KPATKA XAPAKTEPUCTHKA HA ITPOJIYKTA
20080/36/37/3p

Jak -5 6 35-7°7
Tecnanan 20 mg/5 mg dhunmupanu Tabnerku g é/ /L?j/

Tespadan 20 mg/5 mg film-coated tablets 11 -02- 09

1. HME HA JEKAPCTBEHHUS ITPOAYKT

Tecnanan 40 mg/5 mg dunmupanu Tabnetkn
Tespadan 40 mg/5 mg film-coated tablets

Tespadan 40 mg/10 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Tecnanan 20 mg/5 mg punMupanu TabneTku:
Bcesika dhunmupana tabnetka Tecnagan ceaspika 20 mg onmecaptan meaokcomu (olmesartan
medoxomil) 1 5 mg amnoaunux (amlodipine) (nox ¢opmara Ha aMIOAMNHHOB Oe3unar).

Tecnaznan 40 mg/5 mg buamupany TabneTku:
Bceska ¢unmupana tabnetka Tecnanan ceabpika 40 mg onMecapran MeokcoMmi (olmesartan
medoxomil) u 5 mg amnoaunuu (amlodipine) (nox gopmara Ha amnOAMNHHOB Ge3unar).

Besika (unvupana Tabnerxa Tecnazian CI;JI'BpH(a 40 mg o) Tan Mefiokcomm (olmesartan
MaTa Ha  AMTOZHTIH 1 6e3unar).

[TomolHK BelllecTBa C H3BECTHO NEHCTBHE

3a MbJIHHA CMHCHK Ha TIOMOII[HUTE BELECTBA, BIKTE TOuKa 0.1.

3. JIEKAPCTBEHA ®OPMA
®unmupana tabnerka

Tecnapnan 20 mg/5 mg dunMupanu TabneTku:
benu, kpbrau, gpunmupanu Tabnerku ¢ pasmep 6 mm, u ¢ Haanuc C73 oT eHaTa cTpaHa.

Tecnanan 40 mg/5 mg punmupanu TabneTku:
Kpemaeu, kpbrau, pmamupanu Tabnetku ¢ pasmep 8 mm u ¢ Haanue C75 OT efiHaTa CTpaHa.

Tecnanan 40 mg/10 mg puamupanm TabneTku:
Kadyennkaro-yeppenu, Kpbriu, GpuiMnpanu Tabnetky ¢ pasmep 8 mm u ¢ Haanue C77 ot eaHaTa cTpaHa.




4. KJIMHHWYIHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHS
Jleuenue Ha €CCHUHA/THA XHIIEPTOHHA.

Tecnanan e nokasaH npH Bb3pacTHH MALMEHTH, YHETO apTEPHATTHO HAJIAraHe He Ce KOHTPOJIHpa
aJIeKBaTHO MPH MOHOTEPANHS C OJIMECAPTaH MEIOKCOMHII HITH aMIIOJIMIMH (BHK Touka 4.2 1 Touka 5.1).

4.2 Jlo3npoBKa H HAYHH HA NPHJIOKEHHE

JlozupoBka

Bw3pacThu

[IpenopsunTennara no3a Ha Tecnanau e 1 Tabnerka AHEBHO.

Tecnanan 20 mg/5 mg Moxke 1a Objie NPUIOKEH NPH MALMEHTH, YUETO apTEPHAIIHO HAJIATaHE He ce
KOHTpPOJIMpa aJIeKBaTHO NpH MOHOTeparnus ¢ 20 mg onMecapTaH MeOKCOMMI HIIH 5 Mg aMJIOIHITHH.

Tecnanan 40 mg/5 mg moxxe 1a 6be NPUIOKEH NPH NALMEHTH, YHETO apTEpPHATHO HajlsraHe He ce
KOHTponupa aziekBatHo ¢ Tecnanan 20 mg/S mg.

Tecnanan 40 mg/10 mg m
KOHTPOJIMPA aJIeKBATHO

IIpenn na ce npeMHHe KbM JleyeHHe ¢ UKCHpaHa KOMOWHAIMA ce NPENnopbYBa MOCTENEHHO THTPHPaHe
Ha ]103aTa Ha OT/Ee/IHWTE KoMIoHeHTH. KoraTto e noaxoasino ot KiMHUYHa IJ1e/IHa TOYKa, MOJKe Jia ce
00ChAM AMPEKTHO NPEMHHABAHE OT MOHOTEepanka KbM (HKCHpaHa KOMOHHaLMs.

3a y,ﬂOﬁCTBO MalMUEHTHTE, MoJyyaBalli oMecapTaH ME1OKCOMMIT H aMJIOAHITHH KaTO OTAEJIHH Taﬁne'nm,
MoraTr Aa npeéMHUHaT Ha JIEYEHHE C TabneTKH TCCl'IaJ].aH, CbAbpPiKallH CbLIaTa A103a HA OTACJIHHTC
KOMITOHCHTH.

Tecnanan Moxe 1a ce nprema ¢ v Oe3 XxpaHa.
[TaumenTH B cTapuecka Bb3pacT (Ha/Haja 65 ToAUHU)

IIpy naupeHTHTE B CTapyecka Bb3pacT 10 NPHHLMI HE € HeOOXOIMMO KOPUIHpaHe Ha
TpenopbYMTEIHATA /1033, HO TPAOBa /1a ce BHMMaBa NpH NOBHLIABaHe Ha Jlo3aTa (BWk Touka 4.4 w 5.2).
AKo € HeoOXO/TMMO NMOBHILIABAHE HA Jl03aTa 10 MakcuManHara ot 40 mg ojiMecapTaH MeI0KCOMMIL,
apTepPHAHOTO HaJlAraHe TpAOBa CTPUKTHO Jia ce Npocie/sBa.

bnOpeuno yBpexnane

MakcumManHaTa 103a Ha oiMecapTaH MeZIOKCOMHMIT TIPH TIALMEHTH C J1EKO J10 yMepeHo 6b0peuHo

yBpeskaaHe (kpeaTMHUHOB KHpbHC 20—-60 ml/min) e 20 mg onmecapTaH MeIOKCOMMIT €IHOKPATHO
JIHEBHO NOPajix OrpaHHYEHUSA OIHUT C 10-BUCOKH 1031 B Ta3H rpyna nalueHTH. [1puioskeHHeTo Ha
Tecnanan nNpy NalMeHTH ¢ TeKKO OBOPEUHO yBpeskaaHe (KpeaTHHHHOB KIMpbHC <20 ml/miny
npenopbusa (Biwk 4.4, 5.2). 7
IIpn naumenTH ¢ ymepeHo 61b0peyHo yBpeskaaHe ce NpenopbuBa Npocie/isiBaHe HUBATY 't
KpeaTHHHHA. i &

YepHonpobHo yBpeKaane 1 ‘-_,’,\“Q.j i



Tecnanan Tpa6Ba na ce nprara ¢ MOBMINEHO BHHMAHHE NpPY MALMEHTH ¢ JIEKO IO YMEPEHO HepHOApPOOHO
yBpexaaHe (Bix Touxu 4.4, 5.2),

Tpx nanpeHTH ¢ yMEpPEeHO YepHOAPOOHC YBpekAaHe ce Npenopb4ka HaqamHa no3a oT 10 mg onMecapTal
MEZIOKCOMMII E[IHOKPATHO JTHEBHO, a MaKCHMalTHaTa 1032 He TpabBa na npeprmasa 20 mg ¢AHOKPATHO
nreeHo. [Tpu naupenTy ¢ yepeneHa yepHonpobHa GyHKIMA, KOMTO NOMYH4BAT AUYPETHHH WHITH ADYTH
aHTHXHMIEPTEH3HBHH JIEKAPCTBA, Ce MPeNophYBa CTPHKTHO C/E/ICHE HA APTEPHATTHOTO HalATaHe H
GrOpeunaTa yHkima. Hama onHT 32 IPHIOKEHHETO HA OIMECAPTAH MEJOKCOMH NPH NAMEHTH ¢
TEKKO YepHOAPOGHO YBpexkaaHe.

Kaxro npH BCHYKH KaJILEBY aHTArOHHCTH, NOMYKHBOTHT HA aMJTOJIMITHH € YARLKEH NPH 1aLHEeHTH C
yBpeHcHa YepHOApoOHA GYHKIMA 1 NPeMOPBKH OTHOCHO JO3HPOBKATA HE ¢a YCTaBOBEHH. ET0 3amo npy
Te3H naumeHTH Tecnanan Tpsbea Ja ce Mpuiara ¢ MOBHINEHO BHAMAHHE. PapMaKOKHHETHYHHTE
CBOHCTBA Ha aMJIOJMITHH He Ca IPOYYeHH IPH TEXKO YePHOAPOOHO YBpeKIaHe. AMNo/HIIH Tpabea Aa
ce 3aMo%He ¢ Hali-HUCKATAa 034 ¥ Ja ce THTPHpa 0aBHO NpH MALHEHTH ¢ HapylneHa “epHoapobHa
tynxuma. [punoxxennero Ha Tecnaaan NpH NALHEHTH ¢ TEXKO YepHOAPoOHO yBpexaaHe ¢
NpOTHBONIOKA3aHO (BHXK Touka 4.3).

IleppaTpyuna nomynaups

be3zonachocTra 1 epukacHOCTTa HpH NpHIcHKeHNe Ha TecnanaH NpH Aela H IOHOIIH noz 18-roaymma
BBIpaACt He & JOKaszaHa. HiaMa HanuHM JaHHH.

HaunH na npuioKeHRe:
TaGnerxara Tpadea Aa ce NOrLIHE ¢ JOCTATHYHO KOMYECTBO TEUHOCT (Hanp. ¢ yaina sopa). TabneTkata
He TpaOBa Aa ce AbBYe U TPAOBA Aa ce TIpHEMa TIO €XHO W CHINO BpeMe BCEKH EH.

43 IIpornBonokazaHms

CBpPBXUYBCTBUTEHOCT KM aKTHBHHUTE BEIIECTBA, KbM HHXHAPONUPHIHHOBH MPOH3BOAHH HIH KM
HAKOE OT NOMOLIHHMTE BEINECTBa, W30poeHH B Touka 6.1,

Bropu v TpeTH TpHMecTHp Ha GpeMeHHocTTA (BIDK Touka 4.4 | 4.6).
Teskka yepHOapPOOHa HEXOCTATEYHOCT M OHMITHapHa 00CTPYKIMA (BIDK TouKa 5.2).

EnnoepemeHnaTa ynoTpeba Ha TecniaziaH ¢ aniucKUpeH-ChIbPKALIA POAYKTH € NIPOTHBOIOKA3aHA ITPH
nauuenTH cbe 3axaped anaber win 6u6peuno yepexaare (GFR < 60 ml/min/1,73 m2) (px. Toukn 4.5 u
5.1). :

Tlopaay HanuYKeTO Ha aMIIOJUITHH B CECTABa cH, TecnanaH chilo Taka € [POTHBOMOKA3AH HPH MalHEHTH
c

- TEJKKA XMIIOTOHHS;

- IMOK {BKIFOUMTENHO Kap/IOreHeH 1IoK);

- oBCTPYKIMA HA H3XOJa Ha NIABaTa KaMepa (HanmpHMep BUCOKA CTENEH Ha 40PTHA CTEHO3a);

- XEMOJHHAMHYHO HeCTaOWTHA CHPIEYHA HEAOCTATEMHOCT Clief] OCTBP MHOKapAeH UHDaPKT.

44 Criennansn npeaAynpexaeHns H IPeATAZHH MePKH NpH YRrOTpeba

TNatmeHTH ¢ XUNOBONEMHA HIIH NehHLMT Ha HATPHIL:
Tpy naupenTH, KOUTO HMAT XUIIOBONEMUS WM AeULIMT HA HATPHH B PC3YIITAT HA ATPeCHRHA
IHYPeTHYHA TeparHs, IHeTa ¢ OfPaHHYEH NPHEM Ha CON, JHapHa WIH TIOBPBILAHE, MOXKE Ja
CHMITTOMATHYHA XHINOTOHKS, 0CO0EHO cell MbpeaTa no3a. [Ipenopbysar ce KOpeKLMa Ha
CBCTOSIHHE AIPEAH NPHIOKeHNeTo Ha Tecanad MM BHUMaTENHO MEAKLIMHCKO Habnonen)
Ha JIEYSHHETO.

JIPYTH CLCTOSHHS, NPH KOHTO MMA CTHMY/HPAHE HA PEHHH-AHTHOTEH3HH-aTIOCTEPOHOBA
3



IIpu nawpeHTH, YHiTTO CHAOB TOHYC ¥ GEOpeuHa QYHKIMA 3aBHCAT OCHOBHO OT aKTHBHOCTTA Ba PCHHH-
AHTHOTEH3HH-ANI0CTEPOHOBATA CHCTeMa (Hanp. MAMEHTH ¢ TeXKKa 2aCTOHHa ChpAEYHA HEI0CTATEYHOCT
HIHH noanekanio 6u6peuno 3abonaeane, BKHOUHTENHO CTEHO3a Ha 6B6peyHaTa apTephs), TeYeHHETO ©
APYTH NEKAPCTBEHH MPOAYKTH, KOHTO [IOBIHABAT TA34 CHCTEMA, KaTo aHTHoTeH3kH Il peuenropin
AHTATOHMCTH, CE CBHP3BA © TEXKKA XWNOTOHMA, a30TEMIA, OJIMTYPHA IITH PAAKO ¢ ocTpa 6u6peuna
HEAOCTAaTBYHOCT.

PenoBackynapHa XMNEpTOHHA:

Hanune e noBHIneH pUCK OT TeXKKa XHIIOTOHHA H OB6peyHa HENOCTATEYHOCT, KOTATO NAllUeHTH ¢
JBYCTpaHHA CTeHO3a Ha GpOpeyHaTa apTepis WM CTEHO3a Ha apTepHiTa Ha SAHHCTBEH QYHKIHOHHpAIY
610pek NPoReKAAT ieYeHNRE ¢ IEKAPCTBEHH NPOLYKTH, KOMTO MORTHABAT PeHHH-aHTHOTEH3HH-
AN0CTEPOHOBATA CHCTEMA.

BrOpeuno yspexane n 6b0peuHa TpaHCIUIaHTaIHA:

Korato TecnanaH ce npinara pH NALHEHTH ¢ YBpeaeHa GrOpeuna HyHKIMA Ce Mpenophyea
NIEPHONMNHOTO NPOCTIENABAHE Ha CEPYMHHTE HHBA Ha Ka/lud M KpeaTHHUHa. Tlpranoxkenmero Ha Tecnazan
He ce NPenopBYBa TPH MALMERTH ¢ TeXXko G10peuno yepexane (KpeaTHHHHOB XaupbHC < 20 ml/min)
(Brok Touky 4.2, 5.2). Hama onut ¢ npunoskennero Ha Tecna/iaH Npy NALMEHTH CbC cKopolitHa 6p0pedna
TPAHCIUTAHTALIMA WIH [IpH NALHEHTH ¢ KpaeH cTanuit Ha 66peyuHo yBpexkaaHe (Hanp. KpeaTHHHHOB
KIHpEHE < 12 ml/min).

