KPATKA XAPAKTEPUCTHKA HA ITPO/IYKTA

1. MUME HA JIEKAPCTBEHMUMSI ITPOAYKT

3annam 5 mg/S mg TabneTku
Zalpam 5 mg/5 mg tablets

WINLIHUTENHA ATEHUNSA NO NEKAPCTBATA 5

3annam 5 mg/10 mg rabnerku KpAMKS XBPaKMepUOMUKa HE NPOGYKMa - [DUAOKGHUE T
Zalpam 5 mg/10 mg tablets e i 910024002694%/‘?/ /4.
3annam 10 mg/5S mg TabieTku  Paspeuwsemue Ne ~ 05 -10- 7026
Zalpam 10 mg/5 mg tablets 3C/MA/MP - Zj‘_aa?%;?
Ogﬂ{,;’re-;-g A ...../ ................................

3annam10 mg/10 mg Tabnerku
Zalpam 10 mg/10 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CHbCTAB

3aanam 5 mg/5 mg TabneTku

Beska Tabnerka cbhabpka 5 mg nepunaonpuioB To3unar (perindopril tosilate), eKkBUBaJIeHTHH Ha
3,408 mg nepunaonpun (perindopril), npeBpblua ce in situ B NepUHAONPWI HATPUH (perindopril
sodium) n 6,935 mg amnoaunuuHoB 6e3unar (amlodipine besilate), eKBUBaNEHTHH Ha 5 Mg aMJIOUITHH
(amlodipine).

3annam 5 mg/10 mg TabieTku

Besika Tabnerka cbabpxka 5 mg nepuHaonpuioB To3unar (perindopril tosilate), eKBUBaJIEHTHH Ha
3,408 mg nepunaonpun (perindopril), npeBpblila ce in situ B IepUHAONPUI HATPHIA (perindopril
sodium) v 13,87 mg amnoaununos 6esunar (amlodipine besilate), ekBuBanenTHu Ha 10 mg
amnoaunuu (amlodipine).

3asinam 10 mg/5 mg TabieTku

Bcesika Tabnerka chabpika 10 mg nepunonpunos To3unar (perindopril tosilate), ekBUBaIeHTHH Ha
6,815 mg nepunnonpun (perindopril), npespblua ce in situ B NEPUHAONPUN HATpHii (perindopril
sodium) v 6,935 mg amnoaunuuoB 6e3unar (amlodipine besilate), eKBUBaJIEHTHH HA 5 mg aMJIOJIMITHH
(amlodipine).

3annam 10 mg/10 mg TabneTku

Besika Tabsietka cpabpaxka 10 mg nepunaonpunos to3unar (perindopril tosilate), eKBUBaNIeHTHH Ha
6,815 mg nepunponpun (perindopril), npespblua ce in situ B nepUHAONPHA HATPUit (perindopril
sodium) v 13,87 mg amnoaunuuos 6e3unar (amlodipine besilate), ekBupanenTHu Ha 10 mg
aMmJioaunuH (amlodipine).

[loMOLIHHK BeL1ECTBA C U3BECTHO JEHCTBHE:

Besika Tabsierka 3annam S mg/5 mg cbabpxka 86,6 mg uzomainr.
Besika Tabnerka 3annam 5 mg/10 mg cuabpka 86,6 mg uzomanr.
Besika Tabnerka 3annam 10 mg/5S mg evabpika 173,2 mg uzomanr.
Beska Tabnerka 3annam 10 mg/10 mg cbabpka 173,2 mg uzomanr.

3a IMbJIHKUA CMIMCHK HA NMOMOLIHUTE BellleCTBa BHKTE Touka 6.1.

3, JIEKAPCTBEHA ®OPMA

Tabnerka
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3annam 5 mg/S mg Tabnerku

bana, oBanHa, ABOWHOW3MLKHANA TabAETKa, C rpaBUpaH HAAMMUC ,,5/5% OT eAyaTa CTpaHa M riaaka ot
apyrara ctpaHa. Pazmepu: npubn. 9 x S mm. -

3annam 5 mg/10 mg TabneTku
bsna, kpvraa, nBofiHoM3nekHana TabeTKa, ¢ rpasMpaH Haanue ,,5/10 ot enunara CTpaHa U raaKa oT
Apyrara ¢cTpaHa. PasMepu: npu6a. 7 mm auaMersp.

3aanaM 10 mg/5 mg TabseTku
bsna, oBantHa, ABOMHOM3NBKHANA TabneTKa, ¢ rpaBUpan Haanuc ,,10/5* oT eaHara cTpaHa ¥ rnaaka ot
aApyraTa cTpaHa. Pasmepu: npuba. 13 x 7 mm.

‘3annam 10 mg/1Q mg Tabnerxy |
bsna, kpbria, aABoiiHou3mbKkHana tabnerka, ¢ rpasBupad Haanuc ,,10/10% ot equaTa CTpaHa Y rjianka
OT ApyraTa cTpaHa. Pasmepu: npubn. 9 mm guameTsp.

4. KAHHAYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHA

3annam e NOKa3aH KaTo 3aMecTBALIA TEPATMA MPH JIeYeHHE HA eCEHLIMATHA XHINEPTOHUA W/ WK
cTabuiHa 6ONecT Ha KOPOHAPHUTE APTEPHH, NPU NMALMEHTH, KOUTO BEYe ca KOHTPOJIMPaHH ¢
NEPHHAONPHUIT H aMJIOAMITHH, NPUJIATaHH €IHOBPEMEHHO B CBLUMTE JO3UPOBKH.

4.2 Jlo3npoBKa B HAYHH HA NPRJICKEHHE

£03H POBKa

Enna tabnerka AHeBHO kaTo efHOKpATHA 4034, 3a MPEANOYHTAHE /1A Ce PHeMa CYTPHH H Nnpeay
XpaHeHe.

KombuHauusaTa ¢ dikcHpaHa 103a He € AOJXOAALLA 338 HAYATHO JIeYeHHE.

AKO C€ Hajlara npomsHa B JO3MPOBKaTa, J03aTa HA TIEPUHIOTIPHA U AMIOIUIIHH B KOMGHHALMSA MOYKeE
Aa 6b11e NPOMEHEHA WITH HHAHBHIYANHO THTPUPAHA, KATO Ce MPELCHU NPHIIOKEHHUETO Ha cBOOOIHA
KOMOMHaLu4.

Cneyuannu nonynayuu

bvopeuno yspexcoarne u cmapuecka év3pacm (6xc. moyxu 4.4 u 5.2)
ENMMHHHPAHETO Ha NMEPHHAONPUIAT € HAMAJIEHO TIPH MALKEHTH B CTAPYECKA Bb3PACT M TAKUBA C
0b0peuHa HeaocTaTbuHoCT. [Topank TOBa PyTHHHOTO MEAHLIMHCKO MPOCTEAABAHE 1WE BKIOUBE HECTO
MOHMTOPHPAHE HA KPEATHHMHA U KaIHs.

KomOnHauusaTa Ha NepUHAONPHA U aMIOAWNIKMH MOXKE /1a CE Npuiara pH nauueHTH ¢ Cler

2 60 ml/min, 1 He e noaxoasia 3a naunenTH ¢ Cler < 60 ml/min. Ilpu Te3u nauueHTH e
NMPEenoOpPBYHTENHO € HHAMBHAYAJIHO THTPUPAHE Ha N03aTa ¢ MOHOKOMITOHEHTH.

AMJIOMITNH, H3NO/I3BaH B MONO0HU 03K NPH NALMEHTH B CTAPUECKa Bb3PacT WK TI0-MiIaH
NALMEHTH ¢ €AHAKBO 100pe noHocuM. [IpenopruBaT ce HOPMANHU CXEMH HA JO3MPAHE B cTapyecka
BB3PacT, HO MNOBHILIABAHETO HA no3aTa TpAOBA [a ce U3BbpLLBa BHHMATENHO. [IpoMeHitTe B
NNA3MEHHTE KOHLUEHTPALKWK HA aMJIOQHITHH He KOPENHPAT CLC CTeneHTa Ha 6B6peyHo yBpexaaHe.
AMJTOIUINNH HE Ce WaTH3HPA. ‘

Heproopobro yspeocoane (xxc. mouxu 4.4 u 5.2)

He ca ycTanOBeHH npenopbunTeNHy I03HPOBKU NPH NAUMEHTH C KO A0 YMEPEHO
YBPEKAAHE, MOPaaHu TOBA H30OPTHT Ha A03a TpAGBa fa Gbae BHUMATENEH U TpaOBa 14|3¢
Hai-J0/1HaTa YacT Ha ramata Ha Ao3vpaHe (Bx. Touku 4.4 1 5.2). 3a aa ce YCTAHOBH
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6baaT HHAWBHAYAIHO THTPHPAHH, KaTo CE M3MOJI3Ba CBO0OAHA KOMOHHALIMA OT aMIOAUNNH H
epHHACNPUIL. (PapMaKOKHHETHKATA HA aMJIOJIMITHH HE € NPOY4eHa NPH TEXKO YEPHOAPOOHO
yBpexaaHe. AMNORHINH TpsA0Ba Aa ce 3anovHe ¢ HaH-HUCKAaTa 103a M [a ce TUTpHpa GaBHO nipn
NMAaUHEHTH € TEKKO YepHOAPOOHO yBpeXKAaHe.

Heouampuuna nonyrayus

KoMOHHAaLMATA OT NMEPHHAONPHI ¥ aMJIOAHNTHH He TpAGBA [a ce H3Mo/a3Ba NPH ACLA K IOHOLLM, Thii
KaTo ePHKACHOCTTa H NOHOCHMOCTTA Ha NEPHHIOIIPHIT H AMJIOJMITHH B KOMOMHALIMA He ca
YCT2HOBEHM NPH Jelia H FOHOLIH (BX. Touka 5.1),

Ha4yMH Ha NIpUIoKEeHHe
[TepopanHo npunoxeHHe

4.3 IlporABONOKA3AHHA

Cevpzanu c nepundonpun:

- CBPLXYYBCTBHTENHOCT KbM aKTHBHMTE BelllecTBa Wik KbM Apyr ACE unxuburop,

- AHaMHe3a 3a aHTHOEIEM, CBBP3aH ¢ npeaxoaHo neveHne ¢ ACE uHxuburop (Bx. Touka 4.4),

- HacneacTBeH WM HAHONATHUYEH AHTHOCAEM,

- BTopH H TpeTh TpMecTbp Ha GpeMEeHHOCTTa (BX. TOUKH 4.4 1 4.6),

- EnHoBpemenHa ynotpe6a Ha koMOHHALMATA OT NEPHHOONPUI H AMNOJUIHH ¢ ATHCKHPEH
ChAbPXKALUH NPOAYKTH NPH NALMEHTH ChC 3axapeH auaber unu 6L0peuHo yBpexaaHe
(GFR < 60 ml/min/1,73 m?) (Bx. Touxu 4.5 u 5.1),

- EnHoBpeMenHa ynotpeba npu Tepanna ¢be cakySHTpwi/sancapran. KombunauusTa ot
NCPHHAONPHII K aMJIOJIHITHH He TpsAOBa Na ce 3anouBa npeau za ca U3MHHAIH 36 yaca oT
npHeMa Ha NoceIHaTa fo3a cakyourpun/sBancapran (BX. ToukH 4.4 u 4.5),

- EKCTpakopropanHH TEParHH, BOACLUM A0 KOHTAKT HAa KPBBTa C OTPHUATEHO 3apeeHN
NOBBPXHOCTH (BXK. TOuKa 4.5),

- 3HaYMTENHA ABYCTPaHHa CTeHO3a Ha OBbOpeyHa apTepua WM CTEHO3a Ha apTEPHATA Ha
eAUHCTBEH PyHKUHOHHpaly 6BOpek (BxK. Touka 4.4).

Cevp3anu ¢ AMAOOUNUN.

- CBPBXUYBCTBUTETHOCT KbM AKTHBHOTO BELECTBO WM KbM AHXMAPONUAPHANHOBH POH3BOAHM
- Texxka xunoroHus

- ok, BKIIOUYUTENHO KApAHOreHEH LIOK

- 3anyiupane Ha M3XOJAIIMA TET HA JIABATa KaMepa (Hanp. BUCOKOCTENEHHA A0PTHA CTEHO3a)

- XeMOMHAMU4HO HecTabuHa ChpAeHHA HEAOCTATBYHOCT CNEA OCTBP HHGAPKT Ha MHOKAapAA

Cewvpianu cve 3amnam.

BCHYKH NPOTHBOMOKA3aHHA CBbP3aHH C BCEKH OT OTAEIHHTE KOMIIOHEHTH, H3BPOEHH No-rope, cleasa
Ja C€ OTHACAT CbiO U 33 PHUKCHpaHaTa KOMOMHALMA OT NEPHHAONDPHI H aMJIOAMIIKH.

- CBPBXYYBCTBHTETHOCT KbM HAKOE OT MIOMOLUHHTE BELIECTBA, H30POEeHH B Touka 6.1

4.4 CnenMajuH npeaynpexieHHs H NPeANA3ZHH MEPKH RPH ynoTpeba

Benukn npenynpexiaeHua, CBBP3aHH ¢ BCEKH OT OTAEIHUTE KOMNOHEHTH, H3GPOEHH N0-A0Y, cnenpa
Aa ¢ OTHACAT ChIIO H 3a (PHKCHpaHaTa KOMOHHALMA Ha NEPHHAONIPWI K AMJIOIHITHH.

Cevp3anu c nepundonpui

Cneyuanuu npeoynpexcoenus

Cepvxvuyscmeumennocm/anzuoeoem
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KOMOHHAUMATA OT MEPHHACTIPH H aMNOAMNKH TpaOBa Aa Obae He3abaBHO NMpeyCTaHOBEHA H 1A Ce
3aMoYHe MOAXOAAIH0 MOHUTOPHpAHE, KOETO [1a MPOAB/IKHK A0 MBAHOTO OT3BYYARAHE Ha NOSBUIIHTE CE€
CHMITTOMH. B cnyqyanTe, KOrato oTOKBT € OrpaHHUEH BBPXY JMUETO W YCTHHUTE, ChbCTOAHHETO
0OMKHOBEHO NpeMuHaBa 0e3 NeueHHe, MaKap 4e NMPUIAaraHeTo Ha AHTUXHCTAMHHH € MOJIE3HO 3a

oOnexyasaHe Ha CUMITTOMHTE.

AHruoegeM, CBbP3aH C JlapMHIrealeH 0ToK, MOXKe da 6bvae paraneH. KoraTo ce 3acarar e3Hka, rJIoTHCA
MM TapUHKCa, KOUTO MOraT Aa NpeaH3BHKAT OOCTPYKUHA Ha AMXATENHHTE ITHTHINA, He3abaBHO
TpAOBa 21a ce NPUNOXKH CMCIUHO NeyeHHe. Tosa MOXKe a BKIKOUYBA MPWIOKEHHE HA aAPCHAIMH WHWIH
NOLABPXKAHE HA NPOXOAWMH JMXATENHU TbTHLA. [TauenTsT TpabBa fa Obae NOA HENPEKBCHATO
MEULHHCKO HaboieHne 00 MbIHOTO U OKOHYATEHO OT3BYYaBaHE HA CHMITTOMMTE.

[TauneHTHTE ¢ aHaAMHE3a 33 aHrvoeaeM, Hecebp3aHa ¢ neueHue ¢ ACE naxuburop, Morar aa 6naar ¢
NOBUINEH PUCK 3a aHruoeaeM npu npueM Ha ACE unxuburtop (Bxk. ToUka 4.3).

