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3MLIHUTENNA ATEHUMA no TTEXAPCTBATA
¥pames xapaxmepuomixa e npogyana” Iousoxene |

1. HME HA JIEKAPCTBEHWA ITPOAYKT

TPUTEMC 5 mg Tabnetku
TRITACE 5 mg tablets

2. KAYECTBEH 1 KOJIMMECTBEH CHCTAB
Bcska rabnetxa Tpureiic 5 mg coappka 5 mg pamunpun (ramipril)
3a ITBJIHHA CHUCHK H&8 MOMOUIHUTE BELLECTBA, BUXKTE TOYKa 6.1.

3. JEKAPCTBEHA ©OPMA

Tabnerka 5 mg
CBeTIIO YepBeHH IPOABITOBATH TaGIeTKH ¢ pa3MepH oT 8 X 4 mm ¢ Ae/IHTeNHa qepTa, rpaBUpPaHHA C S W
JIOrOT0 Ha KOMMaHuATa OT ropHara crpaHa ¥ HMP u 5 ot gonuara. Tabnerxkara moxe ga 6bae

pa3nesieHa Ha paBHH J0O3H.

4. KIAHNYHH JAHHHU
4.1. TepaneBTHUNH NOoKa3AHHA
- JledeHHe Ha XHMNepPTOHHS

- CbpaeuHo-ChA0Ba MPOPUIAKTHKA: HAMATIABAHE Ha ChPACYHO-CHAOBATA 3360/1€BAEMOCT U
CMBPTHOCT MPH NALHEHTH C:
O MPOABEHO aTePOTPOMOOTHYHO ChPAEYHO-CHAOBO 3a60/9BaHe (aHAMHE3a 34
KOpPOHapHO 3a00nABaKe WK HHCYNT, Wnu nepupepHa aprepuanta Gonect) Wi
O AuabeT c MOHE eMH CHPACHHO-CHAOB PUCKOB (haxTop (BiK. TouKa 5.1).

- JleueHue ra 6B6peuHo 3aboaBane:
o Hauyanna puaberna rnomepynsa HedpomaTHs, oORNpeAeneHa OT HaIHUME Ha
MHKPOaIO YMHUHYpHS;
o llpossena nuaberna rnomepynna Hepponarus, onpeneneHa ot MAKPOTIPOTEUHYPHS NPH
NaLUMUEHTH ¢ NOHE €IHH CHPAEYHO-CBAOB PHCKOB akTop (BXK. Touka 5.1),
o IlposBena negnaGerna rnomepynua Hedponatus, OIpefesieHa OT MaKpOMPOTCHHYPHS >
3 g Ha aeH (Bx. Touka 5.1).

- Jleuenue Ha CHMITTOMATHYHA CHPACYHA HEAOCTATBYHOCT.
- Bropuusa nmpodunakruka cien ocThp MHOKapAeH HH(}APKT. HamansBaHe HA CMBPTHOCTTA B

ocTpaTa (aza Ha MHokapAeH MHPApPKT NMpU NAUHEHTH ¢ KIHHHYHY NpU3HALUK® Ha ChpJedyHa
HEAOCCTATRYHOCT, C Ha4aso0 roBeye oT 48 Jaca Cjiel OCThP MHOKAPNEH HHDAPKT.

4.2. J103MpoBKA H HAYHH HA NPHICKECHHE

EOBH POBKaA

O BPEME Ha HIIH CH¢I XpaHeHe (Bx. To4YKa 5.2).

KaTO NPHEMBT Ha XpaHa He MpoMeHA 6uoHannuHoctTa My, TPUTEHC Moxe - ne
TPUTEMC Tpatea aa ce normiua ¢ TeyHoct. He Tpaea na ce ApBue WK D2




Bvapacmnu

l1auveHTH JEKYBaHH ¢ TUYPETHUH

Cnepn 3anousaHe Ha Tepamua ¢ TPHTEHMC moxe na HacThM XHNOTOHHMS; TOBA € TMO-BEPOSTHO 1pu

MAHEHTH, KOUTO Ca JICKYBAHH €JHOBPEMEHHO ¢ AUYpeTHUH. [TopaaH ToBa ce rnpenopb4Ba NOBHLIEHO
BHWMaHHe, ThbH KaTo Te3u NauMeHTH Morar Ia OBAaT ¢ HaMaJieH o0eM TeYHOCTH W WIM conu. AKO e

BB3MOXHO, IHYPETHKBT TpaGBa 1a Gbae cnpsH 2 A0 3 IHM Npe/IH HAYAIOTO HA TEPATHATA ¢
TPUTEHNC (Bx. Touka 4.4).

ITpy AAUMEHTH ¢ XHNEPTOHHA, TIPH KOMTO JHYPETHKBT He € cnpsH, Tepanusta ¢ TPUTENC Tpsbea na
6sa€ 3anoynara ¢ ao3a ot 1,25 mg. Tpa6ea na 6baat npocnenssann 66peuHaTa GYHKIMA H IIA3MEHHAS
kanuii. Tlocneppamara no3a Ha TPUTEHAC 1psfsa na 6bae onpenensa cnopen elaHOTO KPBBHO
HanAraxe.

Xunepmonus

Jlozara TpabBa na 6nae onpeneneHa HHAMBULYATHO, CIIOPEA NPodHIIa HA TIAIMEHTA (BrOKTE TOUKA 4.4)
M KOHTPOJIa Ha KPBHBHOTO HansraHe.

TPUTENUC Mmoxe na Gbhe M3Moa3BaH KATO MOHOTEpanua WIH B KOMOMHALMSA ¢ APYTH KIIacoBe
aHTHXHIICPTEH3HBHH JIEKAPCTBEHH MPOAYKTH (BK. ToukH 4.3,4.4,4.51 5.1)

Hauajina f1o3a
TPHUTEHNC Tpabsa aa &bae 3amoyBaH NOCTENEHHO ¢ MPENOPHYAHA MHPBOHAYAJIHA 033 OT 2,5 mg

JHEBHO.
[Ipn naiwenTH ¢ MOBHINIEHA aKTHBHOCT HA PEHHH-ZHTHOTEH3HH-AJIIOCTEPOHOBATA CHCTEMA MOXE a
HACTBITH 3HAYHTETHO NOHWIKEHHE HA KPBBHOTO HajlAraHe Cel NpHeMa Ha Irepeata nosa. IIpu Takuga
MALKMCHTH C¢ Mpenophb4sa HayajdHa A03a OT 1,25 mg ¥ HavanoTro Ha JiedeHHeTo TpaGBa ma Gbae
M3BBPIICHO N0 MEAULIMHCKH KOHTPOJ {BXK. ToUKa 4.4).

TurpHpale u noans a 103a

[Tocrenenno nozata Moxe fa Gble yIBOEHA MPe3 HHTEPBAJ OT ABE A0 YETUPH CEAMHIIA 38 NIOCTHraHE
Ha JKEJAHOTO KPBBHO HAJIATaHE; MAKCHMAIHO JoMycTuMarta 103a Ha TPUTEHC e 10 mg nuesno.
OOMKHOBEHO J03aTa ce NPHIara BEAHBX JHEBHO.

Cypoeuno-cvoosa npesenyun

HavanHa foza
[IpenopruBanara HavanHa Jo3a e 2,5 mg TPUTEUC Beansxk nuerHo.

TurpupaHe ¥ NOLTBXKAING 1034

B 3aBHCHMOCT OT TOI€paHTHOCTTA HA NMALMEHTAa KbM AKTHBHOTO BEILECTBO, 03aTa BIIOCJIC/ICTBUE
Tpa6Ba N1a Obe yBenuyasana. [IpenopsuBa ce yaBosSBaHe Ha 103aTa Cle/l €1HA HAM JBE CeIMHLIM
JICICHKE H - CJIC]] OLIE IBE N0 TPH CEAMMIIH - [a C€ YBEJIHYH [0 TAPreTHATA MO TbPHKALIA F033 OT

10 mg TPUTEHNUC Bennsx queBHo.

BiokTe ¢b0 No-rope A03MPOBKA MK NALMEHTH, JICKYBAHH C TUYPECTHLK.

Jleyenue na 6vopeyno 3abora8ane

lIpu nayuenmu c Quabem u MUKDOAOROYMUNYDUR:

HavanHa no3a:
IlpenopbyaHaTa HayanHa 1o3a e 1,25 mg TPUTEUC Beauwk AHEBHO




TurpupaHe ¥ NOATBPKAIIA J1034

B 3aBHCHMOCT OT TOJIEPAHTHOCTTA HA MAaLHEHTa KbM aKTHBHOTO BelECTBO, A03aTa BHOC/IEACTBUE CE
noeuiuasa. lipenoprupa ce yaposBaHe Ha eAHOKPATHATa JHEBHA 034 KO 2,5 mg clel Be CeAMMIH H

IO 5 mg cien oule ABe CeRMHULA.

lIpu nauuenmu ¢ ouabem u none eOUH CbPOCUHO-CBOO8 puckoe gaxmop

HavanHa fo3a;
[IpenopbyBanata HavanHa 1034 € 2,5 mg TPUTEUC Benwbk AHEBHO.

Twrpupate ¥ noAnbLpKANE 1032

B 3aBMCHMOCT OT TONEPaHTHOCTTa HA MALMEHTA KbM aKTHBHOTO BEMIECTBO, A03aTAa BMOCIIEJICTRHE Ce
nosHuiaea. llpenopruBa ce yaABoABaHe Ha eJHOKpaTHATA AHEBHA J03a 10 5 mg TPUTEHUC cnex exna
WM J1BE CEOMHIM W ciex Tosa Ao 10 mg TPUTEUC cnex owe ase Wiy TPH CeaAMHIMH. TaprerHara
OHEBHA Ao3a e 10 mg,

IIpu nayuenmu ¢ Heduabemna Heghponamus, onpedenena om npomeunypus >3 g / Ha Oen

HauanHa go3a:
ITpenmoprypaHaTa HavanHa no3a e 1,25 mg TPUTENC seansxk qHesHo.

Tumpupane u nodovpxcawa 003a
B 3aBHCHMOCT OT TO/IEPaHTHOCTTA HA IALMEHTA KbM AKTHBHOTO BELIECTBO, N03aTa BIOC/IEICTBHE Co

nosHmasa. [Ipenopsusa ce yasoasane Ha eAHOKpaTHATa JHEBHA 1034 1O 2,5 mg CJieql 1Be CEAMMIUHU H
J0 5 mg ciel Oui€ ABE CeAMMLIM,

Cumnmomamuuna cbpoeuna nedocmantwunocm

HaganHa no3a:
IIpu crabunusmpany nauMeHTH HAa JUYPETHYHA Teparnus, NMpenopbUuBaHATA HAa4ajaHA Ao3a e 1,25 mg

AHCBHO,

Turpupase u noaanpxania go3a
TPUTENC Ttpabea na Guae TUTPHPAH 4pe3 YABOSBAHE HA 103aTa Ha BCEKH €QHA AO JBE CEAMMIH [0

MakCHManHa AHeBHa fo3a 10 mg. flpeanodnTa ce ABykpaTeH qHEBeH ApHeM.

