTBHA, CBbP3aHU ¢ XMAPOXIOPOTHA3HA

Heobxooumo e nosuwerno enumanue npu edxogpemMenna ynompeba

Jexapcmeenu npodyxmu, Koumo oxkazeam BAUAHUE BbPXY CIMOUHOCIUME HA KARUU 8 CepyMda

X UNIOKATHEMHUYHHUAT eheKT Ha XHAPOXJIOPOTHA3HA MOXe Ja Obae YBETHYEH NPH €THOBPEMEHHO
MPUIOKEHHE Ha Kanuii-rybeluy My peTHL, KOPTHKOCTEPOUAH, Nakcatuey, ACTH, ampoTepHiinH,
KapOeHOKCOJIOH, NeHULWIHH G, CalMLIIOBA KHCEJIMHA H NPOH3BOAHHUTE H.
Ax0 e HeoOX0IMMO NPEANUCBAHETO HA Te3H JIEKAPCTBEHU NPOAYKTH €THOBPEMEHHO C
XHAPOXJIOPOTHA3NA-BAJICAPTAH, C€ NPENOPBHYBA MOHHTOPHPAHE HA CTOHHOCTHTE Ha
(Bx. TOuKa 4.4)..
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Jlexapcmeeru npodykmu, Koumo Mozam 0a npeduzeuxam torsades de pointes

[Mopaau prcKa OT XUIIOKaNKEMHA XHAPOXJIOpoTHa3KHA Tpabsa na ce npunara ¢ NoBHILIEHO BHUMaHHe
NpH eAHOBPEMEHHO NPHIOKEHHE C JICKAPCTBEHH NPOLYKTH, KOHTO MOraT Nnpeau3BHKar torsades de
pointes, Mo-CNELHaNHO aHTHApUTMUUH Knac la u xnac 111 ¥ HAKOH aHTHNICHXOTHLIM.

Jlexapcmeenu npodyxkmu, KOumo oxa3zeam AuAHUe 8bPXy CIOUHOCINUME HA HaMPUU 6 cepyma
XunoHaTpHeMHUHHS edeKT Ha IHYPETHLIMTE MOXKE 1a ObAe YCUIIEH OT €QHOBPEMEHHOTO NPHUIOKEHHE
Ha JIEKAPCTBA, KATO aHTHACIPECAHTH, aHTHNCHXOTHLIH, aHTHENWICTITHYHY CPEACTBA M T.H.
[IpenopbuBa ce NOBKUIEHO BHHMAHHE MPH MPOABKHTEIHO MPHIOKEHHE HA TE3H JICKapCTBa.

JHuzumanucoeu 2auxko3uou
Tuaszua-npeaH3BMKaHA XHUITOKATITHEMHA WITH XHNOMAarHesneMHus MOraT Aa Bb3HHKHAT KaTo HEXeNaHH

peaKUyH, KOUTO YJIECHABAT HAYANOTO Ha AUTUTATHC-UHIYIHPAHH ChbpACYHH apUTMHH (BX. TouKa 4.4).

Kanyueau coau u sumamun D

[IpunaraneTo Ha THA3HAHYU AMYPETHLIM, BKITIOYHTEITHO XUAPOXI0POTHa3U, ¢ BHTaMHH D WK ¢
KAILMEBH COJTH MOXE Jia TIOTEHLXPA NMOKAYBAHETO HAa cepyMHMs Kanuuii. EqnoBpeMeHnHaTa ynotpeba
HAa THA3HIH C KAJILUMEBH COM MOXeE 11a MPEAH3BUKA XHIICPKANLIHEMHS NIPH NALHEHTH,
Npeapas3noNokKEHH KbM XHINEPKanUMeMHusa (Hanp. XUneprapaTHpeOHan3bM, 3TOKAUCCTBEHH
o6pa3yBaHHs KM BUTaMHH D-MeHHpanu ChCTOsHUSA) Upe3 yBennyasaHe Ha TyGyiiHaTa peaGecopbuns
Ha KaALMH.

Anmuouabemnu aexapcmea (NEPOpPaHU CPEACTBA U UHCYJIHH)

TrHasnaHUTe AMYPETHLIM MOTAT 12 OKAXKAT BIIMAHHE BLPXY MIIOKO3HHS TonepaHe. Moxe na e
HeoOXOAUMO KOPHTHpaHe Ha JO3UTE. |

MeTtdopMmuH TpAbBa Ja ce npHema ¢ NOBHIUICHO BHHMaHHE NMOpaaH PHCK OT JAKTAaTHA aLK03a,
HHAYLIMPaHa OT Bb3MOXHa PpyHKUHOHanHA OpbpeuHa HeJoCTaTBUHOCT, CBbp3aHa ¢

XHAPOXJIOPOTHA3HA.

bema-baoxepu u ouazokcuo

EnHoBpeMEHHOTO NPUAOKEHHE HA THA3SHIHH OHYPETHLH, BKIIOYHTENHO XHAPOXIIOPOTHA3HA, H
OeTa-0JI0KepH MOXKeE [1a MOBULIK PHCKA OT XUNEPrinkeMus. THA3HIHUTE IHYPETHLH, BKIIOYHTEIHO
XHAPOXJIOPOTHA3HA, MOTAT a NOBHLLAT XUIIEPIITHKEMUUHHS €(EKT Ha AKA30KCHA.

Jlexapcmeenu npodyxmu, RpuURdeany 3a 1eyenue Ha nooazpa (npobeHeuua, CyapUHITUPA3OH H
anornypHHOI) , |
B13MOXKHO € [a ¢e HaNOXKH KOpHrupaHe Ha 103aTa Ha YPHKO3YPHUYHHTE CPEACTBA, Thil KaTo
XKAPOXJIOPOTHA3NA MOXKE 2 MOBUIUK CTOMHOCTHTE Ha CepyMHaTa IMUKOYHA KuceanHa. Moxe aa ce
HAIOXKH NOBMIIIABAHE HA 103aTa Ha NpobeHelna U CyNPHHNKEPa3oH. EnHOBpeMEHHOTO NpUnaraHe Ha
THA3HAHH JUYPETHLM, BKIIOUHTETHO XHAPOXJIOPOTHA3HA, MOXKE Ja NMOBHIUH YECTOTATA HA PECaKIHHUTE
Ha CBPBbXYYBCTBUTEIHOCT CIIPAMO AJIONYPHHOI.

AHmuxonunepzusny 1eKapemeeru RPoOyKmu u Opyzu 1eKapCmeenu RpoOyKmMu, nOGAUASMYH
CIOMQUUNUA MOMWIUmMem

BuoHanMuHOCTTa HA THA3HAHUTE JUYPETHLIA MOXKE [1a C€ NOBHUIIH OT aHTHXOJIHHEPTrHYHHTE
JeKapCTBEHW NMPOAYKTH (HAMp. aTpOoNnuH, OMnepuacH), BEPOATHO Nopaay HaMalABaHEe Ha MOTHJIHTETA
Ha CTOMAUIHO-YPEBHUA TPAKT U 3a0aBAHe Ha BpEMETO 32 U3npa3BaHe Ha cToMaxa. Ot apyra cTpaHa, ce
OYaKBa, Y€ MPOKUHETHYHH IEKAPCTBA KATO LM3ANpH MOTaT a HaMaaaT OHOHAIHYHOCTTA Ha

THA3UIHHUTE JHYPETHUH.

Amanmaoun
TwazuauvTe JHYPETHUH, BKIKOUHTEIIHO XHAPOXJIOPOTHA3HI, MOTAT Ja NMOBUIIAT PHCKa
pEaKkLHH, NPUUMHEHH OT aMAHTAIHH.

Horoobmennu cvmonu
AbGcopbuusita Ha THA3UAHUTE OUYPETHLIM, BKIIOYHTEIHO XHAPOXIIOPOTHA3H, C€ N
XOJIECTHpaMHH MY XonecTunon. ToBa MoXe Aa aoBeae Ao cyOTepaneBTUHHU ede
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auypetrum. Ho ako MPHIArAHETO HA A032TA Ha XHAPOXIOPOTHA3HI U CMOJ1aTa CTaHe TaKa, Ye
XHAPOXJOPOTHA3NA Ce NPHEME NOHE 4 yaca npeau Wik 4 — 6 yaca ciiell npuiaraHe Ha cMonara,
NOTEHIMANIHO B3aHMOACHCTBHETO 1llE CBeAE A0 MHHUMYM.

Humomoxcuunu rexapcmeenu Rpooyxmit

TuasuaHKUTe AMYPETHLM, BKIIOYHTENHO XHAPOXIOPOTHA3HA, MOTaT Aa HaManaTt 6bopeunara
eKCKpeLs Ha LIMTOTOKCHUYHUTE JIEKapCTBeHH NPOAYKTH (Hanp. uvkiopocdammui, METOTPEKCaT) K na
MOTEHLMPAT TEXHUTE MHENOCYNPECHBHHU €DEKTH.

Hedenonapuzupawu cxeaemnomyckyinu peaaxcanmu (Hanp. TyOOKypapuH) |
TuasuaHuTe AHYPETHIIH, BITIOYHTENHO XHAPOXJIOPOTHA3H], NOTEHLUWPAT ACHCTBHETO Ha CKEJIETHO-
MYCKYJIHH peflakCaHTH, KaTo MPOH3BOAHHTE Ha Kypape.

Luxrocnopun
EanoBpeMEHHOTO NpUNaraHe ¢ LMKJIOCMIOPHH MOXE J1a MOBHLIM PHCKA OT XUIIEPYPHKEMHA H

YCJIOKHEHHUA Ha nojarpara. -

Anxoxon, bapbumypamu wuru HaAPKOMUYHY 8eujecmea

EnsoBpeMEHHOTO NPHICKEHHE HA THA3UAHH ANYPETHLIM C BELIECTBA, KOMTO CHLILO UMAT
XHIMOTEH3WBEH edeKT (Hanp. 4Ype3 NOHWKAaBaHE Ha aKTUBHOCTTA Ha CHMNATHKOBATa HEPBHATA CUCTEMA
WIH JUPEKTHA ChAOPa3lINPABaLlla AKTUBHOCT), MOXKE 1a MOTEHUMPA OPTOCTATHYHA XMITOTOHUA.

Memuwndona
HMa H30nHpaHH ChOOLICHHUS 32 Cllyvyad Ha XeMOJIMTHYHA aHeMHs MPH €THOBPEMEHHO NpUJlaraHe Ha

METHIAONA U XHAPOXJIOPOTHA3HA.

