KPATKA XAPAKTEPUCTUKA HATIPOIYKTA /50 %0 /54 7 /95

1. WME HA JIEKAPCTBEHHMS ITPOAYKT A 3378-67 10 -01- 2026

Tecnanan 20 mg/5 mg ¢puamMupanu TabneTku
Tespadan 20 mg/5 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CBCTAB

Tecnanan 20 mg/5 mg ¢puaMupaHu TablIeTKH:
Bceska ¢punmupana tTabnetka Tecnagan cpabpxka 20 mg onMecapTaH MeIOKCOMMI (olmesartan
medoxomil) u 5 mg amnoaunux (amlodipine) (noa popmara Ha amJIOAMITUHOB Oe3uiiar).

3a MbJIHUSA CITMCHK Ha MOMOLIHHUTE BellecTBa, BWKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunimupaHa TabneTka

Tecnanan 20 mg/5 mg ¢punmupanu TabneTku:
benu, kpbriau, puaMupanu Tabnerku ¢ pazmep 6 mm, U ¢ Haanue C73 oT eaHaTa cTpaHa.




4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA
JleyeHue Ha eceHLIMAJTHA XMNIEPTOHKA.

TecnagaH e noka3aH rpy Bb3pacTHH MALMEHTH, YHETO apTEPHATIHO HaJIsiraHe HE Ce KOHTPOJIMpa
aJIeKBaTHO MPH MOHOTEpArus ¢ oJiMecapTaH MeJ0KCOMMII MJTH aMJIOUITHH (BHX ToYKa 4.2 1 To4vKa 5.1).

4.2 /lo3MpoBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Bb3pacTHH

[IpenopwumrennaTa no3a Ha Tecnanas e 1 Tabnerka JAHEBHO.

Tecnapan 20 mg/5 mg moxke aa Ob/1e NPHJIOKEH MPH MAUMEHTH, YHETO apTepHaTHO HAJIAraHe He ce
KOHTPOJIMpa aJleKBaTHO NMpH MOHoTepanus ¢ 20 mg onMecapTaH MEJOKCOMMIT WIIH 5 Mg aMJIOUITHH.

Tecnanan 40 mg/5 mg Moke 1a Ob/1€ NPHIIOKEH NPH MALWEHTH, YHETO apTePHAITHO HAJIAraHe He ce
KoHTOIIHEN Ansmisto ¢ Teonamer20 mig/s tg.

[Ipenu na ce npemuHe KbM JiedeHHe ¢ PUKCHpaHa KOMOMHALMA Ce MPEnopbYBa NOCTENEHHO TUTPUPAHE
Ha J103aTa Ha OTAeJIHUTe KOMNOHEeHTH. Koraro e noaxoaiio oT KJIMHUYHA IJIe/IHa TOYKa, MOXKe /1a Ce
00CH/IM IMPEKTHO NMPEMHHABAHE OT MOHOTEpAIUs KbM (PUKCHpaHa KOMOMHaLUA.

3a yno0CTBO NauMeHTUTE, NOJy4YaBally oJiMecapTaH MEJOKCOMMWI M aMJIOAUITHH KaTo OTAE/THH TabJIETKH,
MOrarT /1a NpeMUHAT Ha JieueHHe ¢ TabneTku TecnaaaH, CbhIbprKally CbhlllaTa 1032 Ha OTACTHUTE

KOMITOHEHTH.
Tecnanan moxe na ce npuema ¢ Wi 0e3 XpaHa.

[launeHTH B cTapyecka Bb3pacT (Ha/Haa 65 roMHH)

[Ipu nauMeHTHTE B CTApyeCcKa Bb3PACT MO MPHHLMIT HE € HEOOXO0IMMO KOPUrHpaHe Ha
npenopbUYMTeIHATA 1034, HO TpsOBa 1a e BHMMAaBA MpH MOBULLIABAHE Ha 103aTa (BHXK Touka 4.4 1 5.2).

AKO e HeoOX0JMMO MOBHILIABAHE HA Jl03aTa A0 MakcuMastHata oT 40 mg onmMecapTaH MeIOKCOMMII,
apTEPHATHOTO HajiAraHe TpaOBa CTPUKTHO Ja ce Mpocie/1sBa.

bnOpeuHo yBpexaaHe
MakcuMasiHaTa J103a Ha oJiMecapTaH MEAOKCOMMII MPHU MALMEHTH C JIEKO /10 YMepeHO ObOpeuHo

yBpex/1aHe (KpeaTHHHHOB KIupbHC 20—60 ml/min) e 20 mg onmecapTaH MeIOKCOMHIT €IHOKPATHO
JITHEBHO MOPAJIH OrPAHUYEHHUS OMMUT C MO-BUCOKH 103U B Ta3u rpyna nauMeHTH. [IpunoxeHuero Ha

npenopvusa (Bux 4.4, 5.2).
[Ipu nauneHTH ¢ yMepeHO OBOpeYHO YBpekaaHe ce nMpernopbyBa npocsie/isBaHe HUBaTa H
KpeaTUHHHA.

YepHoapoOHO yBpex/1aHe
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Tecnanau TpsaGBa Aa ce npunara ¢ NOBHUICHO BHUMaHWeE NPH MALUUEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO
yBpexaaHe (BiK ToukH 4.4, 5.2).

[Tpy naumeHTH ¢ yMepeHO HepHOAPOOHO YBpEXKIAaHe ¢e Npenopbypa HayanHa a103a ot 10 mg onMmecapray
MEeJOKCOMHI €AHOKPAaTHO AHEBHO, 2 MAKCHMAJTHATA J03a He TpaOBa Aa npesrinasa 20 mg €IHOKPaTHO
nHeBHo. [Ipy nalveHTH ¢ yBpeaeHa YyepHoApoOHa PyHKLUA, KOUTO NOTYy4YaBaT JUYPETHLH WWIN JPYTH
AHTUXHIIEPTEH3HBHU JIEKAPCTBRA, CE NMPENOPHLYBA CTPUKTHO ClIeACHE Ha apTepHATHOTO HAAraHe U
OBbOpeunara pyHkuHA. HaMa ONUT 3a NPUWIOKEHUETO HA ONMECApTaH MEAOKCOMHW AIPU MALMEHTH C

TEXKKO YEPHOAPOOHO YBpEHKAAHE.

Kakro fipH BCHUKH KaNUHEeBH aHTArOHUCTH, NOTY>KHBOTHLT Ha AMNOJKRNMH € YALJDKEH NMPH NALMEHTH C
yBpeAeHa YepHoApoOHa PyHKLUMA U NPENOPbKH OTHOCHO JIO3WPOBKATA HE €a YCTAHOBEHH. ETo 3a1110 npu
Te3d nauueHTH TecnagaH Tpadea aa ce npuiara ¢ NOBHIIEHO BHAUMaHHe. DapMakOKHHETHYHHTE
CBOICTBA Ha aMIIOJMIMUH HE Ca MPOYYECHU TIPH TEXKKO YEPHOAPOOHO YBpEKaaHe. AMIIOJIMITHH TPAOBa f1a
ce 3anoy4yHe ¢ HaH-HHACKATa A03a U [a ce TUTpupa OaBHO NPH NALKWEHTH ¢ HAZpYIIIEHA YepHOApoOHa
dyHkuma. [TpunoxeHueTo Ha TecnagaH Npu NaUMEHTH C TEXKKO YepHOAPOOHO yBpeKIaHe €
MPOTHBONOKA3aHO (BHDK TOYKA 4.3).

[leamaTpuuna nomynaums

bezonacHocTTa ¥ epUKacHOCTTA NpH NpHIoKEHKHE Ha TecnanaH Npy Jela u I0HOLWH noA 18-roauiuHa
Bb3pacT He e JokKazaHa. HaMa HaTHYHM 1aHHu.

HauynH Ha npwioKeHHE:
TabGnerkaTa TpsOBa Aa C€ MOr'BIIHE C IOCTATHYHO KOTMYECTBO TEYHOCT (Hamp. ¢ 4aiia Boja). Tabnerkara

He TpAOBA Ja ce JTbBYE H TpaOBa 1a ce NpUEMa 10 €4HO H ChILIO BPEME BCEKH ACH.
4.3 IIpoTnBonokazaHHs

CBpPBXYYBCTBUTETHOCT KbM aKTHBHUTE BEILECTBA, KbM QHXUAPONHPUIHHOBH MPOM3BOAHHU HIIH KbM
HAKOE OT MOMOLLHHTE BeLeCTBa, u3bpoeHu B Touka 6.1.

BTopH M TpeTn TpuMecTbp Ha OpeMeHHOCTTa (BHK Touka 4.4 u 4.6).
Texxka yepHOApOOHA HEAOCTATHLYHOCT M OUIMapHa 00CTpYKUMs (BIDK TOYKA 5.2).

EaHospemennarta ynorpeta Ha Tecnanan ¢ anucKHpeH-ChIbPKAIIM MPOAYKTH € MPOTUBONOKA3aHA MPH
NaLMEHTH ChC 3axapeH auaber win 610peuno yspexxaase (GFR < 60 ml/min/1,73 m2) (Bxk. Toukn 4.5 v

5.1).

[Topaau HanUYKHETO HA AMAOLHITHH B CHCTaBa CH, TECTIANAaH ChLIO TAKA € MPOTHBONOKA3aH NPH NalMEHTH
C:

- TEXKA XUIIOTOHHA;

- IHOK (BKNMIOUMTEJIHO KApANOreHEeH LHOK);

- OOCTPYKLME Ha U3XO0Aa Ha JIABATA KaMepa (HampuMep BHCOKA CTEINEH Ha a0pPTHA CTEHO03a);

- XeMOAHHAMHYHO HecTaOUTHA ChpAeYHA HEAOCTATBHHOCT CJIEA OCThP MHOKApAEH HHOapKT.

4.4 CrielHAIRH NpeaynpeXAeHUs U npeana3Hi MEPKH NpH ynorpeda

[TaumeHTH ¢ XUTIOBONIEMUA WIH JePULIMT HA HATPHH:
[Tp1 naupeHTH, KOUTO UMAT XHITOBOJIEMHA W/WIHM AedHUMT HA HATPUH B pe3yJITaT Ha arpec
AAYPETHYHA Tepanud, AHeTa ¢ OrpaHHUYeH NpPHEM Ha COJl, JUapHA WIH NMOBPBLIAHE, MOXKE Ké
CHMITTOMATHYHA XHIOTOHHUA, 0coOeHOo cnell mppBaTa 403a. [Ipenopsyrart ce KOpexLHa Hj
ChCTOSHHUE MpeAH NPHIOKEHHETO Ha TecnaaaH Wi BHUMATENHO MEIHLMHCKO Habmoad
Ha JICYEHHETO.
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JIpyrH ChCTOSHHSA, TIPH KOWTO UMa CTHMYJIMpaHe Ha PEHUH-aHMMOTEH3HH-a/IIOCTEPOHOBATAE CUCTEMA!
[TpH natieHTH, YHHTO CHAOB TOHYC U OBOpeUHa (PYHKIHA 3aBUCAT OCHOBHO OT AaKTUBHOCTTA HA PEHHH-
AHMHOTEH3HH-AAOCTEPOHOBATA CUCTEMA (HAMp. MAUMEHTH C TEXKKA 3aCTOHHA ChbpACHHA HEAOCTATHHHOCT
WIH NojJiexaiilo 0s0peuHo 3a00aBaHe, BKIIIOYATENHO CTEHO3a Ha ObOpeyHaTa aprepus), ICUCHUETO C
APYTH NEKAPCTBEHH NPOAYKTU, KOUTO MOBNMABAT TAa3M CHCTEMA, KaTo aHrHoTeH3uH 1l peuenrropun
AHTArOHHCTH, CE CBbP3Ba ¢ TEKKA XUITOTOHHS, A30TEMHS, OJIMTYPUA HITH PAIKO ¢ ocTpa Ob0OpeiHa
HEeOCTATBYHOCT.

PeHOBacKyNapHa XUINEPTOHUS:
Hanuiue e noBuiEH PHUCK OT TEXKA XHIMOTOHUA U ObOpeuHa HeAOCTAaTHYHOCT, KOraTo NMauteHTH ¢

ABYCTPaHHA CTEHO3a Ha ObOpeyHaTa apTepus WIM CTEHO3a Ha ApTEPHATA HA €AMHCTBEH (DYHKIIMOHUpALLL
OBOpeK NpoReKIAT NeUYEHHE C JIEKAPCTBEHH MPOAYKTH, KOUTO NOBIMABAT PEHHH-AHTHOTCH3HH-
ANAOCTEPOHOBATA CUCTEMA.

b1rOpeuHo yBpexxaaHe v OnOpeuHa TpaHCILIAHTALUA:

Koraro TecnanaH ce npuiara npy NaLMeHTH ¢ yBpeaeHa 0n0peyuHa GpyHKLMA ce Npenopbyea
NeEpPHOANWYHOTO MPOC/EAABAHE HA CEPYMHHTE HHBa Ha Kallusd H KpeaTHHHHA. [Ipunoxennero va Tecnianan
HE Ce NpenopbYBa MpH MALKEHTH ¢ TEXKO OBOpeUHo YBpeKaaHe (KPEaTHHHHOB KIHPBHC < 20 ml/min)
(BroK TOYKH 4.2, 5.2). HaMa onut ¢ npuwioxkeHueTo Ha TecnagaH rMpH NauMeHTH ¢bhe CKOPOLIHa ObOpeyHa
TPaHCIUVIAHTALIMA KM NMPH NAaLKMEHTH C KpacH cTaaui Ha 6E0peuHo yepexiane (Hamp. KpeaTHHHHOB
KIIMpBHC < 12 ml/min).

JBoitHO ONOKHpaHe Ha PEHUMH-AHIMOTEH3HH--aNgocTepoHoBara cucrema (PAAC)

MMa 1aHHH, ye eqHoBpeMeHHaTta ynotpeba Ha ACE vuxuburopu, anrHorensud Il-peuenrropau 6nokepu
WJIH aTMCKUPEH MMOBULLIABA PUCKA OT XUNOTOHHUS, XUNEPKAIHEMHUA W HaMa/lsBaHe Ha Ob0OpeuHara
dyukups (BIUROYHTENHO OCTpa OB0Opetna HeaoctaTbuHOCT). [lopaau TOBa He ce npenopbUBa ABOHHO
Gnokupane Ha PAAC upe3 komOuHnpanara ynorpeba Ha ACE uaxuburopu, anrnorensus II-
peLenTopHHd BoKepH WIH alTHCKUPEH (BAK. TOUKH 4.5 1 5.1).

AKO ce IpeLIEHN, Y€ TepanuaTa ¢ ABOHO OnokKupaHe € abCOMOTHO HE0OX0auMa, ToRa TpaOBa Aa craBa
camo oA HaOloJeHHETO Ha CTICUMATUCT M NMPU Y€CTO BHUMATETHO MOHUTOpHpaHe Ha OvOpeyHaTa
(YHKLUA, €NeKTPONUTHTE U KPbBHOTO HANIAMAHE.

ACE vHxuburopn n anrnorensus [-peuenropau 6nokepu He TpsaOBa 1a ce U3NOM3BAT €AHOBPEMEHHO
NpU NAUMEHTH ¢ AuadeTHa HeponaTHs.

