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1. HAUMEHOBAHWE HA JEKAPCTBEHHAL ITPOAYKT
Tritace 10
Tparetic 10

O

2. KAYECTBEH H KOJIMYECTBEH CHCTAB
1 mabremxa Tritace 10 cvOvpoca axmuena cocmaska Ramipril 10 yr

3. IEKAPCTBEHA ®@0OPMA
TabneTKH

4. KIHH9YHA TABHHA

4.1. TepaneBTHYHNE MOKAZAHAA

~  XWIIepTOHHS.

- Coppredsa HENOCTATHIHOCT.

- I'momepymsa vedponarus cue mwim 6e3 quaber.

- lpodunaxruxa xa MEOKapzAeH HAGAPKT, MO3BYCH MHCYIT YIH CHPAETHO-CHLOBA CMBDT
UPH DaMASHTH C YBEIHYSH PHCK 0T CHPAETHO-CHIOR0 3a00IBaHe 1 NAHEHTH ¢ qHateT.

4.2. [{o3upoBK2 1 HAYHH HA HPAI0KEHHE

Hozata ce onmpenens mumuBHAyanHo. Tabnetxute Tritace mpadea da ce nozrviam ¢ Hali-
MAARO HONOBUH YAULA MEYHOCI.

Xunepimonua: QOuvaiiiata HFO3HPOBKA € 2,5-5 Mr Ha JeH, HaBaHa KaTo efHHAWYHa HO34.
IIspromavanuo ce maea 2,5 mr. He Gupa 12 ce HajBHINAaBa NEHOHONIHATA moza ot 10 awr.
EBenTyanHara HpoMsHA KA FO3HPOBKATA CHENBA Aa Ce H3BRPIOA CHIEN OKOJIO 2-3 celMIuHOo
fedeHEe. AXO HalMenTHET HE Ce NOBIHABA 33J0BOJMTENHO OT JHEBHA 1034 0T 5-10 Mr ce
TPENopEYBa HOAXONANE KOMOHHAHS ¢ IPYTH MOHIDKABAINH KPLBHOTO HAJIAraHe JIeKapCTBRa,
KaT0 Hallp. HE 3abpaliy KAIH THyPeTHNH WM Kal[HeBY AHTarOHACTH.

Copoeuna nedocmamvunocm: Ilpy NAIWEHTH ¢ TEXKO CHPACTHO 3aboNirane, XMITOTOHNA,
HapymieHa (QYHKOAS Ha OLOpeiuTe, eNCKTPOIUTHW HADYIICHWS H C W3pascHa ChpASYHA
HEROCTATHIHOCT CJIEABA MHOIO Ja C€ BHAMABA H JICYESHWMETO 74 CE 3allOUHe B OOJINUYHH
YCHOBHA € BB3MOXHOCTH 32 Habmozenme. CPOIOTO c& OTHACH H 33 NANHEHTH, KOWMTO
SOHOBPEMEHHO CE€ IEKYBAT ChC CHAOpa3MUpABalIy JekapcTsa. IIpy manueHTH Che chpAeyHa
HEOCTATHIHOCT Tritace MOXe Ja ce JaBa Karo n00aBKa KBM JUIMMTAIEC WIH He
3aImbpIKanly Kammid juyperdud. Jiedennero wa geka GopMa Ha ChpNEYHA HEHOCTATHUIHOCT,

Oe3 Bpb3Ka ¢ ocTHp MEQAPKT, MOXKE Ha ce 3anodne aMOymaropuo. [IpH HeyTexHeny CITyJau
TEICHUETO MOXKeE Jia ce 3amoqHe ¢ 1 Tabuerka oT 1,25 Mr mocnesagada or 1 Tabnerxa ot 1,25
MT 2 mEvH gEeBHO oT 2 o 7 geH. Cemvumna 2: 1 tabierka ot 2,5 Mr 2 WBTH HHERHO. Cemvmra
3: 1 Ttabmerka or 5 Mr 2 meTm mHeBHO. KOraro ce IOCTHTHE MOAXOoAAnIaTa M03a,
HOJUTbpXKAImaTa 033 MOXKe Jia Ce Japa Karo €HOKPaTHA J03a CYTPHH WIH pasfelieHa Ha [Ba
nmpueMa.

Ilpn caMITOMAaTAYHA CHPAEYHA HEROCTATHUHOCT M [Ip¥ MANWEHTH JEKYBaHH C FHYPSTHI
(BIOK 0-T0ITy) ce mpenopEYBa BHUMATETHO IIOKAIBAHE HA JO3aTa i NedeHUETO Ta0Ba fa ce.
3anouse ¢ 1,25 Mr amesHo. Jlo3ara ce yBe/rYaBa IOCTENEHHO HA HATEPBAlH o1 1-2 CETNHIN
Ao 1,25 MT 2 OBTH JHEBHO CHeX KoeTo 2,5 MF 2 WHTH [HEBHO. Ilenta e nocmraaero Ha' 06ma :
JHEeBHa 032 o1 10 MT. e



Cvpoeyna nedocmamvunocm cred npexapana ocwpa Gasa Ha MUuOKapOer uHaprin:
Jleuenuero Ha CHPAeYHA HEIOCTATHIHOCT Cief TPEKAPAH OCTEP MHOKapIeH wH(papKT
3a04Ba HaW-paHO 3 JFHH cnel HaYWIOTO Ha KMH(PAapKTa H He HO-K5CHO OT 10-1 nmem.
[MamwenTst Tps6Ba fa e cbe crabuina XxemoguraMuka. [loaxonmmara Hauamaa 7033 e 1,25-
2,5 MT 2 TeTH JHERHO KaTO JISYEHWETO TpsdRa [a ce 3all0YHe IpH CTPOT KOHTPON HA
KpPBBHOTO Ha/LITaHe ¥ (yHxmadTa Ha OrOpenure. Jlosara ce yBeNHUaRa CHel Hall-Mamkxo 2
IAHA Ha 2,5-5 Mr 2 IBTH JHEBHO KATO CTPEMEXHT € FOCTHTaHe Ha Ho3a OT 5 Mr 2 IBTH
HTHEBHO.

Thovepyina weghponamua: lpemopsudTteNHara HauamHa Ho3a e 1,25 Mr AHeBHo. B
3aBHCHMOCT OT OTpaKeHWeTO BBPXY KDPBHBHOTO HAlLITaHE H HEFOBHTE OTKIOHEHHS HO34Ta
MOKE Ja ce yBeNH9H. lIpA yBe/MYaBAHETO Ha [03aTa C& HNPENOPHYBA T4 Ha ce VABOH C
HHTEpBalX OT 2-3 CemMuIH, HO MakcmMyM go 10 mr Ha mem. Ciiensa na ce BHEMa®a 33
dyaxiusaTa Ha 6B50penuTe (BiK IO-HOMIy).

Tpognunaxmuxa na Muokapden unGapKm, MOsBUeH UHCYLM UL CHPOCUHO-CbO08A CMBPHI:
IIpenoprynTenHaTa HagamHa §o3a € 2,5 Mr ameH0. CTPEMEXET © HOCTHTAHE HA JO34 OT
obmo 10 mr. 1Ipu yBemryasane Ha 103aTa ce OpeOphYBA J03aTa Ja C& YHBOH Ha 5 MT CHEX
eNIHOCENIMHEIHO JIEICRHe ¥ Ha 1o 10 Mr Arerno crexn ome Tpu cemvurny. Ilogaspxamara fosa
obuxHOBeHO © 10 Mr nHEBHO mpWeMaHa KaTO efHOKpaTHa josa. IIpely samousade Ha
fCHCHHETO U IPH YBe/IMJaBaHe Ha [03a1a C¢ Operophysd H3MEPBae Ha KPHBHOTO HAJIATAHE,
ENCKTPOETHTE ¥ KPSaTHHHHA.

Iloyuenmy, nexysanu c Ouypemuyu: Ilpm yedeHue ¢ IWypeTHIYW CBHIIECTBYBA PHCK OT
CHMITOMATHYHA XHNOTOHKA NIpy nobaesHe Ha ACE-HHXHOHTODH, 0C06EHO NIpH CHIIBTCTBALA
CBDACYHA HENOCTATEYHOCT, HPH BHCOKH AMYPETHIHH JO3H, XHIOHATPHEMHS, KaKTo H IIpH
TIAACHTH B HAOpeAHana Be3pacT. ETo 3ami0, 0pyu BE3MOKHOCT, AHYPETHIUTE CHEABA Ha Ce
IpexparaT 2-3 [HA Npefd 3am0uBaHeTo Ha Jegenme ¢ Tritace. Axo HUypeTHKBT HMa mo-
IPOABIDKATENHO NEHCTBHE TEIEHAETO © JUYPETHIM MOKe Jja OBJe IPeKBCHATO OMIE I0-PAHO.
Axo Ne9enreTo ¢ TUYPETHIH He MoXe Jia Ohie IPEeKBCHATO CIEABA KATO HAYANO JIA CE& NAje
1,25 mr Tritace. Ciex ToBa fo3ata Tpa6sa 1a ce HACTpo#Ba CIIOPEH peakIMATa Ha KPBBHOTO
HansTane.

