KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

A1 50703/ 98/ G/
AIAL O /Yy

Jlunepam HCT 5 mg/160 mg/12,5 mg dunmupanu TabeTku 6 ¥GL2 -6 1 4 -0&- 2075
Jlunepam HCT 10 mg/160 mg/12,5 mg punmupanu TabneTku

% HCT 10 mﬁlﬁo mﬁi mi W TabneTku

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

1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Diﬁm HCT 10 ﬁﬁlﬁﬂ m_ﬁ 5 mi film-coated tablets

p 2 KAYECTBEH U KOJIMYECTBEH CbCTAB

JTunepam HCT 5 mg/160 mg/12,5 mg puamupanu 1ad/1eTKH
Besika uMupaHa TabieTka chabpika S mg aMma0aunuH (amlodipine) xato aMIOMITUHOB Oe3unat

(amlodipine besilate), 160 mg Bancaprau (valsartan) v 12,5 mg XupoxjaopoTHasui
(hydrochlorothiazide).

Jinnepam HCT 10 mg/160 mg/12,5 mg puamupann 1ad1eTKH
Bcesika ¢punMupana tabnerka cuabpxka 10 mg amnoaunun (amlodipine) kato aMI0AMTIHHOB Oe3u1aT

(amlodipine besilate), 160 mg Bancapran (valsartan) v 12,5 mg XuIpoXJ0pOTHa3H]L
(hydrochlorothiazide).

Jimnepam HCT 10 mg/160 mg/25 mg puamuapanu Tabiaerku

Bceska hunmupana Tabnerka chabpxka 10 mg amnoaunus (amlodipine) KaTo aMIOIMNIMHOB 6eswnar
(amlodipine besilate), 160 mg sancaprau (valsartan) u 25 mg xanpomapo'mm
(hydrochlorothiazide).

34 MbJIHUS CIMMCHK HA MMOMOIIHUTE BElleCTBAa BUKTE ToYKka 6.1,

3. JJEKAPCTBEHA ®OPMA
duimupaHa rabdserka

Junepam HCT 5 mg/160 mg/12,5 mg puamupanu Tad1eTKH
Besi, OBaJIHH, JBOMHOM3ITBKHAIM Ta0JIETKM Che CKOCEHHU pbOoBe, ¢ rpaBupaH Haanmuc “NVR™ ot
enHara ctpaHa U “VCL” ot apyrara.
JIbmxuHa: npuoaru3uTenHo 15 mm
[[Tupuna: npubauzuTeaHoO 5,9 mm

JTunepam HCT 10 mg/160 mg/12,5 mg puamMupanu 1ad/1eTKH
Blie10’KbATH, OBAJIHU, ABOMHOM3ITBKHAIM Ta0JETKH CbC CKOCEHH pbOOBE, C rpaBU
oT efHaTa ctpaHa 1 “VDL™ ot apyrara.




JIbmxuHa: npubausurenHo 15 mm
[1Iupuna: npubausuresHo 5.9 mm

Janepam HCT 10 mg/160 mg/25 mg ¢puamupann TabiieTku

KahsaBO->KbITH, OBATTHM, JBOHHOM3MBKHAIMA TabNETKH ChC CKOCEHH pHOOBE, C PaBUPaH HANIIUC
“NVR” ot ennara crpana 1 “VHL” ot npyrara.

JIwoxuHa: npubausuTenHo 15 mm |

[Inpuna: npubnusurento 5,9 mm

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NMOKA3AHHUSI

JleueHue Ha eCEeHLIMAIIHA XMITEPTOHHUS KATO 3aMECTUTE/IHA TEpanus MPHU Bb3paCTHHU MaLMEHTH, TpH
KOMTO € MOCTHIHAT 3a/10BOJIMTEJIEH KOHTPOJI BbPXY apTEPHATHOTO HajlsraHe ¢ KOMOHHaLMATa
aMJIOMITHH, BasicapTaH ¥ xuapoxsoporrazua (Hydrochlorothiazide, HCT), npunaranm xato Tpu
OT/IEJTHH JIeKapcTBEHH (OPMH MK KaTo PUKCHpaHa ABOMHA KOMOWHALIMA U OT/AE/IHA JIEKapCTBEHA

dbopma.

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

203HQOBKE

[Tpenopbumrtennara ao3a Junepam HCT e eana Tabsierka IHEBHO, 3a MPEANOYMTAHE Jla C€ NpHemMa
CYTPHH.

[Mpeau na npemuHat Ha nedenue ¢ Junepam HCT naumenture TpsdBa 1a ObaaT Ha PUKCHPAHH 1034
OT CHOTBETHUTE MOHOKOMIIOHEHTH, KOUTO npMemar 1o cbiioto Bpeme. Jlo3ara Ha Jlunepam HCT ce
onpezess Ha 6a3a 103UTE HA OT/AEJIHUTE KOMITIOHEHTH OT KOMOMHALIMATA B MOMEHTA Ha
NMPEMUHABAHETO.

Makcumannata npenopbumtesnna ao3a Junepam HCT e 10 mg/320 mg/25 mg.

Cneyuannu nonyiayuu

bvopeuno yepeowcoane

[Topaam xuapoxjaopoTrasuaHata komnonenra, Jlunepav HCT e npoTHBONOKa3aH NpH MauHeHTH C
aHypus (BX. Touka 4.3) W NMPH MALMEHTH C TeXKO OBOpeYHO yBpexkaaHe (CKOPOCT Ha rJIoMepyJ/IHa
duntpaums (Glomerular Filtration Rate, GFR) <30 ml/min/1,73 m?) (Bxk. Touku 4.3,4.4 u 5.2).

He ce Hasara KOpeKLMs Ha Ha4YaJiHATa /1032 MPH MalMEeHTH C JIEKO 10 yMepeHO OBOPeUHO yBpexkIaHe
(BK. Touku 4.4 n 5.2).

Yeproopobno yspeocoare
[Topaam BascapraHoBata kKomnoHeHTa, Jlunepam HC'T e npoTHBONOKa3aH NpH MalMeHTH C TEXKKO
yepHOAPOoOHO yBpexaaHe (Bk. Touka 4.3). [1pu nauneHTy ¢ JeKo 10 yMEPEHO YepHOAPOHD.

yBpex/1aHe 6e3 xosiectaza, MaKCHMasiHaTa rnpernopbyMTe/iHa 103a BajiCapTaH € 80 mt
npuumHa JIunepam HCT He e moAXoAs1L NP Ta3H rpyna MauMeHTH (BXK. TOUKH 4
[IpenopbKH 3a j103aTa Ha aMJIOAMITHH TIPH MALMEHTH C JIEKO 10 YMEPEHO YEPHO/]




ca ycTaHOBEHH. [IpH npeMHHaBaHe Ha MOAXOIALIH ITALMECHTH C XUTICPTOHHA (Bx. Touxka 4.1) n
yepHOAPoOHO yBpexaaHe kuM JedeHde ¢ Jlunepam HCT, Tpa6Ba na ce u3non3sa Hau-HUCKATa
HATMYHA 10332 AMJIOAKITHH.

Cwupdeuna HedocmamvyHOCm U KOPORAPHA bonecm HA Copyemo

ChblIeCTBYBa OrPaHHYEH ONHT ¢ yrnotpebara Ha amnoaumun/sancaprad/HCT, oco0eHO B MAKCUMAJTHH
JI03H, MPH TALMEHTH ChC ChPAEYHA HEIOCTATEYHOCT K KOPOHAapHa OONECT Ha CHPLETO. [Ipenopbusa ce
[OBMILIEHO BHUMAHHUE TPH TallHEHTH ChC ChPACUHA HEJOCTATBYHOCT U KOPOHApHa DOECT Ha ChPLETO,
0coBEHO MPH TIPHIIAraHe Ha MaxcHManHa fo3a amnonunun/sancapran/HCT, 10 mg/320 mg/25 mg.

Cmapuecka év3pacm (Ha 8e3pacm 65 200uru wiu noseye)

[Ipenophypa c€ MOBUIIEHO BHUMAHUE, BIJIOUMTENIHO N0-4€CTO MOHHTOPUPAHE HA aPTEPHATHOTO
HaJATaHe, MPH NAalUMEHTH B CTap4ecKa Bb3pacT, 0cobeHO MpH NpHlaraHe Ha MakCHMMalHa 1032
amnonunmi/Bancapati/HCT, 10 mg/320 mg/25 mg, Thif KaTo JaHHKTE 32 ynoTpeba NpH Ta3u
NalMEeHTCKA MOMyaaluysa ¢a orpaiuueHH. I1pu npeMrHHaBaHe Ha MOIXONALIM NAILMCHTH B CTApYeCKa
Bb3PACT ¢ XMMEPTOHHUA (BXK. Touka 4.1) KbM JieueHue ¢ Jlunepam HCT, tpsbBa na ce U3non3sa HaH-
HYCKAaTa HAJIHYHA 033 aMJIOJHITHH.

Ieouampuvna nonyaayus
Nunepam HCT He ce npuiara B neAMaTpHYHATA MOIMy Al (NALMEHTH HA Bh3PacT Noll 18 roanHu) 3a
MOKA3aHUETO JIeYEHHE Ha €CEHLIMATHA XHIICPTOHHA.

HauuH Ha NpHiIoKEHHE
[IepopanHo NMPHICKEHHE.

Hunepam HCT moxe ga ce npyueMa ¢ Wi 6€3 xpaHa.
Tabnerkure Tpa6Ba aa ce MOMIBLIAT LETH ¢ MAIKO KOJIHYECTBO BOAA, 110 €1HO U CHIUO BPEME BCCKH
IIEH, 3a NMpeanovMTaHe CYTPHH.

4.3 IIpoTEBONOKA3IAHHS

e CBpPBLXYYBCTBUTEIHOCT KbM AKTHBHHTE BEILECCTBA, APYTH CyI(GOHAMHAHH MPOH3BO/HH,
JMXMAPOTTHPHANHOBH TIPOM3BOIHH WIH KbM HAKOE OT IIOMOLUHMTE BELIECTBA, H30POEHH B TOUKA
6.1.

» Brtopu u TpeTH TpUMeCThP Ha GpeMerHOCTTa (BXK. ToukH 4.4 1 4.6).

e UYepHoapoOHO yBpexaane, OWHapHa uyMpo3a KiH XoJecTasa.

o Texko 6B6peuto yppexaane (GFR <30 ml/min/1,73 m?), aHypus W NpH NALKEHTH HA JHANTH34.

o Ensoepemennara ynotpeta Ha Jiunepam HCT ¢ anuCKHpEH-ChAbPXKAIIM MPOAYKTH €
NPOTHBONOKA3HA TPH MALMEHTH CbC 3axapeH Auaber win 6s6peuro yspenane (GFR
<60 mi/min/1,73 m?) (Bx. Touku 4.5 1 5.1).

e PedpaxropHa XHMOKamTHEMHA, XMITOHATPHEMMS, XHNEPKATLMEMHA H CHMITTOMATU4HA
XHIIEPYPHKEMHUS.

e Texxka XUNOTOHHA.

¢ Illok (BK/HOYHTENHO KAPAHOTEHEH HIOK).

e O6cTpyKLMA Ha M3X0Ja Ha JIABa kaMepa (Hanp. XHnepTpoduyHa OOCTPYKTHBHA KapANOMHONATHS
Y BUCOKOCTENEHHA a0pTHA CTEHO3a). |

e XeMOIHHAMWYHO HecTaGWIIHA CHP/IEYHA HEJOCTATHUYHOCT CJIE/l OCThP MHOKAp/ieH HHGapKT.

4.4 CrHoenHaJHH nNpeIyNpexXIeHHs H nNpeaNasHd MEPKH IpH ynorpebda

BezonacHOCTTa M e(PHKACHOCTTA Ha AMJIO/IMITHH NPH XUIMEPTOHWYHA KpH3a He Ca YCTAHOBEHH.

[TauMeHTH ¢ HATpUEB- W/ WIK obemeH aehuuuT
EkcLIECHBHA XAMOTOHHKS, BKITIOUMTETHO OPTOCTATHYHA XHIIOTOHHA, ¢ Halmoaasa np 7

NaLyeHTHTe, TEKYBaHH ¢ MaKcHManHaTa 1o3a amnoannus/sancapraw/HCT (10 mg/ /ﬂ‘ i
cripamo 1,8% npu Bancapran/xuapoxnopornasua (320 mg/25 mg), 0,4% npy nz FPc

r ’.ﬂ
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amnoaunu#/Bancaprad (10 mg/320 mg) u 0,2% npu nauUeHTHTe Ha XUAPOXIOPOTHA3KHA/AMIOAHITHH
(25 mg/10 mg) B Xona Ha KOHTPOJIMPAHO U3NMHTBAHE NPH NALMEHTH C yMEPEHa 10 TEXKa,
HEYCJIONHEHa XHNEPTOHHA.

[Tpu nauMeHTH ¢ HaTpHeB W/HAM obemeH AeduuwT, NpHeMalld BUCOKH 103K AHYPETHLIH € BE3IMOMKHO
Na BB3HHKHE CUMITTOMATHYHA XMIIOTOHHA CJI€] 3aM104YBaHe Ha JICUCHHETO ¢
amnoaunun/Bancaprad/HCT. Tunepam HCT Tpabpa fa ce npunara camo C/iel KOpHrupaHe Ha
MpeJWeCcTBALL HATPUER I/HTH 00EMEH JedpHUnT.

Axko ripu neuedue ¢ Jiunepam HCT HacThNH eKCLECHBHA XHIIOTOHHMS, MALHEHTHT TpsAOBa aa Obae
[IOCTaBeH B JIETHAIO MOJNOKEHHE U MPH HEOOXOAUMOCT 2 Ce NPUIIOXKH HHTPABEHO3HO HHQY3HA ¢
dusuonornuen pasteop. JleueHueTo Moxe 1a 6bAE NPOAB/DKEHO CIIE KATO Ce crabunuanpa
apTepHAIHOTO HANATaHE.

[IpOMEHH B CEPYMHHTE E€JICKTPOIHTH
Amaodunun/sancapman/xudpoxaopomuasuo

B x0aa Ha KOHTPOJHPAHOTO KIIHHHYHO U3NUTBAaHE Ha amnoaunuy/sancapran/HCT npu MHOTO OT
MaLMEeHTHTE MPOTUBONOIOKHUTE edeKTH Ha BajicapTaH 320 mg W XHAPOXIIOPOTHA3ZHA 25 mg BBPXY
HUBATA HA CEPYMHHA KaJIMi [IOYTH Ce HeyTpalIn3upaT B3auMHO. [IpH Apyry MAlMEHTH, CAMHHAT N
NpyruaT edext Moxe Ja RoMUHHpA. IleproauyHo, Ha NOAXOAALUM HHTEPBAIK OT BPEME, TpaOBa na ce
H3c/ledBaT HUBATA Ha CEPYMHMTE €NEKTPONMUTH ¢ LN OTKPpHBAHE Ha Bh3MOKHH €ICKTPOIMTHH
HapylUeHHUA.

[lepromuuHO H3CAEABaHE HA HUBATA HA CEPYMHHUTE EJIEKTPOIUTH, TIO-CNICLMATHO HA KaJlud, TpabBa na
ce TIPOBEXA Ha ONpeAe/IEeHH HHTEPBa/IH OT BPEME C Liell OTKPHBAHE HA BL3MOXKHH €JICKTPOJIMTHH
HapyLIeHHA, 0cOGEHO NMPH NALMEHTH ¢ APYTH PUCKOBH (aKTOPH KaTO HapyLICHA OBOpeuHa QyHKUHS,
NieveHHE C JAPYTH JIEKapCTBEHH MPOYKTH WIH NPeaXoKaallla aHaMHe34a 32 €1CKTPOJIMTHH HapyLUCHHS.

Baacapman

EnHoBpeMeHHaTa ynoTpeba ¢ KanHeBH A00aBKH, KaNUH-ChXpaHABALUHY JHYPETHLIH, 3AMECTHTCITH Ha
CONTA, ChABPXKAILA KATKH, N APYTH JEKapCTBEHH MPOAYKTH, KOMTO OHXa MOTIH 12 TIOBHILAT
HHBATa HA KM (XeMapHH # T.H.), He ce npenopbipa. CTORHOCTHTE Ha Kajiua TpAOBa ChOTBETHO Ja
C€ MOHMTOpHpaAT.

Xuopoxnopomuazuc

Jleuenne ¢ Jlunepam HCT tpsa6Ba Aa ce 3ano4He clie] KOPUrHpaHe Ha XHITOKaAHEMHATA H
CBIMBTCTBALIIATA XUIIOMarueseMua. THazHAHUTEe JUYPETHLIM MOTaT 1a YCKOPAT HOBa roABa Ha
XMTOKA/IHEMHA WIH A3 0GOCTPAT NpeuiecTBalllia XUNOKaNHeMHa. THa3HIHHTe JHYPeTHLM TPAOBa 1a
ce MPUIAraT ¢ MOBHLUEHO BHUMAHHE NPH NAlMEHTH, YHETO CECTOAHKE € CBBP3aHO ¢ MOBULICHA 3aryba
Ha KM, KaToO HAmpHMep coJl IyBellil HepponaTHH WITH NPEPEHAIIHO (KApAMOTEHHO) YBpEXK1aHEe Ha
6n6peunara QyHKIMA. AKO [0 BpeMe Ha Tepanud ¢ XMAPOXJIOPOTHA3HA CE Pa3BHE XUMOKATHEMH,
npuemsT Ha Jlunepam HCT TpaGsa ia ce npeycTaHOBH 40 CTAOWIHO BB3CTAHOBABAHE HA fanaHca Ha
KaUTHA.

THa3suIHHTE AUYPETHLIM MOraT A2 YCKOPAT HOBA NOABA HA XUNOHATPHEMHA M XHUITOXJIOPEMHUIHA
aIKa103a WK aa o6oCcTpAT npeamecTeaina xunoHatpueMua. HabnroasaHa € XunoHaTpHeMus,
CBIIPOBO/IEHA OT HEBPOJIOrHYHA CHMIITOMATHKA (rafieHe, NPOrPECHBHA IE30PHUEHTALINA, anarus).
JleueHHETO ¢ XMAPOXJIOPOTHA3H] MOJXKE Aa C€ 3aroyHe €ABa CJIEA KOPEKIHA Ha ChIICCTBYBALIA
xunoHaTpueMua. B cirydait Ha Texka niam 66p30 pa3BuBallla ce XHIIOHATPHEMHSA MO BpeMe Ha
neuenreto ¢ Jlunepam HCT, neuenmero Tpsabsa na Obae cnpaHo JO HOPMATU3IHPaHe HA HUBATA Ha
HATPHA.