Hoo-xoumpacmuu sewyecmsa

B cnyuail Ha NMYPETHK-HHAYLIMpPaHa A€XHAPATALHA € HATHLE NOBHIIEH PUCK OT ocTpa 610peuHa
HE0CTaTBYHOCT, OCODEHO NP BUCOKH I03H HA HOJIHH BELIECTBA. [TauwenTure TpsadOBa Aa ce
pEeXHAPATHPAT NpeaH NPUIaraHeTo Ha HoA-KOHTPAaCTHH BELLECTRA.

4.6 Deprranrter, OpeMEeHAOCT B KbpPMEHE

bpemennocm

Barcapmar

Vnorpebara Ha anrnorensuH Il peuenropuun 61okepu (APb) He ce npenopsuea npes nbpBHA
TpumecTbp Ha GpeMeHHOCTTa (BXK. To4ka 4.4). Ynorpebara Ha AP € npoTHBOTIOKA3aHa nipe3
BTOPHUS M TPETHA TPHMECTHP Ha OpeMeHHocTTa (BXK. TOYKH 4.3 H 4.4).

EnnaeMyoNOrMMHHTE JAHHH 3a PHCKA OT TEPAaTOreHHOCT ciel excno3uuua Ha ACE uHxuburopu npes
TLPBHA TPHMECTHP Ha OPEMEHHOCTTa HE Ca OKOHYATEIIHH, HE3aBHCHMO OT TOBa He MOXe Ja ce
U3KTIOYH JIEKO MOBHILUEHHE Ha pHCKA. BBIIPEKK 4e HAMA KOHTPOIHPAHH €MUACMHONOIHYHH JaHHH 33
prcka oT aHruoTeH3uH Il peuentopuu 6sokepH (APB), nonoben puck MOXKe 41a ChILECTBYBA NPH TO3M
Kiac nexapcTea. OcBeH B ciyya# 4e Tepanusta ¢ APb ce npeleHaBa KaTo MHOMO BaXHa,
MaLUUCHTKHTE, KOWTO MaHyBaT OpeMEeHHOCT, TPAOBa Aa NPEeMUHAT Ha ANTEPHATHBHO
aHTHXUIIEPTEH3HBHO JieueHHe ¢ aokaszan npodun Ha He3onacHocT 3a ynotpeba npu 6pemennoct. Ilpu
ycTaHoBsisaHe Ha 6peMeHHOCT neuenuero ¢ APD Tpabpa na ce npeycraHOBH He3a0aBHO H NpH
HeOOXOAUMOCT A4 C€ 3anovHe alTcpHaTHBHA Teparnui.

H3BecTHO €, ue ekcno3uuuaTa Ha Tepanus ¢ APb o Bpeme Ha BTOpHA U TPETHSA TPHMECThLLLME
6peMEHHOCTTa MPUUYHHABA (PETOTOKCHYHOCT NMpu Xopa (NoHwkeHa 6u0peuHa GyHKIUMHS pSEHLUAST N
OJIMrOXMAPAMHHO32, 3a0aBeHa ocHbHKaUMA Ha Yepena) 1 HeOHaTaATHa TOKCHYHOCT . 7T I

HELOCTATBHYHOCT, XHIMOTOHHS, XHNEpKanHemMus ) (BXK. ChL{O TOUKa 5.3).
B cnyuaii Ha ekcnosnuus Ha APB ciex BTopHs TpUMeCTLP Ha OpeMeHHOCTTa Ce NpK
yJTpa3ByKOBa npoBepka Ha 6pOpeunara pyHKUHA H yepena.
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HoBopoaeHn, unuTo Maiku ca npHeManu APb, tpabsa na 6baar BHuMarenno HabnrogaBaHu 3a
XHITOTOHHA (B3K. CbIIO TOUKH 4.3 1 4.4). |

Xuopoxnopomuazuo

Hanuue e orpaH{eH ONUT OTHOCHO ynoTpedarta Ha XHAPOXJIOPOTHA3HA 110 BpeMe Ha OpeMeHHOCT,
ocobeHO npe3 NupBHA TPHUMECTBD. [IpoyuBaHUATA MPH KUBOTHU Ca HEAOCTATHYHH.
XuapoxiopoTHasia NpeMHHaBa npe3 mwiaueHrarta. Maxoxnaiiku ot papMakonoruiHHa MEXaHH3bM Ha
NeHCTBHE HA XHUAPOXIOPOTHa3KA, ynoTpedara My 1npe3 BTOPUS M TPETHA TPHMECTBP MOJKe 14 Hapyllu
deTonnaueHTapHara nepdysua U Ja qoeeae 10 (peTanHu U HEOHATAJIHU YCIIOXKHEHHS KaTo
XBJITCHULIA, HAPYLUEHHS HA eNeKTPOJIMTHHA OalaHC H TPOMOOUHTOIEHHA.

Kvpmene

JIunceaTt JaHHU OTHOCHO yroTpebaTa Ha BANICAPTAH MO BPEME HA KbPMEHE. XHAPOXJIOPOTHA3UA Ce
CKCKpEeTHpa B HOBELLKOTO MiIAKo. [lopaau TasH [pHUHHA He ce MpenopbuBa NMpueM Ha BanteHsnH
[Lmroc no BpeMe Ha kbpMeHe. [IpeanounTa ce anTepHaTHBHO JIeUEHHE ¢ NO-J100pe yCTaHOBEH NpodKrn
Ha 0e30MacHOCT Mo BPeMe Ha KbpMeEHe, 0COOEHO NpH KbpMEHE Ha HOBOPOAEHO WIH HeloHoceHo Oebe.

4.7 Edexrn BopXy cnocobnocTTa 32 ModHpare A paboTa ¢ MAIIHHA

He ca npoeexaanu npoyusanua 3a edexrure Ha Banrensun Ilnroc Bbpxy cnocobHocTTa 32
wogupaHe 1 pabora ¢ mawmHy. TpaOpa aa ce uMa npeaBua, de nMpH wodHpaHe H pabota ¢ MaIIMHA €
BBH3IMOXKHO MOHAKOTA Ja HACTHIIAT 3aMasHOCT WIH YMOpa.

4.8 Hexe1aHH NeKaApPCTBeHH peaknHM

Hexxenasure nexapcTBEHN peakUMH, CHOOMIEHN NMPY KITMHHYHY NMPOYYBAHHA U JaOOPATOPHH HAXONKH,
HACTBIIBALUM TIO-YECTO NPH BalCapTaH ILTIOC XHAPOXJIOPOTHA3H/ CipAMO Miauebo, KakTo H
OTAC/IHUTE CHOOLIEHHS NO BpeMe Ha NMOCTMAPKETHHIOBHA NEPUOJ, Ca NMPEACTABEHH NO-AO0JY MO
CHCTEMO-0praHHU Knacose. HexenaHure nekapcTBEHH Peakiiiy, 3a KOMTO CE 3HAE, Y€ HACTBMBAT MPH
NMPHJIAraHe Ha OTACNHUTE CHCTABKH CAMOCTOATEHO, HO KOMTO He ca Ha0mionaBaHH NMNPH KIMHHYHATE
Npoy4BaHHA, MOTAT Ja Bb3HMKHAT B X0/1a Ha JIEUEHHETO ¢ BAJICAPTaH/XHAPOXJIOPOTHAZM.

HexenaHute peakuyH ca NOXPEACHH MO 4e€CTOTA, Hall-uecTUTE ca ITHPBH, CHITIACHO CJIeAHATA
KOHBEeHLMA: MHOro uectu (> 1/10); wectn (= 1/100 no < 1/10); nedecrn (= 1/1 000 go < 1/100); peaku
(= 1/10 000 xo < 1/1 000); muoro peaku (< 1/10 000); ¢ HenssecTHa YecTOTa (OT HATHYHHTE JaHHH HE
MOXe 1a Obje HanpaBeHa OLICHKA Ha yectoTaTa). [Ipn BCAko rpynHpale 1o 4ecToTa, HEXEAHNTE
JIEKAPCTBEHH peakliuy ce m3OpoaBaT B HU3XOAALL peA NO OTHOMIEHUE HA TAXHATA CEPHO3HOCT.

Tabnuua 1. YecToTa Ha He)XXENAHUTE IEKAPCTBEHH PEeaKLUH MPK BANCAPTAH/XHAPOXJIODOTHAZH]

Hapymenus Ha MeTA00/IH3IMA H XPAHEHETO

‘HeuecTtn Hexunparaums
HapymeHHs HA HEPBHATA CHCTEMA
HevecTH | [lapecTe3us
MHoro peaku | 3amMagHoOCT
C HeU3BECTHA YECTOTA CuHKoOm
Hapymenns HA O4HTE |
Heuectn | 3aMbIriABaHE Ha 3PEHHETO
HapyiieHHS HA YXO0TO H JJa0HpUHTA
HeuecTH THHHTYC
CoubaoBn BapyiieHHs |
HeuecTud | XHMNOTOHHUSA
PecunpaATOPHH, MPLAHA H MEAHACTHHAJIAHE HAPYWICHUA
HeuectH Kaminua
C HEM3BECTHA 4ECTOTA Hexapanorenen 6effof
CToMalmIHO-YPEeBHR HAPYUICHHAS |
MHoro peaxu Huapusa
10
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HapymeH#a HAa MYCKY/THO-CKEJIETHATA CHCTEMA H CHEAHHATE/THATA ThKaH

Heuectu Muanrus
MHOro peaxu Aprpanrus
Hapymenusa Ha Ob0pennTe # AAKOYHHTE HIHTHINA
" C Heu3BeCTHa 4€CTOTa Hapytiena 6b6pedna ¢pyHKums
O6mu napyimenns B epeKTH HA MACTOTO HA NMPHJOKEHHE
HeuecTn YMmopa
Haciienpanng
C HeH3BECTHA 4ECTOTa [loBuilIaBaHE HAa MHKOYHATA KHCE/IUHA,

Omnnpy6GHHa M KpeaTHHHHA B cepyma,
XHIOKATHEMHA, XHTIOHATPHEMHA,
MOBYILABAHE HA a30Ta B KPHBTAa,
HEeyTPONEeHHA

QOHLHHHTEJIH& Hugbopuaum 3d OTACJIHUTC CECTAaBKH
Hexesnanure p¢aKLHH, CchOOLIIEHU 3a BCAKA OT OTAECTHUTE ChCTABKH, MOTAT A4 6’[3,[[3'1’ MNMOTCHUHAJIHH

HeXXeNaHH peakilui Ha Banrensun [Lmoc, nopu fa He ca HabmoaaBaHK B XOa HA KIIMHHYHHWTE
MpOYy4YBaHHA WIH N0 BpeMe Ha NTIOCTMapKETHHIOBHA NEPHOI.

