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KPATKA XAPAKTEPHCTHKA HA MPOAYKT

1. HME HA JEKAPCTBEHHSA MPOIVKT

Cronpunt Kom6o 10 mg/5 mg Tabnerxn
Skopryl Combo 10 mg/$ mg tablets
Cxonpun KoM60 20 mg/10 mg taGneTkn
Skopryl Combo 20 mg/10 mg tablets
Cxonpuan Kombo 20 mg/5 mg raGnerku
Skopryl Combo 20 mg/5 mg tablets

2. KAYECTBEH H KOJIHMECTBEH CBCTAR

Cxonpua Kombo 10 mg/5 mg Tabrerxn

Besaxa tabaerka cpappxa 10 mg amsuHonpr (kato Auxuzpar) u S mg aMIONHITHH (kaTo 6e3mnar).

Cxonpan Komb6o 20 mg/10 mg Tabnerky

Bcdxa tabretia chaAbpika 20 mg nu3pHONpIuI (kato nuxuapar) u 10 mg amnommmn (karo Gesmiar),

Cxonpun Kom6o 20 mg/S mg TaGnerkn

Besika Tabrierxa chaspika 20 mg MsuHonpE (kato AHXMAPAT) ¥ 5 mg amIoaumal (karo Geamnar).

32 mumns CHHCEK HA NOMOUTHHTE BEINECTBa BIDKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerxa

Cxonprn Komb6o 10 mg/5 mg TabneTxu

Kporma, 6enu 1o nouTH Genm, nhocks TabeTk ¢ nvameTsp 8,00 + 0,15 mm, ¢ daceTka u nemrenua
UEepTR OT €JHATA CTPAHA H C rPAaBHPaH HaamMe ,,L A“ ot apyrata crpana.

Jenutennara uepra ¢ caMo 3a yllecHsBaHE Ha CHYMBAHETO C e TI0-NECHO T'HIITAHE, 4 HE 32 paslieNIHe Ha
PABHM JO3H.

Cxonpun Kom6o 20 mg/10 mg Tabnetku

Kporin, 6emu a0 noarn Henu, ABOHROHSIBKHA TaGIeTKH C AaaMersp 11,00 + 0,15 mm, ¢ genurenua

HEPTa OT €AHATA CTPAHA U ¢ TPABHPAH HAAMUC ..l A 2“ ot apyrara cTpana.
TaGnetxata Moxe na Guae pasneneHa Ha PABHH 03K,

Cxompun Kom6o 20 mg/S mg Tabnerxn

Kprriu, Gemit 20 nowmy Genvt, NBOMHOMBITEKHANH TAGHETKE ¢ auamersp 11,00 + 0,15 mm, ¢ nexurenna
CPTA OT €/lHaTa CTPaHA W ¢ rpaBupan Haamwe L A 1“ ot apyrara crpana.

Henirentara 4epTa € CAMO 3a YRECHABSHE Ha CHYIBAKETO C HET MO-16CHO I'BJITAHE, 4 H
paBHH J03H.

4. KHMHHAYHM JAHHH



4.1 TepameBTHuHE HOKAIAHER
Jleuetme Ha eCCHUHAIHA XHTICPTOHHA PH BH3PACTHH.

Cronpun KomGo e mokasat ka0 3aMECTHTENIHA TEPAIHA 34 BE3PACTHH DAUMEHTH, SHETO KPLEHO
HAACAHE € KOHTPOIHPAHO B AOCTATHYHA CTENEH C JIHSHHONPH/I H AMIJORUITHH, IPHEMAHH €JHOBPEMEHHO
NPH eIHAKBO HUBO HA JIO3HPaHe.

4.2 [do3dpoBxa H HAYAA HA APAICKEHHE

Jozsposka

Tlpenoprautennara x03a € eHa TabneTkA AHEBRO. MakcHMANHATA [HeBHa 1034 e eHa TaG/eTKa.
ITo npimmAn KOMGHEHPAHHTE IPENAPaTH ¢ GHKCHPAHH NO3H HE €A (FONXOMAIIN 38 HAYATHA Tepanus.

Cronpur Komto 10 mg/5 mg TabneTka e nokasas caMo 3a NAUMEHTH, PH KOMTO ONTHMAJIHATA
noATLpKAINA N038 NHIMHONPHA ¥ AMJIOIMITHE € THTpHpaHa Ba 10 mg u 5 mg.

Cronpuan KomGo 20 mg/10 mg rabneTxa e nokazaH caMo 3a IAIHSHTH, TPH KOHTO ONTHMATHATA
NOJTBPKAINA 038 NHIHHOMPHI M AMJIOTHITHH € THTpHpara #a 20 mg 4 10 mg.

Cxonpun Kom6o 20 mg/5 mg TaGneTka € nokasan caMo 33 NIALHERTH, iPH KOMTO ONTHMAJTHATA
THONNBPAAIIA 1032 TASHHOMPHA ¥ AMJIOTMITHE € THTpHpaHa Ha 20 mg u 5 mg.

AKO ce HANOXH KOPUrMpane Ha J038Ta, MOXKe 4 ce OGMHECITH THTPHPAHE HA I03aTa HA OTAEHATE
CBCTABKH.

Cneyuanny nonyaayuu

Bbrvbpeuno yspeacoane

3a 1a Ce HAMEPY ONTMMANHATA HAYANHA H IOATEPKAINA 038 TPH NalmenTy ¢ GROpedHO YBpekaaHe,
MAnHEHTHTE TPHOBA 14 CC THTPHPAT HHANBHAYAIHO, HIION3BAIHKH OTAE/HHTE CHCTRBKH THIHHOTIPHI H
AMNOJWIIMH.

Heobxoaumo ¢ npocnenseane na Gu6peauata GyHKia 1 Ha HEBATA HA KANWH M HATPHI B cepyma 1o
BpeMe Ha TepannaTa cue Cxonpun Kombo. Ipn snomaeane Ha Gu6peunara dyuxikg ynorpeara sa
Cronpun KomGo TpabBa aa ce npexpat i ia & 3aMeHY ¢ OTACTHHTE CHCTABKH, KOPHIHPaHH 110
TIONXO/IAIN HAYKH. AMJIOMITHH HE MOXKe [a 06 AHAIH3HpA.

Yepnodpobro yepencoane
He ca ycTanoBeHH NpenophKy 3a A03KPAHE NPH NALHEHTH C JIEKO /10 YMEPEHO 4ePHOAPOGHO YBpeKIaHe
H 3aToBa H300PET Ha N03a TpaGBa [a Gbje HaNpaBeH BHAMATENHO, KATO CE 3ATOYHE OT JOJHATA rpaHuIIa
Ha X030BNA AMANa3oH (RK. TOUKH 4.4 1 5.2). 3a na ce HaMepH ONTHMATHATA HAMAIHA H NOATLpAKAIA
1032 TIPH UALKMERTH ¢ YePHOAPOGHO YBpeRAaHe, IALHEHTHTE TPAGEE I8 Ce TUTPHPAT HAAWBHYAIIHO,
H3TION3BaHKH OTACIHHTE CLCTABKM JIHIHHOIIDHA H AMIOKHITHH.

DAPMAKOKHHETHKATA Ha AMJIONHITHH HE € IPOYYBAHA TPH NMALMEHTH ¢ TEXKO HepHOIPOOHO YBpe
TlpH naumeHTH ¢ TEXKO TEPHONPOOHO yBpeXkIaHE AMITOAHIIHH TPKOBA A3 C 3aN0Nuue ¢ ptivs
H Ja ce THTpApa 6aBHO.

Heouampuyna nonynayus (< 18 z00unu)
besonacHocTTa H euxacnocTra Ha Cxonpun Kombo B nenparpuanara NOMya
18 ronusu He ca ycraHOBeHM.



Cmapuecka evspacm (> 65 200unu)

TlaimenTare B cTapuecka BE3pacT TPSOBa 18 GLIAT NEKyBaHM C TOINMO BHHMAHME,

B ximusm4HMTE NpOyYBANMA HE C4 YCTAHOBEHH MPOMEHM HA ¢MKACHOCTTA WM Ge30NackocTTa Ha
SMIIONUITHH HITH JTIM3HHONPHJT, CBBP3aHH ¢ BE3pacTTa. 3a [la ce HAMEPH ONMTUMAITHATA IOIUIHPKAINA {038
HpY DAUMEHTH B CTAPYECKA BEIPACT, TE TPAORE /1a C¢ THTPHPAT HHAMBHAYAIHO, H3NOA3BANKH OTRETHHTE
CHCTABKH JIH3HHOMPH M aMIOXHTIHH.

ﬂg‘ﬂﬂ{ Ha HNPHIOKEHHE
Cawmo 3a nepopansa ynorpeba.

T'vif KaTO XpaHaTa He OKa382 BAMAHKE BHPXY abcopbumara, Cromprn Kom6o Tabnerka Moske aa ce
MPHEME HE3ABHCMMO OT XPAHEHETO.

4.3 Tporasonokazanng

Cevpsany c mpunonpun

- CBPBLXYYBCTBHTENTHOCT KbM JTHIHHONPHI MItH KBM HIKOH ApyT HHXHGHTOP Ha AHTHOTEH3HY-
korBepTHpamms exsuM (ACE);

- 2HAMHE32 32 AHTHOES/EM, CBBP3aH ¢ npemnuHa Teparmms ¢ ACE unxu6arop;

- HACNEACTBEH HIIH HIMONATHYCH AHTHOSHEM;

- BTOPH H TPETH TPHMECTBD Ha OpeMenHOCTTa (BK. ToukE 4.4 1 4.6);

- enHoBpeMeHHaTa ynotpeGa Ha Cronprn Kom6o Tabnerka ¢ nexapcrserm npoaykTy, ChaspKamy
ATHCKHPEH, € MPOTHBOTIOKA3AaHA HPM NALMENTH Che 3axapeH Auaber win 6u6pedno yepexaae
(GFR < 60 ml/min/1,73 m?) (ax. Touxn 4.5 1 5.1).

- €HOBPEMEHHA yroTpeGa ¢ Tepanus cue cakyGuTpus/sancaprai. Cxompun KomGo He TpabBa ga ce
3ar04Ba HO-paHo oT 36 yaca ces nocreNHaTa 5033 cakyGuTpr/pancapran (B, CHINO TOUKH 4.4 1
4.5).

Cevpzanu ¢ amnodunun

- CBPBEXIYBCTBHTCIIHOCT KbM AMIIOAMITHH WM KbM JIPYTH JIHXHIPONUPHIAHOBY TIPOW3BO{HH;
- TeKKa XHIIOTOHHS;

- UIOK (BKJIIOYHTENHO KAPAHOreHEH MOK),

- OGCTPYKIHS Ha M3XO/IHHE TPAKT Ha NXBATA KAMEpa (BHCOKOCTENeH A a0pTHA CTEHO34);

- XEMOHHAMU'HO HECTAGHIHA ChpAeTHA HEJOCTATEYHOCT CHEA OCThD MHOKADIEH HHGAPKT.

Cevpzanu cvc Cronpun Kombo mabnemxa

BeuMk# NPOTHBOROKA3AHUA, CBEP2aHH ¢ BCSKA OTHENHA ChCTABKA, HIGPOCHH [0-TOpE, C& OTHACHT H 34
(uKcHpaHaTa KOMOMHAIHS.

- CBpBXYYBCTBHTOTHOCT KHM BIKOE OT MOMOLIHHTE BellieCTRa, u3bpoeru B To4ka 6.1,

4.4 Cnenuainm npeIynpexjieHus B APEINAIEE MEDKH PR ynorpeba

Beugku nipeflynpeskaeHis, CBLP3aHu ¢ BOSKa OTIEHA ChCTABKA, u3bpoenn no-gony, TpsGsa na ce B3emar
TipeaBHI H 3a prkcHpataTa koMOuHaums Crompun Kombo.

CPRBp3aHH ¢ TM3RHONPII

CuMnmomamuung xunomonus
CHMIITOMATHYHA XHNOTOHHSA ¢ Habmonasa PAAKO NPH DALHEHTH C HEYCIOKHEHA

Tps nausenty ¢ Xnepromms, IPHEMALIH AHIMHOIPHIL, € HO-BEPOITHO 8 ELIHHKHE
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00eMbT TeUROCTH B TAIOTO HA NALHEHTA € HAMATIEH, HAHPUMED NIPH JHYPETHYHA TCPATiia, IHETS ¢
OrpaHHYeH NpHeM Ha COJL, JHANN3A, JHADHA WIH NOBPHINAHE, HITH € HATHLE TCKKA PCHHH-3BHCHMA
XHIIEPTOHKA (BK. TO4Ka 4.5 1 To4ka 4.8). Habmonasana € cHMImoMaTHiRa XunepTroHua Py NAKHEHTH
CRC ChpAeTHA HEIOCTATEYHOCT, Che WM Oe3 chbp3ana ¢ Hed OuOpeuHa nepoctaTeaHoCT. Hait-ronsma e
BEPOATHOCTTA 32 BH3HHKBAHETO H NP NAIHEHTHA C NO-TEXKA CTEreH Ha ChPACIRa HeAOCTATEYHOCT KATO
PeaKiHA OT YTIOTpeGaTa Ha BHCOKH 2034 GPHMKOBY AUYPETHIIH, XMIIOHATPHEMMA HIH PYHKIMOHATHO
616peuso yspexnase. IIpu MALMEHTH ¢ NIOBMIIEH PHCK OT CHMITTOMATHIHA XMIIOTOHMI 3aIOUBAHETO HA
TEPaNMATa H KOPHTHPAHETO HA A103aTa Tpadsa fa 6baaT cneend BanmaTenHo. [lonobnm crobpaxenns ce
MPUIATaT NPH NAUHEHTA C HCXeMurdana GOJTECT Ha CHPIIETO MITH MOFBYHOCHAOBA (ONeCT, TP KOHTO
MPEKOMEPHOTO MOHVKABAHE HA KPHBHOTO HANIATAHE MOKE Ja NOBE/IE AO MHOKAPAEH MHPAPKT FIH
MO3BYHOCHAOB HHUMICHT.

AKO Ce NIOSPH XHIOTOHRAS, NALMEHTHT TPA6Ba AA ce MIOCTABH B JIETHANO NONOXKEHHE U, AKO €
HEOOXOIMMO, 1A CE IPIIOKY KHTPABEHO3HA HHQY3us Ha DHIMOIOTHIEH pasreop. [Ipexogmmst
XHIIOTEHIMBEH OTTOBOP HE € NPOTUROMOKAIAHHAE 33 NPHJIATANE HA CICHBAUTH JO3H, KOETO OSHKHORCHO
MOKe Ja CTaHe He3 3aTpyAHEHHA, KOraTo KPHBHOTO HANMraHe Ce NOBHINH el yBeTudapaHe Ha 00eMa Ha
KPBBTA,

TIpH B%KOM NALWMEHTH CBC CHPAETHA HENOCTATEYHOCT, KOMTO HMAT HOPMAIHO HNH HHCKO KPBBHO
HANSraHE, YIIOTPeOaTa Ha JIZHHOUPHA MOXE JIA JOBEAE 10 JONEIHUTEIHO NOHWKABAHE HA CHCTEMHOTO
KPBBHO HaAraHe. TosH edexT € NpeasuauM H OGHKHOBEHO HE € NPHYMHAA 33 NPCKPATARANE HA
JICYCHHETO. AKO XHIIOTOHHMATA CTaHe CHMITTOMATHIRA, MOKE A4 C€ HAIOMHM HAMAJISBAHE HA JO3aTA WA
NPEKPATABAHE Ha IIpHEeMa HA JTH3MHOPHIL

Xunomonus npu ocmep MUoxapoen ungapkm

Ipu naupenTH ¢ 0cTHP MHOKap/ieH HHAPKT, KOHTO C2 HAIKEHH HA PHCK OT N0-HATATLUIHO COPHOZHO
XEMOTHHAMHYHO B/IOMIABAHE C/ICA JIEYEHHE C BA3OAHWIATATOP, He TPADBA A2 CE 3aN0YBa JJEUCHME C
JH3AHONPUA. ToBa ca DAMENTH CHC CHCTONHO KPBBHO Hanarade 100 mmHg Bim Mo-HACKO, WIH TAKHRA
B kapaHoreneH wok. lpes nepsure 3 1AM chell HGapkra gosarta TpsORa ja Gble HAMATIEHA, AKO
CHCTOJTHOTO KpEBHO HANAraHe ¢ 120 mmHg, win no-wucko. Iopxepramure goau Tpabea na 6naar
HaMAJICHH 210 5 mg HITH, BPEMEHHO, /10 2,5 mg, aKO CKCTONHOTO KphBHO Hamarase € 100 mmHg, wi mo-
HHCKO. AKO XHIIOTOHHATA IPOXBIDKABA (CHCTOMHO KPEBHO HAJMIARE, HIO-Manko or 90 mmHg 3a nobeve
o 1 wac), premMET Ha 3HHONPHN TpAGBA 1A Ce MPEeKpaTH.

