KPATKA XAPAKTEPUCTHUKA HA IMPOAYKTA



1. HME HA JIJEKAPCTBEHIS ITPOAYKT V3NLIHNTENHA ATEHUMA N0 NEKAPCTBATA

Ko-Jlnosan 160 mg/25 mg ¢punMupanu Tabnerku : LoV X908

Co-Diovan 160 mg/25 mg film-coated tablets
somamp- ... 03368 0 1-08- 2025
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2, KAYECTBEH H KOIMYECTBEH ChCTAB

Beaka punmupana Tabnetka cbabpika 160 mg sasnicaprau (valsartan) U 25 mg XHAPOXJIOPOTHA3HL
(hydrochlorothiazide).

3a MBJIHMA CITHMCHK Ha MOMOILIHATE BELUECTRA BHXKTE TOHKA 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupana Tabnerka

Kadspo-opanxesH, oBantu TabneTky wamnosanu ¢ “HXH” ot eanara ctpada 1 "NVR” ot apyrara.

4. KIMHUYHH JAHHH
4.1 Tepan¢eBTHYHH HOKAIAHHA
JledeHHe Ha eceHLMAIHA XMITEPTOHHUS NPU Bb3PACTHH.

Co-Diovan ¢ukcupasa 1o308a KOMOMHALMA € MOKA3aH NMpPH NMALKMEHTH, YHETO APTEPHANTHO HANAraHe
HE C€ KOHTPOJIMPa aAeKBaTHO OT MOHOTEPAMMA C BACAPTaH WIH XUAPOXJIOPOTHAZHA.

4.2 Jo3upoBKa H HAYHH HA HPHJIOKEHHE

Hosuposka
IMpenopbupanara no3a Ha Co-Diovan e enna ¢punmupana tabnerka avesHo. [ipenopbusa ce
MHMBHIYATHO THTPUPAHE HA JO3HTE Ha OTIE/MHUTE KOMNOHEHTH. Tlpu Beeky ciy4aii e HeobXoaumo

fa ce MPaBH MOKAUBALIOTO THTPHPAHE HA 103aTa HA OTAEIHMTE KOMIIOHEHTH, 3a /ia C€ HaMaJlH pycka
OT XMMOTOHHA H APYTU HEXKEIIAHH PEaKLUM.

KoraTo € yMeCTHO OT KJIMHHYHA IJIeXHa To4ka, 61 Moo Ja ce 00ChAN AUPEKTHO IPEMHHABAHE OT
MOHOTEpAIHs KbM JieueHHe C KOMOMHALMA OT PUKCHpaHH 031 NpH NAUHEHTH, YAETO apTEPHATTHO
HAJIAraHE HE C& KOHTPOJMPa aAEKBaTHO OT MOHOTEpANUS C BajAcapTaH WK XHAPOX/I0POTHA3KA, MPH
YC/IOBHE Y€E CE CI€ABA MPENOPBUBAHOTO THTPUPAHE Ha JO3NUTE HA OTACITHUTE KOMIIOHEHTH.

Crien 3ano4BaHe HA TepaniaATa TpAGBA [1a ce HANpaBH OLEHKA HA KIIMHUYHUA OTrOBOP cnpsmo Co-
Diovan 1 aKo HE c€ MOCTHIHE KOHTPOJI HAa apTePHANHOTO HaNdraHe, 103aTa MOXE Aa Ce MOBHILIH Hpe3
IOBHILLABAHE HAa OTAEJHUTE KOMIOHETH A0 MakcumManua no3a Ha Co-Diovan 320 mg/25 mg.

AHTHXHNEPTEH3UBHUAT eEeKT € NOAYEPTAHO HAJIMUEH Cllel] 2 CEAMHULIM.
[Tpu NOBEYETO NALMEHTH MAKCHMANEH edekT ce HabnoAaBa B paMKHUTE Ha 4 CEIMHMLH. HeszaBucumo
OT TOBA, PN HAKOH NAaLMEHTH MOXe Aa € HeobXxoaumo neverue 4-8 ceamunm. Tosa TpabBa na ce uma

fIipeiBU NPH TUTPUPAHETO HA J103aTa.

Havun na npunosicenue
Co-Diovan Moxe 1a ce npHeMa cbC MM 6e3 XpaHa M TpAOBa 1a ce NpHeMa ¢ BOJA.




Cneyuaniu nonyaayuu

Hayuenmu ¢ 6vbpeuro yspexcoane

He ce Hanara KOpMrHpaHe Ha A03aTa NPH NALMEHTH C JIEKO A0 YMEPEHO 01bOpetHO YBpexKaaHe
(ckopocT Ha raoMepynHata ¢puntpauusa (GFR) 230 ml/min). Ilopaau xuapoxnoporuasnaHara
kommnoHeHTa Co-Diovan e npoTHBONOKA3aH NPy NMaLMEeHT! ¢ TeXKO O1LOpevHo yBpexkaane
(GFR <30 ml/min) 1 anypus (Bx. Touku 4.3, 4.4 1 5.2).

Iayuenmu ¢ yepHOOPOOHO YBPENCOaNe

[Ipu NaLKERTH C JIEKO 10 YMEPEHO YEPHOAPOOHO YBpeXKAaHE Oe3 xonecrasa JO3aTa Ha BajJicapTaH He
Tpa6ea na npesuiuana 80 mg (Bx. Touka 4.4). He e ycraHOBEHA NPENopbyUTENHA 1032 32
XHAPOXJIOPOTHA3H MPH NALKEHTH C YMEPEHO 10 TEXKO YepHoapoGHO yepexaane. [lopanu
HaTMuKeTo Ha sancaptaH Co-Diovan e npoTHBONOKa3aH NpH NaLMEHTH C TEKKO YePHOAPOOHO
yBpexkKIaHE WK ¢ O1IMapHa LMpo3a U Xonecrasa (Bx. ToUku 4.3, 4.4 1 5.2).

Ilayuenmu 6 cmapuecka 6v3pacm
He ce nanara npoMsaHa B fO3MPOBKATA MPH NALMEHTH B CTApYECKa BH3PaACT.

ITeduampuunu nayuenmu
He ce npenopbusa ynotpebara Ha Co-Diovan npu aeua noa {8 roaMHH, nopaau NKNCaTa Ha NaHHH 3a
6e30MacHOCTTa H eUKACHOCTTA.

4.3 IIporaBOonoOKa3aHHs

- CBPbXUYBCTBUTENHOCT KbM aKTHBHOTO BEWECTBO(a), APYTH CyNpOHAMUAHHM NPOU3BOIHH WK
KbM HSIKOE OT MTOMOILHWTE BELIECTBA OMHCAHH B TO4YKa 6.

- BTopu 1 TpETH TPUMECTBP Ha GpeMeHHOCTTa (ToukH 4.4 1 4.6).

- Texxo uepHoapobGHO yBpexaaHe, bunuapHa UMpo3a H X01eCTasa.

- Texko 6BOpeuHo yspexnane (KpeaTHHHHOB KIMpBHC <30 ml/min), aHypHs.

- PedbpakTopHa XHMIIOKAIHEMHS, XUITOHATPUEMHS, XUNIEPKATLHEMHA U CHMIITOMATHYHA
XHINIEPYPHKEMHA.

- EnnospemenHata ynotpeda Ha Co-Diovan ¢ anmdCKHpeH-ChAbpXKalll MPOAYKTH NPH NaLMeHTH
cbe 3axapeH auaber win 6s6peuto yspesxknane (GFR <60 ml/min/l .73m?) (Bx. Touk# 4.5 u

5.1).

4.4 Coenuanau OpeAyNpPeKIACHHN U NPeIAa3HH MEPKH NIpH ynoTpebda

[IpoMeHH B HHUBATA HA CEPYMHUTE €NIEKTPOJINTH

Bancapman

EnnospemeHHaTa ynotpefa ¢ kanuesh A00aBKH, KaNMH-ChbXPaHABatM AWy PETHLIH, 3aMECTUTETH Ha
COJITA, ChIBPKALLM KATHH, WK APYTH 1eKapCTBEHN NMPORYKTH, KOUTO OHXa MOIIIM 1a NOBHLIAT
HMBATA Ha KanMil (XeNapHH U T.H.), He ce npenopkypa. CTOWHOCTHTE HA KATHA TpaOBa aa ce
MOHHUTOPHpAT CHOTBETHO.

Xuopoxaopomuazuo
[Tpy neueHye ¢ THA3HAHK RUYPETHLM, BKAIOYHTEIHO XHAPOXNOPOTHA3H], Ce cboOIaBa 3a cny4au Ha

XHIokanuemus. [Ipenoprusa ce 4eCTO MOHHTOPHPAHE HA HUBATA HA CEPYMHHS KaJIHH.
JleueHHeTO ¢ THA3UIHH AUYPETHLH, BKJIIOYHTENHO XHAPOXIOPOTHA3HA, C€ CBBLP3BA ¢ XHIMOHATPHEMMUS
M XMIIOXJIOpEMHUHA ankanoza. THa3HANTE, BKIIOYMTETHO XHAPOXI0POTHAIH, NOBUILIABAT
eKCKpeLMATa HA MarHe3uii B ypUHaTa, KOSTO MOXeE [1a 10BEAE A0 XUMIOMArHE3HEMHA. ExckpeuusTa Ha
KaJILHMH HAMATABA MOJ BAWAHHMETO HAa THA3ZUMAHWTE AMYPETHUH. ToBa MOXeE Aa noBELE N0
XUnepKaTLUHEMUS.

KakTo npH BCHYKH MALWEHTH, MOJY4aBallH AHYPETHYHO JICUCHHE, ¢ HeoOXOoAMMO Ha NOAXO
HHTEPBAH OT BPEME J1a C€ OCBIUECTBABA ONpe/iesIAHEe HAa HUBATA Ha CEPYMHHTE CNCKTPO




[TaumeHTH ¢ HaTpUeR W/unn obemeH AePUIUT
[NauyeHTHTE, NOMYYABAILY THASHIHH JUYPETHLIH, BIUTIOUNTENHO XHIPOXJIOPOTHA3UA, TPAOBA Aa Obaat
HabII0AaBaHy 3a NOABa Ha KITMHUYHM NPHM3HAUM HA BOACH WM eNIeKTPOJIMTEH auchananc.

T1pH naluueHTK ¢ TEXBK HATPUEB W/ KK obeMeH JeHULINT, KATO TE€3H, KOUTO NONYy4aBaT BUCOKH I03H
NUYPETHLH, B PEIKH Clydyau ciiell 3arnousake Ha Tepanus ¢ Co-Diovan Moxe a ce NosBH
CHIITOMAaTU4YHa XUnoToHus. HaTpuepuat w/nau o6eMHanAT nedHUHT TpaOBa Aa ce KOPUrHpa npeau
3afio4Bade Ha neuenuero ¢ Co-Diovan.

[MauMeHTH ¢ TEXKA XPOHWYHA ChpACYHA HEAOCTATBYHOCT WIH JPYIH ChCTOAHUSA, NIPH KOUTO € HATHLE
CTUMYJALIHA HA CHCTEMATa PEHHH-aHTHOTEH3HH-ANI0CTEPOH

[Tpu naunenTy, ynaTo 6vopeuHa GyHKuUMA 6K MOri1a 1a 33aBUCH OT aKTHBHOCTTA HAa CHCTEMATa PeHHH-
AHFHOTEH3HH-AIAOCTEPOH (Harp. MAUMEHTH ¢ TEXKKA 3aCTOHHA ChpAeYHa HEAOCTATHYHOCT),
NEUEHHETO ¢ MHXUOHTOPH Ha AHTHOTEH3UH-KOHBEPTHPALIMA €H3UM CE CBBbP3Ba C OJIUrYPHs W/ WIH
NpoOrpecuUpallia as0TeMus 1 B pelkH citydau ¢ ocTpa 610peuHa HeROCTATHHHOCT WHIIH CMBPT.
OLEHKaTa Ha MalHEHTHTE CbC ChpACUHA HEAOCTATHLHYHOCT WM CJIEA NpeKapaH MHOKap/eH HHPapKT
BMHArH TPAOBa [1a BKIIOUBA M OLieHKa Ha ObOpeuHaTa dpynkums. [Ipunoxenuero Ha Co-Diovan npu
MAIMEHTHU C TEXKA XPOHHUHA CbpPAECHHA HEAOCTATBUHOCT HE € NPOYYBaHO.

CnenoBaTeTHO HE MOXKE J1a CE U3KJIIOUH, Y€ NOopaayd HHXHOHpaHe Ha CUCTEMATA PEHHH-AHTHOTEH3HH-
anpocTepoH npunaraero Ha Co-Diovan moxe fa 61ae cBbp3aHO ¢ yBpexaaHe Ha 6b0peyHaTa
¢yukums. Co-Diovan He Tpa0Ba 1a ce npujiara npy Te3x NalHCHTH.

Cteno3a Ha 6pOpeuHa aprepus
Co-Diovan He TpsOBa 1a ce npuiara 3a JJe4eHHe Ha XHIIEPTOHHS NPH NaLMeHTH ¢ €AHOCTPaHHA HITH

[BYCTpPaHHa CTEHO3a Ha OBLOPEUHHTE apTepHH WK CTEHO3a HA apTepPHs Ha €IMHCTBEH OBbOpEK, THiA
KATO NPY TAKMBA MALIHEHTH € Bb3MOXXHO MOBHIIABAHE HA CTOHHOCTUTE Ha CEPYMHHTE HHBA Ha ypes H

KpCaTHHHH.

[1LpBUYEH XHITEPANAOCTEPOHNIbM
[TalueHTHTE ¢ THPBUYEH XHITEPATIOCTEPOHHIBM He Tpa6Ba na ce Jekysat ¢ Co-Diovan, TbH kaTo

TAXHATa CHCTEMA PCHHUH-AHTHOTEH3HH HC € dKTHBHpPaHA.

