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1. HMME HA IEKAPCTBEHHA (IPOAYKT o) k1 1A J—soa’}
: Paageionue Mo 2 o tianerssmmareasraesf e ﬂ ; s m
Ko-/losax 160 mg/25 mg i Mupass TabieTiu T PRy
Co-Diovan 160 mg/25 mg film-coated tablets (e oEpBAs | e

2. KAYECTBEH U KONHMECTBEH CbCTAB

Beska punMupana TabneTxa coappixa 160 mg ancapran (valsartan) ¥ 25 mg XuIpoxnopoTHasu
(hydrochlorothiazide).

3a pENHEA CITHCHK HA MOMOIOHHTE BElECTBA BHAKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA
Punmupana Tabrerka

Kagapo-oparsxery, opanun TabneTkn wamnosanu ¢ “HXH” ot ennara crpana m “NVR” oT apyrara.

4. KIHHHYHH JAHHM
4.1 TepaneBrnuHu NOKIIAHUS
JleueHne Ha €CEHUMATHA XHNEPTOHNA YIPY Bb3PACTHH,

Co-Diovan Qukcupaia 103082 KOMGHHALHA € FIOKA3aH NPY NIALMEHTH, YHETO apTEPHANHO HaAraHe
HE C¢ KOHTPOTHPA AICKBATHO OT MOHOTEpanHA C BAICAPTaH MIH XMIADOXIOPOTHAZN.

4.2 [do3HpoBKa H HAMHH HA NPHAGKEHHE

ﬂO}_‘EQOSKg

Tpenoppusaxara no3a Ha Co~-Diovan e exna dunMupana tabrerka IueBHO. [lpenopsysa ce
MHJIMBHAYAIHO THTPHPAHE HA JO3UTE HA OTACNHNTE KOMIOHeHTH. [Ipu BCEKH cyuail e HeoGX0IHMO
I3 ce NPaBy NOKAUBAILIOTO THTPUPAHE HA JI03aTA HA OTAEIHHTE KOMIOHEHTH, 34 a C& HAMANH PHCKA
OT XUMOTOHHSA H APYTH HEKENaHH PeaKLH.

Koraro e ymMecTHO OT KNMHIYHA [TiefHa TouKa, 64 MOLIO Aa ce 06Cha JUPEKTHO NPEMHHABAHE OT
MOHOTEPANNA KBbM /ledeHHe ¢ KOMOUHAMSA OT QUKCHPAHK 03U NPH NAUKEHTH, YHETO apTEPHATHO
HaAraHe HE Ce KOHTPONMPA aieKBATHO 0T MOHOTEPANuA C BAICAPTAH HWIH XUAPOXIOPOTHAIHA, PH
YCNOBHE Y€ Ce CAe/IBa PENOPHYUBAHOTO THTPHPAHE Ha JO3UTE Ha OTACNHUTE KOMIOHEHTH.

Crien 3anoupane Ha TepanuaTa TpAGBA Ja ce HANpaBH OLEHKA Ha KIMHHYHKA OTroBop cnpsmo Co-
Diovan # aKko He e NOCTHIHE KOHTPO! Ha APTEPHATHOTO HAATaHe, J03aTa MOXKE Aa Ce TIOBHIIM Ype3
NOBHIIABAHE HA OTAEIHUTE KOMIIOHETH N0 MakchmaliHa Ao3a Ha Co-Diovan 320 mg/25 mg.

AHNTHXHNEPTEH3UBHMAT SEKT e MOAYePTAHO HAHYESH Clel 2 CSAMULH,

HNpu noseuero naunenTH Maxcumanel eexT ce nabMogasa B paMkuTe Ha 4 cenmuum, HesaBucumo
OT TOBA, NPH HAKOK NAUMEHTH MOXe 12 & HeobXonnmMo nevenne 4-8 ceamuun. Toea TpaGea aa ce UMa
MpeIBHA NPy TUTPHPAHETO Ha A03aTA,

Hayun na npunoxcenue
Co-Diovan mMoxke 1a ce npuema cbe Hiu 6e3 Xpaxa 1 Tpa0Ba Aa ce IpHeMa ¢ Bona.




Creynanny nonyiauuu

Tayuenmu ¢ GvOpeuno yapexcoane

He ce Hanara xopurupaxe Ha 2o3aTa IpH [TALHEHTH C JIEKO 10 yMepeHo GhOpedno yBpexaaHe
(cxopoct Ha roMepynata durpauns (GFR) >30 ml/min). IMopany XUApOXIopoTHASHIHATA
xomnioHenTa Co-Diovan e npoTHBolioKasaH Npu MALKHEHTH ¢ TEXKO 650pevHo yBpexKaane
(GFR <30 mi/min) u aHypHs (Bk. Touku 4.3, 4.4 1 5.2).

TTayuenmu c uepnodpobro yepexcdane

[py MALMEHTH C Jleko A0 YMEPeHO YepHOAPOGHO YBpexane 6e3 XoNnecTasa f03aTa Ha BAICAPTAH He
TpAGBa fa npesumasa 80 mg (Bk. Touka 4.4). He e ycranosena npenopbyuuTeNiHa 1034 33
XHUOPOXJIOPOTHASH]L [IPH MALKEHTH ¢ YMEPEHO A0 TEXKO YyepHoopobHo yepexnane. [Topanu
Haymurero Ha salcapran Co-Diovan e npoTHBONOKA3aH IPK NALHEHTH C TEXKO YEPHOAPOTHO
YBpexade wid ¢ GHIHapHa HPOo3a W XoNecTasa (Bx. Touku 4.3, 4.4 u 5.2).

Iayuenwmu 8 cmapuecka ev3pacm
He ce Hanara MpoMsiHa B JO3MPOBKATA NIPH NALMEHTH B CTAPUECKa Bh3PacT.

Heduampunnu nayuenmu
He ce npenopsusa ynotpeGara sa Co-Diovan nipn neua nom 18 roaunu, nopaay JMIICaTa HA JAHHH 3a
He3onacHOCTTa H e(HKACHOCTTA.

43 IIporHBONOKA3AHHAR

- CBpBXYYBCTBUTENHOCT KbM aKTHBHOTO BEINECTBO(a), APYTH Cy1GOHAMUIHN OPOU3BOLHH HWIH
KbM HAKOE OT NOMOIIHHTE BELIECTBA OIIMCAHH B TOUKA 6.

- Brop# ¥ TpeTn TpHMecThp HA GpemennoctTa (ToukH 4.4 1 4.6).

- Texko yepHOAPOOHO yRpexAane, GHTHAPHA LKUPO3a U XOJIecTa3a.

- Texko 6b0peuno yrpekaaHe (KpearHHUHOB KIHPBHC <30 mi/min), aHypus.

- PetpakTopha XHIOKaMHeMHs, XUIIOHATPHEMYS, XHTIEPKAMLIEMHA ¥ CHMITTOMATHIHA
XUMEPYPHKEMHA.

- Exnospemennata ynorpeba Ha Co-Diovan ¢ aTHCKHpeN-ChAbPXAIIH IPOAYKTH IPH NALMeHTH
Che 3axapen nuaber wnu Gu6peyno yspexaane (GFR <60 ml/min/1,73m?) (Bx. Touku 4.5 1
5.1).

4.4 Chneunanmu npexynpesIeHHs W NpelnaHyl MEPKH npH ynoTpeda

ITpoMeHYy B HHBATA HA CEPYMHHTE ENEKTPOINTH

Bancapman

EnnospemenHata yniorpefa ¢ kanuesu 106asku, KaTAH-CEXpaHABAH IWYPETHULIH, 3AMECTHTENH Ha
COJITA, CHABMKAILM KaIui, Wik APYTH NEKAPCTBeHH IPOAYKTH, KOMTO HHXa MOLIIH JIa MOBUILAT
HUBATA Ha Ka/ui (XernapyH M T.H.), He ce npenopbusa. CToRHOCTHTE Ha Kamud TpaGBa aa ce
MOHHTOPHPAT CHOTRETHO.

Xudpoxropomuaiud

[Tpu NeueHne ¢ THAZMIHY AUy PETHLH, BKITIOYHTEIHO XMAPOXIOPOTHASHE, Ce ChobIIaBa 3a C1yuaH Ha
xunokanvemus. [Ipenopbysa ¢e 4eCTO MOHHTOPHPAHE HA HHBATA HA CEPYMHUA KAIHUH,

JleyeHMETO C THA3NAHM TUYPETHLH, BKIIOUMTENHO XHAPOXJIOPOTHA3K, C& CBLP3BA ¢ XMIOHATPHEMHUS
¥ XMIIOXJIOPEeMHHHA ankano3a. THasuauTe, BRIOYHTENIHO XHAPOXIOPOTHA3H, NOBHINABAT
€KCKpCLMATA HA MarHe3HH B YpHHATA, KOSTO MOXKe Ja JOBEAE 0 XHIIOMarHesueMus. ExckpelaTa Ha
Kanumil HamMaIs1Ba noj BAHAHKETO HA THA3MAHWTE AUypeTHIH. ToBa MoXe Na JOBeae 10
XHISPKAILMEMHES.

KakTo npu BCHYKH MALMEHTH, TOMY4aBallli Iy PETHYHO JIEUEHHE, € HeOOXOIUMO Ha MOAXOIAILK
HHTEPBATH OT BPEME J1a €& OCHILECTBARA ONPeIeNgHE HA HUBATA Ha CEPYMHHTE eNeKTPOIHTH.
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IT. HTH ¢ HATpHeB WK obemed aeduipr
IaupeHTHTe, NOAYYARANIM THE3UIHN NMYPETHLH, BKIFOYHTENHO XMAPOXIOPOTHA3HA, TPAGRA 18
6baar vabdMlonapauy 3a NOARA Ha KNMHAYHM [IPH3HALN Ha BOJEH WIIH ENEKTPOTUTEH AHCORNAHC,

TTpy nauMeHTH ¢ TeXbK HATPHER H/IWIH 00EMEH NeQHIIAT, KATO TE3H, KOHTO IOIYYaBaT BHCOKH J03H
HAHYPETHIH, B PEAKH C/Iy¥aH Clex 3all04urate Ha Tepania ¢ Co-Diovan MoXe 3a ce nogsu
CUNITOMATHYHA XHNIOTOHNA. HarpuesnsT n/uny obeMHnaT neduimT Tpabsa na ce KOPHTHpa peau
3an04pake Ha nedeHrere ¢ Co-Diovan,

)y HTH € TEXKA XPOHWIHA Cb HHA HENOCTATBYHOCT HITH TH CHCTOAH IIpH KOUTO € HaWHIIE
CTHMYTI Ha CHCTEMAaTa PeHNH~AHTHOTEH3HH-AI0CTEPOH

Tpu naupenTy, unato 6b0pedna dyHkuMa 61 MOTNa Aa 3aBHCH OT AKTHBHOCTTA HA CUCTEMATA PEHMH-
AHTHOTEH3WH-AILIOCTEPOH (HAIp. MALMEHTH C TEXKA 3ACTOHHA ChPAEYHa HENOCTATBYHOCT),
NICGEHUETO ¢ MHXHOUTOPH Ha QHTHOTEHIWH-KOHBEPTHPAILMA €H3UM Ce CRBP3BA ¢ ONMIYPHA WHIN
NIPOTPECHPANIa A30TEMHs H B PEIKM Ciyuan ¢ ocTpa Op0peuna Hea0CTaTLYHOCT H/MIIH CMBPT.
Ouenkara Ha NAHEHTHTE CBC ChPOEYHA HEAOCTATHYHOCT UITH CIIE] TIPEKApaH MMOKApAeH HH(apKT
BHHArM TpAGBA Ja BKIFOYBA M OLICHKA Ha 6p0peuHara dyHkums. [Tpunoxkenunero Ha Co-Diovan mpu
NALKEHTH ¢ TEXKA XPOHH4HA ChPIeIHA HelOCTATHYHOCT HE € MPOYy4BaHO.

Cneﬂoaarenﬂo HE MOKE J1a Ce H3KIIOUH, Y€ NnopanH HHXHﬁHpaHe Ha CHCTEMaTa PEHHH-AHTHOTCH3HH-
1I0CTEPOH TpuiaraHerc Ha Co-Diovan moxe na Opxe cpEp3aHo ¢ yBpeKaane Ha 0n6peuHaTa
dyukuun. Co-Diovan He Tpabsa na Ce npunara NPy Te3H NANMEHTH.

CreHosa Ha 6pOpPEYHA ApTEPHS

Co-Diovan ne TpaGBa na ce Npunara 3a NeueHHe Ha XUMEPTOHKS [IPH TALMEHTH ¢ eAHOCTPEHHA WK
ABYCTpaHHa ¢TeHO3a Ha OLOpeUHHTE apTepyH WIH CTeHO3a Ha apTepus Ha eAMHCTEEH Oubpek, ThH
KaTO IIPH TAKHBA TALMEHTH € Rh3MOXHO NOBHIIABAHE Ha CTOHHOCTHTE Ha CepyMHUTE HUBA HA ypesd H
KPEaTHHHH.