Aopmna u mumpanua xranng cmeno3a/xunepmpoduina KapOuomMuonamus

Kaxro 1 ocranamnre ACE HHXUOWTOPH, IIM3HHORNpPHI TpabBa J1a ce NpuiIara BHUMATENHO TPH NAIMEHTH
€ MHTpAJIHA K/IAMTHA CTEHO3a M OOCTPYKIHA B H3XOZAA HA JIIBATA KAMEDA KATO 20PTHA CTEHO32 WA
XunepTpodhHYHa KApAHOMHONIATHS,

bubpeuno yepeacoane

pu 66peano yspexnane (xpearuaunos ximpbHc < 80 mi/min) sadansara no3a musMuONpuMn Tpa6Ba Aa
€€ KOpUTHPA CIOpe/] KPCATHHHHOBHA KIHPBHC Ha NARUHCHTA H C/IC] TOBA — Kato GYHKIHMS OT OTT0BOPa Ha
TIalMeHTa KeM JiedeaneTo. YacT or obuvalinaTa MEIHIMHCKA NPAKTHKA 33 TE3H NALHEHTH ©
H3BHPIIBAKETO HA PYTHHHO CAENCHE Ha CTONHHOCTHTE Ha KAMM M KpeaTHHHH,

LIpu nanmenTy ¢be chpAeYHa HENOCTATLUHOCT NOABATA HA XMIIOTOHAS ClIE]i 38N04BANE HA TEPATIHA C
ACE nHxuGuropy Moxe Aa IoReie 10 JOITRIHHTENHO YBPexAaHe Ha GnOpeunata pyHkuus. B raxusa
CiTy4au ce Cro0masa 3a ocTpa 656peaHa HEAOCTATHYHOCT, KOXTO OGHKHOBEHO € 00paTHMA.

I1py pIKOR panyeHTH ¢ ARYCTPARHA CTEHO3a HA GBOPEUHNTE apTEPHH MM ChC CTER033 HAAPTEPMATA KbM
eavHcTBeH OROpeK, KOKTO caﬁmmnexynanucmuﬁmpnuaaﬂmmmml—mn M,

Hab/mo/iaBaly NOBUIIEHH CTOHHOCTH HA KPHBHATA YPes H CEPYMHHA KPSATHHUH, KAt
0bpaTHMK cneji IpexpaTABane Ha TepanuaTa. ToBa € 0COGEHO BEPOSTHO MPH TaLy e
HEIOCTATBHHOCT. AKO € HAHIC H PCHOBACKYIApHA XHIICPTOHHAR, CHIIECTBYRA IOf
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XMIOTOHHA h OLOpeuHa HenocTarbynoct. TIpy Tesn nauMeHTH eueHHeTo TpIGEA A2 3aT04HE TI0K
BHHMATEHO MEJHIMHCKO HAOTIOACHNE, C HHCKH [I03H W FIPH BHAMATETHO THTpHpaHE Ha N03ata. Treif
KA&TO JIE1CHAETO ¢ RMYPETHIIN MOXe 3 O5Ae JONPHHACHIE (JAKTOp 32 HATORKEHOTO M0-FOpE, TO TPA6Ba 8
6nae cnpano, & Gxbpewmara QyHxans — na 65a¢ Habmonanana npe3 HEPBATE CeAMHIMH OT TEPAIHATA ¢
JEH3HHOTIDHA,

[lpy HAKOM NAUMEHTH ¢ XHNEPTOHNY Ge3 MPUIHALH HA CHIICCTBYBAIA 6u6peuna cbaoBa Gosect ce

Pa3BHEBA YBE/IH'IABAHE HA KPBBHATA yPest M CEPYMHMA KPEATHHHH, OGHKHOBEHO MAIKO H TPEXOAHO,
0COOEHO KOTaTO IM3MHONPAIL CE NPUIAra eSHOBPEMEHHO C JHYPETHX. Tlo-BeposTHO € TOBA j5a ce CiyH

NPH NALMCHTH CBC CHIIeCTBYBAIO Gu6petHo yBpexaane. Moxe fa ce HANOKH HAMANABAHE HA N03ATA
A/RITH NPEKBCBAHE HA IPHEMA HA AUYPETHK H/HIH TWSAHOLIPUII.

He Tpabea na ce 3amovsa neuerme ¢ TU3HHONPHII MPH MALHEHTH ¢ OCTBD MAOKADIEH HHQAPKT H ¢ AAHHK
38 GB0peHHa qHCHYHKIUMA, ASPHEHPAHA KATO CEPYMRA KOMUEHTPAIMR Ha Kpeatunun Hagx 177 micromol/}
H/hi nporenHypua Han 500 mg/24 uaca. Axo I BpeMe Ha JIeUEHHETO C JIH3HHONPAJ Ce PasBHe
610peqna AucdyHKIps (CepyMHa KoOHIEHTpaNMS HA KPeaTHHMH Ha 265 micromol/l s YABOABAHE HA
CTOHHOCTTA NIPE/H CISHHETO), JIEKAPAT TpGBa a2 obMHCH NpeKparTdBaHe HA NPHEMa HA JTHHHOMPWN.

. Cepvxyyscmeumennocm, anzueedem

AHrKHOeIEM Ha JIHIETO, Kpa{HUIATe, YCTHHTE, €3UKA, ITIOTHCA Wk JIApMHKCA Ce CHOOMIABA PAIKO NipH
nauyeHTy, nekysany ¢ ACE rexuGuropu, Briountenno mmusonprr. Toi Moxe a BEIHHKHE 00 BCIKO
BpeME Ha TepammiaTa. B Takusa Ciryyad mpHeMbT Ha TU3HHONPHI TpAGBa AR CE MPeKPATH He3aGaBHO M Aa
€€ 3anoHe NOJXOAIIIO NeYeHHe H HAOOeHHE, 3 3 C FaPaHTHPA FWIHO OT3RYIABAHE HA CHMITTOMITE
NpeZH MITHCBAHETO Ha NaimenTa. JJopu B crydauTe, IpH KOMTO MMA NOAYBAHE CAMO HA e3MKa, Ges
AMXATETHA HENIOCTATEYHOCT, MOXKE A8 Ce HATOKH TPOTBLIIKHTENHO Hal/BoAeHNe Ha TIAIMEHTHTE, Thil
KATO NEYEHHETO ¢ AHTHXHCTAMHMHH M KOPTHKOCTEPOMIM MOXKE [ HE € JOCTATEYHO.

MiHoro paako ce cuoGINABA 32 CMBPTHH CIlysaH NOPaj# AHTHOEEM, CBBP3aH ¢ OTOK HA JAPHHKCA WIH
OTOK Ha e3uka. Be3monaio e nanpenTHTe, Nps KOHTO HMa 3acaraHe Ha e31Ka, FIOTHCA WK JIapHHKCa, na
TIOXYHAT OGCTPYKIMS HA AHXATEIHATE ITETHINA, 0COGEHO TE3H ¢ aHaMHE3a 3a XMpYpru4Ha onepanus Ha
AHXaTe/muTe IETHING. B Takusa ciy4an cnemmara reparma tpabea aa ce anoune HezabapHo. Tx Moke
412 BKMOYBA NphIarale Ha anpeHANHH WHNH NOAXEPAHE HA IIPOXOAUMOCTTA HA JHXATEHNTE ITLTHINA.
TNaimenTsT Tpa6ea fa Guae NOCTABEH NOM BHEMATEIHO MEIHLMHCKO HA0IIONe e, IOKATO He HACThIM
ITBJIHO | TPAKHO OTIRYUABAHE HA CHMITTOMHTE,

HxnGuropure Ha aHTHOTEHIHH-KOHBEPTHPALLMA EHIMM NPHYHHABAT AHTHOC/AEM C NO-TOJIAMA YECTOTA
NIPK IEPHOKOKH MALMCHTH, OTKOJIKOTO NPH HEYEPHOKONM TAKHBA,

TlampeHTHTE ¢ aHAMHE32 33 AHIHOSEM, Hecsbp3aH ¢ TepaimaTa ¢ ACE mxubrarop, Moxe na ca
H3/I0KCHH Ha TIOBHUIEH PHCK OT aHruoenem, nokaro npaeMar ACE wxuGurop (sx. Touka 4.3).

Epnsonpemennara ynorpeta na ACE mxuGiropu cue caKyOHTpH/I/BalICapTAN € NPOTHBONOKA32HA
TIOpanu NoBKINEHNS PHCK OT aHrHoenieM. Jleuenuero che cakyGHTpHN/BancapTan ve TpaGBa Ja ce
3ar04Ba No-paHo oT 36 Yaca ciefl NOCIEANATA 1032 AM3nHONPI. Jlevennero ¢ AMIKHONIpHN He TpAGBa
713 € 3arovBa NO-Pano OT 36 Yaca caej MOCHETHATA 1034 CAKYOHTPUI/RANCAPTAH (BX. TOUKH 4.3 1 4.5).

Ennoepemennara ynotpeba a ACE muxuGuropy ¢ pauexanorpui, mTOR yaxuGuropn (Hanp.
CHPOIMMYC, EBEPOIMMYC, TEMCHPOJIMMYC) H BIULIATTHIITHH MOYE 18 A0BEAE 0 NOBUIIEH PHCK OT
AHTHOEJCM (HAIp. IOAYBAHE HA JHXATEIHUTE ITHTHINE HIH E3HKA, ChC HWIH 663 HAPYIICHHE HA AHILIAHETO)
(B%. Touka 4.5). HeobXx0nMMO € a ce TOAXORH C IOBAMIEHO BHUMAHME HPH 3aN0YBAHE Ha NeYeHME ¢
pauexanorpiul, mTOR HHxAGHTOPH (Baup. cHpOTAMYC, eBEPOAMYC, TEMCHDOJIMMYC) H B
TIpH MAIHENT, KolTO Beve nprema ACE maxw6rrop.

Hagun UOHU uu Npu HINYU N XeMOOuQIU3a

Crobmara ce 3a anadMIAKTOMHA PEAKITMS TPH NALHEHTH, ZHMATHSHPAHH C BHCOKOMPQ
memOpaHa (Ranp. AN 69) u eHOBpPeMEeHHO ¢ TORA Jexysaum ¢ ACE wixuGurop. ITpu
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NpEenopLIBa Aa C¢ H3NOM3Ba PANTHYEH BH] Man3IHa MeMOpana Wi Pa3nHyeH KIac AHTHXHIEPTEHIHBHO
CPENCTBO.

Anadungemoudny ng BpemMe Ha 3 Ha Aunonpomeunu ¢ nucka nremnocm (LDL-a 34
Iauperm, npuemanm ACE HHXHGHTOPH 1o BpeMe Ha adiepesa Ha IMIONPOTEHHH ¢ HHCKA IITLTHOCT
(LDL-acepesa) ¢ nexcrpan cyngar, psako noy4asar XMBOTO3ACTPAIABALIY AKa(HIIAKTONHY
peaxiiy. Tesn peaxusu ce n3barsar, kKaTo BpeMeHNO c€ crinpa TepanisTa ¢ ACE mixuGrTop npeny
BCRKa adepesa.

Hecencubuiuzayus

Iaugertn, npuemanis ACE HHXHGHTOPH 110 Bpeme Ha AeceHcubmmsanu (Hanp. Hymenoptera venom),
MONTEPHAT AHAPHIAKTOHIHH peakitH. [IpH ChiiTe NALHCHTH Te3H PEAKIHY €8 H3BETHATH MpH
BpeMenno cnupake Ha ACE uaxuGHropsre, Ho ca ce NOSBHIM OTHOBO NPH HEBOTHO TIOBTOPHO
APIIOKEHHE HA IEKAPCTBEHHUS NPOLYKT.

Yeprodpobua nedocmamvynocm

Muoro paaxo ACE HEXHGHTOpHTE Ce CBLPIBAT CBC CHHAPOM, KOHTO 3a1I09BA ¢ XONECTATHYRA
HBITTCHHIIA H NPOrpecHpa o yIMHHAHTHA HEKpPO3a i (IOHAKOra) CMEPT. MEXAHM3MET Ha TO3M
CHH/IPOM He ¢ H3acHeH. [TaunerTuTe, MpHEMANTH TH3NHONPHII, IPH KOWTO CE PA3BHBA XKHITCHHLA ITH
MM W3pa3eHo NOBHINABAHE HA YEPHOAPOCHHTE eH3HMH, TPAGEA Jla CIIPAT IH3HHONPIN H 13 IIPEMUHAT
TIOAXOAAIIO METHITHHCKO NPOCIICASBaHE.

Heymponenun/azpanynoyumosa

Crobiapa ce 33 HEYTPONEHUA/ArpaHyJIOLHTO3a, TPOMOOUHTONCHHA H ANEMES TpH NALHEHTH, TPHCMALTH
ACE muxuburopu. Ilpu naupents ¢ HopManHa 656peana dyuxis n 6¢3 Ipyru ycIoKHIRAmM ¢dakropu
PAAKO Ce N0ABARA HeyTponennd. Heyrponenuara B arpasynounTosara ca oGpaTHMH ciiesi ciMpaHe Ha
ACE nnxrburopa. JInsnHonpun 1pabpa Ra ce H3NONIBA ¢ HIUHONHTENHO BHAMANAC OpH NalHeHTH C
KOJIAreHO3a Ha CHAOBETE, HMYHOCYTIDECHBHA TEPAIAA, JIeUeHHE C ANIONYPHHOM HH MPOKAWHAMM]I, WITH
KOMOHHALMA OT Te3H YCHOXHBaH GakTopH, 0cobeHo ako Gx6peusata GyHKIMA € IPeIBAPHTEIHO
yepezicra. HikoH OT Tesu MANMEHTH pasBHBAT CEPHOZHA HEPEKIMH, KOKTO B HAXON CITYIAH HE Ce
FOAZIABAT HA HHTEHIHBHA AHTHOHOTHHHA TepaIHA. AKO Ce HAMION3BA IM3MHONMPWI NPH TAKHBA IALMEHTH,
Ce Hperiop1ea NIEPHOAHYHO CliefieHe Ha Gpod Ha GenNTe KPLPEH KIETKH, 2 IIANMENTHTE Tpabba na 6baaT
NPEAYNpPeNeHd Oa CHOOMABAT 38 BCEKH MMPUIHAK HA MA(EKIMA.

Heotina 6aoxada na cucmemama penun-auzuomenzun-andocmepon (RAAS)

CrutectsyBar nokasarescTea, ue eHOBpeMenHaTa ynorpeta va ACE umxuGurops, anrnorersus 11
peLenTopHy 6710KEPH HITH ANIHCKMPEH NOBHINABA PHCKA OT XHIIOTOHHA, XHOCPKAJIHEMHN H YBPEOKIAHE Ha
6ubpeunara gyHiums (BIUTIOUHTENHO PHCKa OT ocTpa 6L6peyHa HeaoCTaTLUROCT). 3aToBa ABOMHATA
6nokana Ha RAAS upes komGmmpana ynorpeba na ACE HHXnGHTOpH, anruoTeHsus 11 peLenTopaK
6noxepy WK ANTHCKHPEH He ¢€ NpenophYBa (BxK. TOUKH 4.5 1 5.1).

Ako pBojiHara 6nokana ce camTa 32 abcomoTHO HeoGX0MMMa, TpaGBa 1a ce H3BLPLIBA CAMO TIOZ
Habmo/ieHHeTO Ha CTIENMATHCT IPH Y6CTO M BHUMATENTHO cheeHe Ha Gu0peunara &yHKIIS, HEBATA HA
ENeKTPOMUTHTE M KPBBHOTO HANAraHe.

ACE vmxuburopu 1 anrnorensus I peuenropun 61okepu He TpaGBa 1a Ce H3TON3BAT €/IBOBPEMEHHO
[EPY NaleHTH ¢ auaberTHa HedponaTHa.




BEPOATHO HOPaH NO-TONEMOTO PA3NPOCTPAHEHHE HA CHCTOSHMATA ¢ HHCKK HHBA HA PEHMH NpH
MOMYNAHMATA HA YEPHOKONKWTE MALMEHTH C XHOCPTOHHA.

