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3annaM 5 mg/5 mg TabneTku
Zalpam 5 mg/5 mg tablets

3annam 5 mg/10 mg TaGneTky
Zalpam 5 mg/10 mg tablets

3ammam 10 mg/5 mg TabneTkn
Zalpam 10 mg/5 mg tablets

3annam10 mg/10 mg Tabnerxu
Zalpam 10 mg/10 mg tablets

2. KAYECTBEH H KOJTHYMECTBEH ChCTAB

3annaM 5 mg/S mg taueTKH

Besxa tabnetka cpabpaka 5 mg nepHHaonpunor To3unart (perindopril tosilate), exsHBaieHTHH Ha
3,408 mg nepunionpun (perindopril), npeBpbiua ce in situ 8 TIEPHRAOIPHN HaTpuit (perindopril
sodium) n 6,935 mg amnoavununor 6esunar (amlodipine besilate), eKBHBaNEATHH Ha 5 Mg AMNOJAHNHH
(amlodipine).

3anmaMm 5 mg/10 mg TabreTku

Bceaka tabnetka chabpka 5 mg NepuHAONPHIOS To3Unat (perindopril tosilate), exBnpaneHTHH Ha
3,408 mg nepumaonpwun (perindopril), npesprlua ce in situ B NSPHHAOTPUAT HATpHI (perindopril
sodium) u 13,87 mg amnoaununon 6ezunar (amlodipine besilate), exsupanentsy na 10 mg
ammonumuH (amlodipine).

3annam 10 mg/S mg Tabnereu

Besika Tabnerka ceaspika 10 mg nepungonpuios To3unar (perindopril tosilate), eKBUBANEHTHY HA
6,815 mg nepurinonpun (perindopril), mpeBpBINA ce in situ B MEpHHACTIPHN KaTpHil (perindopril
sodium) w 6,935 mg amnoaunnros Geawnar (amlodipine besilate), ekBUBANCHTHH H& 5 Mg AMAOAHITHH
(amlodipine).

3annam 10 mg/10 mg TabneTkn

Beaxa tabnetka cbanpxa 10 mg nepunaonpwios rozunar {perindopril tosilate), expuballeHTHH Ha
6,815 mg nepunnonpun (perindopril), npespbilia ce in Situ B NEPUHAONPWI HATPHI (perindopril
sodium) u 13,87 mg amnoaunsHOB Gesunar {amlodipine besilate), ekeupaientnu Ha 10 mg
amnonunul {amlodipine).

Tlomouinn BemecTpa ¢ W3BECTHO NEHCTBHE:

Beaxka Tabnerxa 3annam 5 mg/S mg ceavpka 86,6 mg H3oManT.
Beaxa Tabnetka 3anamaM 5 mg/10 mg cvaspika 86,6 mg H3omai.
Besika Tabnetka 3anram 10 mg/5 mg cpanpica 173,2 mg usomant.
Beaka Tabnerxa 3annam 10 mg/10 mg caanpxka 173,2 mg H3oMant.

32 NBhIHMA CIIMCHK HAa TIOMOIIHHTE BEUIECTRA BIMTe TOukKa 6.1,

3. JIEKAPCTBEHA ®OPMA

Tabnerka
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3annam 5 mg/S mg TabmeTku
Bsana, opasiHA, MROMHOW3MEKHANA TAONETKA, ¢ TPABUpaH HANITHC ,,5/5“ OT eAHATA CTpaHa M FIIaAKa OT
Apyrara crpaHa. Pasmepu: npu6a. 9 x 5 mm.

Sannam 10 mg/S mg TabneTku

bsana, xpbria, ABoitHOM3MEKHATa TabieTKa, ¢ rpaBUpaH HAONMC ,,5/10% OT egHATA CTPaHa ¥ rIajKa OT
Jpyrara ¢rpasa. Paimepn: mpuGn. 7 mm quameTtsp.

3annam 10 mg/5 mg TaGnerku
bana, opanna, ApoHHOB3ITEKHANA TableTka, © rpasKpad Haanuc ,,10/5“ or epHaTa cTpaHa M CiagKa o7
Apyrara crpasa, Pasmepu: mpubs. 13 x 7 mm.

3ammam 10 mg/10 mg Tabnerku
bana, kpurna, AsoiHoM3TEKHANA TaONeTKa, ¢ FPABHPAH HAAIHC ,,10/10% oT ennaTa crpana ¥ riagxka
ot Apyrara cTpaHa. Pasmeps: npuon. 9 mm nuametnp.

4. KIHHHYHHU JAHHP
4.1 TepanerTHanu HoKa3anHA

3annaM € MOKa3aH KaTo 3AMeCTBalla Tepanus TPH JICUeHHE Ha eCeHLHANHA XUIIEPTONUA W/ WK
cTabunaa 607eCcT Ha KOPOHAPHHTE aPTEPHH, NPH NALIHEHTH, KONTO BEYE ¢A KOHTPOIHPAHH ¢
NePHHIONPHIT ¥ AMIIOVUNHH, TIPUIATAHN SAHOBPEMEHHO B CBIHTE AO3HPOBKH.

42 [Io3HpPOBKA H HAYHH HA NPHIOKEHHE

203HmBK§

Enua rabnetka JHEBHO KATO €QHOKPATHA 038, 3a MPEANIOYHTAHE A2 C¢ TIPMEMA CYTPUH K TIpeiu
XpaHeHe.

KombuaannsaTa ¢ dHkcHpaHa 503a He € TOAXCAAIIR 32 HAYaHO JIEYEHHE.,

AKO ce Hanara npoMsHa B JO3HPOBKATA, J03aTA Ha NEPHRAONPHI B aMIOHNHH 8 KOMOMHAIHA MOXKe
na 6b/ie IPOMEeHEHa WK AHIHBHIYANIHO THTPHPAHA, KAaTo Ce NPELeHH NPUIokKEHHETo Ha cBoGoHa
KoMOnHatma.

Cheyuanvu nonynayuu

Bvbpeunc yapeacoane u cmapuecka sv3pacm (exc. mowxu 4.4 4 5.2)

EnMMUHHPAHETO Ha NEPHHAOIPHIAT ¢ HAMANEHO NPH NAUKMEHTH B CTAPYECKa Bh3PacT H TAKHBA C
650peuna HepocTaTeaHOCT. Tlopany ToBAa PYTHHHOTO MEIMIIMHCKO NPOCIIEAABAHE LIE BKIOYRA UECTO
MOHHTOPHpaHe HA KpeaTHHHHA U Kanus.

KomOnHaumaTa Ha NepHHAOIPHN M AMIOMHIIMH MOXKe 12 ce npusara npu nauguedTts ¢ Cler
> 60 ml/min, u He e noaxoamuo 33 naunerTH ¢ Cicr < 60 ml/min. [Ipu Tesu nauHenTH e
NPENOPHUHTETHC € HEAUBHAYATHC THTPUPAHE HA N103aT4 C MOHOKOMIIOHEHTH.

AMIOAMN#N, H3NON3BAH B NONOOHYU NO3H MPH MALMEHTH B CTAPUECKA BBIPACT HNH NO-MNAXH
TAUEHTH € eAHAKBO Jo0pe noHockM. TlpenopbuBaT ce HOPMAJIHM CXEMH HA NO3MpPAHE B CTAPYECKA
BB3PAcT, HO NIOBHMIIABAHETO Ha JO3aTa TpAOBA ha € W3BLPINBA BHHMaTenHo. [IpoMeruTE B

AMIOTHIIMY HE Ce QHANNIHNDA.
Ennospemennara ynorpeba Ha NEPHEIONPHI ¢ ANMCKAPEH € NPOTHBOMOKAZAHA
6B6peuno yBpexmane (GFR < 60 ml/min/1,73 m?), suxk Touxa ,JIpoTUBONOKA3
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Hayuenmu ¢ vepradpobno yapexcoane (6xc. mouru 4.4 u 5.2)

He ca ycTaHOBEHH NPENOPRYHTENEN AO3UPOBKM IPH FALHEHTH C T€KO A0 YMEPEHO YePHOAPOOHO
yBpexkzane; nopaiy Topa H30OPET Ha Ro3a TpaGea fa Gbe BHUMaTeneH ¥ Tpabea Aa 3anouye B
Hai-ROJTHATA YaCT Ha raMata ha Josupase (Bx. Toqku 4.4 u 5.2). 3a 2 ce yoTaHOBH ONTUMATHATA
HaYaIHa 7032 ¥ NOANBPIKAINa 1034 NPH [TAHHEHTH ¢ YepHoapobHO yBpeXnaNe, nallHeHTHTE TPAOBA 1a
OBaaT HHIMBUIYAIHO THTPUPAHH, KATO Ce H3M038a cBoboaHA XOMOMHAIMS OT AMIOIUIMH K
nepuHaonpin. DapMakoKMHETHKATA HA aMAOHITMH HE € HPOyYeHa [IPH TEKKO YePHOAPOSHO
yBpexknane. Amnogunud Tpsbaa Aa ce 3ano4He ¢ Baji-HUCKaTa 503a R ia ce THTpupa 6aBHO npH
TIALUHERTH ¢ TEXKKO YePHOAPOOHO yBpexIane.

Hleduampwura nonyrnayua

KoMOHHAUMATA OT NePAHACIPHA M aMIIOAUIUH He TpAGBa Xa e H3MOJI3Ba NIPH JeLa ¥ JOHOWIM, Thii
KaTo epukacHoCTTa M TOHOCHMOCTTA Ha NEPUBIONPIIT i AMACZHIIHH MM B KOMOMHALHs He ca
YCTAHOBEHH NPH JeNa ¥ I0HOIM (Bk. Touka 5.1).

Hauun va npuioxenne
INepopanto npwiokeHHe

‘43 HpoTaBOnCKATARAN

Cewpzaniu ¢ nepunoonpun:

- CBPLXUYBCTBMTENHOCT KEM aKTHBHHTE BEIECTRA WK KbM Apyr ACE nExuburop

~ AnaMHe3a 3a aHTHOeZIEM, CBBP3aH ¢ npeaxoaHo nevetne ¢ ACE uuxuburop (Bx. Touka 4.4)

- HacneacTseH Wi AAHONIATHYESH aHTHOEAEM

- BTOpH 1 TpeTH TpHMECTBP Ha OpemennocTTa (BX. Toukd 4.4 1 4.6)

- TNauvenTH cbe saxaper auaber wnu Ox6pevno yepexcnane (GFG < 60 ml/min/1,73 m?),
KOMOHHAUMATA OT IEPUHACNPHIT B AMJIOJHITHH He TpAOBA 14 ¢ U3NON3Ba B KOMOHHALIHA ¢
NPOAYKTH, CHhAbPAKAIIH ATHCKMPEH (BXK. Toukn 4.5 1 5.1)

- CenpreTRatna ynoTpeba nph Tepanus che cakyOuTpwi/pancapran (Bx. TouxM 4.5 1 5.1)

- Exctpakopnopanna TepanHa, KoeTo kapa KpbBTa Ja B3aMMOEHCTEA ¢ OTPHLATETHO 3aPEACHH
HOBBPXHOCTH (BXK. TOUKA 4.5)

- 3nayutenda cTeHo3a Ha OOpeuna apTepus WK CTEHO3a HA eJMHCTEEHA QYHKUMOHHUpalua
OnOpeuna aprepns (BxK. Touka 4.4)

Cavpzanit ¢ aMrOOUnYH:

- CapEXHyBCTBHTENHOCT KbM AMIORHITHH WIH KBM IPYTrd SUXUAPOITHPHIMHOBH IPOH3BOLHE
- Texka XHIIOTOHNR

- HJox, BKMOYHTENHO KApIHOTeHeH HOK

- 3amynisane Ha U3XOAMIIMS ITBT Ha /IABATA KaMepa (Halp. BHCOKOCTENIGHHA A0PTHA CTEHO3a)

- XeMoauHaMHUIHO BecTaGHiHa CEPACUHE HeIOCTATEYHOCT C/leR OCThP HHGAPKT HA MHOKApHa

Cevpzanu coc 3annam:

Benuxs npoTUBONOKa3aHMA CBBP3aHH ¢ BCEKH OT OTRETHHUTE KOMIOHEHTH, U3GPOSHNA NO-TOpE, ClieIBa
A3 ce OTHACAT ChUIO H 32 HUKCHpaHaTa KOMOHHALNA OT NEPHANONPAT i AMIIOINITAH.

- CBpBXYYBCTBHTENIHOCT KBM HAKOE OT NOMOIIHATE BeLIECTBa, H3GpoeHH B Touka 6.1

4.4 Crepaaasn OpeaynpexaeHns A HPeINAIHA MePKRA NPH ynoTpeda

Beyuxy npeRynpekAcHH, CBbP3aHY ¢ BCEKH OT OTASHUTE KOMIIOHEHTH, #30pOSHH N0-101y, ¢leiBa
2a ce OTHACST CBHINO ¥ 33 HKCHpanHaTa KOMOWHALAA Ha EPHHAORPI M AMIOIUIMH.
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Cewp3anu ¢ nepundonpui

Cneuuannu npedynpesicienus
Cepvxyyscmeumeniocny/anzuoeoem

AHruoe[ieM Ha JIMIIETO, KpaliHHIHTe, YCTHHYE, JAraBHildTe, e3uKa, [IOTHCA W/HIIH A8pPHHKCA Ca
cho0IaBaHy paIko NpH NANHEHTH, NeKyBaHK ¢ ACE HAXuOWTODH, BIJIOYHTETHO TIEPHHAOTIPIWT (BXK.
Toyka 4.8). Tosa MOKe Ja ce CITyIH BLE BCEKH MOMEHT N0 BpeMe Ha JiedeHneTo. B nozobuu cayyan,
KOMOMHAUMATA OT HEPHHAOIPHN M aMIOABNNH Tpadsa na 6be He3a0asHO IPEYCTAHOBEHA H 1A Ce
3aMo4He TOIXOAAMC MOHHTOPHPAHE, KOSTO N3 MPOTRDKH A0 MHIHOTO OT3BYHABAHE HA MIONBHIATE Ce
CHMIITOMH. B ¢ltyqaHTe, KOraTo OTOKST € OrpaHHyeH BLPXY JIMHETO H YOTHHTE, CHCTOSHHETO
OoOUKHOBEHO NipemuHaBa Oe3 eueHte, MaKap de NPUNAraHeTo Ha AHTUXHCTAMHHH € [IOJIE3HO 3a
ofneKuaBaHe Ha CHMITTOMHETE.

AHIHOEIEM, CBBP3aH C NNApMHTEANIEH OTOK, MOXe Aa 6be datasied. Korato ce 3acqrar esmka, rnoTuca
H/IH 1aPHHKCA, KOHTO MOTAT Jia NIPeN3BUKAT OGCTPYKLMA Ha AMXATEIHETe TETHIIA, He3a0anHo
TpAGBa Ja ce NPIWICKY CHIEIIHO AeveHne. ToBa MOXKe [1a BKIOYBA HPHIOKEHHE Ha AAPEHATMH WM
TOAXBPKAHE Ha TIPOXOIUMM uxarenyy meThila, TlaipenrsT Tpabea a2 6bae NOI HENPEKBCHATO
MeAHIHHCKO HAGNIONeHHE 0O TBIHOTO M OKOHUATEARG OT3BYHaBaHe HA CHMITOMUTE.

HalenTyre ¢ aHaMHE3a 32 aHTHOEEM, HeCRbp3aHa ¢ jedenne ¢ ACE uuxuburop, Morar xa Gsaar ¢
HOBHILEH PHCK 3a aHTHOezieM NpH npueM Ha ACE arxnburop (Bx. Touka 4.3).

34 ypeBeH aHTHOENEM ce cro0LIaBa PAAKO npH nauuenTy, nexysadn ¢ ACE wixuburopn. Tesn
NAIMEHTH ca ¢ kopemHa Sonka (¢re Han 6e3 razeHe B NOBPBIIAHE); B HAKOH CIydad HAMA
npenxoacH (auuaneH aHTHOeAeM, a HuBaTa Ha C-] ecTepasara ca HOPMaNHH, AHIHOEASMBT e
JHATHOCTHLMPA C NPOUEAYPH, BKIOUHTETHO a00MHHANTHO CKAKKPANe ¢ KOMITFOTEPEH ToMOorpad Wik
YATPa3BYK, WIH NPH ONepailyd, a CHMITTOMHITE IpeMHHaBaT cnief cnupane Ha ACE unxuburopa.
Kopemsmsar asruoesem tpabpa aa ce BRIOuN B audepeHumansaTa AHArHO3a Ha naupeHTH Ha ACE
BHXMOUTOPH, KOMTO Mody4aBaT kopemua Gonka (BxK. Touka 4.8).

