KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HME HA JJEKAPCTBEHUA ITPOAYKT

3annam 5 mg/S mg TabneTky | TRIETERNA ATE T f",_‘*’"“_;,“,':*'"_::__:*;
Zalpam 5 mg/S mg tablets o F;:,;};;: R e e
3annam 5 mg/10 mg Tabnerku | oM Pga he ﬂlo&z{o'zg?/;"/;// J’
Zalpam 5 mg/10 mg tablets | e

................
.....

F Fa: NEAELRE N g

JannaM 10 mg/S mg TabneTku j
Zalpam 10 mg/5 mg tablets E‘_f:?r-”’f-.’ﬁ:}'i’"-‘3-"*?:’*5?'-"" i

--------
.................
------------------

3anmmam10 mg/10 mg Tabnerku
Zalpam 10 mg/10 mg tablets

2. KAYECTBEH 1 KOMIMYECTBEH CHCTAB

3annam S mg/5 mg TabneTku

Beska Tabnerka chABpKka 5 mg nepHHAONPWIOB TO3UNaT (perindopril tosilate), eKBUBATEHTHH Ha
3,408 mg nepunaonpun (perindopril), NpeBpblNa ce in situ B NEpHRAOTPUN Hatpuii (perindopril
sodium) 1 6,935 mg amnopunuHoB Geswnart {(amlodipine besilate), eKBHBATCHTHH Ha 5 Mg aMJIOJMITHH
(amlodipine). |

3annaM 5 mg/10 mg rabneTku

Besika Tabiierka ChABpkKa 5 mg nepuBAOIPWIOB TO3WNAT (perindopril tosilate), eKRBHBATIEHTHU Ha
3,408 mg nepunponpun (perindopril), NpeBpwlla ce in situy B NEPHHAONPUI HaTpui (perindopril
sodium) 1 13,87 mg amnoaummHoe 6esunar (amlodipine besilate), ekeuBaneHTH Ha 10 mg
amnoaunuH (amlodipine).

- 3annaM 10 mg/5 mg Taﬁne'ncn

Besaxa Tabnetka cpappaka 10 mg nepHHIOTIPHIOB TOSHIAT (permdopr:! tosilate), eKBHBAJICHTHH Ha
6,815 mg nepungonpun (perindopril), npeBpbLIA Ce in situ B IEpUHACNPHI HaTpuli (perindopril
sodium) 1 6,935 mg amnoaunuHoB 6e3unar (amlodipine besilate), SKBHBaJIEHTHH Ha 5 mg aMJIOAHITHH
(amlodipine). -

3annam 10 mg/10 mg Tabnerku

Beska Tabnerka chabpska 10 mg nepusaonpwios To3unar (perindopril tosilate), eKBUBaNCHTHH Ha
6,815 mg nepunponpun (perindopril), npeBpbila ce in situ B IGPHHAONDPI HATpHH (perindopril
sodium) 1 13,87 mg aMJIOAMITHHOB Oesunat (amiodipine besilate), expupanieHTHi Ha 10 mg
aMIIOUTIHH (am!odzpme)

[loMOIMHM BEIIECTBA ¢ M3BECTHO ACHCTBHE:

Bcaka Tabnerka 3annam S mg/5 mg ceaepxka 86,6 mg H3oManT.
Bcesxa Tabnerka 3annam S mg/10 mg ceaepaxka 86,6 mg u3oManr.
Bceska Tabietka 3annam 10 mg/S mg ceappixa 173,2 mg HsoMainr.
Bcaka Tabnerka 3annam 10 mg/10 mg chaspxa 173,2 mg H30MaT.

33 MBJIHHA CTIECDHK Ha TIOMOIMHKTE BELISCTRA BIXKTE TOYKA 6.1.

3. JIJEKAPCTBEHA ®OPMA

TaOnerka
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3agnaM 5 mg/S mg Tabnerku
Bana, opanHa, nBOHHOH3NLKHAIA Ta0/IeTKa, ¢ TPABUPaH HAJUC ,,3/5“ OT elHATA crpaHa ¥ IMajKa ot
apyrara crpasa. PasMepu: mpubn. 9 x 5 mm.

3aanam 10 mg/5 mg Tabnerku
bsna, kperia, ABOHHOW3NBKHANA TableTKa, ¢ rpaBHpaH HAAIKC ,,5/10% oT enHaTa ¢TpaHa H rnajaka oT
npyrara crpasa. Pazmepu: npuln. 7 mm aHaMeTsp.

Jannam 10 mg/5 mg Tabnetku
bBana, opaiHa, apoiiHoH3NbKHaNA TabieTka, ¢ rpaBHpaH Haanuc ,,10/5% or eaqHaTa crpaHa 1 rnajka ot
Apyrara crpada. Pazmepwu: npu6i. 13 x 7 mm.

3annam 10 mg/10 mg tabaeTku
bsana, KpbIa, ABOHHOM3NbKHANA TabneTka, ¢ rpaBUpaH HAMHC ., 10/10% OT €/{HATa CTPAHA M IlajKa
oT Apyrara ctpaHa. Pazmepu: npudia. 9 mm auaMeTsp.

4. K/IMHHWYHH JAHHMH
4.1 TepaneBTHYHH NOKAZAHHS

3aiilaM e noka3aH KaTo 3aMecTBALA Tepamus IIPH JIEYUEHHE Ha eCeHLMATHA XUIIEPTOHHS H/HITH
cTaGHTHa GonecT Ha KOPOHAPHHUTE apTepHH, MPH MALIMCHTH, KOHTO Be4e €4 KOHTPOJIMPAHH ¢
NepUHAOIPHI U AMJIOAMITAH, MPHIAraHH €IHOBPEMEHHO B CHIIHTE T03HPOBKHM.

4.2 [do3npoBKa H HAYHH HA MPAJIOKEHHE

ﬂOBHQOBKﬂ

Enna tabneTka IHEBHO KaTo eJHOKpaTHA 21034, 3a NPEATIOYHTaHE Ja ce NPHEMa CYyTpHH H NpeH
XpAHEHE. |

KombuHauuara ¢ GuKcHpaHa g03a He € MOAXO0AALLA 33 HAYATTHO JIEYCHHE.

AKO ce Hanara NPOMsAHA B A03HPOBKATA, J034Ta HA MEPHUHIONPUIT H aMJIOAMITHE B KOMOHHALMS MOXKE
na 6bj1e MPOMEHEHA HIH HHRBHIYATHO TUTPHPaHa, KaTo ¢e NPeieHH NPHUIOKEHHETO Ha ¢BODOIHA
KoMOuHaMA,

Cneyuarnu nonyrayuy

bvbpeuno yepeoicoane u cmapuecka ev3pacm (8xc. movku 4.4 u 5.2)
EnMMEMpPaBCTO HA NEPHHEACIIPWIAT € HaMaJICHO NIPU NALMEHTH B CTapyeCKa Bb3PacT ¥ TakHBa ©
O0BOpeuHa HepocTaTh4HOCT. [lopanu ToBa pyTHHHOTO MEAULIHHCKO MpOC/IeAABaHE 1I¢ BKTIOYBA YECTO
MOHHTOPHpaHe Ha KpeaTHHHHA A KaJIxd.

KomOHHaLHMATA HA TEPHHAOIPWI H aMJIOJHITHH MOXE Ja ce Mpriara npy nauneHtH ¢ Cler

> 60 ml/min, u He ¢ noaxonania 3a nmauueHTH ¢ Cler < 60 ml/min. [Ipy T€3H nanHEHTH €
NPENOPBMHUTETHO € HHAMBHIYAIHO THTPHpAHE Ha 103aTa ¢ MOHOKOMITOHEHTH.

AMIOIUNKH, H3MOJI3BaH B NOAO00HN 03K NMPH MALMEHTHA B CTApYeCKa BE3PACT WIH MO-MJIaiH
NAUMEHTH € eAHAKBO 106pe moHocHM. TIpenopbuBaT ce HOPMAIIHH CX€MH Ha Jo3HWpaHe B CTapyuecKa
BB3PACT, HO MOBULIABAHETO Ha /103aTa TpAOBA /1a € M3BbPLIBA BHUMATENHO. [l poMeHHTE B
[1a3MEHHTE KOHLICHTPALMH Ha aMJIOJIMITHH HE KOPEIHPAT ChC CTeneHTa Ha 650peyHo yBpexaaH
AMJIOHMIIMH HE CE€ THAIH3HDA.

Ueprnodpobuo yepexcoare (exc. mouku 4.4 u 3.2)

He ca ycTaHOBEHM NPENOPBHYNTEIHN JOIUPOBKH [PH MALAEHTH C JIEKO 0 YMEPEHO Y
yBpexIaHe; nopaan Toea u3bopbT Ha Ao3a TpAbBa na Gbae BHUMATeneH M TpiaOBa fa
Haii-A0/1HaTa YacT HA ramaTa Ha Jo3upane (Bx. Touku 4.4 1 5.2). 3a 1a ¢e YCTaHOBH O
HayaJlHa [03a U MIOAABPIKALIA 1032 MPH MaLHEHTH ¢ YepHOAPoOHO YBpesKIaHe, naye
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ObAAT HHAYMBUYAIHO TUTPHPAHH, KaTo ce W3NOoJI3Ba cB000AHA KOMOHHALIUS OT aMJIOAUIIHH U
NEpUHAONPHI. PapMaKOKHHETHKATA Ha aMJIOAMITMH HE € MPOYHEHA MPH TEXKKO YEPHOAPOOHO
yBpe¥aaHe. AMIOAUNHH TpAOBa Aa ce 3anovyHe ¢ HaH-HUCKATa 103a W Ja ce TUTpupa DaBHO fpH
NALHEHTH ¢ TEXKKO YEPHOAPODHO YBpEXKIAHE.

Heouampuuna nonyaayus

KoMOHHaUMATa OT NEPUHAOTIPHI ¥ AMJIOAMITHH He TPpsOBa 1A Ce M3MOII3BA [IPK LA U FOHOLUW, ThH
KaTO ePHKaCHOCTTA U IOHOCKMOCTTA Ha MIEPHHAONPHIT H aMIOJAHIHH B KOMOWHAUMA He ca
YCTAHOBEHH MPH ACUA U FOHOWIHM (BXK. Touka 3.1).

HauyuH Ha npunoxeHHe
IepopanHo npunoxeHue

4.3 llporuBonoka3zauus

Cevp3anu ¢ nepunoonpuai.

- CBpBX4YBCTBUTENMHOCT KbM aKTHBHHUTE BeLUECTBA HAH KbM Apyr ACE HHXHOUTOp,

- AHamHe3a 3a aHTHOeAEM, CBEP3aH ¢ npeaxoaHo Jedyenve ¢ ACE H_quﬁump (Bk. Touka 4.4),

- HacnencTBen wim waMonaTHYeH aHTHOCAEM,

- BTopu ¥ TpeTu TpuMecTbp Ha OpeMeHHOCTTa (BxK. TOUKH 4.4 u 4.6),

- EanoBpeMenHa ynorpeda Ha KOMOMHALMSATA OT MEPUHAOTIPHIT H aMIOIHITHH C &ATHCKHPEH
ChABPKALIH NPONYKTH MPH MALMEHTH Che 3axapeH auadeT.nunu 6udpedHo yBpesknane
(GFR <60 ml/min/1,73 m?) (Bx. Toukn 4.5u 5.1), |

- EnnoBpemerna ynotpeba npu Tepanud cbe cakyburpui/sancaprad. KombunauuaTta ot
NEPHHACOPHUI U aMIIOAWNIHH He TpsOBa Aa ce 2anoyea Npeau Aa cd U3MHHanM 36 yaca ot
MpUeMa Ha MNogjieaHara 103a cakyOuTpuil/sancaprad (8. Touku 4.4 v 4.5),

- Excrpakopnopaniu tepanuu, BoaeLy 10 KOHTAKT Ha KPbBTA C oTpHuaTenHO 3apeacHN

. MOBBPXHOCTH (BK. TOUKA 4.5),

- 3HauMTeNHa ABYCTpaHHA CTeHO3a Ha GbLOpeyHa apTepus HIIH CTEHO3a HA APTEPHUITA Ha

€IMHCTBEH (PYHKUMOHHMpaLL 0b0pek (BK. TouKa 4.4).

Cevp3anu ¢ aMaoounun:

- CBpBXUYBCTBUTETHOCT KbM daKTHBHOTO BEMIECTBO HTH KbM IHXHAPONIHPHANHOBH TPOH3BOJAHH
- Texka XunoToHus .

- Lok, BRKIIOUHTENHO KapAHOFeHeH IOK

- 3anyiuBaHe HAa U3XOIALUMA LT HA JI4BaTa KaMepa (Hanp. BUCOKOCTEIIeHHa a0pTHA CTEHO34)

- XeMOMHAMUYHO HECTAGHIIHA ChPEUHA HEOCTATEHYHOCT CIe]l OCTHP HHDAPKT Ha MHOKapAa

Cewnpzanu cve 3annam:
BCHUKH NpoTHBONOKA3aHUS CBBP3aHH ¢ BCEKH OT OTAETHNTE KOMIOHEHTH, H30pOeHH no-rope, CJeisa
12 C€ OTHACAT CHILO H 3a (PHUKCHpaHaTa KOMOWHALIMA OT IIEPHHIONPHIT U AMIOTUIHH.

- CBPBXYYBCTBUTENHOCT KbM HAKOE OT (IOMOUIHUTE BelISCTRA, U30poeHH B TOuKa 6.1
4.4 ChendaJ HH DpeaynpekIeHHs W IPeITa3HH MepKH NPH ynoTpeda

Benukn npelynpekacHHs, CBbp3aHH ¢ BCEKH OT OTIEHHTE KOMIIOHEHTH, H30POEHH Mo-10Ny, CieBa
A4 C€ OTHACAT CHIO M 32 PUKCHMpaHaTa KOMOWHALIMA HA MEPHHAOTIPIUT H aMIOAUITHH.

Cévpsanu ¢ nepundonpun

Creyuarnu npedynpescoenis

Cepvxuyscmeumeanocm/anzuoeodem
AHFHOEIEM HA JIHLETO, KPAHHHLIMTE, YCTHUTE, IMFABULIATE, €3UKA, IITOTHCA W/ M NapH] R&a

'
J 7

CHODLIaBAHU PLAKO IPH MALHEHTH, nexkyBaHH ¢ ACE HHXHOMTOPH, BKIIQUHTENHO nepnﬁhoﬁpﬂn (‘1142 " ,§-“

TouKa 4.8). ToBa MOKe 1a ce CllyUH BBB BCEKH MOMEHT 110 BPEME Ha JIeueHHEeTO. B nonoﬁﬂi{g\}wﬂmﬁr Jiﬂ{;l/-: "
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KOMOWHAMATA OT NEPUHIONPUN U aMJIOHITHH TpsAOBa a Objae He3a0aBHO NPEYCTAHOBEHA H /14 Ce
3aMOYHE NOJXOAAII0 MOHUTOPHpPAHE, KOETO [Ja NPOABIKM A0 ITBAHOTO OT3BYUaBaHE HA NMOSBHIIUTE Ce
CHMITOMH. B ciiyuaure, KOraro OTOKET € OTpaHHUEH BbPXY JHIIETO ¥ YCTHHTE, ChCTOSHHETO
OOMKHOBEHO NpeMHHaBa (e3 JieueHHe, MaKkap Y€ NPUIIaraHeTO HA aHTHXHCTAMUHY € TIOJIC3HO 34
obliekuaBaHe HA CUMIITOMHUTE.

AHTHOEAEM, CBbP3aH ¢ TapHHTeaneH OToK, MOXe j1a 6bae daraned. Koraro ce 3acarar e3uka, rioTHea
WIIH JTapUHKCA, KOUTO MOraT ja Mpeau3BUKaT OOCTPYKIIMS Ha AMXATENHUTE ITbTHIIA, He3adaBHO
TPIOBa J1a Ce MPUAOKH CMeLHO neyeHue. ToBa MOXKe Na BKIFOYBA NTPUNOKEHHE HA aApeHATHH H/UITH
NOANbPKAHE HA MPOXOAHMH JHXAaTENHU MThTHLIIA. [lauMeHTHsT TpaOBa A2 Ob/1e NOJ HENIPEKBCHATO
MEMLHHCKO HAOMOACHHE A0 TBAHOTO ¥ OKOHUYATENHO OT3BYYABAHE HA CHMIITOMMTE,

HaumenTuTe ¢ aHaMHe3a 3a aHTHOeEM, HecBbp3iaHa ¢ neuerne ¢ ACE MHXUOUTOP, MoraT Aa ObaaT ¢
NMOBHILICH PHUCK 32 aHrHoeaemM npu npueM Ha ACE HHxuOuTOop (BkK. TOUKa 4.3).

