KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA
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1. HME HA JIEKAPCTBEHUA ITPOAYKT

57536 1508 1
Jlunepam HCT 5 mg/160 mg/12,5 mg ¢punmupanu tabneTku
Junepam HCT 10 mg/160 mg/12,5 mg dunmupanu TadieTku

Junepam HCT 10 mg/160 mg/25 mg ¢uimupanu tabaeTku
Junepam HCT 10 mg/320 mg/25 mg ¢punmupanu tTabneTku

Dipperam HCT 5 mg/160 mg/12.5 mg film-coated tablets
Dipperam HCT 10 mg/160 mg/12.5 mg film-coated tablets
Dipperam HCT 10 mg/160 mg/25 mg film-coated tablets
Dipperam HCT 10 mg/320 mg/25 mg film-coated tablets

2, KAYECTBEH U KOJIMYECTBEH CbCTAB

Junepam HCT 5 mg/160 mg/12,5 mg puamupann TadjieTkH

Besika dunmupana tabneTka cbabpika S mg aMJI0AUNUH (amlodipine) KaTo aMJIOZAMITMHOB Oe3HnIaT
(amlodipine besilate), 160 mg Bancaptan (valsartan) v 12,5 mg XHIApOXJIOPOTHA3H
(hydrochlorothiazide).

JMunepam HCT 10 mg/160 mg/12,5 mg ¢pnamupann Tad1eTKH

Beska dpunmupana tabnerka ceabpka 10 mg amnoaunus (amlodipine) kato aMI0AMNIMHOB Oe3unar
(amlodipine besilate), 160 mg BasnicaptaH (valsartan) v 12,5 mg Xu1poXJIOpOTHA3H]I
(hydrochlorothiazide).

JMunepam HCT 10 mg/160 mg/2S mg pnamupanu Tabiaerkn
Bcesika tbmmnpana TabneTka cmpma 10 mg amIouIHH (wnlodzpme) KaTo aMJIOJMITHHOB Oe3uiaT

(hydrochlorothiazide).

HMunepam HCT 10 mg/320 mg/25 mg puamuapann TadieTkn

Bcska dunmupana tabnerka ceaspxka 10 mg amnoaunus (amlodipine) kaTo aMIOQUITHHOB Ge3u1ar
(amlodipine besilate), 320 mg BancapraH (valsartan) 1 25 mg XuapoxXJI0pOTHA3H]L
(hydrochlorothiazide).

3a MbJIHUA CITUCHK HA MOMOLIHUTE BELIECTBA BUKTE TOYKA 0.1,

3. JIEKAPCTBEHA ®OPMA
dunmupaHa TabieTka

Junepam HCT 5 mg/160 mg/12,5 mg puamupanu tadaeTku

benu, oBasiHM, 1BOMHOM3IBbKHAIU Tab/IETKHU CbC CKOCEHH pbOOBe, ¢ rpaBupaH Haanmuc “NVR” ot
enHara ctpaHa u “VCL” ot apyrara.

JboxuHa: npubiausuresiHo 15 mm

[[lupuna: npubauzuTenHo 5,9 mm

Jlunepam HCT 10 mg/160 mg/12,5 mg ¢punamupanu Tad1eTKH /XN
bnenoxwnaTH, OBaIHH, ABOMHOM3MBKHAIH Ta0JIETKH CbC CKOCEHH pBOOBE, C rpaBHpaH Haﬂmc “NVR”
oT eaHarta ctpaHa M “VDL” ot apyrara. [




JIbmokuHa: npubiau3uTenHo 15 mm
[Hupuna: npubauzurenHo 5,9 mm

Junepam HCT 10 mg/160 mg/25 mg ¢puimupann 1abieTkn

KadaBo-xb1TH, OBAIHM, ABOHHOM3IIBKHAM TabIETKH ChC ckoceHH pbGOBe, C FPaBHPaH HaITHC
“NVR” ot eqnara ctpasa u “VHL” ot apyrata.

JbmxunHa: npubnusurenHo 15 mm

[Iupuna: npuGausurenHo 5,9 mm

HMunepam HCT 10 mg/320 mg/25 mg ¢puimupann Tabiierkn

KadsBo-XbATH, OBAJIHH, JBOWHOW3IIBKHAIN TabJIeTKH CbC CKOCEHH p‘bﬁone, c rpasupaﬂ HaAMUC
“NVR” ot exnara crpana u “VFL” ot apyrara.

JIbmokuna: npubnusurenHo 19 mm

[HIupuna: npubnausurenHo 7,5 mm

4. KJIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

JleyeHue Ha eCeHIMaIHA XMITEPTOHUS KAaTO 3aMECTUTE/IHA Teparus Npu Bb3pacTHHU MALMEHTH, MPH
KOMTO € MOCTUrHAT 3a/10BOJIUTEIEH KOHTPOJI BPXY apTepHATHOTO HalsiraHe ¢ KOMOMHALMATA
aMJIOJIMIKH, Bajicaptad U xuapoxsoporuasua (Hydrochlorothiazide, HCT), npunaranum kato Tpu
OT/IEJIHH JIEKapcTBeHH (POpPMHU MK KaTo GUKCHpaHa ABOHHA KOMOWHALIMA M OT/IEIHA JIeKapCTBEeHA

¢opma.

4.2 JI03MPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
[Ipenopwbuurtennara no3a JJunepam HCT e enna tabnerka HeBHO, 3a MpeaArnovuTaHe aAa ce npuema
CYTPHH.

[Tpeau na npemunar Ha jevenue ¢ JJunepam HCT nauuenture Tpsabsa na ObaaT Ha (PUKCHPAHU [103H1
OT CHOTBETHUTE MOHOKOMITOHEHTH, KOMTO NPHEMAT Mo ¢biiloTo BpeMe. Jlozara Ha Jlunepam HCT ce
onpesesisa Ha 6a3a 103UTe HA OT/EJIHUTE KOMITOHEHTH OT KOMOMHALIMATA B MOMEHTA Ha
MPeMUHABAHETO.

Maxkcumannara npernopbuntenta go3a Junepam HCT e 10 mg/320 mg/25 mg.

Cneyuannu nonyaayuu

bvopeuno yspescoane

[Topaau xMapoxjopoTHazuaHaTa komnonenra, Jlunepam HCT e mpoTuBonokasaH npu nauMeHTH ¢
aHypus (BX. To4ka 4.3) ¥ NPU NALMEHTH C TEKKO 0BOpevHO yBpexkK/1aHe (CKOPOCT Ha rjioMepyJiHa
duntpaums (Glomerular Filtration Rate, GFR) <30 ml/min/1,73 m?) (Bx. Toukn 4.3, 4.4 1 5.2).

He ce Hajlara Kopekuus Ha Ha4yajHaTa 103a NpH MaLKUeHTH C JIEKO 10 yMepeHO ObOpevHO yBpexaaHe
(B2K. TOUKH 4.4 1 5.2).

Yeprnoopobuo yepesicoare

[Topaau BasicapraHoBata komnoHeHTa, Jlunepam HCT e npoTHBOnokasaH npu NaunueHTH € TEXKKO
4epHoApoOHO yBpekaaHe (Bk. Touka 4.3). [Ipu naumeHTH ¢ J1IeKO 10 YMEPEHO YE€PHOAPOOHO '.
yBpeK/1aHe O3 XoJlecTa3a, MaKCMMaIHaTa NpernopbyuTeHa 103a BajsicapraH € 80 mg u nopaﬂn Tasu
npuunna Junepam HCT He € noAX0As1L [PY Ta3K rpyrna nauMeHTH (BxK. Touku 4.3, 4. Aus. 2)EL
[TpenopbkH 3a 103aTa Ha aMJIO/IMITHH TIPH MMAIMEHTH C JIEKO 10 YMEPEHO HEpHOHpOﬁHO premaHe HE
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ca ycraHoBeHH. [IpH mpeMHHaBaHe Ha NOAXOAMIIH MALMEHTH ¢ XUMEPTOHH (BA. ToYKa 4.1) ¥
yepHOApOoOHO yBpeXaaHe KbM jiedcHHe ¢ Iunepam HCT, Tpabra na ce u3nosn3ea Hall-HUCKaTa
HAJIMYHA 033 aMJIOJUITHH.

Cupoeuna Hedocmamvyrocm U KOporapra 6oxecm Ha Copyemo

CrilecTBYBa OrpaHH4EH OMHT ¢ ynoTpedara Ha amnogunuH/Bancapral/HCT, 0co6eHo B MaKCHMATHU
N03M, TIPH NMALIKEHTH ChC Chp/iedHa HEIOCTATHLYHOCT H KOpoHapHa Oonect Ha ¢upueTo. Ilpenoprysa ce
MOBHLIEHO BHHMAHKE NMPH NMaLIMEHTH CHC ChpAeYHAa HEOCTAaTHYHOCT H KOpOHapHa $oJiecT Ha ChPLIETO,
oco0eHO MpH NpWiaraHe Ha MakCHMalHa ao3a amnoaunuy/pajicapral/HCT, 10 mg/320 mg/25 mg.

Cmapuecka év3pacm (Ha éb3pacm 65 200unu wiu nogeye)

[IpenopbuBa ce MOBHIIEHO BHHMAHHE, BIUTIONHTETHO NO-Y€CTO MOHUTOPHPAHE Ha apTCPHAIHOTO
HaJIATaHe, IPH MALMEHTH B CTapUYeCKa BB3PacT, 0cOOEHO MpH NpUiaraHe Ha MakKCHMAaJTHa 1032
amnoaunun/sancapat/HCT, 10 mg/320 mg/25 mg, Thit KaTo naHHMTE 3a ynorpeba npu Ta3u
NalKeHTCKA MOIyJiauus ca orpaHu4eHH. [Ipu npeMiuHaBaHe Ha NOAXOAALIM NALMEHTH B CTapUYECKa
BB3pPACT C XHNEPTOHHA (BXK. Touka 4.1) kbM nevenne ¢ [unmepam HCT, TpsabBa na ce u3nonssa Hal-
HHCKaTa HaJIHYHA 1038 aMJIOJIUIIUH.

Ileouampuyna nonyaayun
HunepaMm HCT He ce nmpuiiara B neAMaTpuvHaTAa NMOITyJaLMs (MALMEHTH Ha Bb3pacT nox 18 roauuu) 3a
MOKA3aHUETO JICUEHHE Ha €CeHLIMAIHA XUNEPTOHH.

HaunH Ha npuioKeHHe
[lepopanno npUnoxeHHe.

Hunepam HCT Moxe na ce npuema ¢ miiH 6€3 xpaHa.
TabGneTkure TpAOBa Aa C€ MOMTBILAT LIEIH C MAJIKO KOJIMUECTBO BOAA, MO €JHO H CHILIC BPEME BCCKH
J€H, 32 MPEATIOYUTAHE CYTPHH.

4.3 IlporEBOmOKA3AHHA

e CBpPLXYYBCTBHTEJIHOCT KbM aKTUBHHUTE BEIIECTBA, APYTH Cy/I(POHAMHIHH MPOH3BOLHH,

AUXHUAPONHPUAMHOBH NPOM3BOIHH HWIH KbM HAKOE OT IIOMOILIHHTE BemiecTBa, H3OpOEHH B TOUYKa

6.1.

BTop# ¥ TpeTH TPUMECTHP Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 U 4.6).

YepuoapoOHo yBpexaaHe, OWiHapHa LMpO3a WIH XOJecTasa.

Texxo 6n6peuno yspexaane (GFR <30 ml/min/1,73 m?), aHypHs ¥ NpH NalMeHTH HA UANTH3A.

 EanospemeHHara ynorpeba Ha Junepam HCT ¢ anuckupeH-ChABPKAIM NMPOAYKTH €
NPOTHBONOKAa3Ha NMPH NALMEHTH ChC 3axapeH Avader wid 6pOpedHo yspenane (GFR
<60 ml/min/1,73 m?) (Bx. ToukH 4.5 u 5.1).

o PedpakTopHa XHNOKANHEMHA, XHIIOHATPHEMHA, XHIEPKATLIHUEMHA H CHMITTOMATHYHA
XHNEPYPUKEMHSL.

e TeKKa XHUMOTOHHA.

o Illok (BKIIOMHTEIHO KAPAUOTECHEH LIOK).

¢ OOCTpYKLHA Ha U3X0JA Ha A4Ba KaMepa (Hanp. xunepTpoduuHa oOCTPYKTHBHA KApAHOMHOIIATHA
H BHCOKOCTENEeHHA a0pTHA CTEHO3a).

¢ XeMOAMHAMHUYHO HECTAOWIHA CHPACYHA HEAOCTATHYHOCT ClEe/l OCThP MHOKApACH HHPAapKT.

4.4 CoensaajJss npeaynpexieHAs H OpeANasHE MEPKH NPH ynoTpeda

be3zonacHocTTa M ecbnxacnocrra Ha aMJIOOHUITHH NPH XHIICPTOHHYHA KPH3a HE €4 YCTAHOBCHH.

ITauneHTH ¢ HaTpUEeB- WKWK obeMeH aedUuHT
ExcliecHBHA XMIMOTOHHA, BIJIIOYHTETHO OPTOCTATHYHA XHIIOTOHHUA, € Habmoaasa npH
NaLHEHTHTE, JIeKYBaHH C MAKCUMaIHaTa no3a amnoaunus/sancapran/HCT (10 mg/32
crpamo 1,8% npu sancapran/xuapoxiopornasug (320 mg/25 mg), 0,4% npu nauue




amnoaunuH/pancaprad (10 mg/320 mg) u 0,2% npu nauMeHTHTE Ha XUAPOXJIOPOTHASHA/aMIIOAUITHH
(25 mg/10 mg) B X012 Ha KOHTPOIUPAHO H3MHTBAHE ITPH NMALMEHTH C YMEPEHA 10 TEXKa,
HEYCIIOKHEHA XHIICPTOHHA.

[Tpu maneHTH ¢ HaTPHEB WK 06eMeH AedULINT, MpUEMAalllyd BUCOKH AO3H AHMYPETHIM € BE3IMOXKHO
Aa Bb3HHKHE CHMITTOMAaTHYHA XHIIOTOHHA C/I€] 3aMno4YBaHe Ha JIEYEHHETO C
amnoaunuy/pancaprai/HCT. dunepam HCT rpabpa na ce npunara caMmo cie KOpUrHpaHe Ha
npeAluecTBalll HATPHEB WWIH 0OEMEH AeULIHT.

Axo npu neuenue ¢ JlunepaM HCT HacTBIM excliecCHBHA XMITOTOHHA, MALMEHTET TpAOBa Aa ObAe
NOCTABEH B JIETHAJIO MOJOXKEHHE ¥ NMPH HEOOXOAUMOCT Aa ce MPWIOXKH HHTPABEHO3HO HHY3HA ¢
¢u3ronoruueH pa3Teop. JleueHHeTO MOXe Aa Obae NPOAB/DKEHO Ce KaTo ce crabnin3upa
APTEPUATTHOTO HaJIATaHE.

[TpoMeHM B CEpYMHHTE €EKTPOJHTH
Amroounun/earcapman/xudpoxaopomuazto

B x0/1a Ha KOHTPOJIMPAHOTO KIIHHMYHO W3NUTBaHe Ha amnoaunuH/Bancaptan/HCT npu MHOro ot
NailMeHTHTE MPOTHBONONOKHUTE edeKTH Ha BancapTaH 320 mg U XHAPOXJIOPOTHA3KA 25 Mg BbPXY
HHBAaTa Ha CEPYMHHS KAJIHH [TOYTH C€ HEeyTpanu3upar B3auMHO. [Ipy Apyrd nauHeHTH, €QHHHAT HIH
ApyTHAT edeKT MoXke aa soMuHupa, [lepuoaUyHO, Ha NOAXOAAMIH HHTEPBAIH OT BpeMe, TpADBa 1a ce
H3CJIeIBAT HUBATa HA CEPYMHHTE €ICKTPOJIMTH ¢ L€/ OTKPHBaHE Ha BH3MOXXHH €JIEKTPOJIMTHH
HapyILLIEeHHA.

[TeponuuHo H3CeABaHE HAa HUBATA Ha CCPYMHHTE €IEKTPOJIMTH, NO-CINIELIHAIHO Ha KalHui, TpAabBa na
Ce MPOBekAa Ha ONpeie/IeHH HHTEPBAIM OT BpeMe ¢ He/1 OTKPHBAHE Ha BB3MOKHH €JIEKTPOIHTHH
HapyLIeHHus, 0c00eHO MPU NALMEHTH C IPYTH PUCKOBH (PaKTOpH KaTo HapyileHa OnOpeuHa QyHKIM,
JIeYEHHE ¢ APYTH JICKApPCTBEHH MPOAYKTH HWIH NMpeaxokKaallla aHaMHE3a 32 €/IeKTPOIUTHH HapyILUEHHA.

Bancapman
EanoBpeMeHHaTa ynoTpeba ¢ KaJIneBH A00aBKH, KaJiHH-ChXpaHABaLU JHYPETHIH, 3aMECTHTEJIH Ha

COJIT4, ChABPXKAIIM KaNHii, WM APYTH JIEKAPCTBEHH NMPOAYKTH, KOHTO OHXa MOINY Aa NOBUILAT
HHMBATa Ha Kaiuii (XenapHH K T.H.), He ce npenopbuea. CTOHHOCTHTE Ha kanus TpAOBa CHOTBETHO Aa
C€ MOHHTOPHpAT.

Xudpoxnopomuazuo

Jleuenue ¢ Junepam HCT Tpabpa na ce 3anouHe ciex KOpUrHpaHe Ha XMIIOKATHEMUATA H
CBIILTCTBAILIATA XHIIOMArHe3UeMMA, THa3MAHWTE AMYPETHII MOTAT [1a YCKOPAT HOBa 10ABa Ha
XHMITOKAJTHEMHS WIH Aa 00OCTPAT HpeAlecTBalla XUITOKATHeMH. THasHAHHTE AUy peTHUM TpaOBa aa
ce MpUIaraT ¢ MOBHIIEHO BHUMAHHE NPH MaLHeHTH, YHETO ChCTOSHHE € CBBP3aHO ¢ MOBHILEHA 3aryda
Ha KaJHi, KaTo HANMpHMEP con rybemu HedpponaTHy WK NpepeHanHo (KapAHOTCHHO) YBpEKaaHe Ha
OB0OpeuHara QyHKUMA. AKO F10 BpeMe Ha TepaIug ¢ XHIPOXJIOPOTHA3HA C€ Pa3BHE XUITOKATHEMHH,
npueMsT Ha Jlunepam HCT Tpsabea aa ce npeycraHoBH a0 crabWiiHO BB3CTaHOBsIBaHE Ha GanaHca Ha
KaJIUS.

