1. UME HA JIEKAPCTBEHMUS IMTPOAYKT

A3z6uma HCT 5 mg/160 mg/12,5 mg ¢punamMupaHu TabieTkH

Asbima HCT 5 mg/160 mg/12,5 mg film-coated tablets

A3zouma HCT 10 mg/160 mg/12,5 mg ¢punmupanu tabsieTKH
Asbima HCT 10 mg/160 mg/12,5 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Az6uma HCT 5 mg/160 mg/12.5 mg duiamupaHu TabieTku

Bcska punmupana Tabnertka cbabpxka 5 mg amuoaunuH (amlodipine) karo aminoaunuHoB Oe3unar,
(as amlodipine besilate), 160 mg Bancapran (valsartan) 1 12,5 mg xuapoxnaoporuazui
(hydrochlorothiazide).

(as amlodipine besilate), 160 mg Bancapras (valsartan) u 12,5 mg XuapoxnopoTHasua
(hydrochlorothiazide).

3a MbJIHUA CIIUCHK HA MOMOIIHHUTE BELIECTBA BHXKTE TOoYka 6.1.

3 JJEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka.

A36uma HCT 5 mg/160 mg/12,.5 mg duamupaHu TabieTKH
benu, oBanHKu, ABOHHO W3NMbKHAIM (UIMHpaHH TabseTkH, ¢ BATbOHaTO penedHo o3HavyeHue “LLL” ot
e/lHaTa CTpaHa M IJ1aJIKK4 OT JApyrara, ¢ HOMMHaJlHa Ab/DKMHA 15,3 mm ¥ HOMHHA/IHA LIHpHHA 6,2 mm.

Bre1oXbATH, OBAIHH, ABOHHO M3ITBKHAIM PUIMHpaHH TabneTku, ¢ BAUTLOHATO pesiepHO O3HAYEHHE
“HLL” ot eqHaTa cTpaHa M I'MaJIki OT Jpyrara, ¢ HOMMHa/IHa Ab/DkMHA 15,3 mm ¥ HOMHHANIHA
lMpHHa 6,2 mm.

4. KJIMHAYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

JleyeHue Ha eCeHIIMA/IHA XMINIEPTOHUSA KAaTO 3aMECTUTENIHA TEPaNnMs MPH Bb3PACTHH MALMEHTH, NPH
KOMTO € MOCTHIHAT 3a/J10BOJIMTEIEH KOHTPOJI BbPXY apTepPHAJIHOTO HajisraHe ¢ KOMOMHaLMsATa
aMJIOZIMTIMH, BajicapTaH U xuapoxjoporuasua (HCT), npunaraHu KaTto TpH OTJAE/IHH Jie

4.2 Jlo3HpoBKA H HAYHH HA NPHJIOKEHHE
J103upoBKa




INpeau aa npeMuHaT Ha NeyenHe ¢ A3buma HCT nauuenTuTe Tpabea aa 6baaT Ha GHKCKHPaHH A03H OT
CLOTBETHHUTE MOHOKOMIIOHEHTH, KOMTO MPHUEMAT MO ¢uIIOTO BpeMe. [Jo3ara Ha Az6uma HCT ce
onpeaens Ha 6a3a AO3INTE HA OTACTHHTE KOMIIOHEHTH OT KOMOHHALMATA B MOMECHTA Ha
MPEMHHABAHETO.

MakcuManiHaTa npenopbubana ao3a A3buma HCT e 10 mg/320 mg/25 mg.

Cneyuannu nonyaayui
bvbpeuno yepesicoane

[Nopaau xuapoxaoporuasuaHata komnoHenTa A3buma HCT e npoTuBonokasaH nmpH NaluMeHTH ¢
aHypHa (BX. Touka 4.3) ¥ npU NalLMeHTH ¢ TexKo 6BOpeuHO yBpekaaHe (CKOPOCT Ha FIOMEpYJiHa
durrpauns (GFR) <30 ml/min/1,73 m?) (Bx. Touxu 4.3, 4.4 u 5.2).

He ce Hasara xopeKiLMs Ha Ha4aJIHATa A03a INpH NALMUeHTH C JIeKo A0 ymepeHo 61u6pedHo yBpexkaaHe
(BX. TOukH 4.4 1 5.2).

Yeprodpobro yspeosicoane

[lopanu BancapraHoBaTa koMnoHeHTa A3duma HCT e npoTusonokasaH npH NauMeHTH ¢ TEIKKO
yepHOAPOOHO yBpexkaaHe (Bx. Touka 4.3). [Ipn naumeHTH ¢ neko A0 YMEpeHO YepHOAPOOHO
yBpexkaaHe 0e3 xonecrasa, MaKCHMManHaTa fnpenopruBaHa 103a Baicaptad € 80 mg n nopaam rasu
npuurHa A36uma HCT He € noaxopsul npH Ta3u rpyna natHeHTH (BX. ToMKH 4.3, 4.4 1 5.2).
[Ipenopbky 3a A03aTa HA AMJIOAUIHH NPU NALMEHTH C JIEKO A0 YMEPEHO YePHOAPOOHO yBpeXKaaHe He
ca yctaHopenH. [Ipu npeMHHaBaHe Ha NOAXOAALIM MALMEHTH ¢ XUNEPTOHHUA (BX. To4Ka 4.1) K
yepHOIPOOHO yBpexaaHe KbM JieueHue ¢ A3zbuma HCT, TpabBa na ce u3non3ea Hali-HHCKaTa HATHYHA
N03a aMJIOJUITHH.

Cwpoeyna nedocmamvysocm i KopoHapHa boaecm Ha cvpyemo

ColnecTByBa orpaHH4cH onur ¢ ynorpebara Ha Azbuma HCT, ocobeno B Makcumanuu 1034, npu
NaLHEHTH ChC ChP/eYHA HEAOCTATBUHOCT H KOpOHapHa 6onect Ha chpuero. [Ipenopbusa ce
NOBHLIEHO BHUMaHHE MPH MALMEHTH CbC CHPACHHA HEAOCTATBUYHOCT H KOpOHapHa 60/1ecT Ha ChpLeTo,
ocobeHo npu npunarase Ha MakcuMasnHara no3a Azouma HCT 10 mg/320 mg/25 mg.

ITayuenmu 6 cmapyecka sv3pacm (va ev3pacm 635 coounu u nogeue)

[lpenopbuBa ce NOBHIIEHO BHUMAHKUE, BKIKOUHTENHO MI0-4E€CTO MOHHUTOPHPAHE Ha apTEPHATTHOTO
HaJIAraHe, NMpH NayMEeHTH B CTApUecKa BB3pacT, 0COOEHO NPH NPUIaraHe Ha MaKCHMAanHaTa 103a
Ai16uma HCT 10 mg/320 mg/25 mg, T kaTo naHHMTE 38 ynorpeda nNpu Ta3y NauKeHTCKa NMonmyaauus
ca orpaHuueHHM. [Ipy npeMHHaBaHe HA NMOAXOAAIUM MALHEHTH ¢ XMIIEPTOHHMA (BX. TOUKa 4.]1) KbM
neuenme ¢ Azouma HCT, tpabra aa ce n3non3ea Hail-HMCKaTa HATHYHA 033 aMJIOJHIIHH.

Ileouampuyuna nonyaayus
Hsama croTBeTHO npuioxkeHre Ha A36uma HCT B neaMaTpuyHaTa nomyjiaums (NaLMEHTH Ha Bb3pacT
noa 18 roguHH) 3a NOKa3aHHETO NIeUeHHE HA €CEHUMAITHA XHIIEPTOHHA.

Ha4uH Ha NpuioKeHHe
[TepopanBo npuiokKeHHe

Az6nma HCT moxe na ce npuema ¢ viu H6e3 xpana.

A€H, 3a MPEANOYNTAHE CYTPHH.




4.3 Ilpormsonoxa3anus

- CBpBLXYyBCTBHTETHOCT KbM aKTMBHHTE BELLECTBA, APYTH CYIDOHAMHUAHH PON3BOIHH,
AUXHAAPONMUPHAMHOBH MPOM3BOIHM WIHM KbM HAKOE OT MOMOLLHUTE BEILIECTBA, H3IOpOEHH B
Touka 6.1.

- Btopu u TpeTh TpuMecTEp Ha 6pemeHHOCTTa (BXK. TOUKH 4.4 1 4.6).
- YepuoapoOHO yBpexaaHe, OunuapHa LIMpo3a WK XOaeCTasa.
- Texko 6p6peuno yepexaane (GFR <30 ml/min/1,73 m?), aHypHa u Npy NaLHeHTH Ha JMaTK3a.

- EnHoBpemeHnaTa ynotpeba Ha Az6uma HCT ¢ anHCKHpeH-ChbIbPKALUH NMPOAYKTH €
IPOTHBOMOKA3aHa NMPH NAHEHTH ChC 3axapeH Auabet unu 6u0peuno yepexaane (GFR
<60 ml/min/1,73 m?) (Bx. Touku 4.5 1 5.1).

- PedpakTopHa XMNOKANHEMHUs, XMIIOHATPUEMHUSA, XMIEPKATILIUEMHUSA H CHMITTOMATHYHA
XMIIEPYPUKEMHAL.

- Texka XMNOTOHHA.
- 1ok (BKIIOYHTEIHO KAPAHOTECHEH LIOK).

- O6cTpyKLHA Ha W3X0/1a Ha JifBa Kamepa (Hanp. xunepTpodpuyHa 0OCTpYKTHBHA
KapAHOMHONATHA H BHCOKOCTENEHHA a0PTHA CTEHO34).

- XeMOoAHHaAMHYHO HecTaOHIHa ChpZiedHa HEAOCTATHYHOCT CIeA OCTBP MHOKapAeH HHPapKT.

44 ChneuHaJHN NpeAYNpeXKAeHHS H NpeNAZHE MEPKH upH ynoTpebda
besonacHocTTa U e(pHKACHOCTTA HA aMITOAMITHH P XUNEPTOHHYMHA KpHU3a He Ca YCTAHOBEHH.

[TauveHTH ¢ HATpHEB- W/WIH 00eMeH neQHLMT

ExcLecHBHA XHMOTOHHA, BKIIIOYHTE/THO OPTOCTAaTHYHA XUIIOTOHHSA, ce Habnioaasa npu 1,7 % ot
MalMeHTHTE, JISKYBAHH ¢ MAKCHMAJTHATA /1032 aMJIOAMITHH/BaJICApTaH/XHIPOXIIOPOTHA3HA

(10 mg/320 mg/25 mg) cnpamo 1,8 % npy nauMesTHTE Ha BANCAPTaH/XHAPOXJIOPOTHA3H]

(320 mg/25 mg), 0,4% npu nauMeHTHTe Ha amitoaunuH/BancapraH (10 mg/320 mg) u 0,2 % npu
NaLMEHTATE Ha XKAPOXJIOPOTHAZHI/aMIOAMITHH (25 mg/10 mg) B xoa HA KOHTPONKPAHO UIITUTBAHE
NPH NALUMEHTH ¢ YMEpeHa JO TeKKa, HEYCIIOKHEHA XMITEPTOHUAL,

ITpH nanMeHTH ¢ HaTpHeB W/ UM obeMeH AedHLIUT, MPHEMALIH BUCOKH J03H AHYPETHLH € Bb3MOXKHO
14 Bb3HHKHE CHMITTOMATHUYHA XHIIOTOHUA cJie]] 3anouBaHe Ha neueHrero ¢ Azouma HCT. Azduma
HCT T1pabra aa ce npunara camo cliejl KOpurupaHe Ha NpeaLIECTBALL HATPHEB WHIIH 0OeMEH

aedHLHUT.

Axo npu neueHue ¢ A36uMa HCT HacThny excuecHBHa XUIIOTOHHS, MALUKHEHTET TpAOBa aAa Ovae
NOCTABEH B JIETHANIO MON0)KEHHE H NTPH HEOOXOAHMOCT A4 CE NPHIOKH MHTPABEHO3HAa HH(Y3HA ¢
¢u3nonOrKHYeH pasTBop. JieueHHeTo Moxe Aa Obae NPOABLKEHO Clle]] KaTo ce CTAOWIH3HPA
APTEPHATHOTO HaJIAraHe.

[IpoMeHH B CePYMHHTE EJEKTPOJIUTH
Amrodunun/earcapman/Xudpoxaopomuasuo
B xoaa Ha KOHTPOMUPAHOTO KIIHHHYHO H3MHTBAHE HA aMJIOAUNHH/BaNCapTaH/ XHApOXJIOPOTHAIH] NPH
MHOTO OT NallHEHTHTE NIPOTUBOHOJIOKHHUTE €eKTH Ha BancapTaHd 320 mg U XHApOXIO
BbPXY HHBAT4 HA CEPYMHHUA KallMH MOUYTH Ce HEeYTpalu3HpaT B3auMHO. [1pu apyru
WK ApYruaT edekT Moxe Aa AoMHHHpa. [lepHoanuHo, Ha NOAXOASAIKM UHTEPBA
ja ¢€ W3CNEeABAT HHBATA HA CEPYMHHTE CJICKTPOIHTH ¢ LIeS1 OTKPUBAaHE Ha Bb3MO
HapyUIEHHA.




[lepHoaMYHO M3C/IEBaHE HA HUBATA HAa CEPYMHHUTE €JICKTPONHTH, NO-CMELMANTHO Ha KanHs, TpadBa na
ce MpOBEXK/Ia Ha ONpee/iEHH HHTEPBAIH OT BPEME C Lie/1 OTKpHBaHe Ha Bb3MOXKHH €ICKTPOJIHTHH
HapylueHHs, 0cOOEeHO NMPHU NALHEHTH C APYTH PHCKOBH (PaKTOPH KaTo HapyuleHa 6n0peuHa Qynkins,
JIeYeHne ¢ APYTH JIEKAPCTBEHH NMPOAYKTH WM NPeaxoXaallla aHaMHE3a 32 €ICKTPOJIMTHHA HapyLICHHA.

Bancapman

EnnoBpeMennara ynotpeba ¢ kanveBH 0o0GaBKH, KaTHHA-CbXPpaHABALUH AHYPETHLH, 3AMECTHTE/IH Ha
COJITA, ChABbPXALIH KAIWHA, HIIK JPYTH ICKAPCTBEHU NPOIYKTH, KOUTO ODHXa MOIIH 1a NOBHILAT
HHBATA Ha KW (XeflapyH U T.H.), He ¢e npenopbuBa. CTOHHOCTHTE Ha KaiKs TpAOBa CHOTBETHO Na
ce MOHUTOPHpAT.

AXudpoxiopomua3uo

Jleuenwnero ¢ A36uma HCT Tpabea aa ce 3ano4yHe caMo Cnell KOpHrHpaHe Ha XHNOKATHEMHATA H
CBHITBTCTBALLIATA XMMIOMArHe3HEMHA. THA3HAHKWTE AHYPETHLUH MOTAT Ja YCKOPAT HOBa NofABa Ha
XUMOKATTHEMHSA HIH Aa OOOCTPAT NpeAliecTBaLla XHNOKaAHeMHa. THasHaHuTe IUYpeTHLM TpadBa na
ce MpHIAraT ¢ NOBHIICHO BHUMAHHE [PH NALHEHTH, YHETO ChCTOAHHE € CBBP3aHO ChC NOBHILIEHA
3aryba Ha Kanui, KaTo HanpuMep coll rydeim HepponaTHH WIH NPEPEHATHO (KapAHOFEHHO)
yBpeKaaHe Ha 6b0peunara QyHKLMA. AKO NO BPEME Ha TEPANUi ¢ XHAPOXJIOPOTHA3H]L C€ pa3BHe
XHnoxkanueMus, npueMbT Ha A3buma HCT Tpabea 1a ce npeycTaHOBH A0 CTAOMIHO BB3CTaHOBABAHE
Ha OalaHca Ha KauA.

TwasHaHUTE OIMYPETHIH MOraT Ja YCKOPST HOBA N0sBa Ha XHIIOHATPHEMHSA H XHNIOXJIOPEMHYHA
anKano3a Wiu Ja obocTpAT npeliecTsalla xunoHarpuemMua. Habnronasana € XHioHaTpHeMHUs,
CBIPOBOAEHa OT HEBPONOrHYHA CUMITTOMATHKA (raJieHe, NPOrpeCHBHA AC30pHEHTALH, anaTH).
JledyeHHeTO C XHAPOXTIOPOTHA3HIM TPAOBA Aa ce 3anouBa CJie]l KOpHripaHe Ha npeaulecTsalla
XHIIoHaTpHeMHs. B ciryyail Ha Texkka WM Obp30 pa3sHUBallia ce€ XUIIOHATPHEMHA 10 BPEME Ha
neueHueto ¢ A3zbuma HCT, neuennero tpabea aa 6bae cnpaHo [0 HOpMANH3UPAHE HA HUBATA Ha
HaTpus.

Bcuuky nalMeHTH, NPUEMALIA THA3HAHU JKYPETHLH TpAOBa nepHoAHYHO Aa ObAAT NpOCASAABaHH 3a
EJICKTPOJIMTHR HapylIeHHA, 0coOOEHO Ha KaJlud, HATPHA H MAarHe3Hs.

brOpe4Ho yBpeKkIaHe
TuasnaHuTe AHYPETHIIH MOTAT JIa YCKOPST 830TEMHATA NPH NALHEeHTH ¢ XPOHHYHO OBOpeyHo

3abonsaeane. Korato A3buma HCT ce npunara npy nauyeHTH ¢ 610peuHo yBpexIaHe, ce npenopnysa
NEPHOAHYHO MPOCICAABAHE HA HHBATA HA CEPYMHHTE EJICKTPOIHTH (BKTIOYHTE/THO HA KAJIHA),
KpeaTHHHHA W MHKOYHaTa KHcennHa. A30uma HCT e mpoTHBONOKa3aH NpH NaUHEHTH C TEXKO
OBOpeuHo YBpeXXaaHe, aHypHa WIH NPOBEKAALH QHaTH3a (BXK. To4Kka 4.3).

