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1. UME HA JIEKAPCTBEHHUS IMPOJAYKT LT bITHUTENHA Ai I:'hIJMﬂ 10y nLnﬁ”f"BﬁTP«
Kpamka xap&nwucmuxa b np yKma - ak.;ummauue ]

bu-Ilpeneca 10 mg/5 mg puamupanu tabneTku | e Nn/d"?"}v 5'5'
Bi-Prenessa 10 mg/s mg film-coated tablets L. AR s e L st dinlrl skt bl il htliadibariin

Paapetluserue Ne

| BG/MA/MP - A — Pocourssuss el
2. KAYECTBEH H KOJIMYECTBEH CbCTAB OGOBDEHUE Ne ... Y A,

bu-llpeneca 10 mg/5 mg puamupanu TadnerTku
Besika tabnerka ebabpka 10 mg ousonpononos pymapar (bisoprolol fumarate) (eKBUBaJIEHTEH Ha

8.49 mg OGuzonponon (bisoprolol)) u S mg nepuHaonpun aprunut (perindopril arginine)
(ekBuBaseHTeH Ha 3,395 mg nepunaonpun (perindopril)).

[loMOLIIHM BELIIECTBA C U3BECTHO JCHCTBHE
bu-Ilpeneca 10 mg/5 mg ¢puamupaHu TabaeTku
Bcska Tabnerka cbabpxka 143,96 mg nakro3a

3a MbJIHUA CMTUCHLK HA NMOMOILIIHUTE BElIeCTBA BUXKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunamupanHa Tadbnerka

bu-Ilpeneca 10 mg/5 mg ¢puamupanu TabaeTku
KbaTH, OBasTHH, ABOMHOU3NMbKHAMU (PHIMHUpPAHU TAONETKH, MapkupaHu ¢ B2 ot eqHara cTtpaHa Ha
tabnerkarta. Pazmepu Ha Tabaerkara: npuOaun3uTesHo 12 mm x 6 mm.

4. KIUMHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA

bu-IlpeHeca e noka3aH Kato 3aMeCTUTE/IHA Teparnus 3a JIeYEeHUE HA XUMNEPTOHHUS W/ HUJIK CTadMUIIHA
KOpOHapHa apTepvasHa 0oJecT (Mpyv NnauMeHTH C aHaMHe3a 3a MUOKapaeH HH(APKT U/UH
peBacKyJ/Jlapu3auus) W/ UM cTabuiHa XpOHHYHA Cbp/I€YHA HEOCTATBYHOCT C HAMaJIEHA JIEBOKAMepHa
CHUCTOJIHA (PYHKLIMUS MPH BL3PACTHU MALMEHTH, KOUTO Ca a/IEKBATHO KOHTPOJUPAHHU ¢ OU30Mpos101 U
MEPUHAONPHUIL, MPUJIaraHy €JHOBPEMEHHO B €/]lHAKBO HUBO HA J03UPOBKA.

4.2 Jlo3HpPOBKA H HAYHH HA NMPHJIOKEHHE

Jlo3upoBka

OOuyaitHaTa 103MpOBKa € eHa TabJ1eTKa BEAHBbXK JAHEBHO.

[laumenTuTe TpaOBa Na ca cTaOMAU3UPAHU ¢ OM30MPOJIOJ U NEPUHIONPHJI NPU €JHAKBO HUBO Ha
703arta B MpOAb/IKEHHE HA MUHUMYM 4 ceamuui. PUKCMpaHaTa 1030Ba KOMOMHALIUA HE € MOAXO/s111a

34 HAYAJIHO JICHYCHHC.

[1py HeOOXOAMMOCT OT NpOMSIHA HA 103MPOBKATA, TPSAOBA /1a C€ U3BBPLUH TUTPUPAHE HA JI03UTE HA
OTAETHUTE KOMITOHEHTH.

CneuranaHy nomnyJialuH

bvopeuno yspecoane (6xc. mouku 4.4 u J>.2)
[Ipy naumeHTH ¢ HapyleHa ObOpeuHa GyHKUMSA, NpenopbyKTeIHATA 103a Ha bu- ﬂpeﬂeca 10 mg/S mg
TpaGBa na ce 5a3Mpa Ha KpEaTMHUHOBHS KJIMPBHC, KAKTO HAKPATKO € ONMCAaHO B Tadiuua 1 no-10y:
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Tabawnua |: kopekuHs Ha 403aTa NpH yBpeaeHa OvOpeduna QyHKuUuA

Kpeatuunnos kaapbic (mL/min) IlpenopbhunTe/iHA NHEBHA 1032
CICR > 60 | Eana Tabaerka bn-IIpeneca 10 mg/5 mg.
30 <CICR <60 He e noaxoaauwo. [Ipenopbusa ce

HHAMBHAYANHOTO THTPHPaHE Ha 403aTa ¢
TUTPHPAHE HA OTAEAHHTE KOMITOHEHTH.

CICR <60 He e noaxonaiuo. [Tpenopbusa ce

MHANWBUAYANHOTO THTPUPAHE Ha A03aTa ¢
THTPUPAHE HA OTACIHHTE KOMMOHEHTH.

Yeprodpobro yepexcoane (8xc. movxu 4.4 u 5.2)

[Tpy nausieHTH ¢ YepHOAPOOHK YBPEKAAHHUA HE CE€ HaJlara KOPEKLMS Ha 103aTa.

llayuenmu 6 cmapyecka gv3pacm

bu-ITpeHeca TpabBa na ce npunara B 3aBUCHMOCT oT 6b0peuHaTa QpyHKUuA.

Ileouampuuna nonyaayus
be3onacHocTTa M epukacHocTTa Ha bu-llpeHeca npu aeua U NoApacTBallli He ¢a YCTAHOBEHH.

Juncsar aaHHu. [1o Ta3u NpHUYKMHA HE C€ NPeNnopPbYBa MPUIOKEHWE NP Aelia ¥ NoJpacTBallH.

HauuH Ha nNpUioXKeHHe

Tabnerkara bu-IlpeHeca TpaGBa aa ce npueMa KaTo €HOKPATHA 1033, BEHbX AHEBHO CYTPHUH NpeaH
XpaHeHe.

4.3

IIpoTHBONOKA3AHESA

CBPBXUYYBCTBHTENHOCT KbM @KTHBHOTO BELLECTBO HIH KbM HAKOE OT MOMOUHHTE BELUECTBA,
H30poeHH B TOUKa 6.1 WK KbM JpYr HHXHOHTOP Ha AHTHOTEH3HH-KOHBepTHpaLIKA eH3HM (ACE
MHXHOUTOD)

OcTpa chpaeyHa HEJOCTaTBYHOCT WIH TAKABa M0 BPEME Ha €MH30/ Ha AeKOMNEHCHpana
ChpAEYHA HEAOCTATHYHOCT, H3HCKBALLA i,V HHOTPONHA Tepan

KapauoreneH mok

AV 0650k ot Bropa win Tpera creneH (6e3 kapJuocTUMyNaTop)

CHHApOM Ha DOMHHA CHHYCOB BH3EI

CunoaTtpuanet 6ok

CyumnromaTHuHa Opaaukapans

CHMNTOMaTHYHA XUIIOTOHKA

Texka OpoHXxHaNHa aCTMA KIH TEXKA XpOHHYHA oOcTpykTHBHE Oenoapobua Gonect

Texku Gopmu Ha nepudepHO apTepHanHa OKITy3HBHA 60ONECT WIN TEXKH OPMH HA CHHApPOMA

Ha Pefino (Raynaud)

HenekyBaH peoXpoMOLIMTOM (BX. TOUKa 4.4)
MetabonuTHa auxao3a

AHaMHe3a 32 aHTHOeAEM, CBbP3aHa ¢ nNpeanLno acueHHe upe3 ACE HHXHOMTOpH (BXK. TOUKa
4.4)

HacneacTeeH WiK HAHONATHYEH aHMHOSAEM

BTopH H TpeTH TPUMECTDP Ha OpeMeHHOCTTa (BK. ToukH 4.4 1 4.6)

EnnoBpemeHHaTa ynotpeba Ha bu-IIpeHeca ¢ anuckHpeH-cbaAbPXKAaLIH NPOAYKTH NPH NALMEHTH
Che 3axapeH auaber nin Ob0peuno yspexnane (ckopocT Ha riioMepyiHa ¢unrpauus (GFR <
60 ml/min/1,73m?) (k. Touxn 4.4,4.5n 5.1)

EanospemenHara ynorpeba npu neveHue cve cakyOurpuin/sancapras. bu-lIlpeHeca ve Tpnﬁaa
[a ¢€ 3ano4Ba NpeH Ja ¢a H3MHHAIM 36 Yaca OT pHeMa Ha NOCieaAHaTa A03a
cakyOMTpu/BasicapTaH (BXK. TOUKH 4.4 n 4.5)

-~ ™1 1 .
ExcTpakopnopaiiHi eueHHs, BOACLIN 20 KOHTAKT Ha KPBbBTa C OTPHLIATENIHO AN Tpa N
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- 3sauMMa IBYCTpPAHHA CTEHO3a Ha O1L0peunuTe apTepru Win cTeHO3a Ha ObbpeuHara apTepua Ha
eaHHCTBeH PyHKuoHupall 6uOpek (Bxk. Touka 4.4).

4.4 ChnenHajaHH npedynpexJeHHs H NpeANa3HH MePKH NpH ynotpeba

Bcuuxu npedynpercoenun u npeonaznu mepKu npu ynompeba 6u6 6poe3Ka c HAKOR Om aKmuerume
cwcmaeku eaxcam u 3a bu-Ilpeneca.

XHIIOTOHKA

ACE unxnburopure MOrar Ja [IpUYHHAT MTOHHKABAHE HA KPBBHOTO HasAraxe. [1py nauneHTy ¢
HEYCJIOXKHEHA XUIMTEPTOHHA pAaKO ce HabnmoaaBa CUMITTOMATHYHA XMITOTOHUSA, KOATO € NO-BEPOATHO
Na Bb3HHKHE NPH XHUMNOBOJIEMHYHH MALMEHTH, HAMP. BCACACTBUE HA AUYPETUUHO NEUEHUE, TUETA C
OrpaHH4Y€eH NpHeEM Ha COJI, AHANH3A, NHEPHA WIH MOBPDBLLIAHE, WIH NMPH TAKHBA C TEXKa PEHHUH-
3aBHCHMA XHNEPTOHHA (BXK. TOUKH 4.5 u 4.8). I1px nauueHTH CbC CHMNTOMaTHYHA ChPACUHA
HEeJOCTATBYHOCT ¢ HWiH 6e3 npuapyxkasaia 0n6peuHa HegocTaTeuHOCT € 61una Habntogasana
CHMITTOMATHYHA XMNOoTOHKHA. ToBa € Hail-BepoATHO Aa ce HabaioaaBa rMpH NALHEHTH ¢ NO-U3PaA3CHH
CTErEeHH Ha CHPACHHATA HEAOCTATHHHOCT, KOETO pedICKTHPA B NPHIOKEHHETO HA BHCOKH RO3H
OpHMKOBH AHYPETHLIM, XHNOHATPHEMHUS WIH HapylleHa OpOpeuna ¢yHkuus. [1py nauneHTH,
H3NOKEHM Ha MNOBMILIEH PUCK OT CUMITTOMATHYHA XHUNIOTOHHA, TpaOBa Na ce U3BBLPILBA CTPOT KOHTPOJ
Mo BpeMe Ha HAYaNOTO Ha TepallHATa U KOpUrMpaHeTo Ha Jo3uTe. [loaobuu crobpaxkeHus ca B cuna H
33 NALMEHTHTE C HCXEMHYHO ChPACHHO WIH MO3BYHO-CBAOBO 3aD0NsBaHe, NPH KOHTO MPEKOMEPHOTO
MOHMXKABaHE HA KPhBHOTO HAJATAHE MOXE Ja NPHYHHH MHOKAPACH HHPAPKT WK MO3BLYHO-CHA0B
HHLUHAEHT.

[Ipu BB3HHWKBAHE HAa XHMOTOHMA MALMEHTHLT TPAOBA Aa ce NOCTABH B JIEIHAJIO MOJIOKEHHE M0 Pl u
aKo € HeoOX0IHMO, Aa NOJYYH HHTPABEHO3Ha HH(]Y3HA ¢ Pa3TBOP Ha HATPHEB XJIOpHA 9 mg/ml
(0,9%). [IpexoaHUAT XHMOTOHHYEH OTIOBOP HE € NMPOTHBONOKA3aHKE 34 NO-HaTATBIIHK J03H, KOHTO
00OUKHOBEHO MOTaT A4 Ce Mpuarat 6e3 3aTpyaAHEeHHA, C/ie] KaTO KPbBHOTO HalIAraHe ce NOBHLIH clieq
yBeJinuasaHe Ha obema.

[lpu HAKOW NALMEHTH CbC 3aCTONHHA ChpJeUuHa HEAOCTATBYHOCT, KOHTO HMAT HOPMASHO WITH HHCKO
KPBBHO HaNAraHe, BCJAEACTBHE Ha ynoTpeOaTa HA NEPHHAONPWI MOXE Aa Ce MOSBU JONBIHHTENHO
MOHW)XXaBaHe HA CHCTEMHOTO KPbBHO HanAraHe. ToBa € ovakBaH epekt U OOUKHOBEHO He
MpeACTABNABA OCHOBAHHE 38 MPEKPaTABAHE HA IEYEHHETO. AKO XHIIOTOHHATA NPEPacHE B
CHMITTOMATHYHA TAKABA, MOXKE [1a C& HANOXKH HAMAIABaHE HA AO3aTA HIH MNOCTENEHHO NpeKpaTABaHe
HA JIEYEHHETO, KaTo CE M3TON3BAT HHAKBUIYANHUTE KOMITOHEHTH.

CBpBXYYBCTBUTEIHOCT/AHTHOEEM
Paako ce cpo01aBa 3a aHFHOCAEM HA JIMLIETO, KpaHHHLUTE, YCTHHTE, JIMFaBHLMTE, €3UKa, INIOTHCA

W/WIN TapHHKCA NPH TTALUEHTH, JIeKyBaHUd ¢ ACE HHXUOHUTOPH, BRITIOYHTENHO NEPHHAOTIPHI (BXK.
Touka 4.8). ToBa Moxke 1a ce cyvd BbB BCEKH €JHH MOMEHT M0 BpeMe Ha TepanuaTa. B Takupa
ciywan bu-Ilpeneca TpadOsa HezabaBHO pa ce cnpe. JledeHuero ¢ 6eta-6nokepu Tpabra 1a NPOABLILKH.
Tpabsa aa 3anouHe moaxoaAMIo HabmMOLEHHE, KOETO Aa NPOXBIDKH A0 TLIHOTO MPEMUHABAHE HA
CUMIOTOMHTE. B ciryqauTe, B KOUTO NOAYBAHETO € OrPaHHY4EHO H 3acAra CAMO JTHLIETO H YCTHUTE,
CBhCTOSHHETO NMpeMUHABA OOUKHOBEHO 6e3 feueHne, BBIPEKH Ue 3a obnek4aBaHe Ha CHMITTOMKTE € OT
noji3a NPUEMAaHEeTO Ha AaHTHXHCTAMHHH.

AHrHoezaem, CBbp3aH ¢ OTOK Ha IapHHKca, Moxe Aa Obae daraneH. KoraTo € 3acerHar esuka, rnmoTHca
WK JAPHHKCA, KOETO BEPOSTHO MOXKE a MPHYHMHM 3aMyLIBaHe HA NUXaTE/IHUTE [TbTHLLA, TpsOBa
He3a0aBHO Aa ce MPHIIOKH CNELHO JieueHHe. ToBa MOXe a BKITIOYBa NPHIIOKEHHE Ha aXpeHaIHH
WMWK NOAABbPXKAHE HAa AWXATETHUTE MbTUIIA Ha natyenTa. [TaimenTsT TpAGBA Na ocTane no

NeKapcKo HabMmoneHHe A0 MBJIHO ¥ OKOHYATETHO NPEMHUHABAHE HA CHMITTOMHTE. 7 ,;;;rllmﬂ :10*"::' \
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HUma peaku cboOLIEHHA 33 YPEBEH AHIHOHEBPOTHUEH OTOK NMPH MALHEHTH, JieKyBaHH ¢ ACE
HHXHOHTOPH. ONakBaHHATA NPH TE3W NALMEHTH BKNIOUBAT HONKH B KopeMa (cbe nnu 6e3 raaeHe u
OBpPBIUAHE); B HAKOH C/IYYaH HE € YCTAHOBEH NPEALLSCTBALR AHIHOEIEM Ha TMUETO W HUBaTa Ha (-1
ecTepa3ara ca Ounu HopMaHH. AHTHOEAEMDbT € OH AHArHOCTULIMPAH upe3 MPoLEAYPH, KOHTO
BiutiouBaT CT unn yaTpa3pykoBO H3CNEABaHE HA KOpeMa, HIIH NPH XHPYPruyHa onepalus, KaTo
CHMITOMMTE ca OT3BY4anu ciea cnupaHe Ha npueMa Ha ACE sHxubuTopa. UHTecTHRANTHUAT
aHruoeaem TpadBa na ce BKIIOYHK B AH(EpeHLIHanHaTa AMarHo3a NpHy nauMeHTH, npyemMad ACE
HHXHOHUTOPH, KOUTO NOJYHAT OIJIaKBAHUA OT KOpeMHH 6onKH.

