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Toayrpuc 40 mg/5 mg/12.5 mg tabneTku ;\9 /t\f_\ —~— Y 15-10- 0%
Toayrpuc 80 mg/5 mg/12,5 mg TabneTku

Toayrpuc 80 mg/10 mg/12,5 mg TadsieTkH

Toayrpuc 80 mg/10 mg/25 mg TadaeTku

1. MUME HA JIEKAPCTBEHHUA INTPOAYKT

Tolutris 40 mg/S mg/12.5 mg tablets
Tolutris 80 mg/5 mg/12.5 mg tablets
Tolutris 80 mg/10 mg/12.5 mg tablets
Tolutris 80 mg/10 mg/25 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Tonympuc 40 mg/5 mg/12,5 mg madremxu:

Beska rabaerka cvabpika 40 mg renamucapran (telmisartan), 5 mg amnnoaunux (amlodipine) (kaTo
ama0aunuHoB 6esunat (amlodipine besilate)) v 12,5 mg xuapoxnopotruasua (hydrochlorothiazide).
Toaympuc 80 mg/5 mg/12,5 mg madaemxu.

Bceska tabnerka chabpka 80 mg renmucapran (felmisartan), S mg amniaoaunud (amlodipine) (kaTo
amaoaunuHoB 0e3unar (amlodipine besilate)) v 12,5 mg xuapoxuoporuasua (hydrochlorothiazide).
Toarympuc 80 mg/10 mg/12,5 mg madbaremxu.

Bcska Tabnerka chbabpxka 80 mg renamucaprad (telmisartan), 10 mg amnnoaunuu (amlodipine) (kato
amJI0AMNUHOB Oe3unar (amlodipine besilate)) v 12,5 mg xuapoxnoporuaszun (hydrochlorothiazide).
Toaympuc 80 mg/10 mg/25 mg maoremxu.

Bcsaka Tabnerka chabpka 80 mg renmucapraH (telmisartan), 10 mg amnaoaunuu (amlodipine) (kato
amJI0aAMnUHOB Oe3unar (amlodipine besilate)) v 25 mg xuapoxnopotuasua (hydrochlorothiazide).

[lomMOLIIHK BELECTBA C U3BECTHO IEHCTBHE:

Beska Tabnerka ot 40 mg/S mg/12,5 mg cbabpxka 54,3 mg nakro3sa.
Besika Tabsierka ot 80 mg/S mg/12,5 mg cbabpxa 108,7 mg nakro3sa.
Bcesika Tabnerka ot 80 mg/10 mg/12,5 mg chabpxka 108,7 mg nakro3a.
Beska Tadnerka ot 80 mg/10 mg/25 mg cvabpka 108,7 mg nakro3a.

3a MbJIHKS CITUCHK HA MOMOLIHUTE BELLECTBA, BHXKTE TO4YKa 6.1.

3 JJIEKAPCTBEHA ®OPMA

Tabnerka

Toanympuc 40 mg/5 mg/12,5 mg mabremxu:

Kpbrinu, 1BOWHOM3MbKHAIH, ABYC/JOWHHU Ta0JeTKH. EAUHUAT c/10H Ha TabneTkaTa € OsJ1 WM NOYTH
Osn1, ¢ obo3Hauenue L1. Ipyruar ciioi Ha Tabnerkara e kKadsaBO-XKbT, MO3a€4eH.

Pa3zmepu Ha Tabnerkara: avameTbp npubau3uTesHo 10 mm

Toaympuc 80 mg/5 mg/12,5 mg mabdremxu:
OBanHKW, IBONHOMU3IMbKHAIH, ABYCIOMHHU Ta0NETKH. EAMHUAT C/10H Ha TabsieTkara € 051 MK NMOYTH
Osn, ¢ odo3HaueHue L2. Jlpyrusar cioit Ha TadseTkara € po30B, MO3aeyeH.
Pazmepu Ha Tabnerkara: npubausurenHo 18 mm x 9 mm

Torympuc 80 mg/10 mg/12,5 mg madremxu:

OBasiHK, IBOMHOW3IMIbKHAIH, ABYCIOMHH Ta0eTKU. EAUMHUAT cnol Ha TabaeTkaTa € Os
Os1, ¢ odo3HaueHue L3. pyrusar cinoit Ha Tabnerkara € opaH>XeB, MO3aeueH.

Pa3zmepu Ha Tadnerkara: npuOau3uTeIHO 18 mm x 9 mm




Toaympuc 80 mg/10 mg/25 mg mabremru:

OBanHy, JBOHHOMU3NbKHAIH, ABYCIOHHH TabneTkn. EanHuaT cnoit Ha Tabnerkara e 641 UAK nouTH
6an, ¢ 00o3vauernne L4. JIpyruar ciioii Ha TabneTkara € KagaBO-XKbAT, MO3ACUEH.

Pasmepu Ha TabneTkara: npubausutento 18 mm x 9 mm

4. KJAHHYHH JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA
ToayTpuc € noka3saH 3a JICUSHHE HA ECEHUHAIHA XHNIEPTOHHUSA KaTO 3aMECTHTE/THA TEPAIHA NPH
BL3PACTHH NALUMEHTH, AAEKBATHO KOHTPOJAUPAHH C TEIMUCAPTaH/XHIPOXNOPOTHA3HA, MPHEMAHH KATO

NBYKOMMOHEHTHA TEPANUA U AMIOAUIHH KaTO EAHOKOMIIOHEHTHA TEPANHUsA, NPHIAraHH €AHOBPEMEHHO
B ChIIUTE J03H KAKTO B KOMOMHALIMATA, HO KaTO OTIEHH TabneTku.

4.2 H034POBKA H HAYHH HA NPHJIOKEHHE

Ho3upoBka

[penopwunTenHaTa AHEBHA A03a € eaxa TabneTka OT ChOTBETHATA 103084 JopMa.
To3u nekapcTBeH NPOAYKT HE € MOAXOAALL 3a HaYaTHA Tepanu4.

[pean npeMHHaBaHETO KbM TONyTpUC, NaUMEHTHTE TpsiOBa Ja 6bAaT KOHTPOJHPAHH C MOCTOAHHH
NO3H OT BCHYKH TPH aHTUXHUINEPTEH3IUBHH MOHOKOMIIOHEHTH, MMPHEMAaHH N0 CBILOTO Bpeme. [lo3aTa
TpabBa 1a ce OCHOBaBa Ha 03WTE HA OTAETHUTE KOMMOHEHTH HA KOMOHHALMATA N0 BPEME Ha
npeMHHaBaHe KbM KOMOHHaLHATA.

Ako e HeoOxoaHMMa nNpoMaHa Ha no3aTa, T4 TpabBa 1a cTaHe 4Ype3 UHAMBHAYANHO TUTPHPaHE Ha
OTAEJHUTE MOHOKOMITIOHEHTH Ha KOMOHHaNHS.

Crneyuannu nonyaayuu

b1LOpeuHo YBRpeKAaHE

TonyTpuc e npoTHBONOKAa3aH NPH NAUMEHTH ¢ Texko Ob6peuHo yBpexxaaHe (Bxk. Touka 4.3). OnuTeT
C TEIMHCAPTaH/XHAPOXJIOPOTHA3U] NPH MaLMEHTH C JIEKa A0 YMEPEHa cTeneH Ha 6u0peuHo
yBpEX/IaHe € OFpaHHYEH, HO HE MpeAnosara HexelaHH epekTn BbpXy Ob0peunTe 1 He ce cuuTa 3a
HeoOX0AHMO KOpHrupaHe Ha ao3ara. [Ipenopbusa ce nepHoanYHO MOHWTOpUpPaHe Ha ObOpeyHarTa
byHkina (8. Touka 4.4). [I[poMeHHTE B MNa3MEHNTE KOHLICHTPAUHMH Ha aMJIOJHITHH HE ca OOBBP3aHH
CbC CTENEHTA Ha OBbOpEeyHO YBpeKaAaHe, 3aTOBA Ce MPENnoOpbYBa CTAHAAPTHA f103a. TeaMucapTai 1
aMJIOJIMTIHH He CE€ AHaNU3HPaT.

UepHoapobHo yepexaaHe
TonyTpuc e NpoTHBONOKA3aH MPH NAaLMeHTH C TEXKO YEpHOAPOOHO yBpeKaaHe (BXK. To4Ka 4.3).

[Ipu nauMeHTH ¢ 1EKO A0 YMEPEHO YepHOIpOoOHO YBpex JaHe JO3HpoBKaTa He TpsadBa Na HaaABHLIIAaBa
40/5/12,5 mg seHDBK AHEBHO.

Tuasuaure Tpadsa Aa ce NPUNAraT ¢ NOBULIEHO BHHMAaHHE NPU NALMEHTH C HapyLUeHa YepHoApoOHa
byHkuus (BxK. TO4KA 4.4).

[TosuwaBaHeTO Ha A03aTa Ha aMJIOAUIIMH TPAOBA Aa C€ HU3BLPLUIBRA C MOBKIUCHO BHHMaHUE.
(dapMakOKMHETHKATa Ha aMIIOAIMNHMH HE € NPOYYeHa NPH TEXKKO YEPHOAPOOHO yBpexKAaHE.

Crapuecka Bb3pacT
He e HeoOxoAnMMO KOpUryupaHe Ha folara.

[lennaTpruHa nonyaauus
BesonacHocTTa M edhukacHocTTa HA TomyTpHUC NpU JeUa W IOHOIWHK oA | 8-roaniuHa
YCTAHOBEHH. JIMNCBAT JaHHH.




HauuH Ha ApnaokeHue

TonyTpuc TabNeTKH ca NpeaHa3HAYCHH 3a NEPOPANHO NPUNOKEHHE H TpADBA na ce npuemar ¢
TEUYHOCT, CbC WK De3 xpaHa.

4.3 I[IporuBonokazanus

- CBpPbX4YBCTBUTENHOCT KbM AKTHBHUTE BELLECTBA WIIH KbM HAKOE OT MOMOLIHHUTE BEULIECTBA,
H30poeHH B TouKa 6.].

- CBpPbX4YYBCTBHTENHOCT KbM APYTH CYNPOHAMHAHHU NMPOH3BOIAHH (ThH KaTO XHAPOXAOPOTHA3HA
€ Cy/IpOHAMHUHO NPOU3BOIHO).

- Btopu W TpeTH TpumecTbp OT OpeMeHHOCTTA (BXK. TOUKH 4.4 U 4.6).

- XousecTtaza 1 0OCTPYKTHBHH HapyLICHUS HA HUTbYHHTE MbTHUIA.

- Texko 4yepHOAPOOHO yBpEKIAHE.

- Texko ObOpevHO yBpexxnaHe {KpeaTHHUHOB KIHpBHC <30 ml/min, anypus).

- PedpakTopHa XxMnokalueMHa, XHUMEepKATLHEMHS,

- TexKa XMnOTOHMUA.

- lLlok (BKIOYHTENHO KAPAHOTEHEH WOK).

- XeMOIWHAMHUHO HecTaOHIIHA ChpASUYHA HEAOCTATBYHOCT C/Ie/l OCThP WH(MAPKT HA MHOKapJa.

- Ob6cTpyKUKs HA U3XOAALIMS TPAKT HA JIABATA KaMepa (Harp. BUCOKOCTENEHHA a0pTHa CTEHO3a).

EnHoBpeMeHHaTa ynotpeba Ha TonyTpue ¢ alUCKHPEH-ChIbPXKAM NPOAYKTH € NPOTHBONOKA3AHA
MpH nauxeHTH ¢ Avaber unu 6u6peuHo yspexaane (GFR < 60 ml/min/1,73 m?) (Bx. Toukn 4.5 1 5.1).

4.4 CrneHAJTHH NpeAyYnpeXKICHHS H NpeAna3Hl MepKH OpH ynoTpeda

bpeMeHHOCT

He Tpabsa aa ce 3anouBa npuem Ha aHruoteH3uH Il peuenropHu 6aokepH nNo BpeMe Ha OPEMEHHOCT.
[MauneHTKHTE, KOWTO NAaHHpaT OpeMeHHOCT, TpaOBa Aa MpeMUHAT KbM alITEPHATUBHO
AHTHUXHUIEPTEH3MBHO JIeYEHHE C YCTAHOBEH npodui Ha Oe30nacHOCT npH ynorpeda no Bpeme Ha
OpeMeHHOCT, OCBEH aKO Ce CYMTAa, Y€ € OT 0cobeHa BaAXKHOCT Aa e NPOABIIKH JICHEHHETO C
aHrHoTeH3HH [ peuentopHu G10KepH. AKO ce AMArHOCTHLHPA OPEMEHHOCT, JIEYEHHETO C
aHrioteHsuH Il peuentopuu Snokepu TpadBa He3abarHO Oa 6bAE NPEYCTAHOBEHO M AKO € NOAXOAALLO
Aa 6bae 3anNoYHATO ATTEPHATUBHO NeveHHe (BXK. TOUKH 4.3 1 4.6).

UeproapobHo yepexaaHe
Toayrpuc He TpaGra na ce mpunara NpH NALKWEHTH € XOJIECTa3a, € XKIbUYHH OOCTPYKTHBHH HapyLICHHA

HITH TexkKa YepHoapoOHa MHCYDHUHeHUHA (BXK. TouKa 4.3), Tb# KaTO No-rofiAMara 4acT oT
TEIMHUCAPTaH Ce eIMMUHMpa Ype3 xuTbukara. [1py Te3n nauyeHTy MoKe 1a C€ OYaKBa HamaneH

4yepHOAPOOEH KIMPBHC Ha TEIMHUCAPTAH.

Ocsen ToBa, TonyTpuc TpabBa Aa ce npuaara BHUMATENTHO NPU NALUMEHTH ¢ HapyllieHa YepHoIpoOHa
GYHKUHMA WK Nporpecupailo YepHogpoOHo 3abondasane, Thil KATO B T€3M Cay4Hau MAJIKH MPOMEHH BbB
BOJIHO-€/IEKTPOJMTHHA Dananc Morar ga JoBedaT Ao yepHoapoOHa koma. Hama KIMHUYHK JaHHH 3a
M3MON3BaHETO Ha TONYTPHC NpPH NALMEHTH C YepHOAPOOHO HapyLUEHHE.

[Mony>XHBOTBT Ha aMNOAMMNHNH € yaABKeH H AUC cTOMHOCTH ca no-BUCOKH NMPH NALIMEHTH C
HapylieHa YepHoapobHa dynkums. [ToBuinaBaHeTo Ha NO3aTa HA aMJIOJUNUH TPAOBA 1a ce W3BBPLIBA
¢ MOBULLUEHO BHUMAHHE,

HMuTecTHHAIEH aHrHOEAEM
3a HHTEeCTHHAJIEH aHrHoeaeM ce cboblllaBa MpH NAUWEHTH, JIEKYBAaHH ¢ aHrTHOTEH3HH ]

fa
Gnokepu (Bxk. Touka 4.8). Te3n nauneHTH UMAT kopeMHa O0IKa, rafeHe, NOBPbLIAHE H g

CUMNTOMHUTE OTLLYMSBAT Cllef] MpeycTaHOBABAaHE Ha aHrHOTEH3HH I peuenTopHuTe 6
AMArHOCTHLMPAa HHTECTHHAJIEH aHIHOEAEM, IEUEHHETO ¢ TeMHcapTaH Tpabsa aa ce npg




Aa Ce 3ano4yHe noaxoaatlo HabnoaeHHe 10 NBLIHOTO OTWYMABAHC HA CHMNTOMHTEC.

PeHoBackysapHa XHNEepPTOHUA
Korato nauMeHTH cbC CTEHO3a Ha ABeTe ObOPEUHU apTepHH WIH CTEHO3a Ha apTEPHATA KbM €IHHHYEH

dyHKkuMoHHpall ObuOpek ca TpeTUpaHu C NeKapeTsa, MOBIHABALLY CHCTEMATa PEHHH-AHTHOTEH3HH-
aNN0CTEPOH CHLUIECTRYBA MOBUIUIEH PUCK OT TEXKA XUMOTOHUA U OBOpeUHa HEAOCTATbYHOCT.

bLOpeuHo YBpeXXIaHe W TpaHCIIaHTalKg Ha OBOpek

TonyTpuc He TpsabBa 1a ce Npuaara NpH NALKMEHTH C TEXKO OBOpeHHO yBpexKaaHe (KpeaTHHHHOB
KaMpbHC < 30 mi/min) (Bx. Touka 4.3). HaMa aoctarbyHo AaHHH M0 OTHOLUEHHE HA MPHIICKEHHETO
Ha TonyTpuc NpH NaUKEHTH, NpeTbpneny Hackopo ObbpeuHa TpaHcnaanraums. Hanuue e orpaHuueH
onuT OT ynotpedara Ha TonyTpuc Npy NauUMEHTH € JIEKH A0 CPEAHO TEKKH OBOpeuHH HapyLueHus,
opajaH KOETO Ce NMpENnopb4Ba NEPHOAUYHO NPOCNEAsBaHE HA HHBATa HA KanHH, KPCATHHHH H MHKOYHA
Kuce/1uHa B cepyma. [Ipu nauyenTH ¢ HapyleHy ObOpeuHn PyHKUHMM MOXKeE 114 Ce MOSABH a30TeEMUH,
CBbP3aHa ¢ THAZUHUTE AHYPETHUH. TeaMHcapTaH He C€ OTCTPaHABA OT KPBBTA Ype3 XeMODUATpaLHS
H HE CE NHaIH3Upa.

[TpomeHuTE B MNN1a3MEHHTE KOHLEHTPALHW Ha aMJIOJIUTIMH HE ca 0OBbP3aHuU CBC CTENEHTA Ha
O01OpeydHO yBpeKAaHE. AMAOAUNKH HE Ce THANH3HPA.

[TauMeHTH ¢ XHIOBOJEMHS W/HIH HATpUEB AeDHLUT

CumnromMaTiuHa XMINIOTOHHUSA, 0COOEHO cliel MbPBATa A03a, MOXKE a ce HabJIoAaBa NPH NMAUKEHTH C
TEXKbK HATPHUEB ACPHULNT WK HamaneH o0eM Ha UHPKYHpalWaTa KpbB NpH MOLLHA AHY PETHYHA
Tepanus, AHeTa C OTPAHAYEHO NPUEMAHE Ha COJl, AHapHs WY NOBpbilaHe. TaKkHBa ChbCTOAHHA,
ocobeHo HamaneH 00eM Ha LMPKYy/MpaunaTa KpbB W/ MY HaTpueB AeduUMT, TpaOBa Ja ObaaT
KOpHTHpaHu npeay npunoxkedye Ha Tonytpuc. [1pn ynorpeba Ha xuapoxnoporrHasun (XXT3) ca
HaONOaaBaHK H3OJUPAHH CIYYaH Ha XHIMOHATPUEMHSA, NPHAPYKEHA C HEBPOJIOTHYHHU CUMITTOMH
(ranete, MPOrpeCUBHa AE30PHEHTALIUSA, aANaTHA).