3a YpeBEH aHrHOEAEM ce ChOOLIARa PAAKO NPH NALUMEHTH, eKyBaHH ¢ ACE unxuburopu. Tesu
NaLMeHTH ca ¢ KopeMHa fonka (che win 6e3 raaeHe WiM NOBPhHIUIAHE); B HAKOH CITy4YaH HAM3
npeaxogcH ¢daumaieH aHruoeaeMm, a HuBata Ha C-1 ectepasara ca HOpMalHH. AHTHOENEMBT Ce
JAHArHOCTHLIMPA ¢ NPOLEAYPH, BIJIIOYHTENHO aDJOMMHATHO CKaHHPaHE ¢ KOMITIOTLPEH ToMorpad uiu
YITpa3BYyK, K MpH onepalus, a CHMATOMHUTE npeMHHaBar cien cnupade Ha ACE nuxuburopa.
KopeMBusT aHruoeneM tpadea aa ce BKIKOYHM B AH(EpeHUHAHATE AHarHo3a Ha natuenTy Ha ACE
HHXHOHMTOPH, KOHTO MOTy4YaBaT KopeMHa 6onka (BxK. Touka 4.8).

KoMOHHHpaHeTO HA NEPHHAONPRI CbC CaKyOUTpHU/BaICapTaH € MPOTHURONOKA3aHO NOpaay NOBHLIEH
PHCK OT aHTHOEAEM (BXK. TOUYKA 4.3). JleueHue Cue cakyOHTpH/BancapraH He TpaOBa Aa ce 3anmoypa
no-paHo ot 36 yaca cyiex nociieAHaTa A03a OT TeEPANUATa ¢ NEPHHAONPHI., AKO IEUEHHETO CbC
cakyOHTpHAn/BajIcapTaH € CIpaRo, JeHeHHe ¢ NEPHHAONPHI He TpAORA Ja ¢e 3anoyBa Mo-paHo OT

36 yaca cnen nocaeAHaTa A03a cakyourpun/sancapraH (BxK. Touku 4.3 # 4.5).

CovnbreTBaina ynotpeda Ha ACE uaxuburopu ¢ NEP unxuburopu (Hanp. pauekanorpun), mTOR
WHXHOUTOPH (Hanp. CHPOINUMYC, EBEPOJTHMYC, TEMCHPOJIIMMYC) H TJIUITTHHM {HAMNp. THHATTHIITHH,
CaKCarjUITHH, CHTArTUNITTHH, BUNAATTUNTHH) MOXKE Ja A0BEJ¢ 0 NOBHUILIEH PHCK OT AaHTHOENAEM
(Hanp. OTOK Ha AUMXATENHUTE IBTULLA WIH €3HKA, CbC WK 0€3 HapyLIeHO AHilIaHe) (BXK. TouKa 4.5)
Tpabpa ga ce noaxoxkAaa ¢ NOBHILCHO BHUMaHHE KOraTo c¢ 3ano4ea pauekoaarpuwi, mTOR
MHXHOMTOPHU (HANP. CHPOIMMYC, €BEPOIIMMYC, TEMCHPOJIMMYC) H MTUITTHHY (HaNp. THHArJTHITTHH,
CaKCaraMNTHH, CHTarTMNTHH, BWIJATTTHITTHH) NPH NauMeHT, KOHTO Beye npueMa ACE nuxuburop.

Anaguraxmoudnu peaxkyuu npu agepesza ¢ runonpomeunu ¢ Hucka nremuocm (LDL)

Panxo nauneHture, npuemand ACE nHxuOUTOpH, NpH adepesa Ha THNONMPOTEHHH ¢ HUCKA TUTBTHOCT
(LDL) ¢ aexctpaHoB cyngar noay4apar ;KMBOTO3acTpalliaBaiily aHaQIaKTOWAHH peakuuH. Te3n
peakLH ce H30ArBaT 4ype3 BpEMEHHO cniupase Ha neyeHreTo ¢ ACE HHXHOHTOp npeam Beska

ajepesa.

Anagunaxmoudru peaxyuu npu OecercubURuIaAyu

[MTaunenTy, nonyuasanu ACE nHxubuTOpH no BpeMe Ha TepaneBTHYHA AeceHCHOWIm3aums (Hanp.
OTpOBa OT hymenoplera), ca NoNy4asany aHaQUIaKTONAHHW peakurH. [IpH cuituTe NauMeHTH, TE3H
peakumy ca u3darHatu npH BpemeHHo cniipade Ha ACE nHxuburopuTe, HO ca ce NoABABaIIH OTHOBO
[PH NOJAHOBABAHE HA TEPANMUATA IO HEBHHMAaHHeE.

Heymponernus/azpanynoyumo3a/mpomboyumonenu/anemus
HeyTtponeHus/arpaHyouuro3a, TPOMOOLIMTONIEHHS U aHEMHS Ca CbOOLIABAHU NPH NMALIHEHTH,
nomy4aBand ACE unxnOuropu. I1pn naumentu ¢ Hopmanna 6p0peuna pyHkuua n 6e3 apyru
YyCNOXKHABALM (PaKTOpH, HEYTPONECHHUA ce nosBasa paaxo. [lepunaonpun TpaGea 1a ce H3NOJ3RS
U3KITIOYHTETHO BHUMATEITHO NPU NALMEHTH C KOJIAN€HOBA CHAOBA OOMecT, Ha UMYHOCY W No
JICYEHHE, JICUEHHE ¢ aliOIMyPHHOJI HIIH NPOKAHHAMAA, WIM KOMOMHaLHA OT Te3u pHCKg '/ b¢ M,
ocobeHo ako HMa npeaxoJHo yBpeseHa 616peuna dyrkima. Hakoun ot Tesn naume o piupithh
CEPHO3HH HH(PEKLIMK, KOUTO B HAKOJIKO CITy4as He Ca OTrOBaps/li Ha HHTEH3UBHO a
neqeHue. AKO NpH TAKMBA NALMEHTH Ce H3MO0I3Ba IEPHHIOTIPH, npencp'quenuo
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Penosacxysapna xunepmonus

Ilpy nanwuenTd ¢ gByCcTpaHHa cTeHo3a Ha OLOpeyuHaTa aprepus WM cTeHo3a Ha apTepHsTa NpH €aAHH
dyHKuMOHUpain 6u6pek, nekysanu ¢ ACE HHXHOMTODH, CHILECTBYBA HOBHIIER PHCK OT XHMNOTOHHA K
6BOpeuna HenocTaTLYHOCT (BX. TOUKA 4.3). JleueHneTo ¢ AMypeTHLM MOXe 1A e JONPHHACALL
akrop. 3arybara Ha 6b6peyna QYHKUNE MOXE 2 HACTBIY NPpH MHHHMANHH H3MEHEHHUSA B CEPYMHHS
KPCaTHHHH, JOPH NPH MALMEHTH ¢ eHOCTPAaHHA CTEH03a Ha Ou6peuHaTa aprepus.

Heoito broxupane na PEHUN-GHZUOMEHIUH-ANO0CMEPOROBAMA CUCMEMA (PAAC)

Hma nannu, 4e eqHoBpemennara ynorpeda Ha ACE HHXH6HTODH, aHrMOTeH3KH I1-peuentophu
GnokepH WM anMCcKHpeH noBMinaBa PHCKA OT XMMOTOHKUA, XHNEPKANHEMHA H HAMAJISBaHe Ha
6b6peunaTa GpyHkuMA (BKIOUHTENHO 0CTpa 61v6peyuna HeaocTaTb4HOCT). [lopanu ToBa He ce
PENOpLYBa ABOWHO bNokupane Ha PAAC upes koMOHHHpaKaTa ynorpe6a na ACE HHXHOHUTODMY,
aHrHoTeHsHH Il-peuenTtopuu 6nokepu win ANTHCKHPEH (BX. Touku 4.5 1 5.1).

AKO Ce NpeLieHH, Ye TepanuaTa ¢ ABOHHO Onoxupane e abconmorHo HeobXxonHMa, ToBa TpaGea Ja
CTaBa caMoO oA HAOMIOAEHHETO Ha CTICHHATHCT U TIpH Y€CTO BHUMATEIHO MOHHTOPHPAHE Ha
0n6peyHata dyukuma, CIIEKTPOJIHTHTE Y KPBBHOTO HalsraHe.

ACE unxuburopu u aHrnorensun | [-penterrropuum 6n10kepu ne TpsOBa Aa ce Hu3non3sar €THOBPEMEHHO
fIpH NaUKeHTH ¢ AMabeTHa HedponaTus.

ITepsuven xunepardocmeponuzvm .
[Tauxentu ¢ nbpeuyen XHTICPATAOCTCPOHNIBM KAaTO LUAIO HE C€ BIMAAT OT JICUSHHE ¢
AHTHXMINEPTCH3WBHM JIEKAPCTBA, AeHCTBALIM Ypes HHXMOMpPAHE HA CHCTEMATA PEHUH-AHTHOTEHIMH. .
[Topaau ToBa ynotpeGata Ha Toa JICKApCTBO HE C€ NPENnopbLYBa NPH TEZU NALHEHTH,

bpemennocm

Huxuburopu Ha ACE He Tpa6Ba na ce 3anousar o BpeMe Ha OpemeHHocT. OcBen B ciTyyanTe, KOraTo
HENPEKBCHATOTO NicweHue ¢ ACE HHXHOHTODH ce cuuTa 34 CBIIECTBEHO, NAUMEHTKHTE, KOUTO
ILIaHUpaT BpemeHHﬂcT, TpaA6Ba ga 6bAAT HaCOUYEHH KbM ITePHATHBHH AHTHXHUNEPTEH3HBHH JICYEHNH,
KOHTO Ca ¢ yCTaHOBEH Npodin Ha 6e30MacHOCT 3a ynotpeba npu GpemenHoct. Korato ce
AHarHOCTHUHMpA OpeMEHHOCT, feyeHnero ¢ ACE HHXHOHTOpH TpAGBa na 6bae He3abapHo
NPEYCTAHOBCHO, H aKO € YMECTHO, Na ce 3afnoyHe AITCPHATHBHO JIeyeHMe (BX. TOUkH 4.3 U 4.6).

Hpeonasnu mepxu npu yrnompeba

Xunomonus

KOHTO NPEKOMEPHO CnajiaHe Ha KPbBHOTO HANIAraHe MOXKE 12 AOBe/e 20 HHAPKT Ha MHOKapAa Wiy
MO3BbYHOCBHAOB UHLIHAECHT.

AKO C€ NOABH XHIOTOHHA, NALMEHTHT TpAOBa Aa 6bE NOCTABEH B IErHANO NONOKEHHE H, aKo e
HEODXOMMO, Aa NMOMYYH HHTPaBEHO3HA HH(Y3HS C Pa3sTBOp Ha HATPHER xnopua 9 mg/ml (0,9%).
[Tpexonuuat xunorensupen OTrOBOD HE € NPOTHBOTIOKA3AHHE 38 N0-HATATBLIHO npHeMaM
CBOTBETHHTE NO3H, YHHTO NPHEM OGHKHOBEHO MOXe na NPOALLKH Oe3 npobnemu clien
Ha KPbBHOTO HaNsraHe BCJEACTBHE Ha yBenudeHHs obem.
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Cmenosa na aopmna u mumpanua KAana/xunepmpo@uuna xapouomuonamus

Kakro u ocrananure ACE uuxuburops, NEPHHRONPWUI TPAOBA a ce Npuara ¢ OBHLIEHO BHUMAaHME
Ha TIALIKCHTH CbC CTEHO3a HAa MHUTpa/HaTa Kiana M o0CTPYKLIHS Ha H3XOAa HA JIABATa KaMepa, KaTo
IPH a0pPTHA CTERO3a WK XUTIEPTpOoPHUHA KAPAHOMHONATHS.

bvopevwno yspescoane h

B cnyuait Ha 616peuto yBpexaaHe (KpeaTHHHHOR KupeHE < 60 ml/min) ce npenoptypa
HHAHBAIYAJIHO THTPHPAHE Ha 103aTa Ha OTACTHHTE KOMIIOHEHTH (BXK. Touka 4.2).

PyTHHHOTO MOHHTOpHpaHe Ha KaNHii W KPEaTHHHH € Y9acT OT HOpMaJTHaTa MEAHLIMHCKA NPAKTHKA NPH
nauueHTH ¢ 6x6peuHo yspexnane (Bx. Touka 4.8). |
Ilpy HAKOH NalyEeHTH ¢ ABYCTPaHHA CTEHO3a Ha OBbpeunara aprepus wiu cTeHo3a Ha aprepusTa Ha
€AHHCTBEH OBOpek, KouTo ca nekyBanu ¢ ACE MHXHOUTOPH, ce HaONI0NaBa MOBUILABAHE HA KpbBHaTa
YP€A 1 CEPyMHHA KpEATHHHH, OOMKHOBEHO OOpaTHMH ClIEM CIHpaHe Ha JieueHKeTo. ToBa € 0CoBeHo
BEPOATHO NPH NALKEHTH ¢ ObOpeyHa HEAOCTATLYHOCT, AKO HMA H PEHOBACKYJIapHA XUMEPTOHHKA,
CHILCCTBYBA NTOBHILIECH PUCK OT TEXKKA XHNOTOHUA H 616peuna HeaocTaThuHOCT. Hakon NAaLHEHTH ¢
XHIIEPTOHUA Ge3 BuaKMa npeaxoana 616peuna craosa Gonecr, ca PasEHNIH NOBHULIABAHE HA
CTOHHOCTHTE Ha KPbBHATA YPes H CEPYMHHSA KPEATHHHH, OOHKHOBEHO JIeKH 1 NPEXOAHHU, 0coBeHOo
KOTraTo NEPHHAONPHI CE MpUnara €AHOBPEMEHHO ¢ AUYpeTHLH. Masiko No-ro/isiMa e BEPOATHOCTTA
TOBA /1 €€ CJTyuH NPU NALMEHTH ¢ NpeaxoaHo 6u6peuro yBpesknane.

Yeprodpobua neoocmamuvurnocm

Pajxo, ACE HHXHGHTOPHTE ca CBBLP3IBAHH ChE CHHAPOM, KOHTO 3aM048a ¢ XOJECTATHYHA K bITEHHLA
H TIpOrpecHpa 10 GpyIMHHAHTHA yepHOAPo6Ha HeKpo3a M (MoHAKOra) CMBLPT. MeXaHU3MEBT Ha TO3H
CHUHADOM He € usdcHeH. [lanmenTy, nonyyasaiuyu ACE HHXHEHTOPH, KOHTO Pa3BHAT UKTEP WIH
H3Pa3CHO NOBHLIEHHE HA 1ePHOAPOOHHTE €H3UMH, TpAOBa Aa cripar npueMa Ha ACE unxuburopu u
Aa 6baaT aneKBaTHO NpocneacH! (BX. TOYKa 4.8).

Paca

ACE HHXHOHTOPHTE NPHYHHABAT NO-BUCOKA YECTOTA HA aHrHOeNEM TP NALUMEHTH OT YepHaTa paca B
CPAaBHCHHE C TE3H OT OCTAHAIUTE PACH.

Kaxro npu ocrananute ACE HHXHOMTOPH, MEPUHIONPHI MOXe Aa 6bae no-ciabo e(deKTHBEH No
OTHOLICHHE NOHMIKaBaHE HA KPLBHOTO HANSAraHE MpPH NMALMEHTH OT YepHATa paca, OTKONKOTO NpH
OCTAHAIHTE NallKeHTH, BEPOATHO MOPA/IH NO-H3PA3CHOTO PasPOCTPAHEHHE HA ChCTOSHMA ¢ HHChK
PEHHH B [OMYNALMATA C XHNEPTOHUA NIPH YEPHATA paca.

Kauwnuya

Hma cbobutenns 3a kauwmua npu ynotpe6ara Ha HHxAOuTOpH Ha ACE. XapakrepHo e, 4e kauwuuara
© HENPOAYKTHBHA, NEPCUCTHPALLA K TPEMHHABA ClIE]] CIIHPaHE HA JIEYEHHETO. Hunyunpanara or
HHXHOHTOp Ha ACE Kawnmua Tpa6ea fa ce cumTa 32 4acT or AHdepeHUnanHaTa AHarHo3a na
KAUITHLATA.

