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N3NMLAHWKTENNA ATEHUMA NO NEXAPCTBATA

Kparma XApaxKmapUCTILKE HE NpOgYNME - [ i !

1. HME HA JEKAPCTBEHMA IMTPOAYKT

Ko-JTuosan 160 mg/25 mg ¢punmupanu tabaeTku
Co-Diovan 160 mg/25 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH CBCTAB

Beska dwiMHpaHa Tabnerka ceaspxka 160 mg sancapras (valsartan) H 25 mg XHAPOXJIOPOTHA3H]L
(hydrochlorothiazide).

3a ITEJIHKRS CNHCHK HA MOMOHIHHMTE BEIIECTBA BHKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dwiMupaHa TabneTka

Kadsaso-opamxesu, opanHu Tabnetku mamnosaHu ¢ “HXH” ot ennara crpana u “NVR” ot apyrara.

4. KIIHHUYHH JAHHH

4.1 TepaneBTHYHH DOKA3AHHSA
JledeHue Ha eceHLIHATHA XUIIEPTOHHUA IIPU Bb3PACTHH,

Co-Diovan duxcupaHa 1030Ba KOMOMHAIKA € NTOKA3aH MPH NalMEHTH, YHETO APTEPHAIIHO HAJISTaHE
He ce KOHTPOJIMpa aeKBATHO OT MOHOTEpANUs ¢ BajCapTaH WK XHAPOXIOPOTHAIM.

4.2 JiO3HPOBKA H HAYHH HA NPHJIOKECHHE

O3UPOEBKA

[TpenopruBaHaTa no3a Ha Co-Diovan e eana ¢punmupana rabnerka auesHo. Ilpenoprusa ce
MHBIMBHIYAIHO THTPHPAHE HA AO3HUTE HA OTAEAHHTE KOMIOHEHTH. [IpH Bcexu Cimydait € HEOOXOAHMO
Aa CE NMpaBH NMOKAYBAIOTO THTPUPAHE Ha 103aTa Ha OTAETHHTE KOMITOHEHTH, 33 /1a C€ HAMAJIH PHCKa
OT XHIIOTOHHA H JIPYTH HEXeNaHH PeaKilHH.

Koraro € yMecTHO OT KAHHUYHA [JIeHa TO4Ka, 61 MOINIO 14 ce 06ChaM AMPEKTHO NPEMHHABAHE OT
MOHOTEPAmNHUs KbM JieueHHe ¢ KoOMOHHaLMs OT (PUKCHPAHH RO3H NPH NALMEHTH, YHETO apTEPHATHO
HAJIAraHe He Ce KOHTPOJIHpPa afieKBAaTHO OT MOHOTEpaNuA C BAJICAPTAH WIH XHAPOXJIOpPOTHA3H, MTPH
YCJIOBHE Y€ Ce ClIEABa MPenophYBaHOTO THTPHUPAHE HA IO3HTE HA OTIC/IHHTE KOMITOHEHTH.

Cnen 3anoyBaHe Ha TepanugaTa TpAOBA J1a c¢ HAMpaBK OLCHKA HA KJIIMHHYHUA OTroBop cripamo Co-
Diovan H aKko He ce NMOCTHI'HE KOHTPOJ Ha ApTepHaNHOTO HANSAraHe, 103aTa MOXKe Ja ce NOBHLIH 4pe3
MOBHIIIABAHE HA OTHAEIHUTE KOMMOHETH 0 MakcuMmanHa xo3a Ha Co-Diovan 320 mg/25 mg.

AHTHXHIIEPTEHIUBHHAT PEeKT € NOAYEPTAHO HATTHYEH CNEl 2 CEAMHLIM.

ITpu noBeveTo NaLMEHTH MakcHUManeH edekT ce HabnonaBa B paMKHTE Ha 4 ceaMuL. HesaBHCHMO
OT TOBA, NTPH HAKOH MALMEHTH MOXKE J1a € HeoOxoaumo nevenue 4-8 cenmuun. Tosa TpaOBa fa ce NMa
npeABHA MIPH THTPUPAHETO HA J034Ta.

Havun na npunoosicenue
Co-Diovan Moxe 1a ce nmpHeMa ¢b¢ Wi 6e3 XpaHa ¥ TpabBa na ce npHema ¢ BOJa.

Cneyuannu nonyaayuy




Hayuexnmu ¢ 6vbpeuno yspeoicoane

He ce Hasara KOpHrupaHe Ha A03aTa MPH MaLMEHTH C JIEKO 10 yMepeHo 6u6peuno yspexnaHe
(ckopocT Ha rnomepynHata punrpaums (GFR) 230 ml/min). [opaau xvapoxnopotuasuaHara
xomnonenra Co-Diovan e NpoTHBRONIOKazaH NpH NAUMEHTH ¢ Texxo 650peyHo yBpexIaHe
(GFR <30 ml/min) u anypus (8x. Touku 4.3, 4.4 u 5.2),

ITayuenmu ¢ ueprodpobro yapexcoane

[Tpu ManueHTH ¢ JIEKO IO YMEPEHO uepHOApPOOHO yBpexaaHe 6e3 Xxonecrasa 103aTa Ha BAJICApTaH HE
Tpabsa ga npepuwasa 80 mg (Bk. Touka 4.4). He e yctaHOBEHA NpeNopbYHTEIIHA 1034 32
XHAPOXJIOPOTHA3M] NPH NALMEHTH C YMEPEHO JIO TEKKO 4epHoApobHo yBpexaane. [Topaau
HaHuuero Ha Bancaprtad Co-Diovan € npoTHBONOKA3aH MPH NAIHEHTH C TEXKO YepHOApoOHO
yBpeKIAaHe Win ¢ OWInapHa LMpo3a 1 xonectasa (BX. Toukun 4.3, 4.4 1 5.2),

Ilayuenmu e cmapuecxka év3pacm
He ce Hanara mpoMsaHa B JO3MPOBKaTa IPH NALMEHTH B CTAPUYESCKA BB3PACT.

IHeduampuunu nayuenmu
He ce npenopbuba ynorpebara Ha Co-Diovan npu neua noa 18 roauHu, nopany JIMncaTa Ha aHHH 34
fe3zonacHoOCTTa H €PUKACHOCTTA.

4.3 IIpornBonokasanns

- CBpBX4YYBCTBHTEJIHOCT KbM AKTHBHOTO BEWIECTBO(a), APYrH CYN(POHAMHIHH MPOH3BOAHH HAH
KBM HAKOE OT IMIOMOLIHHTE BELNECTBA OMUCAHHU B TOYKA 6.

- Bropu u TpeTH TpuMecTBp Ha OpeMeHHOCTTA (TOUKH 4.4 1 4.6).

- Texxo uepHoapoOHO yBpexkaaHe, OMnHapHa LIHPO3a H XOJIeCTasa.

- Texxo 6B6peuHo yBpexnaHe (KpeaTHHHHOB KTHpBHC <30 ml/min), aHyphs.

- PedpakTopHa XHIIOKAIHEMHSA, XMIIOHATPHEMHS, XHNIEPKAILIMeMHA H CHMITTOMATHYHA
XHIEPYPHUKEMHSA.

- Eanospemennara ynorpeba Ha Co-Diovan ¢ aTHCKHPEH-CBABPXKALIN NMPOIYKTH NPH NALMEHTH
che 3axapeH auabet wiam 66peuno yepexnane (GFR <60 ml/min/1,73m?) (Bx. Touku 4.5 K
5.1).

44 ChnensaJHn npeAynpexkaeHES H NpeANa3HE MEPKH OpH ynorpeba

[IpoMeHH B HHBATA HA CEPYMHHTE €JIEKTPOJIHTH
Bancapman

EnnospeMeHnHata ynotpeba c kannesn n00aBKkH, KaTHi-ChXpaHABalIA AMYPETHIIM, 3aMECTUTEH Ha
CONTA, ChABPKALIM KATHH, WM APYrd NeKapCcTBeHH MPOAYKTH, KOMTO OMXa MOIJIH Ja MOBHILAT
HMBATA HA KaJiMit (XETIapHH 4 T.H.), He ce npenopbuBa. CToliHOCTUTE HA KANHUS TpAOBa fa ce
MOHHTOPHPAT CHOTBETHO.,

Xuopoxnopomuasuo

[Ipu neuenne ¢ THA3HIHH JUYPETHLH, BITIOYHTENHO XHAPOXIOPOTHA3H], c€ ChoOLIaBa 3a Cirydal Ha
xunokanueMus. [Ipenopnusa ce 4€CTO MOHHTOPHpPaHE HA HUBATA HA CEPYMHHA KaMH,

JleueHHeTO ¢ THA3HAHH JANYPETHLH, BKIIOYHTENHO XUAPOXIIOPOTHA3H, C€ CBHP3Ba ¢ XHMOHATPHEMMHA
H XUIMOXJIOPEMHYHA alKaio3a. THa3HIIUTE, BKIMOYHTEIHO XHAPOXIOPOTHAIH, MTOBHIIABAT
eKCKDPELMATA Ha Marde3uii B ypuHaTa, KOeTO MOXe Ja J0Bee 0 XMnoMarnesneMus. EkckpeuusaTa Ha
KaJuMii HaMansaea Noj BIHAHHETO Ha THA3KAHUTE AMYypeTHLH. ToBa MoXe Ja JoBeAE A0
XUIICPKaNI{HEMHA.

KakTo np# BCHUKK NAaLMEHTH, NOTy4aBally AHYPETHHHO JICUCHHE, € HEOOXOANMO HA NMOAXOARL
MHTEPBAJIH OT BpPeMe a C€ OCHLUECTBABA ONpENEIIHE HA HIBATA HA CCPYMHHTE €JIeKTPOJIUTH




[MauuenTy ¢ HaTpHeB W/ uin obemen aeduumT
[TanpeHTHTE, NOAYYABAlH THASHAHH JUYPETHIIHM, BKITIOYHTENHO XUAPOXIOpOoTHA3HA, TpabBa na Obaar
HaOmoAaBaHH 34 M0ABA HA KJIMHWYHH NPH3HALM HA BOACH WIH CNCKTPOAMTEH AMcOanaHc,

IIpH NauHeHTH C TEKbK HATPHER H/KIH 0beMeH ACHIMT, KATO Te3H, KOHTO NOTyYaBaT BHCOKH A03H
RHYpPETHLH, B PeIKH cTyyaH clie]] 3anousaHe Ha Tepanus ¢ Co-Diovan Moxe J1a ce NosBH
CHIITOMATHYHA XMIIOTOHMA. HaTpreBuaT w/unu oOeMHHAT Ae@HUMT TpaOBa Na Ce KOpHUrdpa npeau
3anoysane Ha neuenuero ¢ Co-Diovan.

[laieHTH C TEXKA XPpOHHYHA ChpAcYHA HEAOCTATHHHOCT WM JIPDYTH CHhOTOAHNKA, TIPDH KOHWTO € HAIHLIC

CTHMYJIA1[H Ha CHCTEMATA PEHUH-aHMHOTEH3UH-ANIOCTEPOH
[Tpu maumeHTH, YnATo 6K6peuna ¢pyHkuMa 61 MOr/Ia 12 3aBHCH OT AKTHBHOCTTA Ha CHCTEMATa PEHHH-

aHr'MOTEH3UH-ANAOCTEPOH (Hanp. NaLHEHTH C TE€XKKA 3aCTOMHHA ChpAeMHa HEAOCTATHYHOCT),
NIEUYEHHETO ¢ HHXMOHTOPH Ha AaHTHOTEH3HH-KOHBEPTHPALLNA €H3MM CE CBbP3Ba C OJIMIypHs W/ HIH
[MPOrpecHpallia a30TEMHA H B pelIKH CTy4aH ¢ ocTpa Ob0pedHa HENOCTATEYHOCT H/HUITH CMBPT.
OlieHKaTa Ha NMALHEHTHTE ChC ChPACUYHA HEAOCTATHYHOCT WIH clie/] TPpEKapaH MUOKapAEeH HHQAapKT
BHHAru TpsAGBa Ja BKIIOUYBa M oLeHKa Ha OsOpeunaTa dyHkins. [Ipunoxkernuerto Ha Co-Diovan npH
MAUMEHTH C TEXKA XPOHHYHA ChpPJEYHA HEAOCTATHUHOCT HE € NTPOYHBAHO.

CnenoBaTeIHO HE MOXKe Ja C€ H3KJIIOYH, Y€ MopaaHd HHXHONpaHe Ha CHCTEMATA PEHUH-AHTHOTEH3UH-
annocrepoH npunaranero Ha Co-Diovan Moxke aa 6ba¢ CBbp3aHO ¢ yBpexkaaHe Ha OpOpeynara
¢yuxuua. Co-Diovan He TpabBa aa ce nMpHiara npH Te3H NalMEHTH.

Creno3a Ha 6B0peuHa aprepus

Co-Diovan ue Tpa0Ba 1a ce npwiara 3a JieueHHe Ha XUIEpTOHUA MPH MalHEHTH C €IHOCTPAaHHA WIH
ABYCTpaHHa CTeHO03a Ha 6BOpeuHHTE apTepUy HITH CTEHO3a HA apTepHA Ha ¢AMHCTBEH OBOpek, Thil
KaTo NPH TAKMBa NAlHEHTH € BE3MOXKHO MOBHILIABAHE HA CTOHHOCTHTE HAa CEpYMHHTE HHBA Ha yped H

KPEATHHHH.

[TepBUMMEH XHIEPANIOCTEPOHHIBEM
[TaumeHTHTE ¢ MHPBHUEH XHIIEPaIAOCTEPOHU3BM He TpaOBa na ce nekysat ¢ Co-Diovan, Teii karo

TAXHATa CHCTEMa PpCHHH-AHTHOTCH3HH HC € aKTHBHPAaHA.

