KPATKA XAPAKTEPUCTUKA HA HPOAYKTA

A7 6L
§yyzy U702

1. UME HA JJEKAPCTBEHUA INPOAYRKT

PasenTon 80 mg/10 mg Tabnerku
Raventon 80 mg/10 mg tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Beska Tabnerka chabpxka 80 mg Trenmucapran (telmisartan) u 10 mg amnnoaunnuu (amlodipine) (rox
dbopmara Ha amJIOAMNMHOB Oe3uiar).

[ToMourHO(M) BelecTBO(a) C U3BECTHO ACHCTBHUE: HATPHUI]
Bcesika Tabnerka cpabpka 3,86 mg HaTpuid.

3a MBJIHUA CIUCHK HA MOMOILHUTE BElleCTBa BUKTE TO4Ka 6.1.

S JIEKAPCTBEHA ®OPMA
Tabnerka
JBoitHOM3NbKHAIM, npoabarosatu (14,7-15,3 mm x 7,0-7,6 mm), ABycnoiHu TabnETKH, O€H 10

noyTtH 6eM OT eHaTa CTPaHa U XBIATH OT ApyraTa, J10NyCTHMH Ca MajlKi NETbHUA OT )KbJTATa
CTpaHa.

4. KJAHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

JleyeHue Ha eceHUMANIHA XUITEPTOHUA MPH Bb3PaCTHH.
HonbiBauia repanus

Pasenton 80 mg/10 mg e nokasaH rnpu Bb3pacTHH, YUETO KPBBHO HAJIATaHe HE CE MOBJIHUABA
aZIeKBaTHO NPU caMoCTOsATENHO JieveHue ¢ PasenTon 40 mg /10 mg unu PaBenton 80 mg/5 mg.

3aMecTUTeIHA Teparus
[TauueHTHTEe, KOMTO MPUEMAT TEJIMUCAPTaH M aMJIOAMNUH noj GopmaTa Ha OT/EIHK TabJIeTKH, Morat
BMECTO TOBa Ja mnpuemar TabneTkH PaBEeHTOH, KOMTO ChABPIKAT CHIIMTE KOMIIOHEHTH ChC CBIIHMTE

HO3H.

4.2 Jlo3upoBKa H HAYHH HA NMPHJIOKEHHE

Ho3upoBka
[IpenopbuMTENHATA /1032 HA TO3M JIEKAPCTBEH MPOAYKT € €/1Ha TabJeTKa Ha JeH.

MaxkcuMasiHaTa Nnpenopb4YuTesiHa 1o3a e enHa rabnerka 80 mg renmucapran/ 10 mg amI0aAMNKMH HA
neH. To3u nekapcTBeH NPOAYKT € MoKa3aH 3a AbJIrOCPOYHO JICUEHHUE.

[IpuemMaHeTo Ha aMJIOAMIIUH 3a€/IHO C rpeindpyT UK COK OT rpedndpyT He ce NpernopbyBa, Thid KaTO
MPH HAKOMW NaUMEeHTH ePeKTbT Ha MOHWKaBaHe Ha KPbBHOTO HaJIAraHe MOJXKe Ja ce BHCHHH,}W_&%&IEH
e cClilie

Ha NMoBULIaBaHe HAa OMOHANMYHOCTTA (BXK. TOYKa 4.5). /A o
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Honvasawa mepanus
PagenTon 80 mg/10 mg TabneTku Morar Aa ce NMpHIaraT Npy NauueHTH, NpY KOWTO KPBBHOTO
HaJIAraHe He MOXeE fa C& KOHTpoaupa agekpatHo caMmo ¢ PasenTon 40 mg /10 mg win PaBeHTOH

80 mg/5 mg.

[TpenopbuBa ce OTAEIHO TUTPUPAHE HA NO3WUTE HA JBATa KOMIIOHEHTA (T.€. aMJIOJUIIKH #
TENMHUCAPTAH) NIpeH IPEMUHABAHE KbM (PUKCHpaHaTa JeKapcTBeHa KOMOMHaLKA. Korato € yMecTHO
OT KIMBMYHA IIeIHa TOYKa, MoXke I3 ¢ce 0OMUCNH AUPEeKTHO NpeEMHHAaBaHe OT MOHOTEPANNUA KM
duKkcHpaHaTa nekapcTBeHa KOMOUHAIMS.

[TaumenTuTe, npueMamy 10 mg aMnoAMNUH, TPH KOUTO BB3HUKBAT J033-3aBUCHMH HEXEIAHH
peaxLHH, KaTo eeM, MOraT na NpeMuHaT Ha tepanus ¢ PasenTon 40 mg/5 mg BeAHBK JHEBHO,
HaMansBaiiky 103aTa aMJOIMNKH, 0¢3 TaKa Ja ce HaMalABa 04akKBaHHWAT aHTUXUIICPTCH3HBEH
OTroBOpP.

Jamecmumenna mepanus

[TauneHTHTE, KOWTO NPHEMAT TEJIMHCAPTAH M aMJIOAMIUH NoA opMaTa Ha OTACHHH TabNeTKH, MOraT
BMECTO TOB2 BEAHBXK AHEBHO Aa npueMar TabneTky PaBeHTOH, ChABDXalliM ChIUTE KOMIIOHEHTH, CbC
ChIIMTE A03U B eaHA TabneTka,

Cmapuecka ev3pacm (> 65 years)

[Ipy naumeHTH B CTApYeCKa Bb3pacT He € HeoOX0AMMO KOpHIHpaHe Ha so3ata. ¥ima Maiko
HHOpMALIMA 33 IPUNATAHETO NPH MHOMO Bb3PACTHH MALMEHTH.

IIpn nauMeHTH B CTAPYECKa BH3pacT ce NpenopbyuBaT 0ON4aHHUTE CXEMH Ha MPUJIAraHe Ha
aMJIOAMAMH, HO NPH YBEJIMYaBaHe Ha 103aTa TpAOBa Aa ce MOoAX0XKa C TOBULICHO BHUMaRHe (BiK.
TQUKa 4.4).

Bvbpeuro yepeoicoane

OnuTeT NPH NALUMEHTU C TEXKO OBOPEUHO yBpeKAaHe HAH NPH TE3M HA XEMOIHAIN3A ¢ OTPAHHUYEH.
[IpH Ta3u rpyna NauHeHTH CE MPEenopb4Ba NPMEMaHETO Ha TEIMHUCApTaH/aMNOAMITHH 1A CTaBa ¢
MOBHUILIEHO BHUMAaHHE, Thi KaTO aMIOAUITMH HE C€ AHaNU3Kpa, a TeNMHUcapTaHd HE ¢€ OTCTpaHABa OT
KPBBTa 4pe3 XeMODUITPaLMs ¥ He Ce Avanu3upa (Bx. Chllo Touka 4.4). He Ce u3nckBa KOpUrupane
Ha AO3MPOBKATA NpPH MAUMEHTH C JIeKa A0 YMEPEHa CTeneH Ha 0bOpevHo yBpexaaHe.

Yeprodpobro yepeocoaHe

PaBeHTOH € NPOTHBOMOKA3aH TIPH NALMEHTH ¢ TEKKO YepHOAPOOHO yBpexxaaHe (Bx. Touka 4.3).

[1pu naLMeHTH ¢ fIexa 10 yMepeHa 4epHoapoOHO yBpexXaHe, TeNMUCapTan/aMaoaunyH Tpabsa aa ce
IpHJIAra ¢ BHUHMaHe. 3a TenmucapTan, 103MpoBKara He Tpabsa na Haxsuiaea 40 mg BeAHBXK AHEBHO
(Bk. TOUKa 4.4).

leduampuuna nonynayus
Be3onacHocTTa U €HKACHOCTTA HA TEAMUCAPTaH/aMJIOUITHH NTPH Aeua nof | 8-roonumiHa Be3pacT He
ca ycraHoBeHU. HAMa HaATWYHKU JaHHH.

Ha4yKH Ha 0pUlIQXKEHHE

[lepopanHo npuioxeHue

PapeHTOH MOKe [1a ¢e rpHeEMa Cbe WK 6e3 xpana. [IpenopbuBa ¢e npHeMaHeTO Ha PaBEHTOH ¢ MANTKO
KOJIMYECTBO TEYHOCT.

4.3 IIporuBonoxazaHug

- CBpbXYyBCTBHTENNHOCT KbM aKTHBHUTE BELLECTBA, KM JAHXHAPONHPHAUHOBY NIPOU3BOAHU HITH
KbM HAKOE OT MOMOILHHTE BEllecTBa, H30POEeHH B TOUKa 6.1

- BTopu ¥ TpeTh TpHMeECTBP OT OpeMeHnoCTTa (BXK. TOUKH 4.4 1 4.6)

- KnbuHN OOCTPYKTHBHH HapyLUIEHUS U TEXKO YepHOAPOOHO yBpexkIaHe

- ok (BKIIOYHTENHO KApAMOreHeH oK)




- OO6CTpYKUMA Ha U3XOAAUIMA TPAKT HA J1ABaTa KaMepa (Harnp. BUCOKOCTENEeHHA a0pTHA CTEHO3a)
- XeMOIMHaAMHUUHO HeCcTaluNHa ChbpOeUHa HeA0CTATBYHOCT CAEA OCThP HHPAPKT Ha MHOKapZaa

CounbreTBainaTa ynotpeba Ha TenamucapraH/amjiOAMAHMH € ANHCKHPEH-ChABDKALIH JICKapCTBCHH
MPOOYKTH € MPOTUBONOKAa3aHa NpU nauueHTH ¢ auaber unu OGbOpeuHO yBpexcaaHe (GFR < 60
ml/min/1,73 m?) (Bx Touku 4.5 u 5.1).

4.4 CriennajJHH NpeaAynpexaeHns U NpeaAna3HH MEPKH NPH YNoTpeda

bpeMeHHOCT
[To BpeMe Ha GpeMeHHOCT He TpabBa Aa ce 3ano4Ba Tepanus ¢ aHrvoTeHs3uH Il peuentopHu brokepH.

OcBeH koraTo NPoAb/HKAsaHETO Ha TepanuaTa ¢ aHruotensus 11 peuentopHu 610KEpH ce CMATA 32
HANOXHTEJIHO, NALMEHTKHTE, NJaHHpally Aa 3a0peMeHesT, TpAOBa 1a MpeMiHAT Ha ANTEPHATHBHO
AHTUXHNEPTEHIUBHO NEUEHHE, C YCTaHOBEH Npodun Ha 6€30MacHOCT NpH ynorpeda rno BpeMe Ha
6pemenHoct. Cliel ANarHOCTHLIMpaHe Ha OPEMEHHOCT, JICYEHHETO C aHrHOTEH3UH I1 peuenTopHU
6nokepH Tpabea aa 6bae NpeycTaHOBEHO HE3a0aBHO, U, 0 Bb3MOXKHOCT, 1a €& 3aM0YHE ATCpHATHBHA
Tepanus (Bx. ToukH 4.3 1 4.6).

YepHonpoOHO yBpexkaaHe
TenMucapTaH ce EKCKPETHPA MONTH U3LANO 4pe3 suTbikara. [Ipn nauxeHTUTE ¢ 00CTPYKTHBHU

3a00MABAHUA HA XJIbYKATA WIH YepHOAPOOHO YBPEKAZHE MOXKE Aa CE 0UaKBA NOHHKEH KIHPBHC.
[MToy»MBOTHT HA aMJIOIMNMH € YAbKEH i cToiHocTHTE HA AUC ca no-sUCOKH NP HAlHEHTH C
HapylleHa YepHoZpobHa PyHKLUKSA, KATO HE C& yCTAaHOBCHH MPENOPBKH 3a Jo3aTa. [To Tasu npnunHa
NIeYEeHUEeTO ¢ aMIOANNKH TpaAOBa a 3ano4He ¢ 1033 B IOJHHA Kpal Ha 1030BHA MHTEPBAN U ha C€
NOAXOXKIA C NOBHILUEHO BHHMAHHUE KAKTO TIPH 3aMoYBaHe Ha JICYSHUETO, TAKA H NPH YBENHYABAHE Ha
fo03ata. ETO 33110 NpH Te3U NalLKEeHTH TeJIMUCAPTaH/aMIIOANNHH TpAGsa 1a ce ynorpebasa ¢
NMOBHUIEHO BHUMAHHE,

PeHoBacKyaapHa XUNEepTOHNUA

KoraTto nauMeHTH ¢ ABYCTPaHHA CTeH03a Ha ObOpeyHHTE apTepUH WK CTEHO3a Ha apTepHuA Ha
enMHCTBEH PyHKUHOHMpall 6b0pek, ca TeKyBaHH ¢ IEKAPCTBEHU NPONYKTH, KOMTO 3aCAraT CHCTEMATA
peHHH-aHrHoTeH3nH-angoctepoH (PAAC), chillecTBYBa NOBULIEH PHCK OT TEXKKA XHNIOTOHHA H
O0B0peuHo yBpexaaHe.

Bu6peuHo yBpexaaHe U TpaHCnnadTauns Ha OB0pex

Koraro TenMucapTai/aMIOAMITUH CE M3M0JI3Ba 32 JIeUEHHE HA NAUMEHTH ¢ HapyLlIeHa OnOpeyna
¢dyHKLHA, Ce MpenopbuBa NeEPHOAHYHO MOHHTOPUPAHE HAa CEPYMHHUTE HUBA Ha KaJIUH U KDECaTHHUH.
HsmMa onuT B Npy/IaraHeTo Ha TeJIMUCAPTAH/aMIOAHIINH NP NALKEHTH ChC CKOpOLIHA
TpaHcnaHTauusa Ha 6bOpex. AMIOANNYH He Ce AMANH3HPa, a TENMUCAPTaH HE C€ OTCTPaHABA OT
KphBTa Upe3 XeMOPHWITpaLKs K HE Ce JHATTH3UPA.