He ce H3nckBa KopurupaHe Ha nosara Ha A36uma HCT npu nauseHTH ¢ neko 10 ymepeHo 6u0peuHo
yepexaane (GFR 230 ml/min/1,73 m?).

CteHo3a Ha 6u0peyHa aprepud
Azbuma HCT TpaGea na ce mpunara ¢ NOBHLIEHO BHHMAHHE 33 JICUCHHE HA XHITEPTOHHA TIPH

NalHeHTH ¢ eAHOCTPaHHA WK IBYCTpaHHa CTEHO3a Ha OBLOpEUHHUTE apTepPUH WITH MPH CTEH

YpeAaTa B KPpbBTa H CCPYMHHA KPCAaTHHHH.

Rl -




Br6peuna TpaHcILianTaLmMs

Jlo TO3W MOMEHT HEMA HATPYNaH ONMT MO OTHOUWIEHHE Ha Oe3onacHaTa ynorpeda Ha
AMJIOIMITHH/ BaJICapTaH/XHAPOXJIOPOTHAZH NPH MALMEHTH CBC CKOpOLIIHA O01L0peyHa TpaHCIUTaHTaLHA.

YepHoapobHo yBpexaaHe
BancapraH OCHOBHO ¢€ €THMHHHpa HEMPOMEHEH 4pe3 #TbukaTa. [onyKMBOTHT Ha AMIIOAMITHH €

yIBIKEH, a cToiiHocTHTe Ha AUC ca nmo-BHCOKM NpH NalLMeHTH ¢ HapylleHa YepHoapoOHa QyHKLHS;
HE Ca YCTAHOBEHH IPENOPbKH 3a Ao3aTa. [Ipn nauMeHTH ¢ JIeKo 40 yMEPEHO YepHOAPOOHO yBpeKaaHe
Oe3 xosecTa’a MaKCHMAJTHATA MPENOpbYBaHa A03a BajcaptaH € 80 mg, cneaoatenno A36uma HCT
He € MOAXOAALL NPH Ta3y rpyna nayveHT (Bx. Touxku 4.2, 4.3 u 5.2).

AHruoenem
CroblaBa ce 3a ciTy4au Ha aHrHoeAeM, BKIIOYUTENHO OTOK Ha JJAPHHKCA U INOTHCA, NPUYHHABALL

OOCTPYKLIASA Ha AMXATEHUTE MbTULLA W/WIH OTOK HA JHUETO, YCTHUTE, QpapuHKca H/WIH e3UKa NpH
NMalMEHTH, JIEKYBaHH C BajicapTaH. HAKOH OT Te3u nallMeHTH ca UMAJIH M NpeH TOBA aHIHOeREM, NIPH
JIeYeHHKe C IPYTH ieKapcTBeHH npoaykTH, BKmouuTenHo ACE uuxuburopu. A36uma HCT Tpabea na
ce cripe He3a0aBHO NPH MALMEHTHTE, KOMTO NONYYaT aHTHOeAeM H He TpaOBa Aa ce npuiara OTHOBO.

HHTeCTHHANECH AHTHOENEM
33 HHTeCTHHAIEH aHIMOEeAEM ce CHoOIlaBa MpH NaLMEeHTH, JEKYBaHH ¢ aHrHoTensuH 1 peuenropnu

aHTAarOHHCTH BaJicapTaH (BXK. Touka 4.8). Te3H nmaumueHTH UMaT KopeMHa 60JIKa, raicHe, NOBpbHLIAHE H
auapua. CUMITTOMHTE OTIUYMSBAT CJICA NPECYCTAHOBABAHE HA aHTHOTEH3HH Il peuerrropHuTe
AHTATOHWCTH. AKO C€ JUArHOCTHLMPA WHTECTHHAIEH 8HTHOEAEM, JICYEHHETO ¢ BaJICapTaH TpsAOBa aa
ce MPeyCTAHOBH H Aa C¢ 3aN0o4YHE NOAXOAAIO HabNIOAEHHE A0 THIHOTO OTIIYMABRAHE3 HA
CUMIITOMHTE.

CobpIeyHa HEJOCTaTLYHOCT H KOpOHAapHa 00/1ecT Ha ChPLETO/TIOCTMHOKapAEH HH(paPKT

KaTo nocnenmia ot HHXHOUpaHETO HA PEHUH-AHTHOTEH3UH-A/II0CTEPOHOBATA CHCTEMA NTPHK
Npeapasno/IoKECHH NallMeHTH MOraT 1a Ce 04aKBaT NPOMEHH B OnOpeunara ¢pyrkums. [Ipu naumerTn
¢ TEXKA ChPACYHA HEAOCTATBYHOCT, YMATO ObOpeyHa GyHKUHA OK MOra ia 3aBHCH OT AKTHBHOCTTA
Ha peHHH-aHTHOTEH3HH-AN0CTEPOHOBATa CUcTeMa, JleueHHETO ¢ ACE HHXHOHTOPH ¥ aHrHOTEH3HH
pelenrTOpHH O/IOKepH ce CBBbP3Ba C OJIMFTYPHA W/HWIH NPOrpecHBHA a30TeMHA M (PAAKO) € OCTpa
6n0peuHa HeJOCTAThYHOCT WHIH cMBPT. [TonodHK pe3ynraT ca croOLeHH 3a BancapTad. OneHkara
Ha NALUEHTHTE CHC ChPACYHA HEAOCTATBYHOCT ¥ WIH NOCTMHOKAPAECH HHGapKT TpAOBa Ja BKIIOUBA
BHHaru oLeHKa Ha 0b0peunara QpyHKLMA.

B awarocpouHo, mnauebo-koHTponupaHo npoy4usaHe (PRAISE-2) ¢ amnoaunun npu nanyeHTH cbe
cbpaeyuHa HepocTaTbuHocT Kiac I u IV no NYHA (New York Heart Association Classification), ¢
HEUCXEMHYHA €THOJIOTHA, aMJIOAMITHH C€ CBBP3Ba ¢ nosuliieH Opoit crobiueHus 3a 6enonpoben oTok,
BBLIPEKH JIMNCATa HA 3HAYHMA Pa3MKa B YECTOTATa Ha BIIOLIABALIA CE CHPAECYHA HEAOCTATHYHOCT B
cpaBHeHHE ¢ auebo.

BnokepHTe Ha KanLMeBUTS KAHAIHK, BKJIOYHTEIHO aMIOAUIHH, TpA0Ba Aa ce U3NOI3BAT ¢ MOBUILIEHO
BHHMaHHE NPH NALIMEHTH ChC 3aCTOMHA ChpAECYHA HEIOCTATBLYHOCT, Thil KATO MOTaT a NOBHILAT
pucka oT ObelLlM ChPACHUHO-CBAOBH ChOUTHS U cMbpTHOCT. Heo6xoaumo e noBHilieHO BHHMaHHE NpH
NaLHEHTH CbC ChPASYHA HEOCTATBUHOCT U KOpOHapHa OOJIECT Ha CBPUETO, OCOOEHO NPH BUCOKATA

nomyJjnanHds ca OrpaHHYCHHA.




AOpTHA M MUTpAIHA KIanHAa CTeHO3a
Kakro npu BCHYKH JpYTr# Ba30oAWNaTaTOPH € HeoOXOIHMO crna3BaHe Ha cneluHaiH{ Npeana3Hd MepKu

MPH NALIMEHTH C MUTPAJIHA KJIaMHa CTEHO3a UITH 3HAYHMa a0pTHA CTEHO3a, KOATO HE €
BHCOXOCTEMNEHHA.

bpemeHHOCT
AHnrrorensun Il peuenropuuTe 6nokepu (AIIPB) He TpsbBa aa ce 3anouBat no BpeMe Ha OpeMeHHOCT.

OcBeH ako NpoABIKABAHETO Ha TepanuaTa ¢ AIIPb ce cunTa 33 )XH3HEHO BaXKHO, Ha NALMEHTKHTE,
KOMTO NnaHupat na 3abpemenest, TpabBa Aa ObAe Ha3HAYEHO ATTEPHATHBHO AHTHXHNEPTEH3UBHO
JledYeHHe ¢ YCTaHOBeH npodmt Ha 6e30nmacHOCT 3a ynotpebda no speme Ha OpeMeHHocT. [IpH
yCTAHOBIBaHe Ha OpeMeHHocT neueHueto ¢ AlIPb tpabea na ce npeycraHoBH He3abaBHO H, aKo e
YMECTHO, 113 CE 3anoYHe aNTepHaTHBHA Tepanui (BxK. To4KHU 4.3 H 4.6).

[IbpBHYEH XHINIEPANAOCTEPOHHIBM
[TallMeHTH C MBPBHYEH XHUIEPaANAOCTEPOHHIEM He TpaOBa na ObaaT eKyBaHH ¢ aHTHOTEeH3HH ]

pelienTopHuA O0Kep BalcapTaH, Thi KaTO TAXHATA PEHUH-AHIHOTEH3HH-AJIA0CTEPOHOBA CHCTEMA HE €
akTHBMpaHa. ITopaaw Tazu npuynHa A3zduMa HCT He ce npenopbysa NpH Tasn NOMyJiallka.

CHcTeMeH Iynyc epuTeMaToec
C1obiiaBa ce, ue THA3HAHMTE JHYPETHIIH, BKIKOMHTETHO XHAPOXJIOPOTHA3HA, MOraT 1a o00CTpAT WK

14 aKTUBHPAT CUCTEMEH JTYITYC EPHTEMATO/IEC.

JApyrn MeTaGonuTHH HapYLIEHHA
THa3sHIAHHTE WY PETHLIH, BKJIIOYHTENHO XUAPOXAOPOTHA3K, MOTaT Aa HapyLUAT [IIOKO3HUA TOJNEPAHC

¥ Na NOBHINAT CEPYMHHTE HYBA HA XOJIECTEPOJI, TPHITIHUEPHAH M FIHKOYHA KHCENHHA. [IpH nalHeHTH
¢ Anabet MoxKe 7a € HeOOXOANMO KOpHIHpaHe Ha 103aTa Ha HHCYJIHHA HIH Ha NEpopaTHOTO
XHNOTJTMKEMHYHO CPEICTEO.

[Topagu xuapoxnoporuasugHata komnoHeHra Az6uma HCT e npoTuBonoka3aH Npu CHMIITOMAaTHYHA
XMnepypukeMHa. XHAPOXJOPOTHA3KI MOXKE Aa MIOBULIH CEPYMHHTE HHBA HA MTHKOYHATA KHCE/IHHA,
MopajJy HaMaJIEHHA KITHPBHC Ha MMKOYHATA KUCEIHHA ¥ MOXKE Jla IPHYMHM WK Aa 0DoCTpH
XHNEPYPHKEMHBATA, KAKTO H 18 YCKOPH fI04BaTa Ha 1toaarpa npH npeapasnoioXKeHH NMauHeHTH.

TuaznauTe HAMANABAT €KCKPELIMATA HAa KaJiHil ¢ YpHHATE ¥ MOTaT [a NMPEeAM3BHKAT MPEXOIHO H JIEKO
MoKayBaHe Ha CepyMHHA KaJUuMii rpy NIMNCaTa Ha U3BECTHH HAPYILEHHUA B KAILUEBUA METAOONHIBM.
A36uMa HCT e npoTrHBOnOKa3eH NpH NalHEHTH C XHNCPKAILIMEMHA H TpaOBa aa ce npunara camo
CJIEA KOpUrMpaHe Ha npeamecTpaia xunepkanieMud. [Ipuemst Ha A36uma HCT Tpabea na 6bae
MpeKpaTeH NMpH pa3BUTHE HA XHNEPKAJILIUEMHA 110 BpeME Ha JIeueHUeTo. CepyMHUMTE HHMBA Ha Ka/ILIHA
TpaOBa NepHOAHYHO Jia CE€ MPOBEPABAT MO BPpEME Ha NeYeHHeTo ¢ THa3uIH. [loqyepranara
XHMepKalLHeMHa MOXe Aa Obe A0KA3aTENCTBO 38 CKPHT XHNEPNapaTHPeOHIn3bM. 1ipvemMbT Ha
THa3WAHH ANMYPEeTHLH TpAOBa ga Obje NpeKpaTeH NPeay NpoBeXJaHe Ha U3CIeABAHUA Ha PYHKLUATA
Ha NapaTHPEOUTHHUTE KIIE3H.

QDOTOYYBCTBUTENHOCT
CpoOl111aBa ce 3a CITydaH Ha peakunH Ha GOTOUYBCTBHTETHOCT NPH MPHEM Ha THA3HAHH OTHYPETHUH
(BX. Touka 4.8). AkoO no Bpeme Ha reueHHeTo ¢ A3dbuma HCT Bbp3HMKHE peaxums Ha ‘
(OTOYYBCTBHTEITHOCT, CE MPENOPHYBA CIIHPAHE HA JICYEHUETO. AKO Ce CHHTA 3a HeoD bﬂ&f‘w Mo P

NOBTOPHO MpWIAaraHe Ha AUYPETHKA, CE€ NPenopbYBa 3allHTa HA 00NAaCcTHTE, HATOK 7
H3KycTBeHa UV A cBeTnHHA.




XopouaaneH U3/IUB, OCTPa MHOIMA H BTOPHYHA OCTPA 3aKPHTOBI'bIHA IMAayKOMa
XHAPOXIOPOTHAZKUABT € CYJIPOHAMHA H € CBBP3aH C peakli¥a Ha HAHOCHHKPa3us, BoJCINA 10
XOpOHaJieH H3IUB ¢ Ae(EKT Ha 3PHTEIHOTO TONE, OCTPA TPAH3HTOPHA MHOIHUA H OCTPA
3aKpHTOBIBIHA raykoMa. CUMNITOMHKTE BKUTIOYBAT BHE3AITHO HAMANABAHE Ha 3pUTEIHATa OCTPOTA
WIH O0JIKa B OYHTE B OOHUYAHHO PL3HMKBAT B PAMKHTE Ha 4acOBE 10 CEAMMLIA clie]l 3aMoYBaHe Ha
nevenuero. HenekyBaHnara ocTpa 3aKpHTOBIBIHA [JIayKOMa MOXE /1a A0Bee N0 NepMaHeHTHa 3aryba
HA 3PEHUETO.

[IbpBOHAYANTHOTO NICYEHKE € A CE NPEKPATH NPHEMa Ha XHAPOXJIOPOTHA3HI, KOJIKOTO C€ MOXE 10-
OBP30. AKO He Ce TIOCTHIHE KOHTPOJI BbPXY BETPEOMHOTO HaJlAraHe TpAabBa Aa ce UMAT NpEABHA
CBOEBPEMEHHO MENMLIMHCKO WIH XMPYPru4yHo jeueHue. PHckoBuTe dakTOpH 3a pasBUTHE Ha OCTpa
3AKPUTOBIBJIHA [JIAYKOMa MOT'aT J1a BKJIIOYBAT aHaAMHe3a 3a CyNpoHaMHaHAa KK NEHULIMIIHHOBA
aneprus.

OB
Heo0xoauMo € noBuilieHO BHUMaHHE NMPH AalHEHTH C MPEALLICCTBALIA CBPBXUYBCTBHTENHOCT KbM

apyru aurdoreH3HH Il peuenrropuu Gnokepu. Peakuunre Ha CBPBXYYBCTBHTENAHOCT KbM
XHAPOXJOPOTHAZM Ca NO-BEPOATHH NPHU NaLHEHTH, CTPANALLHA OT aNICPrus WiH acTMa.

ITaneHTH B cTApYecka Bh3pacT (Ha BBIpacT 65 roAuHH U Noseye)

[IpenopbuBa ce€ NOBHIICHO BHUMAaHHE, BKIOYHTENHO MO-4E€CTO MOHHTOPHPAHE Ha apTEPHATHOTO
HAJIATaHE, NPH NAllMEHTH B CTapuecKka Bb3pacT, 0COOCHO NMpu npunaraHe Ha MAKCUMAJIHATA J034
A36uma HCT 10 mg/320 mg/25 mg, TbH KaTO JaHHUTE 3a ynoTpeda NpH Tasu NalMeHTCKa NOIMyaums
ca OrpaHHYeHH.

potino O1oKHpaHe Ha peHHH aHFHOTEH3HH -aifocTepoHoBata cucrema (PAAC)
Nma naHuy, ye eanoBpeMeHHara ynorpeba Ha ACE nuxnburopu, APb win anMckMpeH noBuilaBa

PHCKa OT XMIIOTOHHA, XHIIEPKAJIMEMHA ¥ HaMaBaHe Ha ObOpeuHaTa QyHKLMS (BKIIOMHTENTHO OCTpA
O0LOpeuHa HenocTaTb4HOCT). [lopagu TOBa He ce nperiopbuBa ABOHO Onokupane Ha PAAC upes
koMOHHHpaHaTa ynotpeOa Ha ACE nuxudutopn, APb unu anuckupeH (Bx. Touku 4.5 1 5.1).

AKoO ce npeLieHH, Ye TepanuaTa ¢ ABOHHO Onokupaxe ¢ abcomoTHo Heobxoanma, Tosa TpadBa na crasa
caMoO oA HabJIIoeHHETO HA CIeLHANHCT M NPH YECTO BHUMAaTENHO MOHMTOpUpaHe Ha 6b0peuHaTa
byHKiMA, enexkrpondTUTe B KpbBHOTO Hanmarane. ACE naxuburopu u APb He Tpabea na ce
M3MO/I3BAT €AHOBPEMEHHO MPH NALMEHTH ¢ AHabeTHa HegponaTHa.

HeMenaHOMEH pak Ha KOXaTa
B nBe ennaeMHONOrHYHME NPOYUBAHMKS, OCHOBABALIH C€ HA JATCKHA HALlUOHAJIEH PAKOB PETHCTDLP, €

HaboNaBal NOBHMUICH PUCK OT HeMenaHoMeH pak Ha koxata (HMPK) [6azanHokneTsueH KapuHHOM
(BKK) 1 ckraMo3HokeTsdeH KapudHoM (CKK)| npu HapacTBalila eKCRO3UILMA Ha KyMYJIaTUBHa 1034
xuapoxyopotHasng. PoroceHCHOUNU3UpaLUTEe ePeKTH Ha XHIPOXIOPOTHA3HU] MOTAT Aa NeHCTBAT
KaTo BEpoATEH MEXaHH3BbM 3a pa3sutHe Ha HMPK.

