WHACTERCTRO HA Bias moREsaL:

SRIALETL: 2% vrornefalh
KPATKA XAPAKTEPVICTUKA HA ITPOTYKTA :; 1443 AL0¢
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1. HAUMEHOBAHUWE HA JIEKAPCTBEHRMS HNPOAYKT B
Tritace 1,25
Tputeiic 1,25

2. KAYECTBEH H KOJINYECTBEH CHLCTAB
I mabremxa Tritace 1,25 cvdvpoica axmuena cocmaska Ramipril 1,25 mr

3. IEKAPCTBEHA ®@OPMA
TabneTrn

4. KIMHWYHU TAHHIA

4.1. TepaueBTHIAA HOKA3aHAn

- X#nepronws.

- Cepuevna HeOOCTATHIHOCT.

- TI'momepynma medponarus crc mmu 6e3 gmader.

- Ilpodmnaxtixa Ha Muoxapmen MH(APKT, MO3BYCH WHCYIT MIH CHPAETHO-CHIORA CMBPT
TIpH TANHCHTA C YBENUYEH PACK OT CEPAETHO-CHAOBO 3a00/IBANE K NANHEHTH C auader.

4.2. HozapoBKa H HAYHH HA OPHJIOKEHHE

Hozarta ce onperens mumuBrpyamso. Tabnerkate Tritace mpabea da ce nozrvwyam ¢ nail-
MAAKO HOROSUH YA MEYHOCH.

Xunepmonus: Qbudaiinata NO3HPOBKA € 2,5-5 MT Ha JeH, XaBaHA KaTo eXgHHIHA Jo3a.
Izporavanso ce masa 2,5 mr. He 6uea ma ce HanpWIllaBa ACHOHOIOHATA 5t03a oT 10 Mr.
Esenryannara IIPOMAHA Ha HOSHPOBKarta ClejBa Ja Ce W3BHPIUH CHEX OKONO 2-3 CEAMHYHO
medenne. AKO TAOHEHTHT HE Ce TOBNHABA 3aMOBOIHTEIHO OT HHEBHA [03a OT 5-10 Mr ce
HPENOPEYB2 HOAXORNA KOMOHHAINS C APYTH NOHMKABAIIT KPBEBHOTO HaNATaHe JeKapCTBa,
K4TO HANp. He 3aALPKAIH KA [UYDETHITH AT KANACBH aHTaTOHHCTH,

Copoeuna nedocmamvynocm: Tlpn maumeETH ¢ TexKo CBEpAETHO 3aboIIBaNe, XHIIOTOHHE,
Hapymena Gysxmms Ha Gnbpenumte, CICKTPOIMTHY HapYIIeHWS W C H3paseHa ChpIegHa
HENOCTATEYHOCT CIE/(Ba MHOFO [ia CE BHHMABA M JISYSHHETO A CE 3aI0dHe B OomHEUER
YCHOBHA € BE3MOKHOCTH 3a Habmonemme. ChHINOTO ce OTHacE H 2a TAITUEHTH, KOHTO
CHHOBPEMEHHO Ce NIEKYBAT CBC CHAOPa3LIMpSBAIIH nexapersa. IIpn mamwentr cne ChpJedHa
HexocTatp¥HOCT Tritace Moxe Xfa ce maBa Xato nobaBka KBM JWTHTATAC W/AMY He
3a0BDKaNTE Kamuid muEyperuny. JledeHweTo Ha Jieka (opMa Ea cBpHedHa HEIOCTATEIHOCT,
0e3 BpB3Ka ¢ OCTHD HHGBAPKT, MOXKE /A ¢ 3aN0THe aMbynatopHO. Ilpn neyrexmenn CIy9an
JICICHACTO MOXKe Na ce 3ano4He ¢ 1 Tabnerka ot 1,25 Mr nocnempana ot 1 TabmeTia ot 1,25
MI" 2 O6TH JHEBHO OT 2 10 7 neH. Cenvuna 2: 1 Taberka oT 2,5 mr 2 meta gaesHo. Cemvuma
3: 1 tabnerxka or 5 Mr 2 mwemm meesHO. Korato ce poctmrme momxomsmara no3a,
HOMARPXAGIATA 033 MOXKE Jia Ce jaBa Kato eNHOKPATHA H03a CYTPHH MIIZ pasZeieHa Ha Nea
nprema.

lIpy caMOTOMATHYHA CHPIEYHA HEHOCTATEIHOCT H TipH HandeHTH nemmmﬁi’?‘p%
(BEDK TO-Z0ITy) Ce TIPEMOPEYBa BHAMATENEO TOKATBANS HA JO3ATA I IEYeH 556 ;‘Tﬁﬁ@}?_fé{qé‘gé\

samoune ¢ 1,25 Mr areBHo. Jlo3ata ce yReMuapa MOCTENEHHD Ha HHTePBaitOT 1-2. Ceimpngr: \

" T

mo 1,25 Mr 2 weTH JHEBHO cie KoeTo 2,5 Mr 2 WHTH Ieerno. Hemra e mo *;E}-T'aﬂe,mﬁa 0BTz )
JHEBHA no3a ot 10 Mr. P= 1. S g




CupOeuna HedocmambiHOCH CRe0 Npekapand ocmpa (Gaza Ha MUoxapoen uxpapkm:
Jlegermeto Ha CHpHEMHA HENOCTATHIHOCT CIeX HpeKapaH OCTHP MHOKapieH HHQAapKT
3anouBa Had-pago 3 HHH clIel HAYaloTO Ha HHQEpKTa H HE IO-KBCHO oT 10-g pmem.
Ilan@enTET TpsOBa Aa € che cTabmima XeMopuuamuka. [loaxomamara HadauHa 1o3a e 1,25-
2,5 Mr 2 U&TH FHEBHO Karo JEYCHHETO TpsOBa Aa ce 3all09HE IPH CTPOr KOHTPON Ha
KPBBHOTO Halisrade ¥ GyHKOWATa Ha OnOpermre. Jlosata ce yBenM4apa Cilef, Hali-Manko 2
HHE #a 2,5-5 Mr 2 OBTH OHERHO KaTo CIPEMEXET € AOCTHIdHe HA 032 OT 5 Mr 2 OETH
THEBHO.

Ihomepynna negponamus: llpenopsumrenHaTa Hawanga mo3a e 1,25 Mr mmesHo. B
3aBHCHMOCY OT OTPa’XEHHETO BEPXY KPHBHOTO HalITAHE H HETOBHTE OTKIOHEHWI 03aTa
MOXKe Aa ce yBenmud. IIpm yBenmuaBamero Ha JI03ara ce HpENOpRIBa T JIa Ce VIBOH C
HHTEPBANH OT 2-3 ceaMuNH, HO MakcmMyMm 0 10 mr ma mem. Chnemnsa Aa ce BHEMAaBa 3a
byexmsTa Ha 650penETe (BIWK HO-HONY).

Tlpogunraxmura na rMuoxapoer UHMAPKM, MOIBUEH UHCYAM WIH CHPOSYHO-CHO08U CMBDI.
IlpenopruntennaaTa Hagamia fo3a € 2,5 Mr nueBHo. CTpeMexET € HOCTHraHe Ha J03a OT
obmo 10 mr. IIpx yRenwgasade Ha [034Ta ¢€ NPENOPHYBa H03aTa Ha ce YABOH Ha 5 MT clief
€IHOCCAMIIHO iegeHre W Ha 7o 10 Mr gHeBHO cnexn ome Tpu cexmmuna. Tlonepixaniara xosa
obuxmoBeno ¢ 10 Mr xgeBHO NpueMada KaTo eQHOKpaTHA Ao3a. lIpedw 3amo4BaHe Ha
NeYeHHeTo W IPH yBEJIMYaBaHe Ha A03aTa ce IIPCHOPBYRA H3MEPRAHE HAa KPBBHOTO HANMTaHE,
eNEKTPOJIHTHTE H KpeaTHHAHA.

Ilayuenmu, nexysanu ¢ oOuypemuyu: Ilpa JedeHHe C IHMypeTHIH CBIOECTBYBA DPHCK OT
CHMITTOMATHYHA XUIIOTOHHA HpH Kobapsue Ha ACE-uHXuOrTOpH, 0c00SHO IIpH CEILTCTRAINA
ChPZETHA HEAOCTATHYHOCT, IIPH BHCOKM JMYPETHYHH NO3W, XANOHATPHEMES, KaKTO H TIpH
HDafUeHTH B HampeAsalla Be3pacT. ETo 3amo, IpH BEAMOMKHOCT, AHYPSTHOATE CIEABa A CE
IpeKpaTaAT 2-3 OEW Ipeiy 3al0o4YBaHeTo Ha ledenue ¢ Tritace. AKO IMYpDETHKET HMa IO-
HPORBIDKATENHO NEHCTBHE JICHEHHETO ¢ AHYPETHI MOXe 2 ObHe PEeKBCHATO OIIe IO-PaKo.
AKo JIEYCHHETO ¢ NHyPETHIM EE MOXe Ja Oble NpeKECHATO ClielBa KaTo Hadallo fa ce Jajie
1,25 mr Tritace. Cnex ToBa go3ara Tp#0Ra Ja ce HacTpoifBa CIOpe]] peakIuaTa Ha KPEBHOTO
HAILITZHE. )

Hapywena @ynxyus na 6vbpeyume: Jlozara cnefiBa ga ce HAMANH CHOOPAsHO MOCOYEHOTO
mo-zony. JledeHHeTo cllexBa Aa 3all09He ¢ Mo-MaKaTa J[034.