[TalHeHT! C XUNOBOJEMHUS W/ WK H3YEPNBAHE Ha HATPHUA

[Tpy nanueHTH, ¢ XMNOBONEMHUA W/UAK U3UepHBaHE HA HATPUA, HAIPUMEP NOpaH HHTCH3HBHA
NHUYypeTHYHA TEpanus, HaMaaeH NPUEM Ha COMIK Mopady AWeTa, JHAPHA WIH MOBpbilaHe, MOXKE N
BB3HUKHE CUMITTOMATHUYHA XUMOTOHHUA, ocoOeHo Cliell mpuiarase Ha rbpBarta 103a. Takupa
ChCTOSHUA TpAGBa Ja 6baaT NPeono/eHH IPEAH NPUIOKEHHETO Ha TeaMucapTal. B cnyyan Ha
XMIIOTOHMS BCAENCTBUE leYeHue ¢ TeNMHUCapTaH/aMNoAMITHH, NalMeHTLT TpAGBa Na Obae NocTaBeH B
JETHAIO NONOXKEHHUE M, aKo € HeoOXxoanMo, na My 6bae MPHIcKEHO HHTPABCHO3HO B/IMBAHE HA
dusnonornyed pasreop. Cnea crabnan3vpaHe Ha KPEBHOTO HANATAHE, JIEUCHHETO MOXE Aa Obae
NPOABJIAKESHO.

IIBoiiHO GNoKMpaHe HAa peHHH-aHTHOTEH3HH-ANIOCTepOHOBAT acucTemMa (PAAC)

MMma gaHHy, Ye cbnbTersamara ynorpeba Ha ACE nHxuburopu, aHrnoTeH3us [1-peuentopHy
6OKepH WK aTUCKHPEH MOBYILIABA PUCKA OT XMNOTOHHSA, XMNCPKATHEMHA ¥ HAMA/IABaHE Ha
6b6peunara PyHKUKA (BKIHOUUTENHO TexKO OB6peyHo yBpexaaHe). [lopanu ToBa HE ce Tl
nBoiHo 6noxupane Ha PAAC upes komGuHupanara ynorpe6a Ha ACE HHXHOHTODH, aHT,
peLIENTOPHHU OIOKepH Wik anuckupeH (k. Touku 4.5 # 5.1).




AKO ce TIpeLieHH, 4e TepanuaTa ¢ ABoiiHo 6noxupate e abcomoTHo Heobxoauma, ToBa TpAOBa 12
CTABA CAMO MOI HAOMIOACHUETO HA CIIELIMANUCT W NPy HECTO BHUMATENHO MOHHUTOPHPAHE HA
ObOpeunaTa QyHKUMA, ENEKTPONHTHTE H KPBBHOTO HanAraHe.

ACE uuxu6uTopy 4 aHrHoTen3un Il-peuentopuu 6nokepy He TpsbBa Aa ce U3MON3BAT €AHOBPEMEHHO
MpH NnaureHTu ¢ nMabeTHa HedponaTua.

Hpyry CbCTOAHKA CbC CTUMYJIALIKA HA CUCTEMATa PEHHH-AHTHOTEH3WH-aNAOCTCPOH

FlpH nammeHTHTE, YMHTO CHAOB TOHYC K 6p6peuna dyHKUYA ca B 3aBHCHMOCT HaH-BEYE OT nefHocTTa
HAa PeHHUH-AaHMMOTEH3HH-AII0CTEPOHHATA CHCTEMA (HAIIP. NALMEHTH C TEXKaA KOHIeCTHBHA ChpAetiHa
HENOCTATHYHOCT MM OCHOBHO OBOpeuHo 3a6onspane, BKAYHTENHO CTEHO3a Ha HhOpedHHTe
apTepUH), TEYEHNETO C JIEeKapCTBEHH NPOAYKTH, NOBIHUABALLIH Ta3d CHCTEMA, CE CBHP3BA € OCTPa
XHMOTOHHS, XUNEPA30TEMHUs, OJIUTYPH, HITH PALKO C TeXko 6bOpeHHo yBpekaane (Bxk. Touka 4.8).

[TepBHYECH aNZOCTEPOHUIBM
[TaHEeHTUTE C ITBbPBHYEH AJIAOCTEPOHU3IBM B oDIWKs CNy4an He ce NMOBAUABAT OT

AHTHXUTIEPTEH3UBHUTE JEKAPCTBEHH NPOAYKTH, ASHCTBAILN Ype3 UHXHOUpaHe Ha PEHUH-
aHrMoTeH3uHoOBaTa cucrema. [lopanu ToBa, ynorpebara Ha T€IMHCApTaH HE C€ NMpenopbiBa.

CTeHO3a Ha 20PTHATA ¥ MUTPAJIHATA kiana, 06CTpYKTHBHA XUNEPTPOdU4Ha KaPAHOMHOTATHA
KaxTo npu ApyryTe ChAOPa3LIMPSBALLM CPEACTBA, CIENHATHO BHUMAHWE Ce 00pbILA Ha NALUEHTHTE,
cTpajalliy OT CTEHO3a Ha A0PTHATAa M MHTpANIHATa KNana, Hiiv 00CTpYKTHBHA XYnepTpoduUHa
KapAUOMHONATHA.

Hecrafunya CTEHOKApIHA.0CThD MHPApKT HA MHOKAapAa
Hsma naHHM B MOAKpena Ha ynoTpebaTa Ha TEIMHCAPTAH/aMIIOMHMIKH B Clty4dal Ha HecTabMIHa
CTEHOKapAMS U MO BPEME HAa WK 10 Kpas Ha TbPBHA MECEH CIel NPETHPIlsiH HHPAPKT Ha MHOKap/a.

ITauyueHTH ChC ChpAeYHa HEAOCTATHhYHOCT

B enHO ABATOCPOUHO, 1auebo-KOHTPONHpaHO H3NUTBAHE Ha aMJIOAUIIHH TIDH MALHEHTH € TEXKa
chpaedna HepoctaTbuHocT (knac Il u 1V no NYHA) ceobienara 4ecToTa Ha 6enonpobeH OTOK € Mno-
BHUCOKA B rpynara Ha JieUeHUe C aMIIOAUITHNH, OTKOJIKOTO B rpynaTa Ha nnauebo (Bx. Touka 5.1). [lo
Ta3H NMPHYKHA NPY NAUHEHTHUTE CHC ChPACYHA HEAOCTATHUHOCT JICHCHHUETO TpabBa Aa ce nmpuara C
NOBUILCHO BHUMAaHHUE.

BrokepH Ha KalUUeBUTE KaHalH, BKJIOUUTEHO aMIOANIHH, TpA0Ba 1a CC NPWIAraT ¢ IOBHLIEHO
BHUMAHHWE NP NALHEHTH ChC 3aCTOHHA ChbPAEYHA HEA0CTAThYHOCT, ThH KATO MOXKE Ja yBeInYaT
pUCKa OT ObAelIH CBPAEYHO-CHROBH ChONTHA U CMBPTHOCT.

[aunenTy ¢ auabeT, IEKYBaHH ¢ HHCYJIMH WIH MPOTHBOAHADETHH CPEACTBA

[Tpy leYeHHe C TEeAMUCAPTAH, MPH T€3H NAaUMEHTH MOXE Ia BB3HMKHE XUITOTITMKEeMHA. 3aT0Ba NpH
Te3H NalUeHTH € HeoOXxoaAuMo 12 ce 06CHAH CHOTBETHO NPOCIEAABRHE HA HHBOTO Ha IMIOKO3a B
KPbBTa H MOXE JIa Ce HAIOXKH KOPUTHpPaHe Ha 03aTa WHCYJIMH WK aHTHAHAOETHO CPEACTBO, KOraTo €
MOKa3aHo.

HHTecTHHANEH aHrHoeneM
3a HHTECTHHAIEH aHrHoeIeM ¢ ChoO1aBa NpH MauueHTH, TeKyBaHy ¢ aHrHOTEH3HH 1l peuenTopHu

aHTaroHucTH (Bxk. Touka 4.8). Te3u nalMeHTH UMaT KopeMHa Donka, raacHe, NoBpbillaHe v AWapus.
CHMITTOMUTE OTIIYMABAT CJiE] NPEYCTAHOBABAHE HAa AHMMOTEH3MH 1] peenToOpHUTE AHTATOHHCTH.
AKO Ce IMArHOCTHLIMPA UHTECTHHANEH AaHTHOEMEM, JIEYEHHETO C TEIMHcapTaH TpsbdBa oa ce
[MPeyCTAHOBH W [a CE 3aNo4He NOAXOAAO HabNoaeHHE 0 MBJIHOTO OTUIYMABAHE HAa CHMITTOMHTE.

XUNepKaneMus

Ynotpebara Ha nekapcTBEHH MTPOAYKTH, KOWTO NOBJIHABAT PEHHH-AHMMOTEH3RH-A/II0CTEPOHHATA
CHUCTEMA, MOXE [1a MPHYHHU XUTIepKANeMna. XUNEpKaIeMMATa MOXe 1a PUYHHHA CMBPT IIPH
MALMENTH B CTAPYECKA Bb3PacT, MAUKEHTH ¢ 6pOpeuHO yBpeXaaHe, NAUMEHTH C AHa0ET, MALMEHTH Ha

KAMu#, AW NPH NIALMEHTH C IPYTrH ChNBTCTBAILHK ChCTOSHUS.



[Mpenu Aa ce B3eMe PEILiEHHE 3@ €AHOBPEMEHHO NPHJIOKCHHE Ha JICKapCTBCHH NMPOLYKTH, KOUTO
[ORIUABAT CHCTEMATA PEHHH-AHMOTEH3NH-ATA0CTEPOH, TPAGBA a CE€ NPEUEHH ChOTHOLUCHUETO
on3a/puck.

OcHOBHUTE pUcKOBY QaKTOPH 332 Bb3HUKBaHE HA XMIEPKaTHEMHA, KONTO TpAOBa Aa c€ B3eMaT Noj

BHHMaHHe ca

- saxapeH aMader, 6b0peuHO yBpexKaaHE, BH3PAcT (>70 roguEK)

- KOMOHHALIMA C €4KMH WIM NoBede JIEKAPCTBEHH NPOLYKTH, KOUTO NOBIKHABAT CUCTEMATa pCHHH-
aHTHOTEHIUH-AJIIOCTEPOH H/WIH ChABPKALUM KanHA XPaHUTEIHH nobaBKH. JIeKapCTBEHUTE
MPOAYKTH WIM TEPaneBTHYHUTE IPYNH, KOUTO MOFaT fa NpeAH3HBHKAT XHTICpPKAJIEMH Ca
3AMECTUTENIY HA COMNTA, ChObPXKAIM Kanuil, Kanui-CbXpansBaluy AHYpPETHLH, ACE
HHXUOUTOPH, aHTHOTEeH3HH [ peuenTopHu 6JOKESPH, HECTEPOUIHH MPOTUBOBB3NAIHTC/IHH
cpencrea (HCTIBC, BK/IHOUMTENHO CENEKTUBHUTE COX-2-uHXNOUTOPH), XEMapHH,
MMYHOCYTIPECOPH (LUMKIOCTIOPHH /1M TAKPOTHMYC) H TPHMETOTIDHM.

- CBIBTCTRAILY CHLOUTHS, B YaCTHOCT IeXHApaTalust, OCTpa CbpAcHHa ACKOMIICHCAllHA,
MeTaboNMTHA aLKA03a, BloliaBaHe Ha ObOpevHaTa QyHKLMs, BHE3AMHO BAOILABAHE HA
CHCTOAHUETO Ha Gh6GpeuuTe (Hanp. nHdeKIMo3HH 3a0oNABaRMA), KIETb4HA N33 (Hamp. ocTpa
HexeMus Ha KpaiiHuK, pabnoMHuonn3a, rofamMa TpaBma).

Heo6X0IMMO € Aa C& NPOBEXAA BHUMATEIHO MOHUTOPHpAHe Ha CEpPYMHUTE HMBA Ha Kallki IIPH TC3HU
nauueHTH (BK. TouKa 4.5).

[laupeHTH B crapyecka Bb3PacT
TTpy yBenv4aBaHe Ha 103aTa Ha aMJIOAUITHH MpH NALMEHTH B CTapyecka Bb3pacT TpADBa 12 Ce

MOIXOXKIA C MOBHILEHO BHUMaHHKE (BX. Touka 4.2 n 5.2).

Harpu#i
To3u JeKapcTBeH NPOAYKT ChABKA MO-MaTKo OT 1 mmol HaTpui (23 mg) 3a TabneTKa, T.e. MOXeE Aa

ce KaKe, He NPaKTHYECKU HE ChAbPXKa HAaTpHH.

HMcxemuyHa 60€CT HA ChPLHETO

KAKTO NpH BCEKH AHTHXHMMNEPTEH3UBEH NEKapCTBEH NPOAYKT, NPEKOMEPHOTO MOHIKEHHE Ha KPbBHOTO
HANAraHe MPY MALMEHTH C HCXEMUUYHA KAPAHOMHONATHA WNH HCXEMHUYHO ChPACYHOCHA0BO
saGo/iABaHe MOXKe 4a JoBelle 00 UH(PApKT Ha MHOKapAa WIH HHCYIT.

4.5 BianMoaeiicTBHe C APYIH JeKAPCTBCHH MPOAYKTH H APYIH ¢opMH HA B3aHUMOAEHCTBHE

He ca yCTaHOBEHH B3aWMOAEHCTBYA MEKIY 1BATa KOMINOHCHTA Ha Tash bHuKcHpara KOMOMHALIKA MO
BpeME Ha KJIMHUYHHTE U3NUTBAHHA.

B3auMoAeiicTBYs, CBbP3aHU C KOMOUHALINATA
He ca npoBexaaHy Npoy4YBaHKs 3a IEKapCTBCHUTE B3aMMOJECHCTBHA.

[la ce 83eme npeQsuo npu CoNbmMemeaua ynompeba

Mpyeu anmuxunepmeHn3ugHu 1eKapcmeenu npoodyxmiu
[TOHIDKABALIMAT KPBBHOTO HanAradHe epexT Ha TeMHUCapTaH/aMJIOIUTTHH MOxe Ja Obae 3acHieH Npu

CBITBTCTBALLA YIoTpeda Ha APYTH aHTHXMNEPTECH3WBHHY J1IEKAPCTBCHN IPOIYKTH.

JexapcmeaeHu RPOOYKMU C NOMEHYUAL 32 NOHUICABAHE HA KDBEHOMO HATACAHE

C or/ien Ha GbapMaKonorHuHUTE UM CBOKCTBA, MOXE JIa C& 0JaKBa, He CCHHUTE JIEKapCTBCHH
[POAYKTH MOTAT Aa 3aCHJIAT XHNOTOHUYHHTE SPEKTH Ha BCH'UKH aHTHXUNCPTCHINBHY CPeACTBa,
BICTFOYMTENHO TO3H TeKapcTBeH npoaykT, Hanp. 6aknodeH, aMu(poCTHH, HEBPONCIITHLH WK
anTUgenpecadTu. ChLIO Taka, OPTOCTATUYHATA XHIIOTOHUA MOXE Aa ObAe 3aCHJIeHa U OT ATKOXO0J.

