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1. HME HA JJEKAPCTBEHMS TPOAYKT

Junepam 5 mg/160 mg puiMupanu TabneTkH
Dipperam 5 mg/160 mg film-coated tablets

Junepam 10 mg/160 mg punmupaun tabnerku

Dipperam 10 mg/160 mg film-coated tablets

2 KAYECTBEH H KOJJHUECTBEH CBCTAB

Hunepam 5 mg/160 mg pusmupanu mabnemxu

Beaxa ¢panmupana tabnetka chappxa 5 mg amnonMims (amlodipine) (xaTo aMIoRHNAHOB Geznnar) (as
amledipine besylate) » 160 mg Bancaprau (valsartan).

Hunepan 10 mg/160 mg punmupann mabnemnu

Besxa ¢unmupana rabnerka cexppxa 10 mg amnoaumin (amlodipine) (xato amnogunupos Ge3unar) (as

amlodipine besylate) u 160 mg sancaprtas (valsartan).

3a OBIHHA CITHCHK Ha NOMOLHATE BelecTRa BIKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

dunMmupaHa Tabnerka.

Hunepam 5 mg/160 mg guamupanu mabremuu

THMHO *BITa, eTHICOBHAHA QuiIMHEpara TaberTka che cxocenn prbose, ¢ Haanue “NVR” ot ensara
¢tpana # “ECE” or apyrara cTpaha.

[Mpubnuautenen paimep: 14,2 mm (rp/xHEa) X 5,7 mm (WHpHHA),

Hunepam 10 mg/i60 mg dnomupanu mabnemxu

Csetnio xbiITa, enHncoBHAHA QuiMipana Tabnerka, ¢bC ckoceHH pebose, ¢ maamue “NVR” or egnata
crpada B “UIC” ot ppyrata ¢cTpaHa.

[Tpubnusutencn pasMep: 14,2 mm (apmxura) x 5,7 mm (UxpHEa).

4. KJMHNYHA JAHHA

41 TepanesTnuun NOKA3AHES

Jleuenne Ha eCEHIHANHA XHNCPTOHNA.

JArnepaM e nokasaH NpH BH3PACTHH, YKETO APTEPHAITHO KPEBHO HAMATaHe HE C& KOHTPONHPA afeKBaTHO
TPy MOHOTepanis ¢ aMIOAUINH WIH BATICAPTaH.

4.2 lo3upoBKa H HAYHH A3 NPHIOKEHHE




Hosupoeka

[Ipentopruntetara go3a Ha Junepam e eqHa Tabnerka nHEBHO,

Humepam 5 mg/160 mg moxe aa ce MpHIAra NpH NAUHEHTH, YHETO APTEPHAIIHO HAATAHE HE ce
KOHTPOJIHpA 4ICKBATHO IPH MOHOTEPANHA C aMIOAHAKH 5 mg vIH Baicaprad 160 mg.

Hunepam 10 mg/160 mg Moxke fa ce npHiIara Ipy NaHeHTH, YHETO aPTEPHATHO HAIATaHe He Ce
KOHTPONMPA ANEKBATHO IIPH MOHOTepANHA ¢ amaoAunuH 10 mg wmm sancaptad 160 mg wnu ¢ Junepam
5 mg/160 mg.

JunepaM Mose Ja ce IpHnara ¢be Hiu Oe3 xpana,

[Tpenopsusa ce, npesu NpeMHHABAHE Ha NeyeHNte ¢ drKkcupadaTa KoMOuHALK, fa ce IpoBese
HHAWBMIYATHO THTPHPAHE HA AO3HTE HA OTIENHATE KOMIOHERTH (T.¢. AMIOAMIAH U Bajcapran). Koraro
€ NOAXOAANIO OT KNWHKYHA [e/Ha ToYKa, 6H Moo Aa ¢ce obChkKIa AUPEKTHO IPEMHHABAHE OT
MOHOTEpAaNn KbM NeueHue ¢ KOMOHHADHA 0T QUKCHPaHH KO3H,

3a ynoBcTBo nalnueHTHTE, NOMy<aBalIM BaJcapTad M aMIOTUIHH KATO OTAENHY TaGNeTKH/KANCY M MOTaT
Zia IpeMHMHAT HA NieueHne ¢ JlunepaM, ChIbpxKal ChIIMTe 03U HA OTACAHUTE KOMIOHEHTH,

Buwbpevuno yapexcoane

HaMa Haanuny KTHHHYHHE JaHHH OPH DALKEHTH ¢ Texko 0x0pedno yepexaue. He ce nanckna
KOpUrHpane Ha 103aTa NPH NalHEHTH C Jieko 1o yMepeHo 6u6peqHo yepexaare. [Ips ymepeno 6n6peuno
YBpeKAaHe ¢e Ipenopbyba clielleHe Ha HUBATa Ha KalWi U KpeaTHHUH,

Yeprodpobro yepescoare
JHnepaM e NpOTHBOMOKA3AH TPH MAWHEHTH C TEXKO HepHOAPOOHO yBpexaane (B, TouKa 4.3).

HAunepam TpsabBa na ce Npunara ¢ NOBHINEHO BHUMAHHE [IPY NALHESHTH ¢ YEPHOAPOOHO YBpeXIane Him
Ounuapuy ofcTpykTrsHN 3aGonsBanus (BX. Touka 4.4). [Ipu natmenTH ¢ 1€KO 10 YMEPEHO YepHOnpOGHO
yBpexkaaHe Oe3 xonecrasa, MakKCHMalHATA NPETIOPRUMTENHA 1034 HA Bancapran e 80 mg, Ipertopskn 3a
JO3HpaHe Ha aMIOAMIIMH NPH MalleHTH C JIEKO 0 YMEPEHO YSpHOAPOSHO YBPEKIAHE HE Ca YCTAHOBEHH.
Ipy npeMHHaBaHe Ha NOAXOAALIM MALMEHTH ¢ XUNEPTOHAA (BXK. TOuKa 4.1) i uepHOAPoGHO yBpex1ane
KbM JIeYeHHE ¢ aMIORUIMH WK [lunepaM, TpAORa Aa ce HINo/3Ba Hali-HHCKATA HATHIHA 1032 Ha
aMJIOAMIIMH, IPHJIATAaH KaTO MOHOTEPATHA WIH CHOTBETHO KATO YacT 0T koMOuualus.

Cmapuecka gvapacm (65 200unu uru nogeye)

Hpy nan¥eHTATE B CTapUECKa BB3PACT € HeoOXOMHMO NOBUINEHO BHEMANHE MIPH MOKAYBAHE HA A03aT4.
Tlpn npeMunaBane Ha NOAXOMALIH HAHEHTH ¢ XUNEPTOHMA (BK. TOuXa 4,1) KbM neueHne ¢
amyogunuH ik Junepam, TpAGBa Na Ce H3NON3BA Hali-HHCKATA HATAYHA J03a Ha AMIIONKIIHH,
TIpHIaraH KaT0 MOHOTEPANHA HJIH CHOTBETHO KATO HacT 0T KoMOHHanus,

ITeduampuuna nonyrayun
BesonmacHocTTa d edHKAcHOCTTa Ha JHltepam HpH geua noa 18 roqusy He ca yeraHoBeHH. JIMncear
JaHHH.

Hauuy Ha npunoxenue
[Tepopanuo npunoxenue.
Ipenopbuna ce [unepaM fa ce pHeMa ¢ MANKO KOMHIECTBO BOAA.
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. CBpPEXYyBCTBHTENHOCT KbM AKTHBHHTE BEINECTRBA, KbM AUXHAPONHPHUIHHOBH NPOKIBOIHY HITH KbM
HAKOE OT ROMOLIHUTE BellecTBa, W30poeHA B TOuKa 6,1.

Texko depHOAPOoOHO YBpexkAane, GHNAApHA IIMPO3a WIH XoNlecTasa.

Ennospemernara yrnorpeba ra [anepaM ¢ amHCKHpeH-CHABPKAIY TPOLYKTH € NPOTHBOIIOKA3aHA
TIpY TIALMEHTH CBC 3axapen Quaber HAH 6b6peuno yepexzane (GFR <60 mi/min/1,73 m?) (Bx.
Touku 4.5 4 5.1).

Brops u TpeTH TpHMECTRp Ha GPeMeHHOCTTA (BX. TOYKH 4.4 H 4.6).

Texka XHIOTOHAA,

ok (BKMOMUTENHO KAPAMOT'EHEH LIOK),

ObcTpykund Ha HIXOJA HA JxBa Kamepa (Hanp. xuneprpodudna ofCTpyKTUBHA KApAUOMHONIATHS |
BHUCOKOCTEIIEHHA A0PTHA CTEHO38).

. XemoausHamuuHO BecTabHIHA CHPASYHA HELIOCTATHEYHOCT CNEX OCTHP MHOKApIEH HHGAPKT.

4.4 CuoeunaigR OpeaynpeskIcRAS H IPeANa3HE MeDKH IpH ynorpeba

BezonacroctTa ¥ etimxacnocrra Ha aMJTOARIIHH NPH XHOEPTEHSHBHA KPH3a HE CA YCTAHOBEHH.

EEeMeHHOCT

Axrvoressus I penenropuute anrarosuct (AIIRA) ue TpabiBa za ce 3a04ear 110 BpeMe Ha
bpemennocT. OCBeH axo Mpob/KaBaHeTo Ha TepanuaTta ¢ AIIRA ce cunTa 3a KU3IHEHO BAXKHO, HA
HAlHEHTKHTE, KOHTO IIAaHMpAT 3abpeMensbane, TpaOBa 12 Gbje HAZHAYSHO ATEPHATHBHO
AHTHXHMNEPTEH3HBHO JIEUSHHKE ¢ YCTAHOBEH Npodun Ha 6e3onacHoCT 2a ynorpeda mo Bpeme Ha
6peMennoct. [Ipu ycranoBapane Ha 6pemesHocT, nedeHnero ¢ AIIRA 1psaOsa 1a ce mpeycTaHoBR
He3alaBHO ¥ aK0 € YMECTHO, a c¢ 3ano4YHe aNTepHaTHRHA Tepanda (BX. TOUKH 4.3 u 4.6).

TangnenTy ¢ HatpHes B/WK ofemeH xebuiuT

B nnanebo-KoHTPONIHPAHH NPOYUBAHUA, EKCIECHBHA XHITOTORMA ce Habmoaana npu 0,4% 0T nalMesTTe
C HEYCTOKHEHA XUTIEDTOHHA, JIEKYBAHH C AMIOAMIIME/BancapTaH. CHMITOMATHYHA XHITOTOHHA MOXE Ja
HACTBIM IIPH NAHHEHTH, KOUTO TIPHEMAT AHTHOTEH3IHH PEHENTOPHY ONIOKePH R MPH KOHTO € AKTHBHpaHa
CHCTEeMaTa peHMH-@HIHOTEHIHMH (Halp. NaMeHTH ¢ HATPYEeR H/WiH ofeMeH TedHIMT, MONyYaBay
BHCOKH 1030 Auyperuny), [pean npunoxennero Ha J[unepaM ce Nperops4Ba Te3W ChCTOSHEA 14 CE
KOPHTHPAT HITH MaIlHeHTHTE Ja ObAaT N0 HENPeKLCHAT MEININECKA KOHTPOI B HAYAIO0TO HA JIEUSHUETO,

Axo mpu nevenne ¢ JlxnepaM HacTsIM XANOTOBHA, DAUHEHTHT TpA0Ba Ja 631e nocraseH B NerHano
NONOKEeHNe B IpH HeoOX0IRMOCT Ja ¢€ NPHAOKH HHTPABSHO3HE HH(YIUI C PAITBOP HE HATPHEB XIIOPHL,
Jleyenuero Moxe aa 6bae NPOABIIKEHC ClIE KAaTO ce CTa0MNH3Upa apTepHanHOTO HAIAFaHe.

XuIepKaATHEMIS
ExuoBpemenHara ynorpea ¢ KasiueBH 100aBkH, kanuH-ChXpaHsaBaiy AUy PETHIIH, 3dMECTHTENH HA

CONTA, CBABKANIN Kandil WK qpYrH JeKapCTBeHH MpOAyKTH, KOMTO GHXa MOTIH 2 TOBHLIAT HHBATA Ha
Kanmil (xernapyH B T.H.), TpaGBa 1a ce OCHIIECTBABA ¢ MOBUIEHO BHHMAHNE K C UECTO MOHHTOPHpAHE HA
CTONHOCTMTE Ha Kanuii.

Crenosa ya 650peuna aprapus ‘
HAunepam TpafBa na ce npunara ¢ NOBMNICHO BHAMAHWE 32 JIEUEHHE Ha XUIIEPTOHHA TIPH NaUMeHTH

SAHOCTpaHHa UM ABYCTPaHHA CTeHO3a HA OLOPEYHUTE apTepHHE HIH IIPH CTEHO3a Ha apTepH,




eaRHCTBEH ObOPeK, THil KATO NpH TAKABA MTAIMEHTH MOXKE A3 Ce [OMY'H NOBHIIABAHE HA YPEATa B KPBBTA
H CepyMHUS KPEATHHHH.

