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2, KAYECTBEH U KOTMYECTBEH CbCTAB

Bcesika Tabnerka cpabpka 80 mg renmucapran (telmisartan) u S mg amnimoaunuH (amlodipine) (nox
¢opmara Ha aMJIOAUNTMHOB Oe3unar).

[TomouiHO(K) BellecTBo(a) C U3BECTHO ASHUCTBUE: HATPUMA
Bcesika Tabnerka cbabpka 3,86 mg HaTpHi.

3a MbJIHUA CMTUCHK HA MOMOILHHUTE BEllleCTBa BHKTE ToUKa 6.1.

3. JEKAPCTBEHA ©®OPMA
Tabnerka
JIBolHOM3MBKHANU, npoabiarosaTu (14,7-15,3 mm x 7,0-7,6 mm), AByCJIOiHU TabieTKH, OEMU 10

nmoyty Oenu OT e/IHaTa CTpaHa U pO30BH OT Jpyrara, J0MyCTHMH Ca MaJIKU MeThbHLA OT po30BaTa
CTpaHa.

4. KJUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA
JleyeHue Ha eceHUMATHA XHUTIEPTOHHUSA MTPH BB3PACTHH:

JonbaBalia Tepanus
PaBenToH 80 mg/5 mg e nokasaH rnpu Bb3pacTHH, YUETO KPBBHO HAJIAraHe He Ce MOB/IHABA aJ€KBATHO

IMPY CaAMOCTOATEJIHO JIeueHHue ¢ amyoaunuH 40 mg /5 mg.

3aMeCTHTEIHA Tepanus
[TaiMeHTHTE, KOUTO MIPUEMAT TEJIMUCAPTAH M aMJIOAUINUH noja ¢opmaTa Ha OTAEIHH TabJIeTKH, Morat
BMECTO TOBa fa nmpuemar TabjieTkh PaBEHTOH, KOMTO CbABPXKAT CHLUUTE KOMIIOHEHTH CHC CBLIUTE

JO3H.

4.2 Jlo3upoBKAa H HAYHH HA MPHJIOKEHHeE

J103MpOBKa
[IperiopbuMTEIHATA A03a HA TO3M JIEKAPCTBEH NPOAYKT € eaHa TabseTKa Ha JIeH.

MakcuMasiHaTa npenopbyuTeIHa J103a € enHa tadbnerka 80 mg Teamucapran/10 mg aMIOAUITHH Ha
neH. To3u neKkapcTBEH NMPOAYKT € MoKa3aH 3a JAbJIrOCPOYHO JIEYEHHE.

[TppuemaHeTO Ha aMJIOAUITHH 3ae1HO C rpedndpyT WK COK OT rpeindpyT He ce rnpenopbpuBa, Thil KaTo
MPHU HAKOM MaUMeHTH €(PEKTHT HAa NOHM)KABAHE HA KPBBHOTO HAJISIrAHE MOXE J1a Ce 3ac
pe3yiTaT Ha NOBWILABaHE Ha OMOHAJIMYHOCTTA (BXK. TOUKa 4.5).




Lonvreawa mepanun
PaBenToH 80 mg/> mg TabneTky Morar Aa ce mpunarart ipH NauMeHTH, [MTPH KOUTO KPBhBHOTO HAIATAHE
He MOXKe [a Ce KOHTPONUpa aAcKBaTHO caMo ¢ aMmoaunuH 40 mg /5 mg.

[TpenopbuBa ce OTACNHO TUTPHUpPAHE HA JO3HTE HA ABaTa KOMIIOHEHTA (T.€. aMJIOAUIHH H
TEJIMHCApPTaH) [Py NpeMUHAaBaHe KbM (PUKCHpaHaTa iekapcrBeHa koMbuHanus. Korato e yMecTHO
OT KJIHHUYHA IJIeTHA TOYK&, MOXKE Aa ce OOMUCIIM IUPEKTHO IPEMUHABAHE OT MOHOTEPATIUA KbM
¢bUKCHpaHaTa NeKapCTBEHa KOMOHHALHA,

[lauwenture, npueMaiiyd 10 mg aMI0AMIIHE, IPH KOWTO Bb3HHKBAT J033-3aBUCHUMH HEXKENaHH
peakiuy, KaTo €1eM, MOTaT 4a MPEeMUHAT Ha Tepanus ¢ PapeHTOH 40 mg/5 mg BeOHEX AHEBHO,
HaMandaBa¥Ky A03aTa aMNOONNYH, 63 Taka Ja ce HaManABa OYaKBaHMAT AHTUXUIEPTCH3UBEH
OTTOBOP.

3amecmumenna mepanus

[TauneHTHTE, KOUTO IPHUEMAT TEIMUCAPTAH W aMJIOAUNNUA noa ¢opMaTa Ha OTAENHHU TabMeTKHd, MOrar
BMECTO TOBa BEIHBXK JHEBHO Aa npHeMar TabneTkH PaBeHTOH, ChABPXAILUH CBIUKWTE KOMIIOHEHTH, CHC
ChIUMTE JO3H B eAHa TabneTKa.

Cmapuecka ev3pacm (> 65 years)

IIpy maumeHTH B cTapyecka BL3pacT He € HEOOX0AUMO KOopUrupaHe Ha go3ara. HMa manko
HHGOPMALIHA 3a& ITPIIAraHeTO NPW MHOIO BE3PaCTHU NaLHEHTH.

[Ipn mauneHTH B CTapyecka BB3PACT Ce NpenopbyuBaT 0O0UYaiHATE CXEMH Ha NIpUJaraHe Ha
aMJIOTUITHH, HO ITPH YBENHYABAHE HA no3ara TpAOBa Aa ¢e NoaxoxKaa ¢ MOBHHIEHO BHUMaHUE (BX.
TOuka 4.4).

brvbpeuno yspeoicoarne

OnUTHT APH NALUEHTH ¢ TEXKO OB0pevHO YBPEXIAHE WIH [P TE3H Ha XEMOAHAIN3a € OrpaHHYeH.
[Ipy Ta3u rpyma nauyuedTH ce NpenopbuBa MpUeMaHeTo Ha TENMMUCAPTaH/aMJIOIMIUH Ja ¢TaBa ¢
MOBULICHO BHUMAHHE, ThH KAaTO aMIOIUIKHH HE C€ JHANH3HPA, 4 TEAMHCAPTAH HE C€ OTCTPaHdABa OT
KPBLETA 4pe3 XeMOPUNTPaLMa H He Ce nuann3upa (BX. CblI0 TO4KA 4.4).

He ce u3nckBa KOPUTHpaHe Ha AO3MPOBKATA NPH NMALMEHTH C JIeKa A0 yMepeHa ¢TeleH Ha Ob0peyHo

YBpeKAaHE..

Yeprnoopobro yepescoane

PaBeHTOH e ITPOTHBOMOKA3aH MPH NALUEHTH ¢ TEXKO YepHOApoOHO yepexaaHe (BX. TOUKa 4.3).

[Tpy maupeHTH ¢ Jieka O yMepeHa YepHOApoOHO YBpeKAaHe, TeNMHCcCapTal/aMIIOAHUITNH TpaOBa 1a ce
npuiara ¢ BHUMaHie. 3a TeIMUcapTaH, 1034¥poBKaTa He Tpabea Aa HaaeHInasa 40 mg BeAHBXK JHEBHO
(B%. TOYKa 4.4).

IleQuampuuna nonyrayus
be3zonacHocTTa ¥ €PUKACHOCTTA Ha TEJIMUCApTaH/aMJIOAMIIHH NpH aeua nof 18-rogumua Be3pacT He
¢a yCTaHOBEHH. HaMa HATMYHN JaHHU.

Hauyy Ha NPUIOKEHUE
[TepopanHO IpHUIOKEHHUE

PaBeHTOH MOXE Aa ce npHemMa ¢be Wi 0¢3 xpaHa. [Ipenopbusa ce npueMaHeTo Ha PaBeHTOH ¢ Manko
KOJIMUECTBO TEYHOCT.

4.3 IlpoTHBONMOKa3aHUA

- CBPBEXYYBCTBHTEHOCT KbM aKTHBHHTE BELLECTBA, KEM AUXHIAPOMHUPUAMHOBH NMPOU3BOIHH KN
KBM HSIKO€ OT NOMOUIHHATE BEIECTBa, H30pOoeHH B To4ka 6.1

- BTopu v Tpetu TpUMECTBp OT OpeMeHHocTTa (BX. TOYKH 4.4 1 4.6)

- ArbyHN OOCTPYKTHBHYM HApYILIEHHA U TEXKO YEpPHOAPOOHO YBpeXaaHe

- ok (BKNIOYHUTENHO KAapDAHOrE€HEH LIOK)




- O6cTpyKUus Ha W3XOAAILMA TPAKT HA JIABATa Kamepa (Hanp. BUCOKOCTENIEHHA a0pTHA CTEHO3a)
- XeMOIMHAMHUYHO HecTaDWnHa chpAeYHa HEAOCTAaThYHOCT Clie] OCThP HH(APKT Ha MHOKApAa

CopneTeTBallaTa YIOTpeda Ha TelMHCApTaH/aMIOAMITHH ¢ ATHCKHPEH-ChABPKAIIM IIPOAYKTH €
NPOTHBOIIOKa3aHa NpH NalMeHTH ¢ xuader wim 6p6peyHo yepexxnarne (GFR < 60 mi/min/1,73 m?)
(B TOuKH 4.5 1 5.1).

4.4 CneuHaaHu npeaynpexaeHus U Npeana3sHy MEPKH npu ynorpeba

bpeMeHHOCT

[To Bpeme Ha OpeMEeHHOCT He TpsabBa Aa ce 3ano4Ba Tepanua ¢ aHrHoTeH3uH II peuentopHu 6rokepH.
OcBeH Koraro NpoAb/IXKaBAHETO HA TEpanuaTa ¢ aHrnoTeH3uH II peuenropHu 610KepH ce cMATa 32
HAJIOXKHUTENHO, MALUMEHTKHTE, IUTAaKUpallH Aa 3a0peMeHeAT, TpAOBa 1a NPEMUHAT HA ATTEPHATHBHO
AHTUXHUNIEPTEH3UBHO JIEYEHHUE, ¢ YCTaHOBEH npodun Ha 6e3onacHocT npH ynotpela 1o speMe Ha
OpemenHoct. Cnen JUarHOCTHUMPAaHE Ha OPEMEHHOCT, JIEUEHHETO ¢ aHrHoTeH3HH Il peuernrropHu
bnoxepu Tpadpa na 6pae npeycraHoBeHO He3abaBHO, U, MO BE3MOXKHOCT, A ¢ 3aN0YHe alTepHaTHBHA
Tepanus (B, Touku 4.3 u 4.6).

YepHoapobHo yBpeXKIAHE
TenmucapTaH ce €KCKPeTHpa NMOYTH HU3LAUI0 Mpe3 Kurbdkara. [Ipa nauueHTuTe ¢ 00CTPYKTHBHH

3a00oNABaAHNUA HaA KIBYKATA UMK Y4EPHOAPOOHO YBpeXIaHe MOXe Aa CE OYaKBa MOHIKEH KIMPBHHC.
[Tony»UBOTHT HAa aMJIOIHNHH € yAbJiKeH H CToHHOCTUTE HA AUC Cca mo-BHCOKHU NpH MAIUEHTH C
HapylIcHa YepHoApoOHa QYHKIMA, KaTO He ¢a YCTaHOBEHH TPENOPHKH 3a no3ata. [1o Tasu npuinHa
JICYEHUETO ¢ aMIIOAHITHH TPAOBA a 3amoYHe ¢ 1034 B JOJHHUA Kpal Ha NO30BUA UHTEPBAJ U Aa ce
NOAX0XAa ¢ MOBULICHO BHUMaHKE KAaKTO NPH 3a0YBaHE HA JICHEHHUETO, TAKA K MPH YBEJIWYaBaHe Ha
no3arta. ETo 3a1o npy te3n nauueHT! TeIMUCApTaH/aMIOaIUIIUH TPsOra na ce ynotpedana ¢
MOBUIICHO BHHMAHHE,

PeHoBacKyJiapHa XUIIEPTOHUSA
Koraro naupeHTH ¢ AByCTpaHHA CTEHO3a Ha ObpOpeyHHTE apTepyi WIH CTEH03a Ha apTepHs Ha

eOMHCTBEH QYHKUHOHHpaW 660pek, ca TeKyBaHH ¢ JEKAapPCTBEHU NPOAYKTH, KOMTO 3acCATaT CUCTEMATa
PEeHUH-aHrHoTeH3UH-ana0cTepod (PAAC), cpiiecTBYBa NMOBHIIEH PACK OT TEXKA XHIIOTOHHA H
O0n0peuHo yBpexaaHe.

BrOpeuno yBpexaade ¥ TpaHennaHrauusa Ha 6u6pek
Koraro renMucapTan/aMnoauIyH c€ H3MON3Ba 3a IeYeHHe HA NallHeHTH ¢ HapylieHa 6s0peyHa

(QyHKLHS, ce NpenopbYBa NEPHOIUIHO MOHUTOPHPAHE HA CEPYMHHUTE HABA Ha KaNU# U KPpCaTUHUH.
HsaMa onuT B pyUnaraHeTo Ha TENMUCAPTAH/aMIOAWNHH NPH DAIUEHTH ChC CKOPOLLIHA
TpaHCIIaHTauMA Ha OBOpeK. AMIOOUIMH HE C& JUATH3NPA, 2 TEIMHCAPTAH HE C€ OTCTPaHABA OT
KpBbBTA Ype3 XeMOQUNTPALIMA ¥ HE Ce NUATTH3HNPA.

