1. HME HA JEKAPCTBEHMS [IPOAYKT

0{’ vo & oofd”
Ko-/luoBan 160 mg/25 mg dunMupanu tabeTku o
Co-Diovan 160 mg/25 mg film-coated tablets RE / /7 A’/ bar /a -%6 AP

-07- W
2. KAYECTBEH H KOJIHMECTBEH CHCTAB 18 -07

Besika (rimnpana Tabnetka ceaspixa 160 mg pancaptan (valsartan) u 25 mg XHapox0poTHazHA
(hydrochlorothiazide).

3a MbIHKS CHHCHE HA [TOMOLLHHATE BELIECTBA BIDKTe Touka 6.1, i

3. JEKAPCTBEHA ®OPMA
Dunmupana TabneTka

Kadaso-opainkesn, opaiiin Tabnetxy maMnosans ¢ “HXH” ot eanara crpada u “NVR” ot apyrara.

4. KJHHHUYHHA TAHHHA
4.1 TepaneETHYHH NOKAZAHHA
Jleyenue Ha ECEHIMANHA XUTICPTOHKA NPH BE3PACTHH.

Co-Diovan ¢dukcupana 103088 KOMOHHALIMA € MOKa3aH MPH NALHEHTH, YHETO aPTEPHANHO HATATAHE
HE C¢ KOHTPOJIHpa aeKBaTHO OT MOHOTEPAIIHs C BANCAPTaH WIH XHAPOXIOPOTHA3H]L.

42 [lolMpoBka H HAYHAH HA NPHI0KeHHE

O3UPOGGKA

IIpenoprupanata noza Ha Co-Diovan e eqHa punMupana tabnetka gHesHO. Ilpenopnusa ce
HHAMBHAYAITHO THTPHPAHE HA JIO3MTE HA OTASIHUTE KOMIOHEHTH. [IpH Beeku ciry4ail e HeobXoauMo
[ ce NPABH NOKAYBAIOTO THTPHPAHE Ha JI03aTa HA OTAEJIHHTE KOMNOHEHTH, 3a 11a ¢€ HAMAIH PHCKA
OT XHIIOTOHMA ¥ JPYIH HEKESJIAHH PEeaKITHH.

Koraro ¢ ymMecTHO OT KIHHMYHA T7ieAHa TOYKa, 6 MoTIIo Aa ce o6CHAN MPEKTHO NPEMHAHABAHE OT
MOHOTEPAIK KM JIeUeHHE ¢ KOMOUHaLHA 0T GUKCHPaHH IO3H NPH NMALHEHTH, YHETO APTEPHATHO
HATATAHE HC C€ KOHTPONTHPA aA¢KBATHO OT MOHOTEPAITHA ¢ BAJICapTald HiIH XHAPOXTIOPOTHA3ZHA, TPH
YCTIOBHE Y€ e CIeBa MPENOPhUBAHOTO THIPUPAHE Ha TOHTE HA OTEJHHTE KOMIIOHESHTH.

Cnep 3armovsade Ha Tepanuara TpaOBa Aa ¢ HANPABY OLEHKA HA KIHHWYHNA OTroBop cnipsmo Co-
Diovan W aKo He ¢e [IOCTHIHE KOHTPON Ha PTePHATIHOTO HANAraHe, T03aTa MOJKE Aa Ce TMOBHINM Ype3
HOBHINARAHE HA OTAEJIHHTE KOMACHETH A0 Makcumansa nosa Ha Co-Diovan 320 mg/25 mg.

AHTHXHNEPTEH3HEHHAT e(DEKT € [0A4epTaHo HATHYEH chel 2 CeaMHLH.
Ipw moBeyeTo naueHTH MakcHManeH edexT ce Halmonaga B pamMkuTe Ha 4 cemmui. Hesasrucumo
OT TOB4, PH HAKOH NMAIMEHTH MOXKE 1a ¢ He0OXOoMHuMO edeHre 4-8 cenmuuy. Tosa TpabGsa ag-
TIpe/IBH [IPY THTPHAPAHETO HA [O34TA.

Hauyn na npunoxcetue
Co-Diovan Moxe Ja ce MpHeMa cBC HAH Ge3 XpaHa u TpaCea aa ce pHeMa ¢ Boja.




Creyuaanu nonviayuu

Hayuenmu ¢ 6vbpeuno yspexcoane

He ce Hanara xopurkpaHe Ha A03aTa IIpH NALMEHTH ¢ JEKO 0 yMepeHo GbOpedHo yRpexaHe
(cxopoct Ha rnomepynHara untpauma (GFR) 230 ml/min). opaax xuapoxnopornasuasara
komnoxenTa Co-Diovan e NpOTHBOIOKa3aH [IPH MALHEHTH ¢ TEXKO OLGPEYHO YBpeNIaHe
(GFR <30 ml/min) u anypus (Bx. Touks 4.3, 4.4 1 5.2).

Hayuenmu ¢ weprodpobne vepesicoase

[pn naumenty ¢ nexo no ymepeno uepHoapoGHO yepexknane (e3 xomecTasa 03aTa Ha BANCAPTaH He
Tpabra na npesrmasa 80 mg (Bxk. Touka 4.4). He e ycranoseHa nipenopbunTenHa no3a 3a
XHAPOXIOPOTHAZHA [IPH NALIHEHTH ¢ YMEPEHO JI0 T&KKO uepHoApoGHO yepexcaaHe. [Topaau
HaTHYMETO Ha Bancaprad Co-Diovan € MpoTHBONIOKA3aH NP HALMEHTH C TEXKKO YePHONPOGHO
yBpeKaaHe WiH ¢ OHIHapHa LMpo3a ¥ XonmecTtaza (Bxk. Touku 4.3, 4.4 u 5.2).

Hayuenmu 6 cmapuecka ap3pacm
He ce nanara npomsaHa B A03MPOBKATA IPU IALHEHTH B CTApUECKa Bb3pacT.

Heduampuunu nayuenmu
He ce npenopsuea ynorpedara na Co-Diovan npu aeua noa 18 roaunn, nopasy nuiicata Ha JaHHH 33
Ge3onmacHOCTTa H ePHKACHOCTTA,

4.3 IIpoTHBonokazaHus

- CBpPBXUYBCTBHTEIHOCT KbM aKTHBHOTO BEIHECTRO(a), IPYIH CYyMPOHAMIIHH IPOM3BOIHH MIIH
KBbM HAKOE OT NOMOIUIHHTE BEIIECTBA OIHCAHH B TOYKA 6.

- Brop#a u TpeTH TpuMecTEp Ha GpeMeHHOCTTa (TOUKE 4.4 1 4.6).

- Texko yepHOAPOOHO YBpekaaHe, GUIHAPHA LMPO3a H XOISCTA3A.

- Texxo Op6pedHo yBpexaane (KpeaTHHHHOB KiprHe <30 ml/min), arypus.

- PedpakropHa xumokaaneMus, XUOOHATPHEMHUS, XHISPKANLHEMHAS H CHMITOMATHYHA
XHIIEPYPHKEMHSL.

- Ennospemennara ynoTpeba Ha Co-Diovan ¢ anuCKHpeH-CBABPKAI NPOAYKTH NPH NALKSHTH
ChbC 3axapeH auaber unH 666peuno yapexnane (GFR <60 ml/min/1,73m?) (px. Touku 4.5 0
5.1).

44 CrensajHHa npexynpexkIeHus H npeARa3HH MepKH Dpu ynorpeba

TTpoMeny B HKRATA HA CEPYMHWTE SNEKTPONINTH
Bancapman

Ennospemennara ynotpeda ¢ kajlueBH 10GaBKH, KAIHI-ChXPaHABAINM AHYPETULIH, 328MECTHTEIH HA
COJNITa, CHIABPIKALIYM KA, HiH IPYTH JIEKAPCTBEHH NPOAYKTH, KOHTO OHXa MOIVIH 12 MOBHINAT
HHBATa HA Ka/IHH (xenapeH # T.H.), He ce npenopbupa. CTOMHOCTHTE Ha Kaud TpadBa aa ce
MOHHTOPHPAT CHOTBETHO.

Xuopoxaopomuaszuo

IIps nevensne ¢ THASHIHHM JMYPETHIH, BKIOUHTEIHO XHAPOXTOPOTHA3H, ce chobliaBa 3a cyMau Ha
xunokanuemus. Ilpenoprupa ce 4ecTo MOHHTOPHPAHE Ha HABATA HA CEPYMHHS KAIHil.

JledeHnneTo ¢© THAZHAHH JHYPECTHHM, BKIFOYHTECTHO XHAPOXJIOPOTHA3KH, C€ CBBLP3BA C XHTIOHATPHEMHA
M XHROXJIOPEMMYHA aixanosa. THasHauTe, BIIIIOMHTETHO XHAPOXITOPOTHAZH A, I0BHINABAT
CKCKpeUHMATa Ha MarHes3Hi B YpHHaTa, KOeTC MOXKE a NoBese 10 XHITOMAlHE3HC MU . EKCKpcl.[PISITa Ha
Kajaui HaManaea nop BIHAHUETO Ha THARHIHHTE THYPCTHIM. Tosa Moxke A4 JOBCIAE 1O
XHIMEPKAILIHEMHA.
Kak1o npy BCHYKM MAlHEHTH, [I0Iy4aBaliy AHYPETHYHO JieYeHHe, € HeoOX0MAMO Ha N0/

[ManueHTH ¢ HATPHER W/HMH COEMEH NedULHT




HanrieHTHTE, NONYYaBAUIA THASHIHH JHYPETHLM, BKMIOUHTETHO XHAPOXIIOPOTHAHA, TPAOBa Na
Obaar malimonarany 3a NOSABA Ha KIHHWHHH NPH3HALM Ha ROZISH WM ENeKTPONUTEH AncOananc.

I1py nanMeHTH ¢ TeXbK HATPHES W/HAH 06eMeH NedMUMT, KATO Te3H, KOHTO NOMTY4aBaT BHCOKH JO3H
AHYPETHLIH, B PEAKH CTy4aH ciejl 3ano4eade Ba repanus ¢ Co-Diovan Mosie Aa ce 1ossu
cunToMaTHYHa XHnoTorns. Hatpruesust w/nnu obemunst qedHIHT TpAGBa A2 Ce KOPHIMpa NpeIH
3anouBaHe Ha nedenuero ¢ Co-Diovan.

HauyeHTH ¢ TE/KKa XPOHHYHA ChPASYHA HEAOCTATEYHOCT HIIH JIDYIH ChCTOSHHMA, [IPH KOWTO € HAJIHLE
CTAMYNALMA Ha CHCTEMATa PEHHH-aHTHOTeH3HH-ANIOCTEPOH

I1pn nanpenTty, unaro 6s0pevHa GyHKimsa O MOIIa Ja 3aBHCH OT AKTHBHOCTTA HA CHCTEMATA PCHHH-
AHrHOTEH3UH-ATZOCTEPOH (HANP. NAIMEHTH ¢ TeKKa 3aCTOHHA ChP/IeYHA HEAOCTATRUHOCT),
JIEYCHHETO ¢ HHXMOHTOPH HA aHMHOTEHIHH-KOHBEPTHPALIMS €H3HM CE CBBP3BA € ONHTYPHS W/HIN
TIPOTPecHpaiiia a30TeMHa H B PEAKH Chy4au ¢ ocTpa Hpbpeusa HeOCTATEUHOCT H/HITH CMBPT.
OneHkara Ha DAUKMEHTHTE CHC ChPACYHA HEMOCTATEYHOCT WIH CNEH IpeKapaH MHOKapAeH HH(apKT
BHHarM TpA0Ba ja BKTIOUBA M OLEHKa Ha GrOpeunara ¢yukuns. [punoxenuero #a Co-Diovan nipu
HalMeHTH ¢ Te/KKa XPOHWYHA ChPIAeYHA HEAOCTATRYHOCT He € IPOYYBAHO.

CrnenosaTenHO He MOXe 8 C€ H3KTIOUH, Ye [I0pagH MHXHOWPAHE HA CHCTEMATA PEHHH-AHMHMOTEHIHH-
anaocTepoH npunaranero Ha Co-Diovan moxe aa 6p1e cBbp3aHo ¢ yEpexaade Ha GpOpeqnara
¢byekuma. Co-Diovan ne Tpabsa aa ce npunara NpH Te3W NAUHSHTH,

CreHosa Ha 6B0peuna aprepHa

Co-Diovan He TpafBa n1a ce npusiara 3a JISYEHHE HA XHMNEPTOHHA HPH NALHEHTH C €IHOCTPAHHA HITH
AByCTpaHHA cTeHo3a Ha Op0peyuHHTe ApTEepAH WIIH CTEHO3a HA apTEPHA Ha eJIMHCTBEeH OBOpeK, Thit
KaTo NpH TAKHBA MALKEHTH € BE3MOKHO [TOBHIIABAHE Ha CTOHHOCTHTE Ha CepyMHUTE HUBA HA Ypes U
KPEaTHHHH.

ITepRHYeH XUNepanaocTepOHH3IBM
[lauuenTHTe ¢ NBPBHYEH XHITEPAJIIOCTEPOHHIEM He TpabBa Aa ce nekysat ¢ Co-Diovan, Tei kaTo

TAXHATA CHCTCMa PEHHH-AHTHOTCH3HH HC € aKTHBHpaHa.