YepHoapobOHO yBpeKaaHe:

EkCrio3vuMATa KbM aMJIOUITHH U 0JIMECaPTaH MEIOKCOMUN € MOBHUILIEHA IMPH NALMEHTH ¢ YePHOAPOOHO
yBpexaaHe (Bik Touka 5.2). Heobxoaumo € noBuieHO BHUMaHHE, KOraTo TecnaaaH ce npuhara npu
MALKEHTH C NeKO A0 YMEpEeHO HYepHOoApoOHO yBpexxaaHe. 11py nauMeHTH ¢ yMEpeHO YBpeXxKaaHe Ao3aTa
Ha oJIMEcapTaH MeZIOKCOMMII He TpaOBa na Haasumaea 20 mg (Brk Touka 4.2). Ilpu natmenty ¢
HapylIeHa YepHoApoOHa QYHKLIMSA, FPWIOXKEHHETO Ha aMJIOAUNIKE TPAOBa [1a ce 3aMovHe ¢ MO-HHUCKaTa
1034 OT A030BMA HHTEPBAT U TpAOBa Aa ¢ce Npunara ¢ BHUMaHHE MPH HAYAJIHOTO JieUeHHe U NPH
noBHLIaBaHe Ha Jo3arta. [IpunoxeHneTo Ha TecnagaH NpH NaLMEHTH € TEXKKO HEPHOAPOOHO YBPEKIAAHE
€ NMPOTUBONOKA3aHO (BIDK TO4KA 4.3).

XurepKanueMus:
Kakro u npu apyru aHruoTeH3uH Il anraronmcTy u ACE-uHXubHTOPH, B X012 HA NEYCHHUETO MOXKE Ja

HACTBIIM XUNepKaneMus, 0cobeHo MpH HaMMuHe Ha Os0peyHo yBpeKaaHe WIWIH cbpaeyHa
HEZOCTATBUYHOCT (BibK TOUKA 4.5). [Ipenoprusa ce CTPHKTHO NMPOCNEAABAHE HA HUBATA HA CEPYMHUS
KW NPH NALMEHTH, H3TTOMEHH Ha PHCK.

CompTeTBallO yriotpeda Ha 400aBKH, CHAbPKALIM KUTUH, KATHH-ChbXpaHABALLH AHYPETHLIM,
3aMECTHTE/IH Ha COTTa, ChABPKALIK KUl WU APYTH JIEKAPCTBEHH MTPOAYKTH, KOUTO MOT P Aadier
HMBATa Ha KaJIUA (XeMapHH U T.H.) TpA0Ba Oa ce OCHILECTBABA C NMOBUILIEHO BHUMAHHE U T
npocieasBaHe Ha HUBATa Ha Kasus.

JIuTwHit;
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Kakrto u npu apyrdre anrHoreHsuH [l peuenTopHH aHTaArOHKUCTH, CHITBTCTBALIOTO NMPHIOKEHHE Ha
Tecnanan v 1MTHIA He ce NpenopbyBa (BWK TOUKA 4.5).

CTeHo3a Ha aOpPTHATa WIM MHATPAIHATA Kiana; 0OCTPYKTHBHA XMNIEPTPOPHHHA KAPAUOMHUONATUS:
[Topaayd HanuuKMeTO Ha aMIOAWNMH B ChCTaBa Ha TecnagaH, KaKTo NMpY BCHYKK Ba30dW/IaTaTOPH, CE
MpeNoprYBa MOBHILIEHO BHUMaHHE MpH NAUKEHTH, CTpaAalliy OT aOPTHA WK MUTpaiHA KJIArHa CTeHo3a
WIH 06CTPYKTHBHA XMNEPpTpodUUHA KAPIHOMHOIIATHS.

[TbpBHUEH ANAOCTEPOHHUIBM:

[MaiMeHTHTE ¢ TLPBHYEH ANAOCTEPOHH3BM KaTO [UI0 HAMA A3 OTTOBOPAT HA AHTUXHUIIEPTCH3IUBHH
AEKAPCTBEHH NMPOIYKTH, KOUTO AEHCTBAT MOCPEACTBOM HHXHOUpaHE HA PEHHH-AHFMOTEHIUHOBATA
cucteMa. [opaay ToBa npH Te3un natMeHTH NPHWIOKEHHETO Ha TecnaaaH He Ce npernopbyYBa.

CbpaeyHa HeZOCTaTBYHOCT:

[IpH npeapa3nonoKeHH JTMLAa MOraT Aa Ce 04aKBaT NPOMEHH B OnOpeyHaTa pyHKUHMA KaTO CAEACTBHE OT
MHXHOMpaHe HA peHHH-aHTHOTEH3UH-AIA0CTEPOHOBaTa cucTeMa. [1pH nalMeHTH ¢ TexKa ChpacyHa
HEAOCTATBYHOCT, UMATO ObOpeUHa PYHKLUMA MOXE Aa € 3aBUCHMA OT aKTUBHOCTTA Ha PeHHUH-
AHrHOTEH3HH-AJI0OCTEPOHOBATA CHCTEMA, ICYCHHETO C HHXUOUTOPH HA AHMHOTEH3HH-KOHBEPTHPALLMA
eH3uM (ACE) ¥ aHrMOTEH3HH PELIETTOPHH AaHTATOHUCTH CE€ CBBP3BA € OJIMIYPHA W/HAJIH MPOrpecHpauia
az0TeMus H (PAAKO) ¢ ocTpa OBOpeyHa HEOCTATHYHOCT WIIH CMBPT.

flaLmeHTH Che ChpAEUHHA HEAOCTATBLMHOCT TPAOBA Ja ce IeKyBaT ¢ BHUMaHKe. B quirocpouno, mwiauebdo
KOHTPOIHPAHO NTPOYYBAaHE C AMIOIMNUH MMPU MAUMEHTH ¢ TEXKA ChpacyHa HeaocTaThyHOCT (NYHA
wiac I u IV), noknaaeaHaTa wecrota Ha HenogpoleH OTOK € NO-BUCOKA B rpynata Ha aMI0UINUH,
OTKONKOTO B 1u1aLefo rpynara (Bibk Touka 5.1). biiokepuTe Ha KanuMeBUTE KAHAMH, BKIKOMHTENHO H
aMJIOAMIIKH, TPAOBA [a ce NpuiaraT ¢ BHHMAHHE NPH NaUUEHTH CbC 3aCTOMHA ChpAeUHa
HEAOCTaTbYHOCT, Thit KATO MOTAT Ja NMOBHMLLAT PHUCKA OT OBbACLUH ChpPACYHOCHAOBY HHLMACHTH U
CMBPTHOCT.

[LInpy-noaobHa eHreponaTs

B mMHoOro peaku cnyuam ce ch0011aBa TEXKKa, XPOHHYHA AHApPHA ChC 3HAYKTENHA 3ary0a Ha Tero npu
nalMeHTH, MpUEeMaLH O/IMECApTaH HAKOJIKO MECELA 10 NOJMHH CHEA 3aMOYBAHE HA JICYCHUETO, BEPOATHO
NPUYUHEHA OT JIOKATM3UPAHA PEAKLIMA HA CBPBXHYBCTBHUTEIIHOCT OT 3abaBeH TuIl. UperHuTe OHoncuu Ha
MalMEeHTHTE YeCTO NMOKa3BaT BUJIO3HA aTpodua. AKO NPU MALMEHT c€ NMOABAT Te3H CUMITTOMH O BpeMe
Ha JIEYEHHETO ¢ OJIMECAPTaH H NMpH JIMIICA Ha Apyra O4eBHAHA €TUONOTHA, JIEUEHHETO C OJIMecapTaH
TpAOBa /12 Ce MPeyCTaHOBH He3a0aBHO M A2 HE Ce 3anouBa OTHOBRO. AKO AMAPUATA HE ce NonodpH B
Te4eHKHe Ha e/iHa CEAMMIIA Cnell MPeKpaTABaHETO Ha npueMa, TpadBa a ce npeABHaH NMocieBala
KOHCY/ITALMA CBC CIICHHANUCT (HanpuMep racTpOESHTEPOJIOr).

HHTECTRRA/ICH AHTHOEAEM

3a MHTECTHHAJICH aHrHOeeM ce ChobililaBa NPH NaLMeHTH, TEKYBAHH ¢ aHrHoTeH3HuH 11 peuentophu
aHTATOHHUCTH [BKMIOYHMTENTHO oJiMecapTan] (B, Touka 4.8). Tean naluMeHTH uMar kopeMHa boka, raaeHe,
MOBpbILaHe H quapua. CHMIOTOMUTE OTIIYMSBAT CNIEA NpPEeyCTaHOBABaHe Ha aHTHOTEH3MH 11
pPELICATOPHHTE aHTATOHHUCTH. AKO C€ AHATHOCTHLIMPA HHTECTUHAJIEH @aHTHOECAEM, IEUCHHETO C
oaMecapTaH TpAOBa 1a ce IMPEYCTAHOBH H J1a ¢¢ 3anQuHe NOAXOAALLO HAOMIOAEHHE 10 ITH/THOTO
OTUIYMAB3HE HA CHMITTOMMHTE,

PacoBu ocobeHOoCTH:
KakTo nmpH BCHYKH APYTH aHrHoTeH3uH Il aHTaroHUcTH, MOHKABALIMAT apTEPHANIHOTO HaJIsAraHe

EElJCKT']::T Ha TecnagaH MOXe na Obe B H3BECTHA CTElNEH no-c1ad f1py1 HCPHOKOXXH MNALHEHTH B CPpaBHCHHC
C OCTAHA/IMTE MAUHUCHTH, BCPOATHO NOpPaaH MO-BHCOKATA HCCTOTa HAa HHCKOPCHHHOBH CTATY
HYCPHOKOXH NMALUMCHTH € MOBUUICHO KPBBHO HANAT'AHE.

[TauneHTH B cTap4ecka Bb3pacT
[Ipy naiMeHTH B CTapuecka BB3pacT Ao3arta Tpadsa Aa ce NOBHILABA C BHUMAHHE (B
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bpeMeHHOCT:
[To Bpeme Ha GpeMeHHOCT He TpsOBa fa Ce 3anouBa jicueHUe ¢ aHrHoTeHsuH Il antaronucT. OcBeH ako

MPOABDKABAHETO HA JIEYEHHETO C AHI'MOTEH3HUH [l aHTarOHUCT HE e HAIMMKIHO HEOOXOAUMO, MALMEHTKHUTE,
UIaHUpalii OpeMeHHOCT, TpAbBa Oa NPEeMUHAT Ha JIEeYEHHUE ¢ AMTCPHATHBHU AHTUXHUNEPTEH3HBHH
NIEKApCTBAa, KOMTO €A C YCTAHOBEH Nnpodun Ha 6€30nacHOCT MPH MPWIoKEHHUE M0 BpeMe Ha OpeMeHHOCT.
[Ipu ycTaHOBsiBaHE Ha OPEMEHHOCT JIe4YeHHETO C AHTArOHUCTH Ha aHrHoTeH3uH 1l Tpabea na 6bae
He3a0aBHO MPEYCTAHORECHO K MPU HEOOXOAWMOCT TpsOBa A C€ 3aNOYHE ATTEPHATHBHO JIEUCHHE { BHXK
Toukn 4.3 4 4.6).

Hpyru:
KakTo rpu BCAKO AaHTUXMIIEPTEH3HBHO JIEKAPCTBO, NPEKOMEPHOTO MOHIDKABAHE Ha apTEPHATHOTO

Ha/IITAHE NPH NALMEHTH ¢ HCXEMHUYHA OONIECT Ha CHPLETO WK HCXEMHUYHA MO3BYHO-CHA0BA DostecT
MOXE A2 JOBEAE A0 MHOKApAeH UHMAPKT WIH UHCYIT.

Topa nekapcTBO ChABPKA MO-Manko ot 1| mmol varpuit (23 mg) Ha pruiMHupaHa Tabnerka, T.e.
[IPaKTHYECKH HE ChABPIKA HATPHIL.

4.5 B3anmoaeiicTBHE ¢ APYrH JIEKAPCTBEHH NMPOAYKTH H APYTH POPMH HA B3aUMOIECHCTBHE
[ToTreHUMATHHM B3AHMOACHCTBHA, CBbP3aHH ¢ KOMOKHauuATa TecrnanaH:
Ha ce B3eMe Noa BHUMAHHUE MIPH €THOBPEMEHHO NPHIOKEHUE

JIpyrv aHTHXHIIEPTEH3UBHHU JIEK3PCTBA:
[TonwxkapallMAT apTEpUATHOTO HanAraHe edext Ha TecragaH MOXKE [ja C€ YCHIIH MPH ChITHTCTBALLO

NPWIOKEHHE HA APYTH AHTUXHIIEPTEH3UBHH JICKAPCTBEHU NpPOAYKTH (Hanp. anda-6mokepu, AMypeTHLHM).

BEPDHTHH B3AHMOJACHCTBHA, CBBP3dHH C OJIMECAPTaH MCJOKCOMHII, BJIH34ll B CbCTAEBA Ha Tecnanan:
He ce Nnpenopwrira €IHOBPEMECHHO IMPHJTOXKCHHC

JlaHHM OT KIIMHHYHH NPOYYBaHKs NOKA3BAaT, Ye ABOWHOTO O/10xHpaHe Ha
peHHH-aHrHOTeH3HH-anaocTepoHorara cucteMa (PAAC) upes komOMHHpaHaTa ynotpeba Ha ACE
HHXHOUTOPU, AHMMOTEH3HUH II-pelienTopHH ONOKepU WIH ATHCKUPEH €€ CBhP3Ba C MNO-BHCOKA YECTOTa HA
HEXENaHH CHOMTHA, KATO HAMIPUMEP XUMOTOHHUA, XUNEpKATHEMUS U HaMangBaHe Ha ObOpeyHara

dYHKLHA (BKAIOUHUTENHO 0cTpa ObOpeyHa HeIOCTATBYHOCT), B CPaBHEHHE € ynoTpebara caMo Ha €AHO
CpeAcTBo, AclicTaio Bepxy PAAC (Bxk. ToukH 4.3, 4.4 1 5.1).

JlekapcTBeHH MPORYKTH, MOBIUABALLA HUBATA HA KAJIMA:

EAHOBPEMEHHOTO NMPUIOKEHHE HA KAJTHH-ChbXpaHABallM AUYPETULIH, KATHEBH A00aBKH, 3aMECTHTE/IN Ha
COJITA, ChAbPHKALIUHM KATWH, WIH APYIH JICKAPCTBEHH NMPOAYKTH, KOUTO MOTaT Aa NOBUILAT CEPYMHHTE
HUBa Ha Kanua (Hanp. xenapuH, ACE-uHxuOuTopH) Moxe na AoBeae A0 NOBHILABAHE HA CEPYMHMTE
HHBa Ha Kanus (Bk Touka 4.4). B cryuaii ye B komOuHaumsa ¢ TecnanaH ce NpeanudcBar JICKapCTBEHH
NMPOAYKTH, KOUTO MOB/IMABAT CEPYMHUTE HHBA HA KajluA, C& Mpenopbysa NpOoCieAIBaHE HA CEPYMHHTE
HHBA Ha KATHA.

JInTnii:
OO6paTMO NOBHILIABAHE HA CEPYMHHMTE KOHUEHTPALMH HA JIMTHA U TOKCHYHOCT e ChOOIIABAT B XOA4 HA
CBITHTCTBALIOTO NMPHWIOKEHHE HA JIUTHI ¢ MHXHOUTOPH HA aHMTMOTEH3HH KOHBEPTUPALOUA €H3UM U PALKO
¢ aHrnoreH3uH Il aHTaroHucTH. [Topaan TOBa HE ¢e Npenopb4Ba CHLITBTCTBALLIOTO MPWIOKEHHUE HA

Tecnanad ¥ nuTHi (Bibk TouKa 4.4). B cny4aii, ye eJHOBPEMEHHOTO APHIOKEHHKE Ha Tecnagar H JIHTHH
e HeoDXonUMO, ce npenopbyYBa BHUMATEMHO NpoCiieasBaHe HA CEPYMHHUTE HUBA Ha JIUTHA.