IIepBUYEH XUTIEPATAOCTEPOHUIEM
TNaumeHTHTe ¢ TEPBRYEH XUIEPANLIOCTEPOHHIBM He TpAGBa ma ce nekysar ¢ Co-Diovan, Thit kato

TAXHATA CUCTEMA PEHHH-AHTMOTEH3HH He € AXTUBHPAHA,

AOQIHB ¥ MHTpaIHA KJIANHa CTeHo3d, MHQQIQOQH‘IHH. Q@! PYKTHEHA KapIHOMHONATHA

KakTo mpH BCUHKH APYrH BA30AHNATATOPH € HEOGXOIMMO 0COBEHO NOBRILEHO BHUMAHKE NIPH
RAUACHTH, CTPAJAlH OT 20PTHA HITH MUTPAJIHA CTEHO32 HY OT XunepTpoduina o6CTpYKTHBHA
KapauomHonarus (OXKM).

Br6peyto yepexnane
He ce Hanara kopuripane Ha K03aTa NpH TAIMEHTH ¢ GbOpeuHO YBpexKIaHe U KPEATHHUHOB KIUPBHC

230 ml/min (Bx. Touxa 4.2), TIpenoprusa ce NEPHOAMUHKO MOHMTOPUPAHE HA CEPYMHMTE HUBA Ha
KIHH, KpeaTHHUH H MTHKOYHA KHCeNuHa NpH npunarade Ha Co-Diovan npu nanueHTH ¢ 660peyno
yBpexRaLe,

BrlpeuHa TpaHcnaauTauys
Ho To3u MOMEHT HAMa HaTpyMaH OMUT 10 OTHOIIEHHUE Ha Gesonackara ynoTpeta Ha Co-Diovan nmpu

Mau¥eHTH, NPeKapann Hackopo Gu0peusa TPaHCILIAHTALIHA.

YepnonpobHo YEpexaaHe

TIpd naukMeHTy ¢ IeKo J0 YMEPEHO YEPHORPOGHO yBpexaane He3 xonecrasa Co-Diovan Tpsfpa na ce
ynoTpefsga ¢ IOBHIIEHO BHIMaHuE (BX. TOWkH 4.2 1 5.2). Tuasugrute AuypeTHum TpsaGea na ce
TIPHIATaT ¢ BHAMaHHE NPH HAUHEHTH ¢ YBPeAcHa YepHonpoOHa QyHKLHA KM NPOrpecHpalio
3ab0o/1ABaHe Ha YepHa Apos, Thil KaTo MAIKH NPOMEHH BBB BOIHO ENEKTPONHTHUA GanaHc MOxe 13
TIPEJH2BHKA YepRONpoGHA KOMa.




AHaMHe3a 33 aHrHOSeM

T1pu namenTH, JEKyBaHH ¢ BAICAPTAH Ca JOKIAABAHU CTyday HA AHTHOEAEM, BRIIKOYUTENIHO OTOK HA
NIAPUHKCA M [IOTHCA, MPHYHHIABAIIN 0GCTPYKUHS Ha AHXATENHATE IBTHINA H/MITH NOAYRaHe Ha
JHLETO, YCTHHTE, GapHHKCca H/WIH e3nka. HAKOM OT Te3H MALHEHTH ¢a W3ABABANMA [PEaK TOBA
aHTHORIEM OT OPYTH JIEKapCTRa, BKMOUHTENHO ACE uaxubutopy. IIpy BR3IHUKBAHE HA AHTHOEAEM,
nipueMET Ha Co-Diovan Tpabea Ja ce npeycraHoBu He3a(aBHO 1 a He Ce MPHITAra NOBTOPHO (BHXC
Touka 4.8).

CucTeMer aynve epUTeMaTolec
Crobiwasa ce, ye THA3HINUTE AUYPETHIM, RKTIIOTUTENHO XHAPOXIOPOTHAZH, MOTAT 13 0OGOCTPIT MU
14 aKTUBHPAT CUCTEMEH JTYTIYC ePHTEMATONEC.

Jpyrh MeTaGonuTHI HAPYIIEHHA

TrasuanuTe NMYPETHLH, BKIKOUMTENHO XMIPOXTOPOTHASY, MOTAT A4 HApYILAT [IFOKO3HUA TOIEPAHC
¥ Na MOBHILAT CEPYMHHTE HUBA HA XOJECTEPON, TPHINHMLEPHIH 1 IUKQIHA KHCENHHA. [IpH nanueHTH
C AHabeT MOXKe 4 € HeoOXOIWMO KOPHTHpaHe Ha 203aTa HA HHCY/IMHA HITH Ha IEPOPATHOTO
XHIIOTHHKEMUYHO CpeacTso. THaznaHATe ANy PETHIIN MOTAT 3 NOHIKAT eKCKPELHATA Ha KAyl B
YPHHaTa ¥ 13 JOBENAT N0 HHTEPMMTEHTHO JIEKO MOBHILIABAHE Ha HUBATA HA CEpYMHNA KANUMI IpK
JIHIICA HA YCTAHOBEHO HapyLICHHe Ha KanuueBHs MerabonuysM. MispaleHara xurniepramiuemMin Moke
Aa € 0Ka3aTeNCTBO 33 NOMISHKALL XHIIEPNIAPATUPEOMIHIbM. [IpUEMBT Ha THA3KIHH AXYPETHLIH
TpabBa Aa Ob/e NpeKpaTeH Ipeny NPoBEKAAHETO HA WACISABANKS HA NAPATUPEOMIHMTE (DYHKIHH.

@TD‘{! BCTRUTENHOCT

Crobwiaga ce 3a C/Ty4an Ha peakuuy Ha (OTOHYBCTBHTENHOCT IPH OPHEM HA THAIKIHYH AUy DETHIIH
(Bx. Touka 4.8). Ako peakuiaTa Ha GOTOMYBCTBHTENHOCT BL3HHKHE B XON4 HA NIEYEHHETO, C&
HpenopbYBa CEpade Ha JeYeHHeTo. AKO ce CUNTA 33 HeoGXOIMMO NOBTOPHO MpUJAraHe Ha
AWYpeTHKa, ce NpenopEuBa 3alliTa Ha 06NacTHTE, H3NOMKEHH Ha CITRHIIE HITH N3KycTReHa UVA
CBET/IVHA.

bpeMennsoct
He TpalBa 4a ce 3anousa fieuente c aHruoTensul 11 pelenropun Grokepu (APB) o Bpeme Ha

OpemeHHOCT. OCBEH ako MPOBLKUTENRHATA Tepatind ¢ APB ce npeleny Kato CHUIECTBEHA, TeYEHHETO
H& MauHeHTKH, kOHTO IWIAHYRAT OpeMeHHOCT, Tpa0Ba aa Obae 3aMeHeHO ¢ ANTepHATUBHO
AHTHXHIEPTEH3UBHO AeJEHHE ¢ yCTAaHOBEH NpoduT Ha Ge30macHoCT 3a ynoTpea o BpeMe Ha
Gpemennoct. [Tpu ycTaHORABaHe Ha GpeMeHHOCT NeveHneTo ¢ APB Tpafsa He3abaBHO Ja ce
MpeyCTaHORH U /1A Ce 3anoyuHe alTEePHATHRHO JIEYeHHe, 4K0 & NOIX0IAIO (BK. ToukH 4.3 u 4.6).

O61m

Heo0xonuMo € noBHILeHO BHUMAHHKE TIPH MTALKEHTH ¢ IPEQUIECTBAUa CBPBXIYBCTBHTENHOCT KbM
Apyry anrnoTen3ut Il peuenTopau GnokepH. PeakuHHTe Ha CBPBX4YRCTBHTENHOCT KbM
XHAPOXAOPOTHAZHA C2 I10-BEPOATHH NIPH NALMEHTH, CTPaJAl OT ANEPIHA WM ACTMA.

Xo AeH U3THB, OCTHA MHOTIMA 1 BTOPUYHE QCTPA 3AKPUTBIBIHA ITIAYKOMA

XHAPOXIOpOTHa3H, KaTo CynOHAMMUI, Ce CBBP3IBA C MAMOCHHKPATHYHA PEakins BOACINA 10
XOPOWIANEH HATHB ¢ Je(eKT Ha 3PUTEITHOTO NoJle, OCTPA IPEXOLHA MHOMMA H OCTPa 3aKPHTOBIbIIKA
raykoma. CUMITOMHTE BKTFOYBAT BHE3ANTHO CHHO HAMA/IEHA 3PUTENTHA 0CTPOTa MU 50J1Ka B OUMTE
1 OOHKHOBEHO CE TIOABABAT B PAMKMTE HA HAKOJKO Yaca O CENMHIIM OT 3aN0YBAHE HA eYEHHETO.
HenkeyBanata ocTpa 3aKpHTOBIBIHA [MTAYKOMa MOYKE A2 AOBEIE A0 NOCTOAHHA 3aryba Ha speHueTo.
Tepanusara ¢ XHAPOXIOPOTHA3HA TPsOBa Ja Ce MpeKpaTH Bh3MOXHO Hal-Gbp30. MoXe na ce HANOXH
He326aBHO MEAHLMHACKO HIIY XHPYPTHYHO JIeYeHYe, AKO BRTPEOYHOTO HANAraHe He MOKe a ce
KoHTponupa. PuckosuTe $akTopy 3a pa3sBUTHE Ha OCTPA 33KPHUTOBIBIHA [ayKoMa MoXe Ja
BKJTIOYBAT NPEAHUILIHO JIEYEHHE ChC CYNPOHAMUAN KITH ANePrus KbM HEHHIMHIH.,

[sofina 650Kana HA PeHHH-AHTHOTEH3MH-ANNOCTEPOHOBATa cicTeMa (PAAC)

Wma panny, e enHospemenHara ynotpeda Ha ACE unxuburopy, anruorensus II-pe
GroKepH MK ANMCKUPEH TIOBUINARA PHCKA OT XHITOTOHHA, XHNEPKATHEMHS H HAM;
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616peunarTa GyHKIHS (BKTIOUHTENHO 0CTpa Gp0pedna HegocTarsyHocT). TlopanH Topa He ce
npenopvysa ABOHHO 6nokupane Ha PAAC Hpes komBurupanarta ynotpeba na ACE HHXBGHTOPY,
AHTHOTeH3HH [I-perenTopan 6noKepH HMd aNACKHPEH (BX. TOYKH 4.5 1 5.1)

AKO ce MPELEHH, 1e TEpanuaTa ¢ ABOHRO GnoKupare e abcomoTHO HeolXonHMMa, TOBA TpaGBa 1a
CTaBa camo oA HalMiOICHKETO Ha CTICLHATUCT H IIPH HeCTO BHUMATENHO MOHHTOPHPAHE HA
OnOpednara ¢yHKIEA, €ACSKTPOITHTHTE H KPSBHOTO HalATAHE.

ACE HHXHOWTOPY 1 aHrnoTeRsHH [I-peenTopiy 6noxepy He TPI6Ba 12 Ce H3NON3BAT EAHOBPEMEHHO
TpH NAiHeHTH ¢ aAdabeTHa HediponaThsL.

HeMenanoMeH pak Ha KOXaTa
B zaBe enuaemMuonornHy NpoyyBaKNs, OCHOBABAILM C€ Ha NATCKHMSA HALMOHANEH PAKOB PETHCTHP, €

Ha0noNaBaH NOBHINEH PHCK OT HEMENAHOMEH pak Ha xoxara (HMPK) [6azanHokneTsueH KapLHOM
(BKK) 5 cksamo3Boxstersues xapuusoM (CKK)) mpu HapacTBaila ekcro3Himus Ha KyMyTaTHREA 1033
xuapoxnopotHasun (XXT3). PorocencnGunnzupaiute edekry Ha XX T3 Morar na AeciicTsaT XaTo
BEPOATEH MEXaHHU3BM 3a pa3sdTue Ha HMPK.

INauuenrure, npuemamu XXT3, rpabea aa 6baar undopmupani 3a pucka oT HMPK u ¢heersany
PENOBHO [1a IPOBEPABAT KOXKATA CH 334 HOBH JIE3MH H He3a0aBHO A3 ChOGIIABAT NPH MOSBA HA
TIONO3PUTESIHY KOXKHH €3, Ha nauuenTiTe TpA6Ba 14 e NPENOPhYaT Bh3MOXKHH NPEBAHTHBHH
MepKH, KaT0 OrpaHHYEHO H3JIaraHe Ha c/IbHYeRa CBET/IMHA ¥ YATPABHOJIETOBH JThYH, 4 B CTyual Ha
EKCTIO3MLIAA, TOAXOAAINA 3ALIHMTA, 38 44 ¢ CBENE KO MUHUMYM PHCKBT OT Pak Ha KOXKara.
Tono3purentuTe KOXKHY Ne3kn TPpaGBa fa Ghaar noanokeny Ha He3abaBHO M3CNeIBaKe,
MIOTEHIHMANHO BKIIOUBAIO XMCTONOTHIHN H3cNeBaHHsA Ha OHONCHYHH MaTepHaid. [Ipepasriexnane
Ha ynotpebara Ha XXT3 Moxe 1a ce HATOKH U IIPH MALIMEHTH, KOHTO ¢a HManH npeaxoien HMPK
(BX. cBILO TOUKA 4.8).