Tabnuua 2. YecTora Ha HEKEJIAHUTE JIEKAPCTBEHH PeaKlIMK NPH BajicapTaH

HapyumieHHEA HA KPBBTA H IHMPHATA CHCTEMA

C HeH3BeCTHa YeCToTa [ToHmxaBaHe Ha XxeMorinoOHHa, MOHWXXABAHE HA

|  X€MAaTOKpHTa, TPOMOOLIMTONEHHA

HapymeHn#s Ha HMYHHATA CHCTEMA .

C HeH3BEeCTHA YECTOoTA JIpyrH peakunu Ha
CBPBXYYBCTBHTETHOCT/AICPrys, BKAOYHTENHO
cepyMHa bosiect

Hapymenns Ha MeTabo1H3Ma H XpaHEHETO

C HeW3BECTHA YeCTOTA [TopuillapaHe Ha CEPYMHHA KaJIU#,
XHITOHATPHEMHSA

HapynieHHs HA YXOTO H J1a0UpRHTA

Heuectu CBeTOBBpPTEXK

CobA0BH HAPYIEHH A

C HeHu3BECTHA YECTOTA Backynur

CroMalnoO-upeBHH HAPYILIEHHS

Heuectn boska B obnacTra Ha KOopeMa

MHoro peaku HHTecTrHaIeH aHruoeneM

XenaToOHNRAPHHE HApYUICHHS

C Heu3BeCTHa 4ECTOTa [ToBuuieHME Ha MoKa3aTENUTE 38 YepHOAPOOHa
bYHKLHS

Hapymenus Ha KoXaTa H NOJK0KHATA ThKaH

C Heu3BeCTHa YECTOTA AHrvoeaeMm, Oyno3eH aepMaTHT, oOpuB, Cbpdex

Hapyuwienns Ha 60pennTe H NHKOYHHTE NBTHINA |

C HEeH3BECTHA 4eCTOTa Br6peuna HEAOCTATHHYHOCT

Tabanua 3. UecToTa Ha HexeNaHHTE NEKapCTBEHH PEeaKivMK NPH XHAPOXIOPOTHAZH],

XuapoXJIOpOTHA3H C€ MPEANUACBA LIMPOKO OT MHOTO MOJIMHH, YECTO B A03H, MO-BHCOKH OT A03aTa,
npunarana npu Banrensun Ilmoc. CneaHuTe HeXeEIaHH peakiiyy ¢a OMIH CHOOLIEHH NTPH MALIHEHTH,
NeKyYBaHH C THA3WAHH AHYPETHLH, BKIIOYKTEITHO XHAPOXNOPOTHA3HA, KATO MOHOTEpPA

Heonnasmu — 106poKadecTBent, 310KAMeCTBCHE B Heonpeaeaend (B,

C HeH3BECTHA YECTOTA HeMmenanomeH pak Ha KOxa
KAPLMHOM W CKBAMO3HOKII

Hapyumenna Ha KpbBTA U JHM$HATA CHCTEMA

Penxu TpomMOGoUMTONEHHA, ITOH

:tlu'
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MHoOro peaku ATpaHyJI0uUuTO3a, IEBKONEHHA,
X€MOJIMTHYHA aHEeMHS, KOCTHOMOZbYHA

HEAOCTATBYHOCT

C HeH3BeCTHA YecToTa A1acTH4YHA aHEMUSA

HapymenHs HAa HMYHHATS CHCTEMA

MHoro peaku Peakuuu Ha CBpbXYYBCTBUTENHOCT

Hapymenus ua Meraboa113Ma H XpaAHEHETO

MHoro yecTn XHNOKANHEMHA, YBETHYECHH TUNNUAH B
KpBbBTa (Hal-49€CTO NpH NO-BUCOKH A03H)

YecTH - XHNIOHATPHEMHSA, XHITOMATHE3HEMHS,
XHUIIepYPHKEMUA

Penxu XunepKanMeMHs, XHNEpriukeMHs,

‘ FMIOKO3YPUA H BIIOWIABAHE Ha AHabeTHOTO

MeTabOIMTHO CLCTOAHHE

MHoro peaku XHNOXJOPEMHYHA afIKa103a

[IcuXHYIHE HAPYWIEHHSA

Penxu HenpecHs, HapyLIEHHS HA CbHA

HapymeHnns Ha HepBHATA CHCTEMA |

Penxu [ nasobonue, 3amaliBane, napecre3ms

HapylienHns Ha OUHTE

Penxu HapyiiieHna Ha 3peHHETO

C HEeM3BECTHA YECTOTa XOpHOHAANEH U3JTMB, OCTPA 3aKPUTOBIbIIHA

rnaykoma, octpa MHOTHS
ChspaevyHHn HapyWleHHA

Penxn CbpacyHn apuTMUH

C1ba0BH HAPYLICHHS

YecTH HocTypanHa XHNOTOHUS

PecnupaTopau, rpbAHH B MeAHACTHHA/IHH HAPYILIEeHHA

MHoro peaxu OcThp pecUpaTOPEH AUCTPEC CHHAPOM
(OPAC) (BxTe TOUKA 4.4)

CToMAIIHO-YpPeBHH HAPYIICAHA

Uectu 3aryba Ha aneTHT, YMEPEHO raicHE U
NOBpPbLUAHE .

Penku 3anek, CTOMAaLIHO-4pEBEH ANCKOMPOPT

MHoro peaku [lankpeaTur

XenaToOHIAAPAN HAPYLICHHS

Penku HuTpaxenaraiHa Xon€cTasa WM XKbJITEHHLA

Hapymenns na 6u0penHTe H IAKOYHATE DHTHINA

C HEH3BECTHA YECTOTA b16peunara aucpyHkuua, octpa 6b0peuHa
HEJOCTAaTbYHOCT

HapyumieHHS Ha KOXKATA H NOAKO0KHATA THKAH

Yectu YpTHKapHua U ApyTd BHOOBE 0OpHB

Penxu MOTOYYBCTBHTEAHOCT

MHoro peaxu HexkpoTu3upall BACKYJIHT W TOKCH4HE,

eNMUAEpMaIHa HEKPOJIH3a, KOXKEH JIYMyC,
noao0HH Ha TYIyC €PUTEMATOEC KOKHH
pE€aKkUMH, pCaKTHRALKA HA KOXKEH JIYITYC
epPUTEMATONEC

C HeHn3BecTHa 4eCcTOTA EpureMa myntugopme

OO0l HAPYIIEHHS H CBCTOSHHA HA MECTOTO HA NPHIIOKEHHE
C HeH3BeCTHA YecToTa [Inpekcus, acTeHud

Hﬂp}’lﬂﬁﬂﬂﬂ HA MYCKYJIHO-CKCJ/ICTHATA CHCTEMA H CHCAHHHTCIHATA ThKaH

C HeUu3BECTHA 4eCTOTa MycCKynHH cria3MH
HapyuieHHS HA Bb3NPOH3IBOAHTE/IHATA CHCTEMA H 'bPAATA
YecTH HUMNOTEHTHOCT

12
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Onucanne Ha H30paHH BEXEaHK peaklIMK
HeMenaHoMeH pak Ha Koxkata: B3 ocHOBa Ha HAIMYHUTE JAHHKM OT eNWIEMHOJIOTHHHNA NPOYYBaHUA €

HabMl0aBaHa 3aBMCHMAa OT KYMYyJIaTHBHATa A03a Bpb3ka mexay XXT3 u HMPK (Bx. cbio Touku 4.4
ui3.l).

Cuo0illapaHe Ha MOAO3HPAHHA HEXKENAHU PEAKIIHY

Crpo0liaBaHeTo Ha NOAO3HPAHH HEXKEIIAHM PeakLHM el pa3peliaBaHe 3a ynoTpeda Ha IeKapCTBEHHA
NPOAYKT € BaxXKHO. TOBa NO3BOJIARA Aa NPOABLIKM HAONIOIEHHETO Ha ChOTHOLUEHHETO 10J134/PHCK 33
NIEKapCTBEHUA NPOAYKT. OT MEJULIMHCKHTE CHEUHATUCTH C€ U3UCKBA Aa ChoDILaBaT BCAKa
NoJ03MpaHa HeXeNaHa peakuus upes MsmbiaHHTEIHA areHIINS 1o IeKapeTBara, yi. ,,Jlamas I'pyes” Ne
8, 1303 Codns, Ten.: 02 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeao3HpaHe

Cumnmonmi

[Ipeno3upaHeTo ¢ BAJICAPTAH MOXKE Ja MPUUHMKHHA H3PA3CHA XHUITOTOHHSA, KOATO MOXE Ja JoBeAe N0
NOHMKaBaHe Ha ACHOTATA Ha CB3HAHUETO, LMPKYIATOPEH Konanc WKWy Wwok. B nonsaHenue, npu
Npeao3HpaHe ¢ XHAPOXIOPOTHA3HAHATA ChCTABKA MOTaT /12 Bb3HUKHAT CICAHHMTE NMPHUIHALIH H
CHMITTOMH: raficHe, ChbHJIHBOCT, XMITOBOJIEMHA M €IIEKTPOJIUTEH AKCOaaHe, CBBP3aH ChC C'hp,[lellHH
APUTMHH H MYCKYJIHH CMIa3MH.

Jleuenue

TepaneBTHYHHTE MEPKH 3aBHCAT OT BPEMETO Ha NMPUEM Ha JIEKapCTBOTO U BHAA W TEXKECTTa Ha
CHMIITOMHTE, CTAOMNIMIMPAHETO HA LUPKYNATOPHHSA CTATYC € OT ITbPBOCTENEHHA BAXKHOCT.

[Ipu XMNOTOHHA NAUKEHRTHT TPAGBa 1a ObJe NOCTABEH B JIETHAIO NMOJOXKEHHE H OBP30 Aa ce 3all0YHe
BiIMBaHe Ha 00eMO3aMECTBALLIH H COJNICBH PA3TBOPH.

BancapraH He MoXe Aa ObJe OTCTPAaHEH uPe3 XeMOAKAIM3a Nopaau cTabMtHOTO My CBBP3BaHE C
[U1a3MEHHTE MPOTEUHHK, OT ApYyra CTpaHa ¢ JIHaiu3a MOXE Ja C€ MOCTUIHE KJIUPBHC Ha

XHAPOXJIOPOTHA3UA.

