KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JIEKAPCTBEHHUS NTIPOAYKT

KOHBEPHU/I 150 mg/ 12,5 mg dpunmupanu Tabnetku
CONVERIDE 150 mg/12,5 mg film-coated tablets

KOHBEPH]] 300 mg/ 12,5 mg ¢punmupanu tabieTku
CONVERIDE 300 mg/12.5 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

KOHBEPHU]I 150 mg/12,5 mg d¢unmupanu tabnerku: Besaka ¢unmupana tabaerka cbabpxka 150 mg
upbecapran (irbesartan) u 12,5 mg xuapoxnoporuasu (hydrochlorothiazide).

KOHBEPHU/I 300 mg/12,5 mg ¢unmupanu tadnerku: Beska dunmupana tabnerka cbabpxka 300 mg
upbecapran (irbesartan) u 12,5 mg xuapoxnoporuasun (hydrochlorothiazide).

[IoMOLIIHO BELIECTBO C U3BECTHO JAECHCTBHE: JIAKTO3a MOHOXH/ApaT
KOHBEPU/J 150 mg/12,5 mg ¢unmupanu tabnerku: Beaka ¢punmupana tabnerka ceabpxka 39,50 mg

NnaKTo3a (KaTo J1JakT03a MOHOXHM/paT).

KOHBEPHU/I 300 mg/12,5 mg ¢unmupanu tabnetku: Bedka dunmupana tabinerka cpabpxka 91,5 mg
JIaKTO3a (KaTo JIakT03a MOHOXMAPAT).

3a MbJIHUA CNIUCHK Ha NMOMOLIIHUTE BELIeCTBAa BUXTE TOo4YKa O.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana rabnerka.

KOHBEPHU/] 150 mg/12,5 mg ¢punmupanu tabnetku ca 0esid, Kpbrii, H3MbKHAIH PHUIMHPaHH TabJIeTKH C
nuamMeTsp 9,5 mm.

KOHBEPHWU/ 300 mg/12,5 mg ¢uamMupaHud TabaeTKu ca po30BH, W3NbKHAIHW, NMPOABITrOBaTH (PUIMHpPAHH
TabJIETKH, C ACJIUTEIHA YepTa OT eHara ctpaHa u Haanuc ,,MC” ot apyrara cTpaHa, ¢ pasmep 17,5 x 8§ mm.
Jlenutennara yepra e caMmo 3a yJIECHsBaHe Ha CUYINBAHETO C LIeJ1 NO-JIECHO MONIbIaHe, a He 3a pa3/ielisiHe
Ha paBHHU J03M.

4. KJ/IMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JleueHue Ha eceHllMaIHa XHIIEPTOHHA.

Ta3u ¢pukcupana n030Ba KOMOMHALUA € NTOKa3aHa NMPH Bb3PaCTHH NaLMEHTH, YHETO KPbBHO HAJIAraHe He €
al€KBATHO KOHTPOJUPAHO OT CaAMOCTOATENIHO MPHJIOKEHUE Ha updecapTaH WM XUAPOXJIOPOTHA3HU] (BXK.
Toyka S5.1).

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

EDBH POBKa
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KOHBEPHU/I Moxke 1a ce ripueMa BeAHDbX AHEeBHO ¢ HIIH De3 XpaHa.

Moxe Ja ce mnpenoppiya THTpHpaHe Ha J03aTa ¢ OTACIHHHTE CbCTaBKH (T.e. HpdOecaptaH U
XUAPOXJIOPOTHAIUN).

Korato e KJMHMYHO MNOAXOAALIO INPH AUPEKTHOTO NPEMHHABAHE OT MOHOTEpanuid KbM (QUKCHpPAHH
KOMOHHALIHH, MOXE Ja C€ HMa NPEABUJ CIISHATA!

. KOHBEPH/] 150 mg/ 12,5 mg Moxe ja ce npuiara npH NalueHTH, [TPH KOUTO KPbBHOTO HANATaHe
He e QJEKBATHO KOHTPOJHPAHO TNMPH CAMOCTOATENHO NPHJOKECHUE HA XHADPOXNOpoTHa3Ha win 150 mg
HpbecapraH.

. KOHBEPU]] 300 mg/12,5 mg Moke 1a ce npuiara npy naiuueHTH, IpH KOUTO HE € NMOCTHIHAT
alleKBaTeH KOHTPoa npH npunoxeHue Ha 300 mg upbecapran unu KOHBEPUJE 150 mg/12,5 mg.

He ce npenopbuBaT A034 no-BHcokH oT 300 mg updecrapTan/25 mg XHApPOXJIOPOTHAIH/ BEAHBX JTHEBHO.
Koraro e Heobxomumo KOHBEPHU]J] moxke na ce npueMa CbBMECTHO € JPYLH AHTHXMIEPTEH3IHBHH
JIEKapCTBEHH NPOAYKTH (BXx. Touka 4.3, 4.4, 4.5 1 5.1).

CrnenpanHy nonynaupu

Bvbpevuno yspedcoane

[Topaau ceappxkaHueTo Ha xugpoxiaoporHazua, KOHBEPHU]] He ce npenoprusa MpH NALMEHTH ¢ TEXKA
6p0peunHa JUCOYHKUUA (KpeaTHHHHOB KANPBHC < 30 ml/min). [Ipn Tasu nonynauus 3a npeanovHTaHe ca
OpDHMKOBHTE Npen THa3MAHHTE AUypeTHUU. He ce M3MCKBa apanTupaHe Ha A03aTa NPH NMAUHEHTH C
OBpOpeuHo yBpexaaHe, MpH KOUTO KPEATHHHHOBHAT KIMPBHC € > 30 ml/min (Bx. Touka 4.3 1 Touka 4.4).

Yeprnoopobro yepexcoane

KOHBEPH/, He e noka3aH NpH NauudeHTH ¢ TEXKO YEepHOAPOOHO yBpexRaHe. THasMAHUTE RUYPETHIH
TpaOBa Ja ObAAT NpuIaraHd ¢ BHUIMaHHE NIPH NAIHEHTH ¢ YBpeldeHa yepHoapoOHa dyHkuusa. He ce n3nckna
apanTHpase Ha po3ata KOHBEPHU] nps maupeHTH C JIEKO OO YMEPEHO 4epHOoApoOHO yBpekaaHe (BX.
Touka 4.3).

Hayuenmu 6 cmapuecka av3pacm
He ce usnckBa apanrupane Ha aozara KOHBEPW /] npu nanuenTH B HanpeaHana pu3pacT.

Ileouampuurna nonyrayus
KOHBEPH/] He ce npenopp4Ba 3a ynoTpeda npH aela M KOHOLIH, Thit Kato HeroBaTta 0e3onacHOCT H
e(NKacHOCT HE ¢a ycTaHOBeHH. HsMa Halu4YHM JAHHHU.

HauyyH Ha NpHAGKEHHE
[lepopanHo npunoxeHuKe.

4.3 IIporEBONOKA3aAHASA

. CBpBXMYBCTBHTEIHOCT KbM AaKTHBHHTE BELIECTBA, KbM HAKOE OT IIOMOILHHTE BEILECTRA, H30pOeHH
B TO4YKa 6.1, UK KbM RPYTH, NPOH3BOAHH Ha Cy(pOHAMHANTE, BelleCTBa (XUAPOXIOPOTHA3U € BEelleCTBO,
MPOM3BOAHO HA CYNPOHAMUAUTE)

. Btopu u Tpern TpuMecTsp OT OpeMeHHOCTTA (BXK. TOUYKA 4.4 U TOYKA 4.6)
. Texxo 6B6peyHo yBpexaaHe (KpeaTHHHHOB KIHpBHC < 30 ml/min)

. PedpakTopHa XHNOKalHeMHs, XHNEPKAJILHEMHS

. Texko YepHoapobHO yBpexknane, SunuapHa LUpo3a H Xonecrasa




. EnxnoBpemenHara ynotpe6da Ha KoHBEpHI C aIUCKHPEH-CbABPKALIH MPOAYKTH € MPOTUBOIIOKAa3aHa
NpHy MallHeHTH CbC 3axaped anaber unu 6uOpeuno yepexaane (CKOpoCcT Ha rpoMepyiHa dunrpauus (GFR)
< 60 ml/min/1,73 m2) (Bx. ToukHu 4.5 1 5.1).

4.4 CpensalHH OpeAYNpeXIeHES H npeAna3ad MepKH NpH ynorpeba

XHUNOTOHHWs — NalMeHTH ¢ HamaneH BbrpechbioB 0beM: KOHBEPHA]I psaaoko Boad RO CHMIITOMATH4YHA
XMIIOTOHHA TIPH XHNEPTEH3IMBHH NauueHTH 0e3 IpyrH pHCKOBH (aKkTOpH 3a XUNOTOHHUA. CUMNITOMATUYHA
XHMIIOTOHHA MOXE [1a C€ OYaKBa IpPH MALMEHTH ¢ HEAOCTaTbYeH BHTPECHAOB 00eM W/ MM HEeJOCTHr Ha
HaTpH}i B pe3ylTAT Ha HHTEH3HBHA AHYDETHYHA Tepanus, AHeTa ¢ OrPAHMYEH NPHEM HA COJI, JHAPHS HIIH
noppbliade. Te3su CbCroAHHA TpAOBa Aa OBAAT KOPHrHMpaHHM MNpeau 3alnoyBaHe HA JICYEHHETO C
KOHBEPHU/L.

CreHo3a Ha Onbpeuynara aprepus — PeHOBACKYIapHA XUIEPTOHHA: CBHIUECTBYBA [MOBHILEH PHCK OT
XHTIOTOHMA H ObOpeyHa HeAOCTATEYHOCT, KOraTo NMaldeHTH ¢ IBYCTpaHHa CTeHo3a Ha ObOpedHara aprepus
HJIH CTeRO3a Ha ObOpeyHaTa aprepra Ha eJUHCTBEH dyHKUHOHHpaL 6uOpek ¢a NoaokKEeHH Ha JIeYeHHe ¢
HHXMOUTOPDH Ha AHMHOTEH3HH KOHBEPTHDALLMS €H3HM HIHM aHrHOTeH3WH-II pelenTopHH aHTAarOHHUCTH.
HesaBucumMo, 4e He € aokyMentHpaH npu ynotpedata Ha KOHBEPH]I, Tpabea aa ce odyakBa noaobeH

e(eKT.

bubpeuna HeaocTaTbuHOCT M 6K6peuHa TpancnnanTauus:; korato KOHBEPU]I ce npunara npu nanuesTH
¢ yBpeaeHa 6n6peuHa GyHKUHMA Ce npenopbuBa NepHOAHYHO NpocieisBaHe Ha CEpYMHUTE HHBA HA KUK,
KpeaTHHHHA W NMUKO4YHATa KUcenHHa. Hama onurt npu ynotpeba va KOHBEPHJ npu nauuenTu cbe
ckopoinHa 6u0peuna tpaHcninanTanns. KOHBEPHU/] ne TpabBa na ce npuiara npu NalHeHTH C TEXKO
0Bp0peuHo yBpexxaaHe (KpeaTHHHHOB KIHpBHC < 30 ml/min) (Bx. Touka 4.3). [Ipu nauneHTH ¢ yBpeaeHa
ObOpeuna PyHKUHA MOXe Ja Ce NOABH CBBP3aHa C THAZHIAHHTE AHYpeTHUH a3oTeMusA. He ce wiucksa
aJalITHpaHe Ha J03aTa IpY NauMeHTH ¢ Op0peyHo yBpexkaaHe, NpH KOMTO KPEaTHHHHOBHAT KJIHPBHC € >
30 ml/min. Benpeku TOBa, NpU NALKUEHTH € IEKO A0 yMepeHO OBOpeuHo yBpexaHe (KpeaTUHHHOB KJIIUPBHC
> 30 ml/min, Ho < 60 ml/min) Ta3u PpukcHpaHa n030Ba KOMOHHALHUs TpAOBa Aa ce nMpunara ¢ BHHMaHue.

IIBolina Onokaja Ha pEeHMH-aHTMOTEH3WH-anaocTepoHoBara cHcreMa (PAAC (RAAS)): #ma
I0Ka3aTe/ICTBa, 4e ¢AHOBpeMeHHaTa ynoTpeba Ha ACE-unxnbutopu, anrnorensun Il peuentophu 610KepH
MWIH AJIMCKHPEH YBeJM4YaBa pPUCKAa OT XWUIMOTOHHMSA, XMIECPKANTUEMHs M HaManeHa ObOpeuHa yHKumS
(BumrouMTeNnHO ocTpa ObOpeyuHa HenocTtaTe4yHOCT). [lopaan ToBa He ce npenopbuBa ABOHHA OnokKada Ha
PAAC upe3 komMbunupana ynorpeba Ha ACE-uHxuOuTOpH, aHrnoreH3uH Il penenropuur Onokepn unm
anucKupeH (BHXTE TOYKH 4.5 M 5.1). Ako Tepanuara ¢ JABoiHa Onokaza ce cuuTa 3a abcomoTHO
HeoOxoauMa, ToBa TpAOBa Aa C€ W3BLPLUIBA CAMO MOJ HAONIOAEHHETO HA CHNELWANIHCT W MPH YECTO
Habnroaenne otbauzo Ha OnOpeuHara ¢yHKUWA, ENEKTPONHTHTE W KpbBHOTO HanaraHe. ACE-
nHxubuTOpHTE M aHrnoTeH3uH Il peuenTopuute 6noKkepn He TPAbGBa Aa ce H3NOJ3IBAT EAHOBPEMEHHO IIPH
MalyueHTH ¢ AuabeTHa HedponaTus.

HHTecTHHANIEH aHrHoeeM:. 3a HHTECTHHAIEH AHTHOEAEM ce ChOOHIaBAa NpPH MALUEHTH, JIEKYBaHH C
aHrHoTeH3HH Il pelLenTopHH aHTArOHUCTH, BKIKOYMTENHO HpOecapraH (Bxk. Touka 4.8). Te3n nauueHTH
UMaT KopeMHa 0oJika, rajeHe, NoBpbliaHe ¥ Auapui. CHMOTOMUTE OTIYMABAT Clie[ NpeyCTaHOBSBaHE Ha
aHrHOTeH3HH Il peuenTOpHHTE AHTArOHHWCTH. AKO C€ AHArHOCTHUMPA HHTECTHHANEH aHTHOEHEeM,
neyeHreTo ¢ upbecapraH TpabBa Aa ce npeyCTaHOBH H J1a Ce 3aMtovHe NoAXoAA1lo HabmoAeHue 10 ITBIHOTO
OTHIYMABAHE3 HA CHMIITOMHTE.

