1. MME HA JIEKAPCTBEHMSI IPOJYKT A e

PaseHton 80 mg/5 mg tabnerku i '
Raventon 80 mg/S mg tablets 10
2. KAYECTBEH U KOJTHYECTBEH CbCTAB

Beska Tabnerka ceabpxa 80 mg tenmucapran (telmisartan) u 5 mg amnnoaunus (amlodipine) (mox
(opmarta Ha amnoaunUHOB Gesunar).

[TomouniHo( 1) BelecTeo(a) ¢ U3BECTHO NeiicTBHe:

Besika Tabnerka chabpika 3,86 mg Harpuil.

3a nbJHUA CHHCHK HA TMOMOLLHHTE BELIECTBA BIKTE TO4YKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnetka

HBoiiHon3nbkHanu, npoasiarosaru (14,7-15,3 mm x 7,0-7,6 mm), nBycnoiinu Tabnerku, 6enu 1o
noytH Genu OT efHaTa CTpaHa M pO30BH OT Apyrara, OMYCTHMH Ca MalK{ MeThHUA OT po30BaTa
cTpaHa.

4. KUUMHHWUYHHU JAHHH

4.1 TepaneBTHYHH MOKA3aHHS

Jleuenue Ha eceHUMANTHA XUTTEPTOHUS NIPH BB3PACTHH:

JlonbaBatia Tepanus

PapenTon 80 mg/5 mg e nokasaH rnpu Bb3pacTHH, YHETO KPbBHO HANAraHe He Ce MOBIHABA aeKBAaTHO
NMpH CaMOCTOATENHO JjeveHHe ¢ amaoannuy 40 mg /5 mg.

3aMecTHTelIHa Tepanusi

[TauuenTuTe, KOUTO NpUEMAT TENMUCAPTAH U aMIIOAMIMH N0 opmaTa Ha OTHENHH TabNeTKH, MOTaT
BMECTO TOBa Aa npuemar Tabnerku PaBeHTOH, KOMTO ChABPKAT ChLIMTE KOMIOHEHTH CHC CHIUHTE
H03M.

4.2  [Mo3upoBKa H HAYHH HA NPHJIOKEHHE

Ilo3uposka

[IpenopbunTeHaTa 1032 HA TO3M JIEKAPCTBEH NPOAYKT € eaHa TabneTka Ha IeH.

Makcumannara npenopsuMTenHa no3a e enna tabnerka 80 mg renmucapran/10 mg aMnogunuy Ha
aeH. To3u ekapeTBeH NPOAYKT € MoKa3aH 3a AbJArocpouHo NeYeHHe.

pe3yJ/ITaT Ha MoBHIIaBaHe Ha GHOHANHYHOCTTA (BK. TOYKa 4.5).




Honvasawa mepanust
Pasenron 80 mg/5 mg Tabnerku MoraT fa ce Npujarar npy rnalumMeHTH, MPU KOUTO KPBBHOTO HaJIsraHe
He MOKe [1a e KOHTPOJIHpa afeKBaTHO caMo ¢ amnoaunud 40 mg /5 mg.

[IpenopbuBa ce OTAE/HO THTPHPAHE HA 03MTE Ha IBATa KOMMOHEHTA (T.€. aMIOOUITHH W
TeJIMHCAPTaH) Npefu NpeMUHaBaHe KbM (uKcHpaHara NekapcTBeHa KomOuHauua. Korato e ymectHo
OT KJIMHWYHA TJIe[IHA TOYKA, MOJKe J1a ce OOMHCIIH JUPEKTHO NPEMHUHABAHE OT MOHOTEPAIHS KbM
(duKcHpaHaTa IeKapcTBEHA KOMOMHALMA.

[MauuenTute, npuemay 10 mg aMn0aUNKMH, NPU KOMTO BB3HUKBAT 1032-3aBUCHMH He)KelaHH
peaxiuH, KaTo efeM, MOrarT fa mpeMHHaT Ha Tepanus ¢ PapenaTon 40 mg/5 mg BeOHBK JHEBHO,
HamasBaliky j03aTa aMIoAKnNHH, 0e3 Taka [a ce HamasisiBa 04aKBaHUAT AHTHXHUIEPTEH3UBEH
OTrOBOP.

3cwecmumeﬂh'a mepanus

[TauueHTnTe, KOUTO MPUEMAT TEJIMHUCAPTAH W aMJIOAMNHUH noa (opmarta Ha OTAeNHH TableTKH, Morart
BMECTO TOBa BEIHBK QHEBHO Ja npueMar TabneTky PaBeHTOH, ChbAbPIKALUH ChLUIMTE KOMIIOHEHTH, ChC
CBILKUTE 1034 B eaHA TabaeTka.

Creyuannu nonyiayuu

Cmapuecka svspacm (> 65 years)

[Tpu mauueHTH B cTapuecka Bb3pacT He e HeoOXxoauMo KopurupaHe Ha jo3ara. Mma manko
UHGOpPMAaLIHSA 32 PUIAraHETO TIPH MHOTO BB3PACTHH MALMEHTH.

Ipu mauMeHTH B cTapuecka Bb3PacT ce MPenopbLuBaT OGUYAHHNUTE CXEMU HA TIPUIaraHe Ha
aMJIOAMITHH, HO NPH YBeJIHYaBaHe Ha Jo3ara TpsAadBa aa ce MOoAX0xkAa ¢ MOBHLIEHO BHUMaHHE (BK.
Touka 4.4).

bvopeuno yspesicoane

OnuThT NPH NALKEHTH C TEKKO ObOPEUHO YBpEKAaHe WM NP TE3H HA XEMOJMAIH3A € OTPaHNYEH.
[Tpu Tasu rpyna nauyeHTH ce NPenopb4Ba NPUEMAaHETO Ha TeIMHCAPTaH/aMIOIMITHH /14 CTaBa ¢
MOBUILEHO BHUMaHUe, Thii KATO aMIIOAUIMH H TeIMHCAPTaH He ce AHANU3Mpar (BxkK. CbIIO ToYKa 4.4).
He ce u3ucKkBa KOpHrUpaHe Ha J03MPOBKATA MpPH NALMEHTH C JieKa 10 yMepeHa cTeneH Ha 6b0pedHo
YBpEKIaHE..

Yepuoopobtno yepescdare

PaBeHTOH € MPOTHBOIMOKA3aH MPH MALNEHTH ¢ TEXKKO YepHOIPOOHO yBpekaaHe (Bxk. Touka 4.3).

[Tpu naumeHTy ¢ eKa 10 yMepeHa yepHoapoGHO yBpeskaaHe, TenMucapTan/aMnoaunus Tpabea na ce
npunara ¢ BHMMaHue. 3a TeIMHMcapTaH, 103MpoBKaTa He TpAOBa Na HaaBuwaBa 40 mg BeAHBK JHEBHO
(BK. TOUKa 4.4).

Heduampuuna nonyrayus
Be3zonacHocTTa 1 epuKacHOCTTA Ha TenMHUCApTaH/aMIOAMITHH NPH deua noa 18-roauiuHa Bb3pacT He
ca ycTaHoBeHU. HAMa Hanu4Hu JaHHU.

HauuH Ha npuiokeHue

[TepopanHo NpUIOKEHHE

PaBeHTOH MoJKe a ce npuema cbe HiM Ge3 xpaHa. [Tpenopbysa ce npueMaHeTo Ha PaBeHTOH C MalIko
KOJIMTHYeCTBO TEYHOCT.

4.3 IlporuBonokazanus

= CBP’bX‘IyBCTBHTﬂH HOCT K'bM dKTHBHHMTE BELICCTBA, KbM AUXHAPONHPHUAN HOBH “pO
KbM HAKOE OT MOMOLLHHNTE BellecTBa, H30poeHH B Touka 6.1

- Bropu u Tpet TpuMmecTsp oT GpeMeHHOoCTTa (BK. ToukH 4.4 1 4.6)

- HbuHKM 0OCTPYKTHBHU HApYILIEHHS M TEXKO YepHOAPOOHO yBpekAaHe




- [Llok (BKNHOYHTENHO KApAHOrEHEH LOK)
- OGCTpyKLUMs Ha M3XOAALLMSA TPAKT HA JABaTa KamMepa (Hamp. BUCOKOCTENEHHA a0PTHA CTEHO33)
- XeMOAMHAMHYHO HECTAGWIHA ChPASUHA HEJOCTATHUHOCT ClIE/l OCTBP HH(APKT HAa MHOKapaa

ChisTcTBAL@TA YNOTpeba Ha TENMUCAPTAH/AMIIOJMIHE C ANMCKMPEH-CHABPXKAIM MPOLYKTH ©
[POTHBOMOKA3aHa NPH MALMEHTH ¢ AuabeT win 6BOpeuHo yBpekaaHe (GFR < 60 ml/min/1,73 m®)
(B Touku 4.5 u 5.1).

4.4 CneuuajHH npeaynpexIeHHs H NPeAnasHH MEPKH MpH ynotpeda

bpeMeHHOCT
[To Bpeme Ha GpeMeHHOCT He TPsOBa /1a ce 3ano4Ba Tepanus ¢ aHrioTeH3uH Il peLenTopHu

anTaronmucTH. OCBeH KOraTo NPOIBIKABAHETO HA TepanusTa ¢ aHrHoTen3uH II peuenTopHu
AHTAFOHHCTH CE CMATA 32 HANOKUTENHO, NIALMEHTKHUTE, ITAHMpaLy 1a 3abpemMeHesT, TpAoBa 1a
MPEMHMHAT Ha ANTEPHATHBHO AHTHXHIIEPTEH3MBHO JICYCHHE, C yCTAHOBEH npodun Ha 6e30MacHOCT NMpH
ynotpeba o Bpeme Ha GpementocT. Ciiell IMarHoCTHLUMpPaHe Ha OpeMeHHOCT, JICYEHHETO C
anruoTen3ut I1 pelenTopHu aHTaroHUCTH TpsOBa 1a ObJe MpeyCTaHOBEHO He3abaBHo, H, 110
BBIMOIKHOCT, [1a Ce 3arovHe anTepHaTHBHA Tepanus (BK. Touky 4.3 1 4.6).

YepHoapoOHo yBpeKaaHe

TenmMucapTaH ce eKCKPETHpa MOYTH H3LLAIO0 UPe3 XKITbukKara. ITpu nauueHTUTEe ¢ 0OCTPYKTHBHH
3aG0oNsBAHMA Ha JKIBYKATA HIIM YePHOIPOOHO yBpeskIaHe MOXe Ja Ce 04aKBa NMOHWKEH KIHPBHC.
[Tomy>XHMBOTBT Ha aMITOJMIHH € YABIKEH H CTOHHOCTHTE Ha AUC ca no-BHCOKH NPH MALUEHTH C
HapylleHa YepHOApoGHa (yHKLMS, KATO HE Ca YCTAHOBEHH MPETNOPBKH 32 103aTa. ITo Ta3u npHYHHA
NeYeHHeTO ¢ AMJIOAMIHH TPAGBA 1a 3amoyHe ¢ 03a B 10/HHUA Kpal HA 1030BHS HHTEpBAI 1 11a CC
NOAXOJKA ¢ NOBHILEHO BHUMAHHE KaKTO IPH 3aro4BaHe Ha JIeYeHHeTO, Taka U MPH yBe/INiaBate Ha
no3ara. ETO 3al10 ¥ Te3W MALMEHTH TeJMHCAPTaH/aMIoINMHH TPAOBa f1a ce ynotpebsBa ¢
MOBHLIEHO BHUMAHHE,

PeHoBacKy/1apHa XUNepTOHUs

KoraTo nau@eHTH ¢ ABYCTpaHHA CTeHo3a Ha ObOpeuHuTe apTepiy UM CTEHO3a Ha apTepus Ha
eMHCTBEH (yHKUMOHHMPaLL GBOpeK, ca JIeKyBaHH C ieKapCTBEHU MPOAYKTH, KOHTO 3acAraT CHCTeMara
penun-anruotensiH-anaoctepod (PAAC), crilecTByBa MOBUIICH PUCK OT TEXKka XHIOOTOHHSA H
OBOpeyHO yBpeKIaHe,

BLOPEUHO YBPEeXKIAHE ¥ TPAHCIUIAHTALUs Ha 6bOpek

Koraro TeMUcapTaH/aMI0ANIIHH CE H310/13Ba 3a JIEYCHHE HA MALMEHTH C HapyLICHA 6uOpeyna
(yHKLMS, Ce npenopbyBa NEPHOANYHO MOHHTOPUPAHE HA CEPYMHUTE HUBA Ha KaJInii M KpeaTHHHH.
HsiMa ONMT B NPUIAraHeTo Ha TeJIMUCAPTaH/aMIIOIUIKH NPH MALKEHTH ChC CKOPOLIHA
TpaHcnnanTauus Ha 66pek. TenmucapTad ¥ aMJIOUIKMH HE Ce Auanu3npar.

BbTpech10Ba XUIOBOJEM A

[Tpy MaUKMeHTH, ¢ XUTOBOJIEMHA W/WIAK W3YEprBAHE HAa HATPUs, HAPUMEp NOpaay HHTCH3UBHA
JIMypeTHyHA Teparus, HAMAIEH PHEM Ha COJIH MOPan AKeTa, AMaphi Win MOBPbLIAHE. MOXKE 12
BB3HMKHE CHMIITOMATHYHA XMIOTOHHS, 0COOGHO e/ Npuiaraie Ha mppsata ao3a. Takusa
ChCTOAHUSA TPAGBa f1a ObaT NPEOI0NEHH TIPEI NPUIIOKEHHETO HA TCJIMUCAPTAH. B cnyuait Ha
XHMOTOHMUS BCJICACTBUE JEUEHHE C TeJMHUCAPTAaH/aMIIOIHITHH, ALMEHTHT TPAOBa 1a Ob/ie MOCTABEH B
JIerHAJIO TONOKEHHE 1, aKo € HeoBX0AMMO, a My Ob/ie MPHIIOKEHO HHTPABEHO3HO BJIMBAHE HA
dusnonoruuen pasrsop. Cen cTabunnsupane Ha KPbBHOTO HAAraHe, JICICHACTO Moxxe Ja 6b1e
NPOOBIKEHO.