JIBo#iHO 6n0KHpaHe HA PEHHH-@HTHOTEH3UMH-ana0cTepoHoBaTa cucrema (PAAC)
HUma naHHH, ye eaHoBpemeHHaTa ynorpeda Ha ACE uuxuburopu, anruorensud ll-peuenropuu

ONoKepH HIH aJIMCKMPEH NOBULIABA PHUCKA OT XHUMOTOHHSA, XHIEPKAIHEMHA H HAMANSBAHE HA
O0bOpeyHaTa PYHKUHA (BKIIOUHTENHO TeXXKKO OuOpeuno yspexaane). [lopaan Tosa He ce npenopbrBa
asoiino 6nokupare Ha PAAC upes komGuuupaHara ynorpeba Ha ACE unxuburopu, anruorensun lI-
peLenTOPHH DNOKEPH WK &TUCKHUPEH (BX. TOUKH 4.5 H 3.1).

AKO Ce NpeLIEHH, Ye TepanuaTa ¢ ABoiHHO Gnoxupane e abconoTHO HeodxoaHMa, ToBa TpaOBa Aa
cTaBa caMo noja HablloaeHUeTo Ha CNEeUaIMCT K NMPHA YECTO BHUMATENHO MOHUTOPHPAHE HA
ObOpeunara GyHKLUMA, ENCKTPOJIHTHTE W KPBBHOTO HanAraHe.

ACE vuxubutopu u anruorersun [l-peuentopun 6noxkepu He TpaOBa Aa ce HANOA3BAT €AHOBPEMEHHO
MpH nauueHTH ¢ anabeTHa HedponaTu.

Hpyru ChCTOAHHUA ChC CTUMYIALMA HA CHCTEMATA PEHHH-aHMHOTEH3IHH-A1R0CTEPOH

[Ipu naumeHTHTE, YHUTO CHAOB TOHYC H ObOpeuHa PyHKLMA ca B 3aBUCHMOCT Hal-BeU€ OT ACHHOCTTA
HA PEHUH-AHFHOTCH3HH-aI0CTEPOHHATA CHCTEMA (HANp. NALMEHTH C TEXKKA 3aCTOMHA ChpIe4Ha
HEOCTaTBYHOCT HIH OCHOBHO OBbOpedHOo 3abonaBane, BKIIIOUHTENHO CTEHO3a HAa ODLOpeunnTe
apTepHH), JICUEHHETO C NEKAPCTBEHH NPOAYKTH, MOBIUABALUM Ta3H CHCTEMA, C€ CBBP3Ba C OCTpa
XHMOTOHHSA, XHNIEPA3OTEMHUSA, ONUIYpPHA, WK pAIKo ¢ ocTpa ObOpeuHa HeloCTaTbYHOCT (BXK. TOUKA
4.8).

[1bpBHUEH aNZOCTEPOHUIBM
[TaureHTH ¢ MbPBHUYEH ANAOCTECPOHU3BM NO NPUHLMWIT HAMA [1a peardpar Ha aHTUXHITEPHEMIMBY
NEKapCTBEHH NPOLYKTH, ACHCTBALUM Ype3 HHXHOHpaHe Ha CHcTeMaTa peHHH-aHIMoTe A
TOBa, ynorpedara Ha TonyTpuc He ce npenopbysa.

CTeHO3a HA A0PTHATA K MHUTpAJHAaTa Kiana, oOCTPYKTHBHA XUNEPTPOPUIHA KAPAHO




KakTo npu Apyrute Ba30AWIATATOPH, CNIEUHATHO BHHMAHHE € HEODX0AMMO NPU NALMEHTH, CTpajall
OT A0PTHA WJIM MHUTPA/THA CTEHO3a WIIH OOCTPYKTHBHA XUNEPTPOPHUHA KAPAHOMHKONATHS.

MeTaboAUTHH W €HAOKPHHHHU e(PEeKTH
JleueHHeTo C THA3UAN MOXE A3 HApYIUH FIIOKO3HUA TONEPaHC, MOpaay TOBA, NpU MALMEHTH ¢ Anader,

NEKYBaHH C HHCYJIMH WKW aHTHAWAOCTHN NEKApCTBEHH NPOAYKTH H TEPAanuUa ¢ TEJIMHCRPTaH, MOXE Aa
HACTBMH XHNOTJIMKEMHUS, 3aTOBA, PY TE3H NAUUEHTH TpadBa na ce 0OMUCIH CHOTBETHO
MpocnesBaHe Ha KPbBHATA 3aXap M MOXE Aa C€ HAO0XKH KOPHIrupaHe Ha 103aTa Ha HHCYJIHHA WIIH
aHTHAMAOETHHTE JIEKapCTBa, KOraTo e rnokalaHo. [1o BpeMe Ha TepanusaTa ¢ THa3HAH MOXKE a Ce
MPOABH NATEHTEH 3axapeH auaber.

JleueHueTo ¢ THA3UAHYU IUYPETULIM CE CBLP3BA C MNOBULIABAHE HA HUBATA HA XONECTEPOSI U
tpuravuepuan. Odaue, npu no3a ot 12,5 mg THa3HAEH OUYPETHK, CbAbPXKaWa ce B ToyTpHC, TE3H
e(heKTH ca MHHUMATHH WK nunceat. [lpy HAKOKW NaLMeHTH HA THA3KMIHA Tepanus MOXKe [a ce pa3BHe
XUNEPYPHKEMUA WIH KNIMHKYHO MaHH(ecTupana noaarpa.

Enexkrponuren aucbananc

KakTo npy BcHUKY NALMEHTH HA JHYPETUUHA TEPaNHs € HeOOX0AUMO HA ONpeae/icHH HHTEPBalU Ja
ce NpoBeXAa NepUOIUYHO NPOCIeIsBaHEe Ha HUBATA HA eJIEKTPOIIUTHUTE B CEpyMa.

Tuaszuante, BKIOYUTENHO XHAPOXJIOPOTHA3HA, MOr'aT /12 NOBEAAT N0 BOAHO-ENIEKTPOAUTEH aHchanaHe
(BKIIOYHTENHO XHMOKAJIHEMMA, XUNIOHATPHEMMA H XHIIOXJIOpEMHYHa ankano3a). [Ipeaynpeaunrenture
MPU3HALIM 33 BOOHO-CJIEKTPONHUTEH AucHananc ca: Cyxora B yCTaTa, )Kax1a, aCTeHHA, CbHIHUBOCT,
3amaiiBaHe, 0e3nokoHCTBO, 60Ka B MyCKY/IUTE WIH MYCKYJIHH KpaMIH, MYCKYJIHa cnabocT,
XHUIOTOHHA, OJIMTYPHSA, TAXHKAPAHA H CTOMALLIHO-4YPEBHU CMYLLEHHS KATO rajieHe UK NOBpbLIIAHE
(Bk. TOUKA 4.8).

- XHNoKaTHEMHUA

Bbunpeku ye, npu ynorpedara Ha THA3WAHH AUYPETULH MOXKE 1A CE Pa3BUAC XUIMOKATHEMHS,
€HOBPEMEHHOTO ICYCHHUE C TEIMUCAPTAH MOXKE [a peAyuHpa Npean3BHKaHaTa OT JHYpEeTHLUTE
XHMOKATHEMHA. PUCKDLT OT pa3BUTHE HA XHITOKATTMEMHA € NO-rONAM NPU NALUMEHTH C YepHOAPOOHa
LMPO3a, MPH NAUHEHTH ChC 3aCHJIEHA AHYPE3A, NPH NALKMECHTH, KOUTO MOEMAT HEAAEKBATHO
KO/THYECTBO S/ICKTPOJUTH Npe3 yCTaTa H NpH NMALKMEHTH, KOUTO €1HOBPEMEHHO CE JIEKYBAT C
KOPTUKOCTEPOU/IH WK aapeHokopTUKoTponieH XxopmoH (ACTH) (Bx. Touka 4.53).

- XHnepKanuemMus

B npoTHBONONOXKHHUA CiTydali MOXeE Aa ¢€ CTHIHE A0 XHIIEPKATHEMHUA, Ib/DKALLA CE HA aHTAroHH3Ma
Ha TeaMHucapTaH (KOMNOHeHT Ha TonyTpuc) kbM aHrHoTeH3dH 11 (AT1) peuenropure. Makap ue,
aocera He € oTOeNI3aH0 HANMHUYHE HA KIMHHYHO 3HAYHMA XHITePKATUEMHA N0 BpEMeE Ha jle4YeHHeE C
TonyTpuc, puckoBHTe GakTOPH 3a pa3BUTHETO ¥ BKMIOUYBAT ObOpeYHa HEAOCTATLHHOCT W/ HIH
ChpJAe4HA HEAOCTATBYHOCT U 3axapeH auabet. Kanuil-cexpanssamure AMypeTHLH, KATHEBUTE
000aBKH WIH 3aMECTHTENUTE HA CONTR, ChAbPKALIM Kanuit Tpabea ga ObOaT BHUMATENHO NPUAAraHu
Mo BpeMe Ha ieueHHne ¢ TonyTpuc (Bxk. Touka 4.5).

- XHIOXN0OpeMHYHA ATKaNo3a
XJAOPHHUAT Ae(PULUUT OOMKHOBEHO € JIeK W He Hajlara JOMbJIHHTENHO NEYECHHE.

- XHNEPKAILIMEMHSA
TuazuauTe MOraT Aa HaMANAT H3INBUBAHETO Ha KAIUHMH ¢ YPHHATA H Ja JOBREIAT A0 NPEXOAHH H NeKH

YBeJIHYEHUA HA CEPYMHHA KANLMA NPH JTMNCA HA YCTAHOBEHHW HapYUIEHUS B KAIUMEBHA METADONH3BM.
3HauMTENHATA XUMNEepKANLHEMUA MOXKE 1a € 10Ka3aTe/ICTBO 3a CKPHT XHunepnapatHpeonnnsbM. [lpeau
Aa ce NpoBeAE M3CICABAHE HA NapaTHPOHAHUTE QYHKLMH TpAOBa na ce NpexpaTH NpHemMa Ha T

- XHnomarHesueMus
TuazuauTte yBenn4aBaT OTASNAHETO HA MarHe3ui ¢ ypHHarTa, KO€TO MOXKE Aa A0BEAE 10
XHINIOMarHe3snemMusa (BX. Touka 4.5).




ETHMYECKH pa3/inyus

Kakto € HabntonasaHo npu ApyruTte aHruoTeH3nH [l peuentopuu 6n1okepH, TeaMUcapTal € NO-Manko
eeKTUBEH 3a MOHWXKABaHE HAa KPbBHOTO HANAraHe NpH Xopa oT 4YepHara paca, OTKOJKOTO NpH
APYTUTE pacH, BEPOSTHO NOPAJH NO-UYECTO OTYETEHOTO HHCKO HHBO Ha PEHHUH B MOMyNauMdaTa Ha

XHMEPTOHULM OT Y€pHaTa paca.

Mcxemuuna Gonect Ha ChpLETO
KakTo npy apyru aHTUXMNEPTEH3IUBHU ar€HTH, MPEKOMEPHOTO MOHHIKEHHE HA KPLBHOTO HAJIATaHE
MPH MaUMEHTH C HCXEMHUYHA KApAMOMHONATHA HAW HCXEMHUYHO CBP/ICUHOCHIOBO 3a001sBaHE MOXKE 112

noseae N0 HHGAPKT Ha MHOKAPAA WIH HUHCYAT.

Obwu
[Tpu nauxeHTH cbe HITH €3 aHaMHE3a 3a anepria Wik OpOHXHAIHA aCTMa MOXe Ja ce HabnoaaBsaT

PEAKLHMH HA CBPBLXUYYBCTBUTENHOCT KbM XUAPOX/IOPOTHA3UA, HO €A MO-BEPOATHH NPH MaLUEHTH C
TakaBa aHaMHe3a. Ma cpobiueHus 3a 060CTpAHE HNH aKTHBUPAHE HA CUCTEMEH JTYITYC EPUTEMATO3YC
NPY NAUUEHTH, NEKYBAHH C THA3HHW JHYPETHUH, BKAIOYUTEIHO XHAPOXIOPOTHAIHA.

Mma crollueHHs 3a peakliid Ha (GOTOUYBCTBHTENHOCT NpU ynoTpebaTa Ha THA3UAHU AWYPETHLH (BXK.
touka 4.8). [Ipenopbupa ce rpexparsaBaHe HA TepanHATa, aKo C€ MOABH PEaKLHi Ha
GOTOUYBCTBHTENHOCT B NEPHOAA HA IeYeHHE. AKO Ce CHHTA 32 HeoOXOIUMO OTHOBO BKJIIOYBAHE Ha
AWYDPETHK, C€ NPENnopbYBa NPeANAa3BaHe Ha 30HUTE, KOUTO C€ M3/1AaraT Ha CN'bHLE WU Ha U3KYCTBEHH

UVA nbuu.

XopouaaneH W3jIuB, OCTPa MMONHKA H BTOPHYHA 3aKPUTObIbAHA [IAYKOMA
CyndonaMHIHTE WK N€KAPCTBATa, NPOH3BOAHH Ha CyN(HOHAMUINTE, MOTAT 14 NPEAN3BUKAT

HIHOCHHKPATUYHA peaKLKs, BOAELIA A0 XOPOHJAIEH HITHB C ACHEKT Ha 3PUTEIHOTO MNOJie, NPexXoaHa
MHOMHKA H OCTPa 3aKPHTOBI'bAHA [J1ayKoMa. CUMIITOMUTE BK/IIOYBAT B HAYANOTO OCTPO NOHHXKXEHHE Ha
3PUTEHATA OCTPOTa UK ouHA Donka, U 0OMKHOBEHO Ce NOABABAT B pAMKHMTE Ha 4acOBE 10 CEAMHLH
OT HAvYaloToO Ha JeueHueTo. HenekypaHaTta ocTpa 3aKpHTOBIMb/IHA [VIayKOMa MOXKE Aa 0oBeAe A0
nepmaHeHTHa 3aryba Ha 3peHueTo. [IspBoHavaNnHOTO NeveHHe € Aa ce NpeKpary NPHEMBT Ha
NIeKapCTBEHHA NPOAYKT, KOJKOTO c€ MOXKE No-Obp30. AKO HE C€ MOCTHIHE KOHTPOJT BLPXY
BLTPEOYHOTO HalAraHe TpAOBRa na ¢¢ UMaT NpeJBUA CBOEBPEMEHHO MEOHUMHCKO H/IH XHPYPrHYHO
neueHue. PuckoBure GakTopH 3a pa3BUTUE Ha OCTPA 3aKPUTOBIBIIHA I1ayKOMa MOraT Aa BKJIOYBAT
aHaMHe3a 3a CyN1(pOoHaAMHUIHA UIH NEBHLHIMHOBA AJleprh.

HeMenaHOMEH pak Ha KoxkaTa

B aBe enuaeMHONOTHYHHY NPOYUBAHHA, OCHOBABALUH C€ Ha AATCKHUA HAUIHOHAIEH PaKoB PErHCTBP, €
HabnozaBaH MOBMILUEH PHCK OT HeMenaHoMeH pak Ha koxara (HMPK) [bazanHokneTbueH kapuvHom
(BKK) 1 cksamoszHoxieTbueH KapuuHoM (CKK)] npu HapacTeawia excno3uiius Ha KyMyNaTHBHa 1032
xuapoxnopotnazul (XXT3) (k. Touka 4.8). dotoceHcHbwnnznpaiumre edexti Ha XX'T3 morar fa
NeiCTBAT KATO BEPOATEH MEXaHU3bM 3a pazsuTHe Ha HMPK.

[TauuenTure, npuemad XXT3, Tpabea na 6baaT nudopmupaunu 3a pucka or HMPK u cheeTBann
PeAOBHO [a NMPOBEPABAT KOXKATA CH 32 HOBH JIE3UH U He3a0aBHO Ja CbOOLIABAT NPKU NORBA Ha
NOAO3PHUTENHH KOXKHHU A¢3uH. Ha nauueHTuTe TpabBa 4a ce npenopbyaT Bb3MOXKHH NPEBAHTHBHH
MEPKH, KaTO OTPAHHYEHO M3/1araHe Ha CIbHYEBA CBETJIHHA H YJITPABHOJIETOBH JIBYH, a B Clly4ail Ha
EKCMO3uLMA, NOAXO0AMLILA 3ALIKTA, 33 1 C€ CBEAES 10 MMHHMYM DHUCKLT OT pak Ha KO)KaTa.
[MonospuTeaHuTe KOXKHH Ae3nn Tpabsa aa 6b4aT NOANOKEHH HA He3abaBHO H3CnEBaNe,
NOTEHLHMAIHO BKIIOYBALLO XHCTOMOrHYHH H3CenBaHua HA OHoncuuHK MaTtepuani. IipepasrnexgaHe
Ha ynorpedara Ha XXT3 Moxe na ce HaNoXH U NpH NaLKHeHTH, KOMTO ca HMaiTH nipeaxoaed HMPK
(BX. cbL1O TOUKA 4.8).

OcTtpa pecnupaTopHa TOKCHYHOCT
Cnen nmpyueM Ha XHAPOXJIOPOTHA3H Ce ChOOLABAT MHOTO PEAKH TEKKH Cy4aH Ha OCTP

PECTIMPATOPHA TOKCHYHOCT, BKIIOYHTEIHO OCTBLP pECNHUpaToper aucTpec ciHapom (OP
MnpyYeM Ha XHAPOXJIOPOTHA3HI OOUKHOBEHO Ce pa3BHBa DenoapodeH OToK B paMKHUTE H
yacope. B Ha4anoTo CMMNTOMUTE BKIOYBAT JUCITHEN, NOBHLLEHA TEMNIEPATYpa, B1OLIA




6enoapobuaTta dyHkuus u xunorouus. [lpn cemuenne 3a OPJIC Tpabsa na Obae cnpsH OpUeMbT Ha
ToayTpHE W Aa ce NPUIOKK NOAXOAALLO nedeHHe. XUAPOXIOpOTHA3H He TPA0Ba f1a ce npunara npu
NaLHeHTH, KOUTO npeau Tosa ca noayuasany OPC crea nprvem Ha XxHApoXJTOpOTHA3HA.

[TauuneHTH CHC ChpaeUHA HEAOCTATHYHOCT
[TauueHTHTE CBC CHpAEYHA HEAOCTATBYHOCT TPAOBA Aa €€ NEeKYBAT BHUMATEJTHO. [To Bpeme Ha eaHO

NPOABLMKHTENHO, I1auet0 KOHTPONUPAHO KITHHUYHO HINHTBAHE NMPH NMALMEHTH ¢ TEXKKA ChpAeHHa
nepoctarbuHocT (NYHA crenen Il u 1V), ce cvobuiaea 3a no-sucoka vectota Ha 6enoapobeH oTok B
rpynara, leKyBaHa C aMJIOMITHH, B CPaBHEHHE C rpynara ¢ ruiauebo. biiokepure Ha kanuuesuTe
KaHa/IK, BKJIIOYHTETHO aMJIOAKIIHH, TPAOBA 1a C€ U3NO0N3BaT € MOBULLIEHO BHHMAHHE NPY MALMEHTH
ChC 3aCTONHA ChpAevHa HEAOCTATBYHOCT, Thil KATO T€ MOraT 2@ YBEJIWYAT PHUCKA OT ObJeilH

CbpaACYHOCHAOBH HHUHACHTH H CMDBPT.