AOpTHA ¥ MHTPAJIHA KJIAIIHA CTCHO3a, XUNEepPTpodUYHa 0OCTPYKTUBHA KapAHOMUOTIATHS
KaxkTo npH BCHYKH APYTH Ba30AHNIATATOPH € HEOOXOAHMO 0CODEHO MOBHLIEHO BHUMAHHE MpPH

MaLMEHTH, CTPAJAIlH OT A0PTHA HIH MHTPAJIHA CTEHO3a WJIH OT XUNneprpoduyHa oc6CTpYKTHBHA
kapauoMuaonatia (OXKM).

brOpeuHo yBpexRaHe
He ce Hanara xopMripaHe Ha A03aTa MpH NalMeHTH ¢ 6B6PEeUHO YBpeXaaHe H KPEaTUHHHOB KIIHPBHC

>30 ml/min (Bx. Touka 4.2). [IpenoprsuBa ce NEpHOAUUHO MOHHTOPHPAHE HAa CEPYMHHTE HHBA Ha
Kaui, KpEaTHHHH H MHKOMHA KHCeNHHa np npwiarane Ha Co-Diovan npH nauneHTH ¢ 6p0peuno

YBPEKIAHE.

br6peuHa TpaHCIUIAHTAIUA
Ilo TO3M MOMEHT HAMa HaTpyNaH OIKT Mo oTHolleHKe Ha 6e3onacHara ynotpeda Ha Co-Diovan npu

NaLMeHTH, IIpeKapaiu Hackopo 6p0peyHa TpaHCIUIaHTaLHe,

YepHoapodHo yBpexnaHe

[Tpu naumeHTH ¢ 1EKO A0 YMepeHo depHoapobHO yBpexaaHe Gea xonecrasa Co-Diovan Tpsabea na ce
ynoTtpebsaBa ¢ NOBMIIEHO BHHMaHue (Bx. Touku 4.2 u 5.2). THasuaHUTe JHypeTHLH TpAOBA Ja ce
ApUAaraT ¢ BHUMaHKE MPH NMALMEHTH ¢ yBpeaeHa yepHOapoOHa QYHKIHS HITH NPOrpecHpaLo
3abonspaHe Ha YepH ApoD, Thif KATO MAJIKH MPOMEHH BLB BOJHO E€NEKTPOIHTHHA OanaHc M
NpeaH3BUKA YepHOAPOOHa KoMa.




AHaMHe3a 38 aHr'HoeJeM
[TpH maiHeHTH, JIEKYBaHH C BAJICApTaH ¢a AOK/IAJBaHH CIy4YaH HA 8aHTHOEAEM, BKITIOUHTETHO OTOK Ha

NIAPHHKCA M rNOTHCA, IPHYMHABALLM OOCTPYKLHA HAa AWXATETHHTE ITBTHILA W/HIK TIOAYBaHe Ha
JIMUETO, YCTHHTE, GapHHKca W/WIH €3uKa. HAKOH OT Te3U MalMeHTH ca U3IABABAIIM NPEIH TOBA
aHrMoeaeM OT ApPYrH NekapcTa, BriounTenHo ACE nnxuburopu. I1pH Bp3HHKBAHE HA aHIMOEEM,
npueMsT Ha Co-Diovan Tpa6sa na ce npeycTaHOBH He3a6aBHO K Aa HE C€ NMpPUIIAra MOBTOPHO (BHXK
Touka 4.8).

CHCTeMeH JIYITyC epHMTEMATOZEC
Cnobasa ce, Yye TMa3HIHUTE NUYPETHLH, BKITIOUUTETHO XHAPOXIOPOTHA3HI, MOTAT a ODOOCTPAT WK

1a aKTUBMPAT CUCTEMEH JIYITYC EPHTEMATOJIEC.

Jpyru MeTabONUTHH HADYLUICHUA
TuazuaHUTE JHYPETHLH, BIIIOYHTEIHO XUAPOXTOPOTHA3U, MOTaT JIa HAPYIIAT MIIOKO3HUS TOJIEPAHC

H ZIa OBHHIAT CEPYMHHTE HHBA HA XONECTEPOJI, TPHITTHLEPHAH H NMMKOYHA KucenuHa. IIpH naimeHTH
¢ nuaber MoXe Aa € HeoOXONMMO KOpHMrUpaHe Ha 103aTa Ha MHCYJIHHA WIH Ha MTEPOPATHOTO
XMITOMTMKEMHUYHO CpeacTBo. THA3HIHHUTE JHYPETHLIM MOTaT Aa MOHIDKAT EKCKPELIMATA Ha KATLUH B
YPHHATA M 3 AOBEAAT 4O MHTEPMHTEHTHO JIEKO MOBHIIIABAHE HA HUBATA HA CEPYMHHSA KAJILHHK NpH
JIMIICA HA YCTAHOBEHO HapylLIeHHe Ha KanuueBHa MeTabonH3bM. M3pasenara xunepkanudeMHa MOXe
Ia € A0Ka3aTelICTBO 3a MOAISXKAlll XHIepnapaTupeouausbM. [IpueMBT Ha THA3HMIAHH JHYypEeTHIH
Tps6Ba Na 6be NpeKpaTeH Npean NPOBEXAAHETO HAa M3CICABAHUSA HA APATHPEOHAHHTE (YHKLIMH.

QoTOUYBCTBUTEIHOCT

Croflaga ce 3a Cliyuad Ha peakIi Ha (OTOMYBCTBHTETHOCT NpPH MPHEM HA THASKHIAHH THYPETHLIM
(Bx. TOuka 4.8). AKO peakuMaTa Ha POTOYYBCTBHTENHOCT BL3HHKHE B X014 Ha JICYECHHUETO, CE
MpenophYBa CIIMPaHe Ha JeYeHHeTo. AKO Ce CUHTA 3a He0OXOAMMO NOBTOPHO MpH/IaraHe Ha
NHYPETHKA, CE TPENnopbuBa 3allliTa Ha 06nacTHTE, H3NI0KEHH Ha CITBHLE WM H3KYCTBeHa UVA

CBCTJ/IHHA.

bpeMeHHOCT
He tpa6Ba aa ce 3ano4sa seueHue ¢ aHrnoreH3uH Il peuenropuu 6nokepu (APB) no BpeMe Ha

GpeMerHocT. OCBeH ako MpoALKUTENHATa Tepanus ¢ APD ce npeueHH KaTo ChINECTBEHA, JICUEHUETO
Ha MALMCHTKH, KOHTO TUIaHYBAT OpeMEHHOCT, Tpa6Ba na 6be 3aMEHEHO ¢ ANITTEPHATHBHO
AHTHXHINEPTEHINBHO JiIeUCHHE ¢ YCTAHOBEH Npo¢un Ha 6e30nacHOCT 3a ynotpeba no BpemMe Ha
6pemennoct. [Ipu ycTaHOBABaHe Ha 6pemeHHOCT NledeHHeTo ¢ AP Tpsabea HesabasHO na ce
NpeyCTAHOBH M /1a Ce 3aMOoYHe aNnTepHATHBHO JICHEHHE, aKO € NMOAXOAAI0 (BX. TOUKH 4.3 H 4.6).

Ob6wu
Heo6xoauMO € MOBHIIEHO BHHMAaHHE MPH NALMEHTH ¢ NIPEALIECTBALIA CBPBXYYBCTBHTEIHOCT KM
Apyru anruoTeH3yH 1 peuenropHu 6noxkepu. PeakiHHTe Ha CBPBXIYBCTBHTENIHOCT KbM

XHAPOXJIOPOTHA3H/ Ca MO-BEPOSTHH MPH NALMEHTH, CTPAIALIH OT aJieprus HIH acTMa.

XopouaaneH W3IHB, OCTPa MUOMHA H BTOPHYHA OCTPA 3AKPUTOBIbJIHA TlIaYKOMAa
XuapoxnopoTHasua, KaTo CyJIQOHaMU], Ce CBBP3Ba ¢ KAMOCHHKPATHYHA peakiius Boaella 0

XOPOHAAICH H3NMB ¢ Ae(EeKT Ha 3PHTENHOTO M0JIE, OCTPA MPEXOAHA MHOMUA H OCTPA 3AKPHUTOBIbIIHA
rnaykoMa. CHMIOTOMHTE BKJTIOUBAT BHE3AINTHO CHIHO HAMANICHA 3pHTEIHA OCTPOTa WK OONKa B OYMTE
H OOMKHOBEHO C€ MOABABAT B PAMKHTE Ha HAKOJKO Haca A0 CCOMHLIM OT 3aMno4yBaHe Ha JICYEHHETO.
HenkeypaHaTa ocTpa 3aKPHTOBIBIHA [JIAYKOMa MOXE J1a JOBEE 0 NOCTOSHHA 3aryba Ha 3peHHETO.
TepanusaTa ¢ XUAPOXNOpOTHA3UA TpAGBEA a Ce NMPEKpaTH BE3MOXHO HaH-0Bp30. Moxe aa ce HasoxKH
He3a0aBHO METMLIMHACKO WIH XUPYPrH4HO JIEYEHHE, aKO BbTPEOYHOTO HANIAraHe He MOXKE a Ce
KOHTpOJIHpa. PUCKOBHTE QakTOpH 3a pasBHTHUE HA OCTPA 3aKPHTOBIb/IHA IJIAYKOMAa MOXKE Ja BKITIOYBAT

MPEAMINHO JIEYEHHUE ChC CYyNPOHAMUAM WIH ANeprus KbM MEHHLIWITHH.

JlBoiiHa 610KANa HA PEHWH-aHTHOTEeH3HH-aJ0CcTepoHOBaTa cHcTema (PAAC)

Hma naHHHM, ye enqHoBpemenHaTa ynotpeba Ha ACE nHxuburopu, anrnorensut ll-peuent
OnoKepH WIH aIUCKMPECH NOBHILABA PHCKA OT XHINIOTOHHSA, XMINCPKAIUEMHA H HAMAJIABAHE
6u6peunara GyHKIMA (BTIOYHTENHO ocTpa 6b0peuna HexocTaThuHOCT). Ilopaan ToBa He
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npenopbYBa AoiHO 6nokupaHe Ha PAAC upes kombuHuparata ynorpeba Ha ACE HHXHOHTOpH,
anrnotensuH ll-peuentopHu Gnokepu Wwin ankuckupeH (BXK. TOYKA 4.5 1 5.1)

AKO ce MpeLeHH, e TepamuaTa ¢ JBoiHO 610kHpaHe € abcomoTHO HeoOXoAUMa, TOBA TpAOBA Aa
CTABA CaMoO MO HaOMIOAEHHETO HA CIICLIMAIMCT U IPH Y€CTO BHUMATETHO MOHHUTOPHPAHE Ha
6BnOpeunara QYHKLMSA, €1EKTPONHTUTE H KPbBHOTO HA/IACAHE.

ACE unxuburtopH H aHrdorensut ll-peuentopun 6noxepu He Tpa6Ba na ce H3NON3BAT AHOBPEMEHHO
MpH naiMeHTH ¢ guaberHa HedponaTus.

HemenaHOMEH paK Ha KOXKaTa

B aBe enmMAEeMHONIOrHYHY MPOYYBaHHA, CCHOBABAIIK C€ HA AATCKHA HALIHOHAJICH PAKOB PETHCTHP, €
HabmonaBaH NMOBHILEH PUCK OT HeMenaHoMeH pak Ha koxkaTa (HMPK) [6azanHoxieTsueH kKapLMHOM
(BKK) u ckBamo3HokneThueH KapuuHOM (CKK)] nmpu HapacTBailia ekcno3HIHsa Ha KyMyJIaTHBHA 1034
xuapoxnoporuasun (XXT3). Gorocencubunusnpawmre epextd Ha X XT3 Morar aa aeicTear kato
BEpOATEH MeXaHW3bM 3a passutHe Ha HMPK.

Mauuenrure, npuemauin XXT3, tpsabea na 6baar unpopmupanu 3a pucka or HMPK u crerBann
PEIIOBHO J1a IPOBEPABAT KOXKATA CH 38 HOBM JIE3UH H He3abaBHO Ja chobLuaBar npH nossa Ha
MOAO3PHTEHH KOXKHH Jie3ud. Ha naunenTure TpabBa na ce npernopbyaT Bb3MOXKHH NPEBAHTHBHH
MEPKH, KATO OrPaHH4YEHO H3naraHe Ha CTbHYEBa CBETIIMHA H YJITPABHONETOBH JIbYH, & B CITy4aH Ha
eKCIO3KILMA, NOAXOAAIIA 341LIHTA, 34 1a C& CBEAE A0 MHHMMYM PHCKDBT OT PaK Ha KoXara.
[Toao3puTenHHUTe KOXHH JIe3HH Tpabea aa 6BAaT noANoKeHH Ha He3abaBHO M3C/eBaHE,
NOTEHIHATHO BKIIOUBALIO XHCTONOTHYHH H3ceaBaHus Ha OHoncuuBM MaTtepuani. [lpepasraexxnane
Ha ynorpebaTa Ha XXT3 Moxe Aa c€ HaoXKH H NPH NAlMeHTH, KOMTO ca WManu npeaxoxeds HMPK
(BX. cBIIO TOYKA 4.8).