[lauueHnTHTE, NpHEMALIH XHAPOXJIOPOTHAIHA, TpaOBa na ObaaT uugopmupanH 3a pucka or HMPK u
CBBETBAHH PEAOBHO Ja NIPOBEPABAT KOXKaTa CH 38 HOBH JIe3MH W He3a0aBHO Aa CHOOUIABAT MPH NMOABa
Ha NMOJIO3PUTE/THH KOXKHH Jie3ud. Ha nauueHTuTe TpaOBa Na ce npenopbyuar Bb3IMOKHH MPEBAHTUBHH

NOTEHHHAJTHO BKJIIOYBALLO XHCTOIOMMUHM H3CIeABAHHA Ha OHONICHYHH MaTepHaJH.
Ha ynorpebara Ha XMAPOXJIOPOTHA3HA MOXKE J1a C€ HAJIOKH M MPH NMALHMECHTH, KO
npeaxoaed HMPK (Bx. cbl1o Touka 4.8).




OcTpa pecnupaTopHa TOKCHYHOCT
Cnen npueM Ha XHIPOXIOPOTHA3KA Ce ChOOIIABAT MHOI'O PEAKHM TEKKH C/iy4yaH Ha OCTpa

PECNHPATOPHA TOKCHYHOCT, BKTIIOUMTENHO OCThp pecnupaTopeH AxcTpec cuHapoM (OPIC). Cnen
NMPHEM Ha XHAPOXJIOpoTHa3HA OOHKHOBEHO c¢ pa3ByBa OeoaApobeH OTOK B PAMKHTE HA MMHYTH A0
yacose, B HAYAIOTO CHMITOMHTE BKJIIOYBAT AMCIHEA, NOBHLICHA TEMIICPATYPa, BAOLLABAHE Ha
6enoapobraTa pyHkumMa u xunotonus. ITpu cemueHue 3a OPJIC Tpabsa na 6bae cripaH NpHEMBT Ha
A36uma HCT u Ja ce npwiIoxku Noaxoasauio jJeuyeHue. XuIpoxaoporuasu] He TpabBa aa ce npuiara
PH NALHEHTH, KOMTO Npeay Topa ca noxyyasand OPJIC cnex npueM Ha XHAPOXNOPOTHA3MA.

4.5 BsanmoneiicTBHe ¢ APYIH JIeKAPCTBECHE NPOAYKTH H ApYrd GOopMH HA B3aHMoOAcHCTBHE

He ca nposekaaHH ohHLMAIHH NPOyYBaHMA 38 B3aUMOEUCTBHATA Ha

aMJIOIMITHH/ BAJICAPTAH/XUAPOXNOPOTHASHA C APYTH JIEKAPCTBEHN NPOAYKTH. CneoBaTENHO, B Ta3H
TOYKa € NpeACTaBeHa HHpOpMallUg €AHHCTBEHO 3a H3BECTHHUTE NPH OTAETHHTE AKTHBHH BELIIECTBA
B3aHMOIEHUCTBUSA C JPYTH JEKAPCTBEHH NPOAYKTH,

BaxkHo e ga ce uma npeasui, ye Azouma HCT moxe na 3acHIM XHNOTEH3UBHUTE e(heKTH Ha OPYTH
AaHTHXHICPTEH3UBHH CPEACTBA.

He ce npenophuyBa eAHOBPEMEHHO NPUNOKEHHE

A36nma HCT ‘HSMCTHH EdexT HA B3JaAMOACHCTBHETO C APYrR JICKAPCTBCHE
OTAC/THH B3aHMOJECHCTBHA CbC NPOAYKTH

KOMOOHEHTH [CJICAHHTE CPEACTBA

Bancapran u  VIumuu ICrobinana ce 3a 0OpaTHMO NOBHINABAHE HAa KOHLUECHTPALIUATA
HCT Ha JIUTHIA B cepyMa ¥ TOKCHYHOCT IPH €JHOBPEMEHHO

npunarade Ha TUTHN ¢ ACE uHxuOuropu, aHruoTeH3uH Il
[PELENTOPHH AHTATOHUCTH, BKIIHOYHTENHO BANCAPTAH WK
THA3WAHU JHYpeTHLHU. Thil kaTo OLOPEUYHHMAT KIMPBHC Ha
MMUTHUA € HAMANEH OT THA3HIAWTE, PUCKLT OT JIMTHEBA
TOKCHYHOCT € Bb3MOXXHO JOMBIHHTENHO A4 € NMOBULIK NPU
npueM Ha A30uma HCT. [lopanu a3y npuuMHa ce
penopbYBa BHUMATETHO NPOC/IEAIBAHE HA CCPYMHHTE
HUBATA Ha JIUTHH NPH €JHOBpEMEHHA ynioTpeDa.

Bancapran IKanuti-coxpanseawju AKO ce cMeTHE 32 HeoOXOHMO €JHOBPEMEHHO ¢ BAJICAPTaH
Puypemuyu, kKaiuesu l1a ce npeanuiie NEKapCTBEH NMPOAYKT, KOHTO NOBIHABA
Vobaeku, 3amecmumeny  HHBATA HA KaNTHHK, CE NMPENOopbYBa 4ECTO MOHHUTOPHpAHE Ha
Ha corma ceovpicawyu  IUa3MEHUTE HUBA HA KAJTHH.

Kanuu u opyeu eewjecmaa,
Koumo mozam 0a
osuwiam nueama na

kanuu
Amnoaunun [ petinghpym unu cox om [He ce npenopbusa €JHOBpeMEHHATa ynoTpeda Ha
Ppetinghpym MJIOJMITHH ¢ TPEHNQPYT WIH COK OT rpeHn@pyT, Thil KaTo
PH HAKOHM NMauueHTH OHOHAIMYHOCTTA Ha aMJIOZHITMH MOXKe
a ce MOBHUiLK W Ja NOBEAE 10 3aCWiBaHE Ha
HTHXHIIEPTEH3UBHUTE eDeKTH. “gi\.\.ﬂﬂ ?
(CYP3A4 unxubumopu EAHOBpEMEHROTO NPWIOMKEHHE Ha a - \
(Hanp. KETOKOHa3011, unu ymepenu CYP3A4 Hmﬁmpu ,
HTPaKOHAa30J1, pPUTOHABHUP) MHXHOUTOPH, a30JIHH NMPOTUBOIBOHY 1S b

MaKpOJIKIAH, KATO CPHTPOMHLUHH H/TH K




panaMil HAK JWITHA3EM), MOXKe Jia JOBEAE A0 3HAYHMO
BEIHYBAHE HA CKCMO3HULIMATA Ha aMIIOAUNHH. KNHHHWYHaTA
HauYUMOCT H2a Te3M GapMAKOKHHETHUYHH BapHaLMH MOXe 1a
e Io-H3pa3eHa MNPy NalMeHTUTE B CTapuecKa Bb3pacT. ToBa
IMOXeE 13 HAJIOXKH KTHBHYHO NPOCNCASBaHE U KOPEKLIMS Ha
ino3ara.

ICYP3A4 uwoyxmopu PH €AHOBPEMEHHO MPWIOKEHHE HA H3BECTHH HHIYKTOPH
ramumuayncaum a CYP3 A4 naasMeHaTa KOHUEHTpAaLMA Ha aMJIOAHIIHH
[Hanp. kapbamaszenun, oxxe Aa papHpa. Ilopaau ToBa KPLBHOTO HanaraHe Tpabea
benobapbuTan, a ce npociaeassa U Ja c¢ 0OMMCITIH aJanTHpaHe Ha 103aTa
(beHHTOKH, aKTO 110 BPEME, TAXa K CJIEA €IHOBPEMEHEH MPHEM,
(pocpermronn, 00eHo ¢bc CWIHH CYP3A4 uHaykropu (Hanp.
pHMHIOH], npaMITULIMH, XCBAM KAKMAPUOH ).
prdaMIuLIuH, ’

ypericum perforatum
[>KbAT KAHTAPHOH] )
ICumeacmamus MHOFOKpaTHOTO NpUIoKeHHe Ha aMNoAUNHH 10 mg

leAHOBPEMEHHO Cb¢ cHMBacTaTuH 80 mg MoBHuUIaBa CHC

77% eKkcrno3vLMaTa HA CUMBACTATHH CNIPAMO
AMOCTOATEJIHOTO NMPHJI0KEHHUE HA CHMBACTATHH.
penopbUYBa ce HaMaliABaHe Ha 103aTa Ha CHMBACTATHH 10
0 mg AHEBHO NpPH MAUHEHTHTE Ha JICYEHHE C AMIIOAMITHR.

Vlanmponen (unghyzus)

[Tp# )XxMBOTHH ca HaOMIONABAHH JICTATHA KAMEPHA
bubpunianua U CHLPACYHO-CHAOB KONANC, CBLP3aHU C
XHIIEPKAITHEMHA ClIEA NPUTOKECHUE HA BEpanaMHI U
HTPaBEHO3EH AaHTpONeH. [lopaan pUCK OT XHNEpKaTIHeMHuH,
e MpenopbUBa a ce U30Area €eAHOBPEMEHHOTO

PWIOXKEHHE ¢ AHTATOHHUCTH Ha KAJILIMEBUTE KAHAJIH KaTO
MJIOJAMITHH NPH NaLHEeHTH, MPeapasfoNoXeHH KbM
AJIMCHEHA XHIEPTEPMHA H TIPU OBaIABaHE HA MATMTHEHA

HGPTC]JMHSI .

Taxponumyc

pY €AHOBPEMEHHO MPWIOKEHHE C aMJIOJHMIIHH CBUIECTBYBA
WCK OT NOBHILIABaAHE HA HUBATA HA TAKPOJIMMYC B KPHBTA.
a 1a ce u3berHe NposBa Ha TOKCUYHOCT OT CTpaHa Ha
TAKPONUMYC, MPHJIOKEHHETO Ha AMJIOIHITHH [IPH MalHEHTH,
€KYBaHH ¢ TAKPOJNIMMYC, H3IHCKBA MOHHTOPHpaHE Ha HUBATA
a TAKPOIIMMYC B KPBBTA M KOPEKLIMA HA 1034Ta Ha
KPOJHMMYC, ako € He00X0AHMO.

BancapraH u
HCT

\Hecmepouonu
kpeocmea (HCIIBC),

uUKI00KCULeHA3a-2
wnxubumopu (COX-2
uHxubumopu),
ayemuwiCcaruywiosa

wucenuna (>3 g/0en) u

VipOomueo6v3naiumenlnu

BIIOYEANYU CENCKMUGHU

wecenexmuanu HCBIIC

EELBC MOTaT A& OTCIa0AT aHTUXHIIEPTCH3UBHHA €(EKT,

Ha aHrHoTeH3HH 1l peuenropHuTe ONMOKEPHU, TaKa K Ha
XHIPOXJIOPOTHA3H]L, KOTATO C€ MpWaraT €JHOBPEMEHHO.
IOcBeH TOBA eAHOBpeMeHHaTa ynoTpeba Ha A3buma HCT u
HCTIBC moxke na noseae Ao BioilaBaHe Ha ObOpeuHara
byHKUKMA, H MOBUIABAHE HA HUBATA HA CEPYMHHA KAHIA.
[Topaau Ta3u NpHYHHE CE NMPENoOpHYBA MOHHTOPHpAHE Ha
O1BOpeunHara PyHKLUHSA NMPH 3aNOYBAHE HA JICUCHUETO, KAKTO
[AACKBATHA XUAPATALIMA HA MALUEHTA.




BancapraH ﬁﬂuxuﬁumapu Ha vnmeux [Pe3yNTaTHTE OT in vitro NpOy4YBaHe ¢ ThKaH OT YOBCLIKH
mpancnopmepa nepeH ppod nokasea, ye BajicapTaH € cybcTpar Ha
(pudpamnuyjun, MepHoapoOHKMa biTeiik TpaHcnoprep OATPIBI1 n Ha
YUKAOCROPUH) wiu mepHoaApobHHA ednykceH TpaHcnoprep MRP2.
@aykcHun mparcnopmep |EnHoBpeMEHHOTO NPHIOKEHHE ¢ HHXMOHTOPH Ha bITTeliK
(pumonagup) TpaHcniopTepa (pruaMIHLMH, IMKJIOCIIOPUH) HITH HA
ePNyKCHHS TpaHCopTeEp (PUTOHABHP) MOXE Aa NMNOBHLIHN
ICUCTEMHATA €KCIO3HLHA Ha BalcapTaH.
HCT EAHOBpEMEHHOTO NPWIaraHe Ha THa3HAHUTE NHYPETHLIM C

E:xaxm, bapbumypamu

U Hapxomuyi

BELIECTBA, KOHTO ChLIO MMAT MOHKKABAIL KPBBHOTO
Hanarade egexr (Hanp. ype3 HamasnsBaHe Ha AKTUBHOCTTA Ha
LIEHTPa/IHATa HEPBHA CHCTEMa WIH JUPEKTHA Ba30AWIaTaLHA)
MOXe Ja TOTEHLKPA MoABATA HA OPTOCTATHYHA XHITIOTOHHA.

exapcmeenu npooyKkmu,

Umanmaoun Tya3zuaxTe, BKIIOYHTENHO XHIPOXJIOPOTHA3ZHA, MOraT a
MOBHILAT PACKA OT HEXKENIAHU PeaKLUHd, APUUUHEHH OT
hmam'a.uuu.

Unmuxonunepzuyru HOHATHYHOCTTA HA THA3HAHHUTE AUYPETHLIM MOXKE 1A ¢

lcpedcmea u opyau OBMILIH OT AHTHXONIHHEPIHYHHUTE CpeacTBa (Hanp.

TporuH, OunepuaeH), BEpoSTHO NopaaH HaMaJsBaHE Ha
OTWIHTETA Ha CTOMALHO-YPEBHUA TPAKT H 3abaBsaHe Ha

O8AURBAUU

IMOMAQUUHUS peMeTo 3a H3npa3BaHe Ha croMaxa. ObpaTtHo, ouakBa ce

omuaumem POKMHETHYHHTE BelleCcTBa KaTO LM3apNKHA Aa MOTaT Ja
aManaT OMOHATHYHOCTTA Ha THABHAHHTE QHYPETHLIH.

Unmuouabemnu THasuauTe Morar aa HapyLIaT rIOKO3HUA Toepane. Moxe

peocmed (Hanp.  |[na ce HAJIOXKH KOpPHrHpaHe Ha JO3HTE Ha aHTHAnabeTHUTE
HCYJIMH H MIEPOPAIHH  [1€KapPCTBECHH MPOIYKTH.

HTHAHAOETHH

peacTsa) MetdopmuH TpadBa na ce npueMa ¢ NOBHILIEHO BHUMaHHE

Wemdgopmun MOpaaH PUCK OT JIAKTATHA aLMA03a, HHAYLUHpPAaHa OT
BB3MOXKHA GYHKIHOHATHA 6B0perHa HEJOCTATBEHHOCT,
lcBBbp3aHa ¢ XMAPOXJIOPOTHA3H.

bema-Oaoxepu u EAHOBpEMEHHOTO NPHIIOKECHHE HA THA3UIHH JHYPETHLIMH,

Puazoxcuo BKIIOMHTEHO XHWAPOXJIOPOTHA3HMA, U OeTa-010KepH MOXe aa
MOBHILKW PUCKA OT XUNEPriIMKeMHA. THAZHAHUTE AUYPETHLH,
BK/IOYHTETHO XMAPOXJIOPOTHA3K, MOTaT Aa NMOBUILIAT
XHINEPTAHKEMHYHHSA €(EeKT Ha AHA30KCH/IL.

\{uxnocnopun EQHOBpEMEHHOTO NpUiarale ¢ HKJIOCIIOPHH MOXeE J1a
MOBHILIK PHCKA OT XHNEPYPHKEMHSA H YCIIOXKHEHHA Ha
nonarpara.

t{umomaxcuqnu [TuasHaHKUTE AHYPETHLH, BKIOUHTENHO XHAPOXJIOPOTHA3H,

peccmaa MOTraT Aa HamansaT OLOpeyHaTa eKcKpeLHs Ha

LIMTOTOKCHYHWTE CPEACTBA (Hanp. LMKNOGoChaMMA,
METOTPEKCAT) H Aa MOTCHUHPAT TEXHUTE MHENOCYNPECHBHH
edexru.

VIueumanucosu eauxozuou (Tnazua-vHAYLMpaHa XUIIOKaIHEMHA WIH

XHIMOMArHCe3IHCMHR MOraT fa CC H3IABRAT KJF

o

KCbpACHHH ADHTMHH.
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tlodnu KOHMPACmHu
eujecmsa

B ciy4all Ha AMYPETHK-HHAYLIHpaHa JeXHApaTalua HMa
NMOBHLIEH PHCK OT oCcTpa OBOpeyHa HEAOCTATBYHOCT, OCOOCHO
MpPH BUCOKM 03U Ka fioasure npoayKTH. IlaunenTrre tpabea
P& Ce PEXMRPATHPAT NpeaH NPHIaraHeTo Ha HOAHH

OHTPACTHH BELECTRA.

Honoobmennu cmont

AGcopbuuaTa Ha THA3UAHHTE AXYPETHLH, BKIFOYHTEIHO
XHIPOXJOPOTHA3H], C€ HAMANABA OT XONECCTPHPAMHH WIH
xonectunon. ToBa Moxke Aa A0oBeJe A0 CyDTepaneBTHUYHH
edeKkTH Ha THA3WAHUTE AuypeTHUN. [lpunaranero Ha
XHAPOXJIOPOTHA3HA H Ha HOHOOOMEHHMTE CMOJIH NOOTAENHO,
TaKa ue XUIAPOXJIOpOTHA3H Aa Ce npuiara noHe 4 yaca
npeau WK 4-6 vaca cien NMpWIOKECHHUETO Ha HOHOOOMEHHaTa
kMona, OM HAMaNMNO B3aUMONECHCTBHETO.

