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Tecnanan 20 mg/5 mg dunMmupany TabneTku
Tespadan 20 mg/5 mg film-coated tablets

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

Tecnanan 40 mg/10 mg dpunmupanu Tabnerxku

Tespadan 40 mg/10 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Tecnanan 20 mg/5 mg ¢punmupany TabaeTku:

Besika puimupana tabnerka Tecnanan chappika 20 mg onvecapran MeokcomMui (olmesartan
medoxomil) u 5 mg amnomunui (amlodipine) (mox dopmata Ha aMIOAMNMHOB Ge3unar).
Tecnasnan 40 mg/5 mg duaMupanu TabneTky:

Besika unmupana tabnetka Tecnanan cbibpoka 40 mg osnmecapral MelokcomMun (olmesartan
medoxomil) u 5 mg amnoaunux (amlodipine) (noa gopmara Ha ama0AMNUHOB Ge3unar).
Tecnanan 40 mg/10 mg (bnmuupiinu TabneTku:

Beska (punmupana tabnerka Tecnanan cbibpika 40 mg osivecapran Melokcomua (olmesartan
medoxomil) u 10 mg amnogunuu (amlodipine) (nox popmara Ha amnoaunyn de3nnar).

3a MBIHUA CIHCHK HA MOMOLLHUTE BELIECTBA, BIOKTE TOuka 6.1.

3. JIEKAPCTBEHA ®OPMA
duiMupaHa Tabnerka

Tecnanan 20 mg/5 mg ¢unmupany TabneTku:
Benu, kpbriu, punmMupany TabneTku ¢ pasmep 6 mm, ¥ ¢ Haanie C73 ot efiHara cTpaHa.

Tecnanan 40 mg/5 mg puamupany TabneTku:
Kpemaeu, kpbram, dunmupann tTabnerku ¢ pasmep 8 mm u ¢ naanuc C75 ot eHaTta cTpana.

Tecnapan 40 mg/10 mg dpunmupanu tabnerku:
Kadennkaso-uepseHt, kpbiin, GruiMupann tabaerku ¢ pasmep 8 mm u ¢ Hajanue C77 or eipara cTpana.




4. KJIMHU'YHH IAHHU
4.1 TepaneBTHYHH NOKA3AHNSA
Jlewenue Ha eceHIMANHA XMIIEPTOHMS.

Tecnanan e nokasaH npy Bb3pacTHH NAlLMEHTH, YHETO apTEPHAIIHO HAJIATaHE HE CE KOHTPOJIMpa
aJIEKBATHO NPH MOHOTEPATIHS C OJIMECAPTAH MEIOKCOMMIT MJIH aMJIOMIUH (BIDK Touka 4.2 1 Touka 5.1).

4.2 Jlo3upoBKa H HAHH HA NPHJIOKCHHE

Josuposka

Bn3pactHu

Tlpenopwuurennara nosa na Tecnanan e 1 Tabnerka AHEBHO.

Tecnanan 20 mg/5 mg Moxxe na ObAe NPUIoKEH MPU TIALMEHTH, YAETO apTEPHAIHO HaJIratHe He ce
KOHTPOJIMpa aJIeKBaTHO NpH MoHOoTepanus ¢ 20 mg oiMecapTaH MeJOKCOMMIT WIIH 5 mg aMJIOJIMITHH.

Tecnanan 40 mg/5 mg moxe 1a Obe NPUIMKEH NPU MALMEHTH, YHETO apPTEPHAITHO HAJIATAHE HE Ce
KOHTpoJipa apeksarHo ¢ Tecnanan 20 mg/5 mg.

Tecnanan 40 mg/10 mg Mosxe s1a Gb/ie NPWIOKEH NPH NALMEHTH, HMETO APTEPHATHO HANATaHE He ce
KOHTponnpa anekeatho ¢ Tecnaaan 40 mg/5 mg.

[Tpeau na ce rpeMHUHE KbM JiedeHte ¢ (pukcupana koMOMHaIMs ce IIperopbyBa MOCTENEHHO THTPHpaHe
Ha J103aTa Ha OTJeNIHHTe KOMIMOHeHTH. KoraTo e no/xoasio oT KJIMHHYHA IVIe/IHA TOUKa, MOYKe J1a ce
0BCHIN AMPEKTHO MpeMUHABAHE OT MOHOTEpanus KbM (GHKCHpana KoMOHHAIMA.

3a yI(OGCTBO MalUEeHTHTE, MOTY4aBalld oJiMecapTalH MEJIOKCOMMIT H aMJIOJUTTHH KaTO OTACITHH Ta6J'ICTKH,
Morar aa npeMHHaT Ha JI€YEHHE C TabNeTKH Tecna,uaH, CBABLPXKALLN ChUlaTa 1034 Ha OTACITHHTE
KOMIIOHEHTH.

Tecnanan Moxce na ce npHeMa ¢ WM 6e3 xpana.
[MaumenTy B cTapyecka Bb3pacT (Ha/Hazl 65 roMHN)

[Tpu naumenTHTe B CTapyecKa BB3PAcT M0 MPUHIMIT He e HeoOXOMMO KOPHIHpaHe Ha
MpenopbLUMTENIHATA 1033, HO TpAOBa Jja ce BHUMAaBa TpH NOBULIABAHE Ha fo3aTa (BHX Touka 4.4 u 5.2).
Ako e HeoOX0AMMO NOBHILIABAHE Ha J103aTa JI0 MakcHManHata ot 40 mg onmecapTaH MeIOKCOMMI,
apTepUalIHOTO HaArane TpAOBa CTPUKTHO Jla ce Npocie/LiBa.

brOpeuno yspexiane

Maxkcumaitata 103a Ha oJIMecapTaH MeJIOKCOMIIT 1IPH TNAlIUEHTH ¢ JIEKO 10 yMepeHo 6u0peyHo
yBpexaaHe (kpeaTHHHHOB Kiupbhe 20-60 ml/min) e 20 mg onmecapTad MENOKCOMHII €[JHOKPATHO
JIHEBHO TIOPajId OrPaHHUIEHHs OITHT C 1TO-BHCOKH /1031 B Ta3H rpyna naudenTH. IIpuiokenyero Ha

TecnanaH npy NalKEHTH € TEXKKO 6BLOPEUHO yBpexaaHe (KpeaTHHHHOB KIHpBHC <20 ml/min) He ce
npenopbusa (B 4.4, 5.2).
Ilpu narpenTH ¢ ymepeno 6L0peyHo yBpexkiane ce Npenopbyea NpociesBaHe HUBATa Ha W
KpeaTMHHHA. 70
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YepHoapoGHo yBpexaaHe
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Tecnanan TpaGea na ce npunara ¢ NORHLIEHO BHAMAHHE NPH NAUMEHTH ¢ IeKO 10 YMCPEHO YepHOApodHo
yBpexianHe (B ToukH 4.4, 5.2).

TTpu nauMeHTy ¢ yMepeHo YepHOAPOGHO YBPEXAaHE CE Nperopbyea HavanHa 103a ot 10 mg oaMecapTad
MEJIOKCOMHI €/IHOKPATHO AHEBHO, @ MaKCHMAallHaTa 2034 He TpaOra na npesninara 20 mg €HOKPaTHO
nxesro. ITpy naupenTy ¢ yBpeaeHa YepHoapobHa (hyHKIHA, KOHTO NOIyYaBaT JUYPETHLIM WHIH APYTH
AHTHXWNEPTEH3UBHH IEKAPCTER, C& IPENOphUBa CIPHKTHO CASACHS HA APTEPHANHOTO HANATAHE M
6u6peunara dynkips. HaMa onuT 3a MPUAOKEHHETO HA 0NIMECAPTaH METOKCOMHMII MPH NALMEHTH ¢
TEKKO YEPHOAPOOHO YBpEXKIAHE.

KakTo npH BCHUYKH KAIMEBH AHTArOHHCTH, TIOMYKMEOTET Ha AMJIOIHIEH € YABDKEH NPH NAlHEHTH ¢
yEpeAeHa uepHoapoOHa (GYHKIMA M NPeNopbKH OTHOCHO NO3HPOBKATa He ca ycTaHoBeHH. ETo 3amo npy
Te3u BanMenTH Tecnafgasn TpsOBa Aa ce mpwlara ¢ NORHINERO BHUManne. DapMakoKHETHIHHTE
CBOICTBA Ha aMNOAHITHH He Ca IPOYYEHH MPH TEXKO YepRORpoGHO yBpexcnane. AMnonunuH Tpabea na
¢e 3anoyHe ¢ Haii-HHCKaTa A03a H A2 ce THTPHpa 0aBHO ITPY NALMEHTH ¢ HapyllleHa YepHoapodHa
(yrrxams. Tipunoxennero Ha Tecriafan DPA NALHEHTH C TEXKO YepHOAPoOHO yBpexaaHe e
NpOTHEONOKa3aHO (BIK TouKa 4.3).

Tenmarpuuna nomysrams

BezonacrocTTa M edrikacHOCTTa NpH NpwickeHye Ha Tecnazad NpU Aela ¥ 1oHOMH nox 18-romauxa
BB3pACT He e JlokasaHa. HaMa HAnWUHH JaHHH,

Haumn va npunoxerne:
TabsieTkara Tpabpa Aa ¢e MOTRIHE C AOCTATHYHO KOJMYECTBO TeYHOCT (Hamp. ¢ Yallla Boja). TabneTkata
He TpAOBA 1a ce xpBYe U TpAOBa a Ce NpHEMA 110 €{HO H CHINO BPEME BCEKH JIEH.

4.3 IlIpornBonoKazanus W

CBpPBXUYBCTBUTENHOCT KBM AKTHBHUTE BEILECTRA, KBM JHXHAPONUPHAHHOBH NPOH3BOIHH HITH KbM
HAKOE OT NOMOIIHHTE BemecTea, M306poeHH B Touka 6.1.

Bropu U TpetH TpHMecTsp Ha O6peMeHHOCTTA (BHK TOUKa 4.4 1 4.6).
Texxka uepHOAPOOHA HEAOCTATEYHOCT H GUNMHapHa obCTpyKIHA (BIDK TouKa 5.2).

EnnoepeMenHata ynotpeba Ha Tecnafian ¢ ATHCKMPER-ChABPIKAIIH NPOAYKTH € IPOTHBONOKA3aHA NIPH
NALMEHTH CBe 3axaped auaber win 6x0peuHo yBpexaane (GFR < 60 mi/min/1,73 m2) (Bxk. Touxe 4.5 1
5.1).

HMopaan nammyeTo Ha aMAOAMNNH B CHCTaBa cit, Tecnmalan ChLIO TaKa € NPOTHBONIOKA3AH NMPH NALMEHTH
c:

- TEXKKa XUTIOTOHMS;

- INOK (BKITIOYMTENHO KapIHOreHeH 1I0K);

- 0BCTpPYKLIMA HA M3XO/Ia HA 1IBaTa KaMepa (HarmpuMep BHCOKa CTETIeH Ha a0pTHA CTeHO3a);

- XeMOAuHAMHYHO HecTabuiHa ChpieYHA HEAOCTATHYHOCT CIIET OCTLP MHOKApREH HHQADKT.

44 Cnenpandu NpeaynpekaeHHa 1 npeana3Hd MepKH npH ynotpeba

[TaimenTy ¢ XxunosoreMis UMK AeQULIMT Ha HATPHIL:
TIp1 mauMeHTH, KOUTO MMAT XHIIOBONEMUR WK epULMT Ha HATPUH B PE3YITTAT Ha arpecus
JHYPETHYHA Tepanus, AHETA ¢ OTPaHHYCH TIPHEM Ha COJI, AUAPHs HiAH NOBDPHILAHE, MOXKE
CHMIITOMATHYHA XUITOTOHHA, ocobGeHo cnell IhpBaTa 1o3a. [Ipenopbupar ce kopekiua
CHLCTOAHUE NIPEAM NPUAcCKEHHeTo Ha Tecnanan Wil BHAMATENHO MeAMIMECKO Halbmo,
Ha JIeYeHHeTO. '
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Jpyrn chCTOAHMA, MPH KOWUTO WMA CTHMYNUPAHE Ha PEHUH-aHI MOTEH3HH-AA0CTEPOHOBATS CHCTEMA:
Hpu naumeHT™!, URItTO cHI0B ToHYC H 6B0peuHa (yHIAM 3aBUCAT OCHOBHO OT AKTHBROCTTA HA PEHHH-
aHTHOTEHZHH-a/1I0CTEPOHOBATa CUCTEeMA (HAND. NAlHeHTH C TeXKa 3acTolHa ChpAeYHa HENOCTATBYHOCT
HAn noanexamo 6s6peuto 3aCongBaHe, BIIIOUHTETHO CTEHO3a Ha OB0pedHaTa apTepua), IEUEHHETO ©
JPYTH JIeKapCTBEHH NPOIYKTH, KOHTO NOBNHABAT Ta3H CHCTEMA, KaTo anrHoTeH3kH Il peuenTopHn
AHTArOHWCTH, CE CBHPIBa ¢ TEXKKa XMIOTOHMS, a30TeMNA, ONIHIYPAA WM PAAKO ¢ ocTpa 6ubpeuna
HEAOCTATHYHOCT.

PenopackynapHa XMMEpTOHMA:

Hanuue e noBHIIEH PHCK OT TEXKKa XHNOTOHUA M 6EOpeYHa HelOCTATBYHOCT, KOTAaTO NALMEHTH ¢
IBYCTpaHHa CT€HO3a Ha OE0peyHaTa apTepua HAH CTeH03a Ha apTepHATa Ha eIMHCTBEH (YHKITMOHMpALY
OEOpeK NPOBEKAAT JIEUeHHe ¢ NEKAPCTBEHH NPOAYKTH, KOHTO NOBAMABAT PCHHH-aHTHOTEHINH-
aNOCTEPOHOBATA CHCTEMA.

Bnbpeuno yBpexaade i 650pedHa TpaHcIaHTAIMA:

Koraro Tecnanas ce npruiara IIpH MAHEHTH © yBpeaena 6b6peyta byHxiwa ce npenopbypa
NEPHOAHYHOTO NpocleigBale HA CEPYMHHTE HHEBA Ha Kanus ¥ kpearununa. [Ipunoxkennero Ha Tecnazan
He ce NpernopEYBa NPH NalHeHTH ¢ Texko Ge6petHo yBpexaane (KpeaTHHHHOB KITHpEHE < 20 ml/min)
{(»vx TOuxH 4.2, 5.2). Hama onHT ¢ NpriioskeHKeT0 Ha Tecnalad NpH MaleHTH CbC CKopoliiHa Os0pedHa
TPAaHCTUTAHTALIAA HIH TIPH AHEHTH ¢ KpacH cTafuii Ha 656peyHo yBpexnaHe (Hanp. KpeaTHHHHOB
KIMpBHC < 12 ml/min),

JIpolino Gnoxkupate Ha peHEH-AaHTHOTEH3HH~aNRocTepoHoBaTa cucteMa (PAAC)

Wima nannu, ye enHoBpemenHara ynorpeba Ha ACE imxuburopy, avruotensuH Il-penenrophn 61okepH
MM AJIHCKHPEH TTOBHIIIABA PHCKA OT XHIOTOHNS, XMITEPKANHEMIA 1 HAMaasRaHe na OnOpeuraTa
¢byHkIMa (BrmouuTenHo ocTpa 6B0peuna HeaocTaTeuHocT). [lopany ToBA He ce npenopEyBa NBOHHO
Gnoxupatie Ha PAAC upez komOunnpanata ynotpeba Ha ACE wrxuburopH, anruoteHsuH II-
pellelrTopHY O10KepH HITH anuckupeH (Bk. Todku 4.5 1 5.1). :
AKo ce mpelieny, Ye TeparnvaTa ¢ 1soiiHo Gnoxupane e abcomorHo HeoGxomuMa, ToRa 'rpsﬁna na cTasa
caMo o, HAGIFOASHNETO HA CHSUMANKCT ¥ NPH YeCTO BHUMATENO MOBHTOpHpaHe Ha Oebpeamara
dYHKLMA, eNCKTPOJIRTHTE H KPHBHOTO HalATAHE,

ACE unxubuTopH M aHrHOTeH3HH [I-penienrropHu Gokepn He TpabBa Jia ce H3MOM3BaT eAHOBPEMEHHO
TIpH NALMEHTH ¢ qraleTHa HedponaTas.