Octpa pecnupaTopHa TOKCHYHOCT

Cnen npveM Ha XHIPOXJIOPOTHA3HA ce choOWAaBaT MHOIO PeAKH TEXKH CJTy4aH Ha 0CTpa
PECITMPATOPHA TOKCHYHOCT, BKIIOUHTENTHO OCTHP pecrpaTtopeH auctpec cuuapom (OPJC). Cnex
MpHEM Ha XMAPOXJIOPOTHA3H OOMKHOBEHO ce pasBuBa OenoapobeH OTOK B pAMKHTE Ha MHHYTH 10
yacose. B HAYATOTO CHMITTOMHTE BK/IHOUBAT AUCIIHEA, MOBHUIICHA TEMNIEPATYpa, BIOIIABaHE HA
6enonpobHaTa GyHKumMA K xunoroHus. [Ipu ceMHeHue 3a ARDS Tpabsa na One cnpsH npHeMsT Ha
Co-Diovan H 1a ce NpHIOKH TOAXOAAIL0 NeueHHe. XHAPOXAOpoTHA3HA He TpsaOBa aa ce mpunara rnpH
naldeHTH, KOWTO npelx Toea ca nonydasand OPIC cien npHem Ha XMAPOXJIOPOTHA3H.

4.5 BiauMoaecHCTBHE C APYTH JICKAPCTBEHE NPOAYKTH B ApYrH GOpMH HA B3aEMogeHCTBHE

BiauMo/ieicTBHA, CREP3aHM C BaJiCAPTAH U XHAPOXJIOPOTHAZUN

He ce npenopvuea ednospemenna ynompebda

Jumui

OB6paTUMO NMOBHILABAHE HA CEPYMHHTE KOHLICHTPAMH Ha JIMTHI H TOKCHYHOCT Ca ChoOIEeHH npH
eaHoBpeMeHHara ynorpe6a Ha nuthii ¢ ACE uaxuburopu, anrsorensut Il peuerrropHu 6510xepy wim
THA3UIHH JHYPETHIM, BKITIOYHTEIHO XuapoxiaopoTHazul. T KaTo THR3HHHTE JUYPETHIIH
HaMmangsaT Op0peuHnsa KTMPBHC HA IMTUIA, ce Ipeanonara, Y€ phCKbT OT JIMTHEBA TOKCHIHOCT MOXeE
1a 6bae nosuiueH AombIHATENHO ¢ Co-Diovan. [IpenopbuBa ¢€ BHUMATENHO CJIEIEHE HA CEPYMHHTE
HHMBA Ha JINTHH, 8KO Ce MNpELEHH, Y¢ KOMOMHaLMATA € HeoOX0AuMa.

Heobxodumo e noguieno snumarue npu eQHogpemMenna ynompeba
Hpyeu anmuxunepmen3uenu azenmu

Co-Diovan MOxe Ja NOBHIIIH €(PUKACHOCTTA HA APYIH JIEKAPCTEA C AaHTUXHIIEPTEH3HBHH CBOMCTBA
(Hanp. rBAHETHNH, MeTHIAONA, Ba3oauaaTaTOpH, ACE HHXHOHTOPH, AHPTHOTEH3HH PELICTITOPHH
6noxepu (APB), Geta-0nokepu, KaniMeBH aHTArOHUCTH) H IMPEKTHH PEHHHOBH HHXHOHUTOPH

ITpecopnu amuru (Hanp. HOpaApPEHaNUH, ApEHATHH)
BB3MOXHO € HAMAIIBAHE HA OTrOBOpa KbM MpecOpHH aMUHH. KIIMHHYHOTO 3Ha4Y€HHE H

HEYCTAHOBEHO H HEAOCTATBHUYHO, Y€ Aa OBAaT CnpeHy.
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Hecmepoudnuu npomueoevsnanumennu cpeocmsa (HCIIBC), exmovumenro cenexmusnu COX-2
UHXUBUMOPU, YeMuICaTuyur0ea Kuceauna >3 g/onesno u necenexmusnu HCIIBC

HCIIBC morar Aa oTcabsaT aHTUXUNEPTeH3IMBHUA €PEKT KAKTO HAa AHrMOTeH3uH 11 penentopuure
AHTATOHUCTH, TAKa H HA XHAPOXJIOPOTHA3KAA NPH eHOBPEMEHHO npuioxeHue. OcBeH TOBa,
exHOBpeMeHHOTO rpunarade Ha Co-Diovan u HCIIBC moske aa n1oBene o BIolIaBaHe Ha
6uOpeunara GpyHKLMS NOBHILIABAHE HUBATA Ha cepyMHMs Kanuid, [lopaau ToBa ce npenopnusa
npocienspane Ha Op0peunara pyHKLMA B HAYAJIOTO HA JIEUEHHETO, KAKTO H &1CKBATHA XHAPATALIHA HA
NalHeHTa.

B3auMoneUCTBHA, CBbP3aHU ¢ BaJiIcapTaH

Hsotma baoxada Ha perun-anzuomen3un-azdocmepornosama cucmema (PAAC) c APb, ACE
UHXUOUMOPU Wil ANUCKUDEN

JlaHHM OT KIHHWYHM MPOYYBaHHA MTOKA3BAT, Ue ABOMHOTO GIOKMpaHe Ha PEeHHH--aHTHOTEH3HH-
anpocreponosata cucrema (PAAC) upes kombunHpanaTa ynotpeba na ACE HHxubuTOpH,
aHruotTensuH II-peuerropHu Gji0kepH HIH ATHCKUPEH C€ CBBP3Ba ¢ MO-BUCOKA YE€CTOTA HA HEXeJTaHH
cHOUTHA, KATO HANPHUMEP XHIIOTOHHA, XHIIepKanHeMud U HamaigBaHe Ha 6p0peuHaTa QyHkuus
(BKJIIOUHTETHO OcTpa 0B0peuHa HeJOCTATBYHOCT), B CpaBHEHHUE ¢ yroTpebaTa caMo Ha elHO
cpeacTBo, aeiicTeao BupXy PAAC (8. Toukn 4.3, 4.4 u 5.1).

He ce npenopvuea ednoepementa ynompeba
Kanuii-coxpansasaugu ouypemuyu, xanuesu 006a6Ku, 3amMEeCMUments Ka COAMA, CbObPICAUfU KUK UTY

Opyau cybcmanyuu, koumo buxa mo2iu 04 NOSUAM HUBAMA KA KARUY
AKO ce npeLeHH, Ye € HeoOXOAHM JIEKAPCTBEH MPOAYKT, KOHTO 3acAra KATHEBHTE HMBA B KOMOUHALIUS
C BAJICapTaH, NMPEeNnopbYBA Ce CIICACHE Ha NJ1Ia3MEHUTE HUBA Ha KaTMH.

Tpancnoprepu
HUn BUTpO JaHHU MOKA3BAT, Y€ BaJcCapTaH € cyOcTpar Ha TPaHCIIOPTEPUTE 32 YEPHOAPOOHO 3axBalliaHe

OATPI1B1/OATP1B3 u Ha uepHoapoOHus edaykc TpaHcnioprep MRP2. KnuHuysOTO 3HaUeHHe Ha
TA34 HAXOJKA HE € H3BECTHO. EAHOBPEMEHHOTO IPUIIOKECHHAE HA HHXHOHTOPH Ha TPAHCIIOPTEPHTE 3a
3axsamane (Hanp. puamMnuH, WHKJIOCTIOPHH) WK Ha eduIyKe TpaHCnopTepuTe (Harp. puTOHaBHp)
MO>K€ Jia NOBHUILIK CHCTEMHATA eKCIO3HLIMA Ha BasicapraH. IlpeanpueMere noaxoasily rpH>KH IPH
3arIOYBAHE H/IH NPEKPATABAHE HAa ChITFTCTBALLO JICYEHHE C TAKMUBA JIEKAPCTRA.

JTunca na e3qumoodeticmsus
[Tpu npoyuBaHua 3a JIGKAPCTBCHH B3aHMOAEHCTBHA C BAICAPTAH HE €A YCTAHOBEHH KJIHHHYHO

3HAYMMH B3aHMOIEHCTBHA MEKIY BAJICAPTAH H HAKOE OT ClIEAHUTE BELECTBA: IMIMETHAUH, BapdapHH,
bypo3eMHa, AMFOKCHH, aTEHONOMN, HHAOMETALMH, XHAPOXIOpOTHa3KH], aMIOAHNHH, IMHOCHKIaMHA.
JIMrOKCUH U MHAOMETAIIMH MOraT J1a B3aMMOACHCTBAT ¢ XUAPOXJIOPOTHARUAHATA KOMITIOHEeHTA Ha Co-
Diovan (Bx. “B3anMoaeicTBHA, CRhP3aHU ¢ XHAPOXIIOPOTHA3HI ).

B3auMoaeHCcTBHE, CBBP3AHU C XUAPOXJIOPOTHASUA

Heobxo0umo e nosuweno snuManue npu eonoepeMenna ynompefa

Jlexapcmeenu npoOyKmu, nOGAUABALYU HUBOMO HA KATUN.

XHnokaTHeMHYHHAT ePeKT Ha XHAPOXIOPOTHAZMAA MOXKE Aa CE€ NMOBUILH NPH €THOBPEMEHHOTO
MPWIOXKEHHE HA KANU-ryGernu AUy peTHLIM, KOpTHKOCTeponan, nakcatied, ACTH, amdorepuuny,
KapOeHOKCONIOH, NeHULUMANH G, CAMHIIUIOBA KHCEIHHA H IPOH3BOJHHUTE H.

AKoO ¢ HeOOXOAMMO MNPEANMHCBAHETO HA TE3H JEKAPCTBEHH NPOJYKTH €AHOBPEMEHHO ¢ KOMOMHaLMATA
XHMAPOXJIOPOTHA3H/I-BAJICAPTAH, ce NMPENOpbMBa MOHHTOPHPAHE HA IUIa3MEHUTE HHBA Ha KAJIHi (BXK.

TOUYKa 4.4).

Jlexapcmeaenu npodyxmu, xoumo moz2am 0a npeduzeuxam torsades de pointes
[Topaau pucKa OT XHIIOKATTHEMHA XHAPOXNOpOTHA3HA TpAOBA Ja ce npuara ¢ MOBHILEHO Hﬁ@
[IPH EHOBPEMEHHO MPIIOKEHHE C JIEKAPCTBEHHN MPOAYKTH, KOUTO MOTAT MPEANW3BHKAT 1 a@

pointes, Hali-Beue Kkiac Ia u knac [11 aHTHAPUTMHLH H HAKOHM aHTHIICUXOTHLIH. s




Jexapcmeéenu npodyKxmu, nOGRUABQUIY HA CEPYMHOTRO HUBO HA HAMPUU

EdexTsT Ha XMIIOHATPHEMHSA Ha JUYPETHLIMTE MOXKE 1a C€ 3aCHJIH NP €IHOBPEMEHHOTO MPHIIOKEHHE
C NeKApPCTBA, KATO AHTHAENPECAHTH, AHTHICHXOTHLH, AHAHENTWIANTHLM U T.H. Heobxonumo e
BHHMAHHE TNPH NPOAB/BKHTENHO JIEYEHHE C Te3H JIEKapCTRa.

Jluzumanucoeu 2nuxo3uou
Tyuazua-uHOyLMpaHa XHHOKAIMEMHUSA WM XHIIOMArdHe3MeMHa Morar Ja ce H3ABAT KaTO HEXKE/IaHH

peaKiyy, ynecHsBalKH Ha4aJo0TO HAa THMHTATHC-HHAYLIMpaHHK ChpAEYHH apUTMHHK (BXK. TO4aka 4.4).

Kanyuesu conu u eumamun D

[MpunaraHeTo Ha THA3HAHM AHYPETHLIM, BKTIOYHTEIHO XHAPOXJIOPOTHA3HA, ¢ BHTaMHH D WIIH ¢
KAILIUEBH COJIH MOXKeE Ja NOTEHIMpAa NOKAYBAHETO HA CePYMHHA KaILMH. EAHOBPEMEHHOTO
NPUIOKEHHE Ha THA3HACH THI1 JIMYPETHLH € KATLHEBH COM MOXeE [a ZOBEE 0 XHIePKaILMeMHs
NpH NAlLMEHTH, MPEAPA3NONIOKEHH KbM XHIIEPKAINMEMHUS (HANp. XMNEPapaTHPEOAN3IbM,
3JI0KaYECTBEHO 3a00/IABaHe WIN CbCTOAHHA onocpeacTBaHK ot BuTaMuH D) upes noBHiIaBaHe Ha

TyOynHaTa peabcopOips Ha Kanmms.

Anmuduabemnu rexapcmaa (IEpOPaNHH CPEACTBA H HHCYJTHH)

THa3sHOHUTE AMYPETHLIM MOXKE J1a OKAXKAT BJHAHHUE BLPXY IIIOKO3HHS Tofepanc. Moxke fa ¢
HeoOXOAMMO KOPHIHpaHe Ha AO3HTE.

MerdopMuH TpaGBa Aa ce NpHeMa ¢ NOBHIICHO BHUMAHHE MOPaJH PHCK OT JIAKTATHA alH/03a,
MHIYLHpaHa OT BE3MOXHA PYHKIIMOHANHA OBOpeuHa HENOCTATEYHOCT, CBBpP3aHa ©

XHAPOXJIOPOTHA3HL,

Bema-6roxepu u ouazoxcuo

EaHOBpEMEHHOTO MPHIOKEHHE HA THASHIHH IHYPETHLM, BKIIOUYHTEIHO XHAPOXTIOPOTHAZHA, M
GeTa-Onokepy MoXe 214 MOBHIIH PUCKA OT XUNepriiukeMus. THa3MHHTE AMYPETHLH, BIUTIOUHTEHO
XHIPOXJIOPOTHA3HA, MOTaT J1a MOBHILAT XHNEPIIIHKEMUYHHUA €PEeKT HA INAa30KCHA.

