KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA
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2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcesika Tabnerka chappka 40 mg TenMucapTaH (telmisartan) v 5 mg amnoaunuu (amlodipine) (kato

amioaunuHoB 6esunat (amlodipine besilate)).

3a IMbJIHUA CIUCHK HA MOMOILHUTE BEleCTBa, BUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

AOAB/SIIE! CrernokadaBO-XKbATH, KPBITIH, JBOHHOU3ITBKHAIN TA0NETKH ¢ BE3MOXKHO BHJIMMH M0-
CBETJIM WU MO-ThbMHH TOYKH U ¢ o6o3HaueHHe N1 ot eqHaTta ctpaHa. PasMep Ha TabseTkara:

AUAMETHP NMPUONU3UTETHO 9 mm.

1 |
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4. K/IMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHHA




TenaunuH e NoKa3aH KaTo 3aMeCTHTEIHA TSpPaNH4 3a JICYCHHE HA MALMEHTH ¢ €CCHLMA/HA
XHIEPTOHHA, MALMUEHTH ¢ BE4¢ NOCTUTHAT KOHTPOJI C TE/IMHCAPTaH H aMJIOJUITMH, NpKIaraHu
eIHOBPEMEHHO ITPH CHINOTO HHBO Ha JO3HPAHE, KAKTO € B KOMOHHALMATA.

4.2 lo3BpoBKA H HAYHH HE NPHJIOKCHHE

Jo3npopka

[IpenoprunTenHaTa 1038 Ha TenaumiH e eqHa TabneTka NHEBHO.
OukcHpaHaTa 203088 KOMOHHALWMA He € MOAXOAAINA 3a HavallHa Tepanus.

[Ipenu npeMHHaBaHeTo KbM TeNAMITHH, MaumerTuTe TpAORa Aa OBAAT KOHTPONHPAHH ¢ NOCTOAHHH
N03H OT MOHOKOMITOHEHTHTE, NMpHeMaHH Mo ChIoTo Bpeme. Jlozata Ha Tenaunux Tpabpa na ce
OCHOBaBA HA JO3WTE Ha OTOCIHUTE KOMIIOHEHTH HA KOMOHHALMATA 10 BpEME Ha NMPEMHHABAHE KbM

KOMOHHAaLMATA.

MaxcuManHaTa JHeBHA 1033 Ha aMJIIOOHNHH ¢ 10 mg, a MaKCHManHaTa JHEBHA 1038 HAa aMIIO/IUIIHH €
80 mg.

gneymuu nonyviayuu

CTtapuyecka Bp3pacT
[IpH naLMeHTH B CTapYeCKa BB3PAcT He € HEOOXOAMMO KOPUTHpaHe Ha J03aTa, HO yBe/IH4YaBaHeTo Ha

no3ara Tpa0Ba a ce M3BBPUIBA ¢ BHUMaHHE (BXK. TOYKH 4.4 U 5.2).

brbpeuHo yppexaaHe
He ce M3HcKBa KOpHTrHpaHe Ha JO3HPOBKATA MPH MALMEHTH ¢ JIeKa A0 YMEpeHa cTeneH Ha 0n6peuHo

yBpexaane. OMUTLT MPH NaLHEHTH ¢ T&KKO 610pedHO yBpekaaHe WIH NMPH TE3H Ha XeMOAHAIH3a €
orpaHudeH. F31McKBa ce NOBHINEHO BHUMaHue, ThH KaTo aMJIOOUITHH H TEIMHCAPTAH HE Ce
JHAIH3HPAT.

YepHOoaApoOHO YBpEXKIaHE

Tenaunuy e NpOTHBOMOKA3AH NMPH NMAUHEHTH ¢ TEXKKO YepHOAPOoOHO yBpexkaaHe (BXK. Touka 4.3).
[Ipu nanpeHTH ¢ NeKa A0 YMepeHa YepHOApoOHO YBpEXKIaHE He Ca YCTAHOBEHH IMPEIOPHKH 3a
A03NpaKe, cnenaoBaTenHo TesmuruH Tpadsa Aa ce npwiara ¢ NOBUIOCHO BHUMaHHe. [IpH TakuBa
NalMeHTH AHEBHATA 0034 Ha TEJIMHCAPTaH He TpaOBa na HaaeHiuasa 40 mg aHeBHO (BK. TouKa 4.4).

Ileduampuuna nonyrayus
BesonacHocTTa M €PHKACHOCTTA Ha TE/IMHCAPTAH/AMIOAMITHH [IpH Aelia oA 18-roavinHa Bp3pacT He
ca YCTAHOBEeHH. JINTICBAT AAHHHU.

HavyuH Ha MpHICKEHHE

[lepopanHo NpHIOXKEHHE
TenaunuH MOXe fa ce mpueMa Ch¢ UK 6e3 xpaHa. [Ipenopbysa ce npHEMaHeTO Ha TENBUITHH C
MAJIKO KOJIHYECTBO TE€YHOCT.

4.3 IIporHBONOKA3AHHS

- CBpBEXYYBCTBHTETHOCT KbM aKTHBHHTE BEIECTBA WIIH KBM HAKOE OT NMOMOIIHHTE BEUISCTBA,
H36poeHH B TouKa 6.1

- BTOpH H TpeTH TpHMECTEP OT OpeMeHHOCTTa (BXK, TOUKH 4.4 1 4.6)

. HorpuHK OOCTPYKTHBHH HAPYINEHHA

- Texxko depHOAPOOHO YBpexKIaHe
. ok (BKJIIOYHTEIHO KapAHOTEHEH HIOK)

- OO0cTpyKis Ha H3XOAMIMA TPAKT Ha JiABATa KaMepa (Hanp. BHCOKOCTene




- XeMOAMHAMMMHO HecTabWIHA ChpAeUHA HEAOCTATBYHOCT CJIEA OCThP HH(APKT Ha MHOKApAa

- EaxospeMeHRaTa ynotpeba Ha TeNAMIHNH ¢ AMMCKHPEH-ChABPAKALIN MPOAYKTH €
NPOTHBONOKA3aHA NPH NALKMEHTH ¢ auabet wik 6E6peuno yspexaane (GFR < 60 ml/min/1,73
m?) (BX. ToukH 4.5 H 5.1).

4.4 CrhensajHH npeaynpeKIeHHs H NIpeAIa3HA MePKH npa ynorpeba

HHTeCTHHANICH aHTHOEIEM
3a MHTECTHHAIEH aHMHOEAEM ce CHoOIaBa NpH NalHeHH, JIEKYBaHH ¢ aHTHOTeH3HH 11 penenropHH

AHTATOHHCTH (BK. TouKa 4.8). Te3n naueHTH UMaT KopemHa oska, rageHe, NoBpbLIAHE U AHADHA.
CHMIITTOMHTE OTILYMABAT CJle[ NMpeycTaHOBABaHE Ha aHrHOTeH3HH Il pelenTOpHHTE AHTArOHHUCTH.
AKO ce JHArHOCTHIMpAa MHTECTHHAJIEH aHI'HOEAEM, JIeUeHHETO C TEJIMHCAPTaH TpAbBa fia ce
MpeyCTRHOBY H 1[4 C€ 3aMo4He MOAXOAAIIO HadMoNeHHE A0 IMBJTHOTO OTIIYMABAHE HA CHMITTOMHMTE.

bpemeHHOCT
ITo Bpeme Ha GpeMeHHOCT He TpaOBa Ja ce 3an04pa TEPANHA ¢ AHTHOTeH3HH Il penerrropHy

aHTaroHucTH. OCBEH KOraTo NMPOABDKABAHETO Ha TepanuaTa ¢ aHruoTeHsHH Il peLenTopHu
AHTATOHHCTH CE& CMATA 38 HAJIOXKHTEIHO, MALMEHTKHTE, IJIaHHpaIy aa 3a0peMeHresT, Tpabsa Aa
NpEeMHHAT HA ATTEPHATHBHO AHTHXHIIEPTEH3HBHO JIEYEHHE, C YCTAHOBEH MO Ha 6€30MmacHOCT NpH
ynotpeba no speMe Ha GpemerHocT. Crien JHarHOCTHIMpaHe HA OPEMEHHOCT, JIEUEHHETO C
aHruoteHsHH 1 pelleMTOpHU aHTArOHHCTH TpAGBa na 6b1e NpeycTaHOBEHO He3a0aBHO, M, MO
BB3MOXKHOCT, Ja Ce 3aMoYyHe aTTEPHATHBHA Tepanus (BxkK. TOUKU 4.3 1 4.6).

Yepno HO aHe

Tla He ce npunara TeJIHMHH NPH NALKUEHTH C XOJIECTa3a, ¢ HIBYHH 00CTPYKTHBHH HAPYIICHHA WIH
TEXKO YepHOApOOHO yBpeskaane (B Touxa 4.3), Thif KATO TE/IMHCAPTAH C€ STUMHUHHPA Ype3
soTbuKaTa. [IpH Te3n MaLMeHTH MoXe a ¢ 04aKBa HaMaJIeH YepHOAPoOeH KITMPBHC Ha TeIMHCApTaH.
IMonyHBOTHT Ha aMIOAHITHH € YABDKeH K AUC CTOHHOCTH ca NmO-BHCOKH ITPH NAILMEHTH ¢
HapyleHa yepHoapoOHa QyHkimA. He ca ycTaHOBEHH AO30BH NMPENOPBKH.

Cnenosarento TenaumdH Tpabsa 4a ce H3MOM3Ba C MOBHIIEHO BHHMAaHHE NPH NMalHEHTH C JIEKO A0

YMEPEHO HepHOAPOOHO yBpeKAaHe.,

PeHoBacKky/1apHa XMIIEPTOHHA

KoraTo naiMeHTH ¢ AByCTpPaHHA CT€HO3a Ha OBOpeyHHTe apTepHK HIIH CTEHO3a Ha ApTepHs HA
eqMHCTBeH dyHKIHORHpam 6p0pex, ca JieKyBaHH C JIEKAPCTBEHH MPOAYKTH, KOHTO 3aCAraT CHCTeMaTa
peHHH-aHrHoTeH3HH-AIAoCcTepOoH (PAAC), ChIleCTBYBA NOBHINEH PUCK OT TEXKa XHIOTOHHA H
OB6peuHo yBpexxaaHe.

B1.6peuHo yBpeKIaHE M TPaHCIUIAHTALHS Ha 6LOpek
Koraro TenMucapTan/aMIoOAMITMH CE H3IMOJ3BA 32 JleYeHHe Ha NMALUEHTH ¢ HapylneHa 6n6peyHa

dyHKUMA, ce NPEeNophYBa NEPHOAMYHO MOHHTOPHPAHE Ha CEPYMHHTE HMBA Ha KANMHH K KpeaTHRHH.
Hsama ofTMT B NpHNaraHeTo Ha TeIMHCAPTAH/aMJIOAVMITHH NPH NMALMEHTH ChC CKOPOIIHA
TpaHcraHTawMa Ha 6u6pek. TesMucapTaH 4 AaMAIOAHNHH HE C& AHATH3HPAT.

B1TpechR0Ba XHNIOBOJIEMHA
ITpH nauxeHTH, C XHMOBONEMHA W/WIH H3UeprnBane Ha HaTPHA, HATIpHMep NMOpaqy HHTCH3HBHA
OUYpeTHYHA Tepanusi, HaMaJieH IMPHeM Ha COJIH NOpajy AMETa, IHapHus WIH NOBpbBIlaHe. MOXe Ja
BE3HHMKHE CHMITTOMaTHYHA XHITIOTOHHA, 0COOEHO ClIell Mprarade Ha ITbpBaTa A03a. Takupa
ChCTOSHHA TPA0Ba A3 OBAAT NMPEOJOICHH NMPEaAH NPHIOKEHHETO Ha TeIMHCAPTaH/aMJIO/THITHH,
HexocTursT Ha HATPM WK TeHHOCTH TpabBa Aa Obe KOpUTHpaH MpeaH NPHUIICKEHHETO Ha
TEIMUCapTaH/aMJIOAHITHH,

IsoitHo GnokupaHe HA peHHH-AHTHOTEH3HH-aNnocTepoHOBaTa cHeTeMa (PAAC)

HUma nanuy, uye enHospeMeHHaTa ynotpeba Ha ACE nHxuburops, anrnorensus [lpliére
OnokepH WM ATHCKHPEH NOBUIIABA PUCKA OT XHMOTOHHA, XHINIEPKATHEMHA H HAMEs fold

616peunaTa GyHKIMA (BKIIOMHTENHO TexKo 616peuno yspexnane). Iopamu ToBY ki S
AN




xBoino Gnokupare Ha PAAC upes komOunupatara ynorpe6ba na ACE unxuburopn, anrdoreHsus II-
peLerrropHK GIOKepH HIH aTUCKUpEH (BX. TOUKH 4.5 U 3.1).

AKO ce TpeneHy, Ye TepanmaTa ¢ ABoiiHo 6nokupane ¢ aGcomoTHo HeoGXoauMa, ToBa TPAOBa 1a
CTaBa caMo Mo HAbMOAEHUETO Ha CIELMATHCT H MPH 46CTO BHHMATEIHO MOHHTOPHpAaHe Ha
OBOpeuHaTa QYHKIMA, €ICKTPOJTHTHTE H KPHBHOTO HAJIATAHE,

ACE unxuturops H anruoteHsuH I[-peuernrropHu 6nokep He TpAOBa fa ce H3MON3BAT SAHOBPEMEHHO
MMpH nauMeHTH ¢ fHabeTHa HedponaTus.

JIpyrH ChCTOAHNA ChC CTHMYJIALNA HA CHCTEMATA PEeHHH-GHMHOTEH3HH-a/1IOCTEePOH
[Tpu natMeHTHTe, YHHTO CHAOB TOHyC U 6b0peuna GyHKIMA ca B 3aBUCHMOCT Hali-Beye OT AeHHOCTTa

Ha PEHMH-AHMMOTEH3HH-AJIOCTEPOHHATA CHCTeMa (HAMp. MALHeHTH C TeXKa KOHNeCTHBHA ChPACHA
HeJJOCTATBLYHOCT WIH OCHOBHO G1OpeuHo 3a6onaBaHe, BKIIIOYHTETHO CTeHO3a Ha 630pedHHTe
apTEpUH ), ICUEHHETO C JIEKAPCTBEHH NPOAYKTH, MOBIHABALIH Ta3H CHCTEMa, KATO Te/IMHCAapTaH, Ce
CBDBP3Ba € OCTPA XHIIOTOHMA, XHNEPA3OTEMHUA, ONUIYPHS, WIH PAIKO ¢ TeXxKO 6B0peuHo yBpexaaHe
(Bxk. TOUKa 4.3).

[TxpBHYEH A1IOCTEPOHHUIBM
[laipeHTHTE C TbPBHYEH AIACCTEPOHM3LM B 00LIHA Cirydall He e MOBJIHABAT OT

AHTHXMTICPTCH3UBHHTE JICKAPCTBEHH MPOAYKTH, AcHCTBAIMM Ype3 HHXMOHpaHe Ha PEHHH-
aHTHOTeH3HHOBaTa cHereMa. [Topaam ToBa, ynorpebara Ha TeIMUCapTaH He Ce MPernopbhyBa.