Enbpeyna TpancnnaHTaimsy
o T031 MOMEHT HAMAa HATPYTIaH ONKT N0 OTHOLIEHHE Ha GezonacHaTa ynorpeGa na

AMJIONHIIHE/BRICAPTAH TIpY NAIMeHTH ¢hC ckopolrHa Ge0peyna TpancuiiaHTaIys.

YepHoapobHO yBpexaaRe
BancapTaH OCHOBHO Ce eTHMHHHpE HEMPOMEHEH 4pe3 %OTbukaTa. IToNy:XHBOTHT Ha aMIOAMINH &

yOBIDKEH, a croiinocTute Ha AUC ¢a mo-BHCOKH NpH NMalUHEHTH ¢ HapyieHa YepHOAPOOHa DyHKIHA; He
€2 YCTaHOBEHH NPENOPLKH 34 Jo3upane. [Iprnoxenuero Ha JunepaM npu naumenTH ¢ JEKO 10 YMEPEHO
4ePHOAPOOHO yBpexkaaHe KIH ¢ GHIHAPHA 06CTpyKTHBHH 386011821 TpRbBA 214 Ce OCHLIIECTRIRA ¢
0c0o0eHO BHHMANHHE,

INpu naupeHTH ¢ TeKO 70 yMepeHo YepHOAPoGHO yBpexnane Ge3 XonecTasd, MaKCHMATHATA
ApelopLIMTETHa N03a Ha Bancapran e 80 mg.

brbpesno yBpexaaHe
He ce ramara xopurupaie Ha 1osata Ha Jluniepam NpH NauREHTH ¢ EKO 10 YMEPEHO YBPEKAAHE HA

opbpeunarta dyukuus (GFR >30 ml/min/1,73 m?). [Ipu yMmepeno 666peuno yspexaane ce npenophisa
clieAeHe Ha HEBATA HA Kaniuil ¥ KpeaTHHHH.

IIepBrYes XHOEPATNOCTEPOHHIBM
Iaumentire ¢ NEPBHYEH XHHEPATKOCTEPOHNIBM HE TpAOBA Na ce IEKYBAT C aHFHOTeH3HH I1 aHTaronucTa

Bancapras, Tei KaTo TAXHATA PCHHH-3HI'HOTEH3HH CHCTEMA € 3aCeTHATa OT MBEPBHYHO zaonaBane.

Anrgoegem
CrolmaBa ce 3a ciiy4an Ha @HTHOEAEM, BKIIOYHTENHO OTOK HA JapHHKCA B IIOTHCE, TpHYHHABAL

0OCTPYKIHSA Ha SWXATETHUTE TBTHINA H/HIH OTOK HA MHIETO, YCTHHTE, GapuHKCa W/HIH e3MKa TIPH
NalKeHTH, IEKyBaH! ¢ BagcapraH. Haxou OT TesH NanuenTH ¢a HMAJIH i NTpeJy TOBA AHTHOEIEM, MPK
NeyeHue ¢ APYry NeKapeTBEHH NPOAY«TH, BKoudtenno ACE uuxuburopu. unepam Tpabea ga ce cnpe
He3abaBHO IIpH HALHEHTHTE, KOUTO MOJYHAT AHTHOEAEM H He TpAGEA Ja Ce PHAAra OTHORO.

ChpleYHa HeIoCTATEYHOCT/IOCTMHOKADIEH HHPADKT

Karo nocnegctsue oT uHXuOHpaneTo Ha PEHUH-AHTHOTEH3WH~AIT0CTEPOHOBATA CHCTEMA IPH
IPeApasNONMKSHH NAUWEHTH MOTAT Jia C¢ OHaKBaT IpoMeHH B OoOpeunara ¢yukuma. [Tpu nannedrs ¢
TEXKa ChpAeYHA HEAOCTATHMHOCT, YHATO OBOpeuHa yHKIMA 61 MOrHA Na 3ABMCH OT AKTHBHOCTTA Ha
PeHMH-aHTHOTEH3MH~AT IOCTEPOHOBATA CUCTEMA, NeueHKeTo ¢ ACE HHXMOHTOPH H aHrMOTeH3HH
PeLENTOPHK aHTarOHHCTH CE CBBP3Ba ¢ OTMIYPHA W/HIY IPOrpecHBHA a30TeMUs ¥ (PAAKO) ¢ OcTpa
610peqna HenocTaThYHOCT WM cMbPT. [lonobHu pesyaTatu ca crobulenn 3a Bancapraf. OueHKaTa HA
NALHEHTATE CBC ChPISYHA HEAOCTATEIHOCT HiIM MOCTMHOKAPACH HHpAPKT TpAOBA 1a BKIIOMBA BUEATH
oueHka Ha 6xOpeyHaTa PYRKIMA,

B mnarocpoyno, nianebo-koHTponupano upoyusase (PRAISE-2) ¢ amnoaunvse npu nauuents ¢ NYHA
(New York Heart Association Classification) knac Il u IV ¢hpleuna Be10¢TATHYHOCT, ¢ HEHCXEMHYHY
STHONOTHA, aMIOTHITHH CE CBBP3Ba ¢ HOBHINEH bpoll cholmenns 3a GenoapoGeH OTOK, RBIPEKH JHICaTa
Ha 3HAYHMA PA3JHKA B 4E€CTOTATa Ha BIOIIaBalla ce CHPAeYHa HeNOCTATEYHOCT B CpaBHeHue ¢ Tianedo.

BHHMaHHE NpH TaHeHTH ¢hC 3aCTORRA ChpAcHHE HETOCTATRYHOCT, Thil KATO MOTAT 4a I
6BaeInH CEPASYHO-CHAOBH CHOMTHSA M CMbPTHOCT,



AOpTHa 1 MUTpaINA Kialua CTeH03a
Kaxto npu BCHYKH ApYTH Ba30HIATATOPH € HeOOXOAMMO CITA3BaHe Ha CIEUHATHY PEANA3HH MEPKH npu

TMAUHCHTH, CTPAfAallH OT MUTPANHA KJanHa CTEH038 MITH 352 THMa a0pTHA CTEH03d, KOSTO He ¢
BHCOKOCTCIICHHA.

HeoitHo 6lokupane Ha peHHH-AHTHOTEH3HH-ANNOCTEPOHOBATA CAcTeMa (PAAC)

Hwma nauny, ye enuospeMednara ynorpeba va ACE muxuGuropn, APE Wi anickupes NoBHITABA PHCKA
OT XHIIOTOHHA, XHNEPKATHEMHs ¥ HaMaABaHe Ha OnOpeunata dyHkuks (BRMIOYHTENHO OcTpa 6hGpeuHa
HeA0CTATEYHOCT). [Topanu ToBa He ce MpenophuBa ABoHHO Gnokupane na PAAC upes komMGuuupana
ynorpefa na ACE unxuburops, APB unn anuckupeH (BX. Touku 4.5 1 5.1),

AKko ce nipeileHH, e TepanuarTa ¢ apo¥iHo Gnoxnpade e aGeomoTHo HeoGxoanMa, ToBa TpaOBa fa crasa
caMo noA HabMoAeHRETO HA CTIERHAIACT H NPH 9eCTO BHHMATENIHO MOBHTOpHpaue Ha 616peynara
GyHKUMA, eNeKTPOTHTHTE H KPbBHOTO Hansrare. ACE unxuburopnre 4 APB He Tpa0ba na ce M3Mon3Bar
€AHOBPEMEHHO NIPH NAllMeHTH ¢ JuaberHa HedponaTHa,

AMITopummin/BancapTas He € NPOY4BaH IPH IPYTH IPYIH OT MaUUEATH OCBEH TAKHBA ¢ XHIICPTOHHA.

4.5 BsaamojeiicTBRE C APYrH IEKAPCTBERH NPOAYKTH H APYTH GOPMEA Ha B3IaEMOzelicTBHE

BsanmoneficTeng, oO1Un 3a koMOMHAMATA
He ca npopexaasy 1poyuBaHns 3a JeKapcTBEHITe B3aMONEHCTRIA MeXTY aMIOMUIIMH/BATICAPTAH

APYTH JCKAPCTBSHE NIPOOYKTH.

Ha ce e3eme npedsud npu eQHOBPEMERRO RDUROHCEHYE

Apyau anmuxunepmensuenu cpedcmea

Yecro ynotpebsaBaHuTEe aHTUXHNEPTEH3URHH CPEACTBA (Hanp. anda GHOKepH, AUYPETHLH) H APYTH
JIEKAPCTBEHY MPOAYKTH, KOMTO MOTAT [a NPEAU3BHKAT XUNOTEH3UBHH HEKSTAHH Peakiyy (Hamp.
TPHUMKIIHYHHA aHTHASTpecanTy, anda 61okepu 3a seueHue Ha ROOPOKAYECCTBEHA NPOCTATHA
XMIEPIIA3HA), MOT'AT 12 IOBHINAT AHTUXHIIEPTEH3MBHIA eeKT Ha KOMOHHaNKATA.

BsauMogeficrang, CBBp3aHH C AMIONHITHE

He ce npenopvusa ednpspexenno npunoycenue

Tpedingipym unu cox om zpetingpym

He ce mpenoprika eAHORpeMeHRaTa yioTpefa Ha aMIONHNMH ¢ rpeiindpyT UK cox oT rpedndpyT, Thit
KaTO NpY HAKOH NAIHeHTH OHOHATHYHOCTTA MOXE [Id CE MOBHIIH H A3 A0BEHE A0 3aCHIIBaHe Ha
AHTHUXHIICPTEH3NBHATE eQeKTH.

H3uckea ce noguwieno ruManue npu eOHOSPEMEHHO NPUNOJICENUE

CYP3A44 unxubumopu

EnnospemennaTa ynorpeba Ha aMNoJMNHH CHe CWIHK Ml yMepeHn CYP3 A4 naxuGrropy (npoTeaiun
BHXMOMTOPH, a30JTHH IPOTUBOrLOHUHH CPeICTBA, MaKPOIHAH KATO SPUTPOMMIMH HAM KIAPHTPOMUIMHH,
BepanaMpa By JHITHAIEM), MOKE Ja JOBEAS O SHAYHMO YBEINUABAHE HA eKCHOIHLMNTA Ha aMIOIRITHH,
Knynuunata 3aBHCHMOCT Ha Te3H (apMakOKHHETHYHY BapHAIMA MOXKE 13 & IO-H3paA3eHa 1pu
NauHEHTHTE B CTAPUECKA Bb3pacT. ToBa MOXE 2 HANOXKHA KIMHHYHO NPOCienasaHe ¥ KOPEKIHUs Ha
Jo3ara,

CYP3A44 undyxmopu (anmuxoneyicanmu (nanp. xapGamazenun, Genobapbuman, genumoun,
ocdenumoun, npumuoon], pupavnuyun, Hypericum perforatum (¥coam kanmapuow)



IIpy eanoppemenHO npuiarase Ha H3BeCTHH HHAYKTOPH HAa CYP3 A4, nia3MeHaTa KOHIEHTPALHA Ha
aMJIOJMNIMH MOXe 1A BapHpa. [lopanu ToBa, KPHBHOTO HalsiTaHe TPAOBA 1a e CeiH U [ Ce perynupa
JI03ATa KaKTO [0 BpeMe Ha, Taka M cliell SAHOBPEMEHHO NpPHIaraHe, 0COOSHO Che CUITHH HHAYKTOPH Ha
CYP3 A4 (nanp. pudammuitan, Hypericum perforatum).

Cumaacmamun

MHOrokpaTHoTO NpHIcKeHHe Ha amnomunuye 10 mg enHOBpeMenHO ¢bC cUMBacTaTHH 80 mg nosuIIasa
che 77% eXCo3MUUATA HA CHMBACTATHH CIPAMO CAMOCTOATETHOTO [IPHNOKEHHE HA CHMBACTATHH,
[Mpenoprusa ce HaMalsBane Ha R03aTa HA CHMBACTATHH R0 20 Mg AHEBHO HpH TAHEHTHTE Ha TEYEHHE ¢
aAMIIOAHITHH.

Hanmponen (undpysun)

I1pH >k#BOTHY c& HADMOAABAHH NETaHA KaMepHa GHOPHIALNA B CBPAESHO-CHIOB KOJAIC, CEbP3AHH C
XHIEPKATHEMHS Clie] NPHIIOKEHHe HAa BepallaMii M HHTpaBeHO3eH RaHTposneH. [Topany puck o1
XHITEPKATHEMHEA, C€ NPENOPRYBa 13 ce H30Arsa eZIHOBPEMEHHOTO NPHJIOKEHME ¢ AHTAIOHHCTH HA
KAIIHEBHTE KaHANK KATO aMNOAUNKH IPH NANMEHTH, NPEAPasoNokeHH KbM MaIiHEHa XHIEPTePMHS H
IIPH OBIA/IABAHE HA MAJIHTHEHA XUTIEPTEPMHL.