AopTHa W MHTpANTHA KIalHa CTeHo3a, XHOepTpodHuHa 06CTPYKTHBHA KADAMOMHOIATHA

KakTo npH BCHMKH APYTH Ba3oIMIATATOPH € HeoOX0AUMO 0co0eHO TIOBHUILSHO BHUMAHHE MPU
MALHEHTH, CTPAJAIIM OT A0PTHA HiIH MHTPATHA CTEHO3a HJIH OT XHNEPTpohuIHA 0OCTPYKTHBHA
kapaoMuonataa (OXKM).

brOpeuno yBpexaaHe

He ce Hanara xopvrupane Ha 03aTa [IpH NalMEHTH ¢ OB0pevHO YBperklaHe H KpeaTHHHHOB KJIMPBHC
>30 mi/min (Bxk. Touka 4.2). [perophuba ce NEPHOAHYHO MOHHTOPHPAHE Ha CEPYMHHTE HHBA Ha
KaIIWii, KpeaTHHHH H MIHKOYHA KHCEITHHA NpH Npunarabe ka Co-Diovan npu nannenra ¢ 656peyuso
YBpeXIaHe.

Br6peuna TpaHcIaHTaHA
Jlo To3H MOMEHT HIMa HATPYIaH OMUT O OTHOWEHHe Ha Gesonachata ynotpeba Ha Co-Diovan npu
MAIMEHTH, IpeKapaii Hackopo OsGpetHa TpaHCILTAHTAIHA.

YeproapobHo yBpexaaHe
T1pu maupeHTH ¢ eko Ao yMepeHo uepHoapobHOo yBpexaaHe 6e3 xonecrasa Co-Diovan Tpabsa da ce

yHoTpeBsBa ¢ NOBHLIEHO BHUMaHUe (Bx. TOUYKH 4.2 u 5.2). Tuasuasute nMypeTul Tpadea f1a ce

TPUWIAraT ¢ BHUMAHKME [PH NALKMCHTH C YBPE/ICHA YEPHOAPOGHA QYHKLMS Wi (IPOrpechpamo "~ >
3aGoABaHe Ha YepHd Jpob, Thil KaTo ManKH IPOMCHH BB BOJHO €JIEKTPOTMTHUA 6a.nanc’na@‘n§é
NpeIH2BHKA YEPHOAPOOHA KOMa. S

AHaMHe34d 34 aHTHOeIEM




Ilpx nauMeHTH, NexyBaHH ¢ BaJICAPTAH ca JOKIAABAHM CIYUaM HAa aHTHOEIEM, BKIIOUHTEITHO OTOK Ha
JApHHKCA H [JIOTHCA, TIPHYKMHABAINY OOCTPYKIHMA HA MUXaTeNHHTe THTHINA W/WIH [IOIyBaHe Ha
THIETO, YCTHHTE, hapHHKCa H/HH e3uKa. HiIKkoH 0T Te3n nanlMeHTH ca M3ABABAIIM TIPEIH TOBa
AHTHOEISM OT ApYrd NeKapeTea, BRTIoUATENHO ACE mmxubuTop. [Ipd BL3HMKRAHE HA aHIHOSIEM,
npueMbT Ha Co-Diovan Tpa6Ba fa ce npeycTaHOBH He3aGaBHO W [1a HE Ce MPUJIATa TOBTOPHO (BIDK
TOUKa 4.8).

CHcTeMeH VIV €pUTeMaTofiec
Crobwiasa ce, U THASHABATE THYPCTHLY, BIJTIOYHTENTHO XHAPOXTIOPOTHAIH], MOTAT Ja oBOCTPAT WITH
12 aKTHBUPAT CHCTEMEH IYNYC SPHTEMATOdEC.

Jpyri MetaboNUTHY HADVIIICHHUA

TuaskH#ETe Ny peTUIH, BKITIOUHTENHO XHIPOXIOPOTHA3K/, MOTAT /1a HAPYIUAT TFOKO3HHA TOIEPaHC
H J1a [IOBHILIAT CEPYMHHMTE HHBA HA XONECTEPOJ], TPHINIMLIEPHAN H MTHKOYHA KuceNWHa. [Ipy nauneHTH
¢ quabeT Moxe 11a € HeoHXOIMMO KOPHIHPAHE Ha /[03aTa HA MHCY/THHA WA HA IEPOPATHOTO
XUNOTIIHKEMHYHO CpeACTRO. THasHAHUTe MHYPETHIIH MOraT A3 NOHHKAT €KCKPEIHATA HA KAILHEH B
YPHHATA M 1 JOBEAAT 0 HHTEPMHUTCHTHO JEKO MOBHINABAHE HA HHBATA HA CEPYMHHUS KaTHi npy
JIMICA H& YCTAHOBEHO HapyIIeHHe Ha KaJILIMEBHS MeTaloiu3sM, Mspazenata xunepKkaiuyeMus Moxe
Ja € MOKA3aTe/ICTBO 3a NOANEKALN XHIepIapaTHpeoHaAU3bM. IIpUeMET Ha THASHIHU AHYpPETHUH
Tpabea fa OBJie NpeKkpaTed NpeJH NPOBEXKIAHETO HA M3CICIBAHN HA TIAPATHPCOHIHUTE (YHKIHH.

POTOYYBCTBUTENHOCT
Crofinasa ce 3a cryuan Ha peakuuy Ha GOTOUYBCTBHTEIHOCT IIPH MIPHEM Ha THA3HIHH JHYPETHLH

(Bx. Touka 4.8). Axo peakuMATa Ha (POTOUYECTBHTEITHOCT BE3HHKHE B X0/1a Ha ISUYEHHETO, CE
MPenophYsa CNUPAHE HA NEUSHHETOo. AKO € CUUTA 33 HeoOXOANMO TORTOPHO NPUIATAHE HA
IMYPETHKA, C€ [IPENOpBHYBa 3alHTa Ha 00MACTHTE, H3MTOXKEHH Ha CTBHIE WIH #3KycTBena UVA
CRET/IHHA,

Epemennoct
He tpabea na ce 3anousa nevenne ¢ anruoTensud I peuenmopuu 6nokepu (APB) o Bpeme Ha

6pemenHocT. OCBeH aKo NPOIB/KATEAHATA Tepanui ¢ APE ce npeleHy KaTo chileCTREHE, JJEIEHHETO
Ha MAHCHTKH, KOHTO IV1aHyBaT OpeMeHHOCT, TpAOBa fa OB/Ie 32aMEHCHO ¢ ATepHATHBHO
AHTHXUTIEPTEHIHBHO JIEYEHHE ¢ YCTAHOBEH NpodHn Ha 6€30MacHOCT 3a ynorpeda 1o Bpeme Ha
6pemennoct. TIpu ycranobssaHe Ha GpeMeHHOCT ieyenuero ¢ APB TpaGra HeszabaBHO na ce
MpeyCTAHOBH H Aa C¢ 3afl0UHE AITePHATHBHO ICUEHHe, aK0 € TOAXOMAII0 (B, TO4KH 4.3 1 4.6).

O6urm

Heo6x0IuMO € 0BHIIEHO BHEMAHKE TIPH NALMENTH ¢ NPSAICCTRAINA CBYbXYYBCTBHTETHOCT KbM
Ipyry aHruoteHsuH Il penentopHy OnokepH. PeakunuTe Ha CEPBXUYYBCTBUTENHOCT KbM
XHAPOXJIOPOTHA3ZH] Ca I10-BEPOATHH MPH MALHEHTH, CTPaJalilH OT ATIEPTHs HJIH aCTMA.

Ocrpa 3aKPUTORIBIIHA ITAVKOMA
XHapoxaopoTHasH/, KaTo cy.1hOHAMHI, ¢¢ CRBP3BA ¢ HAHOCHHKPATHYHM PeaKilii B Pe3yJITaT Ha
OCTpa NPEX0JHA MHOTIHS B OCTPA 3aKPHTOBIBIHA IIaykoMa. CUMITOMHTE BKIKOYBAT BHEIATITHO
CHJIHO HaMaJIeHa 3pHTENHA OCTPOTA AW GOJIKA B OYHTE M OGMKHOBEHO Ce MOABABAT B PAMKHTE Ha
HAKOIKO Yacy A0 ceaMHila OT 3anovBRaHe HA JIeYEHHETO. HCIIKGYBaHaTa OCTpa 3aKpHTORI'BIIHA
rIayKkoMa MosKe J1a JOBeJe A0 MOCTOAHHA 3aTy0a Ha 3peHHETO.

Tepanudara ¢ XuapoIOpOTHA3KI TpaOBa Oa Ce NPeKpaTH Bb3MOKHO Hal-Obp30. Moxe 11a ce HatoxKH
Heza0aBHO MEHIMHACKO HITH XHPYPrHYHO JICUeHHe, KO BETPEOYHOTO HAlIAraHe HE MOXKE 13 Ce
KOHTpONHpa. PUckoBHTe DaKTOPH 3a pa3BHTHE Ha OCTPA 3aKPHTOBI'BIIHA [TIAYKOMA MOXKE Ja
BKITIOYBAT NPEAHINHO JIeYEHHE CBC CYN(DOHAMUIH WIH aleprud KbM MCHUIINH,

[poiiHa Gnokana Ha peHHH-AHIMOTEHIMH-aNA0cTepoHOBaTa cucTema (PAAC) M) -

Hma mannu, ve eqHoRpeMeHHaTa ynoTpeba Ha ACE naxuburopH, aurHoTeHsHH H—pel.}estfr HH
O10KepH MM ANTHCKUpeH TIOBHLIABA PUCKA OT XUITOTOHHA, XHIEPKATHEMHSA H H&MﬁJIS[BaHe Ha .
OBOpeunaTa $hyHKIHS (BKIFOUMTENHO ocTpa OBOpeuna HepocTaTbuuocr). [opanu TOBa He‘ce




npenopbusa ABoiiHo 6aokipane Ha PAAC upes komOuHMpanaTa ynotpe6a Ha ACE unxuburopu,
aHruoTeH3HH ll-penenTopHu 6;10KepH HIH aTHCKMpeH (BXK. ToYKH 4.5 1 5.1)

AKO ce NpeLieHH, Y€ TepanuaTa ¢ ABOIHO GIIoKupake e abcooTHO HeobxoauMa, Toea Tpabea 1a
¢TaBa caMo ol HalJIOIEHHETO Ha CTICIHATHCT H TIPH 4eCTO BHWMATEAHO MOHMTOPHPAHE Ha
6s0pedHara QYHKIMA, JICKTPOIHTHTE H KPBEHOTO HAJAT4HE,

ACE unxuburopu 4 anrnotensus [l-penentoprn 6roxkepu He TpAGBA 11a Ce M3NON3BAT €IHOBPEMEHHO
TIpH NauyeHTH ¢ AHabeTHa HedponaTus.

HewmenanoMeH pax Ha KOWaTA
B ABE SIIHISMHOIIOTHYHA HpOyT-IBaHId}!, OCHORBABAIIH ¢ HAa JaTCKH% HALIMOHAICH paKOB pemcnp, €

Hab01aBal NOBHILEH PUCK OT HEMeNaHOMeH pak Ha koxaTa (HMPK) [GazanHokieThueH KapiiuHOM
(BKK) u ckpamoszHokeThyeH kapuntoM (CKK)] npu HapacTeama eKCO3HLMA Ha KyMyJIATHBHA 1034
xuapoxnopotuasuz (XXT3). PorocencubwinsHpauute edextn Ha XX T3 Morat ja aeHCTRAT KaTo
BEPOATEH MEXaHH3IBM 32 paisuTue Ha HMPK.

[MauuenTtyre, npueMamy XX T3, tpabea na 6baar uadopmupan 3a pucka or HMPK u ceeeTBaHM
PEOOBHO J1a NPOBEPABAT KOXKATA CH 32 HOBH JIE3HH U He3abaBHO fa CHODIIABAT NIpU NogBa HA
MOJIO3PHTEIHHE KOXHH Jieskn, Ha nauvenTute Tpabsa 1a ce npenopbyar Bh3MOKHHY IIPEBAHTHEHM
MEpPKH, KaTO OTPAHHYCHO W3JiaraHe Ha C/TbEHYEBa CBCTIHHA H YATPABHOJETORH JIBYH, 4 B CTIY yail Ha
EKCITOZHIMA, NOAXOAAINA 3aIIHTA, 33 Ja C& CBefe A0 MEHHMYM PHCKET OT paK Ha KOXKATA.
TMogospuTenHuTe KOMXHH Te3HH TPAGra aa OBIaT MOATOKeHn Ha He3abaBHO M3cIeBaHe,
NOTEHUHATHO BKIIOYBALIO XHCTONJOPHYHHE H3C/1eABaHHa Ha OuorcHYlK MaTepHany. [pepasriexkiane
Ha yAoTpe6ata Ha X XT3 Moxe Na ce HATOKH U MPH NALMEHTH, KOMTO ¢a nManu npeaxoged HMPK
(mx. cpmio Touka 4.8).