BcHuxu NAUHEHTH, NPYeMalld THA3KWIHN A1y PETHLM TPSOBa nepHOANYHO Aa ObaaTy
€JIEKTPOJIUTHHA HApYIICHHA, 0COOEHO Ha Kajus, HaTpHA ¥ MarHe3us.




buOpeuyHO YBpexaaHe
TuasuaHUTE AMYPETHLIH MOraT Ja YCKOPAT a30TEeMHATA NPpH NMALHEHTH ¢ XPOHHIHO O1LOpeyHo

sa6onasane. Koraro lunepam HCT ce npunara npy naiyeHTH ¢ 0bOpedHO yBpekaaHe, ce
[penopb4ea NEPUOAUHHO NMPOC/IEAABAHE HA HUBATA HA CCPYMHHUTE €NEKTPOIHTH ( BKJIFOUMUTEIHO Ha
Kanus), KpEeATHHWHA W nUKo4HaTa kucenuHa. Jiunepam HC'T € mpoTHBONOKA3aH MpH NAUMEHTH C
TexKo GBOPEUHO YBpekaHe, aHypHs KM NPOBEKIaH JHan3a (BX. TouKa 4.3).

He ce u3KcKBa KopUrupaHe Ha o03ata Ha JunepaM HCT npy natienTH ¢ IEKO A0 YMEPEHO O6u0pedno
yepexxaane (GFR =30 ml/min/1,73 m?).

Crtenosa Ha 6n6peuHa apTepus

Nunepam HCT Tpa6sa ga ce mpuwiara ¢ NOBMIIEHO BHUMaHHE 3a JICUCHHE HAa XMNCPTOHKA TNPH
MALMEHTH C CAHOCTPAHHA WM JBYCTpaHHA CTeHO3a Ha OBOpeyHHTE apTepHH WM NMPH CTEHO32 Ha
apTepus Ha eJIHHCTBEH OBOpEK, Thil KaTO Npu TAKHBA NALHEHTH MOXKE 118 MOTy4H NOBHIIABAHE HA
ypeATa B KPBBTA U CEPYMHHSA KPEaTHHHH.

brOpeuHa TpaHCIUIAHTALHA
Tfo TO3H MOMEHT HAMA HaTPYIaH OMUT Mo OTHOLlLeHHE Ha Ge3onacHaTa ynotpeba Ha

amoqunuu/sancapran/HCT npu naimeHTH cbe ckopoliHa 0b0peyHa TpaHCTUTAHTaLHA.

YepHonpobHO yBpexaaHe
BancapTad OCHOBHO Ce €JITMMHHHPA HEMIPOMEHEH Ype3 AUThUKaTa. IMomy>»>XMBOTHT HA aMJIOJIUIUH €

yABIDKER, a croiiHocTHTe Ha AUC ¢a no-BHCOKHM MpH NalHEHTH ¢ HapylIeHa yepHOoApOoOHa PyHKLMSA,
He Ca YCTAHOBEHH MPENOPHKH 3a f03aTa. [IpH NalMEHTH ¢ JIeKO JO YMEPEHO YePHOAPOOHO YBpexiaHe
6e3 xOTecTa3a MaKCHMa/IHaTa TiperopbuBana Ao3a pancaptad € 80 mg, cnenosatenydo Junepam HCT
He ¢ NOIXOMALI TIPH Ta3H rpymna nauMeHTH (Bxk. Touku 4.2, 4.3 1 5.2).

AHruoenem
ChoOwana ce 3a C/Tydad Ha aHTHOEAEM, BIUTIOUMTEIHO OTOK HA JITAPHHKCA H ITIOTHCA, PHYHHABALL

oBCTPYKUMSA Ha AMXATENHATE MBTHIIA /WM OTOK Ha JIMLETO, YCTHHTE, (papHHKCa W/ €3UKA MPH
MaLMeHTH, JIEKYBaHH ¢ paicapTaH. HAKoH OT Te3x naupeHTH ca UMaJi W NMPeH TOBa aHTHOEEM, NpH
fieueHHe C APYTH JIEKapcTBeHH MpoayKTH, BkounTenHo ACE naxuburopu. Jlunepam HCT TpabBa aa
ce cnpe He3aGaBHO MPH NALMEHTHTE, KOMTO NOMYHaT aHrHoeeM U He Tpa6Ba 1a ce npuiara OTHOBO.

HMHTecTHHAIEH aHTMOEEM
3a UHTECTHHAJIEH aHrHOeIeM ce ChO0IIABA NP NALMEHTH, JEKYBaHH ¢ AHTHOTEH3UH I1 peuenTopHU

AHTATOHHCTH, BKJI. BajicapTaH (BXK. Touka 4.8). Te3an naimeHTH UMaT kopemHa 0oJika, raieHe,
MOBphINAHE U Anapus. CUMITTOMMTE OTUIYMSBAT CJI€]l NPEYCTAHOBABAHE HA AHTHOTEH3HH 11

peLEeOTOPHUTE AHTArOHHCTH. AKO ce avar HOCTHLIHpa UHTECTHUHANICH AHTHOCOEM, JICHCHHCTO ¢

pasicapTaH_TPAOBA Na ce MpeyCTaHOBM M Ja e 3aMoUHe NOAXOAAIO HAOMIONEHHE IO MBIHOTO
OTLIYMABAHE HAa CUMIITOMHTE.

ChbpieuHa HeJOCTATLYHOCT U KOPOHApHa 60NIECT Ha ChPLUETO/NOCTMHOKAp/IEH MHGbApKT
Kato nociendia OT HHXHOHpaHeTO Ha peHHH-aHMMOTEH3HH-aJ0CTEpOHOBAaTa CHCTEMA NTIPH

npeApa3noioxkeHH NAMEHTH MOTaT a ¢€ O4aKBaT npoMeHH B 6s0pevHaTa GpyHKuMA. [1pH nauueHTH
C TEXKa ChPACYHA HEJOCTATBYHOCT, YHATO 6B0peuHa GyHKIHsA OM MOrJia 12 3aBHCH OT aKTHBHOCTTA
Ha PEHUH-aHIHOTEH3HH-AIOCTEPOHOBATA CHCTEMA, ieueHHETO ¢ ACE MHXHOUTODH H aHTHOTEH3UH
PELENTOPHHM GIIOKEPH €€ CBBP3Ba C OJIHTYPHA W/HAK NPOrpeCHBHA a30TeMHA H (PA1KO) ¢ OCTpa
6bOpeyHa HEAOCTATEYHOCT WHIH cMbPT. ITogo6HM pe3ynTaTi ca ChOOLICHH 32 BATICapTaH. OueHkarta
Ha MALMEHTUTE ChC CHPAEYHA HEJOCTATHYHOCT WM NOCTMHOKAPACH HH(apKT TPAOBa 1a BKJIIOYBA
BHHArd OLieHKa Ha OL0peunaTa QyHKIMs.

B awarocpouHo, rwianebo-kourponupano npoy4sane (PRAISE-2, Prospective
Amlodipine Survival Evaluation-2) ¢ aMIOQMIHH NPH MaLKEHTH CHC CHPACYHA
IIT u IV o NYHA (New York Heart Association Classification), ¢ HeHCXeMU4HA &



AMIOJMIIMH C€ CBBP3Ba ¢ NoBHiIeH 6poii chobleHns 3a 6€104pobeH OTOK, BBNPEKH JIMNCATa Ha
3HaYMMa Pa3/MKa B 4ECTOTATa Ha BIOIIABAINA C€ ChpJeYHa HEIOCTATBYHOCT B CPaBHEHHE C muianeto.

BrokepuTe Ha KaNLMEBUTE KAHAITH, BIUTIOYHTEIHO aMIOMIKH, TPAOBa 1a C& M3MOI3BaT C NOBHIICHO
BHHMaHME IIpY NAl{HEHTH ChC 3aCTOMHA ChpAEYHA HEJAOCTATHYHOCT, ThH KaTO MOTaT /ia NMOBHILUAT
pUCKa OT Ob/IEIIH CHPAEYHO-CAOBH ChOMTHA H CMBPTHOCT.

Heo6x0auMO € MOBHILIEHO BHHMaHHE NPH NALMEHTH ChC ChpAcYHa HEAOCTATLYHOCT M KOPOHapHa
6onecT Ha CHPUETO, 0cobeHo NpH BUCOKaTa Ao3a amnoaunun/sancapran/HCT, 10 mg/320 mg/25 mg,
TBii KaTO CHILIECTBYBALIMTE JAHHU MIPH Ta3H NAalLMEHTCKA MOIMyJIallii ca OrpaHHHEHH.

AopTHa M MHTpAJIHa KJIaNHa CTEHO3a
KaxTo npH BCHYKH ApYTH Ba30AWIATATOPH € HEOOX0AUMO Crnia3BaHe Ha CTIELMATHHU MPEANna3Hi MEPKH

[IpH NAalUMEHTH C MUTPAallHa KJIarHa ¢T€HOo3a WIH 3HauuMa aopTHa CTCHO3a, KOATO HC ©
BUCOKOCTCIICHHA.

bpeMeHHOCT

AnruotensuH Il penerrropumre 6nokepu (AIIPB) He TpaGBa ka Ce 3ano4Bat no BpeMe Ha GPEeMEHHOCT.
OcBeH ako npoawbkaBaHeTo Ha TepanuaTa ¢ AlIPb ce cunra 3a XKH3HEHO BaXHO, HA NALHEHTKAUTE,
KOWTO IJIaHUpaT Aa 3abpemeHeaT, Tpa6Ba Aa Obae Ha3HAYCHO AITEPHATHBHO AHTHXHIICPTEH3MBHO
fneveHne ¢ ycTaHOBEH Npodun Ha 6e3onacHocT 3a ynotpe6Ga no speme Ha bpemeHHoCT. I1ph
ycTaHoBABaHe Ha GpeMeHHOCT neueHueTo ¢ AlIPB Tpsabsa na ce npeycTaHOBH He3a0aBHO M, aKO €
YMECTHO, /1a Ce 3anouHe aTepHATHBHA Tepanus (Bx. ToUkH 4.3 U 4.6).

[IppBuyeH XHUnepanaocTePOHU3IEM

[TaLMeHTH ¢ MbPBUYEH XMIICPANJIOCTEPOHH3 LM He TpaOBa Ja ObOaT JIEKYBaHH ¢ aHrMoTeH3uH |1
peLieNITOpHus OJI0Kep BaJicapTaH, Thil KaTo TAXHATA PeHHNH-aHTMOTCH3WH-AJIA0CTEPOHOBA CHCTEMA HE
e akTuBHpaHa. ITopaau Ta3u npuunHa [unepam HCT He ce npenopbHBa MpH Ta3H MOy IaLHA.

CucTeMeH JIYIYC epUTEMATO3YC
CpobLuaBa ce, 4e THa3HAHMATE JHYPETHLH, BKIIOYHTE/IHO XHAPOXIOPOTHA3H, MOraT Ja 000CTPAT WIH
Jla aKTHBHPAT CUCTEMEH JIYITYC €PHTEMATOAEC.

IHpyru MerabonurHH HapyIieHHA

THa3sUAHUTE JHYPETHLM, BKIIOUHTE/IHO XHAPOXIOPOTHA3H, MOTaT 1a HapyLUIAT FIOKO3HHsA TOJIepaHC
M []a IOBULIAT CEPYMHHTE HHBA Ha XONECTEPON, TPHUTIHLEPHIH H MHKO4HA KucenHHa. [IpH nalueHTH
¢ nuabeT MOXe 11a € HeoDXOAHMO KOPUIHpaHe Ha 103aTa Ha HHCY/IMHA WIK HA MepopajHOTO
XHTMOrIMKEMHYHO CPEeACTBO.

MMopann xunpoxnoporuasuaHata komnoxenTa Junepam HCT e npoTuBonokasaH npu
CHMITTOMATHYHA XUNEpypHKeMus. XHAPOXJIOpOTHAZHI MOXKE Aa NOBHIIK CCPYMHHTE HHBA Ha
MMKOYHATA KHCEITHHA, MOpaJ HAMAJICHHS KIMPBHC Ha MUKOYHATA KMCEJIHHA H MOXE [1a MPHYHHH KWIIH
na o60CcTpH XMIEPYPHKEMHATA, KAKTO U 1a YCKOPH IMOABATa Ha NI0JAarpa NpH NpeapasnoiokeHH
TIaLMEHTHY.

TuazuauTe HAMANABAT €KCKpEeLMATAa Ha KAJILMHA ¢ YpHHATa M MOraT Aa NPeAUM3BHKAT NPEXO0AHO H JIEKO
MOKAYBaHEe Ha CEPYMHHS KATLMHA NPH JIUIICATA HA H3BECTHH HAPYLICHHS B KAJILHEBHA METab0IH3BM.
Iunepam HCT e npoTHBONOKasaH NpH NAaLUEHTH ¢ XMNEpKaILMEMHA ¥ TPOBa fia ce npuiiara camo
C/Ie7l KOpUTHpaHe Ha MpeAiecTBaa xunepkanuuemus. [IpuemsT Ha Junepam HCT TpsabBa na 6nae
npeKpaTeH MpH Pa3BUTHE HA XHMEPKATLMEMHA 110 BpeMe Ha fiedeHueTo. CepyMHHUTE HUBA Ha KaTLUA
TpsA6Ba NEPHOAHYHO Aa Ce IPOBEPABAT [0 BpeMe Ha JIEUEHHETO ¢ THasHaH. [loauepraHaTa
XUNepKaTHeMUs MoXe Aa b 10Ka3aTe/ICTBO 33 CKPUT XHepnaparipeouanssm. I1puess
THA3HIHY JMYPETHLH TpaOBa na Obae MpexpaTeH npeay NPOoBeAIaHE Ha H3C/ICABAHMS
Ha MapaTHPCOHHUTE HKJIE3H.




QOTOUYBCTBHTENHOCT
Crobimasa ce 3a cTyuad Ha peakiudy Ha GOTOUYBCTBUTETHOCT NPH NpHeM Ha THa3HAHHTE JHYPETHLIH

(k. Touka 4.8). Ako no Bpeme Ha neueHnero ¢ Jlunepam HCT Bb3HHKHE peakuyns Ha
$)OTOUYBCTBHTEHOCT, C€ MPETIOPBYBA CIMPAHE Ha JICYEHHETO. AKO C€ CUUTA 33 HEOGXOAUMO
[OBTOPHO MpPHIAraHe Ha JHYPETHKA, Ce NPENophYBa 3alllMTa Ha 00JIaCTHTE, U3NIOXKEHHU Ha CITBHLE WM
m3KycreeHa UV A cBeT/IMHA.

XoponaaieH H3NIUB, OCTPa MHOMNKA H OCTpa 3aKPHTOBIbJIHA FTAYKOMA.
CyndoHamMuaAKHTE WIH JIEKapCTBATa, MPOH3BOIHH Ha CyJI(POHAMHINTE, MOTaT J1a MpeAH3BHKAT

MIMOCHHKPATHYHA PEAKLIMA, BOAEIIA JO XOPOHIaneH HIHB ¢ Ae(eKT Ha 3PUTENRHOTO NoJje, ocTpa
MPEXO/IHa MHOMHS M OCTPa 3aKPUTOBI'BIHA IN1ayKoma. CUMIITOMHUTE BKJTIOUBAT BHE3AHO HAMAJIABAHE
Ha 3PHUTEIHATA OCTPOTa WM BosKa B 0uMTe H 0OMYaHHO BH3HMKBAT B PAMKHTE HAa HaCOBE A0 CEIMHUM
cjieq 3ano4yBaHe Ha JedyeHnero. HenexyBanara ocTpa 3akpUTOBIBIHA IJ1ayKOMa MOXKE 1a 10Bele 10
[IepMaHeHTHa 3ary0a Ha 3peHHETO.

I[TLpBOHAYATHOTO JICUCHKE € /1a CE MPEKPaTH [IPHEMA Ha XMAPOXIIOPOTHA3K/, KOJIKOTO C& MOXKE Io-
6BP30. AKO He ce NOCTUIHE KOHTPON BLPXY BBTPEOYHOTO HaaraHe TpAOBa na ce HMaT MPEABHA
CBOSBPEMEHHO MEAHLIMHCKO WIH XHPYPTHYHO JieueHHE. PUCKOBHTE (PaKTOPH 32 Pa3BUTHE Ha OCTpa
3aKPHTORIBIIHA [JIayKOMa MOTaT a BIJIIOYBAT aHaMHe3a 33 Cyn(pOHaMHAHA HIIH NeHHLIWHOBA
ajieprus.

06w
Heo0x0aHMMO € NOBHIIEHO BHUMAHHE MPH MALMEHTH C MPEALISCTBALIA CBPBXYYBCTBUTETHOCT KbM

Apyru aurdoteHsuH II peuenrophu 6aokepH. Peakunnure Ha CBPBXYYBCTBUTETHOCT KbM
XHAPOXJIOPOTHA3K, €A NTO-BEPOITHH NPHU MALIMEHTH, CTPaJally OT aIeprui MM aCTMa.

Crapyecka BB3pacT (Ha Bb3pacT 65 roansy WnM noseye)

[TpenopbuBa ce MOBMILIEHO BHUMAHHE, BKIIOYHTENHO M0-4ECTO MOHUTOPHPAHE Ha apTePHATHOTO
HaJIAraHe, MPH MaUMEHTH B CTap4YecKa Bh3pacT, 0COOCHO MpH NpuUnaraHe Ha MakCHMallHaTa no3a
amnogunun/pancaptan/HCT, 10 mg/320 mg/25 mg, Thil kaTo JaHHKTE 32 ynoTpeba npH Tasu
naljMeHTCKa MoiTyJjialMsa ca OrpaHM4EHH.

JIpoitHo 6rOKMpaHe Ha PEHUH-aHTHOTEH3UH-aNAoCcTepoHoBaTa cHcTeMa (PAAC)

Mma nauHy, ye eqHoBpeMeHHara ynorpeda Ha ACE HHXHOHTOpH, RHTHOTEH3HH-PELENTOPHH OJIOKepH
(APB) wim anuckupeH NOBHIIABA PUCKA OT XHMOTOHHUSA, XUIIEPKATHEMHUS H HAMAIABAaHE Ha
6n6peuHaTa GyHKUMA (BKIIOYMTENHO ocTpa 6B6peuHa HepocTaTbYHOCT). [lopany ToBa He ce
npenopbyea ARoitHO Gokupane Ha PAAC upes xombunnpaHara ynorpeba Ha ACE unxuburopw,
APD unm anuckupeH (Bx. TOYKH 4.5 H 3.1).

