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KPATKA XAPAKTEPHCTHKA HA IPOJIYKTA

HME HA JEKAPCTBEHHA MPOAYKT

Jloszan 50 mg dhunMipany TabneTku
Lozap 50 mg film-coated tablets

2.

KAYECTBEH H KOJTHYUECTBEH CBCTAB
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Jlozamn 50 mg ¢punamupann TabneTky:
Besika dunmmmpana Tabnerka Jlozan 50 mg ceabpika 50 mg nocapran kammit ({osartan potassium).

IToMoNIHA BEIIECTBA C H3BECTHO ACHCTBHE:
3a THAHRA CIHCHK Ha [IOMOLIHHUTE BELIESCTRA, BIOKTE ToIKa 6,1,

3.

JIEKAPCTBEHA ®OPMA

Dumupana Tabnerka.

Onucanne Ha NpoOyKTa:

Josan 50 mg Qunmmupany TabneTku: Genu wiM modTH Gemk, OBaMHH, GUKOHBEKCHM (HIMHpany TabiueTky ¢
AC/IATENHa YepTa OT JBETE CTpaHH, ¢ pazmep 11,0 x 5,5 mm. TabneTxkara Moxe Ia ObJe pa3nencHa Ha Be

paBHH J03H.
4. KJINMHHYHHU JAHHH
4.1. TepameBTu"IHH NOKA3aHUS

4.2

JledeHue Ha eceHUMANHA XHIIEPTOHMS IPH BH3PACTHH M MPH fclia ¥ FOHOIIM Ha Bb3pact 6-18 roauHu
Jleuenue Ha 656peTHO 3a00NABAHE NPH BE3PACTHH NALMEHTH ¢ XMICPTOHHA ¥ 3aXapeH AuadeT THI 2 ¢
mpoTeHHYpHS > 0,5 g/neH KaTo 4acT OT aHTHXHTIEPTEH3HBHO JIEYCHHE.

Jleuenre Ha XpOHAMHA CLPACUHA HEAOCTATHYHOCT NPH BB3PACTHH NALHEHTH, KOraTo JE4YeHHe C
HHXHOHTOpH Ha aHTHOTeH3WH koupepTHpamng e3uM (ACE MHXuOHTOPH) He € CYHMTa 3a DOAXOALIO
nopagy HEeNoHOCHMOCT, ocobeno kauiiuya, WIA NpoTHBONOKaszaHde. llanueHTh CbpC ChprevuHa
HEJOCTATLIHOCT, KOWTO ca crabummsupany ¢ ACE ummxuburop, He TpabBa 1a HpEMHMHABAT KbM
nocaprat. IlauuenTtrre TpaGea na mMar nepoxamepHa ¢pakuHa ua uzrnackeane < 40 % u Tpabea na
O®AaT KIHHHYHO CTADHITHH M € YCTAHOBEHO JIe4CHHE HA XPOHHYHATA ChPACYHA HETOCTAThYHOCT.
HamaneHue Ha pHcka OT HMHCYAT NpH BB3PACTHH TALMEHTH C XHIEPTOHHA ¢ IIEBOKAMEpHa
xuneprpodus noxymeHtiupana ¢ EKI (k. Touka 5.1 IIpoyurane LIFE, paca).

Jlo3HPOBKa U HAYHH HA NPHI0KEHAE

EO3EQOBKE

Xunepmonus
OOuyaiiHaTa HavanHa M [OATBPXKAIA 1032 [pH MOBedeTo HalHeHTH € 50 mg B
MakcuMaTHMAT aHTHXHIEPTEH3NBCH epekT c¢ mocTura 3-6 ceqMuLM CHIEA 3aroYBane H
HAKOH TIAlHEHTH MOKE 3 HMa JOMBAHMTCIHO G1aronpuaTeH edekT oT MOBHIIABAHE Ha
€[IHH BT AHEBHO (CYTpHH).
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JlocapTan Moxe 1a ce IPHIara ¢ ApYTH aHTHXHIEPTCH3UBHA CPEICTBA, 0C00EHO ¢ AuypeTHUH (Hamp.
XUAPOXIOpPOTHAZHA) (BAxKTe Touka 4.3, 44,45 n 5.1).

Xunepmenzuenu nayuenmu ¢ ouabem mun Il ¢ npomeunypus > 0,5 g/oen

Obunuaiinata Hadansa no3a € 50 mg eaun weT AHeRHO. [lo3ata Moke aa ce nosud o 100 mg eauH IBT
IHEBHO CIIOPE] MOBIMABAHETO HA KPHBHOTO HANATAHE CIER IEPBHA MECEL OT 3aN0YBaHCTO HA JICUCHHETO.
JlocapTan Moxe Ia ce NpHiara ¢ IpyrH aHTHXHNEPTCH3MBHM CPEICTBa (Hamp. OHYPETHLH, ONOKepH Ha
KaniueBHTe Kanamd, ainda- nnu GeTa-OnokepH M CpPeACcTBa ¢ LEHTPATHO NCHCTBHE) KAKTO, M ¢ MHCYTIHH, H
JpYrH 9eCTO HM3NOA3BAHH XKMOTJIMKEMHYHH cpeicTpa {Hamp. cyAQoHAmypelHM NpOAYKTH, ITMHTa30HH H
IJIHKO3HAa3HH HHXHOHTODH).

Crpdeyna Hedocmambyunocm

O6uuaiiHaTa HavanHa /033 NOCAPTAH IPH MALMEHTH ChC ChPACYHA HEJOCTATHUHOCT € 12,5 mg emuH BT
muesHo*. Jlozara obuyaiino TpsbGBa na ce TMTpHpa mpe3 HHTEPBAIH OT eIHa ceAMHMIA (T.€. 12,5 mg nHEBHO,
25 mg aueBHo, 50 mg mHerHo, 100 mg AHEBHO, 10 MakcCHMamHa 0o3a oT 150 mg BeaHbXK OHEBHO) CNIOPEx
MOHOCHMOCTTa Ha MAIIMEHTA.

*Lozap 12.5 mg ne e manuueH. Tbit kato Tabnerkure Lozap 50 mg He ca npoM3BENeHH, 33 Ja C¢ PAa3ACIT
7o 4acTH, OCHI'YPABAIOM foza or 12,5 mg, NocnemnHaTa He MOXKE Ja C€ OONY4YM NpH pasvuymBaHETO Ha
Tabnerra Lozap 50 mg.

Hamanenue na pucka _om uHCYAmM BpY XUnepmeH3usKu RAYUeHmy C Re6OKAMEPHA Xunepmpo@us
duxymenmupana ¢ EKT

O6nuaiinara HavanHa Ao3a € 50 mg nocapTaH enuH meT AHeBHO. Ciopes MOBIMABAHETO HA KPBBHOTO
Haarane 64 cneaBano Na ce A00aBH HECKA 1032 XHAPOXAOPOTHA3HIL H/HIH J103aTa JIOCAPTaH Ja C€ yBE/IHH
Ha [00 mg eAMH BT JHEBHO.

Creyuany nonyaayuu

Ynompeta npu nayuenmu ¢ nonudicen ebmpecviog obem:
IIpH [alMEHTH ¢ TIOHKKEH BRTPEChAOB 06eM (Hanp. NeKyBAHH ¢ BUCOKH JO3H JMypeTHIN), TpAGBa 1a
ce IpeLeHy HadalHa 1033 T 25 mg e¢ANH TET AHEBHO (BXK. Touka 4.4),

Ynompeba npu nayuermu ¢ GvOPeNnO YEPeHCOaHe 1 RAYUEHINY HA XEMOOUANUIA.
He ce nanara xopekums Ha HadajgHaTa 003a TPH HanMeHTH ¢ OB0peuHo yBpexnaHne H UALMEHTH Ha
XEeMOIHAIIH3A,

Ynompeba npu nayuenmu ¢ NeprOOpPobHO Yapexcoane.

Ilpy nanpeHTr ¢ aHaMuesa 3a YepHoapoOHO yspexaHe TpaGBa Ja ce oOMMCIH mo-Hucka faosza. Hama
TEPAIIEBTHYCH ONHT INPH TALMEHTH ¢ TEXKO 4epHoApoGHO yspexniane. [lopaam ToBa mocapTaH ¢
NPOTHBOMOKA3aH APH NALMEHTH ¢ TEXKO YEPHOIPOOHO YBpexiaHe (B, Toukd 4.3 u 4.4).

Hleouampuuna nonyrayus

Om 6 meceya 0o 6 200unu

He e ycranoBena 6¢30MacHOCTTa ¥ epMKACHOCTTa Ha cia Ha Bb3PacT OT 6 Mecena ao 6 ro/iuiIHa Bb3pacT.
Hanuysure 10 MOMEHTA JAHHH Ca OIMHCaHH B ToukH 5.1 M 5.2, HO IpenopBEH 33 A03MPOBKATA HE MOTAT A
OBaaT HanpaBeHH.

Om 6 90 18 200unu
3a MAaUMEHTH, KOHTO ¢a B CHCTOAHHE /14 TIPHEMAT TableTKH, mpernophbYHTEIHATA K033 ¢ 2
NHEBHO OpH mauuenTtH >20 go < 50 kg. ([lo u3kmoueHne Jo3aTa Moxe 1a Obe noBHmEHA
mg eauH 06T JHeBHO. Jlo3aTa ciensa Ja 6b¢ KOPHTHpPaHa Cope] MOBIHABAHETO HA KPBB
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IIpn nauuentn > 50 kg, obuyaiinata nosa ¢ 50 mg eaud ObT queBHO. [10 H3KMIOYEHHE 103aTa MOXE 1a Obae
KOpHIr¥pana o MakcumyM 100 mg enun nwT Anesno. oz Hax 1,4 mg/kg (umm an 100 mg) axeBHO He ca
HNPOYYBAHH NPH IICAHATPUYHM NALUCHTH,

JlocapTtan He ce mpenopHIBa 33 MPUIOKCHHEE TIPH JCLa HA Bb3PacT 107 6 FOJMHH, ThH KaTo NaHHHMTE 33 Te3H
IPYIH NAHEeHTH Ca OPTAHHYICHH.

He ce npenopbusa ipu Aeua ¢ rnoMepynHa ¢untpauud <30 ml/min/1,73 m?, Thi KaTO HAMA HAIHYHRA JaHHH
{BXK. CBIO TOUKA 4.4)

JlocapTaH He ce NpenophyBa K IPH Aela ¢ YPHOApoGHO YBpexIane (BXK. ChIo Touka 4.4)

Ynompeba 6 cmapyecka svzpacm
Obmucns ce HauanmHa f03a 0T 25 mg npH [alEHTH HA BB3PacT Haj 75 TONMHH, BHIPEKH Y€ TeCTO He ce
Haznara KOpeKIlHa Ha qo3aTa.

Hoavun na npunooicenue:
TabneTruTe NocapTan TpA0Ba 12 ce NPEITBUIAT ¢ YAllla BOJA.
TabneTkuTe NOCaPTAaH MOTAT J1a Ce MPHIATAT ChC MM De3 XpaHa.

4.3. I[porusBonokaianns

- CBpBXYYBCTBHTCIHOCT KbM AKTMBHOTO BELIECTBO MM KbM HAKOC OT IIOMOMIHATE BEIIECTBA H30POCHH B

Touka 6.1.

- 2-pu ¥ 3-TH TpHMeCTEP Ha OpeMeHHOCTa (BK. Touka 4.4 1 4.6).