KoM6GuHHpaHeTO Ha nepuHAONPUA ChC CaKkyOWTpuN/BaICApPTaH € MPOTHBONOKA3AHO MOPaIH YBEIHYEH
PHCK OT aHruoeaeM (BX. Touka 4.3). JleyeHue cbe cakyOuTpw1/BasicapTad He TpAOBa Aa ce 3anousa
npeayd Aa ca H3IMHHAAM 36 vaca OT NpYEMaHEeTO Ha NOoCc/IeAHaTa A03a OT JIEYEHHUETO C MEPHHAONPHIL.
AKO NIeYEeHHETO CBhC CaKyOuTpW/BAICAPTaH € MPEKPATEeHO, JICUEHHUETO C NepHHAoNpHI He Tpsadsa na
ce 3ano4pa npeau Aa ca H3IMHHANH 36 yaca OT nNpyMeMaHETo Ha NoCcaeAHaTa 1034
cakyOuTpua/BancapraH (Bxk. ToukH 4.3 u 4.5). CenprcTBawiarTa ynorpe6a Ha ACE nuxuburopu ¢ NEP
nHxubuTopH (Hanp. pauekaaorpun), mTOR unxuburopu (Hanp. cHpoNHUMYyC, EBEPOUMYC,
TEMCHPOJHMYC) H TJIHITTHHH (HaMp. THHACMUITTHH, CAKCArIHITTHH, CHTArTIUITTHH, BUIAATTHITTHH)
MOXE [Ia AOBEAE A0 NOBHUIEH PHCK OT aHTHOEAEM (HAMp. NOAYBaHE HA AUXATEAHHTE ITHTHLLA WIH
€3HMKa, Che WK O6e3 HapylieHo aAnilaHe) (Bxk. Touka 4.5). Tpabea aa ce noaxoxaa ¢ NOBHILEHO
BHHMAHHE KOraTo ce 3anoy4ea pauekanaorpun, mTOR nHxuburopu (Hanp. cHponHMYC, EBEPOSIUMYC,
TEMCHPOAHMYC) ¥ MJIMNTHHH (Hanp. IMHArTKITTHH, CAKCArMHNTHH, CUTATTMITTHH, BUNJATAKIITAH) NPH
naLueHT, KoiTo Beue npHema ACE HHXHOHTOD.

YepHoapoOHa HEJOCTATBYHOCT |
B peaxu ciyvan nuxuburopure Ha ACE ca ¢BBbp3BaHM CbC CHHAPOM, KOHTO 3aMoy4Ba KaTo

XOJIECTATHYHA XKBJITEHHULA U IIporpecHpa 00 ¢yIMHHAHTHA YePHOAPOOHA HEKPO3a H (B HAKOHM Clly4aH)
CMBPT. MexaHH3MBT Ha TO3H CHHAPOM BCe oille € HeusBecTeH. [TaunenTn, nomyyasawy ACE
WHXHOMTOPH, KOHTO Pa3sBHAT XXHITEHHLA WK 3a0ene)XHMO NMOBHIIABAHE HA HHBATA Ha
yepHoapobHuTe eHzumu, TpsdOBa aa npekparaT ACE nHxubuTOpa ¥ 1a nomyyar noaxo Lo
KOHTPOJNHO HaOmoaeHHe ot nexap (Bxk. Touka 4.8).

Paca

ACE uHXHOHUTOpHTE NPUMHHABAT M0-BHCOKA 4€CTOTA HA AHIFHOCAEM NPH YEPHOKOKH NALMEHTH,
OTKOJIKOTO MPH HE YEPHOKOXKH.

[Toao6Ho Ha ocTraHanuTe ACE HHXuOUTOpPH, nepuHaonpun Moxe aAa Obae no-Manko eeKTruBeH 3a
HaMANABAHE HA KPBBHOTO HaNAraHe NMPH YEPHOKOXH, OTKOJKOTO NMPH HE YEPHOKONKH, BEPOATHO
nopanau npeodiaaBaHETO HA MO-HUCKH PEHHHOBH HUBA Cpell YEPHOKOXATA MOIy/Iauus OT

XHMEPTOHHLIH.

Kauunnua

HMma cnobleHns 3a nosieaBaHe Ha xaluidua npy npunoxenne Ha ACE unxuburopu. I1o csosra
XapaKTePHCTHKA KAlLIIKLATA € HEMPOAYKTHBHA, YIIOPUTA H NPEMUHABE Cl1€/] CITUPAHE Ha JICYEHHETO.
[TpuunneHara ot ACE nHxuburopu kauuinua Tpadsa Ja ce BKIIIOYH B AHdepeHLMATHATA AMArHO3a Ha
KauLUTMLa.

XdnepkanuemMns

[loBuiuaBaHua Ha CEPYMHHA KanHi ce HabmoaasaT fpK HAKOH NAaLMEHTH, ekysaHH ¢ ACE
HHXHOHTOPH, BKMouHTenHO nepuHaonpun. ACE HHXHOMTOpHTE MOraT fla NpeAX3BHKAT
XHIepKaJIHEMHA, Thil KaTO HHXHOUpaT ocBoOOKNaBaHETO Ha annocTepoH. OOHKHOBEHO eekTa He €
3HAYHM NPH NaLKHeHTH ¢ HopManHa 6b0peuHa dyHxuma. PuckoBure GakTopH 3a pa3BHTHETO

nexunpamuuﬂ OCTpa Chp/icuHa nelcomneﬂcauuﬂ MeTaﬁoana alMn[03a ¥ CLITLTCTB H
KANHH-CNEeCTSBaLlH uuypernuu (Hanp. CMTHPOHONAKTOH, ETUIEPEHOH, TpHaMTepeH Wl ﬂhMOpﬁ:ﬁ) A7
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MpHeMally IPYTH JIEKAPCTBA, CBbP3aHH C NOBUILABAHHUA HA CEPYMHHA KUK (HANp. Xenap1H, Ko-
TPHMOKCA30Ji, H3BECTEH OLIE KATO TPHMETONPUM/CyIhamMeToKca3oM) H 0COOEHO aHTarOHHCTH Ha
anA0CTEPOHA WIH aHFHOTEH3HH pelenTophy 6nokepn. Ynorpebara Ha kanvesn nobaBkH, kanni-
CNeCTABALIA AUYPETHLH WK KATHH-CHABPKALLY 3aMECTHTENIH HA roTBapckaTa cosl, 0cobeHo npH
MALMEHTH ¢ HapylleHa ObOpeuHa GyHKLUKs, MOraT aa J0BeAaT 40 3HAYHMO NOBHLIABAHE HA CEpyMHUA
KanHi. XunepxaliHeMHsTa MOXKe J1a NPHUKHHU CEPUO3HHU, NoHakora dartajiHy apuTMun. Kanui
CbXPaHABALMTE AHYPETHLH H 8HTHOTEH3HH peLienTopHUTe HaokepH TpAOBa 1a ce H3MNON3BaT ¢
BHUMaHHKE npu naieHTH, npuemaiuy ACE naxuburopu, 0 cepymHuna kanuid U 6n0peyHaTa pyHKLHSA
TpabBa na ce Habnogasar. AKO CbBMECTHOTO MPHJIOKEHHE Ha MOCOYEHHTE MO-rope CpeacTaa ¢ buno
npeLeHEeHO 32 YMECTHO, Te TpaOBa Aa ce U3NON3BAT BHHMATEHO NPH YECTO MOHHTOpHpaHe Ha
cepyMHMs Kanui (BxK. Touka 4.5).

KoMOHHaUHSA ¢ NUTHH
KoMOuHHpaHeTO Ha JIUTUH C NEPHHAONPWI MO MPHHLKN HE CE NPEnopbYBa (BX. TOUKA 4.5).

KoMOuHau#s ¢ Kanui-cbXpaHABAllH JIEKapCTBA, KANKWeBH 100aBKH HIH KATHH-CHIbPXKALIH
3aMECTHTENH HA rOTBAPCKAaTa COJl

[To npuHLKN He ce npenopbuBa KOMOUHHpaHE HA NEPUHIOINPUN H KAITHH ChXpaHABAallH JIEKAPCTBA,
KanueBH 100aBKU WIH ChABPKALH KANHil 3aMECTHTENH Ha Tpane3Ha con (Bx. Touka 4.5).

JInoiiHo GnokMpaHe Ha cucTemaTa peHWH-aHrHoTeH3uH-angocTepod (PAAC)

Hma nokazarencrsa, ue cbbTeTBaLiaTa ynorpeba Ha ACE nHxuOHTOpH ¢ aHrMoTeH3HH I
peuenTopHK O/IOKepH WIIH AJIHCKUPEH YBEIHYABAa PHCKA OT XHIIEPKaTHEMHs H BIOIIABAHE HA
OBOpeunaTa pyHKUMA (BKIIOMMTENHO OocTpa 6B0peyHa HEAOCTATBLYHOCT). 3aTOBA HE CE NpEenopbHYBa
npoiiHa 6noxkana Ha PAAC upes koM6uHauus or ACE unxuburopH ¢ anrnorensun 1l peuenropHu
ONOKepH WK AMTHCKUPEH (BXK. Touku 4.5 K 5.1).

AKO ce MpeLeHH, 4e JeUeHHeTo ¢ JBoiiHa 610Kana € abConOTHO 3aAB/DKUTENHO, TO TpAbBa aa ce
M3BBPLLBA CaMO oA HalbMoAeH e Ha CISLMAJIUCT H A4 BKIIOYBA PEAOBHO BHHMATENIHO NPOCIeaiBaHe
Ha Ob0OpeuHaTa pyHKLUMA, EIEKTPOTHTHTE H KPBBHOTO Ha/sraHe.

[Tpu naumeHTH ¢ AnaberHa HedponaTua He TpaOBa Aa ce uanonseat cbmbTeTBaWO ACE nxuburopu
¥ aHrHoTeH3uH 11 peuenropHH Onokepu.

KomOHHauug ¢ KaNlHEBH aHTArOHUCTH, AHTHADHTMHYHY CPEACTBA OT [ Kiac U LEHTPATHO

OCHCTBALINTE AHTUXHIMEPTEH3UBHH CPEACTBaA
[To npMHLMN He ce Npenopb4Ba KOMOHHaLMATA HAa OU3ONPONION C KAIUMEBH AHTATOHHUCTH OT

BEPANaMH/IOB HIH JWITHA3EMOB THII, ¢ AHTHAPHTMHUYHH CpeaCcTBa OT | Ki1ac ¢ LIEHTpanHo
neficTBalMTE aHTHXHIIEPTESH3UBHH CpeacTBa (BXK. TO4KA 4.3)

CnupaHe Ha NEYEHHETO
Pa3koTo cnpane Ha nedyenuero ¢ 6era-6nokepu Tpabea Aa ce U3bsArsa, ocobeHo NpH NALHKEHTH C

HCXeMHYHa DOJIECT HAa ChPLETO, ThH KaTO MOXKE Aa A0BEE A0 NPEXOAHO BJIOIIABAHE HA CHPAEYHOTO
3abonasane. Jlo3upoBkara TpaOBa 1a ce HaMAaILBa OCTENEHHO, KATO C& H3MOA3BaT HHAHBUIYATHHTE
KOMIMOKEHTH, B UCATHHMA CTy4all B pAMKHUTE Ha ABE CEAMHLIM, KATO CBHITBTCTBALLO C TOBA CE 3alOYHE H
3aMECTHTEJIHA TEPANHA, aKO TOBA € HEOOXOANUMO.

bpaaukapaus
AKO 10 BpeMe Ha JieHeHHe ChpJeYHaTa YecTOoTa B nokoit ce 3abasu 10 nox 50-55 yaapa B MHHYTa WA

NAaLMHeHTHT NOMYyYH CHMITTOMH, CBBP3aHK ¢ Opanukapaus, TpadBa Ja ce NPUCTBIIM KbM MOHDKABALIO
THTpHMpaHe Ha Jo3aTa Ha bu-ITlpeHeca ¢ npunoxxeHue Ha HHAWBHIYANHUTE KOMIICHEHTH I
noaxoasiua ao3a Ha duzonposnon.

AV-06JI0K OT NbpBa CTENEH

Karo ce HMa npeaBHa HEraTHBHUA MM APOMOTPONEH edexT, npeanuceadeTo Ha beraibdokepure HA &5 ) o
»

nalKHeHTH ¢ AV-6110K OT nhpBa cTeneH TpadBa Aa CTaBa ¢ NOBULLIEHO BHHMaHUeE.
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AOpTHa CTEHO3a W CTEHO3a HA MHUTPAJIHATA Kiana/XHnepTpodHuHa KapAHOMHONATHSA

Kakro #1 ocrananure ACE nuxuburopu, nepuuaonpun TpsdBa aa ce Ha3Ha4yaea ¢ MOBHLUEHO
BHHMaHHE Ha MALKHEHTH ChC CTEHO3a HA MUTPAJIHATA Kiana H O0CTPYKLMA Ha H3XOAALUHA NOTOK OT
NABaTa KaMepa, KATO a0pTHA CTEHO3a Wik XUNepTpodH1HA KapJHOMHOTIATHS.

AHruHa Ha Prinzmetal |

Habaionasanu ca ciiyuan Ha KOpOHapeH Ba3ocriasbm. Benpeku Bucokarta cH 6era-1 cenekTHBHOCT,
NoABaTa HA AHFHHO3HHU NMPUCTBMHK HE MOXKE Na ObAe HAMBJIHO H3KIIKOYEHA B CIy4aH, B KOUTO
Ou30fIponon ce nprueMa oT NaUUCHTH ¢ aHrMHa Ha Prinzmetal.

bbrOpeuHo yBpexaaHe
B cayuau Ha HapyweHa Ob0peuna dpyHkuus aHeBHara a103a Ha bu-Ilpeneca Tpabsa na ce xopurupa B

3aBMCHMOCT OT KPEaTHHHHOBHA KIUPBHC (BXK. TOuKa 4.2).
[1py Te3u nauMeHTH YacT oT OOUYaHHATA MEAHLIMHCKA NPAKTHKA € PYTHHHOTO NpOCiesiBaHe Ha
KaJIMi M KpeaTHHHH (BX. Touka 4.8).

[Ip# nauMeHTH CbC CHMNTOMATHYHA ChPACYHA HEAOCTATHUHOCT PA3BHTHETO HA XHITOTOHHA Clel
3anoyBaHe Ha Tepanusa ¢ ACE nHxuburopu Moxe na nosene A0 AOMBAHUTENHO YBPEXKAAHE Ha
OpOpeunara ¢pyunxkuma. B Tazu cuTyauus uma cpo0LUEHMA 32 Bb3HHUKBaHE HA ocTpa 6uOpeuna
HENOCTaThbYHOCT, 00OHKHOBEHO OfpaThMa.

[Tpy HAKOM NAUMEHTH C JABYCTPaHHA CTeHO3a Ha ObOpeyHaTa apTepHs WIH CTEHO3a Ha apTEPHATa NPH
eaun pyukunonupaw 6u6pek, nexyBanun ¢ ACE unxuburopu, ce Habmoznasa ypesmueHue Ha
KPBBHATA Ypesi H CEPYMHHA KPEaTHHHH, KOETO OOHKHOBEHO ¢ 0OpaTUMO NpH CNHpPAHE Ha IEYEHUETO.
Tora e ocobeHO BepoATHO NpU MauKHeHTH ¢ HbOpeUHa HEAOCTATBYHOCT. AKO € HAJIULIE H
PEHOBACKYJIapHATA XMNEPTOHHA, ChLIECTBYBA MOBULIEH PUCK OT TEXKa XMNOTOHNA U ObOpeuHa
HeaocTarkuHoCT. [IpH Te3n nauueHTH NeyeHHeTo TPAGBA Ja 3aMOYHE NMPH CTPOr MEAULIMHCKH
KOHTPOJ C HUCKH JI03H H TAXHOTO BHHMATENMHO THTpUpaHe. Tbi KaTO JICYEHHETO C AHYPETHLHM MOXKE
Na NpeACTAaBNABA JONPUHACALL (PaKTOp 34 rOpenocoMEHOTO, NPUIOKCHHETO HA AUYPETULIHTE TpsOBa
71a ce MpeKpaTH H B TEYEHHWE Ha MbPBUTE CEAMHLIM Ha TepanuaTa ¢ NeKapcTBoTO TpAOBa Ja ce
npocaeau 6r0peuHara QyHKUMAL.