Onepayus/anecmezun

[Ipy nauveHTH NOANOXEHY Ha roaMa ONEpALIKA WIH NO BPEME HA aHECTE3HA C NMPOAYKTH, KOUTO
NPpCAU3IBUKBAT XHNOTOHHA, KOMOUHALIUATA OT 'nepuﬂ.uonpm H aMJIONHNIMH MOXe Ja Ookupa
(opMHpaHeTO Ha aHTHOTEH3MH I BTOpHUHO Ha KOMIIEHCATOPHOTO OCBOGOKAABAHE HA PEHHH.
Jleuennero Tpabpa na 61ae npekpaTeHo eauH AeH [IPpCAH onepauHaATa. AKO CE€ pa3BHe XMINOTOHHS H Ce
CHNTa, 1€ CC IBJDKH HA TO3M MEXAHH3bM, TOBA MOXE J1a Ce KOPHTHpA ¢ YBETMYABAHE Ha 0GeMma.

Xunepranuemus
lNoBuwaBanus Ha cepymMHua kanmii ce HabaonaBar Npd HAKOH NaUHEHTH NnekyBaHH ¢ ACE
HHXHOUTODH, BKIIOUHTENHO nepunaonpwi. ACE MHXHOHTOpPUTE MOraT a NMpeAH3BHKAT
XUMCPKATHEMHUA, Thl KATO HHXHOMPAT OCBOBOKI2BAHETO Ha annoctepon. EdexrsT 06 /- ]
SHAUHUTCJICH NPH NALKCHTH ¢ HopMaiHa Ob6peuHa GyHKkumua. PuckosuTe haxTopH 3a P
XHNEPKATHEMUA BIITIOYBAT NAUNEHTH ¢ G1LOpeyuHa HENOCTATEUHOCT, BoLABAHE Ha (bbb ati s
$byHKunA, HanpeaHana BB3pact (> 70 FOAKHH), 3aXapeH nHabeT, BMETHATHTE CLOWTHS 3
ACXMApaTalmi, 0CTpa CbpaeiHa AeKOMNEHcalus, MeTaboIHTHA aLMI03a U €IHOBpE ‘ I
Ha KATHH-CHXpaHABALUN MY PETHLIM (HAMp. CIUPOHONAKTOH, CIUIEPEHOH, TpHaMTepe
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kasHeBH N00aBKH WM KaJIMH-ChAbPXKALIY 3aMECTHTENH Ha roTBapcKaTta Cof; UM NauWeHTH
fipueMalin Apyri 1ekapeTsa, CBbP3aHH C MOBHLIABAHKA Ha CEPYMHUA KanHii {Hanp. XErapMH, Ko-
TPHMOKCA30I1, H3BECTCH OLLE KATO TPHMETONPHM/CY1(paMeToKCa30) U 0¢oBEHO AHTArOHHCTH Ha
AJII0CTEPOHA WIIH AHTHOTEH3UH pellenTopHu 6a0kepH. YnoTpebara Ha kanneBn 106aBKH, Kauii-
CBXPAHABALIH MY PETHLIH MIH KATHA-CBHABPXKALIH 3aMECTHTENIH Ha FOTBAPCKATA COJ, 0COGEHO npu
MAaLMEHTH C HapylieHa 6b0peyna GyHKuHUs, MOraT Ja JOBeaT A0 3HAYUMO MOBHIIABAHE HA CEPYMHHS
KaJIHM.

-

XHIMEPKANUEMHATA MOXE 1A NPHHHHK CEPHO3HHM, NOHAKOTa haTanHu apurmMun. Kanuii-
CbXpaHABALUMTE NHYPETHLH H AHTHOTEH3HH peLIeNTOpHATE GoKepH TpAGBa Aa ce M3MoJI3BaT ¢
OBHLICHO BHHMaHHE NPY NALMEHTH, npueMalid ACE nHxuGHTOpH, a cepyMHUST Kanuil 1
610peuHata GpyHkims Tpabsa aa ce HaGmoaasar. Ako CIHOBpEMEHHAaTa ynorpeda Ha
FOpPCCTIOMCHATHTC BEILECTBA C€ CHHTA 3a TIOAXO0AAIIA, Te TPAOBa 1a 6bAAT M3MON3BAHM ¢ MOBULICHO
- BHHMaHWE U MpH 4€CTO KOHTPOJIHPAHE Ha CEPYMHNA Kanuii (BXK. Touka 4.5).

ayuenmu ¢ duabem

[Ipn naunenTH c auaber, neKyBaHu ¢ NEPOpaNHK NPOTHBOAHAOETHH NPOLYKTH WK HHCYJIMH,
TTTHKCMHYHHAT KOHTPOJ TpsabBa Aa 6bae HenmpekbeHATO HAONI0NaBaH pPE3 MBPBHUA MECELL OT
neueHuero ¢ ACE uuxuburop (Bx. Touka 4.5).

Csvpsanu ¢ amnoounun

IIpeonasnu mepxu npu ynompeba

be30onacHOCTTa M epMKACHOCTTa HA AMITOIMITMH NpH XHMEPTEH3NBHA KPH3a HE Ca YCTAHOBEHH.

Cvpoeuna nedocmamvunocm

INawmenTu cbe cppneyHa HepaocTaThYHOCT TPIGBaA Aa 6baaT JICKYBaHHW C NOBUILIEHO BHUMAHMHE.

[1py NPOOBLIKUTETHO, KOHTPOIHMPAHO ¢ mIaLeto NpOy4BaHE NPH NALMEHTH ¢ Texka 6u6peuna
HeaocTaTbuHOCT (Knac o NYHA 111 u 1V), cvo6uiaBanaTa yectora Ha Oenoapoben otok e no-sucoka
B rpynara, 1€KyBaHa ¢. aMOANNNH, OTKOJIKOTO B rpynata Ha ruiane6o (Bx. Touka S. ). biokepHTe Ha
KaJILIKEBUTC KaHA/IH, BKIIOYMTETHO AMJIOAMIIHH, TPAOBa a Ce M3MON3BAT C MOBHIIEHO BHUMAHME npH
MALMCHTH CBC 3aCTOHHA ChPAEYHA HEJIOCTATBLUHOCT, Thil KATO T€ MOKE 12 MNOBHLIAT PHCKa OT
NOCACABAILN CHPACUHOCHAOBH CHOUTHA U CMBPTHOCT.

Heproopobro yepexcoane

[TonyXHBOTBT Ha aMIOAMNIMH Ce YBIIKABA, a cTolHocTHTe Ha AUC ca NO-BHCOKH NPH NALMEHTH C
YBPEAEHa YEpPHOAPOOHA QYHKLIMA; NPETIOPLKH 3a NO3HPOBKA HE ca ycraHoseHM. ITopaau ToBa
JICUECHHETO C aMJTOAMNHH TPAGBa Aa 3ano4Ba ¢ 1033 B 10-HHCKHS Kpaid Ha 030BUS AHATIA30H, KATO CE
BHHMAaBa KaKTO NpH HAYAJIHOTO NEYEHUE, TaKa M NP MMOBHILABAHE HA Ao3ata. baBHO TUTpHpaHe Ha
RO3aTa H BAUMATCITHO MOHHTOPUPAHE MOXE a Ce HalaraT NpH NaLHEeHTH C TEXKO yepHoApOoOHO

yBpexaaHe.

Cmapuecxa év3pacm
[Ipy nauMenTH B cTapuecka BL3PacT NOBMIIABAHETO HA A034TA TpAOBa na ce W3BLPILBA BHUMATEIHO

(BX. Touku 4.2 n 5.2).

bvbpeuna nedocmamuvunocm
AMJIOZINIIH MOXE [ C€ M3M0/13Ba NPH TAKMBA NALMUEHTH B HOpMANHH fo3u. IlpoMenure B

UIa3MCHHTC KOHLICHTPALIMH Ha aMJIOAHITHH HE Ce CBBP3BAT ChC CTENeH Ha 0BOpeuHo yBpexnane.
AMJIOZIHITMH HE MOXKE [a C€ AHANH3IMPA.

Csvp3anu ¢ kombunayusma om NEPUHOONDUR U AMACOUNUN

Beuuki mpeynpeskaeHus, CBbP3aHU ¢ BCEKH OT OTAENHHTE KOMIIOHEHTH, U30pOeHH
Aa C€ OTHACAT ChIUO H 3a PUKCHpaHaTa kKOMOHHALMA OT NEPHHAONPHN H aMJIOMITHH
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lpedynpexcoenun npu ynompeba

Aexapcmeaenu e3aumodeiicmeus
EaHoBpemMeHHaTa ynoTpefa Ha KOMOHHALMATA OT MEPHHAOTIPHI H aMJIOAUIIHH ¢ NHUTURH, KaIuii-
CbXPAHABALN NHYPETHLIM MITH KATHEBH N0GABKH WIH JAHTPOSIEH HE Ce npenopbuBa (BkK. Touka 4.5).

IToMolHK BelecTRa

Hampuii
ToBa nekapcTBo chabpxka no-mManxo or | mmol HaTpuii (23 mg) Ha TabneTka, T.e. MOXKe Aa ce kaxe,
€ NMPAKTHYECKH HE ChAbPHKA HATPHIA.

Hzomanm | .
IlaunenT ¢ peakH HacleaCTBEHY NpoOJIEMU Ha HEMOHOCHMOCT KbM (pyKTO3a He TpabBa Aa npuemar
TOBa NEKAPCTERO.

4.5 BsaumoneiicTsae ¢ Apyrm JACKAPCTBEHH NPOAYKTHA B APYrH GOpMH Ha B3aRMOZeHCcTBRE

Cebpianu ¢ REPUROORPUA

JlaHHHM OT KIHHWYHH NPOYYBAHNMSA NOKA3IBAT, Ye NBONHOTO OnoxupaHe Ha PeHHH aHTHOTEH3HH
a1nocrepotoeara cucreMa (PAAC) upes xom6uHupanaTa ynorpe6a na ACE HHXMOMTOPA,
AHTHOTEH3MH 11 peuenropuu Gnokepn win AMNCKHPEH CE CBBP3BA C NO-BUCOKA YECTOTA HA HEXKENAHM
CbOHTHA, KaTO HANPUMeEp XUNOTOHHSA, XHNCDKATHEMHA W HaManaBaHe Ha 6bOpeyHaTa dyHkuMS
(BK/HOUMTENHO ocTpa 616peuna HENOCTAaTLHHOCT), B CPABHEHHE C ynoTpebaTta caMo Ha eIHO
CPEACTBO, AckcTBaio Bepxy PAAC (BXK. TOukH 4.3,44u5.1).

Jexapcmea, nosuwwasawu pucxa om anzuoedem

EanospemeHHaTa ynorpe6a Ha ACE HHXHOHTOPH CBbC CaKyGHTPUA/BANICAPTaH € NPOTHBOMNOKAa3aHa,
ThH KaTO TOBa NOBHILIABA PHCKA OT AHIHOEEM (BX. TOYKH 4.3 1 4.4). Cakyburpun/sancapran He
TpAbBa Aa ce 3ano4Ba npeau Aa ca H3MHHAH 36 uaca oT [IpHEMA Ha NOCNEAHATA 1038 OT TEPANMSATA C
nepuHaonpui. Jleuenue ¢ NEPHHIONDHN He TPAOBA Ja ce 3an0MBa NpeaH Aa ca HIMHHATH 36 yaca
CJICA IpHEMA Ha MOCNEAHATa A03a OT caKyOUTpwI/Bancapran (BxK. Touky 4.3 i 4.4).

EnvospemenHaTa ynorpe6a va ACE HHXHOUTOPH ¢ pauekanotpui, mTOR HMHXUOHUTOPH (Hanp.
CHPONEMYC, EBEPOTUMYC, TEMCHPOIHMYC) U ITHITTHHY (Hanp. JHHACJTHIITHH, CAKCATJIHITTHH,
CHTArIKWITHH, BHIIJATTIMIITHH ) MOXKe Ja A0BeAe N0 NMOBMIIEH PHCK OT aHTHOeAEM (BXK. TOUKa 4.4).

Jlexapcmea npeduseuxeawu xunepxanuemus

Bbnpeku, ye cepyMHUST KanHii 06MKHOBEHO OCTABa B HOPMAJTHH MPaHULA, XHNEPKATHEMUSA MOXKE /1a
C€ NOABH NPH HAKOH NALMEHTH, IEKyBaHH ¢ MepHHANPUN/amnomunuy. Hakon JC€KAPCTBEHU NPOAYKTH
HIH TEPATIeBTHYHH K1aCOBE MOTaT /ia MOBHILAT PHCKA OT XMITEPKATHEMHUS: AJTUCKHPEH, KaIHeBH COJH,
KaNuH ChXpaHABaLIM AUy PETHLM (Hanp. CHHPOHONAKTOH, TPHaMTepeH Wik amunopun), ACE
HHXHOMTOPH, aurHoTEeH3MH || peuentopru 6nokepu, HCTIBC, xenapuum, MMYHOCYNPECHBHH
CPCACTBA, KaTO UHKJIOCTIOPHH WIH TAKPOAHMYC, TPHMETONPHM H KOTPHMOKCa3o
(TpHMeTOnpUM/CyndaMeToKcas3on), Thit KaTo e H3BCCTHO, Y€ TPHMETONPHM JEHCTBA KATO Ka/iHih
CbXpaHABalll IHYPETHK NOXOOHO Ha amunopua. KoMGuHupaHeTo Ha Teau JIeKapCTBEHH MIPOAYKTH
HOBHINABA pHCka OT xunepkanuemus. Ilopaau Tosa, koMGHHUpaHeTO Ha MEPHHIONPHI/ AMIIOZUITHH C
FOPCCHOMCHATHTE JIEKapCTBa HE Ce NIPENophYBa. AKO € NpeaHcata €AHOBPEMEHHa ynotpeba, Tpabea
Aa CC NIOAXO0XKa € NOBHINEHO BHUMAHHE H NIPH YECTO NPOCNEaABIHE Ha CEPYMHHS KaJlHii.

Cwnvmemeawomo npunoxcenue e BpOmMuBonoKa3ano (8. mouka 4.3);

Anucxupen

Ilpr maunenTuTe ¢ Anaber unu 6BOpeuno yBpexxaaHe, Hapacraa PHCKBT OT XHNepK
BJIOLIABaHE Ha ObOpeuHaTa QyHKUMA M ChPAEUHO-CBAOBATA 3360J1EBAEMOCT W NMOBH
CMBPTHOCTTA.
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Excmpaxopnopannu aevenus

HOTHAKPHIOHUTPHIIHH MEMOpaH) Hi adepesa Ha JIMNONIPOTEHHH ¢ HHCKA IUTHTHOCT C JNEKCTPaHOB
Cyndat, MOXe 1a MOBHLIK PUCKA OT TeXKH aHA(HUNAKTOMAHM peakiMy (BXK. TOYKa 4.3). Ilpn
HeobXOAHMOCT OT NoAOGHO JleueHue TpaOBa na ce OOMHCNM M3NON3BaHETO Ha APYT TAN JAHATTM3HU
MEMOPaHH I HA AHTHXUIEPTEH3UBHO CPEICTRO OT APYT Kiac.

Convmemeauiomo npunoxcenue ne ce npenopvyea (8xc. moyxa 4.4)

Anuckupen

I1pk naumeHTHTE, KOMTO HAMAT AMaBeT UK 650peuno yBpexaane, HapacTea PUCKBT OT
XHICPKATHEMHIA, BlIOWaBaHe Ha 6bOpeyHaTa dyHkLms U ChPACHHO-CBI0OBATA 3300/1€BAEMOCT H
CMBPTHOCT. ‘

Eonoepemenno nevenue ¢ ACE UHXUOUMOpU u anzuomenszun peyenmopru 6aoxepu

B nutepatypara ce crobmasa, ye MPH NALUHMCHTH C YCTAHOBEHA aTEPOCKIEPOTHYHA GojlecT, CbpaeyHa
HENOCTATBYHOCT WIIH INabeT ¢ TEPMHHAIIHO OPraHHO YBPEKIAHC €AHOBPEMEHHOTO JieueHue ¢ ACE
WHXHOHTOPH W aHrHOTEH3HH PELENTOPHH O10KePH € CBBP3aHO ¢ MOBMIIEHA YeCTOTa Ha XHITOTOHHA,
CHHKOTM, XHIIepKaIHeMHs K RioLaBase Ha 6x6peynara DYHKUNS (BKITIOYHTENHO ocTpa 6B6peyHa
HEAOCTATEYHOCT) B CPABHEHHE CBHC CAMOCTOSTENHOTO MPWIOKCHUE HA JICKAPCTBEH MPOAYKT, BiHAELI
BbpXY CHCTCMaTa pEHUH-BHIMOTEH3HH-anA0CTepoH. JIBoliHa 6110kana (Hanp. uype3 koMGHHHMpaHe Ha
ACE uuxuburop ¢ anruorensnn Il PCLCTITOPER aHTaroHUCT) TpabBa Aa ce orpaHnyy 1o
WHAHBH]YAJTHO ONpEAE/IEHH CITy4aH NPH CTPHKTHO HAGMIOAeHHe Ha ObOpevnaTa dyHKuUMS, HUBaTa Ha
KaJIHA U KPBBHOTO HaJIAraHe.