[laupeHTH ¢ XHOQOBOIEMHS W/ MM H3UEepNBaHe Ha HATPHS
[Mpy nmauueHTH, ¢ XUIOBOJEMUA W/ WK W34EPIIBAHE HA HATPHA, HAITPUMED ITOPALH HHTEH3HBHA

OUYPEeTH4HA Tepanus, HaMaJIeH NpUEeM Ha COJIHM Mopagy KHeTa, AUapys WIM IOBPBIIAHE. MOXE 1A
Bb3HUKHE CUMITTOMaTHYHA XUNOTOHHA, OCODEHO Clie/ NPWIATaHe Ha ITbpBAaTa J03a. Taknpa
CbCTOSHHUA TpAOBa Aa 6bAAaT NPeoAONCHH NPEAH NMPUIIOKEHHUETO Ha TeMUcapTad. B cnyvai Ha
XUMOTOHHSA BCNIEIACTBHE JICUEHHNE C TEIIMHCAPTAH/aMJIOIUINHH, NAUMEHTHT TPAOBA Aa ObIe MOCTaBEeH B
JIETHA/IO MOJIOKEHHE H, aKo € HeoOXoauMo, aa My Oble NPUIOKEHO HHTPABEHO3HO BIIMBaHe Ha
¢r3nonoruydeH pasreop. Cnen crabunuinpade Ha KPpbBHOTO HANATAaHE, IEYCHHETO MOXKE a Obae
NPOABJIKEHO.

deotino 6noxypaHe Ha PEHUH-AHTHOTEH3UH-ANA0CTepOHOBAT acHeTema (PAAC)

Mma naHHy, ye chIrpTCTBalIATa ynoTpeda Ha ACE uuxuburopu, aHruoteHsuH ll-peuentopuu
OJIOKEpH WK ANTHCKUPEH MOBUINABA PACKA OT XHUITOTOHMA, XUMEPKAJIHEMHA H HAMAaABa
61OpeyHaTa GyHKIMA (BKITIOYUTENHO TEXKO 6B6peuHo yBpexxnane). [lopaau Toea H




nsoxo Onokupane Ha PAAC 4pes komOuHHpanara ynotpeba Ha ACE HHXHOHTOPH, aHrHOTeH3IHH 11-
peLenTopHH OIOKepH Wid AMUCKUpeH (BX. TOYKH 4.5 1 5.1).

AKO ce nIpelLieHH, Ye TepAIuATa ¢ ABOKHHO OnokupaHe € abcomoTHO HeobxoauMa, ToBa TpadBa na
CTaBa caMo NMOA HabMoAeHUeTO Ha CIELMAIUCT U MPH YECTO BHUMATENIHO MOHHTOPHPAaHE Ha
ObOpeyHaTa QyHKLHA, EXEKTPOMUTHTE H KPHBHOTO HAIATaHE.

ACE vaxubutopH 1 aurHoren3ul II-peuenropiu 6rnokepu He TpsaOBa ga ce H3NOI3BaT €AHOBPEMEHHO
npH nauneHTH ¢ anabetHa HedponaTHi.

JIpYrH CHCTOAHUA CBC CTUMYIIAIMA Ha CHCTEMATA PEHHH-AHTHOTCHIHH-AIJOCTEPOH
[Tpy naneHTHTE, YUUTO CBAOB TOHYC U 6bOpeuHa yHKLMS ca B 3aBUCHMOCT Hal-Bede OT J€HHOCTTa

Ha peHHH-AaHT'HOTEH3NH-AII0CTEPOHHATA CHCTeMa (Halp. MalMEeHTH C TEXKA KOHIMECTHBHA ChpAeYHA
HEOOCTATHLYHOCT WIH 0CHOBHO 616peuHo 3abos1sBaHe, BKIIIOUHTENHO CTEHO3a Ha OB0peyHHTe
apTepHH), NEYEHHETO C JICKAPCTBEHH NMPOAYKTH, NOBIHABALLH Ta3H CHCTEMA, CE€ CBBP3Ba C OCTpa
XUIMIOTOHHUSA, XHIEPA3OTEMHUA, OJTUTYPUS, HIIH PAIKO ¢ TekKo 6b0peuHo yBpex aaHe (Bx. Touka 4.8).

IIbpBHYEH ANTOCTEPOHHIBM
[TaLeHTHTE ¢ IBPBHYEH ANAOCTEPOHU3BM B obuIMA cny4yail He ce NOBAUABAT OT

AHTUXHUIIEPTEH3UBHUTE JIEKAPCTBEHH NMPOAYKTH, AeHCTRAILM Ype3 HHXHOHpaHe Ha peHHH-
aHrHOTeH3HHOoBaTa cucreMa. Ilopanu ToBa, ynorpebara Ha TeIMHCapTaH HE ce NIPEnopbLYBa.

CTeHo3a Ha A0PTHATA M MUTpAJIHATa Knana, 06CcTpyKTUBHA XUIEpTpoGHIHE KapAHOMHOIIATHS

KakTo npu apyruTe ChbaopasUInpaBallid CPeacTBa, CIEUHAIIHO BHEMaHKe ce o0philia Ha MALHEHTHTE,
CTpanaliy OT CTEHO3a Ha A0OPTHATA ¥ MHUTpaJIHAaTa Kiana, Wik o0CTpYKTHBHA XHIIepTpodHYHA
KapAHOMHOIIATHA.

HecTaunua cTeHOKapAua,oCcThP HHGApKT Ha MBUOKapAa
HsMa nasHy B oAKpena Ha yrnorpedara Ha TeIMUCAPTAH/aMIIOIUIIHH B clydad Ha HecTabuiHa
CTEHOKapAUA U IO BpeMe Ha HIH 10 Kpas Ha ITbPBHA MeceLl CNeA NPETHPIAH HHDAPKT HA MHOKapHa.

[TauMeHTH ChC ChPACYHA HEAOCTATHYHOCT

B eqHO OBATOCPOYHO, MnauebGo-KOHTPOMMPAHO U3NUTBAHE HA AMIOOUNIMH IIPH NALMEHTH C TEXKa
cupaeuda HemoctarbuHocT (knac III m IV no NYHA) cpobienara yectora Ha SenoapobeH oTok e mno-
BHCOKA B I'DYI1aTa Ha JIeHeHHe C aMJIOAMITHH, OTKOJIKOTO B Irpynara Ha rutaueto (Bx. Touka 3.1). Ilo
Ta3y IPUYHHA NPH MAUHEHTHTE CbC ChPAEYHA HEA0CTATHYHOCT JIEYCHHETO TPA0Ba 11a ce nmpHiara ¢
MOBUUIEHO BHUMAHUE,

BnokepH Ha KannHeBUTE KaHAMU, BKIIOUUTEIHO aMIOAUINNH, TpAOBa 1a Ce MpUnarar ¢ NOBUILEHO
BHHMAaHUE NMPY NaLHEHTH ChC 3aCTOMHA ChPASUHA HEAOCTATHYHOCT, Thil KATO MOXKE a YBEITHYAT
pHcKa OT 6bIELIH ChPASUHO-ChEOBU ChbOUTHA H CMBPTHOCT.

[MauyenTy ¢ Auaber, TeKyBaHU ¢ UHCYIUH WIH NPOTHBOIHAOETHH CpeICTRA

[Ipu seueHue ¢ TENMHACAPTAH, ITPH T3 MALIMEHTH MOXE A3 Bb3HHKHE XUMTOTIIMKEMHA. 3aTOBA NPH
TE3U [TALMEHTH € HeoOXoauMo na ce o0ChIM CHOTBETHO MPOCEeaaBaHe HA HUBOTO HA IMHOKO034 B
KpPBBTA M MOXKE A Ce HAOXKHU KOpPUrHpaHe Ha J03aTa MHCYJIMH WM aHTHAKabeTHO CPEeACTBO, KOrarTo €
OKA3aHo.

XUMMEpKaTUeMHs

Vnorpebara Ha NeKapCTBEHHU NPOAYKTH, KOUTO MNOBJIHABAT pEHHH-aHTHOTEH3HH-ANA0CTEPOHHATA
CHCTEMA, MOXKEe Ja NPUYHUHH XUIIepKaTeMusd. XunepKaJeMHsaTa MOXe 1a IPHYHHH CMBPT NpH
MAL{MEHTH B CTAPYECKa Bb3PacT, MaLHeHTH ¢ 6b6peuno yBpexkaaHe, NaUUeHTH ¢ AUabeT, MauyueHT Ha
CBIIBTCTBALLA TEPANHUA C AEKAPCTBEHH NPOAYKTH, KOHTO MOrar a NoBHINAT KOHUEHTpAUWATA Ha
KaNui, W/XIU NpH DAUWEHTH C ApYTry ChIbTCTBALIK ChCTORHUS

HpﬂJIH Aa C€ B3EME PCILICHHC 34 CAHOBPCMEHHO NPDUNOXKCHHAC Ha JICKAPCTBCHHU ITPOAYKTH, K

Mon3a/pHrcK.



OcHOBHHTE PHCKOBH (aKTOPH 3a BL3HUKBAHE Ha XUNePKATHEMUA, KOHTO TpAOBa a Ce B3EMAT Mok

BHUMAaHHUE ca

- 3axapeH auader, 6L6peyHo yBpexaaHe, ssapact (>70 roguHH)

- KOMOHHALIHMA ¢ €AMH WIH NIOBEYE EKAPCTBEHH NPOAYKTH, KOWTO MOBINHABAT CHCTEMATA PEHHH-
AHM'MOTEH3HH-AUTAOCTEPOH WK ChABPKAIM KaTUH XpaHuTenHl o0aBky. JlekapcrBeHUuTe
NPOAYKTH HUIIH TEPANECBTHYHUTE rPYMH, KOUTO MOTAT Ja NPEIU3UBHKAT XUMNEPKANIEMUSs ca
3aMECTHTEITH Ha CONTA, ChAbPKALUM KaNtUH, Kanui-ChxpaHsaBalul auypeTHlH, ACE
UHXuOUTOpH, aHruoTeHsuH Il peunentopHu 6okepy, HeCTEPOUAHH NPOTUBOBB3NATIUTEIHY
cpeacrea (HCIIBC, sxmoynTenno cenektuBHuTe COX-2-HHXHOHTOPH), XeNapHH,
UMYHOCYTNIPECOPH (LIHKJIOCIOPHH HWIH TAKPOJHMYC) M TPHMETOTIPHM.

- CBIBTCTBAILM CEOHTHA, B YACTHOCT ACXUOPATALMA, OCTPa ChpAEYHA AEKOMITEHC AL,
mMeTabonuTHA anKao3a, Brouapane Ha 0b0pedyHaTa QyHKLINA, BHE3ATHO BJIOOIABAHE HA
CBCTOAHHETO Ha OBOpeunTe (Harp. HHPEKIIMO3HH 3ab0NaBaHus), KIIETHYHA NU3a (Hanp. ocTpa
HCXEMHA Ha KpaHHHK, pabaoMUONN3a, TOJIMA TPaBMa).

Heobxoaumo e 1a ce npopexaa BHUMATSTHO MOHHTOPHpaHe Ha CepyMHHTE HHBA HA KU NPH TE3H
malneHTH (BXK. TOUKa 4.5).

[TalieHTH B CTapyecka BbE3pacT
[Ipu ysenuyaBaHe Ha [03aTa HA aMJIOAMIIMH NIPH NALMEHTH B CTAPYECKa BB3pacT TpAdBa 1a ce
MOIX0XKAA ¢ IMMOBUIICHO BHEMaHNe (Bx. Touka 4.2 u 5.2).

Harpuii
To3u nexapcTBEH NMPOAYKT ChAbPXKA MO-MATKO 0T | mmol Hatpuif (23 mg) 3a TabeTka, T.€. MOXKE 1a
Ce Kaxke, Y€ NPaKTUHECKH HE ChABLPHKA HATPHii.

HcxemuuHa OonecT Ha CBPLETO

KakTo npu BCEKH aHTHXHIIEPTEH3UBEH JIEKAPCTBEH NPOAYKT, MPEKOMEPHOTO MOHWKEHHE Ha KPEBHOTO
HIATaHE NPH NALHEHTH ¢ UCXEMHYHA KapANOMUOMNATHA WIH HCXEMUTHO ChPAETHOCHIOBO
3abonsBane Moxe Ja 1oBeae no HHGpAPKT Ha MHOKapAa HIIH HHCYIIT..

4.3 B3aumoaeiicTBHe ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYrH GOPMHM Ha B3aHMoOaeHCTBHE

He ca yctaHoBeHH B3aUMOAEHCTBUA MEX DY ABATAa KOMIIOHEHTa Ha Ta3d GUKXCHpaHa KOMOHHAUHS 1O
BpeMe Ha KITHHHYHHMTE H3MHTBaHUA.

BiauMomercTeid, CBBP3aHH ¢ KOMOHMHAIIMATA
He ca nposexcaaH Mpoy4YBAHUA 34 JICKaPCTBEHHTE B3aHMOACHCTBHA.

La ce azeme npedeud npu convmemeaawia ynompeba

Hpyzu anmuxunepmen3usiu nexapcmeenu RPoOYKmu
[ToHWwKaBaIIMAT KPBBHOTO HAAraHe eekT Ha TenMucapTal/aMIOJUITHH Moke A3 OB0e 3acHiieH npn

CHITBTCTBAILA YNOTpeOa Ha APYTH aHTHXHUTICPTEH3IHBHY JIEKAPCTBEHH MMPOAYKTH.

Jlexapcmeenu npoOykmu ¢ ROMeHYUAN 3G NOHUIICABAHE HA KPBBHOMO HANAZAHE

C ornen Ha papMakONOTMYHHATE UM CBONCTBa, MOXKE 1a C& 04aKBa, Ye CIEIHHTE JIEKapCTBEHH
MPOAYKTH MOTAT Aa 3aCHIAT XUIIOTOHUYHHTE €EKTH HA BCHYKH aHTUXHIIEPTEH3UBHH CPEICTBA,
BIJTIOUMTENHO TO3H JIEKAPCTBEH NPOAYKT, Hanp. daxiodeH, aMuOCTHH, HEBPONETTHLIM KITH
aHTHIenpecanTu. Chllo Taka, OPTOCTATHMHATA XUMNOTOHUA MOXe 1a ObAe 3aCiieHa U OT alIKOXOJI.

Kopmuxocmepouodu (3a cucmemruo npunoxcerue)
HamangpaHe Ha aHTUXUTICPTEH3UBHUA e(eKT.