AKO ce MpeLieHH, Ye TepanusTa ¢ ABoiiHo 6noxupane e abcomoTHo HeobxoauMa, ToBa TpadBa Ja
CTaBa caMo 1o HabMIOAEHNETO HAa CICHHAIUCT U NTPH HECTO BHHMATETHO MOHMTOPHpaHe Ha
6p6peunaTa GyHKLMA, €1EKTPOMHTHTE M KpbBHOTO HansraHe. ACE unxubutopu u APB He Tps6Ba na
ce M3MO3BaT eAHOBPEMEHHO NpH MAalMeHTH ¢ qnabeTHa HeQponaTHs.

HeMenanoMeH pak Ha Koxara

B ape enuaeMHONIOrHYHHY NPOYYBAaHHA, OCHOBABALIM C€ HAa JaTCKHA HALIMOHAJIEH PAKOB PErucThY, €
HaGogaBaH MOBULIEH PUCK OT HemenaHoMeH pak Ha koxara (HMPK) [Da3anHokneThueH KapLUHHOM
(BKK) 1 ckBamosHokieTsueH KapuvHoMm (CKK)] npu HapacTBalua €KCno3uLus Ha KyMyJIaTHBHA 1032
XHAPoXIopoTHasua. PoToceHcHOnH3npawmTe eeKTH Ha XMAPOXJIOPOTHA3HI MOIraT Jla ACHCTBAT
KaTO BEPOATEH MEXaHU3BM 3a pa3surue Ha HMPK.

ChBETBAHM PENOBHO Jia IPOBEPABAT KOXKATA CH 38 HOBH JIE3MH M He3aDaBHO J1a Cb
Ha MOAO3PMTENHH KoxxHM ne3uu. Ha nauueHTHTe TpadBa fa ce npenopryar Bh3
MEPKM, KaTO OrpaHMYEHO W3NIaraHe Ha CTbHYEBa CBETINHA W YJITPaBUOJIETOBH




eKCTO3MLIMA, MOAXOAALLA 3alUMTa, 32 Aa Ce CBE/C IO MHHHMYM PHCKBT OT Pak Ha Koxara.
[Tomo3pHTENHMTE KOXHH Jie3uH Tpa6sa fa ObaaT MOANIOKEHH Ha He3ab0aBHO M3CHeABaHE,
OTEHLHAIHO BIJIIOYBAII0 XMCTOJIOTHYHH H3C/eBaHus Ha OuoncHuny Matepuanu. Ilpepasraexaane
Ha ynotpefaTa Ha XMIPOXJIOPOTHA3HL MOXKeE Ja C& HANOXH H NPH MNaLMeHTH, KOMTO Ca HMAITH
npeaxoaed HMPK (k. cpimo Touka 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT
Cnen npueM Ha XHAPOXJIOPOTHA3H C€ CHOOLIABAT MHOTO PEKH TEKKH CITyHan Ha OCTpa

pecMpaTOpPHa TOKCHYHOCT, BKIIOYMTETHO OCThP PECNMPATOPEH AHCTPEC CHHAPOM (OPAC). Cnen
npUeM Ha XHPOXJIOPOTHa3UA OGMKHOBEHO ce pa3BMBa 6enoApOOCH OTOK B paMKHTE HA MHHYTH J10
yacose. B HaYa1oTo CUMITTOMHUTE BKJIIOUBAT AUCITHEA, MOBHUILEHA TEMIICPATYpa, BIIOLIABAHC HA
6enoapobHaTa GyHKUMA K xunoToHHA. [Tpu ceMHeHKe 3a OPZIC Tpabea na 6n/1¢ cnipaH NpueMsT Ha
Tunepam HCT 1 na ce npwIoH MOIXOAALLO JieueHue. XHIPOXIOPOTHASHA HE TpsaOBa Aa ce npunara
npy NalMeHTH, KOUTO NMpean ToBa ca nomyvasanu OPZIC cien npueM Ha XUAPOXTOPOTHAIMIL.

4.5 B3aEMOIEHCTBHE C APYrH JEKAPCTBEHH NPOAYKTH H APYrd GopMA HA BIaHMOJeHCTBHE
He ca npoBexaaHy o(pUUMaIHH NPOYYBAHKA 33 B3aHMOACHCTBHA HA amnoaunux/sancaprad/HCT ¢
Apyry NekapcTBeHH npoaykTH. ClenoBaTelHO, B Ta3H TOYKA € MPEACTaBEHA HHGOPMALIMA € JHHCTBEHO

33 M3BECTHUTE NPH OTACTHUTE aKTUBHH BELIECTBA B3AUMOACHCTBHA C APYTH JICKAPCTBEHH MPOLYKTH.

BaxHo € Aa ce uMa npeaBHa, Ye amnoaunus/pancaprat/HCT mModke na 3aCHIH XMIIOTEH3UBHHTE
eeKTH Ha OpYrd aHTHXMUIIEPTEH3WBHU CPelICTBA.

He ce npenopbyBa €JHOBPEMEHHO IIPUITOXKCHHE

AxtaBao(n) MHisecTHH EdexT HA B3aHMOJEHCTBHETO ¢ APYTH JEKAPCTBCHA
BellecTBO(a) B3AHMOACHCTBHA CbC  NPOAYKTH

CJCAHHTC € EBIIQTBH

Bancapran u JluTuit CrofuiaBa ce 3a 0OpaTHMO NMOBHIIABAHE HA

HCT KOHLIEHTPALMATA Ha JIMTHH B CEpYMa H TOKCHMHOCT IPH
eQHOBPEMEHHO MpunaraHe Ha JUTHH ¢ ACE HHXHOHTODH,
aHrMOTeH3HH Il peuenToOpHU aHTArOHHCTH, BKITIOYHUTENHO
BAJICAPTAH WIH THa3UIHHN JWypPETHLH. Tt KaTo
OBOpEeUHUAT KIHPBHHC Ha JIMTHA € HaMalleH OT THa3HMTE,
PHCKBT OT JIMTHEBA TOKCHUYHOCT € Bb3MOXKHO
AOTTBJHMTENHO Aa ce MOBMIIM I1pH NpyMeM Ha Jinnepam
HCT. INopaax Ta3u IpH4YMHA CE NPENOpbYBa BHUMATEHO
NpocieaAsBaHe Ha CEpyMHHTE HUBA Ha JINTHI NPH
elHOBPEMEHHa yrioTpeba.

Bancapran  Kanuii-cpxpaHaBaliu AKO ce cMeTHE 3a He0OX0AUMO €JTHOBPEMEHHO C
IVYpPEeTHUH, KATHCBH BaJICapTaH a ce NPeANMILe JCKApCTBEH MIPOAYKT, KOHTO
NOOABKH, 3aMECTUTENIM  TOBJIMABAa HUBATA Ha KAIHH, C€ Npenoppypa 4eCTo
Ha COJITA, CBABLPKAILM  MOHHTOpHpaHe Ha IUIa3MEHHTe HUBA Ha KanuH.
KaJliH ¥ Jpyru
BEILECTBA, KOUTO MOraT
Jla NOBHINAT HUBATa Ha

KaJHH
Amnoaunui [ 'pesndpyT wik cok ot He ce npenopbyBa eiHOBpeMeHHaTa ynotpeda Ha
rpedndpyT aMJIOAMITHH C rpeindpyT WK COK OT rpedngpyT, ThH

KaTO MPH HAKOM NAaLMECHTH OMOHANHYHOCTTA Ha
aMJTOAMITHH MOJXKE [1a CE MOBULIY U 1A NOBEREHC
3aCH/IBAHE Ha AHTHXHIEPTEH3UBHHTE ebgfeigt"




H3uckBa ce NOBUIIIEHO BHUMAHUE NTPH €IHOBPEMEHHO NPDUNOKCHUE

Axtapno(r) HisecrHR EdexT Ha B3aEMOAEHCTHETO ¢ APYIE JIeKAPCTBEHH
BemecTBo(a) B3AHEMOXEHCTBHA CbC  HPOAYKTH

CJHECAHHATE CEEIICTBa

AminogunuH CYP3A4 unxubumopu  EQHOBPEMEHHOTO NPHAOKEHHE HA aMJIOAHITHH CHC CHITHH

{Hamnp. KeTOKOHa301, wiv ymepenu CYP3 A4 unxuburopy (nporeasHu
MTPaKOHAa3011, HHXMOHTOPH, a30JIHH NPOTHBOrBOHUHN CPENICTRA,
PUTOHABHP) MaKpOJIMAH, KATO EPUTPOMHULIMH WIH KITApUTPOMHLIVH,

BepalaMHi/l UK JWITHA3EM), MOXe Aa J0Bee A0 3HAYHMO
yBEJIHUYABaHE HA €KCIO3HLIMATA HA AMJIOJAMITHH.
K1uHM4YHATA 3HAYHUMOCT Ha Te3u PapMaKOKMHETHYHH
BapHallM MOXeE Ja € NMO-H3Pa3eHa MPH NALMEHTHTE B
cTapyecKka Bb3pacT. ToBa MOXe 2 HaJI0KH KNIHHHYHO
MpocneAsBaHe M KOPEKLMA Ha o3aTa.

CYP3A4 unoyxmopu [Ipy eAHOBPEMEHHO NMPUWIOKEHHE Ha H3BECTHU UHAYKTODH
(aHTHKOHBYJICAHTH Ha CYP3 A4, nnazMeHaTa KOHLEHTPALKA HA aMIIOAMIIHH
[Hanp. kapbamazenuH,  Moxxe Aa Bapupa. [lopaau ToBa KpbBHOTO HANIAraHe
¢dpenobapbuTan, TpabBa Iia ce npocnesiapa M Ja ¢e COMHCIIH aJlanTUpaHe Ha
(eHUTOHH, [03aTa KaKTo MO BpeMe, Taka H ciel ¢ AHOBPEMEHEH
bocheHUuTOHH, npuem, ocoGeHo cbe cHH CYP3 A4 uHaykTopu (Hanp.
MPUMHUIOH], pHOAMNKLMH, )XBIT KAHTAPHOH).

pudaMITULIKH,

Hypericum perforatum

[>KBaT KAHTAPHOH])

Cumsacmamun MHOroKpaTHOTO NPWIOXKEHHe Ha aMJIONHMNHH 10 mg

€IHOBPEMEHHO CbC CMMBACTaTHH 8() mg MOBHINABA CHC
77% eKCro3MLMATa HA CHMBACTATHH CIIPAMO
CaMOCTOATETHOTO NPHACKEHUE HA CHMBACTATHH.
[IpenopbuBa ce HAMANABAHE Ha 03aTa HA CUMBACTaTHH
10 20 mg AHEBHO NPH NALIUEHTHTE HA JICUCHHE ¢
aMJIOAWIHH.

Janmponen (ungpyzun)  Tlpu )XMBOTHH ca HabIIOAABAHH JIETAIHA KAMEPHA
GuOpHUnaLMa ¥ CbPACYHO-CBAOB KONAMNC, CBBP3aHu C
XHATIEPKATHEMHSA CJiel] IPWIOXKEHHE Ha BEPANaMuil H
HHTPaBeHO3eH gaHTposieH. [lopaau pHUck oT
XUTIEPKATHEMHS, Ce TperopbyBa Ja ce u3barea
e THOBPEMEHHOTO [TPHIIOXKEHUE ¢ aHTarOHHCTH HA
KAJILIMEBUTE KAHAIH KATO aMJIOUIHH IPH MALMEHTH,
NpeapasnoiokKeHH KbM MaIMTHEHA XUIIEPTEPMHES U IPH
OBNAIABAHE Ha MAJIMrHEHA XUIICPTEPMHUA.

Bancapran u Hecmepouonu HCIIBC morar Aa oTc/1a0AT aHTHXUNEPTEH3HBHUA €eKT,

HCT npomugosbInATUMenHy  KakTo Ha aHruoTeH3uH Il peuerrropHHTe ONIOKEPH, TaKa H
cpeocmea (HCIIBC), Ha XHIpOXJIOPOTHA3HU, KOTATO CE€ nmpunarar
GRMOUBAUU eqHoBpemeHHO. OCBeH TOBa €IHOBpEMEHHaTa ynoTpeba
cenexmueHu na Jlunepam HCT u HCIIBC moxe na nosene a0
YUKTOOKCUZCHA3A-2 BJIOIIdBAHE Ha ObOpeuHaTa QyHKLMA, U NOBHIIABAHE Ha
unxubumopu (COX-2 HMBaTa Ha cepyMHHUs Kaiuil. [lopanu Tasu npyuMHa ce
unxubumopu), npernopbyea MOHHTOpHpaHe Ha 6b0peunara GpyHKims npu
ayemuicatuyunoea 3aro4YBale Ha JICUEHHETO, KAKTO H a[CKBATHA XHUApaTalius

xucenuna (>3 g/Oen) u  Ha NallHEHTA.
necenrexmuenu HCIIBC




AKTHBHO(H)

H3BecTHH EdexT HA B3aUMOICHCTHETO ¢ APYFH JIEKAPCTBEHH

BemiecTBO(a) B3aAMOACHCTBHA CBC  NPOAYKTH
C/IeIHHTE CPEACTBA

Bancapran — Huxubumopu na Peaynrature ot in vitro Npoy4BaHe ¢ ThKaH OT YOBELLIKH
BNMEUK yepeH Apo0 Moka3ssa, ue BafcapTaH € CyOCTpaT Ha
mpaxcnopmepa uepHoapobHug brTedik TpaHcnoprep OATP1BI1 v Ha
(pubamnuyun, uepHoapobHus edurykceH Tpancnoprep MRP2.
YUKAOCROPUH) UAU EaHOBpEMEHHOTO IPIIOHKEHHE ¢ HHXHOMTOPH HA BITTEHK
eqAYKCHUR TpaHcnoptepa (pudpaMIHIMH, LKKIOCTIOPHH) WIHK Ha
mpauncnopmep e yKcBHA TpaHcnopTep (PUTOHABHD) MOXE Aa NMOBHLIH
(pumonagup) CHMCTEMHATa EKCIO3HIMA Ha BaJICAPTaH.

HCT Anxoxon, ExanoBpeMeHHOTO NpUiiaraHe Ha THa3HIHUTE AHYPETHLIM C
bapbumypamu wiu BELECTB&, KOHTO ChLIO UMAT MOHKKABAL KPBBHOTO
HapKOmMuyu Hansarade edexT (Hamp. 4pe3 HamallsiBaHe Ha AKTUBHOCTTA

Ha 1IeHTpaJIHaTa HEpPBHA CUCTEMA HWIH JHPEKTHA
BA30JHIaTaLlMs ) MOXe [la HOTEHIMpa MoABaTa Ha
OPTOCTATHYHA XHMOTOHHS.

Amanmaoun TuazuauTe, BKTIOUHTEITHO XHAPOXJIOPOTHASHA, MOraT Jia
[IOBMILAT PUCKA OT HEXKEJIaHHU PEaKLHH, NPHUHHEHH OT
aMaHTaUH.

Anmuxonunepeuvrnu BHOHAIMYHOCTTA HAa THAZWAHUTE AUYPETHLIM MOXKE 14 Ce

cpedcmea u opyeu MOBHINM OT AaHTHXOJHHEPTrHYHHTE CPEACTBA (Hamp.

Aexapcmeenu aTpONMH, OUNepuaAcH), BEpOSTHO MOPaJAN HaAMaIABAHE Ha

npooyKkmu, MOTHMIIMTETA Ha CTOMAaLIHO-4YPEBHUA TPAKT U 3a0aBsHE HA

noeIUACaUiU BpEMETO 3a H3Npa3BaHe Ha ctoMaxa. OOpaTHO, O4YaKBa ce

CMOMAUIHUA MPOKNHETHYHUTE BELLECTBA KATO LIH3apNKA 1a MOTaT Aa

Momuaumem HAMAJIAT OMOHAJIMMHOCTTA HA THA3HIHHTE JHYPETHLM,

Anmuduabemnu TuazuouTe MOraT Ja Hapylulat NIIOKO3HHMA TOJIEpaHC.

cpeocmea (Harp. Moske aa ce HaJlO»KH KOPHUTHpaHe Ha JO3HUTE Ha

MHCYJIMH Y MIEPOpPATHU  aHTHAHA0ETHHTE JIEKapCTBEHH MPOIYKTH.
aHTUAHaOEeTHH

Cpe/ACTBA)

—  Memghopmun MeTtdopMuH TpAOBa fia ce NpHeMa ¢ NOBUIIIEHO BHUMaHue
MOopaay PUCK OT JIAKTATHA alM03a, HHAYLHpaHa OT
Bb3MOKHA PyHKIIMOHAIHA OBLOpeyHa HEAOCTATBHHOCT,
CBBp3aHa C XHAPOXJIOPOTHA3HA.

bema-bnokepu u EnHOBpEMEHHOTO MPHIOXKECHHE HA THA3ZWIAHHU JHYPECTHIH,

OUA30KCUO BIJTFOYMTEJTHO XHAPOXJIOPOTHA3KA, U OeTa-O5tokepn Moxe
Ja MOBMIIIHK PHCKA OT XHNEPriaukeMus. THasuaHHuTe
IUYPETHLIH, BKIIOUHTEHO XHAPOXJIOPOTHA3HA, MOraT Aa
MOBULIAT XMIEPTIHKEMHUHHA €QEKT Ha JHAZOKCHI.

Iuxnocnopun EnHOBpeMEHHOTO MpHIaraie ¢ LHKJIOCHOPHH MOXKe 1a
[TOBULIH PHCKA OT XMIEPYPHKEMHA H YC/IOXKHEHHA Ha
oAarpaTa.

Llumomoxcuunu TuazuauTe, BKTIOUHTEITHO XHAPOXJIOPOTHA3HA, MOraT Ja

cpeocmsea HaMaTAT OBOpeYHATa EKCKpeLya Ha IMTOTOKCHYHHTE
cpenctra (Hanp. wuknodochaMua, METOTPEKCAT) H Ja
MOTEHLMPAT TEXHHTE MHEOCYNPECUBHH € EeKTH.

Luzumanucoeu Tuasug-uHAYyLUMpPaHA XHITIOKATTHEMHS HITH

2AUKOIUOU XUIMOMarHe3eMHs MOTaT [ia C€ H3ABAT KaTO HEXENaHH

peakLHH, YISCHABAaHKH HAYal0TO Ha AUTrUTAJIUC-
MHAYUHPaHH CLPACYHH apHTMHH.