4.5 BsaumoaeilicTBHe ¢ APYTH JeKapCTBEeAH NPOAYKTH H ApYTH GopMu Ha B3aEMoIeiicTBHE

B3aum0geﬁcmua, CBEP3aHH ¢ BA/ICAPTAH H XHAPOXTOPOTHAZHIT

He ce npenopvyea ednospemenna ynompeba

JTumiii

(ObpaTHMO NOBHINABAHE HA CEPYMHUTE KOHLSHTPALMHK HA JIMTHIA U TOKCHYHOCT ca CHOBINEHH TIpH
efHOBpeMeHHaTa ynorpeba Ha nmuthil ¢ ACE unxuGuropu, auruotensus Il petiernrropam 610Kepy vim
THA3H/IHH JHYPETHIIH, BKIIOYHTEHO XHAPOXIOPOTHa3KHA. Tbit KaTo THASHIHATE JHYPETHLH
HaMansaeaT OBOpeUHNS KITHPHHC HA IWTHH, C€ TPEAIIoNara, 4¢ prCKBT OT JINTHEBA TOKCHYHOCT MOXKE
na 6w1e moswIIeH nomeaaATeNHO ¢ Co-Diovan, [penopsusa ce BHHMATEHO CIIENICHE HA CEPYMHHTE
HHB2 Ha JIMTHIL, aKO C€ NpeleHH, Ye kKoMOHHALHATA € HeobxoauMa.

Heobxoo0umo e nosutueHo sHUMAaHLe HPY eOHOBDEMERNHA VROmMpeha

Zpveu aumuxunepmensseny azenmu

Co-Diovan Moske Aa NOBHIIM eUKACHOCTTa Ha APYTH IEKapcTRa C AHTHXHIEPTEHIMBHH CROMCTRA
(Haip. rBaHETHIMHE, MeTHINONA, Ba30AWTaTaTopH, ACE uHxuGHTOpH, aHFHOTEHIHH PeLIeNTOPHH
6nokepu (APB), OeTa-0.10KepH, KaniMeBH AHTATOHUCTH) H AUPEKTHY PeHUHOBH HHxuOUTOpU (JIPH)).

Hpecopru amunu (Hallp. HOpaapeHATHH, ANPEHANHH)
BbaMoxxHO € HaManigBaHe Ha OTTOBOpPA KBM NMpecopHH aM#Hd. KAHHUYHOTO 3HaYEHHE Ha TOSH ¢eKT
€ HEYCTAaHOBEHO H HEMOCTATHYHO, Ye Na Obaar cnpeHu.

Hecmepoudnu npomusosvsnanumennu cpedcmea (HCIIBC), exmowumenno cenexmusny COX-2

UHXUCHIMOPY, aYEMWICANUYNAOBU KUCenuna >3 g/oneeno u necerexmusuu HCIIBC

HCTIBC morat fa oTcnabst aHTHXHIICPTEH3NBHHA edeKT KakTo Ha aHrHoTersun 11 peuerrropaute. -

AHTArOHHCTH, TaKa U Ha XMAPOXTOPOTHA3HAA IPH €THOBPeMeHHO NpHokeHUe. OcBeH ':?&/;QFHU
Mass -~

.

%

eIHOBpeMEHHOTO npuiarate Ha Co-Diovan 1 HCTIBC moske j1a A0Befie A0 BIIOIMIABAHE
OuOpevHarta (yHKIMA NOBHINARaHE HHRATA HA cepyMHUA Kanuii. [Topaaw ToBa ce mpe
npocnenapate Ha 6u0pednara QyHKLHA B HAYATOTO Ha JICICHHETO, KAKTO H aJIEKBATH:
HA TALHEHTA., :




BiauMone#icTeus, CBbp3aHK ¢ BANICAPTAH

Hsoiina bnoxada na penun-anzuomenzun-ardocmeponosama cicmema (PAAC) ¢ APK, ACE
UHXUOUWIMOPY HAY ANUCKIPEH

Januy OT KITHHHYHH IPOYYBaHHA MOKA3BAT, Y€ ABOHHOTO OI0KAPAHE HA PEHHH--AHTHOTEH3HH-
annocreponobaTa cucTema (PAAC) upes kombuHMpaHara yriotpeda Ha ACE unxuburopn,
anrHoTensuH ll-petenropnu 6n10kepy HIH ATHCKHPEH CE CBLP3BA © TIO-BHCOKA YECTOTA HA HEXETaHH
CHOWTHS, KaTO HADPHMEP XMIIOTOHUA, XHIIEPKATHEMHA H HaManaeaHe Ha Gb6peunara pyHxup
(rmoUHTENHO ocTpa 6EOpEeYHa HEAOCTATHHHOCT), B CPABHEHHE C yIIoTpebaTa caMo Ha eaHo
CpencTRO, NedcTBalto Bbpxy PAAC (Bixk. Toukn 4.3, 4.4 u 5.1).

He ce npenopvusa ednospementa ynompeba

Kanuti-coxpanssamyu Ouypemuyu, Kanuesu 00DABKY, 3aMeCumenit Ha COAMa, CoOBPNCAUU KATUl
unu Opyeu cybcmanyuy, Roumo Suxa Mo2iu 0a ROGUMIAM HUBHINA HA KAAUH

AKO ce TIpetieHH, Y€ € HeoOXOHM JIeKapCTBEH NPOAYKT, KOUTO 3acATa KaHEBUTE HHEA B KOMOHHALMA
C BAICapTaH, ApEMOpbUBa ¢ ClleIeHe HA TUIa3MEHKTE HHBA HA KA.

Tpancnoprepu
Wi BUTpO aHHM TIOKA3BAT, 4 BajcapTad € cyOCTpaT Ha TPaHCIIOPTEPUTE 38 YePHOPOOHO 3aXBalaHe

OATP1B1/OATP1B3 u Ha yepHoapobHUz ednyke Tparcmoprep MRP2. KnuHBYHOTO 3Ha4YeHHE Ha
Ta3W HAXOKa He ¢ H3BECTHO. EHOBpeMeHHOTO IPUICIKEHHE HA HHXHOHTOPH HA TPAaHCTIOPTEPHTE 32
3axpaiiane (Harp. pHpaMmiH, THKIOCTIOPHH) WK Ha ediyKe TPAHCIIOpTepuUTe (HAanp. pUTOHABHD)
MOXE Jla MOBHUIM CHCTEMHATA EKCNO3HLHA Ha BancapraH. [lpeanpHemere noaxoaamy rpiky npu
3aN0YBaHE WITH NPEKPaTABAHE Ha CRITETCTBAINO JCUYEHHE ¢ TAKHEA JTEKAPCTBA.

Jlunca na ezaumodeticmeun

ITpu npoyueanns 32 JICKAPCTBEHU B3aUMOAEHCTBHA C BAJICAPTAH HE €A YCTAHOBEHH KIHHHYHO
3HAYMMH B32HMOAEHCTBHA MEKITy BATICAPTAH M HAKOE OT CICAHHTE BEIISCTRA: IHMETHAKH, BapdapuH,
$yposeMua, AHrOKCHH, ATEHONON, MHAOMETALME, XHAPOXIOPOTHA3H, AMNOHIIHH, MNTHOSHKIAMHEI.
JMrokcHH M MHAOMETALMH MOraT A3 B3aUMOJEHCTRAT ¢ XHIPOXIOPOTHAZHAHATA KOMITOHEHTa Ha Co-
Diovan (k. “B3auMoagHCTBHA, CEBP3AHA ¢ XHAPOXJIOPOTHASHA ).

B3anMoIeHcTBHs, CBBP3aHH ¢ XMAPOXIOPOTHATHI

Heobxooumo e nogumuero enimanue npu eOHoepeMenna ynompeba

Hexapcmeeny npodyKmu, NOBAUAGGU U HUBOMO HA KAAUIL

XHNOKaTHeMHYHHAT eeKT Ha XHAPOXUIOPOTHAZH/IA MOMKE 114 C€ TIOBULIN IIPH SAHOBPEMEHHOTO
OPHIMKEHHE Ha KATUH-ryOelll THypeTHIH, KOPTHKOCTepOHIH, Takcatusy, ACTH, amdorepuiH,
KapOeHOKCOJIOH, NEHHUKTHH (G, CAMHIIMIOBA KMCEMHHA W TIPOMIBOTHHTE H.

Axo0 ¢ HeOOXOAMMO NIPEAITHCBAHETO HA TE3H JIEKAPCTBEHH TIPOLYKTH €HOBPEMEHHO ¢ KOMOHHALIMITA
XHIPOXIOPOTHA3H-BAICAPTAH, C€ TPENOPbYBa MOHHTOPUpaHe Ha TUIA3MEHHTE HUBa Ha KamHA (BX.
Touka 4.4).

Jlexapcmeenu npodykmu, koumo Mozam oa npedussuxam torsades de pointes

TMopans pyucKa OT XMNOKATHEMHA XHAPOX/IOPOTHA3MA TPAGBA N4 Ce NIPHIAra ¢ MOBHINEHO BHAMAaHHE
IpH STHOBPEMEHHO TPHIOKEHHE ¢ JICKAPCTECHH NIPOYKTH, KOMTO MOIAT NpeaH2eukaT torsades de
pointes, naii-Beue wiac la # knac Il aHTHAPUTMHLH W HAKOH AHTHIICHXOTHLIH.

Jexapcmeenu npoOyYKmu, ROSGAUABAUY HA CEPYMHOMO HUBO HA HAMPUL
E(eKkThT Ha XHNOHATPHEMMUS Ha AHYPETHIIMTE MOXKE 14 Ce IACHITH MPH eTHOBPEMEHHOTO APUTOKEHHE
C JIEKAPCTBA, KATO AaHTHASTIPECAHTH, AHTHIICHXOTHLIH, AHAWSTTWIIANTHIIN H T.H. Heoﬁxonuyo@t i
BHHMAHKE IIPH NPOABIDKHTEITHO JICUCHHE ¢ TE3H JTeKAPCTBa.

Luzumanucosu 2nuxozuou il

Tua3w/I-HHTY IMPaHA XHIOKANIEMES WM XATIOMATHE3EMHUA MOTaT 4a ce H3SBAT KaTo, H.eﬁcenaﬂn L

PEAKLHH, YIeCHABAIKH HAYAIOTO HA AHTHTATHC-HHAYLMPAaHH CHPISYHH apUTMHH (B)K,\TO'-la.Ka 3:4). / =
AN -




Kanyuesu conu v eumoanun D

[IprharaneTo Ha THAZHAHHM JHYPETHLH, BRIIOUMTENHO XHAPOXJIOPOTHA3HA, ¢ BHTAMHHE D 1imm ¢
KaALUEeBH COJIM MOXE [ia NOTEHITHPa TOKaYBAHETO HA CEPYMHHA Kaluwil. EqHOBpeMeHHOTO
TIPWICHKEHHE HA THASHACH THIT AHYPETHLH C KAMLMEBH COJTM MOKE Ja IOBEAE 110 XHIEPKATLMEMHS
TNpH [TALHEHTH, MTPSAPaNONOKEHH KbM XHIISPKAILHEMHS (HAIIP. XUIIepHapaTHPEOHILM,
3TOKA4YECTBEHO 3a00/IABARE WITH CBCTOSHHA OTIOCPEACTBARM OT BUTaMKH D) upe3 MOBMIIABAHE Ha
TyOynHara peabcopbiMs Ha Kasiltus.

Anmuduabemnu rexapemea (IEPOPATHHU CPEICTBA M MHCYITHH)

TuazuaHHTe AMypeTHIIH MOXe Ja OKaKaT BIHUSHHE BhPXY [MIOKO3HHA ToNepanc, Moxe fa e
He0OXOMMO KOPHTHpAHE HA N03WTE,

Merdopmun Tpabea aa ce npHema ¢ NOBHLICHO BHEMAHHE NOPAIH PHCK OT JaKTATHA alua03a,
HMHAYUHPAHA OT BB3MOKHA (yHKUMOHANHE GBOpetHa HeIOCTATRUHOCT, CBBP3aHAa ¢
XHAPOXAOPOTHAHL.

Bema-6horepu u duazorcud

EfHOBPEMEHHOTO NPHIIOKEHHE HA THAIKAHN THYPETHLNA, BIIKYHTETHO XHAPOXIOPOTHAZH, H
Bera-On0Kkepn MoXe qa MOBHIIM PHCKA OT XHIEPIIUKeMus. THAZHIHHTE JHYPETHLH, RKIIOYHTEAHO
XHMAPOXJIOPOTHA3HMA, MOTAT JIa TIOBHLLAT XHNEPIITHKEMHAYHAA eEKT Ha NHA3OKCHA.

Jexapcmeaernu npodykmu, npurazanu 3q revenue Ha nodazpa (NpobeHenn , CyIPHHNHPA3OH 1
ATONYPHHOT)

B13MoxHO € Aa ¢e HaloXkH KOPHUTHpaHe Ha J034Ta Ha YPHKO3YPUYHHTE CPENCTBA, THif KaTo
XHAPOXIOPOTHAZH MOKE Ja MOKAYH HHBATA Ha CepyMHaTa MHKOUHA Kucenmua. Moxe fa e
HeoOX0MMO Ba ce YBe/IHYH R03aTa Ha ipobeHendn i cyaduHmipason. EqHOBpeMeHHOTO NpHiarage
HA THA3WAHH AHYPETHIH, BKJIIOYHTETHO XHPOXIOPOTHA3H/, MOXKE Aa TIOBUINH YeCTOTaTa Ha
PeakIHHTe Ha CBPBXYYBCTBHTEHOCT CNIPAMO ATOTYPHHOJ.

Anmuxonunepzuinu IEKAPCMEENY RPENAPAMY U Opy2u AeKAPCINEeHY RPOSYKMY, ROGAUSBAIU
CIOMQUIRUA MOTMUTUMEM

BHOHATHYHOCTTA Ha THASHAHNTE AHYPETHUM MOXKE 13 C¢ MOBHIIH OT AHTHXOJIMHEPTHYHUTE
JeKapCTBeHH MPONYKTH { HAaIp. aTpoNHH, GHNHPEeIHH), BEPOATHO [TOPAAH HaMANABAHE HA MOTIIIHTETA
HA CTOMAILIHO-UPEBHHUA TPAKT H 3a0apfHe HA BpEMeTo 3a M3Npa3RaHe Ha cromaxa, OGpaTHO, 0Yaksa ce
[IPOKMHETHYHHTE JIEKAPCTBA, KATO LU3aMpH] Ja IOHWKAT OMOHATHYHOCTTA Ha THAZHIHUTE
EHYPETHIIH.