Bmopuuna npogunaxmuxa cned ocmop muoxapOen unghapxm u cwe CbPOEUHa HedOCMaMmvyYHOCm

HauanHa nosa;
48 yaca cnex OCTHp MHOKapAeH WHGApKT NpH KIHHHYHO M XEMOJMHAMHYHO CTAOWIHKM MalMeHTH,

HayaJHaTa 103a € 2,5 mg 4Ba IVbTH JHEBHO B MPOXL/DKEHHE HA TPH IHH. AKO HAYATHATA 034 OT 2,5
mg HE Ce Tojiepupa, Ao3a oT 1,25 mg Aea ULTU JHEBHO TpAORa Aa Gbae MpWiIAraHa ABa [HH npeau
[OBUILIABAHE /10 2,5 MZ ¥ 5 Mg ABa ITHTH AHEBHO. AKO 103aTa He MOXe a 6b/e MOBHILIEHa 10 2,5 mg
ABa ITbTH AHEBHO, JIEYCHHETO TPAOBA 1a c€ OTMEHH,

Buoicme cvujo no-zope 0o3uposxa npu nayuenmu 1exy8an ¢ ouypemuyu.

Turpupase v noaxRLPkKaLIg 1032
BriocneacTsue qHeBHaTa 1034 ce NOBHIIABA Ype3 YABOABAHETO i HA MHTEPBAIH OT €JHH 10 TPH JHH [0

AOCTHIaHE Ha TAapreTHaTa MOAABpPXKAWIA 032 OT 5 mg ABa MbTU AHEBHO. KOTaToO € BB3IMOXKHO
MOAABPKALIATA 4034 C€ pas3fesid Ha ABa IpHEMa JHEBHO. AKO 03aTa HE MOXe 112 Ce Lol 'W" el g
[iBa ITBTH JHEBHO, JieYeHHeTo TpaGBa na ce oTMeHH. Bee ome nuncea noctaTbueff acW il e N e
Ha nauueHTH ¢ Texka (NYHA IV) cepneuna HesocTaTh4HOCT Henmocpen / !? e X
HH(}ApKT. AKO Ce B3eMe pellieHHe 32 NCUCHHE Ha TAKHBA NALMEHTH, npenopw § IR ._'ﬁ




3ano4HaTa ¢ 1,25 mg BeIHBK AHEBHO H BCAKO MOBHILABAHE Ha £03aTa Aa 6bae H3BBPILIBAHO ¢ OBHHIEHO

BHUMAaHHKE.,
Cneyuannu nonyaayuu

IHHayuenmu c 6v6peuno yepescoane
JHeBHaTa n03a NpH naumeHTH ¢ 6BOpeuno yepexnane Tps6GBa Ra ce onpenens Bb3 OCHOBA Ha

KpPCaTUHHHOBHA KNUPBHC (BX. TOUKa 5.2):
- aKO KpEaTHHHHOBHAT KINHPBHC € 2 60 ml/min, He e HeoOxoaUMO KOpHrHpaHe Ha HaYa/lHaTa 003a

(2,5 mg AHeBHO); MakxcHMallHaTa JHeBHA Ao3a € 10 mg;

- aKO KpCaTHHHHOBHAT KIHPBHC ¢ Mexay 30-60 ml/min, Be e HeoOXoaMMoO KOpHTHpaHe Ha
HavanHara 1o3a (2,5 mg AHEBHO); MaKCUMAasIHATa AHEBHA 1034 € 5 mg;

- aKO KPCATHHHHOBHAT KAHMPBHC € Mexay 10-30 ml/min, Hawannata mosza e 1,25 mg axeBHO u
MAKCHMAaIHAaTa AHECBHA 4033 € 5 mg;

- IpH XHHCPTOHHHUW HA XEMOAHAIM3a: paMHIIPHI ¢¢ AMainW3Hpa cnabo; mavagHaTa g03a e 1,25
mg/IHEBHO H MAaKCHMAJTHATA JHEBHA 11032 € 5 mg; IeKapCTBEHUNAT NMPOAYKT TpAOBa Aa ce NpHeMa
HAKONKO 4aca CJIc] XeMOAHaNH3HATA NPOUENYPa.

IHayuenmu ¢ yeprodpobro napyuenue (BX. TOYKa 5.2)
Ilpn nauMenTu c vepHoapoOHO HapymieHHe, Jedenuero ¢ TPUTEUC TpabBa ma 3anoyne caMo noa
CTPMKTEH MEJHLIMHCKH KOHTPO/ M MAKCHMAJTHATa IHEBHa 1032 ¢ 2,5 mg TPUTEMC.

Cmapyecxa ev3pacm

Havaiisure 103u Tpa6Ba ga 6AaT MO-HUCKM H BIOC/EICTBHE THTPHPAHETO Ha Jo3ata TpAOBa na 6bae
no-6aBHO, HOPANH MO-rOJIAMATA BE3MOXCHOCT OT HEXEMaHH PeaKIlHH, 0coBeHo APH MHOT'O BE3PACTHH H
HEMOLUHH nauueHTH. Tpabea Aa ce MMa nNpensH HaMaiABaHE HAa HAYAIHATA 1034 paMHIIpHn Ha

1,25 mg.

Ileouampuvna nonyaayus

besonacHocTTa M e(pHKACHOCTTA HA paMMNpHiI MPH AeHa BCE OLIE HE € ycTaHOBeH4a. Hannunarta
Hipopmaina 3a TPHTENC e onucana B Touxu 4.8, 5.1, 5.2 1 5.3, Ho He MoraT aa 6B1aT HanpaBeH:
CHCLMAHH NPENOPHKH 38 JO3HPOBKATA.

Hauun Ha npuioxenue

[Iepopanna ynmorpeGa
4.3. IlporwBonmoxazanng

- CBPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEINECTBO WIH KbM HAKOE OT FMOMOIIHHTE BCUISCTBa
MocoyueHH B T04Ka 6.1 wnm apyr ACE unxuburop (MHXMGHTOP Ha aHTHMOTEH3HH KOHBEpPTUpALLIHA
CH3UM)

- AHaMHe3a 3a aHrHoeneM (HACIEICTBEH, WIHONATHYECH WIH BCieacTeUe JeueHHe ¢ ACE-
HHXHOHTOPY WIH aHrdoTeH3HH 11 peuenropHy aHTaroHucTH (AIIR As)).

- EnnoBpeMeHHa TepanHs cbe cakyOHTpun / BasicapTaH (BIKTe Touka 4.4 1 4.5).

- ExCTpakoprnopanHo JedYeHHe, BOEIMO A0 KOHTAKT Ha KPBBT2 C OTPUHATENHO 3apeicHH
MOBBPXHOCTH (BXK. TOUKA 4.5)

- 3HaYuMa JBYCTPaHHA CTEHO3a Ha GBOpPEYHHTE apTepuM WM CTeHO3a Ha 6u6peuna aprepua Ha
eAMHCTBEH QYHKUHOHUpam 616pek

- Bropu ¥ Tpeti TpuMecThp Ha GpemeHHOCTTa (BXK. ToukH 4.4 4.6)

- Pamunipun He TpaGBa na Obie npunaraH Npu NAUKEHTH C XUMNOTOHMSA HAM HecTabHNHa
XE€MOJAXHAMHKA. .

- EnnoBpeMenHata ynorpeba Ha TPUTEHC ¢ ATUCKHUPEH-CBh b P L :@

e
-'.‘.. ’
- ile

NPOTHBOMNOKA3aHA MMpPH NMALMEHTH CBC 3axapeH Axaber WM 6B6pedHO /i o P,
ml/min/1,73 m2) (Bx. Touxu 4.5 u 5.1). A Ine




4.4. CoenmajHn opegynpesacHHs H NPpeANAa3HE MEPKH OPH ynoTpeba

Cneyuannu nonyiayuu

- bpemennocm: Jleuenne ¢ ACE nuxuburopu karo pamurnipun win Aursorensut I1 peuenropun
anTaroHHcTH (AIIRAs) He TpsGea 1a ce 3anousa no BpeMe Ha OpemMenHocT. Ilpn manHeHTKHTE,
[UIAHHpailK Ja sabpemenest, repanusta ¢ ACE unxnburopu/ AIIRAs, TpabBa 1a ce 3aMeHHu ¢
TTePHATHBHO AHTHXHIIEPTEH3HBHO JIEUE€HHE, KOETO HMa YCTRHOBEH Npodi Ha 6€30MacHoCT
Mpy ynotpeba 1o spemMe Ha OpeMEHHOCT, OCBEH aKO He ce CYHTa 3a KpaiiHo Heobxoauma. [pu
ycTaHoBaBaHe Ha Opemennoct, nedenmero ¢ ACE uuxuburopw/ AIIRAs, tpafsa na 6vae
CIIPAHO He3a0aBHO H, aKO € YMECTHO, TpsOBa na 6b/ie 3anoYHaTa ANTEPHATHBHA Tepanus (BXK.

TOYKH 4.3 u 4.6).

- Ilayuenmu ¢ ocoben puck om xunomonus

- llayuenmu ¢ nosuwena akmueHoOC HA PEHUH-AHUOMEHIUK-AIOOCMEDOHOBAMA CUCTIEMA

[lauMeHTH ¢ NOBHIIICHA AKTHBHOCT HA PCHHH-aHTMOTEH3HH-AJA0CTEPOHOBATA CHCTEMA Ca HIIOKEHH Ha
PHCK OT CWIHO H3pa3eHO NOBIXKaBaHEe HA KPBBHOTO HANAraHe M BIIOLIaBaHe Ha O6nOpeqHara dyHkums,
nopagn ACE uHxubnpane, ocobeno korato ACE HHXHOHTOP HiIH CHITHTCTBALY AHYPETHK CE NIpHeMa 3a
NMpBE HBT WIH MPH HEYaHO TIOBHILUABAHE Ha 103aTa. 3HAYMMA AKTHBHOCT Ha PEHHH- aHTHOTEH3WH-
AIAOCTEPOHOBATA CHCTEMa MOXKE JId C€ OYAKBA K € HEOOXOZHMO MEAHIIMHCKO HaOMOIeHHe, BKITIOYRALLIO
MpoOCIeAsBaHe Ha KPBBHOTO HAJIAraHe, HaTIpUMeEp Npu:
- MALHEHTH ¢ TEKKA XUIICPTOHHA
- HAlMCHTH C JCKOMIICHCHpaHAa 3aCTOMHA ChbPACYHA HEOCTATBYHOCT
- NAaUHeHTH ¢ XeMOAHHAMHAYHO BJIOWICH JISBOKAMEPEH M3XOAAMl WIH BXOAALL KPBBOTOK (Hamp.
CT€HO3a Ha a0pTaTa WM MUTPaIHATA Ki1ana)
- NAUMHEHTH C CAHOCTPAHHA cTeHo3a Ha ObOpeunara aprepus ¢ Bropu GyHKUMOBMpaIl 656pek
- TNALMEHTH, IPK KOUTO MMa WIH MOXE ha HACTHITM HaMalleH 00eM Ha TENEeCHUTE TeYHOCTH WIK
COJIM (BKJTIOYHTETHO NalHEeHTH, TIPHEeMAaily JAUYPETHLM )
- MaNMEeHTH ¢ 9epHOAPOOHA LMPO3a H/IWIH aCUUT
- NaUMEHTH, MOMATOKEHH HAa FONAMa XUPYPrHYHA WTEPBEHLMA WIM aHECTe3U CBC CPElCTBA,
KOUTO IMPEeAH3BUKBAT XUITOTOHHSA
OOHKHOBEHO C¢ NPENOPLYBa KOPUTUpPaHe Ha ACXUIPATAIMATA, XUITOBOJIEMHSTA WIH CONEBUS Aeduvupr
Npe/i1 HaYanoTO HA JICYCHHETO (NMPH NMALHEHTH CHC ChPACYHA HEAOCTATHYHOCT ofade, KOPEKIHATA
Tps0Ba A2 6b/le BHUMATETHO TIPeLieHeHa CPAMO PHCKA 0T 06epMHO HaTOBapBaHe).