Hopywena gynryua na 6vbpeyume: Jozata crefsa ga ce HaMaiH CHOGPasHO IOCOYEHOTO
10-HoIy. JIeYeHreTo CuefBa a 3an0vHe ¢ HO-MAalKara 1034.

KpeaTuHAHOB KIMHpEHC Jlo3a 32 feHOHOINYE:
(vr/nimm) (M)

50-30 1,25-5

<30 1,25 (mipe3 men)-2,5

Hopywena gyuryus na yeprua 0po6: Peaxumara 5a nedcHmeTo ¢ Tritace Moxe na BapHpa
XIpH PasIHAIHM MAIMCHTH. 327082 JiCIeHHeTO Ha Te3H NalfieHTH Tps0Ba Aa ce H3BLPIIBA IpH
CTPOr" KOHTPOIL.

MaxcHMaTHO FOMycTHMATA JHEBHA fo3a € 2,5 mr Tritace.

4.3. llpoTtHBODCKA3aNNS

Tabneture Tritace ne mpabsa na ce HpHEEMAT B CHEHATE CILyYaH:

— CBpBX9YBCTRBATENHOCT CIIPSMO PAMBIPHI A HAKOS OT IOMOIGHUTE BEIHECTB, ...

— Awnamuesa 3a aHTHOEHeM (Hallp. BCICHCTBHE IPEAXO/HO ICICHHUE ¢ ACE mmﬁn’ropn)

— Crenoza Ha 0s0pewnuTe apTepuy (ABYCTPAHHA, FiW HPH HAMHIHE CaMo Ha e)J:aH 656pek-— ~
€THOCTPaHH2). .

— Crepn 6p0peyna TpaHCIaHTANH. -



— XeMOIMHAMEYHO 3HAYAMA CTEHO3a HA AOPTHATA WY MHTpalHaTa Kilald, W
XUNepTpoduIHa KapAHOMHAOIATHS.

~ [IBpBUYeH XHICPATTOCTEPOHNIEM.

— bpemerHOCT (Tps0Ba Ma GBhe W3KMOYEHA Hpefy 3a0YBaEe Ha ne9eHHeTo, Karo e
HEOOXOMAMO 12 Ce B3EMAT IPOTHBO3aIATEIHE MEDKT).

— KspuMenre (nanara ce 6e6Geto ga 651 0TOHTO).

Korato Tabneture Tritace ce msmonspar mpa nexa 1o YMEepeHa ChpAeTHa HEeIOCTATEIHOCT

CISA OCTBD MHOKapAeH HMH(AapKT, B CHNA BIM3aT CHCHHATE  JOIIBIHATEIHH

IPOTHBOIMOKA3AHAL:

~ Ilepcrcrnpama xprnoTorms (cHcToRHTHO Hansrade mog 90 mm Hg).

— OprocTaTdHa XHIOTOHKA (CIIajaHe HA CHCTONHMYHOTO Hajsrawe > 20 mm Hg cnep 1
MHHYTa B CEHANO ITOJIOXEHHUE).

~ Texka cepneuna vepocrarsynoct (IV kmac mo NYHA).

~ Hecrabunsa crenoxapms.

~ JKuBOTO3aCTpanIaBamiy KAMEPHHA ApATMHH.

~ besmoapo6uo cEpue.

4.4 Coenmanna npeRynpexIeHas A BpenuasHn MEepPKH HpH ynorpeda

Ilpy panuenTr ¢ Texxo GBOpeuHe yBpexyame (KpeaTHHEHOB knupsEC < 30 ml/min) n
IEPBATHO JEPHOAPOOHO 3a00IIIBaHE, I HapyIneHa 9epHOAPOOHa (PYHKIHS e HeoGXOmm o
ocofeHO BHUMaHpE W PEAYKNES Ha Jo3ara Ha Tritace (Bx. T. 4.2 “I{03MpOBKa H HAYHH Ha
npryoxerne”). Jluncea Tepanestuger omut ¢ Tritace NpH manuenTH Ha JHan3a, KaKTo
IpH Jera.

BrOpeunara dyrxums tpabsa na Gae n3cienpana Hperd npHEiarage Ha tadnerare Tritace.

Ocobero B Haganoro ma nederneTo, Tritace TpsOBa fa ce fgaBa 3ambIDKHTENHO npe
HHTCH3NBHO CNCACHS Ha KPBBHOTO HAIATaHe H/HAM Ha pelpescHTATHRHH nabopaTopEH
IapaMeTpH IpH HaesTH

— Cse 3aryba Ha cOMH H/HIM TSIHOCTH

— C gapymeHa 650pewna Gysmms

— C Texxa, Io-CIeAaiHo MATHTHEHA XHITEPTOHMA

— Ha Bs3pact Hax 65 rogunn

— Csc chprietHa HENOCTATEIHOCT, 0COGEHO CIE OCTHD MHOKAPHEH HHpAPKT.

Tabnerxure Tritace TpsaGBa xa ce mpumarar caMo axo mOM3aTa OUOpeZecHO HaNBHINABA
PHCK2, KaT0 CHIISBPEMEHHO PEROBHO Ce CIE/IAT PENpPe3eRTATHBHH, KIMHATHY 0 Ta60paTopHn
MapaMeTpHd B CHSIHATE CHYJal:

— Kimawaso swawiva npoTennypud (sax 1 g/nen)
—  Kimmmwo spawmm enextponnray gapynreRnd

— Hapymen mMyBEeE oTropop unm 3aloNBabe HA CHENUHATENHATA THKAH (maup. lupus
erythematosus, crireponepms)

— CpEBTCTBANO CHCTEMHO JIEICHHE C JEKAPCTBA, HONTHCKAUIM HMYHHHSL OTTOBOp (Hamp.

KOPTHKOCTEPOUAH, L[MTOCTATHIMH, AHTHMETA0ONHTH), ANOMYPUHON, HpPOKAWHANEN KK -

JIATHH, N

Haamaza mm xemomiTpamas ¢ TONH(aKpAIOHATDHN, Halpuii-2-MeTunanuicyihoHar)
MeMOpaHH ¢ BUCOK TOTOK (Hamp. AN 69) me Tpa6Ba i ce H3BBPLIBA IT0 BpeMe Ha JICIECHHE C
Ta0nery Tritace. : o



Axo ce Hajara CHeliHa JHANA3A HIH XeMOQUITpAU¥s, WHPBO TpAGRA Ja ce NpeMHHE Ha
JICICHNE C J[PYr 2AHTHXMNOCPTCH3HBEH JCKADCTBEH NpPONYKT UM TAXHE 32 ChpACUHA
HEJIOCTATHIHOCT CHEMl OCTHEP MHOKapZen HH(PapKT — He ACE HEXuOHTOp — MiH TpaOBa fa ce
H3TON3Ba APYT BUJ JHANKH3HA MeMOpaHa.

B cmyuait ma cnemma nmammsa wim XeMOGHITparmma c NOM(aKPHIOHUTPMN, HaTpHii-2-
MeTHNancyiporar) MeMOpaEE ¢ BHCOKA IpoHycKi®BocT (mamp. AN69) mo Bpeme Ha
JNIEYCHHe C DPaMENpHIN, CHINSCTBYBA ONACHOCT OT aHa(uNAKTOMIHE peaxudH H JOpH
HUBOTO3ACTPAINARAM MIOK,

Io speme sa LDL adepesa (adepesa ¢ NUIIONPOTEHE ¢ HUCKA INETHOCT) C JeKCTpaH cyidar,
© BE3MOKHO N2 BE3HAKHAT KHBOTO3ACTPAIABAINY aga(pHIaKTONARE pPeaKIliy IpY IPHAarage
Ha ACE naxubutopn.

Hecencnbumsypama Tepamis Y yXanBaHud OT HACEKOMY (amp. Ha IH9eM WiIH OCH) H
CAHOBpeMCHHOTO mpmnarane Ha ACE mEXuOHTOp MOXe fNa crapTupa aHadmIaKTOMEHH
peaxiun (samprMep CNajaHe Ha KPBHBHOTO HaisraHe, HEJOCTHT HA BE3NYX, NOBDHINAHE,
KOXHM aNepIWmIHd peakijk), KOHTO B HAKOH CiIy9aH MOTaT N3 Ce OKaXar
XHBOTO3aCTpamaBanty. Peakiuy Ha CBPEXIYBCTRATEIHOCT MOTAT 132 REHUKHAT CHINO A CHEN
yXanBagyd OT HaceKoMH (KaTo HANpPHMEp Y>KIUABAHAS OT NYENH KA OCH).