HBoitHo GnokHpaHe Ha peHHH-AHTHOTEHIMH--ATAOCTepoHoBaTa cicTeMa (PAAC)

Hma nannu, ye eanoepeMerHara ynotpe6a Ha ACE vnxuGuropy, anruorensuH Il-peuerrropan 6nokepn
HITH 2JIHCKUPEH NIOBHIIABA PHCKA OT XMIOTOHMA, XMIICPKATIMEMHA H HaAMaNIBaHe Ha 6K6peunaTa
(yHKums (BRIOUHTENRHO ocTpa OB0peyna HefocTaThaHocT). Ilopamu TOBa He Ce Ipenops4Ba ABOHHO
6noxupane Ha PAAC ypea komGunupanara ynorpe6a Ha ACE uHxuburopy, arrnorensut I1-
PeLeNTOpHH ONOKEpH WK anHCKHpeH (BK. TOUKH 4.5 1 5.1).

AKxo ce nipeLieHH, He TepanHaTa ¢ ABoiHO Gnokupasre ¢ aGcomoTHo HeoOXoxuMa, ToBa TpaGea Ja cTapa
€aMoO 101 HaOMMIONEHHETO Ha COELMANHCT H TIPH YeCTO BHAMATETHO MOHHTOpHpaHe Ha 6s0peynara
(YHKLIMSA, €TEKTPOIIMTUTE H KPBBHOTO HAJIATAHe,

ACE uaxu6uTopy M anrnorensuH ll-penenropun 6nokepn He Tpabpa Ja ce W3NON3BAT enﬂonpemenno
NPH DaLKeHTH ¢ anaberHa redponaTis.

YephoapobOHO yEpeXkIaHe;

EKkcnosuumaTa KbM aMIOJMNHH H ONMECAPTaH MEAOKCOMHII € TIOBHIIIEHa TIP# MAllEHTH ¢ YepHOAPOoOHO
yBpexaaHe (B Touka 5.2). HeoGxoaumo e NoBHINEHO BHUMAHHE, koraTo Tecnajan ce npunara npH
NIALMEHTH € JIEKO A0 YMEPEHO YepHOapobHO yBpexaane. [IpH NalMeHTH ¢ YMEPEHO YBpeXIaHe f03aTa
Ha OJIMECAPTAH MEAOKCOMHN He TPAOBa Aa Hameviuasa 20 mg (Biok Touka 4.2). [1pu nmaimpenT ¢
HapyLeHa yepHoaApoOHa PyHKUNMS, MPHIOKEHHETO Ha aMJIOAMITHH Tpa0Ba na ce 3anoyHe ¢ [10-HHCKATa
2033 OT 1030BHA HHTEPBAN H TPAORA fa ce MpWIara ¢ BHHMaHHeE NPH HAYMAMHOTO JICUEHHE U NIPH
noBHIIaBaHe Ha no3ata. [IpunoikeHuero Ha Tecnaa npy NalMEHTH ¢ TEKKO YEPHOAPOGHO YBpekKAaHe
€ NIPOTHROIOKA3aHO (BIDK Touka 4.3).

Xunepkanuemus; _
Kakto 1 npu apyru avruotensuH 1l antaronetn 1 ACE-s#HXMOUTOPH, B X0Za HA JIEYERHETO MOXE Jla
HACTBITH XHNIEpKanueMHa, oco0eHo NP Hanuske Ha GBOpeyHo yBpexkaaHe W ChbpAcHHa
HEJOCTAaTbHHOCT {BHoK TouKa 4.5). TlpenopryBa ce CTPHKTHO NPOCICAABAHE HA HHBATa Ha CEpYMHIA
Kanwii MpA MalMeHTH, 3NI0KEHH Ha PHCK.

CereTeTBamo ynotpeba Ha 106aBKH, ChIBPHKALLN KajlMii, KaIHi-ChXpaHABAILH AXYPETHLMH,
3AMECTHTENH Ha CONTa, ChIBKALLM KallHii MM IPYTH JleKapcTBEHH NPOAYKTH, KOMTO MOraT A8 NOBHILAT
HHBATA Ha Kalia (XeNapuH M T.H.) TpatBa fia ce OCHIIECTBABA ¢ TIOBHILECHO BHHMAHHE K NPH 4
npocieAMBaHE HA HMBATA Ha KalHa,

Jlamwii:
Kakro 1 npu Apyrute aHrHoTeH3HH I pellenTOpHH aHTArOHHCTH, CRITBTCTRALIOTO NIPH
Tecnianan n nuTHIT He ce NpenoprsyRa (Biok TouKa 4.5).



(CreHO3a Ha aOpPTHATA MM MHTPATHATA KiIana; 06CTPYKTHBHA XHTIePTPORIHA KapAHOMHONATHS.
Tlopany HanKMYHeTo Ha AMIIOAMITHH B ChCTaBa Ha Tecnazan, KakTo NPM BCHYKH BA3OMUAATATOPH, CE
NpenopbyBa MOBHIICHO BHHMAHHE NP NalMeHTH, CTPajalli OT a0pPTHA WIH MMTpATHa KallHa CTeH033
HIH O0CTPYKTHBHA XHIIEPTPOdITIHA KAPAHOMHONIATHS,

ITepBHYEH ATNOCTEPOHAIBM:

TMauMenTHTE ¢ MHPBHYCH ANOCTEPOHHIBM KATO LIAJIO HAMA Aa OTTOBOPAT HA AHTHXHIIEPTEHIHBHA
JEKAPCTBEHH NPOAYKTH, KOWTO JeHCTBAT NOCPEICTBOM HHXHOMpaHe Ha peHHH-aHIHOTEH3MHOBATa
cucteMa. Ilopagn Topa Npu Te3u malMeHTH NMpHNCXKEHNeTo Ha Tecnaaan He ce NpenoppYBa.

ChbpAe4yHa HEAOCTATEYHOCT;

ITpu npenpasnonoxeHH JHLIA MOTAT Jia ¢¢ O4aKeaT npoMenn B 6u0peunata GyHKIMA KaTo cnencTBHE OT
HHXMOMpate Ha pPeHUH-AHTHOTEHIMH-aNAOCTepOHOBaTa cucteMa. [IpH DAlMeHTH C TEKKA ChpAedHa
HENOCTATBYHOCT, 4HATO OnOpeuHa ¢yHKNHA MOXe Oa € 3aBHCHMA OT AaKTHBHOCTTA HA peHHH-
AHTHOTEH3UH-AI0CTEPOHOBATA CHCTEMA, JICYEHMETO ¢ HHXMOHTOPH HAa AHTHOTEH3HH-KOHBEPTHpAINHS
en3uM (ACE) u aHrHOTEH3NH PELIETTTOPHE aHTATOHMCTH ce CBBP3Ba ¢ ONMTYpPHA WHIH NporpecHpama
azoreMud H (pagKo) ¢ ocTpa 6u6peyHa HeROCTATEYHOCT H/WIIH CMEBPT.

TTaipenT! Cbe CHPASYHA HEAOCTATEMHOCT TPA0Ba 4 Ce JIEKYRAT C BHUMaHue. B gearocpouno, miauebo
KOHTPOJIHPAHO NpoyyBaHe ¢ aMIOAHIIHH TP NAlHEeHTH ¢ TeXKKa ChpaeyHa HenoctaTbusocT (NYHA
knac 1II u IV), noxknansanara 4yecTora Ha GeloapobeH OTOK € O-BHCOKA B MPYNATa HA aMJIOAHMITHH,
OTKOJIKOTO B ILnarie6o rpymnata (Bik Touka 5.1). Bnokepure Ha KaJlyieBHTe KaHAH, BKIIFOUHTENHO H
AMIOJTMITHH, TpAOBa Aa ce MPUNaraT ¢ BHHMAHHE NPH TALHEHTH CBC 3aCTOHHA ChpcYHa
HeIOCTATHHHOCT, Thil KATO MOTAT J1a IOBHILAT PHCKA OT ObAeIIH CHPASYHOCHIOBH HHUHACHTH H
CMBPTHOCT.

[Hnpy-noxoGHa enTeponaTys

B MHOro peaku ciyuad ce cho6llaBa TexKa, XpOHMUHA JMAPHA ChC 3HAYHTENHA 3ary0a Ha TEerno MpH
NaLMeHTH, NPHEMAIH OJIMECAPTaH HAKOMIKD MECELA IO TOAHHM CJIE/ 3an04BaHe Ha JIEUCHHETO, BEPOATHO
NpHYKBHEHA OT JIOKAMM3HPAHA PEAKLIHA HA CBPBXYYBCTBHTENAHOCT OT 3a0aBeH Turl. UpeBHHTE 6HONCHH Ha
NalMEHTHTE YECTO NOKA3BAT BHI03HA aTpothHa. AKO NpH NAIWEHT ce TIOSBAT Te3H CHMIITOMH TIO BpeMe
Ha JIEYEHHETO ¢ OJIMECAPTAH M MpPH JIHICA HA JIpyra odeBHHA €THONOTHA, JIGYEHHETO ¢ OJIMecapTaH
TpaGBa Aa ce NpeycTaHOBN He3aO0aBHO H Jla HE Ce 3alo4ea OTHOBO. AKO AHapHATa He ce nopodpH B
TeueHHe Ha eflHa CeNMHLIA Clefl MPeKpaTABaHETO HA NpHema, Tpg0Ba O3 ce NPEABHAM foCHeABalla
KOHCY/ITALIHA ChC CTIELHANHCT (HATIPHME]D racTPOEHTEPONIOT).

Pacoen ocobenocTi:

Kakto npet BCHYKH Ipyry aHrHOTeH3HH I1 aHTArOHKMCTH, NOHIDKABALUMAT APTEPHANTHOTO HAIraHe
edexThT Ha Tecnanan moxe na GbAe B H3BECTHA CTENEH NO-CAad NP YSPHOKOKH NALIMEHTH B CPaBHEHHE
€ OCTaHAJIMTE MalHEeHTH, BECPOATHO NMOPANH [O-BHCOKATa YyecToTa Ha HHCKOpeHHHOBHH CTaTyc l'lpﬂ
HB]JHOI(O}KH NalnHeHTH ¢ NIOBHIIECHO Kp’bBHO HanAraHe.

[MausenTa B cTapyecka BB3pacT
[Tpu naimenTH B cTapuecka BL3pacT Ko3aTa TpAGRa fa ce NMOBHILABA C BHMMaHue (BHK TOUKa 3.2).

BpeMennoeT:
IMo Bpeme Ha GpeMeHHOCT He TpaORa Aa ce 3amoysa jeueHde ¢ anrnorensuH Il anraroduct. Ocen ako
IpOABDKABAHETO HA JIEUSHHETO C AHTHOTEH3HH Il aHTaroHKCT He ¢ HALTBITHO HeobX0ANMO, NALMESHTKHTE,
naHMpaiy 6peMeHHocT, TpAOBa Aa MpeMHHAT HA eYeHHe C ANTEPHATHBHH AHTHXHIICPTEH3HBHH
JIeKapcTBa, KOWTO Ca ¢ YCTaHOBeH 1podun Ha 6e3011acHOCT IIpH IPHITOKEHHE TI0 BpeMe Ha OpeMeHHOCT.
Ilpu ycraHoBsiBaHe Ha OPEMEHHOCT JIEYEHHETO ¢ aHTATOHMCTH Ha anrnorensuH 11 Tpabpa na 6
He3a0aBHO MPeYCTAHOBEHO H NPH HeoOX0AMMOCT TpabBa aa ce 3aNoYHe aNTEpHATHBHO Jieye
TouKM 4.3 1 4.6).

Hpyra:



Kakro NIPH BCAKO aHTHXHUNEPTEHIUBHO JIEKADCTRO, TIPEKOMEPHOTO MOHLKABAHC Ha APTEPHATTHOTO
HamaraHe npi NalHeHTH ¢ HCXEMHYHA Honect Ha CBpLETO WIH HCXEMHYMHA MO3BYHO-CBHA0BA Gonect
MOXKE na noseac 1o MHOKapneH HHClJapKI‘ HITH HHCVYAT.

Topa nekaperTpo cpabpika no-mManko ot 1 mmol Hatpwii (23 mg) Ha puiMupaHa TabneTka, T.e.
NPaKTHYECKH He ChABPIKA HATPUIA,

4.5 BsanMogeiicTBHe ¢ APYra JlekapcTBeNH NPOAYKTH H APYTH GopMHE Ha B3anMonelicTBHE
[NoTenipanny pRauMoneiicTBHA, CBEp3anH ¢ kombHHauuaTa Tecnanan:
J.'l,a CE B3€M€E T10J] BHHMaHHe NpH €AHOBPEMEHHO IIPHIOJKECHHE

Jpyri aHTHXHIIEPTEH3HBHH JIEKapCTEA;
TMonwxkapaimaT apTepuaHOTO HanAraue edexT Ha Tecnagan MoXe Ja ce YCHIH TIpH ChITBTCTBAINO
NpUIOKEHHE HA NPYTH AHTUXHIIEPTEH3HBHH JIeKapCTBEHH NPOXYKTH (Hanp. anda-0oKepH, NHypeTHLIH).

BepoaTHH B3aMMOAEiiCTBH, CBBP3aHH ¢ OJIMECAPTAH MEAOKCOMIUL, RIM3alLl B ChCTapa Ha TecnanaH:
He ce npenopbuBa eHOBpeMEHHO NPHIIOKEHHE

JIaHHK OT KIMHHYHA NPOYMBAHHS MOKA3BaT, ¥e ABOHHOTO OJIOKHpaHe Ha
PeHHH-AHTHOTEH3HH-aANI0CTepOROBaTa cucTeMa (PAAC) upes komGuHHpaHaTa ynorpeba Ha ACE
MHXHOMTOpH, aHrHoTeH3HH II-penenTopny G110kepH WM aNMCKMPEH Ce CBBP3Ba ¢ NI0-BUCOKA YeCTOTa Ha
HeKeNaHH CHOHTHS, KATO HAIPUMED XUTNIOTOHHS, XHIIEPKATEMHS H HamandBaHe Ha 6B6peuHaTa
dyHKIMS (BKITOUNTETHO ocTpa GeOpetia HEROCTATHYHOCT), B CPABHEHNE C YNOTpeDaTa caMo Ha eHO
CpeAcTEO, feHcTamo Bupxy PAAC (Bx. ToukH 4.3, 4.4 1 5.1).

JlexapcTBEHHM NPONYKTH, HOBJIHABANIHA HHBATA HA KaNHA:

ENHOBpeMEHHOTO NPHNOKEHHE HA KAMA-ChXpaHABaLIH JHYPETHIH, KATHEBH N00aBKH, 3aMECTHTENH Ha
COJITA, CHABPIKAIM KANWi, WK IPYTH JIEKAPCTBEHH MPOYKTH, KOUTO MOraT Aa NOBHILAT CepYMHHTE
HYMBa Ha KaJua (Hanp, Xenaput, ACE-uHxHOHTOpH) MOke Aa 0BE/ie N0 IOBHIIABAHE Ha CEPYMHHTE
HHBA Ha kamia (Bwx Touxa 4.4). B cmyyail ue 8 xomOymaipas ¢ Tecnanan ce npeancBaT JICKapcTBEHA
MPOAYKTH, KOHTO MOBAHARAT CEPYMHUTE HHEA Ha KaJlkd, e NPeNopbyYBa NMPOCAeABaHE HA CEPYMHHTE
HMBa Ha Kallhs.