- Texxo yepHONPOOHO YBpEKIaHe

- Ennospemennara ynorpe6a Ha JIozan ¢ amucKkupeH-ChILPXKAIIH NPOAYKTH € IPOTHBOIIOKA3aHA [IPH
TNALMEHTH ChC 3axapeH auaber win 6p6peuno yspexnane (GFR < 60 ml/min/1,73 m2) (Bx. Touku 4.5 1
5.1)

4.4. CpennanHu Npexynpe:xReHHs H NPeNIa3Hi MepKH npn ynoTpeba

CBpPBXYRCTBHTENHOCT
Anzuoedem. TlauueHTd ¢ aHAMHE3a 33 aHrdocieM (OTOK Ha JMUETO, YCTHHUTE, TBPAOTO /KM e3HKa) Tpabsa
Ia OBIAT CTPUKTHO HabMoaaBany (Bxk. To4ka 4.8).

XHOOTOHUA H BOAHO-CHEKTPOIIHTHH HAPYINICHAR ]
CHMITOMATHIHA XHIIOTOHMA, ocobeHo cnen ILpBATA J03a W CNend IOBHINABAHC Ha A03aTa, MOKE Ha

BPB3HHKHE [IPH [ALHMEHTH ¢ HaMamed o0eM M/WIM HAaTpHi IIpH MOIIHO NUYPETHYHO JIEYCHHC, OTPAHHYCH
TIPHEM Ha COJI C XPaHaTa, JHAPHS WM DOBphInane. Te3w CLCTOAHMA cienBa ga OBJAT KOPUTHPaHH MpeaH
NPHEM Ha JIOCAPTaH, MAK C IO-HUCKA HavanHa jo3a (Bxk. Touka 4.2). Tosa ce orHacH M 3a Aena ot 6 go 18
TOJHIIHE BB3PacT.

EnexTponwrhn HApYIIIEHHA
EneKkTpOMHTHHTE HApYIICHHA €A YecTH NpH MauuenTtn ¢ Ob6pedHo yBpexaane, ¢ WM Oes aHaber, n TpaOBa
Aa Obpar npocneasBand. B KIMHHYHO MpOyYBaHE ¢ NauueHTH ¢ Auaber Tun 2 ¢ HedponaTHa, YeCTOTATa HA
XHIIEPKAJIHCMHUATA € NO-BHCOKA B IpyNaTa NCKyBaHa C JIOCAPTaH B CPABHCHME ¢ TPyHaTa Ha mranebo (Bxk.
To4ka 4.8). ITopagm ToBa CTOHHOCTHTE Ha HIa3MEHHTE KOHLCHTPAMH Ha KalHid H KPEATHHHHOBHA KIHPBHC
TpsbBa 1a 6BAAT HENpeKBCHATO HAGNIOAaBAHH, 0COOEHO NMpPH NMALHEHTH CBhC CHPACYHA HEAOCTATBYHOCT H
KpeaTHHHHOB KIHpBHC 30-50 ml/min.

EnunoBpeMeHHaTa ynorpeGa Ha Kamuii-ChbXpaHABali JUYPETHLH, XPAHHTEMHN J00aBKy ¢ Kamdii H_Kaini-
CBABPIKAIIHA 3AMECTHTENM HA CONTA, C JIOCAPTAaH HE ¢ Npenopbysa (BX. Touka 4.5).

JpoiiHo GnokKpaHe Ha peHHH-AHTHOTCH3HH-am0cTepoHOBaTa cucteMa (PAAC)
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HMa nanun, 9e equoBpeMeHHaTa ynotpeda Ha ACE unxubutopy, anrnoTensun 1I-penentopuu O0KepH HWiH
aMMCKUPCH TOBMINABA PHCKA OT XHIOTOHMS, XHNEPKAIHEMHS W HaManldpane Ha OnOpeunara QyHKums
(BmounTENHO OCcTpa ObOpeuHa HepocTaThuHOCT), ITopamy ToRa He ce NpenophYBa ABOHHO DIOKMpaHe Ha
PAAC upes komOuuupanara ynorpe6a na ACE uuxuGuropu, amrnotensHH [I-penentopan Gnokepy M
amickapeH (BK. TOUkH 4.5 1 5.1).

AKo ce TIpeLieHy, Y¢ TepanHsiTa ¢ BOiHO 6nokupare e abconotio HeoOxo0MuMa, TORA TPAOBA a CTaBa camo
IOX HabGMOACHHETO HA COCNHANMCT M OPH YECTO BHHMATCNHO MOHMTOpHpaHe Ha On6peunara QyHKUws,
ENIEXTPOIHNTHTE H KPBBHOTO HAISTAHE.

ACE unxu6utopH u anrsoTensyH Il-penentopau 6nokepH He TpabBa a Ce M3MON3BAT €AHOBPEMCHHO TIPH
fauHenTy ¢ aHabeTHa HepomaTHs.

EmnoepeMennata ynotpeba Ha Jlosan ¢ anuckMpeH-CRABD)KAMM IPOAYKTH ¢ NPOTHBONOKA3aHa MpH
HAlHEHTH Che 3axaped Anaber win 6uOpeuro yepexpare (GFR < 60 ml/min/i,73 m2) (Bx. ToukH 4.5 n
5.1).

YepuoapobHo YEpexaane

Cnopen dbapMakOKHHETHYHHTE NaHHH, KOUTO NMOKA3BAT 3HAYMMO [OBHILICHHE HA [1a3MEHUTE KOHUCHTPALHH
HA NocapTaH NPH NALMEHTH ¢ WHPO3a, IPH NALHEHTH C aHAMHE3a 33 YEPHOAPOOHO YBPCKIAHE CMICTBA 113 Ce
obMucIM mo-HECKa A03a. HAMa TepaneBTMYER ONHMT C JIOCAPTAH TPH [ANHEHTH € TEXKKO HEPHOAPOGHO
yBpexaane. Jlopagm ToBa snocapran He Tpa(pa Ja ce OpHAra IPH TALHEHTH C TEXKKO YepPHOAPOOHO
yBpexaane (Bx. Toukw 4.2, 4.3 n 5.2).

JlocapTan He ce HpenopbYBa U OpH Jiena ¢ 4epHoApobHO yBpexkaaHe (BXK. Touka 4.2).

brbpeuno yepexnane
Hma crobmenmn 3a mpomern B OnOpevHaTa QYHKIHA B Pe3ynTaT Ha IOTHCKAHE HA CHCTEMara PCHHH-

aHTHOTCH3HH, BRMOurTemo 6u6peHa HenpocTarsanocT (0c06eHo IPU NalHeHTH, IHAT0 Gupeana QyHKims
33BHCH OT CHCTEMATA PEHHH-aHTHOTEH3HH-AI0CTEPOH KAaKBHTO €A TE3H C TEXKKa ChPACYHA HENOCTATBYHOCT
WY mpeaxoxaama 6s0peuna qucdyHknua). KakTo H IpH APYTH NEKapCTBEHH MPOAYKTH, KOMTO MOBIHABAT
CHCTEMAaTa PEHHH-aHTHOTCH3HH-aI0CTEPOH TIPH MALMEHTH ¢ ABYCTpaHHa CTeHO3a HAa OBOpevunara apTepus
WIH CTE€HO3a Ha apTepHATa KbM enuHCTBEH OBOpeK, ce ChoOlnapa 3a [OBHLICHHE HAa KPBBHATA yped H
CepyMHHA KpEaTHHHH; Te3H pomeHH B OhOpeunara QyHkmps morat ga ObaaT oOpaTHMu NpH NPeKPaTABAHE
Ha nevennero. Jlocapran chuempa ja ce M3MOmM3Ba ¢ MOBHMIIGHO BHHMAaHHE NPH IAIHMCHTH C ABYCTPaHHA
creHo3a Ha 6p0peunara aprepus WM CTEHO3a Ha apTEPHATA Ha eHHCTBEH OBOpeEK.

Ynotpeba npu neanaTpAYHA naunenTy ¢ 6E0peuHo YBpEKIaHE
Jlocapran He ce mpenopbuBa NpH Aena ¢ rnomepynna ¢mwrrpauma < 30ml/min /1,73 m2, TA KaTO HAMa

HaJIMIHM JAaHHH (BkK. To9ka 4.2).

bnopeunara dyrknua TpabBa 4a ce mMpociengBa PeNOBHO NPH JIEYEHHE C JIOCAPTaH, Thil KaTo MOXKe ja
HACTHIIH BIOMmIABaH¢. ToBa ce oTHacs 0coOeHo npH OpHIAraHe HA JN0CApTaH MPH APYTH CHCTOAHHA
{noBHIIICHA TEMINIEpATYpa, AEXHAPATALIHA), KOMTO MOTAT Aa BNomaT 6r6peunara GpyHKunA.

WMa namme, 4e eQHOBpEMEHHOTO HpunokeHue na yocapran ¥ ACE-maxuburopu Bromasa Ov0pednara
dyuxmua. [lopann T0Ba €IHOBPEMEHHOTO MPFUIOKCHHE HE CE MPENophuBa (Bk. TOUKA 4.3).

Brb6peuna TpaHcOIanTAINA
Hama onwT npH ManyeHTH ¢ HACKOPO HanpaBeHa DEOpeUHa TpaHCIITAHTAITHA.

LIspeHueH XHOEPAMIOCTEPOHHILM
AHTHXHIICDTCH3HBEH e(eKT @NpH [AUMEeHTH C OBPBHYCH XHMICPaNJdOCTCPOHH3IBM O0OHMKHOBEHO He ce

YCTaHOBABA TPH JICKAPCTBECHH HMPOAYKTH, ACHCTBALM Ype3 MOTHCKAHE HA PEHHH-aHIHOTCH3UH CHC
[Topann ToBa ynotpebara Ha TocapTaH He e MPENopbIBa.

KoponapHo cEpzeyHo 3abongsane u MO3LIHO-CEI0BA DolecT
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KaxTo ® 11pH OpyrH aHTHXHIIEPTEH3HBHH NPOAYKTH, IPEKOMEPHOTO MOHXCHHE HA KPBBHOTO HAJIAraHe NPH
MAUMEHTH ¢ HCXeMHYHa GONECT Ha CHPLETO M MO3bUHOCHAOBA GonectT Moke Ja MPHUMHH HHGApKT Ha
MHOKap/a MITH HHCYIIT.

CrpreyHa HENOCTATHYHOCT

TIpy narmeRTH ChC CHPACIHA HEAOCTATEIHOCT, ¢ HITH Oe3 6L6peyno yBpexaaHe, ChIIECTBYBA PHCK OT TEKKa
apTepHalIHa XUIIOTOHHA M (decTo ocTpo) OBOpedHO YBpEXAAaHE. KAKTO NPH APYrH ACKapCTBCHH NMPOAYKTH
MOBIHUABAIIM CHCTEMATa PEHNH-aHTHOTEHIHH

Hama JOCTaTPYUHO TepameBTHYEH ONMT ¢ JOCAPTAaH IpH MAHMEHTH ChC CHPAEYHA HEAOCTATHYHOCT H
CHIPOBOXKAAIIO TeXKO GBOpevHO YBpEXaHe, IPH HAMCHTH ¢ TEXKA CHPACYHA HEAOCTaThYHOCT (Kmac IV
nmo NYHA), kakTo ¥ TpH TDamMenrd CbC CBPIAEYHA HENOCTATBYHOCT H  CHMIITOMATHIHH
’KHMBOTO3aCTPAIIABANIM CEpAeYHA apuT™iH. [Topamu ToBa nocaprad TpAOBa Aa Ce H3NON3B3 BHUMATEITHO IIPH
Te3n rpyn nagueHTH, KoMOuBaumara or mocapran u Oera-Omokep Om clemsano 1a ce H3NON3BA
EHHMATENHO {BX, TOUKa 5.1).