3a upeBeH aHTHOEAEM Ce ChOoBLIARA PAAKO NP NauuenTy, nexkyranu ¢ ACE whaxubutopu. Tesu
MALKCHTH Ca ¢ KopeMHa 00Ka {CbC WiTH Ge3 raicHe WK MOBPBIIAHE ), B HAKOH CITy4al HAMa
PeAXo/ieH (hauMalieH anrnoesieM, a Husara Ha C-1 ecrepasaTa ca HOpMATHH. AHTHOEIEMBT CE&
AWArHOCTHLMPA € [IPOLEeAYPH, BKIIIOYHUTENHO a0 J0OMUHANHO CKAHHPaHEe ¢ KOMIIOTbPEH TOMOrpad niu
YNTpasByK, HIH TIPU Qlepanus, a CHMNTOMUTE NpeMuHaear cjie cnupane Ha ACE unxuduropa.
KopemHuaT anruoeaem Tpsbea 1a ce Bmouu B AMGEPSHIRANHATA HArHO3a Ha nauuenty Ha ACE
HHXHOHTOPH, KOMTO NOMyHYaBaT KopeMHa 6oska (Bx. Touka 4.8).

KoMOHHMpaHeTO Ha MEPHHAOIIPHA ChC CaKyOUTPII/BanicapTal € MPOTHBONOKA32HO MOPajiH MOBUIIEH
PUCK OT aHrnoeaeM (Bx. Touka 4.3). Jleuenue cbe cakyBuTpun/BaicapTaH He Tpabpa f1a ce 3ano4sa
MO-paHo OT 36 Yaca CJie/l NOCAEAHATA 032 OT TSPANHATA ¢ NEPHHAONPUIT. AKO JIEYECHHUETO ChC
CaKyOHUTPHJI/BAICAPTAH € cpsHO, eueHye ¢ IEPHHAONPHI He TPAOBa Aa CE 3a0uBa N0-PaHO OT
36 4aca ciien NOCeNnAaTa 1033 CakyOuTpu/BancapTaH (Bx. Toukn 4.3 u 4.5).

CbobTcTBama ynorpeda Ha ACE uuxuburopu ¢ NEP unxuburopu (Hanp, pauexkanorpun), mTOR
WHXHOMTOPH (HANp. CHPOJIHMYC, EBEPOTUMYC, TEMCUPOTIUMYC) H [IUNTHHY {HANp. AUHATIMNTHH,
CAKCAarJIHIMITHH, CHTATTUNITTHA, BHHI[EIF.I'IHHTHH) MOXKC Ja JOBCAC J0 IMOBHLICH DHCK OT aHMrHOCACM
(Harp. OTOK Ha IMXATEJTHHTE MBTULLA UK €3MKA, CBhC WM Oe3 HapylleHo auiane) (Bx. Touka 4.5)
TpsibBa Aa ce MOAXOHKAA C MOBUILEHO BHUMAHKME KOTATO CE 3amoyBa pauekogarpun, mTOR
HHXHOHTOPH (HANP. CHPOMUMYC, EBEPOUMYC, TEMCHPOIUMYC) H TAMATHHM (HANp. THHATITHITTHHA,
CAKCarIMnTHH, CUTAlJIRMTHH, BUIJATIMIITHH) [IPH NaUUeHT, Kolito eue npuema ACE uHXubuTOD.

Aunaguraxmouownu peakyuu npu agepesa c aunonpomeunu ¢ wucka nrvmuocm (LDL)

Paaxo nauuenrute, npremany ACE WHXuGUTOPH, NpH adepe3a HA THTMONPOTEHHH ¢ HACKA MTbTHOCT
(LDL) ¢ nexcrpaHoB cyadar nomy4aBar »1eOTO3aCTPAIIaBAIMK aHahUAAKTOMAHH peakuii. Te3n
PeaKkuMK ce U30ArBaT Ypes3 BpeMeHHO criupane Ha aeveHuero ¢ ACE uHxuGutop npeau scaka

adepesa.

Anaguraxmouonu peaxyuu npu decencudburzayus

Maunenty, nony4asany ACE HHXUBMTOPH No BpeMé Ha TepAITEBTHYHA leceHCubmIn3anms (Hamp.
OTpPOBa OT iymenopliera), ca nody4asany aHaQuiakTouaHu peakuuu. [Tpy ChIMTE NALMEHTH, Te3U

' P€aKUMH Ca H30ArHATH NPH BpeMeHHO cipaHe Ha ACE HHXMGUTOPHUTE, HO €a CE MOABABATH OTHOBO
[IPH TIOAHOBABAHE HA TEPANHATA N0 HEBHUMAHHE. |

Heymponenus/azpanyroyumosa/mpomboyumonenus/anemus
HeyTtponenus/arpanynounrosa, TpOMGOLMTONEHHS W aHeMHA Ca ChOBIABAHH NPU NAIIHEHTH, |
nony4asank ACE nuxuduropu. lpu nauuenty ¢ Hopmanua 6b6pedna pyHkLms u 6e3 apyr
YCIOKHABANY (PAKTOPH, HEYTPOTIEHHS Ce MOosBABA paako. [lepunaonpun Tpabea aa ce u3
M3KJIIOYHTEIHO BHUMATE/IHO NPH NAIIMEHTH C KOJIareHoBa chA0Ba 60NecT, HA UMYHOCYTI
JICUEHHE, IEYCHHE C ATONYPHHON WIH NPOKAMHAMM, HIIH KOMOHHALIUA OT TE3U PHCKOB 1.7
0CODEHO ako MMa NpeaxoaHo yBpeeHa 6bOpeuna GyHkuns. HIKOH OT Te3u nauueHTy
CCPHO3HH HHQEKLIHH, KOUTO B HAKONKO CJiy4as He Ca OTroBaps/iM HAa HHTEH3UBHO aHTHU

: C - ‘},' .:' /
NIEUCHUE, AKO IPH TAKHBA NTALVEHTH Ce 3NOJI3Ba NEPHHACTIPUII, MPENOPBUNUTEITHO € NEP ‘Qﬁtlf_lﬂq_ﬂa f\f
. 'x\ff,}?_ "r‘""“ '505\ '#.,:j
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ce Habmoaasa 6pos Ha OenHTe KPBBHH KIICTKM, a NALIHEHTHTE TpAOBA f1a 01LAaT HHCTPYKTHPAHH Ja
cpobIaBaT 3a BCAKA NMPOABAa Ha HHOEKLMA (Hanp. Bb3MajeHo MbpJIo, MOBHLIEHA TEMIEPaTypa).

Peno6ackyniapHQa XunepmoHus
[pu maumeHTs ¢ ABYCTPaHHA CTEHO3a Ha OR0peunaTa apTepus WiH CTSHO3a Ha APTEPHUATA NIPH €AXH
dynxkimonupant 6nopek, JexkysaHu ¢ ACE uHxuburopu, cbliecTBYBa NOBHIICH PHCK OT XHUIIOTOHHA H
OBOpeyYHa HEAOCTATHLYHOCT (BX. Touka 4.3). JledeHueTo ¢ AHypeTHLH MOKe 1a e AONpHHACAL
¢akrop. 3arybara Ha ObOpeuHa PyHKUMA MOXKE 1a HACTBIA [IPY MUHHMATHH A3MECHEHHA B CCPYMHHA
KpEaTHHHH, 0PH NPH NALHUEHTH ¢ €IHOCTPaHHA cTeHo3a Ha ObOpevHara aprepus.

Heotino droxupane na penun-anzuomenzun-ardocmeporoséama cricmema (PAAC)

Mma nauny, ye enHoBpeMeHHarta ynorpeba Ha ACE uuxuburopy, aHrnotensut l1-perenroptu
OTOKEpH WY ANIMCKUPEH MOBUILIABA PHCKA OT XHIIOTOHHA, XUIIEPKATHEMHA H HAMAJIABAHE Ha
OpOpeunaTa GYHKUHA (BKIIOYHTENIHO ocTpa Oh0peuna HegocrarpuHocT). [lopanu Toa He ce
npenope4ea ApoitHo Gnokupane na PAAC upes komOuamnpaHata ynotpeta Ha ACE uaxubuTopH,
aHruoteHsuH ll-penenropun Gnokepy WK aTHCKHpeH (BXK. ToUkd 4.5 1 5.1).

AKO ce mpelieHHM, Ye TepanuaTa ¢ JBoiiHo BokupaHe e abcomoTHo HeoOXonuMa, ToBa TpAOBa Aa
CTaBa caMo Noj HabIIOIEHUETO Ha CHISLMAIMCT M NIPH YECTO BHHMATEIHO MOHHTOPHPAaHE Ha
616peuHaTa QyHKINS, eJIEKTPONUTHTE M KPBBHOTO HAATAHE.

ACE uaxubHuTOpH U aHrHoteH3ux Il-penenropHu 6nokepy He TpAOBa Aa Ce H3MOI3BAT €AHOBPECMEHHO
MpH TIALHEHTH ¢ AuabeTHa HedpponaTha.

ITvpaunen xumeparoocmeponuzvm |

[TaumenTd ¢ TbPBHYEH XUNEPATAOCTSPOHUIBM KATO LUIO HE Ce BIIMAAT OT NeUeHHe ©
aHTHXHIEPTCH3UBHH JIEKAPCTRA, ACHCTBALLH Ype3 HHXHOUpaHe HA CHCTEMATa PEHHH-aHT HOTEH3HH.
[Topagu ToBa ynotpefara Ha TOBA JIEKAPCTBO HE e NPENOpPBLYBA NPH TE3H MALMEHTH.

bpemennocm

Wuxubnropu Ha ACE He Tpa0Ba 11a ce 3amo4Bat Mo BpeMe Ha OpeMeHHOCT. OCBEH B CITy4aHTE, KOTaTo
HETMPEKBCHATOTO JiedeHHe ¢ ACE HHXHOHTOPH ce CuHTa 3a ChINESCTBEHO, MAlHCHTKHTE, KOHTO |
IUIAHUPAT OpeMeHHOCT, TpAOBa Na OpIAT HACOYCHHW KbM aNTepHaTHBHH AHTHXHIICPTCH3UBHH JICHCHHA,
KOHTO ¢a ¢ YCTaHOBeH nmpodHi Ha Ge30nacHoCT 3a ynoTpeba npu bpemennoct, Koraro ce
IRarHocTuiupa GpeMennocT, neuenneto ¢ ACE uHxubutopu Tps6Ba aa Onae HesabaBHO
IIPEYCTaHOBEHO, U AKO € YMECTHO, a C€ 3a[I0YHE AITEPHATHBHO JieueHue (Bx. ToukH 4.3 u 4.6).

IIpeonaznu mepru npu ynompeba

Xunomonus

ACE uHXHOHTOPHTE MOTaT A TIPEAM3BHUKAT CTiafaHe Ha KPHBHOTO HansraHe. CUMITTOMAaTHYHA
XHMIIOTOHMA Ce HAOMIOAaBa PAAKO NPH HALMEHTH C HEYCJIOKHEHA XHIIEPTOHUS M C NTO-TOMIIMA
BEPOATHOCT C€ Pa3BHBA IIPH NALMEHTH, KOHTO ¢a OWIH XMNOBOJIEMHYHH, HANp. NIpH AHYPETHYHA
Tepanus, JHETa ¢ OTPaHMYABAHE Ha COJI, JHAJIM3a, AMApHA KIIH HOBPbILAHE, HJIH Ca HMAITH TEXKKa
PEHUH-3ABUCHMA XUNEpToHUa (BXK. Touky 4.5 4 4.8). IIpH nauueHTH ¢ BMCOK PUCK OT CUMIITOMATH HA
XMIMOTOHHA, KPbBHOTO Hajsrane, 6n6pedHaTa GyHKIMA W cepyMHMs Kanuii Tpsbea na Obaar
HEeNPEKbCHATO HaOIIOJaBaHH 10 BpeME Ha JICUeHHe ¢ KOMOHHALHA Ha NIEPHHACTIPDII B aMIOHIIHH.
Tlono6HH chOOpakeH s BaXKaT 32 MaLMEHTH ¢ HCXEMHYHA ChPAEYHA WM MO3BYHOCH10BA OOJIECT, IPH
KOHMTO IIPEKOMEPHO CNIAJIaHE HA KPEBHOTO HAJraHe MOXKe Aa AOBefE 0 HHOAPKT Ha MHOKapaa WK
MOZBYHOCHAOB HHLIAAECHT.

AKO ce NOsSBH XHUIIOTOHUA, NalieHTHT TpAOBa 1a Obe NOCTaBEH B JICTHANIO TOJIOXKEHHME H, aKO €
HeoOXOJHMO, /14 MOTYYH HHTPABEHO3HA HH(Y3Hs ¢ Pa3TBOP Ha HATPHEB XJopHa 9 mg/ml (
[IpeXONHHMAT XHITOTEH3IHBEH OTIOBOP HE € MPOTHBOMOKA3aHHE 3a MO-HAaTaTLIIHO NpHEMae-Hawing My P
CHOTBETHHUTE J03H, YHHTO NpHeM OOHKHOBEHO MOXE 1a MPOIb/Dkd Oe3 npobieMH criej ‘* FApaHt
Ha KPBHBHOTO HAJIAraHE BC/EACTBHE HA YBETHUEHHA 00eM. S/ 5
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Cmeno3sa na Gopmua u MUmMpanna Kiana/Xunepmpo@uuna KapOuOMuonamus

Kakto u octananute ACE nHxBOuTOpH, NEpHHAONpHA TpaOBAa 1a ce rpHiara ¢ NOBHIIEHO BHUMAHHE
Ha NALMEHTH ChC CTEHO3a HAa MATpaJiHaTta Kjlana H oOcTpyKIMSA Ha M3XO4A Ha 1MBaTa KaMepa, Karo.
NP4 a0PTHA CTEHO3a WIH XHNepTpodHUIHA KapAHOMHUONATHS.

bvbpeuno yspeancoane

B ciiyyaii Ha 6u6peyHO yBpexxaaHe (KpeaTHHHHOB KIMpBHC < 60 ml/min) ce npenopbusa
HHIMBHIYaJHO THTPHPAHE Ha I03aTa Ha OTIENHUTE KOMITOHEHTH (BX. TouKa 4.2).

PYyTHHHOTO MOHUTOPUPAHE Ha KAJIHi U KPEaTHHHH € YacT OT HOpMaJTHaTa MEIHIIMHCKA NPaKTHKa NpH
MalUeHTH ¢ Ob0peuHO yRpexxaane (Bx. Touka 4.8).

{IpM HAKOM NALMEHTH C ABYCTpanHa cTeHo3a Ha DuOpeunarTa apTepus Wik CTeHO3a Ha apTepuaTa Ha
eIMHCTBeH OBOpek, KkouTo ca aexyeank ¢ ACE HHXHOHTOpH, ¢€ Habmo1aBa NOBUIIIaBaHE HA KPBBHATA
ypes H CEpYMHMs KpeaTHHHH, 0GHKHOBEHO 00paTHMM CJI¢A CITHpaHe Ha jJeyeHHeTo. ToBa e 0cobeHO
BEPOATHO TIPH MAIMEHTH ¢ OBOpeyHa HeJOCTATHYHOCT. AKO HMa H PEHOBACKYIapHa XHITEPTOHHA,
CHLIECTBYBA MOBHUIEH PHCK OT TEXKA XHITOTOHUA U Ob0pedHa HEAOCTATEYHOCT. HAKOH MALEHTH ¢
xunepTOoHHA 6€3 BUAMMa peaxofHa Ob0peyuHa cbra0Ba 00JeCT, Ca pa3BHIH NOBHINABAHE HA
CTOMHOCTHTE Ha KPBBHATA YPes H CEPYMHMS KPEaTHHUH, OOMKHOBEHO JIEKA Y NPEXOAHH, OCODEHO
KOTaTO NEPHHACTIPWI CE MPUIara eJHOBPEMEHHO ¢ Aryperduy. Manko no-rosma € BEpoATHOCTTA
TOB& J1a € CJIyYH NpH NALMEHTH ¢ peaxoaH0 Ob0peyHo yBpeKaaHe.

UYepnoopobra nedocmamvuHocm

Panko, ACE HHXHOUTOPHTE ¢ca CBBP3BaHH ChC CHHAPOM, KOHTO 3aM0YBa ¢ XOJIeCTaTHYHA XKbJITCHH1IA
H Mporpecupa 1o GyIMHHaHTHA YepHOAPOOHa HEKpPO3a H (MOHAKOra) CMBPT. MexaHu3MBT Ha TO3H
CHHAPOM He € u3acHeH. [larenTn, nonyyasai ACE HHXUOUTOPH, KOHTO pa3sBHAT HKTEP HIIH
H3pa3eHo MOBHILEHHKE HA YepHOAPoGHHTE eH3HMH, TpabBa aa cupat npuema Ha ACE uaxubutopn u
aa Ob1aT afekBaTHO NMpocieaeHn (BX. Touka 4.8).

Paca

ACE vHXHOHTOpHTE IPUMUHABAT IMO-BHCOKA MECTOTAa Ha AHTHOEAEM MIPH MALHCHTH OT YEpHATa paca B
CPaBHECHHUE C TE3HM OT OCTAHAJIMTE PacH.

