KPATKA XAPAKTEPUCTUKA HA MPOAYKTA

.  WME HA JEKAPCTBEHUS MMPOIYKT , Ao/ 70255

PaBeHTOH 40 mg/5 mg TabneTku 6‘ \ T
Raventon 40 mg/5 mg tablets & 702 J U7 ~Uy= L0

2. KAYECTBEH U KOJIMYECTBEH CBHCTAB

Beska Tabnerka chabpka 40 mg Tenmucapras (telmisartan) u 5 mg ammnoaunus (amlodipine) (mox
¢opmara Ha amnoaMNUHOB Oe3unar).

[lomouHo(1) BewwecTBo(a) ¢ U3BECTHO ACHCTBUE: HATPHIA
Beska rabnerka cvabpika 1,93 mg Harpuii.

3a NMbJIHUA CMTUCHK HA MOMOIIHUTE BElECTBA BHKTE Touka 6.1.

. JEKAPCTBEHA ®OPMA
Tabnerka

JBoiiHOM3NMbKHANK, npoasarosatu (12,2-12,8 mm x 5,7-6,3 mm), aByciaoiHM TabiaeTku, Oean 10
noutH Oenu OT eqHaTa CTpaHa ¥ po30BM OT APyraTa, I0MyCTHMU Ca MaJIKH METhHLA OT PO30BaTa CTPaHa.

4. KIUHUYHHU JAHHH

4.1 TepaneBTHYHH MOKA3aAHHSHA

Jleyenue Ha eceHLMaNHA XUNIEPTOHHUSA MPH Bb3PACTHH:
JlonbaBaiia Tepanus

PasenTon 40 mg/5 mg e nokasaH rnpu Bb3pacTHH, YNETO KPBBHO HaISIrAHE HE CE MOBIUSABA aeKBATHO
[NpH CaMOCTOSATETHO JIEYEHHE C aMJIOAMUITUH 5 mg.

3aMecTUTeNHa Tepanus
[lauMeHTHTE, KOUTO NpUEMaT TeJIMUCApTaH M aMJIOAUNKH noja (opmaTa Ha OTAE/IHHU TaGIeTKH, MOraT

BMECTO TOBA Jia npueMar TabNeTku PaBEeHTOH, KOUTO CbAbPIKAT CHILUTE KOMIIOHEHTH CbC ChILHUTE
N03H.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
[IpenopbunTenHaTa 103a Ha TO3M JIEKAPCTBEH MPOAYKT € e/1Ha TabieTKka Ha JeH.

MaxkcuMmasiHaTa npenope4HTelIHa 103a e enHa Tabnerka 80 mg tenmucapran/10 mg aMJI0AMITHH HA
neH. To3u nekapcTBEeH MPOAYKT € MOKa3aH 3a AbJIrOCPOYHO JIEUEHHE.

[IpuemaneTo Ha aMJIOAMNKMH 3a€/1HO € rpeindpyT UK CoK OT rpeiindpyT He ce npenopbyBa, Thil KATO
MPH HAKOMW MaLMEeHTH €eKThT Ha MOHWKABaHE Ha KPbBHOTO HAJIATAHE MOJKE [1a CE 3aCHJIH, B
pe3ynTar Ha rnoBvlUaBaHe HA OMOHAIMUYHOCTTA (BXK. TOUKa 4.5).




Honvasawa mepanus
PaBeHToH 40 mg/5 mg TabaeTku Morat fa ce npuarat npu NauMeHTH, Npyu KOMTO KPbBHOTO HAATAHE
HE MOJKe [1a C€ KOHTPOJIMpa a/IeKBaTHO CaMO C aMJIOAUIHH 5 mg.

[IpenopbuBa ce OTAEIHO TUTPUPAHE HA JO3MTE Ha JBATa KOMIOHEHTA (T.€. aMJIOAMITHUH U
TeJIMMCapTaH) Mpean NpeMUHaBaHe KbM (UKCHpaHaTa JekapcTBeHa KomOuHalus. Korato e yMecTHO
OT KJIMHUYHA [VIEIHa TOYKa, MOXKe J1a c€ OOMHUC/IM JIMPEKTHO MPEMUHABAHE OT MOHOTEPAIHUs KbM
pukcupaHara iekapcTBeHa KOMOMHAL M.

[lanmenTure, npuemanm 10 mg aMa0AMNKMH, MPH KOUTO Bb3HMKBAT A03a-3aBUCUMH HEXKETaHH
p€aKUnH, KaTo €AeM, MOTaT J1a rnpeMHUHaT Ha Tepanus ¢ PaBentoH 40 mg/5 mg BeAHBK AHEBHO,
HaMassiBAMKM [103aTa aMJIOAMITKMH, O€3 Taka [a ce HamaJsiBa OYaKBaHHUSAT AaHTUXUIIEPTEH3UBEH
OTrOBOp.

Jamecmumenia mepanust

[TaumeHTHTE, KOUTO NMpPUEMAT TEIMHCAPTAH M aMIIOAMITHH 10/ (JopMaTa Ha OTAETHH TabIeTKH, MOraT
BMECTO TOBA BEIHbXX AHEBHO [a NMpUeMart TadieTKu PaBEHTOH, ChbAbPKALLH ChLIMTE KOMIOHEHTH, ChC
CbhLUMTE 103H B €HA TabseTKa.

Cmapuecka évspacm (> 635 years)

[Ipn naumenTH B cTapuecka Bb3pacT He € He0OX0JMMO KOpUIupaHe Ha no3ata. MMa maiko
MH(pOPMALIKs 3a MPUIAraHeTO NMPH MHOIO Bb3PACTHH MALMEHTH.

[lpy nauneHTH B CTapyecka Bb3pacT ce npenopb4Bar 00MYaiiHUTE CXeMM Ha NpUIaraHe Ha
AMJIOZIMITHH, HO NPH YBEJWYaBaHe Ha Jl03aTa TPs0Ba 1a ce MOAX0X A C MOBUILEHO BHUMaHHUE (BK.

TO4YKa 4.4).

bvbpeuno yspexcoare

OnUTBT Mpu MaLMEHTH C TeXHKO 6BOPEYHO YBpeXAaHe WK NPU TE3M Ha XEMOANAIN3A € OrPAaHHYEH.
[Tpy Ta3u rpyna nauMeHTH ce npenopbyuBa MpUeMaHeTo Ha TEJIMUCAPTAH/aMJIOAUITHH /1a CTABA C
MOBHMILIEHO BHUMAHHE, Tbi KaTO aMJIOJIMITUH HE C€ AMAJIU3MUpa, a TeJIMUCAPTAH HE Ce OTCTPAHABA OT
KPbBTa Ype3 XeMopuaATpauus U He ce nquanu3upa (BxK. cblio Touka 4.4).

He ce u3KCKkBa KOpUrHpaHe Ha J103MPOBKaTa NPH NaLMEHTH C JieKa 10 yMepeHa cTeneH Ha Ob0peyHo
yBpexK1aHe.

Heproopobro yspexcoare

PaBeHTOH € MPOTHBOINOKA3aH NPH MALMEHTH C TEKKO YepHOAPOOHO yBpexaaHe (Bxk. Touka 4.3).

[Ipy nauuMeHTH ¢ Jieka 10 yMepeHa 4epHOAPOOHO yBpeXaaHe, TelIMHcapTaH/aMI0AMITHH TpAOBa 1a ce
npuiara ¢ BHUMaHue. 3a TeJIMUCcapTaH, 103MpoBkaTa He TpaOBa aa Haasuiuasa 40 mg BEIHBK JHEBHO
(BK. Touka 4.4).

ITeouampuuna nonynrayus
beszonacHoCTTa 1 e)UKACHOCTTA Ha TeJIMUCAPTaH/aMJIOANITHH MPH Aeua noa | 8-roauiiHa Bb3pacT He
ca YCTaHOBEHHU. HAMa HaAJTUYHU JaHHH.

HayuH Ha NpUI0KEHUE
[lepopanno npunoxeHue
PaBeHTOH MOKe J1a ce npuema cbe uiu 6e3 xpana. [1penopbusa ce npuemaHeTo Ha PaBEHTOH ¢ MaJIKO

KOJTHHYECTBO TEYHOCT.

4.3 IlporuBOonoKa3aHus

- CBpBbX4yBCTBUTE/IHOCT KbM aKTUBHUTE BELLECTBA, KbM AUXHAPONUPUIMHOBH MPOU3BOIHHU UIH
KbM HAKOE OT MOMOIIHUTE BELIECTBA, U30POEHM B TOYKA 6.

- BTopu u Tpetn TpuMecTbp OT OpeMeHHOCTTa (BK. TOUKH 4.4 1 4.6)

- HKbuHN 0OCTPYKTUBHH HApYLLIEHUs U TEKKO YepHOAPOOHO yBpexkKaaHe

- LIloK (BKJIFOUHMTENHO KapAHOTeHEH LLIOK)




- OOcTpyKUHMsl HAa U3XOALLMS TPAKT Ha JisiBaTa KaMepa (Harp. BUCOKOCTENEHHA a0OPTHA CTEHO03a)
- XeMOAHHAMHYHO HecTabW/IHA ChpAEYHA HEAOCTATbYHOCT Cliell OCThP MH(DAPKT HAa MUOKapaa

ChbnbrerBaliata ynorpeba Ha TeaMUcapTaH/aMIOAMIHH € AJIMCKUPEH-ChAbPKALLM JIEKApCTBEHH
MPOAYKTH € MPOTHBOMOKA3aHa MNpU nauveHTu ¢ auader uian ObOpeuHo yspexaaHe (GFR < 60
ml/min/1,73 m?) (Bx Touku 4.5 u 5.1).

4.4 CneuHajHH npeaynpexxieHHUs ¥ NpeanasHu MEPKH NpH ynorpeda

bpemMeHHOCT

[1o Bpeme Ha OpeMeHHOCT He TpAOBa J1a ce 3anoyBa Tepanus ¢ auruoreHsuH Il peuentopHu 610kepH.
OcBeH KoraTto npoab/HKaBaHETO Ha TepanusaTa ¢ aHruoteHsuH Il peuentopuu Giokepu ce cmsTa 3a
HAJIOXKUTEJIHO, NMALMEHTKHUTE, IJIaHUpaLly aa 3adpeMeHedT, TpAOBa /1a NpeMHHAT Ha aITEPHATHBHO
AHTUXMUIEPTEH3UBHO JIEYEHHE, C YCTAaHOBEH npodui Ha 6e30nacHOCT npu ynorpeda mo Bpeme Ha
opemenHocT. Cell AMarHOCTULMPaHe Ha OPEMEHHOCT, JISYeHUETO ¢ aHrMoTeH3uH [I pelenTopHu
Osiokepu TpsiOBa 1a Ob/Ie NpeyCcTaHOBEHO He3abaBHO, U, O Bb3MOKHOCT, [1a CE 3aro4YHe aITepHaTHBHA
Tepanus (BxK. ToOUkH 4.3 1 4.6).

HepHo1poOHO yBpex1aHe

TenmucapraH ce eKCKpeTHpa NnoyYTH U3LAI0 Ype3 xiabykara. [Ipu nauneHTuTe ¢ 06CTPYKTHBHH
3a00/19BaHMs HA XJTBYKATA UIIM YePHOAPOOHO YBpeXkKIaHe MOJKeE J1a Ce 0YaKBa MOHMKEH KIIUPBHC.
[10J1y’)KMBOTHT HA aMJIOAMITHH € yAbJKeH U cToiiHocTMTe Ha AUC ca 1no-BMCOKH MPH MALUEHTH C
HapylieHa 4epHoIpoOHa (PyHKLIMs, KaTO HE ca yCTAHOBEHH NMPENnopbKH 3a ao3ara. [1o Ta3su npuunHa
JICUEHUETO C aMJIOJMITHH TpsOBa a 3anoyHe ¢ 103a B JOJHUA Kpal Ha 1030BUs HHTEPBAJI U J1a ce
MOJAX0XAa C MOBUILIEHO BHUMaHHE KAKTO MPH 3aM0YBaHe Ha JICUEHUETO, TaKa U NP yBeJIUYaBaHe Ha
ao3ara. ETO 3a10 npu T€3M MauMeHTH TeIMUCApTaH/aMI0AuNKUH TpsaOBa 1a ce ynorpedspa ¢
MOBHUILIEHO BHUMAHUE.

PeHoBacKyJjapHa XUINEepPTOHHUS

KoraTo nauueHTH ¢ IByCTpaHHa CTeHO3a Ha ObOpeuHUTE apTepun Wik CTeHO3a Ha apTepUs Ha
eIMHCTBEH (pyHKUHOHUpall ObOpek, ca JIeKyBaHu ¢ JIEKapCTBEHH MPOAYKTH, KOUTO 3acAraT CUCTemMara
PEHUH-aHrHOTEH3HH-ann0CcTEPOH (PAAC), ChluecTBYBa MOBULIEH PUCK OT T€XKKa XUIIOTOHHS U
OBOpeYHO yBpeKaaHe.

bbpOpeyHo yBpexkaaHe ¥ TpaHcriaHTalus Ha Ob0pek

KoraTo TenmucapraH/aMaoAMITUH C€ U3M10J13Ba 3a JIeUeHHe Ha MalHeHTH ¢ HapylleHa Ob0peuHa
hyHKUMs, Ce NpenopbyBa NEPUOAHYHO MOHUTOPUPAHE HA CEPYMHHUTE HUBA HA KAJIUN U KPEATHHHUH,
HsiMa onuT B npuiaraHeTo Ha TeJIMUCApPTaH/aMIOAUITHH MPH MALMEHTH CbC CKOPOLLHA
TpaHCIUIaHTaLMs Ha ObOpeK. AMIOAUIIUH HE ce AMau3upa, a TEJIMUCAPTAH HE CE OTCTPaHABA OT
KpbBTa 4pe3 XeMO(HUITpaLMA U HE Ce AUaTUu3upa.

