KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHMS MPOAYKT PN LA Te, £2/ 7S/ VIR

Teaaunun 40 mg/5 mg TabneTku Z 3.72/3 2 L 6 -10- 202§
Tenaunuu 40 mg/10 mg Tabnerku

Teaaunuu 80 mg/5 mg Tabnerku

Tenaunua 80 mg/10 mg Tabnerku

Teldipin 40 mg/5 mg tablets
Teldipin 40 mg/10 mg tablets
Teldipin 80 mg/5 mg tablets
Teldipin 80 mg/10 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Tenaunuu 40 mg/5 mg TabneTku

Bcesika Tabnetka cbabpika 40 mg renmucapran (telmisartan) v 5 mg amnoaunut (amlodipine) (kaTo
aMJ10AMINUHOB Oe3unart (amlodipine besilate)).

T nuH 40 mg/10 mg TabneTku
Bcska Tabnerka chabpxa 40 mg renmucapras (felmisartan) u 10 mg amnoaunus (amlodipine) (kato
amioaunuHoB 6e3unar (amlodipine besilate)).

Tenaunuu 80 mg/5 mg TabneTku
Bcska Tabnerka cweabpxka 80 mg renmucapras (felmisartan) u 5 mg amnoaunud (amlodipine) (kato

amnoaunuHoB Oe3unar (amlodipine besilate)).

Tenaunud 80 mg/10 mg Tabnerku
Bcaka rabnerka chabpika 80 mg renmucapran (telmisartan) v 10 mg amnoaunuu (amlodipine) (xaro
aMmJIoaUNUHOB Oe3unar (amlodipine besilate)).

3a NMbJIHUSA CNMUCHK HA MOMOLLLIHUTE BELIIECTBA, BUKTE TOUuka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka

40 mg/S mg: CreT/10KaPABO-’KbJITH, KPBIJIH, ABOHHOM3MBKHAIH Ta0JETKH C Bb3MOXKHO BHAHWMH M10-
CBETJIM WJIK MO-TbMHHU TOYKH U ¢ 0003HauyeHue N1 oT eaHara cTpaHa. Pazmep Ha TaOnerTkara:
AUAMETBP MPHOIU3UTETHO 9 mm.

40 mg/10 mg: CeeTi00paHeBH, KPBIJIH, ABOHHOM3IMbKHAIK Ta0NETKH C Bb3MOXHO BHAMMH M10-
CBETJIM WJIM MO-TbMHH TOYKH M ¢ 0003HayeHue N2 ot eqHara cTtpaHa. Pa3smep Ha Tabnerkara:
AUaMeTbp NpUbAM3UTENHO 9 mm.

80 mg/5 mg: CBeTI00OpaHkKEBH, ETUNICOBUAHU, ABOMHOU3MbKHAIK Ta0NETKH C Bb3MOXKHO BUIUMH MO-
CBETJIM WM MO-TbMHHU TOYKHM U ¢ 0003HaueHue N3 ot egHara crpaHa. Pa3zmep Ha Tabnerkara:
Ab/DKHHA NpUOAu3uTenHo 17 mm.

80 mg/10 mg: CeTnokadaBO->KbJITH, €TUNICOBUAHH, ABOHHOMU3ITEKHANH TaOIETKH C Bh3MOXKHO
BMIMMH MO-CBET/IM WM MO-TbMHHU TOYKH U ¢ 0003HaueHue N4 ot egHara ctpaHa. Pazmep Ha
Tabnerkara: Ab/DKMHA npubausuTenHo 17 mm.

4. KJIHHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3ZAHHA




TenaunuH € nokazaH KaTo 3aMECTHTETHA TEpamnui 3a JICHCHHC Ha NAUHCHTH ¢ CCCHLHATHA
XHNEPTOHHA, NTAUHUCHTH C BEYE IMOCTHIHAT KOHTPON € TCAMHCAPTAH H AMJOIHUIIHH, NNPHAAraHA
CAHOBPEMEHHO MpH CHUIOTC HHBO HA JO3MPAHE, KaKTO € B koMOHHaUUATA.

4.2 Jlo3ApOBKA H HAMHH HA NPHIOKEHHE

Lo3upoBka
[lpenopbwuntennara no3a Ha Teaaunuy e eaHa TabneTka AHEBHO.

dukcupanata 103082 KOMOHHALIMA HE € NOAXO0AALUA 3a HAYAIIHA Tepanus.

[lpenn npemMuHaBaHeTo KbM TenannuH, naureHTHTe TPAOBa na 6BbAAT KOHTPOJHPAHH C MNOCTOAHHH
A103H OT MOHOKOMITOHEHTHTE, NIPHEMAHH NO cbLLoTo Bpeme. Jlo3ara Ha TenaunuHx Tpabea aa ce
OCHOBAaBa Ha NO3HTE HA OT/JE/IHHTE KOMIOHEHTH HA KOMOHWHAUMUATA NO BpeME Ha NPEMHUHABaHE KbM

KoMOuHaUHUATA.

MakcuManiHaTa AHeBHa 4032 Ha aMJioaMnuH e 10 mg, a MakCHManHaTa AHEBHA 4033 HA AMJIOAMIIUH €
80 mg.

Cneyuaanu nonyiayuu

Crapuecka BB3pacT
[Ip1 NauUHEHTH B CTapuyecka Bb3pacT HE € HEOOXOAMMO KOPHUIrHpaHe Ha 103aTa, HO YBEJIMYABAHETO HA
ao3ara Tpadsa 1a ce H3BbpLUBRA C BHUMAaHKE (BXK. TOUKH 4.4 1 5.2).

buOpeuno yspexaaHe

HanuueH € orpaHWM4eH ONUT NPH HMALMEHTH € TEXKKO OBOpeyHO yBpexcaaHe WK Ha xemMoananu3a, [Ipu
TE€3U MALKMEHTH C€ NPenopbUBa NO-HUCKA HavanHa go3a 20 mg (8. Touka 4.4). Ilpyu nauHeHTH ¢ neko
0 YMEPEHO TEKKO OLOpeUHO yBpexIaHe HE ce Hanara KOpUrupaHe Ha no3uporkara. Msuckea ce
MOBULIEHO BHUMAHUE, ThH KATO AMIOAMNUH ¥ TEAIMUCAPTAH HE C€ AMANU3UpAT. TE€IMUCAPTAH HE CE
OTCTPAHABA OT KPbBTA UPE3 XeMOQUATpaLIMAL.

HepHoapobHo yBpekaaHe
TenaunuH € NpOTUBONOKA3aH MNPH NALHUEHTH C TEXKKO HEPHOAPOOHO yBpexaaHe (Bxk. Touka 4.3),

[lpu nauneHTH ¢ NEKa 40 yMEpeHa YepHOAPOOHO YBPEKIaHE He €A YCTAHOBEHH MPENOPbKH 34
ao3upaHe, cnegoparenado Tenaunul Tpadea aa ce npuiara ¢ NOBULIEHO BHUMaHKWe. [Ipy Takuea
NauMEeHTH HEBHATA A03a Ha TeIMMCApTaH He TpabBa na Haasuuiasa 40 mg aHeBHO (BXK. TO4Ka 4.4).

[eduampuyna nonyaayus
be3zonacHocTTa W epMKACHOCTTA HAa TEJIMHUCApPTAH/aMIOAHNKUH NPH AeuUa U IoHOWY noa | 8-roavuina
Bb3pAacT He ¢a yCTaHOBEHH. JIunceaTt gaHHu.

HauuH Ha npunoxeHue

[lepopanto npuaoxeHuUE
TenaunuH MoXKe aa ce NpyeEMa CbC WM 0e3 xpaHa. [Tpenopruea ce npuemaHero Ha Tenaunun ¢
MAJTKO KOMHYECTBO TEHHOCT.

4.3 IIporuBONOKA3AHHSR

- CBpBXYYBCTBHTENHOCT KbM 2aKTHBHUTE BELIECTBA UM KbM HAKOE OT MOMOUIHUTE BE
U30pOeHU B TOUKA 6.]

- BTopu H TpeTH TpUMECTHP OT OpemMeHHOCTTa (BXK. TOUKH 4.4 1 4.6)

- KnbyHH OOCTPYKTHBHU HapyUWIEeHUA

- TexKo yepHOAPOOHO YBpeKAaHE

- LLlok { BKIHOUUTEIHO KAPAHOrE€HEH LLOK)



- OOCTpyKUHMA HA U3XOJALLIMS TPAKT Ha NABaTa Kamepa (Hanp. BACOKOCTENEHHa a0pTHA CTEHO3a)
- XeMoaHHAMHUYHO HECTAOU/IHA CHPACUHA HEAOCTATBbYHOCT CAEA OCThP HHAPKT HAa MHOKap/aa
- Ennospemennara ynorpefa Ha TenannuH ¢ ATHCKHPEH-CHABPHKALLKA NPOAYKTH €
NPOTHUBOMOKA3aHa NpH NauxeHTH ¢ auadet unu 6vOpeuno yepexaane (GFR <60
ml/min/1,73 m?) (BX. Touku 4.5 1 5.1).

4.4 CroenHAIHH NPEAYNPEXKACHHA H NIpeANa3HH MEPKH NpH ynorpeda

HHurecTuHaneH aHrHoeaem
3a HHTeCTHHAJIEH aHrHOeAeM ce choOLlaBa NPH NALHEHTH, JIEKYBAHH ¢ aHrHOTEH3HH |l peuenTopHy

onoxepH (Bx. Touka 4.8). Te3n nauMeHTH umar KopeMHa O0Ka, rageHe, NoOBpbLUIAHE H THAPHS.
CUMNTOMUTE OTLIYMABAT CJeA NpeycTaHoBiABaHe Ha aHrnoTeH3uH |l peuentopuuTe Hokepu. Ako ce
NWarHOCTUUHPA HHTECTHHANEH aHTHOEAEM, JICYCHHETO C TeIMHCAPTaH TPAOBa Aa ce NpPeyCTaHOBH H
Aa ¢e 3anoyHe NoaxoJfaLo HabmoaeHue A0 MLAHOTO OTIWIYMABAHE HA CHMMTOMMTE.

bpeMeHHOCT

[To Bpeme Ha OpemeHHOCT He TpsORa Aa ce 3anoyBa Tepanys ¢ aHruoreHsuH I peuentopHu Giokepu.
OcBeH KOraTo npoabLKaBaHeTO Ha TepanuaTa ¢ aHrHoreHsuH Il peuentopuu 6aokepu ce cmsTa 3a
HATOXKHTEIHO, MALMEHTKHUTE, TL1IaHKpaLUH 1a 3abpemeHedT, TpaOBa Ja NpeMHUHAT HA aITEPHATHBHO
AHTUXHMNIEPTEHIUBHO JIEYEHHE, C YCTAHOBEH Npogua Ha Oe3onacHOCT NpH ynotpeba no Bpeme Ha
OpeMeHHOCT. Cnea AMAarHOCTHUMpaHe Ha OpPEMEHHOCT, JIEYEHHETO C aHrHoTeH3UH 1l peuenTopHu
6nokepu TpabGea aa Ovae NpeycTaHOBEHO He3abaBHO, M, NO BL3MOMXKHOCT, J1a C€ 3aN04HE ATTEPHATHBHA
Tepanys (BxK. TOUKH 4.3 1 4.6).

YepHoapobHo yBpekaaHe
Jla He ce npunara TenaunuH npy NauKEHTH € XONECTa3a, C AThbYHH OOCTPYKTHBHM HAPYLUEHKI WY

Te)KKO YepHoapobHo yBpexaaHe (Bk Touka 4.3), Tbi KaTO TEIMHCAPTAH Ce ETHMHUHHPA Hpe3
#bukata. [Ipy Te3n nauuMeHTyH MOXE Ja C€ O4aKBa HAMAJIEH YEPHOAPODEH KIIUPBLHC HA TEIMUCAPTAH.
[Mony>XUBOTHT Ha aMIOAMNUH € yasmkeH 1 AUC cTOHHOCTHU ca Mo-BUCOKH MPU NMAUHUEHTH ¢
HapylleHa YepHoapoOHa dyHkuua. He ca ycTaHOBEHH A030BH NPENOPHKM.

Cnenosarenno Tenaunnd TpabGBa aa ce H3MON3Ba ¢ NOBHIUIEHO BHHMAHHKE NIPH MALLUEHTH C JIEKO 10
YMEPEHO 4epHOApOOHO yBpeXKaaHe.

PenoBackylapHa XMOepTOHUA

Korato nauveHTy ¢ AByCTpaHHA CTEHO3a Ha OLOpeuHuTe apTepuy UK CTEHO32 HA apTepUs Ha
eaAMHCTBEH pyHKuHOHMpaLL OBbOpeEK, ca NneKyBaHH ¢ NeKapCTBEHH MPOAYKTH, KOUTO 3acAraT CHCTeMarTa
PEHUH-aHrHOTEH3HH-aN10CTEPOH (PAAC), chllecTBYBa NOBUILIEH PHCK OT TEXKKA XHINOTOHHA H
0Bv0peuHoO yBpexKaaHe.

bnOpeuHo yBpexkaaHe ¥ TPaHCMIaHTALMA HA ODLOpeK
Koraro teamucapraH/aMAOAMITHH CE W3NOJI3BA 32 JIEYEHUE HA MALUEHTH ¢ HapylueHa 61b0peyHa

¢yHKUMSA, ce nMpenopbyBa NEPHOAUYHO MOHHTOPHPAHE Ha CEPYMHHTE HHUBA HA KAJIUH M KPEATHHUH.
HsamMa onuT B npuiaraHeTo Ha TEIMUCAPTAH/AMJIOAXITHH MPY NALMEHTH CbC CKOPOLLHA
TpaHCIJIaHTauusa Ha ObOpek. TenMucapTaH H aMIOAUINHH HE CE ZHATH3UPAT.

Byrpechbaosa XUNOBONEMHA
[lpy nauueHTH, ¢ XUMOBOJIEMHA W/ UK U3UEPTNBAHE HA HATPHUA, HANMPUMED NOPAdH UHTEH3UBHA
AWYpETUYHA Tepanud, HaMaNcH APYEM Ha CONMY NOPAAH AMETA, AHAPHUA WM NOBPBLIAHE. MOXE 1A
Bb3HUKHE CHMNITOMATHUYHA XHUNOTOHUA, OCOOEHO cniel npujarade Ha mbpeara 103a. TakuBa
ChCTOAHUA Tpabaa Aa ObaaT NPeCACSEHHU NPEeaH NPWIOKEHHETO Ha TEIMUCAPTAH/aMIIOLHN
HeaocTursT Ha HATpUi W/WNH TeuHOCTHU TpaOBea Na Obae KOpUTHpaH NMpeaH NPUITOKEHH
TEAMUCAPTaH/aMJIOAUITHH.

HBo#iHo OoKHpaHe Ha PeHHH-aHTHOTEH3HH-anaocTepoHopata cHcTtema (PAAC)
Hma aanHm, ye eaHoBpeMeHHaTa ynotpeba Ha ACE nHxubutopu, aHrnoreHsuu ll-peu




ObOpeunaTa GpyHKUHNA (BKIIOUYHTENHO TEXKC O0BOpeuHo yBpexaaHe). [lopaau Toea He ce npenopbuBa
neoiiHo OnokupaHe Ha PAAC upes kombunupanata ynorpeba Ha ACE uuxubutopu, aHrinoteHsuH -
peuenTopHn BA0KepH UK ATUCKUPEH (BXK. ToUkHK 4.5 1 5.1).