Kopmuxocmepoudu (3a CucmemHo npuiodicerue)




HamansaBaHe HA AHTHXHMINEPTEHIUBHHSA edeKT.

B3aumoneHcTBHsA, CBbp3aHK ¢ TEIMHCAPTAH

He ce npengpvuea conbmemaauia mepanus

Kanuii-coxpanasauyu Ouypemuyu wiu CoObPI’CAU{U KARUU XPAHUMENHY dobasxu

AnruoreHsuH Il peuenropuuTe OnoKepH, KaKBBTO € TEIMUCAPTaH, HaMalABaT 3arybara Ha KajiuH,
NPHIK3BHKAHA OT AWypeThunTe. Kanui-chxpaHsaBaluTe Wy PETHUM KATO CTMPOHOIAKTOH,
eIUIEPEHOH, TPUAMTEPEH, UJTH aMUNIOPHI, ChABPIKALLNTE KaJUi XpaHUTENHU 100aBKH, UJIH
ChABPKALLMTE KUK 3aMECTUTEIH Ha COJITa, MOraT a A0BEAAT A0 3HAYUTEIHO NOBHULICHHS Ha
cepyMHHS KanHit. AKo € roKa3aHa CbIIbTCTBAINA yrnoTpeba, mopany ROKYMEHTHPaHa XUMOKATMEMHU, €
HEOOXOMUMO JIEKAPCTBEHUTE TIPOAYKTH Aa ObAAT H3NON3BAHHK C NOBUILEHO BHHMaHHE, H C NOCTOAHHO
MOHHMTOpPHpAHE Ha CEPYMHUTE KOHUEHTPALMN HA Kanui.

JTumuti

Cro0IuaBasky ¢a Ciy4an Ha 00paTUMH MOBKHLIEHNHS B CEPYMHHUTE KOHLEHTPALMK Ha JIUTUA H
TOKCHMHOCT, [PH €IHOBPEMEHHO MTPUIOKEHHE HA JIMTHH U KHXHONTOPH HA aHTHOTEH3UH
KOHBEPTHPALUUSA €H3UM, KAKTO U ¢ aHrHoTeH3uH 1l peuentopHy ONOKEpH, BKNKOYHTETHO TEIMHCAPTAH.
Ako xoMbGuHupaHaTa ynorpeba ce okaxe HeoOX0AUMa, € MPENOPBHUHTENCH BHUMATEICH MOHHTODHHT
Ha CEepDYMHHWTE HUBA Ha JIWTHA.

Jlpy2u aumuxunepmeH3usHY NeKapcmeen NpOOyKmu, OeUCmeatyy Ha PeHuH ~aH2UomeH3uH
andocmeponosama cucmema (PAAC)

JaHHU OT KNMHUYHH MPOYYBAHKA [TOKA3BAaT, Y€ IBOKHOTO ONOKNPaHe Ha CUCTEMATa PEHMH -
aHrHoTeH3uH angocrepoH (PAAC) upes xomGunrpanara ynorpeba Ha ACE nHxubuTopH,
aHrHoTeH3uH [I-pelenTopHu Onokepy WK ATHCKUPEH C& CBBP3BA C MO-BUCOKA HECTOTA Ha HOEKENIAHH
cBBMTHA, KATO HATIPUMED XUTIOTOHHS, XMNEPKATHEMHA M HaManaBaHe Ha 6rOpedHaTa ¢y HKIKA
(BKJTIOUHTENHO TeX K0 6bOpeHHO yBpekKIaHe), B CPaBHEHHE C YOTpebaTa caMO Ha eHO CPeACTBO,
neficrauio 8upxy PAAC (Bx. Touku 4.3,4.4 n 5.1).

Cunomemeawa ynompeba, uauckeauja ROBUNIEHQ GHUMAHUE

Hecmepoudnu npomugosb3naiumenHi cpeocmsa

HCIIBC (T.e. aueTHICATHLANIOBA KHCE/IMHA B POTHBOBL3NANHTENHK 1034, COX-2-HHXNOUTOpH, K
Hecenextusiu HCIIBC) MoraT Aa HAMAAT aHTHXHMIEPTEH3UBHHA eBEKT Ha aHTHoTeH3uH 1]
PELENTOPHUTE OIOKEPH.

TIpH HAKOM NALMENTH ¢ HapyLieHa 6p0peuna pyHKUMA (Harp. NAUMEHTH ¢ IEXHAPATALIHA WK
MaUMEeHTH B CTAPYECKa BL3PACT ¢ HapyuleHa 6pbpedna ¢pyHKuMsa), eIHOBPEMEHHOTO IIPHJIAraHe Ha
anruoTen3uH Il pelienTopHu 60Kepy U IeKapCTBEHH CPEACTBA, KOUTO HHXHOHPAT UHKIIO-
OKCHIeHa3aTa, MOKE 2 HMa KaTo Pe3y/ITaT M0-HaTaThUIRO BomasaHe Ha 6p0peunara QyHKIH,
BIUTIOYMTEIHO Bh3MOXKHO TEXKKO GHOpEUHO yBpekaane, KoeTo 06HKHOBEHO € 06paTMO. 3aT0Ba,
KOMBHHAIMATA TpOBa Aa OLAe mpuNaraka ¢ NOBULIEHO BHUMAaHHe, 0COOCHO NpH MALIMEHTH B
crapyecka Bb3pact. [lauuentute Tpabpa fa Opaar aflekBaTHO XMAPATHPaHH, KaTo NOJA BHUMAHHE
TpAbBa na ce B3eMe M MpociesapaHeTo Ha 6pOpeyHarta QyHKUHMA Cnell 3ano4YBane Ha ChILTCTBAIATA
Teparua W NepUOANYHO CJIE] TOBA.

Pamunpun
B eqHO W3NHMTBAaHE, IHOBPEMEHHOTO MPUIAraHe Ha TEIMHCAPTaH U PaAMUIIPUIT € AOBEJO 10 2,5
kpaTHo nosuuieHHe B AUC(Q-24 1 Cmax Ha paMunipii H paMunpunar. Knunu4HaTa 3Ha4MMOCT Ha

TOBA HAOI01€HUE € HEU3BECTHA

lla ce g3eme nod gHuMenUuE NPU CLRLMCMBAWA ynompeba

Huzoxcun




Korato TenMucapTaH ¢e npuiara €1HOBpPEMEHHO ¢ AMrOXCHH ce Habmogasa noBuiliaBaHe Ha
MeJMaHaTa Ha nukoBara (49 %) u Hali-HucKaTa nnasMeHa koHneHnTpauus (20 %) Ha aurokcud. Koraro
CE 3arnoyBa, KOPUrHUpa ¢€ 403aTa WM Ce NpekpaTaRa TenMucapTaH, Tpsabsa na ce Habmogasar HMBaTa
Ha JUIrOKCHH, 33 a e NoAAbPXKAT B TEPaneBTUUHHA HHTEPBA,

BiauMoaeiCTBHA, CBbP3aHY ¢ AMJIOANNUY

Cvnvmcmeawya ynompeba, uauckeaa nosueHo GHUMAHUE

Huxubumopu na CYP3A4

CwIrsTCTBALIATA YIIOTpeDa Ha aMJIOBHIINH CbC CHIHKY UK yMepeHd CYP3 A4 naxuburopu (npoTeasHu
HHXUOMTOPH, a30/10BH AHTUMHKOTHLN, MAKPOJIHIH KaTO EPHTPOMHULMH WIH KIapHTPOMULIMH,
BepanaMui WIK JWITHA3EM) MOXE na Npeau3BHKa 3HAUHTETHO YBEIHYaBaHE HA €KCNO3HLIMATA Ha
AMJIIOJIKITHH, KOETO 12 IOBEE N0 YBEJIHUYEH PUCK OT XUMOTOHUA. KiIMHMYHATA TpaHCNAaLKA Ha TE3M
apMaKOKHHETHMHH BapHalMH MOXE 1a € NO-U3pa3eHa NpH NaUMEeHTHTE B CTapuecKa Bb3pacT. ToBa
MOMKE J1a HUI0KH KJIMHAYHO [MPOCIeNABaHE U KOPUTHpaHe Ha Jo3arta.

Huoykmopu na CYP3A4

[1pyu eNHOBPEMEHHO NPHIOKEHUE Ha U3BECTHU HHAYKTOPH Ha CYP3A4 nnasmMexaTa KOHLIEHTPALHUA HA
aMJIONMITMH MOXe Jia Bapupa. [Topaau ToBa KpbBHOTO HasAraHe Tpabsa aa ce Habnogasa W Ha ce
0OMHCIIM afanTHpaHe Ha 103aTa KakTo MO BpeMe, Taka M CNea ChITbTCTBAIL NPHEM, 0CODEHO HA CHITHH
CYP3 A4 unaykropu (Hanp. pudaMnULMH, )KBJIT KAHTAPHOH ).

Hanmponer (unghysun)

[TpH )KMBOTHH, CJIEN MPHUIOKEHHE HAa BEpanaMil U HHTPABEHO3EH JAHTPOJIEH, ca HabonaBany
neTansa kamepHa oubpunauus U CbpASYHO-CLAOB KOJNAIC BB Bpb3Ka ¢ xunepkanieMus. [lopagn
PUCK OT XMTIEPKATHEMHS € NPENOPBYMTENHO Aa ce U30ATBA eAHOBPEMEHHOTO NPWIOKEHHE Ha
ONOKepH Ha KAJILIHEBHTE KaHalH, KaTO aMAOAMIIMH, [TPH NTAUMEHTH, CKJIOHHH KbM 3JI0Ka4YeCTREHA

XHINIEPTEPMHUA, KAKTO H [PH OBINAAABAHETO Ha 3NTOKAHCCTBCHA XUIICPTCPMHA.

Ipetindppym u cox om zpeungpym

IIpUnoxeHneTo Ha aMIOANNHKH © rpeAndpyT WAH COK OT rpedndpyT He ce NpenopryBa, Thil KAaTo Npu
HAKOU TMalLHMeHTH OMOHATMYHOCTTA MOXKE 1A CE€ YBENUYH, KOETO J1a AOBEE 10 YBENYYaBaHe Ha
e(EeKTHTE Ha NMOHMXKABaHE HA KPBBHOTO HandraHe. |

Ha ce ezeme nod eHumenue npu cvhememeawa ynompeba

Takponumyc

HimMa pucK OT YBENHUYEHHE Ha HUBATA HA TAKPOJIOMYC B KPbBTa IPH €IHOBPEMEHHO MPHI0XKEHUE C
AMJIOJIMITHH, BbNPEKK ue PpapMakOKMHETHUYHUAT MEXaHM3BM Ha TOBA B3aMMOAEHCTBHE HE € HAITBJIHO
H3fCHEH. 3a 1a ce Wi3berHe TOKCHUHOCT Ha TAKPOJIMMYC, B CTyuail Ha €AHOBPEMEHHO MPUNTOKEHHE Ha
AMJIOIHMIIMH TIPH NALUEHT, TEKYBaH ¢ TAKPOIUMYC, € HE0OX0AWMO MOHUTOPHUPAHE HA HUBATA Ha
TAKpPOJUMYC B KPBBTa U CLOTBETHO KOPHUrHpaHe Ha 103aTa TaKpOJIUMYC NpH HeoOXO0AUMOCT.

Lurxnocnopun

He ca nposexkaaHu Npoy4yBaHUA 3a B3aUMOIEHCTBHE MEXKAY LIMKIOCTIOPHH K aMJIOAONHH ITPH 3APaBH
NoGpOBOJILM U APYTH NONYJIaUWH, ¢ U3KJIKOUEHUE Ha TauMeHTUTe ¢ Ob0peyHa TpaHCnIaHTauus, npy
KOMTO € HabJronaBaHo npoMsHaTa Ha Hal-HUCKATa KOHLCHTpaUya Ha UMKJIOCIIOPHH A4 ce NOBHILABA
(cpenno 0-40%). Cnenpa na ce UMa nMpeaBHI MOHUTOPHPAHE Ha HUBATa Ha LIMKJIOCTIOPHH ITPH
nalyeHTHTe ¢ 6B0petHa TPaHCIIAHTALIMA, TEKYBAHHN € aMIIOAHNIIYH, KAKTO U CbOTBETHO HaMa/lsBaHe
Ha J03aTa UMKIOCNOPHH IpH HE0DXOAUMOCT.

Huxubumopu na npuyearus 3a panamuyun ensum npu bosaurnuyu (mTOR)
mMTOR uHXxuOUTOPH KATO CHPOIHMYC, TEMCHPOIUMYC U eBepoiumyc ca CYP3A cybctpatu. "’;{EHUM;;
Aminoaunnd e cnad CYP3A uHxuburop. [Npy cvnbrerBalio npunoxkeHe Ha mTOR uHxy
aMIIOZUITHH MOXeE Ja yBenndn excro3unumara Ha mTOR uHxuburopure.



CumsacmamuH

ENHOBPEMEHHOTO MHOTOKPAaTHO PUNIOXKCHHE Ha 10 mg amnoaunud u 80 mg CHMBACTaTHH BOAH N0
yBeJHUYeHHE Ha HUBATa HA CUMBACTaTHH 110 77 %, B CpaBHEHUE ChC CHMBACTaTHH, TPHIIOKCH
CaMOCTOSTENHO. 3aTOBa, NPy NAUWEHTH, NpUeMallll aMNCANNHH, HeoBOXOAUMO Ja C€ HaMallk Jo3aTa

cumBacratuH 10 20 mg AHEBHO.

4.6 @eprTrAnTeT, 6PEMEHHOCT H KbpPMEHE

BpeMEHHOCT
HanuuHK ca orpaHvMyeHH J1aHHW OTHOCHO yno*rpeﬁaTa Ha TenMHcapTaH/amno,anﬂH rpu OpeMeHHH

sceHd. He ca M3BbPLIBAHH M3NUTBAHNA ¢ TENMHCApTaH/aMIOIAIIKH 32 pENpOAYKTHBHATA TOKCHYHOCT
NPy XXHUBOTHH.