AOpTHA W MUTpa/IHA KNanHa CTEHO3a, XUNepTpoduuHa oOCTPYKTHBHA KApAHOMHONATHA
KakTo npy BCHYKH APYTH Ba30HNATATOPH € HEoOXOAMMO 0CoDeHO NOBULLEHO BHHMaHHKE NpH

MalMEHTH, CTPAAALH OT a0pPTHa WIH MHTPAsHa CTEHO3a WM OT XHiepTpohHUHa OOCTPYKTHBHA
xapaHomuonatua (OXKM).

b1OpeuHo yBpexnane
He ce Hanmara kopurupaHe Ha 103aTa NpH NauUeHTH ¢ Ob0peyHO YBPEKIAHE U KPEATHHHHOB KNHPBHC

>30 m)/min (Bx. Touka 4.2). [Ipenopbusa ce nepuoAHUYHO MOHHTOPUpPAHE Ha CEPYMHHTE HHBA Ha
Ka/Hil, KpeaTMHHH M MHKOYHA KMCENMHA npH npunarane Ha Co-Diovan npu nauuenTtH ¢ 6s0peuHo

YBpEXKIaHE.

bnOpeuHa TpaHcILaHTalHa
1o TO3M MOMEHT HAMA HATPYTaH OfMT NO OTHOILEHKe Ha Ge3onackata ynorpeba Ha Co-Diovan nph

MaLMEHTH, MpeKapaiyd Hackopo 6x6peuHa TpaHCIUIaHTaLKA.

YepHoapoOHO yBpexKIaHe
[TpK NauMeHTH C JIEKO 0 yMEPEeHO YepHOnpobHO yBpexaane 6e3 xonecrasa Co-Diovan pabsa na ce

ynoTpe6saBa ¢ NOBULIEHO BHUMAHHE (BXK. TOUKH 4.2 U 5.2). THasMAHUTE AHYPETULIN TpaOBa fa ce

npeau3BHKa YepHOAPOOHA KOMA.



AHaMHe3a 3a aHTHOoeiEM

[Tpu nauMeHTH, TEKyBaHHK ¢ BAJCApTaH Ca J0KIaABaHH C/Ty4au Ha aHTHOEJICM, BKIIIOYHTENHO OTOK Ha
NapMHKCA M TIOTHCA, NPUMHHABALIM O6CTPYKLMA HA AHXATENHHTE NBTULLA WIHIH NMOAYBAHE Ha
JIMLETO, YCTHHUTE, PpapHHKca W/HIH e3uKka. HAKON OT Te3H NAaUHEHTH Ca H3ABABAAH MPEH TOBA
aHTHOEEM OT JApYyru nekapcTea, BknoduTenio ACE nHxuOMTopH. [1pH Bp3HHKBaHE Ha aHFHOCEM,
npueMbT Ha Co-Diovan Tps0Ba 1a ce npeycTaHOBH HE3a0aBHO M J1a He ce NpUJiara NoBTOPHO {BX.
TOuKa 4.8).

HMHTecTHHANEH aHIHOEeNEM
3a MMTECTHHAJIEH aHTHOEAEM c€ ChOOLIABa MPH MalleHTH, JIEKYBaHH ¢ aHrHOTEH3HH Il peuentopHn

AHTArOHHUCTH, BKIIOYUTENTHO BasicapTad (BXK. Touka 4.8). Te3n nauueHTH umat kopemHa 60/1ka,
rajicse, NOBphiane ¥ quapus. CUMOTOMHTE OTIYMSBAT Cllell IPEYCTaHOBABAHE HA AHTHOTCH3HH 1
pELIENTOPHHUTE aHTATOHUCTH. AKO C€ AMArHOCTHUMPA HHTECTUHANICH AHTHOEEM, JIEUEHHETO C
BancapTad TpabBa Ja ¢e MPeyCTaHOBH U Ja ce 3aMouHe NOAXOAAUI0 HabmoaeHue 10 MbIHOTO
OTLHYMABAHE HA CUMIITOMHTE.,

CHUCTEMEH NIYITYC EPUTEMATOEC
Cpobluana ce, Ue THA3UAHUTE AMYPETHLM, BKIOUHTENHO XWAPOXIOPOTHAZHA, MOTAT J1a 000CTpAT Wil

a AKTUBHPAT CHCTEMEH JIYITYC CpPHUTCMATOACC.

Hpyry MeTabonuTHU HapylieHns

TuaznaHUTE AMYPETHLIH, BKAOYHTETHO XHAPOXIOPOTHA3H], MOTAT 1a HapylIaT FITIOKO3HHUS TONEPaHC
M [a TOBHLIAT CEPYMHHMTE HHBA HA XOJIECTEPOJI, TPHIVIHIEPHAY Y NHKOYHA KucenHHa. llpy natmeHTH
¢ nHabeT MoXke Na € HeoOXOAHMO KOpPUIrHpaHe Ha 103aTa Ha MHCYJIMHA WITH Ha NEPOpaIHOTO
XUIMOTTTMKEMHYHO ¢peacTB0. THA3MAHUTE AHYPETHLIM MOraT [1a IIOHHXKAT EKCKPELIMATA Ha KaJILMH B
YPHHATA M /13 JOBEAAT 10 MFHTEPMHTEHTHO JIEKO NOBUILIABAHE Ha HHBATA HA CEPYMHHA KaJILIHH NpPH
JIAIICA HA YCTAHOBEHO HAapylUeHHE Ha Kaniuuesus MeTabonusbM. M3paseHara xunepkaalMeMHs MOXE
Na € JOKA3aTeNICTBO 3a NOANEXKALL XHnepnapaTtupeounu3sm. [IpHeMbT Ha THA3WAHU AUYPETHUM
Tpa6Ba Aa 6bJe npekpaTeH Npeay MPOBEXAAHETO HA U3C/ICABAHHS Ha NAapaTHPEOUAHNTE (PYHKLIMH.

PDOTOYYBCTBUTEIHOCT
Crob1uaBa ce 3a ciiyyar Ha peakLHH Ha ($hOTOYYBCTBUTETHOCT IPH NIPHEM HA THAIHAHH WY PETHLH

(Bx. Touka 4.8). Ako peakumaTa Ha GOTOMYBCTBHTENHOCT BE3HHKHE B X0/1d Ha JICYEHUETO, C€
MpenopLYBa CIIUPaHe Ha JICYEHHETO. AKO C€ CUMTA 32 He0DOXOIHMMO NOBTOPHO MPH/IAraHE Ha
AWYPETHKA, CE NPeNnopbYBa 3aUiHTa Ha 00/1aCTHTE, H3/I0XKEHH Ha CTHHIIC MIH H3KYCTBEHA UVA

CBCTIIHHA.

bpeMEHHOCT

He Tpa6Ba na ce 3anou4sa JiedeHue ¢ aHrnoteHsuH 1l peuenrropuu Onokepy (APb) no Bpeme Ha
6pemenHHocT. OcBeH ako NMpOALDKUTENHATa Tepanid ¢ APb ce npeLieHn kaTo ChilleCTBEHA, JICHCHHETO
HA NMaLHeHTKH, KOWTO NiIaHyBat OpeMeHHOCT, Tpabpa Aa 6bAe 3aMEHEHO € aJITEPHATHBHO
AHTHXUIEPTEH3IMBHO JIEUEHHE C yCTaHOBEH Npodkn Ha 6€30MacHOCT 3a ynoTpeda 110 BpeMe Ha
6pemennocT. [Ipu ycTaHoBsABaHe Ha 6peMeHHOCT JieueHueTo ¢ APB TpsbBa HezabaBHo na ce
MPEyCTAHOBH M /1a CE 3aMOYHE ANTEPHATHBHO JIEHEHHE, aKO € MOAXOARLIO (BX. Toukd 4.3 1 4.6).

Ob1u
Heo6xoauMo € NOBULLEHO BHHMaHHE TIPH MalMEHTH C MpeALIeCTBalUla CBPbXHYBCTBHTETHOCT KbM
npyru anrunotrensud Il peuenrropuu Onokepu. Peakuyure Ha CBPBXHYBCTBHTCTHOCT KBM

XHAPOXNOPOTHA3H A €A 110-BEPOATHH IIPpH MauMeHTH, CTpagally OT AJICPrHd WIIH acT™Ma.

XopouAaieH W3IKB, OCTPa MHOTIHA M BTOPUYHA OCTPA 3aKPUTORIbIHA IJ1aYKOMA
Xuapoxa0poTuasui, Kato cyl1doHaMHj, Ce CBbp3Ba ¢ HIMOCHHKPAaTHYHA peakLus Boaea 1o

rnaykoma. CHMINITOMMTE BKIIOYBAT BHE3ANTHO CMJTHO HamMalieHa 3pUTEIHa OCTPOTA
¥ OOHKHOBEHO C¢ MOABABAT B PAMKHKTE Ha HAKOJIKO Yaca A0 CEAMHLUH OT 3all0YBaHe
HenkeyBanarta ocTpa 3aKpHTOBIbIHA TIAyKOMa MOXe Ja A0BEAE A0 NOCTOAHHA 32



TepanuATa ¢ XMAPOXJIOPOTUA3HA TPAGBa J1a Ce MPEeKpaTH BB3MOXHO HaH-O0bp30. Moxe /1a ce HAJIOXH
He3a0aBHO MEAMLIMHACKO MY XHPYPrHuHO JIeUeHHe, aKO BbTPEOUHOTO HAJIATAHE HE MOXKE Aa ce
koHTponupa. Puckosure GakTOpH 3a pa3BUTHE HA OCTPA 3aKPHTOBIbJIHA IIAYKOMA MOXKE 2 BKIIOYBAT
APEAHLIHO JieueHHe ChC CyNAPOHAMHAH WIH AJICPrHi KbM NEHHLMIIHH,

ITpoiina 6510Kkafa HA PEHHH-AHTHOTEH3INH-ANA0CTepOHOBaTa cHcTeMa (PAAC)

UMa nanHu, uc eqHoBpeMerHarta ynorpeba Ha ACE nHxuburopu, aHrnoteHsut ll-penentopHu
610KepH WIIH ATHCKUPEH MOBHILABA PHCKA OT XUMOTOHHA, XHIEPKATHEMHUA H HAMAIABAHE HA
6pOpeyHaTa hyHKUMS (BKIOUMTENHO ocTpa 6p6peuna HepocrarbuHocT). Ilopanu Tosa He ce
npenopbuBa ABOiHO Gnokupane Ha PAAC upe3s komGunupanata ynorpe6a Ha ACE nuxuburoph,
aHruoTeH3uH II-peuentopun 6nokepyn Wiy anuckuped (BX. TOMKA 4.5 1 5.1)

AKO ce NpeLIeHH, Y€ TepanuaTa ¢ ABOHHO 6a0KupaHe e abcomoTHO HeobxoaMma, ToBa Tpsbea 1a
CTaBa CaMo Mo HabMOAEHHETO HA CIIELHANIMCT U MPH Y€CTO BHHMATEIHO MOHHTOPHUPAHE Ha
6n0peunara GpyHKUHS, €TEKTPOIHTHTE H KPbBHOTO HAMAraHe.

ACE uuxu6uropu U anrvotensud [I-peuentopHu 6noxepH He TpabBa ja ce H3NOI3BAT eAHOBPEMEHHO
MpH NaLMEHTH ¢ AMabeTHa HedponaTHs.

HeMenaHoMeH pak Ha KoXaTa

B nse enuaeMHONOrHYHU NPOYYBAHHUA, OCHOBABALM CE€ HA JATCKHA HALIMOHANICH PAKOB PETHCTDHD, €
Ha6I0NaBaH MOBHILEH PUCK OT HeMenaHomeH pax Ha koxkara (HMPK) [basanHokieTb4eH KapiuHOM
(BKK) n ckBamosHokneThyeH kapuuHoM (CKK)] npu HapacTBalla €EKCO3MLUHA HAa KyMyJlaTHBHA 3034
xuapoxnopoTHasua (XX T3). GotoceHcubiHznpauiute edextd Ha XXT3 Morat aa A€HCTBAT KaTo
BEPOATEH MEXAHW3IBM 3a pa3BuTHe Ha HMPK.

[Maumenrute, npuemawm XX T3, tpabea aa 6baaT unpopmupanu 3a prucka ot HMPK u chBeTBany
PEJOBHO Ja NPOBEPABAT KOXKATA CH 32 HOBY JIe3HH M He3abaBHO 12 ChoOIaBaT NpH MOARA Ha
MONO3PHTENHH KOKHH ne3ud. Ha nauuenture TpadBa na ce Npenopb4aT Bb3MOXHH NPEBaHTHBHA
MEPKH, KaTO OTPaHHYEHO M3NaraHe Ha CITbHUEBA CBET/IMHA U YJITPaBHONETOBY JIbYH, A B C/1yHaH Ha
eKCIO3ULIHA, NOAXOAALIA 3a11MTa, 33 [1a CE CBeAEe O MHHHMYM PHCKBT OT pak Ha KOXKaTa.
[Tof03pUTENHHUTE KOXKHH J1e3uH Tpa6Ba fa ObAaT NOAI0KeHH Ha He3a0aBHO M3C/IE/IBAHE,
MOTEHUMATHO BKIIOYBALILO XHCTONOMYHH H3C/IeIBaHMA Ha OWONCcHYHN MatepHani. [Ipepasrnexnane
Ha ynotpebarta Ha XX T3 Moxke Ja ¢€ HaNOKH H NpY NaUMEeHTH, KOUTO ¢a HMAJIH NPEAXOACH HMPK
(BXK. CbILIO TOUKA 4.8).