CreHo3a Ha a0PTHA M MHTpAJTHA KIana, 06cTpyKTHBHA XHNepTpodraHa KapAHOMHONIATHA
KakTo W NIpH ApyTH Ba30MMNATaTOPH, NPENOphYBa Ce CMENMAIHO BHHMAHHE NPH DALHEHTH CTpajlaliH OT
A0pTHA WM MHTPAIHA CTEHO3a, WK ODCTPYKTHBHA XHIIEPTPOdHIHA KapAHOMHOIIATHA.

BpeMeHHOCT

Jleuenme ¢ AIIPB ue 1pabea na samousa mo Bpeme Ha GpemenHoct. OCBeH B CAyYaWTe, KOraro JEUCHHE C
AIIPE ce cuura 3a kpaiino meobxommmo. IlannenTrkn niaHppamy OpeMeHHOCT TpAOBA Ja MpeMHHAT Ha
AITEPHATHBHO AHTHXKMEPTCH3MBHO JICYCHHE, C YCTaHOBEH Npodun Ha Ge30macHOCT MpPH OpEeMEHHOCT.
Korarto ce muarnoctuuupa Spementoct, neuenuero ¢ AITPB 1pabea aa 6uae npeycTanoBeno ue3abaBHO H,
aKo € YMECTHO, /1a CC 3a0YHe aNTepHATHBHO NeucHHe (BK. ToUkH 4.3 u 4.6).

¢ e3KIeHHA H NPENazHi MEPKH

HHXHOHTOpHTE HA AHMMOTCH3MH-KOHBEPTHPAMIKS CH3HM, JIOCAPTAH M APYTH aHTHOTEH3WH-QHTarOHHCTH Ca
no-cnabo epHKAaCHM NpH MOHMDKABAHE HA KPHBHOTO HANATAHE NPH YEPHATA paca B CPABHECHME C OCTAHAIHTE
pacH, Haf-BEepOATHO NMOpany NO-TOMAMATA 9YECTOTA HA CBCTOAHMS ¢ HHCHK PEHHH OPH XWUNEPTOHHIM OT
9epHaTa paca.

4.5. B3amMONeiicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH K IPYTH GopMH Ha BIAHMOJAEACTRHE

JIpyrH aHTHXMNCPTCH3MBHM CPEOCTBA MOraT Ja [IOBMINAT XHIIOTEH3HBHUA €(EKT Ha J10CapTaH.
EmnoBpeMeHHaTa ynoTtpeda ¢ APYTH BEWISCTBA(KATO TPHIMKIMYHM AHTHIACTPECAHTH, AHTHICHXOTHIIH,
Gaxnoden, aMHOCTHH), MOKE a TOBHINM PHACKA OT XHIIOTOHHUA KATO TAXHA HEKEIAHA PEAKLHA.

Jlocapran ce meraGonmanpa npemumuo ot muroxpoM P450 (CYP) 2C9 mo axteBeH KapOOKCH-KHCENTHHEH
mMeTabonuT. B xIHHHYHO H3MHTBaHE € ycTaHOBEHO, 4¢ (uykonazon (waxuburop Ha CYP2CY) namansisa
EKCIIO3MIMATA Ha aKkTHMBHMA MeTabonur ¢ mpubmmsmtenno 50%. YcrtaHoeeHo €, 4Ye COHOBPEMCHHOTO
NcucHHe ¢ nocapran H pudaMnHnuH (MEAYKTOp HA ¢H3uME Ha MertabGonmsma) jasa 40% momimkeHHe Ha
TUIa3MEHaTa KOHICHTPAIMA Ha axTUBHKA MeTabomut. KIMHIYHOTO 3HaueHHe Ha TO3H EKT He € H3BSCTHO.
He ce ycTaHOBsiBa paziyKa B €KCTIOIMIMATA NPH ETHOBPEMEHHO Neuenye ¢ dmyBacTareH (cnab HHXHOHTODP
ra CYP2C9).

Kakro mpH ApyrH JCKapcTBCHHM NpPOIYKTH, XOWTO OnokupaT amrvorensus Il mim Heroeure cekTw,
CBOPOBOKAAIIOTO NPHAOKCHHE Ha APyTH JIEKapCTBCHH NpOOYKTH, KOHUTO 3a0BPKAT KaJIHA (Hanpmvrep

Hma cpobilicHHa 3a o6paTHMO NMOBHIICHHE HA CEPYMHHTC KOHILEHTpAlHH Ha JIHTH
npunokenuc Ha qutuid U ACE wuxuburopu. Crobilapa ce 3a MHOrO penkH Ciyd
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PEUENTOPHE aHTaroHUCTH. EnHOBpeMeHHOTO NputoXKeHHEe Ha NHTHE B JocapTaH TpAbsa a ce npeupueMa
BHMMAaTe/IHO. AKO Ta3H KOMOHHAaUHUg ¢ KpaiHO HeoOXoouMa ce Mpernopbyba HabmogeHne Ha CepyMHHTE
HHBA HA JTHTHHA.

Koraro anruotensud I amraromucts ce mpunara eaHospemenno ¢ HCIIBC (1.e. cencKTHBHH COX-2
HHXHOHTODH, ALETHICATHIMIOBA KHCETMHA B IDOTHBOBB3NANHTENHH 034 K HecenekTueau HCTIBC), moxe
Aa C¢ penyuupa AHTHXMNEPTCH3MBHUAT edext. EXHOBPEMEHHOTO NpHIOXKEHHE HA anrHoTemsud 11
anTaroHMcTd WM guypernid B HCTIBC moewmasa prcka OT BloimaBane Ha OnOpevnata QyHkuus,
BK/IIOYHTENHO BB3MOKHOCT OT OCTpa OB0pedHa HEZOCTATHYHOCT, H TOBHINABAHE HA CEPYMHMS Kaidi,
0cobeHO TIPH DAIMEHTH ¢ He3aNOBOHTENHA Npean ToBa Ob6peuna dyrkuma. KomOunaunata cneasa aa ce
NpHNAara BHHMATENHO, 0cODEHO B crapuecka BB3pacT. [lanueHTHYe cneiBa fAa OBOAT ageKBaTHO
XUZpaTHpaHH H TpabBa na ce obcpar HabmoneHHe Ha OnOpedHara QYHKIMS Cliel 3al09BaHE Ha
€JHOBPEMEHHO JIEUEHHE, M IEPHOINYHO CTICA TOBRA.

Hanuun ot KJIHHHYHY IPOYYBAHHS IMOKA3BAT, 4e IBOHHOTO Onoxkupane HA
PEHMH-aHTHOTEH3MH-aNngocTeponoBara cuctema (PAAC) upe: komOummpanata ynotpeba ma ACE
auxubuTopH, anrnorcH3ue II-petenTopun Gmokepy MMM ATHCKHPEH CE CBBP3BA ¢ MO-BHCOKA YECTOTA HA
HEXCNAHH CHOMTIM, KATO HADHMED XHMIIOTOHMSA, XHNEPKAINEMHS M HaMansiBaHe Ha OnOpednara GyHKI
(BMOUNTENHO OcTpa OBOpedYHa HeJOCTATBYHOCT), B CpaBHEHHE ¢ ynorpebara caMo Ha €HO CpPEICTBO,
neiictBamo Bupxy PAAC (Bx. Touku 4.3, 4.4 u 5.1). Jlpoiinara Gnokama tpa6sa ga 6bae AHMHTHpaHa A0
MHANBHAYAIHO ONpPENENcHM CIYyYaH ChC CTPHKTHO [POCACHABAHE HA KPBBHOTO HamaraHe, Gvbpeunata
¢byHKUHA ¥ enekTponuTHTe. EnHOBpeMeHHAaTa yroTpe6a Ha TocapTaH ¢ AIMCKHPEH € MPOTHBOMOKA3aHa NPH
NALHCHTH Che 3aXapeH auaber win 656peuno yspexnane (GFR < 60 ml/min) (Bx. Touku 4.3)

4.6 @eprAaHTeT, SpeMEHHOCT H KLpMele

BpemcHBOCT

H3M0M13BaHETO HA JIOCApTaH HE CE NPENOphYBa IPe3 IbPBHA TPUMECTBP Ha OPEeMEHHOCTTa (BXK. Touka 4.4).
U3nom3BaneTo Ha JIOCAPTaH € NPOTHROMOKA3aHO Mpe3 2-pH M 3-TH TPHMECTHP Ha GpeMeHHOCTTA

{Bi. TouKkn 4.3 1 4.4}.

EmaeMHONOrH4HATE JOKA3ATENCTEBA 33 PUCK OT TepatoreHHocT caen neuenne ¢ ACE nuxubutopu npes
ObPBHS TPUMECTED Ha GPeMEeHHOCTTa He ca yOeANTENHH; MalKko YBEHMCHHE Ha PUCKa, oave, He MOXKe J1a
ce H3KIOUM. Makap 9e HAMa KOHTPOJIMPAHH CMEMHONOTHYHHM JAaHHH 33 PUCKA NPH aHrUOTeH3HH II
pencnropre mExMOHTOpH (AIIRA), monobum puckose Omxa MOIMH [a CBHINECTBYBAT NpPH TO3H Kiac
NeKapcTBeHR mpoayKTH. OCBeH B ciydante, xorato nedenue ¢ AIIRA ce cunTa 3a xpaiiHo HeobxouMMO,
npaHupaliiy OpEMEHHOCT MAllHEHTKH TPA0Ba Na NPEMHHAT Ha ANTEPHATHBHO AHTHXHIIEPTEH3HBHO JICYCHHE, C
ycTanoBen npodu Ha GesonacHoct npu 6pemenroct. Korato ce aAuarnocTHiupa OpeMEHHOCT, JIEYEHHETO ¢
nocaptan Tpabea ga Ownie npeycTaHoBeHO He3aBaBHO H, aKo € YMECTHO, [Ia Ce 3al0YHE AITepPHATHBHO
JIEYEHHE.

Jlevernero ¢ AIIRA npe3 BTOpUA M TPETHA TPHMECTHP HA OPEMEHHOCTTAa HHAYIHPa (DETOTOKCHYHOCT NpPH
xopa (noHmkeHa 6b0pedHa QyHKUHA, OMHTOXHIPAMHHOH, 3a0aBeHa OCH(HKAINS Ha Yepena) H HEOHATANHA
TOKCHYHOCT (0BOpeYHa HEAOCTATEYHOCT, XHIIOTOHHS, XHOCPKANHeMHA) (BXK. TOUKA 5.3).

AKO 1mpe3 BTOpHA TpHMECTHP Ha OpeMCHHOCTTA C¢ MPOBEAE JICUEHHME ¢ JIOCWPTaH, C€ IpenopbyBa
exorpadcku KOHTPON Ha 6BOpeunara GpyHKIMA U Yepena.

HoeopoacHu, YHHTO MaiKi ca C¢ JIEKyBalH ¢ JlocapTaH, TpAOBa Ja c¢a MOJ HENPEKhCHAT KOHTPON 3a
XMUIIOTOHHA (BK. CBIIO To9kH 4.3 1 4.4),

Kepmene
[opaaw nunca na HHPopMaLns OTHOCHO yroTpebara Ha JocapTaH N0 BPEME HA KEPMEH

Jlozan me ce mpenopbusa. IlpennounTa ce ymorpebaTa Ha anTEpPHATHBHO JICUCHHC
npodrn Ha Ge30MacHOCT MO BpeMe Ha KBPMEHe, 0c00EH0 Mpu KbPMEHE HA HOBOPO.
Oebe.
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4.7. EdjexTn BLpXy cnoco0HOCTTA 3a MogdHpaHe W paGoTa ¢ MALIKHH

He ca mpoBexnaH# NpoyuBaHMA 33 edeKTHTC BBPXY CHOCOGHOCTTA 3a modmpane u paboTa ¢ MALIAHM.
Korato ce modupa mim paboTH ¢ MamMHH obade TpAOBa J1a ce MMa TPEABMA, Y€ Makap M psAKO, NpH
OPOREXKIAHE HA AHTUXHIEPTCH3MBHO /CYCHHE MOXKE JA CE MOSBH 3aMaiBaHC M CHRIHBOCT, 0COOCHO UpH
3ano4BaHe Ha NedeHNETO WK NpH NOBHIIABaHe Ha 103aTa.