La ce e3eme npedeud npu ednospemenna ynompeba
Hpyeu

[Npu kAMHEYHA TPOYYRAHKA 32 B3AUMOLCHCTBHA, AMIOJNNNH He TIOBHABA (apPMAKOKHHETHKATA Ha
aTopBaCTATHH, AMTOKCHH, Bap(apuH HIH UUKIOCTIOPHH.

BaanmopaeticTend, cepp3any ¢ paicapras
He ce npenopvusa ednospemennama ynompeba

Jumuti

Crobmasa ce 3a 00paTHMO NOBHINABAHE HA KOHICHTPAIIMATA Ha JTUTHIL B CEPyMa M TOKCHYHOCT TIPH
€QHOBPEMEHMO NpHiiarale Ha JUTHA ¢ MHXMONTODH Ha AHTHOTEH3MH KOHBEPTUPALHS SH3HM HITH
aHrHOTeH3UH 1 pellenTOpHY aHTArOHUCTH, BKSTIOYHTENHO BancapTaH. JIopaan TOBa Ce Ipenopsyba ‘
BHHMATEIHO IPOCNesBaHe Ha CepyMHHTe HUBA HA IMTHIT IPH eJHOBPEMeHHa yroTpeba. Axo ce npunara
H JHY PeTHK, PHCKBT OT JIHTHEBA TOKCHYHOCT € BE3MOMKHO JOMBIHUTENHO Ja Ce MNOBHIIH IIPH NPHEM Ha
Humepam,

Kanuti-coxpanagawu ouypemuyy, karuesu 000agKY, 3aMecmumeny Ha conma, COsprCauu Kanut u
Opyeu gewjecmea, KOUmo Mozam 0a NOBULLAM HUGAMA HA Kanuli

Ax0 B KOMOHHAIHA C BAJICAPTAH Ce MPEANHCRA TeKAPCTREH NPOAYKT, KOWTO OBINABA HABATA HA KATHH,
¢€ NpEenoprYBa KOHTPO Ha ITA3MEHYTE HHBA Ha KamHil.

H3ucrea ce nosureno erumante npu eOHospeMenng ynompeba

Hecmepoudnu npomuaoervanarnumennu rexapemeenu npodyxmu (HCIIBC), exmousausu cenexmusu
COX-2 unxubumopy, ayemuncanuyunoeq xuceiuna (>3 g/oen) u necerexmuenu HCIIBC

Moske na ce HabmoAaBa 0Tcnabpane Ha AHTHXUIEPTEH3HBHUA e()EKT, KOraTo aHTHOTeH3uH 11
AHTArcHACTHTE Ce npunarar eaHoepeMerHo ¢ HCIIBC. Ocren ToBa, eqHoBpeMenuara ynorpeba na
anrvotensuy [ anraronvctn ¥ HCTIBC Moxe na nobene o NOBHIIEH PHCK OT BIONIABAHE Ha
Onbpeynara hyHKIHA B NOBKIIABAHS HA CePyMHHs Kannl. ClefoBaTeNHo, ce Npenophusa MOHUTOPHPaHE
Ha 6uOpeynara QyHKIMA B HAYATOTO HA ICYEHHETO, KAKTO M BJICKRATHA XUAPATAMA HA NALHEHTA.

Huxubumopu na vnmeiix mpancnopmepa (pUGamnuyun, Yuknocnopun) ui eprykCHus mpancropmep
{(pumonasup)
Pesynratute oT in vitro npoyyusaHe ¢ TEKaH OT Y0BELIKA 9epeH ApoS nokassa, 4e panca,
Ha YepHOAPOOHUA BITeiik TpaHcmoprep OATP1B1 1 #a uepHoApoGHEA edutykcen Tpan




EXHOBPeMEHHOTO NIPHIONKEHHE ¢ HEXHONTOPH Ha BIITEHK TpascnopTepa (pHPaMIKIKEH, DHKAOCTIOPHH)
HiH euykCHHS TPaHCHOPTEp (PUTOHABHP) MOXE Na NORHINA CHCTEMHATA €KCNOZUIMA Ha BAJICAPTaH.

Haotino baoxupare na PAAC ¢ APE, ACE unxubumopu unu anuckupen

JaHHH 0T XIHHHYHY IPOYYBAHHUA MOKA3BAT, 4e ABOHHOTO Onoxupane Ha PAAC upes komGuuupanara
ynorpeda na ACE unaxuGuropu, APB WM aJIHCKUPEH ce CBBP3Ba C O-BHCOKA UECTOTA HA HEeXeNaHH
CHOHTHA KaTO XMIOTOHMA, XHNEPKAIMeMHA ¥ HamaNdBare Ha On0peunata GyHKIMA (BKMOUNTENIHO OCTPA
6B0pedHa HEOCTATEHHOCT), B CPABHEHNUE ¢ ynioTpefaTa caMo Ha eIIHO CPeACTBO, NeHCTRAIO BRPXY
PAAC (Bx. Touxn 4.3, 4.4 | 5.1).

Apyeu
IIpn MoOHOTEpaIHs ¢ BANCAPTAH HE & YCTAHOBABAT KNMHHUYHO 3HATHMK B3aHMOJAESHCTBHS ChC ClIeAHNTE

BeIlecTBA: UHMETHHH, BapdapaH, Gypo3eMu, IMIOKCHH, aTeHOIO0N, MHAOMETALMH, XHAPOXIOPOTHAM,
AMJIOHITHH, TAHOSHKIaMHEA.

4.6 DepraianTer, GpeMEHAOCT H KhPMEHe

BpeMenHoCT
Amroounun

BesonacuocTTa Ha amnoaunyH N0 BpeMe Ha OPEMEHHOCT [IPH XOpa HE e yoTaHoBeHa. B npoyusanis Iipy
KMBOTHH, IIPY BHCOKH JI03H € Ha0monapana perpoayKTHBHAa TOKCHIHOCT (RK. To4Ka 5.3). YnoTpeba no
Bpeme Ha OPeMEHHOCT ce MpeNnopbyBa CAMO KOTATO HAMa 10-6e3011acHa a/ITePHATHBA B KOTATO
3a00/BAHETO CAMO 10 Cefe CH HOCH MO-TOMAM PHCK 3a MalikaTa B Iioaa.

Bancapman

Ynorpebara na aHruoten3us I penentopid anTaroHHCTH (AIIRA) He e npenopr4Ba 0 BpEMe Ha
N'bPBMA TPHMECTHP Ha OpemerHocTTa (BX. Touka 4.4). Ynotpebata na AIIRA e npoTusenokasana o
BpPEME HA BTOPHA H TPETHA TPHMECTEP 0T OpeMeHHOCTT2 (BX. Tovku 4.3 1 4.4),

EnuneMuoIora4HKTe JaHHH 38 PHCKA OT TEPRTOreHHOCT cnex excriosrnng ya ACE uHxubutopu no
BpeMe Ha bPBUA TPRMECTHP 0T GPEeMEHHOCTTa HE BOAST IO OKOHYATETHY 3aKII0UEeHNN; BbIPEKH TOBA,
MaIKo MOBHIUIEHHE HA PHCKa He MO3Ke Ja Ce H3KJIIOUH, Bpnpexy d9e HaMa NaHHHA OT KOHTPOIHpaHH
eMAAEMHOIOrAYHE ApOYYBaNHA 32 pHCKa npH aaryoTersny Il penentopanTe aATarodrcTy (AITRA)
10z00eH pHCK MOJKe Aa CHUIeCTBYBA 32 TO3W KJIAC JIEKAPCTBEHH NpoAyKTH. OCBEH aKO NPOIBIKABAHETO
Ha AIIRA Tepanuara He ce cMeTHe 3a XHIHEHO BaXHO, NAIMEHTHTE ¢ MlaHupaHa GpeMensocT Tpabea aa
OPEMHHAT Ha ANTePHATHBHO AHTHXHIICPTEH3UBHO NIeUeHUE, KOETO HMa YCTaHOBEH npodun Ha
HelonacHoCT NpH OpeMeHHOCT. AKO ce yeTaHoBH OpeMennocT, nedennero ¢ AIIRA tpabea aa ce
npeycTanoBy He3a0aBHO H, aKO € YMECTHO, fia Ce 3anoyte AlTepPHATHBHA Tepanusl.

Excnosuunsra Ha AIIRA o gpeme Ha BTOPHS U TPeTHS TPUMECTHD Ha OPEMEHHOCTTA MOXKE A8 JOBENE 110
berorokcuuHOCT (HamManenne Ha OnOpeunara QyHKLMN, OMMroXHIPAMHUOH, 3a0aBeHa ocH(HKAASL Ha
vepena) U HeOHATaTHAa TOKCHYHOCT (6H0peYHa HeAOCTATHYHOCT, XUIIOTOHHA, XUIEPKATHEMHS) (B, TOYKa
5.3).

B ciryuaii e ce ycTaHOBH excno3nLun Ha AIIRA oT BTopus TpuMecTsp Ha GPEMEHHOCTTA, CE NMpenopLYBa
npobepka Ha 60peunara dyHKIA W Yepena Ha IOk Ypes YITPasByK.

Hosoponesw, uniito Maitkn ca npuemanu AIIRA, TpabBa BHAMAaTenuo fa 6B4aT HAOMOABAHH 33
XHNOTOHHA (BXK. TO4UKH 4.3 u 4.4).

KnpMene




AMIIOIMINH Ce eKCKPeTHPA B MaliuuHOTO MIAKO. KONHYECTROTO, IPHETO OT HOBOPOACHOTO,
NpOTIOPUHOHAIHO Ha J03aTa, MPHETa OT Malikara ¢ H3YACHeHO B HHTEPKBAPTHICH HHTepBat 3 — 7% Ao
MaxcamMyM oT 15%. EdekrsT Ha aMnoAHNHE BEPXY HOBOPOZEHOTO HE € H3BecTer. Hama Hanudna
HHbOpMAIMA OTHOCHO H3NON3BaHeTo Ha [JunepaM no BpeMe HA KbpMeHe. 3aTosa Jlunepam He ce
NpenophyBa M ¢e NPEANOYATAT AITEPHATHRHY TEPATUH ¢ N0-106pe YeTaHOBEHH Mpoduiid Ha
0e30macHoCT 1o BpeMe Ha KhpMeHe, i CHISUHANTHO HPH KbPMEHE HA HOBOPOACHO WIH MPEXAEBPEMEHRO
pPOIIEHO TeTe,

®eprunurer
HaAMa KnMHHIHA NPoyYBaHHA OTHOCHO BIHMSHWETO Ha aMIOMHIUH/BAICAPTAH BBPXY epTwinTeTa,

Bancapman

Bancapras HAMa He:KeNlaHu peakuH BBPXY PelPOAyKTHBHATA CHOCOGHOCT HA MBKKH H JKEHCKH ILTHXO0BE
OpH NpHeM Ha nepopatHn fosH xo 200 mg/kg/neH. TasH 1osa € 6 0bTH MAKCHMATHATA [IPENIOPLINTETHA
033 TIPY X0Pa, onpesesexa na 6asa mg/m* (H39MCTeHHETO € 38 MepopatHa £o3a oT 320 mg/aeH |
nanuent ¢ Terno 60 kg).

Amnodunun

[1py HAKOHM MALHEHTH, NEKYBaHH ¢ 6/I0KEPH Ha Ka/IUHEBHTE KaHANH, ca ChOOLeHH OBPATHMH
OROXUMHYHH MPOMEHK B [MTABHYKATA Ha cniepMaro3onaure. KiiMHWYRYTE JaHEH €A HEAOCTATHYHNA 10
OTHOLICHHE HA MOTeHUHATHHA edeKT Ha aMROAHIHH BBPXY deprunurera. [Ipn enHo npoyusane Npu
NIBXO0BE Cd YCTEHOBEHH HEKEIaHH peakiii BhPXy GepTHiIHTeTa NpH MBXRKHTE (BX. Touka 5.3).

4.7 Edextd 8bpxy cnocobrocTTa 32 Modupane B pabora ¢ MamuEn

Tauuentyre, KOHTO HpieMar Jlunepam v mopupar Hix paboTaT ¢ MAIMUHA TpAGBa 14 HMAT NPEABUN, He
MOHAKOTE € Bh3MONHO Ja C& NOABAT 3AMATHOCT HIIH YMODa.

AMIIORHIHE MOXKE A2 HOB/IHAE B tnaba 10 ymepesa cTeneH criocoOHoCTTa 32 modupade H paboTa ¢
MAUIHHK, AKO D2UHEHTHTE, DPHEMALIA AMIOUITHA, TTOMYYAT 3aMatHOCT, Iiapobone, yMopa WK rajexe,
CITOCOGHOCTTA HM Xa pearpat Moxe na bbie Hapymena.

4.8 Hexenannr nexapcTeenH peaknuy

Pestome Ha npoduna ua bezonacHocT

BesonacHocTTa Ha aMJIOIMIHE/BANICAPTAH € OIIEHEHa B NeT KONTPONMPaHH KIMHUYHH TIPOYYBAHMA C

5175 nannent, 2613 oT XOUTO NOTyYaBaT BaACAPTaH B KOMOHHAIMA ¢ aMIogunHH. ClIeRBUTE HeXeaaHN
peaknMH ¢a CUETCHH 33 Hali-4ecTo BR3HHKRAINY HUITH ¢ Hali-roNaMa 3SHAYHMOCT, WK KATO HAall-TeXKH:
Ha30(aAPHHTHT, TPHI, CBPBXYYBCTBHTENHOCT, INaR00OIE, CHHKOIL, OPTOCTATHYHA XUITOTOHHS, OTOK,
3aCTOCH OTOK, OTOXK Ha NHICTO, nepud)ep}m OTOLH, YMOPAa, 3a9CpBABaHe, CJ1a0OCT B TOIUIH BLIAHM.