OcTpa pecnupaTopHa TOKCUYHOCT

Cnen nMpHEM Ha XHAPOXJIOPOTHA3HA €€ CHOOUIABAT MHOI'O PEAKH TEXKH C/Ty4aH Ha oCTpa
pecrMpaTopHa TOKCHYHOCT, BKIIHOYHTEIHO OCTBP PECIHPATOPEH AUCTPEC CHHAPOM (OPHC). Cnen
NpUEM Ha XHIPOXJIOPOTHA3UA OGHKHOBEHO CE pa3srBa 6e10ApoOeH OTOK B PAMKHTE HA MUHYTH 110
yacope. B HAYAN0TO CHMOTOMHUTE BKJTIOUBAT JUCIIHEA, MOBHILIEHA TEMIIEpaTypa, BICLIABAHE HA
6enoapo6GHaTa dyHkuMa W xunotoHus. [pu cbMHenue 3a ARDS TpsGea na Obsie cnpsH NPUEMBT Ha
Co-Diovan u aa ce NMPUIOKH NOAXOMALIO NeveHne. XHAPOXIopoTHasua He TpAOBa aa ce rpusara npu
MaLMeHTH, KouTo npeau Toea ca noayqasany OPJIC caen npueM Ha XHAPOXJIOPOTHA3KAL.

4.5 BiammoneicTBHe ¢ APYTH JEKAPCTBEHH NPOAYKTH K APYTH GOpMHA HA B3ARMOAEHCTBHE

B3iaumMoneiicTBHA, CBBP3aHHU C BanicapTaH U XHIPOXJIOPOTHAZH]

He ce npenopvusa edHospemenna ynompeba

JTumuii

O6paTUMO NOBHLIABaHE Ha CEPYMHHTE KOHLIEHTPALIMHN HA JIMTHH 1 TOKCHYHOCT Ca CHOOIIIEHH MpH
efHOBpeMeHHaTa ynoTpe6a Ha autuit ¢ ACE naxuburopu, aHruotensus 1l peuentopuu GioKepH UM
THA3UAHH JIHYPETHIM, BIOYHTEIHO XHAPOXIOPOTHA3NA. Thi KaTO THA3HIHKTE INYPETHLIN

HamanaeaT OnOpeYHHs KIHPBHC Ha JTMTHH, CE Mpeamnosara, 4¢ pbCKsT OT IMTHEBE TOKCH'YH 106574 i
na 6bae nosumen aombiHuTeNHO ¢ Co-Diovan. [Ipenopbusa ce BHUMATENHO CleAeHe H3/LEPYMHL 3 9 Y 2
HKBA HA JIUTHIA, aKO Ce MPELEHH, Y€ KOMOHHALIUATA € HeoOX0AHMA. é‘\ e /3}
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Heobx00umo e nosueno 6HUMarue npu eoHoepemenna ynompeba

Hpyeu aumuxunepmen3ugHu azenmu

Co-Diovan Moke fa NoBHIIH €DHKACHOCTTA HA APYTH JIEKApPCTBA C AHTHXHNEPTEH3UBHH CBOHCTBA
(Hanp. rBaHETUAKH, METHJIAOMA, Ba30AMUIIATATOPH, ACE MHXUMOUTOPH, AHFMOTEH3HH PECLIENTOPHHU
6nokepH (APB), GeTa-610KepH, KANLUEBH AHTATOHHCTH) M AMPEKTHA peHUHOBY HHXuOHUTOPH (JIPH)).

Ipecopuu amuny (Hanp. HOPaAPEHANNH, AXPEHATHH)
BbaMOKHO € HaMaIsiBaHe Ha OTFOBOpa KbM NPECOPHH aMKUHH. KITMHHYHOTO 3HaU€HHE HA TO3H ¢EKT €

HEYCTAHOBEHO H HEAOCTAThUHO, Y€ 1a OBbAAT CIIPEHH.

Hecmepouonu npomusosvsnanumentu cpeocmea (HCIIBC), sxmonumenno cerekmugnu COX-2
URXUBUMODY, QYEMUACAAUYUI08A Kucenuna >3 g/onesno u necerexmuenu HCIIBC

HCIIBC mMorar aa oTcnabaT aHTUXUnepTeH3MBHHA €EeKT KakTo Ha aHrHoTeH3uH Il peuenTtopHuTe
AHTArOHKMCTH, TAKA U HA XMAPOXJIOPOTHA3U/IA TPH eJHOBPEMEHHO MpHiokeHHe. OCBEH TOBa,
enHoBpeMeHHoTO npwnarane Ha Co-Diovan 1 HCIIBC moxe pa nosene 1o Bnowmasate Ha
6bOpeuHaTa GyHKLMA NOBUIIABAHE HHBATA Ha cepyMHHA kanuit. [lopany Topa ce npenope1ea
npocneasBare Ha GrOpeyHaTa GyHKUMS B HA4ANOTO HA JICYEHHETO, KAKTO H 4IEKBATHA XHAPATaLUA Ha
nanyenTa.

B3auMmoaeHCTBHA, CBBP3daHHU € BANCapTaH

Tleoiina 6aoxkada na penun-aneuomenzun-aroocmeporosama cucmema (PAAC) ¢ APb, ACE
UHXUOUMOpU WY ANUCKUDEH

JlaHHM OT KJIMHUYHH NpOyYBaHUA MOKA3BaT, Y€ ABOHHOTO OJIOKHpaHe Ha peHUH--aHIHOTEH3HH-
anpocteporoBata cuctema (PAAC) upes komGunupanaTa ynorpeba Ha ACE unxuburopy,
aHrMoteHs3uH I1-peentopHi 6nokepH WM ATMCKUPEH C€ CBBbP3Ba C M0-BUCOKA YECTOTA HA HEXENaHH
CHOUTHSA, KATO HAMPUMEP XMNOTOHHUSA, XHIIEPKATHEMHUS U HamanaBaHe Ha GbOpeyHaTa PyHKUHA
(BKJTIOUMTENHO OCTpa 6LOpeuHa HEOCTATBYHOCT), B CPaBHEHHE C ynoTpedara caMO Ha €IHO
cpeacTBo, AciicTaaino Bpxy PAAC (Bx. Touku 4.3, 44 15.1).

He ce npenopwusa eQnogpemenna ynompeba

Kanuii-coxpanagawu ouypemuyy, Karuesu 006asKu, 3amecmumeny Ha COAMA, CobObPICAMU KATUY UTU
Opyeu cybecmanyuu, Koumo 6uxa Mo2au 0a nOSUWAm HUBAMA HA KATUU

AKO C€ NpeLEeHH, ue € HeoOXOIHM JIEKapCTBEH MPOIYKT, KOHTO 3acCAra KaJIHEBUTE HHBA B KOMOUMHAaLIMA
C BaJICapTaH, NpenopbUBa ce CIEJCHE Ha MNa3MEHHTE HUBA Ha KaJlHA.

Tpancnopmepu
HH BUTPO JaHHH NOKa3BaT, Ye BancapTaH € CyOCTpar Ha TPaHCNOPTEPHUTE 34 YepHOAPOOHO 3axBallaHe

OATP1B1/OATP1B3 u Ha uepHoRpobuua edpaykc Tpancnoprep MRP2. KNHHHYHOTO 3HAUEHHE Ha
Ta3M HAXO[Ka He € H3BeCTHO. ENHOBPEMEHHOTO NPHUAOKEHHE HA MHXHOHUTOPH Ha TPAHCIIOPTEPHTE 3a
1axBaiiaHe (Hanp. pudaMIuH, IKKAOCTIOPHH) WK Ha edIyKC TpaHCNOpTepuTe (Hanp. pHTOHABHP)
MOJKE [la TOBHILIM CHCTEMHATA €KCNo3nLnA Ha BancapTad. [lpeanpuemMeTe NoaAxXoaAUIM IPHKH NPy
3a104BaHE MU NPEKPaTABAHE Ha CBITHTCTRALLIO JICUEHHE C TAKMBA JICKapCTBa.

Hunca na ezaumooeticmaus
[Ipu npoyuBaHHA 3a JIEKAPCTBEHH B3aMMOCHCTBHSA C BAJICAPTAH HE Ca YCTAHOBEHH KJIIHHHYHO

3HAUMMH B3aMMOLEHCTBUSA MEXY BaiCapTaH M HAKOE OT CIICAHHTE BELLCCTBA: HHMETHAMH, BapgapHH,
dbypoieMH, AUFOKCHH, AaTEHONOJT, HHIOMETANMH, XHAPOXJIOPOTHA3H], AMJIOAHIIHH, rnuOeHKIaMH .
JINFOKCHMH W MHIOMETALMH MOTaT J1a B3aUMOAEHCTBAT C XMAPOXJIOPOTHA3HAHATA KOMITOHCHTA Ha Co-
Diovan (Bx. “B3aMMOAEHCTBHS, CBBP3aHH C XMAPOXJOPOTHA3HUA ).




B3zauMoneicTBHA, CBbP3aHH C XHAPOXAOPOTHASUNA

Heobxooumo e noguuieno 6HUMAane npu eoHospeMenna ynompeoa

Jlexapcmeenu RpOOyKmuy, ROGAUABAUU HUBOMO HA KATUU.

X vroKaJTHEMHUYHHAT ePEKT HAa XHAPOXNOPOTHA3KAA MOXE J1a C€ MOBHILU NPH EAHOBPEMEHHOTO
NPHIIOKEHHE Ha KaNMH-Ty0elly ANy peTHIIM, KOPTHKOCTEPOHAMY, nakcaTuen, ACTH, amM(poTepHLIMH,
kapOeHOKCONOH, NeHHUWNHH G, CaJTMLIMIOBA KUCEIHHA H NPOH3BOJHHTE H.

AKO € HEOBX0IMMO NPETTHCBAHETO Ha TE3u NIEKAPCTBEHH NMPOAYKTH €JHOBPEMEHHO C KOMOHHALMATA
XHAPOXJIOPOTHAZHA-BANICAPTAH, CE NPENOPbYBa MOHWTOPUPAHE Ha MIASMEHUTE HUBA HA KauA (BXK.
Touka 4.4).

Jlexapcmaenu npodykmu, Koumo Mozam 0a npeoussuxam lorsades de pointes

[Mopamy pucka OT XUIOKATHEMHA XHIPOXNOPOTHA3HA TPSOBa Jla Ce Mpunara ¢ MOBHIIEHO BHUMAHHE
[PH €AHOBPEMEHHO NPHIOKEHHE C JIEKAPCTBEHU NPOAYKTH, KOMTO MOTAT Mpean3BHKAT torsades de
pointes, Haii-Beue knac la v knac 111 aHTHAPUTMHULIMA H HAKOH aHTHUIICHXOTHLIH.

Jexapcmeenu npodyxmu, ROBIUABAWY HA CEPYMHOMO HUBO HA HAMPUY

EdeKTbT Ha XUMIOHATPHEMHA Ha JIHYPETHLIMTE MOXe Jia € 3aCHIIH NPH €AHOBPEMEHHOTO TIPHIIOKECHHE
¢ JIEKAPCTBA, KATO AHTUAETIPECAHTH, AaHTHIICUXOTHLH, aHAKCTIUNANITHLM H T.H. Heobxoanmo e
BHHMaHHE MPH NPOABKUTENHO JICYCHHE C T¢3H JICKapCTRA.

Ju2umanucosu 2auxko3uou
Tuazua-uHIyLMpaHa XHIOKANHEMHS WIH XHIIOMArHE3HEMHs MOTaT Aa CE H3ABAT KaTo HEXEelaHH

peaklidH, YIECHABAHKH HAYaI0TO Ha AMTHTATHC-HHAYIHPaHH ChPACHHH apHTMHH (BX. TOuaKa 4.4).

Kanyuesu conu u sumamun D

[IpunaradeTo Ha THA3HAHH JAHYPETHIH, BKIIOUYHTENHO XHAPOX/IOPOTHA3HA, ¢ BATAMHH D uin ¢
KaJILMEBH COMTM MOJKE 1a MOTEHLUpa NMOKa4uBAaHETO HAa CEpYMHHA KaJluMi. EAHOBPEMEHHOTO
PHAOKEHHE HA THA3WJIEH THIN AHYPETHIM C KaJILIMEBH CONIM MOXKE /1a IOBEE N0 XUNIEpKAILIHEMHS
MpH NaUMEHTH, TIPEAPa3NONOKEHH KbM XHIIEPKAILIMEMHA (HaNp. XHIEPNapaTHPEOU3bM,
3JI0Ka4ecTREHO 3a00NABaHE WM CHCTOAHUSA ONOCPEACTBAHM OT BUTAMHUH D) upes nopulIaBaHe Ha
TyOynHaTa peabcopOLna Ha KaLUs.

Anmuduabemnu nexapcmaa (NEPOPaNHA CPEACTBA H MHCYJINH)
THa3HIHKTE AMYPETHIIN MOXKE 1@ OKAXAT BAHSHHE BbpXy IJIIOKO3HHA ToepaHc. Moxe na e

HeoOX0IMMO KOpHIrHpaHe Ha JO3HTE.
MetdopmuH Tpa6sa Aa ce npHeMa ¢ NIOBHLICHO BHUMAHHWE MOPAaAH PHCK OT JIAKTaTHA aunao03a,

HHAYLHPAaHa OT BE3MOXKHA QYHKLHOHaNHA ObOpeYHa HeOCTATBHHOCT, CBbp3aHa C
XHJAPOXJIOPOTHAIHAL.

Bema-610xepu u duasoxcuo

EIHOBPEMEHHOTO TPUIOKEHHE HA THAZKHAHM JUYPETHLM, BIJIIOUHTENHO XHAPOXIOPOTHA3HA, H
GeTa-6510kepH MOXKE J1a IOBHULIH PUCKA OT XUNEPrIMKeMUs. THA3HAHUTE AHYPETHLIM, BKTHOUHTEITHO
XMAPOXJIOPOTHA3HA, MOTAT J1a MOBHIIAT XUNEPrIUKEMHUYHHA ePEeKT Ha THA3OKCHAL.