E.IIHUBPEMCHHO NPpHWIOXKCHHC, H3HCKBALO NOBHILICHO BHUMAHHMC




Hecrepounnu nporueobb3nanutentu nexkapcteeHu cpeactsa (HCIIBC), skntousatitn cenektuBHH COX-
2 MHXMOUTOPH, aLIETHIICATMLIMIOBA KHceHHa (> 3 g/aHeBHO) K HecenekTHBHU HCIIBC:

Koraro anrdorensut Il anraronuctu ce npunarat eaHopeMeHHo ¢ HCIIBC, moxe na HacTenin
oTc/1abBaHe Ha aHTHXHIIEpTeH3UBHUA edeKT, OlLle noBeue, €JHOBPEMEHHOTO NPUIOKEHHE Ha
anrvoten3uH Il anraronucti 1 HCTIBC Moxe 1a moBULIM PUCKA OT BAOLIIaBaHe Ha OvOpeyvHara
byHKLMA W MOXe J1a AOBE/E A0 NOBHILIABAHE HA HMBAaTa Ha cepyMHHA KanuH. [lopany Tosa ce
NpenoprYRa NpocieAdraHe Ha 6b0pevHaTa pyHKUMA B HAYAIOTO HA TAKOBA CHITHTCTBALLIO JIEYEHHE, a

ChUl0 Taka H A0CTAThYHA XHApaTalHua Ha NallHCHTA.

Konecepenam, IekapcTBo, KOETO CBbP3BA XITBYHHTE KHCEJIHHU:

EaHOBpeMeHHOTO MPWIOKEHHE HA KOJIECeBEIaM XHAPOXJIOPH, JIEKAPCTBO, KOETO CBBP3Ba HITHYHHTE
KHCEIMHH, HAaMA11Ba CHCTEMHATA €KCNO3HLIMA M MAKCHUMAJTHATA [U1a3MEHAa KOHLICHTpALIMA HA OJIMecapTaH
A HAMAIABA eTMMHHALIMOHHHA NMONYKHUBOT (t1/2). [IprunoKeHHUETO Ha ONIMEcapTaH MEIOKCOMHI MOHE 4
yaca Nnpeau KONEceBeiaM XUIPOXIIOPHR HaMaldBa ¢(peKTa OT NEKaApPCTBEHOTO B3aUMOACHCTBHE,
[TpunoxkeHHeTO Ha OIMECAPTAH MEOOKCOMMI MOHE 4 Yaca NPEH KONECEBeIaM XHIPOXJIOpHA TpA0Oea aa
ce uMa neJBua (BHKTe TOYKA 5.2).

HombnuurenHa nHGpopMaLus

Cnepn nedenue ¢ aHTHAIMAH (ATyMHUHUEBO-MarHe3ueB XUAPOKCHA), ce HabmoaaBa JIEKO NMOHIDKABaHe Ha
OHOHANMYHOCTTA HA OJIMECAPTaH.

OnMecapTaH MeIOKCOMWI HAMA 3HaYUM edeKT BbpXY PapMaKOKHHETHKATa HAH $apMaKOAHHAMHKATa Ha
papdapyH Wiu GapMaKOKHHETHKATA HA JUrOKCHH. EqHOBpEeMEHHOTO NPpUITOKEHHE Ha ONIMEcapTaH
MEIOKCOMMJT H MPABACTATHH HAMA KIHHUYHO 3HAYUMHK e(DEeKTH BHPXY (PApMAKOKHHETHKATE HA BCEKH OT

KOMITOHEHTHUTE IPH 3/1pABH JIMI]A.

OnmMecapTaH He NPUTEXKAaBa KTHHUYHO 3HAYHMH HHXHOMTOPHH eEKTH BLPXY HOBEIIKUTE LIMTOXPOM
P450 ensnumu 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 in vitro 1 He NMPUTEKABA WK HMA MHHHMAJIHH
HWHIYUMpalH edeKkTH BbPXY aKTUBHOCTTA Ha LMToXpoM P450 npu mrexose. He ce o4akBaT KIMHHYHO
3HAYHMH B3aHMOIEHCTBHA MEXIY OJTMECAPTaH U IEKAPCTBEHH MPOAYKTH, METabOIH3UPaHH OT
NOCOMEHUTE MO-rope EH3HMH Ha LUTOXpOM P450.

[loreHUHATHH B3aUMOJECHCTBHA, CBbP3aHH C aMITIOOHITHH, BIIM34dlll B CBECTABA Ha TecnanaH:

EdexkTy Ha APYTH EKAPCTBEHH NMPOAYKTH BBPXY aMIOANUITUH

CYP3 A4 uHxuburopu:

EHOBpEMEHHOTO NpUNIOKEHHE HA aMIOAUNUH CHC CHITHH WIM YMEPEHH HHXHOUTOpU Ha CYP3A4
(nporeazHy HHXHOUTOPH, a30/THH NPOTHBOIBOHUYHY JIEKAPCTBA, MAKPOIHAX KAaTO EPUTPOMHULIMH HAM
KJIapUTPOMHMLMH, BepanaMiil WIH JWITHA3eM) MOXKE J1a IOBEIE A0 3HAUMTENHO YBE/IMYABAHE HA
aMJIOMITHHOBATA €KCIO3HLIMA. KNHHHYHOTO 3HaueHHe Ha Te3U (PapMaKOKMHETHYHH NMPOMEHH MOJXKE 1a
ca NO-H3ABEHH MPH MaLMEHTH B CTapuecka Bb3pacT. UMa noBuIEH pHCK OT XunoToHus. Ilpenopbusa ce
BHUMATE/THO HaOMo/IeHHE Ha NALMEHTHTE U KOpUIrupaHe Ha 103aTa Ipyu HEOOXOIUMOCT.

CYP3 A4 unpykropH:

[pu enHOBpeMEHHO MpWiaraHe ¢ H3BeCTHY HHAYKTOpH Ha CYP3 A4, rmasmeHara koHUEHTpaLMs Ha
aMJIOAMINMH MOxe Aa sapupa. [lopaau ToBa TpsabBa aa ce cneau KPbBHOTO HAATAHE U [1a C€ peryJiMpa
1103aTa, KAKTO MO BPpEME HA, TAKA H e eAHOBPEMEHHUA MPUEM, OCOOEHO CHC CWIIHU HHAYKTOPH Ha

CYP3A4 (nanpumMep, pudaMNULIMH, XKBIT KAHTAPHOH).

[TpitoXikeHHETO Ha aMJTOAMITHH ¢ rpelndpyT WM COK OT FpeHN@pYyT HE CE Npenopbiisa,
OMOHATMYHOCTTA MOJKE 14 C€ YBEIHYH MPH HAKOM MALUMEHTH, KOETO 1l AOBede A0 YBe
ed)eKTa 3a NOHIKABAHE HA KPbBHOTO HAJIATAHE.



HautponeH (MHpy3ua): [1pH »xuBOTHH ca HabnioaaBaHH JieTaAHa BEHTPUKYJapHa pubpunauus 1
KapAMOBACKY/IAPEH KOMANC, CBbP3aHH C XMIIEPKATHEMHMA CJIel NPUITOKEHHE Ha BepanaMui U
HHTPABCHO3HO MPHIOKEH AAHTPOJIEH. [Topaayn puck OT XUTIEpKaTHEMHUSA CE MpenopbuBa 1a ce u30area
€AHOBPEMEHHOTO MPHIOKEHHE Ha DIOKepH HA KAMLMEBUTE KAHAMH KATO aMIOAUIHH MPH MaLHEHTH,
NpeApas3noiokKeH KbM 3JI0KAUECTBEHA XHIEPTEPMUA U MPH JICYCHHE HA JM0KAYESCTBEHA XHIIEPTEPMHUS.

Edextit Ha aMJIOOHNHH BbPXY APYTH JIEKAPCTBEHH NPOXYKTH

EdextuTe Ha HamMaIABaHe HA KPBBHOTO HaIAraHe Ha aMJIOAMITAH CE HAC/IarBaT KbM e(eKTUTE Ha JIpyryu
AHTUXHUNEPTEH3IUBHY CPEACTBA.

B KIHHUYHK NpOoyUYBaHUA, aMIIOAMITHH HE NOBIMABA PAPMAKOKUHETHKATA HA AaTOPBACTATHH, IMTOKCHH
UNH BapgapuH.

CuMBacTaTuH: EAHOBpEMEHHOTO NPHIOKEHHE HA MHOTOKpaTHH A03M OT 10 mg amnoaunux 1 80 mg
CMMBACTATHH BOJH 1O YBEIHYABAHE HA €KCMO3HUMATA KbM CHMBACTATHH ChC 77% B CpaBHEHHE CbC
CAMOCTOATENTHOTO MPHJIO)KEHUE HA CUMBAcTaTUH. J[o3aTa Ha CUMBacTaTUH TpAbBA 1a ce orpaHHyuH a0 20
mg AHEBHO NPH NALUEHTH, KOMTO NPHUEMAT aMJIOAMIHH.

Taxkponumyc: IMa pyCk OT NOBHILEHH HHBA HA TAKPOJIMMYC B KPBBTa NP €AHOBPEMEHHO TMPHIIOKEHHE C
amMJIOAMNKH. 3a 1a ce H30erHe TOKCHYHHA edeKT Ha TaKPOIMMYC, IIPUNAraHeTo Ha aMIOAUIIHH NpH
MMALMEHTH, JIEKYBAHH C TAKPOIIUMYC, Haslara HabMOACHHE Ha HUBATA Ha TAKPOITUMYC B KpPbBTa U
KOPEKLIHA Ha A03aTa Ha TAKPOTUMYC, KOraTto ToBa € Cro0pasHo.

Mechanistic Target of Rapamycin (mTOR) unxuburopure: mTOR uHXHOHTOpH KaTO CHpONTHMMYC,
TEMCHPOJIHMYC H €BepOIHMYC ca cyocTpaTH Ha CYP3A. Amnoannui e cnad CYP3A unxuburop. Ipu
eaHoBpeMeHHa ynorpeba ¢ mTOR uHxuburopu, aMmnoaunuH MOXeE J1a yBeadun ekcnozuunsta Ha mTOR

UHXHOWTOpHUTE.

[l4xutocnopuH: B npocnieKTMBHO NpouyBaHe Ha OBOpeUHO TPAHCITAHTUPAHH NALIMEHTH € HabmoaasaHo
cpeaHo 40% yBesnHyeHHEe Ha MUHHMATHHTE HHBA HAa LIMKJIOCTIOPHH, KOraTo € H3IIOA3BaH €HOBPEMEHHO C
amyiogunuH. ExqHoBpeMeHHOTO npruiokeHue Ha TecnaaaH ¢ UHKIIOCTIOPHH MOXeE [1a MOBHULIH
EKCIIO3HUMATA KbM LMKIIOcnopyH. [Ipu enHoBpeMeHHaTa UM ynoTpeba Tpabsa 1a ce MOHHTOPUPAT
HHBATA HA HUKIOCTIOPHH H MPH HEOOXOAUMOCT A ¢e peayLMpa A034Ta MY.

4.6 Oeprunurer, OpeMEHHOCT H KEPMEHE

bpemennocT (Brok TOuKa 4.3)
Hsma nanuu oTHOCHO npwioxkeHHeTo Ha Tecnanan npu OpemeHHH natpeHTKH. He ca npoeexaanu
npoyyuBaHna ¢ TecnaaaH 3a penpoayKTHBHA TOKCHYHOCT NPH MUBOTHH.

OnmecapraH MeAOKCOMII (aKTHBHO BellecTBO Ha TecnanaH)

[IpunoxxenueTo Ha aHrMoTeH3HH I aHTaroHMcTH He ce npenopb4sa NPe3 MbPBHA TPHMECTHP Ha
OpemerHocTTa (BIDK TouKa 4.4). [IprnoxeHnero Ha aHrnoreH3uH Il aHTArOHUCTH € NPOTHRONOKA3AHO

npe3 2P u 3™ TpuMecTbp Ha OpeMeHHOCTTa (BIok Touka 4.3. 1 4.4).

EnuaeMHONoriyHUTe JaHHH MO OTHOLIEHHE HA PUCKA OT TEPATONeHHOCT ciel ekcrnosnuusa va ACE-
MHXKOMTOPH NO BpeME Ha ITbPBHA TPHMECTHP Ha OpeMeHHOCTTa He ca yOe AMTeTHH; ¢1abo MoBHINABaHE

Ha pHCKa, oDaye, He MOXE Aa c€ M3KIIIOUHM. JloKaTo AUICBAT KOHTPOIHpAHH €NMHAEMHONOTHYHH NAHHH 110
OTHOILIIEHHE HA PHUCKA C aHTHOTEH3WH 1l aHTAroHHCTH, CXOAEH PUCK MOXKE J1a ChLUECTBYBA 33 TO3H Ki1ac

M3KIIOYHTENTHO BRXHO, NaLMEHTKUTE, IUTAHHpaLld OpeMEeHHOCT, TpA0Ba Aa NpeMHHAT KbM
AHTHUXHITEPTEH3UBHO JieHEHHE, KOETO UMa YCTAHOBEH MpoH Ha 6€30MacHOCT NPH NPWIOKE
OpeMeHHOCT. Koraro ¢e yctaHoBH OpeMeHHOCT, IeUeHUeTO ¢ aHruoTeH3uH Il aHraroHucTy
NpeyCcTaHOBH He3abaBHO M aKO € NOAXOALIO Ja Ce 3aMOYHE AITEPHATHBHO JICYEHHE.,
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H3BecTHO €, ue eKCITO3HLUA HA JleYeHHe ¢ aHrTHOTeH3UH Il aHTaroHUCTH o BpeMe Ha BTOPHA U TPETHA
TPHMECTEP MPUUHHABA PETOTOKCHYHOCT MPH X0pa (noHKkeHa Ou0peyHa GyHKUHA, OITHIOXHIPaMHHOH,
3a0aBsaHe Ha OCH(PHMKALIMATA Ha Yepena) U HeoHaTalHa TOKCHYHOCT (0bOpevHa HeAOCTAaTBYHOCT,
XHMOTOHUA, XUnepkaniemus ). (Brok Touka 5.3).

AKO €KCIO3HLMATA KbM aHrHOTeH3UH [I aHTArOHKUCTH 3anoUuHe OT BTOPU TPHMECTHP, C€ NpenopbLyBa
yJTpa3ByKoB nipernea Ha 6n0peun u yepen. Kspmayera, YHHTO MaHKH NMPHEMAT aHTHOTEH3HH I
aHTaroHUCTH, TPAOBa Aa OBLAAT PeAOBHO NPOCIEAABAHH 32 HACTBIIBAHE HA XMNOTOHMA (BHXK TOYKA 4.3 1

4.4}).
AMnoaunuH (aKTHBHO BewlecTBO Ha Tecnanan)

JlaHauTe OT OrpanuueH Opoi OPEMEHHOCTH, NMPH KOUTO Ce e NpHiIarano aMIoAUNHH, He NOoKa3Bar, Ye
AMJIOJMITHH WM JPYTH aHTArOHHUCTH HA KAILIMEBUTE PELICNTOPH UMAT YBPEkK AL €(PEKT BbPXY 3/APaBeTO
Ha eTyca. Moxe, obaue, Aa UMa PUCK OT MPOTPAXHPAHE HA pAKAAHE.

Cnenoparenno TecrnaaaH He ce Mpenopb4Ba MO BPeME Ha ITbPBHA TPHMECTHP Ha OPEMEHHOCTTA U €
MPOTHBOTIOKA3aH N0 BpeMe Ha BTOPHS H TPETHA TPUMECTHP OT OpeMEeHHOCTTa (BHK TOUKa 4.3 1 4.4).