JlakT03a ¥ HATPUN

To3u nekapcTBeH NPOAYKT ChAbPXKA JiakTo3a. [lauMeHTH ¢ peaku HacneACTBEHH MPodAEMH Ha
HEMOHOCHMOCT KbM FajlakTo3a, IThJI€H IAKTA3€H ASPULUT HUITH MIOKO30-rajlakTo3Ha Manadbcopbuus He
TpsaOBa Aa NpUEeMaT TO3M JIEKAPCTBEH NPOAYKT.

To3u nexapcTBeH NPOAYKT ChAbPKaA No-Manko ot 1| mmol natpuii (23 mg) Ha TabneTka, T.€. MOXKE Aa
ce KaXke, Y€ NPaKTHYECKH HE ChABPHKA HATPHH.

4.5 B3zaumoaeiicTBue ¢ ApYru JIEKAPCTBEHH NPOAYKTH H APYrH QOpMHE HAa B3aHMOAEHCTBHE
Cevp3anu c meamucapman u Xuopoxaopomuasuo

JIuTui

[To BpeMe Ha €JHOBPEMEHHO NPUIIMKEHHE Ha JIMTHH ¢ HHXUOUTOPH HA AHMMOTEH3UH KOHBEPTHPALLMA
eH31uM ca HabaoaaBaHH OOpaTUMHM MTOBHILIEHHA HA CEPYMHHTE JIMTUEBH KOHLEHTPALIMH H NMPOABH Ha
TokcHuHOCT. ChoDinaBaHHy ca peaky cnydan v ¢ aHruorensuH 1l peuentopuu Oi0KkepH (BKIIOYUTENIHO
Tonyrpuc). EaHoBpemenHoTO npuitarane Ha auTuit U TonyTpuc He ce npenopbuBa (BX. Touka 4.4).
AKo Ta3zu KOMOMHALMA € OT CBLIECTBEHO 3HAa4YEHHE, CE NMPENOpbYBa BHUHMATEIHO NpOCieaAsBaHe Ha
CEPYMHHTE AUTHEBH HHBA M0 BpEME HA €AHOBPEMEHHO TPHIOKEHHE.

JlekapcTBeHH NPOAYKTH, KOWTO BOJAT A0 3aryda Ha kanuii U XUNokanueMHs (HarmpuMep ApyrH
KATHYPETHYHH OUYPETHLM, NakcaTuBH, kopTHKocTepouad, ACTH, amdoTepaumt, kapOeHOKCONOH,
neHUUHJIHH G HATPHiA, CATMUWUNIOBA KHCEIMHA H NTPOH3BOAHHTE H).

AKO Te3M BellecTBa TPAOBA Aa Ce NPUEMAT €THOBPEMEHHO C KOMOHHALMATA TENMHCAPTAH —
XHAPOXJIOPOTHA3H, C€ MPENnopbUBa NMNPOCiesBaHE HA KATMEBUTE HHBA B TUiasMara. Tesu
NeKapCcTBEHH MPOAYKTH MOXKE Aa MOTCHUHPAT ePeKTUTE Ha XHAPOXIOPOTHA3HA BbPXY CEPYMHHA
kanui (BxK. Touka 4.4).

HonupaHy KOHTPACTHH NPOAYKTH

[Ipu mexuapaTalma BCASACTBHUE HA NPHEMA HA AHYDPETHIH CBHLIECTBYBA MOBHULIEH PHCK OT OCTpa
dyHxuHOoHaNHa 6bOpeyHa HegocTaTeHHOCT, 0coOeHO NMpH ynoTpeba Ha BUCOKH A03H HOAMpaHH
KOHTpAcTHH NpoAyKTH. Heobxonuma ¢ pexvapartauus npeay npuiokeHHe Ha HOAMPaH NpoaAyKT.

JlexapcTBEHH NPOAYKTH, KOUTO NMOBULIABAT KATHEBHTE HUBA MJIM HHAYUHPAT XHNEPKATHEMNS
(nanpumep ACE uHxubuTOopH, Kannii-cbxpaHaBalld A4y peTHLIM, KaNHEBH N0DaBKH, COJIEBH
3aMEeCTHTENH, CbABPKALUM KANHHA, UMKITOCTIOPHH WITH APYTH JIEKAPCTBEHH NPOAYKTH KAaTO XernapHH
HaTpHi).

AKO Te34 AeKapcTBEHH NMPOIYKTH ¢a Npeanucalu 3a ynorpeda e JHOBPEMEHHO ¢ KOMOHHALMUATA
TENIMHCAPTaH — XHIPOXJIOPOTHA3KA, NPENOPLUBA CE MOHHTOPHPAHE HA KAJTHCBHTE NNasMeny
Bb3 ocHOBa Ha ONUTA ¢ U3NON3BAHETO HA APYTH NEKAPCTBEHH NNPOAYKTH, HamanABalH agicae!
CUCTEMATA PEHUH-AHTHOTEH3HH, CHITBTCTBALUOTO NPHICKEHHE HA TOPECNOMEHATHTE N
NPOAYKTH MOXe€ a N0BEAe A0 NOBHILABAHE HA CEPYMHHS KaNfuit U MO Ta3n NMPHYHHA H
npenopbuBa (BxkK. Touka 4.4).




JlexapcTBEHH NPOAYKTH, KOUTO CE€ NOBAUABAT QT HAPYLIEHUA B CEPYMHUA KalUi

[IpenopbuBa ce NEPHOAHMUHO NPOCIEAABAHE HA HHBATa Ha cepyMHKs Kaini W EKI” koraro ToayTpuc

ce mpuaara €AHOBPEMEHHO C JIEKAPCTBEHU NMPOIYKTH, KOUTO € NOBIHABAT OT NNPOMEHH B CEPYMHHS

Kaauii (HanpUMEpP AHTUTATHCOBH MIHKO3WAW, 8BHTHAPHTMUYHK) U CJIEAHUTE JIEKAPCTBEHHW MPOIYKTH,

npeau3BHKBaLuM torsades de pointes (BKIOUBALUM HAKOH AaHTHAPUTMHYHH ), KATO XHMOKAIUEMHATA €

npeapasnonarail ¢pakTop 3a forsades de poinies:

- xknac la aHTHapHTMHYHH (HanpUMEP XMHUAYH, XUAPOXUHUAWH, AU30NHPAMHI)

- knac lIl anTvapuTMHuHM (HANPUMEP aAMHOAAPOH, COTANO, A0PeTHnHA, HOyTUAUA)

- HAKOH @HTHMNCHXOTHLH (HaNnpumep THOPUAA3HH, XJIOPITPOMAa3HH, JEBOMENPOMA3HUH,
TpudAyOnepasyH, LHAMEMA3UH, CYINUPYUA, CYJTONPHA, AMUCYANPUI, THANPHA, NMUMO3HI,
Xanonepuaon, Aponepyuaon)

- apyru: (Hanpumep Genpuann, uusanpua, avpemadun, epuTpoMHLUMH [V, XxanogaHTpuH,
MH30JIaCTHH, NEHTAMHAHH, cnapdaokcaumnH, TepdeHaanH, BAHKaAMUH V).

JHruTanucosy riHKO3IUAH
[Tpeau3BHKaHaTa OT THA3HAH XMINIOKATHEMHUS HIH XHITOMArHe3ueMus O1aronpuATCTBa Bb3HUKBAHETO
Ha MpeAX3BUKAHA OT AUTUTAUC apHTMHUA (BXK. TOUKa 4.4).

QHFDKCHH

Koraro TeamucapraH ce npunara eAHOBPEMEHHO ¢ AHIOKCHH C¢ HAdMIOAABa NOBULIABAHE HA
MeHaHaTa Ha NMKOBATA NNa3MEHA KOHUEHTPALWA Ha JUrokCcHH (49 %) 1 Hali-HMCKaTa U1a3MeHa
koHiteHTpauna (20 %) na nqurokcud. Koraro ce 3anousa, KOpMrypa ce 103aTa WiH ce Npekparasa
TeIMHCApTaH, Tpa0Ba Aa ce Hab 0JaBaT HUBATa HA AUIOKCHH, 34 A3 C€ NOAIBPXKAT B TEPANeBTHYHHA
HHTEPBAJ.

Jpyru aHTUXMUIEPTEH3IUBHH JICKAPCTBEHH NPOIVKTH
TenMuncapTan Moxe 1a MOBULLY XMIMOTEH3HBHUA €EKT Ha APYrH aHTUXHUNEPTEH3UBHH CPEACTBA.

JIaHHH OT KNHHHYHU NIPOYYBAHUA NMOKA3BAT, Y€ ABOHHOTO DNIOKUPAHE HA CUCTEMATA PEHMH -
aHrHoTeH3uH anaoctepoH (PAAC) upe3s komOuHupadara ynorpeda Ha ACE uuxubutopwm,
aHrMoTeH3uH [I-peuenTopHu OMIOKEPH WK ATMCKHPEH Ce CBBP3Ba ¢ MO-BUCOKA YECTOTA HA HEXKEJIAHH
ChOMTHS, KATO HANPUMEP XHIIOTOHUSA, XHIEPKAIMEMHUA W HaManaBaHe HA 6b0peuHaTa QyHKUMSA
{BKMIOUHTENHO TexXKO OBOpeuHo yBpexknane), B cpaBHeHue ¢ ynorpedbaTa caMmo Ha €HO CPeACTBO,
aeiicTeallo Bbpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

[IpoTHBOaAMAOETHH JIEKAPCTBEHW NPOAYKTH (NepopajdHy H HHCY/HH)
Moske na ce HaNOXKH KOPUIMpaHe Ha A03MTE Ha NPOTUBOAHA0ETHHTE NEKAPCTBEHH MPOAYKTH (BXK.
TouKa 4.4).

MeTdopmuH
Tpabea na ce U3anoA38a Npeana3ivBO NOPaAM PUCK OT NAKTATHA AUKU1032 HHAYLUHPAHA OT Bh3MOXHA
¢yHKUMOHaNHa ObOpeyYHa HEAOCTaTHLYHOCT, CBBP32HA C XHAPOXJIOPOTHAZMA.

KOHCCTHPHMHH H KOACCTHNONOBH CMOJIH
an HanU4He HA AHHOHHO-00OMEHHH CMOJIH, EﬁCOpﬁU.HHTH Ha XHAPOXJIOPOTHA3N CC HAPYLLIABa.

Hecreponatu npotuposbinanuTentu cpeacrea (HCIIBC)

HCIBC (.. aueTHNCATHLHIOBA KHCEIHMHA B MPOTHBOBB3NANHTEAHH A03H, COX-2-uHXHOKTOpYU, M

HecenexTuBHH HCIIBC) moraT 4a HaMaiaT AWYPETHYHHA, HATPHYPETHUHUA H RHTHXHITEPTEH3UBHNUSA
e(peKT Ha THASHIHHTE AWYPETHLH K aHrHoTeH3uH Il peuentopruure 610KepH.
[Tpu HAKOH NAUKMEHTH C HapyLieHa ObOpeuHa PyHKUMA (HANp. NaUXEHTH C AEXHApATALHS
NauHeHTH B CTAPYECKa Bb3pacT ¢ HapyuieHa 6b0peyHa PyHKUuMA), eJHOBPEMEHHOTO Np
anruoreHsuH Il peuenropiu GnokepH W NeKapCcTBEHH CPEACTBA, KOUTO HHXMOMPAT UM
OKCHMreHa3ara, MO)Ke 1a UMa KaTo pe3y/ITaT Nno-HaTaTbUWHO BAollaraHe Ha ObOpeyHara
BKJIKOUHTENHO BL3MOXKHA 0o¢Tpa 610pevuHa Hea0CTaTHbHHOCT, KOATO OOMKHOBEHO e 0bpa




koMOuHauuaTa Tpadsa na 6bae npuaarada ¢ NOBHLIEHO BHUMaHUE, 0CODEHO NPH NaLIUEHTH B
crapuecka Bb3pacT. [launenrure Tpa6Ba na 6bAAT anE€KBATHO XHAPATHPAHH, KATO NOJ BHUMaHHE
TpabBa Ja ce B3eMe U npocnenssadeTo Ha OpOpeuHaTa GyHKLKA ClIeA 3an04BaHe Ha ChITbTCTBALLATA
Tepanus 1 NepUuoarHyHoO cnel Toea.

B eano npoyuBaHe €AHOBPEMEHHOTO NpWIIaraHe Ha TeIMUCAPTaH M PaMUNPUN € J0BENO A0 NOKAYBaHe
Ha AUCo.24 ¥ Cmax Ha paMUnpun H paMunpuiar A0 2,5 nbTH. KiiHHKMYHaTa 3Ha4UMOCT Ha TOBA
HaOIoIEHUE HE € U3BECTHA.

[IpecopHH amuHuK (HanpuMep HOpaapPeHaIHH)
EdexTbT Ha NPECOPHUTE aMHHH MOXKE Aa C€ HaMmallu.

Henenonspusupaluy MuopenakcaHTy (Hanpumep TYOOKypapHH)
XUApOXAOpOTHA3UA MOKE Aa MNOTEHUHUPA ePEKTa HA HEACTONAPU3HPALLHTE MHOPETAKCAHTH.

JlekapcTBeHH NPOAYKTH M3NOA3BAHY 32 JEYEHHE HA noAarpa (HanpuMep npoGeHULIKA,
cyNHHIHPA3OH W ANONTYPUHOIT)

Moe [1a ce HRIOXKH KOPHTHpaHe Ha A034Ta Ha YPUKO3YPUUHHTE JIeKapCTBEHHU MPOAYKTH, Thi KaTo
XHAPOXJIOPOTHA3MI MOXKE A YBENWYM CEPYMHHTE HHBA Ha NHKOYHATa KUcennHa. Mose 1a e HanoKu
NOBH1LABaHE Ha A03MTE HA NpobeHHUMA Win cyabuHNHpa3oH. EaHoBpeMEeHHOTO nNpHemaHe Ha
THa3WAK MOXKE [1a8 NOBHULUIH YECTOTATA HA PEAKLIHUTE Ha& CBPBLXYYBCTBHTETHOCT KbM aJlONYPHHON.

Kanunesu coau

THazuaHHUTE AHYPETHLH MOXE Ja MOBULILAT CEPYMHHUTE HHBA HAa KaNLUHHA, KOETO C€ AbJUKH Ha
NOHHXKEHATA MY eKckpeuus. Ako TpabBa aa ce npeanHUIAT KanuueBH J00aBKU WK JleKapCTBEHH
NPOAYKTH, 3abPKalM KaILMKH B OpraHy3ma (HanpuMep tepanus ¢ BuramuH D), e HeoOxoaumo aa ce
NpocieasBaT CEPYMHUTE HUBA HA KaLKA U CHOTBETHO 1A C€ KOPHIrupa 403ara.

bera-0510ke€pH B AHAZOKCHA
ThasuayTe MoXe Aa MOBHUILAT XUNEPrinKeMUUHHTE €PpeKkTH Ha DeTa-0/10KepHTe H IHAa30KCHAA.

AHTHXOJIMHEPTHMHHTE NE€KAPCTBEHH NPOAYKTH (HANpKMMeEp aTpoNuH, OHnepuaeH) MOXe A2 NOBALLIAT
OMOHANHYHOCTTA HA THA3HIHUTE OHYPETHLIM Ype3 MOHMKABAHE HA CTOMALHO-YPEBHUA MOTHIMTET H
4yeCTOTATa Ha U3Npa3BaHe Ha cCToMaxa.

AMAHTHAMH
THa3zuauTe MOXKE 13 YBEHYAT PUCKA OT HEXKEJIAHW ePEKTH, MPHUMHEHH OT AMAHTHAMH.

LIMTOTOKCHYHH NEKAPCTBEHH NMPOoAYKTH (HanpuMep unkiodgochamua, METOTpEKCAT)
TuasnuauTe Moxe na HaMmanaT OpOpeuHara ekcKpeurs Ha UMTOTOKCHUHUTE JIEKAPCTBEHH NPOAYKTH H
Na NOTEHLHPAT MHENOCYNPECHPALUHUA UM eEKT.

B1b3 ocHoBa Ha (papMaKkONOrHYHKUTE UM CBOWCTBA € BL3MOXKHO Ja C€ OYaKBa, Y€ CACIHHUTE
JIEKapCTBEHH MPOAYKTH MOraT Aa MOBULUAT XUTIOTEH3WBHHUA €(EKT HA BCHYKH aHTHXHUIMEPTEH3UBHH
CPeACTBa, BIJIIOYHTE/IHO TENMHCApPTaH: baknodeH, aMHPOCTHH.

Cbllo Taka, OpTOCTAaTHHHATA XHIIOTOHHA MOJXKC 4 Obae 3acuiieHa oT an KOXOJ, 6HP6HTypElTH,
HapKOTHYHH BCILCCTBA WK aHTHACTIPCCAHTH.

Cevp3anu ¢ amaoounun

ECI)GKTH Ha JPYIHTE JICKAPCTBCHH INPOAVKTH BbPXY dAMJIOAWIIHH

CYP3A4 uuxubnropu (nmpoteazHH HHXHOUTOPH, A30/10BY AHTUMHUKOTHLIM, MAKPOJIH/H K
EPHUTPOMHULIHH WK KJNAPHTPOMHLIMH, BEpanaMMui UM AXATHA3EM ), MOXKE 1a AOBERE 10 3



YBE/UUEHHE HA EKCNO3ULMATA HA AMIOJUITHH, UMALLO 32 PE3YJITAT MOBHUIIECH PHCK OT XHIOTOHMS.
KnauHuuHWTE npoaBu Ha Te3u (apMaKOKUHETHYHU NPOMEHK MoraT a 6baaT No-Ku3pa3eHu npw
NaLMEHTH B CTApHecKa Bb3pacT. Moxke 1a ce HANoKH KIMHUYHO HabMoaeHHE 1 KOPHTHPAHE HA

A03aTa.

Huoyxmopu na CYP3A4: [Ipn e AHOBPEMEHHO NPHAOKEHHE HAa H3BECTHH HHAYKTOpK Ha CYP3A4
MnIazMeHaTa KOHUEHTpaLKA Ha aMA0AMNKHH Moske Aa Bapupa. [Topaan ToBa KpPbBHOTO HansraHe Tpadea
13 Ce MpocJieasaBa U Aa ce OOMHCI/IM aanTHPaHe HAa 103aTa KaKTo 1o BpEME, TaKa W cliel
eIHOBpeMeHeH npueM, ocobero cbe cuiHu CYP3A4 nHaykTOpH (Hanp. pybaMNULUKUH, KBIT
kaHTapuoH { Aypericum perforatum)).

TIpuNoXKeHHETO HA aMIOAUIHH C rpefindpyT HAH COK OT FpeHNnpyT HE Ce NPENoOpbUBA, THH KATO NMPH
HAKOH MaLUEHTH OHOHAIMYHOCTTA MOXKE 1a C€ YBENWUH, KOETO Aa A0oBeAe 10 3acUiiBaHe Ha edeKTa 3a
MOHUKABAHE HA KPbBHOTO HANAraHE.