Taﬁnquﬂ CIIUCBK HA HEXENAHUTE PCakIIny
Hexenanure NEKAPCTREHN PEAKLIIMY Ca TOJPEAGHH 110 4ECTOTa, KATO € U3TION3BaHa CHeTHATA KOHBEHIIHA:

MHOro 9ecTh (21/10); uectn (>1/100 mo <1/10); Hevecrn (21/1000 mo <1/100); peaxn (>1/10 000 o
<1/1 000); muoro penxu (<1/10 000); ¢ HeuspecTHa Yectota (0T HAMMYHATE JAHHA HE Moxe Aa Oble
HaIpaBeHa OLeHKa).




MedDRA Cacremo- Hewenann YecToT
OpramReH Kjaae PEAKTHE AMIoREIYA/ | AMIOXANHEA Banacapran
Baiacapras
Undexumn 1 Haszodapuurur Yecmn -- --
HHGpeCTAHH Tpun Yectn - -
Hapymenns Ha xppara | [ToHMxen - - C HemspectHa
4 uMgHATA CHCTEMA XeMOIobHE 3 4ecToTa
XEeMaTOKPHT
JleBroIEHHS -- Muoro peaku -
HeyTtponenus - - C HeWsBecTHA
4ecTOTa
TpombounTonenus, | -- MHoro penxe C HeM3BecTHA
MOHAKOTA ¢ 4ecToTa

Typrrypa




Hapymenus na CrpbxuyBecTBHTEN- | Peaxn Msuoro peaxan C HenspecTHa
HMYHHATa CHCTEMA HOCT 4ecToTa
Hapymenus na Anopexcus Hexectn - -
MeTabonuzma XunepxanuneMus | Heuectn - -
XpaHeHeTo Xuneprinkemest - MHoro peaku -
Xunepmunuaemus | Hevectn - -
XUITepyPUKeMHA Hegectu — -
XunokanHeMus Hectn - -
XunoHaTpHeMus Heuectn ~= -
Hewxyauy napymenus | enpecus -- Heuectn --
TpeBoskHOCT Penku - -
bescoHue/HApyme- | -- Hegectu -
HHA H2 CHHA
ITpomenu B - Heyecta -
HACTPOEHHETO
O6®pkanoCT - Penke --
Hapymenns Ha Hapyinena Hegectu - --
HepBHATA CHCTEMA KOODAHHALMA
Jamasnoct Hevectn Yectu -
Hocrypanga Heuectn - -
3AMASHOCT
Jucreysns - Heuecrn -
ExcrpamnpaMuneH | - C HewspecTHa -
CHHIPOM 4eCToTa
I'nasoGonne HecTr YecTn -
Tlosuiey - Mpuoro penku -
MYCKYIeH TOHYC
TTapecresnn Heuectrn Hezecta -~
Mepudepua - MHoro peaku -
HEBPONATHA,
HEBpONaTHA
CoOMHONIEHTHOCT Heuectn Yectu -
Cuaxon - Heuectu -
Tpemop -~ Heuecty --
XunoecTesHs -- Heuectu -
Hapymenud Ha ounte 3puTento Pemxu Heuectn -
HapylueHne
3putenso Heuectn Heuecrn --

yBpEKIAHE




Hapymienvs Ha yX0TO H
NabupPHHTA

Illym B yIuuTe

Penxu

Heuectn

CaertoBppTex

Hedectn

Hewectn

ChpneyHH HapyleHAs

Tamuuransy

Heuectn

Cuyron

Penxu

Taxukapmuas

Hewectu

ApuTMEN
(BKMIOYMTENHO
Opanukapans,
KamepHa
TaXHKap/HA U
TIPEACHPAHO
MBRIEHE)

MHoro peaks

Muoxapnen
nabapkT

Mnoro penxa

ChI0BH HapyLIeHus

Jadeprspase

Yectn

XunotoHud

Pepxu

Hegectn

OprocraTutma
XHIOTOHUS

Heuecru

Backynur

MHoro peaku

C HeH3BecTHA
YeCTOTa

Pecnupatopuu, rpnauy
W MEZHACTHHATHH
HapylmeHHs

Kamnuua

Hedvectnn

MHOro peikn

Hevectn

JucnHes

Heuectn

dapaHTONAPUH-
reanda Gonka

Hevectu

Punur

Heuectn

CromamHO-1peBHE
HapymeHHs

Cromamen
uckomdopr,
Gonka B rophara
4acT Ha XxopeMma

Heuectn

Yectn

Heuectn

IMpomeny B
4YPeBHATA
TIepACTAITHKA

HeuecT

3anex

HewecTn

JAuapus

HeugecTn

Heuects

Cyxota B ycTara

Hedectn

Heuectn

MCTICTICHA

Heuectn

lacTpuT

MHoro peaxu

Xunepnnazus ua
BEHIIMTE

MHoro peaxu

Tanene

HeuecTn

YectH

TaukpeaTHy

—

MmHoro pegkn

Hopphuiane

—

Heuecrtu

XenaTo-GunuapEu
HapyineHAs

OTtknoHends B
yepHOApoOHATE
$yHKIMOHANHI
NoKa3aTelHu,
BXJIIOYHTETHO
TIORHIARAHE HA
OnmmpyGuna B

KPBRTA

MHoro peaku*

C HewsBecTHA
4ecToTa




Xematur -- MHOrO peakH -
HuTpaxenaraina - Mmoro pesiku .-
XonecTasa,
HbJTEHUIIA
Hapyumienns Ha koxara | Asonenns - Heuectu --
H NIOJIKOXKHATE, TRKAH AnrroeneM - MHroro penxu C HemamecTHA
"ecTorta
BynoseH nepMatut | — - C menssectHa
yecToTa
Eputem HeuectH - -
Epurtema -- Mtroro peaxu -
MyJaTHhOpME
ExsanteM Peaku Heuect --
Xunepxuaposa Pearu HegectH -
Peakuy HA - Heuecrn --
doToryBCcTRHTEA-
HOCT
Npypuryc Penxu Heuectu C BeusBecTra
9eCTOTa
Hypnypa -- Heuectn -
O6pus Heuectn Heusectu C nen3BecTHA
HECTOTA
TIpomana B useTa -- Heuectn -
Ha KOXarta
Yprukapus u - MpHuoro peaku -
IPYTH BHIOBE
ofpus
Excdonnatupen -- Mpuoro peaxn -
JEePMATHT
CHHApOM Ha - Muoro peaxa -
Stevens-Johnson
Enem na Quincke - MHoro pegkn -
Tokcuuna - C HeM3BeCTHA --
enuAepMaHa HECTOTa
HEKPOIH3a
Hapyienus ua Aptpanrus Heuectn Heuvectn -
MYCKYIHO-CKeneTHata | Bonka B repba Hedgecru Heuectn -
CHCTEMA H OToK Ha cTaBHTE Hedectn - -
CHEAMHHTE/THATA ThKaH | MyckynuH ciiasvu | Penkn Heuectn -
Muanrug - Hevecrtn C HewsmeCTHa
4eCTOTa
OTOK Ha rNe3eHuTe | -- Yectu -
Yceiane 3a Texect | Peaxan -- -
Hapymenns ua HMosuinex - = C nenspectHa
6nlpenure i KpeaTHHHH B 4ecToTa
MHKOYHHTE NHTHLIA KpBETA
MukgHOBERH - Heuectu
HapylIeHus
Hokrypus - Heuectn




[Tonakuypus Penxu Heuectu --

[Tonuypus Penku -- --

bn6peuna - -- C Heu3BecTHA

HEJIOCTaTLYHOCT H 4ecToTa
BpeXkIaHe

Hapymenus na HMnoreHTHOCT -- Heuectn --
Bb3MPOHU3BOAUTEIHATA Epextinna Penxu - -
cHcTeMa H rbpjara auchyHKUMA
I'mHekoMacTus -- Heuectu -

OOy HapyIeHns u Actenus Yectu Heuectn -
edexTH Ha MaAcToTO HA | JluckoMopT, -- Heuectn -
TPHIIOKEHHE o6uo
Hepas3noJokKeHHe
YmMopa YecTH Yectu Heuectn
OTOK Ha JTHLETO Yectn -- --
3auepBsBane, Yectn -- --

TOIUTH BBJIHH
Bonka B repauTe, - Heuectu -
KOSITO He e
CBbp3aHa CbC
ChpLETO
OToxk Yectn Yectu --
[Tepudrepen otok YecTH -- -
Bonka -- HeuecTn --
3acToeH 0TOK Yectu -- --

Hacnensanus [ToBuiaBaHe Ha - - C nen3BecTHa
KaJlus B KPbBTA YecToTa
YBenuyaBaHe Ha - Heuectu -

TEJECHOTO Terjo
Hamanssane Ha - Heuectn -
TEJIECHOTO TErJo

* Haii-vecTo cBbp3aHO ¢ XosecTasa

Honbennurtensa uudopmarus 3a KoOMOUHALHMATA

IMepudepen enem — no3Hara He)xelaHa peakiiusa Ha aMJIOJMITHH — KATO IO ce Hab/Ii0/1aBa B N0-HHCKA
CTEMNeH Ha 1osBa MPH NalHEeHTHTE, MOoJy4yaBaly KOMOWHALNSA aMIIOAUITHH/BANCAPTaH, OTKOJIKOTO MPH
Te3H, TIOJy4aBalii caMo aMNoAUNuH. B 1BoiiHO-c/ieny, KOHTPONHPaHH KITMHHYHH TIPOYYBAHHMS, M10SBATA
Ha nepudepeH eleM Cnopea 403aTa e KakTo clie/iBa:

% oT nauuenTHte ¢ nepudeper | Bascapran (mg)
i 0 40 80 160|320
0 3,0 5,5 2.4 1,6 0,9
Amuonunus (mg) 230 8,0 2.3 5.4 2,4 3,9
e 3,1 4.8 23 251 2,4
10, o
10 0,3 NA NA 9.0 9,5 /gi'c“m’!ﬂ ﬁox
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CpenunAT NPOLEHT HA OABA Ha NepHpEPEH €XeM, eIHAKBO U3MEPEH 32 BCUYKH J03H, ¢ 5,1% npu
KOMOHHANHUATA AMIOIRITHH/BATCAPTAH,

JomsaHHTEeAHATA PIHQOQM&_I.IHSI 3a OTACNHHTE CHCTABKH

HexkenanuTe peakiiid, cbo0LIeHH 38 BCAKA OT OTASHHTE ChCTABKH (AM/IOAMNAH UNH BAJICAPTAH), MOraT
Ja ObJaT MOTeHUHAIHK HEXKeAAHH PeakiiHi ChIN0 H OPH NPHIOKEHHETO Ha aMIONUIIME/BAICAPTAH, A0DPY
4 [a He ca HabMmoAasalH B KTHHHYHH TPOYIBAHHA WIH 110 BPEMe HA IOCTMAPKETHHIOBMS IEPUOL,

AmaoQunun
Yecmu CoMHOTEHTHOCT, 3aMagHOCT, NANNATANMH, kopeMua G0iiKa, raJene, OTONH Ha
TVIE3EeHHTS.
Hevecmu Bescphue, IPOMEHH B HaCTPOSHHETO (BXIIOYHTENHO TPEBOKHOCT), NENPEcHS,

TPEMOp, AHCTrEY3HA, CHRKON, XHIIOECTE3Ms, IPUTEIHO HAPYINEHHE (BKNIOUHTETHO
JAUILIONHA), HIYM B YIIHTE, XHIIOTOHMA, JHCTOHEY, pHHAT, IOBPBLIAHE, NHCICNCH,
a10nmen s, MypHypa, NPOMAHA B [[BETA Ha KOXKATA, XANIEPXIAPO3a, IPYPHTYC,
EK3aHTEM, MHAITHA, MYCKYJIHH KpaMIH, 6onxa, MUKITHOHHH HapylHeHus,
YBE/IH1IEHA HECTOTa HA YPHHEPaHe, HMIOTEHTHOCT, THHEKOMACTHS, 5ONKa B
rbpIaHTe, 000 HEPAITONOXKEHHE, YBEINYABAHE HA TEJIECHOTO TEITIO0, HAMATABAHE
Ha TEJIECHOTO TENO.

Pednu Obbprancer.