KspMmene

OnMecapTaH ce EKCKpeTHpa B KbpMaTa NnpH ILTbXxoBe. He e acHo, o0aye, ganu onMecapTaH NpeMUHaBa B
KbpMaTa MpH Xopa. AMJIOOMITHH C€ EKCKPETHPA B YOBELLIKOTO MIAKO. KONMHYeCcTBOTO OT MaHYMHATA N034,
MPEMHUHANO B HOBOPOJAEHOTO, CE OMpEENA Ype3 HHTEPKBAPTWIEH AMANAa30H OT 3 - 7%, 0 MaKCHMYM
15%. EdbexkTbT HAa aMNOOUIHH BbPXY KbpPMAYeTa He € U3BECTEH.,

[o Bpeme Ha kbpMeHe ynioTpedaTa Ha TecnaaaH He ce NpenopbYBa U 3a NMPEArNOYHTAHE € APYro JIeHeHHE
¢ no-go0pe AokazaH npodwi Ha 6€30MACHOCT N0 BpeMe Ha KbPMEHE, 0COOECHO aKko AETETO € HOBOPOJEHO

HITH € PORCHO MPEKACBPEMEHHO .

QepTHinTeT

[Ip1 HaAKOU MalIMEHTH, JIeKYBaHH ¢ OJIOKepH Ha KaNLMEBATE KAHAMH, ¢a ChoOLLaBaHH OOpaTuMu
OHOXWMHYHH MPOMEHH B TJI2BAaTA Ha cnepMaro3ouamuTe. KnHHHYHHTE JaHHH OTHOCHO BB3MOXKHHA e(eKT
Ha aMJIOJHITHH BBPXY GepTHIuTeTa Ca HEAOCTAaThUYHHK. B eIHO NPOYYBaHe ¢ IUTLXOBE Ca YCTAHOBEHU
HexeNaHH e(peKTH BLPXY PEPTIIMTETA NPH MBXKKH HHAMBKAH (BHK TOYKA J.3).

4.7 EdekTn Bupxy cnocodHOCTTA 32 modHpane H padoTa ¢ MAIIHHA

TecnagaH Moxke MUHHMAHO WIH YMEPEHO Aa MOBIHMAE CMOCODHOCTTA 3a HIodHpaHe U paboTa ¢ MaLLUHH.
3amastHOCT, raBodonre, ralcHe WK yMOpa MOXKE 1a Bb3HMKHAT MOHAKOra MPH MaLUUEHTH, NMpHeMaLill
aHTUXHIIEPTEH3HBHA Tepariiia, KOeTO MOXKe Ja Hapyllu crocoOHocTTa 3a pearnpane. [Ipenopbuba ce
BHHMaHHe, 0COOEHO B HAYAJIOTO HA IeYeHHUETO.

4.8 Hexeanu JeKAPCTBEeHH PeAKIHH
TecnanaH:

Haii-uecTo noknaasaHUTe HEXKeETaHH peakLnK NpH ynorpebarta Ha Tecnianan ca nepudepeH OTOK
(11,3%), rnaBobonue (5,3%) v 3amasHocT (4,5%).

HexxenaHure IeKapCcTBEHH peakLiMK MpH yrioTpedara Ha TecnaaaH oT KIMHUYHH MPOYy4YBaHHA,
MOCTMAPKETHHIOBH MPOYYBaHUA 32 6e30MacHOCT H CMOHTAHHHU AOKTAaH ca 06001eHH B Tabanuure no-

A0y, KAKTO U HCXKEJIAHH JICKAPCTBCHH p€aKUMH Ha OTAC/IHATE KOMIIOHCHTH OJIMECapTaH MCAOKCOMHIT H
aM/10aUuIIHH, Bb3 OCHOBA HA HPOC]JHJ'Iﬂ Ha 0€30MACHOCT Ha TE3H BELIECTRA.

CreapallidTe TEPMHHHK CE M3MOM3BAT ¢ LEJ Aa ce KacHpHLMpa U3saBaTa HA HEXKEJIaH
PEAKLHH:

MHoro yectu (21/10)
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Yeern (21/100 no <1/10)
Heuectu (=1/1 000 go <1/100)

Penxn (21/10 000 po <1/1 000)
Mmuoro peaku (<1/10 000)
C HeM3BEeCTHA YECTOTA (OT HATMYHHTE JaHHHU HE MOXKe Ja ObAe HampaBeHa OLICHKA)
CucreMHO-OpraHda Hexenanu nekapcersenn | Yecrora
KITAaCUPHKALHA [10 peaKLy KomOunaums Onmecapran | AMIOOUNHH
MeDRA Onmecapran/
AMNOAMNUH
HapyieHus Ha JleBKOUUTONEHHS MHoro peaku
KpeBTa U NUMGHATa
crcTema TpoMboLMTOIIEHHA Heuectn MHoro peaku
Hapyinenus Ha AJlepruysHa Peaxwu MHoro peaku
MMYHHAaTa CHCTEMA peakLUA/ IEKapCTBEHA
__CBPbXUYYBCTBHTEJIHOCT
AHa(pHWIaKTHYHA Heuectu
peakuma
HapyuwieHnne Ha XHNEPrIIMKEMUA MHoro peaku
MeTabonn3Ma u XHIepKaiueMus Heuectu Penxku
XpaHEHeTO XHUNEPTPHIITHLEPHACMHS HecTr
XHIepypUKeMus Hectn
[TcHxuuHH OoBpKaHoCT Penku
HapyuleHHs Henpecus Heuect
bescnbHue Heuectu
Pa3apasHHTETHOCT Heuecty
[ToumxeHo nnbH a0 HevectH
[IpomaHa B HeuectH
HACTPOECHHETO
( BKJIHOYHTESTHO
TPEBOXKHOCT)
Hapyiienns Ha 3aMasHOCT YecTH YecTn YecTu
HEPBHATA CHCTEMA Hucresus Heuectn
["nasodonue YectH Yectn YectH
(ocobeHo B
HA4YanoTo Ha
JICYEHHETO)
XHIEPTOHHUA MHoro peaku
Xunoecresus Heuectn Heuectn
Jletaprus HeuectH
[TapecTe3un Heuectn HeuecTn
[lepHdepHa HeBponaTHs | MHoro peaku
3amasHoCT B m3npaBeHo | Heuectn
NOJIOKEHHE
HapyiieHus Ha ChHS Heuectu
CBHIUBOCT HectH
CuHKon Peaxu Heuectn
Tpemop Heuectn
ExcTpanupaMHaHH C He
HAPYLIEHUS uecgfras W o N |
Hapywienms Ha ouutre | HapylueHus B 3peHHETO A‘S’:Z‘::;_:'
(BKIIFOUMTETHO s A -zé
JHTUIONHA) I &
HapywieHns Ha yxorto | THHMTYC R
&
10 " 4 &
NG




H naOUpHHTa Bepruro HeuectH Heuectn
CepaeuHH AHIHHA IEKTOPHC HeuvecTH Heuectu
HapylleHHA (BKIFOUHTETHO
BJIOLLIABAHE Ha
AHT'HHA
NEKTOPUC)
ApUTMHUH (BKTFOMHTENHO Heuectr
Opagnkapaus, kKaMepHa
TAXHKapaUa U
NPEeACHPAHO MBAACHE)
MmuokapaeH HHpapKT MHoro peaku
[Tannuraums Heuect YectH
Taxukapaus HeuecTtu
CbA0BH HapYLLIEHHUS XHUIMOTOHHUS HeuecTn Peaxu Heuectu
OpTtocraTtiyHa Heuectu
XUIMOTOHHS
3auyepssiBaHe Peaxu YectH
Backynur MHoro peaku
PecrnupaTopHy, _bponxur Yectn
rPbAHH K Kamnuua HeuectH Hectn Hevectn
MEAMACTHHAITHH HucnHes | Heuectr YectH
HApYIlIEHHS DapuHruT Yectu
Puxut YectH HeuecTu
CToMallHO-YpEeBHH Kopemua Honka YectH Yecn
HapyLIeHUA ITpoMeHeHa upeBHa Yectu
PyHKLMA (BKITIOYHTEIIHO
JUapHA WIH 3ariek)
3anek HeuectH
Junapusa HeuectH Hectn
_Cyxora B ycTara HeuectH HeuecTH
Hucnencus HeuecTn YectH YectH
["acTpur Muoro peaku
["acTpoeHTEpHT HectH
['vHrusanHa MHoro peakH
XUNEPIUIa3us
'anexe HeuectH YectH YecTH
[TaHxpearur MHoro peaku
bonka B ropHara yacT Ha | HeuecTH
KOpema
[TorpbiaHe Heuectu Heuectn HeuecTu
HHTecTUHaNEH Peaku
aHTHOEIEM
npy-nogobHa MHoro
EHTEPONATHA (BIKTE peaKu
To4Ka 4.4)
Xenato-OunHapHH [loBHiLIeHH HHBA Ha YectH MHoro peaku
HapyLIeHUs YepHOAPOOHHTE EH3UMH (yecTO
MoC/AeABaHH
OT XOJIeCTa3a)
XenaTur -
XuarreHnua
ABTOMMYHEH xenatur* C

Heuzaecm
4yecToTa l :
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HapyweHus Ha Agoneuus HevectH
KoXKaTa 1 AHIHOHEBPOTHYECH €1IEM Penku MHOro peaKH
NOJAKOXKHATA THKaH AnepruueH aepMaTur HeuecTH
Epurema myntudopme MHOro peakH
ExzaHTem HeuectH Heuvectu
Ekcdonnatusen MHuoro peaku
JepMaTHT
XHnepxuaposa Heuectn
DOTOUYBCTBUTEITHOCT MHoro peaky
| [lpypuryc Heuecth HeuectH
Tlypnypa HeuecTH
Orok Ha KBuHKe MHoro peaku
OGpuB HeuecT Heuectn HeuecTH
[TpomsHa B LiBera Ha HevectH
KOXaTa
CunapoM Ha CTUBBHC- MBHoro peaku
IKOHCBH
TokcuuHa enuaepManHa C Hen3BecTHa
HEKpOJIK3a YeCTOTA
YpTukapHsa Penxu HeuecTH HeuectH
HapyiueHus Ha [TonysaHe Ha riie3eHa YectH
MYCKYJTHO-CKEJIETHATA | ApTpanrus Heuectn
CHCTEMA U ApTpHT Yectu
CbE€IMHHTE/IHATa bonka B repba HeuecTH Yectn Heuectu
ThKaH MycKyneH cna3eM HeuectH Peaku YecTH
Muanrus Heuectu Heuectn
bosnka B KpaHHHULHMTE HeuectH
KoctHa 6onka YectH
Hapymenws Ha OcTtpa 610peuHa Penxu
6vOpeuTe U HEAOCTATHUHOCT
NUKOYHHUTE MMLTHULLA Xemarypus Yectu
[ToruieHa yecToTa Ha HeuectH
YPHHHpPAHE
Hapylienns B Heuectn
| YDHHHMPAHETO
Hukrypus Heuectu
Honaknypus HeuecTtH
brOpeuHa Penku
HEAOCTATLYHOCT
Hudekumu Ha YectH
MMKOYHMUTE ITHTULLA
HapyueHus Ha Epextunna quchyHkums/ | Hedecti Heuectn
BB3MPOU3BOJAUTETHATA | UMITOTEHTHOCT
CHUCTEMA H I'bPAHTE [ HHEKOMACTHS HeuecTH
OOwM HapyLIeHHKA U AcCTeHM Heuectu Heuectn Yect
e(eKTH Ha MACTOTO Ha | bonka B repaure YectH Heuectn
NPUIOKEHUE OTOK Ha JIMLETO Penxu Hevectn
YMopa YecTH Yectn Yectu
I prnonoaobum Yectu
CHMITTOMHU
JleTaprusa Penku
O61ua cnabocr Heuectu
O1oK YectH ,.
Bonka Yectn ilﬁ”"”
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ITeprudepeH OTOK Uectn YecTu

OTOK ¢ TecTORaTAa YectH
KOHCHCTEeHLIHA
Hicnenpanus TMosuleHu CTOMHOCTH Heuectn Penku
Ha KpeaTHHUH B KPBBTA
[loBULLIEHH CTOHHOCTH YectH

Ha KpeaTHHHH
_(pochokuHa3a B KPLBTA

IloHwxenu HUBA HA HeuecTH

KaJHH B KPBBTa

[loBuineHH HHBA Ha ypes Yectu
B KPbBTa

IToBuuIeHH HHBA Ha HeuecTH

NMUKOYHa KUCETWHA
[ToeuineHu HuBA Ha raMa | HeuecTH

rIyTaMul TpaHcdepasa

[loHiokaBaHe Ha Heuectu
TEJIECHOTO Ter10

ITosHiaBaHe Ha Heuectu
TEECHOTO TErNO

*I1pe3 nocTMapKeTHHIOBHA NEPHO c& ChoOILLABa 34 ClTy4ad Ha aBTOUMYHEH XEeNaTHT ¢ JIATEHTEH NMepHON
OT HAKOJIKO MECELIA 0 NOAMHH, KOHTO ¢a odpaTHMH Clie]l CUpaHe Ha [pHEMa Ha OJIMECAPTaH.

Crobinasar ce eAMHUYHM Cy4dan Ha pabROMMOITH3a BB BPEMEBA BPb3ka C IPHEMA Ha PELICITTOPHH
OnokepH Ha aHrvoreHsuH Il Crobasany ¢ca e JMHUYHM CIyHaH Ha EKCTpanupaMHaaIeH CHHIPOM TPH
NMALUMUEHTH, JIEKYBAHH C AMJIOJMITHH.

CpoblaBaHe Ha NMOAO3UPAHH HEXETAHH peakLMM

C1o0LaBaHeTo Ha MOX03HPAHH HeXKEJIaHHW peakilMH Clie/l pa3pelllapaHe 3a ynotpeda Ha NeKapcTBeHUS
MPOAYKT € BaxkHO. TOBa NMo3BonsBa Aa NPOAB/DKH HAaOMIOAEHHETO HA CLOTHOLWICHHETO MOM3a/PHCK 32
NeKapcTBeHUA NMPOAYKT. OT MEAULIMHCKHTE CNELMATUCTH CE M3KHCKBA 1a ChODIUAaBaT BCAKA MOJ03UpaHa
HE)KEJIaHA peaKLMs Ype3 HALIMOHAHA CHCTEMA 3a ChoOLLIaBaHe:

H3menHuTenHa areHLMAa 1o JeKkapcTBara

ya. , Jdamsau I'pyes” Ne 8

1303 Codms

Ten.: +359 28903417
yeOcaliT: www.bda.bg

4.9 IlpenosHpane

CUMITTOMH:
Hsama onut ¢ npeno3upare Ha TecnagaH. Haii-seposaTHuTe eeKTH Ha Npeno3HpaHe ¢ ONMECapTaH

MEIOKCOMWI Ca XMIMOTOHHUA U Taxukapaus; OpaaukapAna MOXKE A3 HACTBIH B C/IyYad 4ye UMa
MapacUMIIaTHKYCOBa (BarycoBa) cTuMyJaums. Moske J1a ce oMaKBa, 4e Npeao3upaHe ¢ aMIOAUIIKH e
NnoBefe N0 3Ha4YHMa neprudepHa BasoWIaTalMe ¢ H3pa3eHa XHIIOTOHHA H BEPOATHO peIeKTOpHA
Taxdkapausa. UMa cro0LueHUd 3a H3pa3eHa U MOTEHUMANHO ALJIroTpaiHa CHCTEMHA XHITOTOHUA
AOCTHrallla M BKIIOYBalla WoK C daTaieH u3xoa.

