AI 100629/ 50
EEII2 3 1400 s

KPATKA XAPAKTEPUCTHKA HA TPOAYKTA

1. HME HA JIEKAPCTBEHMS IIPOJAYKT

JIOTAP 50 mg ¢punmupanu tabnerku
LOTAR 50 mg film-coated tablets

JIOTAP 100 mg ¢hunmupanu tabnerku
LOTAR 100 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CBHCTAB

JIOTAP 50 mg ¢punmupanu Tabnerku:

Beaka ¢punamupana rabnerka coabpxa 50 mg nocapras kanmii.
[loMOWLIHHM BellecTBa ¢ H3BECTHO ICHCTBHE:

Bcska punmupana tabnerka cpabpxka 35,10 Mg JIaKT03a MOHOXHpaT.

JIOTAP 100 mg ¢punmupanu Tabnerku:

Besika ¢punmupana tabnerka coabpika 100 mg NI0CapTaH KaJIuH.
[loMOLIIHHK BewIeCTBa ¢ M3BECTHO AEHCTRHE:

Bceska ¢punmupana tabnerka ceabpxka 70,20 mg nakTosa MOHOXH/IpaT.

3a MBbJIHKA CIMTUCBHK HA NMOMOILLHHTE BELIECTBA, BUXKTE TOYKA 6. 1.

3. JJEKAPCTBEHA ®OPMA

Ounmupaiu TabsieTku

JIOTAP 50 mg ¢puamMupanu Tabnetku:

benu, KpbriM, NBOMHOM3MBKHAIM (GUIMHpPaHH TaGNeTKM ¢ Je/MTeHa Yyepra OT €[HaTa CTpaHa.
Tabnerkara moxe na 6bae pazaeneHa Ha JBe PaBHH MOJOBHHH.
Pazmepure Ha Bcska Tabnerka ca npubnuzurento 8.0 mm.

JIOTAP 100 mg ¢punmupanu Tabnerku:

CBETIIOXKBIIM, KPBITIH, ABOMHO M3MTbKHAIH ¢punMupany TabneTkH ¢ JenuTeNHa YepTa OT eqHaTa CTpaHa.
Jenurennara uepra e camMo 3a yiecHsBaHe Ha CYYIBAHETO 3a MO-JIECHO MOrJblaHe, HO He M 3a Ja
pa3lie/iiHe Ha paBHH 1034. PasMepuTe Ha Bcaka Tabnerka ca npubnusurenno 10.0 mm
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¢ MpoTeHHypusa > 0,5 g/neH kaTo 4act or AHTHXHIIEPTCH3HBHOTO NieUeHHe (BXK. TOukH 4.3, 4.4, 4.5 u 5.1).
*  JleyeHHe HA XPOHMYHA CHPAEYHA HEJOCTATLYHOCT MPH Bb3PAaCTHH MAlMEHTH , KOTATO IEYEHHE ¢
HHXHOMTOPH HA AHTHOTEH3HH KOHBepTHpaL eH3uM (ACE HHXHOHTOPH) HE Ce CYMTA 38 MOAXOAALLO
OPaaH HECHBMECTHMOCT, 0CO6EHO KauiAuya, WK NMPOTHBONOKA3aHHA. [TallMeHTH Che ChpaeyHa
HCLOCTATBYHOCT, KOMTO ca crabunuiupaHu ¢ ACE unxuburop, He TpaGra aa NNPpEMHHABAT KbM 10CapTaH.
[laumesTure TpaGea Aa MMaT NeBokaMepra dpaxuua Ha usThackBane < 40% u TpsAORa na 6baart
KIMHUYHO CTAOWIHHM M C YCTAHOBEH PEXMM Ha JIeYEeHHE Ha XPOHWYHATA ChpAeYHA HEAOCTAThYHOCT.

* HamanssaHe Ha pucka OT MO3bYEH HHCYIIT NIpH BL3PACTHH XHMIMEPTEH3IUBHH MALIHEHTH C
JicBokamMepHa xuneprpodus nokymentupana ¢ EKI (Bx. Touka 5.1: npoyusane LIFE, Race).

4.2 [lo3upoBKa H HAYAH HA NPHJIOKEHAE

Ho3upoBka

XHnepToHug
OO6uyaliHaTa HauaIHa ¥ OATBPKALNE 1034 € 50 mg BEAHDBXK Ha AEH 34 [TOBEYETO NALMEHTH.

MakCHMANHUAT aHTHXUNIEPTEH3UBEH e(eKT Ce NOCTHIa OT 3 10 6 CeaMULM cneq 3aro4yBaHe Ha
Ne4eHHETO. [IpH HAKOH NALMEHTH MOXeE J1a Ce NOTYYH AOIThIAHHTEICH edexT ¢ yBennuasane Ha go3ara
po 100 mg sennbx Ha AeH (CYTpHH).

Jlocapran Moxe Za ce npunara ¢ apyru AHTHXMNIEPTEH3NBHY areHTH, 0CODEHO ¢ AMypeTHH (HanpUMep
XHApOXiOpTHa3HA) (BX. Touku 4.3,4.4,4.5 1 5.1) .

XHIICPTEH3HBHY NAUMEHTH ¢ AuabeT THI 2 W XMIIEPTOHMA © IPOTeMHYDHS > 0.5 o/n eBHO.ObHualinaTa
HadanHa no3a e 50 mg BeaHbxk Ha neH. Jlozata Moxe a ce yBeauyu o 100 mg BEAHBXK HA JIEH BB3
OCHOBA Ha NOBJIHABAHETO Ha KPBBHOTO HAJIATaHE ITHPBUSA MECEL] OT 3aN0YBAHE HA JIEYEHHETO. Jlocapran
MOXXE [a Ce MPKNAra ¢ APYTH &HTHXKIEPTEH3HBHH areHTH (KATO HanpuMep AHypeTHLM, ONoKepH Ha
KaNuHMEeBHTE KaHaH, anda- uiK 6eTa-6/10Kkepy M LIEHTPATHO JeHCTBALIH areHTH), KaKTO K C HHCY/HH H
ApYTrH OOHYAAHO U3NON3BAHU XMITONIHKEMH3HPALIUH AreHTH (Hanpumep cyndoHypeiiHH npenapars,
[JIMTa30HH H HHXHOHTOPH Ha riioko3Ka3aTa) (Bx. Toukn 4.3, 4.4, 4.5 » 5.1).

b 9Ha HCANOCTATHLYH

OOuuyaiiHaTa KayanHa 2038 Ha IOCAPTaH MPH NAUMEHTH ChC CbpAEYHa HEJIOCTATBYHOCT € 12,5 mg
BEAHBXK Ha IeH. Jlo3aTa no npHHUMI TpA6Ba Jia ce THTPHPA Npe3 HHTEPBANH OT e/IHA CeAMMLA
(Hanpumep 12,5 mg gHeBHO, 25 mg AHeBHO, 50 mg nxeBHo, 100 mg aHeBHO, A0 MakcHManHka A03a ot 150
Mg BEAHDBIK AHEBHO) Criope MOHOCHMOCTTA HA MALMEHTA.

Jlotap He ce noctass B 103a, Heo6xonuMa 3a OGHYAiiHATA NPEeNOpPBbYKTEIHA HAYATHA 4033 34 NMAIHEHTH
CBC ChpIICHA HEIOCTATBYHOCT. 32 1034Ta, KOATO HE MOXKE Aa CE NOAYYH C TOBa NeKapcTBO, TpabBa Aa ce
H3NOJI3BAT APYTH JICKAPCTBCHH NMPORYKTH, KOUTO CHABPKAT JIGCAPTAH KM

Hamansaeane Ha pHCKa OT HHCY)IT MPH XUNEPTEH3UBHM NAIMEHTH C NeBOKAMEPHA xuneprpodus
BOKyMeHTHpaHa ¢ EKI

ObuuaiinaTa Hayansa fo3a e 50 mg focapTaH BeaHDXK Ha AeH. Maka A03a XMAPOXIOpPTHa3HA TpaGpa aa
Onne no6aseHa WK No3aTa Ha nocapTaH Tps6ea a ce yBenuuH 10 100 mg reAHBK Ha 1€H BL3 OCHOBA
H& MOBJIHABAHETO HA KPLBHOTO HAJIAr'aHe.

Cne HY nOonva

H3non3gaxe nNpH NANMEHTH ¢ HAMAJIEH BBTPECHAOB 06eM

IIpu nanueHTH ¢ HaMaleH BETPECHAOB 06EM (HanmpHUMep Te3H JIEKyBaHH ¢ BHCOKH JO3M [
TpabBa na ce 0O6MMCIH HauanHa 1038 OT 25 Mg BeAHDK Ha JCH (Bx. TOuKa 4.4).




H3nonspane npH nauneHTH ¢ 656peuHo yBpexaaHe ¥ NAUHEHTH Ha XEMOAHAIH3A
He e Heobxoanmo kopuripaHe Ha HayaTHaTa A03a MPH NALUMeHTH ¢ 61r6peuHo yBpexaaHe 1 npu

NHalHCHTH Ha XeMO/HaIKu3a.

H3non3sade rpy MauMEeHTH ¢ YepHOApOoOHO YBpexaaHe
I1pu manmeHTH ¢ aHaMHe3a 38 4epHOAPOGHO yBpeaaHe O ClleABAO Aa ¢e MpeLieHH PHICKEHHETO Ha
Mo-HHCKa A03a. Hama neyebed onMT ¢ NaLHEeHTH ¢ TeXKO YepHOAPOGHO yBpexaane. ITo Tasu npHyHHa,

JIOCApTaH € NMPOTHBONOKA3aH [IPH MALMEHTH C TEXKO YepHoApobHO yBpexaaHe (Bx. Touku 4.3 u 4.4).

IleaMaTpyyHa NoOMynalms
6 meceya- 6 200unu

be3onacHoCTTa H eHKACHOCTTA MPH Niella HA BB3PacT oT 6 Mecena 0 6 rOMHHE BCe OLUe HE ca
YCTAHOBEHH.

Hanuynwre noHacToguieM JaHHH ca ONMMCAHK B TOYKH 5.1 B 5.2, HO NPENOPELKH 34 NO3MPOBKATA HE MOrart
na OnJaT naneHu.

0 _zoQunu- 18 200unu

3a MaLIMEHTHTE, KOKTO Ca B ChbCTOAHHE J1a [IPHEMAT TabNeTKH, NpenopbYHTEIHATA 1032 € 25 Mg BEAHBK
H& J€H MpH naureHTH > 20 xo < 50 kg. (I1pn u3kmounTenHu cyyau no3ata Moxe aa Gb/e yBeJIMYeHa J0

MakcHMYM 50 mg BeaHbK Ha AcH). Jo3zaTa cieapa fa 6bae KOPUrHpaHa criopes MNOBIHABAHETO Ha
KPBBHOTO HaJIATAHE.

I1pu manuerTr > 50 kg, o6uyaiinara no3a e 50 mg Beansk Ha aeH. [Ipy H3KTIOUMTENHH CITyvaH, 103aTa
Moxe Aa 6bae kopurupaHa 1o makcuMym 100 mg Beansx Ha nen. Jlosu nan 1,4 meg/kg (wim
npepuinasaid 100 mg) nHeBHO, He ca 6UITH NMpoyYBaHH NPH NEAMATPHYHH NALHEHTH.

