KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

1. WME HA JEKAPCTBEHHUS ITPOJYKT T oo 95 /27
Ko-Capropan 160 mg/25 mg ¢punmupanu TabieTku | p ; e ——————
Co-Sartoval 160 mg/25 mg film-coated tablets | 6 ¥Yo,.3 05 -03- 2005 |
2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bceska Tabnerka cuabpxka 160 mg BancapraH (valsartan) ¥ 25 mg XuapoxJiopoTHa3H1
(hydrochlorothiazide).

[ToMOLIIHHU BELECTBA C U3BECTHO AEHUCTBHE:!
copOHTOJ 18,50 mg
JIAKTO3a MOHOXMApAT 0,94 mg

3a IbJIHUA CITUCHK HAa MOMOLIIHMTE BELLECTBA, BUXKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunMupaHa Taberka

Llunuuapruyuam, ABOWHOM3MbKHAIIM, KasIBU TabJIETKH.
4. KJIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSHA

JleueHne Ha eCEeHLIMAIHA XUMEPTOHUS NPH Bb3PACTHM.

Ko-Camean d)HKCHp&H& 1030Ba KOMOHMHALIUA € NoKa3aHa 3a MALHCHTH, HHCTO APTCPHATHO HAJIATAHC
HE € aJICKBATHO KOHTPOJIHPAHO OT MOHOTEpAIIHA ¢ BaJICApTaH HJIH XHAPOXJIOPOTHA3H/.

4.2 Jlo3MpoBKAa H HAYMHH HA NPHJIOKEHHE

Jo3upoBka

[Tpenopbunrennara no3a Ko-Caprosan 160 mg/25 mg e eaqna puimupana tabsieTka BeIHbXK JHEBHO.
[IpenopbuBa ce TUTpUpaHE Ha 103aTa Ha OTAEJIHUTE KOMIMOHEHTH Ha JIEKapcTBOTO. BbB BCEkH
OTJIeJIEH CJTyyYaid, 3a 1a C€ HaMaJIM PUCKA OT XMIOTOHHUSA W JAPYTH HEXEJIaHH peakLMH, TpsaOBa aa ce
Cle/IBa THTPHPAHETO Ha OT/EJIHUTE KOMIIOHEHTH 10 Clie/Ballara /103a.

KoraTo e noxoa1110 OT KJIMHWYHA IJlIe/IHa To4Ka, Ou MOrJjio Aa ce 00ChH IMPEKTHO NpeMUHAaBaHe OT
MOHOTEpaNnHsi KbM JieueHHe ¢ KOMOMHaLIMSA OT GUKCHPAHU J03M MPU MALUMEHTH, YHETO apTEPHATTHO
HaJsiraHe He ce KOHTPOJIMpa a/IEKBATHO OT MOHOTEpanus ¢ BaJICAPTaH WK XHAPOXJIOPOTHA3ZH ITPH
yCJIOBHE, Y€ Ce ClieiBa NMPEernopbyBaHOTO THTPHUPAHE HA JI03UTE HA OTAEJTHUTE KOMIIOHEHTH.

Cnen 3ano4yBaHe Ha TepanusaTa TpAOBa Aa ce HanpaBH OLIEHKA HA KIIMHHYHUSA OTroBop cripamo Ko-
CapToBajl H aKO He C€ IOCTHIHE KOHTPOJI Ha apTEPHAJIHOTO HaJISraHe, /l03aTa MOXKE /la C€ MOBHUIIH
ype3 MoBHILABAHE HA OTAEJTHUTE KOMIIOHEHTH A0 MakCHMaJiHa J103a 320 mg BajiicapTaH U 25
XHAPOXJIOPOTHAZHU/IL.

AHTHXHUIEPTEH3UBHUAT €(PEKT € NMOAYEPTAHO HAJIHUEH CJie]l 2 CEAMHMLIM.




Mpu noseueTo NauMeHTH MakcHManeH edext ce Habmonasa B paMkuTe Ha 4 cenmMuum. HezaBnenmo
OT TOBA, MPH HAKOM NALMEHTH MoXe Aa € 3HeobxoanmMo neyenne 4-8 ceamuun. Tosa tpabsa na ce
HMa NpeaBHA NMpH THTPHPAHETO Ha A03aTa.

Cneyuannu nonyaayuu

bvbpeuno yapescoane

[Tpr nauMesTH ¢ 1EKO A0 YMEPEHO TEXKKO OBbOpEeUHO yBpeKaAaHe (CKOPOCT Ha rIOMepYJIHaTa
¢unTpauusg (GFR) > 30 ml/min) He ce Hanara ananTHpaHe Ha qo3arta. [lopaau
XHAPOXJIOpPOTHA3HAHATA KoMIToHeHTa, Ko-CaproBan € NpoTHBONOKAa3aH NMPH MALHEHTH ¢ TEXKO
616peuno yapexaane (GFR < 30 ml/min) 1 anypus (Bx. Touku 4.3, 4.4 1 5.2). EnHoBpeMeHHaTa
ynotrpeba Ha BancapTaH ¢ AMTHCKHPEH € NPOTHBOMOKA3aHa NPH NAaUMEHTH ¢ OB0peuHo yBpexaaHe
(GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.3, 4.4 1 5.1).

3axapen ouabem
EnHoBpemeHHaTa ynoTpeba Ha BajicapTaH ¢ alTHCKHPEH € MPOTHBONOKA3aHA NMPH NALHEHTH ChC

3axapeH anader (Bxk. Toukn 4.3 u 5.1).

Yeproopobuo yepesicoane

[Ipy nalMeHTH C JIEKO 40 YMEPEHO TEKKO YepHOAPOOHO yBpeKaaHe Oe3 Xxonecrasa, 103aTa Ha
BaJICAPTaH He TpaOBa na npesuwapa 80 mg (Bx. Touka 4.4). He ce nanara xopexuus Ha fo3aTa Ha
XHAPOXJOPOTHA3HA NPHU NALMEHTH € JIEKO JO YMEPEHO uepHoapobHO yBpexkaaHe. [lopaan
BancapTaHoBaTa KomnoHeHTa, Ko-CaproBan € MpoTHBONMOKAa3aH MPH NailHEHTH ¢ TEXKO YepHOAPOOHO
yBpeXaaHe Wi ¢ OWIHapHa Mpo3a H xosecTasa (Bxk. ToukH 4.3, 4.4 1 5.2).

Xopa 6 cmapyecka av3pacm
[Ipu xopa B cTapyecka Bb3pacT HE Ce Hajlara ajanTydpaHe Ha 103aTa.

Heouampuuna nonyaayun
Ko-CaproBan He ce npenopbusa 3a ynorpeba npu Aeua v 1oHow noa 18-roamitHa Bs3pacT, Nnopaau
JIMNICAa Ha JAHHM 33 0e30NacHOCT H e(PHKACHOCT.

Hayun na npunoxcerue
Ko-CaproBan Moxe Ja ce fipHeMa ¢b¢ win He3 xpaHa u TpaOBa 1a ce npHema ¢ Boaa.

4.3 IlpoTHBONOKA3AHHSE

-  CBpBLXUYBCTBHTE/HOCT KbM aKTHBHHTE BELIECTBA, APYTH CYJIPOHAMHAHH MPOM3BOAHH WIH HAKOE
OT MOMOILHHTE BELIECTBA, H30poeHH B TOuKa 6.1

- Bropu n TpeTH TpHMeECTLP Ha OpeMeHHOCTTA (BXK. TOUKM 4.4 1 4.0)

-  Texxo yepHOAPOOHO yBpeKkAaHe, OMHapHa LHPO3a K X0JIeCTasa

- Texxo 6B6peuno yppexaaHe (kpeaTHHMHOB KHpbHC < 30 ml/min), anyphs

- PedpakrepHa XMNIOXaTHEMHSA, XUNOHATPHEMMA, XHITEPKAJILIMEMHS H CHMITTOMATHYHA
XHINEPYPUKEMHS

- EnHospemeHHa ynorpeba Ha Ko-Caprosan ¢ anHCKHpeH-ChAbPXKaLIN NPOAYKTH €
NPOTHBONOKa3aHa NPH NALKMEHTH CBC 3axapeH nquadber win Os0peuHo yBpexaaHe
(GFR < 60 ml/min/1,73m?) (Bx. Touku 4.5 u 5.1).

4.4 Cpoenna/JHH NpeaynpexaeHAs H NPeANa3HH MEPKH Npu ynoTpeba

[IpomMeHH B CEpYMHHTE €1EKTPOIMTH

Bancapmanu
EnsoBpeMeHHaTa ynoTpeba ¢ KalHeBH 100aBKH, KanHi-ChbXPpaHABALIH JHYDETHLIH, 3aM5
COJITA CHABPKALIM KaTHHA WIH APYTH JIEKAPCTBEHH NPOLYKTH, KOUTO OHXa MOITH AgAIQE
Ha KaJIMii (XenapHH U Ap.), He ce npenopsuBa. CToHHOCTHTE Ha Kanui Tpabpa Na gf Mp
CBOTBETHO.




Xuopoxropomuazuo

Mpu neyense ¢ THA3HOHM UMY PETULH, BKIIIOYHTENHO XHWAPOXJIOPOTHA3H] ¢e CHhoOILaBa 3a CITy4aH Ha
XUnokanHeMus. [IpenopbuBa ce 4e€CTO MOHUTOpUpaHe HA HUBATa HA CEPYMHUsA KaNUH.

JleueHHeTO ¢ THa3HAHU JHYPETHLH, BKIIOYHTETHO XMAPOXIOPOTHA3H, C€ CBbP3Ba ¢ XHNOHATPHEMHA
H XMMOXJIOpeMHYHA ankano3a. THasuauTe, BUHIOYHTENHO XHAPOXNOPOTHA3H A MTOBHILIABAT
eKCKpeLMATa Ha MArHE3Hi B YPHHATA, KOETO MOXKE J1a IOBEAE 10 XHNOMardesneMus. EKckpelusaTa Ha
Kanuuit HamMmansea nojA BIMAHHETO HA THA3HHUTE AXYpeTHLUM. ToBa MOXKeE na foBeaAe A0
xunepkaniHeMHs. KakTo npu BCHYKH MAUKWEHTH, KOUTO NMOTYYaBaT AUYPETHYHA TEpaliisl, €
HEOOXOAHMO HA MOJXOAAIM HHTEPBAIM OT BpEMeE JIa C€ OCHILECTBABA ONpPEAendHe HA HUBATA Ha
CEPYMHHTE EJICKTPOJINTH.

[TalMEeHTH ¢ XHNOHATPHEMHS H/WIH XUNIOBOJIEMHA
[TalMeHTH, KOWTO NMOJYY2BAT THASHIHH JHYPETHLH, BKIOUYKTETHO XHAPOXIIOPOTHA3HA, TpsOBa Aa

Obnat HabmozaBaHH 38 KITHHWYHH TPOSBH HAa BOAHO-ENEKTPOJIMTEH AucOanaHc.

[Ipu natmeHTH ¢ TEXKKa XHUIMOBOJEMHS WK XUMTOHATPHEMHA, KATO TAKHBA, KOMTO NOIY4aBaT BHCOKH
1031 JHYPETHLM, B PEIKH CITYYaH cliell 3ano4BaHe Ha JICYEHHE ¢ BAJICAPTaH/ XUAPOXIOPOTHAIHA MOXKE
Ia ce MOABH CHMINIToMaTH4Ha xunotouua, [peay Hauanoro Ha Tepanus ¢ Ko-Caprosan Tpabsa na ce
KOPUTHpaT HaTpUeBHA U 00eMHHA ACHULIHT.

[lalMeHTH ¢ TeKKa XpOHUYHA ChpiieYHa HENOCTATLYHOCT HIH APYIM ChCTOSHHA, NPOTHYALIH Che
CTHMYJIALMA HA PEHHH-AHTHOTeH3HH-AIA0CTEPOHOBATa CHCTEMA

I[Tpy nalueHTH, unaTo 6bOpeuna QyHKIMS MOXKeE J1a 3aBHCH OT AKTHBHOCTTA Ha PECHUH-aHIMHOTEH3NH-
aNoCTEPOHOBATA CUCTEMA (HAMP. NALIMEHTH C TeXXKa KOHIeCTUBHA ChpACYHA HEAOCTATbYHOCT),
JIe4eHHETO ¢ MHXHOWTOPH Ha aHTMOTeH3UH-KOHBepTHpaliia eH3uM (ACE-unxuburopu) € buio
CBBP3aHO C ONUIYPHS WK NPOrpecHpaiia a30TeMHA M B pEAKH C1y4au ¢ ocTpa 610peuHa
HEZOCTATHYHOCT W/HIH cMBPT. OLIEHKaTa Ha NALIMEHTH ChC ChPACHHA HEOOCTATHEYHOCT WM MALMEHTH
cnea npexkapaH HHGApPKT HA MHOKapAa BHHary TpsGBa na BIUIIOYBA OileHKa Ha 6b0peuHata pyHKLHA.
Be3zonacHarta yrnorpeba Ha BajicapTaH/XHAPOXJAOPOTHA3KA NPH NALKUEHTH € TEXKa XPOHHYHA ChPACYHA
HEAOCTATBYHOCT HE € YCTAHOBEHA.

[Topaay TOBa HE MOXE Ja C€ U3KIIIOYH, Y€ NOpaId UHXUOUpAHE HA PEHUH-aHTHOTEH3HH-
aNJ0CTEPOHOBATA CHCTEMA, MPWIAraHETO Ha BajiCapTaH/XUAPOXJIOPOTHA3HA MOXe Na ObJe CBBP3aHO C
HapylleHa 6b6peuna Qpynkuusa. Ko-Caprosan He TpabBa na ce H3NOI3Ba NPH TE3H NALIHEHTH.

CteHo3a Ha OLOpeuHaTa apTepHa

Ko-CaproBan He Tpa0Ba fa c€ H3MONI3Ba 32 ICYEHUE Ha XHITEPTOHHA NPH MAUHEHTH ¢ €HOCTPaHHA
WY ABYCTPaHHA cTeHO3a Ha OvOpeyHaTa aprepus, Wwiu apTepusaTa Ha eAMHCTBEH OLOPEK, Thil KaTo
MOK€ 13 OBHLIH YpeaTa H CEpyMHHSA KPEAaTHHHH.

