KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA,



L HAME HA JIEKAPCTBEHUS ITPOAYKT

TRITACE 2,5 mg tablets

AC 2.5 6eTKHU ' oo —
TPHTERC e T H_&MHMTBI_HR’AI’EHHHR 0 JIEKAPCTBATA
TRITACE 5 mg tablets Kpamua xapaimepucmuka na npodyxma - Mpunoienus 1

fy/éf}"/jf (6

'TPMTEHC 5 mg Tabnetku - Kom PY >

TRITACE 10'mg tablets
| TPHTEﬁClO 111 g Tﬂ-ﬁHETKH . o MO e .

2.  KAYECTBEH H KOMIHYECTBEH CbhCTAB

Enna Taﬁnema Tﬁtace-Z‘.S mg chABpXKa 2.5 mg paMunpun (ramipril)
Enna Tabnetka Tritace 5.mg cpabppxa 5 mg pamunpun (ramipril)
Exna Tabnerka Tritace 10 mg csappxa 10 mg pamunpun (ramipril)

3a ITBJIHUS CIIUCBHK Ha MOMOLIHHMTE BEILECTBA, BIJKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka

4. KJIMHAYHU JAHHM
41  TepameBTHIHH MOKA3AWMS

- JleyeHue Ha XHIIEPTOHUS

- CepacuHo-chA0Ba IPOQHIAKTHKA: HAMAABAaHE Ha CHPAECYHO-CBAOBATA 3a00/16BAEMOCT H
CMBPTHOCT IPH HAaIMEHTH C: |
| 0 IpOABEHO aTepOoTPOMOOTHUHO CHPAEYHO-CHAOBO 3abo/iBaHe (aHaMHe3a 3a
KOpPOHApHO 3a60N4BaHe WM HHCY/T, WK repudepHa aprepHansa 6onect) Wi
o JuadeT ¢ MOHe eAMH ChPAESYHO-CBHAOB PUCKOB (HaKTOp (BXK. TOUka 5.1).

- Jleuenue Ha 666peuHo 3abongaBane:
o Hauanna qua6eTHa rioMepyiiHa Hec[)pona'mﬂ onpeiejieHa OT HATHYME Ha
MHKPOANGYMHHYPHS;
o IlposseHa nuabGeTHa raoMepy/iHa HeponaTHs, onpeaeieHa OT MAKPOIIPOTEUHYPHA
MpH MalMeHTH C IOHE eIHH ChPACHHO-CH0B PHCKOB (akTop (BXK. TOUKA J.1),
.o : TposiBena HeauaGeTHa mamepynﬂa Hecbpona'mﬁ onpenenena OT MaKpOIIPOTEMHYPHS
23 gHa,[[BH(B}I{ ‘Touka 5.1).

- Jleyenue Ha CHMNTOMATHYHA ChHpASUYHA HEOCTATHYHOCT.

- Bropuuxa npodMIakTHKA cliel] OCThP MHOKapJeH HHOAPKT: HaMaIaBaHE Ha Cyf
ocTpaTa asa Ha MHOKapAcH HHGAPKT NPH MALHEHTH ¢ KIMHHYHHA MPH3HALM HA CHPAOS
HeJIOCTaTBYHOCT, ¢ HAYaJI0 NMOBeYe OT 48 Yaca clied OCThP MHOKApAeH HHDAPKT.

4.2  o3HpoOBKa N HAYHH HA NPHJIOKCHHE



ITepopanHo npuioxeHHue

IIpenoprusa ce TRITACE na 6sae nmpueMaH BeAHBXK JHEBHO, 1O €JHO H CBIIO BpeMe BCEKH JIeH.
Twit KaTO NPUEMBT Ha XpaHa He npomend GnoHannuHocTTa My, TRITACE MOXe aa Bbae npHemMan
MpPeAH, [0 BpeMe Ha WIH Clie]l XpaHeHe (BXK. TO4YKa 5.2). |
TRITACE Ttpsafea aa ce mornpia ¢ TedHocT. He TpsabBa za ce opBYC WIIH pa:npomana

B’b&pacmuu

[aupeHTH ASKYBAHH ¢ JAYPETHLH

Cnen 3anousaHe Ha Tepanui ¢ TRITACE moxe na Hacenu XHTIOTOHWS; TOBA € no—nepoamo IPH
TIAUACHTH, KOHTO Ca JICKYBaHH ¢JHOBPEMEHHO ¢ AnypeTnuy. [lopaau ToBa ce MpenoprYsa NOBMIICHO |
- BHMMaHMe, Thil KATO T€3H MALMEHTH MOraT aa 6baar ¢ HaMaJieH obeM TEYHOCTH M/ WIH COJNH, | |
AKO € BB3MOXHO, AMYPETHKET TpaOBa aa 6pae cnpsad 2 40 3 JHY Npead HAYaloTO HA Teparnyara ¢
TRITACE (Bx. Touka 4.4).

[Ipy mauMeHTH ¢ XMNEPTOHMA, PH KOMTO AHYPETHKELT He € CNpsH, Tepanuiara ¢ TRITACE Tpabsa na
6bae 3amoynara ¢ go3a ot 1,25 mg. Tpabsa na 6paar npocneassanu OpOpeyHaTa PyHKIMA H
rura3mMenus Kanuii. [Tocnensamara nosuposka Ha TRITACE Tpa6pa ja 6bae onpeAensHa criopen
HKEeJAHOTO KPBBHO HANATAHeE.

Xunepmonus

Jlosara TpaGpa aa 6b/e onpeeieHa HHAMBHAYAIHO, Ciope Npodiia Ha MauKeHTa (BIKTE TO4Ka 4.4)
M KOHTPOJIa Ha KbPBHOTO HaJIATaHE. |

TRITACE moxe na 6b¢ H3MI0/13BaH KATO MOHOTEPAITHS MK B KDMﬁHHaI.[HH C APYTH KI1acoBe
AHTUXMIEPTEH3NBHH JIEKAPCTBEHH nponylc'rﬂ

HavanHa fo03a
TRITACE Tpabra na 6bae 3am04BaH NOCTENEHHO C NPENopbYaHa [T5PBOHA4AIHA 1033 OT 2, 5 mg

JHEBHO. | o
[Ipu nauMeHTH ¢ OBHILEHA AKTHBHOCT Ha pEHHH-aHPHDTGHBHH-&JI,HOCTepiJH{)BaTa'GHG’I‘BM& MOXeE 18
HACTBIH 3HAYHUTEITHO NIOHWKCHHE Ha KPHBHOTO HAJIAraHe cie/ [IpHEMa Ha ibpBata no3a. IIpy takuea
MalMiEHTH ce Npenopb4YBa HavanHa 103a ot 1,25 mg u Ha4anoTo Ha JieuerueTo Tpsabea na Onae
M3BBPIIEHO N0 MEMIIMHCKH KOHTPO (BX. TOUKa 4.4).

Turpupane ¥ noaaLPXALIA 1032

ITocreneHHo ro3aTa MOke Aa ObAe yIBOSHA NPe3 HHTEPBAN OT JBe N0 YETHPH CEMHLIM 32 NOCTHTAHE
Ha JKENAHOTO KPBBHO HANArAHE; MAKCHMAIIHO JOMYCTHMATA ,uoaa Ha TRITACE e 10 mg qHeBHo.
O6ukHOBEHO fO3aTa Ce NpUara BeAHbXK JHEBHO. |

Covpoeuno-cv0oea npeseHyus

HavanHa f03a . .
IIpenopEYBaHATA HAYAIHA K033 € 2,5 mg TRITACE BeHBK JHEBHO.

Turprpane ¥ MOANBPKAINA 1034 |
B 3aBHCHMOCT OT TOJIEPaHTHOCTTA HA NALHECHTA KBM AKTHBHOTO BELIECTBO, A03aTa BI'I

TpaOBa na 6b1e yBenuuaBaHa. [IpenopbuBa ce yaABOABaHE Ha 103aTa CNE €HA WU
JIEYEHHE M — CIEJl Ollle /IBE 110 TPH CEAMHLM — /1 C€ yBe.anH A0 TapreTHaTa I'IOILI[‘B r
10 mg TRITACE Benupx auesno. | |

BirxTe cBIO MO-rope J03HPOBKA NPH NALHEHTH, JICKYB3HH ¢ JUYPETHLIH.

Jleuenue ua 6vbpeunc saborseane




- [Ipu nayuenmu ¢ duabem u MuxkpoaoNGYMURYpUs.

HavanHa fno3a: |
IpenopruanaTa HavasHa Ao3a € 1,25 mg TRITACE eanmk NHEBHO

Tutpupane ¥ nOAABPAKALIA 1034
B 3aBHCHMOCT OT TOJIEPAHTHOCTTA HA NallHCHTa KbM aKTHBHOTO BEIIIECTBO, A03aTa BIOCIEACTBHE CE

norMinaea. [lpenoprusa ce yiBospaHe Ha ¢JHOKpaTHaTa AHEBHA /1032 210 2,5 mg cnea ABe CeAMHLM U
- A0 5 mg CeA OIS B CEAMMLIH. -

[Ipu nayuenmu ¢ duabem u none edun cbPOEUHO-CHO0E8 PUCK08 paxmop

HauanHa fio3a: | -
[IpenopbuBaHaTa HauyanHa j103a e 2, 5 mg TRITACE BeIIHBK nﬂeaﬂo

Tmpnpaﬂe H HOoABpIKAlla 1034 .
- B 3aBucuMoOCT OT Tonepamocﬂa HA nauﬂema KbM AaKTUBHOTO Bemecmo ,m:}sa’[a BIIOCJIEACTBHE C€

" noBuiIaBa. [IpenophuBa ce yBOSBaHE Ha €/IHOKpaTHATA AHEBHA 1034 A0 S5 mg TRITACE cnen enna
- wnu ase ceamuuy U cnea Toea A0 10 mg TRITACE ciex olue are unu TpH ceaAMHIM. TaprerHara
IHeBHa f03a e 10 mg.