CreHo3a HA 8OPTHATA H MHTDAJIHATA KIan HA Xune HYHA KADAWOMHOIIATHS

KaxTo npH JpyruTe ChAOpA3LIMPABALIH CPEACTRA, CICLIHAIIHO BHUMAHHE ce 00phIna Ha NAlMEHTHTE,
CTpafallM OT CTEHO3a Ha A0PTHATA M MHTpaNHAaTa Kiamna, WIH o6CTPYKTHBHA XHIIEPTPOdHIHA
KapaHOMHOMNATHA.

CupaeuHa HEAOCTATHYHOCT
[TaiMeHTHTE CHC CHPASYHA HeocTaThYHOCT TpAGBa a2 ObAaT NeKyBaHH ¢ MOBHLICHO BHHMaHKe. B

ABITOCPOUEHO, MIANEO0-KOHTPOMPAHO NMPOYYBAHE MMPH MALMEHTH ¢ TEXKKa ChpAeYHa
nepocrarsuHocT (NYHA knac III 1 IV) oTueTenara yecrora Ha 6enoapobeH 0TOK € No-BUCOKA B
aMIOAMITHH JIEKYBaHaTa rpymna, OTKOJKOTO B rpynaTa Ha ruianebo (Bxk. Touka J.1). bnokepu Ha
KA/ILMEBUTE KAHAIH, BKITIOYHTETHO aMJICAHITHH, TpA0Ba Aa ce H3MOA3BAaT ¢ MOBHIIEHO BHHMAHHE MPH
MalMEeHTH ChC 3aCTOHHA ChpAeYHa HEROCTATLYHOCT, ThH KAaTO T€ MOTaT a YBEJIHYAT PHUCKA OT
ObAeIH ChPAEMHOCHAOBA CHOMTHA M CMBPTHOCT.

[TarmeuTH ¢ nHader, JeKVBAHH ¢ HHCYJ/IHH WIH IIPDOTHBROOHADETHH CDEACTBA
[Tpu neueHue ¢ TSAAMHCAPTAH, NPH T€3H MAUMEHTH MOXE 18 Bb3HHKHE XHMITOIVIHKEMHSA. 3aToBa MpH
Te3M NMAlMEHTH € HeoOxoauMo aa ce 06¢han CHLOTBETHO MPOCIEAIBaAHEe HA HUBOTO HA IVTIOKO34 B

KPBBTa H MOXKE 18 CC HANTOXH KOPHI'HPaHe Ha 103aTa HHCYIJTHH HIIN aHTHAHAOETHO CpeaACTBC, KOI'ATO €
NOKA3AHO.

XunepKaueMus
Vnorpebara Ha 1eKapCTBEHH MPOAYKTH, KOUTO NMOBIHABAT PEHHH-AHTHOTCH3HH-AA0CTepOHHATA

CHUCTCMA, MOXKE Na NMPHYHHH XHITCPDKAJIHEMHA.

[Ipx naLdeHTH B CTAPYECKa BB3PAcT, nalyeHTH ¢ 6s0pedHo yBpekaaHe, NALMEHTH ¢ 1xaberT,
NMALMEHTH HA CHITHTCTBAILA TEPAIHA C JIEKAPCTBEHH NMPOAYKTH, KOUTO MOTraT Ja NOBHIIAT
KOHLIEHTpAIIMATA Ha KATHH, H/WTH ITPH NMAlMEHTH ¢ APYTH ChIThTCTBAUNH CHCTOSHHS,
XHNEePKATHEMHATA MOXKe J1a TPUYHHH CMBPT.

MOJI38/PHCK.
OcHOBHKTE pUCKOBH (DAKTOpH 38 BE3HHKBaHE Hd XMIICPKATHEMHA, KOUTO TpA6Ba 19
BHUMAaHHE Ca:

- saxapeH auaber, Op6peuno yBpeskaane, Bu3pacT (>70 roguHH)




- KOMOHHALMA ¢ €IHH WIH NOBEYe JIEKAPCTBEHH MPOAYKTH, KOUTO NOBIHABAT CHCTEMATA DEHHH-
AHCMOTEH3HH-ANIAOCTEPOH H/IIH ChABPKALIA KUTHN XpaHHTeNHH Robaexu. JlekapcTaeHHTe
NPOMYKTH WIH TEPANEBTHMHHTE I'PYIH, KOHTO MOTAT Aa NMPEAH3NBHKAT XHUIICPKATHEeMHA Ca
3aMECTHTE/H Ha COJNTa, CHABPKAINK KaTHY, Kamuli-ChXpaHsapaly AuypeTul, ACE
UHXHOHTOPH, aHrHoTeH3HH I peuenTopHH 8HTarOHHCTH, HECTEPOHIHH NPOTHBOBB3NMATHTE/IHH
cpencrsa (HCIIBC, sxmovuTento cenekruBHUTe COX-2-HHXMOHTOPH), XENIAPHH,
HMYHOCYTIPECOPH (LMKJIOCTIOPHH WIH TAKPOJIHUMYC) H TPHMETOMPHM.

- CHITBTCTBALIH CHOHTHA, B YACTHOCT HeXUIAPATALIMA, OCTPA ChpACHHa NCKOMIEHCALHA,
mMeTaboNMTHA alKa034, BollapaHe Ha ObOpeuHaTa QyHKIMSA, BHE3ANMHO BJIOLUIABAHE Ha
CBCTOAHHETO Ha 6BOpermTe (Hanp. HH(peKLMo3HH 3a6ongBaHu), KIETbYHA TH3a (Hamp. OcTpa
HCXEMHA Ha KpaliHuk, paGaoMHoNH3a, rojiiMa TpaBma).

Heo6xonuMo € a ce NpOBEX1d BHUMATETHO MOHMTOPHPAHE HA CepYMHHTE HHBA Ha KATUA MPH Te3H
nauyeHTH (BaK. TOYKaA 4.5).

ETHHYECKH pa3jinyHA

KakTto € HabmoaaBaHO MpA HHXWORTOPHTE HA AHTHOTEH3UH-KOHBEPTHPAIIHMA €H3UM, TEJIMHCAPTAH H
APYTHTE aHTHOTER3HH [ peuenTOpHH aHTArOHHCTH €8 OYEBHIHO NO-MAIKO e(EKTHBHH MPH
MOHWKABaHEe HA KPBBHOTO HaJIAraHe NMPH XOpa OT YepHaTa paca, OTKOJIKOTO MpH APYTHTE pacH,
BEPOATHO MOPAAH MO-4eCTO OTYETEHOTO HUCKO HHBO HA PEHHH B MOIMYIALMATA Ha XMITEPTOHHLH OT
yepHaTa paca.

Hpyru

Kakro npH Apyry aHTHXHIIEPTEH3UBHH ar€HTH, MPEKOMEPHOTO MOHIDKCHUE Ha KPBBHOTO HAJIATAHE
TPH NAUHEHTH C HICXEMHYHA KApAHOMHOIATHA HITH HCXEMHYHO ChPAeYHOCHAOBO 3a00/BaHe MOKe Ja
nosene A0 HHGAPKT Ha MHOKapAa WIH HHCYIIT.

BezonacHocTTa M eMKACHOCTTA HA AMIOIUIUH NPU XUITEPTOHHYHA KPH3a HE € YCTAHOBEHA.

B crapuecka BB3pacT yBe/IM4aBaHETO Ha A03aTa TPsOBa Ja ce H3BBPLIBA C MOBHIICHO BHHMaHHE (BXK.
TOYKHU 4.2 U 5.2).

Hampuu
Tora nekapcTBO ChABPKA MO-Manko oT 1 mmol HaTpHii (23 mg) Ha Tabnerxa, T.e. MOXe Ia Ce KaXxe,
ye NPaxKTHUECKH He CBABPXKA HATPHHA.

4.5 BiammopaeiicTBHe ¢ APYI'H JICKADCTBeHH NPOAYKTH B APYrHE GopMH HA B3aEMOeHCTBHE

Bzaumodesicmeus, cgvup3anu ¢ meamucapman

JMTOKCHH

Koraro TeMucapTaH ce npriara eJHOBPEMEHHO ¢ AUMOKCHH ce Ha0mo/asa NOBHIIABAHE HA
MeauMaHaTa Ha nukosara (49 %) u Hali-HHCcKaTa rnasMeHa KoHueHTpauus (20 %) va nurokcus. Koraro
Ce 3amoyBa, KOPHrUpa ce A03aTa WIH Ce NnpeKpaTaBa TeJIMHcapTan, Tpsabsa na ce HabmoaasaT HUBATA
Ha ANTOKCHH, 3a Ja C€ MOANBPKAT B TEpANlCBTHYHHA HHTEpPBAa.

KaxTo # npH APYTH JNEKAPCTBEHH MPOAYKTH, TIOB/THABAINH PEHHH-AHTHOTECH3HH-aII0CTEPOH,
TEJIMHCAPTAaH MOXKE A NMPEAU3BHKA XHTIepKanHeMus (BXK. Touka 4.4). PUCKBT MOJKe 1a C€ YBEJIHYH B
CITyqai Ha KOMOHHHPAHO JIEYEHHE C APYTH NEKAPCTBEHH MPOXYKTH, KOUTO MOraT Aa [IRSIUsE
XHMIepKaTHeMHA (COMeBY 3AMECTHTE/H, ChOBPKAINH KATHN, KANMHN-ChXPaHABAIIHN ¥
MHXHOUTOPH, AaHTHOTEH3HH II peuenrTopHH aHTArOHHCTH, HECTEPOHAHH IMPOTHBOBY
nekapctBeHH npoayktH (HCIIBC, skmountento cenekTHeHH COX -2 uHxuburog
UMYHOCYTIpECOPH (LIMIJTOCTIOPHH WIH TAKPOAHMYC)) H TPHMETOIIPHM.




B13HHKBaHeTO Ha XHITEPKAJIHEMHA 3aBHCH OT CBBP3aHMTE C TOBA PHCKOBH (dakTopH. PHCKBT ce
YBEJIHYaBa IIPH [10-TOpe CHOMEHATUTE TepaneBTHMHA KoMOuHaimm. PuckeT e 0cobeHo BHCOK B
KOMOHHALMS C KATHH-ChXpaHARAIH JHYPETHIIM H KOraTo ¢e KOMOUHUpA CBC CONEBH 3aMECTHTEIH,
chabpxkamy xarnit. A mpu koM6uHauHs ¢ ACE unxuburopu wim HCIIBC, pHCKET € no-Mamek, NpH
YCIIOBHE, Y€ CTPUKTHO C€ CTIA3BAT Mpeana3HH MepKH npH ynorpeda.

He ca ycTaHOBEHH B3aUMOACHCTBHA MEXKIY ABATA KOMIIOHEHTA HA Ta3H (PUKCHpaHa KOMOHUHALUA 11O
BpeMe Ha KJIHHHYHHTE H3MHTBaHUA,

He ce npenopvysa convmcemsawa ynompeba
Kanuli-chpXpaHIBAINM TUVDETHIIM WTH ChIBDXKAIOYN KANMHI XpaHUTeNHH T00aBKH

AHroteH3uH Il peLenmOpHMTE AHTANOHHCTH, KAKBBTO € TeIMHCAPTaH, HAMANABAT 3aryoara Ha KanHi,
NPHAM3BHKAHA OT AuypeTULiuTe. Kanuit-cexpaHABaIHTe JUYPETHLIH KATO CITHPHHONIAKTOH,
eIUIEPEHOH, TPHAMTEPEH, WIH AMHJIOPH, ChABPKALIMTE KATH XpaHUTeIHH J00aBKH, WIH
ChABbpXKAILIMTE KAMHI 3aMEeCTHTEIH HA COJITA, MOraT Ja AOBEJAT O 3HAYHTE/HO MOBHILEHHE HA
cepyMHHs Kamuii. AKO € Toka3aHa eIHOBpeMeHHa yrorpeda, Nopaay JIOKyMEHTHPaHa XMITOKATHEMHH,
e HeoOXOOHUMO JIEKapCTBEHHTE MPOAYKTH Ja OBAAT H3MOI3BAHM C ITOBHIIEHO BHUMAHHE, U C
MOCTOSHHO MOHHTOPHpAaHE Ha CepYMHHTE KOHLICHTPALIMH Ha KaJusl.

Jlurrmie

CoobmaBaHH ca ciTyyad Ha oOpaTHMHU NOBULICHHA B CSPYMHHUTE KOHLUEHTPALIMY HA JIUTHA H
TOKCHYHOCT, ITPH €THOBPEMEHHO MPHIOKEHHE HA TUTHH H HHXHOHMTOPH Ha AHTHOTEH3HH
KOHBEPTHpALIHS €H3UM, KAKTO H ¢ aHTHOTeH3HH Il peuerrrOpHM aHTaroHNCTH, BKITIOYHTENHO
TeJIMHCapTaH. AKO KoMOHHMpaHaTa ynoTpeba ce okxaxe HeoOXoauMa, € IpeNnopHYNTENIeH BHUMATE/IEH
MOHHTOPHHI Ha CepYMHHTE HUBA Ha JIUTHA.

Cuvnvmemsawya ynompeba, u3ucKkeauiq nOGUUIEHO SHUMAHUE

Hecrepouanu nporueoebinanyrenty cpeacrea (HCTIBC)

HCTIBC (1.¢. ateTHNCATHIMIIOBA KMCEIHHA B NPOTHBROBB3NANMTENHH 1031, COX-2-uuxuburopy, n
HecenekTHBHU HCIIBC) MoraT na HaMansT aHTHXUINepTeH3UBHHUA edeKkT HaaHrHOTeH3HH 1
PELENTOPHATE @HTArOHHCTH.

IIpu asaxou nauueHTH ¢ HapyineHa 6s6peyna ¢pyHKUMs (Hanp. NALMEeHTH ¢ AeXHAPATALMA HIH
NALHESHTH B CTap4YecKka BB3pacT ¢ HapylicHa Obp0peyHa PyHKIHA), €THOBPEMEHHOTO NPHIaraHe Ha
aHrHoreH3uH Il peuenropHH aHTArOHHCTH H JIGKAPCTBEHH CPeACTBa, KOWTO HHXHOKHpAT LHKIO-
OKCHIeHa3aTa, MOXE [1a HMa KaTo pe3yNTaT Mo-HAaTaThIIHO BiowmaBaHe HA Op0peunara GyHkims,
BIJTHOUHMTETHO BB3MOXKHO TEXKO OB0peuHo yBpeKIaHe, KoeTo 00MKHOBEHO e 00paTHMo. 3aToBa,
koMOHHauMaTa TpaOBa aa Opae MpHnarasa ¢ NOBHINEHO BHUMAHUE, OCOOEHO NPH NalHeHTH B
crapuyecka sbpapact. [lauueHTHTe TpabBa na 6baaT aAeKBATHO XHAPATHPAHH, KATO NTOJ BHEMaHHE
TpaOBa Aa ce B3eMe H npocieasBaHeTo Ha 6b6pevHaTa QyHxLMA c/iel] 3ancYBaHe Ha CHIThTCTBALLATA
Tepanus 4 NepHOIUYHO CEH TOBA.