[lauMeHTH ¢ XUMOBOJEMUA W/HUJIW U3UYEPNBAHE HA HATPUS

[Ipu naumeHTH, C XMIOBOJEMHUS H/WIIH U3YEPrBaHe HA HATPUS, HAMTPUMED NOpaJH UHTEH3UBHA
JAWYpeTUYHa Teparus, HamasaeH MpUEeM Ha COJIM Mopaau JAUeTa, AMapusi UK MOBPbLIAHE. MOXKE J1a
Bb3HMKHE CUMIITOMATHYHA XHITIOTOHMSA, OCOOEHO Cle/l NpuiaraHe Ha nbppara jo3a. Takusa
CbCTOAHUSA TPsIOBa Ja ObAaT NPEOa0JIEHH NpeaH NPUI0KEHHETO Ha TeaMucapTad. B ciyuaii Ha
XUMOTOHMS BCIEICTBUE JICYECHHUE C TEIIMUCAPTAH/aMJIOAMUITUH, MALMEHTHT TpAOBa Aa Obe 1ocTaBeH B
IErHAJIO MOJIOKEHHUE H, AKO € HEOOX0AUMO, 1a MY ObJe NPUI0KEHO HHTPABEHO3HO BJIMBaHE Ha
pusnonornyeH pazrsop. Crnea crabuinsnpaHe Ha KPbBHOTO HaIsraHe, JISYEHUETO MOXKe Ja Obje
MPOAbJIKEHO.

JBO#HO OJIOKMpaHe Ha pEHUH-AHIMOTEH3UH-aJ11ocTepoHoBaT acucrema (PAAC)
Mma nannu, ye cenbreTBaliara yrnorpeda Ha ACE uuxuburopu, anrnorensus ll-peuentopHu
OJIOKEpH WM ATHCKUPEH MOBUILIABA PUCKA OT XMITOTOHHUS, XUIIEPKAIIMEMHS U HAMANsABaHe Ha
ﬁhﬁpEI{HHTa (GyHKLHsS (BKIIOYHUTETHO TeX KO Ob0OpeuHo yBpexaaHe). [Topaau ToBa He ce np

peuenTopHu OJIOKEPHU KM anucKupeH (BxkK. Touku 4.5 u 5.1).



AKO Ce MpeLeHH, Ye TepanusaTa ¢ ABoiHo 6j10kupaHe e abconoTHO HeoOX0auMa, ToBa TpAbBa Ja
CTaBa caMo Mnoj HabJFOJEHUETO HA CHIELMATIUCT U MPH YE€CTO BHUMATEIHO MOHUTOPUPAaHE Ha
ObOpeyHaTa QyHKLHS, EeKTPOJUTUTE U KPBBHOTO HAIATAHE.

ACE uHxubuTopu u anrnotensuH ll-peuentopuu 61okepu He TpsiOBa 1a ce H3MOI3BAT €IHOBPEMEHHO
[pH NalueHTH ¢ auabetHa HedponaTus.

Lpyru CbCTOSIHUSA ChC CTUMYJIALMA HA CHCTEeMAaTa PeHHH-AHTHOTEH3UH-aJI0OCTEPOH

[Ipy nauneHTUTe, YUUTO CHAOB TOHYC M ObOpeuHa (PyHKLHS ca B 3aBUCUMOCT Hali-Beue OT nelHOCTTA
Ha pEHUH-AaHTHOTEH3HH-AIZIOCTEPOHHATA CHCTEMA (HAMp. NALMEHTH C TEXKKa KOHMeCTUBHA ChpeYHa
HEI0CTaTb4YHOCT MM OCHOBHO OB0OpeyHo 3a00saBaHe, BKIIOUUTEHO CTEHO3a Ha ObOpeuHHTe
apTepuH), JISYEHUETO C JIEKAPCTBEHM MPOAYKTH, MOBIMABALLM Ta3h CHCTEMA, CE CBLP3BA C OCTPa
XHUIOTOHHS, XUNIEPA30TEMHA, OJIUTYPHUs, WK PAAKO C TeKKO ObOpeuHO yBpexkaaHe (Bxk. Touka 4.8).

[ IbpBHYEH a110CTEPOHU3BM

[laupieHTHTE C MbPBHUYEH AIA0CTEPOHU3BM B OOLIMS Cllyyail HE Ce MOBJIMUABAT OT
AHTHUXUNEPTEH3MBHUTE JIEKAPCTBEHH MPOAYKTH, JEHCTBALLM Ype3 HHXUOUpaHe Ha PEHHH-
aHrMOTEeH3WHOBATa cHcTema. [lopaau ToBa, ynorpebara Ha TeMUCapTaH HE Ce MPEnopbYBa.

CTeHo3a Ha a0pTHATA ¥ MUTpaNHATA KJara, 00CTPYKTHBHA XUNepTpohUyHA KapAHOMHONATHS

KakTo rnpu Apyrure Cba0pa3lIMpABaLLN CPEACTBA, ClIELHATHO BHUMAHUE ce 00PbLIA HA MALHEeHTHTE,
CTpazally OT CTEHO3a Ha a0pTHAaTa U MHUTpaJIHaTa Kjaana, Wik o0CTpyKTHUBHA XUnepTpodHuuHa
KapauOMHOMaTHA.

HecrabuinHa cTeHOKapaAnsa,0CTbp HHDAPKT HA MHOKAp/a
Hsima nanHu B mojkpena Ha ynorpe6ara Ha TeJIMUCApTaH/aMJIOAMITHH B Cy4ail Ha HecTabK/IHA
CTCHOKap/1Ms U MO BPEME Ha WJIM 110 Kpasi Ha [TbPBUs MECELl ClIe/l NPeThbprsiH HHPAPKT HA MUOKap/a.

[lauKEeHTH CHC ChpJIEYHA HEIOCTATLYHOCT

B €1HO ABJIrOCPOYHO, M1aLed0-KOHTPOIMPAHO M3MHTBAHE HA AMJIOAMITHH MPH NALMEHTH C TeXkKKA
CbpaeyHa Hepoctarb4HOCT (Kiac I u IV no NYHA) cbobiueHara uectora Ha 6en10apobeH 0Tok € ro-
BUCOKA B rpyrnara Ha JIeY€HHE C aMJIOJIMNKH, OTKOJIKOTO B rpyrnarta Ha nnauebo (Bx. Touka 5.1). [To
Ta3u NPHYKHHA NPH MALUEHTHUTE CbC ChPJACYHA HEAOCTATBhYHOCT JIeYEHHETO TpsOBa J1a ce mpuiara ¢
MOBHIIEHO BHUMaHHE. biIOKepH Ha KAJILMEBUTE KaHAIM, BKJIIIOUMTETHO aMJIOAMITHH, Tps6Ba 1a ce
fpuiarat ¢ MOBUIUICHO BHUMAHHUE MPH NMAaLUEHTH CbC 3aCTOHHA ChpAEYHA HE0CTATHYHOCT, Thil KATO
MOXKE€ [1a yBeJIHYaT pUcka OT Obeun CbpAeYHO-ChA0OBH ChOUTHS U CMBPTHOCT.

[ lateHTH ¢ 1naber, JEKYBaHW ¢ MHCYJIMH WIH MPOTHBOAWAOETHH CPE/ICTBA

[Tpu neuenune ¢ TenMucapTaH, Np1 Te3M NAUUEHTH MOXKE Ja Bb3HUKHE XUMOTIMKEMHs. 3aTOBa NpH
T€3H NMalUHEeHTH € HeOOX0AHMO 1a ce 0OCHAM CBHOTBETHO NMPOC/easBaHe Ha HUBOTO Ha IJIFOKO3a B
KPbBTa M MOXKE [1a C€ HAJIOXKKH KOPHUI'MpaHe Ha 103aTa HHCYJIMH UM aHTHAMA0ETHO CPeICTBO, KOraTo e

[TOKA3aHO.

HMHTeCcTUHAJIEH aHTMOENEM

3a MHTECTHHAJIEH aHTHOEEM ce CboOLIaBa Mpu NalMeHTH, JeKYBaHH C AaHTHOTEH3UH |1 peUenTOPHHU
aHTaroHCTH (BK. Touka 4.8). Tesu naunenTn umMat kopemHa 6oka, raaeHe, NoBpbLUAHE U AHAPHS.
CHUMITOMHUTE OTILYMSBAT CJIE/l IPEeyCTAHOBABAHE HA AHFMOTEeH3HMH || peLenToOpHUTEe aHTATOHUCTH.
AKO Ce IHarHOCTHLIMPA HHTECTHHAJIEH aHTMOE/IeM, JICYCHHUETO C TeJIMUCapTaH TpaOBa 1a ce
NPpEYCTaHOBHU U 1a CE 3aM0Y4YHe MOAX0ASA10 HADIIOACHHE 10 MbJIHOTO OTIIYMSABAHE HA CUMIITOMHUTE.

XHIepKaTnemMus
Ynorpebara Ha IEKapCTBEHU MPOLYKTH, KOUTO MOBJINSBAT PEHUH-AHT MOTEH3UH-AJI0CTEPOHHATA
CHCTEMA, MOXKE J1a MPHYUHHU XUINIEpKaIeMHs. XUIepKaJeMusaTa MOXKe J1a MPUYUHH CMBPT MPH
MalKMEeHTH B CTapyeCKa Bb3pacT, NaUMEeHTH ¢ ObOpeuHo yBpekkaaHe, naluueHTH ¢ Auaber, naluMeHTH Ha
CbIIBTCTBALLIA TEPAINUA C JIEKAPCTBEHHU MPOAYKTH, KOUTO MOTaT Ja NMOBUILIAT KOHLIEHTpaLHATA Ha
KQJIMH, W/WIK NP NALUUEHTH C APYrH ChITBTCTBALLM ChCTOAHHS




[lpenu na ce B3eme pelieHHe 3a €eAHOBPEMEHHO MPUI0KEHHE Ha JIEKAPCTBEHHU MPOAYKTH, KOUTO

MOBJUSABAT CUCTEMATa PEHUH-AHTMOTEH3UH-AJIA0CTEPOH, TPsAOBA [1a C€ NMPELEHHU CbOTHOLLIEHUETO

MoJ13a/pUCK.

OcCHOBHUTE PUCKOBH (PAKTOPH 3a Bb3HUKBAHE HA XUIEPKAIIHEMUs, KOUTO TpsAOBa 1a ce B3eMar Iojl

BHUMAaHHUE ca

- 3axapeH auader, 0b0peuyHo yBpexnaHe, Bb3pact (=70 roanHu)

- KOMOMHALMA C €AUH WJIHU MOBEYE JIEKAPCTBEHU NPOAYKTH, KOUTO MOBJIMABAT CUCTEMaTa
PEHHH- @aHTMOTEH3UH-AJIIOCTEPOH W/HIIK ChAbPrKaLlK KAJIMH XpaHUTEIHH N00aBKH.
JlekapCcTBEHUTE NPOAYKTH MIIM TEPAreBTUUHUTE IPYNH, KOUTO MOraT J1a rnpean3MBUKaT
XHUIMepKaneMus ca 3aMECTUTEJIM Ha COJTA, ChAbPIKALLH Kalui, KAIMH-ChbXpaHABaLLlU AHYPETHLH,
ACE wHxuburtopu, anrnorensus Il peuentopuu 0J10KepH, HECTEPOUIHH MPOTHBOBb3NAIUTE/IHH
cpencrea (HCIIBC, Bxntounrenno cenektuBHuTe COX-2-MHXUOUTOPHU), XENapHH,
UMYHOCYNPECOPH (LIMKJIIOCIIOPHH WJIH TAKPOJIUMYC) U TPHMETOIPUM.

- CBhITBTCTBALUM COUTHSA, B YACTHOCT AeXUApaTalus, 0OCTpa CbpAeYHa AeKOMITEHCALMA,
MeTabOoMTHA aun03a, BiolaBaHe Ha ObOpeuHaTa pyHKLMs, BHE3aMHO BJOLIABAHE HA
CbCTOSIHUETO Ha ObOpeunTe (Hamnp. MHPEKLUHO3HU 3a00/sBaHus ), KJIEThYHA JIM3a (Harp. ocTpa

HCXEMHA HA HpﬂﬁHHH, pﬂﬁﬂ,ﬂMHDﬂHEﬂ, [ojiama TPHBMH)_

Heobxoaumo € 1a ce npoBexaa BHUMATEIHO MOHUTOPUPAHE Ha CEPYMHHUTE HUBA HA KaJlus MPH Te3H
NalMEHTH (BXK. TOUKa 4.5).

[lauMeHTH B cTapyecka Bb3pacT
[Ipn yBennyaBaHe Ha A03aTa Ha aMJIOAMUITUH NPU NMALKMEHTHU B CTapyecKa Bb3pacT TpAOBa ja ce
MOAX0XK/a C MOBULUEHO BHUMAaHUE (BXK. Touka 4.2 u 5.2).

Harpuii
To3u nekapCcTBeH NPOAYKT CbAbpxkKa No-Mauko or 1| mmol Hatpuii (23 mg) 3a tabnerka, T.€. MOXe aa
Ce Kaxke, Y€ NPakTHYECKH He CbAbPrKa HATPHH.

HMcxeMuyHa 00J1€CT Ha CHPLETO

KakTo npu BCEKH aHTUXUNEPTEH3UBEH JIEKAPCTBEH MPOAYKT, NPEKOMEPHOTO NMOHHUKEHHE HA KPbBHOTO
HaJIiraHe Mpu NaudeHTH ¢ UCXEMUYHA KapAUOMHUOIATHSA MJIM UCXEMUYHO ChPAEYHOCHA0BO
3a00J1s1BaHe MOXKe Aa J0Beae A0 HH(pApPKT HA MHOKapaa HJIW UHCYJIT.

4.5 B3zaumoaeHcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H APYrH ()OpMH HA B3AHMOACHCTBHE

He ca YCTAHOBCHH B3aUMOJECHCTBUSA MEX Y ABdaTa KOMIIOHEHTA HA Ta3H ¢)HKCHPHHH KOMOHWHaLMs MO
BpEME€ HA KIIHHHYHHUTEC U3IIUTBAHHA.

B3anMoieiicTBHS, CBbpP3aHU C KOMOMHALIMATA
He ca npoBexaaHu Npoy4YBaHUs 3a JIEKAPCTBEHUTE B3aUMOJEHCTBHUS.

Ha ce 83eme npedsud npu cvnvmcemeawia ynompeoa

Hpyau anmuxunepmeH3usru 1eKapcmeeHu NPOOyKmu
[ToHwKaBaIMAT KPbBHOTO HaNAraHe ehekT Ha TeMUCapTaH/aMJIOAUITUH MOXKe 1a Ob/1e 3aCHIIEH MPH
CBITBTCTBALLA yOTpeda Ha APYrM aHTUXUMNEPTEH3UBHH JIEKAPCTBEHH MPOJLYKTH.