{1 pBHYCH XHNEPANAOCTEPOHHIBM
ITaliHeHTH ¢ ITbPBHYEH XHIIEPAIAOCTEPOHHU3bM He TpAOBa Aa ObaaT nexypaHH ¢ Ko-Caprosan, Thi
KATO TAXHATA PEHUH-AHMHMOTEH3HHOBA CHCTEMA HE € aKTHBHPAaHa.

CreHo3a HE a0pTHA W MHTpAJiHA Kiana, XuneprpoduuHa oOCTPYKTHBHA KApAHOMHONATHA
KakTo W NpH OCTAHAIIMTE Ba3OAWIATATOPYU, MPU NALMEHTH CTPaZalilH OT CTEHO3a Ha a0PTHATa HWIH

MUTpalIHATa KJana, Wid xuneprpopudHa obctpykrueHa kapauomuonatua ( XOKM) e neobxoanumo
NOBHLIEHO BHUMaHHE.

brOpeuHo yBpexaHe
[pu naipenTy ¢ 6B0peyHO YBpexkIaHe H KPEaTUHHHOB KIHPBHC > 30 ml/min He ce Hanara

azanTyHpaHe Ha no3ata (Bxk. Touka 4.2). Koraro Ko-Caprosan ce uanomssa np nalMeHTH ¢ 0u0peuHo
YBpEXAaHe, CE NMPENnoOpbYBa NEPHOAHYHO KOHTPOJIHPAHE HA HUBAaTa HA CEPYMHHA KAJTHH, KpeaTHHHH H
MUKOYHA KHCEJIMHA.
EnnoepeMenHarta ynorpeba Ha APB, sxmounTenno Bancaprad wid Ha ACE-uHxub

ATHCKUPEH € MPOTHBOINOKAa3aHa NpH nauueHTH ¢ 0BOpeuHo yepexxnane (GFR < 60
(Bx. Toukn 4.3, 4.5 n 5.1).




brOpeuHa TpaHCIIAHTALIUA
Jlo TO3H MOMEHT HAMA HATPYTaH ONUT MO OTHOLIEHHE Ha 6e30macHara ynoTpeba Ha

BAJICAPTAH/XHAPOXIIOPOTHA3H MPH NMALMEHTH, KOUTO HaCKOpO Ca NpeThpren ObOpeyHa
TPaHCIJIAHTaL|A.

YepHoapoOHO yBpekaaHe
Ko-CaproBan TpsabBa aa ce H3NON3Ba NPEANAIMBO NPU NALHEHTH C ICKO 10 YMEPEHO TEXKKO

uepHOAPOGHO 3aGonasare Ges xonectasa (Bx. Touku 4.2 u 5.2). Tuasunute TpAOBa 1a Ce H3NON3BAT C
NOBHIIIEHO BHUMaHUE NIPH NALMEHTH ¢ YBpeIeHa YepHOAPOOHA QyHKUHS WM NPOrPECHpPALLO
qepHoApobHO 3a0onsBaHe, Thil KATO MAJIKH POMEHH BbB BOAHO-ENIEKTPONHTHUA banaHc MOXeE Ja
YCKOPAT MMosBaTa Ha 4YepHoApoOHa KoMa.

AHaMHe3a 3a aHTHOEAEM

Cpo61IaBa ce 33 aHTHOEEM, BITIOUMTETHO OTOK Ha JJAPHHKCA H IVIOTHCA, MPHYMHABALIH 3alTYIIBAHE
Ha JWXAaTeJIHHTE MbTHILA WHIH OTOK HAa JIMLETO, YCTHHUTE, (papuHKCa H/H/IK €3UKa NNPH NALMEHTH,
JIEKYBaHH C BAJICAPTaH, HAKOU OT KOMTO Ca MOJTYYIIH NPeJXOACH aHMHOEAEM C APYTH JICKApCTBa,
pmounTenno ACE-unxuburopy. [puemsT Ha Ko-Caprosan Tpabsa He3abaBHO Ja ce npeycTaHOBH
NpH NALMEHTH, KOUTO pa3suBat auruoefieM H Ko-Captosan e TpabBa na ce npuiara OTHOBO (BX.
Touka 4.8).

HHTeCTHHAIEH AHIHOEeAEM

3a HHTECTHHAIEH aHrHOeIeM ce choOIaBa NPy NaLMeHTH, JIEKyBaHH ¢ aHrHOTeH3HH 11 peuenropHu
aHTArOHHCTH, BKITIOYMTEHO BAJICapTaH (Bxk. Touka 4.8). Te3u nauneHTH HMaT KopeMHa 0oJka,
rajiese, OBpbIaHe ¥ AHapus, CHMIITOMHTE OTLIyMSBAT CJ1€]l PEYCTAHOBABAHE HA AHTHOTEH3HH I
PELIENTTOPHUTE aHTRrOHHCTH. AKO C€ IMArHOCTHLMPA HHTECTHHAIICH aHTHOCNIEM, JIEUCHHETO C
panicapTaH TpabBa Aa c€ MPEeYCTAHOBH W Ia Ce 3aMOoYHE NOAXOIALIO HAOMIOACHHE 10 ITHITHOTO
OTLIYMSABaHE HA CUMITTOMHTE.

CucTeMeH nymyc EpUTEMaTONEC
VCTAaHOBEHO €, Y€ THASHIHHTE QUYPETHLM, BKAYHTETHO XHAPOXJIOPOTHA3HK, BIOLUIABAT WIH

AKTUBHpAT CUCTCMHUA JIYITYC CPUTEMATOLCC,

Hpyru MeTaGONMTHY HAPYIICHHS
Tua3zHaHUTE OUYPETHLH, BITIOUHTEHO XMAPOXIOPOTHA3KHA, MOXKE 14 MOBJIHAAT [NTFOKO3HHS TOJIEPAHC
M Ja NMOBULIAT CEPYMHHTE HHBA HA XOJIECTEPOsa, TPUITIHLEPHIHTE H NIMKOYHATA KHCeNnnHa. Ipu

nanpMesTH ¢ nuaber MoXe Ja € HeoDXOoAUMO KOPUTHpaHe Ha 103aTa Ha HHCY/IHHA WIH HA NIEPOpaTHOTO
XHNOTIHKEMUYHO CPEACTBO.

TuasuIHHTE AHYPETHUM MOKE A MOHHKAT eKCKPEeLMATA Ha KILMHA B YPHHATA H A2 NOBEAAT A0
MHTEPMHTEHTHO JIEKO MOBHLIABAHE HA HHBATA HAa CEPYMHHA KaNLMH, IPH JHIICA HA YCTAHOBCHO
HApYLIEHHe Ha KaJlueBruA MeTabonusbpM. Uspazenara XxunepkaiuueMHus MOXeE Aa € J0Ka3aTe/ICTBO 32
noJUtekall XunepnapaTipeounussM. [ipueMbT Ha THa3HAHK JHYPETHLM TpAOBa na ObAe npekpaTeH
npesy NPOBEKIAHEe HA U3C/IEABAHMS Ha TAPATHPEOHIHHTE PYHKLIMH.

DOTOYYBCTBHTEIIHOCT
[Ipu ynorpeba Ha THA3WIOHU JHYPETHLIK HMa cBODILIEHH CNTyUyan Ha peakudHd Ha (bOTOUYBCTBHTEHOCT

(k. TouKa 4.8). Ako peakumaTa Ha GOTOUYBCTBHTENHOCT C€ NOABH MO BPEME HA NICYCHHETO C€
MpenopbuBa CriMpaHe Ha TepanuaTa. AKO [MOBTOPHOTO NPHJIOXKEHUE HA AHYPETHK CE CUHMTA 32
M3KIIOMMTETHO HeoOX0nuMo, npenophuBa ce npearnaisaHe Ha OTKpATHTE 001acT! Ha TANOTO OT
CIBHYEBH HIH H3KycTBeHU UV A TpuM.

HeMenmaHoMeH paK Ha KoxKaTta
B aBe emiaeMHOJIOTHYHH NPOYYBAHKA, OCHOBABALLH CE€ Ha JATCKHA HAlIMOHANCH PAKOB PEryUcThp, ©

(BKK) u cxkBamosHoxnerbueH kapumHoM (CKK)] npu HapacTBauia eKCIIo3HLIHA
xuapoxaoporrasua (XXT3). ®oroceHcnbunusupainyre edextd Ha X XT3 Mors
BEPOSTEH MEXAHU3BM 3a paszsurie Ha HMPK.




[Mammentrre, npuemMaum XXT3, Tpadea na 6uaat vHGopmupaHy 3a pucka oT HMPK u cpBeTBaHH
PESIOBHO J1a FIPOBEPABAT KOXKATA CH 38 HOBU J1€3HH M He3abaBHO Aa cwoOLIABAT MpH NOABA Ha
NOJO3PUTENHH KOXHH Jieaud. Ha naumenTuTe TpsdBa na ce npenophyaT Bb3MOXKHH ITPEBAHTUBHU MEPKH,
KATO OrpaHHYE€HO HANAraHe Ha CIThbHYEBA CBET/IMHA B YITPABHOJIETOBH JTbUM, & B CJTy4aii Ba €KCIO3HLIMA,
NOAXOAALLA 3aIIMTA, 34 a4 C€ CBEAC 10 MHHMMYM PHCKBLT OT pak Ha Koxkara. [Tozo3pHTeTHUTE KOXHH
ne3uu TpadBa Aa ObAaT NoLIOKEHH Ha He3abaBHO H3ceIBaHE, NOTEHUMATHO BKTIOYBALLO XHCTOIOTHYHH
H3C/IeABaHKs Ha bnoncHuHKn Matepuani. IIpepasrnexnane Ha ynompebara Ha XX T3 Moxke [a ce Hanoxu
H MTPH NALHEHTH, KOKTO ca umanu npeaxoacH HMPK (Bx. ¢biio To4ka 4.8).

bpeMeHHOCT

Jleuennero ¢ anruoreHsuH Il peuenropuu anraroducTd (AIIPA) He TpaGea pa ce 3anoysa 1o Bpeme
Ha OpeMeHHOCT. OCBEH aKko npoawDKaBaHeTo Ha TepanuaTa ¢ AIIPA He e kareropuuno HeobxoaHMMO,
NalMeHTKHTE r1aHupamn 6peMeRHoCT TpaOBa Aa NPEMMHAT Ha aJITEPHATHBHO AHTHXHIIEPTEH3WBHO
NEYCHHE, KOETO € ¢ YCTAHOBEH Npodun Ha H6e3onacHoCT npu ynorpeda no Bpeme Ha GpeMeHHOCT.
Koraro ce noTBupaAM HANUUHMEeTo Ha OpeMeHHOCT, neyeHneTo ¢ AIIPA Tpsabea ga 6vae He3zabaBHO
[IPEKPATEHO H aKO € MOAXOAAIUC Aa C€ 3al0YHE AJITePHATUBHA Tepanus (BXK. TOUkH 4.3 # 4.6).

O6uu
[1py naumeHTH, KOKWTO Ca MOKA3aIH NPEALICCTRALLIA CBPbXYYBCTBHTENHOCT KbM ApYrU OJIOKMpaiuy

peuenTopuTe Ha aHrHoTeH3uH Il npoaykTH € HeobXoauma npeanaznuBocT. PeakitMi Ha
CBPBXYYBCTBUTEJIHOCT KbM XHIAPOXNIOPOTHAIH] Ca [IO-BEPOATHH MPH NAallMEHTH ¢ aHaAMHE3a 34
alieprua ¥ acT™a.

XOpounaneH H3JiMB, OCTPa 3aKPHTOBIBJHA IMIAYKOMA, OCTPA MHOTIATHUA
XuapoxXnopTHasui, KaTo cyadoHaMHA, Ce CBLP3Ba C HAHOCHHKPAaTHYHA peakLiMd B pe3y/iTaT Ha

XOPOHAAIEH U3NTHUB ¢ Je(eKT Ha IPUTENAHOTO NoJe, OCTpa NpexoHa MHONKS B OCTPa 3aKPUTOBIBJIHA
rnaykomMa. CHMITTOMHTE BKTIOUBAT BHE3aNHO CUWIHO HAMAIEHA 3pUTE/IHA OCTPOTa HIH Do/Ika B ouHTe
H OOUKHOBEHO CE€ NOABABAT B PAMKHTE Ha HAKOJIKO 4Yaca J0 CEAMHLIA OT 3aMOUYBaHe Ha JICUSHHUETO.
HenekysanaTta ocTpa 3aKpUTOBIBIIHA TNIAYKOMa MOXE 11a IOBEAE 0 NMOCTOAHHA 3aryba Ha 3peHHETO.
OCHOBHOTO JICUCHHE € BB3MOKHO Hal-0bP30 NpekpaTaBaHe TEPANHATA ¢ XHAPOXTIOPOTHAZMA. Moxke
Ja ce HANOXKH He3a0aBHO MEQHLIMHCKO WIH XMPYPrU4HO JICYCHUE, aKO BBTPEOYHOTO HAJIATAHE HE
MOXKE Jia c€ KOHTponHpa. PuckoBuTe gakTopu 3a pa3BUTHE HA OCTPA 3AKPHTOBI'HIIHA IJIAYKOMAa MOXKE
Jla BKIIOYBAT aHAMHE3a 33 aNeprud KoM CyJI(PpOHaMHIH WIH NMEHULWIKH.

(Ocrpa pecnupaTopHa TOKCHYHOCT

Crnen npHeM Ha XMAPOXJIOPOTHA3UA Ce CHODIABAT MHOTO PERKH TEXKKH CJTy4aH Ha OoCTpa
pecnUpaTOPHa TOKCHYHOCT, BKMIIOUMTEAHO OCTHP pecnHpaTopeH auctpec cHHApoM (OPIIC).
Cien npreM Ha XHAPOXIIOPOTHA3K OOMKHOBEHO ce pa3BuBa OenoapodbeH OTOK B paMKHTE Ha
MHHYTH L0 4acoBe. B Hawanoro cuMNToMuTe BIUIIOYBAT AUCITHES, NTOBHILEHA TEMIEpaTypa,
BaomasaHe Ha fenoapobHata PpyHkuus u xunorouus. Ilpu cemuenue 3a OPZIC Tpabea na 6bae
cnpsH npueMbT Ha Ko-CapToBan M Aa ce npwioXu NOAXOAAILO JICYEHHE.