CenereTBalliaTa yiorpeba Ha NEpHHACHPWI Che CaKyGHTPHI/BANCAPTaH € MPOTHBOMROKA3AHA NOPARY
NIOBYILEH PHCK OT aHrHoeaeM {Bx. Touxa 4.3). Jledenuero cue cakyOuTpun/Bancapran He Tpabea na
Ce 3aIouBa No-pato OT 36 uaca cien NOCIeHATA J03a NCPHHACTIPHL. AKO TEYSHHETO ChC
caxyOHTpHI/BanCapTal ¢ CIIPSHO, JICUCHUE C EPUHAOTIPHA He TPA0Ba Aa Ce 3ar0YBa NO-PAHO OT

36 4aca cien nocneaHaTa fo3a cakyGurprn/sancapras (Bx. 104k 4.3 1 4.5). CerpreTBamaTa
ynorpeba Ha apyrn NEP umxnOuropu (Hanp. patekagorpuwi) ¢ ACE uaxuburop Moxe Chillo 1a
YBEJTHIH PHCKA OT aHruoleM (Bik. Togka 4.5). CliefORaTeRHO € HeOOX0JHMA BHUMATEINHA OLEHKA Ha
CBOTHOIRCHHETO NON3a/PUCK NpeIM 3anoupaHe Ha dedenne ¢ NEP mixuburopu (Hanp. pauexanoTpur)
TpH HALKEHTH, NPYEMAilli MEPUHOTIPIIL,

Cenvmemeauia ynompeta na mTOR unxubumapu (Hamp. Cupoiamyc, e8eponumyc, MeMCUPORUMYc):
Hlpu nauyenTs, NpoBEKNAlIM eAHOBpeMeHHO Tedetine ¢ MTOR HHXHOMTOPH (HAmp. CHPONTUMYC,
€BEPONMMYC, TEMCHPOMMMYC) MOKE & MMa NOBHIICH PHCK OT aHTHOENEM (TIOAYRaHE HA AUXATETHHTS
ITHTHLIA WM €3HKa, ¢ Wik §e3 pecnvpaTropHo HapyilicHne) (Bx. Touka 4.5).

Anagunaxmoudnu peaxyuyu npu agepesa ¢ aunonpomeunu ¢ Hucka nvemuocm (LDL):

Panxo naumentute, npuremanu ACE uaxuburopn, npy adepesa Ha MUNONPOTEHHA ¢ HUCKA TUIBTHOCT
(LDL) ¢ nekctpaHoR cyNidiaT nomyyasar ;KHBOTO3ACTpaiiaBaiy aHAQHNAKTOUAHM peakiHn. Tesu
PeakiuK ce u3bArear 4pes BpeMeHno cnupane Ha Nedenneto ¢ ACE waxuburop npenu seska
aepesa.

Anagunaxmoudnu pearyuu npu OeceHCUBWIBAYUR.
MMauwenTty, nogydaramu ACE maxnGuropy no BpeMe Ha TEpaneBTHUHA AeCeHCHOUN
OTpOBa OT hymenoptera), ¢a NONY4aBaJii aHADUIAKTONIRY peakiuy. [Ipu cuinure
peakumH ce wsGarsar upez spemenno cnupane Ha ACE uHXubuTOpHTE, HO C2 ce It
P NOXHOBABAHE Ha TEPaNNATa NO HEBHUMAHYE.
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Heymponenus/acpauynoyumo3a/mpomboyumonenyus/ anemua.;

HeyTponexus/arpaHy. 1014033, TPOMOOLIATONEHAS U aHEMKA Ca Cho0LIABAHM TIPA NTAlHeHTH,
noy4asand ACE urmxuburops. Tpn nansenm ¢ Hopmansa Ge6peuna dynkips u 63 apyru
YCROKHABAUIH $aKTOPH, HEYTPONEHNS ce NOABABA PAAKC. Ilepuuaonpun Tpabpa aa ce Hanonssa
H3KTIOYHTENHO BHHMATE/THO NPH FIALMEHTH C KONANeHOBA ChA0Ba 6016CT, H4 HMYHOCYNPECHBHO
NCYEHHE, ACUSHHE ¢ ATONYPHHOI KW NPOKAUHAME, WiIH KOMOHHALMA OT T¢3# PHCKOBH DakTOph,
ocobedo axo uMa nipexxoaHo yspenena OuOpeuna dyukuws. HikoH 0T Te3u NalHeHTH pa3BHBaT
CePHO3HW HHAQEKIHH, KOMTO B HAKONKO CITy4as He Ca OTrOBAPATY Ha HHTCHZHBHO aHTUOHOTHYHO
fnedeHue. AKO MpH TAKHBA MAUHCHTH CE H3IION3BA IEPUHACTIPHIL, TIPSHOPEUMTEIHO € NEPHOSHYIHO [a
ce Habmonasa 6pos Ha GesTHTe KPLBHA KNETKY, A NALMEHTHTE TPOBa Aa 6bAaT MMCTPYKTHPAHY Na
cBo0IaBaT 38 BCAKA NpOABa Ha HRGeKIHS (Hanp. PL3NANEHO I'BpI0, IOBHIEHA TEMIIEPATYDa).

Penosackynapra xunepmonun.

{Ipn maumeHTH ¢ ABYCTpaHHa CTeHo3a Ha OLOpeyHaTa apTepHs WK CTeHO3a Ha apTepHATa IIPY CAVH
dyrnkimonupam 6u0pex, nexysanu ¢ ACE MRXHGHTOPH, CHINECTRYBA NORHUIEH PHCK OT XHIIEPTOHHS
u 6B6pedna HenocTaThHROCT (BK. ToWKa 4.3). JIeUeHHETO ¢ AKYPETHLH MOXKE A8 € ZOTIPHHACAI
daxTop. 3aryGara Ha 686peuHa PyHKIMA MOXKE 1a HACTHIY NPH MUHUMATHA H3IMEHEHHA B CEPYMHMA
KpearHHUH, Ioph Mpy NAUHEHTH ¢ eJHOCTPAHAA CTeHo3a Ha 6u0pednara aprepus.

Heotino baoxupare na penun-anzuomen3un-aidocmeponosama cucimema (PAAC):

Hwma nanaw, we enrospemennara ynorpetba Ra ACE uaxuGurtopn, anrsoTerszun H-peuenropuy
GIOKepH HITH ATHCKHPEH NOBHIIABA PHCKA OT XHIIOTOHHS, XMIIEPKATHEMUA M HAMANABAHE Ha
On6peunara dyrxiws (srmouwrento ocrpa 6n6pedsna neaoctraTsynoct), Iopazu ToBa He ce
npenoprysa A8oiHO Snoxupane Ha PAAC upe3 xomGhHRpanaTa ynotpeGa Ha ACE unxuGuropy,
anruorenssd l-peuenrtopHi Gnokepn win ankckupes (Bx. Touku 4,5 u 5.1).

AKO ce NpeneHH, ue TepaminTa ¢ Aotino Gioknpane e aGcomoTHO HeoGxORKMa, TOB2 TPI6BA Ja
CTaBa CaMO MOJ HaOMOACHHETO HA CTICHMATIHCT ¥ YIPY YECTO BHMMATENHO MOHHTOPUPANE Ha
6p0peunaTa GyHIIUA, ENEKTPOIITHTE H KPEBHOTO HANATAHE.

ACE nnxuburopy n anriorensus II-petenrmopan 61okepy He TpaGea a Ce H3HONIBAT EXHOBPEMEHHO
NpH NALMEHTH ¢ JHabeTHa HedppomaTa.

ITFepeuen xunepandocmeponizom:

[TanpenTy ¢ MePBHYEH XHICPATROCTEPOHAILM KATO LANIO HE C& BIMSAT OT JIEYeHHE ¢
aHTUXMIEPTEHIUBHH SIOKAPCTRE, ACHCTRANH Ypes HHXHOHpaHe Ha CUCTEMATa PEHHH-RHTHOTeHIHH,
[Mopanu ToBa ynorpebara Ha TOB2 J1EKapCTBO He CE NPENOPLYBA NIPH TE3U MALMESHTH.

Epemennocm:

Huxuburopu Ha ACE ne tpabsa aa ce 3anoypar 1o BpeMe Ha Gpemennoct. QCBeH B CtyuaHre, KOraTo
HenpeKsCHATOTO Neuede ¢ ACE uuxubuTopH ce CupTa 3a CHIIECTBEHO, TAUMEHTKETE, KOHTO
nnanupar GpeMeHBOCT, TpAGBA Za 6BAAT HACOYEHH XbM ANTCPHATHBHH ANTHXKIIEPTCH3HBHA JICUCHMUS,
KOMTO ¢4 ¢ ycTaHoBeH npodimn Ha GesonacHocT 3a ynorpeba npu Gpemensoct. Koraro ce
nuardocTuinpa 6pemennoct, neuentero ¢ ACE nuxwburopn tpatea na e HesabGaBro
NpeyCTAaHOBEHO, W AKO € YMECTHO, [ia C& 3aff0YHE aNTepHATHBHO eueHue (B3, Toukd 4.3 ¢ 4.6).

IIpednaznu mepxu npu ynompeta

Xunomonun:
ACE nnxuCHTOpUTE MOraT Jja MPeAH3BHKAT ClajaHe Ha KPbRHOTO Hansrane, CHMITTOMATHYHA
XHMOTOHKA C¢ BAaGNrOnaBa paaxo NPH MaUHEHTH ¢ HEYCIMKHEHA XHIEPTORHA M C H0-ToisMa
BEPOSTHOCT CE Pa3BHBA (IPH NALIMEHTH, KOHTO ¢a OWIH XUNOBONIGMHYHH, Hamp. OpH AdypeTHuHa
Tepanl, AMeTa ¢ OrpaHuMaBaHe Ha COJl, ZHRJH3a, AHAPUS WIN NOBPLIIAHE, HITH ¢4 HMATH TOKK
PEBMH-3aBBCHMA XHNepToHHA (Bxk. ToukH 4.5 H 4.8). TTpy nauMenTH ¢ BUCOK PHCK OT CUMpZOS
XHMOTOHKA, KPBBHOTO Handrare, 6s0peyunara QyHKIMA H cepyMHus Kanuii TpaGsa 1a 6%
HEMPEKBCHATO HABNIOABANK MO BPEME Ha JIeHeHHE ¢ KoMOWHANMA HA TIEPHEAOND i
Hono6uu crobpaikenus BaaT 32 NAWHEHTH C HCXEMMYHA CHPAEYHA WIH MOIEYHOZE
KOWTO NMPEKOMEPHO CIaJAHe Ha KPbBHOTO HANATAHE MOXe Ja JOBeAe A0 MHapKT @
MO3BYHOCHIOB MHLHACHT,
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AKO Ce TIOABH XHIIOTOHUSL, MAHECHTET TPAOBa Ja 6bAe NOCTABEH B NETHANO MONOKEHHAS H, KO €
HeoOX0aMMO, 12 ToNMyYW KHTpaBeHO3Ha HHdYy3ha ¢ pa3Teop Ha Harpues xnopun. TIpexonHa
XUIOTCH3HBHA Peakilks Be € [IPOTHBOMTOKA2aHHE 32 NIO-HATATHIIHO MPUEMaHE Ha CHOTBETHHTE AO3M,
yuiiTo NpHeM 0GHKHOBEHO MOJe Aa RPombxH Oes npobnemy cnen NOBMILABAHE HA KPBBHOTO
HLIFARE RCIIENCTBHE HA YBEMWHMEHHA obeM.

ITpn HAXOH MAIMEHTH CBC 3aCTOMHA CHPAEYRA HONOCTATHYHOCT, KOMTO HMAT HOPMANHO WK HHCKO
KPBBHO HANATaHe, NOITBIHHUTEIHO NOHMKEHHE Ha CHCTEMHOTO KPHBHO HANATaHe MOXKE /1 Ce pasBHe
npH NpHIOKeHNe Ha nepaHaonpwI. To3H edeKT ¢ OuaKsaH H OGHKHOBEHO He ¢ NPHIMHA 38
npexpaTiBaHe Ha ICYEHHETO. AKO XHITOTOHHATA CTAHE CHMITOMATHYHA, MOXE /1A CE HANIOKH
NOHHMCARAHE HA JO3aTa WIM CIIHpaHe Ha NEUeHHETO ¢ MepHRIOTIPHII.

Cmenosza Ha aopmya i MUmMpanHa KIGna/xunepmpoguina KapouoMuonamus.

Kaxto # ocranamure ACE unxuGuropy, nepsrgonpun Tpalpa a Ce IPHNAra ¢ NOBHIEHO BHAMAHKE
Ha MAUHCHTH CBC CTCHO3A HAa MUTPAJHATA KIana # o0CTPpYKUps Ha H3X0JJA HA JISBATa KaMepa, Karo
MpH a0pTHA CTEH03a WIH XUNepTpoduyHa KapAHOMBONATHA.

Bvbpeurno yepexcdane:

B ciyu4ait Ha 636peuno yepexnane (kpeaTMHHHOB KANPBHC < 60 ml/min) ce npenopbusa
HHAKBHIYAIHO THTPHPAHE HA 103aTa HA OTNENHHTE KOMITOHEHTH (BiK. TOWKa 4.2).

PyTHHHOTO MOHHTOPHpPaHE Ha Kaniii ¥ KPEaTHHAMH € HaCT 0T HOPMATHATA METHIMHCKA IIPAKTAKA TIPH
naupedTH ¢ 656peuno yppexaane (Bx. Touka 4.8).

[IpH HAKOH MalHEHTH C ABYCTPaHHA CTEHO3a Ha ObOpeyHaTa apTepus it CTEHO3a Ha APTEPHATA Ha
envHCTBeH §50pex, kouto ca nexysann ¢ ACE nmxubutopn, ce vabimozaBa NOBHIDABaHe Ha KPHEHATA
Yped ¥ CepyMHHA KpeaTHHHH, 0OHKHOBeHO 00paTUMH clie] criupaHe Ha evenHeTo, Tosa e 0cobeHo
BEPONTHO NPH NatiMeHTH ¢ 650peuHa HENOCTATEYHOCT. AKO HMA M PEHOBACKYNAPHA XMNEPTOHUS,
CHIIECTRYBA [TOBHIUCH PHCK OT TEXKA XUIIOTOHMA H Gb0peuna HegocTaThyHOCT. Hakon nausesTv ¢
xuneproHus O3 BHAUMA Npeaxoara OrOpeuna cra0Ba GONECT, Ca PA3BUIIH MIOBHILIABAHE HA
CTOHHOCTHTE HA KPhBHATa YPed H CEePYMANAs KPeaTHHWH, OOMKHOBEHO NeKH H IPEXORHH, 0cobeHo
KOT'aTo NEPHHIONPUI Ce TIpHAara €AHOBPEMEHHO ¢ IMYPETHIH. Manko no-roasMa e BeposTHOCTTa
TOBA (A C& CIYYH NPK NAUMEHTH ¢ nperxoaHo 6u0peuno yBpexnane.

Yepnoodpobra nedocmamyynocn:

Panko, ACE nHxubuTopuTe Ca CBBPIBaHH CBC CHEIPOM, KONTO 3aN04BE ¢ XONSCTATHUHE HhATCHHIA
¥ Tiporpecupa A0 PyIMUHAHTHA YepHOAPOOHa HEKPO3a H (NOHAKOTa) CMBPT. MeXaHHIMELT Ha TOZH
CHHIOpPOM He € u3acHeH. [lauvenTn, nonygasawy ACE maxubuTopH, KOUTO pasBuaT Uktep Wi
H3pa3eHO NOBYIIEHHE Ha YepHOApoOHUTe eH3HMH, Tpabsa na ctipat npuema Ha ACE urxubarop 1
Aa OpaaT AAEKBATHO TIPOCaeneH: (BXK. TouKa 4.8).

Paca:

ACE nHxufuropHTe NPHIHHABAT MO-BHCOKA YECTOTR HA AHTHOEEM NIPH NAIMENTH OT YepHATa paca B
CPaBHEHHE C Te3M OT OCTAHANMTE PACH.