Hexkapanorened 6enoapobeH oTok ce chodIlaBa paaKo KaTto noc/ieANLA OT MpeAo3Upate ¢ aMIOAHITHH,
KOUTO MOXe Jia C€ MpOABH Che 3abaBeHO Hauano Ha edekTa (24-48 yaca ciiell NONTBLIAHE) U 13 HIHOKRS
H3KYCTBE€HA BEHTWIALMA. PAHHUTE peaHMMALIMOHHH MEPKH { BKITIOYUHTETHO HATOBAPBAHE / -
MoATbP)KaHe Ha Nepdy3HUATA H ChpACYHHUA AeOUT MOrar aa 6baaT yCKopsBailH ¢axTop#.

JleueHHe:;
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B cnyuaii yue TaGneTkuTe ca NPHETH CKOPO, MOXKE A Ce HamnpaBH cTomalliHa npoMuBka. [Ipu 3apasu nuua
MPWIOKEHUETO HA AKTHBEH BbIMeH He3abaBHO WIHM A0 ABa Yaca clejl TPHEMa Ha aMITOAMITHH € NOKa3ao,

ye 3HAYUMO MoHmwkaea abcopbumara Ha aMIOAWNKUH.

KAuHMYHO 3HAYKHMATAa XHIIOTOHHA, MPOU3JIKM3aLLA OT NpeaosvpaHe ¢ TecnanaH, H3UCKBA aKTUBHO
MOATbPXKAHE Ha ChPJASHHO-CHAOBATA CHCTEMA, BKIMOYHTENHO CTPUKTHO MPOCICAIBAHE HAa CHpACYHATa H
6enoapoOHaTa QyHKLMA, OBAWIaHE HA KpaHHULIMTE H BHHMAHKE 11O OTHOIUCHUE HA LIMPKYIHPALUHA
obeM H AHype3aTa. 3a Bb3CTAHOBABAHE HA ChAOBHA TOHYC H apTEPHANTHOTO HalAraHe Ou MOreJ1 Ja
TTOMOrHE Ba30KOHCTPHUKTOP TIPH HOJIOXKEHHE, Y€ HAMA MPOTHBOMNOKA3AHUA 32 NPUIIOKEHHUETO MY,
MHTpaBeHO3HUAT KAILMER INIFOKOHAT MOXKe Aa Oble OT Nofi3a NPH NpeoaoaABaHe Ha edeKTa Ha
ON0KazaTa Ha KaJLHEBHTE KAHATH.

Thit KATO aMNOAMITHH C€ CEBbP3Ba BbB BUCOKA CTEIEH € IUTA3MEHUTE NPOTEHHH, AHANU3ATa HaMa aa Obae
ot noa3za. CnocoOHOCTTA Ha ONIMECAPTaH a ¢€ AMATU3UPa HE € U3BECTHA.

5. ©OAPMAKOJOIrHYHH CBOUCTBA

5.1 PDapMaKkoaAHHAMHYHM CBOHCTBA

QapMaKoTepaneBTHUHA rpyna; aHruoTreH3uH 1 aHTaroHMcTH M 6J10KEpU Ha KamuKueBHTe KaHaiu, ATC
xon CO9DBO02.

MexaHu3bM Ha JIEHCTBHE

TecnanaH e koMOMHALNA OT aHFHOTEH3MH 1] peLielTTOpEH aHTarOHUCT, ONIMECAPTaH MEAOKCOMIIL, U
O10Kep Ha KanuHeBHTe KaHali, aMAoAMNKHOB Oe3wnaTt. KoOMOMHALMATA Ha TE3M AKTUBHM BELECTBA KMa
aJHTHBEH aHTHXHUNEPTEH3UBEH e(PeKT, MOHMMKABAKKY apTEPHATTHOTO HAJIAraHe B MO-TOMIMA CTENEH B
CpaBHEHHE C BCEKH KOMIIOHEHT HOOTAEITHO.

KnuHu4Ha epeKTHBHOCT H Oe30MacHoCT
TecnanaH

B 8-ceaMHuHO, ABOHHO-CNAIO, paHIOMH3UpaHO, IaLed0-KOHTPONHPaHO ¢ GakTopHasieH AU3aitH
npoyuBane npu 1940 naumenru (71% naunenTH oT KaBkazkara paca ¥ 29% nalMeHTH HE OT KaBkazkata
paca), IeYeHHETO ¢ Besika KomOuHHMpana nosa TecnagaH BOAH 40 3HAYHMO TI0-TOJIAMO IMOHWKABaHE Ha
JAACTOTHOTO H CHCTOJIHOTO ApTEPUA/IHO HAJIAraHE B CPABHEHUE ChC CHOTBETHUTE KOMIIOHEHTH NPH
MOHoTepanui. CpeaHOTO H3MEHEHHE HA CHCTOJHOTO/ IMACTOIHOTO apTEPHATHO HAJIATAHE € A030-
3aBUCUMO: -24/-14 mmHg (kombunauus 20 mg/5 mg), -25/-16 mmHg (komOnHauus 40 mg/S mg) u
-30/-19 mmHg (xombunaumaTa 40 mg/10 mg).

Tecnaman 40 mg/5 mg nOHWKABA CUCTONHOTO/ AHACTOAHOTO APTEPHATTHO HAIATAHE, M3MEPEHO B CEAHANO
HOJNIOXKEHHUE, ¢ AombiaHMTenHu 2,5/1,7 mmHg cnpamo Tecnanan 20 mg/5 mg. I'lo cxoaen HauuH
Tecnaaan 40 mg/10 mg noHwkKaBa CHCTONHOTO/ AKACTOAHOTO APTEPHATHO HAJIATAHE, U3MEPEHO B
CEAHANIO NMONIgKEHHE, ¢ JoImbIHUTeNHuU 4,7/3,5 mmHg cnpamo Tecnaaax 40 mg/S mg.

[TpoueHTHT HAa NAUMEHTUTE, AOCTUTALIH NPHULEAHOTO aprepyuanHo HanaraHe (<140/90 mmHg 3a
naliueHTH 6e3 auader u <130/80 mmHg 3a nauueHTHTE ¢ AHabeT) € 42,5%, 51,0% u 49,1% 3a cbOTBETHO
Tecnagan 20 mg/5 mg, 40 mg/ 5 mg u 40 mg/10 mg.

[To-ronsMara gacT OT aHTUXHNEPTEH3UBHUA eekT Ha TecnanaH KaTo L0 ce AOCTUTA B ITbPBHUTE 2
CEAMHLH OT JICUYCHHETO.

BTopo aBOHO-CNIANO, pAHAOMHW3HPAHO, IUIalle00-KOHTPONMPAaHO NPOYYBaHE OLICHABA e
npubaBAHeTO Ha AMJIOAUITHH KbM JIEYeHHUETO Ha MALHEHTH OT KABKA3KATa paca, YHETO apTf
HaNAraHe € ¢ HeJAOCTaTh4YEH KOHTPOA cnef 8-ceaMHuHa MOHOTepanua ¢ 20 mg onmecap

[ Ipy nauMedTH, KOMTO NpOoAB/DKABAT Aa npyueMat camo 20 mg onMecapTaH MEAOKCOMMI
CHUCTOIHOTO/ ZHACTOMHOTO apTePHATHO HaATaHe ¢e noHkaea ¢ -10,6/ -7,8 mmHg cnen
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cenmuiM. JIpnGaBaHeTo HA 5 Mg amno UMUK 32 8 CEAMWLK BOAM A0 NMOHWXKaBaHe Ha
CUCTOIHOTO/AHACTONHOTO apTepHaHO Hanarane ¢ -16,2/-10,6 mmHg (p = 0,0006).

[TpoueHTHLT Ha MALIMEHTHTE, KOMTO JOCTHrAT MPULIETHOTO apTepHanHo HaasraHe (<140/90 mmHg npu
nauneHTH 6e3 qnaber u <130/80 mmHg npu naumerTH ¢ nuader) e 44,5% 3a koMbuHaLwmaTa 20 mg/s
mg B cpaBHeHHe ¢ 28,5% 3a 20 mg onmecapTaH MEAOKCOMMI.

[Mocnensatiio Mpoy4YBaHe OLCHABA NPUOABAHETO Ha PazIHYHH 034 OfIMECapTaH MEAOKCOMMI NPH
NaLMEHTH OT KABKA3KATa Paca, YHEeTO aPTEPHANIHO HATAraHE HE C€ KOHTPOMHpa AOCTAaThYHO Clien 8-
ceMHYHA MOHOTEpAIUA ¢ 5 mg aMJIOJMITHH.

[Ipu NaLMeHTH, KOWTO MPOABLDKABAT Aa MPMEMAT CamMo 5 mg aMIOAWNKH CHCTONHOTO/ IMACTOIHOTO
apTepHANTHO HATIIraHe ce MOHMXKaea ¢ -9,9/ -5,7 mmHg npe3s caeapawure 8 ceamMHuH. [IpudasaHeTo Ha
20 mg onmecapTaH MEAOKCOMMJI BOJIX IO MNOHWKABAHE HA CUCTONIHOTO/AMACTOIHOTO APTEPHAITHO
Hanarane ¢ -15,3/-9,3 mmHg u npubasanero Ha 40 mg onMecapTaH MEZOKCOMKN BOAH A0 NMOHHKABaHE
Ha CHCTOJIHOTO/IHACTONIHOTO apTrepHaiHo HansaraHde ¢ -16,7/-9,5 mmHg (p < 0,0001).

[IpOLICHTHT Ha MALMEHTHTE, AOCTHIALUY MPHLIENHOTO apTepraiHo Hansarade (<140/90 mmHg za
natyeHTH 6e3 anadet u <130/80 mmHg 3a naumenTuTe ¢ auader) ¢ 29,9% 3a rpynara, KOATO
NPOAL/DKABA Jia MpHeMa camo 5 mg amnoaunuH, 53,5% 3a Tecnanan 20 mg/5 mg n 50,5% 3a Tecnanan
40 mg/5 mg.

PangoMM3vpaHy NaHHY NPH NALMEHTH ¢ HEKOHTPOIMPAHA apTEPHATTHA XUIIEPTOHUSA, CPAaBHABALLM
MPWIOKEHHETO HA CpeHa J103a KOMOHHMpaHa Tepanus ¢ TecnaziaH cnpaMo MOBHILIABAHETO 0 Ha-
BHUCOKATA 1033 MOHOTEpAIUs ¢ aMJIOJUIIHH HITH OJIMECapTaH, He ca HAJIMYHH.

TpuTe NpoBeficHH NPOyUYBaHHA MOTBbPXKAABAT, Y€ MOHKABALUIMAT APTEPHANTHOTO HAAraHe eEeKT Ha
TecnagaH eJHOKPATHO JHEBHO Ce MOMAbLPIKA npe3 24-4acoBUA NO30B HHTEPBAN ¢ trough-to-peak
cpoTHOILEHHS OT 71% 1m0 82% 3a CHCTOIHHA U JUACTOJIHUA OTTOBOP H € 24-4acoBa e(PEKTUBHOCT,
MOTBBPACHa NOCPEACTBOM aMOyIaTOpHO MOHUTOPUPAHE HA APTEPHATHOTO HAJISITAHE.

AHTHXUNEPTEH3IUBHUAT eekT Ha TecnmaaH € CXOACH HE3aBUCHMO OT Bb3PAaCTTa M M10J1a M € CXOJEH TpH
nalMeHTH ¢ Wik 6e3 guader.

B nBe oTBOpeHH, HEPAHAOMM3HPAHH, YABIDKEHH NMPOYYBAHHA TpaiiHaTa ¢(PHKACHOCT NMPHU MPUNOKEHHE Ha
Tecnagan 40 mg/5 mg ce AEMOHCTPHpa Ha MbpBaTta roauHa 3a 49-67% ot nauyeHTHTE.

OnmecapTaH MeJOKCOMII {(aKTHBHO BELIECTBO Ha TecnanaH)

BeinecTBoTo onMecapTaH MEAOKCOMII B ChcTaBa Ha TecnanaH e ceneKTUBeH aHrHoTeH3uH I tun 1
(AT1) penenrropeH aHTaronucT. OyiMecapTaH MeJoKCOMIT Obp30 ce KoHBEpTUpa A0 GapMaKoIOrdHHO
aKTHBEH MeTaboNMT ofiMecapTaH. AHTHOTEH3HH Il € rnaBHHA Ba30aKTHBEH XOPMOH OT PEHMH-
AHMHOTEH3UH-AJLI0OCTEPOHOBATA CUCTEMA U MIPae 3HAYMTENHA POJIA B NATOPHIHONOTHATA Ha
xuneproHuaTa. Edexrre Ha aHrnoTeH3uH Il BINIIOYBAT BA3OKOHCTPHKLIMA, CTUMYJIALIMA Ha CHHTE3a U
0CcBOOOIKIABAHETO HA ANJIOCTEPOH, CTUMYJIHpaHe Ha ChbPUETO M Ha ObOpeuHara peabcopbLius Ha HaTpHii.
OnMecapTaH OMOKHPa BA30KOHCTPHKTOPHHA H alII0CTEPOH-CEKpeTHpaLlus €(peKT Ha aHruoTeH3HH 1
NMOCPEACTBOM O/10KHpaHe Ha CBbP3BAHETO MY KbM peuenropa Ha AT1 B ThxaHHUTE, BKIOYHMTETHO
CbAOBATA IN1aKa MYCKyJlaTypa U HaaObOpeuHure xkie3d. JeHCTBHETO Ha ONIMECApTaH € HE3aBHCHMO OT
M3TOYHUKA HJIH HA4YHHA Ha CHHTe3 Ha aHMHOTeH3UH 1. CeneKTHBHUAT aHTArOHU3bM Ha PELIENTOPHUTE Ha
aHruoTeH3kH Il (AT1) or onMecaprad BoaM a0 MOBUILIABAHE Ha IUTA3MEHHTE HHBA HA pCHHHA H
KOHLEHTpaLMKTe Ha AaHFHOTEH3HH | H 1] 1 u3BecTHO NOHKABAHE HA IUTaA3MEHUTE KOHLIEHTPALMH Ha

anjoCTepoOHa.

[Ipr XUNEepTOHHUA ONMECAPTAH MEJOKCOMMI BOAM A0 A030-3aBHCHMO NMPOIBDKHTENHO NOHIKARS
apTepHATHOTO HauaraHe. Hama naHHM 33 XMNOTOHUA HA ITHPBATa 2032 HIH TaXHPUN ./.,f :
IBIrOCPOYHO NMPHIOKEHHE WIIH 3a pubayH XUNEepTOHU criel] ObP30 MPeYCTAROBABIHOYA /

Cnen eqHOKpATHO JHEBHO NPHIOXKEHHE MPH NMALMEHTH C XMIICPTOHHA, ONMECApTal| M
e()eKTHBHO M MUIABHO MNOHWKABAHE Ha apTEPHAITHOTO HAJIAraHe npe3 24-4acoBHSA 1 n'.
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EaHokpaTHOTO AHEBHO J03MpaHe BOAK A0 CXOAHO [OHWDKABAHE HA APTEPUANTHOTO HANAMAHE KAKTO M
ABYKPATHOTO JIHEBHO JO3HPAHE NpU €4HA # Chila 001Ua JHEBHA 1034a.

[Tpu NpoaBKUTENHO JIeYEHHE, MAKCUMATHOTO NOHIKABAHE HA aPTEPHAIHO HAJIATAHE ce JOCTHra 3a
8 ceMHLH C/EA 3aNOYBaHe Ha JICUEHHETO, BLIIPEKU H€ 3HAUYHTEITHA YACT OT NOHKABALIMA
apTEepHATHOTO HanATaHe edeKT Bede ce HaboAaBa cnel 2-CeIMUYHO JICUEHHE.

E¢dexTsT Ha oiMecapTaH MEIOKCOMMJI BBPXY CMBPTHOCTTA M 3a00/1€BAEMOCTTA € BCe OLLE HEU3BECTEH.