AKO ce npeLeHY, Ye TepanuaTa ¢ AsoiHO OaokupaHe € abconoTHo HeobxoanMa, Tosa TpsadBsa aa
CTaBa camMo Mol HaOMIOAEHHETO HA CMNELUATHCT U NMPH YECTO BHUMATETHO MOHUTOPUPAHE Ha
ObbOpeuHaTa PyHKLUHS, €NEKTPOJHTUTE U KPbBHOTO HaNAraHe.

ACE nHxuOHTOpH W aHruoteH3uH ll-peuentopau Onokepu He TpaOBa Aa ce M3MON3BAT €JHOBPEMEHHO
npun nauneHTH ¢ amabertHa HedponaTus.

IpYry ChCTOAHHUS ChC CTHMYAALIWA HA CUCTEMATa PEHHUH-AHTHOTEH3UH-aN10CTEepOH

[Ipy naureHTHTE, YUUTO CHAOB TOHYC H OBOpeuHa PyHKLUHA Ca B 3aBUCHMOCT HaA-BEUYE OT AEHHOCTTA
Ha PEHWH-@HTHOTEH3HH-aNA0CTEPOHHATA CUCTEMA (HAMNp. NALUMEHTH C TE€XKA KOHMECTHBHA ChpAe4HA
HEAOCTATHLYHOCT WK OCHOBHO 610peuHo 3abonsasaHe, BKIOUHUTEHO CTEHO3a Ha O1x0peuHuTe
apTepyH), NEYEHHUETO C JIEKAPCTBEHW NPOAYKTH, MOBJUABAIUH Ta3H CUCTEMA, KATO TEJIMHCAPTAH, CE
CBLP3Ba C OCTPa XMIOTOHUA, XHMEPAZOTEMUA, ONUTYPHA, U PAAKO ¢ Texko OnOpeuHo yBpekaane
(BX. TOYKa 4.8).

[IbpBUMEH aNJ0CTEPOHUIBM

[laumeHTHTE C MBPBUYUEH aNAOCTEPOHUIBM B OOLUMA C1y4al HE Ce NOBAUABAT OT
AHTHXUNEPTEHIUBHUTE IEKAPCTBEHHU NPOAYKTH, ACHCTBALIHY Ype3 HHXHMOMPaHE HA PEHUH-
aHrHOTEH3WHOBATa cHcTeMa. [Topaau ToBa, ynorpedaTa Ha TeIMUCApTaH HE Ce MpenopLUBa.

CTeHO3a Ha A0PTHATA U MUTPANHATA Kjana, 00CTPYKTHBHA XHNIEPTPOPHUUHA KAPAHOMUOIATHS

Kakto npu apyrute cba0paslliupaBalLld CPEACTBA, CIIELMATTHO BHUMAHHE ce 00pblIa Ha NALIMEHTHTE,
CTPajalliM OT CTEHO3a HAa a0PTHATa ¥ MUTPAIHATA K1ana, UK OOCTPYKTHBHA XHNEPTPOPHUHA
KapIHOMHOMATHAL.

CobpaevHa HeJOCTATbYHOCT

[TauMeHTHUTE CBC ChpAECYHA HEAOCTATHYHOCT TPsiOBa Ja ObAAT NEKYBAHHU C MOBHILUEHO BHHUMaHUWe. B
ABACOCPOUECHO, TNALEO0-KOHTPOSUPAHO NPOYUBAHE NPH MALMEHTH C TEXKKA CbPACHHA
HegocTaTh4yHOCT (NYHA knac 1l u [V) oTyeTenara wectoTra Ha 6en1oapobeH OTOK € NO-BHCOKA B
aMJIOJIMIKH JIEKYBaHaTa rpyna, OTKOAKOTO B rpynaTa Ha rutaucOo (XK. Touka 5.1). bnokepu Ha
KaaLKEBHUTE KAHAJIM, BIUIHOYUTEHO aMIOAHNKH, TPAOBA 1a ce U3MON3BAaT ¢ MOBULLIEHO BHUMAHHE NPH
MAaLKHEHTH ChC 3aCTOHHA ChpACHHA HEAOCTATHYHOCT, Thi KATO T€ MOTaT Aa YBEJUYAT PUCKA OT
Obaely CbPAEUHOCHAOBH CHOUTHA H CMBPTHOCT.

[TauneHTH ¢ 1MabeT, NEKYBAHH C HHCYHH HAKW NPOTHBOAHAOETHH CpeacTBa

[lpu neueHue ¢ TeNMUCAPTaH, NPH TE3U MALHEHTH MOXE 1A Bb3HUKHE XHIIOMTHKEMHA. 3aTOBA NpU
Te3H NAUHEeHTH € HeoOXoAMMO Aa ce OOCHLAM CHOTBETHO NpocieadeaHe Ha HUBOTO HA MIIOKO3a B
KPBBTA U MOXKE J1a C€ HAJIOKH KOpHrMpaHe Ha 403aTa MHCYJIHH WIH @aHTHAHA0ETHO CPeacTBO, KOraTo €
MOKa3aHo.

XynepkanvemMus
Ynotpebara Ha NeKApCTBEHU NPOAYKTU, KOUTO MOBAHABAT PEHUH-aHTMOTEH3UH-a110CTEPOHHATA
CUCTEMA, MOXKE Ja [PUUYHHU XUITEPKATHEMHS.

[Ipy nauHeHTH B CTapuecka Bb3pAacCT, NauHeHTH ¢ 61b0peuHo yBpexkaaHe, nauMeHTH ¢ auader,
MaUUEHTH Ha CHITLTCTBALIA TEPAIHUA C IEKAPCTBEHY MPOAYKTH, KOKTO MOTraT Aa MNosuLLaT
KOHUEHTpALUATA Ha KKK, UW/UIHU NPU NaLUMEHTH C APYTH ChILTCTBALUM ChCTOSAHUA,
XUNEPKATHEMUATA MOKE A NPHUMUHH CMBPT.

l'lpe;m Ha CC B3CMC PCLUCHHC 34 CAHOBPCMCHHO MPHIIOKCHHC HA JICKADCTBCHHK Npoady
NMOBJ/IMABAT CUCTEMATA PCHHH-AHTHOTCH3UH-ATA0CTCPOH, TpﬂﬁBa Ad CC NPpCUECHH CBhOTH

non3a/pUck,
OCHOBHUTE PUCKOBH (AKTOPH 3a Bb3HWKBAHE HA XMNEPKATHEMHUS, KOUTO TpaOBa Ja

BHHMAHHC Ca.



- 3axapeH quaber, ObOpeuHO yBpexaaHe, Bu3pacT (>70 roavnm)

- KOMOHMHALIMA C €AHH HIIH NMOBEYE JIEKAPCTBEHH MPOAYKTH, KOMTO NOBAUABAT CHCTEMATA PEHHH-
AHIHOTEHINH-AIAOCTEPOH H/HITH ChABbPXKALLKM Kanui xpaHuTenHu 1obaBku. JlekapcTBeHuTe
NPOAYKTH HNHU TEPANEBTHYHHUTE MPYIH, KOUTO MOTaT Aa Mpeau3nBHUKaT XHNEPKATHEMHA Ca
3aMECTHUTE/IN HA CONTA, CHAbPIKALLK KalKid, Kanuii-CbxpaHsasawy auypetuuu, ACE
HHXHOUTOPH, aHrHOTEH3KH ] peuenTopHH OAOKEPH, HECTEPOHAHH NPOTHBOBBINMNATHTENIHH
cpeacrea (HCIIBC, exmountento cenektusante COX-2-HHXHOUTOPH), XenapuH,
HMYHOCYNPECOPH (UHKIOCTIOPHH HIIH TAKPOJIHMYC) K TPUMETONPHM.

- CbITbTCTBALLMY CHOUTHA, B YACTHOCT A€XMAPATALIMA, OCTPa CbpAeyHa JEKOMNEHCaUn,
MeTaboAWTHA auHA03a, BiIollaBaHe Ha ObOpeuHaTa PyHKUMUA, BHE3ANMHO BNOLLABAHE HA
CheTOAHMETO Ha OvOpeunTe (Hanp. HHPekuro3HK 3ad0nABaHNA), KNETHYHA AK3a (Hanp. ocTpa
MCXEMHA Ha KpalHHK, pabaOMHONK3A, roaMa TpaBmMa).

HeoOxoanMMo € 1a ce nporexa BHHMATENHO MOHHTOPUPAHE Ha CEPYMHHUTE HHBA HA KW NPU TE3H
nauueHTH (B3, TOUKA 4.3).

ETHHYECKH pa3TU4US

Kakro e Habnto1aBaHO NMPH HHXHOUTOPHTE HA AHTHOTEH3UH-KOHBEPTHPALLMA €H3HM, TEJIMUCAPTAH H
apyrute airvoreHsuH [l peuenropHu 610KepH ¢a OUEBUIHO NO-MANKO €(PEKTHBHH MPH NMOHWKABAHE

Ha KpbBHOTO HAJIATAHE MNPH XOPpa OT YCPHATA paca, OTKOJNKOTO 1PH APYTHTE paCH, BCPOATHO 1opaiH
[MMO-4€CTO OTHETECHOTO HUCKO HUBO HAa PEHHH B NnONynauuaTa Ha XHIICPTOHHUH OT HCPHAaTA paca.

HcxemMuyHa 60aeCT Ha ChPLIETO

KakTo npH Apyrd aHTUXHAEPTEH3IUBHH areHTH, NPEKOMEPHOTO NOHMKEHHE HA KPLBHOTO HAJIATaHE
NPH NALUHEHTH C HCXEMHUYHA KAPAHOMHOMNATHA WIH UCXEMHUUYHO ChPAECYHOCHAOBO 3a00naBaHe MOXE Aa
noBeae A0 HHGapKT Ha MHOKapAa WUITH UHCYAT.

bezonacHocTTa H e¢m¢acuo¢*rra Ha aMJIOQHIIHH TPH XKHIICPTOHHYHA KPpH3ad HC € YCTAHOBCHA.

B cTapuyecka Bb3pacT YBEIHYABAHETO Ha f03aTa TpAOBa 1a C€ W3BLPILBA C NOBHINEHO BHUMAHKE (BX.
TOUKH 4.2 u 5.2).

Hampuii
Tosa nekapcTBO ChaAbpXkKa No-Manko ot 1 mmol Hatpuit (23 mg) Ha TabneTka, T.e. MOXE Na ce Kaxke,
Y€ MPAKTHYECKH HE CbAbPKa HATPUHA.

4.5 BiaumojaeiicTBHE ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYrH (fOPMHA HA B3aHMOAeHCTBHAE

Bzaumooeucmeus, cavp3anu ¢ meaMucapman

JIHrOKCHH

KoraTo TenMucapran ce npuiara eAHOBPEMEHHO ¢ AUFOKCHH c€ Habato aBa NOBHIUARAHE HA
MeHaHaTa Ha nHkoBara (49 %) v nali-HMckara niasMeHa KkoHueHTpauus (20 %) Ha aurokcud. Korato
CE 3aMo4Ba, KOPUrUpa Ce A03aTa HJTH CE NpPeKpaTiaBa TeAMUcapTaH, TpsOBa Ja ce HabnonaBaT HUBaTa
HA JUMIOKCHH, 3a Aa Ce NOAAbPXKAT B TepanesTUHYHHA HHTEPBRA.

KakTto 1 npu Apyru JekapcTBeHu NPOAYKTH, NOBAUABALLHK PEHHH-AHTHOTEH3HH-AIA0CTE
TeJIMHUCAPTAH MOXKE 1A NPEANU3BUKA XUITEPKATHEMHUSA (BXK. TOUKA 4.4). PUCKBT MOXE aa 04
cayyaih Ha KOMOUHUPAHO NICYEHHE C APYIrH NEKAPCTBEHH MPOLYKTH, KOUTO MOIaT Aa n
XHnepkanuemus (CoJIEBH 3aMECTUTE/TH, ChbABPXKALLIY KATUH, KATHH-CLXPaHABALLH JHY
UHXHOUTOPU, aHrHOTEH3HH ] peuenTopHu On0KEpU, HECTEPOHAHH NIPOTUBOBBL3NAITHTE
nekapcteenu npoayktd (HCIIBC, skntounTtentso cenektuBaun COX -2 HHXHOUTOpH),
WMYHOCYNPEcopH (LIMKJIOCMOPHUH Ml TAKPOJIHUMYC)) H TPUMETONPHUM.



Bb3HHKBAHETO HA XHUMNEPKATHEMHS 3aBUCH OT CBbP3aHHTE ¢ TOBA PUCKOBH (hakTopH. PHCKBT ce
yBE/MUaBa NP No-rope CroMeHaTHTE TepaneBTHUHY KOMOHHALMH. PHCKBT € 0c00eHO BUCOK B
KOMOHMHALIMA ¢ KATHH-ChbXPAaHABALLH ANYPETHUM K KOraTo c€ KOMOHHHPA ChC CONEBH 3AMECTHTENH,
cbaAbpxkKaliK Kanuid. A nipu komOnHauus ¢ ACE nuxuburopn nin HCTIBC, puckeT e no-Mansk, npu

YCIOBHE, e CTPHKTHO C€ CNa3BaT Npeana3Hu MEPKH Npu ynorpeba.

He ca yctaHoBeHH B3aMMOaeHCTBHSA MeXAY ABaTa KOMNOHEHTA Ha Ta3u (PUKcHpaHa kKoMOHHaUms no
BpEME HA KJIMHHYHHTE H3MHTBAHHA.

He ce npenopvusa consmemeawia ynompeba

Kanunii-chbxpaHsBaiy AMYpETHLIH HAK ChAbPXKALIMY KAJIWA XPAHUTENHH J00ABKH

AHruoreH3uH Il peuentopHuTe 610KepH, KAKBBTO € TEAMUCAPTAaH, HAMANABAT 3arydaTta Ha Kalui,
MPpUIW3BHKAHA OT AWYpeTHUHTE. Kanuil-chbXpaHABALLHWTE AMYPETHLUM KaTO CMUPWHOIAKTOH,
EMAEPEHOH, TPHAMTEPEH, HITH GMHIOPHUA, CHABLPKALUHUTE KaNWH XpaHUTENHH 100aBKH, WIH
CbAbPXKALIUTE KaNuii 3aMeCTUTENH Ha CONTa, MOraT aa AOBeAAT A0 3HAYMTENHO NOBHULLEHHEe Ha
CepYMHHS KasiMi. AKO € NoKa3zaHa e JHOBpEMEHHa ynoTpeda, nopaayd A0KYMEHTHpPaHa XUITOKaIHEMMUA,
€ HeobX0AUMO JIEKAPCTBEHUTE MPOAYKTH Aa 6bAAT U3NON3BAHM C NOBULLEHO BHUMAaHHE, U C
NOCTOAHHO MOHHTOPHPAHE HA CEPYMHHTE KOHUEHTPALUHK Ha Kanus.