Jexapcmeenu npoOyKmMu, NPUAGZaKY 3Q IeHeHUe Ha nooazpa (npoSeHeum, CyJIPUHMUPA3IOH H

IOy PHHON)

B13MOXKHO € 113 CE HATOXKU KOPUrHpaHe Ha 103aTa Ha ypHKO3YPHUHHTE CPeACTBa, Thi KaTo
XUAPOXJIOPOTHA3H] MOKE [1a MOKa4YM HHBATA HAa CEPYMHATa MHKOYHA KHCE/IHHA. Moxe pna e
HeOBXOAUMO 71a CE YBEJIMUM J103aTa Ha npoGeHeun ¥ CyndyUHNUpasoH. EAHOBPEMEHHOTO NpHarate
HA THA3WAHW JUYPETHLM, BKIFOHHTETHO XHAPOXJIOPOTHA3H/, MOXKE A4 HOBHULIHN YECTOTATA HA
peaKiMuTe Ha CBPBXYYBCTBHTEJIHOCT CMIPAMO AJIOITY PHHOIL.

AHmuxoaunepeuHu 1eKapcmaen npenapamu u Opy2u 1exapcmeenu npoOyKmu, no6aUss
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Ha CTOMALLHO-4YpeBHHA TPakT K 3a6aBsiHe Ha BPEMETO 3a W3Npa3BaHe HA cToMaxa. OOparHo, o4akBa ce
MPOKWHETHUYHHTE JIEKAPCTBa, KaTO UM3aNpH/ a NOHWKAT OUOHATHYHOCTTA HA THASHIHMTE

IVNYPETHLIM.

Amaumaoun
TuasuaHUuTe IMYypPETHLIM, BKIIOYMTETHO XUAPOXIIOPOTHA3K/, MOTAT Aa NOBHILIAT PUCKA OT HEXKE/MaHH
peaklUH, MpUYUHEHH OT AMAHTAAHH.

Hornoobemuu cmonu

AGcopOUHATa HA THASHIHUTE AHYPETHLHY, BKIIOYUTETHO XHAPOXIOPOTHA3H], C€ HaMalaBa OT
XONeCTUPaMMH M XonecTHnon. ToBa Moxe Aa JoBeae 10 Cy0-TepaneBTHYEH €PEKT Ha THA3HAHHTE
nuypetdum. Obaye, pa3npeAensHETO Ha 103aTa XHAPOXJIOPOTHA3HA H CMOJ1a, TaKa, He
XMAPOXIOPOTHA3M], 1A Ce Mpuaara Hai-manko 4 yaca npeau Wi 4-6 4aca cnei NpHIoKEHHETO Ha
CMOJIM, MOXKE [1a CBEJE 10 MHHUMYM B3aUMOIEHCTBHETO UM.

L{umomoxcuynu nexapcmeenu npooyKmu

TUasHOHUTE AUYPETHLM, BKIIOUHTENHO XMAPOXJIOPOTHA3H, MOTAT /ia HaMalAT Os0peyHaTa
EKCKPELMA HA LMTOTOKCHYHHTE JICKAPCTBEHH NPOAYKTH (Hanp. LknodocgamMua, METOTPEKCAT) H Aa
OTEHLMPAT TEXHHTE MHENOCYTIPECHBHH €DEKTH.

Hedenonapusupawju ckeaemHoMYCKYAHY peaakcanmu (Hanp. TyOOKypapHH)
THa3suABUTE JHYPETHLH, BKIIOUMTENHO XHAPOXIOPOTHAZH/, MOTEHUMPAT AEHCTBHETO HA
CKENETHOMYCKYJIHHTE PENIaKCAHTH, KaTO NMPOU3BOJIHHTE Ha Kypape.

L{uxnocnopun
ERHOBPEMEHHOTO ApPHIIAraHe ¢ LUKNOCIIOPUH MOXKE Aa NIOBUIIN PUCKA OT XUNEPYPUKEMHA H

yCN0XKHEHHA Ha noJarpara.

Anxoxon, 6apbumypamu uiu HAPKOMUYHU seufecmsa

EnHOBPEMEHHOTO NPHI0KEHUE HA THA3UIHN JHYPETHLM CBC COCTAHIMH, KOUTO ChILO NPUTEXKABAT
MOHMKABALL KPLBHOTO HajisiraHe edeKT (Hanp.upe3 HamanisaHe akTHBHOCTTa HA CHMIIATHKOBATA
HEPBHA CHCTEMA WIH AMPEKTHATA Ba30AKIATATOPHA aKTHBHOCT) MOXE /12 MOTEHLMPa OPTOCTATHHA

XHITOTOHHA.

Memuioona
Hma n3onupaHu chOOLIIEHHUA 32 C/lyHaHd Ha XeMOJIMTHYHA aHEMHA NPH €HOBPEMEHHO MPUNAraHe Ha

METHJIA0NA U XHAPOXJIOPOTHA3H.

Kapbamazenun
[MaiueHTHTE, NIpHEMALIH XKAPOXJIOPOTHA3H] EJHOBPEMEHHO ¢ KapbamasenHtH, MOraT J1a pasBuAar

xurioHaTpuemus. [lopany Ta3u NpUuYKHHA TAKHBA MALKMEHTH TpAOBa na ObAaT NpeAyNpeaeHH 3a
BB3MOMKHOCTTA OT XHMOHATPHEMHYHM peakinu B Aa 6bAaT BHHMATE/IHO NPOC/IEAABAHH.

Hoodnu xonmpacmnu cpeocmea

B ciyyait Ha JypeTHK-HHAYLHPaHa JeXHapaTanus € HANULUE NOBHLICH PHCK OT OCTpa OBOpeuHa
HeJOCTAThYHOCT, 0COBEHO MPH BUCOKH A03H Ha itoauns npoxaykT. [launenrvte Tpabea na ce
pEXHAPATHPAT NPeAH NPUJIAraHeTO Ha HOJAHH KOHTPaCTHH BELICCTRA.

4,6 BpeMeHHOCT, KbpMeHE H (PepPTHIHTET

bpemennocm

Bancapran

Ynotpe6ara Ha anruorensu II penenropnu 6nokepu (APb) He ce npenmopbusa rpes nbps
TpUMecTbp Ha GpemeHHOCTTa (BiK. Touka 4.4). YnorpebaTta Ha APb e npoTHBonokasaHa np
H TPETHS TPHMECTBP Ha OpemeHHOCTTa (BXK. TOUkK 4.3 1 4.4).




EnuieMHONIOMMUYHHTE IAHHH 33 PUCKA OT TEPATOreHHOCT ciel ekcnoszruura Ha ACE nHxuburopu npes
NbPBUA TPUMECTbP Ha OPEMEHHOCTTA HE ¢a OKOHYATEeNHHU; HE3aBHCUMO OT TOBA HE MOXC J1a C¢
M3KJTIOYH JIEKO NOBHMIIEHWE Ha pucKa. Brnpeky 4e HAMAa KOHTPOJIHPaHH €HAEMHOIOTHYHH JaHHH 3a
picka oT aHrHoTeHsuH 11 peuentopuu 6nokepu (APb), nos06eH puck MOxe 1a ChLIECTBYBA MTPH TO3H
knac nexapctsa. OcBeH B cnyuait ye Tepanuara ¢ APb ce nmpeuensasa kaTo MHOTO BaXKHa,
NalMeHTKHTE, KOMTO TUIAHYBaT OpeMeHHOCT, TpA0Ba 1a IpeMHHAT Ha AITEPHATHBHO
AHTHXHMINEPTEH3UBHO IeYEHHeE ¢ J0Ka3aH npodun Ha 6e3onacHOCT 3a ynorpeda npu dpemeHHOCT. [lpu
ycTaHOBABaHE Ha GpeMeHHOCT neyeHneTo ¢ APB Tpabsa na ce npeyctaHoBU HezabaBHO H 1pH
HeoGXOAUMOCT Ja C€ 3anovHE aNTePHATUBHA TEPAnMA.

H3BecTHO €, Ue EKCOo3IKLMATA Ha Tepanud ¢ APb o speme Ha BTOpHA M TPETHA TPUMECTHP Ha
GpeMEHHOCTTa NPUUHHABA HETOTOKCHHHOCT NPH XOpa (TIOHWXeHa Ob0OpeyuHa QyHKUuA,
OJIUTOXUAPAMHUOH, 3a6aBeHa OCHMKALMA HA Yepena) W HEOHATAJIHA TOKCHYHOCT (ObOpeuHa
HEROCTATHYHOCT, XHIOTOHUA, XHIEpKaIHeMH]) (BXK. CbLIO TOUKa 5.3).

B cnyuait Ha excnio3numg Ha APB cnen BTopus TpumecTbp Ha OPEMEHHOCTTa Ce Npenophysa
yATpa3ByKoBa NpoBepka Ha 6nOpeuHaTa GpyHKUMA U uepena.

HoBopozeHH, uMnTo Maiiku ca npuemann AP, Tpabsa na 6baaT BHMMaTENnHO Hab01aBaHy 34
xunotoHug (BXK. Cbllo TOUkHU 4.3 u 4.4).

XHAApox10poTHa3u/

HaJiue e orpaHH4eH OfHT OTHOCHO YNoTpebaTa Ha XHAPOXJIOPOTHA3K/ N0 BpeMe Ha OPEMEHHOCT,
oco6eHo npe3 MbpBUS TPUMECTDLP. IIpoyyBaHMsaTa PH XUBOTHH Ca HEAOCTATHYHH.

X UApOXI0pOTHA3UA IPEMUHABA Npe3 IUlaleHTaTa. M3xoxaainky ot papMakonorHuHHs MEXaHH3BM Ha
NefiCTBHE HA XUIPOXJIOPOTHA3K, ynoTpebaTa My npe3 BTOPHA H TPETHA TPHMECTbP MOXKE 1a HapyLiH
eTonnanenTapHata nepdysus H Aa AoBeAE A0 (eTanHu H HEOHATATHH YCIOKHEHHUS KaTo
SKBITEHHI[3, HAPYLHEHU HA eNeKTPOIHTHHUA GaaHe M TPOMOOLMTONEHHS.

Kvpmene
JlurceaT JaHHH OTHOCHO ynoTpe6aTa Ha BacapTaH Mo BpeMe Ha KbpMeHe. XHAPOXJIOPOTHAZHA Ce

eKcKpeTHpa B KbpMarta. [Jopajiu Ta3k nprUKHa He ce NpenopbiBa NpHeM Ha Co-Diovan no BpeMe Ha
kbpMeHe. [TpeanounTa ce ANTEPHATHBHO JIEUEHHE C N0-100pe yCTaHOBEH NPOGUI Ha 6e30nacHOCT 110
BpeMe Ha KbpMeHe, 0COGeHO NpH KbPMEHE HAa HOBOPOAEHO MM HEeIOHOCEHO Oede.

4.7 EdexTn Bbpxy cnocobHocTTa 32 miodHpare H paboTa ¢ MALIHHH

He ca nposexaaHu npoyusadus 3a epexture na Co-Diovan Bbpxy cnocobHocTTa 32 HogHpaHe U
pa6oTa ¢ MamnHK. Tpa6Ba fa ce MMa NMPEABHKA, Y€ NpH WwodHpaHe ¥ paboTa ¢ MALIMHK € BIMOXHO
NOHAKOra a HACTBLIAT 3aMasHOCT HIIH YMOPpA.

4.8 Hexeland JIeKAPCTBEHH PeaKIIHH

HesxxenaHUTe NEKAPCTBEHH PEAKLWU, CHOOLIEHH MPH KIIHHWYHY NIPOYYBAaHHA H 1a0OPaTOPHH HAXO/KH,
HACTBLMBALIM MO-YECTO MPH BAJICAPTAH IUIHOC XMAPOXJIOPOTHA3KA CIIPAMO NNauedo, KakTo M
OTHETHUTE ChOOLEHHA 10 BpEME Ha NOCTMApKETHHIOBHA MEPHO/, Ca PCACTABEHH NO-A0Y M0
CHCTEMO-OprasHH Knacoee. Hexenanure peakuuy, 3a KOUTO €€ 3Hae, 4€ HAaCTBINBAT NPH NpHIaraHe Ha
OTJEJHUTE CHLCTABKM CAMOCTOATETHO, HO KOUTO He ca HaONioAaBaHH NpH KIHHKHHHUTE NPOYYBaHu4,
MOTAT 7@ Bh3HUKHAT B X0/1a Ha JICYEHHETO C BaNCapTaH/XHAPOXJAOPOTHAINA.