Jlexapcmeenu
npooOyKmMuU, noeruseatyu
CEPYMHOMO HUBO HA

KUTlA

XHNOKAIHEMHUYHHTE e(peKTH Ha XHIPOXIIOPOTHAZUA MOTAT
a OBbAAT MOBUIUEHH MPU CHBMECTHO NPWIOXKEHHE C KaTHM-
rybely NHypeTHIIH, KOPTHKOCTEPOUIH, JTAKCATHBH,
aapeHoKopTHUKOTponieH XopMoH (ACTH), amdorepuuiu,
KapOEHOKCONOH, MEHHUWIHH G U NPOU3BOIHH Ha
CaJTHLMJIOBATA KUCENHHA WIH aHTHAPHTMHULIK. AKO e
HeOOXOAKMO NPEANHUCBAHETO HA TE3H NIEKAPCTBEHHU
MPOAYKTH €AHOBPEMEHHO ¢ KOMOHHaLMATA
AMJIOMITHH/BalICapTaH/ XUPOXJIOPOTHA3K], C€ NPenopbYBa
MOHHTOPHPAHE Ha I1a3MEHUTE HUBA HA KAIHUA.

Jexapcmeenu
nNPOOYKMU, NOGIURAGAWU
CEPYMHOMO HUBO HA
Hampus

X HNOHATPHEMHYHHAT e(DEKT Ha JUYPETHLIMTE MOXKE Jla ce
VCHIU MPH CBBMECTHO NMPHIOKEHHE ¢ OTIPEICNEHH
leKapCTBEHH MMPOAYKTH KaTO AHTHACMPECAHTH,
AHTUINCUXOTHUH, aHTHENTHJIENTTHYHHA CPEJCTBA H AP.
HeobxonnuMo € NOBULIEHO BHUMAHHE NMPH ChBMECTHO
MPHAOKEHHE HA Te3H IEKapCTBEHH NPOOYKTH.

Sexapcmeenu
RPOOYKMuU, KOUmo
Mmozam oa uKoyyupam
torsades de pointes

[Mopagu pucka OT XMNOKANTHEMHSA XUIPOXJIOPOTHA3HA TpADBa
Ima ce Mpuiara ¢ NOBBLICHO BHHMAaHUE ¢ MPOAYKTH, KOUTO
MOTaT Ja MHAYUMpAT torsades de pointes, NO-CNELHANHO
anTHapuTMUUM Knac la u Knac 111, kakTo 1 HakoH
_AHTHIICHXOTHLIM.

Jlexapcmeenu
RPOCYKMU, NPUNA2aHU
3a eyenue Ha nooazpa

B13MOXKHO € 1a C€ HAJIOKH KOPUIrMpaHe Ha A03aTa Ha
lYPUKO3YPHUHHTE JIEKAPCTBEHH MPOAYKTH, ThH KaTo

XHAPOXNTOPOTHA3ZAA MOXC 4 NOKa4H HUBATA HA CCPYMHATA

CKENEeMHO-MYCKYIHU
peaaxcanmu (Hanp.

TyOoKypapHH)

(npo6enenna, MTUKOYHA KHCeNHHa. Moxe na e Heodxoaumo Aa ce yBenu4H

cy H¢HHHHP&30H H J103aTa Ha npoﬁeﬂeun,n H C}’H(bHHﬂHP%GH.

aJI0TTyPHHO) EQHOBPEMEHHOTO NpHjlarase Ha THa3HIHH AHYPETHLN,
BKJIIOMMTENHO XUAPOXNOPOTHAIH, MOXKE Ja NOBHILH
JECTOTAaTa HA peaKLUHTE Ha CBPBXYYBCTBHTEAHOCT CIIPAMO
AIONMYPHRON.
;

Memunroona HMma oTAENHH CHOOLUEHHKS 3a CJTy4YaH Ha XEMOIMTHYHA
lAHEMUA, Bb3HUKHAJA NPH €AHOBPEMEHHO npmaraﬂe Ha
XHAPOXJOPOTHA3HI U METUIAONA.

Heoenonspuzupauju [TuasuanTe, BKIHOUUTENHO XUAPOXAOP

INeHCTBUETO HA NMPOH3BOIHUTE HAa KYK
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Hpyeu Ll'uam,ume NOTEHLMPAT AHTUXHUNEPTEHIUBHOTO AEHCTBHE HA
anwmuxunepmen3ugnu  |IPyruTe aHTHXHUIICPTCH3UBHH JICKAPCTBA (HANP. 'YaHETHAHH,
Aexapcmeenu npodykmu Metwigona, 6era 6iokepy, BazoaunaraTopH, O1okepH Ha
kanuneBuTe KaHanu, ACE unxuburopu, ARB n Jlupexthu

iPennnosu Uuxuburopu [IPH]).
IIpecopnu amunu (Hanp. [XHAPOXJIOPOTHA3HA MOKE Jla HAMAIH OTrOBOpa KbM
OpafpeHanuH, NpecopHH aMHHH KaTo HopaapeHanuH. Knunuunara
EﬂpﬁHﬂﬂHH) BHAYUMOCT Ha TO3H €(PEKT € HEOTIPCAC/ICHa U HE €

lnocTaThYHA 3a MPEKpATABAHE HA TAXHATa ynorpeda.

\Bumamiin D u xaryueeu [[IpunaraHeTo Ha THa3HAHK AUYPETHLH, BRTIOYHTEHO
lconu XHAPOXJIOPOTHA3K], ¢ BUTAMUH D WK ¢ KanuuesHu cosu
IMOJKE J1a MOTSCHUMPA NOKAYBAHETO Ha CEpYMBHA KALHH.
ENHOBPEMEHHOTO NPUNIOKEHHE ¢ THASHAHH NHYPETHLIM
IMOXKE [a JOBEAC A0 XHNEPKATLMEMHS NIPH NALHEHTH
Mpeapa3noNiOKEHH KbM XHNEPKAILHMEMHA (Hanp. npU
XMIMEPNapaTHPEOUAN3BM, 3TOKa4ECTBCHH 3a0015BaHMA WIH
BUTaMMH D-MeaHHpaHH CbCTOAHWA) Ype3 NOBULUABAHE HA

TyOynHaTa Kanuuea peabcopbuus.

Heouno 6aoxupane na PAAC c APb, ACE unxubumopu wiu anuckupen

JlaHHH OT KIHHHYHH NpPOYYBaHHA NMOKA3BaT, 4 ABOHHOTO Oa0kupaHe Ha PAAC upe3 xoMOHHHMpaHaTa
ynotpeba Ha ACE unxuburopu, APb wnu anucKUpeH ce CBbP3Ba C N0-BHCOKA YECTOTa HA HEXENAHH
¢bOMTHA, KaTO HANPUMEDP XHTIOTOHMA, XUTIePKATHEMHA W HaManaBaHe Ha OnOpeuHaTa PyHKuums
(BmOuHTENHO ocTpa OBOpeYHa HeAOCTATHYHOCT), B CPaBHEHHE ¢ ynoTpedara caMo Ha €HO
cpeacTBo, aekcTramo BupXy PAAC (Bx. Toukn 4.3,4.4 1 5.1).

46 DPepTHARTET, OPEMEHHOCT H KbpMeEHe

BbpeMEHHOCT
Amaoouniu

Be3zonacHocTTa Ha aMITIOJAMNHH 110 BpeMe Ha OpPEMEHHOCT NPH Xopa He € ycTaHOBeHa. B npoyyranus

NPH >KHBOTHH, TIPH BUCOKM A03U € HabJioaBaHa penpoayKTUBHA TOKCHYHOCT (BK. TOUKa 5.3).
[Ipunoxenne 1o BpemMe Ha OPEMEHHOCT C€ MPENOPbYBa CaMO KOraTo HaMa no-6e3onacHa aITepHaTHBa

¥ Koraro OonecTra cama 1o cede CH HOCH NMO-TONAM PHCK 3a MalKaTa H TUIoAa.

Bancapman

Ynotpebara Ha anrHoTeH3uH 1l peuentopHu 6nokepu (AIIPb) He ce npenoprusa no BpemMe Ha ITbpPBHA
TPHMECTBHP Ha OpeMeHHOCTTa (BXK. Touka 4.4). Ynorpebara Ha AlIPb e nporuBonokasana no speme Ha
BTOPHA U TPETHA TPUMeECTHp OT OpemMeHHOCTTa (BXK. TO4KH 4.3 U 4.4).

EnnaeMHONOrHYHHTE JAHHH 38 PUCKA OT TEPATONEHHOCT ciel ekenosuuug Ha ACE wHxuOHTOpH No
BpEME Ha ITbPBHA TPHMECTBP OT OPEMEHHOCTTA HE BOJAT A0 OKOHYATENHH 3axmoueHud. Bee nak,
JIEKO NMOBHILIEHHE Ha PHCKA HE MOXKeE Aa CC U3KIMO4YH. BBIIPEKkH ue HAMA AaHHH OT KOHTPOJIHPaHH
eNMUAEMHONIOrHYHH TTPOYYBaHHA 3a pucka npH aHruotreH3uH 1l peuentopuuTe 6nokepu (AlIPb)
noacbeH pHck MOXKe 1a CBLIECTBYBA 3a TO3H KJAC IEKAPCTBEHH NpoaykTu. OCBEH ako
npoab/pkasaHeTo Ha AIIPD TepanusaTa ce cMETHE 3a )KM3HEHO BAXHO, MALUEHTH C rm
OpeMeHHOCT TpAOBa A4 MPEMHHAT HA ANTEPHATUBHO AHTHXHINEPTEH3IUBHO neqeme
ycTaHoBeH npodun Ha be3onacHOCT npH OpeMeHHOCT. AKO C€ YCTaHOBH 6peMeHH
AIIPE tpa6Ba aa ce npeycTaHOBH He3a0aBHO H, aKO € YMECTHO, Ja Ce 3alQUHe ¢
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Excnosnusata Ha AIIPB no BpeMe Ha BTOpHA M TPETUS TPHMECTBP Ha OPEMEHHOCTTa MOXKE /1a
aoseae Ao GeToToKCHUHOCT (HaManeHue Ha 6b6peunara pyHKUHS, OIMrOXHAPAMHHOH, 3abaBeHa
ocH(HKalMg Ha Yepena) U HeoHaTalHa TOKCHYHOCT (6bOpeyuHa HeIOCTAThUHOCT, XMIIOTOHHA,
XHMepKaniHeMus ) (BX. Touka 5.3).

B ciyuait ue ce yctaHOBH ekcno3nims Ha AIIPB ot Bropus TpuMecThp Ha OPEMEHHOCTTA, ce
npenophyba MpoBepka Ha 6b0peuHaTa GyHKUHMS U Uepena Ha IUT0Aa 4Ype3 yATpa3ByK.

Hosoponeru, uyniito Maiiku ca npiemanu AIIPB, Tpa6Bsa BHHMaTenHO Aa 6baaT HabmonaBaHM 3a
XHNOTOHUA (BX. TOUKH 4.3 1 4.4).

Xuopoxnopomuda3uo
MMa orpaHHyeH OMUT OTHOCHO yrnioTpebaTa Ha XHAPOXIOPOTHA3HA NO BpeMe Ha OpeMeHHOCT, 0co0eHo
npe3 MbpBHA TpUMECTHP. [IpoyuBanusTa Py KHBOTHH Ca HEAOCTATHHHH.

XHapox10poTHa3u NMpeMHHaBa rnpe3 rnaunenrtara. B3 ocHoBa Ha papMakoNOrHYHHA MEXaHH3bM Ha

NeNCTBHE HA XUAPOXJIOPOTHA3K], yiioTpebaTa My Nnpe3 BTOPHS H TPETHA TPUMECTBP MOXKE 1a HapylUH
deronnaleHrapHaTa nepdy3us u Aa aoseje 10 PeranHH ¥ HEOHATAIHH €(eKTH KaTo XWITCHHLA,
HapYLIEHHUs Ha eJIEKTPOJUTHHUA GanaHC H TPOMOOLIMTONICHHS.

Amnoounun/earcapman/Xudpoxaopomuazuo
JIuncea onut ¢ ynorpebara Ha A30nma HCT npu OpeMeHnn. Br3 ocHoBa Ha ChILECTBYBAILMTE JAHHH
OT MPOYYBAHHKSA C OTAEIHUTE KOMIOHEHTH, ynoTpebata Ha A36uma HCT He ce npenopsuBa npes

TBPBUA TPHMECTBP OT OPEMEHHOCTTA W € ITPOTHBOMOKA3aHA NPE3 BTOPHA H TPETHA TPUMECTLD OT
OpeMeHHOCTTA (BK. TOUKH 4.3 ¥ 4.4).

KbpMeHe
AMJIOOHNHE Ce eKCKpeTHpa B KbpMaTa npu xopa. Hactra ot fo3aTa Ha MaifkaTta, Nnojry4yeHa ot

KbpMayeTo, € H34HUCAECHA C HHTEPKBapTHAEH AHana3zoH 3 — 7 %, ¢ makcuMyM 15 %. EdexteT Ha
AMJIOAMITHH BBPXY KbpMaueTaTa € HeusBecTeH. Jluncear qaHHH OTHOCHO ynoTpebaTa Ha BajicapTaH no
BpeMe Ha KbpMeHe. XHUIPOXJIOpOTHA3HA €€ EKCKPETHPA B KbPMAaTa B MAIKH KOTMYECTBA, BHR BHCOKH
OO3H THa3WAUTE NPEeIN3BUKBAT MHTCH3HBHA HYPe3a H MOTaT Jia IOTHCHAT o0pa3yBaHEeTO Ha KbpMara.
A36uma HCT He ce npenopbuBa no BpeMe Ha KbpMeHe. Ako A3duma HCT ce nprnara no Bpeme Ha
KbpPMEHeE, No3UTe TpAOBa Ja O6BAAT KONKOTO ¢ MOXke NO-HUCKHM. IlpeanounTa ce arTepHaTHBHA
TepanHa ¢ yCTAHOBEH Npodii Ha He30MacHOCT MO BpEME Ha KbpMEHE, 0CODEHO NPH KbPMEHE Ha

HOBOPOAEHH H NPEXKAECBPEMEHHO POJAEHH JICLIA.

DepTIINTET
Hama KIHHHYHH NPOYYBAaHHA OTHOCHO BiuAHHETO Ha A36uma HCT Bbpxy ¢eprunurera.

Barcapmanu

Bancapran Hama HexXenaHd ¢eKTH BbPXY PenpoayKTHBHATA CNOCOOHOCT HA MBXKKH M XKEHCKH
IUIbXOBE NpPH NpHeM Ha nepopainu Ao3M 1o 200 mg/kg/neH. Ta3u no3a e 6 MbTH MAKCHMAJIHATa
NpENOPBYHTENIHA A03a TIPH XOpa, onpe/eneHa Ha 6aza mg/m? (M3UHCIEHHETO € 3a NiepopasiHa 103a OT
AMro0unux

320 mg/naen n 60 KHIOrpaMoOB MALMEHT).
X ﬂ-\\l“ﬂ !75\
[Tpy HAKOHW NALIKEHTH, JIEKYBaHH ¢ ONI0OKEpH HA Ka/LIMEBHTE KaHaJIH, ca ChOOILECHH 7 " ,%
O6MOXHMMUYHH NPOMEHH B IMIABUYKATA Ha cniepMaTo3oManTe. KNHHHYHHTE JaHHH G 1t # . \
|

* ~ f:;a |5
OTHOLLIEHHE Ha NOTCHUHATHHS eeKT Ha aMIOAMNHH BBpXY pepTununTeta. [lpH e oY f;:
IUTEXOBE Ca YCTAHOBEHH HEXKENIaHH €DEKTH BbPXY (hEPTHIHTETA NPH MBXKKHTE (

—
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* - X ) . .‘.
' 1:" i I-u' n! ’ "

N
13 e




4.7 Edextn BLpxy cnocofuocTTa 32 modupane 1 pabora ¢ MAMHANA
[TaumenTHTe, KouTo npuemMat Az6uma HCT u wodupar wnu paborat ¢ MmamuHHM Tpabsa na uMat
NpeaBul, Y€ NOHAKOra € Bb3MOXHO 14 ce MOABAT YMOpa M 3amMaiiBaHe.

AMJIOIUMIIHH MOXKE [a NOBMse B cnaba Ao yMepeHa creneH cnocobHocTTa 3a wodupaHe  paboTa ¢
MaLIHHH. AKO naiueHTHTe, npHemawiy A3ouma HCT, nonyuar 3amaiisaHe, riapobonue, ymopa Win
rageHe, cmocoOHOCTTA UM 1A pearnpaT Moxke Ja Oplec HapylleHa.

4.8 HexeNaHH J1eKapCTBECHH peakndn

[IpodpunbT Ha He3onacHocT Ha A3Ouma HC'T, npeacTaBeH no-goiry ¢¢ OCHOBaBa HA KIMHUYHH
npoy4saHni, nposeaeHy ¢ Az6uma HCT u nozratuTe npoduan Ha 6€30NaCHOCT Ha OTAEIHKTE
KOMITOHEHTH aMJIOJAHITHH, BAJiICAPTaH M XHAPOXJOPOTHA3HA.

06006111eHKe Ha poduna Ha He30nacHOCT
Be3onacHocTTa Ha aMIOAMITUH/BANICAPTAH/ XHAPOXJIOPOTHA3H], € OLIEHEHA NPH HEroBaTa MaKCHMAaNHa

no3a 10 mg/320 mg/25 mg B X012 Ha €AHO KOHTPOJIUPAHO KPATKOCPOUYHO (8 ceAMMIIH) KITHHHYHO
npoyusase ¢ 2 271 nmaumeHTH, 582 oT KOMTO NpHeMaT BaJICAPTAH B KOMOHHALIMA C AMJIOLHITHH H
XUApOXnopoTuasua. Hexenanure peaku KaTo LANO Ca OWIH JIEKH H MPEXOIHH [0 XaPaKTEP U CaMo
B peIKH ClIy4aH ca Hajlarajld [peycTaHOBsBaHe Ha neyeHnero. [1o BpeMe Ha TOBa AKTHBHO
KOHTPOJHPAHO KIMHUYHO M3NHTBaHe HaH-4eCTHTE MPHUHHH 34 MPEYCTAHOBIABAHE HA IEUEHHETO C
A36uma HCT ca 6munn 3amasHocT W XxunotoHud (0,7 %).