JIUTHUH

CovobLasadu ca cnyvyad Ha oOpaTUMU NMOBHILUEHHUSA B CEPYMHUTE KOHUSHTPAUKH HA JIMTHA U
TOKCHYHOCT, NPH €AHOBPEMEHHO NPIWIOKEHHE HA NUTHH H HHXUOUTOPU HA AHTHOTEH3UH
KOHBEPTHPALLHA €H3UM, KAKTO U ¢ aHrHOoTeH3HUH [I peuenTtopHH GokepH, BKIOUHUTENIHO TENMHCAPTAH.
Axo koMOHHHpaHaTa ynotpeda ce okaxe HeoOxoauMa, € NpenopbUYKTEeH BHUMATEAEH MOHUTOPUHT
Ha CEPYMHHUTE HUBA HA JIUTHA.

Covnvmcmsawya ynompeba, u3uckeau{a NOGUUIEHO BHUMAHUE

Hecrepouanu npotusosbinanuTentu cpeacresa (HCTIBC)

HCIIBC (7.€. aueTHNCATHLUHIOBA KMCENHMHA B MPOTHBOBL3NANHTENHU 103U, COX-2-HHXUOUTOPH, H
HecenekTueHH HCTIBC) Morar aa HaManaT aHTHXUNEPTEH3IUBHUA edeKT HaaHrHOTeH3HH ]
peuentopHuTE OI10KEpH.

[Tpy HAKOH nauueHTH ¢ HapyLIeHa OLOpeuHa PyHkuua (HAND. NAUMEHTH ¢ AeXHApaTaUMUa WK
NaLHeHTH B CTapyecka Bb3pacT ¢ HapyleHa 6bOpedHa pyHKUUA), €AHOBPEMEHHOTO NPHIaraHe Ha
aHrnoTeH3uH [l peuentopuu G10KEpH H NEKAPCTBEHH CPEACTBA, KOUTO HHXHOUpAT UHKIIO-
OKCHI€Ha3aTa, MOXE Jla MMa KaTo pe3ynTaT ro-HaTaThUIHO BiowasaHe Ha 6bOpeuHaTa PyHKLUA,
BK/IKOUMTETHO BL3IMOXKHO TEXKO ObOpeuHo yBpexanaHe, koeTo 0OUKHOBEHO € 0BpaTHMO. 3aTOBA,
KoMOuHaLuATa TpaOBa na Hvae npunarada ¢ MOBHILIEHO BHUMAHKE, 0COOEHO NpHU NAUKEHTH B
cTapuecka pb3pacT. [lauueHTure Tpabea aa 6baar aaexkBaTHO XUIPATHPAHHU, KATO NOA BHUMAHUE
TpaOBa 1a ce B3eMe M npocaeaaBaHeTo Ha ObOpeyHaTa PyHKUMA Clel 3an04BaHE HA CHTBLTCTBALLATA
TepAarnus U NEPHOAHYHO Clle] TOBA.

Pamunpun

B eaHO npoyuBaHe, e1HOBPEMEHHOTO NPHNAraHe HA TEJIMUCAPTAH M PAMHUAPUI € JOBENO 1
kpaTHO noBHileHUe B AUCo.24 ¥ Crax Ha pamMunpui ¥ pamunpunat. KnuHuuHaTa 3Hauu
Ha0MI0QeHHE € HEU3BECTHA.

Juyperuum (THa3MAHA UK OPUMKOBH AUYPETHLIU)

[TpeawecTrawo neyeHUe ¢ BUCOKK D03U ARYpeTHUHM KaTo pypozeMua (OpUMKOB AHYP




XHAPOXJIOPOTHA3K (THA3MACH IUYPETHK) MOXKE 1a AOBEE A0 1TOIBATA HA XHITOBOJIEMHA H PHCK OT
Bb3HHKBAHE Ha XHITOTOHUSA NPH 3aMOYBAHE HA JICUEHHE C TEJIMHUCAPTAH.

Cvnvmemeaya ynompeba, xoamo mpadea oa ce umMa npeosuo

Jpyru aHTUXHNEPTEHIUBHU NEKAPCTBEHH NPOAYKTH

[ToHMKaBaLWMAT KPLBHOTO Ha/iAraHe eeKT Ha TeIMHUCApTaH MOXeE Ja Obae 3aCHiIeH NP ChITbTCTRALLA
ynoTpeda Ha APYTH aHTHXHNEPTEH3HBHH JIEKAPCTBEHH NPOAYKTH.

JlaHHHW OT KATMHUYHH NPOYYBAHWA NMOKA3BAT, Y€ ABOWHOTO DAOKHUpaHE HA CUCTEMATA PEHHH -
anurvoteH3nH anaoctepod (PAAC) upe3 komOuHupadata ynorpeba Ha ACE nHxubutoph,
aHruoreHsuH [l-peuenTopHu DaOKepPH HAN ATHCKHPEH CE CBBP3BA € NO-BUCOKA YECTOTA HAa HEXEIaHH
CLOMTHSA, KATO HANPUMED XHMOTOHHUS, XHNEPKAIMEMHA M HAMANABAHE Ha OLOpeuHaTa PyHkuus
(BKNIOYHTENHO TeXKO OBOpeUHO yBpekaaHe), B CpaBHEHHE ¢ ynoTpedaTa caMo Ha €1HO CPEACTBO,
nenctTeawo Bbpxy PAAC (Bx. Touku 4.3,4.4 1 5.1).

C ornea Ha GapMaKOJIOrHHHUTE UM CBOHCTBA, MOXKE Aa CE€ 04YaKBa, Y€ CAEAHUTE JIEKAPCTBEHH MPOAYKTH
MOTaT /13 3aCWIAT XHNOTOHHUYHHUTE (DEKTH Ha BCUUYKH AHTUXHUNIEPTEHIUBHU CPEACTBA, BKIHUUTEIHO TO3M
JIEKapCTBEH MPOAYKT, Hamnp. 6aknodeH, aMUpOCTHH, HEBPOJIENTHLM WK aHTHAENpecaHTU. CbLUO Taka,
OPTOCTATHYMHATA XHITOTOHUA MOXE 13 ObAE 3aCHIEHA W OT a/IKOXOA.

KopTukocTepouau (3a CUCTEMHO NPUNOKEHHE)

HamansBaHe Ha aHTHXHMNEPTEH3IUBHHA eEKT.

Bzaumodeiicmeun, cevp3anu ¢ au100unuH

Edhexmu na opy2u aexapcmeernu npooyxmu 8bpxy amioounut

Huxuburopu Ha CYP3A4

EnnoBpemMeHHaTa ynotpe0da Ha aMNoAMNHH ¢ MOLWHH HIH yMepeHH CYP3 A4 uuxubutopu (nporeasHu
HHXUOHTOPH, a30A0BH AHTHMUKOTHLIH, MAKPOAHUIM KaTO EPUTPOMMULIMH WITH KIaPUTPOMHMLIUH,
BEpaNaMMui WM AWITHA3EM), MOXKe Ja A0BeAE A0 3HAYUTENHO YBEIUYEHHUE HA EKCNO3ULIMATA Ha
AMJTOAHIMUH, BOAELLO A0 NOBHLLEH PUCK OT XHnepToHuA. KnuHwyHuTe npodaeu Ha Te3n QK npomenu
Mmorar aa 6bAaT no-u3pa3eHH Npy NauKMeHTU 8 HaMpeaHala Bb3pacT. Moxke Aa ce HanoXH KIHHHYHO

HaONIOAEHUE ¥ KOPUTIUpAHE HA N03aTa.

Uuaykropu Ha CYP3A4

[Tpu eaHOBpPEMEHHO NPHJIOKEHHE HA H3BECTHH HHAYKTOPH Ha CYP3A4 nnasmeHaTa KOHUEHTpaUUs Ha
aMNoauNKH MoXe aa Bapupa. [Topaau ToBa KpbBHOTO HANAraHe TpaOBa da ce npociieasaBa U aa ce
OOMMUCIIH aJanTupaHe Ha Jo3aTa KAKTO MO BPpEME, TaKa U ClIEA €AHOBPEMEHEH NpUeM, 0COOEHO Che
cuaAHH CYP3 A4 unaykTopu (Hanp. pudpaMuLUH, KbAT KAHTAPHOH).

[pefindpyT 1 cCOK OT rpenndpyT
He ce npenopbusa ynotpedbara Ha rpedndpyT U COK OT rpeHn@pyT, TbH KaTO NPH HAKOH NALUKUEHTH
OMOHANHYHOCTTA MOXKE Ja CE MOBHULUH K Aa AOBeAE A0 3aCH/IBAHE HAa AHTUXHIMPETEH3IUBHHUTE edeKTH.

HautponeH (UHQy3ug
[Ipu KHBOTHHK Ca HAATIOAABAHHU NETANHO KAMEPHO MBXKAEHE U ChPICYHOCHAOB KONANC BLB B
XUNEPKATHEMHSA CNEA NPUIOKEHUE HA BEpANAMUN M UHTPABEHO3EH NAHTpONEH. [Topaau p
XHNepKaNneMHs, Ce NpEenopbLYBa, 1a ce M30Area €eAHOBPEMEHHOTO NPUIOXKEHHE ¢ BJIOK
KATLHEBUTE KAHAMH, KATO aMAOAWUNKH NPH NALMUEHTH, MPEAPA3NOA0KEHU KbM MATHIH
XHUMEPTEPMHUA M NIPY OBNAJSBAHE HA MAJIMTHEHA XHNEPTEPMHUS.

Eghexmu na amoounun evpxy opy2u nexapcmeeru npooyKmu



Apyru aHTUXUNEPTEHIUBHY NE€KAPCTBEHH NMPOAYKTH
[ToHMkaBaliMTe KPHBHOTO HANAraHe €eKTH Ha aMIOHNHH € R00aBAT KbM NOHHXKABALLHUTE
KPbBHOTO HaJisraHe e(heKTH Ha APYrH IEKapCTBEHU NPOAYKTH C aHTHXHAESPTEH3UBHU CBOHCTBA.

TakponumMyc

MIMa pyucK OT YBEIMYEHHE HA HUBATA HA TAKPOIOMYC B KPbBTA NPH €AHOBPEMEHHO NPUIOKEHHUE C
aMJIOSHMIMHH, BbNPEKH Ue PapMaKOKMHETHYHHAT MEXaHHU3BbM Ha TOBA B3aUMOAECHCTBHE HE € HANMBLJHO
H3ACHEH. 3a Na ce H3DErHe TOKCHYHOCT Ha TaKPOIMMYC, B C/1y4aid Ha €AHOBPEMEHHO NPHIIOXKEHHE Ha
aMNOAWMKH NPH MALHUEHT, JJEKYBaH C TAKPOIMMYC, € HEOOXOAMMO MOHUTOPHPAHE HA HUBATA Ha
TAKPONHMMYC B KPbBTA H CHOTBETHO KOPHTHPAHE HA A03aTa TAKPOJIUMYC NPH HEOOXOAHUMOCT.

[Mpuuennn 3a panamuuund (mTOR) nuxndurtopu

MTOR HHXHOUTOPH KATO CHPONMMYC, TEMCHPOJHMYC ¥ eseponumyc ca cydctpatu Ha CYP3A.
AmnoaunuH e cnab nuxuburop Ha CYP3A. [pu eaHoBpemenHarta ynorpeba Ha mTOR nuxuGurtopu,
AMAQAMNKH MOXE 1a yBeAWuHd ekcrio3utuaTa Ha mTOR nuxuburopmre.,

LinknocnopuH

He ca nposex<1aHW Npoy4YBaHKA 33 B3aUMOICHCTBHE MEXKIY LMKIIOCNIOPHH Y aMJIOAWIIHH NIPU 31paBH
AOOPOBOJILM W APYTH NONYJIALKH, C HU3KITIOUYEHHE HA NaLUUEHTHTE ¢ ObOpedHa TpaHcnaHTauua, npu
KOHTO € HaDMI0AaBAHO NPOMAHATA HA Hal-HAUCKATA KOHUECHTPALMA HA LMKIOCTIOPHH 1a C¢ NOBULLABA
(cpeano 0-40%). Cnensa na ce vma npeaABHA MOHHTOPUPAHE HA HYUBATA HA LIMKJIOCIIOPHH MPH
naLMeHTHTE ¢ OLOpEeYHa TPAHCIUIAHTALMA, IEKYBAHH C AMIOAUINMH, KAKTO H CbOTBETHO HaMa/IABaHE
Ha 103aTa LIMKJOCMOPHH NPU HEOOXOAUMOCT.

CUMBacTaTHH

EaHOBpeMEHHOTO NnpuUiaraHe Ha MHOrokpaTHH 103 oT [ mg amnoaunux ¢ n1o3u ot 30 mg
CUMBACTATHH BOAM D0 77% yBenUYEHHUE HA EKCTNIO3ULUUATA HA CHMBACTaTUH B CPABHEHUE CBC
CAMOCTOATENHOTO NPUI0KEHHE HA CUMBACTaTUH. Jlo3aTa Ha CUMBACTATHH MPU NALMEHTH, KOUTO
MpMeMaT aMaoauNuH, TpsOBa fna ce orpaHuyu 10 20 mg AHEBHO.

[lo BpeMe HA KITMHHYHHTE U3MHTBAHHMA 33 OLEHKA HA B3AMMOACHCTBHUATA, AMJIOAUIIHH HE € MOBJIHAN
(apMaKOKHHETHKATA HAa aTOPBACTATHH, AUFOKCHH WU Bap(apuH.

4.6 DepTHIHTET, OpeMCHROCT B KbpMEHE

bpeMeHHOCT
He ce npenoptuBa ynorpebara Ha TengunuH no BpeMe Ha MbPBHA TPUMECTBP HA OpeMeHHOCTTa (BXK.

Touka 4.4).

TenaunuH € NPpOTUBOMOKA3aH 110 BPEME HA BTOPHA U TPETHA TPUMECTBP HA OpeMEHHOCTTA, Nopaau
TEIMHCAPTAHOBATA KOMIMOHEHTA (BXK. TOUKU 4.3 U 4.4).

TeamucapraH
HaMa poctaTbuHO AaHHHU 33 ynoTpebaTa Ha TenMucaptaH npu OpeMeHHH xkeHu. [IpoyusaHusaTa ¢

TEIMUCAPTAH MPHU KHBOTHH Ca IMOKAIATH HATHYHE HA PENPOAYKTHBHA TOKCHUYHOCT { BXK. TOUKA 5.3).

