KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA

1. UME HA JJEKAPCTBEHMUSI NPOAYKT | Knamxa xapaxmepucmura na n
PasenToH 80 mg/10 mg TabneTku e S L R s oty
Raventon 80 mg/10 mg tablets | Paspewen
2. KAYECTBEH U KOJIMMECTBEH CHhCTAB

Besika Tabnerka cpabpxka 80 mg tesimucapraH (telmisartan) u 10 mg amnioaunud (amlodipine) (moa
dbopmara Ha aMIO0AUNUHOB Oe3uar).

[TomouHO(H) BellecTBo(a) ¢ M3BECTHO AEHUCTBUE: HATPHH
Bcska Tabnerka ceabpxka 3,86 mg HaATpUH.

3a MbJIHUA CITUCHK HA IMMTOMOLLHUTE BEIIIECTBA BHKTE TOUYKA 6.1.

s JIJEKAPCTBEHA ®OPMA

Tabnerka
JIBoitHOM3NMBKHAMH, npoabarosaru (14,7-15,3 mm x 7,0-7,6 mm), aBycnoiHu Tabnerku, 0enu no

noyTy OenM OT eIHaTa CTPaHa U JXbJITH OT Apyrara, 1OMYCTUMH Ca MAJIKU NMETHhHLA OT XbJITaTa
CTpaHa.

4. KIUHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHS
JleueHne Ha eceHIIMAJIHA XUTIEPTOHUSA MTPHU Bb3PACTHH:
Jonbipaia Tepanus

PaBenToH 80 mg/10 mg € nmoka3aH npu Bb3paCTHH, YHETO KPBbBHO HAJIATAHE HE CE MOBJIMABA
aJIeKBaTHO MPH CaMOCTOATENHO jieueHue ¢ PaBenToH 40 mg /10 mg wiau PaenTon 80 mg/5 mg.

3aMecTUTEIHA Tepanus
[laLMeHTUTEe, KOUTO NpHEMAaT TeJIMUCAPTaH U aMJIOAUITMH oA (opmara Ha OTAETHM TaOJIEeTKH, MOraT
BMECTO TOBa Aa mpuemar TtabjieTku PaBEHTOH, KOUTO CHABLPIKAT CBHLUMTE KOMIMOHEHTH ChC CBIUWTE

JO3H.

4.2 J103MpOBKAa H HAYHH HA NPHJIOKEHHE

Jo3upoBka
[IpenopbuMTeIHATA 1032 HA TO3M JIEKAPCTBEH MPOAYKT € €Ha TaldJeTKa Ha JIeH.

MakcuManHaTa npernopbunTeNHa no3a e eaHa tabnerka 80 mg renmucapran/10 mg aMIOIUMUH Ha
neH. To3u JiekapCTBEH MPOAYKT € MOKa3aH 3a AbJIFOCPOYHO JIEUEHHE.

[IpyemMaHeTo Ha aMJIOAMITUH 3aeQHO ¢ rpeindpyT WK COK OT rpeHndpyT HE C€ MPenopbyBa, ThbU KaTo
MPH HAKOH MALIMEHTH eQEeKThT Ha MOHW)XKaBaHE Ha KPBBHOTO HaJIAraHe MOXKE J1a C€ 3aCUJIH, B pe3yJiTar
Ha MOBHILaBaHe Ha OMOHAJIMYHOCTTA (BXK. TOUKaA 4.5).




Lonvreawa mepanus
PasentoH 80 mg/10 mg tTabnerkn Morar Jia C€ MpHUAArar NpH NaLMeHTH, NpKH KOUTO KPBbBHOTO
HAAraHe He MOXe JIa ce KOHTPOJIMpa aaekBaTHo caMo ¢ PaBentod 40 mg /10 mg w1 PaseHTOH

80 mg/5 mg.

[TpeniopbuBa Ce OTAEJHO TUTPHUPAHE HA O3UTE HAa JABATA KOMIOHEHTA (T.€, aMJIOAMITUH H
TEIMUCAPTAH) MpeRH NpeMHHaBaHe KbM (GUKCHpaHaTa JiekapcTBeHa koMOMHalHs. Korato € yMecTHO
OT KIHMHHUYHA IMeAHA TOUKA, MOXKe haa ¢e 0OMHCIH TUPEKTHO NIpeMKHABAHE OT MOHOTEpaIii KbM
buKcHpaHaTa JekapcTBeHa KOMOUHALUA.

[TauyenTure, npuemaiy 10 mg aMNOOUIKHH, MPU KOMTO Bb3HHKBAT A03a-3aBUCHMH HEXECIAaHH
peakLiMH, KaTo eeM, MOTAT Ja npeMuHat Ha Tepanus ¢ PasenToH 40 mg/5 mg BeIHBK THEBHO,
HaMa/IsBaliKH A03aTa aMJI0AUIAH, Oe3 Taka Ja ce HaManapa QYakBaHUAT AaHTHXHITEPTEH3HUBEH
OTrOBOP.

Jamecmumenna mepanus

[TauueHTHTe, KOUTO NMpHeMaT TeJIMHCAPTAaH ¥ aMJIOAUIIHH 1104 popMara Ha OTOEITHH TabJIETKH, MOraTt
BMECTO TOBA BEJHBX JHEBHO Jia npUeMaT TabneTku PaBEHTOH, ChAbPKAIUM CHLIOINTE KOMIIOHEHTH, ChC
ChIHTE AO3H B €HA TabieTKa.

Cmapuecka gv3pacm (> 65 years)

[Ipu nauKeHTH B CTapUECKa Bb3pacT HE € HeoOX0AMMO KOpHIrHpaHe Ha no3ara. Mima manko
HHpopMaluua 3a NpUNaraHeTo Npyd MHOIO Bb3PACTHH MALMEHTH.

[1pH NauueHTH B CTapuecka Bh3pacT Ce MpenopbuBar 0OMYaHUTE CXEMH Ha MPUIAaraHe Ha
aMJIOZIMITHH, HO TPH yBelH4YaBaHe Ha Ao3ara TpAbBa Ja ¢e Moaxoxaa ¢ NOBUIIEHO BHUMaHHe (BX.
TouKa 4.4).

Fvbpeuno yapescdane

ONUTLT NMPH NALMEHTH ¢ TEXKO OLOpeuHo yBpexaaHe WM IpH TE3M Ha XEMOAHANN3a € OrPaHHYEH.
[Tpu Tasu rpyna NaumeHTH ¢e MpEenopbyuBa MPHEMAHETO Ha TENMHUCAPTAH/aMIOJUITHH A4 CTaBa C
NOBALIEHO BHHMAHKE, Thil KaTO aMJIOAUTIHH HE C¢ AHATU3HPA, a TEJIMUCAPTAH HE C€ OTCTPaHABA OT
KPBBTa Upe3 XeMOQHATpaLKA U He € AUanu3upa (BX. chilo Touka 4.4). He ce M3MCKBA KOpUrdpane
H4 IO3XPOBKaTa NPH MallMEHTH C NeKa J0 yMepeHa cTeneH Ha 6p6peydHo yBpeKaaHe.

Yeproopobro yepescoare

PaBeHTOH € MPOTHBOMOKA3aH TP NAIWEHTH ¢ TEXKKO YepHOAPOOHO yBpexnaHe (Bx. Touka 4.3).

[Ipy naLMeHTH C JIeKa A0 YMePEHa YepHOAPOOHO YBpeXIaHe, TeIMUCapTal/aMIOAUITMH TpsOBa Ja ce
Npuiara ¢ BHUMaHue. 3a TenMucapTaH, 103MpoBKaTa He TpAdea Aa Hansuiaea 40 mg BENHBX AHEBHO
(BX. TOUKZ 4.4).

ITeduampuuna nonynayus
Be3sonacHocTTa K epHKaCHOCTTA Ha TEJIMHCAPTaH/aMJIOIUNVH NpH aeua nod 18-roaviiHa Be3pacT He
ca YCTaHOBeHHU. HAMa HaATMYHU JaHHHU.

HauuH Ha npunoxeHue
[TepopanHo NpWIOKEHUE

PaBeHTOH MOXKE Aa ce NpHeMa cbe WK 6¢3 xpana. [Ipenopbusa ¢e npHeMadeTo Ha PaBEHTOH ¢ MAlKo
KONTUYECTBO TEYHOCT.

4.3 IIpoTHBONOKA3AHHA

- CBpBXYYBCTBHTEIHOCT KbM aKTHBHHTE BELIECTBA, KEM JUXUIPONHPHAWHOBH ITPOW3BOIHH WIH
KbM HAKOE OT IMOMOILIHHUTE BElecTBa, U3DpoeHH B TOYKa 6.1

- BTopu u TpeTH TpHMECTBP OT OpeMeHHOCTTA (BX. TOUKH 4.4 1 4.6)

- XibuHY OOCTPYKTHBHM HapyIIeHHA H TEXKO YepHOApoOHO yBpeKAaHe

- [Ilok (BKIIOUMTENTHO KapAHOTEHEH WOK)




- O6CTPYKLUHAA Ha U3XONALUKA TPaKT Ha IABaTa KaMepa (Hanp. BHCOKOCTENECHHA a0PTHA CTEH034)
- XeMOIMHAMHAYHO HecTaOMIIHA ChpAeYHa HEAOCTATBYHOCT CJIEH OCThP HHGAPKT HA MHOKapaa

CenprcTBatiaTa ymorpefa Ha TENMHCAPTAH/AMIOAUNMH ¢ ATHCKHPEH-CHABbPHKAIUM JIEKAPCTBEHU
NPONYKTH € NpOTHUBONOKA3aHa npv NauneHTH ¢ auaber wiu 6bnbpeddo yspexaaHe (GFR < 60
ml/min/1,73 m?) (8x Touxu 4.5 u 5.1).

4.4 CneunaJHH NpeaynpexKIeHHN H NPEANAa3HH MEePKH NpH ynoTpeda

bpeMeHHOCT
[To BpeMe Ha OpemeHHOCT He TpadBa ma ce 3armo4yBa Tepanus ¢ aHrnoTeHsuH Il peuenrropHy Gnoxepn.

OcBeH KOraTo Npoab/HKaBaHETO Ha TepanuaTa ¢ aHr1oTeHsuH Il penenropru 6nokepu ce cMATa 3a
HaJI0)KHTEJTHO, TAaIMEHTKHUTE, IUTaHUpally Aa 3abpeMeHeAaT, Tpa0Ba Ja MPEMUHAT Ha AITEPHATUBHO
AHTHXHIIEPTEH3IUBHO JIeYeHUe, ¢ YCTaHOBEH nMpodi Ha fe3onacHOCT npM ynoTpeda no BpeMe Ha
OpemenHocT. Crien JUarHoCTHIHpaHe Ha OpeMeHHOCT, TeueHUeTo ¢ aHrHoTeH3uH I peuenropau
Onokepu TpAGBa na 6bAe NpeycTaHOBEHO HE3abaBHO, H, MO BL3MOXHOCT, Ja €€ 3aroYyHe alTePHAaTUBHA
tepanus (Bx. TOUKHU 4.3 1 4.6).

YeproapoOHO YBpexkaaHe
TenMucapTaH ce eKCKpeTHpa NOYTH H3UAI0 Ypes XiIbykarta. [Ipy nauueHTHTe ¢ 00CTpYKTHBHY

3a0oNABaHUA HA XIIBYKATA WIH YepHOApoOHO yBpeXIaHE MOXKE I3 ¢€ 0UaKBa MMOHIKEH KITHPBHC.
[ToJyXHUBOTHT Ha aMJIOIUITHH € YABMKEH U CTORHOCTHTE Ha AUC ca no-BHCOKH NPDH NMaLUHEeHTH ¢
HapylleHa YepHoapobHa ¢yHKIMA, KaTo He ¢a YCTaHOBEHH NMpEnophKy 3a qo3ata. [1o Tasu npuyirHHa
NEYEHNETO C AMITOMITMH TpAOBA Aa 3ano4He ¢ 1032 B A0JHUA Kpail Ha J030BHA HHTEPBAN U 12 ce
NOAX0XIA C MOBHIIEHO BHUMaHHE KAKTO MpH 3aM04YBAHE Ha JICUEHUETO, Taka ¥ IIPH yBEIUYaBaHe Ha
nosara. ETo 3all10 nNpH Te3d MalUeHTH TeJIMHCapTaH/aMIoAUINUH TpgGBa na ce ynorpedsasa ¢
NOBHLUEHO BHHMAaHHE.

PeHoBacKyIapHa XUIEPTOHNA
Koraro naumeHTH ¢ AByCTpaHHA CTEHO3a Ha ObOpEeYHUTE apTepu WK CTEHO3a Ha apTepus Ha

egHHCTBEH PyHKUIHOHMpall OB0pek, ca TeKyBaHH ¢ JIEKApCTBEHH [IPOAYKTH, KOMTO 3aCAraT CHCTEMATa
peHHH-aHrMoTeH3uH-anaocTepoH (PAAC), cpiiecTByBa MOBHIIEH PHCK OT TEXKA XHUIIOTOHHR U

OBp0OpeYHO yBpexaaHe.

Brbpeuno yBpexAaHe U TpaHCIUIaHTAauMA Ha OL0pek
Korato TenMucapTal/aMIOAMIIHH C€ H3II0JI3BA 3a JIeUeHHE Ha MalMeHTH ¢ HapylleHa OnbpeyHa

$yHKIMsA, CE MPENOpPbYBaA IEPUOAHYHO MOHHUTOPHPAHE HA CEPYMHHTE HHUBA HA KAHK ¥ KPEaTUHMH.
Hsama orMT B IpUIAraHeTo Ha TEJIMUCAPTAH/aMIIOMUIIHH [IPY NALMEeHTH ChC CKOPOIIHA
TpaHCIUTaHTAauMuA Ha Op6pex. AMIOAMNHA HE c€ OMANU3Npa, 4 TENMHCApPTaH He CC OTCTPaHABA OT
KpBBTA upe3 XxeMouITpaua 1 He ce JUaTH3Hpa.