KpeaTuHWHEOB KNHPHHC Jlo3a 3a geponomNme:
(v/maE) (mr)

50-30 1,25-5

<30 1,25 (ope3 men)-2,5

Hapywena Qyuxyus na wepnua Opo6: Peaxnmara Ha negenmero ¢ Tritace moxe ga Bapupa
IpH PasiAIHE DaEeHTH. 3aT0Ba NEYeHAETO Ha Te3H IalpeHTd TpA0Ba Aa e M3BHpIIBA IpH
CTpOT KOHTPOIL

MaxcEmango romycTaMaTa JHeBHa o3a e 2,5 mr Tritace.

4.3. llpoTueonoKasanns
Tabnerute Tritace ne mpabea na ce mpreMar B CICHHATE CIyJaH:

- CBp'LX‘IYBC’I‘BETCIIHO CT CIIPAMO PpaMBEIIPHIL HIIM HAKOSC OT HOMONIHHTE BCIIECTBA- Sehi
l‘h‘ :

. 1- S
— Awnavne3a 3a anTHOeNEM (Hallp. RenefcTBHe mpenxomHo negerne ¢ ACE ny 6n'r o ‘

-

— CreHo3a Ha G56peTryTe apTepus (ABYCTPAHEA, Ml IPH HATHYHE CAaMO H eg&x{; 6'56pe1c¥ %

eIHOCTPAHHA). X =
— Crnen 650peuna TpanCIIaHTANA. =




~ XeMOAWHAMHYHO 3HaYMMA CTEHO3a Ha 20pTHATA WIH MHATpansara KIam|, i
XENEpTpodHIHa KApAHOMEOIIATHS.

— IIspBAEYen XUIEpaI0CTEPOHIITM.

— DBpememnoct (TpsOea 12 Gwre mskmouena OPERH 3al09BaHe Ha JICIEHHWETo, KaTo e
HEOOXO/IMMO Ja ce B3EMAT IPOTHBO3a9aTEIHE MEpPKH).

~ KszpMere (manara ce 6ebero 1a 651 010HTO).

Koraro Tabnerure Tritace ce mamomspar Ipy Je€Ka A0 yMepeHa CBpAeYHa HENOCTATHUHOCT

CIE) OCTEP MHOKZpNCH HH(ApKT, B CWIa BRWU3aT CHCHHUTE  JONGAHWTEIHI

MPOTAROMOKA3AHM:

— llepcEcTHpaua XHIIOTOHMSA (CHCTOMAYHO HATAHEe mox 90 mm Hg).

— OprocraTrasa XwnOTOHAS (CHajaHe HA CHCTOIEIHOTO Hamsrane = 20 mm Hg caex 1
MHHYT2 B CEIHANO TIOIOXEHHE).

— Texxa ceppemma negocrarbamocy (IV kiac mo NYHA).

— Hecrabumsa crenoxapams.

— KupoTO3aCTp2MABANTY KAMEDHH apHTMUH.

— BenoapobHO chpie.

4.4 Coennainy npegynpexicHas m NpEAasHy MepKH NpH yooTpeda

Ilpr namments ¢ Texxo GHOpedwo YBpEXTane (KpeaTUHHHOB }mphHC < 30 ml/min) m
IBPBHYKC YEPHOAPOOHO 3a00/19raHe, HIH HapymeHa IEPHONPOOHA QYHKIIHA € HeoOXOmuMO
0co0CHO BHEMaHIE H PeNyKNHS Ha HosaTta Ha Tritace (®x. 1. 4.2 “ITo3upoBKa U HAYHH Ha
nopmnoxenue”). Jlumcea Tepanesrraen ot ¢ Tritace IpH ManWeHTH Ha JAAH34, KaKTO H
IIPH Jlela.

BrGpeunara hyuxips Tpa6Ba a 65e H3CICABANA HpEy NpHiarane Ha Tabneture Tritace.
Ocobero B Hagamoro Ha nedenrero, Tritace Tpabsa ma ce mapa 3aBICKHTENHO NpK
HHTCH3ABHO CICEEHE Ha KPHBHOTO HaNdraHe WHNH Ha penpeseHTaTEBHE HA00pAaTOPEH
DapaMeTpH IPH HAIHeHTH:

— Csc 3aryba A CONE B/RIH TEYHOCTH

— C napymena 6506peuna Gyaxims

— C Temxa, mo-cuenuanao ManArHeHa XHIIEPTOHHA

— Ha Br3pact Bag 65 roman

— Csc cepAeTsa HEMOCTATEIHOCT, 0COBEHO Cley OCTBp MHOK2pHeH HH(pApPKT.

Tabnerxure Tritace Tpabza fa ce IpHiaraT caMo axKo ION3aTa OUpemeieHO HaiBHINABA
PHCKa, KaT10 CHIICBPEMEHHO PEIOBHO CE CIEAIT PEllPe3SHTATHEAR, KITHHNIHH 1 naboparopHu
NapaMeTpH B CHCNHUTE CIydau:

— Kimmmwyro smawuma nporerryprs (sax 1 g/nen)

— KImuuqH0 3SHAYMME STeKTPONHTHR HAPYINECHAs

— Hapymes mMyHeH 0TroBOp Wim 3aGonsBane Ha CBCAMHWTENHATA ThKaH (Hamp. lupus
erythematosus, cxireponepmus)

- C’BI'_{’BTCT',B&]]IO CHCTCMHO JICYESHHE C JIEKapCTBa, TIOOTHCKANIH HMYHHHA OTTOBOp Haﬂ&\

KOPTHKOCTCpOUTH, NHTOCTATHIY, 2HTHMETaBOIUTH), aNONypPHEON, MpOKAH VAT (.
THTHH. 2L /--\f\’f’:\

VAN -
. ff et L TR T )
Heammsa mwm Xemopmirpawms ¢ HONH(aKpATOEHTPHIL, H&IPHK-Z-MBTHH%(}S{%@::E“{&T)} ;.T{_l??; \\

MeMOpaHH ¢ BACOK IOTOK (Hanp. AN 69) He Tpabea xa ce H3BEPWBA HO BpeMe! HA élégéﬂgg (e ; 3
Tabnern Tritace. R N




AKO ce Hajara crieliHa JUalu3a HiE XeMOMEITpAIls, IIEPRO TpaOBa Ia ce NpeMuHe Ha
TEYEHHE C HApYT AHTHXWIICPTCH3HWBEH JICKapPCTBEH NPOAYKT WIH TaKeB 328 CHPACIHA
HEXOCTATHEYHOCT CleJ OCTEP MUOKapaen mHGapkT — He ACE urxuburop — wim Tpa6Ba 1a ce
W3O0N3Ba APYT BHJ AHATW3Ha MeMOpana.

B cmyuaii Ha cremua A@anu3a WM XeMOQHTIIPAIES ¢ HONH(AKPHIOHATPHY, HarpHH-2-
METHIAIANCYponaT) MeMOpaHH ¢ BHCOKa IpomyckimBocT (Hamp. AN69) mo Bpeme Ha
TedeHde C PaMHENpHN, CHIISCTBYBA ONACHOCT OT aHaQWNAKTOMIHW DEAKIWHd H TOPH
JKABOTO3aCTPAIIABAIT IIOK.

Tlo Bpeme Ha LDL adepesa (adepesa ¢ IHIONpOTeHH ¢ HACKA MIETHOCT) ¢ AEKCTPaH CyiI(ar,
€ BE3MOJKHO [ Bh3HEKHAT JXKHBOTO3aCTPANIARAIIH aHADHTAXTORIHY PEAKITHAY IPH IPHIIaraHe
#a ACE urxutnrtopa.

HeceHcrOunusmpama Tepanua PH yXaOBaHHEI OT HaceKoMy (Haup. Ha IYeId HIH OCH) H
€THOBPEMEHHOTO Ipuiarane Ha ACE uExX@OHTOD MOKE [d CTapTHpa aHA(DHIAKTOHIHH
peaxkuwd (HAOpEMEP CI4AAHe Ha KPHBHOTO HaNfTaHe, HEJOCTHT H2 BB3JYX, NOBDHUIAHE,
KOXXHH aNeprudHH pPeaKi|d), KOMTO B HAKOM CIy9aW MOrar MOa ce OK&Kar
KUBOTO3aCTpamaBany. Peaxiy Ha cBpEX4yBCTBHTEIHOCT MOTAT Aa BE3SHUKHAT CHHIO H CIIET
YXaIBaHHsi 0T HaceKoMA (KaTo HallPHMED YXKHIIBAHHSA OT M9EIH HIH OCH).