Kawpnuya

Ylpu ynorpeta na ACE HHXuGHTOpPH ¢ ¢HO0IIABA 22 KAILIMIA. XapakTepHo €, 4e Ta € HePOLYKTHBHA,
NPOIB/DKHTENHA € U OT3BYABA CJICH IPEKPATABAHE Ha Tepamusra. Mugympasara ot ACE unxuburop
kamniia TpA0Ba [a ce pasriiekaa KaTo JacT oT quGEPEHITHATHATA AHATHO3A HA KANLIHIG,

HA 1. HYyUR/quecme3un
Tpu naupeHTH, Ba KOWTO C€ MPABAT rOJICMK XUPYPTHYHH ONEPALIR, HIH 10 BPeMe HA AHECTEIHA ChE
CPEACTRA, NPHTMHABAIY XHTIOTOHHS, JIM3HHONPHIT MOke Ja G510kMpa 06pasypaHeTo Ha anrdoTensan I
BTOPHYHO Ha KOMIIEHCATOPHOTO OTAE/AHE HA PEHUH,

TlpH nosa Ha XHNOTOHKS, KOATO C€ CYMTA KATO PE3yNTar OT TO3H MeXaHHZEM, T MOJKE A Ce KOpHTHpa

9pes yBeNM4aBaHe na o0eMa Ha KpEBTa.

Cepymen xanuii
ACE uuxubuTopirme MOraT ia NPHIMHAT XHIIEPKATHEMHS, Thil KATO HHXHGUPAT OTHEAAHETO Ha

an30CTepon. EeKTsT 0GHKHOBEHO HE € SHRUHTENEH IPH NRUPEHTH ¢ HopMarHa 6b6peyna (yHKIHA.
Xunepkanuemus MOXe Jia Bb3HMKHE 00atie ¥ Py TIAIJAEHTH ¢ HapymeHa Gp6peyna GyHKIHA MM C
AnabeT W/HIH NPK NALMEHTH, TPHEMAIH eIHOBPEMEHHO KATMEBH J00aBKH (BK/IOUHTENHO 33MeCTHTEIH
Ha COMTa), KAMHH-ChXPAHABAINN JUYPETHITE (HANP. CIHPOHONAKTON, TPHAMTEPEH HITH aMMIIOpHT) |
ZpYTH NeKapCTBEHH NPOJYKTH, KOHTO IOBHIIABAT CEPYMHHN Kaiui (HANp. XeDAPHH, TPUMETONPHM H
KOTPHMOKCa301, H3BECTEH ChINO KATO TPUMETONPHM/CYN(PAMETOKCA30), M IO-CIENMUAHO AHTArOHUCTH
Ha aIA0CTEPOH WM AHTHOTEH3HH pellenTopul Gokepr. Kanuii-chxpaHaBaliuTe JHypeTHIM H
QHTHOTCH3HH PeHENTOPHATE 60K TPAOBa Aa Ce HITOM3BAT ¢ (OBHUICHO BHHMAHHE ITPH NAIHEHTH,
npueMaitd ACE uHxuGuTOpH, a cepyMuusT kanui U Gubpeunara dynkuus tpatea na Guaar cieneny
(k. TOuKa 4.5).

Juabem

Tlpu naupenTH ¢ MHaber, NeKyBaHH ¢ NEPOPATHA AHTHAHAGETHM CPeACTBa WM MHCYTHH, IMHKeMWUHHST
KOHTpPOJI TPA0Ba 12 ce e/ BHUMATEIHO pes ITLPBHA Mecel Ha Jieuetne ¢ ACE HHXH6UTOP (B3K.
Togka 4,5).

Jhumui
Ennospemenrata ynorpeGa Ha il ¥ iMzusonpI1 OGHKHOBEHO He ce npenopyyka (Bx. Touxa 4.5).

Bpemennocm
Io Bpeme Ha GpeMenHOCT He TpabBa na ce 3anousa nevense ¢ ACE uuxHbuTOopH. OcBeH Koraro

TNpOABIIKABAHETO Ha Teparata ¢ ACE HHXWGHTOP ce CMATA 33 HANIOKHTETHO, HAUMEHTKHTE, MIAHUPALTH
OpemeHHOCT, TpAOBa 12 IPEMAHAT Ha ANTEPHATARHO AHTHXHIIEPTEHINEHO JIEYEHHE, KOCTO HMA
ycTaHoRes npodmt Ha Ge3onacHOCT 1o Bpeme Ha GpemeHnocT. Koraro ce ycTanoBs GpeMenHocT,
neverneTo ¢ ACE HEXHOHTOPH TpaGea Aa ce TIpeycTaHOBH HE3a0aBHO. AKO € HeOBXO0IMMO, TpalbBa 1a ce
3ano4HE aITCPHATHBHA TepanuA (Bx. Touxa 4.3 u 4.6).

Cpy ¢ AMJIOIMITHH

Cuvpoeuna negocmamvynocm

TNanprerTHTe ChC ChpACUNA HEAOCTATEYHOCT TPA6BA 18 GHAAT AEKYBAHH C NOBHIEH:
ABITOCPOUHO, ILTALIE60-KOHTPOTHPAHO MPOYUBAHE IPH MALAEHTH C TEKKA CEPACUHA
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(xnac I # IV no NYHA) crobiaBanara 9ectora na 6enofpoier oTok e 6iiia HO-BHCOKA B rpynara,
NieKyBaHa ¢ aMITOHITHH, OTKOJIKOTO B IPyniaTa Ha InaneGo (max. Touka 5.1). Bnokepn Ha xanmmernre
KAHATH, BKTIOUHTEITHO aMJIOHITHH, TpA6Ba Ja e M3N0NIBAT ¢ MOBHUIICHO BHUMAHKE IPH NALMEHTH Che
3aCTOHHA CHP/IEHA HEOCTATHIHOCT, Thif KATO MOTAT /ia MOBMINAT PHCKA OT GheImM CHPICIHOCHAOBH
CHOMTHA H CMBPTHOCT.

Heprodpobino yepescdane

IMony»HBOTET Ha AMIIOAHITHH € YARKEH, a crolinocTare Ha AUC ca no-BHCOKH NPH NADHEHTH
HapymeHa YepHompobHa dynxipi. He ca ycraHoBeny nipeniopnxu 3a Josupane. CneaoBaTesHo
amnoauTHA TpAGEa fla ce 3amoYHe ¢ Hali-HUCKATA 033 ¥ KA Ce MPOABK BHHMAaHKe KAKTO B HaYanoTo Ha
JIE9CHHETO, TaKa H NPH NOBHINABAHE HA A03aTA. [IpH NALHEHTH C TeXKO 4ePHOAPOGHO yBpEKIaHe MOKE
Aa ce HANOWKH GaBHO THTPUpaNe HA NO3ATA H BHMMATETHO ClICAeHE,

Cmapyecka eb3pacm
ToHinaBateTo Ha A038TA GPH HAIHMEHTH B CTAPYECKA BLIPACT TPRGBA fa C& H3BBPUIBA C HIKIIHOTHTETHO
BHHMAHKE (BX. TOUKH 4.2 1 5.2).

Brbpeuno yepencoane
AMJTOHIHE MOXE 14 Ce H3MO/I3Ba IPH TAKMBA MALMEHTH B HOPMATHH fo3H. [lpoMeHHTe B IUIasMeHHTe

KOHICHTPAIMM HA AMIIO/IMITHH HE ¢4 CBBP3aHH CHC CTEMNCHTa Ha GLOPEMHOTO yBpekaane. AMIOAMITHH He
MOXKE J1a C& NHAJIH3Hpa.

Cxonpua Kombo coanpaxa sarpaii
Toau nekapcTBEH MPOAYKT CHABLPIKA MO-MANKO OT | mmol natpuif (23 mg) B TableTxa, T.6. MOXKE 13 Ce
Kaxe, U¢ MPAKTHIECKH ChIBPAA HATPHii.

4.5 BiaumofaelicTeEE C PYrH JCKAPCTRERAH BPOXYKTH B APYTH OpME Ha BIaEMoLeHCcTERE
B i CBB c 111

Anmuxunepmensusnu cpedcmea

ARTHXHIICPTEHIHBHHIAT e(eKT Ha IMIHHONPHI MOXE /ia (b€ YCHIEH OT PYTH, CAHOBPEMEHHO
MPUIAraHA AHTHXHHIEPTEHSHBHH CPEACTEA (HAND. NIHUEPHN TPHHUTPAT H APYTH HMTPATH HIH APyTH
Ba30IHIATATOPH).

JanHire OT KIMHHMHATE HPOYMBAHKA NIOKA3BAT, Ue ABOHHATA 610KaAa HA CHCTEMaTa PeHUH-
AHTHOTEH3HH-21R0CTepoH (RAAS) B xomGunaims ¢ ACE wnxuburopn, anrnorensu IF perenrropuay
GNIOKEPH HIIH ATHCKHPEH € T0-BEPOATHO /1A TIPEAM3BHKA HEKETAHA Peakiyh, BRTIOUATE/THO XMIIOTOHNH,
XHNEepKATHEeMHAS 1 HapyureHa 66peqna GyHKUMA (BKMOYHTENHO OcTpa GEOPeHHA HEAOCTATEIHOCT),
OTKOJIKOTO H3FIOI3BAHETO HA OTAEMHO CPEACTRO, JAeiicTBamo BEpXy RAAS (k. Touxn 4.3, 4.4 u 5.1).

Jlexapcmea, noswmuasayu pucxa om anzuoedem

Ennospemenyara ynorpe6a na ACE HHXWGHTOpH che cakyOHTpUIV/BANCADTAH € IPOTHEONOKA3ANA, Thil
KaTo NOBHINABA PHCXa OT aHrHoezeM (Bk. TOURY 4.3 u 4.4).

Enwospemennara ynorpefa na ACE unxu6urops ¢ mTOR uuxuGuropu (uamnp. CHPOTHMYC, €BEPOIHMYC,
TEMCHPOJIHMYC) HAM HeYTPAIHA eHonenTuaasiy (NEP) HHXUGUTOPH (Hanp. pANCKaJOTPIIL), THKAHEH

Touxa 4.4).

Huypemungu
Tlpu nobapane Ha AHYpeTHK KbM TEpANHSTA Ha NAUNEHT, NPHEMAI NH3UHOLIPHI, ARYIEL
edekt obuxnoBeHO ¢ amuTHBeH. [TalMeHTHTE, KOMTO Bete NpHEMAT JHYpeTHLH, 1 00Q04
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OTCKOPO Ha3HAYeHa AHYPETHHA TePanHA, HOHAKOTa MOTAT /1a TIOJly4aT [IPEKOMEPRO TIOHIDKABAHE HR
KPBBHOTO HAJMTAHE, KOTATO ce N06aBH IM3HHONpHL.

BRIMOKHOCTTS 32 BE3HMKBAHE HA CHMITTOMATHYHA XMIIOTOHMS IIPH JIM3HHONPEIE MOke Aa GBle CBeAcHa
A0 MHHHMYM, KATO C¢ IPEKPATH IPHEMBT HA AHYPETHKA IPE/IA 3aI0YBAHE HA JICIEHHETO C JIM3HHOTIPYT
(8x. Touka 4.4 ¥ To9Ka 4.2).

Kanuii-coxpanseawu duypemuyy, kanueeu 0o6a8KY Wi 3aMecmument Ha conma, CHOBPICAYU Kanuii
Burpexu se cepyMuAST KatHit OGHKHOBEHO OCTABA B PAMKHTE H& HOPMATHHTE TpaHRHN, APH HAKOH
TIAIHCHTH, JIEKYBAHH C IM3HHOIPH, MOXKE 18 Bh3HAKHE XHIIEpKanHeMud. YHoTpeOaTa na Kanuii-
CHXPaHABAINH AWYPETHLM (HATID, CIHPOHOIAKTOH, TPHAMTEPCH WITH aMIUIOPME), KaHeBH N0GABKA WIH
3aMECTHTENH HA CONTa, ChARPXAIIH KATHI, MOXKeE /ia IoBe/e IO 3HAYHTENHO MOBHIIABAHE HA CEPYMHRSA
Kauuii, ocoGeHo npy naudenTy ¢ Hapymena 6u6peuna dyrxmuas. Tpsbea CBIIO Ja ce BHMMABA, KOFATO
TH3HHOMIPHII €& NPUIAra €THOBPEMEHHO ¢ APYFH CPEACTRA, KOHTO NOBHINABAT CEPYMHMs KaITMiH, KATO
TPAMETOLPHM M KOTPHMOKCA30JT (TPHMETORPHM/CY I(PaMETOKSA300), Thil KaTO € H3BECTHO, Ye ASHCTBAT
KaTo KaiHii-ChXpauaBam JHyPETRK 10710610 Ha aMwiopra. Iopazu Tosa He ce npehoppYBa
KOMOHHMpaHe Ha AH3HHOTIPHI C FOPECIIOMEHATHATE IEKAPCTBA. AKO € NOKA3aHA €/IHOBPEMEHHA ynoTpeba,
TPAOBA Na ce MINOMIBAT C NOBHIIEHO BHHMAaKME H IPH YeCTO CIICACHE Ha CePYMHHA Kamaii (8.

TovKka 4.4).

AKO JHIHHONPHII C€ IIPWIATa C KamMii-ryGeln JuypeTHL, HHAYLHPAHATA OT AMYPETHKA XHIOKANKEMHS
MoXe na Onae ofnexuena.

Luxnocnopum
IIpu ensorpemenna ynotpeta Ha ACE MHXaGHTODH U IMKIOCTIOPHE MOXE 13 EBIHUKHE
xunepransemust. [Ipenoptusa ce cienene Ha cepyMHRNR Kanuii.

Xenapun
Tpn epnospemenna ynorpe6a Ha ACE HEXHGHTOPE H XeNapHy MOKE A2 BhIHHKHE XHNEPKAIKEMHS.
Ipenopsusa ce crefene Ha COpyMHIS Kammii.

JTumui

Ilpu eqnoBpeMenHo npunokenne sa nuruit 1 ACE HHXHGHTOpH ce choGmaBa 3a obpaTHMO nOBMIIABAHE
Ha CEPYMHHTE KOHLCHTPALMH HA JIHTHH K TOKCHYHOCT. EaHOBpeMennaTa ynorpeta Ha THaznHK
AHYPETHITH MOXKE /13 YBETHUH PHCKA OT TOKCHYHOCT Ha JHTHS 114 33CHIH Bee NOBHIICHATA MY
TokcHusocT ¢ ACE umxnGuropu.

VnorpeGara Ha MHHHONIPHN ¢ MHTHME HE CE NPENOPBYBA, HO aKO KOMOHHAIIMATE Ce OKMKe neo0XonHMa,
TpsGBa [1a Ce U3BBPIIBA BHUMATEIIHO Cle/IeHE HA CePyMHHTE HHBA HA ITHTHS (Bk. Touka 4.4).

Hecmepouonu npomusossinanumennu nexapcmea (HCIBJ/I), exniowumenno AUEMUICIUYUI08Q
Kuceauna 6 0o3u = 3 g/den

EnnoBpemennara ynorpeGa Ha ACE nuxuGuropn u HCIIBJI (sanp. aneTiicansipuiosa KHCESIHHA,
H3N0/I3BaHa B IPOTHBOBEINAIHTENHA CXeMa Ha fosupane, COX-2 MHXMOHTOPH M HECENEKTHBHH
HCIIBJT) moske na HaMaTH SHTHXHIIEPTEHIUBHAR ehekT. Eanospemennara yniorpeba na ACE
unxuOuropu 1 HCIIBJI Moxe na yBeauun pucka oT Biiomasane Ha 650pedHara dyrKma —
BKIIIOYHTENHO OCTPa OROPeyHa HEAOCTATEYHOCT — K NOBHMILICHH CEPYMHM HMBA HA KANHIL, 0coGek
TIAUMEHTH C NPEIIeCcTBalio Hapyienue Ha 6nOpednara dynxums. Tezn edexn oOuKHORS
obpaTumn. KoMGrnmupanaTa Tpafea fa ce M3NON3BE BHUMATENHO, 0CODEHO TpH fanye; / ;
Br3pacT. [Ipenoprusa ce cnenexe Ha 656peunata hyHKIMS H TOAXOAALIO ATH
HA4a/l0TO Ha JICYEHHETO H NIEPAOIHYHO N0 BPEME Ha JICUEHHETO.
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Hurpuronanm peaxinum (CHMITTOME Ha Ba30IMUIATALHA, 3a4¢PEIBAHE, rafieHe, 3aMagHOCT | XHIOTOHMA,
KOHTO MOFaT ia (58T MHOIO TEXKH) QIS HINKCKIHH, CHIBMKAIM VIATO (HANPHMED HATPHER
&YPOTHOMANIAT), Ce CHOOIABAT NO-4ECTO FIPH MNALHEHTH, OPHEMAIIH €THOBPEMCHHO Tepanus ¢ ACE
HMHXHOHTOP.

Tpuyuxnuunu GHINUOETIPEC AN/ T MUNCUXOTIUYW GHECMEMUYY

Ennospemensara ynorpe6a Ha HAKOH aHECTETHHN JIeKapCTBeHy PONYKTH, TPHUMKIHIHA
AHTHIENPECAHTH M AaHTHIICHXOTHIH ¢ ACE HEXBGHTOpH MOXKe Na ROBEAE A0 NO-TONEMO HaMaNABaHe Ha
KPBBHOTO HAAraHe (BXK. TOMKa 4.4).