TeamucapmaH

He ce npenopbusa ynoTpedara Ha aHrHOTeH3UH [I peuenTopH# OIOKEPH MO BPEME Ha MHPBUA
TPUMECTBP OT 6peMEHHOCTTA (BXK. TOUKA 4.4). Ynorpebara Ha aHTHOTeH3KH 1 peuenTopHI OJiokepH €
IPOTHBONOKA3aHa M0 BPEME Ha BTOpHA 1 TPETHA TPUMECTBP OT GpeMERHOCTTA (BXK. TOUKA 4.3 ¥ TOUKA
4.4).

[IpoyuBaH¥ATa C TEAMUCAPTAH NPH KUBOTHH Ca NOKA3AIH HaJIHuKE HA PENpoay KTHBHA TOKCHYHOCT
(Bx. TOUKa 5.3).

EniaeMHOIOMMYHATE JAHHY 33 PUCKA OT TEPaTOTEHHOCT CEA CKCTIO3HLIAA Ha ACE nHXnHOUTOpH Mpe3
MbPBHA TPUMECTHP Ha OPEMEHHOCTTa HE Ca yGenuTenH|. Bee max, He MOXE 1a Ce M3KIHHH
[IOBHILIEHHE HA pucka. JlokaTo NUncBaT AaHHMd OT KOHTPOIHPAHO enMUIeMHOIOrMYHO H3CeaBaHe 3a
PHCKa OT AEHCTBHETO HA AHTHOTEH3NH 11 peuenTopHU 610KEPH, 32 TO3H KNaC EKAPCTBEHN TIPOAYKTH
TAaKKBA PUCKOBE BMHArn Moxe na uma. OCBEH KOraTo NPOABIKHTENHOTO JlIeYeHNe C aHTMOTEH3NH i1
pelenTopHu 6JI0KEPH CE CHNTA 33 HAIOXKUTENHO, nalMeHTKUTE, KOUTO TUTAHUPAT Aa 3a0peMeHesT
TpsbBa a IPEMUHAT Ha AITEPHATHBHO AHTHXHACPTOHMIHO neveHne, KoeTo € ¢ fokasaHa 0e30nacHoCT
3a GpemenHu. KoraTo ce yCTaHOBH OPEMEHHOCT, JICHCHUETO & anruoTeHsuH Il peuenTopHu ONOKEPH
Tpabea na Obae IpeyCTaHOBEHO He3a6aBHO W, aK0 € BE3MOXKHO, Ja Ce 3anoYHe ANTEPHATHHO JICHCHHC,

H3BeCTHO €, 4e eKCIO3ULIMATA Ha aHTHOTeH3HH 11 peuenTopHH Ooxepy nNo BpeMe Ha BTOPHA H TPETUA
TPHMECTPH, HHAYLIMPa (ETOTOKCHYHOCT (noHmxena 6b0pedHa (pyHKLUMA, HAMAIABAHEC Ha
aMHMOTHYHATA TedHocT, 3a6aBsaHe ocudUKauMaTa Ha yeperna) ¥ HEOHATA/THA TOKCHYHOCT (6BpOpeuHo
yBpeXKOaHe, XUITOTOHHA, xunepkanuemus) (Bx. Touka 5.3).

[Tpu ekcrio3nuna Ha aHrMOTCH3INH [l peuenTopHu 610Kepy MO BpeME Ha BTOPUA TPUMECTLD Ha
6peMEHHOCTTA, C& MPenopbYBa U3BBPLUBAHE Ha yATPa3BYKOB nperaea Ha 6sbpeunara QYyKLUUA H
yepena.

KspMaderarta, 4MHTO Maliky ca npueMani aHrHoTEH3NH 1l peuentopHu 610kepH TPsOBa Aa OLaar
HA6MIOAABAHY 32 NOSBA HA XUNOTOHUA (BHXKTE TOUKH 4.3 ud.4).

Amnoounux
Be30onacHOCTTa HA aMIOAUITHH MO BpEME Ha 6peMEHHOCT MPH X0pa BCE OLUE HE € YCTaHOBEHA. B
NpOYYBAHHUA 1Py KUBOTHU € HaOMIo04aBaHa PENpPOAyKTHBHA TOKCHYHOCT IIpH BHUCOKHU A03M (BXK. TOUKA

5.3).

KnpMeHe
AMJIOIMIIHH ce eKCKpeTHpa B KbpMara. HacTra oT 103aTa Ha MalKara, nojyuesa oT KbpMaueTo, €
M3UKCIICHA ¢ MHTEPKBapTHiIEH Anana3oH 3-7 %, ¢ MAKCHMYM 15 %. EdexTsT Ha AaMJIOANNHH BBPXY
KbpMaueTaTa € HEH3BECTEH.

[Topany TOBa, Ye HE € HaNuyHa WH(opMaLks OTHOCHO ynotpebara Ha TEIMHCApTaH N0 BPEME H
KbpMeHe, ynotpefarta Ha TENMUCAPTaH/aMIIOUITHH HE CE npenopbysa; HEoOX0AUMO € 12




KM AITEPHATHBHO JIEYEeHHE C J0Ka3zaHa 0e30MacHOCT o BPEME Ha KbPMEHC, 0coOeHO KOraro ce
KBPMH HOBOPOAEHO WIK HelloHOCeHo Oebe.

HJIM C BCEKH OT KOMTTIOHEHTHUTE NOOTACNRHO.

He ca npoBexaaHH OTASTHU W3NWTBAHUA 32 PENPOLYKTUBHA TOKCUTHOCT € KOMOHHALMATA
TeJIMACAPTAH-aMAOAUITHH.

B npeAXNHHHYHY H3NNTBAHUS He Ca HAaOmonaBaHH BB31IEHCTBHUA Ha TEIMHCAPTAH BBPXY PepTUnuTeTa
[IPH MBKKHN ¥ MEHCKHU KHBOTHH.

[1p# HAXOW NMALMEHTH, JIEKYBAHH ¢ OAOKEPH HA KATLMEBHTE KaHATH, CC cpoOlIIaBa 3a 00paTUMH
6HOXMMUYHN NPOMEHH B FJlaBaTa Ha CepMaTo3oManTe. KNMHNYHUTE JaHHH 33 NOTCHIHATHMA edexT
Ha aMJIOMNIUH BLPXY (epTUnuUTeTa ca HeJOCTaTbUHU. B eHO NpoyHBaHe MpH NIIEXOBE Ca
yCTAHOBEHH HexeNaHu eekTH BbPXY PEPTHIMTETA NPH MBKKHTE (Bx. TOuKa 5.3)

4.7 EdexTu BbpXY cnocofHOCTTA 32 odHpaHe H pafoTa ¢ MalIHHH

To3u nexapcTBeH NPOAYKT MOBNHMABA B YMEPEHA CTENEH cnocoOHoCTTa 3a IodupaHe H paborta ¢
MaitdHu. [1pH ynpaeneHye Ha NpeBo3HM CPEACTBA HIIH paboTa ¢ MaliWHY TPS6Ba 1a ¢& UMa NPEIBUA,
4e IPY AHTUXKNEPTEH3UBHA TEPAMHS, OHAKOra MOXE [a HACTBIK CHHKOM, CHHIMBOCT, 3aMmaliBaHe
U1K CBETOBBPTEX (BXK. TOUKa 4.8). [Ipu mosABa Ha TE3K HEXEMAHH PEAKIINY, & HEOOXOOUMO Ja Ce
H3BArBAT NOTEHLMANHO OMACHHM AeHHOCTH KaTo wopupaHe Wik paboTa ¢ MaIUHY.

4.8 HexenaHHn JeKapCTEEHH PEAKIIHH

O6o0nienye Ha npogria Ha 6e30nacHoCT

Hail-uecTHTe HeXeTaHH IEKapCTBEHH PeaKLlMM BKIOYBAT 3aMagHOCT H nepudepeH OToK. B penku
CAY4YaH MOXeE Ja Bb3HHKHE K CEPUO3CH CHHKOII (no-manko ot 1 cayyait Ha 1 000 NAlMHEHTH).

Cpo6UIEHUTE 00 MOMEHTA HEXEAAHH PeaKLvi, OTHACAILIHM Ce 10 HAKOH OT KOMIIOHEHTUTE
(TeMUCapTaH WIH aMJIOJMIIHH), MOTET a ObaT MOTEHUHANHH HEKETaRN pEaKkiiii ¥ Ha PaBeHTOH,
IOpH axo He ca HabnoaaBaHy B KIIMHUYHHU NpOyBaHAR MK [10 BpEME Ha NOCTMapKETUHI OBYA
nepuoa.

TabauueH BUI Ha HEXENAHUTE JI€KAPCTBEHY PEaKLIHK
Be30NacHOCTTa H NTOHOCHMMOCTTA HA PaBeHTOH ¢2 OLIEHEHU B 5 KOHTPONUPAaHH KITHHUYHHA H3NTUTBAHNA
¢ Han 3 500 nauvedTy, Haa 2 SO0 oT KouTO ca npyeMany TE/IMUCApPTaH B KOMOVHALNA ¢ aMJIOAHNIIHH.

HejenasnTe peakLii ca ONpeleicHH Cropel YecToTaTa Ha B3HHKBAHE, ChIIacHo cneaHara
knacudmkaLus: MHoro yectu (=1/10); uecty (=1/100 mo <1/10); neyectn (=1/1 000 no <1/100); penx
(>1/10 000 no <1/1 000); MHOTO peaKH (<1/10 000), ¢ Heu3BECTHA YECTOTA (OT HANTUYHUTE LaHHH HE
MOXe 12 6bae HanpaBeHa OLECHKA).

BB BCAKA [Py, HEKENAHUTE PEaKLfK ca NpeCTaBEHHN B HU3XOIALL pell N0 OTHOLICHHE Ha TAXHATA
CEPHO3HOCT.

Cucremo- PaBeHTOH TeaMHCAPTaH AMIIOAMNHH
OpPraHeH
KJAac
Hugpexyuu u ungpecmayuu
HeuectH WH(pEKLIMHA HA TOPHUTE
AHUXATENHYA THTHILA, BKIL.
GapUHTUT U CHHY3HT,




vH(peKLUY HA TUKOYHHUTE
MBLTHLIA, BKJ. UHCTHT

Penku

HHUCTUT

Cencuc, BKIKOUYKTENHO C

nCTalICH H3XU,[I,]

Hapyuienua na kpoema u 1umprama cucmema

HeuecTH aHeMUA
Penxu TpOMOOUUTOIEHNH,
e03HHOM U

Muoro E¢BKOLMTOIICHAA,
peaku TpoMOOUHTONEHNSA
Hapywenus Ha umyriama cucmema
Penxu CBPBXUYYBCTBUTEN~ HOCT,

anadprnakTUIHA

_peakuus
MHoro CBPBXYYBCTBHTENHOCT
peaKH
Hapyuienus Ha Memaboau3sma u xpanenemo
Heuecty X HITEPKATHEMHA
Penku XUITOTJINKeMUs (NPH

nauueHTH ¢ auader),

XUTOHATPHEMHA
Muoro XHUNepriuKeMusn

peIKH

Hcuxuuru Hapyuierun

HeuecTn MPOMAHA H& HACTPOEHHETO
Penxu HEeTpecus, o0BpKaHOCT
6e3N0K0NCTBO,
be3cbHUE
Hapywienus na HepsHama cucmema
YecrH 3aMasHOCT
HeuectH CBHHJNUBOCT,
MUTPEHA,
rnasobonue,
[ApPECTE3Ns
Peaku CHHKOI11,
nepndepHa
HEBpOIATHS,
XHIECTE3HA,
OUCIeY3Hs, TPEMOp
Muoro eKkcTpanupaMuacH CHHIPOM
peaKu XUIEPTOHHA
3pumennu HAPyWeHUR
Hectun 3pUTE/IHA CMYLICHUA
(BKNFOUMTETHO JUILTONMS)
HevecTu HapyILEHHE HA 3PEHHETO
Penku 3PUTETHH CMY LUCHH
Hapyutenus na yxomo u rabupunma
Hedectn CBETOBBPTEK THHUTYC
Hapyuienus na copyemo
HeuectH Opanukapaus,
nanruTalyuyd
Pepnku TAXHKapAUs
MHuoro UHGPApPKT HA MUOKapA
peaKH apUTMUS, KaMEpHa




TaxHKaApAus, NpeachpaHo
MBIEHE
Cvoosu HApyHEeHUA
HeuyectH X UTTOTOHMUA,
OpPTOCTATHYHA
XWNOTOHUA,
3a4yepBABAHE Ha
NHUETO
MHuoro BACKYJIUT
peoKH
Pecnupamopnu, 2ppOHYU U MEOUACHUHANRY HAPYMEHUR
Heuecty KallinLa QUCITHES NUCTIHES, PHRUT
MHoro HHTEPCTHLIHANHAE
pPEeHKH ﬁenonpgaﬁua
Gonect
CmoMauiHo-4pesril HapyeHuR
YecTH NpOMsAHa B PUTBMA Ha
H3X K AaHe { BKIIIOYHTEITHO
NAaprs U 3aMeK)
HeuecTH abnoMuHanHa boska, dnarynenuus
auapus,
raicHe
Penku MOBPBILAHE, cTOMALLUEH JUCKOMOOPT
rUHrHBaJiHA
xuneprpodui,
OHUCTIETICUSA, CYXO0Ta B
ycrara
Muoro MaHKpeaTUT, raCTPUT
peaxH
Xenamobunuapru HapyweHun
Penxu HapylleHa YepHoapoOHa
dyxuus, depHonpobHU
HELE}/Luntaﬂml3
MHuoro XENATUT, )XbJITCHHLA,
pelKU [TOBUIICHH HUBA HA
yepHOAPOOHHTE EH3UMH
(ocobeHo npu XonecTasa)

Hapyuienus Ha Koxcama u nOOKONCHAMa MyKaK

HeuectH NPYPUTYC XUNMEPXUApo3a ajofneuys, nypnypa,
genUrMeHTalud Ha KOXaTa,
XUIEPXKAPO3a
Penku eK3eMa, EpHUTEMA, aHTKOCHAEM
obpus (BKIHOYUTENHO C

neraneH Uixoa),
nexkapcTeeH oOpuB,
TOKCHUEH KOXeH OOpHB,

ypTHKapus

MHoro AHCMOEIEM, EpHTEMA

peaKH MyntidopMe, ypTUKapHs,
ekchonnaTuBeH JEPMATHT,
CUHIOPOM Ha Stevens-
Johnson,
$HOTOUYBCTBHTEIHOCT