TlBoiito 6a0KHpaHe HAa PeHWH-AHTHOTEH3HH-AN/I0CTEPOHOBAT ACHCTEMA (PAAQ)

Vma naHHu, ye chnbTeTBamara ynorpeda #a ACE HuHXHOUTOPH, aHTHOTEH3MH [I-peuen
60KepH WM ATHCKHUPEH TIOBHILIABA PUCKA OT XMIOTOHHS, XUNEPKATHEMU U HaMas
GuOpeunara GpyHKLMs (BKIIOUUTETHO TEKKO OBOPEUHO yspexnaane). [Topanu Tosa




nBoitHo Grnokupane Ha PAAC upes komGunupanara ynorpeba va ACE MHXHOMTOPH, aHrHOTeH3KH II-
pelienTopHy 610KepH WK ATHCKUpPeH (BX. Touky 4.5 1 3.1).

AKO Ce TpeLieHH, Y€ TepanuaTa ¢ ABOHHO Gnokupate e abCconTHO neoOxonMMa, ToBa TpAOBa 1a
CTaBa CaMo Mo HABIOAEHHETO Ha CMELHANUCT U TP YECTO BHUMATE/THO MOHHTOPHPAHE Ha
ObOpeuHara GyHKLMs, ENEKTPOIUTUTE H KPHBHOTO HAIArAHE.

ACE uHXuGuTOpH ¥ anrnoTensu ll-petientopru 610kepu He TpsdBa [1a ce U3MO3BAT €AHOBPEMEHHO
NpH NauxeHTH ¢ auaberHa HedponarTus.

JIpyru ChCTOSHUS ChC CTUMYJIALINSA Ha CHCTEMATa PEHUH-aHTMOTEH3UH-a/IIOCTEPOH

[NpH NALMEHTHTE, YUUTO CHJOB TOHYC i GBOPeuHa (yHKLWS Ca B 3aBUCHMOCT Hali-Beue 0T neiHoCTTa
HA PEHMH-AHIHOTEH3MH-AJII0CTEPOHHATA CHCTEMA (HATP. MALHEHTH C TEXKA KOHreCTHBHA ChpACHHa
HEOCTATLYHOCT WIH OCHOBHO Gb6peuHo 3a60osBaHe, BKIFOUNTETHO CTeHo3a Ha ObOpeuHnTe
apTepuu), JIEYEHHETO C IeKapCTBEHH MPOJYKTH, MOB/MABALIM Ta3h CHCTEMA, Ce CBBP3Ba C 0CTPa
XHIOTOHMS, XHIIEPA30TEMHUs, OJIMTYPHst, WM PAAKO C TekKO GbOpeuHo yBpekiane (Bik. ToUKa 4.8).

[IspBHYEH ATNOCTEPOHUIBM

[MauUeHTHTE C MLPBHYEH ANZ0CTEPOHN3BM B 001K ClTyyail He Ce MOBINABAT OT
aHTHXHMNEPTEH3HBHUTE JIEKaPCTBEHU NMPOAYKTH, ACHCTBAILH pe3 UHXHOUpaHe Ha PEHHUH-
aHrMOTeH3MHOBaTa cucTeMa. [Topaau ToBa, ynotpebata Ha TEJIMHCAPTaH HE Ce MPEnopwysa.

CTeHo3a Ha A0PTHATA W MMTPAJIHATA Ki1ana, 00CTPYKTHBHA XunepTpodutHa KapAMOMHONAaTHA

KaKkTo nps ApyrHTe ChAOPA3LNPABALLA CPEICTBA, CTISLMATHO BHHMAHKE Ce 00PbIlIa Ha NALUEHTHTE,
CTpajialliy OT CTEHO3a HA A0PTHATA ¥ MUTPATHATA KIara, Wi 00CTPyKTHBHA xuneprpoduiHa
KapaHOMHOTIATHA.

HecrabuiaHa cTeHOKApAnsa.0CThbp UHMAPKT HAa MUOKAPIa
HsiMa faHHM B [I0Kpena Ha yroTpebara Ha TeIMHCAPTAH/aMIIOJIMTIMH B ClTyyail Ha HecTabuiHa
CTEHOKap/Iis U M0 BpeMe Ha WM 10 Kpas Ha ITbPBHA MECELL ClIe/l NPETHPIIAH unbapKT Ha MHOKap/a.

[laupeHT! CbC Chpl€HHA HEAOCTATBHHOCT

B eHO IbITOCPOYHO, M1ale60-KOHTPOIHPAHO U3MUTBAHE HA aMJIOJIMITUH NPU MaUHEHTH C TeKKa
cwpaeuna nepocrarbyHoct (xnac 11 u IV no NYHA) crobuienara yectora Ha 6enoapobeH OTOK € Mo-
BHCOKA B FPYNATA HA JIEYeHHe C AMJIOIUMHUH, OTKOJKOTO B rpynara Ha njaiebo (Bx. Touka 5.1). ITo
Ta3u NPHYMHA NPU NALMEHTHTE ChC ChPAEYHA HEIOCTATHYHOCT JiedeHneTo TpabBpa a ce mpuiara ¢
NOBHILIEHO BHUMAaHHE.

BrOKepH Ha KAJLMEBUTE KAHAIH, BKIIOUHTENHO aMIoauNuH, TpA6Ba Jla ce npuiarat ¢ NoBHINEHO
BHUMAHKE [1PH NALHEHTH ChC 3aCTONHA Chp/leYHa HE0CTaThYHOCT, Thif KATO MOKE 1A YBEIHYAT
pUCKA OT ObAeLH ChPAEYHO-ChA0BH ChOUTHA W CMBPTHOCT.

MauyienTy ¢ auaber, JeKyBaHH ¢ MHCY/IMH WIH MPOTHBOIMA0ETHH CPEACTBA

[Tpu TedeHue ¢ TeIMUCAPTAH, NPU TE3H MALMEHTH MOXKE 1a Bb3HHKHE XHUMTOMTHKEMHA. 3aTtoBa npH
Te3M NalHeHTH e HeoDXOoAMMO [1a ce 00ChaK ChOTBETHO NpOCeAsBaHe Ha HUBOTO Ha IM0K03a B
KPBBTa M MOJKE J1a Ce HANIOXKH KOPUTMPAHe Ha 103aTa HHCY/IHH WK aHTHAUabeTHO CPeACTBO, KOraro €
MOKa3aHo.

XunepraatueMus
VnoTpebara Ha neKapcTBEHU MPOAYKTH, KOUTO MOBIMABAT PEHUH-aH rMOTEH3MH-AJI10CTEPOHHATA

cucTeMa, MOe [1a MPUYMHHI XUnepKaneMus. XunepkaieMusTa MOKe 1a MPUYMHA CMBPT NpH
MALMEHTH B CTAPUECKa BB3PACT, MALMEeHTH ¢ 6bOPeYHO yBpekaaHe, NalHEHTH C nuaber, NaLMeHTH Ha
CBIBTCTBALLIA TEPATHA C JIEKapCTBEHH MPOAYKTH, KOMTO MOTar Aa noBuLIaT KOHUEHTpauuAaATa Ha
Kanui, W/HIY IpH NaLWeHTH ¢ APYTH CBITBTCTBALLNA ChCTOAHHA

l'[pe):m Jla CE€ B3EME pelIeHHE 3a ¢JHOBPEMEHHO NMPHIIOKCHHE HA JICKapCTBEHH NMPOAYKTH

rmos3a/pHcK.



OcHOBHUTE PUCKOBH (HaKTOPH 32 BE3HHKBaHE HA XMIIEPKATHEMHS, KOUTO TpAOBa Ja ce B3eMar oA

BHHUMaHHe ca

- saxapen auaber, 6GOpeuHo yBperxkaane, Bb3pacT (>70 roanH)

- KOMOMHALIMSA C eIMH UM NOBEUE JIEKapCTBEHH NPOAYKTH, KOWTO MOBIUABAT CUCTEMaTa pCHHH-
AHMMOTEH3UH-AII0CTEPOH H/WH CHABPKALLH Kanuii XpaHuTenHu 100aBky. JlekapcTBeHuTe
MPO/YKTH WM TEPATIEBTHYHUTE TPYIH, KOMTO MOTaT J1a NPEAN3UBUKAT XMNEpKAIEMUs Ca
3aMECTHTENIH Ha COJITa, ChABbPKALLY Kasuii, Kanui-ChbXpaHaBally A1y peTHUH, ACE
HHXMGUTOPH, aHTMOTEH3MH [] PELIeNnTOPHU aHTArOHKCTH, HECTEPOUAHH IPOTHBOBL3NATUTENHI
cpencrsa (HCIIBC, BK/IHOUHTETHO CEIEKTUBHUTE COX-2-uHXHOUTOPH), XENapHH,
UMYHOCYTIPECOPH (LLUKIOCTIOPHH MM TAKPOJIMMYC) H TPHMETOTIPHUM.

- CHITBTCTBALIN CHOMTHSA, B YaCTHOCT AEXHApaTalyi, 0cTpa ChpAeiHa AeKOMIEHCAaLHA,
MeTaboNNTHA alHA03a, BlomasaHe Ha Op0peyunarta (GyHKLHs, BHE3aMHO BIOMIABAHE Ha
CHLCTOAHMETO HA GbOpenuTe (Hanp. MHPEKLUNO3HU 3a00ABaHN), KICThYHA JIM32 (Hanp. ocTpa
MCXEeMUst Ha KpaiiHUK, pabaoMuou3a, ronsaMa TpaBma).

Heo6X0aMMO € [1a Ce NpOoBesk1a BHUMATENHO MOHMTOPHPAaHe HAa CEPYMHHTE HUBA HA Ka/lus NPH TE3U
naupeHTH (Bx. Touka 4.5).

[NauuedTH B cTapyecKka Bb3pacT
[py yBenuyaBaHe Ha J03aTa Ha aMJIOAMITHH MPH MAaLMEeHTH B CTap4ecka Bb3pact TpsbBa na ce
[O/IXOJK1A C MOBUIIEHO BHUMaHKe (BK. Touka 4.2 1 5.2).

Harpuii
ToBa JIeKapcTBO ChAbPKa Mo-Manko oT 1 mmol Hatpuii (23 mg) 3a TabneTKa, T.e. MPaKTHYECKH He
ChABPKA HATPHIL.

Opyru

KakTo mpu BCEKH aHTHXHMIEPTEH3MBEH IEKApCTBEH NPOAYKT, MPEKOMEPHOTO NMOHIKEHHE Ha KPbBHOTO
HAISITAHE MPH MALMEHTH ¢ HCXEMHYHA KapAHOMHOMATHA HITH HCXEMHYHO CHPACHHOCHA0BO
3abonABaHe MOXKE Na A0BejIe N0 HH(APKT Ha MUOKap/Ia Uik HHCYJIT..

4.5 B3saumojeiicTBHE ¢ APYTH JIeKaPCTBEHH NPOAYKTH U APYrH GOPMH HA B3aH mopeiicTBHE

He ca yCTAaHOBEHH B3aMMOJIEHCTBHS MEKILy JBaTa KOMTOHEHTA Ha TasH puKkcupana KOMOWHAIMA 110
BpeMe Ha KIHHHYHUTE U3MUTBAHMUS.

B3aumoieiicTeus, CBbP3aHK ¢ KoMOUHALMATa
He ca npoBexaany MpoyyuBaHus 3a JeKapCTBEHHTE B3aUMOICHCTBHS.

Jla ce g3eme npedsud npu conbmemeaiya ynompeba

JIpyeu anmuxunepmen3ueHU 1eKapcmeeHu npooyKmu
TTOHHKABALAAT KPBBHOTO HanAraxe e)eKT Ha TeIMUCAPTAH/aMIIOANINH MO3Ke 1a 6b1e 3aCHIIEH TIPH
ChIBTCTBAIA YroTpeda Ha APYrH aHTHXHUNEPTEH3UBHH JIEKapCTBEHH NPOAYKTH.

Jlexapemeeru npodyKmu ¢ NOMEHYUAN 3 NOHUIICABAHE HA KPBEHOMO Halld2aHe

C orne Ha apMakoJIOrHYHATE UM CBOFICTBA, MOXKE /A Ce 04aKBa, Y€ C/ICAHUTE IeKApCTBCHH
MPOAYKTH MOTAT fia 3aCHJIAT XHTIOTOHMYHUTE €(EKTH HA BCHUKM aHTHUXUMEPTEH3UBHHU CPEACTBA,
BKJTFOUHTEITHO TO3M JIeKAPCTBEH NMPOAYKT, HArp. OakaodeH, aMupoCTHH, HEBPOIENTHLA HIH
antugenpecantd. ChIIO Taka, OPTOCTATHUHATA XMIIOTOHMS MOKe 1a Gb/ie 3achiIeHa U OT akoXodl.

Kopmuxocmepoudu (3a cucmemno npunodicenue)
Hamansgpane Ha aHTUXHUNEPTEH3UBHUA €DEKT.