Pamurnpun

B enso npoy4BaHe, €IHOBPEMEHHOTO NpHIaraHe Ha TEJIMHUCAPTAH M paMMITPHI € JOBeJIO A0 2,5
kKpaTHO NMoBHIICHHE B AUCq.24 U Cax Ha paMHUTIPHI M paMHNIPHIAT. KIHHHYHATA 3HAYHMOQCTAH:
HaOmoeHHe € HEH3BECTHA.

Juypernuy (THa3HAHW Wiy OpUMKOBH SMYDETHLIH)

[IpenwecTsalilo NeYeHHE ¢ BHCOKH A03H JUYPETHIH KaTo dypozemMun (OpUMKOB I




XHAPOXJIOPOTHA3H (THAZHACH AMYPETHK) MOXKE JIa IOBee A0 NMOABATA HA XWUITOBOIEMHUSA H PHCK OT
BE3HMKBAHE HA XMIIOTOHMA MPH 3aMI04YBaHE HA JIeYCeHWE C TeJIMHCAPTaH.

Convmcemeaya ynompeba, xoamo mpabea 0a ce uma npeosuo

Ipyru aHTIXWTIEPTEH3NBHH JIEKAPCTBEHHN TPOJYKTH

[oHIDKaBALUMST KPEBHOTO HAAraHe e(eKT Ha TEeIMHCAPTaH MoXe Aa OBbIe 3aCHICH NPH CHITETCTBAIA
ynorpeba Ha ApyTH AHTHXHITCPTEH3HBHH JIEKAPCTBECHH MPOXYKTH.

JlaHHH OT KIMHMYHM NPOYyYBaHKA MOKA3BaT, Y€ ABOKHOTO OnoKMpaHe Ha CHCTEMAaTa PEHHH -
anruoTensuH angocrepor (PAAC) upes komGunupanara ynotpe6a Ha ACE vxuburopn,
aHrvoTeH3HH Il-peLierTTopHH 6/10KepH WIH ATHCKHPEH Ce CBBP3Ba C N0-BHCOKA YECTOTa Ha HEXEaHH
¢HGHTHA, KATO HATTPHMEP XHTIOTOHHS, XHNEpPKaTHEMHS i HamasiBake Ha Os0peunara ¢yHKums
(BKITIOYMTENHO TeXKO Gb6pedHo yBpeikaaHe), B CpaBHEHHE ¢ ynorpebaTa caMo Ha eJHO CpeaCTEBO,
aeticreamo 8ppxy PAAC (BX. ToukH 4.3, 4.4 u 5.1).

C ornen Ha (apMaKOIOrHYHHTE MM CBOICTBE, MOXE A C€ OUaKRBa, J4e CJICHHTE JICKAPCTBEHH MPOAYKTH
MOTAT A2 328CHIAT XHTIOTOHHYHHTE e(eKTH Ha BCHUKH AHTHXKIEPTEH3UBHH CPECTBA, BKTIOMHTEIHO TO3H

NeKapCTBEH MPOAYKT, Harp, GaxiodeH, aMHGOCTHH, HeBPOISITTHIIH WIH aHTHZeNpecaHTH. (IO Taka,
OPTOCTATHYHATA XMITOTOHHA MOXe Ja Obae 3aCHIeHa H OT IKOXO.
KoprukocTe U (332 CHCTeMHO MPHIOKEHHE

HamansasaHe Ha aHTUXHIIEPTEH3UBHUA €(PEKT,

Baumodeiicmeus, c8bP3IARU C AMAOOUNUH

Egexmu na opyeu nexapcmsenu npodyxmu 6spxy GMI0OUNUH

HMuxuburopn Ha CYP3A4

EnHoBpeMeHHATa yNoTpe(a Ha aMJIOANITHH ¢ MOIIHHA WiH YMepeHn CYP3 A4 uHxuburopH (mpoteasHu
MHXHOWTOPH, A30/JJ0BM AHTHMHUKOTHLH, MAKPOJIMAH K&TO 6PHTPOMHLIMH WK KIapUTPOMHLIMH,
BEpATIaMHJT WTH AWITHA3EM), MOKE Aa A0BEe N0 3HAUYNTEIHO yBEeTHUeHHe Ha €KCIIO3HLMATA Ha
aMJIOAMITHH, BOAELLIO A0 MOBHILIEH PHCK OT XHnepToHuA. KmHHuyHuTe npossi Ha Te3u PK npoMeHH
Morar aa ObAaT No-u3pa3eHH NpH NMaLUMCHTH B HaNpeaHana pu3pacT. Mojke na ce HaNOXH KITHHHYHO
HabmoAeHHe H KOPHIUpaHe Ha J03aTa.

WUnnvkropu Ha CYP3A4

IIpy enHOBpPEMEHHO MPIIOKEHHE HA U3BECTHH HHAYKTOpH Ha CYP3A4 rasMeHaTa KOHLIEHTpaLuA Ha
aMJIOJIMTIMH MOXe Aa Bapupa. [Topaau ToBa KppBHOTO HalsATaHe TpAOBa Ja ce Mpocieadsa H fia ce
o6MHCIM afanTHPaHe Ha I03aTa KaxKTo Mo BpeMe, Taka H Cllefl eTHOBPEMEHEH NpHeM, 0CO0SHO Che
ciiHd CYP3 A4 HHOYKTOPH (Hamp. pu(aMITHLHH, XKBJIT KAHTAPHOH).

I'peindpyT u cox ot rpeAndpyT
He ce npenopsuBa ynorpebara Ha rpeiindpyT H cok ot rpefindpyT, Thit KaTo MpH HAKOH MALHCHTH

OHOHAIMYHOCTTA MOJKE J1a Ce MOBHIIH K Aa AOBEAe N0 3aCHNBaHE Ha BHTHXHITPETEHIHBHUTE €pEeKTH.

ﬂﬂ!mﬂel{ { HHQ!;HH )

[1py XXMBOTHH ca HAQUTIOAABAHH JIETATHO KAMEPHO MBIKICHE H CBPASTHOCHAOB KOJIAINC BBB BPB3Ka C
XHNEPKATHEMHA Cliel MPHIOKEHHE HA BepanaMi H HHTPaBEHO3€eH JaHTponeH. [lopaau
XHIEPKATHEMHS, C€ NPENOPTHYBa, Ja ce H30ATBa eTHOBPEMEHHOTO MPHIOXKEHHE ¢ 6110
KaJLMEBUTE KAHAIM, KATO AMJIOAUIIHH IIPH NAUMECHTH, MPEAPAasnoNoKeHH KBM Ma
XMIIEpTEPMHA H [TPU OBJIAASBAHE HA MATUTHEHA XHITEPTEPMHA.

Ecpexmu na amnodunun 6vpxy opyau rexapcmeenu npooyxmu




EQ!I:H GHTUXHMNEPTEHINBHH JEKAPCTBEHH NPOAYKTH

[TonmwxapalldTe KPHBHOTO HANAraHe e(heKTH Ha AMJIOAMITHH Ce JOOABAT KbM NOHIDKABALIIMTE
KPBBHOTO Ha/ATaHe e(peKTH Ha APYTH JIEKAPCTBEHH NMPOXYKTH C AHTHXHIIEPTEH3HBHH CBOKHCTBA.

TaxpoauMyc
MMa pHCK OT yBeIHYEHHE HA HHBATA HA TAKPOJIOMYC B KPBBTa NPH €THOBPEMEHHO MPHITOKEHHE C

AMJIOZMITHH, BLIIPEKH e $apMaKOKMHETHYHHAT MEXAHMIBM HR TOB& B3AHMOAEHCTBHE HE € HAITKIIHO
u3sACHeH. 3a na ce u3berne TOKCHYHOCT Ha TaKpOJIMMYC, B CITydail HA €THOBPEMEHHO NMPHIIOXKEHHE Ha
aMJIOJMITHH TP MALHEHT, JIEKYBaH C TAKPOJIMMYC, € He00X0AHMO MOHHTOpHpaHe Ha HUBATA Ha

TAKPOJIMMYC B KPBBTA M CHOTBETHO KOPHTrHpaHe Ha JI03aTa TAKPOIMMYC NPH He0OX0AUMOCT.

[Tpuuensy 3a paraMUMH (mTOR) HHXKOUTODH
mTOR HHXHMOUTOPH KATO CHPOTUMYC, TEMCHPOJIMMYC H eBepoiuMyc ca cybcrpati Ha CYP3A.

AmnoavnuH e caab uaxuburop Ha CYP3A. INpu eqHoBpemennara ynorpeba Ha mTOR unxuburops,
aMJIOAMITHH MOXKe A3 yBeauuy excriosyumaTa Ha mTOR muxuburopure.

LinknocnopHH
He ca mposexaaHH [MpOyYBAHHA 332 B3aHMOJEHCTBHE MEXKITY UMKIOCTIOPHH H aMJIOAHITHH NPH 3ApasH
1oGpOBONIM M APYTH MOMyNALMH, ¢ H3KTIOUYCHHE Ha NauMeHTHTe ¢ OB0peyHa TpaHCIUIaHTAIRMA, NIPH

KOHUTO ¢ HabmoAABaHO MPOMAHATA Ha HAM-HUCKATA KOHLICHTPAUHS HA LIMKIOCMIOPHH Jia Ce NOBHINaBa
(cpeano 0-40%). Cnena na ce MMa npeABHA MOHUTOPHPAHE HA HHBATA Ha LHKJIOCNIOPHH MpPH
nauHeHTHTe ¢ OROpeyUHa TPAHCIUIAHTALMA, IEKYBAHH C AMJIOJUITHH, KAKTO H CHOTBETHO HAMaJIABaHe
Ha [03aTA UHIJIOCTIOPHH IIPH HeOOXOAUMOCT.

HMB4

EnnospeMeHHOTO NpiiiaraHe Ha MHOIOKpaTHH Jo3H or 10 mg amnoaumyH ¢ a03u oT 80 mg
CHMBAaCTATHH BOAHU 10 77% yBeNMuEeHHe Ha €KCITO3UIMATA HA CHMBACTaTHH B CPABHEHHE CBHC
CaMOCTOSATETHOTO NPUIIOXKEHHe Ha CHMBACTaTHH. Jlo3aTa Ha CHMBACTATHH TIPH MAaLMEHTH, KOHTO
IpHEMaT aMJIOAMITHH, TpsAGBa na ce orpaHHyn no 20 mg AHeBHO.

[To BpeMe HA KTHHUYHHATE H3MHTBAHHA 33 OLICHKA Ha B3aHMOMCHCTBHATA, aMIOLMITHH He € MOBITHA
¢hapMakOKHHETHKATA Ha ATOPBACTATHH, AHIOKCHH HIIH BapdapHH.

4.6 ®epruaaTer, HpeMEHHOCT H KbpMEHE

bpeMeHHOCT
He ce npenopbusa ynotpeGaTa Ha TeIUIHH No BpeMe Ha TbpBHA TPHMECTHP Ha OPEMEHHOCTTa (BX.

Toukxa 4.4).

TenaurvH € MPOTHBOTIOKA3aH NO BpeMe Ha BTOPHA H TPETHA TPHMECTHP Ha OpeMEeHHOCTTa, Nopaau
TeIMUCAPTAHOBATA KOMITOHEHTA (BXK. TOUKH 4.3 K 4.4).

TenMucaprTad
Hama gocTaTeyHO AaHHM 3a ynoTpebara Ha Tenmucaprad npu 6pemMeHHH xeHH. IIpoyusaHusTa ¢

TEAMHCAPTAH MPH KUBOTHH Ca MOKA3IH HAIHYHE HA PEITPOAYKTHBHA TOKCHUHOCT (BXK. TOYKA 5.3).

EnuaeMHONOrHYHUTE NaHHH 38 PHCKA OT TEPATONeHHOCT ciiea ekcno3uuma Ha ACE mHxubHTOpH npe3
WEPBHS TPHMECTHLP Ha OpeMeHHOCTTa He ca ybeauTesTHH. Bee nak, He MoxXe 1a ¢¢ U3KITIOYH
NoBHIIIeHHe Ha PHUCKA. JIOKATO JIMIICBAT JaHHH OT KOHTPOJHPAHO €MHASMHOJIOrHYHO H3C/ICABAHE 34
PHCKA OT JieHcTBHETO Ha AHMHOTEH3HH Il penenTOpHH aHTArOHHCTH, 34 TO3H KJac JICKApCTBEHH
MPORYKTH TAKHBA PHCKOBE BHHArH MOXe a HMa. OCBEH KOTaTO NPOTR/DKHTETHOTO JISUDHH
aHrMoTeH3HH Il peLeITTopHN AHTArOHHCTH € CYHTA 38 HAIOXKKTEIHO, NMALMEHTKHTE,
Aa 3abpeMeHedr Tps6Ba A8 NPeMUHAT HA ATTEPHATHBHO AHTHXHUIICPTOHHYHO JIEYEHHS
nokaszaHa OezomacHocT 3a Opemennu. Koraro ce yctaHoBH OpeMEHHOCT, JIEYEHHETO
anruoreHsuH Il penenTopHH aHTaroHKUCTH TpAGBa fa ObAe MpeycTaHoBeHO He3abap




BBb3MOXKHO, Ja CC 3arno4He anTCPHATHHO JICHCHHEC.

H3secTHO e, Ye EKCNO3HLMATA HA aHTHOTEeH3HH [l pelilennmOpHI aHTArOHHCTH MO BpeMe Ha BTOPHA H
TPETHA TPUMECTPH, HHAYLMpa GeTOTOKCHYHOCT (NMOHIKeHa 6p6pedHa QYHKUMS, OTHIOXHAPAMHHOH,
3abaBgaHe ocHpHKALMATA HA Yepena) H HeOHaTaTHa TOKCHYHOCT (650peuHo yBpexaaHe, XMITOTOHHS,
XUTepKamiemMus) (Bx. Touxa 5.3).

[Mpu excnosuimg Ha aHTHOTEH3HH [I peLenTOpHH AHTATOHMCTH MO BpEME HA BTOPHA TPHMECTHP Ha
OpeMeHHOCTTa, C& NpenophYBa H3BbPLLUBaHE Ha YITpa3BYKoB npernex Ha 6pbpednara Gykums 4
qyeperna.

Knpmauerara, yHHTO Maliki ca ca mpHeMaid aHruoTeH3uH 11 penerrropau aHTAaroHUCTH TpabBa Aa
6paar HaGmoaaBaHH 3a NOsBA HA XUMNOTOHHA (BIKTE TOUKM 4.3 U 4.4).

Ampoounun

Be3onacHOCTTa Ha aMJIOAMITHH 10 BpeMe Ha OpeMEHHOCT HE € YCTAHOBEHA.