YepHoapoOHO yBpexAaHe: THASHAMTE TPAOBa 1a ObAaT NpHIAraHy ¢ BHMMAaHKHE NPH NaLups
yepHOoApoOHa (QYHKUMSA WJIH NMpOrpecHpalo 4epHoapobHo 3abongBaHe, Thi KaTO M2 /8




BOJHO-EJICKTPOIUTHUA OajaHc Morar Aa MpeAH3BHKAT YepHoApoOHa koma. Hama kiHHHYEH ONHMT npH
ynotpeba Ha KOHBEPHU ] npu nauueHTH ¢ YepHOAPOOHO YBpEKIAHE.

AOpPTHA CTEH03a H CTEHO33 HQA MUTDAJIHATA KJiana, 0OCTPYKTHBHA XUNepTpodHYHA KAPAUOMHONATHS;: KAKTO
H IPH JApPYTHTe Ba3sOAHIATATOPH Ce€ K3UCKBA CNEUMATHO BHHMAHHE NPH NaLHEeHTHTE, CTpaJaluy OT a0pTHA
CTEHO3a KiH CTEHO03a Ha MUTpanHaTa Knamna, uns o0CTpyKTHBHa XHNepTpodUIHA KapAHOMHONATHA.

[IbpBHYEH ATAOCTEPOHU3EBM; NMALUEHTHTE ¢ MbPBUMEH ANAOCTEPOHM3IBM OOMKHOBEHO HE OTrOBapAT Ha
AHTUXHIIEPTEH3UBHH JIeKApPCTBEHU TNPOAYKTH, AeHcTBaliy 4pe3 HHxuOMpaHe Ha pPEeHHH-AHTHOTEH3WH
cucreMata. [lopanu Ta3u npuyyHa NpH TAX He ce npenopbyea ynorpebara Ha KOHBEPU.

MeTaboJHTHY M SHROKPHHHH e(QeKTH: JEeYCHHETO ¢ THA3HAH MOXKE Ja HapYLIH IIIOKO3HHA TOJIEpaHC.
JIaTenTHHAT 3aXapeH auaber Moxe na ctaHe MaHR(ECTEH NO BpeMe Ha JICHEHHETO ¢ THa3uaH. Mpbecapran
MOXE Aa MNpeAu3BUKA XUIOrAMKeMHMd, ocobeHo npu nmauveHTd ¢ auadber. [lpu naunueHTH, NexKyBaHH ¢
HHCYJIMH WX aHTHAMaOeTHU cpeacTBa, TpadBa na ce oOMHUCIH nOAXOAf0 NPOCIEeaAsBaHE HA KPbBHATA
3axap. Korato e noka3zaHo, MOXe 1a C€ HAMOXKH KOpUrHpaHe Ha NO3aTa MHCYAUH WK HA aHTHAHAOeTHHUTE
cpeacTsa (Bx. Touka 4.5).

JleueHHeTO ¢ THA3HWAHH JHYPETHLH CE€ CBBP3BA C IIOBHUIICH XONECTECPON H TPHMIIULEPUIH; BLIIPEKH TOBA
np no3a ot 12,5 mg, ceappxawa ce B KOHBEPUJL ca crobiaBaHH MHHMMANHH UM HHKAKBH edeKTH.
[IpH HAKOHM MALMEHTH Ha JIEYEHHE ¢ THA3HAN MOXeE [a C€ NOABH XHIEPYPHKEMHA WK 000CTpeHa nojarpa.

EnekrponuTen qucbanaHc: KakTo NMpH BCEKH NMAHWEHTH HA JIeYeHHE ¢ AMYPETHUK, NPEHOPBYUTEIHO € Ha
onpeAeneHN HHTEPBAIIH NMEPHOAUYHO Ja Ce NpocieasBa HUBOTO Ha CEPYMHHTE €JIEKTPOJIHTH.

TuaznauTe, BKIIOUMTEIIHO XHAPOXJIOPOTHA3HA, MOTAT Ja NPEeAU3BUKAT BOJAECH WIH €NEeKTPOJIMTEH
aucOananc (XMNnoKaTHeMya, XHIIOHaTpHEMHS H XHNOXIJIOpEeMUYHA akanosa). [IpeaqynpeauteIHH NpU3HALIH
Ha BOJHHA H ENCKTPOJAUTHHA AucOanaHC ca CyxoTa B ycTara, »axzaa, ciaboct, neTaprus, CbHIMBOCT,
Oe3nokocTBO, MYCKYJIHH OONKH W KpaMnH, MYCKYJIHA ¢nabocT, XMNOTOHHUS, ONUIYpMS, TaXHKapAHs U
CTOMALIHO-YPEBHH HAPYLUEHHA KATO rajicHe ¥ NMoBpbLUAHE.

Benpekn de npu ynorpebara Ha THA3MAHHM AMYPETHIM € Bb3MOXHA [OABATA HA XHMIIOKAJIHEMHS,
ChBMECTHOTO NPHJIOKEHHE ¢ HpOecapTaH MoXe Aa HaMaJld MHAYLHpaHaTa OT AHYPETHKAa XHNOKAUIHEMHA.
PuckbT OT XHUMOKANHEMHA € MO-BUCOK IpH MAUMEHTH ¢ LIMpO3a Ha 4YepHUA Opod, MpH MalHEHTH ¢
¢opcupaHa auypesa, NpU MALMEHTH ¢ HEANEKBATEH NEPOPaJICH NPHEM Ha €JIeKTPOJHUTH H PY NMaLHEHTH,
npHeMalld cbBMecTHO KopTtHKocTeporan unn AKTX. O6paTHo Ha TOBa, noOpagy HATHYHETO Ha HpbecapTaH
B KOHBEPHU/]I, Moxe fa ce NMOSBH XHNepKaldeMHus, ocobeHo npH Hanuuue Ha OubpeyHo yBpexnaHe w/
MJIH ChpJeyHa HEAOCTAaTBYHOCT M 3axapeH Auaber. [IpH nmauWeHTH B pHCK C€ MpPenopb4YBa aJ€KBATHO
MOHHTOPHpAHE Ha cepyMRMS kanui. Kanni-CbXpaHaBaliuTe JUYPETULIH, KaTUEBUTE A00ABKH WK KalHii-
ChIbPXAIHTE 3aMECTHTENIM Ha coTa TpAOBa Aa ¢e npuaaraT ¢ BHUMaHue npu ynorpebara Ha KOHBEPU /I
(BXx. TOuKka 4.5).

HsaMma nokaszaTencTtra, ue HpﬁECﬂpTaH MOXKC [Jd HaMajlH HJIH NTpCAOTBpaTH HHIAYLIHpaHAaTa OT NJHYPCTHKaA
XUITIOHATPHEMHAL. HenocTursT Ha XJIOpHAA OOMKHOBEHO € JIEK M HE H3HCKBA JICUEHHE.,

TuasuauTe MOTAT Ja MOHKXAT eKCKpeLHATa Ha KaJILHHA ¢ YPHHATA H 5ia A0OBEeAAT A0 €AHOBPEMEHHO H JIEKO
MOBHIUABAHE HA HHBAaTAa HA CEPYMHHA KAILMH NPH OTCHCTBHETO HAa M3BECTHH HApYIICHHS HA KaJllEBHS
MeTab0JTH3BEM. JHAYHTEIHATA XHIIEPKATRHEMHS MOxe Jia Oblle NPU3HAK HA CKPHT XMIEPNAPATHPEOHINIBM.
Jleyenuero ¢ THasHaH TpabmBa na Obae npeycTaHOBEHO MNpeAM TNpoBeXNaHe Ha H3CRE]BAHHA Ha

MapaTHpPeOUHATa QYHKIHA.




"

TuazuauTe A0Ka3aHO NMOBHUIIABAT CKCKPCLIHATA Ha MarHe3Hun B YPHHATa4, KOCTO MOXKC J1a HMA 34 PE3YITart
XHITOMArd€3ucMmus.

Jlutnii: koMOuHaumsaTa ot iutuii 1 KOHBEPHU/] He ce npenopr4Ba (BX. TOUKA 4.5).

O61u: nMpu NauKMeHTHUTe, NPH KOHTO CBAOBHAT TOHYC M OnOpeyHara PYHKUMS 3aBHUCAT NpPEeAHMHO OT
aKTHBHOCTTA Ha PeHHH-aHTHOTEH3IHH-a/IIOCTEPOH CHCTEMAaTa (HanpHMED MAalHEHTH C TEKKA KOHIeCTHBHA
ChpAEYHA HEJOCTATHYHOCT MIIK noanexalno 6b0peuHo 3abonaBaHe, BKIIOYMTENHO CTEHO3a Ha ObOpeuHara
aprepuf), Je4YCHHEeTO ¢ HHXHOMTOPH Ha AHTHOTEH3HMH KOHBEpPTMPALIHA €H3HMM HIH aHrHoTeH3iuH-II
PEeLENTOPHH AaHTArOHMCTH, KOMTO MOBMMUABAT Ta3d CUCTEMA Ce acolHHpa ¢ OCTPa XMIOTOHHWA, a30TEMHUS,
OJIHTYpHA HIIH PAAKO ¢ ocTpa O0b0peyna HepocTaTrbyHOCT (BHXKTE TO4YKa 4.5). KakTo M npyn ynorpebara Ha
APYTH AHTUXUIIEPTEH3UBHU areHTH, MPEKOMEPHOTO MMOHHXKABaHE Ha KPBBHOTO HallAraHe MpH NalUEeHTH ¢
HCXEMUYHA KapANONAaTHs HIH UCXEMHUYHO ChPISYHO-ChA0BO 3ab0NABaHe MOXKe Ja A0BeAC A0 HHQApPKT Ha

MHOKapAa HJIH HHCYT.

PeakuuuTe Ha CBPBXYYBCTBHUTEIHOCT KbM XHAPOXJIOPOTHA3HA MOTaT 1a C€ NOABAT MpPH NalHEHTH C HIH
6e3 aHaMHe3a 3a aJleprua il OpoHXHanHa aCTMAa, HO Ca NMO-BEPOATHH NPH NalMEHTH ¢ aHAMHE3a 3a TAKHBA
3a00NIBaAHUA.

[Tpu ynorpebara Ha THa3sHAHY AHYPETHLM Ca AOKJIAABaHH Cly4Yad Ha MOABa HIH 000CTPAHE HA CUCTEMEH
epUTEMATO3EH JIYTYC.

[Ipn ynorpebata Ha THa3HAHH AMYPETHLH ca ACKIaABaHM CNydYaH HAa peaklWH Ha GOTOUYBCTBHTEIHOCT
(Bx. Touka 4.8). AKO 1O BpeMe Ha IeYeHHETO Ce MOABAT peakLHi Ha (JOTOUYBCTBHTENTHOCT C€ NMPenopbYBa
JleyeHHeTo Ja Oble NpeycTaHOBEHO. AKO C€ CYMTa 38 HeoOXOIHMO NOBTOPHO 3aNO4YBaHE HA MPHEM Ha
OUYPETHK Ce NpenopnyBa HIIOKEHHUTE Ha CiTbHLIE N H3KycTBeHa UV A cBeTnHHa 4acTH Ja ce npeanassar.

BpeMeHHOCT: nevyeHue ¢ aHrmoteH3uH-11 peuenropau antaronucTd (AIIRAs) e Tpsabpa 1a ce HHHLMHPA
no BpeMe Ha OpeMeHHoOCT. OCBeH ako MNPOIBIKUTENHOTO JIeYeHHE ¢ aHrHoTeH3uH-II peunentopHH
AHTAMOHUCTU HE € HANIOXKHMTENHO, NMallMeHTKUTE, KOMTO NnaHdpar 6peMeHHoOCT, TpabBa ga MpeMHHAT Ha
ApYre AHTHXMNEPTCH3IUBHO JIeYEHHE, KOETO HMA YCTAaHOBEeH npodun Ha OesonacHoct npu ynorpeba no
BpeMe Ha OpeMeHHOCT. [IpH ycraHoBsBaHe Ha OpeMeHHOCTTa JieueHHETO ¢ aHrHoTeH3uH-1I peuenTopHH
aHTAroHUCTH TpAbBa na O6Bae npeycraBeHO He3abaBHO M, ako € moaxoaduio, TpabBa Aa ce 3amoyHe
aNTepHaTUBHO JIeyeHHe (Bxk. Touka 4.3 U Touka 4.6).

XopoujiaieH H3AUB, OCTPA MHONATHA W BTOPHYHA OCTpA 3aKPUTOBIBAHA LIAYKOMA: CYJ(pOHaAMHIHHTE
NEKAPCTBEHH NPOAYKTH HIA NMPOU3BOJAHUTE Ha cyiOHAMMIH NEKAPCTBA MOTaT Aa NPHYHHAT peaklHs Ha
HAMOCHHKPA3us, BOJACILA A0 XOpOMZAleH H3NMUB ¢ AedEKT Ha 3PUTENHOTO N0Je, IPEX0JHa MHONATHA H
OCTpa 3aKPUTObIBAHA rnaykoMa. He3aBHCHMO, Y€ XHApPOXJIOpPOTHa3uj € CcyndoHaMHI, JO MOMEHTa ca
AOKJIaABaHH CaMO H3OJIHMpaHH Cly4ad Ha OCTpa 3aKpUTOBIBIHA TlaykoMa MpH Heropara ynortpe0a.
CHMIOITOMHUTE BIJTIOYBAT OCTPO Ha4asl0 Ha HAaMaJIEHA 3PUTETHA OCTPOTA WIH O4Ha 60/1Ka, KOWTO OOHKHOBEHO
Ce NMOABABAT B PAMKMTE Ha HAKOJIKO Haca 0 CEAMHLH Cclie] 3aMo4BaHe Ha IEHEHHETO.

HenrexyBaHa ocTpara 3aKpHTOBIbJIHA JAYKOMa MOXE Aa AOBelAe A0 NEepMaHEeHTHA 3aryba Ha 3peHHUeTo.
[TspBHYHOTO JIEUEHHME C€ H3pa3siBa BbB BE3MOXHO Hal-0bp30 NpeycTaHOBABAHE MPHEMA Ha JIEKapCTBOTO.
Moxe na ce HalOXKHU aa ce oOMuCnAT He3abaBHO MEULIMHCKO WIIH XUPYPrUYHO JIeueHHe, aKO BbTPEOUHOTO
HAIMraHe OCTa@HE HEKOHTPONIHPaHo. PuckosuTe dakropH 3a pa3sBUBaHE HA OCTPA 3aKPHTOBI'hJIHA IIayKoMa
MOFaT Ja BKJIIOYBAT H AHaMHe3a 3a aNeprus KbM cyJIdOHaMHAH HIH NEHHLHIHUH (BX. Touka 4.8).