B3auMoneHdCcTBHA, CBBP3AHHU ¢ TEJIMUCAPTAH

He ce npenopwusa cenvmcmeawia mepanus




Kanuii-coxpanasauju ouypemuyy unu CoOwpicauyu kausi xpanumennu 006aexu

AHrvoteH3uH Il peuentopuuTe B10kepy, KAKBBTO € TEIMHUCAPTAH, HAMANABAT 3ary6aTa Ha Kaluii,
MPHAU3BHKaHA OT AMypeTHUHTe. Kanui-cbXpaHaBalidTe IHYPETHLIM KaTO CIIMPOHOJIAKTOH,
CIUICPEHOH, TPHAMTEPEH, WK aMHIIOPHA, ChAbPKALLMTE Kanuil XpaHHTENHY 100aBKH, WM
ChAbPXKALIATE KATHH 32aMECTHTENH Ha COJTa, MOTaT Jia JOBENAT OO 3HAYHTENHO TIOBHIIEHHE Ha
CepyMHUA KaHif. AKO € MoKa3aHa CBIIBTCTBALIA yNoTpeOa, nopaau JOKyMEHTHpaHA XHIIOKATHEMUS, €
HeoOX0AHUMO JIEKAPCTBEHUTE NPOAYKTH Aa OBAAT H3NOA3BAHM C MOBUILIEHO BHUMAHHUE, H C NTIOCTOSHHO
MOHHTOPDHPAHE HA CEPYMHUTE KOHUEHTPALIMK HA KATHS..

JTumui

Cpolluapanu ca cyyad Ha OOpaTHMH MOBHILEHUA B CEPYMHHTE KOHLEHTPALIMHY HA JIUTHUA U
TOKCHYHOCT, NNPH €JHOBPEMEHHO MPUNOKEHNE HA TUTHHA U HHXUOKUTOPH HA aHTHOTEH3UH
KOHBEPTHPALINA €H3HM, KaKTO H C aHrHoTeH3HH Il peuerrropuu 6i10kepH, BKIIOYMTETHO TeIMHCAPTaH.
Ako koMOHHHpaHaTa ynotpeba ce okaxke HeobxoauMa, € IPENnOPHYUTENCH BHUMATENEH MOHHTOPHHT
Ha CEPpYMHHTE HUBA HA JIMTHA.

Apyzu anmuxunepmen3usHu 1eKapCmeeHu RPoOYKMuy, 0eticmeauyut Ha PeHuK ~QH2UOMEHIUN
anoocmeporosama cucmema (PAAC)

JaHHH OT KIWHUYHHU NPOYyYBaHHA NOKA3BaT, He ABOHHOTO GIOKUpaHEe Ha CHCTEMAaTa PEHUH -
aHrHOTeH3WH anaocTepoH (PAAC) upes xombuHupanara ynorpe6a Ha ACE WHXHGHTOPH,
aHrnoreHs3uH ll-peuentopHy OnoKepH UMK aATUCKUPEH €€ CBBP3Ba ¢ MO-BUCOKA YECTOTA Ha HEXKENIaHH
CBOWTHA, KATO HAIIPHMED XHIIOTOHMSA, XUIIEPKATHEMHUA U HaManABaHe Ha 6LOpeyHaTa §yHKIMS
(BKIIIOYHTETHO TEXKO OBOpeuHo yBpexaane), B CpaBHEHHE C YIIOTpe0aTa caMo Ha €MHO CPEACTRO,
nexcreaio Bepxy PAAC (Bx. Touxu 4.3, 4.4 u 5.1).

Conemcemeawa ynompeba, USUCKEAUIA NOBUIUEHO BHUMAHUE

Hecmepouonu npomueosvsnanumennu cpedcmaa

HCIIBC (T1.€. aueTWICATHLMIOBA KACENUHA B IPOTUBOBB3NANHTENHH 1031, COX-2-HaxubuTopu, U
HecenexkTHBHKM HCIIBC) Morart na HaMaNAT aHTHXHIIEPTEH3UBHKA €DeKT Ha aHTHOTeH3HH ]
peuenTopHUTE OIIOKEPH.

[pn HAKOM MALKEHTH ¢ HapyuieHa GbOpeyHa QYHKIMA (HANp. NALKMEHTH ¢ ASXUAPATALMI UK
NaNHMeHTH B CTapiecKa Bb3pacT ¢ HapyueHa 6s6peyna pyHk1HA), e ZHOBPEMEHHOTO NpHIarale Ha
aHrHoTeH3uH I peuenTopuu 6n0kepu U TeKapcTBEHN CPEACTBA, KOUTO HHXHOHPAT LIHKIIO-
OKCHIeHa3aTa, MOXe 3 HMa KaTo pe3y/TaT 0-HaTaTbLIHO BioliaBaHe Ha Ob0pedHaTa QyHKIHA,
BKIIHOYHTETHO BB3MOXKHO TEKKO ObOpeyHO yBpexaaHe, koeto 06HMKHOBEHO € o6paTHMo. 3aToBa,
kombHHauMsaTa TpsOBa Aa Obae npunaraHa ¢ NOBUILEHO BHUMaHHE, 0COGEHO ITPH MallHEHTH B
cTapuyecka Bb3pacT. [lanventure tpabsa ga 6vaar agekBaTHO XMAPATHUPaHH, KaTO N0 BHUMAHHE
TPA0Ba j1a ce B3eMe U MpocaeasBaHeTo Ka 6b0peyHaTa GyHKIIMA ciie 3an0YBaHe HA CHITETCTBALATA
Tepanusa ¥ NEPpUOAUYHO CJIe] TOBA.

Pamunpun
B enHo u3anuTBaHe, eJHOBPEMEHHOTO NPUNAraHe HA TEIMUCAPTAH H PAMKIPHI € JOBENO A0 2,5
kpatHo noBHuIeHHE B AUCQ.24 ¥ Cmax Ha paMunpwi 1 pamunpunat. KiIIMHHYHATa 3HAYMMOCT Ha

TOBa HaAOMIOOEeHWE ¢ HEH3BEeCTHA

Ha ce eseme nod snumenue npu conemcemeawa ynompeba

Huzoxcun
Koraro TenMucapTaH ce npuiara eAHOBPEMEHHO C RHMOKCHH ce HabGnioaaBa noBMiIaBaHe Ha
MeanaHaTa Ha nmuKosarta (49 %) u Hali-HHCkara masMera KoHleHTpauua (20 %) Ha aurokcud. KoraTto
Ce 3anoy4Ba, KOPUrupa ce 103ara Wik ce NpeKpaTaBa TenMucapraH, Tpabsa na ce Habmoaasat HUBaTa
Ha JHTOKCHH, 33 Aa C€ NOAOBDKAT B TepaneBTUMHUA HHTEPBA.

B3aumMoneicTBUA, CBbP3aHH ¢ AMIOIHUITHH




Crnvmemsawa ynompeba, u3uckeauia NoGUILEH0 BHUMANUE

Huxubumopu na CYP3A4

CenbTeTBalATa YIoTpeda Ha aMIOAUAKHH ChC CUIIHU WiH yMepeHH CYP3 A4 uHxubutopH (rporeasHu
WHXHOUTOPH, a30JI0BH aHTUMHMKOTHLIM, MAKPOIIUAHN KATO EPUTPOMUIIMH HIIH KIAPUTPOMHIIUH,
BEpanaMuil WiH JUITHA3EM) MOXKE a NpeAr3BUKa 3HAYUTENHO YBEJIMYaBaHe Ha €KCMO3ULIMATA Ha
AMJIOZAIKIH, KOETO Aa AOBENE A0 YBEIIMYEH PUCK OT XUIMMOTOHMSA., KIIMHWYHATA TpaHCIauusa Ha Te3u
(papMakOKMHETHYHY BapyalMK MOXeE J1a € No-H3pa3eHa NpH NalMeHTHTE B CTApYECKa Bb3pacT. Tosa
MOKE J1a HAJTOKH KITHHUYHO MPOCeAsSBaHe H KOPUTHPAHE Ha 103aTa.

Huodyxkmopu na CYP3A4

ITpy en1HOBPEMEHHO NPWIOKEHHE Ha H3BeCTHU MHAYKTOPH Ha CYP3 A4 nnasMeHara KOHHEHTpatHs Ha
aMJIOOUITUHE MOXKeE Aa Bapupa. [lopaau ToBa KpEBHOTO HallATaHE TpAOBA Na ce HabmMomaBa H aa ce
oOMUCITM afanTHpaHe Ha A03aTa KAKTO MO BpeMe, TAKa M Cliell ChbIILTCTBALL TpHeM, 0Co0eHO Ha CHIHH
CYP3A4 uvaykropu (Hanp. pudaMnUuuH, XbBJAT KAHTaPHOH),

Hanmponen (unghyua)

[IpH >XHBOTHH, CNE[ NPHIOKEHUE HA BEpalmaMiJl U UHTPABEHO3EH JAHTPOJIEH, ca HabmoaaBaHy
neTanHa kaMepHa GuOpHUIaLya ¥ ChbPLEYHO-CHAOB KOJNANC BEB Bpb3Ka ¢ XHnepranHeMud. [Topagu
PHCK OT XMIEPKATHEMHUA € NIPENOPBYUTENHO Aa c¢ U30ArBa ¢AHOBPEMEHHOTO NIPUIOKEHHE Ha
OsioKepH Ha KAJLMEBHUTE KAaHATY, KATO AMNIOAMIINH, NPH NTALMEHTH, CKIIOHHH KBbM 3JI0KayeCcTBeHa

XHTIEPTEPMHA, KAKTO U IIPH OBIAAABAHETO Ha 3JI0KAYECTBEHA XHUMEPTEPMHA.

I peunppym u cox om epeingpym
[IpunoxeHneTo Ha aMIOAUIIUY C rpedndpyT Win COK OT rpeHndpyT He ce NpenopbL4Ba, Thil KaTo NpH

HAKOHM NallHEHTH OMOHAIHYHOCTTA MOXKE Ad CC YBC/IWYH, KOCTO Ia DOBCAC N0 YBCIHYABAHE HA
ECIJGKTHTE Ha NMNOHMKaBaHC H& KPBBHOTO HaJIATaHE.

a ce 83eme nod snumerue npu cvvmemsawa ynompeba

Taxkponumyc

HmMa pHCK oT yBenHYEHHE Ha HUBAaTa Ha TAKPOIOMYC B KPbBTA IIPH CAHOBPEMEHHO NPHIIOKEHHE C
AMJIOJMITHH, BBIIPEKH Y€ GPapMaKOKHHETHYHHAT MEXaHH3IBM Ha TOBA B3aHMOAEHCTBHE HE € HAITRIIHO
M3ACHEH. 34 Ja ce H30erHe TOKCHYHOCT HAa TaKPOIUMYC, B CITyyail Ha eTHOBPEMEHHO HPHIOXKEHHE Ha
aMJIOOMITHH TIPH NALIHEHT, JIEKYBaH ¢ TAKPOJIUMYC, € He0OXO0AUMO MOHUTOPHPAHE HA HHBAaTAa Ha
TaKpOMHUMYC B KPBBTa H CBOTBETHO KOPUTHpaHe Ha 103aTa TAKPOAHUMYC ITPH HEOOXOZUMOCT.

Lurknocnopun
He ca nposexgaHu NpOyYBaHKA 332 B3aHMOICHCTBHE MEXIY UHMKIOCIIOPHH U aMIIOOONHH [IPH 3APaBH

no0posonuy M Opyry NOITynauyy, ¢ H3KIIOUSHHE Ha MAUMEHTUTE ¢ Ob0peyHa TpaHCIUTaHTalusA, TPy
KOHTO € HabmojaBaHO MPOMSHATA HA Hall-HHCKATa KOHLICHTpALMA Ha HUKIIOCTIOPUH Aa Ce [MOBUIIABa
(cpeano 0-40%). Crnienpa na ce iMa npeABUI MOHMTOPHPAHE HA HUBATA HA LIHKJIOCTIOPHH NPH
nauueHTure ¢ OpOpeyHa TpaHCIUIaHTAlLMA, JIEKYBAHH ¢ AMJIOXHITHH, KAKTO H ChOTBETHO HAMAIABAHE
Ha J103aTa UHKJIOCTIOPHH ITPU HeoOX0aMMOCT.

Hrxubumopu na npuyennus 3a panamuyux eHsum npu bosaurnuyu (mTOR)

MTOR uHXHOUTOPH KAaTO CHPOIUMYC, TEMCUPONHMYC U eBeposinMyc ca CYP3A cybGeTparts.
AmionunuH e cnab CYP3A unxuburtop. [Ipu cenbpreTBammo npunoxenue Ha mTOR uaxuburopy,
aMJIOOHMITMH MOXE Ja YBEJIHYM €kCro3uumATa Ha mTOR uuxubutopuTe.

Cumsacmamur
EnnoBpeMEHHOTO MHOTOKPATHO NpUnokedue Ha 10 mg amnoaunuy U 80 mg cUMBacTaTHH BOJIU IO
YBEJIHYCHHE HA HMBATa HA CHMBAcCTaTHH A0 77 %, B CpaBHEHHE CHC CHMBACTATHH, IPAIOXKEH

CaMOCTOSATEHO, 3aTOBAa, [IPU MALNCHTH, NPHEMAIL AMIORHUITHH, € HEOOXOAUMO
CHMBAacTaTHH A0 20 mg JHEBHO.




4.6 DepTHaAMTET, OpeMEHHOCT H KbpMeHe

bpeMeHHOCT
Hanuynu ca orpaH4uYeHd JaHHH OTHOCHO yrioTpedaTa Ha TEIMUCAPTAH/aMIIOANIINH [Py OpeMEeHHH

keHu. He ca U3BBpIUBaHK U3NUTBAHUA ¢ TEIMHUCAPTAH/aMJIOAUITHH 3a PeNpOIyKTHBHATA TOKCHYHOCT
IIPU XXUBOTHH.

Teamucapmas

He ce npenoppuBa ynorpebara Ha aHruoteH3uH Il perierrropHu O10KepH 1o BpeMe Ha ITbpBHA
TPUMECTBP OT OpEMEHHOCTTA (BXK. ToOuka 4.4). Ynorpebara Ha anrnoTeH3uH |l peuenropH Onokepu e
MPOTHBOIOKA3aHa 10 BPEME Ha BTOPHUA ¥ TPETHS TPUMECTBP OT OpeMEHHOCTTA (BXK. TOYKA 4.3 M ToUKa
4.4).

[TpoyuBaHHATa C TEIMUCAPTAH MPH KMBOTHM Ca MOKA3ANH HAIMYHE HA PENpPOAYKTUBHA TOKCHYHOCT
(Bk. TOYKa 5.3).