YepnonpolHo yBpekpane:

ExcniosuimsaTa KbM aMIIOMITHH H OMIMEC2PTaH MeZIOKCOME € TIOBHINEHA NPY MallHEHTH ¢ YepHOAPOGHO
yBpexzane (Biok Touka 5.2). HeobxozmuMo e norMlueHo BHAMauHe, korato TecnanaH ce npuiara npi
NALHEHTH C JeKO 0 YMEPEHO YepHONpobHe yRpexaate. [lpu nanued T ¢ ymepeHo yBpeknahe A03aTa
Ha OJIMEcapTaH MEZOKCOMIUT He Tpabra fa naxeuinaBa 20 mg (Biok Touka 4.2). ITpy natmentu ¢
Hapylena uepHoIpobHa GyHKHs, IPiIcKeHHETO Ha aMNORHNMH TpAGEA /1a ce 3an04He C [0-HUCKATA
J103a OT JO30BMA MHTepBaN M TpAGBa Aa ¢e npuiara ¢ BHIMAHWE NPH HA4aTHOTO JIEUSHHE H NPU
noBHINaBaHe Ha Rozata. [Ipuroxkensero Ha Tecnalad Npy NalMEHTH C TEXKO 4epHOAPOOHO YRpeKaaHe
€ NPOTHRONOKA3AHO (BHXK Touka 4.3).

XHUepKaIHEMAS:
KakTo # npy apyry arrHorersaH 1 antaronuctd 1 ACE-uixuGuropy, B X0Aa Ha AEUEHHETO MOXKE Aa
HACTHITH XUMEPKATHEMHS, 0coGEHO NpH HaMH4He Ha 6b0petHO YBpexkaaHe W chpAeiHa
HEZI0CTATHYROCT (BIDK Touka 4.5). Tipenoprysa ce CTPHKTHO NpocAe/iIBane Ha HUBATA HA CePYMHHA
Kanuii fIpH NALHEHTH, MI’KEHH Ha PHCK.

CenwrerBaiio yriorpeba Ha Ro6aBKH, CHAbPXKAIUY Kasyi, Kalnui-ChXpaHaBaluy AHYPETHLH,
3AMECTHTENH Ha CONTA, CHABPKAIM Kasuii Wik APYTH JeKapCTBEHH NPOYKTH, KOMTO MOTar
HUBaTa Ha Katus (XenapHH M T.H.) TpA0Ba Aa ce OCHIIECTBABA ¢ IOBHUILIEHO BHUMaHHE H Iip
npocieaaBaHe Ha HHBATA Ha Kajng,

JIuranii:
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Kaxro # npu npyrute anruotensus I penenTopsn aHTarOHUCTH, CHITETCTBALIOTO NPUNOXKEHHE HA
Tecnanad ¥ TATHI He ce npenopsuea (BiX Touka 4.5).

CTeH03a Ha a0pTHATA WIH MHTPANHATA Kiana; 00CTPYKTHBHA XHIIEPTPobHUHa KAPANOMHONATH'
Tlopanu HanHYKETO Ha AMIIOAWNMH B ChCTaBa Ha TecnanaH, KaKTo NPH BCHUKH BA30IMNIATATOPH, e
TIPENOPHYBa NOBMIIEHO BHUMAHHE TP NALMEHTH, CTPaJialiy OT aOPTHA HITH MHTPAITHA KJlanHa CTeHO33
WK OBCTPYKTHBHA XHNEPTPOhHHHA KApAMOMHONATHA.

TTepBrieH anpocTepOHH3EM:

[TaimeHTHTE ¢ ITBPRHYEH AAIOCTEPOHA3EM KaTO 1AJI0 HAMa Aa OTrOBOPAT HA AHTHXHTIEPTEH3HBHH
NIEKAPCTBEHM NPOIYKTH, KOMTO AEHCTBAT NIOCPEACTROM MHXHOMpPAHE HA DEHHH-aHTHOTEH3HHORATA
cuctema. [Topany ToBa npH T3y NAlMEHTH NPHIoKEHHETO Ha TecmazaH He ce Npenopryea.

CrpnevHa HeIOCTATBHHOCT:

Tpu npeapa3noacKeHy JIALA MOTAT Aa C& 04aKBaT NPOMEHH B 61OpeuHaTa GYHKUHS KATO CNEACTRHE OT
HHXHOHMpaKe Ha peHHH-aHTHOTEH2HH-ANI0CTEpOHOBATa cucTeMa. 1IpH nauyeHTH ¢ TeXKa ChpIeuHa
He[IOCTATLYHOCT, yHATO H1LOpeyHa GyHKIMA MOXe 1a € 3aBHCHMa OT aKTHBHOCTTA HA peHHH-
AHFHOTEH3MH-AIN0CTEPOHOBATA CHCTEMA, JIEYeHHETO ¢ HHXMOHTOPH HA 8HTMOTEH3HH-KOHBEPTHPALIHA
ensuM (ACE) 1 aBTHOTEH3HHE PELICIITOPHH aHTATOHKMCTH Ce CEBP3Ba C ONHIypHs H/HIH [IporpecHpania
asoreMus u (paaKo) ¢ ocTpa OBOpeuna HeROCTATFIHOCT W/HITH CMBPT.

TIaLHeHTH Che CHPAETHA HEAOCTATHYHOCT Tps6Ba Aa ce NEKyBaT ¢ BHMMaRMe. B mbarocpouno, mianebo
KOHTPOJIMpaHO NPOYYBAHE C AMJIOAMITMH NIPH NAIMEHTH ¢ TeXKA ChpAeYHa HepocTaThuHOCT (NYHA
xnac Il u IV), noknanpanara yecToTa Ha 6enoxpobeH OTOK e N0-BHCOKA B rpyI1aTa Ha aMIIO[HIVH,
OTKOJIKOTO B fuianefo rpynarta (Bibk Touka 5.1). brokepuTe Ha KaflHEBHTE KAHATH, BKIIOYHTETHO H
AMJTOJIMINH, TPAOBA Aa ce NpUIaraT ¢ BHMMaHKe IPH NALMEHTH ChC 3ACTOHHA ChpIeYHA
HeZIOCTATBEYHOCT, Thil KATO MOrAaT Ja IIOBHIIAT pHcKa oT O'bJEUIH ChPASYHOCHIOBH HHIIHACHTH H
CMBPTHOCT.

Inpy-noaotHa eHTeponaTii

B MHOTO pesiKu CTy4aH ce ChoOILaBa TeXKa, XPOHHYHA IHapHs Che SHAYHTENHA 3aryOa Ha TerTio TpH
NAITHEHTH, NPHEMAIIH OlIMECAPTaH HIKOIIKO Mecella N0 TOAMHHM Cliejl 3afi0uBaHe Ha JIEUSHUETO, BEPOATHO
TNPHYHHEHA OT JIOKAIM3HPaHa Peakuys Ha CBPBXIYBCTBHTENHOCT OT 3abanen Tumn. UpesHure 6uoncHy Ha
MAalLMeHTHTE YecTO IIOKA3BaT BHJI03HA atpodua. AKo IpH ITALMEHT CE TIOABAT TE3H CHMITTOMY TI0 BpeMe
HA JIEUEHHETO ¢ O/IMECApTAH ¥ NP JIUTICA Ha IPYTa O4eBHIHA €THONOIMA, IEYEHUETO ¢ OlIMecapTaH
Tpab6Ba fa ce NpeycTaHOBH He3aGaBHO H 1a He ce 3a1104Ba OTHOBO. AKO AHapHATa He ce nonodpy B
TeYEHHE Ha efHa CeIMHIA Cliel] NPeKpaTABaHeTO Ha pueMa, TpAGBa Aa ce npeaBUIH Hoc/IeABaIIa
KOHCYNTAIMA ¢hC CTICLMAINCT {HaNPHMED racTPOEHTEPOIIOT).

Pacosn ocobenocTn:

KaxTto nipn scrukH ApyrH aHrHoTeH3dH Il aHTarOHHCTH, MOHIDKABAMAT aPTEPHATHOTO HaNATaHe
edexsT Ha Tecnanan moxe fa Gb/le B H3BECTHA CTETIEH 110-C/1a0 NP YEPHOKOKH MALMEHTH B CPaBHEHHE
¢ OCTAHANMTE NALMEHTH, BEPOSTHO TIOPAAM NIO-BHCOKATA UECTOTA Ha HHCKOPEHHHOBHSA CTaTyC HPH
HEPHOKOXK [TAIIHEHTH C MOBHIICHO KPBBHO HANATAHE.

TanmenTy B crapuecka Bh3pact
TTpu nanuenT! B cTapyecka BL3PACT No3aTa TpAGBa Aa ce NOBHINABA ¢ BHUMaHHe (BHK TOvKa 5.2).

BpemennocT:
Io Bpeme Ha GpemMexHOCT He TpAOBa Ja ce 3an04Ba NeueHue ¢ anrioTeHshH Il anraronuct. OceeH axo
NPOAWDKABAHETO HA JIEYEHHETO ¢ aHrHoTeHauH Il aHTaroHHCT He € HambIHO HEOOXOAUMO, TIALIMEHTKHTE,
TIIaHMpalM 6peMeHHOCT, TPAORA 12 IPEMUHAT Ha JIEYEHHE C AJITCPHATHBHH aHTHXMNEPTEH3HBHH
NIEKapCTBA, KOKTO C2 ¢ YCTaHOBEH Npodun Ha 6e3011acHOCT NPH NPHNOKEHKE 110 BpeMe Ha
Tpu ycTaroBsBaHe Ha SPeMCHHOCT JIEYSHHETO C aHTaTOHHCTH HA aHTHOTeH3HH Il Tpabea
HezabaBHO NpeycTaHOREHO U NnpH HeobxoaumMocT TpA0Ba Na ce 3aN04HE ANTEPHATHBHO
TouKH 4.3 1 4.6).
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Apyrh:
Kam'o l‘lpH BCIKO aHTHXHI‘!epTeH?.HBHO ﬂercapcrso, HpeKOMBPHOTO MOHMXKaBaHe Ha apTepHanHoTo
HanAaraxle NpH nalHeHTH ¢ HCXEeMH4YHa Gonecr Ha CBHPLETO HINH HCXEMHYHE MO3BYHO-CBAOEBA fonect

MOXKE 13 IOBEAE 10 MHOKap/eH RHGAPKT NAH RHCYAT.

Tosa nexapcTBo chABPKA MO-Manko ot 1 mmol Hatpuii (23 mg) va puimupaHa Tabnertxa, T.e.
IPaKTHYECKH He CHIBPKA HATPHIA.

4.5 BzaumopeiicTeite ¢ ApyrH NeKapcTBeHH NIPOAYKTH H ApyTH GOpMH Ha B3anmoneHcTeuae
MoTempanHu B3auMoneHcTBN, CEBLp3ann ¢ KomOHHaumaTa Tecnanan:
Ja ce p3eMe 1o BHUMaHKE NPH ETHOBPEMEHHO NPUIIOKEHHE

Jpyru aHTUXWIIepTEH3MBHH J1IEKapCTBa:
TNMoxmwiapatpaT apTEPHATTHOTO HamAraHe edekT Ha Tecnanad MoXe a ce YCHITH NMp# ChOLTCTBAINO
IIPUJIOKEHHE HA IPYTH aHTHXHMIEPTCH3UBHY NIEKAPCTBEHH TPOYKTH (Banp. anda-610KepH, IUypeTALH).

Beposthn B3auMoacHCTBIA, CBLP3aHH ¢ O/IMECaPTAH MEIOKCOMIL, BITH3aw B cherasa Ha Tecnanan:
He ce npenopruea eAHOBPEMEHHG PUACKEHHE

JlaHHH OT KIMHHMYHH IPOYYBAHMA NMOKA3BaT, ue ABOHHOTO GIOKUpaHe Ha
PEHMH-aHTHOTEH3HH-aAocTepoHoBaTa cuctema (PAAC) upes xombunnpanata ynotpeda na ACE
HHXHOKTOPH, anrnoTensnH Il-penenropHu GIIOKepH MITH AMHCKHUPEH ¢ CRBP3RA ¢ N0-BHCOKa 4ecTOTa Ha
HeKeJlaHH CHOMTHA, KaTo HaIpHMep XHIIOTOHNA, XHIIepKalHEMHA B HaMalaBaHe Ha On0peyHara
dyHKuMa (BKIOYHTENHO ocTpa 6b6petuHa He[oCTaTHUHOCT), B CPaBHEHHE C ynmpeGaTa ¢aMo Ha elHO
CpeACTBO, AekcTraulo Bupxy PAAC (Bk. Touku 4.3, 44 1 5.1).

JlexapcTBEHH NPOAYKTH, NOBTHAABALIN HIBATA HA KATHA:

EAHOBpeMEHHOTO NPHIIGKEHNE Ha KATHH-CHXPaHABAIIM JHYPETHLH, KATHERH 06aBKH, 3aMeCTHTENM Ha
COJTa, CHALPKATIM Kamuid, WIA JPYTH IEKAPCTBEHH IPOJYKTH, KOMTO MOraT Ja IIOBUIIAT CepyMHHTE
HHEBA Ha Kamvs (Hanp. XxenapiH, ACE-aHxnGuropH) Moxe fa ioBele 10 MOBHINABAHE Ha CEpyMHUTE
HHBA Ha XanA (B Touka 4.4). B cmyuaii ue B koMOuHamus ¢ TecnajaH ce MPeANHUCBAT JIEKApCTBEHM
NPOIYKTH, KOMTO MOBJIMABAT CEPYMHHTE HHBA HA Kk, c¢ IPeNopbyBa NPOCAeISBaHe Ha cepyMHHTE
HHBA HA Ka/H4.

JluThii:

Ob6patMo NMOBKIIABAHE HA CEPYMHUTE KOHIIEHTPALMH Ha AMTHUA H TOKCHUYHOCT Ce ¢HoOIHNABAT B X0Na Ha
CBHITBTCTBALIOTO TIPRIOKEHHE Ha JIHTHH ¢ HHXHOHTOPH Ha aHTHOTEH3HH KOHBEPTHPALIHI EH3HM H PAIKO
¢ aurnoTensyH I anraronsceTd. [lopany ToBa He ce NpeNnopLYBa CHITLTCTBAINOTO MPWIOKEHME HA
Tecnapan 1 aTRit (BI0K Touka 4.4). B cryuaii, ye eanospeMenHoTo NpHnoxenre Ha Tecnanan B uruii
& HeoDXONMMO, ce NpeNopbYBa BHEMATENHO MPOCIIENABAHE HA CEpYMHHTE HMBA HA JIUTHS.