Jlexapcmeenu npoOyKkmu ¢ NOMEHYUA! 3a NOHUNCABAHE HA KPBEHOMO HAIACAHE

C ornen Ha ¢papMaKkOJOrHYHUTE UM CBOMCTBA, MOKE J1a CE OYaKBa, Y€ CIECAHHUTE JIEKapPCTBEHH
MPOAYKTH MOTraT a 3aCHJISIT XUITOTOHUYHHUTE €(DEKTH Ha BCUUKHU aHTUXHUIEPTEH3UBHU CPE/ICTBA,
BKJIIOYHUTEJIHO TO3HM JIEKAPCTBEH MPOAYKT, Hanp. 0akinopeH, aMu(pOCTHH, HEBPOIENTULI UITH
aHTuaernpecanTH. ChLIO Taka, OPTOCTATUYHATA XUITOTOHHA MOXKeE J1a ObJI€ 3aCU/I€Ha U OT aJIKOXOJL.

e,

Kopmukxocmepouodu (3a cucmemHo npuiodiceHue)
HamansBaHe Ha aHTUXHUIIEPTEH3UBHUS €(DEKT.




B3anMozelcTBHS, C Bbp3aHU C TEIMUCAPTAH

He ce npenopvysa cvnvmemeawa mepanus

Kanuu-cvxpanseawju ouypemuyu unu covOvpaicawu Kanuit xpanumennu 0obasxu

Anruotensut Il peuentopHure 610KkepH, KakbBTO € TeIMHCAPTAH, HAMAJISBAT 3ary0ara Ha KaJiuii,
MpUAU3BHKAHA OT AWYpETHLHTE. Kalni-ChbXpaHABaILMTE MY PETHLIH KATO CIIMPOHOIAKTOH,
CIJICPEHOH, TPHAMTEPEH, HJIK aMWJIOPHI, ChAbPXKALLNWTE KAJTHI XpaHUTETHH 100aBKH, WIH
Ch/AbPXKALIMUTE KaJUH 3aMECTHTE/IU Ha COJITA, MOraT J1a JJOBEAAT 10 3HAYMTETHO MOBULIEHHE Ha
CEPYMHHs KaJIMH. AKO € MoKasaHa CbIbTCTBalla ynotpeba, nopaan 10KyMEHTHPAHA XHITOKATMEMHS,
HEOOX0AMMO JIEKAPCTBEHUTE NMPOAYKTH Aa ObAAT W3MOM3BAHH C MOBHUILIEHO BHUMAHKE, U C MOCTOSHHO
MOHHUTOPHPAHE Ha CEPYMHHUTE KOHLIEHTPALIMK Ha KaJlusl.

JTumui

CboOasanu ca ciyyaun Ha 0OpaTHMH MOBULIEHHS B CEPYMHHTE KOHUEHTpPaUHUH Ha JIUTHUA U
TOKCUYHOCT, MPH €AHOBPEMEHHO MPUJIOXKEHUE HA JIMTUN 1 UHXUOUTOPH HA AHTMOTEH3H
KOHBEPTHPALLHA CH3UM, KaKTO H ¢ aHrMoTeH3HH Il peuentopHu G10KepH, BKIOUYHTEHO TEJIMHUCAPTAH.
Axo koMOuHMpaHaTa ynorpeba ce okaxke HeoOXonuma, e [penopbYMUTENEH BHUMATEIEH MOHHTOPHUHT
Ha CEpYMHUTE HUBA HA JIUTHSA.

Apyeu anmuxunepmen3sueHu nexapcmeenu npooyKkmu, 0elicmeaiyu Ha PEHUH -AHSUOMEH3UH
andocmepornosama cucmema (PAAC)

JIaHH! OT KJIMHUYHM MPOYYBAHUSA MOKA3BAT, Y€ JBOMHOTO GIOKHpaHe Ha cHCTeMaTa PEHUH -
aHrHOTeH3uH annoctepoH (PAAC) upes komGuHupanara ynorpe6a Ha ACE unxuburopu,
aHrMOTeH3MH ll-peuenTopHu G0KepH WM ATUCKUPEH CE CBHP3BA C MO-BHCOKA YECTOTA HA HEKENaHH
CBOMTHS, KATO HANIPUMED XUMIOTOHMS, XUNIEPKATHEMHSI U HAMAJISIBAHE Ha ObOpeuHaTa QyHKLUA
(BKJTFOUHTETHO TEXKKO OBbOpEUHO yBpexkaaHe), B CPaBHEHUE C ynorpebara caMo Ha €/IHO CPe/ICTBO,
aercrBailo Bbpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Convmemeawya ynompeba, usuckeauia NOBUULEHO BHUMAHUE

Hecmepouonu npomueoevsnanumennu cpedcmea

HCIIBC (r.e. aueTnicanuuuioBa KUCeIWHA B IPOTUBOBBANAIUTENHH H103H, COX-2-uHxuburopu, 1
HecenektuBHU HCTIBC) Morart na HamansaT aHTHXMNEpTEH3UBHUSA e(EeKT Ha aHTHOTEH3HH |1
peLenToOpHUTE DJIOKEepH.

[1pu Hsikon mauueHTH ¢ HapylueHa 6b0pedHa GyHKLMA (HANp. NAaLUUeHTH C AexXuapartalus Wiu
MalMEHTH B CTapvecka Bb3pacT C HapylleHa ObOpeyHa (yHKLMs), eIHOBPEMEHHOTO MPHJIaraHe Ha
aHruoTeHsuH Il peuentopHu G10kepH W IeKapcTBEHM CPEACTBA, KOUTO HHXMOUPAT LMKJIIO-
OKCHI€Ha3aTa, MOJKE 1a HMa KaTo pe3yJITaT Mo-HaTaThIIHO BJOLIaBaHe Ha ObOpedHara QyHKLMA,
BKJIIOYHTETHO Bb3MOYKHO T€XKKO ObOpEeUHO yBpexkaaHe, KoeTo 0OMKHOBEHO € 06paTUMO. 3aToBa,
KOMOMHaumsTa TpsiOBa 1a Ob/ie NpuIaraHa ¢ MoBUIIEHO BHUMAHHE, 0COGEHO NPH NaLMeHTH B
cTapuecka Bb3pacT. [launenture TpsabBa na 6baaT anekBaTHO XUAPATUPAHH, KATO MO BHUMaHHE
TpAOBa 1a ce B3eMe M NpocieasBaHeTo Ha ObOpeuHaTa (pyHKLMS Clie/ 3amoyBaHe Ha ChITLTCTBAILATA
Teparnus U NEpUOJIUYHO CJie] TOBA.

Pamunpu
B enHo usnuTBaHe, €AHOBPEMEHHOTO NpUJIaraHe Ha TelIMHCAPTaH 1 paMHUIIpHII € 10BeJIO 110 2,5
KpaTtHO nosueHne B AUC()-24 n Cmax Ha pamunpun ¥ paMmunpunar. KnmHuuHaTa 3Ha4uMOCT Ha

TOBA HAOJIIOIEHHUE € HeU3BeCTHA

La ce 83eme nod enumenue npu cvnememeawa ynompeba

Hueokcum

Koraro tenmucapraH ce npuiara eqHOBPEMEHHO C AMIOKCHH Ce HabJ110/1aBa MOBUILIABAH
MeauaHaTa Ha nukosata (49 %) u Hail-HuckaTa rasMeHa KoHueHTpauus (20 %) Ha au KG
C€ 3aro4Ba, KOpMrupa ce a03ara MM ce npeKparsaBa TeIMUcapTaH, TpsbBa na ce Hab HE:B?T
Ha IMIOKCHH, 3a 1a ¢ NOJUIbPXKAT B TEPANEBTHYHHS HHTEPBAJ. ba
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B3aumMoaencTBus, CBbpP3aHU ¢ aMJIOJIUIIHWH

C'b”b?ﬂ(??ﬂﬁﬂlﬂﬂ Vﬂﬂm,ﬂé’éﬂ, uuckeauid NHOBUULIEHO BHUMAHUE

Huxubumopu na CYP3A4

CerbreTBallara ynorpeda Ha aMaoAUnuH ¢be CUIHU Wid ymepeHu CYP3 A4 uuxuburopu (mporeasHu
MHXUOUTOPH, a30/10BM aHTUMHUKOTHULIM, MAKPOJIUAM KAaTO EPUTPOMHULIMH MITH KJIIAPUTPOMHUIIHH,
BEpanamuJi WU AWJITHA3EM) MOXKE [1a MPEeAW3BUKA 3HAYUTEIIHO YBEJIMYaBaHE Ha €KCIO3ULMATA Ha
aMJIOAMIHH, KOETO [a JOBEAE A0 YBEJIMYEH PUCK OT XUINOTOHUA. KIMHUYHaTa TpaHcnauus Ha Te3u
(apMakOKMHETUYHH BapHaLMKM MOXKE J1a € MOo-U3pa3eHa NMpH MauueHTUTE B cTapyecka Bb3pacTt. Tosa
MOJKE [1a HaJl0’KH KJIMHUYHO Tpociie/isBaHe U KOPUrHpaHe Ha J103aTa.

Huoykmopu na CYP3A4

[Ip1 enHOBpEMEHHO NpPUIIOKEHHE HA U3BECTHU MHAYKTOPU HAa CYP3A4 nna3meHara KOHLIEHTpaLMsA Ha
aMJIOAMITUH MOXKe a Bapupa. [lopaau ToBa KpLBHOTO HajlsAraHe TpsOBa aa ce HabJlo1aBa v 11a ce
OOMHC/IHM afanTHpaHe Ha A03aTa KaKTo 10 BpeMe, Taka U Cjiell CbIbTCTBAlLl MPHeM, 0COOEHO Ha CHITHH
CYP3A4 nuayktopu (Hanp. pudaMnuLuH, KbIT KAHTAPHOH).

Haumponen (unghyzus)

[Ipu *KHUBOTHHM, CNEA NPUIIOKEHUE HA BEpanaMui U HHTPABEHO3€eH JIaHTPOJIEH, ca HaOJII01aBaHH
lieTasHa KamepHa (puOpuiaums U CbpAEUHO-CHAOB KOJANC BbB Bpb3ka ¢ Xxunepkaiuemus. [Topanu
PUCK OT XHUIEPKATHEMHS € NIPENOPBYUTESIHO Aa ¢ U30srea eAHOBPEMEHHOTO NMPUIOKEHHE Ha
OJIOKEpPH Ha KaJILMEBUTE KaHAJIM, KaTO aMJIOAMITHH, NP NMALMEHTH, CKJIOHHHU KBM 3JI0Ka4eCTBEHA
XHIIEPTEPMHUs, KAaKTO U NPU OBIIAAABAHETO HA 3/I0KAYECTBEHA XUIIEPTEPMHUS.

I peungppym u cox om epeungpym

[IpunokeHHeTo Ha aMJIOIMITHH € rpeHndpyT UK COK OT rpeiindpyT He ce npenopbUBa, Thil KATO NMPH
HAKOM NalMEeHTH OMOHAITMYHOCTTA MOXE J1a C€ YBEJIUYH, KOETO /1a 0Be/IE 10 YBeInYaBaHe Ha
e(eKTUTEe Ha MOHWKABaAHE HAa KPbBHOTO HaJIraHe.

La ce 83eme nod sHumMeHue npu cenvmemeawia ynompeboa

lakponumyc

MMa pyCK OT yBeJIMYEHHE Ha HUBATA HA TAKPOJIOMYC B KPbBTA MPH €HOBPEMEHHO MPHUITIOMKEHHE C
aAMJIOZIMITHH, BBIIPEKH Y€ (PapMAKOKHUHETHYHUAT MEXAHH3bM Ha TOBA B3aUMO/IEHCTBHE HE € HAITBJIHO
H3sCHEH. 3a 1a c€ U30erHe TOKCHYHOCT Ha TAaKpPOJIMMYC, B ClIy4ai Ha e/JHOBPEMEHHO MPHUIIOKEHHUE HA

dMJIOAHUIHH MPH NMAUHUECHT, JICKYBAH C TAKPOJIUMYC, € HEeO0OXO0aAUMO MOHHUTOPHpPAHE HA HUBATA Ha
TAKPOJIHMYC B KPBBTA H CbOTBCTHO KOPUTHpaHE Ha N03aTa TAKpPOJIMMYC TPH HEOOXO0IUMOCT.

Luxknocnopun

He ca npoBexaaHu Mpoy4BaHUs 3a B3aUMOACHCTBUE MEXAY LUHMKJIOCMIOPHH M aMJIOONUH MPH 3paBH
A00pOBOJILM U APYTH NMOMYJIaLKH, C U3KJIIOUEHHE Ha nauuMeHTuTe ¢ ObOpevHa TpaHcniaHTalus, Npu
KOMTO € HaO/II0AaBaHO NPOMsHaTa Ha Hal-HUCKAaTa KOHUEHTPALMA Ha LMKJIOCMOPHH Jla Ce NMOBHILaBa
(cpeaHo 0-40%). Cnenpa na ce MMa rpeaBua MOHUTOpPUpPaHE Ha HUBATa Ha LIMKJIOCIIOPHH TpH
MaLMeHTUTe ¢ ObOpeYHa TpaHCIUIaHTALM, JIEKYBAHH C aMJIOAUIIHH, KAKTO U CbOTBETHO HAMAJISIBAHE
Ha no3ara LMKJIOCIOPUH MPU HEOOX0AMMOCT.

Huxubumopu nHa npuyennus 3a panamuyunr edsum npu bosaurnuyu (mTOR)

MTOR HHXHUOUTOPH KATO CUPOSIUMYC, TeMCHUpOJUMYC U eBeposumyc ca CYP3A cybcTparh.
AmnoaunuH e cnad CYP3A uHxuburop. [1pu cenererBawo npunoxkenne Ha mTOR nHxubUTOpH,
aMJIOAMITHH MOeE 1a yBeJW4YM ekcrno3uumsaTa Ha mTOR uHxuburopure.

Cumsacmamun
EnHOBpeMEHHOTO MHOrOKpaTHO npunoxkenue Hal0 mg amnoannuH u 80 mg cuMBacTaTH
yBeJIMY€HHEe Ha HUBATa HA cUMBAcTaTHH 10 77 %, B CpaBHEHHE CbC CUMBACTATHH, NPH



CaMOCTOSATENIHO. 3aTOBA, MPH MaLKUEHTH, NpUeMalllk aMJIOAUITHH, € HEOOXOAUMO Aa ce HaMaJly J103aTa
CHUMBAcTaTUH 10 20 mg AHEBHO.

4.6 @eprnanter, OpeMEHHOCT H KbpPMEHE

bpemeHHOCT

Hain4yHu ca orpaHH4eHu 1aHHH OTHOCHO ynoTpebara Ha TeJIMHCApTaH/aMIOANIIUH PU OpEeMeHHH
KEeHH. He ca M3BbpIUBAaHU M3MUTBAHUS C TEIMHCAPTaH/aMIOAMITHH 3a PENPOAYKTHBHATA TOKCHYHOCT
[PH KUBOTHH.