Axtasno(u) HipecTHH EdexT Ha B3aHMOACHCTHETO ¢ APYIE JICKAPCTBCHH
BemecTBo(a) B3ARMOACHCTBHA CbC  NPOAYKTH
CJICIHHTE CpeIcTBA
Hoownu xonmpacmuu B ciyuait Ha IUypeTHK-HHIyLHpaHa AeXMApPaTaLMA HMa
geufecmaa MOBHUIIEH PHCK OT ocTpa OBOpeUHa HEJOCTATBUHOCT,
0co0eHO MpH BUCOKH J03H Ha HOOHHMTE NPOIYKTH.
[TauuenTHTE TpaOBa Ja ce pexXUApaTHpaT Npeau
NpUIaraHeTo Ha HOAHH KOHTPACcTHH BELUECTBA.
Honnobmennu cmonu  ABcopOLMATA Ha THA3HAHMTE AHYPETHIH, BITIOUHTETHO
XHWJAPOXJIOpPOTUA3M], CC HAMaJIABa OT XOJIeCTHPaMUH WIN
xonectunon. Topa MoXke Aa AoBeIE 10 CyOTepaneBTHYHH
epeKTH Ha THa3MAHMTE JMYPETHIM. BBIpekH ToBa,
NpWIAraHeTo Ha XHIPOXIOPOTHA3H H Ha CMOJH
MOOTAEHO, TAKa Y€ XHAPOXJIOpOTHAHUA Aa CC NMpHIara
MoHe 4 yaca npeau Wik 4-6 yaca ciej NPWIOKEHHETO Ha
liOHOOOMEHHaTa cMoJia, OH HaManIO B3aHMOICHCTBHETO.

Jlexapcmeeru XunoxkanneMHUHHTE e(EKTH Ha XMAPOXJIOPOTHA3H]
RPOOYKMU, MorarT a ObJaT NOBHUILCHM IIPH CBEBMECTHO NMPHIOKECHHE C
NOGAURBAMU Kanuii-ry0ely JHypeTHLH, KOPTHKOCTCPOUIH,
CePYMHOMO HUBO HA naKkcaTHBH, aapeHOKOpTHKOTponeH xopmoH (ACTH),
Kanus aM(OTEPHLIHH, KapOEHOKCON0H, NEHHUMIIHH G

NMPOH3BOAHH Ha CATHLM/IOBATa KHCEIMHA WIH
aHTHAPUTMHLK. AKO € HEOOXOIHMO MPEAMUCBAHETO HA
TE3M NEKapPCTBEHH NPOAYKTH €JHOBPEMEHHO C
KoMOHHaLusATA

aMJIOAMITHH/ BaJICapTaH/ XU APOXJIOPOTHA3H], CE
npenopLuBa MOHHTOPHpAHE Ha TUIa3MEHUTE HUBA Ha

KaJIHsl.
Jexapcmeenu XUNOHATPHEMHUMHMAT €(PEKT Ha AHYPETULIMTE MOJKE J1a Ce
npooOyKmuy, YCHJIH [TIPH ChBMECTHO NMPUITIOKEHHE € ONPEIAEIICHU
nOBAUABAUU fIeKapCTBEHH NPOAYKTH KaToO aHTHACNPECAHTH,
CePYMHOMO HUBO HA AHTUNCHUXOTHLIH, aHTHETTWIECIITUYHH CPEACTBA H AP.
HAMpus Heo6xoauMo € MOBHIIEHO BHUMAHUE NIPH CBBMECTHO
OPHIOKEHHE Ha TE3H JICKAPCTBEHH NMPOMAYKTH.
HAexapcmeenu [Topaau pHcKa OT XUITOKATHEMHA XHIPOXJIOPOTHA3HA
RPOOYKMU, KOUMO TpabBa 1a ce puiara ¢ MoBUIIEHO BHUMaHHE C MPOXYKTH,
Mozam Oa undyyupam  KOWTO MOTAT Aa MHAYLMpAT lorsades de pointes, o~
torsades de pointes cnetmanyo antapurMuiM Knac Ia 4 Knac III, kakro 1
HAKOH aHTHIICHXOTHLH.
Hexapcmeernu BE3MOXHO € Ja ce HAI0XKH KOPUIrHpaHe Ha 103aTa Ha

npodyxmu, Rpuiazany  YPUKO3yDHUHHTE JIEKAPCTBEHH NPOLYKTH, ThH KaTO
3a AeyeHue Ha nodazpa  XUAPOXJOPOTHA3NI MOXeE Jia NOKa4YW HUBATA Ha

(mpobeHeLM, cepyMHaTa IMMKOYHA KHCelIHHAa. MOoxe U 1a e Heo0X0aAuMOo
CyJipHUHITUPA3OH H Aa ce yBEAHUH J103aTa Ha NpobeHeLna H CyIpHHNHNPA3oH.
aJIONYpHHON) EaHoBpeMeHHOTO NpKiIarale Ha THa3sHAHH OHYPCTHLH,

BKJIIOUMTE/THO XHAPOXIOPOTHA3U, MOXKE 12 NOBHLIIH
YECTOTATA Ha PEAKLIMHTE Ha CBPbXYYBCTBHTEIHOCT
CIIPAMO AJIOMYPHHOII.

Memundona Uma oTaensu cLoSieHHs 3a ClTyday Ha XeMOJMTHYHA
aHeMHs, Bb3HHKHANA [IPH €AHOBPEMEHHO NDISaTARE
XMAPOXJIOPOTHA3U] W METHILIONA.

Hedenonapusupawju Tuazuaure, BKITIOYHTETHO XHAPOXIIOP g '

CKEeNemHO-MYCKYAHU NOTEHUMPAT AEHCTBHETO HA TIPOH3BON

penaxcanmu (Hanp.

TyOOKYpapHH)




AxtaBHO(H) H3BeCTHH EdexT Ha B3aAMOAeHCTHETO ¢ APYIH JIEKADCTBCHH
BemecTB0(a) B3ARMOACHCTBHS CbC  HPOAYKTH
CJIeIHHTE Cpeacrsa

lpyeu TuasuauTe NOTEHIMPAT AHTUXUIIEPTEH3HBHOTO ACHCTBUA
aHmMuxunepmen3UsHu Ha JpYryuTe aHTHXHIECPTEH3HBHH JIEKApCTBEHH MPOAYKTH
REeKapCmeeru (Hanp. ryaHeTHINH, METHIIONA, OeTa OJIOKepH,
npooykmu Ba30JMNAaTaTOPH, OJIOKepH Ha KanuuesuTe kaHanH, ACE
uuxubutopu, APB 1 Tupextiu Pennnosn HHxuburopu
[PH]).
Ilpecopru amunu XHApOXJIOPOTHA3HA MOXKE Aa HAMATH OTFOBOpA KbM
(Hanp. HOpPaJpeHATHH,  MpPECOPHH aMHHHU KaTO HOpaapeHaTHH. KiniHHyHaTa
aJIpEHANUH) 3HAYMMOCT Ha TO3H e(eKT € HEonpeaesicHa U He €
NOCTATBEYHA 34 MPEKpaTABaHE HAa TAXHATA ynoTpeda.
Bumamun D u [IpunaraHeTo Ha THa3WAHU AHYPETHLIH, BKIIOUYHTEIHO
Kanyuesu conu XHAPOXJIOPOTHA3H], C BATAMHH D 1K ¢ KanLuHesH COJH

MOJKE Ja MOTEHLMpPa MOKAYBAHETO Ha CEPYMHHS KanlMH.
EnnoBpeMeHHOTO MPWIOKEHHE ¢ THa3HIHH AWYPETHLH
MOXKE 1a JOBEAE N0 XUIEPKAILHEeMHUS NPH NaLMEHTH
MpePa3noNOKEHH KbM XHUIEPKATIMeMHA (Harp.
XMINEPNApATHPEOHAH3BM, 310KaYeCTBEHH 3a00IABaHHA
WK BUTaMUH D-MeIHUpaHH ChCTOSHUA) Ypes

[IOBHULIIABAHE HA Izﬁznﬂa'ra KaJillieRa Eeaﬁcogﬁum.

Haoimo 6roxupane na PAAC ¢ APb, ACE unxubumopy wiu arucKupe

JIaHHU OT KTMHHYHH MPOYy4BaHUA MOKa3BaT, Y€ ABOHHOTO ONIOKHpaHe Ha PAAC ypes koMOUHMpaHaTa
ynorpeba Ha ACE unxn6uropu, APb nim anuckupeH ce CBbp3Ba C 10-BHCOKA HECTOTAa HA HEXCTaHH
chHOWTHA, KATO HATIPHMEP XMIOTOHMA, XHIIEPKATHEMHUA H HaMa/lIBaHE Ha O0BOpeuHaTa PyHKUIMA
(BKJIIOYHTENHO 0cTpa 6B6pedHa HEAOCTATEYHOCT), B CPaBHEHHE C YNIOTpebaTa camo Ha eIHO
CpeacTBo, AekicTrailo Bupxy PAAC (Bx. Touka 4.3, 4.4 n 5.1).

4.6 DepraanTeT, peMEeHHOCT H KbPMEHe

bpeMEHHOCT

Amroounu

Be30nacHOCTTa HA aMJIOAMITHH N0 BpeMe Ha GPEMEHHOCT MpHU XOpa He € YCTaHOBeHa. B mpoyyBaHud
TIpH JKUBOTHH, NIPH BUCOKH JI03H € Hab/lonaBaHa penpoyKTUBHA TOKCHYHOCT (Bxx. TOYKA 5.3).
[Ipunoxxenue no BpeMe Ha SPEMEHHOCT C€ NMpenoppryBa CaMo KOraTto HAMa no-0e3onacHa anTepHaTHBa
1 Koraro 6onectra cama 1o cebe CH HOCH NMO-TO/IAM PUCK 3a MaHKaTa | IUIoja.

Bancapmau
VYnorpebara Ha aHruotensuH I1 penenropum 6noxepu (AlIPb) He ce npenopbsa no BpeMe Ha MbPBUA

TpuMecThp Ha GpeMeHHOCTTA (BXK. Touka 4.4). Yniorpebara na AlIPb e npoTrBonokasaHa no BpemMe Ha
BTOPHS H TPETHS TPUMECTEP OT OPEMEHHOCTTA (BXK. TOUKH 43 ud4).

EnuaeMHONOrHUHHMTE JaHHY 32 PHUCKA OT TepaToreHHocT ciefl ekcnosuuus Ha ACE naxuburopu no
BpEME Ha ITBPBHS TPUMECTEP OT OPEMEHHOCTTa HE BOJAT A0 OKOHYATENHH 3aKTIOUCHHA. Bcee nax,
JIEKO MOBHLIEHHE HA PUCKA HE MOJXKe Ja C€ M3KIOYH. BBIpeky 4e HAMa JaHHH OT KOHTPOIHpaHH
eNUIEMHONONMYHY POYYBaHUS 32 PUCKa NMPH aHrMOTeH3HH 11 peuenropHUTe 6iokepu (AIIPD)
noaoGeH PHCK MOXeE /1a CHIIECTBYBa 33 TO3M KJIac JIGKAPCTBEHH MPOAYKTH. OCBEH aKo
npoabpkasaHeTo Ha AITPB TepanuATa ce cMeTHE 3a AKH3HCHO BAXKHO, MALIUEHTKUTS [UIaHADAIIH
6pemeHHOCT TpsOBa Ja MPEMHHAT Ha AITCPHATHBHO AHTHXHIIEPTEH3UBHO JICHCHHCE, |
ycTaHoBeH npodun Ha 6e30nacHOCT NpH GPeMeHHOCT. AKO Ce YCTaHOBH OpeMEHHO
AIIPE Tpa6Ba 1a ce npeycTaHOBH He3a0aBHO H, aKO € YMECTHO, 11 C¢ 3al0MHC aJTyy
Tepanus.




Excriosuuuara Ha AIIPB no BpeMe Ha BTOPHA H TPETHA TPHMECTLP Ha OPEMEHHOCTTa MOXKe Ja JOBEAE
no derorokcHuHOCT (HaManeHve Ha ObOpeuHara QyHKIHA, ONHTOXHAPAMHHOH, 3a0aBpeHa OCUPHUKALHA
Ha ueperia) i HeoHaTalHa TOKCUYHOCT (OB peyuHa HeNoCTATEHHOCT, XMIIOTOHM, XHIMepKATUEeMHA )

(Bx. TOUKa 5.3).

B cnyyait 4e ce ycTaHOBH eKcro3uuus Ha AIIPb oT BTopHA TPHMECTEP Ha OpeMEHHOCTTa, Ce
npenops4Ba NpoBepka Ha Gp6peuHaTa QyHKUMA U YEpena Ha IUI0Aa 4pe3 ynTpa3ByK.

Horoponenn, yuuTo Maiiku ca npueMann AIIPB, Tpabea BHAMATEHO Aa ObaaT HabmogaBaHH 3a
XUNOTOHKA (BX. TOUukH 4.3 n 4.4),

Xudpoxaopomua3uo
HiMa orpakMyeH OIMT OTHOCHO ymoTpebara Ha XHAPOXJIOpOTHA3H] MO BpeMe Ha OpeMeHHOCT,
ocobeHo npe3 MbpBUA TpUMECTHP. 1IpoyuBaHuATa NPU XKHUBOTHH Ca HEAOCTATBYHH.

XHMAPOXNOPOTHA3KA NPEMHHABA MPE3 IUIaLEHTaTa. B13 OCHOBA Ha ¢hapMaKoJOrMaHUA MEXaHH3IBM Ha
NeiicTRUE Ha XHAPOXJIOPOTHA3U], ynoTpebaTa My Npe3 BTOPHA M TPETHA TPHMECTHP MOXKE 1a HapyllH
dberonnaueHTapHara nepdysus U aa AoBeje A0 PeTATHH H HEOHATAJIHH e eKTH KaTo KbIITEHMLIA,
HapyLIEHHA Ha CIEKTPONUTHHA 6anaHe u TPOMOOLIMTONCHHA.

AMA00unuN/6ancapman/xudpoxaopomuaiug
Jlunicea onut ¢ ynorpebara Ha amnoaunu/ancaptai/HCT npu Opemernn. Bn3 ocHOBa Ha

CBILUECCTBYBAILMTE JAHHU OT MPOYYBAHHA ¢ OTACTIHUTE KOMIIOHEHTH, ynotpebarta Ha Junepam HCT He
ce MpenophuBa Npe3 MbPBUA TPUMECTBP OT OPEMEHHOCTTa H € IPOTUBOTIOKa3aHa Npe3 BTOpHA !
TpeTHs TPUMECTHP OT GpeMeHOCTTa (BXK. TOUKH 4.3 U 4.4).

KbpMeHe
JIMNCBAT JaHHH OTHOCHO yrnioTpe0ara Ha BAJICAapTaH [0 BpeMe Ha KbpMeHe. AMJIOIHIHH Ce

eKCKpeTHpa B KbpMaTa IpH xopa. YacTra oT Ao3ara Ha MaHKaTa, NoMyYeHa OT KbpMateTo, &
H3YUCIICHA C HHTEPKBApTIIeH auanasoH 3 — 7%, ¢ MakcuMyM 15%. EQekTsT Ha aMIOAKIIHH BbPXY
KbpMayeTaTa € HeM3BecTHA. XHAPOXIOPOTHA3U] Ce eKCKPETHPA B KbPMATa B MalKH KOJIHHCCTRA. BoB
BUCOKH A03H THA3MAMTE [IPeAU3BHKBAT MHTEH3UBHA JHYPe3a H MOraT Aa NOTHCHAT 00pa3yBaHETO Ha
kbpMara. Ynorpebara Ha Jlunepam HCT He ce npenopsyBa 1o BpeMe Ha KbPMEHE. Axo Jlnnepam
HCT ce n3non3sa no BpeMe Ha KbpMeHe, 1031Te TpAOBa 1a ObAAT KOJIKOTO C& MOKE NMO-HUCKH.
[TpeanoynTa ce aNTepHATHBHA TEPaIHs ¢ YCTAHOBEH Npodui Ha 6€30MmacHOCT Mo BpeMe Ha KbpMEHE,
ocoBeHO MPH KbPMEHE Ha HOBOPOJEHH H NpexXAeBpEMEeHHO POACHH Acla.

De MTET
HsMa KIMHHYHM IPOYYBaHHSA OTHOCHO BAMsiHHETO amoaunuy/sancaptan/HCT Bbpxy depThinTeTa.

Bancapmanu

BancapraH HAMa HeXe/TaHH eheKTH BBPXy PENpOIyKTHBHATA CMIOCOOHOCT HA MBXKH H KEHCKH
[UYBXOBE MPH NPHEM Ha nepopaiu no3u Ao 200 mg/kg/aex. Tasu no3a e 6 MbTH MaKCHMaHATA
MpenopBLUMTENHA 1038 IPH X0pa, onpeleieHa Ha 6aza mg/m* (M34UUCIIEHHETO € 3a NepopaHa A03a OT
320 mg/nex u 60-KUNOrpaMoB NalMEHT).

Amrogunun
ITpH HAKOHW MALKEHTH, JeKyBaHH C OIOKEpH Ha KAILMEBHTE KaHAIIH, Ca cHOOIIEHH OOpPaTHMH
6HMOXMMHYHM IPOMEHY B TJIABUYKATa Ha criepMaTo3ouauTe. KITHHWYHHTE JaHHH Ca HEXOCTATh HH MO
OTHOILIEHHE Ha MOTEHLMANHNA eeKT Ha aMIOAMIHKH BbpXY ¢epTuauTeTa. Ilpy eaHo npoy4ysaHe NpH
[UTHXOBE Ca YCTAHOBEHH HEXeNaHH edekTH BEPXY (EPTUIMTETA NP MBKKHTE (BK. TO ST

4.7 EdexTn BbpXy cnocobnocTTa 33 modupane 1 pabora ¢ MAIRHA

MaumenTrTe, kouto npuemMat Junepam HCT u modupar unu paborat ¢ MaluHH




MpeABUI, Y€ MOHAKOra € BE3MOXKHO [1a C€ MOsABAT YMOpa H 3aMaHBaHe.

AMIOAMIHHE MOXe [a MoBIHse B cnaba A0 yMepeHa cTeneH ¢cnocobHocTTa 3a wodupaHe 4 paborta ¢
MallMHH. AKo nauueHTHTe, npuematiy Junepam HCT, nonyyar 3aMaiiBaxe, rnasobonue, yMopa wiH
rafeHe, cnocoOROCTTa HM Ja pearupar Moxke Ja 6bae HapyueHa.