Hsakou xunepToHHuHH NauueHTH 0€3 BHANMO NPeANIIHO chulecTBYBALIo OB0peuHo-cbaA0BO
3a0ongBaHe pa3BUBAT MOBHULUIEHHE HA KPbBHATA YPESA U CEPYMHHUS KpeaTUHHH — OOMKHOBEHO cnabo u
MPEeXOAHO — 0CO0EHO NMPH CHITLTCTRAILC NPHIOKEHHE HAa NEPHHAOINPUI H AHYpPeTUK. ToBa e no-
BEPOATHO /1a Bb3HMKHE NPH NALIMEHTH ¢ Be4e ChitecTByBaIno 6u6peuto yppexkaase. Moxe aa ce
HaNOXK HAMAJIABAHE HA 103aTa W/HWIH NpeKpaTaBaHe Ha JHYPETHKA W/ WK NEPHHAONDHIT.

PeHoBacKy/lapHa XHIIEPTOHWUS
[Ipu naumenTH ¢ AByCTpaHHa CTeHO3a Ha OBLOpeUHaTa apTepHA WA CTEHO3a Ha apTeputTa pH eAHH

¢ynxuHonupai 610pek, nexypahu ¢ ACE nHXuOUTOpH, CHIIECTBYBA MOBHLIEH PHCK OT XKNOTOHHS H
O0b6peuHa HexOCTATBUHOCT (BK. TOUKA 4.3). JIeueHHETO ¢ AHYPETULIH MOKeE 118 CTAHE AONPUHACLI
dakTop. 3arybara Ha ObOpeyHa PyHKLUHA MOXKE & HACTBLNU NMPH MUHUMAIHH H3MEHEHHS B CEPYMHHS
KpeaTHHHH JOPH MPH MALMEHTH C CRHOCTPAHHA CTeHO3a Ha Ob0peuHaTa apTepus.

brOpeuHa TpaHcnaHTauus
JInncea ONMUT OTHOCHO NMPWIOKEHHETO HA NEPUHAONPHA aprHHHH MPH NALKEHTH C HACKOPO

H3BbpLIeHa OBOpeyHa TPAHCIUIAHTALMA.

[launenTn HA XeMoanann3a
[Mpu naumeHTH, Ananu3npaHl ¢ MeMOpaHu ¢ BHcoka ckopocT Ha noroka (high flux) u

nekyBaHu ¢ ACE uHxuburop, ce crobluana 3a Pb3HHKBaHE Ha aHA(PHIAKTOHAHH peaKkifii; W\B&- for
naLMeHTH TpAOBa [a ce pasriena NPUIoKEHUETO HA PalIHyeH BHA JWATH3HA MeMBp &m}ﬂ’ﬁﬂf*v " N " \
AHTHXUNEPTEH3UBEH AreHT OT paz/IHueH KJac. Y ‘\ 2 \;I
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AHabWIaKTOHIHY PEAKLHY O BpeMe Ha adepe3a Ha TMNONPOTEHHUTE ¢ HUEKa mrbTHOCT (1.DL)
Paako naunenTH, nonyyasawu ACE uuxuburopu no epeme Ha LDL-acdepesa ¢ aekctpator cyadar,

ca No;JTy4aBalH KHBOTO3ACTpallaBalllH aHaPHAAKTOMAHKN peakluH. Te3H peakuun ce H3bAraar 4pes
BpemeHHO npekparaBaHe Ha Tepanuara ¢ ACE nHxuOurop npean Beaka adepesa.

AHadriakTHuHH peakLHy M0 BpeMe Ha AeceHCcHOunu3auus
[TaunenTyn, npuemaind ACE HHXuOUTOpPH N0 BpeMe Ha JeCeHCHOMIM3UpALLIO JeveHHe (Hanp. ¢ OTPoRa

OT XMMEHOMNTEpA), ca nonyyasanu aHapuIAKTOMAHU peakUuuu. [Ipy cblUTe NALMEHTH NMOCOUCHUTE
peakLuH ca Ouny H3bernaty upes BpeMeHHO NpekparaBaHe Ha npueMa Ha ACE uHxuburopuTe, HO Te
ca Ce NOABABA/IA OTHOBO NPH HEBHUMAHHE NPH MMOBTOPHOTO HATOBapBaHE.

[lonobua Ha apyrure Oera-6nokepu, GH3ONMPONOA MOXKeE 1A NOBULIW YYBCTBHTEIHOCTTA KbM aNnepreHH
U TEXKECTTA Ha aHAQUNaKTHYHUTE peakuuu. JleweHneTo ¢ enuHedpHH HE BUHArH JaBa O4aKBaHHA
TEpaneBTHUEH edeKT.

HeyTponeHus/arpaHyiouuTo3a/ TpoMOo1HTONeHHS/aHEMHA

[Tpu nauuenTy, npueMaiu ACE unxuburopw, ca HabmogasaHy HEYTPOIIEHNA/arpaHyno10To3a,
TpoMOoLMTONEH!A U aHeMHs. IIpu nauueHTH ¢ HopmanHa 6b6peuna QyHkuua 1 6e3 aApyru
yCIOXKHABAWM PAKTOPH pAAKO ce Habnoaasa HeyTponenna. Heobxoaumo e HaknounTenHo ronamo
BHHMAaHHUE [PU NPHUIOKEHHE HA MEPHHAONPHU NPH NALMEHTH C KOJIAFGHHH CHAOBH 3a00/1sABaHKA,
HMYHOCYTIPECHBHA TEpanus, CUCHUE C ANOMYPHHOA WIH MPOKAMHAMKMA WIH KOMOHHAUMA OT NOROOHH
YCJIOXKHABALUH PaKTOPH, 0COOEHO AKO € HAHLE U ChLUIECTBYBALLO OT MPeay HapylIeHHe Ha
Ob6peunara pyHxiua. [Ipu Te3n nauneHTH NOHAKOra ce pa3BUBAT CEPHO3IHH HHPEKIIMH, KOMTO B
HAKOH CITy4aH HE Ce MOBNHABAT OT MHTEH3WBHE AHTHOHOTHYHA Tepanus. AKO Ha TAKHBA NALMEHTH C¢
Ha3Ha4M NEPHHAONPUII, CE NMpenopbUBa PEAOBHO MPOCAE/ABAHE HA JICBKOrpaMaTa v 1laLHeHTHTE
Tpabsa aa Obaar npeaynpeaeHyd Aa ¢b00IaBaT 3a BCAKAKBY NpU3HALM HE WHPEKLMS (HanpuMep
BB3MAJIEHO BPJIO, TEMIIEPATYpa).

bponxocnaszbM (OpoHxHanHa actMa, o6cTpykTMBHH OenonpobHu GonecTr)

[Ipn 6poHxHManHa acTMa WIH APYTH XPOHH4YHH 06CTpYKTHBHH Benogpobuu GonecTr, KOMTO MOXeE fa
NpeaAH3BUKBAT CUMITTOMH, TPADBa CHITHTCTBALLO Ja ¢€ npunara OPOHXONWIATHPHILO neyeHue. B
HAKOH CITyuaH MOKE 1a HACTDBITH MOBULIABAHE HA CHIIPOTHBICHHETO HA AUXATETHHUTE MbTHINA, KOraTO
Gera-OnokepuTe ce MPUNAraT Ha NMAUMEHTH C aCTMA, NOPaAH KOETO € Bb3MOXHO /14 C& HANOXH
NOBHILIABAHE HA Jo3aTa Ha OeTa2-CTUMyNaHTHTe.

[IaumenTH ¢ auaber

CoBeTBa ce Aa ce AeicTBa BHUMATEITHO MPH NprIokeHHeTo Ha bu-I1peHeca npu nauMeHTH Cbe
3axapeH quaber ¢ ronemMu GIyKTyauMH Ha CTOHHOCTHTE HA KPbBHATA 3aXap.

Bera-6nokepHTe MOrar aa MacKMpaT CHMIITOMHTE Ha XHIOTJTMKEMHA.

CTpUKTHO rnanysaHe
CbBeTBa Ce Aa ce MOAX0XKAa BHUMATENHO NPH MALKUEHTH, KOHTO CAAa3BaT CTPHKTHO rafyBaHe.

Oxy3MBHA NEpHGEpHO Hanna Gonect
Moxe aa HacThM 3aabN00MARAHE HA CHMIITOMUTE NIPH NpUNOkeHHe Ha OeTa-0nokepu, ocobeHo npw
3aroYBaHe Ha ICUCHHETO.

AHecTe3ns
[fpn naupeHTH, Ha XOWTO NpeacTo 001La aHecTe3ns, OeTa-0NOKepHTE HAMANABAT YECTOTATa Ha
APHTMHH H MHOKApAHA HCXEMHS B MEPHOAA HA HHAYKLUKA U KHTYOHpaHe U B IOCTONEPaTHBHNA
nepuold. Cera ce npenopbysa noAabpxaHeTo Ha HeTa-Onokaaara Aa NPOABLINKHA NEPHONEPATHBHO.
AHecTesnonorst Tpabaa na 3Hae 3a 6era-010xanara nopaay NOTEHLUMAN 33 B3aUMOISHCTBHA C APYTH
Nekapcrea, KOHTO MOTAT N1a JOBEAaT 20 OpaaHapHTMuH, oTrcnabpane Ha peduiekcHaTa
HaManjaBaHe Ha pedUICKCHHTE CNOCOOHOCTH [a Ce KOMNEHCHpa Kpbeo3aryba. Ako ce
CMUpPaHETO Ha NevyeHHeTo ¢ Oera-6nokep npeau onepauyaTa € HeoOX0AUMO, TO TP
MNOCTENEHHO W 3 3aBbPillM 0KOJIO 48 yaca npeay aHecTe3usITa.




[py nauxeHTHTE, MOAMOKEHH HA TEXKA XMPYPrH4YHA ONEpaLMs WIH aHECTE3HS C BELIESCTRA,
IPUUHHABALLH XMITOTOHUSA, NEPHHAONPUA MOXe Aa bnokupa odpa3yBaHeTo HA AaHTHOTEH3HH [l B
pe3yJiTaT Ha KOMITEHCATOPHO OCBOOOXKAaBaHe Ha peHHH. Jleuenneto Tpsabsa aa ce npekpaTy €OHH aeH
npeau onepauMaTa. AKO Bb3HHKHE XHITOTOHHA, 38 KOATO C€ CMATA, Ye € opoacHa OT TO3H
MEXAHHIbM, MOXE Ja Oble KOpHrHpaHa upes yBenH4yasaHe Ha obema.

[Icopuasuc
[Ipy nauMeHTH ¢ NCOpHA3KC KWK C aHAMHe3a 3a ncoprasuc Oera-Onokepy Moxe 1a ce H3NOA3BaT Camo

c/iel BHHMATENHO OaATaHCHPaHE HA NON3HTE CNPAMO PUCKOBETE.

DeOXPOMOLUTOM
[pu naueHTH C YCTRHOBEH HIH NORO3HpaH PEOXPOMOLIUTOM, Or3onposion TpabBa BUHArHK na ce

npuwiara B KOMOMHaLua ¢ anda-peuenropeH 6aoxep.

THpeoTOKCHKO3a
[Tpu neueHne ¢ OH3OMPONON € Bb3MOXHO CUMITTOMHTE Ha THPEOTOKCHKO3a [a Ce 3aMacKHpar.

IInpsyyeH anfocTepoHHU3bM

[TauneHTH ¢ MbpBHYEH XHUNEPANIOCTEPOHUIBM KATO LATIO HE C€ BITHAAT OT JIEYEHHE C
AHTUXHNEPTEH3NBHHU IEKAPCTBA, ACHCTBALIM Ype3 HHXHOMpaHe HA CHCTEMATA PEHUH-AHMMOTEH3HH.
[Topaau ToBa ynorpebara Ha TOBa NEKAPCTBO HE CE TPENOPBLYBA.

bpeMEeHHOCT
OcBeH B ClTyuanTe, KOraTo Npoas/DkasaHe Ha neyeHHeTo ¢ ACE nuxuburopH ce cmaATa 3a

HEe3aMEHUMO, NALMEHTHTE, KOHTO IUIaHHpaT OpeMeHHoCT, TpAOBA Ja NpEMHHAT Ha aNTePHATHBHO
AHTHXHIIEPTEH3HBHO JICUCHHE C A0Ka3aH Npogun Ha 0€30MacHOCT 34 MPUIOKEHHE MO BpEMeE Ha
OpemenHoctTa. [Ipu avarsocTuupane Ha GpemenHocT aeueHHeTo ¢ ACE unxuburopu tpabaa
He3a0aBHO Aa Obae CNPAHO M KO e NoAXOAALO, TPAOBA Aa 3aMOoYHe ANTeEpHATHBHA Tepanus (BX.
TOUKH 4.3 1 4.6).

ChpaeyHa HeIOCTATBMHOCT

TepaneBTHYEeH ONHUT ¢ OHU3ONPONON NPH JICHEHHETO HA CHPACYHA HENOCTATHYHOCT JIMIICBA NPH
nalHeHTH ChC cNeAHHUTE 3aD0NIBAHUA U CHCTOAHHA!

- MHCYJIMHO3AaBUCHM 3axapeH auaber (ot Tun I),

- TeXKKO yBpeaeHa ObOpeura QyHkumA,

- TEXKKO YBpeAeHa YyepHoapobHa pyHKLMA,

- PECTPUKTHBHA KapAHOMHONATHA,

- BPO/JEHO chpAcUHO 3abonaBaHe,

- X€MOJHHAMHYHO 3Ha4YMMO OpPraHHYHO KnanHo 3adonapane,

- HHDAPKT Ha MHOKapAA Mpe3 NMoclieAHUTe 3 Mecela.

Hatpuii
To3u nekapcTBeH NPOAYKT Chabpaa nmo-Manko or | mmol vatpuit (23 mg) Ha Tabnerka, T.e. MOXKE da

C€ Kax<e, 4e MPaKTHYECKH He ChABbPIKR HATPHH.

Jlakrosa
[MTauneHTHTE C peAKH HACNEACTBEHH NMPOobeMH HA HEMOHOCHMOCT KbM FalakTo3a, IMhJeH NaKTa3eH
neULIMT WM FA0KO30-TanakTo3Ha ManabcopOuus He TpsOBa Ja npHeMaT TO3H NEKAPCTBEH MPOOYKT.

4.5 BiaumojelicTBHE ¢ ZPYTH JICKADCTBEHH UPOAYKTH H APYTH GOPMA HA BIaHMOACHCTBHE

He ca nabnropapanu s3aumMoaciicTBus Mexay OU30oNpoaoa U NEPHHAOCHPHUN B YCIIOBHATA
U3MHTBAHE 38 B3aHMOAECHCTBMA, NPOBEACHO BLPXY 31paBH aobposonuy. Ilpeacrasena e

NpOOYKTH, KAKTO CJi€aBa.



Jlexapcmea, noguuasauyu pucka om aH2uoeoem

Cunvrersawara ynorpeda Ha ACE nnxnburopu cne cakybutpui/sancaprat € NpoTHBONOKA3aHa, Thid
KAaTO TOBA MOBMLUABA PHCKA OT aHTHoeeM (Bx. Touku 4.3 1 4.4). Caxybutpun/Bancaprad He TpsadBa
1a Ce 3aMno4Ba NpeaH Aa ca HIMHHAMK 36 Yaca OT MpUeMa Ha NOC/eAHATA 1034 OT TEpAlHATA C
neprHHaonpun. JleueHue ¢ nepuHaoNpun He TpaOBa Aa ce 3anousa npeay Aa ca U3MHHAIH 36 yaca
Clien NpHeMa Ha NOC/eaHaTa A03a oT caKyOuTpwi/BancapTan (BX.TOUkH 4.3 1 4.4).

CunbrerBawiarta ynorpeba Ha ACE unxuburopu ¢ pauekanorpun, mTOR unxuburopu (nanp.
CHPONTHMYC, €BEPOJIUMYC, TEMCHPOJIUMYC) H NIMNTUHH (HANp. NHHACTHITTHH, CAKCAT IHITTHH,
CHTArTHITTHH, BWINATJIMNTHH) MOJXKE 4 JOBEAE A0 NOBHLLUEH PHCK OT aHruoeaeM (Bx. Touka 4.4).