EnvaeMHOMOrnYHUTE NaHHU 33 PUCKA OT TEPATOreHHOCT ciiel excno3nuua Ha ACE uaxubuTopu npes
MbPBHSE TPUMECTBP HA OpeMeHHOoCTTa He ca yoenurenuu. Bee nmak, He MOKe f1a ¢e HU3KITIOUH
MOBULICHUE Ha PUCKA. JIOKATO NHIICBAT JaHHM OT KOHTPONUPAHO ENMIEMHUONOTMYHO HICIEIBAHE 34
pHCKa OT JeHCTBHETO Ha aHruotTeHsuH Il peuenropHy O10KEpH, 3a TO3H KIIAC JIEKAPCTBEHH NPOAYKTH
TaKMBa PUCKOBE BHHArH MOXe aa uMa. OCBEH KOraro NpOoARDKUTEIHOTO JEUEHNE ¢ aHTHOTeH3UH 11
pEeLIENTOPHH OIIOKEPH CE& CUMTA 32 HAJIOKMUTEIIHO, MAUHEHTKUTE, KOUTO INIAHUPAT Ha 3a0peMeHesT
TPAOBA 1a MPEMUHAT HA AITCPHATHBHO AHTHUXHUIIEPTOHNYHO ICYSHHE, KOETO € ¢ 10Ka3aHa 0e30nacHoCT
3a OpemeHHH. KoraTto ce yctaHoBH OpeMeHHOCT, IeUeHUETO ¢ aHrTHOTEH3MH |l peuenTopHU Gn10kepu
TpaOBa na Obae npeycraHoBeHoO He3abaBHO H, aK0 € Bh3MOXKHO, J1a C€ 3aTIOYHE alITEPHATHHO JICUCHHE,

M3BECTHO €, Y& eKCTIO3ULIUATA HAa AHTMOTEH3HH ] peuenTtopHH OJ10KepH o BpeMe Ha BTOPHA H TPETHA
TPUMECTPH, HHAYUHpPa $ETOTOKCUYHOCT (MOHIDKeHa O0b0peuHa pyHKLUKMA, HAMAIABAHE Ha
aMHUOTHYHATA TEYHOCT, 3a0aBaHe OCUPHUKALMATA Ha YEPENa) U HEOHATAITHA TOKCHYHOCT (656pedHo
YBpEKAaHe, XUMMOTOHUA, XUTMepKaNnneMua ) (BxK. To4ka 5.3).

[Tpu exkcno3uuus Ha aHTHOTEH3KH Il penernrropar O10KepH MO BPEME HA BTOPUA TPHMECTHP HA
OpEMEHHOCTTR, C€ NMPEenophYBa M3BLPIIBAHE Ha YITPAa3BYKOB Mpernae/ Ha 6s0peuHara pykuus 1
yepena.

Kepmaderara, 9unTO Malku ca npuemManu anrioteH3uH Il peuenropHn dnoxepu Tpadea na 6naar
HabmopgaBaHu 3a NOABA HA XHNOTOHUSA (BIXKTE TOUKH 4.3 1 4.4).

Amnoounux
beszonacHOCTTa HA AMJIOAUITHH T10 BpeMe Ha OpEMEHHOCT MPH XOpa BCE OIIE HE € YCTAHOBEHA. B

[MPOYYBAHHUA IPH >KUBOTHH € HabIoJaBaHa penpoAyKTHBHA TOKCHYHOCT NPUH BUCOKHU A03HU (BXK, TOUKA
5.3).

KbpMmeHe
AMIIONMITHH C€ €KCKpeTHpa B KspMaTa. HacTra 0T 103aTa Ha MaWKaTa, NoJy4YeHa OT KbPMaUeTo, €

W3YKCIIEHA ¢ UHTEPKBAPTUIIEH AHana3oH 3-7 %, ¢ makcuMym 135 %. EdekTeT Ha aMNOOUNH BEPXY
KhpMavyeTaTa € HEH3IBECTEH.

[Topanu ToBa, Ue He € HANTUYHA NHPOPMALIMA OTHOCHO yrnoTpedara Ha TeIMHUCApPTaH 0 BpeMe Ha
KbpMEHe, YNoTpedaTa Ha TeNnMUCcapTaH/aMIOAUIIHH He Ce Npernopbp4Ba; HeoOX0aAuMMO € Ia Ce NPUCTBNY
KBM ITEPHATHUBHO JIEYCHHE C JOKa3aHa 0€30MacHOCT [0 BPpEME Ha KbPMEHE, 0CODEHO KOoTaTo e
KbPMH HOBOPOJAEHO WIH HEJOHOCEHO Oele.

QEePTHINTET
He ca HalM4HU JaHHH OT KOHTPOJHPaHU KIMHHYHEH H3IINTBAHNA ¢ PHKCHpaHaTa H030RAT
WJIM ¢ BCEKH OT KOMIIOHEHTHTE MOOTAELNEO.




He ca npoBexIaHH OTOENHH U3IUTBAHUA 32 PENPOIYKTHBHA TOKCHHYHOCT ¢ KOMOHHALMATA
TeIMUCAPTAH-aMJIOAKITHH.

B npenxJMHHYHH H3NMHTBaHHKA He ca HabogaBaHy BB3IACHCTBUA Ha TEIMHCAPTaH BLPXY pepTunuTera
NPU MBXKH Y )KEHCKH )XHBOTHH.

IIpy HAKOM NAUMEHTH, NEKYBakU ¢ OIOKEpH Ha Kall[HeBUTE kaHalH, ¢e chobiaBa 3a o6paTHMH
OMOXMMHYHU NTPOMEHH B riaBaTa Ha cnepMaro3onnure. KITMHHYHATE NaHHK 33 MOTEHLMANHUA eheKT
Ha aMJIOIUIIHH BBPXY PepTUNUTeTa Ca HeAOCTAThYHHK. B e1HO npoyuBaHe NpH IUTEXOBE Ca
YCTAaHOBEHH HEXeNaHW ePeKkTH BhpXy dpepTHinureTa NPH MBKKHTE (BK. Touka 5.3)

4.7 EdexkTu BbpXxy cnoco0HoCTTa 32 IodHpaHe H paloTa ¢ MAIMHHA

To3u nexapcTBEH NPOAYKT [TOBNHABA B YMEPEHA CTeneH crocobHocTTa 3a wodupane u paborta ¢
MalmuHu. [1py ynpaBieHue Ha npeBo3HM CpelcTea Wik paboTa ¢ MalunHu TpabBa Aa ce UMa NpeaBU,
Yye [IpY aHTUXHIEPTEH3UBHA TEPAITHA, MOHAKOra MOXKE Ja HACTBITH CHHKOI, CBHIIHBOCT, 3aMaliBaHe

WK CBeTOBBpTEX (BXK. To4uka 4.8). [pH mosBa Ha Te3H HEeXENaHH peakHri, € HeoOX0aHuMOo Ja ce
H30ArpaT MOTEHUMAIHO ONTACHK ACHHOCTH KaTo wogupaHe WK paboTa ¢ MallHHH.

4.8 HexeJlaHH JeKAPCTBEHH PeaKUHH

060b1menHe Ha NpodHna Ha He30MacHOCT

Hali-yectyre HeXelaHM NEKAPCTBEHH peakUMK BKIIOUBAT 3aMagHOCT 1 neprdeper oToK. B penku
cly4au MOXKe Ja BE3HHUKHE M CepHO3eH CHHKOI {no-Manko oT | cayuaii Ha 1 000 nanueHTH).

CprollueHuTe 10 MOMEHTa HeXeJJaHH PeaKlH, OTHACAIIM CE A0 HAKOH OT KOMITOHEHTHTE
(TenMMcapTaH WIK aMIIOOUINHH), MOTAT A2 ObOAT NOTEHUHANHH HEXENaHn peakilii U Ha PaBeHToH,
JOpH axo He ca HabnrogaBaHH B KTMHUYHH IPOYYBAHUA HITH MO BpeMe Ha ITOCTMAPKETHHT OB
NEePUOLI.

TabnuueH BUI HA HEXENAHNUTE JIEKAPDCTBEHH DEaKLINK
be3zonacHOCTTA K MOHOCUMOCTTA Ha PaBeHTOH ca OLleHEHH B 5 KOHTPOIHPAHU KIHHWYHHY H3NMHTBAHMS

¢ Hag 3 500 nauuvenTty, Hag 2 500 ot KOUTO ca MpHEMaU TEIMUCAPTAH B KOMOHHALINA ¢ aMJTOXUIIHH..

Hexenanure peakiMu ¢a ONpPeAcICHH CIIOPEA YECTOTATa HA BB3HHKBAHE, CBIIIACHO ClIEAHATA
knacupuxanua: MHOro yectu (=>1/10); yecru (=1/100 go <1/10); Heuectn (>1/1 000 mo <1/100); penxu
(=1/10 000 oo <1/1 000); mHOTrO peakn (<1/10 000), ¢ Hen3BecTHA YecTOTA (OT HATHYHHUTE NAHHH HE
MOXe na ObOe HalmpaBeHa OLICHKA).

B1B BCcsika rpyrna, HeXeJIaHUTE peakLiMy ca NPeACTABEHH B HU3XOAAII Pe/l 1O OTHOLIEHHUE Ha TAXHATA
CEPUO3HOCT.

CHcTeMo- PaBenTon Teamucapran AMJOIHNHH
OpraveH

KJAac

Hupexuuu u unpecmayuu

Hevecrn WHQEKUIHH HA TOPHUTE

OUXATE/HH ITBTHILA, BKJI.
(apHHTUT U CHHY3UT,
HHPEKIIHMY Ha THKOYHUTE
MPTHLLA, BKJI. HUCTHT

Penxu LHIUCTUT CENCHUC, BKIIIOUYHUTENHO C

JICTAJICH H3X0.Il1

Hapyuienun na kppema u aumdnama cucmema

Heuectu AHEMHUSA
Penxu TPOMOOLIMTONEHHUS,
€03HHOPHIIHA




MHoro ITEBKOLIMTOTIEHUAL,
peoKH TPOMOOLIMTONEHHUS
Hapywienus na umynnama cucmema
Peaxu CBPBXYYBCTBUTEN- HOCT,

aHaMJIaKTHYHA

peakuus
MHoro CBPBXYYBCTBUTEIIHOCT
PEOKH
Hapyuienua na memaboausma u xparenemo
Heuectu XHITEpPKATHEMHA
Penku XUIIOrIUKeMud (npu

[IAIMEeHTH ¢ auadeT),

XHUITOHATPHEM S
MHoro XUMEPriINKeMHUs
PEIKH

Hcuxuunu napywienun

Heuecrn MPOMAHA HA HACTPOESHHETO
Penku nenpecus, o0BpKaHOCT
Oe3noKoiicTRO,
Oe3cpHHe
Hapywienun na nepgnama cucmema
Yectu 3aMasHOCT
HeuectH CLHIUBOCT,
MHTPCHA,
rnasobonue,
napecresus
Penku CUHKOII,
neprdepHa
HEBPONAaTHA,
XHUIIECTE3 1A,
JUCTEY3Hs, TPEMOP
MHoro eKCTpalupaMUIIeH CHHIAPOM
peaKH XHNEPTOHHA

3pumentu napywenus

Yectu IPUTEITHH CMYIHEHUA
(BKIHOYHTENHO THILTONUA)

Heuecrn HapyIlIEeHHE Ha 3PEHUETO

Penxu 3PUTENHH CMYILEHHS

Hapyuienua na yxomo u rabupunma

Heuectu CBETOBBPTEX THHHTYC

Hapyuierua na copuemo

Heuecru Opagukapans,

NaJIMUTaUHH

Penxu TaXHKAPIANA

MHoro HHPAPKT Ha MUOKap/a,

peaKy apUTMHA, KaMepHa
TaXUKAPAUs, OPEACHPAHO
MBKICHE

Cvoosu Hapywenus

HeuecTH

XHMNOTOHHS,

OpPTOCTATHYHA

XHUITOTOHHA,

3avepBABaHe Ha

JHLLCTO




MHoro BACKYJTUT
_ penku
PecnupamopHru, 2pbORU U MEOUGCMUHAIRI HAPYWIEHUR
Heuectn KaluTHLA BUCITHEA JAHCIIHEA, PHHUT
MHoro HHTEpPCTHLHANTHA
penKu 6eﬂnnp§)61-1a
bonect
CmoMawHo-4peeni HapyuieHun
YecTu NMPOMAHA B pUTHMA HA
H3X0XKIOaHe { BKIIIOYHUTEIHO
Auapus U 3amekK)
Heuectu abaomuHasTHa 6oJixa, bnaTyneHuus
AHapH,
ragcHe
Penku NMOBPEIIAHE, CTOMAILIEH AHCKOMMOPT
rHHIMBAJIHA
xuneprpodus,
OHUCTIENCHA, CYXOTa B
yCTaTa
MHoro MaHKpPEaTHT, raCTpUT
peIKH
Xenamoounuapru Hapyuienus
Penkn HapyleHa yepHoaApoOHa
byxuus, qeaﬂﬂnpﬂﬁﬂn
HapyIUEHHS
MHoro XernaTur, KBJATeHULa,
peaxH MOBHILEHHY HHABA Ha
YepHOAPOOHNTE EHIUMH
(ocobeHo npH Xonecrasa)

HapywieHuA Ha KOXCama U ROOKONCHAMa MbKax

Heyectu MPYPUTYC XUIMEPXUAPO3a anoneuys, mypnypa,
ACMUrMEHTAUMA Ha KOXKAaTa,
XHIEPXUApO3a
Penxu eK3EMa, epUTEMA, aHrnoeaeM
obpuB ( BKITIOYUTEHO C

netaneH u3xon),
NIEKapcTBEH 00pUB,
TOKCHYEH KOxKeH OOpHR,

YpTHKapH4
MHoro aHI'MOEEM, EpHTEMA
pPEOKH MYNITHQOPME, YPTHKApH4,
eKC(OINATUBEH NEPMATHT,
CHHAPOM Ha Stevens-
Johnson,
(OoTOUYBCTBUTENHOCT
C TOKCHYHA eMuaepMaHa
HEU3BECTHA HEeKpOJK3a
4eCcToTa
Hapywenun na MyCKyano-cKe1emuama CUCmemMa i CoeOUHUMeERHama NoKan
YectH [IOAYBaHE HA IVIE3CHHUTE
Heuectn aApTPAIrHA, MYCKYJIHH
Cra3MH (XpaMIu B
KpakaTa), MHaJIrHA