Ilo BpeMe Ha 8-ceAMHYHOTO KOHTPOJHPAHO KIMHHYHO NpOYYBaHe He ca HabnoaaBaHH 3HAYHUMH HOBH
WIH HEOYaKBaHH HEXKeJIaHH JIEKAPCTBEHH PEAKLHH B CPABHEHHE C H3BECTHHUTE MPH MOHOTEPANUs HIH
KOMOMHHpAaHa TEepanHs ¢ OTAEITHHTE KOMIIOHEHTH.

ITo BpeMe Ha 8-ceAMMUHOTO KOHTPOJHUPAHO KIHHUYHO Mpoy4yBaHe HabnroaaBaHHTe MPH
koMOuHaLMaTa A30uMa HCT mpomenu B 1abopaTopHUTE NoKa3aTenH ca Ol MUHHMAIIHH H B
CHOTBETCTBHE ¢ PapMaKoNOrMUHUS MEXaHM3BM Ha ACHCTBHE Ha OTAECNHUTE KOMMOHEHTH. Hannuuero
Ha BaJicapTaH B TpoiiHaTa KOMOMHaLMA oTcnabBa XHNOKATMEMHYHHA €EKT Ha XHAPOXIOPOTHA3HIL,

TabnnueH CNHCHK HA HEXKENAHUTE PEaKLHH
Cnenpatuyre HeXeNlaHH peakImH, H30poeHn cnopea cHcTemMo-opraiiy Kiacose no MedDRA u

yecToTa, ce oTHacAT 3a A3buma HCT (amnoannun/pancapran/HCT) n nooTaenHo 3a aMNOANIIHH,
pasicapradH U HCT.

Msoro yectu: >1/10; yecti: >1/100 no <1/10; newect: >1/1 000 g0 <1/100; peakn: >1/10 000 no
<1/1 000; muoro peaku: <1/10 000, ¢ Hen3BecTHA YyecTOTa (OT HATHYHHTE AAHHU HE MOXe na Obae
HaIpapeHa OLICHKa),

MedDRA HexenaHu peaknan YecToTa
CHCTEMOOPTraHHH A306ema | AmjgoaunuH | Baacapram HCT
KJIacoBe HCT
Heonnazmu — nob- HemenaHOMEH pak Ha - - -
POKAUYECTBEHH, KOXAara
3JIOKA4EeCTBEHH U (bazanHokneTbrueH
HEOMpeaeseHd (BKN. | KapLKHOM K
KHCTH H MOJIMIH) CKBaMO3HOK/IETBYEH
KapLIUHOM )
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Hapyuienns Ha ArpaHyJIOLIMTO34, - - - MHoro
KpbBTa U NHM(HATa | KOCTHOMO3bYHA PEAKH
cucremMa HENOCTATHLYHOCT
[MonmxkeH xeMornobUH U | - - C -
X€MaTOKPUT HEU3BECTHA
4eCTOTA
XeMONUTHYHA AHEMHSA - - - MHoro
PEAKH
JlerkoneHus - MHoro peaku | - MHuoro
peaxu
Heyrponenus - - C -
HEH3BECTHA
| 4eCcTOoTa
TpombounToneHus, - MHoro peaku | C Penku
MOHAKOra ¢ mypnypa HCH3IBECTHA
4YeCcTOTa
ATUIaCTHYHA aHEMMA - - - C
HEeH3BECTHA
' YeCTOTA
Hapywenus Ha CBpbX4yBCTBHTENHOCT - Muoro peaku | C MHoro
UMYHHaTa CHCTEMA HCH3BCCTHR | peaKH
4eCTOTA
Hapyuienus Ha AHOpeKcHA HeyecTH - - -
meTabonuimMa XunepKalueMus HeuecTH - - Penxu
XPAHCHCTO XHnepriivkeMus - MHoro - Peaku
pPCAKH
| Xunepnunuaemus Heuectu - - -
XHUIIepypHKEMUA Heuectn - - YectH
XHMIOXNIOPEMHYHA - - - MHuoro
ajKanosa | PEAKH
XHnokanueMus YectH - - MHoro
YECTH
XHNOMarHe3sueMus - - - | Yectn
XHIOHATPHEMHS HeuectH - - YectH
| BnowapaHe Ha anabera - - - Peaku
ITcuxnunu Henpecus - Heuect - Penku
HapyleHHs HucomHua/HapyieHus Ha | HeuecTH HeuecTu - Penku
ChHA
IlpoMeHn B HacTpoeHHeTO | - HeuecT -
| O6bpkaHocT - Penkn - -
HapyuwieHusa Ha KoopauwHauMOHHH HevectH - - -
HEPBHATA CHCTEMA HapyLWeHHA
3amasHOCT YectHt YectH - Penku
[MocTypanna 3amasHocT, | HeuecTH - - -
3aMasHOCT NpPU yCHIIHE
Hucreysus HedecTn Heuectu - -
ExcrpanupaMuaHa - C
CHMITTOMATHKA HeH3BECTHA
4eCTOoTa
['naBobonue YecTH YectH
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XUneproHus - MHoro - -
pelKH
Jleraprus Heuectn - - -
 Ilapectesuu HeuecTH HeuectH - Peakn
Hepudepua Hepponarus, | HeuectH Muoro - -
HEBpOMATH PEAKH
COMHOJ/IEHTHOCT | HeuecTn YecTH - -
CHHKon Heuectn | Heuectn - -
Tpemop - | Heuectn - -
_ | XHmoecTesus - HeuectH - -
Hapyienns Ha ounte | OcTpa 3aKpHTOBI'BIHA - - - C
rnaykoma HEH3BECTHA
4eCcTOTa
3PUTENIHH HapYILLICHHA | - | Heuectn - -
- 3pHUTeNHO yBpexIaHe | HeuecTH HeuectH - Penxu
XopounaneH U3NHUB - - - C
HEH3BECTHA
| yecToTa
Hapywienus Ha yxoro | Illlym B yuiure | - HeuectH - -
H NaOHpHHTA CeeToBBpTEK HeuecTH - HeuectH -
ChplaeuHH [Tannurauuu - YectH - -
HapyllIeHHA Taxukapaus HeuectH - - -
APHTMHH (BKJIIOYHTENHO | - MHuoro - Penku
Opaaukapaus, KamepHa peaKH
TaxUKapaus U
NpeAChPAHO MBXIEHE)
Muokapaer nHdapkr - MHoro - -
_PEAKH
Copnobu Hapywienns | [louepbeHsBaHe - YecTn - -
XHIOTOHHUSA YectH HeuectH - -
OprocTaTHyHa HeuecTtn - - Yectn
XHITIOTOHKUS |
®neOuT, Tpombodnedbur | Heuecn - - -
Backynur - MHoro C -
peakH HCH3BCCTHA
_ _ 4yecToTa
PecnmipaTopnu, Kainuna HeuectH MHoro Heuectu -
rpbAHH H pefKH
MEAHACTHANHH Aucnues HeuectH HevectH - -
HapyUICHHA PecniuparopeH - - - MHoro
auctpec, Genoapoben peaxku
OTOK, MTHEBMOHHT h
OcThp pecnupaTopeH - -
OUCTPEC CHHAPOM
(OPIC) (BX. TOUKA
4.4)
PUHHUT - HeuectH
Bu3naneHo repiao HeuecTn -




CToMallHOYpEBHH Cromauien quckombpopr, | Heuectn YecTu Heuectn Penxu
HapyLlICHHS 00J1Ka B rOpHaTa 4acT Ha
- KopeMa
Jlomwt abX He4ecT - - -
[Ipomenn B upeBHaTa - Heuyectn - -
NEePHCTAIITHKA
3anek - - . Peaku
[ToHWXKeH aneTuT - - - YectH
Hnapus Heuectu | Heuectn - Peaku
Cyxora B ycTaTa Heuectn | HevyecTtn - -
Ilucnencus Yect HeuectH - -
["acTpur - MHoro - -
PCOKH
XHNepIUiazua Ha BEHUMTE | - MHoro - -
peaKH
I'anene | Heuectn Yectn - YectH |
[laHkpeaTHT - MHoro - MHoro
| pelxH pPeaKH
IloBpbilaHe HeuectH HeuecH - YectH
HHTecTHHANEH MHoro
aHTHOEeAEM i pERKH
XenarobunnapHH OTKJIOHEHHA B - MHoro C -
HapylUeHHs 4YEePHOAPOOHHUTE peaku** HEH3BECTHA
(YHKUHOHANHH 4yecToTa
NOKa3aTeJH,
BKJTFOMHTEITHO
NMOBHILIABAHE Ha
- cepyMHMs OUNHpYOnH
Xenatur - MHoro - -
peakH
HMuTpaxenaTanHa - MHoro - Peaku
XOnecTas3a, X bJITeHHIIA peAKH
Hapyuienus nHa Antoneuns - Heuectn -
KOXKaTa U AHruoeaem - MHoro peakn | C -
NOJAKOXKHATA TbKaH HEHU3BECTHA
4YeCTOTa
bynoseH nepMaTHT - - C -
HEeH3BeCTHA
| 4ecTOTa
Peakuuu, HanoaoOasaiiu | - . - MHoro
KOXKEH JTYMYC PEAKH
epuTeMaTroaec,
PEAKTHBHPAHE Ha KOXKEH
AYIIYC ePUTEMATOAEC
Epurema MynTHdopme - MHoro peaxku | - C
HEeH3BECTHa
Ex3anTeM - Heuectn
XHnepxuapo3a | Hewectr HeuectH
Peakuuu Ha - MHoro peaku
CBPBXYYBCTBHTENHOCT*
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[Ipyputyc Heuectn HeuecTn C -
HEH3BECTHA
4eCcTOoTa
[lyprrypa - HeuectH - Rare
O6pus - Heuectn C Yecrn
HEHU3BECTHA
| 4eCcTOoTa
OO0e31BETABaHE Ha KOXATa | - Heuectu - -
YpTukapust 4 Apyru - MHoro peaku | - YecTH
BHAOBE 0OpHE
HekpoTHsupall] BaCKyJIuT | - C Heu3BecTHA | - MHoro
M TOKCHYHA eNMuaepMasiHa 4yecToTa peaKH
HEKPOJIM3a
ExcdonuarinBeH nepMaTHT | - MHoro peaky | - -
CunapoM Ha - MHoro peakd | - -
Stevens-Johnson
Enem Ha Quincke - MHoro peaxu | - -
HapyiiieHus Ha ApTtpanrus - | Heuectn - -
MYCKYJIHOCKeIeTHaTa | bonku B repba He4ecTH Heuectn - -
CHCTCMA H OToK Ha cﬁame HeuecTH - - -
CbEAHHHTEIIHATA MycxynHH cnasMH HeuectH HeuecTtu - C
TBKaH HEeU3BECTHA
4YecToTa
MyckynHa caaboct HeuecTn - - -
Mpuanrus HedecTH Heuectn C -
HEH3BECTHA
| 4ecToTa
bonku B kpaiiHuuuTe Heuectn - - -
OTOK Ha rie3cHUTe - YecTH - -
HapyiiieHHa Ha [ToBHIIEH KpeaTHHUH B HeuectH - C -
6u0peuuTe u KPBbBTA HEH3BECTHA
NHKOYHHTE MbTHLLA 4YeCTOoTa
MHMKUHOHHHA HapYLIEHUS Heuectn
HukTypHs - Heuectn - -
[TonakHypus Yectu HeuectH
brbpeuna AucHYHKLHA - - - C
HEH3BECTHA
_ 4yecToTa
Octpa 616peuna HeuecTH - - C
HEAOCTATBYHOCT HeH3BeCTHa
4yecToTa
bu6peuna - - C Penxu
HEAOCTATHYHOCT U HEH3BCCTHA
YBPEKAAHE
Hapyuenns Ha HUMnoTeHTHOCT Heuectn HeuectH M JE:T&
BB3POH3BOAUTEN ['uHekOMacTHA Heuvectn
HaTa cHMCTeMa H
rbpaara
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OO0LwwM HapyLUEHUS H
edeKTH Ha MACTOTO
Ha NMPHIOKEHHE

Aba3na, HapylLICHUA B
noxoakara

Heuectn

ACTeHH

HeuecTu

HeuecTH

C

HCHU3IBECTHA
HCCTOTa

Jduckomdopr,
HEPa3NoNoXeHHE

HeuecTH

i

HeuectH

YMopa

YectH

YectH

HeuecTH

bonka B rspauTe, KoaTo
He € CRBP3aHa ChC
CBPLETO

HeuectH

HeuecTH

Otok

YecTH

YecerH

bonka

HeuecTH

[Tupekcus

C
HEH3BECTHA

YCCTOoTa

H3cnhenpanus

S

[TopHiIaBaHe HA
JHITHOAHTC

MHoOro uectu

[lopuinasaHe Ha ypesATa B
KpPbBTa

HeuecTH

Ilosuinarane Ha
NUKOYHATA KHCENHHA B

KpbBTa

Heuvectn

I 'moxo3ypus

Penxu

ITonuxeH xanuit B KpbBTA

Heduectn

[ToBuieH Kanui B KPBBTA

C

HCH3BCCTHA
HECTOTA

HannasaHe Ha Terao

HeuectH

HeuvectH

CnanaHe Ha Terno

Heuecrn

* Broxre Touka 4.4 “OOTOUYBCTBUTENIHOCT
** Haii-4yecTo CBLP3aHO ¢ X0NecTasa

Onucanne Ha H3OpaHH HEXENAHW PEaKIIUU

HeMmenanoMeH pak Ha koxkara: Bs3 OCHOBA Ha HATMYHHTE JAHHH OT EITUAEMHOJOIHYHH NPOYYBAHHA €
HabmioAapaHa 3aBHCHMA OT KYMYJIaTUBHATA J03a Bpb3Kka MEKAy xuapoxnoporuazua 4 HMPK (Bx.
CbIIO TOYKH 4.4 H 5.1).

CroblaBaHe Ha NOJO3UPAHU HEXKENAHH PeaKLIMM

Crol1aBaHeTo Ha NOAO3MPAHH HEXEJIaHH PeaKLMH ClIe[ pa3peliaBaHe 3a yrnorpeda Ha JTCKapCTBEHHS
NMPOAYKT € BaXXKHO. ToBa Mo3BoJiABa a NPOAbIDKHA HAOMIOACHHETO Ha ChOTHOLLIEHHETO NOM3a/PUCK 32

nexapcTBeHHA NpoaykT. OT MeNLIMHCKUTE CIIEMATHCTH C€ H3UCKBA Aa choO1IaBaT BCAKa
noao3vpaHa HexenaHa peakuus upe3 M3nbiaHuTenHa areHuus no aekapcreara yia. . Jlamsn I'pyes” Ne

8, 1303 Codus, Ten.: +35 928903417, yebeaiiT: www.bda.bg.

4.9 Hpenozupane

CUMIITOMH

HsiMa onuT cBbC clyuau Ha Npeo3HpaHe ¢ aMIOAMIIMH/BaJicCapTaH/ X HApOXJIOPOTHAS
CHMITTOM Ha Npeao3upaHe ¢ BaJcapTaH BEPOATHO € H3pa3eHa XUNOTOHHA H 3aMasH
[IpenosupaHeTo ¢ aMIOOUIIHH MOXE J1a AOBEAE N0 €KCTPEMHA neprudepHa Ba3oInN
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pedaexcHa Taxukapausa. MMa croOlueHus 3a ciryyad Ha H3pa3eHa H NOTCHUMATHO NMPONIOHTHpaHa
CHCTEMHA XHIMTOTOHHA, BKIIOYHUTENHO LIOK ¢ daTaneH H3XO0A NpH NpEeAo3Hpase ¢ aMIOAHNHH.
HekapauoreHen 6enoapobeH oTok ce cprobiuasa pAAKO KaTo NnociaeatLia oT Npeao3upaHe ¢
aMJIOJIMITHH, KOHTO MOJXeE J1a ¢€ nposBH Cbhe 3a0aBeHO Havano Ha edekTa (24-48 yaca cnen
NOrNbLIAHE) H A H3HCKBA U3KYCTBEHA BEHTHIaUKA. PAHHHTE peaHHUMAallHOHHH MEPKH ( BIJTIOYKHTENHO
HATOBRApPBaHEe C TEYHOCTH) 3a NOAALPKaHE Ha nepdy3naTa H ChbpACHHHA JeOHT MoraT aa 6baar

yCKOpsBallx PakTopH.

JleueHHe

Amaoounun/Bancapman/Xuopoxaopomuazud

KnuHu4HO 3HAYKWMATA XUNIOTOHYSA MOPaJHy Npeao3HpaHe Ha
aMJIOARNHH/BAJICApTaH/XHAPOXIIOPOTHASH U3UCKBA AKTHBHA ChPAEYHOCHAOBA peaHHMAalLH1,
SKAHOUBALIA YeCTO MOHHTOPHpAHE HAa Chp/IeUHATA U JUXaTenHa QyHKIUs, IOBAUraHe Ha KpaHHHLIMTE
¥ BHHMaHHE MO OTHOIlIEHHE Ha LIMPKYJaTopRHA 00eM 1 adypesarta. [IpunoxkeHueTo Ha
BA30KOHCTPHKTOP MOJXE a € OT 10132 332 Bb3CTAHOBABAHE HA CHJOBHA TOHYC H aPTEPHANHOTO
Handrase, B ¢Ty4aii 4e HiMa NPOTHBOMOKA3aHUA 38 MPHIOKEHUETO My. MHTpaBeHO3HOTO
MPUIOKEHHE HA KAJILMEB [IIOKOHAT MOXE JIa € OT MOoJI3a 3a NpeofioNaBaHe Ha epexta oT bnokanara Ha
KalllHEBUTE KaHAJIH.