TuasHAHHTE JUYPETHLIM MOTAT Jla YCKOPAT HOBa MOSABA HAa XHIIOHATPUEMHA M XMIIOXJIOPEMUYHA
aJKano3a WiH Aa obocTpAT npeallecTbaila xunoHarpueMus. Habmoaarana € XUnoHaTpueMus,
CBIPOBOACHA OT HEBPOJOTHYHA CHMITTOMATHKA (ragcHe, NporpeCUBHA Je30pUEHTAllNA, anaTvs).
JleyeHHETO ¢ XMAPOXJIOPOTUA3UI MOKE J1a Ce 3all04YHe €Ba CJIe] KOPEKLMA Ha ChIICCTRYBAINA
XMNOHAaTpHeMus. B ciryyail Ha Texxka Wid Obp30 pa3BHBAILA C€ XHIIOHATPHEMHSA 110 BpEME Ha
neyenneto ¢ dunepaM HCT, neuenunero Tpadsa ga 6bae CnpaHO 10 HOpMaTH3HpaHe Ha HUBATa Ha
HaTpPHA.

BcHukM nalMeHTH, TpHEMAaId THA3HAHM JHYPETHLH TpabBa nepuoanyHo Aa 6waar
€JIEKTPOJIMTHH HApYyIIeHHA, 0COOEHO Ha KaJIUA, HATPHA K MarHE3uA.




brOpeyHo yppexxaHe

TuasuIHUTE QUYPETHLM MOTAT 1a YCKOPAT a30TEMHUATA MTPU NMALMEHTH ¢ XpOHHYHO Ob6peuHo
3abonasane. Korato Junepam HCT ce npmnara nmpu nauueHTH ¢ 6650pedno yspexaHe, ce
NpenophyBa NEpHOAHYHO NpOCNeiBaHe HAa HUBATa HA CEPYMHHTE €IEKTPOJIHTH ( BKJIKOUHTEIHO Ha
KaJIMs), KpeaTHHHHA K MHKoYHaTa kucenuna. Jlunepam HCT e npoTuBonokasaH rpu NalMeHTH ¢
TEXKKO OBOpPEUHO yBpeXKAaHe, RHYPHA WIH NPOBEXKAALIH Juaan3a (BK. Touka 4.3).

He ce u3nckea kopurupase Ha no3ara Ha Junepam HCT npu maumeHTH ¢ jiexo o yMepeHo 6u6peuHo
yepexxaae (GFR >30 ml/min/1,73 m?).

CreHosa Ha 610peyHa aprepus
Junepam HCT Tpabea aa ce npunara ¢ MOBHIIEHO BHHMaHHe 3a JIEUCHHE Ha XUTICPTOHUA MIpH

NaLMeHTH ¢ €HOCTPaHHA WIH JBYCTPaHHA CTEHO3a HA OBOpeYHHTE apTepHH WIH MPH CTEHO3a Ha
apTepHs Ha eIMHCTBEH OBLOpek, Thi KaTo NPH TaKMBa NAalMEeHTH MOXe Aa MOJTYYH MOBHIIABAHE HA
ypesaTa B KPBBTA U CEPYMHHUA KPEaTUHHH.

brbpeuHa TpaHCILIaHTALMS
Jlo TO3W MOMEHT HAMa HATPYNaH ONMT 10 OTHOILIEHHE Ha 6e30macHara ynorpeba Ha

amyoaunuu/sasicaprad/HCT npu naumeHTH ¢b¢ CkopomrHa 6b0pedHa TpaHCIUIaHTaLMA.

YepHoapoOHO yBpexaaHe
Bancaprald OCHOBHO C€ eIMMHHHpa HEMPOMEHEH 4pe3 #Ibukara. [1omyXHBOTHT Ha aMJIOAMIIHH €

yAB/DKEH, & cToiHocTUTe HA AUC ca ro-BMCOKH NpH NALMEHTH ¢ HapyllleHa YepHoApoOHa GyHKumA,
HE Ca YCTAHOBEHH NPEMOpPHKH 3a Ao3aTa. [Ipu naiMeHTH ¢ 1€K0 10 YMEPEHO 4epHOAPOOHO yBpexaaHe
6e3 xonecTasa MaKCHMATHATA Mpenopb4BaHa A03a Bancapral e 80 mg, cnenoparenyo Junepam HCT
He € NOAXOMAAL MPH Ta3H rpyna nauxdeHTH (Bx. Touku 4.2, 4.3 u 5.2).

AHruoenem

Cpo6inaBa ce 3a CJIy4ad Ha aHTHOEEM, BINTIOUHTEIHO OTOK Ha JIADHHKCA M INTOTHCA, IIPHYHHABALL
OGCTPYKLIMA Ha AUXATETHHATE THTHILA W/HITH OTOK Ha JIMLETO, YCTHHTE, papHHKCaA W/WIIH €3HKa ITPH
NalMEeHTH, JIEKYBaHH ¢ BajicapTaH. HAKOH OT Te3H NaLMEeHTH Ca UIMATTH Y NIPEAM TOBA aHTHOEAEM, TIPH
JIeYeHHe ¢ APYTH TEKapCTBeHHU MpoayKTH, BkmounTeNHo ACE unxuburopn. dunepam HCT 1pabsa aa
ce cripe He3a6aBHO NpPH MalMEHTHTE, KOUTO MOMYYaT AHrHOeAeM H He TpAOBa na ce mpuiara OTHOBO.

HHTecTHHANICH aHTHOEEM

3a HHTECTHHAEH aHTHOEJEeM c€ ChOOIIARA NPH MALIMEHTH, JIEKYBAHH ¢ aHIHOTEH3HH 11 pelienrTopHU
AHTATOHHCTH., BK/I. BajicapTaH (Bx. Touka 4.8). Te3n nauveHTH UMAT KOopemHa fonka, rajnene,

NOBpBIIaHE U Aapua. CUMITOMHTE OTIIYMSBAT CI¢] NPEYCTAHOBABAHC HA AHTHOTEH3IHH H
PELIENTTOPHHTE AHTATOHUCTH. AKO ceé AMarHOCTHIIMPA HHTECTHHAIEH GHIHOSNEM, JIEYEHHETO ¢
BasicapTaH_TpsOBa Aa ce MPEyCTAHOBH U Ja ce 3alloYHe MOAXOAAI0 HabmoneHHe 10 TBJIHOTO
OTINYMABaHE Ha CHMITTOMHTE.

ChbpieuHa HEAOCTATHYHOCT M KOpoHapHa 6onecT Ha ChpLETO/MOCTMHOKAPACH HHGADKT

KaTo nocneauua OT HHXMOUPaHETO HA peHUH-AHTHOTEH3HH-ANIOCTEPOHOBATAa CHCTEMA APH
MpeApasnoNoKeHH NALUEHTH MOraT Ja ce OYaKBaT npoMeHu B 6n0OpeunaTa dysxips. [IpH naupeHTyH
C TEXKA CHPJICYHA HEOCTATBYHOCT, YHATO OBOpeuHa ¢pyHkIma OM MOrJIa a 3aBHCH OT aKTHBHOCTTA
HA PEHHH-AHIHOTEH3UH-AIOCTEPOHOBaTa CHCTEMA, iedeHHeTO ¢ ACE HHXHMOHTOPH K aHTHOTEH3MH
peLienTOpHY OIOKEPH Ce CBBP3Ba ¢ OJIMTYPHA W/WIH NPOrpecUBHA a30TEMHA H (PAAKO) C OCTpa
6B6peuHa HeZOCTATBYHOCT W/ WK cMBPT. [lono6HM pesysraTu ca chobLIeHH 3a BancapTaH. OLeHKara
Ha MALMEHTHUTE ChC ChPAEYHA HEAOCTATHYHOCT WIM MOCTMHOKapAeH HHGapKT TpAOBa Ja BKIIOUBa
BHHArd oLieHKa Ha OsOpeuHaTa ¢pyHKUMUA.

B xearocpo4Ho, miauebo-koHTponrpaHo npoy4saHe (PRAISE-2, Prospebtive Random
Amlodipine Survival Evaluation-2) ¢ aMJIOHIIHH [IpH MALMEHTH CBC ChPAEIHA HEIOC
I u I'V mo NYHA (New York Heart Association Classification), ¢ HeucXeMHYHa €TH




aMJIOZIMITHH Ce CBBP3Ba ¢ MoBHIIEH Opoii cob1eHH 3a 6enoapodeH 0TOK, BHIIPEKH JIMICaTa Ha
3HAYMMAa PA3/IMKa B YECTOTATA Ha BIIOILABAINA Ce ChPAeYHa HEAOCTATHYHOCT B CPaBHEHHKE C TUTaLe6o.

BnokepHTe Ha KAIUMEBHTE KaHAH, BIVTIOUHTENHO aMJIO/IMIYH, TpAOBA f1a ce M3MO/I3BAT ¢ NOBHIIICHO
BHHMAaHHE MPH NALHEHTH ChC 3aCTOMHA Chp/ieYHa HEAOCTATLYHOCT, THA KAaTO MOraT /ia MOBHINAT
pHCKa OT ObAeNH ChpAE4YHO-ChAOBH CHOMTHA H CMBPTHOCT.

Heo6x0auMo € MOBHILIEHO BHUMAaHHeE IPH NALMEeHTH ChC ChPACUHA HEAOCTATBYHOCT H KOPOHapHAa
GonecT Ha CbPLETO, 0coBGEHO NpH BUCOKaTa n03a amnoaunun/sancapran/HCT, 10 mg/320 mg/25 mg,
Thi KATO CHILECTBYBALMTE JaHHU MPH Ta3U NaUMEHTCKA MOMYJIalHs ¢a OrpaHHYCHH.

AopTHa 4 MHTPA/IHA KJaNHa CT€HO3a
KakTo npu BCHUKH APYTH Ba30JWUNATATOPH € HEeoOXOOUMO Cria3BaHe Ha CNCLHANTHA Npeana3Hd MEPKH

NpPH NALHCHTH ¢ MHUTPAJTHA KJIalmHa CTCHO3a WIIH 3HAYHMa a0pTHa CTCHO3a, KOATO HEC €
BHCOKOCTCIICHHA.

bpemeHHOCT

AsrunorensuH I peuenropuure 6nokepu (AIIPB) ne Tpa6Ba Ja ce 3anousar no BpeMe Ha OPeMeHHOCT.
OcBeH ako npoan/pkapaneTo Ha Tepanmata ¢ AIIPb ce cunTa 3a )kH3HEeHO BaXKHO, HA NALMCHTKHTE,
KOMTO TUTaHHpaT Aa 3a6peMeHedT, Tpa6Ba aa 6b1¢ HA3HAYEHO &NT¢PHATHBHO AHTHXHUIIEPTCH3HBHO
Jle4eHHe ¢ YCTaHOBeH Npodm Ha Ge30nmacHOCT 3a ynorpeba no Bpeme Ha 6pemenHoct. Ilpu
ycTaHOBABaHe Ha 6peMeHHOCT Jedenueto ¢ AIIPB Tpabea na ce mpeycTaHoBH He3abaBHO H, ako €
YMECTHO, A C€ 3aflOYHe aNTepHaTHBHA Tepanni (BK. TOYKH 4.3 1 4.6).

ITpBUYEH XUMEPATTOCTEPOHHIBM
TIauKEHTH © ITEPBHYEH XHIIEPANIOCTEPOHKILM He TPAGBa Aa 6bAaT NCKYBaHH ¢ AHTHOTeH3HH 1]

peLenTOpHHUA GoKep BaICApTaH, Thil KATO TAXHATA pCHUH-AHTHOTEH3UH-ANI0CTEPOHOBA CHCTEMA HE
¢ akTHBHpaHa. [Topanu Ta3u npuunna JJunepam HCT He ce npenopbyBa NpH Ta3H MOIMy1aLmA.

CucreMeH ayInmyc epHTEMaTo3yce
Crooblapa ce, 4e THa3HAHHTE JHYPETHLM, BKIIIOYHTEIHO XHAPOXJIOPOTHA3HA, MOrar Ja 00OCTPAT WIH

Ja aKTUBHpAT CHCTEMCH JIYITYC €pHTCMATOALC.

Hpyru MeTabONMTHH HapyIlIeHHS

THa3HIHATE AUYPETHLH, BKIIOYHTETHO XHAPOXIOPOTHA3HUA, MOraT a HapyllaT MTFOKO3HHA TOCpaHC
M 112 IOBMIIAT CEPYMHHTE HHBA Ha XOJIecTepoJl, TPUIIMLEPHIM H MUKOYHA KMcesUHA. [1pn nalHenTH
¢ puaber Moxe nAa e HeoOXOIUMO KOPHTHpaHe Ha J03aTa Ha HHCY/IHHA HITH Ha EPOpPaHOTO
XMIOITHKEMHYHO CPEACTBO.

TMopaau xuapoxnopoTHasuaHata komnoHenTa Junepam HCT ¢ npoTHBonokasaH mpH
CHMIITOMAaTHYHA XHIIEpypHKeMHA. XHAPOXIOPOTHA3HA MOXKE [1a IMOBUILIH CCPYMHHUTE HHBA Ha
IIMKOYHATA KHCEJIHHA, MOpaIH HAMAIEHHS KIIUPBHC Ha ITMKOYHATA KHCE/IMHA U MOXKE 18 NPHYHHH WIIH
Aa 0GOCTpH XHNEPYPUKEMHATA, KAKTO H 18 YCKOPH M0ABATA Ha NoJarpa npH npeapasnonokeHH
MALKUCHTH.

TrasuguTe HaMaMABaT €KCKPELMATA Ha Kalui ¢ ypHMHATa M MOTaT 1a IPEAH3BUKAT [TPEXOJHO H JIEKO
MOKa4YBaHe Ha CEPyMHHUSA KANIMA NPH JIMIICATA Ha M3BECTHH HAPYILICHHS B KalLMEeBHs METaOOMH3BM.
IunepaM HCT e npoTHBONOKa3aH NpH MALMEHTH ¢ XHIIEPKATLMEMHA K TPSOBa /1a ce npuiara camo
cnel KOpHUIHpaHe Ha mpeaumecTpaila xunepkaniuemus. [puemsT Ha Junepam HCT Tpsbea na 6sne
MpeKpaTeH NpH pa3BHUTHE HA XHMIEPKATIMEMHA 110 BpEME Ha jleueHHeTo. CepyMHHTE HHBA Ha KAILMSA
TpAOBa NEPHOAMYHO Ja Ce IPOBEPABAT M0 BPEME Ha JIEUeHHETo ¢ THasHaH. [lonuepranara
XMNEpKANLHEMHs MOxe Aa Obae 0KA3aTeNCTBO 3a CKPHT XHMNCPapaTHPEOHIN3BM. n[:lﬂljl.ﬂa\_h
TUA3UIHU AUYpEeTHLH TpAOBa aa Obe NpeKpaTeH NnpeiH NpoBeXKaaHe Ha HBGJ'IB,IIBHHW ; WW&
— : .

Ha NMNapaTHPEOHQHHUTE XKIIE3H. o



QOTOYYBCTBHTETHOCT

CrobiwLasa ce 3a CTy4ad Ha peakiuy Ha GOToUyBCTBUTENTHOCT NMPH NPUEM Ha THA3HAHHTE JHYPETHLIN
(k. Touka 4.8). Ako no BpeMe Ha neuenneto ¢ Jlunepam HCT pp3HHKHE peakuud Ha
GOTOYYBCTBUTENIHOCT, C€ IPenopbyBa CIHPAHE HA JIEYEHHETO. AKO C€ CUMTa 38 HeOOX0IUMO
NOBTOPHO NpPHNAraHe Ha AUyPETHKA, ¢€ NPENnopbYBa 3alMTa Ha O0JIACTHTE, U3NMOXKCHH Ha CITBHLC WITH
n3kycTBeHa UVA cBETIIHHA.

XopouaaneH U3IHB, 0CTPA MHOMHA K OCTPA 3aKPHTOBIBJIHA ITIAYKOMA:

XuapoxnopoTHasuz, Bua cyidhoHaMH, € Oni1 aCOLMHPaH ¢ HAHOCHHKPATHYHA Peakls, BOACIIA 10
XOPOMJAJIEH M3/THB ¢ Ae(PEKT Ha 3PUTENTHOTO NoJie, OCTPa NpeXoHa MHOMHKA H OCTPA 3aKPHTOLIbJIHA
rnaykoMa. CHMIOTOMUTE BIJTIOYBAT BHE3aIIHO HAMa/IABaHe Ha 3PUTE/IHATA OCTPOTA HITH OoNnKa B O4YHTE
W 00MuafiHO PH3HMKBAT B PAMKUTE Ha YacOBE A0 CeIMHIIA CIICA 3anmoyBaHe Ha JICUCHHETO.
HenekypaHaTa OCTpa 3aKpPHTOBIBJIHA IJIAyKOMa MOXKE Ja IOBEAE A0 NNEPMAHCHTHA 3aryba Ha
3PEHHETO.

[TpBOHAYANIHOTO JIEUEHHE € [a C€ MTpeKpaTH IPHEMa Ha XHAPOXIIOPOTHA3H/, KOJIKOTO C€ MOXE M0-
66p30. AKO He Ce MOCTHTHE KOHTPOJI BbpXY BBTPEOUHOTO HajlAraHe TpAOBa Na ce MMAT NpeBHA
CBOEBPEMEHHO MEIMUMHCKO WIH XHPYPIHYHO JledeHHe. PuckoBuTe haxTOpH 3a pa3sBHTHE Ha OCTpa
3aKPHTOBIb/IHA [VIAYKOMa MOTaT Ja BKUIIOUBAT aHAMHE3a 32 CYJIOHaAMMIHA HIIH ICHHIIHIIHHOBA
ajeprus.

OO0
Heo6x0aMMO € MOBHILIEHO BHUMAHKE TIPU NALHEHTH ¢ MPEALIECTBAILA CBPBXYYBCTBHTEIIHOCT KbM
apyru aHrnoteHsuH II peuenropHu 6510KkepH. Peakunnre Ha CBPBXYYBCTBUTE/THOCT KbM

XHAPOXJOPOTHA3HA Ca NMO-BC€POATHH IPH MALIHEHTH, cTpajailH OT &JIEPruA HJH acTMa.

Crapyecka BB3pacT (Ha Bb3pacT 65 roquHy WKW MoBeye)

[IpenopbyBa ce NOBHIIEHO BHUMAHHE, BIJIIOYHTEHO M0-4YECTO MOHHTOPHPAHE Ha apTEPHANTHOTO
HaJIATaHe, MPH MalHeHTH B CTap4ecka Bb3pacT, 0co0eHO NpH MpHlaraHe Ha MaKCHMMAaTHaTa 1032
amnoaumus/Bancapra/HCT, 10 mg/320 mg/25 mg, Thii KaTo AaHHHTE 3a yroTpeba npu Tasu
NAaLMEHTCKA MOIMYJIALMA ¢a OTPaHHUCHH.