[TalMeHTH ¢ XMNOBOJIEMHUA /UM U3UEPIIBAHE HA HATPUA
[MpH nanHeHTH, ¢ XUNOBONEMHUA H/WIH H3UEpIIBAHE HA HATpHA, HaNpHUMEp NMOpaAW WHTEH3IWBHA

OUYpeTHYHA Tepallks, HaMaIEH MpYeM Ha COJIH Nopaly JUEeTa, AMapHA WIH NOBPhLIAHE. MOXe 12
BL3HHKHE CUMITTOMAaTH4YHa XHNOTOHUA, ocobeHo cnel NMpunaraHe Ha appBaTa Ao3a. TakuBba
ChCTOAHHA TpAOBa Aa ObAAT NpeoONeHH MpeAy NPUI0KEHHUETO Ha TeENMHUcapTaH. B cnyyait Ha
XUTIOTOHMS BCJIEACTBHE JIEUEHHE C TeIMUCApTaH/aMIOAHIIMH, TaUNeHTHT TpAOBa fa OBbAe NMoCTaBeH B
NErHAN0 TIOJIOKEHUE B, aK0 € HeoOX0aUMO, aa My ObIe MPUAOKEHO HHTPABEHO3HO BIIHBAHE Ha
dbusronornueH pasreop. Cnen crabunn3npaHe Ha KPbBHOTO HANATaHe, NEYEeHUeTo Moxe 1a oOnae

NPOABKEHO.

JIBoiiHO 6a0KHpaHe HA PEHHH-AHTHOTEH3HH-ANI0CTepOHOBAT acucremMa (PAAC)
Hma panny, ge cpirbTeTBalaTa ynorpeda Ha ACE unaxuburopu, anruotedsuH Il-penentopHu _
OJIOKEPH WIH ANTHCKHPEH MOBUILIABA PUCKA OT XHIIOTOHWA, XHIIEPKATHEMHA H HAMaJIABaHC Be eHUMA 7
6p6peunata GpyHKIMA (BKIIOUHTEIHO TEXKO 660peuHo yepexaane). [lopaay ToBa HE C /
ABoiHO Onoxupane Ha PAAC upes xomMGunupanara ynorpeba va ACE HHXHOUTODH, IUTY
pelieNTOPHH OIOKEPH WM aTUCKHUpeH (BX. To4KM 4.5 ¥ 5.1), =
.
O




AKO Ce TIpeLieHH, e TepanuaTa ¢ ABoiiHo OokupaHe e abcomoTHO HeoOXoanMa, ToBa TpsOBa fa
CTaBa caMoO Noj HaOMIOJAEHHETO Ha CNELIMATHCT Y [PH YECTO BHUMATEIIHO MOHUTOPHPaHe Ha
O0b0peyHaTa QYHKLUA, SNEKTPOJIUTUTE U KPBBHOTO HANATAHE.

ACE uuxututopH n auruoteHsuH Il-peuenropuy 6nokepu He TpabBa na ce U3Noa3BaT eZHOBPEMEHHO
[py naldeHTH ¢ guaberHa Hedponarus.

E pYTH CHCTOAHKA CHC CTHMYJIAIIHA HA CHCTEMATA PEHHWH-aHTHOTCH3UH-A/INOCTCPDOH

[1py NauUeHTUTE, YHUTO CBAOB TOHYC U 6BOpeuHa QyHKUMA ca B 32aBUCUMOCT Haili-Beye OT NeHHOCTTa
Ha peHMH-aHTHOTEH3HH-AUIOCTEPOHHATA CHCTEMA (HANp. MalMEeHTH ¢ TEXKKA KOHreCTHBHA Chp/ieyHa
HEJ0CTaThYHOCT WX OCHOBHO O10peuHo 3a00mnsaBaHe, BKIOYUTENHO CTEHO3a Ha OBLOpeyuHHTe
apTEpHH), ICUEHHETO € IEKAPCTBEHHU NPOAYKTH, MOBIHABALIHY Ta3H CHCTEMA, CE CBBP3BA C OCTPa
XUIIOTOHMS, XUIIEPa30TEeMHs, OJIUTYPHS, MK PAAKO C TeKKO 6b0peyHo yBpexkaaHe (BK. ToUKa 4.8).

[TepBUYEH 2NNOCTEPOHHIBM

[TauueHTHTE C NBbPBHYEH ANZOCTEPOHUIBM B 00K Ciryvai HE ce NOBAHABAT OT
AHTHXWMEPTEH3HBHHUTE JIEKaPCTBEHH NMPONYKTH, AeHCTBAIIM Ype3 HHXHOUpaHe Ha peHHH-
aHrMOTEH3HHOBaTa cHcreMa. [Topanu Tosa, ynorpebara Ha TeIMHUCApTaH HE ¢e MpenopbyBa.

CreHo3a Ha a0PTHATA W MUTpalHATa Kiana, o0CTpYKTHBHA XUNepTpodUYHA KapIHOMHONATHA

KakxTto npu apyrure ¢haopaslidpABallH CPEACTBa, CIIELMATIHO BHUMAHHE ce oOpblua Ha auueHTUTe,
CTpaJallii OT CTeHO3a Ha aOpTHATAa H MUTpAITHATA Kiara, WIK 00CTpPYKTHBHA XUNIEPTPOPHUIHA
KapAUOMHUOIIATHA.

HecrabuiHa CTeHOKAPAUA.OCThD HHGAPKT HA MUOKApIA
Hsama naHHH B OAKperia Ha ynoTpefara Ha TEIMUCAPTAH/aMITIOIMIIHH B ClTy4ai Ha HecTabMiHa
CTEHOKapIMA M MO BpeMe Ha WKW 10 Kpas Ha ITbPBUA MECEL] CIER NPETHPIIAH UHBAPKT HA MHOKap/Aa.

[TlallMeHTH CkC ChPACYHA HENQCTATHYHOCT

B enHO IBArOCPOUHO, rnaueto-KOHTPOIHpaHO U3INMKUTBAHE HA aMITOOHUIIHH NPH MALMEHTH ¢ TEXKa
chbpaeyHa HeaoctaTpurocT (knac III u IV no NYHA) ceobwenara yectora Ha 650 apobeH 0ToK € Mo-
BHCOKA B IpyraTa Ha JIeYeHHe ¢ aMAOAUIHH, OTKOJIKOTO B rpynata Ha rutanebo (Bx. Todka 5.1). Ilo
TA3H [IPHYHHA IPH MALHEHTHTE ChC ChPAEYHA HEAOCTAThYHOCT IEUEHUETO TPAOBA ia ce NMpuiara ¢
MOBHILIEHO BHUMAHHUE.

Bnokepu Ha KaTUMEBUTE KaHATH, BKJIIOYHTEHO aMIIOZIUITUY, TpAOBa Aa ce NPWIAraT ¢ IIOBHILUEHO
BHHMaHHE NPH MALHEHTH CBC 3aCTONHA ChPACUHA HEOOCTATHYHOCT, Thi KaTO MOXE Aa yBeJTH4ar
pUcKa OT OBACIUM CHPACYHO-CHAOBH CEOUTHS H CMBPTHOCT.

[TauveHTH ¢ Jdaber, TeKYBaHU C KHCYJIWH WX IPOTUBONHAOETHH CPEaCTRa
[Tpu nedeHne ¢ TENMHCAPTAH, MPH TE3H MALMEHTH MOXKe 1a B3HHKHE XUITOMVIMKEMHA. 3aTOoBa NpH
Te3H MaluueHTH € HeoOXoauMo aa ce 00ChAH ChOTBETHO NpOCie/sBaHe Ha HUBOTO HA IM1I0KO03a B

KPBBTA H MOXKE JIa CE€ HAJTOXKH KOPHUIHpaHe Ha A03aTa MHCYJIHMH HIIH ﬂHTHIIH&ﬁETHD CpEACTBO, KOI'aTO €
NNoKa3aHo.

XUIEpKATNEMHUA

Ynorpebara Ha JTeKapCTBEHH MPOAYKTH, KOUTO MMOBJIHABAT PEHUH-aHTHOTEH3WH-aIIOCTEPOHHATA
CHCTEMA, MOYKE 11a IPHYMHE XHIepKaneMus. XUnepkaneMuaTa Moxe 1a IPHYHMHHA CMBPT NpH
NAaUMeHTH B CTAPUECKa BB3PACT, NalHEHTH ¢ OBOpeYHO yBpeKaaHe, MAUEHTH ¢ AUabeT, MalueHTH Ha
CBITHTCTBAILA TEPANUA ¢ JIEKAPCTBEHU NPOIYKTH, KOUTO MOTAT Ja MOBHIIAT KOHLIEHTPAaLATA Ha
Kanuii, ¥/ Uy MpH MaUHeHTH ¢ IPYrd ChIIBTCTBAILM CHCTOAHHA.

[Mpenv ga ce B3eMe PEeILESHUE 3a €AHOBPEMEHHO NPUJIOKEHHE Ha JIEKAPCTBEHH NPOAYKTH, KOUTO
[MOB/IUABAT CUCTEMATA PEeHHH-AHTHOTEH3UH-ANA0CTEPOH, Tp0Ba Ja ce NpeLeHH CbOTHOLLIEHHETO
MoJi3a/pHUCK.

OcHOBHMTE PHCKOBH (haKTOPH 3a BE3HHKBAHE Ha XHINEpKaineMus, KouTo Tpabsa na ce B3

BHUMAaHHUE €A
- 3axapeH auaber, 6L0peuHO yBpexaaHe, Bp3pacT (>70 roauun)




- KOMOMHAIIMA C eRHH WIH [OBeYe JIEKaPCTBEHH NPOAYKTH, KOMTO IIOBJIMABAT CUCTEMATA PEHHUH-
AHCMOTEH3HH-AIIOCTEPOH H/WNY ChABPKALIM KATKHA XpavUTENHH 100asky. JlekapcTBeHHTE
MPOAYKTH WIH TEPaNeBTUURUTE IPYTiH, KOUTO MOTaT Ja MPeAUIHBUKAT XMIIEPKaIEMHUA ca
3aMeCTHUTENH Ha COJITA, ChABPXKAIHY KW, KaTui-ChXpaHasauin auypetuun, ACE
MHXUOUTOPH, aHTHOTEH3MH I peuenTopHy O610Kepy, RECTEPOUAHN NPOTHBOBBINATHTENHY
cpeactea (HCIIBC, skmounTento cenektuBHUTe COX-2-HHXHOHTOPH), XENnapuH,
HMYHOCYTIpecOpH (LIMKJIOCTIOPHH WY TAKPOJIUMYC) U TPUMETOTIPHM,

- CBITHTCTBALIM CBOUTHA, B YACTHOCT AEXHAPATALIHA, OCTPa ChbpACYHA ASKOMIECHC AU,
mMeTabOoIHTHA alli03a, BiaolaBaHe Ha On0peunaTa QyHKIHA, BHE3aTHO BIOLIABaHe Ha
CBCTOSHHETO Ha OB0OperuTe (Hanp. HHEKLMO3HYN 3abonaBanu), KIeThYH TM3a (Hanp. ocTpa
MCXEMUA Ha KpaiHKK, pabioMyuonusa, ronsiMa TpaBMa).

HeobxoaumMo e 13 ce MpoBeXAa BHUMATETHO MOHUTOpHpaHe Ha CePyMHHUTE HHBA Ha KauA NMPH TE3H
nalUMeHTH {BX. To4Ka 4.5).

[[altMeHTH B CTApYECKa Bb3pacT
[Ipy yBenHuaBaHe Ha 034Ta Ha aMJIOAMITHH NPH MTAMEHTH B CTApYecKa Bb3pacT TpAdBa Ja ce
NOAXO0X4 ¢ MOBHILEHO BHUMaHMe (BK. TOuka 4.2 K 5.2).

Hartpuii
To3u NIeKapCTBEH NPOAYKT ChABPXKa No-Manko oT 1| mmol Hatpuit (23 mg) 3a Tabnerka, T.e. MOXe Ja

ce Kaxe, ye NPakTHUYECKH HE ChABPXKA HATPHH.

HcxeMnuHa O0NECT Ha CHPLETO
KaxTo rmpH BCEKH aHTHXUIIEPTEH3UBEH JICKAPCTBEH NPOAYKT, NPEKOMEPHOTO MOHIKEHHE HA KPBBHOTO

HangraHe Tpy MalUeHTH ¢ HCXEMUYHA KapAUOMHOIIATHA HIH HCXEMHYHO ChpASYHOCHAOBO
3abongBaHe MOXE Oa nHoBeae 10 HHPAPKT Ha MHOKApAa WIH HHCYIT.
4.5 B3aumogelicTBHE ¢ IPYIrH JeKapPCTBEHH NIPOAYKTH H APYrH GOpMH Ha B3aHMOAeHCTBHE

He ca ycTaHOBEHH B3aMMOJIEHACTBHA MEXIY ABAaTa KOMIIOHEHTA HA Ta3H PuUKCHpaHa KOMOHHAIHA 110
BpeMe Ha KIIMHHYHUTE U3ITUTBAHUA.

BianmopeiicTBia, CBbp3aHH ¢ KOMOMHAIUATA
He ca npoexaaHu Npoy4YBaHuUs 3a JEKAPCTBEHUTE B3aUMOACHCTBHA.

a ce azeme npedauod npu convmemeaya ynompeba

Hpyeu anmuxunepmen3susru neKapcmaenu nNpooykmu
TToHMKABALMAT KPBBHOTO Ha/rase epekT Ha TeIMHCAPTAH/aMIOIUITHH MOXe Aa Oblie 3aCHIICH [TPH

CBITBLTCTRALA YHoTpeba Ha IPYrH aHTHXHIICPTEH3UBHH J1IEKapCTBEHH IIPOIYKTH.

Jexapcmeenu npoOykmu ¢ NOMEHYUAT 3Q NOHUNCABAHE HA KPBBHOMO HAAA2AHE

C ornen Ha papMaKoJIOTHYHHUTE UM CBOICTBA, MOXKE J1a C€ 04aKBa, Ue CIEIHHTE NEKAPCTBCHH
NMPOLYKTH MOFAT Ja 3aCWIAT XMIIOTOHUYHHUTE €(PEeKTH Ha BCHYKH aHTHXUINIEPTEH3UBHHU CPEACTBA,
BKJIIOHMTENIHO TO3H JIEKapCTBEH NPOAYKT, Hanp. baknodpen, aMmupOCTHH, HEBPONENTHLIH HIH
aHtHaenpecanTd. ChbIIO Taka, OPTOCTATUYHATA XHIIOTOHWA MOKe 1a ObJie 3aCHJICHA W OT aJIKOXOJL.