Cumnamuxomumemuyy
CHMIATHROMHMETHIIATE MOTAT /A HAMAIAT AHTHXHIIEPTEH3HBHHA edext Ha ACE unxuburopure.

Anmuduabemnu cpedcmea

EnunemMuonornunu npoyuBanms Noxassar, ue eIROBPEMEHHOTO NpHoxkenue na ACE HHXHOHTOPY H
AHTHAHAGETHY JIEKAPCTBA (HHCYIMHH, NTEPOPATHE XHIIOTIMKEMATHH CPEACTBA) MOMKE A2 NpeU3BHKA
3aCH/IBaHE HA e()eKTE Ha HOHIDKARAHE HA KPHBHATA 3aXAP C PHCK OT XHIIOITIMKEMHA. INo-BeposTHO € TO3M
(eHOMEH a HACTLITH Mpe3 ITLPBHTE CENMHIIA Ha KOMGHHHPAHOTO JIEYEHHE 1 NpH naumeHT! ¢ (uOpeuno
YBpexXnaaHe.

Ayemuncaruyunosa xucenuna, mpombonumuyu, bema-6roxepu, numpamu
Jha3uHONpIN MoXe 1A ce M3IION3BA eQHOBPEMEHHO C ALIETHNCATHIMIOBS KHCRIHNA (B Do3MTE,
OTpENC/ICHH 32 NPAN0KEHHE B KAPIAMOIIOFUATA), TpoMGONHTHINM, GeTa-G0KepH WM HUTpaTH.

BanmoneiicTapa, cBbp3ahH © aMaoAMIHH
Egpexm na dpyzu nexapcmeenu npodyxmu evpxy amnoounu

CYP3A4 unxubumopu

Ensoepemennara ynorpela Ha aMIOANITHH Ch¢ CHIMH WA ymepern CYP3A4 HHXHOMTOpH (NpoTeasHy
HAXHGHTOPH, 230/I0BH NPOTHBOrBOHTRH ITPOYKTH, MRKDO/THTH KATO EPRTPOMHALIMH HITH
KIIaPHTPOMHINME, BEPANIAMAJE KIIH JUUTTHAIEM) MOKE /1a IOBeJe [0 3HAYHTEITHO YBETHYABAHE Ha
ERCHOSHIHATA HA AMITONMITH, KOSTO Jia MOBKUIH PHCKA OT XHIIOTOHNA. KNnHHMMHaTa 3HAYHMOCT Ha Te2u
$apMaKOKHHETHIHH NPOMEHH MOKE AR € HO-TOMISMA IIPH HALHEHTH B cTapuecka BB3pact. Hpenoprusa ce
KIMHHYHO HaG/IONeHHE HA TIALMEHTHTE, TIPH KOSTO MOXeE /A C& HANIOXH KOPHIApAHe Ha 103814,

Knapurpomuuunst € unxuburop na CYP3A4. Ipu nanuenTH, NeKysanH eAHOBPEMEHHO ¢
KIapUTPOMHIMH ¥ aMJIOAMIIMH, CHIECTBYRA IO-TOMAM PHCK OT BE3HHKBAHE Ha XMMOTOHKA. Tlpenoprusa
Ce BHIMATENHO HAb/IONCHHE Ha IAMERTHTE, TIPH KOWTO aMJIOIHITHH C6 mpHnara €IHOBPEMEHHO ¢
KJIRPUTPOMHIHH.

CYP3A44 undyxmopu
EnroBpementara ynorpe6a Ha H3BeCTHH HHAYKTopH Ha CYP3A4 moxe 1a poMeHH IUTasmMenara

KOHUEHTpaus Ha aMnoaumiH. [lopaau ToBa KPEBHOTO HANsTaHe TPAGRA A2 Ce CNIEAH H A CE 0OMMCIN
KOpMrHpaHe Ha R034Ta KAKTO N0 BpeMe Ha eAHOBpEeMeHHaTa ynorpeba, Taka ¥ ciefy Hesl, 0cob
et CYP3A4 uryxropu (Hanp. pudaMimIUE, *RIT KAHTAPHOH [Hypericum perfor
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He ce npenopsysa npuiioxeHHe HA AMIIOAHIHH ¢ rpeindpyT AN CBC COK OT Ipe
HAKOH NALMEHTH GHOHANTHYHOCTTAa MOXKeE J1a Ce TIOBHIH, KOBTO A2 JOBELE MO 3aC

HAMAJIIBAHE HA KPEBHOTO HAJATAHE. =
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Hanmponen (ungpysus)

Ilpy xuBOTHH Ca HabMIORABAHH NETANHA KaMepHA GHOPHIAIMA H CHPICTHOCHA0B KOJIATIC, CBBPGAHH ¢
XHNCPRATHEMHA C/ie] MPUIOKEHHE HA BEPAIAMHIT K HHTPaBeHO3¢H NanTpoien. [Topamm puck ot
XHICPKATHEMHNS M3NO/I3BAHETO HA GII0KEPH HA KANIHEBUTE KAHAIHA KAT0 AMJIOIMITHE TPpAGBa 1a ce
u30arBa Py NalMeHTH, IPEAPAsNONOKEHH KbM JTOKAYECTBEHA XUTIEPTEPMAML, ¥ P JICUEHHETO HA
JOKAYECTBCHA XMIICPTePMHA.

Edexmu na amnodunun espxy dpyveu nexapcmeen n u

EdexraTe Ha noHmkanane 53 KPLBHOTO HANSTAHE HA AM/IO/IMITHH CE HACIArBAT KbM ITOHIDKABAITITE
KPBBHOTO Hansrase eeKTd Ra APyTH JICKAPCTREHH CPEACTBA ¢ AHTHXHNIEPTEH3HBHN CBOHCTBA.

Taxponumyc

ChinecTpyBa PHCK OT IOBHINABAHE HA HHBATA Ha TAKpONUMYC B KPLBTa NIPH eHHOBpEMEHHa YTIoTpeOa ¢
aMIOJAMIIHH, HO (l)apMaKOKlﬂl}le’I'H‘lHHl’l‘ MEXaHH3IBM HAa TOBa B3akiMoeiicTrie Roe OllIe He € HAITRIIHO
H3BEeCTEH. 3a 23 ce H3berHe TOKCHYHOCT OT CTPana Ha TAKPOIHMYC TPH ITALHECHTH, TpHEManH
AMJIONIANHH 110 BPEME Ha TEpPaNUATa ¢ TAKPOIHMYC, TPAOBA A& Ce CNIE/1H O HHBO Ha TAKPONMMYC B KPHLETA
M [1a C€ KOpUTHpa K038Ta HAa TAKPOIIMMYC, KO € HEODXO0HMO.

mTOR ( mutuena na panavuyuna npu bosaimuyume) unxubumopu

MTOR HEXWGHTOPH KATO CHPOMHMYC, TEMCHPOIMMYC H €BEPOITHMYC Ca cybcTpan na CYP3A.
Amrozumin e cnab CYP3A mxuburop. Ennospemennara ynotpe6a na amnommum ¢ mTOR
HHXHOHTOPH MOXe /12 YBEHIH eKcnosuumaTa Ha mTOR urxuGHTOpS.

Huraocnopun

He ca nposexzaani npoyusasns 3a JIEKAPCTBEHHUTE B3AHMOACHCTEHA ¢ IMKIOCTIOPHH M aMITOIHIHE TpH
3APaBH JoGPOBONIUM WIH NIPH APYTH IPYNM NAKHERTH ¢ M3KNOYCHHE HA TIAMMEHTH ¢ 6B0peuna
TPAHCIVIAHTALMA, [PH KOHTO ce HabmoaBa yBeHABAHE HA BapuaCHIHATA MUHHMANHA KOHIICHTPAIHMA
(cpeaso 0 — 40%) ma npxaocnoprn. TpaGea 1a ce 0GMHMCIH cliefieHe Ha HUBATA Ha LIHKAOCTIOPHH IIPH
naiHeHTy ¢ 616peua TpancUIARTAIA, KOHTO MPOBEKAAT CTCHHE ¢ aMIOAHITHH, a A03aTa Ha
IMKIOCIOPHH TPAOBA 12 ce HaMAaNH, ako € HeobxoaUMO.

Cumeacmamun

EmuospemMeHHoTO NpriokeHue HA MEOTOKpaTHH 034 1o 10 mg amnomsnas ¢ 80 mg CHMBACTATHH BOIH
AO NOBHIIABAHE HA EKCTIO3HIMATA HA CHMBACTATHH ChC 77% B CpaBHEHME CHC CAMOCTOSTEHOTO
TIpHIOKEHHE HA CHMBACTATHH. Jl03aTa HA CHMBACTATHH Tpa6Ba Jia c¢ Hamany ka 20 mg JHeBHO Ipy
MAUHCHTH, NPHEMAINH aMIIOIHITHH.

B KIHHIYHY NPOy<BAHNS 33 B3AUMOACHCTBHATA AMIOMITNH He TIOBTHARA (apMAKOKMHETHKATA HA
&TOPBACTATHH, IMMOKCHH Wik BapghapuH.

4.6 @epraimret, GpeMEHAOCT B KhpMeHe

Bpemennoct

YnotpeGara Ha Cxonpan KomG0 He ce npenopsisa 110 BpeMe Ha 1rbpers TPHMECTBD
€ NPOTHROMOKA3AHA 10 BPEME HA BTOPHA H TPETHA TPHMECTED HA GPEMEHHOCTTA.

Jluricea onmut 3a ynorpebaTa Ha IM3HHOMPMI K AMIOIHIIHH HPH GpeMeHHH KeHM or &
KOHTPONHPAHH KIHHWIHH poy4BaHud. Brnpeku Tosa ynorpe6ara # Ha /iBere ax \
BpeMe HA GpeMEHHOCT WiH He CE MPeNopbYBa, WIH € MPOTHBONOKA3aHa (3a cneid
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BCAKO BEINECTBO BHKTE NO-A0MY).

Koraro ce ycranosu Gpemernocr, nedernero cxe Ckonpun Kom6o Tpabea na ce OpeyCTAHOBH
HezabaBHO. AKO € Heo0X0AHMO, TpAGEA Aa Ce 3aNOYHE ATTePHATHBHA Tepanus (BxK. Touka 4.4).

Ilo speme #a GpemennocT ne Tpi6Ba N ce 3anoqsa nevenne cxe Ckonpn Kom6o. Ocen koraro
MPOALDKABAHETO HA NedeHHeTo Cue Cronpun KomGo tabneTkH ce CMATA 32 HATIOKHTEIHO, NALMEHTKHTE,
ITAHHPALH OPEMEHHOCT, TPAGBa /ia IPEMHBAT HA ATEPHATHBHO AHTHXHIIEPTEHIHBHO JEUCHHE, KOETO
MMa YCTRHOBEH NPOIIT Ha 6e30MacHOCT 10 BpeMe Ha GpemMenHoCT.

Cevpzanu ¢ nuzunonpun

YnorpeSara na ACE uHXuGuTOpH He Ce NPEnopEuBa O BPEME HA IThpPBHS TPHMECTHP Ha OpeMerHOCTTa
{Bx. Touxa 4.4).

YnorpeGara na ACE BEXHOHTODR © NpOTHEONIOKA3aHA IO BPEME Ha BTOPUA H TPETHS TPUMECTBP (BIK.
TO4KH 4.3 u 4 4),

EmyaemMronordmiTe 10Ka3aTEICTBA OTHOCHO PHCKA OT TEPATONSHHOCT Ciie/l eKCHO3HIES Ha ACE
WHXHOHTOPH N0 BpEME Ha ITbPBHA TPHMECTED Ha GpeMenHOCTTA He ¢a y6emuTenn, BBLIIPCKH Y€ MaJIKo
YBEIHYCHHE HA PUCKA HE MOXe a 651e H3xmouero. OCBEH KOraTo MPOXHIDKABAHETO HA TEPAITHATA C
ACE HHXUGHTOPp ce cMATa 32 HANOYKHTEIHO, NAUACHTKITE, ITAHUPANTH GpemenHocT, TpsGra na
NPEMHHAT Ha AITEPHATHRHO AHTHXHOEPTEH3HBHO NEHEHHE, KOCTO MMa YCTAHOBEH Hpodl Ha
SesonacHocT no BpeMe Ha GpemenHoct. Koraro ce ycranosn 6pemenHocT, nevenuero ¢ ACE
MHXHOHTOPH TPAOBA Ja Ce NPEYCTAHORY HE3a0ABHO M, ako € HEoGXOMHMO, TPAGBA [a & 2ano4He
ATTEPHATHBHA TEPAIIHSL.

Haeectno e, 9e excnosunmsra Ha Tepamas ¢ ACE HHXAOMTOPH N0 BPEME HA BTOPHA 1 TPETHR TPHMECTHD
TIPSIH3BHKEA (PETOTOKCHIHOCT NPH X0pa (HamaseHa 6b0peuna dyHKIHA, ONMATOXMAPAMEHOH, 3a6aBeHa
OCH(HKALIA HA Yepenia) U HOOHATANHA TOKCHIHOCT (GBOpeuHA HeIOCTATEYHOCT, XHNOTOHK,
Xunepkannemus) (ex. Touka 5.3). [Ipenopsusa ce exorpadcko uacnensane Ha G6pesHaTa GyHKImMs W
u€pena p Cilydaki, e excriosiipiara Ha ACE HHXHOHTOp ¢ cTaHAIa Ipes BTops TPHMECTED Ha
GpemeHHOCTTA B Coien; ToBa. HoBoposienure, wanTo Malikn ca npuemama ACE HBXACHTOPY, TpaGRa 18
6Baar nabmonasain BHAMATENHO 33 RANHYKE HA XHIIOTOHHN (8% Touxm 4.3 n 4.4).

Cevpsanu c amnodunur

BesonacHocTTa Ha amtoamHH 1O BpeMe Ha GPeMEMHOCT P XOpa HE © YCTAHOBEHA.,

B npoyusanus Nps #GBOTHH ¢ HAGMIONABAKE PENPOAYKTHBHA TOKCHYHOCT fIpy BHCOKH A03H (BiK.
TouKa 3.3). Yniorpe6a no speme Ha GPeMEHHOCT CE MPENOPLYBA CAMO KOraTo HAMA 10-Gesonacka
anTepHaTHBA M Korato HonectTa cama 1o cefe Cu HOCH NO-TONIAM PHCK 33 MaiikaTa | ILTOfa.

Knpmene
Hama Hanuna urdopManys oTHOCHO ynotpeGara Ha MA3HHONPHA N0 BpEME Ha KbpMEHE.

AMTOZUITHH Ce EXCKPETHDA B KEPMATA IIPH X0pa. YacTTa oT 103ata na Majikara, noJIy4ena ot
KbpMayeTo, & H3UHCIIEHa C HHTEPKBAPTHIICH AMANA30H 3 — 7%, Ho He NoBeve ot 15%. Edexrute na
AMIIOTHITMH TIPH KBPMaleTa He C& M3BeCTHH.

Ynotpebara 1a Cxonpun KomGo He ce npenops4pa o BpeMe Ha KEPMEHE, A C¢ [PeIoHuTaT
ATTEPHATHBHH JICYCHHA C 10-700pe ycraHOBeHH npodrny Ha 6€30MACHOCT NO BpeMe B REpIEIR
0COGEHO NPy KEpMeHe Ha HOBOPOAEHO WK MPEKAEBPEMERHO POAEHO Gele.

Deprusurer
Jinncea omAT 32 edeKTa Ma NMIRHOTIPWI H AMIIOXHITHH BBLPXY DEPTHIHTETA OT ARcRBH
KIMHHYHH NPOYJYBAHHS.
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Cevp3anu c amrodunun

Cpobmasa ce 3a ofpaTHMH GHOXHMHYHH NMPOMCHY B MIABHIKHTE Ha COEPMATO30HIMTE [IPH HAKOH
TIAIACHTH, NICKYBaHH ¢ 610KepH Ha KamseBHTe xanam. KHuianuTe JaHHH 0THOCHO IOTEHIMANHHSA
eeKT Ha aMIOZMITUH BEPXY depTHRHTETa ca HegocTaThyunk. B eano NpOYYBaHE [IPH ILTEXOBE Ca
OTKDHTH HEXKC/IAHN eekT BBPXY MEakKud depranuTet (k. Touxa 5.3).

4.7 Edextn Bnpxy crocoGHOCTTS 32 modupane B pabora ¢ MATIERR

Cevpzanu c maunonpun
IIpu modupakie Ha MpeBo3HM CpeacTBa WM PaGOTA C MAIIHHE TpAGEA Ta C€ MMA NpeABHA, Y€ MOHAKOra
MOXE 2 C& MFOYHH 3AMadHOCT WIH YMOPA.