4.8 HexeaaHH eKAPCTBEHH PCAKIHHE

[IpodureT Ha GezomacHocTTa Ha amnoaunuH/sancaptan/HCT, nmpeacTapeH 1o-a011y ¢€ OCHOBaBa Ha
KJIMHMYHHM NTpOy4BaHus, poseneHH ¢ amnoaunuy/sancaptan/HCT u moswature npogunu Ha
6e30MacHOCT Ha OTACTHUTE KOMIIOHEHTH aMJIOJWIIMH, BalICAPTaH H XHAPOXJIOPOTHA3H.

O6ob1eHne Ha npoduiaa va GezonacHoCT

BesonacHocTTa Ha amnoaunuH/BancapTah/HCT e olieHeHa rpu HEroBaTa MakKCMMaJTHa 1032

10 mg/320 mg/25 mg B X0za Ha €HO KOHTPOIMPAHO KPATKOCPOUHO (8 CeAMHLIM) KIHHHYHO
npoyusare ¢ 2271 maupeHTH, 582 OT KOHTO NPHEMAT BAICAPTAaH B KOMOHHALIMA C aMJIOIHITHH H
XUAPOXJIOpOTHA3HA. HexxenaHHTe peakuyu KaTo L0 ¢a OMnM JIeKH U MPEeXOAHM MO XapaKTep H caMmo
B peJIKH CTy4YaM Ca HaJjarajid NpeyCTaHoBABaHe Ha ieueHHeTo. [1o BpemMe Ha TOBAa aKTHBHO
KOHTPOJIHPAHO KIHHHYHO M3MUTBAHE Hal-uyeCTHTE NMPUYHMHH 32 NPEYCTaHOBABAHE HA JICUECHUETO C
amnoaunu/sancaptad/HCT ca 6unum 3amasHocT U XHUnoToHus (0,7%).

[To BpeMe Ha 8-CeAMHUYHOTO KOHTPOJIHPAHO KIMHMYHO NMPOYYBaHe He ca HabnmoaaBaHH 3HAYUMH HOBH
WIH HEOMAKBaHU HeXeNMaHH JIEKAPCTBEHH peaKliiH B CpaBHEHHE ¢ H3BECTHUTE MPH MOHOTECPAIIHA WK
JBOMHO-KOMOHMHHpaHa Tepamnus ¢ OTACTHHTE KOMIIOHEHTH.

ITo BpeMe Ha 8-CeIMUYHOTO KOHTPOJIMpaHe KIIMHUYHO Npoy4BaHe Hab/I01aBaHHTE MPH
komMOuHaumaTa amnogunuy/sancapran/HCT npomeny B nabopaTopHMTe nokasaTteny ca Onwm
MUHHMAJIHHY ¥ B CHOTBETCTBUE ¢ (apMaKOJIOTHYHKA MEXAHW3BM Ha NEeHCTBHE HA OTAC/IHHTE
koMmnoueHTH. HanHuueTo Ha Bancaprad B TpoiHHaTa KOMOMHALUA 0TCabBa XMNOKATTHEMUYHHSA €DEKT
Ha XUAPOXJAOpOTHAIHA,

TabnruyeH cOHCHK HA HEXEJIaHUTE peaKUHU
CnenpaidTe HEXEIAHU peakLdH, H30poeHH cniopel cHecTeMo-opraHiu knacose 1o MedDRA u

YyecToTa, Ce OTHACAT 3a amnoaunuu/ancapran/HCT u nmooTaenno 3a amnogunuH, Bajacaprad 1 HCT.
Muoro uectn: >1/10; ywect: >1/100 po <1/10; neuectn: >1/1000 go <1/100; peaxu: >1/10 000 no
<1/1000; mHoro peaxu: <1/10 000, ¢ HensBecTHA HecToTa (OT HATHYHUTE JaHHH HE MOXE Na Obae
HalipaBeHa OLICHKA).

MedDRA Hexxe/IaHH peaKIHH YecTOTA
CHCTEMO-OpPraHHH amaoannan/ | amaoaunen | Bajscapran | HCT
KJIACOBe BAJICAPTAH/

HCT
HeonnasMu — HemenaHoMeH pak Ha -- -- - C
nobpoKadeCTBEeHHK, | KOXKATa HEH3BECTHA
3JIOKAUE€CTBEHN H (6a3aTHOKIEThUEH 4eCTOTa
HeonpeaeaeHu KapLUHHOM
(BKJI. KHCTH 4 CKBaMO3HOK/IETHYEH
TTOJIHITH) KapUUHOM )




MedDRA Hexenann peaknyn YecToTA
CHCTEMO-OpraHHH amaonunun/ | amaonanan | Bancapran | HCT
KJAcOBe€ BaJIcapTan/
| HCT
HapyuieHus Ha ArpaHyJOLHTO3a, -- - -- MHoro
KPLBTA H KOCTHO-MO3B4HA peaKH
nuMdHaTa CHCTEMA | HEJOCTATHYHOCT
[TonuxeH xeMOrnoOHH M | -- -- C --
XeMaTOKpUT HEH3BECTHA
4eCTOTA
XeMOMUTHYHA aHEMHA -- -- - MHoro
pEAKH
JleBKOnEeHHA -- MHoro -- MHoro
peAKH peAKH
HeyrponeHus -- -- C --
HEU3BECTHA
YecToTa
TpombouuTonexnms, - MHoro C Peaku
MOHAKOra C IypIypa peaKH HEH3BECTHA
YeCTOTA
AIIaCTHYHA aHECMHA -- -~ -- C
HEU3BECTHA
4yecToTa
HapyuieHns Ha CBpPBLXYYBCTBHTENHOCT - MHoro C MHoro
HWMYHHaTa CUCTEeMa peakH HEU3BECTHA | pelkH
4yeCcToTa
Hapywenns Ha AHopekcus HeuectH — -- -~
MeTaboau3Ma H XunepkanudeMus Heuectn — - Penku
XPaHEHETO XunepriuKeMus -- MHoro - Penxu
pEeaKH
XvnepnHnuaeMHs HeuecTn — -- --
XUnepypHKeMus HeuecTH -~ - Yectu
XHnoxjiopeM14Ha - -- -- MHoro
anKano3a peaKH
XUnoxanueMusn YecTH -- -- MHoro
4eCTH
XurnoMarHesueMus -- -- -- YecTH
XHMNOHaTpHEMHA Heuectn -- -~ YecTH
BnomasaHe Ha auabera -~ -~ -- Penxu
[Tenxyunu Henpecus -- HeuectH -- Peaku
HApyUICHUA HNucomuus/HapylueHns Ha | HeuectH HeuyecTn -- Penxu
ChHA
[IpoMEHH B HACTPOCHHETO | -- HeuectH -- --
OO6BpKaHOCT -- Penku -- --




MedDRA Hexenadn peaknnH YecToTa
CHCTEMO-OPraHHH amiaoganue/ | amaoaunen | pajcapran | HCT
KJacoBe BajacapTan/
HCT
HapyiieHusa Ha KoopiMHaLMOHHH Heuectn -- .- -
HepBHATA CHCTEMAa | HApYIUEHWSA
3aMadsHOCT YecTH YecTH -- Penxu
[ToctypanHa 3amasHoCT, | Hewectn -- -- --
3aMasHOCT MPH YCHIIHE
Jucreys3us HeuecTH HeuectH “- -
ExcrpanupaMuaHa -- C -- -
CHMITTOMATHKA HEU3BECTHA
YyecTOTa
['napobonue YecTHt YecTH -- Penxu
[TosuiIeH MYCKYJICH -- MHoro - -
TOHYC peIKy
Jleraprus HeuectH —- - --
[TapecTe3uu Heuectu HeuecTH -~ Penxu
IepudepHa Hesponatua, | Heuectu MHoro -- --
HEBPOHATHS PEAKH
COMHOIEHTHOCT Heuectr YectH - -
CuHKon Heuectu Heuectn -- -
Tpemop -- Heuecrtu -- -
XHUnoecreius -- Heuectu -- -
HapyueHud Ha OcTpa 3aKpHTOBI'HJIHA - -- -- C
OUHTE rinayKkoma HEeHM3BECTHA
4eCcToTa
3pHTE/IHH HapYIIECHHS - HeuectH - -
3pUTENHO YBpEeXAaHe HeuectH HeyectH -- Penxu
XopouaaeH U3JIUB C
HEU3IBECTHA
4eCcTOoTA
HapyuieHua Ha [LIyM B yluHTe -- Heuectn - -
YXOTO U CBeTOBBPTEK Heuectu -- HeuectH --
nabupuHTa
CovpaeyHHu Ilannuraunuy -- UectH e o
HApYLLIEHHA Taxukapaud Heuectn -- -- --
APHTMUH (BKJIIIOUHMTENIHO | -~ MHoro -- Peaku
Opanukapads, KaMepHa pEaKH
TaXuKapausa U
NPeAChPAHO MBXICHE)
MuoKapaeH UHPapKT -- MHuoro -- -
peaKH
CobaoBu [TouepBeHABaHE -- YectH - -
HapymeHUsA XHUMOTOHHUA YecTH HeuectH —- -
OprocTaTHYHA HeuyectH -- -- YecTH
XMMIOTOHUSA
Oaebur, TpomboduiedbuT | HeuecTr -- - —-
Backyaut -- MHoro

pEIKH




MedDRA Hexe/IaHH peakKIHH YecToTA
CHCTEMO-OpPraHHH amaonsnan/ | amuoxunas | Baacaprad | HCT
KJacoBe Bajcapran/
HCT
PecninparopHy, Kamnuua Heuectu MHoro HeuecTH --
IPBAKHA H _ peaKH
ME&IHACTHHATHH JIncrHes HeuectH HeuecTtH -- --
HapyLICHUA PecrinpaTopeH aucTpec, - -- -- MHoro
oenoapobeH OTOK, peaxku
MHEBMOHHT
OcTtbp pecnMpaTopeH -- -- -- MHoro
JIUCTPEC CHHAPOM pEeAKH
{(OPAC) (Bx. Touka 4.4)
PUHHT -- Heuectn -- --
Br3naneHo I'splio HeuecTH -- -- --
CromawHo-upeBud | CtomatueH auckoMdopr, | HeuectH Yectu Heuectu Penku
HapyLUCHNA 0oJiKa B rOpHATa 4acT Ha
KopeMa
Jlow Oex HeuectH -- -- --
[IpoMeHH B UpeBHATa - HeuectH -- -
NMepUCTAITHKA
3anek -- -- - Penxu
[ToHnXeH aneTUuT -- -- -- YecTu
Huapua HeuecTH Heuectu -- Penku
Cyxota B ycraTa HeuectH Heuectn -- --
Jlncnencud Yectu HeuectHn - --
["acTpHT - MHoro -- -
pEIKH
Xunepnaa3zud Ha BEHLUTE | -- MHoro -- --
pEAKH
N HTecTUHANCH - -- MHoro -
aHrnoeaeM peaKH
I"apeHe HeuecTH YectH -- HecTn
[TankpeaTHT -- MHoro -- MHoro
pelKH PEAKH
[ToBpbllaHe HeuecTH HeuecTH - YecTH
Xenatobunvapid | OTKIOHEHHA B -- MHoro C --
HapyIeHHs yepHOAPOOHHUTE peaku** HEHU3BECTHA
(YHKLHOHATHH 4ecToTa
NOKa3aTesy,
BIJIIOYKTEITHO
MOBHLIABAHE HA
cepyMHHus OIMpyOHH
XenaTur -- MHoro -- --
pEAKH
HuTpaxemnaraiHa -- Muoro - Penxu

X0JiecTasa, XbJATeHHULIA

pEaKH




MedDRA HexenaHA peakuMH YecroTa
CHCTEMO-OPraHHH amiaoaanne/ | amioarueH | saacapran | HCT
KJIacOBe BasIcApTAn/
HCT
Hapylienus Ha Anoneums -- HeyecTH - =
KOXaTa W AHRruoeaem -- Muoro C --
NOJAKO)XHATa ThKaH peJKH HEN3BECTHA
YecTOoTa
byno3cH AepMATHT -- -- C --
HEHW3BECTHA
4eCcToTa
Peakuuy, HanogoOspaiuu | -- -- -~ Muoro
KOXEH JIYITYC PEOKH
ePHUTEMATO/IEC,
peakTUBHPAHE HAa KOXEH
JIYITyC €pUTEMATOEC
Eputema myntudopme -- MHoro - C
peaKH HEH3BECTHA
YECTOTA
Ex3aHTEM -- HeuectH -- --
XHnepxuaposa HeuectH HeyecTn -- --
Peaxuuu Ha - Mmuoro -- Penxu
| CBPBXUYBCTBHTENHOCT* PEAKH
[Ipypuryc Heuectu Heuectr C --
HeH3BECTHA
4YECTOTA
[lypnypa -- HeuecTH -- Penku
O6pus - Heuectu C YecTn
HEU3BECTHA
4ECTOTA
OGe31BEeTABAHE HA = Heuectn -- --
KOXKATa
YpTUKapHa H IpYyrH -- MHoro -- HectH
BHIOBE OOpHB peAKH
HekpoTu3upalll BACKYJIUT | -- C -- MHoro
M TOKCHYHA eNMUepMalHa HEM3BECTHA peaxu
HEKPOJIH3a YeCTOTa
ExcdonuaTneeH -- MHoro -- --
epMaTHT peIKH
CunpgpoM Ha Stevens- -- Muoro -- -
Johnson pEIKH
Enem Ha Quincke -- MHoro - --

pelkH




MedDRA HexesaHn peaKnHA YecToTa
CHCTEMO-OPraHHH amaoaganun/ | amaoaunen | saacapran | HCT
KJIacoBe BAJICAPTAH/
HCT
HapyiieHsns Ha ApTpanrus - HeuecTtu -- --
MYCKYJTHO- bonku B rppba HeuectH HeuecTH -- --
CKEJIeTHATA OTOK Ha CTABHTE HeuectH -- -- -
CHCTCMA H MyCKyJIHH CTIa3MH Heuectn HeuectH - C
ChCIHHHTC]IHA HEU3BECTHA
TbKaH 4ecTOTa
MyckynHa cnaboct HeuectH - -- --
Muanrug HeuecTH HeuecTu C -
HeH3BECTHA
4eCTOTa
bosnka B KpalHHILIMTE HeuectH -~ -- --
OTOK Ha IjIe3CHUTE -- YectH - --
HapyineHus Ha [ToBHILIEH KPEaTUHHH B Hevectu -- C --
obOpeuuTe K KpbBTa HEU3BECTHA
MMKOYHHUTE 4yecToTa
IbTHILA MHUKUMOHHY HApPYIIEHHA | — HeuecTH -- --
Hoxkrypus -- HedvecTH -- --
[Tonakypus HecTH Heuectu --
Br6peuna nucyHKUMA -- -- -- C
HEU3BECTHA
4yeCcTOTa
Octpa 6nOpeuHa Heuectu - -- C
HeZOCTATHYHOCT HEU3BECTHA
4eCcTOTA
bebpeuna - -- C Peaku
HeJOCTATBYHOCT U HEU3BECTHA
| yBpeXaaHe 4eCTOTA
Hapyenus Ha HMMIOTEHTHOCT HeuectH HeuecTtu -- YecTu
BB3MPOU3IBOAHTEN- | [ MHEKOMACTHA Hedectu -- --
HaTa CUCTEMA U
rbpAaTa _
O6wu HapyuieHus | Aba3ud, HapyLIeHHs B Heuectn -- -- -
¥ eexTH Ha NMOXOAKAaTa
MACTOTO Ha AcTeHus Heuyectn Heuectu -- C
MPUIOAKEHHE HeH3BeCTHA
YyeCTOTa
HMuckompopT, Heuectu Heuectu -- --
HEPa3I0JIOKEHHE
YMopa YecTH HecTH HeuecTH --
Bonka B repaAUTE, KOSTO Heuectu HeuecTH -- --
HE € CPbp3aHa ChbC
ChpLIETO
OT1oK YecTH HectH -- --
bonka -- HeuecTu -- --
[Tupexcus -- - - C

~RGK3BCCTHA




MedDRA HexenaHH peaknHu YecToTa

CHCTEMO-OpraHHH amsaoaanan/ | amJjonanan | saacapran | HCT

KJ1ACOBeE BaJicapTan/

HCT

Hzcnensanud [ToBHiIaBaHE Ha -- - — MHoro
JIUTMTHUANTC YEeCTH
[TopuiaBaHe Ha ypesta B | HeuecTH -~ -- --

KpLBTa
IloruinaBaHe Ha HeuecTn -- - --
NHKOYHATA KUCENIHHA B
KpPbBTa
I’ noxo3ypHa -- Peaku
ITonmxeH Kanui B KpsBTa | Heuectu -- -- --
[ToBHLICH XKaNui B KPBBTa | -- - C -
HEHW3BECTHA
4YECTOTA
[ToBumiapaHe Ha TerioTo | Heuectu HeuecTH -- -
[ToHwxaBaHe Ha TerjaoTo | -- HeuectH -- --
* Buxre Touka 4.4 POTOUYBCTBUTEIIHOCT
** Ha#i-yecTo cBBp3aHO € X0JIECTa3a

OnucaHue Ha W3bpaHy HEKENAHH PEAKIIHH

HemenaHoOMeH pak Ha KOXKara: Bb3 OCHOBA HA HUTHYHHTE JaHHH OT €TTHACMHONIOHYMHH [IPOYYBAHHA €
Ha6I0aRaHa 3aBUCHMA OT KyMYJIaTHBHATa A03a Bpr3ka Mexay HCT n HMPK (Bx. cwino toukn 4.4

u5.1).

CrofliaBate Ha MOAO3UPAHH HEKENaHU PeakluK

Cro6LaBaHeTo Ha NOJO3HPAHH HEXEIaHH peakLiiM clie paspeluaBaHe 3a ynorpeba Ha 1ekapcTBeHHA
NPOAYKT € BaxkHo. Tosa no3ponaABa Aa NpOALIKH HaOMOOEHHETO Ha ChOTHOIIEHUETO NMOMN3a/PUCK 34
neKapcTBEHHA NMpoayKT. OT MEAMLIMHCKHUTE CIEUHATHCTH Ce U3UCKBa Aa ChodiaBar Beaka
MOAO3MPAHA HEXENaHa peaKLUs Ype3 HALMOHAIHA CUCTEMA 3a ChoOIIaBaHe KbM M3nbaHUTENHATA
areHLMA 1o JieKapeTsara, yi. ,,Jamsau I'pyes™ Ne 8, 1303 Cogus, Ten.: +35928903417, yebcaiir:
www.bda.bg.