AKO ce IpelieHH, Ye Tepan#iTa ¢ ABoitHO OJioKKHpaHe € abconoTHO HeobxoauMa, ToBa




caMO MoJ HAONMIOAEHHMETO HAa CNEUHANIMCT H IIPH YECTO BHHUMATENHO MOHHTOpMpaHe Ha ObOpedHara
$yHKIHsA, €NeXTPONUTHTE H KpbBHOTO HanaraHe. ACE uuxubutopu ¢ aHruoreHsuH Il-peunenrtopHu
Gnoxepu He TpAOBa Ja ce M3MON3BAT €AHOBPEMEHHO IPH NalHeHTH ¢ AHabeTHa HedponaTHa.

HeMenaHoMeéH pak Ha koxata: B ABe enHIEeMHOJOTHYHH NPOY4YBAHHA, OCHOBaBallld C€ HA AATCKMUA
HalHOHAJIEH PaKOB PErHCTHD, € HabmoAaBaH MOBHIIEH PUCK OT HeMeNaHoMeH pak Ha koxata (HMPK)
[OazanHoknersyed KapunHoM (BKK) » ckBamosHoknervueH KapuumnHoM (CKK)] npu uHapactrauia
eKCMO3HLMA Ha KyMyJRaTHBHaA Ao3a xuiapoxnopotHasul (XXT3). PoroceHcuOunuzupamure edekTH Ha
XX3T Morar aa JeAcTBaT KaTO BEPOATEH MEXaHHU3BM Ha passuTue Ha HMPK.

[Tauuenture, npuemamwin XXT3,, Tpabsa aa Opaat nndopmupanu 3a pucka or HMPK H chbBeTBaHH peZlOBHO
Ja MpoBEepABAT KOXATa CH 34 HOBH Jie3HH H He3a0aBHO Ja ChOOLIABAT IpU NOSBA HA NIONAO3PHUTENHH KOXKHH
ne3un. Ha nauueHTHTe TpAbOBa na ce MpEenopbYAT BBE3MOXKHH NPEBAHTHPHH MEpPKH, KaTo OrpaHU4YEHO
H3J1araHe Ha CTbHYE€Ba CBETJIMHA M YJITPABHOJIETOBH JIbYH, 4 B CIy4yall Ha €KCMO3ULMA, MOAXOAAINA 3aIHTA,
3a J1a C€ CBeJe 10 MUHUMYM PHCKBT OT pak Ha KOXara.

[lonospuTenHuTe KOXKHH NIe3uH TpAOBa Aa ObAAT NOMIN0XKEHH HA He3a0aBHO H3CHeABaHe, MOTEHLUHAIHO
BKJIIOHMBAINO XHCTOMOrHYHH H3CNeABaHWAHa OMoncHyHM Marepuanu. [1pepasrnexnane Ha ynorpebara Ha
XXT3 moxke Aa ce HANOXKY ¥ NIPH NMALMEHTH, KOUTO ¢a uManu npeaxoacH HMPK (Bx. ¢wino Touka 4.8).

OcTtpa pecnupaTopHa TOKCHYHOCT: Cliex npHeM Ha XHAPOXIOPOTHA3HA ce HabNIoAaBaT MHOTO PEAKH TEXKH
CAy4YaW Ha OCTpa pecnHpaTopHa TOKCHYHOCT, BKIIOYHTEIHO OCTBD PECNHPATOPEH AUCTPEC CHHAPOM
(OPHOC). Cnen npueM Ha xuapoxaopoTHa3ug oOMKHOBEHO ce pa3BHBa GenoapobeH OTOK B paMKHTE Ha
MHHYTH A0 4acoBe. B HaUa10TO0 CHMNTOMHUTE BKJIOUYBAT AMCIIHES, TOBUHLIEHA TEMNIEPATypa, BIIOLIaBaHE Ha
benoapobHata ¢pyHkuMsA ¥ xunoroHus. [Ipy ceMHeHHe 3a OPJC Tpsabea ma Obae cnpsH NMpHEMDbT Ha
KOHBEPHU/I u na ce npunoxn MoaXomdLio neveHue. XUApoxaopoTHasu He TpadBa Ja ce npunara rnpu
NanHeHTH, KOUTO npeay ToBa ca nonayvaeany OPIC ciaen npreM Ha XMAPOXJIOPOTHA3H.

To3sx nekapcTBEH NPOAYKT ChAbPKA Jakro3a. llanueHTHTEe ¢ peldKH HACIAEACTBEHH TNpoOieMH Ha
HENOHOCHMOCT KbM TajlakTo3a, NbjieH JakTa3eH JehHLMT MM IMIOK030-rajlakTo3Ha ManabcopOuus He
TpsaOBa a MpHEMAT TOBA JIEKAPCTBO.

ToBa nexapcTBO ChIBpPKA MMO-Manko oT 1| mmol HaTpuii (23 mg) Ha TabneTka, T.e. MOXKe J]a ce KaKe, 4de
IPaKTHUYECKH HE ChAbPKa HATPHHA.

4.5 BaaamopaelicTBHe ¢ APYTrH JIEKAPCTBEHH NPOAYKTH H APYrH GOpME HA B3aHMOAeHcTBHE

Hpyru aHTUXUNEPTEH3IUBHH AreHTH; AaHTUXHIIEPTeH3UBHUAT edekT Ha KOHBEPHU ]I Moxe aa Obae 3acunex
NpH CbBMECTHa yrnoTpeba ¢ Jpyru aHTHXUINEpTeH3UBHH areHTH. Upbecapran 1 xuapoxnopoTHasus (B JO3H
no 300 mg upbecapran/25 mg XHAPOXNOPOTHA3HA) €A MPHEMAHH 0€30MacHO C APYTrH aHTHXHIIEPTEH3HBHH
areHTH BKJIIOMHTENHO 010KepH Ha KaJLMEBUTE KaHANU M Oera-aapeHepruyHH Onoxepu. [Ipemuecraaio
JleYeHHe ¢ BHCOKH J03H AUYPETHUH MOXKe [la UMa 3a pPe3y/TaT XMIOBOJEeMHS H PUCK OT XHMOTOHHSA NPH
3anoYBaHe Ha JieueHueTo ¢ updecapral ¢ WK Oe3 THa3MAHU JUYPETULIM, OCBEH B CAy4aHTe, Korato obema
Ha TEYHOCTH HE € KOPUTipaH MupRo (BXK. TouKa 4.4).

AJMCKHDEH-ChAbDXKAIIW NPOAYKTH UaH ACE uHXuOHTOpHU: JIaHHH OT KIMHUYHHU IPOYHYBAHHS NOKA3BAT, U
nsoitHoTo G10KMpaHe Ha peHHH-aHIMHOTeH3HH-anaocTepoHoBata cucreMa (PAAC) upea xoMbunupaHara

ynorpe6a Ha ACE uHxuburopu, anrnorensud [l-peunenropiy 6nokepn wny anMCKHUpPEH Ce CBBLP3BA C NO-
BHCOKA YECTOTA HAa HEXeNaHu ChbOMTHA, KAaTO HAlpHUMEp XHUIOTOHHA, XMIEpPKAIHEMHUS W HaMmajiBaHe Ha
6bp6peuHara GpyHkuMs (BKIOYHTENHO ocTpa ObOpeYHa HeAOCTATHYHOCT), B CpaBHEHHE ¢ ynoTpebara camo
Ha eAHO CpeJICTBO, AekcTRallO BEPXY PAAC (BX. ToukH 4.3, 4.4 1 5.1).




JIMTHIA: MpH CbBMECTHO NPUIOXKEHUE HA NHTHH U HHXUOMTOPH HA AHI'HOTEH3MH KOHBEPTHPALLHS €H3UM ca
JOK/IaABaHH Cily4au Ha oOpaTHMO NMOBHUICHHE Ha CEPYMHHTE KOHLEHTpALIMY HA JHTUHR H TOKCHUHOCT. [0
MOMEHTa CXOIOHH e(eKTU ca JOKNaJBaHH MHOI0 pAAKo npH yrnotpebara Ha upbecapran. B pomeiHeHue,
THA3IUAMTE NOHMXKaBaT ObOpeuHns KNUPBHC HA NUTHH, nopaayu koeto ynorpedara Ha KOHBEPH ]I moxke
IJa MOBHLUM PUCKA OT JIHTHEBA TOKCHYHOCT. [lopaau TasH NpHYHHA HE C€ Mpenophb4YBa CHBMECTHOTO
npunoxenue Ha Jutuit 4 KOHBEPH/ (Bx. Touka 4.4). Ako nogobHa komMOuHALNA € [J0Ka3aHOo
HeoOXxoauMa ce Npenopb4YBa BHUMATEAHO NPOCNEASBAHE HA CEPYMHHUTE HUBA Ha AHUTHH.

JIeKkapCTBEHH NPOAVKTH, TNOBJMABALNH Kanud: IOHWXKABALMA CbObPKAHHETO Ha Kanuk edext Ha
XHAPOXJIOPOTHA3K] C€ HaMalsaBa OT ChXpaHsBaluys Kanni edekt Ha upbecaptad. OCBEH TOBA, MOXe Ja Ce
OYaKBa TO3M e(eKT Ha XHAPOXJIOPOTHA3HJ BBPXY CEPYMHHA Kaluii Aa ObjJe NOTEeHLUHpaH OT APYrH
JIEKapPCTBEHH MNPOAYKTH, CBbp3aHH cbC 3arybaTta Ha kamuii B xunokanmuemus (HanmpHMep JpYyrH
KaNHHYpEeTHYHH AMYPETULIH, TAKCATUBH, aMPoTepHLIHH, KapbeHOKCONOH, neHuIWIHH G HaTpHH). O6paTHo
Ha TOBAa, Bb3 OCHOBA HAa ONUTa NpU ynotpeda Ha APYrH JIEKApCTBEHH NPOAYKTH, MOBAHMABAINH PECHHUH-
AHIMOTEH3HH CUCTEMATAa, ChbBMECTHaTa ynoTpeba ¢ Kkanui-chbXpaHABaLIM AHYPETHLH, KanHeBH A0OaBKH,
3aMECTHTE/IH Ha COJITa, ChAbPXKALLY KaNUi, U ApYrd JNEKapCTBEHH NPOAYKTH, KOHTO MOraT Aa NMOBHILAT
CEPYMHHTE HHBaA Ha Kanu¥l (HanpuMmep xenapuH HaTtpuli) Moxe 1a [oBeAe A0 NOBHILEHH HUBA HA CEPYMEH
kanuii (Bx. Touka 4.4).

HGK&@TB&HH NPOAYKTH. ITOBJIHUABAILINK CC€ OT HADYUICHUA Ha CEPDYMHHA KaJaHuh: NpeEnopbyiBa CE NICPUHOAUYHO

npocneasBaHe Ha cepyMuus xanui, korato KOHBEPH /] ce npueMa CbBMECTHO € IEKAPCTBEHH NMPOAYKTH,
KOWTO ce NMOBJHABAT OT HAPYILEHHS HA CEPYMHUS KUTHH (HanpuMep CbpAeyYH# INIMKO3HAN, AHTHAPUTMHIIH).

HecTepoAHH TNPOTHBOBBINANHTENHH CPEACTBA: KOraT0 AHCHOTEH3HMH-1I aHTAaroOHHCTH ce npuemar
CBHBMECTHO ¢ HECTEPOUAHU NPOTHBOBLIMANHTENHH cpeaAcTBa (HanpuMep cenekTuBHH COX-2 HHXHOHTODH,
aleTHJICaNHLHJIOBA KHcenrHa (> 3 g/ aneBHo) U HecenektuBHH HCBIIC) Mo3ke 2 HAaCTBIIH HaMangBaHe Ha
AHTHXHNEPTEH3HBHUS €(EKT.

Kakto » npu ACE uuxuburopute, chBMecTHara ynotpeda Ha anrnorensnH-II antaronnctd 1 HCIIBC
MOXKE Ja JOBEeJE A0 MOBHILEH PHCK OT BiollaBaHe Ha ObOpeuHaTa QyHKIHA, BKIIOYHTEAHO Bh3MOXKHA €
octpa ObOpeyHa HeAOCTAaTHYMHOCT M MOBULICHHE HA CEpPyYMHMS Kanuii, oco0eHO npH NauHeHTH ¢
npealiecTsallo Hapylienue Ha OnOpeynara ¢gyHkuns. Taxkusa koMOHHanMH TpiaOBa na ce npuiarar ¢
BHUMaHHe, 0COOSHO NPH NMAllMeHTH B HanpeHana Bwb3pacT. [lanueHTuTe TpadBa Ja npreMar JOCTaThbYHO
TEYHOCTH, KaTO € HEOOXOoOuMO W npocneasBaHe Ha ObOpeuHara QyHKUHUA clie/l 3ano4YBaHe HA ChbBMECTHaA
TEpaNnHs U NEPUOIUYHO Clle]] TOBA.

Penarnunus: upbecapran nma noreHuran ga nuxubupa OATP1B1. B knuHH4YHO npoyyBaHe ce crobiiasa,
ye upbecapran nosuuiaa Cmax ® AUC Ha penarnunup (cydbcetpatr Ha OATPIB1) cbotBeTHO ¢ 1,8 mbTH H
1,3 mbTH, KOraTo ce npuiaara 1 yac npeau penarniiua. B Apyro npoyusaHse He ce chobliaBa 32 ChOTBETHO
¢dapMakOKHHETHYHO B3aMMoOAeHCTBHE NMPH CbBMECTHOTO NPWIOKEHHEe Ha ABere nekapctea. [lopaau Topa
MOXE Aa C€ HAJOXKH KOPHIMpaHEe HAa A03aTa Ha aHTMAHAOETHO NieueHHe KaTO penarjuHuj (BHXTE TOYKa

4.4).

Honwanutenda uHGOpPMaUKd OTHOCHO B3aMMOISHCTBUSATA Ha upbecapTaH: B KIHHHYHHUTE NPOYYBAHHA
dapmakoxHHEeTHKATa HA UpOecapTaH He € MOBANAHA OT XHApoxnopoTHazua. Upbecapran ce Meraboansupa
ocHOBHO oT CYP2C9 u B mo-Manka creneH 4pe3d roxkopoHupane. He ca HabnopaBanu 3HaYMMH
(papMakOKHHeTHYHM MM ¢apMakKOAWHAMHMYHH B3auMOAEHCTBHA, Kkoraro HpOecapTaH € npHeMaH
CBBMECTHO ¢ BapdapuH, ieKapCcTBEH NpoAyKT, Metabonausupan ot CYP2C9. EdekTHTe Ha MHAYKTQDHTE HA
CYP2C9 «karo pudamMnuuur BbpXy (papMakOKHHETHKaTa Ha HpOecapTaH He

dapMakOKUHETHKATA HA AHFOKCHH HE € MIPOMEHS MPH CHLBMECTHO NPHIOKEHHE Ha HPE /




HompaHuTeIHA HHPOpMaliid OTHOCHO B3aMMOAEHCTBHATA HAa XHAPOXJIOPOTHA3MA: KOraTo c€ NpHeMaT
CbBMECTHO, CIICAHUTE JIEKAPCTBERH NPOAYKTH MOTaT Aa CH B3aUMOAENCTBAT ¢ THa3HIAHHUTE AHYPETHIIH:

Anxoxon:MOXe Ja HaCTbIIH [MOTCHIIHHUPAHE Ha OPTOCTATHMHATAa XHITOTOHHA.