XHAPOXJIOpOTHA3KA He TPAOBa fa ce npwiara NpH NaUMEHTH, KOUTO MpeH TOBa Ca NOAy“aBaiu
OPJC cnen npueM Ha XHAPOXAOPOTHA3HL.

IBo#ina On0kana Ha peHHH-aHIHOTEH3UH-anaocTepoHoBaTa cucTteMa (PAAC)
HMa aaHHWK, ye eqHoBpeMeHHaTa yrnotpeba Ha ACE HHxuOuTOpH, aHruoredsnH Il-peuenropuu
6s10KepU MK ANTMCKKPEH MOBHILLIARA PHCKA OT XUNOTOHUA, XUNEPKATHEMHS H HAMANABAHE Ha
O01OpeuHaTa pyHkuMs (BKITIOUMTENHO ocTpa 0bOpeuna seaocrarbuHocT). [lopaau ToBa He ce
npenopsysa ABoiHO OnokHpaHe Ha PAAC 4pe3 komOunupanara ynorpe6a Ba ACE nHXuGHTOpH,
aHrHOTEH3HH lI-peuienTOpHH O10KepH WIH ATUCKHPEH (BXK. TOUKH 4.5 U 5.1).

AKO Ce NPELEHH, 4e TepanuaTa ¢ ABoiHO 6noknpane € abcontoTHO HeobXoaAHUMA, TOBA 'rpnﬁaa na
cTaBa CaMo MOA HaADMOACHHUETO Ha CNICUHANIUCT H NIPH 4€CTO BHUMATEITHO MOHUTOPHP
OvOpeyHaTa PyHKUHA, ENEKTPOJMTHTE H KpbBHOTO Hamsiraie. ACE HHXUOUTOPH H
peuenTopHH O0KepH He TpPAOBa Ja Ce H3IMON3BAT €AHOBPEMEHHO IIPH NAlHEHTH
HedponaTus.




[IoMOII{HH BelecTBa
Tosa nekapcTso chabpxka copbuTon. [TaumeHT!H ¢ HACIEACTBEHH NpobaeMH Ha HEMOHOCHMOCT KbM

¢bpykTO3a He TpaAOBa na NpHEMAaT TOBA IEKApPCTBO.

ToBa nexapcTBO CHABPXKA J1aKTO3a MOHOXHApAT. [TaliMeHTH ¢ HacaeACTBEHN NpodneMH Ha
HEMOHOCHMOCT KBbM TaJIakTo3a, IThJICH NAaKTa3eH AePULIMT WIHA NIIOKO30-TalakTo3Ha MaiabcopOiums He
TpabBa na npueMar TOBa JIEKapCTBO.

Toa nexapcTBo CbAbPAa NMo-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, ToecT MOXKE Aa ce Kaxe,
4y¢ NPAKTH4YECCKH HE CHABLPKA HATPHH.

4.5 BsammojaelicTBHE ¢ APYrH JIeKAPCTBEHH NPOAYKTH H ApYTrH GOpMH Ha B3aHMoAelicTBHE

BianmoneiicTByA, CBbP3aHH ¢ BAJCAPTaH H XHAPOXJIOPOTHA3HA
He ce npenopvyea eonoepemennama ynompeba

JTumuu

IIpH eAHOBpPEMEHHO NPUIOKEHHE HA JIMTHH ¢ HHXHOUTOPH HAa AaHT'HOTEH3HH-KOHBEPTHPALLNS EH3HM
(ACE-unxuburopn), anruoreH3uH Il peLenrropHy aHTaroHUCTH WIM THA3HAH, BKIOUHTENHO
XHIPOXJIOPOTHA3U, € OWI0 JOKIaABaHO 3a 00paTHMO NOBMILABAKE HA CEPYMHHTE KOHLCHTPALIMH Ha
JIUTHH ¥ TOKCHYROCT. Tt KaTo OBLOpPeUHHAT KNHPBHHC HA JIKNTHH C€ HAMATIABA OT THA3HUIH, MOXE 214 C€
NPeAnoNoku, Y€ PUCKBT OT JIMTHEBA TOKCHYHOCT MOXKE Ja Ce YBEITHYH JOMBJIHHTENIHO OT
BasIcCapTaH/XuaApoxaopoTHasua. Ilpenopruna ce BHUMATENEH KOHTPOJI HA CCPYMHMTE HUBA Ha JIMTHHM,
aKo C€ NIPeleHH, Y& KoMOMHanuATa e HeoOxonHuMma.

Kombunayuu, xoumo uzuckeam sHUMaHue

Lpyeu anmuxunepmen3usnu npooyxmu

Ko-Capropan MOXe 1a YCWIH €BEKTHTE Ha APYTH JIEKAPCTBEHH NPOAYKTH ¢ AHTUXUNEPTEHIUBHY
CBOMCTBA (HaNp. rBAHETUINH, METHIONA, Ba3oaAWIaTaTopH, ACE-HHXHOKRTOPH, aHTHOTEH3HH
peuerrropau 6nokepH (APD), 6eta-Onokepn, O510KepH Ha KAIIMEBUTE KRHATH H IHPEKTHKH PEHHHOBH
unxuburopu (JPN)).

IIpecopnu amunu (Hanp. HOpagpeHanuH, anpeHaINH)
B1b3MOXHO € HaMansBaHe Ha OTrOBOPa KbM NPECOPHH aMHHH. KITHHHYHOTO 3HaYeHHE Ha TO3U e(eKT e
HEYCTAHOBEHO K HEJOCTAThYHO, Yye Aa ObAaT CnpeHHu.

Hecmepouonu npomuegoevinanumennu cpeocmea (HCIIBC), exmouumenno cenexmuenu COX2-
UHXUOUMOPU, ayemuacanuyuroea xuceauna >3 g onesno u Hecerexmuenu HCIIBC

HCTIBC moxe na OTcnabaT aHTUXMNEPTEH3IUBHHUA e(eKT KaKTO Ha aHrHOoTeH3HH Il peuenropuuTe
AHTAFOHHUCTH, TAKA H H& XHAPOXJIOPOTHA3KUA NPH €AHOBPEMEHHO NpHiokKeHue. OCBEH TOBA,
eqHoBpeMeHHO npunoxkeHue Ha Ko-Caprosan u HCIIBC mMoxe pa nosene no BnoiuaBsaHe Ha
6b6peunara pyHKUMA H NOBUILIABAHE HUBATA HA CepyMHMA KanuH. Ilopaau Tosa ce npenopbysa
npocneaapaHe Ha Op0peuHaTa GyHKLMS B HAYAIOTO HA JIEUCHHETO, KAKTO H afIeKBATHA XHApATallHA Ha
NaLHeHTa.

BaaumoaeHcTBHA, CBBEP3aHK ¢ BaICapTaH
Heoiina baokada na penun-anzuomenzun cucmemama (PAC) c APB, ACE-unxubumopu unu
QIUCKUDEH

JlaHHH OT KJIMHHYHH NPOYYBaHHUA NOKA3BAT, 4¢ ABOHHOTO O/10KMpaHEe Ha PEHHH-AHTHOTCH3UH-
anaocreponosata cucteMa (PAAC) upes komGuHupanata ynotpeba Ha ACE nxauburopu,
aHrHOTEH3HH 1I-peLierrTopHy ON0KEPH WK ATHCKHPER C€ CBBP3BA ¢ [I0-BHCOKA YECTOTA HA HEXKEJTaHH
CBOMTHA, KATO HanpUMep XMUIOTOHHA, XHNEpKaTHEMHS H HamansaeaHe Ha 6bOpeynara GpyHKuMS
(BKIIIOUMTENIHO ocTpa Ob0peuHa HeA0CTaTLYHOCT), B CPaBHEHHE ¢ ynoTpebaTra camo Ha €IHO
cpeacTso, aeiicreamo BpXy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

EnnoBpeMenHarta ynorpeda Ha aHM'MOTEH3MH peUeITTOpHH aHTaroHUcTH (APD), xniounpesse
BaJicapTaH WIM Ha HHXHOUTOPH Ha aHTMOTEH3HH-KOHBepTHpallus eH3uM (ACE-ur /;.,/ w
aJTMCKHPEH NPH NMalUMEHTH CbC 3axapeH auabet nan 6nbpeuHo yepexnaHe (GFR <64 m
€ NpOTHBONOKa3aKa (Bx. To4ka 4.3). “




He ce npenopvusa eonosepemenna ynompeba

Kanuii-coxpanseawu ouypemuyu, xanuesu 006asKu, KaIui-CbObPNCAuiU 3aMeCmumen Ha coama u
Opyeu sewyecmesa, KOUmo Modce 0d ROGUWIAM HUBOMO HA KAluU

AKO Ce npeLieHH, e € HeoOXOANM JIEKaPCTBEH MPOIYKT, KOMUTO 3acira KalueBHTE HUBA B KOMOHHaLHA
¢ BAJICAPTAH, MPENOPBHYBA C€ KOHTPOJ HA IUTA3MEHUTE HHBA HA KaJIWi,

Tpancnopmepu

In vitro JaHHB IOKA3BAaT, Y€ BANCApPTaH € cyOCTpaT Ha TPAHCTIOPTEPHTE 33 4EPHOAPOOHO 3aXBalllaHe
OATP1B1/OATP1B3 u Ha uepHOaApoOHHA edaykc TpaHcniopTrep MRP2. KnHHHYHOTO 3HauYeHHe Ha
Ta3¥ HAXO0JiKa He € U3BECTHO. EAHOBPEMEHHOTO NMPUAOKEHHE HA UHXUOUTOPHU Ha TPAHCIIOPTEPHTE 3a
3axBalnate {(Hanp. pudaMIIiH, LMKIOCTOPHH) WK Ha euIyKC TPaHCTIOPTEPHTE (HAMp. pUTOHABHP)
MOJKe J1a ITOBHILIM CHCTEMHATa EKCNO3ULIMA Ha BancapTaH. Hy»KHO € za ce npeanpueMar NoAXoasiu
TPHKH NPH 3anouBaHe WK MPeKpaTEBaHe Ha CHITBTCTBALLO JICYCHUE ¢ TAKUBA JIEKAPCTBA.

Junca na e3aumoodeiicmeus

B npoyuBakus 3a NeKapCTBEHH B3aHMOIECHCTBYA C BAJICAPTAH HE Ca YCTAHOBEHH KIHHHYHO 3HAYHMU
B3aHMONEHCTBHA MEXy BaJICApTaH H HAKOE OT CIICAHHTE BELIECTBA: LIMMETHIMH, BapdapuH,
¢ypo3eMHa, AUrOKCHH, aTEHOJION, HHAOMETALMH, XHAPOXJIOPOTHA3WA, AMIOAWNUH, NMTHOCHKIAMHA.
JIMTOKCHH W MHAOMETALIMH MOXKE a B3aUMOAEUCTBAT ¢ XHAPOXJIOPOTHa3HAHATa KOMITOHeHTa Ha Ko-
Caproan (Bx. “B3auMoaeiCTBUA CRBP3aHU ¢ XHAPOXIOPOTHAZHA ).

B3auMoaedcTBUA, CBLP3aHN ¢ XHAPOXJIOPOTHA3H

Eonoepemennama ynompeba uzuckea SHuManue

Hexapcmaenu npooykmu, noeIUAGAWYYU HUBOMO HA KAU

XUnokanueMHUYHHAT ePeKT Ha XHAPOXJIOPOTHA3UA MOXKe 1a C€ MOBHILH MPH eAHOBPEMEHHOTO
NpIIOKEHHE Ha KaJIHAYPETHYHU JUYPETHLH, KOPTHKOCTEPONIHM, JakcaTUBHH npoaykTu, AKTX,
aM(poTeprLIHH, KAPOEHOKCONOH, NEHULUWIHH G, CaNMIIMIOBA KHCETHHA W HEHHK NPOU3BOAHH

AKO TE€3H IEKAPCTBEHH NMPOAYKTH Ca NPEANUCAHH 3a€AHO ¢ KOMOMHAUMATA

BAICAPTAH/ XHAPOXJIOPOTHA3U € HEOOXOAHMO MOHHTOPHPAHE Ha IUTA3MEHBHTE HHBA HAa KalHg (BXK.
TOuKa 4.4).

Jexapcmeenu npooykmu, koumo moxce oa npeoussuxam torsades de pointes

[lopany pUcK OT XHNOKANHEMHS, XHAPOXJIOPOTHA3MI TPAOBa Aa ce NpUiara Npeanasineo KoraTo €
CBBpP3aH ¢ JICKaPCTBCHH NMPOAYKTH, KOUTO OHXa MOTITH Aa NPOBOKUpAT forsades de pointes, Hali-Beye
knac la u knac Il aHTHapUTMHLIKE B HAKOH AHTHIICHXOTHLK.

Hexapcmesenu npodyxmu, noerusasawiy Ha CePYMHOMO HUBO HA HAMpPU

EdexTsT Ha XUNOHATPHEMHA Ha IMYPETHLIMTE MOXE a C€ 3aCHIIH NPH €AHOBPEMEHHOTO NPUIOKEHHE
C JIEKapCTBa KaTO AHTHACNPECAHTH, AHTHIICHXOTHLM, aHTHeNWIemTuUs 1B ap. Heobxoanmo ¢
BHHMAaHHE NMPH NPOABDKHTENHO NIEYEHHE C TE3H JICKAPCTBA.

Hueumanucoeu anuxo3udu

B1b3MOXKHO € KATO HeXXENaHH PEakiluH Aa C€ NOABAT NPOBOXHPaHa OT THASHIANTE XHNOKAJTHEMHS WIH
XHMIOMAarHe3neMHs, KOUTO O1aronprUaTCTBAT Pa3BUTHETO HA MHAYLIMPAHH OT JHIHTAIHC ChPASYHH
apUTMHH (BX. TOUKa 4.4).