JlocapTan He ce npenopbYBa 3a NMpHAaraHe Npu Aeua Noj 6 roAHHH, Thii KATO HAMYHMTE NaHHH 38 TE3M
IpYNH NauHEeHTH Ca OrpaHHYEHH.

He ce npenopbusa nipH Aena cbe CKOPOCT Ha raoMepyiHa dwrrpanma < 30 ml/min/1,73 m2, Toii kaTO
HAMa HAITHYHH NaHHH (B)K. CBIIO Taka Touka 4.4).

JlocapraH He ce npenopb4Ba NpH Aeua ¢ YepHOAPOGHO yBpexaaHe (BXK. ChIIO TOUKa 4.4).

H3anonseake B cTapyecka Bh3pacT
Brripeku ye Tpabsa Aa ce npeanoyere 3a eyeHHe HAYAIHA 1038 OT 25 Mg NpH NAailHeHTH HaR 75-

TORHILIHA BB3PACT, KOPEKLMA Ha 703aTa OOUKHOBEHO He € HeOOXOMHMA NIPH MALIMEHTH B CTapYecKa
BB3PAcT.

HaunH Ha npuioxkeuue

Jlocapran TabneTxku Tpabpa aAa ce morTbIIAT ¢ Yalla BOJA.
JloTap MoOXe Aa ce npunara Ha rmafiHO HIIK CJie] XpaHeHe.

4.3 IIpormBonoxazaHHug




*  CBPbXUYBCTBHTENHOCT KbM aKTHBHOTO BEIIECTBO WNH KbM HAKOE OT MOMOLUHHTE BEILECTBA (BXK.
TOYKH 4.4 1 6.1).

«  2-pu H 3-TH TpuMecTBp Ha OpemeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

»  Texxo yepHOAPOOHO yBpeXKAaHE.

« EgnospeMeHHaTa ynoTtpeba Ha 10CapTaH ¢ AJIHCKHPEH-ChbABPXKALIK NPOAYKTH € NPOTHBONOKA3aHa
MpH MaLMeHTH cbe 3axaped auaber win 6u6pedno yspexnane (GFR < 60 ml/min/1,73 m2) (Bx. TOYKH
4.5u35.1).

4.4 CoeuuanHH NpelynpexkJeHHA H NPeANa3HH MepKH HpH ynorpeba
CBpPBXYYBCTBHTEITHOCT

Anzuoedem. TlaleHTH ¢ aHaMHe3a 3a auruoeeM (MoayBaHe Ha JIHLETO, YCTHHTE, MbPIOTO H/IWIH €3HKa)
TpsbBa Aa Obaar HelpeKbcHaTO Habmoaasady (BX. TOUKa 4.8).

Humecmunanen aneuoedem. 3a UHTECTHHAIEH aHTMOeAEM ce Cbo01aBa Npy NaUUEHTH, JICKYBaHU €
aHruoTeH3uH Il peLenTOpHU aHTarOHHCTH, BKIIIOYHTENHO JocapTaH (Bx. Touka 4.8). Te3n nauueHTy
MMaT KopeMHa 0oka, raaeHe, NoBpbLiaHe U Avapid. CHMATOMHUTE OTILYMABAT CAEI NPEYCTAHOBABAHE
Ha aHrvMoTeH3uH Il peuenTOpHKHTE AHTArOHUCTH. AKO C€ JHArHOCTHLIMPA HHTECTHHAICH aHFHOEEM,
AIeYEHHETO ¢ 10capTaH Tpa6Ba Aa ce NpeycTAHOBH M Ja ce 3anoy4He NoAX0oAAIo HabnoaeHHe 10 ITBJIHOTO
OTILYMSABAHE Ha CHMITTOMHTE.

XUrOTOHHUSA Y e1eKTPOAUTeH/BoaeH aucbanaHe

CUMIITOMaTH4HA XMNIOTOHHUS, 0COoOeHO ¢cliell MbpBaTa 403a U cile/i yBeiruyaBaHe Ha 103aTa, MOXKe Ja
OABM TMPH NALKEHTH Cbe 3aryba Ha 00eM WKW HATpUH NPH UHTEH3UBHO XY PETHHHO JIEYEHHE,
OrpaHMYEeH fIPHEM Ha COJi ¢ XpaHaTa, Juapua Wi nospbilane. Teau cbcTosHKA TPaOBa MbpBO Aa ObAAT
KOPHTHPAHH NPy TIPUITIOKEHHUETO Ha J0CAPTaH WK Aa CE U3MON3BA NO-HUCKA HAuaIHa 1034 (BXK. TOUKA
4.2). Topa ce OTHacs U 3a JlenaTa Ha Bb3pacT oT 6 0o 18 roauHy.

EnextponureH aucbanaHc

EnexrponnTHUTe AucGanaHcH ¢a YecTH NMpu naudeHTH ¢ 6p6pevHo yspexaane, ¢ uiu 6e3 auader, H
Tpa6Ba na 6bAaT KOPUrHpaHy. B KIMHMUYHO NpOyUBaHe, NPOBEACHO NPH NALUMCHTH ¢ AMa0ET THI 2 H
He(pONaTHA, HECTOTATa Ha XMIIEPKAJIMEMHUATA € OWla MO-BUCOKA B rpynara, JJeKyBaHa C J10CapTaH B
CpaBHEHHE ¢ rpynaTta, JeKyBaHa ¢ auebo (Bx. Touka 4.8). [lopagu ToBa, CTOHHOCTHTE Ha [UIA3MEHHUTE
KOHLIEHTPALIMM HA KK, KAKTO U HA KPEaTHHUHOBUA KIKPBHC, TpAOBa 1a ObAaT HENPEKLCHATO
Ha0/110AaBaHKU, OCOOEHO MPH NMALKEHTH CbC ChPAEUHA HENOCTATHYHOCT H KPEATHHHUHOB KIIKPHHC MEXAY
30-50 ml/min.

ENHOBPEMEHHOTO MPIJIOKEHHE HAa KATUH-ChbXpaHABALUM NHYPETHLH, XPAHHTEIHH A00ABKH C KAJH,
KATHH-CbABbPXKALLK 3aMECTHTEIM Ha CONTa, WIH APYTH JIEKapCcTBa, KOMTO MOraT Ja NoBULIAT HUBOTC HA
CepYMHHUAT Kanui (HanpuMep NpoAYKTH, CbAbPXKALUM TPUMETONPHM) 3a€JHO C JIOCAPTaH HE ¢
npenopbuBa (Bx. Touka 4.5).

UepHoapobHo yapexaaHe
basupaiiky ce Ha HapMaKOKUHETHUTHH JaHHH, KOUTO IMIOKa3BaT 3HAYHTENHO YBE/IHYEHA [1a3MeHa
KOHLIEHTpALIMA HA JIOCAPTaH MpPU NaUKMEHTH ¢ LKMpOo3a, TpAGBa Aa Ce NPEABUAH NO-HHCKA 1032 MPH
nalMeHTH ¢ aHaMHe3a 3a YepHOoAPOOHO yBpexaHe.

HsiMa ondT OT NeveHne ¢ nocapTaH NPpH MalMeHTH ¢ TEXKO YepHOIpoOHO yBpexaa
nocapTad He TpAOBa Aa ce npuiara MpyU NalKMEHTH ¢ TEXKO YEPHOAPOOHO yBpe
U 5.2).

JlocapTaH He ce npenopbuBa NpH Aela C YepHOAPOOHO yBpesKIaHe (BXK. TOUKa 4




bxbpeuno yepexaaue

HMa cpob1uenns 3a npoMeHy B 616peunara GyHKums B PE3YJITAT OT NOTHCKAHE HAa CUCTEMATA PEHMH-
AHTMOTEH3MH, BIUIOYHTENHO OROpeuHa HepocTaTEUHOCT (0cOGeHO MPH NMALHEHTH, YUATO 6B0peyHa
¢GyHKUMA 3aBMCH OT CHCTEMATA PEHHH-aHTMOTEH3HH-ANINOCTEPOH, KAKBHTO €A TE3M C TEXKKA ChpPAEYHA
HENOCTATHLYHOCT WIH Npeaxoxiama 6s0peuna nucdymniaina). Kaxro u npu apyru nekapcereenu
HPOAYKTH, KOHTO 3aCATaT CHCTEMATA PCHHH-aHTHOTEH3HH-ANI0CTEPOH IPH NALMEHTH C JABYCTPAHHA
CTE€HO3a Ha OBOpEeYHATA apTePHA WK CTEHO3a HA APTEPHATA KbM eHHCTBEH 6B0pek ce crobinapa 3a
MOBHINICHNE HA KPBBHATA ypes W CEPYMHMS KPEaTHHHH; Te3H NpoMeHH B 616peunara GpyHKuma MoraT qa
Obaar oGpaTHMy NpH NpekpaTABaHE HA JIEYEHHETO. JlocapraH cneasa na ce M3non3ea ¢ NOBHILEHO

BHUMAHHE NPH NaUHCHTH C BYCTpaHHAa CTeHO32 Ha 6hOpeUHaTa apTepus WK cTeHo3a Ha apTepHATa Ha
€AHHCTBEH G6LOpEK.

H3nonzeane npu neduampuunu nayuenmu c 6v6pevno Hapywenue

JlocapraH He ce MpenoprLYBa NpH ella ChC CKOPOCT Ha IIOMepyNHa hurTpamus < 30 ml/min/1,73 m?,
KaTo HAMAa HaHYHH JaHHH (BXC. CBLIO Taka TouKa 4.2).

br6peunara dyHkums cneapa ga ce Habmonasa PCAOBHO IDH NIEYEHHE C JTOCAPTAH, Thif KATO MOXe Aa
HacTENH BjIowIaBaHe. Toea ce oTHaca 0coGeHO NpH MpHIaraHe Ha JIOCapTaH IIPH APYTH CHCTOAHUA

(NoBMIUEHA TeMNepaTypa, ACXHAPATALMS), KOHTO MOTAT 8 yBpeasaT 6vbpeuHata pynkims.

HMMa 1aHHH, Ye efHOBPEMEHHOTO NPHIATAHEe Ha nocapraH U ACE-uHXHOHTOPH YBpexaa 6p6peyuHaTta
dynkuma. [Topaau Toea, He ce Mpenopb4Ba eAHOBPEMECHHOTO MM MpHJIaraxe (B. Touka 4.5).

brOpeyHa TpancnaHTalKs
Hama onuT npu nauMenTH ¢ HeotaasHawHa 6s6peyna TPAHCIUIAHTALIMA.

1I'bDBHYEH XHNEPANNOCTEPOHHIEM
[launeHTHTE C MBPBHUEH XHIIEPAIAOCTEPOHH3BM COHKHOBEHO HE OTTOBApAT Ha AHTHXMIEPTEH3IHBHUTE

JIEKAPCTBEHM NMPOAYKTH, ACHCTBAIIM Ype3 NOTHCKAHE HA PEHHH-8HIHOTEH3HH CHCTEMATA. IMopaau ToBA,
HE Ce NpenopeYBa NpHIaraHe Ha JIOCAPTAH.