Jlvaiii:

O6paTHMO NORHIIABAHE HA CEPYMHHMTE KOHLCHTPALIMM Ha JIHTHA H TOKCHYHOCT ce choblasar B XoNia Ha
CHITETCTBANOTO NPWIOKEHHUE HA THTHIH ¢ HHXHOMTOPH Ha AHTHOTEH3WH KOHBEPTHPALLHA €H3HM H PAIKO
¢ aHrHoTeH3HH [1 antaronuern. [Topany ToRa He ¢e NPenOpPEYBa CHITETCTRALIOTO NMPWIOIKEHWE Ha
TecnamaH 1 MTHIT (BIDK TouKa 4.4). B cnyyaii, ye ensospeMeHHOTO NpHIokeHHe Ha Tecnanas 1 nATHEH
e HeoOXOAUMO, ce IPENOPbUBa BHUMATENHO NpOC/eaaBaHe Ha CEPYMHMTE HHBA Ha JIATHA.,

E,Il,HOBpeMeHHO TIPMIIOZKEHHES, H3UCKBALIO ITCBHLIIEHO BHHMAaHHE

HecTtepouany NpoTHBOBB3NANATENHH NekapeTenu cpeactsa (HCTIBC), pmouaimy cenexkruBn COX-
2 uHXHAOHTOPH, aLeTHICATMUHMIIOBA KHcenuHa (> 3 g/nHerHo) u HecenekTerA HCIIBC:

Koraro anruorensuH Il anraronucri ce npunarar egvospemenso ¢ HCIIBC, Moxke fa HacTeNH
oTcnabpaHe Ha aHTUXHNEPTEHIHEHHA edekT. Ollle noBeye, eAHORBPEMEHHOTO NPHIOKEHNE Ha
aHrvoTeHsuH Il antaronncty 1 HCIIBC moke Ja TIOBHUIM PHCKa OT BIoLIaBaHe Ha GE0peynarta
(yHKUHA ¥ MOXe A2 A0Bee 10 NMOBHIABGHE HA HUBATA Ha cepyMHMA kanuii. Ilopaay Tosa ce
NperopsYBa ApocnenaBaHe Ha OnOpeunaTa GyHKIMA B HAUANOTO HA TAKOBA CHITBTCTRALLO JI
CBINQ TaKa H AOCTATBYHA XHUIpaTalus Ha NALMEHTa.

KOJ'ICOGBEJ]&M, JICKapCTBO, KOETO CBBP3BA MIBYHHATE KHCCITHHA.
EHHDBPBMBHHOTO MPHUICKEHHE HA KOleCeBEaM XHAPOXJIOpHI, JICKApCTRO, KOETO CBh e

o
KHCEJIHHH, HaManaea CHCTEMHATa EKCNO3HLHA 1 MaKCHMAaNHaTa IiasMena KOHLUEHTpaila Ha Q
'd; P



H HAMAJIMBA eIMMHHALMOHHHA NOMYKMEOT (11/2). TIprnoxeHHeTo Ha ONIMECAPTAH MEAOKCOMI NoHe 4
Haca Npeay KOMECCBENaM XHAPOXIIOPHA HaManiaea edekTa OT IEKapCTBEHOTO B3aHMONEHCTBHE.
IIpHoKeHHETO HA OJIMECApTaH MEAOKCOMHI TIOHE 4 Yaca MPeH KONSCEBENaM XHAPoXIopHn Tpabea Ja
ce ¥Ma NeABUL {BHATE TOUKA 5.2).

JlombnanuTenna nHgopmalms

Cnen neyenue ¢ aHTHALMIH (ATYMHHHEBO-MATHE3HeB XHAPOKCHA), ce HAOMORARA NEKO NOHIDKABAHE Ha
GHOHANHYHOCTTA HA OJIMECapTaH.

OnmMecapran MeZIOKCOMHI HAMa 3HAYMM eiekT BhpXy (apMaKOKHHETHKATa WiH apMakoIHHaMHKaTa HA
BaphapHE HIH (HapMAKOKHHETHKATA Ha UrOKCHH. EHOBpeMEHHOTO NPHIOKEHHE Ha ONIMECAPTAH
MENOKCOMMKN ¥ NPABACTATHH HAMA KIIHHIMHO 3HA4MMH edexT! BHpXY dapMaKOKMHECTHKATA HA BCEKH OT
KOMTIOHEHTHTE ITpH 3ApaBH JIHLA.

OnmecapTraH He NPUTSKABA KITHHUIHO 3HAYHMH HHXHOMTOPHH e(eKTH BEPXY YOBEIIKHTE LIATOXpOM
P450 enzumu 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 1 3A4 in vitro U He NpHTeXaBa WIH HMA MHHHMAJIHH
HHIYLMPAIHY e(ekTH BhpXy aKTHBHOCTTa Ha UMTOXpoM P450 npu nnbxose. He ce o4akeaT KTHHHYHO
3Ha1HMHA B3AUMOZEHCTBUS MEXAY OJIMECAPTAH H JIEKAPCTBEHH [IPONYKTH, METaOOMH3HpaHH OT
MIOCOYEHHTE NI0-rope eH3uMu Ha LMToxpoM P450.

[MoTeHUMATHY B3aMMOZIeHCTBIA, CRBP3aHH ¢ aMJIOMNIH, BAM3al B CheTaBa Ha TecmanaH:
EdekTH Ha Apyru IeKapcTEeHH MPORYKTH BEPXY aMJIOMITHH

CYP3 A4 uHXMOHTOPH:

EAHORpEMEHHOTO IPHAMKEHHE HE AMITORMITKH CBHC CHAHM WK yMepeHu nuxuburopu na CYP3A4
(npoTea3H MFHXHOHTOPH, a30JIHH NPOTHBOTBOMYHH JIEKapCTBa, MaKpOITHIH KATO €PUTPOMMIIHH HITH
KIApHTPOMHLIMH, BEPAMTAMEIT HIIA JITTHA3EM) MOJKE JIa JOBEME A0 3HAUMTENHO YBEJIHYaBaHe Ha
AMNOAMITHHOBATA eKCIO3UL. KITHHHYHOTO 3HAYEHHE Ha Te3H (apMaKOKHHETHYHH NIPOMEHH MOXKE Aa
ca MO-W3ABEHH [IPH NALHEHTH B CTapyecka Br3pacT. FiMa nommesn puck ot xunoronus. [Ipenoprusa ce
BHHMATENHO Hab/HOAEHYE Ha TIALMEHTHTE 1 KOPUTHpaHe Ha J03aTa [IPH HE0OXOAHMMOCT.

CYP3 A4 UHAYKTOPH:

Ilpn egHoBpeMeHHO NpHAraHe ¢ H3BECTHH HEAYKTOpH Ha CYP3A4, nnasMeHara KOHLEHTpALHA Ha
aMJIONMITHH MOJKe Aa Baprpa. [Topazau ToBa Tpa6Ba fa ce ciie/in KPBBHOTO HAlAraHe H Ja ¢ peryimpa
Ji03aTa, KAKTO MO BPEME Ha, TaKa H ClIeN €THOBPEMEHHHA NPHEM, 0CODEHO ChC CHIHH HHAYKTOPH Ha
CYP3A4 (HanpuMep, pudaMIHLMH, KBIT KAHTAPHOH),

TpunoskeHHETO Ha AMITOIMITMH ¢ TPeHTIPPYT WIH COK OT rpeHndpyT He ce npenopLyBa, Thi KaTo
GHOHAMMYHOCTTa MOXKe Ja ce YBEIHYH NMpH HAKOH NAUHEHTH, KOeTO 1Ie AOBEE A0 YECNIHIABAHE Ha
edpeKTa 3a NOHHKABaHE Ha KPBLBHOTO HAJIATAHE.

Haurponen (nuady3us ). [Tpu sxHROTHH ca HaGNIONABAHH eTANHA BEHTPHKY/IapHa (huGprialia 1
KapZIMOBacKyJlapeH KoJanc, CBbP3aHH ¢ XHITepKaIHeMius clieA NPHIOKEHHE Ha BepanaMKil 0
WHTPARSHOZHO NpUNMKeH AanTponeH. [Topany pHCK OT XMNEpKanueMus ce npenopbysa Aa ce mbarsa
€IHOBPEMEHHOTO NPHIOXKEHHE Ha OIOKEPH Ha KATLMEBHTE KaHAMH KATO aMJIOZMITHH NPH NZUHEHTH,
MPENpasnoNoKeH KbM H10KaYecTBEHA XUIIEPTEPMEA 1 NPH JIEYEHHE HA 3N0KAaYEeCTBeHa XHITEpTepMHA.

EdexTd Ha aMIONMIHH BEPXY APYTH EKAPCTBEHH MPOZYKTH

Edexrure Ha HaManABaHe Ha KPbBHOTO HANIATAHE HA aMIOJHITHH C€ HAacNareaT KbM eeKTHTe,
AHTHXHMINCPTEH3WBHH CPe/ICTBA. 7

B xnuHUYHH Dpoy4BAHNSE, aMITOAWITHH He NOBAMABA (papMakOKHHETHKATA HAa aTOpPBacTa
Wik rapdapHH.



Cumpacratuh: ExnoBpeMeHHOTO NpiiloxkKeHHe Ha MHOTOKpATHH N03H oT 10 mg amnogumiH H 80 mg
CHMBACTATHH BOIM A0 YBEIHYABAHEe HA eKCTIO3HLIMATA KbM CHMBACTaTHH CBC 77% B CpaBHEHHE CHC
CAMOCTOATENHOTO IIPUNOKEHHE Ha cMBacTaTH. [loara Ha CHMBAcTaTHH TpaGRa Aa ce orpanyy Jo 20
mg QHEBHO NPH NALMEHTH, KOHTO NMPHEMAT AMIIOIHAITHH.

Taxpomamyc: HMa pHcK OT OBHLIIEHH HHBA HA TAKPONHMYC B KPBETA NPH €JHOBPEMEHHO NPHIIOKEHHE C
aMIoAMNKH. 3a na ce n3berHe TokcHMHUA eeKT Ha TAKPONUMYC, NPHIAraHEeTo HA AMJIOUNMH NPH
NAlMEHTH, NEKYBAHH ¢ TAKPOJIMMYC, Haslara HabmoaeHne Ha HHBATa HA TAKPOIHMMYC B KPBBTa H
KOpeKIAs Ha 1033Ta Ha TAKPONMMYC, KOTarTo TOR2 € ChoOpasHo,

IuknocnopHH: B npocnekTHBHO npouyBaHe Ha 6b0pevuHo TpAHCITIAHTMPAHH NALHEHTH € HabMoAaBaHo
cpenHo 40% yBemyeHHe Ha MUHHMAJIHKTE HHBA Ha LIMKJIOCTIOPHH, KOTATO € M3N0/I3BaH THOBPEMEHHO ¢
amnominiH. ExqHoBpemenHoTo npunoxenue Ha Tecnanan ¢ IHKIIOCTIOPHH MOYKE 12 TIOBHIIIHM
EKCNOZHIMATA KbM LHKTIocnioprH. [IpH enHOBpeMeHHaTa HM yrioTpeba Tpa6Ba Aa € MOHHTOPHpPAT
HHPaTa HA IMKNIOCTIOpHH X NIPH HeODXOMUMOCT Aa ce peAyLHpa 103aTa My.

4.6 PepruauTer, GpeMEHHOCT H KbpMEHe

BpemennocT {(Bix Touka 4.3)
Hsama paHHH OTHOCHO NpunoXkeHMeTo Ha Tecnanan npu GpemeHHH naunenTkH. He ca nposexaatn
npoyusannd ¢ Tecnanas 3a penpoAyKTHBHA TOKCHYHOCT [IPH KMBOTHH.

OnmMecaprad MegokcoMml (aKTUBHO BemecTBo Ha Tecnanan)

[TpunoxeHHETo Ha aHTHOTEH3MH 1] AHTArOHHCTH HE Ce IPEnoPb4Ba Npe3 ITPBHA TPHMECTLP Ha
OpemeHHOCTTa (Bink TouKa 4.4). [IpHnoxenmeTo Ha anruoTen3HH Il aHTATOHHUCTH € MPOTHBOITOKA3AHO
npe3s 2P y 3™ TpuMecThp Ha GpemeHHocTTa (BHXK TOuKa 4.3. ¥ 4.4).

EnupeMHONOrYHHTE AaHHH 110 OTHOLIEHKE Ha PUCKA OT TEPaTOTERHOCT cneAl ekcnosHuma Ha ACE-
HHXHOMTOPH 10 BpeME Ha ITBPBHA TPHMECTHP Ha GpeMeHHOCTTA He ¢a YoemaTetHH; cnabo noppiasaHe
Ha pucKa, obade, He MOXKe J1a ce M3KTFOUH. JJOKATO JIMTICBAT KOHTPOJHP2HH eNHAEMHONOMHYHH MAHHE 110
OTHOIIICHHKE Ha PHCKa ¢ aHTHOTeH3HH I aHTaroHMCTH, CXOAEH PHCK MOKE JIa CHLUECTBYBA 34 TO3H IU1ac
nexapctsa. OCBEH aKo NPOAB/DKABAHETO HA IEYEHHETO ¢ AHTHOTEH3HH Il aHTarOHHCTH ce cumTa 38
H3KIIOYHTENHO BAXKHO, NAUHEHTKHTe, N1aHupally GpeMeHHOCT, TPA0Ba la NPeMHHAT KbM anTepHATHBHO
aHTHXMIIEPTEH3IHBHO JISUeHHE, KOETO HiMa YCTaHOBEH Npodui Ha Ge30M1acHOCT NPH NPHIIOKeHNHe NPH
tpemeHHOCT. Korato ce yeTaHOBH GpemeHHOCT, JieueHHeTo ¢ aHrHoTeHzuH I aTaroxmcrd Tpabea na ce
TpEYCTaHOBH He3a0aBHO K AKO € MOAXOAALIO A2 CE 3anovHe ANTepHaTUBHO JeYEHHE.

H3BecTHO €, e ekcnoznups Ha JIeYEHHe ¢ aHTHOTeH3uH 1 aHTarOHHCTH N0 BpeMe Ha BTOPHS M TPETHA
TPHUMeCTEP APHYHHABA (PETOTOKCHYHOCT NMPH Xopa (noHuxeHa 6p0peuna GyHKIMA, OIHTOXHIPaAMHHOH,
3abaBsHe Ha OCH(HKALIHATA HA Uepend) M HeOHATAIHA TOKCHYHOCT (616peyta HENOCTaTEYHOCT,
XHTIOTOHMA, XunepKanHeMus). (Bux Touka 5.3).