Karxro npu ocranansre ACE unxubGuropH, nepuazonpin moxe aa 6bae no-cnato edekrused no
OTHOHIEHHE NOHIDKABAHE HA KPLBHOTO HAJIATAHE NPH NALMEHTH OT YEPHATA paca, OTKOIKOTO IPH
OCT2HAIHTE NALYEHTH, BePOATHO HOPAAH NO-H3PA3EHOTO Pa3sIPOCTPAHEHHE HA CHCTOAHEA C HHCBK
PEHHH B IIONYNANMATA ¢ XMIIEPTOHHS TIPH YepPHATA paca.

Kawnuya:
Hma crobwenns 3a kauuvua npu ynotpeGara Ha uuxuburopi Ha ACE. XapaktepHo e, 9e KauLiHuaTa
€ HenpoJyKTHBHA, [IEPCUCTHPAIA B NIPEMUHABA clie] CliipaHe Ha neveHuero. WHynMpanarta ot
duxuburop Ha ACE kanima TpsGea na ce CumTa 3a YacT OT JHdepeHIMaNHATa AHArHO3a Ha
KaUUTHIATS.

Onepayus/anecmesun
T1pu nalpenTH NOATIONKEHM Ha TOIAMA ONEPAliA WM fI0 BPEME Ha aHecTe3ns ¢ Ip
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Jleuenmero TpaGBa da Onde NpeKpaTeHo eANH JeH TPEIH ONepaaTa. AKO ce pazRHe XHIOTORNS U Ce
CYMTA, Ye Ce ABDKH HA TO3W MCXAHHIEM, TOBA MOXKE J13 ¢ KODMIUpa C YBeIMuaBaHe Ha obema.

Xunepxanuemus.:

TopniliapaHus Ha CepyMEHMA KK ce RabmonaraT NpH HAKOW NAUMEHTH NexkyBady ¢ ACE
HHXHONTOPH, BKIMOYMTENHO MePHRACHPHI. PHCKOBHTE (hakTOPH 38 PAIBUTHETO HA XHIEPKATHEMHS
BKTIOYBAT NaLMeHTH ¢ 6b0pedna HeloCTaTHYHOCT, BIIOIDABAHE HA OhOpeunara QyHKLUNA, HATIPEOHATIA
BE3pacT (> 70 ronnnm), 3axaper AuabeT, BMETRATHTE CHOMTHS, NO-CIENMANHO ASXUApaTaLEd, OCTpa
Chp/icYHa JEKOMIIEHCAMA, MeTaCONHTHE allHA03a M eTHOBPEMEHHa ynoTpeGa Ha Kamwii-
CBHXpanaBALIM JUYPETHUH (Hamp. CIHMPOHOJIAKTOH, eIUIEPeHOH, TPHAMTEPEH WIH aMUNOPH]}, KATHEBH
nobapxy Wi kanui-CEABPKAUM 3AMECTHTEIH HA TOTBAPCKATA CON; AU MALKWEHTH NPHEMAIGH KPYyTH
REKapCTBA, CBHP3aHH C IOBHIIABAHHS Ha CEPYMHHA KR (Hanp. Xenapu, KO-TPHMOKCa3oln,
M3BECTEeH oule Karo TpuMeronpuM/cyndamerokcazon). Ynorpebara Ha Xarneru NOCABKH, KaJTHHA-
ChXpaHsBallH JHYPeTHUH WIH KanMA-ChIBPAAILHM 3aMECTHTENM Ha TOTBApCKATa coll, ocobeHo npa
HauHEeHTH ¢ HapymieHa 6r6pevna GyHKUMA, MOraT Za JOBEAAT A0 3HAYHMO NOBHINABAHE HA CepyMHHA
KanHit.

XRNEpKATHEMHATA MOXKE /1A IIPHUNHN CEPHO3HH, NOHAKOra GaTa iy apuTMUM. AKO €AHOBPEMEHHATA
yrioTpeba Ha ropecroMEHATHTE BEIISCTBA CE CUMTA 33 MOAXOAMNR, Te TpA0Ba Na GRAaT HANONIBaHH C
MOBHIIEHO BHHMaHHE M NIPH YECTO KOHTPONIMPAHE Ha CEPYMHUN KaHil (BK. Touxa 4.5).

Tlayuenmu c ouabem:

IIpu naupedTs ¢ auaber, NEKyBaHK ¢ NePOPATHU NPOTHROAHAOCTHH NPOXYKTH MM MHCYIINH,
ITIKEMAYRHAT KOHTPOa Tpi0OBa Ja Ghae HenpekbeHaTo HabliogaBaH npe3s MLPBHI Mecel OT
nedernero ¢ ACE urxuburop (Bx. Touka 4.5).

Cevp3any ¢ amzodunun

besonacHoetTa 4 ecbmcacﬂocrra Ha aMAOJMITHH 1Py XHMNePTEH3IHBHE KPi3a He ¢4 YCTaHOBCHH.

Ynompeba npu nayuenmiu cve copoevna HedocmamvyHOCm:

TManmenTH ¢Be chpAeyHa HEXOCTATEHHOCT TPAOBA 43 OBJAT NEKYBAHH ¢ TOBUINEHO BHHMaHHE.

Tpn npoawLKKTENHO, KOHTPOAHPaHO ¢ Tianebo NpoyYRAHE NPH NALUMEHTH ¢ TexKa On6peusa
HenocraTbyHOCT (kiac o NYHA III & IV), crobmasanara yecrora Ha Gestoapolen 0TOK € No-BHCOKA
B IpynaTa, NeKyRaHa ¢ AMIOAAIHH, OTKOJIKOTO B IpynaTa Ha rnauefo (mK. Touka 5.1). Biiokepure Ha
KaMIMEBUTe KAHANM, BKIIOYHTEHO AMIONHIIHH, TpADBa A1a ce W3NON3BAT C MOBHINEHO RHHMAHHE NIPH
NAUKEHTH ChC 3aCTONNA ChPACYHA HEAOCTATHYHOCT, Thil KATO Te MOXKE Ja MOBUIUAT PHCKA OT
NOCHEABAINM CHEPACYHOCHNOBH ChOUTHA 1 CMBPTHOCT.

UepnoOpobno yepexcoane:

TTomyxHMBOTBT Ha AMIOAWITHH Ce YIBIDKaB4, a cToitHocTHTe HA AUC ca 10-BHCOKH NPH (TALHEHTH C
yBpeneHa YepHoApoOHa GyHKUMS; MPENOpHKH 38 Z03HPOBKa He ca yeTanoseHH. Tlopaau Toea
JIe9eHHETO ¢ aMIOIHITHA TPAGSA a 3al04Ba ¢ 2033 B NO-HUCKMSA Kpaii HA NO30BHA KMANA30H, KATO C&
BHHMaBa KAKTO IPY BAYaNHOTO ledeHe, Taka i PH [IOBHLIABAaHE Ha No3aTa, basHo TuTpHpane Ha
A03aTa ¥ BHUMATETHO MOHMTOPHPAHE MOJKE [ CE HalaraT NIPH NalMeHTH ¢ TeKKO YepHoapodHo
yBpeHaHe.

Cmapuecxa gu3pacm:
Ilpu natpeHTH B cTapYecka BL3PacT NOBHINABAHETO HA j03aTa TPAGBa Ja ce M3BBPIBA BHUMATEIHO
(mx, Touxu 4.2 1 5.2),

Bvbpeuno yapesicoane:
AMIOJWMITHH MOKE [ia C€ H3TON3BA NPH TAKHBA NAUMEHTH B HOpMaIHy ao3u. [lpoMen
TUTA3MEHUTE KOHDEHTPalnH Ha SMIIOQNUTIMH HE CE CBBP3BAT ChC cTeneH Ha Opbpeun
AM.TIOIIHHPIH HE MO Oa C& NHANU3IHpa.
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Cevpaanu ¢ KOMOUHAYUAMA OM REPUHOONDW! U AMAOQURLH

Bewyxy npeaynpeacieHis, CBBEP3aEN ¢ BCEKH OT OTHENHHTE KOMIOHEHTH, H30POeHN To-rope, CNeaBa
Nia ¢& OTHACAT ChII0 H 33 PHKCHpaHaTa KOMOMHAIMS OT NIEPUHAONPHI H AMTOZMITHH,

IIpedynpediclenun npu ynonpeba

Jexapcmeenu e3aumodesicmeusn
Eanospemensara ynorpeta Ha KoMOHHARHATA OT NEPHBAOOPIT H AMIOIMITHH C TUTHHE, KaTHi-
ChXpaHABallH JHYPETHUM HIH XKaNHEBH JOGABKH HIH OaHTPOJIed He Ce TPenopbysa (B, To4Ka 4.5).

Homomny BemecTRa

Hampuii

Tosa nexaperso cpaBpska no-Manko or 1 mmol Harprii (23 mg) Ha TabneTka, T.. MOXE A2 Ce Kaxke,
Ye NPAKTHYECKA HE ChABPKA HATPUil.

Hzomanm

ViaumeHTH © penky HACTEACTBEHH NMPObIeMM HAa HENOHOCHMOCT KbM (pyKTO3a He TpabBa a npuemar
TOB2 JIEKapCTBO.

4.5 PBoasmoaeiicYBHe ¢ APYTH JMeKaPCTBEHR BPOAYKTH H JAPYrH GopMH HA BianvMoaelcTaRe

Cevpzani ¢ nepundonpun

HaHuK OT KIHHYYHY NPOYMBaHAs NOKa3BAT, 4e ABOHHOTO OaoxHpane Ha PAAC upes komMGunupanara
ynotpe6a Ha ACE mxuburopn, anrnorensun [ penenrropan 6rokepu wim aniuckuapeH ce CBsPIBa ¢
MO-BHCOKA 4eCTOTE HA HEKEIaHN CHOMTHS, KaTo HanpuMep XHIOTOH:A, XuIiepkanueMus B OB0peuno
yBpeskase (BKIIOYHTENHO ocTpa 6p0peda HejocTaThuHOCT), B CPaBHERHE ¢ ynoTpelara caMo Ka
€HO CPeACTBO, AciicTBalno Bepxy PAAC (Bx, Toukn 4.3, 4.4 u 5.1).

Hexapcmeenu npodyxmu npedu3suxeausy Xunepranuemus

Hakou nexapcreeny NpoxyKTy Wik TEPAIERTHIHM KIACOBE MOTAT /i NIOBHMIIAT PHCKA OT
XHACPKANMEMHS, HAlp. aNHCKKPEH, KAAHEBH COMH, KAIHH CHXpaHaBamm auypetdisd, ACE
nuxHbuTOpH, anrnorensud 1 peuentopru 6nokepy, HCIIBC, xenapuny, MMyHOCYTIPECHBHH
cpencTna (Hanp. HHKNOCIIOPHH WK TAXPONHMYC), TPHMETONPHM H KOMGHHALMA ¢ GUKCHpaHa 1038
¢be cyngameToKcazon (KO-TpUMOKeaso). CEbTCTBaaTa yROTPeda ¢ TE3W ICKAPCTBEHH MPOAYKTH
NOBHINABA PHCKA OT XMNEPKAIHEMHS.

Conbhicnieatito RPURONCEHUE € NPOMUROROKAZAHO (81C. mouka 4.3);

Anucxupen

[Tpu nanueryre ¢ Auabet win 6v0peuHo yBpesKAaHE, HAPACTBA PHOKET OT XHNEPKANHEMHS, OT
BjI0iDaBaHe Ha Op0pednara QYHKIMA M CBPACYHO-CBA0BATA 3a00/I€BAEMOCT ¥ NOBHINABAHE HA
CMBPTHOCTTA.

Excmpaxopnopanio aevenue
EKcrpakopnopaiso JiedeHUe, BOJEMIO A0 KOHTAKT Ha KPSBTa ¢ OTPHLATENHO 3aPEiEHH OBBPXHOCTH,
KaTO HalpHMEp JHATH3A WM XeMOGHITPALHA C ONPEIE/ieHH BHCOKONPONYCKIINBY MeMOpany (Harp.
MOMMaKPUIOHHTPHITHA MeMOpany) uny adepesa Ha THIIONPOTEHHH ¢ HICKA IIIBTHOCT C JEKCTPAHOB

CynQart, MoKe Jia NOBHIIY PHCKA OT TeXku aHaGHIAKTOMAHH peakuns (k. Touka 4.3). Tlpn

Heo6XoaHMOCT oT Noo6HO NeveHN e TPAOBA Ia M3NION3BAT HA RPYT THI JAUAIM3HN MeMOpauy
Ce Ha3Ha4H AHTHXHTIEPTCHINBHO CPEACTBO OT APYT KIIac.

Caxybumpwn/sancapman
TNICPHHAONPKI He TPAOBa fla Ce NPHAAra eAHOBPEMEHHO CBC caKyGHTpU/BancapTan,{fs N C]
MO3Ke JIa OBHIITH PHCKa OT aiTHOeeM. Jleuenye Che cakyGuTpu/sancapras He Tpiosa &a‘ ‘

Yol
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npen Oa ca WIMHHATK 36 9aca OT MpHEMaHeTo Ha NOCIenAHATa 1033 NEPUHAONPHI. JIeHeHHETO ¢
NEPHHIONPHI € MPOTHBONOKA3AHO NIPeH Aa ca M3MHBAIM 36 yaca clef npueMaHe Ha MOCHSAHATa
Ao3za cakyOuTpwi/Bancapral (Bk. Touk# 4.3 # 4.4)

wamcmegyo RDWIQOICERUE HE Ce NpenopbYsq.

Arucxupen

Tlpy nanwenTHTe, KoMTO HAmar AHaler wik 656penO YBpEXKaaHe, HAPACTBA PHCKET OT
XHIEpKanBeMus, Brontasasie Ha 6u6peunara GyHKIHA M CHpAEUHO-CHA0BATA 3a60neBaeMocT 1
CMBPTHOCT.

Eonospemenno nevenue c ACE unxubumopu u anzuomensun peyenmopmu fnoxepu

B mutepatypara ce cho0miaBa, e npu NatHeHTH ¢ YCTRHOBEHA aTePOCKNEpOTHYHA GonecT, chpedna
HeIOCTATEYHOCT KM NHA0ET ¢ TEPMMHANHO OPrasHo YBpeKAaHE eAHOBPEMEHHOTO Jieyetne ¢ ACE
HHXHOHTOPH H AHFHOTEH3NH PEUETITOPHE GNOKEPH € CBBP3aHO C IOBULIEHA MECTOTA HA XHIIOTOHHKS,
CHHKOTI, XHIIEPKANTHEMBA H BJIOIaBaHe Ha Gr6peutara GyHKUHA (BKHOUMTETHO 0cTpa GblpeuHa
HEA0CTaTHHHOCT) B CPaBHEHHE ChC CAMOCTOSTENHOTO [TPHIOKEHHE HA JIEKapCTBeH MPOXYKT, BIIHAEN]
BBPXY CHCTEMATA PeHHH-aHIHOTeM3HH-annocTepoH. Jlsofina 6mokaa (Hanp. ype3 KoMOMHUApaHe Ha
ACE uaxuburop ¢ anrsoten3nH Il penerrroper aiTaronuct) tpsbsa fa ce orpanuun o
VHIHBHIYaHO ONPEEIIEHH CIrydaM NP CTPUKTHO HaGmoaenue na GuOpeunara GyHKIMA, HUBATS Ha
Kanus 1 KPhBHOTC HAIAraHe.

Eempamycmun
PucK OT MOBHLUABAHE HA HEKEAHUTE PEAKUMH KATO aHTHOHERPOTHYCH OTOK (aHIHOEIEM).

Ko-mpumorcaszor (mpumemonpus/cyrdpamemoxcazon)
{TanpenTy, npHeManT KO-TPHMOKCa30: (TPHMETONPHM/CYIaMeTOKCa30A) MOraT Jia 2 B PHCK OT
xunepranveMus {BiK. Touka 4.4)

Kanuii-coxpanssatyu duypemuy, Xpanumentiu 0006a6xy, CoObPHCAYU KATUE Wik KARUH-CoOBPICaupU
3aMecmument Ka Coama

Xunepramnemus (TOTERUHARHO feTaTHa), ocobeHo B YCNORHATA Ha 6B0pedHo yBpexaane (A AUTHBHY
XUNepkanneMH4HH edekTH). KoMOHHIPAHETO Ha NEPHHIOIPIS ¢ FOPENOCOUCHHTE MEAMKAMEHTH He
¢e npenopr4sa (BK. T04Ka 4.4). Ao efHOBpeMeRHaTa ynoTpela e BRIIPEKH TOBa [oKasaua, Te Tpabba
Ia Ce W3MOM3BAT ¢ NOBHLICHO BHUMAHHE H NIPH YECTO NPOCNCAABAHE Ha CTORHOCTHTE Ha CepYMHMA
Kanwii. 3a ynorpebara ChC CIHPOHOIAKTOH NPH CHPIEYHA HENOCTATEYHOCT, BHK BO-HO0TY.