4.8. He:xenanu JieKapCTBEHH Peaknuyu

JlocapraH € OLIeHABaH B CIEHUTE KIAHHYHY H3NMUTBAHMA:

* B KOHTPOIHMPaHO KIMHHYHO M3nuTBaHe ¢ nosede ot 3 000 Bp3pacTHH MANMEHTH Ha Bb3pact 18 v moBeue
TOJHHH C €CEHIHANHA XHIIEPTOHUA.

* B KOHTPOJHMPAaHO KIKHWYHO M3NMTBaRe cbC 177 neauaTpHyHy NOLHEHTH C XHMEPTOHHA Ha BE3pacT 6 1o
16 roauHu.

* B KOHTPOIMPAHO KIHHHYHO M3NMTBAHE C MoBede oT 9 000 malMenTH ¢ XMIEPTOHMA Ha Bb3pact 35 1o 80
rOJiHHH ¢ jacBoKaMepHa xuneprpopus (Bx. LIFE npoyupane, Touka 5.1)

* B KOHTPOJHpaHH KJIHAHYHH HITHRTBAHKA ¢ oBede o1 7 700 Bp3pacTHH NANHEHTH ¢ XpOHHYHA ChPJICYHA
seaocrareyHocT (Bx. ELITE I, ELITE Il u HEAAL npoyqeane, Touka 5.1)

* B KOHTPOIMPaHO KIMHUYHO M3NKTRAHE C oBede oT 1 500 nauucHTH ¢ Auabet THN 2 Ha Bb3pacT 31 u
N0BeYEe TOJIMHH ¢ nIpoTenHypHa (B. RENAAL npoyupane, Touxa 5.1).

3amajipane e Hali-UeCTaTA HEKETAHA peaxkund B TS3H KIHHAYHH H3ITATBaHHA.

YecroTara Ha HEXKEIAHUTE JIEKAPCTBEHH PEaKlUH CE OMPEAELIA C M3I0I3BAaHE Ha CIICHHTE YCIIOBHI

mHoro vectH (> 1/10); gectn (> 1/100, no < 1/10); vewectn (> 1/1,000, < 1/100); peaxu (= 1/10,000, no <
1/1,000); muoro pemxu (< 1/10,000), ¢ Hem3BecTHA 9ecToTa (OT HANMYHATE JAHHH He Moxe aa Ownae
HalpaBeHa OLCHKA).

Tabanna 1. YecToTa Ha HejKeTaHATE JeKAPCTBEHH PEAKIIHH YCTAHOBEHH NPH ILIane(o KOHTPOJIHPAHH
KIHHHYHHA HPOYYBAHHSA H HOCTMAPKETHHI OB OHHT

Hexenana peakuun YecToTa Ha HEXEJAHATA PEAKIHSA CNOPe] HHARKANAATA Apyro
Xunepronu | Xunepronnn | Xponm4Ha Xuneproun | [Hocrmapxerunr
f He ChpIeYHa Al ¥ AMAGeT | OB OIIHT
JIEBOKAMepH | HeJocTAThYAO | THH 2 C
a T onopeuno
XHnepTpodhn 3abosapaHe
f
HapymeHna Ra KpBBTA M JHMQHATA CACTEMA
aHeMHA ¢ HEH3RECTHA
HecTH YECTOTa
TpoMBOLHTONEHI C HeHM3BECTHA
qyecToTa
Hapymenns Ha AMYHHATA CHCTeMA
Peaxkuun Ha
CBPBXTIYBECTBHTEMHOC
T, aHaHIIAKTHIHN pegH
peaxuun,

IcuxuuHH HapymeHun 5

aHTHoemeM*, u
BackynmHuT** -31UA
y/4 Gl

AelpecHs
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Hapyinenss Ha HEPBHATA CHCTEMA

3amaliraHe 9CCTH YEeCTH qyeCcTd YeCTH
CBHIHBOCT HEeUCCTH
rnapobonue HEJEeCTH HEYecTH
HapymcHUA Ha ChbHA | HedecT
HapecTesus peaKH
C HCH3BCCTHA
MHIpCHa qecToTA
¢ HeH3IBECTHA
aucreysut 4ecToTa
HapyilleAns HA YX0TO H JafUpHATA
BEPTHIO YECTH TECTH
C HCH3BECTHA
THHATYC 4EeCTOTA
Chpieans HApYLIeAHS
TAJIHTALHMH HEYEeCTH
aHrNHa AEKTOPHC HedecTH
CHHKONI peaxu
NpeachpPIaHO penKu
MBXJICHE
MOZLYHOCHAOB
pemKH
HHIHULEHT
Cha0BH HAPYMIEHANA
(oprocraTtadna)
XHIIOTOHHSA (1032 HEYeCTH 9eCTH 4eCTH
3aBHCHMa) I
PecnupaTophRy, TPLAHA H METHACTHHAJHA HADYIIEHHS
3ayX HCYeCTH
HEYCCTH C HEHM3BECTHA
Kammua 9eCcTOTa
CroMamHO-IpeBHN HAPYIIIEHHS
KopemMHa 0onka HEYECTH
3aIeK HEYeCTH
HEYeCTH C HCHM3IBECTHA
AHapia YECTOTA
rajese HEYECTH
TOBPBUIARC HEYECTH
Xenaro-OHIHAPHH HAPYIICHUS
C HCH3BECTHA
HaHKpeaTHT HeCTOTA
XenaTut peaKH
HapylLlICHHA B C HEH3BECTHA
JepHOApOoOHHTE gecroTa
HKIMH
HapyimeRAs HA K0XKATA 1 NOAKMKHATA THKAH
HCYECTH C HEM3IBECTHA
YpTHKapii YECTOTA
HEYeCcTH C HEH3BECTHA
cepbex
HEYeCTH

o6pus

HEYCCTH
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$oTORTYBCTBHTENHOC ¢ HCH3BECTHA
T 9ecToTa
HapynieHHA HA MYCKYJ/IHO-CKEJETHATA CHCTEMA H CHCAHHHTEIHATA TBKAH
¢ HEH3BECTHA
MHRIITHA YecToTa
¢ HCH3BECTHA
aTpanrmsi qeCcTOTd
C HCH3BECTHA
pabroMHOoMH3a qecToTa
Hapyumiennn Ha Ds0penATe H DHKOYAATE DETHINA
brbpeano YECTH
HapymieHHe
O0n0peqna YECTH
HEJIOCTATHYHOCT
HapyuteHAA Ha BH3UPOH3BOARTEHATA CHCTEMA H I'bPAaTa
Epexraisa C HCH3BECTHA
Aucymraa / 4eCTOTa
HMIOTEHTHOCT
O6mu mapymenns 1 eeKTH HA MACTOTO HA MPHIGKEHHE
acTeHUS HEYECTH 4EeCTH HCYCCTH 9ECTH
yMopa HEYECTH 4EeCTH HECYECTH YECTH
OTOK HEYEeCTH
C HEU3BCCTHA
HEPA3MOJIoKEHHE qecToTa
H3ciensanns
XHTICPKATACMHH YECTH HevecTn vectH
MIOBULICHA AJTAHHH
aMHHOTpaHcepaza | peAkH
(ALT)®
NOBHUILIEHA Ypes B
KpPBBTa, CEpPYMHHA
Kg:am;mnpi Heet
CEPYMHHA KalHH
XHIIOHATPHEMHA C HEH3BECTHA
qecTOTa
XUOOTIHKEMES 9eCTH

*BKIIOYHMTENHO OTOK Ha JTapHHKCA, TIOTHCA, THIETO, YCTHHTE, HapUHKCa H/HNH e3HKa (IIPEAH3BHKBALIO
o6CTpyKIMA HA IUXATENHUTE THTHINA); MPH HAKOY OT TE3H NalHeHTH ¢ JOKIaBaH aHTHOCACM B MHHAJIOTO
CBLp3aH ¢ OPHEMA Ha IPYTH JIeKapcTea, BKmounTenHo ACE unxuburopu

**BxmouuTenno mypnypa Ha Henoch-Schonlein

I OcoBenn npu mamuenTH ¢ HaManen BHTPECHIOB 06eM, HATIPUMEP TIALHCHTH € TEXKA CHPACTHA
HEJOCTATLIHOCT MK Ha JIEYEHHE ¢ BHCOKH JO3M AHYPETHIH

'YecTH npH nauMeHTH NpHeMania 150 mg nocapran BMecto 50 mg

B KIMAMYHO NPOYYBaHE IPOBECHO ¢ NauneHTyu ¢ auaber e 2 ¢ HepponatHa, 9,9% OT manHeHTHTE
NEKyBaHH ¢ JIOCAPTaH Pa3BHBAT XHMIepKanHeMus >5,5 mmol/l u 3,4% oT mauuesTHTe Ha manebo

¥ 00MKHOBEHO OTILIYMsBA CIIEH NPEKPATSBAHE

CnepnuTe MOMBIHATENHY HEXKEIAHH PEAKIHH ce HABMIONABAT NO-9€CTO PH NAUHCHTH KOHTO MPHCMaT
TocapTaH B cpaBHeHME ¢ Ianebo (¢ HeH3BeCTHA YecToTa): 6onka B rep6a, HHGEKUMA Ha ITHKQ
OT/IENMTENHATA CHCTEMA M TPHIIONON00HH CHMITTOMM.

Hapywernua na 6v6peyume u nuxounume nomuwya:
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Benencrsue uHxubupaHe Ha PeHHH-AaHTHOTCH3MH-aJZIOCTEPOH CHCTEMaTa NPH PHCKOBM INAIMEHTH Ce
HaOmogaBat npoMerd B On6peyHaTa GyHKIMA, BKIIOUMTETHO GEOpeYHa HEQOCTATHYHOCT, TE3H [IPOMEHH B
0bOpeunara dyHkAa MoraT A2 GHAT 06paTIMH NPH NPEKpATABAHE HA NCYEHNETo (BXK. Touka 4.4)

[lepaTpruna oDomyranms
[IpodmasT Ha HEXENAaHWTE PEaKUMA NPH TIALHEHTH B JSTCKa BB3pacT € OiM3bK A0 HalmomaBaHHs TpH
BL3pPACTHH MAUHEHTH. JlaHHUTE OT NMeAHATPUIHATA MONYNANEA ca OrpaHHYIEHH.

4.9 Tlpeno3upane

Crumnmomu Ha unmMoxcurayust
Hanmuune ca orpaHHYeHH NaHHH ¢ Ipeo3upaHe npH xopa. Hal-gecta npodBa Ha 1IpeA03HPAHE € XUNOTOHHA
H Taxukapaud. bpanukapaus Moe 1a HACTBAM NPH [IAPACHMITATHKOBA (BarycoBa) CTHMYJIAIHA.

Hevenue na unmorcuxayuama

AKo CHMIITOMAaTHYHA XHIOTOHHA HACTBIIM, IOAIBPXKAMI0 JedeHAe TpAOBA Ja ce 3anovHe.

