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1.  VIME HA JIEKAPCTBEHUS NPOXYKT 13 ga 2{322

Onmecra A TImoc 20 mg/5 mg/12.5 mg ¢unvnpann 1abaeTky
Olmesta A Plus 20 mg/5 mg/12.5 mg film-coated tablets

Onmecta A TImoc 40 mg/S mg/12.5 mg dbunmupanu Tabnerku
Olmesta A Pius 40 mg/5 mg/12.5 mg film-coated tablets

Onmecra A Tlmroc 40 mg/10 mg/12,5 mg punmupann TabneTku
Olmesta A Plus 40 mg/10 mg/12.5 mg film-coated tablets

- Onmecra A [Inroc 40 mg/S mg/25 mg ¢unmupanu TaGneTkn
Olmesta A Plus 40 mg/5 mg/25 mg film-coated tablets

Onmecta A TTnioc 40 mg/10'mg/25 mg duamupany Tabaetku
Olmesta A Plus 40 mg/10 mg/25 mg film-coated tabiets

2. KAYECTBEH H KOTHYECTBEH CLCTAB
Qnmecta A Ilmoc 20 mg/5 mg/12.5 mg duamupakn tabnerkn

Beaka Tabnerxa cuanpixa 20 mg oamecapran megokcomia (olmesartan medoxomil), 5 mg amnogunuy
(amlodipine) (xato aMnommmuuos Gesunar) u 12,5 mg xuppoxnoporuazua (hydrochlorothiazide).

Homowsnu BeytecTra ¢ HIBECTHO AeHicTBne
Besaxa Tabnerka chawpika 19 mg makroza MOHOXHApAT.

Oumecta A 1Imoc 40 mg/S mg/12.5 mg duamupany rabrerku
Besaka Tabnetka chaepxa 40 mg oamecaprad mezokcomun (olmesartan medoxomil), 5 mg amnoaunue
(amlodipine) (xaTo amMnoxunuHOB Ge3unaT) v 12,5 mg xuapoxntoporrasan (hydrochlorothiazide).

TlomMowyHy BeulecTsa ¢ M3BECTHO NeficTBUe
Beska Tabnertka ceaspika 38 mg nakTo3a MOHOXHApAT.

Onmecta A Tlmoc 40 mg/10 mg/12.5 mg dunMupaHn TabaeTKH
Besaka Tabnetka cpaspxa 40 mg onmecaptan Menoxcomun (olmesattan medoxomil), 10 Ng AMIOAUIHH
(amlodipine) (karo amnonunuHos Ge3unar) u 12,5 mg xuapoxnoporiasui (hydrochlorothiazide).

TioMombM BellecTBa ¢ U3BECTHO JICHCTRUE
Besxa TaGnetka cpabpia 38 mg nakTola MOHOXMAPAT.

Onmecta A TImoc 40 mg/5 mg/25 mp puiMupady TabneTku
Bcaxa Tabnerxa ceappxa 40 mg onmecapran menokcomun (olmesartan medoxomil), S mg amnoaunun
(amlodipine) (xato amnoaunuHos Oezunar) # 25 mg xuapoxnoporuainy (hydrochlorothiazide).

Homoniny BeiecTRa ¢ M3RECTHO JefcTRIES
Besxa rabaetka ceabpka 38 mg nakTo3a MoHOXMApAT.
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Onmecta A Tnmoc 40 mg/10 mg/25 mg dunmupany TabneTku
Bcsxa tabnetka chappxka 40 mg onMecaptan meaokcomun (olmesartan medoxomil),
(amlodipine) (xato amnogunikos Gesunar) 1 25 mg xuapoxuoporuazny (hydrochlo,
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Ilomonily BelecTBa ¢ HIBECTHO JICHCTRHE
Beska Tabnetka chabpka 38 mg nakro3a MOHOXHApAT.

3a TTRJTHHA CTIMCHK HA NOMOLIHKTE BELECTBA, BIDKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
Ownmupana Tabnerka (TabneTka)
Omueera A Thinoc 20 me/5 me/12.5 mg dhunMupany TabneTkH

bsana, kpbria Tabnerka (¢ gnameTsp 7,5 mm), cbe ckoceru prboee, ¢ BanbGHaTO penediHo o3nauchue ,,0A™
OT eHaTa cTpaHa H ,,05% oT Apyrara cTpaHa.

Oamecta A Tlmoc 40 me/5 mg/12.5 mg dunMupasn Tabnetiu
Kunra, xprria Tabnerka (¢ agaMeTsp 9,5 mm), CbC CKOCEHH pLOOBE, ¢ B):U]'bﬁHaTO penedHo o3HadeHHe
.OA™ or egnata cTpana n ,,06% oT apyrara ctpasa.

Oanmecta A Tlmoc 40 mg/10 me/12.5 mg dunmupanu Tabnetxu
Po3osa, kprria TabneTka (¢ anameTsp 9,5 mm), ¢be ckoceHH prboBe, ¢ BANLGHATO peliedno o3HadeHNe
»OA" or enxara crpana n ,,03* oT ApyraTa crpana.

Onmecta A [Tmoc 40 mg/5 me/25 mg duiMupaln Tabnerks
HKnnra Tabnerka c popma Ha xancyna (apmxuna: 12,8 mm, wxpuna: 6,0 mm), che ckoceHu priose, ¢
BATEOHATO penediHO O3HAYCHWE ,,OA“ 0T e€AHaTa cTpaHa M ,,(4" ot fipyrara cTpaHa. -

Oamecta A [imoc 40 mg/10 mg/25 mg d)mmnpaﬂu TabIeTKH
Pozora rabnerxa ¢ dopma na xancyna (xemxuna: 12,8 mm, wrpnua: 6,0 mm), cbe ckocenn psdose, ¢
BATEOHATO penedHo o3HaueHue ,,OA* ot egHara cTpada M ,,02“ ot Apyrara cTpaua.

4, KJIMHNYHHA TAHHHA

4.1 TepaneBTHYHH NOKAARHA

JleueHkte Ha eceHIMANHA XMNCPTOHMS.

Hobasvura mepanus

Onmecra A Tlmoc e nokasad MipH BH3pacTHH TALMEHTH, YHETO KPLBHO HAIATAHE HE CE KOHTPONHPA

a/IeKBATHO OT KOMOMHALMATA HA OIMECAPTAH MEAOKCOMIIT H aMIOTHIHH, NPREMAHH KaTO JBYKOMIIOHEHTHA
JexkapcTBeHa gopma.

Samecmumenna mepanus

Onmecta A hmoc e nokasal KaTo 3aMECTHTENHA TEPaNid NPH BbIPACTHY NALMEHTH, YHETO KPLBHO
HA/ISAHE € AAeKBATHO KOHTPOIUPARO OT KOMOHHALPATA HA OJIMECAPTAH MelOKCOMMII, aMJIOZIUNKH U
XHAPOXAGPOTRAIHA, NPHEMAHH N0/ OpMaTa Ha ABYKOMAOHEHTHA (0/IMECapTas MEIOKCOMUA H aMIOIHIMH
HIIH O/IMECAPTaH MEROKCOMMW H XHAPOXJIOPOTHA3M) H €IHOKOMIIOHEHTHA NE€KapCTBEHa hopMa
(XMAPOXIOPOTHASHA WM AMJIOAUNMH).

4.2 Jlo3upoBKka n HaYHH HA NPHJIGKEHNE

2 ]03HQOBK&

Be3pacThn
NpenoprbunrenHara Jgo3a e | Tabnerka Onmecta A Titoc Ha fien.
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Hobasvuna mepanus

Onmecta A Tlmroc 20 mg/5 mg/12,5 mg moXe Aa ¢e TIpUaara npy MAIMEHTH, YHETO KPBEBHO HANSTAHE HE ce
KOHTPOJIMpa afeKBaTHo oT 20 mg 0JiMecapTaH MEIOKCOMHII M 5 Mg aMIOJMIIHH, TPHEMaHH KaTo
JABYKOMHAOHEHTH2 KOMOHHAIIHA.

Onmecta A Ilmoc 40 mg/5 mg/12,5 mg Moxe ga ce nIpunara npy NalUMeHTH, YHETO KPBBHO HAATaHE HE ce
KOHTPOJIHpA afekraTHO oT 40 mg olMecapTar MEAOKCOMMI U 5 mg aMIIOWITHH, TPHEMAHH KaTO
JBYKOMIIOHEHTHA KOMOHHALMA, WM TIPH TIALIHEHTH, YHETO KPBBHO HAJIATAHE He CC KOHTPOJIMPA afleKBATHO
ot Onmecra A Tlmoc 20 mg/5 mg/12,5 mg.

OnmecTa A Ilmroc 40 mg/5 mg/25 mg MoXke fa ce npunara npH nalmenm, YHETO KPBRHO HATATAHE HE C¢
KOHTPOJIHpa aAekeaTHo oT Onmecta A Tlnoc 40 mg/5 mg/12,5 mg.

Onmecta A [nroc 40 mg/10 mg/12,5 mg Moxe [a ce npunara MpH NALIMEHTH, YMETO KPHBHO HAIATAHE HE Ce
KOHTPO/THpa afekBaTHO oT 40 mg olMecaprad MEAOKCOMMA W 10 mg aMroqimin, npHeMaiH Karo
JByKOMIIOHeHTHA komOuHaums unu ot OnMecta A Ilmoc 40 mg/5 mg/12,5 mg.

Onmecra A Imoc 40 mg/10 mg/25 mg Moxe fa ce Npwiara npu NALAEHTH, YHETO KPBBHO HAMATAHE HE €
anexBaTHO KOHTponupado oT OnMecta A Ihnoe 40 mg/10 mg/12,5 mg unn ot Onmecra A Tlnoc
40 mg/5 mg/25 mg. '

Ipeau fa ce npeMuHe KbM KOMOHHALNA OT TPY KOMIIOHEHTA Ce MPeNophUBa NOETATIHO THTPHPAHE Ha /l03aTa
Ha OTAE/HHTE KOMNOHEHTH. KoraTo e KNMMAHHYHO NOAXO/IAIL0, MOXKE Aa ¢¢ OOMHUCITH AHPEKTHO NIpeMHAHARAHE
OT ABYKOMIIOHEHTHATA KOMOHHALUMS KbM TPHKOMIIOHEHTHATA KOMOWHALIHA,

3amecmumenna mepanus _

INanyeHTH, KOHTPONHPaHH OT cTAOWITHY 1031 ONMecapTad MEAOKCOMII, aMIORHMITHH W XHAPOXNOPOTHASH]L,
MPHEMAHH €1HOBPEMEHHO KaTo ABYKOMIIOHEHTHA (0JIMECapTaH MEAOKCOMHIT H aMJIOTHIHH KIH OJMeCapTaH
MEIOKCOMMI1 ¥ XHIIPOXIIOPOTHAZMA) U €/THOKOMIIOHEHTHA JIEKapCTReHa GopMa (XHAPOXIOPOTHAH HIIH
aMIIOJIMNMH) MOTAT Ja NPEMHHAT Ha feueHHe ¢ OnMecra A Thnoc, ChabpKallla CBUIMTE 103K HA
KOMITOHEHTHTE.

MaxkcuMannara npenopbunTenHa nosa Ha Onmecta A Ilatoc € 40 mg/10 mg/25 mg.

IMonynatiyis B cTapyecka B3PacT (Ha 65 1WAy [OBEYE FOIHHM)

Tlpn xopa B cTapHecka BB3pacT ce NpenopbuBa MOBHNIEHO BHUMAHUE, BKTIOUHTENIHO [10-4€CTO HabMIOAEHHE
Ha KPBHBHOTO HalAraHe, 0COBEHO NPH MPHEM Ha MaKCcHMANHAaTa JiHeBHa 03a Onmecta A Tiroc

40 mg/10 mg/25 mg.

INoeuinaranero Ha no3ara TpaOBa Ja ce M3BLPLIBA ¢ NOBHILEHO BHEMAHKE TIPH XOpa B CTAPY€CKA Bh3PacT
(B:k. TOukH 4.4 M 5.2).

[pu nauxenTH Ha BL3pacT Haa 75 FrOAMHM JaHHUTE 3a YNoTpedaTa Ha KOMOMHAIMATA OT PUKCHPAHH /1031
OIMECAPTaH MEAOKCOMMI/aMI0AMITHH/XMAPOXIOPOTHAZH Ca MHOTO orpaHudeHd. TTpenopbusa ce cuiTHO
NMOBHIICHO BEHMAHHE, BKIKYHUTCTHO TIO-UECTO POCACIIBAHe HA KPFBBHOTO HaJIHFaHC.

B16pevdo yepexnane
MaxkcuManHara 103a NpH NAlLKEHTH ¢ JIEKO 10 yMepeHo OB0peuHo yBpexaaHe (KpeaTHHHHOB KIMpBHE 30 —
60 ml/min) e Onmecta A INmoc 20 mg/5 mg/12,5 mg, nopanu orpaHHuYeHKs ONKUT ¢ A03upoBkara oT 40 mg

QAMecapTaH MeROKCOMAI NPH TazH rpyna NauHeHTH,

[Ipenopruea ce npocnengBaHe Ha CepyMHHTE KOHLIEHTPALIMA HA KM M KpeaTHHuy
ymMepeHo 6R0peUuHo yBpeKIaHE.

<30 ml/min} e mpoTHBONOKa3zaHa (BK. Touku 4.3, 4.4 u 5.2).
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YepHoapoOHO yEpexaane
Onmecta A [Dnioc TpafBa a ce W3NOM3Ba ¢ NOBHLLEHO BHAMAHHME TIPH NALUMEHTH ¢ 1EKO YepHOAPOSHO
yBpexknade (B, Touku 4.4 1 5.2).

[Tpu naureHTH ¢ yMepeno YepHOAPoOHO yBpekIaHe MakcuMaTHara 5o3a Ha Onmecta A Iliroc we Tpabea aa
Hagsriaka 20 mg/5 mg/12,5 mg Begubx anepHo. [pn nauueHTy ¢ YepROAPOGHO YBpEKAaHe ce
Tpenopbypa BHUMATETHO NIPOCTEAIBAHE Ha KPBBHOTO Handrade u 6b6peunara dyHKIms.

KakTo npH BCHUKY KATUMEBH aHTArOHHCTH, TIOJYKHBOTET Ha aMIOAMITHH CE YAB/DKARA NPH NALKEHTH C
HapyleHa YepHoApoOHa dyHKINA 1 HAMA YCTAHOBEHH TIPENOPBLKH 3a 103HposKa. ClenoBaTenHo

Onmecra A [Tmoc Tpabra na ce npunara ¢ TOBHIICHO BHUMAHWE MTPH TE3d MAHENTH. PapMaKOKHHETHKATA
Ha AMJIOJTHITHH He € NPOYYeHa [IPH TEIKO YePHOAPOOHO YBpeXKIaHe.

ITpy maumeHTH ¢ HapyineHa YepHOAPOOHa QyHKLMA, TEUSHHETO ¢ AMITOAMMME TpAGBa /1 3aroyHe ¢ Haii-
HHMCKATA /1032 W Ja ce TUTPHpA MOCTEMEHHO,

Ynorpebara Ha Onmecta A Tmoc € IPOTUBONOKA3aHA IPH NALMEHTH C TEXKO YEpHOAPOGHO yBpekaaHe
(Bx. Touku 4.3 1 5.2), Xonecraza u OuTHapHa 06CTpyKLKA (BXK. Touka 4.3).

Ilennarpuuna nomynavus

KombuHanuara ¢ guicupana 103a Ha OIMeCapTaH MEROKCOMIY/ aMAOANIHI/ XHAPOXIOPOTHA3H HE Ce
npenophusa 3a ynoTpeba NPH MaLKEHTH Ha BB3PacT 0o 18 ronuiy, Thit kaTo JIMNCBAT JaHHK 3a
6e30MacHOCT U epHKACHOCT,

HauMn Ha npuaoskeHHe

Tabnetkara TpsGsa 1a ce MOTTBING C 2OCTATEHHO KOTHYECTBO TEYHOCT (Hanp. ¢ yaiwa Boaa). TabnerkaTa He
TpabBa na ce AbLBYE ¥ TpAOBA [a ce NpHeMa MO ¢IHO M CHILIO BPeMe BCEKH JEH.

Onmecra A Tlmoc Moxe fa ce nipiema che Unu Ges Xpaua.

4.3 TIIporuBomokazanuns

CBpBbX4yBCTBHTENIHOCT KbM aKTHBHHTE BEIECTBA, KBM JHXHAPONUPUIMHOBH MPOH3BOHE WIH KbM
.BELIECTBA, NPOM3BOJHH Ha cyndoHAMU (THH KaTO XHAPOXIOPOTHAZHA € CYIIHOHAMHA-TIPOH3BOTHO
JEKAPCTBO} WIIM KbM HAKOE OT MOMOUTHHTE BeecTsa M3bpoeHH B Touka 6.1.

Texko 6n6peuHo yepexnane (Bxk. Toukn 4.4 u 5.2).

PejpakTepna Ha neyenHe XNNOKAIHEMHs, XANCPKATILIMEMHS, XUNIOHATPMEMHS H CHMITOMAaTHYHA
XUMEPYpPHKEMHS.

Texxa uepHoApoOHA HEAOCTATLYHOCT, XONECTA3a H HApYLIEHUs, NPOTHYAILK ¢ GHTHapHa 06CTPYKUNA (BIK.
Touka 5.2},

Bropu 1 TpeTH TpuMecTp OT OpeMeHHOCTTa (BK. Touku 4.4 W 4.6).

EnnoBpemennata ynotpeda Ha Onmecra A Thnioc ¢ aNMCKUPeH-ChABPXKALIN MPOJYKTH € [POTHRONOKA3AHA
NPH NALMEeHTY Cbe 3aXapen auabeT wiu 6u0peuno yepexaane (GFR < 60 ml/min/1,73 m?) (Bx. ToukH 4.5

u5.1).

Topanu ¢paspkandeTo Ha amaoaudnuy, Onmecta A Imoc e npoTHeBonokasaHa npu nag lgrh@béjff o ﬁ\\\

®  LUOK (BKJTIOHHTENHO KAPIUOTEHEH IOK); ‘ / @‘ - S ? -
TeXKa XMIOTOHUS; / i :

s

[ ]
'« OBCTPYKUMSA Ha M3XONHHA KPBHBOTOK HA NABATA KAMEPa (HAIP. BHCOKOCTENEHHE a iHa cTe{Hoaa)
*  XEMOJHHAMHYHO HecTaOWiHA ChPAEYHA HEXOCTATEYHOCT CTed OCTED Muoxapnen\vmb ph
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4.4 Crenuajnu npeAynpeKAeHHS U NpelNa3HM MEPKH GpA ynorpeba

ITajuenTH ¢ XMMOBONEMUA WK XHIIOHATPHEMHS

Hpy naunenTH ¢ XHIOBONCMHS B/UNY XMIIOHATPHEMHUS BCIIE/ICTBHE HA MOLIHA MYPETUYHA Tepanus,
OIrpaHHYCHUA Ha CONTa, AHAPHA HIIH NOBPBILAHE, MOXE 1A C€ NOSBY CUMIITOMATHYHA XUIOTOHUS TIPEIUMHO
Ciiex mbpeata no3a. [ipenoprusa ce KOpHUrHpane Ha TOBA CHbCTOSHHE MPEIH NPHAOKEHHETO Ha OnMecTa A
[Ln10C WM CTPHKTHO MEAUIIMHCKO NPOCIEASBaHe B HAYANOTO HA JEUCHHETO.

Hpyra cbeTodyng ¢be CTUMYNAINA Ha PeHHH-aHTHOTeH3UH-2]110CTEPOHOBATA CUCTEMA
Hp# aukeHTH, 4UHTO CBA0B TOHYC i 6BOPeYHa DYHKUNA 3aBUCAT NPEAUMHO OT AKTHEHOCTTA HA PEHHH-
aHTHOTEHIMH-AIA0CTEPOHOBATA CHCTEMA (HaNp. MAIMeHTH ¢ TEXKA 32CToHHA ChPAEYHA HEJOCTATHYHOCT HITH
OCHOBHO 610peuHO 3ab0N1gBaHe, BICTIOUHTENHO CTEHO3a Ha GB0peuna aprepua), ICUEHHETO ¢ NeKapCTBEHA
TIPOJLYKTH, KOWTO NOBAHARAT Ta3H CHCTEMA ¢ CRLP3AHO ¢ OCTPA XUIOTOHHS, A30TEMMA, OJIUTYDPHA HITH B
. penkM ciayvay ocTpa 6s0pedna HeoCTaTHLUHOCT.

PeHoBa3anHa XMIEPTOHUS

ITpy naunenTH ¢ ABycTpaHHa CTeHO3a HA OBOPEUHITE APTEPHE HITH CTEHO3A HA APTEPUATA HA EAMHCTBEHHS
Pyrkuronnpain 616pek, KOMTO Ce NEKYRAT ¢ JIEKAPCTBEHU IPOAYKTH, OKA3BAIUM BIHAHHE BLPKXY PEHMH-
AHTHOTEH3UH-ATIIOCTEPOHOBATA CHCTEMA CHUIECTBYBA NOBKILEH PUCK OT MOABA HA TEIKKA XMMOTOHUA U
6nOpeuHa HeOOCTATBYHOCT.

br6peuno yepexkiaate 1 6p0peuHa TPAHCIUIANTALHS
Korato Onmecra A TImoc ce H3M0N3B2 NP ALMERTH © HapylueHa 6L0pesHa PYHKIHS, e IpenophyBa
IIEPHOAMYHO TIPOCTENABAHE HA CEPYMHHTE KOBLEHTPAUMH HA KANHA 1 KpeaTHHWHA.