Amanmadun
TuasuaHuTe JWYpETHINH, BKIIOUHTEIHO XHAPOXTOPOTHA3KA, MOIAT N2 NOBHINAT PUCKA OT HEXENaHH
PEaKLMH, MPHYMHEHH 0T AMAHTA/IHH,

Honoobemuu cmonu

AOCOPOLHATA Ha THAIMAHKTE IMYPETHLH, BIULOYHTEIHO XHAPOXJIOPOTHA3K, Ce HaMaNgea OT
XOneCTHpaMHH H xonecTunon. Tosa Moke 1a 1oBee no cyO-TepalieBTHYEH edeKT Ha THa3HIHHTE
anyperaun. Obade, pasnpenensHeTo Ha Ji03aTa XHAPOXIOPOTHATHI H CMOMA, TAKA, Y€
XHAPOXIOPOTHA3U] a ¢ NpKIara Hal-Maiko 4 Jaca npeam wid 4-6 Jaca cliel IPHI0KCHUETO Ha
CMOJ/IH, MOXKE Ja CBeae A0 MHHHMYM B3aUMOJEHCTBHETO HM,

Llumomorncuunu nexapcmeenu npodyxmu
TuasHaHHTe NHypeTHIH, BRIFOYHTETHO XHAPOXIOPOTHASH/, MOraT [a HAMAJIAT 636peqHaTa
EKCKPEIHA HAa LMTOTOKCHYHHTE JIEKAPCTBEHH NIPOAYKTH (Hamp. LuKiodocdaMus, Mefm'rpe
MIOTEHUMPAT TEXHUTE MHETOCYIPECHBHH eeKTH.

Heoenorapusupauu creremHoMyckyanu peaarcanmy (Hanp. TyOOKypapuH)
TuazuaHHTe JUYPETHL, BIIFOYHTETHO XHAPOXJIOPOTHAZMA, TOTEHLHPAT AcHcTBHET
CKENETHOMYCKYJ/IHHTE PEJIAKCAHTH, KATO TPOU3BOIHHUTE Ha Kypape.
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Luxnocnopun
EanoppeMeHHOTO NpUnaraHe ¢ WHKIOCNIOPHH MOXE JIA IIOBHILIH PHCKA OT XUIIEPYPHKEMHAS 1
YCIIOHEHHS Ha [ojarpara.

Anxoxon, bapbuniypamu Wit HOPKOTRUYHY eliecmea

EnnOBPEMEHHOTO MPHICKEHHE HA THASHIAHM JMYPETHIH ChC CHOCTAHLIHH, KOMTO CHLIO NPUTEXABAT
[OHMXKABAI KPEBHOTO HAJIAraHe eexT (HATp.upe3 HaMaNaBaHe aKTHEHOCTTA Ha CHMIIATHKORATA
HePBHA CHCTEMA WJIHM IMPEKTHATa BA30/IHJIATATOPHA AKTHBHOCT) MOKE Ja MOTEHIIWPA OPTOCTATHYHA
XMIOTOHHS.

Memuioona
Hima u30)1Mpany choOmeHns 3a cayda Ha XeMOJTHTHYHA aHEMHS [IPH SAHOBPEMEHHO TIPHJIATaHe HA
METHJI/IOIA H XHAPOXITOPOTHA3HIL

Kapbamazenun

[TauueHTHTE, MPHEMALIH XMAPOXTOPOTHARH/L €IHOBPEMEHHO ¢ KapfaMaienuH, MOTAT Jia pa3BMAT
xunoHatpueMud. [lopanu Tasu npiuKMHa TaKHBA NAUHSHTH TpA0Ba A3 ObaaT npeayipeaeHH 3a
BLIMOKHOCTTA OT XMIIOHATPHEMWIHY PEakLiK ¥ Aa ObIAT BHHMATENHO [POCTeANBAHH.

Hoonu xonwmpacmuu cpedcmea

B cnyuqa#i Ha qMypeTHK-HHIYLHpaHa SEXHAPATALHA ¢ HalnLe NOBHIICH PHCK OT 0¢Tpa O16peuna
HeAOCTAaTBYHOCT, 0coOEHO [IPU BUCOKM J02H Ha Hoanua npoaykt. [Mansentite Tpadea aa ce
PEeXUOPaTHPAT MpeqH NPITaraHeTo Ha HoaHH KOHTPACTHH BEIIECTBA.

4.6 BpemMeHHOCT, KbpMeHe H PEPTHIIATET

Bpemennocmn

Bancaprasx

Ynotpebata Ha anrnotenzun Il peuenrophu 6nokepu (APB) He ce TpenopbyBa Npes bPBHs
TpUMeCTBP Ha OpeMennocTTa (BaK. Touka 4.4). Ynorpebara Ha APB e mpoTHBONoKasaHa nipes BTOPHSA
H TpeT#s TPUMECTBP Ha HpeMeHHocTTa (8. Touku 4.3 u 4.4).

EnmnpeMHOnorHyHyTE JaHHH 38 PHCKA 0T TEPaTOTEHHOCT cnell ekcnosuuus va ACE uHxuGuropu npes
ObpBHY TPHMECTEP Ha GPEMEHHOCTTA He ¢a OKOHYATENHH; HE3aBHCHMO OT TOBA HE MOXKE J1a Ce
H3KJIFOYH JICKO [TOBHILIEHHE HA pucka. Benpexu 4e HAMA KOHTPONHPAHH eNMAeMHOOTHYHH JAHHH 34
pucka oT asrHoTersuH 1l penentopau 6nokepH (APB), momofen pHck MoXe Ja CBIIECTRYSA IIPH TO3M
wiac nexapcTa. OcBeH B Cilyqaii e Tepanusta ¢ APB ce npelLieHABa KaTo MHOIO BaXKHA,
[IALMEHTKATE, KOUTO ILIadyBaT OpeMeHHOCT, TpsA0Ba Aa IpeMHHAT Ha alTepPHATHBHO
AHTHXMIIEPTEH3UBHO JIeyen#e ¢ nokasaH npodui Ha GezonacHocT 3a yrnoTpeba npu Gpemensoct. Tlpu
YCTaHORABAHE Ha OpemeHHocT neveHrero ¢ APD tpabea na ce npeyctanoBu HezabaBHO u Tipu
HeoOXOEHMOCT 13 Ce 3aN0YHe ATTEpHATHBHA TEPArius.

H3pectHO €, ye excnosuukaTa Ha Tepanns ¢ APB 1o BpeMe Ha BTOPHS H TpeTHA TPUMECTHP HA
OpeMeHHOCTTa [IPpHYHHABA (PETOTOKCHYHOCT IPH Xopa (noHmwkeHa Os0peyna GyHKLus,
OJIHTOXHMJPAMHHOH, 3a0aBeHa oCHQHKALM Ha Yepena) H HEOHATA/IHA TOKCHUHOCT (OROpeuHa
HEJOCTATBYHOCT, XHIIOTOHHS, XUTICpKayeMHs) (BK. CBLIO ToUKa 5.3).

B cnyuaii Ha excrioznuus Ha APB criea sropHsS TpuMecTsp Ha OPEMEHHOCTTA Ce [PenopsYBa
YATPa3RYKOBA NPOBEPKa Ha OnOpevnaTa PyHKLMA ¥ yepena.

o

P
Horopopmenn, ynnro matixu ca npuemanyu APE, tpsafpa 1a 6baT BHUIMATEIHO Haﬁmonanau_&*s;af )
XHTIOTOHHS (B3, CBIIO TOUKH 4.3 1 4.4).

XHApoXiopoTHA3HL




Hanuue e orpanutdeH onuT OTHOCHO yrioTpedaTa Ha XHAPOXJIOPOTHAH/I 10 BpeMe Ha GPeMeHHOCT,
0co0eHo npe3 mbpBHA TPHMECTR). [TpoydBaHUATA IPH XKHUBOTHH Ca HEMOCTATHYHH.
XHIapoxnopoTrasuyl IPeMHHABA TIpe3 maueHTaTa. Maxoxaaliku or gapMakomoruIHUA MEXAHHIEM HA
RelcTBHE HA XHAPOXJIOPOTHA3MA, yHoTpeSaTa My Npe3 BTOPHA U TPETHA TPUMECTBP MOXKe 1a HAPYUIH
deronnanenTapHaTa nep@y3ud 1 Ja Josene A0 GETanHi W HEOHATATHHA YCIMKHEHHS KaTO
XBIITEHHLA, HADYIICHHA Ha €NEKTPONHTHHA fanauc ¥ TpPOMOOLUTOIEHHA.

Kopmene

Jlancear ganHK oTHOCHO YNOTPeDaTa HA BANCAPTAH N0 BpeMe Ha KbpMeHe. XUIpoXIOpOTHA3H], ce
eKCKpeTHpa B kbpmaTa. [lopaau Tasu npu4HHa He ce Mpenopbysa npyeM Ha Co-Diovan o Bpeme Ha
kbpmene. IpennounTa ce anTepHaTHRHO JeueHse ¢ no-nodpe yeranoseH npodm Ha GezonackocT mo
BpeMe Ha KbpPMEHE, OCOOCHO NPy KbPMEHE Ha HOBOPOASHO HIIH HeZloHoceHo Hebe.

4.7 EdexTa Bbpxy cnocoGHocTTa 32 modupaHe H paora ¢ MamHER

He ca npoeexnauu npoyusauus 3a edextire Ha Co-Diovan ebpXy cnocofuoctra 3a modupate u
pabota ¢ mamuau. Tpabea na ce uma npenRHA, Ye npy wodupaHe W paboTa ¢ MAIIHEK ¢ BE3MOKHO
[OHAKOra Ja HACTRIAT 3aMasgHOCT HIIH YMOpA.

4.8 Hexenanu AeKapcTBEHH PeaKIHM

HexenanuTte nekapcTBeHH peakiyH, choOINEHN NIPH KIIHHHYHM [IPOYYBaHKA W Ha00PAaTOPHH HAaXOKH,
HACTLOBAINY [T0-YECTO [IPH BAIICAPTAH IUIOC XUIPOXIOPOTHATHA CIIPAMO uianefo, KakTo U
OTAENHNTE CHODIIEHHA 0 BPEME Ha TOCTMaPKETHHIOBHA NEPHO/, Ci [IPEACTABEHH TIO-A0MY 10
CHCTEMO-0praHHn Kiacose. Hexenanure peakiuy, 3a KOMTO ce 3Hae, Ye HACTHLIIBAT IPH TNPHJIaraHe Ha
OT/ARIHHUTE ChCTABKH CAMOCTOATENHO, HO KOMTO HE ca Hab/uo aBaHu NIPH KIIHHUYHKUTE NPOYUBAHMS,

~ MOT&T J1a BB3HUKHAT B X0 Ha JICYEHHETO C BANICAPTaH/XHAPOXTOPOTHAZH]L.

Hexenann JexapcTBeln
HC)KGJ]B.H}ITC JIeKapCTBGHH peaKL]HH ca no,upe,a;eHH 1O YSCTOTA, Haﬁ—qecmre ca II'BpBH, Chr'IacHO

¢/ieHaTa KOHBEHIHA: MHOTO YecTH (> 1/10); yectn (= 1/100 to < 1/10); newectn (& 1/1 000 to

< 1/100); penxu (> 1/10 000 mo < 1/1 000); Muoro peaku (< 1/10 000); ¢ neusrecTHa uecToTa (0T
HATHIHHTE JJAHHH He MOXKe Ja ObJe HanpaBeHa oueHka). [IpH BCAKO rpynupane B 3aBHCHMOCT OT
HeCTOTaTA, HEXEMAHHTE JICKAPCTBEHH PeaKlHH c€ H30pOoaBaT B HMRXOAAN] PEil [0 OTHOUICHHE HA
TAXHATA CEPHO3HOCT.

Tabauna 1. Yectora Ha HEXKEAHHUTE JICKAPCTBEHH PEAKIIMH IPH BAJACAPTAH/XHAPOX/AODOTHAZU

Hapywenns Ha MeTaAG0IH3IMA H XPAHEHETO

Heuectn Hexunparaipig
Hapyuienns ua HepBHAT2Z CACTEMA

MHoro peaxu 3amanHocT

Heuectn IMTapecresun

C uenzBecTHa 4eCTOTA Cunron

Hapywmenus HA ounTe

Heweetn 3amBrngBaHe Ha 3peHHETO
Hapywienna ua yxoTo u J1abupHuTa

Heweetu TrawTYC

ConoBH napymeHus

Heuectr XHnoToHus
Pecumparophs, rpsAHHE H Me{HACTHHATHH HAPYIEeHHS
Heuwectn Kamnuia

C HEH3BECTHA YeCTOTa Hexapnuorenen Genoapoben 0Tok
CroMamiHo-4peBns HAPYWIEHUA

MHoro penxu Huapus

Hapymenna Ha MYCKYJIHO-CKE/IETHATA CHCTEMA H CHEAHHRTEAHATA THKaH
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HeuyecTn Msuanrus

Meuoro peakn Aprtpanrus

Hapymeudd ua 6nbpenure u AUKOTHATE NLTHING

C Heu3BecTHA YECTOTA Hapymena 6s6peuna dyaxus

O0wn Hapymieuust H epeKTH Ha MECTOTO HA NPHIOKEHHE

Hewectn Ymopa

H3caenBapnsn

C HeH3BECTHA YecToTa IMosruiaBane Ha cepyMHMTE HHBA HAa MHKOYHA KHCCIHHA,

GumpyOHE ¥ KpeaTHHHH, XHITOKATHEMHS, XHTIOHATPHEMHH,
MOBHINABAHE HA a30Ta B KPHBTA, HEYTPONCHHA

ﬂOlTbJ'll‘l.l'iTe.]'IHa HH!bO[!Ma[.@ 34 OTHCNHWTE CECTABKH

Hexenanure peakupu, cho01ICHHU 33 BCAKA OT OTNCAHUYE CHCTABKY, MOFaT A3 OhAaT NOTeHIHATHA
HexkenaHH peakuuu Ha Co-Diovan, nopu na He ca HalmoJaBauy B X01a HA KIIMHHYHHTE TIPOYIBAHHSA
HITH 10 BPEME Ha JIOCTMAPKETHHTOBUA NEPHO.