MepKHTE 3aBHCAT OT BPEMETO JO NPHEMAHE HA JIEKapCTBCHUS MPOAYKT ¥ BHJ3 M TEXKECTTa HA CHMIITOMHTE.
HeoGxomumo € cTabunm3supale Ha CEPAEYHO-CHAOBATa CHCTEMa. [ToKa3aHO € MPANOKEHHETO Ha JOCTAThYHA
no3a aktaBeH BorieH. Cnen Toea TpaGBa Ha ¢e OCHIIECTBM HENPEKbCHATO HAOMIOAEHHME Ha JKU3HCHHTE
nokazareny. Ipu HeoGxoquMOoCT KH3HCHITE NOKA3ATE/H CACHBA JIa C& KOPHIHpaT.

J'IocapTaH H aKTHBHHA MeTa0oIMT HE C€ H3/ILYBAT IPH XCMOJHaNK3a.

5. ®APMAKOJOIHYHHU CBOMCTBA
5.1 ddapMaKoaAWHAMHYHHE CBOICTRA

DapMakoTepaneBTHYHA TPYIIA: aHTHOTeH3HH-1I aHTaroHuCTH, CAaMOCTOATENHD,
ATC rog: CO9CAQ1

MexaHH3BM Ha JIeiicTBHE:

JlocapTaH € cHHTCTHYCH nepopaneH anrnotenzus-11 penenropen (Tunm AT1) auTarosuct. AEFHOTCH3ME I,
KOHTO € MOIIEH Ba30KOHCTPHKTOD, € OCHOBHMAT AKTHBCH XOPMOH Ha CHCTEMATa PEHHH/AHTHOTEH3UH U
saxkeH dakTop B matodH3UOAOTHMATA Ha XunepronuaTa. AnrnorensmH II ce cepp3Ba ¢ AT1 peuenropa,
HaMHpaIll C& B pPeiMIa THKAHH (Hamp. IVIAJKaTa MYCKYyJIaTypa Ha ChlOBeTe, HanOnbpeunre, Gubpeunte u
CBpLETO), ¥ MNpPEMTH3BHKBA HAKONKO BAKHH OHOMOTMYHH ACHCTBHA, BKIIOYHMTENHO BA30KOHCTPHKLHA H
0cBoOOIABAHE HA aNAOCTEPOH. AHTrHOTeH3HH I cTuMymupa w npondepaumiTa HA [IAAKOMYCKYJITHHTE
KJICTKH.

Jlocaptan cenekrieHo 6moknpa AT1 penenropa. i vitro ¥ in vivo T0CapTad ¥ HEIOBHAT (hapMaKoJIOTHYHO
akTHBeH KapOokcumkucenuuen Merabonat E-3174 GnokupaT BcHuKH GH3HOIOIHIHO 3HAUMMH NEHCTBHA Ha
anruoTeH3HH I, He3aBHCHMO OT H3TOUHHKa HTH MBTA Ha HETOBAaTa CHHTE3A.

JlocapTan HAMAa arOHHCTHYEH edekT, HUTO ITEK ONOKUPA JAPYTY XOPMOHANTHM PELECNTOPH HIIM HOHHH KaHaiw,
BAXKHH 33 CHPICYHOCHIOBATA perynanusa. OceeH Toea nocaprad He notHcka ACE (xmuaza II) — ensumsr,
KOHTO pasrpaxaa Opazukmuvia. CnemoBarTenHo HAMa yCHIBaHe HA HEXKENaHHTE OpaJvKHHHH-MCAMHPAHH
edexTH.

IIpe oprsoXeHUETO Ha NOCAPTaH NMPEMAXBAHETO HA OTPHUatenHaTa o0paTHa Bpb3Ka Ha aHrHoreHsuH II no
OTHOUICHHE HA PEHHHOBATA CEKPELMA BOAH N0 NOBUINABAHE Ha AKTHBHOCTTA HA IUTA3MCHHA PpCHHH (PRA).
IMosmmasaneto sa PRA Bogm 1m0 noBHDIaBane Ha aHruorensun Il B nmmasmara. HesasucuMo or TE€3u
MOBHIICHH] AHTHXUNEPTCH3HBHATA AKTHBHOCT M TNOTHCKAHETO HA KOHIEHTPAllHUTE Ha IUTa3MEHHA
ANIOCTEPOH € 3a/IbPKAT, KOETO € NOKa3aTenHo 3a edeKTHBHO OnoKHpaHe Ha anrHoTensul Il penenropa.

CTOHHOCTH.

Kakto jocapray, Taka 4 HCTOBHAT OCHOBEH aKTHBEH MeTabonut ¢a © I10-BHCOK
pelenTopa, OTKONKOTO KBM AT2-peuerrropa. AkTHBHMAT mcrabomur e 10 mo 40
NOCAPTaH OPH TEIJIOBHO YPABHOBECEHO CHOTHOMICHHE.

10
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IpoyYBanus BLPXY XHICPTORHA

B xoRTpONHpasH KIMHHYHH IPOYYBAHHA, (IPHIAraHETO EHH ITHT JHEBHO Ha 10CAPTaH NPH NAUHCHTH € JICKa
J0 yYMepeHa €CEHLHANHA XHNEPTOHMA NPHYHHABA CTAaTHCTHYECKH 3HAYMMH NMOHMKCHHA B CHCTONTHOTO H
IHACTONHOTO KPBBHO Hamarane. CTOMHOCTHTE Ha KPBHBHOTO Haldrame, H3MepeHH 24 waca cliefl 103aTa H
OTHECEHH KbM H3MEpEHHTE 5-6 Yaca ciel 4o3ara, MOKA3BaT MOHWKEHME HA KPHBHOTO HAMATAHC 34 NCPHO
oT 24 1Jaca, pH 3aNa3RaHEe HA ECTECTBCHHA ACHOHONIEH PHTRM. HamaneHHeTo Ha KPBBHOTO HA/ITAHE B Kpas
Ha HHTEPBaa Ha no3upane € 70-80 % or edekra, Habmonasan 5-6 9aca cies no3ara.

HperaTﬂBaHCTO Ha IIPHIOXKEHHUECTO HA JOCApPTAaH IPH XHUICPTCHIHNBHH NamueHTH HE BOOM 0 PA3IKO
TIOBHIIABAHE HAa KPHBHOTO Hamsrame (pebayna edekr). HesaBHCHMO OT HM3Pa3eHOTO NOHHKEHHE Ha
KPBBHOTO HALATAHE JIOCAPTAaH HAMA KIIHHAIHO3HAYHMH €(JEKTH BEPXY ChPACYHATa YeCToTa.

JlocapTan € efHAKRO eMKaceH IpH MBXKE H EHH, MPH mo-Miamgy (Ha BB3pacT Mox 65 roauHy) u fo-
Bh3PACTHH NAIMEATH ¢ XHIEPTOHHNA.

IIpoyusane LIFE

IMpoyusanero Losartan Intervention For Endpoint Reduction in Hypertension [LIFE] e pangoMH3upano,
TPOHHO-CIIANIO, aKTHBHO KOHTPONHPAHO Npoy4dBane ¢ 9 193 xunepreH3HBHY NAMEHTH HAa BL3PACT OT 35 10
80 romuumn ¢ moxymentrpana ¢ EKT nepokamepna xuneprpodus. [laieHTHTE ca paHIOMHIHPAHH 32 MPHEM
CKETHEBHO Ha Nocapran 50 mg MM eaus NBT AHEBHO HA ateHonmon 50 mg. Ako He €€ MOCTHUTHE [eneBara
CTOMHOCT Ha KPbBHOTO nHamarate (< 140/90 mmHg), ce g06aBa mspBo XHmpoxnopoThasui (12,5 mg) u, ako
¢ HeoOXoZUMo, K03aTa Ha JIOCApTaH WIH aTEeHONON ce yBenuuasa q0 100 mg eaun meT aHEBHO. JpyrH
AHTHXWMICPTCHIHBHH cpenctsa, ¢ u3kmodenne Ha ACE-mrxuOutopH, amrnoreHsHH [I aHTaroHHCTH HIH
6era-6nokepn, ce H0GaBAT NpPM HEOOXOMMMOCT 34 JOCTHTAHE Ha LCJIEBHIC CTOHHOCTH Ha KPBBHOTO
HAJISFaHe.

CpenHata NpOABLIDKHTENHOCT HA npocneqaBaneTo e 4,8 roanam.

KomOuHipana MPBUYHATA KpailHa TOYKA BKIIOYBR3 CHPACYHOCHAOBaTa 3abonseMocT # CMBPTHOCT,
BKJIIOYBAIIM CBHPASYHOCHA0BA CMBPT, MHCYNT W mH(papkT Ha mmuokapna. IIpm jaBere rpyru KpbEHOTO
Ha/lATaHe ce MOHKKAaBa IHAYHTENHO o Omu3ke HHBa. Jledenuero ¢ nocapran soau fo 13,0% MoHmkeHKe Ha
prcka (p = 0,021, 95% wuntepsan Ha moeeputenHoct 0,77-0,98) B cpaBHeHHE ¢ 2aTCHOMOI MPH NALMEHTH,
JIOCTHralld MHPBMMHAT2 KOMDOHHMpaHa Kpadua rouka. Topa NonpuHacs OCHOBHO 33 HaMajCHHC HA
gecroTara Ha HHCYrTHTE. Jleuennero ¢ nmocapran HamandBa puUcKa OT MHCYAT ¢ 25 % B CpPaBHEHHC C
aresonon (p = 0,001 95 % unTepsan Ha goBepuremHoct 0,63-0,89). Yecrora Ha CHPASYHOCHAOBA CMBPT M
HHODAPKT Ha MHOKap/ia He Ce pa3fIN4aBaT 3HAYHTEIHO B {BETE TPYNH.

Paca

B npoyusamero LIFE nmauueHTHTE OT 4YepHAaTa paca, JIEKyBaHH C JIOCApTaH, c¢a ¢ MO-BHCOK PHCK OT
JOCTHTaHe HA MBPBHYHATA KOMOMHMpaHa KpailHa TOYKa, T.e.ChpPACTHO-CHAOB HHLMACHT (Hamp. ChpleyucH
HH(APKT, CHPACTHOCHAOBA CMBPT) H 0COOCHO HHCYIT, OTKONKOTO MalMeHTHTE OT YEPHATA paca, JCKyBaHH ¢
ateHonon. [Topany ToBa pesynratute, HAOMOAABAHK NPH NMOCapTaH B CPABHCHHE ¢ aT€HOJION B IPOYYBAHETO
LIFE no OTHOILICHHE Ha CHPACYHOCHAOBATA 3a60MAeMOCT/CMBPTHOCT, HE Ca MNPHIOKHMH 33 MALHMEHTH OT
4epHATA PACaA C XMMIEPTOHHA H JICBROKAMEPHA XHIIepTpodus.