Yriorpebara na Onmecra A Ilmioc He ce npenopbysa NpyY NAUKCHTH ¢ TEXKO 6LOpeyHo yBpexIaHe
(xpeaTunuHOB KiHpEHC <30 ml/min) (sx. Touku 4.2, 4.3 u 5.2).

A30TemMus, CBBP3AHA ¢ THA3HAHMTE MY PETHLHM, MOeE /I8 BE3HHKHE TIPH NALKMEHTH ¢ yBpeaeHa Ouipeuna
thyBKIMs,

Ilpy pamwu 3a nporpecdBHO 6u0peuHo yBpexiaHe e HeOGX0ANMA BHUMATE/IHA MPEOLIEHKA HA TCPANHATA,
KaTo ce OOMHCIIH NPeKpaTABaHe Ha IMYPEeTHYHATA TeparlH.

Hsma onwT ¢ npuoseHueTo Ha koMEGuHalma 0T GUKCHPaHA 103K ONIMecapTaH

MENOKCOMMIY/ aMIOAMIH/ XHIPOXIOPOTHASHN TIPH MAllHEHTH C HACKOPO IPOReaAcHa OnGpeuta
TPaHCIUIGHTALHA HTH [TPH NAUHEHTH ¢ KpaeH cTasull Ha GBOpedHo yBpeKiaue (T €. KPEaTMHHHOR KINPBHC
<12 ml/min).

ZBoiiHO Gnokvpane Ha PEHUH-AHTHOTEH3UH-ATA0CTepoHoBaTa cucteMa (PAAC)

Hma nannm, ve exnobpemennara ynotpeba na ACE uHxubutopu, anrkotensun li-penenrophu Grokepy win
a/TMCKHUPeH OBHUIABa PHCKA OT XHNOTOHRY, XMINepKanieMus W Hamanena 0Lopeuna dynxkuus
(BiOuMTENHO 0cTpa 6B0peuna HeaocTarsaroCT). ITopaam ToBa He ce npenopyysa nsoiino Gnokmpaue Ha
PAAC upes komGurnpanara ynorpeba Ha ACE nuxuGuropu, anrmorensun [l-peuentopsy 6a0kepy win
anuckupen (Bx, Touku 4.5 w1 5.1).

AKO ¢e IpetieHy, Ye TepanuaTa ¢ 1BoiiHo GnoxMpane e abcomoTHo HeoBX0AKHMa, TOBa TPAOBa /i £TaRa CaMo
noa HabiioAeHHETO Ha CTIEHATTHCT H TIPH MeCTO BHUMATENHO MOHMTOpUpaHe na 6u6peunara dyukuus,
€JIEKTPONMTHTE K KPLBHOTO HansTaHe.

’ S FEHL
ACE puxuburops n anrvorensut ll-penentopau 610xeph ne Tpabra na ce uanon?.}agq/( m
naugeHTn ¢ AHabeTHa HedponaTus. /)

YepHonapoGHO yBpeknane ' ‘
EKCno3auimaTa Ha aMI0UITHH H ONMECapTaH MELOKCOMM C¢ YBETMYARA IPH naune&re
yBpexaaue (Bx. Touka 5.2).
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Oceen TOBa, HEZHAYHUTC/IHH NPOMEHH B HanaHca Ha TCUHOCTHUTEC M €NCKTPOJIMTHTES 110 BPpEME HA TEpaArHATa C
THa3MIH MOTaT 43 OPeAN3BHKAT YEPHOAPOOHA KOMa [IPH MAIlHEHTH C YBpeAEHa qepno,upoﬁl-la GYHKIIHA MU
NPOrpecHpaIlio YepHOAPOOHO 3aboiiBaHe.

Haucksa ce nopHieHo BHMMaHue, Korato OnmecTa A TImoc ce mpinara pH MauMeHTy ¢ NEKO 0 YMEPEHO
YepHOAPOOHO yBpeKaaHe.

Ilpu naLXeHTy C YMEPEHO YEPHOAPOOHO YBpEKIaHe J03aTa OIMEcApTaH MeJOKCOMIUI He TpabBa Ja
Hagsuuwaea 20 mg (Bx. Touka 4.2).

INpy nawyenTy ¢ yBpeaeHa uepHOAPOGHa PYHKLMA NeueHHETO ¢ aMIOIMIIHH TPAGBa la 3anouea ¢ Haiji-
HUCKHMTE BL3MOKHH JI03M H CE€ H3MCKBA NIOBHLLIEHO BHUMaHHE K&KTO B HA4ANIOTO Ha TEPATIHATA, TAKA U TTPH
TIOBHLIABAHE HA J103aTa.

VYnorpebata #a Onmecta A TLio¢ € RPOTHBONIOKAZaHA TIPH TALMEHTH C TEXKO YepPHOAPOSHO YBpeXTaHe,
XONecTasa WM }nb4Ha obeTpykuns (k. Touka 4.3).

CTeHO38 Ha a0PTHA Y MUTPATIHA kiana, OGCTPYKTHRHA XHNEePTPOhHUHA KAPAHOMHOTIATHS

TTopaJH ChIbPKAHHETO Ha aMmnoaunuH B Onmecta A TImoc, KakTo | 2a OCTAHAIMTe BA30/AIMIATATOPH, C€
1penoph4ka NOBHIIEHO BHIMAHHE DY MALMEHTH, CTAJIAI OT CTeN03a Ha A0PTHATA HIIH MHTPANHATa
Kj1ana, Wil oT 00CTpYKTHBHA xuneproquHa KAPAMOMHOIIATHA.

ITepBHYEH aANAOCTEPOHHIEM

ITaupenTHTE © MBPBHYEH aN0CTEPOHHIEM OOHKHOBCHO HE OTTOBAPAT HA TCPANHA ¢ AHTHXHIIEPTEH3UBHH
JIEKaPCTBEHM MPOAYKTH, KOUTO JEHCTRAT Ype3 HHXUOHUpaHe Ha PeHHH-aHTHOT¢H3HHORATA cuctema. Ero
2auo, ynorpebara Ha Onvecta A [lmoc He ce npenopbuBa MPH TAKMEBA MALMEHTY.

MetaboAUTHH ¥ eHAOKPHHHU edeKTi

TepanuaTa ¢ THa3HAHN AUYPETHILE MOKE 12 HAPYLIH FIOKOZHHA ToNlepaHc. [Tpu naluMeHTH che 3axapen
nMabET MOXE Aa ce HANOXH aNaNTHPaHe HA JOIUTE HA MHCYJIMHA WIH Ha FIEPOPATHATE XUIIOTIHKEMHYHY
cpeactsa (k. Touka 4.5). I1o BpeMe Ha THa3HIIHATA TeparHs MOXe Aa ce M3SBH JTATEHTEH 3axapeH auaber.

[TopuuienHeTO Ha XONeCTEpONna U Ha HUBATa Ha TPHIITHUEPHINTE Ca HEXEIAHH PCaKUMH, 334 KOUTO €
H3BCCTHO, Y€ €a CBbP3aHH C TEPANIHATA ¢ THA3ZWIAHH NHYPECTHLH.

Tpy HAKOHW TIALIMEHTH NOJTyYaBalld THASHAHH IMYPETHLM MOXKE 1 ce MOABH XUTIEPYPHKEMHS WK [a ce
BIIOLIH CHIOECTBYBAILA MOJATPA.

Enexktpoanrteld gucbasanc
Kakto npr BCHYKH NalMeHTH, KOMTO ca Ha AWYPETHYHA TEPaTks ce NpenopbyBa NepHOARYHO OTIPE/eIAne
Ha CEPYMHHTE eNIeKTPOJIUTH HA MOIXONALIHA HHTEPBAIN OT BpeMe.

TuasuauTe, BIUIIOYHTENHO XUAPOXJIOPOTHAZUA MOXe Ja JOBeNaT A0 HapylleHHe Ha BOJHHI WK
eNeKTPOIHTHHA Ganane (BKMIOUHTENHO XHIOKATHEMHA, XRIIOHATPHEMHSA H XHIIOXI0PEMHYHA 2/TKAN034a).
[Ipenynpenyrenny npuzHany 3a BOAHO-CIEKTPONIHTEH HcOanane ca CyxoTa B yCTaTa, yKaxa, cnabocT,
JETApPrya, CHHIMBOCT, 0e3MokoHcTBO, MyCKYIHH OJIKH HTH KPaMIi, MyCKyNHa cnaGocT, XHIOTOHHMS,
OJIITYPHS, TAXUKAPJWSI W CTOMALIHO-YPEBHH HAPYINCHHA KaTO rafieHe WiK nospbinane (Bx. Touka 4.8).

PHCKBT OT XUNOKaTHeMHA € Hall-ronaM npy NAHEHTH ¢ YePHOApoOHA LKMPO3a, IPH NALIMEHTH MOJTYYaBallH

GpHMKOBH AHYPCTHLH, NPH NIALKUCHTH C HEAACKBATEH NEpOpalicH NprueM Ha eHQK’I‘pOﬂHTH al.uéel—lTld
Ha CHIILTCTRALNA TepanHs ¢ kopTuKocTepouan i AKTX (sk. Touka 4.5). .‘{,H[.ﬁ}; g 2
e 10,
e N
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KasiMeBUTe NOOABKH WIH KATHA-CHABPKAIUTE 3aMECTHTENM HA CONTa ¥ JIPYI'H NeKAPCTBEHH IPOAYKTH,
'KOHTO MO 1a NOBHLIAT HHBATA HA CEPyMHMA KanHi (Hanp. Xernapusn) Tpabpa ja ce NPUIAraT ¢ NOBUIIEHO
BHEManue 3aeH0 ¢ Onmecta A [Lmtoc (Bx. TotKa 4.5) H fApy 4ECTO MPOCKEASBAHE HA HHBATA HA KaJIHA.

Hsama noxazarencrsa, ue onmecapTa MENOKCOMII MOXE JIa Pelylinpa Wiy Aa PEAOTBPaTH HHAYLIMpaHatd
OT JUYPETHIINTE XHIIOHATPUEMHSA. XJIOPHTHUAT AeHLHT 0OMKHOBEHO € JIEK U HE H3KCKBA IEUCHHE.,

THazuauTe MOraT a HAMATAT eKCKpeUHaTa Ha KalLnil ¢ YPHHATA ¥ Ja ¢ MPUYHHE 32 UHTEPMHTEPHO K
JIEKOCTENECHHO NOBUIBCHKE HA CEPYMHMA KaALMY NPH IUfca Ha YCTAHOBEHH HAPYILEHHS Ha KanLHEeBUs
MeTaboIHIbM.

XHIepKaIiHeMna MOXe Jia © IOKa3aTeACTRO 32 CKPUT XuIepriapaTupeouansnm. [Ipeau nposexaane Ha
H3CNEABANE Ha PYHKUUATA HA IAPATUPCOMIHNWTeE JITe3n TpaBa Ia ce crpe ymoTpebaTa Ha THAZHINH
JUYPETHLH.

H3secTHo €, Y€ THAIUAUTE NOBHYINABAT YPUHHATE CKCKPeUH Ha MaFHBSHI‘;I, KOCTO MOXE 1A JOBEIEC 110
XHITOMArHe3neMus.

I'Ipn‘e,uema'romn NAIHEHTH B TOpello BpeME MOXKE Ja ce pa3BHe NHIYLMOHHA XMIOHATPUCMHA.

Jhurwii
Kakro # npu ocraHaniTe nekapeTBeHH HPOAYKTH, ChALPXKALM AHMMOTEH3HH 11 pELIENTOPHN AHTATOHHCTH,
€AHOBPEMEHHOTO npUnoxkeHre Ha Onmecta A Ilmroc u antuil ne ce npenoprusa (Bx. Touka 4.5)

Cupicuna BeaoCTaTEYHOCT
Karo cnencreue 0T HHXWOMPAHETO HA PeHHH-AHTHOTEH3HH-ANA0CTEPOHOBATA CHCTEMA MOKE J1a C€ OUAKBAT
mnpoMeny B 6bOpeuHaTa PyHKIMA NPH YYBCTBHTEIIHY MHIUBH]IH.

Hpu naumenTyH ¢ TEXKA CHPACHHA HEZOCTATRYHOCT, yHaTo OB0peuna dyHKuMa MOXKe [a 3aBHCH OT
aKTMBHOCTTaA HA PCHUH-AHTHOTCH3IHH-AT0CTEPOHOBATA CHCTEMA, JICUCHUETO ¢ MHXUOHTOPH Ha
aHTHOTEH3MH-KOHREPTHpawUs ex3nM (ACE) 4 aHrHOTeH3HH PEUENTOpPHY AHTATOHHCTH ¢ CBLPIAHO ¢
OTHUIypusl ¥/ UM HPOrpecHBHA A30TEMMS K (PAAKO) ¢ ocTpa GBOPEUHa HENOCTATHYHOCT W/HIIH CMBPT.

TaunenTy cbe ChpUEYHa HEAOCTATHYHOCT TPAGBA Aa CE NEKYBAT C NOBUILEHO BHUMane. B
HPOAB/GKUTEHO, Nnauebo KOHTPOIMPAHO NPOYYBAHE IIPH NAIMEHTH C TEXKA ChPJeYHa HEAOCTATEYHOCT
(NYHA kaac I & IV) crobtlienure uHumuaenTh ¢ 6enoapobeH oTOK ca NOBeYE B TPYNaTa, JIEKyBaHa ¢
aMJIOAMIIMH, B CPaBHEHHE C r1aneto rpynara (8. Touka 5.1). brokepure Ha kaiueBHTe KaHaH, BKIT.
aMIIOIMIUH, TpAGBa Ja ce ynoTpeGABaT ¢ NOBUILEHO BHUMAHHE IIPH NIAIIHEHTH CbC 3acTOlHa ChpevHa
HEZIOCTATBYHOCT, Thi KaTO T€ MOTaT A3 MOBMILAT pUCKa OT ObACIIN KapAHOBACKYNAPHH ChOUTHA H
CMBPTHOCT., '

Crnpy-iogoGHa enteponarys

B MHOrO pesiky cityyan uMa CLoBUIeHHR 3a TEXKa, XPOHHYHA JHAPHA Che 3HAUMTENHA 3ary0a Ha Terio npu
NAiHEHTH, NPHEMAIIY OJIMECAPTAH HAKOJIKO MECELd 0 FOAMHH CICA 3aH0UBaHE HA JISYCHHETO, REPOATHO
TPHYMHEHA OT JIOKanu3HMpaHa 3a0aBeHa peaklivs HA CBPBXYYRCTSHTEAHOCT. UpeBHirTe GHONCHM OT
MalHEHTHTE 4eCTO NI0KA3BAT BHIO3HA aTpodiua. AKO TALUKMSHT Pa3Bue Te3H CUMIITOMM 10 BpeMe Ha JICUeHHE
C OJIMECAPTaH M HE Ce YCTAHOBST APYTH ABHH €THOJIOIHH, IEHSHUETO ¢ onMecapTaH Tpadea HesabasHo a ce
TNIpEKPaTy | Ja He ce Bp300H0BABA. AKO AMApHATA He ¢ NoJ0GPH Npe3 CeaqMHLATa CIIEA NIPEKPATABAHETO,
TpabBa a ce NOThPCU NOMBLAHHUTE/IHA KOHCYITALMA OT CISUMATUCT (HATIPUMEP TacTPOSHTEPOJIOY).

XOPOHIANEH N3INB, OCTPA MUOMKMA M BTOPHYHA 3aKPHTOBIbAHA TAAYKOMA

XHAPOXA0POTHASHA, KOHTO € CyIPOHAMML MOXKE Jla IPSAH3BUKA KAHOCHHKDATHYHA PG
XOPOHAANICH M3MHB C JeEKT HA 3PUTENHOTO MONE, IPEXOHA MUOMHUS K OCTPa 3aKpH
CuMnITOMUTE BIITFOUBAT BHE3ANHO HAYaNo HA HAMAIEHHE Ha 3PHTENTHATA OCTpOTA
OOHKHOBEHO C€ NOABARAT B PAMKUTE HA HaCOBE JIO CAMULIM OT 3aNOYBAHE Ha fieKaph
OCTpa 3aKPHTOBIbIHA FIayKoMa MOKe J1a A0Befe 10 Tpaiiua saryGa wa spenue. [Tvp Qﬂaqiwg ) ﬁ'fneﬁhé}'
Ag ce TIPCKPATH MPUEMBT HE XHAPOXJIOPOTHAZMA BE3MOXKHO Hall-0bp30. Moxe na ce: ‘ﬁauonm“ma ce 06Mncm&’
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He3a02aBHO MeMKAMCHTO3HO HIH XHPYPTUHHO JIedeHHE, 8KO BLTPEOUHOTO HAATaHe OCTaHe
HEKOHTPONUpaxo. PruckoBuTe hakTopH 3a pa3BUTHE Ha OCTPA 3aKPUTOBIBAHA NIaYKOMAa MOFaT 12 BIIHOYBAT
aHam#esa 33 aleprys KbM cyndoHaMHAM HITH NIEHALWIHHY (8. TOuKa 4.8).

BpemendocT

Ilo Bpeme Ha GpeMenHoCT He TpAGBA Na ce 3aMoUBa JIEYeHME ¢ PELISITOPHU AHTATOHMCTH HA AaHTHOTEH3HH 1],
Haurentxure, naannpamy 6peMeHHOCT TPAOBA Na NPEMHHAT HA ANTEPHATHBHO AHTUXUNEPTCH3URHO
neveHue, KOeTo ¢ ¢ yetanoseH npodii Ha 6e301acHOCT Mo BpeMe Ha OpeMEHHOCT, OCBEH 8KO TeparnuTa ¢
PELIETITOPHN AHTATOHHUCTH HA aHrvoTersul [l He ce cumTa 3a chiecTBeHa. [Ipd YCTAHOBABAHE Ha
BpeMEHHOCT, IEYEHHETO C PELIETITOPHH aHTArOHMCTH Ha anruoTensHu [1 TpsGea na 6nhe npexpaTeHo
He3a0aBHO H a8K0 € TOAXOAALIO AA C& 3aMOYHE ANTCPHATHBHA Tepanus (Bxk. Touku 4.3 u 4.6).

Henparpuyna nonyaauns: :
Oummecta A TLmioc He e ToKa3ana 3a IEYEHHE NPH Aelia M WHOMIM Ha BL3pacT noj 18 roaunm.

CrapuecKa Bp3pact:
B crapuecka pL3pacT NOBHIIABAHETO HA Ji03aTa TpAOBa /ia ce M3BBPLUBA ¢ NIOBKILEHO BHUMAaHHE (BK.
Touka 5.2).

PDOTOYYBCTBUTEIHOCT;

C TrasaRuTe ANYPETHUM ¢2 cHoDINABANM CTyYaH HA PEAKLMK HA (POTOUYBCTBUTETHOCT (BK. Touka 4.8).
Ako no Bpeme na neyennero ¢ Onmecta A Ilnroc ce noseu peaxuma Ha hoTouyBCTBUTENHOCT, CE
NpenopLYBa MpekpaTaBaHe Ha JeueHneTo. [Ipy HeoGXoaAMMOCT OT NOBTOPHO MPUIIOMKCHHE HA AHYPETHKA CE
DPENopLYBa 13 C¢ 3alUTAT 30HNUTE, W3JI0/KEHH Ha CITBHLIE WIH Ha wakycTeeHa UVA,

HeMenanomMen pax Ha koXkara
B ape enunemMuonornuly npoy4saHus, OCHOBABAIM ¢ HA JATCKMA HALMOHAJICH PAKOB PErHCTHY, €

HalmoaRaH MOBHIIEH PHCK OT HEMEJIAHOMEH pak Ha koxara (HMPK) [6asanHoxknersuen kapusnoMm (BKK)
¥ ckBaMosHoKieTbues kapuutioM (CKK)] npu napacTeama eKcrnosmima Ha KyMyaaTHBHA 8033
xupoxnopoTtrazua (XXT3). doTocencubnnusmnpamure edextn va XX T3 MOTAT Aia ACHCTBAT KATO
BepoATen MEXaHW3bM 3a pazpuTne Ha HMPK.

TlaunenTure, npuemarmu XXT3, Tpatea na 6vaar wudopmupand 3a pucka of HMPK u cheeTBanu peaopno
Aa NPOBEPABAT KOKATA CH 33 HOBH JIe3UHM K He3a0aBHO aa choOLIABAT NP NOSRA HA MOA03IPHTETHH KOKHH
ne3ud. Ha naunHeHTHTe TpAOBa N2 c€ NPEenopLyaT BR3MOKHH TPEBAHTHEHA MEPKH, KATO OFpaHHYeHO
H3NaraHe Ha CTbHYCRA CBETIIMHA M YATPABHONETOBH JTb4M, 2 B CTy4al Ha eKCNO3UIINA, NOAXONAINA 3alMTa,
33 /1a C& CBEJE 10 MHHMMYM PHCKBLT OT pak Ha koxxata. [lonospurentute koxHH ne3uu Tpabsa Aa Geaar
oaNoKeHH Ha He3abaBHO u3cNieIBaHe, NOTSHLMATHO BIUTHOUBAIO XHCTONOTUYHH H3CISBAHHS Ha
Guroncnyunu Matepuany. [lpepasrnexaaune Ha ynorpebara Ha XXT3 Moke 13 Ce HANOXKH U TIPH NAUKMEHTH,
KOMTO ca uMany npenxones HMPK (Bax. ebio Touka 4.8}, -

Jpyru

Kakro npH BCAKO aHTUXMIIEPTEHIMBHO CPEACTBO, IPEKOMEPHOTO HAMAIIBAHE HA KPHBHOTO HASTAHE NPy
MAUHEHTH C HCXeMUUHA GONECT Ha ChPLETO WM HCXeMUYHA UepedpoRackyapHa 0oiecT MOKE 1a A0BEae 10
MHQAPKT Ha MUOKapAa UITA HHCYAT.