Jexapcmea, unoyyupawyu xunepxaiuemus

Bhnpeku, 4e cepyMHHA Kaluid OOMKHOBEHO OCTaBa B HOPMAJIHH I'PAHHLIH, XHITEPKAJTHEMHSA MOXe 1A
Ce NOABH NMPH HAKOH NALMEHTH, NeKkyBaHH ¢ bu-Ilpeneca. Hakou ekapcTBeHH MpOAYKTH HITH
TepanesTHYHU KJIACOBE MOTaT Aa NOBULIAT CJAYYAHTE HA HACTBLIMBAHE HA XHITEPKATHEMHA: A THCKHPEH,
KaJIMEBU COJTH, KATHIf CBXPaHABAILM AXYPETHUH (Hanmp. CMPOBONAKTOH, TPHAMTEPEH HIIH aMHJIOPHA),
ACE wnHxubutopu, anrnorensus-11 peuenrropuu aHraronucti, HCIIBC, xenapuuu,
HUMYHOCYNPECHBHH CPEACTBA KATO HANPHMED LIMKJIOCTIOPHH WIH TAKPOJIUMYC, TPUMETONPHM H
KOTPHMOKCa30J1 (TPHMETONMPHM/CY IhaMeETOKCA30)T), Thil KATO € H3BECTHO, Y€ TPHMETONPHM ACHCTBA
KAaTO Kanuii chxpaHaBal JuypeTuk kato amiwtopua. KombuHauuaTa ¢ Te3u nekapersa NosHIIIaBa
pUcKa oT xunepkanuemus. [Topagn Tosa, koMOMHUpaHeTo Ha bu-IIpeHeca ¢ ropecnomMeHaTure
NIeKapcTBa He ce NpenopbyBa. AKO e rpeanycaHa ceirbTeTeaNla ynorpeda, Tpabpa aAa ce noaxoxa ¢
BHHUMAaHHE H ¢ YECTO NPOCACAABAHE Ha CEPYMHHA KATHH.

Crnvmcemeaiua ynompeba, Koamo e npomusonokasana (edic. mouxa 4.3)

Anucxupen

CunbrerBamiata Tepanus ¢ bu-IlpeHeca v anMckMpeH e NPOTHBONOKA3aHA NPH NALMUEHTH ¢ AHabeT
WIH HapyuwieHa On0peuHa GyHKUHs MopanH NOBUILIABAHE HA PHCKA OT XHINEPKATIHEMHS, BJIOIIABAHE HA
ObOpeuHaTa PyHKUMA H CHPASYHOCHAOBA OONECTHOCT H CMBPTHOCT.

Excmpaxopnopannu neuenun

EKCTpakopropanHu Je4eHH!s, BOAELIO A0 KOHTAKT Ha KPbBTa ¢ OTPHLIATE/IHO 3apeieHH MOBLPXHOCTH,
KATO HaNpUMEp AHAIKH3a Wik XeMO(HITpauHs ¢ onpeae/ieHd BUCOKONpOMyCcKIuBY MeMOpaHu (Hanp.
NONUAKPWIOHHTPHIHU MeMOpaHi) U adepesa Ha THNONPOTEHHH C HHCKA ILTLTHOCT € JEKCTPaHOB
cyadar, nopaau NOBHIUEH PHCK OT TEXKKH aHADHIAKTOUAHH peakuHH (BX. Touka 4.3). [pu
HeoOXoauMOCT OT NOAOOHO NeueHHe TpaOBa na ce oOMUCIH NPpUToKeHHe Ha ApYyT TUN JHaJIU3HU
MeMOpaHH WU HA AHTUXHIIEPTEH3UBHO CPEACTBO OT QpYI KJAC.

Conromcmeauia ynompeba, KOSMO 1e ce npenopvisa

Ceup3ana ¢ 6H30npo10a

Ilenmpanno deilicmeauju anmuxunepmeH3usHu cCpedoCcmsa Kamo KROHUOUN U Op. (Hanp. Memuioondg,
MOKCOHUOUN, DUIMEHUOUR)

CosmbTeTBALLATa YNOTPeOa Ha EHTPANHO ASHCTBALM AHTHXHINIEPTEH3HBHH CPEACTRA MOXKE 1a BJIOLIH
ChpAEYHATE HEAOCTATLYHOCT HPE3 HAMAABAHE HA LICHTPANHHUS CHMITATHKOB TOHYC (HaManeHa
ChpAeuHa HecToTa ¥ MUHYTeH obeM, Bazoaunartaums). Pa3koro npexparssane, 0cobeHo ako € npeau
MOCTENEHHO HAMANABAHE HA flo3aTa Ha Dera-OoKkepa upe3 THTPHpPAHE, MOXKE a NOBUILIH PHCKA OT

.pebayna* XunepTroHHs.

Anmuapummuvunu cpeocmea om xaac I (nanpumep, xunuodun, ouzonupamuo, AUOOKAUH, cﬁef
grexaunuo, nponageHox) - Wl Wy TN
EdexkTbT BbpXY BpEMETO Ha NpeachpAHO-KaMEPHO NpoBeXAaHe MOXKE 18 C€ YCHIIH C '
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OTpHuaTENHO BIHIHHE BbPXY KOHTPAKTHIHTETA H NPEACHPAHO-KAMEPHOTO MMPOBEKAAHE,
MHTpaBeHO3HOTO NPUIOKEHHE Ha BepanaMwi NpH MaLMeHTH, JIeKyBaHH ¢ Oera-OnokepH, Moxe 1a
nopeze 4O 3a1bA00OYEHa XHIOTOHHA H NpeachbpAHO-KaMepen O0K.

Ceup3ans ¢ nepungonpul

Anuckupen

[Ipu Apyry nalHeHTH, OCBEH NaUMeHTH ¢ AuabeT win HapyuweHa 6u0pevna PpyHKUKA, HapacTBa
PHUCKDBLT OT XHNEPKANTHEMHA, BOIIaBaHe Ha ObOpedyHaTa PyHKUMA H CHPACUHOCHAOBATA BONESCTHOCT M
CMBPTHOCT.

Convmemeaujo neuenue ¢ ACE unxubumopu u anzuomen3un peyenmopru baoxepu

KnunuuHuTe JaHHH NMOKA3BAT, Y€ ABOMHATA 6/10Kaaa HA CUCTEMATA PeHHH-8HM HOTEH3HH-ATAOCTEPOH
(PAAC) upes kombuHaums ot ACE unxuburopu, anruorensus Il peuenropuu 6nokepH UM
JTUCKHPEH € CBLP3aHa C [10-BUCOKA YECTOTA HA HeXeJlaHH peakUMH KATO XMIIOTOHUS, XUNiepKajiueMus
H BJIOillaBaHe Ha ObOpeuHaTa (pyHKUMA (BKITIOUKTERHO oCTpa ObOpeUHa HEAOCTATLUHOCT), OTKOIKOTO
NMPHIOKEHHETO CaMO Ha €IHO CpeAcTBo ¢ AelicTBre BxpXy PAAC (Bxk. Touku 4.3,4.4 1 5.1).

B nuTeparypara uma choOLLIeHH S, Y€ TPH NaLMEHTH C YCTAHOBCHA aTePOCKICPOTHYHA BoMecT,
ChpAEYHA HEAOCTATBYHOCT WK AHA0ET ¢ TEPMUHAIHO OPraHHO YBPEKAaHe ChITETCTBALIOTO JICYEHHE
¢ ACE #HXHOHTOp H aHrHOTEH3HH-peUenTOpeH HA0Kep € CBLpP3aHO ¢ MOBHUILIEHA YECTOTA Ha
XMIMOTOHHSA, CHHKOII, XHNEPKAJIHEMHA H BAOLIaBaHe HA ObpOpeuHara QyHKUMA (BKAIOYHTENHO OCTpa
610peuHa HEAOCTATBYHOCT) B CPABHEHUE CHC CAMOCTOATEIHOTO NPHIIOXKEHHNE HA €JHH JICKAPCTBEH
NPOAYKT, NOBAHABALL CHCTEMATa peHUH-aHrMOTeH3UH-anaoctepoH. Jsoitnara 6nokana (Hanpumep
ype3 koMOuHHpane Ha ACE nuxuburop ¢ anrnorenzus 1l peuerrropeH anraronuct) Tpadsa aa ce
OrPaHHYH CaMO 10 HHAWBHIYAIHO ONPEAC/ICHH CITY4aH NpH BHUMATENHO MOHHTOPHpaHe Ha
ObOpeuHara pyHKuM%, HUBATA HA KANHA H KPLBHOTO HAJIATAHE.

Ecmpamycmun
PHcCK OT MOBHILIABAHE HA HEXEJIAHHTE JIEKAPCTBEHH PEAKLMH, KATO HAMPHUMEP aHMTHOHEBRPOTHYECH OTOK

(aHruoeaem).

Kanuii-cvxpanseawyu ouypemuyu (nanp. mpuammeper, aMuiopuo...), Kawuu (coru)
XunepkanueMus (noreHunanHo ¢aranHa), ocobeHo cbBMecTHO ¢ yBpeaeHa 6n6peuHa pyHkums
(aAMTHBHHA XHNEpKATHEMH4HH ePEKTH).

KoMOuHaLmATa Ha NepUHIONPUI C MOCOYSHUTE NIO-TOpe IEKAPCTBA HE CE NPEnopbUBa (BXK. TOUKA
4.4). Axo CBITbTCTBALLATA YNioTpeda € BhIIpeKH TOBA NMOKa3aHa, Te TpAORa a ce U3NON3BAT ¢
MOBHLUEHO BHUMAHHE H TIPH HECTO NPOC/CAABaAHE HA CTOWHOCTHTE HA CEPYMHHA Kanui. 3a
NMPUIOKEHHETO Ha CIIMPOHONAKTOH NPH ChpAcYHA HEJOCTATHYHOCT BHXKTE MO-A0MY.

JTumuu

Hma cpobiierns 3a o0paTHMo NOBHUIABAHE HA CEPYMHHTE KOHLEHTPAUHH HA THTHA U TOKCHYHOCT
MpH ChITbTCTBALLO npueMaHe Ha Ut # ACE naxuburopu. He ce npenopnusa ChMBTCTBALIOTO
MPUNOXKEHHE HA MEPHUHIONPHI H NHTHH, HO aKO KOMOHHALIMATA ce OKKE HEOOXOAHMa, CEPYMHHTE
HHMBA Ha NTMTHA TpAOBa Aa ce NPOCACAIBAT BHUMATENHO (BXK. Touka 4.4).

Corromcmeauia ynompe0a, KoamMo U3UCKEA CREURATHO BHUMAHUE

Cebp3ano ¢ 6B30npono u nepaBACOPHI

ITpomugoduabemuu cpedcmaa (WHCYAUH, NePOPANHU XUNOZRUKEMUYHU Cpeocmea)
Pesynrarvre OT €MMOEMHOJIOFHYHH TPOYUBAHHSA NOKA3BAT, Y€ CHITbTCTBAUIOTO MPHIIOKEHHE
HHXHOHTOPH M aHTHANA0ETHH MeIHKAMEHTH (MHCYJIHHH, OpaliHH XHMNOFTHKEMHYHH Cpe
Na NPUYHMHK NO-CUNEH MNIOKO30NOHKKaBAaL eeKT C pHCK OT xunoraukemus. Okasea
HACTBIBAHETO HA TOBA ABJCHHE € NO-BEPOATHO NPE3 MbPBUTE CEAMHULM OT KOMOUHUD

MpY NaLMEeHTH ¢ yBpeaeHa 6u0peuna pyHkuus. '




MOJXKe Ja [TOBHLLH edexra Ha HamMandaBaHe Ha KPLBHATA 3axap.
Bnhokanara Ha GeTa-aipeHOPELENTOPUTE MOXE 1a MACKHPA CUMITOMHUTE Ha XHIOTITHKEMHS.

Hecmepoudnu npomusosvinanumennu texapcmaenu npodyxmu (HCIIBC) (exmouumento
ayemuwicanuyunosa Kucenuna =3 g/ oen)

[IpunoxxeHnero Ha bu-IIpeHeca CHNBTCTRALIO ¢ HECTEPOUIHH MPOTHBOBBNAIIATEIHH JIEKAPCTBEHH
NPoAYKTH (Hanp. aLeTHICATHMLWIOBA KHCETHHA B NPOTHBOBL3NAIMTENHH A03UpoBkH, COX-2
HHXHOuTOpH U HecenekTuBHH HCTIBC) Moxke aa oTcnabu aHTHXMNEPTEH3UBHUA €PEKT Ha
G130MpoION U NEPHHAOTIPHIL.

OcBen TOBa ¢hNbTCTBALIOTO NpioxkeHHe Ha ACE uuxubutopu u HCITIBC moxe na nosene 1o
MOBULIEH PHCK OT BJIotIaBaHe Ha 6b0OpeuHaTa pyHKUKMA, BITIOUMTEIHO BB3MOXHOCT OT OCTpa
O6n0OpeyHa HEOCTATBYHOCT H NOBHLUABAHE HA HUBATA HA CEPYMHHSA KanHi, 0CODEHO NpPH NALMEHTH C
NPEABAPHTEIHO CHLLIECTBYBalO BowaBaHe Ha OxOpevHara GyHkumns. KomOunaunarTa tpabsa na ce
fipUnara ¢ NoBHilIEHO BHUMaHHE, 0C00¢HO npu HanpeaHana Bb3pacT. [lauueHTuTe TpadbBa na Onaar
AOCTATBYHO XHAPATHPaHHU H TPAOBa Na ce NpeABHAM KOHTponHpaHe Ha OpbpeuHaTa PyHk1MA B
HAYanoTo Ha KOMOUHHPAHOTO JICYEHHE, & CJICA TOBA — NEPUOAHYHO.

Anmuxunepmen3ugrnu cpeocmad u sazoowiamamopu

CBNBTCTBALLOTO MPUIOKEHHE C AHTHXHINEPTSH3IHBHH CPEACTBA, BA30AWIATATOPH (KATO HAIPUMEP
HUTPOTTHLIEPHH, APYTH HHTPATH WK APYry Ba30AWIATATOPH) WIH C APYrH JIEKapCTBa, KOUTO HMAT
MOTEHLIHAN 8 HAMAJIABAT KPBbBHOTO Hangrale (HanpuMep TPHLUMKIHYHH AaHTHACMPECAHTH,
bapbuTypart, GpeHOTHA3HHKA) MOXKE A4 NMOBHLIM PUCKA OT XHIIOTOHHYHHTE epeKTH Ha NEPHHAONPUI K
Ouzonponon.

Tpuyurxnuwnu anmuoenpecanmu/Anmuncuxomuyw Anecmemuyu

CorbreTBaliloTo npunokeHre Ha ACE rHXHOHTOPH ¢ HIKOH aHECTeTHYHHU TEKAPCTREHH NPOAYKTH,
TPHULUMKIHYHH AHTHAENPECAHTH H AHTHIICHUXOTHUIM MOXE J1a HMA 33 PE3YNITAT JOMbJIHHTETHO
HaManaBaHe Ha KPbBHOTO HAJATEHE,

CBITBTCTBAIIOTO NPHACKEHHE HA OH30MPONO C AHECTETHLIH MOXKE Ja JOBEAE A0 HAaMAJICHA
pediekCHA TAXHKApAUA U MOBHLICH PHCK OT XHIOTOHHAL.

Cumnamuxomumemuyu

Bera-cMMNaTHKOMUMETHLIH (HANP. H30NIPEHANHH, J00yTaMuH): KoMOMHauuaTa MM ¢ Susonponon
MOXE 1a HaMank edeKTHTE U Ha ABeTe AekapcrseHH cpeacTa. CHMNATHKOMHMETHLM, KOHTO
aKTHBHpAT H Oeta- ¥ anda-aapeHOpeLIenTOpUTE (HaMNp. HOpeNUHHEPPHH, eNUHePPHH): KOMOHHALMATA
MM ¢ OU30MPONION MOXKE Aa 3aMacKHpa MEAHHpaHHTE OT anja-aApeHOPELICITTOPHTE
BA30KOHCTPHKTOPHH €(eKTH Ha Te3H CPeACTBa, KOETO BOAH A0 NOBHIIABAHE HA KPbBHOTO HANATAHE U
obocTpsaHe Ha Knayauxaudo uHrepmureHc. [lpuema ce, ye TakuBa B3aHMOAECHCTBHA Ca NO-BEPOATHH

npu HeceJleKTUBHHUTE OeTa-0nokepH.
CHMNATHKOMMMETHLIHTE MOTAT Aa HaMaNIAT aHTUxunepreH3uBHUTE edextH Ha ACE unxuburopure.

Cebp3ana ¢ On3onpoaoa

Kanyuesume anmazonucmu om Ouxuoponupuounos mun, xamo ranpumep peroounun u aMroOunux
[1py naiuMeHTH CBC CHPAEYHA HEAOCTATHYHOCT CHITHTCTRALIATA YIIOTpeda MOXeE 3 NOBULIH PHCKA OT
XHMMIOTOHHUA W MPH TAX He MOXKE Ja Ce HIKTIOYM YBEIIMUYABAHE Ha PHCK OT MOC/EABAlIl0 BAOLLIABAHE Ha
KaMepHaTa noMneHa QpyHKLHA.

Anmuapummuvnu nexapcmea om xaac I (nanp. anuooapon)
Moxe MOTeHUHATHO A3 Bb3HHKHE e)eKT BLPXY BPEMETO Ha NpeAChpPAHO-KAMEPHO MMPOBEXKAAHE.