[Ipn npoy4YBaHHA BBPXY KHMBOTHH € HabmonasaHa penpoayKTHBHA TOKCHYHOCT NPH BUCOKH JO3H (BX.
TO4Ka 5.3).

KspmeHe

VnorpebaTta Ha Tenaunui He ce npernopsYsa H e HeoOXoaUMO J1a C€ MPHUCTHITH KbM ATTEPHATHBHO
NeveHHe ¢ JokazaHa 0e30macHOCT Mo BpeMe Ha KbpMeHe, 0cO0eHO KOraTo ¢€ KEpMH HOBOPOJEHO
MM HenoHoceHo Oebe.

Hsama HanuuHa HHPOpMaLHMA OTHOCHO yrioTpedaTa Ha TE/IMHCAPTaH M0 BpEME Ha KbPMEHE,
AMIOJMITHH Ce eKCKPETHPA B KbPMATa NPH xopa. HacTra ot xo3aTa 3a MalikaTa, NosydeHa OT

KbpPMaveTo, € H34YHCIeHa ¢ HHTePKBapTWIeH aquanasoH 3-7%, MakcuMyM 15%. EdextsT Ha
AMJIOZIMITHH BLPXY KbpMA4eTaTa € HEH3BECTEH.

PDEPTHINUTET

Teamucapman
B npeaxIMHHYHHN NpOy4YBaHHA HE ca HaOmonaBaHH ¢eKTH Ha TEJIMHCAPTAH BBPXY MBXKKHUA H
XKEHCKHA PEPTHITUTET.

Amaoounun
O6paTumu GHOXMMHYHH ITPOMEHH B IMTABHYKATA HA CIIEpPMATO30MANTE ca OWIH JOKIAgBaHH NpPH
HAKOH MALMEHTH, JeKYBaHH ¢ OIOKepH Ha KaILUHEBHTe KaHATH., KUTHHUMHHTE NaHHU C& HENOCTATBYHH

110 OTHOLUEHHE Ha MOTCHUHANHHA edeKT Ha aMIOAMITHH BbpXy depTiiidTeTa. B eaHo npoyysaHe npu
MrbXOBe, ¢ AOKNAABARH HeONaronpHiaTHH edeKTH BEPXY MBKKHA (PEpTHAHTET (BXK. TOYKa 5.3).

4.7 Edextn Bbpxy cnocobnocrra 3a modpupane H pabora ¢ MamAnH

TennunuH cnado WIH YMEPEHO MOBIHABA BBPXY CNOCOOHOCTTA 3a WodupaHe H paboTta ¢ MalIUHA.
[Ipu wodupane win pabora ¢ MAIUKUHH TPAOBA AA C& B3eME NMPEABHA, Ye BUCHE HA CBAT WJIH
CHHJIHBOCT MOHAKOra MOJXKe Aa BE3HHKHE MPH AHTUXMIIEPTEHIHBHA TEpanus, KaTo HaMpHMep
TenaunuH. AKO NAUHEHTHTE, ITPHEMALIY aMJIOQHITHH CTPAJaT OT CBETOBBPTEXK, MaBodonue, ymopa
WIH rafeHe crnocoOHOCTTa 3a pearnpane Moxe aa Opae HapyuleHa. IIpenopbysa ce MOBHILEHO
BHUMaHHe, 0cCO0€HO B HAYATOTO Ha NICYEHHETO.

4.8 Hexe1aHH JeKAPCTBEHH PeAKIIHH

O6obuleHue Ha npodwaa Ha GezonacHoCT

Teamucapman
Cepuo3HHTE Hexe/laHH JIEKAPCTBEHH PeaKiiy BIUIOYBAT aHA(QMWIAKTHUHHN peaKLUH U
KOHMTO MOXe Ja Bb3HMKHE psanko (=1/10 000 no <1/1 000) u ocTpa 666peuna Hex



O6maTa YeCTOTa HA HeYKENIaHM JIEKAPCTBEHH peaKLWH, ChoOLIeHH NpH yrorpeba Ha TEJIMMCAPTaH ©
cpaBHUMa ¢ runaue6o (41,4% cpemy 43,9%) B KOHTPOIMpPaHH NPOYYBAHHA NMPH NALUECHTH, NEKyBaHH
3g XHnepToHud. CiryuanTe ¢ MPOABEHH HEXeNTaHHTE PEaKiMH He ca CBBP3aHH C 103aTa H He NoKa3Bat
3aBHCHMOCT OT NOJIa, BE3pacTTa WIH pacaTa Ha naumeHTHTe. [IpopuirsT Ha GesonacHocT Ha
Te/IMHCAPTaH ITPH MALIWEHTH, 1eKyBaHH 38 HAMaNABAHE HA CHPACUHOCHAOBATA 3a00/1€BAEMOCT €
CXOAEH C TO3H NMPH MALUEHTH C XHIIEPTOHHA.

HexxenaHuTe peakiny, H3OpOeHH Nno-[0ITy, OTPA3ABAT Pe3yNTaTHTe OT KOHTPOJIHpPaHH KIMHHYHH
MpOyYBaHUs NPHU NALIMEHTH, JIEKYBaHH 38 XHIIEPTOHHA H OT MOCT-MAPKCTHHIOBH AOKNIANK.
H36posBaHeTO OTYMTA M HACTBITWIHM CEPHO3HK HEXKEJIAHH peaKLMH H HEXKETaHH PeaKLIHH, BOREILH A0
peKbCBaHe Ha NeYeHHETO, HJOKIARBAHY NPH TPH KBITOCPOMHH KIHHHYHH NPOYYBAHKA, BKIIIOUBAINH
21 642 MauHeHTH, TEKYBaHH C TEIMHCAPTAH 34 HAMANIABAHE Ha ChPAEYHOCHA0BATA 3a00/IeBAEMOCT 32
nepHok JI0 LIECT FOAHHH,

AMNOAUITUH
Haii-uecTo cpobliapaHHATe HEXKENAHH PEaKUMH [10 BpEMe Ha JIEYSHHETO Ca ChH/IMBOCT, BUCHE HA CBAT,
rnasobonne, copuebneHe, 3auepBsBaHe, 60JIKH B KOpeMa, razeHe, NoAyBaHe Ha IVIC3CHHTE, OTOK U

yMopa.
CriMchK Ha HEXeAHWTE JIEKAPCTBeHH peakiy nox dopmara Ha Tab :

HexenaHuTe peaKUMH ca ONpeACIeHH CINIOpel 4eCTOTaTa Ha Bh3HUKBaHe, CHIVIACHO CJICIHATA
knacuuKauHa: MHOTO yecTr (>1/10); uectn (21/100 no <1/10); nevectu (=1/1 000 xo <1/100);
peaku (>1/10 000 mo <1/1 000); Muoro peaxu (<1/10 000), ¢ HeusBecTHA YecTOTA (OT HAIHYHHTE
NAaHHHU He MOKe Ja Obie HampaBeHa OLICHKa).

B1B BCAKa Ipyna, HeXeNaHKTe peakilMH ca NpeICTABeHH B HU3XOMAIN pell [0 OTHOIIEHHe Ha TAXHATa
CepHO3HOCT.

MedDRA [ Hexenanmn pPeaKnHH ) [ Yectora
CHcTeMoO-0praHes Kiac | _ Amaoaannd | Teamucapran
Hngpexyuu u Undexuuy Ha MUKOYHHTE - HeYECTH
unhecmayuu ITHTUINA, BKJI. I(HCTHT,
HH(}EKLWH Ha FTOPHUTE
AMXATE/THH METHILE, BKI,
ApHHTHT B CHHY3HT . _
Cerncyc, BISTFOMHTEHO C - peIKH
] netaneH wixof ' L _
Hapywernus na xpvema u | Aremus - HEYeCTH
ARMPHama cucmema | - | )
Eo3znHodunus - PEeOKH
Tpnmﬁoun'roﬁgﬁna MHOTO pEIKH . peaKH B
- R T — R
JIeBKOUMTOINEHHUA MHOIO pexd | -
Hapywenua na AHadHnaxTHYHA peamﬂm, - o peaxy o
UMYHHAMA CUCMEMA CBPBXYYBCTBHTEJIHOCT |
AJTeprudHa peaxums MHOTO I;E,nm -
L — R - |
Hapywienua na XurepKatueMus -
Memabonusma u
Xpanenemo | Xnnornuxemus (mpu [ -
naipeHTH ¢ guaber)




il

[ _ _ | Xuneprnukemus MHOIO peikH | - |
Hcuxuunu napyuieHun Henpecus, 6eacbHue HEYECTH HEYeCTH
| [TpomsaHa Ha HECTPOCHHETO | HCYECTH
(BKIIOYHTEHO
6e3noKoMCTBO) 1
besnokoicTBO - pPeaKH
| O6bpkaHOCT JKH - a
Hapywienun na neperama | CHHIMBOCT JeCTH peaKH
CHCMEME 3aMafgHOCT YEeCTH HEYECTH |
I"naBobonue (ocobeHo B YeCcTH -
HAYaIo0TO Ha JIHEHHETO) | |
Tpemop, aucreysus, HEYECTH -
XHITOCCTE3NA, TIAPSCTCINT — —
I CuHkoOn _ HEYeCTH HEYECTH |
[loBHILIEH MYCKYJIEH TOHYC, | MHOIO PEIKH -
nepudepHa HEBpONaTHA |
ExcTparnmupaMHIeH CHHAPOM | C HEH3BeCTHa | -
YyecToTa
3pumennu napymenun 3pUTETHH CMYLICHHA YECTH peaxu
. BKJTIOYHTENHO JHTUIONHA)
Hapywenua na yxomo u | THHHTYC | HewecTH -
nadupunma CBeToBBpTEX . HEYECTH
Cuplennu HapyuieHus [MammuTaupm q9ecTH [
bpaavikapnus HEYECTH HEUecTH
Taxuxapaus - PeaKH
ApuUTMHA (BKITIOTHTENTHO HEYECTH -
KaMepHAa TaXUKApH4,
NpeACHPAHO MBXKACHE)
_ Hudapxr Ha MHOKapaa MHOT'O PeIKH ! - _L_
Cvoosu napyuienun 3auepsABaHe Ha IMUETO | 4ecTH -
| XHnoTOHHA " HEYeCTH HedecTH’
THYHA XHIIOTOHHA - HEYECTH
- Backymwr  [wmoropemn [-
Pecnupamopru, ZpeOHu U CriHes YeCTH | HEUeCTH
MeOUACMUNAIRU PyHUT HEYECTH -
HapyuieHun Kamnuua HEYEeCTH HEYEeCTH
HurepcTrHiManHa MHOTO peaku’
| _ | 6enompobHa bonecT i
Cmomawno-upesru [Ipomana B puTHEMAa Ha YeCTH -
HAPYUIERUR nedekalHs (BKIIOIMTENHO
AHapUs H KOHCTHIIALHA),
rajeHe _ [
A6noMuHanHa 6onka, 4eCcTH
OUCIIENCHA
Huapus, pnaryneHUHS -
| TTospbane




| nyo_'f_za yCcTarTa

HEYECTH

CromalueH ZHCKOMQOPT,
JAUCTEY3Ha

[IaHKpeaTUT, FaCTPHT,
FHHECHBAIHA XHIIEPILIA3HA

MHOTO PeAKH

Xenama&muapnu
HAapyuleHUR

Hapywenun na xoxcama
U NOOKONCHAMA MHKAH

Hapywenus na MycKkynano-
CKenemuama cucmema u
CheQURUMETHAMA MBKAH

Hapymeuu; Ha
OvOpeyume u nuKounume
nomuiya

2epPHOIPOOHNTE €H3HMH

HCKPOMH34

XenaTur

| mHOTO penxu

Hapymena HEPHG_.E[-E(JﬁHa
bykumsa, vepHOapOOHH
HapylleHus

| dKpareHHua

| MHOTO PeIIKH

[TopuIIeH HHBA HA

MHOrO peaku™

YpTHKapHs

HECUYCCTH

Kocomap, mypmypa,
JeIMTUrMeHTALIUA Ha KOXXAaT4a,

CK3aHTCMA

HCUYCCTH

[Tpypuryc, oOpus

HEUeCTH HEYECTH

Xunep_xn,upcaa

HCYECTH HEYCCTH

Epurema myntudopme,
eKkcdonHaTHBEH ACPMATHT,
CHHApPOM Ha Stevens-
Johnson, oTok Ha Quincke,

_(POTOUYBCTBHTEJTHOCT

MHOTO penKH

Ex3eMa, epurema,

YPTHKApPH, TEKAPCTBEH
0OpHB, TOKCHUEH KOXKEH

| oOpue ___
AHrHoeaeM .

| penxy

MHOT'O PelIKH | peakH

ToxcHuHa enuaepManHa

C HEH3BECTHA
| HeCTOoTa

OTOK Ha rne3eHa, MyCKyJIHH
KpaMIH

HECTH
-

Muanrus

HEYICCTH HCYCCTH

bBonka B repba

HEYUCCTH HCYHCCTH

| Aprpanrus

| neseorw | peaxw

MycCKyJIHM CrIa3MH

HCYCCTH

B cyxoxwine (nogobHH Ha
TEHAHHHT CHMITTOMH)

bonku B xpaﬁ}mm',_ﬁsm |

PCaKH

B‘bﬁi:)etmo YBpEXKIAHE,
BKTIOYHTEJTHO TEXKKA

6u0peyHa HEAOCTATBUHOCT

HCYCCTH

HapylIeHHEe Ha
YPHUHHPAHETO, Y€CTO
YpHHHpPaHe, HOIHO

| YPHHHpAaHC

Hapywenun na
ev3InpousIsooumeIHama
cucmema u zepoama
Obuiu HapyuieHuR u

ﬂ

EpexkTniHa AMcQyHKLNA,
THHEKOMacTHA

HCUYCCTH

EneMm

]_MHOI‘D ) YECTH

i S




ehexmu Ha MACMomo Ka | YMopa 4ECTH -
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ACTeHHA YyecTH HEeYeCTH

bonka B repauTe HEYeCTH HEYECTH

OO61110 Hepa3NoMoKEHHE, HE4YeCTH -
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'punononobro 3abonseane | - peaKy

| Hacreosanus IToBHIDEHO TENECHO TErNo, HEYEeCTH -
MTIOHDKEHO TEeNIECHO TerJo l
[ Tlopmmenn HyBa Ha - HeYeCTH
KpEeaTHHHH B KPBHBTa _ _
IloHiDKeHH HMBA HA - PEeAKH
xeMornobuH, ypeJauyeHa
KOHIIGHTpAaLMs Ha ITHKOYHA
KHCEJIHHA B KPBBTA,
NMOBHINECHH HUBA HA
YepROAPOOHHUTE EH3HMH,
MOBHILIEHH! HHBA Ha
¢ocdokHHa3a B KPbBTa .
1,2, 3, 4; 32 JOMBIHUTENHH OMTUCAHHA, MOJIA, BHIKTE NoApasfen "Onucanue Ha u36parnu nexceaanu
peaxyuu”
* Haii-peue B CHOTBETCTBHE ¢ XON€CTA3A

Onucanve Ha y3OpaHH HEXENAHH Peakiiiy

Cencuc

B npoyusaHeTo PROFESS e Ha6monaBaHa MOBHINEHA 4eCTOTA HA BH3HHKBAHE HA CEIICHC MpH
TEJIMHCAPTaH B cpaBHeHHe ¢ nauebo. CrOHTHETO MOXKe J1a e CiryvaliHa HaXOAKA HIH CBbp3aHa ¢ A0
MOMEHTA HEM3BECTEH MEXAHHIBM (BX. ChINO TOYKA 5.1).