5. ©G®APMAKOJIOTrHMHH CBOUCTBA

5.1 ®apMakoAWHAMMYHH CBOHCTBA

dapmakoTepaneeTHUHA rpyna: CpeacTsa, JeHCTBAILM BBPXY PCHHH-aHTHOTCH3WHOBATa CHCTEMA,
AHruoreHsuH H peuernrropun anraronuctd (ARBs) M amypetrum, saicaprad u auypetium; ATC kon:
CO9D AOQ3.

Bancapman/xudpoxaropomuazuo
B aBoiiHo-cnano, paHAOMH3NPAHO, 8KTHBHO KOHTPOJHPAHO H3NUTBAHE MPU MALIMEHTH, HENOCTHIHAIY
KOHTPOJI Ha apTEPHATHOTO HasAraHe ¢ XHapoxaopoTHazua 12,5 mg, ce HabnoaaBa CUrHUPHKAHTHO
No-rojiiMa peyKUHs Ha CpeIHOTO CHCToAHO/AnacTonno AH ¢ komGuHaumsaTa
Bancaprad/xuapoxiaopornasdg 80/12,5 mg (14,9/11,3 mmHg) B cpaBHeHNE ¢ XuaApOXIOpOTHA3NA

12,5 mg (5,2/2,9 mmHg) u xuapoxnoporuasuza 25 mg (6,8/5,7 mmHg). B aomenHeHue, NpoUEHTHT Ha
NalUEeHTHTE, NMOBAHAIH ce OoT JieueHneTo (auacTonHo AH < 90 mmHg nnu nonmxenne 2> 10 mmHg),
e 3HAaYMMO NMO-BUCOK ¢ Basicapran/xuapoxnoporuasua 80/12,5 mg (60 %) B cpaBHenue ¢
xuapoxjoporuazug 12,5 mg (25 %) u xuapoxnopornasua 25 mg (27 %).

B aBoiiHo-cAanNo, paHAOMH3HPAHO, aKTHBHO KOHTPOJHPAHO H3NKUTBAHE fIPH MAUMEHTH, HENOGTUERG
KOHTPOJ1 Ha apTEPHAJIHOTO HansAraHe ¢ Bancaprad 80 mg, ce HabmoaaBa CUrHUPHKAHTHG -
peAyKLHA Ha CPEAHOTO CHCTONHO/ANacTonHO AH ¢ komOuHaumsaTa BancapTan/xuapo //
80/12,5 mg (9,8/8,2 mmHg) B cpaBHeHue ¢ Bancapran 80 mg (3,9/5,1 mmHg) u Bancp§
(6,5/6,2 mmHg). B nonmbanenHe, NPOLEHTHT Ha NMALUEHTHTE, MTOBJIHAJIH CE OT JICUEH I
AH <90 mmHg unu nodnxkenue > 10 mmHg), € 3Ha4uMO NO-BUCOK C BancapTaH/x
80/12,5 mg (51 %) B cpaBHEHHE C BancapTaH 80 mg (36 %) u Bancapran 160 mg (37 ¥ %

"
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B aBoiiHo-cnano, paHAOMH3HPAHO, 1auedo KOHTPOJHPAHO H3NHTBAHE, CPABHABALLO PA3IHYHHTE
NO30BH KOMOHMHALMK Ha BancapTaH/XHAPOXIOPOTHA3H/ C TEXHHATE CbOTBETHH CHCTABKH, CE
Ha0MoAaBa 3HAYMMO IMO-rofsIMa peaAyKUHA Ha CpeAHOTO CHCcToNHO/anacTonHo AH ¢ komOHHauusTa
sancapTal/xuapoxyioporyazua 80/12,5 mg (16,5/11,8 mmHg) B cpaBHeHue ¢ mnauedo

(1,9/4,1 mmHg) u oTaenHuTe cheTaBKH Xuapoxaoporyasua 12,5 mg (7,3/7,2 mmHg) n sancapran
80 mg (8,8/8,6 mmHg). B nonbiHeHHe, NPOLUEHTHT HA NALMEHTUTE, MOBIIUIH CE€ OT JIEHEHHUETO
(amactonso AH BP < 90 mmHg nnu nonmwkenue > 10 mmHg), € 3Ha4HMO NMO-BHCOK ¢
sancapTan/xuapoxsoporiasng 80/12,5 mg (64 %) B cpaBHeHue ¢ riauebo (29 %) u
xuapoxaopotuasua (41 %).

B nBOHHO-CNIANO, paHAOMH3UPAHO, AKTHBHO KOHTPOAUPAHO H3MUTBAHE NPH NALUUEHTH, HENOCTUTHAIIH
KOHTPOJI Ha apTEPHATTHOTO HANATAHE C XHAPOXJIOpoTHazua 12,5 mg, ce Habmonasa CUrHUQUKAHTHO
No-rojiiMa peIyKuMa Ha CpeaHoTo cuctonno/anactonto AH ¢ kombrnHaunsTa
pasnicapran/xuapoxaoporuasua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHHe ¢ XHAPOXJIOPOTHAZUL

25 mg (5,6/2,1 mmHg). B nonbiHeHHE, MPOLIEHTHT Ha NMAUXWECHTHTE, TIOBJIHIIM C€ OT JICUEHUETO

(AH <140/90 mmHg unu nonmxenne na CAH > 20 mmHg unu nonnxerue Ha JIAH > 10 mmHg), e
3HAYUMO MO-BHCOK ¢ Bancaprad/xuapoxnopotnazug 160/12,5 mg (50 %) B cpaBHeHue ¢
XHapoxJaopotTHazua 25 mg (25 %).

B nBoiiHO-ciigno, paHROMU3UPAHO, AKTHBHO KOHTPOJIHPAHO H3NMHTBAHE [1PY NAUHUEHTH, HENOCTHIHAJIM
KOHTPOJT Ha apTEPUATTHOTO HansraHe ¢ BancapraHd 160 mg, ce HabnionaBa CHrHHHKAHTHO NO-ro/IAMa
peAYKLIHS Ha cpenHoTo cucrondo/anactonio AH ¢ komOuHauuaTa Bajicapral/XHpoxXI0pOTHA3ZHA
160/25 mg (14,6/11,9 mmHg) v Bancapran/xuapoxnoporuazua 160/12,5 mg (12,4/10,4 mmHg) B
cpasHeHHe ¢ BancapraH 160 mg (8,7/8,8 mmHg). Paznukara B nonmwxenunero Ha AH mMexnay nosure ot
160/25 mg u 160/12,5 mg cbLo JOCTHra CTATHCTHYECKA 3HAYUMOCT. B nomb/iHenye, NPOLEHTHT Ha
NMalHEeHTHTE, MOBNKANH ce OT JleveHHeTo (AHacTonHo AH < 90 mmHg unu noHvmwxkenue = 10 mmHg),
€ 3HaYHMO NMO-BHCOK ¢ Basicapran/xuapoxnoporrasua 160/25 mg (68 %) u 160/12,5 mg (62 %) B
cpaBHeHue ¢ BancapraH 160 mg (49 %).

B asoiiHo-caano, paHIoMK3HpaHo, ianedbo KOHTPOIHPaHO H3NIUTBAHE, CPABHABALLO PR3THYHHTE
N030BH KOMOHHALUM HA BANCAPTAR/XHAPOXJIOPOTHAZHA C TEXHHUTE CHOTBETHH CBCTABKH, CE€
HabnKoAaBa 3HAYHMO NO-TONIAMa peAYKUHMA HA CPEAHOTO CHCTONHO/AMacTonHO AH ¢ koMOuHaLMATa
BasicapraH/xuapoxiopotrrasdg 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) 8
cpaBueHMe ¢ ruauedo (1,9/4,1 mmHg) u cboTBeTHHTE MOHOTEPANHH, T.€. XKAPOXIOpOoTKHa3Ka 12,5 mg
(7,3/7,2 mmHg), xuapoxnopornazug 25 mg (12,7/9,3 mmHg) u Bancapran 160 mg (12,1/9,4 mmHg).
B nonbaHeHHe, NPOLUEHTLT HA NMALMEHTHTE, MOBIHAIH CE OT JieHeHHueTo (auactonHo AH < 90 mmHg
WIH noHuxkeHue > 10 mmHg), € 3HauMMo No-BHCOK ¢ BaJicapTaH/Xuapoxnoporaazva 160/25 mg

(81 %) u Bancapran/xuapoxnoporvazua 160/12,5 mg (76 %) B cpapHenne ¢ mauedo (29 %) u
CHOTBETHHUTE MOHOTEpAnuM, T.e. Xuapoxiopordasua 12,5 mg (41 %), xuapoxnoporuasua 25 mg

(54 %), n Bancapran 160 mg (59 %).

B aABoiiHO-cnANO, paHAOMH3HPAHO, AKTUBHO KOHTPOJUPAHO U3TIUTBAHE NPH NMAUHEHTH, HENOCTHIHAIIH
KOHTPOJ1 Ha apTEPHAJTHOTO HajIAraHe ¢ Xuapoxjoporydasuj 12,5 mg, ce Habnroaasa CUrHH(PHKAHTHO
Nno-roJaMa peayKius Ha CpeAHOTO CUCTOAHO/auacTonHo AH ¢ kombunaumATa
Bancapran/xugpoxnopornasun 160/12,5 mg (12,4/7,5 mmHg) B cpasHeHue ¢ XHapoxnopoTyasua

25 mg (5,6/2,1 mmHg). B nombnHeHHe, MPOLEHTHT Ha NAUMEHTHUTE, MOBIHUSIH CE OT JICYEHHETO

(AH <140/90 mmHg wnu nonvxkenye Ha CAH > 20 mmHg unu noHwxkenue Ha JIAH > 10 mmHg), e
3HAYUMO NO-BUCOK ¢ BancapTaH/xuapoxnoporuazua 160/12,5 mg (50 %) B cpaBHeHHe ¢

XHAPOXNOPOTHA3KL 25 mg (25 %).