HexeJIaHHA JIEKAPCTBEHH
HexenaHKTE IEKApCTBEHH PEaKLiMK €a NMOAPEICHH 110 YECTOTa, Hail-4eCTHTE ¢a MMbPBH, CBIJIACHO

ClleNHATa KOHBEHLMA: MHOTO uecTH (> 1/10); gectu (> 1/100 to < 1/10); veuectu (= 1/1 000 t
< 1/100); peaxu (> 1/10 000 go < 1/1 000); MHOrO peaxH (< 1/10 000); ¢ Hen3BecTHa ye
HATHYHHUTE AaHHU He MOKe Ja Obae HanpaseHa oueHka). I1pH Bcako rpynnpaHe B 3aB
YECTOTATa, HEXKENAHMTE JIEKAPCTBEHH peakLyy ce H3DPOABAT B HMU3XOAALL pell No OT
TAXHATa CCPHO3HOCT.
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Ta6muia 1. YecToTa HA HEXEIAHHTE JIEKAPCTBEHH PEAKLIMH NPY_BAJICAPTAH/XHAPOXIIOPOTHA3H]

Hapymenns Ha MeTa00/IH3MA H XPAHEHETO

HeuecTH Hexvuapartauuns

HapymeHdsl HA HEPBHATA CHCTEMA

MHoro penxku 3aMasHOCT

HeuecTH [Tapectesum

C HeM3BECTHA 4E€CTOTA CuHKON

Hapyumienssa HA OUHTE

HeuecTu 3aMbriIIBaHE Ha 3PEHHETO
HapyimeHus #Ha yX0T0 H JaOHPHHTA

HeuecrH THHHUTYC

Cba0BH HApPYIIEHHASA

HeuectH XHUNOTOHHA

PecnnApaTOpPHHA, rPbAHH H MEAHACTHHA/IHH HAPYICHHA

Heuectu Kaiinua

C Heu3BeCTHA YeCTOTA Hekapauorenen 6enoapobeH oTok
CroMamHO-vYpeBHH HAPYHICHHA

MHoro peaku Jnapus

HapyweHHs HA MYCKYJIHO-CKEJIETHATA CACTEMA H CLETHAHTE/IHATA ThKay
Heuectn Muanrug

MHoro peaxkH ApTpajrus

Hapymenusa Ha 0b0pennTe H NHKOYHHTE NHTHINS

C HeU3BECTHA YECTOTA Hapyena 6s6peuHa yHKLNS
O6p HapymieHHs H epeKTH HA MACTOTO HA NPHUJIOKECHHE

HeuectH YMmopa

Hicneapanns

C Heu3BECTHA 4ECTOTa [MosuwIaBaHe HA CEPYMHHTE HHBA HA NMHKOYHA KHCENHHA,

OUNMPYOUH ¥ KpeaTHHHH, XHNOKANHEMHSA, XHITOHATPHEMHA,
NOBHIIIaBaHE Ha a30Ta B KPbBTa, HEYTPONECHHUA

ONbLIAHUTENHA HHOpMALIHA 32 OTAETHHTE ChbCTABKH
Hesxenanure peaxiuy, ChoOLIEHH 32 BCAKA OT OTIACTHHTE ChCTABKH, MOTaT Aa 6bAaT NOTEHUMANHH
Hexenauu peakuud Ha Co-Diovan, noph aa He ca HabmoaBaHH B X0/1a Ha KITHHHYHHTE NpOy“BaHUA
WK 10 BPEME HA MOCTMAPKETHHIOBUA NEPHOA.

Tabnuna 2. YecToTa Ha HEXENAHUTE AEKAPCTBEHH peaKlUK MpPY BalicapTaH

Hapymenas Ha KPpLBTA H JIHMQHATA CHCTEMA
C HEeH3BECTHA YECTOTA [TonnkaBaHe Ha XxeMornoHuHa, NOHWXKABAHE Ha
XEMaTOKpHUTa, TPOMOOLIMTONEHUS

HapyuieHns Ha HMYHHATA CHCTEMA

C Hen3BEeCTHA 4eCTOTA Jpyru peakuyy Ha
CBPBXYYBCTBUTETHOCT/aNeprya, BKIIKOUHTENHO

cepyMHa 0onect
Hapymenns Ha MeTa001H3IMA H XpAHEHETO

C HeH3BeCTHA 4ECTOTa [ToBuillaBaHe HA CEPYMHHUA KaJlUH,
XUIIOHATPpUEMH A

HapylieHust Ha YX0TO H Ta0HPHHTA

Heuectn CBeTOBBPTEXK

Cba0BH HAPYIHIECHHA

C HeH3BECTHA HYECTOTA Backynur

CToMAIIHO-4YpEBHA HAPYIIEHHSA

Heuectu KopemHa Oonka

MHOro peakH HNnTecTHHANEH aHTHOEAEM
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Xenaro-OR/JIHAPHH HAPYHICHHS

C HeU3BECTHA HECTOTA [ToBHILEHME HA MOKA3ATENMTE 33 YEPHOAPOOHa
byHKUUA

HapymieHAS HA KOXKATA H MOAKOKHATA ThKaH

C Heu3BECTHA YECTOTA AnruoeneM, 6ynoseH aepMaTuT, o0puB, Chpbex

Hapymenns na 6n0penuTe A NHKOYHATE NbTHINA

C Heu3BecTHa YECTOTA bnbOpeuna HEAOCTATHUHOCT

Tabauua 3. YecToTa Ha HEXENAHUTE JIEKAPCTBEHH peakiiHy NIPH XHAPOXJI0POTHAIHA

XnApoxaopoTHA3HA ce NPEANHCBA HIMPOKO OT MHOTO FOMHH, 4ECTO B JIO3H, NMO-BUCOKH OT 103aTa,
npunarana npu Co-Diovan. ClieAHNTe HEXENaHH PUAKLMH Ca OHIH ChOOLIEHH NP MALMEHTH,
NIeKyBaHH ¢ THA3HIHH AHYPETHLH, BIUTIOHHTENHO XHAPOXJIOPOTHA3HA, KaTO MOHOTEpATHS:

Heonnazme - A00poKauecTBeHH, JI0KAMECTBEHHK H HeoNnpeAe/ieHH (BKJI. KHCTH M
NOJHOH)
C HeH3BEeCTHa 4ecToTa HemenaHoMeH pak Ha KoxaTa (0azalHOKIEThYEH

KapLMHOM H CKBAMO3HOKIETHUYEH KapLIWHOM)

Hapyuienns na XpbBTa H JHMGHATA CHCTEMA

Penxu TpomMGouUTONEHHS, NOHAKOTA C ITypIypa

MHoOro peaku ArpaHyNoLUWTO3a, NEBKOMNECHNA, XEMOJIHTHYHA
aHEMM$1, KOCTHOMO3bUYHA HEAOCTATHYHOCT

Hapymenns Ha HMYHHATA CHCTeMA

Muoro peaxku Peakuyi Ha CBPbXYYBCTBUTETHOCT

Hapymenus Ha MeTa00/1H3MAa H XpaHEHETO

MHoro yectu XUnoxkalneMus, NOBULICHO HUBO Ha JIMMKAH B
KPbBTa (OCHOBHO 1P BUCOKH [I03H)

YectH XHANOHATPUEMHS, XUNIOMATrHE3HEMHKA,
XHIIEPYPHUKEMUS

Penxu XunepKanuueMus, XUINEepriukeMus, riioKo3ypHa
4 BNOLlaBaHE HA AY¥abeTHOTO MeTaboMUTHO
CBCTOAHHUE

MHOro pelkH XHNOXJOpEMHYHA alKanosa

IIcaxnyHA RApYHIEHHS

Penku Jlenpecua, HapyLUEHU HA CbHA

Hapyuienust Ha OUHATE

Penku 3pUTENHU YBPEKIAHHA

C Hen3BeCTHA YecToTa XopoHganaeH H3SUB, OCTPa 3aKPHTOBI'BIIHA
rnaykoma

HapylieHus HA HEPBHATA CHCTEMA

Penku "naBoGonue

ChbpaeyHn HapylLIEHHSA

Penku CbpAcUHM ApHTMHH

CbaoBH HApYIICHHS

YectH [locTypanHa XMNOTOHHA

PecnHpATOPHH, FPHAHH H MEHACTHHAIHH HAPYUICHHS

MHoro peakH OcTbp peciiupatopeH aucTpec cuHApoM (ARDS)

(BXK. Touka 4.4), pecndpaTopes AUCTPEC,
BKJTIOUMTENHO MHEBMOHHT U DenoapobeH OTOK

CroMamHoO-"1peBHH HAPpYUICHHA

YectH 3ary6a Ha aneTuT, yMEpPEeHO raJicHe H NMOBpbLIAHE

Penxn 3anek, CTOMAIIHO-YpeBeH AUCKOMGOPT

MHoro peaku IlankpeaTuT

Hapymenns Ha 0n0penure H IHKOYHATE DbTHINA

C HeHu3BECTHA 4EeCTOTA brOpeuHo 3abongBaHe, octpa 6B0
HEAOCTATbYHOCT
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XenaroOwIHApPHH HApYLIEHHS

Penku HuTpaxenaTtanHa xonecras’a MM XKbJITCHHLA
Hapymenna Ha KOXKATA H NOJAKOXKHATA ThbKaH

Yectn YpTuKapusa ¥ ApyrH BUJOBE OOPHB

Penkn DOTOUYBCTBUTETHOCT

MHoro peaku HekpoTH3upall BaCKyNUT U TOXCHYHA

enHASPMaIHA HEKPOJIM3a, KOXKEH JIYTYC, NONOOHH
Ha JIYITyC €pUTEMATOREC KOXKHHU PEAKLIHH,
pEaKTHBALHUA HAa KOXKEH NYNYC EpUTEMATOEC

C HeH3BECTHA 4YE€CTOTa Epurema MynTHHOpME
O0umu Hapymenns H epexTH Ha MACTOTO HA NPHJIOXKeHHE

C HeW3BeCTHA Y€CTOTA [Tupexcus, acTeHus
HapymeHHst HA MYCKYJIHO-CKEJIETHATA CHCTEMA H CheAHHHTE/IHATA THKAH
C Heu3BeCTHA 4€CTOTa MyCKyiHH Cria3Mu
HapymeHssi Ha Bb3NPOH3IBOARTENHATA CHCTEMA H I'bPAATA

YectH NMOOTEHTHOCT

OnucaHue Ha H3bpaHH HEXeNaHH peakiiiy

HemenaHoMeH pak Ha koxara: Bb3 ocHOBa HA HANWYHHTE JAHHU OT eNHUACMHOJIOTHYHH NPOY1BAHHUA €
HabJII0aBaHa 3aBMCHMa OT KyMyJIaTHBHATa 1032 Bpb3Ka Mexxay XXT3 u HMPK (Bx. cbino Touku 4.4
u3.1).

Cooblasate Ha 1oJI03MPaHK HEXKENAHU PeaKUHU
C1o61UaBaHeTo Ha MOAO3NPAHH HEXENAaHH peaKLHu cllel pa3peliaBaHe 3a ynorpeda Ha JiekapCTBEeHUs

NpoayKT € BaxkHo. ToBa Mo3gonsea fa npob/KH HabMIOAEHHETO HA CHOTHOIEHHETO NMOMI3a/PHCK 34
NeKapcTBeHNst NPOAYKT. OT MEAHLIMHCKHTE CTICLMAIMCTH Ce M3MCKBA Ja ChoOLIIaBaT BCAKA
MOJ03MPAaHa HEXKENaHa peakLus Ype3 HaLIHOHAIHUS PEryaTOpEeH OpraH Ha apec.

bbnrapus

Ha3nbwaHdTeIHA areHLUMA 10 JICKapeTBaTa
yit. ,,JlamsaH 'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg
4.9 Ilpeno3npane

Cumnmomu

[Tpeno3upaHeTo ¢ BANCapTaH MOXeE Jla MPUUMHKM U3pa3zeHa XHIOTOHHA, KOATO MOXe Aa IOBEAE 110
[IOHMIKABAHE HA ACHOTATA HA CH3HAHMETO, LIMPKYJIATOPEH KOJArNc W/WIH LWOK. B AonbaHeHue, NpH
Mpeo3HpaHe ¢ XUAPOXJIOPOTHA3HAIHATA ChCTABKA MOraT 1a Bb3HHKHAT CJICAHUTE IPHU3HALM H
CUMIITOMH: T'aJieHe, CHbHIMBOCT, XMIIOBOJEMHS H €EKTPONHTEH JHCOANaHC, CBbP3aH CbC ChPACUHH

APUTMHH U MYCKYJIHM CIIa3MH.

Jevenue

TepanesTHYHMTE MEPKH 3aBHCAT OT BPEMETO Ha MPHEM Ha JIEKAPCTBOTO M BUJIA W TEXECTTa Ha
CUMITTOMMTE, CTAGWIH3HPAHETO HA LIMPKYNATOPHHSA CTATYC € OT MbPBOCTENECHHA BAXKHOCT.

B cilyuaii Ha XHMOTOHMA NALKEHTET TpAOBa Aa Ob/IE MOCTABEH B JIErHANO NONOXKEHHE M OBP30 Aa ce
3anmoYHe BAKWBaHe Ha 00eM03aMECTBALLM H COTICBH Pa3TBOPH.

[U1a3MEHWTE NPOTEHHH, OT ApYra CTpaHa ¢ AHAIN3a MOXe a C€ MOCTHIHE KIHPBHC Ha
XHIAPOXNIOPOTHA3UA.
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5. @OAPMAKOJOI'HYHH CBOMUCTBA

5.1 {apmMaxoIWHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: AHrHOTeH3HH |l pelenTopHH aHTaroHUCTH H IMYPETHULIM, BANCAPTAH U
nnypetnun; ATC koa: CO9D A03.

Bancapman/xudpoxaopomuazuo

B nBOHHO-CANO, PAHAOMMU3UPAHO, AKTUBHO KOHTPOJIMPAHO H3MHWTBAHE NMPH NMAaUKWEHTH, HEMOCTHIHAIH
KOHTPOJI Ha APTEPHANHOTO HANISTaHe ¢ XHWIpoxylopoTHasua 12,5 mg, ce nabaronasa CHrHU(UKAHTHO
MO-roJiiMa PeAyKLHsS Ha CPeJHOTO CHCTONHO/aHacTonHo AH ¢ komOuHaumsTa
panicapTan/xuapoxnoporuasua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHEHHE C XHIPOXIIOPOTHA3H]L 25
mg (5,6/2,1 mmHg). B 1ombiaHeHKe, NPOLEHTHT HAa NALKMEHTHTE, NOBNHUANH Ce OT NieueHHeTo (AH
<140/90 mmHg nnu nonmwxenue Ha CAH >20 mmHg nau nonmxkenre Ha IAH >10 mmHg), e
3HAYMMO TI0-BHCOK ¢ Bancapran/xuapoxnaopordasna 160/12,5 mg (50%) B cpaBHenue ¢
XUApoxsopoTHaszna 25 mg (25%).