Axo ce namara LDL adepesa mwim feceHcHOHTH3EPAmO NegeHne © OTPOBH Ha HACEKOMH,
ACE wnxnOHTOpBT Tpabea fa GbHe BpeMEHHO 3aMECTEH OT APYTO aHTHXHUICPTEH3ABHO
CPEACTBO MIMH JIEKAPCTBO 34 CHPICTHA HEZIOCTATEIHOCT CIIER OCTHD MAOKapAen nudapKr.

B cmyyali Ha XHBOTO32CTpAaMIABAll JHIHOHEBDOTHYEH efieM 3acarall e3uKa, IJIOTHCHOTO
IPOCTPAECTBO B/HIH IADHHKCA, C¢ PENOPHYBAT CIIEIHATE CHEMIHE MEpKI:

Hezabasro momxoxmo HIKexTEpare Ha 0,3 — 0,5 mg afpeHamE H 62BHO HHTPaBEHOZHO
mmkekTApae Ha 0,1 mg agpemamum (clexpaiiTe yKasaHWATa 33 paspehame) C
voruToprpae Ha EKI' n aprepmamno Hansfrase, clefi KOETO CHCTEMHO IpHiaraHe Ha
ITOKOKODTHKOHIH.

lIpenopsuBaT ce CHII0 HATPABCHO3HH @HTHXHECTAMEEE H Hi-pementopmm amTarommcTd. B
AOTBIHCHAE KbM NPHIATAHETO HA aJIPCHATVH, TIPH HaMRe Ha Aedunnt Ha C) HHaKTHBATOD,
MO3Ke fa ce o0MuciH ynorpebata Ha C) HHAKTHBATOP.

Konmpon na neuenuemo

- Ilpenw na ce 3anoune negerne ¢ Tritace ce mpenopsuea 1a ce KOpHTHPaT AeXUNPATANHITA,
XINIOBONEMHATA HIE CONeBMST Aeduuut. [IpH IamHMeHTH ChC CHOBTCTBANIZ CHPHCTHA
HEM0CTATHYHOCT, TOBA TPsiGBa BHUMATENHO A2 C€ IPENeHH CIPAMO PHCKA OT HPeToBapBaHe ¢
TETHOCTH H BIOINABAHE Ha CHCTOSHEETO.

- OcobeHo BHEMATENHO MOHHTOPHpaHE ¢ HEOOXOMEMO NpH TANHEHTH C BHCOK PHCK HpH
HEKEHaHO H3ABCHO CIafiaHe Ha apTepHandoro Hamsrade (HampuMmep DaudeHTH c
XCMOMAHAMIHO 3HAYAME CTCHO3H Ha KODOHADHHTE apTepPHM HNH MOIBUHATE CHIOBE). 3a Ja
MOKE J1a c€ OLCHH CTelleHTa Ha CNafaHe Ha apTepHANHOTO HANATaHe H aKo € HeoOXOmmo a
C¢ B3eMAT CICINHH MEDPKM, KPBBHOTO HaliraHe TpA0Ba Ja ce MEpPH MHOIOKPAaTHO, IO
HPIHIMIL, CIIES IBPBATa 1032 H CHEJl BCsIKa IBpBA yBeIHJeHa fo3a Ha Tritace o MoMeHTa, B
KOHTO HE C& 09aKBa II0-HATATHINHO 3HATNMO CHAJdHe Ha APTEPHANHOTO Hamnsrage. ToBa BaXy
CHIIO M 32 MOMEHTA CiIe[ IbpBaTa K032 NOUBIHATEIHO JAYPETHK, KAKTO 1 UPH YBelImIaBaHe
HA JI03aTa MY.

AXO HACTBIH XHIIOTORMA CE€ HpHNATA NpH HEOOXOJEMOCT HHTpABEHOZHA uHQY3UI Ha
HaTpHee xnopuz. Jleka GopMa Ha XHHOOTOHHA OOMKHOBEHO HE HANAra IIpEXPATABAE. Ha
Tritace. “T ‘
Pavmmpun o6MKHOBEHO He OKasBa BE3IEHCTRHE BBPXY CepyMHES Kaumii. B ciIyda, ue
Tritace ce fafe €IHOBPEMCHHO ¢ HAKOM JMYPETHK, BTODHTHHST ATNOCTEPOHHIBM C
HocnejpataTa XWNOKANMEMHS MOXKE fa ce Hamand. Ilpm manmwenTs ¢ Gb6pegyda - '
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HEAOCTaTHYHOCT Tritace MOXKE JO JIOBSHE IO YBENMYCHME Ha CEPyMHUA KpEaTHHAH H
yReTA4eHy CTORHOCTH Ha CepyMHHA Kanuii. IIpa ceMAeHue 3a Gr0pedHa apTepuannaa cTeH03a
OIIPENEINTHETO Ha CepyMHAS KPEaTHHUH CIEARA A2 CE H3BBPIIH CHEN HAYAlIOTO Ha JICISHAETO.
IIpu mo-3HaYATENHA XHPYPTHIHA HaMeca HAH NPH AHECTE3MA C NISKAPCTBA, KOHTO BOMST O
HaMaiBaHe Ha KPHBHOTO Haivirawe Tritace Gnokmpa ofpasysanero Ha anrmoremsmH I
KOETO € BIOPHYHO CHPAMO KOMIEHCATOPHOTO OTACISIHE Ha PEHEH.

Topa roxe ja Hosene A0 327BROOYCHA XWINOTOHHS, KOSTO MOXE N2 C& KODHTHpA Hpe:
[IOBHINABAHE HA MIA3MEHHA 00eM.

- HeoGxonmMo e npocneassane Ha OnOpedHara GyHknus, 0co6eHO Mpe3s ILPBUTE CEAMHIH
Ha Nederne. OcobeHo BHUMATEHO TPOCieNIBaHe € HeoGXOMMMO TIPH HAIHeHTH ¢ GBOPETHO
CHI0B0 3a00ndBame (BapEMED CTeHO3a Ha OBOpedHaTa apTEpWi, KOO OME HE €
XeMOMHAMITYHO 3HAYNMA, CHHOCTPAHHZ CTEHO03a Ha OxOpeyHara apTeprs) W npy NanyueHTH C
OpeXONHO Hapymienue Ha 0x0peanara GyRKIy.

- Pepoeso Tpabea na ce ciemu cepymmEmaT Kammit. [lo-gecTo MoBHTOpHpaHe ce Hanara npa
TANHERTH C HapymeHa On0pevHa QysKknps H DanWeHTH, JCKyBaHH EFHOBPEMEHHO C
HaypeTHIE (0c00eHO KAHI-ChXPaHIBAlIy).

- Bposr Ba nepkonuTHTe TPAOBA fa Ce CHEHN © OIVIe] OTKPHBAHE Ha SBEHTYANHA JIEBKOICHNS.
1IpenopsiBa ce NO-4eCT KOHTPON Ha XphBHATa KapTHHA B HAYaNHATA (a3a Ha JTCYECHHETO H
HpH DHCKOBH IDyIH HAaOHCHTH, KAaTO TakuBa ¢ HapymleHa On0OpedHa QyHKIMA, Che
CBOBTCTBAINE 3a00JMBaHus Ha CBHEIMHWTENHATA THKaH (CHCTEMEH IYNyC epHTEeMATo3yc,
CKEPOZIePMUsL) K NPHEEMAITH €IHOBPEMEHHO NETOCTATHIH, EMYHOCYIPECODH, ATOIYPHHOI.
Ilenaa xprsEa kaptuHa ¢ HeoOXomuMmo fa ObAc HacTefBaya B CIydad Ha €BEHTYaNHH
UpH3HAOE HA TPEeIu3BHKAH BCHEACTBHC Ha JIEBKONEHWd HMyHEH nehHNHT (HaIpmMep
(eOpunaTeT, yeemidcHd MEMOHE Bh3IH, TORWIAT) KN NPH3HAIH 32 [OBHINEHA CKIORHOCT
KbM KBPBEHE BCJICACTBHE TPOMOONHTONCHHE (IETEXHH, SKX¥MO3H, KbPBEHE 0T BEHITHTE).

4.5. BzauMogielicTBHS ¢ APYTH JeKaperea H APYTH GOPMHE Ha B3a@MOAeHCTBHE

Crepsute B3aEMOJEHCTBHA ca OIHCAHY 10 BpeMe Ha eHOBPEMEHHO MpHiaraye Ha Tritace

any ApyrE ACE maxubutopH c:

— HaTpHEB XJOpE[: oTcnabBaHe edeKTa Ha NOHWKABAHE HA KDPHBHOTO HAATARE OT
DaMHUpPHI 1 Ha edekTa My Jja 00eKyara CAMIOTOMETE Ha ChPICIHA HEXOCTATHAHOCT.