- Udeouna Groxada Ha penun-aHzuomen3un- andocmeporosama cucmemama (PAAC)

Hma pannu, de emHoBpemeHHara ymotpeGa Ha ACE WHXMOWTODH, aHIHOTEH3HH [I-penenTopuu
OllokepH WIH AIMCKHPEH NOBHILABA PHUCKA OT XUMOTOHHMS, XHNEpKANHEMHd H HaMallsBaHEe Ha
OeOpeunara ¢yHKiMA (BKLOYHTENHO ocTpa O6BOpEYHA HEAOCTATHLUHOCT). Ilopanu TOBa He ce
npenops4Ba ABOHHO Onokupare Ha PAAC 4pes xomGuuupaHara ynotpe6a Ha ACE HHXHUOUTODH,
aHTHoTeH3HH ll-penienrropHu Gnokepu WK anMckuper (Bx. Touxu 4.5 ¥ 5.1). Ako ce NpeLCHH, 4e
TepanuaTa ¢ ABOHHO Onokupane e abcomoTHO HeoOXoauma, ToBa TpaOBa 43 cTaBa caMo MOA
HAOMIONEHUETO HA CNEUHATTHCT H NMPH YECTO BHUMATEIHO MOHHTOPHpPAHE Ha 6u6peunara dyuxums,
€IEKTPOJIMTUTE U KPEBHOTO HAJIATAHE.

ACE nHxubutopu u aHrioreHsud Il-penentopun 610kepH He Tpa6Ba na ce U3MOI3BAT €JHOBPEMEHHO
Npy paLHEHTH ¢ AHabeTHa He(pponaTHs.

- IIpexodna wiu nepcucmupawa copoeuna HeQoCmamuvyHoCm cied Muoxapoer undapim
- flayuenmu, UBNOJCeHU_Ha PUCK Om CbPOEHHA UNU_ MOIbYHA UCXEeMUS 8 CIRPleadic
Ly 1 ™)

XUNOMOHUA ‘go 'fio
Hauanoto Ha TepanmaTa H3HCKBA CTPOr MEAHLMHCKH KOHTPOIL. T S

- Cmapuecka evipacm




Bikre Touka 4.2.

Z HDYPIrdiHH HHTCPBCHIIMH

Ilpenmoprusa ce, korato € BE3MOKHO, JIEYCHHETO ¢ MHXHOWTOPH Ha AHTHOTEH3HH KOHBEPTHPALIHA
CH3MM KaTO PAMHIIPHI, [ia ObAe NMPeKbCHATO €AHH JICH NIpeAU XUPYPrutHa MpoLeaypa.

Ipocnenssane Ha 6u0peunHara dyukug
bropeunara QpyHxums Tpa6Ba Aa 6bae OLECHEHA MPSIH M M0 BPEME Ha TEPANHATA M 103aTa Tpabra Oa

Obae kopurupana ocoGeHO Tpes IMbPBHTE CEAMMULIM OT JieYeHHETO. OcOBEHO BHHMATEIHO NpocnenaBaHe
C¢ H3MCKBA NpH MaumeHTH ¢ 6sOpeuHo yspexaane (Bx. Touka 4.2). MMa puck oT Biouiasane Ha
OnOpeuHara ¢yHKUMA, 0COOEHO NPH MAUMEHTH ChC 3aCTOWHA CHPAEYHA HELOCTATHYHOCT HITH crien

6b0peuHa TpaHcIIaHTALHA.

CBpPBEXYYBCTBHTENHOCT/ AHTHOEAEM

AHrHoezieM e 6un croOIaBaH NpH NMALKHEHTH, NeKyBaHu ¢ ACE ~UHXMOHUTOPH, BKIIOYHTETHO PAMHITPHIL
(8. Touka 4.8). PHCKBT OT aHrHoeaem (Hanp. OTOK Ha [JUXATETHUTE MLTHILA HIH €3HKa, ChC WiH Oe3
HApylIEHHe Ha [HWIaHeTo) Moxe Ja Obie yBenuveH NpH MALMEHTH, NPHEMALH €IHOBPEMEHHO
JICKApCTBa, KOHTO MoraT Aa NpeAH3BHKAT anrkoeneM karo mTOR (TapreTHd Ha panamuiMH, npH
Go3aliui) HHXHOHTOpPH (HAaNp. TEMCHPOAMMYC, EBEpPOIHMYC, CHPOAKMYC) BHAAIJIHITHH WIH
HempuiH3uH (NEP) unxuburopn (kato pauekagorpun). KombBuuupanero Ha PAMHNIPHI  CBC
caKyOUTpmI /BajicapTad e MPOTHBONOKA3AHO NOPAaIH HAPACTBALL

PHUCK OT aHrHoereM. (BIK ToUkH 4.3 U 4.5).

B crryqait Ha anruoenem, npuemst Ha TPUTENC tpaGBa aa ce npexpatn.
Tpabsa HeszabaBHO na ce HasHauW cniemHa Tepanms. [lanHeHTHT TpaOBa na 6pae nocrasen o
Habmonenue noHe 3a 12 no 24 4aca H M3NHUCAH ClIEl HATHLIIHO OTIHYMSABAHE HA CHMITTOMHMTE.

HWurectunanen anrvoeneM e Gun cho6lLaBaH npH MaLMEHTH, nekyBaHd ¢ ACE- uHxuGurops,
Brmountenio TPUTENC (Bx. Touka 4.8). I1py Te3u nauvenTH ce HabmonaBa KopeMHa 6oska (CBC HITH
Oe3 raneHe ¥ noBpainane).

AHaQUWIaAKTHYHH pe H [0 BpeMe Ha ACCEHCUOMIH3HpaHE

BeposTHOCTT2 OT NOABA H TEXKECTTA HA aHA(DINAKTUYHH U aHA(pUNAKTOMIHH PeaKkLMU KbM OTPOBAaTa Ha
HACCKOMH W IpyTH ajnepreqid ca nosuweHd npu ACE-unxubupane. TpsGea na ce mma mpeasun
BPeMeHHO npexbeBade Ha TPUTENC npenu necencubunmaanys.

Ilpocnenssane na enexrponurure; Xunepkanuemus
Ilpn Hakou maumentw, nexysanu ¢ ACE -HHxuGuTOpH, Biunountento ¢ TPUTEIC, ce Ha6moaBa

XHIICPKAIMEMHS. PUCK OT XHINepkaiMeMuA HMa NPH IIALMEHTH ¢ 656peTHa HeAOCTATLYHOCT, Ha Bb3pacT
> 70 roamHH, ¢ HEKOHTPOJIMPAH 3axapeH auaber win TaK{Ba, TMpHEMAaIlld KAJHEBH COMH, KaIHif
CbXpaHiABallN AMYPETHLH W APYTH aKTHBHHU BELIECTBA, TOBUILABAIUM MIa3MEHMTE HUBA HA KAIHS, HIH
CBCTOAHHA KaTO NCXMApATaliMsi, OCTpa ChpAEUHA [ACKOMIICHCALMA, METaboNMTHA amMao3a. AKO
€AAHOBPEMEHHATA yNOTpeOa Ha MOCOYCHHTE CPEACTRA CE CHHTA 32 MOAXOAALIA, NperopuiBa ce pegOBHO
NpoC/ieAsdBaHe Ha CEPYMHUA Kanuii (Bx. Touka 4.5).

[Ipocnenapane Ha €NEKTPOINWTHTE: XHUITOHATPUEMHA

ITpu Hsxou naumeHTH, NeKyBaHM ¢ paMUNPUN e HabmoAaBaH CHHIPOM Ha HealeKBaTHA CEKpEeLMs Ha
aHTHaHypeTndeH xopmoH (SIADH) u nocnenpama xunoxatpuemus. IIpu naumeHTtH B cTap4yecka
BB3pacT U ApYrH NAUHCHTH ¢ PUCK OT XHIIOHATPHEMMA, CE MPENOPbYBA PEAOBHO MPOCHEmIBAHE Ha
CEpYMHHTE HHBa Ha HATpH.

Heyrponenus/arpaHyonurosa
Panxo ca wabmopaBanu HeyTponeHus/arpaHynouMTO3a, CHOOLIABAHA € ChILY

Cynpecus, KakTo ¥ TpomOounTonenus v anemus. [penoprusa ce npocneassane
KJICTKH, 38 a C¢ YCTAHOBH €BECHTyanHa JieBkoneHus. [lo-yecto npocnenspfus




Ha4yaJoTO Ha JIEYEHHETO W MpH MALMEHTH ¢ HapyuieHa OnlOpeuna ¢(yHKUHSA, CbC CBITBTCTBALIA

KOJIareHo3a (Hanp. JIyImyc epuTeMaTonec WK CKASPOAEPMHS), M TIPH JIEKYBAHH C JPYTH JIEKAPCTBCHH
NPOAYKTH, KOUTO MOTaT Ja MPHYHMHAT NPOMEHHM B KPBBHATA KapTHHA (BX. Touka 4.5 u 4.8).

ETHWYECKH pasnnyng
ACE -uHxuOWTOpHTE NpPHYHHABAT SHIMOEHEM C MNO-BUCOKA YECTOTA NMpPH HEPHOKONKH NAHMEHTH,

OTKOJIKOTO NMPH OCTAHAJINTE.
Kakro u apyrure ACE -unxuburopu, pamMunpun Moxe 1a 6be no-Manko epeKTHBEH NPH NOHIDKABAHE
Ha KPBBHOTO HaATaHE NPH 4YCPHOKOKH MALMEHTH, OTKOAKOTO MpPH OCTAHANKTE, OPaAH MO-YECTOTO
HaJTHYHE HAa XHTICPTOHHA ¢ HHCKH PCHHHOBH HUBA NIPK YEPHOKOXKATA MONMyAauus.

Kammnuiia
[Ipu ynotpebata Ha ACE -unxuGutopu e cwoBuiaBaHa Kauuiuua. XapakTepHo e, u4e T4 e

HENPONYKTHBHA, IPOXB/DKMTENIHA U OT3BYYaBa Cjiell NpeKpaTaBaHe Ha Tepanuata. UHAyunpaHata ot
ACE -nHxnburop xauinuna, Tpabpa Ja ce pasriexia Karo 4acT oT AW(epeHuHalHaTa JMArHo3a Ha
KalUTHLIA.

Harpuii
TPUTEMC 1,25,2,5, 5, 10 mg Tabnerky chanpxar Hatphii. TO3H NexapcTBeH HPOMYKT ChIbpyKa [io-
Majko oT 1 mmol Hatpwuit (23 mg) Ha TabneTka, T.€. O CHILECTBO ,,6€3 HATPHIT™.