Kaxrto nipu octananure ACE HHXUGHTOPH, NMEPHHAONIPHI MOXe f1a Ob/e no-cnabo eQeKTUBEH no
OTHOIIICHHE [TOHIDKABAHE HA KPBBHOTO HANATAHE MPH NALMEHTH OT YEPHATA paca, OTKOJIKOTO NpH
OCTAHAJTHTE NAaLHEHTH, BEPOATHO MOPAAM NO-H3Pa3eHOTO PasIpOCTPaHEHHE Ha ChCTOAHHA ¢ HHOBK
PEHHUH B NOMYJALKATA C XUIIEPTOHHAS NMpH YEpHATA paca.

Kauwnuya

Hma cnobienus 3a KaLwLa npH ynotpebara Ha unxubutopd Ha ACE. XapaxrepHo e, 4ye KaluHiara
€ HETIPOYKTHRHA, MIEPCUCTUPAILA H IPEMMHABA CIIe]l CIIHpaHe Ha e4eHHeTo. HaaylLmpasara ot
naxuOuTOp Ha ACE Kaummia TpaOBa 1a ¢e CUHTa 3a YacT oT AM(pepeBLHaHaTa JUarHo3a Ha
KalIMLaTa.

Onepayus/anecmesusn

[1pu nanyeHTy nOAJIOKEHH Ha TOIIMa ONEPallHA HIIH N0 BpeME Ha aHeCTE3Hs C NNPOAYKTH, KOMTO
Npeau3BUKBAT XHIIOTOHHA, KOMOHHALMATA OT NEPHHIONIPHIT M AMJIOJMITHH MOKe 13 OoKHpa
dopmupaneTo Ha anrnoTensuH Il BTOpHYHO Ha KOMIIEHCATOPHOTO OCBOOMKAaBaHE HA PEHHH.
JleuenneTo TpaGBa na OB NpekpaTeHO eWH JAEH NPEdH ONEPALHMATA. AKO C€ pa3BHE XHIOTOHHA H CC
CUMTA, Y€ C& ABDKM HA TO3M MEXaHM3bM, TOBA MOXKE Jia C& KOPUTMpa ¢ yBeIHuaBane Ha oOemMa.

Xuneprxanuemus
[ToBHIIIABAHMS HA CEPYMHHA KaHii ce HaOJFONaBaT MpH HAKOH NaUHeHTH JiekyBaHd ¢ ACE
HHXHOHTOPH, BKIIFOMHTENHC Nepunaonpuil. ACE nHxuburopure Morar Aa npeAu3BHKaT
XHMIIEPKATHEMHUA, THH KaTO HHXHOHpaT ocBobOKAaBaHETO Ha angocTepoH. EdexTsT 00
3HAYMTEIICH MPH NMallMeHTH ¢ HopMasiHa 6b0peyuna PyHkuusa. PuckoBHTe daxTopu 3a p
XHOEPKAIHEMHS BKTIOYBAT MALMEHTYU ¢ Oh0pedHa HEAOCTATRYHOCT, BloaBane Ha 05
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KaJIMEBH N0OABKH UITH KallHMif-ChIBbPKALIH 3aMECTHTEIM Ha FOTBapCKaTa COJl;, WIH MalHeHTH
NpHUEMAIlH IpYrH JIEKapcTBa, CBbP3aHH C [IOBUIHABAHKMA HA CEPYMHHSA Kajlii (Hamp. XenapHH, KO-
TPHMOKCa30J1, H3BECTEH OLIE KAaTO TpHUMeTOonpuM/cyndamMeTokcasoi) H 0coOeHO AaHTArOHHCTH Ha
anJI0CTEPOHA MJTH aHTHOTEH3HH PELENTTOPHH O0kepH. YnoTpedara Ha KajHeBH A00aBKH, KajlHit-
CBXPAHSBALH JUYPETHLN MK KATHNH-CHIBPXKALIMA 3aMECTHTE/TH HA TOTBAPCKATa COJI, 0CODEHO NpPH

" ALHEHTH ¢ HapylieHa Ob0pedHa QYHKLMA, MOraT /1a JOBEJAT 40 3HAYHMO NMOBHILIABaHE Ha CepyMHHA
KaJTHH.

XunepkanmueMHsaTa MOXe J1a PUYHHH CEPHO3HH, MOHAKOTa daTanau apurMau. Kamwii-
CBXPAHSBALINATE AUYPETHLIM M aHTHOTEH3HH pELCNTOpHUTE DioKepH TpaOBa ja ce H3MON3BAT C
NOBHLIEHO BHUMaHHe NpY naunenTty, npuemaid ACE uaxuburopn, a cepyMHHAT KJTHH H
6BOpeyHaTa dyHKMA TpsOBa na ce HabNMrOIaBaT. AKO €JHOBPEMEHHATA YIoTpeda Ha
ropecIiOMEHAaTHTE BEILIECTBA CE CUMTA 3a NIOAX0AA1a, Te TpaOBa Ja ObaaT W3N0A3BaHH € NIOBULICHO
BHUMaHHUE U [1PH YECTO KOHTPOJIMUPAHE Ha CEPYMHHA KaluH (BK. ToOUKa 4.5).

Hayuenmu ¢ ouabem

IIpy naukeHTH ¢ 1HabeT, NEKYBAHH ¢ MEPOPATHH npomsonnaﬁe’m}i NPOAYKTH WIH HHCYJIHH,
FJIMKEMUAYHHUAT KOHTPOJ TpAOBa Aa Obje HenpeKbeHaTo HAOOAaBaH Npe3 MbpBHA MECELL OT
acuenueTo ¢ ACE mnxuburop (Bx. Touka 4.5).

- Cevpzanu ¢ amaoounun

Hpeonasnu mepru npu ynompeba
BesonacHocTTa H €pUKACHOCTTA HAa AMJIOJIMIHH NPH XHICPTEH3MBHA KPH3a HE Ca YCTaHOBEHHU.,

Cvpoeuna neoocmamvysocm

[MalyeHTH CBhe Chp/igUHA HEOCTATHYHOCT TPAOBA a ObAAT IEKYyBaHH ¢ NOBHIIEHO BHHMaHUE.

[Ipu NpoABILKHTENHO, KOHTPOIHPAHO ¢ Mianebo mpoyyeaHe NpH MALKMEHTH ¢ TexXka Ob0peuna
HenocTaTbyHOCT (Knac o NYHA 11 u IV), crofmaeanaTa qectora Ha GenoipofeH OTOK € Mo-BUCOKA
B rpyNaTa, IEKYBaHa ¢ aMJIOJHIMH, OTKOJIKOTO B rpynara Ha maatebo (Bx. Touka 3.1). biokepure Ha
KAJIL{HEBUTE KaHAIH, BKITFOUHTEIHO aMIOAUNMH, TpAOBa Ja ce H3MNOI3BAT ¢ NNOBHIIICHO BHHMAHHUE MPH
NalHEHTH ChC 3aCTOMHHA ChP/IEYHA HEJOCTATEYHOCT, Thid KATO Te MOKE /12 TIOBMINAT PUCKA OT
MOCICABALLA ChPACYHOCHAOBH CHOUTHA H CMBPTHOCT. |

YepnodpobHo yepeacoane

[Tomy»XHBOTHT Ha AMIOIHITHH C€ YALIDKARA, a cTorHocTHTE HAa AUC ¢a 1no-BHCOKH NMPH NALHEHTH €
yBpeeHa YepHOIpoOHA (PYHKLHSA; NPENnopbkH 3a J03UPOBKa He ca ycTaHoBeHH. [lopanu ToBa
JIEYEHHETO C AMIIOJMITHH TPAOBa J1a 3aN04Ba ¢ 4032 B MO-HHCKHA Kpaii Ha O30BMA AHANa30H, KaTo co
BHHMABa KAaKTO [PU HAYATHOTO JICUCHIS, TaKa W MpH NOBHIIABAHE HA 103aTa. baBHO THTpHUPAaHE Ha
A03aTd H BHUMATEIHO MOHHTOPHPAHE MOKE 118 CE HaJlarat MpH MalMeHTH C TeXKO YEPHOAPOOHO

YBpexJaaHe.

Cmapuecka sv3pacm
[Ipu naLmMeHTH B CTApuecKa Bh3pacT MOBHIIABAHETO Ha A03aTa TPAOBA Aa ce N3BLPLUIBA BHUMATEHO
(k. TOUKH 4.2 1 5.2).

bvbpeuna neoocmamuvynocm
AMIOAMIIHH MOXeE Ja ¢€ U3MNOI3Ba NPH TAKHBA MALHEHTH B HOPMAJIHK A03H. I[IpOMEHHTE B
IJIA3MEHMTE KOHIIEHTpalliH Ha aMJIOJMITHH HE CE CRBP3BAT ChC CTETECH Ha OBOPEYHO YBpEe
AMJIOJIHITHH HE MOJKE 13 C€ THAIM3IHPA. '

Cevp3anu ¢ KOMOUNQUUAMA OM NEPUHOONPUR U AMAOOUNUH

Beuuky npeaynpexJIcHHs, CBbP3aHH ¢ BCEKH OT OTIEIHUTE KOMIIOHEHTH, N30poeH
Ja c€ OTHACAT CBiIlO ¥ 33 PHKCHpaHATa KOMOMHAIHA OT NEPUHAONPHI H AMJIOIMITHH.
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IIpedynpesicoenusn npu ynompeba

Hexapcmeaenu gsaumooeticmeusn
EnnoBpemeHHaTa ynotpeba Ha KOMOWMHALIMATA OT NEPUHAONPHI U aMJIOJIMIIMH ¢ JIMTHH, KaTHH-
ChXPaHABALLH AHYPETHLM WIH KATHEBH N00ABKH HTH JaHTPOJIEH HE Ce NPENophRYBa (BXK. Touka 4.5).

[ToMOIIHH BellleCTBa

Hampuii
Topa nexapcTBO cuabpka No-Manko ot 1| mmol Harpuii (23 mg) Ha Tabnerka, T.e. MOXe J1a Ce Kaxe,
Y€ NPAKTHYECKH HE CBABPXKA HATPUH.

Hzomaum
[TatHeHTH ¢ peaKH HACNEeACTBEHH NPOOGIEMH HA HENOHOCHMOCT KbM (pyKTO3a He TpsOBa Ja mpHeMar
TOBA JISKAPCTBO.

4.5 BaanmoneiicTBHE ¢ APYIH JleKAPCTBeHH NPOAYKTH B APYrH GopMHE HA B3AHMOACHCTEHE

C8vp3anu ¢ nepunoonput

JIaHHH OT KIMHHYHU NMPOYUYBAHUA [TOKA3BAT, Y€ ABOHHOTO ONOKHpaHe HA pEHHH aHTHOTEH3UH
anfocrepoHoBara cucteMa (PAAC) upes xomGuHUpaHara ynoTpeba Ha ACE uaxubuTopw,
aHTHOTeH3HH 1l petienTopHH 0J0KepH WK ATHCKHPEH c€ CBHP3Ba ¢ MO-BHCOKA YECTOTa HA HEXKE/1aHH
chOHTHA, KATO HATIPHMEP XMIIOTOHHS, XUIEPKATHEMHS H HamaliiBaHe Ha OrOpeunara QyHKIHA
(BKIHOUMTETHO ocTpa OBOpEeYHa HEOCTATHYHOCT), B CPaBHEHHE C YNOTpedaTa caMO Ha €THO
cpeacTBo, aeicTBan Bbpxy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

Hexapcmea, nosuumasawiu pucrka om axnzuoedem

EnHoepemennaTa ynotpe6a Ha ACE uHXHOUTOpH ChC cakyOHTPIII/BaNicapTaH € MPOTHBONIOKA3aHa,
Thii KaTO TOBA MOBHMLIABA PHCKA OT aHTHOE/IEM (BX. TOUKH 4.3 H 4.4). CakyOuTpw1/BalicapTaH He
TpadBa f1a ce 3anoyusa NMpeaM Ja ca H3MHHANM 36 Yaca OT nmpHeMa Ha MocJieHaTa 4033 OT TepanuATa C
NePUHAONPHI. JleueHHe ¢ NEPHHIONPUI He TPAORA 1a Ce 3anOvBa MPEoH a ca MIMHHaMU 36 yaca
clieq IpHeMa Ha nocyie/iHaTa 103a OT caKyOurpun/BancapraH (Bi. ToukH 4.3 1 4.4).
EnHoepemennata ynorpeda Ha ACE muxuburops ¢ panexanotpwi, mTOR uHxuOuTopH (Hanp.
CHPOJIMMYC, €BEPOJIUMYC, TEMCHPOITUMYC) H TJIHITHHH (HAIp. JIMHATJIMITTHH, CAKCAINTHIITHH,
CHTAFJIMITTHH, BHJIJATJIMIITHH) MOXKE 3 JOBE/AE J10 MOBHINEH PHCK OT aHTHOEAEM (BK. To4ka 4.4).

Jlexapemea npeduzsureauiu xunepraruemus | |
BENpekH, Ye CepyMHHUAT KaIMH 0OOMKHOBEHO OCTAaBa B HOPMAITHM TPAHULIHE, XMTIEPKAIMEMUA MOKeE J1a
ce [104BH MPH HAKOH MALMEHTH, JIEKYBaHH € MEPHHANPHII/aMIOZHIHH. HAKOH ekapCTBEHH NPOAYKTH
WIH TEPANEBTUYHU KIACOBE MOraT A NIOBHIIAT PHCKA OT XUIIEPKANMEMHSA: AIIMCKUPEH, KaTHEBH COJIH,
KAJIMH CHXpaHABaIlli ANYPETHLH {Hamp. CTHPOHOJAKTOH, TPHAMTepeH Win aMunopua), ACE
AHXUOUTOpM, anrnoteH3uH Il peuernropun 6okepr, HCIIBC, xenapHiu, HMYHOCYTPECHBHH
CPEACTBA, KAaTO LMKIOCIOPUH HAKM TaKpOJUMYC, TPUMETONPHM U KOTPHMOKCA30JT
(TpHMeTonpHM/cYyIpaMeToKCa30), Thil KATO € U3BECTHO, Ye TPUMETONPHUM AeiCTBA KATO KaJIHH
chXpaHsBaill ANYPETHK NOJO0HO Ha amuwiopua. KOMOMHHpaHETO Ha TE3H ICKAPCTBSHU MIPOTYKTH
MOBHIIIABA PHCKA OT XHriepkajHemus. ITopaau ToBa, KOMOHHHPAHETO Ha ITEPHHIOMPHI/ AMIIOHIL

CBHbMCmMEaomo nRPpUIoHCceHUe € NPoMugonoKasang (6xc. moyka 4.3):

Anuckupen |

[Ipu nameHTUTe ¢ AnadeT wam 6BE0peuHo YBpeXKiaHe, HApacTBA PHCKLT OT XUNIEpKAIHE ‘ .
BJIOLWIAaBaHe Ha ObOpeuHara pyHKUMS H CHPASYHO-ChA0BaTa 3a00/IEBAEMOCT H MOBHILIABAH /i /
CMBPTHOCTTA.
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Excmpaxopnopainy iedesu |

ExcTpakopnopannu JeueHHd, BOACILC AC KOHTAKT Ha KpbBTa ¢ OTPHIIATS/IHO 3apeIcHH IOBLPXHOCTH,
KaTO HaNpHMEpP AHATIM3A WIH XeMO(QUITPaIMsa ¢ ONpe/IeSIEHH BHCOKOMPOIYCIJTHBA MeMOpaHu (Harp.
NOMHAKPIHIOHHTPIIHA MeMOpaHn) i adepesa Ha TUNONPOTEHHH ¢ HHCKA IUTETHOCT € ACKCTPaHOB
cyiIdaT, MOXKE Ja IOBHIIH PHCKA OT TEXKKH aHA(UIAKTOMAHM PeaKLpH (BxK. Touka 4.3). Ilpu
HEeO6XOAUMOCT OT I000HO JicueHHe TpaOBa 1a ce OOMHKCIH H3MOI3BAHETO HA APYT THIT JIHAJIA3HH
MeMOpaH# WM Ha AHTHXHIICPTEH3UBHO CPEACTBO OT APYT KIac.

Cunememeauomo RPWIONCEHUE He ce nPEenopbYea (6iic. movka 4.4)

- Anucxupen |

[1ps nampeHTHTE, KOUTO HAMAT quadeT Wik OBOpeUHO YBpexkJaHe, HapacTBa PHCKET OT
XHIIEPKATHEMHs, BlOlIaBaHe Ha Ob0peyraTa GyHKUMSA U ChpACYHO-CBAOBATA 3200IEBACMOCT U
CMBPTHOCT.