Peakuuu Ha CBp’bx‘-IyBCTBHTeJ'IHOCT KbM XHJIPOXJIOPOTHAZHA MOratT A& C¢ NOABAT HNPH NALMEHTH CLC HITH 6e3
AHAMHE33 33 a7IePrva Wi 6p0HXHaJ1Ha acT™Ma, HO ¢a NOo-BEPOATHH TIPU NMAUHCHTH ¢ TakaBa aHaMHE3d,

Crobuasa ce 3a 060cTpAHE MK AKTHBHPAHE HA CHCTEMEH JTyFIYC epHTEMATO3YC Iipy yniotpefata Ha
=
TUA3N/IHH THYPETHIH. P S
7 N
KakTo npu BeuyKH apyru aHrHoTensan [l peuentopHy aHTarOHUCTH, aHTHXHNED %&b}@ﬂg s

OIMECAPTAH € MAIIKO 110-Cliab NpH YepHOKOXKHA NALMEHTH, OTKOJIKOTO MpH NMauye ‘
4YepHOKOXM, o0aue, TozH edekT He e HabnonaBaH B €JHO OT TPHTE KIMHAYHH W31y
ONTMECAPTAH METOKCOMUL/ 2MIIOAHIMH/XHAPOXAOPOTHANL, KOMTO BKIIOYBAT 4ep
BHWK CBLIO TOUKA 5.1,

TR
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Ocrpa pecnupaTopHa TOKCHYHOCT .
Cren mpueM Ha XHIPOXIOPOTHA3M) ce chobIIABAT MHOTO PEIKK TEXKH CITy4au Ha OCTPa PeCclMpaTopHa

TOKCHYHOCT, BKJTIOUHTENHO OCTeD pecnidpatopel muctpec cunapoM (OPIC). Cnen npuem Ha
XUAPOXJIOPOTHARKI OOMKHOBEHO ce pasBuBa GenoapobeH 0TOK B PAMKMTE Ha MMHYTH 10 YacoBe. B
HAuanoTo CUMITTOMMTE BRKIOUBAT JIMCIIHEd, [IOBULIEHA TEMIICPATYpa, BjIolaBaHe Ha Gesioapobuara
Gynxima ¥ xunotonus. [Ipu cxmuenne 3a OPJIC tpadea na 6bae cnipay npueMbt Ha Onmecta A [Lmoc 1 aa
ce NPHIIOKY TIOAXO0/IUIO JiedeHUe, XUapoxIopoTHazua He TpAORa Aa ce Nprnara NpH ManyveHTH, KOUTO
ipeay Tosa ca nomy4arany OPJIC ciea npuem Ha XUNPOXAOpOTHASHIL.

Harpnii :
ToBa nexapcTro cuIbpKa NO-Manko ot 1 mmol narpuii (23 mg) Ha GuaMurpana TabeTka, T.e. MOXKE Aa Ce
Kake, 4e [IPaKTHUECKH HE ChIbLPHKA HATPH.

JakTo3a ‘
TMaureHTH ¢ peaKH HaCTEeACTBEHH NpobNeMH Ha HeOHOCHMOCT KbM TaNakTO3a, MBJICH NakTazen neduimr
WIIH TIIOKO30-TANaKTo3Ha Maiiadcopbiida Re TpAGBa Aa MPHEMAT TOBA JEKapCTRO.

4.5 BsaumogelicTBHE ¢ APYTh JeKAPCTBeHH NPOAYKTH H APYrd hopmu Ha B3auMogelicTBHe

HoTeHunanHy B3aHMOJEHCTBUI CRLPAHN ¢ KomOuualmaTa ¢ dbMKkcHpaHa Ao3a OIMecapTaH
MeNOKCOMMN/AMI0AMITHE/ XHADOXITOPOTHAIH

Crunumemeawama ynompeta ne ce npenopoviedq

JTumuii .

ITpK eqHOBPEMEHHO IPHACHKCHHE HA NHTHIF ¢ MHXHOMTOPH Ha AHTHOTEH3WH KOHBEPTHPAILYS SH3UM M T10-
PAZIKO € aHrHOTeH3HH [T PeUENTOPHN aHTATGHHCTH, € AOKNAABAHO 0OPaTHMO NOBADIABAHE HA CEPYMHHTE
KOHUEHTPAIMHTE HA JIMTHH W Ha TOKCcU4dHOCTTA. OCBEH TOBA THASHAUTE NOHIKABAT OROPEUHHA KINPBHC Ha
JIUTHA K CIEJIOBATENHO PUCKBT OT 0SB Ha IMTHERA TOKCHYHOCT MOKe /a ¢e nosuiiu, [Topaau Tora
ynotpebara na Onmecta A [lmoc 1 nuTuii He ce npenophisa (BX. Touka 4.4). Axko ynorpeGaTa Ha Tasu
KoMmOunatua ce oxaxe HeobX0auMa, ce NPENoPbYRa BHUIMATETHO MOHUTOPHPAHE HA CEPYMHHUTE HUBA Ha
AUTHIA.

Cunbmcmsauiama yROMpedd YIUCKEA ROGUMIEND GHHMANIE

barxnogen
Moke 1a ce Habnf01aBa MOTCHIMPARE HA @HTHXHIIEPTEH3NBHUS e(DEeKT.

Hecmepoudnu npomusgosvsnanumennu cpedcmea (HCIIBC)

HCTIBC (praounTeHO alleTWICATKLMNOBa kucenuHa (>3 g/iHeBHo), COX-2 UHXHONTOPH U HECEJICKTHBHH
HCTIBC) morar aa orcnabaT aHTHXMNEPTEHIUBHMA ¢eKT HAa TUAZUAHNTE TUYPETHIY U AHTHOTeHIMH 11
PELENTOPHNUTE AHTAIOHUCTH.

Tpu koM naumeHTy ¢ KOMNpoMeTHpaHa OpOpeuna GyHKITH (Hanp. MALUHEHTH ¢ AEXHAPATAUMS HiH TAKHBA
B CTapyecKa BL3pact ¢ KOMIIpOMETHpaHa 61x0peuHa GyHKUKA), €AHORPEMEHHOTO TIPUNOKEHHE Ha
anruoTenskn Il penenTopHY aHTArOHUCTH U CPECTBA, KOHTO UHXKOMPAT IIMKI00KCHTEHA3ATa, MOKE J1a
JOBeE 10 NOTBLIHMTENHO BowaRate Ha DLOpeynaTa PyHKINA, BKIIOYWTENHO 0cTpa 6B0peuna
HEOCTATBYHOCT, KOUTO obukHOBeHO ca obpatumu. [lo Tazu npuunHa xomOuHaLsaTa TpaGBa na ¢ npunara
¢ NIOBHUIEHO BHHMAaHHKE, 0co0eHo B cTapyecka Bu3pact. Cle 3arouBaHe Ha ChIIBTCTBA
NEPHOIHYHO CE TOBA CE NPENOpbUBa MOHATOPMpPaHe Ha OpOpedHara QyHkiMa U
Ha NALMCHTA.
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Crnemcmeawama ynompeba mpadea dd ce uma npedeud

Amut,bocmuu
Mo:ke na ce Habmogasa moTeHIupaHe Ha aHTPIXHHEpTeHSPlBHHSI epeKT.

Hpyau anmuxunepmenzusru cpedcmea ‘
AHTUXHNEpTeH3uBRHAT edpext Ra Onmecra A Tlmoc Moske 1a ObAe NOBMLIEH TIPH SAHOBPEMEHHO

NPHAOKEHHE ¢ IPYTH aHTHXHUIEPTEHIUBHH JISKapCTBEHN IPOIYKTH.

Anxoxon, bapbumypamu, HaprOMUYY WU GHMUOENPeCanmu
Mosxke aa ce HaDmonasa NOTEHUMPaHe HA OPTOCTATHYHATA XHMITOTOHHA.

Iorenumanyy B3aMMONECHCTBHA CRLP3aHH ¢ OIMeCcapTaH MeJOKCOMHT

Conwmcmeatiyaima yrompeba ne ce Rpenopuisq

ACE unxubumopu, anzuomenzun Il-peyenmopuy Gaoxepu wiu antckupen

Tlauny OT KAHHMYHH NPOYUBAHNS HOKA3BAT, Y€ ABOHHOTO OnoxHpane Ha peHHH-3HMHOTEH3HH-
anpocTeponosara cucteMa (PAAC) upes komOuHMpaHara ynotpeta na ACE naxuburopw, auruorensys 11-
penenTophy GNOKepH WM ATHCKMPEH C¢ CRBP3BA C TO-BHCOKA YECTOTA HA HEKeIaHU ChOUTHA, KaTo
HanpuMep XHINOTOHHSA, XHNEePKATHeMHs M HaManaeane Ha 6u0pevHaTa GyHKIMA (BRKIKOUYMTEIHO 0CTpa
650peuna HEROCTATHHHOCT), B CpaBHeHse ¢ ynoTpefaTa camo Ha €HO CPe/ICTSO, AeHCTRaLlo Bepxy PAAC
(ex. roukn 4.3, 4.4 ¢ 5.1).

Jlexapcmeenu npoOYKIMY, ROGAUABAULU HUBAMA HA KQTUL

EnHospeMennara ynotpefa Ha kanuii-chXpanssalin AMYPETHIY, KanHeRH 100aBKU, KaIHH-ChIbpKaliH
3AMECTHTENN Ha COTA WM APYTH NIEKAPCTBEHH TPOLYKTH, KOMTO MOTaT Ja NNOBHIIAT CePYMHHTE HUBA Ha
kamwii (sanp. xenapiH, ACE unxuGuropu) Moxke Ja foeee 10 MOBULIABAHE HUBOTO Ha CEPYMHMA Kanuii
{Bx. Touxa 4.4). AKo NeKapcTBeH NPOAYKT, XOHTO TIORITMABA HUBATA Ha KanMil ce mpeanuuie ¢
KoMbuHatnsTa Onmecta A [Loc ce npenops4sa MOHMTOPHPAKE HA NIA3MEHUTE HUBA HA KAIUA.

Honvanumenna undopmayun

Konecesenam, cexsecmpanm Ha HCIvHAMG KUCETUHA

ENHOBpeMEHHOTO NMPUNIOKEHNE HA CEKBECTPAHTa HA HUTHUHA KHCETUHA KONECEBENaM XUAPOXIOPHA
HAMATABA CHCTEMHATA EKCIIO3ULMA M MAKCHMATIHATA TUIA3MeHa KOHLEHTPalMs Ha OIMeCapTaH H HAMAJIABa
ti2. TIpHoKeHHETO HA ONIMECAPTaH MEIOKCOMILT HAM-MANKO 4 Yaca Mpe/iH KofeceselaM XUApoXIopHy
Hama/IBa edekTa OT ieKapcTBEHOTO B3ahMoelicTeie. Tpa6Ba Jla ce MpeaBUAM NpUIATaHe Ha OJIMecapTaH
MEOKCOMMUI Hall-Manko 4 Yaca Opeau A034Ta Ha KOTECCBENaM XHAPOXIopHA (BX. Touka 5.2).

Cnen nevenne ¢ aHTHAUM] (aTyMHHUEB/ Mariesues XMAPOKcUa) e Ha6mona3a1-1a ymepeHa PERYKLHA HA
OHOHAIMYHOCTTA Ha ONIMECAPTAH,

OnMecapTan MEAOKCOMM HAMA CBHIIECTBEH eEKT BHPXY GapMaKOKUHETHKATA WiIW hapMaKOIHHAMKKATA HA
BaphaprH WK GapMaKOKHHETHKATA HA WMOKCHH.

EnHospeMesHO NpUNoiKeHe Ha 0IMECAPTaH MEIOKCOMIUL M MPABACTATHA HAMA KJHHHIHO 3HAYUMH eheKTH
BBPXY (APMAKOKMHETHKATA HA KOATO M a € OT ChCTABKUTE NPK 3/APaBH HHIABHIH.

YOBCMIKHTE EH3UMHM OT CHCTEMATA Ha 1roxpom P450 1A1/2, 2A6, 2C8/9, 2C19,
HHKaKBLB HIIR € NTPOABHI MHHEMaNEH eeKT BEPXY AKTHBHOCTTA HA LIMTOXPOM
OuaKBAT KITHHHYHO 3HAUMMH B3aHMOAESHCTBHA MEXKY O-TMECAPTAH W ChEJIHHE
OT FOPeCNOMEHATHTE EH3MMH OT CHCTEMaTa Ha LuHToxpoM P450,

e
B in vitro npoyJuraHus, oiMecapTaH He € NPOSBIIT KIMHWYHO 3HAYMMH HHXUGUTOP MME‘ZN\
Wit

10
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* Hotediyanyn B3auMoaeHcTEHS CEBP3aHH ¢ AMIONHIIAH

Cenbmemeqiya YROmpedd, HUCKaaid NOSUIEHO SHUMAHE

Eghexmu nd Opyzu nexapcmeeny npodyKmu ebpxy amnodunun

CYP3A4 wxubumopu

EnnoppeMeHHOTO NPAIOKERKE Ha aMAOIHUNHA ¢ MOEY WK yMepenn CYP3A4 unxubGuropu (nipoteasiu
MHXHUOHTODH; a30/I0BH aHTHMHKOTHIM; MaKPOJIUIH, KATO EPUTPOMULNH WIH KIAPUTPOMMIIMH, BEPANAMUIL
HITH TAATHA3EM) MOXKeE J1a I0Bejle 10 3HAYUTENHO MOBHIDABAHE HAa eKCMIO3HIHATA Ha amiioaumuy. Knuanyso
Te3M (PapMaKOKMHETHYHY BAPHALMH MOTAT 1a OBIAT N0-H3Pa3eHH [PY MALMCHTH B CTApYECcKa BBIPacT.
ChiueCTBYRA OBUIICH PHCK OT XHITOTOHHA. BE3MOXHO € na ce HANOMKHA KIMHHYHO MOHUTOPHPAHE H
KOPEKLIMS Ha JI034Ta.

CYP3A44 unoyxmopu

I1pw enroBpeMeHnO NpuiloaeHKe Ha M3BeCTHH HHAYKTOPH HAa CYP3A4 nnazMenara KOHUeHTpaund Ha
aMIIOIHITHH MOXKe A3 sapHpa. Hopaau Topa KPEBHOTO HanArane TpAaGEa 1a ce TIpocheaaBa U ia ce oOMUCIn
afiaTITAPAare Ha 103aTa KaKTo [0 BpEME, Takd U cliea eAraBpeMcHEH npaeM, ocobeno cue cunay CYP3IA4
HMHAYKTOPH (Hanp. pHQaMIIMIIAH, JKBIT KAHTAPHOH).

He ce npenoppusa npunarane Ha aMIOAWNIMY €IHOBPEMEHHO C rpelindpyT 1 cok oT rpelndpyT, THI KaTo
OGHOHANMYHOCTTA My NPH HIKOM TALIHEHTH MOXe J13 C¢ TIOBHIUN, KOETO BOAU 0 NOBULIEHH
AHTUXUNIEPTEHIMBHH SEKTH.

Hanrponen (uudysns): Cnea enyoBpeMeHHO NPUNArake Ha BepanaMuil U IAHTPONEH MHTPABEHOSHO BBHPXY
KMBOTHH Ca HAOMIONABAHY TETATHY KaMepHy GHOPWIALIMH M KaDAHOBACKY/IAPEH KONATIC, CBBP3AHH C
xunepkanuemus, Tlopang puck oT XunepxkalieMua ce NpenophLUBa 1a ce u3Garsa e AHOBPEMEHHOTO
npHeMatie Ha OHToKepi Ha KATUHEBHTE KaHANK, KaTo AMITOAKINA TP MALMEHTH, NOAATIVIBY KbM MadurHeHa
XHIEPTEPMHUS ¥ TIO BPEME Ha JICYCHUETO Ha MAIHTHEHA XHIepTEpMUA. '

Bruwsinue Ha amrodunun 6bpxy Opyen AeKapemaeent npodyrmuy _
AHTUXHNEPTEH3UBHHAT €(PEKT HA AMNONUNKH YOHUIIBa eeKTUTE HA APYTHTE AHTHXUIIEPTEHIMBHY CPE/ICTRA.

B KNHHM4HH W3CTEaBaHMA 34 IEKAPCTBEHY B3aUMOAeHiCTBIN, AMIOANIIVH HE OKa3Ba BIMSHHE BBPXY
(apMaKOKMHETHKATA HA ATOPBACTATHH, IMIOKCHH MY BapdapuH.

CvMBacTaTiH: €NHOBPEMEHHOTO IPKIOKEHHE HA aMIOHIIMH B MHOTOKpaTHM Jio3d ot 10 mg ¢ 80 mg
CUMBACTATHH BOIH 10 77% NOBMIIARAHE HA SKCIO3MLMATA HA CUMBACTATHH B CPABHEHHE CBC CHMBACTATUH
MoHoTeparka. Ilpy nauneHTHTE HAa Tepanus ¢ aMAOJUIVH ¢ HeOOXOAMMO R03aTa HA CUMBACTATHH Aa Ce
orpasuyi Ao 20 mg nHeBHO.

Taxponumyc: ChIeCTRYBA PUCK OT TOBHINEHH HUBA HA TAKPOIMMYC B KPBETA TIPH €IHOBPEMEHHO
[PHIOKEHHE C AMIOIMINH, [TPHAOKEHHETO Ha AMITOJMITHH [IPH HALMCHT, JIEKYBaH C TAKPOAMMYC, W3MCKBA
1POC/eAsBaHe HA BUBATA HA TAKPOIMMYC B KPEBTA ¥ KOPHUIMpaHe Ha 1034Ta Ha TaKPOJIMMYC, KOTATO €
HeoOXO0ANMO, 3a Jla ¢¢ U30erHe TOKCHYHOCTTA Ha TAKPOIIMMYC.

Mexauuna Muiena #a naxubuTopuTe Ha panaMuunn (MTOR): nHxaduropure na mTOR xaTo chponumyc,
TEMCUPOIMMYC 1 eBepoTuMYC ca cybetpati Ha CYP3A. Amaoaunun e cnab uuxuburop na CYP3A. 1pu
easospeMenta ynorpeba ¢ mTOR HHXMOUTOPH, AMNOMMNME MOXKe 12 YBEJHYH eKCnO3KLUKATE Ha mTOR
HHXHOUTOPHTE,

/f-/,.-‘-—f*—m—_:‘\-.._.‘

5 @,Htﬂﬁ;l@!ﬁg

1Jnxiocnopyy: B IPOCHIEKTHBHO NMPOYYBAHE MPH NalKedTH ¢ ObOpeuna TpaHcLTanT
cpeano 40% yBenyueHHe Ha RaH-HHCKUTE HUBA HA LMKIIOCIIOPHH, KOTATO & W3N0
amyionuul, EanospemennoTo npuamkene Ha Onmecra A [Lnoc ¢ uukiocnop
€KCIIo3HuMATa Ha LMKkocnoph, Ilpy eanoBpeMertara WM ynorpeda tpadea sa
UKKIOCTIOPHH Y [IPH HEOOXOAUMOCT A4 C& MOHIKAT JOIUTE HA LMKIIOCHIOPHE.
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HNoreHuWaIy B3arMOIeiCTBHA CBRD3aHH C XWIAPOXIOPOTRAZHI

Convmemeatyama ynompeba ne ce npenophysa

Jexapcmeenu npoOYKMU, ROGIUASAWU HUBOINO HA KAUH

XHNoKanueMHYHMAT edexT Ha XRAPOXAopoTHasHA (BX. Touka 4.4) Moxe 12 Gbae NOTEHIMPAH OT
€/IHOBPEMEHHOTO NIPHIIOKEHNE Ha IPYTH JIEKAPCTREHH NPOJYKTH, YHETO NPHIOKEHUE € CBBPIAHO ChC
3aryba Ha kajgHii ¥ Xunokanuemus (Hatip. Apyrv KaMiypeTduHy AHyPETHIH, JIAKCATHBH, KOPTHKOCTEPOUAH,
AKTX, ampoTtepruuh, KapbeHokcoRoH, HeHKUHIHH (G HATPHI MM TPOM3BOIHH HA CATHIWIOBATA
kucenyua). Iopaau Tosa nogo6Ha ceneTeTBaIIa ynoTpe6a He CE UpenopLyRa.

Kombunayuu, xoumo u3ucKedam NOGUMIEN) GHUMUHUE

Kanyuesu coay

‘THasHAHKUTE JUYPETHIH MOKE A NIOBUITAT CEPYMHUTE HHBA HA KAILHIA BCIEACTBHE HA IOHKEHA
eKcKperus. Axo TpaOBa Jia ce NpeAnHLIaT Kaitiuesy £06aBKH ce NIpenopbyBa MOHUTOPHpaHE Ha CePyMHMTE
"HHBA Ha KLY ¥ aRanTapane HA 203273 HA KaJuus.

Xoaecmupamus u KOAeCMURORO6U CMOAY
B npHCBCTBHETO Ha aHNOH-00MEHHH CMOTH ce NOHIKABa abcopOLMaTa Ha XMAPOXJIOPOTHAZU.

Lueumanucosu znuxozudy
Hunyuupanara ot THa3HAHWTE NHYPETHUH XWTIOKATHEMHS 1M XHIIOMarHesueMus Moxe aa GIiaronpusaTeTea
NOABATA HA JAUCHTATHCOBA ChPCYHA APHTMAA.