Tabmuia 2, YecTora Ha HeKENAHHTE JIEKAPCTECHH PDEAKIIHH TIPH BAICAPTAH

HapymeHHS Ha KPBLBETA H InM{pHATA CHCTEMA

C HeMzBECTHA YECTOTA Tlonmkapane Ha xeMormoOHHA, NOMMKABAHE HA
XEMATOKPUTA, TPOMOOLIUTONEHHS

HapymeRna HA HMYHHATA CHCTEMA

C Hem3pecTHA decTOTR Apyru peakumu Ha
CBPBXYYBCTBHTEIHOCT/AIEPIHA, BKITIOUHTEHO
cepymHa HonecT

Hapywieansa na Meralo/1H3Ma B XpaneHeTo

C HeWIBECTHA YECTOTA IMoBuinaraHe Ha CEPYMHHA KM,
XMIIOHATpHEMESA

Hapymenus Ha YX0T0 H J1a0HPHHTA

Heuectu CreToBBpTEK

Cuaosn HApymICHns

C HeM3BECTHA YECTOTA Backymut

CToManiHo-4UpeBHH HAPYIICHHA

Heuectd Kopemna Gonka

XenaTo-OHAMApHE HADYHIEHHS

C meuspecTHA vecTOTA [Noemmenue Ha NOKa3aTeTUTE 3a YepHoApoGHA
BYHRUEA

HapyiieHHS Ba KOKATR H DOJKOKHATA THKaH

C HeHuzBecTHA HECTOTA AHrnoeneM, OynoseH AepMaTHT, 0OpHB, chphek

Hapywenus na 0b0peitire H THKOTAATE UbTHINA

C HeH3BECTHA 46CTOTA Bbu0peuna HepocTarhuHOCT

TaGmura 3. YecToTa HA HEMKENAHHTE JEKAPCTBEHU PEAKLIMH NPH XHAPOXIOPOTHATHIT

XHApoxXTOPOTHAZHIL C€ TIPEANMCEA IHPOKO OT MEOTO I'OJHHH, 4eCTO B IOZH, MO-BHCOKH OT A03aT4,
npunarata npd Co-Diovan. CrieqanTe HeXXeNaHH PHAKIMU ca OHnH CHOOIICHH MPH MALIHEHTH,
NeKyBaHH ¢ THAMAHM J1YPETHIIH, BKIIOUWTETHO XHAPOXIOPOTHAZH, KATO MOHOTEPAMUA:

Heonnasmn - 106poKasecTBEHE, 3I0KAYECTBSHH H HeOmpeaeacHH (BK). KHCTH M
NOJINIE)

C HenzBECTHA WECTOTA HeMenanoMeH pak Ha KoxaTa (ﬁasaﬂﬂopm&” CH™
KaplUHMHOM U CKBAMO3HOKIETEYEH Kapgggﬁq‘u) ,ﬂ_:?/{
HapymeHHs HA KPBBTa H JJEM(HATA CHCTEMA AN
Peaxu TpoMOOLUTONEHHS, TIOHAKOTa € 1fy§n;§péi. e
MHoro peakn ATpaHyJIOLHTO34, IEBKOTIEHM, xemo{m’rm{ﬂa '

AHEMHY, KOCTHOMO3BYHA HGJIOCTaTB‘-IHOCT

5\\ '/}‘--
R 4
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HapyiuteHHst HA HMYHHATA CHCTEMA

Mmuoro penxu

Hapymenns na merafo1uima v Xpanenero
Meuoro yectr

YeeTn

Penku

Mmuoro peaku
IlcHxuuHH HApYWICHHA
Penxu

Hapymennas Ha 09HTE

Peaxu

C HensBecTHa YyecToTa

Hapymenns ua geparara ¢cucTema
Pemxn

ChpAeYHE HADYIICHHH

Penxn

ChaoBH HApYIIEHHSE

YecTu

Peakiiun ya cBpBXYYBCTBHTEIHOCT

XUNoKamHeMusi, MOBHINSHO HHBO HA IMIIHAH B
KPBETA (OCHOBHO IIPH BHCOKH JO3H)
XHIOHATPHEMHSA, XMIIOMaTrHE3HEMHA,
XHIMEPYPHKEMHA

XunepkanuueMHs, XHOCPrITHKEMHS, TTIOKO3YPHA
H BONIaBaHe HA JTHAGeTHOTO MeTabonuTHO
CBCTOAHHE

X#noxnopeMHHEa aNKanosa

Henpecus, HapyiieHus Ha CHHA
3pUTETHH YBpeKIAHE

OcTpa 3aKpHTOBIBJIHA [IAYKOMA
I'maBobonue

CEpacuHA apuTMHH

IMocTypanHa XHIOTOHHA

PecnimpaTopmu, rpbAHE 0 MEIHACTHEAIHH HAPYIICHHAS

Muoro peaku

CroMamiHO-SIpeBHM HADYLICHHS
Yectn

Peasu

Mmnoro penxu

PecrupaTtopen nucTpec, BRIIOYHTETHO
FAHEBMOHHT ¥ 0enoapobeH oTok

3aryba Ha aneTHT, YMEPEHO rafieHe H NOBPEIaHe
3anek, CTOMAIIHO-YPEREH AUCKOMDOPT, OHapits
Ilaakpearur

Hapymenns na 6b0pennTe H THKOMHMTE THTHINA

C HeM3REeCTHA YECTOTA

XenaToOHTHAPHM HADYIICHHS

Penxn

Hapymenns HAa KOKATA H NOIK0KHATA TEKAH
Heotn

Penxu

MHoro peaku

C He#3BECTHA YeCTOTa

BbrOpedno sabonasane, octpa 6u6peuHa
HEJOCTATBYHOCT

HHuTpaxenaraiHa x071ecTa3a WIH #bATEHHIA

YpTukapus 1 ApyTH BHAOBE obpus
®oToMyBECTBHTETHOCT

Hexkporuzupaul BaCKyJIHT H TOKCHYHA
enMiepMaHa HEKPOIH3a, KOMWeH JyIiye, noqo0Hu
Ha JYIyC epHTEMATOJeC KOWHH PeaKiMH,
PeAKTUBALIMA HA KOMEH JIYILYC epHTEMATOLEC
EpureMa Myntagopme

O6mu HapymeRAA H epeKTH HA MACTOTO HA IPH.I0KEHHE

C Heu3BECTHA YECTOTA

ITupexcus, acTeHHs

HapymenHSA Ha MyCKY/IHO-CKE/IETHATA CHCTEMA H CheARHHTE/THATA THKAH

C HeH3BecTHa 4YecToTa

Mycexynau cnazmu

Hapymenns Ha BE3NPOH3BOAHTENHATA CHCTEMA H IBPAATA

Yectn

Onucanme Ha H30paHH HexenaHH pEAKIHHA

HeMenanoMeH pak Ha koxkata: Bb3 OCHOBA HAa HANMYHHMTE JaHHH OT enu,ueMHonoqum% yqnagm{'ef
HalJIIoIaBala 3aBMCHMA OT KyMYyIaTHBHATa 103a Bpb3Ka Mexny X XT3 u HMPK (Bx: m,

u5.1).

HmMrmotenraoct

T
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CrobiiaBape HA MOMO3HPAHH HeKEIAHY PEeaKiyn

CroburaBaHeTo Ha IONO3UPAHH HEXKEJIAHH PeaKLiuH Clie]] pa3pelniaBane 3a ynorpeba Ha IeKapCTBeHHs
OpOAYKT € BaxHO. ToRa no3soNAea 3 NPOSE/DKH HaOMONEHHETO HA CHOTHOLIGHHETO TIOM3A/PHCK 38
JIEKAPCTBEHHA NMPOAYKT. OT MEAHIHHCKHTE CNEUMANIHCTH C& H3HCKBa J1a ChODINABAT BCAKA
no,aosnpaﬂa HEXCIIaHa peal{mm ‘{pea HATTHOHATHWY perynaTopeH opraﬂ Ha aapec:

benrapus

HzmsnaETeIHA arcHUHA 10 JICKapcrBarTa
yi. ,.,Jlamae Ipyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenozapane

Cumnmonu

I[NpenosupaHeTo ¢ BaJCapTaH MOXKE 13 IPHYHHH H3DA3€HA XHIIOTOHHA, KOATO MOXKE La AOBEIE 10
NOHKXKABAHE HA ACHOTATA HA Ch3HAHWETO, IIUPKYMATOPEH KOJIANC W/ oK. B onbinHenue, mpu
Apeo3HpaHe ¢ XMAPOXIOPOTHAZUAHATA CBCTABKA MOTAT [ B3HHKHAT CIEJHUTE MPH3HALH H
CHMIITOMH: FafieHe, ChHIMBOCT, XHIIOBOJIEMHA H ENEKTPONIHTeH AucbaiaHc, CBBP3aH CbC ChPACYHH
APWTMUH U MYCKYJIHH CTIA3MH.

Hevuenue

TepaneBTHYHHTE MEPKH 3aBHCAT OT BPEMETO Ha [IPHEM HA JICKAPCTBOTO M BHIA H TEKECTTA Ha
CHMIITOMMTE, CTAOMIH3HPAHETO Ha IMPKYIATOPHAA CTATYC € OT MbPBOCTENEHHA BAXKHOCT.

B ciy4ai Ha XMNOTOHHA NMALBEHTET TPAORa Aa OB/I¢ MOCTABEH B JIErHAIO MOMOKEHHE U O30 Aa ce
3an0YHEe BIUBaHe Ha 00eMo3aMecTBaIll H CONEEH Pa3TROPH,

Bancapran ne Moxke fa Obie OTCTpaHeH 4pe3 XeMOJHANN3a IOPaaH CTalHIHOTO My CBEP3BAHE ¢
IL1a3MEHHTE OPOTEHHH, OT ApYyTa CTPaHa ¢ [HaaH3a MOXKS Aa ce MOCTHTHE KIMPBHC Ha
XHAPOXAOPOTHAIH.

5. G®APMAKOJIOTHYHHA CBOHCTBA
5.1 @PapMakoaHHAMHYHH CBOHCTBA

(apmakoTepafieBTHYHa IpyTia: AHPHOTEH3HH Il peleNTOPHH AHTArOHHCTH U AMYPETHIIH, BAJICAPTAH H
maypetaum; ATC xon: C09D A03.

Bancapman/xudpoxnopomuazud

B ApoiiHo-CnAM0, paHIOMU3HPAHO, AKTHRHO KOHTPOIHPAHO H3MHTBAHE OPH NMALHEHTH, HETTOCTHIHATH
KOHTPOJI Ha aPTEePHATIHOTO HalsArane ¢ Xxuapoxiopotuasun 12,5 mg, ce Habnoaapa CHPHHOHKAHTHO
MO-TONAMA PeyKIHA Ha CpeAHOTO CHCTONHO/uacTonmHo AH ¢ koMGuHanusTa
BaJicapTan/xuspoxiopotuazus 160/12,5 mg (12,4/7,5 mmHg) B cpasnenue ¢ XMQpoxIopoTHasug 25
mg (5,6/2,1 mmHg). B nonbiunenye, npOHEHTET HA TAUHEHTHTE, MOBKUIM ce OT MedeHuneTo (AH
<140/90 mmHg wnn nonnxenre Ha CAH >20 mmHg vnn noumxenne va JJAH >10 mmllg), e
3HAYHMO T10-BHCOK ¢ BajicapTas/xHapoxnopotiasug 160/12,5 mg (50%) B cpaBHeHue ¢
XHapoxnopotHasug 25 mg (25%).

B apoiiso-cnamno, paHIOMHIHPAHO, AKTHBHO KOHTPOJAMPAHO H3MMTBAHE TPH MAIMCHTH, HEl %’f{iﬂi“\
KOHTPOJI Ha ApTEPUANIHOTO HANATAHE ¢ BancapTaH 160 mg, ce HaGnionasa cummbuxamg@o-rmma
PEAYKLIMA HA CPETHOTO CHCTONHO/MHacToNMHO AH ¢ koMOuHaLHATA BancapTaH/xmpom Tmagn,ﬁ;
160/25 mg (14,6/11,9 mmHg) u pajicapran/xuapoxnoporuazuy 160/12,5 mg (12,4/1 p,% : mHg} B:
cpaBHeHMe ¢ Baicapran 160 mg (8,7/8,8 mmHg). Pasnukara B nomwkennero va AHMeskgy nosure o*n
160/25 mg 1 160/12,5 mg cpio AOCTHTa CTATHCTHYECKS 3HAYUMOCT. B nombanenue, npo\uem'r Ha"

\\\</’:l - _J:E_f .
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TIAIHEHTHTE, NOBJIHAJIM ce oT JicueHHeTo (auactonHo AH <90 mmHg wnu normkenue >10 mmHg), e
3HAYHMO TIO-BHCOK ¢ BallcapTaH/XuapoxnopoTHasus 160/25 mg (68%) u 160/12,5 mg (62%) B
cpaBHeHHe ¢ BaycaptTaH 160 mg (49%).