B aBoiiHo-¢isno, paHJOMKW3UPAHO, AKTUBHO KOHTPOJHPAHO U3NHTBAHE NPH MALKEHTH, HENQSTATHAT
KOHTpPOJ Ha apTEPHANHOTO Hayisrale ¢ sancaptad 160 mg, ce vabniogaBsa CHTHUH(HKaAHT e ; iyt
peAyKLUA Ha CpeaHOTO CUCTONHO/ anacTonHo AH ¢ xomOKMHauuaTa Bancapran/xuapo 4 o |
160/25 mg (14,6/11,9 mmHg) n sancapran/xuapoxnoporrasua 160/12,5 mg (12,4/10 { RAIIENBIN A \
cpaBHeHwue ¢ BancapraH 160 mg (8,7/8,8 mmHg). Pasnukara B nonnxenrero Ha AH MeRnly NoZgre. st -'

160/25 mg 1 160/12,5 mg chuIo AOCTHIA CTATUCTHYECKA 3HAYMMOCT. B nombiiHenne, Rpalie)
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nalMeHTHTE, MOBIHAJIH ce oT JeueHneTo (anactonHo AH <90 mmHg unu noHnxkenue > 10mmHg), e
3HAYMUMO 110-BHCOK C BancapTaH/mnpomopomaSH,u 160/25 mg (68%) u 160/12,5 mg (62 %) B
CpaBHEHME C BaJCapTaH 160 mg {49 %).

B nBoiiHO-c1AN0, pAHAOMH3UPEHO, M1aueho KOHTPOJIHPAHO WINTHTBAHE, CPABHARALIO Pa3/IMYHHTE
1030BH KOMOHHALIMH Ha BaICapTaH/ XHAPOXNOPOTHA3U ¢ TEXHHUTE CHOTBETHH CHCTABKM, C€
HaOMoLaBa 3HAYMMO TO-TOJIAMA PEAYKUHA HAa CPEAHOTO cHcToNHo/AMacTonHO AH ¢ koMOuHauMATa
BancapTal/xuapoxioporuasua 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B
cpaBHeHHe ¢ rnanedo (1,9/4,1 mmHg) u cvoTBETHUTE MOHOTEpaANHM, T.€. XHAPOXJOpoTHa3uA 12,5 mg
(7,3/7,2 mmHg), xunpoxnoporuazua 25 mg (12,7/9,3 mmHg) u pancapran 160 mg (12,1/9,4 mmHg).
B nonbnHERHE, MPOLEHTLT HA MALMEHTHTE, NNOBJIHANIH ce€ OT JieyeHHeTo {(AHacTonso AH < 90 mmHg
Wi noHwxkenue = 10 mmHg), € 3HauMMO NO-BUCOK ¢ BancapTad/xunpoxnoporuazua 160/25 mg

(81 %) u Bancapran/xuapoxnopornaszua 160/12,5 mg (76 %) B cpaBHeHHe ¢ nauebo (29 %) u
CBOTBETHHTE MOHOTEPANHH, T.€. Xuapoxnaoporvazna 12,5 mg (41 %), xuapoxnoporuasua 25 mg

(54 %), v Bancaptan 160 mg (59 %).

B koHTpONMupaHH KIHHMYHHY IPOYUYBAHHSA C BaJicapTaH + XHIApOXJ0pOTHA3UT ce HabogaBa no3a-
3aBHCUMO NMOHIKEHHE Ha HUBATa Ha CepyMHHUA Kanui. [ToHHXKEeHHeTO B HUBATa Ha CEPYMHMA Kallui e
0-4€CTO MPH NAUUEHTHTE, MPUEMALLH 25 Mg XHAPOXJIOPOTHA3H, OTKOJKOTO NPH TE3H, NPHEMALLIH
12,5 mg xuapoxnoporuazui. B KOHTponHpaHd KNTMHUYHH H3NUTBAHUS C
BaNICApPTaH/XHUAPOXJIOPOTHAZHI KATUH-NOHHXKABALUIMAT €PEKT Ha XHAPOXJIOPOTHA3H/ ce oTcaabpa oT
KaTMA-CHbXpaHABALMAT eeKT Ha BaJICapTaH.

Ha To3u etan He ca U3BECTHHU NOJA3UTE OT KOMOHHALMATA Ha BA/ICApTaH ¢ XMAPOXJIOPOTHA3HA MO
OTHOLIIEHHE Ha CbPACYHO-CbZOBAaTa CMBPTHOCT M 3300/1€BaEMOCT.

EnuaeMHoNorHyHy nNpoyuBaHus NoKa3sar, de AbJroCpoOYHOTO JCUEHHE ¢ XHAPOXIOPOTHAIH/
MOHMKABA PHCKA OT CLPACUHO-CHAOBA CMBPTHOCT H 3a00/1€eBaeMOCT.

Bancapman
BancapraH e nepopanHo aKTHBEH, MOLLEH W crieunduueH aHruoTeHsuH II (AT II) auraronuct. Toii

aeicTBa ceaeKTHBHO BbpPXY AT peuenTOpHUA NOATHN, KOWTO € OTrOBOpEH 3a MO3HATHTE ASHCTBUA
Ha aHruoTeH3uH ll. [loBHiueHVTE MNa3MeHH KOHUEHTpaUWH Ha aHTHOTeH3KH 1] B peaynTar Ha AT
petenTopHata 6/10kana ¢ BajicapTaH MOrar ja CTUMYJIMpaT Hebnokupanute AT2 peunerrropn, KoeTo
H3rnexna npotTHeoaeicTea Ha edekra Ha AT1 peuenropa. Bancapran He nposeaBa HHKAKBa 4aCTHYHA
aroHUCTH4YHA akTHBHOCT kKbM AT peuentopa v uMma 3HauMTenHo (okono 20 000 nbTH) no-BHCOK
aduHuteT KbM AT1 peuentopa, otkonkoTo kbM AT2 peuenropa. BancapraH He ce cBLp3Ba M He
‘OroxHpa peuenTopy Ha Apyryd XOPMOHH WIH HOHHH KaHAJH, 32 KOMTO € H3BECTHO, Y€ Ca BAXKHH B

CBHPAECYHO-CHAOBATA PEryJaLm.

BancapraH He uxubupa ACE (u3BecTeH W kaTo KuHHHA3a I1), KOHTO npeBpblIa aHr'MOTEH3KMH | B
aHruoreHsmH 1l u pasrpaxna 6panvkununa. Toil kaTo HaMaT edekT BpXxy ACE u He 3acunBar
NeicTBHETO HAa OpaguKHHUH WK cyOcTaHuMs P, MaikO BEpOATHO € aHTarOHUCTHUTE HAa aHFTHOTEH3HH I
71a ca CBbp3aHM ¢ KauuigHe. B KTHHHYHU NPpOy4YBaHHA, KBAETO BajsicapTaH € cpaBHeH ¢ ACE
MHXHOMTOP, YecTOoTaTa Ha Cyxa KawuMua € 3Hauntesno (P < 0,05) no-mMajika npu nauWeHTH, NEKYBaHM
C BajJcapTaH, OTKONKoTO NpH ackyBaHuTe ¢ ACE nuxuburop (2,6 % cpewry 7,9 % pecnektusro). B
KJIMHHYHHU NMPOYYBAHHA NPH MALUKEHTH ¢ aHAMHE3a 33 CyXa Kalrua rno speMe Ha jeueHue ¢ ACE
MHXHOHUTOP, 19,5 % OoT npoyuysaHuTe THUA, NONYyYaBaLM BajsicapTaH, ¥ 19,0 % ot noayvasamure
THA3KJIeH JUYPETUK UMAaT Kauwuuua, B cpapHeHHe ¢ 68,5 % ot nuunara, nekysaHu ¢ ACE uuxuburop
(P <0,05).

HayIAraHe 6e3 NoBJIHABAHE Ha IyncoBarta 4cCToTa. an MOBCHCTO MAUHEHTH CACA CAHOM

NEPOPANEH MPHEM HAMATOTO HA AHTHXKIIEPTEHIUBHOTO AeHCTBHE € B PAMKHTE Ha 2 yiis'y” &
MAKCHMAJTHOTO MOHWKABAHE HA APTEPHATTHOTO HaNAraHe ce AOCTHra B pAMKHTE Ha 4/- § R
AHTHXHUNEPTEH3UBHUAT e(DEKT NMPOAL/DKaBa Haa 24 vaca cnen npuema. Ilpu Muoroxg '
MAKCHMAJIHO TIOHIKABAHE HA APTEPHANHOTO HAJIATAHE NPH BCAKA €IHA OT AOBHTE CE @ T
pPaMKHUTE Ha 2 - 4 CEAMHLM H CE 3aBPXKA B XOa HA NPOABL/DKHTENIHATA TEPANHKa. 3Ha Ma \
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AOMBJIHHMTENHO MOHHKEHHE HA aPTEPHATHOTO HANAraHe ce NOCTHra Npu KoMOHHAUHUA C
XHAPOXJIOPOTHA3UA.

BHe3anHoTO NpeycTaHOBABAHE Ha JICYEHHETO C BaJicapTaH HE ce CBhbp3Ba ¢ rebound-xunepToHus Win
¢ APYTH HEKENaHU KIMHUYHHK CHOUTHA. | )

[1pn nauveHTH ¢ xunepronuus 1 nuabet Tun Il ¢ Muxpoandymunypua € oTueTEHO, Ye BancapTaH
HaMa1aBa OTAENSHETO Ha anOymun B ypuHara. [Ipoyusanero MARVAL (Micro Albuminuria
Reduction with Valsartan) ouensBa HaManaBaHeTO Ha OTAENAHETO Ha anOyMud B ypuHata (UAE) ¢
panicaptaH (80-160 mg/neH) B cpaBHeHHe ¢ awnoaHHUH (5 - 10 mg/aen), npy 332 naunenTy ¢ nHaber
Tin 2 (CpeiHa Bb3pacT: 58 roauHH; 265 Mbxke) ¢ MHKpoanSyMuHypus (Bancapras: 58 pg/min;
amIoaMnuH: 55,4 ug/min), ¢ HOPMaJHO WK BUCOKO apTEpHANIHO Ha/lAraHe U ChC 3anaseHa ObOpeuHa
dbyHkims (cepyMen kpeaTHHHH < 120 pmol/l). Cnea 24 ceamuun UAE ¢ namaneHa (p < 0,001) ¢ 42 %
(-24,2 png/min; 95 % CI: 40,4 10 —19,1) ¢ sancapran u npuGnusurento ¢ 3 % (-1,7 pg/min; 95 % CI:
-5,6 no 14,9) c amnoaunuH, HE3aBUCHMO OT CXOAHATA CTENEH Ha MOHWKEHHE B IBETE MPYITH.
[Mpoyusanero Diovan Reduction of Proteinuria (DROP) n3cnieasa A0ImbAHUTENHO €PUKACHOCTTA Ha
BajicapTaH npu peaynupave Ha UAE npu 391 naumentu ¢ xunepronna (AH=150/88 mmHg) ¢ auaber
T™n 2, anGymuHypua (cpeaHa croitHocT=102 pg/min; 20 - 700 pg/min) u 3anazena 6u6peuna
dyukuys (cpeaeH cepyMed kpeaTuHUH=80 pmol/l). [laimenTnre ca panaomMusupanm ¢ €aHa or 3-T¢
no3u pancapral (160, 320 u 640 mg/nen) n nexysaHu B npoabkeHue Ha 30 cenmuum. LlenTta Ha
NpPOYUBAHETO € Ja YCTaHOBH ONTHMAaIHaTa J03a BancapraH 3a peayuupade Ha UAE npu nauueHTy ¢
xuneprouns U Auabet Tn 2. Cnepn 30 ceamuiiy npoileHTHaTa npoMsHa B UAE ¢ 3saunTenso
HaManeHa ¢ 36 % oT H3xoaHarta croitHocT ¢ BaicapTaH 160 mg (95 % Cl: 22 047 %)ucd44 % ¢
paicaptad 320 mg (95 % CI: 31 oo 54 %). Hanpaseso e 3akmoueHne, ye 160 - 320 mg sancapran
BOJIHM 0 KIMHHYHO 3Ha4MMH peayKuuu Ha UAE npy nauMeHTH ¢ XMNEPTOHUS U AHabet Tun 2.