Kopmuxocmepoudu (3a cucmemHo npuiojicerue)
HamansaBaHe Ha aHTUXHUIICPTEH3UBHUSA €(EKT.

B3auMoaeHCTBHA, CBBP3aHU C TEAMHCAPTaH

He ce npenopwuga convmcmeaya mepanus

Kanuii-cuxpansasauiu Ouypemuyu unu CoObpiICauiy KQiuu xpanumentu 0obasxu




AurnoteHsus Il peuentopHnTe ON10KepH, KAKBBTO € TENIMUCApTaH, HaManABaT 3arybaTa Ha Kanui,
NPUAM3BHKAHA OT IUypeTUhluTe. Kanuh-chxpaHsBallliTe JHYpPETHLHM KaTo CIIMPOHOJIAKTOH,
eIUIEpEHOH, TPHAMTEPEH, WM AMUIOPHA, ChOBPMKALLUTE KANHA XpaHUTETHN 100aBKH, HIH
ChABPKAIIMTE KATHHA 3aMeCTHTENY Ha COJITa, MOTaT fa JOBEAAT A0 3HAUHUTEITHO NOBHIICHHE Ha
CEpyMHHA KaJluii. AKO € IoKa3aHa ChITHTCTBALHA yroTpeda, nopasu AOKYMEHTHPAHA XHIIOKATHEMHA, €
HeoOX0IMMO JIEKAPCTBEHHUTE MPOAYKTH A2 ObJaT M3MOI3BAHH C TOBHILIEHO BHHMAaHUE, H ¢ MOCTOAHHO
MOHHTOpPHPAHE Ha CCPYMHUTE KOHLUECHTPALIHK Ha KaJiH.

JTumuis

CrobwaBaHH ca ciiyyad Ha OGpaTHMH NMOBHIICHHS B CEPYMHUTE KOHUECHTPALIMH Ha IUTHSA H
TOKCHHYHOCT, [IPH €AHOBPEMEHHO MPUIOKEHHE HA NHTHH U HHXHOMTOPH HA AaHTHOTEH3UH
KOHBEPTHPALLHA €H3UM, KaKTO U ¢ aHrnoTeH3UH Il penentopHu 6okepH, BRIIOUYUTEIHO TEJIMHCAPTaH,
Axo koMOHHHpaHaTa ynotpeba ce okaxe Heofxoauma, € NpenopLYHTENCH BHUMATE/IEH MOHHTOPHHT
Ha CepyYMHUTE HWBA HA JIUTHA,

Hpyeu anmuxunepmen3usHu 1eKAPCMBERU NPOOYKIMU, OeUCMBAaLyli HA PEHUH ~AHZUOMEHIUH
anoocmeponosama cucmema (PAAC)

JTaHHH OT KIIMHHYHH NPOYUBaHHA NMOKAa3BarT, 4e ABOHHOTO OJIOKMpaHe Ha CHCTeMaTa PEHUH -
aurnoteH3uH angocrepoH (PAAC) upes komOuHupaHara ynorpeda Ha ACE unxudurops,
aHrHoTeH3uH II-pelienTopay OJIOKEPH WK ATUCKUPEH CE€ CBBP3BA ¢ NO-BHCOKA YECTOTA HA HEXE/MaHH
chbOWTHA, KATO HANPHUMED XUMTOTOHHUA, XUNEPKATHEMHKA U HaManABaHe Ha OLOpeyHaTa pyHkuuA
(BKTIOUHTENHO TeXKO OBOpeyHo yBpexaaHe), B CpaBHeHHE ¢ ynoTpebaTa camMo Ha €JHO CPEACTBO,
neiicreamo BepXy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Cunememeauia ynompeba, UsucKeauia NOGUWLEHO BHUMAHUE

Hecmepouonu npomugosvanaiumennu cpedcmea

HCIIBC (T.e. aueTHACATHUXIOBA KUCENIHHA B MpOTHBOBB3nanurenHu o3y, COX-2-uRxubutTopH, n
HecenekTuBHH HCIIBC) Morat na HaMalnaT aHTHXUIIEPTEH3UBHUSA ePeKT Ha aHTHOTEH3HH ]
peHenToOPHUTE OIOKEPH.

py HAKOM NALMEHTH ¢ HapylueHa 6s6pedHa GyHKIMA (Halp. MAauHeHTH ¢ NEXUAPATALMA WITH
MAaLMEHTH B CTAPYECKA BB3pacT ¢ HapylueHa 6b0peyHa pyHKUMA), €AHOBPEMEHHOTO NIPWIAraHe Ha
anruorexsu Il peuenrropHy 6;10KepH M TEKAPCTBEHH CPEACTBA, KOUTO MHXHONpAT LIUKIIO-
OKCHIEHa3aTa, MOXe J1a MMa KaTo pe3yNTaT Mo-HaTaThIUHO BlomaBaHe Ha ObOpeuHara gyHKuMA,
BKTIOUMTEIHO BE3MOXKHO TeXK0 ObOpeuHo yBpexaaHe, KoeTo 0OMKHOBEHO € 0OpaTHMO. 3aTOBa,
KOMOHMHAUMATA Tpa6Ba Ja Obae MpuiaraHa ¢ MOBHIIEHO BHHMaHHE, 0COOEHO NpH NALUECHTY B
crapyecka Bu3pact. [lauveHture TpsbBa ga 6bpIaT aleKBAaTHO XHIPATHPaHM, KaTO 1107 BHUMAHHE
TpaOBa fia ce B3eMe U npocieasaBaHeTo Ha OnOpeuHaTa GpyHKUHA Crief 3anoYBaHe Ha ChITBTCTBALLATA
TEpanus U NepuoSUYHO Cliel TOBA.

Pamunpun
B enHO M3MUTBAHE, €IHOBPEMEHHOTO MPWIAaraHe Ha TEJIMHCApTaH M paMHUIPHUI € J0BENO Ao 2,5
xparso nopuiierue B AUCQ-24 1 Cmax Ha paMUNpRi ¥ paMunpunat. KiTHHHYHATa 3Ha9YMMOCT Ha

TOBA HAONMIQIeHHE € HEU3BECTHA

Ha ce g3eme nod eHumenue npu cvnvmemeawa ynompeba

Hucokcun

KoraTo TenMucapTaH ce npunara eIHOBpEMeHHO ¢ JUTOKCHH ¢e HabmonaBa NOBHIIABAHE Ha
MeMaHaTa Ha mukoBara (49 %) u Hall-HHMCKaTa ra3MeHa koHueHTpauus (20 %) Ha aurokcuH. Korato
ce 3anoyBa, KOPUIHpa Ce 103aTa WIH Ce MpeKpaTdaBa TeIMHCapTaH, TpsOBa Ja ce HabNoNaBaT HUBaTa
Ha JUIOKCHH, 3a Ja ce MOAAbPKAT B TEPANeBTHYHHA HHTEPBAI,

B3auMONEHCTBYA, CBBEP3AHN ¢ aMJIQAHIHYE

Cynemcmeawa ynompeba, U3UCKBAWA NOGUMEHO BHUMAKUE




Huxubumopu na CYP3A4

CpiBTCTBALIATa YIOTpeOa Ha aMNOAMITHH CbC CHHU WK yMeperu CYP3 A4 nHxubuTopH (1poTteasHu
UHXUOUTOPH, a3010BH aHTHMHKOTHIH, MAKPOJIMAH KATO EpUTPOMHLIMH HIH KI2apHTPOMULIHH,
BepanaMmiI WK ZHITHA3EM) MOXKE a fpeJH3BHKA 3HAYMTE/THO YBEAHYaBaHe HA €KCIIO3HLMATA Ha
aMJIOOUITHUH, KOETO Ja JOBele 10 YBENHYEH PUCK OT XUNOTOHKSR, KNMHUYHATA TPaHCIAlMA HA TE3H
(hapMaKOKHHETHYHH BapHaLlMH MOXE [a € N10-H3pa3eHa NPH NaLHEHTHTE B CTapiecKa Bh3pacT, Topa
MOJKE Na HAJIOKH KIIHHHYHO MPOCNESAABAHE U KOPUTHPpaHE Ha 103aTa.

Huoyxmopu na CYP3A4

[IpH €1HOBPEMEHHO TPWIOKEHHE HA W3BECTHU MHAYKTOPH Ha CYP3A4 nnasmeHara KOHLIEHTpaiua Ha
aMAOAMAMH MOXe Aa Bapupa. [lopaan ToBa KpbBHOTO Hassrase Tpabsa Ja ce HaOmoAaBa H aa ce
oOMMCIH aganTHpaHe Ha [03aTa KaKTo [0 BpeMe, Taka U CNie/l ChIBTCTBALL pUEM, 0COOEHO Ha CUITHH
CYP3A4 ungykropu (Hanp. pubaMNULKH, XBJIT KAHTAPHOH).

Hanmponen (unpysus)

ITpH XHBOTHH, Cliell IPHIOKEHHE Ha BeparaMiil U HHTPaBEHO3EH JAHTPOJIEH, ca HabmogaBaHK
neratHa KaMepHa GUOpUIALNA ¥ CBPASYHO-CHAOB KOJAIC BbB BPb3Ka ¢ XUnepkalMeMus. Ilopaan
PHCK OT XHMIEPKAIHEMHS € NPENOPHUYMTEIHO A2 ¢€ H304rBa eJHOBPEMEHHOTO NPUIICIKEHHE HA
OnOKepPU Ha KANLIMEBUTE KaAHAIH, KaTO aMJIOAUIIMH, NPH MALHMEHTH, CKIOHHH KbM 3JI0Ka4€CTBeHA
XHIIEPTEPMHA, KAKTO U [TPY OBIaAABAHETO HA 30KAYECTBEHA XUNEPTEPMHHL.

Ipeiinppym u cox om zpeungpym

[TpHnoXKeHUETO Ha aMJIOAMITHH ¢ rpeindpyT WK cok OT FpeAndpyT He Ce MPEeNnopbYBa, THH KaTo MpH
HAKOM NMAUMEHTH OHOHATHYHOCTTA MOXE J1a C€ YBEJIHYH, KOETO [a A0Bele N0 YBeIYaBaHe Ha
edexTHTe Ha MOHIDKABAHE HA KPHBHOTO HanATaHe.

Ha ce ezeme nod eHuMerHUe npu cunbmemeawa ynompeba

Taxponumyc

MiMa pHCK OT yBeJIMUYEHNE Ha HUBATA Ha TaKpOJIOMYC B KPBBTA [IPH €JHOBPEMEHHO NIPUIIOKEHHE C
aMJIOOUMNHH, BBIIPeKH 4e PapMaKOKUHETHIHHUAT MEXaHH3BM HA TOBA B3aUMOAEHCTBHE HE € HAMBIIHO
n3ACHEH. 3a na ce H3berHe TOKCHYHOCT Ha TAKPOIUMYC, B ClTy4yail Ha €JHOBPEMEHHO MPHIOKEHHE Ha
aMJIOIHUIIMH OPH NalMeHT, JIEKyBaH ¢ TAKPOITUMYC, € HeoDX0IMMO MOHHUTOPHPaHe Ha HUBATa Ha
TaKpOJUMYC B KPEBTA ¥ CHOTBETHO KOPHIUMPAHE Ha N03aTa TAKPOIMMYC MPH HEOOX0AUMOCT.

Luxnocnopun

He ca npopeXxaaHu NpoyyBaHHUA 3a B3aUMOACHCTBUE MEKAY LUHKIIOCIIOPHH ¥ aMJIORONHUH MPH 3XPaBH
N06POBOJILIM K APYTH NOMYNALHH, C H3KITIOYEHHE HA MAUMEHTHTE ¢ ObOpeyHa TpaHCIUTaHTalus, P
KOWUTO € HaONIIoAaBaHO NMPOMAHATA Ha Hal-HHCKAaTa KOHLIEHTpaHUsA Ha UHKJIOCIIOPHHE Ia Ce NMOBUILABA
(cpeaHo 0-40%). Cnensa na ce MMa NPeABHA MOHHTOPHPAHE HA HHBATa Ha LIMKIIOCIIOPHH NpH
nauueHTuTe ¢ 6L0pevHa TpaHCIUTAHTALYS, TEKYBAHHU ¢ aMJIOJHIIAH, KAKTO H ChOTBETHO HaMalsBaHe
Ha 03aTa LHKJIOCNIOPHH NPU HeoOXOIUMOCT.

Hnxubumopu na npuyentua 3a panamuyur ensum npu bosavnuyu (mTOR)

mTOR UHXUOHTOPH KaTO CHPOJHMYC, TeMCHponuMyc H eBepornMyc ca CYP3A cyOcTparh.
Amnozunud e cnab CYP3A unxuburop. [Ipu cemererRamo npunokerne Ha mTOR uHxuOuTopw,
aMJIOMITHH MOXe Ja YBenuuH excrnozuuuara Ha mTOR nHxuburopure.

Cumsacmamun
ERHOBPEMEHHOTO MHOTOKPATHO npuiaomkeHye Ha 10 mg amnonunud v 8Q0 mg CHMBAacTaTHH BOAH 0
yBEJIMYEHUE HA HUBATA HA CAMBACTATHH A0 77 %, B CpaBHEHUE CbC CUMBACTaTHH, MPUIIOXKEH

CaMOCTOATENHO. 3aT0Ba, MPH NalHeHTH, MPUEMAIld aMAOAMIHH, € HeodXxoaUMO Na ce HaM
cuMBacTaTHH 40 20 mg AHEBHO.




4.6 Pepruautet, OpeMEeHHOCT H KbpMeEHE

bpeMeHHOCT
HanuyHH ca OrpaHHyYeHy AaHHH OTHOCHO yroTpebara Ha TenMucapTal/aMIOINNuH Npy OpeMeHHH
xeHd. He ca H3BBbPIIBaHH W3NHUTBAHYA ¢ TEIMUCAPTaH/aMAOIMIHA 3a peNpoAyKTHBHATA TOKCHYHOCT

NIPH XUBOTHH.