E,E[HOBpeMeHHO NPHIONKEHHE, H3HCKBAIIO ITOBHUUIEHO BHHMAaHKE

HecTteponnnu npoTHBoRE3nanuTenty nekapereens cpencrsa (HCTIBC), Bkmoysaliy cenextneay COX-
2 nHxHOHTOPY, aLeTHICATHIIOBA KHceNHHA (> 3 g/nueBHo) u HecenexturHH HCIIBC:

Koraro anrnorenans Il anraronnety ce npunarar enHospeMenHo ¢ HCIIBC, moxke Aa BacTbIN
oTcnabBane Ha aHTHXHIIEpTeH3MBHIA etekT. Olle NOoReYe, SIHOBPEMEHHOTO IIPUIOMXKEHHE Ha .
anrvorensuH 11 anraronucs n HCTIBC Moske Ba NOBUILM PHCKa OT BlolWaBaHe Ha Gu0peunaTa 2= . .
(byHxinis ¥ MOXe fa JOBeNe 10 MOBUNIABAHE HAa HUBATa Ha cepyMHia kKanuil. [lopaau ToBa ce
ApenoppuBa NpocieAsBaHe Ha GLOpeuHaTa $yHKIA B HAYAIOTO HA T2KORA CHITETCTBALIO 11
CBILO TAaKa M KOCTATHYHA XMAPATALMA HA NAlIMEHTA.
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Konecesenam, N1EKapcTBO, KOSTO CEBP3BA AUTBYHNTE KUCETHHML

ENHOBPEMEHHOTO MPUACKEHHE HA KOJIECERENAM XMAPOXNOPHA, NEKAPCTBO, KOETO CBHP3BA XTHUHHTE
KHCENTHHN, HaMallsBa CHCTEMHATA EKCTIO3MIIHA 1 MAKCHMAJIHATA M1a3MEHa KOHLEHTPaLlkA Ha OliMecapTal
¥ HaMaIABa efMMHMHANMOEHUA TIoNYknBoT (t1/2). I1punoxeHnero a onMecapTad MEJOKCOMMI NOHE 4
yaca Npefik koJlecepenaM XHIPOXJIOPH]] HaMallsBa e(PeKTa OT IEKAPCTBEHOTO BIaHMONEHCTEHE.
TTpHIOXKEHHETO Ha ONIMECAPTAH MeAOKCOMMA NOHE 4 uaca NpeIH KoJIeCeBeNaM XHAPOXTIOPHI TpsOBa 1a
ce MMa neaBua (BHKTE TOUKa 5.2).

Jomsnunrenua HHbOpMaa

Crien fievenne ¢ aHTHAIMH (ATyMHHHREBO-MaTHE3HEB XMAPOKCH]L), e HabmoNaBa IeKO IOHIWKaBaHe Ha
6HoHATMYHOCTTA Ha OJIMECAPTAH.

OnmecapTan MEAOKCOMMN HAMA 3HaTHM edext REPXY (apMakoKMHeTHKATa WIIH PapMakoRMHAMKKATA Ha
papdapyH HIH QapMaKOKHHETHKATA Ha AMTOKCHH. ENHOBPEMEHHOTO NPHIOKEHHE HA OlMecapTaH
MEZIOKCOMEN 1 NIPABACTATHH HIMA WIMHIYHO 3HaUNMM edeXTH BepXy HapMAKOKMHETHKATA HA BCSKM OT
KOMITOHEHTHTe NP 3APABH JTHLIA.

OnMecapTad He NPUTEXABA KIMHWYHO 3HAYHMH HHXHOUTOPHH e(peKTH BLPXY YOBCIIKHTE UHTOXPOM
P450 emzivm 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 in vitro 1 He NpuUTEXABa WIH HMa MUHMMAITHH
MHIyUHpauy edexTH BEpXY akTHBHOCTTa Ha HuToxpom P450 nph niisxose. He ce ovakBaT KIHHHYHO
3HAYMMM B3aMMOJIEHCTBIA MEXKITY OJIMECAPTAH H JIEKADCTBEHH NPOAYKTH, METaboMH3HpaHH OT
NIOCOYEHHTE N10-TOpe eH3HMH Ha IMToXpoM P450.

TMoTeHNHARHY E3aHMOEHCTENY, CRBP3aHH ¢ aMITOAHITIH, B33l B CHCTARA HA TecnajaH:
EdbexTH Ha npyTH IEKapcTBEHH NPOIYKTH BEPXY aMJIOIHIIMH

CYP3A4 uxuburopn: .

EnHOBpeMEHHOTO NPHIIOKEHHE HA aMITOIHIIHH ChC CHITHH WiH yMmepeHn uaxuburopu Ha CYP3A4
(npoTeasHH MHXHGHTOPH, a30THH MPOTHBOIEOMYHH NEKPCTEA, MAKPOAUIN KATO SPHTPOMHLIMHE MM
KJIAPHTPOMHLIMH, BEpanaMHT WIH THATHA3EM) MOXe Jia oBeie N0 3HAUHTETHO YBETHYABaHE HA
aMITOMIAHOBATA excno3nimg. KnunauuHoTo 3nauenye na 1e31 GapMakoKMHETHUHM NPOMEHH MOXKe [a
¢a TI0-M3ABEHH ITPH NAUKEHTH B cTap4ecka Bhapact. FiMa nosuieH puck ot xunoronus. Ipeniopsysa ce
BHMMATENHO HaOmoieH e Ha NAIMEHTITE ¥ KOPUTHPAaNe Ha I03aTa IIpA HeoDXOMMOCT.

CYP3A4 pnpyxTOpH:

TIpu eqHOBPEMEHHO NPHIATAHE C H3BECTHH HHAYKTOpH Ha CYP3A4, niasMeHaTa KOHLIEHTPaLHA Ha
aMJICHHMIIMH MOXE J1a Bapupa. Tiopay Tosa Tpabea fia ce cieii KPhBHOTO HAMLAFaHe M a Ce perymdpa
n03aTa, KAKTO N0 BpeMe Ha, TAKA i CNell eNHOBPEMEHHHA TIPHEM, 0COBEHO ChC CHITHH HHAYKTOPH Ha
CYP3 A4 (nanpumep, praMnulHH, JKBIT KAHTAPHOH).

TIpHNOeHHETO HA aMJIOAMTIHA ¢ rpeiiidpyT HIH CoK oT rpefindpyT He ce npenopbHBa, ThH KaTo
OHOHANHYHOCTTA MOYKE J1a C€ YBENHYHM NMPH HAKOH MALMEHTH, KOETO e I0BeAE IO YBeTHYaBaHE Ha
edexTa 3a NOHIDKABaHe Ha KPBBHOTO Halsirase.

Jlautponen (uudysun): [1pH skMBOTHH ca HabMOAABaHH IETANIHA BEHTPHKYNApHa GHOpHIanHs H
Kap/IMOBAaCKyIaPEH KOJAIC, CREP3aHH C XHMepKanMeMhsa clie IPUNCHKEHNE Ha BepanaMui ¥
MHTPaBeHO3HO NprioxkeH Naurpones. [Topams puck oT xunepkanieMus ce NpenopbYBa la ce H3barpa
€AHOBPEMEHHOTO TIPHIICKEHIE Ha GROKepH HA KATIHCBUTE KAHATM KATO AMIJIOAMINME NPH TIaLMEHTH,
[PeApasNONOMNKEH KbM 3/I0KAYECTBEHa XHITEPTEPMHA M TPH JIEHEHHE Ha 3MOKAYECTBEHA XHIEPTEPMHs.

Edexrd Ha aMRORUNHH BBPXY APYTH TEKAPCTBEHN HPOXYKTH

Edexmite Ha HamansiBake Ha KPbBHOTO HAIMTAHE HA aMIIOJMITHH CE HACNarBaT KbM ede
SHTHXHITEPTEH3UBHH CpEACTRA.
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B KAHHHYHM NpOYyuBaHus, AMIONXIIHH HE NOBIHABA (AapMAKOKHHETHKATA HA &TOPBACTATHH, AUTOKCHH
WIIH BapgapHH. ‘

CuMeacratii; EqHOBpeMEHHOTO IIPHNOKEHHE Ha MHOTOKPaTHH no3H oT 10 mg amnonumana v 80 mg
CHMBACTaTHH BOIH 10 YBETHYABAHE Ha EKCIIO3HLMATE KbM CHMBACTaTHH ChC 77% B cpaBHeHHe CbC
CaMOCTOATENHOTO MPHNGKEHHE Ha ChMBacTaTHH. JlozaTa Ha cHMBacTaTHH TpaGea Aa ce orpaHu4H 1o 20
mg AHEBHO IIPH NALIKEHTH, KOHUTO IPHEMAT AMJIOAHIIHH.

Takponumyc: ¥iMa pHCK OT OBHLIEHH HUBA Ha TAKPONMMYC B KPBBETA NpH €JHOBPEMEHHO NPHUIIOKEHHE ¢
AMJIORMIIMK. 3a A3 ce n3berte TOKCHUHNS e(PEKT Ha TAKPOIMMYCS, NPHIIAraHeTO Ha aMITOHITMH YIPH
NallHeHTH, IeKYBaHy C TAKPOJIMMYC, Hajlara HaOmoNieHve Ha HHBATA HA TAKPOIUMYC B KPEETA W
KOPEKIHA Ha J03aTa Ha TAKPOIHMYC, KOTaTO TOBA € chobpasHo.

Mechanistic Target of Rapamycin (mTOR) urxuburoprre: mTOR HEXHOHTOpH KaTo CHPONUMYC,
TeMCHPOTIHMYC B eBeponumyc ca cyberpari Ha CYP3A. AmnomumuH e cnab CYP3A mxuburop. [pu
envoBpemenna yriorpeba ¢ mTOR uxnrOuropH, aMNOINNAH MOKE /i YBEHHH excriosuiuaTa Ha mTOR
HHXHOHTOpHTE.

[uxnocnopuy: B NpOCcieXTHEHO Mpodybate Ha GpOpedHo TPaCIIAHTHPAHH NALMEHTH ¢ HabMONABAHO
cpenmo 40% yBemyeHHe Ha MMHHMAaJIHHTE HHBA HA IMKNOCTIOPKH, KOTaTo € M3MI0JI3BaH eJHORPEMEHHO ©
amnoannuy. EAHOBpeMeNHOTO NpHnoKeHHe Ha Tecmallad ¢ IMKIIOCTIOPHH MOKe 1A MOBHINH
eKCTIO3HLIATA KbM LWAKIoCNOpHH. TIpu eaHoBpeMeHHATa M yrioTpeba Tpadaa fa ¢ MOHMTOPHPAT
HHUBATA HA IMKIOCNIOPHH M NIpH HGOGXOHHMOCT Ja ce penyuupa ao03ara My.

4.6 DepTHIHTET, 6PEMEHHOCT H KbPMEHE

Bpemennoct (81K TOuKa 4.3)
Hsma naHBM 0THOCHO NpHIOkeHHeTo Ha Tecnanan npy 6peMerHy naupenTxy. He ca nposexxpanu
npoyurahid ¢ TecnanaH 3a penpoAYKTHBHA TOKCHYHOCT IPH XKHBOTHM.

OnMecapran MeIOKCOMUN (aKTHBHO BellecTBO Ha TecnaaaH)

IMprnoxenneTo Ha aurnoTeH3HH Il aHTaroHHCTH HE e NpenophYBa Npe3 IILPBHA TPHMECTRP HA
bpemennocTTa (B TouKa 4.4). [IpunoxeaneTo Ha anruoTeH3HH Il AHTArOHKCTH € MPOTHBOTIOKA3AHO
ripes 2 u 3™ TpriMecTHp Ha OpemMeHHOCTTa (Biok Touka 4.3. 1 4.4).

ErmpeMuonoryyHnTe AaHHW 10 OTHOLIEHHKE HA PUCKA OT TepaTereHHocT cnex ekcnospunnia Ba ACE-

" MEXHOHTOPY N0 BPEME Ha NEPEUL TPHMECTH) Ha OpeMesHOCTTa He ca ydemurenim; cnabo nosymasane
Ha pHCka, obaue, He MOXe Aa ce H3KmoyH. JIoKaTo JHIIcsar KORTPOMMPAaHH eIMAESMHOJIOTHYHH [IAHHA Y10
OTHOLUEHHE Ha PHCKA ¢ aHTHoTeH3HH [ aHTaroHMCTH, CXOEH PHCK MOJKe /1a CHINECTBYBA 3a TO3H KIac
nexapersa. OCBeH ako MPOXBILKARAHETO HA NEUYSHHUETO ¢ aHTHOTEH3NH [T aHTaroHHCTH ce cyMTa 3a
H3K/MOYHTENHO BAKHO, NALMEHTKHTE, TlaHMpaluy OpeMeHHOCT, TpaOBa 1a NPEeMHHAT KbM ATEPHATHBHO
aHTHXMNEPTEH3MBHO fIEYerHe, KOETO HMa YCTaHOBEH NpotHil Ha 6e3011acHOCT NPH NPHIoKEHHe NpH
Gpemennoct. Korarto ce ycTanoBH GpeMEHHOCT, IEYeHNETO ¢ aHTHOTER3MH I aHTaronHeTH TpadBa fa ce
TIpEeYCTAHOBK He3a0aBHO H aKO0 € MOAXOAALIO Aa €€ 3ar0YHe AITEPHATHBHO JIeYeHHe.

H3BecTHO e, ue eKCIIo3HLIMA Ha NleueHne ¢ aurHoTedsuH I aHTaroHHCTH Do BpeMe Ha BTOPHA H TPETHA
TPUMECTHP NPHUHHABA heTOTOKCHYHOCT NpH Xopa (noHwkeHa 6h0peyHa GyHKLMA, ONHTOXHIPAMHHUOH,
3a6aBsaHe Ha ocudUKalMATA HA Yepena) ¥ HeoHaTalHa TokeudHocT (O10pesna HeOCTATYHOCT,
XHTIOTOHHS, XHriepkanuemia). (Brx Touka 5.3).

AKO eKcNno3uuHaTa KM aHrHoTeH3uH 11 aHTaroHHCT Ty 3ai104u8e 0T BTOPH TPHMECTEP, ce NIPenophyBa
YNTPa3ByKoB Npernea Ha 6p6pewn 1 uepen. Kepmavera, uvinTo Maiiku mpueMat aHrMOTEH3UH
AHTATOHHCTH, TpSOBA Ia GbOaT peNOBHO NPOCIEAABAHH 32 HACTHIIBAHE HA XHUIIOTOHHA (BIXK
4 .4).




Amnoaunun (axTHEHO BewecTeo Ha Tecnanan)

Hanuure 0T orpadnyeH 6poii GpeMeHHOCTH, MPH KOUTO Ce € MPUAATalo aMIIONHIIHH, HE TIOKa3BaT, 4e
AMTIO/IMITHHE WM JIPYTH aHTArOHACTH Ha KAIHEBHTE PELIENTOPH HMaT YBpexaall epekT BbpXy 3ApaBeTo
Ha ¢etyca. Moxe, obade, 1a HMA PHCK OT IPOTPaXHPaHe Ha PaKAAHE.