Teamucapman

He ce npenopsbuiBa ynorpebara Ha anrnoteHsut Il peuentopuu 610kepu 1o BpemMe Ha MbpBUS
TPUMECTBP OT OpeMeHHOCTTa (BXK. Touka 4.4). Yrnorpebara Ha anriorensut Il peuentopuu 6nokepu e
MPOTHBOMNOKAa3aHa M0 BPEME HA BTOPHUS U TPETUSA TPUMECTBP OT OpeMeHHocTTa (BXK. Touka 4.3 ¥ Touka

4.4).

[TpoyuBanusiTa ¢ TeIMMCApTaH MPH XKUBOTHH Ca MOKA3alH HAJIMYKUE HA PENPOITYKTHBHA TOKCHUHOCT
(BXk. TO4YKa 5.3).

EnuaeMHoI0rnyH1Te JaHHK 338 PUCKA OT TEPaTOreHHOCT cien ekcno3nuus Ha ACE MHXHOGUTOPH npe3
MbPBHUS TPUMECTbP Ha OpeMeHHOCTTa He ca yOenuTenHu. Bee nak, He Moxke 1a ce M3KIIYH
MOBULIEHHE HAa pUCcKa. JIOKATO IMNCBAT AaHHK OT KOHTPOJIUPAHO ENUIEMHUONOrMUYHO U3CIeIBaHe 3a
PHUCKa OT AEHCTBMETO HA aHrnoTeH3uH Il peuentopHu 610KepH, 3a TO3M KI1ac JIEKAPCTBEHH MPOAYKTH
TaKHBa PUCKOBE BUHArM MOXKe fa uMa. OCBEH KOraTo npoabXKUTENIHOTO JIEYEHUE C AaHTMOTEH3UH ]
peLEeNTOpHH OIOKepH CE CUKMTA 33 HAJIOKMTESIHO, MALUEHTKHUTE, KOUTO IJTAHUPAT Ja 3a0peMeHesT
TpsidBa 1a NPeMHHAT Ha aJITEPHATMBHO AaHTHXHIIEPTOHMYHO JIEYEHHE, KOETO € ¢ JoKa3aHa 6€30MacHOCT
3a OpemeHHH. KoraTo ce ycraHoBU OpeMEHHOCT, JieYeHHeTo ¢ aHrHoTeH3uH 11 peuenTopHu 610kepH
Tps0Ba 1a Ob/ie NPEyCTAHOBEHO HE3a0aBHO U, aKO € Bb3MOKHO, JIa CE 3aM0YHe aITePHATHHO JIeYeHHe.

M3BecTHO e, Ye eKCro3numsTa Ha aHrHoTeHs3uH Il peuenTopHu 610kepH 110 BpemMe Ha BTOPUSA U TPETHS
TPUMECTPH, HHy LMPa (PETOTOKCUYHOCT (NoHWKeHa Ob0pedHa PpyHKLUMs, HAMATsSBaHe Ha
dMHHOTHYHATa TEYHOCT, 3a0aBsiHe OCH(PMKALIMATA HA Yepena) U HeOHATaIHA TOKCHYHOCT (6BOpeuHo
yBpeKaaHe, XUIOTOHHUs, Xunepkanuemus ) (Bx. Touka 5.3).

[1pu excnosuuust Ha aHruotensuH Il peuentopuu 610KepH Mo Bpeme Ha BTOpHA TPUMECTBP Ha
OpeMeHHOCTTa, Ce MpenopbyYBa H3BbPLIBAHE HA YATPa3BYKOB nperiea Ha Gb6peunaTa GyKims
yeperna.

Kbpmauerara, YHHTO Maiiku ca npuemanu anrnotensut Il peuentopuu 6nokepy Tps6sa aa 6baat
HaOI101aBaHH 3a M0sABa HA XMNOTOHHUSA (BHIKTE TOUKH 4.3 u 4.4).

Amnoounum
be3onacHOCTTa Ha aMJIOJMITHH 110 BpeMe Ha OPEeMEHHOCT MpH X0pa BCE OLLE HE € ycTaHOoBeHa. B
MPOY4YBaHHUs NP KUBOTHH € HaOIIO1aBaHa penpoyKTUBHA TOKCHYHOCT MPU BUCOKH A03M (BXK. TOUKA

5.3),

KbpMeHe

AMITIOIMNHH C€ €KCKpeTHpa B KbpMata. YacTra oT 103aTa Ha Maiikara, NojiyyeHa oT KbpMayeTo, e
M34HCJIEHA C HHTEPKBAPTUIICH AWana3oH 3-7 %, ¢ makcumyM 15 %. EdexkTbT Ha aMIIOAUIIHH BBPXY
KbpMayeTara € HEU3BECTEH.

[Topanu ToBa, Ye He ¢ HaMuHa MHGOPMaLIMs OTHOCHO yrnoTpedara Ha TeIMUcapTaH Mo BpeMe Ha
KbpMEHE, ynoTpebara Ha TeJIMUCapTaH/amMI0AHIIMH He Ce NpenopbuBa; HEOOXOAMMO € Aa Ce NPHUCTBITH
KbM @JITEPHaTHBHO JICYEHHE C A0Ka3aHa 0€30MacHOCT Mo BpeMe Ha KbpMeHe, 0coOeHO KoraTo ce
KbPMH HOBOPOJAEHO HJIK HeTOHOCEHO Oele.

DepTuauTeT

HJTH C BCEKH OT KOMITOHEHTHUTE MOOTAEITHO.




He ca npoBexaaHu OTAC/IHU W3NMTBAHUA 33 PenpoayKTHBHA TOKCHUIHOCT € koMOUHaUMATA

TEJIMUCAPTAH-aMJIOAMUIIHH.
B npeaKIMHUYHKH W3MHUTBAHUs HE ca Hab/Il01aBaHy BB3ACHCTBHS HA TEIMUCAPTAH BbPXY deprunureTa

MPH MBIKKH M JKEHCKH IKHBOTHHM.

[Ipy HAKOM MALMEHTH, JIEKyBaHH ¢ OJIOKepH Ha KalllMEBUTE KaHalH, C€ cboO11aBa 3a 00paTUMH
6GHOXMMHYHM NPOMEHH B IJiaBara Ha criepMaro3ouauTe. KIMHHYHATE JaHHH 3a NOTCHLUHATHHA eeKT
Ha aMJIOJMITHH BbPXY (hepTunurera ca HeAOCTaTb4yHHU. B €AHO nNpoyyBaHe NpH MIbXO0BE Ca
yCTAHOBEHH HeXeNaHH e(peKTH BbpXy (GepTuanTeTa npu MbKKHTE (BXK. TOUKA 3:3)

4.7 EdexTH BbpXY cnocoOHOCTTa 32 wopupaHe H padora ¢ MALIHHH

To3u leKapCTBeH MPOAYKT MOBIUABA B YMEPEHA CTENeH CrocoOHOCTTa 32 modupaHe 1 padoTa ¢
maiinuu. [1py ynpasieHue Ha MpeBO3HH CpeacTsa Hin paboTa ¢ MallHHH TpsAOBa 1a ce MMa rnpeaBui,
4ye MPU aHTUXUINEPTEH3MBHA Tepanus, MOHAKOra MOke 1a HaCTbIH CHHKOI, ChHJIMBOCT, 3aMaAHOCT
WM CBETOBBLPTEXK (BK. Touka 4.8). 3aToBa ce npernopbuBa MOBUILIEHO BHUMAHUE 110 BpEME Ha
wodupaHe U padoTa ¢ MawMHK. [Tpy nosiBa Ha Te3H HEXKEJAHU PEAKLHH, € HeoOX0aMUMO 11a ce
U36rBaT NOTEHLMAIHO ONACHHU AeHHOCTH KaTo wodupaHe 1 padoTa ¢ MallWHH,

4.8 Hexenanu JeKapcTBEeHH peaKUHH

Q6006wwenue Ha npoduia Ha 6e30MmacHOCT

Haji-yecTHTe HeKelaHH JeKapCTBEHH PeakLMK BKIIOUYBAT 3aMasHOCT U neprdepeH oTok. B penku
clly4an MOJe J1a Bb3HUKHE ¥ CEPUO3eH CUHKOI (M0-Mako oT 1 ciiy4an Ha 1 000 nauueHTH).

Cp0oOLIEeHUTE 10 MOMEHTA HEKEJIaHW PeaKUUH, OTHACSALLHN CE 10 HAKOH OT KOMITOHEHTHTE
(TenMucapTaH WM aMJIOJUIINH), Morar Jia ObaT NOTEHUHATHU HEXENaH! peakLlln U Ha PaBeHTOH,
OPH aKo He ca HabIroaBaH! B KITMHUYHH NPOYYBAHHS WM N0 BPEME Ha MOCTMAPKETHHIOBHA

MepUo/I.

TabauyeH BU HA HEXKEIAHUTE JICKAPCTBEHH peaKlMU

Be30nacHOCTTA U MOHOCHMOCTTA Ha PaBEeHTOH ca OLCHEHH B 5 KOHTPOJIMPAHHU KIIMHUYHHU W3MTHTBAHUA
¢ Han 3 500 nawuenTH, Hax 2 S00 OT KOMTO ca MpUeMaTH TeIMUCapTaH B KOMOMHALIMA C aMJIOIUTIHH.

HesxenanuTe peakiLyu ca OMpeaeeHy Cropel YecToTara Ha Bb3HHKBAHE, CbIUIaCHO ClICiHaTa
knacudukaums: MHoro dectu (>1/10); uectu (=1/100 no <1/10); HeuecTH (>1/1 000 no <1/100); penku
(>1/10 000 no <1/1 000); muoro peaku (<1/10 000), c Hen3BeCTHA 4€CTOTA (OT HAUTMYHUTE JIaHHH HE

MOke fa Ob/ie HarpaBeHa OLEHKA).

BbB BCsika rpyna, HeXelaH|Te peakLny ca NpeacTaBeHd B HU3XOAALL pe/l 10 OTHOLICHHE Ha TAXHATA

CEepPHO3HOCT.

Cucremo- PaBeHTOH Teamucapran AMJIOAHITHH

OpraHeH

KJIAC

Hughexyuu u unpecmayuu

HeuectH MH(EKUMH HA TOPHHUTE
OUXATETHU MbTHULLA, BKJL.
(apUHIUT U CHHY3HT,
WH(]EeKUUH HA THKOYHHTE
MbTULLA, BKJI. LHCTUT

Penku LIUCTHUT CENCHUC, BKJIKOUHUTEHO C

neraseH H'BXD,H,]
Hapywenus na Kpbema u aum@nama cucmemda
HeuectH aHEeMMUs




Penku TpOMOOLMTONEHMS,
€03HHOUIIHS

MHoro JIEBKOLIUTOTIEHUS,
pEeIKH TPOMOOLUTONEHUS
Hapywienus na umynnama cucmema
Penku CBPbLXYYBCTBHUTEJ- HOCT,

aHaUJIaKTHYHA

peakius
MHoro CBPbX4YBCTBUTEJIHOCT
pEOKH
Hapywenus na memabdoausma u xpaneHemo
Heuectn XHUIEepKaTMEeMHUs
Penku XUIOrJIMKEMHUS (TTpH

naLueHTH ¢ auader),

XHMITOHATPUEM U3
MHoro XUMEPriukeMus
peaKH

Hcuxuynu HapyuwieHus

Heyectn NpoMsiHa Ha HACTPOCHHUETO
Penku Jerpecus, 00bpKaAHOCT
0e3MnoKONCTBO,
Oe3cbHHE
Hapywenus na Hepgrnama cucmema
Yectu 3aMasitHOCT
HeuyecTu ChbHJIMBOCT,
MUTIpPEHa,
rjaBodoue,
napecTe3us
Penku CUHKOTI,
nepudepHa
HEBpPOTIaTHs,
XHUIIECTE3 M,
AUCTEeY3Hsl, TPEMOP
MHoro eKCTpanupaMuIeH CHHIPOM
peaKu XUIIEPTOHHUS
3pumenHu HapyweHus
Yectu 3PUTENIHH CMYILEHHUS
(BKJIFOUMTETHO JUIIONUS )
Heuectun HapyLlUeHUEe Ha 3PEHUETO
Penku 3PUTESTHU CMY LLIEH U]

Hapywenun na yxomo u 1aoupurma

HedecTu CBETOBBPTEXK TUHHUTYC
Hapywienus na copyemo
Heuectn Opaaukapaus,

najrnuTauuu
Penku TaXuKapaus
MHoro HH(pApKT HA MUOKap/a,
penKH apUTMHUs, KaMepHa

TaxukKapaus, npeacCbpaHo
MBIKIACHC

Cvoo6u napyumweHus

HeuecTtu

XHUITOTOHMA,
OpTOCTaTHYHa
XHUITOTOHHSA,
3ayepBsiBaHe Ha
JTULETO




MHoro BACKYJIMT
peaKH
Pecnupamopnu, 2pbOHU U MEOUACMUHANIHU HADY W EeHUA
Heuectn KauuiMua JICITHES JOHUCITHEs, pUHUT
MHOro MHTEPCTULIMAIHA
peaKu 6en011p§)6Ha
ooJsiect
CmomawHo-4peeHu HaApy W eHUA
Yectu MpPOMsiHA B pUTbMa Ha
U3X0xk1aHe (BKJIKYUTEITHO
JIMapus W 3anek)
Heuectn abnomuHanHa 6onka, dnaryneHuus
auapus,
rageHe
Penku [MOBpPbLUAHE, CTOMalleH AUCKOMbopT
FMHIMBaJIHA
Xxuneprpodus,
JINCMENCHs, CYX0Ta B
ycrara
MHoro MaHKpEeaTUT, FaCTPUT
peaKH
Xenamoouauapiu HapyuieHus
Penku HapylleHa YepHoapoOHa
GyKLms, HE%HDH}}DSHH
HapY LLEHHS]
MHoOro XEeraTHT, XX bJITEeHULA,
peaKHU MOBULUIEHU HUBA Ha
YEpPHOAPOOHUTE EH3UMH
(ocobeHo Ipu xosecrasa)