Ecmpamycmun
Puck oT nosnwasane Ha HexenanuTe PE2KLIMKA KaTO aHrHOHEBPOTUYEH OTOK (aHrHOeAEM).

Kanui-coxpannsawu ouypemuyu (ranp. mpuammepen, amuiopuo u op.), kanuesy conu
XunepkanneMus (OTEHUBAIHO leTanHa), ocobeHo B yC/IOBHATA Ha 0LOpeuHo yBpekaaHe (aauTHBHY
XMINEPKATHEMHUYHH epektH). KomGumupanero na NCPHHIOMNPHII C FOPENOCOYEHHTE IEKAPCTBEHH
MPOAYKTH HE C€ npenopbusa (BxK. Touka 4.4). Ako CAHOBpeMEHHATa ynotpeba € BbIPeKH ToBa
foKkasaHa, T¢ TpAOBa Ja Ce H3NON3BaT ¢ MOBHILCHO BHUMAHHE U MPH 4€CTO npocieadBaHe Ha
CTOHHOCTHTE Ha CepYMHHMA Kasiii. 3a ynorpebara cb¢c CIMPOHONAKTOH MPH CBPACUHA
HEAOCTATLYHOCT, BUX 110-J10A1Y.

JTumuti

HMma ¢1o6iueHus 3a 06paTHMO NoBuasane Ha CCPYMHHTE KOHLUEHTPALIMK HA JINTHII H TOKCHYHOCT
(TeX)Ka HEBPOTOKCHYHOCT) NpH €AHOBPEMEHHO nNpunoxkeHue ¢ ACE HHXHOHTOpH. KoMOGuHMpaHeTo Ha
NMCPHHAONPHN € JIMTHHA He ce NpenopbuBa. AKO Ta3u KOMOMHALHS e AOKa3aHO Heobxoauma,
MPENOPBLUHTETHO € BHHMATE/THO Aa Ce MOHHTOPHPAT CCPYMHHTE HHBA Ha INTHH (BXX. TOYKa 4.4),

Cynvmemeauio aevenue, koemo UIUCKBA CREYUATHO BHUMAGHUE.

IIpomusoduabemuu npodyxmu (. UHCYRURU, NEPOPANHU XUNO2AUKEMUNHU Cpedcmea)
EnkaeMuonornynmuTe npoyusanus Nnpeanonarar, Y€ €AHOBPEMEHHOTO NPUNOKeHHe Ha ACE
HHXHOMTOPH H NpoTHBOANAGETHH ICKApCTBCHH CPEACTBA (MHCYJIHHH, NEPOPATHH XHIIOMTMKEMHYHH
CPEACTBa) MOXE 212 NOBe/iE A0 3aCHICH edeKT HA HaMANABaAHE HA KPbBHATA 3axap ¢ PUCK OT
XUIMOKanueMua. ToBa ABIEHHE H3rfIexaa e NO-BCPOATHO Na Bb3HUKHE Npe3 MbPBHTE CEAMHLM Ha
KOMOHHUPAHOTO leYEHHE M TIPH NALMEHTH ¢ 0%6peyHa HenocTaTuHOCT.
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JICHCHAETO € HHCKH H NOCTENEHHO HAPACTBAILH J03H NEPHHIONPHIL.
Iipu apmepuanna xunepmonus, xoraro npeauiHaTa Tepanna ¢ IHYPEeTHK MOXKe 1a € NpeaU3BUKana
3aryba Ha con/o6eM, Wnu AHypeTHKLT TpAGBa na 6bae CIpsAH npejan 3anoysaHe Ha ACE wHxu6uropa,
KaTO B TAKbB CITyHaH MOXE OTHOBO JIa C€ BKJIKOYH KM HECBXPaHABALIl JMYPETHK WM A4 Ce 3aMOyHe
ACE vHXH6MTOp ¢ HUCKH A03H, KOWTO MOCTENEHHO 1a ce NOBHIIIABAT.

ITpu nexysana ¢ duypemuyu 3acmoina Cvpoeuna nedocmamuvynocm, neveruero ¢ ACE HHXHOHTOP
TPAOBA J1a 3an104Ba ¢ MHOTO HUCKU JI03H, BB3MOXHO Clie] TOHIKABAHE Ha J03aTa Ha CbBMECTHO
MPHIAraH|uA Kaatui HeChbXpaHABALl AMYPETHK. |

BB BCHUKH CiTyuau, Gb6peunara dbyHKuMs (HMBaTa Ha KpeaTuinHa) TpsbBa na ce npocneassar npes
ITEPBUTE HAKOJIKO ceAMHLH OT neveHHeTo ¢ ACE unxnburop.

Kanuu coxpanseawu ouypemuyu (enneperon, cnuporoaaxmon) |

C enniepeHOH WIH CITUPOHOMAKTOH B NO3H Mexay 12,5 mg no 50 mg Ha neH u ¢ Hucku no3u ACE
HHXHOHTODH:

Ipy nevenne Ha cbpaeuna HepocTaTLuHOET OT Kiac II-IV (NYHA) ¢ dpakums Ha uztnackpane <40%
H TPEAXOHO neieHne ¢ ACE uaxuburopn u 6pumkoBH AHYPETHLH, CHIIECTBYBA PHCK OT
XHIICpKATHEMHA (NOTEHUHANHO ¢aTanHa), ocofeHo B ClTyuaii Ha HecnasBaKe Ha NPenoOpBKUTE 3a Ta3H
koMOuHaums. [peau 3anousane Ha KoMGHHaLMsTA TpadBa na ce ycTaHOBH JIMnca Ha XHINEpKaNIHEeMHA
W ObOpeyHO yBpexaane. |

[lpenopbusa ce BHHMAaTeNHO NpocieasBate Ha KATHEMHATA 1 KPEaTHHHHEMHATA Npe3 MbPBHA Mecell
OT JICHEHHETO BEAHBK CEAMHYHO B HAY&JIOTO M CJie]] TORA.

Hecmepouonu npomusosvinarumensu cpeocmea (HCIIBC), sxaovumenno ayemwicatuyunosa
Kuceauna > 3 g/oen

Koraro ACE uHxu6utopu ce npunarar eaHoBpeMeHHO ¢ HCTIBC (1.e. anlerncainumnoBa KMceIMHa
B CXCMHU € IPOTHBOBBL3NANIHTENHA 1032, COX-2 MHXUOHTODH H HeCENEKTHBH HCIIBC), moxe na ce
HaMaJIH aHTHXHNEPTCH3UBHUAT epeKT. EnHoBpeMeHHaTa ynotpe6a va ACE UaXnouTopu ¥ HCTIBC
MOXE Za OBE/Ie 10 NMOBHUIEH PHCK OT BiIolIaBaHe Ha 6u6peynara GyHKUHA, BKITIOYHTENHO BB3MOKHA
ocTpa 6b6peyna HeaoCTATHHHOCT M NOBHILABAHE Ha CEPYMHMA KaJIui, 0cOOEHO NpH nauueHTH ¢
HC3aA0BOJIMTENHA npeaxoaHa ObOpeuna dyrkuna. KomGuHauusTa TpAdBa Aa ce npunara
BHHMATE/IHO, OCOOEHO B CTapyecka Bu3pacT. IlalueHTHTe TpaAbBa ha 6baaT anexBaTHO XHAPATUPAHH H
Aa C€ Np€UCHH MOHKTOpHpaHe Ha Ob0peyHaTa QyHKIUMS clel 3anouBaHe Ha ChbI'BTCTBALLO JICYEHHE,
KaKTO U NEPHOAWYHO CJIeA TOBA.

Cvnvmemeauia ynompeba, Kogmo uzuckea SHUMAHUe

Cumnamurxomumemuyu _
CHMNaTHKOMHMETHLIMTE MOTAT 18 HAMAJIAT aHTHXUTNIEPTEeH3NBHATE epekTH Ha ACE HHXMGHTOpHTE.

3ramo

HHATPUTOMAHH peakLHH (CUMITTOMHTE BKNIOYBAT 3a4€pBABAHE HA KOXKATA Ha JIMLIETO, rajeHe,
NOBPBIUAHE M XHIIOTOHKA) ca OWITH CHOOILABAHH PAMIKO NIPH NALHEHTH, NEeKYBaHH C HHXKEKLIHOHHO
J1aTO (HATPHEB aYPOTHOMANAT) H ChITBTCTBALIO evenne ¢ ACE HHXHOHTOP, BKIIOYHTENHO
MEPHHAOMNPHII.

Cebpianiu ¢ amaodunuy

Cwrnvmemseawo npunosicenue ne ce npenopLY8a

ﬂaﬁmpmen (unpyzusn)

BPB3Ka C XHICPKAJINEMHA CJIeN IPHIOKEHHE HAa BEpanaMuil U HHTPABCHO3€H NaHTponcy~Tlg
PHCKa OT XHMNCPKATHEMHS € NIPENOPBUHTENHO ChIBTCTBALILOTO NICYEHHE C Onoxepn

KaHaJTH, KaTOo aMTOAUNHH Ja ce H30ATRA NIPH NALMEHTH, NOAATIHBH Ha MATMIHEHa
MPH I€HEHHE HAa MATUTHEHA XHNEPTEPMHA.
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CHHbmemeauo reuenue, Koemo u3uCKe8a CREYHATHO GHUMANUE

Huoyxmopu na CYP3A4

Ilpn eaHOBpeMEHHO NpWIOKEHHe HA KIBECTHH HHAYKTOpH Ha CYP3A4 nnasMenata koHUEHTpaUns Ha
aMJI0ZHNHUKE MOXe Na Bapupa. llopann ToBa KpbBHOTO HansraHe TpaGea na ce NpoCiensBa U 1a ce
OOMMCIIM ananTupaHe Ha 703aTa KakTo Mo BPEMC, T2Ka H Clie €AHOBPEMEHEH NMPHEM, 0CODEHO CBC
cuiHH CYP3A4 nnaykropu (Hanp. prdaMnuumH, suiT KaHTapHOH).

CYP3A44 unxubumopu

EnHoBpeMeHHaTa ynoTpe6a Ha CHITHH HIIH YMepeHn HHXHOUTOpH Ha CYP3 A4 (nporeaznu
HHXHOHTOPH, a30J10BH AHTUMMKOTHIIH, MAKPOIHAM KAaTo €PUTPOMHLIMH HNH KIAPUTPOMHLIMH,
BCpanaMull WK JUNTHA3EM) MOXe 12 10BEIE 0 3HAUMTENHO NOBHLICHHUE Ha eKCIIO3ULMATE Ha
aMIIOAWTIME. KNHHUYHOTO 3HaueHHe Ha Tesu DK papHanum Moke 12 6bIe No-HIBEHO R cTapyecKka
Bb3pacT. MoxXe [1a ce HaNOXH KIIMHMYHO HaGMogeHne H aNanTHpase Ha N03aTa.

ChILECTBYBa NOBHLIEH PHCK OT XHIIOTOHUS NPpH NALHCHTH, NPUEMAINH KIAPUTPOMHLIMH U
amnoaunuH. [lpenopbyuBa ce BHUMaTenHo HabmoaeHMe Ha MALUMEHTHTE, KOI'aTO AMNOAHNHH ce
pHJIara €AHOBPEMEHHO ¢ RNApHTPOMHLIMH.

Covnvmemsaua ynompeba, xoamo mpsbea 0a ce uma npeoguo

[loHMKaBALUMAT KPBBHOTO HANATAHE €EKT HA AMJIOUNHH AOMTKLIRA eheKTHUTE Ha APYTH JIEKapCTBEHH
[TPOAYKTH C aHTUXHIEPTEH3IUBHH CBOMCTBA.

Taxponumyc |

CBUISCTBYBA PUCK OT NOBHIIEHH HHBA Ha TakpOJIMMYC B KPBBTA, KOTaTo C€ MpHJiara eAHOBPEMEHHO C
aMJIOAHNHMH. 3a Na ce n3berHe TOKCHYHOCTTA Ha TAKPOJIUMYC, NPUIOKEHHETO Ha AMIIORAHITHH NPH
NAUHEHTH, JCKYBAHH C TAKPOJIMMYC, H3HCKBA NMPOCIEASBaHe HA HUBATA Ha TAKpONMMYC B KPbBTa H
KOPHIHpaHe Ha n03aTa Ha TaKpPOJIUMYC, KOTaTO € MOAXOAALLO.

mTOR (Mechanistic Target of Rapamycin) UNXUbUMoOpU

mTOR unxuburopn karo cuponumyc, TEMCHPOJIMMYC 1 eBeposinMyc ca CYP3A cyGerparw.,
AmnoaunuH e cnab CYP3A unxuburop. [pu CAHOBpeMeHHa ynoTpeba Ha mTOR unxuburopy,
aMJIOANIIH MOXe 1a NOBHILIM ekcno3dumuaTa Ha mTOR unxuGHTOpUTE.

L{uxnocnopun |

He ca nposexxaanu npoy4saxus 3a JICKAPCTBCHH B3AHMONEHCTBHA C LMKIOCTIOPHH H aMIIOAHITHH npH
3ipaBH AOOPOBOJILM HIY APYTH MOMY/IALIMH ¢ HIKTIOUYEHME NpH nauueHTH ¢ 6s6peuHa
TPaHCTIIAHTALIMA, NIPYU KOMTO Ca HabMoAaBaHH BapUabUNHK NOBMILICHHS HA HAH-HHCKATA
KOHLEHTPalIUA Ha UMKIIOCNOpHH (cpeano oT 0% - 40%). Tpsabsa aa ce o6¢hau npocjieAsBaHe Ha
HHBATa Ha LMKIIOCTIOPHH NpH NauXeHTH ¢ 6s0peuHa TpaHcrnnanTaums, KOMTo NPHEMAT aMAOAMITHH U
A03aTa HaA UHKNOCNOPHH J1a C€ HaMaJIH NpH HeoOX0AUMOCT.

Cumeacmamun

EnHOBpPEMEHHOTO NpHIOKEHHE Ha MHOIOKPATHH 203 oT 10 mg aMNoaunuH ¢ 80 mg cuMBacTaTHH
BOJH 10 77% NOBHIIIaBaHE HA EKCNO3ZMLMATA HA CHMBACTATHH B CPaBHEHHE CBbC CAMOCTOATETHO
MpHjlaran CHMBAacTaTHH. J{o3aTa Ha CMMBAacTaTHH Tpa6Ba na ce Orpanuyu Ao 20 mg nHEBHO npH
NaUWEeHTH Ha aMJTOTHNMH.

pyau xombunayuu

B npoyuBaHus Ha KNHHHYHHTE B3aMMOAEHCTBIA, aMJIOAMITHH He OBIHSBA (hapMakOKMHETHKaTa Ha
aTOPBACTATHH, IUTOKCHH WIH Bap(apuH.