IIpu nayuenmu c neduabemna ne@pondnus, onpedeiena om npomeunypus >3 g/na den

Hauanza nosa:
[IpenopruBaHaTa HauanHa f03a € 1,25 mg TRITACE Beansx AHEBHO.

TuTpHUpaHe ¥ NOLIb a 1034 |

B 3aBUCHMOCT OT TOJIEPAHTHOCTTA Ha IMAlHEHTa KbM aKTHBHOTO BEIL[ECTBO, 103aTa BIMOCICACTBHE Ce
IIOBHILIABA. Hpenopbqsa Ce YABOABAHE Ha e,uﬂompama'ra THEBHA ,aoaa Ao 2,5 mg cne,u ABE CSAMHULIH U
o0 5 mg cnen oue Ase COmMUIM. - = |

Cumnmomamuina CopOeyHa HeOoCmamvyHOCM

- . Havanna go3a: -
. -HpH cTaﬁmuaﬂpaHH nal.menm Ha JUypETHUYHA Tepanus, npenopI.qBaHaTa HayamHa nosa e 1,25 mg
JAHEBHO. |

TLTp_paHe ¥ NOAABPHKAINA 1038 - .
TRITACE Tps6Ba na 61ae TUTpHpaH upe3 }F,I[BGHBaHe Ha J103aTa Ha BCEKH ‘€JHa 0 JBE CEIMHIM IO
MaKcHMalHa AHeBHa ao3a 10 mg. Ilpeanounra ce IBYKpaTEeH JHEBEH MPHEM.

Bmopuuna npogunaxmuxa cred ocmup Muoxapoer unpapkm u cbC CbpoeHa HeQoCmamvyHOCM

Hayanna no3a:
48 yaca ciie oOCTbP MHOKApAEeH HH(APKT NpH KIHHUYHO H X€eMOJAHHAMUWYHO CTa0WITHA NAaUUEHTH,
HayaJIHaTa i03a € 2,5 mg ABa II6TH AHEBHO B NPOAB/DKEHHE Ha TPH JHH. AKO Ha4alHATa 1032 OT
2,5 mg He ce Tonepnpa, 7032 OT 1,25 mg JBa IHTA JHEBHO TpabBa na ObJle MpunaraHa ABa JHH Npeay
NOBHIIABaHe A0 2,5 mg M 5 mg 1Ba MbTH AHEBHO. AKO J03aTa He MOXe Aa 6bae NoBMILieHa 10 2.5 mg
JBa IBTH AHEBHO, JieYeHHETO TPAOBa Ja ce OTMEHH.

Buoicme cviyo no-zope 003upoera npu nayueHmu IeKy8anu ¢ Ouypemuyu.

Tutpw aHeHno'l BDKAILIA 1034




BriocnieicTBie AHEBHATA 103 C€ NOBHIIABA YPE3 YBOSBAHETO i HA HHTEPBAIM OT SAHH N0 TpH AHH

* I0 AOCTHraHEe Ha TapreTHaTa MOUbIKAINA 1034 OT 5 Mg ABA [TbTA AHEBHO.

Korato e BE3MOXHO NMOAABPIKALIATA 11034 Ce Pa3fielid Ha JBa IpHEMa JHEBHO.

AKO 103aTa He MOKeE Ja ce MOBHIIH J0 2,5 mg ABa ITBTH JHEBHO, TIEYEHHUETO TPAOBA Ja CE OTMCHH.
Bce ome auncea mocTaTh4YeH OMUT MPH JICYCHHE HA NALHEHTH C Texxka (NYHA 1V) cvpaeuna
HEJ0CTATEYHOCT HEMOCPEACTBEHO CIIEl MAOKAPCH HH}APKT. AKO CE B3€ME PELICHHE 3 JICYCHHE Ha
Tak¥Ba NALMEHTH, NPENOPHYBA Ce TepanuaTa Aa 6bae 3arnoysara ¢ 1,25 mg BEAHBK JHEBHO U BCHKO
MOBHIIABAHE HA J03aTa Ja 6b1e U3RBPIIBAHO C [TOBHIIEHO BHUMAaHHE.

Cneyuannu nonyaauyyu

ITayuenmu c 6vbpeuno yepescoane | .

JlHesHaTa no3a TipH nauueHTH ¢ Gr6peyHo yBpexaane Tpa0sa na ce orpenens 853 ocHona Ha
KpeaTHHHHOBHS IJTUPBHC (BXK. TOUKa 5.2): | | |

- aKO KpeaTHHHHOBHAT KJIUPBHC € 2 60 ml/min, He € HE{}GKGIIHMB Kopmnpaﬂe Ha Ha4aJIHATA
no3a (2,5 mg AHeBHO);, MaKCHMaJTHATa AHEBHA J03a ¢ 10 mg;

- aKoO KPeaTMHMHOBHAT KNHPBHC € Mexay 30-60ml/min, He e He0OX0AUMO KOpHUTHpaHe Ha
Ha4aJIHaTa [03a (2,5 mg aHeBHO); MAKCHMaIHATA AHEBHA 1034 € 5 mg; |
- aKO KPEATHHHHOBHAT KNHUPBHC € MEXKIY 10-30ml/min, HagaiHaTa nosae 1 25 mg IHEBHO U
MAaKCHMaTHATa JHEBHA 1034 € 5 mg;

- MpU XMIIEPTOHHLM Ha XeMOJHATIH3a; PAaMHIIPUJI ¢€ THAIA3HPA ¢1abo; HavYaJIHaTa 1038 €

1,25 mg/nHeBHO M MAKCHMAJIHATA AHCBHA [103a € S5 mg; JIEKapCTBSHHAT. [IPOAYKT TpAOBa fa ce npuema
HAKOQJIKO 4aca ciell XeMoAWaIu3HaTa Mpoleaypa.

ITayuermu ¢ 4eprodpobro Hapywenue (BX. ToYKa 5.2)
[1pu nanueHTH ¢ YePHOAPOOHO HapyIICHHe, nedenuero ¢ TRITACE Tpabea na 3ano4He camo Tox
CTPHKTEH MEAUI[MHCKH KOHTPOJI H MaAKCHMATHATa HHGBH& ,uosa € 2 Smg TRITACE |

Cmapuecka evapacm

Havanuute no3u TpsOBa ga 6'bXaT MO-HUCKH ¥ BIIOCIEACTBHE TUTPHPAHETO Ha ,uoaa'ra 'Ipsiﬁna na 6nae
no-6aBHO, MOPaJM MO-TO/MATA BE3MOXKHOCT OT HEXKEIAHH PEAKLIMM, 0COOEHO 1P MHOTO BB3PacTHH
H HeMOUIHH nauueHTy. TpaOBa Ja ce uMa npeABUA HAMAIABAHE HA HAYaTHaTa A03a paMHIIPHI Ha

1,25 mg.

Ileouampuuna nonynayus -
TRITACE He ce npenopbusa 3a ynoTpeba npH Aeua u IOHO[I]H 10 18 I‘OJZ[HHH IopagH HenﬂcTaquHn
HaHHM 3a Oe30MacHOCT H e(PMKACHOCT.

43  IIpormBonoxasaHHs

- CBpBLXUYBCTBHTEIHOCT KbM AKTHBHOTO BEHIECTBO MM KBM HAKOE OT MOMOIIHHTE BEIICCTRA HITH
npyr ACE uHxu6uTOp (MHXHOHUTOp Ha AHTHOTEH3MH KOHBEPTHPALIMA €H3HMM }(BIDKTE TOUKa 6.1).

- AHaMHe3a 3a aHTHOeIeM (Hac/e/ICTBEH, HINOMATHIEH HIH BCIIENICTBHE JICUCHHE C ACE-HHXHﬁmpH
win aHruotensuH 11 penenroprn anTaronucTa (AlIRAs)) - | . |
- EkcTpakoprniopaHO €4EHHE BOJEIO IO KOHTAKT HA KPBBTA C OTPHLIATENHO 3ape,neHH l'lOB'prHOCTH
(BXK. TOUKa 4.5)

- 3HaynMa IBYCTpaHHA CTeHO3a Ha OB0pEeYHHTE apTePHH HIIM CTEHO32a Ha 6'bﬁpeqﬂa aprepys
eHHCTReH PyHKUMOHKpal 6b0pek

- Bropu 4 TpeTH TpHMeCTHp Ha GpeMeHHOCTT (BXK. Touku 4.4 u 4. 6)

- Pamunput He TpAOBa na GbE MpHIATaH NPH MALMEHTH ¢ XHIIOTOHNS HIH HeCTabuIT

XEMOIUHaAMHKA.