— 2HTHXANCPTEH3WBHE CPEHCTBA (COSHUANHO JHYPETHITH) H APYTH BEMECTBA C MOTCHIIHAN
Aa MOHmXapaT KPHBHOTO HalATane (Halp. HATPaTH, TPHUNHKIHIHRY AHTHAEIPECAHTH,
AHECTSTHINE). IOTEHIHpA C€ AHTHXHNEPTCHSWBHHA e(eKT Ha TaOmerkure Tritace.
IHpenopsaBa ce penoBHO IpOCIeNIBaHe Ha CEPYMHEYA HATPHE IIPH TANHEHTH, [T0AI0KEHH
Ha €IHOBPEMEHHO JICUCHHE C AAYDESTHIH.

— @HATETHIY, HECTEPOHNHH NPOTHBOBBIOANHTENHH CpEAcTBa (HANP. aNETHICANMITHIoBa
KHCENAHA, HEJIOMCETAlNH): BE3MOKHO € Jia C¢ HaMajli aHTHXHIEPTeH3UBHAS e(ekT Ha
Tabnern Tritace.

— Kaldi, KamueBH CONY, Kamdii-ChXpaHSpamd [HypeTHIH (HaOp. CHMpPOHONAKTOH,
aMATOPUJ, TPHAMTEPEH) H APYTH JIeKApCTRa, KOHTO CaMHM 1o cebe cu MOrart ma JOBeNaT 10
[OMIEPTaHO MOBHINABAHE HA CEPYMHHTE KOHUEHTpamud HA Kampd (Haump. Xelapus):
OJaKBa CE MOBHINABAHE Ha CEPYMHHWTE KOHICHTpanwd Ha Kalid., EIHOBPEMEHHOTO
MEUeHHe ¢ KaAH-CHXpaHsBAINH AAYPETHIH MM KAlHeBH CONY H3MCKBA CTPHKTHO
MOHHTOpHpaHE Ha CEpYMHHS KATN, LT T

— JHTHH: OTHE/MHETO Ha JHTHE Moxe Ja ce Hamamu ot ACE mmxwuGmropmre. Tosa
HaMalcHue MOXe Ja AOBEZE N0 HOBHINABAHE CEPYMHHTE KOHNEHTPANMH H4, JMTAL H
YBEAIEHA JIMTHEBa TOKCHYHOCT (HeOOXOLHMO € PEIOBHO ClENEHE). ‘ ’

— QIKOXOIL TIOTEHIKpA CE IOHIDKABAHETO Ha KPBEBHOTO HAJLTaHe H e()eKTa OT anKOX0a.
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— XHOHOTHINH, HADKOTHIH, aHECTETHIH: I0-N0{YePTAH0 HOHMKABAKE HA KPBBHOTO HAlITaAHE
(aBecTe3rOROTET TpAGEa fa Oble HHGOPMHEDPAH OTHOCHO JEICHEETO ¢ TAONeTH Tritace).

— &NONypWHON,  OHTOCTATHIYM,  HMYHOCYIPECOPH, CHCTEMHE  KOPTHKOCTEPOHI,
IPOKaHHAMEA: TONKaBaHe Opos Ha ICBKOIUTHTE B KPBHETA, JIEBKOIICHU.

— ICpOpaNHE TPOTHBORHAOETHW CpeAcTBa (Hanp. cydgaHWIypeiinw mnpenaparn /
OHrBaHUIN), HECYIMH: eheKTHT Ha IOHIKABAHE HA KPBBHATA 33Xap CE VCANBA OT TaONeTH
Tritace.

— BasONpecOpHH CHMIATHKOMHMETHITH: MOFAT Ja HOHIDKAT AHTHXHNEPTCH3HBHAS edeKT na
Tritace. Ilpenopbupa ce 0coGeHO CTPEKTHO HAGMOASHTE HA KPHBHOTO HANsTaHe.

— CEKCTPAKOPIOPANHO NCYCHHE, IPHIHHABAMO KOHTAKT Ha KPERIA C OTPHIATEIHO 3apelcHH
HOBEPXHOCTH KaTO Ijain3a HIH XeMO(QHITPanus ¢ ONpeNeNeHH BHCOKOMPOMYCKIHBH
MeMOpany (Hamp. NOJHMAKDIWIOHRTpEI Membpamm) w LDL adepesa (adepesa c
JHIIONPOTEHH ¢ HMCKa MIBTHOCT) ¢ NEKCTPal Cyndar: PHCK OT TEXKH aHa(HIAKTOHIHI
peaxmad, (Bx. cpmo 4.4 Coenwansn HpeNyIpeXRJeHHS H OpeaNasHH MEpKH HpH
yroTpeda).

4.6. Yorpe6a npu GpeMesHOCT H KhpMeHe

bpemennocr. Kareropus JI. ACE-nuxuburopute HpeMHAHABAT IIpe3 MalleHTaTa B MOXE ha
CE OpeAlIoNOXXH, Y& IPEAWSBUKBAT CMYINCHHA B MEXaHHW3MHTE HA 3apOJHINA, KOHTO
perympar KPBEBHOYO Haiarane. OINICaHH ca ONATOXMAPAaMHWOH, KAKTO H XHWHOTOHHA ¥
OIMTYprA/aHypasa IpHE HoBopofend. ITocousa ce crmo BpE3Ka Ha ACE-muxubutoprte H
[PEXACBPEMEHHO pakAaHe H HECKO TETNo IpH paxpane. Mva omrcanu cIyday Ha aHOMAIHE
Iph QOopMEpaHeTo Ha Hepena. 3aToBa PAMHIPHN HE OHBa [a Ce J4Ba IO BpeMe Ha
OpeMeHHOCT.

Tritace se Tpabpa na ce mpreMa 1o BpeMe Ha HpeMeHHOCT. ClleN0BATETHO Openy HadailoTo
Ha JeIeHyeTo TpsibBa fa ce m3kmodu Gpemennoct. Tpsabsa fa ce usbarsa 3aGpeMensisane B
CiydanTte, Koraro jevenrero ¢ ACE mexaabnrops e Hanexamo.

AKO HaHeHTKATE HMar HaMepeHuUe Aa 3a0peMeHesT, ISISHIETO © ACE-mxubutopu TpaGsa
Jia ce IIPEYCTaHOBH, T.€. Aa CE 3aMECTH ¢ APYT BN JIcUeHHE.

AKO IO BpeMe Ha JIedeHHETO NALWEHTKATa 3abpeMenee, iedeHmeTo ¢ Tritace TpaOBa
BE3MOXKHO Haii-CKOpO Jia Ce 3aMeHH ¢ TepameBTHUeH pexauM 6e3 ACE mmxubGuropn. B
OpOTHBEH Cllydall CHIECTBYBa PHCK OT YEpEXK/JaHe Ha IIOZA.

He e m3BectHO mami npumeMBT Ha JIEKapCTBOTO CaMo Ipe3 IBPBHS TPAMECTED MOXE Ja
YBpERH IIIOA.

Kepaene. I'pyma III. Tlpemunapa B xppMaTa Ipa G03aHHATA.
Axo 1o BpeMe Ha KEpPMeRe ce Halara nederue ¢ Tritace, manuenTkara He Tpa0Ba Aa KBpMH,
34 Ja €& NpeHOTBPATH HOTTHIAHETO Ha MATKH KOJIHIeCTRA PAMUIPIIL ¢ MAWYHEOTO MILIKO.

4.7. EdexTn phpXy cnocofHOCTTA 32 modHpaHe I ypapJenne HA MANIHAH

TosunrapadeTo Ha KPBBHOTO HAMFaHE MOYKE kA HapyIIM CIIOCOGHOCTTA HA MANEEHTA A e
KOHICHTpHPa u [a pearHpa, a OTTYK, HaupuMep Xa TIOBNHAE BEPXY CIOCOOHOCTTa 3a
mogupare H paGoTa ¢ MANiHA. B mMO-TORAMa CTENleH TOBZ C& OTHACH 3a HAYANOTO Ha
JICYSHHETO H CIEK KOHCYMAId HA ANKOXOI. TR

4.8. Herenany #ekapeTBeHH peakiEn L A T
Teit xarto Tritace ¢ aHTHXWIIEPTEH3WBHO TEKAPCTBO, MHOTO OT HEXCIaHITE IEKAPCTBSHH
PEaxTHA ca BTOpUYIHE eDexTH 0T NOHIDKABAMOTO My HeHCTsHE BBPXY KPBBHOTO HalATaHe, -
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KOETO BOIH JO afipeHEepruIHa KOHTpa-peryllan il Wil oprafHa Xunonepdysus. Muoro apyr
chexTH (Hamp. edeXTHTE BHPXY CNEKTPONHTHHS Oaliafc, OIpefeNeHH anapHiIaKTONTHE
peaKiy Wi BB3HAIMTENHI peakl{il Ha Jirasnnute) ce mumxar Ha ACE muxubupamnero
HITH APYTH GapMaKoNOrmyHy NeiiCTBHA HA TO3W KIAC JEKAPCTRA.