XHIOTOHUA

Tasu HexxeslaHa peakilda ¢ ChoOlIeHa KaTO YeCTa [TPH MALMEHTH ¢ KOHTPOJHPAHO KPBBHO HALAraHe,
KOHTO ca JIEKYBaHH ¢ TEJIMHCAPTAH 32 HAMANABaHe Ha ChPJACTHOCHAOBATA 3a00/1EBAEMOCT NPH
MPOBEEHO CTAHAAPTHO JIEYECHHE.

Hapyluena uepHoapobHa YEepHO HO HapYUIeHHe

[Toseuero cy4an Ha aGHOpMHA YepHoApoOHa PyHKIMA/YepHOAPOOHO HapyllleHHe OT HOCT-
MAPKETHHIOBHSA OIUT ¢ HACTBHIIWIH NPH NAUMEHTH OT AMNOHCKH MPOH3X0A. [IpH naluueHTH OT AMOHCKH
NPOM3X0J HMA NO-TOJIAMA BEPOATHOCT 338 Pa3BHTUE HA TA3H HE)KENNaHa JIEKAPCTBEHA PeaKLiuA.

HurepcruimanHa Genoxpobra Gonect

Cnyuaun Ha uHTepcTUIHANHA Genoapobua GonecT ca AOKIAABAHH OT MOCT-MAPKETHHTOBHSA OIHT BLEB
BpEMeBa BPB3Ka ¢ MPHEM Ha TeJIMHcapTaH. Benpexs Toba, MPUYHHHO-CNIEACTBEHA BPH3K2a HE €
YCTAHOBEHA.

Cpobulen# ca ClTyqyan Ha HHTECTHHAJIEH aHruoeaeM ciel ynorpeba Ha aHrnotreRsuH 1l peuerrropau
AHTArOHHCTH (BXK. TOUKa 4.4).

CrobuiaBaHe Ha NOAO3HUPAHK HEXKENAHHU pPeakiuy
CrofliaBaHeTo Ha NMOJO3HPAHK HEXETIAaHH peakLMH cie]] pa3pelnaBaHe 3a ynorpeb

NPOAYKT € BaxkHO. TOBA MO3BOMABA A4 NMPOALIDKH HAGMIOAEHMETO HA CHOTHOINEHHETD |
NEeKapcTBEHHS NMPOAYKT. OT MEIHLMHCKHTE CNELMAIICTH Ce H3HMCKBA Aa ChoGiaBati|Bts
MORO3MPAHA HEXKeTaHa PEaKLUA ypes &




HM3nbaHyTenHa areHLMs 1o JeKapcTBaTa
ya. ,,JlamsaH I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg.
4.9 Ilpeno3mpane
Ha pasnono)keHde HMa orpaHH4YeHa HHGOpMALHS M0 OTHOLISHHE Ha IPEXO3UPaHE MpH XOpa.

CUMOTOMH

Hati-aBHHTe MpOABNICHUA Ha MPEAO3HPaHe C TEIMHCAPTAH Ca XHITOTOHHA U TAXHKAPIHA, HMa
cpoblIeHHA ¥ 3a OpaavKapaAud, 3aMasHOCT, MOBHIIIEHNE HA HHBATA HA CEPYMHHS KPECATHHHH, TEXKO
6B6peuHO yBpexKIaHe.,

Hanuvrara vH(pOpMaLMA IpernoJiara, Y€ 3HaYUTETHO IPEA03HPAaHEeTO C AMIIOJAHITHH MOXKeE 1a HM& KaTo
pe3yNTaT TEBpAE 3HAYMMA nepuepHa BasoMHIATALMA, KAKTO K pedrexcHa Taxukapaud. Crobmasa ce
M 3a U3MBEHA H BEPOATHO MPOABDKHATES/IHA CHCTEMHA XHITOTEH3HA, KOATO Jia MPEMHHE B IIOK,
BKTIOUHMTETHO MIOK, 3aRGPIIBAILN CHC CMBPT.

HexapauoreneH 6enoapodeH oTok ce ¢cro0IaBa pAAKo KaTo MOC/AeANNA OT MPeAO3HpaHe ¢
aAMJTOZIMMMH, KOMTO MOXeE 1A ¢€ NPOABH Che 3a6aBeHO Haualo Ha edekra (24-48 vaca cien
MOrNbLIAHE) M A3 M3MCKBA H3KYCTBEHA BeHTWIALMA. PaHHHTE peaHHMaIlMORHH MEPKH (BKTIOYMTENHO
HATOBAPBAHE ¢ TEUHOCTH) 32 NOANbPKAHE Ha nepdy3uaTa U ChpAeyHHs neduT morat Ja Opaat
yCKOpABaILH JaKkTopH.

JleueHue

[TauuentsbT TPAGBA Aa 6bae BHUMaTEMHO HabmogasaH, a Je4eHHeTo TpsAOBa a € CHMITTOMATHYHO H
noAABpKaio. CxeMara 3a jieUeHHE 3aBHCH OT BPEMETO OT MOMEHTa Ha NOTTbilaHe, KAKTO H OT
TexecTTa Ha cuMToMure. [IpeaaraHuTe MepKH BKIOUBAT NMpeAH3BUKBaHE HA MOBPHIIAHE H/WIH
JTaBaX Ha cToMaxa. B cimyuan Ha nmpeno3upaHe, KaKTo HA TEIMHCAPTaH, Taka ¥ Ha aMJIOHUITHH, KaTo
CPEACTBO MO’Ke 1a C€ H3TION3Ba U AKTHBCH BEITIEH.

Husara Ha CepyMHHTE €JIEKTPOIMTH M KpeaTHHHHA TpsaOBa fa ObAaT H3MEepBaHM vecTo. 11pn Hanuiue
Ha XMIMOTEH3Ms, MALMEHTHT TPAOBA fa ¢e mocTaBH JierHan no rpub, kaTo yecTo My 6BAe npunaraHo
OBp30 BJIHBAHE Ha COMU H 00€MO3aMECTHTEIH.

Ba3zoKOHCTPHKTOP MOXKE Aa € OT 110132 38 BE3CTAHOBABAHE HA CHAOBHA TOHYC M apTCPHAITHOTO
HaJfraHe, NPH yCJIOBHE, Ye HAMA MPOTHBONOKAa3aHHA 38 MPHIIOKEHHETO My. HRTpaBeHO3HOTO
[IPHIOKEHHE HA KALMEB IIIIOKOHAT MOXKE Aa € OT NOJI3a 33 NMpeooNaBaHe Ha edextuTe OT biiokanara
Ha KaJluueBUTe KaHaad. ThH KaTo aMJIOIUITHH Ce& CBBP3Ba 3/IPAaB0 ¢ IUIa3MCHHTE NMPOTEHHUTE,
QHANH3aTa BepoATHO HAMa Aa 6bae ot nomsa. CelIo Taka, TEIMHCAPTaH HE C& OTCTPaHsBa upe3
XeMOHAIH3A.

5. ®APMAKOJIOTHYHH CBOUCTBA
5.1 PapmakoaHHAMHYHH CBOHCTBA

dapmMakoTepaneBTHYHA rpyna; AKTHBHH BEIECTRa, NeHCTBAIIM HA PCHHH-AHTHOTCH3HHOBATA

cucreMa, aHruoredsuH Il peuenropuu 6nokepn (APB), 6nokepu Ha kanuuesHTe kaHany; ATC kon:
C09DB04.

Teamucapman

MexaHH3LM HA JEHCTBHE

TenMHcapTaH € aKTHBEH IIPH NMEPOPAIEH NPHEM H € crielMpudeH aHrHoTeH3HH 11
anTarosuct (i AT1). TeMucapTaH H3MECTBA ¢ MHOTO TOJIAM AQHHHTET aHTHOTE




crieundUUHHTE My MECTa 32 CBbp3BaHe KbM perenropa ot ¢y0oTun AT], KOHTO € OTrOBOpEH 34

nelicTereTo Ha aHrHoTeH3HH [I. TenMucapTaH He NMOKa3Ba HUKAKBA AKTHBHOCT HA NapHHAJCH ArOHKHCT
Ha AT] . peuenropa. TemMucapTaH ce CBbp3Ba CeNEKTHBHO KbM AT — penenropa, KaTo CBbP3BAHETO
e TpaiiHo. TesmucapTaH He NMOKA3Ba AQUHUTET KbM APYTH PELICIITOPH, BKIIOMHTENHO AT2 u apyru no
cnabo npoyuenn AT- peuernrropu. OYHKUHOHAIHATA POJIA HA TE3H PELICITIOPH € HCH3BCCTHA, KAKTO H
eeKTET Ha BB3MOXKHATA UM CBPBXCTUMYJALHNA OT aHTHOTeH3HH II, YHHTO HHBA CE NOBHINABAT OT
TeaMucapraH. TelMHcapTaH HAMANABA IUTA3MEHHTE KOHLICHTPAlMH Ha AINOCTepPOH. TeMucapTaH He
HHXHOUPa YOBEITKHAT IUIa3MEH PEHHH M He 6okupa HoHHHTe KaHATH, TenMucapTaH He HHXHOHpa
AHrMOTEH3HH-KOHBEPTHpAILHA eH3uM (kuHuHa3a IT), kouTo pasrpakia H SpaTHKMHMH. 3aTOBA HE Ce
OYAKBa 3aCHIBAHE Ha OMOCPEACTBaHUTE OT OpaNUKHHHH HEXKEIAHH JIEKAPCTBEHH pCaklHH,

[Mpy yoreka, K03a OT 80 Mg TENMMHCAPTAH MOYTH H3LAIO NMOTHCKA MPEAM3BUKAHOTO OT AHTHOTEH3HH Il
NMOBMILEHHE HA KPHBHOTO HansAraHe. EGexTsT Ha MOTHCKaHe MpOAB/DKaBa 24 vaca U e H3MEpHM A0

48 yaca.

Knunuuia epukacHocT ¥ He3onacHOCT

Jleyenue Ha eceHIIHANIHA XHIIEDTOHHA
Cnen rbpBaTa 1038 TEIMHCAPTAH, AHTHXHNEPTEH3UBHATA AKTHBHOCT IUTIABHO 3aN04Ba Ja C¢ NMpoABaBa

cnen okono 3 uaca. MakCHMMAa/THOTO NOHHKEHHE HA KPhbBHOTO HANATAHE C¢ NOCTHra B 001LMa cryyai
32 4 0o 8 ceaAMHLIM CJIe]] 3AIIOYBAHETO Ha JISUEHHETO, H C€ MOTLPKA IT0 BpeMe Ha 1eJTHA NeprHoa Ha
JIeueHue.

AHTUXHIIEPTEH3UBHUAT €(EKT ce NMOAbpKa B TeYeHHE Ha 24 daca ce/l MpHEMAaHe U BKITIO4Ba
nocaeqHuTe 4 yaca MpeAM cneABallaTa 1033, KOETO €€ YCTAHOBABA Ype3 H3MEpPBaHe HA KPHBHOTO
HanAraHe B aMOynaToOpHH yc/oBUA. TOBa C€ NOTBBPXKAABA OT CHOTHOIICHHATA HA ITHKOBETE, KOHTO Ca
uneHTHuHH Hax 80 % cnen npuemaHe Ha no3u ot 40 1 80 mg renmucapTad B NIaLe00-KOHTPOIHPaHH
KJIMHHYHHA W3TIMTBaHUA. YCTaHOBABA ce 3a0enexmMa TCHACHIIMA KbM 3aBHCHMOCT Ha R03ata OT
BPEMETO 33 BH3CTAHOBABAHE HA HAYAIHOTO ChCTONMMHO KpbBHO Hansarane (CKH). B Tosu cMuchn
AaHHHUTE OTHOCHO AHACTOAMYHOTO KpbBHO Haysrane (JIKH) ca npotuBOopeuHsH.

[Ipy NauMEHTH ¢ XHUNEPTOHUA, TEIMHCAPTaH pelyliipa CHCTO/TMYHOTO U ANACTOJIHIHOTO KPBBHO
HanaraHe, 6e3 oa 3acsra yecToraTa Ha cbpuebHeHe, [IpHHOCHT Ha IYMPETHYHHA U HATPHYPETHUHHA
edeKT Ha IeKapCTBERHA MPOAYKT KbM HETOBATA XHIOTEH3HBHA AKTUBHOCT € B IPOLEC HA
YCTaHOBABaHE. AHTHXHIICPTeH3HBHATA €QHKACHOCT HA TEJIMHCAPTAH € CPaBHHMA C Ta3u Ha
BELECTBATa OT APYTH KJIaCOBE aHTHXHNEPTEH3UBHH JIEKAPCTBEHH NMMPOAYKTH (KOETO € JOKAa3aHo B
KJIHHUYHY W3THTBAHHA, KBIETO e()eKTHBHOCTTA Ha TEJIMHCApPTaH € CpaBHEHA ¢ TasH Ha AMJIOJIHITHH,
aTEHOJ0J1, CHANANPWI, XHAPOXIIOPOTHA3HK], H JIN3HHOTIPHKIT).

IIpu BHE3aNHO MPEKHCBARE Ha JIEYEHHETO C TeJIMHCAPTAH, B PAMKHTE Ha HAKOJKO JHH KPBBHOTO
HaJIAraHe NOCTENeHHO Ce BL3CTAHOBABA A0 IThPBOHAYATUTE NapaMeTpH OTIPENH 3aN04YBAHETO Ha
JIEYEHHETO, KATO HE € AOKa3aHO BE30OHOBABAHE HA XMITEPTSH3HATA.