BiauMopaeicTBus, CBbP3aHM ¢ TEIMHCAPTaH

He ce npenopvysa convmemsauia mepanus

7 e e ™ ¥
\\'L\\.: FEyRIME
e



Kanuii-coxpanagauu Ouypemuyu wiv coOuporcauyu Kanui xpanumentu 006agku

Anruorensus |l peuenTopHUTe aHTArOHUCTH, KAKBBTO € TeJIMHCAPTaH, HaMasaBaT 3arybaTa Ha KaJiHid,
npuau3BHKaHa oT auyperuunte. Kannii-cbxpaHsBaliuTe JUypEeTHLH KaTO CITMPOHONIAKTOH,
EILIEPEHOH, TPUAMTEPEH, UJIH aMUJIOPH/L, ChABPIKALLNTE KNl XpaHUTETHH N00aBKH, WIH
ChAbPIKALIATE KATHUIT 3aMECTUTENH Ha CONTA, MOTar Jia I0BeaT 10 3HA4YUTETHO MOBHUIIEHHE Ha
CepyMHHs Kaluii. AKo e Noka3aHa CeILTCTBALLA ynoTpeda, nopaau JOKYMEHTHPaHa XHUIIOKATMEMHS, €
HEOOXO0AMMO JIeKAPCTBEHUTE MPOAYKTH a ObAaT M3NON3BAHH C MOBHILIEHO BHUMAHHKE, H C TTOCTOSHHO
MOHHMTOPHpAHE Ha CEPYMHHTE KOHUEHTPALHH Ha Kalus..

Jumuii

CobobiaBaHu ca ciiy4an Ha 00paTUMH NOBUIUEHUS B CEPYMHHTE KOHLEHTPALMH Ha JIHTHA U
TOKCHYHOCT, [1pH €JHOBPEMEHHO MPUII0KEHHE Ha JIUTHI 1 HHXHOUTOPH HA aHTHOTEH3HH
KOHBEPTHUPALLKA €H3UM, KAaKTO W ¢ aHTMOTeH3KH 1] pelienTopHH aHTaroHHUCTH, BKITKOYHMTETHO
TenMucapTad. Ako komGuHHpaHaTa yrnorpeba ce okaxe HeoOX0nuMa, € NPENopbYUTEIEH BHUMATENEH
MOHHUTOPHHT HA CEPYMHUTE HUBA HA JIUTHA.

[pyeu aumuxunepmeH3ugHU 1eKapcmeenu NPOOYKmu, Oeticmeauji Ha PeHUH -AH2UOMeH3UH
andocmeponosama cucmema (PAAC)

JlanHu 0T KJIMHUYHHI MPOYYBaHKA MOKA3BAaT, Y€ ABOIHOTO GlIOKMpaHe HA CUCTEMATA PEHUH -
aHrnoteHsuH angoctepol (PAAC) upes komOunupanara ynorpeda na ACE unxubutopu,
aHruoTeH3uH ll-peuentopHu 610KepH UK ATUCKUPEH CE CBBHP3Ba C M0-BHCOKA YECTOTA HA HEXKENaHH
ChOMTHS, KaTO HalpUMep XUMOTOHHS, XHUMepKaTneMus 1 HaMasaBaHe Ha ObOpeyHaTa QyHKUHSA
(BKIIOUMTENHO TexKO OBOPEUHO yBpexKaaHe), B CpaBHEHHE ¢ yrnoTpebaTa caMo Ha €HO CPEAICTBO,
neiicteaio ebpxy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

Cbnbmcma’aga ynompeba, UIUCKBAUA NOBUIMEHO BHUMAHUE

Hecmepoudnu npomugoss3nanumentu cpeocmea

HCIIBC (T.e. aueTHICATHUMIOBA KMCEUHA B MPOTHBOBB3NaANUTENHY 1031, COX-2-uHXHUOGHUTOPH, U
HecenektuBHu HCIIBC) Morat ja HamansT aHTUXHIIEPTEH3UBHUA e()eKT Ha aHruoTeH3uH Il
PELeNTOPHUTE AHTArOHUCTH.

[1pu HaAKOM MaLMeHTy ¢ HapylueHa Ob6peyHa byHKUMA (Hanp. NaLHeHTH ¢ AeXuapaTaLus uin
MAUMEHTH B CTApYecka Bb3pacT ¢ HapylueHa Os0peuna QyHKUUS), eTHOBPEMEHHOTO MpHIaraHe Ha
aHruoTeHsHH Il peLenTopHH aHTarOHUCTH U JISKAPCTBEHU CPeCTBa, KOMTO MHXUOMpAT LIMKIO0-
OKCHreHa3aTa, MOJKe la MMa KaTo pe3yJITar Mo-HaTaThLIHO BiollaBaHe Ha ObOpeyHaTa (yHKLus,
BKJIIOUHTETHO BE3MOXKHO TEWKO 6p6pedHo yBpexaaHe, KoeTo 00MKHOBEHO e obpaTiumo. 3aToBa,
koMOuHaLusaTa TpsaOBa 1a Obe npuaaraHa ¢ NOBHIICHO BHUMaHHe, 0COOEHO MpPH MALMEHTH B
crapuecka Be3pact. [laurenture TpsbGBa na ObAAT afeKBaTHO XMAPATHPAHH, KAaTO NOJI BHUMaHHE
TpsOBa na ce B3eMe U npocneasBaHeTo Ha ObOpeuHara QyHKLHA clell 3aM104YBaHe Ha ChIIBTCTRALIATA
Tepanus U NEpUOIUYHO CJel TOBa.

Pamunpun

B eHO M3MUTBAHE, €AHOBPEMEHHOTO MpHJIAraHe HA TeJIMHCAPTAH M PAMHITPHI € A0Beno 10 2,5
kpatHo nosutieHue B AUC(-24 n Cmax Ha paMunpun ¥ pamunpunar. KiMHHYHATa 3HAYUMOCT Ha
TOBa HaOMoJeHHE € HEH3BECTHA

La ce 83eme nood sHuMeHue npu CBHbMCMBaa vnompeba

Huzokcun
Koraro TeiMUcapTaH ce npuiiara eHOBpeMeHHO ¢ JUrOKCHH ce HabnonaBa NnoBHIlaBaHe Ha
MeinaHaTa Ha nukosara (49 %) u Haii-HucKaTta njasMeHa kKoHueHTpauus (20 %) Ha guroxcuH. Koraro

Ha JUroKCHH, 3a [1a ce€ NoAAbpiaT B TepaneBTHYHHA HHTEPBAJL.

B3aumoneicTBus, CBbp3aHK ¢ aMJIOAHITHH




Cbnbmcmeawa ynompeba, HIUCKEAUA NOBUIHEHO BHUMAHUE

Huxubumopu na CYP3A44

CrnpTeTBalI@aTa ynorpeba Ha aMAOAMIHHE Che cuiHH win ymepenu CYP3A4 unxuburopu (poTtea3Hu
UHXHOHUTOPH, a30J10BU AHTHMHKOTHLIM, MAKPOJIUJIM KATO EPUTPOMULIMH WIIH KIAPUTPOMMLHH,
Bepanamuil WK JUITHA3eM) MOKE Jia [IPeU3BHKA 3HAUUTETHO YBEHYaBaHe Ha eKCIO3ULIMATA Ha
amJIOOMITHH, KOETO J1a IOBEJE 0 YBENWUeH PHCK OT XunoToHus. KiiMHUYHATA TpaHCaalus Ha Te3n
(hapMakOKMHETHYHH BAPHALIMA MOXKE 114 € [0-U3pa3eHa MpH MaL|eHTHTe B cTapuecka Bb3pacT. Tosa
MOXKe [ja HAIOXKH KIHHHUYHO NpOCieAsBaHe U KOPUrHpaHe Ha 103aTa.

Huoykmopu na CYP3A4

[1pu eHOBPEMEHHO MPHUIIOKEHHE Ha N3BeCTHH HHAYKTOpH HA CYP3 A4 nnazMeHaTa KOHUEHTpaUMs Ha
aMJIOAMITHH MOYKe fia Bapupa. [Topanu ToBa KpBBHOTO HasaraHe TpsaOBa 1a ce Habmoaasa u aa ce
0oOMHCIIH afianTHpane Ha J03aTa KaKTo M0 Bpeme, TaKa U Clie[ ChIbTCTRALL TpHeM, 0c00eHO Ha CHITHH
CYP3A4 unnyxTopu (Hanp. pudaMnULKH, KBIT KAHTAPUOH).

Haumponen (undysus)

[IpH KUBOTHK, Cie] NPUIIOJKEHHE HA BEPANaMui U MHTPABEHO3EH JaHTPOJICH, ca Hab/o1aBaHH
neTanHa KamepHa (udpunaums U CbpAeYHO-CH0B KOJNANC BbB BPb3Ka ¢ Xunepkanuemus. [Topanu
PHCK OT XHUIEPKAJIHEMHA € MPENOPBhYHTENHO Ja Cce u30srea €IHOBPEMCHHOTO MPHJIOXKEHHE Ha
G0KepH Ha KATLHEBHTE KAHAH, KATO aMJIOMIHH, TIPH MALUEHTH, CKIIOHHH KBM 3J10Ka4eCTBEHa
XHIepPTepMHs, KaKTO U TIPH OBNAJABAHETO HA 310KAYeCTBEHa XMIEPTEPMUsL.

I'petingppym u cox om zpetingppym

IMpunoxenuero Ha PaBeHToH ¢ rpeiindpyT uiu cok ot rpeiindpyT He ce npenopbuBa, Thi KaTo NpH
HAKOM TaldeHTH OMOHAIMYHOCTTA MOKE [ia Ce YBEINYH, KOETO a A0Bele A0 yBeIMYaBaHe Ha
e(eKTHTE Ha MOHWKABAHE HA KPBBHOTO HallAraHe,

a ce 83eme nod gHUMEHUE NPU CHRBIMCMEAlYd Ynompeda

Taxponumye

Hma puck oT yBeqHueHHe Ha HUBAaTa Ha TAKPOJIOMYC B KPBBTA NPH €NHOBPEMEHHO NPUIIOKEHHE C
aMJIOMITHH, BBIIPEKH Ue (papMakOKMHETHUHHAT MEXAHH3bM Ha TOBA B3aUMOAEHCTBHE HE € HAIThIIHO
u3sicHeH. 3a na ce u30erHe TOKCHYHOCT Ha TAKPOJIMMYC, B Cly4ail Ha eAHOBPEMEHHO MPUIIOKEHUE HA
aMJIOAMIKH NPU MalUeHT, JeKyBaH ¢ TAKPOIUMYC, € He0OX0OMMO MOHHTOPHPAHE Ha HUBATA Ha
TaKpoOJAHMYC B KPBBTA U CHOTBETHO KOPUIHpPaHe Ha 103aTa TaKPOJIMMYC NPH HEOOX0AMMOCT.

Luxnocnopun

He ca npoBexaaHu MpoyuBaHUs 32 B3aUMOJEHCTBIE MEXKIY LIMKIOCIOPHH U aMIIO[IOITHH NPH 3/1paBu
n0GpOBOILM H APYrH MOMYyALKH, C U3K/IOHeHHe Ha nalueHTHTe ¢ Op0peyHa TpaHCIIaHTalks, TPy
KOMTO € HabIo1aBaHo MPOMAHATA Ha Hali-HHCKATa KOHLEHTPALMS HA UMKJIOCMIOPHH /1a Ce MOoBHINaBa
(cpeano 0-40%). Cneapa na ce uma NpeABUI MOHUTOPHPAHE HA HUBATA HA LIMKJIOCTIOPHH NPH
nauueHTHTe ¢ 6bOpeyHa TpaHCIIaHTaLMA, JIEKYBAHH C aMIOJMIHH, KAKTO M ChOTBETHO HaMallABaHe
Ha J103aTa LIMKIOCIOPHH TPH HEOOXOAUMOCT.

HuxuGumopu Ha RpUyenHuA 3a panamuyun exsum npu 6ozaiinuyu (mTOR)

mTOR unxubuTopu KaTo cupoaumyc, Temcupoiaumyc 1 eseponumyc ca CYP3A cyberpath.
AmnogunuH e cinab CYP3A unxuburop. [pu censrersauio npunokenne Ha mTOR unxuburopu,
aMJIOIMITHH MOXKe Ja yBenuuu ekcrnozuuusra Ha mTOR uHaxubuTopuTe.

Cumsacmamun
EnHoBpeMeHHOTO MHOrOKpaTHO npuiokenue Ha 10 mg amnoaunuH u 80 mg cuMBacTaTHH BOJIH 20

yBelIHYeHHe Ha HUBaTa Ha cMMBacTaTHH 110 77 %, B cpaBHEHHE CbC CHMBACTaTHH, NP '
CaMOCTOATENIHO. 3aTOBA, NPH MaLUeHTH, PHeMallld aMI0AUNNH, € HeoOX0AUMO J1a
cumBacTatuH A0 20 mg AHEBHO.
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4,6 ®@epruauter, 6peMEHHOCT H KbpMeHe

BpemensocT
Hanuusu ca orpaHHyeHH 1aHHN OTHOCHO yroTpeGaTa Ha TeNMUCapTaH/aMIOUIHH P OpeMeHHH

xenu. He ca M3BbPLIBAHY M3NUTBAHUA C TEIMHUCAPTaH/aMJIOAUITHH 32 PENPOAyKTHBHATA TOKCHIHOCT
NPH KUBOTHH.

Teamucapman

He ce npenopbusa yrnorpebara Ha anrioTensut II peLenTopHi aHTaroH!CTH Mo BPEME Ha TbpPBHA
TpuMecTBp OT GpeMeHHOCTTa (BK. TouKa 4.4). Ynorpebara Ha aHrHOTEH3UH 11 peuenTopH
AHTArOHKCTH € MPOTHBONOKA3aHA 10 BPEMe Ha BTOPHS 1 TPETHS TPHMECTBP OT OPeMEeHHOCTTa (BK.
Touka 4.3 W Touxa 4.4).

[IpoyuBaHMATA C TEIMUCAPTaH MPH KUBOTHU Ca MOKA3AIN HATHYKME HA PENPOAYKTHBHA TOKCHYHOCT
(k. Touka 5.3).