Penku 6onka B repba, 6onku | GoJKa B CYXOXKMHIHE
B kpaitHuuuTe (0onky | (rnmogobHm HA TEHIUHUT
B Kpakara) CUMIITOMH)
Hapyuwienus na p0peyume u nuKod4HUmME Womuuia
HeuectH Op0pedHo yBpexKaaHe, HapyLIeHHe Ha YPUHUPaAHETO,
BKJIKOYMTEIHO 0CTpa 4e€CTO YPUHUPAHE
O0bOpeyna
HEOOCTATBYHOCT
Penxn HOLIHO YPHHHPAHE
Hapyuienun Ha gv3npou3sooumenRama cucmema i zpoamd
Hedectn EPEKTUJIHA TMHEKOMAacTHUsA
JUCHYHKLMA
Obwiu HapyuwienuA u eheKkmu HA MACMOMO HA NPUAOICERUE
Yecty nepugepeH eaeM
HeyectH aCTEHMA, rpbAHA 6onka
Oonka, ymopa, egeM
Penxu HEPa3NONIOKESHHE rpunonoaobHo
3abonaBaHe
Hicnedeanun
Heuvectu [MOBULIECHHA HHUBa Ha IMOBHIIICHH HUBA HA MIOBHLIEHO TENCCHO TEIJIO,
YePHOAPOOHHTE KpeaTHHHH B KPBBTa MOHWKEHO TENECHO TErJIO
E€H3UMH
Penxu YBEIHUYCHA MOBHIIEHH HUBA HA
KOHUCHTpALKA Ha xpeaTHH pocoknHaza B
NMUKOYHA KHCEIHHA KPBBTA, IOHIDKEHW HHUBA
B KDLBTA Ha XeMOr1001H

L. Hewenanara peakuya Moxe na 6pae OTKpUTa ClRyyaltHO UK fa € Bb3HHUKHAA B Pe3yTaT Ha
HEM3BECTEH 10 MOMEHTA MEXaHU3BM

: B moBeueTo cimyyau naronoruyHa yepHoapobHa dyHKUMA/YEPHOAPOOHH HAPYILIEHH, YCTaHOBEHH
MPH NOCTMAPKETHHIOBHA OMUT ¢ TEIMHCApPTaH, Bb3HHKHANM [IPH AMOHCKH NauueHTH. Te3u
HEXENIAHH JIEKAPCTBEHH PEaKLMH € M10-BEPOATHO /1a BB3HUKHAT [IPH ANOHCKH TALHEHTH.

: OT NOCTMapKETHHIOBUS ONIUT C TEJIMUCAPTAH MMa ChOOILEHH CTy4Yald Ha HHTEPCTHIHATTHH
benoapobHH Honecty (Hali-4yeCTO MHTEPCTULIMATTHA H €03HHOPWIHA NHEBMOHHS )

CpobinaBaHe Ha NOAO3IUPAHN HEXENAHU PEaKLIHK

CrobmasaHeTo Ha NO03MPAaHH HEeXeNaH! peakiyu ciiel pa3pellapaHe 3a ynorpeba Ha JIeKapCTBEHHS
MPOIYKT € BaXHO. ToBa Mo3BossABa 4a MPOABIDKA HaOMOACHHETO Ha CHOTHOIIEHUETO ITOI34/PUCK 32
TIeKapCTBEHUA TPOAYKT. OT MEAULIMHCKHTE CIELHANINCTH ce H3HCKBA Aa ChoOLIaBaT BCAKA
Mogo3upaHa HeXeNaHa peakuus upes

HM3meIHUTENHA areHUHA 10 JleKapcTBaTa

yin. ,Jlamau I'pyes™ Ne 8

1303 Codusa

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpego3upaHe

CHMIITOMH
[Tpy3HAaLHMTE H CHMIITOMHTE 3a NpeJo3XpaHe Ce OYAKBa Ja Ce MPOABAT Moj dopMaTa Ha 3aCHIEHHU
dbapMaxosornuHy edekty. Hali-4BRUTE NposBiIeHHS Ha NMPEA03UPaHE C TENIMHCAPTAH C€ O4aKBa Aa
ObaaT XMMOTOHNA U TAXUKaPIKA, MMa CHOOILIEHKS U 3a OpaduKapaus, 3aMastHOCT, NOBHILISHHE Ha
HMBAaTa Ha CEPYMHHA KpeaTHHHH, TeXKO OB0peyHO yBpeKIaHe.,

IIpenosvpanero ¢ aMIIOMUIIMH MOXe Ja UMa KaTo pe3yNTaT TBEpAe BUCOKA MepudepHa
Ba3oAWIaTalud, Kakro U pedexkcHa Taxukapand. CroOIasa ce Chllo 32 U3IBEHA U BE




NPOAB/DKUTENHA CHCTEMHA XHUITOTEH3HUSA, KOATO Aa NPEMMHE B LLHOK, BKIKYHUTENHO LIOK, 33aBhPILBALL
CBC CMBPT.

HexapauoreHex 6enonpobeH oTok ce cpobinasa paako Karo nociaenuiia oT Npeao3HpaHe ¢
aMJIOIWITHH, KOHTO MOXE J1a ¢e NIPosABHU che 3abaBeno HaYano Ha edexta (24-48 vaca cnen
MOTIBINAHE) H Ia H3UCKBA H3KYCTBEHa BEHTHNAUMA. PAHHUTE peaHUMALIMOHHH MEPKH (BKITIOYUTENHO
HaTOBapBaHe ¢ TEYHOCTH) 3a NOABPXKAHE Ha Nepdy3HaATa H CbpaeyYHNA n1eOUT Morar oa 6baar
YCKOPABAIH (PaKTOPH.

JleyeHue

[laiMeHTRT TpAGBa Na 6bOc BHUMaTENHO HabmonaBaH, a NEYEHHETO TPAOBA 13 € CHMITTOMAaTHYHO !
noaabpxaio. CxeMara 3a Ie4eHUe 3aBUCH OT BPEMETO OT MOMEHTA Ha NOrNbIliaHe, KaKTO U OT
TEKECTTA Ha cuMnTomuTe. [Ipennarandre MEpPKH BKIIOYBAT NPEAN3BUKBAHE HA MOBPBINAHE H/HIH
JlaBaXk Ha CTOMaxa. B ciry4yau Ha npeaosnpaHe, KAKTO HA TeMIMUCAPTaH, Taka H Ha aMJIOAMITHH, KaTo
CPEACTBO MOKE Ha C€ W3M0JI3Ba U aKTHBEH BBIJIEH.

HuBaTa Ha CepYMHHTE €IEKTPONUTH U KpeaTUHUHA TpA0OBa aa ObaaT usMepsaHy 4ecto. [Ipu Hamuuue
Ha XUMNOTEH3Ks, NALUSHTHT TPsAOBa 1a ce MoCcTaBH JIETHAN M0 rpEO U ¢ IOBEUTHATH KpalHHHLH, KaTo
yecto My Obe mpriaraHo 6bp30 BAMBaHE HA COMM U obeMo3aMecTuTenH. Tpa6Ba na ce 3anoyHe
MOANBPKALIO NevyeHWe. MHTpaBeHO3HO RIIMBAHE HA KAJILUMEB ITIOKOHAT MOXe ga Obae eGeKTHBHO 3a
MpeoaoABaHe Ha epekTa Ha O1OKMpaHe Ha KATLMEBUTE KaHaTH. B HAKOM cliyuyad MOXKe Aa € oT nonza
Aa C¢ HanmpaBH NpoMKBKa Ha ctoMaxa. [lpu 3apaBu 1oOpoBONIH MPUNOKEHHETO HA AKTHBEH BLIJICH
[0 2 yaca cnen npuinokeHue Ha 10 mg aMnoaMnuH nokasea HaMalsBaHe Ha CKOpPOCTTa Ha abcopbuus
Ha aMJIOAWITHH. AMJIOAHMITHH HE Ce NHATTH3HPA, a TEJIMHCAPTaH He Ce OTCTPaHABa OT KPBBTA upe3
XeMohunTpallug U HE ce TUanu3Mpa.

5., GOAPMAKOJOIMHYHH CBOHCTBA

5.1 PapMakoaAHHAMHYHH CBOMcTBA

PapmakoTepaneBTUYHa rpyna: CpefcTRa, NeHCTBALIA Ha pEHHH-AHMHOTEH3HHOBATA CHCTEMA,
Onmokepu Ha anrnoreHsuH Il peuentopu (ARBs), 6nokepy Ha kanuuesute kadanyu, ATC xox;
CO9DB04.

TenMucapran/aMIIOOHIIHHE CHUYETABA ABE AHTUXHUNIEPTEH3NBHH CHCTABKH C JOTBABALLM C& MEXaHH3MH
Ha feHCTBHE 3a KOHTPOJIMpaHe Ha KPHBHOTO HAIATAHE NMPH NALHEHTH C €CEHLMATHA XUTIEPTEH3HA:
aHruoteHsuH Il peuenropen 6nokep, TenmMucapral, ¥ AUXUAPONUPHARHOB OIOKED HA KATLMEBHTE
KaHaIH, aMJIOIUITHH.

KoMOuHALMATA OT TE€3M BEIIECTBA MMa alUTHUBEH aHTUXHUNEPTEH3UBEH eeKT, NOHWKABALL KPBBHOTO
HalAraHe B I10-I'0JIAMA CTEINEH, OTKOJIKOTO BCEKH KOMIMOHEHT NTOEIUHHYHO.,

[IpueMaHeTo Ha TeAMHCApTaH/aMNIOAMNIHMH BEAHBX RHEBHO eEKTHBHO H TPalHO NOHMKABa KPBBHOTO
HaJIATraHe 3a uenua 24-yacoB nepHos Ha aefcTBUE Ha NeKapcTBeHaTa J034a.

TenmucapraH
TenMmucapraH € akTUBEH [pU NEPOPANEH MPHEM H € crielliPUUeH aHrHOTeH3HH ] peuenTopeH 6noxep

(tun AT]). TenmucapraH U3MecTBa ¢ MHOTO rojiaM apUHUTET aHTHOTEH3MH Il OT cneunduuHuTE My
MeCTa 3a CBbpP3BaHE KbM peuerrropa o1 cyoTun AT |, kOWTO € OTTOBOpEH 3a AeHCTBHETO Ha
aHrnoTeHsuH Il. TeaMucapTan He Noka3Ba HUKAKBA AKTHBHOCT Ha napumaneH aroHuctHa AT) -
penentopa. TeaMucapTad ce cBLp3Ba celeKTUBHO KbM AT] — penenTtopa, KaTo CBhP3BAHETO
e TpaiHo. TenmMucapraH He NOKa3Ba aMHUTET KbM APYTH PEUENTOPH, BKMounTenHo AT2 U apyru
Mo«
cnabo npoyuern AT- peuentopd. OyHKLIHMOHATHATA PONA HA TE3H PELENTOPH € HEH3BECTHA, KAKTO H
e(peKTHT HA BE3MOXKHATA UM CBPBXCTUMYJALMA OT aHTHOTEH3XH I, Y4uuTO HHBA CE TOBUIIABAT OT
TEJIMUCApTaH. TeIMHCapTaH HaMaIABa I1a3MEHHTE KOHLIEHTpAlMK Ha angocTepoH. TenMycaptay He
MHXHOMpa Y0BEIUKHAT [LTa3MEH PEHUH 1 He Gokupa loHHUTe KaHATH. TenMHucapTs T Koddr
aHrHOTCH3UH-KOHBEPTHpatiua eH3uM (kuHUHAa3a I1), xoiTo pasrpaxkaa u Opanuku: 7 SETOBR-HE
OYaKBa 3aCHJIBAHE HA OMOCPEACTBAHHTE OT OpPadUKUHHUH HEeXeJIaH!Y NIEeKapCTBEHH -, .
X
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Ilpu yoBeka, no3a ot 80 mg TenIMUCapTaH MOYMTH U3LAIO NOTHCKA NPEAU3BUKAHOTO OT aHTMOTEH3MH 11
MOBHLICHHE HA KPBEBHOTO HansArade. EQexTsT Ha NOTHCKaHE IPOIBIDKaBa 24 Yyaca U € N3IMEPHM IO
48 yaca.

Cnen epbara 103a TeIMUCAPTAH, RHTUXUIICPTEH3UBHATA aKTUBHOCT IUT4BHO 3a1104Ba Ja CE€ NPOABABA
clief OKoNo 3 yaca. MakCHMAanHOTO NOHWKEHHE Ha KPBBHOTO HalAraHe ¢e NoCTHra B o0IIMA cioyvai
33 4 10 8 ceqMHLIM ClIe 3al10YBAHETO Ha IEYEHHETO, U C€ NOAABbPKA IO BpeMe Ha UeIHs [IEpHO Ha
JICYCHHE. .

AHTHXUNEPTEH3IHBHUAT €(eKT ce NoAAbPKA B TCUEHHEe Ha 24 yaca cjiel MpueMaHe H BKII0YBa
nocneaHuTe 4 4aca npeam cleasallara 1034, KOeTo ¢e yCTAHOBABA Ype3 H3MepBaHe Ha KPbBHOTO
Hanarade B amMmOynatopuu ycnosua. Tosa ce DOTBBPK/IaBa OT CHOTHOILIEHUATA HA MUKOBETE, KOUTO Ca
naeHtHdHH Han 80 % cnen npuemake Ha 103u ot 40 u 80 mg TenMucapTaH B IUTa1e50-KOHTPOIUPAHH
KJIHHHYHH H3MHATBAHHUA. Y CTAHOBABA Ce 3abenexuMa TEHASHUNS KbM 3aBHCHMOCT Ha J103aTa OT
BPEMETO 34 BH3CTAHOBABAHE HA HAYATHOTO CUCTOIHYHO KPBBHO Hanmarade .B To3u CMUCHLA DaHHUTE
OTHOCHO JHACTOJIMYHOTO KPbBHO HAIAraHE Ca NPOTHBOPEUHBH.

[lpy nauueHT! ¢ XUNEPTOHUA, TENMHCAPTaH peAyLMpa CUCTOTHYHOTO H AHUACTONMYHOTO KPBBHO
Haysirase, 6e3 Ja 3acdra yecrorara Ha cepuedueHe. [IpUHOCHT HA MYUPETHYHUA M HATPHYPETHYHUS
e(eKT Ha IeKapCTBEHMA NPOAYKT KbM HEMOBaTa XHIIOTEH3UBHA AKTHBHOCT € B NPOLIEC Ha
yCTaHOBABaHE. AHTHXHIEPTEH3WBHATA €PHKACHOCT HA TEJIMUCAPTAH € CpaBHMMa C Ta3H Ha
BEILLECTBATA OT APYTH KaCOBE aHTUXHUINCPTCH3IUBHY IEKAPCTBEHHU NPOAYKTH (KOETO € JOKa3aHO B
KIHHHYHH U3ITHTBAHHA, KBACTO ¢PEKTUBHOCTTa HA TEIMUCAPTAH € CpaBHEHa C Ta3Hu Ha aMJIOIUITHNH,
aTEHOJNOJ, EHANANPHI, XUAPOXJIOPTHA3U, U TUIHHONPUN).

HPH BHC34I1HO NPEKbCBAHE Ha JIEYEHNUETO C TCIMHCAPTaH, B paMKHUTE HA HAKOJIKO JHH KPBEBHOTO
HANATAHC NIOCTCIICHHO C€ BL3CTAHOBABa 10 MbPBOHAYATTHUTE HAPAMETPH OTIIPEAH 3aIT0UBAHETO HA
JIGYESHHETO, KATO HE € A0KA3aHO Bh30OHOBABAHE HA XHIICPTCH3IUATA.

HecToTaTa Ha CyXa KallUTHI(a € 3HAYUTESTHO NO-HUCKA NMPH NALMEHTHTE, JIEKYBAHH C TEIMHCApTaH,
OTKOJIKOTO ITPH TE€3H, KOUTO €A JIEKYBaHH ¢ HHXUOUTOPH Ha AaHIMMOTEH3NH-KOHBEPTHPAILMTE EH3UMH,
KOETO CE YCTAHOBABA B KIMHUHHM M3MHTBAHUA, JUPEKTHO CPaBHABAILM ABATa THIA
AHTHXHIIEPTEH3XBHO JISUEHHE.,

JlBe roneMu paHZOMU3MpPaHW KOHTponupanu npoy4yeaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texywo rmobaiHo u3nuUTBaHE 3a
KpaifH¥ TOYKH Ha TeIMHCApTaH, CaMOCTOATENIHO H B KoMOuHauus ¢ pamunpui) 1 VA NEPHRON-D
(KnuuuyHo mnpoy4uBaHe CBBP3aHO € pa3BUTHE Ha HedponatHa mnpu Aualer, nNpoBENEHO OT
MHHHUCTEPCTBO MO BBIPOCHTE Ha BETEPaHMTE) — Npoy4BaT ynorpebara Ha KoMOmHaimsaTa or ACE
HHXHOUTOp ¥ aHrHOTeH3uH Il-peuenropen Gnokep.

ONTARGET e npoyuBaHe, mpoBeNeHO NpH NALMEHTH ¢ aHAMHe3a 33 ChPACYHO-CHIORA WIH
MO3BYHOCHIOBA OONECT, MM 3axapeH AualeT THN 2, NpUAPYKEHH C NaHHH 33 YBpexXIaHe Ha eheKTOPHH
opraHd. VA NEPHRON-D e npoyusaHe npu mauueHTH ¢b¢ 3axapeH auaber tMn 2 ¥ guaberna
Heponarus.

Te3n mpoyusanusi He MOKa3BaT 3HA4KMM OnaronpusTeH edeKkT BEpXy OLOpedHUTEe W/WIH CBPOEYHO-
CBHAOBHTE NOCACOHLIH H CMBPTHOCT, KaTO CHICBPEMEHHO ¢a HaONIOAaBaHH TIOBHIIEH PHCK
OTXHUIIEPKATHEMHA, OCTPO YBpPEKIaHe Ha 6BOpenuTe /UM XUNOTOHKA B CpaBHEHHE C
MoHoTepanusaTa.Karo ce HMaT npeasus CXonHUTE UM (papMakoAMHAMHYHM CBOMCTBA, TE€3U PE3Yy/ITATH
ca MpHIOXKHUMH H 3a ApyrH ACE MHXHOUTOPH M aHrHOTEH3HH [I-penienropHu SokepH.

ACE unxuburopy u anruorensuH ll-peuentopun 6nokepu cnefoBatenHo He Tpsafsa fa ce H3MONI3BAT
CAHOBPEMEHHO MPU NALMUEHTH ¢ AUabeTHa HedponaTHs.

ALTITUDE (Kn#HM4YHO npoyuBaHe NMpoBeAEHO C ANMCKAPEH NpH MalMEeHTH ChC 3aXapeH quaber

THIT 2 ¢ U3NOJI3BAHE HAa ChPAEHHO-ChIOBH H ObOpeyHH 3a00NABaHHA KATO KpaiHK TOUKH)4

IpOy4BaHe, IIpeAHA3HAUEHO Aa H3C/eaBa [on3ara oT A00aBAHETO Ha ATHCKUPEH KM g ,vﬁl. _
XA

Tepanus ¢ ACE uHxuburop nnu anrnotensud Il-penentopen 6nokep npH nauve




nuabet THN 2 ¥ XxpoHu4HO OBOpeuHo 3abonaBane, ChPASUHO-CHAOBO 3a60NBaHE WIN M ABETE.
[Ipoy4yBaHeTO € npeKkpaTeHo IpeXaeBPEMEHHO TIOPAIH IIOBHLIEH PHCK OT HEONATOIIPUATHH
rnocnearum. KakTto CbpReYHO-CBA0BATA CMBPT, TaKa H HHCYATBT Ca M0-YECTH B FPYIaTa Ha
ANMUCKHPEH, OTKOJIKOTO B rpyrnara Ha nnauebo, a npeacraBiABallMTe HHTEPEC HeXeNaHH CeOHTHA U
CEpPUO3HU HEXeNaHH CHOHUTHSA (XunepKanueMHs, XUNoToHUA ¥ 6p0peuHa AuchyHKLMA) ce chobilaBar
NO-4eCcTO B IpyIaTa Ha ATHCKHUPEH, OTKOJIKOTO B Ipylara Ha niauedo.

AMIOIUNUH
AMIOAMNUH € NTHXUOHUTOP HAa HHPAYKCA HA KanlMEBUTE HOHU OT IUXHIPONHPHAHHOBATA rpyna

(Onokep Ha GaBHHMTE KaHANH WK aHTATOHMCT Ha KAMLMEBUTE HOHH) M MHXUOUpPA TpaHCMEMOpaHHUA
MH(IYKC HA KATLMEBU HOHU B [NIAAKUTE MYCKYJIH HA ChPLETO M KPHBOHOCHHUTE ChI0BE. MeXaHU3MBT
Ha QaHTHXUIEPTEH3HBHOTO NERCTBHE HAa aMIIOAUIIUH € OCHOBAHO Ha JUPEKTEH edeKT Ha OTIMYCKaHe ha
rMajkKHTe MYCKYJIH Ha KPbBOHOCHHMTE CHIOBE, KOETO BOAM IO HaMalaBaHe ha nepudepHaTa chaoBa
PE3MCTEHTHOCT H, CBOTBETHO, HA KPLBHOTO HansraHe. EXciepUMEHTANHUTE JAHHYU MOKa3BaT, 4ye
aMJIOZIUIIMH CE CBBP3Ba ¢ AUXHAPONHPUAHHOBH U HE-AUXHAPONUPHAMHOBH JIOKYCH Ha CBLP3BaHe.
AMJIOJIUTIMH € C OTHOCHTENHO CHAOBO-CENEKTUBEH eeKT, C MO-roiaM ePeKT BLPXY
ragxoMyCKyHHTE KJIETKHM Ha CBAOBETE, OTKONKOTO BbPXY KIETKHTE Ha ChPACUYHUA MYCKYJl

[Ipy nalHeHTH ¢ XHNEPTEH3MUA, NPUEMAHETO BEAHHX HHEBHO OCUTYPABA KITHHHYHO 3HAYHMO
NOHMKEHHE Ha KPBbBHOTO HAJIAMAHE B NIETHANIO ¥ U3NPABEHO MOJ0KEHHUE, B NPOAL/KEHHE Ha LIe/IUA
24-ygcos nepuoa. ITopaau 6aBHOTO 3aMouBaHe Ha AEHCTBHETO, OCTPATa XUIIOTOHHSA HE € YaCT OT
edekTa Ha NpUeMaHe Ha aMJTOTUITKH,

[Ipy MauueHTu ¢ XUNepTeH3ug u HopMaiiHa 6b6pevuna GyHKINA, TeKapCTBEHUTE J03H aMAOIHITHH UMa
KaTo pe3ynTaT HaMalnABaHE Ha pe3UCTEHTHOCTTA Ha ChAOBETE Ha GpOpeunTe 1 yBenmueHHe Ha HUBOTO
Ha IJIOMEPYJIHA (PHUNTpALIMA, KaKTO M eEKTHBEH OTTOK Ha On0peunaTa nna3ma, 6e3 npoMsiHa Ha

dwrrpanonsarta $paknua WIH NIPOTEHHYPHA.

AMIIOQHIKH HE CE aCOUMUPA C HUKAKBH HeXeNaHW MeTabOJIMTHH peakU Uy WK MPOMEHH B
[1a3MECHUTE JIMITHAY H € IOAXOAAIL 33 ynoTpeba OT NalieHTH ¢ aCTMa, AnabeT M noaarpa.

Ynorpeba Ipu NaUUEHTH CbC CHPACYHA HENOCTATEHHOCT

basupanuTe Ha XeMONIMHAMMYHY NIPOYYBAHHSA H NIPOABH KOHTPOJHPAHH KITHHUYHH U3NHTBAHHUA [IPH
NAUHEeHTH ChC ChpAeYHa HeaoCcTaThYHOCT OT NYHA knac 1I-IV ca nokasanu, ye aMJIOAHIIHH HE €
AOBEJ IO KIIMHHYHO BJIOIIABaHEe, KAKTO € YCTAHOBEHO OT JOIMYCTHMUTE OTKJIIOHEHUA Ha PE3YJITATHTE,
H3TJIACKAHOTO KOJIHYECTBO KPBB OT fIABaTa ChpAcyHa KaMepa U KIHHHYHATa CHMIITOMATOJIOHA.

[Inauedo-koHTponupaHo rpoyusane (PRAISE) npenHasHaueHo 3a U3CNEABAHE Ha ITALIMEHTH ChC
CbpaedHa HegocTaTbuHOCT 0T NYHA Class HI-1V, konto npuemar aurokcus, auyperuud ¥ ACE
HHXHOUTOPH, € N0Ka3ano, Ye aMIOJKMIMUH He JOBEKIA A0 NOBHUIABAHE HA PUCKA OT CMBPTHOCT MIH
KOMOMHHUpPaHH CMBPTHOCT U 3ab0NeBaEMOCT ChC ChPASYHA HEAOCTATHYHOCT

[pu npocnenasaulo, ALATOCPOYHO, INaLebo koHTponHpaHo uinuTBade (PRAISE-2) Ha amioqunuH
NpH MAUNEHTH CBC ChpAeUHa HeOOCTAaThYHOCT OT NYHA IIl u [V, Ge3 x IMHMUHY CUMITTOMH HJIH C
HaXOIKH, NMpeanoJaralii OCHOBHO HCXEMHUYHO 3a00/ABaHe, KOUTO NpHeMaT IMOCTOSHHH 1033 ACE
MHXUOHTOPH, THTHTAINC, U AUYPETHLIH, € YCTAHOBEHO Y€ aMJIORMITHH HAMa edeKT npH obiuara
CMBPTHOCT, BCTIEICTBHE HA CBPACYHO-CBAOBY NMpobnemMu. B coilata nmonynanus, aMmIoauIIHE ce
CBBp3Ba ¢ NoBUIIEH Bpoi crobIIerud 3a GenoapodeH enem.

TenMucapTal/AMIOIMIIHH
B 8-cexMHYHO, MHOTOLIEHTPOBO, PaHAOMHU3UPAHO, ABOHHOCIAINO, M1aue60-KOHTPOIHPaHO, C

MapaneHH rpynH ¢akTopHanHo mpoyyusaHe B 1461 nallMeHTH C JIeKa 0O TEXKa XUMTOTEH3UA

(ycpenHeHOo AUacTOMHYHO KPBBHO HanAraHe oT =95 zo <119 mm Hg), neueHueTo ¢ BCIKA OTACHE
A030Ba KOMOMHaAUMA TenMucapTaH/aMIOAUTMH HMa 3@ PE3YJITAT 3HAYHTETHO NO-BHCOKO Doy
Ha JHACTOJIMYHOTO U CHCTOJIHYHOTO KPHBHO HAMAIAHE W IT0-BHCOKH HHBA HA KOHTPOJ, BA
CbC CHOTBETHUTE MOHOTEPAITHH. §




TenMucapTan/aMJIOAUNHNH NOKAa3Ba JO30BOCBBP3aHH MOHMKEHHA Ha CUCTONMYHOTO/ QUACTONHYHOTO
KPBBHO H/IAraHe B paMKHTE Ha 00XBaTa Ha neyeOHara 103a 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) u - 26,4/ - 20.1 mm Hg (80
mg/10 mg). [formwKeHHeTO Ha JUACTONMHYHOTO KPBEBHO HaaraHe <90 mm Hg e otuereHo npu 71,6 %,
74,8 %, 82,1 %, 85,3 % ot nauuenrure, pecnektuBHO. CTORHOCTHTE Ca KOPUIHPaHU 33 HAYAOTO Ha
NIEYEHUETO U CTPAHaTa Ha NPOBEXXIaHE.