Cevpzanu ¢ amnodunun

AMIOIHITHH MOXe 12 NORIASE B MAIKA CTENEH HWIH B YMEPEHa CTeNeH cRocobHOCTTa 32 wohupane n
pabora ¢ Mammmu. [pn nalpenRTy, CTPAANIH OT 3aMAsHOCT, riasoGonye, YMODA KU raJIcHe,
¢NocoOHOCTTA 3a pearupaHe Moxe Ja GbAe Hapyuiena. [Tpenopbuea ce noBHIEHO BHMMaHHE, 0CODCHO B
HAYA0TO HA ICYEHHETO,

B33 ocnosa na ropessnoxenoro Ckonpwun KoMGo MOXe na okaxe RIHAHHE BLPXY CnocoOHOCTTA 33
mwodHpane U pabora ¢ MAINMAN (0COGEHO B PAHHES TAIl HA JIEISHHETO).

4.8. Hexenann JEKAPCTBEHH PeAKIHE

Ho epeMe Ha KOHTPOTHPaHO KTHHHYHO TIpOy+BaHe (1 = 195) yecToTara Ha HEKQIAHHTE PeaknHu He ¢
NI0-BHCOKA NPH yYACTHKIIH, TIOTy4aBalli H BETE AKTHBHH BEIIECTBA SHOBPEMEHHO, OTKOKOTO IPH
NaHEHTH ha MoHoTepamms. Hexenamre peaxiun CHOTBETCTBAT Ha ChOOABAHHTE NPEH TOBA IIPH
aMIOTHIHH W/ mesaHonprn. HexkenanuTe peaxuun oGUKHOBEHO ca JeKH, MPEXORHH H PAIKO ca
OCHOBAHWME 34 MPeKpaTIBane Ha NeveHHeTO. Hali-qecTie Hesxenann peakumm mpy koMOHHAUMATA ca
rnasobonue (8%), kamuuna (5%) n 3amasHoct (3%).

YectoTHTe Ca OnpenencHn CIIOpe clieAHAaTa KOHBEHIHA: MHOFO YecTH (> 1/1 0), gecra (= 17100 ao

< 1/10), newecrn (> 1/1000 o < 1/100), peaxn (= 1/10 000 o < 1/1000), muoro peakn (< 1/10 000), ¢
HEW3BECTHA HECTOTA (OT HANMIHKTE JAHHM He MOXe 1a 6Bae Hanpasena ouerka). [lpu resxa KSTEropea B
3aBHCHMOCT OT YCCTOTATA HEMCEIAHHATE PEAKIHH ce M3GPOABAT B HUIXOAALI PE/ 10 OTHOWICHHE Ha
TAXHATA CEPMOZHOCT.

ITo Bpeme Ha He3ABUCHIMOTO JieueHNe ¢ TM3MRONIPIIT H AMITO/IUIMH ¢4 CHOOIIEHH CITeHATE HEKENAHH
JIEKAPCTBEHH PEaKUMH:

CucreMo-opranes Kiac YecroTa HJIP npe jm3gnonpan | HJIP nps amioganka
Hapymeurs ga kpupra B Penxu Hamanssaze na
JHMHATZ CHCTEMA KOHUEHTPAIMATA Ha
XeMoTrobuHa,
HAMANABAHE HA
CTOHHOCTHTE HA
XEMATOKPHTA

Msnoro HorHckane ra kocTHHS
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penaxH MO3BK, JIEBKONICHHS
arpaHyJouHTo3a (BK.
TouKa 4.4), NEBKONCHMA,
HEeYTPONEHHA,
TPOMOOIMTONEHHMS,
XEMOIHTHYHA AHCMHES,
SHCMHA,
JauManencnaTHy
Hapymenss na aMyHanaTa Mmaoro ABTOHMYHHH HApYIIeHUs | ASNCPrirHH peaKIHH
CHCTEMA penxu
C AnabrnakTnuna/anaduia
HEM3BECTHA | KTOMJHA peakims
4eCcTOTa
Hapymenas sa Peaxe HeanexsatHa cexpeima
€HROKPHRHATR CHCTEMA Ha aHTHIHYPETHYECH
xopMoH (SIADH)Y
Hapymenns ma Muoro XHITOr THKEMHS XHnepriMKeMus
METabOIR3MA B XPAHCHETO JIKU
[icHxEvHE BApYmenan Heuecrn INpomenu B Hucomnns,
HACTPOEHHETO, HPOMEHH B
HAPYUICHHA Ha& CHHA, HACTPOEHHETO
XAMOUHHALMY (BRIIIOYRTEITHO
TPEBOKHOCT),
JeTpecHs
Penxu Tcuxugna obbpKaHoB QOrBpksane
C Henpecus
HEHM3BECTHA
4ecToTa
Hapymenns Ha mepauata Yecto 3amasHocT, CeHIHBOCT,
CHCTEMA rnasoGonue 3aMasgHoCT,
riapobonue (ocobeno B
HA4aJ0TO Ha
JICYCHHETO)
Heuectu Bepruro, Cunkon,
MapecTe3nA, TPEMOop,
AHCTeYy3Ms JHCTCY3HI,
XHnecre3us,
napecTe’ud
Peaxu [Mapocmus (napymenue
BBB BE3NPUATHETO 33
MHpPHC)
MHoro XuneproHus,
JIKH MIEpHpepHa HEBPONATHS
C Crnxon Excrpanapamuzaro
HEM3BECTHA
YecToTa
Hapymenns na ounte Yecru
Hapymenas 653 yX0T10 B Hevectn

J8OHpEHTS

"ﬂV’d 5

CIEY
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Crpacynn Bapymenns YecTH Mannuramm
Heuectn Muoxapaen ungapkT, ApuTMEH
BB3MOMKHO H BTOPHUEH (BRTIOUMTEHO
MOPagH NpeKoMepHa GpaguKapuis, KaMepHa
XHIIOTOHHA NPH TaXHKapIHA,
BHCOKOPHCKOBH NPEACHPAHO MEXKICHE)
NAUHEHTH (BXK.
Touka 4.4),
TaXHKApPIH,
NAHTALMHH
Muoro MuokapaeH uadapkt
peaxu
CraoBH Rapynmienns Yectn Oprocrariann edexTh 3auepBaBane
(BKMOUHTENRHO
XHIIOTOHHA)
Heuectn Hepebposackynapen Xunoronus
HHUMACHT, BE3MOXHO H
BTOPHYCH NOPaA
npeKOMEPRA XHIIOTOHHA
NpH BUCOKOPHCKOBH
MALMEHTH (BXK,
TOUKa 4.4),
¢deHomen Ha Raynaud
Muoro Backynur
elIKH
Pecuaparopun, rpnaan & Yectu Kamnuua Juciires
MERHACTREAJNN HApYeans | Hevecrn Punur Kamnnna,
PUHHT
Muoro Bporxocnasem,
peaxu aneprudeH
ABEONHT/CO3HHOPUTHA
FIHEBMOHMKS,
CHHY3HT
CroMamuo-apesan Yectu Huapus, KopemHa Gonxa,
HADYIICHHA NOBPHIaHE rajziexe,
JHCTISTICHA,
NPOMEHEH HABHK Ha
yepBsara (auapns w
3anek)
Heuecrn Kopemua Gouika, [oepruiane,
ranewe, CyXOTa B ycTara
XPaHOCMMWIATEITHO
_PasCcTpoicTBo
Penkn Cyxora B ycrara
Mnoro Ilankpearwr,
PenKM YpeBEH aHTHOSNEM
XenaTobuamapan Mnoro Xenarur —~
HBAPYIIEHHS penku XeNaTOLCNyNAPeH Wiu
XOJIECTATHYEH;
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WCHITCHHLIA, YEePHOAPOOHH
yepRoapoOHa eH3uMHI**
HEAOCTATHIHOCT {BXK.
TouKa 4.4)
Hapymenns HA KOMATR W Heuectn O6pus, Anonenms,
HORAKOKNATRE THKARH cBphex obpus,
eK3aHTeMa,
Iyprypa,
NpoMsAHR Ha [{BETa Ha
KOXKara,
XMIIEPXHAIPO3a,
coplex,
KOTIPHBHA TPECKA
Peaxn Icopuasuc,
YPTHKapHs,
anoneuus,
CBPBXYYBCTBHTEIHOCT/ 4l
FHOHEBPOTHYEH OTOK:
ABTHOHEBPOTHYEH OTOK
Ha JTHIeTe, KpaiiimuuTe,
YCTHHTE, €3HKa, FIOTHCA
H/HIH napHHKca (BX.
TouKa 4.4)
Msuoro Toxkenuna emanepmaniia | Epurema mymrudopme,
peaxu HEeKpo/H3a, afTHOEAEM,
cuHnpoM Ha CTHBLH- exctonuariBex
JhKOHCEH, NepMaTHT,
epaTeMa MyITHQOpME, cuHApoM Ha CTHBBH-
neMoHryc, JIKOHCEH,
XHICPXUAPO3a, o10K Ha Kpunke,
KOXKCH NICEBANIHMPOM* | doTOUYBCTBHTEMHOCT
C Tokcuamna
HEH3BECTHA enmUepMaTHa
4eCTOTd HEKpPOITH3a
Hapymenns na Myckyano- | Yectn Honysane na
CKeJIETHATA CHCTEMA H TJIe3CHKTE,
CheNHAHTENHATA THKAR MYCKYITHH KPaMIiH
Hewects Craena Gonka,
MyckynHa Gorka,
Boutka B repba
Hapymennay na Guopenare u | Yectu br6peuna aucdyHKImMs
HEKOTHHTE NbTHINA Heuectn 3arpyaneno
YpHHHpaHe,
HHUKTypHi,
Penxu Octpa 6x6peuna
HEZOCTATHIHOCT,
ypeMus
MtHoro Omarypus/anypus
peaxH
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Hapymennu na Heuectn HMmorenTHOCT HmmotenTHOCT,
BRINPOMIBOANTCIRATA TMHEKOMACTHA
CHCTEMA H IEPAAYR Penxu I'maekOMacTUs
O6mn Rapymenrs u edpexTn | MHOrO YecTH Orok
HA MECTOTO HA Oprackerre | Yecrn Vmopa,
acTeHHs
Heuwectn Vmopa, Bonka B repauTe,
acTCHHA 6onka,
HepasnoNoKCHHE
H3cnensanua Heyectn Hoeumena ypes B VYeenmmuasasde Ha
KpbBTa, TErNIOTO
TIOBHIICH KPEATHHHH B HIH HAMaJISRAHE Ha
cepyma, TErNOTO
XHITCPKAIHEMMA,
MOBUIIEHH YepROAPOOHH
€H3IUMH
Penxu TloBHieH cepymen
SrHpyGHH,
XBIOHATPHEMHS

* Cro0masa ce 3a KOMILIEKC OT CHMITTOMH, KOHTO MOXE 1A BIIIIOYBA €/THO HITH TIOBEYE OT ClIEqHHTE:
BHCOKA TeMIIEpaTypa, BACKYJ/IHT, MHAIIIBSA, APTPAIrHi/aAPTPHT, NONOKHTENHH AaHTHHYKICAPHH aHTHTENa
(ANA), noBHImeHa CKOPOCT Ha YTAsBAHE HA YEPREHHTE KphbHY KneTkH (CYE), CO3MHOD IR H

NIEBKOLHTO38, 0OpHB, (POTOHYBCTBHTENHOCT HAK JAPYTH ASPMATONOTHIHHA TPOSBH.
**  CroTpercTsa Hal-Bede Ha XONECTA3ATA.

Hanmire 32 6e30NaCHOCT OT KITHHWYHM OPOYIBAHKMA MOKA3BAT, Y€ JMHZHHONIPWIT OOHKHOBEHO C€ TIOHACH
Robpe MpH NeHaTPHIHA NOMY/ALUA ¢ XHIECPTOHHS, & TH3HHOMPHIT HMA HOKo6eH MpodiLT Ha
0e30MACHOCT KATO TO3M DK BH3PACTHH.

Croliiapare Ha TOJO3HPANN HEKENANH PEAKIHH

Crofmaranero Ha NONOHPAHE HeXeNaHH PeaKOWy CJIE]] paspeLlaBate 3a YIoTpeda Ha JIeKapCTBEHAA
IEponyKT € Baxkso. Tora nossonsea na MpoAKDKH HaGAIOACHHETO HA CHOTHOMIEHHETO NOM3A/PHCK 33
JICKAPCTREHHA MPOAYKT. OT MEJMIMHCKITE CTIEIHATHCTH C¢ H3NCKBA A4 CHhobIIABaT BCAKA IONO3HpaHa
HEXEJNIAHA PeaKLHs Ipes:

Hamemuremia aremims 1o JiekapcTeaTa

yi. ,,Jlamsan I'pyes™ Ne 8

1303 Codun

Ten.: +359 2 8903417

yebeaiiT: www.bda.bg.

49 Hpenosupane

Hsma nannn 3a npenosnpase npu xopa cxe Ckonpun Kom6o Tabner.

Bve 6praxa ¢ npedosupanemo na mausonpun
Hanwwaiai ca OTpaRAYcHHA AAHHK 32 PENO3HPAHE TIpH Xopa. CHMIITOMHTE, CBBP3aHK
ACE-HHXHOHTOPH, MOTAT J1a BKNIOYBAT XHIIOTOHHS, IHMPKYIATOpPEH MIOK, €1
6n6peua HENOCTATHUHOCT, XHNEPBEHTHIANNA, TaxuKapaus, cepuebnene, 6
TPEBOKHOCT M KALILIANA.

17



TIpenopsuirenioro NeueHke TPh NPEA03HpaNE € HATPABEHO3HA HH(Y3HT Ha HOPMANEH du3HONOrHYEeH
PasTBOpP. AKO HACTHIM XHITOTOHHS, TIALHEHTET TPIGBA i OhIC MOCTABCH B IIOKOBA MO3HIMS., AKO €
ROCTBIMHO, MOXKeE Aia C¢ OOMUCITH H IPIWIATAHS HA JeueHue C mudy3HA Ha aHrnorersun [ B/wm
HHTPabeHOIHE KATeX0NMaMHHH. AKO Tabnerkara e GrTa IYETHATA HACKOPO, B3EMETE MEPKH, HACOUEHH
KbM €/THMHHEPAHE Ha IK3MAONPIII (HAND. NOBPHIARE, CTOMAIIHA POMHBKA, NPHIATaNe HA afcopberTH
# Hatpues cyadar). Jlusunonpun Moxe za 651 OTCTPaHEH 0T 06MIOTO kKphEoOGpameHze qpes
xeMo/iHaH3a (BXK. T04Ka 4.4). Teparms ¢ gelicMeliKEp e nOKA3aHA 33 PeIUCTENTHA HA Teparms
6panmcapans. HHsHEHHTE HOKA3ATEITH, COPYMHMTE eNeKTPOIHTH B KOHIEHTPALAHTE Ha KpeaATMHHH
TpHGBA Ha C& CNEOAT MECTO.

Bwe gpvaxa c npedosuparemo na amnoounun
OnurbT © ymuuIeHO OpeRO3HpaHe NPA XOPa ¢ OrPaHHHeH.

Cumoroms

Hamaansre nanim noKkazsar, e 2HAUHTEIHOTO NPENOIUPAHE MOKE Na TOBEJIE 10 NpeKOMepHa
neprd)epha BasoMWIATALMHSA H BE3MOXKHa peduiexropHa Taxukapaus. Hma cuobuerms 3a H3pascHa i
BEPOATHC MPOB/IKHTEIHA CHCTEMHA XHITOTOHHS, JOCTHIALIA KO M BKAOYBAINA INOK ¢ (aTaieH W3Xo/.

Hexapmuorenen Genoapoben orok ce ¢po6mana pamKo KATO TIOCHEIALA OT npenosvpate ¢ aMIOIHNHH,
KOMTO MOXKe N1a ce MposBH Che 3a6aBeHO Havaino Ha edexra (24-48 uaca cnen NOTAbIAHE) H Ja H3HCKBa
H3KyCTBEHA BEHTHNALMA. PasHnTe peanMMalAcHHN Mepky (BITIOMHTE!THO HATOBAPRAHE C TEYHOCTH) 32
NOAXbpPIAHE HA NEPRY3NAT H CHPACTHHA AEGHT MOTaT A2 GBaaT yekopwBaImH GaxTopH.