JTumuii

Hma cpobinenns 3a 00paTyMo NOBHINZBAHE HA CEPYMHHUTE KOHLEHTPAIAY Ha TMTHH K TOKCHYHOCT
(Texxa HEBPOTOKCHYHOCT) IpU enHoBpeMenHo npwiokerne ¢ ACE wixuturopu. KomGunupaneto na
NEPHHAONPHT ¢ NIHTHH He Ce npenopbaBa. Ao TasH koMOMHALUIA € JOKA3aHO HeobXoIHMa,
NPEeNOPHYHTENTHO € BHHMATETHO 18 ¢& MORHTOPApAT CepyMHHRTe HUBA Ha IIMTHIH (BK. Touka 4.4).

Crnememeguio Aeuenie, KOemo UIHCKEa CREYHATHO SHUMONYE,

IIpomusoouabemmu npoOyKmu (UHCYIUH, XUNGSRUKEMUNY CYDORAMUOU)

Ynorpebara Ha MHXUOHTOPH Ha eHIHMA, KOHBEPTHPALE AHTHOTEH3UH, MOXKE 1ia JIOBEJE JI0
NOBMUIABAHE HA XHNOTIMKEMHYHMA edeKT NPH AHAGETHLINTE, KOHTO ce IeKYBaT ¢ MHCYJIHH WITH
XAnorIMKeMuuBY cyndonamuan. Hasasnoro 4a XUIOTTHKOMHMHHTE eNTH30IH € MHOTO PAIKO
(BeposTHO MM2 noROOpPEHYE Ha IIIOKO3HHEA TONCPAHC ¢ HaMAJIeHH HHCYJIMHOBY NOTPeGHOCTH).

Kanuii necvxpanssmyu duypemuyu;

3anousareto Ha Aedenne ¢ ACE urxuGuropn moke a Aosezie 10 NPEKOMepPHO HaMan
KPBBHOTO HANATaHE NPH NALMEHTHTE HA JHYPETHHHO Jied€HHS, KOWTO MMAT HapylleH
contesun GanaHe WUy gexuaparais. BeposaTHOCTTa OT XUNIOTORMYHY edeKTH MOX
4pes CAMpane Ha JMYPETHKA, Yypes NnopuuiaBaHe Ha 00ema Ha TeYHOCTHTE MM Ha NP, »é
MPERK 3aMOYBAHE HA JIEYEHHETO ¢ HUCKH W NOCTENEHHO HApacTBAIMH A03H NEPUHAIO T \_
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Ilpu nevenue Ha nayueRmu ¢ GQPMEPUATHA XUNEPMOHUA, KOUMO CA UMARY RPEQUWHA DUYpenuNna
mepanus, MOXe 3 € HMalo HaMa/LiBaHe Ha KOIWYECTBOTO eNEKTPOIUTH HWiIH TEYHOCTH B OPraHH3Ma
WM HEOOXOMHMOCT OT CIUPaHe Ha AHYPETHLMTE NPEJW 3aT0YBaHe Ha jteueHueto ¢ ACE unxuburop
(kaTO B TAKEB CMyYaif MO-KBCHO MOKE OTHOBO /A C& BKIIOMH KAJIMI HECHXPAHABAIL, ZHYPETHK) HIH
HadansoTo npunarane #a ACE unxuburopa TpaGea Aa 3amnouBa ¢ HUCKM 03U, KOHTO [IOCTENEHHO Ja
c€ YBEITUYaBaT.

IIpu nexyeana c Suypemuyy 3aCmoiing CoPOCYHa HeOOCMamMBYHOCH, 3AIOYBAHE HA JIGHEHHETO ¢
ACE nrxubutop tpabBa aa craBa 0THa4a0 ChC CLBCEM HHCKH 03K, BBIMOKHO CICH HAMaIIBaHe Ha
A03aTA Ha CHBMECTHO NPHIArAHAA KATHH HeCHXPaHIBall IHYPETUK.

Boe BoHyky cirydad, On6peunaTa GyHkumna (HHBATA Ha KpeATHHEHA) TPAOBA A3 CE CEIAT Tpes
ITEPBUTE BAKOJKO CEAMHUM 0T siedeHHeTo ¢ ACE uExuburop.

Kanuit cvxpanssaupu Quypemuyu (eniepenon, CRupoRoraxmon)

C eriepeHORn WIH CIHPOHONAKTOH (B J03# 0T 12,5 mg a0 50 mg) ¥ Upy HACKM JO3M Ha

ACE unxubHTopy, NpH NalBEeHTH CBC CBpAedHa HegocTatsunoct ot xiac I wim IV (o NYHA) ¢
Gpaxums Ha u3THacksane <40%, ¢ npeawecTBao jgevenne ¢ ACE-MExubHTOpH B GPHMKOBK
AHYPETHIIH, HMa PHCK OT XHNIEpKAIHeMHs, KOATO € NIOTEHIHAIHO IETanHa, 0co0eHO IpH THICA Ha
CHA3BAHE HA NPETOPLKATE 33 NIPeNITHCBAHE HA TasH koMOunaums. Tlpeny sanoyrase Ha
KOMOHHALHATA, TP20Ba fa ce HANPABAT U3CAEABAHMA 38 UIKTIOYBAHE HA XUTIEpKaTHeMHs H 6Gu6peuno
yepexzane. [Iperopbusa e BHHMATENIHO CIICACHE HA KATHEMUNTA H KPEATHHUHEMHATA - B HAYAI0TO
(npe3 mEpBHA Mecel! OT NeYeHHeTO) BEAHLK CEAMHYHO, 4 CJIcH TOBA - BEAHEK MeCedHO.

Payexadompun
Hasectho €, we ACE nuxuburopHTe (Hanp. NepHHIONPHT) MpeAH3BHKBAT aarHoeqeM. Tosu puck
MOJKE 4 C€ YBE/IHYH ¢ PalleKanoTPHN (IeKapCTBo, U3TION3BAHO CPewy OCTpa AHapHs).

mITOR urxubumopu (nanp. cuporumyc, eseporumyc, meMcUpOIUMyc)
{Ipy nauMeHTH, IPOBEKAALIM eZHOBPEMEHHO JeucHue ¢ MTOR HHXU6HTOPH MOXe Aa MMa IOBHILEH
PHCK OT aHrHoeaeM (BX. To4ka 4.4),

Hecmepoudnu npomusosssnarumennu cpeocmea (HCIIBC), exmovumenro acnupun > 3 g/den
Koraro ACE urxuburops ce npwiarar eqnospemendo ¢ HCIIBC (1.e. aueTuiIcaIHIsiIona KHCEnnEa
B CXeMM ¢ NIPOTUBOBR3aNHTeTHa 2038, COX-2 mxuburopu u necenextreau HCIIBC), Moxke aa ce
HaMAaN¥ aHTHXunepressuBHusT edext. Exnoppemennara ynorpeta va ACE unxuburops u HCTIBC
MO fa JOREAE N0 FOBMIICH PHCK OT Bromasare Ha 660peynara QyHKIMA, BRITIOUHTENHO BE3MOKHA
ocrpa 666perHa HENOCTATEYHOCT H TOBHIUABAHE HA CepyMyus Kanuif, 0COOCHO HPH NallHEHTH ¢
He3a10BONUTENHA Npeaxoana 61x0pexna bydxipa. KomGunamsara tpatea fa ce npunara
BHHMATENHO, 0c0beno B cTapuecka sb3pacT. Ilanpenmre Tpabsa fa GbAAT AAEKBATHO XHAPATHPRHA H
A2 ce Npenend MOHKRTopHpade Ha 6s6peunata HyHKIMa ciaeR 3ATT0YBAHE HA CHITFTCTBAILO JCHEHHE,
KaKTO ¥ NEPHOINYHO Cliefi TOBA.

Cunememsmya ynompeba, koamo mpabea da ce umMa npeoeu).

Trunmunu (Tunaznunmun, CaOKCAZRUNTIUH, CUMGZRURIMUN, GUROA2NUNIUN)

Hopmpen puck o1 anrHoeeM NOPaiM MOHIKABAHE Ha aKTHBHOCTTA HA NUNEITTHIMI nenTraasa [V
(DPP-1V) nop pelicTeueTo Ha IITUNTHHA TPY NAIHERTH Ha eAHOBpeMenHO nevenue ¢ ACE
uHXHOHTOpY.

Cumnamuxomumenmuyy
CuMnaTHKOMHMETHIINTE MOTAT 1a KaAMANAT auTuxuneprensusHute edexrn Ha ACE nrxuburopure.

Jaamo
Hurpuronaan peakiiti (CHMITTOMHTE BKIIOUBAT 32YCPBABAHE HA KOXKATA HA JIHLETO, TAAe
NOBPBLLIHAHE d XHTOTORUA) ca G1wH ¢hoOLABAHY PARKO IPY NMAUMEHTH, TeKyBaHH ¢ MK
3NATO (HATPHER aypOTHOMANAT) H chnbreTBamo neuenue ¢ ACE nHxuburop, Brmoy
NEPHHIONPHIT.
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Cevpaanu ¢ amrodunuy

Crrbmcemeguo RpUAONCERUE HE CE NPEnOPbYSa.

Hanmponen (unghysun)

[Ipu xuBoTHH ca RabMONABARY CIIYYal HA NETANIHO KAMEPHO MEKAEHE M CHPREYHOCHAOB KONANC BLE
BPB3KA C XHIEPKATHEMAA CJiE] IPHIOKEHHE Ha BEPANAMII B HHTPaBeHO3eH AanTpoeH. Tlopagu
PHCKA OT XMIEPKATHEMHA € MPENIOPRUHTENHO CHITETCTRAILOTO JIeYeHHE ¢ GROKEPH Ha KaNLHeBHTE
KaHaIH, KATO aMIOJRIAH 22 ce 30Arsa Npl NAUNEHTH, NOJATAMBH HA MATHTHEHA XHNEPTEPMHUS H
NPH NeHeHue Ha MATHTHEHA XUIIeDTEPMAY,

CHIbICmeauio tesenue, Koeme U3UCKed CHeYUQiNG GHUMMINE:

Huoyxmopu na CYP3A44

[Ipu easOBpPEMEHHO MPWIOKEHHE HA WI3BECTHN UHAYKTOPH HAa CYP3 A4 nmnasMedara kOHNEHTpaLMs HA
aMNOHITHH MOke Aa Bapupa. lopany ToBa KpLBHOTO HanAraHe TPA0Ba Aa c& NpoCenssa 1 Ia ce
OOMHC/TH ananTHpPaHe Ha A03aTa KAKTO 110 BpeMe, TaKa ¥ Clel eJHOBPEMEHEH NIpHeM, 0COBEHO Che
cwian CYP3A4 urayxropn (Hanp. praMIHLKH, KCHIT KaHTAPHOK),

CYP3A44 unxubumopu

EnnoBpemennata ynorpeba Ha CHIRK Wik yMepeHH uuxuburopu ua CYP3A4 (nporeasun
HHXUOHTOPH, a30/I0BH AHTHMHKOTHIM, MAKPOITHIH KATO PUTPOMHIMH HIH KIAPHTPOMMIMH,
BEpANAMMIT HAH RHITHA3EM) MOjKe 1 JA0Bee 10 3HAUNTENHO MOBHINECHHE HA EKCIIO3HLMATA Ha
amnoguniH. KnuHugHoTO 3nadeHue Ha Tesn DK sapuaumn Moxe g 6ba¢ no-M34BEHO B CTAPUSCKA
se3pact. [lopags ToBa Moxe za ce Hanara KIMHMYHO HAGMOAeHHE W afallTUPAHE HA J103aTa,

C’BHIEC’[’BYB& TTOBHIICH PHCK OT XUNMOTOHHA NIPH MMAUHCHTH, NPHEMALIH KNAPHTPOMHLIINYE H
AMITOTHITHH. Hpenopsqna ce sHuMaTesHO Habmonenue Ha TTAUHCHTHTES, KOTaTO aMIOANNNH Cce
npunara eAHOBPEMEHHC ¢ KIAPHTPOMHLINA.

Conbmcmeaiya ynompeba, xoamo mpatea 0d ce uma npedgo;

[MoHmkaBaTHAT KPBBHOTO HAJIArane e(heKT Ha AMIOMIIMH JOITEIRE eeKTHTE HA APYTH JEKAPCTBEHH
TPOAYKTH ¢ AHTHXHNICPTCH3HBHY CBOHCTRA,

Taxporumyc

CrinectByBa pHCK OT NOBHEICHH HUBA Ba TAKPOIIMMYC B KPBBTA, KOTATO C€ APIIara eSHOBPEMEHHO ¢
aMJTOAMNHH. 3a fia ce HIberHe TOKCHYBOCTTA Ha TAKPONHMYC, IPHIOKEHAETO HA aMIOSUNHH TIpK
NALHEHTH, IEKYBaHH ¢ TaKPOIHMYC, H3UCKBA NPOCTCAARAHE HA HHBATA HA TAKPONUMYC B KPBBTA H
KOpHIHpade Ha J03aTa HA TAKPOIUMYC, KOTaTo € Heo0X0onaMO.

mTOR unxubumopu

mTOR nHxubGuTOpH KaTo cCHpONBMYC, TeMCHpPONEMYC | eBeponiMyc ca CYP3A cyberparn. Tl kato
amrtopundH € ciab CYP3A mombuTop, Mojke Ha IOBHIY exkcnosHimaTa Ha mTOR unxuburopure,
KOraTo C€ H3NOI3BaT eAHOBPEMEHHO,

Lurxaocnopun

He ca nposexaann npoy4sanns 3a NEKAPCTBEHH B3aHMOIEHCTBINT ¢ HHIUIOCHOPHH H aMAOAKITAH TIPY
3apasy J0OPOBONLH HIA APYTH MONYNALKA ¢ HIKIMIOUEHUe IPH NauuenTH ¢ 650peuna
TPAHCIVIAHTALIHA, TIPH KOHTO ca HabMIoIARaHK BApUPALU HOBHIUEHHS B MHHHMAIHATA
KOHUEHTPanHKrTe Ha nyxiaocnopyud (cpegso ot 0% no 40%). Tpabaa aa ce o6cknu npocnengsane Ha
HHMRATA Ha LMKAOCTIOPHH NPH NALMENTH ¢ 6p0petina TPaHCIIAHTALA, KOHTO HPHEMAT SMJTONMAITHY K
A03aTa Ha [HHIIOCNIOPHH Ja & HAMATH NIPU HeOOXOMUMOCT.,

Cumsacmanm
EnsospeMEeHHOTO IPHACKEHHE HAa MROrokpaTay fo3u ot 10 mg amnonumus ¢ 80 mg 4
BOJAH 10 77% noBMINABAHE HAa EKCITO3UIMATA HA CUMBACTATHH B CPABHEHHE CHC CaM 'f,

npuiarad CHMBacTaTHH. Jjo3aTa Ha cMMBacTaTvH TpsAbBa na ce orpansuu a0 20 mg Mg
TMAUMEHTH Ha aMJIOJHITHH.
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Apveu kombunatuu

B npoyuBaHKs Ha KIHHHYHATE B3aHMOAEHCTBAY, AMIOINIIMH He TIOBIHABE (apMaKOKHHETHKATA Ha
aTOPBACTATHH, AUTOKCHH, BapdhapuH HIH BUKIOCTIOPUH.

TlpuaraneTo Ha aMIOAHTINY 3264HO ¢ rpelindpyT um cox ot rpeinidpyT He ce IpenopLYBa, THi
KaTo GHOHAMPIHOCTTA MOXKE 12 HAPACHe NPH HAKOW NALMEHTH, KOETO X3 AOBEE A0 NOBHIIEHH
XUTIOTEH3HBHH e(exTH.

Cevpsanu ¢ kombunayuama om nepuHOONpUL U AMTOOURUK

Convmemeauio aeyenie, X0emo UUCKED CHEYUATHO SRUMARUE

baxnogpen

Tlotenumpane Ha aHTHXHNEPTeH3MBHUA edekT. Heobxoaumo e MonuTOpHpane Ha KPHBHOTO HANATAHE
1 Op0peunara GyBKIa, KAKTO M afaNTHPaHe Ha 1034T3 Ha AHTHXKNICPTEH3UBHUA NPONYKT.