C TOKCUYHA enuiaepmanyga - -

HEW3BECTHA HEKpOJ/iH3a ey

HECTOTA




Hapywienua Ha MyCKyiRO-CKeJlemnama cucmemda ¥ CheQuRumeanama muKan
YecTH NoJyBaxe Ha CNC3CHATE
Heuectu apTpairas, MyCKy/iH#
cnasMu (kpaMny B
Kpakara), MHaIrus
Penxu 6onka B rppba, 6oaky | OonKa B CYXOKHIHUE
B kpaifHuOuTe (Gonky | (MOJOOHHM HAa TCHAMHNT
B KpaKaTa) CUMAOTOMH)
Hapyuwienus ha Gvlpeyume u RUKOYHUME MbNUIIKA
Heuecty OOpevHO YBpEXI2HE, HapyIUEHNE HA yPUHUPAHETO,
BKJTFOUMTENHO OCTpa 4eCcTO YPUHHpaHe
6BOpeuHa
HeAOCTAThYHOCT
Penku HOLIHO YPHUHUPAHE
Hapywierua Ha 6v31pou3s00umeHaMa CucnieMa 4 zppoama
HeuectH epeKkTHIHA rHHEKOMACTHA
AnchyHKLMA
Ob6wiu Hapywienua U edpexmu Ha MACMOmMO Ha npUAONCERUE
HectH nepugpepeH eAeM
Heuectu acTeHHs, TpbAHa Oonka
bonka, yMopa, €AEM
Penxu HEepPa3NnoNoXKeHHE FpUMOnoao6Ho
3abonsBaHe
Hicredeanusn
Heuectu [MOBHILEHH HHABA HA ffOBULIIEHH HUB& Ha MOBHLUEHO TEJECHO TErno,
4epHOApPODHHTE KpeaTHHHH B KPbBTA MOHHWKEHO TEECHO TErTIOo
eH3UMY
Penku yBe/IH4YEHA [TOBUILLIEHU HUBA HA
KOHLIEHTpalHs Ha kpeaTHH pochOKHHA3A B
AMKOYHA KHCEJIHHA KpbBTa, OHMKECHN HHBA
B KpbBTA Ha XeMornobuH

1 - HeskenaHaTa peakius Moxe Aa Obae OTKpHUTa CTydaliHO WM Ja € Bb3HUKHANA B pE3y/TaT Ha

eU3BeCcTeH O MOMEHTa MEXaHW3bM

- B noseyeTro clyyau naTonoru4Ha yepHoapobHa OyHKUMA/4epHOAPOOHH HapyLlIeHUs, YCTAHOBCHA
1Py MOCTMAPKETHHIOBUA OTUT C TENMHCAPTaH, Bb3HHKHATH NpH ANOHCKU NMAaUMEHTH. Te3H
Ee}xenaun IeKapCTBEHH PEAKIMH € NO-BEPOATHO [ BB3HUKHAT P SMOHCKH NaUUEHTH.

. OT NOCTMAPKETHHIOBHA ONUT C TEAMHUCApTaH HMa cboblLIeHH cny4an Ha HHTEPCTHUHAHH
6enonpobun Gonecty (HaH-4ECTO UHTEPCTULINATHA H e03uHOPWIHA THEBMOHUA)

Onucanue ga n3bpaHy HeXeNaHu peakKivu.

MHTeCTHHAIEH AaHTUOEAEM
Cpo6IIeHH ca cnyvyay Ha MHTECTUHAJIEH AHTMOCAEM CIICA ynorpeba Ha aHrMoTen3ut Il penenTopHy

aHTATOHUCTHU (BXK. TOUKa 4.4).

CroblaBade Ha NOAO3UPAHH HEXENAHH DEaKlIMH
Cv0GIIABAHETO HA MOAO3UPAHU HeXKENaHH peaKkLiH Cell pa3pellaBaHe 3a ynorpeba Ha NeKapCTBEHNA

NPOAYKT & BaxXHO. TOBA N03BOJIABA /12 MPOABIIKH HaBIIOIEHUETO Ha CHOTHOWEHHETO MOJI3a/PUCK 34
NexapcTBeHus NPOAYKT. OT MEANIUHCKHUTE CIICLMAITUCTH CE W3NCKBa Ja ChOOIIABaT BCAKA
NOMO3HUPaHA HEXEJaHa peaKuysa ¥pes
H3mbaHUTENHA ar€HH 110 1eKapcTBara
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Ten.: +35 928903417
yeGeadiT: www.bda.bg

4.9 [Ipeno3upane

CHMIITOMH

[TpH3HALMTE K CHMIITOMHTE 32 NIPEAO3HPAHE CE 04akKBa Aa CC MPOABAT MO ¢opmaTa Ha 3aCHJIEHH
dbapmakonorutn epextu. Hafi-1sHUTE NpoABNEHHA HA NIPEAOIUPAHE ¢ TEl] MHMCApPTaH CE€ OYaKBa Ja
65LaT XAMOTOHMA M TAXHKAPAUS; HMa CbOOLIEHHA U 32 OpanHKkapausd, 3aMasHOCT, NIOBUIICHHC Hd
HUBATa Ha CEpYMHHS KPeaTHHUH, TEXKO OBOpeuHo yBpexkaaHe.

[peno3upaHeTo C aMJIOAMIIKH MOXE [1a KM KaTO pe3y/iTaT TEBPAC BUCOKA nepudepHa
BA30IMAATALMSA, KAKTO H peUIEKCHa TaXUKapaus. Crobulasa ce ChlILO 3a U3ABEHA B BEPOATHO
NPOABLDKUTENHA CHCTEMHA XUITOTEH3HSA, KOATO 1@ TPEMHHE B ILIOK, BXJTIOUMTENHO IOK, 3aBbPLIBALIL
CBC CMBPT.

HekapauoreHeH GenoapoGeH OTOK ce ChoOiIaBa pAako KaTo NocneaHta ot Mpeao3upaHe ¢
aMJIOZIMITHH, KOHTO MOXe [ia ce NMpoABH ChC 3a0aBeHO HAYANO HA edpexTa (24-48 yaca cnen
NOT/TbIIAHE) U 2 H3UCKBA U3KYCTBEHA BEHTHNAUWA. PaHHUTE peaHHMAIlMOHHI MEDKH (BK/IHOUHTENHO
HATOBapBaHE C TEYHOCTH) 3a MOIBPAaHe Ha Nepdy3udTa U CbPACHHUA nebuT Morar na 6baar
YCKOpABAlH HaKTopH.

JleyeHue

[MauveHTsT TpA68a Aa Gbae BHUMATENHO HAONIONABaH, & ICYEHHETO TpsiOBa Aa € CHMAITOMAaTHUHO Y
noambpaaiio. CxeMaTa 3a eYeHHe 3aBUCH OT BpEMETO OT MOMEHTA Ha MOrIbLIAHE, KAKTO U OT
TexecTTa Ha cumnToMute. [IpeuiarasuTe MEPKU BK/HOUBAT NPEJIM3BUKBAHC Ha NOBPBIIAHE W/ HITH
laBax Ha CTOMAaxa. B cAyyau Ha Npelo3upaHe, KaKTO Ha TEIMUCApTaH, Taka U Ha aMJIOAHIHH, KaTo
CPEACTBO MOXKE J1a CE U3MON3BA H aKTHBEH BBIJICH.

Hupara Ha CEpYMHUTE ENEKTPOIUTH U KpEaTHHHHA Tpa6Ba na 6vaar uamepBaHy vecto. Ilpn HanuuKe
HA XMIIOTEH3Ms, MAUMEHTHT TPAGBA Na Ce MOCTaBH JETHAN N0 rped ¥ ¢ NOBAUTHATH KkpafHUIH, KaTo
yecTo My ObIe npunaraHo ObP30 BNUBAHE HA COJH H obemoszamectuteny, TpabBa Oa ce 3aroyuHe
NOAXBPKALIO AeueHHe. IHTPaBeHO3HO BIMBAHE HA KALWEB MIIOKOHAT MOXE /A Onae epeKTUBHO 3a
MpeogosBaHe HA edexTa Ha ONOKUPAHE HA KANIHUCBUTC KAHAJTH. B HakoHd ciydayd MOXe Ja € OT nof3a
fla CE HampasH NpOMMBKa Ha ctoMaxa. [1pu 3apasH Ao6pOBO/LY NPUIOKEHHETO HA AKTHBEH BBIJICH
1o 2 yaca ciea fpwioxkeHue Ha 10 mg aMIOAMIHH N0Ka3Ba HamaliBaHe Ha CKOpOCTTa Ha abcopbuu
HA AMIOMUNIMH. AMJIOIHIIHH HE Ce JUATNU3Upa, a TETMUCAPTaH HE CE OTCTpaHABa OT KPBBTa "pes
xeMOo(UNTpaLMa U He Ce AMANTH3NDa.

5. ®APMAKOJOYHYHU CBOUCTBA

5.1 ©apMaKOAHHAMHYHH CBOHCTBA

dapmakoTepanesTHyHa rpyna: Cpeacrsa, ACHCTBAILM HA pPEHUH-AHTUOTEH3UHOBATA CUCTEMA,
Gnokepy Ha anruorensuH I (ARBs) peuenTopure A GnokepH Ha KanuuepHTe kaHanu; ATC kom:
CO9DB04.

TenMucapTaH/aMI0AUNHH ChY€TaBa ABE aHTHXHIEPTCHINBHN CHCTABKH € JNOTIBbJIBAILIM C& MEXaHH3IMH
Ha neficTBHE 3@ KOHTPONYMPAHE Ha KPBBHOTO HAIAIaHe MPH NALKCHTH € €CCHLINANHA XUNEPTEH3IUA:
aurvotensuH 11 peuentopen 6nokep, TenMUcapTad, ¥ AMXHAPOMHPHANHOB 610Kep Ha KaJILHEBUTE
KaHany, aMJ1OaHIKH.

KomOuBaumATa OT TE3M BellecTsa UMa aINTHBEH aHTHXHIICPTCH3UBCH edexT, NOHWKaBaWl KPBBHOTO
HaJIAraHe B MO-roaMa CTeneH, OTKOJIKOTO BCEKH KOMIIOHEHT NOCANHHTHO.

[preMaHeTO Ha TENMUCAPTaH/aMIOANMIHH BEAHBX JHEBHO e(EeKTUBHO M TPaKHO NMOHHXKABA KPHBHOTO
HaJIaTaHe 3a Henua 24-4acoB Nepyoj Ha ASHCTBHE HA JIEKapCTBCHATA 1034,

TenmucapTad




TenMUCAPTAH € AKTUBEH NPH NEPOPaIeH MPHEM 1 € cneunduueH anrnoTensun 1l peuenTopeH bnokep
(tun AT1). TenmucapTan U3MeCTBa C MHOTO rosiaM abuHUTET aHrHoTEH3MH 11 OT crienUpUIHUTE MY
MECTA 3a CBhLP3BaHe KbM peuenTopa oT cyorun AT, KOHTO € OTTOBOPCH 32 NelCcTBUETO HA
anrpotensud 11 TeaMucapTas HE NOKa3Ba HUKAKEA AKTHBHOCT Ha mapLpaieH arondcrda AT -
peuenropa.

TenMucapTas ce CBbp3Ba CENEKTHBHO KM AT] — peuenTopa, Karo CBbP3BAHCTO © TpanHo.
TenMUCApTaH HE NOKa3Ba aQHHHTET KbM APYTH PELIENTOPH, BKIHOYHTETHO AT?2 u npyru no-cnabo
npoyueHu AT- peuenTopH. (O yHKUMOHATHATA POJisA HA TE3N PELENTOPH © HEH3BECTHA, KaKTO K
edeKTHT Ha BB3MOXKHATA UM CBPBXCTUMYITALHA oT asrnoreH3us [, Y4nuTo HUBA CC MOBHIUABAT OT
TenMucapTad. TeNMUCAPTaH HaManaBa MIa3MCHUTC KOHLEHTPALMM Ha AIA0CTEPOH. TenMucapTaH HE
MHXUOKPpa YOBELUKHUAT [1a3MEH PEHHH H HE 6a0KMpa HOHHUTE KaHaiH. TeamucapTaH He nHXxubupa
AHFUOTEH3HH-KOHBEPTHPALLMA EH3HM (KHHHHA3A 1), xoiiTo pasrpaxia 4 OpanvKHHKH. 3aToBa HeE Ce
OYaKRa 3aCHIBAHE HA OMOCPEACTBAHUTE OT OpaluKHHHH HEXEIarH feKapCTBEHH peaKLKH.

ITpu yoBeka, Zo3a oT 80 mg TeIMHCapTaH NMOHTH W3LAIO MOTHCKA NPeAU3BUKAHOTO OT aHTHMOTCH3NH Il
lOBULLEHHE HA KPBBHOTO Hansraxe. EQeKkTsT Ha MOTHCKAHS npoAshkaga 24 yaca i € M3MEPHM J0
48 yaca.

Cnen nbpBara 403a TeIMHCapTaH, aHTMXUNEPTEH3UBHATA AKTHBHOCT (IaBHO 3aM04Ba id ce NpoABABa
cieX OKoJo 3 yaca, MakCHManHoOTO NOHWKEHHUE Ha KPRBHOTO HaNATaHe ce MOocTHra B ofImus cyyan
3a 4 00 8 ceaMMUM CNex 3amo4YBaHETO HA JIEYEHHETO, H CC NoIAbPXKA N0 BpEME HA LICJIHA NICPHOLL Ha
NIEUEHUE.

AHTHXUNIEPTEH3UBHUAT edeKT ce NOANbPKa B TCHEHUT Ha 24 4Jaca clefi TPUEMaHe U BKIIOYBA
nocnenHuTe 4 yaca Mpely creaBaulara 103a, KOeTo € yCTaHOBABA ype3 U3MEpPBaHE Ha KPBBHOTO
HalAraHe B aMOynaTOpHH ycAoBHs. ToBa c€ IOTBbPXKIABA OT CHLOTHOLLUEHHUATA HAa TUKOBETE, KOWUTO €a
unentHunn Han 80 % cnen npueMaHe Ha 103K OT 40 1 80 mg TenMMcapTaH B M1aLe00-KOHTPOIMpaHH
KIMHHYHA W3MMTBaHuA. YCcTaHopasa ce 3abenexumMa TeHACHLNA KbM 3aBUCHUMOCT Ha Ao3ata oT
BPEMETO 32 BH3CTAHOBABAHE HA HAYATHOTO CUCTOMHMYHO KPhBHO HansraHe .B T031 CMUCHI JAHHUTE
OTHOCHO IHACTOMNYHOTO KPbBHO HAAAraHe ¢a npoTHBOPCHMBH.