AmMroounun

AKO NPOAYKTHT € NOTbJIHAT HACKOPO MOraT ja ce 00ChKIaT CTHMYJIHpaHe Ha MOBPLIIAHETO UITH
CTOMALIHA NPOMMBKA. [IpUnokeHUeTO Ha AKTUBEH BHIJICH NPU 3paBH J0OPOBOJILIM HEMOCPEICTBEHO
WM JI0 ABa Yaca cJie NOrTblaHeTO Ha aMJIOAMITHH 3Ha4MMO HaMangsa abcopObuusaTa Ha NpoayKTa.
AMIOANITHH HE MOKe Aa OBblie OTCTpPaHEeH Hpe3 XeMOAHANH3A.

Bancapmanu
BancapraH He MOXe 1a Obae OTCTpaHEH UYpe3 XeMOAHAIH3a.

Xuodpoxiopomuazuo

[Ipeno3upaHeTo ¢ XHAPOXJIOPOTHA3H] € CBBP3AHO ChC 3aryba Ha eNEKTPOIUTH (XUNOKANHEMHS,
XHIOXJIOpEMHA ) H XMITOBOJIEMHSA B Pe3YyJITaT HA €KCUECHBHATa AHYpe3a. Hal-yecTHTe NpH3HALIM H
CHMITTOMH Ha NPEAO3HUPAHE Ca raICHE U CHHIKBOCT. XHITOKAIMEMHATA MOXE J1a NPCOU3BHKA
MYCKYJIHH CMa3sMH W/HIIHM H3pa3eHa CbpACYHA apHTMHA, CBLP3aHa ¢ €AHOBPEMEHHATaA ynoTpeba Ha
JIMTHTAJTHCOBH INTHKO3HAK UM ONpPE1eNCHA AHTHAPUTMHYHH JICKAPCTBEHH NPOAYKTH.

He e ycraHOBeHa cTeneHTa Ha OYHCTBAHE HA XKAPOXJIOPOTHA3HA NPH XEMOTHAIH3A.

5. ®OAPMAKOJOIHYHHU CBOMCTBA

5.1 PapMAKOAHHAMHYIHH CBOHCTBA

dapMaxkoTepaneBTHYHA rpyna: CpeacTsara, AEHCTBALIH BbPXY peHHH-aHTHOTEH3HHOBATA CHCTEMA,
aurvoreHsdH 1l peuenropHu aHtaroHucTH, gpyru kombOuHauuu, ATC kon: CO9DXO0].

MexaHH3IbM Ha JEHCTBHE
A3buma HCT e koMOUHaLUs OT TPH AaHTUXHMINIEPTEH3HBHU CHCTABKH ¢ AOMBJBALL CE M€

KOHTPOJ1 H8 apTEPHATHOTO HANISTaHE MPH NALIHCHTH ¢ €CCHUHATTHA XUIEPTOHHA:
NMPUHAIEKH KbM K1aCa Ha KAJILMECBHTE aHTArOHUCTH, BaJICApTaH KbM KJiaca Ha
peLenTOpHUTE OIOKEPH, 4 XHAPOXJIIOPOTHA3K KbM KJ1aca Ha THa3HIAHUTE JHY
Ha Te€3H ChCTABKH HMa A/IUTHBEH AHTHXHIIEPTEH3HBEH €JEKT.
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AmnonunvH/Bancapran/ XJIO a3
Knunuuna echuxacnocm u bezonacnocm

AMJIOAMITHH/BAICAPTAH/XUAPOXJIOPOTHASZH] € HINUTBAH B ABOHHO-CIIANO, AKTHBHO KOHTPOJIHPAHO
NPOYYBAaHE MPH MALMEHTH ¢ XUNepToHua. 0610 2 271 naunHeHTH ¢ YMEPEHa 10 TEXKKA XHNEePTOHHA
(CpeAHOTO M3XOAHO CHCTONMHO/AKACTONHO apTepHanto Hansrane € 6uwno 170/107 mmHg) ca 6unn
NeKyBaHH ¢ aMIOARMHH/BanicapTan/xuapoxnopotuasia 10 mg/320 mg/25 mg,
pacapral/xuapoxnopornasua 320 mg/25 mg, amnoaunun/sancaprad 10 mg/320 mg win
XHIPOXJIOPOTHA3KA/aMNOAMITHH 25 mg/10 mg.

B HawanoTo Ha NPOy4BAHETO HA NALIMEHTHUTE ¢a OWIK HA3HAYEHH NO-HMCKH A03H OT NPEANMHCAHHTE HM
TepanesTUYHH KOMOMHAUMH ¥ BNOCJICACTBHE Ha 2 CEMHLIA Ca THTPHUPAHH 110 MBJIHHTE HM
TEPAneBTHYHH J03H.

Ha 8-Ma ceamMuua cpeHOTO NOHMXKABAHE HA CHCTOJNHOTO/AHACTOTHOTO apTepHAIHO Hajsrane e Suio
39,7/24,7 mmHg ¢ amnoaunux/sancapran/xuapoxsioporuasui, 32,0/19,7 mmHg ¢
Bancapran/xuapoxnaopornasua 33,5/21,5 mmHg ¢ amnoaunue/sancaprad ¥ 31,5/19,5 mmHg ¢
aMJIOZHNMH/XHUApOXNopoTHasi. TpoiiHaTa kKOMOHHALMA NPEeBB3X0XKIaMa CTATHCTHYECKH 3HAYHMO
BCAKa eJHA OT TPHTE ABOWHU KOMOUHALIUH B NOHWIKABAHETO Ha ANWACTOIHOTO U CUCTONHOTO
apTepHaiHO HansraHe. [loHWwkaBaHETO Ha CHCTOIHOTO/AMACTONIHOTO apTEpHANTHO HAAraHe ¢ A3buMa
HCT e 6uno ¢ 7,6/5,0 mmHg no-ronamMo, 0TKONKOTO ¢ BaJiCApTaH/XKRAPOXJIOPOTHA3HS, C

6,2/3,3 mmHg no-ronaMo, OTKONKOTO ¢ aMaoaunuH/Bancapran U ¢ 8,2/5,3 mmHg no-ronamo,
OTKOJIKOTO ¢ 8MITOAHITHH/ XHAPOXJIopoTHa3HA. ONTHMANTHHUAT aHTHXHUIEpTEeH3HBEH edekT ¢ Oun
NOCTHUTHAT ¢Jie] 2 CeAMHYEH MPHEM Ha MaKCUMandara 1o3a

aMJIOAHITHH/BasicapTaH/ XHApOXJaopoTHa3Ha. CTaTUCTHYECKH MO-roJisM MPOLECHT NaLUeHTH ca
NOCTUTHAIH KOHTPON BBPXY apTepPHANHOTO ¢H HansaraHe (<140/90 mmHg) ¢
aMJIOAHNUH/BasicapTan/xuapoxnoporrasu (71%) B cpaBHeHHE € BCAKa €Ha OT TPHTE ABOHHH

komOuHauum (45-54%) (p<0,0001).

B noarpyna ot 283 nauueHTH, aHANK3, GOKYCHpaH BLPXY aMOYJIATOPHOTO MOHHTOPHpaHe Ha
apTEPHANTHOTO HaJIATaHe, € MOKa3aHO KIHHHYHO M CTATUCTHYECKH NMO-TONIMO MOHIKEHHe Ha 24-
YaCOBOTO CHCTOMHO H JHACTOIHO apTEPHATHO HAJIAraHe, NpH JieueHHe ¢ TpoiiHaTa KoMOHHAaLMA

CNIPAMO BaJCapTaH/XHAPOXIOPOTHA3KH, BAJICAPTAH/aMIOAMIIHH U XHAPOXJIOPOTHA3HA/aMITOAHIIMH.

AMIOIUITHH
Mexanuzrvm Ha oeticmeue

AMIOIMITUH, KOHUTO BiiM3a B ¢beTaBa HA A36uMa HCT uHxuOupa TpaHcMeMOpaHHOTO HABNHU3aHE Ha
KaJILHEBH HOHH B ChPACYHHTE H ChAOBHTE IMajKH MyCKYJIH. AHTUXHIIEPTEH3UBHOTO AECHCTBHE HA
aMIIOAKITHH Ce AbJIKH HAa JHPEKTHHA pellakcupalll €PeKT BbpXY ChAOBUTE ITIAJKH MYCKYJIH, KOETO
BOAHW IO HAMAIIABAHE HA CHAOBOTO CBIIPOTHRIEHHUE H OTTAM HA apTEPHANHOTO HANIATraHe.

Dapmakoounamuunu egexmu

ExcnepuMeHTaIHH JaHHH MOKA3BAT, Y€ aMJIOAHUITHH C€ CRLP3Ba H C AUXHIPONMUPHAHHOBHTE H C
HEAUXHAPOMHPHAWHOBHTE MECTa 3a CBEp3BaHe. [IpoliecHTe Ha CLKpallleHHe Ha ChbPACYHHSA MYCKY H
Ha CBAOBHUTE IIAAKH MYCKYJIH Ca 3aBUCHMH OT NPHABHXBAHETO H& H3BBHKJICTHYHHUTE KAIUMEBH HOHH
B KJIETKHTE HA MYCKYJIMTE npe3 cneiudUIHH HOHHM KaHa4yeTa.

[IpunoxeHneTo Ha TepaneBTHYHA 1032 aMJIOJMITHH NPH MALIUECHTH C XHNEPTOHHA
Ba30KIATALIMA, KOSTO BOAM A0 HAMANTABAHE HA apTEePHANTHOTO HAJIATAHE B JIETHE
nonoxeHnue, Ilpn XpoHHuHa ynoTtpeba TOBa MOHWKABAHE H& apTEPHANHOTO HanNs
OT 3HaYHMH MPOMEHHU B ChpAEYHATa YeCTOTa WIH IUIa3MECHHUTE HUBA HA KATEXOE

/
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[nasMeHHTE KOHLECHTPALHH KOPEIUPAaT ¢ edexra, KakTo NpH MIaAH, Taka H MpH NalHEeHTH B
CTAPYECKA BB3PACT.

[lIpn xuneproHULK ¢ HopMmaiiHa 6E0pevHa QyHKIMA, TEPANEBTUYHHTE A03H aMJIOAMNHH BOAAT 10
HaMaJisBaHe Ha 6BOPEUHOTO CHAOBO CHIPOTHRIICHHE H YBEIMYaBaHe Ha TIOMepyHaTa QUITpaUHs, U
edexTiBHUA OBOpeueH KPBLBOTOK, O€3 Na NpOMEeHAT PuTpaLiHOHHATA GpaKkLMA WIH NPOTEHHYPHATA,

Kakrto ¥ npu apyrute 6J10KepH Ha KaJILHEBUTE KAHANH, XEMOIKHAMUYHHTE H3MEPBaHHA Ha
chpaecuHaTa GYHKLMA B MOKOH H MpKH HATOBapBaHe (WIH XOACHE) NPH NALMEHTH ¢ HOpMaiHa (PYHKLIHA
Ha KAMEpHTE, JIEKYBAHH C AMJIOIMITHH, KATO 110 NOKA3BAT JIEKO NMoKayBaHe HA ChPACYHHA HHAEKC
6e3 3HaYUMMO NMOBIMABAHE HA KOHTPAKTHWIKTETa ¥ noMreHaTta ¢yHkuus (dP/dt), win na
JIeBOKAMEPHOTO W JAMACTONTHOTO HandraHe Hiiu obeM. B npoyuBanns 3a XxeMOAHHAMHKA, aMIIOAUINHH
HE C€ CBBP3Ba ¢ HEraTHBEH MHOTPONEH ©(eKT, KOraTo ce Mpuiara B rpaHHLIMTE HA TEpaneBTHYHHUTE
[O3M NPH 3APaBH KUBOTHHU U XOpa, AOPU KOraTo NpH Xopa ce Npuaara eJHOBpeMEHHO C OeTa-
O0kepH.

[Ipu 3apaBRH Xopa H KUBOTHH aMJIOAMITHHE He MPOMEH CHHOATPHANHATA HOAAIHA QYHKUHA H
ATPHOBEHTPHUKYIAPHOTO NpoBeXkAaHe. B KIHHHYHK NPOYYBaHHR, B KOUTO aMJIOJHITHH € NpiUIaraH B
koMOHHauus ¢ HeTa-01oKepH Ha MALMEHTH ¢ XHNEPTOHHA HIIH CTEHOKApAUsA, HE ¢a HabmoaaBaHu
HexeNnaHu edeKTH CpsMO NapaMeTPUTE Ha eeKTPOKapAKOrpaMara.

AMJIOAMINHH € NPOYYBAH MPH MALMEHTH ¢ XPOHWYHA CTabHIHA CTEHOKApANA, Ba30CMIaCTHYHA
CTeHOKapAHuA M aHrnorpad)cku 1oKyMeHTHpaHo 3a00n1BaHe HA KOPOHAPHHTE CHAOBE.

Knunuuna egpuxacnocm u bezonacnocm

Ynompeba npu nayueumu ¢ xunepmonus

PanpoMuanpaHo apoiHOCIANO npoyuBaHe 3a 3abonesaeMocT H cMbpTHOCT ALLHAT
(Antihypertensive and Lipid-l.owering treatment to prevent Heart Attack Trial - AHTHXUNIEPTEH3IHBHO
H NHITMAONOHWKABAIIO JIeYeHHE 3a NPOPUNAKTHKA HAa CEPACYEH MPHCTBI) € OUI0 MpOoBENEHO ¢ el
CpaBHABAHE Ha HOBWUTE TEpanuM: aMIOAMAMH 2,5-10 mg/aeH (KanuueB aHTArOHHCT) WIIH JIH3HHOMPIT
10-40 mg/nen (ACE HHXHOHTOP) ¢ THA3HIHHS AHYPETHK XJIOpTANTHAOH 12,5-25 mg/neH kaTo neueHHe
OT TLPBA JIMHHA MPH MALUKHEHTH C 1EKa 10 YMEPEHA XHITEPTOHUA.

O6wmo 33 357 nauMeHTH ¢ XHNEPTOHMA HA BB3PAcT 55 roaHHH U noseye ca OWIHU paHAOMU3MPAHU U
npocneacHH 3a cpeano 4,9 ronnnn. [auMeHTHTE Ca UMAJTH [TOHE €HUH JOITHJIHHTENEH PHCKOB (axTop
3a KOpOHapHa 6oNecT Ha ChpLETO, BKIIOYUTEHO NpeAIeCTBalll MHOKApACH HHPAPKT WK HHCYAT (>6
MeceLa NPeAH BIUTIOYBAHE B MPOYYBAHETO) WIH A0KA3aHO JPYro aTepoCKIEPOTHUYHO ChPAECYHO-CBAOBO
sabongpaHe (Haa 51,5 %), 3axapeH auaber Tin 2 (36,1 %), THNONPOTEUHH € BHCOKA [LTBTHOCT -
xonectepon <35 mg/dl unu <0,906 mmol/l (11,6 %), neBokamepHa xunepTpodpus, AMATHOCTHLIMPaHa
ype3s eJeKTpOKapAHorpaMa Wik exokapanorpagceku (20,9 %), Hacroauu mywau (21,9 %).

[TepBHYHATA KpaiiHa TOuKa € 61a CheTaBeH fokasaren OT GaTaneH KOpOoHapeH HHLIHIEHT WIH He-
daTtanen muokapaeH HHapKkT. He ca HabmoaaBaHH 3HAYHMMH pa3iH4HA 10 OTHOWIEHUE Ha
NbPBHYHATA KpaiHa TOUKA MEXy TepanuATa C aMJIOJUINHH H TEPAIaTa ¢ XJ]OpTaJ'lH,IIGH: xoeqmuuem
Ha prck 0,98 95 % CI (0,90-1,07) p=0,65. Ilpu propHUHHTE KpaHHH TOYKH, HYECTC a3 %1 hr:
HEAOCTATHYHOCT (KOMITOHEHT Ha ChCTABHATaA KOMOMHHpaHa ChpACYHO-CBbAOBA Kp g

CMrHU(HKAHTHO NMO-BUCOKA B rpyrata Ha aMJIOJUITHH, OTKOJIKOTO 8 rpynara Ha
cnpamo 7,7 %, RR 1,38, 95 % CI [1,25-1,52] P <0,001). Brnpeku ToBa, He ce
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pa3IMYKA NO OTHOLIEHHE Ha 001aTa CMBbPTHOCT MEXKOY MpynaTa Ha Tepanui ¢ aMJOIHNKH M Ta3H Ha
Tepanus ¢ xnopranuaoH RR 0,96 95 % C1 [0,89-1,02] p=0,20.

BancapraH
Mexanuzsm na oetcmeue

Bancapras e nepopajiHo aKTHBEH, MOLLEH W cneundrueH aruotTeHsun 1l peuenropen 6nokep. Toki
BhL3AeHCTBa CENEKTHUBHO BhpXY AT peUenTOpHKA MOATHUN, KOHTO € OTTOBOPEH 3a NO3HATHTE
BB3ACHCTBHA HA AHTUOTEH3HH 1.

Knunuuna edpuxacnocm u besonacnocm
[IpunoxeHHeTO Ha BAICAPTAH NPU NALMEHTH C XHINIEPTOHUA BOJIH 10 MOHWXKABaHE HA apTEPHAIHOTO
Hanarase 6e3 NOBJHABAHE HA MYJICOBATa YECTOTA.

[Ipu noBeueTO NALMEHTH, Ce/l €AHOKPATEH MEepOpaIEH NpHEeM, HAYAIOTO Ha AHTHXHIIEPTEH3HBHOTO
NeiicTBHE € B paMKHTE Ha 2 4aca, a [THKa B IOHDKABAHETO HA apTEPHATIHOTO HAJIAraHe C€ JOCTHIa B
paMKHTe Ha 4-6 yaca. AHTUXHIICPTEH3UBHUAT €PeKT NMpoaAwDKaBa Han 24 yaca ciea npiema. Ilpu
peloBeH NpUEM MaKCUMyMa B peyKilUATa Ha apTePHAIHOTO HANAraHe ¢ BCAKa 1034, KaTo Lo, Ce
MOCTHIra B paMKHTE Ha 2-4 ceIMMLH.