OcTpa pecnyparTopHa TOKCHYHOCT
Cren npueM Ha XUAPOXIOPOTHAIN Ce CHOGIIABAT MHOTO PELKH TEXKH CITy4aH Ha OCTpa

PeCIHpaToOpHa TOKCHYHOCT, BKIFOUMTENHO OCThp pecnuparoper auctpec caaapoM (OPLC). Cren
TIPHEM Ha XHAPOXJIOPOTHA3H, OOGMKHOBEHO ce paiBHsa GenofpoGer OTOK B PAMKUTE Ha MUHYTH AO
4acoBe. B HAYANOTO CHMATOMUTE BKIIOYBAT TUCIIHEsN, NORULIEHA TEMITIEPATYPE, BJAOLIABAHE HA
Genonpobrara QyHKmMa ¥ xunoronus. [Tpu chMeeHue 32 ARDS TpiGea aa 6be CIpAH NPHEMBT Ha
Co-Diovan 4 aa ce IPWIokKH NOAXOAAWO edeHHe. XHIPOXIOPOTHASH He TpAGBa 1a ce IpUnara npx
NAenTy, KOUTO TIpenH TOBa ¢a Noayyarany OPJIC cien npseM Ha XHAPOXAOPOTHASHA,

4.5 BianmoneilcTBHe ¢ APYrH JEKAPCTBENH UPOAYKTH H APYTH GOpME HA B3anMoelicTeHe

Baanmone#cTBHA, CBBP3AHH C BANCAPTAH M XHAPIXAODOTHE3HA
He ce npenopvuea gdriospemennia yrompeba

Jumui

O6patumo NopxLIaBEHE HR CEPYMHHTE KOHIEHTPaUMH Ha TUTHI ¥ TOKCHYHOCT €3 ChODILIeH: NPH
eAHOBpeMeHHara yrnorpeba Ha tuTHi ¢ ACE naxuburopu, anrnotensnH 11 penentopuu 6nokepu win
THa3URHH JHYPETHLM, BKIIOUHTENHO XBHAPOXIopoTHasua. Thif KaTo THASHAMMTE Ay PETHLIM
HamaiBar 6b0peunna KnRpLHC Ha INTYH, ce MpeanoNara, Ye PhCKET OT JIMTHEBA TOKCHUHOCT MOXKE
za 6v2¢ nosuured nolreauTenso ¢ Co-Diovan. Ipenopbusa ce BHUMATENHO ClIENEHE Ha CEPYMHUTE
HHRZ Ha INTHI, aKo ce NpeLenH, Ye KOMOGHHALMATE & HeoGxonuma.

Heobxodumo e nosumeno syumanue ppu ednospemenna ynompeba

Apveu aumuxunepmenzusniy azenmu

Co-Diovan Moxe 12 HOBHIIN &)UKACHOCTTA Ha JPYTH JEKAPCTBA ¢ aHTHXHIIEPTEH3HBHH CBOMCTBA
{Hanp. rBaHeTMKH, MeTUAAONA, BazomnaTaTtopt, ACE HHXUGHTOPH, aHrMOTEH3HH PELIENTOPHH
Griokepu (APB), Gera-6noxepn, kanumepn aHTATOHUCTH) U AUPEKTHH PEHHHOBH MHXHGUTOPH (JIPH)).

IIpecopuu amunu (Hanp. HOpPALPeHAIHH, aIPeHANTHE)
BB3MOXKHO € HaMaIABaHe Ha OTTOBOPA KbM NPecOpHH aMuAK. KiIMHMYHOTO 3HAYEH
¢ HEYCTAHOBEHO W HEJJOCTATHUHO, 46 J[a GBAAT CPEHH.

]



Hecmepoudnu npomusossananumenny cpeocmaa (HCIIBC), sxmovwumenno cenexmusnu COX-2
unxubumopu, ayemuncatuyunosa xucenuna >3 g/dnesno u necenexmusny HCIIBC

HCTIBC morat na oTcnabaT asTHXHIIEPTEH3WBHUA eeKT KAKTO Ha aurnotTeHsuH I peuentopHute
AHTATOHKCTY, TAKA H HA XMAPOXIOPOTHASHAA TIPH SAHOBpEMERHC Npunoxenve, OCBeH Tosa,
epuospeMenHoTo npwiarade Ha Co-Diovan u HCTIBC moxe A3 10BeIe 50 BAOIIABAHE Ha
OnOpeanara (yHKIMA TOBHLIABAHE HUBATA Ha cepyMuuA Xanmit. [Topaln ToBa ce Npenopbysa
npocnengsade Ha OnOpeyrdaTa GyHKIMA B HAYATOTO Ha JieYeHUETO, KaKTO M afeKBaTHa XHAPATALHNs
Ha NAIHENTR,

BaanmMoRgHCTRHA, CERP3AHH ¢ BRICADTAH

atina Ga0Kka0a 1 uH-gHZUOMeH3UY-andocmeponosama cucmema (PAAC) c APS, ACE
UHXUGLONOPY WAN QIUCKUDEH
Jlaruu oT KIHHEYHY OPOYUBAHNA NOKA3BAT, Ye NBOUHOTO GI0KHMpaHe HA PEHHH--AHTHOTEH3HH-
angocTeponoara cucrema (PAAC) upes komGarupanara ynotpeGa na ACE ynxuGuropy,
anrporeHsuH II-penentopuy 60KepH KNK AMMCKHPEH Ce CBBP3RA C [I0-BHCOKA HYECTOTA HA HEXKEIaHH
CBOMTHSA, KATO HATIPAMED XUTIOTOHHA, XHIIEPKaTHEMHS M HaMalaRare Ha GpOpeuHara dyHkimus
(sxmounTenHo ocTpa 6Bu6petHA HEAOCTATHYHOCT), B CPABHEHHE ¢ YIOTpeGara caMo Ha eaHO
cpeacTso, Aeficraino Bpxy PAAC (mx. Toukn 4.3, 4.4 1 5.1),

tle ce npenopvyea eduogpenenna ynompeba

Kanuii-cvxpanseauyu ouypemuyu, Kanuesu 00608KY, IAMECTHUMERN HA CORMA, CoOBPNCAMN KaTull
uau Opyeu cyGemanyun, xoumo buxa mozau 0a NOBHULAN HUEAMA HA KA

Axo ce npeniens, Ye e HeoOXOaWM NleKapeTReH NPOAYKT, KOHTO 3acAT2 KanueByTe HUBA B KOMOHUHALHS
€ BajICapTan, [IpENopeYBa C¢ CIENCHE Ha TUIAMEHATE HUBA HA Kanni.

Tpancnoprepu
Hu BuTpO NaHHH MOKA3BAT, e BAICAPTaH € CyDCTPaT Ha TPaHCHOPTepHTe 3a YepHOApOGHO 3aXBalllaHe

OATPIBI/OATP1B3 1 na uepHoapoOuua ediyke Tpascnoprep MRP2, KTHHHYHOTO 3H8UEHHE HA
Ta3u HAXOIKA HE € H3BECTHO, EAHOBPEMEHNOTO NPHIOKEHNe Ha MHXHOHTOPH Ha TPRHCNIOPTEPHTE 33
3axBaijane (Hanp. pudaMnuy, LHKIOCTIOPHH) Wil Ha ednyKe TPAHCTIOPTEpHTE (Hanp. PHTOHABHD)
MOKE A4 MOBHILH CHCTEMHATA eKCRO3MLMA Ha baicapTaH. [IpeanpyeMere NOAXOAAIM I'PHXN NPH
3aN0YBAHE UMY NPEKPATABaHe HA CLITLTCTBALIO JIEUEHHE ¢ TAKHBA IEKapCTRA.

Jhunca na ezqumodeticmeud

Tip# npoy4BaHuA 32 NEKAPCTBERN B3AMMONeHCTBIA ¢ BAICAPTAH HE CA YCTAHOBEHH KIMHHYIHO
3HAYHMH B3AHMOLNEHCTBUA MEeXIY BATCAPTaH W HAKOE OT CHENHHTE BEIIECTBA: MMETUAMH, Bapdapun,
ypo3emun, ABTOKCHH, ATCHO0], HHAOMETALIMH, XHAPOXTOPOTHA3NN, AMNOAMIIMEH, FTRGEHKIaMHI,
JMIOKCHH U MHIOMETALME MOTar /Jia B3auMOoaeHCTBaT ¢ XHApOoXJIopOTHa3sHIHATa KOMIIOHeHTa Ha Co-
Diovan (x. “BaaumonelcTeus, CEBp3anH ¢ XHAPOXNOPOTHAZNA™).

BsapmogeficTeas, CBBP3aHHA € XHAPOXIIOPOTHASHIL

Hecfxodumo e nogumeno snumanue Rpy eOHOBPEMEHHA YHOMpPeGa

Jerapcmaeru RpOAYKINU, ROGTUIBININ HUGOMO A KA.

XHAMOKATMEeMIYHHAT eeKT Ha XUIPOXIOPOTHAHAA MOXKE [1a Ce TOBHILH NPH SAHOBPEMEHHOTO
[APUIOKCHHE Ha Kanuli-rybeuiy JUypeTHLM, KOPTHKOCTEpoHiM, takcaruen, ACTH, amdorepruuH,
KapOeHOKCONOH, NERHLMNUH G, CATHUMIOBE KHCEIHHA H IPOH3BONHHTE 1,

Axko & HeobXoMMMO NIPENTIMCBAHETO Ha TE3U NEKapPCTBEHU TIPOAYKTH EHOBPEMEHHO ¢ KOMOUHALHATA
XHAPOXIOPOTHAIHA-BACAPTAH, C¢ IPENOPBYEA MOHHTOPHPAHE Ha IJIA3MEHATE HUBA HA KaTHa (BK.
TouKa 4.4).




Jlexapcmeenu rpodyxmu, xoumo mo2am da npeouzsuxam torsades de pointes

Topany prcka OT XMNOKATMEMHS XMEPOXAOPOTAAA TPAGBA Aa Ce NPHIAra ¢ HOBHILEHO BHUMAHHE
TP EAHOBPEMEHHO MPIIOKEHHE ¢ NEKAPCTRENH NPOAYKTY, KOUTO MOTAT TIpeAU3BHKAT torsades de
pointes, nafi-sede knac Ia u knac [11 aHTHAPHTMALK M HAKOH BHTHICHXOTHU.

Jlexapcmeenu npoOyxmy, ROGIUAGRUYY HA CEPYMHOMG HUBO KA HAMPUT

EdexTsT Ha XxMIIORATPHEMMS Ha My PETHIATE MOKE [a C& 3aCHIIA NPH eHOBPEMEHHOTO TIPHIOKCHUE
C NeKapCTRa, KaTo aHTUAENPECaHTH, aHTHIICHXOTHIN, aiAnenkanTtiuy u T.1. Heobxonumo e
BHYMAHHE NPY NPOSBIKUTENHO JEUSHHE C TE3H JICKAPCTBA.

Juzumamcoeu znuxozudu
Tuasui-MuLyuHpaHa XHIOKAIREMHA HIH XHIIOMArHE3MEMHA MOTAT 4 C& WINBAT KATO HEKENaHu
peaxiiy, ynecHsBaliKi HauanoTo Ha IUrUTANHC-MHAYURpPaHE CEPASYHI apuTMut {BK. Toqaka 4.4).

Kanyueau conu u eumamun D

[Ipunaraleto Ha THa3WAHK AHYPETHLIH, BKIIOYNTENHO XHIPOXIOPOTHASHA, ¢ BATaMUH D wiw c
KaNLHEBH CONK MOXKE 3 NOTCHIKpa OKAaYBRAHETO Ha CEPYMHUA Kaniiil, ExHOBpeMeHHOTO
NPRIGKEHHE Ha THA3HACH THI JHYPETHLM ¢ KAlIlHEBH COMM MOXE Ja KOBEe IO XKIepKATLHEMHSA
py NALHEHTH, PENPA3NONOKEHH KBM XHIIEPKAIUHEMHA (HAlD. XHISPTIaPATHPEOTHIbM,
3I0KAYECTBEHO 3a0019RANE MK CHCTOSHUA ONOCHEICTRAHN OT BUTaMuH D) upes nosxinasane #a
TyGynHara peaGeopOuus Ha KaTLiA.

Anmuduabemnu aexapemed (ICPOPENHH CPEACTBA H HHCYIHH)

TrasunsnTe ABYPETHIM MOXKE J1a OKAKAT BIUSHIE BHPXY [IIOKO3HUA TolepaHc. Moxe za €
HeOOXOAMMO KOPHIHpAHE Ha JO3HTE.

Merdpopmun TpabBa Aa ce NpHeMa ¢ MOBHINEHO BHIMARKe MOPATH PKCK OT IAKTATHA allHAo032,
HHAYUMpAHA OT BB3MOXKHA PYHKLIHOHANHS GBOpeyHa HEROCTATHYHOCT, CELP3aHA C
XRIPOXIOpOTHAZUN,.

Bema-6aoxepu u ouazoxcud

EnHOBpeMEHHOTO IIPHNOKECHUE HA THASUIHH IMYPETHIH, BKTIOYHTEAHO XHAPOXIOPOTHAIMN,
Gera-Onokepu MOXKe 4 MOBUIIM PUCKA OT XUTiepriukeMad. THa3HIHHTE JMypeTHIH, BRIIOUHTEIHO
XHAPONIOPOTHASH], MOTaT 3 IOBHLIAT XHUNePrIMKeMHYHIA B(beKT Ha JHAa30KCHA,

Jlexapemeenu npodyximy, npunazany 3a revenue na hodazpa (Npodesenn, cyndUHNHPasoH 1
ATIOTYPUHOI)

B13MOXHO € Ja ce Balox# KOPUTMpate Ha J038Ta Ha YPUKO3yPHUHHTE CPeCTBa, Thi KaTo
XHAPOXNOPOTHAIHI MOXKE Ja ITOKEHH HHBATA Ha CepyMHATa NMKOYHA KuceMina, Moxe 1a e
Heo0X0oIMMO Na ce yBeNMudH A032Ta Ha POGEHELA U CyUHIMpPasoH, EAHOBPEMEHHOTO NpITarane
Ha THa3HAHN JHYPETHIH, BKIHOYHTEIHO XHAPOXIOPOTHAZHA, MOXE 13 IOBUILH YeCTOTaTa Ha
PeaKUUHTE Ha CBPLXYYBCTBUTEIIHOCT CIPAMO A0y PUHON.