Cwnememeaua ynompeba, xoamo mpiea da ce uMa npedsud

Anmiocunepmensustu npodykmu (kamo Gema-6aoxepu) u eazcousamamopu

Ennospemennata ynotpeda ¢ Te3H MPOTYKTH MOXKE J3 YBEIHIH XAIIOTCH3UBHNA eDEKT Ha
NEePHHAONPHI W aMnoaunuH. EnnoepeMennara ynoTpeba ¢ HRTPOITHLIEPHH K APYTH HUTPATH HITH
ApPYrY Ba30INNATATOPH MOMKE JOMBJIHHTENHO 12 IIOHIKH KPBBHOTO HANATAHE U TIOPAIH TOBA Tpabsa
J1a ce UIBLPINBA C NOBHIEHO BHHMAHHE,

Kopmuxocmepouou, memparozaxmud
Hamanasade Ha aHTHXuTepTeH3HBHNA edeKT (2aIpHKKa Ha CONK K BOAA N0pamu
KOPTHKOCTEPOHIHTE ).

Angpa-Grokepu (npasosun, angyso3un, DOKCAI03UN, MAMCYROIUH, MEPAIOIUH)
[Mopuilies AHTHXHACPTEH3UBEH S(DEKT ¥ TIOBHILICH PHCK OT OPTOCTATHYHA XHIIOTOHMAL.

Amughocnim
Mozxe fa NOTEHNMPa aHTUXHNICPTEHIHBHUA eeKT Ha AMTOAHTHAH.

Tpuyurcnuunu anmuoenpecanmu/QRMUNCUXOMUYW anectemuyy
IoBRImeH aHTMXMNEPTEH3UBEH ¢(EKT ¥ NOBHIUCH PHOK OT OPTOCTATHYHA XMIIOTOHMS,

4.6 DepranmreT, GPeMERHOCT A KLpMeHe

Kato ce nmar nipensua epeKTUTE Ha OTACITHHTE KOMITOHEHTH HA T03U KOMOHHUPAH NIPOIYKT BELPXY
GpeMEeHHOCTTa M KbPMEHETO, KOMOHHALIAATA OT NEPHHACTIPIT i AMNOIMIKH He O NPENophYBa fpe3
NbPBHE TPUMECTBP Ha OpemeHHocTTa. KoMOHHAMATA OT NEPHHAONPUI W AMIIOTMNHH ¢
TIPOTHROMOKA3AHA NPE3 BTOPKA H TPETHH TPHMECTHP Ha OpemenHOCTTA.

KomOunaipinTa oT IepHHAOUPHIT H SMIOZHIKH He CE IPENnophYBa NpH kepmewe. Tpabsa na ce Breme
pellieHne JaK 42 Ce MPeYCTAHOBH KLPMEHETO WIH 13 C¢ NPEKPaTH NpHeMa Ha KOMOHHALMATA OT
NEPHHIONPUN 1 AMITOIHITHH, KaTC C€ B3EME MPEABK BAXKHOCTTA HA TOBA JieUeHHe 3a Malkara.

bpemennocm

CBED3aHH ¢ NEPHAIOTPHA

Ynorpebara na ACE wuXxuGHTOpH He ce MPenopbYBa NPe3 MEPBUA TPUMECTED Ha OPeMERHOCTTa (B,
Touka 4.4). ¥norpebara Ha ACE HHXuOHTOpY e NPOTHBONOKA3aHA [IPE3 BTOPK H TPETH TP
GpeMeHHOCTTa (BXK. TOUKH 4.3 1 4.4). ~ el fy

EnuneMuonorHuBvre JOKA3aTeNCcTBa OTHOCHO PHCKA OT TePATONCHHOCT ClIe/ €KCIO
MEXUGUTOPH NP3 MBPBHA TPHMECTHD OT BPEMEHHOCTTa, HE ¢a YOEAMTENH; MATKO
pucka oba4e He MOXKe iz ce Ha3kmoun. OCBeH B CiyyauTe, KOTaTo HEMPEKLCHATOTO
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BHXUOHTOPH C¢ CYNTA 33 CHIECTBEHO, NALHEHTKHTE, KOHTO INaHUpaT GpemeHnHocT, Tpabaa aa 6aar
HACOUEHH KbM ANTTEPHATHBHYE AHTHXHICPTEH3HBHH JIEYEHHS, KOMTO Ca ¢ YCTAHOBEH Mpodun Ha
BesomacHocT 3a ynotpeba nps HpeMerrocT. Koraro ce AMArHOCTHLHPA GPEMEHHOCT, JICHEHHETO ¢
ACE wixnburops tpabea aa 66a¢ He3a0aBHO NPEyCTAHOBEHO H aK0 © YMECTHO, A4 C€ 3RI10MHE
anTepHATHBHO JICUCHHE.

H3BecTHO €, 4e ekcrosHUnATa apH neyenne ¢ ACE MHXUOHTOpPH Npes BTOPHA U TPETHA TPHMECTLD
HHIyUMpa NpK xopa ¢eTorokcHynocT (HaManeHa 6p0peuHa GyHKUMS, OMHIOXHAPAMEHO34, 3a0aBeHa
OCHDHMKAUHA Ha Yeperia) H HEOHATANIHA TOKCHYHOCT ((bOpeyHa HEXOCTATLHHOCT, XHIIOTOHHA,
XAepKATMeMHA} (83K, Touxa 5.3).

I1pu excriosutmg Ha ACE BHXMONTOp Crlen BTOPUS TPHMECTBP Ha OPEMEHHOCTTR, € NPENOPLUHTENHA
y/Irpassykoba npoBepka na 6bx0pevnaTa PyHKUMA U uepera.

Heua, mauTo Malika ca npyemany ACE unxuburop tpabsa aa 6saaT HENMpexneHaTo Habinonasalu 3a
XHTIOTOHHS (B, TOYKM 4.3 H 4.4).

CBEp3anH ¢ aMIOIWNHH

Be3onacnocTTa Ha aMNOIWIIME NpU OPEMEHHOCT He € YCTAHOBEHa IPH Xopa.

TIpn npoy4ranus RuPXY HBOTHE ce HaOMOIaBa PENPOAYKTHEHA TOKCHYHOCT MPK BUCOKH 1031 (BIXK,
Touka 5.3). YnotpeGa npu GpeMeHHOCT ce NpenophuBa caMo aKo HAMA N0-0e301acHa AlITePHATHES H
KOFaTo camoTo 3afonABane HOCH NO-TORAM PHCK 3a MalikaTa W INoja.

Kopmene

CBEplaHy ¢ NEPUHAONPHI

Tsii kato nuncea vudopMatiHg 3a ynorpebaTa Ha NEpURIONPII NPH KEPMEHE, TEPHAAOIPINI He C&
TIPENOPEYBA H ATTEPHATHBRH JieHeH s ¢ 10~-A00pe YCTaHOBEH NPOGuI Ha 6€300acHOCT IPH KbPMEHE
4 3a NpeAnoYHTaHe, 0cOOEHO NP HOBOPOAEHO HIH HEIOHOCEHO JeTe,

CEBp3aHy ¢ aMIOTHIHH

AMIIOIRITHH Ce eKCKPeTHPA B KbPMATA NPH Xopa. YacTTa oT 103aTa Ha MalikaTa, NoJy4eHa oT
KEPMaueTo, € H3UHCIICHA ¢ HHTEPKBAPTHIEH Avanasod 3 — 7%, ¢ MakcHuMyM 15%. EdexTeT Ha
AMJIOAHIHH BEPXY KhpMaueTaTa € HemdsecTel. Tpadna na ce B3eMe peIIeHHMe i 1A ce
OPORBLKH/NPEKPATH KEPMEHETO WM 1A Ce MPOTIUKH/TIPEKPaTH JIEYEHHETO ¢ AMIOAMIHAH, KaTo ce
B3eMe MpeABHA NON3aTa OT KEPMEHETO 33 ICTeTO H MOA3aTa OT JIEHeHUETO C AMNOAMIVE 38 MalikaTa.

Depmunumem

CREprany ¢ IEPHHAONPIIT

Hsma edekr Bbpxy penpoaykraBHaTa GyRKIM Wil Gepruaurera.

Caupianu ¢ aMIOAMOHE

Hima chobuteHus 3a obpaTiMi SHOXMMITIHY NPOMEHY B IMaBaTa RA CMEPMATO30HIMTE NIPH HAKOH
MIALMEHTH, JIeKyBaHH ¢ 6llokepH Ha kamuMerKTe KaHany, KNMHUYHKTE JaHHM Ca HEJOCTATEYHY 110
OTHOIIEHHE Ha TOTeHUHANANA eeKT Ha aMIONMNUH BBpPXY deprunurera. B eano npoyusare ¢

nBXoBe ca Hab/Mi0aBaHy HeXeNIaHy peakiiiv O OTHOWIEHWE HA MBXKKHA GeprrnaTeT (B
Touka 5.3).

4.7 EdexkTs popxy caocobaocTTa 32 mopnpane B pabora ¢ Mmamiann

Hama passpimmsany npoyseanus 3a edexTure Ha KOMOHHALMATA OT NEPHHIONIPHT I AN
criocobroCTTa 32 Wodhupane 1 paboTa ¢ MauTHHR.
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AMACIHITHH OBJHABA B MAJIKA WM YMEpPeHa CTeNeH criocobHocTTa 3a modmpane u pabora ¢
MaisHH. AKO NAMEHTHTE MMAT 3aMaliBaHe, IMaBoOOHE, YMOpa, H3TOWEHHE WIH rajieHe,
cnocoGHOCTTa Aa ce pearnpa Moxe na 6bae yepeesa. Ipenopsuirenyso e aa ce BE¥Masa, ocobeHo B

HavYaaoTO Ha JEMCHHETO.

4.8 Hexenanyn JeKAPCTBEHN PEaKNHA

a)  Peziome Ra npoduna na 6e30macHOCT
Haii-aecto crobuiaBaHuTe HexeNnaHn peakiiH, CHO0IIABAYY ¢ TEPHHIONPWI W AMAOIHIMH C4: OTOK,
CBHIMBOCT, 3aMasgHOCT, 11aBo60sHe (0cO6EeHO B HAMATIOTO Ba IEYSHHUETO), TUCTEY3us, HApecTe3us,
3pUTENHM NeEKTH (BXAIOUHTERHO ARLIONHA), THHHTYC, CBETOBBPTEX, ChpUeOHEHe, 3a4epBaBaHe,
XHIOTOHMS (M edeKTH, CBBP3AHH ¢ XHNOTOHKA), NHCIIHES, KAUUTMIA, KopeMmHua §ofka, ragene,
NOBPBILAHE, JHCTIENCHA, YPEBEH TPAHINT, AKAPHS, KOHCTHNAIMS, NPYPUTYC, OGPHB, SK3aHTEMA,
NoJAysane Ha ¢TaBara (TOTyBaHe Ha INIE3CHUTE), MyCKYIHH CHIA3MHM, YMOpPa H aCTeHus,

6)  TabnuyeH CIIMCHK Ba HEXKEJIAHWTE PeaKUHM
CrepHute Hexcesiany peaklu ca HaGlIOABaHH B KITHHWYHH POYYBaHH H NOCTMAPKETHATORMA

flepHOZA, C REPHHIONPRT KK AMITOIAINMH MIPH JISYEHHE ¢ NEPHHAOTIPHN HITH aMIOAPNHH, IPUEMAHH
MOOTACTHO H OLEHEHH CHIIACHO CHCTEMO-OpraHHaTa Knacuuxams na MedDRA u npu ciieavara

JecTOoTa:

Myuoro wectw (>1/10); yecn (21/1006 g0 <1/10); Rewectu (=1/1 000 no <1/100); penxu (=1/10 000 xo
<1/1 000); muoro peaxu (<1/10 000); ¢ HeuspecTHa yecToTa (OT BANWUHMTE NAHHN HE MOXe 1a 6nle

HarpaBeHa CLUCHKA).
MedDRA Hexe 24l JIeKapCTBEEN PEAKIME Hectora
CreTeMo-0prauen Kiac Amnoannun | Hepuuponpna
Hadexnnn u nudecranan | Puunr Hexectu Maoro peaxn
Hapymenus na kpuLeta n | Bosunodiusa - Heuect*
ABEM$pHEATSE CHCTEMA Jleskonedus/HeyTPONCHHR {BXK, Mpmoro penkn | MBoro peaxu
TOuKa 4.4)
ATpaHynouyTo3a Wil NAHUMTONEH . | - MHuoro pe/xu
BK. TO4Ka 4.4)
Tpomboigrronenus (Bx. Toyka 4.4) Muoro penxu | Muoro peaxs
XeMONKTHYHE aHEMUR [TPH NALHEHTH ¢ | - MHoro pemxs
BpoeH AedHuuT Ha G-6PDH (k.
Touka 4.4)
Hawmanen xeMornoOun u xeMaToxpur | - Mpuoro penxy
Hapymegns na BMYBBaTa | ANCPTUIHH PeaKkLHM: YPTHKapHsl Msoro penxy | Hewectn
CHCTEMA
Hapymenns na CHHApPOM Ha HeaAeKRATHA CEKpeLkd Ha | - Pepnxu
€HAOKPHHHATA CHCTEMA AHTHAMYpeTHUHIR XopMoH (SIADH)
Hapymenus Ha XHIepraukeMnsa MBEoro peaks | -
merafonnima ¥ xpaneneTo | Xunormekemus (Bx. Toukn 4.4 u4.5) |- Hevectu*
XanouaTrpueMHs - Heuectu*
XunepkanueMus, 06paTHMa npH - Heuectu*
CIHpaHe Ha ACHYEeHHETO (BA. Touka 4.4)
Icuxpupn Hapymenna bescpaue Heuectn -
Tlpomens B HacTpoEHHETO Heuectu Hewectn
(BIJTIOYHTENHO TPEBONHOCT)
Hdenpecus Heuectn
CMyIIeHHS B CBHA -
Hapymennn na geppuara | CermBocT (0co6eHO B HAYANOTO Ha YecTi
cHCTEMA JIeHeHHETO)
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3amakipare (0cobeHo B HAYAIOTO HA HecTH Yeern

JIEYCHHETO)

T'naBofomue (ocobeHo B Haganoro Ha | Yeetn Yects

NEUEHHETO)

Jnareyaus HedecTn Yecrn

TpeMmop HegecTH -

Xurioecre3ns Heuwectn -

HapecTeina Heuectn Yecrn

Cunxon Hedectn Heyectn*

Xunepronus Muoro peaxu |-

[epudepna HepponaTus MHoro peaxw | -

ExcrpanupaMiIHi RapylieHHs C Hem3BecTna | -

4ecToTa

EKcLECHBHA XHIIOTOHMS IPH PUCKOBH | - Mmuoro perxn

nauHeHTH (B, Touxa 4.4)

O6bpranoCcT Penku Msoro peaxu
Hapymenps Ba ouUnTe Hapyioerud Ha 3peHBeTo HectH Yectn

Junnomis - Hectu
Hapymepus Ha yxoto B Tuamryc Heuectn Yectu
JAaBUpHBTA Beprturo - Yectu

CTpax ot BHCOYHHH - YecTn
Crpaeuns papymenng TMannurauuu Yectu HeuecTu*

CuHron Hewectu -

CreHoxapaHa Soika Penxn -

CreHokapans (RK. Touka 4.4) - MHuoro pepxu

Hudapkr na MUOKapna, BE3IMOKHO Mmuoro penxn | MHoro peaxu

BRTOPHMEH OPAAH NPeKOMepHa

XHIOTOHHA (IPH EIHEHTH C BUCOK

PHCK (BXK. TouKa 4.4)

Apurmad (BKnoddTeTHo Gpagmkapnus, | Hevectu Meuoro peaxu

KaMepHA TAXHKAPAHR U NPEACHPIHO

MBAICHE)

Taxukapous - HevecTu™*
Cua0BH HapynicHuY 3auepsABaHe HA AALETO Yeern Penkw

Xunotouus (4 edexTH, CBEP3aHH ¢ Hegectns Yectu

XMINOTOHHA)

Hnucynr, BE3MOXHO BTOpHueH nopamy | - MHuoro peaxu

TIPEKOMEPHA XAITOTOHHA TPH HalHeHTH

€ BHCOK pHck (Bik. Touka 4.4)

Backynur Mroro penku | Hewecru*

®DenoMeH Ha Raynaud - C HewW3BecTHA

JecToTa

Pecnuparopnn, rppans | 3a0yx Heuect Yectu
MEIRACTHHANHR Kauniua Heuectn Yectu
HApYmMEeHHA Bponxocnaysm - Heuectu

EosnnoduiEa nHeBMORYA - Maoro penxn
CroManBo-spesnn unryeanya XuIepasng Muoro peaxH |-
HAPYIICHUA Kopemia 6onka, ragese Yectu Yecrn

[osprinane HewecTi Yectn

Jucnencus YecTu Yeorfi— ]

TIpOMAHE B H3XOAIRHHATA YecTH 7 ST NG

CyxoTa 8 ycTaTta Hewecrn __//| Eeuecae, Tz, \.