¢  CLpaeuHO-ChA0Ba H HEPBHA CHCTEMA
He yecto: Morar Ja BL3HHKHAT JEKH CHMITOMH H DEakiHH KaTo riaso0oime, HapymIeHo
PaBHOBECHE, TAXHKapud, c1adocT, CHEIMBOCT, 2aMastHOCT ¥IM HAPYINEHH PEaKIyH.

JlexaTe CHMITOME W peakiiu XaTo Hepu(epeH OTOK, 3auyepBiBane, 3aMasHoCT, THHHATYC,
YMOpA, HEPBHOCT, MOATHCHATO HACTPOEHHE, TpeMop, Oe3NOKOHCTRO, 3pATENHN HAPYIHCHHAS,
CMYIOCHNA_Ha CBEI, 00BPKAHOCT, YyBCTBO 3a Oe3MOKOHCTBO, IPEX0IHA epeKTHNHEA CaboCT,
NaOHTANAA, W3NOTABAHE, HAPYINCHHA HA CIyXa, CBHIMBOCT, HApyieHa OpTOCTATHYIHA
PeryJanyd, KakTo H TeXKHTE DEaKIHy KaTo aHTHHA HEKTOPUC, CHPACTHA APATMAY B CHHKOI
€3 PSHKH.

Psfixo MOXe Ja BE3HHKHE TeXKa XHIOTOHMT, 4 CHIO M W3ONMPAHH CHY9aH Ha MUEOKapHa
¥ riepebpaniia uexemus, HapapKT Ha MHOKapAa, HPeX0/iHa HCXEMIIHA KpH3a, HCXEMHYEH
HHCYINT, 060ocTpAHe Ha mephy3HOHHN HADYIICHHS [IOPajH CHIOBH CTECHEHHS, IIPHCTHIHOCT
FUTH 3acHTBAHE Ha (eRoMeHa Ha Pelifo Wil NapecTesny.

* bnOpens H eleKToNATEH 0aTaHC

He gecto morar za ce paseuar yseqHIeHHE Ha CEpyMHATA ypesd K CEpyMEHS KpPeaTHHHH (I0-
BEPOATHO € KOTaTo ca qobapeHM JNHYPETHIM) M HapylieHHA Ha ObOpeddara GyEKOHT, a B
H30NHEPaHH CIIydaH IPorpecHs Aa ocTpa O00peuna HeqoCTATHIHOCT.
Pspixo moxxe 1a HaCTBIM MoBMIIARAHE HA CEPYMHEA kanuil. B exmuagan cygan Moxe Fa ce
pasBHE MOHIKEHWE Ha CEpYMHHMs Harpmii, KaKTO H BIOINABAHE H4 BeYe HAllAYHA
npotenHypnst (spupexu de¢ ACE-HEXuGUTOpATE OOHKHOBEHO HAMANABAT IIPOTEHMHYPWATA)
UITH YBENHYSHHE Ha OTAEILTHETO Ha yprHa (BEB BpE3Ka ¢ rfogodpenara paboTa Ha CHpPIETO).

* JluxareiHa cucTeMa, aHAQMIAKTHIHI/AHAGHNAKTORAHHE H KOKHA PeaKIHH
Yecto BE3HHKBA CyXa (HEHpPOAYKTHBHA), ApasHemA KamlmEmia. TasH Kamimma 9ecro ce
BIIOMABa Npe3 HOINTA ¥ Iipe3 MEePHONH Ha HO9IHBKA (T.6. B JIETHAIO HOJOKEHHE) H BL3HMKBA
HO-9€CTO IPH JKEHH A HENYIIaTH.

Pssxo Moxe fa ce pasBre HazanHa KOHTECTHA, CHHY3HT, OPOHXHAT, OPOHXOCHAZHM H THCIHES.
He uecto Moxe na pp3HuKHE (apMaxoJOrHYHO-MENMHPAH JIEK AHTHOHEBPOTHHYEH OTOK
("ecroTara Ha anTHO-0TOKA, HpiaEeH 0T ACE-HHXHOHTOPHTE € T0~BHCOKA IIPH IePHOKOIKH
NalAeHTH, Hanp. adpo-KapuOCKH THI, B CPABHEHHE C He-YEPHOKOXKH narpenTx). CepHo3HaTe
peaxIuy OT  TO3HU THH H  JpyTH, He thapMaKoIOrHIHO-MEIHHPAHH
anaQuIaKTHIEA/aHadWIAKTONHY DEakiiy KbM pPAMHEOPHN HIH HAKOE OT HOMOIIHHTE
BEHIECTBA Ca PeJIKA.

Paaxo Morar Nia BB3HEKHAT KOKHH HIM JMraBUYHH DEakmeM Karo oOpHB, CHPOEX ¥
YPTHKapHI. B eHHAYHA CIIy9aH MOXE Ja C& PasBHAT MaKynoIlaimyiaper o6pms, memburyc,
0DoCTpsEE HA NCOPHAsAC, IcopHasHopMeH, meM(QUroMfeH WIH NHXCHOMEEH OOpHB IO
KO)KaTa W JWTABUIMTE, epHTeMa MyiatEdopme, chEApoM Ha Stevens-Johnson, Toxcmama
enMASpMAaliHa HEKPOJIH3a, aJIONEH I, OHHXONN3a HIIH (POTOCEHCHOMITH3 AN,

BeposTHOCTTa 32 NOABA H TEXKECTIA Ha aHAQWAAKTHIHM ¥ aHA(MIaKTOMIHH PeaKmud KbM
OTpOBaTa Ha HacekoMy e ypeymcHa Ipd ACE mmxmOumma. Ilpaesa ce ge To3u eeKT Moxke
HECHO Ja Ce IPOsBH H BEB BPE3KA C APYTH AHTHIECHU.

¢ XpaBocMHIATe/IHA CHCTEMA, 9epeH Apod
He uecto Morar Aa BE3HHKHAT raficHe, HOBHINEHNE HA CEPYMHHTE HEBA Ha YePHOZPOCHITE. |
SH3UME 1/p OWIHPYOHHA, KaKTO ¥ XONECTATHYHA XBITEHMNA. Psiixo Moxe Aa ce pazBKe
CyX0Ta B yCTaTa, IIOCHT, BB3MANUTENHN DEaKIHY B YCTHATZ KYXHHA M XPAHOCMMNATENHHTE
UBTHINA, TacTpuTHA Gonka (BKIOYHTENHO TIaCTPHIO-TONOOHA CTOMAmHa  BONKa),
XPAaHOCMHNATCIHN HAPYIERNs, 3ameK, Jhapws, NOBPHIAHE H YBENHYCHH HEBA Ha

7 L L



N2HKPeaCHATe e¢H3HMH. B w30oimpany crygam MoraT [a BB3HHKHAT NAHKDPEATHT HI
HCPHOAPOOHO yBpeXkaane (BKIOIATENHO 0CTpa YePHOAPOOHA HEAOCTATHIHOCT).

*  XeMaTOJOrHyHE peakuin
PAmxo MOXe ja ce pasBHE JIEKO, 2 B CAUHHYHA CIyYaM TEXKKO HamaleHpe Ha Gpod Ha
HEPECHATE KPBBHE KICSTKH H ChABPKAHHEETO Ha XeMOIIOOHH, 6pod Ha GelliTe KpLBHYE KIETKH
e Opos Ha TpombonmthTe. B H30MMpanH cllydad MOTAT a2 RB3HHKHAT arpaHyIonuYO3a,
HAHIHTOICHASR i KOCTHOMOZBYHA HEHOCTATRIHOCT.
Xemaronorzany peaknpd kM ACE-mHXHOHTODHTE € N0-BEpOJTHO &a Ce IPOSBAT NpH
NamHeHTH ¢ yBpeneHa O0s0peuna GyHKNAs ¥ NPH Te3H, ChC CHIBTCTRAIA KONaremosa (Hamp.
MYmyc EpHUTEMAaro3yC MM CKICPONEpMU), HIH NpH TakK#Ba, IEKYBaHH C JIPYTH JieKapcTha,
KOHTO MOraT Aa JOBelar A0 IPOMEHH B KPHBHaTa KapThHa, B Chmo 4.4 Crenmajnn
OpeRyNpexNeHds B OpeAnasHy MepKH npH ynorpeba u 4.5. Bzammogeficteus ¢ apyra
JIEKAPCTBA B APYTH (OPMH Ha B3auMoOAeHCTBHE.
B H30/nMpany cinygan MOXKe A4 Bh3HHKHE XeMONHTHIHA aHEMUS.

» Jpyrn He:reNaHH JEKAPCTBENH PeaKHn
He gecto Moxe fa ce pasBrHe KOHIOKTHBHT, PAKO: MYCKY/THE KpaMImi, TOHWDKEHO JHEOHHAO,
3ary0a Ha anernT, OGOHATEIHA B BKYCOBH CMYIUEHHS (HAIIP. METANEH BKYC) WilH YACTHYHA, 4
TIOHAKOra IIBIIHA 3ary0a Ha BKyca.
B epmH@YHA Coy9aH MOTaT Ja BB3HAKHAT BacKyJUT, MMANTHf, ApTPanTHI, BHCOKA
TEMISPATYPa ¥ €03HHO(HINLL, KaKTO 1 HOBHINCHA THTPH HA aHTHHYKIIEAPHH AHTHTENA.