EnuaeMHOIOrHYHATE JaHHHU 33 PUCKa OT TepaToreHHocT cien ekcnosuuus Ha ACE UHXUOHUTOPH TIpe3
MbPBHS TPUMECTBP Ha OPEMEHHOCTTA He ca yOeHTenHH. Bce nak, He MOXe Ja ce M3KJIHOYH
NOBHMILIEHHE Ha pucka. JIOKATO JIMTCBAT JaHHU OT KOHTPOIMPAHO eMHIEMHOIOTHYHO H3CIC/BaHE 3a
pUCKa OT [eiiCTBHETO Ha aHrMOTEH3KH 1 peLienTOpHU AHTArOHKUCTH, 33 TO3H KJ1aC IEKapCTBEHH
NPOJyKTH TAKMBA PUCKOBE BUHArH Movke 1a uma. OCBeH KoraTo NpoAb/UKHTENHOTO JIEHCHHE C
aHrvoTeH3uH 11 pelenTopHU aHTarOHUCTH CE CYMTA 3 HATIOXKHTE/HO, MAUWCHTKUTE, KOUTO IIaHHpart
7a 3a6pemMeHeaT TpAOBa Aa MPEMUHAT HA ANTEPHATHBHO AHTHXMMEPTOHNYHO JIEYCHUE, KOCTO € C
nokazasa GesonacHoct 3a Gpemennu. Koraro ce yctaHoBH OpeMEHHOCT, JIEYCHHETO C AHTHOTEH3MH II
pEeLIENTOPHU aHTArOHKHCTH TPsAOBa fa GbAe MpeyCTaHOBEHO He3abaBHO M, aKo € BE3MOXKHO, 1a ce
3aMoYHe aNnTepHATHHO JIEYEHHUE.

M3BecTHO e, Ye eKCNo3UUMATa Ha aHrHOTeH31H 1] peLenTopHH aHTaroHUCTH Mo BPEME Ha BTOPHA U
TpeTHs TPUMECTPH, HHAYLHPA HETOTOKCHYHOCT (TOHIKEHa OBnOpeuHa GyHKLMs, HAMAIABaHE Ha
aMHHOTHUHATA TEYHOCT, 3a0aBsHe OCH(UKALMATA Ha Yepena) U HeOHaTaIHa TOKCHYHOCT (6s6peuno
yBpekAaHe, XHITOTOHHS, xunepkannemus) (Bx. Touka 5.3).

[Tpu eKCro3HLMs Ha aHrHOTeH3HH II peLenTopHy aHTArOHKCTH M0 BpEMe Ha BTOPHA TPUMECTHP Ha
BPEMEHHOCTTA, Ce NPenopbyBa W3BBPLIBAHE HA YATPA3ByKOB MPErea Ha 6n6peunara GpyKuua u
uepena.

Kbpmauerara, 4MMTO Maiiki ca NpueManu aHruoTeHsut Il peuenTophy aHTaroHHCTH TpabBa na ObaaT
HaGNIOABAHH 3a MOSABA HA XMNOTOHUS (BIskTe TOUKH 4.3 1 4.4).

Amnoounun
Be30nacHOCTTa Ha aMJIOAMITHH 10 BpeMe Ha OpeMEHHOCT NMpH Xopa Bee OLLE He € yCTaHOBEeHa. B

NpOyuBaHMs NpH KUBOTHK € HAb/I01aBaHa PENPOAYKTHBHA TOKCHYHOCT MpH BUCOKH 1031 (BX. TOUKA
5.3).

Knpmene

AMJIOZHIHH Ce eKCKpeTupa B KbpMarta. YacTTa 0T 103ara Ha MaiKaTa, MojyeHa oT KbpMatero, €
H34KMCIeHa ¢ HHTEpKBapTUiieH Auanason 3-7 %, ¢ MakcumyM 15 %. E(eKkTsT Ha aMJIOAUITUH BBPXY
K'bpMayeTara € HeM3BECTEH.

TMopanu TOBa, ue He € HATHYHa MHPOPMALUA OTHOCHO YroTpebaTa Ha TEIMHUCapTaH 1o Bpeme Ha
KbpMeHe, ynoTpebara Ha TelMUCapTaH/aMIOMIUH HE Ce NIPENophHBa; HEOOXOAMMO € J1a Ce NPUCTRIIH
KM QITEPHATHBHO JIeUeHHe ¢ Joka3aHa 0e30MacHOCT 1o BpeMe Ha KbpPMEHE, 0CoBEeHO KOraro ce
KBPMH HOBOPOZIEHO HIIH HeloHOCeHO Gebe.

DepTUIUTET
He ca Ha/JlMYHH JJaHHK OT KOHTPOIMPAaHU KITMHHYHH U3MUTBAHUA C dukcupa
WU C BCEKH OT KOMITOHEHTHTE MOOTAEIHO.



He ca npoBex/1aHy OTAETHU U3NUTBAHHA 32 PEIPOLYKTHBHA TOKCHYHOCT ¢ KOMOHMHANUATA
TeNMHUCApTaAH-aMJIOOHNTHH.

B npeakIuHHYHY M3NUTBAaHUS He ca HAOMIOAABaHU BB3SHCTBHA Ha TeJIMUCApPTaH BBPXY (eprunuTeTa
MPpH MBKKH H JKEHCKH XKHBOTHH.

ITpy HAKOW NALMEHTH, TeKyBaH! ¢ GJIOKepH Ha KallUeBUTe KaHaH, ce chobiiaBa 3a o0paTuMu
OMOXMMHYHH NPOMEHH B I71aBaTa Ha cnepMartosouante. KIMHMYHUTE JaHHH 33 NOTEHUMATHUS edeKT
Ha aMJIOMITHH BBPXY (epTunurera ca HeaocTaTbyHU. B eiHO npoyuBaHe NpH TILXOBE Ca
yCTaHOBEHH HexxenaHu edextu Bbpxy depruaurera npu MbxkKUTe (BXK. ToUKa 5.3)

4.7 EdexTn Bbpxy cnocobHocTTa 32 IodupaHe n padoTa ¢ MaIIHHHA

To3u nekapcTBeH NPOIYKT MOBIHsIBA B yMepeHa cTerneH crnocobHocTTa 3a wodupane u pabora ¢
matinH, [lauuenTnte TpsaGBa na 6baaT HHPOPMHUPaHH, Ye MO BPEMe Ha JICYEHHETO MOXe 1a ce
Hab/1I01aBaT HeKeaHH peakLMy, KaTo CHHKOM, ChbHIMBOCT, 3aMaiiBaHe HIIM CBETOBBPTEXK (BK. TOUKa
4.8). 3aToBa ce npenopbuBa NOBULIESHO BHUMAHKE 110 BpeMe Ha wodupaHe 1 pabota ¢ Mamkuy. [Tpu
T0sBa HA TE3W HEXKENAHH PEakLuH, € HeoOX0auMO Aa ce U30ArBaT MOTEHLHATHO ONacH! JeHHOCTH
KaTo wodupase 1 padora ¢ MaLLKHH.

4.8 Hexenanu JeKapcTBeHH peakUHH

O06o6uienne Ha npoduna Ha HezomacHoCT

Hali-yecTnTe HeKenaHH NeKapcTBEHU peakLUMK BKJIFOUBAT 3aMasHOCT U nepudepeH oTok. B penxu
Cllyyau MOKE 11a Bb3HHUKHE U CepHo3eH cuHKon (no-mManko ot | cnyuvait Ha 1 000 nauueHTy).

CpoOLIeHHTE 10 MOMEHTA HeXKelaHH PeaKiL1i, OTHACALLM Ce 0 HAKOMH OT KOMIIOHEHTHTE
(TenmucapTaH WIM aMJIOAMINH), MOraT 1a 6baaT NOTeHLMATHY HeXeNlaHH peakluu U Ha PaBeHTOH,
JIOpH aKO He ca Ha0MIoaBaHy B KTMHHYHH NMPOYHYBAHUA HIH 10 BPEME HA MOCTMAPKETHHIOBHSA
nepuoL.

TabnuyeH BUO HA HEXKETAHUTE JIEKAPCTBEHHU peakKliHK
be3zonacHoCTTa H MOHOCMMOCTTA Ha PaBeHTOH ca OLeHEHH B 5 KOHTPOJIMpPaHH KITMHHYHH H3NUTBAHUA

¢ Haz 3 500 nauuenty, Haa 2 500 OT KOMTO ca MpHeMany TeNMHUCApTaH B KOMOMHALHMA ¢ aMJIOMITHH..

Hesxenanure peakuin ca orpeeneHu cropea 4YecToTara Ha Bh3HUKBaHe, CBIIIaCHO ClieiHaTa
knacuukanms: muoro yectu (>1/10); yectu (>1/100 mo <1/10); vewectu (>1/1 000 no <1/100); penxu
(=1/10 000 po <1/1 000); muoro penku (<1/10 000), c Heu3BecTHa yecToTa (OT HAMUYHHTE JaHHH HE
Moxke na Obzie HampaBeHa OLEHKa).

BB BCaka rpyna, HeKEeIaHUTE peaklii ¢a NpeaCcTaBeH B HU3XO0MALL pel Mo OTHOLICHHE Ha TAXHATA
CEpPHO3HOCT.

Cucremo- | Papenton Teamucapran AMJIOAMNNH
opraHeH

KJac

Hupexyuu u unecmayuu

Heuectn MH(EKLUH HA TOPHUTE

OWXaTeqTHW MbTHILA, BKI.
(hapuHTUT U CHHY3HT,
UH(DEKLIY HA THKOYHHUTE
MbTHUIIA, BKJ. LIUCTHT
Penku LHCTHT CEICHC, BKITHOYHUTEITHO C

JeTajeH sto,ﬂl
Hapywenus na kpvema u aumpnama cucmema
Heuecrn | | anemus [




Penxu TpoMOOLMTONEHHUS,
e03uHOGuus
MHoro JIEBKOLIUTOIIEHHUS,
PEAKH TpoMOOLMTONeH A
Hapywenun na umynnama cucmema
Penxu CBPBXUYBCTBUTEJ- HOCT,
aHauaaKTU4HA
peaxLus
Muoro CBPBXUYBCTBHTEITHOCT
peaKH
Hapywienua Ha Memadoausma u XpaHeHemo
Heuectn XUMEpKATHEeMUs
Penku XHIOTITHUKeMuUs (npu
nauueHTy ¢ auaber)
MHoro XHMEPrIHKEMHs
penKu
Ilcuxuynu napyuwienun
Heuectu MpOMsHA HA HACTPOEHHUETO
Peaxu Jernpecus, ob6BbpKaHoCT
besnokoiicTso,
Ge3cbHUe
Hapywenua na nepenama cucmema
YecTtn 3aMasHOCT
Heuvectn CHHJIHBOCT,
MHIpeHa,
rinasobonue,
napecre3us
Penku CHHKOI,
nepudepHa
HEBPOMATHS,
XUIMECTe3Us,
ZUCTEY3Hsl, TPEMOP
MHoro €KCTparnupaMUIeH CHHIPOM
peakH XHUIEPTOHUS
Ipumennu HapywieHua
Yectn 3PUTEIIHH CMYILEHHS
(BKJIFOUMTEHO AUILIONMSA)
Heuectu HApyLIEHHE Ha 3PEHHETO
Penxu 3PUTENIHH CMYLIEHHA
Hapywenun na yxomo u radbupunma
Hevectu | cBeToBBpTEX | THHUTYC
Hapywienus na copyemo
Heuectn Opanukapausl,
MananuTauuu
Penku TaxuKapaus
MHoro vHbapKT HA MHOKapaa,
penku aApUTMHSA, KAMEpHa

TaxHKapaus, npeacepiHo
MBHKICHE

Cvoosu Hapyuienun

Heuecrtn XUMOTOHMS,
OpTOCTATHYHA
XHIOTOHKS,
3ayepBsBaHe Ha
JIULIETO




MHoro
peaKH

BAaCKYJIHT

PecnupamopHu, ZpoOHU U MEOUACMUHANHU HAPY W EeHUA

Heuectn KaluUKMLa JIICTIHEs! JHMCIHes, PUHUT
Muoro HMHTEpPCTHLHATIHA
penkH 6en0np£)611a
Honect
CmoMauiHo-4pesHi Hapy W eHUA
Yectn NpoMsHa B pUThMa Ha
U3X 0K JaHe (BKIIOYHTEITHO
JAuapus U 3anek)
Heuectn abnomuHanHa Gonka, ¢narynesuus MpoMsiHa B PUTBMa Ha
quapus, nedexanus
rajieHe
Penku MOBpbBLUAHE, cTomatieH auckomdopt
THHTUBaJIHA
xuneprpous,
IHCIIencHs, CyXoTa B
ycrara
Mmuoro NaHKpPeaTuT, TaCTPUT
peiku

XenamoGuauapnu Hapywenua

Penxu HapyLIeHa YepHorpobHa

Gyxums, qegﬂonpoﬁﬁn

HapyLUeHHH
MHoro XEnaTuT, )XbATEHHULA,
penku MOBHILIEHN HHBA Ha

4epHOAPOOHUTE EH3UMH
(ocobeHo npu xonecTasa)

Hapywenusn na Koycama u nOOKONCHAMA HIbKaH

Heuectn TPYPHTYC XHrepxuaposa anoneuus, nyprnypa,
JEenurMeHTaLus Ha Koxara,
XHUIepXHapo3a
Penku eK3eMa, epuTema, aHruoezeM (c neraneH
obpuB M3XON), IleKapCTBeH
00pHB, TOKCHYEH KOXKEH
00puB, YpTHKapUs
MHoro AHI'MOE/IEM, epuTEMa
peaxu mynTtudopme, ypTHKapHs,
ekc(oTMaTHBEH NEPMaTHT,
CHHIPOM Ha Stevens-
Johnson,
¢oTO4YBCTBUTEIHOCT
C TOKCHYHA enMuaepMalita
HEU3BECTHA HeKponH3a
4eCTOTa