Hanmponen (ungpyzus): I1py >xHBOTHH ca HaONOJaBaHH CMBPTOHOCHO KAMEPHO MBIKAEHE H
ChPAEYHOCHAOB KOJATC BbB BPb3Ka C XUNEPKAHEMUA NPH NPUIOKEHHE HA BEPANaMnl U
HHTpaBeHO3eH JaHTponeH. [lopagn puck OT pa3sBUTHE Ha XHIIEPKAIHEMHKA, C€ NMPEnopbuBa Aa ce
H30srea eAHOBPEMEHHOTO NPHJIOKEHHE HA KAJTUXEBH AHTANOHHUCTH, KATO aMJTOJUITHH NPH NaLHUEeHTH,
MPEeAPa3NOIOKEHH KbM 310Ka4ECTBEHA XHIIEPTEPMHSL H MPH NMPSANPHEMAHE HA MEPKH CpeLLly
310KaYECTBEHATA XUMIEPTEPMHUA.

Edexrn Ha aMAOAHIINH BbPXY APYITHTE JEKAPCTBEHU MPONYKTH

[MTouwkaBallUAT KPBLBHOTO HandaraHe epekT Ha aMIOAHINIHH C€ KyMYJIMPa KbM NOHKMKABALLUA
KpBbBHOTO HanArane edekT Ha ApYryuTe JAeKapCTBEHH NPOAYKTH ¢ aHTUXHITHPTEH3WBHH CBOMCTBA.

Taxpoaumyc: ChlIECTBYBa PUCK OT MOBULIABAHE HA KPLBHUTE HHBA HA TAKPOJIMMYC, KOTaTo ce
npuaara ¢1HOBPEMEHHO ¢ aMJIOAUIHH, HO (PapMAKOKUHETHYHHA MEXAHU3bM HA TOBA B3aHMOAECHCTBHE
HE € HAITBJIHO H3ACHEH. 3a 1a ce W30erHe TOKCHYHOCT Ha TAaKPOJTHMYC, NPHIOKEHUETO HA AMIOAHIIHH
[IpH NALKEHT, NEKYBaH C TAKPOJIHMYC, H3UCKBA KOHTPON HA KPbBHUTE HUBA HA TaKPOAUMYC H
KOpEKLIUS HA 103aTa Ha TAKPONUMYC, KOTATO € He0OX0AHMO.

Karapumpomuyun: KnapurpomuuuH € HHXHOHTOP Ha CYP3A4. ChiecTsyBa NOBULLEH PHUCK OT
XHMOTOHUA NMPH NALMEHTH, NMPHEMALLY KNapUTPOMHULIMH ¢ amMnoaunuH. [1penopbusa ce BHUMATENHO
HaOMI01eHHe Ha NARUEHTHTE, KOraTo aMIOHITHH CE NpUiara €JHOBPEMEHHOTO C KIaPUTPOMHLIMH.

ITpuyennu 3a panamuyun (mTOR) unxubumopu: mTOR HHXHONTOPH KaTO CHPONHMYC,
TEMCHPOJIUMYC U eBeponumyc ca cybctpaty Ha CYP3A. Amnoaunus e cnabd uuxuburop Ha CYP3A.
[1pn eanospemerHata ynotpeba Ha mTOR uHXHUOHTOPH, BMAOAHNHH MOXKE A YBETHYH
ekcnozuuuaTa Ha mTOR nuxuburopure.

L{uxrocnopun: Hama npoyusaHus 3a 1€KapCTBEHH B3aUMOAECHCTBUSA, NPOBEAEHH C LHKIOCIOPHH H
aMNOJMITHH TNPH 3APaBH JOOPOBOJILM HWIH APYTH NOMYNALHH, C U3KIKOUYEHHE HA NaLyeHTH ¢ 6v0peyna
TPAHCIUTAHTALHA, KbACTO ce HabnoaasaT NPOMeHTHBHY nosuweHHs (cpenno ¢ 0% no 40%) na Hai-
HUCKHTE KOHLEHTPAUHH Ha UHKNocnopyuH. Tpabea na ce 0OMHUCAN 3a MOHHTOPHHI HA HUBATa Ha
LIMKJIOCTIOPHH MPpH NaLHeHTU ¢ ObOpeyHa TpaHCIIaHTaUus HA NeHeHHe C aMJIOJHITHH, a 103aTa Ha
LUKOCMIOPHH TPAOBA 1a ce HaMaIH cnopea HeoDX0AUMOCTTa.

Cumsacmamun: EAHOBpEMEHHOTO NPHWIOKEHHUE H& MHOTOKpaTHH 1034 10 mg Ha amnoaunud ¢ 80 mg
CHMBACTaTHH BOIH A0 77% yBeJMYEHHE HA €KCMO3ULIMATA KbM CUMBACTATHH B CPABHEHHE ChC
CaMOCTOATEIHOTO NpHJIoXKEHHE HA CHMBACTaTHH. J[03aTa Ha CUMBACTAaTHH TIPH MALUEHTH C
amJiogunu# Tpabea Aa ce orpaHuyiy ao 20 mg AHEBHO.

[lo Bpeme Ha KIHHHMHUTE W3MUTBAHUA 33 OLEHKA HA B3aUMOIEHCTBHATA aMJIORHITHH HE € i
(hapMaKOKMHETHKATa Ha aTOpBAaCTaTHH, AUTOKCHH HIIH Bap(apHH.



4.6 Pepruanter, OpeMEHHOCT H KbPMEHe

bpemeHHOCT

TonyTpuc € NpOTHBONOKA3aH No BpeMe Ha BTOPUA U TPETUS TPUMECTbP Ha OPEMEHHOCTTa (BXK. TOUKa
4.3).

ToayTpuc He ce MpenopbyYBa NO BpeMe Ha MbPBUS TPHMECTBLP Ha OpeMeHHOCTTa K ynoTpeba no Bpeme
Ha OpeMEeHHOCT ce JOMyCKa CaMo KOraTo HaMa no-0e3onacHa a1TepHaTHBa W KOTATO CAMOTO
3a00/19BaHe HOCH MO-TrO/IAM PUCK 3a MaiKaTa M 1104a (Bx. Touka 4.4).

Hsama noctaTb4HO JaHHH 3a ynorpedara Ha TeJIMHCapTaH H XMAPOXJIOPOTHA3H NMPH OPEMEHHH XKEHH.
ExcneprMeHTAJIHHTE MPOYUYBAHUSA NMPH KABOTHH MOKA3BAT perpoiyKTHBHA TOKCHYHOCT (BXK. TOYKA

5.3).

EnHAeMHONOrHYHUTE JAHHHM 32 PHCKA OT TepAaTOreHHOCT cnea ekcnosuuns Ha ACE uHxuburopu npes
MbpBHS TPUMECTLP Ha OpeMeHHOCTTa He ca yoeaurenxu. Bee nak, He moxe aa ce u3kmouu cnabo
NoBHiLABAHE HA pUCKA. THH KATO HAMA KOHTPONYPAHH €NHAEMHOIOTHYHH JAHHH 3@ PUCKA TPH
ynorpeba Ha aHrnoTeHsuH Il peuentopHyn 6nokepy, CXOOHH PHCKOBE MOTAT Ja CBhLUECTBYBAT H NPH
TO3H KAAC JAEKApCTBa. [laliHEHTKHUTE, KOWUTO MIaHUpaT OpeMEeHHOCT, TpA0Ba 1a NMPEMHHAT KbM
ajTEPHATUBHO aHTUXHMEPTEH3UBHO JieveHHe ¢ YCTaHOBEH npod 1 Ha 6e30nacHOCT nNpu ynorpeba no
BpeMe Ha OpeMEHHOCT, OCBEH aKO CE CUMTa, H€ € OT 0CODEeHa BAXKHOCT Aa Ce NMPOABL/IAKH NEYSHHETO C
anrnoteH3uH Il peuenrophu 6nokepu. AKo € AMarHOCTHLMPaHa OpPEMEHHOCT, JIEYEHHETO C
aHrMoteHsuH 1l peuenropHu 6nokepu Tpadea HezabaBHO Aa Oble NPEeyCTAHOBEHO M AKO € MOAXOAALLO
Aa 6b/Jie 3aN04YHATO ANTEPHATHBHO JICYEHHE,

VCTAHOBEHO €, Ue EKCMO3HLMATA HA aHTHOTeH3HH I peuenTopHu OA0KepH Mpe3 BTOPHA U TPETHA
TPHUMECTBP Ha GpeMeHHOCTTa Npean3BHKBa GPETOTOKCHHHOCT MpH Xopa (noHHxeHa 61x0peuHa
dyHKLHA, ONHroxuapaMHUOH, 3abaBeHa yepenHa ocHdHrKaLua) H HeoHaTaIHa TOKCUYHOCT (ObOpeuna
HEJOCTATbYHOCT, XMITOTOHHA, XHIIepKaHeMus) (Bx. Touka 35.3). [Ipenoprwusa ce ynrpa3sykos
nperyiea Ha 6bOpeuHara PyHKLUMS ¥ Yepena, aKo HACTBLIM EKCNO3HLIUA HA aHTHOTEH3HH |l peuenropHu
OJNIOKEPH TIpe3 BTOpHA TPUMECTbp Ha OpemeHHOCTTA M cnel Tosa. HoBopoaenruTe, YUHATO MaiKH ca
npvemasnu anruoteHsuH Il peuentopuu 6nokepu, Tps6sa aa 6baaT BHHMaTENHO HabnonaBanH 3a
Ha/IHYKe Ha XUIOTOHUA (8. TOUKH 4.3 1 4.4).

ONKTBLT ¢ XHOPOXNOPOTHAZUA 110 BpeMe Ha OPEMEHHOCT € OrPaHHuEH, 0CODEHO Npe3 MbpPBUS
TpuMecThbp. [IpoyuBaHHATa NPU XKHBOTHH Ca HEAOCTATHYHHA. XHAPOXJOPOTHA3HA NPEMHHABA Mpe3
nnaueHTata. basupaitku ce Ha papMakonOrHuHHA MEXaHH3IBM Ha ACHCTBHE HA XHAPOXTOPOTHA3UL,
ynorpebaTa My npe3 BTOpHS U TPETHS TPUMECTBP MOXKE Ja KOMIpoMeTHpa QeTo-IU1aLueHTapHaTa
nepdy3us, U A2 NPUUHUHH (ETaTHM U HEOHATATHH €(PEKTH, KaTo KBITEHUIA, HAPYLICHHE Ha
€NEKTPONUTHHA BbanaHc U TpOMOOLHTONEHHKA.

XuapoxnopoTrasua He TpaGBa Aa ce U3NO0I3BA MPH FeCTALMOHEH OTOK, reCTaLlMOHHA XMIIEPTOHHUA WIH
npeexIaMIcHa, OpaaH PHCK OT NOHWKaBaHe Ha Ma3MeHus 0beM W IIaueHTapHa xunonepgy3us, bes
noneseH edexT BbpXY X0Aa Ha 3aD0NsBaHETO.

XuapoxaopoTHa3ua He TpabBa na ce U3MOoN3Ba MPH CCEHLMATTHA XHNEPTOHHSA MPH OPEMEHHH XKeHH,
OCBEH B PEIKH CJIY4aH, KOraTo He MOXKE [a ce NMPUNOXKH APYTO JICUEHHE.

BezonacHocTTa HA aMIIOAXNHKH MO BpeMe Ha OpeMEHHOCTTa NpH YOBEKa He € ycTaHoBeHa. [1pn
H3CNEeABAHHATA BLPXY XKHBOTHH € HabmonaBaHa penpoayKTHBHA TOKCHYHOCT NPH BUCOKH A03H (BXK.

Touka 5.3).

KbpMmeHe

Ynorpebata Ha TosyTpUc He ce nNpenopbyBa Mo BpeMe Ha KbpMeHe. [1peanoynrar ce an
neueHus ¢ no-godpe yctaHoBeH npodi Ha 6€30MacHOCT B NEpUOaa Ha KbpMEHe, 0COOEH @
KbpMEHE Ha HOBOPOACHO HIIH NPEKACBPEMEHHO POACHO A€TE. Q




Hsama nanuyHa HHCI)OPMEIUHH OTHOCHO ynoTpeﬁaTa Ha TCIMUACAPTAH [0 BPCMC HAa KbpMCECHC.

XUApoXJIOpOTHA3UA CE EKCKPETHPA B MAIKH KOJTHYECTBA B MANYMHOTO MIAKO. THa3HAH BLB BUCOKH
034, NPEAW3BMKBALLKY HHTEH3UBHA AHYpe3a, MOXKE Aa HHXHOHPAT MPOAYKLIMATA HA MIAKO.

AMNOJUIKH CE EKCKpeTHpa B KbpMaTa npy xopa. HacTra oT fo3aTa 3a MaiikaTa, nony4eHa or
KbPMAYETO, € U3UHUC/IEHA C HHTEPKBApTUIeH AHana3oH 3-7%, makcumym 15%. EdexTsT Ha

aMJTOAHNHH BbPXY KbpMade€TaTa € HCH3BECTCH.

QepTUNUTET

B npeakmHutHM npoy4BaHus He ca HabmoaaBaHH ePeKTH HA TEAMHUCATPAH H XMIPOXJIOPOTHA3N]
BbPXY (PepPTHIIUTETA HA MBIKKH H JKEHCKH HH/UBUH.

O6paTrMy GHOXUMHUYHH NPOMEHH B INTABHYKATA HA CMEPMATO30HANTE ca OWIH NOKIIAABAHH NPH
HAKOMW TIALUEHTH, TEKYBAHH C OJIOKEPH Ha KATLMEBHTE KAHAIH. KIIMHUYHUTE NaHHH €A HEAOCTATbYHH
110 OTHOLUEHHE HA NOTeHUMANHUA €(eKT Ha aMNOAMNKH BbpXy PepTuavrera. B eqHO npoyyBaHe npu
[ULTBXOBE, ¢a JOKJAABaHH HeOnaronpuaTuu ePeKTH BbPXY MbKKHE PepTUnHTeT (BXK. ToUKa 5.3).

4.7 EdexTH BBpXY cnocobHOCTTA 3a IOPHpaHe B pafora ¢ MAMIHHEA

TonyTpHc MOKe Aa OKaKe BAUSHHE BbpPXY cnocOOHOCTTA 33 wodHpaHe H paboTa ¢ MALLUKHH.
[Nouskora npu npuem Ha TOTYTpUC MOraT 1a ce MOABAT 3aMassHOCT, CHHKOMN WIH BEPTUro. AKO
NaLUMEHTHTE, NpUeMallH TONyTPUC CTPAaaT OT 3aMaiiBaHe, rnapodonue, yMopa Uid rajgeHe

cnocobHOCTTA 32 pearupaHe Moxe 1a 6bae HapyLueHa.

[MaiwenTuTe TpAGBa fa U30ArBaT M3BLPLIBAHETO HA MOTEHLMATHO ONACHH 3aa4H, KaTo WodupaHe
wiK pabora ¢ MalUMHY, NPU NOABA HA TAKUBA HEXKETAHH CHOMTHA.

4.8 Hexe/1aHH JIeKAPCTBEHH peaKIHH

O606weHne HA npodia Ha Ge3onacHoCT

Haji-yecTo ¢1noO1IaBaHUTE HEMXENAHU PEAKLIMH (10 BPEME Ha JICHEHUETO Ca ChbHIMBOCT, BUEHE HA CBAT,
rnasobonue, copuebreHe, zauepesapaHe, bONKKU B KOpema, rajeHe, noayBaHe Ha MME3EHUTE, OTOK M
ymopa. Cepro3eH aHruoeaeM Moxe aa Hactsnu psaako (> 1/10 000 xo < 1/1 000).

CnUchbK Ha HEXENAHUTE NTEKAPCTBEHH PEAKLIMHU N0 opMaTa Ha TabJHua

HexxenaHuTe peakuus ca ONpeOe/eHH CNOPEA YeCTOTaTa Ha Bh3HUKBAHE, ChIMACHO CleaHaTa
knacupukaumua: MHoro dectd (=1/10); yectu (=1/100 no <1/10); neuectu (=1/1 000 no <1/100);
peakn (=1/10 000 go <1/1 000); muoro peaxu (<1/10 000), ¢ HenzBecTHA yecTOTa (OT HANUUHHUTE
JaHHHU He MOXke aa Obae HanpaseHa OLEHKA).

BB BCcAika rpyna, HeXENaHHWTE peakuMK ¢a NPEeACTABEHH B HH3XOMALL peA MO OTHOLUEHUE Ha TAXHATA
CEPHO3HOCT.

ICacremo-opranen [Hexkenanu peaknnm YecToTa
kyaac no MedDRA TeaMu- Teamu- XXT3 AMJIOIHIIHH
capran + capran’
XXT3
Hudexkunn n Cencuc, peaKH’
HHdecTaHA BKJFOUMTENTHO C
| daTaneH n3xon =\ Caieiet s |
BpOHXHT peaKH \ T:%j’“ :" !
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(DapuHTrHT

PCAKH

CHHYHT

PCAKH

HUudexuna Ha
ropHaTe
AHXATENHH
NbTHLIA

HCHCCTH

Undexuns
Ha
NMUKOYHHUTE
MbTHILA

HCUYECTH

Luctur

HEYCCTH

HeoniaiMu —
nobpoxa-
qYeCTBEHH,

JTIOKAYECCTBEHH H

HeonpeaeaeHH
(BKJI. KHCTH H
NoAMIIA)

HemenaHoMeH pak
Ha KOXKara
(bazanHOKNETHUYEH
KapLUHHOM H
CKBAMO3HOKE-
THYEH KAPLUHOM)

C HEW3BeCTHa
YecToTa?