H apacuunamuxom liMemuunRu exapcmsa

ChnbTCcTBallE&Ta YNOTpeDda MOKEe 118 MOBUILK BPEMETO HA NPEeAChPAHO-KAMEPHO NMPOBE

or Opagukapaus. /;" oy
Sl

Joxarno npunaeanu 6ema-610Kepu (HAND. OYKU KANKYU 3G ReYerue na zaayxoma)  \\ = ' .




ChIbTCTRALIOTO NPUNOKEHHE MOXKE [a JONPHHECE KbM CHCTEMHHUTE edeKTH Ha OH30oNponon.

Covpoeunu 21uxo3udu (OuzumaIuco6u MeOuxamermu)
HamanssaHe Ha chpAcuYHaTa 4€CTOTA, YAB/DKABAHE HA BPEMETO HA MPEACHPAHO-KAMEPHO MPOBEXKARHE.

CBbp3aHH ¢ DEpHAEAONPHA

baxnoghen
IToBulIIeH aHTUXUNEPTOHHUEH eekT. [la ce cneau KPbBHOTO HANIAraHe U NMpH HEOOXOAUMOCT aa ce

KOPHIrUpa 103aTa HA aHTUXUIIEPTEH3UBHHUS JIEKAPCTBEH NPOAYKT.

Kanui nezaovpocawju ouypemuyu

[launeHTHTE Ha AUMYPETUUHO JICUEHHE, OCODEHO Te3H, KOMTO ca JeXHUApaTUPAHH WHNH ¢ HAPYUICHHS
BBL8 BOJHO-CONIEBUA OanaHC, MOXKeE Aa H3NHTAT MPEKOMEPHO HAMAABAHE HA KPbBHOTO HAIATaHE Cllel
3ano4saHe Ha JeueHHeTo ¢ ACE HHXuOuTOpH. BepoaTHOCTTa OT XHNOTOHMYHK €(eKTH MOXKe Aa Ce
HaMaJlH 4pe3 NPeKbCBaHE Ha AMYPETHKA, Ype3 NOBHILIABaHE Ha 00eMa HAa TEYHOCTHTE WIH NpHeMA Ha
COJIM MPEOH HAYAIOTO HA JICYCHHETO C HUCKH H NMPOrPECHBHH AO3H NEPHHAONPHI.

[Ipu aprepuanHa XHNEepToOHUA, KOraTo MpeALISCTRALLIATA JHYPETHYHA Tepanui MOXxe Ja € NPHYHHHIA
HEIOCTHT Ha CO/IM/TENIECHH TEYHOCTH, HIH AMYPETHKLT TPAOBA Aa ce crpe npeax 3ano4YBaHE Ha
neyeHuero ¢ ACE mHXuBHTOpP, B KOHTO cnyuail B MOCNEACTBHE MOXE Aa C€ BKINIOYH OTHOBO
HecbXpaHaBaul Kaini auypetvk, Wi ACE unxuburopet tpabsa na 6bae 3anovHaT B No-HACKA 1032,
KOSTO NPOrPECHBHO J1a C€ MOBUIUH.

[Ipu nexyBana ¢ AMYPETHLUM 3acTOMHA ChPACYHA HEAOCTATHYHOCT, jcueHHeTo ¢ ACE nHxuburopa
TpAOBa Aa 3an04YHEe ¢ MHOIO HUCKA JO3HPOBKA, MPH BL3MOXHOCT H CJIeX HaManABaHe Ha J03aTa Ha
CHOTBETHHUS KAIHHA HECHXPpAHABAL IHYPETHK.

[pu Bcuuku cimyyau TpabBa aa ce npocieasasa On0peuHaTa GpyHKUMA (TU1a3MEH KPEaTHHHH) npe3
MbPBHTE CeAMMLH Ha JieyeHHeTo ¢ ACE uuxuburop.

Kanuu-cvxpanaeawu ouypemuyu (enieperoH, CHUpOHoOIaKmon)

C ennepeHOH WIH CIIMPOHOJIAKTOH B A034 OT 12,5 mg no 50 mg aHeBHO W npH HUCKH 1034 Ha ACE
HHXHOUTOPU:

[1pu neueHue Ha cbpae4Ha HeaoCTATLYHOCT OT Kaac Il win IV (no NYHA) ¢ ¢ppakums Ha
usTnackeaHe < 40% u npeawecrsawo JeueHue ¢ ACE nuxubnropu v OpUMKOBH AMYpeTHLIM, HMa
PHUCK OT XHIECPKATUEMUA, KOATO € NOTEHLUAIHO NETaNHA, 0CODOEHO NpH JIMNca Ha Cna3BaHe Ha
NpenopbKHTE 33 NPEANMCBaHe HA TA3H KOMOKHHaLMA.

[Ipean 3anoyBaHe Ha KOMOHHauMATA TpAOBA Aa Ce HanNpaBsAT H3C/CABAHHUA 34 H3KNIOUBAHE HA
xunepkanuemus H 6b0peyHo yBpexaaHe.

[IpenopbuBa ce BHUMATENHO HAbnoaeHHe Ha KAJTHEMHATA U KPEaTHHEMUATA Npe3 TbPBHA MeceLl OT
NIEYEHHETO BEAHBK CEAMHMHO, a CNiell TOBA — BEIHbX MECEUHO.

Kombunauuu, xoumo mpabea 0a ce umam npeoeuo

Ceoup3ara ¢ 6r3onponon

Medghnoxun
[TopuweH puck ot OpaguKapaHA.

Monoamuno oxcudaznu unxubumopu (¢ uzxmouernue na MAQO-B unxubumopu)
YcuneH xunoToHH4YeH edekT Ha DeTa-0n0KepHTe, HO CBLUO H PHCK OT XHNEPTOHHYHA KPH3A.

CBLP34aHE ¢ NEPpUHAOTPHIT

Inamo

Hma peaxu choOLUIEHUS 32 HHTPHTOMAHYU peakuuy (CUMNTOMATUKATA BKJTIOUBA 3a4ep

JIKLETO, rafieHe, MOBPBbLUIAHE H XHIIOTOHUA) TIPH NALMEHTH, IPOBEXKAALILH NIEYEHHE C
‘T . cor Ty

3JIaTHH Npenapaty (HaTpues aypotHoManar) cbnbreTBatlo ¢ ACE vHxuburop, Bk rr;ehne A



NCPHHAONPHUIL.
4.6 DeprranTeT, JPEMEHHOCT H KbpMEHe

bpemenHocT

Ha 6a3ara Ha ChbileCTBYBALLUMTE JAHHH 34 HHAHWBHAYAHUTE KOMIMOHEHTH ynotpebaTa Ha bu-Ilpeneca
HE Ce MpenopbUBa Npe3 MbPBHA TPUMECTBP Ha OPEMEHHOCTTa H NPHIIOKEHHETO MY €
NMPOTHUBOMOKA3aHO MPe3 BTOPHA U TPETHA TPUMECTHP Ha OpemMeHHoCTTA.

br3onpoJsion

Buzonponon nposBsaBa TaxMsa PapmMakonorHyHi epexkTH, KOUTo 6HXa MOIIH Aa NPHYUHAT BPEAHH
edekTH BbPXY OpeMEeHHOCTTa WHIIH 10Aa/HOBOPOAEHOTO (HAMaNABAT TUIALIEHTAPHHA KPbBOTOK,
KOETO Ce CBBbp3a Chbe 3a0aBeH pacTexk, BbTPEMATOUYHA CMBPT, A00PT WK NpeXICBPEMEHHA PONOBA
AEHHOCT K HeXenanu edext (Hanp. XUNMoraukeMus 1 Gpagukapans), KOUTO IUIOABT HNH
HOBOPOAEHOTO MOTAaT Aa pa3BHAT). [IpH HeoOxoauMocCT oT sieveHue ¢ Hera-aapeHouenTopHH Gnokepy
ce npeanovnTar 6eTa- | -ceneKTHBHHUTE aapeHOLEeTTOpHH DoKepH.

Buzonponon He TpaGBa Aa ce npunara no speMe Ha OPEMEHHOCT, OCBEH KO KIHHHYHOTO ChCTOAHHE
Ha JKEHATA He H3UCKBA T&KOBA JieUECHHE, AKO € MPHETO, He € HATHLIE HEOOXOAUMOCT OT IEHEHHE C
Gusonponon, TpaGBa Aa ce MOHHTOPHPAT YTEPOILIALIEHTAPHUAT KPBBOTOK H PacTeXxbT Ha riioaa. B
CJiydait Ha BpeaHH €(peKxTH BbpXY OpeMeHHOCTTA WM I1oaa Tpadsa Aa ce 0OMMUCIIH aANTEPHATHBHO
neyerune. HoopoaeHoto tpabea aa 6bae BHHMATENHO MpOCNEASBAHO.

[To npyHUMN ce OYaKBa CHMITTOMHTE Ha XHMOMNTHKEMHS H OpaauKkapaus Aa ce NOMBAT NMpe3 NLPBHTE 3
ITHH.

Ilepauagonpa.

EnHaeMHONOrHyHMTE AaHHK OTHOCHO TepaToreHHua puck cnea ACE nHXHOHTOpHA ekenosvums npes
MEPBHA TPHMECTHP Ha OPEMEHHOCTTA HAMAT OKOH4ATEICH XapaKkTep; MAKO MOBHUIABAHE HA PHCKA
obaue He Moxke Oa Obae m3KnoueHo. OCBeH B Cy4vanTe, KOraTo MpoawbkapaHe Ha aeuyeHueTo ¢ ACE
WHXWOHTOPH ce CMATA 33 HE3aMEHHMO, NALMEHTHTE, KOMTO IUIaHHpaT 6peMeHHOCT, Tpsabea aa
[MPEMHHAT Ha AITEPHATHBHO AHTHXMUIIEPTEH3HBHO JIeUeHHE ¢ AoKa3aH npodwi Ha 6e30nacHOCT 3a
NPUWIOXKEHHE 0 BpeMe Ha OpeMEHHOCTTa. AKO C€ YCTaHOBH OpeMeHHOCT, neyenneTo ¢ ACE
HHxHbuTOopH TpadBa 1a ce cnipe He3abaBHO H aKo € ReoOX0AUMO Aa ce 3aMoUHE ATTEPHATHBHO
nevyeHue. U3secTHo €, ye exkcnosvumara Ha ACE uHxuOHTOpHA Tepanus npe3 BTOPHA H TPETHA
TPHMECTBP Ha OpeMEeHHOCTTa, NPeAH3BHKBA PETOTOKCHUHH e(eKTH MpH YyoBeKa (MoHibkeHa ObOpetHa
(GbYHKLHA, ONTMrOXHIPAMHHOH, 3a0aBsiHe Ha uepenHaTa OcHUKaLHA) U HEOHATATHA TOKCHYHOCT
(6BOpeuHa HEQOCTATHYHOCT, XHMOTOHUA, XHNEPKANHEMHKA) (Bx. TOUKa 5.3). AKO EKCNO3HLMATA Ha
ACE uHXuOHTOp € HACTBLIUIA OT BTOpUS TPUMECTLP Ha OpeMEeHHOCTTA, NPENnopbYBAT C€
yJITPa3BYKOBH Nperieay 3a uicnensaHe Ha OpOpeuHaTta ¢yHkums U uepena. bebera, uuuro mailiku ca

npueManu ACE nHxuburopu tpabsa aa 6vaar HabmoaapaHH BHUMATENHO 332 XMIOTOHMS (BXK. TOUKH
4.3 n44).

Kspmene
bu-IIpeHeca He ce npenopbusa MO BpEME Ha KbPMEHE.

He e u3BecTHO nayin 61sonpoaon ce U3nbyea B KbpMara. [lopaan ToBa He ce npenopbyBa KbpMEHe B
neproAaa Ha NMpUIoKeHHe Ha SU3oNpooi.

[Topaau nunca Ha HHPOPMALIMA OTHOCHO ynoTpebara Ha NEPUHAONPHI B NEPHOIA HA KEPMEHE,
NEPHHIONPHIT HE C€ NMPENOpPbUBA H C€ NMPEANOMHTAT ANTEPHATHBHH NSUCHHUA € MO-100pe YCTAHOBEH
npo¢ Ha 6€30MacHOCT B NEpHOa Ha KbpPMEHE, 0COOEHO NMPH KbPMEHE Ha HOBOPOAEHO HJIH
NpexaeBpeEMEHHO POASHO KbpMavye,

DepTUIHTET
JIunceaTr KTMHUYHUTE JaHHH OTHOCHO (epTHnMTETA NpH ynoTpedaTa Ha bu-1lpeneca.

4.7 Edexrn BbpXy cnocobrocTTa 32 modprEpane H pabora ¢ MAMAAA

bu-Ilpexeca HaMa NpAKO BIHAHHE BBPXY CMOCOOHOCTTA 3a wWodHpaHe H paboTa c M




HAKOM faLIMEeHTH MOTAT Ja HACTBIAT HHAWBKAYAIHH PeaKLinH, CBbP3aHHM C HHCKO KPbBHO HaNAraHe,
0co0EHO B HAYANOTO HA JICYEHHETO, TIPH CMAHA HA NEUYEHHETO, KAKTO W NPH NPHIOKEHHE 3a€JHO C

ynorpeda Ha ankoxon. |
B pesynTar ot ToBa cnocobHocTTa 3a togupaHe WK paboTa ¢ MAUIHHK MOXE 12 CE HapYLLH.,

4.8 Hexenanu fexKapCcTBEHH PeaKIHH

O6001ueHune Ha npoduna 3a 6e3o0nacHoOCT

Haii-uecTuTe HexenaHu peakuuH ot OU30Nponon BKIIOYBAT rnapodosnde, 3aMaiiBate, BIOLLABAHE Ha
ChpPAEYHATA HEAOCTATBYHOCT, XMIIOTOHMS, CTYIEHH KPaifHULIM, raJleHe, NOBPbILAHE, KOPEeMHH B0nkH,
AUAPHA, KOHCTHMALIMA, ACTCHUA H YMOpA.

Haii-uecTuTe HexXeNaHH JIEKAPCTBEHH PEaKLMH, KOUTO ce chOOLAaBaT OT KIIMHHUYHHTE H3MUTBaHHA H
ca HaOoaBaHKu ¥ P NEPUHAONPHA ca: rnasobonue, 3amaiBaHe, CBETOBbPTEXK, MaPECTE3UH,
3PHTEIHH HAPYLUEHHKA, THHHTYC (1IYM B YLUWTE), XHIIOTOHHA, KAWIKLA, AHCIIHES, raacHe, NMoBpbLIaHe,
kopeMHa Oonka, JHapus, KOHCTHNALMA, AMCreY3us, AHcencHs, oOOpHB, npypuryc (Cbpbex),
MYCKYJIHH KPaMIlH H aCTCHHA.