Jlexapcmeernu npooykmu, npuaazany 3a revenue Ha nodazpa (NpodeHen, CyI(PHUHNHPA3OH K
aJIOIypUHON)

BB3MOXHO € 3 c€ HAIOXKH KOPUTHPaHE Ha 103aTa HA YPHKO3YPHYHHTE CPECTBA, ThH KaTo
XHAPOXJIOPOTHAZHA MOXKE Ja NOKa4YH HMBATa Ha CepyMHaTa IMMHKOYHA KMcenuHa. Moxe na e
HeoOXO0AMMO /1a Ce YBeNH4H A03aTa Ha npobeHenna U cynpuHnUpa3zoH. EqHOBpeMEHHOTO nipunarase
Ha THA3HIHH AUYPETHLM, BKIIOYHTEIHO XUAPOXJIOPOTHA3H, MOXKE [ MOBHIIH YECTOTATA Ha
pPEeakLIMHTE Ha CBPBbXUYYBCTBUTEIHOCT CIPAMO &JIOMYPHHO.

Anmuxonrurnep2uiHu 1eKapcmeeHu npenapamu u Opy2u 1eKapcmeenu nPooyKmu, noerulsau

CMOMQUIRUS MOmMURUmMem
BHOHAMMYHOCTTA HA THASKWIHHTE AMYPETHLIH MOJXKE J1a C€ TIOBHMIIH OT AHTHXOIHHEPrHUHUTE

NIeKapCcTBEHH NPOAYKTH (Hanp. aTponHH, OHNHPENHH), BEPOATHO NOPAAH HAMAIABAHE HA MOTUIIMTETA
Ha CTOMALIHO-YPEBHHA TPAKT K 3a0aBAHE Ha BPpeMETO 3a M3rpa3saHe Ha ctomaxa. OOparTHo, ouakna ce
MPOKHHETHYHHTE JICKAPCTBA, KaTO LIM3ANPHL 112 MOHKAT OHOHANTMYHOCTTA HA THA3HAHMTE

ZMYPETHLA.

Amaxsmaoun
TuasuaHuTe AMYPETHLH, BKAIOYUTETHO XHAPOXIOPOTHA3HA, MOTAT /1a MOBHMIIAT PUCKA OT HEXeaHH

peakUHH, MPHYMHEHHU OT aMAHTAAHH.

Hownoobemuu cmonu
AGcopbumaTa Ha THa3UIHUTE JHYPETHLM, BKIIOYHTEIHO XHAPOXNOPOTHA3NUA, CE HAMaNABa OT
XONEeCTHPAMMH H XoJiecTHmnon. ToBa Moxe Aa foBene N0 cy6-TepanepTHYEH ePEKT HA THA3
naypetnun. Obadve, pa3npeseIHETO HA 103aTa XUAPOXJIOPOTHA3UL U CMOJIA, TaKa, 4e
XHAPOXJIOPOTHA3H] a Ce Mpuiara Hai-Manko 4 yaca npean win 4-6 uaca cieq Mpuio
CMOJIM, MOJKE A3 CBEAE A0 MHHAMYM B3aUMOAECHCTBHETO HM.

Llumomoxcuunu nexapcmeenu npooyxmu




THa3sHAHUTE JUYPETHLIH, BKIIOYMTETHO XHAPOXIOPOTHA3HI, MOTaT Aa HamanaT On6peuHaTa

eKCKpeLMs Ha LIMTOTOKCHYHUTE JIeKApCTBEHH NPOXYKTH (Hanp. uuxiopochamMui, METOTPEKCAT) H 1a
NOTEHLMPAT TEXHHTE MHENIOCYTIPECHBHH edeKTH.

Hedenonapuszupaugu cxeiemHoMycKyanu peaaxcanmu (Hanp. TyOOKypapHH)
THasHAHMTE JUYPETHLH, BIJIIOYHTENHO XHAPOXIOPOTHA3H]L, NOTEHUMPAT AEHCTBUETO HA
CKENETHOMYCKYJ/IHHTE pPelIaKCaHTH, KaTo IIPOH3BOJAHHUTE Ha Kypape.

Luxnocnopus
ExHOBpeMEHHOTO NpHIaraHe ¢ UMKIOCTIOPUH MOKE 1a IIOBHLUH PHCKA OT XUNEPYPHKEMHA H

YCJIOKHEHHS Ha MoAarpara.

Anxoxon, bapbumypamu uiu HaQpKOMUYHU éetecmsa

EnHOBPEMEHHOTO NMPUNOKEHHE HA THA3HAHK AMYPETHLH ChC CHOCTAHLIMK, KOHTO CHILO MPHTEXKABAT
MOHIKABAL KPBBHOTO Hajiarane egexr (Hanp.upe3 HaMaJiiBaHe akTHBHOCTTa HA CHMIATHKOBATA
HEPBHA CHCTEMA WIH JHPEKTHATA Ba30/WIATATOPHA GKTHBHOCT) MOXKe J1a MOTEHLKPa OPTOCTATHYHA
XHITOTOHHS.

Memunoona
HmMa uzonupaHy choOleHUd 33 CITy4aH Ha XEMOJIMTHYHA aHEMHA NPH €AHOBPEMCHHO MPHIIATraHe Ha

METUJIIONA U XHIAPOXJIOPOTHA3HA,

Kapbamazenun

[MauueHTHTE, MPUEMALUH XHAPOXJIOPOTHA3UA €HOBPEMEHHO ¢ KapbaMa3enuH, MOrar Ja pa3sBusT
xunoHarpuemus. [Topanyn Ta3sH npuyMHa TaKMBa NaUKEeHTH TpaOBa fa 6baaT peaAynpeacHH 3a
BB3MOXKHOCTTA OT XMIIOHATPHEMHYHH peakLMH 4 Aa OAaT BHUMATETHO NMPOCEASBaHH.

Hoonu xonmpacmuu cpedcmsa

B ciyuail Ha AMYPETHK-HHAYLIMPAHa JEXHAPATALMS € HAHLE MTOBHIIEH PHCK OT ocTpa On0peyHa
HEAOCTATHYHOCT, 0COGEHO MPH BUCOKK A03M Ha HoaHua npoaykr. IlanuenTure Tpsabea na ce
peXHApATHUPAT IpEaK NpUnaraHeTo Ha HOQHH KOHTPACTHH BELIECTBA.

4.6 DbpemMeHHOCT, KbpMEHE H (PEPTHIHTET

bpemennocm

Bancaprax
Ynorpebata Ha anrdoteHsuH 1l peuerrropuu 6nokepu (APb) He ce npenopbuBa Npe3 NEPBUA

TpUMecTbp Ha OpeMeHHOCTTa (BX. Touka 4.4). Ynotpebara Ha APb e npoTHBONoOKaszaHa npes BTOPHS
M TPETHA TpUMecThp Ha OpemenHocTTa (BXK. TOYkH 4.3 U 4.4).

EnmuaeMHONOrHUHHTE JAHHH 338 PHCKA OT TEPATOTEHHOCT cief ekcno3uims Ha ACE HHXuObHTOpH npe3
ITLPBUA TPHMECTEP Ha OPEMEHHOCTTA HE Ca OKOHUYATE/IHM; HE3ABHCHMO OT TOBA HE MOXKE J1a c¢
H3KJIIOUH JIEKO MOBHINEHHE Ha pHMCKA. Benpeku e HAMa KOHTPOJIHPAaHH eNMHUASMHOJIOTHYHH JaHHH 34
pucka ot aurnoteHssH I peuenropun 6okepu (APB), nogpoben puck Moxke a ChLIECTBYBA NIPH TO3H
knac sexkapetba. OceeH B cmyuaii ye repanusaTa ¢ APb ce npelieHsapa kaTro MHOrO BaXkHa,
NANUEHTKHUTE, KOHTO IUIaHYBaT OpeMeHHOCT, TPiAOBa Na MpeMHHAT Ha aNTePHATHBHO
aHTHXHIIEPTEH3NBHO JICUCHHE ¢ A0Ka3aH npodun Ha HesonacHoCT 3a ynorpeba npu OpemeHHocCT. Ipn
ycTaHOBABaHe Ha 6peMeHHOCT NeueHHeTo ¢ APB Tpabsa na ce npeycraHoBH He3abaBHO U MPH
HeoOXOUMOCT Ja Ce 3amOYHe anrTepHaTUBHA TCPaIHA.

H3BecTHO €, 4€ eKCMO3MIIMATA Ha Tepaniud ¢ APb r1o BpeMe Ha BTOpHA U TPETHA TPUMEC
6peMeHHOCTTa NPHYHHABA (PETOTOKCHYHOCT TPH XOpa (noHWkeHa OL0peyHa QyHKums,
ONMrOXHIPAMHHOH, 3a0aBeHa ocU(HKALMA HA Yeperna) H HEOHATAITHA TOKCHYHOCT (610
HeJOCTAThYHOCT, XHIIOTOHHS, XMNEepKATIMEMH) (BXK. CBILO TOYKa 5.3).



B ciyuqait Ha ekcriosuuus Ha APB cnes Bropus TpUMeECThp Ha OPEMEHHOCTTA C€ NMPEnopbYBa
yJITPa3ByKOBa NMpoBepka Ha OhOpeuHaTa PyHKLHA H Uepena.

HosopoeHH, ydUTO Maiku ca npuemanu APD, Tpabpa na 6v1ar BHMMaTeIHO HAbNoAaBaHH 3a
XUIIOTOHHUA (B3K. ¢hILO TOUKH 4.3 u 4.4).

XHIPpOXIIOPOTHA3H

Hanuue e orpaHd4eH ONHT OTHOCHO YHOTpeOaTa Ha XHAPOXJIOPOTHA3HA MO BpeMEe Ha OpEeMEHHOCT,
oco0eHO npe3 MbpBUA TPUMECTBY. [IpoyuBaHHATa NPH )KUBOTHH Ca HEIOCTAThYHH.
XuapoxiopoTHa3ul peMHHAaBa Ipe3 rianueHTara. M3xoxkaaiku oT papMakoIOrHyHua MEXaHH3bM Ha
AEHCTBHE HA XHAPOXJIOPOTHA3H, ynoTpebaTa My npe3 BTOPHA M TPETHS. TPHMECTBP MOXE J1a HapyILIH
dbeTomnanenTapHata nepdys3usa H ja JoBelie A0 GETATHH H HCOHATANIHM YCIOXHEHHA KaTo
XBATEHHLIA, HAPYLISHH Ha eJIEKTPOJNIMTHHUSA OajlaHC H TpOMOOIIMTONEHH.

Kvpmene

JIunceaT AaHHH OTHOCHO ynoTpedaTa Ha BAJICAPTaH MO BpeEME Ha KbpMEHE. XHUAPOXIOPOTHA3HL CE
eKCcKpeTHpa B KbpMarta. [Topaau Tasu NMpHUYHHA HE Ce npenopr4Ba npueM Ha Co-Diovan no speme Ha
kppMene. [IpeanounTa ce aNnTepHaTUBHO JIEYCHHE C M0-100pe ycTaHOBEH NPOodHI Ha 6e30nacHOCT 110
BpeMe Ha KbpMeHe, 0cOOEHO NpH KbpMEHEe Ha HOBOPOJEHO HAH HEIOHOCEHO Oebe.

4,7 EdekTn Bbpxy cnocobHocTTa 32 modupaHe H pabora ¢ MAIIHHH

He ca npose:xaany npoys4sanus 3a edexture Ha Co-Diovan BbpXy crioco6HocTTa 3a wodupaHe U
pa6ora ¢ mainuun. Tpsabea fa ce uMa nmpeaBK, 4Ye NpH HodgHpane U paboTa ¢ MalIHHU € BB3MOXHO
MIOHAKOTA JIa HACTHIAT 3aMasHOCT WM yMOpa.

4.8 Hexelann JeKapCTBEHH PeaKIHH

HesxenauuTe IEKApCTBEHH PeaKIMH, ChOOIIEHH NPU KIMHHYHH MIPOYUBaHHA U N1abOPaTOPHH HAXOIKH,
HACTBHIIBALIH I0-4YECTO MPH BAJCAPTaH IUIIOC XHAPOXJIOPOTHAZK CIIPAMO IUTanebo, KaKTo U
OTACHUTE CHOOINCHHA N0 BpeMée Ha MOCTMAapKETHHI'OBHA NIEPHO, Ca NIPECACTABEHH NO-A0Y 110
CHCTEMO-OPraHHH KinacoBe. HexenaHUTe peakliy, 38 KOHTO C€ 3Hae, Y€ HaCTRIBAT NPHU NPUIAraHe Ha
OTAC/THUTE CHCTABKH CAMOCTOSNTENHO, HO KOHUTO He ¢a HabmoaaBaHu IpH KIMHAYHHATE MPOYYBaHHA,
MOTAT Ja BB3HHKHAT B XO/4 HA JISYEHHETO C BAJICAPTaAH/XUPOXNOPOTUASHULL.

HexeaaHR JEKAPCTBEHH
HexxenarHuTe 1€KapCTBEHH peaklivy ca NMOJAPEASHH 10 YeCTOTa, HaH-Y€CTHTE Ca ITBPBH, CHIVIACHO

cJIeHATA KOHBEHUMA: MHOro YecTH (> 1/10); wecth (= 1/100 to < 1/10); Heuectn (= 1/1 000 to

< 1/100); peaxu (> 1/10 000 go < 1/1 000); mHoro peaxu (< 1/10 000); ¢ Hen3BecTHa YecToTa (OT
HAJIMYHHUTE JaHHU He MOXe [a O6b/1e HanpaBeHa oleHKa). [Ipu BCAKo rpynupaHe B 3aBUCHMOCT OT
YeCTOTATa, HEXKENAHUTE JICKAPCTREHH Peaklii ce U3DPOABAT B HU3XOAII pell [0 OTHOHICHHE Ha
TAXHATa CEPHO3HOCT.