YecTOTaTa Ha CYXa KALWUIHLIA € 3HAYMTENHO NO-HHUCKA NMPH NAlHCHTHTe, ICKYBAaHM C TEJIMHCAPTAH,
OTKOJIKOTO [PH TE€3H, KOUTO ¢a JICKYBaHH ¢ HHXHOHTOPH Ha 8HI'HOTeH3HH-KOHBEPTHPALIKNTE €H3UMH,
KOETO C& YCTAHOBABA B KIIMHHYHH U3NWTBAHHNA, NHPEKTHO CPABHABALIH OBATa THIIA
aHTUXHIIEPTEH3HBHO JICYEHHE,

CoupAaeuHOCHAOBA MPEBECHLHA

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpomt Trial)
CpaBHsBa e()eKTHTE OT MPHAOKEHHETO HA TEJIMHCAPTAH, PAMMITPHI H KOMOMHAIHATA OT P u A
W paMUNpUI BEPXY Pe3y/ITATHTE N0 OTHOINEHHE HA CHPICIHOCHAOBATA CHCTEMA, np 6;3‘5\ gf%
NauveHTH Ha BB3PAcT > 55 rouHu, ¢ aHaMHe3a 3a KOpOHapHa aprepHaliHa 6omecT,

MPEeXoAHO HAPYIIEHHE HA MO3BYHOTO KpbBOOOpalneHHe, yBpexxaaHe Ha neprugepH
3axapeH AHaleT THN 2, CHITBTCTRAH ¢ IAHHH 32 YBPE)KIAHEC Ha MPHLICIHATE OpraHu




PETHHOMNATHA, IEBOKAMepHA XunepTpodus, Makpo- WM MUKpoaIOyMHHYpHA ), KOHTO Ca MOMyJ1alig ¢
PHCK OT HACTBLIBAHE HA CHPACYHOCHAOBH HHIIMACHTH.

ITaueHTHTE Ca paHACMHM3HPAHH B €IHA OT C/ICAHUTE TPH IPyIH 34 JIeueHHe: TeaMucapTad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) wim xomOuHamms ot TenMucaprad 80 mg u pamunpun 10 mg
(n=8 502), nocneasaHo OT mpociiegsBaHe ChC CpeHA MPOABDKUTETHOCT OT 4,5 T'OAHHH.
TenmucapTaH mokasBa cxXoneH e¢eKT ¢ pAMHITPH MO OTHOUIEHHE HAMAJIABAHE HA ITbPBHYHATA
chCcTaBHa KpaliHa TOUKa OT CBPAECYHOCHA0BA CMBPT, HedpaTaneH HHAPKT Ha MHOKapAa, HedaTaneH
MO3BbUeH HHCYJIT WIH XOCIIHTAIH3aLMA NOPaaH 3aCTOMHa ChpevHa HeIOCTaThYHOCT. YecToTaTa Ha
ITbPBMYHATA KpaifHa TOYKA € CXOAHA B rpymnHTe Ha TesmMucaptaH (16,7%) u pamunpun (16,5%).
KoeduipeHTsT Ha pUCK NpH TeMHUcapTaH cnpamMo pamumpun e 1,01 (97,5% CI1 0,93 -1,10; p (1e no-
Mmanka edpuxacHoct) = 0,0019 npu Mapx ot 1,13). IIpoueHTET HA CifydanTe Ha CMBPT MO BCAKA
npu4nHa e ce0TBeTHO 11,6% 1 11,8% npu nauueHTHTE, TEKYBaHH C TEAMHCAPTAH U PAMHITPKII.

YcTaHoBEHO €, Ye €EKTHBHOCTTA HA TEIMHCAPTAH € CXOJHA ¢ TA3H Ha PAMHMIIPHI NPU NMPEABAPUTENIHO
OMnpe/le/ieHaTa BTOpHYHA KpaliHa Lies1 OT ChPAeYHOCBAOBA CMBPT, HedaTaleH HHPAPKT Ha MUOKapa H
Hedaraned MosbueH uHeynT [0,99 (97,5% CI 0,90 —1,08; p (e no-manxa edpukacHoct) = 0,0004)],
nbpBUuHa kpaiiHa uen B pedepentroro npoyusade HOPE (The Heart Outcomes Prevention
Evaluation Study), koeto uscnensa edexra Ha paMHTIpHI CIIpAMO rutatebo.

B npoyusaneTo TRANSCEND ca paHaOMH3HpaHH NMALIMEHTH ¢ HEMMOHOCHMOCT KbM ACE-]
HHXUOHTOPH, HO HHaYe CBC CXOOHH KPHTEPHH 3a BIIKOYBaHE KaKkTo B npoyusaHeTo ONTARGET 8
rpyna, nprvematua Trenmucaprad 80 mg (n=2 954) uan mwrauebo (n=2 972), kaTo 1 ABATA NMPOAYKTA CE
AIpWIAraT B AOITBJIHEHHE KbM CTAHAAPTHOTO JedeHUe. CpeaHaTa MpOARDKHTEIHOCT Ha NpocieasBaHe
e 4 ronuHH H 8 Meceua. He ce ycTaHOBABA CTATHCTHYECKH 3HAYHMA PA3THKA B YECTOTATA Ha
ITBPBHMHATA ChCTaBHA kpaltHa Touka (ChbpaeMHOCHAO0Ba CMBPT, HedaTalleH HHPApKT Ha MHOKap/a,
HedaraleH MO3BYEH HHCYNT WIH XOCTIHTATH3ALMA NTOpaaH 3acTOHHA ChpAeYHA HeIOCTATHYHOCT)
[15,7% B rpynara Ha TenmMucaprad H 17,0% B rpynara Ha nnauebo, ¢ koedpHIHeHT Ha pHcK (0,92

(95 % CI 0,81 -1,05; p =0,22)]. ma nanxu 3a nons3aTta OT TEIMHCAPTAH B CpaBHEHHE ¢ ILTanebo mo
OTHOLUEHHE Ha MPEABAPHTEIHO ONPEACTICHATa BTOPHYHA CHCTABHA KPaiHa TOYKA OT CHPACHHOCHA0BA
CMBPT, HedaTaNleH UH(apKT Ha MHOKap/a K HedaTaieH Mo3b4yeH HHeyaT [0,87 (95% C1 0,76 —1,00;

p = 0,048). Hama nanHu 3a nonas3a Mo OTHOUIEHHE Ha HAMATABAHE Ha ChPASYHOCHA0BATA CMBPTHOCT
(koeduunenT Ha puck 1,03, 95% CI 0,85 —1,24).

Kamnuua 1 anrnoeaeM ce cpo0LaBaT no-pAaako MpH MalMeHTH, JICKYBAHH ¢ TEJIMHUCApPTaH, OTKOJIKOTO
NMPH NaliHeHTH, JEKYBaHH ¢ PAMUNIPHI, JOKATO MPH TEPaNHi ¢ TeJIMHCAPTaH NO-4eCTo ¢e choblnana 3a
CJTyHaun Ha XMIOTOHHS.

KoM6uHupaHeTo Ha TeJIMUCApPTaH ¢ PAMUIIPUT He AaBa JOITRJIHHTENHA 10132 CIIPAMO
CAMOCTOATEJIHATA TEPANKA ¢ pAMHIIPHI WiH TenMucaprad. ChpAeMHOCHAOBATA CMBPTHOCT H
CMBPTHOCTTA 1O BCAKA ITPHYHHA, KATO YHCJIEHO H3PAKECHHE, Ca NMO-BHCOKH NMPH KOMOHHHPAHOTO
nedyeHue, OCBEH TOBA, HMa 3HAYMMO NO-BHCOKA YeCTOTA Ha XUnepkamueMus, 6n6peuna
HEIOCTAThYHOCT, XHIIOTOHHS K CHHKOI B paMOTO ¢ NaLMEHTH Ha KOMOHHNpaHO JieyeHHe. [Topanu
Ta3H [pH4HHA, €THOBPEMEHHATA yoTpefa Ha Te/IMHCAPTAH K PAMHUITPWI HE ¢€ MpenophuBa MNpH Ta3u
NOMynauxs.

B npoyusaHeto “[Ipo¢unakTiyen pexxum 3a eQpEeKTHBHO NpeaAna3sBaHe OT MOBTOPEH MO3BbYE€H HHCYNT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npx naumenT Ha 50
TOAWHY HIIH NO-BB3PACTHH, KOHTO HACKOPO Ca IMONYYHIIK MO3bYeH HHCYIIT, ce 3a0esa3Ba NOBHIIEHA
4eCTOTa Ha Bb3HUKBAHE Ha CENCHC NPH TeJMHCAPTaH B cpaBHerHe ¢ mwiauebo, 0,70% crpamo 0,49%
[RR 1,43 (95 % nosepureneH unrepsan 1,00 — 2,06)]; yecTtoTara Ha BR3HHKBAHE Ha CENCK
H3XOJl ¢ NOBHILEHA TTpH NalLHeHTHTe, NpHeMalau TeamucapraH (0,33 %) cnpaMo naumsg ‘/ ge'Ha " 10
rwianedo (0,16 %) [RR 2,07 (95 % nosepurened untepsan 1,14 — 3,76)]. Habmonae ;’/ K dopie f%

Y€CTOTAa Ha Bb3HHKBaHE Ha CCIICHC, CBhpP3aHa C )’TIDTPEBEITE Ha TCJIMHCAPTaH MOXKE Ji¢ :%_ ' L __ %; *:“‘& \ ",_.;
IS SN SN

OTKpHTa WIH 2 € CBbpP3aHa ¢ MEXAaHH3IBM, KOHTO € HENMO3HAT 38 MOMCHTA. .—‘:’:3' NS ;Lﬁ-;:"- <~ ] _‘?"
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IIBe roneMu paHIOMH3NpaHd KOHTposnupanu npoyusaHud — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyimo rinobanHo usnuTsaHe 3a
KpaifHi TOYKH Ha TEIMHCAPTAaH, CAMOCTOATENHO H B KomOuHauma ¢ pamunpwt) ¥ VA NEPHRON-D
(KJIHHUYHO Npoy4YBaHe CBBP3aHO C pa3BUTHE Ha HedponaTHd NpH auadeT, MPOBEACHO OT
MHHHCTEPCTBO 10 BEIPOCHTE HA BeTepaHKTe) — NpoyuBaT ynorpedara Ha kombumawmsTa ot ACE
HHXHOMTOP ¥ aHrHOTeH3HH [I-peunenrropeH bnokep.

ONTARGET e npoyuBane, NpoBEeIEHO NPH NMALUEHTH ¢ aHaMHe3a 3a ChpJICUHOCHA0BA HIH
MO3BYHOCHA0BA DONECT, WK 3aXxapeH AuadeT THN 2, MPHAPYXEHH ¢ AaHHH 34 YBpeKIaHC Ha
edexropHu oprand. VA NEPHRON-D e npoyusaHe npu NaUHEHTH ChC 3axapeH Anaber THN 2 H
anabeTHa HepOMAaTH.

Tesu NpoyyYBaHHA He NIOKA3BAT 3HAYUM GraronpuaTeH edext BrpXy Gn6peunure Wnnu
CHPAEUHOCHAOBHTE MOCIEMIIM H CMBPTHOCT, KATO CHIEBPEMEHHO & Hab/MoaapaHH! MOBUIICH PHCK
OT XHIIepKaTHEMHS, OCTPO YBpexaaHe Ha GrOpermTe W/ XHNOTOHHA B CPABHEHHE C
MoHoTepanuaTa. Kato ce UMar npeasua cxoIHHTe HM QapMaKOJHHAMMYHH CBOHCTBA, TE3H PE3yNTaTH
ca npioKkHMH U 3a 1pyri ACE naxuburopn v anrnoteHsHH [I-peuenropHn Gitokepw.

ACE nuxu6UTOpPH U aBruoTeHsuH Il-penentopau 61okepH crenosarTeHO He TpAOBa 1a ce H3No/3BaT
eHOBPEMEHHO IIPH NaLMEeHTH ¢ nuabeTHa HedponaThs.

ALTITUDE (KauHHYHO Npoy4BaHe MPOBEAEHO ¢ ATHCKUPEH NPH NMALMEHTH CBC 3aXapeH AHadeT THII
2 ¢ M3N0/I3BaHE Ha ChPACYHOCHAOBH H 616peunu 3ab0aBaHHA KaTo KpaliH¥ TOYKH) € Npoy4BaHe,
NpeaHa3IHAYECHO [a U3C/E/BA No3aTa oT J06aBAHETO Ha aJIHCKMPEH XbM CTaHAapTHa Tepanud ¢ ACE
UHXHOWTOP WK aHrHOTEH3HH [I-peLienTopeH Gnokep NpH NALHEHTH ChC 3aXapeH Aualer THIE 2 U
XpoHHuHO GBOpeuHo 3a6onaBaHe, ChpASHUHOCHAOBO 3a00nsBaHe HIH H ABeTe. [IpoyuBaHeTo ¢
NpeKpaTeHo NPEeKACBPEMEHHO NIOPa/H NMOBHIIEH PHCK OT HebnaronpusTHy nocneanun. Kakro
CBPACYHOCHAOBATA CMBPT, TAKE M HHCYITHT €& MO-YECTH B rPYTATA Ha AIUCKUPEeH, OTKOJIKOTO B
rpynara Ha raue6o, a NpeacTaBNABALLHTE HHTEPEC HEXEIAHH ChOHTHA M CEpPHO3HH HeXeaHH
cuOUTHA (XHUNEepKaTHeMHs, XMITOTOHHA K 6b6petHa AHchYHKIMA) ce choOLIaBaT Mo-4eCTo B rpynara
Ha aJITUCKUPEH, OTKOJIKOTO B Irpynara Ha nnauebo.

Amaoounun

AMIoaunuH e HEXMOKUTOP Ha HHOITYKca Ha KATUMEBUTE HOHHM OT AMXMAPONMPHAHHOBATA IPyna
(6noxep Ha fasHWTE KAHAMH WIH aHTATOHUCT HAa KaJIHeBHTe HOHH) B HHXHOHpa TpaHCMeMOpaHHUS
HH(QNYKC Ha KanUyeBH HOHH B ITIAAKHTE MYCKYJ/IH Ha ChPLIETO H KPBBOHOCHHTE CHAOBE.

MexaHu3MbT Ha aHTHXHIIEPTeH3UBHO ACHCTBHE HA AMJIOKHITHE C€ AB/DKH HA TUPEKTHHA PeIaKCHpail
edeKT BLPXY CHAOBATA INIaAKa MycKynaTypa. TOYHHMAT MeXaHM3BM, Upe3 KOUTO aMIOaUNHH
obneK4yaBa CTEHOKApAMATA, HE € HAITBJIHO H3ACHER, HO aMJIOAHITHH HaMasiaBa OOIIOTO HCXEMHYHO
HAaTOBapBaHE 1O CICIHHATE B2 MEXaHU3Ma.

1.  AMJIOAMIHH NpeAH3BHKBA AWAATALMA HA nepuepHUTE APTEPHOIH M MO TOIH HAUHH HAMAJLABA
o6uioTo nepudepHO CHIPOTHBICHHUE (CIeAl HATOBAPBAHETO), CPeLy KOATO ChpLETO paboTH.
TBi KaTo CHpACUYHATA YECTOTa OCTaBa cTabHNTHA, TOBAa OOpeMeHABaHEe HAa ChPLETO HaAMaNsBa
eHeprufiHaTa KOHCYMAaIlHsA U HYKIHTE OT KHC/IOPOA Ha MHOKApJa.