JTMapHs, KOHCTHRAIASA YecTH I SRR AT \ D \}

[lankpeaTur Muoro penxk TNIHGro e ;. %)a

TacTpur Mroro penxii  \m¥g Y f « //
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Jucreyins - Yectn
YIpomenen Bkyc Heuectn -
XemaroSunamapag XenaruT, X0NeCTATHYHA KBITCHHIA Muoro peaxu | -
HapymieHus Xenatur — HUTONNTHYEH WIH - Mmuoro penku
XONieCTaTHUEH (BXK. TO4KA 4.4)
Nopnimensn yepHonpobuy exnsuMu (Hait- | MHoro penxw | -
YECTO C© XOAeCTasa)
Hapymenna ra xoxata n | Enem na Kemake Mnoro penku | -
HOZKOAKHATA THKAN Axruoenem Ha JTHLETO, KpaitHHIATS, Mmnoro penxu | Hewecrn
YCTHUTE, IMFaBHLHTE, C3HKA, IIIOTHCS
WK Tapuukca (BxK. Touka 4.4)
Epurema MmyntrgopMe Mmuoro peaxu | MHOrG peaxu
Anoneia Heuectn -
{lyprypa Heuectn ~
[IpoMsaHa B LiBETa HA KOXKAT2 Heuectnt Hegectu
Xunepxzposa Heuectn Hevectu
Hpypuryc Heuectd Yectu
O6pus, cxzaHTeMa Heuectn Yectu
Vordxapus Heuectn Heuect
CrapoM Ha CTHBBHC-JDKOHCHH MHoro penxy | -
TokcuuHa effaepMatHa HEKpOIH3a C Hem3pecTHa |-
4ecToTa
ExcdomaTiBel JepMATHT Mpuoro penxu | -
DOTOTYBCTBHTEIHOCT Mporo penxu | HeuecTn*
Q60cTpsHE Ha IICOPUA3NC - Peaxu
Tlemdurona - Heuectn*
Hapymenaa na Mmycky.ano- | HozysaHe Ha rnesennure | YecTH -
CKEeJETHATS CHCTEMa | Aprpanrus, Muanrns Heuectt Heuecrn*
CheAHAHTEIHATR ThKAH MyckynHu KpaMnu Yeeru Yectu
boaxa B repba Heuectu -
Hapymienna gHa 6n0pendre | MHKIMOHHM HapylIeHys, HEKTYPUS, Heuectu -
A NEKOYHATEe HHTHMA MOBHOIEHA YECTOTA HA YPHHUpPaHE
b1.0peuno yBpekaane - Hewuectn
Anypus/onarypus - Penxy
Octpa 6p6peura HeOCTATHYHOCT - Penxu
Hapymenus aa HmMnioTedTHOCT Hewectn Heuectn
PENPOSYKTHBAATA CHCTEMA | ['HHeKOMacTHN HeuecT -
H repaaTa Epexnunna ancdyuxnpms Heuectn Heuectn
Obmn Hapynienns u Orok Msuoro yectH |-
e(heKTH HA MACTOTO HA IMepudepen eaem - Heuectu
NpAIOKeRNE YMopa Yectu -
I'pbaua 6oka Heuvecrn Heuectu*
Actenus YecTn Yecru
Bonka Heuectn -
Hepasnoaoxenne Heuectn Heuectun*
Hupexcus - Heuectu™*
Hacaennanns Iosuinasane Ha TenecHo Terno, 3aryba | Heuectn -
Ha TeNECHO Tero
Noswwer cepymen 6mpyGHH 1 - Penkun
NOBHLIEHR YepHORPpOOHHA eH3HMH
TlosHIaBaHe HA YPESTa B KPLETA B - %{é
cepymHuns Cinpy6uH {(Bx. Touka 4.4) & ;
INoemnenn 4epHOAPOOHH SH3UMM: Muoro pen.m( %

AJIAT, ACAT (naii-qecto ¢ xonecrasa)
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Hompkapake Ha XeMornoSHHa u - MHoro pexnxi
XEeMATOKPHTA

Hapansapanns, orpassnnsa | [Tanane - Heuectn*
H YCNOKHEHA,
BLIHAKHATH B pe3yarar Ha
HETCpPBEHOHE

* Yecmoma, uzyucaena Ha Gasa Ha KunuwiKy Yanumeanitsl 30 Hexcenanu Cobumus, noxyuenu om
CHOHMAHHU CHOOWEeRUA

Honsauvrenna nadopmaiga
¥ima cuoblenns 38 HIKTIOYHTENHO PE/IKH CITydaH Ha eKCTpanMpaMUNancH CHHAPOM TIpH yioTpeba Ha
6noKepy Ha KanIMeBHTE KaHANW.

Crofmagane Ha HOACIHPAHH HEIKEIAHH PEAKIINY

CrobmasaneTo Ha NOJO3HPAHN HEXXENaHK PEAKLMK ClIefl paspeliasate 3a ynorpefa Ha AeKapCTBEHHS
NPOJYKT € BaKHO. ToBa No380oNABa Aa NPONKIDKH HAGONCHACTO Ha ChOTHOMIEHHETO HON3a/PUCK 3a
NEKAPCTBEHMSA NPOAYKT. OT MeAHUMHCKHTE ClIeHAMICTH ¢ H3HCKBa Na ChoDIaRaT BCsAKA
ro03KpaHa HeKeNlaHa peakiims upes MampiniTenHa areHUHA 110 AeKapeTsaTa, yiI. ,,JaMsaH [pyes”
Ne 8, 1303 Codwmia, Ten.: +359 2 8903417, yeGcaiit: www.bda.bg.

4.9 {Ipenosmpane
Hama nudopmanus 3a npefiosdpane ¢ KOMGHHALMSTA OT EPUHZORPIUT H BMJIOAHITHH NIPH XOpa,
3a aMTOJWITHH OMTHTHT C NPEAHAMEPEHO Npeo3UpaHe NPH XOpa € OTPaHHYEH.

Custnmomu: OT HATAYHKTE TAHHU MOKE 14 C€ PeANOara, 4e HpH FOJISMO NPeA03Upate MOXke Aa ce
CTHIHE [0 H3paseHa nepudepHa BasoaMNaTauMA ¥ FE3MOKHA pednekcHa Taxukapaus. Mma
chOGIIEHNA 38 H3PA3EHA H BePOATHO NPONRDKATENIHA CHCTEMHA XHITOTOHHS 0 H BRHOYHTENHO HOK ¢
tharanen xpaii.

Hexapauorenen Genoapoben oTok ce crobulaBa paaKko KaTo NOCHeNyLa OT MpeJo3HpaHe ¢
aMJIOZIMTIMH, KOHTO MOYKE J1a Ce TIPOSBH Cbe 3a0aBeHo Hagaio Ha edekta (24-48 Jaca cnen
TIOTTIBINAHE) K NA H3NCKBA HIKYCTBEHA BEHTHNAWMA, PAHANTE peaHPMALMOHHH MEPKH (BKTIOUNTENHO
HAaTOBapRaHe ¢ TEJHOCTH) 3a NOAZbPXKaHE Ha nepdy3naTa ¥ cepaednnd aedut Morar ga Gonaar
YCKOpABaIH GaKTopy,

Jleuenue: WIMHMYHO 3HAYMMATA XWTIOTORMS NOPAQH NPe103upate HAa aMIOAUNMH W3HCKBA AKTHBHO
CBPASUHOCHA0BO MOATBPKALID JJEUEHHE ¢ YECTO MOHMTOPHPaHE Ha CHPACYHATA H JHXATCIHR
(yHKIHS, IOCTABAHE KPAHHMIIATE HA BHCOKO ¥ BHUMAHHE KBM LHPKyAaTopHHs obeM ¥ oTieneHaTa
YPHHa.

BazokoHCTPHKTOp MOXe Aa Oble NolieieH 3a BHICTAHORABAHE HA CHAOBHA TOHYC M KPBBHOTO
HandraHe, Npy MONOKEHHE, Ye HAMA TIPOTHBOMOKA3AHNUA 34 IpuaokeHreTo. HirpasenoseH kaniues
THIOKOHAT MOKe ia Gble noseseH 2a o0pbLuane Ha edexra OT HN0KATATA HA KATLMEBUTE KAHAIH.

B Haxon crryuad Moxe Ja e 1o0pe na ce Hanpasy croMatueH rasaxk. Ipu 3apasn 100poBoann

ynorpefara Ha AKTMBEH BRITICH [0 2 9aca Clleli NpHIokKeHHeTo Ha aMaonunul 10 mg noswxasa
abcopbuudTa Ha aMAOHITHH.
Toi KaTo aMIOIMIHH € C BUCOKA CTeNeH Ha POTEHHORO CBLP3BAHE € MAJIKO BEPOATHO
Owae nonesna.

3a MePHHAONIPHI JaHHATE OTHOCHO NPERO3BPAHE NPU XOpa ¢a OIpaHu4YCHH.
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CuMnTomiTe IIpH pexosupade Ha ACE uBXuGHTOPH MOTaT 1a BKITIOYBAT XUTIOTOHHA, HHPKY/IRTOPEH
IOK, €EKTPOIHTHH CMy1eHHs, Op0peyna HeloCTaTLYHOCT, XMIEPBEHTHARLMA, TAXHKAPHS,
nannurausy, Gpanukapivs, 3aMalBane, TPEBOKHOCT M KAULTHLA.

TIpesioprYHTENHOTO JICUeHue IPK NPEA03HpaHe € HHTPaBeHO3HA MB()Y3IN Ha HOpMATleH
duanosoruten pasteop. Ilpx Mogea Ha XHNOTOANS, NAUMEHTLT TPsGBa ia GbAe NIOCTABEH B LIOKOBO
AOAOKeHHE. AKO HMa BEIMOXKHOCT, MOXKE Jia ce 0DMUCIH NleyeHue ¢ WHOY3HA Ha SRTHOTeH3HH |1
H/H/TH HHTPABEHO3HO NIPHIOKeHHE Ha KaTexonaMuu. [lepHHIonprI MOXKe A3 Ce OTCTPAaHH OT
CHCTEMHOTO KphbRooOpauente ¢ xemonranysa (Bx. Toaxa 4.4). Jledenne ¢ neficMelikLp € nokasano
TP PEe3HCTeHTHA Ha neueHue Opandkapaus. Yecto Tpabpa aa ce nabmonasart xKU3HEHHTE NOKA3ATENH,
CEPYMHUTE SINEKTPOTHTH H KOHIGHTPAUMATS Ha KPEATHHHH.

5.  ®APMAKOJOI'WYHH CBOHCTBA
5.1 PapmakoduuamMaqHA CBOHCTBA

DapmaxorepanesTHuHa rpyna: CpejcTsa, NefcTBAINM BbPXY PEHHH-@HTHOTEH3WHOBATA CHCTEMA,
ACE muxuburopu n Gnokepu Ha xanuuesure kanam, ATC xoa: CO9BB04.

Hepunoonpur
Mexanussm Ha JelicTBHe

epunaonpun € HHxHORTOp Ha eH3MMa, KOMTO KoHBepTHpa auryorensuH I 8 anruotexsuy 11
(anrnotensyH koHBepTHpai eH3uM ACE). KonsepTHpaltdaT eH3uM, HiH KHHA34, € eK30TeNTHIA3a,
KOATO NO3BONSBA MPEBPBIIAHETO HA AHTHOTEHIHH | BbB Ba30KOHCTPHKTOPEH anruoTedsud I, kakTo H
NPHYHHABAHE Ha PasrpaKIale Ha BaloAWIaTaTopa GpPagMKHMHEE B HEAKTHECH XeTITANENTH,
Horuckanero sa ACE BoaH 10 HamaneHHe Ha anruorensud Il B ruiasMara, KOeTo BOOM [0 [TOBHUICHA
AKTHBHOCT Ha IIA3MERHA PeHMH (3pe3 MOTHCKaHe Ha o0paTHATA BPBL3KA Ha PEHHHOBOTO
ocBoboxzaBane) M HaMasieHa CeKpelya Ha anfocrepoH. Teit kato ACE unaxtuBupa SpansxunnHa,
noTuckatiero 5a ACE BoAn B 10 MOBHINEHA AKTHBHOCT Ha HMPKYJIMPAIATe H NOKAIHY KATHKpeHH-
KHHHH CUCTEMH (2 TaKa H aKTHBHpAHE Ha MPOCTarnasAMHOBATa CHCTeMa). BB3MOXHO e TosH
MEXaHHIBM & JOMPHHACH 38 HAMANABAINOTO KPEBHOTO Hanarane geHcreue na ACE urxaOuropere n
€ Y4CTHYHO OTTOBOPHO 32 HAKOM OT TEXHWTE CTPaHW4HH edekTH (Hanp. Kaluma).

Tlepunaonpun neficTea Ypes cBOA aKkTHREH MeTabonuT, nepusnonpwiat. Ocrananure MeTaGoNATH He
NOKA3B4T MHXHOHTOPHA aKTHRHOCT No oTtHomenne Ha ACE in vitro.

PapMaxoNHHaMHYHA ehekTH

XMNepronus

{lepHHIONDPHT € aKTHBEH BHB BCHYKH CTENEHM Ha XUNEPTOHMA: Jieka, yMepeHa, Texka; Habmonana ce
HAMA/ICHHE HA CHCTONMYHOTO W JINACTOIIMYHOTO KPBBHO HANATAHE B NETHANIO H H3NMPAREHD
NOJIOKEeHKE,

[Tepunponpun HamansBa ChIOBaTa PE3HCTEHTHOCT, KOETO BOAM A0 NOHWKABAHE Ha KPYPBHOTO
Hanarate. B pesyarar, nephdepHuaT XphBeH TOK HapacTBa, 6e3 ToBa Aa uMa edeKT BLpXY
ChpaeUHAaTa YeCTOTa.

Kato npapmio 6b0pevHNsT KPBBOTOK C€ HOBHID2BA, JOKATO CKOPOCTTA HA TIIOMEPYIIHATA QITpaLAs
(CI'®) o6HKHOBEHO € HEMPOMEHEHA.
AHTHXHIECPTEHINBHATA AKTHBHOCT € MaKCHMAITHA MeXy 4 U 6 Yaca ciiel eAHHHYHA 1039
noaAbpKa Hail-Manko 24 vaca: MUMUMankuTe edekTd ca okono 87-100 % ot makc Via

INoHyKeHHeTO HA KPBBHOTO HANATAHE ce paseuka Gp3o. TpH peardpaimuTte Ha neq
HOPMANM3HPAHE Ce NOCTHTa A0 eI MeCell i MPOAL/DKABA N1a Ce NoTEpxa Ges nogea;
TaxAdHIaKcra. ‘
Cnnpanero Ha NeueHHETO He BoM 10 o0paTeH edexT.
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Hepusinonpun Hamanssa neBoxaMepHaTa Xutieprpodua.

ITpu xopa, nepHHAOIPHA AOKA3aHO NPOABABA BA3OAMNATATOPHH cBokctea. Toit moxobpasa
€NIaCTHYHOCTTA Ha FOJIeMUTE apTepuy 1 TIOHWKARA ChOTHOIICHUETO CTEHA/JIYMEH Ha MATKHTE
ApTePHN.

TlaumenTn cbe crabunna xoposdapsa Gogect

Tlpoyusanero EUROPA ¢ MHOTOUEHTPOBO, MEXKIYHAPOAHO, PAHAOMEIHPAHO, ZBOHHO-CIALD,
KOHTPOJHPAHO ¢ Iaet0 KIHHWIHO HPOyUBAHE, NPOABIKIIO 4 rogHHN.

12 218 naumesTu Ha BE3pacT Hax 18 romuay ca paHAOMM3BPAHHM 12 NONYYAT 8 mg NepuHAOTpHA
Tepr-GyTrHnaMuR (ekBHBICHTHH Ha 10 mg nepuHnonpwios apriuuun) (n=6 110) uan naauebo

(n=6 108).