KopoHapHa cbpaeyna 3a6onssane y MO3BYHO CBAOBaA 6oeCT
Kakro npu Bceks aHTHXHNEPTEH3UBEH AreHT, [MPEKOMEPHOTO HAMAIIEHHE HAa KPBBHOTO HAATaHE NpH

MalHCeHTH ¢ HCXCMHYHA ChPACYHO-CBI0BA H MO3BYHO-ChA0BA 6OIECT MOXKeE Aa JOBeje [0 MHOKapACH
MHPapKT LK MO3BYEH HHCYIIT.

ChpaeyHa HeAOCTATLYHOCT
[Ipu naumeHTH CBC ChpACUHA HEAOCTATHYHOCT, ChC HIH Ge3 6B0peyHO yBpexaaHe, CHIIECTBYRA PUCK,

KaKTO MpH JpYTHTE JICKAPCTBEHH NPOAYKTH, ASHCTBALIN BBPXY PEHHH-ZHTHOTEH3MH CUCTEMATA, OT
TEXKKa apTepHaNHa XHIIOTOHHUS M (4ecTO ocTpo) 6LOpeYHo yBpexaaHe.

Hsama noctaTbueH TepaneBTHYEH OMMUT ¢ IocapTaH NpH NaHUEHTH ChC ChPASCYHA HENOCTATHEUYHOCT M
CBHIIPOBOXIAMO TEXKKO OBOpeyuno yBpexkaaHe, MpH NALMEHTH ¢ TEXKa CbpACYHA HEJOCTATHYHOCT (KJ1ac
IV no NYHA), kaKTo ¥ npH nauMeHTH ¢ B¢ TeXKa ChpAeYHa HEAOCTATHYHOCT H CHMITTOMATHYHH
3aCTpallaBallM XKHBOT& CLPACYHH apuTMKK. [Topaau ToBa, MocapTan TPAGBEA A Ce M3NON3EE BHUMATETHO

TIPY TE3H rpynH nauueHTH. KomGuHaumsaTa ot nocapran u 6era-6nokep 6u clieasano aa ce u3nor
BHHMATENTHO (BX. TOYKa 5.1).

CTeHO3a HAa AOpPTHA W MHTPAIHA KJana, obcTr BHA XHUIIEPTPOPHYHA KADAKOMHUONATHA
Kakto v npu npyrure Bazoaunataropw, NpenopLYBa Ce CNELHAIIHO BHHMAHHE TIPH [18
OT 80pPTHA WIIH MHTDAJIHA CTEHO33, WX OGCTPYKTHBHA XUNepTPOhUYHA KapAHOMHONA




bpeMeHHOCT
[lo Bpeme Ha GpemeHHOCT He TpAGBa Aa Ce 3aMoYBa JIeUeHHE C aocapraH. OCBEH B CAyYauTe, KOraTo

HENPEKBCHATOTO JICUCHHE C JIOCAPTaH CE CYMTA 38 KpaHHO HEOBXOIHMO,, MALMEHTHTE KOHTO NMNaHHUPaT
bpemennocT, TpaGBa aa 6baaT npexBLpNEHH Ha ITCPHATHBHH AHTHXHIIEPTCH3UBHH JICYCHHUA, KOHTO
HMAT l0Ka3aH npogun Ha 6€30MacHOCT 3a M3M0N3BaHE NPH GPEMEHHOCT. IIpu nocraBaHe Ha suarHosa

OpeMEHHOCT, IeYeHHETO ¢ JtocapTaH TpA6Ba aa 6Bae NpEyCTaHOBEHO He3a0aBHO, M aKO € NOAXOAALLO,
CCABA Ja 3ano4He aTTePHATHBHO NeueHHe (BXK. TOYKH 4.3 u 4.6).

Jpyry npeaynpexnenus ¥ npena3Hy MepkH

Kakto ce HabmogaBa MpH HHXHOMTOPHTE HA AHTHOTEH3MH KOHBEPTHPALIMSA €H3HM, JIOCAPTaH H PYTUTe
4HTArOHMCTH Ha AHIHOTEH3MHA Ca BHIHMO NO-MANKO e(eKTHBHH 32 HAMANIABAHE HA KPHBHOTO HANATAHE
TIpH 9CpHAaTa paca B CPABHEHHE C OCTAHANTUTE PacH, HaH-BEpOATHO NMOPAIM NO-BHCOKATA YECTOTA Ha
CHCTOAHHA C HHCHK PEHHH B MOIMYNALMATA XHNEPTOHHLM OT YEPHATA paca.

J1Botino HaokupaHe Ha PEHHH-8HIHOTCH3IHH-ANIACCTepOHORBaTa cucreMa (PAAC)

HMma panny, ye eaHospemennarta ynorpe6a na ACE MHXHOHTOPH, aHrHoTeH3HH [I-peuenTopHu Gnokepu
HUIH &THCKHMPEH IOBMIIIABA PHCKA OT XHIIOTOHMUS, XUIIEPKAIHEMHS Y HaMallsBaHe Ha GB6peunara
GYHKUKA (BKTIOYMTENHO ocTpa 6B6peuna HEZOCTaThYHOCT). [lopany ToBa He ce mpenopLYBa ABOHHO
Onokupate Ha PAAC upes komGuuMpaHaTa ynorpe6a Ha ACE UHXUOHUTOPH, aHrHoTeH3uH ll-penenropHu
GJI0KepH WK anHCKupeH (BXK. TOUKH 4.5 1 5.1).

AKO Ce IPELIEHH, Y€ TepalMsTa ¢ ABOHHO G1oKHpaHe e a6COMmoTHO HeoOxoAMMa, ToBa TpsAGBa Na cTaBa
Camo 1o/ HabNMIOAEHKETO Ha COEUMAITHCT H HPU YeCTO BHUMATETHO MOHHTOpHpaHe Ha 610peuHaTa
(DYHKUHS, EIEKTPOIIMTHTE H KPLBHOTO HANATAHE.

ACE-urxuburopH H aHrHoTeH3uH [1-peuerrropuu GitokepH He Tpa6Ba Aa ce H3NON3BAT ENHOBPEMEHHO
NpH NALHEHTH ¢ Anaberna HedponaTus.

IToMOIIIHH BeNecTBa

To3u JiekapCTBEeH NPOXYKT ChIbPiKa NAKTO3a MOHOXHApaT. [lauHeHTH ¢ peaxu HacleACTBEHH npobneMu
Ha HCTIOHOCHMMOCT KbM rajiakTo3a, NE/ICH NaKTaseH AeQMLUMT WIH INTIOKO30-ralakTo3Ha ManabeopGLus He
Tpa0Ba Na NpUeMaT TOBA JIEKAPCTRO.

Toga nexkapcTBo ChALPKA No-Manko ot 1 mmol HaTpui (23mg) Ha TabneTka, T.e. MOXKeE Ja ce Kaxke, ye
MPAKTHYCCKH HE ChABPKA HATPHH.

4.5 BsaumopeitlcTBHE ¢ APYrH NeKAPCTBEHH HPOAYKTH H ApYrH GOpPMH Ha B3aHMOAeHCTBHE

Jlpyrure aHTHXHNIEPTEH3HBHH CPEACTBA MOTAT 4 3aCHIIAT AHTHXHIIEPTEH3IUBHOTO JeiCTBHE Ha
JiocapTal. EqHOBpeMeHHaTa H3NOM3BAKE C APYTH BELIECTBA, KOHTO MOTAT /ia MPHYHUHAT NOHKKABAHE HA

XPBBHOTO HAILATAHE, KaTO HeXe/aHa IeKapCTBeHA peakius (KATO TPHUMIIIHYHH RHTHCNIPECAHTH,
AHTHIICMXOTHLM, bakiodeH H aMHGDOCTHH), MOXE Ia YBEJIHYAT PHCKA OT XHIIOTOHHS.

Jlocapran ce MeTaGonHaMpa NpeaAUMHO OT upToxpoM P450 (CYP) 2C9 no akTuBeH kapHokcH-KHUCeTHHEH
MeTabonuT. IIpH KNTHHHYHO MPOYYBAHE € YCTAHOBEHO, Ye ¢uryxonason (KHxubHTOp Ha CYP2C9), . _
HAMAJIABaA CKCIIO3HIIMATA HA AKTUBHUA MeTabonuT ¢ nmpubnusurenno 50%. YoTaHOBEHO e, 9
CAHOBPEMEHHOTO JICYCHHE C JI0CAPTaH K pUaMIMUKMH (MHIYKTOp Ha MeTabomH3npaNIy e
40% HaMmaneHHe Ha ITa3MEHATa KOHLICHTPALMA HA AKTHBHHS METaGONIMT. KnunudnoTo

edexT e HeussectHo. He ce ycranossaea pa3iHka B epeKTa NpH €AHOBPEMEHHO JIeUeHHe
(cnab unxuburop Ha CYP2C9).




Kakro u ¢ aApyruTe nekapcTBeHH NPOIYKTH, KOHTO Onokupat anruoren3un Il wiu edextrTe My,
CAHOBDEMCHHOTO H3MON3BAHE HA JAPYTH JIEKAPCTBEHH NMPOLYKTH, KOHTO 3abPXKaT KAJIHik (HanpuMep
KANHH-CHXPaHABAILM AHYDETHIIH: AMWIOPH, TPHAMTEPEH, CITHPOHOJIAKTOH) HIIM MOTaT Aa MOBUILAT
HHBATA HA KaNHH (HANPHMED XenapHH, MPOAYKTH, ChAbPAKALIM TPHMETOPNHM), XpaHUTENHH 106aBKH C
KaJTHA MK KaIMi-ChABPKALIM 3aMECTHTENH Ha COITTA MOXE 1a JOBe/Ie A0 YBEJIHYCHHE HA CEPYMHHA
kanui. He ce npenopuysa e1HOBPEMEHHOTO MM TIPHNAraHe.

CoobineHo e 3a 06paTumo yBennyenue Ha KOHUCHTPALHHTE Ha CEpYMHHA JIMTHA W TOKCHYHOCT MpH
CAHOBPEMCHHO npuiaraHe Ha nuTHA ¢ ACE naxuGuropi. Chobmasa ce 3a MHOro peaxu CIy4aH H IIpH
4HTArOHHCTH Ha aHTHOTeH3HH II penierrropuTe. EnHoBpeMeHHOTO IpiiiaraHe Ha THTHI 1 JlocapTaH
TPAGBA /1a C€ OCBILECTBABA BHMMATENHO. AKO TOBA CHYETAHHE CE OKAKE HeoOxoauMo, NpenopryBa ce
KOHTPOJI Ha HHBOTO Ha JIMTHH N0 BpeMe Ha eAHOBpeMEHHAaTa yroTpeba.