AnmuxonunepeusHu TeKapPCMBEHY NPenapamu u Opyeu IeKapemeen RpodY NIy, ROGTUABAY
CIIOMTULHUR MOMUTUMEM

BHOHAMYYHOCTTA HA TUA3MIHNUTE JUYPETHII MOKE A3 C& MOBUIIM OT AHTHXOIHHEPIHYHHTE
JACKAPCTBEHU PORYKTH (Banp. aTponnH, GunUpenyiH), BeposTHO NOPaIH HaMATABaHe HA MOTHIATETa
Ha CTOMAIIHO-YPEBHUs TPAKT M 3a0aBsHe Ha BPEMETO 3a M3Npa3BaHe Ha croMaxa. OBparHo, ouakpa ce
NPOKHHETHYHETE JEKAPCTBA, KATO LM3ANPHI A3 HOHMKAT GHOHANHYHOCTTA HA THAHIHHTE

AHYPeTHLM,

Amanmadun
TyasniHnTe AUYPETHIM, BKIHOUUTENHO XUAPOXIOPOTUA3HL, MOTAT A4 MOBHINAT PHCKE OT HEXKENaHH
PeAKLINE, IPHYHHEHH OT AMARTSIHH.




Honoobemwu cvonu

AbcoplugnTa Ha THRIHAHHTE DHYPETHLH, BKIIOYATETHO XHAPOXNOPOTHA3HI, C& HAMANABA OT
XOnecTHpaMuH 1 xXosecTunon. Tosa Moxe Na noBene 10 Cy0-TepaneBTHICH eeKT Ha THASHAHNTE
nuypetrun. O6ade, pasnpenentero Ha JO3ATa XHAPOXTIOPOTHAH U CMOJIa, TaKa, ue
XHAPOXTIOPOTHAIM] 73 Ce Npiiara Hai-MalTko 4 yaca Npeas Uiy 4-0 Jaca Cell NpHAOKSHUETO Ha
CMOIH, MOKE J1a CBEAE 10 MHHIMYM B3anMoaelicTBHETO UM,

Lumomoxcuunu aexapcmeenu npodyxmu

THa3HAHKTE THYPETHUR, BRTOURTENHO XHAPOXIOPOTHA3M, MOTAT 13 Hamanst Gepeunara
EKCKpeUla Ha NHTOTOKCHYHHTE JIEKAPCTBEHH NIPORYKTH (Hanmp. HKioQocdamMul, METOTPEKCAT) 1 Aa
TIOTSHLIUPAT TEXHUTE MHENOCYTIPECHBHH eQeKTH.

Hedenonrapusupatgu crefemnomycKyiny peraxcarnmy (Hanp. TyOOKYpapuH)
TraspanyTe AnypeTHIM, BKIOYHTENHO XHAPOXIOPOTHANL, NOTEHLMpPAT JAeHCTBHETO Ha
CKENETHOMYCKYJIHHTE PETAKCAHTH, KATO (IPOH3BORHUTE Ha Kypape.

Huxrnocnopun
EasoBpeMEHROTO MPHAAraHe ¢ UMXIOCTIOPHH MOXKE 1 [IOBUILM PHCKA OT XHIEPYPHKEMHSA 1
YCIOXHEHUA Ha fojarpara.

Anmcoxon, 6apbumypamu Wi HAPKOMUYHU BeUECTEY

ENHOBPEeMEHHOTO NPIIOKEHHE Ha THA3HAHH AMYPETHLH ¢hC ChOCTAHLMY, KOHTO CHILO TIPHTEXABAT
HOHMAABAIL KPBBHOTO HANATAHE edeKT (Ralp.apes HaMansiBaHe aKTHBHOCTTA HE CHMITATHKOBATA
HEpBHA CHCTEMA WM JHPEKTHATA BA3OMMNIATATOPHA AKTHBHOCT) MO I8 IOTEHIHPa OPTOCTATIMHA
XHTIOTOHHUSA.

Memundona
Hma mzonupany cooluiesns 3a c/lyday Ha XeMONMTHUHA aHEMHA IPH ¢AHOBPEMEHHO NPHIArale Ha
METUILIONA B XHAPOXTOPOTHAZH.

Kapbamazenun

IManyenTyTe, ApEeMaNM XHAPOXIOPOTHAZHA SIHOBPEMEHHO C KapGaMaseriy, MOraT 52 pasBHAT
XHNIOHATpHeMHA. [Topanu TasH NpHUHHA TAKHBA NAalMEHTH Tpabsa 1a GHAAT npeaynpeneHy 3a
Bb3MOKHOCTTA OT XHIOHATPUEMHYHMA PeaKUMH 1 Aa GhaT BHUMATETHO NPOC/IeIABANH.

Hoonu kormpacmuu cpedemea

B cyyali na nuypeTHK-WHAYUMpaHa JeXHAPATALXs € HAMMLE MOBUILEH PHCK OT ocTpa 6u6peuna
HeAOCTATBYHOCT, 0COOEHO IPH BHCOKM J03H Ha HonHns npoayxkt. [Tauuenture Tpsbea aa ce
PEXHIPATHPAT NPENH NPHNAraHeTo Ha HOMHN KOHTPACTRH BeIiSCTRA,

4.6 bpemeHHOCT, KbpMeHe H (PEPTHIHTET

Bpemennocm

Bancaprau

Ynorpebara na anrnotessus I penenroprn 6nokepi (APE) He ce npenopbyuBa npes Mbpeua
TpUMeECTHp Ha GpemernocTTa (Bik. Touka 4.4). YrorpeGara Ha APB e mpoTHBOnoOKasaka npes BTopus
H TPETHS TPUMECTDP Ha OpeMeHHOCTTa (BX. ToukH 4.3 U 4.4).

EnuueM1oNordyHuTe JaHHH 38 piCka OT TEPaTOreHHOCT caen excrozuuus va ACE uaxuburopn npes
IBPBHA TPUMECTHP Ha OPEMEHHOCTTa HE C4 OKOHYATENHH; HE3ABUCHMO OT TOBA HE MOXKeE 13 ce
M3KIIIOUH JIEKO MOBHIIEHWE Ha PUCKA. BbNpeKH 4e HAMA KOHTPONHPAHY eNMASMHMONOTHYHY JTaNHHM 32

Kknac nekapetpa. OcBen B cydali ye Tepanuata ¢ AP ce npsuenisa xaTo MHOTO
MIANUEHTKHTE, KOHTO TIaHyBaT GpeMeHHOCT, TpadRa Na IPeMUMHAT Ha ANTepHATH




AHTHXHUMCPTEH3HBHO eYeHHe ¢ JokasaH npothun Ha GesonacHocT 3a ynorpeda npH Gpemeruoct. Tlpy
ycTauoBssane Ha OpemeHHoCT sieuenueto ¢ APB TpAGRa aa ce npeycraHoBy He3abasHo M NpH
HeOOXOAMMOCT A Ce 3a09He AMTepHaTHBHA Tepanus.

WN3gecTHO ¢, e excnozunmaTa Ha Tepanus ¢ APB no BpeMe Ha BTOPUA U TPETHA TPHMECTHD Ha
OpeMEHHOCTTa NPHYMHABA PETOTOKCHYHOCT NPH Xopa (noHnxena Gubpedna Gynxips,
OTMNOXHIPAMHUOH, 3a0aBeHa OCH{IUKALIMA Ha YEpenia} U HeDHATATHA TokCuyHOCT ((E0peyHa
HEROCTATHUHOCT, XUNOTOHHA, XHTEPKATHEMAA ) (BX. CHII0 TOUKA 5.3).

B cayuait na excnosuuua na APB cnen BTopHA TpuMecTbp Ha GPEMEHHOCTTA ce MPenopbuBa
YATpasBykoBa Nposepxa Ha Gnbpeyunara GyHKUMSA U Yepena.

Hosoponenn, yunto Maliku ca npuemani APB, Tpasa na 6waat sBHuMateHo Habmogasany 38
XANOTOHUA (B, CBIIO ToukH 4.3 i 4.4).

XuIpoxXnopoTHa3Huz

Hanpue € orpaHuden OIHT OTHOCHO ynotpebara Ha XMAPOXIIOPOTHASHIL [10 BpeMe Ha GPEMEHHOCT,
ocobeno npes bpBUS TpUMECTHP. [IpoyuBaHHATA IPH KUBOTHH C4 HEAOCTATLYHY.
XuapoxnopoTHasng NpeMuHasa fpes rwiaueHTara. Maxoxaaliky or GapMaKONOTrHYHMA MEXAHUIBM Ha
JefiCTBHE Ha XHAPOXIOPOTHA3HA, YTioTpebaTa My TIpe3 BTOPHA U TPETHA TPHMECTHD MOXKE A3 HApyIuH
(eronnanenTaphara nepdysns ¥ Aa noBene KO GETaNHH # HEOHATANHH YCIOKHEHHS XKaTO
XBIITEHNUA, HAPYIICHHA Ha CACKTPONUTHEA Oananc ¥ TpoMOOLIMTONEHHS.

Kupmene
Jluncear faHHu GTHOCHO YNOTpedaTa Ha BaICapTaH M0 BpeMe Ha KbpMeHe. XUAPOXIOpOTHA3HA Ce

€KCKPETHPa B kKbpMara. [Topasu tasu NpuYMHA He e mpertophyea npieM Ha Co-Diovan 1o Bpeme Ha
KspMeHe. TIpennotnra ce anTepHaTHBHO Nevenue ¢ no-a06pe yeraHosex npodun Ha 6e30MacHOCT HO
BpeMe Ha XBPMEHe, ocofeHo NP KEpMeHe Ha HOROPOJEHO WITM HeIoHOCeHo Gebe.

4.7 EdexTa BupXy cnocofnocrTa 3a Inodupane u pabora ¢ MALIHAK

He ca nposexiaadi mpoy4sanHa 3a edexrure Ha Co-Diovan Bppxy cnocoGHOCTTa 3a modupaHe |
pabora c Mammny. Tps6ea fa ce UMa NpeIBRI, be TP Wwodupane u padora ¢ MALTHH € BBIMOKHO
MOHAKOTd JIa HACTBIAT 3aMasHOCT UK yMOpa,

4.8 Hexenanu nexapcTBEHR PeaKIuu

Hexenanure nexapcTBeRH peakiuy, ChOGIIEHH TIPH KTMHAYHA NPOYBAMHA H AaBOparTopHi HaxXONKH,
HACTBIBALIM N0-YECTO FPH BAICAPTAH MITHOC XHAPOXIOPOTHAIAA CIPAMO NTaliefo, KakTo U
OTHENHUTE CHOOIUCHHA N0 BpEMe HA IOCTMAPKETHHTORNA TIEPHOA, €2 NPEACTABEHH NO-H0TY [0
CHCTEMO-OPraHHH Knacose. Hexkenanute peakiyy, 3a KOHTO ¢ 3Hae, 9 HACTBITBAT NpH NPHJIATaHE HA
OTAEJHUTE CHCTABKY CAMOCTOSTENHO, HO KOMTO HE Ca HabMOoAABaKN MPH KIUHUIHITE IIPOYIBAHMH,
MOTT 1a BE3HHMKHAT B XOJA Ha IeYSHHETO C BAICAPTAH/XHAPOXIIOPOTHAIML,

I_‘IEQKQ IAHH JeKapCTBEHH

HesenanuTe neKapCTBEHN PEakUMH ca MOAPEReHN NO YECTOTa, Hall-4eCTHTE Ca IThPBH, CHIIACHO
CneaHata KOHBEHLUUA: MHOTO HecTH (= 1/10); wectu (= 1/100 to < 1/10); wewecty (= 1/1 000 to

< 1/100); penxu (= 1/10 000 no < 1/1 000); muoro peaxu (< 1/10 000); c Hen3BecTHa uecToT2 (0T
HaNWMHUTE JaHHK HE MOXe 1a Obae HANpaBeHa oueHKa). [Iph BCAKO rpynupase B 3aBHCUMOCT OT
YECTOTATA, HENEIRHHTE JIEKAPCTBEHN PEAKIMY ce H3BPOABAT B HU3XOLAWI Pe N0 OTHOLIEHNE Ha
TAXHATA CEPMO3HOCT.