Tlpoyuenara nofyaauus € ¢ AAHHY 33 KopoHapHa Gosect Ha cupuero 663 JaHHEM 33 KITMHAYHO
nposBeHa CEpACYHa HenocTaThuHocT. O6mio 90% or narpesTiTe €A ¢ NPEAXOACH MHOKAPAEH
HHbapKT B/HITH MpeAxoAHa KopoHapHa peracKynapizalms. [ToBeueTo OT MalHeHTHTe ¢a ROTYYHIIH
7eKAPCTBO [0 HPOYYBAHETO B NONBIHEHME KbM KOHBEHIMOHANHO JIeUeH e, BKIOMBALIO
TpOMOOHMTHY HHXHOHTOPH, MPOAYKTH 33 NOHUKABAHE Ha THITHANTE U HeTa-6l0KepH.

OcHoBHHAT KpuTepHii 3a eUKACHOCT € ChCTABEH ki BIUIIOMBA CHPAEUHOCHA0BA CMBPTHOCT, HedaTaneH
HHGAPKT Ha MHOKAPAa H/HIH CHPAEYUEH apecT ¢ yeneiHa peanuMatiis. Jleuenuero ¢ 8 mg
NepHHAONIPHN TepT-OyTHnaMyH (exBUHBANCHTHE HA 10 Mg NEPUHAOUPUIOB apTHHUH) 2HH ITHT
AHEBHO BOIK JI0 3HAYMTENRO aGCOMOTHO NMOHHKGHHE Ha GCHOBHATa KpaiiHa Touka ¢ 1,9%
(oTHOCHTENHO TioHIKeHUE Ha pucka ¢ 20%, 95%CI [9,4; 28,6] — p<0,001).

[Ipu naumeHTH c aHAMHEe3a Ha MHOKapAeH HH(papKT WK peBacKynapusalnsa, ce Habmoaasa
abcosroTHO Hamanenue ¢ 2,2% croThercTBamo Ha RRR ot 22,4% (95%CI [12,0; 31,6] — p<0,001) B
OCHOBHATA KpaliHa TOUKA B CpaBHeHKeE C w1ane6o.

Hannu om xnunwunume npoyveanus 3a 060lNG BI0KAOG HA CUCTNIEMAMA PEHUH~AHZUORIEHIUH-
ardocmepon (PAAC)

JBe ronemn painoMuzupadn xosTponaupany npoyysarut — ONTARGET (ONgoing Teimisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyino rno6anso usnutsare 3a
KpafiHH TOUKY Ha TeIMHCAPTaH, CAMOCTOSTENHO H B koMOuHamuy ¢ pamuapiia) 4« VA NEPHRON-D
(IKranuaHO NpoyYBaHe CBBP3EHO ¢ PasBUTHE Ha Hedpornarua npu auaber, MPOBEASHO OT
MuHKCTEPCTBO 110 BBIIPOCHTE Ha BETEPaHKTE) ~ HPOY4BaT yrorpebara Ha koMOunauusta or ACE
uHXMGHTOp M aurvorersuH I petuenropen Gnokep.

ONTARGET e npoyuraHe, IpOBeICHO NPY MANKMESHTH C AHAMHERA 33 CHPAEYHOCHAOBA HIH
MO3BYHOCHAORA DolecT, Wi 3axapeH nHaber TUN 2, IPUAPYKEHH ¢ AAHHH 33 YBPEXKIaHe Ha
edexropny opraiu. VA NEPHRON-D e npoy4sane 1mpu nauHeHTs ¢he 3axapeH quaber Tan 2 u
nuaberna Hedponarhs,

Tesn nmpoyyBasua He NOKa3BaT 3HaYMM OnaronpusteH edekT BrpxXy Gulpeunure Wik
CLPAEYHOCHA0BHTE NOCIENMIN U CMBPTHOCT, KaTO ChUIEBpEeMEHHC ¢8 HaboNaBany NOBUINICH PHCK
OT XMIIEPKATUEMHA, OCTPO yBpexaHe Ha Os0petHTe WHIH XHITOTOHHA B CPABHEHHE ¢
MoHoTepanuaTa. Kato ce WMar npeaha cXxoaHsTe WM (papMakoINHAMIYHY CBOUCTBR, TE3N pe3ynTaTH
ca nputoxBMHY H 38 Apyrd ACE naxuburopy 1 anruorenzuH Il penenropuy Grokepu.

ACE mmxuburopu v anrrorensus Il peuernrropan Gnokepy clie10BaTeNHO He TpabBa Aa ce M3MOoN3Bar
€AHOBPEMEBHO [IPH MAlHMEHTH ¢ iabeTHa HedpoliaTua.

ALTITUDE (Kminuuro npoyysake NpoBeeHO ¢ ATHCKMPEH NPH NALMEHTH Cbe 3axapeH quaber

THIT 2 C H3MOA3BAHE HA CHPAEHHOCHA0BH ¥ OB0petnn 3a00NABaHMA KAaTO KPalHH TOYKH) € poy4BaHe,
npeaHasHaucHO Ja M3CAeNBAa NON3aTa OT N06aBIHeTo Ha ATMCKHPEH KbM cTaHgapTaa Tepanns ¢ ACE
HHXUOWTOP WiH auruoTensuH Il penenmopen 6oKep MpH NALMEHTH CbC 3aXaped AuabeT

XpoHuYHO GBOpeuHo 3a00sMBaKe, CHPACTHOCHA0BO 3abonsBade Wnu U aeere. [Ipoyusaugy
TIPEKPATEeHO MIPEKACBPEMERHO NTOPAIH TOBHIIEH PHCK OT HeONaronpMATHY HOCIEHL)
CHPACYHOCHAOBATA CMEPT, TAKA M MHCYIITET €A NO-YECTH B TPYTIATA Ha AJTHCKHPEH, O 7
rpynarta Ha nianebo, a NpeACTaRAIBALIMTE HHTEPEC HeAXeTaHH CEOHTIS H CEPHO3ZHH i
chOMTHA (XuNepKanneMus, XHIOTOHHA H 6b0pedHa tuchynkums) ce crobinasar no-Yels
Ha aJIHCKHUPEH, OTKOJIKOTO B IpynaTa Ha nnanebo,
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Aminodunun

Mexasm3beMm Ha JelicTBHE

AMIOIMITHH € HHXHOHTOP OT AMXHAPONUPHIHHOBATA IPYIIA HA HHPIYKCE Ha KaaupesHre HORM
(6aBen Gnokep Ha KAHANHTE MK AHTATOHICT Ha KaNfHEBUTE HOKBY) H TOTHCKA TPaHCMeMOpaHHNu
vHGIYKC Ha KaTUHEBH HOHH B ChpPJEYHATA W CHAOBA TNIAZKA MYCKYIaTypa.

MexaHH3MBT Ha RHTHXHMIICPTEH3UBHOTO NEHCTBHE Ce Nb/DKH Ha HPEKTEH pesiakcHpan] ePeKT BEPXY
ChAOBATA raAKa MycKkynaTypa. TOMHHAT MEXaHU3LM, IO KOKTO aMAouIRA 00JexyaBs
CTCHOKAPAHATA HE € HAITBITHO YTOUHEH, HO AMNIIOAMIHE HaMangea oGIHAT HCXEMHYEH TOBAp upes
C/eNHRTE BE AeHCTBMA:

. AMIONHNHE JANaTvipa nepudeprute apTepHONHM M Taka HaManssa obmoTo nepudepHo
CHNpOTUBICHHE (CTIEHATOBAPBAHE), CPEmLy KoeTo0 paboru chpuero. Thil kaTo chpacuHaTa
4ECTOTA OCTABA CTAOMNHA, TOBA pA3TORAPRAHE HA CHPLETO HAMANFRA KOHCYMALIMATS HA CHEPrs
OT CBPAEYHHS MYCKY]l M KMCAOPOIHHTE NOTPpeOROCTH.

. MexauuamMbT Ha ieHCTRHE HA AMITOJHITHH BEPOATHO BKIIOYBA H IWIATALMA HA OCHOBHHUTE
KOPOHAPHM aPTEPHH M KOPOHAPHKTE APTEPHOIH, KAKTO B HOPMAIHUTE, TAKA B B HCXEMHIHUTE
Y4acThlM. TORa JHIIaTHpasE MOBHINABE HOJABAHETO HAa KMCIOPO] KbM MUOKApPAa [pH
NaUMeHTH ChC CNA3thM Ha KOPOHapHuUTe apTepuy {aHrnHa wa [Tpunimeran).

DapmakonvHaMU4EY edheKTH

IIpy nanmenTn ¢ XHNEPTOHHA, ZOIHPAHETO EAHH ITHT JHEBHO OCUTYPSBA KIHHHYHO 3HATHMO
NOHIKEHHE Ha KPBBHOTO HATATAHE KAKTO B JIETHAJO, TAKA H B M3ANPABEHO NOJMOKEHUE Pe3 Leus
uHTepBan or 24 daca. [fopagyn 6aBHOTO HauanHO AeiiCTBHE, OCTPATa XMIIOTOHKA HE € XapaKTepHa 33
NPWIOKEHUETO Ha aMITOJHITHH.,

[pH MaUMEHTH ChC CTEHOKAPZHS, NPHIATAHETO eUH BT JIHEBHO Ha AMIOAHIIAH HOBHINABA 06IOTO
BpeMe Ha GHIHHECKO HATOBAPBAHE, BPEMETO 10 HAUANO HA CTEHOKAPIHHA HPHUCTHI U BPEMETO 10
moTuckate ¢ 1 mm xa ST cermMenTa, KaTo HaMansABa KaKTO YeCTOTATE HA CTEHOKAPAHKTE NPUCTHIIH,
Taka ¥ KOHCYMaUIHATa Ha TablleTkn MHIepHITPHHUTPAT.

AMIORHIMH HE C€ CBBP3BA € HEXENaHH MeTa0oNMMTHY eexTH By IPOMAHA B IIA3MEHHUTE NTHIHAK H
€ IOAXoAALL 32 ynoTpeba npy NALMEeHTH ¢ acTMa, AHaleT H nojarpa.

HaunernTd ¢ nexemutna Gonect Ha ewpuero (MBC)

EdexTupnocTTa Ha aMIIONHMIIHE B NIPEOTBPATABAHE Ha KAHHHYNH cOMTHS mpy nanuenTtw ¢ UBC ¢
OLIEHEHO B HE3ABUCUMO, MHOTOLIEHTPORO, PAHAOMHUIRPaHO, ABOHHO-CIATIO, KOHTPONMUMPAHO ¢ ianedo
npoydpare Ha 1 997 naumenTH; CpaBHEeHHS HA AMIOIHITHE € €HANANPII TIPK OrpaHWYABAHE TOSBATA
Ha Tpomboza (Comparison of Amlodipine vs. Enalapril to Limit Occurrences of Thrombosis —
CAMELOT). Or Te3y nauMenTy, 663 ca nekyBadH ¢ amwioaunmH 5-10 mg, 673 ca Nekysanu ¢
enananpui 10-20 mg u 655 naumeHTH ca nojy4asany nnaineto B J0MRIHEHHE KbM CTAHAAPTHO
JIEYEHNE ChbC CTATHHM, GeTa-0I0KepH, AMYPETHUM | ACTHPHH B IPOABDKEHUE HA 2 TOXMHH,
OcHoBHITE PE3YNTATH MO OTHOLIGHHE Ha eyHKaCHOCTTa ca Npencraseny Ha TaGmuua 1. Pezyarature
TIOKA3BAT, Y€ NEYSHHETO C AMIOAHITHH ¢€ CBBP3BA ¢ N0-MANKO XOCTIMTANN3AlMH 34 CTEHOKAPRHA
NPOLEAYPH 32 peacKyJliapizalia npn nanperry ¢ UBC.

Tabanua 1. Yectora Ha 3gaynMne xinanysd pesyarata 8 CAMELOT

Crpaeanochaosu crouras, Spoi (%)
Pesynratn Amnogamin | Ylnauebo Enananpun

TIepeyuna kpaiina Touka
CupaeuHOCHI0BK 110{16.6) 151 (23.1) 136 (20,2}

HeXxenauy crOHTHI
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e ausuIyaaHu

KOMITOHEHTH

Koponapha 78 (11,8) 103 (15,7 95 (14,1) 0,73 (0,54-0,98) 0,03
PeBACKYAapH3ALMS

XocnuTanuzanus 3a 51(7,7) 84 (12,8) 86 (12,8) 0,58 (0,41-0,82) 0,002
CTEHOKAPAKA

Hedaranes HM 14 (2,1) 19(2,9) 11 (1,6) 0,73 (0,37-1,46) 0,37
Hucynr wma TIA 6 (0,9) 12 (1,8) 8(1,2) 0,50 (0,19-1,32) 0,15
CrupagqHOCHI0Ba CMEPT 5(0,8) 2(0,3) 5(0,7) 2,46 (0,48-12,7) 0,27
Xocnuranuzanys 3a 3CH 3(0.5) 5({0,8) 4 (0,6) 0,59 (0,14-2.47) 0,46
Peanumupan chpaeuet 0 4 (0,6) 1{0,1) NA 0,04
apect

Hosormoasina ce 5(0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
nepudepHa CEA0Ba

Sonecr

Crekpauiennna: 3CH - zacrofina cepaeyna HeaocraTeynoct; Cl - nopepurenen narepsan; HM -
pH(apKT Ha MHOKapaa; TIA - npexomHo HAPYLIEHHE Ha MOZBYHOTO KPhBOOGpanieHne.

¥Yrorpeba npy MANHEHTH ChC CEPASYHA HEAOCTATEYHOCT
XeMOAMHAMHYHH NIPOYIBAHUA K TIPOBEACHH Ha Ha3a PH3IMUECKO HATOBAPBAHE KOHTPOIHPAHH

KIMHUYHH #30HTBaRNA npy napxenty ¢ Knac 11-1V cepaeuna Hepoctarsynoct no NYHA niokassar,
4e aMIOJNNHH HE BOAX N0 KITHHWYHO BIIOIIABAHE CIIOPEA HIMEPEHHA MPE3 TOJIEPAHC KBM (PHIHYECKO
HaTOBAapBaHe, (PpaKiiMd HA H3TIACKBaHE Ha JITBATa KAMEPA M KIHHUYHA CHMITTOMATONOTVS,
Kowrponspato ¢ maane6o npoyusasne {(PRAISE) npemnasHadeno 3a oneska Ha natumedtd ¢ Kiac I11-
IV cbpaeuna wenocTathunocT no NYHA, nodyyasaii aurokcus, auyperui ¥ ACE wuxuGuropu
MoKa38a, ¢ aMJIOAHITHH HE BOJM JI0 NOBHINABAHE HA PACKA OT CMBLPTHOCT WY KOMOHUHpaHa
CMBPTHOCT H 32007i€BAEMOCT CBC ChPIeYHa HEAOCTATHHHOCT,

TTpu npoceMBAINO, MPORRDKHTENHO, KOHTPONHpaHo ¢ wauebo npoyusate (PRAISE-2) ua
amMnogHNEH NpY naupenTh ¢ kinac 111 v IV cepaeuna venoctarsynoct o NYHA Ge3 kiuumaHy
CHMMITTOMH WK OOEKTHBHH HAXOAKY, MPERIONaraiy win o0ycnapauy nexeMudHo 3abonssane, Ha
crabunni go3u ACE uaxuburopn, nurimaine | JMypeTUili, aMIOAHNHHE HAMA eeKT BBpXy obLIaTa
CEPACYHOCHAOBA CMBLPTHOCT. B ChillaTa MoNynals aMIoAHIIHA C€ CBBP3Ba C NoBeYe ChODIIeHNS 38
GenonpobeH otok.

Hsnuteane ¢ nedenre 3a npodu Ha ChpAeYeH IPUCTHN (A
PangoMusHpano, ABOHHO-CIANO NPOYYBaHE BHPXY 3a00N€BAEMOCT ¥ CMEPTHOCT CBC 3aITIABHE
Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)
(M3MTBAHE HA AHTHXHNEPTEH3HBHO H HAMAIMBALO SNITHIUTE JieueHHe 32 NPeNOTBPATIABAHE HA
CHPAEHCH NIPUCTHIT) € NPOBEJCHO 32 CPABHABAHE HA TO-HOBHTE TePANHH: aMRORHNHH 2,5-10 mg/nen
{Onoxep Ha KanuveBHre KaHaMH) win dr3unonpun 10-40 mg/neH (ACE unxuburop) kato mepeu
1360p H THA3HAHAA NMYPETHK XJopranuiod 12,5-25 mg/nen npu jeka A0 yMepeHRa XHrepToHus.
OO0 33 357 nauxeHTH ¢ XMNEPTOHUSA HA BL3PAcT 55 WK 1OBeYe rOSHHA CA PAHAOMU3HPAHH H
NIpOcefeHH cpeaHo 4,9 ronuny. TlanyeHTHTe ca HMaNH Hali-Manko euH JONbIHHTENEH PHCKOB
taxrop 3a KBC, BnounTenso: npeaxoaen MEGAapKT Ha MHOKapAa WIH HHCYAT > 6 Mecerja npeny
BKJIIOUBAHETO HIH JOKYMEHTALHA 3a ApYTo atepocknepoTiutio CC3 (obwmo 51,5%), auaber Tin 2
(36,1%), HDL-C < 35 mg/d] (11,6%), nesoxamepna xuneprpodus, auardoctatapara ¢ EKI™ win
exoxapanorpabus (20,9%), Hacroauu myiuayu (21,9%).