IlpunaraneTo Ha aMIOAUNIMH 3a€[HO C rpeAndpyT Hau cok oT rpeiindpyT He ce npe
KaTo OHOHAIMYHOCTTA MOXKE 4 HAPACHE NIPH HAKOH NALHEHTH, KOETO Aa JOBEAE N0
AHTHXHMIEPTEH3NBHUTE €(EKTH.
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Cevp3anu ¢ KoMbunayusma om REPUHOONPUR U AMROOUNUH
Coanvmcmeanyo ReHenue, KOemo UUCKEA CREYUARHO BHUMANUE

baxrogen
INoTenumpaHne Ha aHTHXUDEPTEH3UBHAS edexr. KoHTpon Ha KpbBHOTO Hanarawe u ajanTupaHe Ha
103aTa HA AHTHXHMNEPTEH3UBHUS MPOLYKT, aKO € HEOHXOMMO.

Cvnvmemeatya yrnompeba, koamo mpsbea oa ce uma npeoeuo

Anmuxunepmensuenu npodyxmu (xamo bema- broxepu) u sazoduramanopu
EnnoBpeMeHnaTa ynotpe6a ¢ Te3u NpoaykTH Moxe na YBCIIHYH XHITOTCH3UBHUA edeKT Ha

Aa C€ M3IBLPLIBA ¢ NOBHIIEHO BHUMAaHHe.

Kopmuxocmepouou, mempaxozaxmuo
Hamanssane Ha antHxunepreHsuHus eeKT (3aapBKKa Ha CONK M BoAa nopanu
KOPTHKOCTEPOUANTE).

Anrgpa-6n0kepu (npazozun, angbyzosun, doxcazozun. MAMCYAO3UH, MEPA303uH)
IfoBMwen aHTHXMNEpTeH3MBEH edekT H NoBHIIEH PHCK OT OPTOCTATHYHA XUITOTOHMS.

Amuchocmun
Mooxe fa NoTeHUMpa AHTHXHNEPTEH3UBHHS e(EKT Ha AMJTOAUIHH.

Tpuyurnuunu aHIMUOERPECaRM/ aRmuncuxomuyw/ anecmemuyu
IloBHLIeH aHTHXHMNEpPTEH3UBEH edeKT U NOBULIEH PHCK OT OPTOCTAaTHYHA XHITOTOHHUS.

4.6 d’ep'rnnurﬂ, OpeMeHHOCT H KbpMeHe

Kato ce uMar npeasua edextHTe Ha OTIENHHTE KOMIIOHENTH HA TOM KOMOHHHpAH NPOAYKT BEpPXY
GpeMeHHOCTTA H KbpMEHETO:

KoMOHHaLmMATa OT NEpUHAONPH H aMJIOAKIHH He ce periopbYBa npe3 MbPBHA TPUMECTLP Ha
OpemeHHOCTTa. KOMOHHALIMATA OT MEPHHAOHIPHI B AMIIOIHIIMH e NPOTHBONOKA3aHa Npe3 BTOPHA U

TPETHA TPHMECTBP Ha OpeMEHHOCTTA.

KoMO1HauMATa OT epHHAONPHI ¥ aMNOOMITHH He ce npenopb4usa Npu kepMmeHe. Tpabea na ce B3eme
PCLLICHHE NaNH Aa ce NPEeyCTaHOBH KbPMEHETO WIIH Aa CE NPEKpaTH npreMa Ha koMOHHaLMaTa OT
NICPHHAOTIPHI H aMITOARITHH, KaTO Ce B3eMe MpEeaBH, BRXKHOCTTA Ha TOBA JIeYeH e 33 MaiKara.

bpemennocm

CBbp3aHH C NEPUHIONPHI

Ynotpebara Ha ACE uaxubuTopH He ce NMpenopbBa Npe3 MspBHA TPUMECTBP Ha GpeMEHHOCTTa (BXK.
TouKa 4.4). Ynorpebara Ha ACE HHXHOHTOPH € NpOTHBOMNOKa3aHa npes BTOPH M TPETH TPHMECTBP Ha
OpEeMEHHOCTTa (BX. TOukH 4.3 u 4.4),

ENHAeMHOIOTHYHHTE 0KA3aTENCTBA OTHOCHO PHCKa OT TepaTOreHHOCT ciiel ekcnosuisg Ha ACE
HHXHOHTODH Npe3 MbPBUS TPHMECTBHP OT OpemeHHOCTTa, He ca y6eanTentu; Manko noBxLIeHye Ha
pUCKa obade He MOXe Na ce H3KTIoun. OCBEH B Ciiy4auTe, KOraTto HENMpPEeKbCHATOTO JIEHEHHE G~
HHXHOHTODH C€ CUHTa 33 CHUIECTBEHO, HALMEHTKHTE, KOMTO MJIAHKPAT OPEeMEHHOCT, TS
HaCOYCHN KbM ANTEPHATUBHHU AHTUXHNEPTEHIHBHU JCHEHHS, KOHTO CA C ycTaHoBeH £

6esonacHocT 3a ynotpe6a npu 6pemennoct. Korato ce AHArHOCTULINpA OpeMeHHOYT, MtAc
ACE nHxubutopu Tpa6sa na 6bae He3abaBHO NpeyCTaHOBEHO U aKO € YMECTHO, N cg AN
QITEPHATUBHO JieUeHHe. = \q

L
r
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H3BecTHO e, ye excniosuumaTa npu neuenme ¢ ACE HHXHOWTOPH Nipe3 BTOpUA U TpeTHA TPHMECTBP
HHI(yLIHPa APH XOpa PETOTOKCHUHOCT (HaMasieHa 6b6peuna (byHKLIMS, ONHroxuapaMuHo3a, 3a6aBena
OCH(HKALIHA Ha Yyepena) M HEOHATANHA TOKCHYHOCT (60peuHa HeROCTATBYHOCT, XMNOTOHHS,
XHMEepKaTHEMHs) (BxK. Touka 5.3).

[TIpu excniosuums va ACE HHXHOHTOP CrieNl BTOPHA TPHMECTLD Ha OpeMeHHOCTTa, € npenopbunTeHa
YATPa3ByKoBa MpoBepka Ha 6v0peunarta dyHkumna u yepena.

Heua, unnto mafixu ca npuemanu ACE HHXMOHTOp TpAGBa Na 6bRAT HENPEKbCHATO HAGTIONABAHH 32
XHUITOTOHUA (BXK. TOUKH 4.3 H 4.4).

CBbp3aHu ¢ aMIOAUNUH

bezonacHocTTa Ha amoaMnKAE Np#H OpeMEHHOCT He € ycTaHoBeHa npH Xopa.

I1pn npoyusaHus BbpXy KMBOTHH ce Habmonasa PEMPOAYKTHBHA TOKCHYHOCT NPH BUCOKH JO3H (BX.
To4ka 5.3). Ynorpeba npu 6pemenHocT ce NPEeNIOPEYBa CaMO ako HAMa No-0e30NacHa anTepHaTHBa U
KOraTo camoTo 3a60J/ISRaHE HOCH NO-TOMSAM PHCK 3a MaiikaTa M mnoza.

Kvpmerne
CBbp3aHH ¢ NEPUHAONPHI

Ts# kaTo nuncea Muopmaims 3a ynotpebara Ha NEPHHAONIPHN NPH KbPMeEKEe, NEPHHAONIPHI HE Ce
MPENopbHBa H ANTCPHATHBHH JIeYeHUs ¢ NO-J00pe yCTaHOBEH npodun Ha 6€30MacHOCT NPH KbpPMeHe
Ca 3a MPEATOoYUTaNE, 0COOEHO NPH HOBOPOJEHO WIH HEOHOCEHO NeTe.

CBbp3aHU ¢ aMJIOAHIIUH

AMJIOIMTIHH C€ €KCKPeTHpa B KbpMaTa NpH Xopa. Yacrra or no3aTa Ha maiikara, MONy4€Ha OT
KBPMA4€TO, © H3UHCIIEHA C HHTEPKBAPTWIEH AUanalol 3 — 7%, ¢ MakCHMYM |5%. EdekTsT Ha
dMIORHITHH BEPXY KbpMayeTaTa € HeusBecTeH. TpsOea aa ce B3eMme pelIIeHHE OanH fa ce
POABKH/NIPEKPATH KbPMEHETO HITH 113 ce MPOXLIDKH/TIPEKPATH JIEYEHUETO ¢ AMJIOAMITHH, KATO ce
B3CMC MPEABAA NON3AT2 OT KbPMEHETO 3a IETETO U 110/13aTa OT JIEYEHHUETO ¢ AMIIONMITHH 3a MahKaTa.

Depmuaument
CBBp3aHH C NEPHHAONPKII

Hama edekt BopXy penpomyxTuBHaTa dyHKuus Win ¢peprunUTeTA.

CBhbp3aHK ¢ aMnoaunus

MALUKHEHTH, JIEKYBAHH C 0/10KepH Ha KanLMeBUTE KananH. KNHHUYHHTE NaHHH ca HENOCTATHEYHH 10
OTHOLIICHME Ha NOTCHUMATHUA eEKT HA aMTIONMAHH BLPXY (epTHiuTeTa. B eano Npoy4BaHe ¢
MUTBXOBE Ca HAONKONABAHH HEXENAHH PEAKLIHK O OTHOMIEHHE HA MboKKis epTunmrer (BXK.
TO4YKa 5.3).

4.7 Edextn BBpxy cniocobuocTTa 32 mopurpane n pabora c MamHuK

HsaMa M3BLpIIBaHK NPOYUBaHMA 32 edeKTHTE Ha KOMOHHALMATA OT NEPUHAOTIPWI ¥ AMIORNIIMH BbLPXY
CIOCOOHOCTTa 3a Wodupake H paboTa ¢ MaIlHHAK,

AMNOJHNHH NOB/HABA B MAJIKa WIH YMEPEHa CTerneH crnocobHocTTa 3a wodupane u pabora ¢
M2IIHHH. AKO NALUMEHTHTE CTPaJaT OT 3aMaiiBaHe, rnaeobonue, yMOpa, H3TOLUEHHE WIH rafieHe,
CMIOCOOHOCTTA Aa ce pearHpa Moxe na 6bae yBpeaeHa. HpenopruntenHo e aa ce BHMMaga, ocobeHo B
HAYaJI0TO Ha JIeYEHHETO.

4.8 Hexelanu JexapcTBenn peakunn

a)  Pesiome Ha npoduna Ha 6ezonacHocT
Haii-uecro cbobluaBanuTe HEeXeNaHH PeaKUMH, ChOBLIABAHH C MEPHHAOTIPHI H aMIORHTI it
NOOTAENHO Ca: OTOK, COMHONICHTHOCT, 3aMatHOCT, rMaBoGonue (0coBEeHO B Hayan Ha et
ANCTEY3NA, NIAPECTE3US, 3DHTENNHO YBPEKIaHEe (BKJIIOYHTENHO AUIUIONHA ), THHHTYC\\C BRI HHTS
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ChpuebHeHe, 3auepBaBaHe, XHNOTOHUS (U €(EKTH, CBLP3aHH C XHIOTOHMS), AWCNHEed, Kaluutvua,
kopeMHa 0onka, raaeHe, NOBpbILaHe, AHCHENCH, NMpOMAHA B HABHLIMTE 3a AeteKauua, quapus,
KOHCTHNaLUA, NpYPHTYC, OOPUB, eK3aHTeMa, NOYBaHE HA CTABATA (NoxyBaHe Ha riescHHTe),
MYCKYJIHH CMa3MH, yMOpa, aCTEHHA.

6)  TabnuueH cHCHK Ha HeXeNaHHTE peaxuun

Crennure HexxenaHn peakuyu ca HaGMIOAaBAKHK 1O BPEME Ha KJIIHHHYHU NPOYYBAHHA W/ WIM |
OCTMAPKETHHTOBHA NEPHOA NPpH ynoTpeba Ha NEPUHAOTIPHA UK AMIIOAHINNH, TPHEMAHH MOOTAETHO
H OLICHCHH CBIIaCHO CHCTEMO-OpraHHaTa KnacHdukaims Ha MedDRA u NpH CNECOHATA YECTOTA:

MHoro uectn (>1/10); wectu (>1/100 no <1/10); Hewecru (>1/1 000 go <1/100); peaku (>1/10 000 no
<1/1 000); mHoro penku (<1/10 000); ¢ veusBecTHa yecToTa (0T HANKYHKTE JaHHH He MOXe na Obae
HanpaBeHa OLEeHKa). |

MedDRA Hexesanu JexapcTBenn peaknun YecToTa
Cactremo-opranen xiac Amaoaunan | Ilepunaonpua
Hudexnun 1 undecranun | Punur Heuectn | MHoro penku
Hapymenns ra kpnLBTa H Eosunodunus - Heuectn*
JTHMPHATA CHCTEMA JleBkoneHus/HeyTponenus (Bx. MHoro peaxu 'M HOT'O peaKH
Touka 4.4) .
ArpaHynoLMTO32 WIH NAaHUMTONCHUS | - MHoro penku
(BX. TOuka 4.4)
TpomGounTonenns (ex. Touka 4.4) MHoro peakn | MHoro pemkwu
EH3UMHO 00yclToBeHa XeMONHTHYHA - MHoro peaku
aHEMHA NPU NAUKWEHTH C BPOJEH
| Aeuumnt Ha G-6PDH (Bx. Touka 4.4)
Hapymenns ua umynnara | CBpbXUyBCTBHTENHOCT MHoro peaxu | Heuectu
CHCTeMa |
Hapymwienns na CHHAPOM Ha HeafeKBaTHA CeKpeLHS Ha | - Penku
CHROKPHHHATA CHCTEMA AHTUAHYPETHYHHA XOPMOH (SIADH)
Hapymenus na XHNEpriauKeMus MHoro peakn | -
MeTa60/1M3MA H XpaHereTo | Xunornukemus (Bx. Toukn 4.4 u 4.5) |- Heuectu*
XHNOHATPHEMHS - HeuecTu*
Xunepkanuemus, obpatima npu - HevecTn*
| CIHpaHe Ha TeYeHHeTo (BX. Touka 4.4)
IIcrxnunn Bapymenns beacrHue HeuectH -
[Ipomenu B HacTpoeHuero HevecTn '| HeuecTn
 { BKIIIOYHMTENHO TPEBOXKHOCT)
Henpecusn HeuecTn Heuecry
HapyiueHns Ha cbus - Heuectn
Hapymennn na nepeuara | CoMHOREHTHOCT (ocobeHo B Hayanoto | Yectw HeuecTn*
CHCTeMA Ha JICYCHHETO) |
3amaiiBane (0co6eHO B HAYANIOTO Ha YecTu Yectu
JICYEHHETO)
I"naBoGonue (ocobeno B HayanoTo na YectH Yectu
JIEYEHHETO) *
Ausreysus Heuectn Yectn
Tpemop Heuectn -
XHnoecresny Heuvectn
| Ilapecteans Heuectu ;A'm _
CuHkon Heuectn FLZ:MH "
Xuneprouus MHoro penky [{-F [ St N
[lepudepHa HerponarTus MHoro peaxu || -3 | ™ A b
Exctpanupamuasn napywenus C HeuspecTHa (\ @ \ WK%
(EKCTpaNHUpaMHUAEH CHHAPOM) YECTOTA
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MO3BYHOCHAOB HHUMACHT, BEPOSTHO
BTOPHY€H BCNEACTBHE HA €KCLECHBHA
XHITOTOHUA NPH PHCKOBH MNALMEHTH
(BX. TOyKa 4.4)