KoraTo aHTaroHucTH Ha aHrsoTeHsuy I peuenTopu ce npunarart ceuetaHo ¢ HCIIBC (t.e., cenexTHBHH
COX ~ 2 uHXHOUTODH, ALIETHICATHLIMIIOBA KHCEIHHA B [IPOTHBOBBINATIHTE/IHHA A03H H HECENECKTHBHH
HCIIBC) moxe aa HacTLH HamansBaKe Ha aHTHXHIIEPTEH3UBHOTO AekicTeHe. EpHoBpeMeHHaTa
MPHIOKCHHE HA AHTArOHHCTH HA aHrHoTeH3uH 11 wmm auyperum v HCIIBC moxe na nosese 1o |
YBEJIH'€H PHCK OT BiiolllaBaHe Ha 6nOpeunaTa GyHKIHA, BKIIOUYMTENHO Bb3MOKHOCT OT ocTpa 6mOpeuna
HEMOCTATLHHOCT, W YBENWYCHHE HA CEPYMHHUA Kanui, 0coGeHO MPY NalMeHTH ¢ NpeuecTBalla
BroieHa 66peyna dynkums. Cruerannero Tpabea aa ce NpHJiara ¢ NOBKILICHO BHHMAaHHe, 0c06eRO B
CTapuecka Bb3pacT. [laudenTure Tpabera aa 6B4aT agekBaTHO XHApaTHpaHH, KaTo TpAbBa na ce o6upHe
BHUMaHHE Ha KOHTpo/a Ha OL0peuHaTa GyHKLMA criel 3anoyBaHe HA CHLYETAHOTO JICUEHME U
NEPHOAUYHO CJie]I TOBA.

JaHHH OT KJTMHMYHM NMPOYYBaHHUA MTOKA3BAT, Y€ JBOHHOTO broxupaHe Ha peHHH-aHr HOTEH3MH-
annocreporonata cucreMa (PAAC) upes xombuHupanara ynorpe6a Ha ACE HHXMOHUTOPH, AHMTMOTEH3MH
lI-peuenropru 6nokepu WM anuCKUpeH ce CBBP3BA C N0-BHCOKA YECTOTA HA HEKETAHH cuburus, Kato
HaIlTPUMEP XMIIOTOHHA, XHIIEPKATIHEMHS H HaMaNABaHe Ha ObOpeyunaTa QyHKIMA (BKIIOUMTEHO ocTpa

ObOpeuHa HEAOCTATHLYHOCT), B CPaBHEHHE ¢ ynotpebara caMo Ha eqHO CpPeACTRO, AeiCTBaLIO BLPXY
PAAC (Bx. Toukn 4.3,4.4 u 5.1).

COKBT OT rpedindpyT ChABpIKE KOMIOHEHTH, KOHTO HMHXHOKpaT CYP450 eH3UMHTE 1 MOraT Ja NOHIKAT
KOHLCHTPALMHTE Ha AKTUBHHMA METAGONHT Ha JIOCAPTaH, KOETO MOXE 14 HAMATH TEPANeBTHYHHA edexr.
KoHcymaunsTa Ha cok ot rpeiindpyT Tpabea Aa ce u3barsa, nokaro NPUEMATE JocapTaH TabneTky.

4.6 DepTranTeT, GPEeMEHAOCT H KbpMeHe

bpemenHocT

H3noirssaHeTo Ha TOCapTaH He Ce MpenopLYBa Npe3 MbpBUA TPHMECTED Ha OpeMeHHOCTTa (BXK. TOYKA
4.4). A3non3eaHeTo Ha NOCAPTAH € IMPOTHBOMNOKA3AHA N0 BpeMe Ha 2P u 3™ TpuMecTsp Ha
OpemeHnHoOCTTA (BK. TOUKH 4.3 1 4.4),

EnHaeMHOMOrHYHHTE NOKA3ATENCTBA 3@ PHCK OT TEPATOTCHHOCT cyiel neyeHHe ¢ ACE HHXHUOHTOPH npes
TbPBHA TPUMECTHP HA OPEMEHHOCTTa He ca ybeAMTENHH; BLIPEKK TOBA HE MOXKE 8 ObIe HIKIIOYEHO
MAJIKO yBENTHYCHHE Ha pUCKa. Makap ye HAMa KOHTPONUPAHH eNMHAEMHONOIMYHH NaHHK 34 pH |
aHrnoTeH3HH Il peuenropun unxuGuropu (AIIRAS), noao6en PHCK MOXe Qa CBIIECTBYBA 3
JICKapCTBEHH NPOAYKTH. OCBEH B CITyuaMTe, KOTaTo HEMPEKbCHATOTO edeHHe ¢ AIIRAs
Kpa#HO Heo6X0AUMO, NALIHEHTHTE, KOHTO IUTAHHPAT OpemenHocT, TpaGea aa 61aat npe
&TTCPHaTHBHH AHTHXMNEPTCH3HBHH ICYEHUs, KOMTO MMAT A0Ka3aH npodun Ha GezonacH T%




npy 6peMeHHOCT. [IpK nocTasAHe Ha AMArKo3a GPEMEHHOCT, ICYEHHETO C JIOCAPTaH Tpabsa ga 6nae
MpeyCTaHOBEHO HE3a0aBHO, M AKO € MOAXOAILO, CIEABA Aa 3aNO4YHE ATTEPHATHBHO JISYEHHE.
Ilpunaranero Ha AllA neuenue npes BTOpHs ¥ TPETHA TPUMECTbD HHAYLMPA GETOTOKCHYHOCT MPH Xopa
(HamaneHa 6L6peyHa QyHKUMA, OMUrOXMAPAMHHOH, 3a6aBIHE HA BKOCTABAHETO HA KOCTH Ha yepena) H

HEOHATAIHA TOKCHYHOCT (OBOpeyHa HEAOCTATBYHOCT, XHNOTOHUA, XHITEPKaNHeMHs ) (BXK. ChINO K TOYKA
5.3).

AKO € HM&JIO €KCIIO3HIMA Ha JI0CApPTaH Npe3 BTOPHS TPHMECTEP Ha 6PeMEHHOCTTa, ce npenoprYna
YTPa3BYKOBO H3C/eBaHe Ha OLOpeyHaTa QpyHKima U uepena.

HoBopoaeH#, 4HMTO MaiikH ca ce IeKyBalH ¢ JocapTaH, 64 clieBaio Aa ca noj HEMPEKBCHAT KOHTPOJT 34
XHIIOTOHHA (BX. TOUKH 4.3 u 4.4).

KspmeHe
Tl kaTo HAMa HaNM4YHA HHGOpPMaLMA OTHOCHO yNoTpefaTa Ha IOCAPTaH 110 BPEME Ha KbLpPMEHE,

JIoCapTaH He Ce MPENopLYBa K € 3a NPeJNoYHTaHE Ja Ce BKIIIOYH ATEPHATHBHO JICYEHHE C No-106pe

YCTAHOBEH Npodun Ha 6e30NacHOCT 1o BpeMe Ha KbpMEHe, 0cOOEHO aKko ce rieaa HOBOPOJICHO WIH
HeaoHOoCeHo Hebe,

4.7 EdexTn BLpxy cnocobuoctTa 3a modnpane i pabora ¢ Mamunm

He ca npoBexnaHH npoyysanus 3a edeKTHTE BBPXY CIOCOGHOCTTA 33 IOGHpaHe H paboTa ¢ MalHHHK.
Koraro ce wogupa unu pabotn ¢ Mawunnu, obaye Tpa6ea fa ce MMa NpeaBuz, Y, MaKap M pAaKo,
NpOBEAKIAHC HA AHTHXHIIEPTCHIHBHO JICYEHHE MOXKE [la CE NMOABH CBETOBBPTEXK UITH CHLHUIMBOCT, 0COOEHO
B HAYATHHUA MEPHO HA JIEYEHHE WK NPH YBENHYEHHUE Ha JO3ATa.

4.8 HexeJaHH NeKAPCTBEHH PeaKNAH

JlocapraH € OuUeHABAH B CNIEAHHTE KIIHHHYHK H3THTBAHHMA:
* B KOHTpONHpaHO KNHHMYHO K3nHTBaHe ¢ > 3000 BB3PaCTHH MALMEHTH Ha BB3pacT 18 u noBeue
FNOAHHH C €CCHUHANIHA XHITEPTOHHS;
* B KOHTPO/MMPAaHO KNHHHYHO M3NHTRaHE CHC 177 NeaMATPUUHM NALUEHTH ¢ XMMNEPTOHHUA Ha Bb3pacT
ot 6 10 16 roguHu;

B KOHTPONHPaHO KIHHHYHO H3NHTBaHE ¢ > 9000 MAUMEHTH C XHIIEPTOHHA Ha BB3pACT 55 1o
80 roaunu ¢ nesokamepHa xuneprpodus (Bx. LIFE npoyusane, Touka 5.1);
* B KOHTPOJKpaHU KIHHHYHH H3NHUTBaHHUA ¢ > 7700 BBL3PACTHH NALIHEHTH C XPOHHYHA ChpACUYHA
HepocTaTe4HOCT (BXK. ELITE I, ELITE II u HEAAL npoyuBane, Touka 5.1);

* B KOHTPOIHpaHO WIHHHYHC H3NHTBaHeE ¢ > 1500 natpenty ¢ auabeT THI 2 Ha BB3pacT 31 M noseye
FOHHH C MpoTeuHypHuA (BX. RENAAL npoyusasne, Touka 5.1).

B Te3n KIMHHYHH H3NKTBAHHA HaN-4eCTaTa HeXeNlaHa peakuys e 61na 3aMaiiBaHeTo.

HecToTara Ha HEXENAHWUTE TEKAPDCTBEHU PEaKLIMH, Ce OMpeAc/is C U3NMON3BAHE HA CEHHUTE YCIOBHA:
MHOro 4YectH (2 1/10), yectun (2 1/100, ao < 1/10), wewectn ( 2 1/1,000, ao < 1/100), peaxu ( 2 1/10,000

ao < 1/1,000), muoro peaku (< 1/10,000), ¢ HeH3secTHa yecTOTa (OT HANMYHHTE NaHHM He MOXe na Obae
HanpaBeHa OUeHKa).