Anmuduabemuu nexapcmeenu npoOyKkmu (NepopaiHu Qzenmu u UHCYAUKU). MOXKe J1a Ce HANOXH
anantTHpaHe Ha J03aTa Ha aHTHAHAOETHHTE IeKapCTBEHH NMPOAYKTH (BX. Touka 4.4).

Xonecmupamur u xorecmunonosu cmonu: abcopbumara Ha XHIpPOXIOPOTHA3W € HapylwleéHa B
IPUCHCTBUETO Ha aHNOHHHM 06MeHHU cMonu. KOHBEPHU]I Tpabsa na ce npueMa noHe eauH 4ac npeaH Win

YETHPH Haca CJICA TC3H JICKapCTBa.

Kopmuxocmepouou, AKXT: HeAOCTHIbT Ha ENEKTPOJHTH, ocoDeHo Xumnokanvemus, Moxe JAa Obje
MOBHLLEH.

Cepleunu 2nuxo3udu: nNpeJn3BUKAHATA OT THA3UAUW XUIIOKAJIMEMHMA HMIH  XHIIOMar"He3HeMud
OnaronpHATCTBA NOABATA HA AHTHTANNUC HHAYLIMpaHa ChpAeyHa apuT™MUs (BXK. To4ka 4.4).

Hecmepouonu npomusosbinarumensu cpeocmea: NPHEMbT HAa HECTEPOHAHH INPOTHBOBL3NAIHTEIHH
CpPEeACTBa MOXeE Ja NMOHMKHU JHYPETUYHUA, HATPHYPETHYHHA U aHTHXHUIIEPTEH3UBHHA eeKT Ha THA3HAHHTE
AUYPETHLH TIPH HAKOH MaLHEHTH.

IIpecoprnu amunu (ranpumep Hopadpernanun).: eeKTHT Ha IPECOPHUTE AMHHH MOXKe a Oblie HaManeH, HO
He JO CTEMEH, B KOATO JIa C€ M3KITIOYH Bb3MOXHOCTTA 32 TAXHATA ynoTpeda.

Heoenonapusupawju  cxeaemno-mMyckyasu penaxcawmu (nanpumep myboxypapun). e(PeKTbT Ha
HeAENONAPU3INPALIUTE CKENETHO-MYCKYJIHH PEJAKCAHTU MOXKE a C€ MOTEHLHUHPA OT XUAPOXJIOPOTHAIHA.

Jlexapcmeenu npooykmu 3a leyenue Ha nooazpa: MOXE Ja ce HaNo)KM ajJanTMpaHe Ha ao3aTta Ha
JIEKAPCTBCHUTE NPOAYKTH 3a JICUEHHUE HA 1ToJarpa, ThH KaTo XHAPOXIOPOTHAIHA MOXKE 113 MOBHLIY HHBATA
Ha CepyMHaTa NMUKOYHA KHCeAHHa. Moxe ja ce HaloX4 MOBHLIABAHE HA Jo03aTa MpobeHeuMa HIH
cynpuHnupa3oH. CbBMECTHOTO MPHUNOXKEHHE C THA3WIHH AWYPETHLH MOXe Ja NMOBHIINHM 4eCcTOTaTa Ha
XHIIEPTEH3MBHUTE PEAKLMA MPH aNonyPHHOI.

Kanyueeu conu: THA3KAHHTE AMYPETHLM MOTAT a NOBHILAT HHBATA HAa CEPYMEH KaJlUHi nopaaH NOHHXKeHa
CKCKpELHA. AKO € HATOXKHTENHO MNMPEANHCRAHETO Ha KallLWeBH A00aBKH WIH KallUHA-ChXpaHABalllH
JeKapCTBeHU NpoAYKTH (nedeHue ¢ BuramuH 1), HHBara Ha cepyMeH Kanuuét TpsaOBa na Obaar
MOHUTOPHPAHH H, aKO € HeobxoaumMo, fo3ara na &ble Kopurupasa.

Kapbamaszenun: CbBMECTHOTO NMPHNOXKeHHEe Ha KapbaMasennH ¥ XHAPOXNOPOTHA3ZHI C€ acOLMHUpa ¢ PHCK
OT CHMNTOMATHYHA XHMOHarpueMua. Enexktponuture TpadBa jga Opaar mpocnefgsBaHH NoO BpeMe Ha
CbBMECTHOTO NPHNOKEHHE. AKO € BB3MOXHO, TpsOBa a ce npunara Apyr Kjiac AHYPETHIIH.

Hpyeu ezaumoldeticmeus: XANEPriNKeMHYHHAT edekT Ha Oera-Onokepure M AHA30KCHA MOXxe na Obie
NOBULIEH OT THa3HMAUTE. AHTUXOJIWHEPrHYHUTE Aar¢HTH (HanpuMep aTponHH, OenepujeH) Morat Aaa
MOBHINAT OHOHAIMYHOCTTAa Ha THA3HIHHTE AUYPETHIUH Ype3 MNOHWKABAHE HA CTOMALIHO-YPEBHHA
MOTHJIHTET ¥ CKOPOCTTA Ha H3Npa3BaHe Ha cToMaxa. THasHAMTE MOrar jJa MOBHILNAT PHCKA OT HeXKelaHH
peakiii¥, NPHYHHEHH OT AaMAaHTAAMH. [Ha3MAWTEe MOrar Ja NoHukaT OnOpeyHaTa ekCKpelHg Ha.
LIATOTOKCHYHHNTE JIEKAPCTBEHK NMPOAYKTH (Hanmpumep uukiodochaMna, METOTPEKCAT) B 13 NOTHHTNORRMC
TeXHHUTE MHENOCYNIPECUBHHU edeKTH.




4.6 Pepranurer, fpeMenHOCT H KhpMeHe

bpeMeHHOCT

Anzuomensun-Il peyenmoprnu avmazonucmu (AIIRA):
Ynorpebara Ha aHruoTeH3HH-11 pelienToOpHH AHTTOHUCTH He Ce NpenopbyBa Mpe3 MbPBUS TPUMECTBD OT
OpeMeHHocTTa (BX. TOouka 4.4). VYnorpebara Ha anruoTeH3uH-II peUeNnTOPHM AHTArHUCTH €
_MPOTHRONOKA3aHA Npe3 BTOPHA M TPETHS TPHMECTBP OT OpeMEHHOCTTA (BX. TOUKa 4.3 W Touka 4.4),

EnHIeMHONOTHYHHTE JAHHH OTHOCHO TEepaTOreHHHA PUCK ciel ekcrioduuus Ha ACE uHxuOuTOpH mpes
MbPBUA TPHMECTBP OT OpeMeHHOCTTa He ca vOeauTenHu. Bpnpeky ToBa HE MOXE Jla ce H3KMOUH ciabo
NoBHIIEeHHe Ha pHcKa. He3uBUCHMO, Ye HAMA JaHHH OT KOHTPOJAHpPAHH €NHAEMHOJIOTHYHH NpPOYy4YBaHHA
BLPXY pHcka ¢ aHrnoreHzuH-1I peuentopHn aHtaroHucTd (AIIRA), moaoOHM pHCKOBE MOXe Aa
CBLIIECTBYBAT W IIPH TO3M Kiac jnekapcrsa. OCBEH akoO MPOAB/DKUTENHATA Tepanud ¢ aHrHOTEH3HH-II
pEeUENnTOPHM AHTArOHHCTH He Ce CUMTa 33 HeoOX0MMa, NallHEHTHTE, KOUTO NIaHKpaT OpeMeHHoCT, TpabBa
Ja NpEeMHHAT HAa AITCPHATHUBHH AHTHXHNEPTEH3HUBHU JeUeHHA, KOHTO MMAT YyCTaHOBeH npo¢ua Ha
besonacHocT npH ynorpeda no Bpeme Ha OpeMeHHOCT. [1pU ycTaHOBABaHE Ha OPEMEHHOCTTA, JICYEHHETO C
auruoreHsdH-II peuenropHu awraroHucTd TpaOBa nJa Obae npeycTaHOBEeHO He3abaBHO M, ako €
HeoOxoauMo, TpaOBa Aa Objie 3anoyHAaTO aNTepHATHBHO IeYeHHE,

HU3BeCTHO €, Y€ EeKCNO3WUMA Ha AHTHOTHH3UH-II peunenTopHH aHTArOHUCTH NOpPE3 BTOPHA W TPETHA
TPHMECTBP OT OpeMEeHHOCTTa MpeAH3BHKBA (PETOTOKCHYHOCT NMpH Xopa (HamaneHa ObOpeuHa dyHKuuA,
ONUroXMaApaMHUOH, 3abapeHa ocHdukalUs Ha Yepena) M HeoHATanHa TOKCHYHocT (6bOpeuna
HEJOCTATBYHOCT, XHIIOTOHMUA, XUIlepKanHemusn ) (BK. Touka 3.3).

AKO e HaJluLe €KCMO3MUMA Ha AHTHOTEH3HH-II peLuenTOpHH AHTATOHMCTH OT BTOPHA TPHUMECTBpD Ha
OpeMeHHOCTTa ¢e npenopbuBa exorpadcko usciaensaHe Ha 6pOpevuHaTa QyHKIHA M Yepena.,

HoBopoaeHuTe, HHUTO MalKu ca MpUEMaIH aHTHOTEH3HB-1I peuenTopHH aHTArOHUCTH, TpabBa aa Obaar
npocielaBaHu 0TOMH30 3a XUNMOTOHKUSA (BX. TOUKA 4.3 ¥ To4Ka 4.4).

Xudpoxropomuasuo.:

OnuTteT ¢ yrnorpedata Ha XHAPOXIIOPOTHA3U IO BpeMe Ha OpeMeHHOCT, 0c0BeHO Npe3 MbPBHA TPUMECTLP
e orpaHiyieH. JJaHHUTe OT NPOYUBAHMATA NNPHU SKHBOTHH €a HEAOCTATEYHU. XHAPOXJIOPOTHAZU] NPEMUHABA
npe3 miauneHrata. Bu3 ocHoBa Ha apMaxoNOrHYHMA MEXaHH3bM Ha JACHCTBHE Ha XMAPOXNOPOTHA3HA,
ynotpebaTta My npe3 BTOPHA H TPETHA TPUMECTBP OT OpeMeHHOCTTa MOKe Ja MNpeau3BHKa dero-
nIaneHTapHa nephy3ua U MoXKe 1a NPUYHHY (PEeTATHH U HEOHATATHU e(peKTH KaTo KBJITEHNIA, HapyLleHue
Ha eJIEKTPONUTHHA SanaHc u TPOMOOLHTOMEHHA.

Xugpoxnopornasua He Tpabsa na Obae npusaraH NPH recTaliOHEH €AeM, reCTallMOHHA XHIEPTOHHUS HIH
MpeeKchaMnCHs, NopaaH PUCK OT MOHWXKaBaHe Ha IU1a3MeHHA obeM U nnaueHtapHa xunonepdysus, 6e3
OnaronpuareH edekT BupXy Xoza Ha bonecrTa.

XuapoxnopoTuasuj He Tpabpa na ObJAe Npunarad NpH €CeHUUaIHA XUNEPTOHHSA NMpH OpeMeHHH KeHH, ¢
H3KITIOYEHHE Ha PEOKHTE CAy4ad, B KOUTO HE € Bb3MOXKHO H3NO0JI3BAHETO Ha APYTO JIeHeHHe.

Toit kato KOHBEPH/] ceabpxa xuapoxnopoTuasua, Tol He ce npenopsysa Npe3 MbPBUA TPHMECTHLP OT
OpemenHocrra. [Ipy nnawupaHe Ha OpeMEHHOCT MauUMEHTKMTE TPAdBa Ja MPEMHHAT HAa NOAXOAAILLO

AITEPHATUBHO JICUYCHHE.

Ktpmene




Anzuomensun-II peyenmopnu anmazonucmu (AIIRA):
Trit xato HAMa HanuuHa HHpopMalka 3a yrnorpebara Ha KOHBEPHU]I npu kepMene, KOHBEPHU]I He ce

[Ipenopb4Ba, a4 ANTEPHATHBHO JIEYEHUE ¢ NO-A00pe ycTaHoBeH npodun Ha 6€30MacHOCT NpH KbpMEHE € 3a
npeAnovUTaHe, 0COOHO NPH KbpMEHE Ha HOBOPOACHH MITH NPEeXIeBPEMEHHO POACHO JETE.

He e u3BecTHO nanu upbecapraH Wil HeroBUTE MeTabONHTE Ce EKCKpETHPaT B KbpMaTa IPH Xopa.

Hanuunute ¢QapmakogMHaMHYHM/ TOKCHKOJIOTMMHM AAaHHH NpPH [UTbXOBE MNOKA3BaT €KCKpeTHpaHe Ha
upbecaparaH WIH HEroBuTe MeTaboOIMTH B KbPMAaTa (3a AOMBbJAHUTEIHA HHPOPMAILIKA BXK. TOUKa 5.3).

Xuopoxnopomuaszuod:

XHAPOXJIOPOTHA3H] Ce eCKPETHPA B KBPMATA MPH X0pa B MANKHA KONHYECTBa. BBB BUCOKH A03H THa3HAHTE
BOJAT OO MHTEH3WBHA JMYype3a ¥ MOraT Ja NOTHCHAT MPOH3BOJACTBOTO Ha KbpMa. Ynorpebara Ha
KOHBEPH /] npu kepmene He ce npenopeuBa. Ako KOHBEPHU/] ce npunara npH kbpMeHe, 103ute TpsOBa
71a ca Bb3MOXXHO Hall-HHCKM,

OepTunurer
Hpbecapran HaMa edext BBpXy (epTUiuTeTa IPH TPETHPAHH C HEro MIILXOBE H TAXHOTO NOTOMCTBO AO
A030BH HHBA, KOMTO MPHYHHABAT NBPBUTE CUMNTOMH HA TOKCHYHOCT MIPH TEXHUTE POAUTENM (BXK. TOYKA

5.3).