Eonospemenno nevenue ¢ ACE unxubumopu u anzuomen3un peyenmopru broxepu

B nuTepaTypara ce ch001LaBa, Ye NMpH NaLHEHTH ¢ YCTAaHOBEHA aTEPOCKIIEPOTHYHA Gonect, chpAeYHa
HEJOCTATHYHOCT Wik JHAOET ¢ TEPMHHAIHO OPraHHO YBPEKAaHe eIHOBpeMeHHOTo Nieuenne ¢ ACE
MHXHOHTOPH H aHTHOTEH3HH PELIEITOPHH OJIOKEPH € CBBP3aHO C MOBHILIEHa YeCTOTa HA XUIIOTOHHS,
CHHKOI, XHIIEPKATHEMHS | BlIolIaBaHe Ha Os6peunara ¢pyHKIMS (BKTIOUHTERHO ocTpa Op0peuna
HEJOCTATHEYHOCT) B CPABHEHHE CHC CAMOCTOATENHOTO NMPUIOKEHHE HA JIEKAPCTBEH NMPOAYKT, BIHACII
BBPXY CHCTEMATa PEHHH-aHTHOTEH3MH-aIR0CTepoH. J[BoiiHa 6nokana (Hanp. upe3 KOMOuHMpaHe Ha
ACE unxuburop ¢ aHrsorensu I penienrope aHTaroHicT) TpabBa aa ce OrpaHuyH 10
HHIAMBUIYATHO ONpPEIENEHH CITydad npH CTPHKTHO Habnonenue Ha ObOpeyHarta ¢dYHKLHMA, HUBATaA Ha
Ka/TUd ¥ KPHBHOTO HANATaHE.

Ecmpamycmun
PucK OT NOBHIIABaHE Ha HEXEIAHHTE PEAKLIMH KATO aHTHOHEBPOTHYEH OTOK (AHTHOEIEM).

Kanuii-coxpanssauyu duypemuyu (nanp. mpuamMmepen, GMuiopud u op.), kanuesu conu
XunepkanueMus (IOTEHUHATHO J€TAIHA), 0COOEHO B yC/10BHATAa Ha O6b0peuno yspekaaHe (aIHTHBHHU
xunepkanueMuuHH edext). KoMOHHHpaHeTO Ha NEPHHAONIPWT C N'OPENOCOYEHHTE JICKAPCTBEHH
MPOAYKTH HE Ce MpeTopbUuBa (BikK. Touka 4.4), AKO eJHOBpeMeHHaTa yroTpeba € BBIPEeKH ToBa
Moka3aHa, Te TpAOBA Ja CE€ U3MO3BAT ¢ MOBHIIEHO BHUMAHKUE H IPH ¥ECTO APOCHCAABAHE HA
CTOMHOCTHTE HA CepyMHHUS Kaluid. 3a ynoTpebara ¢bc CIIMPOHOIAKTOH MPH ChpAeYHa
HEAOCTATHYHOCT, BIDK NO-J0JTY.

Jumuii

Hma crobuieHnd 3a 0OpaTHMO MMOBHIIABAHE HA CEpYMHHMTE KOHLICHTPAUMH Ha JIMTHH H TOKCHYHOCT
(TEXKa HEBPOTOKCHUHOCT) NpH enHoBpemetno npwiokenne ¢ ACE naxubutopn. Kombunpaneto Ha
NEPHHAONPUI ¢ JIMTHH HE ce MpenopruBd. AKO Ta3H KOMOHHALMA e I0Ka3aHO HeoOX0AuMa,
NPENOPBYHTETHO € BHHMATEIIHO /1a C€ MOHHTOPHPAT CepyMHHTE HHBA Ha JIHTHH (BK. TOUYKA 4.4).

Counememsauio aeuenie, KOemo u3nckea CReyuaInG G’HWHHHE:

IIpomusgoduabemnu npooyxmu (UHCYIUHY, REPOPATHU XURO2TUKEMUNHU CPEOCMEa)
EnuieMHAONOrHYHMTE IIPOYUBAHHA NIPEATIONArarT, Y€ eIHOBpeMeHHOTO npHioxenHe Ha ACE
HHXHOHTOPH U NPOTHBOAMAOETHH JIEKAPCTBEHH CpeacTBa (MHCYJIHHH, NEPOPATTHH XHIOTTIH

KGMGHHHpaHom JIEYEHHE H NPH NanueHTH ¢ ObOpeUHa HEIOCTATBYHOCT.

Kanuii Hec:bxpauﬂaamu ouypemuyu

- HHXHOMTOpPU. BepoSTHOCTTa OT XMIIOTOHUYHH €(DEKTH MOXKE 14 C& HaMaJIH Ype3 CIIUPaHe
AMYPETHKA, Ype3 MOBHINABaHEe Ha obema Ha TEUHOCTHTE WIH HA NPHEMa Ha COMH MpeflH 3aroyBake Ha
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N€YSHHUETO ¢ HUCKH M MOCTENIEHHO HapacTBALH J103H EPHHIOTIPHIL.

Ilpu apmepuanua xunepmonus, KOraTo PeIHITHATA Tepanus ¢ AHYPETHK MOXKE /1a € IIPeIN3BUKalla
3aryGa Ha coi/oBem, WM AHypeTHKsT TpaORa Aa Gbae cnpaH npeau 3anousane Ha ACE nHxubutopa,
KATO B TAKBB C/Ty4ak MOXKE OTHOBO J]a € BKJIHOUM KaJIMi HeChXpaHABALL JHYPETHK HIIH [a CE 3aMoYHe
ACE vHXHOUTOp ¢ HRCKH J03H, KOWTO ITOCTENEHHO Aa Ce OBHIIABAT.

Ipu nexyeana ¢ duypemuyy 3acmoiing cvpoeuna neoocmamuvyrocm, neyeHueto ¢ ACE unxuburop
TpaOBa Ja 3ano4ysa ¢ MHOIO HACKH J103H, Bb3MOXHO ce]] NOHIKaBaHe Ha 103aTa Ha ChbBMECTHO
NMPHIAraHHA KaJIMi HECHXpaHABALL AMYPETHK. |

BbB BCHUKH cTydaH, Ob0peunaTa ¢yHkuma (HHBaTa Ha KpeaTHHUHA) TpAOBa J1a ce MpocneasBaT npes
ITBPBHTE HIKOJIKO ceAMHLH OT JieuenHeTo ¢ ACE uaxubuTop.

Kanuti coxpansaeawu ouypemuyu (eniepeHoH, CRUPOHOAAKMOH,)

C enjiepeHOH WM COAPOHONAKTOH B 1034 Mexxy 12,5 mg no 50 mg Ha neH u ¢ Hucku 1034 ACE
HHXHOHTOPH: |

TIpu icueHHe Ha chpAEYHa HeocTaThbHOCT oT Kiac [I-IV (NYHA) ¢ dpakums Ha v3TiacksaHe <40%
H npeaxoHo gevyeHue ¢ ACE HHxuburopy 1 OpUMKOBH JHYPETHLH, CHLUIECTBYBA PHCK OT
XHANepKaTHeMHs (TOTeHUMANHO ¢aTanHa), ocobeHo B ciryyaii Ha Heclla3BaHe Ha MPEIIOPBKHUTE 3a TA3H
koMOuHauma. [lpenu 3anouysaHe Ha kKoMOHHaLUATA TPAOBA Aa C€ YCTAHOBH JIHIICA HA XMITCPKATHEMHA
H OBOpeuHO yBpexnane.

[TpenopsuBa c¢ BHUMATENHO NPOCACIsIBaHe Ha KallueMUATa W KPCaTHHWHEMHATA MIPE3 TbPBHA MECCLI
OT JIEYEHUETO BEJHBK CCAMUYHO B HAYAJI0TO ¥ CNIE] TOBA.

Hecmepouonu npomusoewvsnarumennu cpeocmea (HCHBC), sruouumento ayemuacaruyiiosq
xucenauna > 3 g/oen |

Korato ACE unxu0Owutopu ce npunarat eqHoBpeMeHHo ¢ HCIIBC (T.e. aneTiicaniuunoBa KHCEIHHA
B CXEMH ¢ NIPOTHEOBL3NaAMTenHa Ao3a, COX-2 uuxubutopu 1 Hecenexturuu HCIIBC), Moxe na ce
HAMaJIH aHTHXHNEePTeH3HBHUAT edexT. EnHospemennara ynorpeba Ha ACE uaxuburopu 1 HCIIBC
MOJKe [a ZOBEJIE J0 NOBUILEH PHCK OT BJOLLABaHe Ha OB0OpeuHara QyHKINA, BKIIOMHTETHO BB3MOXKHA
ocTpa OB0peuHa HeAOCTATHYHOCT M IIOBHILABAHE HA CEPYMHHA KaNHi, 0COOEHO IPH NALMERTH C
HE3aI0BOJIMTENHA Npeaxoana 6ebpeuna ¢pyukima. KomGunaigra Tpabsa aa ce npuiara
BHHMATEJIHO, 0COOEHO B cTapuecka Bb3pacT. [launenTure Tpabea na OpaaT aIeKBATHO XHAPATHPAHH H
na ce HpBIIeHH-MOHHTO])HpaHe Ha 616peuHara GyHKIKMA ceN 3aN04BaKE HA CHITETCTBAILIO JIEUCHUE,
K4dKTO H IICPHOAUYHO CJIed TOBA.

Convmemeatiya ynompeoa, KoSmo u3uckeq 6HUMAHUE

Cumnamuxomumemuyu - |
CHMNaTHKOMHMETHLIMTE MOTAT Jia HaManaT aHTuxuneprensupHute edextd Ha ACE unxubutopure.

3namo

HHUTPUTOMHY peakLHy (CHMNITOMHTE BKJIKOUBAT 3aUepBABaAHe HA KOXATa Ha JIMLETO, TaZicHE,
MOBPBIIAHE H XHIIOTOHMA) ¢a OWIM CHOOHIABAHM PAJIKO MPU MALUHEHTH, JIEKYBaHH C HHXEKLIMOHHO
371aTO (HATPHEB aypoTHOMANAT) H ChIrbTCTBAINO JeyeHHe ¢ ACE MHXUOHTOp, BKIIIOYHTEIHO
nepHHAOIIPHI.

Cewvp3anu ¢ amaoounun

Conumemeauio npuagiCeHue e ce npenopbyea

Haumponen (urnghyzus)
IIpH >KMBOTHH ca HaOIIOAaBaHH CITy49ad HA JIETATHO KaMEPHO MBXKICHE H ChPAEeYHOCH
BPB3Ka C XHIIEPKATMEMHA CIIE]] MPUIOKEHHE HA BEPallaMiJl ¥ HHTPABEHO3CH JaHTPOJI
PHCKA OT XHIEPKATHEMHA € IPeNOPLUMTEAHO ChILTCTBAUIOTO ICueHUe ¢ OA0KEpH Ha
KaHaIH, KaTO aMITOMITHH Aa ce u30area IpH NatHEeHTH, NOAATAHBH HA MATHTHEHa XHIT
[IPH JICYEHUE HA MAJIMTHEHA XHIIEPTEPMHUAL.
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Cwnomcemeauio aeuenue, KOemo usuCKed CHEHUAIHO SHUMAHYE

Hnoyxmopu na CYP3A4

[Ipu eqHOBpEMEHHO NPHIIOKEHHE HA H3BECTHU HHAYKTOPH Ha CYP3 A4 nnazMeHaTa KOHLIEHTpaLHA HAa
aMJIOJIMITHH MOKe f1a BapHpa. [lopaau ToBa KPEBHOTO HalAraHe TpAdBa 1a ce NPOCIeasBa 4 fa ce
0OMHCITH afanTHpaHe Ha J03aTa KaKTO 10 BpeMe, Taka H Cliell AHOBPEMEHEH TIPHEM, OCODEHO Che
cuiiHy CYP3 A4 unaykropH (Hanp. pagaMITHLIH, 5KBJIT KaHTapHOH).

CYP3A4 unxubumopu

EnnoBpeMenHaTa ynotpeda Ha CHITHH WIH YMepeHH HHXUOuTOopH Ha CYP3A4 (mpoTeasHH
UHXHUOUTOPH, 2301TOBH AHTUMHKOTHUIIY, MAKPOTHAH KATO EPHTPOMHIIHH HITH KNApUTPOMHLIHMH,
BEpallaMrII HITH JWATHA3€M) MOXKE Ja JOBEAE KO IHAUMTENHO NOBHIICHUE HA EKCTIO3HIIHMATA Ha
amnoaunug. Knuuuanoto 3Havenue Ha Tesn QK Bapuauuy Moxe 1a Ob1e no-H3sBCHO B CTap4ecka
BB3pacT. Moxe Ja ce HaJIOXKH KIMHMYHO HaOMIOACHHE B aJanTHPAHE Ha /103aTa.

CohluecTayBa MOBHIIEH PUCK OT XHIIOTOHMASA NPH NAUMEHTH, IPHEMALIH KIapHTPOMHMLIKH H
amyionunuH, [IpenopbyBa ¢c¢ BHHMAaTENHO HAaOMOAEHUE Ha IaLIHCHTHTE, KOTaTO AMITOJHITHH CE

INpHJiara CHHOBpCMCHHO C KJIIAPUTPOMHUIIHH, -

Convmemeawa ynompeba, koamoe mpabea 0a ce uma npeoguo

[ToHwKaBaMAT KPHBHOTO HAIATAHE €PEKT HA aMJIOHIIMH JOIBIBA epeKTHTe Ha APYTH JIEKapCTBEHH
. MPOAYKTH C aHTHXHIIEPTEH3UBHA CBOHCTRA. -

Taxpoaumyc

ChINeCTBYBA PHCK OT HOBHILIEHN HHBA Ha TAKPOJUMYC B KPBBTA, KOTaTO CE IPHJIara €AHOBPEMEHHO ¢
aMIIOAMITHH. 3a 1a ce 3berse TOKCHYHOCTTA HA TAaKpOTUMYC, TIPHIOKEHHETO HA AMJIOJIHITHH NPU
NALMEHTH, JIEKYBaHH C TAKPOJNUMYC, H3UCKBA NPOCICAIBAHE HA HUBATA HA TAKPOJIMMYC B KPbBTA H
KOPHTHpaHe Ha 203aTa Ha TaKPOJIMMYC, KOTATO € MOIXOAAIO.

mTOR (Mechanistic Target of Rapamycin) unxubumopu

mTOR HHXHOHTOPM KATO CHPOTHMYC, TEMCHPOJIHMYC H eBeponaMyc ca CYP3A cyberpary.
AmnoaunyH e cnab CYP3A unaxuburop. [Ipu exnospemenna ynorpedba Ha mTOR nHxubUTODH,
aMJIOUIIAH MOXKE J1a NOBMIIH ekcno3uumata Ha mTOR nHxuOuTOpHTE.

Hurxaocnopun

He ca npoBexJaHH MPOYYBAHHA 34 IEKAPCTBEHU B3aUMOICHCTBHA ¢ LIHKIOCHIOPHH H aMIIOZIUITHH TIpH
3/IpaBH 10OPOBOJILM WK APYTH HOMYJIAIHH ¢ U3KITIOYEHHE TIPH NALHEHTH ¢ 0b0pevna
TPAHCIUTAHTALIHA, IPH KOUTO ca HaGaonaBaHy BapuaOWIHNA NOBHIICHH Ha HaH-HICKaTa
KOHIIEHTpalKg Ha muKocnopun (cpeano oT 0% - 40%). Tpadea na ce 00cbaAr NPOCNCIABAHE HA
HHBATa HAa LMKJIOCTIOPUH NpU natdenTH ¢ Obp0peyHa TpaHCIUTaHTALIMA, KOWTO MPUEMAT AMJIOTHITHH H
A03aTa Ha LIMKJIOCTIOPHH /Ia C€ HAMATH NPH HEOOXOIHUMOCT.

Cumsacmamun |
EAHOBPEMEHHOTO MPHJIOKEHHE HA MHOTOKPAaTHH A034 oT 10 mg amyoaHnHH ¢ 80 mg CMMBacTaTHH
BOZH A0 77% NMOBHIIIABAHE HA EKCTIO3HLHATA HA CHMBACTATHH B CPABHEHHE CbC CAMOCTOATEIHO
npWiaraH cumeacTaTiH. Jlosara Ha cHMBacTaTHH TpAOBa fia ce orpaiiyH 10 20 mg AHCBHO NpH
MALMEHTH HA AMJIOQHIIUH.

Hpyzu komounayuu
B npoyuBaHWA Ha KIHHHYHATE B3aHMOICHCTBHA, aMJIOUITHH HE NOBJIHABA (PapMaKOKHER
aTOpPBACTATHH, AMIOKCHH WIM BapQapHH. |

[IpunaraHeTo Ha aMJIOAMITHH 3a€HO ¢ rpeindpyT Win CoK OT rpeHNPpyT He Ce mpenopy
KaTO OMOHAIMYHOCTTA MOXKe Ja HapacHE NPH HAKOW NALMEHTH, KOETO a IoBeae A0 3ac
AHTHXHITCPTEH3UBHUTE €eKTH.
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Cevpianu ¢ komMouHayuama om REPUHOONPYUA Y AMAOCUNUH

Conomemaauyo aeuenue, Koemao H3UCKea CNeYUaiInG GHUMAHUE

barnoghen , |
[loTeHuMpaHe Ha aHTHXUNEPTEH3UBHUA edeKT. KOHTpOon Ha KPpEBHOTO HAJIAraHe H a/lalTUPAaHe Ha
J03aTA Ha aHTUXHIICPTCH3UBHHA MPOAYKT, aKO € HEOOXO0IHUMO.