TabnuveH CMHCHK HA HEXXETAHWUTE PEAKIIHH

CheaHuTe HeXeNaHH peakupy ca HabMoaapay No BpeMe Ha KIMHHYHH H3NMUTBAHUA W/ WM B NIEpHOA
cJiell paspeluaBaHe 3a ynorpeda ¢ OH30IpoOnoOa Uy ¢ NEPHHIOMPHI, MPUIAraHH CaMOCTOATENHO, U ca
pasnpeeneHy cro0pa3Ho knacupukaunsta Ha MedDRA no TenecHH CUCTEMH H NO ceaHATA
YeCToTa: |

- Muoro uectu (2 1/10)

- Yectv (2 1/100 no < 1/10)

- Heuectu (2 1/1 000 oo < 1/100)

- Peaxu (2 1/10 000 o < 1/1 000)

- Muoro peaku (< 1/10 000)

- C HeusBecTHa YecToTa (OT HAJTHYHHTE JaHHH He MoxKe 713 ObJe HanpaseHa OLEHKA)

CacTemMo-oprasen Kjiac oo Hexenann peaknsn ' YecToTa
MedDRA | br3onpoaon | Ilepuaaonpun
| Hadexnun B nadecTanmd | PHHHUT | Peaxn _| MHoro peaku
Hapyimenus Ha KPbHBTA H EoszuHodwnng | - Heuectu*
JHM(QHATA CHCTEMA [laHuMTONEHMS - Muoro peaku
ArpaHynouuTosa (Bx. To4ka - MHoro peaxku
4.4) _
JieBKoneHHs - MHoro peakH
_Heyrponenus (Bx. Touka4.4) | - | MHoro peaku
TpombouuToneHna (BxK. Touyka | - MHoro peaxw
44)
XeMONUTHHE aHCMUS TIPH - MHoro peaxu
NALMEHTH ¢ BpoaeH AedULNT Ha
G-6PDH
Hapynienns Ha Cunapom Ha HeaaekBaTHa - Penxu
CeHIOKPHHHATA CHCTEMA CEKpeLsa Ha aHTUIHYPETHYHHA
xopMoH (CHCAX)
Hapymenns na Xunorankemus (Bx. Toukv 4.4 | - Heuectu®
meTabosia3ma B xpaneseTe | H4.5)
Xunepkannemus, obpaTuma -
NMPH CNHPaHe Ha JCYEHHETO |
XHNoHaTpueMHus -
IIcHXHYHH HAPYUICHHNA [IpoMEHH B HACTPOCHHETO -
HapywieHHs Ha cbHA HeuectH
Henpecus Heuectu




KoliMapHu ChHHLLA,
XANOUHHALIHY

Penxu

O6bpKkaHocT

Muoro peaku

Hapymienns Ba HEPBHATA
cHCYEMA

[ napofonue**

YecTH

YecTH

3amalipane**

YecTH

YecTH

CBeToOBBPTEXK

YectH

JHCrey3us

UecTH

[TapecTesus

YecTH

CoHausocT

HeuecT*

CHHKON

_ HeuyecTu*

Hapyienns Ha o4HTE

JpHTESHH HAPYLUEHHS

‘-[gg'm

HaManeHo otaesnsHe Ha ChI3H
(B3eMa Ce npeaABu CaMo, aKko
NauMeHTHT U3MON3Ba
KOHTAKTHH JICLLIH)

KORIOHKTHUBUT

MHoro
| PCAKH

Hapymenns Ha yX0TO H
JabupruTa

TUHHTYC

YecTH

HapylueHus Ha cayxa

Penku

Copaeunn HapymieHns

[TannyuTanmun

HeuecTu®*

Taxukapaus

HeuecTu*

bpaauxapans

MHOIro
YecTH

Bnowasase Ha CbpAcUYHa
HEAOCTATHYHOCT

YecTH

Hapywienus Ha AV-
MPOBOAHMOCTTA

HeuecT

ApHTMHA

MHoro peaks

CreHokapamus _

Muoro peaxu

MHuokapaeH HHpapKT,
Bb3MOXHO H BTOPHYEH f10pajy
NPeKOMEPHA XHIOTOHKA NpH
BHCOKOPHUCKOBH MALUEHTH (BXK.
TO4Ka 4.4)

Muoro peaku

CouaoBR HApYIDEHES

XHNOTOHHA U CBbP3aHY C Hed

EQEKTH

YecTH

Yectn

YyBCcTBO HA cwnéﬂu Uin
H3TPBITHAIM KpaHHHLIK

YecTH

OprocraTdyHa XHNOTOHHS

HeuecTH

Backyaur

Heuectu*®

3auepBsBaHe

Penxn*

HNHCcynT, BB3MOXKHO H BTOPHuEH
nopaaH fnpekoMepHa
XHIOTOHMA MPH BUCOKOPHCKOBH
nauueHTH (BXK. Touka 4.4)

Muoro peaku

MeHoMeH Ha PeiiHo

“Pecnﬂpa'mpnn, rphLAHA H
MEeARACTHHAIHH
HApPYIICHHS

Kamnuua

Ilucnuesn

bpoHxocnaszbM

Eo3nHodriHa NHEBMOHHA

Cromammuo-upessn
HAPYIIeHHS

Kopemuu 60onku

KoHctunauus (3anex)




Jlvapus Yectu l YecTH
["anene YectH | Yectn
[loBpbuiane Yectn | Yectn
Hucnencus - YecTH
| Cyxa ycra - HeuectH
[laHkpeaTHT - MHoro peaxu
Xenaro-0BMapnH LinTonuTHueH KUy Penxu MHoro penxu
HApYeAHs XOJIECTATHYEH XENnaTHT (BiK.
Touxka 4.4)
Hapymenug Ha KOXKATA H O6pus - YecTH
DOAKOXKHATA THKaH | Crpbex - Yectu
AHrvoeneM Ha NHLETO, - HeuectH
KpaHULUMUTE, YCTHHUTE,
JIATABHLIHTE, €3MKA, MTOTHCA
W/ WM napvHKca (BX. TOYKa
4.4).
Yprukapus - HevecTH
Peaxiuu Ha - Heuectn®*
_GOTOUYYBCTBUTEIHOCT
[Nemgmronn - | Heuectn®*
| Xunepxuaposa - | Hedectn
Peakuuu Ha Penku -
CBPBXYYBCTBHTEHOCT (NPYPHT,
3auepBsiBaHe, OOpHB K
aHrHoeAeM )
BrowmasaHe Ha MCOPHA3HC - Peaxu™
Epurema myntugopme - MHoro peaku
Anoneuus MHoro -
| peaxu
bera-6aokepuTe Morar na MHoro -
MPOBOKHUPAT WK Aa obocTpAT peaKH
ICOPHA3KUC WIKM Aa HHAYLMPAT
ncopxaszuconoodbeH oopus _ |
Hapymenns na myckyaso- | MyckynHu kpamnu HeuecTH | YecTH
CKEeJIeTHATA CHCTeMA H  Myckynna cnaboct HeuecTn [ -
ChbeAHHHNTEJHATA THKAH ApTpanrus - HeyecTn*
_ | Muanrus - Heuectn*
Hapymenns na 6n0penare | brbpeuna HenocTarb4HHOCT - HeyectH
B OHKOYHETE IHTHINA Octpa 6b0peuna - Penku
HEAOCTATBhYHOCT _
AHypus/onurypHs | - Peaky*
HapymenHg Ha Epexrnnna aucoyHKUMS Penxu Heuectn
BHL3NPOHIBONMTEIHATA
CHCTeMA H I'bpAATA _
O6me napymenns u AcTeHus | Hectn YecTH
eexTH HA MACTOTO HA | ¥YMopa YecTH -
NPRJIOKEHAE BonkH B rpbaHHS KoLl - Heuectn®*
OB611o Hepa3nonokeHHe - Heuecru®*
[lepudepen oTok -
| | Pebpunurer . -
Hicaeasanug [loBHuIeHA ypes B KPbBTA -
[loBMILEH KpeaTHHHH B KPbBTA | -
[MoBuueHn yepHoapoOHH Penxu
€H3UMH




[loBuineH OMNUPYOUH B KpbBTA | - Penku
[loBuileH# TPHIAHLIEPHIH Penkn -
HamaneHn xeMornobuH u | - MHoro peaku
HaMalieH XeMATOKPHT (BXK.
TOtKa 4.4) |
Hapanspanng, orpaBasug 1 | [lanane - Heuectn*
YCJI0KHEHUS, BL3IHHKHAJIH B
_pe3yarar Ha HHTEepBeHIHH

*ecmomama e uzuucaena no OGHHYU OM KIUHUNHU USRUMGBAHUA 3A HEXNCENaNH U TeKAPCMEeHU PeaKyuu,
OMKPUBAHU YPE3 CROHMAHHU CLOOEHUA

¥*Te3u cumnmomu rnacmonsam ocobeno 8 navaromo Ha mepanuama. ODUKHOBEHO Ca 1eKU U HeCcmo
npemunasam 3a 1-2 ceOmuyu.

CrobliiaBate Ha NOJO3HPAHU HEXKENAHH PEeaKIUn
CpobmaBaHeTo Ha NOAO3MPAHH HEXENAHH PEaKLIMK CNes pa3pellaBaHe 3a ynoTpeda Ha NexapCTBEHHUA

MPOAYKT € BaXKHO. TOB2 nMO380/14Ba Aa NPOAL/KY HAOMIOAEHHETO HA ChOTHOLICHHETO MOI38/PHCK 32
nekapcTBeHus npoAyKT. OT MEAHUMHCKHTE CNELHAIUCTH CE H3HCKBA 112 ChoOI1IaBaT BCsAKA
MOAO3HPaHA HEXKETAHA peaKLius Ypes:

H3msnHuTeNnHA areHUMA 1o JeKapcTBaTa

yn. ,,Jlaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaitr: www.bda.bg

4.9 Ilpexo3npane
Hama nadopmaus OTHOCHO npenosvupane Ha bu-Ilpeneca npu xopa.
bu3onposon

CHMNTOMH

[To npHHLUMN HaR-YeCTO OYAKBAHHUTE MPH3HALK NPH npeao3HpaHe Ha beta-Onokepu ca Gpaaukapaus,
XMMOTOHMA, OPOHXOCNA3BM, OCTPa ChpACUHA HEAOCTATHYHOCT M XHnorauxkemun. o cera ca
crobiUeHH MaTEK Opoit cmyuaH Ha npenosupane (makcumym: 2 000 mg) ¢ Suzonponon npu NauHeHTH,
KOHTO CTPajaT OT XHNEPTOHHA W/HWIH KOpOHApHA 60eCT Ha ChPLETO, NPH KOUTO C€ YCTAHOBSABA
Opaaukapausa W/WIH XHNOTOHHA; BCHYKH NALHEHTH Ca C€ Bb3CTAHOBWIH. ChINECTBYBAT rOJIEMH
MHAHBUAYATHH pa3finvuig B UYBCTBUTETHOCTTA KbM €IHA €AHOKPATHA BMCOKA 1032 oT Ouzonponon
NaLHEHTHTE CbC ChPACHHA HEMOCTATHYHOCT BEPOATHO €& NO-CHTHO YYBCTBHTETHH.

JleyeHue

B cnyuaii Ha npeao3upaHe NeseHreTo ¢ Guzonponon TpadBa aa ce cnpe | Ja ce OCHTYPH
NOAABPAALLO H CHMOTOMATHYHO JIeUEeHHE.

OrpaHHuyeH obeM naHHH MOKa3eaT, ye Suszonponon ce auaau3upa TpyaHo. Ha 6a3ara Ha ouaksanure
(hbapMaKONOrUYHH ACHCTBUA W MPENOPbHKUTE 3a ApYyrH Oeta-0/10KepH, npH HATHYHE HA KIHHHYHA
HeoOxoauMoCT TpadBa Na ce OOMUCIH MPHIMKEHHETO HA CNEAHHTE OOLLIN MEPKH.

bpaocuxapoun: Ilpunoxere HHTPaBeHO3IHO aTponuH. [IpH HeaiekBATEH OTFOBOP MOXKE C MOBHLLICHO
BHHMaHHE a4 CE NMPUIOKH HIONPEHAIMH HIIH JIPYTO CPEACTBO ¢ NOJIOKKUTENHH XPOHOTPOINHH
csoiicTsa. [Ipn Hiakou obcTosTEICTBA MOXKE Aa € HEOOXOAHMO TPAHCBEHO3HO BLBEXKAAHE Ha
KapaAHOCTUMYIATOP ([TeHACMEHKDBD).

Xunomonua: TpadOsa aa ce NPUIOXKAT HHTPABEHO3HO TEYHOCTH M BA3OIIPECOPHH CPEACTBA,
Obae nonie3Ho HHTPABEHO3HO MNPHAOKEHHKE HA MJIIOKAroH.




AV 6aox (om emopa uru mpema cmenen).; Tlauventure TpaGsa Aa 6baaT BHUMATENHO NPOCIEIABAHN
M JIEKYBAHH ¢ H30rpeHanyH noa ¢popmara Ha HHQPY3HA WU C TPAHCBEHO3HO BBEEXKAAHE HA ChPACHEH
neHcMenKBp.

Ocmpo arowaeane Ha cvpoeurna Hedocmamvynocm: [Ipunoxere 1.v. JMypeTHUH, UHOTPOMNHHA
CpEeaCTBa, Ba30AUNATATOPH.

Bponxocnazvm: TIpuioxere OpOHXOAUNATATOPHO IeUeHHE, KATO HANIPHMED H3OMpeHanHH, bera2-
CHMNATHKOMHMETHUYHH JIEKAPCTBA H/WIH AMHHODHIHH.

Xunoenuxemun: [Ipunoxere HHTPaBEHO3HO IIIKOKO34,
epaaaonpa

CumnromMu:

MMa Ha pa3noioKeHHe OrPaHHYuEHH AaHHH 3a NpeAo3upaHe npu xopa. CMMITOMUTE, CBBP3aHH C
npeao3upane Ha ACE uHxuburopure, Morar aa BKIKOYBAT XUMIOTOHHA, UHPKYJIATOPEH LIOK,
eNeKTPOJHTHH HapyLueHus, Ox0peyHa HeqoCTaTb4HOCT, XHIIEPBEHTHIALHS, TAXHKAPAHA,
nannNuTailMK, Spaaukapauns, 3aMaliBane, TPEBOXKHOCT H KAUUTHLIA.

JleueHue:

[IpenopsYBaHOTO JIEUSHHE HA NMPEAO3HPAHETO € HHTPaBeHO3HA HH(Y3US HAa HATPHEB XaopuAa 9 mg/ml
(0,9%) pa3TBOp. AKO BB3HHKHE XUIIOTOHHA, MALMEHTHT TPpAOBa Na Ce MOCTasH B MOJOXKEHHE 3a
LIOKOBA TEpanus. AXO € Bb3MOXHO, MOXeE 1a ce OOMMCITH U JIeHCHHE Ype3 HH(Y3HA HR AHTHOTEH3HH
Il w/unu UHTpaBeHO3HM KaTtexonaMHuHH. [TepHHaONMpUn MOXe Oa ce OTCTPaHH OT ODILOTO
KpbBOoOOpaleHNne upes XxeMoauann3a. (Bx. Touka 4.4). 3a Gpagukapaus, pe3UCTEHTHA HA JICYCHHE, €
MoKasaHa Tepanua ¢ neicmeiiksp. Tpabea NocTOAHHO A2 ce HAOMIOAABAT XKH3HEHHTE NOKA3ATENIN H
KOHLIEHTPALMUTE HA C/IEKTPOJIHTH H KPEaTHHHH B CEPYMA.

5. @®APMAKOJIOITHYHH CBOMCTBA
5.1 @apmakoIuHAMHYHH CBOHCTBA
dapmaxorepanestiyHa rpyna: ACE naxuburopu, apyru xomOunauvun, ATC xoa: C09BX02.

MexaHH3bM Ha AeHCTBUE

bua3onposon

buzonponon e Bucoko Oeral-cenekTHBeH aapeHOpeLenTopeH O10KHpall arcHT, JIMLICH OT BBTpEUIHa
CHMIATHKOMHMETHYHA aKTHBHOCT M Ha CBbp3aHaTa ¢ Hes MeMOpaHocTabwin3ypalia akTuBHOCT. To#
f1oKa3Ba camo c1ad apuHUTeT XBM GeTal-penienTopuTe Ha rNaaKUTE MYCKYJIH Ha OpOHXHTE U
CBHAOBETE, KAKTO U HA OeTa2-peuenTtopute Ha MeTaboNMTHATA perynauud. 3aToBa 1o MPUHLIKI He ce
ouakea OH30MpONON A3 BIHAE HA JHXATE/IHATA PE3UCTEHTHOCT U HeTa2-MeAuMpaHUTe METAOOIHTHY
edexTu. beral-cenekTHBHOCTTA Ha OU30NPONON € H3BBH TCPAMEBTHYHHTE JO30OBH IPaAHHLIM.

Ilepangonpun
[lepunaonpun e HHXUOHTOP HA eH3UMA, KOHTO Npeolpa3ysa aurnoreHskH | B aurnorensud Il (ACE).
KoHBepTHpalIUAT €H3HM — WM KHHHHA3a — NPEACTaBIABa €K30MNEeNTHAa3a, KOATO MO3BOAABA

npeobpa3zyBaHe Ha aHFHOTEH3HH [ BbB BA30KOHCTPHUKTOPA AHFHOTEH3HH 11 ¥ ¢BLO NpHUHHIBA
pasrpakJaHe Ha BasoawiaTopa OpaaHKHHHH B HEAKTHBEH Xemranentua. Huxnbupasero na A
A0 HaMansBaHne Ha aHrHoTeHsHH 11 B iasmara, KoeTo CTUMYIHPA AKTHBHOCTTA HA IJIA3MEH e
(4pe3 uHXHOMpaHe Ha OTpHIaTeNHaTa O0paTHA BPb3KA Ha OCBOOOKAABAHETO HA PEHHH) H “ ;
oTIOeNsAHeTO Ha anaocTepoH. Toii kato ACE neakrnBupa OpaaMKHHHHA, HHXHOMpaHeTO Ha
TaKa BOJU 0 yBEJHYaBaHEe HA aKTHBHOCTTA HA LIMPKYJIHPALIXTE A IOKATHHTE CHCTEMH K




3a geicTueTo Ha ACE HHXHOUTOpHTE, C BbP3aHO C MOHKHXKABAHE HA KPBBHOTO HA/AraHe, U 1a €
YaCTHYHO CBBP3aH C HAKOK TEXHH HEXKENAHH PEaKLHMH (Hanp. KauuiHua).

[lepuuaonpun aeicTea Ypes CBOSA aKTHBSH MeTabonur - nepuHaonpuaar. Jpyrure MerabonurH He
nokazear nHxubuuua Ha ACE aktuBHOCTTA N Vitro.

QapMakOAHHAMUYHH ePEeKTH
bu3zonpoaon

buzonponon HAMa 3HAYMTEIHA HETATUBHH HHOTPONHH €EKTH.

Busonposon nocTHra MakcHManHK edexTH 3-4 yaca cnen npunoxeHue. [Topanu cBos NOMYKHUBOT OT
10-12 yaca, Suszonposion aeifcrea 24 yaca.