EnuaeMHONOrHyHUTE JaHHU 3a PUCKA OT TepaTOreHHOCT ciea ekcno3vuua Ha ACE uuxubutopu npes
NbpPBUSA TPHMECTBP Ha OpeMEHHOCTTA He ca yDeauTenHu. Bee nak, He Moxke aa e U3KIK4YH
NoBHLUEHHE Ha pUcKa. JloKkaTo MHNCBAT NAHHH OT KOHTPOJUPAHO €NUAEMHONOMHYHO H3CIEABAaHE 3a
PUCKA OT ACHCTBHETO Ha aHruoren3un Il peuenTopHu Haokepu, 3a TO3M K1AC NEKAPCTBEHH | OF eIy K
TAKHBA PUCKOBE BUHAIY MOXe Aa HMA. OCBEH KOraTo NpOAbIKHTENHOTO JEUYECHHUE C aHIr / Fé 'b'-' o

peUenTOpPHU OJIOKEPY CE CYHTA 3a HAJIOXKUTENHO, NMNALHEHTKHTE, KOHTO IU1aHKpaT Aa 3atf 'h" HETTR, a0\ 7S
B L §
TPAOBA 1A NPEMHHAT HA ATTEPHATUBHO AHTHXHITEPTOHHUYHO JIEYEHHE, KOETO € ¢ JOKa3aW | [-f_f;‘f TRy ‘?é
3a OpeMeHHHu. KoraTo ce yctaHOBH OpeEMEHHOCT, JISHEHHETO C ‘ *- o
W

anrvoteHsuH Il peuentopHu 610kepu TpabBa na 6bae npeycTaHOBEHO He3aDaBHO H, aKy



1A C€ 3anoYHe aJITCPHATHHO JICYEHHE.

HU3secTHO €, 4e ekcno3uumMATa Ha aHrHOTeH3uH [l peuenTopHi B10KepH NO BpeMe HA BTOPUS H TPETHUA
TPHUMECTPH, HHAYLHPA PETOTOKCHUHOCT (AOHMWKEHA ObOpeYHa PYHKUNS, OJTHIOXHAPAMHHOH,
3abaBsgHe ocH(PUKALMATA HA Yepena) H HEOHATANHA TOKCHYHOCT (ObOpeuHo yppexaaHe, XUHNOTOHMA,
xunepkanudemMua) (Bx. Touka 5.3).

[Tpyn ekcno3nWuuna Ha aHruoTeHsuH Il peuenTopHu OJOKEPH MO BPEME HA BTOPHA TPHMECTDHP Ha
OpeMeHHOCTTa, Ce MPENOPbYBA U3RLPIUBAHE HA YJATPa3BYKOB npernel Ha OnOpeuHaTta dykuus H
yepena.

KbpmaueraTa, 4MHMTO MaHKH ca ca npMeMany aHruoTeHsuH Il peuentopHu dnokepu Tpadbea na Obaar
HabnraaBaHKW 33 MNOABA HA XUINOTOHUA (BHXKTE TOUKH 4.3 1 4.4).

Amroounun
bBe3onacHOCTTa Ha AaMMIOAUITHH MO BPEME HA OPEMEHHOCT HE € YCTaHOBEHA.
[Ipx npoyusaHUA BbPXY XXUBOTHH € HabnmoaasaHa penpoayKTHBHa TOKCHYHOCT NPH BUCOKH 103U (BX.

TOYKa 5.3).

KbpMmeHe
Ynorpebarta Ha Tenaunuu He ce npenopbyBa M € He0OX0AUMO Aa Cce NPHCTBNH KbM aNTEPHATHBHO
NeyeHHe ¢ JoKa3zaHa 6e30NacHOCT Mo BpEMe Ha KbpMeEHe, 0cOo0eHO KOraTro ¢ce KbpMH HOBOPOAEHO

WM HEQOHOCEeHO Dede.

Teamucapman
Hama HanuuHa vHopmauus OTHOCHO ynoTpebara Ha TeJIMHUCApPTaH NO BPEME HA KhPMEHE,

Amaoounun

AMITOANNMUH CEe eKCKpPEeTHPa B KbpMaTa Nnpu xopa. YacTtra ot ao3ara 3a Maiikara, nony4yeHa ot
KbpMayeTo, € U3YHUCIIEHA C HHTEPKRAPTUIEH AHana3oH 3-7%, makcuMyM 15%. EdexTeT Ha
aAMIOAWNKH BbPXY KbpMa4eTaTa € HEM3BECTEH.

DepTUAUTET

Teavucapman
B npeaKnHHHYHU NPOYUYBAHHA He ca HabnaaBaHW ePEKTH HA TEIMHCAPTaH BbPXY MBKKHA U

KEHCKHA (epTHITHTET.

Awroounun

ObpariMn OHOXUMHUYHH MPOMECHU B TNABHYKATA Ha CMEPMATO3OHANTE Ca OWIH AOKNAABAHH NPH
HAKOMW NMALMUEHTH, JIEKYBaHHU ¢ OJIOKepH Ha KaniuMeBUTe KaHanH. KIIMHUYHUTE AaHHM Ca HEAOCTaThbYHH
NO OTHOLWEHHE Ha NOTEHUHATHHUA €(eKT Ha aMJIOAUNKH BbPXY PepTunvrteta. B enHo npoyusaHe npu
[UTbXOBE, ca JOKIaABAHH HeDNaronpuITHY ePeKTH BbPXY MBbXKKUS depTuauTeT (BXK. Toyka 5.3).

4.7 EdexTH BBpXY cnocobHOCTTa 3a m1odHpaHe H paboTa ¢ MAIIHHH

Tenaunuu cnabo unu yMEPEHO NOBIKMABRA BBEPXY ¢nOcOOHOCTTA 32 WodupaHe u paboTa ¢ MalLHHM.
[1py wogupaHe unu padora ¢ MaWKUHK TPAOBA Aa Ce B3EME NPEIABUA, Y€ CUHKOIM UIH BEPTHIO
MOHAKOra MOe 21a Bb3HUKHE MTPH aHTUXHUIIEPTEH3UBHA TEPANHA, KaTO HanpuMep TenaunuH. Ako
MAUHEHTHTE, MPUEMALLM AMNOAUNIHUH CTPAAAT OT CBETOBBLPTEK, rNasobonue, yMopa Wiu raacHe
cnocoOHOCTTA 3a pearvpane Moxke Ja Obae HapyweHa. [lpenopbuBa ce NOBUiLIEHO BHUMAaHUE,
0c00E€HO B HAYANOTO HA JICYCHUETO.

4.8 HexelaHH NEeKAPCTBEHH PeAKNHR

O606wenne Ha npoduna Ha 6ezonacHoCT

Teamucapman




Cepuyo3HUTE HeKelaHU NEKAPCTBEHH PeaKUMH BKIOYBAT AHAQHIAKTHYHH PEAKLIHK H aHMHOEEM,
KOoHTO MOxe aa Bb3HWKHeE paako (=1/10 000 po <1/1 000) n octpa 6BOpeyHa HEAOCTATBUYHOCT.

O61uaTa 4ecToTa Ha HEXENAHH NNEKAPCTBEHH PEaKuuy, ChoOLUEHH NPpH ynoTpeda Ha TesIMUCApTaH e
cpaBHUMa ¢ nnauedo (41,4% cpewy 43,9%) B KOHTPOIMpaHH NPOYYBAHHA MPH MALHEHTH, JIEKYBAHH
3a XHnepTorua. ChyvanTe ¢ NPOABEHU HEXKENAHUTE PEAKLIMK HE Ca CBbP3aHH C A03aTa W HE NOKa3BarT
3aBMCHMOCT OT N0J1a, Bb3PacTTa WM pacara Ha nauveHtute. [IpodunsT Ha Oe30nacHOCT Ha
TEAMHUCApPTaH NPH NALHEHTH, NEKYBAHH 3a HAMAIABAHE Ha CbPACYHOCHAOBATA 3a001€BAEMOCT €
CXOAEH C TO3H MPH NALUEHTH C XHNEPTOHHK.

Hexenannre peakuuu, H30poeHH NO-100y, OTPA3ABAT PE3y/NTATHTE OT KOHTPOJIHPAHH KITHHUYHH
NPOYYBAHHA NPU NALHEHTH, NEKYBaHH 33 XUMEPTOHHA U OT MNOCT-MAPKETHHIOBH OKIAAH.
H36pogBaHeTO OTUMTA K HACTHITHIH CEPHO3HH HEXKENAHH PEAKLIMM U HEXKENAHHU PEaKLUH, BOACLIH A0
NPEKbCBAHE HA JICYEHHUETO, AOKIAABAHH (1PU TPH ABAMOCPOHHH KNIHHHYHH NPOYUYBAHHA, BKIIOYBAILH
21 642 naumMeHTH, JJEKYBaHH C TEIMHCAPTaH 33 HaMAIABaHE HA CbpAeuHOCHAOBATA 3a00IEBaEMOCT 3a
nepHoa A0 WeCT FrOJUHH.

AMJIOOMIIUH

Hafi-uecTo choblIaBaHHATE HEXENAHH PEAKLIHH 10 BpeMe HA JIEHEHHUETO €a ChbHIHBOCT, BUEHE HA CBAT,
rnaeobosine, chpuedbHeHe, 3auepearate, 00JKH B KOpeMa, rajeHe, NOAyBaHe Ha IN1e3eHUTE, OTOK H
yMopa.

CnUCHK Ha HEXENAHWTE NEKAPCTBEHHU peakuWy noa ¢gopMarta Ha Tabnuua.

Hexenanure peakuMu ca onpeaesieHy cnopea 4€CToTaTa Ha Bb3HUKBAHE, ChITACHO CNeAHaTa
knacupukauus: MHoro uectu (=>1/10); yectu (=1/100 ao <1/10); neuectu (>1/1 000 no <1/100);
peaku (=1/10 000 ao <1/1 000); muoro peaxu (<1/10 000), ¢ Hen3BecTHA YyecTOTA (OT HATHYHHTE
NaHHH He MOXKe 1a Obae HanpaBeHa OLIEHKA).

Bba BcAka rpyna, HCXKEJIaHHTE PCAKLHK Ca NPEACTaBCHH B HH3XO0AAU] pel NO OTHOLWICHHUC HA TAXHATA
CCPHO3HOCT.

MedDRA Hexenann peakuusn YecToTa
CucremMo-opraunes Kiac AMaoaunun | Teamucapran
Huexuuu u Undekuun Ha NHKOMHHUTE - HEUECTH
unpecmayuu MbTUILA, LUUCTHT, HHPEKLHH
Ha FOPHUATE AWXATE/IHU
MbTHLIA, BK/I. GapUHTHT H
CHUHY3UT
Cencuc, BKIIOYUTENHO C - peaKH
netaneH nixon'
Hapywienua na kppema u | Anemud - HEYECTH
AUMPpHAMa cucmema
EozuHoduaus - peaKH
TpombounTonenus MHOIO PEAKH | PEAKH
JleBKOUMTONEHHUA MHOIO peakH | -
Hapywernua na AHadunakTHuHa peakum, -
UMYHRAMA CUCMEMQ CBPBbXYYBCTBHTEIHOCT
AnepruyvHa peakuus MHOI'O pelKH
Hapywenus na XunepkaiueMus -
Memaboauima u




Xpanenemo XHUNoriaukemus (npH - PEAKH
NnauHeHTH ¢ aHader)
XHIMEPrinKeMHs MHOFO PEAKH | -
XHMOHATpHEMHS - PEAKH
HHcuxuunu napywenus Henpecus, 6e3cbHHe HEYECTH HEUYeCTH
[IpoMsHA HA HACTPOEHHUETO | HEHECTH -
be3noko#HcTBO HEYecTH peaKH
OObpKaHOCT pEaKH -
Hapywienun na nepernama | Crunmsocr YECTH peakH
cucmena 3aMasHOCT YECTH HEYECTH
["nasobonue (ocobeHO B YEeCTH -
Ha4anoTO Ha JIGYEHHETO)
Tpemop, aucreysus, HeUYeCTH -
XHMIMOEeCTe3nd, NapecTe3us
CHHKOM HEYECTH HEYECTH
[loBUiLIEH MYCKYNEH TOHYC, | MHOIO peAkH | -
nepv¢epHa HeBpONaTHA
ExcTpanupaMuaeH CHHAPOM | C HEH3BECTHA | -
YyecToTa
3pumennu Hapyutenun 3pHUTENIHO YECTH peaKH
YBPEHAAHE( BKITIOUHUTENHO
OHIIONHSA)
Hapywenua na yxomo u TuHuTYC HEYECTH -
Aabupurma CBeTOBBPTENK - HeYecTH
Copoeuru napyuieHun [TannuTauuu HECTH -
bpaankapaus HeYecTH HEYECTH
Taxuxapaus - peaKH
ApUTMHUA (BKIIOMHTETHO HEYECTH -
KaMepHa Taxukapaus,
APEACHPAHO MBXKACHE)
Hudapkr Ha Muokapaa MHOTO peaku | -
Croosu napymenun 3ayepBsBaHe Ha JULETO 4ECTH -
XUNoTOHMUS HEYECTH HEYECTH"
OpTocTaTH4YHa XUNOTOHHA - HEYECTH
Backyaut MHOTO pEIKH | -
Pecnupamopnu, zpvoru u | JIucnues YECTH HEYECTH
MEOUACMUHANRU Punut HEYECTH -
HAapyuieHUun Kaunuia HEYECTH He4YeCTH
HurtepcTuunanua - MHOTO peaKH’
besroapobHa 6onect
Cmomawmno-upesnu [IpomsaHa B puTHMa Ha YECTHU
HAPYUIEHUR aAcdexaums (BKIIOUYUTETHO
AHAPHA U KOHCTUNALNS),
raaeHe
AbBnoMuHanHa 6onka, YeCTH

JAACTICTICHA




Huapus, pnatyneHums

HCYCCTH

[TospbluaHe

HCUCCTH

HCYECTH

Cyxora B ycTarta

HCUYCCTH

peakH

AbaoMuHANEH TUCKOMQOPT,
JMCrey3ua

peaKu

I]&HKP&&THT,FBCTPHT,
F’MHIrHBAJIHa XHIIEpNAa3nA

MHOIO PEAKH

XenamobwiuapHu
HapyweHun

XenaruT

MHOIO pEaKH

HapyweHa yepHoapobHa
dyKuUHS, Y4EPHOAPOOHH
HapyllUeHHH

penxu’

AKunaredvnua

MHOI'O PE/IKH

IloBHLWIEHN HHBA HA
YEPHOAPOOHHTE EHIUMH

MHOrO peaku™®

Hapywenusa na xoxcama
i NOOKOMNCHaMQa NMbKAaH

Yprukapus

HCUCCTH

peaky

Koconan, nypnypa,
AenNUrMEeHTaLHs Ha KOXaTa,
EK3aHTEMA

HCYCCTH

[Tpypurtyc, obpus

HCUYCCTH

HCYECTH

XHNepxuaposa

HCHCCTH

HCUYCCTH

Eputema myntudopme,
eKC(HONUATUBEH AEPMATHT,
CHHAPOM Ha Stevens-
Johnson, orok Ha Quincke,
_(pOTOUYBCTBHTEIHOCT

MHOI'O pC€IKH

Ex3ema, eputema,
NIEKapCTBEH OOpHB,
TOKCHUYEH KOKEH 00pHB

peAKH

AHruwoeneM (BKIHOMHTENHO C
dbaTaneH Wixon)

MHOTO peaKH

peaKH

TokcuuHa envaepMaiHa
HEKpPOJIU3a

C HCH3BCCTHa
HYCCTOTaA

Hapywenua na myckyano-
CKelemuama cucmema u
CHCOUNHUMETHAMI NTHKANH

OTOK Ha rne3eHa, MycKYJTHH
KpaMIiH

HECTH

Muanrus

HCUCCTH

HCUYCCTH

bonka B repba
(HanpuMep HuIKac)