MHoro penku

O61pkaHocT Penku Muoro peaku
Hapymienns na ounre Hapyuienus Ha 3pennero Hectn Yectu
| Hunnonus - Yectn
Hapymenus na yxoto u TunuTyC HevecTn YectH
Ja0HpuHTS Beprhro - Yecru
Coupaeunn napymenusg Ilannuraiyiy Hectn Heuectn*
Taxukapaus Heuectu -
CreHokapnus (Bx. Touka 4.4) - MHoro peaxu
Undapkt Ha Muokapaa, Bb3MOKHO MHoro peaku | MHoro peaku
BTOPHY€H NMOPAaH NpeKOMepHa
XHIIOTOHHA NPH NALMEHTH C BUCOK
 PHCK (BX. TouKa 4.4)
ApHTMHA (BKMIOUHTENHO Gpanyukapaus, | Hevectn MHoro peaku
KaMepHa TaXHKAPAUS W NPEeACHPAHO
MbXKEHE)
CuaoBu Hapymenus 3ayepBABAaHE HA JIMLIETO Yectu Penku
XHNoToHus (M epeKkTH, CBBPIAHH C Heuyectn Yectu
XHNOTOHUA) L |
Backyaur Mnoro penku | Heuectu*
denomeH Ha Raynaud - C Hen3BecTHa
_|yecToTa
Pecunpatopum, rpvaun u | 3anyx HeuyecTy YecTH
MEAHACTHHA/IHH | Kamnuua Heuectn YecTn
HapymieHus bponxocnaszem - Heuectn
EosHHodHIHA NHEBMOHMA - MHoro peaxu
Cromamno-upesun ['uMrusanHa xunepnnasus MHoro penxu | -
HRPYIIEHHS Kopemua 6onka HecTH HecTn
["aneHe YectH Hectn
[lospbLiane Heuectn Yectn
Hucnencus YecTu YecTu
Tlpomana B u3xoxnaHusTa HectH -
Cyxora B ycrara Heuectn Heuectn
apus Hectn Hectu
| KoHeTHnauus Yectn Yectn
[lankpeatur MHoro peaxu | Muoro penkw
[actpur MHoro peaxu | -
XenaTobunuapan XenaTuT, KbATEeHH1IA MHoro pesxu | -
HApYillCHHS XenaTuT — UMTONHTHYEH UNH - MHoro peaku
XONECTATHYCH (BX. TOuKa 4.4)
INoBHweHn yepHOAPOGHHU eH3uMH (Haii- | MHOro peaxy |-
| YECTO C XONtecTasa) |
Hapymennn na xoxatau | Exem na KeuHke Muoro peaku | -
NOAKOXKHATA ThKaH AHIHONIEM Ha THLETO, KpalHHLHTE, Muoro penku | Heuectn
YCTHUTE, JIMFaBHLIMTE, €3HKA, II0THCA
HW/WAK napuhkca (BX. Touka 4.4)
Epurema Mmyntudopme MHoro peaxu
AJioneuus HeuecTu
[lypnypa Heuectn
ITpomsHa B LBeTa Ha KoXkaTa Heuvectn Do
Xunepxuaposa Heuectn Sl
Ilpypuryc Heudectn H
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| O6pug, exsanTema Heuyectu YectH
Yprukapus (Bxk. Touka 4.4) HeyecTn Heuectn
Cunapom Ha CtuBbHC-/DKOHCHH MHoro peaky | -
Toxkcuuna ennaepmanta nexponusa C HeussecTHa | -
YECTOTA
Exconuaripen nepmatur MHoro penxy |-
 Paakuyn Ha (POTOUYBCTBHTENHOCT MHuoro peaxn | Hevectu*
OOocTpsaHe Ha ncopuasuc - Penxn
[leMduroun - Heuectu*
Hapywenas na mycxyaso- | Otok Ha CTaBHTe (orok Ha rnesenure) |Yectu -
CKEJIETHATA CHCTEMA B Aprtpanrus Heuectu Heyectu®
CheAHHHTETHATA THKaR Muanrus Heuectn Heuectn*
Myckynhu cnasmu Hectn Yecrn
bonka B rep6a Heuectn -
Hapymenns ua 6n6penute | MuKkuHOHHH HapylHeHUs, HUKTYpHS, | Hewectu -
H MHKOYHHATE NbTHIIA MOJIAKHYpHA
bvGpéyHo yBpexnane - [Heuectu
AHYPUS/ONHTypua - Penxu
Octpa 6u6peuna HepocTaThuHOCT - Peaku
Hapymenns ua I'nnexoMactus Hedectn -
PCHPOAYKTHBHATA CHCTEMA Epexruina JIMChHYHKLIMS HeuecTn Heuyectn
M rbpa4Ta
O0mn napymenns n Otok MHoro yectu |-
ePeKTH HA MECTOTO Ha Ilepudepen otox - Heuectw
NPpHJIoKeAHe YMQPa YeceTn -
I'pbana 6onka Heuectn HeuecTn*
AcTeHus Yecrw | Hectu
bonka HeyecTn -
Hepaznonoxenne Heuectn Heyectn*
[Tnpekcus - Heuectu*
Hicnenpannsg [loBuwaBare Ha TenecHo Terno, sary6a | Heuectu -
Ha TeJIECHO TErNo
[NosHieH GWIHPYGHH B KpLBTA - Peaku
Ilonmasaxe Ha yepHompoGHHUTE - Penkn
€H3UMH
IloBuiuaBaHe Ha YpesTa B KPbBTa - Heuectu*
IloBullleH KpeaTHHHH B KpbBTA - Heuectn*
[TonnwxkaBane Ha xeMorno6una u - MHoro penxu
XEMaTOKPHTa |
Hapanasanns, orpasauns | [agaHe - HegecTn*
H YCOXKHEHHS,
BbL3HHKHAJH B Pe3yJTAT HA
HHTECPBEHIIHH

* Yecmoma, uzwucnena na baza HA KTUHUYHU W3nUuUmMeaHus 3a Hecenq

CROHMAanKU Cvobwenus

CroblilaBaHe Ha NONO3UPAHN HEXKENAHH PEAKIHM

CrobliabaneTo Ha noa03MpaHy HexenaHu PCaKUMH CEN paspeuiaBaHe 3a ynotpeba Ha nekap.
MpOAYKT € BaxkHO. Tosa nossondea fa npoabmxy HabnoAEHKRETO Ha ChOTHOILUEHUETO RT3/ me
JICKApCTBEHAA NPOAYKT. OT MEAHLIMHCKHUTE CIELMAIMCTH C& HIHCKBA Na ChoGLIABAT A ah
NOAO3HpaHa HEXeNana peakuna ype3 M3mbIHUTENHA are UM o Jleka

Ne 8, 1303 Codns, Ten.: +359 2 8903417, yeOcaiiT: www.bda.bg.

NL/H/4895/001-004/1B/007

16

PCTBAaTa, yJ.

KU CoOumusn, nonyvenu om




4.9 Ilpeaosupane
Hsama nadopmauus za NpEAO3upaHe ¢ KOMOHHALMATA OT NEPUHAONPHI ¥ AMAOLHITHH NpH Xopa.
3a aMJIOAMIIHH OTIMTET C TIpeHAMEPEHO NPEa03HpaHe NPH XOpa e OrpaHuYeH.

CuMnmomu: OT HATHYHUTE JaHHU MOKE 11a Ce Mpeanonara, 4e Npx roiaMo Npeo3UPaHe MOXKe 13 ce
CTHTHE 110 U3paseHa nepuQepHa Ba30ANNaTaLMA 1 Bb3IMOXKHA pedriekcHa Taxukapaui. Uma
CHOOILCHHS 32 H3pa3eHa U BEPOATHO NMPOIL/DKMTENHA CHCTEMHA XHNOTOHHA A0 H BKJHOUMTEIHO IOK C

¢araneH Kpaii.

Hekxapanoresen 6enoapobeH oTok ce ¢robiasa PALKO KaTo nocearla oT Npeso3HpaHe ¢
AMJIOINIINH, KOHTO MOXeE Aa CE MPOSBH ChC 3a6aBEHO HAYAIO Ha edexra (24-48 yaca cren
NMOTTBLIAHE) M 14 HIHCKBA M3KYCTBEHA BEHTHIALMA. PaHHUTe PE€aHHMALUHWOHHH MEPKH { BKMOUYHTENIHO

yCKopsaBalH dakropw.

Jlevenue: KTHHHYHO 3HAYMMATA XUTTOTOHHA ropaau Mpeno3HpaHe HA AMJTOAKITHH H3UCKBA aKTHBHO
“BPACYHOCH0BO NOAABPHKALLO JICYEHHE C HYECTO MOHHTOPHPAHE Ha ChbpAeYHATA U AMXaTenHa
(YHKUMA, TOCTaBAHE KPaifHHLIUTE Ha BUCOKO M BHHMAHME KbM LIHPKYJIATOPHHs 00eM W oTHeneHara
YPHHa.

BasokoHCcTpukTOp Moxe ma 6bae nonesew 3a Bb3CTAHOBABAHE HA CHAOBHA TOHYC H KPBLBHOTO
HANATAHE, DK [OI0KEHHE, Ye HAMA MPOTHBOIMOKA3aHHS 3a NPHIOKEHHETO. NHTpaBeHO3eH Kamiues
I/IIOKOHAT MOXe aa Obae noneseH 3a obpeiLaHe Ha edexTa ot 6110KaAaTa HA KATLMEBHTE KAHATH.

abcopbLmaTa Ha amnoannuy.
T KaTo aMIOAMNMH € ¢ BUCOKa CTeNeH Ha NPOTCHHOBO CBBP3BAHE € MAJIKO BEPOATHO AMAJIW3ATA Na

Obae nonesHa.
3a nepuMHIONPHI JaHHUTE OTHOCHO NPEaOo3HpaHe NMpH Xopa ca OrpaHHYEHH.

Cumniromute npu npenosupane Ha ACE HHXHOMTOPH MOTaT fa BK/IIOYBAT XHMOTOHHA, LIMPKYJIATOPEH
LIOK, CNEKTPOTHTHH CMY1LeHud, OBOpeyuna HepocTaThYHOCT, XHUICPBEHTHIALMA, TAXHKAPAKA,
naanuTaluuy, bpaavkapans, 3aMaiipaHe, TPEBOKHOCT H KalL1HLa.

ITpenopbLYHTENHOTO NeyeHue fIpH MPEAO3IHpaHe € MHTPABEHO3HA HH(Y3HA HA HOpPMalleH
dusHonornyen pasTeop. IIpu nosaea Ha XMNoToHMA, NalmeHTLT TpaOBa Aa 6bAe NOcTaBeH B LWOKOBO
NOJIOKEHHE. AKO HMa BB3MOXKHOCT, MOXE J1a ce OOMHCIH JleueHme C HHQY3HS Ha aHTHOTEH3HH |}
WIM MHTPABEHO3HO NMPHIOKEHHUE HA KATEXOIAMMHM. Ilepunaonpun Moxe na ce OTCTPaHH OT
CHCTEMHOTO KpBBOODpalileHHe ¢ XeMOoAHaTH3a (BX. TOYKa 4.4). Nleyenme c NeHCMEHKBP € Noka3aHo
1IpH PEIHCTCHTHA Ha neveHHe Gpanukapana. Yecto Tpabea aa ce Ha0IIOaBaT KUIHEHHTE NMOKa3aTeNH,

CCPYMHHUTE CACKTPOJIIHTH H KOHUCHTpauusTa Ha KpCaTHHHH.

5.  ©®APMAKOJIOTHYHU CROMCTBA
5.1 ®dapmakognRaMHuYHHE cBONCTBA

bapmakoTeparneBTHuHa rpyna; ACE WHXHOHTOPH W 6NOKEpH Ha KaJLMeBHTe KaHaJu,
C09BB04.
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{lepunoonpunr

Mexauu3zbm Ha aeticTeue

[lepunaonpun e MHXHOHTOP Ha eH3MMa, KOHTO KOHBEPTHpA aHTHOTEH3HH | B auruorexsuH Il
(BHFrHOTEH3HUH KoHBepTHpaill eH3uM ACE). Konuseprupaiusr CH3MM, HJIH KHHa3a, € eK30nenTHaaza,
KOATO MO3BO/ABA NMPEeBPBIIAHETO HA AHTHOTEH3HH | BBB Ba30KOHCTPHUKTOPECH aHTHOTeH3MH I, kakTo U
IPHYHHABAHE HA pasrpa)kiaHe Ha Ba3oAWIaTaTopa GPafHKMHKH B HEAKTHREH XernTanenTH.
[otrckanero na ACE Boau 10 HamaneHue Ha anrvotensun |1 & IU1a3MaTa, KOETO BOAH A0 MOBHILEHA
aKTHBHOCT Ha IUIa3MCHHMA PEHMH (4pe3 NoTHCKaHe Ha obpaTHaTa BPb3Ka Ha PEHHHOBOTO
OCBOOOXJaBAHE) H HAMaJIeHa CCKpELMA Ha anaoCcTepoH. Twit karo ACE unakTHBHpa OpagukHHMHA,
NOTHCKaHeTO Ha ACE BOAH M 10 NOBHILEHA aKTUBHOCT Ha LHPKYJIMPALUNTE ¥ NIOKATHH KATHKPEHH-
KHHHH CHCTEMH (8 TaKa H aKTMBHpaHE Ha NPOCTarIaHAWHOBATA CHcTeMa). BraMoxHo e To3n
MEXaHH3IbM J1a NONPHHACH 33 HAMAJIABALLIOTO KPLBHOTO HansraHe jeiictue Ha ACE HHXHOMTOpHTE Y
€ HaCTHUYHO OTTOBOPHO 38 HAKOM OT TEXHHTE CTPAaHWYHM EPEKTH (Hanp. kainnmua).

[lepunponpun aeiicTsa upes cBoq akTHBEH MeTabonuT, nepuHaonpunat. OctaHaiHTe MeTaGONHTH He
MOKA3BAT HHXHOMTOpPHA aKTHBHOCT 1o oTHoweHue Ha ACE in vitro.

KnuHHyHa eHKacHOCT H 6e30NacHOCT

XUNepToHHs

IlepuHpONpUN € aKTHBEH BLB BCUYKH CTENEHH Ha XMIIEPTOHUSA: JIEKa, yMEpPEeHa, TexKKa; HabIoAaBa ce
HaMaJICHUEC Ha CUCTOIMYHOTO H AHACTONMYHOTO KPBBHO HANATAHE B IETHAIO U H3MpaBeHO
NONOKeHHe.

HEPHHLIOHPHJ’I HaMandBa Cua0Ba&Ta PE3UCTCHTHOCT, KOETO BOAM A0 NOHIDKABAHE Ha KPBBHOTO

Handrane. B pesynrar, nepudiepHusat xpbeeH Tok HapacTBa, Oe3 ToBa 1a Ma edeKT BBpXY
ChpledHaTa 4ecToTa.

Karo npasuno 6u6peuHHaT kpbpBOTOK ce NOBHILIABA, NOKATO CKOPOCTTa Ha rNIOMEpYJIHATA GHITPaLMs
(CI'®) obukHOBEHO € HenpomeHeHa. |
AHTHXHIIEPTEH3HBHATA AKTHBHOCT € MaKCHMATHA Mexay 4 K 6 yaca cnex enMHMYHA D033 U ce
NOJUIbPkKa Hali-MaTko 24 Yaca: MHHHMATHHTE epexTH ca okono 87-100 % or maxcHManHuTe edexTy.
[ToHmKeHHeTo Ha KPBLBHOTO HAJIATAHE Ce pa3BuBa 0bp30. [1pu pearupaiiyTe Ha neveHHeTO NauHEeHTH,
HOpPMaJIn3npaHe ce MOCTHra JI0 eIHH Mecell H NPOIB/bKABA Ia ce NOLTbPXka 6e3 Notea Ha
Taxupuiakcus. |

CnnpaHeTo Ha JeueHHeTo He Boau 40 o6paTeH edekr.

Ilepunaonpun Hamansea nesokamepHara Xuneprpodus.

I1pu Xopa, nepunmonpun JoKkasaHo nposssea Ba30AHNATaTOpHH cBoticTa. Toii nogo6pasa
CAaCTHHHOCTTA Ha NOJIEMHTE aPTEPUM U NOHMKABA CHOTHOILIEHHETO CTeHa/NyMeH Ha MalKHuTe

apTepHH.

Crabwina KOPOHAapHa Gonect ~

[IpoyuBanero EUROPA ¢ MHOTOLIEHTPORO, MEXITYHAPOAHO, PAHAOMH3HPAHO, ABOHHO-CIIANO,
KOHTPOJIMPAHO ¢ Mtaueb0 KIMHHYHO NPOy4BaHe, MPOABIDKMAO 4 rONUHH,

12 218 nauneHT! Ha BB3pacT Haa | 8 roauuu ca PaHAOMH3HPAHH Na NOJY4aT 8 mg NepUHAOIPHII
TePT-OyTHJIAMMH (eKBHBaNEHTHK Ha 10 m g nepuHaonpunos apruuvl) (n=6 110) wnu naneto
(n=6 108). .