4.9, Tipemoznpane

CaMuTonm Ha HHTORCHKANHATAa

B 32BHCHMOCT 0T CTSHEHTZ Ha NPEJO3UPANE, MOTAT 3 BL3HHMKHAT CHENHHTE CEMIITOMH:
TEXKA XHIIOTOHYSA, OpafuKap/is, WAPKYIATOpeH HIOK, eHeKTPOIATHA Hapyiienys, 6s0peuna
HEJOCTaTHIHOCT.

JiedenHe Ha HETOKCHKAHATA

Tipn mpemosdpame miaH HHTOKCHKAINS, TEPANCBTHYHWTE MEPKH C€ PBHKOBONST OT BHIA H
BPEMETO Ha HOTTBINAHe, KAKTO K OT THNA H TEXECTTA HA CHMITOMUTE,
Oceen o0mTe MepKM HACOYEHH KBM CIMMHHAPAHETO HA DAMAIPHN (Hamp. CTOMAIEH

NaBaK, Npuiara#e Ha ancopOeHTd u HatpueB cyndar B pamkute #a 30 MHEEYTH chen
HorapiaHe Ha Tabnets Tritace), Xu3HGHHTE IapaMeTpH TpaOBa [a ce MOHWTODHPAT M
KOPHTHPAT B yCHOBHATA Ha WMHTICH3HBHO 3BEHO. PaMHIIpmI IIOYTH HE CE€ OTCTpaHsBa dpes
JAanm3a.

B cayyali Ha xumoTonud, Ha OBPBO MACTO TpAbBa Aa ce H3BEPMIAT OGEMHO 3aMECTBaHE H
3aMECTBane ¢ HATPHER XJIOPHA, HO aKO JIICBA MOBIHABAHE, MOTaT Jia Ce MPHIONKAT
MHTPaBEHO3ER KaTexoiaMusu. Moxe na ce 0OMHCIM JieueHHe ¢ aHTHoTeR3uH I1. B cnygante

Ha pe(ypaxrepaa Gpamukapys, TpSOBa A ce HPOBee JICUEHHE C MeHCMEHKED, . <> =i,

KonneaTpaipite Ba eNeKTPONUTE H KPEaTHHUH B cepyMa TpsaORa OCTOSHHO [a ce CHEST .

5. ®APMAKOJIOTHYHH JAHHN Ve s
ACE naxuénrop L R



ATC CO%A A05

5.1. @apMmakonwHAMEYE CBOHCTRA

Tritace cpaspxa Pavrmpun, xo#iTo npefcTaBngBa AepHBaT HA AMAHOKACENHAATA L-ananms,
Pavulpun IpeACcTaBIgEa IACT eHaHTHOMED.

Pa)HOpHEN € BEmECTBO, KOETO C& XHAPONH3APa IPEAUMHO B TUEpPHHS Ipobd Oo axrmeed
paMUTIDATIAT, KOHTO [PEeACTaBliBa JBATO JelicrBam WHXHOHTOD HA  AHTHOTEH3HH
xoneeprrEpainus exsaM (ACE). ACE npespsma anrHotensun | 8 arrmoTensny 1, xoiito mia
H3paseHA CHAOCBHBAINH CBOMCTBA. EQexTsT Ha Hamangeane HA KPHBHOTO HAaJTAHE CE
OCHOB2Ba Ha NOXTHCKAHETO HA PEHUH-AHTHOTEH3HH-ANNOCTEPOH CHCTEMATA, KOSTO BOIM IO
HAMAICHO ChABPKAHKC Ha aHIHOTeHsHH [ ¥ aNfoCYepOH H YBENHUCHO CHIBPIKAHME Ha
PeEHH B asmara. BepoatHo Pamumprn moATHCKA pasrpainaHeTo Ha OpanpkiHmea. Topa
BOJUA [0 HaMajieHa KOHTPaKUIKA K IOBHIICHA [HIATAIS HpEXH BCHIKO Ha DE3HCTEHTHHTE
cpiioBe. DapMaKOIOTHIHHTE H3CHCHBAHUA BHPXY JKHBOTHH Ca HOKA3ATH, e PaMBNpPUIAT
BOJM [0 JICHO M3pa3eHO NOATHCKAHE wa cpbp3aHmd ¢ Tekamute ACE B HAKOM opraHH, Karo
Banp. CEPIE H KPPBOHOCHH CBI0BE. PayMuupHiI HAMa BIUSHNIE BRPXY JIAIIANHNS ¥ TIIOKO3HIIL
MeTaOoNm35M. PaMutipyn Be Bivse Ha MNIOKO3HMTE HEBA WIH HECYIHHOBATA YYBCTBATENHOCT
OpH AH20ETHIH ¢ XUHepTOHAL.

Anmuxunepmensusen egexm: XeMONHHAMIMHA H3CAEABAMNS TOKA3BAT, Ge DAMUIPUIAT
HaMangBa MEepH(PEPHOTO CBHAOBO CHOPOTHBNEHHE IPH NAUMCHTH ¢ XUIIEPTOHHA C
HE3HATHTENHA IPOMIHA B CHPAEYHATA TYECTOTA.

Jlewermero Ha xmreprommum ¢ Tritace Boxm KO Hamanssame Ha KPEBHOTQ HALITAHE B
JSKAMO A W3NPaBCHO IONOXKEHHE M IO BpeMe Ha (u3udecKka aktaBHOCT. IlocTypanmara
XHTIOTOHHES IPA JIE€ICHAETO Ha BHCOKO KPHBHO HANATAHE € PAFKOCT.

EdexreT oT HamangBaHeTO HAa KPLBHOTO HANATAHE Ce BEKIAA B paMKuTe Ha 1-2 dgaca.
MaxcuManauaT eeKT ce HoCTHIA el 3-6 Jaca ¥ NPONEDKATEIHOCTTA € Hall-Manko 24 uaca
IIpZA NpeToprauTentute f034. [Ipy npomsmxrTenno neverue ¢ Tritace, mpweMaH eadH BT
IHEBHO, C€ MOCTHT2 pPaBHOMEPHO HaMailgBaHe Ha KPHBHOTO HAATAHE Ipe3 IMANOTO
JeHOHOITAE,

YcTaHOBEHO e, Yye PaMumpmi jasa perpecrs Ha HAaTONOrHYHATA XMTEpTpous Ha JHIBATa
xamepa. BrOpeunnar kppBOTOK ce yRemidasa npu nedenre ¢ Tritace, mokaro rnomepyimara
(rTpanEs OOMKHOBEHO OCTABA HENpOMEHEHA. IIpH mammenTH ¢ 6BOpewHo 3a0omsBanme,
fegeHueTo ¢ PaMHNIpPHT € JOBEIO O HaMaIBaHE Ha EKCKPeOHITa Ha OenTham.

3acera JMICBAT JAHHM, OTHOCHO BIHSHHETO HA DPaMHNIPAN BBPXY 3200€BaeMOCTTA W
CMBDPTHOCTTA.

Ilpn myxna Tritace Moxe Ja ce XOMOHEHpZ C IPYrH NOHIDKABAINE KPBRHOTO HANSTAHE
nexapcrea. Ilogxoasmy TakuBa ca He 3ambpikalliTe Kaqdit ARYPETHNH HIH KATIACHH
aAraronucTA. KoMOmAamusTa ¢ Kanaii-CEXpansBanii JHYPETHIH ¢ HEoAXO/IAIA,

Egexm npu cvpoeuna nedocmamwvynocm: HaMaiasa KpPHBHOTO HAISTAHE B OACHOTO
OpEACHPAAS, OenoApoGHyTe apTepiy B Karmmiapa. MAHYTHHAT 1 YAApHUAT 06eM Ha CHPLETO
CE yBEIHMJIABAT, KOKATO CHPOCTHATA JEeCTOTA OCTaBa HEHNPOMEHEHA HITH HAMAIIBa MANKO.
EdexTsT Ha HamaIiBaHe Ha KPBHBHOTO HaJsraHe CE yCTAHOBABA B paMKHTe Ha 1-2 waca,
MaKCHMAIHEAT ePeKT ce MoIy4aBa ciex 3-6 dJaca, a NMpOmBKUTENHOCTTIA ¢ Haii-Mamko 24
gaca IpH IPENOPLYAHNTE HO3H.