Hapyutenua Ha MycKyiHO-CKe1emHama CUCmemMa U CvbeOuHumen

HAMa MbKAH

Yectn NojlyBaHe Ha rMe3eHHTe
Heuectn apTpairus, MyCKYJIHH

crnasMu (kpaMnu B

Kpakara), MuaJIrus
Penku Bonka B repba, Oonky | OoKa B CyXOKHIIHE

B KpaitHuuute (60IKu

B Kpakara)

(monoOHM HA TEHAWHNUT
CHMITTOMHU)

NI




Hapywenua na dvopeyume u nuKo4Hume nomuuia

KOHUEHTpaLKA Ha
MHUKOYHa KHCEeNHHa
B KPBBTA

KkpeatuH docdokuHasa B
KPBbBTa, NOHHKEHH HHBA
Ha XeMOorjao00uH

Heuectn OBOpevHo yBpeKIaHe, HapyLIeHHe Ha YPHHUPAHETO,
BKJIIOUHTENHO OCTpa 4eCcTO ypHHHpaHe
OBOpeuHa
HEeIOoCTATHYHOCT
Penxu HOLLHO YPHHHpPaHe
Hapywienua Ha 6b3npou3so0umeHama CHCMeMd i Zopoama
Heuectn epeKTHUITHA THHEKOMAacTHs
AUChYHKLINS
Q0w Hapywienua u ehexmu Ha MACHONO HA RPUNONCEHUE
Yectn nepudepeH exem
Heuectn acTeHHs, rpbaHa bonka
Gonka, ymopa, eiem
Penku HepasnoioKeHue rPHIIONOA00HO
3abossBaHe
Hscnedeanusn
Heuectn MOBHILEHH HHBA Ha MOBHIIIEHHM HHUBA HA MOBMILEHO TEIECHO TEIJO,
4EepHOAPOOHHUTE KPeaTHHHH B KPbBTA MOHHKEHO TEJIECHO TETJIO
€H3HMH
Penxu yBeIHYeHa MOBHILIEHH HHUBA HA

I Heenanara peaxuus Moxe na ObJie OTKPHUTA CIyuaiHo WITH [1a € Bh3HHKHANA B Pe3yNTaT Ha
€M3BECTEH /10 MOMEHTA MEXaHH3bM
: B moBeueTo ciiydau naTojordvHa YepHoapoOHa GyHKLMA/YepHOAPOOHH HapyIeH!s, YCTaHOBEHH
MpH MOCTMAPKETHHIOBHS ONUT C TEJIMUCAPTAH, Bb3HUKHAIN NPH AMOHCKU nauuenTu. Te3u
He)KeNlaH| J1IeKapCTBeHH peakLy e MO-BepoATHO Aa Bb3HMKHAT TPH ATIOHCKHU MAaLMEHTH,
°: OT MOCTMAPKETHHTOBHS ONMUT C TEIMUCAPTAH MMa ChOGLIEHH CTyYal Ha HHTEPCTHLMATHH
Genoapobuu GonecTH (Hai-4ecTO HHTEPCTHLHAIHA U €03MHO(WIHA THEBMOHHA)

Cpbobluapane Ha 1MOA03UPaHH HEeKeTAHH DEaKIHH

CpobiiaBaHeTo Ha MOJ03MPaHK HEKENaH! Peakiuy el pa3peluaBaHe 3a ynorpeda Ha JeKapCTBEHHUs
MPOAYKT € BaykHO. TOBa MO3BOJIsIBA []a NPOABIKHA HAO/IIOACHHETO HA ChOTHOLIEHHUETO MoJI3a/PUCK 3a
JlekapeTBeHus npoaykT. OT MEIMUMHCKUTE CIELMATHCTH Ce H3HCKBA 1a ChoOIIABaT BCAKa
MoJ031paHa HexKelaHa peakLus Ypes

M3nbiHuUTENHA areHuus No JeKapeTeaTa

ya. ,Jamsan ['pyes” Ne 8

1303 Co¢usa

Ten.: +35 928903417

yebcaiir: www.bda.bg

4.9 TIlpepo3upane

Cumnromu

[Tpu3HaumTe ¥ CHMOTOMMTE 3a NPELO3UPaHe ce 0UaKBa Ja ce NposABAT Moz GopMaTta Ha 3aCHIIEHH
(apmakonorinunu edexru. Haii-1BHUTE MposBIEHHs Ha Npefo3UpaHe ¢ TeJIMHCapTaH ce 04aKBsa ja
ObaT XHIOTOHMS ¥ TAXMKaPAKS; MMa ChOOLIEHMA 1 32 OpaauKapaus, 3aMasHOCT, MOBUIIEHHE Ha
HHBaTa Ha CEPYMHUs KpEaTWHHH, TeXK0 ObOpeuHo yBpexkaaHe.

HekapauoreneH GenonpodeH oTok ce csobIaBa psaKko KaTo Mociequla OT Mpeno3upaHe ¢
aMJIOJMNMH, KOHTO MOKe Jla Cce MposBY Che 3a0aBeHO Havano Ha edekra (24-48 yaca cnes

HaTOBapBaHEe ¢ TEYHOCTH) 3a MOAABPKaHe HA Mephy3uATa U ChPASYHHA AEOUT ME
yckopsBaly (pakTopu.



[Ipeno3upaHeTo ¢ aMJIOAMIIHH MOJKE 1a HMa KaTo pe3yJITaT TBbp/e BUCOKA nepudepHa
Ba3o/MIATaLMA, KakTo U pediekcHa Taxukapaus. Crobulasa ce ChIIO 32 H3ABEHA W BEPOATHO
MPOABIKUTENHA CHCTEMHA XUITOTEH3HsA, KOATO [1a MPEMHHE B LIOK, BKIIOYHTENHO IOK, 3aBbPLIBALL
ChC CMBPT.

Jleuenue

[MauuentsT TpsabBa na Obie BHUMaTeNHO HabM0AaBaH, a IeueHHETo TpAOBA 1a € CUMITOMATHYHO U
noaabspxkamo. Cxemara 3a jeueHye 3aBHCH OT BPEMETO OT MOMEHTA Ha MMOrTbLIAHe, KAKTO U OT
TE)xKecTTa Ha cuMnTomute. I1pennaraHATe MEpKH BKITIOUBAT MpPEJU3BHKBAHE HA NOBPBINAHE W/UIH
JlaBaXk Ha cToMaxa. B ciydau Ha npeno3upaHe, KAKTO Ha TEIMUCApTaH, TAKa U HA aMJIOAKIIHH, KaTo
CPEeACTBO MOJKE /12 CE M3MO0JI3Ba U AKTHBEH BBIJIEH.

Hupara Ha cepyMHHTe eIeKTPONIMTH M KpeaTHHHHA TPA0Ba 1a ObaaT n3mepBaHu yecto. [Tpu Hann4yue
HA XHUIOTEH3Ms, MALMWEeHTHT TPAOBA Aa ce NOCTaBH JIErHa no rpb0 U ¢ NOBAWIHATH KPAHHHIIK, KATO
yecTo My Obi1e npuaraHo 6bp30 BIAKMBaHE Ha conu U obemoszamectuTeny. Tpabsa na ce 3anoyne
MOAABPIALLO JeueHue. MHTpaBeHO3HO BIMBaHE HA KAILHEB [I0KOHAT MOKe 1a Obae epeKTHBHO 32
npeosioJisBaHe Ha edexTa Ha OMOKMpaHe Ha KallueBUTe KaHanu. B HAKOM cyuyaH MOKE 1a € OT 110J13a
[ ce HampaBW NPOMHUBKa Ha ctoMaxa. [1pu 3apasi 10GPOBONLM NPUIIOKEHUETO HA AKTHBEH BbIIIEH
110 2 yaca e npuaokerde Ha 10 mg aMIOANMHH NOKa3Ba HaMaNABaHe Ha CKOPOCTTa Ha abcopOuus
Ha amaoaunuH. TenMucapTad M aMJIOANIHH HE MOTAT Jia Ce OTCTPAHAT Ype3 MpuiaraHe Ha
XeMouanusa.

5. ®APMAKOJIOTHYHHU CBOMCTBA
5.1 ®@apmakoAHHAMHYHH CBOiicTBa

dapmakorepaneBTuyHa rpyna: Cpencrtsa, AeicTBallM Ha pEeHUH-aHTHOTEH3MHOBATA CHCTEMA,
6nokepu Ha anrnotensun 11 peuentopu (ARBs), 61okepr Ha kanuuesute kananu; ATC kox:
C09DB04.

TenMucapTaH/aMIOAUIIHH ChYETABA IBe AaHTUXUIEPTEH3UBHH CbCTABKH C JIOTIB/IBAILM CE MEXaHH3MHU
Ha NEHCTBHE 3a KOHTPOJMPAHE HA KPBBHOTO HANATAHE MPH NALMEHTH C €CEHIIMATHA XHIEPTEH3HA:
aHruoTeH3uH Il peuenTopen aHTarOHUCT, TENMHCAPTaH, U AUXHAPONHPHAMHOB OJIOKEp HA KallHeBHTe
KaHaTH, aMJTOMITHH.

KomOuHauuATa OT Te3H BeLLECTBa HMA aINTHBEH aHTHXHIEPTEH3MBEH e()eKT, NOHMKaBALL KDBBHOTO
HaJIsraHe B M10-rOJIAMA CTEMeH, OTKOJIKOTO BCEKH KOMMOHEHT MOEIHHHYHO.

[TpremaHeTo Ha TeAMHUCapTaH/aMIOAUIUH BeIHbK AHEBHO e(DEKTUBHO W TPAHHO MOHMKABA KPHBHOTO
HaJIraHe 3a uenus 24-4acoB Mepro/ Ha AeHcTBUE Ha JIeKapCTBeHATa 103a.

TenmucapraH

TenMucapras e akTHBEH MpH MepopasieH npHeM U e cneuududer anruotensuH Il peuenropex
antaronuct (tun AT]). TenMucapTad U3MeCTBa C MHOTO rosimM abUHUTET aHrHoTeH3uH I oT
cneludUYHETE My MECTa 3a CBbp3BaHe KbM pelentopa ot cyotun AT, KOATO € OTroBOpEH 3a
neiictBuero Ha aHrnotensuH II. TenMucapran He Noka3Ba HUKAKBa aKTHBHOCT Ha MapuyaieH
aronuctHa AT] - peuenrtopa. TenmucapraH ce CBbp3Ba celeKTHBHO KbM AT| — pelientopa, KaTo
CBBP3BAHETO

e Tpatino. TesimucapraH He Mokassa ahMHUTET KbM APYrH peLenTopu, BkatountenHo AT2 u apyru
no-

cnabo npoyuenn AT- peuenropu. @yHKIMOHAIHATA POIIA HA TE3H PELENTOPH € HEM3BECTHA, KAKTO H
ecpem‘r Ha Bb3MOXKHATA UM CBPBXCTHMYJIAUMA OT @aHIM'HOTEH3HH II, YUMUTO HHMBA CC NMOBHLUIABAT OT
Tenmucapra. TeJMHUcapTaH HAMaNsBa MIa3MeHUTe KOHUEHTpalUMK Ha anfocTepoH. TeaMucaprad He
HHXUOMpa YOBEWKUAT TIa3MEH PeHHH H He G1oKupa HoHHUTe kaHaiu. TenMucapra He HHXHOHpa




MOBUIIEHME HAa KPbBHOTO HanaraHe, EQexTbT Ha moTHcKaHe npoab/hkasa 24 yaca ¥ € H3MEpPUM 10
48 yaca.

Crnen mppBaTa 4034 TeIMHCApTaH, aHTHXHITIEPTEH3HBHATA aKTHBHOCT IJIaBHO 3aM04YBa Ja ¢€ npoABABa
cnen okoso 3 yaca. MakcHManHOTO NOHIKEHHE Ha KPBBHOTO HajlAraHe ce nocrura B OGUJ.HH cnyqaﬁ
3a 4 710 8 cenmMuUM crea 3aMmoYBaHETO HA JIEHEHHUETO, H C€ NMOANBPIKA MO BPEME HA LIENIHA MEPHO Ha
JIEHEHHE..

AHTUXHUNEPTEH3UBHUAT eeKT ce MoANbpAa B TeYeHHe Ha 24 yaca ciell IpUEMaHe U BKIOYBa
nocieHuTe 4 Yaca npeau celBallara 103a, KOeTO ce yCTAHOBsBA Ype3 U3MepBaHe Ha KPBBHOTO
HansraHe B aMOynartopHu yciaosus. ToBa ce NOTBbPXk/aBa OT ChOTHOLIEHHATA HA MUKOBETE, KOUTO ca
uaentnynn Haa 80 % cnen npuemase Ha 4034 oT 40 u 80 mg TenMucapTaH B UaLedo-KOHTPOIMPaHH
KNMHUYHH U3NUTBaHUs. Y CTaHOBsBA ce 3a0enexymMa TeHAEHLMA KbM 3aBUCHMOCT Ha J03aTta OT
BPEMETO 32 Bb3CTAHOBABAHE HA HAYAIHOTO CHCTONNYHO KPHBHO HandraHe .B TO3M CMHUCHI JaHHUTE
OTHOCHO JIMACTOJIMYHOTO KPBBHO HajIsraHe ca MpoTHBOPEUUBH.