AKO eKCITO3HLMATA KBM aHMHOTeH3KH 1] aHTArOHMCTH 3arouHe OT BTOPH TPHMECTHD, Ce NpenopsyBa
YATPa3BYKOB Nipernes va Ou0penn u yepen. Kbpmayeta, unnTo Maiki praeMaT aHrroTessws 11
AHTArOHMCTH, TpAORa Na GBHAAT PEIOBHO MPOCIEAABAHH 32 HACTBIIBAHE HA XHIIOTOHMA (BIoK Touka 4.3 H
4.4).

AMIONMITHH (AKTHBHO BelnecTEO Ha TecnanaH)
JannuTe O orpanmueH Gpoii OpeMeRBOCT], TIPH KOUTO Ce € NPUNarano aMJIOOHITHH, He NOKA3EaT, 4e

aMIIOHITHH MK JPYTH aHTATOHHCTH Ha KATHIAEBHTE PellellTOpH HMaT yBpexkaalll ehexr B’bpxy
Ha deTyca. Moxe, obaue, na HMa pHCK OT NpOTpaxypaHe Ha paxaHe.

Cnenosatento Tecnafas He ce NpenopryBa M0 BpeMe Ha ITbPBHA TPHMECTED Ha Opeme:
NPOTHBONOKA3aH IO BpeMe Ha BTOPHA H TPeTHS TPHMECTBP OT OpeMEHHOCTTa (BHX TOYK

Knpmene



OnmecapTan ce ekckpeTHpa B KbpMaTa nipH Irbxoee. He e scho, obadve, nanu onMecapraH NpeMHHaBa B
KbpMaTa NpH xopa. AMJICAMIHH ce eKCKPETHPa B YOBSIIKOTO MiIiko. Konuyecteoro oT MailuHHaTa no3a,
MPEMHHANIO B HOBOPOZIEHOTO, Ce onpeziens Ype3 HHTEPKBapTHieH AWana3oH ot 3 - 7%, 1o MaKCHMYM
15%. EeKTET Ha aMIOAHUITHH BEPXY KbpMAaueTa He ¢ H3BECTER.

Io Bpeme Ha kppMeHe ynoTpebata Ha TecnanaH He ce NpenopbyBa H 3a NPEANOYHTAHE € NPYTO JIeHeHHe
¢ no-gobpe AokazaH NpodHI Ha Be30nacHOCT MO BpeMe HA KbpPMEHE, 0C00SHO aKO AETETO &€ HOBOPOISHO
HIH € POZICHO TIPEXKACBPEMEHHO |

@epTAAHTEY

TTpy HAKOH NAlHEHTH, NEKYBaHH ¢ GIOKepH Ha KALMEBATE KAHAM, ca choOliaBaHy 00paTHMA
GHOXHMITYHH [IPOMEHH B [N1ABATA HA CIIEpMATO30KAMTE, KIHAMIHATE JaHHH OTHOCHO BB3MOKHHA eeXT
Ha aMJIOAMIHH BEpXY (epriviirera ca HeocTaThyHH. B eHO nNpoy4yBane ¢ ILTBX0BE ¢a YCTAHOBEHH
HeskenaHH edekTh BEpXY QepTiiTeTa IIPH MBXKKH UHAMBIAM (BHX Touka 5.3).

4.7 Edexrn Brpxy cniocoGHoCTTa 3a modupade ¥ pabota ¢ MAIDKMHA

TecrmazaH Moxxe MHHIMATTHO WIH YMEPEHO Ja NOBIMse criocoGHOCTTa 33 miotupaHe H paboTa ¢ MamHHu,
3amMasHocT, rnagoGosHe, TaieHe HIH YMOpa MOXKe 3 BE3HHKHAT NOHAKOTa NPH NALMEHTH, IPHEMAITH
aHTHXMNEPTEH3HBHA TEPANHi, KOETO MOXKe [ Hapyluy criocoGHOCTTa 3a pearrpate. [Ipenopryupa ce
BHHMAaHHE, 0c00EHO B HAYANIOTO HA NIEYeHHETO.

4.8 Hexenanu JeKapcTBENN PEAKIHH
Tecrtazan:

Haii-yecto goxnagsaniTe HeXKeNanK peakLiy npH ynotpebara Ha Tecnanan ca nepHdepeH OTOK
(11,3%), rnaroGonue (5,3%}) 1 3amaanocrt (4,5%).

HexenanuTe nekapcTBeHM peakiyu npu ynortpebara Ha TecnanaH 0T KIHMHHYHHE MPOYYBaHHA,
NOCTMapKETHHTOBH NPOYYBaHHA 3a 5€30NaCHOCT H CIIOHTAHHH A0KNaH ca 0600menH B TabnuLMTE MO-
JIONY, KaKTO ¥ HEKeTAHH JIEKAPCTBEHW PEaKLMH HA OT/IENHHTE KOMIIOHEHTH OJIMECApTaH MEAOKCOMH H
AMITOJMTIHH, B3 OCHOBA Ha npodina Ha 6e30MaCHOCT Ha Te3W BEINECTRA,

CrenpalluTe TEPMHHA CE H3NOJI3BAT ¢ Lien Aa ¢e knachduuppa H39BaTa Ha HEJKeNaHH JIEKAPCTBEHH
peaximu:

Mmuoro yecru (21/10)

Yectu (21/100 no <1/10)

Heuect (21/1 000 mo <1/100)

Penxu (=1/10 000 zo <1/1 000)

Mroro peaku (<1/10 000)

C Hew3recTHA YecToTA (OT HATHUHHTE JAHHA He MOXke /la Obie HAaNpaBeHa OLCHKA)

CrcTeMHO-OpraHHa Hexenanu nexapeteenn | Yectora
Kiackduxanus no peaKpu Kombunawis OnmMecapral | AMAOAMITHH
MeDRA Onmecapran/
AMJIOIHITHH

Hapymenus na JleBkouHTOnEHIA Mnoro pemxu
KPBBTA W MUMbHaTa
CHCTEMA TpomGouuronenus Heuectu Mmuoro pesxn
Hapyuienns Ha Anepruina Penxu
HMYHHAaTa CHCTeMa peaKuus/neKapcTeeHa

CBPBXMYBCTBHTE/IHOCT

AnadunakriauHa

peaKruiys
Hapywenne Ha XunepriHkeMus
MeTabonniMa u Xunepkannemus Hewectn




XPAHEHETO XunepTpyriMuepuIeMus Yectn
XunepypHkemus UYectH
Tenxuunn OOBpKAHOCT Penxu
HapyiieHns Henpecns Hewectn
Bescraue Heuectn
PazapasHurentoct Heuect
[NoHwkero JmbHA0 Heuectn
IIpomsana B Heuectn
HACTPOEHHETO
(BRIIOYMTENHO
TPEBOXKHOCT)
Hapywenus na 3amasnHOCT Yectn Yecru Yectn
HEPBHATa CHCTEMA JMcresns Hevecru
I'napobonue Yectu Hectn Yectn
{ocoGeno B
Ha4anoTo Ha
JEeMCHHETO)
Xuneproams Muoro pemu
Xunoecre3ns Heuectn Heuectn
Jlerapria Hewectn
Tlapecresun Heuectst Heuect
TepudepHa HeBponaTHs MBHoro penki
JamagHoct B u3npaBeHo | Heuectu
TIONOKEHUE
Hapyinenns Ha ¢sHK Heuectn
CBHIHBOCT Yectn
Cunkon Penxn Heuectn
Tpemop Hevectn
ExcrpanupaMuuan C HeM3BeCTHA
HApYIIeHHA 4EeCcTOTA
Hapywenns va ounre | Hapyuienns B speHHeTo Yecn
(BKIOYHTETHO
JMTUTOTIHSA)
Hapymetns Ha yxoto | ThaMTYC Heyectn
i nabupura Bepruro Heuectn Hevectn
Copieunu AHrnHa nexTopuc Heuectu Heuectn
HapyilleHUus (BKMOYHTENHO
BIIOLIABAHE Ha
aHTHHA
NEKTOPHC)
AprrMan (BKIIOYHTENHO Heuectn
Gpanmkapaus, KaMepHa
TaxUKapaua H
TIPERCHPAHO MBXKACHE)
MuokapnieH HHGApPKT M=Oro pekn
IMannuranms Heuectn Yectn
Taxuxapams Heuecti
Cba0BH HapyLIeHUA XHIOTOHUA Heuectn Penxu Heuectu
Optocrarnuna Heuecru _
XHIIOTOHHA //m
3aueprapate Peaxu A f7’
Backynur , OLQ.I% %
Pecnuparophn, BpoHXMT Yecru [ £ [sge g
IPbAHK W Kaminna Heuectu Yeeru I &% %::&l
MEIHACTHHAIHH Jucnnes Heuectn T Yetrin,.. 25
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HapyileHHA DapuHruT YectH
PuHMT Yectn Heuectn
Cromalnpo-ypesHn Kopemna Gonka YectH Yectu
HapyleHus! IlpomeHena upeeHa YectH
(yHKLMA (BKIFOUHMTENHO
JHMAPHA WIH 3a1eK)
3anek Heuectn
Hnapns Heuectu Hectn
Cyxora B yCTaTa Heuectn Heuectn
Jucnencus Heuecti Yectn Yecrn
Tactpur MHoro pegxi
T'acTpoeHTepHT HecTn
I'ivrupanua MHoro peaki
XHNepIvIasys
T'ancue Heuecrn YectH YeetH
[TankpeaTHr Muoro peaxn
Bonka B ropyata yact Ha | Hewectn
KopeMa
TloBpEmiane Heuectt Hegectn Heuectn
npy-nopobna Mnoro
eHTEpOoTaTHA (BIDKTE peaKH
TO4KA 4.4)
Xenaro-Gunuapru ITosHmeHn HUBa Ha Yectn MHoro peaxs
HapylIeHHA YepHOAPOOHHTE €H3HMH (vtecto
nocneaBaHy
OT XOMECTa3a)
Xenatur MHoro penkn
JKbirernna MHuoro peakn
Hapymenna sa Anoners Heuecrn
KoXaTa H AHIHOHEBPOTHYEH €M Penkn Muoro peaxu
TOAKOAHATA THKAH Anepriven nepmarHr Heuectt
EpureMa MynradgopMe Muoro penxu
ExzanteM Heuectn Hevectn
Excgonnarueen MHoro penxu
JIEPMATHT
Xunepxunposa Heuectn
DOTOUYBCTBUTENHOCT Maoro pefiku
ITpypurye Heuects Heuecrn
Ilyprypa HeuecTH
Orok Ha KBHHKke MHoro pefiku
Obpus Heuectu Heyectn Heuectn
TIpoMsHa B iBeTa Ha Heyectu
KOXKATA
Cunapom Ha CTHBBHC- MHoro penkn
JLkonchH
ToxcHyiHa enuaepManHa C Heu3BecTHa
HEeKponm3a YecToTa
Vprukapna Pegxn Heuectn Heuectu
Hapymenua na Togyeane Ha rieseHa YectH
MYCKYMHO-CKEJIeTHATa | ApTpairua Hevectn
CHCTEMa H Aprput Yectn
ChHEAHHHTEIHATA Bonka B repba HeuectH Yectu
TbKaH MycKynes cnazsm Heuectn Pemicn 74
Muanris Heuectu { 4
Bonka B KpaliHHLMTE HeuectH 15

"




KoctHa 6onka

YecH

Hapymenns na
6p0penTe H
MHMKOYHHTE TTHTHILA

Octpa 6u6pevma
HEJOCTATBYHOCT

Penxn

Xemarypns

Yectn

THopHmena yecrora Ha
YpHHHpaHe

Heuectn

Hapymenns 8
HHHPAHETO

Heuectn

Huxrypus

Heuectn

TMonakuypus

Heuectrt

BrbpeuHa
HEAOCTaTBYHOCT

Penku

Hudekin Ha
MHKOYHHATE IETHIIA

Hapywienus na
BE3NPOHIBONHTENHATA
CHCTEMa H FbpauTe

Epextvnna auchyHKima/

HMITOTCHTHOCT

Hevectn

Heuectu

I'inexoMacTHa

Heuvecrn

O6mm HapylneHHd A
e(heKXTH Ha MACTOTO Ha
HIPHIIOKEHHE

AcreHHA

Heuectn

Hevecrn

Yeetn

Bomnka B repauTe

Hectt

Heyectn

OroK Ha JTHIIETO

Penxu

Hevecena

Ymopa

Yecen

Hectn

YecTH

[prnononoGHl
CHMIITOMH

YecrH

Jleraprus

Penxn

Q61a cnadoct

Hevectn

Hevectn

OTtox

HecTH

Mnoro gectt

Bonka

YecTH

Heuecrn

Iepudeper oTok

Yect

Orox ¢ TecTOBaTA
KOHCHCTEHIHA

Yectn

Hacneapanug

THopuinenu cTolHOCTH
Ha KpeaTHHHH B KPBHBTA

Heuectn

Penxu

[HopHmenH cToiinocTH
Ha KpeaTHHUH

(pocoxnHaza B KPBBTA

Yeern

Tlormxeny HyWBa Ha
Ka/Hii B KPEBTA

Heuectn

IlorHineHr HHBa Ha ypes
B KpPBBTa

Yecrn

TloBuienn \uBa Ha
TIMKOMHA KMCENHEA

Heuectn

IopuitieHy HYBa Ha raMa
rIIyTaMuA TpaHcdepasa

Heuectn

Tlompkasane Ha
TENecHOTO TErNO

Hevectn

Tloeuimapane Ha
TENecHOTO TErmo

Heyectn

Crollnasar ce eIHHMYHHM CTyMaH Ha pabaoMI0IH3a BEB BpeMeBa BPb3ka ¢ NPHEMa Ha PELISTTOPHH

6a0kepH Ha anrrotTensuH I Crobniapany ca eAMHUYHH CTyYaH HAa EKCTPANTHPAMEJANICH CE

NALHEHTH, TEKYBAHH C aMJIOTHTIHH,

CrofLapane Ha ONO3HPAHH HEKEJIAHH PEaKIIH

Cr001iaBaHeTo Ha NOO3MPAHI HEXENAHH PeaKLIK Clef paspelllasate 3a YNoTpe
NPOAYKT e BarkHO. ToBa N03BOAABA 14 NPOALIKH HAG/IONEHHETO HA CHOTHOLICHHE
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JeKapCTBEHHs npoAyKT. OT MeIMUHHCKHTE CHIELHATICTH C& M3HCKBA Aa Choblnasar BCAKa NMOAO3HPAHa
HeKeNaHa Peaxiiia Ypes HAMOHATHA CHCTEMA 32 CHOOIIaRaHe:

HaneaHUTENHa areHLMA 110 1eKapcTBaTa

ya. Jlamsas I'pyes” Ne 8

1303 Codms

Ten.: +359 28903417

yebcaiit: www.bda.bg

49 Ilpenozmpane

CumrrroMH:

Hsma onur ¢ npenosupane Ha Tecnagan. Haif-BeposTHuTe eeKTH Ha PENO3NpaHE ¢ OIMECApTaH
MEIOKCOMMIT Ca XHITOTOHMA ¥ TAXHKAPHA; GpanHKkapps MOKe Ja HacTBIIH B CiIy4ali e HMa
napacHMNATHKYCOBa (BarycoBa) CTHMyNaltig. Moxke fa ce 04akBa, 4e Npeo3upaHe ¢ aMJIOAHITHH IIe
NoBesie K0 3HauMMa TlepudepHa BasoMUIaTAUMA ¢ H3pazeHa XHIIOTOHIA ¥ BEPOATHO peduickTopHa
Taxukapaua. HMa cro0lieHus 3a H3paseHa i MOTEHIHATHO TRATOTPaiiHa CHCTEMHA XHITOTOHMA
JOCTHTAIA H BKIIOYBALIA LIOK ¢ (aTATIEH H3XOL.