Hapyuienns na
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cHCTEMA

AHeMUA

HEYECCTH
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PCAKH
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[ICHHYHA IypIriypa

peaKH

An1acTHYHA aHEMUA

C HCHU3BCCTHA
yecToTa

XeMOoIMTHUHA
aHeMus

MHOI'O DCIKH

KocTHOMO3BUYHA
HEAOCTATHUYHOCT

MHOIO peaKkH

JleBkoneHus

MHOI'0 p€AKH

MHOIc pcikKu

Arpauyuouumaa

MHOIO PCIAKH

Hapyimenua na
HMYHHATA
CHCTEMA

AHadunak-
THYHA
| peakuus

peaKk4

CBpBLXUYYBCT-
BHTEJIHOCT

pedKH

MHOIO PEAKH

AJICPriHYHH peakLmH

MHOT'O pCIAKH

Hapymiends Ha
MeTaboIH3IMA H
XPAHEHETO

XHMNoKanHeMHa

HCUCCTH

MHOI'O HECTH

XHNEpYPHKEMHS

PCAKH

HCCTH

XHMOHATPHEMHS

PCAKH

pCakn

HCCTH

Xunepuanuemuﬂ

HCYCCTH

XHUNOrTUKEMHUA
(NpH NaLUEHTH, C
nnaber)

peiKkH

XHnoMarHesnemns

YCCTH
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pPEAKH
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XJIOpeMHyyHa
anKanoza

MHOIo pCaiKM

[ToHMXEeH aneTUT

Xunepn UNUAEeMHA
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HenocrarbueH P¢AKH
KOHTPOJT Ha 3aXapHHA
auaber
IIchxHUYHH be3nokOHCTBO HEYECTH pEeaKH HEYECTH
HapymeHun Henpecus peaKH HEYECTH pelKH HEYECTH
beicbHue PEAKH HEYECTH HEYECTH
Hapyluenus Ha cbHA | peaku peAKH
QObpKaHoCT peaKY
Hapymienna na 3aMagHOCT YECTH peAkH YEeCTH
HEpBHaATA Cunkon HEUYECTH HEYeCTH HeuecCTH
CHcTEMA [Mapecresus HEYECTH pEAKH HEYECTH
CBHHAUBOCT pEAKH YeCTH
['nasobonue peOKH YeCTH
Tpemop, npomsiHa HEYECTH
BbLB BKY(Ca,
XHMoecTe3ns
XHMEePTOHHA, MHOIO peaKu
nepudepHa
HEeBPONaTHA
ExcTpanupaMHIHH C HEU3BECTHA
HAPYLUECHHS 4YeCTOTA
Hapy- YeppexaHe Ha peaKu pEAKH peaKkH YEeCTH
ICHHA | 3pEHHETO
HA OMHTE 3aMbIreHO BUXKAAHE | peKH
Octpa C HEM3BECTHaA
3aKPUTOBIBIIHA HECTOTA
ri1aykoMa
XOpOoUIAJIEH HITHB C HEHU3BECTHA
4eCTOTAa
Hapy- Bepruro HEUYECTH HEUeCTH
ilenHs
HA YXOTO Lllym B yuinre HEYeCTH
H Jabu-
PHHTA
Crnpae- Taxukapans HEYeCTH peakH HeyeCcTH
1HH ApUTMHH HEYECTH peakH HEYECTH
HapY- Bpaaukapans He4ecTH HE4eCTH
meHAs
Cupuebuene 4eCcTH
[Ipeacvpano HEYECTH
MBKICHE
HUudapkr Ha MHOIO PENKH
MHOKapaa
CraoBn XHUNoTOHUsA HEYEeCTH HeyecTy HEYECTH
HApY- OpTocTaTHuHA HeYyecTH HEYeCTH YecTH
eHHA XUNOTOHHA
HekpoTtHiupall MHOI0 PEAKM
BACKYJIUT
3auepBABaHe
Backynut
Pecnupartop- JucnHes HEe4YecTH HEeUeCTH
HH, TPBAHH H Pecniupatopex peaKu
MEINHACTH- ﬂucmec
HaJIHH [THeBMOHHUT penKH




HapylWeHHs

BbenonpoGen otok

peaKH

MHOIO peaKH

Kaumnuua

THEHECTH

‘.

HCYHCCTH

HUurepctHupmanua
6en0npoﬁﬂa bonecr

MHOT'0
penku'~?

=

OcTrp
pecnupaTopeH
JHCTpEC
craapoM (OPJIC)
(BX. TouKa 4.4)

MHOTO peaKu

PUnuT

HECYECTH

Cromamno-
YpPEeBHH
HAPYIIEHHHA

Huapus

HCYECTH

HECYECTH

HCCTH

YECTH
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HEYCCTH

peaKH

RCYUECTHU
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HCYCCTH

HCYCCTH

Kopemna 6onka

PCAKH

HEYCCTH

HECTH

3anek

CAKH

PCAKH

HYECTH

Jucnencus

_PEAKH

HCYCCTH

HCCTH

HOBP'EI.[I&HE

pelkH

HCUYECTH

HECTH

HCYECTH

I acCTPHT

peKu

CtoMalueH
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PeAKH

MHOT'O PeIKH

HCCTH

YCCTH

Hamcpeam'r

.

MHOr'0 peAKH
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HCpBara

HCCTH
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BEHLIHTE

MHOTO peIKH

Xenaro-
Onnnapuu
HAPYIUCHHURA

AGHOpMRAa
YepHOApOOHa

GyHKUIHMA/ 9epHO-

ApOoOHO HapyleHue

peaku
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XKenreHnua

peaKu

MHOTO peOKH

Xonecrasa

PEAKH

Xenarur

MHOT'O PCAKH
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peIKH
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MHOTO peIKy

 Epurema

PCOKH

peaKy

[pypuryc
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HCYECTH

HEYCCTH

O6pue

peaxu

HCHCCTH
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HCUYCCTH

HCYECTH

HEYCCTH
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| YpTukapus

Ek3ema
JlekapcTBeH o6pue

TokcHueH koxen
0bpus
Jlynyc-nono6en
CHHAPOM

Peakuuy ua
doTouyscTBHTENHOCT
TokcHyHa
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HEKpOJ/Iu3a
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_PEAKH
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HYCCTH HEYCCTH

MHOIO peIKH

peakH

MHOT'O peaKy/




MynTudopme

HECTOTA

Anoneuus, nypnypa,
obe3LBeTABaHe HA
KOXaTa, eK3aHTEMa

HEYECTH

Cunapom Ha Stevens-
Johnson, oTok Ha
KBHHKE

MHOI'O PEAKH

B KPbBTa

Hapyuienuas na bonku B repda HEYeCTH HeYecTH HEYECTH
MYCKYJ/THO- MyCKynHHu ¢na3Mu | HE4eCTH HEUYCCTH K HCH3BECTHA | yecTu
CKeJIETHATA (kpamMnH B Kpaka) MECTOTa
CHCTEMA, Muanrus HE4eCTH HEYECTH HEYECTH
CHEAHHHTETHATA | Aprpanrus peaKy peaKH HEYECTH
THKaH H KOCTHTE | Bonka B KpanHHK peaKH peaKH
(bonka B kpaka)
bonku B peakH
CYXOXWINATA
(TEeHAUHUT-NOAOOHH
CHMNTOMH)
CHUCTEMEH JYyC peaKy | MHOFO PEIKH
€pPHTEMATOAEC
[lonyBase Ha YecTH
[NE3CHUTE
Hapyumiedust Ha b1uOpeuHo HeyecTu C HEU3BECTHA
O0LOpeunTe H YBPEXKAAHE 4ECTOTA
NHKOYHHATE OcTpa 6B6peuHa HEYecTH HeYyecTH
ObTHIIA HEAOCTATBUHHOCT
[ 1ok03ypus pEaKH
HapyueHus B HEUYECTH
YPHHHPAHETO,
HUKTYpHS, MOBULLECHA
4yecToTa Ha
YPHHHUPAHE
HapymeHnua na EpexTHnHa HEYECTH YeCTH HeyecTH
BL30NPOH3BO- AUCPYHKLUS
FHTETHATA [ nuekomacTus HEYeCTH
CHCTEMA H
 rbpOaTa
O6mn ['praHa 6oaka HEYECTH HEYeCTH HeyecTH
HAPDYIICHHA H ['punonoaobHo peaKy peaKu
epexTH HA 3abonsaBaune
MACTOTO HA Bonka peaKY HEUYECTH
NpHIOKEHHE
Acrtenus (cnabocr) HEYECTH C HEU3BECTHA | 4ecTH
4eCTOTA
[Tupexcus C HEU3BECTHaA
4eCcTOTa
Otok MHOIQ 4Y€CTH
YMopa YEeCTH
HepasnonoxeHue HEUYECTH
H3caexpanus [IoBHLIeHa NUKOYHA | HEYMCCTH PECOKH
KHCENHHA B KPbBTA
[ToBuuieH kpeaTHHHH| PEAKH HEYECTH




[loBuileHa kpeaTHH | PEAKH peaKy

pocdokuHaza B
KpBbBTa

[MosuLIEHH peaKH peaKH MHOro peaKH’
YyepHOApPOOHH
EH3HMH

[TonnxeH peaKH
XeMOr100OMH

YBenuuasaHe Ha HeYecTH
TErA0TO, HAMAISBAHE
Ha TEernoTo

' Ha §a3a Ha NOCTMapPKETHHIOBHSA OMMT

? 3a NONBJIHKTETHA HHPOPMALIMS BHIKTE MOATOUKHTE MO-A0Y

3 Hati-Beue B ChOTBETCTBHE C XOfecTas3a

* Hexxenannre peaxuuy Bb3HAKBAT ¢ N0A0OHA YeCTOTA NPHU NMaLMEHTUTE Ha 1aLebo, U NalMeHTHTE,
NeKyBaHH ¢ Teamucapran. O0Lara 4ecToTa Ha HeXelaHHTe peakuuH, cboOLWEeHH npH ynoTpeda Ha
TenmucaptaH (41,4%), oOuKHOBEHO € cpaBHMMA ¢ Ta3u npu ninauedo (43,9%) npu nnauedo-
KOHTPOJIMpaHH H3NHUTBaHUA. U30poeHnuTe no-rope HexenaHW peakUMy ¢a HATPYNaHH OT BCHYKH
KJIHHHWYHH U3MHTBAHWUA MPH NMALKHEHTH, JIEKYBAHH € TEJIMHCAPTaH NPH XHNEPTOHHA, WIH NPH
MatuueHTH Ha 50 WIK NoBeYe roANHH ¢ NMOBHUIEH PUCK OT ChPACUHOCHAOBH CHOUTHSA.

Onucanye Ha HIOpaHW HEXETAHW PEAKLIMH

Hapyiena yepuoapo6Ha QpyHkUMa/MepHOAPOOHO HApYLIEHHE

[loBeuyeTo cnyuyan Ha abOHOpMHA YepHOApOOHA QyHKUMA/YEPHOAPOOHO HAPYLUEHHE OT MOCT-
MapKETHHIOBHA OMHT Ca HACTLIWNKW NPH NALMEHTH OT ANCHCKHU Npou3xoa. I[Ipy nauMeHTH OT AMOHCKH
NPOH3XOI MMa NO-TOJIIMa BEPOATHOCT 32 Ppa3sBUTHE HA Ta3H HeXKeaHa IeKAPCTBEHA peaKLu.

Cencuc

B npoyusanero PROFESS e HabnronaBaHa noBvuieHa 4€CTOTa Ha Bb3HMKBAHE Ha CEMNCHUC NPH
TeIMHCapTaH B CpaBHeHHE ¢ nnawebo. CrbuTHeTo MOXeE Aa e ciyvaiiHa HaX0IKa WK CBbp3aHa ¢ A0
MOMEHTA HEH3BECTEH MEXaHH3BbM (BX. CbLLO Toyka 5.1).

HudTtepcTHunanHa 6eaoapobua 6oaect

Cnyvan Ha HHTEpPCTHLIHANTHA Oenogpodbra OonecT ca A0KIaABaHH OT NOCT-MAPKETHHIOBHR OMNHT BbB
BpEMEBa Bpb3Ka C [TPMEM HA TeAMHUCapTaH. Bhnpeku ToBa, MPUMHMHHO-CNEACTBEHA BPh3Ka HE €
YyCTaAHOBEHaA.

HeMenaHOMEH pak Ha KOXaTa
BB3 OCHOBA HA HATHYHHUTE JAHHH OT ENUAEMHONONMYHHA NPOYYBaAHHUA € HaOM0AaBaHa 3aBUCHMA OT
KyMyJaTUBHaTa Ao3a Bpb3ka Mexay XXT3 u HMPK (Bx. cbuio Toukn 4.4 u 5.1).

HHTecTHHAAEH aHrHOEeJeM
ChoDlueHH ca cyuad Ha HHTECTHHAIEH aHrnoelem ciel ynorpeba Ha aHrnotensmt Il peuentopHu
AHTATOHUCTH (BK. TOUKa 4.4).

ChofiuasaHe Ha NOAO3UPAHHN HEKENAHU PEAKLIMK
CrobiiaBaHeTo Ha NOJO3HPAHN HEXENaHU peaklMy Clie pa3pellaBaHe 3a ynoTpeda Ha NeKapcTBEeHHS

MPOAYKT € BaxkHO. Tosa no3Bo/iABa Ja NpoaAIKH HaOAIOAEHHETO Ha CHOTHOLLEHHETO NOI3a/PUCK 32
NEKApCTBEHHUA NPOAYKT. OT MEAHLMHCKUTE CMELIHANIMCTH C€ H3UCKBA A ChOOLUABAT BCAKA
NOAO3HPAHA HEXETaHA peaKLMa 4pe3
HanbnnvrenHa areHuMa no Jiekapcreara
ya. ,,JlamsaH [ pyeB” Ne 8

1303 Codus

Tes.: +359 2 890 3417
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4.9 [Ipeno3upane

C'I:U.IBCTB}’BH OrpaHHYCHA HH(bOpMaIJ.HH No OTHOLUCHHUE Ha NPpEAO3HpaAHC Ha TCAMHUCAPTAH MPH XOpAa.
OnursT C YMHULLNCHO NpEA0O3HPAHE HA aMJIOAHUINHH TP XOpa € OrpaHHu4CH.

CumnroMu

Haii-aBHUTE NposBIEHUA HA NPEAO3UPAHE C TEIMHUCAPTAH Ca XHNOTOHHS U TAXHKAPAHA, HMa
ChOOLLIEHHA W 3a OpaaukapaMs, 3aMasHOCT, NOBPbLIAHE, MOBHLIABAHE HA HHBATA HA CEPYMHHS
KpeaTHHMH, Te)xko 6b0peuno yspexaade. [1penosupaneTo ¢ XHAPOXJIOPOTHA3HI CE CBbP3BA C
HAMANABAHE HA eNeKTPONTUTHTE (XMNOKATUEMHA, XHITOXJIOPEMHSA ) U XHITOBOJIEMHA, AbJDKALIA CE HA
eKcuecuBHaTa auypesa. Hak-uectirre CHMNTOMK Ha NpeAO3HpaHe ca raeHe H COMHONEHTHOCT.
XUnokatueMUusaTa MOXe /1a J0Bele 10 MYCKYJIHH CRa3sMH W/ KNH aKLUEHTYHpaHa ApHTMHUSA, CBBP3aHHU C
eJHOBpEMEHHaTa yrnorpeba Ha AUrHTATMCOBH [NIMKO3HIN HITH OfpeAeaeHH aHTHaApHTMHYHH

nexkapcTBeHH NpoaykTu. Hanuunara nugopmanns npenosnara, 4e 3HAUMTENIHO NPeI03HPAHETO C
AMJIOZHITHH MOXKE Ja MMa KaTo pe3yiTaT TBbp/e 3HaYuMa nepudepHa 8a3oaunaTauus, KakTo U
pediekcHa Taxukapaus. CroOuiasa ce U 3a H3ABEHA U BEPOATHO MPOAB/DKHTENIHA CUCTEMHA
XHMIMOTEH3HA, KOATO Aa NIPEMHHE B WOK, BKJIKOYUTEIHO LIOK, 3aBbPLIBALL ChC CMBPT.

Hekapanorenen 6enonpodeH oTok ce cbodiasa paako KaTo nocneamua ot npeao3vpaHe ¢
AMIOMIIHH, KOKHTO MOXe Aa ce NMpodaBH ¢he 3a0aBeHO Havyano Ha edexra (24-48 uaca cnen
MOrTbIAHE) W 12 H3HCKBA H3KYCTBEHA BEHTHIaUuA. PaHHHTE peaHUMALUHOHHH MEPKH ( BKITIOUYHTENHO
HATOBAPBAHE C TEYHOCTH) 32 NOAAbP)KaHE Ha nepdy3naTa U CbpAevHHA 1eOUT MoraT aa 6baar
ycKOpsBaluK daxropu.

JleueHue

TenmucapTaH 1 aMNOQUITHH HE CE OTAEAT NpU Xemoananusa. He e yctaHOBEHO 10 KakBa cTeneH
XHAPOXJOPOTHAZHI CE OTIE/IA NPH XEMOAKANH3A.

TepaneBTUYHUTE MEPKH 3aBHCAT OT BPEMETO Ha NPHEMAHE, KaKTO H BHAA H TEXECTTA HA CHMITTOMUTE.
CwpaeuHata v quxarenHata GyHKUUg HA naukedTa Tpsabsa na ObJaT BHUMATENHO HabNIOAaBaHH, &
neyeHHeTo TpAOBA Aa € CUMIITOMATHYHO H MOAAbPKaIO. [IpenopburTeIHUTE MEPKH BKIIOYBAT
NMpeAU3BUKBaHE HA NOBPBILAHE H/HIIH CTOMALIHA NpoMUBKa. [IpHiaraHeTo Ha aKTHBEH BBIICH MOXE
aa 6bae NoJie3Ho NPH JleyeHrue Ha NPeIo3HPaHETO A0 2 Yaca Clel NPUIOKEHHETO Ha aMJTOHUITHH.
HeobxoauMo e 4eCTo NpocieaaBaHe Ha CEPYMHUTE €1EKTPOJIMTH U KpeaTHHWHA U TpsaOBa a ce
00LpHe BHHMaHHe Ha 006emMa Ha LIMPKY/MpalLaTa TeHHOCT U OTAENAHETO Ha ypuHa. [1pu nossa Ha
XUMOTOHHA, NALMEHTHT TPOBA na ObAe nocTaseH B aerHano no rpud nonoxenue v 6svp30 Na ce
MPHIOXKAT CONEBU H 00eMHH 3aMecTHTENH. [IpruiaraHeTo Ha Ba3OKOHCTPHKTOP MOXE a MOMOTHE 3a
BB3CTAHOBABAHE HA CbAOBHA TOHYC U APTEPHAITHOTO HANAraHE, ako HAMAa NPOTUBOTOKA3aAHUE 33
ynorpebara My. UHTpaBeHO3HOTO MpHAOKEHHE Ha KAILIMEB FIOKOHAT Moxe 1a Obe nojes3Ho 3a
oOpblIaKHe Ha edekTHTE Ha GiIOKMpaHe Ha KAJTLIMEBHTE KaHanH.

5. GAPMAKOJOINMYHU CBONCTBA

5.1 dapmMakoJHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna; AKTUBHH BELUECTBA, ACHCTBALLM HA PEHHH-aHIMOTEH3NHOBATa
cuctema, aHrHoTeHsuH Il peuentopun 6nokepu (APB), apyrn kombunaunn; ATC koa: CO9DXO0S.

TonyTpuc e komOuHauKMs oT aHruoTeH3uH 1 peuenToper Onokep - TeAMUCAPTaH, HHXHOWTOpP Ha
HHIYKCa Ha KATL{MEBHTE HOHH - AMJIOAHITHUH, H THA3HAEH NHYPETHK - XHAPOXJIOPOTHA3HA.