4.5. BiammogelicTBaeE C APYIH JIeKAPCTBEHH UPOAYKTH H APYTH GOpPMH HA B3aRMOzeiicTBHE

JlaHHM OT WIMHWYHU NPOYYBAHHA INOKA3BaT, 4¢ ABOKHOTO OMOKHMpaHE Ha PEHHH AHTHOTEHIMH
annocreponopata cucreMa (PAAC) upes komOGummpanata ynotpeba Ha ACE wuHxu6uTOpH,
aHrHOTEH3HH ll-peuernropry O/10kepH UNH ATHCKHPEH CE CBBP3BA ¢ NTO-BHCOKA YECTOTA HA HEXEelIaHH
CBOMTHSA, KATO HANPHMEP XHIIOTOHHA, XHNEPKA/IMEMHA M HaMmaspaHe Ha GuGpeuHara ¢YyHKLUHA
(BriTIOUHTENHO OCcTpa 6B6pedHa HeAOCTATEYHOCT), B CPaBHEHHME C YTIOTpebaTa caMo Ha eHO CPENCTRO,
percTrawo BepXy PAAC. (Bxk. Touku 4.3, 4.4 u 5.1).

[IpoTuBonokazaHn KOMOMHALKY

CerereTBamara ynorpe6a Ha ACE uHxuGHTOPH che caKyGHTPIIY/BaICapTaH € APOTHBOIIOKA3aHA, Thii
KaTO TOBA YBE/IMYaBa PHCKA OT aHTHOeAEM (BIDK TOUKH 4.3 M 4.4). JleueHueTo ¢ paMHNpHA He Tpabea
fia O'b/te 3an04BaHO Npe/y Ja Ca U3MHHANH 36 Yaca OT MPHeMaHETO Ha TIOC/IeIHATA 1033 OT caKkyOuTpuI

/Bancaprad. CakyOuTpua /sBancapras He Tpsabra Ja 6pAe 3anovBaH NpeaH Aa ca M3MUHAIHK 36 Yaca oT
NpHeMa Ha nocneaAHatra Ao3a Tpureiic.

ExcTpakopriopanHo nedenue, BOACIIO KO KOHTAKT Ha KPBBTA ¢ OTPHLIATEIHO 3apECOCHH TOBRBPXHOCTH
KaTo HalpUMED JHA/H3a HIH XeMOQHATPALMA C ONPE/ICIeHH BHCOKOTIPOITYCKNIHBH MeMOpaHH (Hanp.
MOTHAKPUNIOHHTPHJIHK MeMOpaHu) H adepesa Ha THITONPOTEHHU ¢ HHCKA ITHTHOCT C AeKCTpaH cyadar,
OpagH NOBHILCH PHCK OT TeKKA aHA(PHIAKTOHIHa peakuus (BkK. Touka 4.3). AKO ce M3HCKBA NONOGHO
NedeHHe, HeOOXOMMMO € Ja ce OOMMCAM M3MON3BaHe HA PalTHYeH THIT JHATH3HA MeMmOpaHa WM
pa3inyeH KJIaC aHTHXHNEPTEH3HBEHO CPEACTBO.

Ilpeanasny Mepku npy ynorpea

Kanuesu conu, xenapun, xanuii-coxpanssamu ouypemuyy u Opy2u GKMUEGHU 8euyecmea NOBUMIABAUU
RAGIMEHUME HUBA HA Kanum (exmovumenno awzuomensur I awmazowucmu, mpumemonpum u e
KOMOuUHayus ¢ puxcupana 003a cyaghamemoxcason, maxposumyc, YUKIOCNOPUH). BRIMIKHO. € [a CE
[IPOABH XHNCPKANHEMHA, NIOpPaaM KOETO C¢ H3KCKBA CTPUKTHO NPOCNeasBaHe Ha -* 1003
Anmuxunepmenzuenu cpeocmea (anp. duypemuyu) u Opyzu eewecmsa, xou ISMO2 L
KPYLEHOMO HARA2AHE (Hanp. HUMpamu, MpuyuxIuysy anmudenpecanmu, afesmer DT

]




npuem Ha QIKOXoJ, baknogen, anghy3ozun, 00KCA303un, NPA303uH, MAMCYIOIUH, Mempa303ur) MoXKe Aa
Ce 04akBa yBETHUABAHE HA PHCKA OT XHITOTOHMA (BK. TOUKA 4.2 332 JHypeTHLIM)

Bazonpecopnu cumnamuxomumemuyu u Opyzu éewjecmsa (Hanp. UIONPOMEDHON, aaﬁymaufn,
oonamun, enune@pun), Koumo mMozam 0a HAMAIIM arnmuxunepmenzuenun egpexm na TPHTEUC:

npernopr4dBa CC CTPHKTHO MPOCNEASABAHE HA KPBbBHOTO HAJIATaHE.

ARONYDUHORN, UMYHOCYNDECODY, KOPMUKOCMEPOUOU, NPOKAUHAMUO, YUMOCMAMUYY U OpY2U 8elecmea,
KOUmo moz2am Oa npoMeHam OpoA Ha KpbeHuUme Kiemkiu. TIOBHINCHA BEPOSTHOCT OT II0ABA Ha

XeMAaTOJOTHYHH peakiiuu (BxK. Touka 4.4).

Jlumuesu conu. ekckpeunsTa Ha JIMTHA MOXe Jia 6bae norwkeHa or ACE -UHXHOHTOPHTE ¥ nopaau
TOBA TOKCHYHOCTTA HA JIMTHA MOXKE Aa ce yBeawyH. Hupara Ha nuTHa Tpsa6Ba aa ce npocienssar.

Anmuouabemnu cpedcmea, GKNOYUMENRO UHCYAUH, MOTAT 1a BH3HHKHAT XMIONTHKEMMYHH peaxkumH.
IIpenopbusa ce npocneadBaHe Ha HUBATA Ha KPBBHATA 3aXap.

Hecmepouonu npomusoevsnanumennu cpedcmeaq u ayemuncaruyuncea Kuceauna: MOXKe I1a ce O4aKBa
HaMmanABaHe Ha aHTHXunepTeH3uBHHUA edext Ha TPUTENUC. OcBeH T0Ba, CHITBTCTBALIOTO JIEYEHHE C
ACE -nuaxuburopn u HCIIBC moxe na qoBefe [0 TNOBMIIEH PHCK OT BIOMIABAHE Ha On0peuHaTa

¢yHKIMS W 12 YBEIHYH KATHEMHATA.

mTOR unxubumopu unu eudgznunmun: TOBUIEH PHCK OT PasBHTHE HA AHTHOENEM € Bb3MOXHO TIpH
[TALIHCHTH, MpHEMALM CAHOBPEMEHHO JieKapcTBa, karo MTOR HHXHOHTOPH (Hamp. TeMcHpoIHMYC,
€BEPONIMMYC, CHPOITHMYC) WIH BUNAArAMNTHE. C NOBHLIEHO BHUMAHUE TPIOBa Ha Ce W3MO0M3BA, KOTATO
C€ 3ano9YBa JICYCHHE (B TOYKA 4.4).

Henpunusun (NEP) unxubumopu: TIoBHILIEH DHCK OT pa3BMTHE Ha aHTHOEEM e 6T ChobmaBaH npH
CAHOBpeMeHHO npuioxkeHne Ha ACE nHxuburopy u NEP HHXHOUTODH KaTO panexanoTpmt (BXx TouKa
4.4)

Caxybumpun /eancapman
EnHospemMenHoTo npunoxenne Ha ACE uHxu6uTOpH CBE CaKyOMTpH/I/BaJICApPTaH € MPOTHBONOKA3aHO,
ThH KATO TOBA YBE/IHYABA PHCKA OT aHIHOEHEM.

4.6. PepTHAHTET, GpeMERHOCT H KLPMeHE

bpemennocm:

TPUTEUC He ce HpenopbtBa N0 BPEME Ha ITbPBHA TPUMECTBP Ha GpeMEeHHOCTTa (BXK. TOUKa 4.4) U e
IMPOTHBOIMOKA3aH IO BPEME Ha BTOPHA H TPETHS TPHMECTHD Ha 6peMeHHOCTTa (BK. Touka 4.3). |
EnuneMuonoryysy JaHHW OTHOCHO PHCKa OT TEPATOTEHHOCT CJIe eKCro3uuus Ha ACE -HHXHOHTOPH
O BpeMe Ha ITbPBHA TPHMECTHP OT OpeMEHHOCTTa He ca 6uaHM yOequTenHH, HO JIEKO MOBUINIABAHE HA
PHCKa He Moxe /2 Obae uskmoueHo. ITpH naumeHTKuTe, IIaHHpaIHm bpemenHocT, Tepanusta ¢ ACE -
HHXUOWTOPH TpA6Ba 1a ce 3aMEHH C AJTEPHATMBHO AHTHXHMIIEPreH3HBHO JICYeHHE, KOSTO HMA
yCTaHOBEH Npodt Ha 6e30MacHOCT HpH ynotpeGa Mo BpeMe Ha GPeMEHHOCT, OCBEH aKO He CE CYMTa 34
kpaiHo HeoOxonuMa. [IpH yctaHoraBane Ha GpemeHHoOCT, NedyenmeTo ¢ ACE -HHXUMOUTOpH TpaOBa 1a
Obae cripsaHO He3abaBHO H, ako € YMecTHO, TpAOBa 1a GbAe 3anoYHaTa ATEPHATHBHA TEPaITHI.

. S, -l - - il . ﬁ

Excriosuisita Ha Tepamus ¢ ACE -uHxu6urop/ Aurnorensys I peuenropeH aHTtaroHueT (AIIRA) no
BpCME HR BTOPHA M TPCTHA TPUMECTBD NPUYMHABA GETOTOKCHYHOCT MPH XOpa (HINAIaHA-DBNNC

(byHKLIHA, OJIMTOXHAPAMHHOH, 3aaBeHa ocndHKaLM Ha yepena) ¥ HeOHATATHA /--{" . ;
HEAOCTATBMHOCT, XHIIOTOHHA, XxunepkanueMus) (BK Touka 5.3 "Tlpeffion
6esonacHocT"). B ciyuali Ha excriosuuma Ha ACE -uuxu6uropu npe3 BTOP




OpeMeHHOCTTa Ce npenopbyBa nposepka Ha 6x0pevHaTa GyHKLUMA B Yepena 4pes YATpa3ByK.
Hosopoaeuu, 4unTo Maiiki ca npueMani ACE -unxuburopu, Tpabsa na 6s5aT CTpHKTHO HaOMO1aBAHY

38 XHITOTOHHSA, OJIMFOYPHA U XUNEpKATHEMHS (BXK. CBILO TOYKH 4.3 1 4.4).

Kvpmene

[lopanu HepocraTeyHa MHGPOPMALMA OTHOCHO ynoTpefara Ha PaMHIPHI MO BPeME HA KbPMEHE (BiK.
To4ka 5.2), He ce mpeniopbuBa npwioxkenue Ha TPUTEHUC, karo 3a npeanouutane e QITCPHATHBHO
nevenue ¢ no-gobpe ycraHoseH npodun Ha 6€30MaCHOCT MO BpeMe Ha KbpMEHE, 0COBEHO TIPH KbPMEHE
Ha HOBOPOAECHO WIH HEAOHOCEHO KbpMaye.