Tabayuga 1. Yecrora Ha HexenannTe IEKaPCTEEHN De W [IPH Bancapran/ XAQpOTHAS

Hapymexus Ha MeTaboH3Ma # XpaHEHETO
Heuectn Jexunparalus
Hapymenuna Ha HepBHATA CHCTeMa
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Muoro peaxu 3amasgHoCT

Heuectn Hapecreznn

C Reu3BeCTHA YeCToTa CuHron

Hapymenus Ha oudre

Heuectu 3aMLIISBaHe Ha 3PEHUETO
Hapymenas Ha yxoto u naGupuata

Heuectn Tunutyc

CraoBH HapymeHus

Heuectn Xunoronus

PecrinpaTopsy, IPLAHH M MEIHACTHHAIHM HAPYUICHAN

Heuectn Kammiua

C HemiBecTHa yecToTA Hekapauorenen GenoapofeH oTok
CToMaMAO-UPeRHE HAPYIIeHHUS

Mnuoro penxun Juaphisa

HapyuienHs Ha MYCKY/THO-CKE/IETHATA CHCTEMa U CheARMHATEAHATE THKaH
Hedectu Muanrus

Muoro peaxu Aprpanrds

Hapyiuenust Ha 6n6pennte B IHKOYHNTE THTHIND

C Beu3peCcTHA YecToTa Hapymera Ou6peusia dyrxins
O6wn Rapymenun H edekTH Ha MACTOTO HA NPHIOKEHNE

Heueern YMopa

Hicnensanna

C Hed3BeCTHA YecTOTa TMorHitasaHe Ha cepyMHUTE HHBA Ha THKOYHA KHCCTHHA,

GHAHpYGHH H KPEATHHUH, XHIOKATHEMES, XUTIOHATPUSMHUS,
NOBHIIaBAHE HA 330TA B KYBTA, HEYTPOTIRHHA

o pTenHa HHGO Ha eIH agKH
Hexenanure peakuuu, cuo01LeHH 3a BCIKA OT OTIETHATE CBCTABKH, MOTAT 2a 6hAaT NOTEHLMAITHH
HeweaHu peakLiuu He Co-Diovan, nopu 12 He ca HaGNEOAABAHH B X002 Ha KIMHHYHUTE IPOYYBAHET
MY O BPEME HA TIOCTMAPKETHHIOBUS NepHon.

Tabnyua 2, YectoTa Ha HeXENaHWUTE NEKAPCTBEHH PEAKIIWM NIPH Bancaprad

Hapymenns na KpbBETa H JHMPHATA CHCTEMA

C HemspecTHa yecToTa Tonkasane Ha XeMorobKHa, MOHKABAHE Ha
XEMATOKPUTE, TPOMOOLHTONCHHS

Hapymenus Ha HMyHHATA CHCTEMA

C Heu3BECTHa HeCcTOT2 JpyTH peakuyy Ka
CBPEXYYBCTBHTSIHOCT/ANepTHA, BKIHOYHTENHO
cepymHa 6osecT

Hapymenns ua meraGo/msma n xpanesero

C HEeM3IBESCTHA YECTOTA NoByinapate Ha CepyMHUAA KaTuii,
XHIOHATPUMEMEL

Hapymenus #a yxoro # tabupunrta

Heuectn CBeTOBBPTEXK

CLaoBn HApYIEHHA

C Hew3BeCTHA YeCToTa Bacikynur

CToMaiaHo-4PeRHE HADYIIENHS

Heuecru Kopemna Gonka

Xenaro-Guamapuy napymenus

C HeH3BECTHA YECTOTa ToyineHvie Ha NoKazaTejuTe 3a YepHOnpoGHa
by

Hapymenna Ha k0kaT1a u NOAKOKHATE THK2H
C HeM3BECTHA YeCTOTa AHrnoenem, GynozeH AepPMaTHT, 06,
Hapywenna na 6n0penure 4 NHKOWHHTE MHTHINA

C Hen3IpecTHa YyecToTa BrOpeuna HenocTarsaHOCT
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Tabnuua 3. TA Ha HEX UTE Ig BE eakIu Q

XHIApoXA0POTHAIMNA CE MPENHCEA IMXPOKO OT MHOIO TONMHHM, YECTO B JO3H, O-BUCOKH OT 103aTa,
npunarasa npd Co-Diovan. CrennuTe Hexena#y puakuyy ca 6uiH ch00IIEHY NpH [TAlMEHTH,
NEeKyBaHH C THA3MANK THYPETHLH, BKIIOMHTENHO XMAPOXIOPOTHASHL, KATO MOHOTEPaITHA:

Heonnaimu - 106poxaecTBEHN, JTOKAMECTBCHH H HEORpeReeHH (BKJL. KNCTH H
noaHNN)
C HeW3BeCTHA YeCTOoTa HemenanomeH pak Ha kKoxata (6a2aNHOKNETEYCH

KapLAHOM M CKBAMO3HOKACTHYEH KapiiHOM)

Bapymenus Ha KPLBTE M JAMPHATA CHCTEMA

Penxu TpomGoumroneHus, NOHAKOra ¢ ypIypa

MHoro penxn ATpanynouuTo3a, NEBKONSHNA, XEMOIHTAYHA
aHEMHA, KOCTHOMOFBYHA HEAOCTATBYHOCT

Hapymenns na B(MYHHATA CHCTEMA

Muoro peaxd Peaxuuu Ha CBPEXMYBCTBHTETHOCT

Hapywenns na meTaGomsmMa n XpaHeHeTo

MBuoro gectu XurokaineMys, NOBHIIEHO HUBO HA JMMUIK B
KpPbBTa (OCHOBHG IIPH BHCOXH J03H)

YecTn XuroHarpueMus, XHoMardesneMus,
XHNEPYPHKEMHSA

Penxn XunepxanuueMis, XHNEPriEKeMaa, [ROKO3ypH
Y BJIOINABAHE HA AHAGETHOTO MeTalOMWTHO
CHCTOAHHE

Muoro peaxa XUnoxnopeMH4Ha ankanosa

IIcHXH9HH HApYLIeHHS

Penxn Jlenpecus, HapYLICHKA Ha CHHA

Hapymenua Ha ouuTe

Penxu 3puTenHU YBpeKAAHNN

C Hex3BecTHA YecTOTA XopouAaneH HINHB, OCTPa 3aKPATOBTBINA
r1ayKoMa

Hapyurenus na HepBHATA CHCTEMA

Penxy nagoGonse

CoppaedHy HapyLIeHHR

Penku CopacuHy apuTMHH

CoaoBu HapymIeuns

Yecru TlocTypania XunoToHyA

PecnupaTropHn, rPLAHE H MEIHACTHHAIHH HAPYINCHUA

MHuoro penku Ocrep pecninparopen nucrpec cunapoM (ARDS)

(k. TOUKa 4.4), peCTHPATODEH AUCTPEC,
BKJTIOUMTENIHO THEBMOHKT W Genoapoben oTok
Cromanino-vypeRHH HAPYIUEHUS

Yecrn 3aryfa Ha aneTWT, yMepeHo rajicHe U NIOBPhLIaHe

Penku 3anex, CTOMRIDHO-YPeBeH AUCKOMPOPT, AuapHs

MHuoro peaxs Mankpearut

Hapywmennsa Ha 6n6pequte ¥ THKOUHATE MLTRINA

C Heu3pecTHa YecToTa bbOpeyto 3a6osBade, ocTpa GB6petHa
HEAOCTATBYHOCT

XenaToGuMaphH HApYIIeHAR

Penin Hutpaxenarantia xonecTaza Wiy XbIATEHHIA

Hapynienua Ha KOKATA H MOAKOAHATA THK2H

Yectn YpTUKaprs u Ipyry BEaose obpy

Peaxu DOTOYYRCTBHTEIIHOCT
MHoro penxu HexpotusMpali BacKydT o
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CEASPManHa HEKPOnu3a, KOXeH Jynyc, noaoGHu
Ha TYITyC ePUTEMATOMIEC KOKHH PeaKiyH,
PEAKTHBALHA HA KOKEH JYIYC CPUTEMATONEC

C meM3BecTHa YecToTs Epurema myntudopme
O06un Hapywenus u edeKTH HA MACTOTO HA APHICKEHHE

C Heu3BecTHa uecTora IMupexkcus, actenus
Hapymesusn Ba MYCKYIHO-CKEICTHATA CHCTEMA H CheAHHHTE/IHATA THKAH
C Hew3pecTHA 4YecToTa MycKyTHY CriasMu
Hapymiesns ha BLinpon3BOIUTETHATA CHCTEMA H IbPAATA

Yectn : HMnoTeRTHOCT

Onucapue Ha H36pany HeXeNaHW Peakiyn

Hemenanomes pak Ha kokata: Bb3 0CHOBA Ha HATHYHHTE JaHHK OT eMHIEMHONONHYHH NPOYURAHHS €
Habnonapana 3aBHCKMA OT KyMYIaTHBHATA 033 BPh3ka Mexny X XT3 u HMPK (Bx. cuiio Touxs 4.4
H 5.1).

Ch AHE Ha NOMQO3NPAHY HEXeTaNH PeaKUHH

CrobuiapaneTo Ha NOJO3MpPaHH HEXKENAHY PeakLMK Cliel| pa3peulaBae 3a yoTpeda Ha J1eKapeTBeHus
TIPOAYKT € BKHO. TOBA [10380/1:4Ba Xa NPOABIKH HabmOAEHHETO Ha ChOTHOIIEHMETO TTON3a/PHCK 3a
JEKAPCTBEHHA NpoAYKT. Ot MEMHIIMHCKHUTE CREUMAIIMCTH C& M3HCKEA Ja cho0IaBaT BCAKA
NOA03UPaHa HekKeTaHa PEaKLHA YPes HaHOHASHHA Pery1aTopeH OpraH Ha afpec:

Buarapss

H3nbAHMTENHA areHIIMA 110 IeKapeTBaTa
yi. . Javss I'pyes” Ne 8

1303 Cotua

Ten.: +359 2 8903417

yebcalit: www.bda.bg

4.9 Ilpenolupaue

Cumnmomu
Tpeao3upaneTo ¢ BacapTa MOXe 02 IPHYUHK M3Pa3seHa XUITOTOHKS, KOATO MO3KeE 1a BOBESE 10

TIOHIXABAHE HA ACHOTATA HA CH3HAHUETO, UHPKYNATOPEH KOJIAIC W/HAH oK. B tontiHenye, Ipy
[peNo3Hpate ¢ XHAPOXIOPOTHAZHHATA ChCTABKA MOIAT 12 BB3HHKHAT CEAHUTE NPK3HALM 1
CHUMITTOMH: raficHe, ChHIMBOCT, XUMNOBONEMHA M STEKTPORHTER AUCOaNaHC, CBhpP3aH ChC ChPOEUHH
APHTMHH H MyCKY/THH CTIa3MH.

ﬂegeﬂue

TepanesTuaHUTE MEPKY 3aBHCAT OT BPEMETO Ha (IPHEM HA NIEKAPCTBOTO M BHAA M TEXECTTA HA
CHMITTOMUTE, CT2OHITM3INPAHETO HA IMPKYNATOPHHA CTATYC € OT ILPBOCTENEHHA BAXKHOCT,

B cayvait #a XxMnoTonus naiMeHTET Tpa6Ba 1a 6ble NOCTABEH B NETHAJO MONOXenHe U GRP30 1a ce
3anoyHe BMUBaHe Ha 0HeMO3AMECTBAILM U CONGBY PA3TBOPH.

Bascapran He Mose ga 6be OTCTpaHeH upe3 XeMOoAnaaK3a nopalu cTaGuIHOTO My CRBDP3BAHE C
TNNasMEHKTe IPOTENHH, OT APYTa CTPaHa ¢ JHATH3a MOKE A2 Ce OCTHIHe KIMPBAC Ha
XUAPOXTOPOTHA3HL.

5. ©OAPMAKOJOTHYHMN CBONMCTBA

5.1 ddapmaxopunamusiti csoltcTea

DapmakoTepanesTH4HA rpyna: AHTHOTeH3dH [] peuenTopHy aHTANOHUCTH W ANYPETH
Juypernim; ATC kon: C09D AQ3.
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Bancapman/xudpoxnopomuasud

B ABOHHO-CIIATIO, PAHAOMH3HDAHO, AKTHBHO KOHTPONMPAHO HAMATBAHE NPH NALHEHTH, HENOCTHIHANK
KOHTPOI Ha apTEPHAIHOTO HANATAHe ¢ XUApoxiiopoTHasun, 12,5 mg, ce Rabmonana curHu)NKasTHO
NIO-TOAISMA PERYKLUAS HA CPeaHOTO CretonHo/avacTonio AH ¢ xkoMGuHaunaTa
BajicapTan/xunpoxnoporsasun 160/12,5 mg (12,4/7,5 mmHg) B cpaBHente ¢ XUAPOXAOPOTHAIH 25
mg (5,6/2,1 mmHg). B norms/iHense, MpoLUeHTHT Ha NALMERTHTE, OBIHANH ce ot feyeHuero (AH
<140/90 mmHg unm nommxenre na CAH >20 mmHg wiu noumkenne va JAH >10 mmHg), e
3HAYMMO MTO-BHCOK C BaNCapTan/Xxunpoxnopordassa 160/12,5 mg (50%) B cpassenye ¢
XUAPOXAOPOTHASHA 25 mg (25%).