QcHopHaTa kpaitHa TouKa e cheTapia ¢ paranta KBC unu nedaraner muokapaen undapkr, Hama
3HAYHTENTHH Pa3fluKy B OCHOBHATA KpakHa To4Ka MeXAy Oa3HpaHara Ha aMJIOJHIIHH Tepanns ¥
Ga3zypaHaTa Ha xnopranuaoH repamus: RR 0,98 (95% C1(0,90-1,07) p=0.65). Cpen BropHuHnTe
KpaHHH TOUKH, YeCTOTATa Ha ChPACYHA HEIOCTATHYHOCT (KOMNOHEHT Ha ChCTaBeH KoMb

rpynata Ha xnopranuacH (10,2% cfy 7,7%, RR 1,38, (95% CI (1,25-1,52] p<0,001
3HAYNTENHH PA3THKH 8 CMBPTHOCTTA TIOPAH BCAKAKBH NPHYMHE MexKy Oasupan z@' 3/ay
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Heduampuuna nonyrayus (na ev3pacm 6 u nosewe 200uny)

B npoyusase ¢ 268 zetia Ha Bp3pact 6-17 roguHN ¢ NpeJUMHO BTOPHYHA XHIIEPTOHWA, CPABHABALIO
2,5 mg ao3a ¥ 5,0 mg no3a aMIOAMIIMAH C IyIANeto Ce YCTAHORSRA, He U ABETE 03H HAMANIBAT
3HAYMTENHO CHCTONHYHOTO KPEBHO HALArAHES CTATHCTAYECKH 3HAYHMO NoBeye oT mnarebo. Pasnnkara
MEKIY ABeTe AO3H HE € CTATHCTHYECKH 3HAYHMMA,

5.2 ®PapMaKoKHHETHIHH CBOHCTBA

CxopoctTa ¥ pasMepsT Ha abcopGius Ha MEPHHAOIPHI H aMAOIHITHE OT XOMOMHAUUATA He ce
PavIHYaBa 3HAYHMO OT CKOPOCTTa ¥ pa3Mepa Ha abcopO1iua Ha NePUHAOTIPHI M aMIIOIHTIHH OT
HHIHBHYANHHTE TabneTHu gopmu,

Hlepunoonpun

Af6co

Cnen nepopaiHo NpWICKEHAE, abcopOumaTa Ha nepHHAONPIWT e Opp3a ¥ MAKCHMATHN KOHUSHTPaLH
ce gocTurar 1o 1 Hac. IinasmesuaT MOmy»KHBOT Ha TIEPHHIOTIPYNA € paBeH Ha | [ac.

[lepunponpun e npeanexapcreo, OT NpHIOKEHATA 032 TepUHAOTPHI, 27% HocTHraT
KppBOOOpALIEHHETO KATO AKTHREH MeTaboNNT NePHEAONPIIAT. B A0Mb/IHEHEE KBM aKTUBHNA
NepHHIONPUIAT, NEPHHIONPIT HMA eT MeTaboaHTa, BCHUKM Te ca HeakTHBHH. Makcnmanuu
Nna3MeHH KOHUSHTPaLMK Ha TICPUHIONIPHNAT o€ JOCTHTAT 3a 3 A0 4 Jaca.

[IpuemareTo Ha XpaHa HAMAIABA IPEBPBIIAHETO JI0 NEPHHIONPWIAT, OTTYK ¥ GHOHANMYHOCTTR,
NopajgH KOETO NePHHAONpPHIN Tp3OBa Na ce npusara nepopaiso Karo ¢AHOKPATHA JHEBHA I03a CYTPHH
TPEAN XPaHeHe.

JokazaHa e MuHeliHA BPR3Ka MEXKIY A103aTa NEPUHIONPHI H HeHHATA MIA3MEHa eKCIIO3KIMA.

Paznpenenenne

O6emET Ha pasnpeaeneRne e npubmauTenno 0,2 Vkg 3a Hechup3al nepunonpunar, Cepp3gaHeTo Ha
MEPHHAONPHNAT ¢ Ia3MeHuTe npotensi e 20%, rasHo ¢ aHIHOTCHIHH KOHBEPTHPAIIMY SH3HM, HO €
3aBHCUMO OT KOHLISHTPALMATA.

EnviMunupane

Hepmmonpma'r C¢ CIMMHHHDA ¢ YPHHATA U TCPMHHATHHAT NOMYKHBOT Ha HECBbP3aHATA (})pam.um ¢
HPHGJIHBPITGHHO 17 Yaca, KOETO BOOH 10 NOCTHIAHE Ha PABHOBCCHO CHCTOAHHEC 34 4 nuy,

Cneyuannu nonyaayuu

EnvmMuHHpaHeTo Ha NEpHHAOTIPHIIAT € IOHIKABa NPH NALMCHTH B CTAPYECKa BE3PACT, & ChINO U TIPH
NMAaUHEeHTH ChC ChpAevHa M 6B0peyHa HepocTaTRUHOCT (BK. Touka 4.2). Hopaau Topa obugaiiHoTo
MeAMIHHACKO NpocliegBaHe e BKIOYBA H€CTO MOHHTOPHPAHE Ha KPeATHHHH U Kauki,

Yeproopobno yepesicoane

JManyHUAT KIMPEHC HA NepHHIONPHAAT € pased ha 70 ml/min,
Kunernkara Ha nepHHIonpyn ce NTPOMEHA TIPH HALMEHTH ¢ IMPO3A: YEPHOAPOOHHAT KIHPHHC HA
MalfquHAaTa MOJIeKylia Ce peAyuHpa HanonoBuHa. Kommectsore Ha popmEpatis NEpHHAOIPUIAT
ofade He ce HamManABa M NOPaJH TORA Be ¢ HeDX01MMO J1a C& KOPHTHpa 103aTa (BK. TOYKH 4,

Amrodunun

Abcopbipas, pasnpeneieHie, CREPIBAHE C IAIMEHUTE IPOTEHHH

Crnei nepopanno NPHICKEHHE HA TEparleBTHYHY 103K, aMIOAHIMH ce aficopdupa
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MAKCHMAJIHH KPEBHY HuBa MexRy 6-12 yaca cien npuem. AGcomoTHaTa GHOHAMIMHOCT € Mexay 64 1
80%. OGembT Ha pastipeneneHie € nprbmmurento 21 Vkg. IIpoydasanus in vifro NoKa3ear, e
npubiusHTenso 97,5% OT uMpKy/Hpalays aMAOIHINH Ce CBHP3BA ¢ IUIA3MEHHTE NIPOTCHHA.
BHOHANKMYROCTTA HA AMNOIMNIVE HE CE BITMAC OT IPMEMA Ha XpaHa.

Brorpanchopm eIMMIHUDAHE

TepMHHANHHAT MNA3MEH eTHMHHALHOHEH MOMYXKMBOT € 0K0J10 35-50 yaca u CLOTBETCTRA Ha
HO3UPAHE E€HH (THT AHEBHO. AMIOIHIHE ce MeTaloliHaupa eKCTEH3NBHO OT YepHMs apob Ao
HeaKTHBHH MeTabonaTh, kato 10% OT 0OCHOBHOTO cheMHeHHe H 60% ot MeTabonHTHTE ce

CKCKPCTHPAT ¢ YPHHATA.

Cmapvecxa svapacm

BpemeTo 3a nocTuraHe Ha MaKCHMARHH MI23MEHY KOHUEHTPAIAH HA AMIIOIMINH € CXOAHO [IPH Xopa
B CTAPUECKA BHIPACT H NMO-MIAAH RHAMBHAH, IUTHPEHCRET Ha aMNONMITHE € ¢ TeHAeHId Aa ce
[IOHIDKABE, KOEeTO BOAH A0 nonpmedd AUC M eTUMHHALMOHEH NOMYKHBOT MIPH NALMEHTH B
crap4yecka po3pact. [losmuasaneto Ha AUC H eMMMHBALHOHHUA [OIYHBOT IPH NALMEHTH CBhC
3aCTOHHA CHPIEYHA HEAOCTATEUHOCT C4 CHIOPS O4aKBAHWTE 32 HPOYUEHHTE BE3PACTOBM IPYIM
DalKeHTHU.

Yepnoopobuo yspeocoane

HanuuayTe KIMHHYHY N2HHY 32 NPHNOKEHHETO Ha AMAOMHMITHH PH HAUHCHTH ¢ YEPHOAPOOHO
YBpeXaane ca MHOTO orpanireHH. [TanpeHTHTe ¢ Y4epHOAPOOH2 HEAOCTATEYHOCT ¢a ¢ HAMAJIEH
KIHPBHC Ha aMITOJMITHH, KOSTO BOAK 10 YARLKEH NOJyKHBOT B nognmasane Ha AUC ¢
npubiuzuTeHO 40-60%.

5.3 Ipeaxrunuvnn Janed 3a Ge3zonacuocy

lHlepundonpun

B npoy4ranu# 3a XpOHHYHA NIEPOPANHa TOKCHMHOCT (IUTBXOBE K MAMYHH), LEJCBHAT OpTaH €
616pexsT, ¢ 0bparumo yspexuane.

He ce nabnionasa MyTareHHOCT fpH NIPOYHBAHHA i7 Vitro WIH in vivo.

[poyuBaHAATa BBPXY PERPOAYKTHBHATA TOKCMYHOCT (TUTHXOBE, MHUIUKH, 3ali H MaliMyH:) He
[okasBat AaHHY 33 eMOPHOTOKCHYHOCT MITH TepaToreHHOCT. HAXHUOHTOpHTE Ha aHTHOTCH3WH
KOHECPTHpaIIMA eH3HUM 06ate, KATO KIAC, 0Ka34HO HHAYLHPAT HEKENAHH Peakiy, CELPIaHM Che
3abaBeHo pa3sBHTHE HA IUIOKA, BOACING O CMBPT Ha NIOJa ¥ BPOAEHH Ne(eKTH pH rPH3aun i 3aiy:
HaGmonasanu ca 6u0pedns ey H NOBHIIEHA2 NEPH- ¥ TIOCTHATANHA CMEPTHOCT.

He e nabmonapana KapLUHOTEHHOCT iPH NPOIBIDKATENHE NIPOYYBAHUA Ha [UIEXO0BE M MMIKH.
Amaodunuy

PenponaykTRBHHTE NPOYHBAHHA YIPH IUIHXOBE H MHIUKY TIOKA3BAT 32GaRAHE 110 OTHOWEHUE AATaTa Ha
paxaaHe, yAb/KeHa NPOABDKUTEIHOCT HA PRKAAHETO i HAMAICHE MPEXHBASMOCT H2 HOBOPOIEHHTE

npy A034 nprbiasATenHo S0 METH NO-BYCOKM OT MaKCHMATHO NPEROPEYHTENIHATE JO3M 32 XOpa Ha
Gazara Ha mg/kg.
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Eperm evpxy dpepmunumema

Hsama eeKT BEpXY (pepTHIMTETA Ha ILTEXOBE TPETHPAHH ¢ aMNOTHMMH (MEKKY 33 64 HH M KEHCKH
33 14 nuw npeau 3auesane) npH zo3u ao 10 mg/kg/nen (8 nbTH* MaKCUMANHATA NPETOPBEYHTETHE
f[03a rpy Xopa ot 10 mg Ha 6a3a mg/m?). B npyro npoyusake, NpH KOETO MEKKH MIBXOBE ¢a
TPEeTHpaKH ¢ aMnomHiHOB Ge3unar 3a 30 JHu B 1034, CPABHHMA ¢ TA3H npu Xopa Ha Gaza mg/kg, ce
YCTAHOBSBA HAMATTABAHE HA TUIAIMEHMA (PONMKYTOCTHMYMTHPAIT XOPMOH H TECTOCTEPOH, KAKTO B
HAMANgBAHe NITBTHOCTTA Ha CriepMata # Opos Ha 3peiHTe COepMAaTOR0HIM ¥ KIeTKH Ha Sertoli.

Kapyurnozenesa u mymazenesa

IIrexose 4 MUIIKH TPETHPAHH C AMJIONHNHUH B XPaHaTa B NPOALIDKEHME Ha JBe TOAHHH, B
KOHUEHTPALHH, HIYAC/IEHH 13 OCHIYPSBAT HYBA Ha AHeBHA no3a 0,5, 1,25 # 2,5 mg/kg/nen ne
NOKa3BaT NaHHy 33 KapimsoresHoct. Hali-eucokara go3a (3a mymikn, nogoGHa Ha, B 3a IUTEXO0BE JBa
NETH* MaKCHMAITHATA NPENOPHUNTEIHA KITUHH4HA 1032 0T 10 mg ua Gasa mg/m?) e Gnuska o
MaKCHMANTHATA NOHOCHMA 1034 34 MUILKH, HO HE H 32 ITHXOBE.

HpOY‘IB&HHﬂTa 3a MYTAIrCHHOCT HE [IOKa3paT JCKapCTREHO oﬁycnonerm EQ)CKTH Ha FCHHO HWiH
XPOMO30OMHO HHBO.

* Ha 6asara ua naunent ¢ terno 50 kg.

6. PAPMANEBTHIHN ZAHHH

6.1 Chscbk Ha NOMOITHETE BEMECTBA

Harpnes xuaporenxapGonar

Ilosunos K 30

Hsomant

MukpokpucraiHa Heryrosa

Hartpues BuipecteH raukoaar (Tun A)

Marnesnes creapat

6.2 HechbBEMECTHMOCTR

Henprioknmo

6.3 Cpox Ba rogaoct

24 mecetla

6.4 Chennaing ycaoBRA HA CLIpANERNE

To3u nekapCTBEH NPONYKT HE H3UCKBA ClELHANHE TEMIICPATYPHH YC/I0BHS Ha CHXPaHCHME.
Ja ce cbxpaHABa B OPUTHHAIIHATA OITAKORKA, 3a JI& C¢ NPE/ITiasH OT CBETINHA ¥ Biara. CrXpaussaifte
OTIAKOBKATA 3a TAGNETKM [LTHTHO 3aTBOPEHA.

6.5 Bug n enappKaHHe HA OHAKOBKATA

bana HenpospauHa PP onakobka 3a TabneTkH 1 6sa Henpozpaura PE janymanka cke cymmren ¢
PE n03aT0p CBC 3aIHTA CPELLY OTBApAHE.

3annam S mg/5 mg rabaeTki

Onmakosk ot 10, 30 1 rpynosa onakoska ot 90 (3 onakoskn x 30) tabnerka.

Jannam 5 mg/10 mg, 10 me/S me, 10 mg/10 mg TabiaeTkn
Onaxopkn ot 30 u rpynosa onaxoexa ot 90 (3 onakoekn x 30) Tabnerky

He BeHUKYM BUOBE ONAKOBKH MOTAT 112 6BbAaT IyCHATH Ha nasapa.
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6.6 Crenmainn npeNNa3EH MePKH UPH HIXBHLPIAHE

HaMa crienpanie WRHCKBAHAY.

7. TIPATEXATEJ] HA PASPEIEHHETO 3A YIIOTPEBA
TevaB.V.

Swensweg 5, 2031 GA Haarlem

Hupepnannus

8. HOMEPA HA PAZPEIIEHHETO 3A YIIOTPEBA
3anmam 5 mg/5 mg rabnetkn Per. Ne20210269

3annam 5 mg/10 mg Tabnerxu Per. Noe20210270

3annam 10 mg/5 mg Tabnerxku Per. Ne20210271
3annam 10 mg/10 mg rabnerku Per. Ne20210272

9. JATA HA IIBPBO PABPEIABAHEATOAHOBSABAHE HA PA3SPEIIEHHMETO 3A
YIIOTPEBA

Hata Ha WepBo pazpewasane: 03 cenremepu 2021 1,

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

23/06/2022
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