Jexapemeen nPoOYKMU, KOUMO Ce NOSIUREAN O HPOMEHY & HUBOMIO HA CEPYMNIUT KA

TipenopruBa ce neproaHuHO Npocienssane Ha cepyMuus xammnii n EKT, korato Onmecta A [Tntoc ce
NPUIIATa 3aeHHO C JICKaPCTBEHY [IPOJYKTH, KOUTO Ce TIORNUABAT OT NPOMEHHN B CEPYMHMA Kanui (Hanp.
AHTUTANHCOBM [JTMKO3KIY ¥ aHTHAPUTMMLIM), KAKTO W ¢ TeKapCTBeHH NPOAYKTH, HHIYUHPalK forsades de
pointes {(KaMepHa Taxukap/ns) (BIIIOYBAIM HAKOH aHTHAPHTMHLI); XHIOKATIMEMUATA € IPEAPA3NONaram
daKkTOp KBM pasBUTHE Ha forsades de pointes (kaMepHa TAXBKAapaus):

- AHTHAPUTMHLIN OT Kiac la (Ranp. XMHUIHA, XMAPOXUHUIRH, AH30TPAMUI).

- anuTHapuTMuLM Kiac [ (Hanp. amuonapoR, cotanon, noderunnl, UOYTHIHA).

- HAKOM QHTHICHXOTRIM {(Harp. THOPHIAIMH, XIOPIPOMa3HH, JeBOMENPOMA3HH, TprIyonepastH,
HHAMEMA3¥H, CYJIITHPUN, CYATONPUN, AMUCYIIPHI, THANIPHI, MUMO3KHA, XaTONePHAOR, APONEPUION).

~ Ipyry (Hanp. benpunmn, M3aupi, udeMannn, epHTPOMUIMH 32 1.V, IPUIoKeHre, xanohaHTpyH,
MM301aCTHH, fleHTaMiunH, criapduiokcatun, Tephenanus, BHHKAMHH 33 1.v. NpUNoKeHHe).

Hedenonapusupauu Muopenarcanmu (nanp. myboxypaput)
EgexriT Ha HeaenonapH3HpaLHTe PETAKCARTH Ha CKENIETHATa MyCKYnaTypa Moxe ha Gbie noTeHuupaH ot
XMAPOXTOPOTHAZUA.

Anmuxonunepzuinu cpedcmed (Hanp. amponus, burnepuoeH)
[NoBuuIapaT GHOHARUYHOCTTA HA THA3HANHTE JHYPETHLM KaTO 3a0assT CTOMAUIHO-YPCEHHS MOTHITHTET H
CKOPOCTTA Ha €BAKYallHy Ha CTOMAUIHOTO ChABPIKKEMO.

Anmuduabemnu nexapcmeenu RPOOYRINU (HEPOPArH CPEOCIMNEA U UNCYILH) :
JleyeHMETO ¢ THA3HAK MOXKE Ja IPOMEHH FIIOKO3HUA Tonepanc. Moxe Jla ce HaloKW ajaTHpaye Ha Ro3aTa
Ha aHTHAHaOETHUTE JIeKapCTBEHM TIPOAYKTH (BXK. TOUKa 4.4).

Memgopmun _ :
Merdopmun TpaGea aa ce H3NOM2BA ¢ NOBMUISHO BHIMAHKE, IOPAM PUCK OT A
HHAYLHpaHa OT BepoaTHa $yHKuKOHaANHA OEOPEYHa HEIOCTATEYHOCT, AB/DKALIY
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Bema-broxepu u duazoxcuo
XunepriuxeMpunusT edekr sa Gera-Glokepure U IMAZ0OKCHIT MOXKE Ad C& YCUITH OT THA3MHTE.

IIpecopnu amunu (nanp. nopadpenarnus)
EdextsT Ha npecoprute amunn Moxe aa 6v1e orcnaben.

Hexapcmeenu npoOyKm UNON36AHY & AeYeHUEMO Ha noOazpa (Hanp. npobeneyud, Cyunnupazon u
QRONYPUNOI)

THHA KATO XMAPOXIOPOTHANA, MOKE NA MIOBAILA CEPYMHUTE HMRA Ha TMKOYHATA KMCEIMHE, MOXe 1a e
HEODXOAMMO azarTHpae Ha JO3WPOBKATA HE YPHKO3YPHUHATE NEKAPCTBEHH NPOAYKTH. BB3MOXKHO € aa ce
HAJIOXKH NOBAILABAHE HA 203aTa HA npobenenus wiy cyndunnupalon. Exnoepemennara ynorpe6a Ha
THA3M/IM MONKE 14 HOBUIIM YECTOTATA HA PEAKIIANTE HA CBPBXUYBCTBUTEIHOCT KbM ANOTYPHHON.

Ananmadun
Tuasumre MOXe 1a NOBULIAT PHCKA OT HEXENAHH peaKlMi NPHYMHEHN 0T AMAHTAIVM.

Lumocmamuyu (nanp. yuxiogochamud, memompexcam)
Tuasuaute moxe ga HamangT 6BOpeUHATA EKCKpPElUA HA LUTOCTATHLWTE K A4 NOTEHLIUPAT TEXHUTE
MUENOCYNPECHBAY eeKTH.

Canuyunamu
[py BUCOKM [03M HA CATHUMTATHTE, XUAPOXTIOPOTHAZH] MOXKE [a YCWIK TOKCHHHUA edexT Ha
CANHMIMIATATE BBPXY HEHTPATHATA HEPEHA CHCTEMA,

Menmunoona
Mma nonyuenu nsonupann cho01enns 33 XeMOITHYHA aHeMHS, HaBmoasaHa Npy eHOBPEMEHHATA
ynoTpeda HA XUAPOXIIOPOTHAZHI M METHNIOTA.

L{uxnocropun
ChRIBTCTBANIOTO NIEYEHNE C LIMKIOCMOPHH MOXKE A3 NOBKINY PHCKA OT XHOEPYPHKEMHS H YCIOKHEHNAS OT
THNA Ha TIofarpa.

Tempayuxaunu
ChIBTeTBAOTO NPHNCHKEHHE HA TETPAIMKINEHN H THA3UIM NIOBHILABA PUCKA OT CRBP3AHO ¢
TCTPALMKIMHHTE IOBMIDEHYE HA ypeaTa. Tosa R3aMMOAEHCTBHE BEPOATHO € HETPHIOKAMO 38 AOKCHUMKINH.

4.6 PepTUIHTET, GPEMEHHOCT H KbpMeHe

bpemennoct

Yuorpebara na Onmecta A [lmoc ¢ npornBotIoKasana nipe3 2-us 1 3-Tus TpHMECTHP Ha GpeMennocTTa (BXK.
T04KM 4.3 1 4.4). lIpeapun eeKTHTE HA OTACTHHTE KOMIOHENTH Ha TO3H KOMOMHVPAH MPOIYKT BHPXY
BpemennocTTa, ynorpebara #a Oamecta A Thioc He ce IPenopbYRA TIPEs LPBUS TPUMECTBP Ha
OpemenrocTTa (B, TOuKa 4.4).

Onmecapman MeooKCoMun

Ysniorpebara Ha anrnoTeH3nH 11 perienToOpR aHTATOHUCTH HE ¢ NPefIoPbUBA IPE3 MbPBUA TPUMECTLD HA
OpemennoctTa (BIK. TodKa 4.4). YnorpeGara na anruorensuys I| peuerropHy aHTaroHUCTH €
MPOTHRONOKA3ZHA 1Ipe3 2-HA M 3-THA TpuMecThp Ha OpeMeHHOCTTa (BiK. TouxH 4.3 H 4.4).

EnunemMuonoruupuTe JaHHE OTHOCHO PHCKA OT TEPATOreHHOCT CIe excno3yis Ha AC QuTopu npes
OBPBHA TPUMECTHP Ha OPEMEHHOCTTa HE ¢a KaTeTOpHIHK; Bee MAK HE MOYKE Aa Ce !’éﬁ%ﬁ%ﬁ\\
NOBUINABAHE HA PUCKa. Bbpexy, ue nunceaT KOHTPOTHPAHA SITHAEMHONOTHYHHK /T 0;‘}93%&@_ ¢ Ha
pricka ¢ aHrsoTensuH Il perienTopyn aHTaroHUCTH, NOAOGHH PHCKOBE MOXE Aa F, ¥
JekapeTea. [lalMeHTKUTE Nnanupauiy 6peMeHHOCT Tpa6Ba Ja upeMHHaT Ha aﬂir
AHTUXHMIEPTEH3UBHO NIEUEHHE, KOETO € ¢ YCTaHOBeH Mpodun Ha BesonacHocT 3
GpeMeHHOCT, OCBEH aKO NPOALIGKHTENHATA YROTpeba Ha aHrMoTeH3H pcucm‘o'}ﬁa

A .
ém §
‘T?‘V*\W .
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CBILECTBEHO neobxonuma. IIpn nokassane Ha GpeMenHoOCT, NeuerHHeTo ¢ aHrkoTeH3uH Il petentopun
AHTATOHUCTH TPAGBRA He3a0aBHO 1A ¢e NPeKpPaTH H NPpH HEOOXOMUMOCT [ ce 3alouHe ANTePHATHBHA
TEpaInHs.

H3BecTHO €, ye eKCHO3ULMATA HA AHTHOTEH3HH 11 PeLIeTTOPHH AHTATOHMCTH 1Ipe3 2-Hs W 3-THA TPHMECTBP
BOAY 0 HETOTOKCHYHOCT MPH XOpa (MoHMkeHa GrOpeuna PyHKLWS, ONHFOXHAPAMEHOH, 3abaBena
OCH(MKalHA Ha Yeperna) ¥ HEOHATANTHA TOKCHYHOCT (610peuna HeOCTATEYHOCT, XMIOTOHHS,
xXunepkanvemns). (Bk. Touka 5.3).

Ipu excrozpum ¢ aHTHOTeH3HH 1] peLleNTOPHY aHTArOHKHCTH, HACTBITANA OT 2-HS TPHMECTED Ha
OpeMeHHOCTTa Ce IPENOPLYBA MPOBESK/IAHE Ha YITPa3BYKOB KOHTpo. Ha 6BOpeunara GpyHkuns W yepena.

bebera, uuHTO MalixH ca pHEMaiy aHrHOTeH3UH [1 peuenTopHH aHTaroHHCTH TpaGBa Aa GBIAT BHUMATETHO
HabII0AaBAHH 32 XHIIOTOHKA (BK. ChLIO TOUkM 4.3 1 4.4),

Xuopoxaopomuasuo
OnuTbT 0T ynotpebara Ha XUAPOXAOPOTHA3HA 110 BPeMe Ha OPEMEHHOCT H 0COOEHO Mpe3 MEPBHA TPHMECTEP
e orpan-leH. l'[pquBaHmTa l'lpH HHUBOTHH Ca HCJOCTATHYHH.

XuapoxnopoTHasHa NpeMyHaRa nnatieRTaprata Gaphepa. Kato ce uma npeasyua bapMaKkosorauHusT
MEXaHU3bM Ha JeHCTBHE Ha XMAPOXIIOPOTHA3K, ynoTpebaTta My npes 2-Hs U 3-THA TPUMECThD MOXKeE Ja
KoMnpomeTHpa deTonnaneHTapHara nepdys3ud U 1a AoreAe 10 (PETAIHE ¥ HEOHATAIHH e(eKTH KaTo HKTEP,
HapyUIeHUsA Ha ENEKTPOJUTHHA OanaHc M TpOMOOLMTONEHNS,

Xuapoxnoporrasij ue TpadBa 1a ce H3M0/13Ba NPH FECTALUHOHEH OTOK, TeCTALHOHHA XHIICPTOHHI WK
NpeeKNaMIICHs, NOPaTH PUCKA OT XHTIOBOJIEMHA H IIALEHTapHa Xxunonepdysus, 6e3 GraronpusatHu edexTu
BBLPXY X0/1a Ha 3abonaBaHero.

XHApOXIOpoTHA3K He TPA0BA J1a e U3M0/38A 3a IEUSHHE Ha eCCHIIMATHA XHIEPTOHHA pH GpeMeHHu JKeHH
¢ H3KTIOYEHHE HA PEJKHTE CAY4aH, [IPH KOHTO HE MOKE 12 CE H3IO/3Ba APYTO JIEYEHHE,

Anroounun

Jannnte 3a orpannyen 6poli excnosHpaHy GpeMEeHHOCTH He NOKA3BaT, Y€ aAMIOANITHH HITH APYTH KAILHEBH
4HTArOHHCTH HMAT YBPEXKIALI0 ASHCTBYE BEPXY 3/paBeTo Ha oaa. BraMoxuo e o6aue aa uMa puck ot
NPOIBKHTENHO PAKAAHE. '

Knpmene

To Bpeme ha xbpmene ynorpebara na Onmecta A Tlaoc He ce npenopsusa, a ¢a 3a NPEANOUKTAHE
AITEPHATHRHH JIeUeHUs ¢ 10-300pe ycTaHOBeH NpodHn Ha Oe30MacHOCT MO BpeMe Ha KbpMeHe, 0cobero npu
KbpPMEHEe Ha HOROPOAEHO HAM HeJOHOoCeEHOo Gebe.

OnmecapatH ce ekcKpeTHpa B MIAKOTO Ha KbpMeLIH TurbXose. He e yctanoBeHo Janu onMecapraH
NIPEMHUHABA B KhpMAaTa TIPH XOpA.

AMIIONWNHH ce eKCKpeTHpa B KbpMaTa npy xopa. HacTra ot jo3ara Ha MalKaTa, MOMyYeHa OT KbpMaUeTo, ¢
WU3YHCIEHA ¢ HHTEPKBAPTWIEH AHANMA30H OT 3 — 7%, ¢ MakcuMym 15%. EdekTrr Ha aMnogunyy upxy
KbpMAaJeTaTa € HEH3IBECTEH.

XHAPOXTIOpOTHA3KA C& CKCKPETHPA B KbPMATa B MaNKK KojidecTBa, THA3HANTE BLE BHCOKHU JI03H BOJAT J10
HHTEH3HBHA JHYPE3a H MOXKE J1a MHXHOMPAT NpoayKIMATa HA MIISKO.

GHOXHMH‘IHH npomeﬂn B TMaBUYIKHTE HA CIIEPMATO30HANTE.
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Knnugynmre aniu 3a NoTeHLMANHAA eheKT Ha aMITOMIIMH BBPXY depTHANTETa 0a HEAOCTATBUHN. B eqHo
MPOYYBAHE BHPXY MLTLXOBE €A YCTAHOBSHU HeKenaHH eeKTd BbPXY MBXKHY (PepTHNNTET (BK. Touka 5.3).

4.7  Edexrn pupxy cnocobrocTya 332 modupaue u pabora ¢ Mamaun
He ca NpoReskaany npoyyBanus 3a eeKTHTe BEPXY crocoBHOCTT 3a modupare ¥ pabora ¢ MALIHHH.

Tpabea Aa ce nma npeasusl, 00aye, Ye TIOHIKOra iPH NAUHEHTH, KOHTO NPUEMAT AHTUXHIICPTEH3IUBHA
Tepaima, MOTar 2a c¢ NOSBAT 3aMasHOCT, r1asodoive, rajeHe dH YMOpPa ¥ e Te3H CHMIITOMH MOTaT Aa
Hapymat cnocobBocTTa 33 peakuus. Tlpenopbyusa ce noBHILEHO BHUManHe, 0cofeH0 B HauanoTo Ha
neyeuneTo.

4.8 Hexenann JeKAPCTBEHH peakuun

BesonacHocTTa Ha xoMOMHALMATA ¢ PUKCHPAHA 1034 GlIMECAPTaH
MEAOKCOMHA/aMIIOIMIAH/XBAPOXIIOPOTHA3U € [POYYeHa B KITHHHYHY NPpoYYBaHuA ipy 7 826 nanuerTy,
ApUEMATH OIMECAPTAH MEAOKCOMMN B KOMOMHAUMA ¢ AMAOAHIHH H XHAPOXIOPOTHABN]L.

HexenanuTe peakivH 0T KIMHHYHN (IPOYYBAHUA, MPOYUBAHUN 36 HE30MACHOCT CJle]l NONYYABAHE HA
Pa3PeLUCHHETO 3a yrioTpeda 1 CIOHTaHHK ChoOlIeHMA 3a KoMOnHaHATa ¢ duKcHpaHa 1033 onMecapTan
MCAOKCOMMI/AMJIOAMITHH/ XWAPOXTOPOTHAZM]L, KAKTO U 33 OTAENIHUTE KOMIOHEHTH OJIMECapTaH
MEAOKCOMHMIT, aMITOAHITHH H XHAPOXNOPOTAA3K]L BB3 OCHOBA Ha M3BECTHHR NMpothi 3a He30MmachocT Ha
OTACNHUTE KOMIOHEHTH ca 00o0ueHH B Tabmmua 1.

Haii-uecto crobiuaanuTe HEweNaHN PeaKLMU 110 BpeMe Ha JIeUEHHETO ¢ KOMOMHALMATA OT (PUKCUPAnN
L03U OJIMECAPTAH MEAOKCOMAI/aMIOAHNINH/XUIPOXTIOPOTHAZWS Ca NepHdepeH OToK, rﬂasoﬁonue 7|
CBETOBBPTEXK.

Crnensara TepMUHOSOIHS € U3ROM3BAHA 32 KIACHhDHLUPAHE Ha MECTOTATd HA HEXENAHUTE JICKAPCTEEHH
peaKIuu:

M#uoro yecrn (>1/10)

Yecrw (>1/100 po <i/10)

Heuweern (>1/1 000 no <1/100

Peaxn (>1/10 000 no <1/1 4600)

Msoro peaku (<1/10 000)

C nenssectHa decToTa (OT HANMYHHUTE [3HHY He MOKe a Obde HanpaBeHa OlIEHKa).

Tabnuua 1: Ipernea Ha HexKeNlaHATE Peakiy ¢ KOMGHHAUMSTA ¢ (PUKCHPAHA 1038 OJIMECAPTAH
MEACKCOMMII/ AMNIOMITHH/ XM APOXJIOPOTHASKL H OTAEIHHATE KOMNOHEHTH

Cueremo-opranen | Hexenand Hecrora
waac no MedDRA | peaxuun KomOusaousa | Oame- Amaonnnny | Xuapoxjaopo-
) ¢ pukcupana | capran THA3MA
Ao3a
onMecapTaH
METOKCOMMT/
amaoIHnun/
XRAPOXIIOpO- I
THEEHH b , /NH ‘“?;’)S\
Hudexuun u Hudexuns na Yecta - - S ey TN
vHpecTaluu TOPHHTE
AHXATETHH
NbTHLIA
Hasodgapuarur Yectn - -
Hudexuus va Yectn Yectn -
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NHKOUHHTE
IIBTHIA
CuanoaneHur - - - Pepxu
Heonnasmu - HemenaHomeH - - - C HeH3BecTHa
1#00pOKasecTBEHM, | paK HA KOkKara 4ECTOTA
AUIOKAYECTBEHHA H (OazansoxteTs-
HEOMPCIC/ICHH HeH KapuuHoOM H
(BKIT. KHCTH | CKBAMO3HOKIIE-
TONRTIH) TH4EH KAPHHHOM
Hapywienus na JleBkonenus - - Mioro peaxu | Penin
KPbBTa W stumdiHaTa | TpomGoruro- - Heuectn Muoro peaxu | Peaxn
cHcTEMa TeHUA
[otHckane na - - - Penxn
KOCTHHSA MO3BK
Heytponesus/ - - - Penxn
arpasynouNTo3a
XeMonuTHHa - - - Peaxn
| aHeMus
Annactiuna - - - Peaxn
aHeMiLt
Hapymenus Ha Anadumiaxriugy | - Hevectn - -
MMyHHATa CHCTEMa | PEaKIHH
JlexapcreeHa - - Muoro peaxn | -
CBPBXYYBCTEBH-
TENHOCT
HapyuseHss Ha Xunepranuemus | Heuectu Penkn - -
meTaboausma u XunokanueMus Heuectn - - Yectn
XPaHEHETO | AHOpeKcus - - - Heuecty
| Toxoayphs - - - MHoro vecTn
Xunepraniye- - - - Yectn
Midsl o
Xunepravxemus | - - Muoro peakn | Yectn
Xuno- - - C - Yectn
MATHE3HEMH ‘
XunosatpHeMmus | - - - Yectn
Xunoxnopemus - - - YecTn
Xuneprpursauep | - Yectu - Muoro peaxn
HASMHA
Xuiepxonecre- - - - Muoro gecrn
ponemMus
Xunepypukemus | - YectH - Mpuoro yecry
Xunoxnopemuu- | - - S - Maoro penxy
Ha ankaoza
Xunepammia- - - - YecTu
3eMHS
[lenxuuyu Cheroanue Ha - - Penxu Yectn
HapyeHH 00BbpKAHOCT
Henpecus - - Heuectu L PERA
Anarus - - - ,/\ . P
Pasppasharen- | - - Heqecmf !
HOCT i
beznoxokcTBO - - - ‘ E
Ipomenu B - - Het{ecmf&
HACTPOCHUETO N, Tl
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(BENIOUMTENHO

| TPEBOXKHOCT)
Hapyiuenus na - - Heyvectn Penxu
CBHA ' '
{BXIHOMUTETHO
Geschhne)