Teamucapman

He ce mpemopryBa ynorpebara Ha aHrHOTeH3HMH 1] peuenTopHu O6/10KepH Mo BpeMe Ha NbPBUA
TPHMECTBP OT OpeMeHHocTTa (BX. Touka 4.4). Vnorpebara Ha anrvorensud Il peuenropuu 6aokeps ¢
NPOTHBONOKA3aHA O BpEME Ha BTOPHA U TPETHA TPUMECTBP OT OpeMEHHOCTTA (BXK. TOYKA 4.3 H TOYKA
4.4).

[Tpoy4BaHUATA C TENMHCAPTAH NPHU X HUBOTHH Ca M10Ka3aTH HATUYHUE HA PENPOAYKTHBHA TOKCHYHOCT
(Bk. TOUKa 5.3).

EnuaeMHOJOrMMHHTE JaHHM 3a PHCKA OT TepaToreHHoCT cnen ekcrno3uuusa Ha ACE uHxuburopu npes
ITBPBHA TPUMECTHP HAa OpEeMEHROCTTA He ca yoeauTenHH. Bee nak, He MoXKe 13 C& H3KITYH
NOBHIIEHWE Ha pucKa. JIokaTo NUNCBAT JAHHHU OT KOHTPOJIUPAHO eNMIEMHOJOTHYHO H3CISIBAHE 32
PUCKA OT AEHCTBHETO HA aHIKOTEH3UH 11 peuenTopHU ON10KepH, 3a TO3H KIac NEKAPCTBEHU NPOAYKTH
TaKKBa PUCKOBE BUHArU MOXKe Aa uMma. OCBEH KOraTo NPOABIKHTENHOTO JICUSHHE C AHTHOTEH3NH I
peuenTopHU GJIOKEePH C€ CUHTA 3a HAOKHUTEHO, MALUMEHTKHTE, KOUTO IUTAHHPAT Ia 3a0peMeHenAT
TpAGBA 1a IPEMHHAT HA ATEPHATUBHO AHTUXHUIIEPTOHWYHO JTEUEHUE, KOETO € C AoKa3aHa 0e30macHoCT
3a 6peMerHu, Korato ce ycraHoBH GpeMEHHOCT, NeYeHHeTo ¢ aHruoTensuH 1l penenTopHy bnokepy
TpA6Ba Aa ObAe npeyCcTaHOBEHO HE3abaRHO M, aKO € Bb3MOXKHO, a CE 3an0vYHe aJITSPHATHHO NeYeHHe.

H3BecTHO €, 4e eKCMO3ULIUATA Ha aHTHoTeH3uH [I perienTopHu 610KepH O BpeMe Ha BTOPHA H TPETHA
TPUMECTPH, HHIYLHpa (PeTOTOKCHYHOCT (noHwkeHa Op0peuHa ¢pyHKUWs, HaMaIgBaHe Ha
aMHHOTHYHATA TEYHOCT, 3a0aBdaHe oCHOHUKALMATA Ha Yepena) U HEOHATaIHa TOXCHUHOCT (6B6peuHo
yBpexAaHe, XMNIOTOHHA, XUNIEpKaIHEMHUs ) (BxK. ToUKa 5.3).

[Tpu ekcrio3uuns Ha auruoTeH3uH Il peuerrropHu OMokepH No BpeMe Ha BTOPHA TPHMECTHP Ha
OpeMeHHOCTTa, CE IPEeNOPEYBa M3BBPLUBAHE HA YITPa3BYKOB npernen Ha 6pOpeuHara QykUua U
yepena.

KbpMauerara, YHHTO MaliKi ca npuemand anriotensuH 1 peuenropuu 6nokepH Tpadea na Onaart
HaONIOAABAHH 34 1TOABa Ha XHNOTOHMS (BHXKTE TOYKH 4.3 U 4.4).

Amnoounun
be3lonacHocTTa HAa AMAOAHIIUH NO BpEME Ha OPEMEHHOCT NPY XOpa BCE OIIE HE € YCTAHOBEHA. B
NPOYYBAHUS IPH KUBOTHH € HaONOAaBaHa peNpOAYKTUBHA TOKCUYHOCT MPH BHCOKH 03U (BK. TOUKA

5.3).

Kspmene

AMJIOIHMIIMH Ce eKCKpeTHpa B KbpMaTa. HacTtra 0T A03aTa Ha MaMKaTa, MolyyeHa OT KbPMAueTo, €
W3YHCIEHA ¢ MHTEPKBAPTWIEH Auana3oH 3-7 %, ¢ MakcuMyM 15 %. EdekTeT Ha aMIOAUIIHH BEPXY
KbpMayeTaTa € HEH3BECTEH.

[Topany TOBA, Ye HE € HANWYHA UHPOPMALIA OTHOCHO YIOTpedaTa Ha TEIMUCAPTaH 110 BpeMe Ha
KbpMeEHE, yroTpefaTa Ha TENMUCAPTaH/aMIIOAMITUH HE Ce NPENnopbuBa;, He0OXOMHMO € 1a € MPUCTHIH
KbM QITEPHATUBHO JleYeHHe ¢ JoKasaHa 6e30MacHOCT 0 BpeMe Ha KbpMEHE, 0CODEHO KOoraro ce
KBpMH HOBOPOZACHO WIKM HeAoHoceHO Oebe.

DepTUaUTeY
He ca HaMWYHU AAHHHW OT KOHTPOJNHPAHH KIWHHUYHH H3NMUTBAHHA ¢ PUKCHpaHaTa 1030Ba KOMOHHALUA
WITH ¢ BCEKH OT KOMIIOHEHTUTE NOCTIEIHO.

TEJIMUCAPTaH-aMIIOAHIIHH.




B npeaxIMHHUYEHY H3NUTBaHUA He ¢a HabnonapaHu BE3ACHCTBUSA HA TEIMHUCAPTAH BEPXY PepTUnnTeTa
IIPY MBXKKHY U KEHCKH )KHBOTHH.

INpy HAKOHU MALMEHTH, JIEKYBaHH ¢ 6JIOKEpH Ha KAJILHEBUTE KaHANH, ce cbobmaBa 3a obpaTHMu
6HOXMMHYHHN TPOMEHH B TJIaBaTa Ha criepMaro3onauTe. KNMHHYHKTE JaHHH 34 IOTCHUHARHHA edeKT

Ha aMJIOJHUIIMH BBPXY PepTHIHNTETA Ca HEAOCTATHYHU. B e4HO nMpoy4BaHe NpH TLIHXOBE ¢a
YCTaHOBCHH HexkenaHu edekTH BppXy dhepTwinTeTa NpU MbXKUTE (BXK. Touka 5.3)

4,7 EdexTH BBpXy cnocobHOCTTA 33 Imodupane  pafora ¢ MALIHHH

To3u nexapcTBeH NPOAYKT NOBIKMABA B YMEpeHa CcTeneH cnocobHocTTa 3a wodupase H pabota c
MamiHE. [IpH yrpaBieHHe Ha IPEBO3HU CPEACTBA WM paboTa ¢ MalllMHK TpA0Ba Aa ce HMa MpeIBHI,
ye [IpH aHTHXHUIICPTEH3NBHA TepariyA, TOHAKOra MOXE Ja HACTHITH CHHKOII, CbHIMBOCT, 3aMaliBase

MK CBETOBBPTEX (BK. TouKa 4.8). IIpH mofABa Ha T€3M HEXENaHH peakLHH, € HeoOXoauMO Ja ce
H304TBaT NOTEHUHATHO ONacHH JeHHOCTH KaTo WodupaHe Wi pabora ¢ MAlIMHH.

4.8 Hexenanu JexapcTBeHH peaKIHH

060611eHHe Ha npoduia Ha 6e30MacHoCT

Haji-decTiTe HEXXENAHH IEKAPCTBEHH peakiiid BKIIOUBAT 3aMadHOCT M nepHdepeH OToK. B penku
C/1y4ad MOKe Jia Bb3HUKHE M CEPHO3EH CUHKOT (mo-manko ot 1 ciyya# Ha 1 000 nammeHTH).

Cbo0leHHTE 00 MOMEHTA HeXEeJIaHH PEAKLMM, OTHACAILHM C€ 00 HAKOX OT KOMITIOHEHTUTE
(TeJIMHCApPTaH WIH aMJIOAWTIHH), MOraT a ObaaT NOTECHUKATHY HEXKEJTAHH peakLMH H Ha PaBeHTOH,
JIOpM aKo He ca HabnroaaBaHM B KINMHUYHY NMPOYYBaHHUS KM 110 BpEME HA NOCTMApPKETHHIOBHUA

NEPUOI.

TabnyueH B Ha HEXENAHUTE IEKAPCTREHU PEAKLIUM
Be3onacHOCTTa ¥ MOHOCHMOCTTA Ha PaBEHTOH Ca OLICHEHH B 5 KOHTPOJHMPAHU KIIHHHYHH H3NHTBAHHUA

¢ Hax 3 500 nmaupenTy, Hag 2 500 oT KOUTO Ca MpHeMANH TeJIMUCAapTad B KOMOHHALIMA C aMIIORHITHH,

Hexxenanure peakiyu ca onpelesieHd Criopel 4ecToTaTa Ha BE3HUKBaHe, ChITIaCHO ClIeJHaTa
xnacuduKauua; MHOro Yectd (>1/10); yectu (>1/100 no <1/10); Hevectu (=1/1 000 no <1/100); penkw
(>1/10 000 mo <1/1 000); muoro penky (<1/10 000), c HeussecTHa uecToTa (OT HATUYHUTE JAHHU HE
MOke Ja ObAe HarpaBeHa OlicHKa).

BbB BCAKa rpyna, HEXETaHUTE PEakLMH ca IIPeACTABEHH! B HU3XOMALL pefl N0 OTHOLUEHWE Ha TAXHATa
CEPHO3HOCT.

Cucremo- PagenTon Teamucapran AMJIOAHITHH
opraHex

KJIacC

Hugpexyuu u unpecmayuu

Heuectn MHGEKIUY HA TOPHUTE

JTUXATENHH ITHTHUILA, BKIL.
(GpapUHTHT ¥ CHHY3MUT,
HH(PEKLWY HA THKOYHUTE
TbTHILA, BKJI. LIHCTHUT

Penxu ITUCTUT CEIICHC, BIITHOUHTENHO C

JICTAJICH HSKO,HI

Hapywenus Ha Kppema u 1umprama cucmema

Heuectu aHeMus
Penku TPOMOOLIUTONECHMA,
€03HHOQUNHA
MHoro NEBKOLATOTICHIAL/

pelKH 'y




Hapyuienua Ha uMysnama cucmema

Penku

CBPBXYYBCTBHTEII- HOCT,

aHaQuTaKTUYHA
peakLus
MHoro CBPBbXYYBCTBUTENHOCT
| peaKw
Hapywienun na Memaboausma u Xpanenemo
HeuectH XHIEPpKATHEM U
Penxu XUNOTNIUKEMHSA (NpHU
MalHueHTH ¢ guaber),
XUNIOHATPHEMHUA
MHoro XHUMEPTITHKEMUS
peAKH
ITcuxudnu Hapywienun
HeuecTH MPOMSAHA HA HACTPOCHHETO
Penxu OETIPECUs, OO BPKEHOCT
Oe3MoKOUCTRO,
beachHuUe
Hapywenua na nepsnama cucmemda
YecTH 3aMasgHOCT
Heuectu CHHJIHBOCT,
MHTPEHA,
rnasofonue,
nmapecre3ns
Penxu CUHKOIT,
nepudepHa
HEBPOIATHA,
XHUNECTE3URA,
OUCTEY3HUA, TPEMOP
MHOoro eKCTpalHpaMHIeH CHHIPOM
peaKH XHIIEPTOHHS
3pumennn HApywieHuUnR
Yectu IPUTENHH CMYLICHUSA
(BKJIIOUHUTETHO JUILTONHUS)
Heuectu HapylleHHEe Ha 3pEHHETO
Peaku 3pHTEIHH CMYLUEHHA
Hapywenun na yxomo u aabupunma
Heuectn CBETOBBPTEK THHHUTYC
Hapywenun na copyemo
Heuyectn Opamukapaus,
NATIKATALIMU
Penku TAXHKApAH#A
MHoro WHGpAPKT Ha MHOKap/a,
peaKH ApMTMHA, KAMEPHA

TaxX¥KapaHsi, NpeaCkPIHO
MBAKIEHE

Cvoosu HapyuieHUR

HeuectH XHIIOTOHUA,

OpPTOCTAaTHYHA

XHUITOTOHHSA,

3a4YEPBABAHE HA

JNHULETO
MHoro BACKYITHT
penKH

Pecnupamopnu, 2po0HU U MEOUACMUHGTINIL HADYWEHUR




HevectH KalLTULA JUCTIHES JTUCITHESA, PHHHT
MHoro HHTEPCTHLIUANHA
peaku 6&ﬂunp§:6Ha
bonect
CHmoMauHo-"4pesnu HapyieHus
YectH [IpOMSAHA B pUTHMA HA
H3XoxAaHe (BKITIOUUTENHO
JUapHs M 3aneK)
Heuectu abnoMuuaiHa OoNkKa, dhnarynesuus
OHapH4,
rageHe
Penku IIOBPBLUAHE, CTOMAlIEH ZUCKOMpOpPT
THHFABAIHA
XunepTpopus,
OACHENCHA, CYX0Ta B
ycTaTa
Msoro NTAHKPEATHUT, TaCTPHUT
peIKH

Xenamobuiuapru Hapyuenun

Penxwu HapyLueHa YepHOaApoOHa

¢yxum, l{egHGle{)GHH

HapyUIeHHs
Mmuoro XEMNaTHT, X BITCHHULA,
peoKH MOBHILEHH HUBA Ha

4YepHOAPOOHHUTE CHIUMU
(ocobeHo nmpu xonecrasa)

Hapyuienun na xo)cama u noOKOICHaAmMa NoKau

B KparHUUmTE (OonkHU
B KpakKara)

(nopo6HU HA TEHAUHHUT
CHMIITOMH)