Convmemeauia ynompeba, Koamo mpaded 0a ce umMa npedeud

Aumuxunepmensueny npodyxmu (kamo Gema-b610Kepu) u 6a300UIAMamopu

EnnoBpeMeHHaTa yrnoTpeba ¢ Te3H NPOAYKTH MOXKE [1a YBEINYH XHIOTCH3HBHHAA e(EKT Ha
NepUH/IONIPII U amnoaunut., EnHospemMernara ynotrpeba ¢ HUTPOTTHUCPUH U APYTH HUTPATH WM
NPYTH Ba3oJMIATATOPH MOXE NOIThHHTENHO Aa MNOHMKH KPBBHOTO HaJlAraHe H Nopajy ToBa TpaOBa
Aa ce M3BBPLIBA C MOBHILIEHO BHHMAaHHE.

Kopmuxocmepouou, mempaxosaxmuo
HamanasaHe Ha aHTUXHIIEPTEH3IHBHUA edeKT (3aApEKKa Ha COJIM H BOJA NopanH
KOPTHKOCTEPOHUIHTE ). |

Angpa-6r0kepu (npazosun, angyy3o3un, OOKCA303UK, MAMCYR03UH, MEPA3O3UH)
[ToBMIIEH AHTUXUNIEPTEH3IHBEH €PEKT U NOBUIIEH PUCK OT OPTOCTATHYHA XHITIOTOHHA.

Amughocmun
Moxxe 1a nOTeHUHMpAa AaHTHXUNEPTEH3MBHUS €(PEKT HA AMJIOIHITHH,

Tpuyurnuunu aumudenpecanmuy aHMunCUxomuyy/ anecmemuyu
IlopM1I€H aHTHXHNEPTEH3HBEH e(DEeKT H NOBUILIEH PUCK OT OPTOCTATUYHA XHITOTOHHS.

4.6 @eprHaHTEeT, OPeMEHHOCT H KhpMeEHe

Kato ce uMaTt npeaBua edekTHTE Ha OTACIHUTE KOMIIOHEHTH Ha TO3W KOMOHHHMPAH MPOAYKT BbPXY
OpeMeHHOCTTAa U KbPMEHETO: |

KombuHaupaTa 0T NEPUHACTIPUA H AMIIOJHITHH HE C€ MpEeNnopbyBa Npe3s MbPBUA TPHMECTBD Ha
bpeMeHHOCTTa. KOMOHHALHATA OT NEepHHIOMPHI H aMIOAHIIMH € NPOTHBONOKAa3aHa IIPe3 BTOPHA H
TpeTHA TPUMECTHP Ha DpeMEHHOCTTA.

KoMOUHALMATA OT NEPHHACTIPHI U aMIOAUIHH HE Ce TIpenopbuBa npu kKepMene. TpaOsa na ce zeMe
PELIEHNE JIAJH Ad c€ MIPEYCTAHOBH KBPMEHETO WM /1a ¢e MPEKPaTH NprueMa Ha KOMDHHAIIUATA OT
NEePHHAOIPHI H aWIOAMIINH, KaTO Ce B3eMe NPeIBH Ba)KHOCTTa Ha TOBa JICYEHHE 34 MaHKaTa.

Bpemennocm

CrBp3aHH ¢ NEPUHAOIPHUN

Ynotpebata ha ACE HHXHOHTOPH He Ce MperopbyBa pe3 MbpBHS TPHMECTHP Ha SpeMEHHOCTTa (BXK.
touka 4.4). Ynorpedara Ha ACE aHXHOHTOpH € NPOTHBONOKA3aHa Npe3 BTOPH ¥ TPETH TPUMECTHP Ha

OpeMeHHOCTTa (BXK. TOYKH 4.3 1 4.4).

EnuaeMHONOrHyHUTE AOKA3ATENCTRA OTHOCHO PHUCKA OT TEPATOreHHOCT CCH SKCTIO3HU
WHXHOHTOPH TIpE3 MBPBHA TPHMECTHP OT OPEMEHHOCTTa, HE Ca YOeAUTEIHH; MAJIKO 1IOB
pHCKa obaue He Moske J1a ce M3KmouH. OCBEH B CIYYaHTe, KOraTo HENPEKhCHATOTO JICH
HHXHOWTOPH C€ CUMTA'3a ChIEeCTBCHO, IALHEHTKHTE, KOWTO TUTaHHPaT OPEMEHHOCT,
HAaCOYEHH KbM AJITCPHATHBHH aHTUXHUIICPTEH3HBHH JIEUeHHUs, KOHTO ¢a ¢ YCTAHOBEH Ip
Ge30nmacHoCT 3a ynoTpeba mpu 6peMennocTt. Koraro ce IHarHocTHUHpa OpeMeHHOCT, Jit
ACE unxuburopu Tpabea ga 651 #He3adaBHO [IPEYCTAHOBEHO H 8KO € YMECTHO, Jia ¢ 3all
aJITEPHATHBHO JICUCHHE. | |

""""""""
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HapecTHO e, ue excrniozuumaTa npu JiedeHue ¢ ACE nHxuOHTOpH Npes BTOpHA H TPETHA TPUMECTBP
MHIYLHpA NpH X0pa PEeTOTOKCHIHOCT (HaMalieHa 6b0peyHa (pyHKIHs, OMHNOXHAPAMHMO3a, 3a0aBeHa
OCH(UKALMA Ha Yepena) U HEOHATAIHA TOKCHYHOCT {OBOpeyHa HeIOCTATEYHOCT, XHITOTOHHA,
xunepkanuemMus) (Bk. Touka 5.3).

IIpu excnosuiis Ha ACE HHXuGHTOP clieq BTOpUs TpUMeCTHD Ha OPEMEHHOCTTA, € NpeNnopbYHTe/IHA
yJITPa3BYKOBA MMpoRepka Ha OuOpeyHaTa GyHKIMA H Yepena.

Jlena, uanTo Maiikk ca npuemani ACE uHxubuTOop Tpaba Ja ObIAT HElpeKbCHATO HaOMOAABaAHH 32
XHNOTOHHA (BXK. Touku 4.3 u 4.4),

CBBp3aHH ¢ aMJIOIMITHH
be3onacHOoCTTa Ha aMJIOJIMITHH NMPH OPEMEHHOCT HE € YCTAHOBEHA MPH Xopa.

TIpyu npoy4saHus BEPXY SKMBOTHH ¢¢ HaOMONaBa PEeNPOLYKTHEHA TOKCHYHOCT IIPH BUCOKH 103U (BIK.
Touka 5.3). Ynorpeba npn OpeMeHHOCT c¢ MpenophuBa caMo ako HiMa Mo-0e30macHa aJITCpHaTHBa H
KOTaro camoto 3a0onMBale HOCH NO-TOJIAM PHCK 3a MadKata H IU107a.

Kvpmene

CBBp3aHy ¢ NepUHICTIPHI |
Toit KaTo NMMNICBA MH(POpMaLIMA 3a yrioTpebaTa Ha IEPpUHAOIPU NPH KEPMEHE, TICPHHAIOIIPHI HE CC

MpenopbuBa M ANTSPHATHBHH Jic4eHHs ¢ [10-100pe ycTaHoBeH Npoduia Ha 6e30MacHOCT APH KBPMEHE
ca 3a mpeanouYnTaHe, 0cobeHO MpH HOBOPOACHO WIH HEAOHOCEHO JIETE.

CBbp3aHy ¢ aMIIOAHITAH
AMJICIMITHH ce eKCKpeTHpa B KbpMaTa NMpH xopa. YacTra ot Ao3aTa Ha MAaHKaTa, 10JlyJyeHa oT

KBbpMa4eTO, € H3UHCIEHA ¢ HHTEPKBapTHIEH AHarazoH 3 — 7%, ¢ MmakcHMyM 15%. EdekTeT Ha
aMJIOZUIMH BEPXY KbpMaueTaTa € HeH3recTeH. Tpa0dBa na ce B3eMe peLICHHE JaiH Ja ¢€
NPOABDKH/IPEKPATH KBPMEHETO HIIH Ja €€ NPOIB/DKH/MPEeKpaTH JCYCHHETO ¢ aMJIOAMITHH, KaTo C€
B3E€ME MPEARKL 110N3aTa OT KbPMEHETO 3a JIETETO W M0J13aTa OT JICYEHHETO C AMJIOIMITHH 3a MaiiKara.

Depmurumem

Cebp3aHH ¢ NEPHHAOTIPHI
Hama edext BBpXY penpoRyKTUBHATA JYHKUNA WK PepTHIUTeTa.

CBLp3aHM ¢ AMJIOAHIHH

Hma crobimenns 3a 06paTHMH SHOXHMHYHH NPOMEHH B ITIABATA HA CHEPMATO30HIHTE IIPH HAKOH
NALMEHTH, JIEKYBAHH ¢ ONIOKepH Ha KAIIIHEBHTE KaHaH. KIITHHWYHHUTE JaHHH Ca HeOCTaThYHH 10
OTHOIUICHHE HA MOTEHIHMAHHA ¢(eKT Ha aMJIOIHITHH BBpXY ¢epTHIHTETA. B eIHO NpoyUBaHe C
ILTBXOBE ca HabN0JaBaHK HeXKeaHH peaKlMH M0 OTHOLICHHE HA MbKKHs GepTHIHTeT (BX.
TOuKa 5.3). |

4.7 LEdexT BLpXY Cn0C00HOCTTA 32 WodHpaHe H padoTa ¢ MAHIHHH

Hama ¥3BBpIIBaHH MPOYYBAHNUS 33 eeKTHUTE Ha KOMOHHALIHMATA OT NEPHHAONPHII # aMITOJUITHH BLPXY
CIIOCOOHOCTTA 33 WOdHpaHe H paboTa ¢ MaLIIHHH.

AMJIOJHITHH MOBIMABA B MAKa WIH yMEPEeHa CTened cnocoGHOCTTa 3a modupane u pabora ¢
MalllHHU. AKO NAUHEHTHTE CTpajaT ot 3aMaiiBaHe, rnasodoive, yMOpa, H3TOLIEHHE HTH rajl
crmocofGHOCTTA J1a Ce pearupa Moxke aa 6Obae ysepenesa. [penophiMTEIHO € 13 C¢ BHUMAE
HAYAIOTO Ha JICUEHHETO. |

4.8 Hexenans JeKAPCTEEHA PeAKIAH

a)  Pesrome Ha npoduiia Ha HezonacHOCT
Hali-uecTo choOIIaBaHUTE HEXeTaHH peakiiny, ChoOIaBaHu ¢ IEPHHAOTIPAI H aMIIOHII
MOOT/AETHO Ca: OTOK, COMHONIEHTHOCT, 3aMasgHOCT, raBobonpe (0cobeHo B HAYalOTO Ha J1ey
IACTEY3Us, TIAPECTE3Ns, 3PHTENHO YBpEKAaHe (BIIFOUNATEIHO UILTONMS), THHHTYC, CBETOB’E:[ITE}K
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chpueOHeHe, 3a4epRaBaHe, XUMOTOHHS (M ePSKTH, CBBP3aHH C XHITOTOHHA), JHCIIHES, KAlUIHIIA,
KopeMHa 00Jka, TaJieHe, MOBPLIAaHe, JUCHENCHS, IPOMIHA B HABHLMTE 3a Je(eKaliis, Tnapusi,
KOHCTHIALMS, NPYPUTYC, OOPHB, €K3aHTEMA, TIOAYBAHE Ha CTaBaTa (MOAyBaHe Ha Fe3eHUTe),

MYCKYJIHH CNa3MH, YMOpa, aCTEHHS.

06) Tabnuuyen cUCHK HA HEXKEJJAHWTE PEaKLIAH
CneguuTe HEXENAaHH PEAKIMH ca HAOIIOaBAHH 110 BpeMe HA KIIMHUYHH MPOYy4BaHHA H/HIH
MOCTMAPKETHHIOBHA NEPUO NPH ynoTpeda Ha NEPHHACHIPHI WIH aMJIOAUIINH, NPHEMaHH [TIOOTIEIHO
M OLIEHEHH CBHITIACHO CHCTeMO-opraHnaTa kiacHdukauus Ha MedDRA u npu ciieqHara 9ecToTa:

Mmuoro uects (=1/10); uectnn (>1/100 no <1/10); Hewectu (>1/1 600 no <1/100); peaku (>1/10 000 no
<1/1 000); muoro peaku (<1/10 000); c Heu3BecTHa YecTOTA (OT HAJIMMHHTE JAHHHM HE MOXe 1a Obze

HalpaBeHa OLICHKA).

MedDRA
CucreMo-opranes Kiac

HeskelaHH TeKAPCTBEHH peaKIHH

YecroTa

AMI0OANNIHA

Hepanagonpnn

Andexknun u uadectagun | Punur Heuectn MHoOro peaku
Hapymenns na kpnera B | EosuHoduiug - Heuectn*
JHEMOHATA CHCTEMA JlepKomneHHs/HEYTPOIIEHHS {BK. MHoro penxu | MHOrO peaku
To4Ka 4.4) -
ArpaHylOUHTO3a HIIH IAHUHTONEHHUA | - MHoro peakH
(BXK. Touka 4.4) '
TpomGorumToneHus (Bx. Touka 4.4) Muoro peaxu | MHOro peaku
Ex3znMHo 00ycioBeHa XeMOJTUTHYHA - MHoro peaxku
aHEeMHS TPH NMALMEHTH ¢ BPOJIEH
nedurmr Ha G-6PDH (8. TOuKa 4.4)
Hapymenns uHa HMYHHATA | CBPBXUYYBCTBUTEIHOCT MHoro peaxu | Heuectn
CHCTEMA
Hapymenus Ha CHHAPOM Ha HEa/ICKBaTHA CEKpELHA Ha | - Penxu
€HJOKPHHHATA CHCTEMA aHTHAMYpeTHIHUS XopMoH (SIADH)
Hapymennsa Ha XHMepriiMKkeMus MHoro peakH | -
mMeTabon3IMa 1 Xpaneneto | XunornukeMns (Bx. toukd 441 4.5) |- Heuectu™
XHUNOHATPUEMUS - Hevyectn™
Xunepkanuemus, oOpaTuma npH - Hewectu*
CriApaHe Ha JieueHHeTo (Bx. Touxa 4.4)
I[cuxEunn HapYMenns bezcbHHe HeuectH -
[IpoMeHH B HACTPOSCHHETO Heuectn Heuectu
( BKJIFOUHTETHO TPEBOXKHOCT) |
Henpecus Heuectu HeuecTn
HapyumieHus Ha ChHA - Heuect
Hapymennn na HepBHata | CoMHOJIEHTHOCT (ocobero B Hauanoro | YectH Heuectu®
CHCTEMA Ha JICYCHHETO) |
3aMaiiBaHe (0coOeHO B HAYANOTO Ha Yect YecTH
JeYeHHETO)
["'nasobonue (ocobeHo B Ha4anoTo Ha | HectH YectH
JICYEHHETO)
Hu3reysus HeuecTn
Tpemop Hegectn
XHIOeCTE3HA Heuectn
[TapecTesms HeuectH
CHHKoOn HeuecTH
XHNEepPTOHHUA MHoro penku
IlepuchepHa HeBpoONATHS MHoro pesiku
ExcTpanupaMUaHH HapyLI€HHS C HeusBecTHa
(ekcTpanMpaMUIeH CHHAPOM ) 4eCTOTA
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Mo3BUHOCHAOB HHLIMACHT, BEPOSTHO
BTOPHUYEH BCJICACTBHE Ha €KCUCCHBHA
XHITOTOHHA [IPH PHCKOBM NALHEHTH
(Bxk. TouKa 4.4)

Mmnoro peaku

NL/H/4995/001-004/1B/007
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O6BpKraHOCT Peaku MHoro penxu
Hapymenus Ha OMHTe HapyiueHHA Ha 3peHHCTO Yectr Hectu

Jnruionud - YecTn
Hapymenus Ha yXxoro 0 TuaHTyC Heuectn YecTH
JadnpunaTa Beprturo - YectH
Cobpaéunn napymeHus [Nanouranyn YectH Heuectn*

Taxukapaus Heuectn -

Crenokapans {BxX. Touka 4.4) - MHoro peaxu

Hudapkr Ha MHOKapa, BE3MOAKHO ‘MHoro peaky | MHoro peaku

BTOpPHUYEH MOpaaH IPeKOMepHa

XMIIOTOHHA NMPH MTALHEHTH C BUCOK

pHcK (Bx. TOUKA 4.4)