MakcHManHHTe epeKTH Ha HAMAIABAHE HA KPbBHOTO HaAraHe Ha OM30NpoAOa NO NPUHUMD Ce
[IOCTUTAT CNex 2 CeAMHULIH.

[Ipu OCTPO NPUACKEHHE HA MALUHEHTH ¢ KOpoHapHa Oonect Ha ¢bpLeTo 6e3 XpOoHHYHA ChpaeUHa
HEOCTATbYHOCT OH30NPOJION HAMANABA ChPACHHATA YECTOTA H YAAPHHUS 00eM, BCICACTBHE HA KOETO
HaManaBaT MHHYTHHAT CbpACHEH ACOUT H KOHCYMauMaTa Ha Kucaopoad. [1pu xpoHuuHo NpUaoKeHHe
HaMaNsaBa OTHa4Ya/I0 NOBHLICHOTO nepudepHo cbnpoturicHue. [Ipeanoxenusr MexaHu3bM Ha
aelicTeue, 06ycnaBALl, AHTUXHUIIEPTCHIUBHUA edekT Ha Geta-6io0KkeprTe € HaMaIABaHETO Ha
[U1asMeHaTa AaKTHBHOCT Ha peHUHa,

Buzonponon HaMansBa CHMNATO-aJpeHEPruvYHUA OTTOBOP 4Ype3 O10KHpaHe Ha chpae4YHUTe OeTa-
afipeHEpruYHy peuenTopu. B pesysnrar or TOBa HACTHNBA HAMANABAHE HA CHPACYHATA HEeCTOTa H
KOHTPAKTHAXTET, KOETO NpeAH3BHKBA HAMAIABAHE HA KUCJIOPOAHATA KOHCYMALMA OT MHOKApAa, a
MMEHHO TOBA € XKENAHHUAT eeKT B CIYYAUTE Ha CTEHOKAPAHA, CBbP3aHa ¢ 00ycaBsilaTa 3 KOPpOHapHa
fonecrt Ha CbpLETO.

Ilepungonpan

Xunepmonun

[lepunaonpun € aKTUBEH NMPH BCHUKH CTENMEHH HA XHMNEPTOHUATA: JIeKa, yMepeHa, TexkKa;, Habnoaasa
C€ NOHHKABAHE HA CTOMHOCTHUTE HA CHCTOAHYHOTO W AHACTOJMYHOTO KPBBHO HANAraHe KAKTO B
JIETHANO MOJOXKKEHHUE 1O rpb0, Taka U B HINPABEHO MOJIOKEHHE.

[Mepunaonpun HamManasa nepudepHOTO CHAOBO CHIIPOTHURIICHUE, KOETO BOAX A0 MOHWKABAHE Ha
KPLBHOTO HanaraHe. Beneacreue Ha ToBa ce yBennyaBa nepHPEpHUAT KPbBOTOK, 6€3 eeKT BbpXy
ChpAeYHaTa YeCTOTA.

KaTto npaeuno ce ysenuuyaBa 0b0peuHUAT KPBBOTOK, JOKATO CKOPOCTTA HA MOMEpYJ/HA QHITPaLMA
(CT'D) 0buKHOBEHO OCTABA HEMIPOMEHEHA.

Cwvpoeuna necocmanreynocm
[lepunaonpun peayurpa paboraTta Ha ChPLETO Ype3 NOHWKABAHE HA NPCAHATORAPBAHETO H
CNEeOHATOBAPBAHETO.

KnuHnuHa ehukacHOCT H 6e30NacHOCT

br3onpoJaon

Oowo 2 647 naunenru ca BkmoueH B npoyusaHero CIBIS I1. 83% (n =2 202) ot T#x ca OuaH ot
Knac III no NYHA n 17% (n = 445) ca 6unu ot knac 1V no NYHA. Umanu ca crabunHa
CHMITTOMATHYHA CHUCTOTHA ChPACYHA HEAOCTATHYHOCT ((paxiing Ha W3ThackeaHe <35% Ha Oa3za Ha
exokapauorpagus). Obwmara cMbpTHOCT € Hamaiina ot 17,3% Ha 11,8% (oTHOCHTeNIHO HamaneHHe ot
34%). OTueTeHO € HamangsaHe Ha BHe3anHaTa CMBPT (3,6% cnpamo 6,3%, C OTHOCHTENIHO HaMaNeHHe
oT 44%) n HamanaBaHe Ha OpoA HA eNM30AMTE HA ChPAEYHA HEAOCTATLYHOCT, HAIATALLM TIPHE —
Sonnuua (12% capamo 17,6%, ¢ orHocutenHo HamaneHne ot 36%). Haxpas e Habmonasan ;.ﬂ-‘:,‘.r’i A i1 N\,
CTATHCTHYECKH 3HAYHMO noaodperHue Ha PYHKLMOHANIHUA CTATYC CNopea khacudpukalus uatz '"*{,w, \\’f};

NYHA. B HauanoTo Ha Tepanuara ¥ no BpeMe Ha TUTpHpaHeTO Ha HU3onponon ca ory é;‘ryqﬁr ‘“‘# ) K
Ha XOCMHTANH3alHa nopaaH opaaukapans (0,53%), xunorouus (0,23%) H ocTpa aekom Héaum o : b \
(4,97%), Ho Te He ca 61K no-uecT or Te3u B nnauedo rpynara (0%, 0,3% u 6,74%). b ;r;* Ha ;o -
":.:\ 1Il-r* - 20 ®
‘n\\ o n& h*‘




daTanHHTe M UHBANTHAK3HPALLH MO3IbYHH Y1apH NO BPEME Ha LANOTO npoy4saHe € 6un 20 8 rpynara
Ha Gusonponon # 15 8 nnauebo rpynara.

HUsnwursaneto CIBIS Il e npoyunno | 010 nauMeHTH Ha Bb3pacT 65 roaMHHU ¢ JeKa A0 yMepeHa
XpoHHuHa ¢bpAeuHa HeaocTarbuHOCT (XCH; knac Il wnu knac 111 no NYHA) u ¢ nesokamepHa
¢dpakumna Ha H3TnacksaHe <35%, KouTo He ca nekyBanu 0o Torasa ¢ ACE unxuburopu, 6era-6ioxepu
HJIM AHI'HOTEH3HH-peLlenTOpHH Onokepu. [launenTrTe ca nekyBaHy ¢ KOMOUHAUHA OT OH30NPOIOA H
eHAJIANMPHJT B NPOABKeHHE Ha 6 10 24 MeceLia ciiell HAYATHOTO 6-MECEHHO JieueHue ¢ Orsonponon
HJIH C eHananpul.

HabnionasaHa e TeHAEHLUHA KBM MO-BHCOKA YECTOTA HA BIOLIABAHE HA XPOHHYHATA ChpACYHA
HEJOCTATHYHOCT NPH fIPWIOKEHHETO HA OM30NPOION 3a HA4AJIHO 6-MeceyHo neyenre. B ananusa no
[IPOTOKO HE € KOKA3aHO HE NO-JIOIO ASHCTBHE Ha ODH30NPONON KATO HAYATHO JIEYEHHUE B CPABHEHHE C
eHAaNPW KaTo TPBOHAYAITHO JIEYEHYE, BLIIPEKH Y€ ABETE CTPATErHHU 32 HA4ATHO JICYCHUE NpPH
XCH ca nokazans nogodHu 4ecTOTH Ha MTbPBHYHUA KOMOMHHpAH KPUTEPHH 3a KpaiHa OLICHKA -
CMBPT ¥ XOCTIMTANM3ALIMA B Kpas Ha npoyuysaHeTo (32,4% B rpynara Ha OH30MPOION KATO HAYATHO
neueHyre cnpsmo 33,1% B rpynaTa Ha €eHaNANMPUI KATO HAYAMHO CUEHHE, 3a NOMYNAUHATa ChrIacHO
nporokona. [Ipoyusanero nokassa, ue OH30MPONOJ MOXKE Aa CE H3NOMA3BA NPH MALIHCHTH B
HanpeaHaIa Bb3pacT ¢ XPOHUYHA ChPACYHA HEAOCTATBYHOCT C JIEKO 0 YMEPEHO TEXKO 3adonsaBaHe,

Ilepaazonpn.

Xunepmonun

[lepunaonpun e akTMBEH NPHY BCHYKH CTENECHU HA XUMEPTOHUATA: IEKa, YMEPEHA, TexKKa; Ha0dnonasa
Ce MOHWXKABAHE HA CTOHMHOCTHTE HA CHCTOIHYHOTO H AHACTONIMUHOTO KPBBHO HANATAHE KAKTO B
NErHAJO NOAoKEHUE NO rppl, Taka U B H3NPABEHO MONOXKEHHE.

[lepuHaonpun HaManaea NepHPEPHOTO CHAOBO CHAPOTHBAEHHE, KOETO BOAH /10 MOHKHXKABAHE Ha
KpBbBHOTO HanAraHe. BeeacTeBre Ha TOBa Ce yBEHYaBa NEPHPEPHUAT KPBBOTOK, O€3 e(eKT BhpXY
CbhpAcYHATA Y4ECTOTA.

Kato npasuno ce yseanuasa Ou6peuHnaT KppBoTOK, nokaTo CI'D 06HKHOBEHO OCTaBa HENMPOMEHEHA.
AHTHXMNEPTEH3IUBHATA AKTHBHOCT € MAKCHMAaHa Mexay 4 4 6 4. cnex npHeM Ha eQHHWYHA 1033 H
MPOAL/DKABA MOHE B TeUEHHE Ha 24 4.: MeXXAYNHKOBHTE eeKTH ce paBHaABaT HA 87-100% ot
NHKOBHTE ePEeKTH.

CnaabT Ha KPBBHOTO HajidraHe HacThNBa Obp30. [Ipyu NOBNUABAIRM C€ NMAlHEHTH, HOPMATH3ALHSA CE
MOCTHIra B pAMKHTE Ha | Mecell H nepcHcTHpa Oe3 nossaBaHe HA TaxuHIaKCHs.

CnMpaHeTo Ha JJeYEHUETO He BOAH 10 rebound edext.

[Tlepusponpnn HaMansaBa NeBokaMepHata xuneprpodus.

Jloka3aHo e, ue NpH Xopa NEPHHACNPUI AEMOHCTPHPa Cha0pa3lIMpaBauly ceolicTBa. Tol nonobpsasa
eJIACTHYHOCTTA HA NOJIEMHUTE aPTEPHH H HAMAJIABA OTHOLIEHUETO MEHATYMEH HA MATTKHTE apTEPHUH.
CnomaraTenHa Tepanus ¢ THasuASH JAHYPETHK BOAH A0 CUHEPTrU3bM OT aAuTHBEH THI. KoMOHHauusaTa
oT ACE uHXuOHTOp ¥ THA3KA ChUlO HAMAIABA PHCKA OT XHNOKANHEMHA, NPEAW3BUKAHA OT
AKYPETHYHOTO ICUEHHE.

Covpoeuna HeOocmamvysocm

[1poyuBaHHKs NpH MaUKCHTH CbC ChpAeYHA HEROCTATBYHOCT Ca NOKA3AIH:

- HaMaJIeHH CTOHHOCTH Ha HAMAraHETO HA ITbJIHEHE HA JIABATA ¥ JACHATa KaMepa,

- HamMansaBaHe Ha 00WOTO NepudepHO CHLAOBO CHIPOTHUBIICHHE,

- yBE&JIHUaBaHE Ha ChPACUHHA AeOUT B NONCOpABaHE HA CHPACYHHA HHAEKC.

B cpaBHHUTENIHHM NPOYYBAHHA HAYAIHOTO MPHAOKECHHE HA 2,5 Mg NEPHHAONPUN APriHHH HA NallHEHTH
C JIeKa 1O YMepeHa CchpAcdHa HEAOCTATBYHOCT HE C¢ CBLP3Ba C HAKAKBO 3HAYHMO MOHIDKaBaHe Ha
KPBbBHOTO HalAraHe B CPaBHEHHE ¢ nnauebo.

Ilayuenmu cvc cmaburna popma na koporapua bonecm Ha cCbpyemo
[lpoyusasero EUROPA € MHOTOLEHTPOBO, MEXIYHAPOAHO, PAHAOMH3HPAHO, ABOUH
MNaLedo-KOHTPOAMPAHRO KIHHAYHO NPOYUBaHe, ¢ MPOAB/LKHTENHOCT 4 MOAWHH,




JiBaHageceT Xxunaau asecta u ocemHanecer (12 218) naunenTy Ha pb3pacT Hajg 18 roauHun ca 6uam
paHAOMH3KHpaHH Ha 8 mg nepuHaonpun TepT-OyTHNAMHH (€KBHBANIEHTHO Ha 10 mg nepuHaonpun
apruHuH) (n = 6 110) nan mauedo (n = 6 108).

[MonynaunaATa, BKIIOYEHA B NpOY4BaHETO, € Oina ¢ [oKkazaHa KopoHapHa bonect ha cbpuero Oe3
KNHHHYHH NPH3HALM 3a CbpAcyHa HegocTaThbuyHocT. 000 90% or nauueHTHTe cCa UMAIH
rnpeallecTBall MHOKapAeH HHAPKT W/ WK peBacKynapusauua. MeaukaMeHTo3HaTa Tepanus B
npoyu4BaHeTo ¢ 61na fobaBeHa Ha POHA HA KOHBEHLIMOHANIHA TEPAIIHA, BIUIIOYBALLIA AHTHAIPEraHTH,
NMHUNMAAC-MOHWKABALILH MeAMKaMeHTH U Oeta-Onokepu.

OCHOBHMAT KpUTepHii 3a ePeKTUBHOCT € O KOMOHHAUMATA OT ChPACYHO-CHAOBA CMbPTHOCT,
HedaraneH MmuokapaeH HHGApKT WKWK ChpAEUEH apecT ¢ yCnellHa pecycuurauus. Jleuexsnero ¢ 8 mg
nepvHRONpUN TepT-6yTHnaMuH (eKBHBaTEHTHO Ha 10 mg MepHHAONPHN AprHHHH) BEAHBX JHEBHO €
NOBENO R0 3HAYUTEHO adCOMOTHO HAMa/leHHe Ha MBbpBUYHATA KpaHiHa uen ¢ 1,9% (pesaTuBHO
HaMaJieHHe Ha pucka ¢ 20%, 95% CI [9,4; 28,6] — p<0,001).

[Ipy nanMeHTHTE C NPEALIECTBAL MHOKAPAEH HHGAPKT W/HIH PEBacKy1apH3aUus, abCONOTHOTO
HamaneHHe Ha pucka € 6uno 2,2%, choTBETCTBALO HA PEIAaTHBHO HaMasieHHe Ha pucka ¢ 22,4% (95%
CD[12,0; 31,6] — p<0,001) mo oTHOLIEHHE HA MBPBHYHATA KpaiHa LEN B cpaBHeHHE ¢ ranedo.

B noarpyria ot nauMeHTH, JeKkyBaHu ¢ 6eTa-6nokepu B npoyusaHero EUROPA, koaTo e aedunupara
B aHANHW3a CJie]i 3aBbpLIBaHE HA NPOYYBAHETO, NPUOABAHETO HA NEPUHAONPHUN KbM DeTa-0nokepure
(n=3 789) noka3pa CTATHCTHYECKH 3HAUHMO abconoTHO HaManaBaHe OT 2,2% (OTHOCHTENHO
HaMaABaHe Ha pUcKa OT 24%, 95% CI [9,5; 36,4]) B cpaBHeHHe ¢ OeTa-Onokepu 6¢3 nepuHaONPUN
(n=3 745) cnopen cOOpHHA KpHTEPHIA OT ChPAEHHOCHAOBA CMBPTHOCT, HeaTaleH MHOKapIeH
HH(pAPKT WHIH ChPACHEH apecT ¢ YCNellHa pecyCLUMTaLIUA.

Hannu om xnunuvnu uznumsanus 3a OBoNHA BAOKA0A HA CUCMEMaMQA DEHUR-AHSUOMEHIUR -
ancocmepon (PAAC)

B nge ronemu panaomMusupasi, koutponupand nanureaHua (ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — #3anuTBaHe 3a npoab/KaBally
rnoOaNHy pe3yNTaTH NIPH TENIMHCAPTAH CAMOCTOATENHO H B KOMOHHALIMA C paMHUIIpui) U VA
NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes — HedponaTia n guaber npu
BeTEpaHHTE) e uicjeasaHa ynorpedara Ha komOuHauma ot ACE unxuburop n 610Kkep Ha peuenropa
34 AHMMOTEH3HH Il

ONTARGET e npoyusaHe, npoBeAeHO Cpel NALMEHTH C AHAMHE3A 34 ChPACYHOCHAOBO WIH MO3BYHO-
CHAOBO 3a00naBaHe WIH CBC 3axapeH auaber Tun 2, NPUAPYKEH ¢ JOKA3aTENCTBO 38 TEPMHHATHO
opranHo yBpexaaHe. VA NEPHRON-D e npoy4raHe cpea nauueHT# ¢he 3axapeH avaber Tvn 2 u
AnabeTHa HedponaTus.