Hapymenns xa JamagHocT Hectn | Yecrn Yectu Yecru

HepBHATA cucteMa | [mapoGoaue YecTn Yecru Yectn Penku

OprocTatHyHa Hedectn - - -
3aMagHOCT

Hpecunxon Heuectn - ‘ - .
Hucreysua - - Hedectn -

Xupepronng - - Muoro peaxu | -

Xunoecreaus - - Heuects -

[Mapecresus - - Heuectn Penxu

Nepudepna - - Mpmuoro penkn | -
HeBponaTus

COMHOIEHTHOCT - - Yectu -

Cuuxon - - Heuectv -

Konpyncun - - ' - Penxu

3ary6a Ha anernr | - - - Heuectn

Tpemop - - Heuecru -

Excrpanupamug- | - - C Heu3BecTHa | -
HH HAPYIUCHHUA ' 4eCcToTa

Hapyiuenus na 3putenun - - Yectn Peaxu
oquTe HAPYLIEHHA -

{ BEIOUMTENHO
JMIINONNS,
3AMBINICHO
3peHue)

Hapyinena - - - Peaku
NaKpHManig

Brnomasaue ua- - : - B - HeuecTn
CHILECTBYBALIO
KBCOTJIENICTRO

Kcanroncus - . - Penku

Xopoupanen - - - C nHeuspectHA
H3IUB 9eCToTa

Octpa Muonna, | - - - ' C HeussecTHa
ocTpa ' YeCToTa
3AKPUTORIBIHA
rnaykoma (Bx.
Touka 4.4)

Bapyuienus Ha Bepruro Heuvectn Heyectu - Peaku

yxoTo  nadupunra | TuauTyC - - Heuectn -

Crpaevunsu Namnuranuu Yectn - Hecti -

HapyIllIeHnd Taxukapaus Hewectn - ~ - i

" —
' Muokapnes - - Muoro p Rl ,)5\\\\\\
uH{papxT B RN

=i

A

Apurmug - - Heue
(BITHOYHTENHO
Opaaukapana,
KaMmepHa
TAXUKapaAHa H
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IPeaChPIHO
MEBXACHE)

Auruua
[BEKTOPHC

Hevectu

Heuectn
{BK.
arpaBaiMi Ha
aHTHHA
IEKTOPHC)

CBN0OBUH
HapylieHus

Xunorouns

Yecrn

Penxu

Heuectn

3auepraBaHe

Heuectn

Yecth

Oprocratuyna
XUTTOTOHHUK

Heyecn

Backynur (8xn.
HEKPOTH3HpAILL,
aHIHHT)

Muoro penku

Penxu

Tpomboza

Peaxu

Em6onns -

Penku

Pecnuparopsmn,
IPBIHH H
MEIHACTHHATHH
HapyweHus

Kamma

Heuectn

Yectn

Heuvectu

bponxut

Yeetn

Jucnhes

YecTy

Penxn

Dapusrar

HectH

Punur

YectH

Heuecry

Ocrpa
HHTEPCTHLIMANHA
FHEBMOHMA

Penxu

Pecniuparopen
JUCTpeC

HeuecTn

benoapoben oTok

Peaxy

Ocrop
pecrpaTopeH
AUCTPEC

cuHAapom (OPNIC)

{8k. Touka 4.4)

Muore penxy

CroMaurHo-upeBHH
HapyILieHUs

Muapus

Heuectn

Yectu

Yecrn

Tanede

Yectn

Yectu

Yecmn

Yectu

Koncrunanusa

HecTn

Yecrtu

CyxoTa B ycTara

Heyectu

Heuectu

Abnomudanna
Oonxa

Hectn

YeoTH

Yectd

Tipomenen
upeBeH Xabutyc
{ BKIKOUMTENHO
JUapHs W 3arex)

Yectn

Meteopusbm

Yectu

Jucnencus

e
Yect

Tactpur

MHoro peaku

CromaiHo
JApazHene

Yectn

TacTpoenreput

" e

frre T
i

Xunepniasua Ha
BEHLHTE

A

T N
NUAY

AN

MapanutaucH
BIeyc

Tagkpeatur

TloBprutane

Heuectn

DE/H/6348/001-005/1A/006
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Cnpy-nopo6ua - - Muoro - [
EHTEPONATHS ' PERKH
(BA. TouKa 4.4)

Xenatobunuapun XenaTur - - Muoro penky | -

HAPYLISHH ABTOUMYHEH - C - -
xenaTut* “ HEHU3BECTHA
YecTora

Kuiareunua - - Muoro penxu | Peaku
(vurpaxenaraned
X0JICCTATHHEN
uKTep)

Octsp - - - Penxu
XOASUKCTUT

Hapyiwaenns na Anoneums - | - Heuectn -

KOMATA H AHTHOCHEM - Penxu Mnoro peaku | -

HOAKOMHATA TEKAH | AnepraycH - Hevecru - -
AEpMaTHT

Epurema - - Msoro peaiu | -
MynatagopMe

Epurema - - - Heuectn

Koxnu peakupn | - - - Penxu
nono0HY Ha
IYIYC
_epUTeMaTONeC
Exaurema - Hevectn Heuectu -

Exchonmaruges | - - Muoro peaku | -
JEePMaTHT

Xunepxuipoza - - Heuectn -

Peaxuun Ha - - Muoro peaxn | Heuectu
(hOTOUYBCTBUTENT
HOCT

[pypurye | - Heuectu Heuectu Hevectu

Hypnypa - - Heuwectn Heuectn

Orox #a Quincke | - - MHoro peaxn | -

Obpus - Hevecry Heuyectn Hegectu

Peaxrurupatie Ha | - - , - Penxn
KOKeH Aymye
EpUTEMATONEC

Toxcnusa - - C veuzsecTHa | Penxnm
eI epManHa YECTOTa
HeKpoAH3a

[Tpomsna B usera | - - Hewectn -
Ha Kowara

CunnpoM Ba - - Muoro peaxu ¢ -
Stevens-Johnson
Vpruxapus - Heuectn Heuectn Heuectn

Hapyuredus na Myckynan Yecti Penxn YecTn o
. /;Emufﬁ %;(“2\2\ |

MYCKYITHO- CriazMu . v
N .
CKeeTHaTa Orok Ha crasure | Hectu - - /% e
o gL T

cHcTeMa | Myckynna Heuectu - -

CHEIMHUTENRATA enabocT 4 E

i :

ThKaH Orox na - - ‘—IBCTH‘=-\ g
LIRICHKTE N

N
Aprpanrus - - HeuecTs ™\, 4

T .
T
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ApTpur

Yectn

bonka B repba

Heetw

Heuecty

[lapeza

Muanrusg

- Heuectn

Henecrn

Ckenerua Gonxa

Uecty

Hapymenus va
Oubperre u
[IHKOYHUTE ITLTHILA

Nonaxuypug

Yeetu

Hosrieda
YeCTOTa Ha
ypHiHRpaHe

Heuecty

Octpa 6u6peuna
HENOCTATHHHOCT

Peniu

Xemarypus

Yectn

Mukuunonnn
HapyweHus

Heuectu

Huxrypua

Heuecty

-

Wureperrima-
J1eH HedipHt

Peaxu

EBnbpeuna
HE/lO0CTATBUHOCT

Peaky

Hapytsenus Ha
BB3NPOUIBOAMTETH
ara CUCTeMa M
repaara

EpexTuina
JARChYHKUNA

HedecTu

Hevectn

Heuectn

TunexkomacTus

Hewectu

OO0y HapyuweHHs
H edexTy Ha
MSICTOTO Ha
NIPHIIOKEHYE

Actenua

Yecern

Heuectit

YectH

[lepudepen oTox

Yecti

Yectu

YuMopa

Jeetn

Yecti

Yecru

bonka s repaure

Yectn

Heueern

Bucoxka
TeMIIEpaTypa

punononobuu
CHMITOMM

YectH

Jletaprua

Penkn

OTnannaanoct

Heuecrw

Hevectn

Orox

Muoro uectn

bonka

Yecrn

Heuectu

OTOK Ha JTMIETO

Heuectn

Hscnenpanus

{losHiiesu HHBa
Ha KPEaTUHHH B
KPBBT2

Yecry

Peaxu

Tlosuiiedy HitBa
Ha KpbBHATa

Jpea

YeoTn

Yectr

TToRUIMEHH HUBA
Ha TMKOYHA
KHCEIHHA B
KpBBTA

Yectn

Hamanenn nisa
Ha Kanuil B
KPBBETA

Heuectu

Yosuipeny Hupa
Ha raMa
FIyTaMMI

TpaHcdepaza

Heuects

Tosuwena

Heuectn

DEM/6348/001-005/1A/006
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alaHHH
aMuHoTpaMche-

paza

THNopmoeua Heuectn - - -

acnaprar

aMHHOTpaHcde-
aza

Tlorumenwu - Yecrn MHoro peaxu
yepHoapoOHH (npearMHO
CH3UMH BC/ISACTBHE
Ha
XofecTasa)

Ilosnieny nuea | - YecTH - -
Ha KpeaTHH
docokriHaza B
KPBETA

Hamanedo terno | - - Heuectn -
—

[ToBumesno rerno | - - Heuectn -

*Hpe3 NOCTMAPKETHHIOBHA NMEPHOA CcC crobuasa 3a CJTYy4aH Ha aBTOUMYHCH XEHNATUT ¢ JIATEHTEH OCPHOA OT
HAKONKO Meceua 00 roguHu, KOHTO Ca OGPaTHM}’! CJEl CYIHPAHC Ha TPpHEMa Ha onMacapTaH.

Enuauusn cnyqau Ha paGaoMuonnsa ca choOMAaBaHK KaTo BPEMEHHO CBBP3AHH C IPHEMa Ha aurHoTensu [
peuenrropuy Oitokepu. 1lpn nanyeHTH, NEKYBaHN ¢ aMIOIHITHH ¢a CHOGIABAHN SMHKYNY Clydau Ha
EKCTPaNUPaMUACH CHHIIPOM.

HeMenanoMeH pak Ha KOXKATa! 8b3 OCHOB2 H2 HAJTMHHHTE JAHHHU OT eNWJIEMHONOTHYHH MPOYUBAHKA €
HabnioaapaHa 3aBHCHMA OT KyMYNaTHBHATA 1033 Bpbika Mexkay XX T3 u HMPK (sx. coito Touxn 4.4
#5.1).

JlombIHNTENHH HeKeNant PeakiMy, choGLIeRy B THHHYHY DPOYUBAHAS WIH 0T NOCTMAPKETHHIOBHA OIIAT
¢ xoMbuHaLnaTa ¢ GHKCHPAHU JO3K ONIMECAPTaH MEROKCOMMA H aMIONHINH, KOUTO BCE OUIE HE ¢a
cHoBMeHH 32 KOMOHHALWATA ¢ QUKCHPAHA 4038 OIMECAPTAH MEIOKCOMMI/ AMIOIUITHH/ X UEPOXIIOPOTHASH,
MOHOTEPAINHS ¢ ONMECapTaH MEJOKCOMUT WM MOHOTEPANHSE ¢ AMAOIMIIYH HIK ¢a ChOSIUEHH B HO-BHCOKR
4ecToTd 3a ABCiiHaTa koMbunauus (Tabnuia 2):

Tabanua 2: KoMbunanusa HA 0IMeCAPTAH MeTOKCOMA A AMJIOAHINY

Cucremo-opranen xiac HYecroTa He:xxenann peaxnnn

L ,
Hapymienus va uMyusara Penku JlekapcTeeHa CBPbXUYBCTBUTEIHOCT
CHCTEMA
CroMaiHo-4peBHit Heuectn bojka B ropnara yacT Ha KopeMa
HAPYINEHHR '
Hapywmenus na Heuvectn Hamasneno nubupo
pPenpoOLYKTUBHATA CUCTEMA U
r'bpAATA
O061wu HapymieHus Y eekTH Yectu OTOK ¢ IMKH
Ha MACTOTO HA MPHIOKEHHE Heuecrn JleTaprus
Hapyiennsa Ha MycKyHO- Heuecrn Bonka B kpaiix
CKeNeTHATA CUCTEMA U :;,7’: cy
CHLCAHHUTE/THATA ThKaH L AR

K)

doria

oo
LI, B
AL

e

!

|
1
¢ xoMGuHauMaTa ¢ UKCHpaHA 1033 ONIMECAPTaH MEAOKCOMMIA 1 XMIPOXIOPOTH ;
AOKNAJBAHH 33 KOMOHHAUMATA ¢ PHKCHPAHa 2032 ONIMEcApTaH "
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MEIOKCOMHN/aMTNOAHITUR/ XWIPOXJIOPOTUA3HA, MOHOTEPAITHA C OIMECApPTaH MEIOKCOMU HAH MOHOTEPAIIN
C XRAPOXJIOPOTHAIKA HIIK C IO-BHCOKa YECTOTA 3a ABOHHaTa koMGuyaims (Tabmuna 3):

Tabnanna 3: KombuRanua Ha oaMecapTay MeIOKCOMU H XHAPOXJIOPOTHAZAN

Cucrema Opran knac Copcerema Oprau kiaac Cucrema Opran knac

Hapyuiesns na vepeHarta Peaiu Hapyinenns B ch3nanueTo (XaTo

CHCTEMA aaryba Ha cmﬂam{e)

Hapyurerms na xookara v Heuectn ‘ Exzema

NOJAKOKHATA ThKaH

HapyiieHus 5a MyCKyIHO- Heuectn bosika & xpalinngure

CKENETHATA CHCTEMA 1 '

CHEAMHMTENHATA ThKAR

Hzcnensauna Peoku Hesnagurenuu yaManenns Ha
cpeAHUTe CTOMHOCTH Ha XeMor1o6HHa
H XeMaToKpHTa

Crobapape ya NONO3UPAHKN HEXCIAHH PEaKUHM

CrollnapaHeTo Ha NOACIHPANH HEXKEIAHH PEAKLMK CIIEA PA3pelaBate 32 YNoTpeba Ha TeKAPCTREHHS
MPOAYKT & BakHO. Topa N0380IABA 4] IPOABLLKE HAGIXONEHHETO HA CHOTHOLICHHETO TION3a/PUCK 32
NEKAPCTBEHRA NPOAYKT. OT MEINIMECKHTE CHIERHATHCTH C& R3ACKBA Jia CLOOIABAT BCKKa OAO3IUPANA
HEKEJIaHa peaxiuns Ypes HANHOHATHA CHCTema 3a chobmasane B Hsmuannrenta arenums no nekapcTsars,
yir. . Jlaman Fpyer” Ne 8, 1303 Codms, Ten.: +359 2 8903417, yebeatit: www.bda.bg.

4.9 Ilpezozupane

Cumnmonty

Maxcumaiinara go3a Ha Onmecta A [Tmoc e 40 mg/10 mg/25 mg Beansx AvepHo. Hava nudopmarms 3a
npeaosupane ¢ XoMOuKauATa o7 GUKCHPAHH A03M OAMECAPTAR

MEJOKCOMIT/aMIOANNHH/ XUAPOXIOPOTHAZKA MPH Xopa. Hait-sepostHust edext nps mpemosupare ¢
KOMDHHALMATA ONIMECAPTAH MEZOKCOMMIAMIIOMITME/ XM APOXIOPOTHASH € XHTIOTOHMA.

Haii-BepoaTHUTE eeKTH Py NIPEIO3MPaHE HA OIMECAPTAH MEAOKCOMA Ca XUIIOTOHUS M TAXHKAPAMA; NpH
NapacHMNATHKOBA (BarycHa) cTHMYnanus 61 Morna 1a Bb3HUKHE # BpaguKapans,

Moxe na ce owaxsa NPpeRO3HPAHETO ¢ AMJIOIUITHE 12 TOBEAS A0 IPEKOMEpHa nepuiepta BAOMITATALNS C
H3paseHa XHIIOTOHUS W eBEHTYAIHO pediiekTopHa TaxHkapoys. HaGmonasasu ca M3paseHa i DOTEHLHAIHO
IPONOHIMPAHA CUCTEMHA XHIOTOHUS, BICIIOUMTENHO 10 10K ¢ gaTaneH Wixoll.

Hekapaunorenen 6enoapoben oTok ce ¢so0lIaBa paako Kato 1ocie uia OT NPeSo3upaHe ¢ aMToIHINH,
KOITFO MOXe Na e podBH ¢he 3abaBeHo Havano ua edexra (24-48 uaca cien NONVLUIANE) U 43 UBHCKBA
H3KYCTBEHA BEHTHAALMS. PaliunTe peaHuMaliMoHHH MepKn (BKIIOYATEIHO HATOBAPBARE C TEYHOCTH) 34
NOBPIKAHE Ha IEPQY3HATA H ChpleuHMs NeOUT Morat ia ObaaT YCKopssay GaKTopw,

{lpeao3npaneTo ¢ XMAPOXNIOPOTHAZN € CBBP3AHO ¢ H3YEPIIBAHE Ha ENEKTPONUTHTE ( XHIOKAIHEMU,
XHDOXA0PEMUS) W NEXHAPATALMA BCICACTBHE HA €KCLIECHBHA JHYpesa.

Hali-uectrre apusHaur ¥ CHMITTOMA Ha NPEAO3HPAHE Ca [AJEHE H COMHOJEHTHOCT. XHHOK&JIHeMHﬂTa MOMNE
2 I0Be/E /10 MYCKY/IEH Cria3hM W/H/K Aa 3aCHNH CHPIEYHHUTE aPUTMHK, CELPIaHH C eat
ynoTpeda Ha AUCHTAMCOBY FAUKOININ WIH OTIPEREEHA JIEKapCTBEHH NIPOIYKTH C 4 1 :
nelicraye. / R RN

Jevenue , ¥
Ipu npenosvpane ¢ Onvecta A Ilnoc, renennero tpaGea na 6wae cnmnmmamqﬂq\n‘a&m‘k@camo.
JleuesineTo 38BUCH OT BPEMETO, U3MHHANO OT MONBIHAHETO M TEKECTTA HA CAMITO
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AXO NPUEMLT € CKOPOLIEH, MOXKE 1A ce 0BMMCAN cToMauHa npomuska. [TpH 31papy HHARBAIY € JOKA3AHO,
Ye NPHIOKEHUETO Ha aKTHBEH BLIACH BeJHATa WIH 10 2 YAca CAEA NONTHIUAHE HA AMIIOIMIIME BHAYMTEINRO
HaMajssa abcopOLNSTa HA AMNONMITHH.

KAHHUSHO 3HAYMMATA XHIIOTOHAS, TPENM3BHKANA OT NPENIo3NpPaHe ¢ KOMGHAAHAITA OT (PUKCHPANY JO3H HA
ONMECAPTAH MENOKCOMHUII/AMAOTUITHH/ XHAPOX10POTHASH, M3NCKBA AKTHBHA NOAXbPKALIA
KapAHOBacKYIapHa Tepanusd, 4ecTo MOHUTOPUPaHE Ha CLPACUHATA ¥ PECIIPATOpHA AERROCT, NOCTABANE B
TIETHAAO MOM0KEHHE C BHCOKO TIOBAKTAHE Ha KPakaTa W RabMOAeHHE Ha LMPKYIANMOHHUS obeM 1
KONHYECTBOTO OTAeleHa ypHaa. Moxe na ce TPUIIOKN W BA30KOHCTPHKTOP 32 B3CTAHOBABAHE HA CHAOBHA
TOHYC i apTePHANHOTO HAJIATate, KO HAMA KOHTPANHIHKAIIMK 33 HETOBOTO NpuaoxeHne. MHTpaBenosHo
HPHAOKEHUE HA KAILIHCB THIOKOHAT MOKE /8 CIOMOTHE 33 OTCTPAHABANE Ha edexTaTe OT 6A0KUpaHE Ha
KATLHERHTE KGHAIH.

CepyMuHTe €1eKTPONIUTH 4 KpeaTHHHHBT Tp30Ba aa ce nabinofarar yecTo. AKO c6 OSBH XUNOTOHU,
nauMeHTHT TpatBa Na Gbae NocTaseH B IErHANO NOMOKEHME, KaTo GLP30 ce npoBeie obeMHa H COneBa
3aMeCTUTENHA Tepanii.

TBHA KaTO aMIICIMITHH € CBBHP3aH BLB BHCOKA CTefleH C IIPOTEWHNTE, € MaiK0 BEPOATHO AMANH3aTa Jja Obje oT
nonsa. Jiknicea vniopManma Aanu 0IMECapTaH HIH XMOPOXTOPOTHAINS C& THATK3HPAT.

Hee YCTaHoBCHa CTEHEHTR, B KOSTO ONMecapTad M XHAPOXJIOpOTHA3HA ce OTCTPaHABAT Ype3 XOMOAHAIIT3E.

5.  @APMAKOJIOIrMYHU CBOUCTBA
5.1 PapmaxkoluHAMHYHH CBOHCTBA

PapmakoTepanesTHURa rpyna: AsrHorensud [ antaroaucTy, 6,0KepH Ha XANLUEBUTE KAHATH K
maypetnun, ATC koa: CO9DX03

MexaHuzbm Ha AeficTeue

Onmecta A Ilmioc € kombuHanwms oT anrroTenznH Il peLenTopHEa AHTArOUUCT OIMECAPTAH MEAOKCOMHJI,
KJIIIMEBHAT aHTATOHWCT aMIOAMIMHOB Be3milaT ¥ THAZHIHNA TUYPETHK XHAPOXAopoTHasna. KomObunanuara -
OT T€3# CHCTABKH HMA AIUTHBEH AHTWXUTIEPTCH3HBEH eeKT, TOHIKABA APTEPHATHOTO HANATAHE B 1IO-
BUCOKA CTEICH, OTKOJIKOTO BCEKH KOMIIOHEHT NOOT/AEHHO.