Kanyueeu conu u eumamun D
ITpunoxkeHHeTo Ha THA3UAHH JUYPETHLIM 3a¢RHO ¢ BUTAMUH D WK KalllMeBH COIK MOXeE A
MOTEHUMpPa NOBHINABAHETO Ha CepyMHHA KanUuii. ENHOBpeMEHHOTO NpHIGKEHHE HA THA3HIEH TUN
NUYPETHIIH C KAILHEBH COJIM MOXE /13 JIOBeAe A0 XHNEPKANLHEMHS NPH NAaLHEHTH, NPeApPa3NoN0XeH
KbM XHIIEPKaIHEeMHa (HANpP. XHNEepHapaTHPEOAH3bM, 3/10Ka4eCTBEHO 3a00naBane WiIH ChCTOAHHA,
OnocpeacTBaHu oT BUTaMuH D) upes nosuLuaBane Ha tyOynHara peabcopbums Ha KaILuid. ~—

Aumuouabemrnu aexapcmea (NEPOPATHH CPEACTBA H HHCYIIHH )
THasMaHUTe NMYPETULIM MOXKE J1a OKaXKAT BJIMAHHE BbLPXY TIIOKO3HHA TojiepaHc. Mo
HeOOXO0AUMO KOpUrHpaHe Ha JO3HTeE.




MerdopmuH Tpabea aa ¢¢ mpHeMa ¢ NOBHLICHO BHUMAaHME, NMOPAZK PUCK OT JIAKTATHA aLHAO03a,
HHAYLHpPaHa OT Bb3MOXHA GYHKUHOHANHA OB0peURa HENOCTATEHHOCT CBBLP3aHa C

XMAPOXJIOPOTHA3HA.

bema-baoxepu u ouazoxcuo

EnHoBpeMeHHa ynorpefa Ha THa3MAHH JHYpETHIM ¢ OeTa-OnokepH Moxke na NOBULIM PUCKE OT
XUnepriavkeMusa. THasuaHuTe IHYPETHLM MOXKE 1a YCWIAT XHIIepriMkeMH3npaiiug €peKkT Ha
JAHA30KCH],.

Jlexapcmeenu npodyxmu u3non36eanu 3a AeHeHue Ha nooazpa (NpodeHenu, CypHHNHPA3IOH U
aJ10MmypruHO)

THil KaTO XHAPOXJOPOTHAINA MOXKE Aa NOBHLIA HHBOTO Ha CEpyMHATa NHKOYHA KHCE/1HHA €
BB3MOXKHO J1a C€ HANOXKHU alalITHpPaHe Ha NO3UTE Ha YPHKO3IYPHUHHTE JiekapcTBa. Moxe aa e
HeoOX0JHMO NOBHILIABAHE Ha J03HMTE Ha npobeHeuna Wi cyadpuHnupa3zon. EaHoBpeMeHHO
NMPWIOKEHHE HA THAZHAHH JHYPETHUM BKIIOYHTENHO XHAPOXJIOPOTHAZHI MOXKE Aa NOBHILN YeCTOTaTa
HaA PEAKLIMHTE HA CBPBXUYYBCTBHTEIHOCT KbM ANOITYPHHO.

Aumuxonunepzuinu cpeocmsa u Opy2u AexapCmeeru NPoOYKmu, NOSAIURBAUIU CIMOMAUIHUR
momuaumem

AHTHXO/IHHEPrHYHHTE JIEKAPCTBA MOJKE Ja NOBHIUAT OHOHATHYHOCTTA Ha AMYPETHIINTE OT THa3HJIeH
TUI (Hanp. aTpornuH, OUnepuaeH), BEpoOATHO BCNICACTBHE NOBHIIABAHE HA CTOMAIIHO-YPEBHATA
MEPHUCTANTHKA M CKOPOCTTa Ha H3MNpa3BaHe Ha ctomaxa. ObpaTHo, 04akBa ¢e NPOKMHETUYHHTE
JICKAPCTBA KATO LM3anpuA Ja NOHWKAT OUOHANTMUHOCTTAa HA THASHAHUTE JARYPETHLA.

Amanmaoun
THaznauTe, BRTIOYUMTETHO XUAPOXNOPOTHA3HA, MOXKE Aa MMOBULIAT PUCKA OT HEKECHAHU PEAaKLIHH,
NPEAM3BUKaHH OT AMAHTAIHH.

Honoobmennu cmonu

AbcopbunsaTa Ha THA3ZHAHHTE AUYPETHUM, BKITIOUHTENHO XHAPOXJIOPOTHA3M], C€ HAMANABA OT
XOJIECTHPAMMH M XOonecTUnoN. Tosa MOXKe Aa AoBeAe no CyO-TepaneBTHYEH e(eKT HA THA3UIHUTE
AHWYPETHUM. Bripeku TOBa, pa3npeaAeNaHETO HA 103aTa XUAPOXJIOPOTHA3HI M CMONA TaKa, ue
XMAPOXJIOPOTHA3UA J1a CE NMpWiiara Haii-Manko 4 daca npeau Wid 4-6 yaca cien npuinokKeHUeTro Ha
CMOJIH, MOXe€ J1a CBeJI€ A0 MHHHMYM B3aHMO/JIEHCTBHETO UM.

L{umocmamuyu

THazHAHTE, BKIIOUHTEHO XHAPOXJIOPOTHA3HA, MOXKeE Aa HaMalaT ObuOpeuHara ekckpenms Ha
LIMTOCTATHLMTE (Hanp. nuxiodochaMun, METOTPEKCAT) ¥ Aa YCUIIAT TEXHHTE MHEJIOCYTIPECHBHH
CBOMCTBA.

Heoenonapuzupawu peaaxcanmu na ckenemnama mycxyaamypa (Hanp. Ty0OKypapHH)
Tuazuaure, BICIIOYMUTENHO XUAPOXJIOPOTHA3HI, MOTEHUMPAT ACHCTBUATA HA CKEIETHOMYCKYJIHHTE
PEIaKCAHTH, KaTo [IPOH3BOAHUTE HA Kypape.

L{uxaocnopun
EAHOBRpEMEHHO MPUIOKEHHE ¢ NMKIIOCNIOPHH MOXKe 1A NOBHILK PHCKA OT XHNIEPYPHKEMHA ¥ NOABATA
Ha YCJIOXKHEHHSA OT THNA Ha rojarpara.

Anxoxon, bapbumypamu uiyu HAQPKOMUNHU 6EWECMBa
EAHOBPEMEHHOTO NMPUNOKEHHE Ha THAZHAHN AHYPETHLIM ¢ BellleCTBA, KOWTO ChINO NPHTEKABAT
NOHHXKABAI KPBBHOTO HaNAraHe edexr (Hanp. 4pe3 HAMAIABAHE AKTHBHOCTTA HA CHMITAaTHKOBATA
HEpBHA CHCTEMA WIH JIMPEKTHATa Ba30AWIATATOPHA AKTUBHOCT) MOXKE Ja TOTEHUHPa OPTOCTaTHYHA
XMNOTOHUS.

Memunoona
Hannunu ca n3onupaHu cboOLIEHHS 3a CTyYad Ha XEMOJIMTHYHA aHEMKUS NPH Na
NONy4YaBaT €IHOBPEMEHHO XUAPOXIOPOTHAZUA H METWIAONA.
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Hoonu xonmpacmuu cpedcmea

B cnyuaii Ha AMYpeTHK-HHAYLMPaHa JeXUApaTala € HalIULE NTOBHIIIEH PHCK OT ocTpa 6buOpeuna
HEAOCTATLYHOCT, 0COOEHO NPH BUCOKK 103K Ha HoaHud npoayKT. IlauHeHTdTe TpadBa aa ce
pPEXHUAPATHPAT fIpeaH MPUIOKEHHE HA HOAHW KOHTPACTHH BELLECTBA.

4.6 DepTHAHTET, OPEMEHHOCT H KhpPMEHe

bpemennocm

Barcapman

Ynorpebara va anruorensuH Il peuentopHu anraronuctu (AIIPA) He ce npenopruBa no BpeMe Ha
MbPBHUS TPUMECTEP OT OpeMeHHOoCTTa (BXK. Touka 4.4). Ynorpebara na AIIPA e npoTtHBonokazaxa
Mpe3 BTOpHA U TPETHA TPUMECThP OT OpeMeHHOCTTa (BXK. TOUKH 4.3 u 4.4).

EnuaeMHONOrHYHHUTE NPOYYBAHHA MO OTHOIMEHUE TEPATOrEHHUA PUCK cnell excno3ulua Ha ACE-
MHXHOMTOpH Npe3 TbPBUS TPHMECTHD Ha OpPEMEHHOCTTA He ca MOKA3aTe/IHK; BCE MaK He MOxXe aa Obae
M3KJIIOYEHO JIEKO TMOBHILIABAHE Ha pHCKa. T KaTo Bce ole HAMa chbOpaHH KOHTPOJIHUPaHH
eMMACMHOJIOrHYHHE faHHH 3a pUCKa ¢ aHrHoTeH3uH 1l peuenrropun antaronucty (AlIPA), Bb3MoxHO e
nonodeH pHCK Ja ChLUICCTBYBA M 34 Ta3H rpyla JCKapCTBEHH NpoAyKTH. OCBEH ako Npoab/KaBaLOTo
nevyeHue ¢ AIIPA He ce cuMTa 33 W3KIIOUYWTETHO HEODX0AUMO, NMALIMEHTKHTE IIaHKUpaLLMY OpeMEHHOCT
TpabBa Ja NpeMHHAT HA ATTEPHATHBHE AHTUXHIIEPTEH3HBHA TEPANUs C YCTAHOBEH NMpodun Ha
Ge3onacHOCT no BpeMe Ha OpeMeHHoCT. [Ipn nokazpaHe Ha OpeMeHHOCT, neyeHueTo ¢ AIIPA Tpabea
na 6bae He3abaBHO MPEKPATEHO M AKO € MOAXOAAO Ja C€ NPEMHHE Ha aJiTEpHATHBHA TEpanH4.

UsBecTHO e, ue TepanusaTa ¢ AIIPA npes BTOpHs ¥ TpeTHS TPUMECTBP OT OPEMEHHOCTTA NPEAU3BHKBA

$eTOTOKCHYHOCT {NOoHK*¥KeHa OBOpeyHa PyHKLHMA, ONUTOXHAPAMHHOH, peTapJaliid Ha yepenHarta
ocudUKaLMA) H HEOHATATHA TOKCHYHOCT (OBOpetHa HeJOCTATHLYHOCT, XHNOTOHUA, XUIIEPKATHEMHUS)

(Bx. TOYKA 5.3).

[Tpu koHTakKT ¢ AIIPA no BpeMe Ha BTOPHA H TPETHA TPUMECTHP HA OPEMEHHOCTTA CE NPENopbyBa
YATPa3BYKOBO H3cneaBaHe Ha ObOpeyraTa GpyHKUMA W YEPENHHTE KOCTH.

Hosopoaennte, unuTo Makiku ca npueMand AIIPA TpaGea na Ovpaat BHHMaTeaHo HabaloaaBaHH 3a
NOABa HA XHIIOTOHMA (BXK. TOUKM 4.3 1 4.4).

Xuopoxsopomua3zuo

Hsama n1octaThbyHO JaHHH 3a ynorpebara Ha XHAPOXJIOPOTHA3HA NMPH OpEMEHHHU KEHH, OCODEHO npes
MbpBHA TpUMECTHP. [IpoyuBaHrATa NPH XKHBOTHH Ca HEAOCTATHYHH. XHAPOXNOPOTHA3MA NMPEMHHABA
nnaueHrapHara bapuepa. Bv3 ocHOBA Ha GapMaKONOrHYHKA MEXAHHIBM Ha JICHCTBHE HA
XMAPOXNOPOTHA3KUA, YnoTpebaTa My N0 BpeMe Ha BTOPHA U TPETHA TPUMECTLP Ha OpeMeHHOCTTa
MOXE 1a KOMNIPOMETHPA (PETOIIALEHTAPHOTO KpbBooOpalleHHEe H aa noBeace Ao edexTu npu deryca
H HOBOPOJAEHOTO KATO UKTEP, HApYLIEHHA Ha €IEKTPOJHTHHA 6anaHc H TpPOMOOLHTONEHHA.

Kvpmene

JIuncea uHdopmanus 3a ynorpedara Ha BaicapTaH 110 BpeMe Ha KbpMEHEe. XHAPOXJIOPOTHAZU] CE
exckpetrHpa B kbpMara. [1o Ta3u npuuuHa ynorpebara Ha Ko-CaproBan He ce npenopbyBa 1o BpeMe
Ha KbpMEHeE. 3a NPEeaNnOYHTAaHE € H3MON3BAHETO HAa ATTEPHATHRHA TEpanus ¢ no-100pe yCTaHOBEH
npodun Ha 6€30MacHOCT MO BpEME Ha KbpMeHe, 0cOOEHO MPH HOBOPOJEHH WKW HEAOHOCEHH AcLa.

4.7 Edexra Bbpxy cnocodnocTTa 3a modHpane n padbora ¢ MAINHHA

He ca npoBexaaHH Npoy4BaH!sa 3a ePeKTHTE HA BAICAPTAH/XHAPOXJIOPOTHA3HA BHPXY CNOCO




48 HexeaaHH JEKAPCTBEHH PeAKIIHH

He>xenauure peakliMy A0KIAABAHH MO BpeME Ha KIHHHYHH NMPOYYBaHUA K N1ab0opaTOpPHUTE Pe3yiITaTH,
Ha0JII0AaBaHH NO-YECTO TMIPH BAJCApTAH B KOMOHHALIMSA C XHAPOXJIOPOTHA3MA CHPAMO MNauedo u
NMOJYYEeHH OT HHAMBUIYAIHK NOCTMaPKETHHIOBY CHOOIIEHHS, ca NpeACTaBEHH NO-A0y ChoOpa3Ho
CHCTEMO-OPraHHH Knacose. Hexenany peakuuy, 32 KOUTO € U3BECTHO, Y€ Ca XapaKTEPHH 34 BCEKH
€IHH OT KOMIIOHEHTHUTE AABAHH CAMOCTOSTEIIHO, HO KOUTO He ca Ounu HabmoaaBaHu no BpeMe Ha
KITHHHYHH MPOYYBaHUs MO3KE N1a € MOABAT MO BPEMeE Ha JIEYCHHETO € BacapTaH/XHAPOXJIOPOTHATHA.