Crnenoarenno TecnianaH He ce PenopkyBa N0 BPpeMe Ha NLPEHS TPHMECTHLP Ha OpeMeHHOCTTa K e
NPOTHBONOKA3aH 10 BPEME HA BTOPH:A H TPETHA TPUMECTEP OT OpeMeHHoCTTa (BHXK Touka 4.3 1 4.4).

Kepmene

OnmMecapTaH ce eKcKpeTHpa B KbpMaTa npH 1sxose. He e acHo, o6aue, iann onMecapTad npeMyHaBa B
KbpMaTa TpH X0pa. AMJIONIMIIHE C€ €KCKPETHPA B YOBEINKoTo Mitako. KonxuecTBoTo oT MaifuHHaTa 4033,
NPEMMHANI0 B HOBOPOAEHOTO, Ce OTpeieNs Hpe3 HHTEPKBAPTHWIEH IHaNAa30H oT 3 - 7%, 10 MAKCHMYM
15%. EdexTsT Ha aMIOIHNHH BEPXY KEpMAaueTa HE € H3BECTEH.

Ilo BpeMe Ha KppMeHe yTIoTpebara Ha TeclianaH He c€ NpenopbhyBa H 33 OPEANIOYHTAHE e APYTO NeUYeHHE
¢ no-106pe nokasan npodr Ha 6e30MacHOCT 10 BpeMe Ha KbPMeHe, 0¢00eHO0 ako JETETo € HOBOPOAEHO
WIH € POZIeHO IP&KIEBPEMEHHO .

deprinurer

IIpy HAKOM NALMEHTH, JIEKYBAHH ¢ G/10KepH Ha KANUMEBHTE KaHaIH, ca Cho0IapaHy obpaTMK
6MOXMMHYHH NPOMEHH B INlaBaTa Ha CriepMaTosounuTe. KNHHMYHATE NAHHM OTHOCHO BE3MOXKHMA edeKT
Ha aMJIOJIMNKH BEPXY GEPTHAMTETA Ca HENOCTaTEIHM. B elHo npoyuRaHe ¢ WTLXOBE €A YCTAHOBEHH
HeXXeNaHM eekTH BEpXY QepTIHTeTa IPH MBXKKH HHIMBHAM (BIDK TOYKa 5.3).

47 Edexrtd BpXy CHOco0HOCTTA 32 MopHpane B padora ¢ MALIMEH

TecriafaH MoXe MHHMMAIHO HjIM YMEPEHO Ja HOBIHse crioco0HOCTTA 3a ogHpaHe 1 pafoTa ¢ MalllMHA.
BHMMHOCT, Fﬂ&BOﬁOﬂHe, ragcHe HiH yMopa MOXKC na BBE3HHKHAT IOHAKOTa IIpH ITAlHCHTH, NpHeMallH
AHTHXMIEPTCHIUBHA TEPATTHS, KOETO MOYKE 1A Hapyliu criocoBHOCTTa 3 pearupane. IIpenopbusa ce
BHHMaHHe, 0co0eHO B HAYAITOTO Ha IeYeHHETO.

48 Hexenann AekapCcTBEHN PeaKnuH
Tecrianau:

Hait-yecTo NoKIagBaHMTE HEKENAHH peakiy IfpH ynotpebata Ha Tecnazan ca nepudeper 0Tok
(11,3%), rnasoGonue (5,3%) u 3aMagHOCT (4,5%).

HexxenaHute JeKapcTBEHH peakifii NpH yrioTpebara kra TecnaZiaH oT IHHEHEH NPOYUBAHMA,
TIOCTMAPKETHHIOBH TIPOYYBAHHA 32 5€30MacHOCT M CTIOHTAaHHH J0Kany ca o6001eHN B TabnMIHTe Mo~
L0y, KAaKTO M HEsKeAaHH NIEKapcTRCHH PeaKiHH Ha OTACITHHTE KOMIIOHEHTH OIMECapTaH MENOKCOMHT H
aMIIOJIMITHE, BB3 OCHOBA Ha Mpod/iia Ha 6e30MacHoCT Ha Te3H BEIECTRA.

Cneapainyre TEPMUHHA CE H3MION3BAT C HeN Jia C€ KNacH(HIpa H3gBaTa Ha HEXe/laHH IeKapCTBEeHH
peaximuu:

Mmuoro uectn (21/10)

Yeern (21/100 no <1/10)

Heuectu (21/1 000 po <1/100)

Peaxu (=1/10 000 no <1/1 000}

Mnoro peaxu (<1/10 000)

C HEM3BECTHA YeCToTa (OT HATTMYHHTE RAHHU He MoXKe 1a Ob/ie HanpaBeHa OLeHKa)

CucTeMHO-0pranHa Hexxenanu nexapctsen | Yecrora

KITacHHKALHE I peaxkiuy Kom6unanus Onmecapran
MeDRA Onmecapran/
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Amnoaunus
Hapyinerns na JleBKOUHTONEHNA MHoro peaky
KpBBTa M NHMHaTa
cHCTEMA TpombGoupTonenys Heuectn Mroro peaxy
Hapymenua na Anepryuna Penxn Mhuoro peaxy
MMYHHaTa CUCTEMa peak1ms/AeKapcTBEHa
CBPBLXUYBCTBHTENHOCT
ARadunakruuna Heuectn
peaxiys
Hapywenue Ha XunepraukeMus Muoro penxku
MeTabonu3mMa u XunepramueMis Heuecrn Penxn
XpaHEHETO XunepTpHrTHLEPAIEMHA Yectn
XunepypHKeMHs Yectn
Tlcmximnn OGrpkanocT Pemar
HApyIIeHHd Jenpecus Heuectn
Beacnuue Heuectn
PaznpazadTenyoct Heuectn
HonrokeHo mbuA0 Hevectn
ITpomsana B Hevecm
HACTPOEHHETO
{BXHOUMTENHO
TPEBOKHOCT)
Hapymiesus na 3amasHocT YectH Yectd Yectt
HepBHATa CHCTEMa Jycresus Heuectn
Tnasobomme Yectu Yecn Yeern
{ocobeno B
HAUanoro Ha
. oo TIEYCHHETO)
Xunepround MHOro peKs
XunoecTesms Heuecrn Heuectnn
Heraprag Heuectu
Tlapectesun Heuectn Hedectit
Tlepudepna HepponaTs Msuoro pexu
3amasnocr B wanpaBeHo | Heuectn
TIONOKEHAE
Hapymenyd Ha CHHA Heuect
CeHmdBOCT Yectn
CHHKOI Pegicn Heuectn
Tpemop Heuectn
ExcrpanupaMiHg C nenspecTHa
HapylleHHs 4ecToTa
Hapymienua 1a ounre | Hapyiuehus B 3peHHeTO Hecryt
(BKmMOYHTENHO
JHITIOTIHS)
Hapywierus #a yxoto | Tumutyc Heyectn
¥ naGypuHTa BepTaro Heuectn Heuectn
Crpacunn AHrHHA DEKTOPHC Hewectu Heuectnt
HapyILueHns (BKIFOUHTENHO
RIIOWIABAHE HA
aHTVMHA
ApwrMyH (BITIOUHTENHO
Gpaankapaus, KaMepna
TAXMKapausa U
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NPEACHPAHO MBXKIEHE)

Muokapnen ungapkr Muoro pengy
Tannuranms Hedecn Yectn
Taxuxapnns Heuectn
Conosh Hapywenns | XunoToHus Heuectn Penin Heuectn
OprocTarivna Heuectn
XHIIOTOHHA
3auepBaBane Peaxu Yectn
Backynut MHoro pemxat
Pecriparophy, BpOoHXHT YecTn
TPBAHA B Kauumnna Heuectn Yecr Heuwectn
MEZHACTHHAIRH Jncnbea Heuecty YectH
HapymenHs DapuHraT Yecty
PubaT Yecetn Heyectn
Cromaliso-uperan Kopemna Gonka Yectn Yectn
HapyIUeHHA Ilpomenena upepna Yeetn
GYHKISA (BKTIOYHTENHO
JHAPHA HIH 3a71eK)
3anex Heuectn
Juapns Heuectn Yecrn
CyxoTa B ycraTa Heuwectn Heuectn
Jucnencns Heuectn Yecrn Yecrs
Tactput Muoro peiku
T"acrpoerrepur Yectn
I'uaruBanHa Mpuoro peaxn
XUTIepnIasig
lanene Heuecrn Yecn Yectn
Tlanxpearur : MHuoro peaxH
Bornka B ropnara wacr Ha | Heuecrn
KOpeMa
Ioepsmane Heuecru Heuecrn Heuectn
Ulnpy-nogobua Muoro
eHTeponaTHs (RIDKTE peaxH
Touka 4.4)
Xenaro-OpnBapiy Tlosyineny HuBa Ha Yecrn Muoro peakn
HapyIIeHHA 4epHOAPOOHHTE CH3NMH (uecTo
TIOCHEABAHH
OT XOJECTA3a)
Xenarut Mmuoro peaxn
ACrrreHuUa Muoro peaxn
ABTOHMYHEH XenartuT* C
HEH3BECTHA
4ecToTAa
Hapywenus na Anoneuns Heuectui
KOXATa u ARIHOHEBpPOTHYEH £11eM Pemaa Muoro peagH
FIONKOXKHATA ThKAH Anepriven JepMaTuT Heuectn
Eputema mysitudopme Mpyoro pellki
Exzanrem Heuecru Heuectt
ExcdonuaribeH Mroro penxu
ZAEPMATHT
Xunepxuaposa Hevectn
DOTOYYBCTBHTERHOCT
Tpypuryc Heuectn Housoti; ''C 1
Dypiypa Mo,

n

ot




Orox va Kepuke

MHoro peikH

Obpur

1 Heuecetn

Hevectn

Heuectn

IpoMsana B 11BETA HA
KOJKata

Hevecry

Cunapom Ha CTHBBHC-
JxoHchH

MHoro penku

Tokcimna enufepMantia
HEKpONH3a

C HensBecTHa
YecToTa

VprHkapus

Penxu

HeuecrH

Heuectnn

Hapymerns na
MYCKYJIHO-CKEJIETHATA

CHCTEMA M

CHENMHHATENHATA

TBKaH

Tlogyrane Ba riescHa

Yectn

Aprpanrus

Heuectn

Aprput

Yect

Bonxa B repba

Heuectn

Yectn

Heuectn

Myckynet criassM

Heuecru

Penxy

YecTH

Muanrsas

Heuectn

Hevecrn

Bonka B xpatiHuLyme

Heuectn

Koctia 6onka

Yectn

Hapymiessa Ha

6u0peuTe U

THKOUYHUTE IRTHILA

Octpa 6u6pedta
HEJIOCTATEHHOCT

Penxn

XemaTypns

Yecti

TloBmitena wecToTa Ha
MHUpaHe

Heuyecty

Hapymenns B
YPUHUPAHETO

Heuecty

Huxrypua

Heuecrn

Tonaxuypun

Heyectn

BrOpeuna
HeHOCTaTEYHOCT -

Penrn

Hrdexipin na
NHKOYHMTE ITHTHIIA

Yecern

Hapymenus va

BH3NPOH3BOIHTENHATA
CHCTEMA H THPIHTE

Epextunna machynkuma/
HMIOTEHTHOCT

Heuectn

Heuecmn

I'imexomacTia

Heuectn

O6um HapyIeHHs 1
edexTy Ha MACTOTO Ha

NPHICKEHHE

ACTEHHR

Hevectn

Heuectn

Yecrn

Bonka B repauTe

Heuect

Orok Ha TAIeTo

Penxu

HeuecTu

Y™opa

Heemn

Yectu

YectH

INpunonomotHE
CHMITOMH

Yectn

Jeraprus

Penxu

O61ma cnaboct

Heuectu

Heuecn -

Orok

Yeeti

Mnuoro dyectrt

Bonxa

YectH

Heuectt

Teputepen oTok

Yectn

Yectu

OToK ¢ TecToBaTa
KOHCHCTTHUMA

Yeemn

Hacnenpapns

TMopmuenn crolinocTH
Ha KpeaTUHYH B KpbBTa

Heuectn

Penxu

HoeMienu croitHocT
Ba KpeaTHHRH
thocdOoKHHA3A B KPBBETA

YecT

Tlommxernn HyRa Ha
Ka/lui B KPBRTA

Heuecn

TToRuIIEHH HKBa Ha ypes

Yectn
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B KPbETA
TIoRMINEHH HMBa Ha Hevecrn
MUMKOMHA KHCENHHA
Tlopuuiens Hupa Ha Tama | Heuectn

rnyTaMi TpaHcgepasa

Tomkasabe Ha Hevectn
TENEeCHOTO TETIIO

YloeMinaBaHe Ha Heuectn
TENeCHOTO Terno

*[Tpes nocTMapKeTHHTOBMA EPHOA C& CHOOIIARA 3a GTyal Ha aBTOMMYHEH XeflaTHT ¢ IaTCHTEH NEepHOJ
OT HAKOAKO MECena 0 TOAMHMN, KOUTO ca 06paTHMK Cell CIHpane Ha NpHeMa Ha OJIMECapTaH.

Cro0aBaT ce eIMHUYHH CTy4aH Ha paBRoMHONIN3a BBB BPEMEBA BPB3Ka C IIPHEMA Ha PENCIITOPHA
6noxepu Ha anrnorersuH Il ChobillaBaHy ca eHAMYHY CAYYaH Ha eKCTpalpaMHAaIeH CHEIPOM IIPH
TIALVICHTH, JIEKYBAHH ¢ AMAOHITHH.

CrobitiaBaHe Ha [IO03MPARM HEKeNaH peakiMH

Cro011aRaHeTo Ha NOKO3UPAHY HEKEIAHH Peakiiiy c/lefi paspeliaBate 3a ynorpeba Ha JeKapeTBeHus
MPOAYKT & BXHO, TOBA NOZBONABA 2 IPOKLIDKH HAOMONEHHETO Ha CROTHOLIIEHHETO T10/138/PHEK 32
nekapcrBeHms mpoaykr. OT MEAHUHHECKHTE CHENMADICTH Ce BU31CKBA Aa Cro0IaBaT BCAKA IOA03MpaHa
HepKeJIAHA PeaKLis Ype3 HAMOHAITHA cHeTeMa 3a CrofuaBane:

HanbHMTEHA areHIuA N0 IeKapCcTBaTa

ya. Jaman Tpyes™ Ne 8

1303 Cobusx

Ten.: +359 28903417

yebcaitt; www.bdabg

4.9 -¥lpenozmpane B

CumrrroMu:

Hama onur ¢ npeno3upane Ha Tecnanan. Haii-eepoaTHiTe edeKTd Ha NpeRo3HpaHe ¢ OIMEcapTaH
MEZIOKCOMIT Ca XHMIOTOHMS 1 TAXHKAPAHA; OpafHKapaHa MOKe A2 HACTHIIH B CTydai ue uMa
napacHMIaTHKycoBa (Barycopa) cTumynatms. Moxe na ce odakea, 4e npefo3upase ¢ aMIOAHIRIH 1
JOBENE N0 3HANMMA NepudepHa BasoAHNaTanid ¢ H3pa3eHa XANIOTOHHA Y BEPOATHO pedrieKTopHa
raxukapius. HMa crobmenis 3a ¥3paseHa M NOTEHUMANHO JBITOTpaiila CHCTEMH2 XHIIOTOHHS
JNOCTHTaIla K BKFOYBAINA WIOK © (haTaneH M3Xon.