NIsoiino Gnokupane Ha pEHHH-aHTHOTEH3HH-AJLIOCTEPOHOBaTa cucTemMa (PAAC)
Hima naHHH, ue eqHoBpeMeHHaTa ynorpe6a Ha ACE HHXHOHMTOPH, aHrHOTEH3HH-peLenITOpHE 610KepH

(APB)} 1M aNMCKHPEH MOBHUILABA PUCKA OT XHMOTOHHS, XHUITEPKAIMEMHA H HAMAJIABaHE Ha
6b6peunarTa GyHKkuua (BKIIOYMTENHO ocTpa 6p0peuHa HenocTaThuHOCT). [Tlopanu ToBa He ce
npenopsysa ABOHHO 6nokupaHe Ha PAAC upe3 komM6GunupaHaTa ynotpebda Ha ACE MHXHOUTOPH,
APB wiy anuckHpeH (BXK. TOYKH 4.5 1 3.1).

AKO Ce MpeLIeHH, Ye TepanuATa ¢ JBOMHO GrokupaHe e abcomoTHo HeoGxoauMa, ToBa TpAOBa Aa
CTaBa CAMO MO HaOMOAEHHETO Ha CMICLIMAIMCT H NPH YE€CTO BHHMATENTHO MOHHTOPHPAHE Ha
6u6peunaTa QyHKIHSA, €EKTpoNHTUTEe H KpbBHOTO HanaraHe. ACE unxuburopu u APb ne TpadBa na
ce M3MNON3BAT eAHOBPEMEHHO MpH naleHTH ¢ AuabeTHa HedponaTHi.

HemenaHOMEH paK HA KOXKATAa
B nBe enuASMHOIOTHYHH MPOy4YBaHU, OCHOBaBAII{ C€é HA JATCKHA HAUHMOHAIICH PAKOB PErHCTHP, €

HaGMIoaBaH NMOBMIIIEH PHCK OT HEMeaHOMEH pak Ha koxata (HMPK) [6asannokneTb4eH KapLIHHOM
(BKK) 1 ckBaMosHokieTsueH KapuHoM (CKK)] mpu HapacTBalla €KCrIO3HLHA HA KyMyIaTHBHA 1034
XHAPOXJI0poTHa3HA, DOTOCEHCHOHTH3HpAIINTE ePEKTH Ha XHAPOXIIOPOTHA3HA MOTaT Jia IeHCTBAT
KATO BEPOATEH MEXaHHIbM 3a paseuTHe Ha HMPK.

IMauueHTHTe, IPUEMalIH XHAPOXJIOPOTHA3K, TPAGBa Aa 6baaT HHpopMHpaHH 3a pucka or HMPK u
ChBETBAHHM PEIOBHO Ja IPOBEPABAT KOXKATa CH 3a HOBH JIC3HU H He3abaBHO Ja ChOOIIABgF
Ha MOJO3PUTENTHH KOXHHM Jie3nn. Ha nmanmenTure Tpabba aa ce Npenope4aT Bb3MO 0
MEpKH, KATO OrpaHHY€HO W3/laraHe Ha CTbHYEBA CBETJIHHA H YIITPABHOJICTOBH JIb




eKCMO3MLIMA, IOAX0AAIIA 3alMTa, 34 Ja ¢ CBeAE A0 MHHHMYM PHCKBT OT paK Ha KoxKara.
[Mono3pUTETHKTE KOXHH Jie3ny TpAOBa fa 6baaT NOJI0KEHH HA He3aDaBHO H3CNe/BaHe,
NOTEHLMAITHO BITIOUYBAIIO XMCTOMOTHYHH H3ceIBaHUA Ha OnoncuyHH MaTepHani. [lpepasmiexnase
Ha ynorpebara Ha XHAPOXJIOPOTHA3U MOXE JIa C& HANOXKH H TIPH NMALHEHTH, KOUTO Ca HMAIH

npeaxoaeH HMPK (Bx. cpiiio Touka 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT
Cnen npreM Ha XHAPOXJIOPOTHA3KA ¢€ ChoOMABAT MHOTO PeAKH TEXKKH CITy4YaH Ha OCTpa

PECTIHPATOpPHA TOKCHYHOCT, BK/IFOUMTEITHO OCTHP pecrparopeH aucrpec cuaapoM (OPIC). Cren
MPHEM HA XHAPOXNOPOTHa3HI OGMKHOBEHO c¢ pa3BHBa HenoapobeH OTOK B paMKMTE Ha MHHYTH J10
yacoBe. B HAYaIOTO CHMITTOMHTE BKJIIOYBAT AUCITHES, ITOBUILIEHA TEMIIEPATYpa, BJIOILIaBaHE Ha
6enoapobuara gpyHkuus u xunoronus. [Ipu cemuenne 3a OPJIC TpsOsa na 6ba¢ cnpsH NpHEMBT Ha
Hunepam HCT u aa ce npHIoKH MOAXOAALIO JeueHHe. XHAPOXIOPOTHAZH] HE TpsabBa Aa ce mpuwiara
[pH MalHEHTH, KOUTO Npeay ToBa ca nosydasand OPJIC cnea npueM Ha XMAPOXIOPOTHA3HAL

4.5 B3auMoaelcTBHE ¢ APYIrH JIEKAPCTBEHH NPOJYKTH H ApYrH GOpME HA B3aHMOJeHcTBHE

He ca npoBekaaHH opUIMATHH NPOy4BAHUA 32 B3auMoAeHCcTBHA Ha amnoaunun/Bancapraw/HCT ¢
NPYTH JeKapcTBeHH NMpoAyKTH. ClieloBaTelIHO, B Ta3M TOYKA € Npe/icTaBeHa HHGOpMALHA eIMHCTBEHO
33 H3BECTHHTE NPHU OTACITHUTE AKTHBHH BELISCTBA B3aMMOACHCTBHA C APYTH JIEKAPCTBCHH TIPOJYKTH.

BaxxHo € Aa ce uMa npeaeHy, de amnoaunux/saicapran/HCT Moxe na 3aCHTH XHITOTCH3HUBHHUTE
e(heKTH Ha IPYTH aHTHXHIICPTEH3UBHH CPEACTBA.

He ce npenopbysa €AHOBPEMEHHO NPHIOKEHHE

Axtasao(r) H3BecTHEH
BemecTBo(a) B3AHMOACHCTBHA ChHC

CJIQIIH HTE CPEIICT Ba

EdexT Ha B3aAMOeliCTBHETO € APYTH JIEKADCTBeHH
DPOAYKTH

BancapraH 4
HCT

JlvTHi

CrobiuaBa ce 3a o6paTMMO NMOBHINABAHE Ha
KOHLIEHTPALIUATA Ha JINTHIA B CEpyMa H TOKCHYHOCT IPH
eIHOBpEMEHHO npunarane Ha TuTHHR ¢ ACE umxuburopy,
aHrnoTeH3uH I penenTopHH aHTArOHHUCTH, BKITIOYHTEITHO
BAJICAPTaH WIH THA3UAHHA OWYPETHLH. TBHA KaTo
OBLOpeUHHAT KIIHPBHC Ha JIMTHA € HAMAICH OT THA3HOMTE,
PHCKBT OT JIMTHEBA TOKCHYHOCT € BE3MOXKHO
OOITHJIHUTEJIHO A3 ¢€ MOBHILIM NpH nMpHeM Ha Jlunepam
HCT. Ilopaaun Ta3u Npy4YHHA CE NPENOPHYBA BHHMATETHO
npoc/ienAaBaHe Ha CEPYMHHTE HUBA HA TUTHH IIpH
eIHOBpEMEHHa ynoTpe0a.

Bancapran  Kanuii-chxpaHaBauly AKo ce cMeTHe 3a HeOOXOAHMMO eTHOBPEMEHHO C
INYPETULIH, KATHECBH BaJICAPTAH Jia ce MpenMiie JeKapCTBEH MPOAYKT, KOWTO
no6aBKH, 3aMECTHTENIN  TOBAMABA HHBATa Ha KalHH, ce NpenophyBa 4e€CcTo
Ha CONTA, ChABPXKAIIM  MOHHTOPHpaHE Ha IUIa3MEHHWTE KHBA Ha KanuH,

KaJuH U ApyIrH
BEeLLIECTBa, KOMTO MOTaT
Ia MOBHIIAT HABATA Ha
KT

AmnogunuH  I'pedindpyT wnu cox or  He ce npenopbyBa eqHOBpeMeHHaTa ynotpeda Ha
rpefindpyT aMJIOJIUITHH ¢ IpeindpyT WIH COK OT rpeHndpyT, ThH

KaTo MPH HAKOH MalMeHTH OHOHATHYHOCTTA Ha

JA 1

,:-:::‘

A ST

\




H3ucKkBa ce NMOBUIIEHO BHUMAHHE MPH €AHOBPEMEHHO MPHIOXKEHHE

AxtaBao(n) H3BecrHH
BemecTBo(a) B3aEMOACHCTBHSA CBHC

CJA€IHHTE CpeacTBA

EdexT Ha B3aEMO/ieiCTHETO C APYTH JICKADCTBEHH
DPOAYKTH

AvimogurieH  CYP3A4 unxubumopu  EQHOBPEMEHHOTO NMPHIOKEHHE Ha aMJIOJHUIHH CBHC CHITHH
(Hanp. KeTOKOHA30/1, win ymepeHd CYP3 A4 unxuburopH (npoTeasHH
HTPaKoOHa3071, MHXHOMTOPH, a30JIHH IPOTUBOIbOHYHH CPEICTBA,
PUTOHABHD) MAaKpOJIUAY, KaTO €PUTPOMMIIMH MITH KJIApHTPOMHIIMH,
BepanaMul WIH JUITHA3EM), MOXe Jia OBEIE IO 3HAUMMO
yBeJIfYaBaHe Ha eKCIO3HLHATA Ha aMIIOZHITHH,
KnusuyHaTa 3HaYMMOCT Ha T€3H GapMaKOKHHETHUYHH
BapHaLIHK MOXe Ja € MO-U3pPa3eHa MPH NALHEHTHTE B
CTApyecka BB3pacT. T0Ba MOXe J1a HAN0XKH KITHHHYHO
npocneasBaHe ¥ KOPEKLMA Ha 103aTa.

CYP3A44 unoyxmopu [Ipn eqHOBpEMEHHO PHIOXKEHHE HA H3BECTHH HHAYKTOPH

(RHTHKOHBY/ICAHTH Ha CYP3A4, ruiasMeHaTa KOHLICHTpaLMg Ha aMIIOAMITHH

[Hanp. xkapGamazenun,  moxke aa Bapupa. [lopaax ToBa KpbBHOTO HajlfATaHe

¢penobapduTan, TpabBa Ja ce mpociieiBa H Aa ¢ 0OMHCIIH azanTrHpaHe Ha

(heHUTOHH, A03aTa KAKTO M0 BpeMe, TaKa H ¢ €AHOBPEMEHEH

docheHHTONH, npuem, ocobeHo cbe CWIHK CYP3 A4 uHAYKTOPH (Harp.

NPUMMIOH], pU(aMIHLIMH, XBIIT KAHTAPHOH).

pudaMITULIKH,

Hypericum perforatum

_[)jﬂ:ﬂ'l‘ K&HT&EHOH”

Cumaacmamun

MHOroKpaTHOTO npiiioxkeHHue Ha aMmnoaunud 10 mg

e JHOBpEMEHHO CHC CUMBacTaTHH 80 mg MoBHINaBa ChC
77% eKCIo3uuMATa HA CHMBAaCcCTATHH CIPAMO
CaMOCTOATENIHOTO NMPUIOKEHHE HA CHMBACTATHH.
[TpenoppuBa ce Hama/lABaHe HA 103aTa HA CHMBACTaTHH
no 20 mg qHeBHO NpH NALMEHTHTE Ha JICUEHHE C
AMJIOAMITHH.

Hanmponen (unqbya‘r:m)

[Tps1 XHBBOTHH ca HaOMOAABAHH JIETAIHA KAMEPHA
¢$uCpunaima U CHPACYHO-CHAOB KOJIATNC, CBBLP3aHH ¢
XHMEPKATHEMHA Clie] NPHIOKESHHE Ha BepanaMui H
MHTpaBEeHO3€eH JaHTponeH. Ilopanu puck ot
XHMepKaTHEMHA, C€ MPENOpPbYBa Ja ce H30sArBa

€ IHOBPEMEHHOTO MPIJIOKEHHE C AHTAarOHHCTH Ha
KaJI[HEBUTE KaHAIH K&aTO aMJIOJUITHH NIPH MallHeHTH,
NpeapasnonoXeHd KbM MATMTHEHA XHIIEPTepMHA U NpU
OBJIaJABaHe Ha MaJINTHEHa XHUIICPTEPMHA.

Taxponumyc

[Ipn eaHOBpEeMEHHO NMPHIOKEHHE ¢ aMJIOAHNHH
CLIECTBYBA PHCK OT IMOBUIIIABAHE HA HABATA Ha
TAKpOJIHMYC B KPBBTa. 3a Aa ce u3berHe npossa Ha
TOKCHYHOCT OT CTpaHa Ha TAKPONUMYC, MPHIOXKEHHETO
Ha aMJIOJIMITHH MPH MALMEHTH, JIEKYBAHH C TAKPOJIHMYC,
M3HCKBA KOHTPOJ Ha HABATA HA TAKPOJIMUMYC B KPBBTA H
KOPEKLIMA Ha 103aTa Ha TAKPOJIHMYC, aKo € HeobxoauMoO.




AxtaBro(B) H3BecTHH
BemecTBo(a) B3AHMOJCHCTBHA ChC

CJI_E,IIHIITE CpEACTRA

EdexT Ha B3aEMOAECHCTHETO ¢ APYTH JeKAPCTBCHH
HpPOAYKTH

Bancapranu Hecmepouonu HCITBC morar 1a orcna0aT aHTHXHITEPTEH3UBHUA €(DeKT,

HCT npomMuUeOSLINAIUMENHY  KAKTO Ha aHrHoTeH3uH Il penenropHuTe 6J10KEPH, TAKA H
cpeocmea (HCIIBC), Ha XHOPOXJIOPOTHA3HU]I, KOTaTo Ce NMpHIarat
BRAIONBAUY eqHoBpeMeHHo. OCBeH TOBa €JHOBPEMEHHATA ynoTpeba
cenexmueHu Ha JJunepam HCT u HCIIBC moxe na nosene 1o
YUKAOOKCU2eHa3a-2 BiIOLIaBaHe Ha OBOpevHaTa pyHKLUHA, U IOBUIIABAHE HA
unxubumopu (COX-2 HHBATa Ha cepyMHHA Kanuii. [lopaay Ta3su npHYHHa ce
uHXUbUMOPU), npenopbYBa MOHHTOpHpaHe Ha OuOpeyuHaTa GyHKUKA MTPH
ayemuICanuyunoea 3aMoYBaHe Ha ICUCHHETO, KAKTO H aJieKBaTHA XH/paTalHs
Kuceauna (>3 g/0en) u  Ha NALMEHTA.

_Hecenexmugrnu HCIIBC

Bancapran  Huxubumopu na PeaynTarute OT in vitro IpOy4BaHE ¢ ThKaH OT YOBELIKH
vnmeux yepeH Apob noka3ea, 4e BajicapTaH € cydcTpar Ha
mpaxcnopmepa yepHoaApoOHHMA bTeHK TpaHcnioprep OATP1B1 u Ha
(pugpamnuyun, yepHoaIpoOHHA edirykceH TpaHcnoprep MRP2.
YUKIOCNOPUK) Wil EnHOBpeMEHHOTO NMPHIOKEHHE ¢ HHXHOMTOPH Ha BITTEHK
eAYKCHUA TpaHcnoprepa (pudaMIHUMH, UHKJIOCNIOPHH) HIH Ha
mpaxncnopmep eTyKCHHSA TpaHcniopTep (PHTOHABHP) MOXKE /1a NOBHIIH

__(pumownasup) ____CHCTEMHATa CKCIO3HLIUA Ha BAJIICAPTAH.

HCT Anxoxon, EnHoBpeMEHHOTO NMPHIAraHe Ha THa3HIHUTE JHYPETHLIH C
bapbumypamu uru BELLECTBA, KOMTO ChIIO UMAT MOHMKABAL KPBBHOTO
HapKxomuyu HansraHe edexr (Hamp. upe3 HaMalABaHE HA AKTUBHOCTTA

Ha LIEHTpaJTHATa HEPBHA CUCTEMA WIH JUPEKTHA
BazOQMNaTaLMA) MOXKE a TOTEHLMpa NOABaTa Ha
OPTOCTATHYHA XHIIOTOHHMS,

Amanmadun TwasuauTe, BKIIIOUHTEIHO XHAPOXIOPOTHA3HU, MOTAT Aa
NOBHIIAT PHCKA OT HEXKEJIAHH peakLMH, MPHYHHEHH OT
aMaHTaAHH.

Aumuxonunepauvnu BHOHATHYHOCTTA HAa THASHAHKTE JHYPETHLH MOXE Aa ce

cpedcmea u opy2u NOBHIIH OT aHTHXONMHHEPrUHHHUTE CpelcTBa (Harmp.

NEKAPCMBEHY aTponHH, OUnepHacH), BEPOATHO NMOPaaH HaMalIIBaAHE Ha

npooykmu, MOTHJIHTETA Ha CTOMAIIIHO-YPEBHHA TPaKT U 3a0aBgHe Ha

ROGAUABAYU BPEMETO 32 H3npa3BaHe Ha ctomaxa. O6paTHO, OYaKkBa ce

CMOMAUIHUA NPOKHHETHYHHUTE BellleCTBAa KaTO LIH3apIMA Aa MoraT Ja

Momuaumem HaMaXAT OHOHANIHYHOCTTA HA THASHAHHUTE JHYPETHLIH.

Aumuduabemnu Tuazuaure MOrat ga Hapywat IIKOKO3HHA TOJIEpaHC.

cpedcmea (Hamp. Moxe aa ce HalOXKH KOPHIHpaHe Ha AO3UTE Ha

HHCYJIHH K MMEPOPAIHH  AHTHAHAGCTHUTE JICKAPCTBEHH MPOLYKTH.

aHTHAHabGeTHH

CpeACTBa)

~  Memaghopmun MetdopmuH TpAOBa Aa ce NPHEMA ¢ MOBHILIEHO BHHMaHHE

nopajay PUCK OT JIAKTaTHA alMao3a, HHIYLHpaHa OT
BB3MOXKHA QyHKIMOHAIHA 6 Bb0peuHa HEAOCTATBYHOCT,

CBBp3aHa ¢ XHAPOXJIOPpOTHA3HA.

bema-broxepu u

EnHOBpeMEeHHOTO NMPHICKEHHE HA THA3UIHU JUYPETHLH,

OuUA30KCUO BKTIOYHTEIHO XHAPOXIIOpOTHA3NA, K DeTa-0iiokepH Moske
Ia TOBHILM PHCKA OT XUIIepriavkeMus. THasuaHHTe
AUYPETHLH, BKTIOYHTENHO XUPOXJIOPOTHA3
MOBHMIAT XHNEPIrIMKEMHYHHA eDeKT Ha LS

Luxnocnopun EnHoBpEMEHHOTO NpHIAraHe ¢ unxnocnopug

MOBHILH PHCKA OT XHITEPYPHKEMHA U ycm)m Hitg ' %

noJa

Darta.




AKTHBHO(H)

H3iBsecTHR

BemecTBO(A) B3AEMOAEHCTBHSA ChC

C/ICAHHTE CPpENCTBA

EdexT Ha B3aRMOACHCTHETO ¢ APYIH JIEKAPCTBEHA
OpOAYKTH

Llumomoxcuvnu TwasuauTe, BRMIOYHTENHO XHAPOXJIOPOTHA3HA, MOTaT Ja

cpedcmsa HaManAT ObpOpeyHaTa eKCKpelns Ha HMTOTOKCHYHHTE
cpencraa (Hanp. HUKI0hochaMHII, METOTPEKCAT) H Aa
MOTCHUUPAT TEXHUTE MMEIOCYNPECHBHHU eeKTH.

Hduzumanucogu Tuasua-uHOyLMpaHa XHITOKATHEMHUS KWITH

2NIUKOZUOU XHIIOMATHE3UEMHA MOTAT Ja CC U3ABAT KATO HEXKETIAHH

peakuuH, YJICCHABAHKK Ha4yaOTO Ha JUrHTAIHUC-
HHAYLHpaHHU ChpJeYHH apHTMHH.

Hoonu xonmpacmnu
sewecmea

B cayuail Ha auypeTHK-UHAYLIMpaHa AeXMApaTausa MMa
MOBHUILEH PUCK OT OcTpa OBOpeuHa HeAOCTATHYHOCT,

0c06eHO NMpH BUCOKH AO3W HA HOAHUTE NPOIYKTH.
[TanmeHTHTE TPAOBA A CE pexuapaTHpar [Ipeau
NMPUIAraHeTO Ha HOMHHU KOHTPACTHH BElleCTna.

Honnobmennu cmonu

AOcopbiaTa Ha THA3MAHHTE JHYPETULIM, BKIFOYHTETHO
XHAPOXJIOPOTHA3H], C€ HaMaJIABA OT XOJIECTUPAMHH WIH
xonecturnosn. Tora MOxxe Aa NOBEAE N0 CyOTepaneBTHUHH
e(deKTH Ha THa3HAHUTE AHYPeTHIH. BbIpexkH TOBA,
NPHJIAraHEeTO Ha XHAPOXNIOPOTHA3HA H HA CMOJIH
NOOTAC/IHO, TAKa 4¢ XMAPOXJIOPOTHA3UA Ala C¢ MpHiara
noHe 4 yaca npeau wnd 4-6 yaca e NpUICcKEeHHETO Ha
lioHoOOMeHHaTa cMoJia, OH HaMAJTIJIO B3aHMOACHCTBHETO.

Jlexapcmeenu
npooykmu,
NOGAURGAYU
CepYMHOMO HU8O0 HA
Kanus

XHUnokanHeMHYHHTE eDEeKTH Ha XHAPOXJIOPOTHASH]
Morar Ja Obaar MOBHILEHM MPH CHBMECTHO NMPUIOKEHHE C
Kanuit-ryfeiy AMypeTHLH, KOPTUKOCTEPOUIH,
JAKCaTHBH, aOPSHOKOPTHKOTpONneH XopMoH (ACTH),
aM(OoTepUUHMH, KapOEHOKCOMOH, MeHULIWIHH G U
NMPOH3BOJHH HA CATHLIMIIOBATA KUCEJIHHA WIH
aHTHAPHTMHHM. AKO € HEOOXOAUMO MPEANTHCBAHETO Ha
T€3H JIEKapCTBEHH NMPOAYKTH €AHOBPEMEHHO C
KOMOHHALMATA
aMJIOAUITHH/BANICAPTaH/XHAPOXJIOPOTHA3H], CE
NpenopbL4ea MOHHTOPHPAHE Ha IUIA3MEHHTE HUBA HA
KaJTHA.

Jlexapcmeenu
nPOOYKmu,
nogauseauu
CEPYMHOMO HUBO HA
Hampus

XUTNOHATPHEMHYHHAT €(EKT Ha AUYPETHLIMTE MOJXKE Aa ce
YCHJIH [IPH CbBMECTHO NPHWIOKEHHE C ONpEICCHH
NeKapCTBEHH MPOAYKTH KATO AHTHAETIPECAHTH,
AHTMIICHXOTHULIM, AHTUETTUIIENTTHYHH CPEACTBA H JP.
Heobxo0aumo e NOBUILIEHO BHUMAHUE ITPH CBBMECTHO
NMPHIOKEHHE HA Te3H JIEKAPCTBEHH MPOAYKTH.

Jexapcmeenu
npooykmu, Koumo
Mozam oa uxnoyyupam
torsades de pointes

[Topagu pycKa OT XMIIOKATHEMHEA XHAPOXJIOPOTHA3HL
TpAOBa 2a ce MpWiara ¢ NOBHILEHO BHHMAHHKE ¢ MMPOAYKTH,
KOWTO MOTAT Ja UHAYUMpaT forsades de pointes, no-
cnenmanHo anTnapuTMuid Knac Ia u Knac I1I, kaxro u
HAKOH AHTUIICHXOTHIIH,




AxteBHo(n) H3BecTHH
BemecTso(a) B3ARMOAEHCTBHS CHC

CACAHHTE CpeACcTBA

E¢exT Ha B3aaMoeiicTHETO ¢ APYTH JIeKAPCTBEHH
NPOAYKTH

Jlexapcmeenu
npooyKmu, npunazany
3da IeYeHue Ha nooazpa

B13MOKHO € 1a ¢¢ HaIOXKU KOpHIrHpaHe Ha [103aTa Ha
YPHKO3YPHUYHHUTE JICKAPCTBEHH NMPOAYKTH, ThH KaTO
XHAPOXOPOTHA3H] MOXKe [a MOKaYH HMBATa Ha

(npobeneumn, cepyMHaTa MAKOYHa KucendHa. Moxe H 1a € He00X0MUMO

CYJIHHIUPA3OH U ia € YBEJIMYM 103aTa HA NMpoGeHeUHA U CYIGHHITHPA3OH.

IOy PHHOI) EnHoBpeMeHHOTO MpWiaraHe Ha THa3HAHU ANYPETHLM,
BKJTIOUHTENHO XHAPOXTOPOTHA3ZUA, MOXE 1a NMOBUILLIHN
4ecTOTATA Ha PEaKLHMTE Ha CBPbXYYBCTBHTEITHOCT
COPAMO aNOIyPHHOI.

Memunoona HMma oTaenld choOIeHHA 3a CTyYaH Ha XeMOJIHTHYHA
aHeMHs, Bb3HHKHANA [IPH ¢AHOBPEMEHHO NMpUIIaraHe Ha
XUAPOXJIOPOTHAZHA H METUILIONA.

Heoenonapuzupawu THasuauTe, BITIOUHTEIRO XHAPOXJIIOPOTHA3H,

CKeRemHO-MyCKYARU
penaxcanmu (Hamnp.

TYOOKYpapHH)

NMOTEHLMPAT ACHCTBHETO Ha MPOH3BOAHHUTE Ha Kypape.

Hpyau
aHmMuUXunepmeH3ueHU
JIBK&‘pCM&&H 7

npooyxmu

TuazuauTe NOTEHLHPAT AHTUXHIIEPTEH3UBHOTO NCHCTBHA
Ha ApYryTe aHTHXUMEPTEH3HBHU JIEKAPCTBCHHU NMPOOYKTH
(Harp. ryaHeTHAMH, METHIAONA, GeTa GnokepH,
Ba30W/IaTaTOPH, OokepH Ha kanuuesuTe kaHaan, ACE
unxuburopu, AP u Jlupexrnu PeHunoen Huxuburopu

[APH]).

IIpecopnu amunu
(Hanp. HopanpeHaTHH,
aJlpeHAJIHH)

XHApOXJIOpOTHA3H/, MOXKE 1a HAMAITH OTTOBOPa KbM
MPeCOPHU aMHHH KAaTO HOpaApeHaNIHH. KiIHHIYHATA
3HAYHMOCT Ha TO3H €(eKT € Reolpee/ieHa H He €

HOCTATBhYHA 32 NPEKpaTABaHe Ha TAXHATA ynoTpeba.

Bumamun D u
Kanyueesu conu

[IpunaraneTo Ha THA3HAHH AHYPETHUH, BKITIOUYHTEITHO
XBOPOXIOPOTHA3U, C BUTAMHH D WIH ¢ KallHeBH COH
MOJKE a IOTEHLHPA MOKAYBAHETO HA CEPYMHHSA KAILHA.
ERHOBpEMEHHOTO NPHJIOKEHHE C THASHIHHA JHYPETHIUH
MOXKeE Ja JAOBee A0 XHICPKATUHMEMHS NMPH NaUMCHTH
npeapasnoNokeHd KbM XHIIepKanLMeMus (Hanp.
XUINEPIAPATHPEOH U3 BM, 3JI0KAYECTBEHH 3200 1 IBaHHA
WJIH BUTaMHH D-MeHHpaHH CHCTOAHUA) Ypes
oBHilaBaHe Ha Ty0ynHaTa KajluKeBa peadcopOms.

Heoiing 6roxupane na PAAC ¢ APD, ACE unxubumopu wiu anucKupen
JlaHHH OT KITHHHYHH NIPOYYBaHMs 10Ka3BaT, ue ABoiHOTO Gnoxupane Ha PAAC upe3 koMOHHHpaHaTa

ynotpe6a Ha ACE uHxu6uropn, APb 1M anuckHpeH ce CBbp3Ba € N0-BHCOKA YECTOTa HA HEXKelaHH
CHOMTHA, KAaTO HATIPHMED XHIOTOHHS, XUIepKanueMna H HaManasase Ha 60peuHara QyHKLHA
(BKTIOUHTENHO OcTpa GbOpeyHa HeIOCTATHMHOCT), B CPaBHEHHE ¢ ynoTpebara camo Ha eJJHO
cpencTso, aekicrpaiio Bbpxy PAAC (Bx. Touka 4.3, 4.4 u 5.1).

4.6 PepTRIHTET, SPpEeMEHHOCT H KbpMEHE

bpeMeHHOCT
Amnoounun

Be30nacHOCTTa Ha aMJIOAMITHH O BpeMe Ha GpeMEeHHOCT NPH X0pa He € ycTaHoBeHa. B
NpH HMBOTHH, IPH BUCOKH 03 € HabnmoaBaHa penpoXyKTHBHA TOKCHYHOCT (BX. TO
IMpunosxeHHe o BpeMe Ha GpeMeHHOCT Ce MPenophuBa caMo KOraro Hama no-6eson
H KoraTo DosiecTTa caMa 1o cede CH HOCH MO-TOJIAM PUCK 3a MaHKaTa M IUioaa.
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Bascapman
Ynorpe6ara Ha anrmoteHsuH II peuenrroprm 610kepu (AIIPD) He ce nmpenoppyBa no BpeMe Ha MbPBHS

TpuMecTbp Ha GpeMenHocTTa (BXK. Touka 4.4). Ynotpebara Ha AlIPb e npoTtrBonoka3aHa no BpeMe Ha
BTOpHS M TPETHs TPHMECTBP OT OpemeHHOCTTA (BXK. TOYKH 4.3 M 4.4).

EnuaeMHONOrHYHHTE JaHHH 33 PHCKA OT TEPATOreHHOCT ciel ekcno3uuns Ha ACE HHXHOMTOpH 110
BpEME Ha ITBPBUA TPHMECTBP OT GPEMEHHOCTTa He BOIAT A0 OKOHYATENHH 3akmoueHus. Bee nak,
JIeKO TIOBHILIEHHE HA PHCKA HE MOXe Ja ce M3KMOYH. BenpexHy ue HaMa JaHHH OT KOHTPO/IHPaHH
eMHAEMHMOIOTMYHH NIPOyYBaHAA 33 pUCKa npy aHrHoteHsuH 1l penenropaure 6nokepH (AIIPD)
MofA0G€eH PHCK MOXE J1a CHILIECTBYBA 3a TO3M K/Iac JIEKAPCTBEHH MPOAYKTH. OCBEH ako
npoas/pKkasaHeTo Ha AIIPb TepanusaTa ce CMETHE 3a XKU3HCHO BaXKHO, MALMEHTKUTE MaHHpally
6peMeHHOCT TpAOBa Jia MPEMHHAT Ha aITCPHATHBHO AHTUXUMNEPTEH3HBHO NIEYEHHE, KOETO HMa
ycTaHOBEH Npodwt Ha 6e30nacHOCT NpH GpeMEHHOCT. AKO C€ yCTAHOBH OpEeMEHHOCT, IEYEHHETO ¢
AIIPE tpsfBa xa ce npeycTaHOBH He3a0aBHO M, KO € YMECTHO, Aa CE 3all04HE ATTepHATHBHA
TepanHs.

Excriosuuuata Ha AIIPS no BpeMe Ha BTOpUA U TPETHA TPHMECTHDP Ha OPEMEHHOCTTa MOXKE /13 IOBEIE
10 $eToToKCHYHOCT (HamManeHme Ha Gu0peuHaTa GyHKIs, ONIMrOXHAPaMHHOH, 3a6aBeHa OCHHKaLIHKA
Ha uepena) M HeOHaTalHa TOKCHYHOCT (010peuHa HeJOCTAaTEYHOCT, XHITOTOHHUA, XHUMCPKATHEMHS )
(BX. TOUKa 5.3).

B ciyuaii ye ce ycraHoBM ekcriosuiiya Ha AIIPB ot BTopus TpuUMecTsp Ha OpeMEHHOCTTA, C¢
npenopb4sa npoeepxa Ha 6OpeuHara QyHKUNA Y Yepena Ha IUIoAa 4pe3 YATpasByK.

HoeoponeHu, uuuro Makku ca npuemanu AlIPB, Tpa6sa Buumarenso na 6saat HabnoaaBaHHU 3a
xunotolns (BX. Touku 4.3 U 4.4).

Xudpoxropomuasuo
ViMa orpaHu4eH OMUT OTHOCHO ynorpebara Ha XHAPOXJIOPOTHA3H/ IO BPEME Ha OpeMeHHOCT,

ocoGeHO npe3 bPBUA TpUMeCThP. [IpoyyBaHHMATA NPK JKUBOTHH Ca HEAOCTATHYHH.

XuApOoXI0pOTHA3M/I NPEMHHABA Tipe3 IUlalieHTaTa. B13 ocHOBa Ha (papMaKoIOrHHHHA MEXaHHIbM Ha
neficTBHE HA XHAPOXJIOPOTHA3HKA, YHoTpebara My Mpe3 BTOPHA U TPETUA TPUMECTBP MOXKE 1a HAPYLLIH
deTonnaneHTapHara nepdysus U 1a AoBeae A0 GeTanHd H HEOHATATHH eeKTH KaTo KBJITCHHLIA,
HapyILEHHA Ha eJIEKTPONUTHUA GanaHc ¥ TPOMOOLIMTONICHHS,

Amnodunur/sancapman/Xudpoxaopomuasuo

Jluncea omut ¢ ynorpe6ara Ha amnoaunus/sancaptan/HCT npu Gpemennu. Br3 ocHoBa Ha
ChILECTBYBAILHTE JaHHH OT MPOYUYBAHMS C OTAETHHTE KOMIIOHEHTH, ynotpebara Ha JRunepam HCT ne
ce Mpenopb4Ba npe3 MbpBHA TPHMECTHP OT OPEMEHHOCTTA H € NPOTHBONOKA3aHA NPe3 BTOPHA H
TPETHS TPUMECTBP OT GpeMeHOCTTa (BXK. TOUKH 4.3 1 4.4).

KbpmeHe
JluncBaT JaHHK OTHOCHO YNoTpe6aTa Ha BaJIcapTaH MO BPEME HA KbpMEHE. AMJIOJHNUH ce

eKCKpeTHpa B KbpMaTa npH xopa. Yactra ot fo3ara Ha Makikara, NOTy4eHa OT KEpPMaveTo, €
M3YMCIIEHA C HHTEpKBapTHIEH AManasoH 3 — 7%, ¢ MaxcuMyM 15%. EQexThT Ha aMIOAHMHAH BBPXY
KbpPMA4y€eTaTa € HeM3BEeCTHA. XHAPOXJIOPOTHA3HA Ce EKCKPEeTHpa B KbpMaTa B MAJIKH KOJIMYECTBA, BrB
BHCOKH J103H THa3HIHTE NpeU3BHKBAT HHTEH3HBHA Uy PeE3a H MOTaT Ja MOTHCHAT 00pasyBaHeTO Ha
kbpMaTa. Ynorpebara Ha iunepam HCT He ce npenopbysa 1o BpeMe Ha KbpMeHe. Ako Jlunepam
HCT ce u3non3Ba 1o BpeMe Ha KbpMeHe, 1o3ute Tpadea Ja 6BLAaT KOJIKOTO ¢e MOXKE MO-HHCKH.

0coBeHO NMPH KbpMEHE Ha HOBOPOACHH H NMPEXACBPEMEHHO POJICHH Jiela.

QepTHaUTET
HstMa KTHHHYHH NpOYYBaHHA OTHOCHO BiIMsAHMeTo amnoaunuH/pancapran/HCT BB




Banrcapman
BancapraH HAMa HexXellaHK edekTH BBPXY PENpOayKTUBHATA CMOCOOHOCT HA MBXKH U XXKeHCKH

[UTBXOBE TIPH MpHEM Ha nepopandu Ao3H Ao 200 mg/kg/nen. Tasn n03a e 6 MbTH MAKCUMATTHATA
ApeNopBLYMTENHA 1032 NIPH XOpa, ONpefieNieHa Ha 6a3a mg/m’ (M34MCIEHHETO € 3a NepPOpaHa 11033 OT
320 mg/neH u 60-KHA0rpaMoB NALIMEHT).

Amaoounun

[IpH HAKOM MALMEHTH, JIEKYBaHH C GJIOKEPH Ha KAILIHEBHTE KaHAIHM, ca Cho01ueHn obparumMu
6HOXMMHYHH NPOMEHH B IMTaBHUKATA Ha CrIepMaTO30MaMTE. KTMHMYHHTE AaHHM €& HEJIOCTATLYHH IO
OTHOLIEHHE Ha MMOTeHUHATHHA edeKT Ha aMJIOAMIHH BBPXY (pepTHiIHTETA. IIpH e1HO MpOoy4BaHe MpH
[LTHXOBE ¢a YCTAHOBEHH HEXeNaHu eekTH BbpXy depTIINTeTa NPH MEXKUTE (BXK. TOUKA 5.3).

4.7 Edexrn Bbpxy cnocobaocTTa 32 modupage H pabora ¢ MAIAAA

TNaiuerTaTe, kouto npHeMat Junepam HCT u modupar unn pabotsar ¢ Mamunu TpabBa Na HMat
NpeaABH, Y€ TIOHAKOTa € Bb3MOXKHO /la CE MOABAT YMOpa H 3aMaiiBaHe.

AMJIOAMITHH MOJKE J1a TIOB/IHAE B ¢afa 10 yMepeHa cTeneH cnocobHocTTa 3a modHpane U pabota ¢
MaluKMHH, AKo nanueHTuTe, npueMalii Junepam HCT, nomyvar 3amatisane, rnasobonne, ymopa win
rajeHe, cnocoOHOCTTa HM Jia peardpaT Moxe a 6be HapyllleHa.

4.8 HexeaHH JJeKAPCTBEHH PeAKOHH

[TpodrasT Ha GezonmacHocTTa Ha amnoaunuH/Bancaprad/HCT, npeacraBeH no-10.ry ce 0OCHOBaBa Ha
KJIMHAYHH IPOY4BaHHA, MpoBeieHH ¢ amnoaunun/pancapran/HCT u nosnatute npopwuin Ha
6e30nMacHOCT Ha OTC/ITHUTE KOMIIOHEHTH aMJIOAMITHH, BAICAPTaH H XWAPOXJIOPOTHA3HA.

O6061enre Ha npodwia Ha 6e30MacHOCT

BesonacHocTTa Ha amnoaunui/BaicapTad/HCT e oueHeHa npu HeropaTa MakCHMMallHa 1034

10 mg/320 mg/25 mg B X042 Ha eJHO KOHTPOIMPAHO KPaTKOCPOUHO (8 ceaMuLM) KITHHHYHO
npoyuBaHe ¢ 2271 nauuenTH, 582 OT KOUTO NPHEMAT BajiCapTaH B KOMOMHALMS ¢ AMJIOJMITHH H
XHAPOXIOpoTHa3Kd. HexenaHuTe peakiiiy KaTo L0 ca OHIM JIEKH H IPeXOAHH N0 XapakTep H ¢aMo
B PEKH CJIy4aH ca HaJlarajii IpeycTaHoBsABaHe Ha jieueHHeTo. [To BpeMe Ha TOBa AKTHBHO
KOHTPOHPAHO KIMHUYHO U3MTHTBAHE HaH-UECTHTE NPHYHHM 33 NPEYCTaHOBABAHE HA JICUCHHETO ¢
amnoaumui/Bancaptran/HCT ca 6unm 3amasHocT ¥ xunotoHus (0,7%).

ITo BpeMe Ha 8-CeAMHYHOTO KOHTPOJMPAHO KIHHHYHO NPOYYBaHE He Ca HabmonaBaHH 3HA4HMH HOBH
WIH HEOYAKBAHH HEXKE1AHH JIEKAPCTBEHH PeakKIiHH B CPaBHEHHE ¢ M3BECTHHTE NIPH MOHOTEpania WiH
NBOHHO-KOMOHHHpaHa Tepanus ¢ OTASNHUTE KOMIIOHEHTH.

[To BpeMe Ha 8-CeAMHUHOTO KOHTPOJIMpaHe KIHHHYHO NPOoy4BaHe HabloaaBaHUTe NpH
koMGuHaumaTa amnoaunus/sancapraw/HCT npomeHu B n1aGopaTopHUTE MOKA3aTE/H €2 OWIH
MHHHMMAJIHH H B CHOTBETCTBHE ¢ (hapMaKOJIOrHUHHA MEXAHH3BEM Ha AeHCTBHE HA OTAEITHHTE
koMnioHeHTH. HanuuueTo Ha BaicapTaH B TPOHATa KOMOMHaLMA OTCNabBa XHNOKATHEMUYHHA €(EKT

Ha XHAPOXJIOPOTHA3HA.




TabauuyeH CNUCHK Ha HEXKEJTAHUTE PEaKIHK

CrnenBaifHTe HEXKEIAHH peakKLMH, H3OPOEHH CIIOpea CHCTEMO-OpraHHH KiIacoBe Mo MedDRA u
yecToTa, ce OTHACAT 3a amnoaunuy/pancapTa/HCT n nooTaenHo 3a aMIOJHINH, BAJICAPTaH H HCT.
MHoro YecTH: >1/10; uectu: >1/100 no <1/10; HeyecTn: >1/1000 no <1/100; peaxm: >1/10 000 oo
<1/1000; Muoro peaku: <1/10 000, c Heu3BeCTHA YeCTOTa (OT HANMHYHHTE TAHHH HE MOXE /1a Obae

HanpaBeHa OLCHKA).
MedDRA Hexe1an| peaknHu YecToTa
CHCTEMO-OPraHHH amaoaunnn/ | amaoannan | Bancapran | HCT
KJIacoBe BaJcapTan/
HCT
Heonnazmu - HeMenaHOMEH pak Ha - -- -- C
noOpoKauecTBEHH, | KOXKATa HEH3BECTHA
3JIOKQ4ECTBCHU U (6a3aHOKJIETHYEH 4eCcTOoTA
HeonpeacaeHH KapLMHOM
(BKJI. KHCTH H CKBaAMO3HOKJ/IEThYEH
MOJIHITH) KApLIHHOM)
Hapywmenus Ha ArpaHynoLuro3a, - -- = MHoro
KpbBTa H KOCTHO-MO3bYHA peaKH
MMM(HATA CHCTEMA | HEIOCTATHYHOCT
[ToHwkeH XxeMOornobuH U | -- -- C --
XEMATOKPHT HEU3IBECTHA
4yecToTa
XeMONUTHYHA aHEMHS -- - -- MHoro
peaKu
JlesxoneHus -- MHoro -- MHoro
peaKH peaKu
HeyTponenus -- -- C --
HEHU3BECTHA
4yecToTa
TpombouunToneHu1, -- MEoro C Penxu
MOHAKOTa ¢ MypITypa peaku HEHU3BECTHA
4eCcTOTa,
AIUTacTHYHA AHEMHUS -- -- -- C
HEH3BECTHA
4eCTOTA
HapymeHus Ha CBpBbXYYBCTBHTEIHOCT = Mmuoro C MHoro
MMYyHHaTa CHCTEMA peaKH HEHM3BECTHA | pPEAKH
yecToTa
HapyeHus Ha AHOpPEKCHS HeuecTn — -- --
merabonnsMa H XunepkanueMus HeyectH -- -~ Penxu
XpaHeHeTo XHUnepriukeMus = MHoro -- Peaxu
peaoKu
XunepaunuaeMus HeuecTH -- -- --
XunepypHKeMHus HeuecTH -~ - YecTH
XHIIoXJ10peMHYHA -- - -- MHoro
anKago3a peaAKU
XurnoxanueMus YectH -- -- MHoro
YyeCcTH
XUnoMarHesneMns -- --
XUnoHaTpHeMHUs HeuecTn --

Briiomapane Ha nuabera




MedDRA Hexenand peaknnn YecTOTA
CHCTEMO-OPrannga amaonanen/ | amnoaanue | sajgcapran | HCT
KJIacoBe Bajicapran/
HCT
[TecuxuuHu Henpecus -- HeuecTn -- Penxu
HapyILICHHA Hucomuus/HapymieHUs Ha | HedecTH Heuectn -- Penxu
ChHA
[TpoMeHH B HACTPOEHHETO | -- HeyecTu -~ -
Ob6BpxaHocT -- Penxu - -
Hapymenus Ha KoopauHALMOHHH Heuectn - -- -
HEpBHATA CHCTEMA | HapyLIICHHA
3aMasHOCT YectH UectH -~ Peaku
ITocTypanna 3aMasHocT, | Hedectn -- -- “-
3aMagHOCT IIPH YCHIIHE
Hucreysus Heuectu Heuectn —- -
ExcrpanmupamMuiHa - C - —
CHMIITOMATHKA HEHW3BECTHA
4yecToTa
I"'naBobonne HecTH YecTu -- Penku
[ToBuilieR MycKyJIeH -- MHoro — —
TOHYC peaKH
JleTaprus HeuecTH -- - -
ITapecTeznm HevecTH HewecTn -- Penxu
[TepudepHa nesponatus, | Heuectn MHoro - -
HEBPONATHS peaKH
COMHOJIEHTHOCT Heuectu Yectu -- --
CHHKON HeuectH HeuecH - -
Tpemop - Heyectu -- -
Xnnoecre3us -- Heuectn -- -
HapyweHnus Ha OcTpa 3aKpHTOBI'BIIHA -- = - C
OYHTEe rylaykoMa HEHU3BECTHA
q4eCTOTa
3puUTeNHY HApYIIEHHs - HeuectH - —
3pHTETHO YBPEXKIAHE Heuectu Heuectn -- Penxu
XopounaneH U3IUB C
HEHU3BECTHA
4EeCTOTA
HapymeHus Ha I1lym B yiIuTE -- HeuecTH - -
YXOTO H CBeTOBBpPTEXK Heuectu -- HeuectH --
naOHpHHTA
Copaeusu ITannmurauuu - YecTH - -
HapyLICHHA Taxukapaus HeuectH —- - -
ApPHTMHH (BIJIFOYHTENIHO | -- MHoro -- Penxu
OpaaHkapaws, KaMepHa PEIKH
TAXMKApAHA U
NpeAChPIHO MBAKIAEHE)
MuokapaeH HHQApKT -- MHnoro -- -

peaku




MedDRA HexenaHu peaknuu YecToTa
CHCTEMO-OpPraHHH amaonunun/ | amiaoaunan | Bancapran | HCT
KJ1acoBe BajcaprTan/
HCT
CnaoBu [ToueppeHaBaHe - YecTH . -
HapylCHHA XHUIMOTOHUA YecTH Heuectn - —
OpTOoCTATHYHA Heuectn -~ -- YecTH
XHIOTOHHA
®nebur, tpombodIedbuT | HeuecTH - - -
Backyaur - MHoro C -
peaKH HEeH3BECTHA
YecTOoTa
PecnupaTopHH, KauutMua Heuectn Msoro Heuectn --
rPBAHH U penKH
MEJHACTHHAJIHH JAucnHes Heuectn Heuectn - -
HapyIICHUA PecniupaTopeH JUCTpEC, -- - -- MHoro
GenoapobeH oTOK, penxu
IMHEBMOHHT
OcTBp pecniupaTopeH - -- - MHoro
AUCTPEC CHHAPOM peIaKH
(OPXC) (Bx. TO4Ka 4.4)
PHHHT -- HeyecTH -- -
BrinaneHo repao HeuecTn - - —
CroMamHo-upeBud | Cromawen auckomdoprt, | Heuectu Yectu Heuectn Penkn
HapyIIeHHA 6oJka B ropHaTa 4acT Ha
KopeMa
Jlom abx Heuecru -- -- --
[IpoMeHH B YpEeBHATA - Heuectn - .
MEePHCTAITHKA
3anek -- - - Peaxu
[lonwxeH aneTur -- -- -- Yectn
Jnapus Heuectu HeuecTH — Penaxu
Cyxorta B ycTaTa HeuecTH He4ectH -- -
Jucnencus YecTH HeuecTH - -
TacTpuT -- Mmuoro -- --
peAKH
Xunepruiazus Ha BEHLHTE | -- MHuoro - -
pelaKH
HHTecTHHANECH -- -- MHoro --
AHTHOeIEM pEOKH
I'ageHe HeuectH YectH -- Yectu
[TankpeaTyT -- MHoro -- Muoro
peAKH peIKH
[loBpbiIaHE Heuect HeuecTH -- YecTH




MedDRA Hexelana peaknan YecToTa
CHCTEMO-OPraHnHH amaoaqunan/ | amaonunan | Baacapran | HCT
KJIACOBE BAJCApPTAR/
HCT
Xenarobunnapuu | OTKJIOHEHHA B - MHoro C --
HapylWICHUA yepHOApOoOHUTE peaku** HEH3BECTHA
(bYHKILIHOHATHH 4ecToTa
MOKa3aTeJH,
BKJTIOYUTETHO
MOBHIIABAHE Ha
cepyMBUs OuaIHpyOHH
Xenatur -- MHoro - --
peaKH
HuTpaxenaranHa -- MHuoro = Penku
X0J1€CTa3a, KhJITEHHLA peaKy
HapymeHus Ha Anonenms -- HeuecTH -- --
KOXKATa U AHruoeaem -- MHoro C --
NMOJKOXKHATA ThKaH peaKH HEH3BECTHA
4yeCTOTa
BynoseH aepMaTHT -- -- C --
HEH3BECTHA
4YEeCTOTa
Peakuuu, HanopooABall | -- -- -- MHoro
KOXEH JTYIyC pelaKkH
EPUTEMATOAEC,
peaKTHBHPaHE Ha KOXEH
| TyMyC EpHTEMATOLEC
Epurema MynTudopme -- MHoro -- C
penxu HeH3BECTHA
4EeCTOTA
Ex3aHTEM -- Heuectn -- --
Xunepxuaposa HeuectH HevectH -- --
PeakiyH Ha -- MHoro -- Penxu
CBPBXUYBCTBHTEIHOCT™ PEAKH
[IpypHTyc Heuectn Heuectn C --
HEH3BECTHA
JecTOTa
Ilypypa -- HeuecTH - Penxu
O6pus -- HeuecTu C YectH
HEH3BECTHA
4eCTOTa
O6e31BeTABaHE HA -- Heuectn - --
KOXATa
Ypruxapud ¥ Apyry - MHoro -- YectH
BUJ0BE OOpHUB pedKH
Hekpotuzupalll BACKYJIHT | -- C -- Mmuoro
H TOKCHYHA €MHaepMaiHa HEH3BECTHA peaKH
HEKPOTH3a 4ecTOTa
ExcdonunatuseH -- MHoro -~ -
JepPMaTUT peaKH
CHHIpPOM Ha Stevens- -- MHoro --
Johnson peaKH
Enem Ha Quincke -- Muoro --

peIKH




MedDRA HexelanH peaknnA YecToTa
CHCTEMO-OpranHH amaoaanun/ | amaoaunae | saicapras | HCT
KJacoBe BaJICApTaR/
HCT
HapymeHus Ha ApTpairus -- HevecTu -- —-
MYCKYJIHO- bonku B repba Heuectu HeuecTH -~ —
CKeJICTHATa OTOK Ha CTABUTE HeuectH -~ -- --
CHCTEMA U MyCKyJIHU CTIa3MH HeuecTH HeuyecTn -- C
CBCINHHTC/IHA HEU3BECTHA
ThKaH yeCTOTa
Myckyna cnaboct Heuectu -- -- -
Muanrus HeuecTtun Hewuectn C -~
HEH3BECTHA
4EeCTOTa
bonka B KpaHHHLMTE HeuectH -- -- --
OTOK HA [JIE3CHHTE -- YecTH -~ --
Hapymienus Ha [ToBHILICH KPEATHHHH B HeuectH -- C --
OpOpeuyTe H KpBBTa HEH3BECTHA
MUKOUYHUTE YeCTOTA
TbTHILA MHKIHOHHHY HApYWIEHHa | - HeuecTH - --
Hokryphs -- Heuyectn - --
[onakypus Yectn HeuecTH -
bn6peuHa quchyHKUHS - - - C
HEH3BECTHA
YEeCTOTa
Octpa 6B0peyHa Heuectn -- -- C
HEJOCTATBYHOCT HEH3BECTHA
4eCTOTA
brOpedna -- -- C Peaku
HEZOCTATHYHOCT H HEH3BECTHA
YBPEXIAHE 4ecToTa
HapyiiieHHA Ha HMMNOTEHTHOCT Heuecty Heuectu -- YecTH
BBL3NPOM3BOAMTEN- | ["HHEKOMACTHA Heuectn - --
HATA CHCTEMA H
repAata
O6wm HapyuieHuss | AGa3us, HapyLUICHHA B HeuecTn -- -- --
1 edQeKTH Ha MOXOJKATA
MACTOTO Ha ActeHus HedecTH HeuecTH -- C
MPUIOKECHHE HEHU3BECTHA
4eCTOTA
Huckomdopr, Heuectn HevecTH -- -
Hepa3noja0KeHHe
YMopa YecTH Yectn HeuectH --
bonka B repaure, KOATO Heuectu HeyecTu -- --
HE € CBBP3aHa ChC
CHPLETO
Otok YectH YecTH -- --
bornka -- HeuecTH -- --
[Inpekcun -- -~ --




MedDRA Hexe1amH peaknuu YecToTa

CHCTEMO-OPraHHH amiaoannne/ | amaoganng | Baacaprans | HCT

KJIACOBE Bascapran/

HCT

Hacnensanua IToBuiaBaHe Ha - -- _ MHoro
JTHNUANTE YeCTH
[TopuimaBaHe Ha ypesaTa B | HeuectH - - --
KpbBTa
IloruIiaBaHe Ha HeuecTH -- -- -~
NHMKOYHATA KUCETHHA B
KpBBTa
['moko3ypus -- Penku
[TonwxeH xkanuii B kppBra | Heuectn -- -- --
ITorumeH xayuii B KpbBTa | -- -- C --

HEHU3BECTHA
YeCTOTA
IMopumasaHe Ha Ternoro | HedecTH HeuecTn -- -~
[ToHmwxaBaHe Ha TETJIOTO | -- Heuectn -- --
* Brokre Touka 4.4 QOTOUYBCTBUTEITHOCT
* Haif-uecTO CBBP3aHO C X0JIeCTa3a

OnucaHKe Ha u30paHK HexenaHd peakiiHe

HemenaHOMeH pak Ha KOXAaTa: Bb3 OCHOBA HAa HAJIHUHHTE JaHHH OT ENHIEMHOMOTHYHH NIPOYYBaHHA €
HabMOABaHA 3aBMCHMa OT KyMy/aTHBHaTa 103a Bpb3ka mexay HCT u HMPK (Bx. cvuto Touks 4.4
u5.1).

CrofluaBaHe Ha NOJO3UPAHHN HEXEJIAHH peaKiUH

Cpo6LIaBaHeTo Ha NOJO3HPAHH HEXENaHH PEaKLMH Clell pa3pelaBane 3a ynorpeda Ha IeKapCTBeHUA
MPOYKT € Baxkuo. ToBa No3BoMsABA Ja NPOIHDKH HAOMIONEHHETO Ha CHOTHOICHHETO MOJI3a/PHCK 3a
leKapcTBEHUA MPpOoXyKT. OT MEAHLMHCKUTE CHELHATHCTH Ce H3HCKBA Ja ChOOIIABAT BCAKA
MOJO3HpaHa HeXEJIAHA peakLs Upe3 HallHOHAJIHa CUCTeMa 3a ChollaBate KoM H3mbIHATENHATA
areHuMs 10 JIeKapeTBaTa, yi. ,,Jlamsan [pyes* Ne 8, 1303 Codus, Ten.: +35928903417, yeGeaiit:
www.bda.bg.

4.9 IlpenoszmpaHe

CHMITOMH

Hsma onuT ¢he CJIyHaH Ha npeno3upade ¢ amnoaunuy/Bajncapran/HCT. I’ maBHUAT CHMIITOM Ha
Npeao3Hpane ¢ BAICAPTaH BEPOATHO € H3Pa3cHa XHMINOTOHMA U 3aMasHOCT. IlpeaosnpaneTo e
aMJIOJHITHH MOJKE Ja AoBele A0 eKCTpeMHa nepudepHa BazowiaTaliua U BEPOSITHO peduieKcHa
Taxukapaui. UMa cpoblieHH 3a CilyyaH Ha H3paseHa H MOTEHLMANHO IIPOJIOHTHPaHa CHCTEMHA
XHITOTOHHS, BIUTIOUHTEITHO 10K ¢ ¢haTaneH U3xXon NpH Npeao3npaHe ¢ aMJIOAMITHH.

HexapauoreneH 6enoapobeH oTok ce crobiana paaxo Karo MocleAnla oT NPeao3HpaHe ¢
aMJIOIMITHH, KONTO MOXe Aa ce MpOABH ¢hC 3abaBeHo Havano Ha edexra (24-48 yaca crnen
NOLTBIIAHE) H 53 H3UCKBA W3KYCTBEHA BEHTWIALMA. PaHHHTE peaHHMALIHOHHHM MEPKH (BK/IICUMTENTHO
HATOBapBaHE C TEYHOCTH) 3a MOLTbpxaHe Ha nepdy3HATa H ChpACHHHA A¢OUT MoraT Aa 6baaT

YCKOpSBaIU pakTopH.

JleueHue

Amnodunun/sarcapman/xudpoxnopomuasuo

KnyHHYHO 3HAUMMAaTa XMIIOTOHHA nopagu npeaozupaHe Ha Junepam HCT u3suckea
CBhpIEUHO-CBAOBA peaHHMAalN, BKIIOYBALIA Y€CTO MOHHTOpHpaHe Ha ChbpACYHATA H




$yHK1Ms, NoBAUraHe Ha KpaHHHUMTE ¥ BHHMaHHE MO OTHOLUICHHE Ha LHPKyIaTOpHHA obeM H
auypesara. [IpHI0KeHHETO Ha BA3OKOHCTPHKTOP MOJXKE Jla € OT I10/13a 32 Bh3CTAHOBABAHC Ha CHAOBHA
TOHYC M ApTEPHATHOTO HANATaHE, B CITyyail 4e HAMa NPOTHBOMOKA3AHMA 32 NPUITIOKECHHETO MYy .
HHTpaBeHO3HOTO MPHIOKEHHE Ha KAJILMEB [IIFOKOHAT MOXe [1a € OT N0/13a 33 NPCORONABAHE HA
edexTa OT 6N1OKaZATA HA KAJILIUEBHTE KAHAH.

Amnoounun

AKO TIPOZYKTBT € NOrbJHaT HaCKOPO MOrar Ja ¢ obcrxaaT CTHMYNHpPaHe Ha MOBPBLIAHETO HITH
cToMaliHa MpoMHBKa. IIpHI0XKEeHHeTO HA AKTUBEH BBIVICH IPH 31paBH noSpoBOMLIH HEMOCPEACTBEHO
WIM O NBA 4aca c/ie] NONTBLIAHETO HA AMIIOMITHH 3HAYHMO HaMaiaBa abcopOLHATa Ha MPOMYKTa.
AMIOOUNMH He MOXe Ja 6bae OTCTpaHeH upes XeMOAHaIH3a.

Bancapman
BancapraH He MoXke a 6b/1€ OTCTPaHEH Ype3 XCMOAHAIH3A.

Xuopoxnopomuazuo

[Tpeno3upaHeTo ¢ XHAPOXJIOPOTHA3HA € CBBP3aHO CbC 3ary0a Ha elleKTPOJIHTH (XHIIOKaTHEMHA,
XHMOXJIOPEMHA) ¥ XHUIIOBOJIEMHA B PE3Y/ITAT HA EKCLIECHBHATA AHype3a. Haii-uecTiTe NpU3HALH H
CHMIITOMH Ha IpeJI03HpaHe ca rajieHe ¥ ChHIHBOCT. XUMOKAIHEMHATA MOXKE N1a IPEAU3BIKA
MYCKYJ/IHH CTIa3MH W/IWTH H3pa3cHa ChpAeYHa apHTMHA, CBbp3aHa ¢ eHOBPCMCHHATA yrnorpeba Ha
IMTHTATMCOBH INTHKO3HIH WIH ONpeAcIeHH aHTHAPHTMHAYHH JIEKAPCTBEHH NMPOXYKTH.

He e ycTaHOBEHA CTENEHTa HA OUMCTBAHE HA XWPOXIOPOTHA3IUA [IPH XEMOAHANH3A.

5, ®APMAKOJOI'AYHHA CBOUCTBA
5.1 PapmaxkoJHHAMHEYTHH CBOHCTBA

dapMaxoTepanesTHuHa rpyna: CpeacTsa, JeHCTBAIUM PPXY PEHHH-aHTHOTCH3HHOBATA CUCTEMA,
anruorensuH 11 peuenropHd 610kepH, apyru komGuHauuu, ATC xoxn: C09DX01.

MexaHH3bM Ha EHCTBHE

Nunepam HCT e xoMGuHalis OT TPH AHTUXMIEPTEHIUBHH CHCTABKH C AOITB/IBALI €€ MEXAHMIBM Ha
KOHTpOJN HAa 8pTEPHATIHOTO HAIATaHe NpPH MaUHEHTH ¢ €CEHLMATHA XHNEPTOHHMA: aMJJOANITHH
MPUMHAIIEKH KbM K1aca Ha KAIIHEBUTE aHTarOHHCTH, BAJICApTaH KbM KJIaca Ha aHTHOTCH3HH 11
peLienTopHH 610KEPH, 2 XMAPOXIOPOTHA3MA KBbM K1aca Ha THASUAHUTE HYPETHLM. KombuHaLusTa
Ha Te3M ChCTABKH MMa aJMTHBEH HTHXHIIEPTEH3UBEH €(EKT.

AMIOAUNMH/BATICAPTAH/XHAPOXJIOPOTHAIH]L
Knunuuna egpuxacuocm u besonacnocm

Amnogunus/pancaptai/HCT e M3UTBaH B ABOHHO-CIIAINO, AKTHBHO KOHTPOIHPAHO NPOYIBAHE TIPH
[ALMEHTH ¢ XHepToHmA. 0610 2271 NauMeHTH ¢ yMepeHa 10 TeXKA XHUIEePTOHHS (CpeaHOTO
M3XOJHO CHCTONHO/MACTONHO apTephanHo HanaraHe e 6mno 170/107 mmHg) ca nekysahn ¢
aMJIOIMITHH/BasicapTan/xuapoxaopotrasun, 10 mg/320 mg/25 mg, BancapraH/XHAPOXIOPOTHASHA
320 mg/25 mg, amnoaunun/sancapral 10 mg/320 mg Hin XHAPOXJIOPOTHA3HIY aMJIOAMITHH

25 mg/10 mg. B HayanoTo Ha NPOy4BaHETO Ha MAlMEHTUTE Ca HA3HAYCHH NO-HUCKH 03H OT
NpPeANMCAHHTE HM TEPANEBTHYHH KOMGHHAIIMM M BIIOC/ICACTBHE Ha 2 CEIMHLA €& THTPHPAHH 10
ITHJIHMTE ¥IM TEPANCBTHUIHH JIO3H.

Ha 8 ceqMuLa CpeHOTO MOHKMKABAHE HA CHCTO/THOTO/AMACTOTHOTO APTEPHATHO HaJIAraHe ¢
39,7/24,7 mmHg ¢ JAunepam HCT, 32,0/19,7 mmHg ¢ Banicapral/XHAPOXIOPOTHA3K,
33,5/21,5 mmHg ¢ amnoaunuH/Bancaprad 1 31,5/19,5 mmHg ¢ aMITOAUNHH/ XHAPOXJIOPS

KOMOHHALIHY B MOHIDKABAHETO HA JIHACTONHOTO H CHCTOTHOTO apTEPHATHO HAIATE
Ha CHCTONMHOTO/ MACTONHOTO aPTEPHAIHO HansraHe ¢ awtonunun/sancapran/HC




[10-TOJIAMO, OTKOJIKOTO ¢ BaJICapTaH/XHAPOXNOpOTHA3HA, ¢ 6,2/3,3 mmHg no-ronaMo, 0TKONIKOTO €
aMJIOMIHH/BancapTaH M ¢ 8,2/5,3 mmHg no-roaaMo, OTKOKOTO € aMIOAKIMHE/XHAPOXIOPOTHAIH],
ONTHMATHHMAT aHTUXHITEPTEH3UBEH €(eKT Ce NTOCTHra Cliel 2 CeIMHYEH MPHEM Ha MaKCHManHaTa
noza amnoaunuH/sancaprad/HCT. CtaTHcTHYECKH NO-TOJIAM MPOLICHT MALHEHTH MOCTHIAT KOHTPOJ
BBPXY APTEPHATHOTO cH HayaraHe (<140/90 mmHg) ¢ amnonunuy/sancapran/HCT (71%) B
CpaBHEHHME C BCAKA eJIHa OT TPUTe ABOMHH koMOuHalMK (45-54%) (p<0,0001).

B noarpyna ot 283 naumeHTH, aHanu3 GOKycHpaH BEpXY aMOy/IaTOpHOTO MOHHTOPUPAHE Ha
apTepHATHOTO HAIATAaHe, MOKA3Ba KIHHHYHO K CTATHCTHYCCKH NO-TOJIAMO NOHIDKCHHE Ha 24-
4acOBOTO CHCTOJHO M AMACTOTHO APTEPHATHO HAIAraHe, IIPH NeYeHHe ¢ TpoHHaTa KOMOHHALHSA
CMPSMO BAJICAPTAH/XHIPOXJIOPOTHA3K, BAJICAPTAH/AMIIOHUITHH H XUAPOXIOPOTHA3H// AMIIOJIUTTHH.

AMJIOJUIIHH
Mexanuzvm Ha oelcmeue

AMJIOAMIIHH, KOIiTO Bin3a B cheTana Ha Jlunepam HCT nHxubGupa TpaHcMeMOpaHHOTO HaBTH3aHE Ha
KAJILIMEBH HOHH B CHPACUHHMTE H CHIOBHTE MAJKH MyCKyJiH. AHTUXHNEPTEH3HBHOTO ACHCTBHE Ha
AMJTOIMITHH Ce JTRDKU Ha IUPEKTHHUA penakcupall €deKT BhpXY ChIOBOTO CHIIPOTHB/ICHHE H OTTaM Ha
apTepHaIHOTO HAJIAraHe.

DapmakoOuHaMuHu eQpexmu

ExcriepMMeHTaIHM JaHHH TOKA3BaT, Y€ aMIIOAHIHMH Ce CBbP3Ba H C JUXHAPOIIHPHAMHOBHTC H C
HeJUXHAPOTTMPHAMHOBHTE MecTa 3a CBbpBaHe. [IpoliecuTe Ha ChKpalleHKe Ha ChpACYHHA MyCKYJl H
Ha CHIOBHTE IIaKH MYCKY/IH €a 3aBHCHMH OT NPHABIDKBAHETO HA H3BBLHKICTHYHHTE KaNIUMEBH HOHH
B KJIETKUTE HAa MYCKYJIMTE Npe3 cneuyduysyn HOHHH KaHaieTa.

[IpHIOKEHHETO HA TEPANIEBTHYHA 1032 AMJIOANIMH [IPH [ALMEHTH ¢ XMIIEPTOHHSA C€ MOC/ICABA OT
Ba30JHJIATAIIMA, KOSTO BOAH IO HAMAISBAHE HA APTEPHATHOTO HAJIAraHe B JIErHAJIO U B H3MPABEHO
monoxenue. [Ipu XpoHKHUHA ynoTpeba TOBa MOHIDKABaHE Ha PTCPHATTHOTO HANATAHE HE Ce CHITHTCTBA
OT 3HAUMMH MPOMEHH B CHPACYHATA YECTOTA WM ILUTIa3MEHHTE HUBA HA KATCXOJIAMUHHTE.

[na3sMeHHUTE KOBLIEHTPALIUM KOPEJIHpaT ¢ e(eKTa, KaKTo NpH MIIaJy, Taka H TP NMaLHEHTH B
cTap4ecka BB3pacT.

[pu xuneproHuiM ¢ HopManHa 6b6peusa GpyHKIMA, TEPANEeBTHYHHTE 1031 aMJIOJMITHH BOJAT 1O
HaManABaHe Ha GEOPEUHOTO CHAOBO CHIPOTHBJIEHHE H YBEHYABAHE HA INIOMEPYJIHATA QUITPALHS, H

edekTHBHHA 6L6peueH KPHBOTOK, Ge3 Aa NpoMeHAT GUATPaLMOHHATA (PpaKIHA Wik NPOTEHHYPUATA.

KaxTo 1 npH ApyruTe 6/10KepH Ha KAIIMEBUTE KAHAITH, XeMOJAWHAMHMHHTS H3IMEPBaHWA Ha
chpaeuHaTa GyHKIMs B IOKOH ¥ TIPH HaTOBapBaHe (WIH XOJICHE) MPH MALMCHTH ¢ HOpMa/THa byHKLHA
Ha KaMepHTE, JEKYBAHH ¢ aMIOJMITHH, KaTO A0 MOKA3BaT JIEKO MOKaYBaHe Ha ChbPAECUYHHA HHICKC
Ges 3HaYMMO noBIUaBaHe Ha dP/dt, MM Ha IEBOXAMEPHOTO M IMACTONHOTO HanAraHe wiu obem. B
NpOy4YBaHMA 33 XeMOJMHAMHKA, AMJIOJHITHH HE Ce CBBP3Ba C HEraTHBEH HHOTPOMEH edekT, KOraTo Ce
MPUIara B rpauiidTe Ha TEPANEBTHYHHTE NO3H MPH 3ApaBH XKUBOTHH U XOpa, AOPH KOTaTo MpH Xopa ¢e
MpUIara ¢JHOBPEMEHHO ¢ 6eTa-010KepH.

TIpu 30paBH XOpa M UBOTHH AMIORHITHH HE MPOMEHS CHHOATPHAIHATA HOJAMHA QYHKLMA H
aTPHOBEHTPHKYJIAPHOTO MPOBEXKJAHE. B KIIMHMYHU NPOYIBAHHA, B KOMTO AMJIOJHIIMH € NpH/iaraH B
KOMGHHAIHA ¢ GeTa-0NnoKepH Ha NALKEHTH ¢ XHIICPTOHHA WM CTEHOKAp/IK4, He ca HabnmoaBaHH
HexxenaHU eexTH CIPAMO NMapaMeTPUTe Ha €JIEKTPOKapAHorpamMara.

AMJIOZIMITHH € IMPOYUBAaH IMPH MALKEHTH ¢ XPOHUYHA CTabW1Ha CTEeHOKAPANA, Ba30CMaCTHHA
CTEHOKApAMA H aHrHOrpadcKH JOKYMEHTHPaHO 3a00/19BaHO HA KOPOHAPHHUTE CHIIOBE.
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Kaunuuna edpuxacnocm u bezonacnocm

Ynompeba npu nayuernmu ¢ xunepmonus

PanpomMM3MpaHO, ZBOHHO-C/IAMNO Mpoy4BaHe 3a 3abonesacMocT K cMbpTHOCT ALLHAT
(AHTHXHOEPTEH3HBHO H JIUMUAOMOHIDKABAIIO JI€YSHHE 3a NPOGHIAKTHKA HA ChpAEYeH NPHUCTHI,
Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e npoBenexo ¢ uen
CpaBHABaHE Ha HOBHTE TEPATMH: aMJIOANNHH 2,5-10 mg/aeH (KanlHeB AHTArOHHUCT) WIH JIH3HHOTIPHII
10-40 mg/neH (ACE uHXuOUMTOp) ¢ THAZHIOECH AMYPETHK XAOPTATHAOH 12,5-25 mg/aeH KaTo neueHne
OT IThpBAa JIMHHA TPH MALUEHTH C JICKa A0 YMEPEHa XHUIEPTOHHA.

O61mo 33 357 nauMeHTH ¢ XHIIEPTOHHA Ha BB3pacT 55 roJHHM WIH NOBEYE ca OMAK paHIOMH3HPaHH 1
MpOCIEACHH 3a cpeaHo 4,9 roaund. [TaimeHTHTE ca HMAITH TIOHE €/IMH JOIMBIIHHTENICH PHCKOB (aKTop
33 KOPOHApHa 6OJeCT Ha CHPLETO, BKIIOYHTEHO NMpe/IieCTBAll MHOKapAeH HHQAPKT WM HHCYTT

(>6 Meceua Npeay BKIIIOYBAHE B MPOYYBAHETO) WIH 0KA3aHO APYIO ATEPOCKIEPOTHYHO ChP/IEHHO-
¢haoBo 3abonasane (Hax 51,5%), zaxapen auaber Tvn 2 (36,1%), THIONPOTEHHH C BUCOKA MUTBTHOCT -
xonectepon <35 mg/dl win <0,906 mmol/] (11,6%), nepokamepHa xurnepTpodud, AMArHOCTULIMpAHA
ype3 eNeKTPOKapAMorpaMa WM exokapanorpapeku (20,9%), nacrosuu mywauu (21,9%).

ITepeuvHaTa KpaiiHa ToOUKa ¢ 61na ChCTaBeH MoKasaTe OT (aTajieH KOPOHApeH HHUHACHT WIH He-
¢araneH muokapaeH uHdapkrt. He ca HabmonapaHy 3HAYHMH pa3iTHUA 110 OTHOLICHHE Ha
MBPBHYHATA KpaliHa TOYKa MEX/Ty TEPanuaTa ¢ aMJIOAMITHH ¥ TEPanUATa ¢ XJIOPTaINAOH:
koeduLmeHT Ha puck (Risk Ratio, RR) 0,98 95% CI (0,90-1,07) p=0,65. Ilpn BTOpHYHKTE KPaHHH
TOYKH, HECTOTATa Ha ChpJeYHA HEAOCTATBYHOCT (KOMIMOHEHT Ha ChCTaBHaTa KOMOMHHpPaHA ChpAeTHO-
ChIOBA KpailiHa Touka) e Olna CHrHH(QUKAHTHO [TO-BHCOKA B IpyIaTa Ha aMJIOAWITHH, OTKOJKOTO B
rpynara Ha xnopranaaoH (10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). Benpekn
TOBA, HEe ¢ HAOMIOAABAT 3HAUMMHU PA3IHYMS 110 OTHOIIeHHE Ha of1laTa CMbPTHOCT MEXY IpynaTa Ha
Tepanus ¢ aMJIOQMITHH U Ta3H Ha Teparui ¢ xnoprannaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

Basca

Mexauuzvm na oeucmaue

BancapraH e nepopainHo akTHBEH, MOLIEH M cnelmdmnyeH aHruoreHsuH Il peuenropex 6aokep. Toi
Bb3ACHCTBA CeIEKTHBHO BpXY AT peuenTtopeH noATHn, KOHTO € OTTOBOPEH 34 MNO3HATHTE
BBL3ACHCTBHA Ha aHTHOTEeH3uUH 1.

Kaunuuna epuxacnocm u bezonacsocm

lemoxceﬂne'm Ha BaJICapTaH NMpH MalHeHTH ¢ XHINCPTOHWA BOAH A0 NOHHKABAHC HA APTEPHAJIHOTO
HanAraHe 6e3 NOBJIHABAHE HA ImyJicopaTa 4€CToOTa.

ITpH noBe4eTo NALMEHTH, CJIEA €AHOKPATCH NEPOpalicH NPHEM, Ha4aloTO Ha AaHTUXHIEPTEH3HBHOTO
AelCTBHE € B pAMKHTE Ha 2 yaca, a [IMKa B NOHIDKABAHETO HA apTEPHANTHOTO HAIATaHe CE€ OCTHIa B
paMkHTe Ha 4-6 Yaca. AHTUXMIEPTEH3HBHUAT eeKT MpoABDKaBa Hax 24 yaca cren npyueMa. Ilpu
peaoBeH MpHEM MaKCHMyMa B PEIYKIMATA Ha apTCPUATHHOTO HaJsIraHe ¢ BCAKa 033, KaTo L4o, Ce
MOCTHIa B PAMKMTE Ha 2-4 CeAMULM.

XUIPOXNIOPOTHAZHI
MexanuzvM Ha Oeticmaue

OCHOBHOTO MACTO Ha ICHCTBHE HAa THA3HIHUTE AMYPETHLM Ca JUCTATHHTE U3BHTH KaHa4yeTa B
6B6peka. JloxaszaHo e, ue B Op6peuHaTa Kopa ChIECTBYBa PELIENTOP ¢ BUCOK aUHHTET, KOHTO

NPEACTABIABA OCHOBHOTO MACTO HA CBBP3BaHe 3a JCHCTBHETO HA THA3HAHMTE JHYPETHLIM H 32

HHxubOUpaHe Ha Tpacnopta Ha NaCl B AMCTaNIHHTE M3BHTH KaHa4eTa, THa3UAHUTE AHYPETHIH
pelicTBat Ype3 nHxuOHpaHe Ha Na'Cl® cumnoprep, BEpOSTHO Ype3 KOHKYypHpaHe 3a MACTOTO 3a
cebp3BaHe Ha Cl, M 0 TO3H HAYMH MOBIHABAT MEXaHH3MHTE Ha €NEKTPOIMTHa peabeoph
[IHUPEKTHO MOBHLIABANKH €KCKPELMATA HAa HATPHI K XNIOp B NPHONIH3KTETHO e[HAKBA
MHIHPEKTHO Ype3 JHYPETHIHOTO CH JeHCTBHE, HAMAIABAMKH IUIa3MEHHA 06eM C 1oc
noxKa4yBaHe Ha TUIA3MEHaTa PEHHHOBA aKTHBHOCT, CEKpelMs Ha AIIOCTEPOH H 3ary0
YpHHATA, KAKTO H HAMAJIABAHE HA HUBATa HAa CEPYMHMS KaHii. R




Hemenanomen pax na xoxcama

B13 OCHOBA HA HAJIMMHUTE AaHHH OT eMHAEMHOJOTHYHH IIPOyYBaHKMs ¢ HabmoaBaHa 3aBHCHMA OT
KyMyJIaTHBHATA 1032 Bpb3Ka Mexay xuapoxnoporydasua 1 HMPK. ExHo npoy4sase Biutio4sa
nomynauus, cecrodua ce ot 71 533 cmyyan Ha BKK u 8629 ciryqaun Ha CKK, u nomynanms or
choTBeTHO | 430 833 u 172 462 noaxoasuy koHTpoau. Bucokara ynorpeda Ha HCT (xymynaTtusHo
>50 000 mg) e cBbp3aHa ¢ KOPHIHPAHO OTHoIIeHHe Ha mancosete (Odds Ratio, OR) 1,29 (95% CI:
1,23-1,35) 3a BKK u 3,98 (95% CI: 3,68-4,31) 3a CKK. Habmonasana € sicHa Bpb3Ka KyMyJlaTHBHA
nosa-otropop kakTo 3a BKK, taka u 3a CKK. pyro npoy4saHe nokaspa Bb3MOXKHA BPB3Ka MEKTY
paka Ha yctaure (CKK) 1 excriosnumsTa Ha HCT: 3a 633 ciryyad Ha pak Ha yCTHHTe € noadpaHa
nomynauuA ot 63 067 MOAXOAAIM KOHTPONH, KATO CE W3MON3Ba CTPATErHs 3a B3eMaHe Ha MpodH,
onpezieNieHa OT pucKa. JIeMOHCTpHpaHa e Bpb3ka KyMy/IaTHBHA [103a-0TroBop ¢ kopurupa OR 2,1
(95% CI: 1,7-2,6) napactsaw 10 OR 3,9 (3,0-4,9) 3a BHcoka ynorpe6a (~25 000 mg) u OR 7,7 (5,7-
10,5) 3a Hait-BHCOKaTa KyMynaTHBHa 103a (~100 000 mg) (8. chmo TouKa 4.4).

[TearaTpuyHa MOy ALK
ErponeiickaTa areHuusA 110 JIEKAPCTBATA ocBO00XKIABa OT 3aAB/DKCHHETO 3a NpEaoCcTaBsiHe Ha

pesyaraTvre OT npoyuBaHuaTa ¢ lunepam HCT BBB BCHUKH MOArPYNH HA NICAHATPHYHATA MOy IaLHUA
NpH eceHIMaNHA XHNepToHus (BXK. Touka 4.2 3a HHpOpMaIMA OTHOCHO ynoTpeba B NEAHATPHATA).

Npyru: npoiiHo 610KMpaHe HA pEHHH-aHTHOTEH3UH-annocTepoHoBaTa cucreMa (PAAC)

Ilpe roneMH paHAOMH3HpaHH KoHTponupanu npoyusanns, ONTARGET [ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial — Texymo rnodanHo H3nuTBaHe 3a KpalHHU
TOYKHM Ha TEJIMHCAPTaH, CAMOCTOATENHO u B koMOuHatms ¢ paMunpwi] 1 VA NEPHRON-D [The
Veterans Affairs Nephropathy in Diabetes — K1MHHYHO NpoyUBaHe, CRBP3aHO C PA3BUTHE Ha
HeponaTHA NpH AMabeT, mpoBeAeHO OT MMHHCTEPCTBO NO BHIPOCHTE HA BETEPaHUTe ], IPOYy4BaT
ynorpebara Ha komMOuHauuara or ACE unxuburop u APb.

ONTARGET e npoyusaHe, MpOBEACHO IIPH NAaLMEHTH ¢ aHaMHE3a 32 ChpASYHO-ChROBA HIH MO3BYHO-
cha0Ba GOMeCT WK 3axapeH AHaGeT THI 2, NPUAPY>KEHHU C NaHHY 32 YBPEXAaHE Ha eEKTOPHH
oprani. VA NEPHRON-D e npoy4BaHe MpH NauMeHTH ChC 3aXxapeH auaber tun 2 1 fuabeTHa
HegponaTus.

Te3u npoyuBaHHUA HE TIOKA3BAT 3HAYMUM GlaronpuaTeH eexT BbpXy 6B0peunmTe HILH CHPACYHO-
CBIOBUTE MOCJICAMLIM H CMBPTHOCT, KaTO CHLICBPEMEHHO ¢a HabMoOAaBaHH NOBHIIIEH PUCK OT
XHMEepKATHEMHS, OCTPO yBpexaaHe Ha OpOpelTe WHIH XHIIOTOHUS B CPABHEHHE ¢ MOHOTEpaITHATA.
KaTo ce MMaT NpeaBHI CXOAHUTE UM (PapMakoJHHAMMYHM CBOMCTBA, T€3H PE3YJ/ITATH €A [IPUIOKHMMH
u 3a Apyru ACE urxubutopu u APb.

ACE umxuburopu u APB cnepnoparento He Tpadsa a c€ H3IOA3BAT €JHOBPEMEHHO IPH MALMEHTH C
nuabeTHa HedponaTus (BX. Touka 4.4).

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KIIMHHYHO TIPOYYBaHE, MMPOBEAEHO ¢ ATMCKHUPEH NP NALMEeHTH ChC 3axapeH auaber Tvm 2 ¢
M3TIONI3BaHE HA ChPACYHO-ChAOBH M OBOpeuHH 3a0011BaHHA KAaTO KpaifHi TOUKH) € IIpOy4BaHe,
peAHA3HAYEeHO /12 MacieBa NoM3ara ot AoOaBAHETO Ha ATHCKMPEH KbM cTaHAapTHa Tepanus ¢ ACE
uHxuGuTop WK APB ripu naumeHTH Che 3axapeH Auaber THN 2 H XpoHHUHO OBOpeuno 3abonsBaHe,
CHPAEYHO-CBAOBO 3a0onsBaHe WiH K aBeTe. [IpoyuBaHeTo € MpeKpaTeHO MpEKICBPEMCHHO Nopaay
MOBHILUEH PUCK OT HeGNArompUATHH nocaeauiH. Kakro chpiedHO-ChA0Ba CMBPT, TAKA H HHCYJITBT Ca
MO-4eCTH B IPyNaTa Ha aIHCKHPEH, OTKOJIKOTO B IpynaTta Ha mauebo, a mpecTaBnsBallMTe HHTEpeC
He)KeJTaHN CHOHTHA H CEPHO3HH HEXENAHH CHOMTHA (XMIIepKaTHEMHA, XMITOTOHMA H 610pey
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JIuHeHHoCT
AMJIOOHINHH, BAJICAPTAH H XMAPOXJIOPOTHA3UA HMAT nrHeiHa GapMakOKHHETHKA.

Amaodunun/eancapman/xudpoxiopomuasuo

Cren nepopaiHo NpwiokeHue Ha amnofunHH/BancapTan/HCT ripu 31paBu Bb3pacTHH MNKOBH
[UTIa3MEHH KOHLIEHTPALMM Ha aMJIOJIHITHH, BAJICAPTaH H XMAPOXJIOPOTHA3K], C€ JOCTHraT CHOTBETHO 32
6-8 uaca, 3 4aca u 2 yaca. CKOpocTTa U cTeneHTa Ha abcopOumsTa Ha aMJIOAMITHH, BaJICapTaH H
XHAPOXJIopoTHA3HA NpH amnoaunuy/sancapran/HCT ca chiupTe, KaKTO NPH MPUIAraHeTo MM
CAMOCTOATENTHO.

AMIIOIHITHH
Abcopbyus

Cnea nepopaiHO MPHIOXKEHHE Ha TEPANeBTHYHA 1032 AMJIOAMITNH, THKOBA MIa3MEHa KOHLIEHTpALs
ce mocTura 3a 6-12 yaca. AGcomoTHaTa GuoHaMMUHOCT € Mexay 64% u 80%. buoHamHOCTTa Ha
aMJIOJMTIMH He Ce TIOBJ/IMABA OT MPHEMa Ha XpaHa.

Paznpedenenue
O6eMbT Ha pasnpeacieHre e npubmusurento 21 I/kg. In vitro npoy4saHus ¢ aMJIOAHNHH MOKA3BAT, e

npubAH3HTENHO 97,5% OT LUMPKY/IHMPAILIOTO JIEKAPCTBO C€ CBBP3Ba C IUTA3MEHUTE NPOTCHHH.

Buompancdopmayur

AMIIOIHTIMH ce MeTaboM3Hpa OCcHOBHO (ripubmexTenHo 90%) B yepHHA Apod K0 HEAKTHBHY
MeTabonuTH.

Enumunupane
EnMMHHHPaHETO Ha AMJIOAHITHH OT I1a3Mara € OudasHO ¢ TepMHHAJIEH NOTYXKHBOT Ha €JIMMHHHUPaHES

npubnuzurenHo 30 Ao 50 gaca. CraumoHapHH IU1a3MEHH HHBA C€ JOCTHTAT CJICA NMPOXBDKATE/ICH MPHEM
3a 7-8 aHH. 10% OT OpHrHHATHHA aMIOAMIHH H 60% OT HeroBHTE METabOJIUTH CE EKCKpeTHpar €
ypHHAaTA.

Banca

Abcopbyus

Cnea nepopajiiHO MPHIOKEHHE Ha BAJICAPTaH MUKOBHUTE MUIA3MEHHM KOHLICHTPALIMM C€ IOCTHIAT 3a

2-4 gyaca. Cpeanara abcomoTHa 6HOHATMYHOCT € 23%. XpaHaTa HaMaJIiBa €KCMO3HLMATA
(onpenenena upes AUC) Ha asncapra ¢ okonio 40% 1 nMkoBaTa IasMeHa KOHUCHTpAaLHs (Cnax) €
oxono 50%, BeIIpexkH TOBa OKONo 8 uaca cnex nMpUeMa IU1a3MeHUTe KOHLCHTPAllHH Ha BajiCapTaH ca
MoA06HH B IPYTIHTE NPHEMAH JIEKAPCTBOTO CJIEl HAXpaHBAHE M Ha FIafHo. TasH pexyKuua Ha AUC,
obade He ce ChbIBTCTBA OT KNHHHYHO 3HAYHMA peIyKLHMS Ha TepaneBTHYHUA €(EeKT U 1o Ta3u
PHUYHHA BAJICApTaH MOXKE Ja ce MPHEMa Ha IMAaJHO WM Cell HaXpaHBaHe.

Paznpeoenernue

CrauHOHApHHUAT 00eM Ha pasnpee/icHHE Ha BANICAPTAH CJiel HHTPaBEHO3HO NMPUJIOKEHHUE € OKOJIO
17 nuTpa, KOETO NOKA3Ba, Y€ BAJICAPTaH HE Ce pasnpeeNis IHPOKO B ThkaHuTe. BancapraH ce
CBBP3Ba BbB BHCOKA CTENEH ChC CEPYMHHTE MPOTeHHH (94-97%), OCHOBHO ChC CEPYMHHMA anOYMHH.

buompancgopmayun
BancapraH He ce MeTaboM3Kpa BHB BUCOKA CTEMNEH, ThH KaTo caMo okofo 20% or posara ce
ycTaHoBsBa nox gopmara Ha meraGonuTi. B nnasmarta € ycTaHOBEH XMAPOKCH METa0OHT B HUC |
KoHLeHTpaLuH (no-manko ot 10% AUC Ha ancapraH). Tozn meTaGosuT € ¢apmaxonorg‘ﬁﬁ\
HEaKTHBEH.

Enumunupane FheEn TN
BancapTaH nokasea MyJITHEKCTIOHCHLIHA/THA KHHETHKA Ha pasnaj (txq <1 4ac H tys omﬂrﬁ& qaca) |
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BasicapTaH ce eTMMHHHpa OCHOBHO ¢ (enieca (okono 83% ot fosara) u ypuHara (okono 13% ot
[03aTa), OCHOBHO KAaTO HEMPOMeHeHO creauHeHue. (el HHTPABEHO3HO NPHWIOKCHHEC IUTA3MEHUA
KJIMpPBHC Ha BajicapTaH e npubnusurento 2 I/h, a 60peuHms KITHPBHHC € 0,62 1/h (oxomno 30% ot
obuusg knupwHce). [TomykHMBOTET Ha BajcapTaH € 6 yaca.

Xua pPOXJIOPOTHA3IN]

Abcopbyus
A6cop6LusTa Ha XHAPOXJIOPOTHA3KA cliel nepopaneH npHeM € 6bp3a (Tmax OKONIO 2 Haca).

Veenuuapanero Ha cpeaHara AUC e THHEHHO H ¢ MPONOPLIMOHAIIHO HA N103aTa B TCPANeBTHHHA
JHAMna3oH.

EdexrbT Ha XpaHaTa BbpXYy abcopOLaTa Ha XHAPOXIOPOTHA3HA, AKO HMa TakbB, MMa MaJlka
IUTMHHYHA 3HAUMMOCT. AGcomoTHaTa GHOHAMYHOCT Ha XHAPOXJIOPOTHA3H] CTIE/l IEPOPAJIHO
npuioxkeHue ¢ 70%.

Pasnpeoenenue

[MpueuanusT ofem Ha pasnpeaencHue € 4-8 Vkg. LIMpKyMpaluaT XHApOXIOpOTHa3H/L € CBBP3aH ChC
cepyMHHTe npoTenH (40-70%), NPeAUMHO CBC CepyMHEHS anbyMHuH. XMAPOXIOPOTHA3H] CHILIO Taka
KyMYJHpa B €PHTPOLIMTHTE MPHUOIH3UTENHO 3 ITBTH NOBEYE, OTKOJIKOTO B IUIA3MATA.

Buompancgopmayus
XuapoxJI0poTHA3H c€ eTMMMHHPA NPEHMHO KaTO HEMPOMEHEHO BEIECTRO.

Erumunupane
Xuapoxa0poTHasH ce eIMMHHHPA OT IU1a3MaTa ¢ BpeME Ha MOy KHBOT CPEAHO 6 00 154acaB

KpaiiHaTta $a3a Ha enuMuHMpaHe. HaMa npoMsHa B KHHETHKATa Ha XHIPOXJIOPOTHA3M TIPH
MHOTOKPATHO TMpHIaraHe, a KyMy/IMPaHeTo € MUHHMAIIHO TIpH NpUIoXeHHe BeAHBK JHepHO. Han
95% ot aGcopOupaHaTa 103a Ce eKCKPETHPa KaTo HEMPOMEHEHO BEILECTRBO B ypuHaTa. BEOpeyHHAT
K/IMPBHC CE CBCTOM OT NMacHBHa GUATpPalKA M aKTUBHA cekpellus B G0peunure TyOyIIH.