4.4 Cnennaau npe,uynpemeﬁnﬁ H npeAna3HH Meplﬂl 'l'ipn' y_nu*fpeﬁ_a

Cneyuannu nonyiayuu




bpemennocm: Jledenue ¢ ACE nHXMOHTOpM KaTO paMHNpUi WK aHTHOTeH3uH 11 petienTopru
anTaroHucTH (AIIRAs) He TpabGpa na ce 3anoupa no speme Ha 6peMerHoCT. [IpH nauneHTKHTE
IUTAHHPAIIH. A 3a6peME:HeﬂT TepanmuaTta ¢ ACE Hﬂmﬁmopﬂ / AIIRAs, TpaOBa 1a ce 3aMeHM C
ANTEepPHATUBHO AHTHXUIIEPTEH3UBHO JICUCHHE, KOETO HMa YCTaHOBEH Npodri Ha 6e30nacHOCT npy
ynoTpeba 1o BpeMe Ha OpeMEHHOCT, OCBEH aKo He C€ CUMTA 3a KpaiHO HeoOxoauma.llpn
YCTaHOBABAaHE Ha 6pemeHH0cT neyenneto ¢ ACE unxu6uropn/ AIIRAs TpadBa Aa OBae CopsHo
He3abaBHO H, aKO € YMECTHO, Tpﬂﬁna 7ia 6BAE 3an0YHATa aNTepHAaTHBHA Tepanus (BK. To4ukd 4.3 1
4.6).

O Hayueumu # ocoben puck om XunomoHus

- Hayuenmu ¢ nosutiuena axmueHOCm HQ PeHUR-GH2UOMEHIUH-ANO0CMEPOHOBAMA CUCIMEMA
[TaiieHTH C MOBHIIEHA AKTHBHOCT Ha PEHUH-aHTHOTEH3MH-ANIOCTEPOHOBATA CHCTEMA Ca M3IOXKEHH
- Ha PHCK OT CHJIHO M3pa3eHO MOHIDKaBaHEe Ha KPHBHOTO HalsAraHe M BlIoLIaBaHe Ha 650peuHara
dynxwms, nopanu ACE uHxuGupane, ocobeHo Koraro ACE uHXHOHTOP MITH CHITBTCTBAII AMYPETHK
ce MpHEMa 3a NPEB ITLT WK MPY HAYAIHO MOBUINABaHe Ha J03aTa. 3HAYHMAa aKTHBHOCT Ha PEHHUH-
AHTHOTEH3HH-ANIOCTEPOHOBATA CHCTEMA MOJKE JIa CE O4aKBA U € HEOGXOAMMO MEHIIMHCKO
Habmo1eHe, BKITIOYMBALIO MPOCICAABAHE HA KPBBHOTO HANATaHe, HAlIpUMeD IpH:

- NAHHEHTH C TEXKKA XHIEPTOHNA

- MALUEHTH ¢ JeKOMIIEHCHPAHA 3aCTOHHA ChpACYHA HE:,I[GCT&TL‘-IHOCT

- MALHEHTH ¢ XEMOAWHAMUYHO BAOLIEH IABOKAMEPEH U3XOAIL WIH BXOAAL KPHBOTOK (nanp.

CTCHO32 Ha a0pTaTa WIH MHTPaIHaTa Knana)

- l'lal.lHeHTH C €AHOCTpaHHa CTEHO3a Ha ﬁﬁﬁpeqﬂa’ra ap*repm ¢ BTOpH QyHKLMOHHpaul OnOpek

- MALMEHTH, TIPH KOMTO WMa HITH MOKe /la HACTBIIN HAMaIeH 06eM Ha TEISCHHTE TEUHOCTH

WIH COJIH (BKIIOYHTEIHO NALMCHTH, IPHEMALM AUYPETHULH)

- MALHEHTH ¢ YepHOApoOHa Lupo3a W/WIH aCL{UT

- NALHEHTH, MOJUICXKEHH Ha FOJIAMA XUPYPTUIHA HTEPBEHLIMA WM AHECTE3Us ChC CPEACTBA,

KOMTO NPEAM3BUKBAT XUIIOTOHUA
OBHKHOBEHO ce Mpenopr4Ba KOPUrUpaHe Ha AeXHAPATALMATA, XHIIOBOJICMHATA HIIH CONCBHA
AeMUMT MpeaH HAYAIOTO Ha NCUYeHHETO (TP NALMEHTH CBC CHpAEYHA HEXOCTATEHHOCT, 00aye
 KOpeKuMsTa Tpsi6Ba na 6b1e BHUMATEIHO MpELICHEHA CIIPAMO PHCKA OT 06€pPMHO HATOBapBaHe).

- IIpexodna unu nepcucmupaiya copOeura KedoCmamvyHOCM CAe0 MUOKAPOeH ungapkm

- ITayuenmu,uznooicenu na puck om C'bpdeuna UAU MOTDYHA UCXeMU 8 CAYNAU HA ocmpa
- XUNOMOHUA . - .
- Haganoto Ha TepauHaTa H3HCKBA CTPOT MEIHIIMHCKH KOHTPOJ,

o Haqueamu 8 cmapuecm mpacm
| Bme TOUYKA 4. 2 | |

Xupypzuwu UHMeEpaeHYyuU
IIpenoprupa ce ,KOraTo € Bh3MOXKHO, JICUCHUETO ¢ MHXHOUTOPH HA aHTHOTCH3HH KOHBEPTHpAIlHs
€H3MM KATO paMHIIPWI, fa OBbie NpeKbCHATO €IMH AEH IIPeid XMPYPrudHa Npoleaypa.

Ipocnedneane na bvbpeunama Qyuxyus

brbpeunara pyHkuus Tpadea na 6bae OLICHEHA IIPEIH H 110 BpEME Ha TEpaIllMATa U 103aTa TpaOBa Ja
6’5,[16 Icopnmpana 0COOEHO mpes3 m.pBHTe ce,uMHuH OT JICYEHHETO. OcobeHo BHUMATEINHO

BilolIaBaHe Ha 6pOpeunaTa GyHKUMS, ocoﬁeﬂo an IALIMEHTH CBC 3aCTOHHA c*hp,ueqﬂ
HEOCTATHYHOCT WK cien ObOpeyHa TpaHCIUIAHTAUMA.

An2uoeoem




AnrdoesieM ¢ 611 ¢b0061aBaH NpH MalMeHTH, JeKyBaHH ¢ ACE -HHXHOHTOPH, BKIIFOUHMTENHO
paMHnpHi (BX. Touka 4.8).

B ciayuyait Ha anrnoepem, mpueMsT Ha TRITACE TpabBa aa ce npekpatn.

Tpsabra He3a6aBHO Aa ce Ha3HAYH CMICINHA Tepanus. ITalMenTsT TpﬂﬁBa Aa 6pAc NOCTABEH M0/
HabmoneHue noxe 3a 12 no 24 yaca M M3MHCAH CiIE] HATHTHO OTIMYMABaHE HA CHMITTOMHTE.
VHTeCTHHANIEH aHTHOeeM e Gun choGIaBaH py nauMenTH texyatu ¢ ACE- uaxuGuropy,
pkmounTeTHo TRITACE (Bx. Touka 4.8). Ilpy Te3u narmenTn ce Habmonasa kopeMHa 00s1ka (Che
Wiy 6e3 razieHe ¥ NMoBpPBINAHE). '

Anagunaxmuunu peaxyuu no epeme Ha oeceHcubunuupane

BeposaTHOCTTA OT NMOABA H TEXKECTTa Ha aHAGHIAKTUYHH M aHaQWIAaKTOHAHHW PEaKlMH KbM OTPOBaTa
HAa HACEKOMH U APYrH anepredy ca nosumeny npd ACE- unxu6upane. Tpa6Ba na ce uMa npeBUA
ppemenHO npekbeBane Ha TRITACE npenu necencubunmsarms,

Xunepxanuemus

[Ipu Haxou naumeHTH, NekyBanu ¢ ACE -nuxuburopy, ekmounrenHo ¢ TRITACE, ce Habmonaea
XHMepKATHEeMHS. PHCK OT XMITEpKaIHEMHs HMA NPH MALMEHTH ¢ OBOpevHa HeIOCTATEYHOCT, Ha.
BB3pacT > 70 roauHH, ¢ HEKOHTPOJIMPaH 3aXapeH irabeT WM TAKHBA, IPHEMAIH KAJHEBH COJH,
KAJTHI ChbXPaHABAINM JHYPSTHLIH M JPYTd AKTUBHM BELECTBA, MIOBHINABALLK TIJIA3MECHHUTE HHBA Ha
KaJIHsl, KM ChCTOSHHSA KaTo JAEXMApATaUyi, OCTpa Chp/eyHa JEKOMITEHCAUHs, METabOHTHA alH/03a.
AKO eIHOBpeMEHHaTa yroTpeba Ha IOCO4EHHTE CPEe/ICTBA Ce CYHTA 32 m,uxo,uxma npenopbqna ce
PEOOBHO MPOC/ICIsBaHe HAa CEpYMHHA Kalnki (BX. TO4YKa 4.5). -

Heymponenus/azpanyroyumosaq
Panko ca HabmonasaHu Heyrponeﬂun/arpauynoumoaa, CbOOILABAHA € CHIO M KOCTHO-MO3BYHA -