[Tpoyuranero Randomised Olmesartan and Diabetes Microalbuminuna Prevention (ROADMAP,
PaHpoMH3Hpase HA ONIMecapTaH U nNpeBeHLHA Ha AMabeTHa MukpoanbymMuHypus) npk 4447 naLuenTu ¢
auadeT Tun 2, HOPMO-ANOYMHHYPHS U NOHE €IHH AOMBJIHUTENEH CHPAEHHOCHAOB PUCKOB (pakTop,
H3CJIEABA JATH JIEYEHHUETO ¢ OfIMecapTaH Moxe Ja 3adaBu Hauanoro Ha Mukpoanbymunypus. o ppeme
Ha CpeaHMA MPOCieAaBall NepHoA ot 3,2 rOAMHH, NALMEHTHTE MOJTYYaBaT ONIMEcapTal WM iauebo B
IOITHJIHEHHE KbM JPYH aHTHXUNEPTEH3UBHH JIeKapCTBa, ¢ H3KMoYcHue Ha ACE HHXUOUTOPH 1in
aHFHOTEH3HH peuenTopHu dnokepu (ARB).

3a MbpBUMYHATA KpaiHa LEN MPOYBAHETO MOKA3Ba 3HAYHTETHO HAaMaNABaHe HAa BPEMETO 32 HA4aJto Ha
MHUKPOATOYMHHYPHA B M0J13a Ha oJiMecapTaH. Cnell KOPEKUMA Ha pasfIHKMTE B apTEPHATHOTO HANsAraHe
TOBA HAMAJIABAHE HA PUCKA BEYE HE € CTATUCTHYECKH 3HAYUMO, 8,2% (178 ot 2160) oT nauueHTHTE OT

rpymara Ha onmecaprtaH 4 9,8% (210 ot 2139) B mnauebo rpynara ca pa3sBiin MHKpOAIOYMHHYPHA.

3a BTOpUMHMTE KpailHH UC/IH, ChPACHHOCHAOBH HHUMAECHTH BB3HHUKBAT MpH 96 nauueHTa (4,3% npu
ofiMecaptad 4 npH 94 nauuenTa (4,2%) npu mauebo. Yecrorara Ha ChpACHHOCHAOBA CMBPTHOCT € TO-
BMCOKA MPH JICYEHHETO ¢ ONMecapTaH B cpaBHeHHe ¢ mnauedo (15 naumenra (0,7%) cnpamMo 3 naupeHTa
(0,1%)), unpekd cXOQHUTE HMBA Ha HedataneH HHCYNT (14 nauyenTa (0,6%) cnpsaMo 8 nawuueHTa
(0,4%)), HedaTaneH MuokapaeH uHdapkT (17 nauuenTa (0,8%) cripamo 26 nauuenTa (1,2%)) u
CMBPTHOCT, pa3niu4yHa OT chpAeuHOoChAOBRa, (11 naupenTa (0,5%) ciipamo 12 naumenra (0,5%)). Obiuara
CMBPTHOCT ITPH OJIMECAPTAH € YUCIeHO YBeaHueHa (26 nauuenTa (1,2%) cipamo 15 nauuenTa (0,7%)),
KOETO € CIeICTBUE OCHOBHO OT Mno-BHCOKHA Hpok paTalH¥ ChpASYHOCHA0OBH HHLIMAEHTH.

ITpoyuBaneto Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, OnmecapraH HaMansBa 4eCTOTaTa HA TEPMHMHANHATA CTeneH Ha ObOpeyuHa bonecr npu
nuabetrHa HepponaTua) U3cneBa epeKTHTE Ha OIMECApPTaH BBPXY OBLOPEUHUTE M ChPAEHHOCHAOBH
KpaiHH pe3ynTaty npu 577 paHaoMu3dpaHu nauHeHTH oT AnoHus H Kurait ¢ auaber TN 2 ¢ u3aBeHa
Hedponarua. [lo BpeMe Ha cpeauns nepHoa Ha npociefdsaHe oT 3,1 rofiMHY, naluMeHTHTE MoTyYaBaT
KM OJIMECAPTaH, WiH rnauedo B JOIMBIHEHHE KbM JIPYrH AHTHXUITEPTEH3HBHU JICKAPCTBA, BKIIOMHTENHO
1 ACE uHxuburopn.

[TupBuHaTa KOMOUMHHpaHa KpaitHa uen (BpeMe A0 ITbPBUA Ciy4dait Ha YABOABAHE HA CEPYMHHUA
KpeaTHHHH, TEpMHHANIHA CTerneH Ha OuOpeuna Oonect, 00a cMbPTHOCT) ce Habntonasa npy 116
NALMEHTH B rpyrnarta Ha onMecaptad (41,4%) u npu 129 naumenTH B rpynara Ha miauebo (45,4%) (HR
0,97 (95% CI 0,75 no 1.24); p=0,791). KomOuHHpaHaTa BTOPHYHA CBPACHHOCHAOBA KPAaHHA LIET] CE
Habmoaasa npu 40 nauMeHTa, NEKyBaHH ¢ oiMecapraH, (14,2%) 1 npu 53 nauueHTa, NEKyBaHH C
rauebo, (18.7%). Tasun koMOMHHpaHa ChpACYHOCHAOBA KpaifHa Lie/ BKIIKOYBA ChPACYHOCHAORA CMBPT
npu 10 (3,5%) naupeHTa, npuemManu onMecaprad, cnpamo 3 (1,1%), npuemanu nnauedo, obiua
cMBPTHOCT 19 (6,7%) cnipamo 20 (7,0%), HedartaneH HHCyT 8 (2,8%) cnipamo 11 (3,9%) U Hedatanen
muokapaen urgapkt 3 (1,1%) cnpamo 7 (2,5%), cvorBeTHO.

AmnoaunuH (AKTUBHO BELECTBO B TecnanaH)

BeluecTBOTO aMIOAUIIHH B CbCTaBa Ha TecnaaaH € Oiokep Ha KanlUMeBUTe KaHAMH, KOHTO
TpaHCMEMOpPaHHOTO HAB/MU3aHE HA KANUMEBH HOHM NPE3 BOATAK-32aBUCUMMTE L-THI K2
IN1aJKUTE MYCKYNH. EXCTIICPUMEHTATHUTE JaHHH NOCOYBAT, Y€ aMIOJMITMH CE CBbP3Ba
JUXHAPOMUPHAHHOBHTE H C HEAUXHAPONHPHAHHOBHTE CBbp3BAll{H MECTa. AMIIOIHIIH
Ba30CENEKTUBEH, C MO-TOMAM €EKT BbPXY CBAOBUTE FNIAJKOMYCKYJTHH KIETKH B CPAaBHE
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ChPACYHUTE MYCKYJTHH KNE€TKH. AHTHXHUIIEPTEH3UBHUAT €PEKT Ha aWITOAMITHH NPOHIIM3A OT AHPEKTHHA
penakcHpaul edexT BbpXy apTepHanHata riaaka MycKyaaTypa, KOeTO BOJH 0 NMOHWKaBaHe Ha
nepugepHaTa pe3UCTEHTHOCT H MO TO3H HAUKMH Ha apTEPUaTHOTO HATATaHE.

[Ipy DaiLMeHTH ¢ XHNEPTOHHA, aMIOIHNHH MPHYMHABA [0303aBUHCUMO NPOAB/DKHTENHO NMOHKKABAHE Ha
apTepHAIHOTO HaAraHe. Hama AaHHH 38 XMNOTOHHA NPH NPHIIOKEHHE HA TbPBATa 1034, HA
TAXHPHIAKCHA TIPH TIPOAB/LKUTENTHO JIEHEHHE WITH 38 pubayH XMIIEPTOHUS Clell pa3Ko
NPEYCTAHOBABAHE HA JICYEHHETO.

Cnen NpUNoXEHHETO HA TEPANEeBTHYHHU JO3U HA MALMEHTH C XMIIEPTOHHUA, aMJIOAMIIMH BOAHU A0
epeKTMBHO NOHIDKABAHE HA APTEPHAJIHOTO HANATAHE B JIEXKALLO, CEAALI0 H H3MPABEHO MONOKEHHE.

X pOHUUHOTO NMPHWIOKEHUE Ha aMJIOAUIUH HE CE CBbP3Ba ChC 3HAYMMU NPOMEHH B ChpAEYHATA Y€CTOTa
WM THIa3MEHHTE HUBA Ha KaTtexoNaMHHUTE. [Ipy nanpeHTH ¢ XMNepToHus U HopMaiHa OnOpeyuHa
GYHKLMSA, TepaneBTHYHHA J03W aMJTOANIHH NOoHWwkKaBaT ObOpedHaTa CbhA0Ba PE3UCTEHTHOCT W NOBHIIABAT
CKOpOCTTa Ha riioMepyJiHata dunrpauma U epekrusHus 6n6pedeH rmiazMoTok 6e3 Ja MPOMEHAT

bWITpaUHOHHATA paKLMA WIH NPOTEHHYPHATA.

B xemonyHaMH4HHU MPOYYRAHUA NPH NALMEHTH CbC ChPACYHA HEAOCTATHYHOCT U B KIIHHHYHH
Npoy4yBaHMs, Oa3UpaHH Ha TECTOBE ¢ HATOBAPBAHE MPH NALUEHTH ChC ChPACUHA HEJOCTAThYHOCT Knac 11-
IV no NYHA, e ycTaHOBEHO, He aMJIOAMITHH HE MPHYHHIBA HUKAKBO KJIHHHYHO BNOLLABAHE, OLICHEHO
MOCPEACTBOM H3APBAIMBOCTTA HA (PHU3MUECKO HATOBApPBAaHE, JIEBOKAMEpHaTa (ppakuMs Ha H3TAACKBAHE U
KIHHUYHMKTE Oeie3H H CHMITTOMM.

[Lnaue6o kourponupato nmpoyueaHe (PRAISE), ¢ An3aiiH 3a OLIEHKa Ha MALMEHTH CHC ChPACYHA
HeaocTaTbyHOCT ¢ [II-IV knac no NYHA |, kouto npueMar AUrokcHH, auypeTHur H ACE uHxuburopu,
MOKA3Ba, Ye aMJIOJHUITHH HE BOAM JI0 MOBHUINIABAHE HA PHCKA OT CMBPTHOCT WM KOMOHMHHpaHa CMBPTHOCT
1 OOJIECTHOCT [PHU MALMEHTH CBC ChPICYHA HEAOCTATBYHOCT.

[1pu mpocneasBalo ALATOCPOMHO, rauebo-koHTponupaHo npoyusaHe (PRAISE-2) ¢ amnoaunus npu
NnauxdeHTH ¢b¢ chpaeuHa HepocTtaTbuHOCT I M IV knac no NYHA 6€3 KTHHHYHK CHMITTOMH WM
0OeKTHBHM JaHHHM 3a MoLieXkKalla HCXeMHYHA SonecT, MpH NocTosHHY 4034 0T ACE nHxXuOHTOpH,
IHUIHTAIUC U JUYPETHLM, aMIIOAMITHH HE OKAa3Ba BIIMAHHE BBPXY 00L1AaTA WIH ChpAEdYHaTa CMbPTHOCT. B
ChILIATa MOMyAalMs, aMIOAWITHH Ce aCOLIMHMPA C MORUILICHA YECTOTA HA ChoDIeHUATa 3a OenoapobeH
OTOK, BBITPEKH JIMIICATA HA 3HaUMMa pa3/iMKa B YECTOTATa Ha BJIOWIABAINATA CE ChPACYHA HEAOCTATHYHOCT
B CpaBHEHHE ¢ IU1aLebo.

[Mpoyurane 3a neycHHUE 3a NpeBeHUMA Ha chpAeHHH HHUMASHTH (ALLHAT)
PanpomMu3HpaHo, NBoHHO-CIANO NpoyuBaHe 3a 3a001eBacMOCT - CMBPTHOCT, HapeueHO Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoyusate 3a
AHTHXHNEPTEH3UBHO M TIMMTHAOIOHKABALLIO IEHEHHUE 32 NPEBEHLUHNA HA CBPACYHH HHLMJEHTH) €
NpPEeACTAaBECHO, 32 /1a CPaBHH NO-HOBH JIEKAPCTBEHHU Tepanuu: amnoaunuH 2,5-10 mg/nen (0nokep Ha
KaJiLMeBuTe KaHamu) win susuHonpun 1040 mg/nen (ACE-uaxubuTop) KaTo Tepanuy Ha MbpBH H300p
CNIPSAMO THA3HAECH AUYPETHK, XJIOpTannaoH 12,5-25 mg/aeH np Jieka 10 yMepeHa XUNEPTOHHA.

OO6ure 33 357 nalLMEHTH ¢ XMIIEPTOHHA HA Bb3PacT 55 roAMHHA WIH NMO-Bb3PACTHU €4 PAHIOMH3HPaHH H
npocneaenu cpeaHo 3a 4,9 ronuny. [laigieHTHTE UMAT NMOHE €AMH JOITHIHUTENCH PUCKOB (PaKTOp 32
KOpoHapHA O0NeCT Ha ChPLETO, BKIKOUUTENHO: NpeaxoaeH MHOKapAeH HHPapKT WK UHCYAT (> 6 MeceLia
Npeay BKIKYBAHETO) WK OMMCaHO APYro aTepoCKIEPOTHYHO ChpAEYHOCHA0BO 3abomaBane (obwo 51,5
%), amabet Tun 2 (36,1%), HDL-C<35 mg/dl (11,6%), nepokamepHa xunepTpodus, AUArHOCTULIMPAHA
ypes eJIEKTpOKapaMorpaMa Wil exoxapauorpagus (20,9%), Hacroquo TioTIoHomy1IeHe (21,9%).
[TepBUUHaTa KpaiiHa uen e koMOMHKpaHa oT (aTamHa KOpOHapHa DOJIECT Ha CHPLIETO WIIH He-(haraneH
MHOKapaeH HH(papKT. HaMa 3HaUMMHU pasiiMKy B HA4YAJTHATA KpaiHa LUeN MEXIY TeparHsaTa ¢ aMJI0AHITHH
1 Ta3u ¢ xsopTamuaod: RR 0,98 95% C1 (0,90-1,07) p=0,65. Ot sropuuHHTE LIETH Ye
CbPAECYHA HEAOCTATHYHOCT (4acT OT KOMOMHMpaHaTa ChpACHHOCHA0BA KpaiHa LIEh) € 2
BHCOKA B IPyTIATa HA AaMJIOJMIIMH B CPaBHEHHE € TasH Ha XopTanaocH (10,2% cripayl D Yo, KRN
95% CI [1,25-1,52] p<0,001). Benpekn ToBa HAMA 3HAYMMA paliMKa B oOlllaTa CMB{ITEO R DR -
TepanuATa ¢ aMlIOAMNKUH U Tasu ¢ xnopranyaoH (RR 0,96 95% CI [0,89-1,02] p=0,0)
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Hpyra uHgopManus

Be roneMu paHaoMusupanu koaTpoadpadu npoyupaHua — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyiio rno6anHo usnureaHe 3a KpaiiHH TOUKH
Ha TE/IMHCAPTaH, CAMOCTOATENHO B B KoMOMHaLma ¢ pamunpun) 1 VA NEPHRON-D (Knunusdo
NPOY4BaHE, CBBP3aHO C PA3BHTHE Ha HedponaTua npu AHa0ET, NpoBEACHO OT MHUHHCTEPCTBO MO
BBIIPOCUTE Ha BETEPAHUTE) — NpoyUuBaT ynorpedara Ha KoMOHHaLuaTa oT ACE MHXHOUTOD M
aHruoteHsuH ll-peuenropen 6nokep.