AputMua (BKTIOUHTeNHO Opaaukapaus, | HeuecTu MHoro peaku

KaMepHa TaXMKapaHs | HpeachpaAHO |

MBXK/IEHE)
Cb0BH HapymeHns 3auepBsABAHE HA JIULETO YecTtH Penxu

XunotoHHa (U epeKTH, CBbP3aHU C Hedectu YectH

XHUITIOTOHHA )

Backyaur Muoro peaxy | Heuectu*

(®enomeH Ha Raynaud - C HeW3ReCTHA

JeCTOTa

PecnupatopHn, rppaas B | 3a1yx HeuectH HectH
MEAHACTHHAIHH Kanunua HeuectH YectH
HapymicHHA bponxocnassom - Heuectu

Eo3zuHo(hWIHA MHEBMOHHSA - MHoro penku
CromMamBo-4peBHH I'uHrueanHa XHNepIuIasHs MHOro peiky | -
HAPYIIEHHS KopemHa 6onka YecTH YecTH

I'anene Yecru YectH

[TorphinaHe Heuectn YectH

Hucnencus YectH Uectn

ITpomsina B H3XOXKAAHUATA YecTH -

CyxoTa B ycTaTa HevectH HedecTH

Juapus YectH YecTH

Konctunauus Yectn YectH

[TaHkpeaTur MHoro peaxu | MHoro peaku

I'acTpur MHOro peaikt | -
Xenarobnanapuu XenaruT, XKbATCHHLA MHOro peakH |-
HAPYIIECHAN Xenarur — UHTOMATHYECH HITH - MHoro penku

XoaecTaTHYeH (BxkK. Touka 4.4)

[MoBHIneHN YepHOAPOOHH eH3UMH (Hak- | MHOIO peakH | -

YECTO ¢ X0J1€CTa3a)
‘Hapymenns Ha xoxata i | Enem na KBuHke MHoro peaky | -
NOAKOKHATA THKAH AHrgoeaeM Ha IMUETO, KpalHUIATE, Muoro peaxku | Heuectu

YCTHHUTE, IMCABULIMTE, €3UKa, [JI0OTHCA |

H/UITH NapHHKCa (BiK. TOUKa 4.4)

Epurema MynTHQOpME MHoro penxu

Anonenus Heuectu

[Typnypa HeuecTH

[IpomMsaHa B LIBETA Ha KOXKATA Hevectu

XHANepXUapo3a Hewectn

Ipypuryc HeuecTH
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ObpHB, €K3aHTEMa HeuectH YecTH
Yprukapus (Bx. Touka 4.4) Heuectn HeyectH
CunnpoM Ha CtuBbHC-J[DKOHCEHH Mmuoro penkH | -
TokcuuHa enHaepManHa HEKPOJIH3a C Hen3BecTHA | -
4eCTOTA
ExcdonnatBeH JepMaTHT Muoro peaku | -
Paakuud Ha GOTOUYBCTBHTEJHOCT Muoro penku | Heuectu*
O6oCTpAHE HAa NICOPHAZHC - Penku
ITemdurona - HeuecTu™
Hapywenns Ha Mmyckyano- | OTok Ha cTaBuTe (OTOK Ha raesenute) | YecTn -
CKeJIETHATZ CHCTEMA H ApTpanrus Heuectu Hevectu*
CHeIHHHTE/IHATA ThKAaH Muanrus HeuecTH HeyecTn*
| MyckyaHH CIIa3MH YecTtH YecTH
bonka B repba Heuectu -
Hapyweuna 13 0L0penure | Mukumonuy Hapymenus, HUKTYPHs, Heuectn -
H NMAKOYHHTE¢ IbTHIIIA HOJ'I&KHYPI’IH
bpbpedHo yBpekaaHe - Hedectr
AHYpUA/ONULYPHS - Penku
Octpa 6B0peyHa HeJOCTATEYHOCT - Penxu
Hapymennsa Ha I'nHekoMacTus Heuectu -
penpoayKTHBHATA CHCTEMA | EpexkrunHa AUCHYHKIMA HeuecTn HeuecTu
H rbpAATA
O6mn napywends H Orok MHoro yecty | -
epeKTH Ha MACTOTO HA IlepugepeH oTok - HeuectH
HPHJIOKECHHC YMopa YectHt -
I'ppana Oonka HeuecTu Hevectn*
ACTeHHS YecT YecTH
boika HeuecTH -
HepasnonoxeHue Heuectn Heuectn™*
IInpekcusd - HeuecTtn*
H3cneaBannsg [ToBHIaBaHe Ha TEAECHO TETNO, 3aryba | HedectH -
Ha TEHECHO TEIIIO
IloBuieH OWIHPYOHH B KPBBTa - PeikH
[TopHIIaBaHe Ha YepHOOPOOHUTE - Penxn
E€H3UMH
[TopriaBane Ha ypesaTa B KpbBTa - Heuectu*
IToBpHINEH KpEaTUHHH B KPBBTA - Heuwectn*
ITonwkaBaHe Ha XeMOriIoOMHA H - MHoro peaxu
XEMATOKPHTA
Hapanapanns, orpassannsa |[lanane - HeuecTn*
H YCJIOKHEHRS, |
Bb3HHKHAJIH B Pe3yJITAT HA
HHT¢PBEHIHA

* Yecmoma, u3nuciena na 6a3a Ha KIUHUYHY U3NUMEANUA 34 HEXCERaHY CoOumua, ROAyYeHY om

CHORMAHRY CoODIYEeHUR

CrobliiaBane HA NOAO3IHPAHH HEXEJIAHH PEAKLHH

CroOmaBaneTo Ha MOJO3MPaHH HEXKeIAHH PeakLuHM Cjie/] paspellaBaHe 3a ynorpeba Ha
NPOAYKT € BaXHO. TOBa MO3BONABA J1a [TPOJIBIKH HADIIOACHHETO HA ChOTHOWIESHHUETO 1
JNIEKAPCTBEHHS TTPOAYKT, OT MEIHLIMHCKHUTE CIIELMATHCTH C€ H3HCKBA Jla ChODINABaT BCS
NOJO3HpaHa HexelaHa peakius Ypes U3MbaHUTETHA areHI|s 1o IEKapeTBaTa, yi. ,,/ia
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcaiiT: www.bda.bg.
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4.9 Ilpeposupane
Hama undopMaliya 3a npeno3HpatHe ¢ KOMOMHALMATA OT NIEPHHAOIPUI H aMJIOAHITHH [IPH XOpa.
3a aMJIOAMIIMA OMHUTHT ¢ NpeAHAMEPEHO MPEAO3HPAHE NPH XOPa € OTPaHHYCH.

Cumnmomu: OT HATMYHUATE JaHHH MOKe A ¢€ NPEAnoaara, 4 MpH rojiiMo npeao3upaHe Moxe 1a ce
CTHrHe 10 M3paseHa neprdepHa BazounaTalMs ¥ Bb3MOKHa peduiekcHa Taxukapansi. Mma
CHOOIICHHA 32 H3Pa3€HA W BEPOATHO HPOAB/DKHTEIIHA CUCTEMHEA XHITOTOHHA JI0 H BKJIHOYHTEIHO HOK C
daTtaneH kpaii.

Hekapnuorenen Genoapoben oTok ce ¢hobLaBa psaako Karo [o¢IeAnla OT NpeAo3Hpane ¢
aMJIOZMITHH, KOMTO MOXE JIa C€ NPOABH ChC 3a0aBeHO Hadyano Ha eekra (24-48 vaca caen
IOrTBINAHE) H a H3UCKBA H3KYCTBEHA BCHTHIALMA. PaHHUTe peaHHMallHOHHH MEPKH (BKJTIOUHTEITHO
HATOBAPBAHE ¢ TEUHOCTH) 3a NOATbPKaHE Ha nepdys3HaTa U cbpaeuHus 1e6HT Morar aa Obaar
YCKOpsBallH (akTopH.

Jeyernue: KIMHUURO JHAYMMATA XUNOTOHKS TIOPAAY NPEAO3IupaHe Ha aMIOAUNNH H3NCKBA AKTHBHO
CBPACYHOCHAOBO MOIBPAKALIC JICYSHHE ¢ HECTO MOHHTOPHpPaHe Ha ChpASYHATA U JHXATECTHA
$GYHKILMS, NOCTaBAHE KPAHHHLIMTE HA BHCOKO H BHHMaHWe KbM LIAPKYIAaTOpHUsA 00eM H OTIe/IeHaTa
ypHHA.

BazokoHcTpHKTOp MOXE ia 6BAe moJie3eH 3a BB3CTAHOBABAHE H& CHAOBUS TOHYC H KPBBHOTO
HaJIAraHe, pH NOJIMKEHHE, Y€ HAMA NPOTHBOINOKA3aHHUA 32 NPHIOKEHHETO. MHTPaBeHO3CH KallUER
TIIIOKOHAT MOKe 12 Oblie nolie3eH 3a odphiane Ha edekra oT 0I0KaJATa HA KaIMEBHTE KAHAIH.

B HakoHM ciTydan MoXe Ia € 100pe /1a ce HaNpaeH cToMalneH jlaBak. [IpH 31paBu nOOPOBOIIH
yrnorpebaTa Ha akTHBEH BBIJICH 10 2 4aca CJie/i MPHIOXKEHUeTO Ha aMmiionunkH 10 mg noHWwkasa
abcopOuuaTa Ha AMJIOJAMIIHH. - |

TBH KaTO aMJIOZMIHH € C BHCOKA CTENeH Ha MPOTEHHOBO CBBP3BAaHE € MAJIKO BEpPOATHO IHAIN34aTa 1a
'ObAe MOJIS3Ha.

3a NEepUHACIIPHI JaHHHUTE OTHOCHO NPeAO3HpaHe MPH Xopa ca OrPaHHMEeHM.

Cumrrromure npH npeno3upare Ha ACE HHXUOHUTOpH Morart Ja BKIKOYBAT XHITOTOHUS, UPKYIATOPER
HIOK, €JEKTPOIHTHH CMYILEHHS, Ob0peuHa HeAOCTATEYHOCT, XHIICPBEHTHNAIHA, TAXHUKAPANY,
NannuTauuy, OpaaukKapams, 3aMaiiBaie, TPEBOKHOCT H KAULUTHLIA.

[penopbYMTENHOTO JIEYEHHE NPH NIPeAo3HPaHE € HHTPABEHO3HA HH(Y3HA Ha HOPMAJICH
(u3ronoruuen pazreop. Ilpu nossa Ha XHIIOTOHUS, MALIHEHTHT TpAOBa Aa ObAe NOCTABEH B LIOKOBO
OTIOXKEHHE, AKO HMa BBL3MOMKHOCT, MOKE Ja ce OOMUCIHM JieueHHe ¢ HH(Y3ua Ha aHTHOTEH3HH 11
W/ HHTPABEHO3HO NPUIIOKEHHE Ha KaTeXxoNamMuHH. ITepuHIOTIPIT MOXKeE Ja ¢e OTCTPaHH OT
CHCTEMHOTO KpbBooOpalleHHe ¢ Xxemoauain3sa (BxX. Touka 4.4). JledeHue ¢ NEHCMEHKEP € NMOKa3aHo
MpH pe3UCTENTHA Ha JiedeHHe Opamukapaas. Uecto Tpabea ja ce HabmomaBar JKH3HEHUTE TIOKa3aTeH,
CEPYMHHTE ENIEKTPOIMTH M KOHLEHTpailuATa Ha KPEaTHHHH.

5. ®APMAKOJOTHYHHN CBOMCTBA
5.1 PapmMakoaHHAMHYHH CBOHcTBa

dapmaxorepanesrruna rpyna; ACE nHxuOHTOpH M ON10KepH Ha KAILHCBHTE KaHAJIH,
CO0SBBO04.
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Hepundonpui

MexaHu3bpM Ha AcHCTRUE

[epuHaonpun € HHXHOUTOP Ha eH3UMa, KOWTO KOHBEPTHpPA aHTHOTEH3HH | B aHrHoTen3uH 11
(anrdoTensuH koneepTHpail ensuM ACE). KoHBepTHpaMAaT €H3HM, WIM KHHA33, € eK30MeNTHAa3a,
KOSITO MO3BOJ/IABA NPEBPBIIIAHETO HA AHTHOTEH3MH | BbB Ba30KOHCTPHKTOPEH aHTHOTEH3KH 11, KakTo u
NPHUKHSBAHE HA PasTPaKAaHe Ha BA30OAWIATATOPA OPalMKHHHH B HEAKTHBEH XEIITanenTH,I.
ITotuckanero Ha ACE Boan 1o Hamanerue Ha aHruoTeHsuH I B IasMara, koeTo BoH A0 [IOBHILIEHA
AKTHBHOCT Ha ILTa3MEHMs PeHUH (upe3 MOTUCKAaHE Ba 0OpaTHATA BPh3Ka HA pEHHHOBOTO
OCBODOXK/IABAHE) W HaMaJleHa cekpelna Ha angoctepon. Twit karo ACE wHakTHBHpa OpaguKuHUHa,
notickadeTo Ha ACE BOAH W 10 MOBHILIEHA aKTHBHOCT HA LHPKYJIHPALIUTE W JIOKANHH KAJIAKPEeHH-
KHHUH CHCTEMH (a Taka M akTHBHpaHe Ha MPOCTarjafIHHOBaTa CHCTeMa). BE3MOXHO € To3u
MEXAHU3BM Ja JIONIPHHACA 33 HAMAJIABAIIOTO KPLBHOTO HanaraHe aeiicTeie Ha ACE uHXHOMTOpHTE H
€ YaCTHYHO OTTOBOPHO 34 HAKOHW OT TEXHHUTE CTPAHUYHH €(PeKTH (HAMp. KallTHLA).

[lepunponpun neicTBa upe3s cBOs akTHBEH MeTabonuT, nepurgonpwiaT. OcTaHauTe METabONUTH He
NMOKa3BaT HHXHOHTOpHA akTHBHOCT o oTHolenue Ha ACE in vitro.

KinHHYHa ehHKacHOCT H Be30macHOCT

XUMEPTOHHUA

[lepunaonphn € aKTHBEH BBB BCHYKH CTENEHH Ha XHIEPTOHHMS: JiEKa, yMEpeHa, Texka; Habnoaasa ce
HAMAJICHHE HA CHCTOJIHYHOTO H AHACTOTHYHOTO KPbBHO HAJIATAHE B JIETHAIO U H3NPABEHO
NIOJIOKEHHE.

Ilepunaonpun HaMaIABa CbAOBATA PEIUCTEHTHOCT, KOETO BOAM IO NOHIDKABAHE HA KPHBHOTO
Hansrade. B pesynrar, nepudepHuST KPEBEH TOK HApacTBa, O3 TOBa Ja HMa edeKT BbpXY
CBhpPJICYHATA YeCTOTa,

Kato npasuio 6b0peunusaT KpEBOTOK ¢€ MOBHINABA, JOKATO CKOPOCTTA Ha [NIOMEPYJIHATA QUITPaLlis
(CI'®) 0OMKHOBEHO € HEMPOMEHEHA. |

AHTUXHICPTEHIMBHATA AKTHBHOCT © MAKCHIMATHA My 4 1 6 Haca el enMHUYHA 1032 H ce
MOIABPKA HaW-MANKO 24 yaca: MUHAMANHMTE ediekTH ¢a okono 87-100 % oT MakcuManHuTe edekTH.
| lonmkeHHeTO Ha KPLBHOTO HajIsAraHe ce pa3sBHBa Obp30. [lpu pearnpalliiTe Ha JleUeHHETO NALKWEHTH,
* HOPMAJH3UPAHE CE HOCTHra 10 €IMH Mecell H NPOIBIDKABa Aa ce MOANbPkKa 6e3 MoABRa Ha
TaxH(pHIaKCHA.

CriHpaHeTo Ha JIEYEHHETO He BoAHM 10 o0paTen e(ekT.

[lepuHaonpHA HAMaNIABa EBOKAMEPHATa XHIIEPTPOdHS.
[1pu xopa, nepMHAOMIPHA 10Ka3aHO NPOABABA BA30AUIATATOPHH CBOiCTBA. Toll noxobpasa

€JIaCTHYHOCTTA HA TOJIEMHTE apTepHH H NOHWKABA ChOTHOIIEHHETO CTEHA/JTYMEH Ha MaJIKMTe
apTepHH, |

CrabuinHa kopoHapHa Sonect
ITpoyusanero EUROPA € MHOTOLIEHTPOBO, MEXTYHAPOAHO, paHAOMUIHPAHO, JBOHHO-CHAIO,

KOHTPOJIMpaHO ¢ TUTaLe00 KITHHMYHO NPOyYBaHe, MPOAB/DKWIO 4 TOIHHM.
12 218 naupenTH Ha BB3pacT Haj 18 roAHHH ca paHAOMHU3HpaHH Aa Noiyyar 8 mg nepuHAQ

(n=6 108).