Yeramoserno e, we Tritace maMamiBa CMBPTYHOCTIZ OPH CHPACYHA HEI{OCT&TB‘IHOCT cles
MEOKapyien HHdapKT. o
I'novepynna  negpponamua: IIpy narm@edTH C  yCTaHOBEHA rnomepynaa He(]gpona'rmi
XapaxTepH3upama ce ¢ Hapymesa ¢yExkmugs Ha OnOpemure M KIHIIHO € JIPOTEHHYPESL, |
Pavumpnn HamansBa TeMIa Ha DPasBHTHC HA OBOPEYNATa HEJOCTATHIHOCT, KAKTO .

Pa3BUTHETO Ha TepMuHaATHA OBOpedHa HEZOCTATBYHOCT C Heoﬁxonmuom OT Juamsa mm
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Op0Opeuna TpamcnmasTaumd. IIpH XWIEpTEH3WBHA NaMCHTH ¢ Juaber THH 2 H Hawalma
He@ponaTas (XapakTepmuApalla ¢e ¢ MEKpOANOyMHARYpH:), pAMHEIPHI HAMANABA OTISILIHETO
Ha andyvuH.

Ipopunaxmura Ha MuorapOen uHGAPKIn, MOILYEH UHCYAM U CLPOSUHO-CHO08 MBI

Hanpasero e mpepaETHBEO 11ane0o KoHTpoimparo miciempane HOPE (Heart Qutcome
Prevention Evaluation), npw xoero Pammmpnn e [aBal KaTo HOMBIHSHAES KBM CTaHAapTHaTA
Tepamis Ha mosede oT 9500 mamwenTyr, B m3cneABaneTo YuacTByBaxXa IANHEHTH C YBEHICH
DHCK OT CBPASTHO-CHNOEO 3a00iIBaHe B pe3yinTar Ha CHOOBO 3afonssame (KATO H3pa3eHOo
KOPOHApHO CHAOBO 3a200NABaHe, HECYNT WIH Hepud)epHEO CHIOBO 3a00NImane B AHAMHE3aTa)
HIE 3axapeH Jua0eT ¢ MUAMMYM ONIE €HH PHCKOB (akriop (KaTo MEKPOATOYMMHYPHS,
XONEPTOHHAA, YBENHYCH TOTANCH XoNlecTepol, HaMmaneH FHDI, XofecTepon M
TIOTIOHouymere). M3cnenpanero mokasa, ye PaMMupHi CTATHCTHYECKY 3HATMMO HaMAILIBA
CIlydanrte Ha MAOKapACH HH(ApPKT, HHCYNT U CHPACYHO-CHEOBA CMEPT, TI0 OTHASITHO YMlH B3€TH
3a€7IHO (TFPBHIHE KOMOMHHPAHA CIyYan).

Pa - OtHocuTeleH pucK
10 M:;Hp InaneGo (95% nosepurencH | Crolimocy P
» HHTEPBA)

% %
Do naments | _c45 n=4652
IIspBETHO
KOMOHHMpaHH 14.0 17.8 0.78(0.70-0.86) <0.001
| enyaan
| CBPIeTHO-CB08a. | ¢ 4 8.1 0.74(0.64-0.87) <0.001
CMEpPT
Muoxappes
ARGApKT 9.9 12.3 0.80(0.70-0.90) <0.001
Hucynr 34 4.9 0.68(0.56-0.84) <0.001
Haaberann m=1808 n=1769
TepBiamo
S — 153 198 0.75(0.64-0.88) 0.0004
ciygan
Cepromo-carosa | ¢ 9.7 0.63(049-0.79) | <0.0001
CMBDT
Muorapren 102 12.9 0.78(0.64-0.97)  |0.01
e apKT
Hroynr 42 6.1 0.67(0.50-0.90) %0074

5.2. ®apMmakoXHHETHIHH CBOMCTBA

AbGcopbnmsara Ha paMEOpET cief NEepOpaiHO Ipunarane € Obp3a NPAKTHYECKH. HE ce
HOBIEABA OT €JHOBPEMEHHOTO NpHEMAaHe Ha Xpada. EIDIMAHHpAHETO € 6Lpao, K410
noXyxuweorsT € OKOO l9@2c. 0 : ‘
Crex aGcopOmms, paMunpml ce XHUAPOIH3APA [MOYTH HAITEIHO, TVABHO B HepHHA JApo0, 10
aKTHBHOTO BEINECTBO Parinpuniar. [[MKOBETS IUIAsMeHH HEBA HA PaAMEIPHIAT CE JOCTHTAT |
Mexay 2 B 4 gaca ciel mepopalieH IIpieM Ha PaMUIIPHIL. Pamnnpmlar €6, STAMERAPA B" '
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Baxonko (asm. Ilo BpeMe Ha HHCTpHOYTHBHATA W eNMMHHANHOHHa dasa, miaMeHaTa
KOHESETpan#d Ha PaMHUIIPHI CHafa ¢ ONYKABOT OT OKONO 3 9aca. Tosa OMBa HOCAEBAHO OT
mpexopa $asa ¢ MOMYXKHBOT MPEOMM3ATENHO 15 9aca n asira TepMHHATHA Basa C MHOrO
HACKH JIa3MEHEHA KOHOEHTPAIMH HA PAMHANPHIAT H MOXYXUBOT rpydo 4 no 5 mou. JisnraTta
TepMHHANHA (asa ce MPEAW3BAKBA 0T GARHOTO OTACIAHE HA PAMHUIIPUTAT OT 37paBaTa, HO
HacHIIaeMa Bpb3Ka C KOHBEPTHpamuaA eHs3uM. IIpw in vitro W3cnemsanus Oemie H3MepeH
AOconHan#EoHeH nomykuBoT 10,7 waca. Belpekn penrng TepMuHANCH HOJY:KHBOT, steady
state (IpE MIa3MEHM KOHLEHTPAIEH HA paMUIpHIAT OCTABAIOH KOHCTAHTHH IO BpeME Ha
MHOTOKPaTHO HpHJIATaHe Ha PaMHIIPHN B J03a 2,5 ¥ MOBeYe Mg) ce AOCTHFA OMIE CIEN OKOJIO
4 mem. Chell MEOTOKDAaTHO AO3HpaHe, “eheKTHBHUAT” IOMYKHBOT HMAII OTHOMICHHE KBM
nmoszata beine Jjokaszad, ge e 13-17 uaca.

O0eMBT Ha pasmpenenieHne Ha paMHENpHN € NpaOimsuTensEo 90 MuTpa, OTHOCHTEIHEAT 06eM
Ha pasOpeZielicHEe Ha paMunpmnar e okono 500 jmrpa. CeBp3paHETO CBC CEPYMHHTE
HPOTEHHA € 0X0i0 73% 3a paMHEIPHI H 0KoNo 56% 32 paMunpriIarT.

TIpz 6s6peqro yppexaane (KpeaTHHHHOR KIHpEEC < 60 ml/min), 656peTHOTO eIMMHUHIpaHE
Ha paMHIPHNAT CE HAMangBa, Karo ObOpeYHHAT KAHPHHC HA pPaMWOpPHIAT ChOana
TIPOTIOPIHOHANHO HA KPEeaTHHAHOBHA KMPBHC. 10Ba BOJAH [0 NOBWINEHH ILIA3MEHH
KOHOCHTPANHE HAa DAaMHIpPHNIAT, KOHTO COafaT I0-0aBHO OTKONKOTO NpH HAalMeHTH ChC
3aparu OnOpenm.

Hpu Bucoxu gosm (10 mg), napymenara wepHOApoOHA (YHKHHS BORH Ao 3abasena
axTHRAMA HA PaMUIIPIIL 10 PaMHIIPHUIAT H JO I0-0aBHO eliMUHEPaHe HA PAMHATIPAIAT.

Ilpn paumeHTH CBC CEpAEYIHA HEJOCTATHUHOCT, ClEX NBYCEAMHYHO JEUedne c 5 mg
pavanpan, Oeme HabIOfaBaHO YBeNrdeHHe Ha IUIA3MEHUTE KOHIEHTPAIIHA HA PAMBNPHIAT
1,5 - 1,8 ob1E 1 pa croiinocTaTe Ha AUC (INOIX NOK KprBaTa KOHIEHTPAHA-BPEME).

llpn manwentn B HampenHana Be3pact (65 — 76 ropumm) KUHETUKATA Ha DPaMUTIPHI M
parMuIpinar € nogoOHa Ha Ta3H OPH MIadH, 34PaBH HHIUBHIY.