4.7. EdexTn BLpxy cocobnocTTa 33 IodHpane H pabora ¢ MAMIBHEA

Hsakon HexxenaHyu peakuyu (Hanp. CUMITTOMM Ha TIOHIDKABAHE HA KPBbBHOTO HANSraHe KATO 3aMaliBaHe)
MOTI'aT JIa HapyllaT CnocoOHOCTTa HA NAlMEHTa 3a KOHLEHTPalHA U PeaKiMi, €TO 3aill0 MpeACTARIARA
PHCK B CHTYalIHH, PH KOHTO TE€3H CMIOCOOHOCTH ca oT ocobeHo 3HaveHue (Hanp. modupaHe U pabora
¢ MalIHHHU ).

Toma moxe na ce ciyqd OCOOEHO NMPH HAYaNO HA JIEUCHWETO HIH NPU NMPEMHHABAHE OT APYTH
npenapati. Clien mbpBaTa 032 WIM TNOCAEABAINO MOBHILIABAHE HA A03aTd HE € MPENOPbYHTENHO
ropupane Wi paboTa ¢ MallIHHH 32 HAKOJIKO 4Yaca.

4.8. Hexenanm 1eKapcTBEHH PeAKIHEA
Obobwen npogpun na 6ezonacnocm

[IpodpwrbT Ha Ge30nMacHOCT Ha PaAMHNPHI BKIIIOYBA YNOPHTA CyXa KAlUTMLIA M PeaKiuH, CBBP3aHH C
XHIOTOHMA. CEPHO3HHTE HEXENaHH JICKAPCTBEHH PeakUHH BKIOMBAT AHIMMOENEM, XHNEpKaiHeMHus,
OBOpe4HO Wik 4epHOAPOGHO YBpexIaHE, MAHKPEATHT, TEXKH KOXKHHM PeakLMH M HeyTponeHus /

arpaHyJIoLTO3a.

Tabruven cnucvk Ha Hedcenanume peaxyuu

YecToTara Ha HEXENAHMTE PEaKLUHM Ce ONpeEAEHs, Ype3 HIMON3BaHe Ha CIeAMATA KOHBEHIMA: MHOro
yecTH (2 1/10); yectu (= 1/100 go <1/10); Hewect (> 1/1000 go < 1/100); peaxu (> 1/10 000 xo < 1/1
000); mMHoro penxu (< 1/10 000), ¢ HeussecTHa uecToTa (OT HANMYHUTE JAHHH HEe MOXE [a Oble
HanpaBeHA OLCHKA).

[Ipu BcaKkO rpynupane B 3aBHCHMOCT OT YECTOTATA, HEXEIAHHTE JIEKAPCTBEHH PEaKLIHH ce H3bposBaT B
HM3XOAMAIL P/t 10 OTHOUIEHHE HA TAXHATA CEPUO3HOCT.

YectH HeuecTu Penxu Muoro peaxulC HEM3BECTHA
YeCTOTa
\Hapywenun na Eo3unogpuins floHmxeH Gpoii KOCTHO- MO3BUHA
Kppema u Ha OenuTe KPEBHH CynIpecus,
rumprama KNETKH MAHLMTONCHHA,
lcucmema {BKJTFOUHATETHO XEMOJIMTHYHA
HEYTPOIEHUA WIH lAHEMHS

MOHWKEH  Opoii
4JEPBEHU KPbBHH
KJIETKHA, HaMaJleH
XEMOTNIOOKH,

HamaleH  Opoid

TpoMOoLMTH




Hapyuenus na Ha(pWIaKTHYHH
UMYHHama H
lcucmema HaQWIaKTOMAHH
PEAKIINH,
MOBUALLUCHHE Ha
[AHTHHYKJICapHHU
[AHTHTENA
Hapyuwienua na ICHHAPOM Ha|
HOOKpUHHAMA HAPYLUEHa CeKpeLa
Eucmemx Ha AHTHAUYPETHYEH|
xopMoH (SIADH)
apyutenus_Hay BeiINYEeHO AHOPEKCHSA Hamaneno
MemaboauIMa !c'hmp)lcaﬂﬂe HaHAMAJIABAHE Ha IChABPKAHUE Ha
U xpanenemo Kaavi B KPbBTA [ANCTHTA HAaTPUit B KpHBTA
Wcuxuurnu JlenpecusHo IO6bpKBane Hapyurenue HA)
\HADVIICHUR HACTPOCHHUE, BHHMAHHUETO
TPEBOXHOCT,
HEPBHOCT,
De3noKoHCTBO,
HAPYIICHHE Ha
ICBHSA,
BKJIIOYKTETHO
CHHIUBOCT
Hapywenus ua ['nasobonue, CBETOBBPTEXK, Tpemop, Mo3buHa
nepsrama 3aMaiipaHe napecTe3vs, HapYLLIEHO UCXEMHA,
lcucmema areyaus, PAaBHOBECHE BKTIOYMTENIHO
imucreysus HCXEMHYEH
HHCYIT H
ITPAH3HUTOpHA
HCXEMHYHa aTaKa,
TICHXOMOTOPHH
HapyHieHu,
lycelase 3a
MapeHe, MapocMus
apyuieHun_H I3pUTETHH KOHIOKTHBHT
oyume ICMYILUEHMNS,
BKJIIOYUTETHO
BaMBITICHO
BYDKQHE
Hapywenus ua YBpeKAaHe  Ha|
yxomo y CITyXa, THHHUTYC
1abupunma
ICvpoeunu MuokapaHa
Hapyuienus HCXEMHS,
BKAIOUHTETHO
AHI'HHA MEKTOPHC
WIH MHOKapREH
HHODAPKT,
TaXHKapaus,
ApHTMHA,
MATHIKTALMH,
nepudepeH eaeM




MbTHILA B Pe3yJITaT
IOT aHI'HOoe/IeM MOJXKe)|
ia uMa (darancH
U3XO0H; cbpOex,
XHIIEPXHAPO3a

ICv008U HIOTOHMA, baqepnaﬂaﬂe lC'b,uona CTEHO34,] 'CuH,upﬂM Ha Peino
HADVUICHUR PTOCTATUYHO xunonepdyzu,
aMaJIgBaHEe Ha BACKYJIHT
BHOTO
HalnaraHe,
MHKOI
\Pecnupamopnu |[HenpogykrueHa [bpoHxocnasnMm,
L, 2pvOHU pa3Hella BKJIFOYHUTETHO
MEQUACTMUHWIH [KALLTHLIA, obocTpeHa acTMa,
U Ha Hus HBpouxHT, BanmymieH HOC
[CHHY3HT,
|AUCTIHESA
ICmomawno-  CTOMAIHO- ITaHkpeaTuT [ nocur Ad¢rTo3eH croMaTur
YPEeGHU YPEBHO (cny4au ¢ ¢araieH
HADYWeRUR Bh3IAJCHHE, H3X0a ca OMnu
XPaHOCMWIAT bOOIABAHH
I€THH 3KITFOYHTETHO
(ICMYLICHHA, SIOKO TIPH NEYECHUE
KOpEeMEH ACE -
MHUCKOM}OPpT, HHXHOHTOPH),
criericHs, [MOBHILIABAHE Ha|
ﬁ::apm, NaBKPEaCHHUTE
rajicHe, IEH3HMHU, aHTHOeAEM
TOBPBIIAHE Ha TBHKOTO 4eEpBO,
KOpeMHa Oonka B
ropHara 4acT Ha|
KOpeMa,
BKTFOYHTETHO
racTPMT, 3anek,
ICYXOTa B ycrara |
Xenamo- [ToBHiIeHH HKMBa Ha DKBIITEHUIIA, Octpa
ouruapru YEPHOAPOOHUTE  [XOJMEeCTATHYHO 4YepHOApOOHA
HAPYWEHUR CH3HMH M/ MiMXxenaroilesysap HEAOCTATBYHOCT,
CBLP3aHHA HO YBpeXJaHe XOJICCTATUUYEH HITH
OuTHpyOuH LIATOJIHTHYEH
XECHATHUT
U3KIHOYHTETHO
AOKO ¢ (araien
H3X0n).
Hapywenus naQO6pus AHIMOeaAeM; Excdonuatuben [peakims HaTOKCHYHA
Ikoacama HOOUKHOBEHO H3KJIIOMHTETHO ICpMaTHT, poTouyBCcT |enMAepMaIHA
nooxodicHama MaKyno- PAAKO YPTHKapuUA, BUTEJIHOCT  [HEKPOJIH3a,
KaH MamyJ/103¢H lobCcTpyKINS HaOHHUXONMH32 ICUHIPOM Ha
Bb3IYXOHOCHHUTE Stevens-Johnson,

pHTEMA
MyTTHOpME,

eMpuryc,
pbocTpeH

COpHA3UC,




ICHAHTEM,
aoMneLus

\Hapyuenus va Myckynuu Aprpanrus

MYCKVAHO- Icna3Mu,

cxkeaemnama  MHAJITUA

cucmema 7

Ebeduuume.uua

MbKGH

Hapyuenua H buOpeuHo

Ovbpeuume [yBpexaaHe,

nuKouHume BKJIFOYHTETHO

Inbmugga joctpa 6B0OpeuHa
HEAOCTAThYHOCT,
[TONUYPHUS,
BIIOILABAHE Ha
BILIECTBYBAILIA
POTCHHYDHA,
OBHILICHA yped B
PBBT2, IOBHIIEH
peaTHHHH B|
pPbBTa

Hapyuwenus ua pexoaHa [ HHEKOMACTHA

Bv3npuzgooume PEKTHIHA

\linama HMIIOTCHIIUS,

ucmema U TIOHIKESHO

ama Innﬁnm}

Obuiu Cpeona  Goaka[[TopHmeHa AcCTeHHA

apyuienus ﬁyuopa reMneparypa

ebexmu H

MACIMOMO __ Hd]

Egmarcenue

Heouampuuna nonysayus
besonacHocTTa Ha pamunpun e HaGmoaasana npu 325 geua  OHOIIM, Ha BB3pacT 2-16 roauHu B 2
KJIHHHYHM U3NHTBaHHA. BbOpeku ue ecTecTBOTO U TexecTTa Ha HexeNaHuTe CHOMTHA Ca CXOIHH ¢ Te3H
NPH Bb3PACTHHTE, Y€CTOTATA HA CIISAHUTE € N0-BHCOKA MPH [IE1IaTa:
Taxukapaus, HasanHa KOHreCTHS H PUHMT, ,.9ecTH" (oT > 1/100 no < 1/10) NpH NeAUaTPpHYHATA
MoImyJaus, H ,,Heuectu" (= 1/1,000 o < 1/100) npu pu3pacTha.

KoHtoHkTuBHT ,,4ecTi" (01 > 1/100 no < 1/10) npH neaMaTpu4HaTa NOMYNALHA AOKATO sspeIKH"
(= 1/10,000 o < 1/1,000) npu BB3pacTHH.

Tpemop ¥ ypTuxapua ,Hewectu" (= 1/1,000 ao < 1/100) npu nesmarpuunara TIOITYJIALNA,
nokaro ,,peaxd” (= 1/10,000 no < 1/1,000) npu pp3pacTHH.

ObusT npopit Ha Ge30macHOCT 3a PAMMNIPWI NPH NEAMATPHYHA TALMEHTH HE ce pasznu4yasa
3HAYUTEHO OT ApoduIa Ha GE30MACHOCT MPH BB3PACTHH.