[Tpy NauKeHTH ¢ XUNEPTOHUS, TEIMUCAPTAH peAlyLiupa CHCTOIMYHOTO Y IMaCTONUIHOTO KPbBHO
HanaraHe, Oe3 Aa 3acAra 4ecroTara Ha chpuebueHe. [IpyHOCHT HA Ry HPETHHHUA H HATPHYPETHYHNUA
edeKT Ha JleKapCTBEHNA IPOJYKT KbM HETOBaTa X UTOTEH3UBHA AKTUBHOCT € B MPOLICC HA
YCTAaHOBSIBAHE. AHTUXHUIEPTCH3NBHATA eMKACHOCT Ha TEMHUCAPTaH € CpPABHHMA C Td3H Ha
BeleCTBATA OT APYIH K1acoBe aHTHXUNEPTEH3UBHA JICKAapCTBCHH MPOAYKTH (KOETO € A0Ka3aHO B
KIMHUYHYA H3HTBAHMA, KbAETO ePEKTUBHOCTTA HA TCAIMUCAPTAH € CpaBHEHa C Ta3H Ha aMJIOAMIKH,
aTEHOJI0N, eHAAanpwi, XHAPOXN0pTHA3MA, H ITH3UHOMPHIT).

[Tpy BHE3AMHO NMPEKHCBAHE HA NIEHEHHUETO € TEAMHCAPTAH, B PAMKUTE HA HAKOIIKO AHH KPBBHOTO
Ha/IAraHe TOCTENEHHO Ce Bb3CTAHOBABA [0 1bPBOHAYANHUTE NapaMeTpH OTNpEAH 3arQYBAHETO HA
IeYEHHETO, KaTo HE € I0Ka3aHO BB300HOBABaHE HA XUNEPTEH3HUATA.

YecTOTATA HA CyXa KALMLA € 3HAYHUTETHO MO-HUCKA fIPH MalHEHTUTE, IEKYBaHU ¢ TCIMUCApTaH,
OTKOJIKOTO NpH Te3H, KOUTQ Ca NICKYBaH! ¢ UHXNGUTOPY HA AHTHOTEH3HH-KOHBEPTHPALIMTE CHIUMM,
KOETO C& YCTAHOBABA B K/IMHUYHH U3NUTBAHHA, THPEKTHO cpaBHfABAlLY 1BaTa TUNA
aHTHXUTIEPTEH3UBHO JISHCHHUE.

Jlse rojieMM PanJOMH3UPAHM KOHTPONUpPAHW NPOYHBAHHMA —— ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnobaiHo M3NUTBaHE 32
kpaifHK TOUKY Ha TEJIMUCAPTAH, CAMOCTOATENHO U B KOMOHMHALMA ¢ paMHTIpHi) H VA NEPHRON-D
(KnuHMYHO TNpOYHBaHE CBbP3aHO C pa3BuTHE Ha Hedhponaruad nNpu Auaber, NPOBEACHO OT
MHHHMCTEPCTBO [0 BBIPOCHTE HA BETEPAHNTE) — NPOYYBaT ynorpe6ara Ha KOMOWHALMATA OT ACE
MHXKOHTOD M aHrHoTeH3uH [1-peuenTopeH 6nokep.

ONTARGET e npoyuBaHe, NMpPOBEAEHO Npy MNALMEHTH C aHaMHe3a 3a Cbp
MOIbYHOCHAOBA GONECT, 1Y 3aXapeH AuabeT TUN 2, MPUAPYKEHH C AaHHM 34 yBpe




opraid. VA NEPHRON-D ¢ npoy4sane npH HALMEHTH CbC 3axapeH auaber THN 2 U nnaberHa
HedponaTus.

Te3u npoyusaHysi He MOKa3BaT 3HAYHM GraronpuATes €(QEeKT BbPXY 6uOpeuHuTe H/HIN ChpPAEHHO-
CHLIOBHTE NOCAEIHLM U CMBPTHOCT, KaTO ChiUEBPEMEHHO €2 HaONnodaBaHy NOBHLIEH PHCK
OTXHUIEepKANHEMUA, OCTPO YBPEXKIAHE Ha GBOpELUTE WU XUIOTOHUSA B CPABHEHKE C
MoHOTepanuaTa.Kato ce HMaT NpeABUA CXOMHUTC uM ¢apMaKoJIMHAMUIHH CBOMCTBA, T€3H pE3yNTaTH
ca MPWIOKHMH W 32 IpYTH ACE WHXUOMTOpY ¥ aHFUOTEH3UH |1-peuenTopHH OnokepH.

ACE nHXxH6uTOpH M aHrvoTeHsuH ll-penenTopHi 610KEpH CNeNOBATENHO He TpAOBa Aa ce U3NOA3BAT
eAHOBPEMEHHO MMPHU MALHEHTH C anaberHa HeponaTHd,

ALTITUDE (KaHHU4YHO 1poY4BaHE NPOBEACHO C ajTCKUpEH NPH NaleHTH CbC 3aXapen anadeT

THI 2 ¢ H3MON3BaHE HA ChPACHHO-CHAOBH H 616peuny 3a00NABaHMA KATO KpalHH TOUKH) €
poy4BaHe, NPeHasHAYeHO Na U3C/ICABA nonzata oT no0aBaHeTO Ha ANMCKUPEH KbM CTAHIapTHA
tepanus ¢ ACE MHX#OUTOp WIH aHIHOTCH3HH [I-peuentopen 6nokep NpH NalMeHTH ChC 3aXapeH
nuaber TUN 2 M XpOHUUHO 6B0pedHO 3aBGoNngBane, ChpAeYHO-CBA0BO 3a00NABaHE WK ¥ IBETC.
TIpoyuBaHeTo € MPEKPaTeHO NPEKACBPEMEHHO nopaiy NOBUIIEH PHCK OT HeOmaronpyATHH
nocneauuy. KakTo cbpaeyHo-ChA0BaTa CMBPT, Taka W MHCYJITET Ca Nno-4€CTH B rpymnara Ha
aATUCKUPEH, OTKONKOTO B Fpyrara Ha nnaue6o, a MPEACTABAABALLNTE UHTEPEC HOXKCIIAHH CHLOUTHA H
CepUO3HY HEXENaRU CHOUTHA (XHTIEpKATHEMHA, XAMOTOHUA K 6b6peuHa auchyHKUKUS) Ce cpofilanar
[10-4eCTO B rpynaTa Ha aTHCKHPEH, OTKONKOTO B rpynara Ha nnaueoo.

AMIOAKITHUH
AMIIOOHMKWH € HHXUOUTOP Ha UHGpIYKCA H2 KALIMEBUTE HOHU OT AUXUAPOTIMPUIAHHOBATA I'PYTia

(6nokep Ha GaBHHUTE KaHAIW UM AHTArOHKCT Hd KaueBuTe HOHM) U MHXUEMpa TPAHCMEMOPaHHHA
uHGAYKC Ha KATUHeBH HOHH B INaJKHTE MyCKyId Ha CHPLIETO ¥ KPHBOHOCHHTE CHAOBE. MexaHW3MbT
HA aHTMXMREPTEH3UBHOTO NEHCTBHE Ha AMNIOIMNKH € OCHOBAHO Ha JupekTeH edeKT Ha OTITyCKaHe Ha
IIaKUTE MYCKYJIH Ha KPbBOHOCHHUTE CbIOBE, KOETO BOAM [0 HamanssaHe Ha nepudepHaTa Cba08a
PE3HUCTEHTHOCT H, CbOTBETHO, HA KPBBHOTO yanarade. ExcnepiMeHTaIHUTE AAHHH NoKka3sart, 1€
AMJIOAMIIMH ce CBHP3Ba C AMXUAPONHUPUAHHOBH K He-IMXMAPONUPUANHOBH IOKYCH Ha CBBP3BaHL,
AMJIOAHMIHE € C OTHOCHTENHO CBAOBO-CEICKTUBEH ebekT, ¢ Mo-ronsM eexT BupXY
[NAfKOMYCKYJTHHTE KIETKH Ha ChIOBETE, OTKOIKOTO BEPXY KJIETKMTE Ha ChPACYHHA MYCKYJI

[Mpu nauMeHTH ¢ XUNEPTEH3NA, IPAEMAHETO BEAHBH JTHEBHO OCUrypABa KIMHAYHO 3HAYHMO
IOHMKEHHE Ha KPBBHOTO HANAraHe B JIErHAN0 U U3NPABCHO MONI0XEHHUE, B TIPOABIKEHHE Ha LCNHA
24-qacop nepuod. [Topaan 6aBHOTO 3aN0UBAHE Ha NeiicTBUETO, OCTPATa XUIMOTOHUA HE € HacT OT
edexTa Ha NPUEMaHEe Ha aM/IOJUTTHH.

[Ipu nauyeHTH ¢ XUNMEPTEH3HA U HOpMa/HA 6pOpeuHa PyHKUMA, IEKApCTBEHHUTE 1031 AMJIOITHH MMa
KaTO pe3y/ITaT HaMalsBaHe Ha Pe3UCTEHTHOCTTA Ha cbpaoBere Ha OmOperuTe U yBENUUCHHE HA HHBOTO
Ha rioMepyiaHa ¢unTpauuna, KakTo 1 ebekTHBEH OTTOK Ha GpOpeuHaTa Mama, Oe3 npoMAHa Ha
dITpaurHoHHaTa (HPaKLMA WK TPOTEHHYPUA.

AMIOIHMIIHH HE CE aCOLMHPAa C HUKAKBH HEXENAHH MeTabONUTHU peakuyH win MpoOMEHU B
[a3MeHHTe THIHAK K € NOAXOAALL 3a ynoTpeda OT MalHMeHTH € acTMd, puabet u rnoparpa.

Vnorpeba npH nNaukeHTH CbC ChbpACHHA HeJOCTAThYHOCT

Ba3upakuTe Ha XEMOAUHAMUYHHN NPOYYBaHUA N NpOABK KOHTPONHPaHK KIHHUYHHA W3MTMTBAHHA I1PH
NalKeHTH CbC ChPAeYHA HEAOCTATHHHOCT OT NYHA xnac II-IV ca noka3any, 4¢ aMIoauITiH HE €
fOBEJ A0 KIMHHYHO BNOILABAHE, KAKTO € YCTAHOBEHO OT NONYCTUMHTE OTKIOHEHUs HA PE3yTaTHTE,
MITNACKAHOTO KOJMMUECTBO KPbB OT JisBaTa ChpletiHa KaMepa n KJIIMHNYHATA CUMITOMATOJIOTHA.

[naue60-KOHTPOAUPAHO NPOoyiBaHe (PRAISE) npenHa3sHaueHo 3a H3CIEBaHE Ha MalHCHTH ChC
ChbpACYHA HEAOCTATEYHOCT OT NYHA Class I1I-1V, kouT0 npUeMaT JUrOKCHH, AHYPETHLIH U ACE
MHXHGHTOPH, € MoKa3ano, 4e aMJIOJMMHKH HE 10BE}A 110 [IOBMILABAHE HA PUCKA OT CMBPTHQCT WIIN
KOMGUHHPaHU CMBPTHOCT M 3a00/1eBaEMOCT CbC CHPACHHA HEI0CTATBYHOCT




[Ipu npocnenaBailo, AbJrocpoiHo, nnauebo KOHTPONUPAHO M3IIHTBAHE (PRAISE-2) Ha aMJTOQIUNHH
Mpy MALKEHTH ChC ChPASUHA HEQOCTATHHHOCT OT NYHA Il u 1V, 6e3 KNHHUYHA CUMIITOMH UK C
HAXOJKH, MPEANOAarailyi OCHOBHO HCXEMHYHO 3a00JISBAHE, KOWTO NpHeMaT NOCTOAHHN AO3H ACE
HHXHOUTOPH, JUTHTATHC, H JRYPETHLH, € yCTAHOBCHO HC aMJTOAUNUH HAMA edexT npH odluara
CMBPTHOCT, BCRECACTBUE Ha ChpACYHO-CBAOBH npobnemu. B crlliata nomynauus, aMmaoaunmH ce
CBLP3Ba ¢ MoBHLIEH Opoi ChobIEHUA 32 OenonpobeH eneM.

Teamucapraln/AMIOAKIHAH
B 8-ceAMHUHO, MHOTOUCHTPOBO, pAHA0OMHU3HPAHO, ABOMHOCHANO, MaueHo-KOHTPOIUPAHO, C

fapaieiHy rpyny GaxTopranHo nNpoyHBate B 1461 nayMeHTH ¢ Neka J0 TEKKA XHNOTCH3NA
(ycpeaHeHo AMACTONUYHO KPbhBHO HAJlATaHe ot >95 10 <119 mm Hg), nedeHreTo ¢ BCAKA OTACTHA
no3oBa komGunauus TeiMHUcapTaH/aMIONNITHH HMa 33 pesyniTar 3HAUATENHO MO-BUCOKO pelylUHpaHe
HA IUACTOJNMYHOTO W CHCTONIMYHOTO KPBBHO HANAraHe H ro-BHCOKM HWBa HA KOHTPOJI, B CPABHEHHE
ChC CHOTBETHHTE MOHOTEPaNHHU.