Ipoygsane RENAAL
TMpoyusanero Reduction of Endpoints in NIDDM with the Angiotensin II Receptor Antagonist Losartan
(RENAAL) e KOHTPOJIMPaHO KJIMHHYHO MPOYIBAHE, IPOBCAEHO B Lenws ceAT ¢ 1 513 manmentu ¢ puaber
Tunt 2 ¢ NpOTCHHYpHA, chc Wan Ge3 xmnepronus. C mocapraH ca nekyeanu 751 nanwmentH. Ilenra na
OpOYYBAaHETO € Ja C€ NOKake HedpONPOTCKTHRHAA edeKT Ha JIoCapTaH KAIMH [0 OTHOIICHHE Ha
IOHKXKABAHETO HAa KPHBHOTO Hajarade. IlauueHTH ¢ NMpoTeMHypus M cepyMeH Kpeatuumn 1,3-3,0 mg/dl
PaHIOMHM3HpPAHO IMOMydasatr jocaprad 50 mg exuH NBT JHCBHO, MPH HyXJa THTPHPaH, N0 MOCTHIaHC HA
OTTOBOP N0 OTHOMCHHC HA KPBBHOTO HaisraHe, wWiIH mianebo na ¢oHa H3 KOHBCHIHOHATHA
aHTUXMMeprensuBHa Tepanus Oes ACE-uuxuburopu m amrnorensud II antaromuctu. Micncnoeatennte
HOMY4aBaT MHCTPYKIHH Ja THTpHpat go3ata fo 100 mg auesno mpH HeoOxoaumocT, 72 % R Z FTTT ps
B3emar 100 mg nAHeBHa 2033 Mpe3 mo-roaAMAaTa 9acT oT Bpemero. Jlpyrn aﬂmxunepT ;
(auypeTHIN, KAMIHEBH aHTATOHKMCTH, antha- 1 GeTa-penenTOpHE OJIOKEPH, a CBHILO H ue )
AHTHXMINCPTEH3HBHK CPEJCTBA) Ca TMO3BOJIEHM KaTO MONBIHHICIHO JICYEHHE H

3aBUCHMOCT OT HyXmute, [laumeHTHTe ca mpocnegeHH 10 4,6 roaunx (3,4 roarHH C
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OCHOBHA KpaifHa TOYKa HA MPOYYBAHETO € ChCTABHA KpailHA TOYKAa OT YABOABAHE HA CEPYMHMA KPEaTHHHH
npu Gu6peuna HENOCTATHIHOCT B KpaiftHa aia (HeoOXONMMOCT OT AHANH3A HIH TPAHCIAHTALMS) HIK
CMBPT.

PesynraTte MOKa3Bat, 9e JEYEHHETO ¢ jocapraH (327 cbbutus) B cpaBuenne ¢ mmanebo (359 cubutmn)
BogM 10 a 16,1 % mommwkenne Ha pucka (p = 0.022) npH MauHeHTH, JOCTHTANA KOMOMHUpaHa NBPBHYHA
kpaiina todka. [lo oTHomeHne Ha KOMIDOHCHTH HAa NBPBHYHATA KpaHa TOYKA DPE3yNTATHTE IOKas3BaT
3HAYMTENTHO HAMANeHHe Ha PHCKAa B TpymaTa, JeKyBaHa ¢ focapraH: 25,3 % noHmxeHHe Ha pHCKa 32
YABOSIBAHE HA CTOHHOCTHTE HA CepyMHMA xpeaTurus (p = 0,006); 28,6 Y noHIDKEHHE Ha pHCKa 0T 6BOpeuHa
HEAOCTATHUHOCT B Kpakua dasa (p = 0,002); 19,9 % noHmkenue Ha pycKa 3a 6u0peuHa HEMOCTATHYHOCT B
kpaiina daza umu cMbptT (p = 0,009); 21,0 % noHWkKeHHEe HAa PHCKA 33 yJBOSBAHEC HA CTOMHOCTUTE Ha
CEPYMHHS KpeaTHHUH Wi ObOpedHa HemOCTATHYHOCT B KpaiHa dasa (p = 0,01). Yectorara Ha CMBpPT TIO
BCAKA NPHYHUHA HC [OKAa3Ba 3HAYUMTCIHM PasiHKHM MEXIY ABETC [IPOBCKIAIH JICUCHHE IPYIIH. HPH TOBA
IIpoyvBaHe JIOCapTaH ce oHacia JoOpe, KOETO ce BIKAA OT YECTOTATA HA NPEeyCTaHOBABAHE HA JICHUCHUCTO
TIOpaJH HEXeNaHH PeakiMi, KOATO ¢ CPpaBHMMA ¢ Irpyrara Ha nnanebo.

1Ipoyurane HEAAL

The Heart Failure Endpoint Evaluation of Angiotensin IT Antagonist Losartan (HEAAL) npoyusane

€ KOHTPOJIMpaHO KIMHHYHO NPOyYBaHe NPOBEAEHO B cBeTa ¢ 3834 maupeHTa Ha BR3pacT ot 18 no 98 roguun
cwe chpaeuna HepoctaThaHocT (NYHA knac 11-1V), kouro ca ¢ nenoHocuMoct KbM ACE mxuOurop.
[TauneHTHTE ca paHIOME3HPaHH, KaTO MpHeMaT 50 mg nocapras BEAHBK AHEBHO WM 150 mg mocapTaH KM
KOHBEHUMOHAMHATA Tepane (6e3 ACE uHxubHTOPH).

IManpenTETE Ca MPOCEACHH 33 NOBeYe 0T 4 roauuu (cpeato 4,7 roguan). KomOHHMpaHa NBPBUYHA KpaiHa
TOYKA Ha KIIMHHYHOTO NpOy9YBaHE BKAKOUBA BCHUKH CIIy4aH Ha CMBPT HIH XOCIIHTAIH3AIM 10 TOBOX
ChpACYHA HEOOCTATBUHOCT

Pesynrarure 10Ka3Bar, e nevcuuero ¢ 150 mg nocapran (828 cayyas) B cpasnenuc ¢ 50 mg mocaptan (889
ciy4asi) BOJM 10 peAyKLKs Ha prcka ¢ 10,1 % (p=0,027 95% unrepsan na goepurentoct 0,82-0,99) B 6pox
HA DAUMSHTHTE AOCTHTHANH A0 KOMOHMHHPaHATA KpaHHa TO4UKa.

ToBa c¢ OBDKU [PENMMHEO Ha HAMATEHHTE XOCHHMTANH3ALMH (10 NOBOJ ChpAEYHA HEJOCTaTUROCT. JledeHne
¢ 150 mg nocapTaH peaymepa prcka OT XOCHHTAIM3ALMA [0 OBOA CHPIEYHA HENOCTaThYHOCT ¢ 13,5 % B
cpasrerue ¢ 50 mg nocapran (p=0,025 95% wmuTcpran Ha mosepurenHoct 0,76-0,98). Hectorara Ha CMBPT
N0 BCAKA NMPWYHHEA HE € CHIHH(QUKAHTHO pa3nH9HA B IBeTe rpynd. beOpeuHo yBpexaaHe, XMHOTOHHA H
XHTEPKATHEMHA €A [0-YEeCTH B Ipymara ¢ 150 mg B cpaesenme ¢ rpynata ¢ 50 mg, HO Te3H HEXCNaHH
CHOHTHA He BOJAT 0 CBUICCTBEHO NOBEYC NMPEKLCBAHKSA Ha IeUSHKHETO B Ipynara ¢ 150 mg.

Tlpoyusanusa ELITE I u ELITE T
B npoyueanero ELITE, npoBegcmo 3a mepuon ot 48 ceamumm npu 722 mauMeHTH CBC ChpACHUHA
HepocTaThaHOCT (NYHA xiac 11-IV), e ce HaGmropasa paszinka MeXAy MAaOHEHTH, NTeKYBaHH € JI0capTaH, i
NEeKyBaHHTE ¢ KaNTONPHI IO OTHOIIEHKME HA ITBPBUYHATA KPaFHa TOUKA 33 NpOMsIHa B IRITOCPOYCH NIAH HA
bnbpeunara ¢pynkuua. Habmonennero npu npoyaeane ELITE 1, e B cpaBHEHHE € KanTompui JocapTaH
HAMAIABA CMBPTHHA PHCK, HE CE NOTBBPXIaBa ot ciexpautoro npoyssade ELITE II, koero ¢ onxcaHo mo
JOTy.

Ilpn npoyusane ELITE I nocapran 50 mg eaun meT qHEBHO {(HaganHa nosa 12,5 mg, mopumena 10 25 mg 1
cmen ToBa 1o 50 mg eqMH BT AHEBHO) CE CpaBHsBa ¢ Kanrompui 50 mg TpH MBTH JHEBHO (HavalHa 103
12,5 mg, nopHmena a0 25 mg M cned Tosa A0 50 mg TpH WHTH AHeBHO). [THpBHYHATA KpalHa TOUKA Ha TOBA
MPOCIEKTHEHO IPOYIBaHE € CBBP3aHaTa ¢ BCAKaKBA MPHIHHA CMBPTHOCT.

IIpn ToBa mpoyuBase 3 152 nanMenTH cbe chpeuna HegoctatburocT (NYHA xnac II-1V) ce npocnesiasar
[IOYTH ABe TOJAWHHE (Meauana: 1,5 rogunn)}, 3a Oa ce onpeaeny JaH JIOCapTad NPEBB3X0M
TIOHIKABAHE Ha CRBP3AHATA ¢ BCAKAKBA MPHYMEA CMBPTHOCT. [IbpBHYHATa KpaiHa TOY
NpHYHHA He TI0Ka3Ba ChIIECTBYBAaHe HA CTATHCTHIECKH 3HAYMMa Pas/IHKa MEXKIY JI0CapT,
U npu asere npoy4BaHUA, PM KOMTO KOHTPOJIMPAHETO IPH MALMEHTH ChC ChpAc4Ha/HER
AKTHBCH TpPOAYKT (He ¢ mnmaneGo), MOHOCHMOCTTAa KbM NIOCAPTaH TPEBHIXOKIA THPHA
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W3MepeHa Ha 0a3aTa HA HAYATESIIHO MOHMKCHA YECTOTA HA NIPEKPATABaHEe HA JICUCHHETO MOPadH HEXCTAHH
PeaKuMH M 3HAYUTENHO O-HHUCKA YeCTOTA HA MOSBA HA KAUTHIA.

[Tornmena cmbpTHOCT ce HaOmogasa npa ELITE 11 8 Mankata moarpymna (22 % 0T BCHUKH MAIMEHTH CBC
CEP/CYHA HEJOCTATHYHOCT), IPHEMANA B HA9ATOTO GeTa-OnoKepH.

JIBe roneMH paniOMH3HpaHH KOHTposHpany npoyusanmua — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Tekymo rno6amio u3nnTBaHe 3a KPaHHHM TOYKH Ha
TEMMHCAPTaH, CAMOCTOATENHO ¥ B KoMOuHanud ¢ pamunipun) # VA NEPHRON-D (Knuunuso npoy4saHe
CBBP33HO C Pa3BHTHC Ha Hepporar#s NpH AnabeT, npobeneHo OT MHHHCTEPCTBO 0 BBIPOCHTE Ha
BeTepaHHTe) — MpoyuBaT ynotpebata Ha koMburanuara ot ACE unxuburop u aHTRoTeH3kH lI-penentopeH
Gnokep.

ONTARGET e npoyusane, npoBeIeHO MpH NIALHEHTH C aHAMHE3A 33 ChPJACYHO-CHROBA HIIK MO3bYHOCH/0BA
Bonect, wiM 3axapeH JmaGer THN 2, MpHAPYXEHHM ¢ [aHHM 33 YBPeXJaHe Ha ceKTOpHH oprand. VA
NEPHRON-D e npoydBaHe npy NalueHTH Che 2axapeH quaber tum 2 1 auaberna HedponaTua.

Te3n Npoy4yBaHus He NOKa3BaT 3HaTMM GnaronpuareH edext BppXy 6b0peunuTe H/HIH CHPACYHO-ChAOBHTE
TMOCACOHLM H CMBPTHOCT, KaTO ChIIEBPEMEHHO ¢a HabNI0JAAaBaHH HOBHINIEH PHCK OT XHIEPKAITHEMHS, OCTPO
yBpexJaHe Ha OBOpelMTe W/WAH XuNOTOHHMS B CpaBHEHHe ¢ MoHOTepanuara. Karo ce MMar mpensuj
CXOIHHTE MM QapMaKOIMHAMHYHY CBOMCTBA, TE3H PE3yNTaTH ca npuoxumMy | 3a apyru ACE uaxuburopn
M aHTHOTeH3uH I1-penentopan GnoKepH.