Jlegenne:

B crny4aii ye Tabnerkure ca npueTH CKOPO, MOKeE Aa Ce HATIPAaBX CTOMaLHA NpoMuBKa. [1pH 3npasy aniia
NIPUNOKECHHETO Ha aKTHBEH BBIVIEH He3abaBHO MM A0 JBa Jaca cliefl IpHEMa Ha AMJIOAHIIHH € ITOKa3ano,
Ye 3HAMHMMO NOHKARA aOcopOLMATA HA AMITO/THITHH.

KiMHAYHO 3HaYMMAaTa XHIIOTOHHA, MPOH3IH3AllA OT Mpeao3HpaHe ¢ TecrianaH, H3HCKBA aKTHBHO
NIOAZBPIXaHE Ha CHPACHHO-CHAOBATA CHCTEMA, BRITIOYHTENHO CTPUKTHO MPOC/ICIABAaHE Ha CHPACTHATA H
Oenoapobnara ¢yHkIMg, nOBAHraHe Ha KpaliHHALIUTE H BHUMAaHKe [10 OTHOIICHHE Ha OUPKYIHMpanmi
ofiem ¥ apype3ara. 3a BE3CTAHOBABAHE HA CHORHA TOHYC H APTEPHANHOTO Raurane OW MOT'BA Aa
NOMOTHE Ba30KOHCTPHKTOP NPH TOJIOKEHHE, Y€ HAMA NMPOTHBOTIOKA3aHHA 34 NIPHIIOKEHHETO MY.
HIHTpaRreHOZHHAT KAJILMEB FIOKOHAT MOske 1a Gblie OT IoN3a NpH TpeoJonaBaHe Ha edexra Ha
GIOKAATA HA KATIUEBHTE KAHAJIH. '

Tbi KATO aMITOMIIMH CE CBBP3Ba BEB BHCOKa CTENEH C IUTA3MEHHTE TIPOTEHHH, Uanu3aTa HaMa 1a Obne
ot non3a. CriocoGHOCTTa Ha ONIMECAPTaH 3 Ce JHAJIM3HPA He € M3BECTHA.

5.  @®APMAKOJIOTMYHH CBOMICTBA

51 PapmakoauHaMH4YHH CBOHCTBA

dapMakoTepaneBTHYHa TPpyna: aHTHOTeH3HH Il aHTaroHHCTH K GrloKkepH Ha Kanuuesure KaHam, ATC
xon COSDBO2.

MexaHu3bM Ha OelicTBHe

Tecnagan e komOuuauma ot anruotensnd Il penenroper aHTarOHKCT, OAMECAPTAH MEAOKCOMHN, H
Onokep Ha KaJlllMeBHTE KaHANK, aMnoaunHHoB Ge3nnar. KomMOHHaLMATa Ha Te3H AKTHRHM BELIECTBa HMa
aJMTHBCH aHTHXMTIEPTEH2HUBEH e(pEKT, TIOHWKABAKHKY apTepHAIHOTO HANATAHE B NO-TOMAMA CTETIEH B
CpPaBHEHHE ¢ BCEKH KOMITOHEHT IOOTAEHO.

KnunpiHa edextHBHOCT H GesonacHocT

Tecnanax

B 8-ceamuutio, aBoitHO-CANI0, PEHIOMHINPAHO, ILTane0o-KOHTPONRUpaKo ¢ Gaxropua
npoyusaHe Tipu 1940 naumentn (71% nanpenTtH oT KaekaskaTa paca H 29% naupe
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MoOHoTeparnia. CpeHOTO MBMEHEHHE Ha CHCTOIHOTO/AMACTONHOTO aPTEPHANTHO HANATAHE & 1030~
3aBHCHMO: -24/-14 mmHg (komEuHanis 20 mg/5 mg), -25/-16 mmHg (komEnuaws 40 mg/S mg) n
-30/-19 mmHg (xomOuHaumaTa 40 mg/10 mg).

Tecnanan 40 mg/5 mg NOHWKaBa CHCTOJIHOTO/ AMACTOMHOTO APTepPHANHO HAMATaHe, H3IMEPEHO B CEIHANO
nojoxkeHue, ¢ goreaHuTenHu 2,5/1,7 mmHg cnpamo Tecrazan 20 mg/5 mg. Ilo cxomeH HaumH
Tecraman 40 mg/10 mg noHmkaea CHCTOJNHOTO/AMACTONHOTO apTEPHANIHO HafdraHe, H3MEPEHO B
CenHano NoJoXkKeHHe, ¢ AOMIHHTENHH 4,7/3,5 mmHg cnpaMo Tecnaaan 40 mg/5 mg. _
[IpolEeHTHT Ha NauMEHTHTE, AOCTHMTAIOM TPMLENHOTO aprepuanso Hamirane (<140/90 mmHg 3a
narwmeHTH 6e3 auaber 1 <130/80 mmHg 3a naumenTuTe ¢ AHaber) e 42,5%, 51,0% u 49,1% 3a croTBeTHO
Tecnanan 20 mg/5 mg, 40 mg/ 5 mg u 40 mg/10 mg.

ITo-ronaMata yact o1 aHTHXMNEpTeH3nBHMs edexT Ha TecnagaH KaTo LAMO ce AOCTHTA B ITBPRHTE 2
CEIMMITH OT JIEYEHHETO,

BTOpo ABOIHO-CANO, PAHIOMM3UPAHO, IUTALEG0-KOHTPOJIMPAHO NPOYUBaHe OLieHABa ¢(EKTHBHOCTTA Ha
nprbaBAHETO Ha AMJIOJHUITMH KbM JIEYEHHETO HA NMALMEHTH OT KABKAZKATA paca, YHETO apTepHAIHO
HAJIATAHE € C HEAOCTATEYEH KOHTPOI ciiell 8-cenMuyHa MOHOTEpanHA ¢ 20 mg onMecapTaH MEAOKCOMHIL.
TTpn nanpeHTH, KOMTO NPOABIDKABRAT a MpHEMAT camo 20 mg oNMecapTaH MeOKCOMHIL,
CHCTOIHOTO/IHACTOTHOTO aPTEPHANHO HANAraHE ce ToHIkaga ¢ -10,6/ -7,8 mmHg cien nocneapamy 8
ceaMuLi. Hpubapsanero Ha 5 mg aMnonunbE 3a 8 ceaMuUM BOAH A0 IOHMKABAHE Ha

CHCTONHOTO/ IHACTONIHOTO apTEpHATHO Hanarade ¢ -16,2/-10,6 mmHg (p = 0,0006).

IMTpoLieHTET Ha NalMEHTHTE, KOMTO AOCTHTAT NPHLENHOTO apTePHAIIHO HanAraHe (<140/%0 mmHg mpn
naupeHTH Ges anaber 1 <130/80 mmHg nipy naimenTH ¢ aAuater) e 44,5% 3a xomGuHanmaTa 20 mE/S
mg B cpaBHeHHe ¢ 28,5% 3a 20 mg onMecapTaH MEIOKCOMHIT.

INocaenpamo npoyysaHe oleHABa NPUOABAHETO HA PAIHYHA 103H OJIMECAPTAH MEJOKCOMHII TIPH
NIALMEHTH OT KABKAZKATA Paca, YHETO APTEPHAIHO HANIATAHE He C¢ KOHTPOJIHpPa AOCTATEYHO cnep 8-
CEOMHYHA MOHOTEPAITHA C 5 g aMIOJHITHH.

[Tpu NauKMeHTH, KOMTO NPOIBIDKABAT A1a MPUEMAT CAMO 5 Mg AMIOJMITHH CHCTOITHOTO/THACTONHOTO
APTEPUAJIHO HAIATAHE Ce NOHIDKaBa ¢ -9,9/ -5,7 mmHg npes cnenpaumare 8 ceavmm. IlpnbapaneTo Ha
20 mg onmecapTaH MEIOKCOMMII BOIM 10 NIOHIKABAHE Ha CHCTONTHOTO/AMACTONHOTO apTEPHATTHO
Hanarake ¢ -15,3/-9,3 mmHg u npubaesareTo Ha 40 mg onMecapTaH MeIOKCOMMN BOJH O NOHIKABAHE
Ha CHCTONHOTO/AHACTOITHOTO apTepHanHo Hamarare ¢ -16,7/-9,5 mmHg (p < 0,0001).

TIpOUEHTET Ha MALMEHTHTE, AOCTUTANIH TIPHLEHOTO apTepUaibo Harane (<140/90 mmHg 3a
nauueHTH Ge3 auaber B <130/80 mmHg 3a naupenTHTe ¢ 1uabet) € 29,9% 3a rpynara, KodTo
NpoAL/LKABa Aa IpHeMa camo 5 mg amoamtuy, 53,5% 3a Tecnanan 20 mg/5 mg 1 50,5% 3a Tecnapan
40 mg/5 mg.

PaH,uomusupal-m JaHHH TMPH NalHEeHTH ¢ HEKOHTPOJIHpaHa aprepHanTiHa XHNEpTOHKA, CpaBHABALA
NPHIOKEHMETO Ha cpeana a034a KOM6Pﬂ{HpaHa Tepanua ¢ Tecnagan CIIPAMO NOBHILABAHETO AC Haii-
BHCOKATa 0034 MOHOTEDAMNKA ¢ aMNIOAWMNH WA OlIMeCapTal, He Ca Hal|u4Hy.

TpHTe NpoBeneHH MPOYYBAHHA [OTBLPKAABAT, Ye MOHMKABALLMAT APTEPHATHOTO HajlATaHe edeKT Ha
Tecnanas eAHOKPATHO AHEBHO Ce MOARXBPKA Ipe3 24-uacoBud 10308 HHTEpBa ¢ trough-to-peak
CHOTHOWEHHA OT 71% 10 82% 3a CHCTONHHSA H AHACTONHHA OTrOBOp H ¢ 24-4acoBa e)eKTHBHOCT,
MOTBBLPAEHA NMOCPEACTBOM aMOYIaTOPHO MOHHTOPHpaHe Ha apTePHATHOTO HalsAraHe.

AnTHxanepreHansanaT edekT Ha Tecnanad € CXOIeH He3aBUCHUMO OT BL3PacTTa M 110714 H € CXOJEH NPH
NAalHeHTH ¢ MK Hes quaber,

B nge oTROpEHH, HepaHNOME3HPaHH, YALLKEHA NPOYYRaHHUS TpaiHaTa ehHKacHOCT IPH NPHIIOKEHHE Ha
Tecnanan 40 mg/S mg ce AeMOHCTPHpA Ha IThPBaTa rofMHa 3a 49-67% OT nalHeHTHTE.

OnMecapraH MeIOKCOMWI (AKTHEHO BellecTBO Ha TecnagaH)

BemecTeoTO ONMecapTaH MENOKCOMIII B CheTaBa Ha Tecnanan ¢ CeNEKTHREH aHrN
{AT1) peuerrropes antaronmcr. OnMecapTaH MeIOKCOMII GBP30 C& KOHBEPTHpa A0
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AHIHOTEH3HH-ANNOCTEPOHOBATA CHCTEMa H HIPag SHAYHTETHA POJIA B NATOMUIMONOTHATA HA
xunepronnata. Edexrure va anrnotensvx Il Bkmoupat Ba30KOHCTPHKLMA, CTUMYJIALMA HA CHHTE3a U
0cBODOKIABAHETO HA ANJOCTEPOH, CTHMYJIHPAHE Ha ChpLETO H HA OB0pedTHaTa peaGeopOlua Ba HATPHIA.
Onmecapran 6:10KkMpa Ba30KOHCTPHKTOPHHA H ANIOCTEPOH-CEKPETHPALIMA eeKT Ha aHrHoTeH3HH I1
nocpeacTsoM ONIOKHpaHe Ha CBBP3BAHETO MY KbM penienrropa Ha AT1 B TEkaHMTe, BITIOUHTSAHO
CBH/I0BATA [V1aAKa MYCKynarypa H Han6sOpeunnTe sxiezn. JIeHicTBHETO Ha 0NIMECApTaH € HE3ABHCHMO OT
H3TOYHHKA WIH HAYHHA HA CHHTE3 Ha aHrMoTensHH Il CeleKTHBHMAT aHTAFOHH3EM Ha PELICITOPHTE Ha
anruotensuH II (AT1) or onmecapran BOAM 10 NOBHIABAHE Ha IV1a3MEHHTE HHBA Ha peHHHA H
KOHLICHTPALIKTe Ha aHTHoTeH3HH 1 1 I M H2BeCTHO NOHHkABAHE HA N1a3MEHHTE KOHLEHTPALIMH Ha
anjaocTepoHa.

IIpn xunepToHus onMecapTaH MEZOKCOMHT BOH IO J030-3aBHCHMO NPOXL/DKHTENHO NIOHHKABAHe HA
apTepHanHoTO Handrave. Hama JaHHH 3a XHIIOTOHMA Ha ITHpBaTa A02a WIH TaXHpHNAKCHA IpH
ORITOCPOYHO MPHACKEHHE WIIH 3a pubayH/ XHNIEPTOHUA cllel OBp30 NPeYCTAHOBABAHE Ha JIEYEHHETO.

Chea eIHOKpATHO IHEBHO NIPHIOKEHKE NPH NIUMEHTH ¢ XMIISPTOHHS, ONIMECapTaH MeAOKCOMHN ROAK 10
eeKTHBHO ¥ TUIARHO NIOHMMABAHE Ha APTEPHATHOTO HajlMTaHe npe3 24-9acoByA 030 HHTEPBA.
EaHOKpaTHOTO THEBHO NO3HPAHE BOAM A0 CXOMHO NOHIDKABAHE HA APTEPHANTHOTO HAJATaHe KaKTo H
JBYKPATHOTO AHEBHO IO3HPaHe NMPH €/HA U ¢hia ofma AHEeBHa H03a.

ITpy mpoaLKHTENHO IeYeHHe, MaKCHMATTHOTO NOHIDKABaHe HAa apTepHAaTHO HallATaHe ce JOCTHIa 33
8 ceAMMIM cIe]] 2aMOYBAHE HA JIEUEHHETO, REIPEKH Y€ 3HAYHTE/IHA JACT 0T NOHIPKABALIHA
apTEpUATHOTO HanAraHe edekT Beve ce HaOnonaea ciep 2-ceAMHYHO J1eueRke.

EdexTsT Ha onMecapTad MENOKCOMMA BRPXY CMBPTHOCTTa ¢ 3200/18BAEMOCTTA € BCE Ollle HEH3BECTEH.

Ipoyupanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
Pannomusmpane Ha OfIMECapTaH ¥ NpeBeHLMA Ha Anaberna MukpoanGyMHHYpus) npH 4447 naupeHTH
¢ muaber Tun 2, HOpMO-ANGYMHHYpPHA H TIOHE eJHH AOITBIIHUTENEH ChP/ICYHOCHIOB PHCKOB (akTop,
M3CNEABA HAJH JIEYEHHETO ¢ OJIMECapTaH Moxe Na 3abaBH Hauanoro Ha MMkpoanbymuHypms. Ilo
BpeMe Ha CpelHHA Npocienssain nepuoa ot 3,2 romHHH, MAIHCHTHTE TMOJTYJaBaT OJIMECapTAH MM
nmnanebo B ACHBIHEHHE KbM Jpyd AHTHXMIIEPTeH3HBHH IleKapcTBa, ¢ HikmodeHude Ha ACE
HHXHOWTOPH HJIH aHTHOTEH3HH penienropHH GnokepH (ARB).

3a mbpBHYHATA KpakiHa el NPoyBaHeTo MOKA3Ba 3HAYMTENHO HAMANABaHEe HA BpEMETO 32 Hayano Ha
MHKpoalOYMHHYPHS B Moji3a Ha osMecaprad. Cnel KOpeKIHA Ha pasIHKMTe B apTePHAIHOTO -
HallATaHe TOBA HAaMalABaHE Ha PHUCKa Beue He € CTaTHCTHYecKH 3HauuMo, 8,2% (178 or 2160) or
MALMEHTHTE OT Ipynara Ha onMecaptad B 9,8% (210 or 2139) B mnauebo rpynara ca pa3sBHIH
MHKpoanGyMHHYpHS.

3a BTOPHYHMTE KPaiiHM LieNH, CHPASYHOCHAOBH HHUMIEHTH BH3HHKBAT IIpH 96 manmuenTa (4,3% npn
onmecapTad ¥ npa 94 nauMenra (4,2%) npu nnanebo. YectoraTa Ha ChPAEUHOCHO0BA CMBPTHOCT €
TIO-BACOKA IPH JICYEHHETO ¢ OJIMEcapTaH B cpaBHenme ¢ mnanebo (15 nmammenra (0,7%) cnpamo 3
namuenta (0,1%)), BbNpekH cxonHKTe HUBa Ha HedaraneH uucynr (14 nammenra (0,6%) cnpamo 8
naunenta (0,4%)), Hedatanen muokapaen undapkr (17 nmauuenra (0,8%) cnpamo 26 naumeHTa
(1,2%)) U CMBEPTHOCT, pasinuHa OT ChpaeYHochAoBa, {11 naumenta (0,5%) cnpamo 12 naumeHTa
(0,5%)). O6wara CMBPTHOCT NPy OIMECAPTAH € YHCIeHo yBenntsena (26 nanmenTa (1,2%) copamo 15
nauuenTa (0,7%)), KoeTo e cle/ACTBHE OCHOBHO OT MO-BHCOKHA OpoH (aTalHH CHLPAEYHOCHAOBH
HHLHAEHTH.

Hpoy'-mal-le'ro Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic N hropathy

AuabeTtHa He(]Jpona'mﬂ) v3cienpa edexTHTe Ha onMecapran BbpXy 6p0peunure )
KpaiHH pe3yiTaTH npH 577 paHAOMH3MpaHH TALHEHTH oT Anonna ¥ Kuraii ¢ nnaf
Hedponarus. [Jo BpeMe Ha cpeaHud epHOA Ha mpocneadsaHe oT 3,1 roauny, n
WIM OJMecapTaH, MnNH nuauefo B JOMBIHEHHE KBM IpYTH aHTHXHIEPTY
BmounTenHo H ACE nnxuburopu.
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Iepeuunara koMOMHMpaHa kpaiiea uen (BpeMe A0 MBpBHA Ciay4aH Ha yaBosBaHe HAa CepyMHHA
KpeaTdHHH, TePMHHAIHA creneH Ha OwOpeuna Gonect, obma cMbpTHOCT) ce Habmogasa mpu 114
NauMeHTH B rpynara Ha oaMecaprtaH (41,4%) u npu 129 nmauMeHTH B rpynarta Ha muauebo (45,4%)
(HR 0,97 (95% CI 0,75 no 1.24); p=0,791). KomMGunupanaTa BTOPHYHA CBpPASYHOCHACBA KpaiiHa 1en
ce mabmonaea npu 40 naureHTa, JeKyBaHU ¢ onMecapTas, (14,2%) H npu 53 nauueHTa, JIEKYBAHH C
nnanebo, (18.7%). Tazn xoMOuHupaHa ChpAsuHOCHAOBA KpafiHa IieN BKIMOYBA CHLPACHHOCHAOBA
emept npu 10 (3,5%) nanyenTta, npHemManu onmecaptan, cnpamo 3 (1,1%), npuemanu nnaneto, obma
eMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), vedaranen uacynr 8 (2,8%) cnpamo 11 (3,9%) 1 Hedparanen
mMuoKapaed aadapkT 3 (1,1%) copamo 7 (2,5%), coTBETHO.

AmnonunuH (AKTHBHO BelllecTRO B Tecnanan)

BemecTBoTO aMITOIMIIAH B CheTasa Ha Tecnaja e 6nokep Ha KAILMEBATE KaHATH, KOHTO HHXHOHpa
TpaHcMeMOPAHHOTO HABIHI3aHE Ha KANLMCBH HOHH Mpe3 BONTaX-3aBHCHMMTE L-THII kKaHaH B CHpLIETO M
rnagxdTe Myckynu. ExcniepumMenTtaniime JaHHAM NOCOYBAT, Ye aMIOAMIMH CE CEBP3Ba B ©
JMXHAPOTTHPHAMHOBHTE H ¢ HEANXHAPOTHPHAMHOBHTE CEBP3RAlIH MECTa. AMIONMIIH € CPABHHTEIIHO
Ba30CEJIEKTHBEH, C TI0-TOMAM e(heKT BBpPXY CHAOBHTE NIAZKOMYCKY/IHH KIIETKH B CpaBHEHHE ChC
CHPACHUHHTE MYCKYJIHH KIIETKH. AHTHXHNEPTCH3HBHHAT e(eKT Ha aMIOIHIIHE NPOU3NH3A OT JHPEKTHHA
penaxcupain eeKT BbpXy apTepHaTHaTa I1ajKa MycKynaTypa, KOeTO BOIH /10 OHWkaBaHe Ha
nepHdepHaTa Ppe3HCTEHTHOCT M 110 TO3H HAUHH HA aPTEPHANHOTO HAATaHE,

IIpH nauMeHTH ¢ XMNEPTOHHS, aMIOAMITHH NPHYHHARA [0303aBHCHMO NPONWIKHTEIHO [IOHIDKABAHE HA
apTePHATHOTO HanaraHe. HaMa naHim 3a XMNOTOHHA NPH NPUIOKEHHE Ha ITbPBATa 1034, Ha
Taxudunakcys pK NPOTLDKUTENHO JISICHNAS MITH 32 pudayhy, XHNEPTOHNA Clle, PA3KO
NpeycTaHOBABAHE Ha IeUSHHETO.

Crnen NpUACKEHHETO HA TEPaNIEBTHYHH 031 Ha MALMEHTH ¢ XHDEPTOHMA, aMAOAHIHE BOAH HO
eheKTHEHO TIOHIDKABAHE HA APTEPHAHOTO HAMATAHE B JI€KALL0, CEAAIO H M3TIPABEHO NOJNOKEHHE.

X pOHMYHOTO NPHIOKEHHE Ha AMAOAHIHH He Ce CBBpP3Ba ChC 3HAYMMH NPOMEHH B ChpEYHATa YecToTa
HIIH TUIa3MEHHTE HHBA Ha KaTtexonaMuHuTe, [Ipy NalleHTH ¢ XUNIepTORMA H HopMaHa 6B6peyHa
(YHKIMA, TEPAINCBTHYHH N03H aMIOOHIHH NOHMKABAT OROpeuHaTa ChI0Ba PESHCTEHTHOCT ¥ NIOBHIIABAT
CKOPOCTTa Ha TNOMepYHATa QUATpaLis H edeKTHBHHA GbOpetuen niasMoToK Ge3 1a MPOMEHAT
$hUATPALKORHATA HPaKLs WM NPOTEHHYPHATA.

B xeMoAHHAMHYHH ITPOYHBAHKSA TIPH TIALMEHTH CBC CBPASYHA HEOCTATHYHOCT H B KITHHHYHH
TIpoyuBaHHA, 6azHpaHH Ha TECTOBE C HATOBapBaHe NPH NALMEHTH ChC Chp/AeHHa HEOCTaTRYHOCT Knac II-
IV mo NYHA, e yCTaHOBEHO, Ue aMNOANTTHH He MPHYHHABA HAKAKBO KIMHHYHO BNOLIABAHE, OLIEHEHO
NIOCPECTROM H3PBAUIMBOCTTA HA (PH3HYECKO HATOBApBAHE, IEBOKAMEPHATA (hpaxiig Ha H3TNAcKBaHe H
KIMHRYHHTE OeNe3H H CHMITTOMH.

I'nane6o xonTponuparo npoyueave (PRAISE), ¢ mizaiin 3a oleHKa Ha DALMEHTH CbC CEPACYHA
nepocTarsunocT ¢ [II-IV knac no NYHA , xonro opuemar aurokciH, auypetHud 1 ACE uHxubuTopH,
NOKAa3Ba, Ye AMJIOMITHH He BOAH 10 MOBHIIABAHE HA PHCKA OT CMBPTHOCT MM KOMOGHHHpaHa CMBPTHOCT
1 607IECTHOCT NMPH MALMEHTH CBC ChpPIEYHA HEIOCTATEYHOCT.

Ipu npocnensBalo ALATOCpoOUHO, iauefo-KoHTponupaHo npoyusane (PRAISE-2) ¢ amnoaHImTHH 1IpH
nauMeHTH cse chpiedHa HegocTarsuyHoeT HI v IV knac no NYHA 6e3 kiHHHYHM CHMATOME WM
00eKTHBHM JAHHH 3a NOJUIEKAlla HeXeMHIHa GoNecT, npy NocTOAHHH 1034 0T ACE HHXUOGHTOPH,
IQHTHTAINC B JHYPETHLM, AMIIOAHNHH He OKa3Ba B/AHHE BBPXY 0OINATa WIH ChpAeYHATa cMBbpPTHOCT. B

B cpaBHeHHe ¢ IWanebo.

INpoyusane 3a neveHHe 3a NPEBEHNA Ha ChpAeYHH HHLMAeHTH (ALLHAT) |
PanpomusKpaHo, [BOHHO-CIIATIO MPOYUBaHe 33 3a00€BAEMOCT - CMBPTHOCT, HapeueHo Anl
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoy4sane 3a
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AHTHXMIEPTEHIMBHO H MHITAONOHWKABAHIO JIEUeHKE 3a NpeBeH1 Ha CHPASYHN MHIMCSHTH) €
NpPeNCTaBeHo, 33 AA CPaBHM NO-HOBH JIEKAPCTBEHH Tepanuy: amnoanmad 2,5-10 mg/nen (Gnokep Ha
KaJIHeBUTE KaHaIH) Win musvHonpan 10-40 mg/nen (ACE-uHxu6uTOp) KaTO TEpammiH Ha Ithpeu 1mdop
COpAMO THASHACH NHYPETHK, xnopTanviod 12,525 mg/neH npH feka 1o yMepeHa XMIepTOHHA,

O6mo 33 357 nalMeRTH ¢ XHIIEPTOHMS HA BB3PACT 55 TOMHH WIM NO-BB3PACTHH Ca PAHAOMM3HPAHH ¢
ApocTeNieHH cpeAHo 3a 4,9 ronuad. TTanHeHTHTe MMAT NOHE €AUH AOITHITHHTEAEH PHCKOB $aKTop 3a
KOpOHapHa Gonect Ha ChpLETo, BKIIOYHTENHO: NPeAXoAcH MIoKapaeH HHbapkT win MHCYNT (> 6 Mecena
NPeaH BUTFOYBAHETO) HIH OITMCAHO APYI'0O aYEPOCKIEPOTHMHO CEPAEHHOCHA0RO 3aboasaHe (0bmo 51,5
%), nuabet Tun 2 (36,1%), HDL-C<35 mg/dl (11,6%), nesoxaMepsa xuneprpodus, IHars

4pe3 eneKrpoKkapAHorpaMa Wi exokapauorpadpus (20,9%), Hactosmo Tromononmymene (21,9%).
I'bpuunara xpaiia Len e koMOHHHpaHa 0T (aTaHa KOpoHapHa GonecT Ha CEpUETO HITH He-daraneH
MHOKap/ieH HHpapkT. HAMa 3HauMMH pasiiky B HAYanHaTa KpailHa Liel MeXIy TepanisTa ¢ aMIOAUITHE
H Ta3u ¢ xnopranuaoH: RR 0,98 95% CI (0,90-1,07) p=0,65. Ot RTOpHYHHTE 11€NH YecTOTaTa Ha
CBP/CYHA HEIOCTATBYHOCT (UacT oT kKoMOMHMpaHaTa ChpAEeYHOCHIOBA KpafiHa 1elT) € 3HAYHTEIHO 1o~
BHCOKa B IpyTiaTa Ha aMJIONMIKH B cpaBHeHHe ¢ Ta3i Ha xnopramuzion (10,2% cnpamo7,7%, RR 1,38,
95% CI[1,25-1,52] p<0,001). Benpexy TOBa HAMa 3HAUMMA pa3iHKa B oOL1aTa CMBPTHOCT MEXKIY
TepanHATa ¢ aMIOJHITHH K TasH ¢ xuopramiaoH (RR 0,96 95% CI [0,89-1,02] p=0,20).

Jpyra nndopmarn

JlBe roneMn paHIOMH3HpaHA KOHTponupay npoyueakus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo rnobanHo H3NUTBAHE 38 KPAHHE TOUKH
Ha TeIMHCApTaH, CaMOCTOATENHO H B koMOnHaums ¢ pamunpwr) H VA NEPHRON-D (KnuniHo
NpOYy4BaHe, CBBP3aHO ¢ PasBHTHE Ha HedponaTHa npH AHabet, nposeneHo o MuHKCTEpPCTBO MO
BBIIPOCHTE Ha BeTepaHHTE) — Mpoyuear ynorpebara Ha xom6unaunaTa ot ACE uaxuburop v
anryuoreHsnH Il-penenropes Gnokep.

ONTARGET e ripoyuBane, NpoBeICHO NPH TAIKMEHTH ¢ AHAMHE34 33 CHPACUHOCHA0BA WIH
MO3bYHOCHA0Ba GoNect, WaK 3axapeH Ax#aber TMN 2, NpHApYy:KeHH C JAHHH 32 YBpeskAaHe Ha eeKTOPHH
opranH, VA NEPHRON-D e npoyusase NpH NALMEHTH Che 3axapeH Auaber tun 2 u auabetHa
HedporaTys.