‘cympecus, KAKTO 1 TpoMOGoLMTONE A H aHemuA. [Ipenopsusa ce npocneasBane Ha 6pos Genn Kp‘I:BHH |
KJIETKH, 33 Ja C€ YCTAHOBH €BeHTYyalIHa JieBKoTieHuA. [lo-uecTo npocieasBaHe ce NNpenopeyba B
HA4YaJIOTO Ha JICYSHNETO W NPH NALMEeHTH ¢ HapylieHa 0s6peuHa GyHKIMA, CHC CHITBTCTBALLA
KO/IareHo3a (Harmp. JIIyc epUTEMATONEC WK CKIEPOJEPMHUA), H IIPH JIEKYBaHHU C IPYTH JIEKapCTBCHH
NPOAYKTH, KOMTO MOTarT Ja l'lpH‘lHI—IHT POMEHH B KPBBHATa KapTHHA (BX. ToUKa 4.5 1 4.8). |

Emuuvecku paznuyun
ACE -#HXHOUTOpHTE PHYMHABAT aHTHOE/IEM C TIO-BHCOKA HECTOTA NPH YEPHOKOXKH MAlHEHTH,

OTKOJIKOTO IIPH OCTaHAJIHTE. | | |

Kakto u apyrure ACE -HHXHOMTOpH, paMHIIPHIT MOXE na 61.113 NO-MaJIKO ecbeKmBeH TIpH
NOHIKaBaHe Ha KPhBHOTO HAJIATaHe MPH YePHOKOXKH MALHEHTH, OTKOJIKOTO NpPH OCTaHAINTE, MOpaau
NO-4e€CTOTO HAJTMYKE Ha XMIICPTOHMA ¢ HUCKU PEHHHOBM HUBA NPH YEPHOKOXKATA MOy JIALHA.

Kawnuya | |

Ipu ynotpebara Ha ACE -uHxuburopu e crobinasaHa Kauuiiia. XapakTepHo €, Ue T4 €
HEMPOLYKTHBHA, MPOABJUKUTEIHA U OT3BYYaBa CJIe/l IPEeKpaTaBaHe Ha Tepamusata. Haayuupasara ot
ACE -unxuburop Kamnnua, TpAOBa Jia ce pasriexa Karo 4acT ot J:{H(l]epeﬂuﬂanﬂa'ra ,,Imamoaa Ha
KailUTH1a. -

45  BzammogeiicTBHE ¢ JPYFH JIeKapCTBEHA NPOAYKTH H ApYrH ¢opMH HA B3aAMOAeiicTBHe

IIpoTHBONOKAa3aHH KOMOHUHAIIMH

ExcTpakopnopaiHo JieueHHe, BOASIIO A0 KOHTAKT Ha KPBBTa C OTPHLATEIHO sapenen
KaTO HaNpHMEp AHANM3A WIM XeMOQHITPALMs ¢ ONpe/ieieHH BHCOKOTIPOITYCKITHBH Mg
[O/THAKPIIOHHTPIIHA MeMOpaHH) 1 adepe3a Ha JIATIONPOTEHHH ¢ HUCKA HJI'BTHDGT
cy/cdar, mopaxH HOBHIIEGH PHCK OT TeXKa aHa(QHIaKTOMIHA PeaKLMA (BXK. TOUKa 4
noAo6Ho NeyeHHe, HeoOXOAHMO € Ja ¢e OOMMCIIH H3NON3BAaHE HA Pa3/IHYCH THI
HIH Pa3NH4eH KI1aC aHTHXHIICPTECH3NBEHO CPEACTRO.




lIpenna3Hu Mepkd ApU ymoTpeba

Kanueeu conu, xenapuH, Kanui-coXpanasawu ouypemuyy u Opyau aKmusHy 6euecmaa NOGUABAUY
NAGIMEHUME HUBA HA KATUR (6KTIONUMENHO aHzuomensun Il anmazonucmu, mpumemonpum,
MAaKpoORUMYC, YUKAOCNOPUH): BB3MOKHO € J1a ce IPOSBH xnnepxannemm Nnopaau KOeTo Ce U3NCKBA

CTPHUKHO r[pocnemane Ha CepyMHIA KaJTHH.

Anmuxunepmensueuu cpe@cmﬁa (uanp. auype:r;uz{u) U Opy2u 6ewecmea, KOumo Mo2am Oa NOHUNCAm
KPbBHOMO HANA2aHe (Hanp.HUMpAmMu, MPUYUKIUYHU AXMUOCENpecanmuy, anecmemuyu, npexoMeper
npuem Ha arkoxon, baxnogpen, anghyoaun, 00KCa303UH, NPA303 UK, MAMCYNROIUH, MEMPAIOIUH). MOKE
fia ce 0YaKBa yBeﬂanBaHe Ha pHcKa c:rr XHIIOTOHHA (BXK. TOYKa 4.2 34 IHYPETHLH)

Bazonpecopru cumnamuxomumemuyu u Opy2u geujecmaa (Hanp. U30NPOMEPHON, O0OYMamMuH,
donamun, enunepun), Koumo mozam 0a Hamaiam anmuxunepmen3uenus egpexm na TRITACE:
MPENnophtBa ce CTPHKTHO MPOC/ICAABAHE Ha KPEBHOTO HAJIAraHe,

Anonypunon, uMyHocynpecopu, KOpMmuKoCmepouOu, RPOKAURAMUD, yumocmamuyy u Opyau
gewjecmea, Koumo Mozam 0a npoMeHam Hpos Ha KpveHume Kiemxu: MOBHIIEHa BEPOATHOCT OT NogBa
Ha XeMaTOJIOTHYHH peakiiud (BxK. TOUKa 4.4).

Jlumuesu conu: eKCKpeLUATa Ha TMTUA MOxke Jia 6pae noHwkena or ACE -MHXHOHTOpHTE H nopajgy
TOBAa TOKCHYHOCTTA HA JINTHA MOXKe Aa ce yBennud. Husarta Ha mHTHA Tp2OBa Na ce MpocaeaBar.

 Anmuouabemnu cpedcmea, KAOYUMENHO UHCYAUH, MOTAT 18 BB3HHKHAT XUTOTIHKEMHMYHH PCAKIIHH.
IIpenopbuBa ce MpocleasBaHe HA HUBATA HA KPHBHATA 3axap.

Hecmepouc)nu NpOMUE0EHLINANUMENHY Cpedcmsa 1 ayemuICaIuyUno8a KUCeAURA: MOXE 1a C& OYaKBa
HamanABaHe Ha aHTHxHnepreH3HBHHA edexT Ha TRITACE. OcBeH TOBa, CHITBTCTBAILOTO JICYEHHE C
ACE -uuxuburopu u HCIIBC Moxke aa nopezie 40 MOBHLICH PHCK OT BIOIIaBaHe Ha OnOpeyHaTa
GYHKIHA B 13 YBENHYH KaTHeMUITA.

4.6  bpeMeHHOCT H KbpMeHe

TRITACE He ce npenopre4Ba no BpeMe Ha ITbPBHA TPUMECTBP Ha OpeMEHHOCT (BX. Touka 4.4) u e
NPOTHBONOKA3aH MO BpeMe Ha BTOPHA H TPETHA TPHMECThD Ha OpeMeHHOCTTa(BXK. TouKa 4.3).

EnuaeMHOIOrM4HY JaHHH OTHOCHO PHCKA OT TepaTtoreHHocT ciael ekno3uuua Ha ACE -uExuburopu
110 BpEME Ha MbPBHS TPUMECTBP OT OpeMeHHOCTTa He ¢a O yObeAMTeTHH, HO JIEKO MOBHILIABAHE HA
pHCKa He MoXKe Aa 6bae u3kmoueHo. [Ipn naumenTkuTe wianupamu OpemMenHoct, repanuara ¢ ACE -
MHXHOMTOPH TpAGBa J1a CE 3AMEHH C AITEPHATHBHO AHTHXUIIEPTEH3UBHO JIEYEHHE, KOETO HMa
YCTaHOBEH nNpogun Ha Ge30nacHoCT HpH yrotpeba 110 BpeMe Ha GPEMEHHOCT, OCBEH aKO He Ce CUMTa
3a KpaiiHo Heob6xoauma. Tlpu ycraHoBsBaHe Ha GpeMenHocT, nedenuero ¢ ACE -unxuburopu Tpabpa
na opJe cripaHo He3abaBHO H, aKO € YMECTHO, TpaOBa fa ObAe 3anoyHATA ANITepPHATHBHA TEparus.
H3pecTHoO e, de TepanuaTta ¢ ACE -uuxuburop /anruotersut Il penienropeH aHTaroHUcT (AIIRA) mo
BpeMe Ha BTOPHA H TPETHUA TPUMECTBD NPHUHHABA (ETOTOKCHUHOCT MPH XOpa (HaManeHa OxOpeyuHa
dyHKLHA, OTUTOXHAPAMHHOH, 3a0aBeHa OCH(HKALMA Ha Yepera) H HEOHATAaIHA TOKCHYHOCT
(6B6peuHa HeIOCTATEYHOCT, XMIIOTOHMA, XUIepKaaueMus) (BX. ¢bo 5.3 , JIpeAxTMHIYHY JAaHHH 32
GesonacHocT”). B ciyuait Ha excriosuuus Ha ACE -uHXHOUTOD mMpe3 BTOpUSA TPUMECTHP Ha
OpeMEHHOCTTa Ce MpenopryBa NpoBepka Ha GOpeunaTa GpyHKIWA U Yeperna Ype3 Y/ITPasByK.