Tafnauua 1. YecToTa Ha HEXKENAHHUTE JEKAPCTBEHH PEaKUHU NPH BAJICAPTAH/XUAPOXJIOPOTHAIHA

Hapymennsa Ha MeTab01H3Ma H XPaREHETO

Heuectn Hexunpararus
Hapymenus Ha HEPBHATA CHCTEMA

MHoro peaku 3aMaqgHOCT
Heuectu IlapecTesuu

C Heu3BeCcTHA YECTOTa CuHKon
HapymieHns HA O9HTE

HeuecTH 3aMBriIssBaHe HAa 3PEHHETO
HapymeHnna Ha YXOTO H JIAOHPHHTA

HeuecTn TuauTyC
ChXOBH HAPYIICHHS

Heuectn XHUINOTOHHUA
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PecnApaTOpHH, IPLARA H MEAHACTHHAJIER HAPYIICHHS

HeudecTu Kauuna

C HeM3BECTHA YECTOTA Hexapauorenen 6enoapobeH oTok
CTOMARIIHO-YPEBHH HAPYUICHHS

MHoro peakH Huapus

Hapymenns Ha MyCKYJIHO-CKE/ICTHATA CHCTEMA H CLEAHHHATE/IHATA ThKAH
Heuectu Muanrus

MHoro peaxu ApTtpanrus

Hapymenns a8 666pennTe B IHKOTHATE NHLTHINA

C HeW3BECTHA YECTOTA Hapyuiena 0n0peuna pyHkuus
O6mnr papymeusd H epeKkTH HA MECTOTO HA NPHJIOKEHHE

HeuectH YMopa

HiciaeaBanng

C HeM3BECTHA YECTOTA [ToBuinaBane Ha CEPYMHUTE HHBA HAa TTUKOYHA KUCETTHHA,

OMNHUpYOHH M KPEaTHHHH, XUTIOKATHEMHH, XUIIOHATPHEMHH,
NOBHILLABAHE HA a30Ta B KPBBTA, HEYTPOINEHHA

HomuiHuTeNnHa HHQOpMaLIHA 33 OTACITHUTE ChCTABKH
Hexenauure peakilui, ChboOIIEHH 3a BCAKA OT OTAEJIHUTE CHCTABKH, MOraT Aa 6bJaT NOTeHUHAHH

HexenaHM peakimy Ha Co-Diovan, nopu 1a He ca HabmOAaBaHHU B XOJa HA KITHHHYHHTE NPOY4YBaHHSA
WIH [0 BpEME Ha NOCTMAPKETHHIOBHA TIEPHOA.

Tabauia 2. YecToTa HA HEXKENAHUTE JICKAPCTBEHH PEaKiIMM MPH BaJIcapTaH

Hapymienns Ha KPbLBTA B THMPHATA CHCTEMA

C HeM3BeCTHA 4yecToTa [ToHipkaBaHe Ha XeMOrTOOHHA, TOHIDKABaHe HA
XEMATOKPHUTA, TPOMOOUMTONEHM

HapyuieBEg BA HMYHHATA CHCTEeMa

C Heu3BecTHA 4€CTOTa Jpyru peakiMu Ha
CBPBbXYYBCTBHTEHOCT/aN1eprus, BKIIIOYHTEIHO
cepymua Hosect

Hapymennsa Ha MeTabo1HIMa H XpABEHETO

C HeH3BeCTHA 4eCTOTa [ToBuiIapaHe HA CEpYMHMA KaJIHid,
XUIOHATPHEMHA

HapymeHHs Ba YXO0TO H Na0RpHATA

Heuectn CeeTOBBpTEXK

Cohaosa HAPYIICHHS

C HeH3BecTHA 4eCTOoTa Backynur

CroMamno-9peBHHE HAPYIICHHS

Heuectn Kopemua 6onka

XenaTo-ORIHAPHHE HADYIICHHSA

C HeH3BECTHA YECTOTa [ToBuineHUE HA NOKA3ATE/IUTE 32 YepHOAPOOHA
dyHKIHA

HapymeBAS HA KOXATA H NOJKOKEATA THKAH

C HeH3BeCTHA 4€CTOTA AHruoeneMm, 6ynoseH aepMaTuT, oOpHB, cepbex

Hapymenus aa 66pennte 1 nHKOYRHATE NHTHMA

C Heu3BeCTHA 4ECTOTA brbpeyHa HeaOCTATBYHOCT

TaGnuua 3. YecToTa HA HEKEIAHUTE NEKAPCTBEHH PEAKLIMH NPH XUIPOXJAOPOTHAIH]

X MIPOXIIOPOTHASHA C€ MPEATIHCEA IHUPOKO OT MHOTO FOIHHH, UECTO B J03H, NO-BUCOKH OT ZORATE,
npunaraHa npy Co-Diovan. CnenHure HeXxelaHH pHaKLMK ca OMH ChOOIIIEHH MPK Na
NEeXyBaHH ¢ THA3WIHH HYPETHLIM, BKITIOYMTENHO XHAPOXIIOPOTHA3H], KATO MOHOTEpA

Heonnazmu - 1o0poxadecTBeHHE, VIOKATECTBCHH H HEONpeaAe/ieHH (BK/I. KHCTH H

HOJIAIIH)
C HeH3BeCTHA YECTOTA HemenanomeH pak Ha Koxara (0
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KAPLUMHOM U CKBAMO3HOKJIETHYEH KapLIHHOM)
Hapymenns Ba KPbBTA # JAMPHATA CHCTEMA

Penxu TpomGouuTonenus, NOHAKOra ¢ MypIypa
MHoro peaku ArpaHyJIOLIMTO3a, NEBKONICHHUSA, XEMOJIUTHYIHA
aHEMHS, KOCTHOMO3BbYHA HEAOCTATHYHOCT

Hapymenns Ha HMYHHATA CHCTEMA

MHoro peaku Peak1iiu Ha CBpBXYYBCTBUTEITHOCT

Hapymenns Ba MeTaboH3IMA H XPAHEHETO

Muoro gectH XHNoKanIueMHs, NOBHIICHO HRBO HA JIMITHAH B
KpbBTa (OCHOBHO MPU BUCOKH JIO3H)

Yectn XHIMOHATPHEMHS, XHITOMAarHe3UeMus,
XHITepYPHKEMHSA

Penxu XHNepKaILHMeMHsa, XUNCPriIUKEeMHs, NIIOKO3ypUs
M BlIOLIABAHE HA AHA0ETHOTO MeTaDONHTHO
ChCTOSHHUE

MHoro peaxu XHUIIOXOPEMHMYHA ANIKANO3a

IIcaXr9An HAPYMICHHA

Peaku Jlenpecusd, HapylIEHHA HA CHHA

Hapymenas Ha O9HTE

Penxu 3pHUTENIHH YBPEKAaHHUA

C HeHW3BecCTHA 4ecTOTA XopouaayieH M3IIHB, OCTPa 3aKPHTOBI'BIHA
riaykoMa

HapymenHa Ha HEPBHATA CHCTEMA

Peaku ["nasobonne

Chpaeann HAPYIICHHSA

Peaku CopaevyHd apuTMHM

Cpa0BH HApYIEHHSA

YecTH [TocTypanHa XMNOTOHUA

PecnapaTopuH, PLAHA H MEIRACTHHAIHE RAPYINECHHS

MHoro peaku OcTbp pectinpaTopeH auctpec cHHApoM (ARDS)

(BXK. TOUKa 4.4), pecriMpaTOpeH AUCTpeC,
BKJIIOYHTE/IHO ITHEBMOHMT H beoapobeH oTok
CroMamHO-9peBHE HAPYIIECHHAS

Yectn 3aryfa Ha aneTuT, yMEpPEHO raJicHe U MoBphluane

Penxu 3anek, CTOMAINHO-YpeBeH AUCKOMGOPT, JUapHa

MHOro peaku [TaskpeaTut

Hapymenns na 6n0penuTe # NHKOYHHTE NbTHINA

C Hen3BeCcTHa YECTOTa bnOpeuno 3a6onspane, octpa 616peuHa
HeAOCTATBEYHOCT

XenaToOHIHAPDAN HAPYMICHHS

Peaxnu HuTpaxenaranHa Xonecrasa UiH KbITCHHULA

Hapymenns Ha KOXATA H NOAKOKHATA THKAH

Yectn YpTuKapug H ApyTH BUIOBE OOPHB

Penxu OoTOYYBCTBHTEITHOCT

MHoro peaxu HekpoTusupall BACKYJIMT ¥ TOKCHYHA

enuaepMaliHa HEKpOJiKu3a, KOXKEeH JTyny¢, noAoOHH
Ha JIYITYC epUTEMATOAEC KOXKHH PEAKLIMH,
peaKTHBALMA HA KOXKEH JTyITyC epHTEMATOIEC

C HeH3BECTHA 4ECTOTA Epurema Mmysrudopme
O6m= sEapymenHs H ¢PeKTH HA MECTOTO HA NPHIOKEHHE

C Heu3BeCTHA 4ECTOTa [Iupexkcus, acTeHHs
Hapymenns HA MYCKYJHO-CKE/IETHATA CACTEMA H CHLEAHHHTE/IHATA THKAH
C Heu3BECTHA 4E€CTOTA MycKynHH cna3MHu
Hapymennd Ha BR3IPOH3BORHTE/HATA CHCTEMA H 'LPAATA

YecTH HAMnotTeHTHOCT
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Ommcanye Ha H3OpaHHU HEXXENaHU PEaKIIHK
HeMenaHOMEH paK Ha KoxaTa: Bb3 ocCHOBa Ha HAIMYHHTE JAHHH OT €NHEMHOIIOTMYHH NIPOYYBAHMS €

Ha0NI0JaBaHa 3aBUCHMA OT KyMyJIaTHBHATA J03a Bpb3ka Mexay XXT3 u HMPK (Bx. cbiuo Touku 4.4
ni.l).

Cro0masaHe Ha MOAO3MPAHH HEXKENAHH PECAKLIHN
C1ob1aBaHeTo Ha NOJO3UPAHH HEXKENaHH PeaKLiMK Cliel] pa3peluaBaHe 32 ynorpeda Ha nekapCTBEHHS

NPOAYKT € BakKHO. TOBa Mo3B0/IsABA a NPOTRDKH HaOMOAECHHETO HA CHOTHOIIEHHETO MOM34/PUCK 34
IeKapcTBEeHUA npogykT. OT MeAULIMHCKHTE CMELIMATHCTH C€ M3HCKBA Aa ChOOINABAT BCAKA
NOAO3MPAHA HeXelaHa PeakLins upe3 HallHOHATHHA PeryJIaTOpeH OpraH Ha ajpec:

brirapus

HsmeTHHATEIHA areHIHd 1Mo JIEKapCTBaTa
yi. ,,JJamsaH ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3mpane

Cumnmomu

[Tpeno3upaHero ¢ BacapTaH MOXE /1a MPUYHHKN W3pa3eHa XUITIOTOHKA, KOATO MOXE J1a A0BeE 10
OHIDKABAHE HA SCHOTATA HA Ch3HAHMETO, LIMPKYJIATOPEH KOJNAMnc uW/unu wok. B aonsinenue, npx
NpeAo3HpaHe ¢ XUAPOXJIOPOTHA3KMIHATA CHCTABKA MOraT Jia Bb3HHKHAT CNI€IHUTE NPH3HALH H
CHMITTOMH: rajieHe, ChHIMBOCT, XMITOBOJIEMHA H €EKTPOIMTEH AMCOATAHC, CBBP3aH CBC CHPACUHH
APUTMHH H MYCKYJIHH CNa3MH,

Jleuenue

TepaneBTHYHHTE MEPKH 3aBUCAT OT BPEMETO Ha MPHEM Ha JICKAPCTBOTO M BUAA U TEXECTTa Ha
CHMITTOMHTE, CTa0WIM3HPAHETO HA LIHPKYJIATOPHUSA CTATYC € OT ITbPBOCTENEHHA BaXXHOCT.

B ciryuati Ha XHMOTORKA NMALMEHTHT TPAOBA Jla 6be NOCTaBEH B JIEFHATO NOJIOXKEHHE U OBP30 aa ce
3aMOYHe BIHBaHe Ha 0OeMO3aMeCTBALIH H COJIEBH Pa3TBOPH.

Bascapran ne Moxe 1a Objie OTCTpaHeH Ype3 XeMOAHANH3a Nopaay cTabHNHOTO My CBBp3BaHe C
[U1a3MEHHUTE NIPOTEHHH, OT Apyra CTpaHa C AUAIH3a MOXKE Ja Ce NMOCTHIHE KJIHPHHC Ha

XHAPOXJIOPOTHA3HL.
5. ®APMAKOJIOITHYHHM CBOUCTBA
5.1 ®dapmaxkoJEHAMHYHH CBOHCTBA

dapmaKkoTepaneBTHYHA rpyna: AHrHOTeH3HH Il penenrmopHl aHTaroHUCTH U IWYPETHLH, BaJICAPTaH H
auypernuy; ATC xox: CO9D A03.

Bancapman/xuopoxaopomua3uo

B ABOiHO-C/IAMNO, PAHIOMU3UPAHO, AKTUBHO KOHTPOJIMPAHO H3MUTBAHE NPH NALHEHTH, HEMOCTHIHAIIHA
KOHTPOJI Ha APTEPHAIHOTO HaAraHe ¢ XHApPOXJIopoTHasu/ 12,5 mg, ce Habmogara CHTHUQUKAHTHO
MO-rojaMa peiyKIHA Ha CpeaHOTO CHCToMHO/anacToiHO AH ¢ koMOHHauMATa
pancapran/xuapoxnoporuazug 160/12,5 mg (12,4/7,5 mmHg) B cpaBHense ¢ XHAPOXJOPOTHA3NA 25
mg (5,6/2,1 mmHg). B nomreiHeHue, NPOLIEHTHT HA NAIIMEHTHTE, MOBJIHAIM CE OT JICMEHHEeTO

3HAYMMO [10-BHCOK ¢ BajicapTad/xuapoxnoporuasua 160/12,5 mg (50%) B cpasHeHue
xHApoXJIopoTHasna 25 mg (25%).