Axo ce Hamara LDL adepesa HIH JeceHCHOWIHM3HpAIO JeYeHue ¢ OTPOBH Ha HACEKOMH,
ACE wuHXubHTOpHT TpsbBa Ja OBIe BPSMEHHO 3aMeCTeH OT [PYro aHTIANEpTEH3WBHO
CPELCTBO HIIM JICKAPCTBO 3@ ChPACIHA HEAOCTATEIHOCT CHEN OCTHD MAOKAPICH HHGAPKT.

B crysaii Ha >KHBOTO3acTpaIlaBail AHTHOHEBPOTHYEH €HEM 3aCHraiy e€3HKa, FHOTHCHOTO
TOPOCTPAHCTBO H/WIH NapHHKCa, Ce HPEIOpPHYUBAT CUSHHATE CUEIIHHA MEPKH:

Hesabasno monkoxuo mexexmapase ga 0,3 — 0,5 mg angpeHanvs win GaBHO WETPABEHOZHO
moxekTapare Ha 0,1 mg anpemammm (cnerpalite ykasaHuWsATa 3a paspexiade) ¢
moruropupade Ha EKT' m aprepmamso mansrare, clief KOETO CHCTEMHO NpHIarage Ha
TIFOKOKOPTHKOHIH.

Tlpenopw9Bar ce CHI0 MHTPABEHO3HM aHTUXHCTAMUHH H H-peHeNTOpPHE auTaroHHCTHA. B
JONBIHEERE KbM IPHIArageTo Ha alpeHalliH, IpH Halrane Ha AepunuT Ha C; HHAKTABATOD,
MOXe nia ce obmuenn ynorpebara 5a C; HHaKTHBATOP.

Konmpon na nevenuemo

- llpenn na ce 3amoune negenue ¢ Tritace ce NpeliopbuBa fAa ce KOPHTHPAT ASXUAPATALEATE,
XAMOBONIEMUATa HIH CONEBHAT Jedurur. IIpH malmieHTH CHC CBEBICTBAA CHPASYHA
HefloCTaThYHOCT, TOBA TPsAOBa BHEMATENHO 2 ce NPENeHr COpsSMO PECKA OT IIPETOBAPBaHe C
TeYHOCTH ¥ BIOINABaHE HA CHCTOAHUETO.

- Ocofeso BEEMaTeNHO MOHHTOpHpaHe € HeoOXONMMO IIpH LAIWEHTH C BHCOK PHCK IPH
HEXENaHO H37BEHQ Clafiawe Ha aprepuansoTo mansrase (HanmpuMep Damdentd ©
XEMOJHHAMAIHO 3HAYAME CTEHO3M ¥a XOPOHAPHUTE apTePHH Ml MO3BIHATE CHAOBE). 3a Ia
MOXKeE Za C& ONEHM CTENEHTA Ha CrIafaHe Ha apTEPEANHOTO Halsrage H 8K0 € HeoOXOoIuMo Ha
Ce B3eMaT CHEIHE MepKH, KPBBHOTO HajisaraHe TpsBa Za ce MEPH MHOTOKpATHO, IO
OPHHIET, CHEJ IEPBATa 1034 M CYIEH BeAKa IEPBa YBENMYEHa f03a Ha Tritace o0 MOMeEHTa, B
KOMTO HE CE 0YAKBa O-HATATHIIHO 3HAWAMO CIIafaHe Ha apTePHAIHOTO HallsraHe. ToBa Baxu
CBINO W 38 MOMEHTA CNEH IBPEATA N03a FONEIHUTEIHO [HYPETHK, KakTO H IPH yBeIHYaBaHe
Ha Ji03aTa My .

AXO HACTHNH XWIIOTOHEA ¢€ IpHiara IpH HeoOXOAWMOCT HHTPaBEHO3HA HHDY3HA Ha
HaTpreB XJIOpuA. Jlexa (opma Ha XWOOTOHMS OOMKHOBEHO HE Hauara HpeKkpardsaHe Ha
Tritace. e
Pamunpuil oOMKHOBEHO He OKa3Ba BE3ACHCTBHEE BEPXY CEPYMHHS Ka.umi’ ,B}‘ciyﬂ{ 7 fz‘\é
Tritace ce page eFHOBPEMEHHO C HAKOH NUYDPETHK, BTOPHYHIAT ciepomxm c »
OOClefjpaNaTa XHNOOKANHEMHS MOXe Ja C€ HaMaid. LIpH 0 (ﬂjﬂ\ x
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HenocTaTeuHOCT Tritace Moxe N0 ZoBefie [0 yBenuweHHe Ba CEPYMHHSA KpEearuHuH ¥
YBENHHIEHH CTORHOCTH Ha CepyMuus Kaimid. IIpn ceMuernne 32 OBOpedna aprepramia cTenosa
OLPERCIIAHCTO HA CEPYMHERT KPEaTHHUH CIE/Ba ia Ce H3BBPINHE CIICH HAYAIOTO HA JICICHIETO.
ITpn mo-3HaTATENHA XUPYpPrUgHa HAMECA v UPH aHCCTE3H € JIEKapceTBa, KOHTO BOIIT HO
HaMmalsBaHe Ha KPBBHOTO Hansrade Tritace Giokupa o6pasyBaHero Ha aHTHOTEHIME 1L,
KOETO € BTOPATHO CHPAMO KOMIICHCATOPHOTO OTAEIIIHE Ha PEHHH.

Toea moxe &ma Aoeemle mo 3amenbodena XHIOTOHHA, KOATO MOXE Ja c¢ KODHIHEpa upes3
TIOBHIABAHE Ha IIAa3MEHa 00eM.

- Heo6xomaMo e npocrneznssane va 616peunara GyEKIHES, 0COOEHO Npe3 THLPBHTE CEAMEIH
Ha negeHne. OcOGeH0 BHAMATENHO HPOCHeIBane e HeoBXOMIMO [IPH [I2HHEHTH ¢ OB0peuno
CBIOBO 3abonseaHe (HaIpuMep CTICHO32 Ha ObOpegnaTta apTepus, KOSTO Ome He e
XEMOJMHAMIIHO 3HAYAMA, CAHOCTPAHHA CTeHo3a Ha 6n0pednaTa apTepHs) U HpH DAYHeHTH ¢
IPEXOofHO Hapyluenue Ha 650peunara Gymxms.

- Penosmo Tps6Ba na ce cremn cepyMuuAT Kamuii, [To-gecto MOHHTOPHPAHE C€ HAllara Ipu
HAUMEHTH C HapymeHa ObOpevna dymiims u TanmdenTH, JEKyBaum €HHOBPEMEHHO C
AayperHiE (0CoOeHO Kaimi-ChXpaHsBanti).

- BposT 5a nepxonuTaTe TpAbBa Na ce cemy ¢ orme OTKPHBAHE HA €BEHTYATHA JICBKONCHHS.
Ilpenoprusa ce [0-9ecT KOHTPON Ha KpHBHATA KapTaHa B Hagangata $asa Ha ASYCHHETO H
OPA PHCKOBH TpDYyHNM NANHCHTH, KaTO TakkBa C HapymleHa On0peduHa QyHKOHN, ChC
CBIOBTCTRANTE 3a00MIBAHHS Ha CHEHHHHETENHATA THKAH (cmcremer mymyc epuTeMarosyc,
CKEPONICPMES) VI HPHEMAITH ¢THOBPEMEHHO TETOCTATAL, AMYHOCYIIPECODY, 2JI0NYPHHOIL.
IIemBa xpEBHA KapTHHA © HeOOXOMUMO Ha 6BHe HW3CIenBaHA B CIEY9YaH Ha E€BEHTYalHH
OpHSHANY HA NPC[H3BHKAH BCIEACTBHC HA NEBKONCHHS HMYHeH AeduI(HT (sanpmvep
Gebpunmrer, yBemuaens MMMOHA B53IHE, TOHZUNWT) HNM NPH3HANY 32 MOBHINCHA CKIOHHOCT
KM KBPBEHE BCIIEJICTBHE TPOMOOLATONCHES (IETEX AN, EKXMMO3H, KEPBEHE OT BEHITHTE).