Tabamuna 1. YecToTa HA ReNENAHRTE peaknum, HACHTRPHENAPARH OT naanebo-x
KIHHHYHH NPOYYBAHHA H NOCTMAPKETHHIOB ONHT

j!
Hexenana YecToTa HA HEKEIAHA PeaKNAY N0 HHAHKAHS \‘
_peaxknng |




Xaneprouns | Xuneprensus- | XponuuHa Xuaneproaus | IlocTmapke-

HH DANHEHTH | ChpJeuna H AnabeT THND | THErOB ONET
¢ HezoCTaATLY- | 2 ¢ OnLOpeuno

JIEBOKAMEPHA | HOCT 3abonaBaHe

Xuneprpodusn

Hapymenug Ha KPLBTA H JHMOHATA CHCTEMA

aHEMHA YECTH C HEH3BECTHA
4YecToTa

TpoMOoLMTONEeHHA C HEH3BECTHA
YecToTa

HapymieHus Ha RMYBHATA CHCTEMA

peakLMH Ha peaKH
CBPBEXYYBCTBHTEJI-
HOCT,
aHaQHWIAKTHYHHU
peaKiluH,
aHrmoegeM™
BACKYJIHT**

Ilcaxauny Hapymenus

AenpecHs C HEHM3BECTHA
4yeCTOoTa

Hapyimienus Ha BepBHATA CHCTEMA

3aMaliBaHe YecTH YeCcTH YecTH YEeCTH
CBHJIMBOCT HeuyecTH
rnasobosiue HeYyecTu HEYEeCTH

HapYLIEHHA HA ChHS | HEYeCTH

napecresus pelaKy

MHMIpeHa C HEH3BECTHA
YECTOTa

AHCTeY3HA

C HEH3BECTHA

Hapyuienua na yxoro B JAabapuaTa

BEPTHIO YECTH YeCTH

IyM B YILIHTe




4eCToTa

CLpaeuHn HaApYINeHRY

NajadnHTailluHn HCYCCTH

aHrMHA MNEKTOPHC HEYeCTH

CHHKOII

PCAKH

NPEACHPIAHO
MBbAXKJICHE

peAKH

MO3B4YHO CBI0B
HHUHACHT

PeaKH

Cn0BH HRpYIICHAS

(oprocTaTU4Ha) HEYECTH
XUIMTOTOHUS

(BKITIOYMTENHO
CEBLP3aHH C JO3aTa

HCCTH

HCCTH

Pecnuparopns, TPLARH H MEIHACTHHANHA HADYIICHA S

JAHCITHEA

HCYECCTH

KallllTrhla

HCUYCCTH

C HEHU3BECTHA
HECTOTAa

Cromampo-upeBun HADYIIEHASE

KOpeMHa HevecTH
OoJika

3aIICK HCYECTH

Ouapusa

HCYECTH

C HCH3BECTHA
HCCTOTA

ragcHe

HCYCCTH

MOBpbLIAHE

HCYCCTH

HHTCCTHU-
HAJICH
aHC'HOoEeACM

peaKH

Xenaro-Gnanapun HAPYIIEHHSE

NaHKpeaTHT

XCnaTnuT

HapyLIeHHA
B

YyepHOapo6-




HaTa

byHKLHS

Hapymenns Ha KOKATA B NOAKOKHATA THLKAH

YPTHKApHA HEYeCTH C HEU3BECTHA
4ecToTa

cepbex HEYeCTH C HEH3BECTHa
4eCTOTA

obpus HEYeCTH He4yecTH C HEU3BECTHA
4YeCToTa

¢oTouyBCTBH- C HEM3BECTHA

TEJIHOCT 4eCTOTa

Hapymenunsa ua MYCKYJIHO-CKEJETHATA CACTEMA H CHLEANHHTEIHATA ThKal

MUAJITHA C HEM3BECTHA
4YeCTOTa

aApPTPAIrHA C HEHU3BECTHA
4ecToTa

pabnoMuonuza C HEU3BECTHA
4ecToTa

Hapyinenus Ha 0nLOpennTe B NHKOYHHTE OULTRHIIA

61.6peuHo YeCTH
_YBpeXaaHe

616peyuna YeCTH

HEeAOCTATHYHOCT

Hapvmenus na Bh3NPOHIBOANTE/NHATA CHCTEMA H M'LPAATA

(ALT)

EPEKTHIHA C HEHM3BECTHA

AHpYHKLHA/ 4ecTOTA

HMITOTEHTHOCT

O6umu sapymenus u eDECKTH HA MECTOTO HA NpHAOKEHHE

aCTeHHUA ‘ HEeYeCTH YECTH HEYeCcTH YeCcTH

yMmopa HeYecTH YeCcTH HEYECTH YeCTH

OTOK HEYECTH

HEpa3loIoKEHHE C HEM3BECTHA
yecTOoTa

Hacheapauus

XHNEpKANMEMHI | YEeCTH Heuecth ' | wecTn ¢

NOBRMLICHA pPEOKH

ANaHHHAMMHO-

TpaHcdepasa




IloBHilaBaHe Ha YeCTH
KpBbBHAaTa ypes,
CEpYMHHA
KPCATHHHH M
CEePYMHHA KaJIHH

XHNOHATPHEMHSA C HEH3BECTHA
YecroTa

XHIIOTNITHKEMHUA YeCTHU

*BIUTIOYHTETHO OTOK Ha JIAPHHKCA, TJIOTHCA, JIHIETO, YCTHHTE, (papHHKCa H/HNH e3HKa (NMPUYHHABALLO
3AITYIIBAHE HA IMXATE/IHMTE ITHTHILA); MPH HAKOH OT TE3H MAUMEHTH aHrHoeaeM € HabmoaaBaH B
MHHAJIOTO BLB BPB3Ka C MPHIIAraHETO Ha APYTH NEKApCTBa, BKmounTento ACE HHXHOHTOPU

** BrmounrenHo myprmypa Ha Henoch-Schénlein

' Oco6eHo MpH naLMesTH ¢ HaManeH BETPECHIO0B obeM, HAMp, MALMEHTH C TexKa ChpAeYHa
HCAOCTATEYHOCT HJIH NPOBEHIAILM JIEYEHHE C BUCOKH JO3H JHYPETHLH

" Yectu npH NalMeHTH, KOUTO nomyyasart 150 mg jocapraH BMecTo 50 mg nocapras

* B knMHUYHO nIpoyuBaHe, MPOBEAEHO C MALMEHTH ¢ TuabeT THI 2 ¢ Hepponatus, 9,9 % ot nauueHTHTE,
JICKYBAHH C JIOCAPTAH TAONCTKH Pa3BHBAT XMNIEPKANTHeMHA > 5,5 mmol/l u 3,4 % ot NallHEHTHTE,
NEKyBaHHM ¢ L1anie6bo

° OOGHKHOBEHO OT3By4aBa MPH NPEYCTAHOBABAHE HA JIEYEHHETO

CNeAHKTE NOIMBITHHTENHH HEXENAHH PEakLHH ce CPELIAT I10-4ECTO NpPH MALMEHTH, KOWTO MOTYYaBaT
f10CapTaH, OTKOJIKOTO NPH TE3H, KOWTO NOJTy4yaBaT rianueGo (C HeM3BecTHa YecToTa): 6osKa B repba,
HHpEKUMHM Ha THKOYHHTE MbTHILA H FPUIIONONOOHH CHMITTOMH.

Hapywenus na 6vbpeyume u nuxounume mmuwa:
CroGiuara ce 3a mpoMeHy B 6u6peuHaTa GpyHKUMA, BKIIOYUTENHO 610peyuHa HepocTaTLYHOCT NpH
PHCKOBH NAlMCHTH KATO NOCNEAHLA OT HHXHOHPAHE HA PEHHH-AHIHOTEH3MH-AIA0CTEPOHOBATA CHCTEMA.

Te3n NpOMeHH B 6b6peuHaTa pyHKkums Morat ga 6uaaT 0OpaTHMH MPH NpPeKpaTABAHE HA NEYEHHETO (BK.
TOuYXa 4.4)

Ilenuarpruna [OITYJIALIN S

[TpOQHITET Ha HeXENAHHTE JIEKAPCTREHH PEaKLHH NP NEeAHATPHYHH NALUMEHTH H3TNIEXKAAa € OAobeH Ha
TO3H, HaOMIOAABAH NIPH BB3PACTHHTE NatMeHTH. JlaHHHTe B NeAUATPHYHATA IPYyTIa Ca OrPAHHUYECHM.

CroblianaHe HA ONO3UPAHH HEXEIRHH peaklMH
C0o6maBaneTo Ha MOAOIUPAHH HEXETAHH PCaKlivH Cnea paspeluaBaHe 3a ynotpeba Ha fexapcTBeHHA

IPOAYKT ¢ BXKHO. TOBA MNO3BONABA Aa MPOTE/DKY HaGMIOJEHHETO Ha ChOTHOLIEHHETO NOJI338/PUCK 3a
JICKAPCTBEHUA MPOAYKT. OT MEAULIMHCKHMTE CMIELIMAIHCTH CE M3MCKBA 18 ChOGIIABAT BCAKA NOgO3UpaHa
HeXe/1aHa peaki|a upes;
H3IrhiiHMTeIHA areHLHs 0 JIeKapCTBATA
ya. ,,Jdaman I'pyes” Ne 8,

1303 Copus, Ten.: +35 928903417,
yeOcaitT: www.bda.bg

4.9 IIpeno3mpane

Cumnmomu na unmoxcuxayus
[laHHHTE OTHOCHO CBPBHX03a NPH XOpa ca orpaHuyeHHd. Hal-peposarHure nposasu 6uxa




H TAXHKApAWA. bpanHKapaua Moxe na HACTBIH MOpaju NapacHMIATHKOBO (BaryCOBO) CTUMY/THpAHE.

Jleyenue na unmoxcuxayuama

AKO CITYYaifHO HACTEITH CHMITTOMATHYHA XMMOTOHMA, TpAOBA Aa Ce HA3HAYM MOAKPENALIO JeueHHe.
Mepxkure ca B 3aBHCHMOCT OT BpemeTo Ha MMpHEMA HA MENHKAMEHTA M BHAA H TEKECTTA HA CHMITTOMMTE.
Tpatea na ce nane npuopuTeT Ha CTAOMNH3UpaHe Ha CHPAECYHO-ChAOBATA CHCTEMA. Cnen opaneH npueM
© HOKA3aHO MPUCMAHETO Ha JOCTAThYHA /1032 AKTHBEH BBIMIeH. Cleft ToBa, TpaOBa 11a ce OChImecTBIRM
HENPEKBCHATO HAOMNIOACHHE Ha XKHIHEHHTE NOKA3aTeN . JXH3HEHUTE MOKa3aTeNH TpaOBa ga 6naaT
KOPHTHPAHH NPH HeOOXOAMMOCT.

C xeMoauanusa He Moxe na ce OTCTpaHH HHTO JIOCAPTAH, HHTO AKTHBHUA METaOONMT.
5. DAPMAKOJOIHYHH CBOUCTBA

5.1 ®apmaxoaunamuunu csolicTpa

DapmakoTepaneBTHYHA Ipyna: AreHTH, AelcTBAILH BBEPXY PEHUH-AHTHOTCH3HHOBATA CHCTEMA!
AHTaroHUCTH Ha aHruoresuH II, npak, Kog ATC: C09CAO1

Jlocapran e CHHTETHYEH OpaJieH AHTArOHHCT HA AHIHOTEH3MH Il perterrropa (Tn AT)). AHruoTeHsHH I,
KOMTO € MOLLEH Ba30KOHCTPHKTOP, € OCHOBHHAT aKTHBEH XOpPMOH Ha CHCTEMATa PEHUH/aHTUOTEH3HUH U
BaXeH (pakTop B NaToPHIHOMOIMATA HA XHNEePTOHUATA. AHrHOTeH3HH II ce cBBp3Ba ¢ penenropa AT,
HaMHpalll €€ B pcAnUA THbKAHH (HANPHUMED rNaJKaTa MyCKyaTypa Ha ChAOBETe, HanbnOpeyHara xnesa,
OBOpewnTe M CHPUETO), H NPEAKIBUKBA HAKONKO BAKHM OHONOrMYHKM NEHCTBHA, BRINOYHTETHO
BA3OKOHCTPHKUHA H 0cBOOOK1aBaHe Ha AIOCTEPOH. AHMHOTeH3MH I1 CTHMYJIHpA H nponudepauusara Ha
ITIAIKOMYCKYTHUTE KJIETKH.