B ABoiHO-CNANO, pPAHAOMU3HPAHO, AKTHBHO KOHTPOJIHPAHO U3MUTBAHE NPH NALHCHT
KOHTPOJI Ha APTEPHATIHOTO HandraHe c pajicaptrad 160 mg, ce Habmoaasa curnugy
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peayKiHs Ha CpeaHoTo cuctonHo/muactonHo AH ¢ koMbuHanmaTa Bascapran/XMAPOXJIOPOTHAINL
160/25 mg (14,6/11,9 mmHg) u Bancapran/xuapoxnoporuasun 160/12,5 mg (12,4/10,4 mmHg) 8
cpaBHenye ¢ Baicaptad 160 mg (8,7/8,8 mmHg). Pasnukara B noHmwkennero Ha AH mexay no3ure or
160/25 mg n 160/12,5 mg chbL10 AOCTHUra CTATUCTHYECKA 3HAYHMOCT. B 10mMb/IHEHME, TPOLICHTHT Ha
naLMeHTHTe, IOBNHSUTH ce OT jJedeHHeTo (auacronHo AH <90 mmHg unu nonmwkenue >10 mmHg), ¢
3HAYHMO [10-BHCOK ¢ BanicapTar/xuapoxsjoporuasun 160/25 mg (68%) u 160/12,5 mg (62%) B
cpaBHeHue ¢ BancaptaH 160 mg (49%).

B apo#HO-cAN0, PAHACMH3HPAHO, 111aLe00 KOHTPOIMPAHO U3NHTBAHE, CPABHABALLO PAa3IHYHHATE
A030BH KOMOMHALMY Ha BATICAPTAH/XHAPOXJIOPOTHA3K] C TEXHUTE CHOTBETHH CHCTABKH, CE
HAOMIOAaBa 3HAYMMO NO-rosIMa PEeayKUHA Ha CpeIHOTO cHcToMHO/AnacTonHO AH ¢ xomMOnHaumaTa
pasicapTan/xuapoxinoporuasua 160/12,5 mg (17,8/13,5 mmHg) n 160/25 mg (22,5/15,3 mmHg) B
cpasHeHue ¢ mauebo (1,9/4,1 mmHg) ¥ CLOTBETHUTE MOHOTEPAIHH, T.€. XHAPOXJIOpoTHA3KA 12,5 mg
(7,3/7,2 mmHg), xuapoxnoporuasug 25 mg (12,7/9,3 mmHg) u Bancapran 160 mg (12,1/9,4 mmHg).
B momuiHeHHe, NPOLEHTET Ha MalMeHTUTE, MOBIHAJH ce OT JleueHueto (auactonHo AH <90 mmHg
WM noHwxkeHue > 10 mmHg), e 3HauuMo no-BHCOK ¢ Basicapran/xuapoxnoporHasya 160/25 mg (81%)
u Bancapran/xuapoxnopornaszua 160/12,5 mg (76%) B cpasHenine ¢ mwiauebo (29%) u croTBeTHHTE
MOHOTEpAaNHH, T.e. XuapoxinopotHasua 12,5 mg (41%), xuapoxnoporsasna 25 mg (54%), u
pancaptaH 160 mg (59%).

B KOHTpPOIHPAHH KIMHUYHH NPOYYBAHHA C BAJICAPTaH + XHAPOXIOPOTHA3KI Ce Haboaara no3a-
3aBUCHMO MOHIKEHHE HA HHBATa HAa cepyMHMA Kanui. IloHmkeHUeTo B HUBATA HA CEPYMHHS KajlHi €
NO-YeCTO NMPH NMALUEHTHTE, MPHEMaIY 25 mg XHAPOXJIOPOTHAIH, OTKOJIKOTO ITPH TE€3H, NPHEMALLH
12,5 mg xuapoxnoporuazua. B KOHTponHpaHHd KNIHHHYHH H3ITHTBAHHA C
BAJICAPTAH/XHAPOXJIOPOTHASH KATHH-TIOHIDKABALIMAT e(eKT Ha XHAPOXJIOPOTHA3ZH]T C€ OTC/Ia0Ba OT
KaNUi-ChXpaHaBalUAT €)eKT Ha BajcapTaH.

Ha 1034 eTan He ca H3BECTHH NOJ3HTE OT KOMOHHALMATA Ha BAJICAPTAH C XHAPOXJAOPOTHA3HI MO
OTHOILIECHHE HA CHPACYHO-CBAOBATA CMBPTHOCT H HONTECTHOCT.

EnnaeMHONOrHYyHH NMPOYYBaHUA NOKA3BAT, Y€ ABATOCPOYHOTO JIeUEHHE C XHAPOXJIOPOTHASH],
NOHHXKABA PHCKA OT CHPACYHO-CHAOBA CMBPTHOCT H 6onecTHOCT.

Banrcapman
BancapTaH € nepopajHO aKTHBeH, MolleH ¥ crietmduycH anrnoredsul Il (AT II) anraronucr. Toi#

AeHCTBa CeNEKTHBHO BLPXY AT peLienTOpHHA NOATHIL, KOHUTO € OTTOBOPEH 34 NMO3HATHTE ICHCTBHA Ha
aHrvorensuH 1. IlopuineHHTe rU1a3MEeHH HHUBa HA aHrHOTEeH3UH 11 B peaynrar Ha AT, peuenropHara
fnokaaa c BaJICapTaH Morar aa ctTuMyadpar Hebnokupanure AT2 penentopH, KOeTo H3riexaa
npoTHBOAEHcTBa Ha edekTa Ha AT, peuenTopa. Bancapran He nposssBa HUKAKBA YACTHYHA
aroHUcTHYHA akTHBHOCT KbM AT 1 peuenropa v uMa 3naudTenHo (okojo 20 000 meTH) no-ronam
apunnTeT KBM AT peuenTopa, 0TKONKOTO KbM AT pelierrropa. BajcapraH He Ce CBbP3Ba H HE
ONOKHpa peLIeITTOPH Ha APYT'H XOpMOHH WM HOHHHM KaHAJIH, 32 KOHUTO € N3BECTHO, Y€ Ca BaXKHU B

ChpACYHO-CBAOBATA pETYalHs.

Bancapran e unxubupa ACE (u3BecTeH u kato kiHMHa3a II), xoiiTo npespbina aHrMOTEH3UH | B
anrnoteH3un 1 u pasrpaxna 6paguknHrHa. Tohil kato HaMaT edext BbpXy ACE u He 3acunBar
nelicTeueTo Ha OpaMKHHKH HNH cyOcTaHumd P, MaJIkO BEpOATHO € aHTANOHHUCTHTE HA AaHTHOTEH3HH 11
/1a ¢a CBBLP3aHH ¢ KauUIsHe. B KiMHUYHM npoy4BaHus, KBAETO BaicapTaH € cpaBHeH ¢ ACE
HMHXUOGHUTOp, YeCTOTaTa Ha CyXa Kauuinua € sHauuTestHo (P<0,05) no-manka npu MauMeHTH, 1eKyBaHH!
¢ BancapTaH, OTKOAKOTO NpH JieKyBanure ¢ ACE unxuburop (2,6% cpemy 7,9% pecnektnsno). B
KIMHHYHH MPOyYBAHHA NIPH MALMEHTH ¢ aHaMHe3a 33 CyXa KaluiMia rno ppeme Ha neveHune ¢ ACE
uaxuburop, 19,5% oT npoyuBaHuTe NHlA, NOMyYaBay Baacapray, # 19,0% ot nomyyasaiy
THa3HACH JUYPETHK UMAT KALIHLIA, B cpaBHeHHE ¢ 68,5% ot nuuara, nekysanu ¢ ACE
(P <0,05). |

[Tpunoxenuero Ha Diovan npy NalHeHTH ¢ XHMEPTOHKA BOAH JIO MOHIDKABAHE HA &
HansraHe 6e3 NOBJIHMABaHE Ha MyJcoBata yectora. [ IpH MoBevueTo NauHEHTH Ciie/ €H
nepopaseH pUeM HA4alloTO Ha AHTHXUIIEPTEH3UBHOTO JEHCTBHE € B PAMKHTE Ha 2 4a
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NOHWKABAHETO HA APTEPHAJIHOTO HaJlAraHe ce JOCTHra B paMkUTe Ha 4-6 yaca.
AHTHXMIEPTEH3UBHUAT eQEeKT NPOaB/DKaBa HaA 24 vaca cnen npuema. [1py MHOroKpaTeH nmpHeM
MAKCHMAJTHO NMOHHKABAHE HA apTePHANTHOTO HANIATAHE [PH BCAKA €HA OT JO3UTE CE€ NMOCTHUra B
pPaMKMTE Ha 2-4 CeAMHMLIM U ce 3aabpKa B XONa Ha ABLIrOCPOYHA Tepanui. 3HaunMO JOMBLIHHTEIHO
NOHWKEHHE HA APTEPHATTHOTO HaJAraHe ce MOCTHra NPH KOMOHHALMA ¢ XMPOXJIOPOTHA3HA.

BHe3anHOTO NpeyCcTAHOBABAHE Ha JIGYEHHETO ¢ BAJICAPTAH HE Ce CBBP3BA ¢ rebound-XHIIEPTOHKS WIH
C JPYTH HEXEaHH KIHHUYHH ChOHTHS.

[Ip1 nanMeHTH ¢ XHNEePTOHUA B AHabeT THN 2 ¢ MUKpOATOYMHHYPHS € OTYETEHO, Ye BajcapTaH
HAMAIABA OTACNAHETO Ha anOymMuH B ypHHata. [IpoyuBanero MARVAL (Micro Albuminuria
Reduction with Valsartan) onienssa HaMaaABRAHETO Ha OTACNAHETO Ha anOyMuH B ypuHaTa (UAE) ¢
sasicaprad (80-160 mg/neH) B cpapHeHHe ¢ amyioaunuH (5-10 mg/nen), npu 332 naunentu ¢ qHaber
THN 2 (CpeaHa BB3pacT: 58 roausHu; 265 Muxe) ¢ MukpoanbyMuHypus (Bancapran: 58 pg/min;
aMIoaMNHUH: 55,4 ug/min), ¢ HOPMAJIHO WIH BRCOKO APTEPUAIHO Ha/ISAraHe U Che 3anazeHa oOr0peyHa
dyHkuns (cepymeH kpeatHHuH <120 umol/l). Cnen 24 cenmuun UAE e namanena (p<0,001) ¢ 42%
(-24,2 pg/min; 95% CI: —40,4 no -19,1) ¢ sancapras ¥ npubausurenyo ¢ 3% (-1,7 pg/min; 95% CI: ~
5,6 0o 14,9) ¢ aMJIOZHNNHH, HE3ABHCUMO OT CXOAHATA CTEMEH HA MOHMW)XEHUE HA aPTEPHAITHOTO
HanaraHe B aete rpymnH. [Ipoyusarero Diovan Reduction of Proteinuria (DROP) uscneana
AOMBJIHMTENHO e(PMKACHOCTTa Ha BanicapTaH npH peayuMpane Ha UAE npu 391 nauueHTH ¢
xuneprouns (AH=150/88 mmHg) ¢ auaber Tun 2, anbymunypus (cpeana croinoct=102 pg/min,
20-700 pg/min) 4 3anazeHa 6B0peuna QyHkips (cpeaeH cepyMeH kpeatHHHH=80 pmol/l).
[MaupeHTUTE Ca paHAOMH3MPAHH C eHa OT 3-T¢ n03M BascaptaH (160, 320 u 640 mg/neH) u nekyBaHu
B poab/keHHe Ha 30 cenmu. L{enTa Ha npoy4yBaHETO € J1a yCTAaHOBH ONTHMATHATA 1034 BajICapTaH
3a penyumpane Ha UAE npu nauuenrn ¢ xuneproHus ¥ auaber tan 2. Cnexa 30 ceamuum
npoueHTHaTa mpoMsHa B UAE e sHauuTenHo HaManeHa ¢ 36% oT H3XxoaHATa CTORHOCT ¢ BaJicapTaH
160 mg (95% CI: 22 no 47%) u c 44% c BancapraH 320 mg (95% CI: 31 no 54%). Hanpaseno ¢
saxmoueHue, ye 160-320 mg BancapraH BOAH A0 KIHHUYHO 3HaUMMH peaykumi Ha UAE npu
MAlMEHTH ¢ XHUNepTOoHUS U auaber THn 2.

Hpyry; aAsotiHa 6nokana Ha peHHH-aHTHOTEH3HH-a/IocTepoHoBaTa cicTeMa (PAAC)
Jipe ronemun paHaOMH3HpaHKH KoHTponHpaHH npoy4BaHus — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Texyino riobanso u3anursaHe 3a
KpalHH TOUKH Ha TE€JIMHCAPTaH, CAMOCTOATEIHO ¥ B KOMOHHalug ¢ pamurpii) H VA NEPHRON-D
(KiiuHM4HO MpoyvBaHe CBHP3aHO C pa3BUTHE Ha HedponarHs NnpH auaber, nposeaeHo OT

MHHHCTEPCTEO N0 BHIIPOCHTE Ha BeTepaHuTe) — npoyusat ynorpebara Ha komOnHaumara or ACE
HHXHOHTOP U aHrnoren3uH Il-peuentopen nokep.

ONTARGET e npoyuBase, NpOREAEHO IPHU NMALMEHTH ¢ aHAMHE3a 33 ChpAeYHO-ChA0BA HITH
MO3BYHOCHAOBA O0JIECT, WK 3axapeH Auaber THI 2, NPUAPYXKEHM ¢ JaHHH 3a YBpeXXJaHe Ha
e¢exTopru oprani. VA NEPHRON-D e npoyuysaxe npu maiueHTH cbC 3aXapeH JHader Tvmn 2 H
nuabeTHa HedponaTHa.