2. MexaHH3MBT Ha /1eHiCTBHE Ha aM/IOAMITHH BEPOATHO BKIIOYBA JWIATALWA HA OCHOBHHTE
KOPOHAPHH apTePUH U KOPOHAPHHUTE ApTePUOJIH, KAKTO B HOPMATHHTE Taka H B HICXCMHYHHTE
o6nacTH. Tasy qunaTalus YBEIHYaBa MPHTOKA HAa KHCIIOPOA KbM MHOKapAa NMpH MaLHeHTH ¢
KOpOHAapeH apTepHalieH cnaibM (aHruHa Ha Prinzmetal wiu BapHaHTHaA CTEHOKpaaM«).

[Ipr mauMeHTH ¢ XHIIEPTEH3H NO3HPAHETO BeAHEK JHEBHO OCHTYPABA KIHHUYHO 3HAYHMO
HaMaNcHHE Ha apTepHANTHOTO HANAMaHe B JIETHANO0 H H3MPABEHO MOJIOKEHHE B MPOAB/DKCHHE Ha

24 vaca. [Topanu 6aBHOTO HayaNo HA AEHCTBHE OCTPATa XHIIOTOHHS HE C€ Cpella ITPH MPHIOKCHHETO
Ha aMOAHIIYH.

[Tpu nauueHTH CBC CTEHOKAPUA MPHIIOKEHHETO HAa aAMIOIHITHH BEAHBXK NHEBHO YB
Ha (pH3MYECKO HATOBAPBAHE, BPEMETO A0 NPOBOKMpPAHE Ha 8HIHO3HHUA MPHCTHII H B
nenpecus Ha ST cerMeHTa ¢ 1mm K HaMaJIABa KaKTO YeCTOTaTa HA MPHCTHIIMTE HA
M npyema Ha TableTKH rNIKLepHT TPHHUTPAT.
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AMNOAMIIHH HE BOAM A0 HUKAKBH MeTA0OIHTHH HEXKENNAHH PeaKIMH WIH NPOMEHH B ILUIa3MEHHUTE
JUITHAK H € NOAXOAML 38 ynoTpeba npu nalMeHTH ¢ acTMa, AMabeT U moaarpa.

Ynompeba npu nayuenmu ¢ xopornapra 6onecm na cvpyemo (HEC)

EdexTHBHOCTTA Ha AMJIOUITMH NPH NMPEAOTBPATABAHE HA KITMHHYHY MPOABH NPH NaUHEHTH ¢
kopoHapHa fonect Ha ¢spueTo (MBC) € oLeHeHa B HE3aBHCHMO, MYJITH-LCHTPOBO, paHIOMH3HPAHO,
RBOHMHO-CNANO, I1aLe00-KOHTpONMpaHO npoyuBane npH 1997 naumenti. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Te3u naupeHTH, 663 ca 6unn
NeKyBaHu ¢ amnoaunuH 5-10 mg, 673 nauueHTy ca Ounn nexyBaHH ¢ eHamanpun 10-20 mg u 655
NaHeHTH Ca IEKYRaHH ¢ Iauedo, B ROIMEJIHEHUE KbM CTAHAAPTHATA TEPAlTA Ha CTaTHHH, Oerta-
OnoKepH, AUYPETHIIH U aCITHPHH, B MPOXL/DKEHHUE Ha 2 roAWHH. Kio4oBHTE pesynraTH 3a
e(UKACHOCT ca NpeAcTaBeHH B Tabnuua 1. PesyaraTure nokasear, 4e JIE4EHHETO C AMIOAUTIHH €
CBBP3aHO C NMO-MAJIKO XOCTIHTAIM3AUUH MOPaH CTCHOKAPAHSA H NPOLSAYPH 38 PeBacKy1apH3alLa MpH
nauunent ¢ UBC.

e

I_Taﬁnuua 1. YectoTa Hﬁaaquum KITHHAIHY ¢0uTHA mpu CAMELOT

CupaevHOCHA0BH CHOHUTHS, AmnoaunuH cly
No. (% IInane6o
CrOTHOLIEHHE

Pesynrary Amnogunue | [Inane6o | Enananpun | Ha pucka

(95% CI) HHBd
 [Ibnen4na kpatina TouKa i}

Hexenanu cupaedHOCHAOBH 151 0,69 (0_,54-
CBOUTIA 110 (16,6) (23,1) |_136 (20,2) | 0.88) 003

Orgenuwre KOMITOHEHTH

KopoxanHa peBackynapusauus 103 0,73 (0,54-
78 (11,8) (15,7) 95 (14,1) 0.98) .03
Xocnuranyu3auus ngpa,un - 0,58 (0,41- |
CTeHOKAPIHA 51 (7,7) 84 (12,8) | 86 (12,8) 0,82) 002
Hedaranen MH 14 (2,1) 192,9) | 11(1,6) ?,zg)(o,s - a7
HAucynt s [THA . ] 0,50 (0,19- o
1(0,9) | 12 (1,8) | 8(1,2) 132) 15
ChpaevHoCcsO0Ba CMBPT 5 (0,8) 2(0,3) 5(0,7) 31!,243 (0,48- 57
X i nopazn 3CH | . | o 0IE 7
ocnuranu3auus nopaau 3C 3(0,5) 5(0.8) 4(0,6) g,i?])(o,m 46
:-Hc-;l_ampeu caEi-eueH apec'rﬁ ﬁ- ‘ 4 (0,6) 1(0,1) | NA_ B ,04_
Hoeonossuio ce nepudepHo
CBHIOBO 3a60/IBaHe 5 (0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) | .24

Cobkpawenua: 3CH 3actofina copaeuna HeaocraThuHoCT, Cl- nosepmneﬂ- uHTepBan; MU- HH(l)apI{'T
Ha Muokapaa; [IMA npexogHa ucxeMHUHa aTaka.

YnorpeGa npu naLKHEHTH CHC ChPASYHA HEAOCTATBYHOCT

XeMOonuHAMHYHHTE W3CISBAHHA U KOHTPOJHPAHHTE KIHHHYHH MPOYUBAHHA ¢ GH3HYECKO

HATOBapBale NPpH NalHeHTH ChC ChpAcyHa HeaocTaThYHOCT OT Kaac II-IV or NYHA noka3spart, ue

aMJIOJHMIMH HE BORM 0 KIMHHWYHO BJIOLIABAHE, QOLICHEHO YPe3 TONEPAHCA KbM (PH3HUECKO

HATOBapRaHe, PpakMaTa Ha H3TNACKBaHe Ha JIARATA KAMepa U KITMHHYHATA CHMITOMAZ g,‘iﬁ\_‘-_“f s
2 |

&
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cbpaeyHa negocrarbaHoCT Kiac III-IV NYHA, noayvasaiuu QAroKCHH, AHYPETHIIE . 7.
HHXHOUTOPH, NTOKA34a, Y& AMJIOJHITHH HE BOAH A0 NOBHIUABAHE HA PHCKA OT CMBPTHC z} y




KOMOMHH paHa CMBPTHOCT H 3a00J71€BA€MOCT CBC CbpaAc€4YHa HEAOCTATBbYHOCT.

[Tpu npocneasBauo, AbArOCPOUHO, ruiauedo koHTpoaupaHo npoyusase (PRAISE-2) ¢ amnoaunux
MpH nauueHTu ¢ cbpaeuHa HeaocetaTb4HOCT NYHA III 1 IV 6e3 KiiMHMYHM CHMITTOMH HJIH OOEKTHUBHH
HAXOJ/IKH 334 Bb3MOXKHA MJIM HaJIWYHA UCXeMHYHA 60secT Ha ChpLETO, MpH nocTosHHa Tepanus ¢ ACE
MHXHOMUTOPH, IUTHTAIIMC U JUYPETHILH, aMJIOJMITHH HAMa e(eKT BbpXy ob1ara chbpae4YHOCHAOBA
cmbpTHOCT. [IpH chluaTa nomynanus aMJIOAMITMH CE CBbP3Ba C YBEJIHYEHA YECTOTa Ha ChbOOLIECHHA 3a
6enoapoleH OTOK.

H3nurBaHe Ha neyeHuKe 3a npoduiakTHKa Ha cbpaedeH npucten (ALLHAT)

PannomusipaHo ABOHHOCANO Npoy4yBaHe 3a 3aboneBaeMocT U cMbpTHOCT ALLHAT
(AHTHXHIICPTEH3UBHO W JIUMTUIOTIOHWKABALIO JIEYEHHE 3a NPOPHIaKTHKA Ha ChbPJEYEH MPUCTHN)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeneHo ¢ uen
CpaBHsiBiiic HA HOBUTE Tepanuu: amioaunuH 2,5-10 mg/aen (kaauues aHTaTTOHUCT) MK JTH3HHOMPHII
10-40 my//1edH (ACE MHXMOHMTOpP) ¢ THA3UOHHUSA JUYPETHK XJIOopTanuaoH 12,5-25 mg/neH karo nedyeHue
OT ITbPBa JIMHUS MPH MAaLMEHTH C JIeKa 10 yMEPEeHa XUIIEPTOHHS.

OO0 33 357 nauMeHTH ¢ XUIMepTOHUA Ha Bb3pacT 55 roMHHU U MoBeve ca OWIY paHAOMH3HUPaHH U
nmpocJieictiit 3a cpeaHo 4,9 ronuHu. [lauMeHTHTE ca HMaIH MOHE €IHH JOITBIIHUTENIEH PHCKOB (hakTop
3a KOpoHupiia OonecT Ha ChpLETO, BKJIOYUTENIHO NpeliecTBal MHOKapAeH HHOApKT WIH HHCYAT (>6
MeceLa 1P /A4 BKIIOYBAHE B MPOYYBAHETO) WM OOKa3aHO APYro aTePOCKIEPOTHYHO ChPACYHOCHAOBO
3abonssaiic (Hag 51,5%), 3axapen auaber tun 2 (36,1%), TMNONPOTEHHH C BUCOKA IUTBTHOCT -
xosiectepo.1 <35 mg/dl unu <0,906 mmol/l (11,6%), neBokamepHa xunepTpodus, AHarHOCTULMPaHa
ype3 eJick| pokapauorpama uiu enexrpokapauorpageku (20,9%), Hacroawu mywmauu (21,9%).

[TepBuuHaTa KpaliHa ToYka e Onia ChbCTaBEH MoKa3ares OT (aTajleH KOPOHAPEH HHLHUICHT HUITH He-
daranen vinokapaeH uHdapkT. He ca HabmoaaBaHH 3HAYUMH pa3IM4YMA MO OTHOLIEHHE Ha

MbPBHYHL I KpalHA TOYKA MEX/IY TeparnuaTa ¢ aMJIOAUITHH U TeparnuaTa ¢ XJIOPTAIHAOH: KOEPULIUEHT
Ha puck U.v8 95% CI (0,90-1,07) p=0,65. IIpx BTOpHYHUTE KpaitHU TOYKH, YECTOTATa HA ChpAECYHA
HEeOCT4 1L 1 HOCT (KOMIIOHEHT Ha ChbCTaBHaTa KOMOMHHMpaHa ChpAE€YHOCHAOBA KpaiiHa To4uka) e Ouna
CHUIHM(1i1.(1ITHO MO-BUCOKA B Ipyrnara Ha aMJIOAUITMH, OTKOJIKOTO B rpynara Ha xyoptanuaoH (10,2%

cnpsamo 7, /o, RR 1,38, 95% CI [1,25-1,52] P <0,001). Beripeku TOBa, He ce HabmoaaBaT 3HaYUMHU
pas3IHuusl 110 OTHOIIEHHEe Ha o011iaTa CMBPTHOCT MEXIYy Ipyrara Ha Tepanus ¢ aMJIOAUITUH U Ta3H Ha
Tepanus ¢ xJopranuaon RR 0,96 95% CI [0,89-1,02] p=0,20.

5.2 Qi) AaKOKHHETHYHH CBOHCTBA
Tenmuccpinan
ABcopOLL

AGcopOLiiiTa Ha TeMUcapTaH € Obp3a, BeIpekd 4ye abcopOupaHOTO KONMHYecTBO Bapupa. CpeaHara
abcontoriia OMOHaMMYHOCT 3a TesimucapTaH e okoo 50 %. Koraro TenMucapraH ce npuemMa ¢ XpaHa,
HaMaJIsiBil1eTO Ha MUIOLITA MOA KpUBaTa Ha ChbOTHOLUIEHHUETO Iu1a3MeHa KoHueHTpauus-speMe (AUC)-

o0) Bapiipu ot npubausuTento 6 % (no3a or 40 mg) no npubnusurenHo 19 % (no3a or 160 mg). o 3

yaca cJic/| [1pyeM, TUIa3MEHHUTe KOHLIEHTPaLHH ca MoJ00HH, He3aBUCHUMO JaM TeJIMHCApTaH ce
nmpueMa ¢ 1. 14 6e3 XxpaHa.

JIMHeHHOoC 1T/ HEMUHENHOCT

He ce ouuiiva cnaboro nonwxkasaHe Ha AUC 3a TeaMucapTaH, 1a NOHWXKH TepaneBTUYHATA MY
epukactiocT. HaMa 1MHeHHa 3aBUCUMOCT MEXIY A03UTE M IU1a3MEHUTE HUBA. [Ipu no3u H o
Crmax H, U 110-masika creneH, AUC ce noBUIIaBaT HENPOMOPLHOHAIIHO. 7 ?SQHLU“" Mo f\
eI N
# s “\éﬂ?_if 1:\
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e npubaizitrenHo 500 nurpa.

buoTpanc(opmanus
Tenmucapran ce Merabonu3upa ype3 KOHIOraluus KbM IMTIOKYPOHHAA HA OCHOBHOTO CheJMHEHHE. He e

HaOno1usana papMakoJOrHyHa akTUBHOCT TMPH KOHIOrara.

Enumutiipane

TenmucapraH ce XxapakTepu3upa ¢ IBYeKCIOHEHLIHATHA KHHETHKA Ha pasrpaxkaaHe, ¢ TEpMHUHAIEH
eJIMMMLILLL O HEH Moy KUBOT oT >20 yaca. MakcuMaiHaTa ruiazmMeHa KOHUEHTpauUs (Cmax) H, B I10-
MaJiKa CTelICH, TIOLITa Mo KpUBaTta “riia3MeHa KoHueHTpauua-speMme” (AUC), ce noBuiLaBar
HEenpoIopLLI1OHATHO Ha Ao3ara. Hama nqoka3aTencTBo 3a KIMHHYHO3HAYMMO HATPYIIBaHE Ha
TEAMMC)) i1, TPHET B MpenopbYMTETHaTa A03a. [1asMeHuTe KOHLIEHTpALKMH Ca M0-BUCOKH MpHU

YKEHHUTE, U1KVIKOTO TIPH MBKeTe, 0e3 /1a € HauIle 3HAYUTETHO MOBJIHABaHe Ha e(pUKACHOCTTA.