HegectH [pypHUTYC XUNIEPXHAPO3a anomnenus, myprypa,
NETTMTMEHTAINA HA KOXATa,
XUIIEpXHAPO3a
Penku EeK3EMa, EpUTEMA, aHr'MoeneM
obpuB (BKJTFOUMTEIIHO C
JeTaneH U3Xon),
neKapcTBeH oOpus,
TOKCHYEH KOXEH OOPUB,
_YpTHKapHi
MHoro AHTUOEEM, EpUTEMA
PEAKH MYITHOOPME, YPTHKAPHA,
exconnaTUBEH JepPMATHT,
CHUHApPOM Ha Stevens-
Johnson,
(GOTOUYBCTBHTEITHOCT
C TOKCHYHA emyaepMaliHa
HEU3BECTHA HEKPOH3a
YecTOoTa
Hapyuienus Ha MyCKYIHO-CKe1eMHAMA CUCMEMA U CHeOUHUMEAHAMA MHKAK
HectH MoJAYyBaHE HA IJIC3CHUTE
HeuecTtH apTpaNirus, MyCKyJIHH
CIa3MH (KpaMIn B
Kpakara), MHarus
Penxu Oonka B rep0a, 6onku | Gonxa B CyXOKUIHE

Hapywenun na 6vpeyume iU RUKOUHUME HeMUWA




Heuectn OBOpEYHO YBPEKIAHE, HapyLICHUE HAa YPUHHUPAHETO,
BKJIFOYHTENHO OCTpa YECTO YPUHUPAHE
OBOpeyHa
HEAOCTATbYHOCT
Penxu HOIIHO YPHHHPAHE
Hapywenua Ha 653npou3eo0umenama cCucmema i 2ypoama
Heuectn EPEKTHITHA rHHEKOMACTHA
AUCHYHKLHS
Obuiu HAPYIEHUA U epeKmit HG MACMOMO HA NPUNONCERUE
Yectu nepudepeH enem
Heuectn ACTEHUS, rPbiHA Oonka
0oJika, yMOpa, e1eM
Penxu HEPa3NoOIOKEHHE rpunonofobHo
3a00JIABaHE
H3creoeanun
Heuectu MOBULUEHH HUBA Ha MOBHIUCHHU HHBA HA TNIOBULIEHO TENECHO TETIO,
YepHOAPOOHHUTE KpeaTUHHUH B KPBLBTA IIOHW)KEHO TEJIECHO TErmo
€H3IUMHU
Penxu yBEINYECHA ' [IOBUILIEHH HHUBA HA
KOHLEHTpaLlUA Ha KpeaTUH pocdokuHaza B
[THKOYHA KHCEITHHA KpPbBTa, MOHIKEHN HUBa
B KPBBTA Ha XeMOrno0HH

1: Hexenanara peakuus Moxe ga ObAe OTKpHUTa CyyalHO MK [1a € Bh3HHKHAJIA B PE3YJITAaT Ha
E€N3BECTEH 0 MOMEHTA MEXaHHU3BM
: B noseyeTo ciyua naTonoruvHa yepHoapoOHa QyHKLMA/YepHOApOOHH HapyLUEHHs, YCTAHOBEHH
NpH NOCTMAapKETHHIOBUA OIMUT ¢ TEIMUCAPTAaH, Bb3HUKHANH [IPH AMOHCKU NALIHEHTH. Tesu

eXeJJaHH JIEKapCTBEHH PeakLHHU € NO-BEPOATHO Aa BL3HUKHAT NPH ANOHCKM NaLMEHTH.
: OT MOCTMapKETUHIOBYA OITHT C TEJIMACAPTAH KMa ChOOIICHH CiTy4Yan Ha HHTEPCTHLHAIHH

6enoapobuu Gonectu (Hal-4€CTO HHTEPCTHUHAIIHA H €O3HMHO(DUITHA THEBMOHHUSA)

CrobiuaBaHe Ha MONO3UPAHK HEMENAHH PEaKIHH
Cpo6111aBaHeTO Ha MOJO3HPAHH HEXENAHH PeakiuM cliel] paspellaBaHe 3a ynorpeba Ha JieKkapCTBeHHA

NpOAYKT € BaxkHo. ToBa no3BoABa 4a NPOABIKH HAGIIOAEHHETO Ha ChOTHOLICHUETO T10/134/PHCK 34
JIeKapcTBeHHA MPoayKT. OT METULIMHCKUTE CITELIMAIHCTH ¢ H3MCKBA Ja ChoOLIABAT BCAKA
NOJO3HpaHA HEXKENAHA PeaKLNA Upe3

HM3nepnHUTENHA areHUMs No JIEKapcTsara

yi. ,Jlamsax ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417
yeOcaiT: www.bda.bg

4.9 Ilpenozupane

CHUMNTOMH
[Mpu3sHaLMTE H CHMIITOMUTE 3a MMPENO3MpaHe ce OUaKBa Ja Ce MPOABAT MoJ ¢opMara Ha 3aCHICHH
papmakonornyHu edektH. Hali-aBHUTE NMpOABICHHA Ha Mpeado3MpaHe ¢ TEIMHUCAPTaH Ce 0O4aKBa Ja
OBAaT XMIIOTOHNA U TAXHKAPAHA, UMa CHOOIIEHHA H 32 Opanukapaus, 3aMassHOCT, MOBHILEHHE HA
HUBATa HA CEPYMHHA KpEeaTHHHH, Tex Ko OBOpeuHO yBpeKaaHe.

[Ipeno3upaHeTo ¢ aMJIOAKITHH MOXKE 1@ UMa KaTo pe3y/ITar TBbpIE BUCOKa NepupepHa
BazoAWIaTanua, KakTo ¥ pednekcHa Taxukaparna. CbolbIasa ¢e ChIIO 32 U3ABEHA H BEPOATHO
MPOIBIKUTEIHA CHCTEMHA XUIMOTEH3MA, KOATO fa MPEMUHE B [IOK, BKIKYHTEIHO IIOK, 3aBbPIIBAL]
CBC CMBPT.

HekapauoreneH 6enogpobeH otok ¢e ¢hoOIana pAAKO KaTo NocieaHUa OT Npeao3npaH
aMJIOIMITHH, KOWTO MOXe Jia ce IpoaBH CbC 3abaBeH0 Havano Ha edekTa (24-48 qaca
MOTNTBIIAHE) M DA U3UCKBA U3KYCTBEHA BEHTWIAUMA. PaHHUTE peaHMMaLlHOHHH MEPK




HATOBapBaHe C TEYHOCTHU) 3a MOANbPKAHE HA Nepdy3uaTa U ChpIAeUHHs AeOHT MOraT aa ObaaT
ycxopsBalli ¢GakTopH.

JleyeHue

[TaureHTHT TpAOBa Na ObAe BHUMATENHO HAONIOAaBaH, a ICYCHHETO TpAOBa 1a € CHMIITOMaTH4HO H
NoAAbpxallo. CxeMara 3a JICUeHHE 3aBHCH OT BPEMETO OT MOMEHTA Ha MOrTbLIAHE, KAKTO H OT
TEXKECTTa Ha CUMITOMHTE. [IpenaraHuTe MEpKH BKITIOYBAT NPeIU3BUKBAHE HA NOBPBIUAHE WHIH
naBaX Ha cToMaxa. B cnyuau Ha npeaosupaHe, KaKTo Ha TEIMUCAPTaH, Taka H Ha aMIIOAWIIHH, KaTo
CPEACTBO MOXE [a C& M3MOI3BA M AKTHBEH BBITICH.

HuBata Ha CepyMHUTE €JIEKTPOITATH U KpearWHHHA TpsadBa aa 6baaT niMepsaHu yecTo. IIpn Hanu4ke
Ha XMIOTEeH3Hd, NMallMeHTHT TPpAOBA Ja ce MOCTaBH JierHan o rpub U ¢ NOBIMIrHAaTH KpalHHIH, KATO
yecTo My OBZle npuIaraHo 6sp30 BIKMBaHE Ha con ¥ obeMosamecrutenu. Tpabea aa ce 3ano4He
MOAABPKALIO eueHHe. UHTpaBeHO3HO BAMBAaHE HA KaNUHWEB MIKOKOHAT MOxe fa 6bpae edexTHBHO 32
npeogonsABaHe Ha edpekTa Ha ONOKKpaHEe HA KANLMEBHUTE KaHAH. B HAKOU CityyaH MOXKe Jia € OT Mosa
la ce HaMpaBH MPOMHUBKaA Ha cromaxa. [Tpu 3apasu zobpoBosLM MPUITOKEHUETO HA aKTHBEH BBIIEH
no 2 Jaca ciel priokeHye Ha 10 mg aMIoAHIMH I0Ka3Ba HAMAMABAHe Ha CKOpoCcTTa Ha abcopbuus
Ha aMJIOIUNUH. AMIOAMIIHH HE C¢ AHANU3KpA, a TEIMHUCAPTaH HE C€ OTCTPaHABa OT KPBBTA YPe3
XeMopunTpauMa ¥ He ce JHANU3UPA.

5, @GAPMAKOJOTHYHHU CBOWUCTBA

5.1 dDapmakoAHHAMHYHH cBONCTBA

dapmakoTepaneBTH4HA rpyna. Cpeacrsa, ACACTBAIIN Ha PEHHUH-aHTHOTEH3MHOBATa CHCTEMA,
Gnokepu Ha aHruoteHsuH [I (ARBs) penerrropure ¥ 610kepH Ha KanuuesuTe KaHat; ATC kox:
C09DB04.

TenMucapTaH/aMIOAMIIMH CHHETABA NBE AHTUXUMEPTEH3IUBHY CHCTABKH C JOMBJIBALLY C€ MEXaHU3MH
Ha DEHCTBUE 34 KOHTPOJIMPAHE HA KPBBHOTO HAIAraHEe NpY NMalMeHTH ¢ eCEHLIHA/IHA XUTNICPTEH3UA:
aHruoTeH3uH Il peuenToped O0Kep, TeIMHUCAPTaH, U AMXHIPOMUPHIHHOB O/I0KEp HA KANLIHEBHTE
KaHaIH, aMIONMIIHH.

KoMOuHAUpATA OT TE3H BellleCTBa HMa aJIiTHBEH aHTHXHUIICPTCH3UBEH eeKT, MOHNKABAIll KPBBHOTO
HaAsAraHe B MO-TOIAMa CTENEH, OTKOJIIKOTO BCEKH KOMIIOHEHT NOCTHHUYHO.

[IpreMaHeTo Ha TENIMHCAPTAH/aMJIOAUIMH BEIHDXK JHEBHO €(PEKTUBHO U TPAHHO MOHWKABA KPbBHOTO
HaJIAraHe 3a ueiua 24-4acoB nepuo Ha JENCTBUE Ha JIEKAPCTBEHaTa 103a.

TenmucapraH

TenMucapTaH € akTHBER [IpU NEPOpaieH NpHeEM H € cnieuududeH aHrnotensuH II peuenropen 6rokep
(tun AT1). TenMucapTaH H3MECTBa C MHOTO TOJIAM aPUHUTET aHTHOTEH3HMH Il OT CNCIUPUYHHTE MY
MeCTa 3a CBbP3BaHe KbM peuenTopa oT cyoTun AT 1, KoHTO € OTTOBOpEH 3a KEHCTBHETO Ha
aurnorensuH Il. TerMucapTad He Moka3Ba HUKAKBA AKTMBHOCT HA NaplyaleH aroHUcTHa AT -
pELIENTTOPA.

TenMucapTaH ce CBbP3Ba CENEKTUBHO KbM AT | — peLienrropa, KaTo CBbLP3BAHETO € TPANHO.
TenmucapTas He Moxas3sa aQUHUTET KbM APYTH PELENTOPH, BIIIOYUTENHO AT2 B ApYry no-cnabo
npoydeHd AT- perentopu. PYHKUMOHANIHATA POJIA Ha TE3N PELUCIITOPH € HCU3BECTHA, KAKTO H
e(eKTHT HA BE3MOXKHATA UM CBPBXCTUMYJIAUKA OT aHTHOTEH3HH I, YHHTO HHBA Ce MMOBHIIABAT OT
tenMucapral. TelMHcapTaH HaMansgBa IIa3MEHUTE KOHLUEHTPALIMHY Ha AAOCTEPOH. T€NMHCAPTaH He
MHXHOMpPA YOBEIIKHUAT NNa3MeH PEHHH U He O6110krpa HoHHMTe KaHanu. TenmucapTaH He HHXHOHpa
aHrMOTEH3UH-KOHBEpTHpalyA eH3uM (KkuHHHaz3a 1), koiTo pasrpaxaa u 6palUKHHHH. 3aTOBA HE CE
OYaKBa 3aCWIBaHe Ha OMOCPEACTBARUTE OT OpafUKHHHH HEXEJTAHH JIEKAPCTBEHN PEaKUnM.

I1pu goBeka, noza ot 80 mg TenmMucapTad NOYTH U3LIO NOTHCKZ NPETU3IBHKAHOTO OT aHT
MOBHUILIEHHE HA KPHBHOTO HansAraHe. E(QekThT Ha MOTHCKAaHe MPOAb/DKaBa 24 yacaH e U
48 yaca.



Cnen mepBaTa 1033 TEIMHCAPTaH, AHTHXUNIEPTEH3MBHATA AKTHBHOCT TJIABHO 3ari04Ba Aa C¢ NpoABIBa
cJen oxomno 3 yaca. MakCUMAIHOTO TOHMXEHHE Ha KPBBHOTO HAIATaHE CE MOCTHra B oOItUs Caydal
3a 4 o 8 ceAMULIM CIIE 3AnOYBaHeTO Ha JISUEHHNETO, M ce NOAAbPXKA 10 BpeMe Ha LSJIHA MEpHO Ha
JIeYEeHHE.

AHTHXUNEPTEH3UBHUAT €EKT CE MoaAbpka B TeUeHNE Ha 24 Yaca clie]l NPHEMAHE ¥ BKIIOYBa
nocraequuTe 4 yaca npeau caeapaliara 103a, KOeTo ¢ YCTaHOBABA Ype3 H3MEPBaHE HA KPBBHOTO
HaisraHe B aMOynaTopHH ycnoBus. TOBa ce NMOTEbPK/AaBa OT CHOTHOLLIEHMATA HA NHKOBETE, KOHUTO Ca
uneHTHYHH Han 80 % cnen npueMmate Ha a03u ot 40 u 80 mg TenMucapraH B r1auebo-KOHTPOJHPAHH
KJIMHUYHH H3MIHTBaHUA. Y CTaHOBABA Ce 3a0enexxuMa TCHACHIUA KbM 3aBHCHMOCT Ha 03aTa OT
BpEMETO 3a Bb3CTaHOBSBAHE HA HAYATHOTO CHCTOJIMYHO KPLBHO HanAraHe .B T03¥ CMUCBJ AaHHHUTE
OTHOCHO JUACTONHYHOTO KPbBHO HAIATAHE CA IPOTHBOPEHHEH.