4.5. BaaumogeiicTBUS ¢ PYTH JeKapeTBa B HPYru (hopMHU HA B3aUMONelicTBIHE
CriefinaTe B3aUMONEHCTBI Ca ONMCAHE HO BpeMeE Ha ©IHOBPEMEHHO IpHiarade #a Tritace
wmd gpyru ACE maxuburopy c:

— HATpHCB XNOpPWI: OTcmabBape edeKra Ha JIOHWKABAHE HA KPHBHOTO HAIATAHE OT
PaMHANPAN B Ha e(exTa My Na 00IeK9aBa CHMITOMETE Ha CBpIASYHA HEOCTATHIHOCT.

— AHTHXHNCPTCH3UBHE CPENCTBA (CIEUHATHO JHYPETHNM) B APYTH BEECTBA ¢ MOTCHIHAL
Aa DOHMNABAT KPBHBHOTO HANATAHE (HAOD. HETPATH, TPHOHKIIHIHEN aHTHACOPECAHTH,
dHECTeTHIH). HOTEEIHpA C€ AHTHXAIEPTEH3HBHHUS eexr Ha Tabnerxmte Tritace.
IipenopsyBa ce pefloBHO mpocleniBane HA CCPYMHU HATPHH IIPH HaIlHENTH, TOIOXKEHE
Ha SHHOBPEMEHHO JCICHNE C JNYPETHIH.

— AHANICTHHNH, HECTCPOHJHH NPOTHBOBL3NANATENHN CPEACTBA (HANp. AlETHNCATHIHNOBA
KHCeIMHA, MHIOMETANHH): BE3MOXHO € N3 C¢ HAMATH AHTHXHICPTCHIWBHES edexT Ha
rabnern Tritace.

— Kadi, KamAeBH CONH, KaNui-CBXDAHSBANM JHYDPETHLH (Hamp. CHHPOHOMAKTOH,
aMHIOPYJT, TPHAMTEPSH) B APYTH JIEKAPCTBA, KOUTO CaMut IO cefe CH MOTaT Ha HOBENAT 10
NOMHepIano IMOBUINABAHE HA CEPYMHHTE KOHNCHIDAUWE HA KANHS (HALp. XeHapHH):
0UakBa CC IOBHUIABAHE HA CCPYMHHMTS KOHIGHTDAMH Ha Kamud. FIHOBPEMEHHOTO
ACHEHHE € KaNW{-CBXPAHABAINH JNUYPETHIH WIM KAIHEBH COIE W3ACKBA CTPHKTHO
MOHHMTOPHpaHE Ha CEPYMHHST KA.

— TETHH: OTACIIHETO Ha NMTHH MOXe ja ce Hamamm or ACE mmﬁﬁfgpﬁfe;?;%g\
HaMajieHHe MOXE Ja JOBelle A0 NOBHMIIABAHE CEPYMHHTES KOHﬁeHTpauE’E::?W}?\
YBEJMGCHA JITHEBA TOKCHYIHOCT (He00XO0IHMO € PENOBHO ClIEAeHE). NS
— &IIKOXOII: IOTEHIUPA CE IIOHKABAHETO HA KPBBHOTO HATSTAHE H etbercra{oﬁafuég@q;é v
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~ XHUHOTHUH, HAPKOTHLW, AHSCTETHIN: 0-HOAYSPTAHO IOHWKABAHE Ha KPEBHOTO HAISTAHE
(amecTesmonorst TpsOBa A2 Ghlie HEQOPMUPAE OTHOCHO HEICHEETO C Tabiern Tritace).

— QUOUYPHHON,  NHTOCTATHLM,  MMYHOCYNPECOPH, CHCTEMHH  KODTHKOCTEDOHIH,
IpOKaHHaMHA]: IOHH X aBane Opos Ha IeBKOUTHTE B KPERTA, JICBKOIICHIS.

— D€pOpalHE [POTHBOAMAOSTHM CpeicTBa (Hamp. cyndammnypeiinn mpenapati  /
OErBanuAM), HECYNUH: e)eKTHT Ha NOHWKARAHE Ha KPBBHATA 34Xap CE YCHIIBA OT TaOJIeTH
Tritace.

— BasONpecOpHY CHMNIATHKOMEMETHIH: MOTaT fja NIOHEIKAT aBTHXHNEPTEH3HERS edekT B5a
Tritace. [Ipenoprusa ce ocoberno cTpHKTHO HAGmONEHAE HA KpPBBHOTO HaliTaue.

~ CKCIpAaKOPIOPATHO NedeHne, NPIINEABAINO KORTAKT Ha KPHBTA ¢ OTPHIATENHO 3ape/IeHy
TIOBBPXHOCTH KaTO JHain3a ANH XeMOQUITPamus C ONPEHENeHH BHCOKOIPONYCKIHBH
MemOpaHd  (Hamp. NONHAKpHIOHWTpENT MeMOpamu) # LDL adepesa (adepesa ¢
JHIONIPOTCHH ¢ HUCKA HIBTHOCT) C AEKCTpaH CyA(ar: pHCK OT TEKKH anabHNAKTORTHH
peaxumn, (Bx. cemo 4.4 CHepmannu HPefyNpeXACHAS N HpPeANasHA MepPKH HpH
ynorpeda).

4.6. YooTpeba npu 6pemMennoct 1 KepMeHe

Bpemennocr. Kareropms JI. ACE-mmxu6uropate NPEMAHABAT Ope3 NNANCHTATa H MOXE 14
Ce TPEATIONONM, 49 NPENU3BHKBAT CMyMIEHHS B MEXaHM3MATE HA 3APOJHITA, KOHTO
PETYIHEpaT XPBBHOTO Hamdrape. ONHCAHH ca ONHTOXHAPAMHHOH, KAKTO W XHOOTOHWS M
ONHTYPE:I/aHyDHs HPH HOBOpoHeHH. IIocowsa ce CHIO Bpe3Kka Ha ACE-umxuburopure H
IPEHACBPEMCHHO PAKAAHE W HHCKO TeIVo Ipy paxgase. Ma oImucany ciyuay Ha AHOMAIHK
npd (opMHpaHeTo Ha depema. 3aToBa paMENpEI He 6HBA na ce IaBa IO BpeMe Ha
OpeMeHHOCT.

Tritace Be Tps6Ba [a ce IpHeMa IO BpeMe Ha OpemerroCcT. CleNOBATENHO pey HATATOTO
Ha JICICHAETO Tpsi6Ba fia ce u3Kmoun Opemennoct. Tpabea na ce m3dsrsa 3abpeMeHABAHE B
Cirygaare, xoraro nedcHnero ¢ ACE maxuburopn ¢ Hanexanio.

AXO0 DAGEHTINTE EMAT HaMepeHHe 14 3a0peMeHesT, TeYeHHETO ¢ ACE-maxubrTopu Tpsopa
7ia ce IPCYCTAaHORH, T.€. Jia C€ 3aMECTH C APYT BHJ ICIeHHE.

AKO 10 BpeMe Ha JICYCHHETO MalHeHTKaTa 3abpemenee, medemmero ¢ Tritace Tpadra
BE3MOKHO Hal-CKOPO Jia ce 3aMEHH ¢ TepameBTHUeH pexunM 6es ACE uExupburopn. B
HOPOTHBEH CIIyJal CHIIECTBYBA PHCK OT YBPSKIAHE Ha JIOAA.

He e m3pecTHO fame HpHEMET Ha NEKApCTBOTO camo Hpe3 DbPBHA TPHMECTHP MOXKE Aa
YBpes oA, '

Kzpmene. I'pyna II1. TIpemusasa B KbpMata OpH 0o3aifHrng.
AXo 10 BpeMe Ha KbpMeHe ¢e Hayuara IeyeHne ¢ Tritace, maunenTKaTa He TPS6Ba Ja KEPMH,
34 i ce IPeNIoTBpaTH TONTAAHETO HA MAKH KONHYECTRA PAMHIIPHI ¢ MARTHEOTO MIISKO.

4.7. Edextn Bpxy ciocoGrocTTa 32 moHpape H yOPaBjeHAe Ha MANIHHH
IlonmxapaleTo Ha KPBBHOTO HasAraHe MOXE 74 HAPYIOH CIOCOOHOCTTa Ha IAMAEHTA Na ce
KOHICHTPHp2 W fia pearnpa, a OTTYK, HalpuMMep Aa IOBIWSE BEPXY CHOCOOHOCTTA 3a
mo(upaHe ¥ pabota ¢ MamMHE. B mO-TONAMa CTEHEH TORA Ce OTHACH 33 HaumGToO~Ha,

\"',

-

TMEYCHACTO ¥ CIeH KOHCYMANMA Ha alTKOXON. /;{ A 1‘5:“';-‘ ;

4.8. He)xeslanm fieKapCTBeHN peaknyn ﬁ :
Tt xaro Tritace e awTmxwmepTenzueHO JIEKAPCTEO, MHOFO OT HEKENARHTE

. Logs
PEAKIH €2 BYOPAIHE S(eKTH OT HOHIKABAIOTO MY KEHCTRHE BEPXY KPBEHO
5, -
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KOETC BOJH AO aNpEHEPrHHa KOHTPa-PETyIalis il OpranHa xunotepdysus. Muoro apyru
efexta (Haup. edexTaTe BEPXY CICKTPONHTEESA OalaHC, OHPENCHCHH aHabMIaKTOHIHE
PeaxTWH MK BEIUANATENHN DEakIH Ha J@raBANHTE) ce aemxar Ha ACE HEXUOHpaHETO
A APYFHE GapMakoIOrHIBH AeHCTRIS HA TO3H Kilac HeKapcTRa.