Mruoeo peoxu  Jleproumronenus, TpOMGOLHTONEHNA, ANEPTHYHHA PEaKIHH, XHIEPTIMKEMHES,
XHIIEpTOHNA, TepHdEPHA HEBPONATHA, MMOKAPIEH HubapkT, apuTMESL
(BinounTenHoe bpatHKapana, KaMepHa TAXHKAPIUA ¥ [IPEICHPAHO MbKACHE),
BaCKYJIHT, NAHKPEATHT, FACTPHT, XHNEePILIa3Ag HA BeHIUTE, XeTIaTHT, XK bITeHANa,
YBENHIEHH YEPHOJPOOHN SH3UMA*, aHrHoeNeM, epHTeMa MyITHGOPME,
YPTHKapR#, exc(oTAATHBEH JEPMATHT, CHHOPOM Ha Stevens-Johnson, enem Ha
Quincke, porouyscTBHTENHOCT.

C reussecmna  TOKCHUHA enHIepMAlTHA HEKpOIH3a

vecmoma

* Hali-gecTe CBBPIAHO C XONecTa’a

CnolmaBany ca OTACNHY Cly9ad Ha eKCTPAIMPAMKIEH CHHIPOM.

Barcapman
c HounxenHe Ha xeMONIO0HHA, TOHKXEHIE HA XeMATOKPHTA, HEYTPOIICHMS,
Heusgecmud  TPOMOOUHTONCHMA, NOBHINABAHE HA CEPYMHMA Kanuii, NOBHIIABAHE HA
yecmoma noxasaTenure 3a 4epHoApobHa QYHKUMA, BKITIOUHTENHO NOBHINABAHE HA CEPYMHMR

Ounupy6un, 656peura HeIOCTATEYHOCT H YBPENKAaHe, MOBUINABAHE HA CEpyMHHA
KDEaTHHHH, AHTHOENEM, MHAIITHA, BACKYJIHT, CBPBXHYBCTBUTEIHOCT, BKIIOYWTEIHO
cepymHa Sonect.

Cpofmapane Ha MONO3NPAHHE HexeNlaHH PeakIuu
CrobuiasaneTo Ha nOJO3MUPaHN HeXelaHH PeaKiiuy Cle]l paspelilaBane 3a ynoTpeba Ha neKkapcTBeHus

OPOJYKT € BaxXHO. Topa no3somiBa Aa MPOALDKH HaGIOAEHHETO HA CLOTHOIEHUETO NON3a/PrCK 34
JEKAPCTBEHHs NPOAYKT. OT MeIUUMHCKHTE CIETHANKHCTH C€ M3UCKRa Na Cho0MaBaT BeAKa NoA03HpaHa
HejKe/laHa Peaxi/is upe3 HALMOHATHA CUCTEMA 3a ¢holiiaBare KbM M3anbsnHuTe THATA ATEHIIHS MO
JexapcTsara, yu. . JJamsan Ipyes” Ne 8, 1303 Codma, ren.: +35928903417, yebealit: www.bda.bg.

4.9 Ilpenosnpape

CumnroMu




Hsma on|T Chbe CTyuan Ha OpeosHpaHe ¢ aMAoZMNHK/BaNCapTaH. I ABHMST CHMITTOM Ha NPEI03HpaHe C
BAJICAPTaH BEPOATRO € ¥3PA3€Ha XHIOTOHHA H 3aManrocT, [Ipegoanpanero ¢ aMaAOSHINE MoxXe Ja nosefe
IO excTpeMHa NepudiepHa Basofuraraliig H BEPOATHO pegieKcHa Taxpxapand. MMa crobinenns 3a
CNy4ad Ha H3pa3eHa H MIOTEHIHAIIHO YABIKEHa CHCTEMHA XHHOTONHS ROCTHTAIEA 10 HOK ¢ (haTanen
H3XO0L,

Hexapruorenen Genoapoben 0TOK ce cho0LIaBa PpAAKO KATO OCHEAHIE OT Mpelo3upate ¢ AMIOIHIHH,
KOHTO MOXE JIa c& NPOSBH chbe 3a0aBeHo Hauano Ha edexra (24-48 vaca cnex mOrnsilaHe) # Xa HIUCKBa
H3KYCTBEHA BeHTHNAnMA. PaHudTe peaHMannoHHN MePKH (BKIIOYHTENHO HATOBAPBAHE C TEYHOCTH) 32
TOARbpKAHE Ha nepdry3ndra M ChpaeyHnd 1ebut Morat Aa GbaaT yekopsBamy PakTopH.

JeveHne

AXO IPOOYKTHT € NOTBIHAT HACKOPO MOTAT Aa ce 00CHKIAT CTUMY/IHPAHE HA OBPBUIAHETO MK
CTOMaLIHA NPOMHBKA, [IPHIIOKEHHETO HA BKTHBEH BBIAIEH IIPH 3paBH JOOPOROIIM HENOCPEACTREHO WK
JI0 B Yaca cne NOTTBIIAHETO Ha aMIIOHITHH, 3HaY¥MO HamMandea abcopbuuara My, Knunuuudo
3HAYHMATa XMIIOTOHUA NOPalH NpeaosHpane ¢ JlunepaM n3uckBa aKTHBHA ChPAEYHO-CHA0BA
PeaHHMalHs, BKTIOUBAIIA YECTO KOHTPOTHpPaHE Ha ChPAEUHATA U ANXaTenHa (yHKUNA, NOBANTaHE Fa
KpalHuI{HTe ¥ BEHMAHHE 110 OTHOLICHHE HA IHPKYNATOPHHA 06eM r anypesara. [TpunoneHneTo Ha
Ba30KOHCTPUKTOP MOXKE Aa € OT 10134 34 Bb3CTAHOBABAHE Ha ChJOBHA TOHYC H apTEPHAITHOTO HAMIFAHE, B
cirydali 4e HAMa IIPOTHBOMOKA3AHHUA 32 NPUIOKEHAETO My. VIHTpaBeHO3HOTO NpHIOXKeHNe HA KAJIUHEB
rJOKOHAT MOXe J1a € 0T N0JI3a 3a npeojonsnane Ha edekra oT 6noKagaTa Ha KaIHEBHTE KaHAH.

Bancap'raﬂ H aMNOJHIHH HE Ce OYUCTRAT ITPH XeMOqHaTH3a.

5. (@APMAKOJIOTHYHH CBOMCTBA
5.1 ®apmaxoagHaMuEINE cBONCTBA

dapmakoTepaneBTHYHA rpyna; CpeacTBa NOBIHABAIIM PEHHH-AHTHOTCH3MHOBATA CACTEMA, GHIHOTEH3HH
I anTaroRuCcTH, KOMORHAUHH; AHrHOTEH3HH [ auTarorucTH H 610KepH Ha xanuMepnTe KaHamd, ATC kox:
C09DB01

HAunepam e koMOUHANMA OT IBE AHTHXUIEPTEH3UBHH CHCTABKH C JOMJIBALL C& MEXAHHILM HA KOHTPOI
Ha apTepHATHOTO HalsiraHe NpH NAlHEHTH ¢ SCeHIHATHA XUNEPTOHHA: aMAOKHIHE NPHHAAEKH KbM
KNaca Ha KAJUHEBUTE AaHTATOHUCTH, @ BAICAPTaH KbM K4aca Ha anruoteHsyH {1 aHraroHucTHTE,
KoMGrHamMATa OT Te3H CHCTABKY HMa ANUTHEEH aHTUXHIEPTEHAnBEH ediekT, KaTo HAMalABa
APTEPHANHOTO HANATAHE B TIO-TOJBIME CTENEH OTKOMKOTO BCEKH OT KOMIOHEHTHTE IT0 OTAeAHG.

Amnonunun/Bancaprau
KombuHanmaTa Ha aMIOIUITMH 1 BANCAPTaH IIPEAH3BAKBA 10303aBHCHMO AIHTHBHO TIOHIKEHHE Ha

apTepUaNHOTO HAAraHe B PAMKHTE Ha TEPANeBTHHHMS J030B HHTEPBATL. AHTHXHIEPTEHIHBHIAT eeKT Ha
€/JHOKPATHA 034 OT KOMOMHALMATA c€ 3aboka B NPOABIDKEHHS Ha 24 aca.

IInayeb6o-xoHmponupanu usnumeanus
Han 1400 nanvenTtit ¢ XUNEPTOHHA Ca TIPHEMANTM AMIOANITHY/BAJICAPTAH BEIHBXK SHEBHO B NBe maleto-
KOHTPOJIMPAHH MPpOYYRaHASA, BrilloyeHH  ¢a BE3PACTHH C IeKa K0 YMePEHa HeyCNOKHEHA eceHIMaNHa

XHNEPTOHNA (CPEIHO JMACTONIHO HANATaHEe B CEIHAN0 MoNokeHHe 295 i <110 mmHg). He ca Bxnrouenu
RALMEHTHTE C BHCOK CHPASYHO-CHIOB PACK ~ Chp/ievHa HETOCTATEIHOCT, 3aXapes Juaber Th
nexobpe xouTpoampan auabeT THN 2, aHaMHe3a 3a MHOKaPAEH HHMAPKT WIKM HHCYAT B TIOC
roaHHa.




AKMUBHO-KOMMPOTUPAHY USRUMEGHUR NPU RAYUENMYU, HEROBRANU 8 OM NPOBEDEHE MONOMepanus
MHOroueHTpoBO, paHAOMH3HPaHO, AROHHO-CIANO, AKTHBHO-KOHTPOMHPAHO, HAPATeTHOTPYTIOBO
M3NMKATBAHE, OKA3BA HOPMANM3HPaHe Ha APTEPHANHOTO HAATaHe (Hal-HICKO AMACTONHO HAJIATAHE B

ce HATO nonoxenue <90 mmHg B kpad Ha HIMHTRAHETO) IPH NANHEHTH, THETO APTEPHATIHO HATIATaHEe HE
Ce KOHTPOAMpa JOCTATHYHO C BancapTad 160 mg, npy 75% oT naluMeHTHTE, JICkyBaHH C
amnoaunuH/sancapran 10 mg/160 mg u npr 62% oT NaHEHTHTE, IEKyBaHH C aMIOJHIHH/BANCAPTAH

5 mg/160 mg, B cpaBHeHHe ¢ 53% oOT NallueHTHTe, KOHTO OCTABAT Ha Bancaprau 160 mg. Jlo6asgueTo Ha
ammopunuy 10 mg ¥ 5 mg BOIE A0 NOTEIHHTETHO NOHHKARAHE HA CHCTONHOTO/MHACTOHOTO KPBBHO
HaJjisraHe ¢boTBeTHO ¢ 6,0/4,8 mmHg u 3,9/2,9 mmHg, B cpaBdeHHe ¢ DALIVEHTHTE, KOUTO OCTABAT HA
TepanusA caMo c BancapTas 160 mg,

MHoronenTposo, pakoMAZHPaHO, ABOHHO-CIIATO, AKTHBHO-KOHTPOIMPAHO, NAPATETHOIPYTIOBO
H3IIUTBaNE MOKA3BA HOPMaNH3MpaHe HA APTEPHANHOTO HaMrane (Hafi-HACKO AHACTONTHO HAMATAHE B
ceHANO nonaoxerne <90 mmHg 8 kpas Ha HIMHTBAHETO) PH MANHEHTH, THETO APTEPHANTHO HANATAHE HE
Ce KOHTPOAHpPA JOCTATHYHO ¢ amytonuMneH 10 mg, npu 78% ot manneHTHTE, NEKyBaHH ¢
amnoaunun/pancaptad 10 mg/160 mg, B cpaBHeHue ¢ 67% OT NALKEHTHTE, OCTABAINH Ha TEPAITHA C
amnopunue 10 mg. fobagsarero Ha pancapran 160 mg Boju I0 AONMBAHHTENHO IORAKABANE Ha
CHCTONHOTO/IHACTONHOTO Hangrane ¢ 2,9/2,1 mmHg 8 cpaBHenyE ¢ NAUEHTHTE, KOHTO OCTABAT HA
Tepanui camo ¢ aMmroaunuH 10 mg.

AMIOQURHH/BAICAPTAH € H3NHTRAH ¥ B AKTHBHO-KOHTPONUPaHO Npoyusane npH 130 maiuenTy ¢
XHIIEPTOHHSA CBC CPEAHO JHACTONHO HANATaHe B CeaHano nonoxerue =110 mmHg u <120 mmHg. B tosa
npoy4saHe (M3X0aHO apTepuando Hangrade 171/113 mmHg), neuernero ¢ aMnoARNHAE/BATCAPTAH

5 mg/160 mg, Tarpapan ao 10 mg/160 mg, NTOHMKABA APTEPHATHOTO HANATaHe B CEAHANO OJ0KEHHE ¢
36/29 mmHg cpasreno ¢ 32/28 mmHg npu neuenne ¢ nM3KHONPH/ XHApoxioporrasny 10 mg/12,5 mg,
TuTpupan 1o 20 mg/12,5 mg.

B npe IBATOCpOYHY NpOyUYBaHUA 32 pocneaBaHe edekTa HA AMNONMNKMHE/BATICAPTaH CE 3ama3ka 3a
IIEPUON Hall eHa roAUHA. BHesanuoTo NpeycTanoBABaHE Ha IEUEHHETO ¢ aMTOAHIIHH/BAICAPTAH HE ce
CBBP3BA ¢ OBP30 HOKaYBaHe HA APTEPHANTHOTO HAIATAHE.