Te3n npoyuBaHHA HE MOKA3BAT 3HAYMTENEH OnaronpuaTeH edekt BbpXY u3xoaa or 66peuHoTo W/ unu
ChpAEYHOCHAOBOTO 3a00NaBaHe H BbPXY CMBbPTHOCTTA, HO ChLIEBPEMEHHO ce HabnoaaBa NOBHILECH
PHCK OT XHNEPKATUEMHA, ocTpa 6b6peuHa HeTOCTATHYHOCT H/HIK XUITOTOHHUSA B CPABHEHHE C
MOHOTepanuaTa. Te3u pesyaraTy ca B Ciaa H 3a Apyrd ACE uuxuburopu n 6noxepu Ha peuernropa 3a
aHrnoteHsuH Il ¢ nogobum papmakoauHaMHUHK CBONICTRA.

CnenoBarenHo npy nauMeHTH ¢ auaberHa HeponaTusa He TpadBa aa ce Wanomsear cbirbTeTBalO ACE
HHXHOUTOPH M OGNOKepU Ha pelenTopa 3a aHruoTeHsuH Il

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
W3MHUTBAHE HA ATHCKHPEH NpH Auaber TUN 2 upe3 pe3y/ITaTH 3a CbPACYHOCHAOBO H OBOpeuHo
3a00/49BaHe) € Npoy4BaHe, MpeaHa3HAYEHO & OLCHH NMON3UTE OT 100aBAHETO Ha ATUCKHPEH KbM
crauaapTHO neueHHe ¢ ACE nuxuGurop unu 6nokep Ha peuernrropa 3a aHruoteHsuH [l npu nauneHTH
ChC 3axapeH auaber TN 2 U XpOHU4HO 6BOpeuHO 3a00n1BaHE, CLPACHHOCHAOBO 3a00MABAHE WITH H
apete. [IpoyuBaHeTo € npekpaTeHo NPeXACBPEMEHHO NOPaaM NOBHUIEH PHCK OT HEXEaH H3XO0A.
CMBpTTa H HHCYJITBT NO CHbPACYHOCHAOBH MPUUHHH YHCIICHO Ca MO-YECTO CPeLaHy B rpynara Ha
AJIHCKHPEH, OTKOJIKOTO B Ta3u Ha mnalefo, a NpeACcTaBNABaLHTE HHTEPEC HEXENAHH PeakLIHH H
CEPHO3HH HEXEJIaHH peakuyH (XUllepKaIHeMHs, XHNOTOHUA H 6b0peuHa nHcPyHKUHA) ca
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EBponeiickara areHuus o JIEKAPCTBATA 0CBOO0XKAAaBa OT 320 B/DKCHHETO 38 NPEIOCTABAHE HA
pe3yNTaTHTE OT NpoyusaHunaTa ¢ bu-Ilpexeca Bbe BcukY NOArpyNH Ha MEAUATPUYHATA MOMYIALHA 34
neyeHHe Ha XHIEPTOHHA, HCXeMH4YHA OONIECT HA KOPOHAPHHUTE apTEPHH, CTAOKWIHA H XPOHHYHA
ChpACUYHA HENOCTATHYHOCT (BXK. TOuKa 4.2 3a HH(OpMALMA OTHOCHO ynoTpeda B NeaAHATPUATA).

5.2 ®dapMakoKHHEeTHYHH CBOHCTBA

CkopocTtra M cTeneHTa Ha abcopbuus Ha Gu3onponon u nepunaonpun or bu-flpexeca ve nokassar
CTATHCTHYECKH 3HAYHMH PA3NIHKHA CLOTBETHO OT CKOPOCTTa U CTEMneHTa Ha abcopbuua Ha duzonponon
H MEPHHIONPHI, NPHEMAaHH CAMOCTOATETHO KATO MOHOTEpanus.

br3onpoaon

Abcopbyun

buzonponon ce abcopbupa nouru HanbAHO (>90%) OT CTOMALIHO-4PEBHHUA TPAKT H MOPAAH MAKaTa
cTeneH Ha MeTaboNH3bLM NIPH MbPBO NpeMHHaBaHe npe3 yepHus Apod (npubnuzurenno 10%), uma
OuonanuuyHocT oT npubausuTenHo 90% cnea nepopatHoO NPUACKEHHE.

Pasnpeoenenue
ObembT Ha pasnpeaeneHue e 3,5 I’kg. Cebp3BaneTo Ha GH30MPONON C MUTA3MEHUTE MPOTEHHH € OKOJIO

30%.

buompancgopmayus u exumunuparie

bu3zonponon ce HITHYBA OT TANOTO NO ABA ITLTA. B uepHua Apod A0 HeakTHBHH MeTabOAMTH ce
meTtabonusupar 50%, KOHTO ciiea ToBa ¢¢ HaMb4BAT npe3 6vOpeumTe. OctaHanute 50% ce
ekckpeTHpar ot 0bOpeuuTe B HemeTabonusupaH Bud. O6wHAT KIKHpbHC € npubmsurenso 15 Vh.
ITnazmeHuaT noaykusoT ot 10-12 4yaca My ocurypasa 24-yacos edexT cnel npHeM BEAHBXK JHEBHO.

Cneyuansu nonysayuu

Kuxerukara Ha OH30npooN € MuHelHa U He3aBHCHMA OT BB3pacTTa.

Toii xKaTO ENUMUHHPAHETO CE OCBHIECTBSBA B ¢1HAKBA cTereH oT ObOpeuuTe U o1 YepHHa Apob, He ce
HaJlara KOpPEeKLIMA Ha 03aTa 34 MALHEeHTH, KOUTO UMAaT WIH YBpEeAcHa YepHOApoOHa PyHKLHA, WIH
O01OpeuHa HenocTaThuHOCT. He € m3cnenpana ¢papMakOKMHETHKATA NMPH NALMEHTH C XPOHHYHA
ChpAeYHa HEAOCTATBYHOCT H YBpPEACHA YepHOApoOHa QyHKLHA UK yBpeaeHa OnOpeuHa GyHKLHA
[Ipn nauueHTH ¢ XpOHUUYHA CbpAcUHA HexocTATLYHOCT (Kknac 11l no NYHA) nnasmeHnTe HHBA
GU30MpoAoS ca NO-BUCOKH H MOYKUBOTHT MY € MO-TBIbI, B CPABHEHWE C TE3U MIPH 34paBy
Ao0poBonuyn. MakcuMaHa nnasMeHa KOHLCHTpaLUMs el CTALIHOHApPHO CheTOAHHE € 64121 ng/ml
NpH AHesHa 103a oT 10 mg, a nomyxuBoTsT € 17+5 yaca.

Ilepungonpu.n

Abcopbyus
Cnen nepopanHo npuioxeHue abcopbuusara Ha nepuHAONpUi € Obp3a, a MUKOBATa KOHLEHTPALUA Ce

poctura o 1 yac. [InasMeHUAT NOAYXKHBOT HA NEPHHIONPU € paBeH Ha | yac.

Paznpedenenue
O0eMbT Ha pasnpenenenue € oxono 0,2 I/kg 3a HecBbp3anua nepuHaonpunar. CTeneHTa Ha CBbP3BaHE

Ha nepuHAONpWIAT ¢ wiasMenure nporennn € 20%, ocobeno ¢ ACE, Ho 3aBHCH OT KOHLEHTpaLUATA.

buompancgopmayun
Ilepuraonpun e npekypcop. [lsaaecer n ceaeM NMpoOUCHTa OT NpHIoKeHaTa 103a nepuﬂmnp%
NOCTHra KpbBooOpauenueTo noa gopmara Ha akTHBHHA MeTaboNHT nepHHAONpWaaT. B I
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KbM aKTHBHHSA MNepHHAONPUIAT, MEPHHAONPHUI Ce pasrpaxia Ha owe 5 MetabonuTy, BC 7 e :ﬁ LN
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Tbi KaTO NPHEMBT HA XpaHa HAMATIABA KOHBEPCHATA B NEPHHIONPHAAT H CACAOBATEAHO -
OuoHaANHUHOCTT], NEPUHAONPHI aprHHUH TpaOBa Aa ce npuiara NepopaiHo KaTo €HHHUYHA JHEBHA
N03a CYTPHH HA FaaHO.

Erumunupane
[lepusponpunar ce OTAEAA B YPHHATA M MONYKHBOTHT HA HECBbp3aHaTa PpakiHs € NpHOIH3IUTENHO
17 4., KOETO UMa 33 PE3YJITAT NMOCTUraHe Ha CTALMOHAPHO CBHCTOAHHE (,,Steady state™) cnen 4 aHH.

Jluneunocm
JleMOHCTpHpaHa € JHHeliHa 3aBUCHMOCT MEXCIY 03aTa NEPHHAONPU Y [U1a3MEHATa H eKCNO3ULIKA.

Cneyuannu nonyaayuu:

[Mpyu nauxeHTH B HaNpeAHANA BbL3PACT, KAKTO H MPH NaLMEHTH CLC ChpAECYHA Wik Ob0peuna
HeOCTaTBYHOCT, ETMMHHHPAHETO Ha NEPUHIONPUN € HamManeHo. JKenaTe/IHO € KOPHTHpaHe Ha 103aTa
npu OBOpeuHa HeZOCTATHYHOCT B 38BUCHMOCT OT CTENECHTa HA YBpEXKIaHe (KpeaTHHHHOB KIIHPBHC).
JIHAnU3HUAT KIHPBHC Ha NepUHAoNpwuiarT € paseH Ha 70 ml/min.

KuHernkara Ha NeEPHHAONIPUI € MPOMEHEHA MPH NALMEHTH C LIHPO3a: XENATATTHHAT KIKPBLHC Ha
MONeKylaTa-Malixa ce peayunpa HanosoBuHa. He Hamanasa obave KonnuecTBOTO Ha 0Opa3yBanus
NepHHAONIPHIAT H NOPaAH TOBA HE C€ Hanara KOpeKLHA Ha Ao3aTa (BX. Toukn 4.2 u 4.4).

53 IpeaxanaH4HE AaEHE 3a OezonacHoCT

bazonpoaon

Hex1HHHYHHTE NAHHH HE MOKAa3BaT 0CO0eH PHCK 3a Xopa Ha 6a3aTa Ha KOHBEHLIHOHAJTHHUTE
¢apMaxoNOrHuHH npoyusaHHa 3a 6e30NacHOCT, TOKCHYHOCT MPH MHOMOKPaTHO NPHIIOKEHHE,
NeHOTOKCHYHOCT WJIH KAPUHWHOTEHEH NOTEHUMA.

[pH npoyuBaHus 38 PENPOAYKTHBHA TOKCHYHOCT OM30Mponon He noka3sa edexT BbpXy epTiinTeTa
WIH BBPXY APYTH OOLIH PE3YNTATH OT PEnpOayKLHATA.

[Mono6Ho Ha ApyrH Geta-6nokepu, OGu3onpoon NpHUKUHABA MaiuMHa (HAMAICH NPHEM Ha XpaHa H
HaMalsBaHe Ha TEJIECHOTO TErJ0) ¥ eMOpHOHATHA/peTaTHA TOKCHYHOCT (MOBHIIEHA YECTOTA Ha
pe3opOunnTe, HAMANEHO TErNIO HA MOKOJEHHETO NMPH paXkaaHe, 3a0aBeHO PH3HUECKO PA3BHTHE) (PH
BHCOKH J034, HO HE € YCTAHOBEHO J1a € TEPATOreHEH.

IlepREAONPH.T

[1pu npoyuBaHe Ha XPOHWYHA TOKCHYHOCT CJIef] IPWIOKEHHE NEPOPANHO (BbPXY IUTHbXOBE H
MaliMyHH) pHuenHuTe opraHu ca 6s0peunre. HacThnuwam ca yepesxxaaHus ¢ oOpaTHM xapakrep.

He e ycTtaHoBeHA MYTAareHHOCT HUTO [P in Vitro, HUTO NPH in vivo HU3CAeIBaHHA.

PenpoayKTHBHHTE TOKCHKONIOFMYHH NpOy4BaHus (TUTbXOBE, MHILIKH, 3aiHLIM U MAHMYHH) He MOKA3BAT
MPH3HALM 32 HAJKUHE HA eMOPHOTOKCHYHOCT WIH TEPATOreHHOCT.

3a ACE nHxuburopure obaue, kato rpyna, € Ouno nokas’aHo, 4¢ HHAyLUMpaT HebnaronpuaTHH eeKTH
BbPXY KbCHOTO (ETANTHO Pa3BUTHE, MMALIH 32 PE3YNATaT peTaiHa CMBLPT H KOHTCHHTANTHH €PEKTH TIPH
IpH3ayH U 3aiiny: GpOpeyHH Ne3ud Y yBenHUYeHa fepu- U NOCTHATAIHA CMBPTHOCT. DEPTHIMTETHT HE
e 01 HapyLeH HHTO MPH MBXKH, HUTO NPH KEHCKH IUTbXOBE.

He e HabmiogaBaHa KAPLIMHOTMEHHOCT MPH NMPOYYBaHHA B ABJNOCPOUCH M1aH MPH LTbXOBE H MHUIKH.

OueHka Ha pucka 33 oxonHata cpena (ERA):

Bu-ITpeHeca chabpIKa aKTHBHUTE ChCTaBKM Ousonponon ¥ nepunrgonpul. bu-IIpexneca we Bu 6nae
npeaAnucaH KaTo MpAK 3aMeCTHTEN 3a HHAMBHAYAITHHUTE 034 OT OM30MNPOON ¥ NEPUHAOTPUIL,
CNIEeJOBATEIHO HAMA J1a HACTHITH NOBHIIIABAHE HA EKCIO3HLMATA HA OKOTHATA Ccpefia.

6. PAPMAIIEBTHYHMN JAHHHA

6.1 Coschk 32 DOMOmMHEBTE BEIIECTBA

Anpo na Tabrerkara - BLTPErpaHyaMpaluy ChCTABKH




Kanuues xnopua xekcaxuapar

Harpues kapboHar

MHuKpOKpUCTATHA LETY 034

Sapo Ha TabneTkaTa - BbHUWIEH CNOH HA rPaHYIMTE
JlakT03a MOHOXHApAT

[IpexenaTHHH3IKWPAHO LLIAPEBHYHO HHLUIECTE
Kononaeu 6e3BoaeH cHIMLHEB AHOKCHA
Kpockapmenosa HaTpHi

Marxesunes creapar

OUIMOBO MOKPHTHE

[Tokpupaiia cMec {MONHAEKCTPO3a, KAJILHEB KApOOHAT, XHMMPOMEN03a, TANK, TPHITTHLECPHIH)
XKbat xenesen okeua (E172)

6.2 HechrBMecTEMOCTH

Henpuioxumo

63 Cpox sa roagnocrt

2 rOJAMHH

6.4 ChnenHaIHH YC/IOBHSE HA CHXPAHCHHE

Ja ce chxpaHaBa B OpUrHHAIIHATA OfIAKOBKA, 34 Aa Ce Npeanasy oT Biara.
To3u nekapcTBeH NPOAYKT HE M3HCKBA CNELHATHH TEMINIEPATYPHH YC/IOBHA HA ChbXPaHEHHE.

6.5 BEA K chabLpKAHHE HA ONAKOBKATA
Baucrep (OPA/Al/PE+aecuxant-Al/PE ¢oauo): 10, 30, 50, 60, 90 u 100 Tabnetku, B KapTOHEHA

KYTHA.
baucrep (OPA/Al/PE+necuxkanT-Al/PE donuno), kaneHaapHa onakoska: 7, 28, 56 1 98 tabnerkmu, B

KAPTOHEHA KYTHA.

He BCcHYKH BHOOBE OMAaKOBKHM Morat ga 6baaT nyCHATH Ha fasapa.
6.6 Chnennajanm npeana3HH MePKH NPH H3XBLP/ASHE
HsaMa cneuraiHiu H3HCKBAHUA 38 U3XBBPJISHE.

Hey3nON3BaHUAT N€KAPCTBEH NMPOAYKT HIH OTNAABYHUTE MATEPHAIIM OT HEFO TPAOBA 1a CE H3XBBPIAT
B ChOTBETCTBHE C MECTHHTE W3HCKBAHHA.

7. IIPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje’éka cesta 6 , 8501 Novo mesto, CnopeHus

8. HOMEP(A) HA PAJPEONIEHHETO 3A YIIOTPEBA

Per. Ne:

9. JATA HA ITHPBO PAZPEINIABAHE/TIOJHOBSABAHE HA PA3PEIIE
YIIOTPEBA

Jlata Ha nbpBO paspeiunaBaHe:




10. JIATA HA AKTYAJIUBUPAHE HA TEKCTA

[ToapoOHa uHdopmalMs 3a TO3M JIEeKapCTBEH MPOAYKT € npeaocTaBeHa Ha yebcaitta Ha U3nbiHuTeHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.