4.9 IIpeaosnpane

CuMITOMH
Hsma onuT cee CIyuyad Ha npeaosupase ¢ amnoaunus/Bancapta/HCT. ['naBHUAT CHMIITOM Ha

Mpeao3HpaHe ¢ BAJICAPTaH BEPOSTHO € M3pa3eHa XHIOTOHHA H 3aMasHocT. [Ipenosnpanero ¢
aMJTOIMITHH MOXE [1a JOBENE A0 eKCTpeMHa nepHdepHa BazoaunaTalys 4 BepoaTHO peduieKcHa
Taxukapaua. MMa cpobLieHns 3a CTy4aH Ha H3pa3ieHa M NOTCHUMAIHO NPOJIOHrHpaHa CHCTEMHA
XHIMOTOHHMSA, BKJIIOUHTEIHO LIOK ¢ (paTaneH u3xo NnpH Mpeao3upaHe ¢ aMIOAHITHH.

HekapauoreHeH GenoapobeH oTok ce chodlnaBa pAAKO KaTo MOCHEAHLA OT NpeAo3HpaHe ¢
aMITOIMITHH, KOHTO MOXKe [a ¢€ MPOsSBH Che 3a0aBeHO Hauao Ha edekra (24-48 yaca cien

MOTABIIAHE) U J1a M3MCKBA H3KYCTBEHA BeHTHNALMA, PaHHUTE pEaHUMALMOHHU MEPKH (BKIIOUYHTEIHO
HATOBAPBaHE ¢ TEUHOCTH) 33 MOAABbpXKaHe Ha nepdy3uaTa U ChpAcYHHA A¢OUT Morar Aa bnaar
yCKOpABAIIM (pakTopHu.

JleueHue
AmpoQunun/sarcapman/Xu0poxiopomua3ug
KnuHu4YHO 3Ha4YMMaTa XUIMOTOHHS nopaau npeaosdpaHe Ha Junepam HCT u3ngke® 4
ChPAEYHO-CHAOBA pCAHUMALIUA, BKTIOUBAILA YECTO MOHHTOPHPAaHE Ha ChpAeuHATaR THXg NP




$hyHKUMA, NOBAMIraHe Ha KpaifHHLUMTE ¥ BHUMAHHE N0 OTHOLICHHE HA LIUPKYJIATOPHUA obeM u
nuypesata. [IpuaoKEeHHETO Ha BA3OKOHCTPHKTOP MOXeE a € OT N0JI3a 32 Bh3CTAHOBABAaHE Ha CHAOBHA
TOHYC H pTEPHATHOTO HAJIATAHE, B ClTy4ai 4e HAMa MPOTHUBONOKA3AHHA 32 MPUIOKCHHETO My .
UHTpaBeHO3HOTO MPHIOKEHHE Ha KAILMEB ITIOKOHAT MOXKE Ja € OT 110/13a 3a NPeOAoc/sABaHe Ha
edexTa oT ONoKaaTa Ha KaILMEBHTE KaHANH.

Amaoounun

AKO TIPOAYKTEHT € HOrbIHAT HACKOPO MOraT [a ¢ce 00ChKAaT CTUMY/IHpaHe Ha MOBPBIIAHETO HIH
cTOMAILHA MPOMUBKA. [IpHIOKEHHETO Ha aKTHBEH BBIJIEH NMPH 31paBu A00POBOIILH HENIOCPEACTBEHO
WK 0O BA Yaca CJiel MOrTBbLIAHETO Ha aMJIOJMNIMH 3HaYUMMO Hamandasa abcopOLMATa Ha NPOAYKTa.
AMJIOAMITHH He MOXKeE Aa ObJe OTCTPaHEH Upe3 XeMOaHaNH3a.

Bancapman
Bancapras He Moxe Aa ObAe OTCTPAHEH Ype3 XeMOJHaIN3a.

Xuopoxnropomuasuo

[peno3MpaHeTo ¢ XHAPOXJIOPOTHA3M/L € CBBP3AHO ChC 3aryda Ha eJICKTPOIHTH (XHMMOKATHEMHS,
XUMOXJIOpPEMHA) M XHMOBONEMHS B PE3YJITAT Ha €KCLiECHBHATa AHype3a. Hai-uecTHTe NpH3HALM Y
CHMIITOMH Ha MpeJlo3HpaHe ¢a raficHe H CLHIHBOCT. XHIOKATHEMHATA MOXKE J1a MPEAN3BIKA
MYCKYJTHH CIIa3MH H/WIH #3pa3eHa ChbpAc4YHa apUTMHS, CBBbP3aHa ¢ €JHOBpEMEHHATA ynorpeda Ha
NUrHTATHCOBH IIHKO3HAM WIH Olpeie/IeHH aHTHAPHUTMHYHH JICKAPCTBEHH NPOAYKTH.

He € ycraHOBEHa CTENEHTa Ha OUHCTBAHE HA XMOPOX/IOPOTHA3H/ MPH X€MOAUAIIH3A.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 <®apmakoarHaMHE4YHH CBOHCTBA

dapmakoTepanepTHuHa rpyna: CpeacrTsa, AeHCTBaUM BbPXY PEHHH-aHTHOTEH3HHOBATA CHCTEMA,
aurnoteHsul II penenropHu Grokepu, apyru kombuxanuH, ATC kox: C09DX01.

MexaHW3bM Ha JEeHCTBHE

Nunepam HCT e koMOMHALMA OT TPH AHTHXMNEPTEH3UBHH CHCTABKH C OITBJIBAIL C€ MEXaHH3BM Ha
KOHTPOJ Ha apTEPHANIHOTO HAJIATAHE TPH MaUHEHTH C ECCHLUHATHA XMIICPTOHHA: aMJIOAUITHH
MPHHAIEKH KbM KJ1aca Ha KaJIIMCBMTE aHTarOHUCTH, BaJICapTaH KbM Klaca Ha aHTHOTCH3HH 11
penenTopHu O10KepH, a XHAPOXIOPOTHa3HA KbM KJlaca Ha THA3HAHHTE JHYPETHLH. KombunaunaTa
Ha T€3H ChCTABKH HMA AAMTHBEH aHTUXHIIEPTEH3NBEH e(EKT.

AMToMNINH/BaNCapTal/ XHAPOXIOPOTHAIH
Knunuuna edpuxacrnocm u bezonacrocm

Amnoaunun/sancaptad/HCT e u3nuTBaH B ABOHHO-C/IAINO, aKTHBHO KOHTPOJIHPAHO NPOYYBAHE MpH
NaLMeHTH ¢ XurepToHua. O6uo 2271 nauueHTH ¢ yMEpeHa J0 TeXKA XUIIEPTOHHA (CPERHOTO
M3XOOHO CHCTOTHO/QHACTOMHO apTepHanHo Hamsirade € 6uwno 170/107 mmHg) ca nekypanu ¢
aMJIOAMITHH/ BAICApTaH/ XMApOXTIOpoTHa3Ka, 1 0 mg/320 mg/25 mg, BancapTaH/XHAPOXIOPOTHASH]L
320 mg/25 mg, amnoaunuy/Bancapral 10 mg/320 mg WK XMAPOXIOPOTHA3H/Y aMIIOMITHH

25 mg/10 mg. B HA4aNOTO Ha MPOYYBAHETO HA NALMEHTHTE Ca HA3HAUCHH T10-HHCKH 03U OT
npeAnUCcaAHUTE UM TEParneBTUYHH KOMOHHALMH M BNOCIEACTBUE Ha 2 CCIMHIIA Ca THTPHPAHHU 10
ITLJIHWTE HM TepaneBTUYHH JNO3H.

Ha 8 cenMHLIa CPeHOTO MOHWXKABAHE Ha CUCTOTHOTO/AXACTOTHOTO apTEPHATHO HAJIATAHE €
39,7/24,7 mmHg ¢ Junepam HCT, 32,0/19,7 mmHg ¢ sajcapTan/XuapoxiopoTHasui,




MoO-roISMO, OTKOJKOTO C BajicapTaH/XuapoxiaopoTHasuj, ¢ 6,2/3,3 mmHg no-roasMo, oTKOJIKOTO €
aMJIORMIHH/BajicapTaH H ¢ 8,2/5,3 mmHg no-ronsaMo, OTKONKOTO ¢ aMAOAMITHH/ XMIPOXIIOPOTHA3H.
OnNTUMaTHHAT AHTHXHUIIEPTEH3UBEH e(ekT ce NMOCTHra cnell 2 CEAMHYEH NMPHEM Ha MaKCHMAaJTHaTa
nosa amnoaunun/Bancaptal/HCT. CratucTHieckd no-rojifiM MpoLEHT NaUHCHTH MOCTHIaT KOHTPOJI
BbPXY apTepHanHoTo cH Hanarane (<140/90 mmHg) ¢ amnogunun/sancapran/HCT (71%) B
CPaBHEHHME C BCAKA €JHA OT TPHTE ABOHHH KoMOuHaLmuu (45-54%) (p<0,0001).

B noarpyna ot 283 nauueHTd, aHaiu3 GpoKycHpaH BbpXy aMOyJIaTOpHOTO MOHMTOPHPAHE Ha
apTEPHAITHOTO HA/IATAHE, NOKA3Ba KIIMHUYHO U CTATUCTHYECKH M10-rojIsMO NOHIKEHHE Ha 24-
YaCOBOTO CHCTOJIHO M AUACTOTHO apTepHalHO HAJIAraHe, MpU JICUCHHE ¢ TpoiHaTa KOMOHHauuA
CIIPAMO BaJICapTaH/XHAPOXJIOPOTHA3H, BAJICAPTaH/aMAOAKITHH H XHAPOXJAOPOTHA3H/aMIOJHIIHH,

AMIOAUINUH

Mexanuzvm Ha Oelicmeue

AMJTOQUITMH, KOiTO B/iM3a B cbeTaBa Ha Jlunepam HCT wHxubupa TpaHcMeMOpaHHOTO HAB/IH3aHE Ha
KaJILMEBH HOHH B CHPJECYHHTE U CHAOBUTE INAJIKK MyCKYJIH. AHTUXHIIEPTEH3UBHOTO ACHCTBHE HA
AMJIOAKITMH Ce ALJ/DKHM Ha AHPEKTHHA pelakcupalll edeKkT BbpXY ChAOBOTO CHIIPOTHBIIEHHE H OTTaM Ha
apTepPUHaTHOTO HAJIATAHE.

DapmaxoQuHaMuRu eexmuy

EKCniepMMEHTANIHM JaHHH OKAa3BaT, Y€ aMJIOJMIIHH C¢ CBbP3Ba H ¢ AUXMIPOTIHPHIAMHOBUTE H C
HeJUXHIPOTIMPHIMHOBHTE MecTa 3a CBbpBaHe. [IpoLiecuTe Ha CBKpalCHHE HA ChPACYHHA MYCKYJT H
Ha CHAOBMTE I1aAKH MYCKYJIH Ca 32aBMCHMH OT NPHIBHIKBAHETO Ha H3BBHKIICTHLYHHTE KANLMEBH HOHH
B KIICTKHTE Ha MYCKYJIUTE Npe3 crneliMpUyHA HOHHH KaHAIYeTa.

I[IpuiioxeHHeTo Ha TepalleBTHYHA 033 aMJIOAMITHH TIPH NMAIHEHTH ¢ XHIIEPTOHHUA C€ MOCTeiBa OT
Ba30AMJIATALMA, KOATO BOAH 0 HaMaNfABaHE HA apTEPHAITHOTO HAJIATaHE B JIETHANIO U B H3NPABEHO
nonoxenue. [Ipu xpoHuyHa ynoTpeba ToBa NOHIDKABaHE HA APTEPHATTHOTO HANATaHE HE C€ ChITHTCTBA
OT 3HaYMMH NPOMEHH B ChpACHHATA YECTOTA WIIH IUIa3MEHUTE HHBA HA KATEXO/NaMHHHTE.

[TnazMeHHTE KOHLIEHTPALMH KOpeAHpaT ¢ eeKTa, KAKTO IMPH MJIaJH, TaKa U NPH NaUHEHTH B
cTap4ecka Bb3pacT.

[IpH XUNEpTOHUIK ¢ HopMaHa 6p0pedHa HyHKUMA, TEPANIEBTHYHHTE NO3M aMJIOJMITUH BOJAT 10
HaMaJIiBaHe Ha OBEOPEYHOTO CBAOBO CHIIPOTHRIICHHUE U YBEIMYABAHE HA IIIOMEpY/HaTa QWITpaLHs, U
eexTHBHHS 6BOpedeH KPBBOTOK, €3 fa MIPOMEHAT GUITpaUHOHHATa (BpaKLKs UIH ITPOTEUHYPHATA.

KakTo u npH apyrute 6AOKEPH Ha KaJILUUEBHTE KAHANH, XEMOAHHAMHYHUTE H3MEPBaHUS HA
chbpaeuHaTa (pYHKLHMA B OKOH H IPU HATOBApBaHe (W/IH XOJICHe) NPH NALHEHTH ¢ HOPMAaNTHA (QyHKIIMS
Ha KaAMEPHTE, JIEKYBaHH C aMJIOJMIHMH, KaTO LU0 NOKA3BaT JEKO NOKAYBAHE HA CHPACYHHA HHIEKC
6e3 3HauMMoO nopiusBade Ha dP/dt, WK Ha TeBOKAMEPHOTO M AKWACTOITHOTO HanAraHe wid obem. B
NPOY4YBaHHA 32 XEMOIMHAMMKA, aMJIOJHUITMH HE €& CBBP3Ba C HEraTHBEH HHOTPONEH edeKT, koraTo ce
MpWIara B rpaHiidTe Ha TEpaneBTUYHUTE AO3H NPU 3APaBH KUBOTHH H XOpa, JOPH KOraToO MpH Xopa ce
Mpuiara eTHOBpeMeHHO ¢ 6era-0ioKepH.

[TpH 30paBH XOpa M )KMBOTHH aMJIOAMITHH HE MPOMEHA CHHOATPHAIHATA HOJAATHA QYHKIMA H
aTPHOBEHTPHKYJIAPHOTO MPOBEXKAaHe. B KIIMHMYHM NpoyUBaHHA, B KOMTO aMJIO/TUNIMH € MpPUIIaraH 8
koMOuHaLUA ¢ Oera-0JIoKEpH Ha MALMEeHTH C XMIEPTOHHA WIH CTEHOKapaus, He ca HabmoaaBaHy
HEXENaHU eEeKTH CTIpAMO NapaMeTpHUTe Ha eJIeKTpOKapaAHOorpaMaTa.

AMJIOAWNHH € IPOYYBaH MPH NAlMEeHTH C XpOHUYHA CTabDHIIHA CTEHOKAp/HA, Ba30CNacTHYHA




Knunuuna egpuxacnocm u 6ezonacrocm

Ynompeba npu nayuexmu ¢ XunepmoHua

PaHgoMH3UpaHo, JBOHHO-CIIATIO MPOYyYBaHE 3a 3a00/1eBaeMOCT H CMBPTHOCT ALLHAT
(AHTHXMMEPTEH3HBHO H JIMIHIOTIOHWKABALIO JIEUCHHE 33 MPOQHIAKTHKA Ha CHPACUCH IIPHCTRII,
Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeaeHo ¢ uen
cpaBHABAaHE HA HOBMTE TEpaliH: amnoaunuH 2,5-10 mg/xeH (kanuues aHTAarOHKCT) WIH JIM3HHOIPHII
10-40 mg/neH (ACE HHXHOHTOP) C THA3HACH AHYPETHK XJIOPTANUACH 12,5-25 mg/NeH KaTo Ne4eHue
OT ITLPBA JIMHKA NPY NALKEHTH C JIEKa A0 yMepeHa XUIePTOHUA.

O6wwo 33 357 NaLMenRTH C XUNEPTOHHSA Ha BB3PACT 5SS roJMHH WK NMoBeve ca OunK paHAOMH3HPaHH H
npocaeAcHH 3a cpeaHo 4,9 roguuy. ITalHeHTHTe ca UMany NOKE €IWH AOMTbJIHHTCICH PHCKOB daxrop
33 KOpOHAPHa GOMECT Ha CHPLETO, BKIIOUYHTENHO MPeIECTBAll MHOKApAeH HH(APKT HIH HHCYAT

(>6 Mecella Npeay BKIIOYBaHEe B NpOYYBAaHETO) WK A0Ka3aHO ApYro aT€pOCKIEpOTHYHO ChPACHHO-
cbaoBO 3abonaeane (Han 51,5%), saxapen auaber Tun 2 (36,1%), TMNONPOTEHHH C BUCOKA IUTBTHOCT -
xonecrepon <35 mg/dl win <0,906 mmol/l (11,6%), neBokamepHa XunepTpodus, AHarHOCTHIHPaHA
4Ype3 eneKTpokapaMorpaMa wiuk exokapauorpadek (20,9%), Hactosim mywmayu (21,9%).

ITbpBHuHATA KpaiiHa TOYKa € G1ia ChCTaBeH MoKasaTel OT aTaneH KOPOHAPEH HHUMACHT WK He-
hatanen muokapaeH uHpapkr. He ca HabnionapaHd 3HaUNMH Pa3THYHA M0 OTHOWICHHC HA
bPBHUYHATA KpaiiHa TouKa MEXIY TepanMsATa C aMJIONUIHMH H TePANHUATA C XIOPTATHAOH:
koeduuueHT Ha puck (Risk Ratio, RR) 0,98 95% CI (0,90-1,07) p=0,65. IIpn BTOpHUHHTE KpaHHHU
TOYKH, YECTOTATA HA CHPASYHA HEAOCTATHYHOCT (KOMIIOHEHT Ha ChCTaBHATA KOMOMHHpaHA ChPAETHO-
ChAOBa KpaiiHa TouKa) € 61na CHrHHGHUKaHTHO MO-BUCOKA B IPynarTa Ha aMIIOAMITMH, OTKOJIKOTO B
rpynara sa xnopranuaoH (10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). Benpexu
TOBA, HE Ce HaOMIOHaBaT 3HAYHMH Pa3iH4Ms NO OTHOLUEHHE Ha 001aTa CMBPTHOCT MEXKAY rpynara Ha
Tepanus ¢ aMJIOJIMITHH ¥ Ta3u Ha Tepanus ¢ xjuopranuaod RR 0,96 95% CI [0,89-1,02] p=0,20.