HCUYCCTH

HCHCCTH

ApTtpairus

HCYHCCTH

peaKH

MyCKyJIHU Cna3Mu

HCUYCCTH

bonku B kpaiiHuuure, HoJka
B CYXOKHAHUE (TEHAUHUT-
NoAOOHH CHMITOMMU)

peaKH

Hapywierniua na
OvOpeyume u RUKOYHUME
nymuwia

btOpeuHo yBpexaaHe,
(BKJIHOUHUTENHO OCTPO

6bOpeuHO yBpekaaHe)

HCUYECTH

HapyuieHue Ha
YPHHHUPAHETO, YECTO
YPHHHpaHEe, HOLWHO

ypHHUpaHe

HCYCCTH




Hapywenun na EpekTunna aucdynkums, HEYECTH -
&b3npousgooumeTHAMA M’MHEKOMAaCTHA
cucmema u 2wpoama
Obuiu Hapywenua u Enem MHOTO YECTH -
epexmu na macmomo Ha | Ymopa YECTH -
npu1odceHue

AcTeHus (cnadboct) YECTH HEYeCTH

bonka 8 ropaure HeYeCTH HEUYECTH

OBb1wo Hepas3noNOKEHHE, HEYeCTH -
bonka

[‘punononobHo 3abonsiBave | - peaKH

Hicaedeanun [loBMILEHO TESIECHO TErNO, HEUecTu -
AOHHIKEHO TEAECHO TErJ10
[loBULLIEHHM HKBA HA - HEYECTH
Kp€aTHUHHUH B KPbBTA
[loHWXeHn HUBA HA - peaKH
XeMorJioOuH, yBenHYeHa
KOHUEHTpAaLud Ha NUKOYHA
KUCE/NIUHA B KPbBTA,
NOBUILIEHH HUBA HA
YEPHOIPOOHHUTE EH3IHMH,
NOBHLIEHU HHBA HA
(dochokHHa3a B KpbBTA

[, 2, 3, 4: 3a AOMBAHUTENHO ONMUCAHUE, MOJIA, BUIKTE NOApa3aes ,, Onucanue na uzbpanu Hedlceranu
peaxkyuu"”

* Haii-Beue B ChOTBETCTBHE C X0JIECTA3A

OnucaHue Ha M36paHu HEXENAHU PeakLMU

CencHe

B npoyusaneto PROFESS e HabnioaaBaHa nosuilieHa 4€CTOTa HA Bb3HUKBAHE HA CETNICHC NPH
TeMUCapTaH B cpaBHeHMe ¢ nnauedo. CLOUTHETO MOXKE Ja € CnyuaiHa HaX0AKa KK CBbP3aHa ¢ A0
MOMEHTA HEM3BECTEH MEXAHUIBM (BK. CBLLUO TOUYKA J.1).

XUMOTOHHUS
Tazu HexenaHa peakuua € cbobllUeHa KaTO YeCTa NPH NMallHEHTH ¢ KOHTPOJIMPaHO KPbBHO HAJIAraHe,
KOMTO €a IEKyBaHH C TEJIMMCApPTaH 3a HAMAJISBaHE Ha CbpACYHOCHAOBATA 3aD0NeBaeMoCT Npu

[NpOBE€ACHO CTAHAAPTHO JICHCHHC.

Hapyuiena yepHoapobHa dyHKUHA/MepHOApOOHO HapyLIeH e
[Toeeuero cyuan Ha aOHOpPMHA YepHOAPOOHA PyHKUHA/HEPHOAPOOHO HApYLUEHHE OT MOCT-

MAPKCTHHITOBHUA ONHUT €Ca HACTBITHJ/IK MPH NAUHCHTH OT ANOHCKH IPpOH3XO0A. an NMALHCHTH OT AINOHCKH
NMPOH3X04 UMa MOo-rojisMa BEPOATHOCT 3a PA3BUTHE HA Ta3H HEXKC/IAHA JICKAPCTBCHA PCAKLIHA.

UnTepcTuunanta enoapobna donect
Cnyuau Ha UHTEpCTHLMANHA OenoapobHa bonect ca JAOKNaABAHH OT NOCT-MAPKETHHIOBUSA OMNUT BbLB
BpEMEBA BPb3Ka C NPHEM Ha TeJIMUcapTaH. Bulipeku ToBa, NPUHYUHHO-CJIEACTBEHA BPb3KA HE.&

yCTaHOBEHA. e g
& e\,
NHTeCTHHANIEH aHTHOEEM < [ od

C1obuieHu ca ciyyad Ha HHTECTHHANEH aHrHoeaeM cnel ynorpeda Ha aurnoteHsuH| |13
6nokepu (BXK. Touka 4.4).




CrobluaBaHe Ha NOAO3UPAHU HEKENAHU peaKLIHH

CphoblaBaHeTo Ha NOJO3HPaHH HEXETAHW PEAKLMK el pa3peluaBaHe 3a ynorpeda Ha NeKapcTBEHHS
NpoaYKT € BaxkHo. ToBa NO3BONIABA Ja NPOABLAXKH HADAKOAEHHETO HA ChOTHOLUEHHETO NOJI3a/PUCK 3
nekapcTseHua npoaykr. OT MEAHUHHCKUTE CAEUMATHCTH ¢ M3UCKBA Aa ChoOLaBar Besika
MOAO3HPaHA HEXENAHA peaKLina upes

H3nbnHuTENHA areHUHWs NO JlekapeTeara

yn. .Jdaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg.

4.9 Ilpeaosupane

Ha paznonoxeHune vma orpaHuueHa HH@opMatHa No OTHOWEHHWE HA NPEAO3HPAHE NMPH XOpa.

CHUMMITOMM

Haii-asHHUTE NPOABACHUA Ha NPEAO3HPAHE C TEIMHCAPTAH Ca XHIIOTOHUA U TaXUKapAUA;, HMa
cbhoOuenuns ¥ 3a Opaaukapaus, 3aMasHOCT, NOBUILEHUE HA HUBATA HA CEPYMHHUA KPEaTHHHUH, TEKKO
O0BOpeyHO yBpexaaHe.

Hanuunata nndopMauus npenonara, 4€ 3HAYUTEIIHO NPEAOZHPAHETO C AMIOAUITUH MOXKE 1a UMa KaTo
pe3yiTaT TBhpAe 3HauuMa nepUdepHa Ba3oanIaTalHA, KAKTO U peduiekcHa Taxukapaus. Crobaea ce
H 32 H3ABE€HA U BEPOSTHO NMPOABL/HKUTENHA CHCTEMHA XUNIOTECH3KHA, KOATO Ja NMPEMUHE B WIOK,
BKJIFOYHMTEITHO LUOK, 3aBbpLIBALL CBC CMBPT.

HekapauoreHeHn 6en0apo0eH OTOK ce ¢hodllaBa pAAKO KaTo NocneanLa oT npeao3upaHe ¢
aMNOAMIIHH, KOHTO MOXeE [1a C€ NposABYU Cbe 3adaBeHO Ha4ano Ha edekra (24-48 vaca cien
MOTNbUIAHE) M Aa H3UCKBA H3KYCTBEHA BEHTUNAUWSA. PaHHUTE peaHMMALMOHHH MEPKH ( BKITHOUMTENTHO
HATOBapBaHE C TEYHOCTH) 32 NOAAbPYKAHE HAa nepdy3usaTa U CbpAacuHUs aAeduT Morat aa Obaar
YCKOpSBaLIK (PAKTOPH.

OsnagssaHe TeaMucapTaH He ce OTCTPAHABA Upe3 XeMOPUATpaLua U HE ¢ce aManu3upa. [laudeHTsT
TpAOGBa 1a ObAe BHMMATENTHO HabmonasaH, a feveHUeTo TpsadBa Aa € CHMITOMATHYHO M NOAILPXKALLO.
CxemMara 3a Je4yeHHE 3aBUCH OT BPEMETO OT MOMEHTA HA NOrNbLUAHE, KAKTO W OT TEXECTTA Ha
cumnromuTe. [IpeanaraHuTe Mepky BKIIOYBAT NPEIM3BHKBAHE HA NMOBPBLUAHE H/WIH JIAaBAX HA
ctoMaxa. B ciyyau Ha npeao3upaHe, KAKTO HA TEIMMUCAPTaH, TaKa U Ha aMJTIOAHNHUH, KaTO CPEeACTBO
MOXKe 1a C€ M3MNOJ/I3Ba U AKTUBEH BBIJIEH.

HuBata Ha CepyMHHTE €JIEKTPOJINTH H KpeaTHHHHA TpAOBa Aa 6baaT uaMepsaHH yecTo. [pu Hanuvune
Ha XHMNOTEH3UA, NALMEHTLT TPAORA Ja ce nocTaBy JierHan no rpud, KaTo yecto My 6bae npuiaraHo
ObP30 BNMBAHE Ha CONMK H 00eMO3aMEeCTHTEH.

Ba30KOHCTPHKTOp MOXKE 1a € OT MOJ/I3a 34 Bb3CTAHOBABAHE Ha CbAOBHSA TOHYC U apTEPHATHOTO
HandraHe, Mpy ycloBHE, Y€ HAMA NMPOTHBONOKA3AHUS 33 NPUIOKEHHETO My. MHTPaBEHO3HOTO
NPUICKEHHE HA KANLIMEB MTIOKOHAT MOXKE [1a € OT MOM3a 3a NPeo0aBaHe Ha edeKTHTe OT DoKanaTa
Ha KaJILMEBHTE KaHANH. b KATO aMJIOAUMHH C€ CBBbP3BA 3APABO € [LV1a3MEHHTE MPOTEHHUTE,
AManu3aTa BEpoATHO HAMA Aa Obae oT nonza. CbLuo Taka, TENMHCAPTAH He Ce OTCTPaHABA Ypes
XeMOJdH1au3a.

5. ©OAPMAKOJOI'MYHHU CBOHCTBA

5.1 PapmMakoJHHAMHYHH CBOHCTBA

e\iiA 1,
dapmakoTepancBTHYHA rpyna: AKTUBHH BEUIECTBA, ACUCTBALUK HA PEHHH-AHIHOTEH3 y ‘ |

cuctema, aHruoreHsuH Il peuentopuu 6nokepu (APB), Onokepu Ha kanLUueBUTE KaHE A1 Ty
CO9DB04. % ) LA
% | *:'-':1 ..
Teamucapman 2 \r
‘%\\_‘_ﬁ e




MexaHu3sM Ha 1eHCTBUE

TenMucapTaH € aKTUBEH NPH NepopasieH NPHEM U € crneundrHeH airuoTeHsHH Il peuentopeH Oaokep
(tun AT1). TeamucapTaH H3MeCTBA C MHOIO ronaM aUHUTET aHrHoTeH3MH Il oT cneundrunnTe My

MECTa 3a CBbP3BaHE KbM peuenTtopa oT cyOTHn AT}, KOHTO € OTTOBOpEH 32 NEHCTBHETO Ha
aurnoteH3uH [I. TenMucaprad He noka3Ba HUKAKBA AKTUBHOCT HA NapllHaieH aroHMCcT Ha AT -

peuentopa. TenMucapTaH ce CBbp3Ba CENeKTHBHO KbM AT | - peuenTopa, KaTo CBbpP3BAHETO €
TpaiiHo. TeaMHcapTaH He Nokassa aQUHHTET KbM JPYFH PELENTOPH, BKIOYHTENHO AT2 1 apyru no

cnabo npoyueHn AT- peuentopy. QyHKLMOHAIHATA POAS HA TE3H PELENTOPH € HEU3BECTHA, KAKTO H
e(deKTHT Ha Bb3MOXKHATA UM CBPBXCTUMYJIAUMA OT aHrnoTeH3uH ll, yuuTo HHUBA ce NoBKLLIaBaT OT
TenMUcapTad. TenMHcapTaH HamMansBa M1a3MeHUTE KOHUECHTPAUWH Ha anaoCcTepod. Teamucapral He
HRXHOKUpa YOBELUKHUAT M1a3MeH peHHH H He Gnokupa HoHHUTE kaHanH. TenmucapTaH He HHXHOHpa
AHTHOTEH3IHH-KOHBEPTHPALUKA eH3uM (KMHHHA3a lI), kouTo pasrpaxaa v OpaauKHHHH. 3aTOBa He Ce
O4YAKBa 3aCHJIBaHE HA ONOCPEACTBAHUTE OT OpaAMKHHHH HEXENAHY JIEKAPCTBEHH PEeaKLIHMU.

[Ipu yoseka, a03a oT 80 mg TeAMUCAPTAH NOYTH U3LANO MOTHCKA NPEIU3IBHKAHOTO OT AaHITMOTEH3HUH I
MOBHLIEHHE HA KPbBHOTO HanAraHe. EQexTbT Ha noTUCKaHe npoab/kaea 24 4aca U € U3MEPUM 10

48 yaca.

KnunnuHa egukacHoCT U Ge3omnacHocT

JleueHHE Ha eCEHLMANHA XHNIEPTOHMS
Cnen nbpBaTa 4032 TEIMUCAPTAH, AHTHXHIICPTEH3MBHATA aKTUBHOCT MJIaBHO 3aMoy4yBa 1a ¢€ nNposBaBa

ciell 0kon0 3 yaca. MakKCUMAJTHOTO NOHKIKEHHE HA KPBbBHOTO HAIAraHe ce noctyra B o01us cayyai
3a 4 no 8 ceAMUUM CNel 3aNOYBAHETO HA ICYEHHETO, U C€ NOAABLPIKA N0 BPEME HA LETHUA NEPUO] Ha
JIEYCHUE.

AHTHXUNEPTEHIUBHUAT €DEKT C€ NOANBLPKA B TeHeHHE Ha 24 yaca csiell NpHEMAaHE U BKJIIOYBA
nocieAHHTe 4 yaca Npeay cieapaiilara 403a, KOeTo ¢e YCTAaHOBABA Ype3 H3MEPBAHE HA KPBBHOTO
Hansrade 8 aMOynaTropHHu ycnosusa. Tosa ce NOTRLPXKAABA OT ChOTHOLLUEHHATA Ha NHKOBETE, KOUTO ca
uaeHTuuHu Haa 80 % cnen npuemaHe Ha no3u oT 40 u 80 mg TenmucapraH B nnauebo-KOHTPOANPAHH
KIMHHYHHK U3NUTBAHUA. Y CTAHOBABA C€ 3a0eNiexMUMa TEHAEHUHS KbM 3aBUCHUMOCT Ha 1034aTa OT
BpPEMETO 32 Bb3CTAHOBABAHE HA HAYATHOTO ChCTONMYHO KpbBHO Hangrave (CKH). B to3u cmucsn
NAaHHHUTE OTHOCHO AUACTOJHYHOTO KpbBHO Handarane (JIKH) ca npotusopeuusu.