BE3pacTTa, NONBT, pacara WIM HHAEKCHT Ha TenecHa Maca (230 kg/m?, <30 kg/m?) we normuasar
OTTOBOpPA CIIPAMO aMJIOKIIHH/BaICAPTAH.

AMNOJHUNNH/BANCAPTAH HE € IPOYYBAH NPH MNOMYNAHMY OT NaHEEHTH ¢ APYTH 3a00IaBaHKA, PA3THIHHA OT
XHNepTOHHA. Bancaprad e npoyyYsaH NpH NALMEHTH ciel Mpexapad MHAPKT Ha MEOKApIa H TAKHBA Che
CBpIOCUHA HEROCTATRYHOCT. AMIOAHIHH € TPOYYBaH NPH MTALHEHTH C XPOHHYHA CTa0HIHA CTeHOKapAHd,
BA30CNACTHYHA CTEHOKAPIHA H aurdorpadcku JokyMeHTHpaHo 3a6019BaHe Ha KOPOHAPHHTE CHAOBE,

AMIOJMTIHH
ChbeTaBkata aMIOTUNYH, KOATO BIW3a B CHCTABA Ha aMIIOAUITMH/BANCapTaH, HHXuGupa

TpaHCMeMOpPaHHOTO HABIH3AHE Ha KaIMesHd HOHM B CHPNEUHHTE H CHAOBHTE [NANKH MYCKYJIH.
AHTHXMIEPTEH3HBHOTO JeACTBHE HA AMNOIHIHH Ce XL/LKH Ha AUPEKTHHS penakcupall edexT sbpxy
CBAOBHTE FIJAKH MYCKYJIH, KOETO BOIH 10 HAMANABAHE Ha ChAOBOTO CBIIPOTHRIEHHE H HA APTEPHANHOTO
Hansrane. ERCiepUMeHTaNHY JaHHH [TOKa3BaT, Ye AMIOAMITHH Ce CRBP3BA H ¢ HXUAPONHPUAHHOBHTE M C
HeAUXUAPONHPHANHOBKTE MeCTa 3a cBbp3Bate. [TpoueckTe Ha CEKpalleHue Ha ChPACYHAN MYCKYJ H Ha
CBIOBHTE MNATKH MYCKYJTH C& 3aBHCHMH OT NPHABILKBAHETO HA HIBBHKICTHUHUTE KANI[HEBH HOHH B
KJIETKHTE Ha MYCKYJIUTE Ipe3 cllenudHUHY HOHHH KaHaI4eTa.




TIPHIOXEHAETO Ha TEPANeBTHYHA 1032 AMJIOAHIIHH IIPH MALHEHTH C XHNEPTOHHS C& IIOCACARA OT
BA3OAHMAATAIMA, KOATO BOAH [0 HAMANABAHE HA aPTEPHATHOTO HAJIATAHE B JIETHANIO H B H3TIPABEHO
nonoxexue. Ilpyu xposuyna ynorpefa T0Ba NOHMKABAHE HA APTEPHATIHOTO HANATAHE HE C& CHILTCTRA OT
3HAYHMH IPOMEHH B CHPACYHATA YECTOTA WM IUIA3MEHUTE HUBA HA KATeXONAMUHUTE.

[InasmMeHnTe KOHIEHTPALMH KOPENIUpaT ¢ edekTa KaKTo NPH MIajH, Taka ¥ NPH MalHeHTH B CTApYECKa
BE3PACT.

Tipy xuneprondny ¢ sopManna Gr0pedna dyHKIMA, TepaneBTHYHATE JO3M aMIOOUIMHE BOAAT 10
HaMa1BaHe Ha GBOpeYHOTO CHIORBO CHNPOTHB/ICHYUE M YBENIHIABAHE HA IMOMEpYTHATa QunTpanus u
edexTusaua 6uOpeten KPBBOTOK, €3 Ja NPOMEHAT GUITPalHOHHATA GPAKIMA HIH IPOTEHHYPHATA,

KakTo u npy npyruTe Gnokepw Ha KaTUHEBHTE KaHATH, XeMOZHHAMHYHHTE H3MEPBAHHS HA CHPLEYHATA
dysxums B Noko# ¥ NPy HaToBapBaHe (HTH X04eHe) NP NALMEHTH ¢ HopManHa yHKIMS HA KaMepuTe,
NEKYBAHH C AMIIOAMITHH, KaTO UAJO NOKA3BAT eKO NOKauBaHe HA ChPAEVHHA HHACKC 63 3HAYHMO
nosnuABane Ha dP/dt niad Ha nepoxaMepPHOTO H AMACTONHOTO HansraHe win oGeM. B npoyypaHns 3a
XEMOLHHAMHKA, aMIOUITMH He Ce CBbP3Ba C HErATUBEH HHOTPONEH eeKT, KOTaTo ce Npuiara R
TPAaHHIUTE Ha TepaneBTHYHHTE NO3H [IPH 3APABH XKUBOTHH M XOpa, A0PH KOTATO IIPH XOPA ¢¢ HpHAara
€AHOBPEMEHHO ¢ beTa-6NoKepH.

ITpu 37paBH X0Opa HITH KMBOTHY AMNIOAMIUMH He TPOMEHS CHHOATPHAIHATA HOAATHA hYHKIMS 1
aTPHOBEHTPUKYNIAPHOTO NpoBekaate. B KIHHHYHM NpoyYBaHuA, B KOUTO AMIOIHIIMH € TpHiaraH B
xKoMOuHanns ¢ Gera-GnokepH Ha NALKERATH ¢ XUIIEPTOHHUA WM CTEHOKAPANS, He CA HabTf04aBaHH
HeXENaHH PeaKHK CMpaMo [TapaMeTpHTE Ha eeKTPoKapIHorpaMara.

Ynompeba npu nayuenmu c xunepmonus

PargoMusipaHo, AoliHO-cNAMO npoy4BaHe 3a 32a60/1€BAEMOCT ¥ CMBPTHOCT, HapedeHo
AHTHXHUEPTEH3UBHO H THIUAOTOHMKABALIO EIeHHE 32 NPOPHIAKTHKA HA ChPACUEH NPHCTHI
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial (ALLHAT)), ¢ nposeneno
C LIEN CPaBHABAHE HA HOBHTE TePanHy: aMJoARIEH 2,5-10 mg/nen (Onoxep Ha KanL{eBHTE KAHAIH) WIH
Jsunonpun 10-40 mg/nen (ACE MHXMOHTOP) ¢ THASUAHKA OBYPETHK XIOPTATHAOK 12,5-25 mg/neH kato
NeueHye 0T MLPBA THHAS TIPH NAIMEHTH C JIeKa 10 yMepEHa XHIEPTOHHS.

O6wo 33 357 naukeHTH ¢ XHIEPTOHHA Ha BB3PACT 55 TOMHHM MM NOBeYE ca GUMTH paBAOMHIHPAKH H
npocnesieHn 3a cpenuo 4,9 roguny. [IAHEHTHTE ca HMANH NOHE AHH AOTBIHHTENEH PHCKOB BaKTop 32
KopoHapHa 607eCT Ha CHPUETO, BKIIOUHTENHO NPEALIeCTRAI] MHOKAPIeH HHMAPKT Wil HHCYIT

(>6 Mecena npead BXIMOYBAHE B IPOY4YBAHETO) HNH AOKA3AHO JPYTO aTePOCKNEPOTHYHO CHPASYHO-
CBA0BO 3a00asBane (Hax 51,5%), nmuaber Tun 2 (36,1%), IMNONPOTEHHN C BUCOKA TLTETHOCT - XOIECTEPON
<35 mg/dl uam <0,906 mmol/l (11,6%), 1eBokamMepHa xureprpodus, IHArHOCTHLHPAHA Hpe3
€NeKTPoKapIHoTpaMa Wil enexTpokapanorpageky (20,9%), HacroAmu mymaqd (21,9%).

Ispenynara Kpadina Touka e OKaa CHCTABEH MOKa3aTen OT daTaieH KOpOHApeH HHIHAEHT Kk HedaTaneH
myokapieH uHgapkr. He ca nabmonasann 3HAUKMH pasTHIn 10 OTHOLICHHE HA MbPBAYHATA kKpaliiHa
TOUYKa MEKIY TEPAMATA ¢ AMTOAUTIMH H TEPAIKATA ¢ XJIopTamuaon: KoeduuuenT Ha puck (RR) 0,98 95%
CI (0,50-1,07) p=0,65. Tlpu BTOpHYHKTE KpaHHH TOYKY, 4€CTOTATA HA CHPACYHA HEAOCTATHUHOCT
(xOMTIOHEHT Ha ChCTABHATA KOMOHHHpaHA CHPACHHO-CHAOBA KpaiiHa Touka) € fHna CHrRRUKAHTHO NO-
BHCOKA B I'PyTIaTa Ha aMJIOZHIIHY, OTKOJIKOTO B IPynaTa Ha xuopramnon (10,2% cnpamo 7,7%, RR 1,38,
95% CI[1,25-1,52] p<0,001). Benpeku 10Ba, He ce HabMOKABAT 3HAYMMH PAITHYHA 10 OTHO
oflIaTa CMBPTHOCT MEXAY I'PYNATa HA TEPAKA ¢ AMIOLHIAH H TA3W Ha TEPanud ¢ XJIOPT
0,96 95% CI [0,89-1,02] p=0,20.




Bancaprau
Bancapray e nepopanHo akTHBEH, MolleH ¥ cnennduuen anrnorensus 1l perenropen antarondct. Tol

Bh3/ieliCTBa CeIeKTHBHO BRpXY AT, peuenTopen noATHII, KOUTO € OTTOBOPEH 3a MMO3HATHTE Bh3NIeHCTBHS
Ha anruoTensuH 1. [TorxmeHure niasMern HuBa Ha aHrHoTeH3uH [ B pesynrar Ha AT, penerrropaara
Onokaza ¢ BajcapTaH Morar Ja cTUMYTHDAT He Gnokupanus AT,, pelientop, KOETO H3rIeKAa
npoTuBojeficTsa Ha edekra Ha AT) peuenrropa. Basicapran He NpoABABa HUKAKEE YACTAYHA ArOHHCTHYHA
AKTHBHOCT KbM AT\ peltenrropa 1 HMa 3HaUMTENHO (0010 20 000 moTH) o-royaM aguHETET KbM AT
peuentopa, oTkomkoTo KbM ATz perentopa.

Bascapran ne uaxubupa ACE, n3secteH i Karo xunasa II, koliTo npepphina anruoredsnn I
anrHoTeHsun 11 u nonmkana 6panuxuanna. T karo nama edexT BEpxy ACE ¥ He ce noTeHUMpar
edexTure Ha Gpanuxunnda ¥ cyGcrannus P, e Mako BepoATHO aBrkoTensuH I aHTarouucTHTE Ha ce
CRBP3BAT ¢ KAULTHLA. B KMuauyky npoyusaHns, KeJeTo BaicapTaH e cpasHuBan ¢ ACE urxuburop,
M3SBATA HA CYXa KalINLA € 3HaynMo (p <0,05) mo-Manka mpH NalHEeRTHTE, eKYBaHH C BATCAPTAH
OTKOMKOTO MpH Te3H aexyBaHu ¢ ACE uaxubutop (cboTBeTHO 2,6% crpamo 7,9%). B xnHHAHY
IIpOY4BaHKs NPH NAMeNTH ¢ aHaMHe3a 33 CyXa KaluIuna no speMe Ha Jtedenue ¢ ACE nuxuGurop,
19,5% ot npoyusanuTe NHIA, MOXy4YaBaill BancapTad H 19,0% ot Te3H, NONyYaBALA THAIHAEH JHYPETHK
HMaT Kanutha, cpasHeno ¢ 68,5% ot nunara, nexypant ¢ ACE mexuGurop (p <0,05). BancapraH He ce
CREP3BA H He 610KKpa peLenTopy Ha APYTH XOPMOHH HiTH HOHHH KaHAJH, 33 KOHTO € H3BECTHO, He ¢a
BaXKHH 38 CHPAEYHO~CHIOBATA PEryaus.

[TpunoxerneTo Ha BANCAPTAH NPH NARHEHTH ¢ XATICPTOHMA BOLH O MOHHXABAHE HA aPTEPHANIAOTO
Hanarane 6e3 DOBIRABARE HA ITYJICOBATA YECTOTA.

Ilpy poseyeTo DAOKEHTH, ¢iell €THOKPATEH MEPOPaNeH NpHeM, HAYAIOTO Ha AHTHXUNEPTEHIHBHOTO
JeHCTBRE ¢ B PAMKHTE Ha 2 4aca, 4 NHKAa B [TOHWXKABAHETO Ha APTEPHANHOTO HAMATAHE C& JOCTUIE B
pamxuTe Ha 46 Jaca. AHTHXMIEPTCHINBHUAT edekT NpoabIKaBa Hax 24 4aca cnen npueMa. [pu
PENOBEH NPHEM MaKCHMYMA B PeIYKIHATA Ha APTEPHATHOTO Ha/IAraHe C BCAKA 7038, KATO IO, ¢
TIOCTHTA B PAMKHTE Ha 2—4 ceaMuULIM H ¢& NOANBDIKA B X012 Ha JBIroTpaiina Tepanus, Baesannoro
NpeyCcTaHoBABaHE Ha JIEYEHHETO ¢ BAJICAPTAH HE C CBBP3Ba ¢ PUbayHR XumepToHuA WK ¢ APYIH
Hexenany KIUHAYHH peaKi{Hy.