B ABoiiHO-CIS1I0, paHAOMM3HPAHO, TETale00 KOHTPOIHPAHO HAAHTBAHE, CPABHABANIO PAa3/IHHHMTE
J030BRH KOMOMHALIHH Ha BAJICAPTAH/XHAPOXTOPOTHASHL ¢ TEXHHTE CLOTBETHH ChCTABKH, CE
HAOMONABA 3IHAYUMO TIO-TOJIAMA PEAYKHMSA HA CPEIHOTO CHCTONIHO/auacTonHe AH ¢ koMOUHAIH T2
Basicapran/xuapoxnoporuazia 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B
cpasnense ¢ mnanebo (1,9/4,1 mmHg) u cboTBETHHTE MOHOTEpAIHH, T.€. XHAPOXIOPOTHAZHR 12,5 mg
(7,3/7,2 mmHg), xuapoxnopotuaszuz 25 mg (12,7/9,3 mmHg) u rancapran 160 mg (12,1/9,4 mmHg).
B nonsiHenye, NPOLEHTET HA MAUHEHTHTE, MORIHAIM ce OT eyeHHeTo (anacronxo AH <90 mmHg
HIIH noHwkenye >10 mmHg), e 3Ha4MMO MoO-BHCOK ¢ Balcapran/Xuapoxiopotrasug 160/25 mg (81%)
H Bajicapran/xuapoxiaopornasua 160/12,5 mg (76%) B cpasuenne ¢ mwarie6o (29%) 1 choTBeTHHTE
MOHOTepalyy, T.e. XHapoxiopoTHasug 12,5 mg (41%), xuapoxmoporrasua 25 mg (54%), v
Barcaprad 160 mg {59%).

B KOHTpONHpaHH KITMAHYHH HPOYYBAHHS ¢ BAICAPTAH + XHAPOXIOPOTHAZH] ce Habmoaara 103a-
32BHCHMO MOHIKCHNWS HA HUBATA HA CCpYMIHA KatHid. [ToHKeHeTo B HHBATA HA CEPYMHHA KallHif €
[I0-4€CTO NPH NAlMEHTHTE, MPHEMAINH 25 Mg XHAPOXIIOPOTHA3N/, OTKOKOTO NIPH TE3M, FIpHeMalliy
12,5 mg xuapoxnopoTHa3ul. B KOHTPOIHpaHH KIMHHYHY H3ITATBAHUS C
BAJICAPTAH/XHAPOXIOPOTHA3H/ KATHA-NIOHWKABAIKAT eerT Ha XHAPOXNOPOTHA3HA ¢e orciabea oT
KaJTHi-ChXpanABallUAaT edekT Ha BancapTaH.

Ha 1031 eran He ¢a M3BECTHM HOM3HTE OT KOMOMHALIMATA Ha Ba/icapTaH ¢ XHAPOXJIOPOTHAZHA 110
OTHOLNEHHUE HA CBPOCUYHO-CBICBATA CMBPTHOCT H BONMECTHOCT.

EnupemMuonoraaan NpOYYBaHHA NMOKA3BAT, M€ ABJITOCPOYHOTO JICUCHHE ¢ XBAPOXIIOpOTHAZH]T
TOHWXABA PHCKA OT CHEPASYHO-CHIAOEA CMBPTHOCT H BOTIECTHOCT.

Bancapman
BancaprtaH e nepopalTHO akTHBEH, MolleH U criennduues anruorensun II (AT TI) anraronucr. Toit

neHicTaa ceneKTHBHO BBpXy AT PELENTOPHUA NOATHII, KOHTO € OTrOBOPEH 34 MO3HATHTE ASHCTBHA Ha
aarvotedsuH Il ITosummenyTe MiIasMeHH HEBA Ha anruotenzul 11 B pesyarar va AT peuenropnara
On0kaja ¢ BancapTaH MOTaT 13 CTHMYIHpat HeGnokupanure AT2 penenTopH, KOETO H3reKaa
nporHBoAcHCTEa Ha edexra Ha AT penenropa. BancapTas He npossspa HHKAKEA YaCTHYHA
aroHHCTHYHA akTHBHOCT KM AT1 penenropa 1 Ma sHaumTenHo (okono 20 000 neTH) No-rosmsm
adunmTer XeMm AT, penenropa, oTkoakoro keM AT penenropa. BanicapTaH He ce CBBpP3Ba H He
Gnoxupa penenTopH HA APYTH XOPMOHH MM HOHHE KAHATH, 32 KOHTO € H3BECTHO, 4e Ca BAXHH B
ChpAEYHO-CBHI0OBATA PETYNALHS.

Bancapran He unxubupa ACE (u3BecTeH M Karo kuuunaza If), koifto npeBpbina anrnorensud | B
aHruorexsus 1 u pasrpaxkna GpanukraEHa. TeH kaTo HaMar edexr Bopxy ACE 1 He sacunsar
JeicTBHeTO HA OpamMKHHWH HIH cyOcTaHuA P, Manko BeposTHO € aHTArOHHCTHTE HA aHrHoTeHsHH 11
J1a ¢a CRBP3aHH ¢ Kausine. B kTHHAYHY NpoyYBaHH, KBASTO BAICapTaH € cpaBHeH ¢ ACE
HHXHOHTOD, 4eCTOTATa Ha Cyxa KaliHua e 33aunTento (P<0,05) no-mManka npy nanueHTH, TeKYBAHH
¢ BaJCapTaH, OTKOIKOTO mmpu JiekyeaHuTe ¢ ACE uwmxuburop (2,6% cpemy 7,9% pecnextusHo). B
KIMHHYHH NPOYYBaHK IPH MaLMEHTH ¢ aHaMHe3a 33 CyXa KallUTHIIa 110 BpeMe Ha Jieuchue ¢ ACE
uHxuburop, 19,5% oT npoyuBaHHUTE JHLA, MONYYABAIIH BAICAPTaH, B 19,0% oT noayyasawmre
THa3ufieH AMYPETHK MMAT KALLIHLA, B cpaBHeHHe ¢ 68,5% oT iunaTa, nexypald ¢ ACE uaxuburop
(P <0,05).

ITpunosxkendero Ha Diovan npy AUMEHTH ¢ XHITEPTOHUA BOIM 10 MOHIKABAHE Ha apTepHaJ]HOi“

HaJIArane 0e3 MOBIHABAHE HA MYJICOBATa HecTOTA. [Ipy [OBEYeTO MALMEHTH CIe] €/IHOKPATY
NiepopasicH NPUeM HAYAIIOTO Ha AHTHXHIICPTEH3UBHOTO [efCTBHE € B PAMKHTE Ha 2 Yaca, 4 }ﬁ{m;r Ha
MIOHHKABAHETO Ha apTePUANHOTO HAZFaHe ce AOCTHIE B PAMKHTE Ha 4-6 Jaca. P

AHTHXMIIEPTEH3MBHHUAT €PeKT IPOABIDKARA Hal 24 Haca cniest npremMa, TIpu MHOTORpaTeH rrpHeM
MaKCHMA/IHO NMOHWKABAHEe HA ApTEPHATHOTO HATATAHE MPH BCAKA €/THA OT JI034TE Ce NIOCTHTA B ~
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paMKMTe Ha 2-4 CEAMMIH H Ce 3aIBPKa B X043 Ha JBJITOCPOYHA Tepanu. 3HA4MMO JOTBIHHTETHO
MOHKKEHHE HA apTEPHAITHOTO HAJIArAHEe ce [IOCTHra IPH KOMOHHAIAA ¢ XMAPOXIOPOTHAZH,

BuezanmuoTo NpeycTaHeBABaHE Ha JIYEHHETO © BANCAPTAH HE CE CBBP3Ba ¢ rebound-XunepToHHA HITH
€ APYTH HEKEJTAaHH KITMHHYHH ChOWTHA.

I1pu nauyeHTH ¢ XMNEPTOHHSA ¥ AHa0eT THII 2 ¢ MUKPOATOYMHHYPHSA € OTYETEHO, Ye BaJICapTaH
HAaMa/IABa OTAE/IAHETO Ha anOyMuH B ypuHara. [Tpoyusanero MARVAL (Micro Albuminuria
Reduction with Valsartan) ouenasa HamangaBaHeTo Ha OTICNAHeTO Ha anbymuH B ypuHara (UAE) ¢
pancaptaH (80-160 mg/nen) B cpapneane ¢ ammoauime {5-10 mg/nen), npu 332 nampienty ¢ auaber
Tun 2 (cpegHa BH3pacT: 38 roaunu; 265 MEke) ¢ MUKpOANOyMuIypHA (BaicapTas: 58 pg/min;
aMnofunuH: 55,4 pg/min), ¢ HOPMANHO HITH BICOKO apTEPHAIHO HAJISTaHe H ChC 3amaseHa 6bopeyHa
dyHknpa (cepyMeH kpearunuH <120 pmol/l). Cnen 24 ceamuun UAE e Hamanena (p<0,001) ¢ 42%
(-24,2 pg/min; 95% CI: 40,4 10 -19,1) ¢ pancapras i npuGIM3HTEAHO ¢ 3% (—1,7 pg/min; 95% CI: —
5,6 1o 14,9) ¢ aMIOaMNHH, HE3aBUCUMO OT CXOJHATA CTETIeH HA TIOHWACHHE HA APTEPHANHOTO
Hamarage B gpete rpynu. [poyusaneto Diovan Reduction of Proteinuria (DROP) uscaensa
TOTIBJHUTENIHO €MKACHOCTTa HA BaCapTaH Npu peasyuupane Ha UAE npu 391 naupentu ¢
xunepronnsa (AH=150/88 mmHg) ¢ quaber tun 2, anbGymunypus (cpeana croiHocT=102 pg/min;
20-700 pg/min) u 3anasexa 6s0pevna GyHKIMA (cpeneH cepyMeH kpeariHUE=80 wmol/l).
HauenTuTe ca paHIOMU3UPaHU ¢ €1Ha OT 3-Te /I03M Baicaprad (160, 320 u 640 mg/nex) # TeKyBaHH
B nponkkeHHe Ha 30 cenMuun. Llenta Ha npoyvBaHeTo € 12 YCTAHOBH ONTHMAIHATA 1032 BAJICAPTAH
3a penyumpane Ha UAE npy naudeHT! ¢ xunepronua u auabet tvn 2, Caen 30 ceamuun
npoueHTHara npoMasa B UAE ¢ sHauurento HaManeHa ¢ 36% OT H3XOZHATA CTOHHOCT ¢ BANICAPTaH
160 mg (95% CI. 22 mo 47%) u ¢ 44% ¢ ancapran 320 mg (95% CI: 31 mo 54%). HanpaseHo e
3aKuodeHne, 4e 160-320 mg Bancapran BOJH A0 KITHHMYHO 3HAYMMHE penykitid Ha IJAE npu
[ALKEHTH ¢ Xunepronua u auabet Tum 2.

Apyru: apoiina Gl10kana Ha PEHUH-AHTHOTEH3HH-AAOCTEpoHOBATa cicTeMa (PAAC)

JlBe ronemy paHAOMH3HpaHH KoHTponupanu npoyusarus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymio riofanso uanuTease 3a
KpaHHH TOUKH Ha TeIMUCApTaH, CAMOCTOATEHO H B KOMOMHAIMA ¢ pamunpun) 1 VA NEPHRON-D
(KymauwgHo npoydBaHe CBLP3aHO © Pa3sBHTHE Ha He)pOTATHA NPH JHAbET, IPOBEICHO OT
MuHHCTEPCTRO 110 BBIIPOCHTE HA BETEPaHHTE) — MpoyHBaT ynoTpeGata Ha komOGunanuara or ACE
HuxuGuTop u aHruotersuH [I-peuenropen Gnokep.

ONTARGET e npoy4eane, npoee/IcHO IpH NALMEHTH ¢ aHAMHE3a 2a ChpAEYHO-CHIORA HTH
MO3BYHOCEHIO0Ba O0NECT, WM 3aXapeH HabeT THN 2, IPHAPYKEHH C JaHHH 32 YEpPexIaHe Ha
edexroprH opradi. VA NEPHRON-D e npoyurane npu nanmeHTs cbe 3axaped Anaber Tan 2 M
anaberHa HedponaTHa.

Tesn npoyuBaHHA HE MOKA3BAT 3HAYMM OMaronpHATeH eekT Bepxy On0peunnTe W/ um cEpAeIHO-
ChAOBHTE MOCIEHIN W CMBPTHOCT, KATO CHIICBPEMEHHO ¢3 HAOMOAABAHY [IOBMINEH PHCK OT
XHIepKanHEMHs, OCTPO YBpeKaaHe Ha OBOpeiTe H/HITH XHIOTOHKS B CPABHEHHE ¢
MOHOTepanHaTa. KaTo ce uMar npeaBu cxo HuTe uM $hapMaKoJHHAMHYHH CRONCTBA, TE3H pe3yiTaty
ca NpHIoKHMH H 3a 1pyrH ACE uHxubutopH 1 aHruoteHsus II-penernropau Grokepy.