Bancapran
Mexanuzvm na oevcmaue

BasicapTaH € NEPOPATHO aKTHBEH, MOILIEH M crienlduyeH aHruoTeHsuH Il petierrropen 6nokep. Tok
BB3eHCTBa CENEKTUBHO BhpXY AT) peLenTopeH NoATHII, KOUTO € OTTOBOPEH 3a MNO3HATHTE
BH3OeHCTBHA Ha aHrHOTEH3UH II.

Knunuuna egpuxacrocm u besonacrocm
[TpunokeHHETO Ha BaJicapTaH MPYU MALHEHTH C XHIEPTOHHA BOAH IO NMOHMKABAHE Ha apTePHATTHOTO
Hansraxne 6e3 NOBJIMABAHE HA IMTYJICOBATA YECTOTA.

[Ipu NoBeYeTO MALMEHTH, CAE/ €IHOKpATEH NepopaieH NMpHEM, Ha4aloTe Ha AHTHXHICPTCHIUBHOTO
feiCTBHE € B paMKHMTE Ha 2 4aca, a NHKa B [IOHKKABAHETO Ha apTEPHATHOTO HAIATaHE C¢ AOCTHra B
paMKHTE Ha 4-6 uaca. AHTHXHIICPTEH3HBHHUAT €(eKT MPpOAB/DKABA HaA 24 Yaca Cie[ MpHeEMa. Ilpu
peIOBEH NPHEM MaKCHMMYyMa B PEAYKLIHATA Ha apTepHaTHHOTO HaJIAraHe ¢ BCAKA 1034, KaTo Ao, ce
MOCTHra B paMKMTE Ha 2-4 CCAMHIIH.

XHIPOXTOPOTHAIKIL
Mexanuzvm nHa deucmeue
OCHOBHOTO MACTO Ha ACHCTBHE HA THA3SHAHHTE AUYPETHLIH ¢a JUCTATHUTE H3BUTH KaHATICTA B
6u6peka. JIokasaHo ¢, ye B 6BOpevHaTa Kopa ChIIECTBYBA PELIEITTOP ¢ BUCOK aUHUTET, KOHTO
NpeIcTaB/IsBa OCHOBHOTO MACTO HAa CBbP3BaHE 3a ACHCTBHETO HA THA3UIHUTE IHYPETHIM H 32
uHxubupaHe Ha Tpacnopta Ha NaCl B qHCTanHUTE U3BHMTH KaHaueTa. THa3UAHMTE AHYPETHLIM
neiicTear upe3 unxubupane Ha Na'Cl' cumnopTtep, BEpOATHO 4pe3 KOHKYPHpAHE 3a MACTOTO 32
cebpaBane Ha CI, ¥ O TO3H Ha4MH MOBIHABAT MEXaHH3MHTE Ha €IEKTPO/IMTHa peabcopd
IMPEKTHO NOBMLIABAIKK €KCKPELHATA HA HATPHI W XJIOp B NPUONHU3UTENHO eqHAKBA (4
MHAUPEKTHO Ype3 AMYpPETHUHOTO CH AeHCTBHE, HaMaNIBaHKu I1asMeHHs o0eM ¢ Nogiigdia
[OKa4YBaHE HA IU1a3MeHaTa peHHHOBA AKTHBHOCT, CEKPELMA Ha AJIIOCTEPOH H 3ary 1l
YPHHATA, KAKTO H HAMAJIABAHE HA HUBATA HA CepYMHHA KamHit. % )
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<
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Hemenanomen pax na Koxcama

B3 0cHORA HA HATTHYHHMTE JaHHHM OT eNMMAEMHOJIOTHYHH MPOYy4YBaHUus € HabmoaasaHa 3aBUCHMA OT
KyMyJIaTHBHaTa 11032 Bpb3ka Mexxay xuapoxnopotuasia v HMPK. Exxo npoyusane sxito4sa
nomnyJiauus, cectodwa ce or 71 533 cmyqau Ha bKK u 8629 cryuau Ha CKK, # nomyanys ot
cpotBeTHO 1 430 833 1 172 462 noaxoAsiy KOHTpoaH. Bucokara ynorpe6ba Ha HCT (xyMynaTHBHO
>50 000 mg) e CBbpP3aHa ¢ KOPUrHpaHo oTHoweHue Ha mancoeete (Odds Ratio, OR) 1,29 (95% CI:
1,23-1,35) 3a BKK u 3,98 (95% CI: 3,68-4,31) 3a CKK. HabmosaasaHa e AicHa Bpb3Ka KyMyJlaTHBHa
po3a-otrosop kakto 3a BKK, Taka u 3a CKK. J[pyro mpoyusaHe noka3sa Bb3MOXHa BPb3Ka MEXKIY
paxa Ha ycTHuTe (CKK) 1 excniosuumara Ha HCT: 3a 633 cimy4an Ha pak Ha yCTHHTC © noadpaHa
nomynauug oT 63 067 NoAXoAAIM KOHTPOIH, KATO €€ W3MNOJI3Ba CTPATerus 3a B3€MaHe Ha npodu,
onpeaeneHa oT pucka. JleMOHCTpHpaHa e Bph3ka KyMyJIaTHBHA J03a-0TrOBOp C KOPHIMpaH OR 2,]
(95% CI: 1,7-2,6) napacteam g0 OR 3,9 (3,0-4,9) 3a Bucoka ynorpe6a (~25 000 mg) n OR 7,7 (5,7-
10,5) 3a Haii-BHcOoKaTa KyMyJiaTHBHa 103a (~100 000 mg) (BX. cbi10 TouKa 4.4).

IleauaTpyyHa NOIMyJalHA
Esponeiickara areHLMA 10 JIEKapCcTBaTa 0OCBOO0XKAABa OT 3aIb/DKEHHETO 32 NPEIOCTABAHE Ha

pesysarature oT npoy4sanusTa ¢ Jlunepam HCT BEB BCHUKH NOArPYNH HA NEAHATPHYHATA NOMYIALMA
NpH eceHLHaTHa XMIIEPTOHHS (BXK. Touka 4.2 3a HHpOpMauKs OTHOCHO ynoTpe6a B NeaHaTPHATA).

Jlpyru: ABoiHO GaOKMpaHe HA PeHHH-aHTHOTEH3HH-AI0CTepoHoBaTa cHeTema (PAAC)

IIse ronemMs paHaoMH3HpaHH koaTponupanu npoyusains, ONTARGET [ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial — Texy1o rno6anHo H3NMTBaHE 3a XPaiHH
TOYKH Ha TEIMHCAPTAH, CAMOCTOATENHO K B komGuHauus ¢ pamunpui] 1 VA NEPHRON-D [The
Veterans Affairs Nephropathy in Diabetes — K TMHHYHO NpOyUYBaHe, CBBP3aHO C PA3BUTHE Ha
HedponaTus npy auaber, MpoBeAeHO OT MHHHCTEPCTBO M0 BLIPOCHTE HA BETEPAHUTE], IPOYUBaT
ynorpebara Ha komOGunauuara ot ACE uHxuburop u APD.

ONTARGET e npoyuBane, NpoBEACHO IIPH NALIMEHTH ¢ aHaAMHe3a 3a CbpAEYHO-CHA0BA HIIH MO3BYHO-
cbaoBa 6osecT WM 3axapeH Adaber THN 2, IPUAPY’KEHH C JaHHH 3a yBpeXKaaHe Ha €QeKTOPHH
opraHd. VA NEPHRON-D e npoyuBaHe npH NalMeHTH CbC 3aXapeH auaber Tun 2 U nnaberHa
HedponaTus.

Te3n MpOy4BAHUA HE MOKA3BaT 3HAUUM GnaronpuaTeH edekT BbpXy ObOpeyHHTEe H/UITH ChPACHHO-
ChIOBHTE NMOCJIENULIM H CMBPTHOCT, KaTO ChIIEBPEMEHHO ca HabmoaaBaHH MOBUILECH PUCK OT
XHIMEPKATHEMHS, OCTPO YBpexaaHe Ha 6bpOpeliuTe W/WIH XHIIOTOHHSA B CPAaBHEHHE C MOHOTEPAITHATA.
Kato ce MMaT npeABHUI CXOAHHTE UM (papMakoIMHAMHYHU CBOHCTBA, TE3H pe3yJITaTH Ca NPHIOKHMH

u 3a npyru ACE maxuburtopu u APb.

ACE unxu6uropu 1 APB crnegosarenHo He TpaOBa /1a ce U3NON3BAT €JHOBPCMEHHO NPH MALUEHTH C
nuabeTHa Hedponarus (BxK. Touka 4.4).

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KTHHWYHO MPOYYBaHe, MPOBEECHO ¢ ANMUCKHUPEH NPH MAlMEHTH ChC 3axapeH Auader Tin 2 ¢
H3MOI3BaHe Ha ChPACUHO-CHA0BH H OBOpeyHH 3a60/ABaHMUs KATO KPaHHHU TOYKH) € Mpoy4BaHe,
peAHA3HAYEHO Ja M3C/IeABa [1013aTa OT N00aBIHETO Ha ATHCKMPEH KbM cTaHaapTHa Tepanisd ¢ ACE
uHxu6uTOp Win APB npu nauneHTH che 3axapeH guabeT THO 2 ¥ XpoHHuHO OBOpetHo 3abonaBaHe,
ChpPAEHHO-CHAOBO 3a0onaBaHe WM M nBete. [Ipoy4uBaHeTo € MPEeKpaTeHo NPEKACBPEMEHHO NOpaay
MOBHUIUIECH PHCK OT HeOnaronpuaTHH nocaeauun. Kakro ¢upaeuHO-CbA0BAa CMBPT, TAKA H HHCYITBT Ca
[10-4€CTH B IPyrarTa Ha aTHCKHPEH, OTKOJIKOTO B rpyrarta Ha 1iauefo, a npeacTaBIsBaLlHTe HHTEPEC




5.2 PapMaKOKHHCTHIHH CBOHCTBA

JiuHeHHOCT
AMIOAKIIKH, BAJICAPTAH H XHAPOXJIOPOTHA3HI UMAT nuHeiiHa hapMakKOKHHETHKA.

Amrodunun/eancapman/Xudpoxaopomua3tuo
Cnes nepopanHo NpwimkeHHe Ha amnogunuy/sancapran/HCT npu 3xpaBy Bb3pacTHA MHKOBH

M1a3MEHH KOHLICHTPALMH Ha aMJIOXUIMH, BAICAPTaH ¥ XHAPOXJIOPOTHA3H/L €€ IOCTUIAT ChOTBETHO 34
6-8 yaca, 3 uaca ¥ 2 yaca. CKOpOCTTa M cTeneHTa Ha abcopOLMATA Ha aMJIOJMIUH, BalICapTaH U
XMAPOXIopoTHa3uA npu aminoaunua/pancaptat/HCT ca cbIIMTE, KAKTO NpH NpHaraHeTo UM
CaMOCTOATEIHO.

AMIOAUIIUH

Abcopbyus

Cnex nepopalHo NPUWIOKEHHE HA TEpPaNeBTHYHA 1033 aMJIOANTIHH, NTHKOBA IU1A3MEHA KOHLEHTpaLns
ce nocTura 3a 6-12 yaca. AbcomorHaTa GHOHATMMHOCT € MekAy 64% 1 80%. buoHATHYHOCTTA Ha

aMJIOZIUTIMH HE Ce MOBJIMABA OT MpHUEMA Ha XpaHa.

Pasnpedenenue
O6embT Ha pasnpeneneHue ¢ npubaunsurento 21 I/kg. In vitro npoy4BaHHs ¢ aMJIOAUIIHH TIOKA3BaT, 4e

npuGIH3NTEaHO 97,5% OT LMPKYIHPALIOTO IEKAPCTBO CE CBBP3BA C IUIA3MEHHTE MPOTEHHH.

buompancopmayus

AMIOIUNKH ce MeTaGo3Hpa OCHOBHO (pubM3uTenHo 90%) B yepHua Apob 10 HEAKTHBHM
MeTabOoNMTH.

Eauvunupane

EnMMHHHMPAHETO HA AMIIOAMITHH OT Iu1asMara € Ou(asHo ¢ TepMHHAJICH NOMYXKHBOT HA ETHMHUHHPaHE
npubnusurento 30 ao 50 yaca. CTaupOHAPHM TUTa3MEHH HHBA CE IOCTHIAT Cllel ITPOAL/DKUTENCH IMPHEM
3a 7-8 mn. 10% OT OpHTHHATHMA aMnoaunuH U 60% ot HerosuTe MeTabONIHTH Ce EKCKPETHPAT ¢

ypHHATA.

BancapraH

Abcopbywi

Crien epopaiHO TPIWIOXKEHUE Ha BAICAPTaH MMKOBHUTE IUIA3MEHH KOHLIEHTPaUMH Ce JOCTHrar 3a

2-4 yaca. Cpeanara aGcomoTHa 6HOHANHYHOCT € 23%. XpaHaTa HAMAJIABA €KCITO3HUMATA
(onpeaeneHa upe3z AUC) Ha BancapTaH ¢ okoso 40% u nukoBara 1a3sMeHa KOHUEHTpaLA (Cinax) C
okoJ10 50%, BBIIpeKH TOBa OKOJIO 8 yaca clie]l MpHeMa [U1a3MEeHUTE KOHLCHTPALMH Ha BA/ICApPTaH Ca
NOAOGHH B rPYIMTe NPHEMATH JICKAPCTBOTO CIEA HAXPAaHBAHE H Ha rnanHo. Tasn peaykuus Ha AUC,
o6aye He ce ChITBTCTRA OT KIHHHYHO 3HAUYNMa PEAYKLMA Ha TepaneBTHYHHA €QEKT U MO Ta3H
MpUYHHA BaJICAPTAH MOXE Aa C€ MPHEMA Ha INaJHO WIH Clie]l HaXpaHBaHe.

Pasnpedenenue

CrauvosapHUAT o0eM Ha pasnpeesIeHHE Ha BANICAPTAH Clie[l MHTPABEHO3HO NPHIC)KEHHE € OKOJIO
17 nuTpa, KOETo MOKa3Ba, Ye BaJcapTaH He Ce pasnpe/ess WHPOKO B ThkaHuTe. BancapTaH ce
CBBP3Ba BbB BUCOKA CTEIIEH ChC CEPYMHHUTE MPOTeHHH (94-97%), OCHOBHO CBC CEPYMHHS anOyMuH.

Buompancgopmayus
BasncapraH He ce MeTaGosIM3Mpa BbB BHCOKA CTEMNeEH, Thi KaTo caMo okorno 20% oT o3aTa ¢e

ycTaHOBABA NoJ jopmara Ha MeTaGonuTH. B nna3MaTa € yCTaHOBEH XHMAPOKCH META0OMHT B HHCKM
KOHLEHTpauwH (no-Manko ot 10% AUC Ha Bancapran). To3u metabonut e papmakonor
HEAKTHBEH.

Enumunupane
BasicapraH nokassa MyJITHEKCIIOHEHLIHAJIHA KMHETHKa Ha pasmnal (ta <1 yac H tys

O




BancapraH ce eTMMHHHpa OCHOBHO ¢ (erieca (okomno 83% ot no3ara) u ypuHara (0kono 13% ort
1103aTa), OCHOBHO KaTO HEMPOMEHEHO CheAUHEHHE. Criel MHTPaBEHO3HO MPHJIOKEHHE IUIa3MEHHA
KJIHPBHC Ha BancapTaH e npubnusurento 2 h, a 6s6peunna knupeHe € 0,62 1/h (okono 30% ot
ob6mma KMpbHc). TTomyXHUBOTHT Ha BasicapTaH € 6 vaca.

XUAPOXJIOPOTHA3HI

Abcopbyun
A6copbumaTa Ha XHAPOXIOPOTHA3KA ciieA nepopayeH npHeM € 66p3a (Tmax OKOJIO 2 Yaca).

YBenuuasaHeto Ha cpeaHara AUC e TMHEHHO H € NMPONOPLIHOHATHO Ha 103aTa B TEPaTriCBTHUHUA
JHUarasoH.

EdexTnT Ha XpaHaTa BEpXy abcopbLuATa Ha XHAPOXJIOPOTHA3W, aKO MMa TaKbB, HMa MaJiKa
KJIMHMYHA 3HAUUMOCT. AOCOMOTHATa OUOHATHYHOCT HA XHPOXJIOPOTHAIH/ ClIE] IEPOPATHO
npuinoxeHne ¢ 70%.

Paznpedenenue

[MpupuakuaT o6em Ha pasnpeneneHue € 4-8 /kg. LIMpKyIHpalUHAT XHAPOXIOPOTHA3H € CBBP3aH ChC
cepyMHuTE nporerHH (40-70%), MpeAMMHO CBC cepyMHHS aOyMHH. XHAPOXIOPOTHA3H/L CHIHO TaKa
KyMYJIHpa B €PHTPOLIUTHTE MPHOMUIUTENTHO 3 TBTH MOBEYE, OTKOJIKOTO B IUIa3Mara.

buomparnchopmayun
XUApOXAOPOTHA3HA C€ eTMMHHUPA [TPEAUMHO KATO HENMPOMEHEHO BELIECTBO.

LEaumunupane

Xuapoxi0poTHasKi ce eNMMUHMpA OT TU1a3MaTa ¢ BpEME Ha MOMYKHBOT cpeaHo 6 1o 15 yaca B
kpatiHaTa (a3a Ha enuMuHMpaHe. HaMa npoMaHa B KHHETHKATA HA XUAPOXJIOPOTHA3H] TIPH
MHOTOKpAaTHO MpHJIaraHe, a KyMYJIUPaHETO € MHHMMAIIHO TIPH NMPHIOKEHUE BeAHDK AHeBHO. Han
95% ot abcopGHupanara 103a ¢ €KCKpPeTHpa KaTO HEMPOMEHEHO BEIUECTRBO B ypuHaTa. bLOpeyHusT
KJIMPBHC C€ CHCTOH OT MacHBHA (PUIITpaLMA ¥ aKTHBHA cekpeLHsa B OBOpeunuTe TYOYyIIH.