4.7 EdexrTn BHpxy cnocobHOCcTTa 32 modHpaHe H paboTa ¢ MAINHHHA

Bb3 ocHoBa Ha (apMakoAUHaAMHUYHHUTE CH CBOKMcTBa e Manko BeposTHO KOHBEPU]J na noenuse
cnocoGHoCTTa 33 LIodupane U paboTta ¢ mamuaH. [Ipu wodupane u paboTa ¢ MalUMHH TPAOBa Ja ce B3eMe
Noa BHUMAHHE, Y€ NMpH JIeYSHHE Ha XHUNEPTOHHUS NTOHAKOra MOTaT Aa Ce€ MOABAT 3aMasHOCT H OTNAJHANOCT.

4.8 Hexegann JeKapcTBeHH peaKnHA

KoMOunanuu npbecapran/ XHaIpoxJopoTHa3H:

Ot 898 nauueHTH ¢ XHIIEpTOHHA, TPUEeMaJTH pa3/IHYHU A03U HpbecapTan/ xuapoxnopoTHasuj (B JHana3oHa
37,5 mg/6,25 mg 1o 300 mg/25 mg) B nnauebo-koHTPONHpaHH npoydBaHus, 29.5% oT nalueHTHTE ca
W3NTHTAH HeXeNaHH JIeKapcTBeHH peakiiny., Haii-yecTo noxnansaHMTE HexXeNaHW JEKapCTBEHH peakKlHH
ca Ounu 3amasHoct (5.6%), ymopa (4.9%), ragene/ noepriuaHe (1.8%) v HapywmeHo ypunnpane (1.4%). B
AONMBJIHEHHE, YECTO 10 BPpeMe Ha KNIUHHYHHATE NPOYUBAHMA NIPU Te3H NALMEHTH ca HaOI0AaBaHH IOBHILIEHH
ypeeH a30T B kpsBTa (BUN) (2.3%), kpeatnnun kuHa3a (1.7%) u kpeatnHuH (1.1%).

B Tabnuua | ca npeacraBeHH HEXeNaHUTE peakliMH, HAOMIOIaBaH! NPH CMIOHTaHHH chOLMeHns | auebo-
KOHTPOJIMPAHH NIPOYYBaHHs,

YecToTaTa HAa HEXEAHUTE peaKkluy, H3OPOEHH NMO-T0aY € ONpeAerieHa KaKTo cneaBa: MHOro yecTu (= 1/10);
yectu (= 1/100 po < 1/10); Hewectu (= 1/1 000 o < 1/100); peaxu (= 1/10 000 no < 1/1 000); MHOro peaku
(< 1/10,000). B paMkuTe Ha BCAKA Ipymna IO 4€CTOTA HEXEJNAHHTE PeakLH¥ ¢a NpeACTaBeHH B HU3XOAALI
pel no OTHOHLICHHE Ha TAXHATA CEPHO3HOCT.

Tabaana 1: Hexxenann peakuyu npy njaiebo-KOHTPONHPAHH NPOYYBAHHSA W OT CIIOHTAHHHK CHOOILIEHHA
»

Hzcnedeanua: Yecru: NMOBUILIEHH YpeeH a30T B KpPbBTa
KpPeaTHHHH H KpeaTHHHH KHHA3a

Heuectn: NOHMXKEH CEPYMEH KAJIHM M HaTpuH

10




cucmema u 2bpoama:

- ChpOeunu Hapyulerua. HeuecTy: CUHKOM, XHNOTOHHS, TAXUKAPAHA, CACM
Hapywenun HA nepghama | HecTH: 3aMassHOCT
cucmema. HeuecTH: OpTOCTATHYHA 3aMAasHOCT
C rinasofonue
HEH3BECTHA
4ecTOTA:
Hapywenua na  yxomo u|C THHHTYC
nabupurma. HEH3BECTHA
4eCTOTA.
Pecnupamopru, 2PYOHU u | C KaLlTKIa
MEOUACMUHAIHU HAPDYULERUA! HEHW3BECTHA
4yeCTOoTA!
Facmpournmecmunantu YecTH: rajieHe/ roBphLIaHe
HaPYULeRUA: HeuecTH: JHApHA
C JUCTICTICHS, JUCTEY3NA
HEH3BECTHA
YEeCTOTA.
Hapywenus na bvbpeyume u | HeCTH: | HAapYILEHO YPHHHpAHE
NUKOYHUME BBMUWa: C yspefieHa ObOpeuHa QYHKIUA, BKIOYUHTENHO
HEH3BECTHA | U30JHPaHM Ciyyau Ha ObOpeUYHA HENOCTATHYHOCT
4eCTOTA. MpH MAUMEHTH B PUCK (BK. TOUKa 4.4)
Hapywenus Ha myckyano- | HedecTH. OTOK Ha KpaHHHMLIUTE
cxeremuama cucmema u|C apTpanrvs, MUAITHS
CHEeOUHUIMEAHAMA MYKAH.! HEU3BECTHA
4yeCTOTA.
Hapywenua na memaborusma u | C XHIEPKAITHEMHS
XPAHEHEMO: HEN3BECTHA
4eCTOTA.
Cv008u HADYWERUA. HeyecTH: 3a4epBABaHE
O6wu Hapywenua u eexmu Ha | HecTn: yMopa
MACMOMO HQ NPUNONCEHUE:! _
Hapywenus Ha umynnama | C peaKkiid Ha  CBPBbXYYBCTBHUTENHOCT  KarTo
cucmema: HEeM3BECTHA | aHrHoexeM, OOpHB, YPTHKApHA
YeCTOTA:
Xenamobuiuapru Hapyuenun. Heyectn: XBIATECHHULIA
C XEMaTHT, HapyilleHa YepHoApoOHa QyHKIUA
HEH3BECTHA
4yeCTOTa!
Hapywerus Ha penpodykmugsama | HedecTn. cexkcyaiHa AMcHYHKLUS, TPOMEHH B NHOHOOTO

HonbAHUTENHA MHGOPMALINA 33 OT/CNHUTE CHCTABKH: B JONBIHCHHE KbM HEXKENAHUTE PEaKLIMH, NOCOUCHH
no-rope 3a KOMOMHMPaHHA IPOLYKT Ca JOKNAJABAHA ¥ APYTH HEXENaHH PEAKLUH C OTACIHHTE ChCTABKH,
KOWTO MOTAT 1a ObAaT NOTEHUHANHH PEaKIHy B npy updecapran/ xuapoxioporuasua. Tabiuim 2 4 3 no-
NONy ONMCBAT HEXENaHWTe peakUWd, AOKIazBaHH C BCAKA OT CBCTABKHTEC Ha upbecapran/

XHAPOXJIOPOTHA3H.

[ Ta6anua 2: Hexenanu peaki{uu NpH CaMOCTOSTENHO NPUIOKeEHHE Ha HpGecapTan
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Hapywenus na kpvema u | C TpoMOOLUTONEHHA
aumgHama cucmema HEH3BECTHA
4eCTOTA:
Obwu napywenus u egexmu Ha | HedecTu: 0OJKa B FBPAUTE
MACMOMO KA NPUAONCEHUE!
T'acmpourmecmusairu Penku: HHTECTHHAJICH aHFTHOEACM
 HADYWLEHUA!
Hapywenus  Ha umynnama | C aHa(UIIaKTHYHA peaxuus, BKJIIOUHTENHO
cucmema Heu3BeCcTHA | aHadUIAKTHYEH 10K
YyecToTa.
Hapywenus na memabonuzma u | C XHIIOTTUKEMU R
XpaHeHemo HEM3BECTHA
4eCTOTa:

Ta6anuna 3: HexenaHn peaxuun NpH CaMOCTOATENHOCT MPUITOKEHUC HA XHAPOXAOPOTHA A

H3cneosanua: C HapylleHHs Ha  CNEKTPONMTHMA  Oamanc
Hen3BecTHA | (BKITIOYHTENHO XHUMMOKAIHEMHS H XHIIOHATPHEMMUA,
4eCTOTA. BX. TOuka 4.4), XHNEpypHKEMHs, TIIOKO3YpHs,

XUMEPTIMKEMHA, MOBHIIEHH  XOJecTepon M
TPHITHLEPHAM

CrpOeunu Hapyuenus. C ChPAEYHH apUTMHH
HEM3BECTHA
4eCcTOTa:

Hapywenusa Ha kpvema u|C anfacTU4YHa aHeMMs, TIOTHCKAHE HAa KOCTHHA

auMpHama cucmema. HEeH3BECTHA | MO3BK, HEyTponeHus/ arpalyJiIouuTo3a,
qecToTa: XEMOJIUTHUHA aHEeMuU4, NIEBKONEHHS,

TpOMOOLIMTONCHHA

Hapyuwenus Ha nepgrama | C BEPTUTO, MAPECTE3Hs, 3aMaIHOCT, 0¢3MOKONCTBO

cucmema. HEH3BECTHA
4eCcTOTA:

Hapywenus na ovume:. C NpeXOAHO 3aMBITIEHO 3peHHe, KCAHTOMNCHS, 0CTpa
HeM3BeCTHa | MMOMAaTHd M BTOpPUYHA OCTpa 3aKpUTOBIbIAHA
YyecToTa: rnaykoMa, XOpOMAaleH H3NUB

Pecnupamopnu, 2pOHU u | Muoro OCTBp pecnuparopeH auctpec cHuapom (ARDS)

MEQUACMUHARHU HAPDYULEHUA: _pelKH (BuXKTE TOYKA 4.4)

C PECITHPATOpeH AUCTPeC (BKIIFOUUTENHO MTHEBMOHMUT
HeusBecTHa | W GenoapobeH oToK)
4eCcTOoTA:

Facmpournmecmunannu C MAaHKPeaTUT,  aHOPEKCHsA,  Auapus,  3alex,

HAPDYULEHUA. HEW3BECTHA | CTOMALIHO Jpa3HeHe, CHaloaleHHT, 3aryba Ha
4yeCTOTA: aneTUT

Hapywenus Ha Ovbpeyume u|C HHTepcTHLHaNEH HedpuT, 6p0peyHa ANCQYHKINS

NUKOYHUME NoMutya: HeH3BECTHA
4yeCcTOTA:

Hapywenua na woocama u|C aHaQHUAAKTHYHH peakuMH, TOKCHYHA eMUACpMalHa

NROOKONCHAMA MHKAH. HeW3BeCTHA | HEKpOJM3a, HEKPOTHU3HpAlll AHTHHT (BacKyJHT,
YecToTa: KOXEH BacKyJIMT), peakuuH, nogoOHH Ha KOXEH

epUTEeMaTO3eH Nynmyc, peakTHBMpaHe Ha KOXEH
epUTEMATO3EeH

aynyc, ~" al’y!
(hOTOUYBCTBHTENIHOCT, OOPUB, YPTX ._
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Hapyuenus Ha mycxyano- | C cnabocCT, MYCKYNHH CrIa3MHU
ckeremnama cucmema u | HEM3BECTHA
CHLEOUHUMENTRAMQ MBKAR ! YECTOTA:
Cvooeu napyuienus: C NIOCTYpalIHa XUITOTOHMSA
HEH3BECTHA
| YecToTa:
Obwu Hapyuenus u egpexmu Ha | C TpECKa
MACMOMO HA NPUWIONCEHUL ! HEU3IBECTHA
4YEeCTOTA:
Xenamoburuapru Hapyuenua. C XBITEHHIIAa (MHTpaxenaTrajHa  XonecTaTH4YHa
HEM3BECTHA | XKBJTEHHUIA)
4YeCTOTA:
ITcuxuunu napywernun. C IenpecHs, HapYLUCHHA Ha ChHA
HEHU3BECTHA
4eCTOTA:
Heonnazmu - ogobpoxavecmeenu, | C HeMenanoMeH pak Ha koxaTa (OazasiHoKneTbueH
3N0KAYEeCMsent U Heonpedenenu | HEN3BECTHA | KAPUHHOM ¥ CKBAMO3HOKIICTHYCH KAPLIHHOM )
(8KA. KuCMu U nOaUNY) YeCToTA:

HemenanoMeH pak Ha koxaTa: Bb3 OCHOBa Ha HAIMYHHUTE AAaHHHM OT ENHAECMHONOTMYHH NPOYYBaHHA €
HabmoaaBaHa 3aBHCHMa OT KYMYHHNIATHBHATA J03a Bpb3ka MexkAy XXT3 n HMPK (Bx. cbiito Touku 4.4 u

5.1).

J0303aBHCHMHTE HEXKeJIaHH peakLiiy NPH XHAPOXIOPOTHA3KHA (0COOCHO HAPYLUCHHUATA HA ENCKTPOIUTHHA
OanaHc) MOrar Ja ce 3aCH/IAT NPH TUTPHPAHETO Ha J03aTa XHAPOXJIOPOTHA3HA,

CrobmaBaHe Ha NOJO3KPAHA HEXKEJAHH PeaAKNHH

CoobuiaBaHeTo Ha MOJO3MPAHH HEXeNIaHW peakUHH clel paspellaraHe 3a ynoTpeda Ha JNeKapCTBEHHHA
NPOAYKT € BaXHO. ToBa Mo3BOJIABA Ja NPOALIDKH HabMIOAEHHETO Ha CHOTHOLUEHHETO NON3a/ pUCK 3a
NeKapcTBeHUus MPOoAYKT. OT MEAMIMHCKUTE CMNEHMANIMCTH Ce M3HCKBA Ja choDIllaBaT BCiKa Moao3HpaHa
HEXKEeNlaHa peakliva Ype3 HalMOHANHATa CHCTeMa 34 cholllaBaHe:

M3anbrHUTENHA areHIyusA 110 JIeKapcTBaTa

yi. ,,JlamaH ['pyes” Ne 8

1303 Cogmusa

Ten.: +359 2 890 3417

yebcaliT: www.bda.bg

4.9 Ilpenosupane

He e HanuuHa cneunduuna uHpopMaLug 110 OTHOLICHHE HA NIeHYEHUETO NpH npeno3upane ¢ upbecaprau/
xuapoxaoporHasu. IlauueHTsT TpaOBa ga ObAe npociaeasBaH oTdOMM30, a JedeHueTo TpAOBa Ja Obae
CHUMITTOMATHYHO U NOJABpPKALlLO.

JleyenueTo 3aBHCH OT BPEMETO HA NMPHEM M TEXECTTa Ha CUMIOTMUTE. [IpenopbuBa ¢e MUHAYUUPAHO
NOBpPBLIAHE 4/ WIH CTOMAILCH JNaBaK. AKTHBHHUAT BBIUVIEH MOXE Ja € OT noi3a MpH JICYEHUETO Ha
npeaosupade. CepyMHHUTE €NeKTPOJHTH H KpeaTUHHHBT TpsaOBa na Obaar yecro npocneassadu. [Ipu nosea
Ha XWIIOTOHMA, MAaUKEHTHT TpAOBa na ObAe NMOCTaBEH B /IETHAN0 MOJOXKEHUE H CBOCBPEMEHHO Ja ce

npcanpHeMe 00eMHO H CNEKTPOJHTHO 3aMCCTBAHE.