[Ipy NnauMEeHTH ¢ XUNEPTOHUA, TEIMHUCAPTaH pelyLHpa CHCTONHYHOTO H AHACTOIHYHOTO KPBBHO
Hansrase, 6e3 aa 3aciara yectorara Ha cvpuedueHe. [IpUHOCHT HA AYMPETHUHHSA U HATPUYPETHYHMS
e()eKT Ha IeKapCTBEHHUA NMPOAYKT KbM HETOBAaTa XUIIOTEH3WBHA aKTHBHOCT € B NPOLIEC HA
YCTAaHOBABaHE. AHTHXHMNEPTEH3UBHATA €(PUKACHOCT HA TEIMMCAPTAH € CPaBHUMA C Ta3u Ha
BELECTBATA OT APYrH KIACOBE AaHTHXUNEPTEH3UBHU JIEKAPCTBEHU NPOAYKTH (KOETO € JOKa3aHO B
KNIUHHUYHU U3NUTBAHHUA, KBACTO €EKTHBHOCTTA HA TEIMHCAPTAH € CPABHEHA C Ta3U Ha aMNOAUITHH,
aTEHOJNON, SHANANPUN, XHAPOXJIOPOTHA3ZHA, H JTU3UHONPHIT).

an BHE3AMHO NMPCKLCBAHE HA JICHCHHUCTC C TCAMUCAPTaH, B PAMKHUTEC Hd HAKOJAKO AHH KPBBHOTO
HalAraHe NOCTENEHHO CC Bh3CTAHOBABA A0 NbPBOHAYUAIHTE NAPAMCTPH OTHNPCAH 3aTOYBAHCTO Ha
JCHECHUCTO, KATO HE € AOKA3aHO Bb30OHOBABAHE Ha XHUIMEPTCH3NUATA.

YecToTaTa Ha CyXa KawJvua € 3HAYHUTEITHO NO-HHUCKA NPH NALHCHTHTC, NICKYBAHH C TCIMHUCAPTAH,
OTKOJKOTO NPH TE3H, KOUTO Ca JICKYBAHHU C HHXHﬁHTOpH Hda AHTHOTCH3HUH-KOHBCPTHPALIHUTE CH3IUMA,
KOCTO CC YCTAaHOBABA B KTHHHYHH H3NHUTBAHHWA, JHPDCKTHO CpABHABALWLHK OBAT4 THIIA
AHTHUXHIICPTCH3IHBHO JICHCHHC.

CbpaeuHOCHA0BA NMPEBEHLIUS

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril G
CpaBHABA e(PEeKTHTE OT NPWIOKEHUETO HA TEJIMUCAPTAH, PAMUANPHI H KOMOHHALL



H PAMMNIPUA BbPXY Pe3YJITaTHTE MO OTHOLUEHHUE HA CBPACHHOCHA0BATA CHCTEMA, NpH 25 620
MalHEHTH HA BB3PACT > 55 roauHM, ¢ aHaMHe3a 3a KOPOHapHa apTepHanHa OoIeCT, MO3BUYEH UHCYIIT,
MPEXOIHO HAPYLLEHUE Ha MO3BYHOTO KPbBOOOpALLEHHUE, YBPEXKAAHE HA NEPHOEPHH apTEPHH WIH
3axapeH AMabeT TMN 2, CBNBTCTBAH C AAHHH 33 YBPEXAaHe Ha MPHLENHHTE OpraHH (KaTo
PETUHONATHA, IEBOKAMEPHA XHNEPTPODHS, MAKPO- HIH MHKPOaNOYMHHYPHS ), KOUTO Ca NOIMyJIalMe C
PHUCK OT HACTBMNBAHE HA CbPAECYHOCHAOBH HHLIMAEHTH.

[TlauveHTHTE Ca paHAOMH3HPAHKW B €1HA OT CACAHHTE TPH TPYNH 3a JeueHue: TeamMucaprad 80 mg
(n=8 542), pamunpun 10 mg (n=8 576) nan komOnHauua ot Tenmucaprtan 80 mg v pamunpua 10 mg
(n=8 502), nocaeapaHo OT NpocneasBaHe CbC CPeAHA NPOABLIDKHTENHOCT OT 4,5 FOAKHM.
TenaMucapTaH NOKa3Ba cXOAEH e(eKT ¢ pAMHNIPHIT NO OTHOLIEHHE HAMANIABAHE HA MbPBHYHATA
ChCTaBHA KpakHa TOUKa OT ChpAeYHOCHAOBA CMBPT, HedaTaneH HHPapKT Ha MHOKapaa, HedaTaneH
MO3BUYEH MHCYJIT WIK XOCTIUTANY3aLKMA NOPAaH 3aCTOMHA CbpAe4Ha HeaoCcTaTbYHOCT. HecToTaTa Ha
TbPBU4YHATA KpaHa TOUYKA € CXOAHA B rpynuTe Ha Tenmucaprad (16,7%) u pamunpun (16,5%).
KoeduuneHTbT Ha pUCK fpy TeaMucapTaH cnpamo pamunpun € 1,01 (97,5% CI1 0,93 -1,10; p (1e no-
manka epukacHocT) = 0,0019 npu mapx ot 1,13). [IpoueHTHT Ha cay4auTe Ha CMBPT MO BCAKA
npu4rHa € ¢boTBeTHO 11,6% u 11,8% npu nauneHTUTE, JIEKYBAHHU C TEAMHCAPTAH ¥ PAMHUIIPHIL.

YcTaHOBEHO €, Y€ e()eKTHBHOCTTA HA TEJIMHUCAPTaH € CXOAHA € Ta3H Ha PaMHUNPHIT NPH NPEABAPHTENHO
onpeaeneHaTa BTOPHYHA KpaiHa UE OT ChbpAEYHOCHA0BA CMBPT, HedaTanen UHPAPKT HA MHOKapAa U
HedaTaneH mozbueH HHCYAT [0,99 (97,5% Cl1 0,90 -1,08; p (He no-manka edukacHoct) = 0,0004)],
NbLPBHYHA kpaiiHa ues B pedepeHTHOTO NpoyuBaHe HOPE (The Heart Outcomes Prevention
Evaluation Study), koeto u3cneapa edexkra Ha paMmunpua cnpaMmo nnauedo.

B npoyuBaHeTo TRANSCEND ca pangomusnpanu nauuentu ¢ HenosocuMoct kbM ACE-]
HHXUOUTOPH, HO HHAYE CHC CXOAHU KpHTEpPHH 3a BKMOUYBaHe KakTo B npoy4eaneTo ONTARGET 8
rpyna, npuemaiwia renmucaptad 80 mg (n=2 954) unu nnauebo (n=2 972), kato u aaTta npoaykra ce
NpHJIaraT B JOMbIHEHHE KbM CTAHAAPTHOTO NeyeHue. CpeaHaTa NPOALINKHTETHOCT HAa MPOC/IEISBaHe
e 4 ronuHy ¥ 8 Meceua. He ce ycTaHOBABA CTATUCTHMECKH 3HAYMMA PA3/THKA B YECTOTATA Ha
MbPBHYHATA CHCTABHA KpaiiHa Touka (ChpAeHHOCHA0BA CMBPT, HedaTaleH HHPAPKT HA MMOKapa,
HedaTaneH MO3IbUECH HHCYJIT WIH XOCNHUTaIW3aUuKs Nopany 3aCTOMHA ChPASUYHA HEAOCTATBYHOCT)
[15,7% B rpynara Ha TenMucaprtaHd M [7,0% B rpynara Ha nnauebo, ¢ koeduuueHT Ha puck 0,92

(95 % CI 0,81 —1,05; p=0,22)]. Uma naHHHM 3a MOM3aTa OT TEJIMUCAPTAH B CpaBHeHHe ¢ nnauedo no
OTHOLLUEHHE Ha NPEABAPHTEIHO ONpeie/ieHaTa BTOPUYHA ChCTABHA KPaitHa TOYKA OT ChPACUYHOCHI0BA
CMBLPT, HedaTaneH UHGApKT Ha MUOKapaa W HedaraneH Mo3bueH HHeyaT [0,87 (95% CI 0,76 —1,00;

p = 0,048). Hama naHHH 3a non3a No OTHOLIEHHE HA HAMANABAHE HA CbPACHHOCHAOBATA CMBPTHOCT
(koedpuuueHT Ha puck 1,03, 95% CI 0,85 —1,24).

Kawinuna v aHruoeaeM ce C'hOﬁLLI.aBaT noO-pAAKO NMpH NAUHCHTH, NEKYBAHH € TCTIMUCAPTAH, OTKOJIKOTO
NMpH NAUHEHTH, NJCKYBAHHU C PAMUIIPWI, AOKATO FIPH TCPANHA C TCJIMUCAPTAH [10-4HECTO CC chobInana 3a
Cly4daHd Ha XHUITOTOHHUA.

KoMOWHHpaHETO Ha TEIMUCAPTAH C PAMUIIPUT HE AaBa JOMBIHKTERHA NON3a CNPAMO

CaMOCTOATE/IHATA TEPANMUA ¢ PAMUIPHI HJIH TEAMHUCapTaH. CbpAeYHOCHA0BATA CMBPTHOCT H
CMBPTHOCTTA MO BCAKA NPHYUHA, KATO YUCACHO H3paKEHHE, Ca NO-BUCOKH NPU KOMOUHHUPAHOTO

neyenue. OCcBeH TOBA, UMA 3HAYUMO MO-BUCOKA YECTOTA HA XunepkanueMmus, Ondpeuna
HEAOCTATBYHOCT, XHIMOTOHHA U CHHKON B pAMOTO € MaUHEHTH Ha KOMOuHHUpaHo neueHue. [lopaau
Ta3¥ NPUYUHA, EJHOBPEMEHHATA YNOoTpeba Ha TEAMUCAPTAH Y PAMMUIIPHA HE CE NPENOPBYBA NPH Ta3H
nomynauus.

B npoyusaneTo “IIpodunaktiHier peskum 3a eeKTHBHO NpeanasBaHe OT [OBTOPEH MO
("Prevention Regimen For Effectively avoiding Second Strokes” (PRoFESS)) npu na
FOAHWHH WM MO-BBL3PACTHH, KOUTO HACKOPO Ca NOJYYUIH MO3BLYEH UHCYAT, ce 3aben
YECTOTa Ha Bb3HUKBAHE HA CENCUC MPU TEAMUCAPTAH B CpaBHEHHE ¢ nauedo, 0,709
[RR 1,43 (95 % noseputened uarepsan 1,00 — 2,06)]; yecToTata Ha 8b3HHKBAHE HA
H3XO0A € MOBHUIEHA NPU NAUMEHTUTE, NMpUeMaluy Teamucaprtad (0,33 %) cnpamo nau




nnauebo (0,16 %) [RR 2,07 (95 % ooseputeneH nutepran 1,14 — 3,76)]. Habmoaasanara nosHuLeHa
YECTOTA HA Bb3HMKBAHE HA CENCHC, CBBP3aHa ¢ ynoTtpebara Ha TenMUcapTaH MOXKeE Aa € CAy4ainHo
OTKPHMTA WM [ia € CBbP3aHa C MEXAHW3bM, KOWTO € HEMO3HAT 3a MOMEHTA.

J1Be ronemu panaomMusupaiy koHtpoaupanu npoyueanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyiuo rnodanHo nanursaue 3a
KpaiH¥ TOYKM HA TEAMHCAPTaH, CaMOCTOATENHO U B koMOnHauma ¢ pamunpuia) ¥ VA NEPHRON-D
(KnMHW4HO npoyuBaHe CBBbP3aHO C Pa3BWTHE Ha HepponaTua npu aMabeT, NpoBeaeHo OT
MUHHCTEPCTBO NO BLIPOCHTE HA BETepaHuTe ) — poyusaT ynorpedara Ha komOuHauusTa ot ACE
HHXHOWTOP U aHrHoTeH3uH ll-peuenTopen Onokep.

ONTARGET e npoyusaHe, npoBeaeHO NPH NALKEHTH C AHAMHE3A 33 CbPACYHOCHAOBA HITH
MO3BbYHOCHAOBA DONECT, WK 3aXapeH AHaleT THN 2, NPUIPYKEHU C JaHHH 34 YBpE)XXaHe Ha
edekTopHH opraii, VA NEPHRON-D e npoyuBaHe npn nauMeHTH cbe 3axapeH AadeTr Tvn 2 v
avabeTHa HedponaTUS.

Te3u mpoyvBaHHUs HE NOKa3BaT 3HA4UM OnaronpuaTeH edekt BbpXy 6bOpeunnTe H/KUnH
ChPAECYHOCHAOBUTE NOCAEAHLUMA U CMBPTHOCT, KATO ChilEBPEMEHHO Ca Hab1101aBaHU NMOBUUIEH PUCK
OT XMMEPKaTHEMHUA, OCTPO YBpexaaHe Ha ObOpeunTe UMK XMNOTOHUS B CPABHEHHE C
MOoHoTepanusaTa. KaTo ce uMaT npeaABHA CXOAHUTE HM (PAPpMAKOIHHAMHYHH CBOMCTBA, TE3H PE3yNTATH
ca nprtoxumu ¥ 3a apyru ACE uuxuburopu u anruoreHsun Il-peuentopuu 6nokepu.

ACE vnxubutopu U aHruoteHsuH ll-peuentopHu OokepH CAeA0BATEIHO HE TPAOBa Aa C€ U3NOA3BAT
eIHOBPEMEHHO MPH NauHeHTH ¢ 1uabeTHa HedponaTHs.

ALTITUDE (KnHHHYHO NPoy4BaHE NPOBEACHO ¢ ATMCKHUPEH NPH NauUEeHTH CbC 3axapeH anader Tun
2 C U3NMOA3BaHE HA CHPACHHOCHAOBH U OBOpeUHH 3a00A8BAHNA KATO KPAHHHU TOUKH) € NPOYUBAHE,
npeaHa3HaYeHo Ja U3CAEeBa NonzaTta oT A00aBIHETO HA ANMCKHUPEH KbM cTaHaapTHa Tepanus ¢ ACE
HHXWOUTOP WK aHruoTeH3uH [I-peuenTopeH 6a0kep NpH NAUUEHTH CbC 3axapeH Aunaber Tun 2 U
XxpoHH4YHO 61OpeuHOo 3abonasaHe, ChpASYHOCHAOBO 3abonsBaHe WK U aABeTe. [lpoyyBaHeTo €
NpEeKpaTeEHO NPEXAEBPEMEHHO MOPaAY NOBHILEH PUCK OT HEONAronpuaTHU nocieanuu. Kakro
CbPAEYHOCHA0OBATA CMBPT, TAKa U HHCYATLT Ca NO-4E€CTH B rPyNara Ha alMCKHPEH, OTKOJIKOTO B
rpynara Ha nnauedo, a npeaAcTaBNABALMTE HHTEPEC HEXENAHH CbOUTUA U CEPHO3HH HEXEaHH
chOUTHS (XMDepKaTUeMHA, XMNOTOHUA W ObOpeyHa aucPyHKLMA) ce ChOOLHABAT MO-4ECTO B rpynara
Ha AIMCKHPEH, OTKOJKOTO B rpynara Ha nnauebo.

Amnoounun

AMJIOIUMHH € UHXHOHUTOP HAa HH(TYKCA HA KAIUMEBUTE HOHHM OT JUXUAPONHPUINHOBATA FpyNa
(Onokep Ha 6aBHUTE KaHanu WK OJIOKEp Ha KalUHEBUTE HOHH) U HHXMOHUPpa TpaHCMeMOpaHHHS
HHPAYKC HA KaIUHEBH HOHHW B TNAJKHTE MYCKY/H HA CHPLETO H KPbBOHOCHUTE CHAOBE.