[Ipy nauveHTH ¢ XMNepToHMU, TEIMUCAPTaH PelyLMPa CUCTOMMYHOTO M AUACTOJIMYHOTO KPbBHO
HansraHe, Oe3 j1a 3acara yectoTara Ha chpueduere. [IpHHOCHT Ha AYUPETHUHUA M HATPHYPETHYHUA
e(bekT Ha neKkapCcTBEHHS NMPOAYKT KbM HEroBaTa XMMNOTEH3MBHA aKTHBHOCT € B MPOLIEC Ha
yCTaHOBfBaHE. AHTHXMNEPTEH3UBHATA e(PMKACHOCT Ha TeIMHMCAPTaH € CPABHUMA C Ta3H Ha
BELIECTBaTa OT APYTrH K/1acOBE aHTUXUIIEPTEH3UBHHU JICKAPCTBEHH MPOAYKTH (KOETO € I0KA3aHO B
KJIMHUYHY W3MUTBAHUS, KbAETO eeKTHBHOCTTA HA TEIMUCAPTAH € CPABHEHA C Ta3H HAa aMIOAMIHUH,
aTeHoJI0J1, EHANAaNpHi, XMAPOXJOPTHA3HIL, U JTU3HHOMPWUIT).

an BHE3aMHO NPEKbCBAHE HA JICHEHUETO C TENMUCAPTaH, B paMKHTE HA HAKOJIKO JHH KPBLBHOTO
HaJlsrane rnocTereHHo ce Bb3CTAHOBABA 10 ITbPBOHAYAIHUTE IMapaMeTpH OTIPEAH 3arQ04YBaHETO HA
JIEYEHHeTO, KaTO He € 10Ka3aHO Bh30OHOBABaHE HA XHINEPTEH3MATA.

YecroraTa Ha CyXa KaluTHla € 3HaA4YUTENHO MO-HUCKA IMPH NaUHEHTHTE, JEKYBaHH ¢ TEIMHCAPTaH,
OTKOJNKOTO NMPH TE3H, KOKMTO Ca JIEKYBaHH C HHXHGHTOPH HA aHTHOTEH3MH-KOHBEPTHPALUUTE €H3UMH,
KO€TO C€ YCTaHOBABA B KJIMHHYHH H3NMHWTBAHHA, IHPECKTHO CpaBHABALIH BaTa THIA
AHTHXHIIEPTEH3UBHO JICHEHHE.

JlBe ronemm paHgomMusupaHu KoHTponupanu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rmo6anHo u3nuTsaHe 3a
KpaiHH TOUKH Ha TeJIMHCApTaH, CAMOCTOATENHO H B KomMOuHauua ¢ pamunpun) 1 VA NEPHRON-D
(KnunuuHo mnpoydBaHe CBBpP3aHO C pa3BuTHe Ha Hedpornatus npu auaber, MpPoBEOEHO OT
MHuHHCTEPCTBO MO BBIPOCHTE HA BeTepaHuTe) — mpoyusBar ynorpebara Ha kombunauusta or ACE
MHXUOUTOP M aHrnoTeH3uH lI-peuentopen Gnoxep.

ONTARGET e npoyuBaHe, NpoBeNEeHO NpM MALMEHTH C aHaMHe3a 32 CbpAEYHO-CHIAOBA WIH
MO3B4HOCH0BA OomecT, MK 3axapeH AnabeT THI 2, MPUAPYKEHH ¢ JaHHH 33 YBpeXAaHe Ha edeKTOpHH
oprann. VA NEPHRON-D e npoyuBaHe npu naumeHTH cbc 3axapeH auaber tun 2 u auaberHa
Hedponarus.

Te3u npoyuBaHus He MOKA3BaT 3HAYMM GnaronpusTeH edexT BbpXy OBOpeuHHTe W/HIH CBPOEYHO-
CBA0OBUTE MOCACIULM U CMBPTHOCT, KaTO ChLIEBPEMEHHO ca HaOJIH0laBaAHH MOBHUILEH PHCK
OTXHIEPKATHEMHs, OCTPO yBpexaaHe Ha 6b0OpeLuTe W/uiu XMNOTOHUS B CPaBHEHUE C
monoTepanuata.Kato ce umar npeasua cxogHute uM hapMakoIMHAMMYHHI CBOMCTBA, T€3U PE3YNTaTH
ca npunoxxuMu U 3a apyru ACE unxubutopn n auruorensut II-peuentophu 6nokepu.

ACE unxuburopu u anruorensut ll-peuenropuu 6nokepu cnegosatenHo He TpAOBa na ce U3MON3BaT
€JIHOBPEMEHHO MPH MalueHTH ¢ 1uabeTHa HedponaTus.

ALTITUDE (Kimun4HO npoyuBaHe NpOBENEHO C ATHCKUPEH NPH NalHeHTH CbC 3axapeH 4ualer
THN 2 C W3MO/I3BaHE HA ChPAEYHO-CHAOBU H OBOpeuHH 3a001BaHNA KaTO KPaHHH T ,&m

npoy+BaHe, NpeHa3HAYEHO [1a H3C/Ie/IBa 110J13aTa OT J100aBAHETO Ha ATHCKMPEH
tepanus ¢ ACE unxuburop unu anruorensus ll-penentopen 6nokep npu naum
auader THN 2 ¥ XpoHuuHO OBOpeuHo 3abonsaBaHe, CbPAEUHO-CHAOBO 3ab0sBa
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nocneauin. Kakto chpaevHo-Ch10BaTa CMBPT, TaKa U MHCY/ITHT Ca M0-4ECTH B rpymnaTa Ha
QTHCKHPEH, OTKOJIKOTO B FPyMnara Ha niauebo, a npeacTapnsBalluTe MHTEPEC HewKenaHu CHOUTHA U
CepHO3HH HeKeNaH! CbOUTHs (XUMepKaTUeMus, XUMoToH:s 1 6b0peyHa nuchyHKUMSA) ce cboOIaBaT
[10-4€CTO B IPyMNaTa Ha ATMCKUPEH, OTKOIKOTO B rpynara Ha riauebo.

AMNOIUNHUH

AMJIOOMIHH € HHXUOKHTOP Ha MH(IYKCa HA KallIMEBUTE HOHH OT AMXUAPOTIMPHAKHOBATA rpyna
(6noKep Ha 6aBHUTE KAHAIW WM AHTArOHKCT HA KAILMEBHTe HOHU) U uHXuOUpa TpaHcMeMOpaHHuUs
MHMIYKC HA KAJILMEBH HOHN B IIaJIKMTE MyCKY/IH Ha ChPLETO ¥ KPbBOHOCHHTE ChI0BE. MexaHu3MBT
Ha AHTUXUIEPTEH3MBHOTO NEHCTBHE HA AMJIOMIIAH € OCHOBAHO HA MPEKTEH e)eKT Ha OTMyCKaHe Ha
FNAAKKUTE MYCKYJIH Ha KPbBOHOCHHTE CH0BE, KOSTO BOJIH 10 HaMansBaHe Ha nepH(epHara Cb0Ba
PE3UCTEHTHOCT M, ChOTBETHO, HA KPBBHOTO HaIAraHe. EKClIEpUMEHTATHUTE AaHHH N0Ka3Bar, "e
AMJIOZIMITHH CE CBBP3BA C AUXUAPONMPHIMHOBH U HE-AMXHAPONNPHAHHOBH JIOKYCH Ha CBbP3BAHE.
AMJIOIUNIH € C OTHOCHTEITHO ChI0BO-CENEKTUBEH eeKT, C MO-rofisim eheKT BbpXy
IJIaIKOMYCKYJTHHTE KIETKH Ha CbhI0BETE, OTKOJIKOTO BbPXY K/ICTKHTE HA ChPACHHUA MyCKYJl

[1py MALMEHTH C XMMEPTEH3Hs, PHEMAHETO BEANBK AHEBHO OCHTYPABA KITHHUYHO 3HATHMO
MOHIKEH e Ha KPBBHOTO HAIATAHE B JIETHANIO W H3MPABEHO MOJOXKEeHNE, B MPOABIDKCHUE Ha LEHA
24-yacoB nepuos. Iopaau 6aBHOTO 3arouBaHe Ha AEHCTBUETO, OCTPATa XMIIOTOHHUS HE € 4acT OT
e(pexTa Ha NpUEMaHe Ha aMIIOHITHH.

[1pu MALMEHTH C XMIEPTeH31s 1 HopManHa 6b0peyna QyHKIWMA, TIEKapCTBEHNTE 1031 aMIIONMIIH UMa
KATO Pe3yNTaT HAMANABAHE HA PE3UCTEHTHOCTTA Ha Ch0BETE HA OBOPELMTE U YBEIHUCHHE HA HUBOTO
Ha JIOMepy.Ha GuiTpaLys, KakTo 1 edeKTHBEeH OTTOK Ha ObOpevHaTa niasma, 6e3 mpomsHa Ha
¢unTpauonHaTa (ppakLHs UK MPOTEHHYPHS.

AMIIOOMUINHUH HE ce acoUMHpa C HUKaKBH HEXKEIaHH MeTaboIMTHH peaxkiuuu Uiy NpOMEHHU B
[Ia3MEHUTE JIUMUIH M € MOAXOAALL 34 ynorpeﬁa OT NMauMeHTH C acTMma, auaber U nojgarpa.

Vrorpeba npy NauHMeHTH CbC ChpIeYHa HEOCTATBYHOCT

BasupaHuTe Ha XeMOAWHAMUUHH MPOYYBAHMSA U MPOSBH KOHTPONMPAHH KIMHHYHH H3MUTBAHUA TIPH
NALKMEeHTH ChC ChpaeuHa HepocTaTbyHocT 0T NYHA knac 1I-IV ca nokasany, 4e aMa0uIH1H He ¢
JI0BEJT 10 KIMHMYHO BIOIIABAHE, KAKTO € YCTAHOBEHO OT J0MyCTHUMHTE OTKIOHEHUA HAa PE3YNTaTHTE,
W3T/IACKAHOTO KOAMYECTBO KPbB OT JisiBaTa Chp/leyHa KamMepa ¥ KNMHHYHATA CHMIITOMATOIO0rHA.

[raueGo-konTponupaHo npoyusane (PRAISE) npeaHasHaueHo 3a U3C/ICABAHE HA MALUEHTH ChC
cbpreuna Hepocrarsusoct of NYHA Class I11-IV, kouTo npuemat 1MrokCuH, Iy peTuii 1 ACE
WHXMOMTODH, € MOKA3aI0, Y€ aMIIOIHITHH HE I0BEA A 10 OBULUIABAHE HA PHCKA OT CMBPTHOCT WIilH
KOMOMHHMPAHH CMBPTHOCT H 3200/1€BaEMOCT ChC ChPAEHHA HEIOCTAThYHOCT

Tpu npocieasBanio, AbATOCPOUHO, M1aluedo KOHTPOINPAHO U3MHTBAHE (PRAISE-2) Ha aMIOJMITHH
MpH MaLHEHTH ChC ChPACYHA HEAOCTATEYHOCT OT NYHA I u IV, 6e3 kIMHAYHH CHMIITOMH WU C
HAXOJIKH, PEINoaraly OCHOBHO HCXEMHYHO 3a00/14BaHe, KOUTO NPUEMAT MOCTOSHHH 11031 ACE
MHXMOUTOPH, ANTHTAIIKC, U MY PETHLIH, € YCTAHOBEHO Ye aM/IOAHITHH HAMA edekr npu obmara
CMBPTHOCT, BCJIEACTBHE Ha ChPACYHO-CHIOBH NMpobnemu. B chiiara nonynauus, aMa0aHNIHH Ce
CBBP3BA C NOBHLIEH Opoil chobLIeHus 3a Genonpoder enem.

Teamucapran/ AMIOAUIHH

B 8-ceAMHYHO, MHOTOLIEHTPOBO, PAHAOMU3HPAHO, IBOHHOCATIO, M/1aLe00-KOHTPOINPAHO, €
napasnesHy rpynu GpakTopHaIHO MpoyusaHe B 1461 MauMeHTH ¢ Jieka A0 TEXKa XUTOTeH3HA
(yCpelHeHo AMacTONMYHO KPbBHO Halsrase ot =95 10 <119 mm Hg), ne4eHUeTO ¢ BCsAKA OTACIHA
103083 KoMOHHALUMA TeaMUcapTaH/aMIOANNHMH HMa 33 Pe3yNITAT 3HAYHTETHO MO-BUCOKO peaylinpaHe

Ha IMACTONMYHOTO M CHCTOJIMYHOTO KPBBHO HAJsraHe U N0-BUCOKH HWMBA HA KOHT o g
CBC CHOTBETHUTE MOHOTEPAIHH. @\Ylh kg,
TenMucapTan/aMI0MIUH 10Ka3Ba 1030BOCBBP3aHU NOHHKEHNs HA CHCTOIHY o @ 102, \\
KPBBHO Ha/lsraHe B paMKuTe Ha obxBara Ha ieuebHara nosa ot - 21.8/ - 16.5 ggfg}nﬁimg,:‘_) \

22.1/ - 18.2 mm Hg (80 mg/5 mg), - 24.7/ - 20.2 mm Hg (40 mg/10 mg) u - 2 ?Offlfmﬂgfsm .
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mg/10 mg). [TOHWKEHUETO HA AUACTONMYHOTO KPHBHO HAIAraHe <90 mm Hg e oruereso npu 71.6 %,
74.8 %, 82.1 %, 85.3 % OT NALMEHTHUTE, PECTIEKTHBHO. CToMHOCTHUTE Ca KOPUIHPaHH 33 Ha4anoTo Ha
fleUeHHeTo U CTpaHaTta Ha MpOBEXKIAHEe

TonsiMa YacT OT aHTHXUNEPTEH3MBHUA e(eKT ce MoCTHra B paMKHTE Ha 2 CeAMMLM CJIeH 3anoYBaHe Ha
neuenueto. B noarpyna ot 1050 nauMeHTH C yMepeHa 10 TeXKKa XUIICPTEH3HA (DBP >100 mm Hg),
327 — 51.8 % ca NOBAMSBAT B 3aA0BOJIUTE/IHA CTENEH NMPH MOHOTEPANHUA KAaKTO OT TeIMucapTaH Taka
u ot amnoaunuH. HabmionaBaHuTe CpeiHy MPOMEHH B CHCTOMYHOTO/AMACTONMYHOTO KPBBHO
HansraHe ¢ KOMOMHHPAHO JeUEHHE C AMIONMIAH 5 Mg (-22.2/-17.2 mm Hg, ¢ 40 mg/5 mg; -22.5/-
19.1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHUMH WK M10-BUCOKHM OT TE3H, HabmonaBany ¢ amnoaunuy 10 mg
(-21.0/ -17.6 mm Hg) ¥ ca CBbp3aHH ChC 3HAYUTETHO MO-HUCKH HHBA HA enema (1.4 % c 40 mg/5 mg;
0.5 % ¢ 80 mg/5 mg; 17.6 % ¢ amnoaunut 10 mg).