Hpyeu: Heoiina 6aoxada na penun-aneuomenun-aroocmepornosama cucmema (PAAC)

e ronemu pangommuzupaHu koHrponupanu npoyuBaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyiuo rnobanHo H3NUTBaHE 3a
KpPaiHK TOYKH Ha TEJIMUCAPTAaH, CAMOCTOATENHO U B koMOHHaLms ¢ pamunpuit) ¥ VA NEPHRON-D
(KnuHHYHO NpoyyBaHe CBLP3aHO C Pa3BHTHE Ha HedponaTua npu anaber, NpoBeIeHO OT
MHHHCTEPCTBO MO BBIPOCHTE HAa BETEPAHHTE) — NpOy4YBaT ynorpebara Ha komOnHauuaTa ot ACE
MHXHOHTOP ¥ aHrHoTeH3HH [I-peuenropen 6nokep.

ONTARGET e npoyusaHe, NpOBEJEHO NPH NALMEHTH C aHAMHE3A 32 ChPACUHO-ChAOBA HAH
MO3BYHOCHAOBA OosecT, WiM 3axapeH AuabeT Twur 2, NPHAPYIKCHHU € JAHHH 3a YBPEXK2HE Ha
epextopun opraii. VA NEPHRON-D e npoyuBane npu nauMeHru cue 3axapeH avaber tMn 2 v
anaberHa HedponaTus.

Te3u npoy4BaHKs HE MOKA3BaT 3HAYMM GlaronpusTeH epekT BbpXy ObOpeUHHTE W/HIH ChpaeYHO-
CBAOBHTE NOCNIEAUIA H CMBPTHOCT, KaTO ChILEBPEMEHHO ca HaOMro1aBaHH NMOBHLUEH PHCK OT
XUMEepKaHeMus, OCTpOo YBpexxaaHe Ha 6pbpeurre /WM XHNOTOHHUS B CpaBHEHHE C
MOHOTepanuaTa.Kato ce UMaT npeaBya CXOAHUTE UM papMakoJHHAMHUYHH CBOACTBA, TE3K PE3YJITATH
ca npuaoxuMu M 3a pyrd ACE uHxuburopu v anruoreHsmd ll-peuentopHu 6nokepn.

ACE nuxuburopu u aHruoteHsuH ll-peuenropun 610kepy ceioBaTe/HO HE TpAOBA 1a ce H3NON3BaT
eIHOBPEMECHHO MPH MalHeHTH ¢ JuabeTHa HedponarTus.

ALTITUDE (Knx#HM4HO Npoy4BaHe NPOBEACHO ¢ ATUCKKPEH NPH NaLUEeHTH CbC 3aXxapeH auaber

THN 2 ¢ U3NON3BaHE Ha CbPAEYHO-CHAOBH M OBOpeuHH 3adonaBanna KaTO KpakHH TOUKH) €
NpOy4YBaHe, NpeAHa3HAuY€eHo a W3CJIeBa NON3aTa OT A00aBAHETO Ha ATUCKHPEH KbM CTAHJAPTHA
tepanus ¢ ACE nnxubutop win aHrvorensus ll-peuentopen 610kep npy MauMeHTH ChC 3aXapeH
auabet TN 2 W XpoHHYHO OKOpeyHo 3a0onsBaHe, ChPACHHO-CHAOBO 3a00ONABaHE WIH U JBETE.
[TpoyuBaHETO € MPeKPATEHO NPEKAEBPEMEHHO MOpaAH NOBUILEH PUCK OT HeOMaronp1aTHH
nocaeanud. Kakto cepaeuHO-CbA0BaTa CMBPT, TAKA M UHCYNTHT Ca NO-4ECTH B rpyrnara Ha
aJINCKMPEH, OTKOJIKOTO B rpynarTa Ha raueho, a npeacTaBigBallUTe HHTEPEC HEXENaHH Cb0
CEPHO3HH HeXeJTaHH CHOUTHA (XUTIepKaJiieMus, XHNOTOHUA ¥ 6B0pedHa AuChyHKLMA) C
Mo-4€CTO B I'PYATa Ha aJINCKUPEH, OTKOJIKOTO B rpynarta Ha ruiaueb6o.

Xuopoxiopomuazug
OCHOBHOTO MACTO Ha ACHCTBHE HA THA3HIHUTE JUYPETHLIH Ca AUCTANTHHUTE H3IBHTH KaH

O0nOpeka. JlokazaHo e, ye B ObOpeyHaTa Kopa ChLUIECTBYBAa BUCOKOAQHHHUTETEH PELIENTO
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OCHOBHO CBBP3Ball0 MACTO 33 THA3HAHUTE AHYPETULH H 3a HHXUOHMpaHe Ha TpaHcnopTta Ha NaCl B
JUCTAJIHOTO H3BHTO KaHanue. THazuaHUTe AUYpETHUM AcHCTBAT upe3 HHXHOUpaHe Ha Na*Cl
CUMIIOPTED, BEPOATHO Upe3 KOHKYpHpaHe 3a MACTOTO 3a cBbp3saHe Ha Cl, ¥ no To34 HauuH
NOBJUABAT MEXAHH3MHTE Ha €ICKTPOJMTHA peabcopOuuns: XMPEKTHO MOBHLLABANKH CKCKPELIUATA Ha
HATPHH U XJIOPHIAH B NPUOIH3HTENHO €AHAKBE CTENEH U HHAUPEKTHO 4Pe3 JMYPETHYHOTO CH
melicTBHE, HAMANARAMKH IUIa3MeHHs 06eM ¢ MociieABallo MOKa4BaHe Ha IU1a3MeHaTa PeHHHOBA
aKTHBHOCT, CEKPELIHA Ha allAOCTEPOH H 3aryba Ha KalHid ¢ ypHHATa, KAaKTO H HaMalnABaHE Ha HUBATA
Ha cepyMHHs kanuii, BppikaTa peHUH-aNA0CTepOH ce MeAUMpa OT aHrMoTeH3uH |1, Taka ye npu
¢HOBPEMEHHO NpWIaraHe ¢ BajacapraH peAYKUHATA Ha CEPYMHHA KalHH € no-cnado u3paseHa,
OTKONKOTO HabJiofaBaHaTa Mpu MOHOTEPANKA ¢ XHAPOXIIOPOTHA3HU/L.

Hemenanomen pax na xosxcama

B3 OCHOBA Ha HAJIMYHHUTE AAHHH OT EMUAECMHOIOFTHYHH NMPOyYBaHHUA € HaboaaBaHa 3aBUCHMA OT
KyMyJIaTHBHaTa 1033 Bpb3ka Mmexay XXT3 u HMPK. Eano npoyuBane sknioxBa nomynaims,
c¢beToAwa ce o1 71 533 cnyyan va BKK u 8 629 cnyuan va CKK, u nonynauus ot cvoreerdo 1 430
833 u 172 462 noaxoasuix kouTponu. Bucokara ynorpefa na XX T3 (kymynarusso >50 000 mg) e
CBbP3aHa C KOpUrupaHo CbOTHOLIEHHE Ha maHCcoBeTe (OR) 1,29 (95% JiA: 1,23-1,35)3a BKK u
3,98 (95% JIM: 3,68-4,31) 3a CKK. HabsmioaaBaHa e sicHa Bpb3Kka KyMYJIaTMBHA 403a-0TTOBOP KaKTO 3a
BKK, Taka » 3a CKK. JIpyro npoy4yBaHe noka3sa Bb3MOXKHa Bpb3Ka Mexay paka Ha ycTHHuTe {CKK) u
ekcriozuumaTa Ha XXT3: 3a 633 cnyyau Ha pak Ha yCTHHTE € noaOpaHa nomynauus ot 63 067
MOAXOAAUH KOHTPOJIH, KaTO ce H3MOJ3BA CTpaTerus 3a B3eMaHe Ha npodu, onpeaeneHa oT pHcka.
JeMoHCTpHpaHa € Bph3ka KyMyjaTUuBHa n03a-01roBop ¢ kopurupal OR 2,1 (95% IU: 1,7-2,6),
HapacTBaiul 40 OR 3,9 (3,0-4,9) 3a Bucoka ynorpeda (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Hail-
BHCOKaTa kKyMyJsiatvBHa 403a (~ 100 000 mg) (k. cbluo Touka 4.4).

5.2 @dapMakoOKHHETHYHH CBOHCTBA

Baacapman/xudpoxiopomuazuo

CucTeMHaTa HANMMUHOCT Ha XHIPOXIOPOTHA3KA € HaManeHa ¢ 0koio 30 % npH eTHOBpEMEHHO
npunaraHe ¢ sajicaprad. KHHETHKaTa Ha BaACapTaH HE CE MOBNIKABA 3HAYHTETHO NMPH ENHOBPEMEHHO
npuwiarade ¢ xuapoxnaoporuaszua. HabnoaasaHoro B3adMOASHCTBHE HE OKa38a BIIMAHHUE NPH
ynorpeba Ha KOMOMHALIMATA BAJICAPTAH K XUAPOXJIOPOTHAZH/, Thil KATO KOHTPOJIMPAHH KIHHHYHH
NpOy4YBaHHS Ca NOKA3aiM ABEH aHTHXMIICPTECH3IUBEH €()EKT, MO-roJIAM OT NOCTHTHATHA NPH aKTHBHHTE
BEILECTRA, MPHJIMKEHH NOOTAESIHO HWIH NPH rauebo.