Hapywenus na Koxcama u noOKoMcHama noKaH

Heuectn MPypPHUTYC XHUIEpXHuapos3a ajnoneuus, nypiypa,
JIeNUrMEeHTalUus Ha KoxKara,
XHIIepXHapo3a
Penku eK3emMa, EpuTeEMA, aHIHOeIEM
00pHUB (BKJIOYMTEJIHO C

neTajieH U3Xomn),
NeKapcTBEH 0OpHB,
TOKCHYEH KOKEH 00pHB,

ypTHKapHs
MHoOro aHruoeneM, epurema
penKu MyJaTHU(OpPME, YPTUKAPHUS,
eKc(oJIMaTUBEH AEPMATHT,
CHUHJAPOM Ha Stevens-
Johnson,
(oTO4UYBCTBUTEIHOCT
& TOKCHYHA enuaepMaiHa
HEHU3BECTHA HEKpoHu3a
4yecToTa
Hapywenua na MycKyaiHo-cKeaemiama CUcCmema U cobeOuHume1Hama movKan
YectH [NOJyBaHE Ha IJIE3EHUTE
Heuecrtu apTpaJirusi, MyCKyJIHH
cna3mu (KpaMnu B
Kpakara), MHaJITUs




Penku Ooonka B rbp0ba, 00/KH | O0JIKa B CyXO0KHITHE
B KpaitHuuure (bonku | (nMogoOHU HA TEHAHMHHUT
B Kpakara) CUMITOMH)
Hapywenua na 6vopeyume u RUKOYHUME NbMUa
HeuecTtu ObOpeUHO yBpeK/1aHe, HapylLUEHUE Ha YPUHUPAHETO,
BKJIKOYMTEJIHO OCTpa 4ECTO YPUHHpPAHE
ObOpeyHa
HENOCTAaTh4YHOCT
Penku HOLLHO YpPHHHpaHe
Hapywenus Ha 6b3npouU3600UmeaHama cucmema u cobpoama
HeuecTtu €peKTHIIHA FMHEKOMACTHS
OUCHYHKLIMS
Q0w napywenus u epekmu Ha MACMOMO HA NPUI0JCeHUe
YecTu nepudepeH enem
Heuectu acCTEeHMs, rpblHa 0onka
O0JIKa, yMOpa, eJIeEM
Peaku HEpas3oJIOKEHUE FPUIONOA00HO
3a00J/1s1BaHe
H3cneoeanusn
HeuecTn MOBUILIEHW HUBA Ha MOBUILIEHW HUBA HA MOBUILEHO TEJIECHO TErO0,
YepHOAPOOHHUTE KpeaTUHUH B KpPbBTa MOHMIKEHO TEJIECHO TErJIO
eH3UMH
Penku yBeJIMUeHa MOBUILIEHHW HUBA HA
KOHLIEHTpaLMs Ha kpeaTuH pocdhokuHasza B
MUKOYHA KUCEIMHA KpbBTa, MOHUKEHW HUBA
B KpbBTa Ha XeMornoOMH

: Hexxenanara peakuus Moke aa Obe OTKpUTa CiIly4alHO WM 1a € Bb3HUKHAJIA B PE3YJITaT Ha
HEW3BECTEH 10 MOMEHTa MEXaHHU3bM

: B noBeyero ciyyau narosorunyHa yepHoapoOHa QyHKUMA/HEPHOAPOOHH HAapyLICHHS,
yCTAHOBEHH MPH MOCTMAPKETHHIOBHS OMKT C TEJIMHUCAPTaH, Bb3HUKHAJIW NPH ANOHCKH MaLHEHTH.
Te3u HexenaHu JEKapCTBEHHW PEAKLMK € MO-BEPOATHO [1a Bb3HHKHAT MPH ANOHCKHU NALUEHTH.

: OT NOCTMapKETHHIOBHS OMUT C TEJIMUCAPTAH UMa CbOOIIEHM Cyyau Ha HHTEPCTULMAJIHH
GenoapobHu 6onecTH (Hail-4ecTo HHTEPCTHLMATHA 1 €03WHO(DUITHA THEBMOHH)

Onucanue Ha U30paHU HEKEIAHU PEAKLIHH:

MHTEeCTUHAJIEH aHTHOEAEM
ChoOIIEHH ca c/lyuyau HA MHTECTUHAJIEH aHruoeaeM crnej ynorpedba Ha anrnoreHsuH Il peuentopHu
AHTArOHUCTH (BXK. TOUKa 4.4).

CpobliaBaHe Ha MOA03UPAHH HEXENaHu peakLnH

CH0o0LIaBaHETO HA MO03MpaHH HEXeJaHU peakLiMy Cliejl pa3peluaBaHe 3a ynorpeda Ha 1eKapCTBEHHUs
NpOAYKT € BakHO. TOBa 103BoJIABa Aa NPOABIKH HAOII0AEHHETO HAa ChOTHOLLIEHHETO MO0JI3a/PUCK 3a
nekapcTBeHus MpoaykT. OT MeINLIMHCKHUTE CreLMauCTH CE€ U3KCKBA [a ChoOLIaBaT BCAKA
NnoJi03MpaHa HeKelnaHa peaKuus 4ypes

MU3nbiHUTENIHA areHuus 1o Jiekapcraara

yi. ,,JJamsin ['pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3upane

CUMNOTOMH
[Tpu3HaUMTE ¥ CUMIITOMMUTE 3a MPELO3UPaHE Ce OUaKBa J1a CE MPOABAT MO ¢opmara
dapmakosnornynu epektu. Hal-sBHATE NposiBICHUA HA NPEA03UpaHe C TEIMHUCAPT
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ObaaT XMNOTOHUSA U TAXMKApAHs; UMa CbOOLLIEHHs U 3a Opaaukapaus, 3aMassHOCT, MOBULLIEHHE Ha
HMBATa Ha CEPYMHMS KpeaTHHUH, TEXKKO ObOpeuHO yBpeKaaHe.

[Ipeno3upaHeTo ¢ aMJIOAMITHH MOXKE 1a UMA KaTO pe3y/iTaT TBbp/E BUCOKA Nepu(epHa
Ba3oMiIaTalus, KakTo U pediekcHa Taxukapaus. Cbobluasa ce Cbhilo 3a U35IBEHA U BEPOATHO
NPOABLKHUTEHA CUCTEMHA XUITOTEH3US, KOSITO 1a MPEMHUHE B LLIOK, BKJIHOYMTENHO LUOK, 3aBbpLUBALLL
CbC CMBPT.

HekapauoreHnen 6enoapodeH 0Tok ce cboOLaBa pAaaKko KaTo rnocjieauua oT npeao3upaHe

C aMJIOJIMITUH, KOWTO MOXKE J1a Ce MPpOsSBHU CbC 3a0aBeHO Havyay1o Ha e(ekTa (24-48 yaca cien
MOrjblilaHe) ¥ J1a M3MCKBA U3KYCTBEHA BEHTU AU, PAHHUTE peaHUMAUMOHHHU MEPKH (BKITHOUYUTEITHO
HATOBapBaHe C TEYHOCTH) 3a NMOAABPIKAHE HA nepdy3usaTa U CbpAeYHUs AeOUT Morar aa Obaar
yCKOPpsiBalllM (PaKkTOPH.

JleueHnue

[TaunenTsT TpsiOBa na ObAE BHUMATENHO HAOMIOAaBaH, a JIEYEHHETo TpsiOBa 1a € CUMIITOMAaTHYHO H
noaabpkaio. CxemMara 3a JJ€4eHUE 3aBUCH OT BPEMETO OT MOMEHTA Ha MMOrbllaHe, KakTo U OT
Te)KecTTa Ha cuMnToMmuTe. [IpennaranuTe Mepky BKJIKOYBAT NPEAU3BUKBAHE HA MMOBPbLUIAHE H/HIIH
NaBak Ha ctoMaxa. B ciyyau Ha npeno3upaHe, KakTo Ha TeJIMMcapTaH, Taka M Ha aMJIOJAUIHH, KaTo
CpeJ/ICTBO MOJE /1a C€ M3MO0JI3Ba U aKTUBEH BBIJIEH.

HuBara Ha cepyMHMTE €JIEKTPOJIMTH M KpeaTHHHHA TpssOBa na Obaar usmMepsaHu yecto. [Ipu Hanmuue
Ha XUMOTEH3Us, NMALMEHTHT TPsAOBa Aa ce NocTaBy JierHa 1no rped U ¢ NOBAUIrHATH KpalHHULIH, KAaTo
yecto My Obje npujaraHo Obp30 BIMBAHE HA COMM U obemo3amecTuTesu. TpsadBa aa ce 3arnouHe
noaaAbpKaIo jeyeHue. MHTpaBeHO3HO B/IMBaHE HA KAJLIMEB IJIFOKOHAT MOXKE [a ObAe e(hEKTUBHO 3a
npeoaonsiBaHe Ha eekTa Ha ONIOKUpAHE HA KAILMEBUTE KaHAH.

B HsikoM cnyyan MOXKE [a € OT moJji3a 1a ¢€ Harnpasu MpoOMMBKa Ha croMaxa. [1pu 3apasu 1oopoBo/iUM
MPUI0KEHUETO Ha AKTUBEH BBIJIEH 10 2 yaca ciief rnpujiokeHue Ha 10 mg amJoAUNUH nokassa
HaMaJIsiBaHE Ha CKOPOCTTa Ha adcopOLMs HA aMJIOAUITHH. AMIIOAMITUH HE CE JMaIM3Upa, a
TeJIMUCApPTaH He Ce OTCTPaHsABa OT KPbBTA 4pe3 XeMOUITpaLUs U HE Ce AHAJIU3HUpA.

S. ®APMAKOJIOTHYHU CBOUCTBA

5.1 @apmMakOAHHAMHYHH CBOHCTBA

(dapmakorepaneBTuuHa rpyna: Cpeacrsa, AeiCTBallM HA pEHUH-aHTHOTEH3UHOBATa CUCTEMA,
Os0kepu Ha aHruoTeH3uH I peuentopu (ARBS) u O/l0KepH HA KaJLiMEBUTE KaHAJIH;

ATC kon: CO9DBO04.

Tenmucapran/aMJOAUIUH ChUYETaBA ABE AHTUXMUMNEPTEH3UBHHU CbCTABKH C JOITBJIBALLU CE MEXAHU3MH
Ha NeiCTBHE 3a KOHTPOJIMPAHE HAa KPbBHOTO HaJIsiraHE NMPH NaUMEHTH C eCeHLIMalIHA XUTMTEPTEH3HUS:
aHruoteHsuH Il peuentopeH OJoKep, TeIMUcapTaH, U AUXUAPONUPUAMHOB OJIOKEP HA KAILUEBUTE
KaHaJIi, aMJIOAUITHH.

KoMOuHaumsiTa OT T€3M BELLECTBA UMA AJIMTUBEH AaHTUXUITIEPTEH3UBEH €(EKT, MOHWKABALL KPbBHOTO
HaJIsirade B MO-roJisiMa CTerneH, OTKOJIKOTO BCEKH KOMITOHEHT MOEAMHHUYHO.

[TpuemaHeTo Ha TeIMUCAPTaH/aMIIOAMITHUH BEIHBK JIHEBHO €(DEKTHBHO U TPAHO MOHMXKaBa KPbBHOTO
HaJsiraHe 3a uenus 24-4acoB Mepyuo Ha AeHMCTBHE Ha JiIeKapcTBeHaTa J103a.

lenmucapran
TenMucapTaH € akTHBEH IPH NepopaieH NpueM U e crneuurduuer auruoreHsut 1l peuentopex Oiokep
(tun AT1). Teamucaprad U3MecTBa C MHOIO roJiiM apMHUTET aHrHoTeH3uH Il oT cneuupuuHUTE MY
MECTa 3a CBbP3BaHE KbM peuentopa oT cyorun AT |, KOWTO € OTTOBOPEH 3a JIEUCTBUETO HA
anruorensuH I1. TenMucapTan He nMoka3Ba HUKAKBa aKTUBHOCT Ha rnapuuajieH aroHuctHa AT| -
peuenropa. TeamucapTad ce CBbp3Ba CeJIeKTUBHO KbM AT ] — peuenropa, KaTo CBbP3BaHETO
¢ TpaitHo. Tenmucaprad He noka3pa aMHUTET KbM JAPYrd peLEenTOpH, BKIIOUYUTETHO A'T2
no- cnado npoy4deHu A'l- peuentopu. @yHKUHOHAIHATA POJIA HA TE3H PELEINTOPH € HEH3
KaKTO U e(PeKThT HAa Bb3MOXkHATA UM CBPBbXCTUMYJIALUMUA OT aHTHOTEH3UH II, YNHTO HUB
MOBHMLIABAT OT TEJIMUCApPTaH. TelMucapTalH HaMa1iBa MJIa3MEHUTE KOHLIEHTpaLHK Ha




TenmucapraH HEe MHXMOKMpPA YOBELWIKUAT MJIa3MEH PEHUH U He OJIoKMpa HOHHUTE KaHaIW. Tenmucapran
He MHXUOMpa aHrHOTEH3UH-KOHBEPTHpaLMs eH3uM (KkuHHUHAa3a I1), koiiTo pasrpaxkaa u OpaaHuKHHMH.
3aToBa He ce 04YaKBa 3aCHJIBAHE HA OMOCPEACTBAHUTE OT OpalMKHUHHUH HEXKEeJlaHH JIEKapCTBEHH
peaKLHH.

[1pu yoBeka, no3a ot 80 mg TesMUcapTaH NOYTH U3LAJIO MOTUCKA NMPEAU3BUKAHOTO OT aHTMOTEH3UH I
MOBHMILIEHHUE HA KPBBHOTO HansraHe. EQekTsT Ha noTUCKaHe Npoab/nkaBa 24 yaca U € U3MEPUM JI0

48 yaca.

Cnen [MbpBaTa 1034 TCJIIMUCAPTAH, dAHTHXHUIICPTEH3WBHATA AKTHBHOCT [LJIABHO 34arioYBa Ja Ce MposBsiBa
cJie]] 0K0JI0 3 yaca. MakCUMaJIHOTO NMOHUKEHUE Ha KPBBHOTO HAJIATAHE CC IMOCTHUI'A B 00K cnyqai‘»‘i
3a 4 no 8 ceaMUUM Clel 3arno4YBaHeTO Ha JIGYEHUETO, U ce noaAdbprKa 1o BpeMeE Ha LEJIUA MNEprHO/l Ha
JICHCHHE.