MexaHU3MBT HA AHTUXUMEPTEH3UBHO ACHCTBHE HA AMIIOAMITHH CE ABJAXKH H2 AHPEKTHHS penaKkcHpall
ehekT BbPXY ChAOBATA MN1AKA MYCKYATypa. TOYHUAT MEXAHHIBM, Upe3 KOHTO aMNOAUIHH
o0/leK4aBa CTEHOKAPAHATA, HE € HAITBLJIHO H3ACHEH, HO aMJICAHNMKH HaManaB8a o0LIOTO UCXEMHYHO
HATOBapBaHe MO CJACAHHTE ABA MEXaHH3IMA:

.  AMIOAWNUH NPEeAH3BUKBA AUNATALMUA Ha NepUPEPHUATE apTEPHONH H IO TO3H HAMMH HAMANABA
0011010 nepudepHO CLNPOTUBIEHHE (ClIE] HATOBAPBAHETO), CPELLY KOATO CHPUETO paboTu.
Toit kaTO ChpeUHATA YECTOTA OCTaBa cTabunHa, ToBa OOpeMEHABAHE Ha CbpUETO HaMajifBa
eHepruiiHaTa KOHCYMaLMA U HYXAUTE OT KUCJIOPOX Ha MHOKapAa.

2.  MexaHu3MBT Ha ACHCTBHE HA aMJIOAUNHH BEPOSATHO BKJIHOYBA AK/1aTalLlUs HA OCHOBHHUTE
KOPOHPHH apTEPUH U KOPOHAPHUTE apTEPHOIH, KAKTO B HOPMATHUTE TaKa H B HCXEMHUYHHTE
obnacty. Ta3u aunatauus yBe/IHUaBa NMPUTOKA HA KUCIIOPOA KbM MHOKapa NMpH NauHEHTH C
KOpOHApeH apTepHalieH cna3nM (aHruHa Ha Prinzmetal unu BapuaHTHa CTEHOKpaaua

[Mpy nalHeHTH C XUNEPTEH3UA JOZHPAHETO BEAHBXK JHEBHO OCUTYPABA KIIMHUYHO 3HAWS

HAMAIEHHE HA APTEPUASTHOTO HATATaHe B JIErHAN0 U U3NIPABEHO NMONOXKEHHE B NMPOAE j

24 yaca. [lopaau 6aBHOTO Ha4ano Ha JeHCTBHE OCTPATA XHIIOTOHUS HE Ce cpella npyin
Ha aMJIOAHITHH.




[Ipy nauMeHTH CbC CTEHOKAPAHA NPHAOKEHHUETO HA AMITOAMNHH BEAHBXK AHEBHO YBENHYABA BPEMETO
Ha (PU3UYECKO HATOBAPBAHE, BPEMETO A0 NPOBOKHPAHE HA AaHTHO3IHUA TIPUCTBIN H BPEMETO 32
nenpecust Ha ST cermeHTa ¢ Imm W HamManABa KAKTO YECTOTATA Ha MPUCTBLINTE HA CTEHOKAP/AMA TakKa
H NpreMa Ha TaODNETKH rIMLEPHUIT TPHHHUTpAT.

AMJIOJIHITHH HE BOAH 10 HUKAKBH META0OJIMTHHN HEXKEIAHM PEaKLMHU MU NPOMEHH B IIa3MEHHUTE
JUIIKAM M € NOoAXoAAUl 3a ynoTpeda npH nauHeHTH ¢ acTma, anabeT U noaarpa.

Ynompeba npu nayuenmu ¢ koponapua 6o.1ecm na copyemo (HbC)

EdexTHBHOCTTa Ha AMJIOUNIHH MPH NPEAOTBPATABAHE HA KITHHHYHH NPOABH NPH NALHEHTH C
kopoHapHa 6onect Ha cvpueTo (HbC) € oueHeHa B HE3aBUCHMO, MYJITH-LEHTPOBO, paHAOMH3HPAHO,
ABOHHO-cNANO, Niauedo-koHTponupaHo npoydBaHe npy 1997 naunedTu. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Or Te3u nauuenTu, 663 ca 6mnu
nekysaHu ¢ amaoaunuH 5-10 mg, 673 naunentH ca O1H nekyBanu ¢ eHananpua 10-20 mg 1 655
MaLMeHTH Ca NeKyBaHH ¢ n1auebo, B AONMBIHEHUE KbM CTAHAAPTHATA TEpanug Ha CTaTHHH, DeTa-
Onokepu, AMYPETULIH U ACNUPHH, B NPOIL/DKEHHE Ha 2 roAuHH. KniouoBUTeE pe3ynTaTH 3a
e(KaCHOCT ca npeacTaBeHH B Tabnuua 1. PesyntaTure nokassar, 4ye N€YEHUETO C AMJIOAUITHH €
CBBP3aHO C MO-MATKO XOCTIMTAIH3aLUMH NOPaAH CTCHOKAPAUS W NPOLIEAYPH 33 pEBACKY.1apH3aLU NPy
nauuneHTH ¢ UBC.

Tabauua 1. Yecrora Ha 3HaunMHTe KIHHHYHN cbOuTHA npu CAMELOT

CbpaeqyHOCHROBH CHOUTHS, AMIOANNUH /Y

No. (% [Inauebo
Peavitatit CbOTHOLLEHHE p

eIy AmnoaunuH | [Mnauebo | Enananpun | Ha pucka .
(95% Cl)

[IbaBHuHA KpalHa TOYK2
Hexenanu cbpae4HOCHAOBY 151 0,69 (0,54-
L BUTHS 110 (16,6) (23.1) 136 (20,2) 0.88) .003
OTaeNHHTE KOMNOHEHTH
KoponanHa peBackyfapu3atius 103 0,73 (0,54-

78 (11,8) (15.7) 95 (14,1) 0.98) 03
XOoCnyranM3aums nopaam 0,58 (0,41-
CTEHOKapaHA 51(7,7) 84 (12,8) | 86 (12,8) 0.82) 002
Hegaranen MH 14 (2,1) 19(2.9) | 11(1,6) ?’12)(0’3 - 37
Uncynr unu [TUA 6 (0.9) 12 (1.8) 8 (1.2) ?,;3)(0,]9- 15
ChbpaeuHOCHA0BA CMBPT 5 (0.8) 2(0.3) 5 (0.7) %,242)(0,43- 57
X 3CH -

OCNHTaNU3aUuus nopaiu 3(0.5) 5 (0.8) 4 (0.6) g,ig)((],lzt 46

[ToBTOpEH CbpaEYUEH apecT 0 4 (0,6) 1 (0,1) NA 04
Hosonosasuno ce nepudepHo

Cokpaienus: 3CH 3acToiiHa cppaeuna HeaocTaTbuHoCT; Cl- poseputenen udrepsan; MHU- undapkr
Ha muokapaa; [THA npexoaHa ucxeMHYHa aTaka.

Ynorpeba npy NaLUMEHTH CbC CbPACYHA HEAOCTATHLYHOCT

XEMOJAHHAMHUYHHUTE H3CNEABAHUA H KOHTPOIHPAHHUTE KIIMHUYHH NMPOYUYBAHHA C u3
HaTORAPRAHE NPU NAUWEHTH ChC CHPACYHA HEAOCTATHHHOCT oT Kiaac {1-IV oT NY
aMJIOJUMNHUH HE BOAU A0 KIMHUYHO BIOLIABAHE, OLIEHEHO Ype3 TOJIEpaHCa KbM (PU3H
HaToOBapBaHe, PPAKUMATA HA K3ITNACKBAHE HA NABATA KaMepa U KJIHHUYHATA CHMIITO




lnaue6o koHTponuparoTo npoyuBane (PRAISE), npeaHazHaueHo aa OUEHH NMALMEHTHTE CbC
cbpaeyHa HepoctarbuHoCT kiac [11-1V NYHA, nonyuasawm aurokcun, avyperduu v ACE
HHXUOUTOPH, NOKa3a, Y€ aMIOAUNKH HE BOAH OO MOBHILABAHE HA PHCKA OT CMBbPTHOCT HIH
KOMOHWHHPaHAa CMBPTHOCT U 3a00/1eBaEMOCT ChC ChPACUYHA HEAOCTATbYHOCT.,

[Tpn npocneanBaio, ALArocpouHo, naauebo koHTponupaHo npoyuysane (PRAISE-2) ¢ amaoaunut
MpH NaLHeHTy ¢ cbpaeuHa HegocTaTbuHOCT NYHA 11 v IV 6e3 knnHHuHW cuMNTOMH HAH ODEKTHBHH
HAXOIKH 3a Bb3MOXHa MW HANWYHA HCXemudHA DonecT Ha cbpueTo, NpH noctosHHa Tepanug ¢ ACE
WHXUOHUTOPH, IUFHTANKC U AMYPETHUH, aMJIOAHIMUH HAMA e(eKT BbPXY 0o0LAaTa ChbpAEHHOCHA0BA
cMbpTHOCT. I1py cbluaTa nonynaums aMaoaMmHH CE CBbP38A C YBEIWYEHA YECTOTA Ha ChODLIEHH 3a
6enoapodeH OTOK.

H3nuTBaHe Ha neuyeHue 3a NpoduiakTHKa Ha cbpacueH npucTon (ALLHAT)

PaHaoMu3MpaHo ABOHHOCANO Npoy4BaHe 3a 3a001eBaeMoCT H CMBPTHOCT ALLHAT
(AHTUXHMNEPTEH3UBHO H JIMNHAONOHUXKABALILO NEYEHHE 33 NPOPUNAKTHKE HA CbPACYEH NPHCTHN)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trnal) e nposeaeHo c uen
CpaBHABaHE HA HOBUTE Tepanyvu: amjoaunuH 2,5-10 mg/aeH (KaruMeB aHTaTTOHUCT) WM TU3HHONPH.
10-40 mg/nen (ACE nHxubutop) ¢ THa3MAHWS AKYPETHK XAOpPTATHIOH 12,5-25 mg/neH karto neyenue
OT IThbPBA JIMHUS NPH NALHUEHTH C JICKA 10 YMEPEHA XUTEPTOHHUS.

O6u10 33 357 nauMEHTH C XUIMEPTOHUA HA BB3PacT 35 rogMHMA M NOBeYe ca OUMM paHOMHU3UPAHU U
npocaeaeHH 3a cpeato 4,9 ronuuu. [launeHTUTe Ca UMANH NOHE €OHH AOTTBIHHUTENEH PUCKOB (PakTOp
3a KopoHapHa 60JECT Ha ChPLETO, BKAKOMUTENHO NPEAIECTBaL] MHOKApACH HHPAPKT UK UHCYAT (>6
MECELa MpeaH BKIIFOYBAHE B MPOYYBAHETO) WK A0KA3aHO APYro aTePOCKIEPOTHYHO ChPASHHOCHAORO
sabonaBane (Haa 51,5%), 3axapeH auaber tun 2 (36,1%), THIONPOTEHHHK C BUCOKA TUIBTHOCT -
xonectepon <35 mg/dl unmn <0,906 mmol/l (11,6%), nesokamepHa XHnepTpodus, AHArHOCTHLHPaHA
ype3s eNeKTpoKapArHorpaMa unu enekrpokapauorpadexu (20,9%), Hactoawum nywauu (21,9%).

[TbpBHUHaTA KpaiiHa Touka € HGuna cheTaBeH NokasaTest OT GaTaleH KOPOHapeH HHUMAEHT WK He-
¢araneH muokapaen ungapkt. He ca HabnoaapaHH 3HaYUMH Pa3NIHYHS N0 OTHOLLCHHE HA
MbPBHYHATA KpaiHa TOYKA MEXAY TePanUATa ¢ aMIOAUNKH U TEPANHUATA ¢ XJOPTATHAOH: KOEQHLMEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [Ipy BTOpHUHHTE KpaHHHU TOUKH, YECTOTATA HA CBPACYHA
HEAOCTATHYHOCT ( KOMMOHEHT HA CbCTABHATA KOMOMHHpPaHA ChPACYHOCHAOBA KpaiiHa TOUKa) € Ouna
CHrHU(HKAHTHO NO-BHCOKA B rpynara Ha aMmJaOJHMNKH, OTKOJKOTO B rpynata Ha xjaoptanuiou (10,2%
cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bbnpekn ToBa, He ce HabnroaaBaT 3HAYUMHM
pa3/IM4YHUA NO OTHOLIEHHE Ha 06111aTa CMBPTHOCT MEXIY MPYMNAaTa Ha TEpAnUa ¢ aMJIOAUMKH M Ta3H Ha
Tepanus ¢ xaopranuaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

5.2 QPapMakOKHHETHYHH CBOHCTBA

Termucapman

Abcopbuns

AbcopObunsaTa Ha TeaMucapTad € Onp3a, Benpeku e adbcopbupaHoTo konuuecTso Bapupa. CpeaHara

abconoTHa OHOHANUYHOCT 3a TeaMuUcapTaH € okomo S0 %. Koraro reamMucapraH ce npuema ¢ xpaHa,
HaMaNABAHETO HA MIOLITA MO KPHBATa HAa ChOTHOLUEHHUETO I1a3MeHa KOHUEHTpauus-speme (AUC)-

npuema ¢ uiu 0e3 xpana.

JIMHEeHHOCT/HENUHERHOCT

epukacHocT. Hama vHeHHA 3aBUCHMOCT MeXAy A03UTE M NiazMeHuTe HUuBa. [lpn ndy
Cmax W, B no-Manka creneH, AUC ce nopuilaBaT HEMPOMOPUHOHAJTHO.



Pa3znpeaeneHHe
TeaMucapraH ce CBbP3Ba BbB BUCOKA CTENEH € MJA3MEHHUTE NPOTEHUHH (>99,5 %), OCHOBHO anOyMHH H

anda-1 kucenurte rUKONPOTeHHU. CpeJHHAT CTALMOHAPEH NPHUBHIEH 00EM Ha pasnpeaeeHne (Vss)
e npubausurenno 500 auTpa.

buotpancopmauus
Tenmucapran ce MeTabonn3npa ypes KOHIOrauMa KbM NTIOKYPOHKIA HA OCHOBHOTO CheauHeHHe. He e
HabmonaeaHa ¢papMakoorHiHa akTHBHOCT fIpH KOHIOraTa.

EXHMHHUpAHE
TeamucapraH ce xapakTepusnpa ¢ NBYEKCNOHEHLIMANHA KHHETHKA HA Pa3rpakiaHe, ¢ TePMHHAIEH

eTHMHHALHOHEH NOAYKHBOT OT >20 yaca. MakcuManHaTa nnasmeHa KoHUEHTpaUua (Cma) 4, B NO-
MaJIKa CTemneH, NJIoLTa Noa Kp1Bara “niasMeHa KoHuenTpaumsa-speme” (AUC), ce nosuiuagar
HEMPONOPLMOHANHO HAa A03aTa. Hama JoKka3aTencTso 3a KIMHHYHO3ZHAYUMO HATPYTIBaHE HA
TEAMHCApTaH, MPHET B NpenopbyuTeNHaTa n03a. [1na3zMeHUTe KOHLEHTPALKH €A [TO0-BHCOKH NPH
KEHHUTE, OTKOJIKOTO NPpH MbXKeTe, 0€3 Aa € HAJTULE 3HAYHTENHO MOBAUABAHE HA ePHKACHOCTTA.