. Horopoaesu, 4mnuTo Maifku ca. OpHeMaIH ACE -MHXHOHTODH, Tpaﬁﬂa Ia ObAaT CTPUKTHO

[Topanu HeaocTaThuHA HHGOPMAaLIMA OTHOCHO ynoTpebaTa Ha paMHIIPHI 110 BpeMS
TOYKA 5.2), He ce NMpenopruBa NPUWIOKEHUE Ha paMHUIIPHII, KATO 32 IIPEeAIIOYHTS



JIeYeHHe ¢ No-1o0pe ycTaHoBeH 1npodm Ha 6e301acCHOCT no. Bpeme HAa KEPMEHE, ocoﬁeﬂo TIpH
KbPMEHE Ha HOBOPOACHO WM HENOHOCEHO KbpMade.

47  EdexTn BBpXYy cnocobnocTTa 38 mocpnpane n paﬁo'ra' ¢ MAIAHHA

HRRGPI HeXKeNaHH peakuuH (Harnp. CHMITTOMH Ha NOHIDKABAHE Ha Kp‘BBHOTO HANATaHe KaTto
3aMaliBaHe) MOTaT Jia HapyIIaT CIOCOGHOCTTA Ha MAIHeHTA 33 KOHLCHTPALHA K peaxlus, €To 3all0
NpeCTABIABA PUCK B CUTYALIMM, TPH KOUTO TE€3H cnocoﬁnocm ca OT 0coOeHo 3HaueHHe (Harmp.
‘wodHpade U paGoTa ¢ MalIHHH). B

ToBa MOXe 4 ce CIy4H 0cOBeHO IIpH HAYano Ha JIEYESHUETO WIH TIPH npeMHHaBaHe OT ApyTHd
npernrapatd. Crieq mbpBaTa 403a WIH HOCHEBaIO ITOBHIIABAHE Ha 103aTa He € MPeNOPhYHTETHO
iodupaHe Wik pabota ¢ MallIMHH 32 HAKOJIKO Yaca.

4.8 Hexes1aHH JIeKAPCTBEHA PEAKIHA

[IpoduTeT Ha Ge30macHOCT Ha PaMHNPIII BKITIOMBA YTIOPHTA CYXa KALIHIIA U PEAKI{HH CBhP3aHH C
XHMOTOHHA. CEPHOZHHUTE HEXETAHM JICKAPCTBEHN Peakiii, BIJTFOYBAT AHTHOEEM, XMITEPKaTHEMH,
OBOpeyHO WM YepHOAPOOHO yapexcnaﬂe NaHKPEATHT, TeKKH KOXKHH PEaKIHH H HEYTPOTICHH: /

AI'paHyJOLIUTO3A.

YecToTaTa Ha HEXKENTaHHTE peaxuun CC OnpeAeis, Ypes H3NOA3BaHE HA CIICHATA KOHBEHIHS; |
Mmoro uectu (= 1/10); uectu (2 1/100 po <1/ 10); vewectn (= 1/1000 o < 1/100); PEAKH (2 1/10 000
oo < 1/1 000); mHoro peaxu (< 1/10 000), ¢ HBHBBE:CTH& yecToTa (OT HATUYHHUTE JI&HHPI HE MOXe Jia
OBJe HanpaBeHa OLIEHKA).

I1pu BesKO rpynHpaHe B 3aBHCHMOCT OT YECTOTATA, HEXKENAHUTE JICKAPCTBEHH PEaKIIHH Ce HaﬁpoaBaT
B HU3XOJIAM] Pt 1O OTHOLICHHE Ha TAXHATA CEPHO3HOCT. |

YecTH Heuectn Penkn Muoro C Heu3sBeCcTHA

peakH 4eCTOTA
Cwpoeunu MuokapaHa
Hapyutenus HCXECMHA,
BKITIOYHTEITHO

aHr'MHA MEeKTOPHC
WJIH MHOKap/IcH
UHQapKT,
| Taxukapams,
APHTMHA,
HaJIITHTALIHH,
| nepugepeH enem | , L
Hapywenus na Eosunodumus [Tonmxen 6poii | - - | KocTHo- MO3BuHa

ema u | Ha Denure CyTpecHs,
aumpnama KPBBHH KIETKH TTAHLUKXTOINEHHUS,
cucmema | e | - | (BKIFOYHTENHO | xemonuTHYHA

| |- | neyrponieans | - AHEMMS

WITH arpaHyJio-
LMTO3a),
MOHIKEH Opoii
YepBEeHH
KPBEBHHU KJIETKH,
HaMAaJIeH
X€MOIJIOOHH,
" | Hamaner Opoil
o | TPOMOOLIHTH
Hapywenus na | I'maBoGonue, | CpeToBBpTENK, Tpemop,
Hepenama 3aMaHBaHe NapecTe3u, HapyLIEHO




MOBHINEHA ypes B

KPBEBTA, INNOBHILICH

eraTPIHHH B

cucmema areysud, PaBHOBECHE BKJIFOYHTETHO
ANCrey3us HCXEMHUEH
| MHCYITH
TPAH3HUTOPHA
HCXE€MHYHA aTaka,
NCHXOMOTOPHH
HapYILICHHS,
yCElaHe 3a
napeHe, NapocMHs
Hapyuwenun na 3pUTENHH KOHIOXTHBHT r
ouume | CMYLIEHMA, |
| BIJTIOYHTEIHO
3aMBIJIEHO
BIDKIAHE
Hapywenua na YBpeXIaHE Ha
yXomo u CyXa, THHHTYC
gabupunma | |
Pecnupamopnu | Henpoagyktue | bpoHxocna3sbm,
L 2PBOHU U Ha Apa3HCIia | BKIFOYMTEIHO
MeQuacmuray | Kauinuua, 060cTpeHa acTMa,
| u napvuenus | 6poHxHT, 3aMyIIeH HOC
CHHY3HT,
ANCITHES | _ |
Cmomawno- | CTOMAILIHO- [Tankpeatut Tnocur AdrozeH
YpesHu " [upeBHo | (caywamc | CTOMATHMT
HapYieHus BB3MNAJICHKE, ¢aTaneH U3xox ca
XpaHocMmwiIare | Gunu
JIHK : choOLIaBaHH
CMYILEHHUH, M3KTIOYUTENHO
KOPEMEH PAOKO NpH
auckompopr, | nedenue ¢ ACE -
JHCTICTICHS, MHXHOHTOPH),
Auapus; TIOBHILABAHE HA
rajeHe, NaHKPEacHUTE
MOBpPBLIAHE CH3HMMU,
aHrHOE/EM Ha
TBHKOTO 4YEpPBO,
KopeMHa 60ika B
ropHaTa 4acT Ha
Kopema,
' BKJIFOUHTE/THO |
racTpPUT, 3aleK,
CyXOTa B ycTaTa
Hapywenus na brbpeuno |
| 6vbpeyume u - YBpEKIAaHe,
HuKoYHUme BIJTFOUHTENHO
nymuiya ocTpa 6B0peuHa
HEZI0CTATBYHOCT,
TIOJIKYPpHA,
| BnOLIABAHE Ha
CHIUIECTBYBAINA
HpOTCHHYPHA,




KpBBTa

| Owpy6uH -

Hapywenua na | OGpus | Aurnoenem; - | ExcormarnBen | peakuus Ha | TokchdHa
Kogicama u OOHKHOBCHO H3KTIOYMTETHO NCPMATHT, doToUyBCT | ermMaepMaIHa
NOOKOJKCHamMa | MaKyJo- PAAKO YPTHKapHA, BUTEJTHOCT | HEKPOJIH3A,
MbKaK Hanyno3¢H oOcTpyKIHA Ha OHHXOJIH3a | ' CHHIpPOM Ha
BBE3yXOHOCHHTE Stevens-Johnson,
METHINA B CpMTEMA
pe3yJITaT OT MYJITHGQOPME,
AHTHOEZIEM MOXKE neMQuryc,
- a UMa daTaneH obocTpen
H3X0[; CbpOexK, NCOPHA3HC,
XMIIepXHApOo3a NCOPHATHYIEH
ICPMATHT,
NeMQHATOUACH WIH
JIMXEHOUJCH
€K3aHTEeM HITH
CHAHTEM,
._ | - ANONCHHA:
Hapywenua na | MyckynHu Aprpanrus N
MYCKVAHO- CHA3MH, |
ckeaemuama MHATUA
cucmema u
cheguHumenua
ma muKan
Hapywenua na | 1loBuilieHo AHOpeKcHs, [ToHHUXkEeHO HHBO
MemabonausMa | HUBO HA KANMH | [IOHIKEH aneTHT Ha HAaTPHA B
U XpaneHemo B KPbBTa | | KPBEBTA -
Cvooeu XunoToHus, | 3auepBABaHe CTecHABaHE Ha - (eHOMEH Ha
HAPYWICHUA OPTOCTATH3BM, CBAOBETE, Raynaud
CHHKOT xunonepgpysus,
BACKYJIAT
Obwyu I'pvaona 6onka, | IloBuinena ACTeHMA
HaApywenuau | ymopa TEMIIEpaTypa
eghexmu na |
MACMOMO Ha
RPURCHCEHUE
Hapywenws na AHapuIaKTHIHH
UMVHHaMA HJTH
cucmema aHa(pHITAKTOMIAHH
pCaKkLyH,
AOBHIICHH
AHTHHYKJI€ApHH
aHTHUTENIa
Xenamo- [Iopuiiens HHMBa | X(BJITEHMIIA, Octpa
bunuapru Ha XOJIECTATUYHO - yepHOApOOHa
HADVILEHUS yepHOOpoOHHTE | Xemarouenynap -
CH3MUMH W/ WIH HO YBpEIKIaHe
CBBP3aHUA




| | M3XO0[).
Hapywenus na [IpexonHa "'uHexkoMacTHs
8L3INPUIBOOUM epeKTH/IHa |
enHama | UMIOTEHIMA,
| cucmema u  HOHIKCHO
2vpoama OO0
| Hecuxuynu [TonmkeHno CucTOfHME Ha HapymeHo
HAPYWEHUR HaCTPOCHHE, o0BpKaHOCT BHHMaHHE
| TPEBOXKHOCT,
HEepPBHOCT,
0e3noKOHCTRO,
HapyllIcHHE Ha
CBHA, .
BXJTIOYHUTETHO
CBHIMBOCT