¢ CopAeano-chI0Ba B HEPBHA CHCTEMA
He gecTo: Morar ja BL3HHKHAT JeKd CHMITOMH H PeaKkmuy KaTo riaaBobonme, HapymeHo
PABHOBECHE, TaxUKapIid, CIab0CT, CHENHMBOCT, 3aMasHOCT WX HapyIICHE DPeaxmum.

Jlexute caMIToMu m peaximm KaTo HePUEPEH OTOK, 3aYepBIBAHE, 3aMASHOCT, THHHTYC,
YMOpa, HEPBHOCT, HOATHCHATO HACTPOCHHE, TPEMOp, Ge3MOKOHCTBO, 3pHTemy HapyIIeHHS,
CMYNICHUT Ha CBH, OOBPKaHOCT, 9yBCTRO 34 OE3MOKOHCTBO, IPEXOIHA epPEKTHIIHA cnaboct,
UATNATANMY, WIMOTABAHe, HAPYNICHAS HA CIyXa, CBEIEBOCT, HapylueHa OpPTOCTATHYHA
POTyNalis, KaKTO ¥ TEKKHUTE PEaKIy KaTO aHIHHA IEKTOPHC, CHPACIHE ApHUTMHH | CHBKOI
Ca PeHKH.

Papico MOXe Aa BE3HUKHE TEXKA XHIOTOHHS, 2 CHINO K H30IIHpaHy CHy4aW Ha MHAOKapAHA
WA nepedparmta nexemus, HEGapKT Ha MEOKapLa, OPEXOJHa HCXEMHYHA KpH3a, HCXEMITICH
MHCYNT, 060CIpsHe Ha TepH)Y3HOHHH HapynieHHs H0pajiy CBJOBH CTECHEHHS, HPACTAIIHOCT
WU 38CANBaHE Ha QeHoMeHa Ha Pelino uma mapectesum.

* bouipenn u exexTosnTeH 6aiane

He 1ecto Morar fia ce paspust ypenmaernme Ha CepyMHATa ypes H CEPYMHUS KPEATHHUH (TI0-
BEPOATHO € KOTaTo Ca ZI0DaBeHH NMYpeTHIH) U HApYIEHHS Ha OrOpedrara dyexmms, a B
H30HHPAHK CIIYJaH NPOrPECHs fa ocTpa Gh0pedna HeroCTATEYHOCT.
Pangko Moxe N2 HacTHIH MOBUITABAEE Ha CepyMuHd Kanwid. B eMuBwIEY cllyqan Moxe Oa ce
PasBUC TIOHIDKCHHC HA CEPYMHMA HaTpul, KakTO  BIOIABZHE HA Bede HANWYHA
npoTerHyprs (sbnpeks ge¢ ACE-HEXWOHTOpHTEe OGHKHOBEHO HAMAILIRAT TIPOTEHHYPHSTA)
AH yBEIHICHAE Ha OTAEISIHETO Ha yPHHA (BBB BPB3KA G nofo0perara paboTa Ha CEPHETO).

e Jnxarenna cacrema, AHAQUIAKTHIHH/AHAQHIAKTONNHE H KOKHM pearnan
Yecto BE3HEKBA cyxa (memponykTHBHA), ApasHema Kammnuma. Tasm KaOllia YecTo ce
BIOIIBA IIPS3 HOINTA H Hpe3 NepPHOAH Ha IOYHBKA (T.e. B JIETHAIO0 MONOKCHHE) B BBE3HUKBA
HO-TIECTO XPH XKEeHA H HellyIiadn.

PsnKo MOxe na ce passue Haszamma xorTecTH, CHHY3HT, OPOBXHT, OPOHXOCHIa3sM | HHCITHES.
He =ecto Moxe 1na Be3mEmkHe (papMaKONOrHIHO-MEAHEPa JIeK 2HTHOHCBPOTAYEH OTOK
(MecToTaTa Ha AHTHO-0TOKA, HPHUHHEH OT ACE-mHXnGHTOpRTE € 0-BHCOKA IIpi 9EPHOKOKH
HaOEeHTH, Banp. aQpo-KaprbCKy THII, B CpaBHEHUE ¢ HE-9CPHOKOXH IANACHTH). CepHO3HITS
peaKEn 0T  TO3H THO ®  Epyrh, HE bapMaKONOrHIHO-MeAIHpaHH
anaHIaK THIHE/ agaAIAKTOHIHY peaxiiiy KbM PaMHIIDHI HNH HIKOE OT HOMOINHHTE
BEIECTBA Ca PEOKY.

Pajiko MoTar jja BE3EHKHAT KOXHH HIH TUraBETHE PEaKOHE Karo oOpHB, chpbex mimm
YPTHKapES. B enuHEWIHN coygam Moxe 1a ce PasBEAT MaKyHONAIlyiapeH 00puB, memburyc,
00OCTpsiHE HA NICOPHA3UC, IICOPHA3H(OPMEH, HeMOUIOHEEH WIH JHXEHOHREH 00pHB WO
KoXara W JHTaBHIHTE, epHTeMa MynTHGOpMe, CHHApOM Ha Stevens-Johnson, Toxcmuma
CHHEIEpMaliHa HEKPONH3a, AllONEHS, OHHXONARA HITH doToceHCHORIIM3 a4,

BepostroctTa 32 mosea u Texectra Ba aHAHAAKTAIHE W aBa(QRIaKTONTHE PEAKIHH KhM
0TpOBaTa Ha Hacexomy ¢ ysemudeHa npu ACE muxutrmms. [Iprema ce ue 1031 ehekt Moxe
JIECHO Jia CE IPOSBY H BBB BPE3Ka C APYTH aHTHTEHH.

* XpanocMmiaaTenHA CHCTEMA, 9epPEH APOD
He 9ecTo MOrat Ja BE3HMKHAT rafieHe, HOBHIICHIE Ha CEpYMHWTE HHBA Ha YePHOEPOGHETE

CH3HMH B/HIA GANEpyOMHA, KAKTO ¥ XONCCTATHIHA XBITERANa. Parxo Mo;ﬁg:ﬂmgsgg\?
CyX0Ta B yCTarta, IJIOCHT, BE3NATHTENHE Peakilid B YCTHATA KyXHMHa H. XPaHOGMETaretiy

UBTAINE, TacTpmrHa Oonka (BKIFOYMTENIHO —TaCTPHTO-MONOOHA cﬁofniga'm%a i"~ff693ﬁgg)‘2\\
XPaOCMHIIATONNY  HAPYWICHHWS, 3aUeK, JHAprs, HOBPHIUAHE M YBE::I'% ?;r ma{;,;i;az ]}




Na#KpeacHuTe ep3uMH. B wW3ommpamm ciygaw Morar ma pr3mmxmar HAHKDPEaTAT MIH
9EpHOIPOOBO yBpeRaane (BKIFOIATEIHO 0CTpa 9epHOAPOOHA HEXOCTATEYHOCT).

e XeMaTOIOrA9HA PEAKIHN
Pamxo MOXe ha ce pa3sBHE 1eKO, a B eFMHMUHH Clydad TeKKO HamaleHwe H2 6pog Ha
ICPBCHATE KPLBHN KIETKH H CHALDKAHACTO Ha XeMOTIOOHH, 6post Ha GelmTe KpLBEX KIeTKH
uwie Opos Ha TpomGomuraTe. B H30MHpaHHK CIy9al MOTat Ja BE3BHKHAT ArpaHyJIoNETO3a,
DAHIHTODEHHS H KOCTHOMO3BYHA HEJOCTATEYHOCT.
XeMaTONOTHINYA PeaKifil KHM ACE-EEXWOHTOPHTE € IO-BEPOATHO Ia Ce IPOSBAT P
DanASHTH ¢ yBpenena O0p0peTna Qyrxmus u OpH TE3H, CBC CHIIFTCTBANA KONareHosa (Hamp.
JIYHYC €PHTEMATO3YC HIIM CKICPONEPMHAL), YUIH TPH TAKHBA, JEKYBAaHH C JIPYIHE JCKapCTBa,
KOHTO MOTaT ;§a HOBEJAT JO IPOMEHH B KPBBHATA KapTiHa; BX b0 4.4 Choenmanum
BpEOynpexicHnst H NPe)Ua3sHi MepKH OpH yuorTpeda u 4.5. Bszammopelicysus ¢ Apyrn
JIEKAPCTEA H APYTHE (JOPME HA B3aAMOIEHCTREE.
B H301Mpany ciygau Moxe 12 BE3HUKHE XeMONATATHA AHEMLS.