AHTUXHUNEPTEH3UBHHUAT €QEeKT ce noaabpka B TeyeHUe Ha 24 yaca clie] NpMeMaHe M BKJIIOYBa
nocieaHuTe 4 yaca rpeau cieasailara 103a, KOeTO ¢e YCTAHOBSIBA Ype3 U3MEPBAHE HA KPbBHOTO
HaJissraHe B aMOynaToOpHHU ycnoBus. ToBa ce NoTBbpKAaBa OT CbOTHOLUEHMATA HA MUKOBETE, KOUTO ca
uaeHTuuHu Haza 80 % cinen npuemade Ha n034 oT 40 ¥ 80 mg TenmucapraH B 11aued0-KOHTPOJIUPAHH
KJIMHUYHUA U3MUTBAHUS. Y CTAHOBABA Ce 3a0eiekuMa TEHAEHUUS KbM 3aBUCUMOCT Ha A03aTa OT
BPEMETO 3a Bb3CTAHOBSBAHE HA HAYAJIHOTO CUCTOJIMYHO KPbBHO HaIsiraHe .B T03uW CMUCDHJT JaHHUTE
OTHOCHO IMACTOJIMYHOTO KPbBHO HAJIsiIFAHE Ca MPOTHBOPEYHBH.

[Ipy nauMeHTH ¢ XUNEepTOHMS, TEIMUCAPTaH peayLMpa CHCTOJUYHOTO U IHACTOJHYHOTO KPBBHO
HansraHe, 6e3 aa 3acsra yecrorara Ha cbpuedbuere. [IpUHOCHT HA NYUPETHYHHUS U HATPUYPETHYHUS
e()eKT Ha JIEKAPCTBEHHUs MPOAYKT KbM HEroBaTra XMNnoTEeH3MBHA aKTUBHOCT € B MPOLEC Ha
yCTaHOBABaHE. AHTUXHUIIEPTEH3MBHATA €(PUKACHOCT Ha TEJIMUCAPTAH € CpaBHUMa C Ta3M Ha
BElLIECTBATA OT JAPYrH KI1aCOBE AaHTUXUMNEPTEH3UBHU JIEKAPCTBEHHU MPOAYKTH (KOETO € 0KAa3aHO B
KJIMHHUYHHU U3MWTBAHUS, KbAETO €(PEKTUBHOCTTA HA TEJIMUCAPTAH € CpaBHEHA C Ta3W Ha aMJIOJMUITHH,
aTEHOJ10J1, eHaJlanpPu/, XUAPOXJIOPTHA3KU, W JTU3HHONPKI).

an BHE3AITHO MNMPEKBCBAHE Ha JICYEHHETO C TEJIMHCAPTaH, B pPAMKHTC Ha HAKOJIKO IHH KPbBHOTO
HaJISIraHE MOCTENEHHO CE€ Bb3CTAHOBsBA N0 ITbPBOHAYAJIHHUTE NMapaMETpH OTNpEAH 3al10O4YBaHETO Ha
JICHEHHUETO, KATO HE € J0OKA3daHO Bb300HOBsIBAHE HaA XHUIIEPTCH3UATA.

Yecrorara Ha CyXxa KallllThlld € 3HAYHUTECJIHO [MO-HHCKA [PH MAUHCHTHUTE, JICKYBAHH C TCJIIMHCAPTAH,
OTKOJIKOTO IIPH TEC3H, KOHUTO C4 JICKYBAHH C HH}{HE}HTDPH Hd AHFTHOTCH3HWH-KOHBEPTHPALLHUTE CH3UMMU,
KOCTO CC YCTAHOBABA B KJIMHUYHHU U3IMNUTBAaHHWA, AUPCKTHO CpaBHABALLK ABaATa THIIA
dHTHXHIICPTCH3UBHO JICHCHHE,

JBe rosiemu panaoMusupadu koutponupaHu npoyusaHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texywo rno6aisHo u3nuTBaHe 3a KpaiHu
TOYKH HA TEJIMUCApPTaH, CaMOCTOATENHO U B KomOuHauus ¢ pamunpuil) ¥ VA NEPHRON-D (Knuauuno
[POYYBAaHE CBBP3aHO C pa3BUTHE Ha Hedponarus npuv auader, NMpoBeAeHO 0T MHMHUCTEPCTBO MO
BBIIPOCUTE Ha BETEpaHuTe) — npoyusar ynorpedara Ha komOuHauusta or ACE wuHXuUOuTOp M
aHruoreHsuH ll-peuenrtopeH 6nokep.

ONTARGET e npoyuyBaHe, MpOBEAEHO MNpUH MNalLMEHTH C aHaMHe3a 3a CbpACYHO-CHAOBA WJIH
MO3bYHOCBHA0BA 00ECT, WM 3axapeH auadeT THN 2, NpUAPYKEHH C JIJaHHHU 3a YBpeXkK/1aHe Ha eeKTOPHHU
opraid. VA NEPHRON-D e npoyuBaHe npu nauMeHTH CbC 3axapeH auaber tvm 2 v auaberHa
Hedponarusi.

Te3n npoyuBaHUs HE MOKa3BaT 3HAYMM OnaronpusTeH e(ekT BbpXy ObOpeYHUTE W/MIHU ChbpAEYHO-
ChAOBUTE MOCIEANULM U CMBPTHOCT, KaTO CbLUEBPEMEHHO ¢ca HaOMKOJaBaHU MOBUILEH PUCK
OTXHUMEpKaTHEMHUs, OCTPO YBpekaAaHe Ha ObOpeunTe W/WiH XMIIOTOHUS B CPABHEHHE C
MoHoTepanusTa.Karo ce umar npeiBua CXOLHHTE UM (papMaKOAMHAMHMYHH CBOMCTBA, TE3H pe3y/ITaTH

ca npui0okuMu U 3a Apyru ACE uHxubutopu 1 auruorensut [l-peuentopuu 6nokepu. -N\
ACE uHxuburtopu v aHruoreHsuH ll-peuentopHu O1okepu ciienosBaTenHo He TpsiOBa 1 e\ﬂai‘sdﬂy/a’i‘ /:{n
€JHOBPEMEHHO MPH MaLMEeHTH ¢ AnabeTHa HedponaTHsi. -
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ALTITUDE (Kn¥HHYHO npoy4YBaHe MPOBEAECHO C AIUCKMPEH MPH MALUKUEHTH CbC 3aXapeH auader

TUN 2 C U3M0N3BAHE HA CbPAEYHO-CHA0BH U ObOpEeUHH 3a00IABAHUS KATO KPalHU TOUYKH) €
Npoy4BaHe, NpeJHa3Ha4Y€Ho aa U3Ccie1Ba Ioj3ara oT J00aBIHETO Ha aIUCKUPEH KbM CTaHJapTHa
tepanua ¢ ACE nuaxuOurop winu auruoreHsuH ll-peuentopeH 0/10kep npu NauMeHTH CbC 3axapeH
auadeT TMn 2 M XpOHUYHO OBOpeyHo 3abo0/1saBaHe, CbpPAEUYHO-CHA0BO 3a00/15IBAHE WJIM U JIBETE.
[IpoyuBaHeTO € NpeKpaTeHO NPEKAEBPEMEHHO MOPa1 NOBULLIEH PUCK OT HEONArONpPHUATHH
nociaeauu. Kakto cbpae4yHo-Cba0BaTa CMbPT, TAKA U MHCYJITHT Ca M0-4ECTH B rpyrara Ha
AJIMCKUPEH, OTKOJIKOTO B rpynara Ha ruauedo, a npeacTaB/isiBalllMTe HHTEPEC HeXKEJlaHU CbOUTHUS U
CEPUO3HH HEKEIaHH CHbOMTHSA (XUNEepKaTUeMus, XUOTOHUS U ObOpeuHa AucyHKUMs ) ce chboOlaBar
[10-4€CTO B rpylnara Ha aJIAICKMPEH, OTKOJIKOTO B rpynara Ha raueoo.

AMJIOAMUITHUH

AMJIOAUINTUH € MHXUOUTOP HA MH(pIyKCca HA KaJIUMEBUTE HOHU OT AUXUAPONUPUIAMHOBATA Irpyna
(Onokep Ha OaBHUTE KAHAJIM WJIM @HTArOHUCT HA KAJILMEBUTE HOHM) U HHXHOUpA TpaHCMEMOpaHHHUS
UH(]YKC HA KAJILMEeBH WOHM B I'JIaIKUTE MYCKYJIM HA CbPLIETO U KPbBOHOCHUTE CbA0OBE. MEeXaHU3MBbT
Ha @AHTUXHUMNEPTEH3UBHOTO JACHCTBHE HA aMJIOAMITUH € OCHOBAHO Ha JMPEKTEH €(PEeKT Ha OTIYyCKaHe Ha
rMajJKUTe MYCKYJIM HA KPbBOHOCHUTE CbA0BE, KOETO BOAM [0 HAaMajlsiBaHe Ha nepudepHara CbaoBa
PE3UCTEHTHOCT U, CbOTBETHO, HA KPbBHOTO HajifAiraHe. EKCepUMeHTaJIHUTE JaHHHU MMOKa3BaT, 4e
aMJIOUNHH C€ CBBbP3Ba C AUXUIAPONTUPHIUHOBH U HE-AUXUPONUPUIHUHOBH JIOKYCH HA CBbpP3BaHe.
AMIIOAMUITMH € C OTHOCHTEJIHO CbA0BO-CEJIEKTUBEH €(PEKT, C MO-rojisiM e(eKkT BbpXY
rMaJKOMYCKYJIHUTE KIE€TKH Ha CbIAOBETE, OTKOJIKOTO BbPXY KJIETKMTE HA ChbPACYHUS MYCKY.JI

[Ipy nauUMEHTH C XUMEePTEeH3Us, MPHEMaHEeTO BEAHbK JHEBHO OCHUIypsiBa KIMHUYHO 3HAYUMO
MOHMKEHHE Ha KPBBHOTO HAJIAraHe B JIETHAJIO W U3MPABEHO MOJIOKEHHUE, B MPOABb/DKEHHUE Ha LeJIUs
24-yacos nepuoa. [lopaau 6aBHOTO 3anoyBaHe HA JACHCTBHETO, OCTpATa XUIMOTOHUS HE € YacT OT
edeKTa Ha NpuemMaHe Ha aMJIOAMUITHH,

[Ipu naLmMeHTH ¢ XUNepTeH3us U HopmasiiHa 6bOpeyHa pyHKL U, TEKAPCTBEHUTE 1031 aMJIOAUITUH UMa
KaTo pe3yJiTaT HaMaJIsiBaHE HA PE3UCTEHTHOCTTA Ha Chb10BETE HAa OBOpELUTE U YBEIHUEHHE HA HUBOTO
Ha riomepyiaHa puntpauusi, kKakto U epekTUBEH OTTOK Ha ObOpeuHaTa nnasma, 6e3 NpoMsiHa Ha
¢unTpaunmoHHaTa Gppakuna UK NPOTEHUHYPUS.

AMJIOUITHH HE CE aCOLlMMpa C HUKAKBH HeXeJlaHW MeTab0JIMTHH peaKLMi WK ITPOMEHH B
JIa3MEHUTE JIMIMUAM U € TTOAXOAALL 3a ynoTpeda OT NauueHTH ¢ acTMa, AMaber u nonarpa.

Ynorpeba npu nauMEHTH CbC CbpAeYHA HEAOCTATBYHOCT

bazupaHuTe Ha XEMOJAHMHAMHUYHHM NPOYYBAHUSA U NNPOSABU KOHTPOJIMPAHU KJIMHUYHHU U3ITUTBAHUSA MPU
MalMEeHTH ChC ChpaeyHa HeaocTaTb4HOCT OT NYHA knac 1I-1V ca nokasanu, ye am10AuNuH He €
N0BEJI A0 KJIMHUYHO BJIOLIABAHE, KAKTO € YCTAHOBEHO OT A0MYCTHUMUTE OTKJIOHEHUS! HA pe3yJITATUTE,
M3TJIACKAHOTO KOJIHMYECTBO KPbB OT JIsiBaTa Chp/Ae4yHa Kamepa U KJIMHHYHATa CUMITTOMATOJIOIUA.

[Tnauebo-koHTponupano npoyusaHe (PRAISE) npeaHazHaueHo 3a U3cie1BaHE HA MALUMEHTH CbC
cepaeyHa HegoctaTb4HOCT OT NYHA Class 111-1V, kouto npuemar aurokcut, auyperuum u ACE
MHXUOUTOPH, € NoKa3ano, 4e aMJIOANITHH HE JI0BEXKAa 10 MOBHILIABAHE HA PUCKA OT CMBPTHOCT HITH
KOMOMHHUpPAHU CMBPTHOCT M 3a00/1€BaEMOCT ChC Chpl€YHA HEAOCTATHbYHOCT

[Tpu npocnensBallo, AbJArOCPOUHHO, niauedo koHTpoaupaHo uinureaHe (PRAISE-2) Ha amioaunuH
[P MauueHTH CbC ChpaevHa HeaoctarbuyHOCT OT NYHA Il u IV, 6€3 KIMHHYHH CUMIITOMH HJIH C
HAXOJIKM, Mpeanosaralyd OCHOBHO HCXEMHYHO 3a00J1siBaHe, KOUTO rpuemMar noctosiHHu 1034 ACE
UHXUOUTOPH, AUTUTAJIUC, U IUYPETULIH, € YCTAHOBEHO Y€ aMJIOAUNUH HAMa eQeKT npu odluara
CMBPTHOCT, BCJIEACTBHE HA CHPACYHO-CHAOBHU MpobiieMu. B chluara nomynauus, aMJI0dUNHH ce
CBBLp3Ba C NOBULIEH Opoit cboOLIEHHs 3a OenoapodeH enem.

Tenmucapran/AMIOAUNKH
B 8-ceaMuuyHO, MHOrOLIEHTPOBO, pAaHAOMH3UPAHO, ABOUHOCIANO, M1aLe00-KOHTPOJIHPAHQ
napanejHy rpynu gakropuanHo npoyysaHe B 1461 nauuMeHTH € JieKa A0 TeXKa XUIMoTe
(yCpeaHeHO AMACTOJMYHO KpbBHO HaArade ot =95 no <119 mm Hg), neuenuero ¢ B




no30Ba komOMHauusa TenMucapran/aMJIOAMIIMH KMMa 3a Pe3yJTaT 3HAYMTEHO MO-BUCOKO pelyLiMpaHe
Ha AUACTOJIMYHOTO U CUCTOJIMYHOTO KPbBHO HANAraHE U MO-BUCOKU HUBA HA KOHTPOJ, B CpPaBHEHHUE
ChC CHOTBETHUTE MOHOTEpPAIHH.