MexaHH3bpM Ha JeUCTBHE

Teamucaprax e nepopanHo epeKTUBEH U cneunduued aHruorensut Il peuentopen 6inoke
AT1). Toi nusmecTsa ¢ MHOTO BHCOK apHHUTET AHTHOTEH3HH Il OT HErOBOTO MACTO Ha CBb



ATI peuentopHHs NOATHN, KOWTO € OTFOBOPEH 34 H3BECTHUTE ACHCTBHUA HA aHrHOTeH3uKH I,
TeamucapraH HAMa AOpH M HACTH4HA arOHUCTHYHA akTUBHOCT cnpsamo AT peuenrtopa. Tenmucaprau
ce CBbp3Ba CeNeKTHBHO ¢ AT 1 peuentopa. Cabp3BaHETO € NPOALKUTENHO. TeIMHUCAPTAH He NOKa3Ba
apUHUTET KbM APYTH pPeLenTopH, BiutiouuTenHo AT2 u apyru no-cinabo xapakrepusnpand AT-
peuenTopy. OYHKUHOHANHATA POJIS HA TE3M PELENTOPH HE € U3BECTHA, HE € MW3BECTEH U e(PEKTHT HA
TAXHATa Bb3MOXKHA CBPbXCTUMYJIALIMA OT AHFTHOTEH3HH |1, 4HHTO HHMBA Ca NOBUILEHU OT TENMUCAPTAH.
[lnasMeHHTE HHBA Ha aNJ0CTEPOH CE NOHWHKABAT OT TEMuUcapTaH. TenrMUcapTaH He HHXHOHUpa
YOBELUKHA NNAa3MEH PEHHH U He OJokUpa HOHHUTe KaHanu. TeamucapTaH He HHXHOUpa aHTHOTEH3HH
KOHBEpPTHpALLHA €H3HM (KHHHHa3a []), eH3umBT, KOWTO ChUO pa3rpaskaa OpaaruknHuHa. [Nopaau Tosa
HE Ce OYaKBa Aa NOoTeHUUpa OpaaAUKMHUH-MEIHHUPAHUTE HeXKeNaHH ChOHTHA.

AMJIOAHNHH € HHXHOUTOP Ha MHGIYKCA HA KANLMEBUTE HOHM OT rpynaTa Ha AUXHAPONUPUANHUTE
(bnokep Ha OaBHHMTE KAHAJIM WIH AHTAarOHHCT Ha KajlLWeBus HOH) KOHTO NOTHCKA TPAHCMEMOPAHHOTO
HaBJIM3aHE Ha KAJIUMEBH HOHHW B KJIETKUTE HAa ChPAEYHATA U CbAOBATA IN1aAKa MYCKYynaTypa.
MexaHU3IMbT Ha AHTHXUIMEPTEH3UWBHO QEHCTBHE CE AB/IKH HA AUPEKTHHA peaKcHpall e(hexT BbPXY
CbAOBaTa riajaka MycKyJarypa.

XHAPOXNOPOTHA3N € THAZHAEH AUYPETHK. MEXaHH3MBT, MO KOWTO THA3HAHWUTE NHYPETHLIH MOCTHraT
AHTUXHMEPTEHIUBHHUSA CH €PEKT, HE € HAMTBJIHO U3ACHEH. THa3uANTE OKa3BaT BL3ACHCTBHE BHPXY
MEXaHH3MHTE Ha peadcopOuna Ha eneKTpoiaMTH B 6bOpeuHnTe TYOYNIH, KATO AHPEKTHO MOBULLIABAT
€KCKPEUHATA HA HATPHHA M XJIOPHAH B NPUONH3IUTETHO EKBUBATEHTHU KOAuYeCTBa. JIHYpeTHUHOTO
JEHCTBHE Ha XHAPOXJIOPOTHA3MA HAMAISABA I1A3MEHHA 00eM, MOBULIABA AKTHBHOCTTa HA PEHHH B
Jia3Mara, yYBEJIH4aBa CEKPELMATA Ha aNROCTEPOH € MOCAEABALL0 YBEIMYESHHE Ha KAJIMA B YPHHATA U
3aryba Ha OMkapOoHaTH, ¥ HaMansABa HMBAaTa Ha Kaluuii B cepyMa. BeposaTHo upes 6aokupaneTo Ha
CHCTEMATA PEHUH-AHIHOTEH3HH-ATIOCTEPOH, EAHOBPEMEHHOTO MPUIOKEHHE HA TEJIMHCAPTaH BOIH A0
obpareH eexT N0 OTHOLIEHHE Ha 3arydarTa Ha KaJivii, KOATO Ce AB/KH HA TE3H JHYPETHLM.

dapmaxoagHHAMUYHH eDEKTH

I1pu 3apasu noOpoBoauM ao3ara ot 80 mg TenMucapTaH NOYTH U3UANO MHXUOHUPA NpPeAH3BHKAHOTO
OT aHrHoTeH3uH Il nosuillaBaHe Ha KPbBHOTO HanAraHe. UHxuburopHuAaT edext ce noaanpxa Haa 24
yaca, Kato BCE owe Moxe na 6bae ycraHoBeH A0 48 yaca.

Chnen nbpBarta 103a TEIMHCApTaH ce HabmoABa MOCTENEHHO M0ABA HA AHTHXHIEPTEH3HBHA AKTUBHOCT
B PaMKHTE Ha 3 yaca. MakCUMANHOTO NOHHXKEHHE HAa KPBBHOTO HANSMraHe ce MOCTHra B O0LIHA cayyait
33 4 10 8 ceIMMLIM Clle 3arO4BAHETO Ha JICUEHHETO, U Ce NOAALPKA NPH NMPOIWDKHUTENHA TEPAIHUS.
AHTHUXHUNEPTEHIUBHHAT edeKT ce moaabpXka B TCUEHHE Ha 24 yaca cnef NpHeMaHe H BK/HOYBa
nocaeAHHTE 4 Yaca NnpeaM CieaBallaTa 1o3a, KOeTo ¢ yCTAHOBABA Hpe3 H3IMEPBAHE Ha KPBBHOTO
HansraHe B am0y/1aTOpHuU ycnoBua. Tea € NOTBBPAECHO M OT H3IMEPBAHUATA B MOMEHTA Ha
MaKCHMAJTHHA €(PEKT U HENCPEACTBEHO Npedd NpHeMa Ha cneaBallaTa 003a (ChOTHOLEHHETO
MHHHUMAJTHH KbM M2KCHMAJIHH KOHLICHTPA1lWH, KOETO € NocToAsHHO Haa 80% cnen npuema Ha JO3H OT
40 u 80 mg TeamMuUcaprad npu nnauedo KOHTPONHPAHH KIIHHWYHH MPOYyUBaHHUA).

[IpH nauMeHTH ¢ XHMEPTOHHUA, TEIMUCAPTAH PEyLIMPA CHCTOTHYHOTO U AUACTOIMYHOTO KPBBHO
HanaraHe, Oe3 na 3acara yecrorara Ha cbpuedOueHe. AHTHUXUMEPTEH3IHBHATA e(PHKACHOCT HA
T€IMHCAPTaH € CpaBHUMA C Ta3H Ha BEWECTBATa OT APYTH KNACOBE AHTHXHIEPTEH3IUBHH JIEKAPCTBEHH
NPOLYKTH (KOETO € YCTAHOBEHO MPH KIHHHYHH H3MWTBAHHS, CPABHABALLK TENMHCAPTAH ¢ AMJIOAHNKH,
aTEHOJI0J1, EHANanpui, XHAPOXJIOPOTHA3UA, H JIUZUHONPHIT).

[1py BHE3ANHO NPEKBCBAHE HA IEHEHHETO C TEIMHCAPTAH KPBBHOTO HANATAHE TIOCTENEHHO CE BPbLLA
10 CTOWHOCTHTE MPEAH NEUECHUETO, 3a NEPHOA OT HAKONKO AHH 6€3 JaHHH 3a pebayHa XHNEPTOHHYEH
edexT.

CryuanTe Ha CyXa KallliHLa ¢a 3Ha4YHTENHO MO-MAIKO NPH NALKEHTH, TPETHPAHH C TEJIMUCAPTAH,
OTKOJIKOTO NPH TaKHBA, HA KOKUTO Ca NaBaHX HHXHOHUTOPH Ha AHTHOTEH3WH KOHBEPTHPALLIHA €H
KAHHWYHH MPOYUYBaHHUA, AHPEKTHO CPABHABALUH JBETE AHTUXUNEPTEH3UBHHU NEUECHHA.

[Ipy naLMeHTH ¢ XHMEPTOHKA, AO3ZUPAHETO C AMJIOAMUIHH BEAHDBK AHEBHO OCHIyPsBa KW
3HaYUMO HaMaNEHHE HA aPTEPHANHOTO HajiAraHe (B NerHano U U3npaBeHO MONOKEHHE) B
npoAbjikeHue Ha 24 vaca. [lopanu 6aBHOTO Ha4alo Ha ASHCTBHE OCTPATa XMNOTOHHS HE



NPH NPUIOKEHHE HA aMJTOJUNHH. AMITOAHNIHH HE BOJH /10 HUKAKBH META0ONHTHH HEXENAHH PEAKUHH
WM NPOMEHH B TIA3MEHHTE JIMMHIOH W € NOAXOAALL 32 YNOTpeda NpH NAUMEHTH ¢ acTMa, AHaleT U
nojarpa.

[Tpu npunaraHe Ha XMAPOXJIOPOTHA3MA HAHANOTO HA AMYpe3aTa € cie/l 2 yaca, KaTo NHUK Ha edekra ce
Habnronasa ciaea okoso 4 yaca, A0KaTo AeMCTBUETO NpOoAb/KaBa NpudAU3MTenHo 6-12 yaca.

KnuupuuHa epukacHoCT 1 6€30NacHOCT Ha TpoitHata koMOHHAaUMS

B uanureane (N=393), oueHasauo ebekTHBHOCTTa U 6€30MaCHOCTTA HAa TEIMHCApTaH

80 mg/amnoaunuH S mg/xuapoxnoporrasua 12,5 mg (TAX 80/5/12,5 mg) npu neyeHune Ha
XHNEPTOHHSA, HeKoHTponHUpaHa oT Tenmucapran 80 mg/amnoaunu 5 mg (TA 80/5 mg), naunenTtuTe ¢
MEPCUCTHPALLO MOBHILEHO KPBBHO HANAraHE €a NPEMUHANIH Npe3 8-CeAMMMEH NBOMHO-CNAMN NepuHoA.
Te3un, KoHTO cien 6-ceAMHUEH rePHO/ Ha BbBEXAAHE He AOCTHraT TepaneBTHUHaTa Len, ca 6niu
pasnpeneneHn Ha cnydaeH npyHuMn uin Ha tepanua ¢ TAX 80/5/12,5 mg, nnu Ha Tepanud ¢

TA 80/5 mg. Cnen 8 cenMuLm neveHne rpynaTa Ha Tepants ¢ TpoHa KoMOMHaUKMA NOKa3a
IHAYUTEIHO MO-TONSIMO KOPHTHPAHO CPEeAHO MOHWKEHHE Ha AHAcToNHO KpbBHO Hanaraxe (JJKH) u
cucTonHO kKpLBHO Hansrade (CKH) B noko# B cpaBHEHHE C rpynaTta Ha Teparus ¢ ABOHHa
KOMOKHALMA, ¢ pa3nuka oT -3,9 mmHg (95% Cl: -5,3 no -2,4; P<0,0001) » -5,3 mmHg (95 CI: -7,6 no
-3,1; P<0,000!), chorseTHO.

B apyro usnuteate (N=132) uenra ¢ Aa ce CpaBHAT MMOKMKABAIUMTE KPbBHOTO HaNsiraHe eekTH Ha
TAX 80/5/12,5 ¢ TenmucapraH 80 mg/xuapoxnoporuaznua 12,5 mg (TX 80/12,5 mg) npu nauHeHTH ¢
HEeaAEKBAaTEH KOHTPON Ha eCeHUMANHA XHUNEPTOHKA. [laliMedTUTe ca pasnpeaeseHyd Ha CtyyacH
NPHHLKMN A MOJy4aT ABOMHO-casno nedeHue uian ¢ TAX, win ¢ TX B npoabikeHHe Ha 8 ceAMHLIM
cnel 6-ceamudeH neproa Ha pbBexaane Ha TX 80/12,5 mg. Cnen 8 cenMuum nedyenHe rpynara Ha
Tepanus ¢ TpoiHa KOMOHHALIMA MOKA3a 3HAYMTETHO MO-roJSMO KOPHIHPaHO CpelHO NOHWKEHHE Ha
JTKH » CKH B nokoii 8 cpaBHEHHE C rpynaTa Ha Tepanus ¢ QBoiMHa koMOHHaLIM, C paliMKa OT -

6,2 mmHg (95% CI: -8,6 no -3, 8; P<0,0001) u -8,6 mmHg (95 Cl: -13,0 no -4,1; P=0,0002),
CBLOTBETHO.

B 8-ceamuuno u3nuTeaHe (N=310) nauMeHTHTE C XUNEPTOHUSA Ca NPEMHHAIIH Mpe3 4-ceAMUYUEH

BbBEX ALl nepHos Ha nedeHue ¢ TA 40/5 mg. Caen ToBa NaLUMEHTHATE C HEKOHTPONHPAHa XHNEPTOHHA
cnea 4-ceamMuuHo neveHue ¢ TA 40/5 mg ca 6unu pasnpeneneHy Ha ClnydaeH NPHHUKN Aa MOJy4yaBar
TAX 40/5/12,5 mg unu TA 40/5 mg 3a 2 ceqmuum. Crieg TOBa NALMEHTUTE Ca MOAN0XKEHH Ha 6-
ceAMHYEH NEepHOA Ha NleueHHe ¢ no-eucoka no3a TAX 80/10/12,5 mg v TA 80/10 mg. I'pynara Ha
Tepanug ¢ TAX JeMOHCTpHpa 3HAYMTENHO NO-ronsaMo noHvxeHxe Ha cpeaHoto CKH B nokoit B
cpaBHeHue ¢ rpynaTa Ha Tepanus ¢ TA (-18,7 [1,1] cnpamo -12,2 [1,1] mmHg, P<0,001). Cxoanuu
pe3ynTaTH ca HabnonaBanu 3a npomeny B cpeanoro JIKH B nokoii (9,3 [0,6] cnpsamo -7,0

[0,6] mmHg; P=0,013).

KnuHuuHa epUKacHOCT W 6e30MacHOCT Ha ABoiiHUTE KOMOUHALHMH

B 1BOHHO-CIANO KOHTPONHPAHO KIMHWYHO U3nuTBaHe (n=687 nauueHTH, OUEHEHH 3a eprKacHOCT)
MPH MaLMEHTH, KOMTO HE CE€ NOBIAMABAT OT JIEHEHHETO ¢ KOMOHHALIUATA
TenMucapTad/xuapoxiopotiasua 80 mg/12,5 mg e vabniogasaHo NOCTENEHHO YBE/IUYABAHE HA
edexTa Ha NOHWKaBaHe Ha KpbBHOTO Hanaraxe ¢ 2,7/1,6 mm Hg (CKH/AKH) npu koMOb1HauusaTa
80 mg/25 mg cnpsMo NpoABDKUTENHO NeveHue ¢ komOnHauuaTa 80 mg/12,5 mg (pasnuka B
CpeNHHTE NPOMEHH, KOPUTHPAHH CNPAMO W3XOOHOTO HHBO). B nocneasallno KIMHHYHO H3NMHTBAHE C
kombuHauuaTa 80 mg/25 mg ce Habnionapa 4ONBAHUTEIHO NOHWKABAHE HA KPBBHOTO HaJiAraHe
(u3pazsaBaiuo ce B 06uwo noHwkaeaxe ¢ 11,5/9,9 mm Hg (CKH/JKH)).

B o6o0weH aHanu3 oT ABe CXOAHH 8-CeIMUYHY ABOMHO-Ceny Nuanedo KOHTPOIHPaHH KN
uinuTBaHKa cnpamo 160 mg/25 mg sancapran/xuapoxnoporuaszna (n=2 121 naumnenTy, o
e(pUKacHOCT) e HadNoJaBaH 3HAYUMO NO-rofM €(PEKT Ha NOHWKaBaHe Ha KPBLBHOTO HasA
2,2/1,2 mm Hg (CKH/JIKH) (paanuka B cpeaAHUTE NPOMEHH, KOPUTHPAHU CMPAMO H3XOOH




nosiza Ha komOuHaukaTa 80 mg/25 mg TeaAMHCAPTAH/XUAPOXITOPOTHABUA.

Cwrpoeyrnocr0oed hpegenyus

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
cpaBHABa e(peKTHTE OT NMPUAOKEHUETO HA TEIMHUCAPTAH, PAMHUIIPHI H KOMOHHAUHATA OT TEIMUCApPTaH
W PAMHIPHJT BBPXY PE3YITATHTE MO OTHOLICHHUE HA CbpPAEHHOCHAOBATa CHCTEMA, NpH 25 620
NaLMEHTH Ha BB3PACT > 55 roauHu, ¢ aHAMHe3a 3a KOpPOHapHa apTepraHa DONECT, MOIBUYEH HHCYIIT,
MpexoAHO HapyLIeHWe Ha MO3IBYHOTO KpbBOOOpALLEHHE, YBPEKAGHE HA NEPUDEPHH aPTEPHH HIH
3axapeH aHaber THN 2, ChIIBTCTBAH ¢ JAHHH 33 YBPEKAAHE HA MPHLETHHTE OpraHH (KaTto
pETHHONATHA, TEBOKaMEPHA XHUNEPTPpodHs, MAKPO- HITH MUKpOANOYMHHYPHS ), KOUTO ca NomMynauus ¢
PHCK OT HACTBLMBAHE HA CHPACYHOCHAOBH UHLMAEHTH,

[lauveHTHTE Ca paHAOMH3HPAHH B €/1HA OT CAEAHHTE TPHU rPYNH 3a AcueHHUe: Tenmucaptad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) win koMOuHaLms ot Tenmucaprad 80 mg v pamunpua 10 mg
(n=8 502), mocneaBaHo OT NPOCHEAABAHE ChC CPEAHA MPOABLIDKUTENIHOCT OT 4,5 MOHHMU.

TeamucapTaH Nokassa CXOAEH edeKT ¢ paMHUIMPHI N0 OTHOWEHHE HAMANIABaHE HA NbpBUYHATA
ChCTaBHAa KpaifHa TOYKa OT CbPAEUYHOCHA0BA CMBPT, HeaTAICH HH(PAPKT HA MHOKapAa, HedaTaneH
MO3bYEH HHCYAT WIH XOCMUTAIH3ALMA NOPaaKn 3aCTOHHA CbhpAEUHA HEAOCTATBYHOCT. HecToTaTta Ha
NbPBUYHATA KpaitHa TOUKa € cXO[IHa B rpynuTe Ha TenMucapraH (16,7%) u pamunpun (16,5%).
KoepHiLHEeHTBT HA PHCK NPH TeaMucapTaH cnpamo pamunpun e 1,01 (97,5% CI1 0,93 —1,10; p (He no-
manka epukacHoct) = 0,0019 npu mapk ot 1,13). [lpoueHTsT Ha C/iyvaHTe Ha CMBPT MO BCAKa
npu4YrHa € cboTBETHO 11,6% n 11,8% npu nauneHTHTe, NEKYBaHH ¢ TENMHUCAPTAH H PAMHIIPUIL.