TenMuCAPTAH/aMITOJUITHH NMOKa3Ba [0303aBUCHMH TOHIDKEHHA Ha CHCTONUYHOTO/AHACTOTUYHOTO
KPBBHO Hajisirase B paMKHTE Ha o6xBaTa Ha NeuebHaTa no3a ot - 21,8/ - 16,5 mm Hg (40 mg/5 mg), -
22.1/ - 18,2 mm Hg (80 mg/5 mg), - 24,7/ -20,2 mm Hg (40 mg/10 mg) n - 26.4/ - 20,1 mm Hg (80
mg/10 mg). TIoHwKEeHHETO HA NHACTONMIHOTO KPBBHO nansrage <90 mm Hg e otuereHo npu 71,6 %,
74.8 %, 82,1 %, 85,3 % OT NauNEHTHTE, PECNICKTHBHO. CToliHOCTHUTE Ca KODMIrupaHH 3a HA4YanoTo Ha
fleUeHHEeTO M CTPaHAaTa Ha NPOBEKAAHC

ConsiMa 4acT OT aHTUXUIEPTEH3HBHUA eeKT ce MoCTUra B paMKUTE Ha 2 ceqMHULM Ciel 3anoyBaHe Ha
neyenmero. B moarpyna ot 1050 nauueHT# ¢ yMepeHa 10 TCKKA xunepreHsus (AHaCTONMYHO KPBBHO
nanarade, JKH >100 mm Hg), 32,7 — 51,8 % ca noBAUABAT B 33J0BOIUTEHA CTCHICH IIpH
MOHOTEpanus KAaKTo OT Te/IMMCApTaH Taka U OT aMNOAHITHH. HabmonaBaHuTe CpeAHH NPOMEHH B
CUCTOMHYHOTO/AHACTOIUYHOTO KPBBHO HAJIAraHe © KOMOHHEMPAHO JIEUEHHE C aMJIOAUIHH 5 mg (-
22.2/-17,2 mm Hg, ¢ 40 mg/5 mg; -22,5/-19,1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHUMH MK MO-BUCOKH OT
Tesu, HabntoasaHy ¢ aMmnoaunuH 10 mg (-21,0/ -17,6 mm Hg) n ca CBbp3aHy CbC 3HAYHUTEITHO M0-
Hickyw nuBa Ha enema (1,4 % ¢ 40 mg/5 mg; 0,5 % ¢ 80 mg/5 mg; 17,6 % ¢ aMnoaMNHH 10 mg).

AMOYIaTopHO aBTOMAaTHYHO H3MEPBaHE Ha KPBBHOTO nanarane {AAWUKH), n3ppplIcHO NpH Tpymna o1
562 NAUMEHTH € TIOTBEPAWIO pe3ynTaTuTe HabNroNaBaHH NpH MOHMKABAHUATA Ha CHCTOJIHYHOTO H
TMACTOMYHOTO KPhBHO HANATaHe B KIMHHYHH YCIOBHA, TI0 BPOMCE Ha Lie/THs 24-4acoB Nepruoa Ha
no3UpaHe.

B apyro MHOrOUEHTPOBO, pAHXOMH3HUPAHO, NBOMHOCNANO, AKTUBHO KOHTPOIHMPAaHO, NapaiciHO
FpyIoBO Npoy4BaHe, Ha o6wo 1097 NauneHTH ¢ NEKa A0 TEXKA XUNIEPTEH3U, KOUTO HE ta aNeKBaTHO
KOHTPOJIWPAHH € aMNOAKNNUH 5 mg, € npunaran tenmucapTas/amnonunud (40 mg/5 mg U 80 mg/5
mg) WIH CaMo aMIOAUMHH (5 M UiV 10 mg). Cnen 8 ceIMMUM Ha JieHEHME, PE3yTaTbT 0T BCAKA OT
KOMGHHALIMHUTE CTATUCTHUECKH € 3HAYUTENHO MO-S(PEeKTHBHA OT MOHOTEPAITHATA C AMJIOAHNIIHH, KOETO
ce u3pa3nBa B MOHKEHO CUCTONMHYHO U IMACTOJIMYHO KPBbBHO HaJAraHe (-13,6/ -9,4 mm Hg, -15,0/ -
10,6 mm Hg cbc cnoTeTHO 40 mg/5 mg, 80 mg/5 mg crupamo -6,2/ -5,7 mm Hg, -11,1/-8,0 mm Hg ¢
aMIOOMNKH 5 mg W 10 mg. YCTaHOBEHH €a H 10-BUCOKH KOHTPOIIHHM ANACTOJIMYHHA HATATaHUA, B
CPABHEHHE CbC CHOTBETHWTE PEXHMI HA MOHOTEPANHA (56,7 %, 63,8 % c 40 mg/5 mg 1 80 mg/5> mg
cnpamo 42 %, 56,7 % ¢ aMJIOAMIIVH 5 mg u 10 mg). [[poueHTUTE 32 MOABA Ha €cMa Ld Ounn
spaunTenHo no-Hucky ¢ 40 mg/5 mg 1 80 mg/5 mg B CPaBHCHHUE C amaoaunud 10 mg (4,4 % cnpaMo
24.9 %, peCNEKTHBHO).

B npyro MHOFOLEHTPOBO, PAHIOMH3HPAHO, IBOWHOCATO, aKTHBHO KOHTPQJIMPAHO, NAPAJICITHO-
rpyTnioBo Npoy4Bakne, Ha obuio 947 MalUeHTH C JIeKa 1o TexKa XUIEPTEH3Hs, KOMTO He €2 aACKBATHO
KOHTDPOAMPAHH ¢ aMnoaunuH 10 mg, € npunaras Tenmucapran/amnoaunuy (40 mg/10 mg wiu 80
mg/10 mg) WiH caMo aMJIOAMNHH (10 mg). Cnen 8 cenMULIA Ha JICYEHHE, BCAKO OT KOMOWHHpaHHUTE
neYenys CTaTUCTUYECKH € 3HAUMTENIHO N0-€eKTHBHO OT MOHOTEpanuATa ¢ AMJOAUITHH NpH
HAMAISBAHETO HA JUACTOMHYHOTO M CUCTONIMHHOTO KPBBHO HAIATAHE (-11,1/-9,2 mm
9.3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg cnpsMo - 7.4/ - 6,5 mm Hg ¢ amnoannuy 10
yCTaHOBEHA 110~ BUCOKA CTETIeH Ha HOPMATH3UPAHT Ha AHACTONIMYHOTO KPBBHO HAJA




¢ moHoTepanuara (63,7 %, 66,5 % ¢ 40 mg/10 mg, 80 mg/10 mg cnpaMo 51,1 % ¢ aMlOOWITHH
10 mg.)

B f1Be OTBOPEHH NPOIBIKHTENHM MOCISA0BATENHH TIPOY BaHNS NPOBCACHH 33 Mepuoi OT Han 6
Mecena, edexThT Ha TenMucapTan/aMIooMnKH € NPOLBIKIUI f1a Tpac ¥ clie]l 3aPbpilBaHe Ha
HRIUTBAHETO. OCBEH TOBA, € YCTAHOBEHO, Y€ NPH HAKOW MALHEHTH, KOWTO HE CC NOBTHABAT B
IOCTAaTBYHA CTENEH OT TEIMUCAPTaH/amMA0ANRHH 40 mg/10 mg, € Hanwle AOTBIHUTETHO MOHIKEHUE
Ha XPBBHOTO Ha/NATaHe, Cell fOBULIABAHE Ha NICKapCTBEHATa 1034 ype3 THTPUPAHE A0
renmucaptan/amnogunus 80 mg/10 mg.

O611aTa 4eCTOTa Ha HEXEJiaHH PeaKkLHHU C TeAMHKCapTaH/aMI0IKIIMH B MPOrpaMara 3a KIIHHUTHO
WAIUTBAHE © 6¥1a MoHmkeHa npy camo 12.7 % OT NalHEHTUTE Ha JIEYCHNUE, IIPY KOWUTO Ca HATHLIE
nexenany peakuyu. Hafi-uecTure HEXKENaHK peakliud ca 6unu nepudepHa eaema 1 3aMasHoOCT (BX.
Touka 4.8). ChoOLIEHHTE HEXENAHUTE peakLind Cbhenaar ¢ O4aKBaHUTE peaxluy oT npoduiure 3a
Ge300acHOCT Ha KOMMOHEHTHTE TeAMHUCApTaH ¥ aMIIOAHIINH. He ca HaOmopasady HOBY WIH 110~
CEpPUO3HM HEXENaHH peakiun. CBbP3aHUTE C SleMa peakuuu (nepudepua exemMa, reHepanu3npana
eAeMa | e1eMa) Ca OUaKBAHO ITO-HHUCKH NPH TIAUEHTATE, KOUTO MpHEMAT TEIMHUCAPTaH/aMIIOJUITHH 2,
B CpaBHEHHE C T€3H, KOWTO MoJYy4asaT aMJOAHTIHH 10 mg. BuB dakropHasno H3INUTBAHE NPOLCHTUTC
¢ enem ca 1,3% ¢ TenMucapras/aMnoaunus 40 mg/5 mg v 80 mg/5 mg, 8,8 % ¢
renmucapTan/amnogunuy 40 mg/10 mg v 80 mg/10 mg, u 18,4% ¢ amnoaunuu 10 mg. ITpu
NALMEHTUTE, HEMOBIUABALIHM CE OT aMJIOAUITHH 5 Mg HHBATa HA €nCMa €4 4.4 % 3a 40 mg/5 mg u 80
mg/5 mg n 24,9 % 3a 10 mg.

AHTHXMNIEPTEH3UBHHAT €QEKT Ha TENMUCAPTAH/aMIOOUNHH € €HAKbB, HE3aBUCHMO OT Bb3pacT M
[OJ, ¥ € eJHAKBB MPH NALMEHTH CbC UIH 6¢3 nuaber,

TeAMUCAPTAH/aMIOINIMH HE € NPOY4EH NpH rpyna nanueHTH, OCBEH Ta3u ¢ XUNEPTEH3UA.
TenMucapTaH € U3MUTAH B PAMKUTE HA rONAMO H3MUTBAHE Ha U3X0aa OT NeyeHneTo rpu 235 620
MALHEHTH ¢ BUCOK PUCK OT ChpACHHO-CHAOBO sabonasade (ONTARGET).

AMTOIUIIHMH € U3NUTBaH MPH NALUMCHTH ¢ XpOHM1HA crabunHa aHrMHa, Ba30oCnacTHYHA aHruHa, U
TaKkuBa ¢ aHrHorpadCcxyu JOKYMEHTHPAHO 3a00/15BaHE HA KOPOHAPHATA aPTEPHA.

[lenuaTpuuHa oonyaalus
Esponefickara areHuus Mo neKapcTpara ocBoOOKIaBa OT 3aJBDKEHHETO 338 TpPEeHoCTABAHC HA

pe3yNTaTUTE OT NPOYyYBaHMATA C TeJMHCAPTaH/aMIOAMIMH & BEB BCHUKH NIOATPYNH HA NEAUaTpHinald
nonynauuMs npH XUNeprensus. {BX. TO4Ka 4.2 33 uadopMaLKsa OTHOCHO ynoTpeda B eJHaTpHITa).

5.2 (OapMaKOXHHETHYHH CBOHCTBA

dapmakokuHeTHKA HA HUKCHPAHATA 030Ba koMOuHaALUA
TpOUEHTHT W CTENEHTA HA abcopbumst Ha TeaIMUCapTaH/aMIOANTIKH Ca eKBXBaJIeHTHH Ha
GHOHATMYHOCTTA HA TEIMKCAPTaH ¥ AMJOAUNHKH, NPHIAraHy Kato OTOEHHU TAONMEeTKH.

Abcopbuus

A6copbumaTa Ha TeNMHUcapTaH ¢ 0bp3a, BbNPeKH H€ aGcopOMpaHOTO KOMKWYECTBO BapHpa. CpenHarta
a6COMIOTHA GMOHATMMHOCT 3a TeIMucapras € okono 30 o4 . Koraro TesIMHUcapTaH ce MpHeMa ¢ XpaHa,
HAMAIIBAHETO HA IUIOLLTA M10J KPUBATa Ha CHOTHOLICHHETO NNa3MEHd KOHILIEHTpaLUs-BpeEME
(AUC(-w0) Bapupa 0T NpUONU3UTENHO 6 % (no3a ot 40 mg) Ao NPHONU3ATETHO 19 % (mo3a ot 160

mg). JJo 3 uaca cneJ NpyueM, NNA3MEHATE KOHLCHTPaLKH ¢a noN06HH, HE3aBHCUMO A4/IH TENMHKCapTaHl
ce npHeMa cbe uiiv Oe3 xpaHa.

Cleq nepopasHO MPUIOKEHHE Ha JIEKAPCTBEHUTE N03H, aMIOAMANH CC aGcopbupa nodpe, ¢

MaKCHMaTHA KOHLIEHTpalias B KpbBTa Mexay 6-12 vyaca cnel npueMaHe. YcTanosenata abconoTHa
GHOHATHUHOCT € MexXAy 64 1 80 %. BHOHAIMYHOCTTa Ha aMIOIMIIKH He CE NoBIwiBa O1 nIpye
Ha XpaHa.

PasnpezneneHue




TenMHCapTaH ce CBbP3Ba BbB BUCOKa CTENCH ¢ nnasMenuTe npoTeHny (>99.5 %), OCHOBHO anOyMuH H
anda-1 KHCENUTE TIMKOTIPOTEHHH. CpenHuAT CTalMOHAPEH NPpUBHICH obeM Ha pasnpenenenne (Vdss)

e npubnu3nTenHo 500 AUTPa.

Ob6eMbT Ha pasnpeieneiue Ha aMNoaHNHH € npubnusurento 21 lkg. Hw gumpo NpOy4BaHUATA
qoka3BaT, ue mpubnusurenHo 97.5 %o OT LMPKYyIHPALIHAT aMNOOMITHH € CBbp3aH C Ia3MeHNTe
NPOTEMHH NPHU MALMEHTUTE C XUTNIEPTOHHA

BuoTpanchopMallis

TenMucapTas ce MeTabonu3upa 4pes KoHorauus koM [AIOKYPOHHAA Ha OCHOBHOTO CHENNHEHUE. He e
Ha6ioaaBaHa hbapMaKONoTHYHa aKTHBHOCT NPH KOHIOTAT.

AMIOAMITHH c€ MeTaboMH3npa U3KAHOHHTENHO (npubnusnTenHo 90 %) oT uepHH Apod 10 HECAKTHBHA
meTaboMUTH

EnuMHUHHUPAHE
TenmMucapTan ce XapakTepHu3npa C ABYEKCTIOHEHIIHANIHA KHHETHKA Ha pasrpaxaaHe, ¢ TEPMHHAICH
MONyKHBOT Ha eNeMeHepaHe oT >20 yaca. MakcuMajlHaTa IU1a3MeHa KOHLICHTPALM3 (Cmax) A, B 110~

MasKa cTeneH, NolLTa NoI KpuBaTa “ria3Mexa KOHIIEHTPALHA-BpEME” (AUC), ce noBH1laBaT
HeNPONOPLHOHANIHO Ha N03aTa. Hsma 10Ka3aTeACTBO 33 KIHHHYHO3HAYMMO HATPYIIBAHC Ha
TEIMHCApPTaH, IPHET B NpenopbunTEnHaTa 103a. [nasMeRUTe KOHLEHTpalMH ca 1to-BHCOKH IIPH
JKEHHTE, OTKOAKOTO fIPH MBXeTe, be3 na € HATHLE sHAUKTENHO MOBAHABaHe Ha €QHUKACHOCTTA.