ACE unxuOHTOpH M aHruotensuH ll-penentopru Gnokepy crieoBaTeNnHO He TpabBa qa ce M3MONI3BAT
©IHOBpeMEHHO NPH HaHHeHTH ¢ AHabeTHa HedponaTud,

ALTITUDE (KnuxuuyHo npoy4saHe NMPOBEACHO ¢ ATHCKHPEH NPH MALKHEHTH ChC 3axapeH JHabeT THII
2 ¢ M3NII3BAHE HA CBPISYHO-CHACBH M 6BOPEYHH 3a00N9BAHHA KATO KpaliiHM TO4KHK) e IpoyURaHe,
IpeJHAZHAYEHO 1a H3CIe]Ba [Ion3aTa 0T Jo00aRFHETO HA ATHCKHPEH KBM CTaHIapTHa Teparmid ¢ ACE.

HHXMOHTOD Mny aHTHOTeH3uH Il-penenTopeH Gnokep NMpH MallHEHTH CBC 3aXapeH auaber Tyg. .3 ﬁ
Xporuuto 666pedHo 3ab0isiBane, CppaedHO-ChA0BO 3a00naBaHe WITH M ABeTE, IIpoyuBaH)
[PEKPaTCHO NPERICBPEMEHHO [10PAIM OBHLIEH PHCK OT HeONaroNpPHATHA NOCTETMIM,” TO"'
CBPAETHO-CHA0BATA CMBPT, TAKA H HHCYJITHT €A NI0-H4ECTH B IPYNaTa Ha ANMCKHMPEH, OTROJIKOTO: B
rpynara Ha mauedo, a pecTaBIABAIINTE HHTEPEC HeXKeaHH ChOMTHA W CEPHO3HH He)KéJTaHH

) -\..\f "’J:r;'-
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CBOHTHA (XHMTepKaNHeMHs, XHIOTORHS U 6B0pedda aucdyHKuus) ce choBIUABaT M0-4ecTo B FPYNaTa
Ha aJIHCKMPEH, OTKONKOTO B IpyTiaTa Ha miane6o.

AUOpOXIopomuazud

OCHOBHOTO MACTO Ha JeHCTBHE HA THAZHIHUTE MHYPETHUM CA HCTATHMTE HW3IBMTH KAHAITUETA B
Obbpeka. JokaszaHo e, ye B OnOpedHaTa kopa CHIIECTBYBA BHCOKOA(MHHUTETEH PELIETITOP, KOKHTO e
OCHOBHO CBBP3BANIO MACTO 33 THA3HAHNTE AHYDPETHITH H 3a HHXHOHpaHe Ha Tpancnopta Ha NaCl s
JMCTATHOTO M3BHTO KaHande. Tuasunnure auypetHin gefictear upes uHxHOupane na Na™Cl
CHMIIOPTED, BEPOATHO Ype3 KOHKyPHPaHe 3a MACTOTO 3a CEBp3eade Ha Cl, M N0 TO3M Ha4YKH
MOBJTHABAT MEXaHM3MHTE HA €IEKTPOIMTHA peabcopOrisa: MUPEKTHO NOBHIIABAHKH eKCKpeHHaTa Ha
HATPHH U XTOPHAH B NPHGIM3HTCAHO €/1HAKBA CTelleH H HHAWPEKTHO pe3 AYPETHYHOTO CH
AEHCTBHE, HAMAAABAWKH TU1a3MeHHMA 00eM ¢ NOCIeABaLIO NOKaYBAHE HA TNA3MEHATA PSHHHOBA
AKTHBHOCT, CEKPELINA Ha allJOCTEPOH H 3ary0a Ha KaIHii ¢ ypuHATa, KaKTO H HAMAIABaHEe HA HHBATA
Ha cepyMHHs Kayuii. Bph3kaTa peHMH-aJLI0CTePOH ce MeIUHpa OT aHrHOTeH3HH I, Taka ue npu
¢IHOBPEMEHHO NPIIAraHe ¢ BAACapTal pelyKLHATA Ha CepyMHHA Kaaui e no-cnabo uzpasena,
OTKONKOTO HabmoaagaHaTa MpH MOHOTEPANTHA ¢ XEAPOXIOPOTHASHA.

HemenaHoMmen pak Ha Koxara:

B13 0cHOBA Ha HANHYHMTE JAHHH OT SMHASMHOIOTHYHH [IPOYyYBaHUA € HaOalo/|aBana 3aBuCcHMa OT
KyMYyJIaTHBHaTa 1033 Bph3ka mexdy XXT3 u HMPK. Eaxo nipoytiBaHe BKIIKYBA NOTYJIAL,
crerogma ce oT 71 533 ciryuan Ha BKK u 8 629 cinyyan wa CKK, v nonynanms ot csoteetHo 1 430
833 n 172 462 nomxoasum koHTponH. Brcokara ynorpe6a na XXT3 (kymynarueso >50 000 mg) e
¢BEp3ana ¢ Kopurupad OR 1,29 (95% OH: 1,23-1,35) 3a BKK u 3,98 (95% JU: 3,68-4,31) 3a CKK.
HabmonasaHa e AcHa BpB3Ka KyMy.TaTHBHA 03a-0TrOROp Kakto 3a BKK, taka u 3a CKK. Jpyro
HpOY4YBAHE [IOKA3BA BE3IMOMKHA Bpb3Ka Mexay paka Ha yeTHHTe (CKK) 1 excnosuumara ua XXT3: za
633 cily4ad Ha pak Ha yCTHHTE © noadpaHa nomynauus ot 63 067 noAxomsnii KOHTPOIH, KaTo ce
H3II0JI3Ba CTPATETHA 33 B3eMaHe Ha Npobu, onpeaeneHa OT pHcka. JIeMOHCTPHpAHA € Bph3ka
KyMyJaTHBHa J03a-0Trosop ¢ kopurupan OR 2,1 (95% JIH; 1,7-2,6), napacteam 1o OR 3,9 (3,0-4,9)
3a BucOKa ynorpeba (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Haii-eHcOKaTa KyMynaTieHa q03a (~ 100
000 mg) (mxk. cbmo Touka 4.4).

5.2 PapMakOKHHETHUHEH CBOACTBA

Bancapman/xudpoxropomuazugd
CHeTeMHaTa HAUTHYHOCT Ha XHAPOXITOPOTHARUA € HAMAAeHA ¢ okouto 30% npu eqHOBpeMeHHO

IIpHAaraHe ¢ BajIcapTaH. Kunerukara Ha BajIcapTaH HE C€ TIOBIHABA 3HAYHTCIIHO NPH €JHOBPEMEHHO
IIpHIarase ¢ xuapoxnopornasus. HabniopapaHoto BzauMOIeiiCTRHE He OKA3RA BIIMSHHE TIpU
ynorpeba Ha xoMOHIALMATA BANICAPTAH H XMAPOXIOPOTHA3H, ThH KATO KOHTPOIHPAHH KIWHHYHH
TPOYUBAHHA Ca NOKA3JIH ABE€H aHTUXMOECPTEH3HBEH eeKT, M0-TONAM OT MOCTHTHATHA TIPH AKTHBHHTE
BEUIECTRA, MPIWIOKCHH [IO0TASIHO WK [IpH Wiauebo.

Bancapman

Abcopbyua

Cien nepopaiHO NPHIOKEHHE CAMO Ha BancapTaH MHKOBUTE IUTA3MEHH KOHLICHTPALIMH Ha BaJICApTaH
ce JIOCTHIaT 3a 2-4 yaca. Cpeanara aGcomotHa SuonannaHocT e 23%. XpaHara HaMangpa
excnozuLmaTa (¥3Mepeta ¢ AUC) va sancaprad ¢ okono 40%, a MHKOBATA TNIa3MeHa KOHLIEHTPALIHA
{Cinax) ¢ oxono 50%, BpapekH ye okomno 8 Haca clien NPHEMA TUIA3MEHHTE KOHIEHTPALMH Ha
Ba/CAPTaH ca NoAo0OHH B rPYIIMTE HA NMPHEM CNE HAXPAHEAHE M HA TIAAHO. TORA MOHMKEHHE HA
AUC obaue He ce NpUAPYXKABA OT KIHHHYHO 3HAYHMO HAMAIABAHE HA TEPANeBTHUHUA eeKT, MOpaan
KOETO BAlICAPTAH MOKE J1a ¢ []aBa Cbe WK Oe3 XpaHa. :

Pasnpedenenue &S )
OGeMBT Ha pasnpe/ieNeHHe HA BAJICAPTAH IPH CHCTOAHHE Ha HACHUIAHE ClET ]ﬂ[HTpaBeHOB,f-Iﬂ\ /
npuAcKeH#He € 0kono 17 nHTpa, KOeTo NMoKas3ka, 4e BANCAPTAH HE G pasnpenesns eKcTeH:».hBH B.
ThKaHWTe. BancapTaH e B rofiaMa CTefieH CBbP3aH ¢hC CePYMHHTE NpoTerHu (94-97%), npe’;(mno ehe
CePYMHHA AIOYMHUH.
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Buompanchopmayus

Bancapran He ce 6HoTpancdopMupa B ronaMa creneH, Thil Kato caMo 0koia0 20% ot nozara ce
OTKpHBA KaTO MeTaboTMTH. B 11a3mara e ycTaHOBEH XMAPOKCHMETa0OHT B HUCKH KOHIIEHTPaLMH
{mo-manko ot 10% ot AUC na pancapran). Tosu MetaboauT e dapMakoToruiHo HeaKTHBEH.

Ercrpeyun

Bancapran nokassa MyNTHEKCTIOHEHIHATHA KHHETHKA (ty, o <1 4ac u typ oKomo 9 gaca). Bancapran ce
€NTHMHHMPA NpeauMHo ¢ dekannute (okono 83% ot no3arta) u ypuHara (0kono 13% ot nosara),
TTIABHO KATO HEMPOMEHEHO JIeKapeTBO. (el HHTPABEHOZHO NIPHIOKEHHE TUTIA3MEHHAT KIMPLHC Ha
BayncaptaH e okono 2 l/4ac 1 merosuar 6ubpeden kiupeHe € 0,62 uac (oxono 30% ot ofmus
KHpBHC). [lonyXHROTET Ha BancapTaH ¢ 6 yaca.

Xudpoxnopomuazuo

Abcopbyun

AbBcopOImaTa Ha XHAPOXJIOPOTHA3H CIIE NEPOpasieH NMpHeM € Obp3a (tmax Okono 2 u). TlokauraneTo
Ha cpenHata AUC e MHeHHO H € MPpOoNopLHOHANHO HA J03aTa B TEPAleBTHYHMA AHANAZ0H.
BimsanHeTo Ha xpaHeHeTo Ha aGcopOumaTa Ha XHAPOXJIOPOTHASHI, AKO HMA TaKbB, € MATHK ¥ Oe3
KIHHHYHO 3HaveHHe. AGComoTHAaTa OUOHANIMHHOCT Ha XHAPOXIOPOTHAZHL Clie]] IEPOPAICH IIPHEM €
70%..

Pasnpeoenenue

KunerHkaTa Ha pa3nipesieneHue H eTHMUHHpPAHE KATO LSO € ONKMCAaHa OT OHEKCIOHEHIIHATIHA
(yHKia Ha pasnan. [TpusuaHuar obeM Ha pasnpencnenue e 4-8 Vke.

HupkyaHpaniMaT XuapoXa0poTHA3HA € CBBP3aH Che cepyMHNTE Npotenuu {(40-70%), npeaumuo che
cepyMHHA anGyMHH. XHAPOXTOPOTHA3H] CHINO Taka KyMY/IHPa B ePHTPOLKTHTE NPHOIM3HTETHO

1,8 1re1H NOBeYe, OTKOJIKOTO B MJIA3MATA.

Excrpeyua

XHIpOoXAOPOTHASHI C€ €JIMMHHHPA OCHOBHO HenpoMeHeH. XHAPOXTOPOTHA3H ¢ eIHMHHHPA OT
TTa3MaTa ¢ HOIYKHBOT cpeano oT 6 Ao 15 yaca B kpaiiHata ¢aza Ha enHMuEEpaHe. Hama npomana s
KHHETHKATA HE XHAPOXJIOPOTHA3H]] TIPH MHOIOKPATHO NO3MPAHE H HATPYTIBAHETO € MHHHMAITHO MPH
OpHEM BeJHEX HHEBHO. [Tosede oT 95% ot aGeopbupanaTta 1034 ce eKCKpeTHpa KaTo HETPOMEHEHO
BELICCTEO B YpUHATA. BEOpeHHAT KWIHPEHC C& CBCTOM OT ACHBHA QHITPAIMA M AKTHBHE CEKPEHA B
O6u0peunnTe TYOYNH.