HexxenaHure peakliii ca rpylIHpaHy MO YECTOTa, MbPBO Hail-uecTo HabMoOaaBaHHUTE KaTO ¢€ M3MON3Ba
cneaHaTa KOHBEHLUS: MHOTo decTd (= 1/10), uectn (= 1/100 go < 1/10), Heuectu (= 1/1 000 po

< 1/100), peaxu (= 1/10 000 no < 1/1 000), muoro peaxu (< 1/10 000), c HeuspecTHa yecToTa (OLIeHKA
Ha YeCTOoTaTa He MOXeE Aa Ob/ic HanpaBeHa OT HATRYHKUTE AaHHH). [IpH BCAKO rpynUpaHe B
3aBHCHMOCT OT Y€CTOTaTa, HEXKEJIaHHUTE peaklMH ce H30poABaT B HU3XO0A41l pel N0 OTHOLIEHHE Ha
TAXHATA CEPHOBHOCT.

Tabnuua 1. YecToTra Ha HexenaHUTE peakliMi MPH BAJICAPTAH/ XUAPOXJIOPOTHA3HA

Hapymennn Ha MeTabo1A3MAa H XpaHEeHeTO

HeuectH ‘ JexuapaTauus

HapyunieHHS HQ HEPBHATA CHCTEMA

HeuecTtu [lapecresus

MHoro peaxu 3aMasHoCT

C HeM3BECTHA YECTOTA CuHxon

Hapymenus Ha 0OKOTO

Heuectu 3aMBIVICHO BYDKIAHE

Hapymenud Ha yX0TO H Ja0OHpHATA

HeuectH TrHHATYC

CbA0BH HApYHIEHASA

Heuectu XHUNOTOHUA

PecnRPATOPHH, rPLAHH H MEAHACTHHAJIEH HAPYIICHASL

Heuectn Kawsnua

C HEeU3BECTHA YECTOTA HekapanoreHeH 6enoapobeH oTok

CroMamRBo-4peBHH HAPYIICHHAS

MHuoro peaku Huapus

HapymwenHs Ha MYCKYJI0-CKEJIETHATA CHCTEMA H CHEAHHHTEIHATA THhKaH

HeuectH Muanrus

MHoro peaku ApTpanrus

Hapymenus na O0u0penuTe H HKOYHHTE NbLTHINS

C HeHM3BECTHA 4ECTOTA Hapyuiena 6s0peuHa pyHkuns

O6mAanapymenss u ¢PpeKTH HA MACTOTO HA NIPAJIOKEHHE

HeuectH OrnaaHanoct

Hicnensannsg

C HEH3BECTHA YecTOTa TloBuileHH CTOHHOCTH Ha CEPYMHATA MHKOYHA
KHACE/TKHA, CEPYMHMNS OHMNHPYOHH B KPEaTHHHH,
XHIIOKATMEMHA, XHNIOHATPHEMHA, TOBHILUEHH HHUBA Ha
ypeAaTa, HEYTPONCHHS

ONbJHUTENHA HH(POPMALMA 38 OTAEIHHTE ChbCTABKH
HexenaHuTe peakiiiy ChOCILICHH 3a BCAKA OT OTHAEJHHTE ChCTABKH, MOXKeE Ja ObaaT HiTes
HeXXeJIaHH peakLMK Ha BafiCapTaH/XHAPOXIOPOTHA3HI AOPH JIa He ca HabnoaaBaHH /R @ &
KJIMHUYHHUTE NMPOYYBAHHUA WIH 110 BPEME Ha MMOCTMAPKETHHIOBHA NEPHOL. =
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Tabnnna 2. YectoTa Ha_HEXENAHUTE peaKIIMH NIPH BAICAPTaH

Hapymenns HA KPbBTA H JHMPHATA CHCTEMA
C Hen3BEeCTHA YECTOTA [HormxkeHn CTONHOCTH Ha XeMOTTO0OUH, MOHHKEHH
CTOHHOCTH HA XEMAaTOKPHT, TPOMOOLMTONIEHNA

Hapymenns #a BMYHHATA CHCTEMa

C Heu3BEeCTHA YECTOTA Jpyru peakuyH Ha CBPBbXYYBCTBHTEIHOCT/aNICPrUdHH
peakLi, BKIKOYUTEIHO cepyMHa doiecT

Hapymenus na MeTaboaH3Ma B XpAHEHETO

C Hen3BecTHA YecTOTa [ToBMILIEHK CTOHHOCTH HA CEPYMHHMA KallHiA,
XHMNOHATPHEMHSA

Hapymenns HAa yX0TO H J1a0BpHETA

HeuecTn | Bepturo

CbaoBH HapymieHHS

C Heu3BeCTHA YECTOTA Backyaut

CToMalIHO-1peBHA HADPYIIEHHS

HeuecH KopemHa bonka

MHoro peaku HHTecTHHANEH aHIHOEAEM

XunarobnanapHu HApYIIeHHNA

C HeH3BECTHA YECTOTa [loBMIUEHH CTORHOCTH HA YEPHOAPOOHHUTE NMOKA3ATENH

HapymeHHS HR KOXKATA H NOAKOXKHHTE ThbKAHM

C HeH3BECTHA YECTOTa AHruoenem, OyJao3eH epMaTHT, OOpUB, NPYPHUTYC

HapymeHnus Ha 6p0peniETe H NHKOYHATE NHTHIMA

C HeH3BeCTHA YeCTOTA bbp6peuna HEIOCTaTHYHOCT

Tabnuua 3. YecToTa HA HEXENAHHTE PEAKLIMM TIPH XHADOXJIOPOTHAIHA

XHIApOoXJIOpOTHA3H €€ NPEANHCBA IHPOKO OT MHOIO FOAMHH, YECTO B RO3H IMO-BUCOKH OT 03aTa
npwiarasa npH saacapran/xuapoxnopornasnj. CneJHHTe HeXXellaHH peakuuH ca Ounu cbobLieHU
NP NAUMEHTH HA JICYEHHUE C THA3HAHU AMYPETHLM, BKIIKOUUTETHO XUAPOXJIOPOTHAZMA KATO
MOHOTEPANUA:

Heonnazvmn —noﬁpoxatlec'meuu, JNMOKAYCCTBCHHE H HEONPCOCJACHR (BR.TI. KHCTH H IIBJIHIIII)

C HeusmecTHa yectoTa | HemMenanoMeH pak Ha koxkara (0a3aHOKNeThYEH KapLBHOM K
CKBAMO3HOKIICTBYEH KAPLIHHOM)

Hapymenns Ha KpHBTa H THMPHATR CHCTEMA

Penkn TpoMOouuTONEeHKA, MOHAKOra ¢ mypnypa

MHoro peakwu ArpaHynoLUTO3a, ICBKONEHUS, XEMOTHTHUHA AaHEMHA, KOCTHOMO3bYHA
HEJOCTATHYHOCT

C Heu3BecTHa uecToTa | AnacTUYHA aHEMHA

HapymeHHa HA HMYHHATA CHCTEMA

MHoro peaku | Peaxiu Ha CBPBXYIYBCTBHTETHOCT

Hapymenns Ba MeTabo143Ma H XpaHEHETO

MHoro uecTn XHUNOKaIWeMHs, NOBHLLICHO HMBA Ha JIMMKAK B KPLBTA (OCHOBHO NPH BHCOKH
NIO3H)

YectH XHUIOHATPHEMHA, XHITOMArHE3HEMHSA, XHUIIEPY PHKEMHUS

Peakwu XHNEepPKaJILHEMHA, XHNEPTITHKEMHSA, FNTHKO3YPHA H BIIOLLIABAFR
MeTabO0JIMTHO ChCTOAHHE

MHOro peaxu XHMNoxJopeMHYHa ankaio3a
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IcuxuuHK HApYIIEeAnd

Penkn Jlenpecus, HapylWEeHKHA Ha CHHA

Hapymenns HA HEPBHATA CHCTEMA

Penku [ naBoSonue, 3aMasgHOCT, NMAPECTE3UA

Hapymenns Ha OMIHTE

Penxu 3pUTeNHH YBPEXKIaHUA

C "Hen3BecTHa yecToTa | OCTpa 3aKpHTOBIbIIHA FIAYKOMa, XOPOHAATICH HINUB

Crupaeunn HapyumieHHS

Peaxu | CbpaeyHH apUTMHH

C1a0BH HApYIICHAS

YecTn ‘ OprocTaTudHa XUIIOTOHHA

PecnupaTopHH, rpbAHH H MEAHACTHHAJINA HAPYIICHHS

MHoro penku Pecninpatopen aucTpec, BRIIOUMTERHO NHEBMOHHUT U OenoapobeH 0TokK, OCThp

pecnupaTopeH aucrpec cuHapoM (OPAC) (sx. Touxa 4.4)

CToMamHo-9peBHHA HAPYIICHHUS

YecTn 3ary0a Ha aneTUT, NEeKO rafcHe H NoBpbINaHe
Penkn 3anek, CTOMAIIHO-4YpeBEH ANCKOMOOPT, AHapHa
MHoro peaku [lankpeatur

XHnaToOHAHAPHH HAPYIIEHHS

Penxn ‘ WUHTpaxenaranHa xoyecTasa WiH XbITCHHLA

Hapymenus Ha 6u0penure B NHKOYRHTE OLTHINA

C HeM3BECTHA YECTOTA ‘ bu6peuno 3a6onasane, octpa 6bOpeuHa HEIOCTATBEYHOCT

Hapymienns Ha KOXATa H NOAKOXKHHTE ThKaHH

Yectn YprHkapus u ApyrH GopMH Ha oOpuB
Peaxu QOTOUYCTBUTENTHOCT
MBoro peaku HexkpoTu3upaill BACKYJIMT H TOKCHUYHAE ENMUACPMATIHA HEKPOJTH3a, KOXEH JIYITYC

epUTEMaTo/ieC MONOOHH peakliiH, peaKTHBALIHA Ha KOXEH JIYTTYC epHTEMAToAeC

C nenssectHa uectota | EpHrema myntHdopme

O6mn sapymenns B epeKTH Ha MACTOTO HA MIPHIOKEHHE

C HenspecTHa yecToTa | IlMpercHs, aCTEHHS

Hapymenns Ha MYCKY/HO-CKeJIETHATA CHCTEMA H CHeAHHATEIHATA THKAH
C HemspecTHa uectota | MycKynHm cnaimu

Hapymennil Ha BBRINPOHIBOAHTCAHATA CHCTEMA H I'bpJaTR

YecTH ‘ NMOOTEeHTHOCT
Onucanne Ha M30paHu HEkENaHU PeakiMu

HeMenaHoMeH pak Ha KOXarTa: B3 OCHOBa Ha HATMYHHUTE AaHHH OT ENUAEMHUONOTHYHH NPOYUBAHUSA €
HabmoaaBaHa 3aBUCHMA OT KyMyJlaTHBHAaTa A03a Bpb3ka MexAy XXT3 u HMPK (Bxk. ¢biio Touks 4.4

u5.1).

Crof1aBane Ha NOAO3UPAHH HEXKENAHH peaKLHH
CwofimaBaneTo Ha NOAO3IUPAHH HEXKENaHH peaklMH Cliel pa3peliaBaHe 3a ynorpeda Ha 1eKapcTBeHHA

NPOAYKT € BaXXHO. TOBa NO3BOJIABA Aa NMPOAB/DKHY HabNK0AeHHETO Ha ChbOTHOLIEHHETO IOJI3a/PHCK 3a
NeKkapcTBEHHA MpoAyKT. OT MEAMLIMKECKHTE CIICLIMATUCTH C€ H3UCKBA J1a ChOOIlaBaT BCAKA
NOJZ03HpaHa HexKellaHa PeakLUMA Ype3 HAUMOHANTHA CHCTeMa 3a chobliaBade B M3mbnHuTenHa areHuus
no nekapcrsata yi. ,.Jlamsan I'pyer” Ne 8, 1303 Codua, Ten.: +35928903417, yebeakr:

4.9 Ilpenosmpanue

Cumnmomu
[ipeno3upaneTo ¢ BaacapTaH MOXKe a MPUYMHH U3pa3eHa XUIIOTOHHUA, KOATO MO

MOHMKABAHE Ha ACHOTATA HA Ch3HAHMETO, UHPKYNATOPEH Konanc H/wiM mok. B i
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npeAo3HpaHe ¢ XUAPOXJIOPOTHAZUIHATA CHCTABKA MOXKE 1a Bh3HHKHAT CICAHHTE NPH3HAUH H
CHMINTOMH: rajieHe, CbHINBOCT, XMMOBOJIEMHA H €IEKTPOJIMTEH AUCOanaHe CBLP3aH ChC ChPACHHH
apPHTMHH H MYCKYJIHH CIa3MH.

Ynpaenenue na pucka
TepaneBTHYHHUTE MEPKH 3aBUCAT OT BPEMETO Ha MOMTBLUIAHE H TUIIA M TEXKECTTA H8 CUMITTOMHMTE KaTo

cTabMnH3aLyus Ha HUPKYJAaunuATa € OT OCHOBHO 3HAYCHHC.

[Tpy nosiBa HAa XHUIIOTOHHSA, NALUMEHTHLT TPAORA Ja Ob/ie NOCTABEH B JIErHANO MOJOKEHUE NO rpud U
CMEUIHO a ¢ APHNOXAT BOJHH H COJIEBK T0o0aBKH.

Bancapral He MOXe J1a C€ CJIMMHHMPa Ype3 XEMOAMANH3a, Thid KaTO B rONIAMa CTENEH Ce CBbP3Ba C

NIa3AMEHHUTE NMPOTCHHH, HO KITHPBEHC HA XHAPOXITOPOTHA3ZHA MOGKE 14 CE NOCTHIHE NMOoCpeaACTBOM
AHATIK34.