Cren pepopaHO HpHNaraHe Ha pPafWoaKTHBHO Oenssan pavmmpmi, 39% oT
PagHOaKTHBHOCTTA €€ €KCKperHpa BBB (QexanmmuTe #W okomo 60% B ypumara. Cuen
HHTPaBEHO3HO IpHNarade Ha paMuupmi, Mexay 50% u 60% ot gozaTa ce OTKpuEa B YpHEATa
[OA QopMata Ha paMUNPHUA ¥ HETOBH MeTa0ONMTH. AKO PaMHAIpPHIAT CE€ IPaBd BEHO3HO,
npubmsaTeio 70% oT mo3aTa ce OTKpEBA B ypHHaTa moi (opMara Ha paMEIpUNAT H
Heroepre Metabommtd. OT TYK clieiBa, 9 3HAUWTENHA 9aCT OT H03aTa Ce eNMMUHHApA II0
#eOB0peyeH BT Cile] HHTPABEHO3HO NPHIAraHe KakTO Ha PAMUIPEN, TaKa H HA PaMIIIPHIAT
{csoTBeTHO OKOMO 50% M 30%). IIpy manwenTH ¢ OMIMADEH NpEHAX, HPAKTHYECKH DABHM
CHOTHOMICHHA 0T Ji03aTa C& OTKPUBAT B YpHHATA M MUTFUKATa B PaMKHUTE Ha 24 maca cien
IEPOPANHO NPMITAraHe Ha 5 Mg PaMHATIPUR.

brarogaperwe ma mogdepTaHATa aKTHBANAA/METaGoNH3EpaHe OPH NEPBOTO MPEMUHABAHE
CIefl MepopaneH HpHEM, B YpHHATa MOXKE &2 OBIE OTKPHTO CEBCEM MANKO KOIIYECTBO
HempoMeHeH payunpril. OCBEH 9€ Ce aKTHBHpA O NONYIaBaHe HA PAMUTIDHIIAT, PAMUIIPHIT
CHINO C€ KOHBSPTHpa A0 HEAKTHBEH NUKETONHNCPA3HH M C€ [IOKOpPYHHpa. PaMmmphiar
CBINO Ce€ ITIOKOPYHUpPA M ¢€ KOHBEPTHpA IO JTUKETOIMIEPa3sHHoBa Kucennna, C H3KmiogeHne
Ha PaMHETIPHNIAT, BCryky ofpasypany MeTaOONHATH H CaMIIT PAMUTIPHN ca GapMaxoNorngo
HEaKTHBHA.

BbroranmanocT TR

-

BHOHATMYHOCTTA Ha DPaMHOpH CNeH IEPOPANHO IpHIATaHe € MEKAY 15% 3a EE ‘mg
pavunpai ¥ 28% 3a 5 mg paMEnpuil. BroHaMIHOCTTA Ha AKTHBHKA MeTabOoMAT pavEnpEaaT -

chen 2,5 mg ¥ 5 mg pamMuripiil IOpe3 ycrata, € okono 45% B cpasEeHHS AHTPABEHOZHOTO
OpHIaraye Ha ChITHTE HO3H PaMUIIpHIL. ' ’
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3.2. lpeaxansn<dsn JaBHE 32 HesonacHoCT
Ocmnpa moxcuunocin

TlepopansoTo npumarane Ha paMHIPEN HE NABa OCIpa TOKCHIHOCT, Thii Kato LDsy mpm
MEIIKY | TT5X0Be € Hay 10 000 mg/kg Tenecro Terno u Hax 1000 mg/kg Temecuo Termo OpH
Ky9eTa (3aiidapm).

Xponuzgna moxcuynocm

YlacrenBamnaTa 3a XpOHMYHA TOKCHYHOCT Ofixa HpOBEIEHM BBPXY MHIBXOBE, KyuyeTa H
MaiMyHH. IIpa XpoHHYHO HpHNAarade BHPXY NNHXOBE, NHEBHH JO3H OT nopagbka wa 40
mg/kg TeHecHO Terno BOJAT IO AHEMHS M eNCKTPONWTHE H3MEHEHHsS B IIIA3MATA.
Hpenmonoxernero 3a Mopdonormunn 6EOpeYsHH H3MEHEHHS (atpodmst ma mmcramEmTe
TyOym) npy Ho3u 3,2 u nosede mg/kg TeNecHO Terno e CBEP3aHo ¢ e(EKTH, KOATO MOraT 1a
ce 00sCcHAT GapMAKOAHHAMAYHO U CA XapakTepHH 3a BEIECTBATA OT TO3H KIIAc, Tybynaa
aTPO(Hs Ce TONyYaBa CaMo IPH WIEXO0BE, HO HE I IPH KY4eTa K MaliMyHH.

Tlpn *@BOTHACKATE BHEOBE, KOHTO HE Ca IPH3adM, a HMEHHO Kydera B MaiiMyRH, Oenie
HAOIOAABAHO NOFUEPTAHO YTOJIEMSBAHE HA IOKCTarjJOMEPYJIapHUs anapar, II0-CHEIHAHO
upy go3H 250 1 nosede mg/kg Tenmecno Terno AHEeBHO. TOBA MOMKE A ce HHTEPIPETApa Karo
HEIPAKO JOKa3aTelICTBO 32 (apMaKONMHAaMHIHATA AKTHBHOCT HA PAMEIDHT 32 nExXEOEpane
Ha aTHOTCH3HH-KOHBEPTHPALIF eH3uM (ITOBHAMEHa HPOZYKIE] Ha PSHHH).

Hpn xyseta m MaBMyHH CBIIO 0sXa HaMepeHH NOKA3aTeNcTBA 3a IPOMEHA B KPHBHATZ
KapTHHA ¥ eNEKTPOIITHTE.

Kanyepozenen u mymnazernen nomenyuan

JBIrocpouHnTe W3CHENBAHMA C pAMUTIDHI BBPXY MUUIKE ¥ ILTGXOBE He MOKA3AXa
HCOINMACTAYHE  cBolicTBa. llosBata Ha oxcmGmIEE knetkn B OGnOpewmure TyOyim,
HabMOJABaHa INABHO y MBKKH INTEXOBE CHEJ OTHOCHTENHO BHCOKH JO3H PaMIIPHIL,
KOpEIHpa € BE3PACTORO-3aBHCHMHTE, (PYHKIMOHANHY U MOPHONOIHIHY H3MEREHHS CBhp3AH
¢ XpoHEYHa GEOpeTHa HEAOCTATEIHOCT.

TlonpoGuute m3cnexBaBHES BEPXY MyTaTeHHOCTTA OpH HAKONKO CHCTEMH OsXa AOKA3aHO
OTPHOATEIIHH.

Penpodyrmuena moxcnunocm

Wscnenpanmnata 3a penpofyKTHBHA TOKCHYHOCT HA paMUNpUIl TPE TNBXOBS, 3afid H
MailMyHH He TIOKa3axa TepaTOTeHHH CBOHCTRA Ha BEMIECTRBOTO.

IIpynaraseTo Ha paMHIpPAT BEDXY INIBXOBE 110 BpEME HA (eTaNHHI HIEepUoOR K MO BpeMe Ha
[€pAO/IA Ha llakTaHkd BOJH HO Heobparumo OwOpedno yBpexname (WuenexTasa) Ha
HOKOIICHHETO Ipy 038 oF 10 1 noeede mg/kg 1en. T./nen.

InogoBuTOCTTa HA MBXKHTE W JKEHCKHTE IUIBXOBE OCTaBA Hesacersara. Ilo BpeMe Ha
H3CISHBAHEA BEPXY KEBOTHY, PaMIIIPHUI HABIIH3A B MIIIKOTO Ha JKEHCKATA.

Ho TO37 MOMERT HiMa HaTpyIIaH OITHT 3a YHOTpeGara Ha PAMHIIPHIL IO BpeMe Ha GpeMeHHOCT
H KEPMEHE.

Hryvromorcuurocm

Heva o 3a o16eiissase 0T MMYHOTOKCHIHNTE TECTOBE Ha PAMUIPHIL.

6. @APMATIEBTHYBN JAHHI

ong
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6.1, Conchkk Ha HOMOIMANTE BEMECTBA
hypromellose, microcrystalline cellulose, pregelatinised maize starch, sodium stearylfumarate

6.2. HechLBMeCTEMOCTH
He ca u3sBecTHII HECHBMECTHMOCTEH.

6.3. Cpox Ha rogaoCT
5 roxmmEm

6.4. CniennaTBa yeoBHS HA CHXpaHEHHe
Ha ce cexpansiBa npu Temmeparypa go 25 C.

6.5. Bug 11 cheTas Ha omaxkoBkaTa
Tritace Tabnetia 10 Mr B 6imicTepn 1o 28 6pos.

6.6 Iipenoprxu npu yoorpeda
Hava cnenmmanmy npemoprku,

7. HIPHTEXATEJI HA PASPEINEHIETO 3A YIIOTPEBA U II'POUR3IBOIATE
Aventis Pharma Deutschland GmbH

D-65926 Frankfurt am Main

Ilomencku ampec:

Postfach 1109

D-65796 Bad Soden

Tenedon: (+49-69) 305-22044

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

8. HOMEP B PET'MCTHPA HA OBINECTBEHHUTE HNPOAVKTH

. JATA BA II'bPBOTO PA3PEINEHHE 3A YIHOTPEBA/MIOAHOBSIBABE HA
PASPEIIEHUETO

10. JATA HA AKTYAJIIMBAITAS HA TEKCTA
Hexemppa 2004
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