Haii-seposTHHTE NpOsSBH Ha Npepo3upaHe ¢ upbecapraH MOXKe Aa c¢ O4akBa na Omaar
TAXMKap/uA; Bb3MOXHA € H NoABara Ha Opagukapaus.
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[TpenosupaHeTo ¢ XHAPOXJIOPOTHA3HZ CE€ acOLMMpa ¢ HEAOCTUI Ha ENEKTPONHTH (XMNOKATHEMHS,
XMIIOXJIOPEMHA, XUIIOHATPHEMUSA) ¥ AeXHApaTalidd, NpeJu3BHKaHa OT 3acHiieHa Auype3a. Haii-uecture
NpH3Halll ¥ CHMIITOMU Ha NPERO3HPAHE Ca rajieHe M ChHIMBOCT. XUMOKATHEMHATA MOXKE Aa NPHUIHHH

MYCKYJIHH CTIa3MH W/ HJIH U3ABEHH ChPAECYHH apHTMHH, CBBP3aHH ChC CHBMECTHATA yIoTpeda Che ChpASUHH
FIAKO3HAN WIH OTIpeAe/IeHH aHTHAPHTMHUYHH JIEKapCTBEHH NPOAYKTH.

Mpbecapran He ce oTaens uype3 xemoamanusa. CTENEHTa HA OTACHSHE Ha XMIAPOXJIOPOTHAZMI 4YpeE3
XeMOAHa/IN3a He € YCTaHOBeHa.

5. ©®APMAKOJOIHYHH CBOUCTBA
5.1 PapMaKOIHHAMHAYHH CBONHCTBA

dapmakoTepaneBTUYHA Ipyna; aHrHOTeH3UH-11 aHTaroHUCTH, KoMOUHaLIKS

ATC xoa: CO9DA04.

MexaHu3bM Ha JCHCTBHE

KOHBEPHU]JI e komMOunauusi ot aHrHoteH3uH-II peuentopeH aHTaroHuct, upbecapraH, H THa3HAEH
AHYPETHK, Xuapoxnopotuasua. KomMOHHauMsTa OT Te3u JBa KOMMOHEHTa I[IPHTEXKaBa AJUTHBCH
AHTHXHNEPTEH3UBEH edeKT, KONTO NMOHHKABA KPBBHOTO HANATAHE B MO-FOJAMA CTENEH, OTKOJIKOTO BCEKH

OT KOMINOHEHTHUTE CaAaMOCTOJATENHO.

Hpbecapran e MolleH, NepopanHO aKTUBEH, CENeKTHBEH aHTMOTeH3UH-II penientopeH aHTAroHWCT (THMN
ATI1). OuaxBa ce OnokupaHe Ha LANOCTHOTO AchcTBHe Ha aHruoteHzvH-l1I meaumpanute ot ATI
pPELEeNnTOpH, HE3aBUCHMMO OT H3TOMHHKA HIH NbTA HA CHHTe3 Ha aHruoreHsuH-ll. CenekTHBHUAT
aHTaroHu3bM Ha aHrHOTEeH3HH-11 (AT1) peuentTopure uMa 3a pe3ynTar [IOBULIABAHE HA MNMa3MEHUTE HHBA
Ha pCHHH M aHT'MOTEeH3HH-11 M TOHKIKaBaHe HA [1A3MEHATA KOHIEHTpauus Ha anjoctepon. CepyMHHTE HUBa
Ha KaJiiil He ce MPOMEHAT CBINCCTBEHO IPH CAMOCTOATENEH NpHeM Ha upbecapTaH B paMKUTE Ha
npenopsyYaHuTe 03U NMpH NMALMEHTH 0e3 pHCK OT €NeKTpOJHTeH aucbananc (Bx. Touka 4.4 u Touka 4.5).
Hpbecapran He nuxubupa AKE (xuHaza-II), eH3uMBT, KOHTO reHepupa aHruoTeH3uH-II W pasrpaxna
OpagHKHHHHA A0 HeakTHBHH MeTabonutu. Upbecapran He usnckea MeTabonMTHO akTHBHpaHe HA edekTa

MY.

XUApOXNOpOTHA3H] € THA3HAEH AHYPETHK. MeXaHH3MbT Ha aHTHXHNEPTEH3UBHUA ePekT Ha THA3HAHHTE
AHYPETHIIH HE € HM3UANO HM3BECTCH. THasHAWTE BIHAAT BbpXY ObbOpeunure TyOYNHH MeXaHH3MH Ha
€leKTpoJIMTHaTa peabcopbuMa, KaTo AUPEKTHO NOBUIIABAT EKCKPELWATA Ha HaTpuif M xnopuau B
IPUOAM3UTENRHO €KBHBAJICHTHH KONMH4YecTBa. JIMYPEeTHUHOTO JeliCTBHE Ha XHUAPOXIOPOTHA3H/ NMOHHXKABA
nnasMeHus obeM, NOBHUIIABA MJIA3MEHATA AKTHBHOCT Ha PEHHMHA, 3aCHUJIBA CEKPELHATA HA ANJOCTEPOH C
NOCAEABANO YBEMUUYEHO OTAeNsHe Ha Kanuii U OukapboHaTH B ypuMHATA H [OHMXAaBa CEpPYMHHTE
KOHLUeHTpauud Ha Kanuil. [peanonara ce, 4ye upes OnokWpaHe Ha PEHHH-GHIMHOTEH3MH-AJOCTEPOH
CUCTEMATa, ¢AHOBPEMEHHOTO MPUJIOKEHHE Ha upbecapTad BOaM A0 NPEAOTBpaTABaHe 3arybara Ha Kanui,
CBbp3aHa ¢ ACHCTBMETO HA TO3M TUn auypetHiud. [Ipm npueM Ha XUAPOXNOpOTHA3HJ HAYANOTO Ha
JHype3aTa HacTbNBa B paMKHTE Ha 2 4aca, a MakCHMasleH e(eKT OOMKHOBEHO ce MOCTHra ciell OKoJio 4
yaca, KaTo AefiCTBHETO NpoaAbIKaBa npubausuTento 6-12 yaca.

[Ipn npueM Ha TepneBTHYHM A03U KOMOHWHALUMATA OT XHAPOXIOpPOTHAa3zuA M HUpbecapraH npeAH3BMKBA
A0303aBHCHMO AAHTHRHO NMOHMXKEHHE Ha KPbBHOTO HanaraHe. JlobapsHero Ha 12,5 mg xuapoxnopoTuasua
xbM 300 mg upbecaprad BeJHBXK AHEBHO NPH NALMEHTH, KOUTO HE Ca C€ MOBJIHANH JOCTAaTHUYHO Ao0pe o
camMocToAaTenHo npuwioxeHne Ha 300 mg upbecapraH uMa 3a pe3yaTar NMO-HATaTHUIHO 'ﬁ,f v

AHACTONIMYHOTO KPbBHO HANAraHe B CpPaBHEHHE ¢ muauedo, koero cnaaa ¢ 6.1 mm Hg 7 $iacs

14




npuem). KombuHanuata or 300 mg upbecaprad ¥ 12,5 mg xuapoxnopoTyasda Boax 10 odia pasnuka c
naauedo Ha CUCTONIMYHOTO M JHACTONMYHOTO HanaraHe 1o 13.6/11.5 mm Hg.

OrpaHnyeHH KIMHHHYHU JaHHd (7 oT 22 nauHeHTH) MOKA3BAT, Y€ MAlHeHTH, NPU KOUTO HE € MTOCTHUrHAT
KenaHusa KOHTpoJ nph Ao3a ot 300 mg/12,5 mg or koMOMHauHATA, MOraT Ja Ce MOBJIUAAT IPH TUTPUPAHE
Ha po3ara o 300 mg/25 mg. Ilpy Te3u nauueHTH e HaOMOJABAHO 3HAYMTENHO NOHHXKEHHE KaKTO Ha
cucronudroTo (SBP), Taka u nHa auacronuyHoto (DBP) xpsBro Hansrane (13.3 u 8.3 mm Hg,
PECNIEKTHBHO).

[IpueMbT Ha 150 mg upbecaprad 1 12,5 mg XuApPOXIOPOTHAZAA BEAHDBK AHEBHO IPEAN3BHKBA CHCTONTHYHO/
OHACTONHYHO MOHMXKEHHE Ha KPbBHOTO Halsrase (2o 24 yaca cieq nmpHeM) cpeaHo ¢ 12.9/6.9 mm Hg B
CpaBHeHHe ¢ mnauedo npH NauMeHTH ¢ IeKa A0 yMepeHa XUnepToHus. MakCHManHHUAT edexT ce NoABsIBA B
paMkHTe Ha 3-6 4aca. [Ipu amOynaTopHo npocneasBaHe Ha KPbBHOTO Hajisrane, koMOuHauuara ot 150 mg
upbecapran ¥ 12,5 mg XuApOXpONOTHA3UA BEAHDBXK JHEBHO NOATbPXKA NNOCTOAHHH CTOHHOCTH Ha KPBBHOTO
HajATaHe npe3 24-4acoBus Nepuoj Cbe cpeRHO noHwxeHHe ot 15.8/10.0 mm Hg B cpaBreHue ¢ nnauebo.
AMDYNaTOpHOTO NpocneaaBaHe € OTYENO0, Y€ ChbOTHOLICHHETO MEXY Hali-Mankui ¥ Hal-roneMus edexr
ot upbecapran/ xunpoxnopornasua 150 mg/ 12.5 mg e 100%. CpioTo CHOTHOUIEHHE, H3MEPEHO NPH
NocelleHRE B jiekapcku kabuHeT ¢ anapat ¢ MaHiuera € 68% u 76% 3a upbecapran/ xuapoxnoporuasua
150 mg/ 12,5 mg u 300 mg/ 12,5 mg, pecnexktBHO. [Ipu 24-yacoBo HaOmoJeHHE BLPXY edeKTa Ha
NpoAyKTa He € OWI0 OTUeTEeHO TBBp/e roNIAMO MOHKWXKEHHE Ha MAKCHUMATHHUA €deKT U e OMI0 NOAABPKAHO
be3zonacHo U €(PeKTUBHO NOHUAKEHHUE HA KPBBHOTO HAJIATAHE TIPH €AHOKPATEH AHEBEH MPHEM.

[Tpn mauyeHTH, NpH KOUTO HE Ce OCHLIECTBABA aiCKBATEH KOHTPOJ NpPH CaAMOCTOATENEH NIpHeM Ha 25 mg
XHApOXNOpOTHA3nA, nobaBaHeTo Ha upbecapraH NpeAW3BHKBA IOITbJIHHUTENHO CPEHO HOHHXKEHHE HA
CHCTONMYHOTO/ AHAcCTONKMHOTO Hangrane or 11.1/7.2 mm Hg B cpasHeHHe ¢ nnauebo.

[TonwxkaBalliUAT KPBBHOTO HanaraHe edekt Ha updecapran B KOMOHHALHA C XHAPOXJIOPOTHA3H] € BUAKM
clel pHeM Ha MbPBATa 4034 H € ¢ NPOABIKHTENHOCT 1-2 CeAMHIY, KaTO MaKCHMAaNHHUAT e(eKT Ce MOCTHTa
cnen 6-8 cenmuum. Ilpu abparocpouHn npoyuBaHHs e(deKkTsT Ha upbecapraH/ XMAPOXJIOPOTHA3U] €
NOAXbPXAH NOBeYe OT eAHa roAnHa. Bbnpeku e He ca NpoBeXJaHu CNelHalHU NPOYYBAHUSA 34 BIMAHHETO
Ha upbecapran/ XHAPOXJIOPOTHA3UI BbpXY pebayH XUINIEPTOHHUATA, TaKbB ¢PEKT HE € HabmoJaBaH HHUTO
npu npbecapTal, HUTO NPH XUAPOXIIOPOTHAIH,

EdexTnT Ha KOMOMHanuATa OT HpbecapTaH H XHAPOXJIOPOTHA3UA BbPXY 3aD0NIEMOCTTa H CMBPTHOCTTA HE
e npoyuBaH. ENNaeMHUONOrHYHHTE JaHHH MOKA3BaT, Y€ ABJATOCPOYHOTO JICUEHHE C XHAPOXNOPOTHA3U]

NOHHXAaBAa PHCKaA OT 3a00n1eMOCT HITH CMBPTHOCT IPH CBPACHHO-CbJOBH 3abonaBanus.

Hsama pa3nuka B OTTOBOpa Ha HpOecapTaH/ XHAPOIOXOTHA3K IPH pa3IMKH BbB Bb3pacTra H noaa. [TogobHo
Ha APYTHTE NIEKAPCTBEHH MPOAYKTH, KOWTO [NOBJINABAT PEHUH-aHMMOTEH3UH CHCTEMATa, TIPH MALHEHTHTE ¢
XHMEePTOHUA OT Y€pHATa paca ce HabloAaBa OTUETIHBO MO-MATBK OTTOBOP HAa MOHOTEpanui ¢ HpdecapTaH.
Koraro upbecapras € mpHeMaHl CbBMECTHO ¢ HHCKa K034 XHAPOXJopoTHa3u (HanpuMep 12,5 mg aHesHo),
aHTHXHIIEPTEH3UBHHAT OTIOBOP IIPH NMaIHEHTH OT YepHaTa paca € CXOAeH ¢ OTroBopa npu Oenu maiKeHTH.

KauHnyLa epHKACHOCT ¥ 6&30NacHOCT

EdnkacHoctTa M 6e3onacHocTTa Ha HpbecapTaH/ XHAPOXJIOPOTHA3KHl KAaTO HAYajlHA Tepanua Mpy TexkKa
xunepTonns (aepuHupana npu SeDBP > 110 mmHg) ca olieHeHH npu MHOTOLEHTPOBO, PaHAOMH3UPAHO,
ABOWHOCNANO, AKTUBHO KOHTPONHMPAaHO, 8-CeAMHYHO MapalelHO npoyuBaHe. O6wo 697 nauMeHTH ca
pPaHAOMH3HPaHH B CbOTHOWIeHHe 2:]1 unKM Ha upbecapran/ xuapoxnopotuasug 150 mg/12,5 mg, unn Ha
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58% oT y4acTHHLMTE B NIpOyYBaHETO ca Mbxe. CpeaHaTa Be3pacT Ha NalHEHTHTE € 52.5 roauHH, xato 13%
ca > 65-roauiuHa Bb3pacT, a camo 2% ca > 75-rogulliHa Bb3pact. 12% or naunHeHTHTe CTpaaaT oT Axader,
34% - OT XMNEPIUITHACMHSA, 4 Halt-4eCTOTO CHPAEUHO-CBAORO ChCTOAHHUE € CTaOHIHA aHTHHA NEKTOPHUC NPH

3.5% oT yyacTHULUTE.