Te3u npoyusaHusa He NOKA3BAT 3HAYUM OaronpusteH eekr Bpxy 0pOpeurnre /MU CHpACYHO-
CHAOBUTE MOCIIEOHLIA H CMBPTHOCT, KaTO ChILCBPEMEHHO ca HabmoaAaBaHH MMOBHUILEH PHCK OT
XHNEPKATHEMHS, OCTPO YBpexKaane Ha ObOpeliMTe W/ UK XHIIOTOHHS B CPABHEHUE C
MOHOTepanuaTa.KaTo ce uMar npeaBHI CXOHHTE MM (PapMaKOAHHAMHYHH CBOHCTBA, TE3H PE3yTaTH
ca NpUIOKHMH H 38 Apyrd ACE unxuburopu u aHrvorensun ll-penenrropuu 6nokeph.

ACE uexuburopu ¥ aurdoreHsuH [I-peuerrropan 6;10kepH creioBaTenHo He TpAOBA 12 e H3NMOM3BAT
e/IHOBpEMEHHO TPy NalMeHTHU ¢ AuabeTHa HedponaTHs.

ALTITUDE (KnHHH4YHO NpOoyYBaHe MPOBEAEHO ¢ ATHCKHPEH NPH NAalLMEHTH ChC 3aXapeH AnabeT THII
2 C M3MO/I3BAHE HA CHPACYHO-CBAOBH M OhOpeuHH 3ab0ABaHHA KATO KpaiHK TOYKH) € PO

HHXHOUTOp Wiu auruoreH3uH [I-penenTopeH 6okep NPH NAUKMEHTH ChC 3aXapeH AKua
XpoHHYHO 6:6peuno 3abonsBsane, CbpaeuHO-CHAORO 3abonaBaHe WiK H aserte. [Ipo
MPEKPaTEHO MPEXASBPEMEHHO NOPaAHU NOBUINECH PUCK OT HEOIAronNpHATHH Moc/eqH
ChpAEYHO-CHA0BATA CMBPT, TAKA U MHCYJITHT Ca M0-YECTH B IpynaTa Ha alTMCKHPEH,
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rpynara Ha riaue6o, a MpeACTaRNABALIMTE HHTEPEC HEXENaHH ChbOMTIA M CEPHO3HH HEXKENaHH
crOuTHSA (XMNepKaTHeMHs, XHIOTOHKS ¥ 6B0peuna aucyHkums) ce cHob1ABAT NO-YECTO B rpynarta
HA ATHCKHUPEH, OTKOJIKOTO B rpynara Ha ruiauedo.

Xudpoxaopomuasuo

OCHOBHOTO MACTO Ha ICUCTBHE HA THASHAHUTE AUYPETHLM Ca QUCTATHHTE H3BHTH KaHAIYETA B
616pexa. JlokazaHo €, 4ye B 6n6peyHarTa Kopa ChLIECTBYBA BUCOKOA®MHHTETEH PELIETITOP, KOHTO €
OCHOBHO CBBP3Balll0 MACTO 38 THA3MIHUTE AUYPETHLM M 32 HHxHOHpaHe Ha TpaHcniopTa Ha NaCl B
OMCTATHOTO U3BHTO KaHanye, THasHAHHTE AMYpeTHLM AcicTBaT Ype3 HHxuOHpane Ha Na™Cl
CHMIIOPTEP, BEPOATHO 4Ype3 KOHKypHpaHe 3a MACTOTO 3a CBbp3BaHe Ha Cl', ¥ o To3H Ha4YWH
[OBNUABAT MEXAHU3MMTE HA €/IeKTpoINTHA peabcopOLms: UPEKTHO NOBHLIABANKH EKCKPELHATA Ha
HATPHIt K XJopHAH B NPUOIHIHTENHO €IHAKBA CTENEH H HHAXPEKTHO Ype3 ARYPETHYHOTO CH
AeiicTeue, HaMangBalky 1U1a3MeHUs 06eM ¢ NoCeABAalNo MOKAYBAHE Ha IU1A3MEHATa PCHUHOBA
aKTMBHOCT, CEKpEllMA Ha AIIOCTEPOH U 3aryba Ha kanuil ¢ ypHHATa, KakTo H HaMa/ldBaHe Ha HUBATa
Ha CepyMHHA Kaymii. Bpp3kara peHHH-aN0CTEPOH Cce MEMHpPa OT aHruoTeH3uH 1, Taka ye npu

e IHOBPEMEHHO NMPWIAraHe ¢ BaJICApTaH peayKLHMATAa Ha CEpYMHHA Kanuii € no-cnabo uspasena,
OTKOJIKOTO HaOMOAasaHaTa NPH MOHOTEPAIHS ¢ XHAPOXJIOPOTHAIHI.

HeMenaHoOMéeH pak Ha KOXATa:

B13 0CHOBA HAa HAIMYHHTE JAaHHH OT eNHAEMHOJIOTHYHH NTPOyYBaHHA € Hab/ogaBaHa 3aBUCUME OT
KyMynaTuBHaTa 103a Bpb3ka mexxay XXT3 u HMPK. Eaqno npoyusaHe BKaIOUBA MOy ALK,
cherosuia ce ot 71 533 cyuau Ha BKK u 8 629 cmyqan na CKK, 1 nonynauus ot ¢borBeTHO 1 430
833 u 172 462 noaxoaauy koHTpoad. Bucokara ynorpeba Ha XX T3 (xymynatueao =50 000 mg) e
cebp3aHa ¢ kopurnpas OR 1,29 (95% JH: 1,23-1,35) 3a BKK u 3,98 (95% . 3,68-4,31) 3a CKK.
Ha6monasaHa e scHa Bpb3ka KyMyJaTHBHA A03a-01roBop KakTo 3a bKK, Taka u 3a CKK. Jlpyro
NpoyyBaHe MMOKA3Ba BE3MOXKHA Bpb3ka MexAy paka Ha ycruute (CKK) n excnozuipmara Ha XXT3: 3a
633 ciy4ad Ha pak Ha YCTHHTE € noadpaHa nomyiauus ot 63 067 noaxoasiiy KOHTPOJIH, KATO Ce
M3TIO/I3BA CTpPATErH4 3a B3eMaHe Ha npobu, onpeaeneHa ot pucKa. JIeMOHCTpUpaHa € Bph3Ka
KyMYJIATHBHA 103a-0TroBOp ¢ kopurupas OR 2,1 (95% JIU: 1,7-2,6), napacrsaw o OR 3,9 (3,0-4,9)
3a Bucoxa ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BHcOKaTa KyMyJiaTHBHA 1032 (~ 100
000 mg) (Bx. cbl0 TOUKa 4.4).

52 @apMAKOKHHETHYHH CBOHCTBA

Baacapman/xudpoxropomuasuo

CrcTeMHAaTa HATMYHOCT Ha XHAPOXJIOPOTHA3UA € HamaleHa ¢ okono 30% 1ipH € SHOBPEMEHHO
npunarade ¢ Bayicaprad. KMHeTHkaTa Ha BancapraH He C€ NMOBJTHABA 3HAYUTE/IHO NPH CTHOBPEMEHHO
puaaraHe ¢ xuapoxiaoporuazua. HabaronasaHoTo B3aUMOAEHCTBHE HE OKa3Ba BIHsSHHE NPU
ynorpeba Ha KOMOHHALIMATA BaJCapTAH H XHAPOXIOPOTHA3H/, ThH KATO KOHTPOJHPAHH KIHHHYHH
MPOY4BAHHA ¢a MOKA3A/IH SBEH AHTHUXUIIEPTEH3HBEH e(EKT, MO-TOSM OT IOCTHTHATHA NMPH aKTHBHHUTE
BELIECTRA, MPHJIOKEHH MIOOTAEIHO Wid npu mwiane6o.

Bancapman
Abcopbyus
Cnen nepopajiHO NPHJIOKEHHE CAMO HA BaJCapTaH NMUKOBHUTE IJIA3MEHH KOHIICHTPALlMH Ha BAJICAPTaH
ce gocTurar 3a 2-4 yaca. CpeaHara aGcomorHa SuoHanuyHocT € 23%. XpanaTta HaMansBa
excnosuuusTa (u3MepeHa ¢ AUC) Ha BancapraH ¢ okoio 40%, a nukoBaTa Ina3MeHa KOHLIEHTpalus
(Caax) € OK0JIO 50%, BBIIPEXH Ue 0KOI0 8 yaca clief] MpHeMa NIIasMeHHTe KOHLCHTpallMH Ha
BaJICApTaH ca NoxoOHM B rPYNMHUTE Ha NpHeEM CIIEA HaXpaHBaHe H Ha ranHo. Toa noHwxenre Ha AUC
obaue He ce MPHAPYKaBa OT KIHHHYHO 3Ha4HMO HAMASBAHE Ha TEPANeBTHYHHA e(eKT, nopanu
KOETO BajcapTaH MOXeE Aa ce AaBa ChC WIH 63 XpaHa.

Pasnpeoenerue N
O6eMbT Ha pa3npe/ie/ieHHe Ha BAJICAPTaH MIPH ChCTOSHHE HA HACHILAHE Cel HHTPaBEHO3HA /. fis=
NpUIoXKeHHE € Okoso 17 uTpa, KOETO NMOKA3Ba, Y€ BAJICAPTAH HE C€ pasnpeaens exc'reﬂzmnﬂcf Br T ¢y

B 94-97%), NpeIAMHO CBO - &
ThKaHuTe. BasicapTaH e B ronsma CTEIeH CBBP3aH CbC CEPyMHHTE NPOTeHHH (94-977%), NPENMHO CBO
1;.,. LN __'r.'}
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buompancgopmayun
BancapraH He ce 6uoTpaHCcPOpMHpa B rojiiMa CTeNeH, Thid KaTo camo okono 20% ot no3ara ce
OTKpHBa KaTo MeTabonutH. B rna3mara € ycTaHOBEH XUIPOKCHMETAOONHT B HUCKH KOHLICHTPallHK

(no-manko ot 10% or AUC Ha Bancapran). Tozn MeTabonuT € papMaKkoIOrH4HO HEAKTHBEH.

Excxpeyun

BancapraH noka3pa MyJITHEKCIIOHCHLMAIHA KUHETHKa (ty, o <1 4ac H ty; p okoso 9 yaca). Bancapran ce
eJIMMHHHMPA npeauMHoO ¢ ¢pekanuure (okono 83% ot no3ara) u ypusara (okono 13% ot gosara),
IJIABHO KaTO HENPOMEHEHO JieKapcTBo. Criea HHTPaBEHO3HO NMPHAOKEHHUE IUTa3MEHHUAT KIUPHHC Ha
BaJicapTaH € 0KoJ10 2 l/uac u HeroBuar 6x0peucH knupbHC € 0,62 1/uac (oxono 30% ot oOmms
KIHpBHC). [Iomy>kMBOTET Ha BajIcapTaH € 6 uaca.

Xuopoxagopomua3uo

Abcopbyun

Abcopbuyara Ha XMAPOXJIOPOTHA3H] ClIE[] NEPOpancH NpueM € OBp3a (tmax 0K0NO 2 u). [TokauBaneTo
Ha cpeaHata AUC e auHeiHO ¥ € MPONOPLUOHAITHO HA J034Ta B TePaNeBTUYHUA JUAINA30H.
BnusHueTo Ha XpaHeHeTo Ha abcopOUMATA HA XHAPOXJIOPOTHA3U, AKO UMA TAKbB, € MAIIBK H 6e3
KIHHUYHO 3Ha4YeHHE. AOCOMIOTHAaTa OHORATHYHOCT HAa XHAPOXJIOPOTHA3HI CNell ICPOPAICH NIPHEM €
70%..

Paznpeoenenue

KunerHkaTa Ha pasnpeaencHie i eTMMHHHPaHe KaTo 1UIO € OMHCaHa OT OHEKCNIOHECHINAIHA
dyuxima Ha pasnai. [IpuBuauusT obeM Ha pasnpeaeneuue ¢ 4-8 kg,

I{upKyTupalivaT XuaApOXJIOpOTHA3H) € CBBpP3aH ChC cepyMHHUTE NpoTeHHH (40-70%), npeauMHO cbe
cepyMHHA anbyMuH. XHAPOXNIOPOTHA3H ChILO TAKa KyMYJIHp& B EpHTPOLIUTHTE NPHONH3UTENHO

1,8 neTH NoBeYe, OTKOAKOTO B ILTA3MATA.

Excxpeyun

XBApOXIOpOTHA3K]] CE€ eNTMMUHHPa OCHOBHO HEMPOMEHEH. XHUAPOXJIOPOTUAZH]L CE€ CAUMUHMPA OT
MJIa3MaTa C NOMYXXHBOT CpeAHo oT 6 o 15 uyaca B kpaitHara ¢daza Ha enimuHupare. Hama npomsna B
KHHETHKATA Ha XHAPOXJIOPOTHA3H NIPH MHOMOKPATHO N03UpaHe U HATPYNBAHETO € MUHMMATHO NpH
pueM BeHBK AHEBHO. [loBede ot 95% o1 abcopOupanata 103a ce €KCKPETHPa KATO HEMPOMEHEHO
BEILIECTBO B YpHHATa. bEOpeuHUsT KIMPBHC ¢€ CHCTOM OT NAaCHBHA (PWITPALIMA H AKTHBHA CEKpELMA B
OnOpeunuTe TYOYNH.