ACE wuuxubutopu u aurnoreHsuH Il-penentopmm Giokepn crefoBaTenHo He TpaGBa fla € H3MON3BAT
€IHOBPEMEHHO NIPH NIALIMEHTH ¢ JHabeTHa HedpONaTH.

ALTITUDE (KmuHI9HO Ipoy4BaHE IpOBEUCHO ¢ ANMCKMPEH [IpH MALKEHTH ChC 3axapeH nuaber Tun 2 ¢
H3MON3BAHE HA CHPACYHO-CHAOBH W OBOpeynn 3abonsBaHMs KaTo KpadHH TOYKH) € [IPOYUBaHE,
IpeHa3IHAYCHO Na M3CNeBa Mon3aTa OT AobaBsHETO Ha aMMCKHpeH KbM craHgapTHa Tepanua ¢ ACE
MHXHOUTOP WiIH aHrHoTeH3un l1-penenTopen GMOKep NpH MAUMEHTH ChC 3axapeH AnabeT THI 2 ¥ XPOUHYHO
Ou0peaHo 3abongBaHe, CHLPASYHO-CHAOBO 3aboaBaHe MAH © ABerc. [IpoydYsaHeTo ¢ [PCKPAaTeHa
NpeskIeBPEMEHRO MOpagy MOBHOICH DHCK OT ueOmaronpuared nocneamun. Kakto cwppaeano-cpmopata
CMBPT, TaKa M HHCYITET Ca [0-4€CTH B FPyNara Ha alMCKHPEH, OTKOIKOTO B IrpynaTta na nmaucbo, a
NpeNCTaBNABANIMTE HHTCPEC HOKENaHu CHONTHA M CEPHO3HHM HEXeNmaHH cbOuTHA (XHIEpKanMeMus,
xHooToHuA u Opdpedna aucyHkunA) ce cpobmaBar NO-26CTC B Ipynara Ha AJHCKHPEH, OTKOJIKOTO B
rpynara Ha miane6o.

IHenuaTpyuna nonyJanps

XuIepToHAy B IEIHATPHYHATA TIOMYIALHA
AHTHXHIIEPTEHIMBHUAT ediekT Ha losartan e ycTaHOBeH B npoy4saie, BKogsamo 177 xunepTeH3uBHY

MAaIMeHTH OT NeMaTPHYHATA MONMYManua Ha Bb3pacT 0T 6 710 16 roaunu ¢ TexaecHo Terno > 20 kg u ckopoct
Ha rnomepynHa dwrtpanms > 30 ml/min/1,73 m?. Tamuenture ¢ Terio > 20 kg no < 50 kg nomyyasar 2,3,
25 w50 mg nocapTau aHeBHO, a nanueHTHTE ¢ Terao > 50 kg nomyuasat 5, 50 mim 100 mg nocapraxn
IHeBHO. B Kpas Ha TpHCEMUTEH TIEPHOM MOCAPTAH €IUH BT JHEBHO NOHIDKABA HAH-HHCKHTE CTOHHOCTH Ha
KPBBRHOTO HAJIATAHE MO 3aBHCHM OT J03aTa HAYHH.

Karo 1ano uMa 3aBHCHMOCT Ha 0TrOB0pa OT Ao3ara. Bpb3kaTta 103a-0TroBop cTaga 0c00eHO sBHa NpH
CPaBHABAHC Ha TPYIATA Ha HHCKA JI03a C Ta3H Ha cpeana no3a (nepuon 1:—6,2 mmHg cpemy — 11,65 mmHg),
HO otciabBa, Korato ce cpaBHABa CpefHa J02a ¢ Haii-BHcokaTa mosa (nepuon I: —11,65 mmHg cpemty
—12,21 mmHg). Haii-auckure npoydenu no3m — 2,5 mg ¥ 5 mg, CHOTBETCTBAIIM Ha CPCAHA JHCBHA J03a
0,07 mg/ kg — karto 9e M HAMAT TPacH aHTHXMUNCPTCH3HBEH edekt. Te3n pesynraTH ce MOTBbPXK/ABAT IIPE3
neprop II Ha npoyuBaHeTO, KOTATO NAHMEHTHTE Ca PAHIOMHU3HPAHH Ja NPOIBIDKAT ¢ JIOCAPTAH FITH M1anedo
Ccrel TPH CEAMHIM Jieuenue. Painnkara B NOBUIIABaHETO Ha KPHBHOTO HAJSTAHE B CPaBHEHHE ¢ 111anebo ¢
Hal-ToNAMAa B Ipymara Ha cpedna golda (6,70 mm Hg cpemma mosa cpemy 5,38 mmHg BHcoka mo3a).
[ToBHIIaBaHETO Ha MEXAHHHHUTE CTOMHOCTH Ha JMACTOJIHOTO KPHBHO HAMATAHC € €JHAKBO NPH MAUHCHTUTE

HHCKATA /1032 BBB BCAKA TPYIIa HE NPHTEXKABA 3HATHM aHTHXHIIEPTECH3HREH CPeKT.
Abnrocpounute epekTH Ha JI0CApTaH BBPXY pacTexa, Mydeprera H 00mMOTO pa3sBuTHE HE
Ha onedka. Jpiarocpodnara eUKacHOCT HA AHTHXHIEPTECH3UBHOTO JIEYCHHE € JIOCAPT.
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Mo OTHOLICHBHE HA HaAMaMABAaHCTO Ha CHPACYHOCEIOBRATA 3a00IIeMOCT H CMEBEPTHOCT CBIENO HC Ca oM
MIpCAMET Ha OLICHKA.

IMpu xuneprenznean (N=60) 1 nopmoreH3uBHH (N=246) nena ¢ NpoTeHHYPHA, eEKTHT Ha M0CAapTaH BbPXY
NPOTEHHYPUATA € OLeHEH B 12 ceiMIYHO Tane6o- M aKTHBHO- KOHTPOJIHPAHO (AMJTOTHITMH) KITHHUYHO
npoyusane. [Iporennypus ¢ nedHHIpaHa KATO CHOTHOMEHNKE poTeHH / KpeaTHHHH >0.3. XHepTeH3HRAUTE
nauueHTH (Ha Bp3pact ot 6 10 18 rogunu) ca paggoMuzupan Ha nocaprad (n=30) wm amnoumun (n=30).
HopmoTen3uBHHTE NanMedTH ( Ha Bu3pacT oT 1 Jo 18 roaunn) ca panaOMH3MPaHH Ha JlocapTal (n=122) win
miaue6o (n=124). Jlocapran ¢ B mosu ot 0,7 mg/kg mo 1,4 mg/kg (mo Makcumanna nosa ot 100 mg ua JeH).
AmuonnnuH e B nosu ot 0,05 mg/kg mo 0,2 mg/kg (mo MaxcnManHa 103a OT 5 g Ha JIeH).

Cnen 12 ceaMAuHO Je4eHHE, IIPH TIALIHEHTHTE MOMYYaBallH JIOCApTaH C€ YCTAHOBABA CTATHCTUYCCKH
3HAYHMO HAMANIEHHE Ha IIPOTCHHYPHUATA B CDABHEHYE C U3XOJHUTE CTOHHOCTH ¢ 36 % B cpaBHenue ¢ | %
NMOBHIIABAHE B rpynara Ha miayebo/amnoaumin (p<0.001). Ilpy xuneprouuiyTe Ha I0CapTaH HaMaTCHHC
HA NPOTEHHYPUATA B CPABHEHHE C H3XOJHHTE CTOHHOCTH € ¢ 41,5 % (95% CI -29,9;-51,1) cpemy +2,4%
(95% CI-22,2; 14,1) B rpyniata na amnoaunyH, [ToHWKaBaHETO ¥ B CHCTOMMYHOTO H B IHACTOAMIHOTO
KPBBHO HAJIATaHE € DHNO MO-TONIMO B ApYIaTa ¢ 1ocapTaH

(-5,5/-3,8 mmHg) cpemy rpynara ¢ amnogunus (-0,1/4+0,8 mmHg). [IpH HOpMOTEH3HBHH fcLa €
Ha0/110/1aBaH JIeKO [OHIKABAHE Ha KPHBHOTO HAIIIraHE B IPYTiaTa ¢ ocapTaH (-3,7/-3,4 mmHg) cpaBreHo ©
mwiaug6o. He e orbenazano 3naunMa B3aHMOBPB3Ka MEKIY NOHIKABAHETO HA IPOTEHHYPHATA H
NOHIYKABAHETO Ha KPBBHOTO HajiAraHe, 00ade ¢ Bb3MOXKHO IOHHKABAHETO HA KPBBHOTO HANATaHE 114 €
NPHYHHA, OT YaCTH, 33 IOHHKABAHETO HA NPOTEHHYPHATA B IPYNaTa JIEKYBaHa C JIOCApTaH.

IIpoasmoxkuTeNcH ehekT OT MocapTaH NpH JiENa ¢ IPOTEHHYPHSA € MPOocneCH K0 3 TOAWHH B OTKPHTA
yABDKeHA (a3a 3a oueHKa Ha He30MacHOCTTa Ha CBIIOTO NPOYYBaHe, B KOATO BCHYKH NAlHEHTH
3apppmBamy 12 cemMuuHOTO GazoBo mpoyuBane ca OuiaM MOKaHeHH Aa yuacTsat. O6mo 268 naunneTy
BKJIIOYEHH B OTKPHTATa Y/IbDKeHa (asa ca GHIM HOBTOPHO PAHAOMH3MPAHH Ha nocapTal (N=134) uu
enananpua (N=134) u 109 nanuenT ca iMany >3 rofuey npocneasBane (IpeIBapUTENHO ONpeNeieHa
KpaitHa Touka > 100 manMeHTa 3apBPIBAIIH 3 TOAMHN ICPHOJ Ha NIPOCIEABAHE NIPE3 YABIDKCHHA TIEPHO/).
Jl030BHTE qMANA30HM HA IOCAPTAH W CHAJIANIPHII, TABAHM 10 TIPENEHKA Ha H3cieqoBaTes, ca bumu 0,30 a0
4,42 mg/kg/nen u 0,02 to 1,13 mg/kg/nen, pecnektieno. MakcuMaHuTe TRCBHE 0034 0T 50 mg 3a Tenecuo
Terno <50 kg n 100 mg >50 kg ue ca GHIM NpeBMiaBaHy 3a NOBEYSTO MALHEHTH 10 BPEME Ha YABIDKCHATA
(aza Ha Mpoy9IBAHETO.

B o6obmenue, pesyaratuTe oT yABKABAHETO 3a NpocHeasBaHe Ha 6e300aCHOCTTA MOKA3BAT Y€ TOCApTal ¢
61 noHacsH Ao6pe H € Z0BEJI 10 TpaiiHH NOHMKSHHA Ha IIPOTeHHYpHd 0e3 3nayuTenHa NpOMsiHa B
rnomepynHara guntpaua (GFR) 3a nepuoa ot 3 rogumu. 32 HOpMOTEH3HBHH nauueHTH (n=205),
eHAJIAPHII € MMall YHCIICHO [O-TONMAM e(EeKT B CpaBHEHHE C I0CapTaH BPXY iporeHaypHaTa ((-33,0%
(95%C1 -47,2;-15,0) cpemty -16,6% (95%CI -34,9; 6,8)) u sppxy GFR (9,4 (95%Cl1 0,4; 18,4) cpemy -
4,0(95%CI -13,1; 5,0) ml/min/1,73m?2)). 3a xunepren3nBHA nanueHTH (1=49), NocapTaH € HMaIl YHCICHO
no-ronsM edexT BrpXy npotennypuara (-44,5% (95%CI -64,8; -12.4) cpemny -39,5% (95%ClI -62,5; -2,2)) u
GFR (18,9(95%CI 5,2; 32,5) vs -13,4(95%CI -27,3; 0,6)) m/min/1,73m?