I'H: 1BoitHo GrokHpane Ha PeHHH-3HIHOTEH3HH-AII0CTEPOHOBAT] cucTeMa (PAA
[re roneMn paHIOMA3APaHH, KOHTPONHPaHH npoyusanus (ONTARGET {ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial — Texyito rnofanno n3nnTsaye 3a Kpaiiuy TOUKH
Ha TeNMHCApTaH, CAMOCTORTEeNHO H B koMbHHanua ¢ paManpun] # VA NEPHRON-D [The Veterans
Affairs Nephropathy in Diabetes] ~ x:1uHMYHO Ipoy4BaHe, CBEP3aHO ¢ Pa3sBUTHE Ha HePPONATHA IPH
Auaber, nposeneHo oT MHAKCTePCTBOTO IO BENPOCHTE Ha BeTepaniTe) — Npoyusar ynorpebara Ha
roMbunauuara or ACE unxuburop u APB.

ONTARGET e npoyusaHe, NpoBeAeHO IPH TAlIHEHTH ¢ aHAMHE3A 33 CHPJYHO-CHAORA HAM MOIBIHO-
chRoBa GonecT, WK 3axapeR TuabeT THII 2, NpHAPYKeHH C NAHHH 33 YBpeXkAaHe HA eeKTOPHH OpraHH,
VA NEPHRON-D e npoyusase npH naufenTH cbe 3axapen guaber Tui 2 u auaberHa Hedpomatus.

Tesu npoyupanus He oOKa3BaT 3HAYMM Oraronpuated ederr Bopxy Gu6pedHuTe W/HITH ChpASUHO-
CbJIOBUTE TIOCTHEAUIHM U CMBEPTHOCT, KaTO CHIEBPEMEHHO ¢a HaO/MI0AaBaHH IOBHLIEH PHCK OT
XUMepKandeMus, OCTPO yBpexkaaHe Ha Os0perure W/ iak XATOTOHHA B CPABHEHHE € MOHOTEPAIIAATA,
Karo ce uMa IpeaBAT CXOARATE HM (apMaKoAHHAMUYHE CBONCTRA, TE3U PE3YITATH Ca NPHIOK
apyria ACE uaxuburopu u APB.




Cnenosarenno, ACE muxuGuropu 1 APB He Tpabpa Ia ce M3n0N3BaT eAHOBPEMEHHO TIPH MALHENTH ¢
nuabeTHa HethponaTusg (BX. TO4Ka 4.4).

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints ~
KIHHWYHO NpOyUBaHe POBENeHO ¢ alHCKHPEH NPH NAMEHTH ¢ AXabeT TUI 2 i XpOoHu4YHO 6s6peuno
3abogBane) € Npoy4Bane, NPefHaIHaueHO 14 H3ce/Ba 10JI3aTa OT JOO4BAHETO Ha ATHCKHPEH KbM
cranaaprHa Tepamus ¢ ACE uHxubuTop HiH APB npu nauuestd cbe 3axapeH Auaber THO 2 H XpOHUYHO
6u0peuno 3aboanane, cupedHo-csa0B0 3a6onaBane HIH 1 AseTe. [IpoyuBaHeTo e NpekpaTeno
OpeXxAeBPEMEHHO TOPAAH HOBHIISH pHCk OT HebaaronpuaTay nocaenniy. Kakto cxpreuno-cuaosara
CMBPT, TaKa H HHCYATHT Ca [10-9eCTH B rpyTNIaTa ANHCKUPEH CHPIMO TasH Ha mianebo, a
OpeACTapABaAuIHTe HHTEPEC HeXeNanH ChOMTHA H CEPHO3HH HEXENARH CHOMTHA (XHNEPKATHEMHU,
xunoTorus B 6e0peuna nuchyHKIEA) ce cHOOIMABAT MO-YECTO B IPYNATA HA ANNUCKUPEH, OTKOJIKOTO B
rpynara #Ha mnateto,

5.2 dapMaxoKHREETEYHH cBoOlicTBa

JuHeifHocT

AMJIOINTHH K BaJicapTaH uMar JmHelHa GapMakoKHHETHKA.

Amnonunun/Bancapran
Cnea nepopatHo NPHACKEHHE Ha aMITOJUITHH/ BAJICAPTAH, THKOBH [LIa3MEHH KORUEHTPAIUY Ha

BaJICapTaH | AMIOJKIIKH C¢ JOCTHIAT 34 CHOTBETHO 3 ¥ 6-8 waca. CreneHTa M pasMepsT Ha abcopbouaTa
Ha aMIOXHIUH/BANICAPTAH Ca eKBHBAJICHTHH Ha GHOHANHMYHOCTTA Ha BAIICAPTAH H aMIOAWIMHE, TIPKIOKEHH
KaT0 OTACHHH TabaeTKH,

AMIOIHNNE

Abcopbyun: Cnen nepopalHo HPUNoKEHHE HA TEPANIEBTHYHA K033 AMIIOAMIIHHE, IIHKOBH M/1a3MeHH
KOHLEHTPALHK Ce JOCTUraT 3a 6-12 uaca. AGcomoTHara SHOHATHIHOCT € Mexay 64% u 80%.
BHOHATHYHOCTTA HAa AMJIOAUITHH HE Ce IOBJIMABA OT NpHEMa Ha XpaHa.

Pasnpedenenue: O0eMbT Ha pasnpenenenne e npudnuzurento 21 Ikg. In vifro npoyusanusa ¢ aMIOIHTIHH
NOKa3BaT, ue npuénu3uTenHo 97,5% oT NHPKYNHPAIIOTO IEKAPCTBO ¢& CBBP3BA C MIA3MEHHTE IPOTEHHH.

Buomparcopmayus: AMIOIHITUH ce MeTadoausupa ocHOBHO (npubmusutermio 90%) B Yepuns apob 1o
HEaKTHBHH METal0IuTH,

Enumunupane: EnAMHHEPaHETO HA 2MIOJUIIHHE OT TI23MATa e 6U(asHo ¢ TEpPMUHANEH MOXYXHKBOT Ha
enuMunupane npubmuzutento 30 2o 50 uaca, CTAMOHAPHUTE IIA3MEHY HUBA Ce JJOCTHIAT Cae
IpoNEEKUTeNeH nipreM 3a 7—8 Aad. 10 % oT opHTHHANHAA aMNoAUIHH H 50% OT HeroBHTE METAGOIHTH Ce
EKCKPeTHPAT C YPHHATA.

Bancapran
Abcopbyus: Caex nepopanHo NpHIOKEHHE Ha BANCAPTAH MHKOBHTE NIA3MEHH KOHIEHTPAIMH ce
nocTHrar 3a 2—4 yaca. CpenHara afconoTHa Suonanyusoct e 23%. Xpanarta Hamasi1Ba eKCIIORHIHATA
(onpeneneno upes AUC) Ha BancapTad ¢ oxono 40% H NMKOBaTa 11a3MeHa KOHUEHTPAHA (Cpax) C OKOAO
50%, sBNpekH ToBa oxoMNo 8 Haca cyies NpHeMa NNa3MeRUTe KOHIEHTPALMH Ha BATCAPTAH ¢a 70400HH B
rpynure, IPUeMany JeKapcTBOTO Cie) HaxpaHBaHe M Ha rmajno. Tasu penykund na AUC, o6ake He ce
CBOBTCTBA OT KIHHHYHO 3HAYHMA peAyKUUA Ha TepalieBTHHHAA ¢(eKT H 10 TasH OPuHHA B
MOXeE Jia ¢¢ NpHeMa Ha a0 WIH CER XPaHeHe.




Pasnpedenenue: CTannoHapHHAT 06eM HA pasupeneNeHHe HA BANCAPTAH Clie] HHTPaBEHO3HO
NPHAOXkEHUE € OkoNo [7 THTpa, KOeTo MOKa3lka, ue BANCapTaH He ce pasnpele/t WHPOKO B THKAHHTE.
BancapraH ce CB5paBa BbB BUCOKA CTENEH ChC CEPYMHHTE NpoTedad (94-97%), OCHOBHO CBC cepyMHMS
andyMHH.

Buompancpopmayus: Bancapral Be ce MeTabONH3Mpa BLB BHCOKA CTeNeH, ThH xkaTo camo oxono 20% ot
A03aTa ce ycTaHoBABa nog Popmata Ha MeTabonuTh. B niazMarta € ycraHOBEH XHAPOKCH MeTabonuT B
HHCKH KOHUEHTpauuH (mo-Manxo ot 10% o1 AUC ua sancaprar). Tosu Metabonut e $papMakomorHuHO
HEAKTHBEH.

Enumunupane: Bancaprad noxa3pa MyJITHEKCIIOHOHITNATHA KHHETHKA Ha pa3nal (tue <1 Yac H tys OKOIO
9 gaca). Bancapran ce eMMHENpa OCHOBHO ¢ eneca (okono 83% ot gosara) u ypuuara (okosio 13% ot
I03aTa) OCHOBHO K4aTO HEMPOMEHEHO aKTHBHO BerlecTso. Cilex HHTPEREHO3HO MPHIIOKEHHE MIaIMeHHA
KIHPBHC Ha BaacapTal e npabmusprenno 2 Vh, a 6s6peunns xnupsHe ¢ 0,62 1/h (oxono 30% ot obmums
wrdApsHC). [loayXHBOTHT Ha Bancaprad 6 daca.

Coenpanyy oy IaIMy
Heduampuuna nonyrayus (8papacm nod I8 200uny)

HsiMa (papMakOKMHETHMHY JAHHY IPH MEOMATPHIHATA NOMY TALHS,

Cmapyecka gb3pacm (8v3pacm nad 65 200unu)

BpemeTo 3a TOCTHraHe Ha MUKOBH IUIA3MeHH KOHIEHTPALNM Ha AMITOUNMH & CXOIHO IPH MIAAH
NAKMEHTH | NPH NALKHERTH B CTapdecka Be3pact. [Ipy MAUMCHTHTE B CTAPYECKA BE3PACT HMa TeHACHLHA
KTHPBHCA HA aMIOAKNMH N3 HAMAIABA, KOETO BOAH 10 IOKAYBaHE Ha m10lnTa nod xpusata {AUC) n
MOTY)KHBOTA HA euMHHHIpaHe. Cpeanara cucremua AUC 3a BascapTad e nNo-sHcOKa cb¢ 70% npn
NAOHERTH B CTAPYEcKa Bh3PacT B CPAaBHEHME C IO-MNIATY NALIMEHTH, IOPATH TAa3H IPHHHHA € HeOOX0AAMO
BHHMaHYe NPY MOBUINABANE Ha J03aTA.

bvbpeuno yepesicoane
DapMaKOKHHETUKATA HA AMNONHITHH HE Ce MOBJIHABA 3HATUMO NPH Hapyuwlenue 1a 6x6peunaTa dyHKmma.

KakTo ce o4aksa 3a BeIIECTBO, yniTo 650peden KIHPBHE € caMo okomo 30% oT ofulls mnasMer
KITHPBHC, He ce Habntonapa kopenamna Mexay GrOpeynHata yHKuus ¥ CucTeMHATa eKCIO3HIKA KBM
BajIcapTaM.

Yeproodpobno yepeacdane

Hanu4HH ca MHOTO OTpaHHYeHH JaHHH 32 TPHNOKEHHETO Ha AMAOIANHH TIPH ITALHEHTH ¢ YePROAPOGHO
yBpexnaHe. FaunenTy ¢ yepnonpobro yRpexjaHe HMAT HaMaleH KJIMPLHC Ha AMIOAKITHHE ¢ NOCTEBAI0
nokavsane Ha AUC ¢ npubnusurenno 40-60%. Kato nano, npy mauueHTy ¢ Nex0 I0 yMEPEHO TEXKO
M3Pa3CHO XPOHUYHO UepPHOAPOOHO 3a60NABaHE EKCIIOIALMATA KbM BANCAPTAH (ONpeaeieHa apes
crofiHocTHTe Ha AUC) e Ba MbTH MO-BUCOKA OT YCTAHOBEHATA [IPM 3APaBH AOGPOBOALH (TpynupaHy nio
BB3PACT, MO U TerNio). [IpHnokeHyeTo NpH NaUKMeHTH ¢ YepHOAPoGHO 3abonanane Tpsbpa 1a ce
OChIIEeCTBABA ¢ ITOBHINGHO BHEMAHKE (BXK. Touka 4.2),

5.3 IIpepxJWRHYHE JAHHE 33 GezomachocT

Amnodunun/Barncapmar
Hexenannte nexapcTseHH peaxuuy HabmonaBasy B NPOyYBAHKUA NPU JKUBOTHK HMAIHH BEPOATHA
KJAHHWYHA 3HAYHMOCT ca KAKTo C/ieBa:

XHBCTONaTONCTHYHH JAaHHA 33 BE3NAIeHHe ca HabnioNaBaHl B XIIE3HUCTHS CTOMAX MIPH Mb
MPH €KCIO3MIHA OT okone 1,9 (sancaptan) H 2,6 (aMITOAUNHH) DLTH HAl KIHHHYHHTE /I
sancaptad B 10 mg amnogunuy. I1pn 0-BHCOKH €KCHOHUME HMa YNLIEPAlHA B epO3y




HTaBHIE KAKTO NP XKEHCKHTE, Taka M NpY MbXkute Iurbxose. [TogoOuu npomenu ce Hamonagar | npu
rpyrnara dpueMama camo sancapras (excrozuims 8,5-11,0 mpTe Han KIRHHYKHATA 1033 oT 160 mg
BaJICAPTAH).