* Jlpyru nesxenann AeKapcTBeny peaKmum
He gecto MoXe Ja ce paspHe KOHIOKTHBHT, PARKO: MYCKYNHH KpaMIV, IOHHXeHO MHEHHLIO,
3aryba Ha aleTHT, O0OHITENHE | BKYCOBH CMYyIIeHUS (Halp. METANEH BKYC) B YacTHIHA, a
TIOHSAKOra IbHHA 3ary0a Ha BKyca.
B emammamy cnydam MoraT Ja BB3HHKHAT BaCKYNUT, MWANIHS], apTpairud, BHCOKA
TEMIEPATYpa i €OSHHOMANNSA, KAKTO ¥ IOBHINEHH THTPH Ha AHTUHYKACAPHY aHTHTEIA.

4.9. Tipenosnpane

CEMOTOME HA BHTOKCAKANASITA

B 3aBmcuMoOcT OT crememta Ha IPENO3UPaHe, MOratT jla BB3HMKHAT CICHHHTE CHMIITOMIE:
TEXKa XHUIIOTOHKS, OpafuKapins, UPKyNATOpPEH TOK, CIEKTPONUTHY HapymeHus, 6x6pedna
HEOCTATEYHOCT.

Jlewenme ga HHTOKCHKAIIAATA

Ilpu npegosmpane WM MHTOKCHKAIAS, TCPANCBTAIHHTE MEDKH 'C€ DBKOBOIST OT BHIA M
BPEMETO Ha HOMTBIAHE, KAKTO K OT THIA H T&KECTTa HA CHMITOMIETE.,
Oceer 0BmMuTe MEpKH HACOYESHH KEM C/MMPHUPAHETO HA PAMHNPHAN (HANp. CTOMAUICH

7abaK, NpuNarage Ha afcopbeHTH H HaTpweB cyndar B pamkute Ha 30 MHHYTH CIIe]
Horneiane Ha Tabnete Tritace), xu3nenmre napameTpn Tpsabka Jia ce MOHMTODHpAT HiH
KOPHTHpAT B yCNOBHATA HA HHTEH3HBHO 3BEHO. Pammmpmy mourwm me ce OTCTpaHsiBa Ipes3
JMaITH3A.

B cry9aii B2 XEmoTOHHS, Ha MBPBO MCTO Tpsi6Ba ja ce H3BLPIIAT 00EMHO 3aMeCTRAHE W
SeMCECTBAHE C HATPUEB XJOPHJ, HO aKO NHNCBA IORIMABAHE, MOTAT N4 Ce LPHIOKAT
HHTPABEHOSHH KaTexonaMuHH. Moxe fa ce 0OMHCTH Newenne ¢ anTioTersny I B CIIyganTe
Ha pepaktepna Gpagaxapmasd, TpaOBa 1a ce HpOBENIE JICYeHHe ¢ nefcMeiiksp. -

Konnenrpanemre va enexrpoimurs u KpeaTHHHH B CepyMa TpsOBa NOCTOSHHO

5. ®APMAKOJIOTHYHHA JAHHNA
ACE maxnbuTop .



ATC C09A A05

3.1. ®apMakoAuBAMEIRN cBOiCTBA

Tritace cpappxa Pavunpurn, Ko#ito OpercTasigpa JepHBAaT HA aMUHOKNCenHHAaTa L-anagpy,
PaMuTprn HpeACTABNIBA YACT EHAHTHOMED.

Pamumprn e BemecTBO, X0eTO Ce XUAPONH3Ypa MPeNHMHO B YEPHHS [Apo0 IO aKTHBEH
PaMHLIpANaT, KOHTO IPEACTABIABA HBITO HeHcTBAM] HHXUOHTOD HAa  aHTHOTEH3HH
kouseprapamus emsam (ACE). ACE npepphina aerHOTersHH I B aBTHOTEH3HE II, xoiito mMa
H3PasCHH CBAOCBHBAUIM CBOHCTBA. EdexrsT #a mamamssame ma KPBBHOTO HalITaHe Ce
OCHOBABA Ha IIOATHCKAHETO HA PEHUH-aHTHOTEH3WH-aNAOCTEPOH CHCTEMATA, KOSTO BOMH 10
HaMalleHo CHBPXAHHE Ha aHTHOTEH3uH Il B anfocTepoH H YBEIHYEHO CBEBDXAHUE Ha
peHHE B mmasmata. Beposrao Pamunpmn momrmeka pasrpaXkHaHeTo Ba OpagmKedzHa. ToBa
BOTA 10 HamaleHa KOHTPawUHsd K IOBHIICHA NWIaTAOHS NpSIH BCHYKO Ha DE3MCTERTHHTE
CBAoBe. (PapMaKONOTHYHHTE H3CHEABAHHS BHPXY JKHBOTHE Ca HOKa3ajd, 9 PaMHANDHIAT
BO/H A0 SICHO H3pPaseHO IOATHCKAHE Ha cebp3aums ¢ Tekamute ACE B Haxom OpraHy, Kato
HAlIp. CHPIE i KPEBOHOCHH ChRORe. PaMumpail BIMa BIHSHNE BEPXY JHIHAIEYS ¥ [IEOKO3HAS
MeTa00Im3EM, PaMUnIpHT He BiIUse Ha TMFOKOIENTE HEBA I HMHECYIIHHOB&TA 9YBCTBHTEIHOCT
TP JAa0eTHIN ¢ XUIePTONH.

Anmrcunepmensusen egexm: XeMONHMHAMETHE H3CIEIBAHMS HOKa3paT, 4€ paMHNpHAAT
HAMALiBa NEePH(EPHOTO CHAOBO CHIPOTHRICHHS IpH DaNMeHTH C XHIEPTOHHS C
HE3HATHTENHA NPOMIHA B CHPASYHATA YeCTOTa.

Jlewenuero Ha xmmeprommim ¢ Tritace BOIHE X0 HaMailsBaHE Ha KPHBHOTO HAJTAaHe B
MEKAMO H H3IPABCHO HONIOXECHWE H IO BPEeME HAa (H3HYUECKAa aKTHBHOCT. HocTypanrara
XUTIOTOHIT IPH JISICHAETO Ha BHCOKO KPHBHO HAITAHE € PANKOCT.

EQexrsr oT HamaiBaHETo Ha KPBBHOTO HAaSTaHe ce BHXXAA B paMKWTe Ha 1-2 waca.
Maxcamansmat ehekr ce mocTara cnex 3-6 gaca u HPOABIDKUTENHOCTTA € Hai-Manko 24 gaca
TipH MPENOPEYATEIHUTE Ko3y. Tpy npoxsmiureso neverne ¢ Tritace, OPAEMAH ENUH OBT
AHCBHO, CE IIOCTATa DPABHOMEDHO HAMAalfBaHe Ha KPHBHOTO HAIATAHE Ipe3 IPUIoTO
JEHOHOWHE,

YcranopeHo €, ge Pammmpun pasa perpecys Ha OATONOTHIHATA XuepTpodHs Ha Iasara
kamepa. BrOpedHHAT KPEBOTOK Ce YBeAHYABa npu nevenwe ¢ Tritace, gokaro riomepymara
(uiTpanms o0HKHOBEHO OCT4Ra HEIPOMEHEHA. Ipz pmanwentn ¢ 6B6pegmEo 3abonsgeane,
lieueHneTo ¢ PaMaTIpa € oBeino 1o Hamangsane Ha EKCKpeIsTa Ha OeIThifH.

3acera JmmICBAaT FAHHH, OTHOCHO BIMSHHETO HA paMHIIpHIT BBPXY 3abonesaeMoctra
CMEPTHOCTTA. :

Ilpa myxna Tritace mMoxe ma ce KOMOHHEMpa € ZpyIH HOHMKABALIA KPHBHOTO HANSTAHE
nexapcTBa. 1IoAXOAsIM TakuBa ca HE 3amBPKAllETe Kammil TAYPETHIIM HNH KalldeBH
anTaroHucTH. KoMOuaamisTa ¢ Kanui-ChXpansaBamy JUYPETHIH € HEMOAXOLAIIA,

Egpexm npu cvpdeuna nedocmamvunocm: Hamanssa KPBBHOTO HajfTaHE B NACHOTO
Hpenchpame, Oernofpo0HUTE apTephH K KANHIIPHY. MunyTansT # yaapeust o6eM Ha CBPIETO
CC yBEIMIABAT, JOKATO Chp/eYHATa JECTOTA OCTABA HEMPOMEHEHA WM HAMATSEL MATKO.
EQexTET Ha HaMausBaHe Ha KPSBHOTO HANATAHE CE ycTanoBsBa B pamxmTe Ha 1-2 waca,
MaKCHMAIHHAT eeKT ce Momydasa cliex 3-6 waca, a HNPORBIDKATENHOCTTIA € Haii-mManko 24
daca IPH NpEeIopbYaHuTe JO3H.