ONTARGET e npoyuBaHe, NpoBeaeHO NPH NALKCHTH ¢ AHAMHE3a 33 ChPJACYHOCH0BA WIH
MO3BYHOCHA0BA BonecT, WK 3axapeH quadeT THN 2, NPHAPYKEHH C JaHHH 32 YBpeXJAaHe Ha ¢PeKTOpHH
opraHd. VA NEPHRON-D e npoyusane npu nalmMeHTH CbC 3axapeH aHadet Tun 2 U nuabetHa
HeporaTHA.

Te3u npoy4BaHua He NOKA3BaT 3HAYWM OnaronpusTeH eQpeKT BbpXy 0b0pedHHTe WK
ChPACYHOCHAOBHTE TIOCICANLIH H CMBPTHOCT, KATO CHLUEBPEMEHHO ¢a HAa0M0aaBaHH MOBHLLIEH PHCK OT
XHINEPKATHEMHA, OCTPO YBpEKIaHE Ha ObOpelTe WHIIH XHITOTOHHA B CPaBHEHWE C MOHOTEpAINHATa.
KaTo ce uMaT npenpua Cx0AHHMTE UM (hapMakoAHHAMUYHH CROMCTBA, Te3H PE3yATATH Ca MPUJIOXKHMH U 3a
apyru ACE unxubutopu 4 anruoreHsHH H-peuenropau 6nokepu.

ACE uBxuburopm #1 aHrHOTEH3HH lI-peuenTopHn OnokepH cliea0BaTeNHO He TpAOBa J1a Ce H3MON3BaT
€AHOBPEMEHHO ITpH NMAaUHEHTH ¢ JuabeTHa HedponaTHs.

ALTITUDE (KauHM4HO Npoy4YBaHe MPOBEACHO ¢ AIMCKHPEH NP NAaLMEHTH ChC 3axapeH aAvabeT THN 2 ¢
W3MOJ3BAHE HA ChPACYHO-CHAOBU U OBLOpeYHH 3a001BaHUS KATO KpailHA TOUYKH

) € Npoy4YBaHe, NPEeAHA3HAYCHO a U3C/IeBa N0J13aTa OT J00aBAHETO Ha AJIUCKUPEH KbM CTaHAapTHA
Tepanus ¢ ACE uHxubutop wnu anruorensud Il-peuentopen 6i1okep npu nalMeHTH Cbe 3axapeH quabeT
THN 2 U XpoHHYHO O6B0peyHo 3abonaBane, chpaedHOCHAOBO 3a0onaBaHe Wi U ABeTe. [IpoyuBaHeTo €
MpeKpaTeHo NPEXKAEBPEMEHHO NOPaAX MOBHLICH PUCK OT HEOMAronpuATHH nocaeaAuun. Kakro
ChpACHHOCHAOBATA CMBPT, TaKa U HHCYJITBET €A NO-YECTH B IpynaTa Ha aJIMCKHPEH, OTKOJIKOTO B rpyTiaTa
Ha rnaue6o, a NpeaACTaBNABALLMTE HHTEPEC HEXKENaHH CHOMTHA H CEPHO3HH HeXKeNaH! ChOHTHA
(xvnepkanueMus, XMnOoTOHUA H 6B0peuna auchyHKLUA) ce cHODIIABaT NO-4YECTO B rpynara Ha
ATMCKUPEH, OTKOJIKOTO B I'pynaTa Ha nanebo.

5.2 PapMaKOKHHETHYHH CBOHCTBA

TecnagzaH

Cnen nepopaneH npueM Ha TecnaaaH, MAKCHMAJTHM ILTA3MEHH KOHLEHTPALMK HA OJIMECAPTaH H
aMJIOAMITHH Ce JOCTHIraT ChOTBETHO Ha 1,5—2 yac u Ha 6—8 wac. CxopocTTa ¥ cTeneHTa Ha abcopOums Ha
ABEeTe aKTHBHH BELLIECTBA HA TecnangaH ca EKBHBAIEHTHU HA CKOPOCTTA H CTeneHTa Ha abcopOius,
MOCACABAIIH [TPHEMA Ha BATA KOMITOHEHTA KaTo OTAeNHH TabneTku. XpaHata He NMOBJIMABa
OHOHAIMYHOCTTA HA OJIMECApTaH v aMJIOAWITHH OT TecnaaaH.

Onmecapral MEAOKCOMMI (AKTHBHO BellleCTBO HA TecnanaH)
ABcopOLHa U pasnpeaciieHUue:

OsMecapTaH MeIOKCOMMWI € nipeanekapcTBo. Toi Obp30 ce KOHBepTHPa 10 GapMaKONOrHYHO aKTHBEH
METa0OINT OJIMEeCapTaH OT eCTEPA3H B YPEBHATA JIMFABULIA M B MIOPTAJIHUA KPBBOTOK MOCPEACTBOM
abcopOLs B CTOMALIHO-UPEBHHUA TPaKT. B nna3zmara wiH cekperrTe He e YCTAHOBABA HHTAKTEH
OJIMECAPTaH MEJIOKCOMWI WIH UHTAKTHA CTPaHH4YHA BepUra Ha 4actra meaokcoMwi. CpeaHara
abconmoTHa OMOHANMYHOCT HA ONIMECapTaH oT TabnerHara dopma e 25,6%.

CpenHara MakCHMMallHa TutasMeHa KOHLUEHTpauus (Crmax) HA OJIMECApTaH CE IOCTUIa B P
c/iedl MepopaneH npyeM Ha ofiMecapTaH MEIOKCOMMII H IUTa3MEHUTE KOHLISHTPALIMH HA f)
OBULLUABAT MPHONU3IUTEIHO TIHHECHHO C MOBHLIABALIH CE €JHOKPATHH NEPOPANHU A03W A

okono 80 mg.
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XpaHaTta HMa MMHMMaJIEH €eKT BbpXy OMOHAMMYHOCTTA HA OJIMECAPTaH U NOPaaH TOBA OJIMecapTaH
MEIOKCOMMWI MOJKE J1a ¢ npuiara ¢ WM 6e3 xpaHa.

He ce HabmoaaBaT KIHHHYHO 3HAYMMH pa3iMuMs, CBBbP3aHH C N0Na, o OTHOLICHHWE Ha
¢apMaKkOKHHETHKATA.

OnmMecapTaH ce CBbp3Ba BbB BUCOKA CTENEH ¢ MIa3MEeHUTE NpoTerHH (99,7%), HO BB3MOXKHOCTTA 3a
KITHHHYHO 3HAYMMH B3aHMOJIEHCTBHA, CBBP3aHH C KOHKYPHPAHE 34 CBBP3BALUWTE MECTA ¢ IUTa3MEHUTE
NMPOTEHHH MEXKJY OJIMECAPTAH H APYTH €AHOBPEMEHHO NMPHIaraii aKTHBHH BELLECTBA, KOUTO ¢
CBBP3BAT BLB BHCOKA CTEMNEH C IU1a3MEHHUTE MPOTEHHM, € HUCKA (KOETO ce NMOTBBPXKAABA OT JIKMCcAaTa Ha
KJIIMHHYHO 3HAYUMO B3aUMOIEHCTBHE MEXIY OlMecapTaH MeIOKCOMMN H BapdapuH). CBbP3BAHETO HA
OJIMECAPTAH KbM KPbBHMUTE KIIETKH € npeHedbpexamimMo Marko. Cpeauust 0deM Ha paznpeeseHHe cnen
MHTPABCHO3HO J03UpaHe € HUCHK (16-29 ).

buotpancdopMalns H eIMMHHHpPAHE:

OOwuaT nnasMeH KIMpLHC Ha oaMecaptad no npHHUMnN € 1,3 1/gac (CV, 19%) u € orHocuTenHO HaBeH B
CpaBHEHHE ¢ HepHOAPOOHUS KprBOTOK (OKONIO 90 1/4ac). Cnen npunaraHe Ha eJMHUYHA MMEPOpPAIHA 1034
¢ 6enasan ¢ 14C-onmecaprad MegokcoMu, 10%—16% ot npunoxkeHara paJHoakKTUBHOCT CE€ EKCKpeTHpa
B YpUHATA (MO-rOJIAMAaTa HacCT B paMKHTE Ha 24 yaca OT NPWIOKEHUETO HA J03aTa) H OCTAaTbKa OT
YCTAHOBEHATA PaJIMOAKTHBHOCT C€ €KCKpeTHpa BbB eueca. B3 0CHOBA Ha CHCTEMHATa HATUUHOCT OT
25,6%, moxe 1a 6bae H3UUCIEHO, Ye aGcopOMpPaHUAT OJIMECApTaH Ce OYUCTBA KAaKTO 4pe3 610peuna
ekcKpeLma (okono 40%), Taka v qpe3 4yepHOApOOHO-#UTEYHA eKCKpelna (okoo 60%). Lisnara
OCTATb4YHa pAAHCAKTUBHOCT C€ YCTAHOBABA KaTo ojiMecaptaH. He ce yctaHOBSABa ApYr 3HAYHMM
MEeTaboONUT. EHTEpO-XenaTamHHAT KpblroBpaT Ha OJIMECAPTaH € MUHHUMaNEH. Tbi KaTo rojnsaMa 4yacTt oT
OJIMECAPTAH CE& EKCKPETHPAT MO XITbYEH ITHT, TIPUIOKEHHETO TPH MALMEHTH C OOCTPYKLMA HA HITbYHHTE
[TBTHULLA € POTUBOMNOKA3aHO (B Touka 4.3).

KpalHUAT NOMY>KUBOT Ha ETMMHHUpaHE Ha onMecapraH € Mexkay 10 u 15 yaca cnenx MHOTOKpaTHO
nepopanHe Ao3upaHe. PaBHOBECHO CHCTOSHUE Ce JOCTHIA CIIE ITbPBHTE HAKOIKO AO3H U HE CE
HabmoaaBa nocneAsallo akyMyaupaHe cien | 4-qHeseH noBrapsauj ce npueM. BbrOpeuyHHAT KIHPEHC €
npubansurento 0,5-0,7 /4ac 4 He 3aBHCH OT 103aTa.

JlekapcTeeHU B3auMOAeNCTBUSA

KonecepenaM, 1eKapcTBO, KOETO CBbP3Ba XTHUHHTE KUCETUHM:

EnnospemenoTo npunokeHHe Ha 40 mg onMecapTad MeIokcoMu H 3750 mg konecesenam
XHAPOXI0pUA NpH 34paBU JHua Bogu A0 28% HamanseaHe Ha Cmax U 39% HamanasaHe Ha AUC Ha
onmecaprad. [lo-cnab edexT ce Habnronara, cvorBeTHO 4% M 15% HamangBaHe Ha Cmax u AUC, ako

OJIMEcapTaH MEIOKCOMMII CE NPHIOKH 4 Yaca npeau KonecepesiaM XHAPOXIIOpHI.
EJHMHUHAUMOHHUAT NOJTY>KHBOT HA OJIMECAPTAH HAMANABA C OKono 50-52% HezaBHCHMO Jald €
MPUNOXKEH €AHOBPEMEHO WIH 4 yaca npeaM KonecereaaM XHApoxaopua (BrkTe Touka 4.5).

AMnoaunuH (aKTHBHO BellecTBo Ha TecnanaH)

AbcopOuus H pasnpeneneHHe:

Cnea nepopasiHO NPHIOKEHHUE HA TEPANEBTHYHU J103H, AMJIOAMITHH ce abcopbupa nobpe ¢ MakcuManHu
[U1a3MEHU HUBa 0x0J10 6-12 Haca cien npuemane Ha 1o3a. AbcomoTHaTta OMOHATTHYHOCT € OLIEHEHA
Mexay 64 u 80%. O0eMmbT Ha pasnpeaeneHue e okono 21 kg, In vitro npoyvsaHnsa NoKa3Bar, 4e 0KoJI0

97.5 % ot uMpKynHMpauHs aMJIOAHMITHH € CBBP3aH C IU1a3MEHHUTE NMPOTEHHH.
AbcopbLuaTa HA aMJIOJUITHH HE CE€ NMOBAMABA OT €JHOBPEMEHHHS NPHEM C XpaHa.

buoTtpanchopMaims v eTHMUHHUpaHE:
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KpaitHUaT nomyxuBeoT Ha eIMMHHHpaHe € okono 35-50 yaca, CbOTBETCTBALIl [TPH A03HPAHEe €AUH ITLT
IHEBHO. AMJIOJHNMH ce MeTabOMH3Hpa €KCTEH3HBHO OT YepHHUs Jpod A0 HeaKTHBHU MeTabOMUTH, KaTo
10% n3xonHoto BeiuecTBO H 60% o1 MeTabONHTHTE CE EKCKPETHPAT B YPHUHATa.

OnmMecapTaH MEAOKCOMMII M aMJIO/JIHNKH (aKTMBHU BelllecTRa Ha TecniaaaH)
CneuyanHy nomnynanuu

IlenuaTpuyHa nomysauus (Ha Bb3pact noa 18 roauHM):

[Ipu aeua nunceat GapMakOKHHETUYHHU JaHHH.

[TalieHTH B cTap4yecKa BB3pacT (Ha/Haa 65-roaulIHa B3pacT):

[Ipn nauueHTH ¢ xuneproHus ,AUC Ha onMecapTaH B paBHOBECHO CHCTOSHHE CE MOBHILABA ¢ OKOJIO 35%

MpH NallHEHTH B CTap4uecKa Bb3pacT (65-75 roauHu) U ¢ 44% npH MHOTO BB3PaCTHH MALMEHTH (275
rOJMIIHA Bb3pacT) B CPaBHEHHUE C MO-MJI3AaTa Bb3PACTOBa rpyna (Bk Touka 4.2). Tosa Moxe na Obae
[IOHE JIOHAKBJE CBBP3aHO ChC CPeAHO NOHWKaBaHe Ha ObOpeuHaTa pyHKLHMA [PH Ta3u rpyna NauueHTH.
[IpenopbuBaHUAT AO30B PEXKHM 33 MALMEHTH B CTAPHECKA BB3PACT, 00aue, € ChLIMs, BHIPEKH YE €
HeOoOXOAUMO MOBHIIIEHO BHUMaHHWe, KOTaTo Ce MOBHILAaBa A03aTa.

BpemeTo 3a JOCTHraHe HA MAKCUMAITHA M1a3MEHa KOHLUEHTPALUMA Ha aMJIOOHITHH € €QHO H ChILO [PH
NALMEHTH B CTAPYECKA BB3PACT M [PH NMO-MJiagM AuLa. KNnUpeHCHT Ha aMIOAUIIKH MOXKE [1a C€ NOHWKY B
pe3yaTaT Ha yeennyasaHe Ha AUC v Ha Nony»KMBOTa Ha eJITMMHUHHUpPAHE TIPH NAUHEHTH B CTapyecKa
Bb3pacT. YBennuasaHeTo Ha AUC U Ha nonyxMBOTa HA €TMMHHHpPaHE [PH NaUHEHTH ChC 3aCTOHHA
ChbpAeUHA HEAOCTATHYHOCT Ca O4aKBaHH 3a Bb3PacTOBAaTa rpyna B TOBA NMPOy4BaHe (BIDK Touka 4.4).

brOpeuno yBpexnaHe:

[Ipu naiesTH ¢ 6B0peuHo yBpexxaaHe, AUC Ha onMecapTaH B pABHOBECHO CECTOAHHE CE NOBHIIABA C
62%, 82% u 179% CHOTBETHO MpPH MALMEHTH C IEKO, YMEPEHO K TEXKO OBOpedHO yBpeKaaHE B
CpaBHEHHE CHC 3aApaBHTEe KOHTPOAM (BHXK TOUKH 4.2, 4.4).