B n80RHO-CNATIO, PAHAOMHIHPAHO, aKTHBHO KOHTPOJHPAHO H3NUTBAHE MPH NALKEHTH, HENOCTUrHANY
KOHTPOJ Ha apTepHalHOTOo Hamsirase ¢ sancaprad 160 mg, ce HabmoaaBa CHIHRQEKAHTHO NO~TOIAMA
PelyKLMA Ha CPESHOTO CHCTONHO/AHACTOMHO AH ¢ XOMOHHALMATA BAJICAPTAH/XMAPOXIOPOTHAZHN
160/25 mg (14,6/11,9 mmHg) u Bancapran/xunpoxnopornasun 160/12,5 mg (12,4/10,4 mmHg) »
cpasHeHue ¢ Bancaprad 160 mg (8,7/8,8 mmHg). Paznnkara B noumxennero Ha AH mMexiry mosure or
160/25 mg n 160/12,5 mg ChIo NOCTUra CTATUCTHYECKA 3HAYHMOCT. B IoTbIHE e, TPOUEHTHT Ha
TIALMEHTHTE, NOBNWANM Ce OT neyenuero (uactoiHo AH <90 mmHg unn nodmxenue >10 mmHg). e
3HAYHMO NO-BHCOK ¢ BancapTan/xuapoxiopotuasin 160/25 mg (68%) u 160/12,5 mg (62%) B
cpaBHeHHe ¢ Bancaprad (60 mg (49%).

B nBOHHO-CNANO, PAHAOMU3HPAHO, IIALEG0 KOHNTPOANPAHO H3NHTBAKE, CPABHABAINO PAITHYHUTE
AO30BH KOMOMHALNH Ha RACAPTAH/XHAPOXNOPOTHASHA ¢ TEXHUTE ChOTBETHU CHCTABKH, C&
HabM0laBa 3HAYHMMO TIO-TOIAMA PEIYKIUMA HA CPEIHOTO CHCTONHO/MMacTonno AH ¢ komGuBanuATa
saNcapran/xunpoxnoporuazun 160/12,5 mg (17,8/13,5 mmHg) n 160/25 mg (22,5/15,3 mmHg) 8
cpaBHenue ¢ nrauebo (1,9/4,1 mmHg) 1 CLOTBETHUTE MOHOTEPAIIUH, T.€. XUAPOXIOPOTHA3HA 12,5 mg
(7,3/7,2 mmHg), xnapoxnoporuazun 25 mg (12,7/9,3 mmHg) v Batcapran 160 mg (12,1/9,4 mmHg).
B norbiHense, NpOUeHTsT Ha MAUHEHTHTE, TIOBIUAIHM e OT nededreTo (amacronio AH <90 mmHg
¥ noakende >10 mmHg), € 3Ha4MMO NO-BHCOK ¢ BaNlcapTan/xuapoxXnopoTHasyy 160/25 mg (81%)
W BAJICapTai/XBApoxItopoTrasun 160/12,5 mg (76%) B cpapneHue ¢ mauedo (29%) 1 CbOTBETHUTE
MOHOTepanuy, T.e. Xunpoxnoporvasui 12,5 mg (41%), xuapoxnoporaasun 25 mg (54%), u
pancapray 160 mg (59%).

B xoHTponMpany KIMHIYHH NPOYYBAKHA ¢ BAICAPTAH + XHIPOXIOPOTHA3MN ce Habmonapa no3a-
3ABHCHMOG NOHIDKEHUE HA HHUBATA HA cepyMumA kamii. [ToHMKeHWeTO B HUBATA Ha CEPYMHHSR KaMit e
TI0-Y€CTO NpPH NAUMEHTHTE, IPHEMAIIH 25 Mg XUAPOXIOPOTHAIN, OTKOJIKOTO NIPY TE3M, PHEMALLM
12,5 mg xuApoxaopoTHasiA. B KOHTpONHpany KINHUYHY W3NHTBAHAS C
BICAPTAH/XMAPOXIIOPOTHA3NT KauH-NOHIKABALMAT eeKT Ha XHAPOXIOPOTHAIWS ce oTcnabpa oT
Kanui-chXpaHnBamAT eeKT Ha BATCAPTaH.

Ha To31 eTan He ca H3BECTHHU NOA3UTE OT KOMOUHAUMATA Ha BAJICAPTAH C XUIPOXIOPOTHAZML 110
OTHOUIEHHE HA CHPAEYHO-CHAOBATA CMBPTHOCT U GoNlecTHOCT.

EnuneMHONOrUMHN NPOY4BaHUA [IOKA3BAT, e ABATOCPOTHOTO EYEHHE C XMIPOXIOPOTHAZH
TOHMKABA PHCKA OT CHPACYHO-CHA0RA CMBPTHOCT U HONECTHOCT.

Bascapman
Baycapran e NepopalHO aKTUREH, MOILeH 1 cnieunuyed anryorensus I (AT I1) anraronuct. Tol
ReiCTRA CEMEKTHEHO BhPXY AT peugnTOpHHA NOXTHI, KORTO ¢ OTTOBOPEH 3a MO3HATUTE NSHCTBHA Ha
aHrHoreHsyH 1. TlosriuennTe nnaMenu HUBa Ha anrvorensut 1 B pesymrar Ha AT peuenrroprara
Gnokajia ¢ BANCApTAH MOraT Aa CTHMYHPAT HeGnoxupannTe AT2 PeenTopH, KOETOo H3riexna
NPOTHBOAEHCTBA Ha edexTa Ha AT, penenTopa. BancapraH He npoABARA HUKAKBA YaCTHUHA
ArQHMCTHYHA aKTUBHOCT ¥bM AT penienrTopa 1 uMa 3HaquTreHe (okono 20 000 nuTH) no-ronam
aduuurer kBM AT, peuentopa, oTkonkoro kbM AT, penenropa. Bancapran He ce cBbp3Ba U He
£:10KMpa PELSTTOPH HA APYTU XOPMOHH WIH HOHHM KAHATH, 33 KOUTO & H3BECTHO, H€ Ca
ChPAEUHO-CHI0BATA PETYIALMA.
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Bancaprau He urxubupa ACE (3secteH 1 karo kunnHasa I1), koliTo npeBpbIIa aHTHOTEH3UH | B
axruorensu 11 n pasrpaxcaa 6panurunuHa. Toif kato asmar edext 8epxy ACE u ke 3acunsar
AeHCTBMETO HA GPAnMKMHUR WK CyOcTasims P, ManKo BEpOATHO € AHTANOHUCTHTE HA AHTMOTER3HMH 11
i ca CBBP3aHH C KauuisHe, B xiMHIIHN IpoyYBaHua, KhIETO BajicapTay € cpasHed ¢ ACE
MHXHOHTOP, 9ECTOTATA HA CyXa KallmKUa € 3HauuTenHo (P<0,05) no-Manka npH NaUMENTH, JeXyBaHy
€ BaJICApTaH, OTKOIKOTO MpH Nekysadutre ¢ ACE uuxuburop (2,6% cpewyy 7,9% pecrnexTiBHo). B
KITHEHIHY TPOYYBaHns ITPH NAUMEHTH C AHaMHe3a 3a CyXa KallljIiiia o ppeme ua nedersic ¢ ACE
uxubuTop, 19,5% oT npoyusaHuTe TMUA, OMy4aBalK BancapTay, 4 19,0% or nonyyasanmre
THAIMCH QMYPETHK UMAT KaulmHIa, B cpaBHeHne ¢ 68,5% ot nuuara, nexysany ¢ ACE uuxuburop
(P < 0,05).

TMpunoxenHero Ha Diovan npH NaimeHTH ¢ XHNEPTOHUA BOK IO NOHKKABAHE HA APTEPHANHOTO
HanAraHe Oe3 NOBHABAKE Ha TYNCOBATA YeCTOTA. [Tpk NOBEHETO NAUMEHTH CleR eAHOKPATeH
NIePOpATIeH NPHEM HAYANIOTO HA AHTHXHIICPTEH3IHBHOTO ACHCTBHE & B PAMKITE HA 2 4aca, a fIUKET Ha
MOHMKABAHETO HA APTEPHANTHOTO HANATAHE C& NOCTHIA B PAMKUTE Ha 4-6 uaca.
AHTHXMNEPTEH3UBHYAT eexT NPoAbKaBa Hal 24 uaca ciek npHeMa. [Tpi MHOTOKPaTEH Npuem
MaKCUMAJIHO NOHIDKABAHE HA APTEPHATHOTO HAIATAHE NPH BCAKA SHA OT JIO3UTE CE IOCTUra B
pamKuTe Ha 2-4 CeaMULM ¥ CE 3ABPXKA R X014 Ha JBIArOCPOUHA Tepanus. 3HAUHMO AOMbLIHUTENHO
TIOHIDKEHHE Ha PTEPHANTHOTO HANArAHE Ce ITOCTHra IPH KOMGHHAIHA ¢ XMAPOXIOPOTHASK,

Bre3anxoTo npeycraHOBABAHE Ha JISYESHHETO C BAACAPTAN HE C& CBBP3BA C rebound-XunepToHns WK
¢ ApYrY HeXelnaHd KITHHHYHN ChOUTHA,

[Ipy nanwenTyU ¢ XBNEPTOHUA 1 AuabeT THIT 2 ¢ MHKPOANOYMUHYPHS € OTYETEHO, Ye BANCAPTAH
HaMAJIABa OTASHAHETC Ha anCymuH B ypuHara. [Tpoyusanetro MARVAL (Micro Albuminuria
Reduction with Valsartan) onenssa saManiasaHero Ha oTae aHETO Ha ah6ymun B ypunara (UAE) ¢
Bancapray (80-160 mg/nex) B cpasHerHe ¢ amaonunuH (5-10 mg/nen), npu 332 nauuesTy ¢ Auaber
THIT 2 (Cpeana Bb3pacT: 58 ronunm; 265 Mbixe) ¢ MUKpoanGyMuuypus (Bancaptad: 58 ug/min;
aMIOINMIKH: 55,4 pg/min), ¢ HOPMANHO WM BHCOKO apPTePRATHO HAMATAHE H Che 3anaseHa 6b0peuna
dyskums (cepyMen kpearuaun <120 pmol/l). Crren 24 cenmuuy UAE e samanena (p<0,001) ¢ 42%
(-24,2 pg/min; 95% CI: 40,4 no —19,1) ¢ BancapraH u npuGnusmurenso ¢ 3% (1,7 pg/min; 95% Cl: —
5,6 no 14,9) ¢ aMNIOAUNHNHE, HE3ABUCHMO OT CXOJHATA CTEIEH HA IIOHHKEHKE HA APTEPHATTHOTO
HanArage 8 gsete rpynd. [lpoyusanero Diovan Reduction of Proteinuria (DROP) nacneasa
AonbnHATenHO edUkacHOCTTa Ha BalicapTaH Npy pefyuupate Ha UAE mpu 391 naumentd ¢
xunepronua (AH=150/88 mmHg) ¢ quaber tun 2, anbymunypus (cpensa crodunocr=102 pg/min;
20-700 pg/min) u 3anazena 6p6peuna pyHKiA (CpeneH cepyMen kpeaTHHHH=80 pmol/l).
TTanwienTiTe ca paHAOMUINPAHA ¢ e1Ha OT 3-1€ 1031 Bancaprad (160, 320 u 640 mg/aeH) u NeKyBaHu
B Tipoakkenne Ha 30 cexmuiu. LlenTa Ha npoy4BaHeTo ¢ Aa YCTAHOBH ONTHMAJTHATA 4038 BANCAPTAH
32 peyunpane na UAE npu naupenTy ¢ xurepronua u anaGer Tim 2. Cren 30 ceaMuin
npoueHTHaTa npomsHa B UAE e 3Ha9uTeHO HamasteHa ¢ 36% oT n3xoaHaTa cToHHOCT ¢ BaliCapTa
160 mg (95% CI: 22 5o 47%;) u ¢ 44% ¢ pancaprau 320 mg (95% CI: 31 no 54%). Hanpaseno e
3aKtovenne, we 160-320 mg BancapraH ROAM A0 KAMHUYHO 3HadnMH penyKuun Ha UAE npu
MAUMEHTH ¢ XUIIEPTOHUS 1 KuadeT THI 2.

Jpyru: npofina 6joxang Ha PeHUA-AHIHOTENIKHE-ATINOCTEPOHOBATE cricTeMa (PAAC)

JBe ronemMu paHAOMU3MPaHY KOHTPOUpaHH npoyysaHus ~ ONTARGET (ONgoing Teimisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texywo rno6ansio uanuTsane 3a
KpaiiHH TOUKH Ha TE/IMUCAPTAH, CAMOCTOSTENHO U B KOMOHHALHA ¢ pamunpit) # VA NEPHRON-D
(KiMHY4HO POyuBaHEe CRLP3AHO C PA3BHTHE Ha HePONATHY NPy 1¥aber, MPOBEIeHo OT
MunucTepeTBo 0 BREIPOCHTE HA BeTepaHuTe) — IPOYYBAT YNOTpedaTa Ha kombuHaiuaTa ot ACE
MHXR6uUTOp ¥ aHruoTeH3uH [{-penentopen Groxep.

ONTARGET e npoyusaHe, NpOBEAeHO NPY MALMEHTH ¢ RHAMHE3E 33 ChPAEYHO-CHA0BE WIH
MO3R4HOCH0BA GOJIECT, W 3axapeH AHaber THn 2, NPHAPYKEHN C JaHHH 33 yBpekaane

nuaberna Hedponarus.