TenmucapTaH/aMIOAUNKUH MOKa3Ba 1030BO3aBUCUMHU MOHWKEHHUS HA CUCTOJMYHOTO/AUACTOIMYHOTO
KPBBHO HaJisraHe B paMKHUTe Ha oOxBaTa Ha neyeOHaTa a03a 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). [loHnKeHHeTo Ha AMACTONIMYHOTO KpbBHO HaArave <90 mm Hg e oruereHo npu 71,6 %,
74,8 %, 82,1 %, 85,3 % oT nauueHTure, pecnekTUBHO. CTOHHOCTUTE Ca KOPUIHPAHU 3a HAYAJIOTO Ha
JICYEHUETO M CTpaHaTa Ha MPOBEXKIAHE

[‘'onsiMa yacT OT aHTUXUIIEPTEH3UBHUS €(EeKT Ce MOCTUra B paMKHUTE Ha 2 CeAMULIM ClIe]l 3aroyBaHe Ha
neyenuero. B noarpyna ot 1050 nauMeHTH ¢ yMepeHa 10 TeKKa XUINepTeH3us (1MacTOJIMYHO KPbBHO
Hassirade, JIKH=100 mm Hg), 32,7 — 51,8 % ca noBnuaBar B 3a10BOJIMTE/IHA CTEMEH MPH
MOHOTEparus KakTo OT TeJIMUCApPTaH Taka U OT amjaoaunuH. HabnonaBaHure cpeiHd NPOMEHU B
CUCTOJIMYHOTO/AUACTOJIMYHOTO KPbBHO HaniraHe ¢ KOMOMHHUPAHO Je4YeHUe ¢ aMJIOJAUITHH 5 mg (-
22,2/-17,2 mm Hg, ¢ 40 mg/5 mg; -22,5/-19,1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHUMH WU 110-BUCOKH OT
Te3u, HabnroaaBanu ¢ amyioaunuud 10 mg ( -21,0/-17,6 mm Hg) U ca cBbp3aHU CbC 3HAYUTENTHO [10-
HUCKH HUBa Ha eaema (1,4 % ¢ 40 mg/5 mg; 0,5 % ¢ 80 mg/5 mg; 17,6 % ¢ amnonunuu 10 mg).

AMOynaTOpHO aBTOMAaTHYHO U3MepBaHe Ha KpbBHOTO Hansrane (AAWUKH), u3BbplieHo npu rpyna ot
562 nauMeHTH € NMOTBbPAWIO pe3yJiTaTuTe HabJIloJaBaHu MPH MOHWKABAHUATA HA CHCTOJMYHOTO M
AHACTOJIMYHOTO KPbBHO HaJIAraHe B KIIMHUYHM YC/IOBUS, 1O BpeMe Ha uesius 24-4acoB MEpUO/] Ha
N03UpaHE.

B apyro MHOroueHTpoBO, paHAOMHU3HPAHO, ABOHHOCIIANO, aKTHBHO KOHTPOJIHPAHO, NapalieTHO
rpyrnoBo npoy4saHe, Ha 000 1097 naumeHTH ¢ eKa 10 TeKKa XUNepTeH3us, KOMTO He ca aJleKBaTHO
KOHTPOJIMPAHH C aMJIOJIMITHH 5 mg, € npuiarad teamucaprad/amnoaunut (40 mg/S mg unum 80 mg/5
mg) uin camo amaoaunuH (5 mg wiam 10 mg). Crnen 8 ceAMHULM HA JIeYeHHe, pe3yaTaThbT OT BCAKA OT
KOMOMHAUMKUTE CTATUCTHUYECKH € 3HAYUTEIHO Mo-e(peKTUBHA OT MOHOTEpAnUaTa ¢ aMJIOAUITHH, KOETO
Ce U3pa3saBa B [MOHWKEHO CUCTOJIMYHO M IMACTOJIMYHO KpbBHO HansiraHe ( -13,6/ -9,4 mm Hg, -15,0/ -
10,6 mm Hg c¢bc cvorBeTHO 40 mg/5 mg, 80 mg/5 mg cnpsamo -6,2/-5,7 mm Hg, -11,1/-8,0 mm Hg c
amaoaunui S mg U 10 mg. YCraHOBEHU ca M MO-BUCOKH KOHTPOJIHHU AUACTOJIMYHHU HAJISITAHUS, B
CpaBHEHHE CbC CbOTBETHUTE peXKMMHU HA MOHOTEepanus (56,7 %, 63,8 % ¢ 40 mg/5 mg u 80 mg/5 mg
cnpsamo 42 %, 56,7 % c amnoaunud 5 mg u 10 mg). [lpouenture 3a nossa Ha egema ca OWIH
3Ha4YUTESIHO Nno-HUCKHU ¢ 40 mg/S mg u 80 mg/5 mg B cpaBHeHue ¢ amnoaunui 10 mg (4,4 % cnipsamo
24,9 %, pecneKTUBHO).

B apyro MHOroueHTpoBO, paHAOMU3UPAHO, JIBOMHOC/ANO, AKTUBHO KOHTPOJUPAHO, NapajieHO-
rPYNoOBO Npoy4YBaHe, Ha 0010 947 nauMEeHTH C JieKa A0 TEKKA XUIMEPTEH3UA, KOUTO HE ca aJleKBaTHO
KOHTposiupaHu ¢ amnoaunul 10 mg, e npunarad reamucaprad/amaoaunuid (40 mg/10 mg unu 80
mg/10 mg) unmu camo amaoaunux (10 mg). Cnen 8 ceaAMULIM HA JIeueHHUE, BCAKO OT KOMOMHUPAHUTE
JICYEHHUsI CTATUCTHYECKH € 3HAYUTEJIHO MO-e(EKTUBHO OT MOHOTEPANUATA C aMJIOJAUITHH MPH
HaMaJIiBAHETO Ha AMACTOJIMYHOTO U CUCTOJIMYHOTO KpbBHO Hansrade (- 11,1/-9,2 mm Hg, - 11,3/ -
9,3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg cnpsimo - 7,4/ - 6,5 mm Hg ¢ amnogunuu 10 mg) u e
yCTaHOBEHA [10- BUCOKA CTEMEH Ha HOpMAJIM3UpaHE HA AUACTOJIMYHOTO KPbBHO HaJIsiraHe B CPaBHEHME
¢ MoHoTepanusTa (63,7 %, 66,5 % ¢ 40 mg/10 mg, 80 mg/10 mg cnpsmo 51,1 % ¢ amaoaunux

10 mg.)

B 1B€ OTBOpEeHH NPOAB/KUTEHH NMOCAEN0BATE/IHW MPOYYBaHUS MPOBEIEHHM 3a NEPUO OT Haj 6
mecela, eekTbT Ha TenmucapTan/aMiaoaunuH € NpoAbJUKUIL 1a Tpae U Clel 3aBbplIBaHe Ha
H3nUTBaHEeTO. OCBEH TOBA, € YCTAHOBEHO, Y€ MPH HAKOU MALUMUEHTH, KOUTO HE CE NMOBJIUSIBAT B
JOCTaTbyHA cTerneH oT TeaMucaprad/amioaunui 40 mg/10 mg, € HaTUUe AONMbJIHUTETHO ITOHUKEHHUE
Ha KPbBHOTO HaJisiraHe, cJjie/ MOBUILIABAHE HA JIEKAPCTBEHATA 103a Ype3 TUTPUPAHE 10
tenmucaprad/amioaunui 80 mg/10 mg.

O0wmara yecToTa Ha HEXKEJIAHW peakLMM ¢ TeJIMUCApTaH/aMJIOAMITUH B IporpaMara 3a K
U3NMUTBaHE € OMJla MoHUWKeHa npu camo 12,7 % OT nauMeHTUTe Ha JICUCHHUE, MTPU KOUT



He)xenaHu peakuuu. Hali-uecture HexenaHu peakuuu ca 6unm nepudepHa eaeMa v 3aMasHoCT (BXK.
Touka 4.8). ChOOLIEHUTE HEXKENAHUTE PeakLMi ChBMNAJAT C OYaKBAHMTE PEaKUUK OT NpoduiInTe 3a
0e30MacHOCT Ha KOMIIOHEHTHUTE TEJIMUCAPTaH W amaoauIuH. He ca HaOJro1aBaH HOBH MITH T10-
CepPUO3HM HEKeNaHH peakun. CBbp3aHHUTE C eeMa peakiinu (nepudepHa eaema, reHepanusupana
eeMa M eeMa) ca O4aKBaHO MO-HUCKH NPH MaLWeHTHTe, KOMTO MpUeMat TeJIMHCapTaH/aM/IOAMITHH a,
B CpaBHEHME C T€3M, KOUTO nonyyasar amnoaunuH 10 mg. BeB pakTopHaJHO H3MUTBAHE NPOLIEHTHTE
c eneM ca 1,3% c renmucaprad/amnoaunut 40 mg/5 mg u 80 mg/5 mg, 8,8 % ¢
tenmucapran/amnoaunui 40 mg/10 mg 1 80 mg/10 mg, u 18,4% ¢ amnoannuy 10 mg. [Tpu
MalMEHTUTE, HEMOBUABALLW CE OT aMJIOJMIMH 5 mg HuBaTa Ha enema ca 4,4 % 3a 40 mg/5 mg u 80

mg/5 mg u 24,9 % 3a 10 mg.

AHTHXUIIEPTEH3UBHUAT €PEKT Ha TeJIMHCApTaH/aMJIOIMIINH € ¢IHaKbB, HE3AaBUCHMO OT Bb3pacT H
[oJ1, ¥ € eHAKBB MPHU NMaLMEHTH CbC WK 0e3 quader.

TenMucapTaH/amIOAUIIUH HE € MPOYYEH IpU rpyna nauMeHTH, OCBEH Ta3u C XUNEPTEH3 U,
TenMucapTaH € U3MUTAH B PAMKHUTE Ha rOJIsIMO U3MUTBaHE HA M3X0Ja OT JieueHHeTo npu 25 620
MalMUeHTH C BUCOK PUCK OT chpaeuHo-cbaoBo 3abonaBaHe (ONTARGET).

AMJIOJMIKH € U3MTUTBaH NMPU NalMeHTH ¢ XpOHUYHA cTaOK/IHAa aHrMHa, Ba30CnacTU4YHa aHruHa, v
TakuBa ¢ aHruorpadcku 10KyMEHTHpaHO 3a00JisiBaHe Ha KOpOHapHaTa apTepus.

[leauarpuyHa nomyJiamus

CBpoONelickaTa areHUMs Mo JiekapcrBata OCBOOOKJAaBa OT 3aJb/DKEHMETO 3a TMpeAoCTaBsiHE Ha
ne3yJITATUTE OT MPOYyYBAHUATA C TEIMUCAPTAH/aMJIONUIKH @ BbB BCUYKH MOArPYIH Ha NeaHaTpuiHaTa
MOMyJIaLMs NPU XUNepTeH3us. (BxkK. Touka 4.2 3a MHpOpMaLUs OTHOCHO ynoTpeda B neauaTpusTa).

5.2 @dapMakKOKHHETHYHH CBOHCTBA

dapmakokuHeTHka Ha PUKCHpaHaTa 1030Ba KOMOMHALIUS
[IpoueHTHT ¥ cTeneHTa Ha abcopOLMs Ha TeIMUCcapTaH/aMJIOIMITMH Ca eKBUBAJICHTHH Ha
OMOHATTMYHOCTTA Ha TeJIMUCAPTAH M aMJIOAMIUH, NPUITAraHd KaTo OTIAEIHH TabsieTKH.

AOcopOums

AGcopbumaTa Ha TeIMUCApTaH e Obp3a, Bbpeky ue abcopbupaHoTo KonuuecTBo Bapupa. CpeaHara
abCcoMOTHA OMOHAIMYHOCT 3a TeJimucapraH € okoJjio 50 %. Korato TenMucapTaH ce npremMa ¢ xpasa,
HaMaJIsiBaHETO Ha IJIOLLTA MO KpUBaTa Ha ChbOTHOLLUEHHUETO MNMJa3MeHa KOHUEHTpauus-BpemMe
(AUC(Q-o0) Bapupa oT npubnusurento 6 % (no3a ot 40 mg) no npubnusurento 19 % (no3a ot 160

mg). Jlo 3 yaca ciieq npueM, ja3MeH|Te KOHUEHTpALWH ca MoA00HH, HE3aBUCUMO JIaJIH TeIMHCApTaH
ce npuema ¢cbC Miau 0e3 XxpaHa.

Cresl nepopaHO NPUIOKEHHE Ha JIEKApCTBEHUTE 1031, aMJIOAMIKH ce abcopbrpa noope, ¢
MaKCHMaJIHa KOHLIEHTPALMs B KpbBTa MeKy 6-12 yaca ciel npuemane. Y craHoBeHaTa adCoMI0THA
onoHanuyHocT e mexny 64 u 80 %. buoHaMyHOCTTAa HA aMJIOJIMITUH HE CE MOBJIKUABA OT NMPHUEMAHETO
Ha XpaHa.

Pasnpenenenune
TenmucapraH ce CBbp3Ba BbB BUCOKA CTEMNEH C MJIa3MEHUTE NMPOTCHHH (>99,5 %), OCHOBHO aJIOYMHH H

asda-1 kucenuTe rinukonpoTeuHu. CpeaHUAT cTallHOHapeH NpUBUIECH obem Ha pa3npeneneHue (Vdss)
e npubnusurentHo 500 auTpa.

O6eMbT Ha pa3npeje/ieHle Ha amaoaunut e npubnusurento 21 1/kg. Hn éumpo npoyuBaHusTa
nokassar, 4ye npuoan3uTeaHo 97,5 % OT UMPKYJIUPALUMAT aMJIOJIUNUH € CBbP3aH C IUIa3MEHHUTE
MPOTEMHH MPH NALUEHTUTE C XUTIEPTOHMUS

buorpanchopmalius

Tenmucaprad ce MeTabonM3Mpa upe3 KOHIralus KbM rJIFOKYPOHHAa Ha OCHOBHOTO CbE
Habmoasana papMakoJIOrHiHa akTHBHOCT MPH KOHIOraTa.