Baincapman

Abcopbyus

Ciaen nepopaiHo NPUIOKEHHE caMO Ha BalcapTaH MAKCHMATHH NJIa3MEeHH KOHLIEHTPaLMH Ha
BaJICApTaH ce A0CTUraT 3a 2 - 4 yaca. CpeaHaTta abcomoTHa OHOHANMYHOCT € 23 %. XpaHaTa
HaMaJisBa ekcnosuumaTa (M3MepeHa ¢ AUC) Ha Bancapral ¢ okono 40 %, a MakcMManBarta njasMeHa
koHUeHTpauus (Cmax) ¢ okono 50: %, punpeKkH e okono 8 yaca clies npueMa IasMeHuTe
KOHLIEHTPaLMH Ha BAIcapTaH ca NoA0OHU B MPYNHTE Ha NPHEM Clex HaXpaHBaHe W Ha rnagHo. Tosa
nonwxenrde Ha AUC obave He ce npuapykaBa OT KIIMHHYHO 3HAYHMO HAMATIABAHE HA TEPANIEBTHYHHA
edexT, MOpaaM KOETO BajcapTaH MOXe Ja ce aaBa ¢be Wwin 6e3 xpaHa.

Paznpeoenenue
O6eMBT Ha pasnpeAcNCHUE Ha BAJICAPTAH MPH CbCTORHME HA HACHILLIAHE ClIE]l HHTPABEHO3HO

NPHJIOXKEHHE € OKONIO |7 nuTpa, KOETO NoKa3ea, Y€ BaJICaAPTaH HE CE pa3fipeea €KCTEH3HBHO B
TBKAHUTE. BajicapTaH B rojigMa CTElCH € CBbP3aH ChC CEPYMHUTE NMPOTERHH (94 - 97 %
CBhC CEPYMHHS anOyMHH.

Buompancgopmayusn

Bancapran He ce 6uoTpaHchopMHpa B rojfiMa CTeneH, Tbid KaTo camo OKOJIO 2
OTKpMBA KaTo MeTabonuTH. B nna3Marta e ycTaHOBEH XHAPOKCUMETaDOMHT B H
(no-Manko ot 10 % or AUC Ha saicaprad). Toau meTabonur ¢ papmMaxkoaoruy
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Enumunupane
BancapraH noka3sa MyJTHEKCNOHEHLMAIHA KHHETHKA Ha eauMHHHpaHe (12 < | vac 1 t¥2 okono

9 waca). BajicapraH ce enuMuHHpa npeauMHO ¢ hekanuure (okono 83 % or ao3ara) ¥ ypuHaTa (0kono
13 % oT no3arta), raBHO KATO HENPOMEHEHO JieKapcTBO. CNnet HHTPABEHO3HO MPHIOKEHHE
[U1a3MEHHUAT KJIHPBHC Ha BalcapTad € okono 2 1/uac u nerosuar 6u6peteH knupbHe e 0,62 1/uac
(oxono 30 % ot 001mus knnpwHE). [oayXHBOTHLT Ha BaficapTaH € 6 uaca.

Xuopoxiopomuazuo

Abcopbyus : .

AbcopbuuaTa Ha XMAPOXJIOPOTHA3H] Clie]] epopalieH NpHeM € Obp3a (tmax OKONO 2 4).
[Topuwasaneto Ha cpeaHata AUC e nuHeiiHo W MponopuyoHantHO Ha 03aTa B TepaneBTHY HUS
MHTEpBA.

EdexTbT OT NpHeMa Ha XxpaHa BbpXYy abcopbuusTa Ha XHAPOXNOPOTHA3H/, aKO HMA TAKEB, UMa MAJTKA
KIMHUYHA 3HAYHUMOCT. AOCOMOTHATE OHOHANTMYHOCT Ha XUAPOXIOPOTHA3HA CliE]l TIEPOPANIEH NPHUEM €

70 %.

Pasznpeodenenue

[TpuBnaHuaT 0beM Ha pasnpenenchve e 4 - 8 I/kg.

[ HpKyTHpaIHAT XHAPOXJIIOPOTHA3H] € CBBbP3aH ChC cepyMHuTe nporenHH (40 - 70 %), npeauMHo cbe
cepyMHHA anbyMHH. XuApOoXJIOpOTHA3K] CHIIO TaKa KYMYJHPa B €PUTPOLIMTHTE NPUOIH3IUTETHO

3 IbTH NOBeuYe, OTKOJKOTO B I1a3Mara.

Eaumunupane

XUAPOXNOPOTHAIHA C€ EIMMUHHPA NMPEHMYLLECTBEHO KAaTO HENMPOMEHEHO JIEKAPCTBO.
XHIAPOXJIOPOTHA3K/ C€ €IMMHHHPA OT IU1a3MaTa ChC NOXY>KHBOT cpeiHo 6 10 15 vyaca B kpaiiHaTa
¢aza Ha enumHHHpaHe. Hama npoMsaHa B KHHETHKATa Ha XMAPOXIOPOTHA3U (P MHOTOKPATHO
JO3HpaHEe U KyMYJIMPaHETO € MUHUMATHO KOraTo ce A03upa Beanbxk AHeBHO. [loBeue o1 > 95 % ot
abcopOHpaHaTa 103a ce eKCKPETHpa KaTO HENPOMEHEHO BELLECTBO B ypHHaTa. brOpeunust knupbHe
Ce ChCTOMW OT NMacHBHA QuiTpauys v aKTHBHa cekpelus B 6u0peuHuTe TYOYM.

Cneyuaanu nonyiayuu

Cmapuecka sw3pacm

[Ipy HAKOM MalMEHTH B cTapdecKa Bb3pacT € HabnoAaBaHO MaJIKo NO-BUCOKO 00110 pa3npeneneHue
Ha BAJICAPTaH B CPaBHEHHE ¢ MaaauTe nauueHTn. Tosa obaue HAMA n0Ka3aHa KIIMHHYHA 3HAYHMOCT.
OrpaHHuYcHH JaHHHU NPEANONarar, 4¢ CHCTEMHHSAT KIHPBHC Ha XHAPOXJIOPOTHA3K] € HAMAIEH NPH
MaLMEeHTH B CTAPYECKa Bb3pacT, 3paBy WIIM C XMIEPTOHHA, B CPaBHEHKME ¢ MJIaJiH 3IPaBH

100 pOBOJILIK.

bvbpeuno yspeacoare
[lpu npunarane Ha npenopryBanarTa A03a Ha Banten3ux [lmoc He ¢ce W3HCKBA KOPHTHPaHE Ha A03aTA

PU NaUMEHTH CBC CKOPOCT Ha riaoMepyada untpauns (GFR) 30 - 70 ml/min.

Hsama naHHw 3a npunaralero Ha Banrensus Ilmoc npu nammenTu ¢ Texko 660peuHo yBpexaaHe
(GFR < 30 m{/min) u npn nauueHTH Ha nuanusa. BancapraH ce CBLp3Ba BbB BUCOKA CTEMEH C
Ia3MEHHUTE NMPOTEHHH H HE MOXe Aa ObAe OTCTpaHEH upe3 AHANK3a, 10KATO XHAPOXJIOPOTHA3H
‘MOXe Aa ObAe OUYHCTEH 4pe3 Juanusa.

[lpu Hannume Ha OBLOpeuHo YBpEXKAaHE, CTOMHOCTHTE HA CPpEeAHHTE MAKCHMAJTHH MIa3MeHE

nonvxasa. Ilpn mauuenTH ¢ nexo 10 ymepeHo 66peyHO yBpexkaaHe e Habmonaps
ysenuwucHue Ha AUC Ha xuapoxnopotuaszuna. [1pn naureHTH ¢ Texko 6u6peung/gps
HabnonaBaHo OCEMKpPATHO yBenuueHue Ha AUC. Xuapoxioporuasua e npoTrodi
NMaunWeHTH ¢ TeXKKO ObOpeuHo yBpexaaHe (BXK. Touka 4.3).
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Yeproopobuo yspeocoaie

BB (hapMakOKHHETHYHO M3NMWTBaHE NPU NAUKEHTH ¢ Jeka (n = 6) 10 ymepeHa (n = 5) yepHoApobHa
RAC(PYHKLIMA EKCTIO3HLMATA Ha BaICapTaH ce NOBHILaBa NPUOIH3NTENHO 2 ITLTH CIPAMO 3/PaBH
nobposonum (Bx. Touku 4.2 n 4.4).

JIMnceat ZaHHHM 3a ynoTpebaTa Ha BajicapTaH NMpPH NAaLHEHTH ¢ TEXKKA YepHOoApoOHa AMCHYHKLMA (BXK.
Touyka 4.3). YepHoapobuure 3ab0ns1BaHHA HE MOBHABAT 3HAYUMO (PAPMAKOKHHETHKATA Ha

XHAPOXNOPOTHA3UL,

5.3 IlpeakNMHHYHH AaHHH 32 Oe30MaCHOCT

[ToTreHUHANHATA TOKCUYHOCT HA KOMOWHALHMATA BAICAPTAH + XHAPOXNOPOTHA3H] CNeJl NEPOPATHO
NPHIOKEHHE € H3CAEABaHA NPH IUTBXOBE U MAPMO3ETKH B NPOYUYBAHHS, NPOAWDKABALIH AO WECT
mMeceua. He ca yctaHOBeHH JaHHH, KOUTO BGHxa MOMIH a M3KIIOYAT NPUI0KEHHETO HA TEPaneBTHYHH

O3 MIpA Xopa.