15




Teau npoy4saHuA He MOKA3RaT 3HayuM GraronpuaTeH edext BEpXy GLOpeHITE W/HITH ChPASUHO-
CBIOBHTE NOCAEANLY M CMBPTHOCT, KATO CHIUEBPEMEHHO ca HAGIOIaBaHH [TOBHILEH PHCK OT
XMIIEpKaIMeMis, OCTPO YRpEKAaHEe Ha GpOpeuiTe H/UaH XUIOTOHNS B CPaBHENHE ¢
MoOHOTepanuaTa.Kato ce HMaT BpeaBHI CXOSHNTE MM papMakoIHHAMUYHU CBOHCTRE, TE3H Pe3yATaTH
ca npuaoxumu ¥ 32 0pyrd ACE unxubutopn w arnorensus [I-peuenropau 61oxepu.

ACE nixuburopu 1 aurHoTeH3uH I1-peuerrropay 6rokeps clienoBaTento He TpabBa Aa ce U3TON3BAT
€AHOBPEMEHHO MPH NAUHeHTH ¢ 1HabeTHa HedponaTis.

ALTITUDE (KAMHA4YHO NIpoy4BaHe MPOBESAECHO ¢ AMUCKHPEH NPM NalHeHTH Che 3axapeH auaber Tim
2 ¢ ¥3NON3BaHE Ha CBHPACHRO-CHAOBH M GBOpeuny 3a60MsBanns KaTo Kpalili TOUKHU) € IPOyUBAHE,
NpeRHazHA4Y€eHO 12 H3CTIENBA N0Ji3aTa OT 100aBAHeTO Ha ANNCKUPeH KM CTaHAapTHA Tepanui ¢ ACE
MHXUGATOP HNM aHMMoTeH39H [[-penenTopen 6iokep MpH NauHeRTH Cke 3axapen nuabeT Tan 2 u
XpoHMHO O86peune 3abonqrane, ChPAEHHO-CHAORO 3a60ABAHE UnH | ApeTe. [Tpoyusanero e
TIPEKPATEHO IPEXAEBPEMERHO NIOPANY NOBHUIEH PUCK OT HeGnaronpuatil nockeauny. Kaxro
CHPASYHO-CBAOBATA CMEPT, TaKa H HHCY/THT C& [0-4ECTH B IPYNaTa Ha aTHCKUPEH, OTKONKOTO B
rpynara Ha m1auefo, a pencTasIABalHTe HHTEPEC HEUKeIaHk CHONTHS ¥ CEPUO3HM HEXENAHK
CHOMTHA (XUNEPKANHEMHA, XHNOTOHAA U GbOpeyHa AuchYHKLUMA) Ce ChOGINARAT NiG-4eCTO B IpyIaTa
H2 ATUCKUPEH, OTKONIKOTO B TPYNATA Ha u1auebo.

Xuopoxnopomuasud
OCHOBHOTO MACTO Ha JeHCTBUE Ha THASKIHHTE JHYPETHLH Ca AUCTATHITE H3BHTH KaHATHeTa B

On0pexa. [loxasaHo e, 9¢ B 6b0pednara KOpa CHIIECTBYBA BUCOKOA(DUHHUTETEH PELCTITOP, KOHTO &
OCHOBHO CBBP3BAILIO MACTO 33 THA3WIHUTE NUYPETHLH U 32 BHXHOupase Ha Tparcnoptra Ha NaCl B
JAHCTATHOTO M3BMTO KaHamye. TuasunHute AnypeTuun geficrrar upes Huxubupane na Na'Cl-
CHMIIOPTED, BEPOATHO Ype3 KOHKYPHPAHe 32 MACTOTO 3a CBbp3BaHe Ha CI', M 0 TO3M HAUNH
[OBIUABAT MEXAHM3MHTE Ha €IEKTPONUTHA peabeopGuna: NUPEKTHO MOBHIUEABANKA eKCKPeLIHATA Ha
HaTpult 1 Xnopuny B npHOIHIWTEHO eTHAKBA CTENEH H HHIHMPEKTHO Ype3 ANYPETHUHOTO CH
AeficTBUe, HAMANABARKY MMIa3MEHIA 06eM ¢ oC/IenBall0 IOKAYBAKE Ha [UTA3MEHATa PEHHHOBA
aKTHBHOCT, CEKPELMd Ha anJOCTEPOH K 3aryda HA Kanni ¢ YPUHATA, KAKTO ¥ HAMATABAHE Ha HUBATA
Ha cepyMHuS kaMuli. Bpbakara peHuB-a1oCTepOH Ce MEIUKHpPa OT arrHoTeR3uH J1, Taka Je npu
€NHOBPEMEHHO MPHJIATaHe ¢ BAICAPTaH PeAyKLUHATa HA CepyMHIS kanuli ¢ no-cnabo u3pasesa,
OTKONKOTO Hab/HoNaBanaTa npH MOHOTEPANUA C XMAPOXIOROTHASHA.

[jgmg!angmeu PAK HA KOMATH:

B3 0cHOBA H2 HAMHIHATE JAHHH OT ENMAEMIONOTHYHA TIPOY4BAHUS ¢ HAGI0/1aBaHa 3aBHCHME OT
KyMyJNaTHBHATA 032 Bphika Mexny XXT3 1 HMPK. Eano npoyueate BKMOYRA NONYAANNA,
creTosua ce o 71 533 cnydan Ha BKK u 8 629 cayyan na CKK, 1 nomynauus ot ch0TeeTHO 1 430
833 u 172 462 noaxonmmy xouTpoau. Bucokara yrorpeta a XXT3 (xyMynarusso >50 000 mg) e
cebp3ara ¢ kopurrpan OR 1,29 (95% [H: 1,23-1,35) 3a BKK u 3,98 (95% J1M: 3,68-4,31) 3a CKK.
Habmonasana ¢ scHa BpE3Ka KyMy/TaTHBHA 2033-0TroBop kakTo 33 BKK, taka u 3a CKK. Jipyro
APOYHBaHE NMOKA3IBA Bb3MOXKHA BPE3Ka MexXy paka Ha yeruure (CKK) u excnosuunsTa va XXT3: 3a
633 cnywan #a pax Ha ycrHUTe ¢ noafpata nonynauus or 63 067 nOAXORAIH KOHTPONH, KATO C&
H3M0JI38a CTPATETHA 23 BieMaHe Ha 1podu, onpenenena ot pucka. JIeMOHCTPHPAHA € BPbiKa
KyMyAaTHBHaE 4033-0TT080p ¢ kopurupad OR 2,1 (95% AH: 1,7-2,6), uapacreant no OR 3,9 (3,0-4,9)
32 BucoKa ynorpeba (~ 25 000 mg) n OR 7,7 (5,7-10,5) 2a Haii-sucoxara KyMy/1aTHBHa 103 (~ 100
000 mg) (Bx. cbIIo TOUKA 4.4).

5.2 @apMaKOKHHETHYMH CEOWCTBA

aicapmai’ CLOMUATUD
CucTeMHATa HANHYHOCT KA XUAPOXTIOPOTHAIN € HamaneHa ¢ okomo 30% npu eHOBpeMERHO
TNIpUNaraHe ¢ Bancapran. KMHETHKATA Ha BaACAPTAH HE Ce OB/IMABA 3HAYMTEIIHO [IPH SFHOBPEMEHHO
ApHIaraie ¢ XHAPOXAOpoTHasya. HabmoaapaHoTo B3aUMOeHCTBIe He OKa3Ra BAHAHUE ipi
ynotpeba Ha KOMOMHALMSATA BAJICAPTAH K XHAPOXIIOPOTHA3NE, Thil KATO KOHTPOIHPAHH
TPOYYBAHHA CA NMOKA3ANY ABSH aHTHXHIIEPTEHIHBEH eieKT, FO-TOMIM OF NOCTHIHAT!
BEIUECTBA, NPHUIOKEHH NOOTAETHO KM IpH naauebo.
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Bancapman
Abcopbyun

Cien nepopamHo NPUIIOKEHHE CaMO Ha BAJICAPTRH ITUKOBHTE [a3MeHH KOHUSHTPAlMH Ha BaJICapTaH
ce jocrirar 3a 2-4 waca, Cpennara abconioTHa GuoHanngHocT € 23%. XpaHata HaMaTABa
excrosaumMaTa (mamepena ¢ AUC) Ha BancaptaH ¢ oxkono 40%, a MHKoBaTa Ma3MeHa KOHUESHTpallvs
(Crnax) ¢ OKONO 50%, BBNIPEKH de okono 8 vaca cnea npHeMa INa3MEHUTe KOHUEHTPAlMK Ha
Bajicapras ¢a nonoGuy B rpyniTe Ha NpUeM ¢Nej] HAXpaHBaHe Y Ha MNagu0. TOBA TOHIKSHIE Ha
AUC obaue He ce NpuiIpykasa OT KIHHKYHO 3HAYUMO HAMATABAHE HA TEPANEBTHYHMA e(heKT, Iopany
KOETO BAIICAPTAH MOXKE A4 €& Aasd CbC HITH 0e3 Xpana.

Pasnpedenenue

OGemsT Ha pasnpeneeHie HA BAICAPTAH IIPH ChCTOSHIE Ha HACUILIAHE CIS]T WHTPABEHO3HO
npuoxenne e oxkono 17 nutpa, KOETO NMOKA3BA, 9¢ BANCAPTAH HE C¢ paInpelend eKCTEHINRHO B
TbKaHHTe. BancapraH ¢ B rofiaMa cTenen CRap3aH CHC CEPYMHNTE NTpoTerHU (94-97%), NPEINMHEQ CEC
CEPYMHNIA anhyMuH.

Buomparcgopmayun

BancaprtaH ne ce OuotpaHchopMupa B ronsMa cTener, Thit karo camo oxono 20% oT xosara ce
OTKPHBA Kato MeTabonuTH. B niasmara € yCTaHOBEH XHAPOKCHMETADORNT B HUCKH KOHLIEGATPalHK
(no-manko ot 10% ot AUC Ha paicapran). To3u MeTaGonuT ¢ apMakoIorHyHO HEAKTHEEK.

Excrpeyus

Bancapras noxaisa MyJITHeKCIIOHEHIIMATHA KMHETHKE (T, <1 4ac u ty, p OKON0 9 yaca). Bancaprau ce
eTUMMHHPa NpefiMHo ¢ dexamaute (okono 83% ot ao3ara) H ypuuara (okono 13% ot no3ata),
TTIARHO KATO HEMPOMEHEHO TekapeTBo. Cliel BTPABSHO3HO MPATIOKEHHE MIASMEHUAT KIUPHHC HA
BancapTaH e okoio 2 J/uac u HerosuaT GulpeveH knupwhc e 0,62 Vuac (okono 30% or obmus
KIApBHC). [TomyKWBOTET Ha BANCAPTAK e 6 Yaca.

Xudpoxaopomuazud

Abcopbyus

AbcopbupsTa Ha XHAPOXNOPOTHAIN] Clled Nepopaied npueM e 6bp3a (tue: 0koR0 2 1), [ToxausaneTo
Ha ¢cpennara AUC e nuneiino 1 € nponopuMOHATHO Ha 403372 B TEPANeBTHYHNA THanazo .
BrusiHueTo Ha XpaHeHeTo Ha abcopfuuaTa Ha XMIPOXIOPOTHAINA, KO MA TAKbB, & MATbk U Ge3
KAMHHYHO 3HaYeHue. AGConioTHaTa DMOHAIMIHOCT Ha XHOPOXIOPOTHASUA CISA NIEpOPANCH JIDHEM €
70%..

Pasnpedesenue

KuueTukara Ha pasnpeaenense i etHMaHHPaHe KaTo IO e OINCaHa OT SHeKCroReHNHanHa
dyrKusg Ha pasnea. TTpuBsaHaaT obeM Ha pasnpenenenue e 4-8 kg,

LiMpKy tMpaliMAT XHUAPOXNOPOTHAHA € CBBP3AH ChC CEpyMuNTE HporenHH (40-70%), NpeauMHO Che
cepyMHHS alGyMHH., XUAPOXNOPOTHAZHA CHIIO TAKA KYMyNHpa B EPUTPOLIMTHTE NPUGIH3UTENHO

1,8 meTH nopede, OTKOAKOTO B IJIA3MATA.

Erexpeyua

XuapoxnopoTHa3ul ce eNMMUHIPa OCHOBHO HENPOMEHEH. XHAPOXAOPOTHAIHA Ce ENIMMHHNPA OT
TLA3MaTa ¢ NOMYKHBOT ¢Ppeano o1 & 16 15 yaca B kpalinara (asa Ha enimuHupane. Hama npomsna B
KHHETHKATA Ha XMAPOXIOPOTHAIHA NPY MHOTOKPATHO SO3UPAHE U HATPYNBAHETO & MHHMMATHO TPH
npueM BeHb:X OHeBHO. [Topeue oT 95% ot aGcopOupanara 1033 £€ EKCKPETHPA KATO HENPOMEHEHO
BEILECTBO B YPHHATE. BHOPEHHMAT KIUPEHC Ce ChCTOM OT NacHBHA GHITPALHS W aKTHBHA CEKpelUns B
HubpeunnTe TYOYIM.