AmMBynaTOpHO aBTOMATHYHO M3MEPBAHE HA KPBBHOTO nansrane (ABPM), u3BbpilieHO NpH rpyna ot
562 MALUMEHTH € NOTEBLPANIO pe3yTaTuTe HabMoaBaH| NpH MOHWKABAHHATA HA CUCTOJIHYHOTO H
MACTONMYHOTO KPHBHO HasTaHe B KIMHHYHH YCIOBHA, N0 BPEME Ha LETHA 24-yacoB MepHOJ HA
NO3UpaHe.

B apyro MHOTOLEHTPOBO, PAHIOMH3HPAHO, JBOMHOCISNO, AKTHBHO KOHTPOJIMPAHO, NapanenHo
rpynoBo npoyysaHe, Ha 00wo 1097 nauueHTH ¢ Jieka 110 Texka XUIEPTEH31s, KOUTO HE Ca aleKBaTHO
KOHTPOJMPAHH € aMJIOJMIUH 5 Mg, ¢ MpHaran TenMucapTan/amnoaumiH (40 mg/5 mg u 80 mg/5
mg) Wik camo aMIoAMIHH (5 mg uiau 10 mg). Crext 8 CeIMHMLA Ha JieYeHHE, PE3yJITAaThT OT BCska OT
KOMOHHALMATE CTATHCTHYECKH € 3HAUNTENHO NO-e)eKTHBHA OT MOHOTEPANHATA C aMIOAHMIHH, KOETO
ce U3pa3aBa B MOHIKEHO CHCTONHYHO U IHACTONHYHO KPBBHO nansrane ( -13.6/ -9.4 mm Hg, -15.0/ -
10.6 mm Hg cbe chotBetHO 40 mg/S mg, 80 mg/5 mg cnpsmo -6.2/ -5.7 mm Hg, -11. 1/-8.0 mmHgc
amoaunud 5 mg u 10 mg. YCeTaHoBEHH ¢a M N10-BUCOKH KOHTPOIHH OMACTOJIMYHM HAaNAraHus#A, B
CpaBHEHHE ChC ChOTBETHUTE P&XKMMU HA MOHOTEPANNA (56.7 %, 63.8 % ¢ 40 mg/5 mg n 80 mg/5 mg
crpsivo 42 %, 56.7 % ¢ amnoaunuH 5 mg 1 10 mg). [TpoueHTHTE 3a N0sABa HA €AEMA Ca Ounu
sHAUNTEIHO no-HuckH ¢ 40 mg/S mg u 80 mg/5 mg B CpaBHEHHUE C aMIOUMUH 10 mg (4.4 % cripamo
24.9 %, pecneKTUBHO).

B [pyro MHOTOLEHTPOBO, PAaHIOMH3HPAHO, JIBOMHOCTSATO, AKTMBHO KOHTPOJIHPAHO, NapaienHo-
rpymnoBO NpoyuBaKe, Ha 00110 047 nalMenTH C JieKa 10 TeXKKa XHIePTEH3Hs, KOUTO HE Ca alIeKBaTHO
KOHTponMpauu ¢ amnoaunuy 10 mg, e npunarax tenmucapran/amnogunus (40 mg/10 mg win 80
mg/10 mg) uim camo amI0ANMIHH (10 mg). Cnen 8 cenmMuLy Ha NeUCHUE, BCAKO OT KOMOUHHMpPAHUTE
eueHHs CTATHCTHYECKH € 3HAYHTENTHO MO-e(PeKTHBHO OT MOHOTEPANUATA C aMIOLUITHH pH
HaMaIABAHETO HA AUACTONHYHOTO M CHCTOJIMYHOTO KPbBHO HAIATAHE (-11,1/-9,2 mm Hg, - 11,3/ -
9,3mmHgc

40 mg/10 mg, 80 mg/10 mg cnpamo - 7.4/ - 6.5 mm Hg ¢ amnoaumus 10 mg) 1 € ycTaHOBEHa No-
BHCOKA CTEMeH Ha HOPMATH3UPAHe Ha IHACTONMYHOTO KPBBHO HATATAHE B CPABHEHHUE C
moHoTepanuata (63.7 %, 66.5 % ¢ 40 mg/10 mg, 80 mg/10 mg cnpsimo 51,1 % ¢ amaoaunuH 10 mg.)

B [Be OTBOPEHH MPOABIKATEIHH TIOCIEA0BATE/HI NPOYYBAHUA NPOBEACHH 3a nepuo OT Hall 6
Meceua, epexTsT Ha TenMucapTas/aMIoauIuH € MPOABIKHI Aa Tpac W cJie]l 3aBbpLIBaHE Ha
3nuTBaHeTo. OCBEH TOBA, € YCTAHOBEHO, Ye ITPH HAKOW MALMEHTH, KOUTO He CE NOBITHA BaT B
NOCTATbYHA CTENeH OT Tenmucapran/amnoaumuy 40 mg/10 mg, e Hamiue JOMB/IHUTENTHO MOHMKEHHE
Ha KPBLBHOTO HAJISTaHe, ClIe/l NOBHLUABAHE HA JieKapcTBeHaTa 1033 ype3 TUTPUPAHE A0
tenmucapran/amnoannud 80 mg/10 mg.

O61maTa 4ecToTa Ha HeXKeMaHd peakliny ¢ TeJiM JicapTaH/aMJIOUITMH B porpamara 3a KJIHHH4HO
J3MUTBAHE € GuIa NoHMwKeHa npu camo 12.7 % OT NauMeHTHTE Ha JIeueHN e, PH KOUTO €4 HanMuLe
HexkenaHy peakunu. Haii-uecTure HexenanH peakih ca 6unu nepudepHa egeMa u 3aMagHocT (BK.
Touka 4.8). CLoBLICHUTE HEKENaHUTe PeaKLuu ChBraaar ¢ OYaKBAHUTE pEaKlMH OT
6e30MacHOCT HA KOMITOHEHTHTE TeJIMHCapTaH H aMJI0ANIHH. He ca nabmonaasa
CepHo3HM Hekenany peakunn. CBbP3aHUTE C eAeMA PEAKLHH (nepudepna el
eieMa ¥ e1eMa) ca OUaKBaHO T0-HUCKH NPH MALUMEHTUTE, KOUTO NpHEMAT T
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B CPaBHEHHE C TE3M, KOUTO MO/Iy4aBaT aMJI0AMIHH 10 mg. BbB akTOpHANHO H3NUTBAHE MPOLICHTHTE
¢ enem ca 1,3% ¢ Tenmucapran/amioaunuy 40 mg/5 mg u 80 mg/5 mg, 8.8 % ¢
tenmucapran/amaonunuy 40 mg/10 mg 1 80 mg/10 mg, u 18,4% c amnoaunus 10 mg. [1pu
MalMeHTHTE, HEMOBIUABAILA Ce OT aMJIOJMITUH 5 Mg HUBATA Ha eJeMa Ca 4.4 % 3a 40 mg/5 mg u 80
mg/5 mg u 24.9 % 3a 10 mg.

AHTHXVIEPTEH3UBHUAT EEKT HA TEIM HcapTan/aMJIOHIHH € EIHAKBB, HE3aBHCHMO OT BB3pacT 1
1O, U € eIHAKBB MPH MaLHEHTH Cbe MK Oe3 anadert.

TenMucapTaH/aMJIOIUTHH HE € NPOYUEH NpPH rpyma NalieHTH, OCBEH Ta3h C XHIEPTCH3HA.
TenaMucapTaH € W3NUTaH B PAMKATE HA FoJIsIMO H3MHTBAHE HA M3X01a OT neyenueTo npu 25 620
NALMEHTH C BUCOK PUCK OT ChPAEYHO-CHAO0BO 3a00NABaHe (ONTARGET).

AMJIOZMINH € W3MUTBAH NPU NALMEHTH C XPOHMYHA CTAON/IHA AHIMHA, Ba30CNacTHHA aHruHa, v
TaKMBa ¢ aHrHOrpadcky JOKYMEHTHPAHO 3a00/sBaHe HA KOPOHAPHATA apTEPHA.

[MeanaTpuyuHa 0OMyJALKA

EsponeiickaTa areHlus Mo Jexapcrsara ocBOBOXKIABA OT 3alb/DKEHMETO 3a MpeNoCTaBsHE Ha
pe3yJITaTHTe OT NPOY4YBaHUATA C TEJI MUCAPTaH/aMJIOJIHITHH @ BbB BCHYKH MOJrPYIH HA NeAUaTpHHATA
nonyaaUus Npu XUnepTeHsus. (Bx. Touka 4.2 3a uHbOopMaLUsi OTHOCHO ynotpeba B neAnaTpuaTa).

5.2 ®apMaKOKHHETHYHH CBOHCTBA

dapmakOKMHETHKA Ha QUKCHPaHATA 103082 KomOuHalus
TTpoLEHTHT U CTereHTa Ha abcopouus Ha TenMHCcapTaH/aMIIOAKITHH Ca eKBUBAJIEHTHH Ha
GUOHATMYHOCTTA HAa TEIMUCAPTAH M aMJIOAMIKH, PHIarany KaTo OTACIHH TabnerKku.

AGcopbuuaTa Ha TeIMHCApTaH e Obp3a, BBIPEKH 4e aGcopGupaHoTO KomutecTBo Bapupa. CpenHata
AGCONIOTHA GHOHANMYHOCT 3a TeAMUcapTaH e okono 50 %, Koraro TeiMucapraH ce mpreMa ¢ Xpara,
HAMATABAHETO HA MUIOLITA M0 KPUBATA Ha CHOTHOLICHUETO M1a3MEHA KOHLICHTPaUUA-BPEME
(AUCQ-0) Bapupa 0T npubnusutento 6 % (nosa ot 40 mg) no npubnusurento 19 % (no3a ot 160
mg). Jlo 3 yaca ciell npueM, MIasMeHNTEe KOHLEHTpalliH ca 10400HH, HE3aBUCHMO JAJIH TEIMHCAPTaH
ce npuema cbe 1M 6e3 xpaHa.

Cries nepopaiHoO MPHIIOKEHNE Ha JIEKapCTBEHUTE 103U, aMJIOIUIUH CC abcopbupa no6pe, ¢
MaKCHMATHA KOHUEHTPaLKs B KPbBTa Mex/y 6-12 uaca cen npuemase. YcranoseHara abconoTHa
GroHATMYHOCT € MKy 64 1 80 %. BUOHANTHYHOCTTA HA AM/IOJIMTIHH HE CE TIOBIHABA OT TIpUEMAHETO
Ha XpaHa,

Paznpenenenue
TenmucapTas ce CBbP3Ba BbB BUCOKA CTENEH C M1a3MEHUTE NPOTEHHH (>99.5 %), ocHOBHO anbyMHH U

anda-1 kucenure raukonporern. CpeaHHAT CTALKOHAPEH NPHBHACH o6em Ha pasnpenenerue (Vdss)
e npubamsuTento 500 auTpa.

OGeMBbT Ha pasTpeeNieHie Ha AMIOIUIUH € NPUOIH3UTENTHO 21 l/kg. Hun 6umpo npoy4BaHusTa
0Ka3Bar, Ye NpUONU3HTENHO 97.5 % OT UMPKYAUPALIMAT AMJIOAUIIMH © CBLp3aH ¢ NJIa3sMeHUTe
NPOTEHHH MPH NALHEHTHTE C XUIEPTOHUS

buotpanchopmanns
TenmucapTas ce MeTaboIM3Mpa Ype3 KOHIoralus KbM FI0KypOHHAa HA OCHOBHOTO chenuHeHue. He €
nabaonaBana apMaKonoruyHa akTHBHOCT MPH KOHIOrara.

AMIOAHITHH ce MeTabonu3npa n3knounTento (npubnusutento 90 %) ot 4epHus npod 10 HEAKTHBHU
meTabonuTH

TenMucapTaH ce XapakTepu3upa ¢ By EKCIOHEHIMANHA KHHETHKA Ha pasTpaia
MOMY/KHBOT Ha eleMeHepane oT >20 vaca. MakcuManHara niasMena KOHLUEHTP
Masika CTereH, TUIOILTa Mo/l KpUBaTa “ruiasmMeHa xouueHTpanus-speme” (AUC
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HenpOMOPLMOHATHO Ha f03aTa. HAMa 10Ka3aTe/CTBO 32 KIMHUHHO3HAHMO HaTpyTBaHe Ha
Te/MKCAPTaH, PUET B NPenopbunTeTHaTa 103a. [1asMeHHTE KOHUCHTPALH ca 110-BUCOKH NPH
JKeHHTE, OTKOIKOTO NpU MbiKeTe, 0e3 /1a € HasluLe 3HAYUTENHO NOBITUABAHE Ha e(rKacHOCTTA.

Cnen nepopaaHo (1 HHTPABEHO3HO) NPHIIOKEHHE, TeIMUCaPTaH Ce OTAC/A NOYTH usLso ¢ deueca,
OCHOBHO B HerpomeHeH By, KymynaTvsHaTa eKCKpeLws 4pes3 ypuHaTa ¢ <1 % ot pozara. O6IUAT
nnasmen kiupsHe (Cltot) € BUCOK (Mpubau3nTesHo 1 000 ml/min) B cpaBHEHHE C TO3HU OT
yepHOAPoGHHs KpbBeH TOK (0010 1 500 ml/min).