YcTaHOBEHO €, Ye eeKTHBHOCTTA Ha TEJIMUCAPTAH € CXO/IHA € Ta3H HA PaMHIIPHII ITPU NPEABAPHTETHO
onpejefeHaTa BTOpUUYHA KpaiHa Lel OT CbpASYHOCBAOBA CMBPT, HedaTaneH UH(apKT Ha MHOKapaa U
HedaTaneH Mo3bueH HHeyaT [0,99 (97,5% Cl1 0,90 —1,08; p (He no-manka edrkacHoct) = 0,0004)],
mbpBHYHA kpaitHa uen B pedepertHoTo npoyusaie HOPE (The Heart Outcomes Prevention
Evaluation Study), koeto u3cneapa edekra Ha paMUnpwI cnpamo naauedo.

B npoyusaHeTro TRANSCEND ca paHnaoMu3upaHy nauneHTH ¢ HenoHOCHMMOCT kbM ACE-]
MHXHOUTOPH, HO HHAUYE ChC CXOJIHH KPUTEPHH 3a BOuBaHe kakTo 8 npoyusaHero ONTARGET B
rpyna, npuemMaiua reamucaprad 80 mg (n=2 954) win nnauebo (n=2 972), kato W ABaTa NPOAYKTa C€
MpuaaraT B JONBJIHEHHE KbM CTAHAAPTHOTO JieyeHHue. CpeiHata NpoaALDKHTENHOCT Ha NPOCeAsSBaHEe
e 4 roanHH ¥ § mecena. He ce ycraHOBsBA CTATHCTHUECKHY 3HAYMMA PAa3/IMKA B HeCTOTaTa Ha
MLPBUYHATA CHCTABHA KPaifHa TOuKa (CbpAEYHOCHI0BA CMBPT, HedpaTaieH HHPAPKT HA MUOKapAA,
HedaTaneH MO3bYEH HHCYNT WK XOCMHUTAIM3aLHA [OpaaH 3acTOHA ChpAeHHa HEAOCTATbYHOCT)
[15,7% B rpynarta Ha TenMucaptat ¥ 17,0% B rpynara Ha nnauedo, ¢ koepuuueHT Ha puck 0,92

(95 % CI1 0,81 —1,05; p=0,22)]. KUma naxHu 3a nonzara OT TEAMHCAPTaH B CpaBHEHHE ¢ miauebo no
OTHOLIEHHE Ha NPEABAPHTENHO ONpeaesieHaTa BTOPHYHA ChCTABHA KpaliHa TOYKA OT ChbPAEYHOCHAOBRA
CMBPT, HepaTaleH UHPAPKT Ha MHOKapaa W HedaraieH Mo3bieH HHeyaT (0,87 (95% C1 0,76 —1,00;

p = 0,048). Hama aaHH#H 3a N0J13a MO OTHOWEHHWE HA HAMAIABAHE HA CbPASCYHOCHAOBATa CMBPTHOCT
(xoepuuueHT Ha puck 1,03, 95% CI 0,85 —1,24).

Kamnuua ¥ aHroeneM ce ¢bobLaBat Ao-paako NpH NatUeHTH, JIeKyBaHU C TEJIMUCAPTAH, OTKONIKOTO
Py NaLMEHTH, IEKYBAHH C pAaMUNPWI, AOKATO NPU TEPAnus ¢ TENMUCapPTaH MO-4€CTO C€ ChOOLLaBa 3a
CTYy4aH Ha XHNOTOHHA.

KoMOHHHpaHETO Ha TeNMHcapTaH ¢ paMUITPHA HE AaBa NONbIHMTENHA 10J13a CIPAMO
CaMOCTOATE/IHATA TEPAIHA C pAMKOPHI WIH TeamMucapTad. CLpAevHOCHAOBATA CMBbPTHOCT Y
CMBPTHOCTTA [0 BCAKA NPUYHHA, KATO YUCIIEHO M3PAaXKEHHE, Ca MO-BUCOKH NPH KOMOHHUPAHOTE
nevenve. OcBeH TOBa, MMa 3HAYHMMO MO-BHCOKA YECTOTA Ha XHNepkainemus, O6bOpeuHa
HEJOCTATHYHOCT, XHIIOTOHHS H CHHKOMN B paMOTO ¢ NMAUUEHTH HA KOMOUHHPAHO NeUeHHe.
Ta3u NpUYHHA, eIHOBPEMEHHATa ynoTpeba Ha TEIMUCAPTaH U paMUNPHIT He Ce NMPENOPbYE
MOMyJTaLtHA.




B npoyusaneto “[lpodunakruueH pexum 3a epeKTUBHO Npeana3BaHe OT MOBTOPEH MO3bYEH HHCYNT
("Prevention Regimen For Effectively avoiding Second Strokes” (PRoFESS)) npu naunenTn na 50
FOAMHY WIH MO-Bb3PacTHU, KOWTO HACKOPO €A MOTY4HIH MOIBYEH HHCYJIT, ce 3abensa3Ba NoBHUICHA
YECTOTA Ha Bb3HHKBAHE HA CEMCHC NPH TEJMHCApTaH B cpaBHeHKe ¢ nauedo, 0,70% crnpamo 0,49%
[RR 1,43 (95 % noseputenen uHrepsan 1,00 — 2,06)]; yectoTara Ha Bb3HKKBAHE Ha CENCHC ¢ (aTasnieH
M3X0J € MOBHLUEHA NPH NaUMEHTUTE, Npuemalin Teamucaprad (0,33 %) cnpsamo nauyeHTHTe Ha
nnauebo (0,16 %) [RR 2,07 (95 % nosepurened untepsan 1,14 — 3,76)]. Habnropnasanara nosniueHa
YECTOTA Ha Bb3HUKBAHE HA CENCHUC, CBbP3aHa ¢ ynorpedara Ha TeNMUCAPTaH MOXKE a € ClTy4YarlHO
OTKPHTA MM /1A € CBbP3aHa ¢ MEXaHU3BbM, KOUTO € HEMO3HAT 3a MOMEHTA.

Ilge ronemu paHaoMu3upaHu koHtponupanu npoyusaHus ~ ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texywto rnobanHo usnureaHe 3a
KpaHHM TOYKH Ha TeJIMHCAPTaH, CAMOCTOATENIHO U B KOMOuHauHa ¢ pamunpui) H VA NEPHRON-D
(KNHHUYHO NMpOoyY4BaHE CBbP3aHO C Pa3BUTHE HA HEDPOMATHA NPH AUADET, MPOBEAEHO OT
MuHHCTEPCTBO MO BLIIPOCHTE HAa BETEpaHUTE) — Npoyu4BaT ynorpedata Ha kombuHatmaTa ot ACE
HHXHOHUTOP W aHrHoTeH3uH ll-peuenTopen bnokep.

ONTARGET e npoyupaHe, NpoBEAEHO NMPU NALUKEHTHU C AHAMHE?RA 3a CHPACUHOCHAOBA WK
MO3BYHOCHAOBA DosiecT, WM 3axapeH AvabeT THN 2, NPUAPYKEHH ¢ JaHHHU 3a YBpeKJaHe Ha
edeKTOpHH OpraHH.

VA NEPHRON-D e npoyusaHe npy naudeHTH Cbe 3axapeH auader tun 2 v auabeTHa HedponaTHs.
Te3n npoyyBaHHUs He NOKA3BaT 3HaYMM GnaronpusTeH edexT BbpxXy ObOpedHnTe U/nu
ChPACYHOCHAOBUTE MOCTEAULIH U CMBPTHOCT, KaTo ChLIEBPEMEHHO ca HabNIOAaBaHH NOBHUIEH PHCK
OT XHMEPKATHEMHA, OCTPO YBpeKAaHe Ha ObOpeLHTe W/ MU XHIOTOHUA B CPABHEHUE C
MOHOTepanuaTa. Kato ce uMart npeaBua cxoaH1UTe UM GapMakoJHHAMHYHH CBOHCTBA, TE3H pe3yITaTH
ca npuwioxumu u 3a opyru ACE unxuburopu u aurnorensuH ll-peuentopuu diiokepu.

ACE nuxubutopu 1 auruoteHsuH lI-peuentopHu Gnokepu cinegosarenHo He TpadBa Aa ce H3NoA3BaT
¢IHOBPEMEHHO NP NALMEHTH ¢ quabeTHa HedponaTus.

ALTITUDE (KnuHnuHO npoyy4BaHe NPOBEACHO ¢ ATUCKUPEH NPU NMAaLMEHTH CbC 3axapeH auadbeT Tvn
2 C H3MOM3BAHE HA ChPAEYHOCHAOBH H OBOpeuHH 3a00N8BaHUA KATO KpalHH TOYKH) € NPOYYBaHE,
npeaHa3Ha4YeHo Ja u3cieaBa nonsara oT 100aBAHETO HA ATUCKHPEH KbM cTaHgapTHa Tepanus ¢ ACE
HHXHOUTOP WK aHruoTeH3uH lI-peuentoper Gokep NpH NALMEHTH Che 3axapeH aHabeT THN 2 U
XpOoHHUHO GBOpeunHo 3abonapaHe, CbpAeHHOCHAOBO 3a00naBaHe Unu U asere. [IpoyusaHero €
NPEKPATEHO MPEXICBPEMEHHO NOPAAH NOBHUIEH PHCK OT HeBnaronpuaTHH nocaeanur. Kakro
ChpPAEYHOCHA0BATA CMBPT, TRKA K MHCYJITHT Ca [10-4ECTH B IpynaTa Ha aJIMCKHPEH, OTKONKOTO B
rpynarta Ha ruiauefo, a NpeacTaBAABALUNTE HHTEPEC HEXKENaHH CHOUTHA U CEPHO3HH HEXENAHH
CLOMTHA (XUNEepKATHEMHA, XMNIOTOHHUA U OBOpeuHa aucdyHKUHMA) ce cboOLWAaBaT 0-4ecTo B rpynara
Ha aUCKHPEH, OTKONKOTO B rpynarta Ha nnauedo.

EnnaoeMHONOrHYHHUTE MIPOYUBAHHUA NMOKA3BAT, Y€ JBJNOCPOUHOTO JIEYEHHE C XHAPOXAOPOTHA3H
HaMaj12Ba pHCKa OT CbpACYHOCHAOBA 3a001€BAEMOCT H CMBPTHOCT,

KM MOMeHTa edexTuTe Ha PuKchpaHaTa 1030Ba KOMOWHALMATA TENTMUCAPTAH/ XHAPOXIIOPOTHA3U L
BbPXY CMBPTHOCTTa H CbPACYHOCHAOBATA 3aD01€BAEMOCT HE Ca W3BECTHH.

Hanumeare na aevenue 3a npouaakmuxa Ha copoeyer npucmon (ALLHAT)
ParngomMusnpaHo ABoiHOCAANO npoy4saHe 3a 3abonesaeMocTt U cMbpTHOCT ALLHAT
(AHTHXHMEPTEH3UBHO U JHIMUAJONOHMKABALIO NeUYeHHE 3a NPOPHIAKTHKA Ha CHPAEUYEH NPUCTHI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeaeHo ¢
CPaBHABAHE HA HOBMTE Tepanuu: amnoaunui 2,5-10 mg/neH (kanuues aHTATTOHKCT) HAK N
10-40 mg/nen (ACE uHxuOuTOp) C THA3MAHUA NUYPETHK XJOPTANTHAOH 12,5-25 mg/nen
OT MbPBA AWHMA NPH MALKEHTH C NIeka 10 YMEPEHA XHIIEPTOHUS.

O61o 33 357 nalleHTH ¢ XMNEPTOHKUA HA BH3PACT 55 roanHu 1 noseue ca OHIN paHaOM



npocneaeHy 3a cpeaHo 4,9 roaudn. ITauneHTUTE Ca MMASH NOHE eHH JOMbIHWUTENECH PUCKOB aKTop
3a KOpOHapHa OONECT Ha CHPLETO, BKIIOMUTETHO MPEALIECTBALL MUOKAPAEH HHDAPKT WIH HHCYNT (>6
MECELIa NPeH BKIKOUBAHE B NPOYYBAHETO) HIIK JOKA3aHO APYTO aT€pPOCKIEPOTHYHO ChPAEYHOCHAOBO
sabonsasane (Hag 51,5%), saxapen auader Tvn 2 (36,1%), HDL-C <35 mg/d]l namn <0,906 mmol/l
(11,6%), neBoKaMepHa XunepTpodHa, AHaArHOCTHLLMpaHa Ype3 eNeKTpoKapanorpamMa Uiy
exoxapauvorpacdus (20,9%), Hacrosium nywaun (21,9%).

[TbpBHuHaTa KpaHHa TouKa € O1na CbCTaBEH NOKA3aTeN OT QaTaleH KOPOHAPEH HHLMIEHT U He-
¢araneH muokapaeH nHdapkr. He ca vabmoaaBanu 3Ha4MMH pas3iiuus NO OTHOLLIEHHE HA
MLPBUYHATA KpaliHa TOYKA MEX/Yy TepanHaTa ¢ aMmIOAUNIHH K TEPaNKiTa C XJTOPTATHIOH: KOEPULUHEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [1py BTOPHUHHTE KPAHHH TOYKH, YECTOTATA HAa ChpASYHA
HEJOCTATHYHOCT (KOMIMOHEHT Ha CbCTaBHATA KOMOMHHpPaHa ChPACYHOCHIOBA KpaiHa Touka) € Ouna
3HAYMTEJIHO MTIO-BHCOKA B IpynaTa Ha amJIOAMNUH, OTKOJKOTO B rpynara Ha xyopranuaox (10,2%
cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Berpeku ToBa, He ce HabmoaaBaT 3HAYHMH
PaziMYKs N0 OTHOWEHHWe Ha obiaTa CMbPTHOCT MEXKAY IPynaTa Ha TepanMs ¢ aMJIOAUNHH H Ta3H Ha
Tepanus ¢ xnopranuaoxr RR 0,96 95% CI [0,89-1,02] p=0,20.

Hemenanomen pax na xoxcama

B3 ocHOBa Ha HAJTHUHMTE JaHHH OT €MUAEMHONIOTUYHHM MPOYYBAHMA € HabnioJaBaHa 3aBHCHMMA OT
KyMyJaTMBHAaTa 103a Bpb3ka Mexay X XT3 u HMPK. Eano npoyusaHe BiilouBa nofyJiauns,
cberodwa ce ot 71 533 cnyuau Ha BKK v 8 629 cyyau Ha CKK, ¥ nonmynauus oT cbOTBETHO

1 430 833 u 172 462 noaxoaaiun koHTpOonAH. Bucokata ynorpeba Ha XX'T3 (kymynaTHBHO

>50 000 mg) e cebp3aHa ¢ kopurupad OR 1,29 (95% [IM: 1,23-1,35) 3a BKK n 3,98 (95% JJH:
3,68-4,31) 3a CKK. HabnionaraHa e ascHa Bpb3Ka KyMYyJ/JIaTHBHA 003a-0TroBop KakTo 3a BKK, Taka u 3a
CKK. Jlpyro npoysBaHe noka3Ba Bb3MOXHa Bpbika Mexxay paka Ha yctHUTe (CKK) u excrioznumsTa
Ha XXT3: 3a 633 cayyaun Ha paK Ha YCTHUTE ¢ noadbpaHa nonynauus ot 63 067 noaxoaaun
KOHTPOJH, KaTo Ce M3MO0J3Ba CTpaTeryus 3a BieMaHe Ha npobH, onpeaeneHa oT pucka. JleMoHcTpupana
€ Bpb3Ka KyMyJIaTUBHA J03a-0TroBop ¢ kopurupad OR 2,1 (95% [U: 1,7-2,6), napacteaiy g0 OR 3,9
(3,0-4,9) 3a Bucoka ynorpeda (~25 000 mg) n OR 7,7 (5,7-10,5) 3a nal-BucokaTa KyMyJaTHBH2 1034
(~100 000 mg) (Bxk. cb11O TOUKa 4.4).

3.2 DapMAKOKHAETHYIHH CBOHCTBA

EAHOBpEMEHHOTO NPHIIOKEHUE HA AMIIOAUIIMH, XHAPOXJIOPOTHA3KA H TEIMHCAPTaH NpPH 3JpaBH
Z0OPOBOJIUM HE NPOMEHA PapMaKOKHHETHKATA HA KOATO U [1a € OT ChCTaBKHTE.

Abcopbuus
Tenmucapran: [ITMKOBHTE KOHUEHTPALIMK Ha TEIMUCAPTAH ce NOCTUraT B pamkure Ha (,5—1,5 yaca
chien nepopaneH npueM. AGcontoTHaTa GHOHATHYHOCT HA TeMHcapTaH B 2034 40 mg 1 160 mg ¢
cbOoTBETHO 42% H 58%. XpaHarta neko cHukaBa OMOHANTUYHOCTTA Ha TEJIMHCAPTAH KATO PEAYKUHATA
Ha IUIOLITA MO KpHRaTa MjiasMeHa koHueHTpauus-speMme (AUC) Ha TenmucapTaH € oT 0kono 6% npu
40 mg no3a u okono 19% npu 160 mg noza. Tpu yaca cnea NpUAOKEHHE M1a3MEHUTE KOHLEHTPAUUH
ca NoJoOHH, HE3ABUCHMO Ja/IK TEJIMHCAPTaH € NPHIOKEH Ha IagHO WK ¢ XpaHa. He ce ovakea
cnabara peaykumns B AUC na npennsBuxa peIykuus B TepanesTHYHaTa eQpHKacHOCT. TeaMucapTan He
KyMYJIMpa 3HAUHUTENTHO B I1a3MaTa MPH NOBTOPHO NMPHIOXKEHHE.

Amnoaunuu: Cnea nepopanHo NPUIOKEHHUE HA TEpaneBTUYHA 10338 aMJIOAUITHH, MaKCHManHa
J1a3MeHa KOHLEHTpaLIMA ce AocTura 3a 6-12 yaca. AGconoTHara SHoOHANTHUYHOCT € MexxRy 64% u
80%. bHoHaNHYHOCTTA HA AaMJIOAHMITHH HE Ce NOBJIMABA OT MPUEMA HA XpaHa.,

XugpoxnopoTuasua: [lMKoBHTE KOHUEHTPALKMHK HA XHAPOXJIOPOTHA3UA CE MOCTHIaT B pAMKHTE Ha
npuOnu3nTenHo | — 3 yaca caen nepopaneH npuem Ha TonyTpuc. ABcoatoTHaTa OHOHAITHYHOCT,
Da3HpaHa Ha KyMYJ1aTHBHATA peHAIHA eKCKPeLMA Ha XHAPOXJIOPOTHA3UA, € Okono 60%.

Paznpenenenue
Tenmucapran ce CBbp3Ba B roiiMa CTENEH ¢ MtasMeHuTe nporenHn (>99,5 %), rnasHo ¢ a0y
anda 1-kucen ramkonporerH. CpeaHUAT NpUBUAEH 00eM Ha pasnpeaenenune e okono 500 f ;
KOETO MOKa3Ba AOMBJTHHTENHO CBbP3BAHE C THKAHUTE. SR

Amnoaunnn: OGeMbT Ha pasnpeneneHue e npuGausutento 21 L/kg. In vitro npoyusanms YoRadeat o

- i . x
" a H




4e mpudansutenHo 97,5% ot UHPKYHPAINOTO JIEKapCTBO CE CBBP3BA C MIIA3MEHHTE MPOTEHHH.
XHAPOXJIOPOTHA3NL CE CBBP3BA B 64% ¢ [UIA3MEHHTE NIPOTEHHH H NPHBUAHUAT My 06eM Ha
pasnpeaenexue € 0,83+0,3.