Jleuenue

K/THHHYHO 3Aa9HMMATa XHMNIOTOHHS, /b/DKAIA Ce HA MPEAO3Hpate Ha AMAOMITHH, HIHCKBA AKTHBHA
CEPACHHOCHA0BA NOAMPEKKA, BKIIOTHTENHO YECTO CIIEACHE HA CHPISYHATA H JUXATENHATA (yHKIMS,
HOBJAMraHe Ha KpaHHHIIATE ¥ BHUMATENHO ClCCHE Ha 00eMa Ha APKYTHPAIHTE TEIHOCTY M OTACTCHATa
ypuna,

¥Ynotpebara pa BA3OKOHCTPHKTOP MOXKE Ja NOMOTHE 3& BH3CTAHOBABAHE HA CHIOBHS TOHYC H KPBEBHOTO
Ha/AraHe, [pH yCNOBHE Y€ HAMA NMPOTHBONOKA3AHHMS 33 yroTpebara My. MIHTPaBeHOIHOTO NPIIOKEHRE
Ha KANHCB IIOKOHAT MOXKE A2 OB jle OT 110134 38 e/THMHHHpAHE Ha efexTHTe 0T GOKHPAHETO Ha
KaTIAEBHTE KAHAITH,

B HaKon ciyuar Moxe A € YMECTHO A2 Ce HANPaBH CTOMAIIHA APOMHUBKA. Y CTAHOBEHO €, ue ynoTpebara
Ha aKTHBEH BBIVICH 10 2 “aca cliej HpRiarane Ha amioaunus 10 mg npu sapasn A0GPOBOIIM BaManspa
cTeneHTa Ha abcopbuma Ha amnonnyy,

Tlopanu mrcokaTa cTeneH Ha CBBP3RaHe Ha AMIONWITHH ¢ NPOTEHHATE IHANH3ATA BEPOATHO HAMa fia Obie
OT 710133,

{Ipedosupanemo cve Ckonpun Kombo Moxe na iobese K0 MPekoMepHa nepudepHa BA3OIAIATALHSA C
H3pa3eHa XHNOTOHHA, UHPKYNATOPEH INOK, eNIEKTPONHTHY Hapymenns, Gs0peusa HeOCTAaTEMHOCT,
XHOCPREHTHIALMA, TAXHKAP/HA, chpuebueHe, GpayKap/Ius, 3aMasHOCE, TPEROKHOCT ¥ KAILTHIA.
Tipenopsyra ce npobesaane Ha CHMITOMATHYHO AeUEHNE (IIOCTABSHE HA HALKEHTA B JIETHANIO
TNIOJIOXKEHHE, CNEJICHE H, KOrato € HeoOXOHMO, MOJXLPKAHE Ha CHPACUHATA ¥ AHXATEHATA byHKIH,
KPBBHOTO HaATaHe, Hananca HA TEHHOCTHTE, eJIeKTPONKTHAS GaNaHe H KOHUSHTPALMATE HA KPEaTHHIHH).
B cnyqati Ha Te)kka XMMOTORRS HOHHTE kpafinuum TpA6Ba 112 ce NOBANTHAT K, KOTATO HHTPABEHO3ZHHTE
BIIHBAHHUS HE TIOKA3BAT 33/J0BOJIATENEH PE3YNITAT, MOXE /13 CC HANOKH MPOBEK/IAHE HY.§ '
TIeSeHME Upe3 REBeX/ate Ha nepadepHH Ba3oIPECOPHE CPEACTBA, OCBEH AKO HAMZ

TAXHOTO npuiarase. AKO € AOCTHITHO, MOXE Aa ce 0OMMCIN H npuiaraHe Ha JNeyéiig
aHTHOTeH3PH 1. HHTpareHO3HOTO MPHIIOXKEHHE HA KANLMER TIIOKOHAT MOXE N
CIHMHHUpaHE Ha eeKTHTE OT GOKMPaHETO HA KAMHMEBUTS KAHAH.
JimmHONpHT MoXke Na Gbje OTCTPaHEH OT CHCTEMHOTO KpBBOOGPaICHEE Jpes

B
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Ha AHan3a TpIbea Na ce M30ATBa MINO/I3BAHE HA TIONHAKPUIORMTPHIIEH BHCOKOTIPOITYCKIIMBH
MeMOpann.

5. ©®APMAKOJOIMYHU CBOMCTBA
5.1 @OapMakonHEAMEYHE CBONCTRA

PapmaxorepanerTHaHa rpynia: ACE muxu6uropu u 6noxeph Ha KallpesHTe KAHAIHA, THIHHOTIPHI H
amnonuran, ATC xon: COIBBO03

Cxonpun Kom6o € komOunaimas ¢ QHKCHPasH K03H, CoABPKAINA AKTHBHHTE BELUIOCTEA IHIHHOTIPH H
aMJTOTHIIHH.

Jisudenpun

Mexapnysm Ha geiicTene

JinzrsonpIa ¢ MHXMOUTOP Ha NenTHAMN AunenTHAaa. Tol MHXKOHPa ARTHOTEHINH-KOHBEPTHPALIMA
en3iM (ACE), kolTO kaTanuzupa NpeBphILAHETO Ha AaHrHOTeH3uH [ BhB BA30KOHCTPMKTOPHUA NERTHA,
anrnorensu Il Anruorensun I crumystapa u ceKpelpsTa Ha AOCTEPOH OT KODATa Ha HanGBOpeuHmTe
wie3M. Hexubupanero na ACE sony Jio noHmkapane ua KOHIIGHTPalHATa Ha aHTuorenzny 11,
BCJIEACTBHE HA KOETO € HATHUE NOHIKABAHE HA BA3ONPECOPHATA AKTHBHOCT H HAMANARAHE HA
cekpeunsTa Ha anpocrepos. [locneanoro cnoMenaTo HaMansBaHe MOXKE [1a NOBEE A0 NIOBHIIABAHE HA

CePYMHATA KOHIIEHTpALMA HA KANHA.
DapmakoauHAMUHYHEK edexTH

Makap n1a ce cmiaTa, Ue MEXAHHIMET, Ype3 KOHTO TH3HHONPHI HOHIDKABA KPBBHOTO HAATAHE, &
APSIHMHO NIOTHCKAHE Ha CHCTEMATA PeHHH-AHIHOTCHSHH-A/IIOCTEPOH, IMSHHONPH €
AHTHXHITCPTCHIMBCH AOPH NPH (TALHCHTH ¢ XANICPTOHAA ¢ Hucku HuBa Ha perH. ACE e Mnenrryes e
eH3zuMa KnHasa 11, koiiTo pasrpaxaa Gpagmiusns. lipencTon Aa ce H3ACHH AQIH NOBMINCHHTE HWBA HA
GpazyKHHIN, MOUICH Ba3OAMIRTATOPEH NEMTTH, MIPasT POJIS B TEPANCBTHUHNTE ehoKTH Ha JHZHHONPMIL

Knunnyna eduxacBoct 1 Ge3onacHocT

EdexTsT Ha IM3MHONDIWT BLPXY CMBPTHOCTTA | 3a60/I€BAEMOCTTA TIPH CHPIEHHA HENOCTATLIHOCT &
BPOYUeH vpe3 CPABHABAHE HA BHCOKA N03a (32,5 mg wi 35 mg BeAHbK IHEBHO) © HUCKA A03a (2,5 mg
MM 5 mg BeAHbX IHEBHO). B nipoyurane ¢ 3164 nammeRTH che cpelieH NEpHOA Ha NpocieABaHe

46 Mecena 3a NPEKUBEITUTE NAIMCHTH BHCOKATA 1032 JIM3MHONPHN BOM O HAMANARAHE Ha PUCKA B
KOMOUHMpaHaTa KpaifHa TOUKA Ha CMBPTHOCT MO BCAKAKBA FIPHYHHA H XOCHHTAIM3AIMA NIOPAJH BCAKAKEA
nputuHa ¢ 12% (p = 0,002) u 10 HaManiBaHe Ha PACKA OT CMBPTHOCT 110 BCAKAKBA ITPHUMHA K
XOCTIHTAIH3alME NOPanH ChPAEYHOChA0RA NipHunHa ¢ 8% (p = 0,036) B cpaBHeHue ¢ HMcKarta 1034,
Haboarany ca HaManssase Ha PHCKa OT CMBPTHOCT 0 BCAKAKBa uprauua (8%:; p = 0,128) u
CLpAeTHOCHAOBE CMBPTHOCT (10%; p = 0,073). ITpu post-hoc ananuaa Gpost Ha XoCHHTANHIALMKTE
[opaM ChpaeyHa HEOCTATHYHOCT € HaMals ¢ 24% (p = 0,002) npu mauueHTHTe, JIEKYBAHH C BHCOKA
032 TU3HHOMPHUIL, B CPABHEHHE C JIEKYBAHMTE ¢ HUCKA £03a. CHMITTOMATHYHUTE [TO/3H NPY NALHCHTH,
NEeKYBaHH ¢ BHCOKH H HHCKH [O3H JIH3HHONPHI, C& NIGRO6HH.

Pesyrratire o1 mpoyBaHeTO HOKA3BAT, e OSIIMTE NPOMMIH HA HEXETAHUTE CHO
JIEKYBRHH C BHCOK2 WIH HHCKA 21033 TH3HHONIPWI, ¢a IONOOHH KaKTO 10 eCTECTBO,
Ilpeapnmmurre cx6uTHs B peayirrar Ha HExubHpaneto Ha ACE KaTo XMIIOTOHMS

G56peuna (pyrxums ce NOANABAT Ha NIEYCHHE W PRIKO BOJST IO MPEKPATABAHE HA I



HHICKa Ao3a.

B uzrmreaneto GISSI-3, koero usnomssa 2x2 GaxropueneH mpsaiii 3a cpapuaBaHCe Ha eeKTHTE Ha
JHSHHONIPI B TIIMNEPIT TPUHHTPAT, IPHEMAaHH CAMOCTOSTENHO HTY B KOMOMHAIAS B IIPOTRDKCHHE HA
6 cenvinm, coipsmMo KoHTpona nipn 19 394 nanwesTy, TpH KOUTO JICYCHHETO © TIPAIAralo B PAMKHTE Ha
24 4aca cren OCTHP MHOKAPIEH HH(APKT, TH3HHOMPH BOJH A0 CTATHCTHHECKH 3HAMMO HAMAIABAHE Ha
prcka oT cMEpTHOCT ¢ 11% cnipamo koxTponata (2p = 0,03). Hamanssasero Ha PHCKA € ITIHIEPHT
TPHHHIPAT He € SHAHMO, HO KOMOMHALMATA HA JIH3MHONDWI H IMUEPH] TPHHUTPAT BOIH A0 3HATHMO
HAMAIABAHE HA PHCKA OT CMEPTHOCT B¢ 17% cripaMo kowrponara (2p = 0,02). B TIOOTPYTIHTE HA
MAIHEHTHTE B CTEPUECKA BEIPACT (BB3pacT > 70 ronuus) | AMMEHTHTE OT HKEHCKH 1o, NpeABAPHTEIHO
ONpeRencHR KATO HANOKEHH HA BHCOK PHCK OT CMBPTHOCT, Ce HAGITIOABA 3HAYHMA HOJT32 PR
KOMOUHMpaHaTa KpaliHa TOYKa 38 CMBPTHOCT H CHPIETHA ¢yuxuns. Cnen 6 Mecena komGUHHpaHaTa
Kpaiia T0'Kka 33 BCHYKH NAMEHTH, KAKTO U 38 BHCOKOPHCKOBHTE HOATPYNH, CHILO MOKAa3Ba 3HAUMME
MOJI32 32 IEKYBAHHTE C TMHHONPH) WK JIMIHHONPHI FUTIOC [IMUEPHNT TPHHHTPAT B IIPOIHIDKEHNE Ha

6 ceMuIM, KOETO 03HAYABA, Y€ JIIHHONPIUT KMa npesaHTHBEH edexr. KakTo 6m ce ouaksano npn scako
JICHEHHE C BA3ONMNATATOD, IOBHIIEHATA 9€CTOTA HA XHIIOTOHKA H G50petha uchyHKIHs CEBP2aHA C
JICHCHACTO C IMIHHOMNPHIL, HO HE ¢ CRBP3aHA C MIPONIOPLHOHATHO YBETHYARAHE HA CMBPTHOCTTA.

B neofino-cnano, paHaoMuIHpayo, MHOTGUEHTPOBO IIPOYBaHe, CPABHABALILC THIHAONPHA ¢ 6ioKep Ha
KATUHEBUTE KaHATA NIpU 333 yuacTHMUM C XHIIEPTOHHS B CC 3aXapeH JMaBeT THI 2, KAKTO H ¢ HEAIHa
HePONATHA, XapaKTepHIHpAINA Ce ¢ MHKpoanbymumypus, mausonpii 10 mg mo 20 mg, NpHIAraH
BEIHEX JHEBHO B IPOAL/DKEHHE Ha 12 Mecelia, HAMAINBA CHCTOMHOTO/ MAACTONHOTO KPBBHO HAIATAHE C
13/10 mmHg, a cxopocTTa Ha excKpens Ha anbyMun B ypuRata — ¢ 40%. [Ipw cpasrenye ¢ 6aokepa Ha
KanumeBure KaHaIH, KOHTO BOAH 10 NOAOGHO MOHIKIBAHE HA KPBBHOTO HANATAHE, IEKYBEHUTE C
JM3MHONBPHN NOKAIBAT 3HAYKTENHO NO-TONIMO HAMANSBAHE HA CKOPOCTTA Ha CKCKpeHMA Ha anfyMHH B
YPHHATA, KOETO € QoKa3arelctso, 4¢ ACE uuxubupamoro aelictsie Ha JIASHHOMPH/T HAMAIABA

MHKPOQIGYMHUHYDRATa 9pe3 THPSKTCH MEX2HA3HM BHPXY (EGPETH e TPKAHN B HOMINERHE KbM ethexra
HAa MOHIDKABAHE HA KPBBHOTO HAJIATAHE,

JlewenueTo ¢ muIMHONPUN He OKaIBa BITHAHKE BLPXY MNIHKEMWYHHA KOHTPOJL, KAKTO Ce BIDKJA OT JIMNCATa
Ha 3Ha4HM edeKT BHPXy HMBATA HA IIMKHPaHUA XeMOTIoGuH (HbA,.).

Cpedemea, nosnuReausu penun-anZUOMeRIUHOSaMA CUCTIEMA
Kombutuparara ynorpe6a Ha ACE urxuburop u Ha asrvorersus I pedenTopeH Onoxep e H3CACBEHA B
ABE FONEMH PAHJOMH3IMPAHH KOHTPONMP2aHH Hanursamus: ONTARGET [ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial — rexymo rnofanso w3nmTrane 3a Kpaiitu
TOIKH HA TEMHCAPTAH, NPUIIOKEH CAMOCTOATENHO H B KOMOHHALMA ¢ paMumpui] 1 VA NEPHRON-D
{The Veterans Affairs Nephropathy in Diabetes — NpOy4BaHE 33 PAa3BHBAHETO HA HeQPOTATHS TIPH
Anabert, mpoBexeHo 01 MUHHCTEPCTBOTO 1O BBIpocHTe Ha seTepanure 8 CAIIL].

Hsmmrsanero ONTARGET e nposezieHo npu nanpenty ¢ anaMBiesa 3a CEPACYHOCHI0BA WITH
MO3%4HOCHA0BA 60secT WM 3axapen guaber THn il CBBP3AHM C YRpexaHe Ha opraumnte. Hsnmreanero
VA NEPHRON-D ¢ nposenieno mpu natmerts ¢ quaber e I 1 naberra HedponaTuy.

Teau npoyuBanKs He NOKA3BAT 3HAYMMH GATONIPHATHY eeKTys BEPXY nocnennupTe 3a 656pennte Wik
CRPACHHOCHOBATA CHCTEMA M CMBPTHOCTTA, KATO CHILEBPEMEHHO € HAMLE TIOBHIIGH PHCK OT
XHTIEpKANHEMUS, OCTPO YBpewIane Ha OuOpeunarTa GYHKIMA wiH XMITOTOHMY B CPaBHEHHE ¢
MoHoTepanHaTa. Karo ce uMar npensun cxommmTe hapmakoTrHaMaHy CBOWCTBA, Te3R
TPHIOKHMH ¥ 33 ApyrH ACE naxuuropu n anruoressun I penerrropan Onokepu.
Cnenosarenso ACE wHXUGMTOPH H anrHoTeH3MH 1 peuenTopsu Gliokepu He TpatBa
CIHOBPEMCHHO MDY NAHEHTH ¢ JHabeTHa HepomaT.

Heurra na manrsanero ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardi
Disease Endpoints — nanuTRane, npoeeneno ¢ ATHCKHPEH, NPH NanveHTH ¢ Anaber
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Ha CLPAICYHOCHIOBH H OBOpeTnn 3a60NRas kaTo Kpaifi TOYKW) € Aa MIc/ie/IBa HOJI3aTa OT
ROGABAHETO HA ANHCKHPEH KbM CTaHIapTHA Teparns ¢ ACE HEXuGKTOp WM anrsorerans I penerrropen
Gnoxep npu nauHeHTH ¢ AMAGET THI 2 M XPOHHIHO 6u0penmo 2atonapane, CLPACTHOCHAOBO 3a60MABAHE
HIR H Asete. H3MUTBAHETO € NPEKpaTCHO MPeANEBPEMEHHO NIOPaiH [OBKIICH PHCK OT HEKETAHK
peaximun. bpoaT HA CMBPTHHTE CITy4aH HOPAIH CHPACTHOCHA0BA NIPHIHHA H Ha CJIy9aHTe H2 HHCYNT ©
“MCIICHO NO-TONAM B IPYNIATa ¢ ANHCKHPEH B CPABHEHHE C rPYNATA Ha MiayeBo, KaTo 3HATHMHATE
HEMENAHH PEAKIMH H CEPHOIHHTE HEXKENAHN CHOHTHA (XMNEPKATHEMHS, XHIIOTOHME H 616pevna
AUChYHKEHA) CHINO Ca 10-9eCTH B IPYNATE C AMHCKMPEH, OTKOJIKOTO B IPYNaTa Ha rane6o.