5. ®OAPMAKOJOIrHYHHU CBOHCTEBA

5.1 PapMaKoIHHAMHYHAH CBOHCTBA

dapmakorepanesTHyHa rpyna: CpeacTra, KOMTO MORIMABAT PEHHH-AHTHOTEH3HH-AJIA0CTEPOHOBATA
CHCTeMa, aHTarOHUCTH Ha aHrMoTeH3MH 1, BasicapTaH U AUYpETHLIU

ATC kon: CO9DAOQ3

Bancapranw/xuapoxsioporiasui
B nBo#iHO cnsno, paHAOMH3HPAHO, AKTUBHO KOHTPOJMPAHO NPOYUYBAHE NMPH NALKMEHTH HENOCTHIHAIH

KOHTPON Ha apTepHANTHOTO HaNAraHe ¢ xuapoxnopotrnazua 12,5 mg, ce HabntonaBa CHrHH(UKAHTHO
NO-rofaMa peaAyKLUUA Ha CPeAHOTO CHcTONHO/AnacToNHO AH ¢ koMOuHaluaTa
BasicapTan/xuapoxnaoporhasua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHHE ¢ XHAPOXIIOPOTHAZHA

25 mg (5,6/2,1 mmHg). B aonmeaHeHue, MPOUEHTHT Ha NALMEHTHTE MOBIMAIHM Ce OT JieyeHHero (AH <
140/90 mmHg unu noHmwxkasane Ha CAH > 20 mmHg win nonwkasane va JAH > 10 mmHg) e
3HAYMMO TIO-BHCOK ¢ Bancapran/xuapoxnoporuazua 160/12.5 mg (50%), B cpaBHeHME C
XMAPOXJIOpOoTHA3HA 25 mg (25%).

B aBoiiHO cnano, paHIOMH3HPAHO, AKTHBHO KOHTPOJIMPAHO NMPOYUBaHE NPH NALHEHTH HEMOCTHIHANH
KOHTPOJI Ha apTEPHAIHOTO HaAraHe ¢ pajcaprad 160 mg, ce HabmoaaBa CHrHUQUKAHTHO MO-roJAMa
peXyKLUHMA Ha CPEOHOTO CUCTOAHO/AMacTonHo AH ¢ komOHBauusTa BancapTan/XHAPOXIOPOTHA3HI
160/25 mg (14,6/11,9 mmHg) u Bancapran/xuapoxnoporndasug 160/12,5 mg (12,4/10,4 mmHg) B
cpaBHeHMe ¢ Bancaprad 160 mg (8,7/8,8 mmHg). Paznukara B noHmwkapaHeTo Ha AH Mexay A03uTe
oT 160/25 mg u 160/12,5 mg ¢BIN0 A0CTHra CTATHCTUYECKA 3HAYUMOCT. B nomeiHEHHe, NPOLIEHTBT Ha
NaUUECHTHTE NOBAHAJIU ce OT NeueHueTo (aunactonno AH < 90 mmHg wan nonwxkasane > 10 mmHg) €
3HAYMMO MO-BUCOK ¢ BajicapTan/xuapoxnoporuasua 160/25 mg (68%) u 160/12,5 mg (62%), B
CpaBHC¢HHe ¢ Bajicapran 160 mg (49%).

B aBoiiHO cnano, paHAOMH3HPAHO, I1aLed0 KOHTPOJIHUPAHO NPOYyYBAHE, CPABHABALLIO Pa3IMYHHUTE
JO30BH KOMOHHALIHH Ha BaJCapTaH/XHAPOXJIOPOTHA3HUI € TEXHHTE CHOTBETHH CHCTABKH, C€
HabnoaaBa 3HAYMMO NMO-rOAMA PEAYKLHKA Ha CPEAHOTO CHCTONHO/AnacTonHo AH ¢ koMOuHalMATa
BajicapTan/xugpoxjoporuasua 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg), B
cpaBHeBHe ¢ nnauedo (1,9/4,1 mmHg) u cbOoTBEeTHHUTE MOHOTEpANHH, T.€. XHAPOXNOPOTHA3uA 12,5 mg
(7,3/7,2 mmHg), xuapoxnoporuasua 25 mg (12,7/9,3 mmHg) v sancapran 160 mg (12,1/9,4 mmHg).
B nomb/HEHHE, NPOLUEHTHT HA MALHEHTHTE NOBAUAIM e OT leueHHeTo (anactosiHo AH -
H1Y noumkasane > 10 mmHg) e 3HauUUMO NoO-BUCOK ¢ BasicapTan/xuapoxnoporuasna 164 pn 10
(81%) u Bancapran/xuapoxnoporuasua 160/12,5 mg (76%), B cpaBHeHHe ¢ nnauedo 74
CBHOTBETHUTE MOHOTEPAITHHK, T.€. XUAPOXJopoTHasua 12,5 mg (41%), XuapoxiopoTHaiuga -
(54%) v Bancapran 160 mg (59%).
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B KOHTpONHpaHu KNTHHHYHH NPOYYBAHHS C BajiCapTaH + XuapoxjopoTHaska ce Habaronasa
A0303aBUCHMO TIOHW)XABaHe Ha HHBATA Ha CEPYMHHA KalnHH. [IOHKEHHETO B HUBATA HA CEPYMHHUA
KKl e 1o-4ecTo NPH NaLMEHTHTE, MpUEMaIlK 25 mg XHAPOXJIOPOTHA3K, OTKOJIKOTO NPH TE3H,
npueMaiy 12,5 mg xunpoxinoporiasui. B koHTponrpaiHi KIHHHYHH H3MHTBaHHA C
BaJicapTal/XMIPOXJIOPOTHA3HI, KAMWKA-MOHHXKAaBALUMAT ePekT Ha XHAPOXNOPOTHA3UA ce OTcIabBa OT
KaIHi-ChXpaHABALIHAT €QEKT Ha BancapTaH.

Ha To3m eTan He ca U3BECTHH NOJ3HTE OT KOMOMHALMATA HA BAJICAPTAH ¢ XHAPOXJIOPOTHA3HA NO
OTHOLLIEHHE HA ChPACYHO-ChAOBATA CMBPTHOCT H 3a001€BAEMOCT.

EnuaeMHONOrHYHH NMpOoy4BaHHA Ca MOKa3a/IH, 4¢ ABJAToCpOHHOTO JIEHMEHHE C XHAPOXJIOpOTHA3H A
MOHWXaBa pUCKa OT CbpACYHO-CHA0BA CMBPTHOCT H 3ab0J1eBaeMOCT.

Bancapran

BancapTan € nepopaiHO aKTHBEH, MolleH H cneurprueH auruoTreH3uH Il (AT II) anraronuct. Tofi
neHcTBa ceneKTHBHO BbpXY AT 1 peLenTopHHA NOATHN, KOHTO € OTTOBOPEH 3a NO3HATHTE NEHCTBUS
Ha aHrdorensuH I1. [Tosuinenure nnasMeHy HUBa Ha aHrnOoTEeH3MH 1l B pesynrar Ha ATI
pelerrropHaTa 6;10Kaaa ¢ BaIcapTaH MOrar Ja cTUMYJiMpatr HebnokHpanute AT2 peuenropH, koeTo
M3TJIeXKA NPOTHBOAeHCTBA HAa edekTa Ha AT1 peuenrropa. BancapraH He NpoABABa HHKAKBa YaCTU4YHA
aroHMCTHYHa akTUBHOCT KbM AT1 peilenropa u uMa 3naudrento (oxono 20 000 meTH) no-ronsam
aduHuTeT KbM AT peuenropa, oTkonkoTo KbM AT2 peuentopa. Bancapran He ce cBbp3Ba H He
ONoKHpa pelenTopyd Ha NAPYTH XOPMOHHM WIH HOHHH KaHaJIH, 33 KOHTO € H3BECTHO, Y€ Ca BAXKHY B
ChPACYHO-CHAOBATA perynaums.

Bancapran se MHxHOUpa ACE (M3BecTeH v KaTto kMHHHA3a 1), kOHTO npeBpbing aHrMOTEH3HH | B
auruoressut 11 n pasrpaxna Opaaukuanna. Toit kato HaMaT edekt Bbpxy ACE u He 3acunBar
AeicTBUeTO HA GpagMKHHUH WK cyOeTanuma P, Manko BepoATHO € aHTarOHKCTHTE Ha aHrHOTeH3uH 11
Jia ca CBBP3aHH ¢ KallisHe. B KnuHM4HY NnpoyyuBaHui, KbAETO BaicapTaH e cpaBHeH ¢ ACE
HHXHOUTOP, UECTOTATA HA CyXa KauulkLiia € 3HaYuTenHo (P < 0,03) no-Masnka npH nauMeHTH JICKYBaHH
¢ BaJiCapTraH, OTKOJAKOTO NpH NeKkysaHute ¢ ACE nuxuburop (2,6% cpemyy 7,9% pecnextirHo). B
KITHHHUYHMY NIPOYyYBAHHA [PH MALMEHTH ¢ aHAMHE3Aa 3a CyXa KalUTMLa no BpeMe Ha aedeHHe ¢ ACE
HHXub6uTOp, 19,5% OT NpoyuBaHuTe JuMua, noayvaBaiiH sancaptad U 19,0% ot nomyvyapaiure
THa3WAEH AHYPETHK HMAT KalUUTHLa, B cpaBHenUe ¢ 68,5% ot naunenTure Ha neueHue ¢ ACE
HHxubuTop (P < 0,05).

[MprnoxkeHHeTO Ha BajIcapTaH MPH NALHEHTH C XHIIEPTOHKUA BOAHM 0 NOHWKABAHE HA apTEPHANTHOTO
HansAraHe, 0e3 NOB/IUABAaHE Ha NyJcoBaTa YecToTa. [Ipy nopeveTo NaLUHeHTH clell EQHOKPATEH
nepopaneH npyueM, HayajloTo Ha aHTHXHINEPTEH3UBHOTO ACHCTBHE € B PAMKHTE Ha 2 4yaca, a MMKbT Ha
NOHWKABAHETO HA APTEPHATHOTO HAJIATAHE Ce€ N0CTUra B paMkuTe Ha 4-6 uaca.
AHTHXHNIEpTEH3IUBHUAT edekT npoabjbkaBa Haa 24 daca cnel npuemMa. I1py MHOrokpaTeH npuem,
MAaKCHMAJTHO MTOHWKABAHE Ha apTEPHANTHOTO BajlsiraHe MpH BCAKA €1Ha OT JNO3HUTE Ce MOCTHra B
paMKHTE Ha 2-4 CeAMHLIM H Ce 3abpXKa B XO[4a Ha ABJITOCpOYHa Tepalni. 3HaUUMO AOITBAHUTETHO
NOHWKABAHE HA apTEPHANHOTO HANAMaHE C€ NMocTUra Npy KOMOKMHALMA C XUOPOXJIOPOTHA3HA.

BHe3anHOTO NpexpaTABaHE HA JICHEHHETO ¢ BAJICAPTaH HE ¢¢ CBbP3Ba ¢ rebound-xunepToHus unum ¢
APYrH HEXeNaHH KITHHHYHH CHOHTHA.

[lpy nauMeHTH ¢ XUNEPTOHHA U AHabeT TUN 2 ¢ MUKPOAIOYMHHYPHA € OTHETEHO, Ye BaJcapTaH
HamaJliBa OTAeNAHETO Ha andyMuH B ypuHara. [lpoyusasero MARVAL (Micro Albuminuria
Reduction with Valsartan) ouieHABa HAMaNABAHETO Ha OTAENAHETO Ha anbymuH B ypuHara (UAE) ¢
panicapraH (80-160 mg/nen), B cpaBHeHue ¢ amnoounuH (5-10 mg/aen) npu 332 nauMeHTH ¢ Auader
THI! 2 (CpeaHa BBIpacT: 58 roauHu; 265 Mbxke), ¢ MUKpoaTOYMHHYpHA (BancapTaH: 58 4om
AMIOJKNUH: 55,4 ug/min), ¢ HOPMATHO WIH BHCOKO apTEPHAIHO HAIATAHE U CHC 3apAi3g
¢yHkuMa (cepyMeH KpeaTUHHH < |20 umol/l). Cnen 24 cenmuum UAE ¢ namanes ‘i;?

(-24,2 pg/min; 95% CIL: 40,4 no -19,1) ¢ Bancaprar u npubauzureano ¢ 3% (-1
5,6 no 14,9) c amyoaMnNuH, HE3aBUCHMO OT CXOJHATA CTENeH Ha NOHHXKABaHe B NRLT

14




pajicaptaHd npu peayurpane Ba UAE npu 391 nauventu ¢ xuneproruns (AH=150/88 mmHg) ¢ nnaber
THN 2, anGyMHHYpHs (cpeana ctoitHocT=102 pg/min; 20-700 pg/min) 1 3ana3zeHa 60peuHa pyHkUUS
(cpenen cepymeH kpeaTHHHH=80 umol/l). IauueHTHTE Ca paHAOMH3HPAHH C €HA OT 3-T¢ A03H
pancapral (160, 320 u 640 mg/neH) u nexyBaHH B npoannkeHKHe Ha 30 ceamuim. Llenra Ha
MPOYUYBAHETO € Aa YCTAHOBH ONTHMAJIHATA A03a Ba/capTaH 3a pexyunpane Ha UAE npu naumenTH ¢
xuneproHus U auaber tun 2. Cnen 30 ceamuum, npouentHata npomsiHa B UAE e 3HauutenHo
HamaneHa ¢ 36% ot u3xonHara cToiHocT ¢ Bancaptal 160 mg (95% CI: 22 10 47%)uc 44% ¢
Bancapral 320 mg (95% Cl: 31 no 54%). Hanpagero e 3akmouenue, ye 160-320 mg sancapran soau
N0 KIMHUYHO 3Ha4YMMH peayKuud Ha UAE npu naupeHTH ¢ XMNepToHuA U guaber tvn 2.