Cnep niepopanto (M HHTPABEHO3HO) MPUIIOKEHHE, TEIMHUCApTaH L OTHENs MOYTH K3LANo ¢ deueca,
OCHOBHO B HenpoMeHeH Bui. KymynaruBHata exCKpelHs upes ypuHara € <] % ot po3arta. OQOLUAT
rmasmen winpbHe (Cliot) € BUCOK (npubnusutenHo 1 000 ml/min) B CpaBHEHHE C TO3X OT

qepHOPOOHHA KPbBEH TOK (OKONO 1 500 ml/min).

En¥MAHAPAHETO Ha aMJIQANIIMH TIpe3 NaaMata © nBy Ha30B0, C TEPMHHATIEH NOMYXHUBOT Ha
eTHMUHHpaHe NPUONU3NTENHO 30 mo 50 waca, npH eAHOKpaTHa AHEBHA 103a. CTauMoHApHH TUIa3MEHH
HMBA ce JOCTUIaT CJieA NPOABDKUTENHO IPHIOKEHHE 32 7.8 nun. 10 % ot amnopunuH u 60 % ot
MeTaboNUTHTE Ha aMIIOANITHHA Ce OTRENAT B ypHHATA

JNineHOCT/HEAUHEHHOCT

He ce oyakna ¢jia00OTO MOHMXABaHe Ha AUC 3a TeTMUCAPTaH, A2 MIOHWKH TCPAneBTHIHATA MY
epukacHoct. Hama nuHeNHa 3aBUCHMOCT MEXK1y JIO3UTE M TU1a3MEHWTE HHBA. [pu mo3u Hax 40 mg
Cmax Y, B 110-MaJiKa CTENCH, AUC ce noBUllaBaT HENMpONOPLHOHAIHO,

AMJIOAMITHH TOKa3Ba JIMpeHHa GapMakOKHHETHKA.

[TenuaTpyuHa GONYyaiys (Bh3pacT o8 ronaMHu)
Hsma naHuu 3a hapMakoKUHETHKaTa Py neadaTputHaTa nonynalus.

flon
Ha6monaBasy ca pa3iiKy B IUIA3MEHNTS KOHUCHTPALIMH Ha TenMucapTaH, ¢ 3- 1 2- KpaTHO MO-
prucokd Cmax ¥ AUC, CLOTBETHO, NPH KEHHU, B CpaBHEHHE C MBKE.

Cmapuecxa 8b3pacm
{apMaKOKHHETHKATA Ha TEIMUCAPTaH HE CC pa3NMuyaBa NPyt MIanW NAL¥EHTH 1 NaLMEHTH B
CTap4ecKa Bb3pacT.

BpemeTo 32 JOCTUTAHE HA TUKOBUTE IUIasMEHHU KOHUWEHTpALWH aMIIOIHTIHH € nogoGHO NpY HHANBUIH
B CTAp4€CKa BB3PacT ¥ Maany WHIHBUIH. [Ipy naukeHTUTE B CTApYECKA BBIPACT, KJIMPBHCET HA
aMJTORMITHH HaMasIaBa, KOSTO UMA 33 pe3yaTal

Bvbpeuno yepescoane




IMpy NauMeHTH C JieKa, 10 yMEpEHa U TEXKa CTENCH Ha 6bOpeuHo yBpexkaane, ce Habnaasa
yBOSIBAHE Ha NNa3MEHHTE KOHLCHTPALLKHU Ha Tenmycaprad. Bee nak, npu nalyueHTH ¢ O0nOpedHo
yBpEXIaHe, MOIJIOKEHN Ha AHanusa, co HaGno1aBaT MO-HUCKHU MNIa3MEHH KOHUCHTPALHH. Tpu
NalLpeHTUTE C HBHOPEUHO YBpeXAaHe, TEMMHCapTat ¢ BhB BUCOKA CTeneH CBbP3aH C IJIa3MEHHUTE
NPOTEHHH ¥ He MOXe Ja Obae OTCTpaHeH Hpes auanu3a. [1oayKHBOTHT HA €NMMHHHPAHE HE CC
NPOMEHS NPY NaLKeHTHTe ¢ 0BOPEUHO YBPEKAAHE. dapMaKOKHHETUKATA Ha AMJIOAWIHH HE CE
OB/IMSBA 3HAUNTENHO OT CHCTOSHKHETO Ha 6LOpeUHO YBPEKAAHE.

Yepnodpobro yepexcoare

OapMaKOKMHETHYHHUTE NPOYYBAHUA MPH NALMUEHTH C yepHOApoOHO YBPEKAAHE MOKA3BAT YBEIHABAHE
4 a6CONIOTHATA GUOHATHYHOCT HA TEIMUCAPTaH 10 61130 100 %. INony»dBOTHT Ha eIUMHHHPAHE HA
TENMUCAPTAH He Ce MPOMEHS NIPU MALMEHTHTE C YBPEKAAHE Ha uepHua Apo0. [TaLmeHTHTE C
4epHOAPOOHO yBPEkKAaHE ca ¢ MOHMKEH KNUPBHC Ha aMJIONUITHH, KOETO UMa 3a Pe3yiTaT
yeenuuasaHe Ha AUC ¢ NpuOIH3UTENHO 40-60 %.

53 [IpeAKAHHHUYHH JaHHH 33 0e30MaCHOCT

TBH KaTo HEKTHRHEAUTE NpodunK Ha TOKCHYHOCT Ha TENMHCApTAH AMITOAWIIHH HE C€
NPUNIOKPHBAT, HE CE O4aKBa 3aCHJIBAHC HA TOKCHIHOCTTA 34 koMOuHauusTa oT ABere. Topa
CTAHOBHIIE Ce MOTBBLPKAABA OT MPOYYBaHe 33 CYOXPOHHHA TOKCHIHOCT (13-ceAMHUHO) NPH
[U1EXOBE, IPH KOETO Ca TECTBAHH 1030BH HHBA OT 3,2/0,8; 10/2,5 u 40/10 mg/kg
TelIMHUCApPTaH/aMNOoIUITHH.

[IpeaxnMHU4HUTE AAHHH 32 1BATA KOMTOHEHTA €4 NOCOUYEHH 10-10Y.

TenMucapTad
[Tpu npeAKAUHUYHHUTE H3MMTBAHUA 3a 0e30MacHOCT, JO3UTE, OTIPEAC/IALLN eKCno3uuus, CpaBHUMa C

1234 B XJIMHUYHKWA TepaneBThues 00XBaT Ha IeKapCcTBOTO, IIPEANIBHKBAT HAMAJIEHH NapaMeTpH Ha
yepBEHHTE KPBBHH KIIETKH (EPUTPOLIMTH, KEMOII0GHH, XEMATOKPHT), M3MEHEeHUs B 6BOpeyHaTa
XeMOIMHaMuKa (OBHILEHH KPbBHK HHBA Ha ypeHHHA a30T, H KpeaTHHHH), KaKTO W [TOBUILEHH HHBA
Ha Kajuii B cepyMa MpH XXMBOTHHM C HOPMAJIHO KPBBHO HAIATAHS, [Tpu kyyera, ce HabnOXaBAT
nunaTauus v arpodus Ha GOpedHuTe TYOYNH. [Ipu Ky4eTa ¥ ILTbXOBE, Chill0 TaKa, ce OTYHTa H
yBpeXIaHe HA CTOMALIHATA JIKTaBULA (epo3ua, ynuepaldy WiH ppananeHue). Tezn GpapMakonoru4Ho-
MefMMpaHH HexelaHH epeKTH, H3BCCTHH OT MpeJKINHUIHHATE H3TUTBAHNA C HHXHOUTOPH HA
aHMUOTEeH3WH-KOHBEPTUpallus eH3UM H aHTHOTEH3HH [1 peuenTopHH On0KEpH, C€ NPEAOTBPATABAT
ype3 OpanHo NpWIOKeHNe Ha CONEBH pa3TBOP. M nipu nBata BUAA XKABOTHH, CC HabmonaBaT
[oBHLIEHA aKTUBHOCT HA MNAa3MEHHA PEHHUH H xuneprodus/Xunepruiasia Ha OBOpeUHHUTe
JOKCTArNIOMEPYIHH KNEeTKH. Te3U NPOMEHH, KakTo H knac-criendduyHuA edekT Ha HHXMOUTOPH Ha
AHrROTEH3WH-KOHBEPTHPAIIMSA €H3UM U ApYTH aHFMOTEH3HH I1 peuenTopHY OJI0KEPH, H3MNEKAA HAMAT
KJIBHUYHA 3HAYHMOCT.

He e HaGnronapaHo Z0Ka3aTe/JACcTBO 33 TEPATOTCHER edexT, BBIPEKH Ye TEMMUCAPTaH B TOKCHYHHA 1031
oka3Ba eQeKT BbPXY MOCTHATAIHOTO pa3BUTHE Ha MOTOMCTBOTO, KaTo NO-HHCKO TENECHO TEMJIO U

KBCHO NpOoriexaaHe.
HsMa DOKa3aTeCTBO 32 MyTareHeH e(pexT nix KIacToreHHa akTHBHOCT 110 BpeMe Ha in vitro

npoy4BaHusA, KAKTO H JOKa3aTeNCTBa 34 KapiHHOT€HHOCT APH MNBX0BC H MHHUIKH.

AMIOIHIIUH
Penpodykmuena moxcu4Hocm

PernpoiyKTHBHHTE NPOYUBaHHs MPH TUTHXOBE H MUUIKH [IOKA3BAaT 3aKBbCHUIO paxkJaHe, yABIHKEHO
paXKJaHe ¥ HAMATEHA NPeKUBAEMOCT Ha MATIKHTE NPH NI03H npu6nyu3nuTenHo 50 mbTH NO-BHCOKH OT
MAKCHMATHATA NPENOPhUMTEHA 1033 NPH Xopa Ha basara Ha mg/kg.

Hapywenue na pepmunumema .
He e ycraHoBeH edyexT BbPXY PEpTHIUTETA HA TUTBXOBE, Ha KOHTO e TIpUN0XKEH nepop Wil H :

AMITOLHTTHHOB Masieat (Ha MbXKH 3a 64 /IHM U Ha XCHCKH 33 14 RHH NPe/U yUGTOC Ao 45 .2
10 mg amnoaunun/kg/aed (OKoo 8 NpTU* MaKCHMasHaTa NpenopbYuTenHa 103a T

1 rregt



Ha Gazata na mg/m?). B Apyro npoy4saHe NpH ITHXOBE, B KOETO Ha MBXKH TUIBX0OBE € INpHnaran
aMJIOAUMUHOB O€31NaT B IPOABIKEHHUE Ha 30 gHu IpW 1033, CpaBHUMA C 103aTa NPH X0pa Hd Oazara
na mg/kg, ca yCTaHOBEH) NOHWKCHH TUTa3MCHH HHBA HA POJIMKYTOCTUMYHpall XOPMOH H
TeCTOCTEPOH, KAKTO 1 HaManeHa ITBTHOCT Ha cniepMara ¥ Hamanex OpoH 3penu criepMaTiin H KNETKH
Ha CepTonu.

Kanyepozere3a, MymazeHe3a

M1LXx0BE U MHLIKH, Ha KOMTO € MpusiaraH aMJIoAKNUH ¢ xpaHaTa B MPOAB/DKEHHE HA ABE FOAMEH, B
KOHLIEHTPAaUMH, N34UCTIEHH TaKa, 4€ Aa OCUTypABaT nHeBHH no3osu HuBa 0,5, 1,25 ¥ 2,5 mg/kg/neH,
e OKa3BaT JaHHM 32 kaHueporeHHocT. Han-BrcokaTa 11034 (3a MMIIKH MoziofHa Ha, a 3a NIBX0BE
[BOIHO MO-BHCOKa® OT MaKCuManHara MpenopbyMTesIHa KI¥HHYHA 1032 OT 10 mg Ha Oa3ata Ha
mg/m?) e Ouna 6nu3Ka 0O MaKCHManHATd JOHOCHMA 1034 332 MHLIKH, HO HE M 33 TUIBXOBC.
[IpoyuBaHuATA 32 MyTAreHHOCT HE [0Ka3Bat CBLP3aH# C NeKapCTBOTO eeKTH HATO Ha F€HHO, HHTO
Ha XpOMO30MHO HUBO.

*BazupaHa Ha auueHT C TEIECHO TEO 50 kg

6. OAPMALUEBTHYHA JAHHH
6.1 CrnuchK Ha NOMOIHHHTE BellE€CTBA

Harpues XuapoKCcua
MernymMuH

MosunoH (K-25)

Kenezen okcu, xbiat (E172)
MaHuTOoN

MHKpOKPHCTAIHA LENTYII03a
KpocnoBHAOH

Marsesues cTeapar
[TpexenaTHHU3UPAHO HNLLIECTE
[HapeBM4HO HULLIECTE
KonouneH 6e3B0JieH CUNHLKEB NHOKCHA

6.2 HecbBMECTHMOCTH

HenpunoxuMo

6.3 Cpox Ha rOZHOCT

2 COAHHH.

6.4 CnelHajHH YCJ10BHA HA CbXPaHEHHE

Ja ce CbXpaHsiBa B OPHIMHAIHATA ONAKOBKa 3a id € fpeAnasy oT CBETIHHA.

6.5 BHau chIbPKAHHE HA OTIAKOBKATA

KaproHeHa KyTHA CbAbpiaila 14, 28, 30, 56, 90, 98 TabNETKH B Aluminum/OPA/Aluminum/PVC
onaucrepu.

He pCUYKY BJOBE ONAKOBKM MOraT Aa 6bAaT NyCHATH B npoaaxba.

6.6 CreuuaJHH NpEeANa3sHH MEPKH NpH H3XBBPJISAHE




Beeky HEM3MNOI3BAH IEKAPCTBEH NPOAYKT WITH OTTIANBICH maTepuas TpAOBa Aa ce N3XBBPIA CHIIACHO
MECTHHTE U3UCKBaHMs.

7. NIPUTEXATEJI HA PA3ZPELIEHHETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S.A.
ul. Pelplifiska 19, 83-200 Starogard Gdanski, [loniua

8  HOMEP HA PAZPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20190262

9. JATA HA IBPBOTO PAIPEIIABAHE/MOJXHOBSABAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

JlaTa Ha MLPBO pa3pellaBaHe. 13.11.2019

10. JATA HA AKTYAJHM3HPAHE HA TEKCTA