[Ipy NauMeHTy ¢ XUNEPTOHHA, TEIMHCAPTaH PEAYLIMpPa CUCTOJIMHHOTO H AHACTOAHYHOTO KPBBHO
HandaraHe, 6e3 ga 3acdra yecrorara Ha crpucOucHe. [ IpyHOCHT HA RYHPETHYHUA U HATPHYPCTHUHUSA
edeKT Ha JieKapCTBEHHUA NMPOAYKT KbM HEroBaTa XHIMOTCH3MBHA aKTUBHOCT € B MTPOLIEC HA
yCTAHOBABaHE. AHTHXMIEPTEH3INBHATA €(PHUKACHOCT HA TEIMHCApTaH € CpaBHHUMa C Ta3K Ha
BEIISCTBATa OT APYTH KIaCOBE AHTHXHITEPTEH3UBHH JIEKAPCTBEHU MMPOIYKTH (KOETO € AOKa3aHO B
KIHHAYHH H3NUTBaHNUA, KBACTO €PEKTHBHOCTTA Ha TEJIMHCAPTAH € CPABHCHA C Ta3H Ha aMJIOAKIINY,
ATEHOJOJI, EHATTANPUI, XUAPOXJIOPTHAZUI, W TU3HHOIIPHI).

TTpy BHE3aNHO MPEKLCBAHEe Ha JISYCHHUETO ¢ TENMHCAPTAH, B PAMKHUTE Ha HAKOJIKO JHH KPBBHOTO
HaIATaHe NOCTENEHHO ¢ Bh3CTAHOBABA [0 ITbPBOHAYATHUTE NAapaMeTpH OTHAPEH 3aN0YBAHETO Ha
JIeYeHUETO, KaTO HE € JOKAa3aHO Bh300OHOBABAHE HAa XHNIEPTEH3UATA.

YecTOTaTa HA CyX4 KAlIUTULA € 3HAYMTENHO MO-HHUCKA [IPU NaLMEHTHTE, JIEKYBaHH ¢ TENIMUCapTaH,
OTKOJIKOTO IIPY TE€3H, KOUTO Ca JIEKYBaHH ¢ HHXHONTOPH Ha aHTHOTEH3HH-KOHBEPTHPAILINTE SH3HMH,
KOETO C€ YCTAHOBABA B KIMHWYHH M3NUTBaHHSA, JUPEKTHO CPaBHABAILK ABATa THIA
AHTHXHIIEPTEH3UBHO JCYCHHUE.

JIBe rofleMHM paHAOMHM3MpaHd KoHTponupaHd npoyusadua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - rekyiio rnobasHo H3NUTBaHe 3a
KpalfHi TOYKH Ha TEJIMHUCAPTaH, CAMOCTOATENHO H B KoMbunauus ¢ pamunpwi) 4 VA NEPHRON-D
(KnuHM4HO npoyYBaHE CBBP3aHO ¢ pa3BUTHE Ha HedponarWa npH auaber, NpoBEAEHO OT
MHHHCTEPCTBO TI0 BEIIPOCHTE Ha BETEpaHHTe) — NMpoyuBar ynorpebara Ha kombunHaumara ot ACE
MHXHOHTOD M aHrHoTeH3MH Il-peuenropeH bnokep.

ONTARGET e npoy4saHe, IpPOBEACHO IpH NAUMCHTH ¢ aHaMHe3a 3a ChbpPACHHO-ChAOBA HIIH
MO3BYHOCHIOBA BONECT, WM 3axapeH AHabeT Tl 2, IPHAPYXeHH C TaHHH 32 yBpeXkIaHe Ha eeKTOPHH
oprany. VA NEPHRON-D e npoyueaHe NpH MALMEHTH CEC 3axapen adaber tun 2 u gnaberHa
HedponaTHs.

Te3u NMpPOy4YBaHMA HE MMOKA3BAT 3HAuuM OnaromnpuATeH edekt BbpXy ObOpeuHdTe W/WIH CHPAEHHO-
CBAOBUTE NMOCIAEINLIN H CMBPTHOCT, KATO CHIUEBPEMEHHO Ca HAONMIOJaBaHH MOBULIEH PHUCK
OTXHIIEPKAIHEMHS, OCTPO yBpexkaHe Ha OBOpELHTe /UK XHIIOTOHHA B CPABHEHHE C
MOHoTepanuaTa.KaTo ce HKMaT ApeABUA CXOAHMTE HM (apMaKogHHAMHYHHN CBOHCTBA, TE3H PE3YNITATH
ca npunoXumi | 3a pyrd ACE vHxnGuropu ¥ aHrHoteHskH Il-peuerrropan Onoxepw.

ACE uHxu6uTOpH ¥ aHrnoTen3yH Il-peuentopHu 610KepH Cien0BaTENHO HE TpAOBa Ja ce H3no/i3Bat
eqHOBPEMEHHO 1pH NalMeHTH ¢ nuaberHa HedponaTHs.

ALTITUDE (KnuHr4YHO NpoyuBaHe MpOBEAEHO C ATHCKUPEH NPH MALMEHTU ChC 3aXapeH Auaber
THN 2 ¢ U3NOJM3BAHE HA ChPAEYHO-ChA0BH K 6E0peuHH 3abonsBaHNs KaTO KpalHU TOYKH) €
npoyuBaHe, NPeIHa3HaYeHO 1A U3CIEABa Moy3aTa oT Ao0aBAHEeTO Ha anHCKHUPEH KbM CTaHAApTHA
repanus ¢ ACE unxuburop mwin aHrHoTensuH [I-peuerrropen Ookep NpH nalMeHTH CbC 3aXapeH
nuabet Tvn 2 ¥ XpoHuyHO 6BOpedHo 3abonspaHe, CBPACYHO-CHAOBO 3a00/1ABAHE HIIH 1 ABETE.




CEPMO3HH HEXeNaHH CHOUTHA (XHUMEpKaTHEMus, XUIIOTOHUS U 6B6peuna gucyHKUUA) ce chodInaBat
0-4€C¢TO B IPyNara Ha aTMCKHPEH, OTKONKOTO B rpynara Ha nawebo.

AMIOAUTIHH
AMJIOOUITHH € UHXUOUTOD HA HHpIYKCA HA KANIHeBUTE HOHH OT AUXHAPONHPHIANHOBATA Ipyna

(6110Kep Ha GaBHMTE KAHAJH WIH aHTAOHKCT HA KAILUeBHTe HOHM) U UHXUOHUpa TpaHecMeMOpaHHUA
HHQIYKC Ha KaluueBH HOHM B IMaAKUTE MYCKYJIH Ha CBPLIETO U KPBOHOCHHTC CHIOBE. MexaHn3MBT
Ha AHTHXHMIEPTEH3HBHOTO NeHCTBHUE HA AMIOAUIHH € OCHOBAHO HA AMPEKTEH €PEKT Ha OTNYCKAHE Ha
rNagKUTe MYCKYJIH Ha KPBBOHOCHHTE CbAOBE, KOETO BOAH 0 HaMajiaBaHEe Ha niepudepHaTa cbl0Ba
PE3UCTEHTHOCT H, ChOTBETHO, Ha KPBHOTO HanArase. EKCNepHMEHTANHATE NalHH 10Ka3BaT, He
aMJIOAXIIME CE CBbP3Ba ¢ AWXHAPONUPHAHHOBH H HE-AUXMIPONHPHUAXHOBH JIOKYCH HA CBBP3BAHE.
AMJIOLHAITHH € C OTHOCHTENHO ChIOBO-CENEKTHBEH €QEKT, C M0-ronaM epeKT BbpXY
rIAAKOMYCKYJTHHTE KNETKH Ha ChAOBETE, OTKOJIKOTO BbPXY KICTKHTE HA CHPACTHHA MyCKYy I

[MTpu NALMEHTH C XHUIEPTEH3US, NPHEMAHETO BEAHBXK AHEBHO OCUTYPABA KIIMHAYHO 3HAYMMO
MOHMKEHHE Ha KPBBHOTO HANSraHe B JIETHAIO U MU3MIPABEHO MNOJICXKEHNE, B MPOABIKCHHE HA LICTHA
24.-yacoB nepuoi. ITopaan 6aBHOTO 3aMo4BaHe Ha AEHCTBUETO, OCTPATa XHIOTOHHA HE € HacT OT
ediexTa Ha MPUEMAHE HA aMJIOUTINH,

[Ipy nalMeHTH ¢ XMNepTeH3ua 1 HopManHa 6s0peyHa dYHKLIHA, NTEKApCTBEHUTE N03H AMIIOAWIIMH HMA
K4TO Pe3yATaT HaMAIABaHe Ha pe3NCTCHTHOCTTA HA CBAOBETE Ha 6p0penyTe U yBEJIHYCHHE HA HUBOTO
Ha rJIoMepyJIHa QIITPALs, KakTo H edeKTHBEH OTTOK Ha OpOpevHara nyasma, Oe3 npoMsaHa Ha
¢dunrpanonsara ¢Gpaxiua HIM MPOTEHHYPUA,

AMIIOONIHH HE CE ACOLMUPE C HUKAKBH HeKenaHH MeTabOJIMTHU peakuui Wid NpOMEHH B
[U1a3MEHUTE JMIMAM M € TOAXOAALI 33 yroTpeda oT MalMeHTH ¢ acTMa, fHabeT H nojarpa.

Yrnorpeda NpR NMalKUeHTH CbC ChPAEYHA HEAOCTAThYHOCT

BasupaHWTE HA XEMOAHHAMHYHH NPOYyUBAHUA U POSABY KOHTPOJIMPAHH KIIHHATHH H3NHTBAHUA npu
MAUMEHTH ChC ChpAeYHa HenocTaThuHocT oT NYHA Knac [I-1V ca noka3anu, 4e aMIOAUIIUH He €
[A0OBEJT IO KITHHHYHO BIOLIABAHE, KAKTO € YCTAHOBEHO OT AOIYCTUMUTE OTK/IOHEHHA Ha PE3YJITATHTC,
H3TJIACKAHOTO KOJIMUECTBO KPBB OT JifBaTa ChpAeyHa KaMepa U KIIMHHYHATA CHMITOMATONOIHA.

[Tnauebo-xorTponupano npoy4saHe (PRAISE) npeaHasHau€HO 32 H3CICABAHE HA MMALIMCHTH CbC
cspaedna HepoctarbuHocT oT NYHA Class I1I-1V, xouTo npueMaT IUrOKCHH, AMYPETUIIH H ACE
HHXHOUTOPH, € NOKA3aTI0, Ye aMJIOAUNIMH He 10BEeXa 0 NOBHLIABAHE HA PUCKA OT CMBPTHOCT WK
KOMOMHMpaHN CMBPTHOCT K 3a00N1€BaEMOCT ChC ChPAEUHA HEAOCTATEHHOCT

IlpH npocieasBailo, ABJIroCPOYHO, MIALEe60 KOHTPONHMPAHO H3NUTBAHE (PRAISE-2) Ha aMIOAXNHH
Mpy MALMEHTH ChC ChPACYHA HEAOCTATBHHOCT OT NYHA Il u 1V, 6e3 KnHHUYHY CHMITTOMH HJIH C
HAXOOKH, NMpeanoaaramy oCHOBHO HCXeMHU1HO 3a00/1BaHe, KOUTO NPUEMAT NOCTOSHHM JO3H ACE
MHXUOHTOPH, IUIHTANIUC, U JUYPETHIH, € YCTAHOBCHO H¢ aMJIOANNIHH HAMA edekT npu odluara
CMBPTHOCT, BCIEACTBHE HA ChPASYHO-CHAOBH NPOOIEMH. B chiiara norrynaius, aMJI0gHITHH Ce
CBBP3BA C NOBHILEH Opo#i choOILEeHUs 3a Ge10APOOCH eaEM.

TenmucapTal/ AMIOAUNNHH
B 8-ceqMHYHO, MHOTOLIEHTPOBO, PAHAOMU3HPAHO, ABOWHOCHANIO, rauebo-KOHTPONHpPaHO, ©

apanesiiy rpynu GakTOPHAIHO NpOyYBaHE B 1461 malMeHTH ¢ KA J0 TeXKa XHIIOTEH3HA
(YCpeHEHO AUACTONMYHO KPBBHO HAIAraHe oT 293 A0 <119 mm Hg), neueHHeTO C BCAKA OTIACITHA
no30Ba xoMbunalMa TenMucapTa/aMnoMIIMH WMa 33 Pe3yNTaT 3HA4UHTENTHO MO-BHCOKO PEAyLNpAHC
HAa NUACTOAMYHOTO H CUCTOMHYHOTO KPBBHO HANIAraHe U MO-BHCOKH HYBA HA KOHTPOJ, B CPABHEHHE
ChC CHOTBETHUTE MOHOTEPANHH.