Cneyuannu zpynu nayuesmu

Ilayuenmu 6 cmapuecka ev3pacm

[Tpu HIKOH NMALMEHTH B CTapuecKa Bb3pacT € HaboaBaHO MAJIKO MTO-BUCOKO 001N paslpeneneHHe
Ha BAJICAPTAH B CPABHCHHE ¢ MNaauTe mauueHTH. Topa obaue HAMa NOKa3aHA KIHHHYHA 3HAYHMOCT.
OrpaHuueHH JaHHU NPEAINOoNarar, 4¥€ CHCTEMHHMAT KIMPBHC Ha XHAPOXJIOPOTHA3HA € HaMalleH NpH
NAalHEHTH B CTAPYECKa BB3PacT, 3APABH HJIM ¢ XHIIEPTOHHS, B CPABHEHHE C MIaIH 3PaBH
NOOPOBOLIH.

Bvbpeuno yepeocoane
ITpu npunaraHe Ha npenopeupaHara no3a Ha Co-Diovan He ¢€ H3UCKBA KOPUTHpaHe Ha A03aTa MpH
MMALIMEHTH CBC CKOPOCT Ha rinoMepyiHaTta ¢mirpauns (GFR) 30-70 ml/min.

Hsama manam 3a npunaraseto Ha Co-Diovan npu naumeHTH ¢ Teskko Ou6peuno yspexnaHe

(GFR <30 ml/min) ¥ npu naugeHTH Ha auann3a. BancaptaH ce CBEp3Ba BB BUCOKA CTENEH C
Ia3MEHHTE MIPOTEHHH M He MOXKe Jia Ob/le OTCTpaHEH Ypes JUanH3a, JOKATO XUAPOXIIOPOT
MOXke 1a ObAe OMYHCTEH Ype3 AHANH3A.

[Tpr Hanu4Ke Ha 6B6peyna AHdYHKUA, CpeRHHAT I1asMed MUK K AUC cTOlHOCTH Ha
XHJIPOXJIOPOTHA3U CE YBEIHYAaBaT H CKOPOCTTa Ha OTAE/AHE Ha YpHHa Hamaunsa. |1
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Ha XUApOoXJIopoTHasug. ITpu nmauneHTH ¢ Texkko 6B6peuHo yBpexaane ce Habmonapa 8-KpaTHO
ypenuyeHne Ha AUC crofiHocTuTe. XHAPOXIOPOTHA3KA € NPOTHBOMNOKA3AH NPH MALHEHTH C TEKKO
656peuno yBpexaaHe (Bx. Touka 4.3)

Ueprodpobro yapexncoane

BoB apMakoKHHETHMHO M3MMTBAHE NPH NALMEHTH ¢ AeKa (n=6) 10 yMepeHa (n=3) yepHoapoOHa
AUCOYHKIMS €KCMO3ULIMATA Ha BAJICAPTAH CE MOBHILABA NPHONMIHTENHO 2 METH CMIPAMO 3/1paBy
nobposony (BxK. ToukH 4.2 u 4.4).

JIunceat AaHHH 33 ynoTpebaTa Ha BAJCAPTaH MPH MALIHEHTH C TeXKa YepHOAPoOHa nHchyHKIMA (BXK.
touka 4.3). UeproapoOHute 3a60N4BaHHA HE NOBIUABAT 3HAYMMO (apMaKOKMHETHKATA Ha

XMAPOXJIOPOTHA3K].
5.3 [IlpeaxnuaH9IHK JaHHH 32 6e300aCHOCT

[ToreHumanHaTa TOKCHYHOCT HA KOMOHHALMATA BaJICApTaH + XUAPOXJIOPOTUA3H CIE] NEPOPATHO
MPHIOKEHHE € M3CIEIBAHA TIPH TUTHXOBE H MAPMO3ETKH B MMPOYYBAHHA, MPOABDKABALIH 0 LIECT
meceua. He ca ycTaHOBEHH JaHHH, KOHTO 6MXa MOTIIH 3 M3KITIOYAT NPUIOKECHHETO HA TEpaneBTHYHH
NO3H MPH XOpa.

N3MeHeHuATa, NPHMHHEHH OT KOMOMHAIMATA B IPOYYBAHHMATA 338 XPOHHYHA TOKCHYHOCT, € M0~
BEPOATHO Ja Ca NMpeJM3BHKAHM OT BancapTad. TOKCHKONIOTHYHHUAT NpHULieieH oprad e ObOpeKsT, KaTo
pEaKIMATA € NO-U3pa3eHa IPH MapMO3ETHH, OTKONKOTO NpH Iisxoee. KomMOHHaLHsATa BOAH 110
6b6peuHo yepexaane (Hepponatus ¢ TyOynHa 6azopunns, NoKausBaHe Ha IUIa3MeHaTa ypes,
IUIa3MEeHNs KPEaTHHHH W CEpYMHMS Kanuil, ysenuuyapaHe Ha oOeMa Ha ypHHATA U €JIEKTPOJIMTHTE B
ypuHata ot 30 mg/kg/neH Bancapran + 9 mg/kg/neH XuAPOXIOPOTHA3H NPH ILTBXOBE U

10 + 3 mg/kg/neH npu MapMO3eTHH ), BEPOTHO N0 MEXAHKH3MA Ha HapyllcHa OLOpevHa XeMOJMHAMHKA.
[Tpn rbXoBe T€3H HO3W CHOTBETCTBAT Ha 0,9 1 3,5 METH MakCHMANHATA NPENOPHYBAaHA 1033 NPH
xopa (MITJIX) cLOTBETHO Ha BAJICAPTAH H XHAPOXIIOPOTHAIHI, H3UHCICHHN Ha Da3a mg/m?, Ilpu
MapMO3€TH Te3H A03H ChOTBeTCTBAT Ha 0,3 M 1,2 METH MAKCHMANTHATA NPeNopbhYBaHa /1038 1MpH Xopa
(MITIX) CHOTBETHO Ha BaJICAPTaH W XHJIPOXJIOPOTHA3H, U3UKMcaeHH Ha Ga3a mg/m?’. (M3uncnennsra
ce OTHACAT 3a NepopanHa no03a ot 320 mg/aeH BancapTaH B KOMOUWHaLKA ¢ 25 mg/neH
XHAPOXJIOPOTHA3KHA M nauueHT ¢ terno 60 kg.)

Bucoku 1034 Ha KOMOMHALMATA BAJICAPTAH — XHAPOXJIOPOTHA3H NMPEAW3BHKBAT HaMaABaHe Ha
EPHTPOLIMTHHTE NokasaTeam (Opoifl Ha epHTPOLIMTHTE, XEMOrI00OHMH, XeMAaTOKPHT OT

100 + 31 mg/kg/nen npu wrbpxoBe u 30 + 9 mg/kg/aeH npu Mapmo3eTH). IIpH IIBX0BE TE3M NO3H
ceoTBeTcTBaT Ha 3,0 ¥ 12 mbTH MaKCHMAJIHATA NpenopbuBaHa fo3a npu xopa (MITAX) cboTBeTHO Ha
BATICAPTAH M XHAPOXJIOPOTHAIK], H3HHCIeHH Ha 6a3a mg/m?, TIpH MapMO3ETKH Te3H J03H
chorBercTRat Ha 0,9 ¥ 3,5 mbTH MaKCHMAJIHATA NMpenopb4BaHa ao3a npu xopa (MILEX) ¢cvoTBETHO Ha
BAJICAPTAH M XMAPOXJIOPOTHAZM/, HIYHCICHH Ha Gaza mg/m?, (M3uMciaeHnaTa ce OTHACAT 3a
nepopanHa A03a oT 320 mg/neH pancaprad B KOMOHHAIMA ¢ 25 mg/NeH XMAPOXIOPOTHA3HA H K
naumeHT ¢ Terno 60 kg).

ITpu MapMo3eTKH ce HalMoaaBa YBpeXKIaHe Ha CToMalllHaTa TuraBiia (ot 30 + 9 mg/kg/nen).
KoMOuHaUMATa CHILO TAKA BOAH AC XHrepruia3zusa Ha adepeHTHUTe apTepHOnH B 6s0peunte (npy

600 + 188 mg/kg/nex npu rurpxore H 30 + 9 mg/kg/nen npu MapmMo3eTkH). [1pu mapMo3seTku qo3ure
crorsercTBar Ha 0,9 ¥ 3,5 MbTH MaKCHMANIHATA NPENOPBYKTETHA A03a NpH Xopa (MILAX) croTBeTHO
H& BaJICAPTAH K XHAPOXJIOPOTHA3M/, H3UKC/IeHH Ha 6a3a mg/m’. TTpu rwrbXoBe Te3u 103H
CHOTBETCTRAT HA 18 1 73 mMpTH MaKCHMAaJIHATA NpEnOpbLYHTEIHA A03a NpH Xopa (MILIX) crorBeTHO
Ha BAJICAPTaH H XHAPOXJIOPOTHA3M/, H3UHCIICHH Ha Gaza mg/m?, (M3uKcneHUATa ce OTHACAT 3a
nepopaiHa 103a oT 320 mg/neH pancapTaH B KOMOHHAIMA ¢ 25 mg/NEH XHAPOXAOPOTHA3HA !
¢ rerno 60 kg). S e
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PEHHH-NPOAYLIMpALIH KiIeTKH) U ce cpemiaT H npH ACE uHxuOuTopure. Te3n AaHHH BEPOATHO HAMAT
MPaKTHYECKO 3HAUYEHHE MO OTHOLIEHHE Ha TEPANEBTHYHOTO NPHJIOKCHHUE Ha BANCApTaH MNPH Xopa.

KomOMHaLMATA BAJICAPTAH — XMAPOXJIOPOTHA3KA HE € MPOYYBaHa 38 MyTareHHOCT, XpOMO3OMHH
AHOMAJIMH WIH KapIMHOTEHHOCT, Thi KATO IMIICBAT JOKA3aTE/ICTBA 32 B3aUMOIEHCTBHE MEXKILY IBETE
cybcTanii. He3aBHCHMO 4e TeCTOBETE Ca NPOBEXKAAHH MOOTACNHO 3a BAICAPTaH H
XHIPOXJIOPOTHA3M, HE Ca YCTAHOBEHH 0KA3aTEICTBA 38 MYTAr¢HHOCT, XPOMO30OMHH AHOMAJIHH WUJTH

KapLUMHON€HHOCT.

[Tpu nnbX0Be TOKCHMHH JO03H 3a MaiikaTa (600 mg/kg/neH) no ppeme Ha NOCJICAHUTE AHH OT
6peMEHHOCTTA K NEPHOJIA Ha JIAKTALMS Ca JIOBEJIH IO M0-HHCKA CTENEH Ha MPEKUBAEMOCT, N0-C1abo
HajAaBaHe Ha Tero H 3abaBeHo pa3sBUTHE (OTAE/IAHE HA YIIIHATA MHJIA H OTBapAHE HA C/TyXOBHA
KaHaj) Ha MOKOJCHHETO (BkK. Touka 4.6). Te3un a03u npu mwbxose (600 mg/kg/nen) npeacrasnssar
npuGnu3nTenHo 18 METH MakcUMaNHaTa NPEMOPHYBAHA 1034 NpH Xopa Ha 6aszara Ha mg/m2
(M3YHCIICHHATA CE€ OTHACAT 3a nepopaiHa ao3a 320 mg/nex 1 u naumenr ¢ terao 60 kg). [1pu

MpHJIaraHe Ha BANCAPTAH/ XMAPOXJIOPOTHA3HA NPH TUTBXOBE H 3aillK ce HabmozasaT CXOAHH HaXOJIKH.

B npoyusanusTa 3a em6puoderanto passurue (Pasa II) TMNCBAT J0KA34TENCTBA 38 TEPATOrCHHOCT
NP MPUIIAraHe Ha BAICAPTAH/XHAPOXJI0OPOTHAZHA NPH TLTLXOBE H 3alL(K, BLIIPEKH TOBa € Ouna
HaOmonasaHa PeTOTOKCHUYHOCT, CBbP3aHa ¢ MaifuHHa TOKCHYHOCT,

6. PAPMAIEBTHYHU JAHHH

6.1 Chnuechk HA NOMOIIIHHETE BeIECTRA

CnpueBnHa Ha TabjaeTkara
MuUKpPOKpHCTANTHA LIETYJ1032

KpocnopHaoH
KononaeH cHIMIMEB IHOKCH, Oe3BOAEH
MarHe3ueB cTeapar

OunMHUpano MOKPHTHE
XHIIpOMeENo3a

Makporon 4000

Tanx

Turanos auoxcun (E171)
YepreH xeneseH okcua (E172)
Kwnr xeneseH okcua (E172)
YepeH xeneseH okcua (E172)

6.2 HecbhbBMECTHMOCTH

Henpunoxxumo

6.3 Cpok Ba rogHocTt

2 TOAMHH

6.4 CrpnensaHH YC/IOBHSA HA CHLXPAHECHHE

Ia ce crxpanasa noa 30° C.
Ha ce cpXpaHfABa B OPUTrMHAIIHATA OMAKOBKA, 3a Ja Ce NMpernasy OT Biara.

6.5 IaHHH 32 ONAKOBKATA

PVC/PE/PVDC/Alu 6auctepu
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Pasmep Ha onakoskure: 14 (1x14) punmupaHu TabneTks.

6.6 CrenHAJHN NpeANa3AH MEPKH NPH HIXBLPJIAHE

HaMa cnenmanaHu H3HCKBaHMA,

7. IPHATEXATEJ HA PAZPEINIEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building
Elm Park, Merrion Road

Dublin 4
Hpnanaus

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA

20040085

9. JATA HA ITBPBO PAIPENIABAHEMTIOAHOBSABAHE HA PASPEINIEHHUETO 3A
YIIOTPEBA

23.02.2004 r./22.12.2010 .

10. JATA HA AKTYAJIM3APAHE HA TEKCTA
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