Creyuannt 2pynu RayuUeRmy

Hayuenmu 6 crapuecka eb3pacm

IIpn HAKOH MALMEHTH B CTapyuecka BL3PACT € Habll04aBaHO MAITKO MTO-EMCOKO 00110 pasnpeleicHHe
HA BaJICApTaH B CPABHEHME ¢ MJIATMTE MALMeHTH. ToBa obaye HAMa QOKa3aHa KIIHHHYHA 3HAYMMOCT,
OrpaHMyeHH JaHHH NPENONATaT, Ye CHCTEMHMAT KITHPHHC Ha XHAPOXJIOPOTHASH € HAMANEH TIpH
NAUMEHTH B CTApYecKa BB3PACT, 3APaBH HIIH C XHOSPTOHHA, B CPABHEHHE ¢ MIIAH 3APABM
NOOpPOBOILH.

bvbpevno vepeocoane
Tipu npuiarane Ha npenopruBaHara ao3a Ha Co-Diovan He ce M3HCKEA KOPHIMpaHe Ha J03aTa NPU
MAIHMEHTH ¢BC CROPOCT HA roMepynHata dunrpauus (GFR) 30-70 ml/min.

Hsama naunu 3a npunaranero va Co-Diovan npu nauventu ¢ Texxo 650peuno yBpeskaaHe
(GFR <30 ml/min) ¥ nps maiMeHT! Ha quanusa. BancapraH ce CBbp3Ba BLB BHCOKA crepeﬁ"'g -
IUIA3MEHHTE TIPOTEHHH H HE MOXKE Ja ObIle OTCTpaHeH Ypes NMAH3A, TOKATO xn,upox.uo Tpasi]l \ AN
MoXKe 12 O'bie OWHCTEH Ype3 JHAITHRA. , . "3,1\-




TeKo 10 ymepeHo 6p6peuto yBpexaaHe ce Habnmrogapa 3-kpartHo ysenuuenne Ha AUC croiiHocTHTe
Ha XHIpoxnoporHasua. IpH naukents ¢ Texko Su6pedro yepexaane ce nabnogasa 8-xpatHo
yeenHueHHe Ha AUC croiimocTuTe. XUAPOXIOPOTHA3M € TIPOTHROIOKA3AH MPH HALMEHTH C TEXKO
650peuno yspexaane (Bx. TOuKa 4.3)

Yeprodpobno yspescoane

Bt ¢apMakoKHHETHUHO M3IHTBAHE HPH NALHEHTH ¢ JeKa (n=6) 1o ymepena (n=>5) uepHoapobua
AUCHYHKIMA eKCTIO3HIHITA Ha BAJACAPTAH c€ MOBHINaBa NPUOIH3UTENHO 2 ITHTH CIPAMO 3/PaBH
noGposoniH (Bx. Touku 4.2 1 4.4).

JIuncear nasAu 3a ynoTpebaTa HA BajCApPTaH IIPH MALMEHTH ¢ TEXKa YepHOAPOOHa THCPYHKIHA (BiK.
TouKa 4.3). UepHoapoOHuTe 3a00N9BaHHA HE NIOBJIUABAT 3HAYMMO (apMaKOKHHETHKATA Ha
XH/IPOXIOPOTHAIN.

53 IlpepknnAuYHM AaHHE 34 Gezomacnocr

HoTermantara TOKCHYHOCT Ha KOMOMHALMATA BATICAPTAH + XHAPOXAOPOTHARHIL CIIC IEPOPATHO
TIPHJIO/KEHHE € M3C/IeABAHA NIPH ILUTbXOBE H MAPMO3ETKH B IPOYYBAHKA, NPOABILKABALIM JIO HIECT
MeEceLa. He ca YCTaHOBEHH JAHHH, KOMTO 6ixa MOTTIH Ja H3K/Bo4YaT NPHIOKCHHSTO Ha TePpanceBTHYHH
JIO3H TP XOPa.

H3MeHeHHs T, IPHYHHEHH OT KOMOHHALMATA B NPOYYBAHHATA 38 XPOHHUHE TOKCHYHOCT, € I10-
BEPOATHO [1a ¢4 MPEAN3BHKAHH OT BajlcapTaH. TOKCHKONOTHYHHAT TIpHIIE/IcH OpraH ¢ ObOpeksT, Kato
PEAKIIMATA € NO-H3pa3eHa [PU MAPMO3ETHH, OTKONKOTO IpH rbxoBe. KOMOHHAIMATA BOIH A0
6BOpeuno yBpeskpane (nedponarus ¢ TyOyaaa Gasoduins, nokadsaHe HA NIA3MEHATA Yped,
T1a3MeHHS KPEaTHHHH W CEPYMBHS KalMii, yBe/lHyaBaHe Ha obema Ha YPUHATA H eNEKTPOSIMTHTE B
ypuHara ot 30 mg/kg/nen Bancapran + 9 mg/kg/neH XMAPOXIOPOTHAKA, MPU FUTEXOBE H

10 + 3 mg/kg/nen nipH MapMO3eTHH), BEPOTHO MO MEXAHW3MA HA HApyWweHa OnOpeyHa XeMOHHAMHKA.
Ilpu miex0Be Te3H 1034 CHOTBETCTBAT Ha (0,9 ¥ 3,5 IMBTH MaKCHMAIHATA [IPENOPBYBAHA 034 TIPH
xopa (MITJIX) ceoTBeTHO HA BAJICAPTaH H XHAPOXNIOPOTHA3KA, H3UHC/IeHH Ha Basa mg/m?. Tpu
MapMO3€TH Te3H J103H ChoTBETCTBAT Ha 0,3 ¥ 1,2 mbTH MakcHMAaNHATA [1penopbyBana Jo3a PH Xopa
{MIIJIX) cbOTBETHO Ha BaJICAPTaH M XHAPOXNOPOTHAZH/, H3UHCIEHH Ha 6a3a mg/m?. (MzuncnenuaTa
ce OTHACAT 3a IepopanHa J03a oT 320 mg/nen Baicapran B koMOWHaLus ¢ 25 mg/ned
XHIPOXJIOPOTHAZHA H MALKEHT ¢ Terno 60 kg.)

Bucoky 1034 Ha KOMOMHALMATA BAICapTaH — XHAPOXJIOPOTHA3H/ NPEIM3BUKBAT HAMATABAHS HA
EPUTPOLMTHHTE NIoKa3aresnH (Opoll Ha epuUTpOLNTHTS, XeMOTIOGHH, X€MATOKPHT OT

100 + 31 mg/kg/nen npu mrbxose u 30 + 9 mg/kg/neH npu Mapmozeru). [Ipu ITEXOBE TE3W 103K
CBhOTBETCTRAT Ha 3,0 H 12 mbTH MaKCHMANHATA NPENOPBYBAHA 1034 MpH Xopa (MITIX) choTBETHO Ha
BACAPTAH W XHAPOXJIOPOTHA3HI, H34Mc/eHd Ha Ga3a mg/m?. [IpH MapMO3ETKH TE3# A03H
¢boTBETCTRAT Ha 0,9 M 3,5 IIbTH MakcHMaliHaTa NpenopeyeaHa fo3a npu xopa (MITX) croteetHo Ha
BAJICAPTAH W XHAPOXJIOPOTHAINI, H3YHCIeHH Ha 6a3a mg/m?. (Mzuncnenmara ce OTHACAT 2a
nepopanna ao3a ot 320 mg/IeH BancaprTaH B KOMOMHALIKA ¢ 25 mg/IeH XUAPOXIOPOTHAMA U U
MAIHEHT ¢ TerIo 60 kg).

ITpn MapMozeTKH ce HabMIOAaBa yBpexKAaHe HA cToMamHara urasuna (ot 30 + 9 mg/kg/nen).
KoMbuHammaTa ¢hmo Taka BOJM 0 XUItepiia3ks Ha adepeHTHuITe apTepuiony B Os0pewwre (npw

600 + 188 mg/kg/nen npu rbxose # 30 + 9 mg/kg/aeH npu Mapmosetku). [Ipy MapMO3eTKH JO3MTE
croTrercTBAT HA 0,9 B 3,5 npTH MakcHMaNHaTa MpeNOpBUHTEHA 1033 ApH xopa (MILX) croTReTHO
Ha BANICAPTAH H XMIPOXJIOPOTHA3MI, HIYACICHH Ha 6a3a mg/m”, TIpH ILTEXOBE TE3M JOSH - o
CHOTBETCTBAT Ha 18 1 73 MBTH MAKCHMANIHATA IPENIOPBLYATENHA 032 TpH xopa (MITIX), nigm’&r@f&, -
Ha BAICAPTaH H XHAPOXITOPOTHASHA, H3YHCIeHU Ha Gaza mg/m?. (M3UHCIICHHUATA CE OTHAY ,3a e
nepopanHa fo3a ot 320 mg/en sancapTaH B KOMOHHAIMA ¢ 25 mg/meH xn,upoxnopom&; :
naurent ¢ Terno 60 kg).
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CrioMeHaTHTE 10-rope etekTH BEPOATHO ce IBIDKAT HA BUCOKMTE 1034 BANCapTan (610kupane Ha
aHrMoTeHsuH Il-HEIyLHpanaTa HHXHOHLIKS Ha OTAENAHETO Ha PEHUH M CTHMYIAIHA Ha
PEHHH-TIPOXYLUHpPAIIH KICTKH) H ce cpewaT 1 npi ACE unxuburopure. Teszn gannu Beposwﬁo HAMAT
[PAKTHYECKO FHAYEHHE 10 OTHOIICHHE HA TEPaNeBTHYHOTO NIPIIOKEHHE Ha BalcapTaH NPH Xopa.

Komb6unanusTa BatcapTal — XHAPOXJIOPOTHA3N HE € MPOYYBAH2 33 MyTAN€HHOCT, XPOMO3OMHH
AHOMaNMK WIH KAPLIIMAOTEHHOCT, THH KaTo JIMICBAT J0KA3ATE/ICTRA 3a B3aUMOLEHCTBHE MEXTY JIBCTE
cyberanuuy. HezaBUCHMO e TECTOBETE €4 NIPOBEKIAAHK [IOOTHLIHO 38 BAJICAPTAH H
XHOPOXTIOPOTHA3SH], HE Ca YCTAHOBEHH OOKA3ATCIACTRA 38 MYTAISHHOCT, XPOMO30MHH AHOMAIHH HITH
KapLHHOTCHHOCT.

[Ipu nyrexoBe TOKCHYHU 1031 3a Maiikata (600 mg/kg/nen) no Bpeme Ha NMOCHEIHUTE JHH OT
OpeMeHHOCTTa M IepHO/IA Ha JIAKTALMA ca AOBEIH JIO MO-HHCKA CTEMEH HA NPEXKHUBAEMOCT, TI0-¢1abo
Ha/JIaBaHe Ha TETNO ¥ 3aDaBeHO Pa3BMTHE (OTAETIHE Ha YIUHATA MHMA H OTBAPSAHE HA CITYXOBHS
KaHaT) Ha MOKoJIeHHeTo (Bsk. Touka 4.6). Tezn nozn npu mwibsxore (600 mg/kg/nen) npeacrasnasar
npubnusurento 18 MbTH MakCUMaHaTa MpeNopBYBAHa 71034 MIpH xopa Ha Gazara Ha mg/m2
(M3uncneHuaTa ce oTHACAT 3a nepopaiHa ao3a 320 mg/nen u u narenr ¢ Tersto 60 kg). Ipu
TIpHNIaraHe Ha BANCAPTAH/XUAPOXIOPOTHAHA MPH IUTEXOBE M 3aHIM c¢ HaOMOAaBaT CXOAHM HAXOOKH.
B ripoyusanusTa 3a em6proderano passurhe (Paza 1) nuncear 1oka3aTencTsa 3a TEPATOr€éHHOCT
Npy IpWIarage Ha BalICapTaH/ XHAPOXIIO0POTHASH NIPH TUTEXOBE H 3aiflly, BEIPEKH TOBa € Oi1a
HabmonapaHa PeTOTOKCHYHOCT, CEBP3aHa ¢ MalUHHA TOKCHYHOCT.

6. DAPMANLEBTHYHH JAHHH

6.1 Cinchbk Ha NOMOIMIHNTE BEMECTEA

CopuepMna Ha TabaeTKaTa
MHKpOKpHCTATHA LETYI03a
Kpocnosugon

Konounen cunuuues auokcHa, 6essoen
MarHes1eB creapar

DHIMUAPAIIC OKPHTHE
Xumpomenosa

Maxkporon 4000

Tanx

Twranop muoxeun (E171)
UepgeH xeneseH okcug (E172)
Awnt xkenezen okcua (E172)
Uepen xenezen okcHg (E172)

6.2 HechEMeCTHMOCTH

Herprrosxumo

6.3 Cpox Ha rogHoct

2 rouHK

6.4 Crnennananu yc/lOBHA HA CHXPAHCHHE

Jla ce cwxpanasa nog 30° C,
Ja ce ¢hxpaHsBa B OPHrHHAIHATA OIIAKOBKA, 3a Ja C€ NPEANA3H OT Baara.

6,5 [lauHng 33 omakoBKaTa
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PVC/PE/PVDC/Anymunuesu Gauctepu
Pasmep na onakoekute: 14 (1x14) dunMupaHl TabeTKH,
6.6 Creunannu mpeInasHH MepKH NPH HIXBBLPJIAHE

HaMa crneudandy H3ucKBaHHA.

7. HOPHTEXATEJ HA PA3PENIEHHETO 3A YIIOTPEBA
Novartis Pharma GmbH

Roonstrasse 25, D-90429 Niirnberg, I'epmanus

8. HOMEP(A) HA PABPEINIEHUETO 3A YIIOTPEBA
20040085

9, AATA HA ITBPBO PASPEHIABAHE/TIOJHOBABAHE HA PASPEINIEHHETO 3A
¥IIOTPEEA

23.02.2004 r./22.12.2010 1.

10. [JATA HA AKTYAJIM3HPAHE HA TEKCTA

01.10.2018r.
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