Ycranosero e, we Tritace mamanssa CMBDPTHOCTTA NPH CHPICYHA HEFOCTATHYHOCT Gl
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650peuma TpaHcwianTanus. [Ipn XHIICPTCH3ABEY HalAeHTH ¢ AuabeT THo 2 W HadamHa
Be(hponaTEs (XapaKTepH3Epama ce ¢ MEKPOIOYMARYPHS), PAMHANPHI HAMANIBA OTIENIHETO

Ha anOymuH.

Lipogunaxmura na muoxapden ungapxm, moszvuen UHCYRM URU CHPOCYHO-CO06A CMBpI!
Hanpaseno e mpepamTHBHO mwIame6o KoHTponHparo micneapane HOPE (Heart Outcome
Prevention Evaluation), npm xoero Pavunpzt € faBan KaTo AOIBAHCHHE KBM CTaEfapTHATA
Tepamg Ha HoBede oT 9500 manwentn. B m3cnensanero YJacTBYBaXa HAIHEHTH C YBEIIIOEH
PHCK 0T CEPJICIHO-CHHOBO 3a00JLIBaHE B pe3yiNTaT Ha CHAOBO 3a00ISBaHe (xaTo m3paseHo
KOPOHApHO ChroBO 3a00/iIBaKe, HECYNT Wil HepE(GEPHO CBAOBO 3a60iIBaHe B aHaMHe3aTa)
Ui 3aXapeH aua0eT ¢ MHHEMYM OIN€ €HHH PHCKOB thaxrop (xaro MEKpPoanOyMUHypHs,
XHIICPTOHWS, YBCIHMYCH TOTaleH XONECTepoNd, HamaneH HDL XOIIECTEPONl  HHH
TIOTIOHONYTICHe). M3ciefsanero mokasa, 9e PaMHIIDHN CTATHCTHYECKY 3HAYEMO HaMaIdBa
CIly2auTe Ha MHOKap/eH HHGApKT, HHCYNT A CHPASYHO-CHI0BA CMEDT, 110 OTHENHO HI B3ETH
3ac/HO (NEPBUTHA KOMOHHHpaHH CIydan),

Pa . OTtnocuTenen puck
10 MHrpa Ilnane6o (95% nosepurenen | Croitnocer P
mr HHTEPBAT)

% %
Bewnor nanmerms | n=4652
ITEpBATHO
KOMOHEHpans 14.0 17.8 0.78(0.70-0.86) <0.001
ciydau
Ciprewmo-cenosa ¢ | 8.1 0.740.64-0.87) | <0.001
CMEPT
Murokapresn
FEapKT 9.9 12.3 0.80(0.70-0.90) <0.001
Psicynt 3.4 4.9 0.68(0.56-0.84) <0.001
JaabeTrnm n=1808 n=1769
IIspeETHO
conSammpar 15.3 198 0.75(0.64-0.88) 0.0004
CIIyIal
Czpaewmo-cenona ¢ 9.7 0.63(049-0.79) | <0.0001
CMBPT
Muoxapzer 10.2 12.9 0.78(0.64-097)  |0.01
EHbApKT
Vistcyu 42 6.1 0.670.50-0.90) | 00074

5.2. @apMaKkoOKHHETRYHNE CBOICTRA

AGcopbrmara Ha paMEOpEI CHeR HepopayHo OpHnarade ¢ OBp3a U IPAKTHYECKH HE ce
TOBIITEA OT CHHOBPEMCHHOTO IPHEMAHE Ha Xpasa. EMMEHHpaHeTo e g;pm;tmg;g
HOIYXHBOTET € 0X0J0 1 Tac. P @m;f_"_‘ g j\\
Crez abcopbums, pamenpmn ce XMIPONHU3NPA [OITH HAOBIHO, [MABHO B HEpH] (Apad, ngi.%,"*.\
aKTHBHOTO BEIECTBO paMEHpHiaT. IIMKOBETE mIa3MeHd HEBa Ha paMuTIpe Jfg'r C&,U{OCHIEH:I\‘ = i\

MEXAy 2 B 4 4aca cliei HepopaneH HpHeM Ha PaMHIIPHT, Pammnpnnar(icg: SHMMUHNPA '1 P
10 SRS S
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mixonko ¢azm. Ilo speme Ba mucTpuOyrmBHATA W eNMMUHANAOHHA daza, mrasmesmata
KOHICHTPanys HA PaMHAIIPHAI CHana ¢ MOLYKHROT OT OKOMO 3 gaca. Tora 6ana HOCIEIBAHC OT
IpexoAna ¢asa ¢ NOmyKHBOT UpuGIHIATEIHO 15 Taca W aBira TepMHHAIHA (asa ¢ MHOTrO
HYICKH TINA3MCHY KOHIEHTPAllK Ha PAMHMIPHNAT H HONYKUBOT rpy6o 4 mo 5 . Jwnrara
TepMEHANHA ()a3a Ce HPeAW3BHKBA OT GABHOTO OTHEITHE HA PaMMIIDHNAT OT 34parara, HO
HacHmaeMa BPB3Ka ¢ KOHBEPTHpAWHSA €H3EM. IIpH in vifro wicieaBaHms Geme H3Mepen
JECONEaNHOBCH omyXuBoT 10,7 waca. Brupexm memres TePMHUBANCH IOIYXHABOT, steady
state (NpH IIa3MeHH KOENEGHTDAINH Ha DAMANPHIAT OCTABAIA KOHCTAHTEH 110 BpeMe Ha
MHOTOXpaTHO OpHfarase Ha PAMUIIPHN B 7032 2,5 1 0BEYE mMg) ce AOCTHIA OIE CIEX OKOT0
4 pew. Cren MHOTOKDaTHO JO3HpAHE, “eheKTHRHAAT” MONY;KHBOT MMAI] OTHOINEHHE KEM
Ho3ata beme goxazan, ge e 13-17 gaca.

ObemsT Aa pasnpefenesre Ha paMAIIPHIL € NpabausuTenso 90 HHTpPa, OTHOCHTEIHEST 0beM
Ha pasmupenieNienye Ha paMEOpmiar € okono 500 marpa. Cebp3BaHETO CBC CepYMHUTE
HPOTERHE € OKOMI0 73% 3a paMEUpHIT ¥ OKONO 56% 3a PaMHIIPUIAT.

ITpu 656peyro yBpexaaHe (KpeaTHHWEOB KapsHEC < 60 ml/min), 656pedrHoTO enEMERIpane
H& paMETpDHIAT €€ HaMandsa, Kato OBOpeyHHAT XiHpEHC Ha paMMIIpHIaT CHOaja
NPONOPIMOHAIHO Ha KPEATHHWHOBHS KMHpsHC. TOBA BOXE [0 NOBHIMIGHH IUIA3MEHT
KOHUSHTpAWMH HA PaMUNPHNIAT, KOHTO CHAfar mH0-0aBHO OTKONKOTO NpPH NANHEHTH CBC
3Apaen GLOpenH.

Ipa smcoxm xosu (10 mg), papymenata 9epHONPOOEA (GyHKIHA Boxm mo 3abamena
AKTHBaNIs Ha PAMHUIIPHL 0 PAMUIIPHIIAT B 10 I0-GaBHO eNHMAHHPaHEe Ha DPAMELPHIAT.

lpr nammenTs cBC ChpHEYHA HENOCTATHUHOCT, CHEX ABYCCIMHYHO JISUeHWE C 5 mg
pamMHEIpHEN, Gelfie BaOMOKABAHO YBEIIUCHHE Ha ILIA3MEHHTE KOHICHTPANHH Ha PAMHIPURAT
1,5—1,8 nv1H 1 Ha cToliEOCTETE Ha AUC (Trorm wox xpuBata KOHIICHTpaIis-BpeMe),

Ilpu nammenTH B HAUpEJHANA BH3PacT (65 — 76 romumw) KmHETHKaTa Ha PaMEOpET H
PaMENIPATAT € HOR00Ha Ha Ta3H HPH MIIAJH, 34PaBH HHUBHIH,

Cnen mepopando npmiarade Ha PamuoaKkTHBHO Oeim3an pamumpmi, 39% or
Pan0akTHBHOCTIA C€ EKCKpeTHpa BHB (examuTe H Okono 60% B ypusata. Cien
HHETPABCHOSHO IpHNArane Ha PAMUNPHIL, MeKAy 50% u 60% oT nosara ce OTKpHBa B ypuraTa
Hox (opMaTa HA PAMENIpPHN H HErOBH METAboNmTH. AKO PaMUNPHIAT CE TIpaBH BEHO3HO,
npuOnmsuETenHO 70% OT Hosara ce OTKpEHBA B ypuHaTa viof $popMaTa Ha paMUNpHIaT W
HeroBure MeTabomums. OT TyK cliegBa, Ye 3HAYMTONHA YacT OT [03aTa Ce SIEMUHHApA. 10
HeOB0peder IET CHE/| HETPABSHO3HO NPIJIATANE KAKTO HA PaMMIIPHIL, TAK2 K Ha PAMUIIDHATIAT
(cpoTBETHO OKOMO 50% B 30%). llpn nammenTE ¢ GHMMApeH ApeHax, HPaKTHIECKH paBHH
CHOTHOINCHEA OT J03aTa C& OTKPUBAT B YPHHATa ¥ JKIBYKATA B paMKHTe Ha 24 Taca cmexn
NEPOPanto NpHIarafe Ha 5 Mg PaMHATIPHIL.