Ieararpuuna nonynaims
B xuH#YHO Mpoyurase, BKTOYBAIO 115 NEAHATPHHY NAHEHTH ¢ XMIEPTOHHA HE BB3pPACT

6 — 16 roauHH, RauuesTHTE C Terno Nox 50 kg ca npuemanu 0,625 mg, 2,5 mg wnn 20 mg JH3HHONPHA
BCOHBK NHCBHO, 2 MAMEHTH, YHeTo Terio ¢ 50 kg win nosege, ca npaemany 1,25 mg, 5 mg wim 40 mg
TH3UHONPHI Be/IHEX NHeBHO. Clex 2 ceMHIN IIH3HHONPH, HPWIATAH BEIHEK JHEBHO, MIOHIDKABA
MHHHMAJHATE CTOHHOCT H2 KPHBHOTO HAJIATAHE M0 I0303ABHCHM HATHH, C TIOCTONHHA
AHTHXHTIEPTEH3HBHA ¢(PEKTHBHOCT, ACMOHCTPHPaHA NIPH I03H, NO-ronemy ot 1,25 mg.

Tosu edext e noTsEpaeH BB dazaTa Ha OTTErNIAHE, KOFATO AHACTONHOTO HAIraHe ¢ MOBMINY C OKONO
9 mmHg noseye npu nanHenTHTE, PAHAOMHZHpaHH Ha 1Wiaiedo, OTKONKOTO NPH NAUHEHTHTE,
PAHAOMM3MpaHH 2ia IPOTLIKAT JIEHEHKE ChC CPEAHHTE H BUCOKHTE JO3H JIM3HHONPHI, Hozosasucumusr
AHTHXHICPTCH3ABECH €DEKT HA JIMMHONPMI € TIOCTOSHEH B HAKOJIKO AeMOTpadCkH NOArpyIH: 11O
8L3pacT, cTaauk Ha TaHep, mon u paca.

AMIOIHOHH

AMAORHITIN € HRXHOHTOP Ha HHQIYKCA Ha Ka/TlHERHTE HOHM, TIPHAAICIKE KM IPYTATa Ha
AHXHApONHpHHENTE ((VIOKEP Ha GaBHHTE KARAIH WIH AHTATOHHCT H3 KATHEBHTE Honn) n vRxHOMpa
TpaHcMeMOpaHHEAN MHQUTYKC HA KAMIMEBH HOHM B IIa/Kata ChpAeYHa H ChAOBA MYCKyJIaTypa.
MexaHA3MLT Ha AHTHXHTIEPTEHIHBHOTO AEHCTEHE HA AMIOIHITHE ce I5/1KM Ha IMPEKTEH OTITYCKAaIk
edexT BPLPXY IMIafKaTa Chaosa MYCKyAarypa.

Hawmurr, no xoitro amnogmms obiekuasa CTEHOKAPIUATA, HE € HAITBIIHO H3ACHEH, HO aMJIOJMITHH
HamanABa OGII0TO HCXEMHMHO HATOBAPBAHE Upe3 CHCAHHTE 1BA MEXAHH3MA:

- AMIOXHTIME NIPeIH3BHKSEA AWIATALAA HA nepudEpHITE apTepHONH H TAKA peyiHpa obmoTo
NepH(EpHO CEIPOTHBICHHE (ClieA HATOBAPBAHETD), cpemly XoeTo cuplieto paGory, Thif kaTo
CBPACIHATA HECTOTA OCTABA CTAGWIHA, TOBA OTOpEeMeHsBAHE HA CHPUETO HAMANABA CHePruiHaTa
KOHCYMAUMSA H KHCIOPOAHKTE HY /1M HA MHOKAp/A.

- MexaHusMmbT Ha BeficTBHE Ha aMJIOKHTIHH BEPOATHO BK/TIOUSA NKITATALHA HA INIABHUTE KOPOHAPHH
apPTePHH H KOPOHAPHHTE apTEPRONM, KAKTO B 3APaBUTE 00IacTH, Taka B 06NacTHTE C HCXeMIYHN
NE3HH. Y BeIHUEHATA AHNIATALHA HA KPHBOHOCKATE ChROBE [I0BHIIAEA ROCTABKATA H& KHCIIOPOL
KM MHOKap/a B CAydail Ha KOPOHAPEH apPTepPHANEH CNasbM (aHruna Ba Prinzinetal vnn papuanTRa
CTeHOKapH ).

Tpy naupesT! ¢ XHOEPTOHIR NPUNOKEHHETO BEANLK THEBHO OCHTYPSABA KIMHHIHO 3HAYMMO
TIOHIDKEHHE HA KPLBHOTO HANATAHE KAKTO B IETHATIO, TAKA K B H3IPABEHO NOMMKEHHE,
24 qaca. TTopamu 6aBHOTO My Hauano ua neiicTBUe OCTpaTa XMIOTOHMA HE &
[OPHIOKEHHETO HA AMIIOHIHH.

TIpHnokeHHeTo HA AMIIONHITHH BEAHEXK THEBHO IPH NALMEHTH CHC CTEHOKAPIHA I
BpeMe Ha (u3Hyecko HATOBAPBAKE, BPEMETO /0 HAYAJIOTO HA CTEHOKApAEH NPUCThIY
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Aenpechs Ha ST-cermenTa ¢ 1 mm, kaTo HaManABa KAKTO YECTOTATA HA CTEHOKAPHHTE NIPHCTLIIA, TAKA W
HYXKJIaTa OT TIpHeM Ha TabJIeTKH HHTPOTTHLEPHN,

AMJ[OI.[H’[H{H HE Ce CBBP3BA ¢ HHKAKEH METabonnTHY Hexenanu PCAKOHH Wid HPOMEHH B IRASMeHHTE
JIHITHAH M € DOOXORAN 38 JICHeHHe HA HAIIHEHTH ¢ GPOHXH&HH& acT™a, 3axapeH guaber u noparpa.

Coupoeyna nedocmanroynocm

XeMOAHRAMHYHA H3CTCABAHNA H KOHTPONNPAHH KTHHHIHN MIMMTBARMS HA TIAHMEHTH ChC CHPACUHA
HeOCTATHYHOCT T Kiac H — IV no NYHA, s koMo € sxmioueno dursugecko HATOBapBaHe, IOKA3BAT, ve
AMJIOAMITHH HE € BIOTIHIE KITMHUYHHA CTATYC Ha MALMEHTHTE, OlIHeH Bh3 OCHOBA Ha CrocoGHOCTTA 33
HIBBPLIBAHE Ha (PA3HYECKA AeHHOCT, PPAKIATA HA HITACKBARE Ha JABATA Kamepa M JIHHHYHATA
CHMIITOMATHKA.

B mnaneSo-kontponupaso npoyssane (PRAISE), NIPOBEACHO TMPH NALKCHTH ChC ChPAEYHA
HENOCTATEHOCT OF Ky1ac HI — IV o NYHA, nphemamy maroxcus, gaypersug n ACE HHXHOATOP,
CIIOMAraTe/IHATA yIioTpeba Ha AMAONHITHHE HE BOIH A0 NOBHITCHA CMBPTHOCT HIH KOMOHHHpaHA
CMBPTHOCT H 3860/1€BAEMOCT LIPH [IALHEHTHTE CBC ChPXEYHA HEXOCTATBUHOCT.

B muarocpouno, niianefo-kOHTpOIMpaHo APOCIERYBAO H3NHTEAHE HA amnogurmy (PRAISE-2),
TIPOBEACHO NPH NAUHENTH ChC ChPASYHA HEROCTaTHIHOCT OT Kiac I — IV no NYHA 6e3 kiiusuaum
CHMITOMH HITH AMAIHOCTHYHM CHOOIICHNA 38 HCXeMIUHa GONeCT Ba CHPUETO, AMIONHIRE 1aEMHO C
dbuxcupana noza ACE urxuburops, CHPASYHN IMAKO3HIH H THYPETHITH He 0KA3BA HUKAKBO BIHSHME
BLPXy 001liaTa ChPAEYHOCHIOBA CMBPTHOCT. B chInaTa rpyna naumenTs aMIOMATHH ce CBBp3Ba C
yBenu4eH Gpoii crobuenn cay4au ua Genogpoben oTok.

Hsnumeane Ha GHMUXUREPMENIUBHO U RUNUOONORUNCABAUIO NEveHUe 3dl npogunaxmuxa na cepoeven
npucnron (ALLHAT)

Tiponesero e panmoMmsHpanc, ABoHHO-CIAINO, OLEHABAID 3a60,ICB2EMOCTTa K CMBPTHOCTTA MPOYUBAHE,
HAPEUCHO ,,HITHTBAHE Ha AHTUXUTIEPTSH3UBHO H THITKACTIOHIKABALNO HEYCHHE 38 HPOQHIRKTHKA Ha
Chpaeden npuctsll” (ALLHAT), 3a cpapnaBane Ha 10-ROBHTE NEKAPCTBEHH TEPAIH. aMJIOAHITHH

2,5 - 10 mg/nen (6noxep na xanmesrre kanamu) wi mnaronprn 10 — 40 mg/aen (ACE uuxuGurop)
KATO TEpAnuY OT HPBA THHAA CHPAMO JeYeHNE ¢ THARHIHHY AHYPETRK XIOPTATRICR 12,5 — 25 mg/nen
TIpH JIeKa 110 YMEpPEHa XHIIEPTOHHS.

O6mo 33 357 naupenTu ¢ XuHEpTONMA Ha EBIPACT 55 TOAMHY WMAM TIO-BH3PACTHH Ca GITH
PaHAOMH3UpaHH H TpOC/eNeHH CPeaHo 3a 4,9 roauny. [TauyerTime ca MMany Hali-ManKo owe exHH
prckoB daxrop 3a UBC (ucxemuana Gonect Ha cHPUETO), BKIIOYMTENHO OpeaXoReH MUOKapaeH HHbapkT
HITM MHCYNT (> 6 Meceua Npeay BKIOUBaHE B NPOYYBAHETO) WK AOKYMEHTHpAHA IpyTa
arepociiepoririia KCB (xoponapha chaosa Gonect) (o6mo 51,5%), anaber tun 2 (36,1%), HDL-

C <35 mg/dl (11,6%), nerokamepHa xuneprpodns, ZMArHOCTHIMPAHA ¢ €IEKTPOKAPIMOTPAMA HITH
exokapaHorpagern (20,9%), Tekymno motonomymene (21,9%).

ITepsunnara xpaitHa Touxa e coweranue or $aramsa UBC win HedaTanen muoxapeH ungapxt. Hama
3HaYMMa PaIMKa B TEPBHYHATA KPalHa TOYKA MeX /Ty TEPANUATA Ha OCHOBATA HA AMJIONMITHH ¥ Ha
ocHOBaTa Ha xnopransnon: RR 0,98; 95% JIH: 0,90 — 1,07; p = 0,65. Cpen sropuunmre oy
HECTOTATA HA CBPACTHA HEAOCTATEUHOCT (KOMIIOHEHT HA ChCTABHATA CHPACUHOCHXOR KRR}
SHATMTEITHO NO-BHCOKA B IPYNATA Ha AMIIOIMIIMA B CPaBHEHUeE ¢ TPYNATa Ha XIopTay [
cnpsamo 7,7%; RR: 1,38; 95% IH: 1,25 - 1,52; p <0,001). Bce nak Hama 3naurma
CMLPTHOCTTA MO BCAKAKEA MPHYHHA MEXTY TEPANMATA HA OCHOBATRA HA AMJTONH)
xnopramaznon: RR 0,96; 95% JIH: 0,89 - 1,02; p = 0,20.
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YeanaTpuuna nonynaims (ua BB3pacT 6 rofMHY ¥ oBeue)

Ipu npoywrase, Binousamo 268 feua Aa BE3PAcT 6 — 17 ro/MHR MPeXAMHO ¢ BRTOPHYHA XHIICPTOHMA,
CPABHABAHETO HA 1032 OT 2,5 mg ¥ 5,0 mg AMIOAMITHH ¢ Wiane6o nokassa, 9e M ABETE NO3H NOHIMKABAT
CHCTOJIHOTO KPHBHO Handrale 3HAUMTENHO oBeYe OT raneto. Pasnikara MexIy BETe K03M HE €
CTATHCTHYECKH 3HAYMMA, ‘

HrirocpoutuTe eekTH Ha aMIOIHIHA BHPXY pacTexa, yGepreTa 1 06moTO Pa3BHTHE HE ca
NPOYHBaHH. JILIrocpotHaTa ePUKACHOCT HA aMNOZMIIMH [iPH TEPAITHE B IETCKA BL3PACT ¥ 3 HAMANABAHE
Ha CBPACUHOCHAOBATA 3260/EBAEMOCT H CMBPTHOCT [IPH BLIPACTHM CHINO HE € YCTAHOBEHA,

5.2 @apmakoKEHeTHIRH cBOHCTBA

ﬂ IBUHONPUR

Jhuzunonpun e nepopanen axriaeern ACE mxu6arop, koiro ne coravpxa cyndxunpu.

Abcopbuns

Crre nepopasiHO NpANOXeHHe Ha TH3HHONPIT MBKCHMATHATE CePYMEH KOHIIEHTPAIIHH C€ JIOCTHFAT B
pamkuTe Ha 7 9aca ciiejl TIPHEMA, BBIIPEKH Ue ChEIECTBYRA TCHACHIMA KbM MANKO 3a0aBIHe BbB BPEMETO,
HEOOXOIMMO 3 AOCTMIaHe HA MAKCHMATHHTE CEPYMHH KOHUCHTPALMA IpH NAUKEHTH C OCTLP
MHOKapzieH uHQApKT. B 3aBMCHMOCT OT #BICTAHOBABAHETO HA YPUBATA CPEHATA CTENICH Ha abcopbima
Ha IM3MHOTIPHI € MPHOEUTENHO 25%, KATO PAsIAKHTE MEKEY OTCTHHTE NALMEHTH ca 6 — 60% B
PAMKHTE Ha H3CJICIBAHUA NO30B qHANAa3oH (5 — 80 mg). AGcomoTnars GUOHATHYIHOCT € HAMATEHA
NpHOAMHTENHO ¢ 16% NP NAUMEHTH CHC CHPACHHA HEAOCTATHYHOCT, ABcopOuHaTa Ha TMIUHOIPII He
Ce BIIHAC OT HANIMIHETO HA XpaHa,

Pasnpeneneune

Hsriiexcaa, e IMHHONPITT HE Ce CBLPaBa ¢ APYIH CEPYMEH NPOTEUHH, PA3IHYHH OT IMPKyIHPAINHS
ACE. TIpoyusanus pi [IXOBE NOKA3BAT, He TM3HHOMPHI MPEMHHABA B MAJIKA CTENeH KPHRHO~
Mo3zpuHara Gapuepa.

Enymymvpane

JiM3HBONpHN He Ce MeTaGONHIUPa H Ce eKcKpeTHpa HENPOMEHCH B ypHHATA. [Ipd MHOTOKpaTeH nipueM
JIH3HHONPH/ HMA 6QEKTHBEH NO/YKHBOT HA HaTpymBaHe 12,6 uaca. KmapsHCBT Ha JH3HROIPWT IpH
3[paBH MHAUBHAR ¢ Mpubimsurentio 50 ml/min. HamanssaneTo Ha cepyMHUTE KOHUCHTPAUMY NOKA3B
HATHUHE HA YAL/DKEHA TepMutania (aia, KOeTo He JONpHHACA 32 HATPYNIBAHE HA JeKapcTeoTo. Tasy
TepMHHAIHA (a3a BEPOSTHO NPENCTansd HacHTEHOTO chbp3pane ¢ ACE 1 e ¢ HPONOPIHOHANHA HA
JI03aTa.

@@MGKOKHHGMWH‘H XAPAKMEDUCTUKY 8 CRENUQTING NORVAGYUY

Yepnodpobuo yepexcoane
Tlopans saMalneHns IMPEHC HAPYHIEHATA YepHOIPOOHa PyHKIMA IIPH TIANHEHTH C UHpo3a BOIM 50
HAMAnsBaKe Ha abcopbiuara Ha MTHHonpMN (¢ MpubmMIHTENHO 30%, onpeeneno upes

BLICTAHOBABAHETO HA YPHHATA), HO K 10 YBEJIMYABAHE HA €KCIO3HIMATA (C NPAGIH3HTEAHO 56%) B
CpaBHEHHE ChC CTOHHOCTHTE TIPH 3/1pakH HRAMBHN.