XHUAPOXJIOPOTHA3HA
Mexanuzsm na oelicmeue

OCHOBHOTO MACTO Ha ACHCTBHE Ha THA3UIHHATE AHYPETHLH CA THCTAJTHUTE H3BHTH KaHAJI4YETa B
6u0peka. JlokasaHo e, ye B ObOpeuyHaTa kopa CbliIeCTBYBa PEUENITOP € BUCOK aPpHHMTET, KOHTO
NpeacTaBIsBa OCHOBHOTO MACTO HAa CBBP3BaHe 32 ACHCTBHETO HA THA3HAHUTE JUYPETHLIM U 32
nHxuOupaHe Ha TpaHcnopra Ha NaCl B aHcTanH1TE H3IBHTH KaHanyeTa. THa3HAHHTE AHYPETHLH
neicTBat ype3 HHxuOupaHe Ha Na'Cl" cumnoprep, BEpOATHO Upe3 KOHKYpHUpaHe 3a MACTOTO 3a
ceep3Bane Ha Cl°, H Mo TO3W HAYMH NOBIMABAT MEXAHH3MHUTE Ha eEKTpOaUTHA peabcopbums:
AUPEKTHO NMOBHILABAAKH €KCKpELUSTa Ha HATPHUii U XJ10p B NMpHOJIH3UTENHO €AHAKBA CTENEH H
HHAHPEKTHO 4pe3 ANYPETHYHOTO CH OEHCTBHE, HAaMaIABaiKH ILTa3MeHHs 00eM ¢ nocneasaino
MOKAYBaHE HA TUIa3MEHATa PEHHHOBA aKTHBHOCT, CEKPELIHA Ha a/lJOCTEPOH M 3aryba Ha KaHii ¢
ypHHATa, KAKTO H HAaMaJISBaHE HA HUBATA HA CEPYMHUA KaTHMH.

Hemenanomen pak na xoxcama

Bb3 ocHOBA Ha HAJIWYHHUTE JAaHHH OT ENMHAEMHONOTHYHH NpOY4YBaHHA € Ha0nloaaBaHa 3aBUCHMA OT
KyMYJIaTHBHATA J03a Bpb3Ka mexay xuapoxnoporuasug H HMPK. Eano npoyuyerane sxmousa
nonynauus, ceetosiia ce ot 71 533 cryuan Ha BKK u 8 629 ciryyan Ha CKK, u nonmynains ot
croTBeTHO 1 430 833 1 172 462 nogxoadim KOHTpoJH. BUcokaTa ynotpeba Ha XHAPOXIOPOTHASHA
(xymynatuexo 250 000 mg) e cebp3aHa ¢ kKOpHrupaHo oTHoweHue Ha wancosere (OR) 1,29 (95 %
TH: 1,23-1,35) 3a BKK u 3,98 (95 % JIN: 3,68-4,31) 3a CKK. HabmopaBana € acHa Bpb3Ka
KyMynaTHBHa 103a-0Troeop kakTo 3a BKK, taka u 3a CKK. JIpyro npoyupaHe nokassa Bb3MOXKHa
Bpb3Ka Mexay paka Ha yeTHUTE (CKK) 1 excnozpumara Ha XUaApoxnopoTHasKA: 3a 633 ciydaH Ha pak
Ha YCTHUTe e noabpaHa nomynauus o1 63 067 noaxoadiuy KOHTPOJIH, KATO C€ H3MOA3BA CTPaTeruy 3a
B3eMaHe Ha npoOH, onpeaeieHa oT pucka. JleMOHCTpHpaHa € Bpb3ka KyMynaTHBHa 103a-0TTOBOP C
xopurupad OR 2,1 (95 % IH: 1,7-2,6), napacteamt no OR 3,9 (3,04,9) 3a BHcoka ynorpeba

TO4YKa 4.4).

[leapaTpHyHa NomyjJanus
EeponelickaTa areHius 1o JeKapcTrara OCRoO0XK1a8a OT 3aALDKCHHETO 34 1pe

pe3yJITATUTE OT NPOYYBAHUATA ¢ AMJIOAWIUH/BAICAPTAH/XUAPOXIOPOTHA3H] BbB
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NEAMATPHYHATA MONYJIALMA NPH €CEHLIMATHA XHITEPTOHMUS (BAK. TouKa 4.2 338 HHQOPMALIUA OTHOCHO
ynioTpeda B neHaTpHATA).

Hpyru
JIBoiino 610KkUpaHe HA pEHUH AHCHOTEH3HH -anjocTepoHoBata cucteMa (PAAC)
JiBe ronemu paHAOMH3HpaHH KoxTposiupanu npoyusanus — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial — Texywo rnobanno uanureaxe 3a
KpaiiHK TOYKH Ha TEJIMHCApPTaH, CaMOCTOATENHO H B koMOHHaLMA ¢ pamunpua) 1 VA NEPHRON-D
(KnMHHYHO NMpoyuBaHe CRBP3aHO ¢ pa3sBUTHE Ha HedponaTus NpH adader, NPoOBEAEHO OT
MHuHHCTEPCTBO NO BBNPOCHTE HA BETEPaHMTE) — Npoy4Bat ynotpedara Ha koMOHHaLmaTa ot ACE
uHxuoutop u APb.

ONTARGET e npoyuyeaHe, NpoBEACHO NP NaUMEHTH C aHAMHE3a 33 ChpCYHO-ChAOBA HIIH
MO3BbYHOCHAOBA BonecT, WK 3axapeH AUabeT THN 2, NPUAPYKEHH ¢ JaHHH 3a YBpEXKIaHe Ha
eexropHu opraid. VA NEPHRON-D e npoyurane npy nauueHTH Che 3axapeH puader Tun 2 u
nuabeTHa HedponaTus.

Te3u npoyuBaHKa He ca NoKasany 3HauUMM GsaronpusaTeH eQekT BbpXy OBOpeUHHTEe H/WITH
ChPAEYHOCHAOBHTE NMOCIEAHLM M CMBPTHOCT, KaTO ChLIEBPEMEHHO Ca HaboapaHH NOBHMILEH PHCK
OT XHIIEPKANTHEMHA, OCTPO YBpeXaaHe Ha OnOpelinTe W/WIH XHIIOTOHHA B CPaBHEHHE C
MOHOTepanuaTa. Kato ce HMaT npeaBu cXoaHHTE WM dpapMakOAHHAMHMYHH CBOHCTBA, TE3H pPe3y/TaTH
ca npunoxHMH H 32 Apyrd ACE unxuburopu n APb. ACE uHxuburopu u APb cnenosatento we
TpabBa Aa ce H3NON3BAT €JHOBPEMEHHO NMPU MAaLMEHTH ¢ NabeTHa HedponaTHa (BX. To4Ka 4.4),

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KnuHKuHO nNpoyuBaHe NPOBEACHO ¢ ATMCKHPEH NMPH MALMEHTH Che 3aXapeH auadeT tHn 2 ¢
H3MO/3BaHE Ha CHPACUHOCHAOBH H OBOpeuHH 3a60n4BaHHA KATO KpaHHH TOYKH) € MPOYYBAHE,
MpeAHA3HAYEHO Ja U3CJIEABa Non3aTa ot A00aBAHETO Ha ATMCKMPEH KbM cTaHaapTHa Tepanui ¢ ACE
HHXHOHTOP MK APB npu naumMeHTH cbe 3axapeH auader Tun 2 W xpoHuuHno 6v06peyHo 3adonssane,
ChpAEUHO-ChI0BO 3abonasaHe Uny U Aeete. [IpoyuBaHeTo € OO MPEKPaTeHo NPeXKACBPEMEHHO
Opaay NMOBHIIEH PHCK OT HeOnaronpuaTHH nocneAuLM. KakTo chpaevyHO-CbAOBaTa CMBPT, Taka H
HHCYATHT ¢a OMAHM MO-4eCTH B IpynaTa Ha aAIMCKMPeH, OTKOJIKOTO B rpynata Ha mauebo, a
NPeACTABIABAIIHNTE HHTEPEC HEXENAHH CHOUTIA H CEPHO3HH HEXEJIAHH CHOMTHA (XUTICPKaNAUEMH,
XHIIOTOHHA H 6bOpeuna aucyHkumg) ce 6unu crodulaBaHK NO-4€CTO B IPYNATa Ha ATHCKHPEH,
OTKOJIKOTO B rpyrnara Ha ruarebo.

5.2 DapMakoOKHHETHYHH CBOHCTBA

JInHeHHOCT
AMJIOIMITHH, BaJICAPTAH M XHAPOXJIOPOTHA3K HMAT NYMHEHHa (papMaKOKHHETHKA.

AMIIOAMIIMH/BalcapTaH/ XUAPOXIOPOTHAZH
Cnen nepopanHo NpUIOKeHHE Ha aMNOAUIIMH/BAJICAPTaH/ XUAPOXIOPOTHA3ZH] NP 3APABH BL3PACTHH

[THKOBH TU1a3MEHH KOHLEHTPALUHH Ha aMJIOAMITHH, BAJICAPTAH H XHAPOXJIOPOTHA3H C€ NOCTHIaT
ChOTBETHO 3a 6-8 uaca, 3 yaca u 2 yaca. CKoOpocTTa Y CTeneHTa Ha abcopbumsaTa Ha aMIOMITHH,
pajnicapTaH ¥ xuapoxaopotra3ua npu AzouMa HCT ca cuuivre, Kakro nNpH NpUNaraHeTo UM
CaMOCTOATENIHO.

AMIOAUNHH
Abcopbyus
Cnen nepopanHo NpHICKEHHUE HA TepaneBTHYHA 1032 AMJIOAMIHH, ITHKOBA [U1a3MeH?
ce NOCTHra 3a 6-12 yaca. AGcomothara 6HoHannyHocT € Mexay 64 % u 80 %.
aMJIOJIMIIHH HE Ce NOBJIHABA OT NPUEMa Ha XPaHa.

. M .- 1
" L]
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Paznpedenenue
OGembT Ha paznpeaenenue ¢ npubnusurenno 21 Vkg. In vitro npoyusaHis ¢ aMIORHIHH NOKa3Bar, 4e
npubnuzuTenHo 97,5 % or uMpKynHpallloTo NeKapcTBO ¢€ CBbp3Ba ¢ IU1a3MEeHHTE NPOTEHHH,

buompanchopmayus
AMnoaunuH ce Metabonusupa ocHoBHO (MpUOaM3KTENHO 90 %) B YepHuUs apob No HEAKTHBHK
MeTa0OJIHTH.

Enumunupane

EnuMUHEpaHETO Ha aMIOJIMITMH OT mjia3MaTta € OH$a3HO ¢ TEPMHHAICH NOJXYKHBOT Ha €JIHMHHHPAHE
npubnu3urento 30 no 50 yaca. CTauMoOHapHH TUIa3MEHH HHBA C€ JIOCTHTraT Cell NPOAB/DKHTENCH
npHeM 3a

7-8 nun. 10% ot opuruHaHUA aMnoaUnHH K 60% OT HeroBUTE METaOO/IUTH CE EKCKPETHPAT ¢

YpHHATA.

BancapraH
Abcopbyus

Cnen nepopajtHo MPWIOXKEHUE Ha BANICAPTAH MUKOBUTE I1a3MEHH KOHLETPALIMH ce JOCTHTaT 3a 2-4
yaca. CpenHara abconioTHa GHoHan4HOCT € 23 %. XpaHaTa HaMansaBa eKCro3HLUATA (ONpeaeacHa
upe3 AUC) Ha BancapTaH ¢ okono 40 % v nukosara rjazMeHa KOHUEHTpaLHs (Cmax) ¢ OKOMO 50 %,
BLIPEKH TOBA OKOJIO 8 yaca cnex npuema riasMeHuTe KOHLCHTPaLUMK Ha BAJICAPTaH ca NOA0OHH B
rpynuTe NpHEMaH ISKAPCTBOTO CNejl HaxpaHBaHe u Ha rnanHo. Tasu peaykiuusa Ha AUC, obade He ce
CBIIBTCTBA OT KIHHUYHO 3HAYHMa peayKUUs Ha TepaneBTHYHHA edeKT U 10 Ta3H NPHYHHA BAJICApTaH
MOJXKE J1a C¢ MpHEMa Ha MAaJAHO WK ClICA HaxpaHBaHe.

Paznpeoenenue

CraumosapHHMAT 00eM Ha pasnpeac/iCHUE Ha BANCapTaH Cjie] HHTPABEHO3HO MPHIOKECHHE €
okono 17 nurpa, KOETO NOKa3Ba, Y€ BaJIcapTaH HE Ce Pas3snpeae/a IHPOKO B ThKZHHTE.
BancapTaH ce cBbp3Ba BbB BUCOKA CTENEH ChC CEPYMHHUTE NPOTeHHH (94-97 %), OCHOBHO CbC

CEPYMHHA anOyMHH.

buompancopmayun
Bancaprad He ce MeTabonH3Hpa BbB BUCOKA CTENEH, ThH KaTo caMo okono 20 % ot no3arta ce

yCTaHOBABA n10J opMaTa Ha MeTabonnTi. B nna3Mara e ycTaHOBEH XMAPOKCH META00NINT B HHCKH
koHLeHTpauuH (noManko ot 10 % ot AUC Ha Bancaptan). To3n metabonut e papMakonoryuHo
HEAKTHBCH,

Eaumunupane
Bancapran noka3sa MyJTTHEKCNIOHEHLIMA/IHA KHHETHKa Ha pa3naj (t2 a<l gac u t%2 3 okono 9 yaca).

Basicapral ce elHMUHHpa ocHOBHO ¢ (perieca (oxono 83 % ot ao3ata) v ypuHaTa (okono 13 % ot
103aTa) OCHOBHO KATO HEMPOMEHEHO CheAHHEeHHE, (el MHHTPABEHO3HO MPWIOKEHHE TU1a3MEHRNS
KAMPBHC Ha BasicapTaH ¢ npubnusurento 2 1/h, a 6s6peunns xaupeHe € 0,62 I/h (okono 30 % ot
obua knupsHC). Homy>XKMBOTHT Ha BascapTaH € 6 uaca.

XHOPOXIOpOTHAZUNL
Abcopbyun

AbcopbuMATa Ha XUAPOXIOPOTHA3HA Clie/l NEPOpaIEH NPHEM € OBP3a (tmax OKOJIO
YBennuasaHeto Ha cpeaHata AUC e THHEHHO H € NpONOPLMOHAIHO Ha A03aTa B
AMana3oH.
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EdekThT Ha XpaHaTa BbpXY abcopbuniaTa Ha XHAPOXJIOPOTHA3H], AKO HMA TaKbB, HM3 MaJlKa
KJIHHHYHA 3HaYBMOCT. AGcomoTHaTa OMOHANHYHOCT Ha XHAPOXJIOPOTHA3HA ClIEA NEPOPATHO
npuioxenue ¢ 70 %.

Paznpeoenenue
[IpuBuaHHAT 0OeM Ha pasnpeneneHue ¢ 4-8 /kg. LlupKyaupamuaT XMaApOXJIOPOTHA3HA € CBBP3aH ChC

cepymuure nporedHH (40-70 %), npeauMHO cbC CepyMHHA anbyMHH. XHAPOXJIOPOTHA3HA ChillO TaKa
KYMYJIHpa B €pHTPOLMTHTE NPUONU3HTENTHO 3 ITHTH MOBEYE, OTKOJIKOTO B [1a3MaTa.

buompancgopmayun
XuapoxiopoTHa3u] c€ CAMMHUHHPA NPeUMMHO KATO HEMPOMEHEHO BELUECTBO.

Erumunupane

XHapoxnopoTHasua ce eTMMBHHPA OT IU1a3MaTa ¢ BpeMe Ha NOTY)KHBOT CpeAHo 6 1o 15 yaca B
kpa¥iHara ¢a3za Ha enumMuHMpaHe. HaMa npoMsiHa B KHHETHKATa HAa XMAPOXJIOPOTHA3KA MPH
MHOTOKPATHO NpHIaraHe, a KyMyJIMPaHeTO € MHHHMAITHO NPH NMPHIOKEHHE BEANBXK AHeBHO. Han
95 % ot aGcopOupaHaTa 103a ce eKCKpeTHpa KaTo HENPOMEHEHO BELIECTBO B ypHHATa. bLOpeuHHaT
KIHPBHC Ce CHCTOM OT NacHBHa GWITpaLMs H aKTHBHA ceKpeLus 8 6u0peunnte TyOyu.

CrneuyanHy nonyJaaluHuy
Ileduampuunu nayuenmu (6v3pacm noo 18 2o0unu)

Hsama dapMakOKMHETHYHM JaAHHH NPH NeAUATPHYHATA MOMyIallHs.

Hayuenmu 8 cmapyecxa 8b3pacm (ev3pacm 65 200unu u nogeue)

Bpemero 3a mocTuraHe Ha MAKOBA IUIA3MEHA KOHLEHTPALMA Ha AaMAOIWIHH € CXOAHO NMPU MJiadH
NalHeHTH H NMPH NALHEHTH B CTapuecKa BbapacT. MMa TeHaeHIMA NpH NALMEHTHTE B CTapYECKa
BB3PacT KNWPBHCA Ha AMJIOAMIIMH 1A HaMAIABa, KOETO BOAM JI0 NOKavBaHe Ha IJIOLITa NOA KpHUBaTa
(AUC) 1 nomyxuBoTa Ha enumuHupane. Cpeanara cucteMHa AUC 3a BajicapTaH € 10 BUCOKA CbC

70 % npy NalMEeHTH B CTApPMECKA Bb3pacT B CPaBHEHHE C NMO-MIAAHW NMALKEHTH, NMOPaAH Ta3d NMPHYHHA
e HeoOXOAKWMO BHHMAHHE TPU NOBUILIABAHE Ha J03aTa.