IlpoyueHaTa nomynauus e ¢ JaHHH 3a KOpOHapHa 00M€eCT Ha ChpLETO 6e3 JaHHH 3a KT
NpoABEHA CbPACHHA HEAOCTaTBYHOCT. OO0 90% OT nauueHTHTE ca ¢ NPEeAXOAEH M
HH(APKT W/HIH NpeaXofHa KOPOHapHa peBacKynapH3auus. [loeeuero ot nauueHTHIk
/ICKAPCTBO NO NPOY4BAHETO B NOMBJIHEHHE KbM KOHBEHLIMOHAHO JIeYeHHE, BKITIOYE !
TPOMOOLITHH HHXUOHTODH, NPOAYKTH 32 IOHUKABAHE Ha JIUITAIHTE K beTa-6nokep
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OCHOBHHAT KpHTEPUIi 32 EDHUKACHOCT € CHCTABEH K BICTIOUBA CbPACHHOCBAOBA CMBPTHOCT, HedaTaneH
HH(APKT Ha MHOKapaa WK CBPACUCH apeCT € ycneulHa peaHuMalma. Jleueruero ¢ 8 mg
NEPHHAONPHN TepT-OyTHNAMHUH (EKBMBANEHTHH Ha 10 Mg NEPUHIONPHIOB APIrHHUH) €AHH ITHT
AHEBHO BOAW 110 3HAYHTEITHO aDCOMOTHO NOHHKEHNE HAa OCHOBHATA KpaiHHa Touka ¢ 1,9%
(OTHOCHTENHO NOHWXKeHHe Ha pucka ¢ 20%, 95%CI [9,4; 28,6] — p<0,001).

[Ipu naunenTH ¢ aHamHesa Ha MHOKapAeH MHGAPKT W/HIK PeBacKynapu3auus, ce HabmronaaBa
abcoNMoTHO Hamanenue ¢ 2.2% cboTBeTCTBALLO Ha RRR ot 22,4% (95%CI1[12,0; 31,6] - p<0,001) B
OCHOBHaTa KpaifHa TO4YKa B CPaBHEHHE C MU1aLe6o.

Hannu om knunuunume npoyusanun 3a Osoiina b0Kkada na cucmemama penun-anzuomenzu-
ardocmepon (PAAC)

/lBe roneMu paHIOMH3MPaHK KOHTPOIHUPAHH nipoyusaxms — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - TEKYLIO INOOaTHO H3NUTBAaHE 323
KpaiHH TOUKH Ha TEJIMHCAPTAH, CAMOCTOATENHO M B koMOHHauus ¢ pamunpin) u VA NEPHRON-D
(KnuHu4HO npoyusane cebp3aHo ¢ Pa3BUTHE Ha He(PPONATHA NPH AHabET, MPOBEAEHO OT
MunKcTepeTBO MO BBENPOCHTE Ha BETEPAHHTE) — NpOy4BAT ynoTpedaTa Ha KOMGHHALMATA OT ACE
HHXHOHTOP U aHrHoTeH3MH ] pelenTopeH Onokep.

ONTARGET e npoyusane, nposeaeho NIPH NALHEHTH C aHaMHeE3a 3a ChPAEYHOCHAOBA WIH
MO3BYHOCBHA0BA OoNecT, WK 3axaped auaber Tun 2, NPHAPYXXEHHU C aHHH 38 YBpeXaaHe Ha
eekTopHH opranu. VA NEPHRON-D e NPOY4BaHE NPH NaLMEHTH CbC 3aXapeH auaber THN 2 1
AnabeTHa HedponaThs. |

Tean npoyuBanus He nokassat 3HaYMM Onaronpuaren edexr BbPXY ObOpeuniTe u/unu
ChpPACHHOCLAOBHTE NOCIEAHLUN B CMBPTHOCT, KATO CBUICBPEMEHHO Ca HaO/IIOAaBaHK NOBHILEH PUCK
OT XHNEPKAIHEMHS, OCTPO YBpexaaHe Ha OhOpeunTe WM XHIOTOHMS B CPaBHEHME C
MOHOTepanuaTa. Kato ce HMaT npeasua cXoqHuTe HM (papMakoJHHAMMYHH CBOICTBA, Teau pe3yaTary
Ca NIpHI0KHMH H 3a ApYrH ACE HHXHOHTOPH M aHrHOTeH3MH ]| peuerrropHu 6nokepn.

ACE uuxubutopu v auruorensuy I PELIENTOPHH OIOKEPH CIeA0BATENHO He TPAGBA 112 Ce UAMOI3BAT
CAHOBPEMCHHO NpH NaliMeHTH ¢ quabeTHa HedponaTys.

ALTITUDE (Knuuuuno npoyusane NMPOBEACHO ¢ ANHCKMPEH NPH NALMEHTH ChC 3aXape quaber

NPCAHa3HAY€HO Aa W3CJIEBa NON3aTa OT ZOBABAHETO Ha ATHCKHPEH KbM CTaHaapTHA Tepanus ¢ ACE
HHXHOMTOD WIM aHIMOTEeH3UH Il penenropen 6Gnokep npu nanmenTH cue 3axapeH nHaber Tun 2 M
XPOHU4HO ObOpeuHo 3a6onsBane, CHPACUHOCHIORO 3a601ABaAHE HJIK ¥ aBere. [IpoyyBaneTo e
NPEKPaTeHO NPEKACBPEMEHHO NOPaAH TIOBHILIEH PHCK OT HeOnaronpuaTHH nocnenuin. Kakto
CHPACYHOCHAOBATA CMBPT, TAKa U HHCYATHT Ca NO-YECTH B rpynara Ha aJlMCKMpeH, OTKOJKOTO B
rpynata Ha ni1auebo, a NpeacTariISBALUNTE HHTEPEC HEXKETaHN CLOHTHS W CEPHO3HH HEXKENaHu
CBOMTHA (XMNEpKaNtHEMHS, XUNOTOHHUS K 0LOpedHa auchyukumg) ce cLoSmapar MO-4€CTO B rpynara
Ha aJTACKHPEH, OTKOMIKOTO B rpynaTa Ha nnauebo. *

Amroounun

MexaHU3bM Ha JeticTere

MH(IIYKC Ha KaILMEBH HOHU B CbpACYHATA H CbAOBA INlaka MYCKYNaTypa.

MexaHH3MBT Ha aHTHXHNEPTEHIUBHOTO AeHCTRHE co ABIDKH Ha IMPEKTEH pefakcHpail eexT BLpXy
CBIOBaTA rNajka MycKynatypa. TOUHHST MeXaHH3BLM, N0 KOHTO aMIIOIUIHH obnekuaga

CTCHOKApAHATA HE € HAITBJTHO YTOUHEH, HO AMIIOAMINH HaMAaNSBa OOLIMAT HCXeMHYEH TO
CICAHHTE NBe ACHCTBHA:
. AMJIONNUH AUNATHPE NEpHpEPHHTE 4pTEpHONH U TaKka HaManaea obIOTO nep

1€CTOTa OCTaBa CTaGMiIHA, TOBA PA3ITOBAPBAHE Ha CHPLETO HAMA/IABA KOHCYMa
OT CbPACHHHSA MYCKYJl M KHCJIOPOAHHUTE NOTPeBHOCTH.
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KOPOHApHH 2pPTE€PUU H KOPOHAPHHTE apTEPHONHM, KAKTO B HOPMA/THUTE, TaKa H B HCXEMHYHHTE
y4acTbud. ToBa nunaTHpade NOBHIABA NOAABAHETO HA KHCJIOpPOA KbBM MHOKapAa NpH
NalMCHTH CBC CNA3LM Ha KOPOHAPHHUTE apTepHH (aHruHa Ha [Ipunumeran).

Knunuyna edHkacHOCT M 6€30MacHOCT

Ilpu nauMeHTH ¢ XMNEepTOHKS, NO3UPAHETO EAMH ITBT AHEBHO OCHIYpABa KITHHUYHO 3HAYHUMO
MOHHXEHHE HA KPBEBHOTO HANAraHe KakToO B JIEFHAJIO, TaKa U B H
HHTEPBaN OT 24 yaca. [Topagu 6aBHOTO HayaIHO NeHlcTBHE, OC

MPUNOKEHHETO HA aMIIOIUTIHH.

3MPAaBEHO MMOJIOKEHHE NPe3 LENn
TpaTa XHIOTOHHUS HE € XapaKTEpHa 3a

[Tpn nauneHTH CbC CTEHOKAPINA, NPUITArAHETO MH BT AHECBHO Ha aMJIOQHIHH NOBULIABA OBILOTO
BpeMe Ha (HU3UUECKO HATOBApBAHE, BPEMETO 0 HAYalo Ha CTEHOKAPAHHMA NMPHCTHN H BPEMETO 40

noTuckane ¢ 1 mm Ha ST cermeHTa, KaTo HaMansBa KaKTO YeCTOTATA HA CTEHO
Taka N KOHCyMauusaTa Ha TabNeTKH NIHLEPIITPHHUTPAT.

KapAHHTE NPHCTHIIH,

AMJIOJMIIHH HE CE CBBLP3BA C HeXE/TaHH MeTaGoIUTHH ¢(EKTH I TIPOMAHA B TUIA3MEHUTE JUITHAN U
€ noaxonasau 3a ynorpeba npy NauMEeHTH ¢ acT™a, gHaber 1 nojaarpa.

HUcxemuuna 6onecrt Ha cupuero (UBC)

EdextuBHOCTT Ha amyonunuy B NPENOTBpaTABAHE HA KIMHHYHH CBOUTHA npH naunenTu ¢ UBC e

OLUECHEHO B HE32BHCHMO, MHOTOLIEHTPORO, PAHIOMH3HPAHO, ABOHHO-CNAMO,
npoyusaxe Ha 1 997 naunentn; CpapHeHHe HA AMIOTHIHH ¢ €HaNanpwi n
Ha Tpombo3a (Comparison of Amlodipine vs. Enalapril to Limit Occurrenc
CAMELOT). Ot Te3u naumenty, 663 ca JICKYBaHH ¢ aMJIOAHIIHH 5-
cHananpun 10-20 mg » 655 naumenty ca IOTyYaBanH i1aiedo B A
JICYEHUE CBC CTaTHHH, 6eTa-Oa0KkepH
OCHOBHMTE pe3ynTaTu no oTHOIEHHU
NOKAa3BaT, He JICYCHHETO C aMJIOAMIIHH Ce CBBHP3BA € NO-MAIKO XOCMHTAIHAA
NpouenypH 3a peBpacKyap13aums Npy nauueHTH ¢ UBC.

€ Ha e(pUKACHOCTTA €a N

KOHTPONHpaHO ¢ rauedo
pH orpaHH4YaBaHe MOABRATA
¢s of Thrombosis —

10 mg, 673 ca nexyBanm ¢
ONb/IHEHHE KBbM CTAHJAPTHO

» ANYPETHUH H ACTIHPHH B MPOABIKEHHE Ha 2 rOIHHM.
peacTaBeHH Ha Tabanua 1. Pesyararure
LHH 38 CTECHOKApAHA H

Ta6.auna 1. YecToTa Ha IHAYAME KIHHAYHE pesyarata B CAMELOT

CLEgequ’bgoBH cbburus, bpoii (%)
Peaynraru [Lnane6o

AMIONMITHH c/y naauebo
Koedpuunenr Ha P

AMJIOAMNIHH Enananpun

| pucka (95% CI) | croiinocT.
IlepBHyHa kpalina Touka |
CbpaeyHoOCHAOBH 110 (16,6) 151 (23.1) 136 (20.2) 0,69 (0,54-0.88) 0,003
HEeXeNaHu Cuourns
Huausuayanum [
KOMITOHEHTH
Koponapna 78 (11,8) 103 (15,7) 95 (14,1) 0,73 (0,54-0,98) 0,03
peBaCKyJIapH3alus
XocnuTanu3lauus 3a 51 (7,7) 84 (12,8) 86 (12,8) 0,58 (0,41-0,82) 0,002
CTEHOKapanA |
Hedaranen UM 14 (2,1) 19 (2,9) 11 (1,6) 0,73 (0,37-1,46) 0,37
Hucyar nau TIA 6 (0,9) 12 (1,8) 8 (1,2) 0,50 (0,19-1,32) 0,15
ChbpaeuHochA0Ba CMBPT 5(0,8) 2 (0,3) 5(0,7) 2,46 (0,48-12,7) 0,27
Xocnuranusauus 3a 3CH 3 (0,5) 3 (0,8) 4 (0,6) 0,59 (0,14-2,47) 0,46
PeaHMMupaH cupaeven 0 4 (0,6) 1 (0,1) NA 0,04
apecT
Hoeonoasuna ce 5 (0,8) 2{0,3) 8(1,2) 2,6 (0,50

epugpepHa chra0Ba
bonect

Cokpamenus: 3CH - sacToiina ChbpAcHHa HeaoctaTbyHoCT; Cl - noBepuTEneH u
HHQapKT Ha Muokapaa; TIA - npexoano HapYINCHHE Ha MO3BYHOTO KpbBOOOpalleh
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CrpaeyHa HEAOCTATHLYHOCT

XeMOAMHAMHYHH POYYBAHHMA W NPOBENEHH Ha Gasa (PM3HYECKO HAaTOBapBaHe KOHTPOJIHPaHH
'IIHHHYHN M3NHTBaHUA NpH naumenTH ¢ Knac I1-1V chpaeuna HEAocTaTbYHOCT o NYHA nokassar,
1€ aMIIOIMITHH HE BOAH 10 KNHHHYHO BJIOLLABAHE CNOpPEL H3IMCPEHHA Upe3 TONEpaHC KBM (PU3HUECKO
HaToBapBaHe, QpakLMA HA U3TIACKBAHE HA NSBATA KaMepa H KIHHHYHA CUMITTOMATOJIOTUA.
KoHTponupano ¢ nnaue6o npoyusane (PRAISE) npeatasnaueno 3a onenka na nauxeHT™ ¢ Knac I11-
1V cbpreuna nenoctareunoct no NYHA, NOody4aBalily AHFOKCHH, AHYpeTHLM H ACE HHXHOHUTOpH
1TOKa3Bd, 4€ AMIIONMIHH He BOAM 1O MOBHIUABAHE HA PHCKA OT CMBPTHOCT WK KoMOHHHpaHa
CMBPTHOCT H 3a001€BAEMOCT CBC CHPACYHA HEAOCTATBYHOCT.

I1pu npocnenasawo, npoawikutenno, KOHTpOnHpaHo ¢ nauebo npoyusane (PRAISE-2) na
dMJIOAWNHH NpH nauneHTH ¢ Knac 111 u 1V cupreuna HeAOCTATBYHOCT IO NYHA 6e3 k1HHu4HH
CAMITTOMM HiTH OOEKTHBHH HAaXO/IKH, NPEANONATaLIN WK obycnassumy HexeMuuHO 3aG0nsBane, Ha
CTabUTHK 1031 ACE HHXHOHTOPH, AHFHTATHC W AWYDPCTHLIH, aMITOIMITHH HAMa edekT BbpXy obwiara
CLPACHHOCHA0BA CMBPTHOCT. B ChiliaTa nomynaluns aMIOHIHH ce CBLP3BA C NOBeye CLODUIEHHS 32
benoapoben oTok.