Bvbpeuno yepeacoane
Hapymenara 656peuna dyHkima HRaMansna eUMHHUpaHETO Ha J3AHOTPHI, KO
610pewnTe, HO TOBA NIOHIDKEHHE CTABA KIIMHHUHO 3HAYMMO CaMO KOTATO CKOpOCT{2

Gurrpaups e noa 30 mi/min. [Tpu nexo 1o ymepeno Gubpeurno YBpeKIaHe (Kpea ;
80 ml/min) cpemrara cToiioct Ha AUC ce normumasa camo ¢ 13%, 10kato TIPH TEXE)
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yBpexaHe ce habmoznana 4,5-kpaTRO NOBHINABAKE A cpelHaTa cToiinocT Ha AUC {xpeaTHHUHOB
KITMpBHC MexAy 5 o 30 mi/min). Jimsunonpuwn Moxe 1a 6ae oTcTpareH Ypes auama, B HPOHIDKERAE
Ha 4-9aC0Ba XEMOJRANH3A ITAZMEHKTE KOHLISHTPAIHA HA JIH3HHONPWI HaManssar cpepno ¢ 60%, ¢
AAANH3EH KTHPBHC Meskay 40 u 55 mi/min.

Cuvpoeuna nedocmanrunocm

[TaupenTiTe Che CHpAEHA HEXOCTATHIHOCT HMAT MIO-TONAME EKCIIOZHITAS Ha JHM3HHOTIPHI B CPABHCHHE
CBC 34panH HHABBHAK (Dosuinasane wa AUC cpenno oue 125%), Ho B 34BHCHMOCT OF BB3CTAHOBABAHETO
Ha JIM3HHOTIPH B YPHHATA HPH TIX € HAMHLIE HaManeHa a6copOuna ¢ npubnmsurenso 16% b cpasaenne
ChC 3/IpaRH HHAHBHAR,

Heduampruna nonyrayun

DPapMIKOKHHCTHIHHAT RPO(HII Ha TH3HHOTIPAN € IIPoyeH TIpH 29 nenuaTpPHYHH NAHCHTH ¢
XHIIEPTOHAN Ha BE3pacT Mexdy 6 u 16 roamsm, ¢ GFR nag 30 mi/min/1,73 m?. Cnen NPHEM HA JO3M OT
0,1 no 0,2 mg/kg MakcHMATHMTE IITa3MeHH KOHUEHTPAIMH HA JTH3HMHOOPHT B CTAUMOHAPHO ChCTOSHHE CE
TIONBABAT B PAMKHTE Ha 6 Yaca, a CTeneHTa Ha aGcop6LHEA B 3aBUCHMOCT OT BB3CTaHOBIBARETO Ha
ypyHara ¢ oxolio 28%. Tesn crofiHOCTH ca MOZOGHY Ha MOMy4EHHATE Pe/IH TOBA IPH BL3pacTHH.
Crofirocture Ha AUC # Cuax IIPH ICTIATa B TOBA MPOYYBAHE CHOTEETCTBAT hia HAGMIO aBaAHNTe OpH
BE3PACTHY.

Cmapuecka gvapacm
To-pB3pacTHuTe MALMEHTH MMAT [I0-BHCOKH HKBA B KPHBTA M N0-BHCOKHA CTOMRHOCTH HA IUTOINTA [0

KPHBATA Ha IUIA3MEHATA KOHIEHTpalws (OBHLICHHE C IPHOAHINTEAHO 60%) B CpaBHEHNE ¢ NO-MJIATHTE
YYACTHHIM.

Amnoounun

A6copbups, pasnpenenenue u CBEP3BAHE ¢ IUTAIMEHVTE IPOTEHHI

Crnien nepopaiHoO NPUIOKEHAE aMIOJHINMH Ce abcopbupa noGpe, KaTo MaKCHMATHITE NTA3MEHH
KOHUCHTpallWH ce A0CTHrat 6 — 12 waca cnex npueMa Ha fo3ara. AGcomoTHaTa SHOHATHIHOCT € MeXny
64% 1 80%. OGemeT Ha pasnpenenerue e npubmusaretro 21 Vkg, In vitro APOY<BAHAA [TOKA3BAT, 94e
UpHOI3MTENHO 97,5% OT HHPKYTHPAIMA aMIOAVMITRH c& CBBP3BA ¢ [LIA3MEHHTE NPOTSHHH,
BHOHATHIHOCTTS Ha AMNORHITHH HE Ce TIOBJIHABR OT HPHEMA HE XPaHa.

bn chopm MM aHe

TepmHuHATHUAT NOXYKHBOT Ha ENUMEBHPAHETO OT IVIA3MATA € OKOIO 35 — 50 vaca ¥ CROTBETCTRA Ba
[IpHEMa BEAHBAK NHEBHO. AMITOIMITAH ce MeTabOTH3APa B FOIAMA CTENEH OT YePHHS APob N0 HEAKTUBHH
meTabonuTy, karo 10% or 0cHOBHOTO chenunenne 1 60% or MevaGonrTHTe oo €XCKPETHPAT B YPHHATA.

Dapmaxoxunemuyny AKMEPUCTNURY 8 CN NU hO

Yeprodpobuo yapecdane
H¥Ma MHOro orpaHHYeHN KNKHEYMK JAHHW OTHOCHO PUIOKEHHETO HA AMITOAMITHH TPH NALKEHTH ©
HepHOAPOGHO yBpexpaaHe. [TauueHTHTE © YepHOIPOOHA HENOCTATHYHOCT MMAT HAMATEH KIHPBHC Ha
AMIIOAKIIAH, KOETO BOZH [0 JIO-AbTbI FIONYKHBOT ¥ NOBHHIARAHE Ha cToliHOCTHTe Ha AUC ¢

npubnmurenso 40 — 60%.

Cmapuecka ev3pacm
Bpemero 3a nocTurane Ha MAKCHMATHHTE [UIA3MEHH KOMLIGHTPALHH Ha aMJIO

YUACTHHLMTE B CTAPYECKA BL3PACT M NO-MianyTe yuacTHHIA. Knupbucer Ha
TCHIACHIMA HA HAMABAHE, KOETO BOAM A0 yBenmdasane Ha AUC u Ha envmun
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TIpH DANHEHTH B CTApYecka BL3PAcT. YBeanapanero Ha AUC H Ha elHMMBAMOHHNMS HONYAKHBOT TIPH
NAIMEHTH ChC 3ACTOHHA CHPASYHA HENOCTATEYHOCT OTTOBAPA HA OHAKBAHOTO 33 HPOYIBAHATA BE3PACTORE
rpyTia NAlMeHTH,

Teduampuyna nonyaayus

TlpoeeseHo € MONYALMOHHO (apMAKOKMHETHIHO IpOy4BaHe NpHu 74 Jerla ¢ XATIEPTOHHA Ha BH3PACT OT
12 mecena no 17 ropmun (c 34 natmenTy Ha BE3pact ot 6 10 12 rogwHm 1 28 naypeHTH Ha BB3pact ot 13
Ao 17 ropuem), npreMamy aMaonunun Mexay 1,25 u 20 g BEAHBK WK JBA NLTH HEBHO. Ilpu fena or
6 10 12 ropum ¥ NpK IOHOWIK Ha BE3PacT 13 — 17 FoMHE THIMMMHUAT Opasen xmApeHe (CL/F) e
CBOTBETHO 22,5 1 27,4 Vh aipy yuRcTHHIM OT MBXKHA 107 H 16,4 1 21,3 V/h npu yqacTHMIM OT KEHCKH
non. HaGmonaea ce ronsaMa BapHaGHITHOCT Ha eKCIOIHIMSTA Mexny sHauBRANRTe. annure, cnobmenn
33 Jiena noa 6 rogMHH, ca orpaHHYeHH.

KomGunanms ¢ ¢pukcHpanm no3u

He ca omsicans apmakokuHeTHHEM B3auMoelicTBrg MeXAY akTHBHKTeE Bellectea Ha Cxonpin Kom6o.,
DapmakoxuserTHemmTe napamerp (AUC, Cugx, tmax, TIOMY>KHBOT) HE C€ PAUINYABAT OT TE3H,
HaGMoaBAHH CNe/| CAMOCTOATEITHO NPHICKSHHE HA OTAS/HHTE ChCTARKH.

AGcopbumsira Ha akTHEHHTe BeuiecTsa Ha Cxonput KoMGo B CTOMaImHO-4peBHEs TPEKT HE e NORTHABA
OT NIPHEMA Ha XpaHa.

53 HpeaxnAauvEM JAHHH 32 630NACHOCT

He ca nposexnany npexiMHAIHA poyYBaHUI ¢ KOMGHHAMATA OT TM3MHOTPHI ¥ AMJIOTHNHH,

JIusruompIN
HexmHHIIHITe NAHAH He NOKa3BaT 0coGeH PUCK 3 X0pa NIpH ynotpeGaTs Ka MMBHHONPHN Ha GazaTa ua

KOHBCHITHOHANHH 06111 $HapMakOnOrH4HH NPOYUBaHNRS, NPOYUBAHNAR 38 TOKCHIHOCT TP MHOTOKPATHO
TIPAIIAraHe, FEHOTOKCHYHOCT H KAMIIEPOTCHEH MOTCHIMAT.

Noxaszano e, ye knackT #a ACE HHXuGHTOpHTE IpHUNHSBa HeXeNanu peaxipil BEPXY KECHOTO PA3BHTHE
HA IUI0/8, KOSTO BOAH [0 CMBPT Ha IUIOAA H BPOACHH SHEKTH, NO-CIISIHMAIHG 3aCATAIT Jepena.
Cr001mapa ce CHIl0 32 GeTOTOKCHUHOCT, BETPEMATOMHO 3a0annHe HA pacTexa M mpoxoaaM ductus
arteriosus. CMATa ce, e Te3d AHOMANHH B PAIBHTHETO CE TBLIDKAT OTYACTH HA IHPEKTHOTO ACHCTBHE HA
ACE urxuturopure Bpxy deraniara peHuH-aHIMOTCH3MHOBA CHCTEMA M OTYSCTH Ha HCXEeMMATA,
TIPOMSTHMAIA OT XMIOTOHHATA HA MAHKATA, 3a0aBsHETO HA KPLBOOGpAINEHNETO MEXTy IUIONA ¥
TUIALCHTATA B HAMAIISBAHETO Ha NOCTABAHETO HA KHCIOPOL/XPAHHTEHM BEIISCTRA KM IUIOfA.

AMnomunud

Penpodyxmuena moxcunocm

Penpomyxriesm npoyysaHms NpH IUIGX0BE W MHIIKH TIOKA3BAT 3aKbCHABAHE HA NATATA Ha paxxpane,
YALIDKABAHE HA NPOTRDKHTCITHOCTTA Ha PAKJAHETO U HAMANABAHE HA PEXKHBACMOCTTA Ha [TOTOMCTBOTO
TIPH J03M, PUOIHIATENRO 50 MHTH NO-TONEMM OT MAKCHMATHATA NPenopPHYHTENHR {032 NIPH XOpa,
myucnens Ha 6asa mg/kg.

Hapywenun 6v6 pepmunumema

Hama edext nbpxy QeprunnreTa Ha UTEXOBE, TPETHPAHH C AMIOIMIAH (0T MEXKH 1102
TPOXB/DKCHUE Ha 64 AHK, 8 OT JKEHCKH O — B NPOXBIDKEHHE Ha 14 aam opens o /
10 mg/kg/nen (8 myTi* MO-BHCOKH OT MAKCHMAIHATA NPETIOPHIHTENHA 1033 pH
v3URCIIeHa Ha 6asa mg/m?). B apyro npoy4BaHe NpH IIEXOBE, HPH KOSTO MEKKH
C aMIOAMNIMH Ge3unaT B NpORDKeHUe Ka 30 JHH ¢ 1038, CPABHMMA C AO3ATA pH
Gaza mg/kg, ca yCTAHOBEHH OHMKSHH UIA3MEHH ONHKYTOCTHMY TMpALI XOPMOH
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KAKTO M NOHIKCHH INIHTHOCT Ha CiepMata # Gpoi Ha 3pEiTH CIEPMATHIM M CEPTOTHEBH KIIETKH,

Kapyunoeenesa, mymazenesa

Hsma 1annm 3a KapUMHOTEHHOCT PH TUTEXORE H MULITKH, TPETHPAHHA ABE FOAVHH C AMIIOMITHH B IHETATA
B KOHUCHTpAIHY, H3THCIIEHH 1A OCHTYPAT AHEBHH 1030BH HEBa oT 0,5, 1,25 1 2,5 mg/kg/nen. Haii-
BHCOKATA /1032 (NP MHLIKH — GliM3Ka JI0, & [PH ILIHXOBE ~ ABYKPATHO* MO-BHCOKA OT MAKCHMATHATA
IpeIIOpbYHTEAHA KIHHHYHA 1032 0T 10 mg/nen, m3uncacna va 6a3a mg/m?) e Guna Gauska JI0
MaKCHMAITHO AOMYCTHMATA 1033 38 MMIIKH, HO He H 38 IUIBXOBE.

[IpoyuBanma 32 MyTAreHHOCT HE ITOKA3BAT TEKAPCTBEHO-00YCIOBEHH eeKTH HHTO HA TEHHO, HUTO Ha
XPOMG30MHO HHBO.

*M3uucnena Ha 6azata Ha rerno 50 kg.

6. @APMANEBTWYHH JAHHHA

6.1 Corcnk ua goMommETe BEIIECTBR

Kanuues xuaporengocdar

Manwrron

TipexenarnHM3HPAHO LAPEBMYHO HUIIECTE
Harpues uumecren rauxonar THo A
Marnesnes creapar

6.2 HechbamecramocTn

Henpawioxumo.

6.3 Cpox ma ronmocr

2 ropuun

6.4 Cnenmatmu ycoBHS HA chxpaHeHHe

Ha ce cuxpaussa B OpUTHHANHATA OIIAKOBKA, 34 14 Ce MPEANA3H OT CBET/IHHA.
Tosn nexapcTReH NPONYKT He M3HCKBA crIEUMATIRY TEMIICPATYPHH YC/IOBHA Ha CHXPAHEHHE,

6.5 BaxHchLILPXAERE Ha OOAKOBKATA

Cxonpan Kombo 10 mg/5S mg tabneTku:

Tabnerkure ca onakosatu B 6mHcTepH oT PVC/PVDClanymunviero dommo.
Kapronenara xytus chaspxa 20, 30, 60 wiu 90 TabneTKy, ONaKoBaMu B GNHCTEPH, H TMCTOBKA,

Cxronpun Kombo 20 mg/10 mg Tabnerku:

Tabnerxure ca onakorann B Gimcrepy or PVC/PVDC/anymunueso gponno.
Kapronenara xyrux craepia 20, 30, 60 mwm 90 Tabnerku, onaxoraun 8 61HcTepH, B

Cronpun KomGo 20 mg/S mg TabaeTky:

Tabnerxure ca onakosasu B GrmacTepu or PVC/PVDC/anymunmero dommo.
Kapronesara xymin cnaspxa 20, 30, 60 mm 90 TabneTkH, onakosauy B GHcTED:
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He crrxm BujioBe omakoBkH MoraT fja GBaar mycHaTH Ha nasapa.
6.6 Chenuamuu npeANaINA MePKE NPA HIXBLPIAHE ¥ patora

Hemnonspakmat ekapcTRel OPOAYKT WIH OTNATLIHMTE MATEPHATH OT HETrO TPAGBA Ja ce H3XBBPJIAT B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. TIPHTEXATE HA PASPEOIEHMETO 3A YIIOTPEBA

ALKALOID-INT d.o.0.,

Slandrova ulica 4,

1231 Ljubljana — Crute, Croserus
Ten,: 386 1 30042 90

daxc: 386 1 300 42 91

umeiin: infol@alkaloid.si

8. HOMEP(A) HA PAZPEIEHNETO 3A YIIOTPEBA

Cronpun Kom6o 10 mg/5 mg tabrerxu Per. Ne 20210039
Cronpun Kombo 20 mg/5 mg Tabaerxs Per. Ne 20210040
Cxonpun Kom6o 20 mg/10 mg tabnerkn Per. Ne 20210041

9. JATA HA IBPBO PA3PENIABAHE/MIOAHOBABAHE HA PASPEMERUETO 3A
YHOTPEEBA

Hara ua mpso paspemasane: 12 Geppyapu 2021

10. JATA HA AKTYAJIM3APAHE HA TEKCTA

06/2022
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