AMJIOIUTNTHH ce MeTabonu3upa U3KIuUuTeNHO (npudnnsutento 90 %) ot yepHus 1po0 10 HEAKTHBHH
MeTabOIUTH

EnuMHUHUpaHe
TenMucapTaH ce XapakTepu3Hpa ¢ ABYEKCITOHEHIMAIHA KWHETHKA Ha pasrpaxk/JiaHe, ¢ TepMHUHaJICH
MoNy»KHUBOT Ha eleMeHepane oT >20 vyaca. MakcumanHaTa nnasmena koHueHtpauus (Cmax) 4, B ro-

MaJiKa CTerneH, MIOLLTa oA KpuBara “ria3mMeHa koHueHTpauusa-speme” (AUC), ce noBuiIaBart
HEMpONOPLMOHATHO Ha Ao3ara. HsiMa aoka3aTtesncTBo 3a KJIMHUYHO3HAYUMO HATPyIBaHEe Ha
TeJIMUCApPTaH, MPUET B NpenopbuuTeHaTa 103a. [11a3MeHnTe KOHUEHTpalUH ca Mo-BUCOKH MPH
)KEHUTE, OTKOJIKOTO MPH MbKeTe, 6e3 /1a € HalMle 3HAaYUTEeTHO NOBIUsABaHE Ha €PUKACHOCTTA,

Cnen nepopajHo (M MHTPABEHO3HO) MPUIIOXKEHNE, TeIMHCAPTaH Ce OTAENs MOYTH H3LSIIO C (elieca,
OCHOBHO B HerpoMeHeH Bua. KyMmynaTuBHaTa ekckpeuus upes ypuHara e <l % ot nosara. OOwuat
rtazMed KanpbHC (Cltot) € Bucok (nmpubauzurento 1 000 ml/min) B cpaBHeHHE C TO3H OT

yepHoApoOHMsA KpbBeH TOK (okosio 1 500 ml/min).

EnMMHHMpaHeTO HAa aMJIOAMITHH Npe3 ru1asmata € ABy(a3oBo, ¢ TEPMHUHAJIEH MOIYKHBOT Ha
enuMuHupane npudnusutento 30 go 50 yaca, npu egHOKpaTHA AHEBHA 103a. CTalMOHAPHU TU1a3MEHH
HMBA C€ NOCTUraT cjel NPoAb/KUTENHO npunoxenue 3a 7-8 auu. 10 % ot amnonunuH 1 60 % ot
MeTaboIUTUTE Ha aMJIOJIMMTKMHA Ce OTAE/IAT B ypHHaTa

JIMHEHHOCT/HEJIMHEMHOCT

He ce ouaksa cnadoro noHmwxaaHe Ha AUC 3a tesiMucapraH, 1a NOHWXKH TepaneBTHYHATa MY
e(pukacHocT. HaMa niMHelHa 3aBUCUMOCT MEXIY 103uTe W nia3MmeHnTe Hupa. [1pu no3u Haa 40 mg
Cmax H, B no-masnka crened, AUC ce noBuliaBaT HEMpOMOPLHUOHAJIHO.

AMIIOAMITMH MOKa3Ba JUHelHa (hapMaKOKUHETHKA.

[lenuaTpuyuHa nonyJjauus (Bb3pacT nojal8 roamtHu)
Hsima naHHM 3a papMaKkOKHHETUKara rnpM rneadarpyyHara rnomnyauus,

llon
HaGnionaBaHu ca pa3jivKy B MJa3MeHHTe KOHLEHTPALMK Ha TeJIMUcapTaH, ¢ 3- U 2- KpaTHO Mo-
BUCOKH Cmax U AUC, ¢bOTBETHO, NPH JKEHU, B CPABHEHHE C MBIKE.

Cmapuecka 6v3pacm

dapMaKoKMHETUKATa Ha TEJIMUCAPTaH HE Ce pa3/iiyaBa Mpu Mjaaq NauueHTH U MaLUCHTH B
cTapyecka Bb3pacT.

BpeMeTo 3a JI0CTHraHe Ha MUKOBUTE MJ1a3MEHH KOHLIEHTPALMK aMJIOAMITHH € MOJ00HO NpU HHAUBHIH
B CTapyecKa Bb3pacT U MJIalu MHAMBUAM. [Ipy nauuMeHTuTe B CTapuecka Bb3pacT, KIMPBHCHT Ha
aMJIOAMIMH HAMaJsiBa, KOETO UMa 3a pe3ynTtart yBenuyaBaHe Ha AUC v eTMMUHALIMOHHUSA MOJTYKHUBOT.

bvbpeuno yepeoicoane

[Tpu mauMeHTH ¢ Jieka, 10 yMepeHa U Te)KKa cTerneH Ha 6b0peuHo yBpexaaHe, ce HabJoaBa
yJIBOSIBAHE Ha MJ1a3MEHHUTE KOHLUEHTpALHK Ha TeaMucaprad. Bee nak, npu nauneHTH ¢ 0b0peyHoO
yBpexkaaHe, MOUI0KEHN Ha AManu3a, ce HabmoaaBaT No-HUCKH Miia3MeHu KoHUueHTpauuu. [pu
naLMeHTuTe ¢ 6bOpeUHO yBpeKaaHe, TeIMUCApTaH € BbB BUCOKA CTEINEH CBbP3aH C MIa3MEHHUTE
NPOTEHHH W He MOJKe a Obae oTcTpaHeH ype3 auanusa. [101yKHBOTHT Ha €TMMHHUPAHE HE Ce
[MPOMEHs pHu nauueHTure ¢ ObOpeuHo ypBpexaane. PapMakOKHHETHKATAa HA aMJIOAMITHH HE Ce
MOBJIUABA 3HAYUTETHO OT CbCTOAHUETO HA OBOPEUHO YBpE)KAaHE.

Uepnoopobro yepexcoaHe
DapMaKkOKWHETHYHHUTE [TPOYYBAHUSA NPH MALKMEHTH C YEPHOAPOOHO YBpeX1aHe M0Ka3BaT yB
Ha abcontoTHaTa OMOHANMYHOCT Ha TenmucapTad 10 6au3o 100 %. [Toay»KUBOTHT Ha €1
TeJIMUCApTaH HE Ce MPOMEHs MPH MalMEeHTUTE C yBpexkaaHe Ha dyepHus apo0. [TauneHTt
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YepHOAPOOHO yBpeXkIaHe Ca C MOHMKEH KJIMPBHHC HAa aMJIOUIHH, KOETO UMa 3a PEe3yJTar
yBenuuaBaHe Ha AUC ¢ npubnusurento 40-60 %.

5.3 Ilpeak/JHHHYHH JAHHH 3a 0e30MacHoOCT

T'bi KaTo HEKIMHUYHUTE MPO(HUIN HA TOKCHYHOCT Ha TEJIMUCAPTAH U AMJIOJHITHH HE Ce
MPUITOKPHUBAT, HE C€ OYaKBa 3aCHUJIBAHE HAa TOKCMYHOCTTA 3a KOMOMHauMsTa oT asere. Tosa
CTAHOBHILE CE€ NOTBBPXkAABA OT Npoy4BaHe 3a CyOXpoHMYHa TOKCHYHOCT (13-ceAMHYHO) npH
MIBXOBE, NPH KOETO Ca TECTBAHHW 1030BM HMBa ot 3,2/0,8, 10/2,5 u 40/10 mg/kg
TeJIMUCApTaH/aMJIOIMITHH.

HPE}IHHHHH‘{HHTE JAaHHH 34 ABaTa KOMIIOHEHTA Ca MOCOYEHH I10-40J1Y.

Teamucapran
[Ipy npeaKIMHUYHHTE U3NUTBAaHUs 3a 6E30MaCHOCT, JO3UTE, OMpPEIEALLN EKCIIO3HLIUS, CPABHUMA C

Ta3u B KIIMHWYHUWA TepaneBTH4YeH 00XBaT Ha JIEKapCTBOTO, MPEAU3BMKBAT HAMaJIEHH NapaMeTpH Ha
HYEPBCHUTE KPbBHU KJICTKHU (€PUTPOLIUTH, XEMOIJIOOMH, XEMaTOKPUT), M3MEeHEeHHs B ObOpeuHara
XeMOJIMHaMHKa (MMOBUILIEHU KPbBHU HUBA HA YPEitHUA a30T, U KPEAaTUHUH ), KAKTO W MOBUIIEHH HHUBA
Ha KaJIui B cepyma npu KHUBOTHHU C HOPMAJIHO KPBBHO HassiraHe. [1pu Kyuera, ce HabIroaaBaT
Anjarauus v atpoust Ha 0bOpeunuTe TyOynu. [1pu Kyuera u mIbXoBe, ChLIO TAKa, Ce OTYMTA U
YBpPE&KAaHe Ha CTOMALLIHATA JIMraBuLa (epo3us, yjauepauuu win Bb3nanenue). Te3su ¢papmMakoJoruyHo-
MEIMHPAHH HEXeTaHU €(EeKTH, U3BECTHH OT MPEAKIMHUYHUTE U3MUTBAHUS C MHXUOUTOPH Ha
aHTMOTEH3WH-KOHBEPTUPALLMA €H3UM W aHrHOTeH3HH Il peLientopHu OsokepH, ce npeaoTBpaTsIBaT
4pe€3 OpaHO MPHUJIOKEHHUE Ha COJIEBU pa3TBOp. M npu aBara Buaa »xUBOTHU, c€ HAOII01aBaT U
MOBHILEHA aKTHBHOCT Ha IUIa3MEHUs pEHUH M Xunepropus/xuneprniasus Ha ObOpeyHuTE
OKCTarJioMepyaHH KNeTKH. Te3n npoMeHu, KakTo v Kiaac-crieunpuuHns ehekT Ha MHXUOUTOPH Ha
AHFMOTCH3WH-KOHBEPTHPALLHKA €H3UM U IPYTH aHrHoTeH3uH I peuentopuu 6s10Kkepu, U3rnexaa HaMar
KIIMHUYHA 3HAYUMOCT,

He e HabsoqaBaHO 10KA3aTENCTBO 3a TepaTOreHeH e(eKT, BbIIPEKH Y€ TEJIMUCAPTAH B TOKCHYHH [O3H
OKa3Ba e(eKT BbpXy MOCTHATATHOTO pa3BUTHE Ha OTOMCTBOTO, KaTO MO-HUCKO TEJECHO TErJIO U
KBCHO MpOIjiexaaHe.

Hsima noka3atesncTBo 3a MyTareHeH eekT MK KJ1aCTOreHHa akTUBHOCT 10 BPEME Ha in Vilro
NpOoy4BaHMs, KAKTO U J0KA3aTEJICTBA 3a KAPLUMHOIEHHOCT MPH MJIbXOBE U MULLIKH.

AMIOAUNUH

PenpodykmueHa mokcuyHocm

PernpoaykTHBHUTE NMPOYyYBAHHA NMPH MIIBXOBE M MULLKH MOKA3BAT 3aKbCHAIO PaXIaHe, yIb/IKEHO
pakJ1aHe U HaMaJIeHa NPeXUBAEMOCT Ha MAJIKUTE MPHU A03U puOAU3UTETHO 50 MbTH MO-BHCOKH OT
MaKCHMaJlHaTa NpenopbYuTe/IHa 103a NpHU Xopa Ha Oa3zata Ha mg/kg.

Hapywenue na gpepmunrumema

He e ycraHoBeH eekT BbpXy epTHaHMTETA HA IUTHXOBE, HAa KOUTO € MPUIIOKEH MEPOPATHO
aMJIOZAMITUHOB MaJieaT (Ha MbXKKH 3a 64 THU U Ha )KEHCKH 3a 14 1HM npeau yudTocBaHe) MpU J03H 10
10 mg amnoannun/kg/nex (0kos10 8 NbTH* MakCHMMaIHATA MpeNnopbYUTENHA 1032 NpH Xopa 10 mg/neH
Ha 6a3ata Ha mg/m” ). B 1pyro npoyusaHe npu miIbXoBe, B KOETO HAa MBXKKH TUTbXOBE € NPHIaran
amJIOAMNUHOB Oe3unar B npoab/ikeHue Ha 30 1HU NMpH 103a, CpaBHUMA ¢ 103aTa MPU Xopa Ha 6a3ara
Ha mg/kg, ca yCTaHOBEHH NMOHW)KEHH MJIa3MEHH HUBA HAa (OJIMKYJIOCTUMYJIUpAL XOPMOH H
TECTOCTEPOH, KAKTO M HAMaJleHa MJIbTHOCT Ha criepMara U HamasieH Opoit 3penu criepMaTHIM U KJIeTKH
Ha CepTouu.

Kanyepozenesa, mymazenesa
[InbXx0Be ¥ MHILKH, HA KOMTO € NMpUJIaraH aMJIOAHIHH C XpaHarTa B MPOAb/KEHHE Ha IBE FOJAMHH, B
KOHUEHTpALMH, U3YHUCIIEHHU TaKa, 4ye J1a OCHrypsABaT AHEBHH 1030BH HHBA 0,5, 1,25 1 2,5 mg/k




HPD)’LIBHHHHTH 3a MYTAIrcHHOCT HC NMOKa3BaT CBbP3daHH C JICKAPCTBOTO ECbEHTH HHTO HA r’CHHO, HUTO
Hd XpPOMO30MHO HHBO.

*ba3upana Ha nauueHT ¢ TenecHo terno 50 kg

6. ODAPMAUEBTUYHHU JAHHH

6.1 CnHcbK HA NOMOILHHTE BelllecTBA

HarpueB Xxuapokcua
MernymuH

IloBunoH (K-25)

JKeneseH okcua, yepseH (E172)
MaHuToJ

MuKpoKpucTanHa LenyJiosa
KpocnoBuaoH

MarHe3ues creapar

[ IpexkenaTHHU3UPAHO HULLECTE
LlapeBUYHO HHULLIECTE
KosioneH 6e3B0eH CHJIMLIMEB TMOKCHUL

6.2 HecbBMEeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 rOJIUHH.

6.4 CneuHa/iHH YCJ0BHS HA CbXPAHEHHe

Jla ce cbxpaHsiBa B OpMIrMHaA/IHaTa ONaKoBKa 3a J1a ce npearna3v OT CBETJHHA.
6.5 BuaucbabpKaHHE HA ONAKOBKATA

KaproHeHna kyTus ceabpikaiua 14, 28, 30, 56, 90, 98 tabaerku B Aluminum/OPA/Aluminum/PVC
OJtMCTEpH.

He BCHYKH BUOBE ONAKOBKH Morar ga ObaaTt nycHaTH B npojaaxoa.
6.6 CneunajiHu nNpeanasHH MEPKH NMPH U3XBbPJIsiHe

Bceku Hen3non3BaH JICKAPCTBCH NMPOAYKT HJIKH OTIABYCH MaTCpHall Tpﬂﬁﬂﬂ Ad C€ U3XBBPJIA CbITIACHO
MCCTHHUTC U3HUCKBaAHHA.

7 [NIPUTEXATEJ HA PASPELLEHHUETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski, [Toniua

8. HOMEP HA PASPELHEHHUETO 3A YIIOTPEBA

Per. Ne 20190259




9. JATA HA IITbPBOTO PA3PEILUABAHE/INIOJHOBAABAHE HA PABPELLIEHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspewaane: 13.11.2019
JlaTa Ha nocneaHo nojaHoBsBaHe: 25.06.2024

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA




