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1. UME HA JIEKAPCTBEHUS IPOAYKT

PapenTon 80 mg/10 mg Tabaerky NS o eissssssmesanssassafasiaian e ey amnass
Raventon 80 mg/10 mg tablets

D

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika Tabrnerka chabpika 80 mg Tenmucaprad (telmisartan) u 10 mg ammnoaunus (amlodipine) (o
dbopmara Ha amnoaAMIHHOB Ge3unar).

[TomolHO( 1) BelecTBo(a) ¢ U3BECTHO AEHCTBHE:
Besika Tabnerka cbabpka 3,86 mg HaTpuid.

3a MBTHKS CMHCHK HA MOMOLHKTE BelllecTBa BIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

JlBofHOM3IIbKHAH, npoxbarosaty (14,7-15,3 mm x 7,0-7,6 mm), apycnoiinu Tabnerku, 6enn 10
noytu 6esM OT eHAaTa CTPaHa M KBJITH OT Apyrara, JOMyCTHMH Ca MallKi NeTbHL@A OT X BJITara
cTpaHa.

4, KJAUHHYHHU JAHHH

4.1 TepaneBTHYHH MNOKA3AHHS

JleueHue Ha eCeHIMATHA XMIMEPTOHUS PH BE3PACTHH:

JonbaBaila Tepanus

Pasenton 80 mg/10 mg e rokasaH npy Bb3PACTHH, YMETO KPBBHO HANATaHE HE CE MOBINABA
a/leKBAaTHO MPH camocTosTeNHo euenue ¢ Paenton 40 mg /10 mg unu Pasenton 80 mg/5 mg.

3aMecTHTE/IHa Tepanus

[TauneHTHTEe, KOUTO NpPUEMaT TeIMHUcapTaH ¥ aMJIOAUITHH MOJ ¢dopmara Ha oTAenHM TabneTky, Morart
BMECTO TOBa Ja npuemar Tabnerky PaBeHTOH, KOMTO ChABPKAT CHIUMTE KOMIOHEHTH CBC CBHUIMTE
[103H.

4.2 [lo3HpOBKA H HAYHH HA NPHJOKEHHE

O3HpPOBKa

[MpenopbunTeaHaTa 1033 HA TO3H JIEKAPCTBEH MPOAYKT € eaHa TableTka Ha AeH.

MakcumanHaTa npenopbunTeHa 103a e enna Tabnerka 80 mg tenmucaprad/10 mg aMnoaunyuH Ha
nes. To3n nexkapcTBeH NPOAYKT € MOKa3aH 3a JIbJAroCpoyHO JeYEHHE.

Ha MOBHILABAHE HA OMOHANMYHOCTTA (BXK. TOYKa 4.5).




Lonvneawa mepanus
Pasenton 80 mg/10 mg TaGneTku Morar Ja ce Npuiarat npy NalMeHTH, Iy KOUTO KPbBHOTO

HansAraHe He MOJe J1a ce KOHTposupa aneksaTtHo camo ¢ PaBentor 40 mg /10 mg unu PaBenrtoH
80 mg/S mg.

IpenopbuBa ce OTAENHO THTPUPAHE HA NO3WTE HA [1BaTa KOMITOHEHTA (T.€. aMJIOJIMITHH U
TENMHUCApPTaH) Npeay NpeMrUHaBaHe KbM (UKCHpaHaTa nekapcTeeHa koMOuHauus. Koraro e ymectHo
OT KJIMHUYHA [JIeHa TO4YKa, MOXKe Ja ce OOMHC/H JHMPEKTHO NPEMHHABAHE OT MOHOTEPANHA KbM
¢duxcupaHara lekapcTBeHa KOMOUHALMS.

IMauuenrure, npuemaiin 10 mg aMI0AHNHH, PH KOHTO Bb3HUKBAT J103a-3aBUCHMH HEXeNlaH!
peaKuuM, KaTo eeM, MOraT aa npeMHHaT Ha Tepanus ¢ PapeHToH 40 mg/5 mg BeaHBK AHEBHO,
HamajgBaiKu J03aTa aMaoANNUH, 6€3 Taka 1a cc HaManABa 04aKBaHHAT AHTHXHIEPTEH3UBEH
OTrOBOP.

3a..uecmume.rma mepanus

[NauueHTHTE, KOWTO MPHEMAT TEIMHCAPTAH H AMJIOAWMUH NoA popMaTa Ha OTAETHH TabneTkH, MoraT
BMECTO TOBa BEAHBIK JHEBHO Aa npuemar tabnetky PaBeHTOH, ChABPKALIM CHILMTE KOMIIOHEHTH, ChC
CBHUINTE 10341 B €Ha TabneTka.

Creyuanuu nonyaayuu

Cmapuecka ev3pacm (= 63 years)

INpu maumeHTH B cTapuecka Bb3pacT He € HeoOXoaHMMO KOpHUrupase Ha no3ara. Mma manko
HH(pOpMALIKA 33 MPHIAraHETO NPH MHOIO Bb3PACTHH MALMEHTH,

Ipu mauMeHTH B cTapuecka Bb3pacT ce npenopbypar 00HuaHHHTE CXEMHU Ha MpHIarase Ha
aMJIOJIMITHH, HO MPH yBeJMYaBaHe Ha f03aTa TpAOBa Ja ce MOAX0XKa C OBHILEHO BHUMaHHE (BXK.
Touka 4.4).

Bvbpeuno yspescoane

OnuThT NpH NAUKMEHTH ¢ Tex Ko 6bOpeuHo yBpexaaHe K MPH TE3H HA XEMOAHAIN3a € OrpaHHYeH.
IIpy Ta3u rpyna nauueHTH ce Npenopb4sa NPHEMaHeTo Ha Te/IMHCapTaH/aMIIoUIKH a CTaBa ¢
MOBHLIEHO BHUMAHME, Thil KATO AMJIOLMINH 1 TEIMUCAPTAH He ce THanu3upar (BK. Chulo Touka 4.4).
He ce M3MCKBA KOpPUTMpaHe Ha 103MPOBKATA MPH MALHEHTH C Jieka 10 yMepeHa cteneH Ha 6b0peyuHo
YBpPEKIaHE.

Yepnodpobro yepeowcdate

PaBeHTOH € NPOTHBONOKA3aH NPU MALMEHTH € TEKKO YepHOAPOOHO yBpekaane (BkK. Touka 4.3).

Tpy MatyMenTH ¢ Jieka 10 yMepeHa 4epHOIpoGHO yBpekaaHe, Te/MUCapTaH/aMIoNHITHH TpaOBa 1a ce
fpuiara ¢ BHUMaHue. 3a TeMUCapTaH, 103MpoBKaTa He TpsaoBa na HajBuiasa 40 mg BeAHBK AHEBHO
(Bxk. Touka 4.4).

Heduampuuna nonynrayus
BesonacHocTTa ¥ epHKACHOCTTA HA TelIMHCAPTaH/aMI0AMITMH NPH Ael@a noj 18-roauiuHa Be3pacT He
ca yctaHOBeHH. HsiMa HaIMUHM NaHHMN.

HauuH Ha npuiokeHue

[TepopanHo npunoxeHue

PaBeHTOH MOJe J1a ce npuema cbe in 6e3 Xxpana. [TpenopbuBa ce npueMaHeTo Ha PaBeHTOH ¢ Manko
KOIU4YeCTBO TEHYHOCT.

43 TporuBonoxazanusi

- CBpbX4yBCTEHTEIHOCT KbM AKTUBHHUTE BELIECTBA, KbM AUXHAPONUPHAUHOBH NPOH3
KBbM HAKOE OT MMOMOIIHHTE BellecTsa, n30poeHH B Touka 6.1
- BTopH M TpeTH TpUMeCTBP 0T OpemeHHOCTTa (BiK. TouKH 4.4 1 4.6)
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- HrbuHM 00CTPYKTHBHH HAPYLIEHHS H TEKKO YEPHOIPOOHO YBpEKIaHE

- ok (BKIHOUHTETHO KAPAUOTEHEH LIOK)

- OO6cTpyKLMA Ha U3XOAALINA TPAKT Ha NABaTa kKamepa (Hanp. BUCOKOCTENeHHa a0pTHA CTeHOo3a)
- XeMoaMHAMUYHO HecTaOUIHA ChpeYHA HeJOCTATHYHOCT C/ell OCThP UH(ApPKT Ha MUOKap/a

CenbrerBaliara ynorpeba Ha TelIMUCAPTAH/aMIOAMIMH € ANMCKUPEH-ChABPXKAIUK MPOAYKTH _e
MPOTHUBOMOKA3aHa NpH nauueHTH ¢ auader uau 6vOpeuno yspexaane (GFR < 60 ml/min/1,73 m®)
(B Touku 4.5 u 5.1).

44 CpeumaJHH NpeaynpeKIaeHHs W NPeAnasHH MePKH NpH ynortpeba

BpemenHoct

ITo Bpeme Ha GpeMeHHOCT He TpsiOBa a ce 3anoyBa Teparnus ¢ anruotenzuH Il peuentopHn
anraronuctd. OCBeH KOraTo Mpoib/hKaBaHeTo Ha TepanuaTa ¢ aHruoteHsuH Il peuentophu
AHTArOHWCTH Ce CMATA 3a HANIOIKUTENIHO, NALHCHTKHTE, IIaHUpaLlH Aa 3abpemenear, Tpabpa na
MPEMHUHAT Ha ATTePHATHBHO aHTHXUINEPTEH3UBHO JIeYeHHe, C YCTaHOBEH npodui Ha 6€30MmacHOCT NpH
ynorpeba o Bpeme Ha Gpemennoct. Ciel AMArHOCTULIMpaHe Ha GPEMEHHOCT, JIEYEHHETO C
anruotensun I peuenTopun aHTaronucT Tpsibsa na 6bae npeycraHoBeHo HezabaBHO, U, TIO
BB3MONKHOCT, JIa Ce 3aroyHe alTepHaTHBHA Tepanus (BxK. ToukH 4.3 1 4.6).

YepHonpoOHO yBpesxaaHe

TenmucapTaH ce eKCKpeTHpa NouTH U3LII0 Ype3 sbukata. [1py nauneHTHTe ¢ 00CTPYKTHBHU
3abonsBaHMs Ha KIBUKATA WK YePHOAPOOHO YBPEKAAHE MOXKE 1a ce 0YaKBa MOHWKEH KIUPBHC.
[TosyHMBOTBHT HA aMIIOJUITHH € yabikKeH u cTofiHocTuTe Ha AUC ca no-BHCOKH NPH MALUMEHTH C
HapylieHa YepHOApoOHa (hyHKLMS, KaTO He Ca YCTAHOBEHH MPEnopbKkH 3a go3ara. [1o Tasu npuyuHa
JIe4eHHeTO ¢ aMJI0AMMKH TpsAOBa a 3anoyuHe ¢ 103a B JOJIHHUS Kpail Ha J030BHA MHTEPBA U [a ce
MOIXOX/A C MOBHIIEHO BHUMAHHE KaKTO TP 3aroyBaHe Ha MeYeHHEeTOo, TaKa U NpH yBeJIWYaBaHe Ha
no3arta. ETO 3a110 npu Te3M NauMeHTH TeIMHCApTaH/aMIoAHITHH TpaOBa 1a ce ynotpedssa ¢
MOBHIIEHO BHUMAaHHE.

PenoBackynapHa XMNepTOHUsA

Koraro naluyeHTH ¢ AByCTpaHHA CTeHO3a Ha ObOpeYHUTE apTepHH MM CTEHO3a Ha apTepHs Ha
enuHCTBeH (yHKUMOHUpal 6bOpek, ca JieKyBaHH C IeKapCTBeHH MPOLYKTH, KOMTO 3acaraT cucremMara
peHuH-aHrHoTeH3uH-ann0cTepo (PAAC), ChlecTBY Ba MOBULUICH PUCK OT TEHKKA XHIIOTOHUSA H
6b0pevHo yBpexaaHe.

BrOpeuHo yBpexkaaHe U TpaHcnnanTauus Ha 6b0pex

Koraro TenMucapTan/amaoHIMH ce H3MOJI3Ba 34 JICYSHNE Ha MALMEeHTH ¢ HapyleHa 6x0peuna
(yHKUMS, Ce MPenopbyBa NEPHONYHO MOHUTOPHPAHE HA CEPYMHHTE HHBA HA KaJIMi U KpeaTHHHH.
HsiMa OnuT B NpHJIArAaHETO HA TEIMUCAPTaH/aMIOAMIHH TIPU MALMEHTH CbC CKOPOLIHA
TpaHcmianTauuns Ha 6bu0pek. Tenmucapran ¥ aMIOMINH HE CE AWANN3HPAT.

BbTpechl0Ba XUMOBOJIEMHA

[Ipu maLKeHTH, ¢ XMNOBONEMHs H/WIH U3UEPIIBaHE HA HATPUs, HaNpUMep NMopagH HHTEH3WBHA
JMYypeTHYHA Tepanus, HaMalleH TIPUEM Ha COJIH MOpajiH IMeTa, IapHs UIK MOBPBLIAHE. MOXKE Ja
BB3HMKHE CHMNITOMATHYHA XUIOTOHNS, 0COOEHO Cliel MpUnaraHe Ha mbppara 1o3a. Taknusa
ChCTOAHMA TPsAOGBaA na GbAAT NPeONONEHN NMPean MPUIOKEHHETO Ha TeMucaprad., B cnyyail Ha
XMTIOTOHUS BCIGACTBHE JIeUEHHE C TeJIMUCAPTaH/aMJIOAMITHH, ALMEHTHT TpAGBa na Obae nocTaBeH B
JIErHAN0 TMONOMKEHHE H, aKo € HeoOXonuMo, aa My Oblie NPUI0KEHO HHTPABEHO3HO BJIMBAHE HA
dusmonornyen pasrsop. Cea crabunusupane Ha KPBBHOTO HaslATaHe, 1EYEHHETO MOXe /i Obae
MPOABIKEHO,

JIBoi#iHO BIOKHpaHe HA peHMH-AHIHOTeH3HH-angocTepoHoBar acucrema (PAAC)
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Mma paHHH, ye cbrbTeTBaiaTa yrnorpeda Ha ACE unxuburopu, anruotensus Il- -peuerr QP;W
OI0KepH WK ATUCKUPEH NOBULLABA PUCKA OT XHITOTOHUS, XUIIEPKATHEMHSA H HaMMﬂBaﬁ?fﬂr‘;‘
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nBoitHo Gnokupane Ha PAAC ype3 komGuHupaHata ynorpeda Ha ACE HHXHOWUTOPH, aHTHOTEH3uH [1-
peuentopHu O610KepH WU anuckupeH (Bx. Touku 4.5 1 5.1).