Crobapane Ha MOO3UPaHH HEXENAHH PeaKLMK
CbobinaBaHeTo Ha NOJO3IUPAHH HEXKENAHH PEAKUMH CNSA pa3pelliaBaHe 3a YIoTpeE

MPOAYKT € BaxkHO. ToBa Mo3ponsBa Aa NPOABLKH HabJIONCHHETO Ha ChOTHOME

JCKapCTBCHUA NPOAYKT. OT MEAWHMHCKHUTE CNELHATHUCTH Ce H3HCKBA 18 ChOOY
HeXeNaHa peakiua upes:




M3nenHUTENIHA areHius no jeKapereara,
yn. "Jlamsana I'pyeB" Ne 8

1303 Codus,

Ten.: +359 2 890 34 17,

yebcaliT: www.bda.bg

4.9. Ilpenozupasne

CUMIITOMH

CammroMuTe, CBBp3aHu ¢ npeposupade Ha ACE -uHxu6HTOpH MOrar ga BKIIOYBAT NMpPEKOMEpHA
nepudepHa Basoaunarauus (¢ TNOAYEPTAHA XMIOTOHMA, INOK), OpaauKapausi, eJNeKTPOJMTHU
HapymeHys H 0p0peura HeaOCTATHYHOCT.

Mepku npu npego3upane

[TaimentsT TpabBa Aa O6ble CTPUKTHO HaOMIONABAH, NEUeHHETo TpAOBa Oa GBAE CHMTOMATHYHO M
noanbpxkanto. Ilpeanarannre Mepku, BKIIIOYBAT MhPBOHAYATHA AETOKCHKALUSA (CTOMAIIHA HPOMMBKA,
MpHIaraHe Ha aACOpOEHTH) M MEPKM 3a BL3CTAHOBSBAHE HAa XEMOAHHAMHYHATA CTAOHIHOCT,
BKJTIOYHTEJTHO MpHiaraHe Ha aida |-aapeHepruyHl aroHHCTH WM aHrvoTeH3uH 11 (aHrnoreH3suHaMun).
PamunpunaT, akTHBHHAT MeTaGoMMT Ha paMHOpWI, CE€ OTCTPAaHABA HE3ANOBOJIHTETHO ypes
XeMOAMANIN3a OT O0IOTO KPBBOOOPBILIEHHE.

5. ®APMAKOJIOI'MYHH CBOMCTBA
5.1. PapmaxkoIHBAMHYEH cBolcTBa
®apmakorepanepTHuHa rpyna: ACE -uuxuGuropu, camocrosrento, ATC kox :CO09AA0S.

Mexanuzvm na oeticmeue

Pamunipunar, axTMBHMAT MeTalOMMT Ha NPELIEKAPCTBOTO paMHnpwiI, HHXHOMpa eH3HMa
AMNENTHAXNKAPOOKCHNeNTHAa32 | (CHHOHHMM: aHTHOTEU3HH-KOHBEPTHPAIL SH3MM, KMHHHA32 I). B
Ila3MaTa M ThKAHHTC TO3M CH3HM KaTaAJIM3Hpa KOHBEPTHPAHETO Ha AHIHOTEH3HH | JO aKTUBHMA
BA3OKOHCTPHKTOP aHrvoTeH3uH I, xakto u MHXxuOHMpa pasrpaXiaHeTo Ha aKTHBHHA Ba30AWIaTaTop
Opanuxuuuy. [loHwkeHoTro o6pasyBane Ha anrmoreHzux Il M MXHOMpaHe Ha pasrpakJaHeTO Ha
OpagMKHHHH, BOAAT 10 BA30IHNATALA.

Tbit karo anruoreHsuH Il crumynupa ocBoboxcmaBameTo Ha angoCTepoH, PaMHUNPHIAT BOAM OO
HaMaBaHC Ha &I10CTCPOHOBATA CEKpeLs. CPeAHOCTATHCTHUESCKH NTOBIMABAHETO OT MOHOTEPAIIHS ¢
ACE -unxuburop e no-cnabo mpu uepHokoxu (adpo-kapuGexa paca) XMNEPTOHHYHH NalLHEeHTH
OOMKHOBEHO MOMYAALHA C XHIIEPTOHHA C HUCHK PEHHH) OTKOJIKOTO IPH HEYEPHOKOXH MALIMEHTH.,

Dapmaxodunamuun echexmu

AHTHXHTICPTEHIUBHH CBONCTBA:
[IpunaraHeTo Ha paMHNpUN BOAM HO 3HAYHTENHO IOHIDKABAHE Ha nepupepHaTa aprepHanHa
PE3UCTCHTHOCT. B noBeyeTo ¢ydyau HAMa 3HAYHMH NMPOMEHH B 6BbOpeuHus KPBBOTOK H CKOPOCTTa Ha
rnomepynHara ¢uwitpauus. IlpunaraHero Ha PaMUNIPMI NPH NALMEHTH C XUNEPTOHHA BOXH [0
TIOHIDKABAHE HA KPBBHOTO HANATaHE B M3MNPABEHO M JIETHANO MOJIOXKEHHe, 6€3 KOMIMEHCATOPHO
NMOBHIIABAHE HA CHPAEYHATA YECTOTA.
IIpu noBe4eTo MALHEHTH HAYAIOTO HA AHTHXHIICPTEH3HBHUS e(deKT Ha EHOKPAZIS
| 1o 2 gaca cnen nepopaiHo npwioxkenue. [TMKOBUAT edekr Ha €JHOKpaTHa &
OOMKHOBEHO ce nocTura 3 1o 6 yaca clieq] NEPOPATHO NIPHIOKEHKE, AHT
©HOKpaTHA 1034 OOMKHOBEHO NpoALIKaBa 24 gaca.,




MakKCHMAaNHUAT aHTUXHIIEPTEH3HBEH €(GeKT Ha MPOAB/DKMTENHO JIEYEHHE C PAMMIPIWI OOHKHOBEHO
HacTelBa ciaell 3 10 4 ceamuuu. [foKa3aHo €, Ye aHTHXMNEPTEHIUBHUAT e€(EKT € NOCTOAHEH NpH
ABAroTpaiiHa Tepanui, NpOIL/DKABalila 2 FrOAHHH.

PazkoTo npexkncBaHe rnMpueMa Ha PaAMHIIpHA He BOZH a0 OBbp3 M mpexoMepeH pebayHa edekr Ha
NOBHIIIABAHE HA KPBBHOTO HAJIATAHE.

CohpaedHa HeAOCTaTBYHOCT:

Karo nob6aBka xbM KOHBEHLIMOHATHATA TEpanui ¢ QUYPETHLIH M H3GOPHO CHC ChPAEUHH IITMKO3UIM,
pAMHUIIPHIT TOKa3Ba €(EeKTHBHOCT NMpH naumeHtd ¢ pyHkimoHaneHn wiac [I-IV no New-York Heart
Association. JIekapcTBOTO HMA NOA30TBOPHH €(eKTH BBPXY ChPACUHATA XEMOHHAMUKA (HAMA/ISBAHE
Ha HalAraHETO MpH ITBJIHEHE HA JIABA M AACHA KaMepa, HaMalsBaHe Ha oOmara nepudepHa ChIoBa
PE3HCTEHTHOCT, NMOBMINABAHE HA HU3XONAIMA ChPAEYEH KPHBOTOK H MOROOpEH ChPACYEH HHAEKC).
[lonwkasa cbIO HEBPOEHAOKPHHHATA AKTHBALIHA.

Knunuuna edpuxacnocm u b6ezonacnocm
ChpaeyHo-cbAOBA NpodHIaKTHKA/ HebpOIpoTeKIUg

Ilposeneno e rianebo KOHTpoIUpaHo NpoydpaHe 3a nNpopunaxtuka (mpoyusanero HOPE), npu koeto
paMHMpun ¢ 6w nobaBeH KbM CTAHAAPTHATA TEpanua mpu noseye ot 9 200 nauuenry. IManuesTHTe C
[TOBHILUEH PHCK OT ChpPACYHO-CBAOBO 3a00NBaNe, ciel arepoTpoMOOTHYHA KapaAHOBacKyIapHa Gonect
(aHaMHe3a 328 KOpOHapHa apTepuaiiHa Gonect, WHCYAT wiM nepudepHa aprepHanHa GonecT) Win
3aXapeH JMabeT ¢ MOHE €AWH CHITPTCTBALI PHCKOB (akTop (ROKazaHa MHKPOANGYMHHYpH,
XMMCPTOHHA, TIOBHUIICHH HHBA Ha OOILMS XOJIECTEPOJ, HICKO HHBO Ha JIMNIONPOTEHMHHTE C BHUCOKA
IUTETHOCT WIH TIOTIOHOIMyHIEHEe) ca OWIN BKITIOYEHH B W3IMTBAHETO.

M3anuTBaHeTo NOKa3Ba, Y€ PAMMIIPH/I CTATHCTHYECKH 3HAYMMO MOHIDKABA YECTOTATA HA MMOKAp/eH
HH(APKT, CbPACHHO-CHAOBE CMBPT M HHCYJIT, CAMOCTOATEIHO MAM B KOMOMHALIMS (ITBpBHYHO
KOMOMHHpaHU CHOMTHA).

Ocuosnn pesyaraTtr ot asauTBanero HOPE

PamMunpun [Mane6o |OrHOCHTENEH pUCK (95%]P-
\NOBEPUTEJIEH ICTOAHOCT
HHTEPBA)
% %
Benake nagHesTs n=4 645 N=4 652
IInpeHYRO KomMOraERpann14,0 1 7,8 10,78 (0,70-0,86) ‘ﬂﬂ,ﬂl]l
csbATHS
Muoxapden ungpapxm 9.9 12,3 10,80(0,70-0,90) <0,001
Cwvpoewno-cvooea cmopm 6,1 8,1 0,74 (0,64-0,87) <0,001
Hncynm 3.4 4,9 0,68 (0,56-0,84) <0,001
BroprusE KpaiHA TOUKH
Cmupm no acaxaxea npuyuna (10,4 12,2 0,84 (0,75-0,95) 0,005
Heobxooumocm om 16,0 18.3 0.85(0,77-0,94) 0,002
De8acKyapu3ayus '
Xocnumanusayus nopaou12,1 12,3 0,98 (0,87- LA
HeCcmabunHa anzuna X
Xocnumanuzayua nopaou3,?2 3,5 10,88 (0,70
CHPOLYHA HEBOCMAMBYHOC




Ycnooicnenun, cevpianu ¢ 6,4 7,6 |0,84 (0,72-0,98) 0,03
ouabem

Hanureanero MICRO-HOPE, npeasapurento onpeaeneno nogusnursade or HOPE, uacieasa edexra
or pobaBgHeTo Ha paMunpua 10 mg KbM TeKyIaTa cxeMa Ha JieueHHe cnpsamo rauebo npu 3 577
NALKCHTH Ha NMOHE 55 FOAMIIHA Bh3PacT H MO-BB3pacTHH (Oe3 ropHa rpaHHLIa Ha B3PacTTa).

KaTO MHO3HHCTBOTO ca ¢ HabeT THN 2 (M MOHe €AMH ChPAEYHO-CHAOB PHCKOB (aKTop), ¢ HOPMAITHO
apTEPHAITHO HAJIATAHE WIIH XHICPTOHULH.

[TopBHYHHAT aHaNH3 NoKa3ea, 4e 117 (6,5%) ot ywacTHHuMTe HA pamMunpun U 149 (8,4%) oT Te3u Ha
nyianefo pasBuBat AokasaHa HedponaTHa, xoeTo croTBeTcTBa Ha RRR 24%,95% CI [3-40], p=0,027.
Mznuteasero REIN € MHOroneHTpoBO paHAOMM3HpaHO, ABOHHO-CIIANO, IIanefo KOHTPOJIMPAHO
H3MHTBAHE C MApANC/HMU IPYINH, HENALIO OUCHABAHC Ha e(eKTa OT JICYEHHETO C PaMMIIPHI BBPXY
4YEeCTOTaTa Ha BIIOIIABAHEC H3 CTEMEHTa Ha rioMepyiHa ¢unrpaums (CI'd) npu 352 nauueHTH C
HOPMA/THO apTepHaIHO Halsrane Win xunepronyum (18-70 ronumnaa pe3pacr), crpanaimy or aeka (T.e.
Cp€IHa EKCKpELIHA Ha MPOTEHH B YpHHA > | M < 3 g/24 yaca) WM Texkka npoteMHypHa ( 3 g/24 yaca)
nopagd XpoHWYHa HeAuaberHa Hedponartus. ¥ nsere cybnomynaimm ca GWIM NPOCHEKTHBHO

CTpaTU(QHLHMPAHH.

OCHOBHHAT aHAJIN3 HA NALMEHTHTE C HAH-TEXKA MPOTEHHYPHA (Y4CTTa OT NALHMEHTH NPEKAEBPEMEHHO
OTCTP&HCHA, MOpanH NpeAUMCTBATa NpH IPYINaTa Ha paMUIIpWi) MOKa3Ba, Y€ CpeHATa 4eCTOTa Ha
BroiiaBane Ha CI'dD 3a Mecew € 6uiia no-HHCKa NMPH PaMHITPHIL, OTKONKOTO npH wiaue6o; -0,54 (0,66)
ciopsamo -0,88 (1,03) ml/min /Mecew, p = 0,038. Br1perpynosara pasuka e 6una 0,34 {0,03-0,65] 3a
Mecel, ¥ okoo 4 ml/ min /roauua; 23,1% oT manMeHTHTe B rpynaTa HA PaMHMPWI LOCTHIAT
KOMOMHHDaHMTe BTOPHYHH KpaliHH TOYKH Ha YABOABAHE KOHUEHTPALHMATA HA H3XONHHA CEPyMEH
KpeaTHHUH W/WIH TepMHHATHA 650peyHa HeOCTATHUHOCT (HEOGXOZHMOCT OT AHANM3A MK GBOpeuHa
TPaHCILTaHTaLHA) cnpsamo 45,5% B rpynata Ha rnane6o (p = 0,02).

Aeotrna baoxada na penun-arnzuomen3un- ardocmeporoeama cucmemama (PAAC)
JlBe ronemMu paHIOMH3HPAHH KOHTponupakHu npoyusanus - ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekywo rnofanko w3nuTsane 3a kpaitHu
TOYKH Ha TEJIMHCAPTaH, CAMOCTOATETHO ¥ B KoMOHHaUMa ¢ pamunpun) i VA NEPHRON-D (Knunuuso
NMpOyYBaHE CBbP3aHO C pasBUTHE HAa Hedponatus npu nualer, npoeefeHO OT MHHHMCTEPCTBO MO
BRIIPOCHTC Ha BETCPaHWTE) - Mpoy4uBar ynorpefara Ha komGuHamuara ot ACE umxuburop n
aHrHOTeH3uH l1-penernropen Gokep.
ONTARGET e npoyusane, mpoBeneHO NpH MNALMEHTH C AHAMHE3a 33 CHLPACYHO-CHAOBA HIH
MO3BYHOCH0BA OOJIECT, WM 3aXapeH auabeT ThN 2, NPMAPYXKEHH ¢ AaHHH 33 YBPEKIaHe Ha TAPTeTHH
oprand. VA NEPHRON-D e npoyuBaHe npu MaumeHTH Cbe 3axapeH nuaberT TMn 2 W auaberHa
HepponaTus.
Tesn npoyusaHMA He MOKA3BaT 3HAUMM GnaronpuaTeH edekt BLPXy 6LOpPEUHMTE WHIH CHPIEYHO-
CBAOBHTE MOCJACAHUM H CMBPTHOCT, KATO CBINEBPEMEHHO Ca HaOmMOJABaHM MOBMILEH PHCK OT
XHITEPKATTMEMHS, OCTPO yBpesxaaHe Ha ObOpellHTe W/KIH XUIOTOHNA B CPaBHEHHME C MOHOTEPANMATA.
Karo ce uMat npeasuI1 CxoaHHTE UM PapMaKOIHHAMIYHH CBONCTBA, TE3H PE3YTATH €& NPHIOKUMH H
3a 1pyry ACE uaxuburopu v aHruorensun [I-penenropun 6noxepu. ACE MHXHOUTOPH U aHI HOTEH3UH
ll-peuerrropHu Gnokepu cnenoBatenHo He TpAGBa a ce M3MON3BAT AHOBPEMEHHO NPH MALMEHTH C
nnabeTHa HedponaTus.
ALTITUDE (KisHuuno npoyyusase NpoBeNEHO ¢ aTUCKUPEH NPH NALMEHTH Che 3aXapeH AHabeT THIT 2
C H3IOJI3BAHE HA CHPACYHO-CHAOBH M OBOpeuHH 3a00nABaHMA KaTO KpallHH TOYKH) € NMpPOYuBaHe,
NpEeAHA3HAYEHO J1a HU3C/IeBa Mos3aTa OT N00aBAHETO Ha AIMCKUPEH KbM CTaHAapTHA Tepagua ¢ ACE
MHXHOHTOp WiK aHrHoTeH3HH Il-peuenTopeH Gnokep npu NALMEHTH CHC 3: /”:_’:‘ g q\ H
XpoHW4HO OBOpeuHo 3abonsBaHe, CHPHEYHO-CHAOBO 3afonABaHE WIM M /u: TpoyuBeBeRy €
MPEKPATEHO NPEKAEBPEMEHHO NOpaaHd NOBHIIEH PHUCK OT Hebnarompuy R OGIAREEN .\ Kai
ChPIICYHO-CHAOBATA CMBPT, Taka W HHCYITBT ca [0-YECTH B Ipyriata He { HERIPARE " ITRY
A-HERE AN CE

rpynara Ha nnauebo, a npeacTaBisBalUTe HHTEPEC HEKENAHH ChOUTHA H cefy




(xunepkanueMus, XunotoHus M O6vOpeuna auchyHkums) ce cpoOIIABAT MO-4eCTO B FPynaTa Ha
ATHCKHPEH, OTKOJIKOTO B Irpynara Ha ruiauedo.

Bropnuna npodunakrika cinel ocThbp MHOKapIAeH HHQapKT

HanureaHero AIRE sxmousa noeede or 2 000 naumeHTH ¢ NPeXOAHW/TIEPCHCTHPALIM KIHHHYHH
NpU3HALK Ha ChbpACYHA HEXOCTATHYHOCT CJiel] A0KA3aH MHOKapAeH HH(APKT. JIeUeHHETO ¢ PAMHIPHI
e 3ano4yHato 3 Ao 10 AxM ciael ocTpUA MHOkapaeH HHbapKT. N3MHTBaHETO MOKA3Ba, Y€ CNEH CPESHO
BpeMe Ha NpocneAsBaHe oT 15 Mecella, CMBPTHOCTTA NPH NMALIMEHTHTE, JIEKYBaHH ¢ paMHNpI, ¢ 6iia
16,9 %, a npu naumenTwTe Ha Iwauedo -22,6 %. Tosa 03HaAuYaBa HECHBMHEHO HAMAJIABAHE HA
CMBPTHOCTTA ¢ 3,7 % M HAMANABAHE HA OTHOCHTENHUA pHcK ¢ 27 % (95 % CI [11 -40%)).

Ileouampuuna nonyaayus

B paHaoMusupaHo, ABOAHO cnANO, Wiaue6o KOHTPONMPAHO KNMHUYHO NMPOYYBaHe BKMOYBALIO 244
MEAHATPHYHH NAUMEHTH ¢ xuneproHus (73% C nmbpBHYHA XUIIEPTOHHMS), Ha BB3pacT 6-16 roauuwy,
NMaldeHTHTe ca MOMYyYWId HMCKA J03a, CpeAHa A03a WK BHCOKa 034 PaMHNPHI, 3a JOCTHraHe Ha
IIA3MEHH KOHUCHTPALIHH Ha PaAMHITPHIAT, OTrOBAPALLIH Ha O30BHA JMANa3oH 32 Bb3pacTHH ot 1.25
mg, 5 mg 1 20 mg BH3 OCHOBA Ha TEJIECHOTO TerIO. B Kpas Ha YeTBLPTATa CeAMHLA, PAMHITPII € GHIT
Hee(eKTHBEH 3a NIOCTUIaHEe Ha KpaifHaTa 1ie/ 3a HAMAABAHE HA CHCTONHOTO KPhBHO HAJIATaHE, HO pH
HaH-BHCOKAaTa J103a MOHIKABA JHACTONHOTO KPBBHO Hansrade. Ilpu aena ¢ NoTBLpacHa XHITEPTOHKS
NpyU CPEAHK W BHCOKH AO3M PaMHIIPHI NOKA3BA 3HAMMTEIHO NOHHXKABAHE HA AHACTOJIHOTO M
CHCTOJIHOTO KP'bBHO HAJIATaHe.

To3u edexr He e HabmogasaH B 4 ceIMUYHO, ¢ TIOBUILIABAHE HA 103aTa, paHAOMH3UPAHO, IBOHHO CNATIO,
OTHEMaILIO M3MHTBAHE NpH 218 meJUaTpUyHH MalMEHTH Ha BB3pacT 6-16 rogunu (75% c ImbpBHYHA
XUNEPTOHHA), KBAETO H JHACTONHOTO, H CHCTOJIHOTO KPBBHO HAJIATaHE ca ACMOHCTPHpaIH ¢nabo, HO
HE CTATHCTHYECKH 3HAYHMO, BPbIIaHE KbM HAYaIHOTO HHMBO, APH BCHYKUTE TPH W3NHUTBAHH AO30BH
HMBa (HHCcKa 1032 (0.625 mg-2.5 mg), cpenna go3a (2.5 mg - 10mg) Wik Bucoka ao3a (Smg - 20 mg)
pamHnpw1 Ha 0asa TernoTo. PaMMIpui He € IMOKAasan JIMHEEH [030B OTFOBOP MPH M3NMTBAHATA
NeMaTpHYHa MonmynaLHs.

5.2, @apMAKOKHHETHIHH CBOHCTBA

Abcopbuus

Cnex nepopanHo NprjioxkeHHe paMHUIpPUIT ce abcopbupa 6Bp30 B CTOMAIITHO-YPEBHUSA TPAKT: NMHKOBA
[U1a3MC€Ha KOHLUCHTpALMAd Ha paMHINPWI C€ JAOCTHIAa B PAMKMTE Ha eaAWH 4ac. BB3 OCHOBA HA
Bb3CTAHOBABAHE B ypUHaTa, crencHTa Ha abcopbuua € noHe 56% H He ce MOBAMABA 3IHAYHMO OT
NPHCHECTBHCTO Ha XpaHa B CTOMALIHO-YPEBHHS TpakT, DHOHANMHYHOCTTA HA AKTHBHHSA MeTabOoNMT
PaMHNPUIAT C/ICA NEPOPAHO MPHUIICKEHHE Ha 2,5 mg ¥ 5 mg pamunpun e 45 %. [TukoBa iazmena
KOHUCHTpaliMs Ha paMHIIpUIAT, eAHHCTBEHUA akTHBEH MeTaboONIUT Ha paMHOpuA ce gocTura 2-4 yaca
CJie]l MpHeMa Ha pamunpHl. CTaluMOHAPHHTE IU1a3MEeHH KOHLIEHTPALUMH Ha PAMMIIPUNAT CNE IPUIAraHe
BEIHDBXK THEBHO Ha OOMYaiHH 03H PAMHIIPHI C€ AOCTHIAT CJIE OKOJIO YETHPH JIHH JISUEHHE,

Pa3npeaeneHue

CBBp3BaHETO ¢ MIIA3MEHHMTE NMPOTEHHH Ha PAMHIIPHI € 0kos10 73 %, a TOBa Ha pPaMMIpPUIAT OKOJIO 56
%.

buorpaHchopm
PaMHIIpHI MOYTH HAMBAHO ce MeTaboNu3Mpa [0 pPaMHOPHIAT, M OO0 A id ks
AYKCTONMNEPAa3sHHOBA KHCETHHA, ¥ IVIIOKYPOHHAMTE Ha pAMHIPHI ¥ pAMHUIPHE




EnuMHHUpaHe
ExckpewpsTa Ha metabonurure ¢ npeaumHo 6n6peyna. [lnasMeHaTa KOHUCHTPALMA HA PaMHIIPHIAT

HamMasABa 1o noavga3os HauuH. [fopaau HeroBoTo cuano, Hacuiamo csbp3BaHe ¢ ACE u 6aBHOTO
Pasae/iAHe OT CH3MMa, PaMHIIPHIIAT NIOKA3Ba YAB/DKEHA TEpMHHAHA €IMMUHALIMOHHA (a3a NMPK MHOTO
HHCKH IUIA3MEHH KOHUECHTPALIMH.

Cniea MHOTOKPATHO NPHJIATAHE Ha JO3M DaMHIPHI, BEOHBLK AHEBHO, ¢PEKTHBHUAT MONYKHUBOT Ha
pamHnipunat € 13-17 yaca 3a 103u or 5-10 mg ¥ no-ABABr 3a no-HHckHTe Ao3H 1,25-2,5 mg. Tasu
Palinka € CBbp3aHa C KanallMTeTa 32 HaCHUIaHE Ha €H3MMA Ype3 CBLP3BaHe C pPAMHIIPHIIAT.

Iaimenty ¢ 0u0peyno yBpexaane (Bx. Touxa 4.2)

brOpeuHaTa eKCKpeLHa Ha PAMUIIPHIIAT € HAMAJIEHA MPY TIALMEHTH ¢ HapylineHa 6p0pedHa PYHKUMSA, 4
OBLOpEHHAT KIHPBHC Ha PAMHIPHIAT € NPONOPLHOHATHO CBbP3aH ¢ KPEATHHHHOBHS KIHpEHC. Tora
BOAH O NMOBHIIICHA I1a3MEHA KOHILICHTpalLHA Ha PaMHMIIPHIAT, KOSTO HAMAIIBa Mo-0aBHO OTKOJKOTO

Np¥ HHAMBHAH ¢ HOpMaliHa 6b0peuHa GyHKIus.

IaukeHTH ¢ 4epHOIPOOHO yBpexkaaHe (BXK. Touxa 4.2)

[Tpu nauneHTy ¢ HapyllieHa YepHOAPOGHa QyHKIMA, METAGONMH3HPAHETO Ha PAMHITPHII 1O PAMUNPUIIAT
¢ 3a0aBeHO, NMOpPajM HAMAICHATA 8KTHBHOCT Ha 4YepHONAPOOHHTE ecTepasd M IUIa3MEHHMTEe HHBA Ha
PaMHNpPUII [IPH TE3H MALMEHTH Ca MOBHIIEHH. [IHKOBMTE KOHLEHTPaUMH HA PAMHNPWIAT MPH Te3U
TaUMenTH, obaye He Ce paltu4aBar OT Te3H HAOMOXABAHU NPH HHAMBHIM C HOpPMAaNHa 4epHOLpoOHa

byHKuHA.

Kvpmene:
EnnokparHa 103a paMHIIPHIT NEPOPANHO HE BOAHM JO OTKPHBAHE Ha PAMMIIPMII H HErOBHA METaGOMHT B
MAaHIHHOTO MJIAKO. Boipeku ToBa eeKThT Ha HAKOAKO JO3M HE € M3BECTEH.

Heouampuyuna nonynayus

PapMaKOKHHETHIHHAT Tpohun Ha paMHNpPHA e 6w u3creasad npH 30 NEOUATPHYHM TALMEHTH C
XWIIEPTOHHS, Ha BB3pacT 2-16 romuuw, ¢ terno >10 kg. Cren ao3u or 0,05 g0 0,2 mg/ke, paMHIIpH
OBP30 H EKTeH3MBHO Ce ¢ MeTalOIM3UPan KO PAMHIPUIAT. MakCHMAlTHH TUIa3MeHH KOHUEHTPALHMH Ha
PaMUIIPHIIAT €A BE3HHKHAIM B paMKMTE Ha 2-3 4aca. KinbphHCa Ha paMHNpuUnaT € 6Ma TACHO CBBP3aH
C MHCBH¥KA Ha TeiecHOTO Terno (p<0.0l), cebwio M ¢ gosara (p<0.001). KaupbHca u ofema Ha
PA3NPEACIICHHC CC YBENWHABAT C yBEIHYaBaHe Ha Bb3PAcTTa Ha IeLaTa BhB BCAKa 4030Ba rpyna. Jfozara
ot 0,05 mg /kg npH fena JOCTHra HMBA Ha €KCTIO3HLIMS CPABHHMH C T€3H MpH BB3PaCTHH NEKYBAHH C
pamuripun 5 mg. Mozata or 0,2 mg/kg npH Kella BOOH O HHBA HA €KCHORMHMS MO-BHCOKH OT
MAKCHMA/HaTa NpenoprYHTeHa ZHEBHA o33 ot 10 mg npy BB3pacTHw.

3.3. IlpeaxnnHRYHEER JaEHH 33 Ge30macHOCT

IlepopanHoTo NpWIOKEHHE HA PAMMNPHI HE TIOKA3Ba OCTpa TOKCHYHOCT fIpH I'pH3aud H Ky4YeTa.
[Ipoyusanus, BIIIOYBAIM NPOABLDKHTENHO NEPOPATHO NPHIOKEHHE ca GHIH NPOBEXIAAHH NPH
ILTXOBE, Ky'ie€Ta ¥ MaiMyHH. [IpoMeHM B IIA3MEHHTE €MEKTPONUTH H KPHBHATA KapTHHA ca OMnH
YCTAaHOBEHH TIPH TPUTE BH/A.

[Ipy xydyera H MaliMyHHM NpH OHEBHM ZO3H OT 250 mg/kg/nen ¢ 6uno HabmonasaHo 3HAYHTENHO
yrojeMiABaHC Ha FOKCTArjIoOMEpynapHHs anapaTr BeJieACTBUE (apMAKOAWHAMMYHATE AKTHMBHOCT Ha
pamMunpyL. ILibxoBe, KydyeTa n MaliMyHH NIOHACAT AHEBHH 03K CHOTBETHO OT 2, 2.5 1 8 mg/kg/nHeBHO
6e3 Bpeann edekrr. HeoGpatumo 6u6pedno yBpexnane e HabmonaBaHo [IPH MHOTO MNTaJIH IUTHXOBE
[TOTYYM/TH €IHOKpATHA 032 PAMMITPUIL. ”
HM3nuTBaHuAT2 33 PEMPOAYKTMBHA TOKCHYHOCT NPH ILTHXOBE, 3aHIM H MaliMxF
TePaTOrC¢HHH CBOKCTBA.
QepTUNUTETET HE CE MOBIMSBA HHTO NMPH MBIKKH, HHTO [IPH KEHCKH IUThXON
PaMHMpPHUII BLPXY XKCHCKM IUTBXOBE NO BpeMe Ha (eranuus nepuox H nalrats
HeoOpatTHMo §u6peuno yBpexaaHe (aunataims Ha GEGpedHOTO JIET€HYE) B NC .‘.
1o3H oT 50 mg/kg TenecHO TErno Wil rno-BUCOKH.




PasuiupeHo u3c/eiBaHe 3a MYTareHHOCT, 4pe3 U3MO/3BaHEe Ha HAKOJKO CHCTEMM 3a H3C/eABaHeE, He
NOKAa3Ba, 4¢ PAMHUIPHII IPHTEXKABA MYTAreHHU WK FreHOTOKCHYHH CBOMCTBA.

6. PAPMAINEBTUYHHA JAHHHU

6.1. CorRcbk HE DOMOIIHHTE BEllleCTBA
Tabremxu 5 mg

XHITPOMEJ103a
NpEXEeNaTUHU3HPAHO LAPEBUUYHO HHIIECTE

MHKPOKPHCTAITHA LETYJI03a
HaTpHEB cTeapuadymMapar

yepBeH xeneseH okcun (E 172)

6.2. HecnbBMECTHMOCTH

Henpunoxumo.

6.3. Cpok mra rozsocr

3 rOOHHM.

6.4. CnenraJHH YCIOBHE HA ChXpAREHHE

To3u nexapcTBeH NPOAYKT He H3NCKBA CIIELIMANHH YCIOBHS 33 CHXPAHEHHE.

6.5. /lanHm 3a omakoBKaTa

Tpurefic 5 mg - onaxkoeku ot 10, 14, 15, 18, 20,21, 28, 30, 45, 50, 56, 90, 98, 99, 100, 300, 320, 500
rabnerku B PVC/Alu 6nucrep.

He scuuky BiAOBE onakoBkyu Morat a GbAar IyCHATH B IPojaxGa.
6.6. CuoemmanHu NpesNasHE MEPKH NPH HIXBHPJIAHE

HeM3non3pavuaT npoAyYKT MNM OTNAXBYHHMTE MATEPHAIH OT HEFO TpabBa La ce M3XBHpIST B
CHOTBETCTBHE ¢ MECTHUTE H3UCKBAHMI,

7.  NIIPHTEXATEJI HA PASPEIIEHHMETO 3A YIIOTPEEA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly
DOpaHumusa

8. IIPUTEJKATEJI HA PA3PEIIEHUETO 3A ITAPAJIEJIEH BHOC

“becra Men” EOO/I, yn. "KsHuo Cxopues" Ne8, 5350 Tpasua, brarapus
9. HOMEPA HA PAIPEHIEHMSTA 3A YIIOTPEEBA

Tritace 5 mg 20011162 § Sy
5 [ehi By

10. JATA HA OBPBO PA3PENIABAHE/ IIOJHOBSIBAHE HA PAHERIFHHETO:2
YIIOTPEBA AV

JaTa na onpBo pazpemanane:




TPUTEHNC 5 mg - 28.11.2001

Jdara Ha N0AHOBABAHE HA pa3pemieHHeTo 32 ynorpeba:

TPUTENC 5 mg - 20.02.2012

11. JATA HA AKTYAJIM3UPAHE HA TEKCTA

16/03/2023