HekapaHoreneH benoapoben oTox ce crobinaBa paaxo KaTo Nocne Mla oT NPeAosHpane ¢ aMITOLHIIRH,
KOHTO MOXeE Jia ce nposeH chC 3afaseHo Hadano Ha eexra (24-48 yaca cnen NOTTEIIAHE) M 12 H3HCKBA
HM3KYCTBEHA BEHTHIALMA, PaHHKTE peaiMalMOHHH MepPKH (BIIIIOUMTENHO BaTOBApBaHEe ¢ TEMHOCTH) 33
TIOANbpAHE HA Nepdy3HATa B Chpaeunna 1eGHT MoraT ia OBNaT yekopapam dakropu.

Jlewene:

B ciyuait ue TaGieTKUTE Ca IIPHETH CKOPO, MOXKE Ja C& HANpaBH cToManna npomyexka. [1pys 3npapu nuua
MPHICKENHETO Ha AKTHBEH BBINeH He3abaBRo My 1o iRa Yaca cies NpyeMa Ha aMIOQMITHH € roKasarlo,
e 3HAUMMO NOHIDKaBa abcopOLIMATA Ha aMAGAUITH.

KnuHAuHO 3HAYKMATA XHIIOTOHHA, NPOH3NHRAILA OT NpeAo3npane ¢ TecnanaH, M3HCKBA AKTUBHO
NOGAbDYKAaHE HA CHPASUHO-CBHI0BATA CHCTEMA, BKIIOUMTETHO CTPUKTHO NIPOCeAABaHe Ha chpeyHaTa i
Genonpobsara GyHKiHR, HOBAHraHE HA KPaliHHULTE 1 BHUMaHHE 1O OTHOILEHHE Ha LMPKYRHpaLH
00eM 1 Iuypezata. 3a Bb3CTAHOBABAHE Ha CHIOBHA TORYC H aprepHanioTo najiarane 61 Morsa
MMOMOTHE BA3OKOHCTPHKTOP TIPY NONOKERHE, e HAMA TIPOTHBONOKA3AHMA 32 NPHIIMKEHH
WHTpaBeHOZHNAT KaNUKEeR IIIOKOHAT MOzke 1a ObAe oT Nonsa Npy NpeofioNgsane Ha ede
Bnoxanara Ha KaNMEBHTE KaHAMA.
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Toil KaTo aMAOAMNYY CE CELP3EA BBB BHCOKA CTENEH C TUIA3MEHKTe NPOTEHHH, ANany3ara Hama Aa 6bae
oT nonsa. CnocofHOCTTa Ha ONIMECapTaH [ia ce AHA/IM3MPa HE € U3BeCTHA.

5,  ®APMAKOJAOTYYHH CBOHCTBA
5.1 dapmaxoaHuaMHUHHN CBOHCTBA

MdapMakoTepaneBTH4Ha rpyna; anrHoTensy 1 anTaronueTh H Gnokepu Ha kamiuesHTe kagany, ATC
koa C09DBO2.

MexaruseM Ra BeifcTBEHe

Tecnianan e komOunais OT aHrHoTeH34H 11 PeLENTTOPER aBTATOHHCT, OTIMECAPTAN MEJIOKCOMMJI, 1
6r0Kep Ha KTIMERKTe KaHaNM, aM/IoaUniHOB Ge3unar. KoMOuHaupaTa Ha Te3H aKTHBHY BEIIECTBa HMa
aJMTHBEH aHTHXHMIIEpTEH3HBEH e(eKT, NOMIKABAIKY apPTepHATTHOTO HaJIAraHe B NO-TOJLSIMA CTereH B
CpPABHEHME C BCEKH KOMTNOHEHT NOOTAEHHO.

Knunngxa edexTMBHOCT H §e3011aCHOCT
Tecnianan

B 8-cenMHUYHO, IBOHHO-CIAN0, PaHAOMU3ZHPAHO, INae00-KOHTPOIHpano ¢ GaKTopHaneH aM3aiin
npoyusane npx 1940 naumenty (71% NMauHeHTH or kapkaskara paca i 29% IMalMEHTH He OT KaBKa3KaTa
paca), neveHHeTo ¢ BCika KoMOHHMpaHa fosa Tecnanan sonH A0 3HAYHMO NIO-TONAMO NOHIKABAHE Ha
JMACTONHOTO H CHCTONHOTO aPTEPHATIHO HANATaHE B CPABHEHNE CHC CHOTBETHHTE KOMITOHEHTH NPH
MOHOTepan#a. CpenHoTo H3MEHEHME Ha CHCTONIHOTO/IMACTONMHOTO APTEPHATIHO HAATaHe & A030-
3aBuCEMO: -24/-14 mmHg (xomGunata 20 mg/5 mg), -25/-16 mmHg (xomGunaima 40 mg/5 mg) u
-3(/-19 mmHg (xombuHaipiaTa 40 mg/10 mg).

Tecnianan 40 mg/5 mg noRnKaBa CHCTONHOTO/IMACTOMHOTO APTEPHAITHO HAJIATaHe, H3MEPEHO B CEAHANO
NONokeHHe, ¢ JoMLAHUTeN M 2,5/1,7 mmHg cupamo Tecnanan 20 mg/S mg. Tlo cxonen waumn
Tecnanan 40 mg/10 mg noHrwKapa CHCTONHOTO/THACTOHOTO APTEPUATHO HafMraHe, HIMEPEHO B
CEIHAN0 MOAOKEHUE, C ACHBIRNTENNH 4,7/3,5 mmHg cpamo Tecnianan 40 mg/S mg.

TIPOLEHTHT HA NALMEHTHTE, IOCTUTALIH IPHLEHOTO aprephanHo Ranarane {<140/90 mmHg 3a
naupenTy 6e3 maber n <130/80 mmHg 3a namienTyte ¢ muaber) € 42,5%, 51,0% 1 49,1% 3a cvoTRETHO
Tecnapan 20 mg/5 mg, 40 mg/ 5 mg 1 40 mg/10 mg.

Tlo-ronsmara 4acT OT anTHXANEPTeH3HBHIA ediekT Ha Tecnazan KaTo IO CE JOCTHIA B ITbPBHTE 2
CEAMHLM OT JICUCHUETO.

Bropo neolino-ciano, pasnoMusupaso, nnaneo-koHTpoARpaHo MpoyuBaHe ONeHIRa ¢(hEeKTHBHOCTTA Ha
npHGaBgHETe Ha aMTIONMITHH KEM AEUEHMETO Ha IIAHEHTH OT KaBKa3KaTa paca, MMeTO apTepHaHo
HalsAraHe e ¢ HeOCTATRYEH KOHTPON ¢ieA 8-cepmiuna MoHoTepanua ¢ 20 mg onMecapTad MEAOKCOMMNL.
TIpy nanmenTH, KOMTO MPOALIDKABAT Ja npHeMar camo 20 mg onMecapTad MEAOKCOMM,
CHCTOMHOTO/AHACTONHOTO apTepHaNHO Hanarane ce nowkasa ¢ -10,6/ -7,8 mmHg cnex nmocnexsanm 3
cenqmuuy. [TpubaBauero Ha 5 mg aMnOUTEH 32 8 CEAMMEM BOZM JIO NOMMWDKABaHE Ha
CHCTONHOTO/AMACTONHOTO apTepHanto Hanarane c -16,2/-10,6 mmHg (p = 0,00006).

IpoueHTsT Ha NABHEHTHTE, KOMTO JOCTHTAT IIPRLICTIHOTO apTepuanto Hansrane (<140/90 mmHg npy
nanvenTn Ge3 anaber u <130/80 mmHg ripu nanpentn ¢ quaber) e 44,5% 3a komOuratpaTa 20 mg/S
mg B cpapHeHue ¢ 28,5% 3a 20 mg onMecapral MEIOKCOMHIL

Tocneasamo npoyusane OueHssa IpHOaBsHETO HA PA3IHMYHH JO3H ONMECAPTaH MEIOKCOMII NPK

CeMMHYHA MOHOTEpanud ¢ 5 mg aMIoIMiH.
Ipy nauysenT, KOMTO DPOALIDKARAT AA [TPHEMAT CAMO 5 Mg AMIOAHIIMA CHCTOTHOTO/ A
apTepHanHo HangraHe ce NoHwkaga ¢ -9,9/ -5,7 mmHg npes enensaiyre 8 ceqmuny. Tp
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20 mg onMecapTaH MEAOKCOMMII BOAM N0 FOHMKABAHE Ha CHCTONHOTO/IHACTONHOTO ApTEpHATHO
Hansrane ¢ -15,3/-9,3 mmHg u npubasaneTo na 40 mg oAMecapTal MEROKCOMMIE BOAM N0 NOHIDKABAHE
Ha CUCTONHOTO/NACTONIHOTO ApTepHAnHo Hangraxe ¢ ~16,7/-9,5 mmHg (p <0,0001).

[TpoUEHTHT HA TAMERTHTE, JOCTHTALY NPULIETHOTO aprepuanto nanaraxe (<140/90 mmHg 3a
naunenTty 6e3 nuaber 1 <130/80 mmHg 3a naunennirre ¢ puabet) € 29,9% 3a rpynara, KoATO
TIpoNBLIDKaBa Na Npuema caMo 5 mg amnomunny, 53,5% 3a Tecnanan 20 mg/S mg v 50,5% 3a Tecnanan
40 mg/5 mg.

PaspoMU3ipany AaHEH NPH IALMERTH C HEKOHTPOJIBPaHa ApTepHANNA XUIIEPTOHMA, CPaBHABAIH
DpWIOKEHHETO HA CPeaHa i03a KoMOMHIpaHa Tepaitis ¢ Tecnagan crpaMo NOBMILABAHETO [O Haki-
BUCOKATA /1032 MOHOTEpAIKA ¢ AMIOZHITHH M 0MECapTaH, He ¢a Baji4HA,

TpuTe npoBeeHU NPOYUBAHUA MOTEBPAKHABAT, Y€ IOHIKABANIMAT APTEPHATIHOTO HANArane edexT Ha
Tecnanal eqHOKPATHO AHEBHO Ce NORABIYKA Npe3 24-4acoBKs NO30B MHTEpBAnN ¢ trough-to-peak
cxoTrOIEHNS OT 71% 10 82% 32 CHCTONMHMA ¥ IMACTONHMA GTrOBOP M ¢ 24-4acoBa eeKTHBHOCT,
HOTBBPACHA TIOCPEACTBOM aMOyIaTOpHO MOHHTOPHPAHE HA APTEPHANTHOTO HANATaHE.

ApmponeprensueHuaT edext Ha Tecnanas e cxoQeH He3aBHCHMO OT BhL3PAcTTa U [I0NIA U € CXONEH NipH
TIANMEHTH ¢ WK 6e3 fuaber.

B npe oTBOpEHH, HEPAHAOMUIMPAHH, YIB/DKEHH NPOYYBAHHA TpalHaTa eHHKACHOCT IPY NPWIOKEHHE HA
Tecnapgan 40 mg/5 mg ce NEMOHCTPHpPA Ha THPBATA roidHa 3a 49-67% OT NauHeHTHTe.

OnMecapTaH MeaOKCcOMUn (aKTHRHO BeilecTBo Ha Techianan)

BenlecTBoTo ONMECAPTaH MEAOKCOMHT B CheTaba Ha TecrafaH € celexThseH aHTHoTerays I Tun 1
(AT1) peuerrropen antaronsct. ONMecapTaH MeNOKCOMMA GBP30 ce KOHBEPTHPA A0 GapMaKoJOrHIHO
akTHBed MeTabonuT onMecapTal. AHrHoTeHsHH Il e riaBHIA Ba30aKTUBEH XOPMOH OT PeHuH-
AHTHOTEH3UH-3IA0CTEPOHOBATA CHCTEMA H MI'Pae 3HAUNTENHA POns B NaTohH3UONOIHATa HA e
xunepronmsira. EekTrTe Ha aHFROTeH3MH [l BIIOUBAT Ba3OKOHCTPHKUHA, CTHMY/IAIMA HA CUHTE3A U
0CBOGOKIARAHETO Ha AIKOCTEPOH, CTUMYAHpPAaNe Ha CHPUeTO ¥ Ha GpOpevnaTa peabcopOumsa Ha HaTpHid.
Onmecapran 6aokidpa BA3CKOHCTPHKTOPHUA U alZIOCTEPOH-CEKPETHPAIMA eekT Ha AHTrHOTeR3HH 11
AocpeacTBoM GIOKMpaHe Ha CBHPIBAHETO My KbM petierrropa Ha AT] B TEkaBUTe, BIIIOUHTENHO
CHIOBATA TIIAZKa MYCKYIaTypa i HanbsOpeynnre suiesn, JleHCTBHETO Ha ONMecapTaH € HE3ABUCHMO OT
M3TOYRAKA W1 HAYMHA HA CUHTE3 Ha aHTHoTens3uH 1. CenexTHBHHMAT aHTarOHH3bM Ha PELIENTOPHTE Ha
agruoTedsvH 11 (AT1) or onMecapTaH BOMH AO IOBMLIABAHE HA NTIATMEHHTE HHBA Ha PEHUHA 1
KOHIEHTpalMKTe Ha ahrHoTenskH 1 i I 1 M3BECTHO NOHKIKaBaHe Ha [IMAa3MEHUTE KOHUSHTPALHMH Ha
aAnOCTEPOHA,

T1pu XuneproHHs oMECAPTaH MEROKCOMMI BOM A0 A030-3aBUCHMO MPOALIDKHTENHO NOHIDKABAHE HA
aprepuaiHOTO Hansrane. HaMa JaHHY 3a XHITOTOHHSA Ha ITHPBATa 4032 WM TaXA(UIAKCKs NPH
ARINOCPOUHO TIPUICKEHHE HAH 33 prbayHI XMNePToHAA ciiell GBbP30 IPEYCTAHOBABAHE Ha CYEHHETO.

Cnen eNHOKPATHO AHEBHO NPHACKERHE ITPH NALMEHTH ¢ XMIIEPTOHHS, ONMECAPTaH MENOKCOMIUT BOAM JO
eeKTHBHO 1 IIaBHO JIOHHXABAHE HA APTEPHATTHOTO Hanaraue npes 24-4acosug 10308 HHTEPRAIL
EnHoxparsoTo AHERHO 103Mpale BOAY IO CXOHO0 NOHKABAHE Ha apTEPHATHOTO HAJLITaHe KaKTO U
ABYKPATHOTO AHEBHO 03Hpane NPY exHa Y chilia 00lna NHERHA 103a.

[Tpy NpoaBDKUTENHO JIeUCHHE, MAKCHMATHOTO NOHIKABaHe HA apTepyanHo Hangraie ce JocTHra 3a
8 ceIMMIH 16 3aN04BaHE Ha JIEUEHHETO, BBIPEKH He 3HAUHTENHA YaCT OT NIOHIDKaBaAIHA
apTEpHANHOTO Handraxe eekT Bevue ce HaONONaBa clell 2-CenMUUHO JIEHEHHE.

