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aTEIHATENHA ATEHLWIR N0 EKAPCTBATA
1. MME HA JEKAPCTBEHIS IIPOAYKT RpamKa xapaKmepuCLKa Ha np;gygma éf:;momﬂnua 1
|
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L Ne L
AmonkoH 40 mg/5 mg ¢unmupanu TabieTku Kou FE8 ' ‘ > - 9 5’

Amolcon 40 mg/5 mg film-coated tablets

. Ogobperue Ne evareseeemarsnvisnensasel onsuseriszasirines
2. KAYECTBEH U KOJIHYECTBEH CHhCTAB

Bcsaka gunmupana Tabnetka AMoKoH ceabpxa 40 mg onMecapTad MEAOKCOMHUI (olmesarian
medoxomil) v 5 mg amnoaunuu (karo amnoaunul oe3unar) (amlodipine as amlodipine besilate).

32 MBAHYUA CNHCBK HA MOMOLIHHUTE BEUIECTRA BHOKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®0OPMA

MdunmupaHa Tabrerka

J)KBATH, KpbINK, ABOHHOM3BKHATH TADIETKH, C BANBOHATO u3obpaxeHue ,,I* oT egHaTa cTpaHa U
rnagky OT Apyrara cTpaHa.

4. KJIHAHHUYHU NAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

JleueHHe HA eCEeHLHAIHA XHIIEPTOHMA.

AMOJIKOH € NOKa3aH MPH BE3PACTHH NALMEHTH, Y4ETO KPbBHO HASATAHE HE C& KOHTPOJIHpa

aJIeKBATHO NPH MOHOTEPAIIHA ¢ OJIMECAPTaH MEAOKCOMMUII UM aMIIOAHITHH (BX. TOUKH 4.2 1 5.1).

4.2 J0o3HMpPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoeka

Bvapacmnu

[TpenopruuTenHaTa A03a Ha AMONKOH € 1 TabneTka AHEBHO.

AmonkoH 40 mg/5 mg mosxke fa Obae MPHIIOKEH MPH MALMEHTH, YMETO KPBBHO HAJIAraHe He Ce
KOHTPOJHPa aAekBaTHO oT OnMecapTaH MeAoKCOMH/AMmoaunuu 20 mg/5 mg.

[Ipeny na ce npeMHHe KbM JiedeHHe ¢ PUKCHpaHa KOMOHHALKA, Ce NPENOopPBhYBa CTHNATIOBH/IHO
THTPHpAHE HA J103aTa HA OTAETHUTE KOMIIOHEHTH. Korato € noaxoadilo OT KIHHAYHA NVIE/IHA TOUKA,
MO3Ke fa ce 00CHAH AHPEKTHO NMPEMHHABAHE OT MOHOTEpanus KbM (QHKCHpaHa koMOuHauus.

3a yn06CTBO, MALIMEHTHTE, [10Jy4YaBallH OIMECApTaH MEJOKCOMMII H AMNOUMHH KaTO OTAE/IHH
Ta0NeTKH, MOTAT Ja NPEMUHAT Ha JieueHHE ¢ TabNeTkH AMOKOH, ChABPXKallli ChLIATA J03a Ha
OTAENHHTE KOMIIOHEHTH,

AMONKOH MOJKE /1a ce mpHemMa chC HIH 0e3 xpaHa.

Hayuenmu ¢ cmapuecka 8v3pacm (HA/Hao 05 200unu)
[Ipn nauMeHTy B CTapyecka BB3PacT MO MPHHIMM HE € HeOOXOAHMMO KOPHIHMpaHe Ha
[IpenopbYUTENHATA 1034, HO TPAGBA Ja ce BHMMaBa IPH MOBHLIABAHE HA A03aTa (BX. TOUKH 4.4 1

5.2).




AKO e HeoBX0a1MMO MMOBHLUABAHE HA 03aTa 10 MaKCMMasiHaTa Jo3a 40 mg oaMecapTaH MEeJOKCOMAN
JIHEBHO, KPHBHOTO HansraHe TpAOBa CTPHKTHO 4a ¢€ npocieassa.

bvbpeuno yepesxcoane

MaKkcMMa/IHATA 032 HA O/IMECApPTaH MEAOKCOMMII TIPH MALIMEHTH C NEKO A0 YMEPEHO OBOpeuHo
yBpexaase (kpeatmHiHOB KHpBHC 20-60 ml/min) ¢ 20 mg onMecapTad MEAOKCOMHEIT BEAHBK
IHEBHO, MOPAAH OTPAHMYEHHS OIIHT C MO-BUCOKH JIO3H B Ta3H Ipyria NauueHTH. [ Ipunoxennero Ha
AMOJIKOH TIPY NALIMEHTH ¢ TexKOo ObOpeuHo yepeskaate (KpeaTHHHHOB KIMpBHC < 20 mi/min) He ce
npenopwuBa (BxK. TOUkH 4.4, 3.2).

[Tpu nauMeHTH ¢ yMepeHo Ob0pedHO YBpEKIaHE Ce PENOophYBa NPoC/IEASBaHe HA HHBATA HA Kalus H
KpeaTHHUHA.

Yepnoopobuo yspescoane
AMONKOH Tpsi6Ba Jia ce MpHIara ¢ NOBUIIEHO BHUMAHHE NPH NAlUeHTH C JIEKO IO yMEPEHO

4epHOAPOOHO yBpeKaane (Bx. ToukH 4.4, 5.2).

[TpH MaLKEHTH C yMepeHO YepHoAPOOHO YBpEXKIaHe ce Npenopbysa HauallHa 1034 10 mg
ONIMECAPTaH MEAOKCOMMI BEAHBK JHEBHO, @ MAKCHMAJTHATA /1032 He TPA0Ba 1a NpeBHIIaBa 20 mg
BeIHBLK AHEBHO. [1pH nauueHTH ¢ yBpeaeHa YepHoapodHa QyHKUMS, KOHTO MOy4aBaT AHypeTHLH
WK JPYTH aHTHXUNEPTEH3UBHH JIEKApCTRA, C€ NPENOPBUBA CTPHKTHO CIICIEHE HA KPBBHOTO
Hasrase M Os0peunara pynkuus. Hima onur 3a npuioskeHHETO Ha 0JIMECapTaH MEOKCOMHA MpH
MAUHEHTH ¢ TEXKKO YepHOOPOOHO yBpEkKAaHE.

KakTo npH BCHYKH KQJILHEBH aHTarOHHUCTH, MOJY>KHBOTHT HA AMJIOIMNHH € YIBL/DKCH NMPK NALHCHTH C
yBpeAcHa yepHoApoOHa (YHKIMA M MPENOPhKH 32 103MPOBKATa HE MOraT Aa 6baat AaaeHu. Eto
3ALLO MPH TE3H MMALMEHTH AMONIKOH TPAOBA 1a ¢€ Npuiara ¢ MOBHLICHO BHHMAHHE.
DapMaKOKHHETHKATA HA aMJTOMMHKH MIPH TEXKKO YEPHOAPOOHO YBPEXK/1aHe HE € MpoyHcHA.
AMIOQHIHMH TpAOB4 Oa ce 3arovHe ¢ Hak-HUCKATa /1033 H 1a CC THTpHpa H6aBHO MPHU NAUMEHTH C
HapylieHa dyepHoapobHa dyHkuus. IIpunoskenneTo Ha AMONKOH NPY NALMEHTH C TEXKO
4epHOAPOOHO YBpEXIaHE € MPOTHBOMOKA3aHO (BXK. Touka 4.3).

THHeduampuuna nonyrayus
Be30NnacHOCTTa M edUKACHOCTTa Ha AMOJIKOH NPY Jelia K oHowd oy 13-roMiliHa BB3pacT He €

yCcTaHOBEHA. JIMMCBaT JaHHH.

HaduH Ha 0pUIIOKEHHE
TabnerkaTa TpaOBa Aa C€ NOrbAHE € AOCTATHUHO KOJIHYECTBO TEYHOCT (HAIIp. € Yaia BOJIA).
TabneTkara He TpaOBa Na ce ABBYE W TPAOBA J1a Ce MpUEMA MO €IHO H CBILO BPEME BCEKH AIEH.

4.3 IIpoTHBONOKA3AHHA

CBpBXUyBCTBHTENHOCT KbM aKTHBHHTE BEILECTBA, KbM AHXHAPONHPHAHHOBH IPOK3BOHH HIIH KbM
HSIKOE OT OMOIIHATE BellecTsa, H30poeHH B TOUKa 6.1,

BTopn M TPeTH TPUMECTBP Ha GpeMeHHOCTTa (BiK. ToUKH 4.4 H 4.6).
Texxka YepHOAPOOHA HEACCTATHUHOCT H OHnHapHa oGCcTpyKLMA (B3, TOUKA 5.2).
EndoepemeHHaTa ynorpeba Ha AMOJIKOH € aJTHCKMPEH-ChAbPXKall{ NPOAYKTH € [TPOTHBOTIOR:

[pH NaLHeHTH cbe 3axapen auaber unu Gubpeuno yspesxiare (GFR <60 ml/min/1,73 m>
4.5u35.1).




[lopagu HaH4KeTO Ha AMAOTHNHH B CHCTABa CH, AMOJIKOH ChLIO Taka € NMPOTUBONOKa3aH [PH
NaLKUeHTH C:

- TEXKKa XMNOTOHMA;

- IHOK {BRITFOUHTEHO KApAMOTr€HEH LLIOK);

- O6CTpYKIMA Ha M3X0/1a HA JISBaTa KaMepa (Hanp. BHCOKA CTerneH Ha a0pTHA CTEHO3a);

- XEMOJHHAMHYHO HeCTAOHIHA CBPAEYHA HEJOCTATEYHOCT CJie]] OCTBP MHOKAPEH HH(APKT.

44 Cheuuannd npelynpeKIeHHs U NPeINAIHH MEPKH NPH YIOTpeda

[TaumneHTn ¢ Xnnoponemus Unu aePULIMT HA HATPHI

[Ipn nauueHTH, KOUTO HMAT XHIMOBOJIEMHS H/HIK AeGHUHT HA HATPHI B PE3yaTaT Ha arpecUBHa
AHYpeTAYHA Tepariis, AMETa C OrpaHHyEH [IPHEM Ha Coi, TMapus WK NOBPBILAHE, MOXE JAa HACTHIMH
CHMIITOMATHYHA XHIIOTOHHA, OCOOEHO ciea mepBaTa no3a. [Ipenopbusa ce opnaassaHe Ha TOBA
CBCTOAHUE NPEIH NPHIOKEHUETO HA AMOJIKOH, WJIM BEHMATENHO MEAHIIHHCKO HaOm0AeHHE B
HAYaJI0TO HA JICYCHHETO.

ﬂE}fFH CbCTOAHHA, IPH KOHTO WMa CTUMYJIHPAHE HA PCHUH-AHTHOTCH3HH-AJIIOCTEPOHOBATA CHCTEMA

[Ipn naumenTr, YHHTO CBAOB TOHYC W OBOpeyuHA (PYHKLMA 3aBHCAT OCHOBHO OT AKTHBHOCTTA Ha
PeHHH-aHMHOTEH3HH-ULAOCTEPOHOBATA CUCTEMA (HAMNP. MALHEHTH C TEXKA 3aCTOMHA ChPACHHA
HEAOCTATHYHOCT WITH Mojexaino 6L0peyHo 3abonaBaHe, BKNIOYHMTEIHO CTEHO3a Ha ObOpeyHarta
apTepua), TIEYEHHETO C JPYTH JIEKAPCTBEHH NPOAYKTH, KOHTO IIOBJTUABAT TAa3H CHCTEMA, KaTo
aHrMOTEH3UH II peenTOPHH @aHTArOHKCTH, C€ CBBP3BA C TeKKA XMITOTOHHA, A30TeMHA, ONTUTYPHS HITH
pAnKo ¢ ocTpa OpOpeYHa HEOOCTATBYHOCT.

PenoBackynapHa XHNepTOHHS

Hanuue € noBuieH pHcK OT TexKKa XUNOTOHWA M ObOpeuYHa He10CTATHUHOCT, KOraTO MALUEHTH ¢
ABYCTpaHHa CTeHo3a Ha ObOpeyHaTa apTepHs WK CTEHO3a Ha apTepHATa Ha CAHHCTBEH
GbyHKUHOHUpau OBOpeK NPOBEKAAT NICUEHHE C IEKAPCTBEHH NIPOAYKTH, KOUTO NOB/JTHABAT PEHHH-
aHIMOTEH3HH-aNJOCTEPOHOBATAa CHCTEMA.

brbpeuHo yppexaaHe H ObOpeyHa TPaHCILUIAHTALIHS

Koraro AMOJIKOH C€ mpHnara NpH NailMeHTH ¢ yBpeaeHa 0b6peuHa PYHKLHUS, C€ npenopbyBa
MEPHOAHYHO NPOCIEAABAHE HA CEPYMHHUTE HHBA HA KaJIMA H KpeaTUHHUHA. [I[pUIOKEHUETO HA
AMOJIKOH He ce NPENnopLYBa [IPH NAlMEHTH ¢ TeXKo Ob0pedHo yBpexaaHe (KpeaTHHHHOB KIHPBHC
<20 mi/min) (Bx. TOuKH 4.2, 5.2). Hama onKT ¢ NPHAOKEHHETO HA AMOJIKOH [TPH MALHEHTH ChC
CKOpoLUHA OB0peYHa TPAHCIUIAHTAUMA WM NPH NALKHEHTH ¢ KpaeH CTaAui Ha ObOpeuHO yBpekaaHe
(T.€. KpeaTHHUHOB KIKMPBHC <12 ml/min).

JBoiiHo GoKKMpaHe HA PEeHHH-aHTMOTEH3UH-aAocTepoHoBaTa cucrema (PAAC)

Hima noxasatencrea, ye enHospeMeHHara ynotpeba Ha ACE urxuOHTOPH, aHTrHOTEH3HH 1]
peuenTopHU OIOKEePH WK AMHCKUPEH MOBHLIABA PHCKA OT XHIIOTOHMA, XHIIEpKATUEMHSA H
HamaJsABaHe Ha Op0OpeyHaTa pyHknusa (BKIIOUMTETHO ocTpa ObOpeuHa HenocTaTbyuHocT). [lopagn
TOBA HE C€ NpenoppyBa ABOHHO 6nokupane Ha PAAC upes komOuHMpanaTa ynorpeba Ha ACE
UHXUOMTOPH, aHrdoTeH3uH Il peuentophuu 0J10KepH MK anucKUpeH (BX. Touku 4.5 1 5.1).

AKo ce npeleHH, Ye TepanuaTa ¢ Aeokino 61okupaHe e abcomoTHO HeobxoauMa, Tora TpadBa aa
CTaBa caMo MOJ HAOJIIOAEHHETO HA CNELHATUCT H NPH Y€CTO BHUMATEITHO MOHUTOPUpAHE Ha
OBOpeunaTa GyHKUMA, ENEKTPOIUTHTE H KPBBHOTC HAJIATaHE.

ACE nnxuburopy » anruorensuH [I peuenropan 6nokepH He TpaOBa Aa ce U3MON3BAT €
NpH NaLMeHTH ¢ auabeTHa HedponaTHs.




YepHoapobHo yBpexaaHe

Excno3uumsaTa KbM aMJIOIUITHAH H OIMECApTaH Me/IOKCOMHI € MOBHILEHA NPH MAUHEHTH C©
4yepHOAPOOHO yBpexkaaHe (BXK. Touka 5.2). Heobxoaumo ¢ nosHIIEHO BHHMAHHE, KOTaTO AMOJIKOH C€
Mpraara nNpy MNauueHTH ¢ JIEKO 40 YMEepPeHO YepHoApoOHO yBpexaaHe. I1Ipu naupeHTH ¢ YMepeHo
yBpeKIaHe J03aTa Ha OJMecapTaH MeJOKCOMWI He TpadBa aa HaaBrwasa 20 mg (BxK. Touka 4.2).
[Tpu NaUMEHTH ¢ HapyleHa YepHoApoOHa GYHKUMS, PUIOKEHHETO HA aMJIOAMITUH TpAOBa 1a ce
3alO4HE C MO-HHUCKATA 4034 OT NO30BHA UHTCPRAIL H T})HGBEI ja c€ npdiara ¢ EHUMaHHE IPH
HaYaATHOTO JIEYEHHE H MPH MOBHIUABAHE HA A03aTa. [[pUnoKeHHUETO Ha AMONKOR NPH MALKEHTH ¢
TEXKO YEPHOAPOOHO yBpeKAaHe € NPOTHBOMOKa3aHO (BXK. TouKa 4.3).

XHUMSPKATTHEMHSA

KakTto v npu npyru akruoten3us Il antaronnctd 1 ACE-HHXHUOHTOpPH, B X044 Ha JIEYEHHETO MOXKe J1a
HACTBIH XUNIEPKATHEMHA, 0COOEHO NP HalHuMe Ha OBOpevHo YBpexKaaHe U/ uii CbpAEHHA
HEAOCTATHYHOCT (BK. To4YKa 4.5). [IpenopryBa ¢e CTPHKTHO NMPOCACAABAHE HA HHBATA HA CEPYMHHA
KaJH# MPU NALKMEHTH, H3N0KEHHU HA PUCK.

CoropTeTBamiaTa ynorpeba Ha nodaBkH, CbABbPHKALWK KAIUH, KATHA-CbXpaHsIBaLlH JHYPETHLH,
3AaMECTHTCIH Ha CONTa, CBAbDXKALLH KaJIMi UAU APYTH JEKApPCTBCHH TIPOAOYKTH, KOHWTO MOrart ga
MOBUUIAT HABATA HA KAJIMA (XeNapHH Y T.H.) TpAOBA 1a ce OCbLIECTBABA C [TIOBUILICHO BHHMAHHE Y IIpH
4ecTO MpOCIeAsBaHe HA HUBATA HA KauA.

JIuTui
Kakro 1 rpH apyrute aHrdoteHsmH Il peenTopHu aHTaroHKMCTH, CHITBTCTBALLOTO MPHIIOKEHHE HA
AMOJIKOH M JIMTHH He ce Npenopb4Ba (BK. ToOUYKa 4.5).

CTeHo3a Ha a0pTaTa MK MUTPAIHATA KJIana; 0OCTPYKTHBHA XHNEPTPOGHYIHA KapAHOMHONATHA
[Topany HATMYHETO Ha aMITOAWITHH B CHCTABA HA AMOJIKOH, KakTO NpH BCHUYKH Ba30HJIATATOPH, Ce
MPeNoOpPbUYBA NOBHIIEHO BHUMAHHKE NPU NMALIMEHTH, CTPaJally OT a0PTHA HJIK MUTPA/THA KITAlTHA
CTeHO3a WK OOCTPYKTHBHA XMNEPTPOdHYHA KAPAHOMMONATHS.

HEpBRHYEH a1H0CTEPOHHU3IBM

[TauuenTrTe € OTHPBUUCH ANJOCTEPOHNUIBM KATO WO HAMA A2 OTTOBAPAT HA AHTUXHUIIEPTEH3HBHNI
NeKapCTBeHH NPONYKTH, KOUTO AEHCTBAT MOCPEACTBOM HHXHOHPAHE HA PeHHH-aHrHOTCH3HH-
angocTepoHoBata cucteMa. [lopanu ToBa npy Te3u MaLMEHTH NPHIOKEHHETO HA AMOJIKOH He C€
npenopbyBa.

ChpiiguyHa HEAOCTATBYHOCT

[Mpu npeapa3nonoKeH: JIAIA MOTAT JIa Ce OMAKBAT NMpOoMeHH B O0bOpeunaTa QyHKUMA KAaTO CIIECTBUE
OT MHXHOHpaHe HA peHHH-AHTHOTEH3UH-AIAOCTepOHOBaTa cHcTeMa. [IpH mauuenTH ¢ TexXKa
ChpLEYHA HEAOCTATHYHOCT, YUATO ObOpeyHa PyHKUHA MOXKe 1A € 3aBUCHMA OT aKTHBHOCTTA Ha
PEHHH-AHI'HOTCH3WH-A10CTEPOHOBATA CHCTCMA, JICUCHHULTO C HHXHﬁHTﬁpH H4 aHIT'HOTCH3IHH-
koHsepTHpainus eH3uM (ACE) 4 aHTMOTeH3WH peLleNTOPHH aHTArOHHCTH C€ CBBP3Ba ¢ QJIMIypHA
W/KIIM OporpecHpaula a3oTeMua H (pAako) ¢ octpa 0p0pevHa HEAOCTATEYHOCT H/MJIH CMBPT.,

[TalMeHTH CRC ChpAcUHA HEAOCTATHUHOCT TPAOBRA Ja ce fekyBart ¢ BHHMaHue. B nenrocpouso,
r1aneto KOHTPONHPaHO MPOYYBAHE ¢ aMAOAWITHH [IPH NALHEHTH ¢ TEXKA Chp/ieyHa HENOCTAThYHOCT
(NYHA xkiac III n V), noxnagsanara dyectoTa Ha 6enoapobeH OTOK € Mo-BHCOKa B Ipynara Ha
aAMJTIOJIMITHH, OTKOJIKOTO B Tutauedo rpymnara (Bx. To4ka 5.1). bIOKepHTE Ha KalHEBH KaHaNH,
BIJTIOMHTEIHO K aMJIOJMITHH, TpAOBa Aa ce NMpHIaraT ¢ BHUMaHHUE NPH NALUEHTH ChC 3aCTOHHA
ChPAEYHA HEJOCTATBYHOCT, ThH KaTO MOraT Aa MOBHILAT PHCKa OT ObACIM ChPAEYHOCHAORH
WHLHJEHTH U CMBPTHOCT.

[TonofHa Ha Cpy eHTeponaTHs
B MHOro peaxu ciiyuay ¢¢ ¢hobLIaBa Texkka, XPOHHUHA IMapus ChC 3HAYHTENIHA 3ary
MALMEHTH, MPHEMALLH OJIMECAPTaH HAKOIKO MECEHa IO FOJUHH CJIE], 3a0YBAHE HA J1




BEPOATHO NPHYMHEHA OT JIOKANH3HPAHA peakiua Ha CBPBEXYYBCTBUTCIIHOCT OT 3a0aBEH THII.
UpepHuTe OHONCHH HA MALIMEHTHTE YECTO MOKA3BAT BUIO3HA aTpodus. AKO NIpH NAUMEHT €€ MNOABAT
TE3W CUMITTOMH [0 BpPEME Ha JICHEHUETO ¢ OJIMECAPTAH M TIPH JTHIICA HA ApYyra OUCBHIHA €THOJIOIHA,
NEYSHUETO ¢ osiMecapTan TpabBa Aa ¢e npeycTaHOBM He3abaBHO M Aa He ce 3anoyBa OTHOBO. AKO
AHApHUATa He ce NogoOpH B TeYEHHE Ha e€Ha ceIMMLA clell MPEKPaTABaHETO Ha npueMa, TpabBa aa ce
MpeaBUAM MOCASABAlIE KOHCYJITALUsS CbC CELHAIMCT (Hanp. racTpoeHTeposior).

Pacosu ocobenoctu

KaxTo npu BCHYKH Apyrv aHrHOTeH3HH 1l aHTaroHucTy, NnOHWKaBaILHAT apTCPHATHOTO HanAraHe
eeKkT Ha AMOJIKOH Moke Aa ObAe B M3BECTHA CTEIEH MOo-cNad Npy YEPHOKOKHU NALUMEHTH, OTKOJIKOTO
[IPH OCTAHATHTE MAUHEHTH, BEPOATHO TIOPAJM TO-BHCOKATA HYECTOTA H& HHCKOPEHHHOBHA CTATYC MPU
YePHOKOKH MALMEHTH C MOBHIUEHO KPBBHO HANATAHE.

[TauHeHTH B CTap4YecKa BB3pacT
Tpu naumenTv B CTapuecKka Bb3PACT A03aTa TpAOBa a ce MOoBHINAaBa C BHHMAaHHE (BXK. TOYKa 5.2).

bpemenHocT
ITo Bpeme Ha GpeMeHHOCT He TpabBa /a ce 3anouBa JedenHe ¢ aHrHoTeH3uH Il antaronmct. Ocsen

aKO TIPOIBJDKABAHETO HA JISYEHHETO C aHrMOTeH3HH Il aHTarOHUCT HE € HaNbJIHO HEOOXOAMMO,
MaLUEeHTKHUTE, UIaHUpalH OpeMeHHOCT, TpadBa 1a NpeMHUHAT Ha JICYeHHE C aNTePHATUBHU
AHTUXMITEPTEH3IUBHH JIEKAPCTBA, KOMTO Ca ¢ YCTAHOBEH NPo¢HA Ha 6€30MacHOCT MPH MPUIOKEHHE N0
BpeMe Ha OpeMeHHOCT. [IpH ycTaHOBARAHE HA OPEMEHHOCT, TIEUEHUETO C AHTATOHNUCTH Ha
anrnoteHauH I Tpadea ga 6bae He3abaBHO npeycTaHOBEHO M NPH HeOOXxoaMMOCT TpadBa f1a ce
3aMoYHe aNTEPHATUBHO NeveHne (BX. ToukH 4.3 1 4.6).

g[!y_FH

KakTo nNpH BCAKO aHTHXUTNEPTEH3UBHO AEKAPCTBO, MTPEKOMEPHOTO NOHH)KaBaHe HA apTePHAITHOTO
HAJIAraHe [PH MALHEHTH ¢ HCXEMHYHA GOJIECT HA CHPLETO WIHM HCXEMHUIHA MO3BUHO-CHI08a GosecT
MOJKe [a JOBEIE 10 MHOKapAeH HH(APKT HIIK HHCYIIT.

4.5 BiaumoaelicTBHE ¢ APYTH JEKAPCTBEHY NPOAYKTH H APYra GOpMH HA B3aHMOJCHCTBHE

[loreHUWANHYU B3AUMOICHCTBHS, CRBP3AHM ¢ KOMOHHAaLMATa AMOIKOH

Ha ce 63emam nod snumaiue npu CoNdsMCMBAUL0 NPUIONCEHUE

Hpyeu anmuxunepmenzugnu aexapcmesd
[ToHMmXKaBALUST APTEPHAITHOTO HajiAraHe edekT Ha AMOIKOH MOXKe J1a C€ YCHIIM IIPH CbOBTCTBALLIO
NPUAOKEHUE HA APYTH AHTHXHITEPTEH3UBHH JIEKAPCTBEHU NpoykTH (Hanp. aida-Omokepw,

JUYPETHLH).

[ToTeHUManHU B3aUMOIEHCTBUS, CBBP3AHU C OJIMECAPTAH MEAOKCOMHJI

He ce npenopuuea conbmcmeauio HpUaodcenie

ACE-unxubumopu, anzuomenzun Il peyenmopniu O10xepu UAU QAUCKUPEH

JlanHH OT KTHHAYHU NpOy4YBaHHS MMOKAa3BaT, Y€ BOMHOTO OJIOKHpaHEe Ha PCHHH-aHTHOTEH3HH-
annocteponosata cuctema (PAAC) upes komOunrpanata ynotpeba na ACE nnxnOutopy,
anruoTensuH Il peuenTopuu 6Gn0KepH HIH ANHCKUPEH Ce CBBHP3BA ¢ M10-BHCOKA YECTOTA HA HEIKETAHH

-
- ™

(BIUTIOUYHTENHO OCTpa 6B0peyHa HeA0CTATEHHOCT), B CpaBHEHHE C ynoTpedarta caMo Ha ¢
cpeacTso, AekicTrailo Bppxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).



Jlexapcmeenu npoOyKmu, ROGAUABQIYYU HUGAMA HA KAIUR

CHITBTCTBALLOTO NPHAMKEHHE Ha KATHH-CHXPaHABALIM AWYPETHIM, KaTHEBH J0DaBKH, 3aMECTHTE/H
Ha COJITA, ChABPKALIM KATHA WIH JPYTH JIEKAPCTBEHH NPOAYKTH, KOUTO MOTaT Ja MOBHILIAT
CepYMHHTE HHBa Ha Kanus (Harnp. xenapuH, ACE-uHxuOHTOpH) MOXe Aa KOBEAE N0 NTOBUIIABAHE HA
CepyYMHWTE HUBA Ha Kanua (Bx. Touka 4.4). B cnyuaii, ye B KoMOUHAUMA ¢ AMOITKOH Ce& NPE/INKCBAT
NeKapCTBEHH NPOAYKTH, KOUTO MOBIHABAT CEPYMHHMTE HHBA Ha Kallusl, Ce NMPENopbYBa MpOC/IeAIBaHE
HA CCPYMHHTE HHBA HA KaJIH4,

Jumui

QGpATHMO IOBHIIABAHE HA CEPYMHUTE KOHUCHTPALIWH HA TUTHUA M TOKCHYHOCT C& Cho0WaBaT B X07ia
Ha CBIILTCTBALIOTO MPHIOKEHHE HA JIUTHH ¢ HHXHOWTOPH HA aHIHOTCH3HWH KOHBEPTHPAIIIHA CH3UM H,
paaKo, ¢ auroTeH3HH 11 anTaronucTy. [lopaan ToBa He ce NpenopbyBa CHIBTCTRANIOTO NPUIOKECHHE
Ha AMOJIKOH H NMTHI (Bx. Touka 4.4). B ciryuail, 4e eNHOBPEMEHHOTO IPHIOXKEHHE HAa AMOJTKOH H
NUTHIL € HEOOXOAUMO, CE MPEeNnOpPbUYBa BHUMATEIHO NPOCNE/ABaAHE HA CEPYMHHTE HYBA Ha JINTHA.

Conomcemeauio HPUAOHCeRne, HIUCKEAUO ROGUILENO 6HUMAHUE

Hecmepouonu npomusosv3narumennu aexapemsenu cpeocmea (HCIIBC), exaioueauu ceaeKmushu
COX-2 unxubumopu, ayemuncaruyuiosa xuceauna (>3 g/oneenc) u necenexmusnu HCHBC

Korato auruoteszud 1l agraronvcets ce npunarar 3aendo ¢ HCIIBC, Moxe Aa HacTsOM oTcnabeaHe
HA AHTUXHAEPTEH3UBHUA edekT. OUIE NeBeye, ChIILCTBALOTO NMPHIOKEHHE HA aHIMOTEH3HH 11
anraronucTd 1 HCIIBC Moke a MOBHIIKM pUCKA OT BJIOLIABAHE Ha OnOpedHaTa QyHKLHA H MOXKE Aa
noBejie N0 MOBUilaBaHe HA HUBATA Ha cepyMHHs Kanui. [lopaau ToBa ce npenopsusa NpoCieaAsIBaHe
Ha OBOpeunara PyHKUMs B HA4ANOTO HAa TAKOBA CHNIBTCTBAILO JIYEHHE, A CBILO TakKa W 10CTaThHa
XUOpaTalus Ha rauMeHTa.

Konecesenam, cexeecmpanm HA HCTbUHUME KUCEAUHU

CHITBTCTBALLOTO NPHIOKEHHE Ha KONECEBeNaM XHAPOXJIOPU], JIEKAPCTBO, KOCTO CBbP3BA HITHIHHTE
KHCEJMHH, HAMAIA8a CUCTEMHATA €KCMO3ULIMA M MAaKCHMAJIHATA NJ1a3MeHa KOHUCHTpaluA Ha
ONIMECAPTAH W HAMANABA SNUMUHALMOHHUA NONYKUBOT (tin). [IpunoxenueTo Ha onmecapTat
MEIOKCOMMJI [10HE 4 Yaca npeayn KONEceBeiaM XHAPOXIOPUA HaMansasa epexTa OT ICKapCTBEHOTO
paumopeiictaue. TpabBa Aa ce MMa npeaBHa MPUIOKEHHE Ha OMecapTad MCIOKCOMMIT IIOHE 4 yaca
MpeAM KoJeceBelaM XHAPOXIIOPHA (BXK. Touka 3.2).

Homvanumenna unopmayus

Clled eYEHHE ¢ AHTHALIHIY (ATyMHHHEBO-MarHe3HeR XUIPOKCHA), ce HaOMoaBa JIeKo NOHHKABAHE
Ha OMOHANHYHOCTTA HA OJIMecapTaH.

OnMecapTaH MeJOKCOMHI HAMA 3Ha4YMM e(eKT BbpXY hapMakoKHHeTHKaTa I (apMaKOAHHAMHKaTa
Ha sapdapvH UK PApMAKOKMHETUKATA Ha AUFOKCHHE. CHIbTCTRAIIOTO NPHI0KEHWE Ha 0JIMECapTan
METOKCOMHJI 1 [IPABACTATHH HAMA KIHHUYHO 3HAYMMH ¢eKTH BBpXY (apMaKOKHHETHKATa Ha BCEKH
OT KOMIIOHGHTHTE NPK 3 PaBH JIHLA.

OJ/iMecapTaH He MPUTEXABA KINHHYHO 3HAYMMH HHXHOUTOPHH €(DEKTH BBPXY YOBELIKHTE IUTOXPOM
P450 ernumu LA1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 in vifro 1 HE IPUTEKABA WITH UMA
MIHHMAITHH MHAYLHPALH e(eKTH BEPXy aKTHBHOCTTA Ha uutoxpom P450 npu iurbxoee. He ce
OUAKBAT KJIHHHYHO 3HAYMMH B3aHMOIEHCTBHA MEXKYy OJIMecapTaH U JIEKapCTBEHH NPOAYKTH,
MeTabOMU3HPaHK OT MOCOUYEHHTE NO-TOpe eH3HMH Ha upToxpom P450.
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[ToTeHLUHAJIHH B3AMMOACHCTBHA, CBbP3aHH ¢ AMJIOHITHH

Egpexmu na opyzu nexapcmeens npooyxkmu 6opxy amMaoounun

CYP3A4 unxubumopu

ChNbTCTBAIOTO NMPUIMKEHHE HA aMJIOJHNHH CHC CWIHH WIH YMEpeHH MHXHOuTOpH Ha CYP3A4
(nporea3Hy HHXUOUTOPH, a30JIHH MPOTHBOrEOMYHH JieKapcTBa, MAaKPOJIHAH KATO €PUTPOMHLIMH HITH
KIapUTPOMHLIMH, BEpanaMuia UK AWITHA3EM) MOXKE [a AOBeJE 10 3HAYHTEIHO yBeIHYaBaHe Ha
aMJIOJMITHHOBATA eKCNo3uUKa. KIIMHHYHOTO 3HaYeHHe Ha Te3d (PapMAKOKMHETHYHH MPOMEHH MOXKE
Aa ca Mo-U3sABEHU NMPU NALKHEHTH B cTapuecka Bu3pacT. [lopaaM Tasu NpH4YHHA MOXKE a ¢ HAJTONKH
KIIMHHHYHO MpOCiieAsaBaHe U KOPHTHPAHE HA JA03aTa.

CYP3A4 unoyxmopu

[Tpu crrbTeTRaIOTO NpHIOAKEHHE Ha n3BeCTHH CY P3A4 uHIYKTOpH, TU1a3MeHAaTa KOHLIEHTPaLUKA Ha
aMJIOJIMNMHH MOxXe aa sapupa. [Topagu ToBa, TpaOBa aa ce cnellH apTEPHAIIHOTO HANATaHEe U Jia Ce UMa
TpeBUA PETYIMPAHETO Ha J03aTa, KAKTO 10 BPEME Ha, Taka W CE/ ChIIBTCTRAILO TeYeHHe, 0COOEHO
pu cuiHd CYP3 A4 unaykropu (Hanp. pugraMIMLuMH, )XBJIT KAHTapHOH).

[TpuiIokEeHHETO Ha aMJIOAHITHH € TpeindpyT WK COK OT rpeiindpyT He c€ Npenopb1Ba, ThH Karo
OHOHAIHYHOCTTa MOYE 1A CE YBEJIMUM NPH HAKOH NALMEHTH, KOETO 1Ie A0BEA¢ 10 YBEIHUaBAHE Ha
edeKTa 32 NOHWXkKABAHE HA KPBBHOTO HANIATAHE.

Hanmponen (ungpysus)

[Tp1 »KBOTHH ca HabnionaBaHU BEHTPUKyIapHa PUOpHIaUMs H KapaHOBACcKy1ApeH KoJ1anc,
CBLP3aHH ¢ XMNEPKATHEMHSA Cel IPHIOKEHUE Ha BeparaMHil H HHTPABEHO3HO MPHJI0KEH
pantponet. Iopaayn puck OT XMNIEPKATHEMHSA C€ IPENOpBYBa A ¢e H30Arsa eAHOBPEMEHHOTO
MPUIOKECHHE Ha OJTOKEPH Ha KAJILUEBUTE KaHaK KaToO aMJIOAMIIAH MPH MAlWEHTH, PEAPA30f0KeHH
KbM 3JI0KAUYECTBEHA XUNIEPTEPMHUS U MPH JIEHCHHE HA 310KA4YEeCTBEHA XHUIEPTEPMHA.

Edexmu na amnodunun evpxy 0py2u 1ekapcmeenu npooyKkmu

EdexTuTe Ha HaMansapaHe Ha KPbBHOTO HAaJIATAHE Ha aM/IOJMIMH C€ HAC/arsaT KbM eEeKTHTE Ha
JIPYTH aHTHUXHITEPTEH3UBEU CPE/ICTBA.

B x/IMHUYHM IPOYYBaHHA, AMIIOJUIIHE He NMOBJIMABA (hapMAaKOKHHETHKATA HAa aTOpBacTaTyH,
JAUrOKCHH WIIHA BapdapuH.

Cumsacmamun

CBIBTCTBAILOTO MPHIOKEHHE HA MHOTOKPAaTHH 03¢ 0T 10 mg amaoaunus ¢ 80 mg cumMBacTaTHH
BOJIH 0 YBENMYaBaHe HAa €KCMO3HIHMATA KbM CHMBACTAaTHH CBC 77% B CpaBHEHHE CBC
CaMOCTOSTENHOTO NPHICKEHHE Ha CHMBAcTaTHH. J[03aTa Ha CHMBACTATHH TPAOBa [la C& OrpaHHYH A0
20 mg AHEBHO NPH MALUEHTH, KOHTO NpHEeMAT aMAOAUIMHH.

Taxponumyc

KFIMa pucK OT NOBHUICHH HHBA HA TAKPOJIMMYC B KPBBTA NMPH CBIBTCTBALLO MPUIOKEHHE C
aMJIOHITMH. 32 Aa ce u3derde TOKCHYHHAT eDeKT Ha TAKPOAUMYC, NMPHJIAraHeTo Ha aMJIOAHTIEH NPH
MalHeHTH, JICKYBaHH ¢ TAKPOIUMYC, Hanara HabitoaeHrHe Ha HABATa Ha TAKPOJNMYC B KPBETA H
KOpEKLMS Ha 103aTa Ha TAKPOJIMMYC, KOraTo ToBa € ChoOpasHo.

Hurcrocnopun |
B 1poCneKTHBHO MpoyysaHe Ha 656peyHo TPaHCIIAHTHPAHH MAKMEHTH & HabmonaBap
yBEIHYEHHE HA MHHHMAIHHTE HHBA Ha LIMKJIOCMIOPHH, KOraTo € H3MOJ3BaH 3a8HO ¢,
CBIBTCTBALLIOTO NPHIOKEHHE HA AMOJIKOH € UHKIIOCMIOPHH MOXE 2a MOBHIIH CKC



uuitocnopud. 1Ipy cemereTBaaTa MM ynorpeba TpsOBa Aa ce MOBHTOPHPAT HUBATA Ha
HHKITOCTIOPHH H MPH HeOOXOAMMOCT Aa ce pe/lyllipa 103aTa My.

4.6 PepTnanTeT, OPEeMEHHOCT H KhPMEHE

bpeMenHocT (BK. Touka 4.3)

HsaMa 1aHHM OTHOCHO ynoTpebaTa Ha OJIMECApTaH MeJOKCOMKIL/AMNOIMNMH NPpH OpeMeHHH seHH. He
ca MMPOBEX/1aHH NPOYYBAHHA € OJIMECAPTAH MEIOKCOMWI/aMITOHITHH 33 PeNpPOAYKTHBHA TOKCHYHOCT
NPy dKHBOTHH.

Oamecapman MeooKComMun

Ynorpebara na aHrHoTensuH 1l anTaronucTH He ce npenopbyBa Mpe3 MbPBUS TPHMECTLP Ha
OpemMeHHOCTTa (BK. TouKa 4.4). YnioTpebaTa Ha aHrHoTeH3HH 11 aHTArOHHCTH € DPOTHBOMOKA3AHO [10
BpeME Ha BTOPUA H TPETUS TPHMECTBP Ha OpeMEHHOCTTA (BK. TOUMKH 4.3 U 4.4).

EnnaeMHoIory4HMTE TaHHH MO OTHOLUIEHHE HA PHCKA OT TEpaTOreHHOCT cien ekcno3uuus Ha ACE-
HHXUOWTOPH 1O BpEME Ha ITBPBHA TPHMECTLP Ha OpeMeHHOCTTa He ¢a yOoeauTenHn. Bee nak, neko
VBEIMYEHUE HA PUCKA HE MOKE 13 C& U3KMOYH. JIOKaTO TUNCBAT KOHTPOSIMPAHH eITUAEMUOROrAYHA
JaHHH NO OTHOLUEHKE HA pHUcKA NMpH ynorpeda Ha aHrHoTeH3UH 1l aHTAroHHCTH, MOAOOHH PHCKOBE
MOTAT []a ChLUECTBYBAT W NPH TO3M Kjlac ekapcTBa. OCBEH aKO NPOABILKABAHETO HA JIEYEHHETO C
AHTHOTEH3HMH 1]l AHTarOHUCTH CE CUMTA 332 M3KTIOUUTENHO BaXKHO, NAUMECHTKHUTE, TUIaHUPaLIH
OpeMeHHOCT, TPAOBa 1a MPEMHHAT KbM aNTepHATUBHO AHTHXUNIEPTCH3UBHO JIEUEHHE, KOETO HMa
yCTaHOBeH npoduit Ha Oe3onacHoeT npH ynorpeba no Bpeme Ha OpeMeHHOCT. Korato ce ycTaHoRu
OpeMEHHOCT, NeUeHHETO ¢ aurHoTeH3uH [ anTaronncT Tpabea Aa ce npeycTaHOBU He3abaBHO M aKo
€ MOAXOAAO A4 CE 3aN0UHE AITEPHATHYHO JICYCHHE.

HM3BeCTHO €, 4e eKCTO3HLLHA Ha JIEYEHHE ¢ AaHFPHOTEH3HH I aHTaroHMCTH MO BPEME HA BTOPHS U TPETHA
TPUMECTBP MPpUUMHABA (PETOTOKCHYHOCT NpH Xopa (HamaneHa 0u6peuHa GyHKRLUS,
OQJIMFOXMJAPpaMHHOH, 3a0apeHa oCH(PHKALINA HA Yepera) U HEOHATaNHA TOKCHYHOCT (61L0peyuna
HEAOCTATBEYHOCT, XHMOTOHHA, XHNEpKaTHeMHA) (BxK. Touka 5.3).

[Ipeniopsusa ce exorpafgicko nacieaBane Ha Ob0OpeyHaTa (yHKUMS M Yepena, B CIyyah e
AHTHOTEH3HH [] AHTAarOHKUCTH ca NPUAAraHy NMpe3 BTOPHS TPUMECTHP Ha OpeMEHHOCTTA H C/Ie] TOBA.
HoBopomeHHTe, YHHTO MalikH ca NpHeMaiy aHTHOTEH3MH 1] anTaroHucTH, TpaOBa ga ce HabmoaaBar
BHHMATEAHO 32 HATHUME Ha XUNOTOHHA (B)K. TOUKH 4.3 1 4.4).

Amnoounun
HanuuTte o1 orpaHnycH Opoi ekCrnoHnnpatu OpeMEHHOCTH He TIOKa3BAaT, ué aMIIOJHITUH UMY ApYTH
aHTAarOHMCTH Ha KATUHEBHTE PELIENTOPH HMAT YBpeKaall eekT BepXy (eryca. Brnpeku ToBa MOXE

A4 UM& PHCK OT IMpOTpaxXHpaHe Ha paKAaHeTo.

CrengoBaTenHo AMOJIKOH HE ce NPEnopbuBa MO BPpeMe Ha MbpBHA TPHMECTHP HAa OPEMEHHOCTTA H €
MPOTHBONOKA3aH (O BPEME HAa BTOPHA ¥ TPCTUA TPUMECTEP Ha OpeMeHHocTTa (BXK. TOUKE 4.3 u 4.4).

KbpMeHe

OnMecapTaH ce eKCKpeTUpa B MIIKOTO Ha ILTbXoBe ¢ taktauuia. He e scho, obaue, nanm
NMPCMHHABA B KbpMara [pH Xopa.

AMITOUIHH Ce eKCKpeTHpa B KbpMaTta. HacTra Ha mailuMHara 103a, NpHETa OT HOBO
OLIHSBA C HHTEPKBAPTIIIEH HHTEPBA OT 3-7%, ¢ MakcumyM OT 15%. EdexTbT Ha
KbpMaueTa He € H3BECTEH.




AMONKOH HE C€ MPEnopbUBa N0 BpeME HA KbpMeHe. 3a NpeAno4HTaHe ¢a aITSPHATHBHH JICYEHHA C
no-nobpe yctaHoBeHd npodiin Ha 5e30NacHOCT MO BpeME Ha KbPMEHE, OCOOEHO NPH KbPMEHE HA
HOBOPOACHO WIH HEIOHOCEHO Oebe.

DepTUNUTET

[Ipu HAKOM MALUMEHTH, JIEKYBaHH ¢ GJIOKEPH Ha KATUMEBUTE KaHaIH, ¢a ¢boOiliaBaHH o0paTHMH
OHOXMMHYHH NMPOMEHH B FTABaTa Ha coiepMmaTo3orauTe. KNMHUYHUTE JaHHH OTHOCHO BBh3MOMKHHS
e(heKT Ha aMJIOIUNHH BBPXY PEpTUINTETA Ca HEAOCTATHYHU. B eHO NMpoyuBaHe ¢ IUTEXOBE Ca
YCTAHOBEHH HEXENaHH e(eKTH BEpXY (epTHnuTeTa NPH MBKKHA HHAHBHAM (BXK. TOUYKa 3.3).

4.7 EdexTH BLpXY cnocoOHOCTTA 32 odpHpaHe H paboTa ¢ MAIIHEH

AMOIIKOH TIOBJIMSBA B MAJIKA KJIM YMEPEHa CcTerneH crnoco0HOCTTa 3a WOo(gHPaHe H paboTa ¢ MALIHHH,

3aMasHocT, maBodonue, raaeHe Hid yMopa MOXKe /1a Bb3HMKHAT MOHIKOTA APH MAlHEHTH,
[IPHEMALIH RHTHXHUIIEPTCH3UBHA TEPAITHS, KOETO MOJKE Ja HapyLlH CNOCOOHOCTTA 32 pearupase.
[TpenopbuBa c€ BHUMaAHKE, OCOOEHO B HAYAIOTO HA JICHEHHETO.

4.8 Hexenanu JeKAPCTBEHN pPeaKIHH
OnmMecapTaH MeAOKCOMMUJI/aM10ANUTIHH

Haii-uecto chobLIaBaHMTE HEXEIAHH peakLMH NMpH ynoTpedara Ha oJiMecapTaH
MeZOKCOMHI/aMIIOAHNHH ca nepudeper otok (11,3%), rnasobonue (5,3%) u zamaanocr (4,5%).

HesxenaHuTe JEKapCTBEHH PEaKLMM OT OIMECapTaH MEROKCOMM/AMITOTHITHH TIPH KIIMHHYHH
[pOYH4BaHHs, IOCTMAPKETHHIOBH NPOYYBaHHs 32 6e30MacHOCT M COHTaHHM JOKIaau ca 000DwwenH B
TaONMLATA [O-A0Y, KAKTO W HEXKESIaHH JIEKAPCTBEHHU peaklHH Ha OTACTHHTE KOMITOHEHTH
OJIMECApTaH MEAOKCOMM/I H AMJIOJHIHH, Bb3 OCHOBA Ha MpodHia Ha 6€30MacHOCT Ha Te3H BELIECTBA.

H3non3BaHa € cAeHATa KOHBEHLHA 32 KIACH(MHIMpPaHe NOoABATA HA HEXKEIAHH JIEKApCTBEHH PEAKLIUH.
Muoro uectn (>1/10)

Yeeru (=1/100 oo <1/10)

Heuectu (>1/1 000 no <1/100)

Peaxu (>1/10 000 mo <1/1 000)

Muoro peaxu (<1/10 000), ¢ HeuzBecTHa YecToTa (OT HAJIMYHHUTE AaHHNX HE MOXKE J1a C€ HanpaBH
OLCHKA)

CucTeMo-opranen HesxeJIaHH peaKIHH YecroTa
kaac no MedDRA KoMOunauns Onamecaprad |AMJIOAHITHH
OamecapTan/AMJIOIHNNH
Hapymenust Ha JIeBKOLUTONEHHA Muoro pegkH
KPBBTa H IHMPHATA | TpoMGoyuToneHns HeuectH Muoro peaxu
CHCTEMA
Hapyliesus Ha Anepru4na Penxu MHoro peiku
MMYHHATA CHCTEMA  |PCaKLIWA/JICKapCTBCHA
CBPBXUYBCTBUTEIHOCT
AHa(HIaKTUYHA peaKiuus HeuecTH
Hapywenus Ha XUnepriimkeMHs
MeTaboanzMa H X HnepKraJHeEMHUS Heuectu
XPAHEHETO
XHIepTpHravLepHaAEMHS
XunepypuxeMus
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CucremMo-opranes HexenaHH peakuuu YecToTa
kaac no MedDRA KomOunanus Oamecapran | AMJIOIHNHH
Oumecapran/AMJI0AHIIHA
IIenxuunu O6BpKaHOCT Penxn
HApYMICHUA Henpecws Heuectn
MHcoMHHS Heuectn
Pasapa3HHUTENTHOCT HeuectH
Hamaneno nubuno HeuecTH
[IpoMeHHu B HACTPOSHUETO HeuecTn
( BIJTIOUHTEITHO
BB30YAMMOCT)
Hapymenus na CBeTOBBPTEXK Hectu YectH Yectu
HEPBHATA CHCTEMA | ITycreysug Heuect
['naBofonne YecrH YectH YectH
(ocobeHo B
HAYaIOTO Ha
JICYEHHETO)
XHNEepTOHUSA MHoro peaku
XHUIMoecTe3Hs HevecTH Heuectn
JHetaprus HeuecTH
[lapecTe3na Hevectn HeuecTu
[lepudepna HeponaTHs MHoro peaxku
[Moctypanien ceetosbprexk |HewecTH
Hapyirenne Ha ChHA HeuectH
CoOMHOJIEHTHOCT YecTH
Cunkon Penxu HeuectH
Tpemop HeuectH
ExcrpanupamMuiau C HeusBecTHa
HapyLUICHUA 4ecTOoTa
Hapymennna HA 0KOTO|3pUTEIHH HApYIEHUA (BKIL. Heuectu
JTHUTITOTIHA )
Hapymenus Ha yxo1o | THHUTYC Heuectn
H NaDHpHHTA Bepruro HeuecTH HeuecTn
Copaeunn AHIMHA NEKTOpUC HevecTH HeuectH (BKA.
HApYWEHHSI BIOLIABAHE HA
aHTMHA
NEKTOPUC)
Aputmus (BKII. HeuecTH
Opaaukapaus, KamepHa
TaxXHKapAHA U NpeIcHPAHO
MbXIEHE)
MuokapaeH uHdapkr MHoro peaku
ITannuraumu HeuecTH
Taxukapnus HeuectH
CouaoBy napymienns | XUNOTOHNA Heuectn
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Cucremo-oprases HexeslaHun peakuuu YecToTa
c
knac no MedDRA Kom0nuanus OumMecapTan  |AMIOTHOHH
OamMecapran/AMJICAROHH
OprtocTaTHuHa XMnoToHuA |(HeuyecTH
3aucpBaBaHE Penku YecTH
Backynur MHoro peakH
PecnapaTopHH, bpoHxuT YectH
IPBLAHH H Kawnvua Hevecty Yecrtu HeuecTu
MEAHACTHHAJIHH - -
W
HADYICHHS HNucnued SUCCTH Yectu
(DapUHCHT Yectu
PUHUT Yectun He4ectn
TacTponurecTinannn;Kopemna doika Yectr Yectn
HapyWICHHS Hapyuienus B nedexaumsta YecTH
(BKJI. AHApHA H
KOHCTHNALWSA )
Koxcrunauus HeuectH
Hunapus HevecTH YecTH
CyXxoTa B ycTaTa Heuectn Heuectu
Jucnencud Heuectr Yectu YectH
["acTpur MHoOro peaku
I'acTpoentepur Yectn
Xunepn/a3usa HA BEHLIUTE MHoOro peakH
['ageHe Heuectn Yectn YecH
[lankpeaTtur MHOro peakH
Fonka B ropHaTta yact Ha  |Heuecth
Kopema
[loBpbluane HeuectH Heuecn Heuvectn
[Togo6Ha Ha cnpy MHoro peaku
eHTeponaTus (BXK. TOUKa
4.4)
XenaroOnanapHu [ToBulIEHU HHBA Ha YectH MHoro peaku
HApYIIEHHA 4epHOAPOOHUTE EHIUMHU (OCHOBHO
CBBP3aHH ¢
X0JiecTasa)
XenaTur MHoro peaku
KoareHuua MHoro peaku
Hapyurenns Ha Anoneuus HeuecTu
Koxata H AHTHOHERPOTHUEH e1EM Penky MHoro peaKkH
NOAKOXKHATA THKAH
AJlepruyeH AEPMaTUT HeuectH

_ﬁpu'rema MYATHDOPME

Muoro peakH

ExzanTem

ExcdonvaTiBeH JepMAaTHT

;(Hnepxnnpoaa

@OTOUYBCTBHTEIHOCT
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Cucremo-opraueH Hexe/lavH peaKnHA YecToTa
kaac no MedDRA KomGunanus OamecapTan |AMJIOAHIHH
OamMecapTan/AMIOARIHH
[Tpyputyc HeuectH HeuectH
[Iypnypa Heuectu
Enem na Keunke MHoro peaky
O6pus HeuectH HeuectH Heuectn
IlpoMsHa B UBeTA HA Heuectn
KOKaTa
Cunapom Ha CTHBBHC- MHoro peakH
JIKOHCBH
TokcHuyHa enuaepManHa C HeuzpecTHa
HEKPOH3a 4ecToTa
Yprukapus Penku Heuvectn Hedectn
Hapymenus na IloayBaHe Ha rNe3eHUTE YecTtu
MYCKYJIHO- Aprpanrus Heuectu
CKeJIETHATA CHCTeMA ™ q
H CheAHHATENHATA pTpuT ceTH
ThHKAH bonka B repba Heuecrtu Yecern Heuectu
MycCKyeH cna3ztm HeuecTn Peaxu Yectu
Muanrus HeuectH Heuectn
bosika B KpaHHMLIHTE HeuecTH
KoctHa 6oika YectH
Hapymenus Ha Ocrpa 6B0peyHa Peaku
0LOpeunTe H HEJOCTATBYHOCT
MHKOMHUTE UBTHIA  |Yeyarypus YeeTin
[loBuieHa yectoTa Ha Heuectn
ypHHHPAHE
HapytiieHus 8 ypHHHPaHETO HeuecrH
Hoktypus HeuectH
[lonaknypus Heuectu
B1OpeyHa HEAOCTATHHHOCT Peaku
WUHdekuHn HAa NWKOYHHTE Yectu
IbTHLLA
Hapywennsa na EpexTunHa Heuect Heuvectu
pPeNnpoAYKTHBHATA AuchyHKUUA/UMIIOTEHTHOCT
CHCTEMA H I'bPAMTE  \"yyexomMacTHA Heuyectn
O6mn Hapymenus u |ACTEHHsA HeuectH HeuecTu YectH
€(PEKTH Ha MACTOTO  |Foika B rhpauTe YecTn Heuectn
HA MPHJIOXKEHHE
P (Orok Ha THUETO Peaxu Heuectn
OrnagHanoct YecTH YecTH YectH
["punonoso6Hd CHMITOMH s
Jleraprus ‘5‘%\\
O0uI0 HEPA3MONOKEHUE " A\?T“
OTtok Hecru 3 | DA RUME ﬂ) YECTH
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CucreMo-opranex Hesxenann peaknuu YecToTa

kjgac no MedDRA KomOHHANHSA Oamecapran

OnamecapTan/AMJIOAHITHH

AMJOIANHH

p—

bonka YecTH

HedecTH

[Tepudepen oTok YecTH Yectn

XnbTBaw OTOK YectH

HscsienBanunyg [ToBUIIeHH CTOHHOCTH HA {HeuecTH Penku
KPCATHHHH B KPbBTA

TloBHILEHH CTOMHOCTH HA YectH
KpeaTMHUH (ocoKkuHaza B
KpbBTa

[ ToruskeHu HUBA Ha KaJiMH BiHeuecTH
KpBBTa

[foBHIlIEHH HMBA Ha ypeEs B YectH
KPbBTa

[ToBpULIEHH HUBA HA Heuectu
[MHKOUHA KKCEeJMHA

[ToBuIneHU HHBA Ha raMa- (HeuecTH
rAYyTaMwi TpaHcdepaza

IloHw>xapaHe Ha TeJIeCHOTO
TETIIO

Heuect

[lopHLIABAHE HA TEMIECHOTO
TErio

HeuectH

Cpo0asar ce €AHHHYHM CJIy4ad Ha pabaoMHOIN3a BbB BPEMEHHA BPBH3Ka € MPUEMa Ha PelENTOPHH
OntokepH Ha anruoreHsuH [I. Cvo01maBaHuy ca eAMHHYHY C/IYy4Yad Ha eKCTpanupaMHICH CHHAPOM IIpH

MagHCHTH, NE€KYBAHH C aMJIOOHWITHH.

Crobmapane Ha NOAOIUPAHHN HEWKeENAHH peakuiiu

Cro01aBaHETO HA NOJO3UPAHU HEXEIAHW peaKUMH CIE] pa3peliaBaHe 3a ynotpeba Ha NnekapCcTBEHH
MPOAYKT € BaxkHO. ToBa Mo3BoJIsABA Ja MPOABL/DKH HAOMIOACHHETO HA ChOTHOLICHHETO 10J133/pUCK 32

NIEKAPCTBEHHS NPOAYKT. OT MEHUHHCKATE CIIELMATHCTH € H3HCKBA [1a ChoOLaBaT BCAKA
NOZIO3NPAHA HEXKENAHA PeaKkLHa upes

HanbnHuTeHa areHuMua no ACKapcTBara
yi. ,,JamsH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebeaiT; www.bda.bg
4.9 Ilpeaosupane

CUMIOTOMH

HsMa ONMHT ¢ Npeno3upaHe ¢ onMecapTal MeIOKCOMM/amMI0AuN1H. Hal-BepoaTHATE edieKTy Ha

NpeAo3HPaHe ¢ ONMECApTAH MEJOKCOMMIT €4 XHIIOTOHHA H TAXMKAPAWs; Opaaukapans MoXe
NPeAC3HPAHETO ¢ AMJIOAMITHH e I0BEAE 1O 3HAYMMa NepH(EpHa Ba3oAHNATALUA

XMOOTOHUS U BeposTHO pednekTopua Taxukapaus. Hva cpoluuenus 3a uapasexa
NPOAB/DKHTENHA CHCTEMHA XUIIOTOHMA, JOCTHrAILA A0 i BKJIIOYBAIIA LIOK C (haT
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Jleuenue

B cnyuaii ue TabneTkuTe ca NMpHUeTH CKOPO, MOKE a Ce HanNpaBH CToMaluHa npoMuska. I1pu 3apasu
JIMLA € KOKA3AHO, Ue NPUIOKEHUETO HA AKTUBEH BBIJIEH He3a0aBHO MM J10 2 yaca cnell npy¥eMa Ha
AMITOUITHH 3HAYKMO [TOHKaBRA abcopbuuara Ha aMACIUNMH,

OIMHMYHO 3HAYMMATA XHIIOTOHMA, MPOMITH3ALIA OT Npefo3upaHe ¢ AMOJNIKOH H3MCKBA aKTHBHO
MOIBpPKaHe Ha ChPAEUHO-ChAOBATA CHCTEMA, BKIIFOUHTENIHO CTPHKTHO MPOC/IEAABAHE HA ChpASYHATA
u SenoppodbHaTa QYHKLUMSA, NOBAUTaHE HA KpaHHHLIMTE H BHHMAHHE TIO OTHOLIEHHE HA
HUPKyIUpaia o0eM H auype3ara. 3a Bb3CTAHOBSBAHE HAa ChAOBHA TOHYC W ApTCPUATHOTO HAJIATaHE
6 MOIBJT 1@ MOMOrHE BA30KOHCTPHKTOP MPH MOJIOKEHHE, Y€ HAMA MPOTHBOIIOKA3aHHA 32
NpHIOKEHHETO My. MHTPaBEHOZHHAT KAJLIHER INIIOKOHAT MOKe Ja ObAe OT nonsa npu npeoaosseaHe
Ha edexTa Ha O/10Ka1aTa Ha KANLMEeBUTE KaHAIH,

Tt KaTO AaMJIOIHITHH CE CBBP3BAa BBB BUCOKA CTEMNEH C MNA3MEHUTES MPOTEUHH, AHAIM3ATA HAMa A
Opae ot nonza. CrocodHOCTTA Ha OIMECAPTaH Ja C& Aualu3dpa He € H3BECTHA.

5. @GAPMAKOJIOTHYHM CBONCTBA

5.1 @apmaxoaHHAMHYHH CBOHCTBA

(DapMakoTepaneBTH4YHa rpyna: AHrvoTensuH Il antaroHncTy ¥ 60kepH Ha KAJIUMEBHTE KaHAN,
ATC xon CO9DB02.

MexaHu3bpM Ha IEHCTBHE

AMOJKOH ¢ KoMOHHalMs oT aHrioreHsut Il peLienTopeH aHTaroHUCT, OIMeCapTalH MEJOKCOMHMIT H
GIOKEp Ha KAILHEBTHTE KaHAIH, aMIoMNIWHoB Gensunar. KomMOuHanuATa Ha T€3H aKTHBHH BCLLECTRA
K¥Ma aAMTHBEH aHTUXHIEPTEH3UBEH €PEKT, MOHKKABAHKH apTEPHATHOTO HALATAHE B MO-roJIAMa
CTENEH B CPABHEHHWE C BCEKH KOMITOHEHT MOOTAEIHO.

Kavnpyna edHKkacHOCT M 6€30MacHOCT

Onmecapmar MeOOKCOMUN AMAOOURUH

B 8-ce/IMHUHO, TBOMHO-CIIAIIO, PAHIOMH3UPAHO, M1aLe6o-KOHTPOJHPAHO U3MUTBaHE ¢ pakTOpHaeH
au3aitn npu 1 940 naunenty (71% nauuMeHTH OT KaBka3kaTa paca H 29% MauMeHTH,
HENPHHAUTEKALIM KbM KABKA3KaTa paca), JIeMeHHeTo ¢ BeAka KoMOHHKpaHa 103a oMecapTaH
MeIOKCOMUJL/AMJIOAHITHH € JOBRJI0 A0 3HAYHUMO [10-TONIMO NOHWXABaHE Ha IHACTONHOTO H
CHCTOMHOTO APTEPHANIHO HAJIATaHE B CPABHCHHE ChC CHOTBETHUTE KOMIIOHEHTH NPH MOHOTEPAIIXAL.
CpeAHOTO H3MEHEHHE Ha CUCTONHOTO/IMACTOMHOTO apTEPHAITHO HaJlsraHe € OWIo 10303aBHCHMO!
-24/-14 mmHg (koM6unanus 20 mg/S mg), -25/-16 mmHg (komGunauma 40 mg/5 mg) n -30/-19
mmHg (komOuHauma 40 mg/10 mg).

OnMecapTal MegoKcoMui/amnoaunui 40 mg/S mg NoHmkasa CHCTONHOTO/ IWACTOITHOTO apTePHAITHO
HAIAraHe, H3MEPEHO B CEAHAJIO MOJIOXKEHHE C AONBJIHUTETHN 2,5/1,7 mmHg capsaMo onmecapTad
MeokcoMun/aMnogunit 20 mg/5 mg. ITo nonofen Hauue 0nMecapTaH MEAOKCOMUIL/aMIIOAMITHH

40 mg/10 mg NOHH>KABA CHCTOJIHOTO/AHACTONHOTO apTEPHANHO HANACAHE, H3MEPEHO B CEHATIO
MONOMAKEHHME ¢ AOMBIHHTENHHM 4,7/3,5 mmHg cnpsaMo onMecapTad MEIOKCOMUJI/aMJIOANTTHH

40 mg/5 mg.

TIpOLEHTHT HA AIMEHTHTE, JOCTUrALIM [IPHLIETHOTO apTepuaHo Hasrate (<140/90 mmljg:a:
naiMenTd 6e3 auaber u <130/80 mmHg 3a naumenture ¢ nuabet) e 42,5%, 51,0% u 49,07 ?g'f;,H Mo

*

CHOTBETHO 3a OJIMECApTaH Meaokcomm/amnonnrui 20 mg/5 mg, 40 mg/S mg u 40 mg/| 8.

7 Al
[To-ronsaMaTa YacT OT AHTHXHIIEPTEH3HBHHA ¢(PEKT Ha OIMECAPTAH MEIOKCOMHII/AMIIQ o 7‘%.{1&% )
LIAN0 € JOCTUIHAT B ITbPBUTE 2 CEAMHLH OT JISUEHHETO. S L in 182
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BTopo aABoiHO-CcAM0, paHAOMHU3HPaHO, NNaled0-KOHTPOTHPAHO NPOYYBAHE OLEHABA €QEKTHBHOCTTA
Ha NpHOaBAHETO HA aMITIOIUITHH KbM JIEUCHHETO HA NALHEHTH OT KABKA3KATA paca, YHETO apTEPHAIHO
HallAraHe ¢ ¢ HeAOCTATBUYEH KOHTPOJ cinex §-ceAMHYMHA MOHoTepanus ¢ 20 mg onMmecapraH
MEIOKCOMM.I.

[Ipy mauMeHTH, KOMTO ca NpoABDKaBATH Aa Npuemar camo 20 mg onMecapTaH MeIOKCOMHT,
CHCTOJTHOTO/JHACTOJHOTO apTEPHATHO HAJIATAHE €€ € MOHIKHIIO ¢ -10,6/-7,8 mmHg cnen
nocjeapamu § ceamuny. [IpudaBsaHeTo Ha 5 mg amnoaunuH 3a 8 ceIMMLIM € IOBEJO 10 TOHHKABAHE
Ha CHCTOJIHOTO/THACTOIHOTO apTepHanHo Haagrade ¢ -16,2/-10,6 mmHg (p=0,0006).

[IpouEeHTHT Ha MALMEHTHTE, KOWTC Ca AOCTHIHANM NPHLISAHOTO apTepuanto Haiarane (<140/90
mmHg npu maunenT 6e3 auader n <130/80 mmHg npu naumenTy ¢ nuader) € 44,5% 3a
koMOHHanmaTa 20 mg/5 mg B cpaBHenue ¢ 28,5% 3a 20 mg onMecapTaH MeAOKCOMUIL.

[locneasawo npoyusane olieHABA NPUOABSIHETO HAa Pa3InyHA A03U ONMECapTaH MeIOKCOMUI NPH
NallHEHTH OT KABKA3KaTa paca, YHETO apTepHAJIHO HAIAraHe HE C€ KOHTPOJIHPa JOCTATBYHO ciey 8-
CEAMHUYHA MOHOTEpAIHUA ¢ 5 mg aMJIOOHITHH,

[Tpy nauueHTH, KOUTO Ca NPOABIDKKIM Ja IPUEMAT ¢aMO 5 Mg aMIIOIHITHH,

CHUCTOJIHOTO/ AHACTOIHOTO apTEPHAIHO HATIAMaHE ¢ € NOHMXHAO ¢ -9,9/-5,7 mmHg npez cneapaiure
8 ceamuun. [Ipnbaeanero Ha 20 mg onMecapTaH MEIOKCOMEUT € IOBENO A0 [TOHIKABAHE Ha
CHCTOJIHOTO/ AMACTONHOTO apTEPHAIHO Hanarale ¢ -15,3/-9,3 mmHg 1 nputasaHero Ha 40 mg
ONMECApTaH MEAOKCOMMII € JOBENO A0 MNOHWKABAHE HA CUCTONHOTO/ IMACTONHOTO APTEPHATHO
Hansraxe ¢ -16,7/-9,5 mmHg (p<0.0001).

[IponeHTHT Ha NaLMEHTHTE, JOCTHTAIUM NPHIIETHOTO apTepualHo Hansrade (<140/90 mmHg 3a
nauueHTH 6e3 anader u <130/80 mmHg 3a nauunenture ¢ aHaber) € 29,9% 3a rpynara, KogTo €
NpOABDKHAA 8 MpUeMa caMo 5 mg aMmIoIHIIMH, 53,5% 3a oJMecapTaH MeJOKCOMWI/aMIIOAHTTHH
20 mg/5 mg u 50,5% 3a onMecaprad MenokcoMu/amnogunud 40 mg/S mg.

JIMIicBaT paHIOMU3HPaHU JaHHH NPH NALHEHTH ¢ HEKOHTPOJIMPaHa apTepuaHa XUNepToHUs,
CPaBHABALIW NPUTIONKEHHETO HA CPEAHA 1033 KOMOWHHpaHa Tepanus ¢ oMecapTaH
MENOKCOMMIT/aMJIOAWIIMH CPAMO NOBHIIABAHETO A0 Hali-BUCOKATa 10334 MOHOTEPANUs ¢ aMJIOUITHH

WIIH ONMECapTaH.

Tpute npoeengHH NpoyYBaHHA NOTBBPIKAABAT, Y€ MOHMKABAUIMAT APTCPHAJIHOTO HANAT2HE €(EKT Ha
ONTMECAPTaH MEOKCOMMII/aMIOAMIIHH BEIHBXK AHEBHO Ce NOJAbpXKa npe3 24-4acoBHA JO30B
vHTepBan ¢ trough-to-peak croTHOWEHHS OT 71% 10 82% 32 CHCTONIHHA ¥ QHACTOIHUS OTIOBOP H C
24-4acora ¢(peKTHBHOCT, IOTBBPACHA NOCPEACTBOM aMOy1aTOPHO MOHHUTOPHPAHE HA apTEPHAJIHOTO
HajiATaHe.

AHTHXUTNIEPTEH3HBHUAT e(peKT Ha OJIMecapTaH MESOKCOMMI/aMMOAMIIHH € CXOEH, HE3aBHCHMO OT
BB3PacTTa M IOJIa M € CXO/CH NPH MAUMSHTH CbC WK Oe3 quaber.

B 1Be OTKpHUTH, HEPAaHAOMH3HPAHH, PA3LUIMPEHH IPOYUBaHHA TpaiiHaTa eUKACHOCT [IPH [TPHUIIOKEHUE
Ha QJIMECapTaH MeIOKCOMH/ amioaunuH 40 mg/5 mg e ACMOHCTpHUpPaHa Ha ITbpBaTa roJIMHa 3a
49-67% ot nauueHTuTe.

Onmecapmar MeOOKCOMUN

OnmecapTal MeJOKCOMUN € cetleKTHBEH aHrHoTeH3uH 11 THn 1 (AT1) peuentopeH aHTaroHUCT.
OnmecapTad MeZOKCOMHN ObP30 ce KOHBEPTHPA 10 (PapMaKOJIOTHYHO aKTHBHHUA META0OJIUT

onMecapraH. AHTHOTEH3HH [l € TMaBHHUAT Ba30aKTHBEH XOPMOH OT peHHH-aHTHOTEH3HH-

AJ1I0CTEPOHOBATA CHCTEMA M MI'Pae 3HAYHTE/HA Poiid B NaTOPUIHOAOTHATA HA XHIIEPTOHHS
Edexrrre Ha aHrnoTer3uH Il BRAKOUBAT Ba30KOHCTPHKIIMSA, CTUMYJTALIHSA HAa CHHTE3a H
ocBOOOMABAHETO Ha AIAOCTEPOH, CTUMYNNpaHE Ha CbplleTo H Ha 61Opeunara peabe
HaTpui. OnMecapTaH OJ0KHpa BA30KOHCTPUKTOPHHUSA H a110CTEPOH-CEKPETHPALLIUS
aHruoteHsuH Il mocpencTsoM HAOKHpaHe HA CBBP3BAHETO MY KBM pelenTopa Ha A
BIUIIOUMTENHO CHAOBATA INTaAka MyCKyJaTypa U HaA0BOpeunuTe xJie3n. JleiicTene
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€ HE3aBUCHMO OT M3TOUYHHKA WIH HaYWHA HA CHHTE3 HA aHTHOTEH3HH 11, CeNeKTUBHHAT aHTaroOHU3bLM
Ha peLlerTTOpHTe Ha aHrMoTeH3MH 1l (AT1) oT onMecapTad BOAH OO0 NOBHLIABAHE HA [LU1a3MEHHTE HHBA
Ha peHWHA U KOHLIEHTpaAUuHTE HA aHrHoTeH3HH | u II ¥ u3BeCTHO NOHWKaBaHe HA IUIa3MEHHTE
KOHIICHTPALWH Ha aJOCTEPOHA.

[Ipy XunepToHUsa OIMECAPTaH MEJOKCOMMKA BOAW A0 K030-3aBUCHMO NPOABLIDKHTEIHO MOHMKaBaHe
HA apTEPHATHOTO HanAraHe. HaMa nasHM 3a XMIOTOHWS Ha ITbpBATa 034 HIIA TaXK(HIIaKcHs NpH
OBJATOCPOUHO NPHIIKEHUE KK 38 pUOayHJ XUIIEPTOHHSA ciel OBP30 NMpeyCTaHOBABAHE Ha
NEYEHHETO.

Cnen €IHOKPATHO AHEBHO RPHIOMKEHHE MPH NAUMEHTH ¢ XHNEPTOHHA, OJIMECAPTaH MEJOKCOMHI
BOJHM 10 e(eKTHBHO M ILUTABHO NOHWKaBaHe Ha apTePHATTHOTO HAJraHe npe3 24-4acoBHA 10308
MHTEpBa. EJHOKpPATHO AHEBHO A03WpaHe BOAH A0 CXOAHO MOHMKABAHE HA APTEPHATIHOTO HANATAHE,
KaKTO H ABYKPATHOTO AHCBHO AO3UpaHE MPH ¢IHa U Chiua 001la JHeBHA 103a.

[IpH NpOAL/DKHUTENHO JIEUYEHHE, MAKCHMAIHOTO MOHWKABAHE HA 2PTEPHANTHOTO HAJSITaHE C¢ AOCTHIa
3a 8 ceaMHLIM Cel 3aMOYBAHE HA JISUEHHETO, BBNPEKH Y€ 3HAYMTEIHA YacT OT MOHIDKaBALLIHS
apTepUanHOTO HAaNsAraHe edekT Beye ce Habnioxasa cnen 2-CeAMHUYHO JISUEHHE.

EdexThT Ha onMecapTal MEIOKCOMIIT BBPXY CMBPTHOCTTA M 3aD0/1€BA€MOCTTA BCC OLUE HE €
H3BECTEH.

[Tpoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP -
PaHZOMHU3HpaHE Ha OMIMECAPTaH H MPEeBCHLUHA Ha AHabeTHa MHKpoanOyMHHypHs) npH 4 447
MalUMEHTH ¢ AHaber TN 2, HOpMOATOYMHHYPHS W NIOHE €AHH JOITBIHHTEICH ChPASUHOCHAOB PHCKOB
(aKTOp, M3CACABA JAJTH JIEYEHHETO ¢ OIMECapTaH MOXe Aa 3a6aBy Ha4an0TO HA MHKPOANOoyMHHY pHS.
[To BpeMe Ha cpeaHHA NPOCNeAABaL NEpHo OT 3,2 roAMHH, NALIMEHTHTE ¢a MOoTy4aBaii 0/IMEeCapTaH
UK wiane6o B JOMBIHEHHE KbM IPYTH aHTHXHIIEPTEH3HBHH JIEKapCTBa, ¢ Hakmoverne Ha ACE
HHXHOWTOPH MNK AHMMOTEH3UH peuenTopHy 6nokepu (ARB).

3a nppBHYHATA KpaiiHa TO4YKa, POYYBAHETO I0KA3Ba 3HAYHTEIHO HAMAISBAHE HA BPEMETO 34 Ha4alo
Ha MUKpO@IOYMHHYpHA B 1T0J13a Ha osimecapTaH. Clie KOPEKUHS HA Pa3jIHKATE B apTEPHAIHOTO
HaJIAraHe, TOBA HAMAJISBaHe HA PUCKA BEYE HE € CTATUCTHYECKH 3HaYuMo, 8,2% (178 ot 2 160) ot
MalMEHTHTE OT rpynara Ha onmecapTad H 9,8% (210 ot 2 139) B rutauebo rpynara ca pa3suiH
MHUKpOANOyMHHYpPHS.

3a BTOPHUHHTE KPaifHN TOUKH, ChPACYHOCHIOBH HHLMASHTH Ca Bb3HUKHAIM NMPH 96 MaLMEeHTH
(4,3%) ¢ onmecapTad ¥ npu 94 naurenTH (4,2%) npu nnauebo. Hectotara Ha CbpACHHOCHAOBA
CMBPTHOCT € NIO-BHCOKA NP JICHEHHETO ¢ OJIMECAPTaH B CPaBHEHKE ¢ Tutalebo (15 mauHeHTy (0,7%)
copsmo 3 nanyenTd (0,1%)), BbIPEeKH CXOTHUTE HKBA HAa HedaTa/leH HHCYNT (14 NauHMeHTH (0,6%)
cnipsmo 8 nanmenTy (0,4%)), nedaraned muokapaeH wHdapkr (17 naunenty (0,8%) cnpamo 26
naumueHtH (1,2%)) H CMBPTHOCT, Pa3NHyYHa 0T chpaeuHochaosa (11 nauuentr (0,5%) cripamo 12
nauuenty (0,5%)). Ofmara cMBPTHOCT NPH OJMMECAPTAH € UHCIIEHO yBenHYeHa (26 nalHeHTH (1,2%)
cnpsmo 15 nanmenTy (0,7%)), KOETO € CIEACTBHE OCHOBHO OT TIO-BHCOKHS Opoii aTanHu
ChPAEYHOCHA0BH HHLMAECHTH.

Ipoyusanero Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy
Trial (ORIENT, onmMecapTaH HAManABa Y€CTOTATa Ha KpacH cTaauii Ha Gp0peuHa GoecT npH
nuabeTHa HedponaTHs) usciensa epekTUTe Ha oIMecapTaH BbpXy OBOpEUHHTE H CbPJCHHOCHAOBHTE
KpaiiHy pesy/rraTy npd 577 paHaoMu3HpaHH nauMenty oT Anonua u Kuraii, ¢ auabet THn 2 ¢
ussBeHa Hedponatua. [1o BpeMe Ha cpeaHus nepHoa HA npocneadBane ot 3,1 roAWHH, MAUKCHTHTE ca

sk04YHTESTHO H ACE tiHXHOHTOPH.

i T
R Ty T I
cepy

[TbperuHaTa KOMOUHHpaHa KpaHHa TouKa (BpeMe 10 MbpBUA CiTy4YaH Ha YJBOAB
KpeaTWHHH, KpaeH cTajuii Ha 6b6peyuna Gonecr, o61lta CMbPTHOCT) ce HaboAaB

Lis
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B rpynaTa Ha onmecaprad (41,1%) u npu 129 naunenTu B rpynara Ha nnanebo (45,4%) (HR 0,97
(95% CI1 0,75 no 1,24); p=0,791). KomOHHHpaHaTa BTOpAYHA ChPACHHOCHAOBA KpaiHa TOuKa Ce
na6roqasa npu 40 naLueHTH, NekyBanu ¢ onmecaptad (14,2%) ¥ npy 53 NauMeHTH, JIEKYBaHH C
mnaueSo (18,7%). Ta3u koMOHHUpaHa CHPJCYHOCHA0BA KpaHHa TOUKA BKJIKOYBA CHPACHHOCHA0RA
embpT npu 10 (3,5%) nauMeHTH, NpdeMasu onMecaprad, cnpamo 3 (1,1%), npuemain rmauebo, obia
embpTHOCT 19 (6,7%) cripamo 20 (7,0%), Hedaranen uncynt 8 (2,8%) cnpamo 11 (3,9%) u
HedaTaneH MuokapaeH uHdapkr 3 (1,1%) cnipamo 7 (2,5%), CBOTBETHO.

Amaoounuu

AMIIOOMMKH € 6I0Kep Ha KallMEBUTE KAHANH, KOHTO HHXRONpa TpaHCMEeMOPAHHOTO HABJIM3AHE Ha
KaJILIMEBH HOHH Npe3 BOJNTAK-3aBUCHMHUTE L-THII KaHAIH B CHPLIETO H MAJKHTE MyCKYITH.
ExcnepdMeHTANHHUTE JaHHH MOCOYBAT, Y€ aMJIOAMNKH C€ CBbP3Ba H ¢ AUXAAPONIHPUIUHOBHTE, H C
He AMXWAPONMPHAMHOBKTE CEBP3BALIM MECTA. AMIOAMIHE € CPABHUTEIHO BA3OCEACKTUELH, ¢ 10~
ronsiM edexT BbPXy CbAOBHTE I/1aAKOMYCKY/IHH KICTKH B CPABHEHHE CHC CHPACHHHTE MYyCKYJIHH
KJIETKM, AHTHXMIEPTCH3UBHUAT ePeKT Ha aM10AUIIHH POH3/IH3a OT AUPCKTHHA pellakCHpaill eQeKT
BLPKY apTepHanHaTa Iiajka MyCKyaaTypa, KoeTo BOAH A0 NOHWKABAHE HA nepudepuHara
PE3HCTEHTHOCT H M0 TO3H Ha4YHH Ha apTEPHaNHOTO HaNAraHe.

[pH NALMEHTH C XHOSPTOHUA, AMIOAUNKH NPUUUHABA 10303aBUCHMO POIRDKHTENHO OHUAQBAHC
Ha apTEPHATIHOTO HansraHe. HiMa NaHHM 3a XMIOTOHHS NPH MPHJIOKEHHE HA TBPBATA 11033, Ha
TaxHGHUNAKCHA NPH TPOIBHKATENHO TEUEHHE MITH 3a pHOAYHI XHNEPTOHMA Cle/| PA3KO
MPEYCTAHOBABAHE HA JIEYCHHETO.

Cnea NPUIOKEHHETO Ha TEPAITEBTHUHH [103H Ha MALMEHTH ¢ XHNEPTOHHS, AMIOQHITHH BOA N0
eh)eKTHBHO MOHIKABAHE HA apTEPHATHOTO HAJIATAHE B JIEKALLO, CEIALIO H H3IPABCHO TOJIOHCHHC.

X pOHHYHOTO MPHIOKEHHE HA AMIIOJIMITHH HE Ce CBbP3BA ChC 3HAMHMH MPOMCHH B ChpACUHATA
4yecTOTa WIH [JIa3MEHUTE HHBA Ha KaTexonamuHuTe. [Ipa nanueHTy ¢ XHNCPTOHUA  HOpMalHa
6p6peuna dyHKLMS, TSpaneBTHYHH 103H aMJIOAHIIHH NIOHWKABAT 6nOpeuHaTa ChAOBa PE3UCTEHTHOCT
M MOBHLLABAT CKOPOCTTa Ha FIOMepynHaTa (puaTpaums v SPEeKTHBHHA 6n6peyeH miasMoTok Oe3 aa
POMEHST (PUATPALIMOHHATA PPaKLMA HIH MPOTEHHYPHATA.

B xeMOAHHAMHUHH NPOYYBaHMs NPH DALHEHTH CbC ChbpASYHA HEAOCTATEYHOCT H B KIHHUYHH
npoyusaHusi, 6a3HpaHH Ha TECTOBE C HATOBAPBAHE NpPH MALUEHTH CBC ChPACHHE HEAOCTATEUYHOCT
gnac II-IV no NYHA, € ycTaHOBEHO, Y€ aMJIOAHITHH HE NPHYMHABA HUKAKBO KIMHHYHO BACIIABAHC,
OLIEHEHO MOCPEACTBOM H3ABPKIIMBOCTTA Ha (M3HMECKO HATOBapBaHE, ieBOKaMepHata dpakums Ha
M3TAACKBAHE H KIIHHHYHHTE 6eNe3d 4 CHMITTOMMU.

Inaue6o koHTponupaHo npoydsane (PRAISE), ¢ qu3aiiH 3a OLCHKA HA NAlACHTH CbC Chp/lctna
uenoctarbyHoct c 111-1V knac no NYHA, kouTo npuemMaT AWrOKCHH, IHyPETHLIH H ACE
MHXMOUTOPH, TIOKA3RA, Y€ aM;IOMMITHH HE BOAH A0 MOBHIIABAHE HA PHCKA OT CMBPTHOCT HilH
KOMOHHHPaH4 CMBPTHOCT ¥ DOMECTHOCT MPH MARWEHTH CHC CHPAEHHA HEAOTTATEHROCT.

[Ipu npocneasBaiue AbITOCPOYHO, MIALED0 KOHTPOIMPAaHO NPOoyHBaHe (PRAISE-2) na amsioaunuy
[IPH MAUHEHTH CbhC ChPAEYHOCHAOBA HEAOCTATRHHOCT 11} 1 IV wnac no NYHA 0e3 kKauHuauHA
CHMIITOMM H/IH OOEKTHBHH AaHHH 33 HAJIMYHE HA HeXeMHYHA 00MeCT, NPH NOCTOAHHH 03K OT ACE
HHXHOUTOPH, JMIHTAJIUC H JHYPETHLH, AMIOAMIMHH HE OKa3Ba BIASHHE BBPXY obwwara uiu
CbPAGUHATA CMBPTHOCT. B chilaTa nofmyianius, aMIOSKUIIMH Ce CBBP3BA © NOBUINICHA 4ecToTa HA
cLoBIIEHUATA 3a DeoapobeH OTOK, BBNPEKH JTHIICATa Ha 3HAYHMa pas/iiKa B YecToTata Ha
BIOLIABALLIATA CE CHPAEYHA HEAOCTATEYHOCT, B CPaBHEHME C MU1auedo.

[lpoyusane Ha JiedeHHE 3a NPEBEHLMA Ha CbPACHHH UHIIWACHTH (ALLHAT)
PaHaOMU3HPAHO, ABOHHO-CIIAIO NpOYy4YBaHe 3a 3a00meBaeMOCT — CMBPTHOCT HA
W TUITHAONOHDKABALLO [IeUeHUE 33 MpeBeHUMA HA ChpACUHHA HHIM/ACHTH (Antih
Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)) e npoBeaeHo ¢
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HOBHTE JICKAPCTBEHHU TEPANHH: aMIounMH 2,5-10 mg/neH (610kep Ha kamIMEBUTE KaHAIH) HITH
nuzvgonpun 10-40 mg/nen (ACE-uHxuOutOop) KaTO TEpanuM Ha MEPBU M300p CNpSMO THA3HIEH
AUYPETHK, XJOPTATHAOH 12,5-25 mg/neH npH neka A0 yMepeHa XUIIEPTOHHUA.

0610 33 357 nauMeHTH ¢ XUITEPTOHHUS HA BB3PACT 35 roAMHUA UM MO-BB3PACTHY CA PAHAOMU3MPAHU
H npociencHU cpeaHo 3a 4,9 roauHu. [lanueHTHTe ca HMallv NMoHE €IHH JOITBJIHHTEIIEH PHCKOB
(pakTOp 3a KOpOHApHA BONECT HA CHPLETO, BIUIIOUHTENHO: TIPEAXOAESH MHOKapAeH HH(ApKT WK
MHCYAT (>6 Mecea npead BIUIIOYBAHETO) HIIH ONTHCAHO APYI0 aTePOCKIIEPOTHYHO ChPASYHOCHAOBO
3abonasane (00wwo 51,5%), auaber tun 2 (36,1%), HDL-C <35 mg/dl (11,6%), nesokamepna
xuneprpodus, AMarHOCTHLMpaHa upes eNeKTpoKapauorpaMa wim exokapaHorpadpus (20,9%),
HacTOAWLO TIOTIOHOMNYIIEHE (21,9%).

IIpeuuHarTa kpaitha Touka e KoMOMHMpaHa oT dartanHa KopoHapHa boaecT Ha CHLPLETO UK
HedaTtanieH MHOKapAeH HHDapKT. HamMa 3HaunMHU pa3iukH B HAYa/IHATa KpaiHa ToYKa MEXAY
TepaluATa ¢ aMJIOAMITUH H Tasu ¢ xyoptanuaod: RR 0,98 95% CI (0,90-1,07) p=0,65. Ot BTOpHYHHTE
KpaliHp TOUKM 4eCTOTaTa HA ChpAeYHa HEAOCTATBYHOCT (HacT OT KOMOMHKUpaHaTa CBPASYHOCHA0ORA
KpalHa el ) € 3HAUHTENTHO NO-BUCOKA B I'PYNATA HA aMJIOAMITMH B CPABHEHME C Ta3u Ha XJIOPTAIHAOH
(10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). Bbnpekn ToBa HaMa 3HaYHMa pa3/ivka
B 001ATa CMBPTHOCT MEXKAY TEPANNATA C aMJIOANIIMH ¥ Ta3m ¢ xanopranuaon (RR 0,96 95% C1 [0,89-
1,02] p=0,20).

Hpyra vadopmauus

Jlee ronemu panaomMusupanu KoHTponupanu npoyusaHud — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Tekyuwio rnobanto HanuTeaHe 3a
KpalHH TOYKH Ha TEJMHCAPTaH, CaMOCTOATENHO H B KoMOuHauus ¢ pamundpun) u VA NEPHRON-D
(The Veterans Affairs Nephropathy in Diabetes ~ KnMHHHYHO npoyyYBaHe, CBLP3aHO C Pa3BHTHE Ha
HedponaTua ripu auaber, npoBeaeHO 0T MHUHUCTEPCTBOTO MO BLNPOCHTE HA BETEPAHHTE) — NPOYYBaT
yroTpebara Ha komOHHALMATA OT ACE HHX1OuTOp M aHrdoTeHs3nH II-peuenropen Onokep.

ONTARGET e npoyuBaHe, GpOBEACHO IPH MAUHMEHTH C AHAMHE34a 32 ChPAEYHOCHI0BA HIIH
MO3bYHOCHAO0BA DOMECT, UK 3aXapeH axabder TuN 2, NpUuApYKEHHU € JaHHH 34 YBpEKAaHe Ha
edekropuu oprani. VA NEPHRON-D e npoyupaHe nmpH nauyeHTH Cbe 3axapeH auadeT Tin 2 U
nuabeTHa HedponarTus.

Te3u Npoy4yBaHHA HE MOKA3BAT 3HAUHM GraronpusTeH eekT BhpXy OBOpevHHTE H/HITH
CbPACUYHOCHAOBHTE MOCIEANIIH ¥ CMBPTHOCT, KaTO CHIEBPEMEHHO €A HAOMIOAaBaHH NIOBHILEH PHCK
OT XHNEpKan1eMHs, OCTPO yBpexKaaHe Ha ObOpeLrTe /WM XUIIOTOHUS B CPABHEHUE ¢ MOHOTEPAnus.
Karo ce umaT npexsna CXOTHHTE UM (papMakoAHHAMHYHH CBOHCTBA, TE3H PE3Y/ITATH Ca MPUTIOKHMH
H 3a apyru ACE uHXxubuTOpH M aHrHoteHsud I1-penenropru Onokepu.

ACE naxubuTOpH M aHrHOTEH3HH 11-pelienTopuy GoKepH clieZIoBaTe/IHO HE TPAOBA 1a ce H3N0N3BaT
eRHOBpPEeMEHHO IMpH NaLMeHTH ¢ nuabeTHa HedponaTHs.

ALTITUDE (Aliskiren Tria! in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints,
KJIMHHYHO NPOYyYBaHe, NPOBEAEHO ¢ AIMCKUPEH MPH MAUMEHTH ChC 3axapeH Avader THN 2 ¢
M3MOM3BAHE HA CBPIEYHO-CHAOBH H OBbOpeUHH 3a00naBaHUs KaTO KPaHHH TOUYKH) € MNpOy4BaHe,
npeAHa3HauCHO Ja M3C/eBa NMojizara OT A00aBAHETO Ha AIMCKUPEH KbM CTaHaapTHa Tepanus ¢ ACE
MHXMOHTOp WM aHrHOTeH3KH [I-petienTopeH 6/10Kep NpH NALMEHTH ChC 3aXapeH AvadeT Tun 2 u
xpoHHuHO 6BOpeuHo 3abongraHe, CbpAEHHOCHAOBO 3ab0ssBaHe WM H JBeTe. [IpoyyuBaneTo ¢
(PEKPATEHO NPEKACBPEMEHHO HOPAAY NOBHIIEH PHCK OT HEONAroNpHATHY nocaeanmim. Kakro
ChPACYHOCHAOBATA CMBPT, TAKA H HHCYJITBT Ca MO-YECTH B rpynaTa Ha alHCKHAPEH, OTKONKOTO Ha

ATHCKHPEH, OTKOJIKOTO B TPYNaTa Ha ruiauebo.
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5.2 PapMaKoKHHETHYHA CBOHCTBA
Oiimecapman MeQOKCOMUN/AMA00UuN K

Cren nepopajieH NpueM, MAaKCHMAIHH MJ1a3MEHH KOHIIEHTPALIMH HA OJIMECAPTAH M AMIIOIHMITHH Ce
AOCTHIaT CHOTBETHO Ha 1,5—2 4ac 1 68 yac. CkopoctTa M ¢TeneHTa Ha abcopOuma Ha ARETE AKTHBHH
BEIICCTRA CA CKBHBAJICHTHH HA CKOPOCTTA U crerieHTa Ha abcopOums, nocneapamy nprema Ha Apara
KOMIIOHEHTA KaTo OTACNHH TadNeTKH. XpaHaTa He NOBNHABa OHOHAJIMMHOCTTA Ha OIMecapTaH H
aMJIOTHIHH.

Onmecapmar MedOKCOMUT

Abcopbuus ¥ pasnipene/eHHE
OnMecapTaH MEAOKCOMHA e npelnekapcTBo. Tol 6bp30o ce koHBepTHpa 10 dapMaKONOrH4HO AKTHBEH

METa0OTHT OJIMECAPTAH OT €CTEPa3H B YPEBHATA JIMraBHLIA M B IIOPTAIHHA KPLBOTOK MOCPEACTBOM
abcopOuus B CTOMAaNHO-YPEBHUS TPaKT. B mnasMara Wiy ceKpeTHTe He ¢ YCTaHOBHBA HHTAKTEH
O/IMEcapTaH MEAOKCOMMII HIIH HHTAKTHA CTPaHHYHA BepUra Ha 4actra Mmeaokcomun. CpegHara
abconroTHa DHOHANHMYHOCT Ha OiMecapTan oT Tab/ieTHaTa gopmMa € 25,6%.

Cpennara makcuMasta rnnasmMeHa KoHUeHTpauma (Cmax) HA OIMEcapTaH ce AOCTHra B PAMKHTE HA 2
yaca ciie]] nepopaje MNpyHeM Ha OJIMeCapTaH MeAOKCOMIIT M MJIa3MEHHUTE KOHLIEHTPALUK Ha
OJIMECAPTaH C€ MOBHINABAT NMPHOJIHU3ZHTEIHO NIMHEHHO ¢ MOBHILABALIYW CE HOKPATHA NEPOPAJIHU
N03H, I0CTRramu a0 oxkoao 30 mg.

XpaHata UMa MHHHMMANEH eeKT BbpXy OMOHANMIHYHOCTTA HAa OIMecapTaH H opaay TOBa oJiMecapTaH
MEAOKCOMMII MOZKE 1A ¢ npuiiara c¢uhe win De3 xpana.

[1o oTHOLIEHHE Ha PapMaKOKHHETHKATA, He ce HabroaaBaT KIMHMYHO 3HAYHMM Pa3iiyua, CBbP3aHu
C moJna. '

OnmMecapraH ce CBbp3Ba BbB BHCOKA CTEMNEH C Ma3MeHUTe NpoTerHH (99,7%), HO BB3MOXKHOCTTA 34
KIMHHYHO 3HAYHMH B3aUMOICHCTBHUS, CBBP3a2HH C KOHKYPHUPAHE HA CEBP3BALLHUTE MECTA C
MJIa3MEHHTE MPOTEHHH MEXIY OIMECAPTaH U APYId €AHOBPEMEHHO IPUNArady akTHBHY BEWIECTRA,
KOWTO CE CBHP3BAT BbB BUCOKA CTENEH C IUIa3MEHHUTE NPOTEUHH, € HUCKA (KOETO ¢e NMOTBbPKAABA OT
JAIICATa Ha KITHHHYHO 3HAYMMO B3aUMOACHCTBHE MEXKTY OJIMECapTaH MEAOKCOMMI H Bap(papHH ).
CBbpP3BaHETO Ha OJIMECAPTAH KbM KPbBHUTE KIETKH € He3HAYUTENHO. CpeaHUaT obeM Ha
pasfipeAencHue cieli MHTPaBeHO3HO NpUnokeHue € HUChK (16-29 1).

buoTtpandopMalsg U eTHMHHUPAHE

OB1HAT nna3MeH KIMPBHC Ha onMecapTand no npuHumn € 1,3 Vuac (CV, 19%) 1 e OTHOCHTENHO
0aBeH B cpaBHeHHWE ¢ YepHOAPOOHUS KpbBOTOK (ca 80 1/yac). Cnepn npuiaraHe Ha €eAHHHYHA
nepopaiHa ao3a ¢ 6enssau ¢ *C-onmecapran Megokcomui, 10%—16% ot npuioxeHaTa
PaJIHOAKTHBHOCT C& €KCKPETHPA B YPHHATA (MO-rojisMaTa MacT B pAMKHUTE Ha 24 yaca OT
[IPAJIOKEHUETO HA J03aTa), 4 OCTATHKET OT YCTAHOBEHATA PaJHOAKTHBHOCT CE EKCKPETHPA BHB
¢eueca. B3 ocHOBa Ha cHcTeMHaTa SHOHATMYHOCT OT 25,6%, MOoxKe Aa 6be H3YHCIEHO, Ye
abcopOMpaHHUAT ONMecapTaH cé OYHCTBA KakTo upes OnOpeuna ekckpeuus (okoso 40%), Taka 1 upes
YyepHOAPOOHA-#NBUHA eKcKpeuma (okoio 60%). L{gnara ocTaTsyHa pagroaKTHBHOCT CE€ YCTaHOBSABA
Karo onMecaptad. He ce yctaHoBABa Apyr 3HauuM MetaboauTt. EHTepoxenaTanHusaT KpbrospaT Ha
OfIMECapTaH € MUHWMAaNEH. TbH KaTo rojisM NPOLEHT OJIMECAPTAH C€ EKCKPETHPa [0 XJILYEH BT,
MPHI0YKEHUETO TMPH MALHEHTH ¢ OOCTPYKLUHA HA MUTBYHHUTE ITBTHLIA € MPOTHBOIMOKA3aHO (BXK. TOUKA

4.3).

TepMUHANHHAT €TUMHHALIMOHEH IMOTYKUBOT Ha onMecapTaH € Mexxay 10 v 15 vaca
MHOTOKPATHO NepopaiHo npunokeHue. CTallHoHApHO CHLCTOSHHE C€ AOCTHIA CieA
A03H U He ce HaOnoaaBa MOCNeABallO aKyMYyHpaue enen 14-nHereH noeTapsaul ce
brOpeuHHaT KnupsHE € npubnu3nrenro 0,5-0,7 l/uac u He 3aBUCH OT A03aTa.
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JIeKapCTBEHH B3AUMOAEICTBUS

Koaecepenam, J€KapcTB0, KOETO CBbP3Ba AKAbYHHTE KHCETHHH

CrIObTeTBamoOTo NpunoxeHue na 40 mg onmecapran megokcommi v 3 750 mg konecesenam
XHAPOXJIOPHI MpH 30paBy Jula soau ao 28% namanaeaHe Ha Cuax H 39% HamansapaHe Ha AUC Ha
onMmecaptaH. [lo-cnad edexr ce Habnogasa, choTBeTHO 4% M 15% Hamansasane Ha Cyox W AUC, ako
oniMecapTaH MEIOKCOMMI C€ IIPHIOKH 4 yaca npeau KoJeceBenam XHApoxnopud. EnMMMHHaALHOHHUAT
ONYKHBOT Ha OJIMEcAapTaH HaMaliABa ¢ 0KoJo 50-52%, He3aBHCUMO AanH € MPUAOKEH
€AHOBPEMEHHO WITH 4 qaca NPean KoneceBenaM XUIpoxJopua (Bx. Todka 4.5),

Amnoounun

Abcopbuma u pasnpeaeneHHe
Cnen nepopamHO PUIOKEHHE HA TEPANeBRTUYHH A03H, aMJIOAHITUH ce abcopbupa nobpe ¢

MaKCUMAJIHH N/1a3MeHn HUBa okoNo 6-12 uaca cien npuemane Ha ao3a. AOcomoTrnata OHOHANUYHOCT
¢ oueHeHa Mexay 64% u 80%. ObembT Ha pasnpeaenenre € okono 21 I/kg. In vitro npoyusanus
NOKa3Bar, 4e okoo 97,5% oT uupKynupaluus aMIOJUITHH € CBBP3aH C IVIa3MEHHUTE MPOTEHHH.
ADcopOunnaTa Ha aMIIOAHIIHH He € IMOBNUABA OT EAHOBPEMEHHHA NMPHEM C XpaHA.

GEHoTpaHcopMalusg B eTHMUHUPAHE

TepMUHANHUAT €IMMHWHALMOHEH NOJYXHUBOT € okoo 35-50 yaca, CbOTBETCTBALLl HA NpU1araHe
BEIHBK AHEBHO. AMIIOAWTIMH Ce METaOOIHM3Hpa eKCTEH3HBHO OT YEPHHA APod 10 HEAKTHBHU
meTabonutu, kato 10% o1 u3xoaHOTO BeliecTBo H 60% OT MeTadONMHTUTE Ce eKCKPETUPAT B ypUHATA.