[‘onsAMa 4acT OT aHTUXHUMNEPTEHIUBHHA eEKT ce MOCTHTA B PaMKHTE Ha 2 CEAMUILM CJies 3ar049BaHe Ha
nevdeHreTo. B noarpyma ot 1050 naunentn ¢ ymepeHa A0 TeXKa XHUNEPTEH3HA (AMACTOJUYHO KPBBHO
Hajarane, JIKH >100 mm Hg), 32,7 — 51,8 % ca nosnusBar B 3a10BONMTENIHA CTENEH IIPH
MOHOTEpAITNA KAaKTO OT TEIMHCAPTaH Taka ¥ OT aMJIoAuMH. HabmonasaHure cpeiHH IPOMEHH B
CUCTONHYHOTO/AMACTOJHYHOTO KPBBHO HANAraHe ¢ KOMOHHHPAHO JIEYEHHE C aMJIOJUMMH 5 mg (-
22,2/-17,2 mm Hg, ¢ 40 mg/5 mg; -22,5/-19,1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHUMH HIH NMO-BUCOKHU OT
Te3H, Habnmonasanu ¢ amnoaunuyd 10 mg (-21,0/ -17,6 mm Hg) 1 ca cBBp3aHM CBC 3HAYUTENHO M10-
HHCKHY HHBa Ha eaeMa (1,4 % ¢ 40 mg/5 mg; 0,5 % c 80 mg/5 mg; 17,6 % ¢ ammomunuH 10 mg).

AMOynaTopHO aBTOMaTHYHO U3MEpPBaHe Ha KpbBHOTO HasiraHe (AAWKH), u3sbpiieHo npw rpyna ot
562 nauMeHTH € MOTBbPAUNO Pe3yNTATUTE Hala0JaBaHi NPH MOHH)XaBaHHATA HA CUCTONHYHOTO H
AAACTOTHYHOTO KPBBHO HANAraHE B KIMHHYHH YCJIOBH, [IO BpeMe Ha Lienka 24-4acoB nepHo Ha
DO3WpaHe.

B apyro MHOroOUEHTPOBO, paHAOMU3UPARO, ABOHHOC/ATO, aKTUBHO KOHTPOJIHPAHO, NAPAIEITHO
rPYNoBo Npoy4BaHe, Ha obwo 1097 nauneHTH © Jleka 0 TeXKa XUNEPTEeH3HA, KOHTO HE Ca afleKBaTHO
KOHTPOJIMPaKH C aMJIOJMIHUH 5 g, € MpHiarad reaMucapran/aMmnogunux (40 mg/S mg unu 80 mg/S
mg) WK caMoO aMyIOfHMIHH (5 mg win 10 mg). Cnex 8 cenMHIM Ha IeueHne, pe3yaTaThT OT BCAKA OT
KOMOHMHAUMKTE CTATHCTUYECKH € 3HAYUTENHO No-¢EeKTHBHA OT MOHOTEPANHMATA C AMIIOAUITHH, KOETO
CE H3Pa3aBa B NOHWXKEHO CUCTOIMYHO ¥ AHACTOJMYHO KPpBbBHO Hansrane ( -13,6/ -9,4 mm Hg, -15,0/ -
10,6 mm Hg cbe cvoTBeTHO 40 mg/5 mg, 80 mg/5 mg cnpamo -6,2/ -5,7 mm Hg, -11,1/ -8,0 mm Hg ¢
aMIo0aMIKH 5> mg U 10 mg. YcTraHOBEHH ca M MO-BUCOKH KOHTPOJTHHA AHACTONMYHY HAJNAraHus, B
CpaBHEHHE CbC CHOTBETHUTE PEKUMHU Ha MOHoTepanud (56,7 %, 63,8 % ¢ 40 mg/5 mg u 80 mg/5 mg
cripsaMo 42 %, 56,7 % c amnoaunuH 5 mg U 10 mg). INpoueHTHTE 34 NMOAB2 Ha egeMa ca OuiIn
3HAYHTEJIHO Mo-HUCKH ¢ 40 mg/5 mg u 80 mg/S mg B cpaBHeHue ¢ amnogunuH 10 mg (4,4 % capsamo
24.9 %, pecneKTUBHO).

B npyro MHOroLieHTPOBO, PaHIOMHU3IUPAHO, ABOHHOCIANO, AKTHBHO KOHTPOAKHPAHO, NIApaIeIHO-
rpynoBo Npoy4Bane, Ha o610 947 nauueHTH ¢ Nexa A0 TeXKa XHNEPTeH3Ha, KOHTO HE Ca aJIeKBATHO
KOHTpOJHpaHH ¢ aMmnoaunud 10 mg, e npunarad tenmucapran/amnogunuy (40 mg/10 mg wiu 80
mg/10 mg) win camo amnoaunuH (10 mg). Cnen 8 cenMuuy Ha ieueHHe, BCAKO OT KOMOHHHMpaHHUTe
JIEYEHHUA CTATUCTUYECKH € 3HAYUTENHO No-eeKTUBHO OT MOHOTEPANUATA C aMNIOJHIHH NpY
HaManfiBaHETC HA AWACTONHYHOTO ¥ CUCTOAHYHOTO KpbBHO Hanarane ( - 11,1/ - 9,2 mm Hg, - 11,3/ -
9,3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg cnpsMo - 7.4/ - 6.5 mm Hg ¢ amnoaunuu 10 mg) u e
YCTaHOBEHA M0- BUCOKA CTENECH Ha HOPMATU3HPAaHEe HA AHACTONHYHOTO KPhBHO HAIATAHE B CPaBHEHHE
¢ MoHoTepanuaTa (63.7 %, 66.5 % ¢ 40 mg/10 mg, 80 mg/10 mg cnpamo 51,1 % ¢ amnoaunus

10 mg.)

B nBe 0TBOpEHH MPOARTIKHTENHH OCIEAOBATENHY POYYIBAHNA [TPOBEAEHH 3a NEPHON OT Hag 6
Mecela, epexkTsT Ha TeaMucapTaH/aMIONMNHH € IPOAB/DKHI a TPae M Cled 3aBLpIUBaHE Ha
H3INUTBAHETO. OCBEH TOBA, € YCTAHOBEHO, Y€ NPH HAKOH MALIMEHTH, KOUTO HE CE NOBJIUABAT B
AOCTAaTBYHA CTENEH OT TeNMucapTan/aMnoannuy 40 mg/10 mg, e HATUIE JOITbJIHUTETHO MTOHIKEHHUE
Ha KPbBHOTO HAlAraHe, Clie]l OBUIIABAHE HA JIEKapCTBEHATA J103a 4Upe3 TUTPHpPaHe 10
TenMucapran/amnopunur 80 mg/10 mg.

Ob1uaTa 4eCcTOTA HA HEKENAHU PeakLHH ¢ TEIMUCAPTAH/aMIIOAMITHYE B [IPOTPaMaTa 3a KIMHHYHG
H3NKTBaHE € OW1a NOHIWKeHa NpH caMo 12,7 % oT nauneHTHTe Ha JIeYeHHe, MPH KONTO @7
HeXeNnaHu peakiud. Hall-uecture HexkenaHu peakuuy ca 6unu nepudepHa enema o s
Touka 4.8). Cro0IeHNTE HEXETAHUTE peakUi CHBIAIAT ¢ O4aKBAHHTE PEAKIIUH ¢ r/




0e30nacHOCT HA KOMIIOHEHTHTE TeMUcCApTaH U aMnoaunuH. He ca HabniogaBaHu HOBH WITH [0~
CEPHO3HH HeXXENaHH peaklu. CBBp3aHNTE ¢ eaeMa peakivu (nepudepHa enema, reHepanH3npaHa
eeMa U eeMa) ca OYaKBaHO MO-HMCKH NPH MAUKEHTHTE, KOUTO MMPUeMaT TEIMHUCAPTAH/aMJIOIHIIHH 4,
B CPaBHEHHE C TE€3H, KOUTO Mony4asat amnogunuH 10 mg. BeB dakTopuanHo W3MHTBaHE MPOLIEHTUTE
c eneM ca 1,3% c renMucapran/amaoaunud 40 mg/5 mg u 80 mg/5 mg, 8,8 % ¢
TenMucapran/amnoaunul 40 mg/10 mg u 80 mg/10 mg, u 18,4% ¢ amnoaunus 10 mg. [pu

NALUHEHTHTE, HEMTOBAHABAILN CE€ OT aMJIOAMIKEH 5 mg HHBaTa Ha eneMa ca 4,4 % 3a 40 mg/5 mg u 80
mg/5 mg u 24,9 % 3a 10 mg.

AHTHXUMEPTEH3UBHUAT €(PEKT Ha TENMUCAPTAH/aMJIOAUIIHHE € €HAKEB, HE3aBHCHMO OT BB3PACT U
MoJ, ¥ € eAHAKBB MPH NMalUeHTH CBC HIH Oe3 puaber.

TenMucapTan/aMI0QMNHH HE € MPOYYEH TIPH IPYIa NALHEHTH, OCBEH Ta3H C XHUIIEPTEH3HA.
TenMucapTaH € H3NUTaH B PAMKHTE Ha FOJ/IAMO H3MIHTBAHE HA H3XOJa OT JIEYEHHETO npH 25 620
NaLHeHTH ¢ BUCOK PHCK OT ChpIOCIHO-CHAOBO 3abonapaHe (ONTARGET).

AMIOIHMNMH € U3IUTBAH NPU NALMEHTH ¢ XPOHHYHA CTa0WIHA aHrMHa, BA30CTACTHYHA AHTHHA, U
TaKHUBa C aHrHOrpacKm TOKYMEHTHpaHo 3aboaBaHe Ha KOPOHAPHATA apTEPHS.

[lenaTpyyKa NomyaalnHs

EBponefickaTa arcHIHA IO JeKapcTBara ocbBoOOXaBa OT 3aib/DKEHHETO 32 NpPEdOCTasdHe Ha
pe3y/ATaTUTE OT NMPOYYBAHUATA C TEAMHUCAPTAH/AMJIOANTIHH @ BBB BCHUKH NOArPYITH Ha NEAMATPHYHATA
OMynaunsa NPH XUIIEPTeH3UA. (BK. Touka 4.2 3a nHPOpMaLMsg OTHOCHO ynoTpeGa B neauaTpuara).

5.2 (PapMakoKHHEeTHYHH cBOICTBA

®apMakoKHHETHKA Ha QUKCHpaHaTa J030Ba koMOMHALMS

[IpoueHTsT M ¢TeneHTa Ha abcopbuns Ha TeNMUCAPTaH/aMIOIUITHH Ca eKBUBAICHTHH Ha
OHOHANWYHOCTTA HA TENIMUCAPTAH H aMJIIOAUITHH, NPUAATAHH KATO OTAENHY TabneTKy.

Abcopbins
AOcopbuusTa Ha TenMHUCapTaH e Obp3a, BeIpeKkH Ye abcopOrpaHOTO KONHYECTBO Bapupa. CpenHaTa

abcomoTHa OMOHATHYHOCT 3a TenMucapTaH € okoo 50 %. KoraTo TenMucapraH ce npdeMa ¢ XpaHa,
HaMaliBAHETO Ha IUVIOLUTA 0N KPHBaTa HAa CHOTHOLUCHHETO IUIa3MeHa KOHLEHTPALHA-BpEME
(AUCQ-w0) Bapupa oT npubnusurento 6 % (mo3a ot 40 mg) no npubausurento 19 % (no3a or 160

mg). o 3 yaca cnen npueM, MNa3sMEHUTE KOHLIEHTPaLMH ca NOX00OHH, HE3aBUCHUMO NAllM TeIMHCAPTaH
ce MpHeMa CbC UM 0e3 xpaHa.

Crea mepopaiHO MPHIIOXKEHHE Ha JIEKADCTBEHUTE A03W, aMIIOOHMITHH ce abcopbupa aobpe, ¢
MaKCHMallHa KOHLICHTPaLKA B KpbBTA MeXay 6-12 vaca cieg npuemane. YcraHoBeHaTa abconoTHa
buoHanugHOCT € Mexny 64 u 80 %. bHoHATHYHOCTTA Ha AMIOANIIHH HE CE MOBIHABA OT NMTPUEMAHETO
Ha XpaHa.

PasnpenencHue
TenmMucapras ce cBbp3Ba BB BUCOKA CTEMNEH C [UIa3MEHUTE NPOTeHHH (>99,5 %), OCHOBHO aJIGYMHH H

anga-1 KHCeNHTE TIMKONPOTenHH. CpeIHHAT CTALMOHAPEH IPUBHACH 06eM Ha pasznpenenenue (Vdss)
e npubnusntenHo 500 nurpa.

O6eMBT Ha pasnpeneneHue Ha aMJIOAUIIHH e nprbnusutendo 21 Vkg. Hx sumpo npoydBaHusTa
NOKAa3BaT, Ye NPUOIUIMTENHO 97.5 % OT UMPKYIUPAIIUAT aMJIOOUIIHH € CBBP3aH C IIa3MEeHHTE
IIPOTEHHY MPH NALUHEHTUTE ¢ XUIIePTOHHA

buoTtpaHcdopMaLus
Tenmucaprar ce MeTadonusrpa Yype3 KOHIOTalus KbM ITIIOKYPOHHAA Ha OCHOBHOTO cheguHeHue. He e

HaOnronaBaHa papMaKkoIOorHyHa aKTUBHOCT NPH XOHIOTATA.

il

AMnoaHnuy ce MeTabonu3npa U3KMIOYUTENHO (npubnusuTeHo 90 %) oT YepHUA Op
MeTaboOAHTH



EnyUMHHUpaHE
TenMucapTaH ¢ XapakTepH3Hpa ¢ IBYCKCITOHECHUMATHA KHHETHKA Ha pasrpaxiaHe, ¢ TepMUHAIECH

NOAYXUBOT Ha eJieMeHepane ot >20 yaca. Makcumansara nmnazMeHa xoHueHTpauna (Cmax) H, B 1no-

MasKa CTereH, TUIOINTA oA KpuBara “ruiasMeHa koHuedTpauua-epeme” (AUC), ce moBumapar
HENPOIMOPLMOHAIHO Ha fo03aTta. HAaMa aoka3aTencrso 3a KNTMHUYHO3HAYMMO HATPYIIBaHE Ha
TEIMHCApTaH, IPHUET B NpEnopbyYnTenHaTa go3a. [masMeHnTe KOBLEHTpALHH ¢a MO-BUCOKH NIPH
KEHUTE, OTKONKOTO NPHU MBXKETE, O€3 a € HANULUE 3HAYUTENHO MOBIMABAHE Ha €PUKaCHOCTTA.

Ciex rnepopaiHo (M HHTPaBEHO3HO) IPUAOKEHHE, TEJIMHCAPTaH Ce OTAENA NOYTH U3LAI0 ¢ deneca,
OCHOBHO B HerpoMeHeH Bua. KyMynaTHBHaTa ekcKpelus upe3 ypuHaTa € <1 % ot go3arta. O6musar
rwiasMeH KHUpBHC (Cliot) € Bucok (npubnusurenno 1 000 ml/min) B cpaBHEHHE € TO3H OT

yepHOAPoOHUA KpbBeH ToK (oko10 1 500 ml/min).