IIpoyyenata nomysanns e ¢ JaHHH 3a KOpoHapHa 6onecT Ha chpleTo 6e3 AaHHHM 3a KM
NpOofBE€Ha CBhp/CHHA HeNoCTaThYHOCT. Q0o 90% oT manMeHTHTE ca ¢ MpeaXoAeH MHO
MH(ApKT W/WIH NpeAXonHa KOPoHapHa peBacKyiapr3auya. [Iopedero oT malHeHTUTE ca &1
JIEKApCTBO IO IPOYYBAHETO B 2OMBJIHEHHE KbM KOHBEHIHOHAIHO JIEYEHHE, BKIIIOUBALIO N\
TPOMOOLIUTHH HHXHUOUTOPH, NPOAYKTH 34 NIOHIKABAHE Ha THOKANTE H GeTa-6oKepH.
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OCHOBHHMAT KPHTEPUH 32 €HKACHOCT € ChCTABEH H BKITIOYBA ChPAEYHOCHROBA CMBPTHOCT, HedaTaneH
MHQAPKT Ha MHOKAP/JA H/IUTH ¢hPIEUEH apecT ¢ YCNeiHa peanaManus. Jleuernero ¢ 8 mg
NIEpHHIOIPHII TepT-OyTHnaMuH (eKBHBaJIeHTHH Ha 10 mg NepUHAONPWIOB APrHHHH) €/AHH BT
JAHCBHO BOAM J0 3HAYMTEITHO aOCONIOTHO NOHMKEHHE HA OCHOBHATa KpaiiHa Touka ¢ 1,9%
(OTHOCHTENTHO MOHIKEHHE Ha pucka ¢ 20%, 95%CI [9,4; 28,6] — p<0,001).

[1pu nauMeHTH ¢ aHaMHe3a Ha MHOKapAeH MHQAPKT WA peBacKyaapH3aimd, ce Habmoaasa
abcoMoTHO Hamanerue ¢ 2,2% chotBercTBao Ha RRR ot 22,4% (95%CI [12,0; 31,6] — p<0,001) B
OCHOBHATA KpaiiHa TOYKa B cpaBHEHHeE ¢ IU1anedo.

Hannu om xaunyunume npoyueanus 3a 080tHaG OROKAOG HA CUCIEMAMA PEHUH-AGHZUOMEH3UH-
anoocmepor (PAAC)

JiBe ronemMu panaoMusupann konTposupaki npoyusanmi — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Texymo rro6antio H3NHTBaHE 32
KpaiHH TOYKM Ha TEIMHCApPTaH, CAMOCTOATENHO H B KomOuHa1a ¢ pamunpwi) 1 VA NEPHRON-D
(KimaHu9HO npoy4yBaHe CBBP3aHO C pa3BUTHE HA HedponaTHsa NpH AHabeT, NpOBEISHO OT
MuuHCTEpPCTBO MO BENPOCHTE HA BETEPAHUTE) — NMPOYYBAT yrorpedara Ha komOunarmsata oT ACE
HHXUOHTOP U aHruoreHsuH I peernrropeH 61o0kep.

-ONTARGET ¢ npoyuBane, npoeeaeHo npd MalMeHTH ¢ aHaMHe3a 3a ChP/ICYHOCHAOBE HilH
MO3BYHOCHR0OBA 00JIECT, WK 3axapeH AuHadeT TUN 2, NPHAPYKEHH C JaHHHU 33 YBPEKAAHE Ha
edextopiu oprand. VA NEPHRON-D e npoyuBaHe npu anHEHTH Che 3axapeH AHAa0eT THH 2 1
auadeTHa HedponaTus. |

Te3n nMpoy4BaHMa HE NOKA3BaT 3Ha4HUM GyaronpuaTeH edekT BepXy Op0peunuTe WM
ChPACYHOCHAOBUTE MOCIIEAUIIR H CMBEPTHOCT, KaToO ChUIEBPEMEHHO ¢a HA0MIOAABAHH HOBHIIEH PHCK
OT XHIIEPKAJTMEMHS, OCTPO yBpeXKIaHe Ha OB0pemTe WU XMNOTOHHA B CPABHEHHE C
MOHOTepanuaTa. Karo ce umar npeBua cXoAHUTE HM (hapMaKOAUHAMHYHH CBOMCTBA, TE3H pe3yTaTH
ca pHAoKUMH K 3a Ipyru ACE nHxuburopd ¥ anruotensuH I peuenropHH OokepH.

ACE unxuburopu v anrnorensu Il peuerrropau 6iiokeps cneopatenHo He TpsOBa 1a ce H3MON3BAT
€IHOBPEMEHHO MpH MALUEHTH ¢ AHabeTHa HedponaTus. -

ALTITUDE (KnuHHYHO npoy4BaHe MpoBeaeHO ¢ AMMCKUPEH NPH MALMEHTH ChC 3aXapeH Anader
THIT 2 ¢ U3NON3BAHE HA CHPASYHOCHAOBN M OL0peunn 3a0onaBanis KaTo Kpakiiu TOUKM) € NPOyYBaHe,
peAHA3HAYEHO a U3ChaeIBa Noia3aTa oT Jo6aBAHETO Ha aTHCKHpPEH KBM cTaHaapTHa Tepanus ¢ ACE
HHXHOHMTOP WIH aHTHOTeH3uH 1] peuenTopeH GJIOKEp NPH NALKEHTH ChC 3aXapeH auader THI 2 U
XPOHHYHO OBOpeuno 3a00nsBase, CLpAEYHOCHA0BO 3abonaBane wiu U ABete. [Ipoyusanero e

' IPEKPATEHO NPEKACBPEMEHHO 110paay NOBRILCH PHCK OT HebnaronpuaTHH nocneAruH. Kakro
ChbpACYHOCHIOBATA CMBPT, TAKA H HHCYJITHT €& [I0-4ECTH B IPYNAaTa Ha AJIHCKHPEH, OTKOJIKOTO B
rpynara Ha ruanefo, a npeacTaB/lsBAIHTE HHTEPEC HEXKEIAHH CEOMTHA H CEPHO3HH HEXKEIaHH
CHOMTHA (XHIIEpKAIMEMHUS, XUTTIOTOHHA H OBOpevHa AuchYHKIMA) ce ChoDIIABaT Mo-4ecTo B rpynara
Ha ATHCKHUPEH, OTKOJIKOTO B rpynara Ha riauedo.

Amnoounun

MexaHM3BEM Ha NeicTBHE

AMJIOIHITHH € HHXHOHTOp OT IWXHAPONMHPHAMHOBATA CPYNa Ha MH(IIYKCa Ha KAIMEBATE HOHU
(6apen Onokep Ha KAHAJIHTE MJTH AHTAOHKCT Ha KAJILMEBUTE HOHH) H IIOTACKA TpaHCMEeMOpaHHHA
HHQIYKC Ha KATUUEBH MOHH B ChP/IEYHATA U CHAOBA [VIAAKa MYCKYJaTypa.

. AMIIonUNMH Junatdpa neprgepHHATe apTEPHONIH H Taka HaMaaBa o01110To nepHik

Y€CTOTa OCTaBa CTabWIIHA, TOBA pa3TOBAPBaHE HA CEPLIETO HAMAJISABA KOHCYMALIMSTS
OT CHPJACHHUAS MYCKYJ H KHCIIOPOAHHATE NOTPeOHOCTH.
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. MeXaHH3MbT Ha felicTBHE Ha aMITOMIIHH BEPOATHO BKJIIOYBA M AWIATALAS HAa OCHOBHHTE
KOPOHapHH apTEPHH H KOPOHAPHHTE apPTEPHOJIH, KAKTO B HOPMAJTHHTE, TaKa H B HCXEMHUYHUTE
yuacTblH. ToBa qUnaTHpaHe MOBHOIABA MOABAHETO HA KHCIOPOX KbM MHOKapaa pH
MALHEHTH CBC CIIa3hM Ha KOPOHApHWTE apTepHH (aHTvHa Ha [IpuHumeTan).

KnuHuuna edukacHOCT M 6e30nacHOCT

IIpu nauHeHT ¢ XHNEePTOHHA, TO3HPAHETO €UH ITHT JHEBHO OCUTYpABa KIIHHHYHO 3HaYHMO
IOHWXKEHHE HA KPHBHOTO HAJATaHE KAaKTO B JIETHAJIO, TAKA M B H3MPaBeHO MOMOKEHHE MPe3 LIETHA
UHTEpBa oT 24 yaca. [lopaau 6aBHOTO HAYATHO AeHCTBHE, OCTPATA XHIIOTOHHA HE € XapaKTepHa 3a
IPHIOKEHHETO Ha AMJTOTATIMH.

ITpu NauHeHTH CbC CTEHOKAPAMA, IIPHIATAHETO €/IHH ITHT JHEBHO HA aMJIOKXHIIUH TOBHILEBA 001LOTO
BpeMe Ha (U3HYECKO HATORAPBAHE, BPEMETO A0 HAYaAIO HA CTEHOKApPAHUSA IIPHCTHII H BPEMETO 10
NoTHCKaHe ¢ | mm Ha ST cerMeHTa, KATO HAMANABA KaKTO Y€CTOTATa HA CTeHOKAPAHHUTE IPUCTHIIH,
TaKa H KOHCYMAallHATa Ha TaDNeTKH rITHICPWITPHHHTPAT.

AMJIOOMITMH HE C€ CBBP3BA ¢ HexKeNTaHW MeTabOIUTHH e(eKTH WIH NPOMSHA B IUIA3MEHHUTE JTMITH/IH H
€ TIoAXoAqu] 3a ynorpeda nNpH NaLMEeHTH ¢ acTMa, AMabeT H noaarpa.

Hcexemmana Gonect Ha cupriero {(UBC)

EdexTiBHOCTTa Ha AMJIOHNMHE B IIPEJOTBPATABAHE Ha KIHHHYHH chOHTHA npH nauvenTH ¢ UbC e
OLIEHEHO B HE3aBHCHMO, MHOTOLEHTPOBO, PAHIOMH3HPAHO, JBOHHO-CIIATIO, KOHTPOJIHPAHO ¢ IIanedo
npoyuraHe Ha 1 997 mauuent; CpaBHeHHe HA AMJIOJHIIMH C ©HAJIATIPIJI TIPH OrPaHH4aBaHe [10ABATa
Ha TpoMOo3a (Comparison of Amlodipine vs. Enalapril to Limit Occurrences of Thrombosis
CAMELOT). Ot Te3u nauueHTH, 663 ca meKyBaHU ¢ aMmnoaunuy 5-10 mg, 673 ca jiekyBadu ¢
eHananpun 10-20 mg n 655 nmanmeHTH ca noJydaBail mianebo B AOIBIHEHHE KbM CTaHAapTHO
JIEYCHHE CBC CTATHHK, OeTa-Onokepu, AMypETHLM ¥ aCTHPUH B MPOAB/DKEHHE Ha 2 TOIMHH.
OCHOBHUTE pe3yNTaTH M0 OTHOIIEHHE HA €(PHKACHOCTTA ¢a npezctapeHH Ha Tabnuua 1. Pesynrature
MOKAa3BarT, 4Ye JIEYEHHETO ¢ AaMJIOJMIIMH e CBBP3Ba C M0-MaJKO XOCMHUTANU3aLHK 32 CTEHOKapAHs U
npouedypH 3a peBacKynapusaumsa npu naupeHTH ¢ UbC.

Ta6anua 1. YectoTa na 3paiuMu KiHHEHYNE pesyarata B CAMELOT
CoupaeunochaoBu cubHTHI, Opoii (%) AmoaunuH cfy manebo
Pesynratn Amnogunud | Ilnaoebo Enananpun | KoeduuueHT Ha P
pucka (95% Cl) | cTolHOCT
IIspBHYHA KpaifiHa TOYKa
CohpaeyHoCchIOBH 110 (16.6) 151 (23.1) 136 (20.2) 0,69 (0,54-0,88) 0,003
HEKETaHH CHOMTHS -
WHaHBUTYATHY
KOMIIOHEHTH
Koponapna 78 (11,8) 103 (15,7) 95 (14,1) 0,73 (0,54-0,98) 0,03
PEBACKyIapH3ALKA
XocnuTanu3anus 3a 51 (7,7) 84 (12,8) 86 (12,8) 0,58 (0,41-0,82) | 0,002
CTEHOKapAus |
Hedaranen UM 14 (2,1) 19 (2,9) 11(1,6) 0,73 (0,37-1,46) 0,37
HUncynt win TIA 6 (0,9) 12 (1,8) 8(1,2) 0,50 (0,19-1,32) 0,15
ChpaeyHOCHA0Ba CMBPT 5(0,8) 2(0,3) 5 (0,7) 2,46 (0,48-12,7)
Xocnuranuzauus 3a 3CH 3 (0,5) 5(0,8) 4 {0,6) 0,59 (0,14-2,47)
Peanvmupan cbpieyeH 0 4 (0,6) 1(0,1) NA
apect -
Hosonoaeuna ce 5{0,3) 2(0,3) 8(1,2) 2,6 (0,50-1
nepudepHa cpA0Ba
bostecT

Cokpamenua: 3CH - 3acrofina cppaeuna Hepoctarbuuoct; Cl - ZOBEpHTEIEH HHTEPBAN,
uHbapKT Ha MUOKapaa; TIA - mpexoaHo HapyIIeHHE HA MO3BYHOTO KPEBOOOpallCHHE.
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CrpaeyuHa HEAOCTATBYHOCT
XeMoaNHAMHUYHH NMPOYYBAHHA M MPOBEIEHH Ha 0a3a PU3MYECKO HATOBapBaHe KOHTPOIHPaHH

KJIMHHYHH W3NHTRaHHA npH naupenTH ¢ Knac II-1V cepaeuna HenocrarsunocT no NY HA nokassar,
ye aMJIOAMITHH HE BOAM N0 KITMHHYHO BIOILABAHE CHIOPE] U3MEPEHNS Ype3 TOMEpaHe KbM (PH3IHIECKO
HaTOBapBaHe, ()PAKLKS Ha U3TIIACKBAHE HA JIABATa KaMepa H KIHHHYHA CHMITTOMATOIOT U,
Konrponupano ¢ wianeto npoyusase (PRAISE) npe/iHasHadeHo 3a oleHka Ha naupentu ¢ Knac 111-
- IV cepaeuna HemoctaTsuHOCT Mo NYHA, nony4aBamu AHrokcHs, guypetiid 1 ACE HHXHOHTOpPH
MOKa3Ba, 4€ AMIOJUIHH HE BOIH J0 NOBHIABAHE HA PHUCKA OT CMBPTHOCT WIHM KOMOHHHpaHa
CMBPTHOCT H 3a001¢BaeMOCT CbC ChPACHHS HEAOCTATBMHOCT..

[Ipi npocieaspanio, MPoABIKHTEIHO, KOHTpOIHpaHo ¢ mianebo npoyusane (PRAISE-2) Ha
aMNOIHITHH NpH NauueHTy ¢ Kiac I11 1 1V cppaedHa HegocTaTkuHOCT Mo NYHA 0e3 KiTHHH4HH
CHMITTOMH WIH 0OEKTHBHH HAXOKH, IPpeIonaray Wi o0yclaBsiH HCXeMHYHO 3a60/1sBaHe, Ha
cTabHiTHH 1030 ACE nHXuOWTOPH, AUCHTATHC M JIMYPETHLY, AMTOJHITHH HAMa eekT BBpXy 00mara
ChPACYHOCHAOBA CMBPTHOCT. B ¢hinaTa noMmyalus aMIOJHIIHH ce CBBbP3Ba ¢ NOBEeYE CHOOIUEHHS 3a
benoapobeH OTOK.

Hznurpane ¢ neveHre 3a npopHiIakTuka Ha cbhpaedeH npucThil (ALLHAT)

PangoMu3npaHo, JBORHO-CIIATO IPOyYBaHe BEPXY 3a60I€BAEMOCT H CMBPTHOCT ChC 3arfiaBHe
Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)
(M3NHTBaHE HA AHTHXHIIEPTEH3HBHO H HAMAJIABALIO JIMITAANTE JICYECHHE 33 TIPEIOTBPATABAHE HA
ChpAeYEH MPUCTHIT) € TPOBEACHO 3a CPAaBHABAHE Ha MO-HOBHTE TEPAHH: aMJIOIHIHH 2,5-10 mg/neH
(6nokep Ha KamumMeBUTE KaHad) ik musaHonprt 10-40 mg/nen (ACE nHxuOHTOp) KAaTO MBPBH
H300p H THASHIAHMA JHYPETHK XJIOpTanHIoH 12,5-25 mg/neH nMpH JieKa 10 YMEPCHA XHITEPTOHHS.
O6mo 33 357 nauueHTH ¢ XUINEPTOHUS Ha BB3PacT 55 WiIH NMOBEUE TOAMHH €& paHIOMH3HpaH H
[pocieacHu cpeaiHo 4,9 roaunn. [TauuenTHTe ca UMAJIH Hall-MaJIKO €IMH JOMBJIHUTENICH PHCKOB
hakxTop 3a KBC, Brinoumrentio: npeaxoneH HHGAPKT Ha MUOKApAa WITH HHCYIT > 6 Mecelia Npenn
BKJTIOUBAHETO WilK JOKYMEHTAlMA 3a Apyro arepockiepotudHo CC3 (obmo 51,5%), auaber Tum 2
(36,1%), HDL-C < 35 mg/dl (11,6%), nesokamepHa xuneprpodus, auarsoctauupara ¢ EKT 1nn
exokapanorpadus (20,9%), Hacroamu mywadH (21,9%).