ENMMUHHPaHETO Ha aMIOHITIH Ipe3 TUia3Mara e ABy(asoso, ¢ TepMHHANCH TOTYKHBOT Ha
ennmuenpane npubansutento 30 1o 50 yaca, NPy €HOKpAaTHA AHEBHA 103a. CrauuoHapHH T1asMeHu
HUBA Ce JOCTHIAT CMell IPOIBDKHTENHO npriokenye 3a 7-8 1uu. 10 % oT aMI0AUMIUH 1 60 % ot
MeTaboIMTUTE HA aMJIOAMTIMHA Ce OTACNAT B ypUHATA

JlunelinocT/HenuHEHOCT

He ce ouakga cnaboto nowxkasate Ha AUC 3a TeMHCApTaH, fa MOHWKH TepaneBTHiHaTa My
edukacHoct. Hama nuHeifHa 3aBUCHMOCT ME3KY JIO3NTE U M1a3MEHHUTE HUBA. [Tpu no3u nan 40 mg
Cmax ¥, B no-manka crened, AUC ce noBuIaBaT HEMPONOpLHOHATHO.

AMJIONUIMIH MOKa3Ba JNHeltHa GpapMakOKHHETHKA.

CneuyanHy nonynaaluun
[leanaTpuyHa nomynauus (Bb3pact nonl8 roauHun)
Hsama gaHHu 3a papMaKOKHHETHKATA NPH NeUaTPUHATA NOIYJIAlHA..

Ilon
Ha6nonaBaku ca pa3fuKy B MIIa3MEHHTE KOHLUEHTPALUH Ha TEMUCAPTaH, C 3- 1 2- KpaTHO 110~
Bucokd Cmax ¥ AUC, CbOTBETHO, NP XKEHH, B CPABHEHHE C MBIKE.

Cmapueckagv3pacm

@apMakOKMHETHKATA HA TEJIMUCAPTaH HE Ce pa3/nyaBa NPH MIAAH NALUEHTH 1 MalueHTH B
crapyecka Bb3pacT.

BpeMeTo 3a I0CTHraHe Ha MUKOBUTE M1a3MEHH KOHUCHTPALHH aMIOJMITHH € 1oA00HO NP HHIMBHAH
B CTapuecka BB3pacT M MIaju HHAMBUAH. [IpH MauneHTHTe B CTAPYECKa BB3PAcT, KIMPBHCLT Ha
AMJTOAMITHH HAMATABA, KOETO HMa 3a pe3y/Tar ysenuyasane Ha AUC 1 eTUMUHALHOHHUA MOTYXKHBOT.

Bvbpeuno yepesicdarie

[1pu nauMeHTH ¢ JieKa, 10 yMEPEHa H TEKKa CTeNeH Ha 6BOpeuHo yBpekaaHe, ce HabmonaBa
yIIBOABAHE HA MU1a3MEHUTE KOHLEHTPaLMK Ha TeIMHCapTaH. Bce nak, npu nauueHTH ¢ 660peHo
yBpeskIaHe, MOIOKEHH Ha AMany3a, ce Habo1aBaT ro-HICKH N1asMEHH koHueHTpauuu. [Ipu
narueHTHTe ¢ GBOPEUHO yBpeKAaHe, TeIMUCAPTaH ¢ BbB BUCOKA CTeNeH CBbP3aH C MJ1a3MeHHTE
NPOTEMHH U He MOXKE Ja Ob/ie OTCTPaHEeH Upe3 Auanmsa. [Tony»KMBOTHT Ha ETMMUHHMPAHE HE CE
MPOMEeHs TIPU natueHTHTe ¢ GBOPetHO yBpEKAaHE. DapMaKOKHHETHKATA HA aMJIONIMNIUH HE Ce
[OBJIHSBA 3HAYNTEITHO OT ChCTOAHHETO Ha OBOPEUYHO yBpeKIaHE.

YepnoopobHo yepedicoane

dapMaKOKMHETHYHUTE NMPOYUBAHMS MPH MALUEHTH C 4epHOAPOOHO YBpEXKAaHE NOKa3Bar yBeln4aBaHe
Ha 26COMIOTHATA GHOHATHYHOCT Ha TenmucapTaH 10 630 100 %. oy kHBOTHT Ha eNTMMHUHHPAHE Ha
TE/IMHCAPTAH HE Ce IPOMEHS NPH NALUMEHTHTE C yBPEK/IaHe Ha HCPHHUA 1poO. [MatueHTuTe ¢
4epHOAPOGHO YBPEXKIAHE Ca C MOHIKEH KIHPBHC HA aMJIOJMIIH, KOSTO MM 32 pe3yITat
yBenuuasane Ha AUC ¢ npuGnusnrento 40-60 %.

5.3 TIpeakJIHHHYHH JAHHHU 32 0€30MACHOCT

Tt KaTO HEKTMHUYHHUTE NPO(GUTH HA TOKCHYHOCT Ha TE/IMUCApTaH U aMJIoOaH
NPUMOKPHBAT, HE CE OUAKBA 3ACH/IBAHE HA TOKCHYHOCTTA 32 KOMOHHALMUATA O




CTAHOBHLLE Ce MOTBLPIKAABA OT MPOYUBaHE 3a CyOXPOHHYHA TOKCHYHOCT (13-cenMUYHO) MPH
IUIbXOBE, MIPH KOETO Ca TECTBaHH 1030BH HuBa ot 3.2/0.8, 10/2.5 u 40/10 mg/kg
TEIMHACapTaH/aMJTIOUITHH.

npeﬂ.KﬂHHH‘{HHTE JIAHHM 3a JIBaTa KOMIOHEHTAa ca MoCO4YEeHH NOo-A0JTY.

Tenmucaprad
TIpy MpeaKIHHUUHNTE U3MHUTBAHHA 32 Ge30MacHOCT, I03KTe, ONpeNeAl{ eKCTIO3ULHA, CPAaBHHMA C

Tasy B KTMHWYHKS TepANeBTHYeH 00XBaT Ha IEKapCTBOTO, MPSAM3BHKBAT HAMAJICHH NIApaMETPH Ha
YepBEHNTE KPbBHU KIIETKH (EPUTPOLUTH, XeMOT/IO0HH, XeMaTOKpHT), W3MeHeHHUs B 6p0peyHara
XeMOJIMHaMUKa (TTOBHILIEHH KPHbBHHU HUBA HA yPEiHUS a30T, U KPEaTHHUH), KAKTO W MOBHIICHH HUBA
Ha Kaluil B cepyma Npu XKUBOTHH C HOPMATHO KPBBHO HAATaHe. Ipu kyuyera, ce HabronaBar
punaraws U arpodus Ha 66pednuTe TyOysu. [Tpu kydera H MIbXOBE, CHIIO Taka, Ce OTHHTA U
YBpeK[@HE Ha CTOMALIHATA Nurasuua (eposus, yauepauls nid pe3nanenue). Tesn GapmMakonoruiHo-
MEMMUPaHH HeXelaHn eeKTH, H3BECTHN OT NPEAKIHHUYHUTE U3NUTBAHUA C MHXUOUTOPH HA
AHTMOTEH3MH-KOHBEPTUPALIMS EH3UM ¥ aHTHoTeH3uH [I pelenTopHy aHTarOHUCTH, Ce NpefoTBparsBar
4pes OpaNHoO NPHICKEHHE Ha coNeBy pasTBop. M npy 1Bata BUaA XKHBOTHH, CE Habnronasar v
NOBHILIEHA AKTHBHOCT Ha TIA3MEHKs PeHHH M Xuneprodus/xunepriasus Ha 6p6peunnTe
fOKCTAroMepyJiHu KueTku. Te3u MpOMeHH, KaKTo 1 Kiac-cretuduinus edeKT Ha HHXUOUTOPH HA
AHMMOTEH3WH-KOHBEPTUPALIMS €H3UM 1 [pYTH aHruoTensuH 11 petenTopHH aHTarOHUCTH, M3IMIEKAA
HAMAT KIMHWYHA 3HAYUMOCT.

He e Hab1101aBaHO JOKA3ATeIICTBO 3 TepaToreHeH eeKT, BhIPeKy Ye TeIMUcapTaH B TOKCHYHH 031
0Ka3Ba e(eKT BbPXY MOCTHATATHOTO Pa3BUTHE HA IOTOMCTBOTO, KaTO MO-HHCKO TE/IECHO TEMIIO H
K'bCHO MPOrJIe/KAaHE.

HsiMa I0Ka3aTe/ICTBO 3a MyTareHeH edeKT il KJIacTOreHHa akTMBHOCT 110 BpeMe Ha in vitro
TIpOyUBaHHs, KAKTO  J0KA3aTe/ICTBA 32 KAPLHHOrEHHOCT MY MIBXOBE M MULLIKH.

AMJIOIUIKH

Penpodykmugna mokcu4Hocm

PenpoyKTHBHHTE MPOYYBAHKS PH TUTHXOBE U MHUIIKH MOKA3BAT 3aKBCHANO PAXKIAHE, YABIIKCHO
pajkjaHe U HAMAJeHa MPEKNUBAEMOCT Ha MAJIKHTE MPH 03K npubnusuTenHo 50 MbTH MO-BUCOKH OT
MAKCHMATHATA NPENopbyKTeIHa 1033 NPU Xopa Ha Oasara Ha mg/kg.

Hapvwenue na gpepmunumema

He e ycranoBeH epekT BbpXy (epThiiuTeTa Ha IIbXOBE, Ha KOUTO € MPHIIOKEH NEpopatHo
aMIOIMNMHOB MasieaT (Ha MBXKKH 3a 64 JIHH 1 Ha KeHCKH 3a 14 H#I npe/u yugTocBaHe) NMpH 1034 10
10 mg ammoaunuu/kg/neH (oxono 8 nbTu* MakCHMasHaTa NPENOPbYUTEIIHA 103a NP1 XOpa 10 mg/nen
Ha Gasara Ha mg/m? ). B Apyro npoyuBaHe NpH IUTbXOBE, B KOETO HA MBIKKH TIIBXOBE € NpHIaran
amnoaunuHOB Ge3unar B npoaskenne Ha 30 AHK npy 1033, CpaBHMMA € [03aTa TIpH XOpa Ha Hazarta
na mg/kg, ca yCTaHOBEHM TIOHWKEHH TUIa3MEHH HUBA HA (OJTHKYJIOCTUMYTHPALLL XOPMOH 1
TECTOCTEPOH, KAKTO 1 HAaMaJleHa ILTbTHOCT Ha CriepMaTa i HamalieH Opoi 3penu CriepMaTHiIn 1 KIISTKH
Ha Ceproau,

Kanyepozenesa, mymazenesa

[TbXOBE ¥ MUIIKH, Ha KOWTO € MPUJIaraH aMIOAHITHH ¢ XpaHaTa B MPOALIKEHHUE Ha [BE NOJHHH, B
KOHLIEHTPALIMH, H34HCIEHH TaKa, Y€ 11a OCHTypABaT AHCBHH 1030BM HUBA 0,5, 1,25 u 2,5 mg/kg/nex,
He TIOKa3BaT AaHHH 3a KaHueporexHoct, Hail-Bicokara 103a (32 MUILKH nosioOHa Ha, a 3a MIbX0Be
J(BOMHO N0-BHCOKA™ OT MAaKCHMaJIHaTa NPenopbyuTeIHa KIHHHIHA 1032 OT 10 mg Ha Ga3ara Ha
mg/m? ) e Guna 6:1u3Ka 10 MAaKCUMaNHATA IOHOCHMA 1032 32 MHIUKH, HO HE U 32 ITbXOBC.
ﬂpquBaHmTa 3a MYTareHHOCT HE NOKa3BaT CBBp3aHH € JIEKApCTBOTO e(bEKTH HHTO Ha& T€HHO, HUTO
Ha XPOMO30MHO HHBO.

*BasupaHa Ha nauueHT ¢ TenecHo Terso 50 kg

6. OAPMALUEBTUYHH JAHHH




6.1 CrMcbK HAa NOMOIHHTE BelllecTBA

HaTpues xuapoKCHa

MernymuH

IMosumoH (K-25)

XKenesen okeun, yepseH (E172)

MaHuTo

MuUKpOKpUCTA/IHA LIETy/103a

KpocnosuioH

Marse3ues cteapar

[IpexenaTHHU3MPAHO HULIECTE

LlapeBUYHO HHULLECTE

Konounen 6e3B0A€H CUITHLIHEB AHOKCH]

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHocT

2 rOOvHH.

6.4 CrneusajHH YCJOBHS HA CbXPaHEHHE

Jla ce chXpaHsiBa B OPUTHHAIIHATA ONAKOBKA 33 [a C€ MPEAasH 0T CBETINHA.
To3u MPOAYKT He M3HCKBA CIIELMAIHU YCIOBUs HA CbXPaHEeHHUE.

6.5 Buau chAbpPKaAHHE HA ONAKOBKATA

Kapronena kyTus chabpikaiia 14, 28, 30, 56, 90, 98 Tadnerku B Aluminum/OPA/Aluminum/PVC
Gnucrepu.

He BCHuKH BHJIOBE OMAKOBKM Morar ia ObaT mycHaru B npoaaxoa.
6.6 CneunajHu NpeanasHy MepPKH NPH H3XBbPJAAHE
BcekH Heu3ro/3BaH JeKapCTBeH MPOLYKT WM OTNaJbueH MaTepuan Tpsibsa fa ce H3XBBP/A ChIIIACHO
MECTHHTE H3UCKBaHUsL,
7. NPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA
Zaklady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdafiski, [Tomiua
8. HOMEP HA PABPEIIEHHETO 3A YIIOTPEBA
Per. Ne 20190261
9. JIATA HA ITbPBOTO PA3PEIIABAHE/MOJHOBSBAHE HA PA3PE
YIIOTPEBA

Jlata Ha mepBo paspemasane: 13.11.2019




10, JATA HA AKTYAJU3HPAHE HA TEKCTA

24.01.2023