AMitonuMnyH ce MeTabonu3upa EKCTEH3HWBHO 0 HEAKTUBHH MeTabonuTu. [leceT npoueHTa ot
BELHECTBOTO C€ €KCKpEeTHpAa HENMPOMEHEHO ¢ ypUHaTa. [IpOMeHHTE B nasMEHHTe KOHUECHTPALIMHK Ha
aMJIOJIMIMHH HE ¢a CBBP3aHH CbC CTenenTa Ha Ou0OpevunoTo yepexaane. Ilpu Te3n nauMeHTy aMIoAUNUH
MOXKE [1a C€ Npuiara B HopManHaTa 103a. AMJIOJHUIHH HE e JHATTH3UpA.

YepHoapobHo yBpeKIaHe:

Cnen eAHOKpATHO NepopatHO NpuiokeHue, HUBara Ha AUC Ha onmecaprad ca 6% u 65% no-Bucoku
CBOTBETHO MPH MALMEHTH C JIEKO H YMEPEHO YBPeACHA YepHOAPOOHA PyHKLMA, B CPABHEHHE ChC
CBROTBETCTBALLUTE UM 3paBH KOHTPOJIM. HecBbpiaHaTa ¢pakuns Ha onMecapTaH 2 yaca cnel npueMa
NPH 3ApaBH JTULA, TIPH MALMEHTH C JIEKO YePHOAPOOHO YBPEHKIAAHE H MPH NALHUECHTH ¢ YMEPEHO
yepHoaApoOHO yBpexaaHe € cpoTBeTHO 0,26%, 0,34% 1 0,41%. Cnen noprapsiuo ce KO3UpaHe fpH
NalMEHTH ¢ YMEPEHO YepHOAPOOHO yBpexaaHe, cpeaHata AUC Ha onMecapTraH OTHOBO €
npuonu3uTenHO 65% Mo-BUCOKO OT CHLOTBETHUTE 3apaBH KOHTPONH. CpeaHuTe Cyax HUBA Ha OJIMecapTaH
ca CXOJIHH NpPH NALIMEHTH ¢ YEPHOAPOOHO YBpeXIaHe M NMPH 3ApaBH nuua. OnMecapTadH MEJOKCOMWI HE €
W3CITeIBAH MPH MALMEHTH € TEXKO YEPHOAPOOHO YBpEKaaHe (BHXK TOUKM 4.2, 4.4).

HanuyHK ca MHOTO OrpaHH4€HH KIHHWYHH JaHHH OTHOCHO NMPHJIOKEHHETO HA aMJIOAHII Y "I{"a‘ WA 1
MALIMCHTH ¢ YepHOApoOHO yBpexaaHe. KNIHPBHCHT HAa aMJIOAMIIHH € TOHIKEH H Nony»fBaat:
YIb/DKEH TIPH NALMEHTH C HapyllieHa YepHOAPOOHA (PyHKLMA, KOETO BOIM N0 NMOBULLIAH: 1
npnoausKTenHo 40%-60% (Bux Touxu 4.2, 4.4). =
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5.3 IIpeaxIHHHYHH JAHHH 33 He300aCHOCT

B13 ocHOBa Ha HEKJIMHUYHHA MPodUN HA TOKCHYHOCT HA BCAKA OT CHCTABKHUTE HE C€ OYaKBa YCHIBAHE Ha
TOKCHYHOCTTA 38 KOMOMHALMATA, T KATO BCAKO BELIECTBO HMa PA3/IMUHH NPUUENTHH OpPraHH, T.c.
OB0peumTe 32 OIMECAPTAH MEIOKCOMHI H CHPLETO 34 aMJIORHITHH.

B 3-meceuHO NMpOy4YBaHEe 32 TOKCHYHOCT Ha MOBTAPALLM C€ JO3H Ha MEepopaHO NMpuaraHa KoMOUHaLUMs
Ha OJIMECAPTaH MEIOKCOMIUT /aMJIOIHITHH NPH IUTBXOBE ¢€ HA0NIOAABAaT C/IEAHHTE HAPYLIECHHA:
NOHWKABAHE HA NOKA3aTe/IUTE Ha YePBEHHTE KPbBHH KIETKU W NpoMeHH B ObOpeLiuTe, KaTo U aABeTe
MOrar jia ObJaT MPHUYUHHEHH OT BELLIECTBOTO OJIMECapTaH MEIOKCOMMUII, H3MEHEHH B YepBaTa (aunaraums
Ha JIyMEHa W AU(PY3HO YIUTETHABAHE Ha MyKO3aTa Ha WIEYyMa M KOJIOHa), HaA0BOpeUYHH XIIE3H
(xuneprpodust Ha rIOMepYIapHATE KOPTUKAIHY KIETKHA H BaKyOaH3auus Ha GpacLMKyIapHUTe
KOPTUKATHM KJIETKH) U XUIepTpodus Ha KaHAJTUTE HAa MJICYHHUTE HUIE3H, KOETO MOXKe a ObAe NMPHIAHECHO
OT BELLIECTBOTO aM/I0AHMMH. Te3H NMPOMEHH HE YCHIBAT HUTO €1Ha OT ChOOLUEHATa MPeJH TOBA U
CBLIECTBYBALlla TOKCHYHOCT HA OTACJIHUTE KOMINOHEHTH, HUTO MPUYHHABA HOBA TOKCHYHOCT U HE e
HAOMI01aBaT TOKCUKOJIOHYHO CKHEPIHYHHU e(EKTH.

Onmecaprad MeAOKCOMMN (AKTHBHO BellecTBO Ha Tecnanan)

[Ipy npoyvBaHKA 32 XpOHHYHA TOKCHYHOCT IPH TUTHXOBE M Ky4eTa OJIMECAPTaH MEIOKCOMHN 10Ka3Ba
cxoanu edpexti Ha apyrute AT1 perenropuu antaroHucTH U ACE-UHXUOWTOPH: NOBHILIEHA KPhBHA
ypes (BUN) U KpeaTHHHH, [NOHKHXKABAaHE TEINIOTO Ha ChPLIETO; NMOHIDKABAHE NMOKA3ATEIIHTE HAa YEPBEHUTE
KPbBHH KJIETKH (€pPHTPOLIMTH, XE€MOII00HH, XEMAaTOKPHT); XHCTOJNIOTHYHYU 1aHHH 33 O10peyHo yBpexaane
(pereHepaTUBHH JIE3HH HAa OLOpeuHHs enuren, yIuTeTHABaHE Ha OazannaTa MmeMOpaHa, IniaTalus Ha
TyOynnte). Te3n HexeNaHN peakUMy NPpUYUHEHH OT (JapMaKOJIOrHYHOTO ACHCTBHE HAa OIMEcapTaH
MEIOKCOMMII ChIIO TAKA HACTDBIIBAT B NpeAKNTHHUYHHTE NPpOoyUYBaHuA 3a Apyrd AT1 peuentopHu
aHTaroHUcTd u ACE-UHXHOUTOpH 1 MOraT aa OBbAAT HAMANCHU MOCPEACTBOM CBITETCTBALLO NEPOPATHO
NpUNoXKeHHe Ha HaTpueB xXopua. Y npu aeara Buaa ce HabMoAaBaT NOBHLLIEHA IU1a3MEHAa PEHHHOBA
AKTHBHOCT U XHNIEPTPOHA/XMIIEPIIIA3HA HA FOKCTArIOMEPY/IapHHTE KIETKH Ha ObOpeuure. Tesu
IPOMEHH, KOUTO ca TUNIWueH edekT Ha kitaca ACE-unxuburopu u apyru AT1 penlenTopHH aHTaroHUCTH,
H3rNIeXKIa, Y€ HAMAT KIMHHYHA 3HAYMMOCT.

Kakro u apyrute AT] peuenTopHH aHTarOHUCTH € YCTAHOBEHO, Y€ ONIMECAPTaH MEAOKCOMII MOBHILIABA
4yecTOTaTa Ha XpPOMO3OMHHTE HAKLCBAHHMA B K/IETHYHM KYATYDH in vifro. He ce Habmonasat CLOTBETHH
edeKTH B HAKOJIKO in Vivo IPOYYBaHHA, B KOHTO C€ Mpuiara oiMecapTaH MeAOKCOMKII B MHOTO BUCOKM
nepopaniu 103 aocturalid 2000 mg/kg. [LANoCcTHUTE AaHHK OT pa3lUUpEHATa NporpaMa 3a U3CcieABaHe
Ha NeHOTOKCHYHOCT NPEATIONAarar, 4¢ € MHOIO Mafko BEPOSITHO OJIMECApTaH Aa NPHTEXaBa
F€HOTOKCHYHHU €(PEKTH B YCITOBUATA HA KITHHUYHO NPUIIOXKEHHE.

OnMecapralH MEAOKCOMII HE MOKa3Ba KAHLEPOT€HHOCT B 2-FOAULLHO MPOYYBAHE MPH TUTbXOBE HHTO B
ABe 6-MeceyHH MpOyYBAHHS 3a KAHLIEPONr€HHOCT NPH TPAHCINeHHH MULLIKH.

B penpoaykTHBHH NpOYy4YBaHHA NPH IUTHXOBE, OJIMECAPTaH MEACKCOMIL1 HE MTOBNIUABA PEPTUWIHMTETA H
HAMA JaHHHU 3a TepaTtoreHeH edekT. [lonobHo Ha ApyTUTe aHrHOTEH3UH 1] aHTarOHMCTH,
MPEKUBACMOCTTA Ha MOKONIEHHUETO € HaMalleHa Clte]l eKCITO3ULIMA Ha OJIMECapTaH MEAOKCOMHN H ce
HaOmoaapa Ta30Ba AunaTauus Ha OpOpeudre cnen eKCNo3HLMA Ha MAHKHMTE B KbCHa OPEMEHHOCT U 110
BpeMe Ha KbpMeHe. [1oao0HO Ha ApyruTe aHTUXUNEPTEH3HBHH CPEACTBA, OJIMECAPTAH MEAOKCOMMI €
NnoKasajl, ue € Mo-TOKCHYCH 3a OpeMeHHH 3aiLM, OTKOJIKOTO 3a OpeMEHHH UThX0Be. Brpek# TOBa HAMA

NaHHH 33 QETOTOKCHYEH e(eKT.

AmnoaunuH (aKTUBHO BELIECTBO Ha TecnaaaH)

PenpoayKTHBHA TOKCHYHOCT

PenponykTHBHM MpOYUBaHUA TPH ILTBXOBE H MULLIKH Ca MTOKa3aiy 3a0aBsHe Ha pe
NPOAB/DKHTENHOCT HA PAXKAAHETO H [TOHKDKEHA MPEKUBAEMOCT Ha NOTOMCTBOTO MPH &
50 mbTH NO-BHCOKA OT NpenopbYUTENHATA A03H [TPH X0pa Ha Da3a CLOTHOUIEHHETO (g’
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VBpexnaHe Ha GpepTuinTeTa
Hsama edekT BbpXyY (hepTriiMTETa HA IUTHXOBE, IEKYBAHU C AMJIOZAMITHH (MbKKH 3a 64 1HH U XKEHCKH 3a

14 nuu npeau uudrocBaHeTo) npu 034 1o 10 mg/kg/nueBHo (8 mbTu™* MakcHMMaiHaTa NpenopbYMTE/IHA
103a TpH Xopa Ha 6a3ara cboTHOLIeHHeTo Ha 10 mg Ha Oa3arta Ha cboTHOLIEHHeTOo mg/m2). I1pu apyro
MPOYy4YBaHe C TUIbXOBE, B KOETO MBKKHTE MHMBH/IY Ca JIEKYBaHH ¢ aMmJIOAUNHH Oe3unar 3a 30 1Hu ¢
103a, CpaBHUMA C Ta3M MpHU Xopa Ha 6a3aTa Ha CbOTHOLLIEHHETO mg/Kg, ca YCTAHOBEHH HAMAJICHH HUBA B
njiasmara Ha QOJIMKYJI-CTUMYJIMPALLMA XOPMOH H TECTOCTEPOH, KAKTO U HaAMaJIiBaHe Ha IUIbTHOCTTA Ha
cniepmata ¥ B Opos Ha 3pesiuTe criepMaTtind U CepTosIHEBH KIIETKH.

KaHueporeHHOCT, MyTareHHOCT

[L1bX0BE W MMIIIKH, JIEKYBAHH C AaMJIOJIMITHH MPH MPUEM 3a JIBE I'OJIMHH, MPH KOHLUEHTPALIUA U3YHUCIIeHa
J1a OCHIypH HMBa Ha AHeBHa j103a ot 0,5, 1,25 u 2,5 mg/kg/AHeBHO, He MoKa3BaT JOKa3aTesICcTBa 3a
KaHLleporeHHocT. Haii-Bucokara /103a (3a MULIKH, 110100Ha HA MAKCUMAaJTHATA MPENOPbYHUTE/IHA
KJIMHMYHa J103a oT 10 mg Ha 6a3aTa Ha CLOTHOLLIEHHEeTO mg/m2, a 3a IIbXOBE ABa MbTU™ MO-BUCOKA OT
MaKCHMaJTHaATa MpenopbYMTE/IHA) € OIM3Ka 10 MAaKCUMAaJTHATa NOHOCHMa /1032 3a MHULLKH, HO He 3a
MIbXoBe. MyTareHHH Npoy4YBaHHs MOKa3BaT, Ye HAMA JIEKapCTBEHO-CBbP3aHH €(DEKTH KaKTO Ha FeHHO,
Taka U Ha XPOMO30MHO HHMBO.

* Ha 6a3ara Ha Teryio Ha nauueHT 50 kg

6. OAPMALIEBTUYHHU JIAHHHA
6.1 ChnucbK HA NOMOINHHTE BellleCTBA

CobpueBuHa Ha TabneTkara:
[ lapeBHUHO, HULLIECTE, MPEKETATUHUIHPAHO
MukpokpucTanHa uenyno3a CuiMuueB IMOKCHI, KOJIOMIEH, 0€3BO/IEH

Kpockapmesosa HaTpHH
Marne3ueB creapat

OOBHBKa Ha TabieTKara:
[ loTMBUHUIIOB AJIKOXOJI
Makporosn 3350

Tank

Turanos auokeua (E171)

(III) E172 camo GrIMHpaH: 'raﬁmrmT "_:._._ ng ng/lﬂmg)
6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 CpoK Ha rogHOCT

5 F'OJIHHH.

6.4 ChnenHajJHH YCJIOBHA HA CbXPAHEHHE

To3u nekapcTBeH NPOAYKT HE U3UCKBA CMNELMAIIHK YCIIOBUS HAa CbXpaHEHHE.
6.5 Buau cbabpKaHHE HA ONAKOBKATA
OPA/Anymunuit/PVC/Anymunues onucrep.

Pa3mep Ha onakoBkure: 14, 28, 30, 56, 90, 98, 10 x 28 u 10 x 30 ¢punmupanu Tad
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10x1, 50x1 u 500x1 ¢puamupanu Tabnetku B nepGopupaHu €HO1030BH OJIUCTEPH.
He BcMuKM BMOBE OMAKOBKK MOrar aa Ob/aT IMycHaTH Ha ra3apa.
6.6 CrneunnajHu npeAnasHH MePKH NPH H3XBbPJIsIHE

Hsama cniettasiHu U3UCKBAHUA.

7. [IPUTEKATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Menarini International Operations Luxembourg S.A.
1, Avenue de la Gare
[.-1611 Luxembourg

JIrokcemOypr

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Tecnanan 20 mg/5 mg ¢puamupanu Tadbaerku: 20080196

Tecnanaun 40 mg/5 mg dunmupanu Tabnetku: 20080197
etk 20080198

9. JATA HA ITbPBO PAZPEHIABAHE/TIOJJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBO pa3pewaBane: 14.10.2008 r.
JlaTa Ha nocneaHo nojaHoBaBaHe: 14.10.2013 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

02/2025
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