5.2 dapMakoxkumHeTHYHH CBOlCcTBA

Abcopbrus
Crex mepopanHO TPHIOKEHHE fHocapTaH ce aGcopbmpa Aobpe M mpH NBpBOTO OOMEHHO NpEeMUHABAHE

dopMupa akTuBeH KapOOKCHIIHOKHCEIMHEH MeTabonHT M Apyrd HeaKTHBHM MeTabosutd. CHCTeMHaTa
Ouonanu4HOCT Ha nocaprad TaGmeTke € npubmmzurenno 33 %.CpeanHTe BBEPXOBH KOHIICHTpalMH Ha
nocapTaH H HCroBHs aKTHBEH MeTalONHT ce JIOCTHTaT CHOTBETHO 3a 1 9ac H 3-4 yaca.

Paznpencnenve
Kakto mocapram, Taka H HCTOBHAT aKTHBEH MeTaboimMr c€ cBBp3BaT B = 99 % c ma

0CHOBHO anOymutt. O6eMBT Ha pasnpeneneiine Ha nocapTad € 34 nuTpa.
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BuoTtpanchopManns

Oxono 14 % oT BeHO3HO M MepOpalHO NPHIOKEHATa 7033 JIOCAPTaH C€ NPEBPHINA B HETOBHS aKTHBCH
metabounrCiien nepopando M BeHO3HO NpuiokeHne Ha Gensszad ¢ 14C nocapran Kamdil MpPKyIHpaliaTa
1a3MeHa AKTHBHOCT OCHOBHO Ceé NBJDKH Ha JOCApTAH M HEroBMA AKTHBeH MeTabonuT. MuHHMAnHO
TIPEBPHIIAHC Ha JIOCapTaH B HErOBHsS akTHBeH Merabonut e Guno HabmozaaHo npu okomo 1 % ot
y9acTaBajuTe B IPOYUBAHE HHIMBHIIH.

OcgeH akTHBHHA MeTabONHT ce GopMuUpaT 1 HEAKTHEHH MeTabONMHTH.

EnumMubupane
[na3sMeHHAT KAMPEHC HA TOCAPTAH K HEMOBHs aKTHBEH META0OIMT € ChOTBETHO okono 600 mL/min 1

50 mL/min. Be6peunusT KMMpLHC HA JIOCAPTAH M HETOBHA aKTHBEH METAGONMT € ChOTBETHO OKono 74
mL/min 1 26 mL/min. Koraro nocapran ce mpunara nepopanuo, okono 4 % oT 103aTa ¢¢ eKCKpeTHpa
HENpOMEHEHa B YPHHATA, 4 OKONO 6 % OT J03aTa C€ €KCKpeTHpa B YPHHATA KATO aKTMBEH MeTafomHT.
DapMakoKMHETHKATA HA JIOCAPTAH H HETOBHTe MeTalONMHMTH € NHHEHHA MpH NCpOpamHH NO3H JIOCApTaH
kammii go 200 mg.

Cren [EpopanEo NprIOKEHHE MIAa3MEHHTC KOHICHTPALMHM HA JIOCAPTaH M HETOBHSA aKTHBEH METaGOJMT
crajaT NOMMEKCIIOHEHIHANHO ¢ TCPMMHANHO BpeMe Ha MOMYKABOT ChOTBeTHO 2 dHaca ¥ 6-9 uaca. [lpu
RO3MpaHe CAHH OBT AHEBHO ¢b¢ 100 mg HATO NocapTaH, HHTO HETOBHST AKTHBEH METADOMHMT Ce HATPYIBAT
3HAYUMO B INIa3MATA.

3a enMMHHHPAHETO HA JIOCAPTaH M HETOBHTE MeTaOOJIUTH JIONPHHACAT KATO ¥IJIbYHATA, Taka W yPUHHATA
exckpemwi. Cre mepopaiiia 403a/BEHO3HO pHIokenHe Ha Henssan ¢ 14C nocapTal npH Xopa okono 35
%/43 % 0T paANOaKTHBHOCTYTA CE OTKPHEBA B ypHHaTa, a 58 %/50 % — BeB dekamuuTe.

XapaKTepHCTHKY TIPH PasJIMYHE [aHECHTH

Hpu nagHeHTH B HAIpEAHANA BB3PacT IVIA3MEHHTE KOHIEHTpAUMH Ha3 JOCapTaB H HETOBMA AKTHBEH
MeTabOoIHT He ce Pa3/IHYaBaT ChIIECTBEHO OT TE3H NPH IO-MAAH MANHCHTH ¢ XHIEPTOHHA.

ITpw xeHH ¢ XMNIEPTOHHA TUIA3MEHHTE HIBA Ha JIOCAPTAH C€a O [Ba MLTH NO-BHCOKH B CPABHEHHC C MBIKE C
XHNESPTOHHS, IOKATO IUIA3MEHHTE HHBA Ha AKTHBHHA METa0OIMT MPH MBXKE H XKEHH HE MOKa3RaT HAKAKBH
PasTHKH.

TIpH DalKEeHTH ¢ JIeKa- 00 CPENHO-TEXKA ANKOXON-MHAYLHpaHa 4epHo/IpobHa IUpo3a, IUAa3MCHHTE HHBA Ha
nocapTaH H HErOBHS aKTHBEH MeTaBOoNMT ClIe]] OPATHO NMPWIOKEHHE CbC ChOTBETHO 5 U 1,7 IMBTH NO-BHCOKH
B CPaBHEHME ¢ MIIaJH MEBXe N00poromE (Bx. Toukd 4.2 0 4.4).

ILasMeHHIC KOHUEHTPALKMH HA JIOCAPTaH HE ce MPOMEHAT NpH NALHEHTH C KPEaTHHHHOB KiMphHC Haj 10
ml/mMunyTta. B cpasHeHue ¢ nauuenTu ¢ nopmanua 6u6peuna ¢pynxuus AUC Ha nocapral € 0Kono 2 METH
TIO-BHCOK TNIPH TIAIIHEHTH HA XEMOHANIH3A.

MnasMCHHTE XOHUCHTPAUHH HA aKTHBHHA MeTaboiul He ce APOMEHST NpH mamveHtH c 6bOpedno
YBPEXIAHE TN Ha XEMOAHAH3A.

Huro nocapraH, HHTO aKTHBHHS MeTaDOJIKT MoraT Ja OBJaT OTCTPAHCHH C XEMOJHAIN3A.

PapMaKOKKHETHKA DK MIENHATPHYHH MAHEHTH

PapMaKOKMHETHKATa HA JIOCApTaH ¢ 6una npoyvesa npH S0 XHMCPTEHIUBHM MAUKCHTH OT NCAHATPUYHATA
HONyJalks Ha BB3pacT oT > | Mecenm Ao < 16 roawHu, cnel NPHIOKEHHE €IHH NBT JHCBHO Ha
npubnmurenso 0,54 g0 0,77mg/kg nocaptan (cpeaHd nosu). Pesynratere mokassaT, 4e AKTHBHHAT
metabonuT ce GopMHpa OT IOCApTAH NOPH BCHYKH BB3PACTOBH IPymH. PelynrTaTure nokassar
npHOIM3HTENHO ChIIATE (PapMaKOKHHETHYHY [IapaMerpH Ha JIOCApTaH CJAel NEpPOpPAsIHO NMPHITOKCHUC MIPH
HOBOPOJCHH W KBpMadera, mpd AcUa B TMpeAyYRIHINHA M YYHIHIIHA BB3pPacT M IPH NOAPAcTBAlIH,
PapMakOKHHCTHYHHTE IAPaMETPH 3a METabOoNHTa €€ pPayIH4YapaT B TOJgMAa CTCHEH NPH pPasIHYHHTe
BE3pacTOBH rpynH. Korato ce cpaBHaBar gaena B IPEXy4HIMIUHA BB3pacT, TE3H Pa3sMUKH CTaBaT
CTATHCTHYECKH 3HaUMMH. EDExThT NpH HOBOPOIEHI/KEPMAYETa € CPABHHTENHO BACOK.

5.3 TpesximanvHE JaHHH 32 He30NACHOCT

Hpenmnnmme JaHHH HE TOKA3BaT HAKAKLB cneuud)vmeﬁ PHCK 3a X0pa Ha OaszaTa Ha
IMPOYIBAHMA 34 b1 tbapmakonornqen, I'¢HOTOKCHYCH M KAPIHHOTCHCH NNOTCHITHA.
HpH MPOYYBAHHA 32 TOKCHYHOCT IpH MHOTOKPATHO JO3HPAHE IPHIIAraHeTO Ha nocapTaH
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IIOHIDKABAHE HA CTOHHOCTHTE Ha YEPBEHATE KPHBHH Te/UA (CPUTPOLMTH, XeMOTIOOHH, XeMaTOKPHT),
TIOBHIIABaHE Ha ypea-N B CCPYMa M B OTACIHH ClIydal MOBHIIEHHUE HA CEPYMHMs KPEATHHUH,
HAMAJIEHO TETI0 Ha ChpUeTo (063 XUCTONOrMYHA BPh3Ka) M CTOMAIHO-UPEBHH NIPOMEHH (JI€3HH Ha
JIMIaBHNATA, A3BH, CPO3HH, KpHBOM3uBH). Kakro 1 apyry BelmecTBa, KOMTO HPEKTHO BB3/ICHCTRAT
BbPXY CHCTEMATA PEHHH-AHTHOTEH3HHE, JIOCAPTAH HOKA3AHO HHAYIHMPA HEXKCIAHH PEAKIHH 110
OTHOIICHHE HA KbCHOTO PasBUTHE Ha TUI0A4, KOCTO BOJAM J0 CMBPT Ha IUI0A2 1 Man(opMalvi.

6. PAPMANIEETHYHH JAHHHU
6.1 Chnucek Ha IOMOWEHATE BEINECTBA

CobprieBMHA Ha Tabnerkara:
Muxkpokpucranua uenynosa,

Manuton,

KpocnoBuzom,

Cunrves HOKCHI, KoJMoHACH Oe3BoeH,
Tank,

Marge3ueB cTeapar,

O6BHBEKa:
Ban Cennpunm 752 (xumpomenoza, MHKPOKPHCTAIHA Lemynosa, Makporon creapat 2 (000, tutaHOB
JHOKCHIT),

Maxporon 6 000.

6.2 HecnBMeCTHMOCTH

Henpunoxumo.

6.3. Cpok Ha roaHocT

2 ronuen

6.4, Cnenpansd yeJOBHA HAa ChXpPaHeHHe

Ja ce cexpansisa mog 30°C B opHTHHANHATA OIIABKA, 32 Ja e Mpena3H OT CBCTIHHA
6.5. [laHnH 32 ONAKOBKATA

1. Brucrep AlV/Al dormo, nadopMarus 3a naluenTa, KAPTOHEHA KYTHAL

2. baucrep or PVC/PVDC/Al donwo, nudopmMaiis 3a nauHeHTd, KAPTOHCHA KyTHS.
Konnuectso B onaxorka: 30, 60 wix 90 pumvupany tabaeTku

6.6. CrenuaiHH HpeANA3HH MePKH PH H3XBLPJIAHE

HsMa cnenyuaidlHe H3IUCKBAHHI.

7. HPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10
Yemka pertyomika
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8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Per. Ne 20060449

9. JATA HA IIbPBO PA3PEIIABAHE/IOJHOBABAHE HA PA3ZPEHIEHHETO 3A
YINOTPEBA

Jlata na nepso paspewaeane: 17.08.2006 r.
Jlara Ha nocneano nonHoBaeane: (07.03.2012 r,

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

14.06.2021 r.
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