Bﬁomaucgbapmagm

Tenmucapran ce metaGonusupa 9pe3 KOHIOrauus kato 0bpasysa GapMakonOrHyHO HeakTHBEH
AUMIITTIFOKY POHHA. I'MOKYPOHHABT Ha OCHOBHOTO BELUECTBO € €IHHCTREHHST MeTabOIHT,
MACHTHULMPAH PH HoBeka. Cliesl eHOKPATHA 1038 Ges3an ¢ PaAHOAKTHBEH BbIriiepon 'C
TC/IMHCapTaH MIOKYPOHHIBT MPEICTaBNABa NpubIu3uTento 11% ot M3MCpeHaTa paIHOAKTHBHOCT B
[U1a3MarTa.

LluroxpoM P450 usoenzumure Hamar y4acTHe B MeTabonmM3ma Ha TeMucapTaH.

AM0RMNHHE: TepMUHATIEHHAT eTMMHHALHOHEH IIa3MCH MOMYXUBOT € npubmusurenHo 35 no 50
Haca, NpH eJHOKPaTHA AHEBHA [1034.

XHUIpOXJIOPOTHA3UL HE Ce MeTabonusypa npu xopa.

EnuMuHnpane

Tenmucapran: Kakro cnen HHTPABCHO3HO, TaKa M ClIe/t [IEPOPAITHO MPHIOKeHHe Ha 4C-Gengsan
TWIMHCApPTaH, NMo-rojiAMara 4acT OT npHeTaTa A03a (>97%) ce CTHMHHHPA C M3MPa)KHEHHATA Ype3
OnyiMapHa exckpelus. B ypuHara ce OTKPHBAT CaMO HE3HAYHTETHH KONWYecTBa. TOTaTHUS mnasMen
KIHPBHC Ha TEIMHCAPTAH CJiet MEpopanHo NpHAoKeHue € > 1 500 ml/min. TepmunanuusT
CIIMMHHALIHOHEH MONYXKHBOT € noeeue ot 20 yaca.

AMIIONMIIMA ce MeTaboTH3NPa B 3HAYMTENHA CTeNex OT Y€pHHA AP0 10 HEAKTHBHH MeTaboNHTH,
KaTo B ypHHaTa c€ ekckperupar 10% ot nexapcteoTo B HCTIpoMeHeH BHA U 60% ot Metabonurure.
XHAPOXNOPOTHAIML CE CKCKPeTHpa NOYTH H3LIA0 HENPOMEHeH ¢ ypuHaTta. Okono 60% ot
NCpopasiHaTa 103a ¢ ENMMUHUPA HENPOMEHeHa 1o 48 uaca. br6peunuar wiupnHc e okono 250 — 300
mi/min.

TepmuHanuuaT enuMHHANHOHEH MOJTYKHBOT ¢ 10~15 yaca.

JIuHefiHocT/HenuueliHoCT

Tenmucapran: papmakoxuHeTHKaTa Ha CPOPATHO NPHACXKEHHUA TeAMHCAPTaH ¢ 7031 ot 20 — 160 mg
€ HENIMHEHHA, KaTo ce HaBIogaBa NoO-roJsIMO OT NPONOPUHOHATHOTO MMOBHLLIEHHE HA IUIA3MEHUTe
KOHUEHTPaLHH (Cmax ¥ AUC) npu noBHapaxe Ha nosute. Tenmucapran He kyMynupa 3HauYHMO B
NNasMara 1pH NOBTOPHO TPHWIOIKEHME.

AMJIOJWIHH H XMAPOXJIOPOTHA3HA MOKA3BAT NHHeHHA (papMakokuHeTHKA.

Dapmaxoxunemuxa RPU CReYUantu RONYrayuy

Crtapuecka Bb3PacT
GapMakokMHETHKATA HA TEIMUCAPTaH He Ce pa3/in4yaBa MEXIY NAaUHEHTH B CTAPYECKA BB3PACT H I0-
MJIAJHUTE NalUeHTH,

BpemeTo 3a nocturade Ha MAKoBMTE IUIA3MEHH KOHLCHTpalHH aMJTOOHIKH € MOX00HO NPH WHAUBHIH
B CTap4ECKa BB3PAcT U MI1aau MHAWBUAK. [Ipy mauuenTyTe B CTapyecka BE3pacT, KIMPLHCHLT Ha
aMTIOANTTHH HaMaJ1ABa, KOETO MMa 3a Pe3ynTar yeeauyasade Ha AUC CAUMHHALIMOHHHS NOYXHBOT.
Yeenuuenuero Ha AUC ¥ eTMMHHALHOHKHS OTYXKHBOT NIPH MALHEHTH CBC 3aCTOMHA ChPHEYHA
HEROCTATRYHOCT ca OMIM CTIOpER OYaKBAHETO 38 CHOTBETHATA BB3PacTOBA rpyma.




b1OpeuHo yBpexkaaHe

[Ipy naumeHTH ¢ OBLOpeyHa HeAOCTATBYHOCT, NOAJIOAKEHN Ha AHANN3a, ce HaON0AABAT NO-HHCKH
M1a3MeHu KoHueHTpauuH. [1py naumenTy ¢ 6nOpeuHa HEJOCTATBYHOCT TENMUCAPTAH Ce CBbP3BA B
roJismMa CTEMNeH € IU1a3MEHHA NPOTEHH H He MOXE Aa Obae OTCTpaHeH upes avanu3a. [Ipu nauueHTH ¢
6b6peuHo yBpexKaaHe ENTUMUHALUOHHHAT NOAYKHBOT HE € MPOMEHEH.

[Ipy nauneHTH ¢ HapyuweHH ObOpeyHa PYHKUHA CKOPOCTTA HA EIMMUHHPAHE Ha XUIPOXNOPOTHAZH] €
peayuupaHa. B eaHO TUNHYHO NpoyuBaHe, BKIIOYBALIO NALUEHTH CbC CPEAEH KPEaTHHUHOB KIIMPBHC
90 mi/min, eAMMHHALMOHHKUAT NOSYKUBOT Ha XHAPOXJIOPOTHA3K] ce yBeauuaea. [Ipu ¢pyHxUHOHATHO
aHeppHUUHH MAUMEHTH €JTUHMUHALMOHHHSA NONYXHBOT € 0K010 34 4yaca.

YepHoapobHo yepexaaHe

QapMaKOKHHETHUHHUTE NPOyUBaHHKA NPH NALMEHTH ¢ 4epHOAPOOHO YBpEKAaHE MOKA3BAT NOBHLLABAHE
Ha abcomoTHaTta SuonanuyHocT 2o okoso 100%. Ipu nauneHTy ¢ yepHOAPOOHO yBpEX IaHe
€IMMHHALHOHHKAT NOAYKHBOT HE € NPOMEHEH.

Mma MHOro orpaHHuYEHH JaHHH 3a MPHJIOKEHUETO HA AMJIOAUMUH NPH NAUUEHTH C YEPHOAPOOHO
yBpexaane. [lauuenTrre ¢ yepHoApoOHa HEAOCTATLYHOCT KMAT NMOHUXKEH KNUPBHC HA aMJIORUITHH,
BOAELL A0 MO-ABLABT MONYKHBOT M NOBHILaBaHe cTonHoCcTHTEe HAa AUC ¢ npubnusutendo 40-60%.

[leauaTpyuHa nonyjaauus

[IpoBeneno e nonynauHoHHO GapMakOKHHETHYHO NMPOY4BaHe Npy 74 geua ¢ XHNepTOHUA HA Bb3pacT
ot 1 a0 17 roannu (34 naureHTH Ha BB3pacT OT 6 A0 12 roauHu ¥ 28 nauveHTH HA BB3PACT OT 13 a0
17 ronuun), npHeMaliid aMmyIOOHNHH B Jo03a Mexay 1,25 ¥ 20 mg, BeAHBbXK WK ABA NbTH AHEBHO. [1pu
Jie1aTa Ha BL3pacT OT 6 10 12 roauHu v roHOWHTE Ha Bb3pacT 13-17 roaMHU THMHYHHAT OpaneH
kaupbHC (CL/F) e cvotBeTHO 22,5 M 27,4 |/yac npu mbxeTe H choTBeTHO 16,4 M 21,3 /yac npwu
xenure. Habnmonaea ce ronama BapuabunHocT B ekcnozuuusaTta. JlaHHuTe NpH fiena Ha Bbapact nos 6
FOAUHH Ca OTPAHKHYEHH.

5.3 IIpeakNHHHYHA JaHHH 33 6e3onacHocT
Cevp3anu c meamucapman u Xuopoxiopomuasuo

[Ipu npeaHUUYHK NpoyuBaHus 3a 6€30MaCHOCT C €AHOBPEMEHHO NPHIOKEHHE HA TENIMHUCAPTAaH U
XHAPOXJIOPOTHA3H/ NMPH HOPMOTEH3UBHH IUIBXOBE M Ky4eTa, 1034, BOACSWLH A0 €KCMO3ULIUA, CPaBHHMA
C Ta3H B KJIMHWYHHA TEPaANEBTHUYEH AHAMA30H HE Npeau3BUKBaT edeKTH, pa3IMuHH OT HabMoRaBaHUTE
[pH CAMOCTOATENHOTO MPUIOKEHHE HA aABeTe BewecTsa. HabmonaBaHuTe TOKCMKONOrdYHU HaXoAKHK
HAMAT OTHOWIEHHE KbM H3MOJI3BAHETO 32 TEPANCBTHYHH LE/IH NPH YOBEKA.

TOKCHKOIOrHYHHTE HAXOAKH, JOOpE NO3HATH OT MPEAKIUHUHHATE NPOYHBAHHA HA HHXUOUTOPH Ha
AHTHOTEH3HWH KOHBEPTHpALLUA €H3UM H auTHoTeH3uH Il peuentopHu 61okepn ca: HamangBaHe Ha
napaMeTpuTe Ha YEPBEHHTE KPBLBHHU KIIETKH (EPUTPOLIMTH, XEMOTTIOOUH, XEMATOKPUT), NPOMEHH B
O01LOpeuHaTa xeMOAHWHaAMHUKa (TOBHLLIEHO HWBO HA YPeeH a30T B KPbBTAa H KPEATHHMH), MOBUILLIEHA
AKTHUBHOCT HA NNa3MeHHs PEHHH, XHNEPTPOPHA/XHIIEPILIA3UA HA IOKCTArMOMEPYAapPHHTE KIETKH H
yBPEeXIaHE HA CTOMALIHATA Turapyua. CtoMatlHuTe ae3uy Morar aa obaar

MpeAOTBPATEHH/ OrpaHH4EHH Hpe3 nepopanHo obaBAHE Ha PAa3TBOP HA HATPHEB XJIOPUA H IMPYNOBH
KMNKLLA 3a xuBoTHUTE. [lpH KyueTa ca Habmiopasanyn 6b0peuna TyOynapha aunarauus v aTpodus.
CunTa Cce, 4e TE3H HAXOAKH CE AB/DKAT Ha (hapMaKoIOrHyHaTa aKTHBHOCT Ha TenmMucaprtad. He ca
HaON0aaBaHH €EKTH HA TEIMHCAPTAH BLPXY (PEPTUIAMTETA HA MBIKKH H )KEHCKH HHAUBHH.

Hsma acHM 1anHH 3a TepaToreHeH edekT, BLIIPEKH TOBA MPH TOKCHYHH J030BH HHBA Ha TE/IM
e HabnmonaeaH edekT BbPXy MOCTHATAIHOTO Pa3BUTHE HA MOTOMCTBOTO, KATO NMO-HUCKO Ten
Terno ¥ 3a0areHO OTRAPAHE HA OUMTE.

Hsama nokazaTtencTea 3a MyTareHHOCT H CbOTBETHA KIIACTOreHHa aKTUBHOCT Ha TEJIMHCA
M3TIMTBAHHUA in Vitro ¥ KApLUMHOMeHHOCT NPHY NUTbXOBE U MHLIKH. [TpoyuBaHusTa ¢ XMapo
AAaBaT HECUI'YPHU JAHHH 33 FEHOTOKCHYHOCT WM KAPUMHOIEHHH €(peKTH NPH HAKOH




eKCNEPUMEHTANHH MOJAENH.
3a (heTOTOKCHUHHMS NOTEHLUMAT HAa KOMOHHALMATA TEIMUCAPTaH/XHAPOXNOPOTHA3NA BHXKTE TOUKE 4.0.

Cevp3anu c amaoounun

Penpooyxmusna moxcuwnocm

PenpoayKTHBHUTE NPOYHBAHUA NPH TUTEXOBE M MHLIKH NOKA3BaT 3aKbCHANO PAXKAAHE, Y ABIKEHO
PaKJAHE U HAMAIEHA MPEKHBAEMOCT Ha MaJIKUTE IMpH J03H NpUGnn3uTenHo SO mbTH NO-BUCOKY OT
MAKCHMAaIHATA NMPEeNopbUHTE/IHA 1033 NpH xopa Ha Da3aTta Ha mg/kg

Hapywenue na hepmurumema

He e ycraHoBeH eekT Bbpxy depTHUIUTETA Ha MIBXOBE, TPETHPAHU C AMIOAHINHH (MBKKH 32 64 JHU
M Ha XeHCKM 3a 14 nHu npeau undroceane) npu o3k 00 10 mg/kg/nen (8 meTr* makcumanHata
ApenopbUMTENHa 103a npy xopa 10 mg, u3uucaeHa Ha 6a3ata Ha mg/m?2 ). B apyro npoyusaHe npu
[UTbXOBE, B KOETO Ha MBXXKH MUTLXOBE € MpUNarad aMmaoJunMHOB Oe3unaT B npoabnKkeHue Ha 30 nHu
MpH 1033, CpaBHUMA ¢ J03aTa npy Xopa Ha 6a3ata Ha mg/kg, ca ycTaHOBEHH MOHWXKEHH MIa3MEHH
HUBA Ha GONMUKYNOCTHMYNHPaLL XOPMOH H TECTOCTEPOH, KAKTO W HamManeHa IUTbTHOCT Ha cnepmara H
HaMmaJsieH Opoil 3penu cnepmaruam u Kietku Ha Ceproaw.

Kanyepocenesa, mymaczenesa

[InbXoBe U MUILIKH, HA KOUTO € MPUJIAaraH aMma0AUINKH ¢ XpaHaTa B NpoAb/KEHHE Ha ABE TOAHHM, B
KOHUEHTPALMH, H3YHUCIIEHH TaKa, Ye 2 OCUTYpABAT AHEeBHH N030BH HUBa 0,5, 1,25 v 2,5 mg/kg/nen,
He MOKa3BaT JaHHU 3a KaHUeporeHHocT. Hali-BucokaTa 103a (3a MULIKKM O/1H3Ka 10, a 3a [UTbXOBE
ABOHHO NO-BHCOKa* OT MaKCHMAJIHATA NPEnopbYHTENHA KIHHHYHA d03a ot 10 mg Ha Oa3ara

Ha mg/m?) e 6una 61M3Ka 4O MaKCUMATHATa MOHOCHMA J03a 32 MULIKH, HO HE H 33 [UTbXOBE.

[IpoyusaHusTa 32 MyTareHHOCT HE NMOKA3BaT CBbLP3aHH C JIEKAPCTBOTO €(PEKTH HUTO Ha FEHHO, HUTO
Ha XpOMO30MHO HHBO.

*basupaHa Ha nauMeHT ¢ TenecHo Terno 50 kg

6. OAPMANEBTHYHHU JAHHH

6.1 CnuchbK HA TOMOIIHHTE BelleCTBA

[lornaon K30

HaTtpues XxHapoOKCHA

JlakT03a MOHOXHApPAT

MernyMuH

KpocnoeuaoH

MHUKPOKPHCTANIHA LENyN03a

Hatpuee creapun pymapar

[TpexenaTHHH3IUPAHO HULLECTE

Hatpues HuillecTeH ravkonaar (tun A)

Marne3snes creapar

KononaeH 0e3BoaAeH CHIULMEB AHOKCH]

Xnnt xenezed okeun (E172) (camo 8 40 mg/5 mg/12,5 mg, 80 mg/10 mg/12,5 mg u
80 mg/10 mg/25 mg mabremxu)

Yepsen xenesen okeun (E172) (cavo 8 80 mg/5 mg/12,5 mg u 80 mg/10 mg/12,5 mg mabremxu)

6.2 HecbBMECTHMOCTH
Henpruuoxumo.

6.3 Cpox Ha roaHocT




3 roauHH
6.4 CnenHaJ/iIHH YCJIOBHA HA CbXpPaHeHHe

Jla ce cbxpaHsBa B OpMIrMHa/IHaTa ONAKOBKa, 3a /1a ce Mpeanasy OT CBETJIMHA M BJIara.
To3u nekapcTBeH NPOAYKT HE U3UCKBA CNELIMAIHHA TEMIIEPATYPHH YCIIOBHA HA CbXPaHEHHE.

6.5 JlaHHH 32 ONaKOBKATA

bauctep OPA/AI/PVC ¢onuo — Al ponno: 28, 30, 56, 60, 84 1 90 TadsieTkn, B KapTOHEHA KYTHS.
baucrep OPA/AI/PVC donuo — Al donno, kanenaapHa onakoska: 28, 56 u 84 Ta0/IeTKH, B KapTOHEHa

KYTHS.

He BcHuku BMAOBE OMAKOBKK MOrart Aa ObaaT nycHaTH Ha nasapa.
6.6 CnenHa/IHH npeaAna3HH MEepPKH NMPH H3XBbPJ/IAHE
Hsama cneyyaiHu U3UCKBAHUA.

Hewu3znon3BaHUAT JIeKapCTBEH NPOAYKT MK OTNAAb4YHUTE MaTEepHay OT HEro TpAdBa /1a ce U3XBBbPJIAT
B CbOTBETCTBHUE C MECTHUTE U3UCKBAHMA.

7. NMPUTEXATEJI HA PABPELIEHHUETO 3A YIIOTPEBA

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

8. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA
Toayrpuc 40 mg/5 mg/12,5 mg rabaetku — Per.Ne: 20240070
Toayrpuc 80 mg/5 mg/12,5 mg tabnerku — Per.Ne: 20240071

Tonyrpuc 80 mg/10 mg/12,5 mg tadbnerku — Per.Ne: 20240073
Toayrpuc 80 mg/10 mg/25 mg rabnerku — Per.Ne: 20240072

9. JIATA HA ITBbPBOTO PASPEIIABAHE/ITIOJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBO pa3pelwasade 3a ynorpebda: 20.03.2024

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Moapo6Ha nHopmaLms 3a TO3M NEKAPCTBEH NPOAYKT € NpeAoCTaBeHa Ha yeOcaira Ha ManbnHuTenHa
Arenums no Jlekapcreara (MAJI) http://www.bda.bg.