TeaMucapTaH/aMIIOJUIINH ITOKA3BA J10303aBUCHMH MTOHMKCHHA Ha CUCTOJHYHOTO/ AUACTONNUHOTO
KpbBHO HANAraHe B paMKHTe Ha 00XxBaTa Ha neyebHaTta n1o3a ot - 21,8/ - 16,5 mm Hg (40 mgZ up ’
22.1/ - 18,2 mm Hg (80 mg/5 mg), - 24,7/ - 20,2 mm Hg (40 mg/10 mg) » - 26,4/ - 20,1 -.-/\ R
mg/10 mg). [ToHkeHneTo Ha ARACTOIHYHOTO KPBEBHO HANIATAHE <90 mm Hg e oTuere 1




74.8 %, 82,1 %, 85,3 % OT naLueHTHTE, pecneKTUBHO. CTONHOCTHTE Ca KOPHIHpPaHH 33 HaYal0TO Ha
NICYEHHETO M CTPaHATA Ha MPOBEXKAAHE

[onsMa yact OT AHTUXHOEPTEH3HBHUA €EKT C€ NOCTUTa B paMKHUTE Ha 2 CEAMHUM CJIEI 3ar04YBaHe Ha
neyeHuero. B moarpyna ot 1050 maiueHTH ¢ yMepeHa A0 TeXKA XUNEPTeH3UA (IHACTONHIHO KPBBHO
Hamarade, JIKH >100 mm Hg), 32,7 — 51,8 % ca noBnMABaT B 3a00BOJINTE/IHA CTENCH NPH
MOHOTEpAITHA KaKTO OT TENMMUMCAPTAH Taka U oT amnoaunyH. HabnonasaHure cpenH MPOMEHH B
CHCTOIMYHOTO/ HACTONMYHOTO KPBBHO HalAraHe ¢ KOMOMHUPAHO NIe9EHHE C aMIIONHIKH 5 mg (-
22.2/-17,2 mm Hg, ¢ 40 mg/5 mg; -22,5/-19,1 mm Hg, ¢ 80 mg/5 mg) ca CpaBHUMH HITH [T0-BUCOKH OT
Te3u, HabnogasaHy ¢ awiogunud 10 mg ( -21,0/ -17,6 mm Hg) 1 ca cBbp3aHH ChC 3HAYHTEITHO 110-
HUCKM HMBa Ha efeMa (1,4 % c 40 mg/5 mg; 0,5 % ¢ 80 mg/S mg; 17,6 % ¢ amnonunyH 10 mg).

AMOyNaTOpHO aBTOMAaTHYHO U3MepBaHe Ha KppBHOTO HanArahe (AAWMKH), n3BbplueHO npy rpyna ot
562 nauMeHTH € MOTBBPAWIO Pe3yATaTuTe Habmo4aBasH [TPH NOHKWKABAHUATE HA CUCTOJTMMHOTO U
AMACTOJIMYHOTO KPbBHO HANAraHe B KTMHHYHY YCIIOBHA, O BpeMe Ha Lienus 24-4acoB NEpHOA Ha
A03UpaHe,

B npyro MHOTOLEHTPOBO, paHAOMU3HPAHO, ABOAHOCIIATIO, AKTHBHO KOHTPOITHPAHO, MapaneHo
rpynoso npoy4yeaHe, Ha o6io 1097 nauMeHTH ¢ eka 0 TeXKa XHUNECPTEH3MA, KOHTO HE ¢a aNCKBaTHO
KOHTPOJIMPaHH ¢ aMNOJHUITHH 5 mg, € Mpunarad renmucaprad/amnoaunut (40 mg/5 mg wiu 80 mg/5
mg) uau camo aMmroannuH (5 mg win 10 mg). Crex 8 ceIMULIM Ha JieHeHHe, PpE3yNTAThT OT BCAKA OT
KOMOHHAIMKUTE CTATHCTHUYECKH € 3HAYHTENTHO No-e(pEeKTHRHA OT MOHOTEPAaNHUATa C AMJIOINITHH, KOETO
ce M3pa3ABa B MOHIKEHO CHCTONMYHO M AHACTO/IMYHO KPbBHO Hansrane ( -13,6/ -9,4 mm Hg, -15,0/ -
10,6 mm Hg cne cporBeTHO 40 mg/S mg, 80 mg/5 mg crpamo -6,2/ -5,7 mm Hg, -11,1/-8,0 mm Hg ¢
aMIOAWIIMH 5 mg ¥ 10 mg. YCcTaHOBEHHU €A H NMO-BHCOKH KOHTPOJIHH XHACTOJTHYHH HAJIATAHUs, B
CpaBHEHHE ChC CHOTBETHHTE PExKUMHM Ha MoHoTepanus (56,7 %, 63,8 % ¢ 40 mg/5 mg n §0 mg/5 mg
cnpamo 42 %, 56,7 % ¢ amnoaunuu 5 mg 1 10 mg). [IpoueHTHTE 33 NOABa HA eaeMa ca Oy
3HAYHTEIHO Mo-HUCKH ¢ 40 mg/S mg u 80 mg/5 mg B cpaBHenue ¢ amnoaunuH 10 mg (4,4 % cnpamo
24,9 %, pecnexTUBHO).

B npyro MHOTOLIEHTPOBO, pAHROMH3HPAHO, IBOHHOCIAIO, AKTHBHO KOHTPOJNMPAHO, NapalelHo-
rpYNoBO MPOyUBaHe, Ha o010 947 nauueHTy ¢ JIEKa 0 T€XKKa XMIEPTEH3Ms, KOHWTO HE Ca aIeKBaTHO
KOHTpONMparH ¢ aMnoaunun 10 mg, e npunaran tenmucapras/amnonunud (40 mg/10 mg wiwm 80
mg/10 mg) wiu camo amioaunuH (10 mg). Cnen 8 ceaMuL Ha Ie4eHHE, BCAKO OT KOMOMHHUpAaHHTE
NeueHHs CTATUCTHYECKH € 3HAUUTENHO No-eEeKTUBHO OT MOHOTEPAIKATA C AM/IONUIIHH DU
HAMAABAHETO HA IHACTONHYHOTO M CHCTOIMYHOTO KPBBHO Hanarane ( - 11,1/ - 9,2 mm Hg, - 11,3/ -
9,3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg cupsamo - 7,4/ - 6,5 mm Hg ¢ amnoaunuu 10 mg) ue
yCTaHOBEHA II0- BUCOKA CTENEH Ha HOPMalU3UpaHe Ha IHACTONHYHOTO KPbBHO HANATaHe B CPABHEHHE
¢ MoHoTepanusTa (63,7 %, 66,5 % ¢ 40 mg/10 mg, 80 mg/10 mg cnpamo 51,1 % ¢ amnoaunuH

10 mg.)

B ZiBe OTBOPEHH NPOIBIDKUTENHH MOC/IENOBATENHH [TPOY4BAHKUA MPOBEACHH 3a NEPHOA OT HaJ 6
mecela, epeKTsT Ha TenMucapTaH/aMiIOUNHH € MPOAL/KUA Ia Tpae H clell 3aBbpLIBaHE Ha
u3nuTeanero. OCBeH TOBA, € YCTAHOBEHO, Y€ NP HAKOH MALIHEHTH, KOUTO HE CC MOBIHABAT B
A0CTAaTh4HA CTeneH OT TenMucaprad/amnoaunui 40 mg/10 mg, € HanulEe AONBJIHUTENHO MOKMKEHHUE
Ha KpBBHOTO HanAraxe, cjel MOoBUIIABAHE HA IEKApCTBEHATa 1032 Ype3 THTPHUPaHe 10
TenMucaprar/amnogunud 80 mg/10 mg,

O6wwaTa 4ecToTa Ha HEXXENIaHH peaKIUH ¢ TeIMHCApTaH/aMJIOONITHH B MporpaMara 3a KIHHHYHO
M3NMUTBaHE ¢ Ouna noHwkeHa npu camo 12.7 % oT naudeHTHTE Ha JICYEHHUE, MPH KOUTO Ca HAITHLE
HexenaHy peaknuu. Hali-uecTHTe HexenaHu peakliiM ca 6wix nepudepHa e1emMa U 3aMagHoCT (BX.
Touka 4.8). ChoOILIEHHTE HeXENaHHTEe PeaKLMH ChBIAJAT C OHAKBARHHTE PEaKLHH OT MpodinTe 32

efeMa H eleMa) ca OUaKBaHO IMO-HHUCKH IPH NALHEHTHTE, KOUTO NPHEMAT TEIMHC
B CPaBHEHHE ¢ T€3H, KOMTO NOoJTy4aBaT amiofuniy 10 mg. BeB pakTOpHATHO H3IHT




c emeM ca 1,3% c TenMucapran/amiaoaunud 40 mg/5 mg 1 80 mg/5 mg, 8,8 % ¢
Tenmucapray/amnoaunul 40 mg/10 mg u 80 mg/10 mg, u 18,4% c amnmoaunus 10 mg. I1pu
NalMeHTHTe, HEOBIMABALIM CE OT aMJIOJKMIHE 5 mg HUBara Ha exema ca 4,4 % 3a 40 mg/5 mg u 80
mg/5 mg u 24,9 % 3a 10 mg.

AHTHUXHUNEPTEH3UBHUAT e(PeKT Ha TEIMHCAPTAH/aMIIOAUINUH € €HaKbB, HE3ABUHCHMO OT BB3pacT U
[oJl, ¥ € eJHAKLB IIPH NaldeHTy cBC UM 6e3 guaber.

TenMucapran/aMIIOAHIIHH HE € MPOYYEH NPH rpyna NauHueHTH, OCBEH Ta3H ¢ XHITCPTCH3HA.
TenMucapTaH € U3NKUTaH B pAMKHTE Ha TOIAMO M3MUTBAHE HA H3X0Ma OT JICUEHHETO MpH 25 620
MaLMEHTH ¢ BUCOK PUCK OT ¢hpaedHo-cbaoBo 3abonasane (ONTARGET).

AMIIOIHITUH € W3MTKTBAH TMPHU MAlHEeHTH ¢ XPOHHYHA CTa0UIHA aHTHHA, Ba30CNACTHIHA AHrHHa, U
TaKMBa ¢ aHrdorpadcky NOKyMEHTHpaHO 3a00SBaHE HA KOpOHAapHaTa apTepus.

[leppaTpyuHa nonynauus

Esponeiickata areHuMs MO JiekapcTBara OCBODOXKAABAa OT 3aALKCHHETO 3a MNPEROCTaBAHC Ha
PE3YATATUTE OT TIPOYUBAHUATA C TEMUCAPTAH/aMJIOXHIIHHE @ BEB BCHYKH NOATPYIH HA NEAHATPHYHATA
MOMyNALUs NPH XHIEPTeH3HA. (8K, Touka 4.2 3a UHGOpMaLHa OTHOCHO ynoTpeba B nearaTpUATa).

5.2 (@OapMaKOKHHETHYHH CBOHCTBA

dapMakoOKHHETHKA HA QUKCHpaHATA J030Ba KOMOMHAIMA
[IpoueHTLT H CTeNeHTa Ha abcopOuus Ha TeNMHUCAPTAH/aMIOAUIIMH Ca eKBHBAIIGHTHH Ha
GHOHATMYHOCTTA Ha TEIMHCAPTAH W aMJIOAMIINH, MPWIAraHK KaTo OTOEJTHH TaOJIeTKH.

Abcopbrys
A6copbuusTa Ha TEIMHUCAPTaH € Obp3a, BbIIpexH e abcopOupaHoTo KONH4eCTBO Bapupa. CpeiHaTa

abcomoTHa SMOHANKMYHOCT 3a TelMHcapTaH € okoo 50 %. KoraTo TenMucapraH ce mpuema ¢ Xpana,
HAMATIABAHETO Ha IUIOHITA MO KPUBAaTa Ha ChOTHOLIEHHETO MTa3MeHa KOHLICHTpallUa-BpeMe
(AUC(-c0) Bapupa oT npubnusurento 6 % (nosa ot 40 mg) ao npubnuzurento 19 % (nosa or 160

mg). o 3 yaca cnen npyem, Mia3MeHUTe KOHLIEHTPALIMK Ca MOA0OHH, HE3ABUCHMO Jali TeNMHCapTaH
ce npreMa ¢ UM Oe3 xpaHa.

Crnen nepopatHo NPHIOKEHHE Ha NEKapCTBEHHTE J03H, aMIOAHMHA ce abcopbupa nobpe, ¢
MaKCHMaTHa KOHLEHTpalia B KPBBTA MeXAy 6-12 daca cnes npueMane. Y cTaHoBeHaTa abCcoMoTHa
6HOHANHMYHOCT € Mexay 64 n 80 %. bHOHANTWYHOCTTa HA aMJIOAHIIMH HE C¢ NOBJIMABA OT [IPHEMAHETO
Ha XpaHa.

PasnpeneneHune
TeAMHMCapTaH ce CBBP3Ba BB BHCOKA CTEMEH ¢ Ia3MeHuTe npoTerHy (>99.5 %), ocHOBHO anOyMHH H

anda-1 KucenuTe raukonpoTerHk, CpeaHUAT CTALMOHAPEH NPHBUEH 06eM Ha pasnpeneneHue (Vdss)
e npuonn3nuTenHo 500 nutpa.

O6eMBT Ha pasnpeneeHne Ha aMIOOUNMH e npHOnu3uTenHo 21 I/kg. #x sumpo NpoyuBaHUATa
[MOKA3BAaT, Y& NPpHONH3UTEIHO 97.5 % OT UHUPKYAUPALIHAT aMJIOAMITHH € CBBP3aH C IJIa3MEHHTE
MPOTEWHHN MPH MaUYEHTHUTE C XHUIEPTOHHS

buotpanchopmalug
TenMucapTal ce MeTaboI|3Hpa Ype3 KOHIOTALMSA KbM NIIOKYPOHHA Ha OCHOBHOTO ChelnHeHHe. He e
HaOmopaBana GapMaKkoJIOrduHa akTHBHOCT NIPH KOHIKOTaTa.

AMJIOIQHUNKH ce MeTaboH3Npa H3KmounTeHo (npubnusurenHo 90 %) oT yepHHA Apod N0 HEAKTUBHH
MeTabONUTH

EnUMHHUpaHE
TenMucapTaH c€ XapakTepusupa ¢ AByEKCIOHEHUMAIHA KHHEeTHKA Ha pa3rpaxaaHe,
MONYXUBOT Ha eneMeHepaHe oT >20 yaca. MakcHManHara riasMeHa KOHUEHTP




MaJTKa CTEIEH, LIOLITA MOA KpHBaTa “wia3MeHa KoHUueHTpauusa-speme” (AUC), ce nopuilaBaT
HEMPOIMOPLIHOHAIHO Ha f03aTa. HAMa Aoka3aTencTBo 3a KITMHHYHO3HAYMMO HATPYNBAaHE Ha
TEIMHCAPTAH, NPHET B NpenopbuuTenHara no3a. [lnasMeHnTe KOHUEHTPaUHNH €a O-BUCOKH NPH
YEHHTE, OTKONKOTO NPH MBXeTe, 63 1a € Hauie 3HAYUTENTHO TIOBIHABAHE Ha €PHKACHOCTTA,

Cnen nepopaliHo (M MHTPaBEHO3HO) IPHIOKEHHE, TEJIMHCAPTaH Ce OTAENS MOYTH U3LIAIO C deLeca,
OCHOBHO B HENpOMeHeH By, KyMy/aTvBHaTa eKCKpenua upes ypuHara e <1 % ot gosara. O6muaT
rnasmer KIHPBHC (Cliot) € Bucok (npubnusurento 1 000 ml/min) B cpaBHEHHE € TO3H OT

yepHOApoGHNA KpbBeH Tok (oxono |1 500 ml/min).