CHcTeMHaTa eKCNO3HLHA Ha BAJICAPTAH € JIEKO MOBHILECHA NPH NMAaLUUEHTHTE B CTAPYECKa BH3pacT B
CpaBHEHHE C MJIAJIUTE NALHEHTH, HO TOBA HAMAa HAKAKBO KIHHHAYHO 3HAYEHHE,

OFP&HH‘ICHH JAaHHH NIpeanojaarar, 4€¢ CHCTeMHHAT KJTHPBHC Ha XUAPOXNOPOTHA3HKA € HAMAJICH MIPH
NalHeHTH B CTapyecKa Bb3pact, 34ApaBH HIH € XHNEPTOHHA, B CPABHCHHC C MJ1alH 3/IpaBH

nobpoBoaLH.

Twit kaTO TPHUTE BELLIECTBA CE€ MMOHACAT €IHAKBO N00pe KAKTO OT NO-MJIaJANTE MALHEHTH, TaKa H OT
MaLMEHTHTE B cTapyecka Bb3PacT ce NMpenopbusa HOPMAIHA CXEMa Ha NpuiaraHe (BxX. Touka 4.2).

bvbpeuno yepexcoane
dapmakOKHHETHKATA Ha aMJIOAMNHH He Ce MOBANABA 3HAUYUMO MPH HapylleHHe Ha ObpOpeyHaTa

dyHkuma. KakTo ce ouaksa 3a BellecTBo, YniiTo 6u6peteH kinpuHe € camo okono 30 % or 0buiums
I1a3sMeH KIHPBHC, He ce HaOnioaapa kopenaumg Mexay 6nbpeuHara GyHKIHSA H CUCTEMH
CKCMO3HLMA KbM BaJICapTaH,

[Mopanu Ta3u npMyYHHA MALMEHTHTE C JIEKO A0 yMepeHo 6u0pedHo yspexnaHe M
obruatiHaTa HadanHa no3a (Bk. Touka 4.2 U 4.4).
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[Tpu HanHume Ha 6BOpeYHO yBpeXKAaHe CpeIHHTE ITHKOBH naa3MeHH uuBa U AUC Ha
XHAPOXJIOPOTHA3K/ ca MOBHILIEHH, 4 CKOPOCTTa Ha eKCKpELIMA B ypHHaTta e HamaieHa. [1pyn nauneHTH
C JIEKO 10 ymepeHo OBOpedHo yBpexaaHe ce Habmonaea TpHKpaTHO nosrileHue Ha AUC Ha
xugpoxyoporhazua. [Ipu naupenTHTe ¢ TEXKO OLOpeUHO yBpexkaaHe ce Habmonasa 8-KpaTHO
nosuineHue Ka AUC. A3z6uma HCT e npoTHBONOKa3aH NpH NalHEeHTH C TEXKO OBLOpeYHO yBpekKIaHe,
aHypHs WIH Ha Avanu3a (BXK. To4ka 4.3).

Yeprodpobuo yepexcoatie
HanuuHK ca MHOTO OrpaHH4YEeHH JaHHH 3a MPWIOKESHUETO Ha aMIIOAUITHNH MPH NMALMEHTH ¢

yepHoapoOHO yBpexkaaHe. [laumeHTHTe ¢ YepHOAPOOHO YBpEXKAaHE HMAT HAMAJIEH KIIHPBHC Ha
aMI0MNMH ¢ nocneapaiio nokausaHe Ha AUC ¢ npubnusurenHo 40-60 %. IIpu naumeHTH ¢ nexo no
yMEPEHO XPOHHYHO YepPHOAPOOHO 3ab0naBaHe €KCNO3HLUKATA KbM BANCApTaH (ONpeacIcHa Ypes
ctoitHocTHTe Ha AUC) e ABa MbTH NO-BUCOKA OT YCTAHOBEHATA MPH 34paBH J0OpOBOILM (rpyNHpaHy
o BL3PAcCT, non M terno). Ilopanu sancapranosata koMnoneHra Asduma HCT e nporuBonokasas
NpH NaUHEHTHTE C YepHOOPOOHO yBpexaaHe (BXK. TOUKH 4.2 u 4.3).

5.3 Ilpeaxkn HHHYHH AaHHA 32 OezonacHOCT

AmnoaunuH/Baca XJIOpOTHA3

B peauiia npeAKIHHHYHU NPOy4BaHUA 33 6e30MnacHOCT ¢ aMIOAHIHH, BAJICapTaH, XMPOXJIOPOTHA3H],
BAJICAPTAH/XHAPOXJIOPOTHA3K], aMIOIMNUH/BATICAPTaH ¥ aMJIOAHNUHE/BAJICApTaH/XMIPOXJIOPOTHA3H],
MPOBENEHH NPH Pa3MYHH KUBOTHHCKH BHJIOBE, JIMIICBAT JOKA3aTE/ICTBA 38 CHCTEMHA WK OpraHHa
TOKCHYHOCT, KOHTO J1a OKa)KAT HEraTHBHO BJIMAHHE BHPXY KIHHHYHaTa ynorpeba Ha

aMJTOIHNHH/BaJICapTaH/ XMAPOXJIOPOTHAZH NTPH XOpA4.

[TpeaAxNHHHYBEH NpOoy4YBaHUA 38 0€30MaCHOCT C NPOALDKHTEAHOCT A0 |3 CEAMHIIK Ca NPOBENEHH C
aMJIOJMNHH/BANCAPTaAH/XUAPOXJOPOTHA3HA NPH urbxose. KoMOKHalMATa BOAH 10 04aKBAHO
MOHIDKEHHE HA NMOKA3aTe/INTE Ha YepBEeHATa KpbBHA peaAnla (EpHTPOLIUTH, XEMOTJIOOHH, XeMaTOKPHT
U PETHKYJIOLIHTH), MOBHIIABAHE HA CEPYMHATA ypes, MOBHILABAHE HA CEPYMHHS KPEaTHHHH,
NOBHIIIABAHE HA CEPYMHHA KaNMii, IOKCTarnoMepyapHa xunepruiasus B Ob0peka U QoKalHH EpO3HM B
KJIE3HCTHA CTOMAaX NpPH ILTbXOBe. BCHYKH Te3H NMpoMeHH ca oOpaTHMH cnel 4-ceaMHYEH
BBL3CTAHOBHTEIIEH TIEPHO/ H CE CMATA, 4E ¢a BCJICACTBHE arpaBHpaHe Ha (GapMakoJIOrHYHHTE ehEeKTH.

KomOunanmaTa AMIOIHITHH/ BANCAPTAH/XHAPOXJIOPOTHA3H] HE € H3CNIeBaHA 338 TEHOTOKCHYHOCT U
KaHLICPOT€HHOCT, Thii KaTO JIMNCBAT A0KA3aTENCTBA 33 HAKAKBO B3aHMOJCHCTBHE MEXIY OTAC/THHTE
BELLIECTBA, KOMTO ¢a OTJAaBHA Ha na3zapa. AMJIOAWIINH, BAICAPTAH U XHIPOXJIOPTHA3HU] Ca H3CIeIBAHH
NMOOTAE/IHO 33 FEHOTOKCHYHOCT H KAHUEPON¢HHOCT C HETaTUBHH pe3yaTaTH.

AMJIORHITHH
Penpodyxmusna moxcusnocm

PenpoQyKTHBHH NMPOYUYBAHHA NPH IUTbXOBE H MHLIKH NOKA3BaT 3aKbCHABAHE HA aTaTa Ha paKAaHe,
YIBJDKEHA NPOABL/DKHTETHOCT Ha POXKIAHETO B HAMAIEHA XKU3HECTIOCOOHOCT Ha MAJIKHTE NPH J03M
npHOAN3IUTENHO 50 ITHTH NO-BUCOKH OT MAKCHMAJIHHTE NMPENOPBYHTEIHH A03H TIPH XOpa, H3YHCICHH
Ha Ga3a mg/kg.

Hapyienus 668 pepmiuaumema
Hama edeKkT BbpXy (PEpTWIHTETA Ha IUTbXOBE, TPETHPAHH C AMJIOAHIHH (MBXKKH — @{h‘

14 nuu npean undroceane) B ao3u Ao 10 mg/kg/aen (8 mpT* makcumanuara np o
3a xopa ot 10 mg, H3uncneHa Ha 6a3a mg/m?). B Apyro npoyusaHe npu ILTLXOBE
IULTbXOBE Ca TPETHPaHH ¢ aMnoaunuHOB Oe3unar 30 1HH, ¢ 1033 CpaBHHMMA C [034
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u3uMcieHa Ha 6aza mg/kg, ca ycTaHOBEHH NOHMKEHH IU1a3MEHH HHBA Ha PONHKYIOCTHMYTHpALL
XOPMOH H TECTOCTEPOH, KAKTO H MOHH)KABAHE HA IUIbTHOCTTA Ha criepmara H 6pos Ha 3penu
CIIEPMATHIH H CEPTOJIHEBH KIIETKH.

Kanyepocenesa, mymazenesa

Hsma jaHHM 32 KAHLEPOr€HHOCT MPH IUTHXOBE U MUILLIKH, TPETHPAHH ABE MOAHHH ¢ AMJIOJIMITHH B
XpaHaTa B KOHLEHTPALUKK, H3YHC/IEHH [la OCHIYPAT AHEBHH A030BH HHUBa ot 0,5, 1,25 U 2,5 mg/kg/nen.
Haii-BHcokaTa Ao3a (Npd MHLIKM - 611H3Ka A0, a NPH IUTbXOBE — ABA MbTU* NO-BUCOKA OT
MaKCHMaJTHATa MPENOPHUMTENHA KIHHHYHA 1033 oT 10 mg, u3uncnena 3a mg/m?) e 6una Gnuska 1o
MAKCHMAJTHO JOIMYCTMMATA 034 3a MHILLUKH, HO HE H 3a IUTbXOBE.

[poyuBaHus 32 MyTAr€HHOCT HE NMOKA3BAT JEKapCTBEHO-00YCI0BEHH €pEKTH HHTO HE FEHHO, HHTO Ha
XpPOMO30OMHO HUBO.

* H3UHCAeHa 3a NaudeHTH ¢ Terno S0 kg

Bancapran
HexJMHHUHKTE NaHBH HE N0Ka3BaT 0co0eH prck 3a Xopa Ha 0a3ara Ha KOHBEHLIMOHAJTHITE

dapMaKoNOrH4HH NPOYUBAHUA 332 6€30MaCHOCT, TOKCHYHOCT IPH MHOMOKPaTHO NpHAaraHe,
reHOTOKCHYHOCT, KAHLIEPOreHEeH NMOTEHLHAN, peNpOAyKTHBHA TOKCHYHOCT H TOKCHYHOCT 34
Pa3sBHUTHETO.

[1pu mbpXoBe TOKCHUHH 103 3a Maiikata (600 mg/kg/neH) no BpeMe Ha NOCAEAHHTE AHH OT
OpeMeHHOCTTa M NEepUOa Ha NIAaKTalMA €a JOBEJH A0 NO-HUCKA CTENEH Ha NPEeXXUBAEMOCT, No-caado
HaJ1aBaHe Ha Terno H 3ab0aBeHO pa3BUTHE (OTAC/NAHE HA YLIHATA MHAE H OTBApAHE HA CITYXOBHA
KaHall) Ha NoKoJieHHeTo (BX. Touka 4.6). Te3n no3u npu nnsxose (600 mg/kg/neH) npeacrasnssar
npubauzuTento 18 MLTH MAKCHMANHATA NPENOPHYUTETHA 1033 MPH X0opa Ha H6azaTa Ha mg/m?
(M3YHCIICHHATA Ce OTHACAT 3a nepopanda ao3a 320 mg/neH u nauueHT ¢ Terno 60 kg).

Ipu npeaxnUHUYHK NpoyYBaHMA 3a 6e30nacHOCT BUCOKH Ao3H BancapraH (200 o 600 mg/kg TenecHo
TErNI0) MpeAH3BHKBAT MPH IUTbXOBE HAMANABAHE HA NapAMETPHTE Ha YEPBEHHTE KPBBHH KICTKH
(epHTpOLIUTH, XeMOTITIOOHH, XeMaTOKPHT) H NPHYMHABAT NPpoMEHH B ObOpeunaTa xeMoAMHAMUKA
(lexo NMOBHLIABAHE Ha ypeaTa B KphBra, O0b0peuHa TyOynHa xunepiviazua U 6azopwina np#

MBXKHTE). Tesn no3u npu mbxose (200 no 600 meg/ke/nen) npeacrapnasar npudauzuTenHo 6 u 18
MBTH MAKCHMATHATA MPENOPLYUTEIHA 1038 NPH Xopa Ha 6a3zaTa Ha mg/m? (M3YMCAECHHATA Ce OTHACAT

3a nepopaina Ao3a 320 mg/nen n nauneHT ¢ Terno 60 kg).

[Ipy MapMO3eTKH B CpPaBHHME JO3H NMPOMEHHTE ¢a MOAOOHH, HO MO-TEXKH, ocodeHo B 6bOpeLmTe,
KBbJETO MPOMEHHTE C€ Pa3BUBAT A0 HedpoOnaTHUa, BKIIOYBALLA TIOBHIIEHHE HA YPEATA H KPEATHHHHA B
KpPBBTA.

Habnronasa ce ¢cbuto xuneptpodua Ha 6s0peyHnTe IOKCTArIOMEPYJIHH KIIETKH H NPK ABATA BHAA.
CuuTa ce, ue BCHUKH MPOMEHH C€ TDKAT Ha (PApMAKONOTHYHOTO ACHCTBUE HA BAJICAPTAH, KOETO
BOJH AC NPOABJIKUTEIHA XMNOTOHHUA OCOOEHO NpU MapMo3leTHTe. Marnexaa, ue TepaneBTHYHATA X034
Ha BAJICAPTaH MPH XOpa HE € CBbpP3aHa ¢ Xuneprpodua Ha ObOpeyHHUTE IOKCTArMOMEPY/IHH KIETKH.
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6. ®PAPMALIEBTUYHHU JAHHH

6.1 ChnuchbK HAa NIOMOIIHHTE BelllecTBA

Aopo na mabremkama

Llenynosa, MUKpOKpHCTaJIHA
KpocnoBuaoH

CHavuMeB JUOKCU, KOJIOK1eH Oe3B0/1eH
Marue3ueB creapat

Duimoso nokpumue

Az6uma HCT 5 mg/160 mg/12.5 mg duamupanu TabneTku

Xunpomenosa (E464), TuranoB auokcua (E171), makporon/nonuerunen raukon (E1521), Tank
(ES53b)

A36uma HCT 10 mg/160 mg/12,5 mg puamupanu Tabnerku

Xunpomenosa (E464), tnranos auokcun (E171), makporon/nonuerunen raukon (E1521), xenesen
okcun, xbit (E172), xkene3en okcun, yepseH (E172), Tank (E553b)

6.2 HecbBMEeCTHMOCTH
Henpuioxumo

6.3 Cpok Ha roanocr
2 T'OAUHH

6.4 Cnenua/iHH YCJIOBHSl HA CbXPaAHEHHE

3a PVC/PVDC/anymunueeu brucmepu

Jla He ce cexpansaBa Haa 30°C. CbxpaHsBaiiTe O1UcTepUTE B KAPTOHEHATa ONaKOBKa, 3a J1a ce
npeanas3saT OT CBETJIMHA M BJara.

3a PVC/PCTFE/ U

Jla He ce cbxpansBa Haja 30°C. CexpaHsBaiite B OiMcTepuTe, 3a Aa ce npeanas OT CBETJIMHA H BJlara.

3a anymunueswarymunuesu oaucmepu

To3u nekapcTBeH NPOAYKT HE U3UCKBA CNELIHAIHH TEMINIEPATYPHH YCIIOBHA Ha CbXpaHEHHE,
CbXpaHsaBaiTe B OsMcTepuTe, 3a 1a ce npeanasH OT CBETJIMHA W BJiara.

6.5 BuaucpaAbpKAHHE HA ONIAKOBKATA
PVC/PVDC/anymununeBu 6aucrepu, PVC/PCTFE/anymuHueBu 61McTepy U allyMUHUEBH/
aTyMUHHEBH OJTUCTEPH.

A36uma HCT 5 mg/160 mg/12,5 mg dpunmupanu tabnerku
14 punmupanu TabneTku

28 ¢punmupanu Tabnerku
30 ¢punmupaHu TabreTku

90 ¢punmupanu Tabnerku
98 ¢punmupanu Tabnerku
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A36uma HCT 10 mg/160 mg/12,5 mg dpunmupanu tabnerku

28 dunmupanu TabneTku
30 ¢punmupanu TabneTKH
90 ¢punmupaHu TabneTku

98 dunmupanu Tabnerku
He BcHuKH BHI0BE ONAKOBKH Morart j1a ObaaT nycHaTH B npoaaxoa.

6.6 ChnennajJHH NpeANna3sHH MePKH NPH H3XBbPJisiHe H padoTa

Hsama cnelMaiHH U3UCKBAHMA.

Hewn3non3BaHUAT NEKapCTBEH MPOAYKT MM OTNAAbYHUTE MAaTEPHAIIH OT HErO TpsAOBa J1a ce H3XBBPJIAT
B CbOTBETCTBHE C MECTHUTE W3HCKBAHHUA.

it 8 IMMPUTEXATEJI HA PASPEILIEHHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,
Dolni Mécholupy,
102 37 Prague 10

Yeuwka peny0Oiiuka

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

A3bouma HCT 5 mg/160 mg/12,5 mg ¢dunmupanu tabnetku: Per. Ne 20210137
A36uma HCT 10 mg/160 mg/12,5 mg ¢punmupanu tabnerku: Per. Ne 20210139

9. JATA HA ITBPBO PASPELIABAHE/TIOJHOBSIBAHE HA PABPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO pa3pewiasane: 31.05.2021
JlaTa Ha nocJie1IHO NMOJHOBSBAHE:

10. JATA HA AKTYAJIM3ZUPAHE HA TEKCTA
21.12.2024 r.
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