JlBe ronemu paHaoMu3upaHH KOHTponpaHH npoyuBaHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial — Tekymo rnobanHo U3NHTBaHE 3a KpaiiHK
TOYKH HA TEJIMHCAPTaH, CAMOCTOSTENHO M B KoMOHHaums ¢ pamunpun) u VA NEPHRON-D (Knunnyno
MpOYUYBaHE CBLP3aHO ¢ Pa3BMTHE Ha HedponaTus npu guaber, nposeleHO OT MHMHHCTEPCTBO MO
BLIIPOCHUTE HA BETEpaHUTE) — npoyusaT ynorpebata Ha koMOMHauuata or ACE wnuxubHTOp H
aHrMoTeH3uH l1-peuernrropen dnokep.

ONTARGET e npoyuBaHe, nNpoBeJeHO MNpH MNALUKUEHTH ¢ AHAMHE3a 133 CBPACYHO-CHAOBA HIM
MO3BUYHOCHA0BA BoslecT, WiH 3axapeH aHabeT Tvn 2, NpUAPYKEHH C JaHHH 32 YBpexaHe Ha epeKTOpHH
oprani. VA NEPHRON-D ¢ npoy4yBaHe np¥ nauMeHtTH CbC 3axapeH auaber tun 2 M auaberHa
HedponaTus.

Tesn npoyuBanus He NMOKa3BaT 3HAUMM OnarompusTeH e@ekT BupXy OnOpedHwTe W/MnH chpaevHO-
CLIOBHTE IMOCHECAULM H CMBPTHOCT, KaToO ChHUIEBpPEMEHHO Ca HAOMI0JaBaHH MNOBHILNEH PHUCK OT
XHNepKanueMus, OCTpO yBpexKaaHe Ha OvOpeure W/ MM XMIOTOHUA B CPaBHEHHE C MOHOTEparnuATa.
Karo ce uMaT npeBna CXOAHUTE HM GapMakOAMHAMHYHU CBOMCTBA, TE€3M PE3YATATH ¢a NPHIOKUMH H
3a apyru ACE uHxuOHTOpH U anrnoTteHsuH ll-peuenropiu 6nokepn.

ACE unxuburopy n anruorensut Il-peuenropuu 6okepy caeaoBareHo He TpAOBa Ja c€ M3MNOJ3BaT
€HOBPEMEHHO NPH NMaUMUeHTH ¢ AnadeTHa HedponaTus.

ALTITUDE (Knuuv4nHo nipoyusaHe MPOBEACHO ¢ ATHCKHPEH NPH MAaLHEHTH ChC 3axapeH auaber trn 2
C M3MOJ3BaHE Ha CHPIACYHO-CHAOBH H OLOpeunH 3abongBaHHA KaTo KpaHHH TOUKH) € IpPOYyUBaHe,
peJHA3HAYEHO a M3CNeA8a noa3aTa oT A00AaBAHETO HAa ATHCKHPEH KbM cTaHgapTHa Tepanus ¢ ACE
HHXKOHTOp WM aHrHOTeH3HH ll-peuenTopeH Onokep NMpM NAUMEHTH CbC 3axapeH AHaber THN 2 W
XpOHH4YHO OBOpeyHO 3a0onsBaHe, CHPAECYHO-CHAOBO 3adonsBaHe Wi W aeere. [IpoyusaHero e
MPEKPATEHO TMPEXKAEBPEMEHHO MOpaJH MOBHINEH PHCK OT HeGnaronpuaTHH nocnaeauuM. Kakro
ChPACYHO-CHAOBATA CMBPT, TAKa H HHCYNITHT Ca [0-YECTH B Ipynara Ha QIHCKUPEH, OTKOJIKOTO B
rpymnara Ha 1auedo, a NpeACTaBIABALINTE UHTEPEC HEXKENaHH ChOUTHA H CEPUO3HH HEXEJIAHH CHLOUTHA
(XMICpKaTHeMHA, XHINOTOHHWS H ObOpeuna aucPyHkumsa) ce crobimasar no-yecTo B rpynara Ha
ATHCKHPEH, OTKOJKOTO B Irpyrnara Ha ruiaue6o.

XHAPOXNOPOTHAIUA
MscTtoTo Ha AeHCTBHE HA THASHAHWTE AMYPETULH ¢34 NPEAHMHO AHCTAIIHUTE U3BHUTH OBbOpeyHH
TYOynu. YcTraHoBeHO €, 4ye B 6n0peuHara Kopa ca pa3snonoxeHH PeHenTopy ¢ BHCOK aPUHHUTET, KOMTO
Ca OCHOBHO MACTO 33 CBBPIBAHE 33 THAZHAHUTE JHYPCTULIM K HHXHOHPAT TpaHCcNopTa Ha HaTpUEB
XJIOPHA B AUCTATHUTE H3BUTH TYOy/IH. MexaHu3MbT Ha ICHCTBUE Ha THA3MIHHUTE AMYPETHUIIH CE
OCBHUIECTBABA MOCPESACTBOM HHXHOHUpaHe Ha Na CltpaHcnopT, BEpOATHO Ype3 KOHKYPHpPaHE 3a
MAcTOTO Ha Cl°, KaTo Mo TO3H HAYKH CE€ NMPOMEHA MEXAHH3MA Ha EJICKTPOJMTHATa peabcopbuus:
OUPEKTHO NMOBULLABAT HATPHEBATA K XJIOPHAHA €KCKPELMs B NPHOIH3UTENHO €1HAKBA CTENEH H
HHAKPEKTHO, KATO HaMangeat ob0eMa Ha Ia3Mara ¢ MoC/ICABALIO NOBHILABAHE HA TUTA3MEHATA
PEHHHOBA AKTHBHOCT, CEKpPELIUATA Ha A/IROCTEPOH H 3arybara Ha KaJIHi ¢ ypHHaTa H NOHU)KABAT
CEPYMHHUA KaTHH. Bpb3kaTa peHHH-aNA0CTEPOH € MeMKpaHa OT aHrHOTeH3UH Il Taka, ue ¢
€QHOBPEMEHHOTO MIPHIOKEHHE Ha BANCAPTAaH PEAYKUHMATA HA CEPYMHUA KalNUi e no-ca1abo H3paicHa
oT Habmo1aBaHaTa MPH MOHOTEpanHUs ¢ XHAPOXJIOPOTHA3H.

HemenaHoMeH pak Ha KoxaTa: Bb3 OCHOBa Ha HANHYHHUTE AAHHH OT €NUAEMHON
HabnionapaHa 3aBHCHMA OT KyMYJ/IaTHBHATA J03a Bpb3ka Mexay XXT3 u HMP
BKJIIOYBA MoOMynauus, cberoswa ce ot 71 533 cmyqan Ha BKK 1 8 629 ciyyau H

o1 ¢poTBeTHO | 430 833 M 172 462 noaxoasuu KoHTPoAH. BHcokaTta ynoTpeba
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(xymynatueHo >50 000 mg) e cBbp3ana ¢ kopurupad OR 1,29 (95% 1H: 1,23-1,35) 3a BKK 1 3,98
(95% JAU: 3,68-4,31) 3a CKK. HabnionaBaHa € AcHa Bpb3Ka KyMYJIATHBHA J03a-OTrOBOP KAKTO 3a
BKK, Taka u 3a CKK. [Ipyro npoyuBaHe noka3ea Pb3MO2KHa Bpb3ka Mexay paka Ha ycTHHTe (CKK) 1
excnosuumaTa Ha XXT3: 3a 633 cnyuyau Ha pak Ha yCTHUTE € noabpaxa nomynauud ot 63 067
NOIXOASLIH KOHTPOMH, KATO C€ H3MO/3Ba CTPaTerus 3a B3eMaHe Ha poOH, onpenceHa oT pucka.
IleMoHCTpHpaHa e Bpb3Ka KyMyJIaTMBHA A03a-0TToROp ¢ Kopurupad OR 2,1 (95% AMN: 1,7-2,6),
napacteau 10 OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 32 HaH-
BHCOKaTa KyMyJaTHeHa 1o3a (~ 100 000 mg) (x. cpilio Touka 4.4).

5.2 OapMakoKRHCTHYHH CBOHCTBA

Bancapran/XHapOXJOpOTHA3UI
CHcTeMHaTa HaJTHYHOCT Ha XHAPOXJIOPOTHA3HA HaMalaBa ¢ okono 30%, korato ce npuiara 3aefjHo ¢

pasicapTaH. KuHeTHKaTa Ha BajcapTaH He ce MNOBJIUABA 3HAYHTEIHO OT €AHOBPEMEHHOTO MY
MPUIcKEHHE C XHAPOXJIopoTHasua. ToBa HabmoaaBaHO B3AMMOACHCTBHE HAMA €PEKT BbPXY
koMOMHMpaHaTa yriorpeGa Ha BancapTaH ¥ XHAPOXJIOPOTHA3HA, Thi KaTO KOHTPOJIMPAHH KIUHHYHH
W3NKHTBAHHA Ca NOKa3aJl¥ U3Pa3€H aHTHXMNEPTEH3UBEH €EKT NO-CHIIEH OT TO3H, NOTYYaBaH MPH
CaMOCTOSTEIHO TIPWIaraHe Ha 1BETE aKTHBHH BEllecTBa Wi Muauedo.

BancapraH

Abcopbyun

Cnen nepopaiHo NPHAOKEHHE Ha BAJICAPTAaH CAMOCTOATEIHO, MHKOBHTE IU1A3MEHH KOHLEHTPALMH Ha
BApCapTaH Ce NMOCTHraT B paMKHTe Ha 2-4 yaca. CpeaHata abcomoTHa OHOHAIMYHOCT 3a BaJiCapTaH €
23%. XpaHara HamanaBa ekcnozuumaTa {(u3mepeHa ¢ AUC) Ha sancapraH ¢ okono 40%, a nikosara
riasMeHa kKoHueHTpauHs (Cmax) ¢ 0k0s10 50%, BBNpeky, ye okosio 8 yaca crnel MpHeMa IUTa3MEHHTE
KOHLEHTPALIHK Ha BajicapTaH ca NoZOOHH B rPYIHTE HAa NPHEM ClleA XpaHeHe M Ha rnaaHo. Toea
noHmwkapaHe Ha AUC obaue He ce npuapykaBa 0T KIMHHYHO 3HAYUMO HaMassBaHe Ha
TepaneBTHYHHUA e(deKT, IOpaaHu KOETO BajicapTaH MOXKE Jla ce 1aBa ChC WiIH Oe3 xpaHa.

Paznpeoenenue

O6emMBT Ha pasnpee/IeHHE Ha BAJICAPTaH NPH CHCTOAHUE HA HaCHILlAHE clie]] HHTPaBEeHO3HO
NPUIOKEHHE € OKONO 17 IKUTpa, KOETO NMOKa3Ba, Y€ BaJICapTaH HE Ce pasnpeacas eKCTeH3HBHO B
ThKaHuTEe. BancapraH ce cBbp3Ba B rojiiMa CTENEH ¢ WiasMeHUuTe nporeunu (94-97%), rnaBHO Cbe
CepyMHHUA anbyMHMH.

buompancgopmayus

Bancaprau He ce 6noTpaHcgopMHpa B rojisMa cTeneH, Toil kato camo okoso 20% ot aozara ce
OTKpHBa KaTo MeTabonuTH. B ruia3mMara e ycTaHOBEH XHAPOKCMMETA0OAUT B HHCKH KOHLICHTPALMH
(no-Mainko ot 10% ot AUC Ha BancapraH). To3u meTabonuT € papMakoJOrvuHo HEAKTHUBEH.

Erumunupane

BancapraH nokazsa MyJITHEKCIIOHEHIIHAIHA KMHETHKaA ()2 » <] uac U t'/2 g okono 9 yaca). Bancapran
ce eJIHMUHHPA NpeauMHO ¢ pekanuute (okono 83% ot pnoszara) v ypunara (oxono 13% ot nosara),
rNaBHO KATO HEMPOMEHECHO JekapcTBo. Ciea HHTPaBeHO3HO NPHIOKEHHE, IUTA3MEHHAT KIIHPBHC Ha
BaJicapTaH € okono 2 l/uac u HeroBuat 6vOpeueH wiMpbHe e 0,62 l/uac (oxono 30% ot obus
KaupbHC). [lony>KHBOTHLT Ha BajicapTaH € 6 yaca.

XUApoXJIOpOTHAZHA
Abcopbyus

AGcopOumATa Ha XHAPOXNOPOTHA3K CJIe] NEPOPanHo NpuaoxeHHe € 0bp3a (Tmax € OkONO 2 Haca).
[okauBaHeTo Ha cpeaHaTta AUC e nHHeHHO B € NpofopLUHOHANIHO HA J03aTa B Tepan T
AHana3oH.
BansHueTo Ha XpaHEeHeTO Ha aDCOpOLMATA HA XUAPOXIIOPOTHA3HA, AKO HMA TaK
KJIMHUYHO 3HavdeHHe. AGCcontoTHaTa OMOHATMYHOCT Ha XHAPOXNOPOTHA3ZH] Clie

70%.
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Pasnpeoenenue

[TpusuaHuaT obem Ha pasnpeaencHue € 4-8 /kg.

LupKynupal@saT XHAPOXIOPOTHA3K € CBbP3aH cbe cepyMHHTE npotenny (40-70%), nmpeaAMHO Che
cepyMHKs anbyMuH. XHAPOXIIOPOTHA3HA ChIIO Taka KyMYJIHpa B €pHTPOLMTHTE Npubausurento 1,8
MbTH MOBEYE, OTKOJKOTO B IUIa3MarTa.

Eaumunupane

XHAPOXNOPOTHAZUA C€ CTUMHUHMPA OCHOBHO HEMpPOMEHEH. XHAPOXIOPOTHA3HA C€ ETMMHHHPA OT
IL1a3MaTa C MOJY)XXHBOT CpeHo oT 6 1o 15 yaca B kpatinarta ¢a3za Ha enuMHHUpaHe. HiaMma npoMsHa B
KHHETHKATa Ha XHAPOXJAOPOTUA3H] NIPH MHOINOKPaTHO AO3HPaHE H HATPYMNBAHETO € MUHUMAJIHO [IpH
npveM BeAHBXK AHeBHO. [loBeue or 95% ot abcopbupanata n103a Ce eKCKpeTHpa KaTo HENMPOMEHEHO
BELIECTBO B YPUHATA. BLOpEUHHAT KIHPBHC ce ChCTOM OT NacHBHA GWITpalHs H aKTHBHA CEKPELHA B
O0n0peunnTe TYOYNH.