EnnMuHUpaHeTo Ha aMIIOAMIUH Mpe3 nnasMara € I8y $a3oBo, ¢ TEpMHHAIEH OTYXKHUBOT Ha
envMuHEpane npubausurenyo 30 xo 50 yaca, npu eqHOKpaTHa JHEBHA f03a. CTallMOHAPHHM IUIa3MEHH
HUBA CE€ NOCTUTAT C/ER NIPOABIDKUTENTHO MpyUnokeHue 3a 7-8 auu. 10 % ot amnoaunuH u 60 % ot
METAbONMTUTE HA aMNTOAUNNHA C€ OTOENAT B YPHHATA

JIMHeltHOCT/HeIMHEe HHOCT

He ce oyakBsa cnaboTo noHuwkasaHe Ha AUC 3a TenMHcapTaH, Aa NOHWXH TEpaneBTUYHATA MY
epukacHocT. HaMa nuHeliHA 3aBUCUMOCT MEXIY JO3UTE U IU1a3MeHuTe HuBa. [Tpy nosu Han 40 mg
Cmax ¥, B no-mManka crerned, AUC ce nosulaBar HenpornopLUUOHATHO.

AMNOAMNUH NOKa3sa NHHeHHa GapMaKOKHHETHKA.

[TeanarpuyHa nonynauusa (Be3pacT noal 8 ronrnHu

Hsama nanHM 3a papMakOKHMHETHKATA NPY IIeARaTPHYHATA MMOITYIaLKA.

Ilon
HabnronaeaHu ca pa3fiMKy B IUIa3MEHUTE KOHLEHTPALUHH HA TENIMHCAPTaH, C 3- H 2- KpaTHo MHo-
BHCOKY Cmax ¥ AUC, CbOTBETHO, NPH XKEHH, B CPABHEHHE C MBIXKE,

Cmapuecka évapacm

MapMakOKUHETUKATA HA TEIMHCAPTAH HE CE pa3iM4aBa NpH MJIAIH MMAIAEHTH H TALIHEHTH B
crapyecka Bb3PacT.

Bpemero 3a JOCTHIaHe HAa MUKOBUTE TUIA3MEHH KOHLIEHTpalMK aMIOAUITHHE € MoaoOHO NPH UHIUBUAK
B CTAPYECKA BL3paCT U MNanu UHAUBULH. [Ipu nalwedTuTe B cCTapyecka Bb3pacT, KINMHPLHCHT HA
AMJIOAHITMH HAMAJIABA, KOETO MMa 34 pe3ynTar yBenudasane Ha AUC v enMMUHALIMOHHUA NMOTYXKHBOT.

bwbpeyno yapeocdare

[Ipy maLeHTH € 1eKa, A0 YMEPEHA U TeXKa CTeneH Ha 0b0peuHo yspexnaHe, ce Habmoaasa
yIBOABAHE HA IUIA3MEHHTE KOHLIEHTPAaLMM Ha TenMHucapTaH. Bee nak, nmpyu naimeHTH ¢ OB6pedHo
YBpeXKEaHe, NOAJNOKEHH Ha nuannia, ce HabnoaapaT No-HUCKH NIAa3sMEHU KoHUeHTpauuu. [pu
nayueHTuTe ¢ 66peyHO yBpeXxxaaHe, TEIMHCAPTaH € BbB BUCOKA CTEMEH CBBP3AH C MIa3MEHUTE
IPOTEMHU U HE MOXe Jia ObAe OTCTpaHeH ype3 auanusa. 1101y KHBOTHT Ha EIMMHHHUpPAHE HE Ce
MPpOMEHA NpH naureHTHTe ¢ 6p0peyuso yBpexaaHe, ©PapMakOKHHETHKATa Ha aMJIOIHIINH HE Ce
IMOBNHABA 3HAYUTEITHO OT CBCTOAHHETO Ha OBLOpEeUHO YBpEX AaHE.

Yeproopobro yapedcoare
DapMaKOKMHETHYHUTE NPOYYBAaHUA TPU NALUEHTH ¢ YEPHOIPOOHO YBPEXKIaHe MOKA3BAT YBEIHNYABAHE
Ha abconroTHaTa OUOHAMWYHOCT Ha TenmucapTad Ao 6iuzo 100 %. IonyxuBOTHT Ha €TUMHHHPAHE HA
TEJIMUCAPTaH HE CE€ ITPOMEHA NPU NAUHSHTHTE ¢ YBPEXAaHe Ha YepHuA npob. [Taupe “
YyepHOAPOOHO yBpeXaaHe ca C MOHHXEH KIUPHHC Ha aMJIOANINH, KOSTO HMa 3a pe
ysenuyapane Ha AUC ¢ npubnusurento 40—-60 %.




5.3 IlpeaknHAHYHH J2HHH 33 Ge3onacHoCT

Teii KaTO HEKTHHUYHHUTE MPOQIIH HA TOKCHYHOCT HA TEIMMCAPTAH U AMJIOOUITHH He Ce
MPUINOKPHBAT, HE C¢ O4aKBA 3aCHIBAHE HA TOKCHYHOCTTA 32 KOMOHHalLIMATa OT ABeTe. ToBa
CTAHOBHILE Ce MOTBBPXKAABA OT NMPOYYBaHEe 33 CYOXPOHHYHA TOKCHYHOCT (1 3-ceaMUyHO) npH
ILTBXOBE, IPH KOETO €A TECTBAHHU A030BH HHBA oT 3,2/0,8; 10/2,5 n 40/10 mg/kg
TEJIMUCAPTAH/AMIIOAKTIHH,

[TpeAKIHHAYHKUTE J2HHK 3a [BATa KOMIIOHEHTA Ca MOCOYEHH MO-H0Jy.

Tenmucapran
IIpy NpeAKTMHUYHMTE M3NUTBAHKA 33 6€30MacCHOCT, JO3UTE, ONpPEAENLIH CKCIOIMLIHA, CPABHUMA C

Ta3d B KTMHHIHHS TepanesTHdeH 00XBaT Ha I€EKapCTBOTO, MPEAU3BUKBAT HAMAJIEHH [TApaMeTpH Ha
YCPBEHHTE KPBBHYU KNETKH (EPUTPOLINTH, XeMOTIOOHH, XeMaTOKPHT), U3MEHEH A B 66peuynara
XeMOAHHAMHKa (MOBHIIEHY KPbBHM HHBA Ha ypeHHMS a30T, H KPEaTHHUH), KaKTO U NMOBHINEHH HHBA
Ha KaJIM{ B cepyMa IPH XKUBOTHH C HOPMAITHO KpBBHO HanaraHe. Ipu ky4era, ce Habnroaapat
nunaraius u arpopus Ha 6s6peunure TyOynu. [Ipy KyuyeTa W IILXOBE, CHIIO TAKA, C€ OTYHTA U
YBpEXKIAHEe Ha CTOMALIHATA JINTABHLIA (€po3us, YILEpaluud WiK Bb3naieHne). Tean GpapMaKoniorHuHo-
MEHUPAHU HEXENaHH €(EeKTH, H3BECTHHU OT NPESAKMHHHYHNTE UINHUTBAHHA C MHXHOUTOPH Ha
aHMMOTCH3WH-KOHBEPTHPAILMA €H3uM H aHrHOTeH3MH Il peLenTopHH GN0KEpH, Ce NMpeRoTBPaTARAT
Ype3 OPATHO NPWIOKEHHE HA CONEBH pa3TBop. U nipu nBara BHIa KHBOTHM, ce HaGMIOAABAT U
MOBHLICHA aKTHBHOCT HA IUTA3MEHMA PEHHH H XUNEepTOQ s/ XUTepIuTa3nd Ha 6B0pedHHTE
FOKCTaraoMEepyJTHH KI€TKH. Tean MpoMeHH, KakTo U Knac-crienudnunus edekT Ha HHXUGUTOpH Ha
aHIMMOTEH3UH-KOHBEPTHpALIMA €H3HM H ApYry aHrnoteHsuH 11 penerrropuu Gnoxepy, U3rnexna HaMmar
KJIIMHHYHA 3HAYHMOCT.

He e HabmogaBaso n0Ka3aTeNcTBO 3a TepaToreHeH eekT, BLIPEKH Ue TEIMHCAPTAH B TOKCHYHH JO3H
0Ka3Ba €EKT BbPXY MOCTHATATHOTO pa3BHTHE Ha MOTOMCTBOTO, KATO NO-HHUCKO TEIECHO TEr/10 H
KBCHO TNPOriexaaHe.

HsMa [OKa3aTesICcTBO 33 MyTareHeH eeKT Wi KIACTOreHHA aKTHBHOCT 110 BPEME Ha in vitro
MPOYYBaHMA, KAKTO ¥ IOKA34TE/ICTBA 32 KAPLUMUHONEHHOCT NPH IUThXOBE U MHUILKH,

AMJIOIMNNWH

Penpodyxmuerna moxcuunocm

PenpoaykTuBHUTE NPOYYBAHHA NIPH TUIBX0BE H MHILIKH MTOKA3BAT 3aKHCHAIO paxkaaHe, yIbJIKEHO
paxnaHe ¥ HaMaJieHa NPEeXUBASMOCT Ha MalKKTe pH A03H MpubnusutenHo 50 meTH Mo-BUCOKH OT
MaKCHMaiHaTa NpenoprYMTEIHA Ko3a IIPHU Xopa Ha 6azata Ha mg/kg.

Hapywenue na pepmuwiumema

He e ycTaHoBeH edeKT BbpXy pepTHANTETA HA IUTBXOBE, HA KOUTO € NPWIOKEH MEPOPATHO
aMJIONUIHHOB MasieaT (Ha MBXXKHM 3a 64 THH ¥ Ha KCHCKH 3a 14 1HM npelu Yu{TOCBAHE) NPH AO3M [0
10 mg amnoqunui/kg/nen (oxono 8 mTH* MakcHMaTHaTa NPenopbYHTENHa 1033 NTPY xopa 10 mg/nen
Ha GazaTta Ha mg/m?). B apyro npoy4saHe OpH IUTbXOBE, B KOETO Ha MBXKH [LTHXOBE € npuiarad
aMIIOAMNHHOB Ge3rnar B npoabkeHne Ha 30 AHHU IIpH 1033, CpaBHUMa C 103aTa NpH Xopa Ha Oazara
Ha mg/kg, ca yCTaHOBEHH MOHMKEHH TIa3MEHH HHBA Ha (ONTMKYNOCTHMYIHpAL XOPMOH H
TECTOCTEPOH, KAKTO U HaMalieHa IUTbTHOCT Ha CiepMaTa K HaMaiteH Opoit 3penu criepMaTHan H KIeTKH
Ha CepTosH.

Kanyepozenesza, Mmymacenesa
[Lnbx0BE H MUIUKK, HA KOMTO € NpHJIaraH aMJIOAMIYH C XPaHATA B NPOLBLIKEHHE HA BE FOJUHY, B

KOHLUCHTPALHH, H3YHCIICHH TakKa, Y€ Aa OCHIypABaT AHEBHHU 0308 HuBa 0,5, 1,25 u 2,5 mg/kg/nen,
HE MOKa3BaT JaHHU 3a KaHLEepOoreHHocT. Hali-BrcokaTa 103a (3a MHLIKM NogoOHA Ha, a 3a ILTEXOBE

IBOWHO MO-BMCOKA™ OT MAKCHMaIHATa NPENOPBYHTESTHA KIIHHMYHA 1033 oT 10 mg Ha GasaTa
mg/m?) e 6ua 61H3Ka 10 MAKCHMANHATa IOHOCHMA J03a 33 MHLLKH, HO HE H 33 TUIBXOB
ITpoyusanuaTa 32 MyTareHHOCT He MTOKA3BAT CBHP3AHH C JIEKAPCTBOTO eEKTH HHTO H
Ha XpOMO30MHO HHUBO.




*bazupana Ha MalMeHT ¢ TenecHo Teryio S0 kg

6. @®APMAIEBTHYHH JAHHH

6.1 CnHcbK H2 TOMOIIHHTE BelllecTBA

HarpueB XUapoKCua
MerayMus

TosuaoH (K-25)

XKeneszeH okcua, uepseH (E172)
MaHuTONn

MuxpokpHCTaTHA LETYJ103a
KpocnosuaoH

Maruesnes creapar
[TpexxenaTHHU3HPAHO HULUECTE
[{apeBHUHO HHUIIECTE
Konounen 6e3BoieH CHNHITMEB AUOKCH]

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ba roadocTt

2 TOAVHH.

6.4 ChnenHajiHH YCIOBHA HA ChXpaHeHMe

Ha ce cbxpaHsaBa B OpUrMHANIHATA OMIAKOBKA 3a 14 Ce NpeAnasy OT CBETJIHHA.
To3u npoayKT HE H3UCKBA CNIELHAJIHN YCJIOBHS Ha ChXPaHEHHE,

6.5 Buau chAbLPKAHHE HA ONAKOBKATA

KaproHeHa kyTnsa ¢cpasbpxkauia 14, 28, 30, 56, 90, 98 tabnerku B Aluminum/OPA/Aluminum/PVC
6nucrepn.

He BcH4kH BUOOBE OMAKOBKH Morart Aa Ob4aT MyCHATH B npogaxoa.
6.6 CrhneuHanaHn nNpeANa3HH MEPKH NPH H3XBbPJASHE

Bceeku HEM3MON3BAH JIEKAPCTBEH NMPOAYKT WM OTIIAAbYCH MarepHan TpadBa aa ¢e U3XBHPIA CBIIIaCHO
MECTHUTE H3HCKBaHUA.

7.  IIPUTEXATEJ HA PAZPELHIEHHETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, §3-200 Starogard Gdanski, INoniua

8. HOMEP HA PA3ZPEILIEHHETO 3A YIIOTPEBA

Per. Ne 20190261




9. JATA HA ITBPBOTO PAZPEINIABAHE/MTIOJHOBABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

JfaTa Ha mepBO paspemasaHe: 13.11.2019
JlaTa Ha rocaegHo nogHoBsABaHe: 25.06.2024

10. JAATA HA AKTYAJIUIHPAHE HA TEKCTA