CrieuHaiHy NOMmyJaalny
Heduampuunu nayuenmu (na ev3pacm noo 18 200unu)

Hsma dpapMakOKMHETHYHH JaHHH NPH NEAMATPHYHATA NOMyJIalHs.

Hayuenmu 8 cmapuecka gb3pacm (Ha évspacm 65 200UKU uy nogeye)

BpeMmeTo 3a JOCTHraHe Ha MMKOBA IL1a3MEHAa KOHLICHTPALINA HA aMITIOJHIIHH € CXOIHO NpH MIaaH
MALMEHTH M TpH MAaLHEHTH B CTapyecka Bb3pacT. MiMa TeHaeHIMs NpH NALIMEHTHTE B CTapyuecKa
BB3PacT KIHPbHCA Ha AMJIOMHITHH J1a HAMAJIABA, KOETO BOAM A0 NOKAYBaHE Ha IUIOUTA MO KpHBaTa
(AUC) 1 nonyxueoTta Ha enumuHHpaHe. Cpeanara cictemaa AUC 3a BajicapTaH € Mo-BHCOKA CBC
70% npM nalHEHTH B CTapydecka Bb3pacT B CPaBHEHHE C MO-MIaAM MALMEHTH, NOPaJH Ta3y MPUHNHA €
HeoOX0AMMO BHUMAaHKHE NPH NOBHILIABAHE HA 103aTa.

CucreMHAaTa €KCIMO3HILIMA HA BAJICAPTAH € JICKO NMOBHIUCHA IPH ITALUUCHTHTC B CcTapyccCKa Bb3pacT B
CpaBHCHHE C MNIAAUTE NALHUCHTH, HO TOBA HAMA HHKAKBO KIIHHHYHO 3HAYCHHC.

Or'paHH‘ICHH JAaHHH npeanoarar, 4¢ CHCTEMHHAT KIIHPBHC Ha XHAPOXJIOPOTHA3H € HAMAJICH ITPH
naifMeHTH B CTAp4YeCKa BB3pacT, 3IAPABH WIH C XHIICPTOHMKA, B CpPaBHCHHE C MJI4JH ,IIOﬁpOBOJIH,H.

bvbpeuno yepexcoane
PdapMakOKHHETHKATA Ha aMJIOZIMITHH HE ¢¢ MOBIUABA 3HAYHMO NPH HAPYIICHHE Ha

dynkimsa. Kakro ce ouaksa 3a BeIECTBO, YHHTO OBOpeyueH KIHPBHC € CaMo OKOJIO
[U1a3MeH KIHPBHC, He ce Habmoaapa Kopenauusa Mexay 6x6peunara GpyHKLHS H C
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eKCNO3UIMA KbM BalcapTaH.

IMopaau Ta3u MpKYKHA MALMEHTHTE C JIEKO I0 yMepeHO Op0petHo yBpexkaHe MOraT ia pHeMar
oOHuaiiHaTa HayanHa J03a (BXK. Touka 4.2 u 4.4).

I1pu Hannuke Ha 6B6peHO yBpexKaaHe CPeIHHTE MMKOBH M1a3mMeHy HHBA B AUC Ha
XHIPOXJIOPOTHA3H CA TIOBHIIEHH, 8 CKOPOCTTA Ha €KCKpEL|d B ypHHaTa e HamaneHa. IIpu maupenTy
¢ NIeKO 70 yMepeHo 650peuHo yBpexxaaHe ce Hab/aro1aBa TPUKPaTHO MOBHILICHHE Ha AUC Ha
xuApox1opoTHasua. [Tpu naipeHTHTE C TEXKO OBOPEUHO yBpexKIaHe Ce HaOmoznaea 8-KpaTHO
noeumenue Ha AUC. Jlunepam HCT e npoTuBonoka3aH MpH NALHEHTH C TEXKO 650peyHo
yBpeKJaHe, aHypHs HIH Ha IHANH3a (BX. TOuka 4.3).

Ueprodpobro yepedicoane
HanuuHY ca MHOTO OrpaHHYEHH JaHHH 32 MPHIIOKEHHETO Ha AMIIOJWITUH TPH NALIHEHTH C

yepHOAPOOHO yBpexaaHe. IlaLmMeHTHTe ¢ 4epHOAPOOHO YBpEXKIaHE MMAT HAManeH KIMPBHC Ha
aMJIOZIMITHH ¢ mocseapaio noxausaHe Ha AUC e npubnusurento 40—-60%. 11py nauneHTH ¢ IEKO 10
YMEpPEHO XPOHMYHO 4epHOAPOGHO 3ab0/1ABaHe EKCIO3HLIMATA KbM BafICApTaH (onpeaeneHa upes
croitHocTHTe Ha AUC) € 1Ba IMETH NO-BHCOKA OT YCTAHOBEHATA NP 3paBy A0OPOBOIILH (FpYTTHPaHH
no Bw3pact, non u terno). [Topaau BancapraHoBaTa KOMIOHEHTA, Jlunepam HCT e npotuBonokasaH
NPH ALHEHTH ¢ YepHOAPOGHO yBpekaaHe (BX. ToukH 4.2 u 4.3).

5.3 TIpeaxkHHHYHH JaHHH 3a 6€e300aCHOCT

AMIO BAJICA XJIO a3

B peamua npeAKTHHAYHH MPOYYBaHHA 32 6€30MacHOCT ¢ aMJIOIHITHH, BAJICApTaH, XHAPOX/IOPOTHA3HA,
BAJICApTAH/XMAPOXIOPOTHA3ME, AM/IOHITHH/BAIICAPTAH H AMJIOIUIIHH/BAICAPTaH/ XHAPOXIOPOTHASH]L
(Iunepam HCT), npoBeAeHH NpH pasiHiHH )KHBOTUHCKH BHIOBE, JIMIICBAT JOKA3aTe/ICTBA 34
CHCTEMHA WM OPraHHa TOKCHYHOCT, KOWTO J]a OKa)XKAT HEraTHBHO BJIMAHME BBPXY KINHHYHATA
ynotpeba Ha Jlunepam HCT mpu xopa.

[Tpe A IMHUYHK MPOY4BaHHA 33 6€30MacCHOCT C NPOABDKHTETHOCT AC 13 cepMuLM ca NIPOBEAEHH C
AMJIOMITHH/BaJicapTaH/ XMAPOXJIOPOTHA3KA, TIpH IUTEX0Be. KomOuHalnaTa BOAH A0 O4aKBaHO
[OHIWKEHHE Ha MOKA3ATENIHTE Ha YPEBHATA KPbBHA peanLA (epUTPOLMTH, XEMOTIIOONH, XeMATOKPHT H
PETHKYIOLMTH), TIOBUILIABAHE HA CEPyMHATa ypes, NOBHIIABaHe Ha CCPYMHHA KpeaTHHHH,
MOBHINABAHE HA CePyMHHMs Kamuii, IOKCTarJIoMepyiapHa xunepiuiasus B 6x0peka u GOKaTHH €poO3KH B
SUTE3UCTHA CTOMaX MPH ILTEXOBE. BCHUkM Te3n npoMeHH ca oOpaTuMH ciell 4-CeIMHYCH
BHL3CTAHOBHTE/IEH NEPHOM H C& CMSTA, Y€ Ca B CSACTBUE arpaBHpaHe Ha (apMaKOJIOTHYHHTE eeKTH.

KoMOUHaLMATA aMJIOQHITHH/BAJICAPTAH/XHIPOXJIOPOTHA3HA HE € H3C/IeABaHa 38 TCHOTOKCHYHOCT H
KAHLIEPOT€HHOCT, Thii KATO JIMIICBAT AOKA3ATE/ICTBA 38 HAKAKBO B3aHMOICHCTBHE MEXKIY OTAETHHTE
BeL[ECTBA, KOMTO ca OTJaBHA HA Mmasapa. AMJIOIHMIMH, BAJICapTaH H XUIpOX/10pOTHA3HA ca
H3creBaHH MOOTACIHO 3a TeHOTOKCHUYHOCT M KaHHIEPOreHHOCT ¢ HEraTHBHU Pe3YNITaTH.

AMIOANANUH
Penpooyxmugra moxctuyHocm

PenpoXyKTHBHY NPOYYBaHHUS NPH IUTbXOBE H MULUKH TI0KAa3BAT 3aKbCHABAHE HA JIaTaTa Ha paXKIaHe,
yIb/DKEHa MPOIBIDKHTETHOCT HA PAKIAHETO U HAMAaNeHa HH3HECTIOCOOHOCT Ha MAJIKMTE MpPH J03M
npubH3uTenHO 50 ITETH 10-BHCOKH OT MAKCHMATIHHTE NPENOPLYHTEIHH 1034 NPU X0pa, HITHCICHH
Ha Oaza mg/kg.

Hapywenus 6v8 dpepmunumema Zm
Hsama edekT BEpXY $epTHINTETA HA IUTBXOBE, TPETHPAHH ¢ AMIOAMIIHH (MBXKKH - 64 1Y Sf&,

14 quu npenn yudToceaHe) B 034 Ao 10 mg/kg/neH (8 mpTH* MakcUMasIHaTa PENOp
3a xopa ot 10 mg, usumucneHa Ha 6a3a mg/m?). B apyro npoy4saHe NpH ILTBXOBE, NIPH 1®

=
[UTBXOBE Ca TPETHPAHH C aMIOAMIHHOB Oe3mnat 30 aHH, ¢ K03a CpaBHHMA ¢ 103aTa I{pK:
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u3uKcneHa Ha 6a3a mg/kg, ca yCTAHOBEHH NMOHHXKEHH M1a3MEHH HHBA HA QOIMKYTOCTHMYTHpALLL
XOPMOH H TECTOCTEPOH, KAKTO M MOHIDKABAHE HA IUIBTHOCTTA Ha criepMaTa M Opos Ha 3pend
CIIEPMATHIH W CEPTOTHEBH KJICTKH.

Kanyepozenesza, mymazenesq

Hama gaHHM 3a KAHLUEPONeHHOCT NPH IUTbXOBE H MHILKH, TPETHPAHH 1BE FOOJWHHA C aMJIOAWIIHH B
XpaHaTa B KOHLIEHTPALWMH, H3UMC/IEHH Jla OCHTYPAT IHEBHM 1030BM HuBa oT 0,5, 1,251 2,5 mg/kg/neH.
Haii-ucokara 03a (IpH MHIIKH — 6/1M3Ka 10, a MPH IUTBXOBE — ABa METH* N0-BUCOKA OT
MaKCHMMATHATA PENIOPHUMTENHA KIIMHHYHA A03a oT 10 mg, u3uMcneHa 3a mg/m*) e 6una Gnuska Ao
MaKCHMAIHO JOMyCTHMATAa 4034 3a MHILKH, HO HE H 323 IUTBXOBE.

[Ipoy4BaHHMs 33 MyTareHHOCT He MOKa3BaT JIEKapCTBEHO-00YCIIOBEHH €(DEKTH HUTO Ha FEHHO, HATO Ha
XpPOMO30OMHO HHEO.

* H3YHC/IeHa 3a nalMeHTH ¢ Terno 50 kg

Banca

HeKNTHHHYHHUTE JaHHH He MOKa3saT 0co0eH PUCK 3a Xopa Ha a3aTa Ha KOHBEHIIHOHAJIHUTE
bapMakoIOrHyHH MPOy4YBaHHA 32 6€30MaCHOCT, TOKCHYHOCT ITPH MHOTOKPATHO MpHJIAraHe,
reHOTOKCHYHOCT, KAHLIEPOreHeH NOTEHLHMAN, PeNPOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 32
pa3sBHTHETO.

[1pn rWrbXoBe TOKCHYHHTE J03H 3a Maiikara (600 mg/kg/aeH) no BpeMe Ha NOCISHHTE JHH OT
6peMEHHOCTTA M NepHOAa Ha JaKTalMs Ca A0BEIH IO MO-HHCKa CTENEH Ha NMPEXHBAEMOCT, no-cnado
HaagaBaHe Ha TerJ10 H 3a0aBeHO pasBUTHE (OTAENAHE Ha YIIHaTa MHAA M OTBAPAHE Ha CITyXOBHA
KaHa) Ha nokoneHueTo (Bx. Touka 4.6). Te3u no3m npu navxose (600 mg/kg/neH) npeacrarsapar
npuGnusuTento 18 mbTH MaKCHMAaUIHATA TIPENOPBYHTENHA 033 NPH Xopa Ha 6asara Ha mg/m?
(M3UYHCNIEHUATA Ce OTHACAT 3a mepopaiHa fo3a 320 mg/nen u nauueHT ¢ Terno 60 kg).

IIpu NpeaIMHMYHMTE NPOyYBaHMs 38 6€30M1aCHOCT BUCOKHM 1034 BasicapTaH (200 no 600 mg/kg
TENECHO TEr0) MPEAM3BUKBAT NIPH ILTHXOBE HaMaJlABaHe Ha NapaMeTpHTE HA YSPBCHUTE KPEBHU
KIIeTKH (E€PUTPOLMTH, XeMOTTIOOHH, XeMaTOKPHT) H NIPHYHHABAT poMeHH B OB0peuHaTa
XeMOAMHAMMKA (/IeKo MOBHLIABAHE HA YPeATa B KpBBTa, 650peuHa TyOy iHa XHniepriasus 1
6a3odHins npu MbKKHTE). Tesn go3u npu wrexose (200 o 600 mg/kg/neH) npeacTaBnaBar
npUEIM3UTENHO 6 ¥ 18 MLTH MakCHMMATHATa NPENOpPBUMTENHA 1032 IPH X0pa Ha ba3aTa Ha m g/m?
(M3UMCIEHUATA Ce OTHACAT 3a nepopayiHa no3a 320 mg/aeH U mauueHT ¢ Terno 60 kg).

TIpu MapMO3ETKH B CPABHMMH 03U IPOMEHHTE Ca MoA0OHH, HO MO-TEXKH, 0COOEHO B OhOpeLwTe,
KBbAETO IPOMEHMTE CE Pa3BHBAT N0 HedponaTHi, BKIIOYBAIIA MOBHIIICHHE Ha YpeATa H KpeaTHHHHA B
KPBBTA.

Ha6moaasa ce cpiio Xuneprpodua Ha Hb6peyHHTE IOKCTArIOMEPY/THE KJIETKH H NpH /1BaTa BHIA.
Cumnra ce, Y€ BCHYKH IPOMEHH C€ ABJDKAT Ha GapMaKOIOrHYHOTO ACHCTBHE Ha BAlICApTaH, KOETO
BOAH A0 MPOXBIDKHTENIHA XHIIOTOHUA 0c0OEHO NPH MapMo3eTHTe. M3rnexna, ye TepanesTHIHATa /1032
Ha BaJCapTaH [PH XOpa He € CBbP3aHa ¢ XHnepTpodua Ha OLOPETHUTE IOKCTArIOMEPY/IHH KIETKH.

6. GAPMAIEBTHYHHU JAHHU

6.1 ConEcbK BHA IOMOIMHAATE BEMECTRA

JTanepam HCT 5§ mg/160 mg/12,5 mg punamapana TabneTxks
CupiieBuHa Ha TabIETKHTE

Hemyno3a, MUKPOKPHCTANTHA

KpocnoBuuoH (Tumn A)




CWIMLIMEB IUOKCH/I, KOJIOHMJEH O€3BO/IeH
Marne3uesB creapat

[TokpuTHe

Xunpomenosa (tun 2910)
TuranoB quokcua (E171)
Makporon 4000

Tank

Junepam HCT 10 mg/160 mg/12,5 mg pnamupann tadjieTKH
CobplieBrHa Ha TabneTkara

[lenyno3a, MUKPOKpPHCTAJIHA

KpocnoBuaoH (Tum A)

CuaMLMEB JUHOKCH/L, KOJIOMAEH Oe3BO/IeH

Marne3ueB creapar

[lokputHe
Xwunpomeno3sa (tun 2910)

Makporon 4000

Tank

Turanos auokeua (E171)
XKeneszen okcua, xbaT (E172)
XKeneszen okcua, yepseH (E172)

6.2 HecbBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha roaHocr




2 rOOHHH
6.4 CoenuajHH yCIOBHA HA ChXpaHEHHE

Ia ce cpxpansasa noa 30°C
Jla ce chXpaHaBa B OPHIHHAIHATA OMAKOBKA, 34 /ia C€ NMpE/IasH OT Bjara.
6.5 Bnja H cHLALPKAHHEE HA ONIAKOBKATA

PVC/PVDC-Alu 6aucrepn.
Bunose onakoeku: 14, 28, 30, 56, 60, 90, 98 win 100 ¢punmupasH Tabnerx.
I'pynosy onakoskH ot 280 Tabnetky, Bkmoysauiy 20 onakoBKH, BCAKA ChABPXKAIlA IO 14 Tabnerku.

PVC/PVDC-Alu nepdopupan# eAHOA030BH OIKCTEPH:
Buaose onakosku: 28x1, 56x1, 98x1 wiu 280x1 dunmupann tabnerku
['pynoBu omnakoky ot 280 TabneTky, BIIIOYBALIN 4 OMAKOBKHM, BCAKA ChAbpkama 70x1 TabneTky.

He BCHYKH BHOBE ONMAKOBKH MOraT Aa ObJaT ImycHaTH B npojaxoa.
6.6 CHoenHANHH NpPeANAIHH MEPKH NIPH HIXBbP/IgHE H paboTa

HeM3no3BaHuAT ISKapCTBEH MPOAYKT HIH OTNaAbYHHTE MaTepPHA/TH OT HETO TPAOBA A Ce HIXBhPIIAT
B CHOTBETCTBHE ¢ MECTHUTE H3HCKBAHHA.

7. IIPUTEEXATEJ HA PASPENIEHHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovékova 57
1000 Ljubljana
CrnoBeHns

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
Nunepam HCT 5 mg/160 mg/12,5 mg Per. Homep: 20190192
Tunepam HCT 10 mg/160 mg/12,5 mg Per. Homep: 20190193

Iunepam HCT 10 mg/160 mg/25 mg Per. Homep: 20150194
Tunepam HCT 10 mg/320 mg/25 mg Per. HoMep: 20230114

9. JIATA HA ITEPBO PA3PENIABAHE/TIOAHOBSABAHE HA PASPEINEHHETO 3A
YIIOTPEBA

Iata Ha mLpBO paspewasane: 02/09/2019

Ilara Ha mspBo paspemasane 3a Junepam HCT 10 mg/320 mg/25 mg: 09/06/2023

JlaTa Ha nocneaHo noanopapade: 20/11/2023

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

01/2025