CneuManHy nomynauuy

Xopa e cmapuecka év3pacm

[Ipu xopa B crapuecka Bb3pacT € 6una HabnionaBaHa B U3BECTHA CTETNEH MO-BUCOKa EKCMO3HLIMA Ha
BAJICAPTaH; BCE NIAK HE € ACHO JaM TOBA MMa KIIMHWYHO 3HaueHue. OrpaHHuYeHH NaHHH NOKa3BarT, 4e
CHCTEMHHAT KJIHPBHC Ha XHAPOXJIOPOTHA3ZKU/ C€ TIOHHKABA KAKTO [PH 3[paBH, Taka U MPH NALMEHTH B
CTap4YeCKa Bb3pacT ¢ XMOEPTOHUS, B CpaBHEHUE C MJIaAH 3ApaBH 100poBONLM.

bvbpeuno yepescoane
[Ipy nausieHTH ¢BC cKOpOCT Ha raomepyasara duntpaums (GFR) ot 30 no 70 ml/min, B
npenopbUYBaHaTa 4033 BAICAPTAH/XHWAPOXIIOPOTHA3K HE CE€ HAJlara ananTHPaHe Ha no3ara.

[Tpu naumenTh ¢ Texko 6uOpeuHo yspexnane (GFR < 30 ml/min) v TakuBa Ha AManK3a, HAMA JaHHH
3a BaNCapTaH/XHAPOXNOpoTHa3u, Bancapras ce cBbp3Ba B rojiiMa CTENEH C TUIA3MEHUTE NMPOTEHHH H
He Cce OTCTPAaHABA NPH AWaJk3a, J0KATO XHAPOXIOPOTHA3HI MOXKe Aa Obae 04¥HCTEH NOCPEACTBOM
ANAJIN3A,

[Tpu Hanuuue Ha ObOpeyHa AMCPYHKUMA, CPeAHHUAT IU1asMeH MUK H AUC cToHHOCTH Ha
XHIPOXJIOPOTHA3H]L C€ YBE/IHUABAT H CKOPOCTTA Ha OTAe/IAHe Ha YpHHa Hamansea. [1pu naumenTH ¢
JEKO A0 yMepeHo O1OpeuHo yspexxnane ce Habnioaapra 3-kpaTHo ysenvHueHue Ha AUC cToiHOCTHTE
Ha xuapoxnoporHasna. [1pu nauneHTH ¢ Texkko 6B6pedHO yBpeknaHe ce Habmonasa 8-kparHo
yeeandeHue Ha AUC croifHocTHTEe. XUAPOXIOPOTHAZHA € NMPOTHUBONOKA3AH NMPH NALMEHTH C TEKKO
610peuHo yBpexnane (Bx. Touka 4.3).

Yeprodpobro yepesicoane

BB dapMakOKHHETHYHO NPOYUBAHE NMPH NAailHEHTH ¢ Nieka (n=6) A0 YMEpPEHO TexKa (n=3)
yepHOAPOOHa AUCHYHKLIHA, EKCIIO3HLHATA Ha BaJICAPTaH € OWia NOBKLICHA NPUOIHINTETHO
JABYKPaTHO B CpaBHEHHE CbC 3ApaBH J0OPOBOALIH (BXK. TOYkH 4.2 1 4.4),

HsmMa gaHHH 3a ynorpebata Ha BajicapTaH NpH NMalHeHTH ¢ TEXKKO 4epHOApPOOHO yBpeXKIaHe (BiXK.
Touka 4.3). UepHoapoOHo 3abonaBaHe He NOBJIMABA 3HAYHMO (PAPMAKOKHMHETHKATA Ha
XHIPOXJIOPOTHAZHAL.

5.3 IlpeakTARRYHA JaHHH 33 Oe30NacHOCT

[loTeHUHANTHATa TOKCHYHOCT HA KOMOMHALNATA BANICAPTaH-XHIAPOXIOPOTHA3HA Clie]l NepOopaHO
NPWIOKEHHE € OUna NpoyyBaHa NPH IWTBX0BE U MapMo3eTH (MaHMYHH) B NpOy4BaHHA
npoawKaBalM a0 6 meceuia. He ca ycraHoBeHH (akTH, KOHTO OHXA H3KIIOUHIH YNO
TepaneBTHYHH NO3H MPH XOpa.

[TopoaoeHure oT KOMOHHALMATA ITPOMEHH B NPOYUYBAHHATA 3a XPOHHYHA TOKCHYHOCT
NPHYHHEHH OT BaJicapTaH. TOKCHKONOrHYHHAT NpHLIENEH opraH ca Ouin OubpeumTe
Oiwia no-nogyepTaHa NpH MapMO3eTHTE, OTKONKOTO NMpH nirbXxose. KomOnnauusTa e
O10peuHo yBpexaaHe (HethponaTus ¢ TyOynHa 6azodnius, NOBHIIABAHE HA NNA3MEHA
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IUIA3MEHHKS KPEaTHHUH H CEPYMHHA KaJIHid, yBe/iH4yaBaHe obeMa Ha YpHHATA U ChABbPIKAHHETO Ha
eJleKTpoNuTH B ypuHata oT 30 mg/kg aHenHo BasicapTaH + 9 mg/kg AHEBHO XHIPOXJIOPOTHA3HA NPH
rusxose U 10+3 mg/kg NHEBHO nNpK MAPMO3€TH), BEPOSTHO MO MeXaHH3Ma Ha HapylieHa 0pOpeuna
xeMoauHaMHKa. I1pH TUrbXoBe T3 1034 ChOTBETCTBAT Ha 0,9 U 3,5 mbTH MakCHMalIHaTa
npenoppuBaHa ao03a npu xopa (MIJIX) ¢cbOTBETHO Ha BajicapTaH H XHAPOXJIOPOTHA3HA, H3YHCIIEHH
Ha 6a3a mg/m>. [Ipu MapMo3eTH Te3n A03M choTBETCTBAT Ha (1,3 M 1,2 MbTH MakcHMAasnHaTa
npenopbyBaHa go3a npu xopa (MI1JX) cboTBeTHO Ha BaICAPTaH H XHAPOXJIOPOTHA3HA, HIUHCIIEHH
Ha 6a3a mg/m2. (M3uncneHuaTa ce OTHACAT 3a MepopayiHa A03a or 320 mg/neH BancapraH B

koMOMHaLWA ¢ 25 mg/aAeH XHAPOXJIOPOTHA3HA M nauMeHT ¢ Terso 60 kg.).

BucokuTe 1031 OT KOMOUHALIMATA BAICAPTAH-XMAPOXJIOPOTHA3ZUA BOAAT A0 MOHIKABAHE Ha
epUTPOLIMTHUTE HHAEKCH (Opoii epuTpoLMTH, XeMornobun, xematokpur ot 100 + 31 mg/kg nHeBHO
npy wrsxose H 30 + 9 mg/kg AHeBHO Npu MapMmo3eTH). [IpH IbXoBe Te3u 403U CHOTBETCTBAT Ha 3,0
¥ 12 nbTH MaKCHMaNHaTa npenopbyBaHa Ao3a npu xopa (MI1JIX) cr0oTBETHO Ha BaiICApTaH H
XHAPOXJIOPOTHA3KI, H34MCISHH Ha Oa3a mg/m*. [1pu mapMo3eTH Te3u 031 choTBeTCTBAT Ha (0,9 M 3,5
NbTH MAaKCHMaJIHaTa NnpenopbyuBana ao3a npu xopa (MI1J1X) croTBeTHO Ha BajicapTaH H
XHAPOXJIOPOTHA3HA, H3YHCIEHH Ha 6a3a mg/m?. (M3unCIeHnATA ce OTHACAT 3a NepopainHa A03a OT
320 mg/nen pancapTaH B kKoMOHHaLMA ¢ 25 mg/aeH XUAPOXIIOPOTHA3UA H nalueHT ¢ Terio 60 kg.).

["opecriomeHaTuTe eeKTH U3raexaa ca BCIeACTBUE Ha hapMaKONOrHYHHTE ePEeKTH Ha BUCOKH AO3M
BaicapTaH (OnokupaHe Ha aHruoTeH3uH l1-unaAyuHpaHoTO HHXHOHMpaHe Ha ocBOOOXKAABAHE HA PEHMH,
CHC CTHMYJIHpPAaHe Ha PeHHH-NIPOAYLUMPAlLIMTE KNeTKkH) U ce Habmonaear ¥ npu ACE-unxuburopwHre.
Te3n HaxoAKH OUEBHIHO HAMAT 3HAYEHHME NPU yRnoTpeba Ha TepaneBTUYHH A03M BaNCapTaH MpH Xopa.

KoMOnHauusTa BaicapTaH-XUuAPOXJIOPOTHA3HA HE € OMia UicneaBaHa 3a MyTar¢HHOCT, XpOMO3OMHH
aHOMAJTHH WIH KaHLIEPOreHHOCT, Thil KATO HAMA AOKA3ATENCTBA 32 B3aUMOACHCTBHE MEXKIY ABETE
pelecTBa. Bece nak Te3u TecToBe ca OuaM NPOBEAKAAHH OTAETIHO C BalcapTaH H XHAPOXJIOpOTHA3|, H
HE Ca Janu NOKa3aTeNCTBa 3a MyTareHHOCT, XPOMO30MHH aHOM&/THH MU KaHLIEPOreHHOCT.

[TpunoxeHunero Ha Bancapran (600 mg/kg IHEBHO) HA NIBLXOBE NPE3 NOCAESIHUTE AHH OT
OpeMEHHOCTTa H 110 BpeMe Ha KbpPMEHe € 0BeJIO A0 NMO-KpaTKa NPeXUBAEMOCT, No-cnado HaagaBaHe
Ha TErNo H 3a0aBeHo pa3BUTHe (OTAENAHE Ha YIIHATA MHIA H OTBAPAHE HA CJYXOBHA KAHAJ) Ha
nokofieHHeTo (BXK. Touka 4.6). Te3zn no3m npu nirexose (600 mg/kg/neH) npeacrariapat
npubnu3uTenHo 18 MbTH MaKCHMMATHATA NPENOPBLYBAHA 1032 NPH X0pa, Ha 6a3aTa Ha mg/m’
(M34MCIEHUATA C€ OTHACAT 3a nepopanta no3a 320 mg/nex v nauyedT ¢ Terno 60 kg). [1pu npunarane
Ha BAJICAPTaH/XHAPOXJIOPOTHA3KA NPH TUTHEXOBE H 3alLiM ce HabnroaaBaT CXOAHH HaxoakH. B
npoyyBaHUATA 3a eMOprodeTanto passutHe (Pa3a II), TMNCBAT QOKA3aTENCTBA 32 TEPATONEHHOCT NpPH
NnpWiIaraHe Ha BajicapTaH/XHAPOXJIOPOTHA3HA NPH TLTLXOBE H 3aiLIM, BbIPEKH TOBa € Ouna
HabmoaaraHa GeTOTOKCHUHOCT, CBBpP3aHa ¢ MaltuHa TOKCUYHOCT.

6. OAPMAINEBTHUYHU JAHHH
6.1 Cnlcbk HA NOMOLIHATE BEeUIECTBA

HOpo na mabaemrxama
MukpokpHcTanHa 1etynosa
KpocnosuaoH tvn A

Copburon (E420)

Marune3neB kapboHar

HuiuecTe, npexenaTHHH3INPAHO
ITornaon K

Harpues creapungymapar

Hatpues naypuncyadar

Cunuuuyes IHOKCHA KOJIOHAEH, De3BoaeH
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Duwimoeo noxpumue

JlakTo3a MOHOXHAPAT
XHnpoMmerosa

Tank

Makporoa 6000

XeneseHn oxcun, kadpas (E172)
Kenesen oxkcua, kT (E172)
Hupurokapmus (E132)

6.2 HecnbBMEeCTEMOCTH

Henpunoxxumo.

6.3 Cpok Ba roaHocr

2 roAHHH

6.4 CronennanHH yc/10BUS HA ChXPaHEHHE

Jla ce cuxpansapa nog 25°C. [la ce chbxpaHABa B OpUrHHAIHATA ONAKOBKa, 3a Ja C€ NMPEAna3y OT Biara.

6.5 BaaacpaALpXKAHHE HA ONAKOBKATA

PVC/PE/PVDC (Triplex)/ Anymunney uan PVC/PVDC (Duplex)/ AmyMuuneBu 6nrcrepy
Onaxosku: 1, 10, 14, 15, 20, 28, 30, 50, 56, 60, 90, 98, 100, 280 Tabnerku. bBonuuunn onakosku: 30,
50,56 x 1,98 x 1 1280 x 1 Tabnerkwn.

He BcHuYKM BHZIOBE OMAKOBKH MOe Aa ObaaT MycHaTH B npoaaoa.
6.6 CrnenuanHm NpeaNa3s’HH MEPKH NPH H3XBbJISHE
Hama cneLyanHi H3HCKBaHHA.

Hen3non3paHUAT A€KAPCTBEH NPOLYKT WIH OTNAABYHUTE MAaTEPHANIH OT HEro TpaOBa Aa ce UIXBLPAAT
B CbOTBETCTBHE ¢ MECTHHUTE U3UCKBAHMS.

7. NMPUTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130,
Dolni Mé&cholupy

102 37, Prague 10
Yewka penybnuka

8. HOMEMA) HA PASPEIIEHHETO 3A YIIOTPEDBA
Per. Ne 20090138

9. JATA HA ITbPBO PA3PEINABAHE/TIOJHOBSABAHE HA PAJPEHIEHHETO 3A
YINNOTPEBA

HaTta Ha mepBO paspewuasaHe: 08 ampun 2009 r.
JlaTta Ha nocneaHo noaHoBsBaxe: 20 maii 2014 r.

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA
16.12.2024 r.
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