DapmaxoauaaMuuny eherTi

Onsecapman MeoOKCoMuR
Osamecapran MeNIOKCOMIII ¢ aKTHBEH NIPH HEPOPANHO NPHIIMKEHIE CeleKTUBEH aHrHoTensHH 1] penentopen
(Tt AT} a#raronscT. AHrKOTeHs H 11 € IIABHAAT BAa30AKTHBEH XOPMOH OT PEHUH-AHTUOTEH3WH-
aIIOCTEPOHOBATA CHCTEMA M UIDAEe SHAYNTETIHA POJIA B IATOPU3HOIONHATa Ha XMIePTORUATA. Edexrure Ha
aHTHOTEH3MH {1 BKMOUBAT BA3OKORCTPHKLIA, CTHMYIVMPAHE HA CHHTE3a K OCBODOKIABAHETO HA ATAOCTEPOH,
chpaeuHa cTumynama n GuOpeuna peabeopbuna Ha Hatpult. OnmecapTay GNOKKPA BA3OKOHCTPHKTOPHUTE B
ANJOCTEPOH-CEKPETHPALIM eeKTH Ha anrkoTeHsuH Il kato Gnoxupa cebp3saneto my ¢ AT1 peuenTopa B
TEKABUTE, BRIOYUTENHO 1a/iKaTa MyCKY1aTyPa Ba KPLBOHOCHKTE ChIOBE i HAAOBOpeunyTe XUie31.
JleficBHETO Ha OIMECAPTaH € HE3ABHCHMO OT M3TOUHHKA HIM ITHTS HA CHHTE3a Ha anrworensua 11,
CenexkTHBAMAT aHTarouu3LM 1a anrnotensnd 1 (AT) perenTopuTe o1 cTpana Ha OJIMECAPTaH BOMTH 0
NOBUINABAHE HA (UIA3MEHHTE HHBA HA PEHUH W HA KOHOEHTpauBUTe Ha amuorenauﬂu,l’g-xawo W 10
H3BECTHO NOHIDKABAHE HA KOHUEHTPAWMATA Ha A7I0CTEPOH B 1L1a3MATa.

e FY"FH W} 0
S 0
J/ /" -

Itpu xunepronus, onMecapTas MEJOKCOMII BOLH [I0 AO303aBHCHMA, ABJIIO N ,uﬁsgmanau;& : ¥
apTepuantoTo Handrade. He ca noyuens Noxa3aTencTsa 3a XHIOTOHHA cne;igﬁpﬁa 70 X
BPEME Ha ABATOCPOUHA TEpanus HAH rebound XUepyoHUs cliell CNupade Ha
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Ipunoxenne HA 0AMECAPTAH MEJOKCOMUI BEIHBXK AHEBHO OCHIYPIBA eeKTURHO U MOCTENEHHO
NOHMKABAHE HA APTEPUATIHOTO HANATAHE B NPOALUKEHHE HA 24-yacoB nHTepran. [Ipunoxenue Beanb
AHEBHO BOJY 0 CXOJHO MO CTeNeH NOHMKEHHKE Ha apTEPHATHOTO HASTaHe, KAKTO IPU NPHIOKEHUE 18
OLTH JHEBHO TIPY €1HA ¥ Chiua ofwla AHEBH] 103a.

IMpy HenpexLCHATO JICYEHHE, MAKCHMATHOTO TOBHXKEHHE HA aPTEPHATHOTO HANANAHE CE NOCTHIA 40 8-mata
Ce/IMHYA CJle] HAYANOTO HA TEPANKATA, BRIIPEKK Y€ 3HATMTENEH NOHIDKABAL APTEPUATTHOTO HATAraHe eQeKT
ce Habmonara cnel 2 ceqMULM NeUeHH e,

ECIJGKTBT Ha onMecapTal MENOKCOMMIT [0 OTHOWICHHE Ha CMBPTHOCTTA K 3a001EBACMOCTTA BCE oie HE ¢
HIB&CTEH.

Hpoyusakero ,,PapnoMusupan onmecapTan ¥ pepedus Ha auaberna MukpoanGymudypua® (Randomised
Olmesartan and Diabetes Microalbuminuria Prevention, ROADMAP) nipn 4 447 naumenTy ¢ auaGer Tum 2,
HOPMO-aNOYMHUHYPYS W Rali-MaNKo eJfH JIOMBAHUTENECH CHPACYHOCHI0E PUCKOB (GAKTOP, NMPOYYBa KOKOIKO
NEUEHHETO ¢ onMecapTan OH MOTNIO 1A 3a0aBy HAYATOTO Ha MHKpOATOYMuHYpus. [Ipyu cpenmo npoabkeHye
Ha HabnroaeHneTo oT 3,2 roIMAY, NAKNEHTHTE TOYYaBaT WIH OJIMECAPTaH, WM mnaneGo B AObIHEHHE Ra
APYFH aHTUXKNCPTEH3UBHN IPONYKTH, ¢ M3kmoueHHe Ha ACE unxuburopu nnn ARB.

Ho otuomenue Ha ocHOBHATA Kpakila TOYKa, IPOYHBAKETO NOKA3Ea 3HAYMTENHO CHIDKEHWE Ha PHCKAE 34
MOMEHTa Ha N0ABa Ha MHKPoanGyMUHYPHA B 110133 Ha anMecapras. Criell KOPATHPAHE 3a PA3UKH B
KpBBHOTO HANATAHe, TOBA CHHIKEHUE Ha PHCKa [pecTtara Ja Obae snauamo. 8,2% (178 ot 2 160) or
IatHEHTHTE B FPYNAaTa Ha onMecaptad 1 9,8% (210 ot 2 139) B rpynara Ha nnane6o nonyuasar
MHKpPOANOYMUHYDHIL.

o orHoeHe HA BTOPUUHUTE KpaliHH TOUKH, ChPACHHOCHAOBR CHOWTHS Ce NI0ABABAT NpK 96 nauneHTy
{4,3%) na onmecapran v 94 naunenTH (4,2%) Ba mnauebo. YecToTaTa Ha CHPAEYHOCHAOBATA CMBPTHOCT €
[HO~BHCOKE NPpH ONMEcAPTaH B cpakHenne ¢ nnadebo (15 nauwenty (0,7%) ¢fy 3 nauvesty (0,1%)),
HE3ABHCHMO OT CXOHATa uecToTa Ha Hedarannure uncyaTs (14 namenry (0,6%) cfy 8 naunentu (0,4%)),
cnyyante ¢ Hedparanen nudapkT Ra Muokapaa (17 namxenta (0,8%) ofy 26 nauventn (1,2%)) v HecbBp3aHa
CBC CHPAEUHOCABRORATA CHETEMA CMBPTHOCT (11 manwenta (0,5%) ¢/y 12 nanventh (0,5%)). O6mara
CMBPTHOCT NIPY OMECAPTAH € IUdpoBo 3aBuitera (26 nauuedrH (1,2%) ¢/y 15 NaLKeHTH (0,7%)), KoeTo €
pe3yATaT OCHOBHO OT NO-TOICMES 6pon daranHy CBPASHHOCHAOBH CEOHTHA.

Hsnursanero ,,OﬂMECﬂpTaH 32 HamaIBaHe Ha YyecToTata Ha Gbabpevny 3abongeanng B Kpakiva dasa npu -
Inaberna wepponatus” (Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic ‘
Nephropathy, ORIENT) npoyuga edexture Ha onmecaptan BLpxy Gnbpeynute W cLpAeUHOCHA0BUTE
pesynrati npu 377 paHIOMM3MPAHK SNOHCKN H KNTAHCKH NaiuenTH ¢ guabet Thn 2 W NposeeHa
nedponatus. TIpn cpenen nepuon Ha nipocnenssane ot 3,1 rofuHHK, NallleHTHTE NOTyYaBaT MK
OJIMECapTaH, WIH 1721100 B NOITLIHEHUE KbM aHTHXHIIEPTEH3HRRY NPOAYKTH, BKmouuTento ACE
HuxuGHTOpH.

[lLpsuunara creraBna Kpalina Touka (BpeMe A0 MbPBOTO CHOUTHE C YABOABAHE HA CEPYMHMA KPeaTHHH,
010peuno 3abonasane B TepMuHania hasa, obita cMbpTHOCT) ce Habinonasa npy 116 nauMenTH B rpynara
Ha onvecapray (41,1%) u 129 nanuentu B rpynara Ha ruiauebo (45,4%) (HR 0,97 (95% CI 0,75 no 1,24);
p=0,791). CxcTaBnaTa BTOpHUHA CHPICHHOCHIOBA Kpalita To4ka ce Habmoaaga npy 40 naudedTd NeKyBaHu
¢ onmecaptan (14,2%) 1 53 nanmenty Tperupadu ¢ mwiauebo (18,7%). Tasu creTaBHa ChPAEHHOCHAOBA
KpaiiHa TO4Ka BKIIHOYBA CHPACUHOCHAORA CMBPT nipy 10 (3,5%) naunentn Ha onmecaptan enpsmo 3 (1,1%)
Aoy4asany nnanebo, CrOTBETHO 00Ia CMBPTHOCT 19 (6, 7%) cpetiy 20 (7,0%), nedratanen uHc;ym:«S

(2,8%) cpeury 11 (3,9%) u nedaranen nudapkr na muokapaa 3 (1,1%) cpemy 7 (2.5%). ) ;nmu 5 ’,,0\\\

Amaodunuy ‘ .'-I.;- /v G,
CecraBkara amnogunis sa Onmecta A Thnoc e 6noxep Ha KalTUHEBHTE KaHa Y, KOﬁTﬁ% lm ‘ 1'1 3
TpaHcMeMOpaHHNA HHIYKC HA KANIeBH HOHNU TIPE3 BOATAMKHO-33BHCHMHETE KAHAH d_)\ )
raafkata MycKyJaarypa. EXCriepHMEHTANHUTE AaHHY TOKA3BAT, H4€ aMAOAUIIHH ce CB’bp‘;ﬂ?a KAKTG
AUXHAPONRPHAHHOBHTE, TAKA ¥ ¢ HENUXMIPOTIMPHAHHOBHTE MECTa HA CBHP3IBaHE, AMIO; miﬂﬁ_

OTHOCHUTENHO CENEKTHEEH KbM KPBLBOHOCHWUTE ChI0BE, C NO-ronAM eeKT BLPXY ChIOBHTE m&wéﬁym{ﬁ
yrot
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KJIETKH, OTKOAKOTO BhPXY CLPACHHHTE MYCKY/THH KIETKH, AHTHXHIICPTCH3NBHHAT €(QEeKT Ha AMIIOAHTIHH €
BCIIEACTBHE HA MPEKTEH peakcrpaul eQeKkT BbPXY IMaaKaTa apTepuaiHa MyCKYaTypa, KoeTo Body 10
NOHEKABAHE HA NEPHPEPHOTO CHIIPOTHBIICHHE, 3 OTTAM W HA KPbBHOTO HAJISraHe.

IIpu 1taugeHTH ¢ XMIIEPTOHRA AMIOAMIHH MPEIN3BUKBA 10303aBUCHMO, ALATOTPAIHO HAMATABAHE Ha
apTepHan{oTo Hanarane, Hama nanuy 3a XMNOTOHKA el ObpRaTa 1034, TAXHUIAKCYS 110 BpeMe Ha
NPOABDKHTENHO JTeUeHre WK rebound Ha XHIEPTOHUATA CAER PAIKO CIIMPaHE HA TEPATIMATA.

Cnen ppunarane Ha TepaleBTHYHH JO3M Ha HAUHEHTH ¢ XHIEPTOHHUS, AMIIOIWIHH BOAH N0 eDEeKTHRHO
HaMaJaBaHe Ha KPBBHOTO HASTAHE B JIETHANO0, CEMHAN0 1 H3NPABEHO TONOKEHNE. XPOHUYHATA yioTpeba
HA AMJIOIMNMH HE € CBbP3aHa ChC 3HAYMTENHN NPOMEHH B CHPAEUHATA YECTOTa UIH MTa3MEHWTE HHRA Ha
KaTexonamuHdTe. TIpH naugdenTs ¢ xunepronus ¢ nopmanya 6bx0peyta QyHKUMA TepaneBTHHHHTE 1031
aMIOAMNKH HaMANABAT GHOPEHHOTO CHAOBO CHIIPOTUB/IEHNE Y YBENMHABAT CKOPOCTTA HA IOMEDY/IHA
uATpauwa o edexTHBHHA GBOpeyeH NNamMeH NoTok, 6e3 NPOMIHA HA GUITPAHOHHATA (HPAKIIMA UIH
IPOTEHHYPHA,

B npoyuBanng Ha XeMOAMHAMAKATA TIPY NALMEHTH CHC CHPACYHA HEAOCTATHYHOCT ¥ B KIMHUYHH
H3NMTRAaHMs, Ga3MPaBH Ha TECTOBE 34 PM3NYECKO HATOBAPBAHE IIPH NALMENTH ChC ChP/EUHA
negocTarbunocT Kiac I-IV no NYHA e yeTaHOBeHO, He aMI0AMITHH HE BOIHY A0 KIMHUUHO BJIOLIABAHE
{ycranoeeHo ypes paboTeH TonepaHc, Ppakis Ha NEBOKAMEPHO BITIIACKBAHE H TIPOCTIeITBAHE Ha
KANHWUHHTE TIPU3HAIM H CHMITTOMM).

{Inane6o koutposupanoto uicneusane (PRAISE), uensuio oueHKa Ha MaUMEHTH ChC CHPACUHE
HegocTaTe4HoCT Kiac I-IV NYHA, npuemay mururanue, quyperdin ¢ ACE nuxuGuropy e nokazano, ue
aMNOAMIHHE HE BOAN 710 TOBHLIEH PUCK OT CM’prHOCT WiH 3a60/1eBACMOCT IPH HALMEHTH ChC CBPEYHA
HEAOCTATBLYHOCT,

Ipocaenasamo, JearocpouHo, WiaLeGo KOHTpoanpaso npoyysane (PRAISE-2) Ha aMnoaunHH py
NalMeHTy Che Chpleyha HejocraThusocT krac HI-TV NYHA Ges kinHMYHM CUMITTOMM HITH 00EKTHBHHE
JaHHWN, NPeANONaraly HENPOSBEHO HCXeMUHHO 3abonaBane, TPOBEXKIAINM TEPANUA ChC CTAGWINN A03H OT
ACE MHXHOMTOPH, AMIHTATHCOBH IMUKO3HAH H AMYPETHiM, HE € YCTAHOBWIO MOBJIMABaNHE Ha obiara
CBHPACYHO-CHI0BA CMBPTHOCT. B ChUIATA TA3M NONySaUMs aMIOJUNKH ¢ ACOLUMHPAH ¢ TOBHILEHA YECTOTA HA
Genoapoben OTOK, BRIPEKH He HO € YCTaHOBEHA CTATHCTHYECKU 3HAUMMA PA3/IMKA B 4ECTOTATa Ha CYYauTe
Ha BJIOLIABAHE HA CHPACHHATA HEJIOCTATHYHOCT B CPABHEHUE ¢ Tauedo.

[Iposeaeno e panaoMuINpano, ABoHHO-CAAIO Npoyusade (Antihypertensive and Lipid-Lowering Treatment
to Prevent Heart Attack Trial (ALLHAT)) ¢ nen cpaBusiRaHe Ha Mo-ROBHTE JEKapPCTBEHH TEPANHU:
amnoquniH 2,5-10 mg/aseBHo (Grioxkep Ha Katuuesrre KaHany) wik ausunonpun 10-40 mg/nuenno
(ACE-yMnxnbuTop), KaTo NbpBa IMAHA HA TEPAINA ¢ TA3H Ha THASWIHUA JUYPETUK XIOPTATHMAOH

12,5-25 mg/nuepdo sbpXy 3a60NeBaeMOCTTa M CMBPTHOCTTA NPH NALKEHTH C JIeka 10 YMepeHa
Xuneprosna”.

O6i00 33 357 narueHTd ¢ XHASPTOHHA, Ra BB3PACT 55 WM NOBEYE MOAVHHA Ca PAHAOMHIHPEHH H
npocneasBanu cpeano 4,9 roadny. HanyentuTe UMaT Hali-Manko Mo eAKH AONBLAHHTEEH PUCKOB Q)ax"rop 3a
KOPOHAPHO ChPAESHHO 3abo1aBaHe, KaTo: IPEXUBAH WRAAPKT Ha MUOKAPAA WIH HHCYNT (> 6 Meceua npeny
BKITFOYBAHE) H APYFH aTEPOCKIEPOTHYHI CHPACUHO-CHAORH 3abonseanis (oo 51,5%), auaber tin 2
(36,1%), HDL-C < 35 mg/dl (11,6%), nepoxamepHa xufieprpodius (RuarHocTiimpana ypes
ENEKTpOKapAHOrpaMa Wiy exokapavorpagus (20,9%)), TioToHonyineHe nopacrosieM (21,9%

IMbpeyyHaTa kpaliva TOUKA & ChCTaBHA 0T (GATATHO KOPOHAPHO ChpieYHO 3ab0naBane WiK
muokapaen uupapxt. He ce Habnfosara cTaTHCTHYECKN 3HAUYHMA Pa3lIUKa [0 OTHOINSHY
KpuTepHii MeXNy aMITOJUITHH i Xnopramiton Tepanmata: RR 0,98 95% CT(0,90-1,07) p! +pe
BTOPHUHHTE KPARHY TOYKH, HHUNACHTHTE HA CLPILYHA HEAOCTATLYHOCT (€KY OT KOMIO c*m“&\rfe b
CBHPACHHO-CHAOBUTE KPaHHH TOUKH) Ca CTATMCTUYECKH 3HAYMMO I10-BUCOKH B aMJIOAHITHH
CPABHEHHC ¢ IPyNaTa Ha XIOPTATHIIOH (10,2% cpemy 7,7%, RR 1,38, 95% C1 [1,25-1,52] p 1’@011) N o
Benpexs TORa, He ce Habnropaba CTATUCTUNMECKH 3HAYMMA PA3IMKA BhB BCHUKH NPHYHHH 34 C g&fi& T
MEKRY aMAOANITHH M X1opTanuod Tepanaata: RR 0,96 95% C1 [0,89-1,02] p = 0,20, B
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AXudpoxiaopomuazud

X¥APOXNOPOTHASHA € THA3HASH AHYPCTHK. MeXaHM3MBT Ha aHTUXUIEpTEH3UBHIS eeKT Ha THAZHAHNHUTE
AHYPETHIH HE € HAITBLIHO M35CHeH. Tuasuavte nosnuasar Guopesusnte TyGyAHM MEXaHH3MH Ha
ENEXTPONKTHA peabeopOLms, AUPEKTHO MOBHIUARAT EKCKPELMATA HA HATPHHl ¥ XJTOPHAH B NpUBAM3NTENHO
EKBHMBAJICHTHY KONHJeCTBA. JIUypeTHIHOTO ASHCTBIE Ha XMAPOXTOPOTHA3H HAMANABA NA3MEHNs 00eM,
MOBULIABA [11a3MEHATA PEHHHOBA AKTHBHOCT U MOBHLIABA CEKPELMATA HA ANJOCTEPOH, C TIOCHEABAIIO
ycunsane 3arybara Wa kanui 1 GukapGoHaTH ¢ ypHHATA H NOHHKEHHe Ha CepyMENs Kanvil, Bprakara
PEHUH-AJIJIOCTEPOH C& MENWMpPa OT aHTHOTeH3HH 1], nopany KoeTo CHITETCTBANOTO NPUIIOKEHHE HA
AHrHoTeH3uH 1l peenTopry aHTarOHMCTY BMa TEHICHLMS A3 KOMTICHCHPa 3arydaTa Ha KanudH, AbmKawa ce
Ha Thasg/uuTe AuypeTHun. C XUAPOXIIOPOTHASK AMYPE3aTa 3af104Ba OKOAO 2 4aca Clejl NPUIOKEHHETO, a
MakcuManeH eekT ce Habnoaasa okono 4 yaca cier 203ara, AOKATO AHCTEHETO MY [IEPCUCTHPA 32 OKOJIO
6-12 gaca.

EnuaemuonoruiHuTe NpoyYBanuA Ca YCTaHOBIIH, 4€ IPOABBKHTENHOTO JISUSHYE ¢ MOHOTEPaNnHs ¢
XHAPOXIIOPOTHAZH/ HAMaIABA PHCKA OT CBPAEYHO-CHLA0BA CMBPTHOCT W 3a001€BaEMOCT.

Knunuunda emxacroct ¥ Ge3onacuoct

B 12-ceamuuno, ABOHHO-CIANO, pAHAOMU3HPAHO, NAPANETHO FPYTIOR0 NPOYUBaHe Npu 2 492 nauueHTu
(67% naunenTyH OT €BPONECHAHATA PAca), IEUCHUETO ¢ KOMOHHALUATA OT QHKCHPAHW T03H Ha OJIMECAPTaH
MeZIoKCOMMN/ amitoaunuk/xBuapoxnopoTHasia 40 mg/10 me/25 mg BoAR O 3HAUUTEIHO [IO-TOIAMO
penyuvpaHe Ha AUacTONHOTO H CHCTOMHYHOTO KPbBHO HAIITa8e, OTKONKOTO JIEYCHUETO C HAKOS OT
CBOTBETHUTE ABOHHM KOMOHHALMN: 0IMECAPTaH MenokcoM 40 mg rmoc ammopumui 10 mg, onvecapran
MenoxcoMut 40 mg nnIoc XMapoxaopoTHa3KHA 25 mg M aMiouiul 10 mg mtoc xuapoxaopotyasys 25 mg.