EdekrsT Ha ONMecapTal MeAIOKCOMK BBPXY CMLPTHOCTTA H 3a00/1€Ba¢MOCTTa & BCe OLE HE

TTpoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (RO
PanjioMu3ppane Ha ONIMECApTaH W NPEeBeHIMA Ha AxabeTHa MUKpOAASYMBHYPHA) NPH
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nxaber TMN 2, HOpMO-anGyMBHYPHS M TIOHE @RMH NOITBIHKTENEH CHPACHOCHI0B PUCKOB daKTop,
H3CAEABA AATH ICUEHHETO ¢ O/IMECapTaH moxke Na 3a0aB1 HauanoTo Ha MukpoanSymuaypus. [lo speme
Ha CpeAMNS TPOCAEAABALN NEPHOR OT 3,2 FOAHHH, MALHEHTHTE NONYYaBaT OIMECApTaH WiN nnanebo B
JOINLAHEHHE KbM JPYH AHTHXUMEPTEH3WBHH JIEKapeTRa, ¢ u3iunoueHue va ACE uHxuburopn ni
aHTHOTEH3UN peulenTopHy Hioxepn (ARB).

3a mbpPBUYHATA KpaifHa Len TIPOYBaHeTO NOKa3ka 3HaYHTEMTHO HAMAsISBaHe Ha BPEMETO 32 HauaJlo Ha
MHKpOOyMMHYpUS B 107132 Ha onMecapTal. Criei KOpeKuns Ha pasiiKUTe B apTEpHANHOTO HANATaHe
TOB4 HAMAIABAHE HA PHCKA BEUE HE € CTATHCTHYECKH 3HauBMO, 8,2% (178 ot 2160) oT naupeHTHTe OT
Tpynara Ha ofaMecapTaH d 9,8% (210 or 2139) 8 mauebo rpynata ca pazswiz MEKpOanOyMuHypus.

3a BTOpHUHHTE KPaiHH LENH, ChPASYHOCHI0BY HHUMAEHTH BE3HUKBAT Npy 96 naiwenTa (4,3% npH
onMecapraH ¥ npy 94 nanmeHTa (4,2%) npu mwiauebo. YecTorara Ba CHPAEYHOCE0BA CMBPTHOCT € N10-
BUCOKA NPH JISYEHHETO ¢ ONMecapTaH B cpasHeHue ¢ nnauebo (15 nawenra (0,7%) cnpamo 3 naunenta
{0,1%)), BpNpexH cxommIrre HHBa Ha HedaTanes nuacynr (14 panwenra (0,6%) cnpaMo 8§ nawpenTa
(0,4%)), nedaranen MuokapaeH undapxr (17 naunenta (0,8%) cnpamo 26 naipenTa (1,2%)) u
CMBPTHOCT, pasiIMiHa OT ChpAeUHOCKAOBRA, (11 naimerra (0,5%) cipamo 12 naunenra (0,5%)). O6mara
CMBPTHOCT TIpH ONIMECApTaH ¢ uHclieHo yeenmaena (26 naipenta (1,2%) cnipamo 15 nawmenta (0,7%)),
KOTO & CJISACTBHE OCHOBHO OT N0-BHCOKMA Bpoit daranny chpReuHOChI0BH HHIMAEHTY.

Ipoyyranero Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, OnmMecapTaH HaMaNABa 4eCTOTATA Ha TEPMHHANHaTa creneH Ha GrGpeuna 6osect npu
InabeTHa HeponaThi) Hacnenpa eQeKTHTE Ha OIMECapTaH BLpXy OROpeyHHTe M CEPIEIHOCKIORH
KpaliHu pe3y/TaTy IpH 577 paHaoMusHpank nalpeHTH oT Snonus # Kurait ¢ nuaber Trit 2 ¢ m3sBena
retponatia. Ilo Bpeme Ha cpellug NIEpHOJ Ha TipocneassaHe oT 3,1 ToIMHH, NAIMEHTHTE TIOTYYaBsaT
WY OonMecapTaH, Wid ianedo B HOITRIHEHHE KbM APYFH AaHTHXMIEPTEH3UBHH JIEKapCTBa, BRTIOUMTEIHO
H ACE urxanbutop.

TTspsuuHara xoMOMHHpaHa KpaiiFa e {speme 1o MbPBRY ¢Tydai Ha yIBOABaHe Ha CepyMHHA
KpeaTHHHH, TEpMHUHANHa cTeneH Ha Gp0peuna Gonect, obia cMBPTHOCT) ce Habmonasa npu 116
HaLJMeNTH B rpynara Ha onMecapTtaH (41,4%) 1 mpu 129 nauyeHTH B rpynata Ha miauebo (45,4%) (HR
0,97 (95% CI 0,75 mo 1.24); p=0,791). KomOunupaHaTa BTOpMYHA CLPAEYHOCHAORA KpaifHa Lien ce
HaGmonaea npd 40 nalpenTa, TeKyBaHy ¢ oliMecapTaHh, {14,2%) n npu 53 nalpenTa, TeKyBaty ¢
mnanebo, {(18.7%). Tazu xomOuHMpaHa cEpAeUHOCHIOBA KpakiHa Lien BKIOYBA ChPASTHOCKAOBA CMEPT
apu 10 (3,5%) nanpenTa, npiemany onMecaptad, cnpsiMo 3 (1,1%), mpruemanu nianeGo, o6ma
cMspTHOCT 19 (6,7%) cripamo 20 (7,0%), nedaranen nxcynt 8 (2,8%) cnpamo 11 (3,9%) v vedatanen
muokapzeH uadapkr 3 (1,1%) enpsso 7 (2,5%), cOTRETHO.

AMIOAMITHH (aKTHBHO BEIRECTBO B TecnanaH)

BemectroTo aMnonunyH B cheraba Ha Tecniafan e Gokep Ha KaNuMeRMTE KAHATH, KOHTO HxHOHpa
TpascMeMOpaHHOTO HaBNH3aHE Ha KANIMeBy FIOHN Ipe3 BONTaxk-3aBUCHMMATE LTI KaHam B ¢HpLeTo B
TNAJKHTE MYCKYTH. EXCTIEpHMEHTAIHHTE HaHHY [IOCOYBAT, Me aMIIOIMIINH CE CRBP3RA U ¢
AVXWIPONUPUIMHOBHTE H ¢ HEOHXWAPONMPUIMHOBHTE CBBP3BALLM MECTa. AMIOAHITHH € CPABHHTENHO
Ba30CENEKTHBEEH, C IIO-TONIM e(eKT BEPXY CHAOBUTE INIAAKOMYCKY/IHH KIIETKH B CPaBHEHHE ChC
CHPACUHHTE MYCKYJIHH KAeTKH. AHTHXHOSPTEH3HBHUAT edeXT Ha aMNOJMIAH IPON3NH3A OT AUPEKTHHA
penakcupai edekT BLpXY apTEpHANIHATA IMIaIKa MYCKYIaTypa, KOeTO BOH A0 NOHIDKABAHE HA
niepupepHaTa PE3NCTEHTHOCT Y IO TO3M HAMMH HA APTEPUATTHOTO HaNSraHe.

Tlpu naimenTH ¢ XMNEPTOHHA, AMIOTMITHH HPHYHHABA 103038BHCHMO NPOABIKITENRHO NOHWKABANE HA
apTepuyanneTo Hansrade. HaMa JaHHn 3a XUNMOTORKS NPy NPHACKEHME Ha [THPBATA /{03, Ha

TaxuuiakcHa IpH DPOTWDKUTENHO JeYCHNE WK 3a PHOayH I XUNepToHns clief pssko
NpeyCcTaHOBABAHE Ha IEHEHRETO.

Cnen OpPHICKEHHETO Ha TEPANCBTHYHKA N03H HAa NAatUEHTH ¢ XUNePTOHWA, aMIIOIWUIHH B
e(bel(THBHO NOHMKABEHT Ha apTepraiioTe Hanarale B JExaio, cesiio H n3fpaseHo
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XpOHPl‘-!HOTD TIPHNOKEHUE Ha AMAOJMITHH HE C€ CBbP3Bad CBhC 3HAYHMH NIPOMEHU B Chpheunara 4ecToTa
WM [INa3MEHMTE HHRA Ha kKaTexonaMuuuTe. TIph NaLMeHTH ¢ XHIIEPTOHHR H HopMaiHa Gubpeuna
GyHKLMA, TEpaNeBTHYHM 103K aMIIOMIHH NOHWKaBaT Op0peunarTa CHAORA PE3UCTEHTHOCT H NOBHLIARAT
CKOPOCTTA Ha IMoMepyAnaTa GpunTpauus 1 edekTuBHMA GrOpeteH asmMoTok 6e3 fa MpOMEHAT
dniTpanonHata dbpakliig MIH NPOTEHHYPUATA.

B xeMOAMHaMUYHH OPOY4BaRuA PR MAUHEHTH C:C CHPASYHA HEAOCTATEYHOCT U B KITHHHYHH
NpoyuBakMa, 6a3NPaHK HA TECTOBE C HATOBAPBAHE 1P NMAUMEHTH CBC CHPAEMNa HENOCTATHUHOCT Khac I1-
IV o NYHA, e ycranogeHo, 4e aMIOAMITHH HE NTPHYHHABA HUKAKBO KIHHHYHO BJIOIIABAHE, OLEHEHO
110CPENCTBOM H3APHKIMBOCTTA HA GH3NUECKO HATOBAPBAHE, IEBOKAMEPHATA (PAKLIMA HA HITIACKBAHE H
xmuaHuspTe Genesy 1t CHMITTOMH.

Tnaue6o korrpomnpano npoyysane (PRAISE), ¢ nuzaiin 3a oneHKa HA NAlMEHTH Che Chpaeyha
BeaocTaTsunocT ¢ IH-IV knac no NYHA , koHTo npaeMaT IHrokcis, auyperiun H ACE mxuburopy,
NoKa3pa, e AMIIOMIIMH HE BO/M IO HOBHIIARAHE Ha PHCKa OT CMBPTHOCT WM KoMOHHMpPaHa CMEPTHOCT
1 GONeCTHOCT NNPH NALMEHTH CEC CBHPAEYHA HEeJOCTATEYHOCT.

TTpn npocnenasanio ILIrOCpOuHo, Mauebo-KoHTponHpano npoyasate (PRAISE-2) ¢ amnommun npH
NauHenTH ¢b¢ crpieyna venocratsyaoct I u IV knac mo NYHA 6e3 knuHuyHN CHMITOMH HIH
0BGeKTHBHH AaHHH 33 NOANEXKAINA McxeMuyHa 6onecr, IpH noctoaHuM Ao ot ACE npxuburopn,
NUIHTATHAC B JHYPETHIH, AMITCIMIMH He 0Ka3Ba BIIMsSHHE BhpXY 0blIaTa MM crpievHaTa CMBLPTHOCT. B
CHIUATA NMONYTALMS, AMIOJMITMH CE acOLMHpa C MOBHLIEHA HeCTOTa HA crobimentiaTa 3a Genoapoben
OTOK, BRIPEKH JIMNICATA Ha 3HAYHMa PANINKA B YECTOTATA HA BACIIABAIMATA €& CHPACYHA HEeIOCTaTHYHOCT
B CpabHeHue c nnauedo.

Ipoyusane 3a Nevesye 3a MPEREHIMA Ha chpAedny HHLEAeHTH (ALLHAT)

PanioMH3UpaHo, JBOHHO-CARTIO NPOYYBAHE 32 3a60IeBaEMOCT - CMBPTHOCT, Hapedero Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoyusane 3a
AHTVMXWIEPTEH3MBHO H OMITUACTIOHKABALINO EHSHHE 32 NPEBEHIINT Ha CHPACYHH HHIMACHTH) &
TIpe/ICTABEHO, 32 N CPABHM TIO-HOBH NEKAPCTBEHM Tepaiy: aMnogunys 2,5-10 mg/nen (Gnokep na
KallWesHTe Kanany) win nusunonpun 10-40 me/nen (ACE-nnxubutop) Karo TepalHH Ha mspBH H3bop
CIIPSMO THA3WIEH JMYPETHK, XIIOpTankaoH 12,5-25 mg/nen npu iexa [0 yMepeHa XUIepToHHA.

Obmo 33 357 nanMedTH ¢ XUNEPTORMA HA BEIPACT 55 TOAUHHN HIH [0-BL3PacTHH ¢4 PAHAOMH3NPAHH K
npocaeaekn cpeano 3a 4,9 ronuns. [lanmeHTHTE HMAT OHE €IHH JONBLTHATENEH PHCKOB (aKTop 33
KOpOHapHa 60/ecT Ha CHPUETO, BRMOYHTENHO: NPEIXONEH MUOKApIIeH HHapKT Wik HHCYnT (> 6 mecena
TIPEeH BXMIOUBAHETO) K OITHCAHO APYTO 8TEPOCKAEPOTHYIHO CHPAEYHOCHIOBO 3aGonsmane (ofmo 51,5
%), muater tvn 2 (36,1%), HDL-C<35 mg/dl (11,6%), TeBoxamepHa xuneprpous, JHATHOCTHIMpaHa
qpes eleKTpoKapAMorpamMa uim exoxapamorpadus (20,9%), Hacrosiio ionoronmyiere (21,9%).
ITepeuyHaTa Kpaifta 1ien e koMOMHupaHa ot $haTamsa kopoHapHa GolecT Ha CBHPIETO WiH Be-(aTanex
MHOKapaeH ¥HdapkT. Hima 3Ha4iMe pasiPK) B HaYaNHATa KpaiHa LN MeXLy TepanusaTa ¢ aMJIOIMITHH
H Tasu ¢ xnopranuiod: RR 0,98 95% CI(0,90-1,07) p=0,65. Or BTOpHUHHTE 1M YECTOTATA Ha
CBPACUHA HEAOCTATHUHOCT (4acT OT KOMOHHHpaHATA CHPNEYHOCHIO0RA KpaiHa uelT) ¢ 3HAYHTENHO No-
BHCOKA B FpyTIaTa Ha aMIIOIHTIHH B CpaBHeHHe ¢ Task Ha xnopranhnon (10,2% cnpamo?,7%, RR 1,38,
95% CI[1,25-1,52] p<0,001). BonpekH ToBa HSMa 3HaHMMa PasimiKa B 06MIaTa CMBEPTHOCT MEKITY
TeparnnaTa ¢ aMJIOAMIIMH | Tazu ¢ xnopTamiod (RR 0,96 95% CI [6,89-1,02] p=0,20).

Hpyra undopmainis

Jlpe romeMu paHaoMB3HpaHl KOHTposmpayH npoyysanunt — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymo rio0amHo M3nuTBaHe 3a KpaHHH TOYKY
Ha TeJIMHCAPTaH, CAMOCTOATENHO U B KoMOWHaiMA ¢ pamunipui) H VA NEPHRON-D (Kaunmyno
NpoyuBaHe, CEBP3aHO ¢ PasBUTHE Ha HedponaTus Npy AMaleT, NPOBEASHO 0T MHHHCTEPCTBO 1)

BBIIPOCKTE HA BETEPAHHTE) — IPOYYBAT ynoTpebaTa ha koMGuHaumaTa 0T ACE uHXuGHTOp @\wﬂ o 0,
auruorensnd 1l-peuentopen Gnokep. o

T/ A
ONTARGET e npoyupane, IipOBEIEHO NPH NALMEHTY ¢ aHAMHE3A 32 ChPAEYHOCHI0BA W é_‘, [ o

o
MO3BYHOCKAOBA ONecT, HAK 3axapen AMabeT THI 2, TPUAPYKEHK ¢ JAHHM 32 ynpe;xnan?
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oprasu. VA NEPHRON-D e nipoyt4saHe npH NatieHTH che 3axapen anaber tvn 2 ¥ anabetna
sedponaTis.