CneuyajHy nomyaaniu
Heduampuunu nayuenmu (na év3pacm nod 18 2oounu)
Hsama dapMakOKHHETHYHH AaHHU [PYU NEAHATPHYHATA MOITyJIaLmA,

Ilayuenmu 8 cmapyecka ev3pacm (Ha ev3pacm 63 200unu wiu nogeye)

BpemeTo 3a IOCTHTaHe Ha MMHKOBA IJ1a3MEHa KOHLIEHTPALMsA HA aMJIOOUINHH € CXOAHO IIPH MJIaJH
NalLUEHTH M MPU NaLKEHTH B CTapYecKka Bb3pacT. iMa TeHACHLIHS NPH NaLHEHTHTE B CTap4eCka
Rb3pacT KIMpPHHCA Ha AMJIOJAUIMH J1a HaMaJIaBa, KOETO BOJAHW AC MOKAYBaHe Ha IUIOWITA MO/ KPHBATA
(AUC) u nomyxueoTa Ha eniMuHHpaHe. Cpeanara cucreMHa AUC 3a BancapTaH € No-BHCOKA ChC
70% npu NAIMEHTH B CTapyecKa Bb3pacT B CPABHEHHE C I10-MJIAH NALHEHTH, TTOpaay Tasu NpUYHHa €
HeoOX0oMMMO BHHMaHHE NMpY NOBHLIABAHE Ha 103aTa.

CHucTreMHaTa €KCIO3HLIMA HA BaJiCapTaH € JICKO MOBHLICHA [TPH NALHUCHTHTE B CTAPHECKa Bb3pacT B
CpaBHCHHUE C MTAIHTE NALIUECHTH, HO TOBA HAMA HHKAKBO KJIHHHYHO 3HAHYCHHE.

OrpaHu4YeHH AaHHH MPEANONAraT, Y€ CHCTEMHHAT KIMPBLHC Ha XHAPOXJIOPOTHA3KU/L € HaMaJIeH MPH
MaLHEHTH B CTapYeCcKa BH3pacT, 3ApaBH KIIH C XMIIEPTOHHA, B CPABHEHHE C MNaax A00OPOBOJIUM.

Twil KaTO TPHTE BellleCTBa CE€ NOHACAT €AHAKBO A00pE KaKTO OT I10-MJIaJHTe MALMEHTH, TaKa H OT
NaLUEHTHTE B CTapyecka Bh3PACT Ce MPENOPbYBA HOPMAIHA CXEMa HA npuiarade (BXK. Todka 4.2).

bvbpeunro yepeoicoane
(dapMaKkOKMHETHKATA HA aMJIOAUTIHH He CE NOBJIMABA 3HAYMMO IPH HapyLIeHHEe Ha O
¢pyuxuma. Kaxro ce ouakBa 32 BELLECTBO, YNHTO GBROpEeUEH KIHPBHE € CaMO OKO0JIO l' '

[U1a3MEH KIHPBHC, He ce Habmoaapa kopenauua Mexxy 6s6peutara GyHxumua M ¢




eKCIIO3HIUA KbM BaJICApPTaH.

[Topany Ta3H NpHYKHA MALMEHTHTE C JIEKO A0 yMepeHo 6bOpeHHO yBpexaaHe MOraT 1a npHemar
oOKuaiiHaTa HayaIHa J03a (BxK. Touka 4.2 n 4.4).

lpu Hanuue na GE6petHO yBpeXKIaHe CPEAHUTE MHKOBH IIA3MEHH HUBA U AUC Ha
XHAPOXJIOPOTHA3H/ €4 MOBHLIEHH, 2 CKOPOCTTa Ha EKCKpeUMs B YpHHATa ¢ HamaneHa. 11py nauseHTr
C JIEKO 10 yMepeHo OBOpeyHo YBpexaaHe ce HaGmonaBa TpuxpaTHo nosuiliedue Ha AUC Ha
xuapoxnoporuasua. [pu naunenTyre ¢ Texko 6u6peuno yspexaane ce Habmonapa 8-kpaTHO
nosumenne Ha AUC. Tunepam HCT e npoTHBOMOKAa3aH NpH NALKMEHTH ¢ TEXKO 61LOpedHO
yBpEXK/aHe, aHypHA WK Ha OJvanu3a (BXK. Touka 4.3).

Yeprnodpobro yepedcoane

Haau4HH ca MHOTO OrpaHHYeHH JaHHH 3a [TPHIIOXKEHHETO HA aMJIOAHITHH TIPH MTALMEHTH C
yepHOApoGHO yBpexaaHe. [TalMeHTUTE ¢ YepHOAPOOHO yBpEKAaHE HMAT HAMAJIEH KJIMPBHC Ha
aMJIOAMINHH ¢ noceapaino nokausane Ha AUC e npubnuzurenno 40-60%. IIpu naLMeHTH ¢ aeKo a0
YMEPEHO XPOHHYHO YEPHOAPOOHO 3a00/ABaHe EKCIIO3HLMATA KBbM BajicapTaH (ONpe/IENeHa Ypes
croitnoctute Ha AUC) e 1Ba IBTH MO-BUCOKA OT YCTAHOBEHATa MPH 3ApaBH JOOPOBONLM (rpynHpaHH
Mo BB3PacT, noi ¥ Terno). [lopanu pancapraHoBaTta koMnoHeHTa, Jlunepam HCT e npoTueonokasau
MpH MALMEHTH ¢ YepHOAPOOHO yBpexaaHe (BX. ToukH 4.2 u 4.3).

5.3 [peaxnuuugn#d JaHHH 32 DezonacHoOCT

AMI0AHNHH/BaNICAPTAH/XHAPOXJIOPOTHA3H]L

B peauua npeaKIMHAYHH NPOYyUYBaHHA 3a 6€30MacHOCT ¢ aMJIOAHIIHE, BAICAPTaH, XHAPOXIOPOTHA3H,
BaCapTaH/XHAPOXIOPOTHA3H, AMIIOAMITHH/BAJICAPTAH H aMJIOAMITMH/BaICAPTAH/XHAPOX/IOPOTHAHL
(Junepam HCT), nposeacHH NPH pas3nMYH{ KHBOTHHCKH BUAOBE, NMUICBAT AOKA3ATC/ICTBA 32
CHCTEMHA HJIM OPraHHa TOKCHYHOCT, KOHUTO J1a OK&XAT HEraTUBHO BIIMAHKE BBPXY KIHHUYHATA
ynotpeba Ha J{unepam HCT npu xopa.

[MpeAKTHHUYHK NPOYyYBAHHMA 33 6e30MacCHOCT C NPOABKHTENHOCT A0 13 ceMHILIM Ca MPOBEACHH C
AMJIOAMITHH/ BAJICAPTaH/ XHAPOXIOPOTHA3H HPH IUTbXoBe. KoMOHMHALMATA BOAH A0 O4YAKBAHO
MOHIDKEHME Ha [TOKA3aTeMTe Ha YpEBHATA KPbBHA peaulia (€pUTPOLIMTH, XeMOTTIOOHH, X€MaTOKPHT H
PETHKYJIOLIMTH), TOBHIIABAHE HA CEPYMHATA Ypes, MOBUIIABAHE HA CEPYMHHU KPEATHHHH,
[OBMIABAHE HA CEPYMHHS KaJuii, IOKCTarIoMepyiapHa xuneprulasus 8 66peka u gpokaniu eposuH B
XIE3UCTHA CTOMAX MPH ILTbXOBE. BCHYKH T€3U NMPOMEHH ca 0OpaTHMH cliel 4-ceAMHHEH
BL3CTAHOBHTENEH NEPHOJ H CE CMATA, Y€ Ca B CIeICTBHE arpaBHpaHe Ha GapMaKoNOrnYHHUTE ePeKTH.

KoMOHHaLMsITA aMJIOAUITHH/BANICApTaH/ XHAPOXIIOPOTHA3HU/ HE € M3C/¢IBaHa 38 FTCHOTOKCHYHOCT H
KAHLEPOreHHOCT, Thil KATO JIATICBAT AOKA3ATE/CTRA 33 HAKAKBO B3aHMOJAEHCTBHE MEXIY OTAETHHTE
BELIECTBA, KOMTO Ca OTAABHa Ha Na3apa. AMJIOAWNHH, BaJicapTaH M XMAPOXNIOPOTHA3HL Ca
H3CJIEABAHH MTOOTAEIHO 32 F’eHOTOKCHYHOCT U KAHLEPOr€HHOCT C HEraTUBHH PE3YNITATH,

AMIOAHUITNH

Penpooyxmugna moxcuusocm

PenpoayKTHBHH MPOYYBAHHS MPH IUTHXOBE H MHIIKH NMOKA3BaT 3aKbCHABAHE HA ATaTa HAa pAXIAHE,
yABIDKEHA MPOB/DKMTENHOCT Ha PaXKIaHETO M HaMasieHa XXH3HECTNIOCOOHOCT Ha MAJTKHTE NPH A03H
npUGIH3HTENHO 50 MBTH MO-BUCOKH OT MAKCHMAITHUTE MPENOPBUHTENHH 1034 MPH XOpa, H3YHCICHH
Ha 0a3za mg/kg.

Hapywenua ev6 hepmurumema

Hsama edekT BEpXy (GepTHINTETA Ha IUTHXOBE, TPETHPAHH C aMAOJMIHH (MBXKH - 64 | SRS
14 nuu npean uudrocsane) B 103 10 10 mg/kg/neH (8 meTH* MakcHMaHaTa Mpenoyt v; -

3a xopa oT 10 mg, u3uncnaeHa Ha 6asa mg/m?). B apyro npoy4BaHe NpH ILTbXOBE, IT #1808 Al
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[UILXOBE €4 TPETHPAHU ¢ aMNIOAUITHHOB He3wnat 30 nuu, ¢ 4032 cpaBHUMA C 103aTE --.--
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y3uKcieHa Ha 6a3za me/kg, ca YCTAHOBEHH NOHWXKEHH IJ1a3MEHH HMBA Ha (ONMKYJIOCTHMY.THpaLll
XOPMOH M TECTOCTEPOH, KAKTO M MOHIKABAHE Ha IUIBTHOCTTA Ha criepMmara # Opos Ha 3penu
CIIEpMATUIIH M CEPTOIHEEH KIIETKH.

Kanyepoeeneza, mymaeenesa

Hsama naHHM 33 KaHIIEPON€HHOCT IIPH ILTbXOBE U MHLIKHM, TPETHPAaHH ABE M'OJHHH ¢ aMIOJHITHH B
XpaHaTa B KOHLICHTPalliH, M34MCeHH 21a OCHTYPAT AHEBHHU J030BK HuBa oT 0,5, 1,25 1 2,5 mg/kg/neH.
Hait-BrcokaTa no3a (IpH MHUIIKH — GNTM3Ka A0, a TPU ILThXOBE — ABA MTH™ NMO-BUCOKA OT
MaKCHMAaJIHaTa MpenophUHTENHA KIMHHYHA 003a oT 10 mg, u34ucneHa 3a mg/m?) e Guna 6ym3Ka 1o
MaKCHMATHO JOINyCTHMAaTa A03a 3a MHLIKH, HO HE H 32 ILTbXOBE.

Ipoy4yBaHus 33 MyTareHHOCT He TMOKA3BAT JIEKapCTBEHO-00YCI0BEHH €(EKTH HHTO Ha reHHO, HUTO Ha
XpOMO30MHO HHBO.

* M3UUCICHA 3a NalMeHTH ¢ Terno 50 kg

BancaprtaH
HexiMHUYHHATE JaHHHY HE NOKa3BaT 0coOeH pUCK 3a XOpa Ha 0a3aTa Ha KOHBEHLUIMOHAJTHHUTE

(apMaKONOrHYHH NPOY4BaHHA 3a 6€30MaCHOCT, TOKCHYHOCT NPY MHOTOKPATHO MpHUJIaraHe,
reHOTOKCHYHOCT, KAHLIEPOr€HEH MOTEHLMA, PENPOAYKTHBHA TOKCHYHOCT U TOKCHYHOCT 32
Pa3sBUTHETO.

ITpu rIbXoBe TOKCHMHMTE A03M 3a MakikaTta (600 mg/kg/neH) no Bpeme Ha MOCACAHUTE THH OT
6peMEHHOCTTA M NIEPHOJA Ha JIAKTALMS Ca AOBE/H [0 NO-HACKA CTENEH Ha NPEXHUBAEMOCT, 10-ciabo
Ha/JaBaHE Ha Terjio U 3abaBeHO pa3BHTHE (OTHAEASHE HA YUIHATA MK/IA H OTBapAHE Ha CITyXOBHUA
KaHa1) Ha MoKoJeHHeTo (Bxk. Touka 4.6). Teau no3u npu rwrsxose (600 mg/kg/neH) npeacraenaear
npuOIM3HTENHO 18 ThTH MakCHMATHATa NPENOPBYMTENIHA 1033 NpH XOpa Ha 6a3aTa Ha m g/m?
(M3YMCIICHUATA ce OTHACAT 3a nepopaiHa Jo3a 320 mg/neH 1 mauMeHT ¢ terno 60 kg).

[1py npeAKIHHUYHHTE NPOYYBaHHsA 3a 6€30MacHOCT BUCOKH 1034 BancapraH (200 no 600 mg/kg
TEJIECHO Ter10) NpeIM3BHKBAT MPH [LUTbXOBE HAaMAJIBaHe Ha NapaMeTpUTe Ha YH€PBECHHTE KPbBHH
KNEeTKH (EpHTPOLIMTH, XeMOTJI00OHH, XeMaTOKPHUT) U MPUYHHABAT NPoMeHH B ObOpeuHaTa
XxeMOAMHAMMKa (JIEKO MOBMILIABAHE Ha ypesaTa B KpbBTa, 650peyna TyOynHa Xunepruiasus U
Gasodunus npu MbxkuTe). Tesu no3u npu mrexose (200 xo 600 mg/kg/aeH) npeacrapiipar
npHGAMKUTENHO 6 ¥ 18 MHTH MaKCHMallHaTa MPENOPBUYHTENIHA 1032 MPH XOpa Ha 6a3aTa Ha mg/m?
(M3YMCIEHUATA CE OTHACAT 3a nepopaiHa Ao3a 320 mg/neH ¥ nauueHT ¢ terno 60 kg).

IMpu MapMO3€TKH B CPABHMMM [03H NIPOMEHHMTE ca NoJo0HH, HO NO-TexkH, 0cobeHo B 61LOpeuuTe,
KBAETO IPOMEHMTE CE pa3BUBAT A0 HeponaTH4, BKIIOYBALLA MOBHUICHUE HAa ypeaTa H KpCaTHHHHA B
KpBLBTA.

Habnionasa ce ¢biiio XunepTpodud Ha OEOpEeUHUTE FOKCTArIOMEDPYJIHH KIETKH U NPH JBaTa BUAA.
CuuTa ce, 4e BCHYKH TPOMEHH C€ XbJDKAT Ha (apMaKoJIOrHYHOTO AeHCTBHE Ha BAICapTaH, KOETO
BOIH AO NPOAB/DKMTENHA XHINOTOHHSA 0cobeHo npu Mapmo3seTuTe. Marnexna, ye TepaneBTHYHATA 1032
Ha BAJICAPTaH TP XOPa HE € CBbp3aHa ¢ XUrepTpodHa Ha OBOPEUHUTE IOKCTAITIOMEPYJ/THH KIIETKH.

6. GAPMAIEBTHYHHU JAHHU

6.1 Coucbk HA NIOMOINHHTE BEIECTRA

Nunepam HCT S mg/160 mg/12,5 mg dasmaApann TadneTKH

ChpLieBHHA Ha TaOIeTKUTE
Llemyno3za, MUKPOKPHCTAIHA

KpocniosuaoH (Tin A)




CWiMLMeB IMOKCHI, KOJIOMAeH 0e3BOJACH
MarHe3ueB creapar

[lokpuTHe
Xunpomesnosa (tun 2910)
TuranoB nuokeua (E171)

Makporon 4000
Tank

NMunepam HCT 10 mg/160 mg/12,5 mg pnamupann Tabaerku
CoplieBMHA Ha TabsieTkara

Llenyno3a, MUKpOKpHCTaTHA

KpocnoBuaoH (tun A)

CulMLMeB JUOKCHL, KostouaeH O0e3BoieH

Marse3ueB creapar

[Tokputue
Xunpomenosa (tun 2910)

Makporon 4000

Tank

TuranoB nuokeua (E171)
KeneszeH okcua, xbaT (E172)
Xenesen oxeun, yepseH (E172)

6.2 HecbBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHocT




2 rOAHHH

6.4 Coenmansm ycjioBHS HA ChbXpPaHEHHE

Ia ce cpxpaHapa nop 30°C
Jla ce chXxpaHABa B OpUrHHa/lHaTa OMNAaKOBKa, 3a [ia ¢¢ NpeAnasy OT Biaara.

6.5 Baam chAbLpKaHHE HA ONAKOBKATA

PVC/PVDC-Alu Gamcrepn.
Bunoge onaxosku: 14, 28, 30, 56, 60, 90, 98 unu 100 punMupanu TadaeTkH.
'pynoeu onakoBku oT 280 TaGneTkH, BKMIOYBalIM 20 ONaKOBKH, BCAKA ChAbpxaula o 14 Tabnerky.

PVC/PVDC-Alu nepdopHpaHu €eAHOOO30BH ONHCTEPH:
Bunogre onaxoeku: 28x1, 56x1, 98x1 wix 280x1 puimupanu Tabnerku
I'pynosu onakoeky oT 280 Tabnerky, BKIOYBALIM 4 OMAKOBKH, BCAKA ChAbpkKaiua 70x1 Tabnerky.

He BcHukM BUIOBE OAXOBKH MOTAT Aa Obaar mycHaTH B npogaxda.
6.6 CrnennaJud npeANA3HA MEPKH NpH HIXBbLPAAHe H paboTa

Heu3non3saHUAT NEKApPCTBEH MPOAYKT WIK OTNAAbYHUTE MATEPUAIH OT HEro TpAOBa Na ce H3XBBPAAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. THPUTEEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57
1000 Ljubljana
CnoBeHus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Hunepam HCT 5 mg/160 mg/12,5 mg Per. Homep: 20190192
Hunepam HCT 10 mg/160 mg/12,5 mg Per. romep: 20190193
HMunepam HCT 10 mg/160 mg/25 mg Per. HoMep: 20190194
Hunepam HCT 10 mg/320 mg/25 mg Per. nomep: 20230114

9. JIATA HA ITHPBO PA3ZPENIABAHE/MMOJHOBABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

Jata Ha mBpBO paspewasane: 02/09/2019

Jata Ha mepBO paspeumiaBane 3a JJunepam HCT 10 mg/320 mg/25 mg: 09/06/2023

Hata Ha nocneqHo noaHopaBaHe: 20/11/2023

10. JATA HA AKTYAJIMZHUPAHE HA TEKCTA

12/2024