HONBIIHUTENHUAT AHTUXHTICPTEH3HBEH eEKT OT KOMOMHALIMA C (PUKCUPAHH [I03M Ha OnMecapTan
MeZOKCOMHII/aMIOIMNAR/Xnapoxnopotuasua 40 mg/10 mg/25 mg & CpaRHeHNE ¢ aHAOrHIHUTE JBOHHN
xoMOuHaImK e Mexcay -3,8 v -6,7 mmHg 3a JHACTONHO HATAFAHE B CEAHATIO IONOXKEHHE W Mexy -7,1

¥ -9,6 mmHg 33 CHCTOMHYHO KPBBHO HANATAHE B CEHANO NOJIOXKEHUE U HACTHLIIBA NPE3 MLPRUTE 2 CEAMULIHA.

IponeuTht Ha nauMenTHTe, JOCTHIAIM [EATa 33 KPbBHO Hamrade (<140/90 mmHg 3a naupenTu Ge3
nuaber u <130/80 mmHg 3a narwentu ¢ auaber) npes ceamuua 12 sapupa ot 34,9% no 46,6% 3a rpynure ¢
ABOHHO KOMOWHMPAHO NeycHBe B cparkenve ¢ 64,3% 3a kKoMOMHALMATA OT GUKCHPAITH IO03H Ha OAMECAPTAH
MeJIOKCOMHI/ aMIOARNME/ XBApoxnopotaasua 40 mg/10 mg/25 mg.

BbB BTOpO ABGIHHO-CNANO, PAHAOMUZMPARO NPOYUBAHE C TIAPATIENHU rPynu mpy 2 690 nauxedTw (99,9%
NALMEHTHA OT EBPOTIEHAHATA Paca), NEUSHHETO ¢ KOMOMHAUMATA 0T PUKCHPAHH J03H Ha OJIMECAPTaH
MEJOKCOMMI/ aMNOIUNAK/ XuApoxnopotHasua (20 mg/5 mg/12,5 mg, 40 mg/5 mg/12,5 mg,

40 mg/5 mg/25 mg, 40 mg/10 mg/12.5 mg, 40 mg/10 mg/25 mg) BOAM 10 3HAUNTEIHO MO-TOAKMO
HaManABaHe Ha NHACTOIHOTO M CUCTOIMYHOTO KPLBHO HANATAHE B CPABHEHHE CHC CHOTBETHUTE JBOMHY
KOMOYHALMH: ONIMECAPTaH MeAOKCOMUN 20 mg nuoc amnoaunud 5 mg, onmecapran Menokcomun 40 mg
IUTKOC 5 Mg aAMAOAMNHY i oftMecapTaH meaokcomun 40 mg nnoc 10 mg amnoauimid enex 10 cenvuano
AeucHHe.

JIOUBIHWTENHAAT AHTHXKTIEPTEH3HBEH eEKT OT KOMOMHAIMATA ¢ PUKCHPaHK 031 onMecapTan
MEAOKCOMIMIL/ aMAOIHMITHA/XUAPOXNOPOTHASH] B CPABHEHME ChC CHOTBETHUTE ABOHHYH KOMGHHALMY € MEXAY
-1,3 1 -1,9 mmHg 3a anacTonHo kpLRHO Handrare W Mexqty -2,7 ¥ -4,9 mmHg 3a cucTONHO KPHBHO
HANATAHE B CEJTHANO MONGKEHRE.

TIpoueHTHT Ha NAUEHTHTE, JOCTUTHAIH LIENTA 33 KPBBHO Hangrane (<140/90 mmHg cﬁy /IA\
anaber u <130/80 mmHg 3a maupuentv ¢ quaber) npes ceamuna 10 papupar ot 42,7% 11 49’ 694 4
C ABOHHO KOMOWHHPAHO JeyeHye B cpaBHeHue ¢ 52,4% no 58,8% 3a xoMOHHauHaTa #I gm;&papa
OJIMECAPTAR MEJOKCOMHIAMIIOANIIUH/ XHIPOXIOPOTHAZHA.

oamMecapTal Megokcomun 40 mg rroc amtoadnuH 10 mg, nevedueTo ¢ koMOUHALMATA OT ¢
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QJIMECAPTAH MEOKCOMHI/aMITORMIIIN/ XMIPOXIIOPOTHAZH BOM 40 YHCNEHO AOMBIHMTEIHO HAMANABAHE HA
KPBBHOTO HansATatie B ceaHano noaoxenne ¢ -1,8/ -1,0 mmHg npu nevenue ¢ komGHHanMaTa oT PHKCUpann
AO3M HA ONIMECAPTAH MeTOKCOMuil/amioannun/xuapoxnoporuazua 40 mg/10 mg/12,5 mg # craTHcTHYECKN
3HA4YMMO AOIBIHWTENHO HAMAIBAHE HA KPBRHOTO HANSTAHE B CEIHANO NofmKkerne ¢-3,6 / -2,8 mmHg npu
nevenme ¢ KOMOMHALMATA OT HUKCHPAHH O3H OAMECAPTAH MeJOKCOMIIY AMIIOAHITNE/ XU APOXACPOTHAIHA
40 mg/10 mg/25 mg p cpapHenue ¢ ABOMHATA KOMOUHALMA HA OIMECAPTAH MenokcoMl 40 mg nmoc
aMnognnms 10 mg.

Jlevennero ¢ TpoiinaTa koMOHHMpPAKBa Tepasia 0T KOMOHHAUNMSTE ¢ QUKCHPAHH JJO3H HA OJIMECAPTAH
MENOKCOMMII/ AMAOIUIIMH/ XHApoX TopoTnasun 40 mg/10 mg/25 mg Boaw A0 CTATUCTHYECKH 3HAYKMO TI0~
FOJISM TIPOUCHT Ha AUMEHTUTE, OCTHTHANM LIENITA CH 32 KPYEBHO HAMraHE B CPaBHEHHE ¢ ABOWHATA
KOMDO¥HMpaHa Tepanusd oT onMecapran megokcommwt 40 mg runoe amnoaunus 10 mg (41,3% cpemy 24,2%);
ROKATO JIEYEHKETO ¢ TpoltaTa KoMOHHpata Tepanid Ha XoMOMHalmaATa OT GUKCHPAHK J031 Ha
oAMecapTal MeJIOKCOMML/ amMIIoiMnuH/ xuapoxnoporuazua 40 mg/10 mg/12,5 mg BOAK 10 YHCAEHO TO-
£OIAM [POLIEHT HA NALKWEHTUTE, NOCTUTAIIY (eIT4 CH 38 KPBBHO HAMATAHE B CPABHEHME C JBOHHO-
KOMOMHHpaHaTa Tepanys OT oMecapTal Menokcomiut 40 mg nmoc amnoannnn 10 mg (29,5% cpery
24,2%) npu KL, KOUTO HE Ca AJEKBATHO KONTPOIIMPAHH [IPH ABORHO-KOMOMHMPAHATA TEpalTus.

AHTHXMNEPTEHIHBHUAT €EKT Ha KOMOHHALMATA OT QUKCHPAHY JO3M HA OIIMecapTaH
MEJOKCOMUI/AMIIOIRITHH/ XMAPOXIOPOTHAIH], & CXOJEH, HE3aBHCHMO OT Bb3PACTTA H 10N1a H € CXONIeH IPH
NAaNHEeHTH CLC U O3 auafer.

Hpyea undopmayun

Hgse roaemMy panaomMuzapann KouTponupanu npoyusatids - ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texyuto rmoGanHe u3anuTsare 3a KpaiiHn TOHKH Ha
TENAMHUCAPTAH, CAMOCTORTE!NHO H B KoMBMEaIMA ¢ pamurpun) i VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes ~ Knunuyuo npoyusame, cebpzano ¢ paseitue #a Hedponiatha npy anater,
nposeneHo o MuHHCTEPCTRO O BBIPOCHTE Ha BeTepaHWTe) Npoyusar ynorpebara Ha koMBHEANMSITA OT
ACE vinxuburop v anrmotensan Il-peuentopen 6iokep.

ONTARGET e npoyusane, poBeAeHO [PH MALMHEHTH ¢ aHAMHE3a 33 CHPACHHO-CHIOBA MM MOZBHHOCHAORA
GonecT, win 3axapen AHabeT TMN 2, IPHAPYIKEHH ¢ JAHHH 3@ YBPEKAaHe Ha eheKTOPHM opradi. VA
NEPHRON-D ¢ npoy4sane nps nampenrty ¢be 3axape guabet tun 2 n auaberna nedponarus.

Tesu npoy4Banus He nOKa3BaT 3HAUBM DnarosipusTer edekt BpXyY Gb0peHHHTE WY CHPICYHO-CHAOBUTE
NOCACARIM U CMBPTHOCTTA, KATO CHHEBPEMEHHO ca HAOMIONABAHMN [TOBHLIEH PHCK OT XMTIEPKANHEMMA,
OCTpO yBpexaane Ha 650pelrTe W/HAH XHIOTOHUA B CPDABHEHNE ¢ MOHOTepamusTa. KaTo ce umar npeasui
CXOAsHTe M (hapMakOARHAMEYHHE CBOHCTRA, TE3U PE3YJITATH CA NPUNOKAMHU U 33 Apyrd ACE mixuburopy
H anrsoTen3ns I-pegenuropun Grokepn.

ACE uexuburopy v anrnoressun {i-peuentopru Gitokepu ciieposatenno ne Tpsabsa fa ce W3nNon3sar
€JHOBPEMEHHO NPH NAaHEHTH ¢ AvaleTHa HedponaTus.

ALTITUDE (Knuuuuno npoyysane NPOBENEHO C ATUCKUPEH MPH NALMEHTH Che 3aXapen anaber Tvn 2, ¢
M3TION3RAHE Ha ChPACUHO-CHAOBH U OBuOpeunn 3abonsBanys kato Kpaliiiki TOYKHK) € poyuBane,
NpeaHasnaueHo [ia W3ICIEeBa NO3aTa OT RobaBAHETO Ha aTMCKMPEH KbM cTaugapTHa Tepands ¢ ACE
HEXMOATOP Unv anruotensny l-petientopes 6roxep Npy NaLvedTH bt 3axapeH auaber THn 2 ¥ xpouwmo
O16peuno 3abonssane, CLPACUHO-CHAOBO 3a6onKBane HAK H ABeTe. IIpoyyBadero e npe
NpPEKACBPEMEHHO 1I0PaH NOBUWEH pHUCK 0T Hebnaronpuathu nocneayud. Kakro cn %L;ﬁbﬂé:\iﬂ \
CMBPT, TaKa # HHCYATLT Ca 110-9€CTU B IPYIIAaTa Ha ANMHCKUPEH, OTKOMKOTO B Ipyna )fa“ \
NIPSACTaRAABAILMTE HHTEPEC HEXENAHY CHOWTHA U CEPUOIHU HEKENAHH CHOUTHS (H1iT
. XMNOTOHHA K Ob0perna aucdynruus) ce cbo0INABAT NO-YECTO B [PYNATA HA anucklnﬁ;é )
rpynaTa Ha naaueto. : AR

Hemenanomen pax na xoxcama

KyMYnaTHBHATA 11033 Bpb3ka Mesxay XX T3 1 HMPK. Enno npoyueanse eunousa nonynauuﬁ, CHLCTOALIR CE
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or 71 533 cnyyan va BKK u 8 629 ciyyan ga CKK, n nomysiaups or choteerno 1430 833 n 172 462
NOAXONAUM KOHTPOH. Bucokara ynotpeba na XXT3 (kyMynarneHo >50 000 mg) e cebpzana ¢ KOpHIHpad
OR 1,29 (95% CI: 1,23-1,35) 3a BKK 4 3,98 (95% CI: 3,68-4,31) 3a CKK. Habmiogasana & scHa Bpb3ka
KyMyJariBHa Aoza-otropop kakTto 3a BKK, taka u 3a CKK. Hpyro npoyusane nokaspa BE3MOKHA Bpb3IKa
mexay paka Ha yeragute (CKK) v excnosuuuara Ha XX'T3: 3a 633 cnyvay Ha pak Ha YCTHUTE € nondpada
nomysiauus ot 63 067 IoAXOAIIH KORTPOIH, KATO Ce HINOI3BA CTPATErnA 32 B3eMaHe Ha TpobH,
onpeag/IeHa oT pucka. JleMorcTpupasa e Bph3ka KyMyJIaTHBHA Ji03a-0TTOBOD ¢ KopHrupad OR 2,1 (95% CI:
1,7-2,6), napacteam a0 OR 3,9 (3,0-4,9) 3a Bucoka ynotpeda (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Haii-
BHCOKaTa KyMynatusna 103a (~ 100 000 mg) (k. cbito Touxa 4.4).

[ennaTpuuna nonyiauus

EsponelickaTa areHuua no IEKapeTRATa OTNAra 33//b/KEHHETO 32 NPeSOCTABIHE HA PE3YATATHTE OT
ApOYYBRHHATA ¢ pethepeHTHNHS JIEKAPCTBEH NPOLYKT, CHABPIKAL, OIMECaPTaH

MEJOKCOMWIY aMFOAMITHH/ XHAPOXIIOPOTHASHI, BREB BCHUKH NOAIPYIM Ha NICAMATPUYHATA TIOTYJalus 33
PA3pPEILEeROTO NOKA3aHHe eCeHUMANNA XHIIePTOHH (B, Touka 4.2 32 nnq)opMaunsl OTHOCHO ynoTpe6a B
NeAMaTPUTA),

5.2 PapmakokuHeTHHH ¢BOilcTBa

EnnospeMeHHOTO NPUIOKEHYHE HA OTMECAPTAH MEROKCOMIL, AMIIONMITMH W XHAPOXJIOPOTHAZN]L HAMA
KRHHWYHO 3HAUMMY edieKTH BBPXY QapMakOKHHETHKATA Ha BCEKY SNIUH OT KOMIOHEHTHTE Npd 3APaBH
HWHIMBHIIH.

Cnen srepopanno npunoxenne Ha KoMOHRANMATA ¢ GUKCAPAHA N103a OT OJIMECAPTal

MEOKCOMMI AMIIONMTTHH/ XMIPOXTOPOTHAIKA IPH HOPMAJIHH 31paBH BEIPACTHH, MAKCUMAJIHY TUIa3MEHH
KOHLIEHTpalMH Ha OJIMECApTaH, AMICAHIHH H XHAPOXIOPOTHA3HA ¢€ JOCTHraT ChOTBETHO 3a okoto 1,5 Ao
3 4aca, 6 10 8 uaca u 1,5 [0 2 gaca. CxopocTTa v cTenenTa Ha abcopOLing Ha ONMECAPTaH MEIOKCOMEN,
aMJIOAWITMH M XHAPOXAOPOTHA3HA OT KOMOMHALMS ¢ PUKCUpati JO3H oaMecapTad
MeAOKCOMHI/aMAOHTTMH/XMAPOXIOPOTHA3UA €A ChIATE, KAKTO KOraTo ¢€ MPHIAraT KaTo ABONHO
GbuxcHpata koMOHHALMS OT OIMECapTaH MEJOKCOMIUT ¥ AMIIOLAMITH 3a6AHO ¢ IHOKOMIOHEHTHA TabneTka
XHAPOXJIOPOTHAZWI WK KOFATO C& NIpUNara AROHHO (PuKkcHpana KoMOMHALMA OT OIMECAPTAH MEIOKCOMEN U
XHAPOXJOPOTHAZKIL 326180 C eAHOKOMMNOHEHTHa Ta0AeTka aMIOMIIMH B CHIUMTE J03H. XpanaTa He BJIHAC
BBpXY OMOHANIMYHOCTTA Ha KOMOMHALNA OT (PHKCHPAHH 031 ONMECApTaH

MCAOKCOMKY/aMAORUITHH/ XHAPOXIOPOTHAIML,

OnvecapTal MEZOKCOMUT

Abcopbyus

OnmecapTan MEAOKCOMMI € ApeiekapcTso. [lo Bpeme Ha abeopOLmMaTa OT CTOMALIHO-YPEBHUS TPAKT Toi
' 61p30 ce npeolipasyBa OT ecTepasHTe B UPEBHATA MYKO3a H B KPEBTA WA NIOPTANHATA BEHA A0

HapMaKOTOrH4HO aKTHBEH METaboMyT onMecapTaH. B miasmara unM exCKpeTUTe He €2 OTKPHTH HHTaKTeH

QJIMECAPTaH MEROKCOMHI MK HEMPOMEHEHa CTPaHHYHA MeJOKCOMIIIoBa Bepura. CpeauaTa abcomoTHa

BHoHanuuHOCT Ha onMecapraH Tabnerkn e 25,6%.

Cpennara MaKCHManHa furasMeHa KoHUeHTpawia {Cmax) Ha ONIMECAPTAH cé NOCTHIA A0 2 Yaca caeq
NepOopanHo NPUIOKEHHE Ha OMECAPTaH MEJIOKCOMMUY, KATO TUIA3MEHHTE KOHLEHTPaUHH ngﬂmmapraﬂ ce

NOBHIIABAT MOYTH JHHEHHO ¢ NOBMIIABAHE Ha COHOKPATHATA NEPOPATIHA 1038 40 oxo;;,q,”%(gmg},'ﬂ I j

Xpaxata Ma MUHHMaNeH eexT PLPXY OHOHATUYHOCTTA HA OIMECAPTaH, [IOPay
MEIOKCOMHN MOJKE 12 C¢ [IPUNAra Cbe wiu He3 XpaHa.

He ca nabmogapany KIKHHYHO 3HAYMMH MEKIYNONOBH Pa3iiniua BbE HapMaKOKH

Pasnpedenenue s
Onmecapran ce CBbP3Ba BLB BUCOKA CTENCH © IUTa3MeHHTe npoTensH (99,7%), Ho Beposmocfrzi'sa

KJIMHHYHO 3HAUHUMH BBaHMO.]leHCTBHH, AB/DKAINH C¢ Ha M3IMECTBAHE OT MACTOTO Ha CBLP3BAHE MEXY
ONIMECcapTan v APYyrd aKTHBHH BCUICCTBA C BUCOKA CTENICH HA CBBP3BAHE ¢ NIJIA3MEHHUTE [TPOTEHHH € HHUCKA

28
DE/H/6348/001-005/1A/006 20220527



(KOeTO € MTOTBBPACHO OT JIICATA HA KIMHUYHO 3HAYUMMO B3aAHMOAEHCTRIE MOKIY OIMECAPTaH METOKCOMMI
u Bap@apyr). CBLP3BaHETO Ha O/IMECAPTAH ¢ KPhBHNTE KICTKH ¢ HesHaguTenno. Cpeannar obeM Ha
pasnpenenenye Cnel KHTPABEHOIHO NPUIMKEHHE € HUCHK (16 - 29 1).

Buompancgopmayun ,

ToTannnaT MIa3MeH KAMPEHC Ha onMecapral obukiosero e 1,3 Vh (CV, 19%) 1 e cpaBHHTENHO HUCHK B
cpapHeHKe ¢ Yephosipobuua KpLROTOK (0Kono 90 Vh). Cnea nepopaiHo NPHIOKEHHe Ha eJHOKPATHA JTO3a
mapxupaH ¢ “C onMecapTal Meaokcomsn, 10-16% oT npuiokeHaTs paJHOAKTHBHOCT & GHIA eKCKpeTUpaHa
B ypHHATA (NO-TONAMATA 4acT 8 PAMKHTE Ha 24 yaca ciiell DPWIOKEHWETO Ha J03aTa}, 4 OCTAHANIATA YaCT OT
NPUIOKEHATA PAJHOAKTHEHA 1034 Ce OTKpHEa BLB (etieca. KaTo ce MMa npensui CMcTeMHEATa HATHMHOCT OT
25,6%, Moxe 1a ce M34HUCIH, 4e abcopbHpatAT OJIMECapTaH ce 0YMCTBA KAKTO 9pe3 GubpeyHa excKpeilus
(oxono 40%), Taka u upes xenaTobnmapHa ekckpennd (okono 60%). Lanara sbicranosena
PAaBOAKTHBHOCT C€ [BKH Ha onMecapTaH. He ca HaMepeHu Apyryl 3HaunmM#l METaBbOIIHTH.
EuTepoxenaTaiHuaT KPRroBpaT Ha oaMecapran ¢ MuliMane. Toi KaTO roifiMa 4acT OT OJIMECAPTAH Ce
eKCKPEeTHPA 4pe3 AUTBUHHTE ITHTHIIA, YTIOTpebaTa My NpW NAUHEHTH ¢ Ounuapua o0CTpYKIns e
NpOTHBONOKa3aHa (Bx. Touka 4.3). '

Enuwvunupane
TepmuHANHMAT ENMMHHALIMOHCH NOTYKUBOT Ha O/IMecapTad Bapupa mexay 10 » 15 vyaca cnen

MHOTOKpPaTHO NEPOPaTHO Npunokedve. CTallHOHAPHO CLCTOANHE (steady state) ce nocrura cnexn
NpUICKEHKE B NPOALILKEHUE Ha 2-5 AHM K cenl 14 AAH Ra MROTOKPATHO NPWIOKEHKE HE Ca HAMEPSHH
JIOKA3aTeNCTRA 3a JONBIHUTENHO KyMyndpaHe. bubpednnsar kaupreHe € npubmusurendo 0,5 - 0,7 hu e
HE3AaBHUCHM OT A03aTa.

Jlexapcmeenu szaumodeicmsun

KOﬂeceeeﬂwu-cekeecmpaHm HQ HCAGURAMA KHCeaUuna

Eanospemennoto npunoxense va 40 mg onmecaprau Mefokcomun 3 750 mg konecepenaM Xuapoxsopun
OPH 30PARH yHACTHHUH BOAM N0 28% noumkeHHe Ha Crax ¥ 39% noHmwkenue #Ha AUC va onmecapran. flo-
cnabu edextd, croTRETHO 4% 1 ) 5% Hamanenue Ha Cnx ¥ AUC ca HabmozaBaln, KOraTo 0NMecapTan
MEJOKCOMHUL Ce MIPHTara 4 yaca Npefiu KoNeceBeiaM XHAPOXA0pHA. ENHMHEAIMORHMST IONYKUBOT Ha
ONMECAPTan ce Hamanssa ¢ 50-52%, He3aBHCHMO OT TOBA &AM C€ NPWIATaT €AHOBPEMEHHO WK 4 yaca
NpenH KoNeceBeaaM XHAPOXIOpHA (BxK. Touka 4.5).