Jlocapran Gnokupa cenekruBHO peuenrropa AT). In vitro u in vivo nocapran H HEFrOBHAT
$hapMakoNOrHYHO aKTHBEH KapGoKcH-KucenHHeH Metabonut E-3174 GnoxHpaT BCHUKH GU3HONOrHYHO
3HATHMH IEHCTBHA HA AHTHOTEH3MH II, He3aBHCHMO OT M3TOYHMKA WM ITHTH HA HEroBaTA CHHTE3A.

Jlocapran HAMa arOHHCTHYEH e(heKT, HUTO IThK 6J10KHMpa peLeNTTOpHTE Ha APYTH XOPMOHH MM HOHHK
KaHa/IH, BAXKHH 34 CbpACYHO-CLIOBATA perynauui. OCBeH TOBa, IOCAPTAH He MHXHOHpa ACE (kMHMHAa3a
), eHsumeT, KO#HTO pasrpaxaa GpaaHkHHKHS. CreoBaTeNIHO, HAMA MOTEHIMPaHEe HA HEKeNaHH
OpanUKHHHH-MeHMpanH edekTy.

1o BpemMe Ha npunoxesHe Ha JI0CapTaH, NpCMaxBaHETO Ha OTPHLIATENIHATA aHTHOTeH3HH I ofpaTHa
BPB3Ka ChC CEKPELIMATA HA PEHHH BOAM [0 YBEJHYEHHE Ha M1a3MeHaTa peHruHOBA aKTHBHOCT (PRA).
YeenuueHuero Ha PRA Boau 1o YBCIHCHHC Ha aHrMOTeH3HH 1l B nnasMara. Benpeku Te3n ypenHueHus,
aHTHXUTICPTCHIHBHATA AKTHRHOCT M CYNPECHATA HA KOHLIEHTPALIMATA HA TLT1a3MEHUS aJIIOCTEPOH Ce
3aI1a3BAT, KOCTO € NpH3HAaK Ha e(peKTHBHA O10KaNa HA aHrHOTeH3MH [ peuenropa. Ciien mpekpaTsapaHe
Ha MpUIOHEHHETO Ha JI0CapTaH, cTolHOCTHTe Ha PRA W anrnorensun 11 cniagar a0 M3xomumTe
CTOHHOCTH B PAMKMTE HA TDH JHH.

KaxTo nocapran, Taka U HErOBHAT OCHOBEH AKTHBEH METAGOIHT ca o NO-BUCOK a(PHHHTET
AT, oTkonkoro xsM peuenTopa AT2. AKTHBHMAT MeTa6oauT ¢ 10 1o 40 nbTH no-akTHBe
MpH TCTIIOBHO YPaBHOBECEHO CHOTHOLLEHHE.
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B XOHTPONHpaHH KIHHUYHH NPOYYBAHHA HA MALMEHTH ¢ JeKa AO CpeliHa eCeHMANHA XUIIEPTOHHA,
HPHIATAHETO Ha NOCAPTAH €AHH ITBT AHEBHO, MPHYMHABA CTATHCTHYECKH 3HAYHMH TTOHIKCHUA B
CHCTOTHOTO H AHACTONHO KPBBHO HansaraHe. CTOHHOCTHTE HA KPLBHOTO HaIAraHe H3MepeHH 24 yaca
1A 103aTa H OTHECEHH KbM H3MepeHHTe 5-6 uaca Ciiefl 103aTa, OKA3BAT HAMASBAHE Ha KPBLBHOTO
HANAraHe 3a NEPHOA OT 24 vaca, NpH 3aNa3BaHe HA €CTECTBEHHAT AEHOHOLIEH pMTEM. HamaneHueTo Ha

KPLBHOTO HAJIAraHe B Kpas Ha HHTepBan Ha Jo3HpaHe e 70-80% ot edexTa, RabMoaaBaH 5-6 yaca cnen
A034Ta,

IIpexpaTsaBaHeTO Ha MPWIOKEHHETO Ha J1I0CapTaH NpH XHNEPTCHIUBHH NALIMEHTH HE BOAM J10 PA3KO
NOBHINIABAHE Ha KPBBHOTO HanaraHe (pebayHa edekr). HezaBucumo ot H3pa3¢HOTO HaMaJLsIBaHe Ha
KPBBHOTO HAJIAraHE JIOCAPTAH HAMA KIHHUYHO 3HAYHMH e(eKTH BLPXY CHPACYHATA YeCTOTa.
JlocapTaH e eaHaKBO eeKTHBEH NPH MBKE W KEHH, TPH NO-MJIAJH Ha BB3PACT Noa 65 roauuu
BBL3DACTHU NALHEHTH C XHIIEPTOHHS.

JlocapraH ¢ eAHaKBO €PeKTUBEH NPH MBKE M HKEHH, MpH No-MJIagH (Ha BB3PacT o 65-roJMHMU) H 1o-
BB3PACTHH MallHEHTH C XHIEPTOHMUA.

IIpoyusane L.IFE
Ipoyusanero ,Binousasne Ha ocapran 3a KPUTCpHH NpH HaMasABaKe Ha xunepronus” [LIFE] e

PaHIOMH3HPAHO, TPOHHO-CJIATIO, AKTHBHO KOHTPOMPAHO NMpoyysake ¢ 9193 XHIMEPTCH3UBHH NALIMEHTH
Ha BB3pAcT OT 55 Ao 80 roaunu ¢ nokymenrupana EKT NieBoKamMepHa xuneprpodui. [lauuenrure ca
PAHTOMM3HPAHM J1a NOYUABAT BEAHBK Ha JIEH IOCAPTaH 50 Mg Wi BEAHLXK Ha BeH aTeHONoA 50 mg.
AKO He Ce NOCTHTHE LIENIEBATa CTORHOCT Ha KpBBHOTO HayArane (< 140/90 mmHg), mepeo ce nobaes
Xuapoxnopthasul (12,5 mg), n ako e HeobGxoaumo, crnex Tosa 1o3aTa Ha JIOCADTAaH WM aTEHOJION Ce
ybenu4asa 1o 100 mg Beantxk Ha AeH. Jpyrd aHTHXHNEPTEH3UBHM CpeAcTBa, ¢ HakoueHue Ha ACE-
HHXHOMTOpH, AHTArOHHCTH Ha aHrHOTeH3HH 1T WK 6eTa-6nokepH, ce Robapsr, pu HeoOxoaUMocT, 3a
AOCTHTaHe HAa LENICBUTE CTOMHOCTH HAa KPhBHO HajlIAraHe.

Cpeanara NpoXBIDKMTENRHOCT Ha MPOCAEAABAHETO € 4,8 FOAUMM.

[TbpBrYHaTa KpaiiHa TOYKA € ChCTABHA M BIUTIOYBA CBpACYHOCHAOBATA 3a00/IEBAEMOCT H CMBPTHOCT,
H3MEPCH MO HaManeHHeTo Ha KOMOMHHpaHaTa YeCTOTa HA CHPAEYHO-CHIOBA CMBPT, MO3BUYEH HHCYIIT H
MHOKapaeH uHpapkT. KpeBHOTO HansraHe € 3HAYMTETHO HAMANEHO 10 GAM3KY HMBA B IBETE I'PYIIH.
Jleyenuero ¢ nocapran poau g0 13,0% HamaneHue Ha pucka (p=0,021, 95% uHTepBan Ha KOBEPHTENHOCT
0,77-0,98) B cpaBHeHHE ¢ aTeHOMNON 38 MAlHEHTUTE, JOCTHI ALM TbPBHYHATA CHCTABHA KpaiHa TOYKA. .
ToBa ce qb/KH OCHOBHO Ha HAMaABAHE HA YECTOTATA HA MOJLYHMTE HHCYNTH. JleueHHeTO ¢ nocapran
HaMaJ14Ba pUCKa OT MO3bYEH HHCYAT € 25% B cpaBHenue ¢ ateHonon (p=0,001, 95% MHTEPBAN Ha

posepuTenHoct 0,63-0,89). Yectoture Ha chpaeuHo-cBIOBA 00ycnoBeHa CMBPT B MHOKapAeH UHGpapKT
HE CC pa3/IM4ABAT 3HAYHMTEIIHO B ABETE I'PYIIH Ha JICUECHHE.

CbpACUeH HHPADKT, CHPAEYHO-CHAOBA CMBPT) U OCOGEHO MO3BYEH HHCYIJIT, OTKOSIKOTO MaLM
dcpHaTa paca, nexyeaHu ¢ areHonon. [lopagu Topa, HabnogaBaHuTe pe3yJITaTH C J1oca
¢ arcHoJion B npoy4saHero LIFE otHocHo cbpaeyHo-chbaoBaTa bonecThHocT/cMBpTHOCT H
MALKEHTH OT “IepHaTa paca C XUNEPTOHHUS U JIEBOKAMEDHa XUnepTpoguAa.

IIpoyusane RENAAL



Hamanenue Ha kpaliHuTE KpHTEpHK np# NIDDM c Axraronucra Ha AHrworensus I1 Peuerropa
Jlocapran —npoyupane RENAAL e KOHTPOJIHPaHO KIIHHHYHO NpOYy4BaHe, NPOBEAEHO B UEMA CBAT NPH
1513 naumenTa ¢ anabet Tun 2 U NpoTenHypHs, ¢ WK He3 XHNEPTOHUA. 751 nauMeHTH ca Hwiu
NIEKyBaHH € nocapraH. Llesra Ha npoyysaHeTo € 6uia na JOKaKe He(pPONIPOTEKTHBHOTO AcHCTBHE Ha
JIOCADPTaH KalluH, H OCBEH TOBA, NO/3ATa OT HAMAaJIEHHE Ha KPBBHOTO HanArade.

[laumenTy ¢ NpoTeHHYpHA H cepyMeH KpeaTHHUH 1,3 — 3,0 mg% ca 6unu panaomMuzupany Ja nomy4aear
jocapraH 50 mg BeAHbK HA JeH, KOPHTHPAH NPH HEOOGXOMUMOCT, MpPH HyKAa THTPHPAH OO NOCTUraHe Ha
OTrOBOP IO OTHOLICHHE Ha KPBBHOTO HajAraHe HIH I1aue6o, Ha GOHA HA KOHBEHLIMOHAJIHA
AHTHXHMIICPTCH3HBHA Tepanud, 6e3 ACEHHXHOMTOPH M aHTArOHHCTH Ha aHrMoTEH3MH 1.

H3cneposarenure ca 6unu MHCTpyKTHpanu aa KOPHIHpAT NpoyyBaHua MeaukaMeHT a0 100 mg Ha geH,
KaKTO ChOTBETCTBA; /2% OT MALMEHTHTE Ca MPHEMalH HEBHATa 1032 ot 100 mg npe3 Mo-rojiAMarta YyacT
OT BpeMeTO. Ipyri aHTHXMNEPTEHIMBHH IPOAYKTH (AHYPETHLIH, Ka/lLHEEH AHTArOHUCTH, anda- H Gera-
GriokepH, a CBIUO M LEHTPanHO-AeHCTRALLM AHTHXHMIICPTEH3HBHH CPECTBA) Ca MO3BOJICHH KATO
AOITBIIHUTEITHO JICCHHE B 3ABHCHMOCT OT HYXAWTE M B ABete rpymH. [TamuenTtuTe ca 6xam
npocnesBaHH A0 4,6 rogHHu (cpeaHo 3,4 roauHm).