Tesu npoyuBanns He TIOKA3BAT 3HAYMM GraronpusTed edekt BEpXY Os0peuniTe Witmi
CBPIIEYHOCHAOBHTE NOCAESTHLM H CMBPTHOCT, K4aTO ChLIEBPEMEHHO ca HabJI0ABaHH NOBMINEH PHCK OT
XMIEPKATHEeMis, OCTPO YBpeXKIaHe Ha 6sOpelMTe WATH XMIIOTOHHA B CPaBHEHHE ¢ MOHOTEPAIIHATA.
Kato ce nMar npenens cxoauure uM hapMaKoAWHAMHYHE CBOHCTEA, TE3H PE3YITaTH ca IIPHICKHMH H 32
apyru ACE uaxubuTopy 1 anrnoteHzun Il-peunentopim Gnokepu.

ACE urxnburoph M anruoteHsnH II-penerrropru 670KepH cnenoBaTenHo He Tpabea Aa ce H3MON3BaT
€OHOBPEMEHHO NpH TIalHeHTH ¢ AHabeTHa HedporaTus.

ALTITUDE (I1HHHYHO Npoy4BaHe NPOBEAEHO ¢ ATMCKUpPEH [IPH NAlMEHTH Che 3axapeH Auaber THn 2 ¢
H3MONI3BaHE Ha CHPASYHO-CHAOBH M OBOpevHH 3a00aBaHNs KaTO KpaHHH TOUKH

) € IpoyuBaHe, IIpeIHa3HAYEHO Ja W3CJie/Ba N10/13aTa OT 100aBAHETO HA ATIMCKHPEH KM CTaHAapTHA
tepanua ¢ ACE nHxubuTop min anrnotensuH ll-penenTtopeH Gnokep npy NaLKEHTH CBC 3aXapeH aHaber
THI 2 ¥ XpoHnuno OLOpeaHo 3abonssate, CLpASUHOCHIOBO 3abongBaHe WIH 1 asete. [Ipoyysanero e
TIPEKPATEHO NPEKASBPEMEHHO NOPaJH MOBHILEH PHCK OT HeOIaronpuaTHH nocneami. Kakro
CHPACYHOCHAOBATA CMBPT, TAKA M HECY/ITHT Ca NO-YECTH B IPYNATa Ha AJIMCKMPEH, OTKOJIKOTO B IpynaTa
Ha TTane6o, a NpeACTARIABAlIMTE HHTEpeC HeXKeJIaHH CHOUTHA H CEPHO3HH HeKeNnaHH ChOMTHA
(xvmepkamHeMHus, XHIIOTOHUA K 616peuna qucdyHKLMA) ce ¢ho0LIABAT NMO-YECTO B rpynaTa Ha
ATHCKHPEH, OTKOJIKOTO B IpyMaTa Ha nianeto.

52 dapMaKOKHHETHUHH CBOICTBA

Tecnanan

aMMAOAMIHE Ce JOCTHTAT CHOTBETHO Ha 1,5—2 4yac ¥ Ha 68 yac. CKOpOCTT2 H CTENEHT
JIBETE AKTHBHH BellecTaa Ha TecnanaH ca eKBUBANEHTHH HA CKOPOCTTA M CTENEHTA Ha
[OCNEBAINH MPHUEMA Ha 1BAaTa KOMIIOHEHTA KATO OTJENHH TabneTKH. XpaHaTa He 110
OHOHAIMYHOCTTA Ha OJIMecapTaH U aMIoAMNKHA or Tecnanan.
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OnMecapTaH MeAOKCOMHIN (aKTHBHO BemlecTBo Ha TecnanaH)
A6copbups M pasnpeneneHue:

Onmecapran MeIOKCOMHI € TipenekapcTBo. Toll Gbp30 ce koHBepTHPa A0 hapMaKONOrHIHO aKTHBEH
MeTabONHT ONIMECAPTAH OT eCTEPa3d B YPEBHATA JIMTABHIIA M B MOPTATHHA KPBBOTOK ITOCPEACTBOM
abcopbLps B CTOMAITHO-UPeBHIA TPakT. B ruiasmara unu cexperuTe He ce YCTAHOBABA MHTAKTEH
OJIMECAPTAH MEAOKCOMEU] HJTH MHTAKTHA CTPAHWYHA BEpUra Ha 3aCTTa MEAOKCOMMI. Cpeaxara
abcomorHa 6MOHANMYHOCT HA OJIMecapTaH ot TabneTHara gopma e 25,6%.

Cpennara MakcHMAJTHA TU1a3MeHa KOHUEHTPAlHS (Cinax} Ha OIMECAPTAH C& JIOCTHIA B PAMKHTE Ha 2 Yaca
CIIEA epopaneH MPHEM Ha OJIMECapTaH MEAOKCOMIN H IJIA3MEHHTE KOHLIEHTPALHH Ha ONIMEcapTaH ce
NIOBHIIIABAT NPHONH3UTENHO NMHEHHO C IOBHIIABAILK CE eQHOKPATHH NEPOPATHH A03H, NOCTHTAINH A0
okono 80 mg,

XpanaTta HMa MHHHMaTEH edeKT BBPXY OMOHATTMHMHOCTTA HA OIMECAPTaH | TIODAMH TOBA ONIMECapTan
MEIOKCOMHMI MOKE JIa ¢e Tpuiara ¢ Wik 0e3 XpaHa.

He ce HabmoaapaT KIMHHYHO 3HAYHAMH PasH4HA, CBBP3aHH ¢ NOJa, 110 OTHOMIEHHE Ha
(hapMakOKHHEeTHKATA.

OnMecapTa ce CBbP3Ba BbB BUCOKA CTereH ¢ IiasMenuTe nporeHHH (99,7%), HO BB3MOKHOCTTA 34
KIIMHHYHO 3HAYHMH B3aUMONEHCTBIA, CEBP3aHH ¢ KOHKYPHpPAHE 33 CBHP3BAIITE MECTA C IUTa3MEHHTE
NPOTeHHH MY OJIMECAPTaH H IPYTH efHOBPEMEHHO IPH/IATaHH aKTHEHH BEIECTBA, KOHTO C&
CBBP3BAT BBE BHCOKA CTEMIEH C MNa3sMEHUTE TIPOTEHHH, € HUCKA (KOETO ce MOTBBP:KAABa OT JIMITCATa HA
KJIMHHYHO 3HAYHMO B3aHMOACHCTEHE MY OJIMECApTAaH MEZOKCOMII K BapdapuH). Cepp3BaHeTO Ha
OJIMECAPTAH KbM KPBBHHTE KIICTKH € peHeOpesxumo Maiko. Cpentusr obeM Ha pasnpesieieHHe crief
HHTPABEHO3HO A03UpaHe e HuchK (16-29 1.

Buotpancdopmanus 1 enMMHHHpaHe:

OOwMaT NiazMed KIHPBHC HA ONMEcapTaH 1o npuHumn ¢ 1,3 Vuac (CV, 19%) 1 e orHocuTenHO GaBeH B
CpaBHEHHE ¢ YepHOAPOoOHHA KpbBoTOK {oK00 90 l/yac). Cren npunarade Ha eHHHYHE NEPOPaiHa Koda
¢ Genazan ¢ 14C-onmecaptan Menokcomin, 10%—16% or npunoskeHaTa paIHOAKTHBHOCT CC EKCKpeTHpa
B ypHHarTa {[10-roJiAMaTa 4acT B paMKHTe Ha 24 yaca oT npHioxkeHHeTo Ha 103aTa) M OCTaThKa OT
YCTAHOBEHATA PaZlHOAKTHBHOCT C& SKCKPETHpa BbB delieca. Bp3 0CHOBA Ha CHCTEMHATA HATMYHOCT OF
25,6%, Moske 1a Obae M3uMcaeHo, Ye abcopOupaHHAT oNMecapTaH ce OUHCTBa KakTo 4pes 6u6peuna
exckpeima (oxono 40%;}), Taka 1 upes uepHOIPOBHO-KITBYHA eKckpeLma (oxono 60%). Lianara
OCTaTh4Ha PaJHOAKTHBHOCT Ce YCTAHOBABA KaTo oiMecapTaH. He ce yCTaHOBsABA APYT 3HAYMM
meTabouT. EHTepo-XenaTanHuaT KpbroBpar Ha OfIMECapTaH € MHHHMAaNeH. Thil KaTo roaama 4acT or
ONMecapTaH ce eKCKPETHPAT TI0 ITBUEH IThT, IPHIOKEHHETO NPH [IALHEHTH ¢ O0CTPYKLMA Ha JKThUHHTE
ILTHILA € TIPOTHBOTIOKAzaHo (B Touka 4.3).

KpalinuaT nonykHBOT Ra eTMMHHHpaHe Ha ofiMecapTaH e mexkay 10 u 15 vaca cnesy MHOTOKPaTHO
nepopanHo qo3upane. PaBHOBECHO CLCTOSHHE ce AOCTHra clie]l TEPBHUTE HAKONKO 03U H He ce
nabmonaega nocsieIBallo akyMmynupase cien 14-aHereH non'mpﬁm ce npueM. BLOpeyHHST KIHPBHC €
npubmuaurenso 0,5-0,7 L/uac 1 ne zaBHCcH OT a03aTa.

JNexapeTreny ssadMOneHCTBIA

Konecepenam, nexapcTeo, KOSTO CBBP3BA HKILYHUTE KHCETHHH:

EnxoBpemenoto npunoxenne Ha 40 mg onMecapraH MeaokcoMun W 3750
XHAPOXJIOpHA MPH 3ApaBH Juna Boam 10 28% HamanseaHe Ha Cruax M 39% HaMman
onmecapran. Tlo-cna6 edekt ce Habmonapa, cvoTBeTHO 4% M 15% HamansBaHe Ha
ONMEeCapTaH MEIOKCOMMII ce NPIIOoKH 4 Yaca NpelH KoneceBeaM XHAPOXAOPHA, |
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ENMMHMHALMOHHHAT MOXYXHBOT Ha OJIMECapTaH Hamanapa ¢ okono 50-52% HesaBMCMMO Ramu e
NPHACHKEH eAHOBPEMEHO HiIH 4 Yaca NpeaH KoleceBesiaM XHIpOXIopH I (BHXXTe Tovka 4.5).

Amnoaumis (aKTHBHO BellecTBO Ha Tecnanan)
Abcopbups U pasnpeaeneHue:

Cnepn nepopaiHC NpHIOKEHHE Ha TEPANeBTHYHH J03H, aMJIOAHNHE ce abcopOupa nobpe ¢ MAKCHMAIIHH
NNa3MeHH HABA OKoNO 6-12 vaca cyies NpHeMaHe Ha 71033, AGCOoMOTHATa GHOHAIHYHOCT € OLICHEHA
mexay 64 1 80%. Obembr Ha pasnpenenehue e oxono 21 kg, In vitro npoyusana nokassar, 4e OKoJIO
97.5 %o OT LIMPKYINPALKA AMIIOJUTIMH € CBBP34H C TVIA3MEHHTE MPOTEHHH,

AbcopOLmaTa Ha aMJIOMNHH He ce NOBJIHABA OT €AHOBPEMEHHMA TIPHEM C XpaHa.

BbroTtpaHchopMaLisg H eTAMHHHpAHE:

KpalinuaT nomypKUEOT Ha elMMHHMpaNe € okono 35-50 vaca, CLOTBETCTBRALL [IPA A03HpaHe eUH MBT
JHEBHO. AMAOJHITHH ce MeTalOoNHzHpa KCTEH3HBHO OT YepHHA apod no HeakTUBHN MeTaboNUTH, KATO
10% m3xomnoTo BewmecTo H 60% OT MeTaGOMHTHTE ce eKCKPETHPAT B YPHHATA.

OnMecapTaH MEIOKCOMEN B aMaoaunuH (RKTHBHHE BelllecTBa Ha TecmagaH)
CrelinaaHy Nonyammn

IemmaTpiana nonmynammd (Ha By3pact 1ol 18 romm):

I1pu nena munceat $hapMaKOKHHETHYHH JAHHH.

ITaumenTn B cTapuecka BB3pacT (Ha/Han 65-rogumiga BL3pacT):

Tlpu naupeHTy ¢ xunepronns ,AUC Ha onMecapTaH B paBHOBECHO ChCTOSHHE Ce TIOBHIIABA ¢ 0koJIo 35%
MPH MALHEHTH B cTapuecka Br3pact (65-75 roauHm) 1 ¢ 44% npy MHOTO BB3PacTHH NaLMeHTH (275
FOMIHIIHA BHL3PACT) B CPABHEHHE ¢ TIO-MIIAJIATa BR3pacToBa rpyna (Bwx Touka 4.2). Tora Moxe ga Obae
TIOHE OHAKB]E CELP3AHO ChC CPefHO NOHHKaBaHe Ha Ob0petuHaTa QyHKIMA IPH Ta3H TpyTia NALHEHTH.
[IpenopbuBaHMAT NOZ0B PEXKIM 32 TIALMEHTH B CTapUecKa Bb3pacT, obave, & ChIiA, PLIPEKH e €
HeoOX0OMMO NOBHLIEHO BHUMAaHKe, KOTaTo Ce MOBHIIABa 103aTa.

Bpemero 3a nocTMrane Ha MakCHMAaJIHA TUTa3MEHA KOHLICHTPALHA Ba aMIOJHITHH € €JHO H CBLIO IPH
TILMEHTH B CTAPYECKa BB3pacT H NIPH NMO-MNazan JHua. KITHpBHCET Ha aMIIOZMITHH MOXKe [ia Ce TIOHIDKH B
pesynTat Ha yBenuyaBate Ha AUC W Ha noyXuMBOTa HA eNMMMHUPAHE MIPH NALMEHTH B CTapyuecka
BB3pact, YeenuyasaneTo Ha AUC 1 Ha Nomy)kKMBOTA Ha eJIHMHHHpPaHE NPH TMIALKMEHTH CBC 3acTOHHA
ChpZieuHa HEIIOCTATBYHOCT A OYAaKBaHH 32 BB3PacTOBATA IPyNa B TOBA IPOYy4YBane (BIvk Touka 4.4).

Brxlpeuno yepenxnane:

IMpu naupenTy ¢ 6s6peuno yepexaane, AUC Ha omMecapTaH B paBHOBECHO CHCTOSHHE C€ NMOBHINABA ¢
62%, 82% u 179% cBOTBETHO NpH NALMEHTH C JIEKO, YMEPEHO M TeXKO 6B0peuHo yBpeskaade B
CpaBHEHHE CEC 3[paBHTe KOHTPONH (BIDK TOUKH 4.2, 4.4).

AMNOIMIAH c& METa0ONH3NPA EKCTEH3BHO A0 HEAKTUBHH MeTabomiTH. Jlecer nponeHTa or
BELIIECTBOTO CE EKCKPETHPA HENMPOMEHEHO ¢ YpuHaTta. [IpomenuTe B iasMenHTe KOHLEHTpalHH Ha
aAMIIOZIAITHH HE ¢a CEBP3aHH Che CTeneHTa Ha Ou0peunoTo yepeknate. TIpH Tesu naumenty aMIONHIIHH
MOXKE [ CE ipUnara B HOpMAanBaTa £032. AMNOIMIMEH HE C& THain3upa.