OcHoBHaTA KpaiHa Touka € ¢beTaBHa ¢ datanna KbBC win Hedaranen muokapaeH HHpapkr. Hama
3HAYRTENIHH PA3IHKH B OCHOBHATA KpaiHa TOUKa MeXIy Oa3HpaHaTa Ha aMIOJHMIIHH Tepanus U
6asupanara Ha xuopTanuaoH tepanus: RR 0,98 (95% CI(0,90-1,07) p=0,65). Cpen sTOpHYHATE
KpailfHH TOYKH, Y€CTOTaTa Ha ChpACYHa HEAOCTATHYHOCT (KOMIIOHEHT Ha ChCTaBEH KOMOMHHPAH
ChPAEYHOCHA0B MMOKA3aTeN) € 3HAUMTEIHO MO-BUCOKA B IpyI1aTa Ha aMJIONHITHH B CPaBHEHHE C
rpynara Ha xaoptanuaoH (10,2% cfy 7,7%, RR 1,38, (95% CI [1,25-1,52] p<0,001)). Hama obaue
3HAYHTEIIHHA PA3IHKH B CMBPTHOCTTa NOpaH BCAKAKBY MPUMHHH MEXTy DasHpaHaTa Ha aMIIOHITHH
repanua W 6asMpaHaTa Ha xJopranuaoH Tepanus, RR 0,96 (95% CI [0,89-1,02] p=0,20).

Heouampuuna nonynayus (na evapacm 6 u nogeve 200UHY)

B npoy4Bate ¢ 268 nena Ha BB3pacT 6-17 roxvHH ¢ NMPEAHMHO BTOPHAYHA XHIEPTOHKA, CPaBHABALILO
2,5 mg go3a 4 5,0 mg n03a amwIoauNHMH ¢ wiauebo ce ycTaHOBABA, Ye M ABETE 03K HAMAIABAT
3HAYHTEIHO CUCTOMHYHOTO KPBBHO HAJLSIFAaHE CTATHCTHYECKHA 3HAYMMO [10Be4e OT rianebo. Paznukara
MEXTY ABETE JO3M HE € CTaTUCTHMSCKH 3HAYHMA.

5.2 @apMakOKHHeTHUHH CBOHCTBA
CkopocTTa M pasMepsT Ha aGCopOLUA Ha NePHHAOIPWI ¥ AMJIOAHUITIAH OT KOMOHHALMATA HE CE
pazid4aBa 3HAa4HMO OT CKOPOCTTa U pa3Mepa Ha abcopOuus Ha MEpHHAOTIPHA H aMJIIOANITHH OT

WHIHBHAYATHATE TabneTHH PopMHu.

{lepunoonpin

Abcopbums

Cnen nepopaiHO NPHIOKEHHE, abcopOuHATA Ha NepHHAONPUI € Obp3a B MAKCHMATHH
ce goctdrar ao 1 yac. [L1asMeHUAT oMy XKMBOT Ha NICPHHJIONIPHI € PaBeH Ha | vac.
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[lepunnonpun € npeayiekapeTeo. OT NpUIOKEHATa 10348 IepUHACHPWI, 27% nocTUrar
KPBBOOOPAIEHUETO KaTO aKTHBEeH MeTabonmuT nepuraonpuiar. B AoblHeHHe KbM aKTHBHHA
MEPHHIAOIIPHWIAT, NEPHHAOTIPI HMa NeT MeTaboTHTa, BCHUKH Te ¢4 HEAKTHBHH. MaKCHMaHH
IU1a3MEHH KOHLEHTpaLHH Ha IEPHHOONPWIAT c€ JOoCTHraT 3a 3 a0 4 yaca.

[TpueMaHeTO Ha XpaHa HaMajiABa MPEBPHIIAHETO A0 MEPHHAONPHIAT, OTTYK H OHOHATHYHOCTTA,
[Aopaau KOETO NMepHHAONpKI TpaOBa Aa ce Mpunara nepopanHo KaTo €THOKpaTHa JHCBHA 1034 CYTPHH
npeay XpaHeHe.

,HOK&B&HH € JIHHCHHA BPB3KA MCXKAY N03aTa NICPHHACHPHIT H HelHaTa TUT1a3MEHa €KCITO3HIIAA.

PasnpenejieHue

O6GembT Ha pasnpegencane ¢ npubausaTenaHo 0,2 Vkg 3a Hecpbp3aH nepuaaonpuiat. CBEP3BAHETO Ha
NEPHHAONPWIAT C IUIa3MEHHTE NpoTedHU e 20%, rnaBHO ¢ AHFHOTEH3HH KOHBEPTHPALHA €H3UM, HO €

3aBHCHMO OT KOHLIEHTpALIHATA.

EJlMMHAHHpaHE

“

[TepHHIOMPHIAT CE ETUMHHHpA ¢ YPHHATA H TEPMHAHATHAAT TIOMY’KHMBOT Ha HECBBp3aHaTa ppaKuui €
npulmu3uTenHO |7 Yaca, KOETo BOAW IO NOCTHIaHEe HAa PaBHOBECHO ChCTOAHHME 3a 4 JIHHM,

Cneyuarnu nonyrayuy

EnuMruHUpPaReTO Ha NePHHIONPUIAT CC TIOHMKABa MpH NMANKMEHTH B CTaptieCKa Bh3pacT, a Chilld W NPH
NALHMEHTH ChC CHPAETHA WK Gb0peyHa HeqocTaThaHOCT (BXK. ToMKa 4.2). Ilopaau ToBa 00HYaHHOTO
MEHIIMHCKO MTPOCeAaBane i€ BKII0YBA YeCTO MOHMTOPHpPaHEe HAa KPECATHHHH H KAJTHH.

Yepnoopobro yspeacoane

JlManuzHUAT KIHPBHC Ha NEPHHAONPHIAT ¢ paBeH Ha 70 ml/min.

KuHeTHKaTa Ha EPHHACIIPKII CE MPOMEHS TIPH MAIIHEHTH ¢ [APO3a: YepHOIPOOHUAT KIHPHHC Ha
MaluHHATAa MOJIEKYJIa Ce peAyLHMpa HanoAoBKMHa. KoHuecTBOTO Ha (POPMHPAHHS NEPHRICIPUAAT
ofaue He ce HAMANABA U MOPAAH TOBa HE € HEOBXOAMMO J1a ce KOpUrHpa Ao3aTa (Bx. ToukH 4.2 u 4.4).

Amaoounun

AOcopbupd, pasnpenesieHye, CBbP3BAHE ¢ LUIA3MEHHTE NPOTEHHHA

Criea nepopaiHO PUIOKEHHE Ha TEPANCBTHYHH A03H, aMNIOAUIIHE ce abcopOupa nobpe ¢
MaKCHMAaJIHH KPBBHHM HUBA MEXAY 6-12 yaca caen npuem. AGcomoTHaTa GHOHATMYHOCT € MeXty 64 U
80%. O0eMbT Ha paznpenencHue e npudnusurenno 21 Vkg. [IpoyuBaHus in vitro mokaspar, 4e
npubnauzuTeaHo 97,5% ot uMpKynupalliia aMIOIHIIHH C€ CBBP3BA € IVIA3MEHHTE [IPOTCHHH.
BHOHATHYHOCTTA Ha aMJIOJIAITHH HE CE BJIHMAE OT IPHEMA Ha XpaHa.

BuoTpancdopmanng/eNHMUHUPAHE

TepMUHATHHAT IUIA3MEH €THMHHALIMOHEH MOYKHBOT € oKoJo 35-50 yaca H CHOTBETCTBA HA
O3UPAHE €IHH [TbT JTHEBHO. AMJIOJHITHH Ce MeTa0OIH3Hpa eKCTEH3HBHO 0T YEpHHA APoO A0
HeaKTHBHH MeTabonuTu, kato 10% oT OCHOBHOTO cheaunenue u 60% ot MetaboaHTHTE Ce
eKCKpETHpAT C YPHHATA.

Cmapuyecka ev3pacm
BpemeTo 3a TOCTUraHe Ha MAKCHMAJTHH UIA3MEHH KOHIICHTPAlMH Ha aMJIOJIMITHH €
B CTapyecKd Bb3pacT W N0-MAaay HHIABUIU. KIHPBHCET Ha aMIOAHIIHH € C TeHJE
NOHH>kaBa, KoeTO BOAH A0 noBHieHH AUC # eNMMHHAIHOHEH MO’ KHBOT IIPH 1
cTapuyecka Bb3pacT. [lopHinaBaneTo Ha AUC 4 enUMHHALIMOHHUSA [1OJTY>KHBOT TIpH
3aCTOHHA ChPASYHA HEAOCTATHYHOCT ¢a CNIOPE/ OYAKBAHHTE 3a MPOYUYCHHTE Bb3pac
NALMEHTH.
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Yeprnoopobno yepeacoane J

HanuuxuTe KITMHUYHHE JAaHHH 32 NPAIOXKEHHETO HA aMTOIUITHH TP NALIHEHTH C YEPHOAPOOHO
YBPEKJAHE ¢a MHOTO orpaHHdeHH. [TauuenTure ¢ yepHOAPOOHA HEAOCTATHEYHOCT ¢a ¢ HaMalleH
KJIMPBHC HAa aMJIOJHMITHH, KOETO BOJH A0 YABIDKEH NMONTYKHBOT H moBAmasane Ha AUC ¢
npubnuzurento 40-60%.

5.3 IlIpeakanHHEYHH JaHHH 32 Oe3onacHOCT

llepundonpun

B npoy4saHud 3a XpOHHYHA TIEPOPANHA TOKCHYHOCT (ILTEXOBE M MaWMYHH), LHENIEBHAT OPraH €
OBOPEKDT, C OOPATUMO YBpEKIAAHE.

He ce Habnronapa MyTareHHOCT NPy NPOYUBAHKSA IR Vitro WIH in vivo.

[IpoyuBaHusiTa BEPXY PpeNpoAyKTHBHATA TOKCHYHOCT (TUTBXOBE, MHULUKH, 32l U MAHMYHH) HE
MOKa3BaT AaHHH 33 eMOPHOTOKCHYHOCT WIH TepaToreHHocT. UHXUOUTOPUTE Ha aHIMOTCH3UH
KOHBEpPTHpalud €H3UM obaue, KaTo Kiac, J0Ka3aHO HHAYLHpaT HEXEIAaHH PeakliHY, CBbP3aHH CbC
3a0aBEHO Pa3BHTHE HA IUIOAA, BOJIELIO A0 CMBPT Ha U104 H BPOJEHH NS(PEKTH MPU TPH3a4H A 3aHLIN:
HabnonaBand ca ObOpeYHH J1e3un ¥ MOBHINIEHA NEPH- U NIOCTHATANIHa CMBPTHOCT. Hama HapylueHwWe
Ha PEePTHIMTETA KaKTO MPH JKEHCKH, TaKa U IPU MBKKH FUTBXOBE.

He ¢ nabmosaBaHa KapLIMHOT€HHOCT MPH MPOABLILKHTEIHY MPOYYBAHHA Ha IUTBXOBE M MHLLIKH.

Amnoounum

Penpooyxmusna moxcuunocm -
PeriponyKTHUBHUTE NPOYUBAHMSA MPH TUTBXOBE W MUILIKH MOKa3BaT 3abaBsHe [0 OTHOLICHHE AATaTa Ha
paXKaaHe, YARDKEHA NPOABIDKATETHOCT HA pAXKIAHETO ¥ HAMAIEHA TIPEXKHBAEMOCT Ha HOBOPOJCHUTE
npH 1034 NpUOIH3HTENHO 50 MBTH [10-BUCOKHM OT MAKCHMAIIHO NPENOPBYHTEIHUTE JO3H 3a XOpa Ha
Oazara Ha mg/kg.

Edexm evpxy chepmunumema

Hama edexT Bepxy depTHIHTETa HA IUTHXOBE TPETHPAHH € aMJIOJHNUH {MBXKH 3a 64 THH ¥ XKEHCKH
38 14 p1uu npegy 3a4epade) npu ao3H Ao 10 mg/kg/nen (8 meTH* MakCHMaNHaTa MpenopbYHTEIHA
n03a ipH Xopa ot 10 mg Ha 6aza mg/m?). B apyro npoyusaHe, NpH KOETO MBKKH INILXOBE Ca
TPETHPaHH ¢ aMJIOAMNHHOR Ge3unaT 3a 30 AHM B 1033, CpaBHHMa C Ta3H IpH Xopa Ha 6aza mg/kg, ce
YCTaHOBSBa HaMasiBaHe HA MyIa3MeHHA QOMHKYIOCTUMYNHpALL XOPMOH H TECTOCTEPOH, KaKTO U
HaMaJIsBaHe [UTETHOCTTA HA CliepMaTa M Opos Ha 3peiiTe criepMaTo30MAH H KNEeTKH Ha Sertol.

4

Kapyunozenesa u mymazenesa
[LTEXOBE M MHUIKH TPETHPAHH ¢ AMJIOAMITMH B XPaHATA B NPOAL/IKEHHE Ha ABE I'OAHHH, B
KOHLICHTPALMH, H3YHCTIEHH Ja OCHIYPABAT HHBa Ha AHeBHa a03a 0,5, 1,25 u 2,5 mg/kg/nen ne
MOKa3BaT JaHHH 33 KapuuHorenHocT. Hali-Bucokara fosa (3a MHIIKK, 1TOA00HA Ha, H 33 [UTBXOBE Ba
mpTH* MAKCHMAJIHATA NPeNopLUNTEHA KIHHMYHA 1032 oT 10 mg ua 6a3a mg/m*) e 6nuszka 1o
MAKCHMAJTHATA [TOHOCHMA /1034 38 MHIIKH, HO HE H 33 IUIBXOBE.

[Ipoy4BaHHATA 33 MYTAIr€HHOCT HE MOKA3BAT JIEKapCTBeHO 00YCTOBEHH €(EKTH Ha FEHHO HJIH
XpPOMO30MHO HHEBO.

* Ha 6a3ara Ha nauueHr ¢ terno 50 kg.
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6. DPAPMAINLIEBTUYHHA JAHHHU

6.1 CnucLK HA NOMOIMHEATE BellleCTBA
Harpues xnnporenxapﬁonm

IToBuaon K 30

Hzomanr

MukpokpucTanHa uenysiosa

Harpuer Huecten rimukonat (Tun A)
MarnesueB cTeapat

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok na rognocr

24 Mecela

6.4 Cnenuannu ycJIOBHHA HA ChXpaHeHHe
To3n nexapCTBeH NPOIYKT HE M3KMCKBA CMICLHAIHH TEMIIEPATYPHH YC/IOBHS Ha ChXpaHEHHE.

I.[a CC ChXpaHiBa B OPHIrHHanHaTa OlMMaKOBKA, 34 Ja €€ MIp&arna3H oT CBCTIIHHA H BJlara, CLXP&HHBHHT&
ONaKOBKaTa 3a Ta0JIeTKH ILTETHO 34TBOPCHA.

6.5 Bna s ceabpikaHEe HA ONAKOBKATA

bana nenpospauna PP onakoBka 3a TabmeTku u 6s1a HenpospauHa PE zanymianka CeC CYMIMTEN C
PE nosatop ¢be 3amuTa cpery oTBapsHeE.

3annam S mg/S mg TabneTky
Onakosku ot 10, 30 1 rpynoBa onakoeka ot 90 (3 onakoBku x 30) TabneTku.

3anmam 5 mg/10 mg, 10 mg/5 mg, 10 mg/10 mg TabneTku
OnakoBkH ot 30 u rpynosa onaxoeka ot 90 (3 onmakoBku x 30) Taﬁnerm

He BcHuku BHAOBE ONakoBKH Morar aa Obaar NyCHaTH Ha nasapa.
6.6 Crpennajnn ODpeanaini MEPKR (PH H3XBbPJISHE

Hsama cnenyaiHe U3HCKBaHH.

7. - IIPUTEXATEJI HA PA3PEIIIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5, 2031 GA Haarlem
Huneprnanaus

8. HOMEPA HA PASPELHIEHHETO 3A YIIOTPEBA

3annaM 5 mg/5 mg tabnerku Per. Ne20210269
3annam 5 mg/10 mg Tabnerku Per. Ne20210270
3ammam 10 mg/5 mg Tabnerku Per. Ne20210271
3annam 10 mg/10 mg rabnerkn Per. Ne20210272
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9. JATA HA ITBPBO PASPEHIABAHE/TIOJHOBABAHE HA PAZPEHIEHHETO 3A
YITIOTPEBA - |

Jlata Ha mepeo pazpewrarane: 03 cerrremepu 2021 T,

10. JATA HA AKTYAJIU3HPAHE HA TEKCTA
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