OcHOBHa L1eJ1 Ha TOBa IPOYYBAHe € Aa Ce ChIIOCTaBH CHOTHOLIEHHETO Ha MALHeHTH ¢ KOHTposHpaHo SeDBP
(SeDBP < 90 mmHg) npe3 nerara ceaMuua oT acueHuero. Ilpn 47.2% or nauneHTHTe, MpHEeMaLiH
KOMOHHALIKATA € TOCTHIHATO MoHHXeHHe Ha SeDBP < 90 mmHg B cpaBHeHue ¢ 33.2% oT nauMeHTHTE HA

upbecaprtan (p=0.0005). Cpeanara CToliHOCT BbB BCSKa OT I'PYNUTE HA KPbBHOTO Hansrase e 6una 172/113
mmHg, kaTo noxwxeHuero SeSBP/SeDBP nipe3 nerara ceamuua pecniekTiBHO € 6uno 30.8/24.0 mmHg u

21.1/19.3 mmHg npu upbecapran/ xuapoxnopotuasua 1 updecapran (p < 0.0001).

BuabT M decToTaTa Ha AOKIAJABAHUTE HEXKEJAHH peaklMu MpH KOMOHHAUMATA ca CXOOHH ¢ mpoduaa Ha
He)XXeJJaHH PeaklUHUH NMpH MalHeHTUTe Ha MoHoTtepanusf. [Ipe3 B-ceAMUUHHA nepHoOl Ha JieyeHUe He ca
AOKIaABaHH cly4yal Ha CHHKON B HHk0S oT rpynuTte. IIpH 0.6% u 0% OT nauumeHTHTEe € AOKIaIBaHa
XMNOTOHHA, a NpH 2.8% M 3.1% OT NaUHEHTHTE € AOKNAZIBAHA 3aMASTHOCT PECNEKTUBHO [TPH KOMOHHALMATA
H MOHOTeparHsTa.

IBotina 610Kxana Ha pEHHH-AHTHOTEH3IHH-ANAOCTEPOH cucTemaTa (RAAS)

JIBe ronemu pasaoMusnpanu koHrponpany npoyuBaHis - ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyiio rnobanno nanuteaHe 3a kpaliH1 TO4kKH
Ha TeIMHcapTaH, caMocroaTesHO H B KomOHMHauus ¢ pamunpui) ¥ VA NEPHRON-D (Knuuuuso
npoy4BaHe CBbP3aHO C pa3BUTHE Ha HedponaTHA npH Auaber, nposeAeHO 0T MUHHCTEPCTBO MO BHIPOCHTE
Ha BeTepaHUTE) — mpoydBaT ymnorpedara Ha koMmOuHaumaTa OoT ACE uaxubutop W aHruoredsus lI-
pelienTopeH Ookep.

ONTARGET e npoyusaHe, npOBEACHO IMpH nNalMeHTH ¢ aHaMHe3a 3a CbpPACYHO-CBAOBA HJIN

MO3BbYHOCHAOBA OonecT, UM 3axapeH AUabeT THN 2, NPUAPYXKEHH ¢ AAHHH 3a YBpexXaaHe Ha e(deKTOpHH
oprann. VA NEPHRON-D e npoyuBaHe npu nauueHTH k¢ 3axapen auader tun 2 u nnaberHa HedponaTus.

Tesu npoyuBaHHs He MOKa3BaT 3HA4YMM OnaronpuateH edekT BbpXY ObOpeuHuTE W/UNH CBPACYHO-
CLAOBHTE MNOCACAULUH H CMBPTHOCT, KATO CBIUECBPEMEHHO ¢a HadMgaBaHW MNOBHLIEH pPHCK OT
XMIIEpKaTHEMHS, OCTPO YBpeXAaHe Ha OnOpelTe H/UIH XUITOTOHMS B CpaBHEHHE C MOHOTepanusaTa, KaTo
ce HMAaT NMpeIBH CXOAHUTE UM (hapMaKkoIHHaMHYHH CBOHCTBA, TE3H PE3YATATH Ca NPHIIOKHMHU H

3a qpyri ACE unxuburopu u anruotreH3uH [I-peuentopun 6nokepu.

ACE urxubutopu M avruoredsuH Il-peuentopHu Onokepu cneioBatenHo He TpsaOBa Ja ce M3NOA3BAT
eHOBPEMECHHO NP NalHEeHTH ¢ auabeTHa HedponaTus.

ALTITUDE (KnuHHYHO npOoy4BaHe NPOBEACHO C AIUCKUPEH NPH NALHEHTH CbC 3axapeH auaber Tun 2 ¢

H3NOJ3BAaHE HA CHPACYHO-CLIOBM H OnlOpeunHu 3abonsBaHMs KaTO KpaliHH TOYKHM) € IIpOYYBaHe,
NnpenHa3sHa4Y€Ho Aa KW3chleABa Mof3ara oT AoOaBAHETO Ha aJMCKHpeH KbM cTaHaaptHa repanus ¢ ACE
MHXHOUTOD HIIM aHruoTeH3uH II-pelienTopen 6okep MPH NALKUEHTH ChC 3aXapeH AHA0eT THN 2 H XPOHUYHO
O0BpOpeuno 3abongBaHe, CbpAEYHO-CBAOBO 3abonsBaHe WM W JBere. [Ipoy4BaHETO € MpeKpareHo
NpexJeBpeMeHHO TOpaaHu MOBHINEH pHUCK OT HeOnaronpuaTHU nocineguuu. KakTo cbpaeuHo-cbaosata
CMBPT, TAK@ K HHCYATBHT ca MO-4eCTH B Ipynara Ha aJlMCKUPEH, OTKOJIKOTO B Ipymnara Ha mnauedo, a
NpeACTAaBNABALINTE HHTEPEC HexXelaHH cbOMTHA M CepUO3HH HexXeNnaHM ChOMTHA (XMIEepKanHeMMHA,
xunotoHus U O0BOpeyna auchyHkHA) ce crOOUIABAT NMO-4€CTO B I'pynara Ha aJMCKHUpPEeH, OTKOJIKOTO B
rpynara Ha nnaueoo.
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HemenaHoMeH pak Ha KoxaTa: Be3 OCHOBa Ha HANIMUYHHUTE JAHHH OT €MHAEMHONIOrHYHH MPOYYBaHMA €
HaOnoJaBaHa 3aBMCHMa OT KyMyJlaTHBHaTa fo3a Bpwika Mexay XXT3 uw HMPK. Epno npoydurane
BKJTIOUBA nonyJjanusg, cectodia ce oT 71 533 cnyuyauun Ha BKK u 8 629 cayuau Ha CKK, # nonynamus ot
croTBeTHO 1430833 u 172 462 noaxoasiuy koHTponH. Bucokara ynorpeba Ha XXT3 (xyMynaTHBHO
>50 000 mg) e cepp3ana ¢ kopurupal OR 1,29 (95% AH: 1,23-1,35) 3a JIKK 1 3,98 (95% JIA: 3,68-4,31)
3a CKK. HabnioapaHa e acHa Bpb3Ka KYMyJIaTHBHA 7103a-0TroBop kakTo 3a bKK, Taka u 3a CKK. Jpyro
NPOYYBaHE N10KAa3Ba Bb3MOKHA Bpb3ka Mexly paka Ha ycTHUTe (CKK) u excnosunuara Ha XXT3: 3a 633
CJIy4ad Ha pak Ha YCTHHTe e moaOpaHa nmomynauust ot 63 067 noaxoaslld KOHTPOIH, KATO CE€ H3MOA3BA
CTpaTerHs 3a B3eMaHe Ha npobu, onpeneneHu oT pHcka. JdeMOHCTpHpaHa € Bpb3Ka KYMYJaTHBHA A03a-
orroeop ¢ kopurupad OR 2,1 (95% U: 1,7-2,6), Hapacteai 4o OR 3,9 (3,0-4,9) 3a sucoka ynorpeba (~
25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BHcokaTa KymynaTtusHa ao3a (~ 100 000 mg) (Bx. cbiio Touka 4.4).

5.2 DapMAKOKHHCTHTHH CBOHCTBA

CBhBMECTHOTO NPUJIOKEHHE HAa XHAPOXIOPOTHA3HA H HpbecapTan He BAKAe BbPXY GapMaKOKHHETHKATA Ha
HHKOE OT BellleCTBaTa.

Abcopdiius
HpbecapraH ¥ XHIpOXJIOPOTHA3H] Ca NepOopaiHO aKTHBHKH arc¢HTH ¥ M3SBaTa HA TAXHATA AKTHBHOCT HE

u3nckBa OHoTpaHchopMmaumda. Chel nepopallHO NPHIOXKEHHe HAa Hpdecapran/ XHAPOXIOPOTHA3HI
abcomoTHata nepopanHa OnoHanuyHoct € 60-80% wu 50-80% cvoTBeTHO 3a wuUpbecapTan H
XHAPOXJOPOTHA3UA., XpaHaTa He MOBNMfBa OHOHanH4BOCTTAa HA HpOecapraH/ XUAPOXJIOPOTHAIUI.
[THkOBHTE [NTa3MEHH KOHUEHTPALMH Ce JoCTUraT 1.5 — 2 yaca cnen nepopanHo Npuioxenue Ha upbecapran
u 1 - 2.5 yaca Ha XUAPOXJIOPOTHA3H].

PasnpeneneHue
Cebp3BaHeTo Ha upbecapraH ¢ IUIa3MEHHTE NMPOTEUHH € OX0N0 96%, kaT¢ CBBP3BAHETO C KPbBHHUTE
KNEThYHH efieMEeHTH € He3HadHTenHo. ObeMbT Ha pasnpenencHue Ha updecaprad € 53 — 93 aurpa. Okono
68% OT XHAPOXJIOPOTHAZH] CE CBbP3BA ¢ MIA3MEHUTE MPOTEUHH, & BHAUMHUAT ofeM Ha pasnpeneneHHe €
0.83 —1.14 Vkg,

JInnepHocT/HENMHENHOCT

HpbecapraH nposaBaBa NIMHEHHA H NPONOPLKHOHAIHA Ha A03aTa papMaKOKHHETHKA ITPH A03H B HHTEpBaN OT
10 mg no 600 mg. [Ipn nepopanHo npunoxerHune Ha no3d Hag 600 mg e HabmogaBaHa no-mManka OT
nponopuUHOHalHaTa abcopdLud, KaTo MEXaHU3MBT 3a TOBA HE € M3BeCTeH. O0musaT TeneceH u 6vOpeyeH
KIHpBC ¢a CbOoTBeTHO 157 — 176 u 3.0 — 3.5 ml/min. TepMHHANHUAT ENMMUHALMOHEH NMOIYXHBOT Ha
upbecapran € 11 — 15 yaca. CtrabuiHH nia3MeHH KOHUEHTpAaUWHU Ce JOCTUraT B paMKHTe Ha 3 JHM ciel
3alIOYBaHE Ha JIeYeHHe ¢ eHa J03a AHeBHO. [IpH MHOTOKpaTHO NPUJIOKEHHE HA N03H, IPHEMAHH BEIHDBX
JHEBHO € HabniogaBaHO OrpaHU4eHO akymyinupaHe Ha upbecapran (< 20%). Ilpu npoy4yBaHuATa Cca
HabnonaBaHM MO-BHCOKH B W3BECTHA CTeNEH KOHLEHTpPALMM Ha uplecapTaH NMpd XEHH ¢ XUNEPTOHMA.
Brrnpekyd TOBa, HAMa pa3’iMka NO OTHOLUEHHE HAa ENMMHHALMOHHHA MOJYXHBOT W aKyMYJHpaHETO Ha
upbecapran. He ce u3uckBa ajantHpaHe Ha ao3ata npH xeHM. CroiHoctHTe HAa AUC H Cmax Ha
upbecapTaH B U3BECTHA CTEMNeH ca OMTU NMO-BUCOKU MPH NALMEHTH B HalpeaHana Bu3pacT (= 65 roauHu),
OTKOJKOTO npu Miaaan ¢yboektu (18 ~ 40 roguun). Brrpeku ToBa, KpallHHAT SIMMHUHALMOHEH MOMYKHBOT
He € [IPOMEHEH CbhLlecTBEHO. He ce u3KcKBa afanTUpaHe Ha f03aTa NPH NALHEHTH B HANPEAHANA BB3PacT.
CpeaHHAT M1a3MeH NMOJYKHBOT Ha XHAPOXJIOPOTHA3H BapHpa B AHana3oHa 5 — 15 vaca.

buoTpascgopmalug

14 0 o
Cnen nepopaliHO 1M HHTpaBeHO3HO npuioxeHue Ha C upbecapran, 80 — 85% ot pannoaufripmes
Imia3Mara ce oTaBa Ha HenmpoMmeHeH upbecapraH. UpbecapraH ce metabonnsupa B ueps
KOHIOHTHPaHE ¢ IMIOKOPOHHAW M OKHCHgBaHe. OCHOBHHAT UMpKyAHpaul Metabonu
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riaokopoHut (npudbansuTtenHo 6%). In vitro npoyyBaHusTa NOKa3Bat, 4e upbecapraH ce OKHCIABA OCHOBHO
ot uuroxpoM P450 ensnm CYP2C9; uzoensnm CYP3A4 nma munumaneH edext. Mpbecapran U Heropure
MeTaboMTH ce enMMHHUpaAT npe3 xrb4ykata H OnbOpeuure. Cnen nepopanHoO WIH HHTPABEHO3HO
npunoxenne Ha *C upbecapran oxono 20% OT palHOaKTHBHHA TIPEMAPAT C€ YCTAHOBABA B YpHUHATa, 4
OCTaHajlaTa 4acT — B H3npaxHeHHATa. [lo-Manko or 2% OT a03ara ¢ EKCKpPETHpa B YpHHATa KarTo

HenpoMeHeH HpbecaprtaH.

EanMHHHpaHe
XuapoxjaopoTnazus He ce merabonusupa, HO ce endMHHupa Obp3o upe3 Gubpenurte. [lone 61% ot

mepopajHaTa J03a ce eTMMHHHMpa HelpOMEHeHa B paMKuTe Ha 24 yaca. XHAPOXJIOPOTHA3UA NpEeMHHABA
[Ipe3 IUIALEHTATA, HO He MPeMHHABA KPbBHO-MO3b4HATa OapHepa M ce eKCKpeTHpPa B KbpMara.

bu0OpeyHo yBpexKaaHe

[Tpy naiuenTH ¢ OB0peyUHO YBpeXXAaHE MIIM NPH TaKHBa, MOMIOKEHH Ha AHanH3a, papMakOKHHETHYHHTE
napamMeTpy Ha updecapraH He ce POMEHAT ChIIECTBEHO. Upbecapral He c€ OTCTpaHABA Ype3 XeMOIMATH3a.
ITpH nMauMeHTH ¢ KpeaTHHHHOBR KNUPBHC < 20 ml/min e A0KNazBaHO, Y& eIMMUHALIMOHHUAT NONYAKHUBOT Ha
XUAPOXJIOPOTHA3UA C€ YABJDKaBa 0 21 yaca.