YepHoapobHo yBpexkaaHe:
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CBOTBETCTBAILMTE HM 32paBH koHTponH. Hecebpsanara dpakilad Ha ofiMecapTaH 2 3aca ciefi pHeMa
NpPH 3ApaBH JIHLIA, IPH MALMEHTH ¢ JIeKO YepHOAPOoGHO YBpeskaHe H NPH NallHeHTH ¢ YMEPEHO
yepHoApoOHO yBpexknane e choTBeTHO 0,26%, 0,34% 1 0,41%. Cnen norrapanio ce JO3HUpaHe Npu
TIALMEHTH ¢ YMEpeHO YepHOApoDHO yBpesxane, cpennara AUC Ha onMecapTaH OTHOBO €
npubIn3HTENHO 65% NO-BHCOKO OT CHOTBETHHTE 3paBH KOHTPONH. Cpennnre Crax HHBA Ha ONIMECAPTAH
¢4 CXO/IHH NIPH NAlHEHTH ¢ YepHOApoOHO YBpeXkAaHe H npy 3apasi nuna. OnMecapTal MEIOKCOMMI He €
H3CNEBas NpH NANHMEHTH C TEXKKO YepHOApobHO yBpexaaHe (BHK Touku 4.2, 4.4).

Hamirann ca MHOIO OTpaHHYeHH KIMHHYHN JaHHH OTHOCHO NPHJICKEHHRETO Ha AMIIOAHTIMH TIpH
NaluHeHTH ¢ YepHoApoOHO yBpexaane. KiMpBHCHT Ha AMAOAMITHH € TIOHIKEH K TIONYKHMBOTET €
YABJEKEH NpH NMallMeHTH ¢ HapyIleHa YeprOAPoOHa hyHKIMS, KOSTO BOAH A0 nosumasane Ha AUC ¢
npabmuTento 40%-60% (srok Toukn 4.2, 4.4).

5.3 IIpeaxIHHW4YHH AaHHH 3a Gez0macHOCT

B3B3 0cHOBA HA HEKIMHWUYHKA PO HA TOKCHIHOCT Ha BCAKA OT ChCTABKHTE HE C& OYAKBA YCHIBAHE HA
TOKCHYHOCTTa 33 KOMOHHAIIMATA, THi KATO BCAKO BeLIECTRO HMa PalIHYHH NPHLEAHH OPraHH, T.e.
6B6perTe 3a 0MecapTaH MEIOKCOMMII H CHPLIETO 32 AMJIOIMITHH,

B 3-MeceqHo npoydsaHe 3a TOKCHYHOCT Ha TIOBTAPALIM Ce 4034 Ha NIEPOPATTHO MPHIIAraHa KOMOHHALNA
Ha OJIMECAPTAH MEAOKCOMI /AMIOJUIEH TIPH ILTbX0BE ce HaOMONaBAaT ClIEIHHTE HAPYIICHHA:
MNOHKKABAHE HA MOKA3ATENITE Ha YEPBEHHTE KPBBHH KIIETKH M IPOMeHH B Gu6perTe, kaTo H ABeTe
MoraT ja 6bAaT NPHYMHEHH OT BEIECTEOTO OJIMECAPTaH MEJOKCOMMIT, H3MEHEHNA B YepBata (Ariaraums
Ha JlyMeHa ¥ uhy3HO YIUIETHIABAHE Ha MyKO3aTa Ha HIeyMa M KOJOHA), HanGBOpeuHH #UIe3H
(xumnepTpodus Ha rIOMepyapHHTe KOPTHKATHH KIETKH H BaKyOTH3alHa Ha (hacLKynapHHTe
KOPTHKATHH KIETKH) H XHNEPTPodHsA Ha KAHATIHTS Ha MJISYHHTE 3KJ1e3H, KOSTO Mojke J1a Ob/1e PHYMHEHO
OT BEIECTBOTO aMJIOAHNHH. Te3H NpoMeHH HE YCHIBAT HHTO elHa OT ChOGHIEHATa PEH TOBA M
CBHILECTBYBALLA TOKCHYHOCT HA OTNENHUTE KOMIIOHEHTH, HHTO IIPHYHHABA HOBA TOKCHMHOCT H HE ¢S
HabmojaBaT TOKCHKONOTHYHO CHHEPIHIHH eeKTH.

OnmecapTal MeOKcOMAN (AKTHBHO BemecTBO Ha Tecnaaan)

ITpa npoy4BaHNA 3a XPOHUMHA TOKCHMHOCT NIPH NBXOBE M KY4eTa OJIMECApTaH MeJOKCOMHAN NOKa3Ba
cxomuu epextn Ha gpyrute AT penentophy arraroHncTH H ACE-umxnburopy: nosuiieHa KpreHa
yped (BUN) u kpeaTHHHH; MOHIDKABAHE TEITIOTO Ha CHPLIETO; MOHIKABAHE NOKATATENIHTE Ha YSPBECHHTE
KPBBHH KNETKH (EpUTPOLIMTH, XeMOTTIOOUH, XEMaTOKPHT); XMCTONOTHYHA IaHHH 33 GEOpeyuHo yBpeskaaHe
(pereHepaTHBHH Jie3WH Ha GHOpeuHHs enuTeN, YIUTTHABaHe Ha OazanmHaTa MemOpana, Junaralys Ha
Tybynure). Te3n He>keTaHH peakiLHH NPHYHHEHH OT (papMakOIOTHYHOTO ASHCTBHE HA O/IMEcapTaH
MENOKCOMHII ChILIO TAKA HACTHIIBAT B NpeIKTHHHYHHTE NPOYuBaHus 3a ApyTH AT1 peuenropHu
anTaroHucTH U ACE-uHXHOBETOpH U Morat 1a 6baT HaMasieHH TIOCPe/ICTBOM ChIYBTCTRAINO TICPOPANHO
NPWICKEHNE Ha HaTpyeB xnopua. M npn aeata BUaa ce HabmofaBar NOBHINEHA IUTA3MEHA PEHHHOBA
AKTHBHOCT H XunepTpodus/xunepnnazus Ha I0KCTArIOMEPYIapHHATE KIeTKH Ha 6p0pewwre. Tean
TIPOMEHH, KOHTO ca THNH4YeH edekr Ha knaca ACE-unxunburopy v ApyrH AT1 penenTOpHH aHTATOHHCTH,
H3IJIEK A, Y€ HAMAT KITHHHYHA 3HAUYHMOCT.

Kakro v apyrure AT1 peuerrropHi aHTATOHHCTH € YCTAHOBEHO, Y€ OJIMECAPTAH MEAOKCOMEI [IOBHILABA
4eCTOTATA Ha XPOMO30OMHHMTE HAKBCBAHMA B KIETLYHH KYJITYpH in vitro. He ce nabmonagar choTBETHH
e(beKTH B HAKOJIKO iR Vivo TIPOYYBAHHA, B KOUTO Ce NTPHIara oJMecapTaH MeOKCOMHI B MHOTO BUCOKH
nepopanyu Ac3n aoctHraum 2000 mg/kg. HanocTHUTE AaHHH OT pasiidpeHara nporpaMa 3a Hac/ieApaHe
Ha FeHOTOKCHYHOCT NPEATIONAraT, 4e € MHOTO MaJIKO BEPOATHO OJIMECAPTAH Aa HpHTEXKaBa
T€HOTOKCHYHH etl)em B YCIIOBHATaA HA KITHHHYHO NPHIIOKEHHE.

OnmecapraH MeaOKCOMI He 0Ka?Ba KAHIEPOreHHOCT B 2-TOAMILHO NMpOoyYBaHe NpH
JBe 6-MECEYHN NPOYYBAaHHA 38 KAHLIEPOr¢HHOCT NMPH TPAHCTEHHH MHELIKH.

B penponyKTHBHH NpOY4BaHHA IPH IUIBXOBE, ONIMEcapTaH MeJOKCOMMI HE TIOBN
HSMa JaHHK 3a TepatoreHeH edekT. ITonoGHO Ha apyrute anrnorekspH I aHrarokut
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NPeXUBAEMOCTTA Ha MOKOJIEHHETO € HamasleHa Clle/1 eKCIIO3MLIMA Ha OJIMecapTaH MeIOKCOMMIT U ce
Ha0J0/1aBa Ta30Ba AWIaTaLMs Ha OpOpeLHTe cliel eKCNOo3HLIMA Ha MaikuTe B KbCHa OPEMEHHOCT M 1o
BpeMe Ha KbpmeHe. [To106H0 Ha ApyrHTe aHTHXHMIEPTEH3WBHH CPE/CTBA, OJIMECAPTAH MEJIOKCOMMII €
rnokasai, ye e Nno-TOKCHUeH 3a OpeMeHHHU 3aiflii, OTKONKOTO 3a OpeMeHHH 11bXoBe. Bhnpeku ToBa HAMa
NIaHHH 32 (PETOTOKCHYEH e(eKT.

AMIoaMNKH (aKTHBHO BelliecTBO Ha TecnanaH)

PenponykTHeHa TokcHUHOCT

PenpolyKTHBHH Npoyy4BaHMsl NPY IUTBXOBE M MMLIKH Ca [10Ka3a/I4 3a0aBsHe Ha paK1aHeTo, yBeMyeHa
MPOBL/DKHTEHOCT HAa PAYKIAHETO M IIOHWKEHA MPEKHBAEMOCT Ha MOTOMCTBOTO TNPH I0O3HPOBKA OKOJIO
50 IrbTH NMO-BHCOKA OT MpenopbUMTeNHATa 031 NPH Xopa Ha 6a3a cboTHoweHHeTo mg/Kg.

Vepe:knane Ha depTHauTeTa

Hsma edekt Bbpxy (pepTriMTeTa Ha MIbXOBE, JIEKYBaHH C aMJIOAUNMH (MBIKKH 32 64 THH W KEHCKH 3a
14 num npeam yndrocanero) npu ao3u ao 10 mg/kg/nuesHo (8 meTH* MakcHManHaTa NPENOpPbLYHTENHA
11032 NpH Xopa Ha GazaTa cvoTHolIeHHeTo Ha 10 mg Ha GasaTa Ha cboTHOLIEHHeTo mg/m?2). [Ipu npyro
NPOYyUBaHe C MTbXOBE, B KOETO MBKKHTE MHAMBHIM Ca JIEKYBaHH C aMIIOIHITHH Ge3unar 3a 30 aHu ¢
7103, CPaBHMMA C Ta3H NPH Xopa Ha Oa3aTa Ha choTHOWIEHHeTo mg/kg, ca yCTAHOBEHH HAMAJIeHH HUBA B
I1a3mMaTa Ha (hONHKYJI-CTHMYJTHPALLKS XOPMOH M TECTOCTEPOH, KAKTO W HaMaJlaBaHe Ha NIbTHOCTTA Ha
cnepMara H B Opos Ha 3penute criepMaTian U CepTo/IMEeBH KIIETKH.

KanueporeHHocT, MyTareHHOCT

[TnbXoBE M MULIKH, JIEKYBAHH € aMJIOAMITHH MPH MPHEM 3a JBe TOAWHH, MPH KOHLIEHTpaLMsA H3YHCIIEHa
Ja OCHT'YpH HHBa Ha HeBHa no3a ot 0,5, 1,25 u 2,5 mg/kg/nHeBHO, He NMOKa3BaT JOKAa3aTelICcTBA 34
kaHueporeHHoct. Haii-Bucokara no3a (3a MULLKH, 1000Ha Ha MaKCHMallHaTa NpenopbYHTe/IHa
KJIMHWYHA 103a ot 10 mg Ha 6a3ata Ha ChOTHOLLIEHHETO Mg/m2, a 3a IUTbXOBE /IBa TbTH™ N10-BHCOKa OT
MaKCHMaJIHaTa npenopbuuTenHa) e OJM3Ka 10 MaKCMMallHaTa MOHOCHMa 103a 32 MHILIKH, HO He 3a
wrbXxoBe. MyTareHHH npoy4BaHMs M0OKAa3BaT, Ye HAMa JIEKapCTBEHO-CBbP3aHH e()eKTH KaKTO Ha FeHHO,
Taka ¥ Ha XpOMO30MHO HHRO.

* Ha Ga3ara Ha Terno Ha naument 50 kg

6. PAPMALEBTHYHHA TAHHH
6.1 CnucbK HA NOMOLHHTE BEIECTBA

Cobpueeuna Ha Tabnerkara:

LlapeBHyHO, HHLIECTE, MPEKeTATHHH3HPAHO

Cunvunduurpana MHKPOKPHCTANHA LIey/103a (MHKPOKPHUCTAITHA LIETYNI03a ¢ KOJIOUAEH CHITHLIMEB
JIHOKCH)

Kpockapmenosza Hatpuii

Marnesues creapat

O6euBKa Ha TabneTkara:

[lonnBuHMIOR ankoxo

Makporon 3350

Tank

Twuranor auokcua (E171)

Kenesen (II1) okenn kbt (E172) (camo dpunmupann tabnerku Tecrianan 40 mg/ 5 mg n 40 mg/10 mg)
HKenesen (I1I) okena uepsen (E172) (camo dmamupann tabnerkn Tecnanan 40 mg/ 10 mg)

6.2 HecbBMeCTHMOCTH
Henpunoxkumo.

6.3 Cpok Ha roaHoct
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5 rosuHm.

6.4 CpoeunajHH yc/I0BHS HA ChXpaHeHHe

To3u nekapcTBeH NpOAYKT He W3MCKBA CTIELIMATHH YCIIOBHS Ha ChXpaHEHHE.

6.5 Bunam chabpikanue HA ONAKOBKATA

OPA/Anymunuii/PVC/Anymunues 6nucrep.

Pazmep Ha onakorkuTe: 14, 28, 30, 56, 90, 98, 10 x 28 u 10 x 30 ¢punmupann TabneTkH.

Pasmep Ha onakoskuTe ¢ nepdopupanu 6nucTepH 3a nozosa enununa: 10, 50 u 500 punmupanu
TabNeTKH.

He BCHYKHK BHIOBE OMAaKOBKH MOTAT 11a ObJAT MyCHATH Ha nas3apa.
6.6 CnenmaaHu npeanasHH MepKH NPH H3XBbPJIsHe

Hsma crienualiHi H3MCKBaHKA.

7 NPUTENATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Menarini International Operations Luxembourg S.A.

1, Avenue de la Gare

[-1611 Luxembourg

JliokcemOypr

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Tecnanan 20 mg/5 mg punmupanu tabnerku: 20080196

Tecnanan 40 mg/5S mg ¢punmupanu tadnerku: 20080197

Tecnanan 40 mg/10 mg punmupanu Tabnerku: 20080198

9. JATA HA ITBbPBO PA3PEHIABAHE/MIOJHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

Jlara Ha nepBo pazpemasane: 14.10.2008 r.

Jlata Ha nocneaHo nogHoesasane: 14.10.2013 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Anpun, 2018 .
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