4.9 IIpenosrpane

CHMITTOMETE, CBBp3aHH ¢ Tipeao3npane Ha ACE -uHxuOUTOpY Morar Aa BKIIOYBAT MIPEKOMEPHA
neprgepHa BazoAunaTalMA (CbC MOYEPTAHA XHIIOTOHHA, LIOK), OpanuKapausi, eNEKTPOTUTHHA

- HapywieHus ¥ 6b0peyHa HeocTaTh4HOCT. [TauneHTHT TpAGBa Na 6ba¢ CTPHKTHO Hab/MIOaBaH,
eyeHneTo Tpabpa Aa 6bae CHMTOMATHYHO M noARbpkailo. [Ipeanaranure MEpKkH, BKIIOYBAT
TEPBOHAYANIHA JETOKCHKAIMA (CTOMAIIHA NPOMMBKA, pUNaraHe Ha aacopOCHTH) H MEPKH 3a
BH3CTAHOBABAHE Ha X€MOJMHAMHMYHATA CTaCHIHOCT, BKIIOYMTENIHO NpHiIaraHe Ha anga 1-
aApEHEPru4HH arOHUCTH WIM aHrHOTeH3HH II (AaHTHOTeH3MHAMHUN). PaMH['l]JHIIaT AKTUBHUAT
MeTa0oNHT Ha paManHn ce oTCTpaHaBa He3aZOBOIMTEHO Upe3 XeMOAUaIn3a ot o61oro
KpbBOOOPBIIEHHE. - |

5. - @®APMAKOJIOTMYHH CBOMCTBA
5.1 PapMAKOAHEAMHYHH CBOHcTBA
MDapmakoTrepanesTHuna rpyna: ACE -mixnﬁniopﬂ, camoctoarenHo, ATC xox :CO9AAQS.

MexanuzwvMm Ha oeticmsue

PaMHIIPUAAT, AKTHBHHAT METabOIHT Ha NpeUIEKapCTBOTO PaMHUIIPHII, HHXHGHpa eH3UMa
UMeNnTHAWIKapGokcunenTraasa [ (CHHOHMMM: aHTHOTEH3HH-KOHBEPTHpAL €H3MM; KuHHHAa3a IT). B
IJ1a3MaTa M THKAHKTE TO3H €H3UM KaTaIM3Upa KOHBEPTUPAHETO HAa AaHTHOTEH3HH | 10 aKkTUBHHA
Ba30KOHCTPHKTOP aHTHOTEeH3MH lI, kakTo ¥ MHXMOHpa pasrpaXJaHEeTO Ha AKTUBHHS Ba3OJUIaTaTOp
OpagukuHMH. IIoHWKEHOTO oﬁpaayBaHe Ha aHrHOTeH3MH II U xubHupaHe Ha pasrpaxIaHeTo Ha
OpaqUKHHMH, BOAST 10 BA3OQMIATALIMA.

Tnii xaTo aHrvoreHsuH Il cTuMynnpa 0cBOGOXKIABAHETO Ha AAOCTEPOH, PAMUIIPHIIAT BOIH A0
HaMa/IABaHe Ha aJfloCTEPOHOBATA cekpeysd. CpeqHOCTATHCTHYSCKH MOBINABAHETO OT MOHOTEPAIMA C
- ACE -uHxubMTOp € no-cnabo npH 4epHOKoXkH (adpo-kapHOCKa paca) XHIIEPTOHHYHY NAalHEHTH

. 0BHKHOBEHO TIONYJIALIMS ¢ XMITEPTOHMS C HUCHK PEHHH) OTKONKOTO IPH HEYEPHOKOKH MALIHEHTH.

DapmaxodunaMuyHu epexmu

AHTHXWMNCPTEH3UBHH CBOHCTBA:
[IpunaraneTo Ha paMHNPWI BOOH OO 3HAYHTENIHO NIOHMKABAHE Ha nepudepHarTa ap




MOHIXABAHE Ha KPBBHOTO HATATaHE B H3MIPABEHO  JIETHAIIO TIOJIOXKEHHUE, Ges3 lcomeﬂcampno
NMOBHIIABAHE HA CHPAECYHATA YECTOTa. -

IIpu noBe4eTO MAIMEHTH HAYAIOTO Ha. ammnepwmnsm ecbelcr Ha E,[lHOKpaTHaTa no:sa ce
nposeaBa 1 10 2 4aca ciej nepopaiHo npwioxkenue. IIMKOBUAT eeKT Ha eIHOKpaTHATA 1034 ,

- 0OMKHOBEHO ce JocTHra 3 1o 6 4aca C/iel epopaliHO MPWIOKEHHe. AHTUXHIIEPTCH3UBHUAT eeKT Ha
eJIHOKpaTHa 10338 OOMKHOBEHO IMpoAwDKkasa 24 yaca. |

MaKCHMATHUMAT AaHTHXHIIEPTEH3HBEH €(PEeKT Ha MPOABJDKHTEIHO ICUCHHE C PAMHIIPHIT OOHKHOBEHO
HACTEIBA e 3 1o 4 ceaMuuy. JJoka3aHo e, ue AHTHXUIIEPTEH3HBHUAT €(eKT € NOCTOSHEH My
IBATOTPaWHA Tepanus MPoAb/DKABALLA 2 FONHHH.

Psa3koTo npexbeBaHe MpHEMa HA paMHIPHII He BOZIM /10 61.p3 H npemmepeﬂ pebayHn etbea:r HA

' MOBHMIIABaHE HA KPBBHOTO HaJIATaHe. - |

CobpliedHa HEQOCTAThYHOCT:

Kato no6aBka kKbM KOHBEHIIMOHAIHATA TEPANHs ¢ JHYPETHLM U H30OPHO ChC CHPACYHH TIIHKO3HAN,
PaMHIIPII 110KA3Ba e(eKTHBHOCT NPH MALMEHTH ¢ (YHKIMOHAICH KJ1ac [1-IV mo New-York Heart
Association. JlexapcTBOTO HMa NOI30TBOPHY eeKTH BEPXY ChpACUHATA XeMOAMHAMUKA (HaMalITBaHe
Ha HAJIATAHETO IPH ITWIHEHE Ha JITBA M JACHA KaMepa, HaMalsaBaHe Ha ofmara nepugepHa chaosa
PE3UCTEHTHOCT, MOBHIIABAHE HA U3XOOALHA ChpACUYEH I{p’bBD’I‘OK H HOﬂﬂﬁpeH cl,pneqen HHACKC).
[Tonypkasa CHIIO HEBPOSHIOKPHHHATA AKTHBALMS.

Kaunuuna epuxacrocm u bezonacnocm
Cupae4HO-ChIORA MPOdHIAKTHKA /He

[TpoBeneHo € 1ane6o KOHTpOIMpaHO NMpoy4BaHe 3a npodmiaxraka (npoyusanero HOPE), npu koero
paMHTIPHI € 61 foGaBeH KBM CTAHAAPTHATA Tepanus npd nosede ot 9 200 nauvenTy. IampenTtuTe ¢
MOBHIIEH PHCK OT CHPACYHO-CHA0BO 3abo/Bane, ciiell aTepoTpoMOOTHYHA KApAUOBACKYIapHa 6osecT
(aHaMHe3a 3a KOPOHApHA apTepHaHa 60MeCT, HHCYAT WK nepudepHa aprepraiHa 601€CT) WK
3axapeH AnalbeT ¢ NMOHe e/IUH CHITPTCTBAN] PHCKOB (pakTOp (foKaszaHa MHKpOATOYMHHYpuU1,
XHITEPTOHHSA, MOBHIIEHH HUBA Ha OOLUMS XONIECTEPOJI, HHCKO HHBO Ha JIUIIONPOTEHHHTE ¢ BUCOKA
ILTBTHOCT WIH TIOTIOHOIYIIeHe) ca OWIN BIJIIOYECHH B H3ITUTBAHETO.
M3nuTBaHeTO MOKA3Ba, Y€ PaMHUIIPHI CTATHCTHYCCKH 3HAYHMO NTOHIKaB2 qacmm'ra Ha MHOKapAeH
HH(APKT, CHPAEHHO-CHIOBA CMBPT H HHCYIIT, CAMOCTOATEHO HIIM B KOMOHHALIUS (ITbPBHYHO
KOMOMHHpaHH ChOHTHA). -

OcHoBrH pe3yaraTi o1 msnaTsanero HOPE

| Pamunpun | IInaue6o | OrHocuTened puck | p-. |
S 1 (95% " IOBEPUTEJIEH | CTOMHOCT
MHTEPBA)
% %

BcAuKkA naliHEHTH | n=4 645 N=4 652 | |
IInpBEYHO koMOaaErpann | 14,0 1178 0,78 (0,70-0,86) <0,001
cLORTHSA

Muoxapden unghapxm 99 12,3 0,80 (0,70-0,90) <0,001

Covpoeuno-cvooea cmvpm - | 6,1 81 | 074 0,64-0,87) <0,001

'anyﬂm . 34 149 - 1068(0,56-084) <0001

 BTOpHYHH KpRHHH TOYKH |

CMbpm no 6CAKAKEA NPUYUHA 10,4 1 12,2 0,84 (0,75-0,95) 0,005

Heobxooumocm om | 16,0 | 18,3 0,85 (0,77-0,94) - 0,002

PesacKynapusayus | " |

Xocnumanusayus nopacu 12,1 12,3

HecmabunHa a2uHa | N -

Xocnumanwayun nopaou | 3,2 - 13,5

_CHPOEYHA HEAOCIMAMBYHOCT




Venoocnenusn,  cevpszanu ¢ | 6,4 7,6 0,84 (0,72-0,98) 0,03
ouabem ' o -

Hamureanero MICRO-HOPE, npeasapurento onpeaencHo noausnureane ot HOPE, uscneasa
edekTa o1 106aBsHETO Ha paMHIIPIA 10 mg KBM TEKYIIATa CXeMa Ha JIeYeHHe CIIpAMO Iutaue6o 1pu
3 577 naupeHTH Ha NOHE 55 TOJMIIHA BB3PACT H NO-BE3pAcTHH (6€3 ropHa rpaHMiia Ha BE3pacTTa),
KaTO MHO3HHCTBOTO ¢a ¢ quaber Tun 2 (M NoHe eAMH ChPACYHO-CHAOB PUCKOB (JaKTOP), C HOPMAIHO
apTepUATHO HAJIATaHE WITH XHMCPTOHMIIY.

[IHpBMYHKAT aHAIH3 NOKa3Ba, ve 117 (6,5%) ot ysacTHULIMTE Ha paMHr[me u 149 (8,4%) or Te3n Ha
ruiane6o pa3sBUBAT AOKa3aHA Hedponarths, koeto crotBeTcTBa Ha RRR 24%,95% CI [3-40], p=0,027.
Hanureanero REIN € MHOrOLEHTPORO paHAOMU3HPAHO, ABOHHO-CIIAINO, IU1ale00 KOHTPOIHPAHO
H3MUTBAHE ¢ MapaIeHH IPYIH, LIEJIAIIO OLEHABaHE Ha eeKTa OT NEYCHHETO C PAMUIPHI BHPXY
4eCTOTATA Ha BJIOIIABAHE HA CTENECHTa Ha rjioMepyiHa ¢puntpaiua (CI'D) npyu 352 naumeHTH ¢
HOPMAITHO apTepHalHO HanAraHe Mk xunepronuuy (18-70 roauinsa BB3pacT), CTPAAALIH OT JeKa
(T.€. cpe/iHa eKCKpellus Ha TIpOTeHH B ypHHa™> 1 1 < 3 g/24 yaca) WM TekKKa MPOTEHHYpHUA

(=3 g/24 uaca) nopaau xpoHH4Ha HeguaberHa Hepponatud. U asere cyﬁnonynaunn ca Ounu
MPOCTICKTHBHO cmaTHc])anpaHH |

OCHOBHMAT aHAJIU3 HA nauﬂemme C Hal-TexXKa IPOTEHHYPHUA (4acTTa OT MALIUCHTH
npexaeBpeMeHHO OTCTPaHEHA, oA MPeAUMCTBATa [IPH IFpynaTa Ha PaMHUIIPHI) NOKa3Ba, 4Ye
cpeHaTa 4ecToTa Ha BromasaHe Ha CI'® 3a MeceL| ¢ 6una ro-HKCKa NpH PaMUIIPHI, OTKOJIKOTO NpH
niaaue6o; -0,54 (0,66) crpamo -0,88 (1,03) ml/min /mecen, p = 0,038. Brrperpynosata pa3iuka e
6mwa 0,34 [0,03-0,65] 3a Mecew, 1 okoio 4 ml/ min /roauna; 23,1% OT nauMeHTHTE B rpymnara Ha
PaMHUIIPHI AOCTHTaT KOMOMHHpaHHTE BTOPUYHH KPalHH TOYKM HA YBOsBaHe KOHLIEHTPaLMATA Ha
M3XOAHHA CEPYMEH KpeaTHHHMH H/WIH TepMHHANHA 6p6pedHa HeoCcTaThYHOCT (HEOOXONAHMOCT OT
nuanu3a WM 6s0peyHa TpaHcIanTauua) cnpaMo 45,5 % B rpynarta Ha ranebo (p = 0,02).

BropuuHa npoduiakTHka ciel OcThp MHOKapAeH HHQApKT

HManuteaneto AIRE BriIro4Ba noseye Ot 2 000 [ALMEHTH C npexa,unn/nepcncmpamn KITHHUYHA
MPU3HALK Ha CPACYHA HEAOCTATHUHOCT ClIEJ JOKA3aH MMOKAPEH uHdapkT. JIeYeHHEeTO C pAMHIIPHI
e 3anoyHaro 3 go 10 quu cnea ocTpHa MuoxapaeH HH}apkT. M3snuTBaHeTo, MoKa3pa 4Ye Ce] CpeaHo
BpeMe Ha npoclieZiiBaHe oT 15 Mecela, CMBPTHOCTTA MpU NAl[MEHTUTe JIGKyBaHH C paMHIIpui ¢ Omna
16,9 %, a npu manueHTHTE Ha TU1anebo -22,6 %. ToBa 03Ha4aBa HECEMHEHO HAMANMABaHE HA
CMBPTHOCTTA ¢ 5,7 % ¥ HaMaIABaHE HA OTHOCHTENIHMA pHCK ¢ 27 % (95 % CI [11-40%]).

3.2 PapMAKOKHHETHYHH CBONCTBA

- DapmakoKunemuxa u Mamaﬁgﬂ UIDM
~ Abcopbuns |

Crnen nepopanHoO MPHWIOKEHHE paMunpui ce abcopbupa O1p30 B CTOMALIHO-YPEBHUA TPAKT: UKORA
IJ1a3MEHA KOHLICHTpAlMd Ha paMHIIPUI Ce JOCTHra B paMKHTEe Ha eJMH 4ac. BE3 ocHoBa Ha
Bb3CTAHOBABAHE B YPHHATA, CTEMCHTA Ha aOCOPOLMA € IToHe 56% M He ce MOB/IUABA 3HAUMMO OT
NPUCHCTBHETO Ha XpaHa B CTOMALIHO-YPEBHUA TPAaKT., BUOHANHYHOCTTA HA AKTUBHUA METabONUT
paMUIIPHIIAT CJIE]l IEPOPAITHO NPUIOKEHHe Ha 2,5 mg ¥ 5 mg paMunpui € 45 %. [lukosa nna3mena -
KOHICHTPALWA HA PAMUIIDHJIAT, €IMHCTBEHHS AKTHBCH METAO00MMT Ha PaMUIIPHI C& JOCTHra 2-4 yaca .
Clie]l NPHEMa Ha paMHIIpHIL. CTauHOHaPHHTE [UIa3MEHH KOHLICHTPALIMH Ha PaMUITPHWIAT CACH
IPWIATAHE BEAHBbK JHEBHO HAa OOHYAMHM JO3H PAMMIIPHI Ce JOCTHIAT ClIE] OKOJIO Y€
JeYeHHe. '

PasnpeneneHue




CBBP3BaHETO ¢ IUTA3MEHHUTE NMPOTEUHM HA PAMMIIPHI € 0KoNo 73 %, a TOBa HA PAMHIIPHIAT OKONO

36 %.

MeTtabonussMm - . . | |
PaMHUTIpAN NOYTH HAITWIHO ¢¢ MeTabomu3upa II.D paMHl'IpIU[aT U JI0 ﬂHKmHHHEpaBHHOB ec'rep,
AUKETOIMHUIIEpa3HHOBA KHCETWHA, U TTIIOKYPOHHAHNTE Ha PaMHUIIPUI M PAMHITPHIIAT.

EnuMuHUpaHe

Exckpeunsita Ha metabonurute € npeuMHo 6u6peuna. [InasMeHaTa KOHLIGHTPaUHS Ha PAMHIIPHIIAT
HaMaJIaBa Ifo nojindaszos HaunH. [Topagu HeroBoTo CHWIHO, HacHamo cebp3Bane ¢ ACE n 6aBHOTO
pa3fie/iiHe OT €H3HMa, PAMHIIPHIAT MOKA3Ba YAWDKEHA TEpMUHATHA eTHMRHALIMOHHA cbasa MpH MHOTO
HUCKH I1a3MeHH KOHLIEHTPaLWH. - e o

- Ciel; MHOTOKpATHO NPWIATAHE Ha IO3H PAMHMIPHIT, BG,IIH’B}K J.'lHBBH{) ecbemmwr TOJTY’KHMBOT Ha
pamunpunar e 13-17 gaca 3a 1031 ot 5-10 mg H mo-aBaBr 33 MO-HUCKUTE 103H 1,25-2,5 mg. Tazm
pa3/iMKa ¢ CBhp3aHa C KaaluTeTa 3a HaCHIaHe Ha eH3MMa upe3 CBhP3BaHe C paAMHIIPUIIAT.

EnHokpaTHa nepopaiiHa [[03a paMHIPAI J4Ba HEOTKPABAEMO HHBO HA PAMHIPMIT U HErOBHTE
mMeTabonuTH B kKbpMaTa. (O6a4ye epeKkThT MPH MHOTOKPATHO MPWIATaHe € HEH3BECTEH.

[TammerTH ¢ ﬁ'bﬁpeqﬂo yBpexpaaHe (BX. Touka 4.2)

Br6peynaTra eKCKpeLHs Ha paMHIIPWIAT € HaMalicHa TIpH TAIIMEHTH C HapymeHa Grﬁpeqﬂa G yYHKLMS,
H OBOpEeYHHSIT KIMPBHC Ha PAMHIIPUJIAT € MPONOPLHOHATHO CBBP3aH C KpeaTHHUHOBHSA KITHPEHC.
ToBa BooU A0 MOBHILCHA IUTA3MEHA KOHLIEHTpALUA Ha PaMHTIPHIIAT, KOATO HAMANIABA no-0aBHO
OTKOJIKOTO NIPH HHAMBHAN ¢ HOpMaJiHa OBOpeyHa QyHKIWA. |

[MaumeHTH ¢ YepHOAPOOHO YBpEKIaHE (B}K. TO4Ka 4.2)

[Ipu naumenTy ¢ HapynieHa YepHoAPoOHa QPyHKIHA, MeTaOOMM3UPAHETO HAa PAMMITPHI 10
paMHIIpHIAT € 3a0aBeHo, Mopaay HamMalieHaTa aKTUBHOCT Ha YEpHOAPOOHUTE eCTepas3y M IUIa3MEHUTE
HHBA HA PAMHIIPHJ IPH TE3H NALMEHTH ca nopHmeHH. [THKoBHTE KOHLIEHTpAUHK HA PAMUTIPUIAT MPH
Te3d MALMEHTH, o6aue He ce pa3IM4aBaT OT Te3H HabM0AaBaHK NPH HHAMBHIH ¢ HOPMaJIHA
yepHOApoOHa QyHKIHS. |

5.3 IIpenKTHHHYHA JAHHA 32 0€30MACHOCT

TTepopayIHOTO NMPHIOKEHHME HA PAMHIIPHII HE ITOKA3BA OCTPA TOKCHYHOCT MPH TPH3aYH H KyYeTa.
[IpoyusaHus, BKIIOUBAIIM NPOAB/DKUTENHO NEPOPATHO NPUIOKEHUE Ca OHUIH NPOBEKIaHH MPH
[LTBXOBE, Ky4yeTa 1 MaliMyHH. IIpomMenn B MIa3MEHNTE EIEKTPONIMTH H KPBBHATA KapTHHA Ca Ounu
YCTaHOBEHH IIpY TPHUTE BHAA.

[Tpx Ky4eTa 1 MaliMyHH IpU JTHEBHHU A03H OT 250 mg/kg/,ueH ¢ GHJIO HAGTIOIABAHO 3HAYMTEIIHO
yroieMsaBaHe Ha IOKCTAarJOMEpPYyJIAPHHSA anapar BCICACTBHE (apMaKOIMHAMHUYHATA aKTHBHOCT Ha
pamunpuin. [Liexoee, kydera 1 MAHMYHH NTOHACAT NHEBHH 71031 CHOTBETHO OT 2 2, 5 H |
8 mg/kg/nHeBHO Oe3 BpeHU eeKTH.

HM3nuTBaHHATA 33 peNpOAYKTHBHA TOKCHYHOCT NPH INTBXOBE, 3aifiii M MaliiMyHH He NoKa3BaT
TepaTOreHHH CBOMCTRA.

DepTUIUTETLT He Ce NMOBNNABA HUTO IIPH MBKKH, HHTO ITPH XKEHCKH ILUTBXOBE.

[IpunaraHero Ha paMHIIPHI BbPXY JKEHCKH IUTEXOBE 110 BPEME Ha (peTaHus Nepyo/] H NaKTalusITa
MPHYMHABA HeoBpaTuMo GB6peuHo yBpexaane (qunaTanus Ha 6B0PEeYHOTO JIEreHYe) B IiC
npy AHeBHH 03K 0T 50 mg/kg TeeCHO Terno WM NO-BUCOKH.

PasuiupeHo usciieiBaHe 3a MyTareHHOCT, YPe3 M3MOI3BaHe Ha HAKOJIKO cnc're
- MOKa3Ba, Y€ PAMHIIPWI [IPHTEKABA MyTareHHH WJIH FeHOTOKCHYHH CBOHCTBA.

6 DAPMAINEBTHYHHA JAHHHN



6.1 ‘CHHCBK HA NOMOUIHHTE BellleCTBA

- Tritace 2.5 mg TaGIeTKy; |

XunpoMenosa, mpexeJaTHHH3UPAHO HHIIeCTe (uapenmmo HHIIIECTE ), MUKPOKPHCTAHA nenynma
HATpHEB HULIECTEH PyMapar, kenescH okcu xuapar (E 172)

(Hypromellose, pregelahmsed starch (maize starch), microcrystalline cellulose, sodium stearyl
fumarate (Ph.Eur), iron oxide hydrate (E 172)).

Tritace 5 mg TaGJIE:TI(H

XHu1mpomesosa, IpeKeIaTHHH3HPAHO HHINECTE (IapeBHYHO HUIIECTE), MHKpOKpHCTaJIHa LETyn03a,
. HaTpMeB HuImecTeH ymapar, xenesen-IIl-oxcua xuapat (E 172)

(Hypromellose, pregelatinised starch (maize starch), microcrystalline cellulose, sodium

stearyl fumarate'(Ph.Eur , iron-11I-oxide hydrate (E 172)).

Trltace 10 mg TabaeTKH: -
Xunpomemaa, [peXenaTMHU3APAHO HUIecTe (LapeBHYHO HHI[[BCTE) MHKPOKpPHCTATHA uenynma,

HaTpHEB HULICCTEH dyMapar
(Hypromellose, pregelatinised starch (malze starch) nncrocrystallme cellulose, sodium

~ stearyl fumarate (Ph.Eur))

6.2 HechBMECTHMOCTR

- o MOMEHTA HE Ca M3BECTHH.

6.3 Cpox Ha roAHOCT

'CPOKBT HA FOAHOCT € 5 FO/IHHH.

6.4 CnenuajiHi yC10BHS HA CHXpPaHEHHE

Hama

6.5 JlaHHH 3a onaxonxa'm

B’LB BCAKA OMAKOBKa Ce cmp}lca’r |

~ Tritace 2.5 mg Tabnetku B PVC/Al 6amcTepH X 28 raGeTiu
Bropuyna onakOBKa — KapTOHEHa KYTHA.

~ BbB BCAKa ONAKkOBKa €€ ChABPKAT:

 Tritace 5 mg Tabnerkn B PYC/Al 6aucrepu x 28 Tabnerku
BTopuuyHa OMaKOBKa — KAPTOHEHA KyTHA.

B1B BCska ONAakoOBKa Ce ChABPHKAT:

Tritace 10 mg Tabnerxu B PVC/Al 61mucrepn X 28 Taﬁne"rm
BTopuuHa OMaKkoBKa -~ KAPTOHEHA KyTH4.

6.6 - Croenunannn npennaannllmepxn NpH HIXBBpIARE

Hensnomspanusar HPOI[}’KT HJIH OTIIAJbYHHTE MATEPHAIH OT Hero TpAOBa 1a ce H3xfhpnys
ChOTBETCTBHE C MECTHHTEC H3UCKBAaHHA.




7 IIPI*ITE)KATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Canopu-Asenrtuc Brarapus EOO/]
1303 Codnsa, 6yn. A CT&Mﬁonﬂﬁcm 103,

bearapus
8. HOMEPA HA PA3PEIIEHUATA 3A YIIOTPEBA
3a Tpureiic 2.5 mg- 20011161

3a Tpuretic 5 mg- 20011162
3a Tpureiic 10 mg- 20011163

9,  JIATA HA TBPBO PA3PEIIABAHE/ ]IO,IIHOBHBAI—IE HA PA3SPEIIEHMETO 3A
VIIOTPEBA _ o _ -
3a Tpureiic 2.5 mg- 28.1 12001/ 06.12.2006

3a Tpureiic 5 mg- 28.11.2001/ 06.12.2006
3a Tpureiic 10 mg- 28.11.2001/ 06.12.2006

10. TATA HA AKTYAJIM3BUPAHE HA TEKCTA
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