[TsperyHaTa OCHOBHA KpalHa TOUKA HA POYYBAHETO € CHCTABHA KpaHHa TOYKA C YABOEH CepyMeH
KpEaTHHHH NpH 65OpeuHa HeaOCTaTLYHOCT B Kpaiina (hasa (HEOOXOMHMOCT OT AUATH3A KK
TPAHCIUIAHTALINA ) WIH CMBPT.

PesynTaTvTe Ca mokazany, ue JleHeHHETO ¢ nocapTaH (327 cuOuTHa) B cpaBHeHHe ¢ riae6o (359
CuOHTHA) BomM A0 16,1% Hamanenue Ha pucka (p = 0,022) npu 6poa mauueHTH JOCTHrAIH THPBHYHATE
CbCTaBHA KpaHHa TOUKA. 3a CJICAHHTE HHAMBKAYANHH M KOMOMHHpaHH KOMIIOHEHTH Ha ITbPBHYHATA
KpaiHa TOYKA, pe3yNTATHTE COYAT 3HAMHTETHO HAMATIEHHE Ha PHCKa B rPynaTa JACKyBaHa ¢ IocapraH: 25,
3% HamasleHHe HA PUCKa 3a YIBOSBAHE Ha CEpYMHHMA KpeaTUHHH (p = 0,006); 28, 6% HaMmaeHHe Ha
PHCKa 3a TepMHHasHa 6b6peuna HepocTaThuHocT (p = 0,002); 19,9% HamaneHue Ha PHCKa 3a
TEPMHHANHA 6BOpeUHa HENOCTATLYHOCT HITH CMBPT (P = 0,009); 21,0% namaneHue Ha pucka 3a
YABOABAHE HAa CCPYMHHA KpEATHHHH WIH KpaeH cTaaui 6u6peuna HenoCTaTLUHOCT (p=0,01).
YecroTaTa Ha CMBPTHOCT N0 BCHYKH NPHYHHH HE Ce Pa3TH4aBa 3HAYHTENIHO NPH JBETE IPYNH Ha
neyeHMe. B ToBa npoyueaHe, ocapran oGHKHOBEHO € Gun ao6pe NoHACAH, KOETO € BHAHO OT YeCTOTaTa
Ha IPCKPATABAHETO HA JICYCHHETO 38 CMETKA HA HE)XXE/IAHUTE JIEKAPCTBEHU PEaKLIMH, KOETO € CPaBHHMO C
rpynara noryyasaia miane6o.

[Tpoyupane HEAAL
IIpoyusanero HEAAL (Heart Failure Endpoint Evaluation of Angiotensin II Antagonist Losartan) e

KOHTPO/HPAHO KJIHHHYHO MTPOYYBAHE, MPOBEACHO B LIEJHA CBAT IPH 3 834 nauueHTH Ha BB3pacT oT 18 Ao
98 romuHM ChC ChpeYHA HENOCTATBYHOCT (NYHA Class II-1V), kouTo He noHacsT neuenne ¢ ACE-
HHXHOHTO. [lauMeHTHTE Ca 61TH paHIOMU3HpaHH Aa noxry4asar 50 mg win 150 mg nocapraH BeiHBK
JHEBHO Ha ()OHA HA KOHBEHUMOHANHATA TEPaIHs, C H3KTIOYEHHE Ha ACE-uHxuburopu.

PesyrraTire noxassar, 4e nevennero cne 150 mg nocaptaH (828 cubutha) B cpaBHEeRHE C 5 W Dh
nocapraH (889 cuburus) e goseno no 10,1 % noHwxasate Ha pucka (p=0,027 95 % nosep 't‘fo:,

uHTepean 0,82-0,99) B 6pos Ha naumeHTHTE, NOCTHTALIM ITbpBHYHATA CHCTABHA KpasiHa
OCHOBHO Ce A'b/DKH Ha MMOHHXKABAHETO HA YECTOTATA Ha XOCIMTAIM3ALINA 34 ChpAe4Ha He
Jleuenuero cxe 150 mg nocapras e Hamamwio PHCKA OT ChpAeYHA HEIOCTATHYHOCT ¢ 13,
¢ 50 mg nocapran (p=0,025 95 % noeepurenen urTepeai 0,76-0,98). Yectorara Ha cbp
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BCAKakpa MPHYHHA CMBPTHOCT HE € NOKA3A1a SHAYHMK PA3IHKH MEXKIY IBETE TEPANICBTHYHH IPYTIH.
br6peuno yepexnane, xunotonus u XHNEpkannemMus ca 6uH no-uecTo cpewany B rpynara Ha 150 mg
OTKOJIKOTO B rpynara Ha 50 mg, HO Te3H HeXeaaHy CLOMTHSA He Ca JIOBENH 0 3HAYHMO I10-BHCOKA
HECTOTA HA MPEKBCBAHE HA JIEYEHHETO B rpynara Ha 150 mg.

Ipoy4pane ELITE [ w ELITE II

B npoyusanero ELITE, TPOBENICHO B MpoALDKEHHE Ha 48 ceMuLy [IpH 722 naumeHTa cbe ChpaedHa
HEROCTATBHHOCT (iac II-IV no NYHA), ue ce HaOnonaBa paxiHka MEANY NALHEHTHTE JIEKYBAHH C

JIOCAPTAH M TE3M JIeKYBAHH C KANTTONPHIT [0 OTHOIEHHE Ha MbpPBH'IHATA KpAHHA TOYKa 3a IPOMAHA B
6v6peunara pyHkums NPH NpoaLuKHTENHA yrioTpe6a. HabmoaeHuero Ha npoy4eaneto ELITE I, ye npu
CPaBHCHHE C KaNTTONPMII, IOCApTaH HaMAa/ 1984 PHCKa OT CMBPT, He Ge NOTBBPAEHO B NIOCNEABALOTO
npoyysane ELITE II, xoeto e omucano Mo-A0My.

B npoyusanero ELITE II jlocapral 50 mg BeAHDXK Ha AeH (HavaiHa nosa 12,5 mg, yeennuena no 25 mg,
a4 cjIeH ToBa Ha 50 mg BeaHBXK Ha ACH) € 6un cpaBHEH ¢ Karrronpun 50 mg TpH meTH JHERHO (HavaiHa
nosa 12,5 mg, yeenuuena qo 25 Mg, & CJIeA ToBA 10 50 mg TpH MbTH AHEBHO). IInpeuunaTa xpaiina
TOYKa B TOB& NPOCMEKTHBHO NPOYUBaHe € 6Ma YecToTaTa H3 CMBPTHOCT NO BCHYKM NPHYHHH,

buna e nabmonasana nopuwena CMBPTHOCT B npoyusanero ELITE II npu manka noarpyna (22% or
BCHYKH NAalMEHTH ChC CHPAEYHA HETOCTATEYHOCT), KOKUTO €8 NPHEMAITH M3XOJHO OeTa-6Gnokep.

O¥HO 610KMpate HA PEeHHH-AHIMOTEeH3 HH-- OCTEPOHORATA cucTeMa (PAAC
JiBe ronemmn PAHAOMH3IMPAHH KOHTPOJIHPaHH npoy4uBsanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo rno6anto wanureane 3a KpaHHH
TOYKH Ha TEJIMHCApTaH, CAMOCTOATEIIHO H B KOMGHHALMS C pamunput) B VA NEPHRON-D (KnuHuuno
NIPOy'BaHE CEBP3AHO C Pa3BHTHE Ha HedpPONaTH npu aAuaber, npoeeaeHo ot Munucrepctro no
SBIIPOCHTE Ha BETEPAHHTE) — NpOy4BAT ynoTpebara Ha KoMOHHauMaTa ot ACE HHXHOUTOp M
AHrHOTeH3HH ll-peuemrropen Gnokep.
ONTARGET e npoyurase, fIPOBEACHO NPH MALIHEHTH C 8HAMHE3A 38 ChPAEYHO-CHAOBA HIIK
MO3BYHOCHLAOBA OONECT, WK 3axapeH auaber THII 2, IPUAPYKEHH C AaHHM 3a yBpeXRaHe Ha epeKTOPHH
opraHH. VA NEPHRON-D e {IPOY'IBAHE NIPH NALKEHTH CHC 3axapeH AuabeT Tun 2 ¥ nuaberna
HedponaTus.

ACE uHxubuTopu 1 aHruoresun lI-peuenropun bsiokepH cnenosarenHo He Tpabea na BNQI3BAT -, . i 1
SAHOBPEMECHHO TIPU MaLHeHTH ¢ AuaGeTHa HedponaTus. \ ) st R0
ALTITUDE (Knunnuso mpoyusane MIPOBE/ICHO C ANMCKHPEH NPH NALMEHTH ChC 3aXapeH huﬁe‘r-mmz ¢/




H3MO/I3BAHE Ha CBPACYHO-CHAOBH H 6B6PeyUHH 3a60n1BaHuUS K&TO KpaMHH TOYKH

) € TpOyYBaHe, NpeAHAZHAYEHO 1a H3CJIC/IBA NOI38TA OT OOABAHETO HA ATHCKHPEH KM CTaHJapTHa
Tepanus ¢ ACE uHxuburop unu anrmotemsuy [I-peniertropen 6nokep npH nauKeHTH che 3axapeH auaber
THI1 2 U XPOHHUYHO 6BGpeuro 3a001%BaHe, ChPACUHO-CHLIOBO 3a60N5BARE HWIH K Asete. [Ipoyysanero e
NPCKPATEHO NMPeXACBPEMEHHO NOPAAH MOBHLIEH PHCK OT HebnaronpuaATHH nocneauum. Kakro
CBPACHHO-CLAOBATAE CMBPT, Taka M MHCY/ITBT C& [0-YECTH B PYTIaTa Ha aTHCKHPEH, OTKONKOTO B IpynaTa
Ha rutaue6o, a npeacTaBngBaLMTE MHTEPCC HEXeNaHH ChOMTHA M CEPHO3HH HEXENAHH CLOHTHS
(xHnepkanHeMHs, XHIIOTOHMA U 616peuna nuchyHkumA) ce cLoBWARAT No-yecTo B IPYIaTa Ha
QTHCKHPEH, OTKONIKOTO B I'PYTIATA Ha ru1anebo.

Heanatpiyna nomynaimus

Xunepmonus ¢ neduampuynama nonyaayus

AHTHXMIIEPTEHIMBHUAT e(eKT Ha J10capTaH e G YCTAHOBCH B KIIHHHYHO NPOY4BaHe, BKIIOYBaIo | 77
XHIICPTCH3HBHH TIALHEHTH OT NeAHATPHIHATA NoMTynauMs Ha BB3pAcT OT 6 10 16 roauHu U TeecHo
Terno > 20 kg # ckopocT Ha riaoMepynHa ¢unTpawys > 30 ml/min/1,73 m?. Maumesrrure ¢ Tero > 20 kg
no < 50 kg nomyqasar 2.5, 25 win 50 mg JIoOCApTaH QHEBHO, & NAIHEHTUTE, ¢ TerIOo > 50 kg nonyuasar
5.50 unu 100 mg nocapran AxesHoO. Cnen tpu ceaMHLy, CAHOKPATHOTO NPHIIOXKEHHE Ha IOCAPTaH
HAMAJIABA LATOCTHO KPBBHOTO HA/IATAHE [10 HAYMH 3aBHCEL OT A03aTa.