H3nnTeane ¢ neyucHme 3a mpodunakTika Ha ok €ueH npHcTeil (ALLHAT)

Pannomu3upano, aBoMHO-cN8MO MpOy4BaHEe BLPXY 3a00N1€BaEMOCT M CMBPTHOCT CbC 3aIIaBHeE
Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)
(M3MHTBAHE HA AHTHXHIIEPTEHIUBHO M HAMAJIABALIO MHITHAKTE JICYCHHE 38 NIPEAOTBPATABAHE Ha
CBPACYCH NMPUCTDBIN) € NIPOBEACHO 3a CPABHABAHE HA MO-HOBUTE TE€PanHH: amnoaunux 2,5-10 mg/nen
(6noxep Ha kanuuesuTe KaHanK) win Nn3nHonpun 10-40 mg/nen (ACE MHXHOMTOP) KaTO NBLPBH
M300p U THA3MAHUS AMYpeTHK XJIOPTANHAOH 12,5-25 mg/neH npu neka no YMEpeHa XUNepTOHU.
O6wmo 33 357 naumenry ¢ XHIEPTOHHUA Ha BB3PACT 55 WM NoBeYe roAHHH ca PAaHAOMH3HPAHH H

BKJIFOYBAHETO HIIH IOKYMEHTALIHA 3a IPyro arcpockneporHyro CC3 (06w 51,5%), quabet Tvn 2
(36,1%), HDL-C < 35 mg/dl (11,6%), I€BOKAMEpHA XHUNepTpodus, nHarHocTHumpana ¢ EKI win
exoxapanorpagus (20,9%), HacTosum nywauu (21,9%).

OcHoBHaTa kpaiiHa TOYKa € ChCTABHA C aranna KBC win nedaranen MHOKapaeH HHpapkT. Hama
SHAYNMTEJIHH Da3IMKH B OCHOBHATa KpaiiHa Touka MexTy ba3MpaHaTa Ha aMJIOAHITHY Tepanus U
OasupanaTa Ha XJIOpTATHAOH Tepanus: RR 0,98 (95% CI1(0,90-1,07) p=0,65). Cpea BropuynuTe
KPaHHH TOYKH, 4ECTOTATA HA ChPACYHA HEAOCTATEYHOCT (KOMIMOHEHT Ha chCTaBeH KOMOMHHpaH
CBPACHHOCHA0B NMOKA3ATEN) € 3HAYHUTETHO NMO-BHCOKA B rpynara Ha aMJIOAHIIHH B CPaBHEHHE C
rpynata Ha xnopranuaoH (10,2% c/y 7,7%, RR 1,38, (95% CI [1 ,25-1,52] p<0,001)). Hama obaue
3HAYUTETHH PA3THKHU B CMBPTHOCTTA MOPA/H BCAKAKBH NPHYHHN MEKAY OasHpanaTa Ha amnoaunuy
Tepanus u basupanaTa Ha XJ10pTanuaoH Tepanus, RR 0,96 (95% CI [0,89-1,02] p=0,20). |

Ieouampuuna nonyrayus (wa év3pacm 6 u nogeve 200unu)

B npoyusaHe ¢ 268 geua Ha BB3pacT 6-17 roaAuHM ¢ npeaumuo BTOpHYHA XHUITEPTOHHSA, CPABHIBALLO
2,5 mg no3a u 5,0 mg 103a aMAOAMNMUE C nnaunebo ce ycTaHossBa, Ye W ABeTe A03M HaManspart
SHAYHTENHO CHCTONNYHOTO KPBBHO HAJIAMAHE CTATHCTHYECKH THAYHMO noseue ot ruiauedo. Paznykara
MEXAY ABETE NO3H HE € CTATHCTUYECKH 3HAYMMA.,

5.2 (PapMAKOKHHETHYNHH CBOHCTE

CkopocTTa 1 pa3smepnT Ha abcopbuua Ha nepuHRONPUN i dMJIOTMNTHH OT KOMOMHALIMATA He ce
PadiHtiaBa 3HAYHMO OT CKOPOCTTA U pa3Mepa Ha abcopbLma Ha NepUHIONPUN ¥ aMIOAMNUH OT
WHIWBHAYaTHHTE TabneTHH dopmu. |

Ilepunoonpun
Abcopbuus
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llepunnonpun e npeanekapereo. Or NpHNOKEHATa 1032 NepHHoNpwn, 27% AocTUrat
KpbBOOOpALUEHHETO KATO aKTHBEH METabONHT nepuHAonpunar. B aomrsnHenne KbM aKTHBHMS
NCPHHAONPHIIAT, NEPHHAONPHI HMa NET METAbOJIMTA, BCHYKH TE Ca HEAKTHBHM. Makcumanuu
IV1a3IMCHH KOHLEHTPaUMH Ha NEPHHIONPWIAT Ce AOCTHraT 3a 3 10 4 uyaca.

IIpnemaneTo Ha XpaHa HamansBa NpeBPbIIAHETO 10 NEpHHIOONPHIAT, OTTYK H OHOHAJTHYHOCTTa,
fIOpafn KOETO NepuHAONpH TpAOBa Na Ce NpHiara MepopaiHO KATO €HOKpaTHa HEBHA 034 CYTPHH
IpeAH XpaHeHe.

Jloka3ana e nuueiina BPB3Ka MEXKIY 103aTa NEPHHAOIIPHUA H HEHHATA IU1a3MeHa EKCINO3HLIMA.
PaznpeaeneHue

O6eMBT Ha pasnpeneneHUe € NPUGIH3UTENHO 0,2 I’kg 3a Hecpbp3aH nepuHaonpwnar. Cebp3BaHeTo Ha
[NCPHHAOIIPHAAT C MIa3MEHUTE NPOTeHHH € 20%, rMaBHO ¢ AHTHOTeH3HH KOHBEPTHPALLUSR €H3IHM, HO €

3aBHCHMO OT KOHLICHTPALIMATA.

Ennmunnpane

INepuHponpunar ce enumunnpa ¢ ypunarta n TCPMHHAITHHAT NOMY)XKHBOT HA HECBbP3aHaTa (GpaKLms e
npHobM3uTeNnHO 17 uaca, KOETO BOAM N0 NOCTHIAHE Ha PaBHOBECHO CHLCTOSHME 3a 4 JHMU.

Cneyuannu nonynayuu

ENMMHHHMpaHETO Ha NEPHHAONPHIAT Ce MOHMIKABA NPH NIALHCHTH B CTAPYECKa BH3PACT, & ChLLO M NPH
NMAUHEHTH CBC CbPACYHE WK OBOPeyHa HEOCTATLYHOCT (B3K. TOYKA 4.2). ITopaau ToBa 06uyaiinoTO
MCAHLMHCKO NIPOCIEAABAHE LiE BKIIIOYBA YECTO MOHHTOPHPAHE Ha KPEaTHHHH 4 Kasuii,

HYeproodpoburo yepescoane

JAHATNIHHAT KTHPBLHC HA IEPHHAONIPUAAT e paBeH Ha 70 ml/min.

KuHetnkata Ha nepunaonpmn ce NPOMCHA NPH NALKEHTH C UHPO3a: YEPHOAPOSHHUST KJIUPBHC Ha
MaHYHHATa MONEKyJa ce peaylnpa HanonosuHa. Konxyectsoro Ha hopmupanns NEPUHAONIPUIIAT
00aue He ce HaMaJIABa W MIOPadM TOBA He € HeoOXonnMo J1a ce kopHrupa no3ara (BX. ToukH 4.2 1 4.4),

Abcopbuus, pasnpeeieHne, CBP3BAHE C ILIAIMEHUTE NPOTEHHHU

Cnen nepopanso npuioxeHue Ha TepanesTHYHH J03H, aMJIOAHITHH c¢ abcopbupa nobpe ¢
MakCHMAIHH KPLBHM HHUBa Mexay 6-12 gaca cnen npuem. AScomoTHara OHoHanuuHOCT € Mexy 64 1
80%. OBGeMbT Ha pa3npenencHue e npubmanTenno 21 kg, Mpoyusauus in vitro NOKa3Bar, ye
npubaH3uTenHo 97,5% oT UMpKYNHpalHs aMITOAKIINY ce CBLP3BA C TU1a3MEHHUTE NPOTEUHH.
BHOHANHUHOCTTA Ha aMTOIUNKH He Ce BIIMSE OT NpHeMa Ha XpaHa.

buotpancdopmauns/enummunnpane

TepMuRANHUAT MNa3sMeH enHMUHALOHEH NOJYAKHBOT € 0k0J10 35-50 yaca U ChOTBETCTBA Ha
AO3HPaHE €IMH LT IHEBHO. AMJIOAHNHH ce¢ METAGONM3HPa eKCTEH3HBHO OT YepHHA apob o
HEAKTHBHH MeTabONHTH, Kato 10% OT OCHOBHOTO cheanHerue H 60% ot MeTabonuTHTE ce
€KCKPETHPAT ¢ YPHHaTA.

Cmapuecxa ev3pacm | WA 7 P
BpeMeTo 3a nocTHrane Ha MakcHManHK rIa3MeHH KOHUEHTPALMH Ha AMIIOAUITHH € f Q@O TInR XODs

B CTap9ecka BL3pacT W No-MNaan MHAMBHIH. KITHPBLHCLT HAa aMJIONHNKA e ¢ TeHneHAgK Aas) ;‘L‘Bb
NOHWXKaBA, KOETO BOAK 10 NMoBHILeH AUC 4 enMMHHALMOHEeH MOJTY’)KHBOT NPH NaljuSHrify, E};{,
CTapuecka Bb3pacT. [losuuiapaneTo Ha AUC M eTMMUHALIMOHHHS NONYXHBOT NpPH agut AL i kel
3aCTOHHA CbPAEYHa HEAOCTATHUHOCT Ca CIOPE/l OYAKBAHMTE 33 NPOYYEHHTE Rb3IPac) glli VT
NHalHEeHTI.
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Heproodpobro yepescoane

YBpPECXIaHe ca MHOro orpasnyeHu. [laumeHTure ¢ YEPHOAPOOHA HEAOCTATHLYHOCT Ca C HaMaieH
KJTHPBHC HA aMITOAMIINH, KOETO BOAH J10 YAB/DKEH NOMY>KUBOT W NMOBHLIABAHE Ha AUC ¢
npubnusurenno 40-60%.

5.3 Ilpeaxknunanann Aanny 3a GezonacHocT

Ilepundonpun

B npoy4Banus 3a xpoHununa MEpopaiHa TOKCUYHOCT (IILXOBE H MaliMyHH), LieNeBUST OpraH e
6u6pexsT, ¢ 06paTthMo yBpexaane.

He ce nabnionasa myrarensoct NPH NPOYUBAHHA in Vilro WiM in vivo.

HabmonaBaHy ca 6L6peYHH Ne3Hd 1 HoBMILICHa MTCPH- H NOCTHATAIHA CMBPTHOCT. HAMa HapyiueHue
Ha PepTHIMTETA KAKTO HPH XKEHCKH, TaKa U IPH MBXKKH ILTBXOBE.

He e nabnionarana kapuuHorensoct NPH NPOAB/DKHTENHH NPOYYBAHUA HA [UTHXOBE U MHUILIKH.

Amroounun

Penpodyxmuena moxcuynocm -

PenpoayxTuBHuTE npoyusanus [IPH NTBXOBE W MUIIKH NOKA3BaT 3a0aBAHE MO OTHOLICHUE NATATA Ha
PAKIAHE, yIBKEHA MPOABDKHTEIHOCT HAa PAXKIAAHETO M HAManeHa MPEKUABACMOCT HA HOBOPOJAEHHTE
MPpH RO3K NPHOIHIUTENHO 50 IBTH NO~-BUCOKH OT MaKCHMAITHO NpENoOpBLYHTEHHTE N03H 3a XOpa Ha
6a3ara Ha mg/kg.

Egpexm svpxy dpepmunumema

Hsama edexr Bopxy dheprunurera Ha nirsxose TPCTHPAHH € aMITOAMIIHH (MBXKKH 32 64 THH H KEeHCKH
3a 14 nHM nipeau 3ayesane) npy 1034 20 10 mg/kg/nen (8 muTn* MakcumanHaTa MpenopbLUHTENHA
A03a Tipk xopa ot 10 mg Ha 6a3a mg/m?). B apyro npoyusane, MPH KOETO MBXKKH ILTHXOBE Ca
TPETHpaHH ¢ aMNOANNHHOB Oe3unar 3a 30 gHu B no3a, CPaBHWUMa ¢ Ta3n npu xopa Ha 6aza mg/kg, ce
YCTaHOBABA HAMaJInBaMe Ha IU1a3MEHUS GONHKYIOCTHMYAKpAL XOPMOH M TECTOCTEPOH, KAKTO H
HaMajlABaHE NIBTHOCTTA Ha ciepMara H 6pos Ha 3pesre CIIEPMaTO30HAH M KIETKH Ha Sertoli.

- Kapyunozenesa u mymazenesa

[InbxoBe ¥ MULIKH TPETHPAHH C aMNIOQHITHH B XpaHaTa B NPOABIDKEHHE Ha [BE FOQHUHH, B
KOHUCHTPALHN, U3YHCIIEHH 1a OCHTYPABAT HHBA Ha THEBHA no3a 0,5, 1,25u 2,5 mg/kg/neH He
[10Ka3BaT N1aHHH 3a KapuuHoreHHocT. Haii-Bucokara nosa (32 MHLIKH, Mogo6Ha Ha, ¥ 3a IUTEXOBE IIBa
MbTH* MaKCHMaNHATa NPENOPbYHTENTHA KIHHHYHA aosa ot 10 mg Ha 6a3a mg/m?) e Gnuska no

XPOMO30OMHO HHUBO,

* Ha 6a3ara Ha nauuenT ¢ Terno 50 kg.

NL./H/4995/001-004/IB/007




6. DPAPMAHEBTHUYHU JAHHH

6.1 CnucbK HA IOMOUIHHTE BEILIECTBA

Hatpues xuaporeHkapboHar
[Tosuapon K 30 |
HzoMmant
MUKpPOKpPUCTAIHA UETYN03a
Hatpues HUlecTeH ravkonar (Tunm A)
MarHesues creapat

6.2 HecnBMecTHMOCTH

Henpuiaoxumo

6.3 Cpok na rogHocr

2 TOOUHH

6.4 CrneaHaJHH yC10BHA HA ChbXPAHEHHE

To3u nekapcTBeH NpOAYKT HE H3HCKBA CIELIMANHU TemnepaTypHH YCJIOBHS HA CbXPaHEHHe.

Ha ce chxpaHsBa B OpUrMHasiHaTa ONAKOBKa, 3a Jia C€ Npeanast oT CBETJIMHA M Blara. C'bxpaHHBElHTE

OnakoBKaTa 3a TabaeTkH MIbTHO 3aTBOPCHA,

6.5 BHua H cbhbABPXKAHHE HA ONAKOBKATA

bana nenpospauna PP onakoeka 3a tabnerku v 6ana Henpo3pauna PE 3anywianka cbe cywnTen ¢
PE nozartop cbe 3auidTa cpelly oOTsapsHe.

3ajinaM 5 mg/S mg tabneTku

OnaxoBku ot 10, 30 1 rpynosa onakoeka ot 90 (3 onakoeku x 30) Tabnerky.

JaanaMm S mg/10 mg, 10 mg/S mg, 10 mg/10 mg TabnreTku

Onakoskn OT 30 4 rpynosa onakoska or 90 (3 onakoeku X 30) TabneTku

He BcuukM BUAOBE ONakoBKHW Morart Aa 6baaT MycHaTH Ha nasapa.

6.6 CoennajHu npeanas’HH MepKH NPH HIXBLPJASHE

Hama cneuraiiHy U3HCKBaAHUA.

7. TPHTEXATEJ HA PA3PELIEHHETO 3A YIIOTPEEBA

Teva BV,
Swensweg 5, 2031 GA Haarlem
Huaepnanous

8. HOMEPA HA PAZPEIIEHUETO 3A YIIOTPEBA

3annam 5 mg/S mg tabnetku Per. Ne202 10269
3annam 5 mg/ 10 mg Tabnetku Per, Ne20210270
3annam 10 mg/5 mg Tabnerkmn Per. Noe20210271
3asinam 10 mg/10 mg Tabaetku Per. Ne20210272
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9. JATA HA ITBPBO PASPEHIABAHE/TIOAHOBABAHE HA PA3PEIN EHHETO 3A

Jlata Ha mupBO paspernasane: 03 cenreMBpH 2021 r.
Hata Ha rocsieqHo nogHOBABaKE:

10. ATA HA AKTYAJM3UPAHE HA TEKCTA
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