Bnaropaperne Ha momdepramara aKTHBANMS/MeTa0ONH3MPane PH HLPBOTO NpeMUHABARE
CIEML TEpOpalieH HpHeM, B YPHHATa MOXE Ma ObIe OTKDHTO CHECEM MANKO KONHYECTRO
HCIPOMEHEH paMunprn. OCBeH ue ce aKTEBHpa [0 IONyHaBaHe Ha PaMUHPHIIAT, PAMPIIPEIL
CBIIO C& XKOHBEPTAPA N0 HEAKTHBCH NEKCTONMIEPasME H Ce IOKOPYHHpA. Pavmmprnar
CBINO C€ IHOKOPYHAPA B C¢ KOHBEPTHPA KO AHKETONHNEPasHHOBa KHcenuHa, C H3KMOYeHHe
Ha PaMETIPANIAT, BCHIKH 00pasyBann MeTabONKTH B CaMEAT PAMETIPHI ca thapMakonoraIaEo
HEaKTHEBHH.

brosanuunocy
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BronamrgaocTTa Ha pamwmmpmn ciern HEPOPaNHo NpHIarale € MEXIY 15%;3\%;»2/;5@3 ‘f\
pavETipai | 28% 3a 5 mg pamupus. BHOBAMYHOCTTA HA AKTARYHS MeTa60/m ' paMANpETaT ., 2\
cief 2,5 mg W 5 mg paMHIpHI Ope3 yorara, e okoio 45% B CpaBHEHHE C ) : i

TpHIAraHe HA CHITUTE HO3H DAMHEMPHIL
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5.2. llpepkauBagasn AAHEH 32 6e300aCHOCT

Ocmpa moexeuunocm

Ilepopammoro npunarame ma PaMUIIDHI HE NiaBa OCTpa TOKCHYHOCT, Thif Xaro LDso mpm
MHAIIKY 7 rpXoBe € Hax 10 000 mg/kg Temecno Termo u max 1000 mg/kg TenecEo Terno mpu
Kydeta (3aiigapm).

Xporuuna moxctiunocm

Uzcrnempanmsita 32 XpOHWMHZ TOKCHIHOCT OsXa OPOBEXICHW BBEPXY ONBXOBE, KyueTa W
Matimyrn. IIpE XpomwdHo mnpunarame BEDXy HUNBXOBE, NHCBHH LO3H OTf HOpIABKA Ha 40
mg/kg TemecHO TErno BOEAT 4O aHeMHAS X CHEKTPOIATHY H3MCHEHHS B IUIA3MAata.
Tlpesmonoxesrero 3a MopdoOIOrHIHH 650peanE maMeneHus (atpodus Ha [ECTANEETE
TyOyim) mpu no3u 3,2 H nosede mg/ke TelecHo TErio e CBBP3AHO ¢ eQeKTH, KOMTO MOTAT Ja
ce o0acHAT dapMaKOAHHAMHYTHO H Ca XapaKTepHy 33 BeINecTBaTa OT To3u Knac. TyOynHa
arpodus ce IoNydJaBa caMo HpH IIEXOBE, HO HE X HpH KyJeTa ¥ MaiiMyHH.

Iipa HWBOTHHECKHTE BHZOBE, KOHTO HE ca TPH3a9H, a MMEHHO KydeTa u MaiiMyum, Geme
HabIOAaRaHo NOAIEPTAHO YrONEeMIBaHE Ha IOKCTarnOMEpYNapHHsI alapar, Io-COSIHANHO
npu gosm 250 i nosege mg/kg TenecHo terno muesno. ToBa Moxe Z2 Ce WHTEePOPETHPA KATO
HENPIKO FOKa3aTENCTBO 3a (papMaKOgWHAMPYHATA aKTHBHOCT HA PaMHENPHI 33 HHXuOHpaHe
Ha SHTHOTCH3HH-KOHBEPTHPANTHS €H3UM (HOBHINEHA IPONYKIH Ha PCHUEH),

Ilpy xygera B MadiMysw cpmo Gsxa HaMEepEHH JO0Ka3arelicTBa 3a IPOMEHH B KpPLBHATA
KapTHHA H eNeKTPOJHTHTE.,

Kanuepozenen u mymazenen nomenyuan

[ABITOCPOYHUTE W3CHEABAHUS C pPaMEANDHI BBPXY MHUINKM H IUIGXOBE He IOKasaxa
HCOINacTH9HU CBOHCTBa. IlosBata Ha okcmdHNHEE KieTkm B OrOpeurnTe TYOYImH,
HaOIMOJABaHA IJIABHO Y MEXKHE INTBXOBE CIET OTHOCHTENHO BHCOKH JO3H DaMHATIDHI,
kopeiripa ¢ BE3pacToBO-3aBHCHMHETE, GYHKITHOHATHE B MOPMOTIOTIIHE H3MEHEHHS CBBP3aHH
¢ XpoHuIHa OEOpedHa HEOCTaTEIHOCT.

IlompotawTe macHEHBAHHS BEPXY MYTATEHHOCTTA UpE HAKOIKO CHCTEMH OfXa JOKa3aHO
OTPHIATEIIEH,

Penpodyrmusna moxcuynocm

Vzcnepamisita 3a PeNpOAYKTHBHA TOKCHUHOCT Ha PaMHIOpHI [PH TABXOBE, 3alimm w
MaiiMyHH He ITOKa3aXa TepaToTeHHH CBOHCTBA Ha BEIIECTROTO.

IlpunaraneTo Ba PAMHANPHI BEPXY [LTEX0BE IO BpEME Ha (eTanHms Ieproy H MO BpeMe Ha
IICpEONia Ha JAKTAWS BOZMH M0 HeofparEMo GB0peuno yBpexmame (mmenexTasza) ma
HOKONCHHETO HPE 103K OT 10 & moseye mg/kg Texr. 1./nex.

IbiomoBwTocTTa Ha MEBXKATE B JKGHCKWTE IITBXOBE OCTARA Hesacergara. [Io Bpeme ma
U3CTICBANKA BEPXY JKMBOTHH, DaMUTIPHII HABIK3a B MIISKOTO HA KEHCKATA.

J0 TO31 MOMEHT HAMa HATPYIaH OITHT 33 YUOTpedaTa Ha PAMHNIPHI 110 BpeMe Ha GPeMEHHOCT
H KBpMEHE.

Huynomorcnunocm

,

X

Hava ammo 2a otOenaspane ot HMYHOTOKCHIHHA1E TECTOBS HA PAMATIPHT,

6. DAPMANEBTHYHU TAHHN
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6.1. Coachbk Ha HoMomERTE BEHIECTB2
hypromellose, microcrystalline cellulose, pregelatinised maize starch, sodinm stearylfumarate

6.2. HeceBMecTEMOCTH
He ca H3BECTHH HECHBMECTAMOCTH.,

6.3. Cpox Ha roasoct
5 ronunu

6.4. Crienmannn yesoBES Ha chXpaneHme
Ha ce cpxpamgsa npu Temmeparypa o 25 C.

6.5. Bui 1 ChCTaB Ha 0NaKoBKaTa
Tritace Tabnetku 1,25 Mr B OmiacTeps o 28 6pos.

6.6 Ilpenopwku upH ynorpeda
Hsva crenpamm mpemopsxm.

7. HPHATEXATEJI HA PASPEHIEBMETO 3A YHOTPEBA A IPONU3BOIUTEN
Aventis Pharma Deutschland GmbH

D-65926 Frankfurt am Main

Homencxu ampec:

Postfach 1109

D-65796 Bad Soden

Tenedon: (+49-69) 305-22044

@axe: (+49-69) 305-23100

8. HOMEP B PETHECTHPA HA OBIN{ECTBELUTE IPOAYKTH

9. JATA HA IOBPBOTO PA3SPEINEHHE 3A YIHOTPEBA/MIOOHOBSBAHE HA
PASPEINEHWETO

10. JATA HA AKTYAJIA3ATIMS HA TEKCTA
Hexemspr 2004
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