(nepuona I: -11,65 mmHg cpeury -12,21 mmHg). Haif-nuckure MpOyYBaHK N03H, 2.5 mg 1 5 mg,
CBOTBETCTBALLM Ha Cpeaka AHeRHa 1032 ot 0,07 mg/kg, KaTO Ye NH HaMaT KOHCHCTEHTHA
QHTHXHMMEPTEH3HBHA e()EKTHBHOCT.

MEHHHHHTE CTOHHOCTH Ha IMACTO/IHO KPBLBHO HAJIATAHE € €IHAKBO NpH NaLHMCHTHTE, NOTYYaBallH
r1ane6o, ¥ PH TE3M, MPOABIDKABAIH JIEYEHHe Ha flocapTaH B HaH-HUCKA 1034 MPH BCAKA IPYMa, KOETO
OTHOBO MpeAnonara, 4¢ Haif-KUCKAaTa 103a BbE BCAKA rpyna HE NpUTEXaBa 3HAYHM BHTUXHNEPTEH3HBEH
egexT.

ABNroTpaliHuAT eexT Ha nocapran BBpPXY pacTexka, myGepreTa H O6LIOTO pa3sBUTHE He e G MPOYYBaH.
HbarotpaitHara edekrurHOCT Ha AHTHXHNEPTCHIHBHOTO JICYCHHE C JIOCAPTAH B IETCKA BB3PACT IO
OTHOLUEHHE HA HAMAJIABAHETO HA CBPAEUHO-CHAOBATA 3a60/ICBAEMOCT H CMBPTHOCT CBIIO HE ca Gwiu
YCTaHOBEHH.

I1pu xuneprenszusuu (N=60) u HOPMOTeH3HBHH (N=246) nera ¢ NPOTEHHYDHA, eeKTa Ha JIoCapTaH
BYPXY NPOTCHHYDHATA € OLEHCH B 12-ceiMHYHO mnanefo M AKTHBHO KOHTPONHPAHO (aMIOAMITHH)

NOJIYYAT WM nocapTal (n=122) unu nnaue6o (n=124). JIocapTaH e naBaH B 203K OT 0,7
mg/kg (a0 MakcHManHa go3a ot 100 m g Ha N€H). AMIIOOUNHH € aBaH B 103U oT 0,05 mg
mg/kg (m0 MakcHManHa fo3a or 5 Mg Ha JIeH).



HaMaJICHHE Ha Ha4ajlHa NPOTEHHYPHA oT-41,5 % (95 %C1 - 29,9; -5] 1) cpemy + 2,4 % (95 % C1 -22,2;
14,1) B aMnonunusy rpynarta). [louuxasanero na CHCTOJIHOTO H AHACTONHOTO HANATAHE CA HO-FOIEMM B

MIOKAHEHHM 118 YHaCTBAT BCHYKH MAIHEHTH, 3aBBPINHIHK | 2-CeAMHYHOTO OCHOBHO npoyusaue. OG0 268
TIAIIHCHTH C& BK/IIOUCHH BBB ()a3aTa Ha OTKPUTOTO TMPOXLIDKCHHE M OTHOBO Ca PAHAOMH3UPAHM Ha
nocaptaH (N=134) wiu Ha €Hananpuia (N=134), a 109 nauyeHTH ca NpoCNeaeHH >3 rojuHu
(npenBapHTesIHO Onpenenena KpaiHa Touka ot > 100 naimenTy, 3aBBLPUIMIH 3-TOAMINHO MpocieasBaHe B
1ICpHONA Ha NPOAB/DKEHHETO). JIHANA30HBT Ha NO3MTE Ha fIOCapTaH # €Hananpwil, NPHJIaraHy cropes
NPELICHKATA HA H3CNEAOBATEIA, CHLOTBETHO Ca GHIH B rpaHuuyTe Ha 0,30 10 4. 42 mg/kg/nen u 0,02 no
1,13 mg/kg/neH. Makcumannure nuesumu AO03H OT 5 mg MpH NALMEHTH C TENECHO TerIO < 50 kg u 100
Mg NpH nauxeHTH > 50 kg He ca npesHIuaBanu MPH NOBEYETO NALMEHTH NO BpeMe Ha das3aTa Ha
OTKPHTOTO NPOABIDKEHHE Ha [POYYBAHETO.

B CTENEHTa Ha raoMepynHa ¢uwrrpauus (GFR) 3a nepuol ot 3 ropuHu. IMpu HOpMOTEH3MBHY MalHeHTH
(n=205) eHananpun uMa yHcIeHO no-roasn e(eKT B cpaBHeHHeE ¢ JIOCAPTAH BBLPXY NPOTEHHYpHs (-33,0
% (95 %CI -47,2; -15,0) cpeity -16,6 % (95 %CI -34,9; 6,8) u Bbpxy GFR (9,4 (95 %ClI 0,4; 18,4) cpeury
-4,0 (95 %CI -13.1; 3,0) ml/min/ 1,73m?)). IIpyu xunepreHzuBHM nanmenTH (n=49), nocapran uma
1UCNICHO NO-roNaM edekT BbpXy npoteHHypus (-44,5 % (95 %CI -64,8; -12,4) cpeury -39,5 % (95 %ClI -
62,5; -2,2)) n Bupxy GFR (18,9 (95 %CI 2,23 32,5) cpenry -13,4 (95 %CI -27,3: 0,6) ml/min/1,73m?)).

IIpoeneHo e orkpuro A030-ONPEACNAIO KIHHHYIHO HINHTBAHE 3a H3C/IENBAHE Ha GesonacHocTTa U
e(pHMKACHOCTTA Ha JI0CapTaH NMpH AeLia Ha BB3PACT OT 6 MeceLa 40 6 FONUHM ¢ XHneprouusa. O6umo 101
MALHCHTH CA PAaHAOMH3HPAHHU Ha €JHA OT TPHTC PA3IHTHH HAYATHH JO3M IOCAPTAH B OTKPUTOTO

Ot 99 naumenTy, nexysanu c HIPOYIBAHOTO N€KapCcTBO, 90 mawkeHTH (90,9%) ca NPoALDKIIH B

PA3LHPEHO MPOYYBAHE C MPOCAESABALIM BU3HTH Ha BCEKM 3 Meceua. CpeaHata npoabIKHTEHOCT Ha

TépanuaTa € 6uiaa 264 aum.

B o606menue, cpennoto nomwkasane Ha KbPBHOTO HAIAraHE CHIPAMO H3XOJHHTE CTOHHOCTH € CXOAHO

BB BCHYKH NI€KyBaHH IPDYNH (NIPOMAHATA HA CEAMMULIA 3 CHPAMO H3XOAHATA CTOMHOCT B CHCTORHOTO

KEPBHO HAIAraHe € CHOTBETHO -7,3 3a rpynaTa Ha HHCKa J034a, -7.6 38 rpynarta Ha cpeqHa 1034 rﬂU\
Hg 3a rpynara na Bucoka nosa; NOHHKEHHETO B IMATOTHOTO KbPBHO HAIAr&HE HA CEAMMLA g’
H3XOTHAaTA CTOHHOCT € -8,2 3a rpynara Ha HUCka no3a, -5,1 3a rpynarta Ha cpeaHa no3a u -6
'PYNaTa Ha BHCOKA 1034.); HAMa ofade CTATHCTHYECKM 3HAYMM J0303aBHCHM OTTOBOP 34 C
AHACTONTHOTO KBPBHO Ha/IATaHe.




CPaBHHM B JICKYBaHHTE Ipymu.

5.2 dapmakoxAHeTHYHR CBOMCTBA

Paznpenenenue

Jlocapran u axTHBHUST My MeTabonur ca = 99% CBBP3AHH C IUTa3MEHHTE NPOTEHHH, OCHOBHO
anbyMuHu. O6eMbT Ha paslipelie/ieH’e Ha JiocapraH e 34 JIUTpaA.

Bnolpaucq;opumy

ml/min. Br6peunusr KITHPBHC Ha JIOCAPTAH H AKTHBHHS My MeTaGoNuT ca CLOTBETHO 0K0/10 74 ml/min u
26 ml/min. Koraro 7IOCApTAH C€ NPHITOKH OPAITHO, OKOIIO 4% OT 103aTa ce OTAENA HEITPOMEHEHA B
YPHHATa, a OKOMI0 6% ce oTAeNs B ypuHaTa KaTo AKTHBEH MeTabonut. QapMakoKMHeTHKATA Ha nocapraH
U AKTHBHHA My MeTaboNHT ca TuHelkH 22 OPallHH 03M JlocapTaH Kajiuii go 200 mg.

NOJTMEKCIIOHCHUHAHO, C KPACH eNMMHUHALIHOHEH NOTY>XMBOT CLOTBETHO OT OKOJIO 2 Yaca  6-9 yaca. [To
BPEME Ha ENHOKPATHA IHEBHA 1033 OT 100 Mg, HATO JIOCAPTAH, HHTO AKTUBHHAT My MeTtabonur

YPHHHaTa exckpeuma Cnen eana opaJiHa/
Okono 35% /43% oT papuoakTHBHOCTTA CC OTKpHBA B YpHHaTa M 58%/50%

Xa MCTHKH NDH HYHH NalMeHTH




BCAHDBXK HA ACH Ha NpuGIM3HTeNnHO 0,54 no 0,77 mg/kg nocapran (cpennn xo3m).
Pesynrrarure nokasear, ye AKTHBHHAT MeTabonuT ce 06pasyea or JIOCapTaH MPH BCHYKH BB3PACTOBH

6. ®APMANEBTHYHH AJAHHH

6.1 Cnuchk na NOMOITHHATE BEIIECTBA

Agpo na TabneTkara;

MarHe3uen creapar (E572)
Llenynosa, MHKpoOKpHcTatHa (E 460)




Huwecre, [pEeXENaTHHHU3IUPaHO
JlakTosa MOHOXHApAT
Harpues numecren ridkosiar (Tun A)

DHIMOBO NOKpUTHE:
Xunpoxcunponunuenynoaa (E463)

TuranoB aHokcug (E1 71)
Kenesen okcun, xuir (E172) (8 Jlotap 100 mg ¢punMuUpaHy Tabnerku)

6.2 HecnemecThMocTR

Henpunosxumo.
6.3 Cpox na rogmocr

3 roamum.

6.5 /lannn 3a onakorkaTa

JIOTAP 50 mg hunMupanu Tabnerky:

ALKALOID-INT d.o.o.,
Slandrova ulica 4.

1231 Ljubljana - Crnuge
CroBeHus

Teqn. +386 1300 42 90
daxc: +386 1 300 42 9]

uMern: info@alkaloid. s




8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEEBA

50 mg: Per. Ne 20100679
100 mg: Per. Ne 20100680

Hara Ha mepeo Pa3dpeliaBase: 22.10.2010
Hara Ha nocnenuo noaHoeasaxe: 17.10.2014

10. AATA HA AKTYAJIH3IUPAHE HA TEKCTA
01/2025