UepHoapoOHO YBpexaaHe
[Ipy NauHeHTH ¢ J€Ka A0 yMepeHa nHpo3a, papMakOKHHETHYHHTE napaMeTpd Ha upbecapraH He ce
MPOMEHAT ChllecTBeHO. He ca npoBexaanu Npoy4YBaHHA MPH NALUEHTH C TEXKO HepHOAPOoOHO yBpexaaKe.

5.3 IlpeaxaduHHYHEA XAHHE 38 6e30NaCROCT

Hpbecapran/ XHAPOXNOPOTHAZUA
[ToTeHUKHanHaTa TOKCHYHOCT Ha KoMOMHauusra upOecapran/ XHAPOXJIOPOTHA3MA CHEA MEPOPATHO

NPHIOKEHHE € OLICHEeHa B MPOYYBAaHHUA C NPOIBIKUTENHOCT A0 6 Mecella MpH NABX0Be K Makauu. He ca
YCTAHOBEHHM TOKCHKOJIOMMYHM HAXOAKH ¢ KIMHUYHO 3Ha4YeHHe MO OTHOLIEHHE Ha ynotpebara npu xopa.
CnenHure npoMeHH, HaObMIOHaBaHH NpH IUTbXOBE W MakKald, KOHTO ca noayvaBanu updecaprad/
xugpoxaoporhasua B Ao3H 10 mg/10 mg u 90 mg/ 90 mg aHeBHo ca HabniofaBanH CbUIO U NpPH
caMoCToATeNIHa ynoTpeba Ha OTHAEAHMTE ChCTABKH W/ WIH Ca BTOPUYHO BB3HHKHAJIXM B PE3yiATaT OT
MOHHXKABAHETO HA KPBBHOTO HanAraHe (He ca HabnmogaBaHy 3Ha4YUMH TOKCHKOJIOTHYHU B3aHMOAEHCTBYA ):
- mpoMeHH B ObOpeurTe, H3passBallld Ce B JI€KO MOBHILEHHE Ha CcEpyMHaTa KOHLUCHTpAalLHA Ha yped H
KPEaTHHHMH WM XHTNepnnaszua/ xuneprpodus Ha IOKCTArTOMEPYJIHUA anapaT, KOUTO ca NMPAKO CIEACTBUE OT
B3aMMOJIeHCTBHETO Ha upbecapTaH ¢ peHHH-AHTHOTEH3HH CUCTEMATa;

- IEKO MOHHXEHH CTOHHOCTH Ha EPMTPOLIMTHUTE NOKAa3aTeau (€pETPOLMTH, XEMOrnOOHH, XeMaTOKPHT);

- IPOMSIHA B LIBETa, A3BU U (oKasHa HEKpO3a Ha CTOMALUHATA JHraBuLia ca HabmoaaBaH! NpH MaTbk Opofi
IBXOBE TMNpH 6-MecevHO TOKCHKOMOrHMHO Tipoy4BaHe Ha upbecapran 90 mg/kg/nHeBHo,
xuapoxnopotuasun 90 mg/kg/nHesHo u updecaprad/ xuapoxnoporuazua 10 mg/10 mg/kg/nnerno.
[Togobuu ne3uu He ca HabaroAaBaHHW NpU MaKaly;

- IOHIXKEHA CePYMHA KOHLIEHTpaLs Ha KaiMii, bJbkallla ce Ha XMAPOXJIOPOTHA3K B YacTUMHO H3berHara,
KOraTo XHApOXJIOpOTHA3KL ce npHeMa B koMOuHalus ¢ upbecapraH.

[ToBeyeTo OT MOCOYEHHUTE MO-TOPE e(PeKTH ce TbJDKAT Ha PapMakoJIOTHYHATA AKTMBHOCT Ha HpbecapTaH
(OnokupaHe HHXHOMpaHeTO HAa OCBOOOXAaBaHE HA PpPEHHH, MPEAM3BHKAHO OT aHruoreHsuH-II u
CTHMYJIHpaHe Ha KIeTKHUTe, obpa3yBalitd peHUH) H ¢¢ HabnroaBaT H NpH HHXHOHTOPHTE Ha arHHOTEH3HH
KOHBEPTHpPAlUHS eH3uM. Te3n nmaHHM HAMAT ocoDeHO 3HavyeHue 3a yrnotpebara Ha upbecapraH/
XHAPOXJIOPOTHA3H] B TEPANEBTUYHH J03M NIPH XOpa.

He ca nHalnioaaBaBH TeparOreHHW e(pEKTH NMpPH MABXOBE, TPETHPAHH ¢ KOMOWHALIMATA
XHAPOXNOpOTHa3H B J034, TOKCHYHM 3a Malikute. Edexture Ha koMmOuHau
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XUAPOXJIOPOTHA3K] BEPXY (EPTHIMTETA HE Ca NMPOYYBAaHH B W3MHTBAHHUA TPH KHBOTHH, THH KaTO M MpH
>KMBOTHH, U TIpH XOpa HAMA JAaHHH 33 HEeXENAaHH PeaklHH B TOBA OTHOIICHHE, KAKTO NPH CAMOCTOATEHO
MpHIOXeHHe Ha upbecapTaH, Taka H NMPH CAMOCTOATENHO NPHIIOKEHHE HAa XMAPOXIOpOoTHAa3HA. Bunpexu
TOBa, NMPH MPOBEACHH NMPOYYBAHHMA NPH XUBOTHH, APYT AHrMOTEH3HH-II AaHTAarOHHCT € OKa3an BIMAHHE
BLPXY (EepTHIHTETa, KOraro € TIpPHIIOKeH CAMOCTOATENIHO. Te3d AaHHM ca OMJIM YCTAHOBEHH U TPH
NPH/I0KEHHE Ha TMO-HHUCKH JI03M OT ChIIHA aHFHOTeH3HH-1I aHTAroHUCT, KOraTo € npunarad CEBMECTHO C

XHAPOXJOPOTHA3HAL.

Hsama naHHHM 3a MyTareHeH MK KiactoreHeH edext npu komOHHanuATa HpbecapTan/ XMAPOXIOPOTHA3HI.
KapuMHOre HHUAT NOTEHIHAN HA dpbecapTaH H XUAPOXJIOPOTHA3HA B KOMOHHAIMS He € NPOoy4YBaHH NpPH
YKMBOTHH.

Hpbeca

Hsama nanuu 3a aDHOpMHA CHCTEMHA TOKCHYHOCT HNIH TOKCHYHOCT I10 OTHOLUEHUE Ha TapreTHHUTE OpraHu
npy IpHeM Ha J03H, OonpelelieHH B KIMHMYHATA NPaKkTHKA. B HEKIHHHYHY NMpOy4YBaHHA 3a 0e30nacHOCT
BHCOKH 103H upbecapran (= 250 mg/kg/anesHo npu nanxose H = 100 mg/kg/nHeBHo npM Makali) ca
JOBeNH OO0 NOHIKECHHE Ha MapaMeTpPHTe, CBBP3aHH C YEepBEHMTE KPBbBHH KIETKH (€pHTPOIIHMTH,
xemornobuH, xeMaTokpHT). [lpu MHoro Bucok# ao3u (= S00 mg/kg/aHeBHOo) HpbecapTaH NpHUHHABA
NEreHepaTHBHH MpoMeHH B ObbOpeumte (KaTo MHTepCTHLMANeH HedpuT, pasllliupeHHe Ha TyOynure,
OazodunHu TYOYNH, NOBHUICHH NJa3MEeHH KOHUCHTPALWU HA ypes U KPeaTHHHH) NPH ITbX0BE U MAKALH,
KaTo Te3d NPOMEHH ca ONpeldefeHH KaTo BTOpPHYHH, B pe3yaTaT Ha XHMOTEH3HBHHTE e(QeKTH Ha
NleKapCTBEHHA NPOAYKT, BOAELIH 0 NTOHWKeHa ObpOpevuna nepdysus. B nonmbnHenne, upbecaptai BOoIH J0
xunepriasua/ xuneptpodHs Ha HOKCTArIOMEPYJIApPHUTE KJIETKH (NpH IUTeXOBe NpH a0z = 90
mg/kg/AHeBHO, NpH Makauu npu ao3u > 10 mg/kg/aHeBHo). CuyuTa ce, Y€ BCHUKH TE€3H IPOMEHH ca
NpHYHHEHH OT PapMaKoJOTHYHOTO JeiicTBHe Ha MpbecapradH. B TepaneBTHYHH DO3H MPHIOCXKEHHETO HA
upbecaprad NpH Xopa He BOAU A0 XMnepriasua/ XUneprpodua Ha IOKcTarjoMepynapiure kinetku. Hama
IJaHHH 33 MyTar¢HeH, KJIACTOMCHEH U KapLIHHOT€HEH NMOTCHUHA.

OepTUNUTETET U PENPOAYKTHBHOCTTA HE €& 3aCerHaTH IMpH NOYYBAHUA INPH MBKKH U KEHCKH TIbXOBE
NOpH U NpPH TepopanHu 034 HpOecapTaH, KOUTO MPHYHHABAT 3HAYUTENHA TOKCHYHOCT NPHU POAUTEIINTE
(ot 50 no 650 mg/kg/nHeBHo), BKIOYBAIIK CMBLPT NpH Hali-BHcokaTa ao3a. He ca Habnonapany 3HAYMHMH
ebekTH BbpXy Opof Ha XBATHTE TeNna, HMIUIAHTUTE WK xuButre (erycn. Upbecapran He e noBnuan
MPEeXUBAECMOCTTA, PA3BUTHETO MIIH PETIPOAYKTHBHOCTTA Ha NOTOMCTBOTO. [Ipoy4yBaHMATA NPH XXMBOTHH
MOKa3BaT, Y€ pajgHoakTHBHO Oenssan upbecapraH ce OTKpHBA NpH deTycuTe NpH MIbXOBE W 3aiily.
HNpbecapraH ce eKCKpeTHpa B MIISKOTO NPH KBPMELIH ITBXOBE.

[IpoyuBanusTa Ha upbecapraH MpH XWBOTHM IOKA3BAT MPEXOJHH TOKCHYHH €(ekTH (yBeNU4YEHHE Ha
OBLOpeUHOTO JNereHve, XHAPOYPETEP MM NMOAKOXKEH eneM) npH ¢erycH Ha IUIbXOBE, KOMTO NpeMHHABaT
cinen paxaaHero. AGopr unu pansa pesopbuus ca HabniopaBanM npH 3afiiy npH K034, TPHYHHABALIH
3HAYMUTENHA TOKCHYHOCT 33 Makdkara, BKIIQUUTENHO H cMBpPT. HUTO NpH rmrexoBe, HUTO Npu 3afiuy ca
HabnIoAaBaHH TEPATOTCHHH €(EeKTH.

XHIOXJTOPOTHAIHA
[Ip HAKOM eKCNEepUMEHTaliHH MOAeNnH ca HabmoJaBaHH HECHTYpHM JAaHHH 32 IeHOTOKCHYEH HIIM

KapupHoreHeH edexT.
6. OAPMALIEBTHYHH JAHHH
6.1 CoEcbk HA DOMOIIHHTE BelecTBA

CoupuepaHa HAa TabJeTKaTa:
JlakT03a MOHOXHAPAT
[IpexenaTHHU3IHPAHO HULLECTE
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Cunuiuues JHOKCHI, KONOHIeH, Oe3BoaeH
Kpockapmenosa HaTpui E468
MukpokpucTanHa uenynosa PH-102, E460
MarnesueB creapat ES72

PHAMOBO NOKPHTHE:

Xunpomenosa E464

JlakT03a MOHOXMAPAT

Maxkporon 6000

Tutanos aroxcun E171

Yeppen xenesen okeua E172 (camo 3a KOHBEPH/] 300 mg/12,5 mg)

6.2 HechBMECTHMOCTA

He e npuioxumo.

6.3 Cpok Ba rogaocr

30 mecena

6.4 ChnenmajJss yCIOBHSA HA CHLXpPAHEHHE

Koraro npoayKTsT € onakoBaH B Henpospaund PVC/PVDC-Alu bnucrepn: To3u exkapcTBeH MPOAYKT HE
H3HCKBA CITEI{HATHY TeMINepaTypHU YCJIOBHA Ha CbXpaHeHue. Jla ce cpxpaHsBa B OPHTHHANHATA ONAKOBKA,
3a Aa ce npeAanasy oT Blara.

Korato npoaykTsT € onakoBaH B npo3pauid PVC/PE/PVDC-Alu dnucrepn: To3u iexkapcTBEH NPOAYKT HE
H3HCKBA CITELHATHH TEMNIEPATYPHH YCIOBHA HA ChXpaHeHHe. [la ce cbXpaHaBa B OpHIMHAJIHATA ONAKOBKa,

3a Aa CC Npeana3n oT Bjiara H CBETIIHHA.

6.5 BaaH cHABPXKAHHE HA ONAKOBKATA

OunmMupannTe Tabnerku ca omakoBauu B MpospayHu Onuctepu ot PVC/PE/PVDC-anyMuHuil MK
Henpo3pavHu 6nuctepu ot PVC/PVDC-anymuBui,

HanuyHu ca onakoBkH, ceabpxkainu: 14, 28, 30, 56, 60, 84, 90, 98 u 100 ¢unmupanu tabnerku.
He BcuvxK BHAOBE ONAKOBKH MOrar Aa ObJaT NyCHaTH B npoaaakoda.
6.6 Choenmrajnnl OpeANA3HEA MEPKH NPH K3XBLPJIAHE

Hama cnenHanHy U3HCKBaHMUS.

7.  TIPHTEXATEJI HA PAJPEHIEHHUETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos Str., 3011, Limassol, Kumep
8. HOMEP(A) HA PAZPELLIEHHETO 3A YIIOTPEBA

KOHBEPHU ] 150 mg/12,5 mg:
Per. Ne: 20170340
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KOHBEPHU/ 300 mg/12,5 mg:
Per. Ne 20140213

9. IHATA HA NBPBO PA3ZPEHIABAHE/ NOJHOBABAHE HA PA3PELLIEHHETO 3A
YIIOTPEBA

JlaTa Ha nbpBO paspeinaBaHe: 14 HoemBpn 2017 r.
Hara Ha nmocnelHo nogHopsaBaHe: 18 cenremspu 20191,

10. JATA HA AKTYAJIHZUPAHE HA TEKCTA

01/2025
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