AKO ce npelieHH, 4e TepanusTa ¢ ABoiHo 6nokupane e abcontoTHo HeoGXoaMMa, ToBa TpAGBa aa
CTaBa camo 1oj HabNHAEHHETO Ha CHIELHATNCT U NPH YECTO BHUMATETHO MOHHTOPUPAHE Ha
OvOpeuHaTa pyHKUMA, ENEKTPOIUTUTE U KPBBHOTO HANAraHe.

ACE unxubutopu u anruorensut ll-peuentopuu Gnokepn He TpaOBa 1a ce U3MON3BAT EAHOBPEMEHHO
MpH MauMeHTH ¢ AuadeTHa HedponarTus.

Ipyru cheTosHUA ChC CTUMYNALMS HA CHCTEMATA PEHUH-aHTHOTEH3UH-AIIIOCTEPOH

[Tpu nauMeHTUTe, YUNTO ChAOB TOHYC 1 ObOpeuHa QyHKLUA ca B 3aBHCHMOCT Haii-Beue OT JeHHOCTTa
Ha PEHUH-aHTHOTEH3HH-AIIOCTEPOHHATA CHCTeMa (Harp. NALMEHTH C TeKKa KOHIECTUBHA Chp/eiHa
HEI0CTATEYHOCT MM OCHOBHO GbOpeyHO 3a00NsBaHe, BKIKOYHTETHO CTEHO3a Ha 6b0peunuTe
apTepuH), JEUeHHETO C JeKapCTBEHH MMPOAYKTH, MOBIHABAIIH Ta3H CUCTEMA, C€ CBBP3Ba € 0CTpa
XHMTIOTOHUS, XUTIEPA30TEMHS, OJTUTYPHS, HITH PAIKO C Texkko 6bOpeyHo yBpexaaHe (BXK. Touka 4.8).

[IbpBUYEH ANAOCTEPOHUIBM

[MauueHTUTE C MBPBUYEH ATAOCTEPOHU3BM B 0OLIMA Clyyaii He ce MOBIHABAT OT
AHTUXUNEPTEH3UBHUTE JIEKAPCTBEHU NMPOAYKTH, ASHCTBALLM Ype3 HHXUOMPaHE HA PEHHH-
aHruoTeH3uHoBara cuctema. [lopaau ToBa, ynorpedara Ha TEIMHCAPTAH HE CE NMPEnopbYBa.

CTeHO3a HA A0PTHATA ¥ MUTPAJIHATA Kiana, 00CTPYKTUBHA XunepTpodHiHa KapaAHoMUonaTHs

KakTo npH ApyruTe ChAOPA3LINPABALLN CPSACTBA, CelATHO BHUMAHHe ce 00pblla Ha MauHeHTHTe,
CTpajally OT CTEHO3a Ha A0PTHATA H MUTPATHATA Kana, Win 006CTPyKTHBHA XMIIEpTPOpHUHA
KapAHOMHOMaTHA.

HectabuiHa cTeHOKapaua.ocTbp HH(MAPKT Ha MHOKapaa
HsiMa 1aHHM B MOJKpEna Ha yrnoTpebara Ha TeIMHCApTaH/aMIoAMIHH B clyyai Ha HecTabunHa
CTEHOKAPAMSA H 110 BpeMe Ha WIIM [0 Kpas Ha IbPBHA MeCell Cle/l MPeThPIiAH HHQAPKT Ha MHOKapaa.

[TaLueHTH Che ChpIeYHa He0CTATLYHOCT

B enHO OBLATOCPOYHO. M1aLe00-KOHTPOJMPAHO H3MUTBAHe HA aMIIOAMMINH MPU NALHEHTH C TEKKA
ewpreuna genocrarbunoct (knac 111 1 [V no NYHA) chobienara yectora Ha 6enonpobeH oTok € 1o-
BHCOKA B FPYNATA HA JieyeHue C aMJIOAMIMH, OTKOJIKOTO B rpynara Ha miauebo (k. Touka 5.1). [To
TA3W MPHYKHHA MTPH TIALMEHTUTE ChC ChpIeYHA HENOCTATEYHOCT JICUeHNETO TpsAbBa 1a ce rmpuara ¢
MOBHIIEHO BHUMaHHKe. BiokepH Ha KANLHEeBUTE KaHaly, BKIIOYHTEIHO aMIOUIHH, TPAOBa na ce
NpPUIAraT C MOBUILEHO BHUMAHKE IIPH NALMEHTH ChC 3aCTOliHA Chp/EYHA HEI0CTATBYHOCT, Thil KaTO
MOJKE 14 YBEJAMYAT PHCKA OT ObAellH ChbpIEeYHO-ChA0BH CHOUTHA H CMBPTHOCT.

[TanuenTH ¢ auaber, JekyBaHy ¢ HHCYJIMH WIH MPOTHBOAHA0ETHH CPEeACTBa

HPH JIEHEHHE C TeAMUCApPTaH, NMpu TE3Hn NanHeHTH MOXKE 1a Bb3HUKHE XHTNOTTTHKEMHA. 3artoBa MpH
Te3u MaLUeHTH € HeoOX0AMMO Aa ce 00CHAH ChOTBETHO NPOCeAABaHe Ha HUBOTO Ha IIHOK03a B
KPBBTa M MOYXe 1a Ce HAJI0KH KOPUrHpaHe Ha [103aTa MHCY/IMH HIIH aHTHAHAOCTHO CPE/ICTBO, KOraro €
MOKa3aHo.

XunepkanueMus

Vnorpebara Ha lekapcTBEHH NPOAYKTH, KOUTO MOBJIHABAT PEHHH-AHTMOTEH3WH-AII0CTEPOHHATA
CHCTEMA, MOJKE 114 MPUYMHK XUNepKATeMHs. XHIIEePKaleMHUsaTa MOKE Ja NPUYHHU CMBPT MPH
NALMEHTH B CTapyecka Bb3PacT, NauHeHTH ¢ 6b0peuHo yBpekaaHe, nauueHTH ¢ Anaber, NauueHTH Ha
CHIBTCTBALLA TEPanus ¢ N1eKapCTBEHH NPOAYKTH, KOMTO MOTar Jia MOBULUAT KOHLEHTpALHATa Ha
Ka.l'[ldﬁ, w/unu MpH NauneHTH ¢ Apyry ChINBLTCTBALLH CbCTOAHUA

INpenu na ce B3eMe peleHNe 32 eAHOBPEMEHHO NPHIOKEHHE HA JIEKAPCTBEHHU MPOYKTH, KOUTO
MOBIHMABAT CHCTEMATA PeHHH-AHTHOTEH3HH-A1I0CTEPOH, TPAOBA 1a Ce NPELeHH CbOTHOLEHHETO
noJ3a/puck.
OCHOBHHTE PHCKOBH (DAKTOPH 3a BH3HUKBAHE Ha XHIIEPKaIHeMus, KouTo Tpsibsa aa ce
BHHMAHHE Ca
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- 3axapeH auabet, 6v0peuHo yBpexaaHe, Bb3pact (>70 rogunu)

- KOMOMHALMS C e[MH WK TIOBEYE JIEKAPCTBEHH MPOAYKTH, KOUTO MOBJIAABAT CHCTEMATa PEHHUH-
AHTMOTEH3HH-ANI0CTEPOH H/WIH ChABPIKALIN KNIt XpaHUTENHH H00aBku. JlekapcTBeHuTe
TIPOAYKTH MM TEpaneBTHYHUTE FPYIH, KOUTO MOTAT JIa NMpeau3uBUKAT XUNIepKaeMus ca
3aMECTHUTENM Ha COMTA, ChAbPKALLM Kanuii, kanuii-coxpauasawu oquyperuun, ACE
HHXUOUTOPH, aHFMOTEH3MH 11 peLenTopHH aHTATOHUCTH, HECTEPOHIHH [IPOTHBOBB3MANUTEIHH
cpencrsa (HCTIBC, skmountento cenektiuBHute COX-2-uHXUOUTOPH), XeTapHH,
MUMYHOCYPECOPH (LIMKIIOCMIOPHH MM TAKPOIHUMYC) U TPUMETONPHUM.

- ChIBTCTBAILN CHOUTHSA, B YACTHOCT AeXHpaTaLis, OCTpa ChpaeyHa AeKOMITeHCALHs,
meTaboNKUTHA auKa03a, BlolaaHe Ha OpOpeunaTa GyHKLMsA, BHE3AIHO BOLIABaHe HA
cbeTosiHueTo Ha 6b6pennrte (Hanp. uHbeKUMO3HH 3abonAaBaHusA), KIEThUHA K32 (Hanp. ocTpa
McXeMHs Ha KpaliHuK, pabaoMHoN3a, rosama TpaBMa).

HeobxoamuMo e aa ce nposexaa BHUMAaTeTHO MOHHTOPHUpPaHe Ha cepyMHHTE HHUBA Ha KalHs MPH Te3H
nauueHTH (BK. Touka 4.5).

[TauueHTH B cTapuecka Bb3pacT
[Npu yBenuuaBaHe Ha J03aTa HAa aMJIOJMITUH [P NALUKMEHTH B cTapyecka Bb3pacT Tpabsa Ja ce
MO/IX0K 1A C MOBMLIEHO BHUMaHKe (B, Touka 4.2 u 5.2).

Harpuii
ToBa nexapcTBO ChAbpia no-mManko oT | mmol Hatpuii (23 mg) 3a Tabnerka, T.e. NIPAKTUUECKH HE
ChAbPAA HATPHIL.

Ipyru

KaKTo npH BCEKH aHTHXHIMEPTEH3HBEH JIEKAPCTBEH NPOJYKT, IIPEKOMEPHOTO MOHWKEHHE HA KPBBHOTO
HAJIAraHe MpU MalHeHTH C HCXeMHYHA KapAHOMHONATHA M HCXEMHYHO CbPIEYHOCHI0BO
3abossBaHe MOXKeE 1a 10BeIe 10 MH(PAPKT HA MHOKAP/A WK MHCYIIT.

4.5 BsaumozeiicTBHe ¢ APYTH JIeKaAPCTBeHH NPOAYKTH H APYrH (JOPMH HA B3aHMoeiicTBHe

He ca YCTaHOBEHH B3aUMOAECHCTBUA MEXKAY ABATA KOMIIOHEHTA Ha Ta3H CbHKCHpﬂHa KOMOMHALA 1O
BpEME Ha KIIMHUYHHUTE U3NMHTBAHHA.

BzanMoneiicTBusA, CBbp3aHK ¢ KOMOMHAUMATA
He ca npoBexnaHu npoyuBaHus 3a JIeKapCTBEHUTE B3aUMOAEHCTBHA.

Ha ce 83eme npedsud npu convmemeawia vnompeba

Hpyeu anmuxunepmen3usHu 1ekapcmeaeni npooyKkmu
IMoHwkaBaIMAT KPLBHOTO HallsraHe e)eKT Ha TeIMHUCAPTAH/aMITOIMITMH MOXe Ja Oblie 3acHiIeH pU
CBINBTCTBALLA YroTpeda Ha APYrd aHTHXUIIEPTEH3UBHU JIEKAPCTBEHH MPOLYKTH.

JI exapcmeeHu HpO@_}’K.’??It C NOMEHYUAN 3d NOHUNCABAHE HA KPBEHOMO HAlA2AHe

C ornen Ha cpapmamﬂ OrM4HUTE UM CBOIICTBA, MOJKE [Ia C& OYaKBa, Y€ CIEOHUTE JIEKAPCTBEHH
NPOAYKTH MOraT Aa 3aCHJIAT XHITOTOHHYHHTE eégex'ru Ha BCMYKH @aHTHXHIIEPTEH3HBHH CPEACTBA,
BKJIHOYHTCIHO TO3H JICKApPCTBEH NPOAYKT, HAIP. ﬁaKﬂO(lJGH, amudwcmu, HEBPOJIENTHLUH HIIH
AHTUACNPECAHTH. Cobli10 TaKa, OpTOCTaTHYHATA XHIIOTOHUA MOXKE Oa Oble 3acuIeHa M OT AJIKOXOIL.

Kopmuxocmepoudu (3a cucnemHo npunodjcenue)
HamanspaHne Ha aHTHXHMNEPTEH3UBHUA e(eKT.

BiauMopeiicTBUA, CBLP3AHH C TeJIMHCcApTaH

He ce npenopwusa cunvmcmaeauia mepantist




Kanuti-coxpanseawyu ouypemuyu un coObpicanyu Kanui xpaHumennu 0obasku

Anruorensus Il peuenTopHuTe aHTarOHKCTH, KAKBLBTO € TeJMUCApTaH, HAMaNABAT 3arydaTa Ha Kainui,
NpUAN3BHKaHA OT AuypeTHuMTe. Kanuii-chXpaHaBalnTe 1HYpPETHLIM KaTO CIIUPOHONAKTOH,
€MJIEPEHOH, TPHAMTEPEH, HIIH aMUIOPUJ, ChAbPKALLNTE KalHH XpaHUTENHU N00aBKH, HIN
ChAbPAKAIIMTE KANNii 3aMECTUTENM HA COJITA, MOTAT J1a I0BEAAT [0 3HAYUTENIHO MOBUILIEHHE Ha
CepyMHHS Kanuii. AKO € nokasaHa CbIbTCTBalllA YNOTpeOa, Nopaay JOKyMEHTHPaHa XHIOKaIueMus, €
HE0OX0IMMO JIEKapCTBEHUTE MPOAYKTH J1a OBAAT M3M0JI3BAHH C MOBHUILEHO BHUMAHHE, H C TIOCTOSHHO
MOHHMTOpHpaHe Ha CEpYMHHUTE KOHLEHTPALHK Ha Kalus.

Jlumun

CrobuiaBanu ca ciyuan Ha 00paTUMH MOBUILEHUS B CEPYMHUTE KOHUEHTPALMH HA JIMTHS W
TOKCHYHOCT, NPU €HOBPEMEHHO MPHJI0KEHHE HA NUTHH U HHXUOUTOPH HA aHTHOTEH3HH
KOHBEPTHPALLHA EH3UM, KAKTO U ¢ AHrHOTeH3UH [ peLenTopHu aHTaroHKCTH, BKJIKOYUTETHO
Tenmucaprad. Ako komOuHHpaHaTa ynorpeda ce okaxe HeoOXoaUMa, € NPEernopbYNTEIEH BHUMATEIEH
MOHUTOPUHT HA CEPYMHUTE HHBA HA JIUTHS.

Hpyeu anmuxunepmensueHu 1eKapcmeenu nPOOYKmu, deticmeauju Ha peHuH -aH2uomeH3uH
andocmeporosama cucmema (PAAC)

JlaHHH OT KJIHHWYHU MPOYYBAHHA MOKA3BAT, Y€ JBOHHOTO GIOKMpAHE HAa CHCTEMATA PEHHUH -
anrdotensut angoctepod (PAAC) upes komGnHupanara ynorpeba Ha ACE unxuburopu,
anrvoTeHsuH [I-peuentopHu G10KepH UM ANMHCKUPEH CE CBBHP3Ba C MO-BHCOKA YECTOTA Ha HEXeNaHH
CHLOMTHSA, KATO HANPHUMEP XUIOTOHHS, XHIEPKATHEMUS U HaManABaHe Ha ObOpeyHaTa QyHKLUA
(BKMIOYMTENTHO TEKKO OBOpeuHo yBpexaane), B cpaBHeHue ¢ ynorpedaTa caMo Ha efIHO CPeacTBo,
neiicramio Bepxy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

C'bnbmcmeazga yhompeda, u3UCKBaWd NOGUIEHO BHUMANUE

Hecmepoudnu npomueosw3nanumeniu cpeocmea

HCTIIBC (T.e. aueTuncaninumioBa KHCeNHHa B IPOTHBOBB3NANUTENHH 1034, COX-2-nHXUOUTOPH, H
necenextuBar HCTIBC) Morar 1a HamansT aHTHXHNEPTeH3UBHIA eeKkT Ha aHTHoTeH3HH Il
peLenTOpHUTE AHTATOHHCTH.

IMpy HAKOM NauMeHTH ¢ HapyweHa 6b0peuHa GyHKUMsA (Hanp. MAUMEHTH C AeXHMAPATALHA WK
MALUMEHTH B CTApYECKa Bb3PacT ¢ HapyllieHa ObOpeyHa (yHKIHA), €AHOBPEMEHHOTO NPUIAraHe Ha
anrvoTensuH Il peuenTopHH aHTArOHUCTH U IEKAPCTBEHHU CPEACTBA, KOUTO MHXUOUPAT LIMKIIO-
OKCHMreHa3aTa, MOJKeE /12 MMa KaTO Pe3yJITaT N0-HaTaThIIHO BloMIaBaHe Ha ObOpevnaTa yHKuus,
BKJTIOUNTEJTHO B3MOKHO TEKKO OBOpetHO yBpeskaaHe, KoeTo 00MKHOBEHO € oOpatmo. 3arosa,
xoMOHHaLMATA TPAGBA 1a ObJe npuiaraHa ¢ MOBHILEHO BHHMAHNE, 0c00eHO NPH MalHeHTH B
crapuecka Bw3pact. [launenrure Tpadpa na ObAaT aneKBaTHO XMAPATHPaHH, KATO MOl BHUMAHHE
TpaGBa oa ce B3eMe W npocneasBaHeTo Ha ObOpeyHaTa pyHKUHA ce 3ano4BaHe Ha ChbIbLTCTRALLATA
Tepanus v MepHoAniHO clel TOBa.

Pamunpun

B enHO M3NUTBaHE, €/IHOBPEMEHHOTO MpHIAaraHe Ha TeIMUCAPTaH U PAMUIIPHI € I0BENO 10 2,5
kparHo nosuierne B AUC(Q-24 n Cmax Ha paMunpui v pamunpunar. Knuauysara 3Ha4uMOCT Ha
TOBa HaBOJEHHE € HEH3BECTHA

[la ce gzeme nod sHuMen e npu Chnbmemsaiya ynompeba

Hueokcun
Korato TenmucapraH ce npuiara eIHOBPEMEHHO C JHTOKCHH ce HabllionaBa noBHIaBaHe Ha
MeauaHaTta Ha nukosata (49 %) u Hali-uuMckaTa nasMena KoHuentpauns (20 %) na aurokcuH. Korato
ce 3ano4sa, KOPUrkpa ce 103aTa Uik ce MpeKparaBa TeJMucapTaH, Tpsabsa aa ce HabmonaBaT HUBaTa
Ha JMrOKCHH, 3a Ja ce NOANBPIKAT B TePANEeBTHUHHA HHTEPBAL,

BaaumonelcTBHA, CBLP3aHH ¢ AMIOAUMTHH




Cbnbmcmsgwa vnonmeﬁa. USUCKBAWA NOCGUUEHO BHUMAHUE

Huxubumopu na CYP3A44

CBOBTCTRALLIATA YIOTPeGa Ha AMIOAMIHH Che cinHu win ymepenn CYP3A4 unxubutopu (npoTeasHu
WHXUOHTOPH, a3010BM aHTHMHKOTHLH, MAKPOJIHAH KaTO €PUTPOMULIMH WM KNapHTPOMHLIVH,
Bepanamml Wik AHITHA3EM) MOXKE /12 NIPEAM3BUKA 3HAYMTEIIHO YBEIMIABAHE HA EKCTIO3ULIMATA Ha
AMJIOJIMITMH, KOETO 1a 0BEE J10 YBEJIMUEH PHCK OT XMNoToHUA. KnuHuvHaTa TpaHCauus Ha Te3u
(hapMaKOKMHETHYHI BapHaLlK MOYKE /1A € M0-M3pa3seHa NP1 NALUEHTHTE B CTAapYeCcKa Bh3PacT. Tosa
MOXKe 12 HAMOkKH KIHHHYHO MPOCNeasBaHe U KOPUIupaHe Ha 103aTa.

Hnoyxkmopu na CYP3A4

[p¥ eIHOBPEMEHHO NPHIIOKEHNE Ha H3BeCTHU MHAYKTOpH Ha CYP3A4 nnasmenara KOHLUEHTpALKA Ha
AMJTIOZIMMMH MOKe 712 Bapipa. [Topaiy ToBa KPbBHOTO HassraHe TpsbBa Aa ce Hab0AaBa U 1ia ce
0GMMC/IN AIaNTHpaHe HA 103aTa KAKTO MO BPeMe, TaKa i CIIe/l ChITBTCTBALL PHEM, 0COOEHO Ha CHITHH
CYP3A4 unnykropu (Hanp. pudaMmniiiH, KT KAHTAPHOH).

Hanmponen (unghysus)

[Tpu ’KMBOTHH, CIIeA NPUIOXKEHNE HA BEPANaMil B MHTPABEHO3EH JaHTPOJIEH, Ca HabiiofaBaHy
NeTanHa KaMepHa (HOPHIALINA H ChPAEYHO-CHIOB KOJANC BB Bpb3ka ¢ Xunepkamiemus. [lopanu
PHCK OT XUNepKaIueMHsi € PeNoPbUHTENHO Aa ce n36srBa eIHOBPEMEHHOTO MPUIOXKEHHE Ha
67I0KepH Ha KANLMEBHUTE KAHAMH, KATO AMJIO/MITUH, NIPH NALMEHTH, CKIOHHH KbM 3/10Ka4eCTBEHA
XUMEpTepMHs, KAKTO H [IPH OBIA/ISIBAHETO HA 3/10KAUECTBEHA XUNIEPTEPMHA.

Ipeiinpym u cox ont epeuingypym

IpunoskeHueTo Ha PaBeHTOH ¢ rpefindpyT 1aM COK Ot rpeAngpyT He ce MpenopbyBa, Thil KaTO NPH
HAKOM NALMEHTH OUOHANMYHOCTTA MOKE 12 Ce YBEeJIHYH, KOeTO Aa A0Bee 10 yBe/IM1aBaHe Ha
e(peKTHTE Ha MOHWKABAHE HA KPBBHOTO HaJATAHE.

TTa ce 83eme nod @HUMEHUE NPU CbNBIMCMEaua ynompeba

Taxponumyc

VimMa piCK OT yBeJHUeHIe Ha HHBATA HA TAaKPOJIOMYC B KPBBTA MPH €1HOBPEMEHHO MPHIOKEHHE C
AMJIOMIIHH, BBIPeKH ue GapMakOKHHETHYHHMAT MEXaHU3bM Ha TOBA B3aHMO/ICHCTBHE HE € HAMbIIHO
W3siCHeH. 3a 1a ce n3berHe TOKCHYHOCT Ha TAaKpPOJIUMYC, B CIy4al Ha €JHOBPEMEHHO MPUIOKEHUE Ha
AMJTOJMITHH TIPH MALNEHT, JIEKYBaH C TAKPOJIMMYC, € HeOOX0AMMO MOHHTOPHPAHE HA HUBATA HA
TAKPONUMYC B KPBBTA M ChOTBETHO KOPUTHPAHE Ha 103aTa TaKpOIMMYC NpH HeoOX0AMMOCT.

Huxnocnopun

He ca nposexaaHu npoy'uBaHns 3a B3auMoOAelicTBHE MEXIY LUMKIOCIOPHH H aMJIOAONWH MPH 31paBH
10GpOBOILH W APYTH MOMYNALHH, C H3KIIIOUEHHE HA TAUHEHTHTE C 6BOpeuHa TpaHCIUTAHTaALMS, TIPH
KOWTO € HabJII0IaBaHO NPOMAHATA HA Half-HUCKATa KOHLUEHTPALMS Ha UMKJIOCIIOPHH Jia C€ NMOBHILIABA
(cpenno 0-40%). Cnensa 1a ce MmMa NpeaBUA MOHHTOPHPAHE HA HUBATA HA LIKJIOCTIOPHH NPH
nauuenTUTe ¢ GBOpeUHa TPAHCIIAHTALNA, JIEKYBaHH C AMIIONHITHH, KAKTO M CHOTBETHO HAMAIIABAHE
Ha [03aTa LMKIOCTIOPHH NPH He0OX0AHMOCT.

Hrxubumopu Ha npuyentus 3a panamuijun exsum npu bosatinuyu (m TOR)

mTOR HHXHOUTOPH KATO CHPOIMMYC, TeMcuponumyc 1 eBeponumyc ca CYP3A cybcrparu.
Amnozunus e ¢1a6 CYP3A unxubutop. [pu cenbrersaio npunokenne Ha mTOR uHxubuTOpH,
AMJTOIMITAH MOXe 1a yBenuun ekcrosuuusata Ha mTOR unxuduTopuTe.

Cumeacmamun

EAHOBPEMEHHOTO MHOFOKPATHO MpHiokeHHe Ha 10 mg aMIoAHIHH U 80 mg cumBacTaTH g
yBe/IMUEHUe HA HUBATA HAa CUMBACTaTHH 10 77 %, B CpaBHEHHE CHC CHMBACTATHH, 1P AA Ti0 ‘,-’,Q' .
CAMOCTOSTENTHO. 3aTOBa, MPH MaLMeHTH, PUeMally aMI0IHIHH, € Heobxonumo a j}éﬁa:%‘ﬁasa q:%ﬁ Ny

cumBacTaTuH 10 20 mg AHEBHO.




4.6 @epTHaANTET, GPEMEHHOCT H KbpMeHe

BpeMeHHOCT

Hannyuy ca orpaHu4eHy JaHHH OTHOCHO yrioTpebara Ha TelMHCapTaH/aMIoIUITHH TPU GpEeMEHHH
’KeHu. He ca u3BbpluBaHu M3NUTBAHMUA C TEIMHCAPTAH/AMJIOIKIIMH 3a PENPOAYKTHBHATA TOKCHYHOCT
NpH KHBOTHH.

Teamucapman

He ce npenopbusa ynorpebara Ha aHrnotensus Il peuentopHi aHTArOHUCTH 0 BPEME Ha MTBPBHSA
TPUMECTBLP OT OpemeHHocTTa (BK. Touka 4.4). Ynorpebara Ha aHrinoreH3suH Il peuentopHu
AHTaroOHMWCTH € NPOTHBONOKA3aHa [0 BPeMe Ha BTOPUSA U TPETHS TPHMECTBP OT OpeMeHHOCTTa (BiK.
ToYKa 4.3 1 Touka 4.4).

ITpoyuBaHMATA ¢ TEIMHUCAPTAH MPH HKUBOTHH Ca MOKA3AIM HAJIMYHE HA PENPOAYKTHBHA TOKCHYHOCT
(Bk. TOUKa 5.3).

EnuaeMuonoruyHuTe JaHHU 33 PUCKa OT TepaToreHHocT ciel ekcrnosnuns Ha ACE uaxuburopu npes
IBPBHA TPHMECTBD Ha GpeMeHHOCTTA He ca yBenurentu. Bee nak, He MOXKe Ja ce M3KIIOUH
NOBHIIEHUE HA pucKa. JOKAaTO NTUNCBAT JaHHU OT KOHTPOJIMPAHO eMMAEMHONOHYHO H3CIedBaHe 3a
pucKa ot AeficTBHETO Ha aHrHoTeH3|H [l peuenTopHH aHTArOHHUCTH, 34 TO3M KJIAC JIEKApCTBEHU
NPOAYKTH TAKUBA PUCKOBE BUHATH MOsKe Aa uMa. OCBEH KOraTo NpOAbIKHTETHOTO JIeYeHHE C
aHrHoreHsuH Il PELEenTOPHH aHTaroOHMCTH C€ CYHTA 338 HANTOMKHTEIHO, MNALHEHTKHUTE, KOUTO I'UIHHH]JEI.T
na 3abpemeHesT TpsAGBa 1a MPeMUHAT HA ANTEPHATHBHO AHTHXHIIEPTOHHYHO JIEUeHHE, KOETO € C
nokasaHa 6esomnacHocT 3a OpemenHu. KoraTo ce ycTaHoBH OpeMEHHOCT, JISYeHHETO ¢ aHrHoTeH3uH Il
PeLEenTOpPHU aHTaroHUCeTH Tpabsa na OGbae npeycraHoBeHO He3abaBHO U, AKO € B3MOXKHO, 14 ce
3aMovyHe alnTepHaTHHO JieueHHe,

H3BecTHO e, e excro3uumuaATa Ha aHrHoTeH3uH I pellenTOpHN aHTAarOHKCTH TIO BpeMe Ha BTOPHS H
TPeTHs TPUMECTPH, HHAyLUHpa GeToTOKCHYHOCT (NoHkeHa ObOpeyHa GyHkuMa, HaMansaBaHe Ha
aMHHOTHYHATa TeYHOCT, 3a0aBsHe ocHpHKALMATA HA Yepena) U HeoHaTajlHa TOKCHYHOCT (0B0peuHo
YBpPEXKIaHE, XUIOTOHHA, XHIepKaTneMus) (Bx. Touka 5.3).

ITpu excnoszuuus Ha aHruorensuH I peuenTopHy AHTArOHUCTH 110 BPEME HA BTOPUs TPUMECTBP Ha
GpeMeHHOCTTa, Ce MPenopbyBa U3BbPIIBAHE Ha YITPa3ByKOB nperiel Ha ObOpeunara Gykuus u
yepena.

KbpMmauerarta, Y4uuTO MalKi ca npuemManu aHruotensuH 1 peuentopHu anTaroHuceTH Tpadea ga ovaar
HabnronaBaHK 3a MosBa Ha XMMOTOHMA (BIkTe Touku 4.3 1 4.4).

Amnoounun

BesonacHocTTa Ha aMJI0UIHH M0 BpeMe Ha OpeMeHHOCT NpH Xopa Bee OLLe He € ycTaHoBeHa. B
NIpOYUBaHWA MPH KHBOTHH e HabMoiaBaHa penpoayKTHBHA TOKCHYHOCT MPH BUCOKH J103H (BXK. TOYKA
5.3).

Kbpmene
AMIloaunuH ce eKckpeTupa B kbpmara. YacTra oT Ao3aTa Ha Malikara, NnojyueHa OT KbpMaueTo, €
M34MCIIeHa C MHTePKBapTUIeH Auana3oH 3-7 %, ¢ MmakcumyM 15 %. EQexThT Ha aMnOOUNUH BbPXY
KbpMayeTaTa € HEM3BECTCH.

l'Iopauu TOBA, Y€ HE € HanMH4YHa HHq.lOpMﬁl.lHSl OTHOCHO ynorpeﬁa’ra Ha TENMHCcapTaH Mo BpeMe Ha
KbpMeHe, yrnotpebaTa Ha TeMUCapTaH/aMI0AHIIMH He Ce NPenopbyBa; HeoOX0AMMO € a Ce NPUCTBITH
KBbM alITePHATHBHO JIeveH e ¢ [oKkazaHa 6e30MacHOCT N0 BpeMe Ha KbPMEHE, 0COOEHO KOraTo ce
KbPMH HOBOPOJEHO HJIH HeAOHOCeHO Oebe.

QepTUanTET




He ca Hanu4Hu naHHu oT KOHTPOJIMPaHH KITHHHYHH U3MHTBAHHA C (t]HKCPIpaHaTa 03082 KOMOUHaLUA
HIH C BCCKH OT KOMIOHEHTHUTE MOOTAEJIHO.

He ca npoBexIaHu OTAETHH U3NNTBaHU 32 PETNIPOAYKTHBHA TOKCHYHOCT ¢ KOMOMHALMATA
TeIMKHCapTaH-aMIOAHTIHH.

B npeaknMHUYHK U3NUTBaHUA He ca HabII0AaBaHU Bb3ACHCTBYA Ha TeIMHUCApTaH BbpXY (pepTHIUTETA
MIPH MBXKKH ¥ KEHCKH KHBOTHH.

[Ipy HAKOW NALMEHTH, NeKyBaHH ¢ OIOKepH Ha KanlMeBHTe KaHalu, ce chobliasa 3a obpaTumu
OMOXMMHMYHY NMPOMEHH B rilaBara Ha criepMaro3oniure. KiMHHYHKUTE JaHHHU 332 NOTEHLHATHUA edekT
Ha aMJIOJJUNIMH BBPXY (pepTHAUTETa ca HelocTaThyHHU. B e1HO npoyyBaHe NpH IIbXOBE ca
YCTAHOBEHHU He)KenaHu edexT BbpXy QepTwiuTeTa Npy MbKKHTE (B, TOUKa 5.3)

4.7 EdexTn Bopxy cnocodHocTTa 3a 11odupaHe H padora ¢ MAIHHH

To3u nexapcTBeH NPOAYKT MOBIMABA B yMepeHa cTerneH cnocobHocTTa 3a modupade v paborta ¢
mauyHy. [Taunenture Tpsabpa na 6vaaT HHGOPMUPAHH, YE 110 BPEME Ha JISYEHHUETO MOKE Ja Cce
HabJII01aBaT HeXeNaH! PeakLny, KaTO CHHKOI, ChHJIMBOCT, 3aMaiiBaHe MK CBETOBBPTEXK (BXK. TOUKa
4.8). 3atoBa ce npenopbyBa MOBHIIEHO BHUMaHWE N0 BpeMe Ha modupaHe u pabora ¢ Mamunu. [Tpu
N0sIBA HA Te3H HEeXEeNaH! peakiiny, e HeobXoauMo Aa ce W30ATBaT NOTeHLHATHO ONAaCHH JAeHHOCTH
Karo wodupare U pabora ¢ MaLIHHU.

4.8 HewxejaHH JeKapcTBeHH peaKLHH

O6o00wenne Ha npoduna Ha 6e30macHoCT

Haii-uecTHTe HexKenaHH JIEKapCTBEHH PeakiiMi BKIIOYBAT 3aMasHOCT U nepudepeH oTok. B penku
Cyyau MOKe 1@ Bb3HHKHE i cepro3eH cuHkon (mo-manko ot | ciyyait Ha 1 000 nauuenTy).

CrobiienuTe 10 MOMEHTA HEe)KeNaHU peakliiy, OTHACSLLM Ce 10 HAKOH OT KOMMOHEHTHTE
(TenMucapTaH WM aMJIOANMKMH), MOraT aa ObaaT NOTEHLUMATHN He/KENaHU peakiiuk ¥ Ha PaBeHTOH,
JIOpH @Ko He ca HabmoaaBaHK B KTMHUYHK MPOYYBAHUA UM 110 BPEME HA NIOCTMAPKETHHIOBHS
[epHO.

TabnuueH BHA HA HEXETAHNUTE JEKAPCTBEHN PEaKLMH
Be3onacHOCTTA M MOHOCHMOCTTA HA PABEHTOH Ca OLIEHEHH B 5 KOHTPOJMPAHH KIMHHYHU U3NUTBAHUA
¢ Hazg 3 500 naumenTH, Han 2 500 OT KOMTO ca MpHeMasu TeJMUcapTaH B KOMOHHALMSA C aMIIOAHITHH.

Hesxenanute peakiyu ca OnpeieneHn Cropes YecToTaTa Ha Bb3HUKBAHE, ChIJIACHO C/IeAHaTa
knacudukauus: MHOro uectu (>1/10); wectu (>1/100 mo <1/10); newectn (=1/1 000 no <1/100); peaxu
(=1/10 000 no <1/1 000); muoro penxu (<1/10 000), ¢ Heu3BecTHA 4YecTOTa (OT HAUTHYHUTE JaHHH HE
Moxke aa Obae HanpaBeHa OLeHKa).

BbB Besika rpyna, HeyKenaHuTe peakliMu ca MpeACTaBeHH B HM3XOAALL pell M0 OTHOIIEHHE Ha TAXHATA
CEPHO3HOCT.

Cucremo- PagenTon Teamucapran AMJIOAHNTHH
opraHeH

KJac

Hudghexyuu u ungpecmayuu

Heuectn MH(pEKLHH Ha FOPHUTE

JAHUXAaTeNHH NbTHLLA, BKI.
(apHHTUT ¥ CHHY3HT,
MH(pEKUMH Ha MUKOYHUTE
MbTHLLE, BKJI. LHCTHT
Penku LIMCTHT CETCHC, BKJIIOYHTENIHO C

JICTAJICH H3X0[ I




Hapywenus na Kpyema u Jum@nama cucmema

Heyectn aHeMus
Penxu TPOMOOLIUTOTIEHHS,
€03HHOpUIUA

MHoro NEeBKOLMTONEHHS,
penK TPOoMOOLHTONEHUS
Hapywienua Ha uMyHHama cucmema
Penku CBPBXYYBCTBHTEN- HOCT,

aHadunakTHYHa

peakuHs
MHuoro CBPBXYYBCTBHTETHOCT
peAKH
Hapywienuna na Memafoausma u Xxpanenemo
Heuectu XHUNEepKaTHEMHA
Penku XUMOrTUKEMHUs (MPH

nauueHTy ¢ auaber)
MHoro XHIEPrIIHKEMHAs
PEAKH

Hcuxuunu Hapywenun

Heuectn NpoMsHA Ha HACTPOEHHETO
Penku Jenpecus, 00BbpKaHOCT
0e3nokoiicTBO,
HescbHue
Hapywienua na nepenama cucmema
YectH 3aMasiHOCT
Heuectn CBHJIMBOCT,
MHrpeHa,
rnasobonue,
napecTe3us
Penxu CHHKOII,
nepudepHa
HEBPOMATHs,
XHMecTe3ns,
JMCcrey3us, Tpemop
Muoro eKCTpanupaMHeH CUHAPOM
penkH XHUIEPTOHHs

3pumennu Hapyuienua

Yecru 3PUTENTHU CMYLLEHHS

(BKJIFOUHMTETHO JUTLIONHA)
Heuectn HapylIeHWe HA 3PEHHETO
Penxu 3PUTEIHU CMYLIIEHHS

Hapywenus na yxomo u 1abupunma

Heuectn CBETOBBPTENK THHUTYC
Hapywienua na copuyemo
Heuectn Opanukapams,

nannuTaLru
Penxu TaxHKapaus
MHoro MHApPKT HA MHOKap/a,
penku apuUTMUs, KaMepHa

TaxuKapaus, MpeachpaHO
MBKAEHE

Cvooeu napyuenus

Heuectn

XHIMOTOHMUA,
OpTOCTaTHYHA
XHMOTOHUS,




3a4UepBABaHE Ha
JIHLIETO

MHoro BacCKyJIUT
peaKu
Pecnupamopnu, 2pv0nu u MeOUacHuHAIHI HAPYWeHUS
Heyectn Kaluiua JUCTIHES! JMCIIHEs, PUHHT
MHoro MHTEPCTHLHATHA
penKu Genoappbua
Gonect”
CmomauwiHo-4pesHU HApyuieRus
Yectn MpOMsHA B PUTbMA Ha
M3X0XAaHe (BKIFOYHTETHO
JHapHs U 3ameK)

Heuecru abpnomunanua Gonka, ¢naryneHuus NpOMsiHa B pUThMa Ha

AHapus, nedexauns

rajeHe
Penku MnoBpBLUAHE, cToMalleH AUckoMbopT

IHHTHBaTHA

xuneptpodus,

JUCMIENCHS, CYXOTa B

ycraTa
MHoro NaHKPeaTUT, FACTPUT
pefiku
Xenamodunuapuu HapywieHus
Penxu HapylleHa YepHopobHa

dykuus, qeguonpoﬁﬂu
HapyLIeHHs

MHoro XEMaTHT, JKbITEHULIA,
peaKH NOBHILIEHH HABA HA

4yepHOAPOOHUTE eH3UMHU
(ocobeHo TpH xornecrasa)

Hapymenun Ha Koycama i ROOKOJNCHAmMa MbKaH

Heuecru MpypHTYC XUMEPXUAPO3a ajnonewuus, myprypa,
JENUrMeHTaLHs Ha KOJKaTa,
XMIEPXHIpPO3a
Penku eK3eMa, epuTemMa, aHrvoenem (c neraneH
00puB W3XO0/), TeKapCTBEH
06pHB, TOKCHYEH KOKEH
00puB, ypTHKapHs
MHmoro aHTHOEEM, EpHTEMA
penku myntudopme, ypTHKapus,
eKc(oNHaTHBEH JEPMATHT,
cuHApoM Ha Stevens-
Johnson,
(hOTOUYBCTBUTEHOCT
C TOKCHYHA eMuiepManta
HEM3BECTHA HEeKponH3a
4eCTOTa

Hapywienus Ha MycKyaHo-CKeJemHama CHCHeMd 1 CbeOuHUMeHama MbKaH

YectH

MOAYBAaHE HA IVIE3CHHTE

Heuectn

apTpanrus, MyCKyJIHH
crasMH (KpaMIu B

KpaKara), MHaJIrust




Penku Gonka B ropba, 6onku | GosKa B CyXOKUIHE
B Kpaitnuuute (00JKH (mono6GHM Ha TEHIMHHUT
B KpaKaTa) CHMITTOMH)
Hapywenus Ha Gv0peyume 4 NUKOYHUME NbMUa
Heuectn 6bOpeuHo yBpeKIaHe, HapyLIeHHe Ha yPUHUPAHETO,
BKJIOUHMTENHO OCTpa 4yecTo YpHHHpaHe
OpOpeuHa
HEI0CTAThHHOCT
Penku HOILHO YpHUHHUpaHe
Hapyuwienua na 6v3npou3eo0umennama cucmema u zZupoama
Heuectu epeKTuIHa rHHEKOMAaCTHsA
nuchyHKLUHS
O6uqu Hapywenus u epexnu Ha MACMOMO Ha npuiodcenue
Yectn nepudepeH enem
Heuecrtu acTeHusl, rpbaHa Honka
6onka, yMopa, elieM
Penxu HepasnonoKeHue rpUIONOA00HO
3abonaBaHe
H3zcnedsanus
Heuectn MOBUILIEHN HHBA HA MOBHUILIEHH HABA Ha MOBHILIEHO TEJIECHO TETJIO,
yepHOAPOOHHUTE KpeaTHHMH B KPbBTa MOHKEHO TENECHO TErJIo
EH3HMH
Penxu yBeNuueHa NOBHILIEHHU HUBA HA
KOHLIEHTPALMS Ha kpeatiH dochokuHaza B
NMUKOYHA KHCENHMHa K].'J'bBTa, MOHWKEHH HUBA
B KpbBTA Ha XeMor1001H

1. Hesenanara peakums Moke fa ObJe OTKpUTa c/TyuaifHo WM 1a € Bb3HUKHAJIA B pe3y/ITaT Ha
53“3380’1’3}{ 10 MOMEHTA MEXaHH3bM

- B NOBEYETO Ciyuau NaToNorHyHa YepHOApoOHa dyHKUHs/9epHOAPOOHH HAPYLICHHUS, YCTaHOBEHH
[PH NOCTMAPKETHHIOBHS ONAT C TEIMUCAPTaH, BL3HUKHATN MpH AMOHCKM nauuentu. Tesu
EG}KEHaHH NIeKapCTBEHH PEaKLIHH € T0-BEPOSTHO 1a Bb3HUKHAT NPH ANOHCKH MALUEeHTH.

: OT NOCTMAPKETHHIOBM OMUT C TeIMHUCApTaH nMa cHOOLIEHH cllydan Ha HHTEPCTHLHAIHH
GenoapobHu GosnecTH (Haki-4ecTo HHTEpCTHLHANHA H £03MHOQU/IHA THEBMOHHS)

CboblIaBane Ha MOA03UpaHi HeXENaHH PEaKLH

CHoOIABAHETO HA MO03HPaHI HeXKETaH| PeakLiH ClIe/l paspellaBane 3a ynorpeba Ha IeKapCTBEHHA
MpOAYKT € BaxkHO. ToBA MO3BO/ABA A NPOAB/ILKH HaGFOICHUETO HA CHOTHOLLIEHUETO MONI3a/PUCK 32
fleKapeTBEeHUs TPOAYKT. OT MEAHUMHCKUTE CICLHATTMCTH C& W3KCKBa Ja chobIIaBar BCAKa
003MpaHa HeKeNlaHa peaxiys 1pe3

W3neaHKATENHA areHuys no JieKkapeTsara

ya. ,,Jamsan [pyes” Ne 8

1303 Codpusn

Ten.: +35 928903417

yebcaiit: www.bda.bg

4.9 Ilpenosupaue

CuMnITOMH
[Tpu3HALMTE M CHMITOMHTE 32 MPE03UPAHE Ce 0YaKBa Aa ce NposBAT NOA (popmara Ha 3aCUIICHH

dbapmakosorudHu eQexTi. Haii-siBHUTE MPOSBIEHHNS HA TPE03UpPaHe C TEMHCApTaH CE ouakBa Ja
GbIAT XUIOTOHHS ¥ TAXMKAP/ANA; UMA CHOOILEHHSA 1 32 GpasuKapaus, 3aMasHOCT, MOBULICHHE HA

HHMBATA HA CEPYMHHS KpeaTiHUH, TEKKO ObOPeuHO yBpekKAaHE.
HexkapanoreHen 6enoapodeH 0Tok ce crob1asa psaKo Karo MocaeAnia oT Npefaosxp
AMITOJIMTIHMH, KOMTO MOJKE /1 C€ NPOsBY ChC 3a0aBEHO Havalo Ha edekra (24-48 qaca/s
[MOMIBILAHE) ¥ A H3MCKBA H3KYCTBEHA BEHTWIALMA. PaHHUTE PeaHUMALHOHHH MepK




HaTOBAPBAHE C TEYHOCTH) 3a NOAAbPKAHE HA nepy3usaTa U chpaeuHus Aedut morar na Gbaat
ycKopsBaiy (akropu.

I[Npeno3upaHeTo ¢ aMJIOANITHH MOKe 1a MMa KaTo pe3y]Tar TBbpPAE BHCOKa nepudepHa
Ba30AMIATALMA, KaKTO U peduiekcHa Taxukapans. Cbobiasa ce ChUIo 32 H3ABEHA H BEPOSITHO
MPONBKUATENIHA CUCTEMHA XUIIOTEH3MSI, KOSTO [ MPEMUHE B ILOK, BKIFOYUTETHO ILOK, 32BbpILBALI
CbC CMBPT.

JleueHue

[ManuenTsT TpsiGBa na Oble BHUMATENHO HAOMIOIABAH, 4 JIEYeHUETO TPAOBA 1a € CHMITTOMATHYHO U
noaabpxailo. Cxemara 3a JleueHHe 3aBUCH OT BPEMETO OT MOMEHTA Ha MOTIIBbLIAHEe, KAKTO U OT
TEKECTTa Ha cuMnToMuTe. [IpeanaraHuTe MEpKH BKITIOYBAT NpeAN3BUKBAHE HA MOBPBILAHE W/HIH
JlaBak Ha cromaxa. B ciyvau Ha npefo3upaHe, KakTo Ha TeJIMUCapTaH, Taka M Ha aMJIOAUIIHH, KaTo
CPEeICTBO MOJKE J1a CE M3110J13Ba M aKTHBEH BBIJICH.

Hupara Ha cepyMHUTE eNeKTPOIUTH U KpeaTUHHHA TpAOBa aa 6baaT u3MepBanu 4ecto. [1pyn Hanmnuue
Ha XMIOTEH3HA, MALMeHTHT TPAOBA a ce NOCTABM JerHan no rps6 U ¢ MOBAMTHATH KPAMHULM, KATO
4ecTo My Obe mpunarano Obp30 BAMBaHE Ha coiu W obemoszamectutenu. Tpsabea na ce 3amnouHe
NoAABpAalLo NeveHne. MHTpapeHO3HO BNMBaHEe HA KalLMeB MIFOKOHAT Moe aa Obae eeKTHBHO 3a
npeogonsaBaHe Ha edexta Ha OIOKMpaHe Ha KATLMEBUTE KaHaTd. B HAKOM ciyyau MOXe Aa € OT nossa
Jia ce HampaBM MpoMHBKa Ha ctomaxa. [1pu 3apaBu 106poBONILH NPUIOKEHUETO HA AKTHBEH BBITICH
[0 2 yaca cnep npunoxkenue Ha 10 mg amMmnoaunuH nokassa HaMangBaHe Ha CKOpocTTa Ha abcopOLus
Ha amnoaunuH. TeaMucapTad 1 aMIOAUITHH HE MOTaT [a Ce OTCTPAHAT Ype3 MpHIIaraHe Ha
XeMoauanuza.

5. ®APMAKOJIOTMYHU CBOUCTBA
5.1 ®apmakoanHAMHYHN CBOICTBA

dapmakoTepanepTiuHa rpyna: Cpencrsa, aeficTBaly Ha peHHH-AHTMOTEH3HHOBATa CHCTEMA,
6noxepu Ha auruoteH3uH Il (ARBs) peuentopute 1 Gnokepu Ha kanuueure kaHamu; ATC kon:
C09DB04.

TenMucapTaH/aMIOUNUH ChUETABA JBE AaHTUXHNEPTEH3UBHH ChCTABKH C JOMBJIBAILH CE MEXaHU3MHU
Ha JeficTBHE 32 KOHTPOJIpate Ha KPbBHOTO HANIATaHe MPU MALHEHTH ¢ eCeHLHATHA XUTIePTeH3HA:
anruotensuH Il peuenropen aHTaroHUCT, TeAMUCApTaH, H AMXUAPOMUPUINHOB ONOKEp Ha KaILMEBUTE
KaHalH, aMJ10AMITHH.

KomGuHaumsaTa OT T€31 BELIECTBA MMa alUTHBEH aHTUXHUNEePTeH3UBeH eeKT, MOHWKaBall KPhBHOTO
HAJISIraHe B MO-rojiAMa CTEMNeH, OTKOJKOTO BCEKH KOMIIOHEHT NOEAHHUYHO.

[TpuemaHeTo Ha TeNMUCAPTAH/aMIOAMNHH BEIHBK JHEBHO e)eKTHBHO H TPaHHO MOHMKaBa KPHBHOTO
HaJiAraHe 3a Uenus 24-4acoB nepHoA Ha AelCTBHE Ha JIeKapcTBeHaTa 03a.

Tenmucaprad
TenMucapraH e akTHBEH TpH NepopaseH npuem u € cneunduyer aHrnorensuH Il peuenropen

aHraronucT (tun AT]). TenmucapTan u3MecTBa ¢ MHOro roasm aguuureT aHrnorensuH Il or
crietnMUHUTE MY MECTA 3a CBbp3BaHe KbM peuentopa ot cyotun AT, KoHTO € 0TTOBOpEH 3a
peiictBuero Ha anrnorensus 1. Tenmucaprad He Noka3Ba HUKaKBa aKTHBHOCT Ha MapLHaeH
aronuctHa AT| . peuenrtopa. TenmucapraH ce cBbp3Ba cenekTuBHo kbM AT| — peuenropa, KaTo
CBbP3BaHETO

e Tpaiino. TenmucapTaH He noka3sa aQMHUTET KbM APYTH peLenTopH, Bkmouutento AT2 u opyru
rno-

cnabo mpoyuenu AT- penientopu. GyHKIMOHANHATA PO HA TE3W PELIENTOPH € HEU3BECTHA, KaKTo
e(eKTHT Ha Bb3MOXKHATA UM CBPBXCTHMYJIAUMA OT aHMHOTeH3HH I, YMMTO HKMBA Ce MOBUIIABAT OT
tenmucaprtad. TenmucapraH HaMalaBa MJ1a3MEHUTE KOHLEHTPaLKMK Ha angoctepod. TenaMu

aHrHOTEeH3WH-KOHBepTUpaLlia eH3uM (kunuHasa I1), koifto pasrpaxa 1 OpaauKHHU
0YaKBa 3aCHIBAHE HAa ONOCPEJACTBAHNUTE OT OpaHKMHUH HEXENaHH JeKapCTBEeHH pcr



ITpu yoBeka, fo3a ot 80 mg TeaMHUCAPTAH NOYTH M3LANO MOTHCKA NPEAN3BUKAHOTO OT aHTHOTEH3uH 1
MOBUILIEHHE HA KPBBHOTO Hansirane. EQexTsT Ha noTHckaHe npoabikana 24 yaca U € U3MEPHM 10
48 yaca.

Cnen MbpBaTa 103a TEIMHCAPTaH, aHTHXHIEPTEH3HBHATA aKTHBHOCT TIJIABHO 3ano4Ba Aa CE NnposABibBa
cnen okoJo 3 yaca. MakcUManHoTO MOHWKEHHE Ha KPBbBHOTO HajlAraHe ce noctura B obmus cnyqaﬁ
3a 4 1o 8 ceIMMIIM Cleq 3ar04BaHeTo Ha JIGYEHHMETO, H C€ MOAADbPXKa MO BPEME Ha LENHA NIEPHOI Ha
JIeHEHHE.

AHTHXHNEPTEH3UBHUAT e(DEKT ce NOALbPKA B TeUeHHE Ha 24 yaca clie]] TPMEMaHe 1 BKIIYBA
nocneHNTE 4 Haca npeau ciepallaTa 103a, KOETO Ce yCTaHOBABA YPe3 H3MEPBaHe HA KPLBHOTO
HansraHe B aMmOynatopHu ycnosus. ToBa ce NOTBbPIKAABa OT CbOTHOLUEHHUATA HA MMKOBETE, KOKTO Ca
unentuund Haj 80 % cnen npuemare Ha 1034 oT 40 u 80 mg TenMucapTaH B naLe60-KOHTPOIUPaHU
KIIMHUYHY W3NUTBAHUSA. Y CTaHOBsIBA ce 3a0ene)xuma TeHIeHLMS KbM 3aBUCMMOCT Ha 103aTa OT
BPEMETO 3a BL3CTAHOBSBAHE HA HAYATHOTO CHCTOIMYHO KPBBHO HanAraHe .B TO3M CMUCHI JaHHHTE
OTHOCHO IMACTOJIHYHOTO KPbBHO HAJISTAHE Ca MPOTHBOPEYHBH,

[py NAUMEHTH C XUMEPTOHU, TEIMUCAPTAH PELyLHPa CUHCTOMMYHOTO U AMACTONIMYHOTO KPBBHO
Hansrane, 6e3 na 3acsara yectorara Ha chpuebueHe. [[pHHOCHT Ha LY UPETHUHUS U HATPUYPETHYHHSA
edekT Ha JieKapCTBEeHHs NPOYKT KbM HEroBaTa XMMNOTEH3WBHA aKTUBHOCT € B MPOLIEC Ha
yCTaHOBABaHE. AHTHXHIEPTEH3HBHATA e(PUKACHOCT HA TEIMHCAPTAH € CPABHUMA C Ta3H Ha
BELLECTBATA OT APYTH KJIACOBE AHTHXHUINEPTEH3UBHH JIEKapPCTBEHH MPOAYKTH (KOETO € 10Ka3aHO B
KJMHWUYHM W3MUTBAHMSA, KbAETO e)eKTHBHOCTTA Ha TEIMUCAPTAH € CPaBHEHA C Ta3H HA AMJIOJMIKH,
aTeHOIIOM, eHANANPHI, XHAPOXIOPTHA3U, U TU3UHOMPHI).

l'lpu BHE3aMHO NNPEKbCBAHE HA JIeYEHHETO ¢ TeJIMUCApTaH, B PAMKHTE Ha HAKONKO JHH KPLBHOTO
HajsiraHe rocCTene’Ho Ce Bb3CTAaHOBABA 10 MbPBOHAYAIHUTE NapamMeTpH OTNPEAH 3ano4BaHEeTO Ha
JIEYEHHUETO, KATO HE € 10Ka3aHo Bb300HOBSIBAHE HA XHIEPTEH3HATA.

Yecrorara Ha CcyXa KaluiHla e 3HaAYUTENHO N0-HUCKA NMPH NalHeHTHTe, JIEKYyBaHH ¢ TEIMHCApTaH,
OTKOJIKOTO MpH TE€3H, KOWTO Ca JEKYBaHH C HHXHﬁHTO]JH Ha aHTMOTECH3HH-KOHBEPTHpAIIHUTE €H3HMH,
KOETO C€ yCTaHOBABA B KIMHHYHH U3NMWTBAHUA, IMPEKTHO CPaBHABAILK ABaTa THIA
AHTUXHIIEPTEH3UBHO JICUCHHE,

JlBe ronemu paHaomusupanu kontposnupanu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rnobanHo u3nuTBaHe 3a
KpalHH TOUKH Ha TeIMHCApTaH, CAMOCTOSTENHO M B komOuHauus ¢ pamunpua) 1 VA NEPHRON-D
(KnuHMYHO mfpoyYBaHe CBbP3aHO C pa3BuTHe Ha Hedponarua npu auaber, MNPOBEACHO OT
MUHHCTEPCTBO MO BLIPOCHTE Ha BETepaHHTe) — Mpoy4Bar yrnorpeGarta Ha komOunauusrta or ACE
UHXUOUTOP M aHrnoTeHsuH ll-petentopen 6aoxep.

ONTARGET e npoyusaHe, MpoBeNEHO NpH MAUMEHTH C aHaMHe3a 3a ChpAEYHO-ChIOBA MU
MO3BYHOCHI0BA Bonect, Ui 3axapeH auader TN 2, TPUAPYKEHH C IaHHH 32 yBpexkIaHe Ha eekTopHH
opras. VA NEPHRON-D e npoyusaHe npH MalMeHTH CbC 3axapeH auaber tvn 2 u anaberHa
Hedponarus.

Te3u mpoyuBaHusi He MOKa3BaT 3HauuM OnarompusaTeH epekT BbpXy GbOpeuHUTE W/UIH ChPAEYHO-
CBAOBHUTE IMOCJICONLUHN H CMBPTHOCT, KaTo C'b].I.IE:BpCM €HHO Ca HaﬁJ’II'OIlaBGHH MOBHILIEH PHCK
OTXHMIEPKAIHEMHS, OCTPO YBpeKAaHe Ha ObOpeLnTe Wi XUNnoToH!sA B CPABHEHHE C
moHoTepanusaTa.Kato ce uMat npeasus CXOAHHTE UM (hapMaKoAMHAMUYHH CBOHCTBA, TE3U Pe3y/ITaTH
ca npwiokuMu 1 3a apyru ACE unxuburopu u anruotensus [I-peuentopru 6riokepu.

ACE unxuburopy u aurnotensun ll-peuentopan 610kepn cnenopartento He TpsAGBa Aa ce M3Mmoa3Bar
€/IHOBPEMEHHO MPH MaLMeHTH ¢ auabeTHa HedponaTus.

THIN 2 ¢ U3NOJI3BAHE HA CHPIEYHO-CHA0BH 1 ObOpeuHn 3a6015BaHHs KAaTO KPatHH TOUKH)
npoyuBaHe, MpeAHa3HaueHo Ja U3cie/lBa noas3ara oT 106aBsAHETO Ha ATHCKHPEH KbM CT;
tepanus ¢ ACE uHxubutop uin anrnorensut Il-penentopen 610Kep NpH NalHeHTH Cb



nuaber Tin 2 1 XpoHnuHo ObOpeuHo 3adonABane, ChbPAEYHO-CH0BO 3a00/IABAHE MK H IBETE.
[TIpoy4BaHeTo € MPeKpaTeHo MPeKACBPEMEHHO NOPAIH MOBHIIEH PUCK OT HEBIArONpHATHH
nocieanuu. KakTo cbpaeyHo-Ch0BaTa CMBPT, Taka H MHCY/ITBT Ca M0-4ECTH B Ipyrara Ha
aJIMCKUPEH, OTKOJIKOTO B rpynarta Ha niaue6o, a NpeAcTapnABalMTe HHTEPEC HeXenany ChbOuTus 1
CEPHO3HH HEKeNaHH ChONTHA (XUMepKaTueMus, XUIoToHus 1 6b0peyHa gucdyHKuus) ce chobiasar
10-4eCTO B rPYMATa Ha aJIMCKUPEH, OTKOIKOTO B rpynaTa Ha niaue6o.

AMNONUNKUH

AMIIOAMNUH € HHXUOMTOP Ha HHGIIYKCA HA KalUWeBUTE HOHU OT AUXHAPONHPHAHHOBATA Ipymna
(6okep Ha GaBHUTE KaHAH WH AHTATOHUCT HA KAILMEBUTE OHM) M HHXUOUpa TpaHCMeMOpaHHHUs
HHQIYKC HA KAILMEBH HOHH B MIAJIKUTE MYCKYJTH Ha CbPLETO W KPbBOHOCHHTE Ch0BE. MeXaHH3MBT
HA AHTHXMIEPTEH3HBHOTO AEHCTBHE HA AMJIOJIMITHH € OCHOBAHO Ha JIMPEKTEH e()eKT Ha OTIyCKaHe Ha
rNafKUTe MYCKYJIH HAa KPBBOHOCHHMTE Ch/I0BE, KOETO BOJAM 10 HamansiBaHe Ha nepuepHaTa CbaoBa
PE3UCTEHTHOCT M, ChOTBETHO, HA KPBBHOTO HanaAraHe. ExcrnepuMeHTasHHTe JaHHH MOKA3Bar, Ye
aMJIOIMITHH CE€ CBBP3BA C JAMXUAPONHPHAMHOBY H HE-AMXHAPOTHPHAUHOBH JIOKYCH HA CBbp3BaHe.
AMIIOIHIKH € ¢ OTHOCHTENIHO ChA0BO-CEIEKTHBEH e()eKT, C MO-roasM eeKT BbpXy
I71a/IKOMYCKYJIHHTE KIJIETKH Ha Ch0BETE, OTKOJIKOTO BbPXY KJIETKHTE HA ChPACYHUA MYCKYJI

[Ipu mauueHTH ¢ XUMepTeH3us, NPHEMaHeTO BEHbK AHEBHO OCUTYPsABA KIIHHUYHO 3HAYHMO
MOHIKEHHE HA KPbBHOTO HAJIATAHE B JISTHAIO M U3TIPABEHO MOJIOKEHHE, B MPOABLIKEHHE Ha LIC/IUA
24-yacoB nepuoa. [Topanu 6aBHOTO 3ano4BaHe Ha AEiCTBUETO, OCTPaTa XUNOTOHHA HE € 4acT OT
ed)eKTa Ha NpUeMaHe Ha aMJIOJMIMHH.

[Ipy nauvenTy ¢ XUnepreHsus 1 HopmanHa 6b0peuna GyHKUMA, NTEKAPCTBEHUTE J103M aMIIOJHITHH HMa
KaTo pe3yJ/ITaT HaMAlsABaHEe HAa PE3UCTEHTHOCTTA Ha Ch/l0BeTe Ha ObOpeLUTe U yBeNHYeHHE HA HUBOTO
Ha rIoMepy/iHa QuITpauus, KakTo U e)eKTHBEH OTTOK Ha GbOpeyHaTa riiasma, 6e3 npomMsHa Ha
¢unTpaunoHHaTa GpaKLns HIW NPOTEHHY PUAL.

AMIOIHIHH He ce acounupa ¢ HHKaKkBH HEXKENaHu MeTabomUTHH peakuHHi WiH MpOMEHH B
MJIa3MEHHTE JIMNHAK W € NMOAXO0A1L 3a ynmpeﬁa OT MaLMHEeHTH C acTMa, nnader U nogarpa.

Vrorpeba npyu NauueHTH CbC ChpAeYHA HEOCTATEYHOCT

BasupaHuTe Ha XEMOAMHAMUYHN NPOYYBAHUA U MPOABY KOHTPOIHPAHH KIWHUYHH U3MUTBAHHA NPH
MALMEHTH Cbe chpaeuna HepoctarbuHocT oT NYHA knac [1-IV ca nokasany, ue aMIOJUINUH HE €
JOBEN [0 KJIMHHYHO BJIOLIABAHE, KAKTO € YCTAHOBEHO OT JOMYCTHMMTE OTK/IOHEHHA Ha Pe3yNTaTHTe,
H3TNACKAHOTO KOJHMUECTBO KPBB OT NISiBaTa ChpleyHa KaMepa M KIMHHYHATa CHMITOMATOJIOTHA.

[Tnaue6o-konTponupano npoyusare (PRAISE) npenHaznaueHo 3a M3C1€/IBAHE HaA MALIMEHTH ChC
chpaeuna Hepocrarbunoct ot NYHA Class I1I-IV, kouto npuemar nuroxcut, auyperuuu 1 ACE
MHXMOUTOPH, € NMOKA3a/I0, Ye aMJIOJHINH He JOBeX/a /10 NOBUIIIABAHE HA PHCKA OT CMBPTHOCT HITH
KOMOHHHPAHH CMBPTHOCT M 3a00/1€BAEMOCT ChC ChpAEYHA HEAOCTATBYHOCT

IMpu npoceassauio, AbIrocpouHo, niauedo kourponupano usnursane (PRAISE-2) na amnonaunus
MpH NaLUUeHTH CbC chpaeyHa HenocTaTbyHocT of NYHA 11T u IV, 6e3 KIHHHYHYM CHMITTOMH HITH C
HAXOIKM, MPEANOoNaraly 0OCHOBHO HCXeMHYHO 3a001iBaHe, KOMTO npyeMar noctosHHu 103u ACE
NHXMOUTOPH, IUTHTAIUC, M 1Y PETHLH, € YCTAHOBEHO e aMJIONUIKH Hima epeKT npu obuwara
CMBPTHOCT, BCIEACTBHE Ha CbPIEUHO-CHA0BH Mpodsiemi. B chiuara nomynauus, aMI0AHNHH ce
CBBP3Ba C NOBMILIEH Opoii cboblieHns 3a GenoapobeH eaeM.

Tenmucapran/AMIonUNKH
B 8-ceMH4HO, MHOTOLEHTPOBO, PAHAOMH3HPAHO, ABOHHOCAANO, N1auebo-KOHTPONHPAHO, C
napanenHu rpynu gakropuanHo npoyusate B 1461 nauMenTH ¢ jeka A0 TexKa XHIOTEH3HA
(ycpenHeHO AHACTONMYHO KPBBHO HanaraHe ot =95 1o <119 mm Hg), neueHueTo ¢ BeAka OTACIHA
no3oBa komOuHauus Teamucapran/aMa0JHNHH MMa 33 Pe3yNTAT 3HAYUTETHO N0-BHCOKO

CHC CBLOTBETHHUTE MOHOTEpPAlHH.



TenmucapTan/aMIoaMnUH NOKa3Ba J030BOCBbP3aHH MOHWKEHHA HA CUCTOIHYHOTO/AHACTOTHYHOTO
KPBBHO HajlAraHe B pamkuTe Ha oOxBata Ha neyeGHara f103a 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). [ToHwKeHueTo Ha AUACTONUYHOTO KPBBHO Hansrane <90 mm Hg e otuereno npu 71.6 %,
74.8 %, 82.1 %, 85.3 % ot nauuenTHTe, pecnekTUBHO. CTOMHOCTHTE Ca KOPUIMPAHH 32 HAYAIOTO HA
Ne4eHHeTO M CTPaHATa Ha MPOBEKaHe

["onsimMa yacT oT aHTUXHNEPTEH3MBHUA eeKT Ce MoCTHra B paMKHTe Ha 2 CeMULIA Cliell 3aroYBaHe Ha
neyenuero. B noarpyna ot 1050 nauuenTn ¢ ymepena no tTexka xuneprensus (DBP >100 mm Hg),
32.7 - 51.8 % ca moBnusABaT B 3310BOJMTETHA CTEMNeH IIPU MOHOTEPANHA KaKTO OT TEIMUCAPTaH Taka
" 0T amyioaunuH. HabnionasanuTe cpeiHi NpOMEHH B CHCTOTMYHOTO/ANACTOIMYHOTO KPBBHO
HaNAraHe ¢ KOMOMHMPAHO NEYeHHE ¢ amnoaunuH 5 mg (-22.2/-17.2 mm Hg, ¢ 40 mg/5 mg; -22.5/-
19.1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHUMH MK MO-BHCOKH OT Te3H, HabMIOaBaHu ¢ amnoaunuy 10 mg
(-21.0/-17.6 mm Hg) u ca cBbp3aHH CbC 3HAYUTENTHO TO-HUCKH HUBA Ha exeMa (1.4 % c 40 mg/5 mg;
0.5 % ¢ 80 mg/5 mg; 17.6 % c amnogunun 10 mg).

AMOynaTopHO aBTOMaTHYHO H3MEpPBaHE Ha KPBbBHOTO Hansrane (ABPM), u3BbplieHo npu rpyna ot
562 nauueHTH € NOTBLPANIO pe3yTaTuTe Hab/IAaBaHH MPH MOHHKABAHUATA HA CHCTOIMYHOTO M
OHACTONTMYHOTO KPLBHO HaNlAraHe B KIIMHUYHM YCIIOBHS, TI0 BpeMe Ha Lenus 24-4acoB Nepuoj Ha
JO3UpaHe.

B npyro MHOroLEHTPOBO, paHAOMHU3UPAHO, ABOIHOCIANO, AKTHBHO KOHTPOJIMPAHO, NapaeHO
rpynoBo npoyusaHe, Ha o010 1097 nauueHTy ¢ neKa 10 TeXKa XUNEePTeH3HsA, KOUTO He ca afieKBaTHO
KOHTPOJIMPAHH € aMIONTHH 5 mg, e npuiarad Tenmucapran/amnoaunud (40 mg/S mg wnu 80 mg/S
mg) unu camo amnoaunut (5 mg unu 10 mg). Cnen 8 cenMuLm Ha eueHHe, pe3ynTaThT OT BCAKA OT
KOMOHMHALMUTE CTATUCTHYECKU € 3HAUMTETHO No-e(eKTHBHA OT MOHOTEpANHUATA C aMIOAUITHH, KOETO
ce U3pasiBa B MOHMKEHO CUCTONHYHO U AMACTONMYHO KPBBHO Hansraxe ( -13.6/ -9.4 mm Hg, -15.0/ -
10.6 mm Hg cse cvoreeTHo 40 mg/5 mg, 80 mg/5 mg cnpsamo -6.2/ -5.7 mm Hg, -11.1/-8.0 mm Hg ¢
amnoaunud S mg u 10 mg. YeraHoBeHU ca U NO-BUCOKH KOHTPOJIHU AHACTONIUYHU HAIArAHUS, B
CpaBHEHHE CbC CHOTBETHHTE PeXKUMH Ha MoHoTepanus (56.7 %, 63.8 % c 40 mg/S mg u 80 mg/5 mg
cnpamo 42 %, 56.7 % c amaoaunun 5 mg u 10 mg). [TpoueHTtuTe 3a nosBa Ha efema ca 6um
3HauHTeNHO no-Hucky ¢ 40 mg/5 mg u 80 mg/5 mg B cpaBrenue ¢ amnogunud 10 mg (4.4 % crnpsamo
24.9 %, pecneKTHBHO).

B 1pyro MHOrOLEHTPOBO, PAHAOMU3UPAHO, ABOHHOCANO, AaKTHBHO KOHTPOJIMPAHO, NapaiesHo-
rpynoBo MpoyusaHe, Ha 06110 947 nauueHTH ¢ leKka 40 TexKa XUMepTeH3us, KOUTO He ca aJeKBaTHO
KOHTpoMpaHu ¢ amnoaunuy 10 mg, e npunaras renmucapran/amnoaunus (40 mg/10 mg unu §0
mg/10 mg) unu camo amuoaunut (10 mg). Cnen 8 ceamuLy Ha nevyeHue, BCAKO OT KOMOMHHPAHHTE
JIEYEHHS] CTATHCTHYECKH € 3HAMMTETHO No-e()eKTHBHO OT MOHOTEpAanusiTa ¢ aMIOIUTIHH TIpH
HAMAJIABAHETO HA AMACTONMYHOTO M CUCTONIMYHOTO KpbBHO Hanmsaraune (- 11,1/-9,2 mm Hg, - 11,3/ -
9,3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg cnpsamo - 7.4/ - 6.5 mm Hg ¢ amnogunud 10 mg) u e
YCTaHOBEHa MO- BUCOKa CTEMeH Ha HOpMalu3HupaHe Ha AMACTOIHYHOTO KPhBHO HAAraHE B CPAaBHEHHE
¢ MoHoTepanusaTa (63.7 %, 66.5 % c 40 mg/10 mg, 80 mg/10 mg cripamo 51,1 % ¢ amnoaunuH

10 mg.)

B nBe 0TBOpeHH MPOABIKHTEIHH OC/TeI0BaTeIHH NPOYYBAHHS MPOBEIEHH 3a NIEPHOJ OT Haz 6
mecela, egekTsT Ha TenmucapTaH/aMIOAMNKHH € MPOAB/DKUN Ja TPae U Cclell 3aBbplUBaHe Ha
u3nuTBaHeTo. OCBEH TOBA, € YCTAHOBEHO, Y€ NPH HAKOHM MALMEHTH, KOUTO HE CE MOBIUABAT B
Jl0CTaThyHa CTENeH OT TenMucapTad/amnoaunud 40 mg/10 mg, € HaauLe JOMBIHHTEHO NOHMKEHHE
Ha KPBBHOTO HansAraHe, ciejl NoBHlIABAHE HA JIEKapCTBEHATA 1034 Ype3 THTPUpAHE 10
TenMucapran/amnonunuy 80 mg/10 mg.

O6uiaTa YecToTa Ha He¥KelaH! peakiiy ¢ TeIMHCapTaH/aMIIOIUITHH B IPOrpamMara 3a KITHHUYHO
u3nuTBaHe € Ouna noHu:keHa npu camo 12.7 % oT nauMeHTUTE Ha JIeYEHHE, TIPU KOMTO C -




$e30macHOCT Ha KOMIOHEHTHTE TeJIMUCcapTaH U amnoaunuH. He ca HabmogaBaHi HOBU WK 110~
CepMO3HM Hexenanu peakimnu. CBbp3annTe ¢ efema peakuuu (nepudepHa enema, reHepanisupasa
eeMa H efleMa) Ca 0UaKBaHO MO-HHCKY NPU MALHEHTUTE, KOHTO MPHEMAT TeIMUCAPTaH/aMITOHITHH a,
B CpaBHEHME C T€3H, KOUTO nojyyasar amnoaunus 10 mg. Bue (akropuanHo U3NUTBAHE NMPOLEHTUTE
¢ emeM ca 1,3% c renmucapran/amnoaunud 40 mg/5 mg u 80 mg/5 mg, 8.8 % ¢
Tenmucapran/amnonunun 40 mg/10 mg 1 80 mg/10 mg, u 18,4% ¢ amnoaunus 10 mg. Tpu
NaUMeHTHTE, HEMOBANABALLM Ce OT AMIOAMIHMH 5 mg HUBaTa Ha efema ca 4.4 % 3a 40 mg/5 mg u 80
mg/5 mg u 24.9 % 3a 10 mg.

AHTHXUNEPTEH3UBHUAT e(DeKT Ha TeIMHUCAPTAH/aMIIOMITKH € €HAKDB, HE3aBUCHMO OT Bb3pacT H
101, ¥ € eIHAKBB IPH MALHEHTH Cbe UK 6e3 nuader.

TenMucapTaH/aMJIOAUITNH HE e MPOYUEH NMPH rpyrna nauueHTH, OCBEH Ta3h C XMNEPTEH3MA.
TeMHCAPTaH € U3NUTAH B PAMKATE HA FOAMO H3MMTBAHE HA M3X0/a OT JIEYEHHETO TP 25 620
MALHEHTH C BUCOK PHCK OT ChpAeYHO-Cb0BO 3abonssane (ONTARGET).

AMOAUNMH € U3MKUTBAH MU NalueHTH ¢ XpOHNYHA CTabWIHaA aHTMHA, BA30CNacTHYHA aHTHHa, 1
TaKHBa ¢ aHrHorpadicKu JI0KYMEHTHPaHO 3a00/11BaHe HA KOPOHAapHaTa apTepHs.

[TenpuaTpuuHa nomyaliys

Esponeiickata areHuus Mo lekapcrsata ocBoOoXkaaBa OT 3alb/DKEHMETO 3a MNPEAOCTaBAHE Ha
pesyJ/ITaTHTe OT MPOYHBAHWATA C TEIMUCAPTaH/aMIIOANNNH & BbB BCHYKH MOArPYNH Ha NeAnaTpuiHaTa
NOMy/aLus Npy Xunepren3us. (Bxk. Touka 4.2 32 MuQopMaLUs OTHOCHO ynoTpeba B MeHaTPHUATA).

5.2 @apMaKoOKMHETHYHH CBOICTBA

dapMaKOKMHETHKA Ha (JMKCHpaHaTa 1030Ba KOMOUHAINA
[TpOLEHTBT U cTeneHTa Ha aGcopbLMsA Ha TeIMMCAPTAH/aMIIOAHUITHH Ca eKBHBANICHTHH Ha
GUOHATMYHOCTTA HA TEJMUCAPTaH M aMJIOIHITHH, TIPHIAraHH KaTO OTAEIHH TableTKH.

AGcopbunata Ha TeaMucaprTaH ¢ 6bp3a, BhNpekH ue abcopOUPaHOTO KONTHYECTBO BApHpa. Cpennata
abcomoTHa GHOHATNUHOCT 3a TenmucapTal e okono 50 %. Korato TesMucapTaH ce npHeMa ¢ XxpaHa,
HAMA/IBAHETO Ha MUIOLITA M0/ KPHBATA HA ChOTHOLIEHHETO N1a3sMeHa KOHLEHTPaluA-BpeEMe
(AUCQ-c0) Bapupa ot npubausutento 6 % (103a ot 40 mg) no npubausutento 19 % (n03a ot 160
mg). o 3 yaca ciej npreM, niasMeHHTe KOHUEHTPALMK ca MoJ00HH, HE3aBHCHMO Jalli TeIMHUCApTaH
ce ripueMa che UM 6e3 xpaHa.

Criext mepoOpaTHO TPHIOKEHHE Ha JIeKapCTBEHUTE 1103, aMIoaunyH ce aGecopbupa 106pe, ¢
MaKCHMaTHA KOHLEHTpPALWs B KpbBTa MexK1y 6-12 yaca ciell npuemane. Y cTaHOBeHaTa abconoTHa
GuonanuuHocT e Mexkay 64 u 80 %. buoHanMuHOCTTa Ha aMJIOZWTTHH HE Ce MOB/IHABA OT MPHEMAHETO
Ha XpaHa.

Pasznpenenenue
TenMICApTaH Ce CBLP3BA BB BICOKA CTEMNEH C MIa3sMeHuTe npoTentn (>99.5 %), 0CHOBHO anOyMHH H

anga-1 kucenure raukonporentn. CpeHUAT CTAUMOHAPEH NPUBKMICH 00EM Ha pasnpeneneHne (Vdss)
e npubnuzurento 500 nutpa.

OGeMbT Ha pasnpeaeneHie Ha amnoaunu e npubausurento 21 Vkg. Hu 6umpo npoy4BaHUATA
nokaspar, ue npudnuzutento 97.5 % oT UMPKYIUPALLHAT aMIOAHNHH € CBbP3aH C MIa3MEHHUTE
MPOTEHHHU MPHU MALUEHTUTE C XMUNEPTOHHS

BuotpaHcdopmanus

TenMucapTaH ce METaGoNM3NPa UPe3 KOHIOTALMs KbM FIIFOKYPOHH/IA HA OCHOBHOTO CheaiHeHue. He e
HabnoaBaHa papMakonIOruiHa aKTHBHOCT NP KOHKOraTa.

Amnoaunus ce Metabonmsupa H3kmouuTenHo (npubmusurento 90 %) ot uepHus ap
meTabonuTH
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TenMucapTas ce XapakTepu3npa ¢ IBYeKCNOHEHIHATHA KHHeTHKA Ha pasrpakaane, ¢ TEpMUHAICH
MOJTY)KMBOT Ha efeMenepane oT >20 yaca. MakcuManHara njasmMeHa KOHUCHTpalHs (Cmax) 4, B 110~
MAJIKa CTereH, IUIOLITA O KpHBaTa “riasmena koxueHTpauus-speme” (AUC), ce nosuinasat
HeNpONOPLMOHAJIHO Ha j03aTa. HAMa 10Ka3aTencTBo 3a KIMHUYHO3HAYMMO HaTPyrBaHE Ha
TeJIMHCAPTaH, MPUET B NpenopbumTeHaTa 103a. [lnasMeHuTe KOHLEHTPALHHK Ca N0-BUCOKH NPH
JEHUTE, OTKOIKOTO TIPH MbkeTe, 0e3 1a € HaJIMLE 3HAUYUTENHO MOB/MABAHE HA edukacHoCTTa.

Cren nepopaiHo (M HHTPABEHO3HO) MPUJIOXKEHNE, TeIMUCAPTaH Ce OTARA NMOUTH H3LATIO € ¢eueca,
OCHOBHO B HempoMeHeH Bul. KyMynaTtHBHaTa eKCKpelus 1pe3 yprHara e <1 % ot pozaTa. OOmUAT
niasmen kapsHC (Cliot) € Bucok (npubauzutento 1 000 ml/min) B CpaBHEHHE C TO3H OT

yepHOAPOGHUS KpbBeH TOK (0kosio 1 500 ml/min).

ENMMMHHPAHETO HA aMJIOAMNIH Npe3 niaa3mara e ABy(pa3oBo, ¢ TEPMUHAICH MOTYXKMBOT Ha
enMMMHMpane npubdnusuTento 30 no S0 vaca, nmpu eIHOKpaTHA HEBHA 11032. CrauuoHapHH MiasMeHH
HMBA Ce JOCTHIAT CJE/L MPOIbIKHTENHO npuiokenne 3a 7-8 auu. 10 % oT amIonunuH 1 60 % ot
MeTaboNUTUTE HA aMIOAMMNKHA Ce OTAENAT B ypHHATa

JIuneiHoCT/HENMUHEHHOCT

He ce oyaksa ciaboro nonuwkasane Ha AUC 3a TennmMucapras, 1a NOHWKH TEpanesTHYHATa MY
eduxacroct. Hama jnHelina 3aBUCHMOCT MEXKLY 103UTE U M1a3MEHUTE HUBA. Ipu no3m Hag 40 mg
Cmax H, B no-manka ctened, AUC ce noBuiliaBaT HEMPOMOpLUHOHATHO.

AMJIOIMIMH NOKA3Ba JIMHEHHA (hJapMaKOKHHETHKA.

CrienupanHu nonynaimm
Ileauarpuuna nonynauus (Bb3pact noal 8 roauHM)
Hsima naHHM 32 papMaKOKHHETHKATA NPH NMeAWaTpUYHATa NOMyNaLus.

ITon
Hab6niogasanu ca pasivki B Ma3sMeHHTe KOHUEHTPALMK Ha TEIMHCapTaH, ¢ 3- u 2- KpaTHO 1o-
Bucoku Cmax ¥ AUC, cbOTBETHO, MpH KEHH, B CPABHEHHE C MBHKE.

Cmapueckagv3pacm

dapMakOKMHETHKATa Ha TEAMUCAPTAH HE Ce pa3iyaBa NpH MK NAUMEHTH U NALMEHTH B
cTapuecka Bb3pacT.

BpeMeTo 3a I0CTUIaHe Ha MKOBUTE MJIa3MeHH KOHLCHTPALMH aMIOAHITHH € no06HO MpH HHIHBHIH
B CTApuecKa BB3PacT U MIAAN HHANBKAK. [Ipy MaLMEeHTHTe B CTAPUECKa BB3PACT, KIHPBHCHT Ha
AMJIOIMITHH HAMaJIsiBa, KOETO MMa 3a pe3ynrar ysennuasane Ha AUC v enMMUHALHOHHHA MOy KHBOT.

Bwbpeuno yepeacoane

TTpy malMeHTH C Jieka, 10 yMEepPeHa 1 TexkKa CTENEH Ha 6bOpeuHo yBpekaaHe, ce Habmoaasa
YBOSIBAHE Ha NJA3MEHHTE KOHLUEHTPALMHU Ha TEIMHCAPTaH. Bce nak, npu nauuenT ¢ 656peyHo
yBpeKIaHe, NOIOKEHH HA Hann3a, ce Habalo1aBaT No-HHCKH MIa3sMeH! KOHUECHTPALHH. [Tpu
naLmeHTHTe ¢ GHOPEeUHO yBpeKkIaHe, TEIMHCAPTaH € BBB BHCOKA CTENCH CBBP3aH C NUIa3MEHHTE
NMPOTEHHH U HEe MOjKe /1a Objie OTCTPaHEH Upe3 ananusa. [Mony»KMBOTHT HA ENUMHHMPAHE HE CE
NpOMeHs! TIpH NauueHTHTe ¢ 60peyHo yBpekaHe. dapMaKOKHHETHKATa HA aMJIOIMIIUH HE Ce
MOBIHABA 3HAYHTEHO OT ChCTOAHHETO Ha 6BOpeUHO yBpeKIaHe.

Ueprodpobro yepecoane
DapMaKOKHHETHUHUTE [IPOYUBAHNS NIPH MALMEHTH C YePHOIPOOHO yBPEKAAHE NOKA3BAT yBEIH1ABAHE
Ha aBcomoTHATa GHoHanuuHocT Ha Tenmucaprad 1o 6nuszo 100 %. [TomyXHBOTHT HA €THMHHUPAHE HA
TeJMHCapTaH He Ce MPOMEeHs NpH NalUHeHTHTe ¢ YBPEkaaHe Ha HepHHs apo6. lNauuenrure ¢

4epHOIPOOHO YBPEKIaHE ¢a C MOHIKEH KIHPBHC HAa aMJIOAMMUH, KOETO HMA 3a pe3yl
ysenuuasare Ha AUC ¢ npubansurento 40-60 %. @.(\\\;&ﬂ
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5.3 IlpeakAHHHYHH JaHHH 32 H€30NACHOCT

Tbif KaTO HEKJIMHUUHHUTE NPOQIIM HA TOKCHYHOCT HA TEJIMHCAPTAaH 1 aMJIONIMIIMH HE CE
NPUIMIOKPUBAT, HE CE OYAKBA 3ACH/IBAHE HA TOKCMYHOCTTA 38 KOMOMHALMATA OT ABETE. Tosa
CTAHOBHILE Ce MOTRBPIKIABA OT NPOYUBaHE 3a CyOXPOHHUHA TOKCHYHOCT (13-CeAMHYHO) MpH
IUTBXOBE, PH KOETO Ca TecTBaHM 10308H HiBa oT 3.2/0.8, 10/2.5 n 40/10 mg/kg
TeJIMHCAPTAH/aMIOANTIHH,

anﬂKﬂHHH‘lHHTe IaHHW 3a ABaTa KOMIMOHEHTA ¢a NOCOYEHH Mo-A0Y.

Tenmucapran
[Ipy NpenkIMHUYHATE H3NUTBAHKA 3@ O€30MacCHOCT, A03UTE, ONPEENALLM EKCIO3HLIA, CPaBHHMA C

Ta3u B KTMHUYHUA TepanesTHyeH 00XBaT Ha JIeKapCTBOTO, MPEAN3BUKBAT HAMAICHH NapaMeTpy Ha
YepBEHHTE KPbBHU KIETKH (EPUTPOLIMTH, XeMOT/I06HH, XeMaTOKPHT), H3MeHeHus B GrOpeuHarta
XeMOAMHAMIKA (MOBHILEHN KPbBHH HNBA HA ypeiiHus a30T, U KPEaTHHHUH), KAKTO 1 MOBHILEHH HABA
Ha Kaluii B cepyMa npH JKHUBOTHH C HOPMATHO KpbBHO Hansraue. [1py kydera, ce HaGmofaBat
Aunarauus u atpodus Ha 6pOpeunnTe TyOyu. [Ipu KyyeTa U MIBbX0BE, ChIIO TaKa, CE OTYHTA U
yBpeKIaHe Ha CTOMAILHATA JUraBiLa (epo3ns, yllepaunn Wi sb3nanenue). Tesn GapMakonoruHo-
MEINMpPAHH HEeXKeNaHy eeKTH, H3BECTHN OT MPEAKIHHUMHATE U3MUTBAHNSA C MHXHOUTOPH Ha
aHTHOTEH3HH-KOHBEPTHUPALLIMA CH3UM 1 aHrnoTeH3uH Il peLenTopHy aHTaroHNUCTH, C€ NPENoTBpaTABaT
4ype3 OPATHO MPHIOKEHHE Ha CONeBH pasTBop. U npu Bata BUaA KUBOTHH, Ce HAOMONABAT U
MoBHIIEHA AKTUBHOCT Ha T1a3MeHNa peHuH M xuneprodua/xunepninasus Ha 60peunure
JOKCTArNOMEpYJTHHU KiaeTki. Te3u npoMeHn, KakTo u knac-crietn@uynus eext Ha UHXHOMTOPHU Ha
AHFUOTEH3MH-KOHBEPTUPALLIMS €H3UM M APYTH aHrMOTEH3HH [1 peuenTopHy aHTarOHUCTH, U3reKIa
HAMAT KITHHUYHA 3HAYHMOCT.

He e Hab101aBaHO A0KA3aTENCTBO 32 TepaToreHeH eeKT, BEIIPEKH Y€ TeIMHUCAPTaH B TOKCUYHH 103
0Ka3Ba e(peKT BBPXY MOCTHATAIHOTO Pa3BUTHE HA MOTOMCTBOTO, KaTO NO-HUCKO TEIECHO TErIO U
K'bCHO NPOIISIKAAHE.

HsiMa 10Ka3aTeacTBO 3a MyTareHeH e)ekT MM KJIAaCTOreHHA aKTUBHOCT 110 BpEMe Ha in vilro
Npoy4BaHHs, KAKTO M JI0Ka3aTE/ICTBA 32 KAPLHHOTEHHOCT MPH MJIBXO0BE U MULIKH.

AMIOUNUH
Penpodykmuena mokcuuHocm

PenpoayKTHBHUTE MPOYYBAHUS TIPH TLIHXOBE U MULIKH MOKA3BAT 3aKbCHAIO PaKIaHe, Y AbIKEHO
pak[aHe 1 HaMaleHa NPEeKUBAEMOCT Ha MATKUTE NPH 103H NPHOIM3HTENHO 50 MBTH NO-BUCOKH OT
MaKCHMaIHATA NpernopbuMuTenHa 103a NpK Xopa Ha Gasara Ha mg/kg.

Hapvmenue Ha d)epmwmmema

He e ycranoBeH edext BbpXy (pepTuauTeTa Ha MIHXOBE, HA KOMTO € NPHIOKEH MEPOPATHO
AMJTOZMTIMHOB ManeaT (Ha MbKKi 3a 64 IHM M HA JKeHCKH 3a 14 AHu npenu yudTocsaHe) npH A03H 110
10 mg amnoaunun/kg/nen (okon0 8 NbTH* MakCHMasHaTa NpenopbYKuTenHa 103a NpH Xopa 10 mg/nen
na Gasara Ha mg/m?). B apyro npoyusaHe NpH MIbXOBE, B KOGTO HA MBXKKH [LUIbXOBE € NMpUIiaran
AMJIOZMIMHOB Ge3unaT B NpoAbIkenne Ha 30 IHU MpH 71033, CPaBHAMA C 103aTa NPH Xopa Ha basata
Ha mg/kg, ca ycTaHOBeHH MOHIKCHH TNa3MEHH HUBA Ha GONHKYIOCTUMYTHPALL XOPMOH H
TECTOCTEPOH, KAKTO M HAMAJIEHA MIILTHOCT Ha CriepMaTa i HamaJleH 6poii 3peny cnepMaTHad U KIETKH
Ha CepTonH.

Kanyepoeenesa, mymazenesa
[T1bX0BE M MUILLIKH, HA KOUTO € NpuUiaraH aMmJIOAHNKHH C XpaHaTa B NPOAB/IKEHHNE Ha /IB€ FOLHHH, B
KOHLIGHTPALIMK, M3HHUCIICHH TaKa, Ye Aa OCUIypABAT JHEBHH 1030BH HHBA 0,5, 1,25 u 2,5 mg/kg/neH,
He MOKAa3BaT AAaHHM 3a KaHlleporenHocT. Hail-Bucokata n03a (3a MULIKH nonoOHa Ha, a 3a MJIbX0BE
BOMHO NO-BUCOKA* OT MAKCHMANHATA MPENOpbUMTENIHA KIMHHYHA A03a oT 10 mg Ha Ga3aTa Ha
mg/m?) e Guna 6mu3Kka 10 MAKCHMAIHATA MOHOCKMA /1032 33 MUILIKH, HO HE M 32 ITHXOBC.
[MpoyuBaHusTa 3 MyTareHHOCT He M0Ka3BaT CBBP3aHMU C JIEKApCTBOTO edeKTH HUTO Ha,
Ha XpPOMO30MHO HHBO.




*Ba3zupaHa Ha nauueHT ¢ tenecHo Terno 50 kg
6. ®APMAUEBTHYHHU JAHHH

6.1 CnucbK HAa MOMOLLHHTE BellecTBA
Hatpues xunpokcun

MernyMuH

[Toeunon (K-25)

Kenezen okcun, kbt (E172)

MauuTon

MHuKpOKpHUCTaIHA LIeNy103a

KpocnosuaoH

Marne3ues creapar

[pexxenaTHHU3UPAHO HUILIECTE

LlapeBuuHO HHUILIECTE

Konounen 6e3B0€H CHINLHER AHOKCH]

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocT

2 roaMHHu.

6.4 CrneumajHH ycJ0BHSI HA CbXpaHeHHe
Jla ce cpxpaHsaBa B OpUIHMHANHATA ONAKOBKA 34 Jla Ce Mpenasy OT CBeT/IMHa.

6.5 Buau chABPKAHNIE HA ONAKOBKATA

Kapronena kyTus chabpxkauia 14, 28, 30, 56, 90, 98 tabneTku B Aluminum/OPA/Aluminum/PVC
onucrepH.

He BCHYKH BHIOBE ONAKOBKM MOraT Aa ObaT MycHaTH B npoaakoa.

6.6 CrhenHaJHH Npeana3sHiH MEPKH NPH H3XBbLPJsiHe

Bceky Hen3non3BaH JeKapcTBEH MPOAYKT WK OTNaab4yeH MaTepuan Tpsabsa aa ce H3XBbpJis ChINIacHO
MECTHUTE H3UCKBaHUS.

T MPUTEXATEJI HA PASPEILUEHUETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.

ul. Pelpliriska 19, 83-200 Starogard Gdanski, [Moama

8. HOMEP HA PAZPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20190262

9,  JIATA HA IbPBOTO PA3PELIABAHE/IMIOJTHOBABAHE HA PA3PE
YINOTPEBA




Jara na mepBo paspetasate: 13.11.2019

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
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