Te3x npoy4uBaH¥A He NOKA3BAT 3HauUKM ONaronprsTeH edexr REpXY 616peunnTe wWhny -
CHPASYHOCHAOBHTE NOCTIEMMIM H CMBPTHOCT, KATO CBLIEBPEMEHHO ¢a HabAI0RaBaHH NOBHUIECH PHCK OT
XMNepKaJHeMHis, OCTPO YBpexxaane Ha GvrOpernure Wiy XANOTOHHS B CPABHEHHE ¢ MOHOTEpanuaTa.
Karo ce umaT npeaBil CXOAHMTE MM (apMaKoIMHAMIYHHA CBOMCTBA, TE34 PEY/ITATH Ca NPUIOKHMHI H 32
apyr ACE nnxuburopn v anThorersin [I-petienTophH 6noxepu.

ACE unxuburopy 1 anruorensun JI-pelerrropru G1okepy cnefloBaTenHo He TpadBa Aa c¢ H3non3par
eMTHOBPEMENHO TIPY NalMenTH ¢ ArnabeTna HedponaThi.

ALTTTUDE (imanuno npoyusane MpoReIeHo ¢ aTHCKHPEeH NPH NANHEHTH Cbe 3axaped Iuadber Thn 2 ¢
H3NON3BaHe Ha CHPISUHO-CHROBK B GB0peunn 3abongranng KaTo Kpaiisy TOUKK

) & NpoyuBaHe, IpeAHA3HAYEHO AA H3CJISABA NION3ATA 0T N00ABAHETO HA ATTACKHPEH KbM CTAHAApTHA
tepanua ¢ ACE mHxuGurop wik aHrHoTeHsiH I-penienimopen 6okep Npy NaUMERTy Che 3aXapesn nuaber
T 2 ¥ XpoHuuHO 6E0peuno 3abonsBane, CHPAESYHOCHORO 3abonsBane Wik 1 nsete. [lpoyusaitero e
NPEKPATEHO NIPEXIESBPEMEHARO MOpaiH NOBHIIEH PHUCK OT HeOnaronpHaTHi nocaemuum. Kakro
CBPAEYHOCHAOBATA CMBPT, TAKA K UHCYITHT Ca NIO-YeCTH B IPYIIaTa Ha ATHCKHPEH, OTKO/IKOTO B IpylaTa
Ha 11ane60, a NPeACTARIABALIYTE HHTEPEC HEXKENAHH CHOHTHA M CEPHO3HN HEeXEAaHH CHOHTHA
(xurepKayneMis, XMIoToRIs H 6p0pedta TucyHKIMA) ce choONIABAT NI0~UECTO B rpynaTa Ha
ANMCKHPEH, OTKOJIKOTO B Fpynara Ha rnaneto.

52 ®apmakoxkAHETHYHH CBOHCTBA
Tecnianan

Cnen nepoparneH npueM Ha Tecnanan, MakcUMAalHM [Ia3MEHY KOHLIEHTPALMHM Ha oIMecapral H
aMITOTITHH C€ NOCTHTAT CHOTBETHO Ha 1,52 uac 1 Ha 68 yac. CkopocTTa ¥ cTeneHTa Ha abcopbuna Ha
JBeTe aKTMBHH BEMECTBA Ha TecnagaH ca eKBHBAJIEHTHH Ha CKOPOCTTA M CTeneHTa Ha abcopOiuy,
[OCHE/IBALIH NPHeMa Ha JIBaTa KOMIIOHEHTa KaTo OTAENHY TabneTKy. Xpanara HE MORNHABA
GHOHATHYHOCTTA Ha OJIMEcapTan ¥ aMIonuIiH or Tecnanan. i

OnmecapraH MeJIOKCOMIUN {aKTHBHO BEINECTBO Ha Tecnanau)
AGcopbLpd ¥ pasnpeneneHue:

OnmMecapTal ME[OKCOMEN € fipeanekapcTeo. Tol 65p30 ce KOHBEPTHPA A0 $PapMAKONOTIHHO AKTHBEH
MeTabonuT OFIMECapTal OT €CTEPa3H B UPeBHATA IHMABHLA H B NOPTATHHA KPBBOTOK IIOCPENCTEOM
abcopbipit B cTOMAINHO-YpeBHYA TPaKT. B 1iaiMata WiH CEKPETHUTE HE C& YCTAHORABA HKHTAKTEH
OJIMeCapTaH MEAOKCOMIHR MM HATAKTHA CTPAHHYHA BEPHIa Ha JacTTa Menoxcomun. CpeaHara
aGcomorna GHoHANHYHOCT Ha oMecapTal ot TabnerHara dopMa & 25,6%.

Cpennara MaKCHMAITHA 1TasMeHa kKoHueHTparpa (Caua) Ha QIIMECAPTAR Ce IOCTUNA B paMKVTe Ha 2 yaca
cIieq IepopaneH npHeM Ha 0lIMecapTad MEIOKCOMHJI M (UIa3MEHHTe KORLICHTPalHH Ha ofMecapTas ce
TIOBHINABAT NPUOIM3ATENHO JTHHEHRO ¢ MOBHIABANIH C eJIHOKPaTHH Nepopalliy 103K, AOCTHIALIK KO
oxono 30 mg.

Xpanara uMa MHERMANEH eexT BEpXy ONOHANHYHOCTTA Ha ONIMecapTaH M NOpajy TOBA OJIMEcapTas
MELOKCOMMII MOXKE Jia ce fipwiara ¢ i 6e3 xpana.

He ce nabmonasar XBHHYHO 3HAYHMMM PA3IHYAS, CEBPaHM C 11043, TI0 OTHOIIEHWE Ha
$hapMakOKWHETHKATA.

OnMecapTaH ©€ CRHP3BA BBB BHCOKA CTENEH C NA3MEHUTE NpoTerHH (99,7%6), HO BE3MMKHOCTTA
KIMHMYHO 3HAYYMH B3aHMOASHCTBHA, CBBP3aHH ¢ KORKYPHPAHE 3a CBBP3BAUIMTE MECTa C T
TIPOTEHHH MEXKIY OIMECAPTaH W IPYTH eJHOBPEMEHHO NPUNATaRH aKTHBHH RELHECTBA, KOHAO &
CBBP3BAT BBEB BHCOKA CTENEH C TUIR3MEHHTE IPOTEHHH, € HUCKa (KOETO C& NOTBLPKAaBa §
KITHHHYHO 3HAYMMO B3aHMOACHCTBUE MeKIY ONMECApTal MeIOKCOMIT H Bapapun). C “e.
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OIMECapTaH KbM KPBBHUTE KIETKH ¢ npeHedpexaiMo manko. CpelHusT obeM Ha pasnpeaeneHne clell
WHTPaBEHO3HO 103Mpade e uucok (16-29 1)

Buotpancdopmaiyia H eAMMHANMpane:

O6mpaT NiasMeH KIUPhHC HA OIMecapTaH no npuHimn e 1,3 Yuac (CV, 19%) v e orHocuTenHo GaBeH B
CpaBHEHHe ¢ YepHORpoGHMA KpbBoTOoX (0KoA0 90 Ibac). Cnen npunarase Ha AHHUYHA NepopaliHa 034
¢ 6enssan ¢ 14C-onMecapran meaoxcomui, 10%—16% or npaiokeHaTa pallOaKTHBHOCT Ce EKCKPeTHpa
B YPHHaTa (TI0-TOIAMATa YACT B PAMKHMTE Ha 24 4aca oT HPHA0KEHHETO Ha JI03aTa) ¥i OCTATBKA OT
YCTAHOBEHATA PANMOAKTMBHOCT Ce EKCKpeTHpa BB detieca. Bb3 0CHOBa Ha CHCTEMHATA HANHMYHOCT OT
25,6%, Moxke ta 6bAe M3UHCAEHD, Y& abcopOupaHnAT onMecapTaH ce 0YHCTBA KakTo Upes On0pedna
ekckpenms (oxomno 40%), Taka u upea yuepHOAPOoGHO-KITLYHA ekckpels {okono 60%). Lanara
OCTATHYHA PAAMOAKTHBHOCT Ce YCTAHOBABA KaTo ONMecapTaH. He ce ycTaHOBRBa APYT 3HAWHM
MeTabonut. EHTepo-XenaTaHHAT KPLroBpaT Ba oMecapTaH e MytiMane. ToH kato rongMa Jact ot
OIIMECAPTaH Ce eKCKPeTHPAT 110 JKTb4EH BT, PHICKEHHETO NPH NALMEHTH ¢ 00CTPYKIMA Ha JITBUHITE
IMETHIA € BPOTHEONOKA3aHO (BIDK TOuXa 4.3). :

KpaitgiaT niony>kMBOT Ha €MMMHMHHpaHe Ha onMecapTal € mexay 10 1 15 Jaca cnen MHorokparHo
DepopaiHe Ao3Hpate. PaBHOBECHO CHCTOSHME ce IOCTHTA CHie) ITEPBHTE HAKOJIKO A03H U He Ce
HaGmofaBa nocnenBailo akyMyaipane ciell 14-1HeBeH roBTapal ce npHeM. BEOPEUHHAT KIHPBHC e
npubmsurento 0,5-0,7 l/yac ¥ ne 33BHcH 0T A03aTA.

NekapcTeeHu BIaUMOLEUCTBUA

KonecesenaMm, IeKapCTBO, KOETO CBBP3BA MABYHHTE KHCENHHA:

Epnnoepemenoto npunoskenne Ha 40 mg onmMecapral MenokcoMnn H 3750 mg koneceenam
XHAPOXIIOPRL IPH 3ApaBH MHUa ok no 28% Hamanaeane Ha Cmax 1 39% wamanssane Ha AUC na
onMecaprad. [To-cral edexr ce nabmonasa, croTseTHo 4% 1 15% namangrane Ha Cmax 1 AUC, ako
ONMeCcapTal-MEeIOKCOMMIIT CE TEPIITOKHE 4 Haca Ipeii KOJIEceBenaM XuapoxXiOpyI, N
EnmMuHAIMOHHKAT 0TYKHBOT Ha OfMecapTal HaMansaBa ¢ okono 50-52% HesasaciMo Janu e
TPUNIOKEH IHOBPEMEHO MAH 4 uaca pead KoleceBenaM XHAPoXIopua (BlkTe Touxa 4.5).
Amnogurnis (AKTHBHO BelllecTEO Ha Tecnanaks)

Ab6copbuma M paznpenelieHite:

Criel nepopaliso NPHICKEHHE HA TEPANEeBTHYHH 034, aMIOKHIINE ce abcopbupa nobpe ¢ MakcHMaH
TUTa3MEHH HARa OKono 6-12 yaca cnep npyeMae Ha 1o3a. AbcomoTrHata GHOHABMHOCT € OLEHEHA
mexny 64 1 80%. O6emsT Ha pasnpenenerne e okono 21 Vkg, In vitro npoyysanms MOKA3BAT, 4e OKOJIO
97,5 % or mHpKy/Mpalnys aMNOIMIIHH € CBBP3aH C IUIA3MEHHTE IPOTEHHA.

AOcopbuuaTa Ha aMJIOAHITHHE HE Ce NOBJMABa OT e/JHOBPEMEHHHMS TIpHEM C XpaHa.

broTpascopmaima ¥ enMMHBNpate:

Kpafinpar nosy;MBoT Ha eNUMUHKpane e okofo 35-50 yaca, LOTBETCTBAN NPU T03HPAHE eIMH BT
AHEBHO, AMIOIMIINH ce MeTabonp3Mpa eKCTEH3UBHO OT YepHus JIpod 10 HeaKTHBHM METafONKTH, KaTo
10% n3xonnoto BewiecTBo M 60% ot MeTabonuTHTE Ce EKCKpeTHpaT B YpHHATa.

OnmecapTal MeaOKCOMUA H aMJTOAMITMH (AKTHBHH BeulecTna Ha Tecnanan)

CrieumanHm Nomys1auHit

IeanaTpnuna nomynaims (Ha Bp3pacT nop 18 ronunm):

TIpu nena manceat GapMaKOKHHETHYHH OaHHH.
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TMainienty B cTapuecka Bb3pacT (Ha/Han 65-ropviba RE3pacT):

Tpy naumenty ¢ xunepronna ,AUC Ba onmecapTan B paBHOBECHO CLCTOAHNE Ce NOBHUIABA ¢ 0Kkoo 35%
Mpy NANMEHTH B CTapuecka Br3pacT (65-75 ronnnn) 1 ¢ 44% mpy MHOTO BB3PACTHH NAUMEHTH (=75
TOMILHA BE3PACT) B CPABHEHHE C NO-MJIBJIATA BE3PacToBa rpyna (oK Touka 4.2). Toba moxe na Gvae
NoKe HOHAKBIES CBLP3aHO ChC CPSAHO NMOoHMKasane Ha OpOpeunaTa GyHKIMA DpH Ta3K IPYNA NALKEHTA.
[lpenopruBaHKAT 0308 PEKMM 33 NALMEHTH B CTAPIECKa BB3PACT, 0bave, € ChLINS, BbIPEKH Ye €
HeoGX0AMMO NIORMLIEHO BHUMaHWe, KOTAaTo Ce OBHILABA J03aT4.

Bpemero 3a JoCTHTaHE Ha MAKCHMANHA IUIa3MeHa KOHISHTPALis Ha aMIO[IMIMH € €THO H CBbLIO0 NpH
nal{eHTy B CTapuecka Bb3PacT M NPH No-MAanh MHia. KnupeHCHT Ha aMNOAMIIMH MOXE [A ce TIOHIKY B
pe3ynTar Ha yBeir4asane Ha AUC ¥ Ha NoAy>XMBOTA Ha ENAMHHHPAHE TIPH NAlIHEHTH B CTapyecKa
BB3pacT. YeennuasaHeTo Ha AUC # Ha nomy:xHBoTa Ha ENHMHHMpAHE TIPH NALMEHTH ChC 3acToliHa
ChpJIeYHa HeJOCTATEYHOCT Ca OYAKBAHK 34 Bb3PacTOBATA I'PYTa B TOBa NIpoyJBaHe (BHX Touxa 4.4).

BrGpeuno yepexaane:

Ipu nanuenty ¢ 660peuno yepesknane, AUC Ba olMecapTal B paBHOBECHO CHCTOAHME Ce NIOBHMILIABA C
62%, 82% u1 179% CHOTBETHO NIPH MAIMEHTH C JIEKO, yMEpeHO 1 Texxo Gp0peuno yspexnane B
CPaBHEHHE ChC 3APaByTe KOHTPOITH (BIK Towidi 4.2, 4.4).