[Tpu excrosnugs 8—13 (Bancapran) u 7-8 (aMIOQMNEN) OBTH HAZ KIHHUYHATA 1033 0T 160 mg pancapran
u 10 mg aMNoOJHIEH Ce YCTAHOBABAT yBEIHYEHA JeCTOTa H TeskecT Ha Gnbpevnara TyGynuna
Oasopuims/XualHHH3ALMA, THIATANHS H OTIHBKH, ChINO B HHTEPCTHUHATHO JTHMMOUHTHO BhINATeHUE 1
xuneprpoduy Ha apTepronapHara Meaua. CXOquH HPOMEHH Ce YCTRHOBABAT B IPYNaTa IPHeMAula Camo
pancaprad (excnosuuuara 8,5—11,0 meTH Hag KIHHWYIHATA [o3a OT 160 mg Rancapran).

B npoyysane 3a eMOpuO-derTanno pa3sBUTHE NPH IIHXOBE C& HAG/IOABAT YBEIHYEHA HeCToTa Ha
AWIATHPAHH YPeTepH, MaN(opPMaLiHH Ha CTCPHYMA ¥ HeocHQHUMpany dananry Ha HpesHy amy OpH
eKcrioznnus 0T okono 12 (sancapran) u 10 (aMAOAMIMH) TBTH HAX KIKHHUHKATE A03K oT 160 mg
Bajicaprad # 10 mg amnonunmn, Junatupanu ypeTepH ce Habnonasar ¥ B rpylaTa caMo ¢ Baicaprad
(excno3uuus 12 mHTH HaX KIHHMYHATA A03a oT 160 mg Bancapran). B ToBa npoyusade uMa camo cabo
u3pazeny Genesu Ha MaliHHa TOKCHYHOCT (YMepeHa peiyKuus Ha TeJlecHO Terno). Hunoto, mpu Koero ne
ce HabmoAanaT eleKTH N0 OTHOLIEHHS Ha PA3BUTHETO e 3- (BancapTaH) U 4- (AMIOAUNHE) THTH Hal
KAMAMYHATA eKcTo3Biud (Ha 6a3ara wa AUC),

3a OTHENHHTE CHCTABKH HAMA AOKA3aTENCTRA 38 MYTar¢HHOCT, KNAacTOTCHEH ed)elcr H KapHHHOTCHHOCT.

Amrodunun

PenpoaykTHEHA TOKCHYHOCT

Penponyxrishu Mpoy4BaHud IPH ILTHX0BE H MAIIKY TOKA3BAT 3aKECHABAHE HA JATATA HA PaKIaKe,
YABIUKEHA TPORB/KHTETHOCT Ha DK JAHETO H HAMATeHA JKH3HEHOCIIOCOGHOCT Ha MAJIKUTE TIPH HO3M
apubnusurense 50 sTH NO-BHCOKY OT MAKCHMATHATE TPENOPHYHTEIHA AO3H PH X0Da, HIMMCISHY HA

6a3a mg/kg.

Hapynienus poB auTeTa

Hsama edext Bppxy deprHIHTETa Ha [NTHXOBE, TPETHPAHNK C aMIIOZATHHE (MEXKM - 64 IHHA ¥ KEHCKH

14 npw npeay sndrrocBade) B Ko3u xo 10 mg/kg/nern (8 npTu* MaKCHMATHATA IPENOPEIATENIHA 1034 33
xopa ot 10 mg, W3ukcnena Ha Gaza mg/m?). B apyro npoy4Bane npH ITsXO0BE, IPH KOSTO MbIKKH
IUIBXOBE Ca TPETHPaH! ¢ aMNoAuNHH Ge3unar 30 AHH, ¢ 1034 CPABHUMA ¢ J03aT2 NIPH XOpa, HIYHCIEHA HA
Oasa mg/kg, ca ycTaHOREHH MOHAXEHY NNA3MEeHH (QONMKYIOCTHMYTHPALL XOPMOH H TECTOCTEPOH, KaKTo
¥ NOHHKEHH ILTBTHOCT Ha ciiepMata v Opoi Ha 3penu CnepMaTHaN K CePTONHEBRTE KASTKH.

Kapnwrorenesa, MyTarcHesa
HsaMa naHHH 38 KAPIAHOTEHHOCT IPH LIHXOBE W MUILUKH, TPETHPAHH B¢ TO/HHY C AMJIOIHNNH B XpaHaT4

B KOHUCHTPAIHHA, HISHCIEHN 3 OCUTYPAT IHEBHH f030BH H¥Ra oT 0,5, 1,25 u 2,5 mg/kg/nen. Hait-
BHCOKATA A03a (IPH MALUKM — ONMzKa A0, A IPH NNEXOBE — IR IIBTH* NO-BHCOKE 0T MAKCHMATHATA
NPENOPBYHTENHA KIMHUIHA 032 oT 10 mg, uaducnesa 3a mg/m?) e 6una Gnu3ka 10 MAKCHMANHO
JOMyCTHMATA [[03a 3a MHIIKH, HO HE H 3a IITEX0BE,

IpoyuBanns 3a MyTareHHOCT He TIOKA3BAT JEKAPCTBEHO-00YCNOBEHH epeKTH HUTO HA FEHHO, HUTO Ha
XPOMOIOMHO HHBO.

* 3uncAeHa 32 namueNTH ¢ Terno 50 kg




Bancapman

TpenknvHUYHATE JAHHH He OKa3BaT 0COGEH PHCK 3a XopaTa Ha 6232 Ha KOHBEHITHOHAIHUTE
thapmaxonormial Npoy4BaHus 3a Ge30MaCHOCT, TOKCHYHOCT IPH MHOTOKPATHO NMPHITOXKEHHE,
TEeHOTOKCHYHOCT, KAPLUMHOICHEH MOTCHLHKAT, PENPOXYKTHBHA TOKCHYHOCT H TOKCHYHOCT 33 Da3BUTHETO.

Ipa nisXxoBe TOKCHYHATE J03K 32 MakikaTa {600 mg/kg/neH) o BpeMe HA DOCIEMUTE JHH OT
GpemernOCTTa ¥ IepHONA KA JIAKTAUMSA ca JOBENH N0 IO-HKCKA CTENEH HA NPeKHBAEMOCT, no-cnabo
HAZZaBaHE Ha TerIo U 3a0aBeHo pa3BUTHE (OT/AENIHE Ha YINHATA MUAA B OTBApSHE HA CITYXOBMA KAHAN) HA
NOKONEHHETO (BX. TouKa 4.6). Teau po3u npu wrexose (600 mg/kg/nex) npeacrapiaBar NpubiUszATENHO
18 rpTH MaKCHManHaTa NpenopbHHTENHA 1032 IPY Xopa Ha 6azaTa Ha mg/m? (M3YKCAEHHATA CE OTHACAT
3a mepopaina 703a 320 mg/nen u nauHeHT ¢ Terio 60 kg).

IIpu npenxnHEMYHK NpoydaBaHHs 3a 6€30MaCHOCT, BHCOKH J03H Bancapran (200 no 600 mg/kg TenecHo
TErJI0) MPeA3BHKBAT IPH IITEX0BE HAMAABAHE Ha MApaMETPUTE Ha YCPBEHHTE KPBBHHE KICTKH
(epuTpouuTH, XeMOrI06HH, XEMAaTOKPHT) H NPAYHHABAT IpoMeHH B Ob0peunaTa xemomMuaMuKa (neKo
noBHilaBAHE HA YPeHHHR a30T B KpbBTa, p0Opeuna TybynHa xHnepnnaska 0 6230QuUIHA IIPH MEKKHTE).
Tean zo3u npu nasxose (200 u 600 mg/kg/neH) Npencrabnssar IpEOANIMTENHO 6 1 18 IBTH
MaKCHMaNHaTa NpenophYuTe/IHa 103a PH X0opa Ha 6azaTa Ha mg/m? (M3UMCAEeHHATA Ce OTHACAT 3a
nepopanta jfosa 320 mg/nex ¥ nmamuent ¢ Terno 60 kg).

[Ipu MapMO3€TKH B CpaBHMMH J03# IPOMEHHTE ca MOA0GHH, HO HO-TexXKH, 0cOGeHO B GBOpeLHTE, KBAETO
HPOMEHHTE ce PasRKHBAT 10 HedpOonaTHA, BKIIOYBALIA IOBHUICHHE HA yPeHHHS 30T ¥ KPEaTHHHHA B
KPBBTA.

Ha6moaaga ce cpio xuneprpodus Ha GaOpesnnTe JOKCTRRTOMEDYIHY KIETKH U IIPH nBaTa Bua2, Cuura
ce, e BCHYKH NPOMEHH Ce JbJDKaT Ha $apMak0JoryyHoTo NelicTBHe Ha BANCapTaH, KOETo BOIH 0
HOPOABCKUTENHA XHIIOTORHA, ocobeHo mpu mapMoleTkute. Harnexa, ue repanesTuvnata 103a Ha
BANCAPTaH [IPH XOPa HE € CEbP3aHa ¢ XHNepTpodua Ha OnOpeHHTe FOKCTArNOMEDYTHH KIETKH.

6. OAPMAINEBTHYHH JAHHU
6.1 ChnHcbK HA DOMOMIMETE BEIIECTBA

Hunepam 5 mg/160 mg druamupanu mabremsn
CopuesAna Ha TabneTkara:

Muxpoxpucransa nenynoza

Kpocnosunon (tun A)

Konounen Oe3rozieH CIITHIHEB AMOKCHL
MarHesnes creapat

Ioxpurne:

XunpoMenosa, 3amecturened Tan 2910 (3 mPa.s)
Turanos puoxcun (E171)

Kernesen oxeun, xoar (E172)

Maxporon 4000

Tank

Hunepam 10 mg/160 mg punmupanu mabnemxu
CwpuepnHa Ha Tabnerkara:
MiuxkpokpHcTanta Uemyno3a




KpocnosuaoH (Thn A)

Kononnen Ge3poaes CHNHALMER JHOKCHA

Marne3sues cTeapar

Moxpurhe:

Xunpomenosa, saMectutencH Tan 2910 (3 mPa.s)

Turados guoreuy (E171)

Kenesen okcup, xunt (E172)

XKenesen okcup, uepped (E172)

Maxkporox 4000

Tamx

6.2 HecnpMecruMocTa

Henpunoxumo.

6.3 Cpok Ha rogEOCT

3 roauHH.

6.4 Crneunanud yca10BHH HA ChXpaHERHe

Ha ce cexpatgsa nox 30°C,

Ha ce cbxpansBa B OPUTHHATHATA ONZKOBKA, 32 44 ¢ NPeANasy OT BJara,

6.5 B H chABMKAHEE HA ONAKOBKATA

PVC/PVDC 6ancrepn. Eaun 6ancrep ceabpxa 7, 10 wim 14 GunMupanu tabnersn,
Bugose onakosku: 7, 14, 28, 30, 56, 90, 98 wnm 280 ¢pummupaun tabreTky ¥ rpynoBd oNnaxoBkH,
coappxati 280 (4x70 wan 20x14) priMHpann TabneTku.

PVC/PVDC nepopupanu eznonosopn 6iaucrepu. Enus 6nncrep caaspka 7, 10 wig 14 punmupanu
TabreTxn.

Buaose onakesin: 56, 98 uny 280 duamupauy tabnetxy,

He BcHuxy BUIOBE ONaXOBKM MOTaT 1a ObNAT MyCHATH B npoaaxéa.

6.6 Cpennanpn BpeIUA3HE MePKH NPE W3XPLPAAHE K paboTa

Hama cnenuansy nanckeanus,

7. HPUTEXATEJ HA PAJPENIEHHETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57,
1000 Ljubljana
Crnosenns

8 HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEERA




5 mg/160 mg, Per. Ne 20170279
10 mg/160 mg, Per. Ne 20170280

9. JATA HA IBPBO PAIPEIUABAHEMOJHOBABAHE HA PASPEIEHHUETO 3A
YIIOTPEERA

Jata Ha wspRO paipelapane 2a ynorpeba: 18/09/2017
JHara Ha mocneaHo noAHOBABaHe:!

10. JNATA HA AKTYAJTH3IHPAHE HA TEKCTA

06/2022