AMiaoaunun

Abcopbyus
Cnely nepopaino NPHIOKEHKRE HA TEPaNeBTHIHH A03H, AMIOIMNKH ce abcopbupa nobpe ¢ MakcUMAanHH

TUIa3MeHU KOHIERTPallds Mexuty 6 r 12 uyac cnen npueMa. AGCONIOTHATA GHOHANHUHOCT € Mexay 64% n
80%. AbGcopOiyaTa Ha aMAOAMIIMA He ¢ RIHAE OT IPHEMA HA XpaHa.

Paznpeoenenue
O6embT Ha pasiipenenenye e okono 21 1/kg. Tpw in vitro dscnenpanus e onpeneneno, ue okono 97,5% or
LUMPKYJBpAINS aMIOAUTIMHE C€ CBBP3BAT C TIa3MEHHTE HPOTEHHH.

buompancopmar

AMIIOINMIY ce MeTalonH3Hpa eKCTEH3HBHO B YEPHKS IPO6 O HEAKTHBHK MeTabOHT
H3XOHOTO BelecTBO U 60% 07 MeTaloNUTHTE Ce eKCKpeTHpar upes ypUHara.

Ernuseenupane ‘ bl
DT PRI E
"TepMHUHATHMAT NNA3IMEH NONYKHBOT HA eNMMHHMpaHE ¢ oxoto 35-50 vacau e s CHOTBCTCTRHE C

COHOKPaTHO JHEBHO JO3vpaHe. . X

29
DEM/6348/001-005/14/006 . 20220627



XHAPOXN OPOTHAZIR

Abcopbyus

Cnen nepopanno NpHUNOKEHNE Ha OMecapTat MeJOKCOMIT H XMAPOXIOPOTHAZNA B KOMOHHAIIMA, CPEeAHOTO
BpeMe 33 JOCTUraHe Ha MAKCHMATHH KOHHEHTPaUHM Ha XHApoxXaopoTHaun e 1,5 1o 2 yaca cies,
NPUIOKEHHETO,

Lasnpedenenue ;
XHUAPOXTOPOTHAIHA CE CBLP3BA C IIA3MEHUTE NPOTEUHN B 68%, a NPUBHAHKAT My 0DEM Ha pasnpeneneHne
e 0,83 -1,14 Vkg.

Buompanchopuayus
IlpH xopa XMapoXTOPOTHA3KA HEe ce MeTaboaN3Hpa, 8 e eKCKPETHPA TIOUTH HATBIHO KATO HEMPOMEHEHO
AKTHBHO BEHIECTBO C YPHMHATA.

Enumunupane
Oxorno 60% ot nepopanyaTa 032 ¢¢ €MMMHHMPA KATO HEMPOMEHEHO AKTHBHO BElHECTBO B paMkuTe Ha 48 h,

brOpeynuaT kKnHpbHE e okoio 250 — 300 mi/min. TepMUHATHUST €IMMUAAIKOREH TIONYKHIBOT Ha
xuapoxaopoTraing & 10-15 yaca.

Creuyanuy [oayaanuyl NalueHTH

Heouampuyna nonviayus

Esponefickara areHuus o lekapcTeara 0TNara 3aIbHKeHAETO 33 NPENOCTABAHE Ha PE3yITATUTE OT
NPOY4BAHWATA ¢ KOMOHHALMATA OT PUKCHPAHK 1034 OIMECAPTaH

MEAOKCOMUI/AMAORUIHHE/ XUAPOXIOPOTRA3N, BB BCAYKH NOArPYITH HA ICAHATPHYHATA [IOTYNalHS 32
pa3peHieOTO TTOKA33HKE ECEHIMATTHA XHTIePTOHHUS.

Cmapvecka ev3pacm (Ha 65 wiu nogeye 200unu)

Tpy naumenTy ¢ ¥uneprouns, AUC Ha onvecapran g CTALHOHAPHO CHCTOAHKME € GANa MOBHILIEHA C OKOJIO
35% npy nauMenTy B crapuecka Br3pact (65—75 roanHM) ¥ ¢ okono 44% npu MHOI0 BR3PACTHY MALMEHTH
(=75 roausn) B cpaBHEHHE ¢ IPYIHTE B (70-MNajia BB3pacT (B, Touka 4.2).

ToBa MoMe MOHE YaCTHYHO Aa € CBBLP3aHO ChC CPeJHO HAaMalleHNe Ha Gupeyunara QydKuMs ApK TasH rpyna
nauueHTH. [lpenopbunTenHHAT peskuM Ha A03HPAaHE 33 XOPa B CTAPYECKA BEL3PACT 00a4e € ChIHAT, BLIPEKN
4e TpabBa fa ce BHHMABa NP OBH1IABAHE HA 03aTa,

BpemeTo 32 1ocTHraHE HA MAKCHMANHH NTA3MEHY KOHUEHTPALHH Ha aMIOAHINE € CXOQHO TIPH MyIaIM
NALMEHTH M [P TIALMEHTH B CTapyeckd RE3PACT. AMAOAHNUHOBUAT KIHPHHC UMa TEHICHIUA KbM
NOHWIKABAHE, KOETO BOAH J10 Nosriuasate Ha AUC 4 Ha eTMMMHALMOHHUA TIOMYKMBOT NPH Xopa B
crapuecka shipact. Hapacreaneto na AUC ¥ Ha enIMHHaIBOMHWAT HONYKUBOT MPY TALKEHTH CBC
3aCTOMHA ChbPACYHA HEOCTATHHAOCT & GII0 Crope]l OUAKBAHOTO 32 ChOTRETHATA BH3PACTOBA IPYNA (BXK.
Touka 4.4).

Orpaﬂuqeﬂme JaHHM NpeAnonarar, 4e CHCTeMHMAT KIHPBHC Ha XUAPOXNOPOTHA3K € NOHMXKEH, KaKTO MpH
3ApasH, Taka H NPH NALHEATHA C XUNIEPTOHMA B CTAPYECKA BB3PaACT B CPABHEHNE ¢ MW 34paBH

A06poBOIIA. TN
P /”'/:;}‘-\W* PR
et ‘-.".“m 0
bvbpeuno vepexcoane /i Qf\; - \ N

[Tpy naumenTH ¢ yepeaexa 6bv6peuna dynxius, AUC Ha onmecaprad B CTaluo glpﬁcy CBOT
nosaukna ¢ 62%, 82% u 179% chOTBETHO NpH NAUMEHTH C JIEKO, YMEPEHO Te

/

T M*m "
Amnoaunnn ce metabosu3upa B ronaMa CTerneH 10 HeakTHBHK MeTabonuTu. Jecet nponé}rra oF
BEUICCTBOTO CC EKCKPETHPA HEMPOMEHEHO C VPHHATA. HpOMGHH‘T& B IV1asMenaTa KOHUCHTpalmua Ha
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AMILOJMITMY HE KOPETHPAT Che cTerienTa Ha Opbpeuno yepexnane. [Tpy Te3n nauMenTH aMA0IHIHE MOXKE 44
ce npwiara 8 ofH4aiiHaTa 4032, AMIOAMIMH He Ce MMATTM3HPA.

HoaykuBoThT Ha XHAPOXNOPOTHAMNA € YIABIKEH NPH DAUMEHTH ¢ YBpercHa 6x6peuna dynxuys.

Yepnodpobro yepexcoane

Cnea nepopanHo npuioxenne Ha eUHHYHA 1038, cToitHocTuTe Ha AUC Ha onmecapran ca 6% 1 65% mo-
BHCOKH [IPH MAUMEHTHU C JISKO M YMEPEHO TEXKKO YBpeieHa YyepHoaApoOHa GyHKLMS, B CpaBHEHHE ChC
CHLOTBETHHTE 3paBH KOHTPoIH. HecBbpsanata hpaxiig Ha ONMECAPTaH Ha 2-Ms MaC C/e MPHIOKEHUETO
NpH 3ApasH 100POBONLH, IIPH MALMEHTH C JIEKO YBPEAEHa YepHOonpotHa QyHKLKa H p1 HAUMEHTR C
YMEPEHO TERKKO yBpeaeHa qepHoapobua GyHKUNS € choTreTHO 0,26%, 0,34% n 0,41%,

Cnen MHOToKpaTHO IPUAOKEHNE Ha NALHEHTH C YMEPEHO 4eprOZPOGHO yepexane, cpearara AUC Ha
OnMECapTaH € OTHOBO OKONO 65% NMo-BHCOKA OTKOAKOTO HpM CHOTBETHHTE 34paBH KOHTPoK, CpeaHata Cumax
Ha ONMEcapTali € CXOAHA MPH MALHEHTH ¢ YBPeAeHa HepHOApoOHa PYHKUMA H NPH 3APABH MHIMBHAM.
OnmMecapran MEIOKCOMMIT HE € NPOYHBAH IIPH MALHEHTH C TEXKO yBpeaeHa YepHoapobHa PyHKLMA (BK.
rouxk 4.2 u 4.4).

Knufu4unTe AaHHK OT MPHIAranero Ha AMIOANITHH NPH NALMEHTY ¢ HEPHOAPOGHH HRPYLICHNS €2 MHOFO
ofpaHuYeHH. [IpH naLMeHTH ¢ yBpeneHa YepHoapoGHa dyHKIMA KIHPBHCHT Ha aMI0 4IHH € TOHWKEH U

NOXYKMBOTERT € YABDKEH, KoeTo BoAH A0 nosuigasane Ha AUC ¢ npuGnusirenuo 40-60% (Bxk. Touku 4.2
H4.4),

YepHoapoOGHOTO yBpeKIaHE HAMA CBHIIECTBCHO BNHIHHE BRPXY GapMAKOKWHETHKATA HA XHIPOXIAOPOTHASHA.
53 IHpeaxauHAEYAR ZTaHHH 32 He30NMACHOCT

KomOunaunsra onmecaptan MeJOKCOMII/ AMIOIMIIME/ XHAPOXROPOTHAIHA

IIpoyusanero 3a TOKCHYHOCT CNEN MHOTOKPATHH S03H [IPH TUTBXOBE IEMOHCTPHPA, Y& KOMOHHHPAHOTO
OPUIOKEHKE HA ONIMECApTad MEAOKCOMUI, AMIOIMIINH H XHAPOXJOPOTHAZNA HUTO YREIU4aBa HAKOA OT
chOBLIEHUTE N0-PaHO M CHILECTBYBALUK TOKCHUHOCTH € OT/ICTHUTE CPENICTRA, HUTO [PEAW3BHKEA HOBA
TOKCHUHOCT U He C¢ HAOOABAT TOKCHKONOrHYHH CHHePIMUKK edekTu.

He ca npopesxaany AOMBIIHUTENHHN NPOYYBAHAA 32 MYTareHHOCT, KAHUEPOSSHHOCT # PElPOAyKTHEHA
TOKCHYHOCT 33 KOMOHHAUMATA C (PUKCHPAHH 03K ONIMECapTal -

MEAOKCOMI/ aMIOIMITHE/XMIPOXIOPOTHA3K, Sasupaiiki ce Ha nobpe uzecTHrs npodun na GesonacHocT
Ha OTJEIHHTE aKTHBHH CHCTABKH.

OaMecapTad MeJOKCOMWIT
B npoyusanusTa 33 XPOHHYHA TOKCHYHOCT,JIPOBEAEHH BHPXY NIBXOBE W KYUETa, 0/IMECApTad MEAOKCOMM
nokasga eeKTH, KOUTO ca cXoanu ¢ apyrute AT peuentophu aHtarouucTu u ACE-urxuGuropn:
NOoBHWECHHE Ha kphBHaTa ypes (BUN) u xpeatunnna (upes dyukindouandy npomeny B 6n0peunre,
AbjKaiuy ce Ha Gnokupany AT pelienTopu); HAMATSRAHE TEIIOTO HA CHPLETO; NOHWKABRAHE Ha
AOKazaTenuTe Ha epuTpormTiTe (6poi epuTpoLHTH, XeMOTA00HH, XEMATOKPUT); XUCTONIOIWYHK JAHHH 34
010peyno yBpexaane (pereHeparBRH Ne3HN Ha GrOpeusns enuTen, YILTLTHABAHE Ha Oa3andata MeM6paHa,
Aunarauus Ha TyOymute). Tesn Hesxenany peakiyi, AbIKAILW e HA d)apMaKo.noquo

NOBMLIABA YECTOTATA HA XPOMO3IOMHNTE abepanuy B menqﬂu KYNTYPH in Vitro, HO, Hc in. wvo 060611131;441“9
AAHHH OT [IPOYYBaHUATA 32 IEHOTOKCUYHOCT MIOKA3BAT, Ye € MAIKO BEPOATHO onMec\‘sggdﬂ %a rrpn'remaaa'
TEHOTOKCHUYHY SPEKTH B YCIIOBMATA Ha KNMBUUHA YioTpeda,

OnMecapran MEAOKCOMUI HE € KAHLEPOTeHEH NPH TUTHXORE MM TPAHCTEHHY MUINKH.
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B fipoyusanus 3a penpoyKTHBHA TOKCHUYHOCT MPOBENCHH BBPXY ILTLXOBE, OAMECAPTAH MEIOKCOMMI He
NOBAHABA QEPTHAMTETA ¥ HE Ca RAMEPEeHH 0KA3ATeNCT A 3a TepatoreHen edext. KakTo ¥ npu apyrure
aHrdoTeH3HH I aHTaroHncTH, ciel eKCHO3NLMA Ha ONMecapTad MeIOKCOMUN NPeXUBIEMOCTTa Ha
NOKOCHUETO € HAMANEHa, 4 CJIeN NPHIAraHeTo MY Ha MaiikaTa B KL.CHA GpeMeNtOCT MITH 10 BPEME Ha
Kbpmeite € Habmoaasana minaTauys Ha 6uOpeunnTe nerenvera. [Tpu 3aliuy HamMa NaHHY 32
(PETOTOKCHYHOCT. '

Amsomuanny

Penpodyxmusna moxcyurocm

PenponyKTHeHE NPOYUBAHHA BLPXY MIBXOBE M MUIIIKK OKA3BAT JAAHHM 38 VABDKABAHE H 3aTPY/AHIBAHE HA
PONMITHHA NPOUEC U TOHHKEHE HEOHATAIHA NPEKMUBIEMOCT Clie NPIITOKEHME Ha T03H, NPHDMIATENHO

50 IMHTH NO-BHCOKH OT MAKCHMANHATA NPETIOPRYHTEIIHA IPY X0Pa, M3vucieda Ha Oasza mg'kg

Hapvuuenun na greprmpnumena

He ce nabniogasa edexrt spXy depTuinrera Ha IILXOBE, TPETUPAHH ¢ AMTOAHMITHH (KHBOTHHTE OT MBLIKKA
N0j1 ¢a TpeThpany 64 qHH, a OT XKEHCKH NoA ~ 14 1uv npeny undToceanero) B JHeBHY 1031 A0 10 mg/kg
(8 b MaxkcHMaANHATA NPENOPRUMTENHA 038 OT 10 mg npn Xopa, ¥sdnciieHa Bh3 0CHOBa Ha mg/m®). B
APYTo MpoyYBAHE BEPXY MUIBXOBE, IPH KOSTO MKHBOTHHTE OT MBXKKH [0 €A TPETHPAHK ¢ AMIOAMITHHOB
fe3unar B npoabLKeHue Ha 30 IHH B A03H, CPABHUMM C JO3WTE, [IPUNAraHH (PH XOPa, HIHCACHH Bb3
ocHOBa Ha mg/kg, ce HabuioaaBaT MOHWKEHH CTOMHOCTH Ha (OIHKYNOCTUMYMPALIMA XOPMOH U
TECTOCTEPOHA, KAKTO H MOHHAKABAHE Ha CNEPMAIHATA MIILTHOCT U Ha Gpof Ha 3PENHTE CICPMATHIN W
CepTonvesH KIeTKH.

Kapyunozenesza, mymasencsa

Tlps niibxoBe W MUIUKH, TPETHPAHH ¢ AMNOAUNHH B IHETATA B IPOTLIDKEHAC Ha 2 FORMHK ¢ KOHLEHTPaLHH,
H3YHCIIEHK 12 IPEAOCTaBAT AHeBHHM A03d oT 0,5, 1,25 1 2,5 mg/kg vama aaHnm 3a kaHueporeraocT. Haii-
BHCORMTE JI03H, KOMTO ¢a pWiaraHH (38 MHIIKH Ca NoaodH Aa, a 33 34 IbXOBE Ca ABYKpATHO*
MAKCHMANHNTE NPENOPbYBAHN KTMHUYKHU 503d OT 10 mg Ha mg/m?) ca 61M3KH 10 MAKCHMATHATE TOHOCHMA
J033 33 MUIBKH, HO HE W 32 IUTbXORE. :

DPOY‘-IBEHHHTB 334 MYTar¢HHOCT HC DOKa3BaT ed)ekm Ha F'CHHO KUK XPOMO30MHO HHBO.

*B13 OCHORA Ha TEIMO Ha nalenTa ot 50 kg

XHAPOXNOpOTHAIIAT
HauHuTe npy M3CNEIBARKATA C XMAPOXIIOPOTHAZAN 33 FCHOTOKCHYEH HIH KARLEPOreHeH eieKT IPH HAKOH

SKCIePHMEHTAIHH MOJIENH Ca HECHTYPHY. BOTaTUsT ONUT ApK XOpa ¢ XMAPOXIOopoTHA3K, 06ade He AOKa3Ra
Bpb3Ka MeXRy yroTpebara My H yBenMUaBaHETO HA HEOIUTA3MHUTE.

6. PAPMANEBTHYHM JAHHHA
6.1 Cnucnk g5a NOMOIHHTE BELIECTBA

Hopo na mabnemrama

MukpokpucTanHta iesynosa

Jlaxktoza MOHOXHIpPET

ITosunon (K-30)

Kpocnoeugon

Hatpues sminecren rankonar (tun A)
Kononnen, xnaparipas CHIHIHER ZHOKCHN,
Marneaves creapar
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Oamecta A Tlmoc 20 mg/S mg/12,5 mg durmuapany Tabnerkn
Unadpaii 1T 85F18378 6ano noxpumue. )

HacTH4HO XHAPOAHIHpaH NOMMBEMHWIOB ankoxon (E1203)
Twranos auoxeun (E171)

Makporon 4000 (E1521)

Tank (E553b)

Onmecra A [lmoc 40 mg/5 mg/12.5 mg 1 40 mg/S mg/25 mg punMupauy tabnetku
COnadpati I 85F2205 5 scvamoe noxpumue. _

HacTHUHO XHAPOAHIAPaH NOTHENHKIOB ankoxon {E1203)

Turanor auoxeua (E171)

Maxporon 4000 (E1521)

Tank (E553b)

Kot wxenesen oxcun (E172)

Onmecta A Hlmoe 40 mg/10 mg/12,5 mg u 40 1g/10 mg/25 mg dunmupanu rabrerku
Onaopatii I 85F94526 pozoeo nokpumue:

YacTuno xuaponH3mipan nonusuHunos ankoxon (E1203)

Twurtanos nuoxcyn (E171)

Maxporon 4000 (E1521)

Tank (E553b)

Yepse sxenesen okeng (E172)

6.2 HecvBMeCTHMOCTH

Henpunoxumo

6.3 Cpox na roguoer

2 FOIMHE

6.4 CHenpajnu ycioBas HA CHXpaHEBUe

Ja ce cpxpansipa B OpUTHHANHATA ONAKOBKE, 33 A2 Ce IIPENNazH OT CBeTINHA. TO3M NeKapcTeeH IPOYKT HE
M3UCKBA CYICLIHAIHMKM TEMTIEPATYPHH YCIOBHA HA CHXPAHEHHE.

6.5 Jaunn 3a opaxoskaTa

OPA/AVPVC - Al Gnuctepu

Buaoee onakosku: Brvctepu ot 14, 28, 56 1 98 Tabnerxu nuny nepdopupanu GiHcTepy ¢ eARHUYHE 1038 OT
28 x 1 u 98 x 1 Tabnetku.

He BcuukH BHAOBE 0NAaKOBKM MOrat 1a ObAAT NyCHATH HA rasapa.

6.6 CpeupajAn NpeiNasHN MEPKA NPA YHUIUOKABAHE H paGoTa
¢ MECTHHTE U3HCKBAHMUA.

7. HNPHTEXATEJI HA PASPEINEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5

2031 GA Haarlem
Hunepnanaus
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8. HOMEPA HA PASPEIMEHHMETO 3A YIIOTPEBA

Onmecta A Tmroc 20 mg/S me/12.5 mg
Per. Ne 20210027

Onmecta A Omoc 40 me/S mg/12.5 me
Per. Ne 20210028

Onmecta A [nsoc 40 meg/10 mg/12.5 mg
Per. Ne 202100629

Onwmecra A [lmoc 40 mg/5 mg/25 mg
Per. Ne 20210030

Oamecta A Tlnroc 40 mg/10 mg/25 mg
Per. Ne 20210031

9.  IATA HA I'bPBO PASPEHIABAHEMIOAHOBSBAHE HA PASPENIEHUETO 3A
YNIIOTPEBA

Hara Ha nepBo pazpewiasane: 05 deppyapu 2021 r.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

12/05/2022
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