EnuMuHHpaHETO HA aMJIOAMIHH Npe3 IU1a3MaTa € ABy(ha30Bo, C TEPMUHANEH NONY)KHBOT Ha
enTMMuHUpaHe npubnusntenHo 30 xo 50 vaca, Npu eXHOKPaTHA AHEBHA 1033, CTAHOHAPHH ILTA3MEHH
HHBA ce HOCTUTAT CJEH MPONBIKUTENHO Npunoxkenue 3a 7-8 gun. 10 % ot ammoaunus U 60 % ot
MeTabOJIMTHTE Ha aMIOAUITHHA CE OTACNAT B YPHHATA

JIMHeHOCT/HETHHEHHOCT

He ce ouaxpa ciaboto moHmwkasane Ha AUC 3a TeMUcCapTaH, 4a NOHWXKH TepaneBTHYHaTa My
edukacHocT. Hama AuHelina 3aBHCHMOCT MEXAY J03UTE U I1a3MeHUTe HuBa. [Ipu no3u Haa 40 mg
Cmax H, B 1no-manka crenes, AUC ce NOBUIIABAT HENPONMOPLHOHAIHO.

AMJIOAUNHH NOKa3Ba MHHEHHA PapMaKOKMHETHKA.

[TeguatpuuHa nonynauus (Bb3pact noals roguun)
Hama naHHy 3a papMakOKHHETHKATA MPU NEAHATPUYHATA MOy IaLHA,

Hon
HabnionapaHu ¢a pas/MKY B IJIa3MEHUTE KOHLEHTpALUy Ha TENMHUCApTaH, ¢ 3- 1 2- KpaTHO Io-
BUCOKHM Cmax B AUC, CBOTBETHO, NPH KEHH, B CPAaBHEHHE C MBXKE.

Cmapuecka gv3pacm

(dapMaKOKHHETUKATA HA TEJIMUCAPTAH HE CE pa3nu4asa MPH MJIAAH NALKWEHTH W MaLUEHTH B
cTap4ecka Bb3pacT.

BpemeTto 3a AOCTHraHe Ha MMKOBHTE NTa3MEHK KOHLEHTPALIMH aMIIOAUNKH € NOA00HO NpY HHOUBHUAH
B CTAPYECKA BB3PACT M MJ1any HHAHBUIY. [IpH nallMeHTHTe B CTapYeCcKa Bb3pacT, KIMPBHCHT Ha
aMJIOMIIMH HAMATSIBa, KOeTO UMa 3a pe3yaTar ysenuvasaHe Ha AUC U eTMMHHALMOHHKA NONYKHBOT.

Bwbpeuno yepesicoane

INpH nalMeHTH ¢ JIeKa, 10 YMEPEHa M TexKa cTeneH Ha 6p6pedHo yBpexaane, ce Habmoxasa
yIBOSBAHE Ha IUTA3MEHHTE KOHUEHTPALMH Ha TenMucaprad. Bee nak, npu nauseHTH ¢ 6s6peyHo
yBpEKAAHE, OMT0KEHH Ha AHANH3a, & HAabMoAaBaT NO-HUCKM MU1a3MEeHH KOHLieHTpauuH. 11pu
manueHTUTe ¢ 650peuHo yBpexaaHe, TeIMHUCApPTAH € BEB BUCOKA CTENEH CBBP3aH ¢ MIA3MEHUTE
[IPOTEMHHU K HE MOXKE Aa Obie OTCTpaHeH upe3 AUalnn3a. [1ony)KHBOTBT HA CMTUMHHHPAHE HE Ce
mpoMeHd IIpy nauueHTHTe ¢ 6p0peuHo yBpexaaHe. PapMaKOKHHETHKATa HA aMJTOJMIIHH HE CE
NOBJIMABA 3HAUUTETHO OT ChHCTOAHUETO HAa 6KOpedHO yBpeXKIaHe.

YeprodpobHo yepescoane

dapMakOKMHETHYHUTE MMPOYYBAHKA NPH MANMEHTH ¢ YEPHOAPOOHO YBpeXKIaHe NOKa3BaT yBeINYaBaHe
Ha abconoTHaTa OUOHANUYHOCT Ha TenMucaprad A0 Onuzo 100 %. [lonyXHMBOTBT Ha ENMMHHHAPAHE Ha
TeJIMMCApTaH HE CE MPOMEHs NPU MalLeHTHTE C YBpPeKAaHe Ha yepHus ApoD. [TauneHTHTE C
yepHOOpoOHO YBpEKIaHe ca C MOHWKEH KIIMPBHC HA aMJIOOUITHH, KOETO MMa 3a DE3yNTar
ypenugasaHe Ha AUC ¢ npubnusurento 40-60 %.

5.3 TIlpeakAHHHYHH JaHHH 32 (6e30NaCHOCT

Tt KaTO HEKNMHUYHUTE NpodHiay Ha TOKCHYHOCT Ha TEIMUCApTaH K aMJIOJWIMH HE
MPHIOKPHBAT, HE CE OYaKBa 3aCI/IBaHEe Ha TOKCUYHOCTTA 38 KOMOHHALMATA OT ABETE.




CTAHOBMILE C& MOTBBPKAABA OT MPOy4BaHe 3a CyGXpOHUYHA TOKCHYHOCT (13-ceIMUYIHO) [IPH
[LTBEXOBE, [IPH KOETO Ca TeCTBaHH A030BY HuBa oT 3,2/0,8; 10/2,5 u 40/10 mg/kg
TeIMHCAPTAH/aMIOOUIIHH.

ITpeax TUHHYHUTE JaHHH 3a ABATa KOMIOHEHTa Ca [IOCOUCHH NO-A0JY.

TeaMucapray
ITpyn npeaKJIHHUYHHATE H3ITHTBAHUA 32 6e30MacHOCT, A03HUTE, OIIPSACAIHN €KCITO3HIIMA, CPABHMMA C

Ta3sy B KJIMHUYHHA TeparneBrHueH oOXBaT Ha NeKapCTBOTO, NPEAU3BHKBAT HAMANCHH NapaMeTpH Ha
YepBeHHTE KPbBHU KJIETKH (€PHTPOLIMTH, XeMOTIIOOHH, XEMATOKPHT), U3MEHEHUs B OB0pevHaTa
XeMONUHaMHKa (TIOBUILIEHH KPbBHM HHBA Ha ypelHHA a30T, U KPEaTHHHH), KAKTO M [IOBHIICHA HUBA
Ha KMl B cepyMa IpH KHBOTHH ¢ HOPMAHO KPbBHO Hanaraxe. [IpH xyuera, ce Habmonasart
mITaTauua ¥ atpodus Ha 6s0peunure TyOynu. [IpH Ky4era v IIBX0BE, CBILO TAKa, CE OTUHTA U
yBpeKJAHE HA CTOMALINATA JMrasuia (eposus, yILepaluy Wiy Be3naienne). Teau (papMaKonoruiHo-
MeIHUpaHH HeXeENaHH e(PeKTH, N3BECTHH OT NPEAKIMHHYHHTE H3MMTBAHUA C MHXHONTOPH Ha
AHCHOTEH3MH-KOHBEPTHPALLIUA €H3UM M aHruoTeH3uH II peuenTopHyn OM0KEpH, Ce IPCACTBPATABAT
ype3 OpaTHO NPHICKEHHE Ha cONeBH pa3TBop. U npu asata BUAa )KHBOTHH, CC HabnmoaaBaT u
MOBHILEHA AKTHBHOCT HA NNa3MeHMs PEHUH U Xxuneprodus/xunepnna3us Ha Op0peuHuTe
IOKCTArIOMEPY/HE KiIeTKH. Te3H IPOMEHH, KaKTO M KiTac-cnelunPuuHus epexT Ha HHXUOUTOPH Ha
AHTHOTEH3WH-KOHBEPTHPALLIMSA €H3UM U JpYrd aHrHoTeH3uH I peLienTopHy O70KepH, U3TIeKaa HAMAT
KITHMHHYHA 3HaYUMOCT.

He e HaGnioqaBaHo OOKA3aTeICTBO 3a TepaToreHeH edeKT, BENPEKH e TeNMUCapTaH B TOKCHYHH 03H
oKkasBa e()eKT BbpXY NMOCTHATAIHOTO Pa3BHTHE Ha IOTOMCTBOTO, KaTO MO-HHCKO TEICCHO TErNO ¥
KBCHO NpOrjexaaHe.

Hsma 10KA3aTeNcTBO 32 MyTareHeH edekT WY KJIACTOreHHa aKTHBHOCT MO BpeMe Ha in Vifro
MPOYYBAHMSA, KAKTO M JOKA3ATEICTBA 32 KAPLHHOTEHHOCT NMpPH TUTEXOBE W MHILKH.

AMIOANIIKH

Penpoodyxmuerna moxkcuwnocm

PenpodyKTHEHHTE MPOYYBAaHUA IIPH ILTHXOBE M MHILKH NOKA3BaT 3aKbCHATO PAKAAHE, yIBINKEHO
paXKAaHE ¥ HAMAJIEHA MPEXHBAEMOCT HA MAJIKUTE NPH 103K NPUOAU3HTENHO 50 ITETH NO-BACOKH OT
MaKCHMAaJTHATA NPENOPLUYMTENHA 1032 NPH Xopa Ha 6a3zaTta Ha mg/Kg.

Hapywenue na gpepmunumema

He e ycraHoBeH edekT BbpXYy GepTHIUTETA Ha IUIBXOBE, HA KOUTO € MPU/I0KEH NEPOPATHO
aMJIOJMIIMHOB MasieaT (Ha MBXKY 3a 64 JHM ¥ HA *eHCKH 33 14 aHM npeaH undTOCBaHE) IPH J103H B0
10 mg amnoaunun/kg/aex (oxono 8 nvTH* MakcHUManHaTa NPENOPbUNTENHA 1034 MPHU XOpa 10 mg/ren
Ha 6a3aTa Ha mg/m?). B npyro npoy4saHe NpH ILTBXOBE, B KOETO Ha MBKKH [UTHXOBE € MpH/araH
aMJIOQHMMHOB Ge31nar B MpoakkeHye Ha 30 AHY NpPH 1033, CPAaBHHMa C [03aTa 0py Xopa Ha 6a3ata
Ha mg/kg, ca YCTAaHOBEHH MOHWXEHHU IUTa3MEHH HHBa Ha (OIMKYIOCTHMYNHPALLl XOPMOH H
TECTOCTEPOH, KaKTO Y HaMaJleHa IUTHTHOCT Ha CTiepMara M HaMalleH Opoi 3pesii ciepMaTHAH M KIETKH
Ha CepToH.

Kanyepozenesza, MymazeHesa

II1bX0Be U MMIUKH, HA KOUTO € TIpWiIarad aMIIOgUNUH ¢ XpaHaTa B MPOOBXKEHHUE Ha JIBE 'OAVHH, B
KOHLEHTpaLH, M3UHCIIEHH Taka, 4e aa OCHIypABaT AHEBHH N030BH HUBa 0,5, 1,25 1 2,5 mg/kg/neH,
He MOKA3BaT JaHHH 3a KaHleporeHHocT. Hali-Bucokara qo3a (3a MMIIKH MOA0OHA Ha, & 38 IUThX0BE
ABOMHO MO-BHCOKA* OT MaKCHMAHATa MPENOphYNTENHA KIMHUYHA 103a oT 10 mg Ha 6a3aTa Ha
mg/m?) e 6una Hau3ka Jo MaKCMMaTHaTa OHOCHMA 1032 33 MULIKH, HO HE M 32 TUIBXOBE.
[Mpoy4BaHMATA 38 MYTAr€HHOCT He TIOKa3BaT CBbP3aHHM C JICKapCTBOTO €(EKTH HHTO Ha T€HHO, HHTO
Ha XpOMO30OMHO HHBO.

*BasupaHa Ha nanueHT ¢ tenecHo terno 50 kg

6. OAPMAIEBTHYHH AAHHH




6.1 CnHchK HA NOMOLIHHTE BellecTBa

HaTpuep XUXPOKCHA
MermyMHH

[ToBuaoH (K-235)

KeneseH okcu, xwuiT (E172)
ManuTon

MUKpOKpPHCTATHA LIEyJ103a
KpocnoBuaoH

Marnesues creapar
[TpexxenaTUHH3NPAHO HHULLECTE
[lapeBHYHO HHUILECTE
KononneH 6e3B0AEH CHIHLUER THOKCH

6.2 HecwrBMecTHMOCTH

Henpunoxnumo

6.3 Cpokx na roasocr

2 FOJIVHM,

6.4 CrnennajHH YCJIOBHA HA ChbXPaHeHHe

Ta ce ChbXpaHABa B OpUrMHAJIHATA OTIAKOBKA 34 Aa Ce NMPEeAnasy OoT CBETNHHA.

6.5 Buau cbhbaAbPKAHHE HA ONAKOBKATA

KaproneHa xyTus chbabpkawa 14, 28, 30, 56, 90, 98 Tabnetku B Aluminum/OPA/Aluminum/PVC
OnUCTEpPH.

He BCHYKH BHAOBE OMAaKOBKM Morar ja 6b4at nycHaTy B npoaaxoa.
6.6 ChneuHaJHH NpPeANA3HH MEPKH MPH H3XBBLPJASHE

Bceky HEH3MON3BaH JIEKApCTBEH MPOAYKT HJIM OTMAJbueH MaTepyan TpaOBa aa ce H3XBBPIIA CBIVIACHO
MECTHHTE H3UCKBAHMAL.

7. NMPUTEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEBA
Zaktady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski, [Tonma

8. HOMEP HA PA3SPEILIEHHETO 3A YIIOTPEBA

Per. No 20190262

9, JIATA HA MBPBOTO PAZPELIABAHE/TIOAHOBSJBAHE HA PASPEILEHHWUETO 3A
YHOTPEBA

Tara Ha mppBO paspemasane: 13.11.2019




10. JATA HA AKTYAJINIUPAHE HA TEKCTA
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