Cnen nepopaiHo (M HHTPaBEHO3HO) MPUIIOXKEHUE, TEIMUCAPTAaH CE OTAEIA MOYTH M3LSIIO C (pereca,
OCHOBLO I licripoMeHeH Bua. KymynatuBHaTa ekckpeuus uype3 ypuHara € <l % ot gosara. O6must
rasmell i pbHC (Cliot) € Bucok (mpubnuzurenso 1 000 ml/min) B cpaBHEHHE C TO3H OT

yepHonpul i1 KpbBeH TOK (okosio 1 500 ml/min).

CrieLm. 1111 10myNaluy

Ilon

HaGn1o,1.: 001111 ca pa3NUKY B TJ1a3MEHUWTE KOHLIEHTPALMK Ha TeJIMUCAPTaH, C 2-3 KPaTHO MO-BUCOKH
Cmax ¥ AU CbOTBETHO, NPH )KEHH, B CDABHEHHE C MBXKE.

Cmapuccic n3pacm

®apmakoiiii i cTHKATa Ha TeJIMUCAPTaH He Ce pa3/iiyaBa NpH MJIaJH MaLMEHTH U NalUeHTH.B
crapueciiu i pacT (Han 65-roaMiIHa Bb3pacT).

Bvopeviio yepeocoane

ITpu naciio 1 © JIeka, 40 YMepeHa U TexKa crerneH Ha Op0peyHo yBpexaaHe, ce Habnmoaasa
YIABOsIB:I I |11 [UIA3MEHUTE KOHLIEHTPaLlMM Ha TeaMucapTaH. Bee nak, npu nauveHTy ¢ 660peyHo
YBPEXK/1dl .. [10IJIOKEHH Ha AUaiu3a, ce HaO/IrogaBaT No-HUCKH TU1a3MEHH KOHUEHTpaumu. [1pu
naguentii - ¢ ObOpevyHo yBpeKkaaHe, TEIMHUCAPTaH € BbB BUCOKA CTEINEeH CBbP3aH C MIa3MEHUTe
MpoTeHiiil 11 ¢ MOXKe Ja Obae oTcTpaHeH upe3 auanusa. [1omy)XHBOTHT Ha eITMMHUHHUPAHE He Ce
npomelis 1) [lauMeHTUuTe ¢ ObOpeUHO yBpeKaaHe.

Yeproopo10 yepedcoane

dapmako i CTHYHUTE MPOYUYBaHMs [PH NMAaLMEHTH C YePHOAPOOHO yBpe)KJaHe MOKa3BaT yBeJIM4YaBaHe
Ha a0co... 10 ra OMoHaNMMYHOCT Ha TeamucapTaH a0 6au3o 100 %. [TonyxMBOTHT Ha eTMMHHHpAHE Ha
TEJIMMC)) . 11 1€ Ce MPOMEHA MpH MNaLHUEeHTUTE C YBpeXKIaHe Ha YepHHs apo0.

AMTIU{:,!HI:;‘. i

AGcopOuiii. pasnpeaeaHue, CBbP3BaHe C MIa3MEHUTE NMPOTEHHH

Cnen nep - /1HO MPUJIOXKEHHE Ha JIEKAPCTBEHUTE NO3H, aMJIOAUIHKH ce abcopbupa nobpe, ¢
MaKCHM:.i « FOHLEHTpaLMs B KpbBTa MexAay 6-12 yaca cien npueMane. YcraHoBeHaTa abcosmoTHa
OuoHasi-. o1 e mexay 64 u 80 %. buoHaNMYHOCTTAa Ha aMJIOAUITHH HE Ce MOBJIUABA OT MPHEMAHETO
Ha Xpatl.

OGemb 1 11 pa3npenesieHHe Ha aMJaoaUNUH € npubnusurenHo 21 I/kg. In vitro npoyusa
MOKa3Bi 1, ‘¢ NpHOM3uTeNnHo 97,5 % OT UMPKYIHpPALUMAT aMJIOAUITHH € CBBbP3aH C
MPOTEULiil ||DH NMALIMEHTUTE C XUITIEPTOHHA.

BuoHainy 1 cTTa HA AMJIOAUITMH HE Ce MOBIMUsABA OT [IpHeMa Ha XpaHa.

Buotpaiic pviauug/eTHMUHHPaHE




TepmunasiciingT eTUMHUHALMOHEH I1J1a3MEH MOJTY>KUBOT € npubausuTenHo 30 no 50 yaca, npu

eIHOKpa1! | AHEBHA 1032 AMJIOAMITHH ce MeTaboiIHu3upa H3KIIoUHTeNHO (mpubnusurenHo 90 %) or
yepHus /100 A0 HEAKTUBHU METa0OJIUTH.
Cneyuani nonyrayuu

YepHoaop 110 yBpexaaHe

Hanuunu ¢ orpaHH4Y€HH KIMHWYHU JaHHH OTHOCHO NMpHWJIaraHe Ha aMJIOAMITHH INMPHU MaLMEHTH C
4yepHo 0 HO yBpexxaaHe. [lauueHTure ¢ 4epHOAPOOHO yBpeKIaHe ca C MOHKEH KIMPBHC Ha
amJIo/Lilli1 ., KoeTo uma 3a pesynarar yBeauuaBaHe Ha AUC ¢ npubnusurenHo 40-60 %.

Crapuecii BB3pacT
BPEM Clu Ui JOCTHraHe Ha NMUKOBHUTEC IUVIa3MEHH KOHUCHTPAalHH aMJIOJUITHH € HOI[QGHO IMpH HHAWUBHUIH
B CTap4ccCiiit Bb3pacT H MJ1alH HHIHBHIH. HPH MAUUCHTHUTEC B CTAPYCCKA Bb3PACT, KNIHDBbHCDHT Ha

amJIO/LKI1i.  HAMaJiABa, KOeTO MMa 3a pe3yaTar yBenruuasaHe HAa AUC U eITMMHHALMOHHHUS NOJTYXKHBOT.
YBenuuci: 210 Ha AUC 1 enTMMUHAUMOHHHA TTOTY>KHUBOT IPH NMAaLUEHTH CbC 3aCTOHHA ChpeYHa
HeJ0CT: . HOCT ca OMNIM cropes O4aKBaHETO 3a ChbOTBETHATA Bb3pacToBa rpyna.

5.3 1l IKIHHHYHH JaHHH 32 0e30MacHOCT

Teamucc)au
[Tpu npe i ITMHHUYHUATE U3NUTBAHUA 32 0€30MacCHOCT, JO3UTE, ONpeAeALIH eKCITO3ULIMA, CPABHUMA C
Ta3u B K., 'MYHUSA TeparneBTHYEH 0OXBaT Ha JIEKAapCTBOTO, MPEAU3BUKBAT HAMAJICHH NMapaMeTpH Ha

4yepBellii | <KPBBHHU KIETKH (EPUTPOLIMTH, XeMOTTOOMH, XeMaTOKPHT), M3MEeHEeHHs B 6b0peuHara
XeMO/Lii . vKa (MOBUIIeHH HUBA HAa YPEMHHA a30T, U KPEaTHUHHUH), KAKTO H MNOBULIECHH HUBA Ha KaluH
B CEpYMi | pH )KMBOTHH C HOPMaJIHO KpbBHO HassAraHe. [Ipu kydera, ce HabnronasaT aunaTalus 1
atpoiis 1 1| ObOpeunuTe TyOynu. [lpu KyveTa U riIbXoBe, ChIIO TaKa, C€ OTYMTA U YBpeXXAaHe Ha
CTOMaAllllii ra IMraBuua (epo3us, yjaluepaudy Wi Bb3najgeHue). Te3u ¢hapMakoJIOruiyHo- MEAHHPaHH
HexKelul 1 c(PeKTH, U3BECHH OT NMPeAKITHHUYHHTE U3MUTBAHUA C HHXUOUTOPH HA AHTHOTEH3HH-

KOHBEp 111, '|LIK €H3UMH U aHTHOTEH3HH |l peLenTopeH aHTaroHUCT, ce NMPeAOTBPATABAT Ype3 OPaJIHO
[MPUJI0ZLL. . '€ Ha COJIEBH pa3TBOpP.

M npu 1 1a BUOA )KMBOTHH, ce HalO/Il0JaBaT M NOBHIIIEHAa aKTHBHOCT Ha TU1a3MEHUS PEHHUH M

Xunepro. . a/Xunepniasus Ha ObOpeYHHUTE FOKCTArIOMEePYJTHH KIETKU. Te3u MpOMEeHH, KaKTO B KJlac-
cneum .- 1M eeKT Ha HHXUOUTOPH Ha AHTHOTEH3WH-KOHBEPTHPALIH €H3UMH W APYrd aHTHOTEH3HH
I peuciii. H€H aHTAarOHUCT, U3IJIEXK/1a HAMAT KIMHHYHA 3HAYMMOCT.

He e 1i:.0.. »aaBaHO 10Ka3aTeICTBO 3a TepaTOreHeH €(EeKT, BBIPEKH Y€ TEJIMUCAPTAH B TOKCHYHHU JO3H

OKa3Bil . KT BbPXY MOCTHATAJHOTO pa3BUTHE Ha MOTOMCTBOTO, KATO NMO-HUCKO TEJIECHO TEIJIO U
KBbCHO .. JIEXIaHe.

Hsma ;101 2aTencTBo 3a MyTareHeH e(peKT WK KJIacTOreHHa akTHBHOCT IO BpeMe Ha in vitro
Mpoyiii. .. 1, KAKTO M AOKA3aTe/CTa 32 KAPLUIHHON€HHOCT IMPH MUTHXOBE H MHIIKH.

Amnoo !

Penpo, (. .. 11BHA TOKCHYHOCT

Peripo/., .. IBHUTE NPOYyYBAHUA INPH IUTBXOBE U MUILKH [10KA3BaT 3aKbCHAJIO paXKJaHe, YAB/DKEHO
paXKali. . HaMaseHa MpPeXUBAEMOCT Ha MAJIKUTE MPH J03H NMPUOIH3UTETHO S0 IMETH MO-BHCOKH OT
MaKCH i1 1Ta MPENOpBYMTEIIHA /103a MPHU Xopa Ha 6a3ara Ha mg/kg

Hapyuicii ¢ Ha dpepTunurera
He e yc ... .0BeH edeKkT BbpXy (pepTUIHTETA HA IJIbXOBE, HA KOUTO € MPUI0XKEH
amJIO/Li1 111 OB MaJieaTt (Ha MBXKH 3a 64 1HHU U Ha XKEHCKH 3a 14 nHU npeau Yyud
no 10 1o wmogunuu/kg/nen (okono 8 nbTU* MakCHMaIHaTa MPENOPBLYHUTEIH
10 mg/,... 1a 6a3aTa Ha mg/m2 ). B npyro npoy4BaHe npH IUTEXOBE, B KOETO

MpUii .1 VJIOAUNHHOB Oe3unar B mpoab/keHue Ha 30 IHH npH Ao03a, CpaBH




Ha Gaszara na mg/kg, ca yCTaHOBEHH NMOHWIKEHHU IJ1a3MEHHU HUBA Ha (POTHKYJIOCTUMYJIHMpall XOPMOH H
TECTOC || 0H, KAKTO U HAMaJIeHa MUIbTHOCT Ha CriepMaTa ¥ HamajieH OpoH 3pesy cnepMaTUiM
KJaeTKH i CepTonu.

KaHueporenesa, MyrareHesa

[I1pXoBe 11 MHIIKH, HA KOUTO € NMpHuJaraH aMmJIOOUITHH C XpaHaTa B IMPOAB/DKEHHUE Ha 1BE€ TOJAUHH, B
KOHLICH 1 IMM, H34YUCJICHH TaKa, Ye a OCUrypsBaT AHEBHH 1030BH HHBa 0,5, 1,25 u 2,5 mg/kg/nex,
HE MOoKa3 LT JaHHH 3a KaHueporeHHocT. Hali-Bucokara no3a (3a MHIUKHA noAoOHa Ha, a 3a IUTbXOBE
ABOMHL |1 -BHCOKA* OT MaKCHMaJlHaTa NMpernopb4YMTe/Ha KIMHHYHA 103a oT 10 mg Ha Ga3ara

Ha mg/.. | ) e Omna 6M3Ka 10 MaKCUMaHaTa MOHOCUMa 11032 3a MUILIKH, HO HE U 3a TUTbXOBE.

[TpoyusiaiiiigTa 328 MyTareHHOCT He MOKa3BaT CBBP3aHHU C JIEKAPCTBOTO €€KTH HUTO Ha F€HHO, HUTO
Ha XpO) . ; MHO HUBO.

¥Basup:ii. 11a manuueHT ¢ TenecHo terno 50 kg
6. @ . MAIIEBTUYHMU JIAHHHM
6.1 Ciii¢BK HA NOMOIIHHTE BellleCTBA

[ToBujoi o 30
Hatpuce . 1poKCHA

MaHu10..

Llenynosi. MMKpOKpHUCTAIHA
Merny ..

Kpockup . 1103a HaTpui

XKenesc:. cupm, xwat (E172)
Marnes o creapat (E470b)
XKeneser o cup, uepBeH (E172) [camo 3a 40 mg/10 mg u 80 mg/5 mg]

6.2 l.... BMECTHMOCTH

Henpiiiio: 11mo0.

6.3 (. :HAaTroaHOCT

3 rootii

6.4 (. vaJJHH YCJIOBHA HA CbXPAHEHHE

To3u sici CTBEH MPOAYKT HE H3HCKBA CIELIHAJIHH TEMITIEpaTyPHH YCJIOBHUSA 3a ChXpaHEHHE.
Ila ce ¢ ‘11Ba B OpUrHHAJIHaTa OMAaKOBKa, 3a J1a ce Npearnas3Hy OT BJjara.

6.5 L. . u3aonakoBKaTa

bauctep 1 OPA/AIVPVC donmno — Al ponuo): 14, 28, 30, 56, 60, 84, 90 u 98 TabneTku, B KyTHs.

He BCiiti. 1Ma0BE OMAKOBKU Morat aa ObJat myCHaTH Ha rasapa.

6.6 (. AJHH npeAnasHu MEPKH NPH H3XBbPJIsHE

Hsma ¢/ UIHM U3MCKBaHMUSL.

Heusno::© 114AT IEKapcTBEH NPOAYKT WX OTNAAbYHHUTE MaTePUAJIH OT HEro

B CbOTL | HE C MCCTHHTEC H3HCKBaHHA.




s 1P TEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

KRKA. {..!., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CoBeHus

8. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA

Tenpunin 40 mg/5 mg — Per.Ne 20170072

Teanuii i) mg/10 mg — Per.Ne 20170073

Tenpunii 0 mg/S mg — Per.Ne 20170074

Tenauio O mg/10 mg — Per.Ne 20170075

9. JIATAVHAITLPBOTO PABPEHIABAHE/TIOJHOBSABAHE HA PAZPEHIEHHUETO 3A
Yiic TPEBA

JlaTa 12 111, 150 pa3peluaBaHe 3a ynortpeda: 15.02.2017

Iata 1 0 ieaqHo noaHoBsBate: 06.04.2022

10. IV A HA AKTYAJIMBUPAHE HA TEKCTA

28 Maii 20