HN3amenenusara, npUurHeHH 0T KOMOHHAUMATA B NPOYYBAHUATA 33 XPOHHUHA TOKCHYHOCT, € MO-
BEPOATHO Aa Ca NpeaAU3BUKAHH OT BajcapTaH. TOKCHKOMIOIHYHUAT NpHLEeH opraH € 0s0pexsT, karo
peaklLMATa € MO-H3pa3eHa NpH MapMO3eTKH, OTKOJKOTO NMpH rursxose. KomOuHauuaTa Boau 10
6uOpeuHo yBpexaase (HedponaTus ¢ TydynHa 6a30(uing, NoKauyBaHe HA IUIA3MEHATa ypea,
1a3MEHHA KPEATHHHH U CEPYMHHUS Kanuii, yBenruaBaHe Ha o0eMa Ha YPHHATA K €JIEKTPOJIHTHTE B
ypuHarta ot 30 mg/kg/nen Bancapran + 9 mg/kg/neH xuapoxn0poTHa3ua NpH ILTbXOBE H

10 + 3 mg/kg/reH Npu MapMO3ETKH), BEPOTHO MO MEXaHM3Ma Ha HapylleHa 6L6peyHa xemoauHaMHKa.
[Mpn sxoBe TE3H 2034 cboTBETCTBAT Ha 0,9 M 3,5 MbTH MakCUMAaTHATA NpENopbUBaHa N03a NPH
xopa (MITZIX) cbOTBETHO Ha BaJcapTaH H XHAPOXNOPOTHA3KA, H3YHCAEHH Ha 6a3a mg/m?. Tlpu
MapMO3€eTKH TE€34 1034 ¢ChoTBeTcTBaT Ha 0,3 M 1,2 mbTH MakCHMallHATa NpenopsyYBaHa 403a MpH Xopa
(MIIAX) choTBETHO Ha BancapTaH H XHAPOXJIOPOTHA3U, U3UMCTICHH Ha Oa3a mg/m2. (M3uucneHusTa
ce OTHACAT 3a nepopanHa ao3a ot 320 mg/aen Bancapran B komOUHaLMA ¢ 25 mg/neH
XHAPOXJIOPOTHA3UA U NaLMeHT ¢ Terno 60 kg.)

Bucoku 1031 Ha kOMOMHALIMATA BalIcapTaH — XHAPOXJIOPOTHA3WA NPEeIU3BUKBAT HaMa/laBaHe Ha
EPUTPOLMTHHTE Noka3aTenu (Opoi Ha EpHTPOLIUTUTE, XEMOINOOHH, XEMATOKPHT OT

100 + 31 mg/kg/nen npn mbxose ¥ 30 + 9 mg/kg/nen npu mapmozerkH). [Ipu nosxoBe Teau 403U
CcbOTBETCTBAT Ha 3,0 U 12 nbTH MakCUMATTHATA MpenopbyBaHa fo3a npu xopa (MILJX) cboTBETHO Ha
Ba/icapTaH H XMAPOXIOPOTHA3H], H3YKCIeHH Ha Ga3za mg/m?. [pu MapMO3ETKH TE3H H03H
cvoTBeTcTBaT Ha 0,9 K 3,5 nbTH MakcHManHata npenopryBaHa 103a npu xopa (MITAX) crotrBeTHO Ha
BAJICAPTaH ¥ XMIAPOXJOPOTHA3H, HIYHCIEHK Ha 6a3a mg/m?, (M3uucnennsaTa ce OTHacAT 3a
nepopanHa ao3a ot 320 mg/neH BancapraH B KOMOHHaLMg ¢ 25 mg/AeH XHAPOXJIOPOTHA3HA U
nauueHT ¢ terno 60 kg).

[Tpu MapMo3eTKHd ce HabnoaaBa yBpexaaHe Ha croMaliHaTa auraguua (ot 30 + 9 mg/kg/nen).
KoMOHHalLMgTa ¢HI0 TaKa BOAW A0 XHNEpIUIa3ua Ha adepeHTHUTE apTepHosd B 6bOpeunte (npu

600 + 188 mg/kg/nen npu nasxose ¥ 30 + 9 mg/kg/neH npu MapmoseTku). [Ipy MapMO3eTKH J03HTe
choTBeTcTBaT Ha 0,9 ¥ 3,5 NbTH MaKCHMaNTHATA NIpenopbUYMUTENHA Ao3a npy xopa (MIIAX) choTBeTHO
Ha Ba/ICAPTAH K XHAPOXJIOPOTHA3HI, HIYHCIEHH Ha 6a3a mg/m?. [Tpy WIBXOBE TE3U 03U
cboTBercTBaT Ha 18 W 73 NbTH MakcUManHarta npenopbUYHTeNna A03a npy xopa (MILJX) cvorBeTHO
Ha BAJICAPTAH W XMIPOXJOPOTHA3H, M3YHCIEHH Ha 6a3a mg/m’. (U3uucieHUATa Ce OTHACAT 32
nepopanHa ao3a ot 320 mg/neH Bancapran B KOMOWHaLUA ¢ 25 mg/NeH XHAPOXIOPOTHA3H U
nauueHT ¢ Terno 60 kg).

CrnoMeHaTtuTe no-rope e)eKTH BEPOATHO Ce IBXKAT HA BUCOKWTE A03HW BancapraH (610KHpaHe Ha

NpoAyUMpalLlH KIeTKH) U ce cpewat H npy ACE nnxnouropure. Tean aaHHH Bepos
MPAKTHYECKO 3HAYEHHME MO OTHOLIEHHE Ha TEPaNeBTUYHOTO NPUIOKEHHE Ha Basica

KombuHaumaTa BaicapTal — XHAPOXJOPOTHA3HUA HE € MPoyuBaHa 3a MyTareHHOCT,
aHOMAJIHY HIHK KAPUMHOI€HHOCT, ThH KaTo JHUNCBAT AOKA3ATE/CTBA 3a B3aUMOJEHC
cydcTaHUMH. HE3aBUCUMO 4Ye TECTOBETE Ca NPOBEKAAHH NMOOTAENHO 32 Ba/llcapTaH
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XHIPOXJIOPOTHA3KH, HE Ca YCTAHOBCHM ROKA3ATENICTBA 3a MYTar€HHOCT, XPOMO3OMHH @aHOMAIIHH HIH
KapLUUHOMNEHHOCT.

[Ipy mrexoBe TOKCHYHH A03H 3a Makikarta (600 mg/kg/neH) no BpeMe Ha NOCNEAHKHTE AHH OT
OpeMeHHOCTTa M NepHOAAa Ha NaKTalus ca AOBENH O MO-HUCKA CTeTeH Ha NMPEXHBAEMOCT, 1Mo-ci1abo
HaJJIaBaHe Ha Terno M 3adaBeHO pa3sBHTHE {OTACNAAHE HA YIIHATA MHJAA U OTBapAHEe Ha CITYXOBHA
KaHaN) Ha MOKoAEHHETO (Bx. Touka 4.6). Teaun aozm npu mbxoee (600 mg/kg/nen) npeacrapnasar
npubausuTenHo 18 MbTH MakCHMaHaTa ripernopbyBaHa 103a NpH Xopa Ha 6a3aTa Ha mg/m’
(M3YKCIIEHUATA Ce OTHACAT 3a nepopasiHa Jo3a 320 mg/neH 4 4 nauueHT ¢ Terno 60 kg). Tlpn
fipuaaraHe Ha BancapTaH/XHAPOXJOPOTHA3H MPH TLTEXOBE H 3aHiK ce HabmonaBaT CXOAHH HaXOOKH.
B npoyuBaHusTa 3a eMOpuoderanto pazsurve (Da3sa [1) auncear aoka3zarencTsa 3a TEPATOr€HHOCT
fIpY NpUjaratHe Ha BajcapTaH/XHUAPOXJI00POTHA3KA MPH IUTbXOBE M 3aitliM, BLIIPEKH TOBa € OMna
HabmonagaHa PEeTOTOKCUUYHOCT, CBbP3aHa ¢ MaitUMHA TOKCHYHOCT.

6. ®APMALIEBTHYHH IAHHH
6.1 ConuchbkK Ha IIOMOIIHHTE BeiReCcTBA

MukpokpHcTanHa uesyno3a

JlakT03a MOHOXHAPAT

Kpockapme:nosa HaTpHid

[Toenaon K29-32

Tank

MarHesueB creapar

Konouaen, 6e3B0A¢H CUIMLIMEB AHOKCHA Puimoso noxpumue
BanTtensun Ilmoc 160 mg/12.5 mg:
[lonuBuHWIOB afnKoXON

Tank

Turanos auokcua (E171)

Maxporon 3350

JleumTHH (CBABPKA cOeBO Macao) (E322)
YepreH xeneseH okcua (E172)
Ougseruren (E110)

Banrensuu [1nroc 160 mg/25 mg:
[TonuBHHKUAOB ANKOXON

Tank

Twutasos anokcHa {E171)

Makporon 3350

JeuwTuH (cbabpxa coeBo Maciio) (E322)
Yepaen xeneseH okcua (E172)

Kbar xenezeH okcua (E172)

Yepen xenezeH okeua (E172)

6.2 HecLBMECTHMOCTH
Henpunoxkumo
6.3 Cpok na roanocT

bauctep: 30 meceua
OnakoBka 3a TabneTku: 3 roaAnHU

6.4 CnenHajTHA YCJAOBHA HA CHXPAHCHHAE

.BnncTep:
Ha ce cpxpansa noa 30°C.
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OnakoBka 3a Tab/ieTku:
To3n nekapcTBeH NPOAYKT HE H3HCKBA CNICLIHA/IHH YCIIOBHSA Ha ChXPaHEHHE,

6.5 Jlannn 3a onakoBKaTa

PVC/PE/PVDC/Al bnucrep:
7, 14, 28, 30, 56, 98 u 280 TabneTkmn.

PE onakoska 3a TaOneTkH:
7. 14, 28, 30, 56, 98 u 280 Tabnertkn.

He BcHukH BUAOBE ONAakoBKY MOrat Aa ObAaT MyCHATH Ha rasapa.
6.6 ChnenHaIHH OpeANA3IHH MEPKH NPH H3IXBLP/IHE

Hsma cnenyaniHu W3HCKBAHHA.

7. IMMPUTEXATEJ HA PASPELIEHHUETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5

2031 GA Haarlem

Huaepnanaus

8. HOMEP(A) HA PASPELLIEHHETO 3A YIIOTPEBA

Bantenznn [Lmroc 160 mg/12,5 mg: per. Ne 20090083

Banren3un ILlmoc 160 mg/25 mg: per. Ne 20090082

9. JATA HA ITBPBO PAZPEHIABAHETIOAHOBSIBAHE HA PAZPEHNIEHHETO 3A
YIIOTPEBA

Jata Ha mepBO paspewasane: 11.03.2009 r,
HaTta Ha nocnenxHo noaHosaBaHe: 17.07.2014 r.

10. JJATA HA AKTYAJIHZUPAHE HA TEKCTA

09.01.2025
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