AMnoaunus ce MeTabonnzkpa eKCTEH3UMBHO N0 HeaKTHBHH Metabonutn. [leceT npoueHTa oT
BEINSCTROTO € CKCKPETUPA HETIPOMEHEHO C ypuHaTa. Hpomeﬂme B IUIASMCHHTS KOHUCHTPaUHH Ha
aMJIONMNEH He ¢a CBhLP3aHK CbC CTeneHTa Ba 6x6pednoro yspexxaane. [Ipn Te3sn natueHTH aMITOMITHH
MOXKE [la C€ DPHAara B HOPMATHATA R03a. AMIOIMIHH HE C& Hanu3Apa.

YepronpoSHo yBpexaaHe:

Cnep eMHOKPATHO TIEPOpANHO TIPIIIoKeHue, HuBaTa Ha AUC Ha onmMecapran ca 6% M 65% NO-BHCOKH
CHOTBETHO MPH NALMEHTH € JIEKO ¥ YMEPEHO YBpeieHa YepHOpoGHa GYHKINAA, B CPaBHECHHE CRC
CBHOTRETCTBAIMTE WM 30paBk KoHTpomd. Heckbpzauara ¢pakiyn Ha oaMecapTad 2 vaca ciel npHeMa
HpH 3ApaBy NHIa, IPH TTALUEHTH C 1Ko 9epHONPOOHO yBpeKIaHe | IpH MaleHTH ¢ yMEPEHO
9epHOAPOGHO YBpexaaHe & croTBeTHO 0,26%, 0,34% 1 0,41%. Cren noBTapsio ce no3upaHe Npu
MIALHEHTH C YMEPEHO YepHOapobHO yBpexaane, cpennara AUC Ha onMecapTad OTHOBO €
NpHeIH3HTENHO 65% NO-BHCOKO OT chOTBeTHHTE 3Apany konTpomy. Cpennnute Crax HMBA Ha OJIMECAPTAH
ca cXOHM MPH NauMeHTA ¢ YepHOOpOoGHO YRpEKAaHe W IpH 3apaBk TMua. OnMecapraH MEJOKCOMMII HE e
M3CIIE/BAH TPH NALMEHTH C TEXKO YePHOAPOOHO YRpeKnaHe (Biok Touky 4.2, 4.4).

Hanuums ca MEOTO OrpatMMEeRH KITHHWYHH JaEHH OTHOCHO TIPHMKEHHETO Ha aMIIOAHTINH TIpH
NanyeHTy ¢ yepHoapobHo yepexxaane. KIMpBHCHT Ha aMAOAKITHH € MTOHIDKEH K TIOMYKHBOTET €
YIBIDKEH IPH [ALMEHTH ¢ HapylneHa 4epHoapotHa GyHKIMA, KOeTo BoIM /10 osrnasane Ha AUC ¢
npuGmuzurento 40%-60% (BHxk Touky 4.2, 4.4).

5.3 YlpenknuauuHM NaHHH 3a GezonacHocT

B13 ocHOBa BAa HEKAMHMYHMA TIPOGHI Ba TOKCHYHOCT Ha BCAKA OT CHCTABKHTE HE € 01aKBa YCHIBAHE Ha
TOKCHYHOCTTA 32 koMOMHAL¥ATa, THH Kat0O BCAKO BEILECTEO MMa Pa3iiMvHK NpHIETHH Opraly, T.€.
OHOperinTe 33 O/IMecapTal MEAOKCOMMII ¥ CHPLIETO 32 aMJI0/IUTTHH.

B 3-Meceuno npoytBane 3a TOKCUUHOCT Ha TIOBTAPSHIH C& A03H Ha TIepopaTHO NpuilaraHa KoMOHHalHs
Ha onMecapTaH MeNOKCOMMWI /aMIIOAHIHH FIPK IITLXOBE CE HAOmoNasar CIEAHHTE HapyLIeHHS:
TIOHMXARAHE Ha NIOKA3ATENUTE Ha UCPBEHUTE KPBBHH XIETKH K NpoMeHH B Ob0peLyTe, karo #
MoTar Ja 6L0aT IpHYMHEeHH OT BELIECTROTO ONIMECapTal MeJOKCOMMIT, H3MEHEHH B YepBa
Ha iyMena ¥ Andry3HO YIUIBTHABARE Ha MyKO3aTa Ha HieyMa ¥ KofloHa), hanbuipeunn
(xuneprpodus Ha rioMepyIapHUTe KOPTHKAINN KIETKA M BAKYONM3alna Ha daciuKysn
KOPTHKaIHY KNETKH) ¥ Xuneprpodia Ha KasanuTe Ha MACYHHTE XJIIE3H, KOETO MOXKE 1
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OT BEILECTROTO aMIOOHIHK. Te3n NpoMEHH He YCWIBAT HATO ¢AHa OT choblieHaTa peay ToBa U
ChHUIECTRYBAILA TOKCHYHOCT Ha OTASTHHTE KOMNOHEHTH, HATO NPIYHHIBA HOBA TOKCHYHOCT M He ¢e
HabmoaaBaT TOKCHKONIOrMYHO CHHEPIHYHH eeKTH. S

OnmecapTaH MENOXCOMMI (aKTHBHO BeluecTro Ha Tecnanan)

Tlpy 1IpOYyYRaHNA 33 XPOHMMHA TOKCHYHOCT NPY TUIBX0BE U KyUETa 0IMECapTaH MEAOKCOMUA NOKA3Ba
cxonun edexrn va gpyrute AT1 penerrropan anraronucTi 1 ACE-npxubutopy: nosvleHa KppeHa
ypes {BUN) 1 KpeaTHHHE; HOHMKaBaHE TEIVIOTO Ha CHPIETO; NOHIKABAHE NOKA3aTENUTe Ha YSPBEHUTS
KPBBHH KJIETKH (EDHTPOLATH, XeMOTTIOOHH, XEMATOKPHT); XMCTOIOTHYHM JakHH 3a O10peyHo yBpexaaHe
(pereneparueHEm Nezun Ha GEOpedHHsA enyTen, YITPTHABAHE Ha OazanHara MemOpana, NuNaTalua Ha
Ty6ynure). Tesn HexkeNaH! peakiyi NPHYHHEHK 0T GapMaKoJorHIHOTO ACHCTBHE Ha QIIMECAPTAH
MEJOKCOMHS CHLIO TaKa HacTHIBAT B NPENKIMHAYHNTE NpoyyBaHua 3a Apyra AT1 peuenropan
anTaroHucTH 1 ACE-uxubuTopH B Morar Aa 6saT HaManeHH NOCPeIcTROM ChITHTCTBAIIO (1€POpPanHo
npuNoXkeHHe Ha HaTprer xnopua. Y nipn ipara Buzia ce HabmonasaT NOBMILIEHA fNAa3MEHa PeHHHOBA
aKTHBHOCT ¥ XMIIEPTPodH/XUNEPITIA3KA Ha I0KCTArIOMepynapHHTe KIeTkH Ha Ou0pennte. Tesn
MPOMEHH, KOUTO Ca THIIMyeH edekT Ha xnaca ACE-uuxubirropu v ipyru AT1 pelenTopHy aHTarOHKCTH,
W3INeKAA, Ye HAMAT KITHHITIHA 3HAYIMOCT.

Kaxro u apyrure AT pelielITOpHY aHTaroHUCTH € YCTaHOBEHO, He OIMECZPTaH MEIOKCOMII TIOBANIaka
YECTOTATA HAa XPOMO3OMHHTE HAKLCBAHAA B KISTHUHM KYNTYpH in vitro. He ce HabmtonaBat crOTRETHH
eeXTH B HAKONKO in Vive IPOYMBAHA, B KOMTO Ce NPHIIAra ofIMECapTaH MEJOKCOMHIT B MHOI'O BHCOKH
nepopanyy go3u nocruraiy 2000 mg/kg. LanocTHuTe fanM OT pasiMpeHara Iporpama 3a uscheisane
Ha FEHOTOKCHIHOCT TIPEATIONATAT, Y€ € MHOTO MAJIKO BEPOATHO OIIMECAPTaH J]a IPHTEKABa
TeHOTOKCHIHH edeKTH B YCIOBHATA Ha KTHHHYHO NMPIIOKEHNE.

Onmecapral MESOKCOMENT He HOKa3Ba KAHNEPOreHHOCT B 2-FONMIIHO NPOYUBaHe NPH IUIHXO0BE HHTO B
ABe 6-MecevHM POYYBaHUA 38 KAHUEPOreHHOCT NPH TPAHCTCHHM MHLUKH.

B penpomyKTUBHH NPOY4BAHKA NIPH TUILX0BE, OJIMECAPTAH MEAOKCOMHA HE MOB/IHABA (hepTHIHIETA U
HsMa laHHM 33 TeparoreHeH edekT. Tlonobho Ha apyruTe anrnotensku I antaronscm,
TPSKUBAEMOCTTA Ha MOKOJIEHHETO € HaManeHa cliefl eKCIIOo3UIMA Ha oJIMecapTall MEICKCOMHA H ce
Habmozapa Ta30Ba NMIATAIA Ha GLOpeiTe Cle eKCnosyims Ha Malikiute B kKbeHa GpeMEHHOCT U 1o
BpeMe Ha KbpmeHe. [Tono6HO Ha IPYTHTES aHTHXHIIEPTEH3MBHM CPEACTBA, ONIMECAPTAH MEZIOKCOMMI €
TIOKa3aJl, ye € No-TOKCHHEH 32 GpeMeHHM 3aiiity, OTKOIKOTO 33 GpeMeHHR nybXose. Bonpexy ToBa HAMa

NaHHK 33 eToToKCHIeH edexT.
Amnonunun (aKTHBHO BewlecTso Ha TecnianaH)

Penponyxkrisha TOKCHUHOCT

PenpoIyxTHEHH IIPOYUBaHHS NpH TUTHXO0BE W MHIUKH Ca N10Ka3ajH 3abaBiHe Ha PaXIAHETO, YBENUYEHa
NPORBILKHTENHOCT HA PAXNAHETO K [OHIKEHA NPESKMBAEMOCT Ha TIOTOMCTBOTO TP I03BPOBKA OKOJIO
50 mbTH 110-BHCOKA OT NPENOPLYHTENHATA O3M NIPY Xopa Ha 6aza choTHOmeRKeTo mg/ke.

VYepexnaHe Ha QepTHIHTETA
Hsama edexr Bppxy hepTHIMTETa Ha NTBXOBE, JIGKYBARHH ¢ aMIORHIHE (MBKKM 3a 64 IHH 1 OKEHCKH 32
14 nuu npeny ungroceadero) npu zo3y no 10 mg/kg/nresro (8 nsTH* MakcHManHaTa NpenopLYMTENHA
N103a Npy xopa Ha Gasara cLOTHOWeHHETO Ha 10 mg na Gasata Ba cpoTHoIneHHeTo mg/mi2). Mpu apyro
IPOYYBAHE ¢ IITHXO0BE, B KOETO MEKKMTE HHIUBHIM Ca NIeKyBaHH C aMTofannHH 6e3unaT 3a 30 axu ¢
21033, CpPaBHHMA C Ta3M NIPH X0pa Ha GazaTta Ha CLOTHOWENHETO mg/Kg, ¢a YCTAHOBEHU HAMAlleHH HUBa B
nasMara Ha $onMKYN-CTHMYNBPAIIHA XOPMOH H TECTOCTEPOH, KAKTO M HAMAnABaHe Ha ILTETHOCTTA Ha
criepmata H B 6pos Ha 3penTe cnepMaTiay B CepToiMeBr KIETKH.

KanneporenHocT, MyTareHHOCT
TLrbxoBe 1 MUILKH, TeKYBaHH ¢ AMJIIOQMITHH 1IPH [IpHeM 38 ABE FOAHKH, NPH KOHLE
12 OCMTYDH HMBA Ha iHeBHa n03a oT 0,5, 1,25 1 2,5 mg/kg/nneBHo, He Nokassar ROK

2]




KaHueporenHoct. Haii-Bucokara 103a (3a MuIkH, 107100Ha Ha MaKCMMAJIHATa NPENOPbUNTEIHA
KJIMHMYHA /1032 0T 10 mg Ha GazaTa Ha CbOTHOLIEHHETO ME/M2, a 3a MILXO0BE [1Ba NTH™ N10-BUCOKA OT
MaKCHMaJlHaTa NpenopbumuTeiHa) e GiM3Ka 10 MaKCHMalHaTa NOHOCHMA J103a 33 MHLLUKH, HO He 3a
TuTbX0Be. MyTareHHH Npoy4uBaH1s NOKa3BaT, Ye HIMa JIEKapCTBEHO-CBbP3aHH e()eKTH KaKTO Ha I'eHHO,
Taka ¥ Ha XPOMO30MHO HHBO.

* Ha 6a3ata Ha Terno Ha nauuent 50 kg

6. G®APMALIEBTUYHH IAHHHU

6.1 Cnuebk Ha NTOMOLIHHMTE BelleCTBA

CopueenHa Ha Tabnerkara:

IlapeBH4HO, HUILIECTE, TIPEXKENATHHH3UPAHO

Mukpokpucrainna nenynosa CuimuueB IHOKCH, KoloHNeH, 6e3soieH

Kpockapmenosa HaTpuii

Marnesues creapar

O6BuBKa Ha TabneTkara:

[TonuBMHUIIOB aNTKOXOJ1

Makporon 3350

Tamx

Twuranos quokcun (E171)

Kenesen (1) okena xuit (E172) (camo dpunmupanu tabnerku Tecnanan 40 mg/ 5 mg u 40 mg/10 mg)
Kenezen (I11) okenn qepeen (E172) (camo dunmupann tabnerku Tecnanan 40 mg/ 10 mg)

6.2 HecbemecTHMOCTH

Henpunoxxumo.

6.3 Cpok Ha rogHoCT

5 rofuHH.

6.4 Cpoennajnu ycJI0BHsI HA ChbXpaHenue

To3u nekapcTBeH MPOAYKT HE M3MCKBA CTIELMAIHH YCIIOBUA Ha ChXpaHEHHeE.

6.5 Bujau chabpskanHe HA ONAKOBKATA

OPA/Anymunuit/PVC/Anymynnes Onucrep.

Pa3smep Ha onakoskute: 14, 28, 30, 56, 90, 98, 10 x 28 1 10 x 30 d¢unmupanm tabneriu B G1MCTEPH.
10x1, 50x1 u 500x1 ¢uamupany TabneTkn B nephopHpaHy eIHON030BH OiMCTEpH.

He Bcuuky BUIOBE ONAKOBKM MOTaT Aa ObAaT IMyCHaTH Ha Tasapa.

6.6 Cneunaanu npeanasHH MepKH NPH U3XBbpJsiHe

Hama CHelHaJIHH U3UCKBaHHWA.

7. TIPUTEXKATEJI HA PA3PEIIEHUETO 3A YIIOTPEBA (e

Menarini International Operations Luxembourg S.A.
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8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

Tecnapnan 20 mg/5 mg gunmupanu tabnerku: 20080196

Tecnanan 40 mg/5S mg dunmupann Tabnerku: 20080197

Tecnanan 40 mg/10 mg puimupann Tabaerkn: 20080198

9.  JIATA HA ITbPBO PABPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlara Ha epBO paspemnapane: 14.10.2008 r.

JlaTa na nocnenno noaHoeaeane: 14.10.2013 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2022
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