CHEYUGRHY ZDVIIN RANUSHINY
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Hayuenmu 8 cmapuecxka gv3pacm

TIpH HAKOH MALMEHTH B CTAPYECKa BH3PacT ¢ HabMoaaABaH0 MANKO NO-BHCOKO o010 pasnpeneneHue
Ha BaNcapTad B CPaBHEHNE ¢ MIBANTE MalMeHTH. Toa ofaye HAMA JI0Ka3aHa KIHHHYHA SHAYHMOCT,
OrpaButieHn Aanky NPENNOTAraT, Ye CHCTeMHIAT KITHPBHC HA XMAPOXIODOTHAZHA € HAMaIeH Npu
MallHeHTH B CTAPYECKa BhIPACT, 3APaBH WU ¢ XHIEPTOHNA, B CPABHEHYe ¢ MIIAnY 31pasi
IOGPOBOTIIA.

Bvbpeuno ygpesicoane
[Tpu mpunarade Ha MpenophysaHaTa fo3a Ha Co~-Diovan He ce M3KCKBA KOPUTHpaHe Ha J03aTa NpH
MaUHEHTH CBC CKOPOCT Ha romepyadara durrpawma (GFR) 30-70 ml/min.

HsMa faHuu 34 npivtaradeto Ha Co-Diovan npy NAalMEHTH ¢ TeXKO ORGpeuHO YRpeKIaHe

{GFR <30 ml/min) u npy nauyesT! Ha nuasnma. Bancapras ce CBBp3Ea BbB BUCOKA CTENEH ¢
ITA3MEHNTe TIPOTENHH U He MOXe a Obje OTCTPaHeH 4pes AUANHNIa, JOKATO XMIPOXTIOPOTHASH
MOXe Nia Objie OYHCTeH Upes JHaTHIa.

Ilpy Ham4ne Ha GEOpevuHa AUOYHKES, CPEIHUAT iasmen mux u AUC croliHoctd Ha
XUIPOXIOPOTHAIMIL €& YBEIHYABAT H CKOPOCTTa Ha OTIeIgHe Ha ypHHa HamansBa. [Ipu navMeHTH ¢
NeKO A0 yMepeHo Ou0peyro yepexaane ce Habmonara 3-kpatHo yeenmmdenue Ha AUC croltnocture
Ha Xulpoxnoporsasuil. [pn nauvenTy ¢ Texko G0pedno yepexaase ce nabnonaga 8-kxparHo
ypenuuesne Ha AUC croitsoctire. XHApOXFOPOTHAIHA € IPOTHRONOKAZAH TIPH DANMEHTH ¢ TEKKO
6p0pedHo yBpekAane (Bx. Touka 4.3)

Yeprodpobro yspexcdane

BB dapMakokMEETHYHO HITHTBAHE IPN NALMEHTH ¢ Jieka (n=6) 1o ymepena (n=5} 4epHoApobHa
ARCYHKIMA EKCNO3NLMATA Ha BANCAPTAH Ce TIOBNILARA TPUOTMATEANO 2 THTH CIPAMO 31paBy
no6poBoaLH (BXK. ToukH 4.2 1 4.4).

Jhtricsar naHHK 32 ynoTpebaTa Ha BANCAPTaH NPH NANUMEHTH C TEXKA 4epHOpoSHa TredyHKuua (BX.
Touka 4.3). YepnoapoGuure 3aGonsBanus He MOBIHABAT 3HAUHMO PapMaKOXVHETHKATA HA
XHAPOXNOPOTHAZH,

5.3 Tpenkaunnuuy JaHHH 3a GezomacHocr

Horenuranyara TOKCHYHOCT HA KOMOMHALMATA BaNCapTaH + XUAPOXNOPOTHASHA ClEA HEPOPATHO
NPWIOXKEHHE & M3CNENBAHA [IPA JUTEXOBE ¥ MAPMO3ETKH B IPOYUBAHKSA, NPOABDKABAL 10 WIECT
mecena. He ca yeraHOBEHH NaHHU, KOHTO GHX2 MOMNH Ja B3KMIOYAT NPUIOKEHHUETO Ha TEPaNeBTUIHH
AO3M [PH XOpa.

H3meHeHnsaTa, NPUMWHEHY OT KOMOHHALHATA B TPOYYBAHHATA 33 XPOHMYHA TOKCHYHOCT, € o=
BEPOATHO [a ca NPeAH3BHKaHH OF BancapraH. TOKCHKONOTHYHEAT IPHUENeH OpraH € Ob6PeKsT, KaTo
PEaKLHAT £ N10-U3PA3EHA IPH MAPMO3ETHH, OTKOKOTO IIpH rbXxoBe. KoMOHuamuaTa BOaH 10
6p6peunc yspexaane (Hedponarud ¢ TySynua §asodumma, nOKaYBaHe Ha TIAMEHATA Yped,
MTa3MEeNHA KPEaTHHHH ¥ CePYMHHA Kanul, ypenyyapate Ha 00eMa HA YPUHATA U eJIeKTPOIUTHTE B
ypunara or 30 mg/kg/nen sancapran + 9 mg/kg/neH XuapoXIOPOTHASHA NPu [LIBXOBE H

10 + 3 mg/kg/aeH npu MapMO3eTHH), BEPOTHO 10 MEXAHM3MA HA NapylleHa 6HOpeyHa XeMOIHHAMHKA.
[Tp¥ nirexoBe Te3u fo3u croTBETCTBAT HA 0,9 1 3,5 MHTH MAaKCHMANHATA NPENOPhYBAHA A038 [IPH
xopa (MIIX) cb0oTBeTHO Ha BATCAPTAH W XMAPOXAOPOTHASMA, U3IHCEHA Ha Gasa mg/m>. Ilpu
MapMO3eTH Te34 1031 choTBeTeTRaT Ha (.3 ¢ 1,2 ObTH MakcuMaiHAT2 NPEnopsYBana 1033 NPH Xopa
(MIIX) cbOTBeTHO Ha BAICAPTAH W XHAPOXIOPOTHA3NY, M3uKcneHH Ha 6asa mg/m’. (M34ncaekunara
Ce OTHACAT 3a nepopanta 103a ot 320 mg/neH raacapTad B komGuHauusa ¢ 25 mg/neu
XMIPOXJIOPOTHAMA U NALMEHT C Terno 60 kg.)

Bucoxd 1034 Ha KOMOHRALMAITA BAICAPTAH — XUIIPOXTIOPOTHA3MN NIPEAH3BHKBAT HaM
EPHTPOLIMTHHTE NOKA3aTeNH (Opoii Ha epUTPOLMTHTE, XeMOrTOGHR, XEMBTOKPHT OT
100 + 31 mg/kg/mex npw nuvbxose i 30 + 9 mg/kg/zen npn Mapmozery), TIpn s
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CROTRETCTBAT Ha 3,0 H 12 mhTH MAKCHMANHATA NPENOPLYRaHA 1033 npu xopa (MITX) ceoTBeTHO Ha
BRJICAPTAH M XHAPOX/IOPOTHA3HA, udrciesn Ha Gasa mg/m’. [Ipy MapMO3eTKH Teu 1034
croTRereTBar Ha 0,9 1 3,5 MLTH MakcHMAalTHATE Ipenopsusana 2032 npu xopa (MITOX) choTBeTHO HA
BANICAPTAH U XUAPOXIOPOTHAHA, HITHCEHH Ha 6asa mg/m’. (M3uucneHuaTa C& OTHACAT 32
nepopaina q03a or 320 mg/aen pancapran B koMOUHAMUA ¢ 25 mg/aeH XMAPOXIOPOTHAIHI ! H
naupent ¢ Terao 60 kg).

[Tpu MapmoseTku ce #abmioaaBa yBpexkaane Ha cTomamHaTa nprasuna (o1 30 + 9 mg/kg/aer).
KoMOuHauuaTa cpino Taka BOOM A0 XHIEPINAsHA Ha adepeHTHHTe apTeprony 8 Gn0pelmre (npu
600 + 188 mg/kg/nen npy manxose n 30 + 9 mg/kg/new npu Mapmoserx). [Tpu MapMo3eTky N03HTe
chOTBETCTBAT Ha 0,9 1 3,5 MbTU MaKCHMATHATA TIpenopbUHTENHa A02a npy xopa (MITIX) chotserHo
Ha BAICAPTAH H XMAPOXAOPATHAZWA, H3YKCIeH Ha 6asa mg/m’. [Ipu rurbXoBe Te3u no3u
CBOTBETCTRAT Ha 18 1 73 nBTH MakcCHMATHATA pEnOpBLIUTENHA 1034 npH xopa (MITIX) ceoTBeTHO
Ha BAICAPTaH H XUIPOXIOPOTHAIN, U3YACTKEHH Ha Gasa mg/m’. (MsuncrenysTa ce oTBACAT 32
rniepopanHa 1o3a ot 320 mg/aeH BancapTad B KOMGHHALWHA € 25 mg/aeH XKIpoXIopOTHA3HA ¥
TAUHEHT © Terio 60 kg).

CnomenartyTte no-rope e)eKTi BEPOATHO C& ABHKAT HA BHCOKUTE JOIH Bajicapras (fIOKUpaHe Ha
aHrnoTensyn [-uanynupauata HXUOHIHUA Ha OTAS/MHETO HA PEHMH H CTUMY AU Ha
PEHMH-TIPORYLHpAIlH knerkH) | ce cpewiar 1 nps ACE wrxnburtopure. Teal AaHHH BEPOATHO HAMAT
MPaKTHYECKO IHAYEHHE 110 OTHOLIEHHE HA TEPaNeBTHYIHOTO TIPWIOKSHHE Ha BA/ICAPTAH TIPH XOPa.

KomOuHanysra ancaprad — XEAPOXIOPOTHA3HA HE & NPOYUBaHa 33 MyTareHHOCT, XPOMO3OMHH
AHOMATHH HITH KEPUHHOTEHHOCT, Thif KaTO JIHICBAT NOKA3aTeNCTRa 32 B3aMONeHCTBHE MEXKIY ABETE
cy6eranuuy, HezapucHMO ue TeCTOBETE Ca IPOBEXKAAHN NOOTIENHO 32 BANCApTaH H
XBAPOXJTIOPOTHA3UA, HE CA YCTAHOBEHY JAOKA3ATE/ICTES 38 MyTalSHHOCT, XPOMO30MHH aHOMAITHH WITH
KapUMHOTEHHOCT,

Tpi nTEX0BE TOKCHYRHM J03H 32 Maltkata (600 mg/kg/nen) o BpeMe Ha NOCISAHHTE AHA OT
OpeMeHOCTTA U NIEPHOAA Ha JIAKTAUMA Ca JOBENH KO NO-HHCKA CTENEH Ha NPEXHBAEMOCT, f10-Clado
HAAARAHE HA TETNO U 3a0aBeHO PA3BHTHE (OTAELNAHE HA YIUHATA MALA W OTBApAHE HA CNYXOBHS
KaHAN) Ha nokoieHneTo (B, Touxa 4.6). Tesu 1031 Npk nexoRe (600 mg/kg/aexn) npeacrasaRBar
apubausprenno 18 IThTH MaKCHMANHATa NPENOPLIBAHA O34 TPy xopa Ha Gazara Ha mg/m2
(M3uNCTIeHNATA Ce OTHACAT 32 Tiepopanya o3a 320 mg/reH u 1 nanuent c Tero 60 kg). [Tpu
TIpHMTAraHe Ha BATCAPTAH/XHAPOXIOPOTHAINA NPH MITBXOBE # 3aiiuy ce HadNIOIaBaT CXOIHU HAXOAKH.
B npoyusanuara 3a em6puoderanno paspurue (Paza II) muncear 1o0Ka3aTe/CTRa 33 TEPATOrCHHOCT
HpH NMpRrIarade Ha BANCAPTAH/XUAPOXIOOPOTHAINN TIPH IITBXOBE H 3aliiid, BBIpeKy ToBa e funa
HabmofabaHa PeTOTOKCHYHOCT, CBBP3aHa ¢ MAlgHHa TOKCHYHOCT.

6, GAPMALEBTUUYHU JAHHH

6.1 CnHchbk HA TOMOIHHTE BEIIECTBA

CrpuesvHa va TableTkaTa
Mukpokpucranua uenynosa
Kpocnosnnos

KononaeH cuniunen auokceus, Bessonen
Marxesues creapar

DuTMUpaLio DQKPUTHE
Xunpomenosa

Maxporon 4000

Tank

Turanos grokeng (E171)
Uepren xenesen oxeug (E172)
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Aear xenezed okcun (E172)
Yepen xenesen okeng (E172)

6.2 HecsBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 roRvEY

6.4 CreuxajHH YCNOBHA HA ChXPAHEHNE

Ha ce cexpannsa nox 30° C.
Ha ce cbXpanaBa B OPHTHHAIHATA ONAKOBKA, 34 1A CE NPEANA3H OT Blara.

6.5 lanun 33 oNaKoBKATA
PVC/PE/PVDC/Alu Grvctepn
Pasmep Ha omakoekure: 14 (1x14) dunmupanu TabneTku.
6.6 CreunajgHi OpeIa3HA MEPKH NPA H3XBBLPASHE

HsamMa clrienmansy H3HCKBayns.

7. HPHTEXATEJI HA PA3PEIMEHHETO 3A YHOTPEFA
Novartis Pharma GmbH

Roonstrasse 25, D-90429 Niirnberg, Tepmans

8. HOMEP(A) HA PAPEHIEHHETO 3A YHOTPEBA
20040085

9.  IXATA HA TbPBO PAIPEHIABAHE/NTOAHOBSIBAHE HA PASPEIUEHHETO 3A
YIIOTPEBA
23.02.2004 r./22.12.2010 1,

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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