Cnen nepopajHO (M HHTPABEHO3HO) NMPHIOKEHHE, TEIMHCAPTAH CE OTAES MOYTH HU3UANO C deueca,
OCHOBHO B HeMpoMeHeH BUA. KymynaTUBHATA ekcKpeuHs upe3 ypuHaTa € <1 % ot go3arta. OOLWMAT
rmnazMeH KIHPBHC (Cliw) € Bucok (npubnuzurenso 1 000 ml/min) B cpaBHEeHHE € TO3H OT
yepHOAPOOHMS KpbBeH TOK (okono 1 500 ml/min).

CrneumManHu noaynauuu

Hon
HaGniogaraHu ca pa3snuku B M1a3MeHHTe KOHUEHTPALUMUH HA TEIMHUCAPTaH, ¢ 2-3 KpaTHO NO-BUHCOKH
Cmax 1 AUC, ¢ChOTBETHO, NIPH KEHH, B CPABHEHHE C MBXKE.

Cmapuecka gv3pacm
(DapMaKOKHHETHKATA Ha TEIMKUCAPTAaH HE CE pa3nvyasa Npy MJAARH NALMEHTH U NMALHEHTH.B
cTapuecka Bb3pacT (Haa 65-roaviuHa Bb3pacT).

bvbpeuno yspeacoane

[Ipu naumeHTH C NEKa, N0 YMEPEHA U TEXKKa cTeneH Ha ObbpeuHo yBpexaaHe, ce Habnoaana
yIBOABaHE Ha MU1a3MEHHTE KOHLIEHTPALUH Ha TenMHUcapTaH. Bee nak, npu nauneHnTH ¢ 666peuHo
yBpeKJaHe, NOJUTOKEHH Ha AMann3a, ce HabnoaaBaT NO-HUCKH M1azMeHy KoHueHTpauuu. [1pu
naureHTUTe ¢ OBOPEUHO YBPEKAAHE, TENMUCAPTAH € BbB BUCOKA CTEMEH CBbP3aH C MNa3MeHHTe
NPOTEHHH M HE MOXKE Aa Obae OTCTPaHEH upe3 Ananu3a. 1101yKHBOTLT Ha ETUMHHHUPAHE HE CE
NPOMEHS NpH MauueHTUTe ¢ HBOpeuHO yBpexkaaHe.

Yeproopobno yepescoane

dapMakOKHHETHYHHTE NPOY4BAHUA MPU MALMEHTY C YEPHOAPOOHO YBpPEKAAHE NOKA3BAT YBEIH4ABaHE
Ha abconoTHaTa OMOHANHYHOCT Ha TeaMHucapTaH Ao 6au30 100 %. [TonyKMBOTHT Ha €NUMHHHUpAHE Ha
TEJIMHUCAPTAH HE C€ NMPOMEHA NPU NAUKUEHTUTE C YBPEKIAHE HA YEPHUA dpoD.

Amnoounun

AGcopbuus, pasnpeaenHHe. CBbP3BAHE C MIA3MEHHUTE OPOTEUHH

Cnea nepopaliHO NPWIOKEHWE Ha JIEKAPCTBEHUTE J03H, aMIIOAUIIHH ¢e abcopbupa
MaKCHMMaJiHa KOHUEHTPALMA B KPbBTA MEXaY 0-12 yaca cnea npueMaHe. Y cTaHOoBe
buonanuunocT e mexay 64 u 80 %. buoHanTHuHOCTTa HA AMJTOJANITHH HE CE NMOBJIH
Ha XpaHa.

ObembT Ha pasnpeae/eHHe Ha aM1I0AUNKH € npubausnTenno 21 I/kg. In vitro npo
nokasear, Yye npubauizurenHo 97,5 % oT UMpPKYAHPALUAT aMJIOAUIIHH € CBbP3aH C



NPOTEHHH NPH NAUHCHTHTE C XHIICPTOHHA.
BUOHANHYHOCTTA Ha AaMIOIUIMKUH HE CE MOBJUABA OT NpyUEMa Ha XpaHa.

buoTpaHchopMaurs/eAMMHHHPaHe

TepMyuHaNeHUAT eTMMHHAUHOHEH MJAa3MEH NOJYXHUBOT € npudbansurento 30 ao 50 yaca, npu
e1HOKpaTHa JHEeBHA 1038 AMJIOAUNKH ce MeTabonu3npa H3KIIoUHTENHO (NpubansuTtento 90 %) ot
yepHHUs Apod 10 HEAKTUBHH MeTAbONUTH.

Cneyuainu nonyiayuu

YeprooopbHo yspexkaane

HannuHy ca orpaHHYEeHH KIWHHYHH JAHHH OTHOCHO NPHJIaraHe Ha aMNoAWNUH NPH NaLKHEeHTH C
yepHOZOpHOHO yBpexaaHe. [launeHTnTe ¢ YepHOAPOOHO yBpEKIaHE Ca C MOHHKEH KJIMPBHC HA
aMJIOAMIHH, KOETO HMa 3a pe3ynTaT yeennuarane Ha AUC ¢ npubauszurenno 40-60 %.

Crapuecka Bb3pacT

BpemeTo 3a 1ocTUraHe Ha NMUKOBUTE MJIa3MEHH KOHUEHTPALMH aMIOAMIKH € NoA00HO NPy UHAUBHAM
B CTAPYECKA BL3PACT K Maau UHAKBHIK. [Ipy nauMeHTUTE B CTapuecka BL3pacT, KIIMPBHCHT Ha
aMI0JMNKH HAMANABa, KOETO MMa 3a pe3ynTaT yeennvasaHe Ha AUC v eTMMUHALHOHHUSA NTONYKUBOT.
Veennuenuero Ha AUC ¥ eTMMUHAUHOHHHUSA MTONYKUBOT NPH NALHEHTH CbC 3aCTOHHA CHpPAECYHA
HEeJOCTATBYHOCT ¢a OUNK cnopea OHaKRAHETO 3a CHOTBETHATa Bb3PacToOBa rpyna.

5.3 [IIpeakuHBYHH JaHHH 3a He3omacHoCcT

Teamucapman

[Ipy npeAKNMHUYHUTE U3NHTBAHKUSA 3a OE30MAaCHOCT, AO3UTE, ONMPEAEARLUH EKCNIOIULMA, CPABHMMA C
Ta3u B KIMHUYHUA TepaneBTHHEH 0OXBAT HA NEKaAPCTBOTO, NPEAH3BHKBAT HAMAJICHH NNapaMETPH Ha
YEPBEHUTE KPBBHH KNETKH {EPUTPOLIMTH, XeMOINOOHH, XEMaTOKPHUT), HIMEHCHHUA B ObOpeuHara
XeMOAHMHAMHKA (NOBHILIEHH HUBRA HA YPEHHUA a30T, H KPEATHHHUH ), KAKTO W MOBHULICHH HUBA Ha KATHH
B CEpYyMa MPH KUBOTHHU C HOPMANHO KPBBHO Hansaraue. [Ipy kyuera, ce Habnoaasat annartauus
aTpodusa Ha 6LOpeunuTe TYOYAH. [IpH KyUyeTa U NMNIBLXOBRE, CHUIO TaKa, CE OTYMTA U YBpEKAaHe Ha
CTOMALUHATA JIMraBuua (€po3ud, yauepauuy uiu pp3nancHue). Teszu GgapMakonIoriuHo- MEAHHPAHHK
HEXEJIAHH e(PEKTH, U3BECHH OT NMPEAKIIMHUYHUTE UINMUTBAHUS C HHXUOUTOPU HA AHTHOTEH3UH-
KOHBEPTHPALIH €H3WMH H aHrHoTeH3HH [l peuenTophu Oa0KepH, ce NpeaoTBpaTABAT Ypes OpalHO
NPHIIOKEHUE HA CONEBH Pa3TBOP.

M npu aBaTta BHAa XKHBOTHH, c€ HAOMIOAABAT U MOBHULLIEHA AKTUBHOCT HA I/1A3MEHHS PEHUH U
XuneprodHs/xunepnnazus Ha ObOpeUHUTE IOKCTArTOMEPYNHH KIETKH. Te31 NpOMEHH, KaAKTO Y KJ1ac-
cneurpruHusg ePekT Ha HHXHOUTOPU HA AHTHOTEH3UH-KOHBEPTHPALLH €H3MMH H APYTH AHTHOTEH3HH
Il peuenTopHn HnokepH ONOKEPY, U3rNEKIA HAMAT KIHHHYHA 3HAYHMOCT.

He € HabmoaasaHo A0Ka3aTeNCTBO 3a TEpaTOreHeH eeKT, BLIIPEeKH Ye TeIMHUCAPTAH B TOKCHUHU JO3H
OKa3ea e(heKT BbPXY MOCTHATAMHOTO PAa3BUTHE HA NOTOMCTBOTO, KATO MO~-HUCKO TENECHO TETJIO U
KBCHO MPOrnexKaaHe.

Hama nokaszaTencTso 3a MyTareHeH epeKT WM KNaCTOr€HHA aKTUBHOCT MO BPEME Ha in vitro
NpOyUYBaHUA, KAKTO M AOKA3aTENCTBA 38 KaPLIHHOTEHHOCT NPH TTbXOBE H MHILUKH,

He ca HabnionaBaHu eekTd Ha TEAMUCAPTAH BbPXY PEPTHUAMTETA MNPH MBXXKUTE WIH XKEHCKHUTE
KHUBOTHH.

Avnoounun
PenpoayKTHBHA TOKCHUYHOCT

PenpoayKTHBHWTE NMPOYUYBaHUSA NPHU NABXOBE H MHULLKH OKa3BaT 3aKbCHANO paXkaa
PaXX/aHE ¥ HAMAJICHA NPEXHUBAEMOCT HA MANIKUTE NIPH A03H NpubausuTento 50 nbt




MaKCHMAJIHaTa NpenopbUMTENHa N03a NPH xopa Ha ba3zara Ha mg/kg

HapyiieHne Ha QepTHINTETA

He e ycTaHOBEH €PEKT BbpXY (PEPTHIMTETA HA MNIBXOBE, HA KOMTO € NPHIOXKEH NepopanHo
aMNOAHMNKUHOB ManeaT (Ha MbXKKH 33 64 AHH U Ha eHCKM 3a 14 aHW npean uudTOCBaHE) NPH N03H
ao 10 mg amnoannun/kg/aex (okono 8 NbTU* MaKCHMaTHaTa NPENOPbHUMTEIIHA 103a TPH XOopa

10 mg/nen Ha 6a3ara Ha mg/m2 ). B apyro npoysaHe NpH IIbXOBE, B KOETO Ha MBIKKH IUTBXOBE €
npuaaraH amaoaunyMHoB 6e3nnar B npoabjkeHne Ha 30 AHY NpH 4034, CpaBHUMA C 103aTa NPH Xopa
Ha 0azaTta Ha mg/kg, ca YCTAHOBEHH NOHUKEHH MU1a3MEHHU HHUBA HA (POITMKYJIOCTHMYJIHPALL XOPMOH H
TECTOCTEPOH, KAKTO H HaMaJeHa NIBTHOCT Ha CriepMaTa U HaMaseHd Opo# 3penn cnepMaTaM

KjieTkd Ha CepToau.

KaHueporeHe3a, MyTareHesa

[L1bX0OBE H MHLLKH, HA KOUTO € MpHaraH aMmJIOMINKHH C XPaHaTa B NPOAB/HKCHUE HA ABE TOAHHHU, B
KOHLIEHTPALIWH, U3YUCIICHH TaKa, Y€ Aa OCHIypsBaT AHEBHH A030BH HHBaA 0,5, 1,25 u 2,5 mg/kg/neH,
He MoKa3BaT JaHHH 3a KaHueporeHHocT. Haii-Bucokara 103a (3a MHLIKM NOAOOHA Ha, a 33 MTbXOBE
NABOWHO MO-BHCOKA™ OT MAaKCUMAHATA NPEeNOpbUYUTENHA KIMHHYHA J03a oT 10 mg Ha Oazara

Ha mg/m2 } e Ouna Gnu3ka A0 MAKCMMANTHATA MOHOCHMA 033 32 MHULUKH, HO HE H 33 MJBLXOBE.

[TpoyuBaHHUATa 32 MYTAreHHOCT HE NOKa3BaT CBbP3aHHU C JEKAPCTBOTO €(PEKTH HUTO HA FEHHO, HUTO
Ha XPOMO30MHO HUBO.

*basupana Ha mauMeHT ¢ TesiecHo Terno 50 kg
6. PAPMALEBTHYHHU JAHHH
6.1 CouchLbk Ha TOMOMIHHTE BEH1E€CTBA

[Tosunou K30

Harpues xuapoxkcua

MaHuTon

Llenynoza, MUKpOKpHCTATHA

MerayMuH

Kpockapmenosa HaTpui

Kenezen okcuna, xbvat (E172)

Maruesues creapat (E470b)

Xenesen okcua, uepseH (E172) fcamo 3a 40 mg/10 mg u 80 mg/5 mg/

6.2 HecbBMECTHMOCTH
HenpHaoxxumo.
6.3 Cpox Ha roagnocr

3 rogHHHU

6.4 ChnenHalHH yC/10BHS HA CLXPAHCHHAE

To3u nekapcTBeH NPOAYKT HE U3UCKBA CNEUMATIHHA TEMICPATYPHHU YCIOBHUS 33 ChXPAHEHHE.
Ia ce cbXpaHABa B OpUrHHA/NHATA ONAKOBKA, 32 [a C€ NpeArnasy oT Baara.

6.5 /lanHA 33 onaKkoBKAaTa

Baucrep/u (OPA/AVPVC donuo — Al dponno): 14, 28, 30, 56, 60, 84, 90 u 98 Tabn




He BcHuKkM BH10BE ONAKOBKHM MOrar Ja ObaaT nycHaTH Ha nasapa.
6.6 CneuHa/HH NpeaAnas’HH MEePKH NPH H3XBLPJ/IAHE
Hsama crneuudanHu H3MCKBaHMA.

Hewn3no/13BaHUAT JIeKApCTBEH NPOAYKT WX OTNAAbYHUTE MAaTepHaIU OT HEro TpsaOBa /1a ce U3XBBPJIAT
B CbOTBETCTBHE C MECTHHUTE H3UCKBAHMA.

1s [IPUTEXATEJI HA PABPELHLIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, C0BeHus

8. HOMEP HA PABPELIEHHUETO 3A YIIOTPEBA
Teaaunuu 40 mg/S mg — Per.Ne 20170072
Teaaunuu 40 mg/10 mg — Per.Ne 20170073

Teaaunuu 80 mg/5 mg — Per.Ne 20170074
Teaaunuu 80 mg/10 mg — Per.Ne 20170075

2. JATA HA ITbPBOTO PAZPELHIABAHE/INIOJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha NbpBO pazpeluaBaHe 3a ynorpeda: 15.02.2017
JlaTta Ha nocieaHo noaHosaBaHe: 06.04.2022

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

24 CenremBpu 2026

[MToapoOHa uHdopMaLKs 3a TO3M JIEKAPCTBEH NPOAYKT € NpeaocTaBeHa Ha yeOcaiita Ha U3nbnHuTenna
Arenums no Jlekapcreara (MAJI) http://www.bda.bg.