B 1BOMHO-CAANO, PAHAOMH3HPAHO, AKTUBHO KOHTPOIIMPAHO W3MHTBAHE NPH NAaLWEHTH, HEMOCTHTHAIH
KOHTPOI Ha apTEPHATIHOTO HanAraHe ¢ pancaptaH 160 mg, ce HabnonaBa CHTHHQUKAHTHO MO-roNAMa
pelyKilks HA CPEAHOTO CHCTONHO/KHacTonHO AH ¢ komOuHaluATa BasicapTaH/XHAPOXAOPOTHA3HIL
160/25 mg (14,6/11,9 mmHg) u Bancapran/xuapoxnoporaasua 160/12,5 mg (12,4/10,4 mmHg) B
cpaBHeHHe ¢ BancapTad 160 mg (8,7/8,8 mmHg). Pasnukkata B nonmxeHnero Ha AH Mexy 403uUTe OT
160/25 mg 1 160/12,5 mg cblio AOCTHTa CTATUCTHYECKA 3HAUAMOCT. B AOMbIHEHHE, NPOLECHTHT Ha
NauMeHTHTE, NOBAHANM ce OT NeuenuneTo (anacronno AH <90 mmHg wnn nodwkenne >10 mmHg), e
3HAYKMO TO-BHCOK ¢ BasicapTan/xuapoxiaopoturasua 160/25 mg (68%) u 160/12,5 mg (62%) B
cpaBHeHHe ¢ Banicaptad 160 mg (49%).

B aBOIHO-CNAMNO, paHAOMH3MPAHO, MNauedo KOHTPOSAHPAHO U3NUTBAHE, CPABHABALLO Pa3/IMYHHTE
N030BM KOMOMHALMM HA BAJICAPTAH/XHAPOXJIOPOTHA3KA C TEXHHTE CHOTBETHH CHCTaBKH, C€
HAOICaBa 3HAYMMO MO-TONAMA PEAYKLMA Ha CPeaHOTO CHCToNHO/ imacTonHo AH ¢ komOuHaumsaTa
BancapTaH/xuapoxaoporuazua 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B
cpaeHeHHe ¢ mnaunebo (1,9/4,1 mmHg) u cbOTBETHHTE MOHOTEpPANHMH, T.€. XHAPOXIOPOTHA3HA 12,5 mg
(7,3/7,2 mmHg), xuapoxnoporuasun 25 mg (12,7/9,3 mmHg) u sancapran 160 mg (12,1/9,4 mmHg).
B nombiHeHMe, MPOLEHTLT HAa NAUMEHTHTE, MOBIHAIK Ce OT JieueHueTo (AnactonHo AH <90 mmHg
WK noHmwxkenue > 10 mmHg), e 3HauMMo no-BUCOK ¢ BancapTan/xuapoxnoporuasun 160/25 mg (81%)
H BancapTaw/xuapoxioportuazia 160/12,5 mg (76%) B cpaBHeHue ¢ nnauedo (29%) u CbOTBETHUTE
MOHOTEpanuu, T.6. xuapoxioporuasua 12,5 mg (41%), xuapoxyiopotnasua 25 mg (54%), u
pasicapran 160 mg (59%).

B KOHTPONMpPaHU KJIMHHYHY IPOYUBAHHUA C BAJICAPTaH + XMAPOXAOPOTHAIKA CC HAbMI0/1aBa 103a-
3aBUCHMO MOHIKEHHE HA HUBATa HA CePyMHHA Kaauit. IIOHWKEHHETO B HUBATA HA CEPYMHUA KAJTHH e
[10-4€CTO MPH NAUMEHTUTE, PHEMAINH 23 mg XMAPOXJIOPOTHA3N/, OTKOAKOTO NPH TE€3H, NPHEMALIH
12,5 mg xuapoxaopoTuaszul. B KOHTpoIHpaHH KIMHHUYHNA U3NTUTBAHHA C
BAJICAPTAH/XHAPOXTOPOTHAZK KANHIA-NIOHIKABALIMAT €EKT Ha XMAPOXIOPOTHA3HA Ce OTCNa0Ba OT
Ka1WH-ChbXpaHABaIIMAT ePEKT Ha BaJICapTaH.

Ha To3M eTan He ¢a W3BECTHH MOJI3HUTE OT KOMOMHALMATA Ha BaJICApTaH ¢ XHAPOXJIOPOTHA3HUA MO

OTHOLIEHHE HA CbPACYHO-CHAOBATa CMBPTHOCT H DONECTHOCT.
EnuaeMHONIOrHYHY NPOYUBaHUS NIOKA3BaT, Y€ ABINOCPOUHOTO JieYeHHEe C XUAPOXIOPOTHA3HA
MOHWXKABA PUCKA OT ChPAEYHO-ChA0BA CMBPTHOCT M DONECTHOCT.

Bancapman
BancapTaH € nepopajHO aKTHBEH, MotleH U cneunduuen anrvotensut 11 (AT I1) aHTarod
feficTRa ceneKTHBHO Bbpxy AT pelienTopHMs NOATHN, KOUTO € OTTOBOPEH 3a NO3HATHTYAQK
anruotensun 11, ITosuinenuTe NiasMeHn HUBa Ha aHrnoteH3uH Il B pesynrar Ha AT p




aroHycTHuHa akTueHocT kbM AT peuentopa u uMa 3HauuTesnHo (0koJio 20 000 nmbTH) no-roJism
adununter kbM AT) peuentopa, oTkonkoTO KbM ATz peuentopa. Bancapran He ce CBbp3Ba H HE
6IOKHMpa PELENTOPH Ha APYTrH XOPMOHH MJTH HOHHM KaHAIH, 33 KOWTO € M3BECTHO, Y€ Ca BXHH B
CbpAEUYHO-CHAOBATA PeryjaLus.

Bancapran He uHxu6upa ACE (H3BecTeH 1 KaTo KHHHKHa3a 11), koHTO npeBpblia aHrHOTEH3HH | 8
anrnoteusud 11 u pasrpaxsa 6paauxunnta. Thit kato Hamat edekt Bppxy ACE H He 3acunsar
NecTBIETO Ha GpaKHHMH WY CyOcTaHLMA P, MaIko BEPOATHO € aHTarOHUCTHTE HA aHrHOTEH3MH |l
/1@ ca CBBbP3aKH ¢ KallisHe. B KIMHHYHK NpoyyBanusa, KbAETO BancapTaH e cpaBHeH ¢ ACE
HHXUOUTOP, YECTOTATA HA CyXa KaulnKua e 3HauntenHo (P<0,05) no-manka npu nauMeHTH, N€KyBaHH
¢ BAICAPTaH, OTKONKOTO npH nekysaHute ¢ ACE unxuburop (2,6% cpeuty 7,9% pecnekrusHo). B
KIWHHYHY NPOYYBaHHA 1P NAlLMEHTH C aHAMHE3a 32 CyXa KallliuLa no BpeMe Ha nederne ¢ ACE
uHXHOHUTOP, 19,5% OT NpoyuBaHHUTe JIMLA, MOJ1y4aBalll BajlCapTaH, v 19,0% ot nony4aBalIUTE
THa3WzIeH ANYPETHK UMAT KalluTHIa, B cpaBHenue ¢ 68,5% oT nuuata, nekysaHu ¢ ACE nHxubutop

(P <0,05).

[Ipunoxenreto Ha Diovan npy NauHeHTH C XHNEPTOHHA BOAH 0 NMOHKKABAHE HA APTCPHATTHOTO
nangaraie 6e3 nopiMaBaHE Ha NyJicoBaTa yecToTa. [1pr noBeueTo NALMEHTH CEA €AHOKPATEH
MepopasieH MPHEM Ha4anoTo Ha AHTHXUMEPTEH3UBHOTO ACHCTBHE € B PAMKHTE Ha 2 4aca, a NUKBT Ha
MOHIKABAHETO HA APTEPHATIHOTO HANAraHe ce IOCTHra B paMKHTE Ha 4-6 uaca.
AHTUXMNEPTEH3NBHHUAT eQEKT NPoAb/DKaBa Hal 24 yaca cief npueMa. [Ipy MHOroKpaTeH NpHeM
MaKCHUMAJTHO MOHMWKABAHE HAa apTEPHUATTHOTO HANATAHE NPH BCAKA €4HA OT JO3UTE CE N0CTHIa B
paMKHUTE Ha 2-4 ceAMMLM H Ce 3aIbpKa B XO/1a Ha AbJIrOCpOYHa Tepanus. 3Ha4HMO NOMBJIHUTENHO
[MOHMKEHHE HA APTEPHAITHOTO HAJIAraHe ce NMOCTHra NpH KOMOWHAUMS ¢ XHAPOXJIOPOTHA3HA.

BHe3anHOTO NpeyCTAHOBABAHE HA JICYEHHETO C BaJicapTaH He Ce CBbP3Ba C rebound-XHMNepTOHHA UK
C JPYTH HEXeJIaHW KINHHUYHH ChOMUTHS.

[Mps NaLMeHTH ¢ XMNEPTOHUA M J1abeT THI 2 ¢ MUKPOANOYMUHYPHA € OTUETCHO, He BaJICAPTaH
HAMaJIABA OT/JENAHETO Ha anbymuH B ypuHata. ITpoyusanero MARVAL (Micro Albuminuria
Reduction with Valsartan) oueHsiBa HaMaIABAHETO HA OTOeNAHeTO Ha anbymun B ypuHata (UAE) ¢
pancapraH (80-160 mg/nen) B cpaBHeHue ¢ amoaunux (5-10 mg/aen), npy 332 NalMEHTH C auaber
THN 2 (cpeaHa BB3pacT; 58 roauHu; 265 MBXe) ¢ MUKpoaIOyMHUHY Ui (BasicapTaH. 58 pg/min;
aMJIOAMNHH: 55,4 pg/min), C HOPMAIHO WIH BHCOKO apTepHaIHO HALAITaHEe U ChC 3aMna3cHa OonLOpetuna
dbyHKUMA (cepymen kpeaTHHHH <120 umol/l). Cnen 24 ceamuun UAE e namanena (p<0,001) ¢ 42%
(-24,2 ug/min; 95% CI: —40,4 1o —19,1) c BancapTaH ¥ NPHOUUTENHO C 3% (—1,7 ug/min; 95% ClI: -
5,6 10 14,9) ¢ aMnOAMIKMH, HE3ABUCHMO OT CXOHATA CTEINEH Ha NOHWKEHHE HA apTEPHATTHOTO
nangrade B Apete rpynu. [poyusanero Diovan Reduction of Proteinuria (DROP) nscnenpa
[OITBIHUTENHO ehMKACHOCTTA Ha BasicapTaH npu peayuupane Ha UAE npu 391 nauneHTy C
xunepronns (AH=150/88 mmHg) c auabet Tun 2, anGymunHypus (cpenta crofinoct=102 pg/min;
20-700 pg/min) n 3anaseHa GubpeuHa GyHKLMA (cpeaen cepyMeH KpeaTHHHH=8() umol/1).
[laLMeHTUTE Ca paHAOMM3HpPaHH ¢ eiHa oT 3-Te fo3u BancaptaH (160, 320 u 640 mg/acH) 1 JIeKyBaHH
B npoab/keHue Ha 30 ceaMuuy. Lienra Ha npoy4BaHeTo € la yCTAaHOBH ONTHMATIHATA 1034 Ba/ICapTaH
3a penyunpate Ha UAE npy nauneHTH ¢ xuneproHds u avader tin 2. Cnen 30 cenmnun
npoueHTHara nnpomsHa B UAE e 3HauuTeiHO HamaseHa ¢ 36% oT W3X0HaTa CTOKHOCT ¢ BancapraH
160 mg (95% CI: 22 no 47%) u ¢ 44% c pancapran 320 mg (95% CI: 31 no 54%). HanpaseHo ¢
saTioucHne, e 160-320 mg pancapraH BOAM A0 KIIHHHYHO 3HaYMMH peaykuud Ha UAE npu
MALMEHTH ¢ XMINIEPTOHHUA M AXA0ET THII 2.

Opyry: apoiiHa 610Kxaja Ha PEHUH-aHTHOTEH3UH-AIAOCTEPOHOBATA CHCTEMA PAAC)
Jlpe roneMM paHaOMHU3UpaHu KOHTponupaHu npoyusahus — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Teky1o rnobanio nsnuraaHe
KpaifH{ TOYKH Ha TEMHCAPTaH, CAMOCTOATE/IHO M B KOMOKHALIMA C PaAMHUNIPHI) H VA NEPH
(KNMHHYHO NPOYYBaHE CEBLP3AHO C Pa3BUTHE Ha HepONaTHA NpH AHa0eT, MPOBEACHO OT
MHHKCTEPCTEO 10 BLIIPOCHTE Ha BETEPAHHUTE) — NPOYy4BaT ynotpefara Ha koMOMHaLNATA
MHXHOHTOD W aHrHOTeH3UH [I-peuenTopen Onokep.

16



ONTARGET e npoyuBaHe, NpOBEICHO MMPH MALIHEHTH C AHAMHE3a 32 CbPACYHO-CHA0BA HITH
MO3BHHOCHIOBA §0ECT, MKW 3aXapeH anaber TvN 2, NPUIPYXKEHH C JaHHH 3a YBpEKIaHe Ha
edexropun oprand. VA NEPHRON-D e npoy4pane npH nauueHTH Che 3aXapeH AMadet THI 2 1
nnabeTHa HeponaTHs.

Te3u Mpoy4BAHUA HE IOKA3BAT 3HaUUM GnaronpuaTeH edekT BbpXy OnbpeunnTe WK chpaeHHO-
CBLIOBHUTE MOCJEAULIA U CMBPTHOCT, KATO CHIICBPEMEHHO ca HabIt0ONaBaHH MOBUIIEH PUCK OT
XMMEPKATMEMHSA, OCTPO YBpeXKIaHe Ha 60peunTe WHIH XHIOTOHUS B CPaBHEHHE C
moHoTepankaTa.Kato ce UMaT npeaBHa CXOJHHTE UM HapMakOJHHAMHYHH CBOHCTBA, TE3H Pe3yJITaTH
ca npunoxumy 1 3a apyrd ACE nuxuGuropu u anrnotedsud ll-penentopau Gnokepu.

ACE uaxubutopu n aurnoressun ll-peuentopHy 610kepH CeA0BATENHO He TPAOBA A2 e U3MON3BaT
€IHOBPEMEHHO NMPH NMALMEHTH ¢ JHabeTHa HedponaTus.

ALTITUDE (KJMHU4HO NIPOYYBaHE NMPOBEAEHO C ATUCKHPEH NPH NALKMEHTH CbC 3aXapeH adadeT Tin
2 ¢ W3MOJI3BAHE Ha CHPACYHO-CLAOBU U 6bOpeunH 3a60ngBaHKA KaTO KpaiHH TOYKH) € NPOYYBaHE,
npeAHa3HAYEHO J1a U3CNIeIBa NoN3aTa OT A06aBAHETO HA ATMCKHPEH KbM CTaHIapTHa Tepanid ¢ ACE
HHXHOHTOP Win aHrHOTEH3KH [I-pelienTopeH 6/IOKEp NPH MALMEHTH ChC 3aXapeH AWabeT TiN 2 U
XpOHHZHO GuBpetHo 3a6onaBake, ChpACHHO-CBAOBO 3ab0nsBaHe UM U fBeTe. [lpoy4BaneTo ¢
MpeKpaTeHo NPeXASEPEMEHHO NOPaM MOBHLIEH PUCK OT HeGnaronpusitHH nocneauuH. Kakro
CBPAECYHO-ChAOBATA CMbPT, TAKA U MHCYJITHT Ca M0-YECTH B FPYIaTa Ha ANHCKHPEH, OTKONKOTO B
rpynata Ha raieGo, a npeacTaBlfBallITe HHTEPEC HEXeNnaHH ChOMTHSA U CEPHO3HN HEXKEAAHH
CBOUTHA (XUNEPKATHEMHS, XUITOTOHHA 1 ObOpeuna IMcyHKUKUA) ce ChOOLIABAT MO-YECTO B rpymnara
Ha AJIMCKMPEH, OTKOJKOTO B Ipynara Ha naauebo.

Xuopoxaopomuazuo
OCHOBHOTO MACTO HA EHCTBUE HA THA3UIHUTE JUYPETHLM CA JUCTATHHTE H3BUTH KaHAN4eTa B

6b0peka. JloxaszaHo e, ye B GpOpeuHarTa Kopa ChLIECTBYBa BUCOKOAHHHTETEH PELIENTOP, KOWTO €
OCHOBHO CBBP3BAlLIO MSCTO 33 THA3HHMTE AUYPETHLM M 32 MHXNOMpaHe Ha TpaHcniopTa Ha NaCl s
UCTATHOTO W3BHTO KaHande. THasuAHKTE AMYPETHLIM AeicTBaT upe3 MHxubupane Ha Na™ClF
CHMIIOPTEP, BEPOSTHO Upe3 KOHKYpHpaHe 3a MACTOTO 3a ¢Bbp3BaHe Ha CI', M 1o 1034 HauuH
MOBJIMABAT MEXAHU3MHUTE Ha €NEKTPOAKTHA peabcopbuna: AMPEKTHO NOBHIIABAHKH €KCKPELIMATA HA
HaTPHii H XJIOPHAH B NPUONM3UTENHO €1HAKBA CTENEH H HHINUPEKTHO 4pe3 ANYPETHHHOTO CH
nelicTBHE, HaMANSBaiKH f1a3MeHus obeM ¢ NocaeaBallo NoKa4YBaHe Ha IUIa3MeHaTa peHMHOBA
AKTUBHOCT, CEKpELIMS Ha anJOCTEPOH M 3aryda Ha Kajiiid ¢ YpHHATa, KAKTO M1 HamMangaBaHe Ha HUBATa
Ha cepyMHHS Kanuil. Bpb3karta peHHH-al10CTEPOH CE MEMHpa OT aHruoTeHsud ll, Taka ve npH
¢ZIHOBPEMEHHO NpWIaraHe ¢ BAICAPTaH PEAYKIMATa Ha CEPyMHHS KaJli e n0-c1abo HipaseHa,
OTKONKOTO HabmonapaHaTa npy MOHOTEpaNHs ¢ XUAPOXJIOPOTHA3H].

HemenaHOMEH paxK Ha KOXKaTa:
B3 ocHOBa HA HANUYHUTE JaHHU OT €NUIACMHUONOrHidHH NpoOy4uBaHHUA € HaOmoOaaBaHA 3aBUCHMA OT

KymynaTtuBHaTa no3a Bpbika Mexay XXT3 nw HMPK. EaHo npoyusaHe BKItOUBa MOMyNaLtui,
cherosma ce ot 71 533 ciyvau va BKK u 8 629 cnyuan Ha CKK, ¥ nomynauus or choTBeTHO | 430
833 u 172 462 noaxomaum koHTponu. Bucokara ynorpeba na XXT3 (kyMynatusHo 250 000 mg) e
cebp3aHa ¢ kopurupas OR 1,29 (95% JIH: 1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68-4,31) 3a CKK.
Hab6moaaBaHa e icHa Bpb3Kka KyMyJlaTHBHa A03a-0TroBop kakTo 3a BKK, taka n 3a CKK. [pyro
MpOy4BaHE NOKA3Ba Bb3MOXKHA BPb3Ka MEXAy paka Ha ycrHuTe (CKK) u excnosuunara Ha XXT3:2a
633 cryyad Ha pak Ha YCTHUTE e noaGpaHa nonyaauus ot 63 067 noAXoASUIH KOHTPOIH, KaTo ce
M3MOJI3BA CTPATErHs 33 B3eMaHe Ha NpobH, onpeaeneHa oT pucka. JJeMOHCTpHpaHa € Bpb3Ka
KyMyJIaTHBHA J03a-0TroBop ¢ kopuripan OR 2,1 (95% JW: 1,7-2,6), napacteaw no OR 3,9 (3,0-4,9)
3a BUcoka ynotpe6ba (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Haii-BrcOKaTa KyMylaTHBHA 1034 (~ 100
000 mg) (Bx. cbLLO TOUKa 4.4),

5.2 (PapMakoKHHEeTHYHH CBOHCTBA

Bancapman/xudpoxaopemuasuo
CHCTEMHATA HATHYHOCT Ha XHAPOXJIOPOTHA3KA € HaManeHa ¢ 0xo:10 30% npu enHoBpeM

npunarale ¢ Baicaprad. KuHerukara Ha BajicapTaH He Ce MOB/IMABA 3HAYHTE/THO NPH €1 '
npunarake ¢ xuapoxnoporuasug. HabmonasaHoTo B3aHMOJIEHCTBHE HE OKa3Ba BIUSAHUE
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ynotpeba Ha KOMOHHALMATA BAICAPTaH M XHOPOXIIOPOTHA3M], ThH KATO KOHTPONHPAHH KITUHHYHY
[POYYBaHMs Ca NOKA3aH SBEH AHTMXUIIEPTEH3UBEH €QEKT, NO-TONAM OT IIOCTHIHATHA NIPH AKTHBHUTE
BeleCTBa, IPWIOKEHH MOOTAETHO WK npH Miauedo.

Barcapman

Abcopbyus

Cnepn nepopanHo NPUIoKEHHE CaMO Ha BaJicapTaH MAKOBMTE TU1a3MEHH KOHLIEHTPalMH HA BaJICapTaH
ce JocTHraT 3a 2-4 yaca. CpeaHara aGcomoTHa 6noHanuuHocT € 23%. XpaHata HaMajsaBa
ekcnosuiuata (m3mepena ¢ AUC) na sancapras ¢ okono 40%, a nukoBata riasmeHa KOHUCHTpaLus
(Cmax) € OKONO 50%, BBAPEKH e 0koJIo 8 waca cnej npuema MasMeHuTe KORLIEHTPAaLKH Ha
BaJICApTaH ca NOJOOHH B FPyNHMTE Ha NPHEM CiIe/l HAXPAHBAHE M Ha IMaJHO. 10Ba MOHWKEHHE Ha AUC
oBaue He ce NPUAPYKaBa OT KIWHHYHO 3HAUMMO HaMajlsBaHE Ha TepaneBTHYHHS ePEKT, Nopanu
KOEeTO BajcapTaH MOXe Jia Ce AaBa ChC WiH 0e3 XpaHa.

Paznpedenenue

O6eMbT Ha pasnpeAeNeHue Ha BaicapTaH NPH CbCTOAHUE HA HACHUIAHE C€] HHTPABEHO3HO
[IPUIIOKEHHE € OKOJI0 17 nuTpa, KOETO NOKa3Ba, Ye BAACapTaH HE C€ pa3npenesa €KCTCH3UBHO B
ThKkanuTe. BajicapTaH € B ro/ifiMa CTEEeH CBbP3aH ChC CEPYMHHTE NPOTeHHH (94-97%), NPpEAHMHO CBC

cepyMHMA anOyMHH.

Buompanchopmayun

BancapraH He ce 6uotpaHcdopMupa B roisiMa CTeneH, Thil kato camo okono 20% ot nosara ce
OTKpHMBa KaTo MeTabonuTy. B nnasmara e ycTaHOBEH XHAPOKCUMETA0ONNT B HHCKH KOHLCHTPALKH
(no-manko ot 10% ot AUC Ha Bancapran). Tozu MeTabonuT e papMakonorHiHO HEAKTHBEH.

Exckpeyua

BancapraH Moxaspa My/ITHEKCITOHEHLIMATIHA KHHETHKA (t; o <1 4ac M t. g OKONO 9 yaca). BancapraH ce
eMMHHHpPA TIpeauMHO ¢ dekanuute (oxono 83% or nosara) n ypuHara (okono 13% ot nosara),
[IABHO KaTO HENMPOMEHEHO nekapcTBo. (e HHTPaBeHO3HO NPHIIOKEHHUE ILIA3MEHUAT KIIUPBHC Ha
BaICapTaH € okoJio 2 l/uac M HeroBuaT 6u0peyen knpbHe € 0,62 I/yac (oxomno 30% or o
knupbHe). [TonyKUBOTBT Ha BaJcapTaH € 6 yaca.

Xudpoxaopomuaszuo

Abcopbyus

ABcopOLMATA Ha XHAPOXJIOPOTHA3HK/ Ce]l NEPOPANEH NpHeM e Obp3a (tmax OKONIO 2 4). [TokauBaHeTO
Ha cpeaHaTa AUC e uHERHO # € MPONOPLUMOHATIHO Ha A03aTa B TEPANCBTHYHHUA THANA30H.
BnusHHeTO Ha XpaHEHEeTO Ha abcopbLuMATa HA XHIPOXIOPOTHA3M, aKO MMA TaKbB, € MATBK U Oe3s
KIMHUYHO 3HaueHHe. AGCoNMOTHaTa OHOHAIMYHOCT HAa XHAPOXJIOPOTHA3KA Cliell NIEPOPANieH NPHEM €

70%..

Paznpeodenenue
KHHETHKATa Ha pasnpeeNeHre U eIMMUHHPAHE KATO LAJIO € ONUCaHa OT OHEKCNOHEHIIMATHA

byHKumA Ha pasnaa. [puuanust obem Ha pasnpenenenue e 4-8 Vkg.

HupKyIHpauMaT XHAPOXJIOPOTHA3H] € CBbP3aH ChC CEPYMHHTE NPOTEHHH (40-70%), npeAUMHO CBC
cepyMHHA anbyMuH. XHApOXNOpOTHA3HA CHIIO TaKa KyMYJIHPa B €PUTPOLIMTHTE NPHUOAUIUTENHO

1.8 nbTH NOBeye, OTKOJKOTO B IU1a3Marta.

Excxpeyun
XHAPOXJIOPOTHAIH/L CE ETMMHHNPA OCHOBHO HENMPOMEHEH. XHIPOXJIOPOTHA3UA CE SIMMHHIPA OT

[UTa3MaTa C NOMYKHUBOT CpedHO OT 6 A0 15 uaca B kpaiiHaTa ¢a3a Ha C/IUMHHUPAHE. Hxama npomsHa B
KMHETHKATa Ha XHAPOXJI0POTHA3K/ NPH MHOTOKPATHO I03HPaHE H HATPYNIBAHETO € MHHUMAJTHO NpH
npyueM BeaHbXK AHEBHO. [oBeue oT 95% ot abcopOupaHaTa 4034 C& EKCKPETHPa KaTo HEMpo
BEILECTRO B YPHHATA. BLOPEUHHUAT KIUPBHC €€ ChCTOHM OT MACHBHA (PHUITPALMA U AKTHBHA

O61n0peunmnTe TYOYIH.

-
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Cneyuainu cpynyu nayuermu

Hayuenmu 6 cmapuecxa gv3pacm

[Ipy HIKOM NMALINEHTH B CTAPYECKA BL3PACT € HAOMOIaBaHO MAJKO MO-BUCOKO o6L10 pasnpeneneHue
Ha BAJCApTaH B CpaBHEHUE C MaauTe nauueHTH. Topa obaye HAMa joKa3aHa KIMHHYHA 3HAYUMOCT.
OrpaHHYeHH NaHHKU NPENOarar, 4e CUCTEMHUST KIHPBHHC HAa XHAPOXJIOPOTHA3HA € HAMAJIEH NpHt
NayMEHTH B CTApUYE€CKa Bb3PacT, 3APaBY WK ¢ XHMIEPTOHKS, B CPABHEHHE ¢ MJIAJIA 31PaBH
NOOPOBOJILA.

bvbpeuno yspeosicoare
[Mpu npunarade Ha NpenopbypaHara fno3a Ha Co-Diovan He Ce U3UCKBA KOPUTHPaHe Ha o3aTa Npy

MALMEHTH CHC CKOPOCT Ha raomepynHata ¢untpauus (GFR) 30-70 ml/min.

Hsma padHK 3a npuiaradeto Ha Co-Diovan npH NauMeHTH ¢ TeXKOo 050pedHo yBpexaaHe

(GFR <30 ml/min) n npy NaLMeHTH Ha AYanu3a. BajicapTaH ce cBbp3Ba BbB BUCOKA CTEIEH C
[LTa3MEHHMTE MPOTEHHU H HE MOXKE a ObJie OTCTPaHeH ¥pe3 AHaIN3a, 10KATO XMAPOXIOpOTHA3HA
Moxe na Objie OUMCTEH 4pe3 JHANU3A.

IMTpu Hannuue Ha GbOpeyHa NUpYHKHS, CpeaHUAT MiasmeH MUK 1 AUC CTOHHOCTH Ha
XHIPOXJIOPOTHA3M/L CE YBETMYABAT M CKOPOCTTA Ha OTAENAHE Ha YpHHA Hamansasa. I1pu nauueHTy ¢
NeKo 10 yMepeHo 61OpeuHo yBpexaate ce Habmonasa 3-kpaTHo yBeauyeHue Ha AUC cTolinocTHTe
Ha XMApOXJIopoTHasul. TTpk naumeHTH ¢ Texko 6B0peyHo yBpexxaaHe ce Habmonasa 8-KpaTHo
ysennuenre Ha AUC croiHocTHTe. XHAPOXIOPOTHA3KHA € MPOTHBOMOKA3aH NPH NALMEHTH C TEKKO
6B6peuHo yBpexaaHe (BXK. Touka 4.3)

YeproopobHo ygpesicoane

Bue GhapMaKOKMHETHHHO H3IHTBAHE NPH MALMEHTH ¢ Jleka (n=6) 10 ymepeHa (n=5) yepHOapoOHa
AMchYHKUMA EKCMO3UIMATA HA BAICAPTAH CE MOBHILABA NIPUOIH3MTENHO 2 MBTH CTIPAMO 31paBH
no6posoauy (BX. ToukH 4.2 n4.4).

JIMnceaT naHHM 3a ynoTpebara Ha BajcapTaH NpH NaLMeHTH ¢ TexKa YepHOApoOHa AHChYHKLMA (BXK.
touka 4.3). UepHoapoGauTe 3a60nA8aHHUA HE NOBIMABAT 3HAYUMO (PAapMaKOKHHETHKATA Ha

XHOPOXJIOpOTHA3UN.
5.3 TIlpenknnnH9YBH ZaHHH 3a Oe3omacHOCT

[ToTeHUHMATHATA TOKCHYHOCT Ha KOMOHWHaNMATa BajicapTaH + XMIAPOXNOPOTHA3HUA CIIEA NMEPOPANHO
MPIIOKEHHUE € K3CIIeBaHa NPH IUTBXOBE M MAPMO3ETKH B NPOYUBAHUA, IPOAB/KABALIM 0 LIECT
mecena. He ca ycTaHOBEHH JaHHH, KOMTO 6MXa MOIIH [a H3KITIOUAT NPUIOKEHHETO Ha TCPaneBTHHH

J03M MpH Xopa.

M3MeHennsaTa, NpHYMHEHH OT KOMOMHAUMATA B NPOYYBAHHATA 33 XPOHHYHA TOKCHYHOCT, € IO-
BEPOATHO Ja ¢a NPEAM3BHKAHM OT BAICAPTaH. TOKCHKOIOTHYHMAT NPHLICICH OpPraH ¢ OBOpeKbT, KaTo
peakuusTa € No-u3pa3eHa Npy MapMO3€THH, OTKOJIKOTO MPH TLTbXORBE. KombOuHauuara BoaM A0
6b6peuHo yBpexaaHe (Hedponarus ¢ TyOynHa 6a30¢unund, nokausaHe Ha MIa3MeHara ypes,
MIa3MEHUS KPEeaTHHHH M CEpYMHHS KalHii, yBenHyaBase Ha obeMa Ha ypHHATA ¥ CJIEKTPO/IUTHTE B
ypuHara ot 30 mg/kg/neH pancapran + 9 mg/kg/ieH XMAPOXJIOPOTHAIUN MPH NITEXOBE U

10 + 3 mg/kg/nen Npx MapMO3ETHHU), BEPOTHO N0 MEXAHW3Ma Ha HapylleHa 0BbOpeuHa XEMOJMHAMHKA.
[pu naBXxoBe Te3n 1034 cboTBeTCTBAT Ha 0,9 1 3,5 MbTH MakCHMAanHaTa npenopbibBaHa 103a NpH
xopa (MITOX) cbOTBETHO Ha BaJICAPTaH H XKAPOXJIOPOTHA3H, H3HHCICHH HA 0aza mg/m=. [1pn
MapMO3€ETH Te3M J03M choTBercTBaT Ha 0,3 1 1,2 NbTH MakCHMAIIHATa NMpenopLBakla 103a NPH XOpa
(MI1IX) ChOTBETHO Ha BaicapTaH M XWIPOX.IOpPOTHA3H/, U3UHCIEeHH Ha ba3a mg/m?*. (U3uncneHusTa
ce OTHACAT 3a NepopasHa Ao3a oT 320 mg/aeH Bancaprad B koMOuHauws ¢ 25 mg/neH
XUAPOXJIOPOTHA3KA U NALMEHT ¢ Tersno 60 kg.)

BHcoKH 1034 Ha kKOMOHHALMATA BaNCapTaH — XMAPOXNOPOTHA3KI NPEAU3IBUKBAT HaM
EPHTPOLMTHHTE MOKa3aTeNH (OpO Ha EpUTPOLIUTHTE, XeMOTrJI00HH, XeMaTOKPHT OT

18




100 + 31 mg/kg/aen npu wivxose 1 30 + 9 mg/kg/neH npu MapMoseTn). lpn nikxose T€3H 003K
choTBeTCTBAT Ha 3,0 M 12 MbTH MakcUMAanHaTa npenopbYBaHa fo3a npH xopa (MIIJIX) choTBeTHO Ha
BAJICAPTAH M XMAPOXIOPOTHA3H, H3HHCIAEHH Ha 623a mg/m®. pu MapmO3eTKK Te3H A03K
cborBeTcTBaT Ha 0,9 ¥ 3,5 MbTH MaKCHMANHAaTa NpenopbYBaHa 103a ApH xopa (MILJX) ¢boTBETHO Ha
BAJICAPTAH M XWAPOXJIOPOTHA3U/, H3UHCIIEHH Ha 0a3a m g/m*. (U3uncneHnATa Ce OTHACAT 3a
nepopaiHa f03a oT 320 mg/neH pancapraH B KOMOMHAUMS € 25 Mg/IeH XUAPOXJIOPOTHAZUA U NALMEHT
¢ rerno 60 kg).

[Tpu MapmozeTkH ce HabnonaBa yBpexaaHe Ha cToMauiHaTa nurasuua (ot 30 +9 mg/kg/nen).
KoMOHHALMATA ChLIO TaKa BOAM R0 XUNepruiasua Ha adpepeHTHHTE apTepronu B Ob0peuuTte (npu

600 + 188 mg/kg/aen npu mwibxose 1 30 + 9 mg/kg/aen npu Mapmoserku). [1pn MapMO3ETKH AO3HUTE
cpoTBeTceTBaT Ha 0,9 M 3,5 MbTH MakcCHMMalHaTa NpenopbYMTEIHa 1033 NpH xopa (MIJ1X) croTBeTHO
Ha BAJICAPTAH M XMIPOXIOPOTHA3KA, U3umncienu Ha 6aza mg/m’. T1pu ribXoBe Te3u A03M
CLOTBETCTBAT Ha 18 ¥ 73 MbTH MaKCHMANHATA NpenopbyYHTeNHa Ao3a npyu xopa (MILAX) cwvoTBeTHO
Ha BAJICAPTAH M XHAPOXJIOPOTHA3W/, M3HHCIIEHH Ha 0a3a mg/m?’, (M3uncneHnaTa ce OTHACAT 3a
nepopanta J03a oT 320 mg/aeH BajicapTan B KOMOMHaLMA € 25 mg/aeH XHIPOXIOPOTHASHA M MALHEHT
¢ terno 60 kg).

CHOMEHATHTE N0-rope edekTH BEPOATHO Ce IbDKAT Ha BUCOKUTE 031 BasicapTaH (0noKkupaHe Ha
aHrMOTeH3UH [l-HHAYIMpaHaTa HHXNOMLMA HA OTAE/AHETO HA PCHUH H CTHUMYJlalMd Ha
PEHUH-TIpoAyLMpaluy KiaeTku) K ce cpewat i npu ACE uHxubuTOpHTE. €3y TaHHKU BEPOATHO HAMAT
MPaKTHYECKO 3HAYEHKE MO OTHOLICHHE HA TEPANEBTHYHOTO NPUIOXKEHNE Ha BancapTaH NpH Xopa.

KoMOuHaLmaTa BaicapTaH — XMAPOXJIOpOTHA3H] HE € MPOY4BaHa 3a MyTareHHOCT, XpOMO3OMHH
AHOMAJTMH WM KapLIMHOIEHHOCT, Thil KaTo JIMIICBAT JOKA3ATE/ICTRA 32 B3aUMOJEHCTBHE MEX/1y IBETE
cybcraHuuu. He3aBUCHMO Y€ TECTOBETE Ca NPOBEXAAHU MOOTAETHO 32 BAICApTaH U
XUAPOXJIOPOTHA3K/L, HE Ca YCTAHOBEHH I0KA3ATE/ICTBA 32 MYTareHHOCT, XpPOMO3OMHH aHOMAJIHH HITH

KApLUHHOTEHHOCT.

[Mpu NbX0OBE TOKCHYHM 103H 3a MakkaTa (600 mg/kg/nen) no Bpeme Ha MOCICAHUTE AHH OT
6peMEHHOCTTA M NepHO/Ia HA NAKTALMA Ca JOBE/H A0 [TO-HHCKA CTENCH Ha MPEXNBACMOCT, no-cnado
HajlaBaHe Ha Terio U 3abaseHo pa3BUTHe (OTAEAHE Ha yUIHATa MHAA W OTBApPAHE Ha CIyXOBHA
KaHaJ1) Ha TOKoNeHHeTo (BK. Touka 4.6). Tesn mosu npu nrsxose (600 mg/kg/nen) npeacrabnsasat
npubnusKTenHo 18 mbTH MakCHManHaTa NPEnopLYBaHa 1032 MPU XOpa Ha Oa3zaTa Ha mg/m?2
(M34MCIEHHATa Ce OTHACAT 3a nepopanya no3a 320 mg/aeH v nauueHt ¢ rero 60 kg). [Ipn npunarane
Ha BaJICApTaH/XHAPOXIOPOTHA3H] NPU TUTEXOBE H 3aiiiy ce HabloJaBaT CXOAHH HAXOAKM. B
pOy4BaHKATa 3a emOpHoderanto passurre (Pasa 1) AMNCBAT 10Ka3aTENICTBA 32 TEPATOrCHHOCT NpH
MpUiaraHe Ha BaJCAPTaH/XMAPOXI00POTHA3U/ PH ILIBXOBE M 3aHLIM, BHIPEKH TOBA € Ouna
HabnoaaBana PEeTOTOKCHUYHOCT, CBbP3aHa ¢ MaHYMHA TOKCHYHOCT.

6. ®APMAIEBTHYHH JAHHU

6.1 CouchbK HA NTOMOUIHHTE BEIIECTBA

CiplicByHa Ha Tabnerkara
MHUKpPOKPHCTAIHA LIETYJ103a

KpocnoBuaoH
KonouneH cHIMLKes AHOKCH, O€3B0IeH
Marneszues creapar

PuaMupao noKpHTHe
XuUnpomenosa

Maxkporon 4000

Tank

Tutauos auokcua (E171)
Yepsen xenezeH okeua (E172)
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Xunt xenesen okcua (E172)
Yepen xenezed okena (E172)

6.2 HecbBMECTAMOCTH
Henpunoxumo

6.3 Cpox Ha roaHocT
2 rOAUHMU

6.4 CrnennanHH YCJIOBHA HA ChHXPaHEHHE

Ia ce cbxpanasa noa 30° C.
Jla ce cbXpaHsABa B OpUTrHHAIHATA OMAKOBKa, 3a 1a Ce fpeanas4 oT BJiara.

6.5 JlaHHH 33 ONAKOBKATA

PVC/PE/PVDC/Alu 6nucrepu

Pasmep Ha onakoBkure: 14 (1x14) punmupanu TabneTku.

6.6 ChneunanHn npeanasHd MEepKH NPH H3XBLPJAAHE

Hama crietiiaiHyg H3IHCKBAHHA.

7. TNPUTEXATEJ HA PAZPEIIEHHETO 3A YITIOTPEBA
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

HUpnanaus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YHOTPEBA

20040085

9. JIATA HA IbPBO PA3PEIIABAHE/TIOXHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

23.02.2004 r./22.12.2010 r.

10. JATA HA AKTYAJH3UPAHE HA TEKCTA

04 anpun 2025 1.

20