Oamecapman medOKCOMIT U AMI00URUR

CuenuanHy monyJiamnyuu

Heouampuuna nonyrayus (na ev3pacm noo 18 2o0unu)
Hsama dhapMakOKMHETHUHH AaHHU TIPH AcLA.

Cmapuecka 6w3pacm (ha/Hao 65-200uumna ev3pacm)

[Ipu naumenTy ¢ xuneproHusa, AUC Ha oiMecapTaH B CTALlHOHAPHO CHCTOAHHME CE NMOBHILABA C OKOMIO
35% npu nauneHTH B cTapuecka pu3pact (65—75 roguHu) u ¢ 44% npu MHOro BB3pacTHH NALMEHTH
(>75-rogrilHa BL3pacT) B CpaBHEHHE C MIO-MJ1aJaTa Bb3pacToBa rpyna (BX. Touka 4.2). Tosa Moxe Ja
OBbAE IOHE ZOHAKBAE CBbP3aHO ChC CPEAHOTO NOHKABaHE Ha ObOpeuHaTa PyHKLIMA NP Ta3H rpyna
nauuMeHTy. Benpeky ToRa, NpenopbYHTENHATA CXEMA HA TpyUnaraHe 3a NaNUeHTH B CTapUecKa
BB3PACT € ChILATA, BhNPEKH Ue NPH MOBHIIABAHE HA A03aTa € HeoOXOAUMO MOBHIUEHO BHHMAHHE.
BpemeTo 3a AOCTHraHe HA MAKCHMAUTHA [JIA3MEHA KOHLIGHTpaLua Ha aMJIOJIHITHH € €THO 1 CBLIO MpH
NALMEHTY B CTAPUECKa BL3IPACT M MPH NO-MJagy Jnua. KnupbHCeT Ha aMNOJHINHH NTOKa3Ba
TEHAEHIIWA KbM MMOHMMABAHE, KOETO Boad A0 yBeanvapaHe Ha AUC H Ha eJIMMHHAalLIHOHHHA
NOIY>KHBOT NIPH NALHEHTH B CTApYECKa Bh3pacT. Y BeinyaBaHeTo HAa AUC H Ha MONy>KHBOTA Ha
CJIMMHHHPAHE NP NALKEHTH ChC 3aCTOHHA ChpACHHA HEIOCTATHYHOCT €4 OYAKBAHH 3a BB3pacToBaTa
rpyrna B TOBa MPOY4YBaHE (BX. TOYKa 4.4).

bvbpeuno yspexcoane
Ipu nauuedTH ¢ 60peuHo yBpeskaaHe, AUC na onmecapTaH B CTaLHOHAPHO ChCTOAHUE CE
noBuiana ¢ 62%, 82% u 179% CbOTBETHO NPH NALMEHTH € JIEKO, YMEPEHO H TEXKKO ObOpeyHo

YBpEXKAAHE, B CpaBHEHHE CBC 3APABUTE KOHTpoNH (BX. ToMKH 4.2, 4.4),

AMIOAMINUH ce MeTaCoNM3KHPa EKCTEH3UBHO 0 HeaKTHRHY MeTadonuTH. Hecet npoiy
BEIIECTBOTO CE€ EKCKPETHPA HEMPOMEHEHO C YpUHATa. [[pOMEHHTE B ILTA3IMEHHTE KO
aAMIOJIMITHH HE ¢e CBBP3aHH ChC cTeneHTa Ha OBOpPeYHO yBpekaaHe. 1ipy Te3un na
MOXE JIa C€ NpUaara B HOpManHara J03a. AMJIOAHITHH He ¢€ JHAJH3HPA.
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Yeproopobuo yepexcoane

Crieq eHOKPATHO Mepopaiso npuioxkenue, HuBata Ha AUC Ha onmecapran ca 6% v 65% no-
BHCOKM, CHOTBETHO NpH NAaUMEHTH C IEKO ¥ YMEPeHo yBpeaeHa uepnoapobua GyHKUMS, B CPaBHCHNE
CBHC CHOTBETCTBALLMTE MM 31PaBH KOHTposid. HecpbpsaHarta pakuus Ha oMecapTaH 2 yaca Ciea
npyema Ipd 30PABH NHLA, TPH MALMEHTH ¢ JIEKO YePHOAPOOHO YBpPEXKAaHE H NPH NALMEHTH ©
yMepeHo depHoapolHo yBpexaaHe, e choTBeTHO 0,26%, 0,34% 1 0,41%. Cen MHOrOKpaTHO
NPUIOHEHHE MPH NMALKUEHTH C YMEPEHO YEPHOAPOOHO YBpeKAaHE, CpelHaTa AUC na onmecapTaH
OTHOBO € nMpuOnI3uTEeNnHO 65% NO-BHCOKA OT CHOTBETHHUTE 3[1PaBH KOHTPONM. Cpeanure Cpax HABA Ha
O/IMECAPTAaH Ca CXOIHH TIPH NAUHEHTH ¢ 4epHOAPOOHO YBPEKIAHE U [IPH 3[PABH JIHLIa. OnMecaptaH
MEIOKCOMHIT HE € H3CIIEABaH [IPH MALMEHTH C TEXKO UepHOAPOOHO yBpexaaHe (BkK. To4kH 4.2, 4.4).

Hma MHOrO OrpaHHUYEHH KIMHHUUHH JaHHU OTHOCHO MPUIOXEHHETO Ha aMIIOAHNMKH NPU NAlMEHTH C
yepHoApoOHO yBpexnaHe. KIMPBLHCHT Ha aMITOTHITHH € NIOHMKEH M MONYKHBOTBT € YABIDKEH NpH
[AUUCHTH ¢ Hapyiena yepHoapobHa dyHKuMs, KOeTO BOAM A0 NOBUINGBAHC HA AUC ¢
npubnuzuTenHo 40%—60% (Bx. Toukn 4.2, 4.4).

53 Ilpeak/IMHHYHH AAHHH 32 DE30MACHOCT

Bb3 OCHOBA HA HEKJIMHHUYHHAA NPOQHT HA TOKCHYHOCT Ha BCAKA OT ChCTABKUTE, HE CC€ OYAKBa
YCHJIBaHE Ha TOKCUYHOCTTA 3a KOMOMHAUMATA, Thid KaTO BCAKO OT BELLCCTBATA HMA PA3JIHYHH
IPULEAHU OpraHiu, T.e. ObOpeLMTE 33 OMECAPTaH MEOKCOMHUN H ChPUETO 34 aMIOAHITHH.

B 3-meceuto ApOy4YBaHE 3a TOKCHUYHOCT [P MHOIOKPAaTHO NPHAAraHe Ha nepopajHa koMOHHALMA Ha
oJMecapTaH MEIOKCOMMIII/aMIOIHITHH MPH IUTBXOBE ¢ HaOMOAaBaT CIEAHHTC HapYIICHHA:
NOHIDKABAHE HA MIOKA3ATENATE HA HEPBECHHTS KPBhBHU KIETKU W IpoMeHH B GbOpeLmTe, kaTo U ABETE
MOraT aa OB1aT MPHUHHEeHH OT BEUIECTBOTO OJIMECapTaH MEAOKCOMHIT, H3MEHEHHA B HepBaTa
(IMNaTauKa Ha TyMeHa u Judy3HO YILUTHTHSBAHE Ha MYKO3aTa Ha HIIeYMa U KOJIOHa), HaaOBLOpeyYHH
K1e3d (XMIEPTPOGUs Ha TIOMEPYJIAPHUTE KOPTHKATHHM KINCTKH H BaKyOonusallua Ha (haclMKYJIAPHHTE
KOPTHKATHH KJIETKH) H XUNEPTPOQHA HA KAHATIMTE HA MIICYHHTE HJIE3H, KOCTO MOXKC J1a obne
NPUYHHEHO OT BEILECTBOTO aMJTOAMNKH. Te3u IPOMEHH He YCHITBAT HUTO €/1Ha OT cboOllieHaTa peau
TOBa W CHINECTBYBAILA TOKCHYHOCT Ha OTACTHUTE KOMITOHEHTH, HHTO NIPHYHHABA HOBA TOKCHYHOCT H
He ce HabroAaBaT TOKCHKOJOMHYHO-CHHEPTHYHH €PEKTH.

Oamecapman MEQOKCOMUT

[Ipy mpoyyBaHHs 3a XPOHUUHA TOKCHYHOCT PH MUTBXOBE H KYYeTa, OIMecapTaH MCOKCOMK
mokasea cxoAHH edexTd ¢ Te3U Ha Apyrute AT peuenTopHH AaHTarOHUCTH H ACE-HHXHOUTOPH:
noeuieHa ypest (BUN) H KkpeaTHHUH; MOHIDKABAHE TErNOTO Ha ChPLETO; OHWKABAHE NOKAATEIHTE
HA JepBEHHTE KPLBHH KJIETKH (€PUTPOLIMTH, XEMOITIOOHH, XEMATOKPHT); XMCTOMOTHYHH JIaHHH 32
6LOpeuHo yBpexkaaHe (pereHEPaTHBHH JIe3UH Ha OBOpeyuHnd enuTel, YIUTbTHABAHE Ha GazanHaTa
MemGpaHa, aunaranus Ha TyOynute). Tesn vexenanu edekTH, NPUYIMHEHH OT (dhapMaKoJIOrHHHOTO
neficTBHE HA OJIMECAPTaH MEIOKCOMMI, ca HAbMIOAaBaHH CHILO TaKa ¥ B NPCAKIIHHHYHHTE
npoyusagms 3a Apyrd AT1 peuentopHy anraronsctd 4 ACE HHXHGHTOpH KM MoraT Aa OsaaT
HAMANEHH NIOCPEACTBOM CHIBTCTBALLO NEPOPATHO NPUNOKEHHE HA HATPUCE XJIOPHA. M nipu aBata
BH/IA Ce HAGJIIONABAT MOBMIIEHA TUTA3MeHa PEHHHOBA AKTUBHOCT M XHNEPTPOQHS/XHIIEPIIa3Ha Ha
OKCTArIOMEPYTapHUTE KIeTKH Ha 6bOpennTe. Te3n npoMeHH, KOUTO Ca THNHYEH edeKT Ha Ki1aca
ACE wHxu6uropu ¥ apyru AT1 penentopHH aHTArOHHCTH, M3IMEXK/a HAMAT KIIHHHYHA 3HAUHMOCT.

VeTaHoBeHo e, e noaobHo Ha apyrure AT peuentopHH aHTarOHUCTH, OJIMEcapTaH MEIOKCOMHI
[OBHLIARA YECTOTATA HA XPOMO3OMHMTE HAKBCBAHHA B KIETBYHH KYNTYPH in vitro. He ce
HaGnogaRaT ChOTBETHH €(DEKTH B HAKOJKO i Vitro NpoyyYBaHHs, B KOUTO OJIMECAPTZH ﬁ
PHJIAaraH B MHOTO BUCOKH NEPOPANHH J03H, JOCTHIALLH 2 000 mg/kg. LIanoCTHUIE y18
pa3lliMpeHaTa NporpaMa 3a U3CNeABaHe Ha TEHOTOKCHYHOCTTA NPEANIONAraT, Hy L MRZTC m _

BEpOATHO ONIMECAPTAH /1a NPUTEKABA T€HOTOKCHHHH e)eKTH B YCTIOBHATA HA KfIMRYY o5 R
vy L\t‘_;l';‘!': ‘;. R
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OnMecapTaH MEJOKCOMMI HE € KRHLEPOreHeH B 2-FONMLIHO NPOYYBAHE NPH IL1bXOBE, HHTO B /1BE 6-
MECEUHH NPOYUBAHKNA 33 KAaHICPOreHHOCT NPy TPAHCTSHHY MHUIKH,

B pefpoAyKTHBHH MPOYYBaHMA NPH IUTBXOBE, OIMECAPTAH MEJOKCOMMII HE € MOBJIHAN QepTHIHTETA
W HsMa JOKa3aTeNcTBa 3a TeparoreHeH edekt, [fonobHo Ha ApyrUTe AHrHOTEH3HH 11 aHTArOHHUCTH,
APSIKUBAEMOCTTA HA IOKONECHHETO € HAMANCHA CNe)l SKCMOBULMA Ha ONMeCapTan MEAOKCOMMI 1 Ce
HabJII0aBa TA30BA AMNATALUS HAa OROpelHTe ciel eKCro3Ua Ha MaHKMTE B KbCHA OpPeMEHHOCT
no BpeMe Ha kbpMeHe. [110n06H0 Ha IpyruTe aHTUXUMNEPTEH3UBHY CPEACTRA, OJIMECapTaH
MEIOKCOMIA € NOKA3al, Ye € NO-TOKCHUSH 3a Opemennu 3alilii, OTKOAKOTO 33 OpeMEeHHN ITHXOBE.
Bonpeky ToBa HAMa aHHH 3a (PETOTOKCHYCH eEKT.

Amaodunun

PenpoayKTriBHa TOKCUMHOCT

PernpoayKTHBHY NPOYUYBAHUSA TPU IUTHLXOBE U MUILIKHA Ca NOKA3aNH 3a0aBaHe Ha POKAAHETO,
YBENHYCHA MPOABIDKUTETHOCT HA PAXAAHETO W MOHHKEHA MPEXHBACMOCT Ha NOTOMCTBOTO ITPH
NO3MPOBKa 0KOJIO 50 ITETH MMO-BHCOKA OT NPEMOPbYMTEIHATA 1034 [IPH X0pa, Ha 6a3a ChbOTHOLUEHHETO

meg/kg.

YepexaaHe Ha QepTUAHTETA

Hama edexT BhPXY HepPTHIMTETA Ha TUTbXOBE, JIEKYBaHM ¢ aMAOAMNYH (MEXKKH 32 64 AHH U HKEHCKH
3a 14 npean uddrocsaHero) npu A03u 1010 mg/kg/anerHo (8 mTH* MakcHMaliHaTa MPENOPBYHTEHA
ao3a ot 10 mg npu xopa, Ha 6a3aTa Ha ChOTHOIWIERHETO mg/m2). Ilpu Apyro npoy4BaHe ¢ ILTBEXO0BE, B
KOSTO MEIKKMTE WHAMBHIY ca AEKYBaHH ¢ amnoaunui Oesunar 3a 30 a4y ¢ 1032, CPABHUMA C Ta3H
npu xopa, Ha 6a3ara Ha cbOTHOLIEHHETO mE/kg, ca yCTaHOBEHH HaMaJIeHH HHBA B IUla3MaTa Ha
GoNHKYI-CTHMYIMpaLlHs XOPMOH H TECTOCTEPOH, KAKTO ¥ HaMassBaHe Ha ITBTHOCTTA Ha criepMara
v B Opod Ha apenuTe criepMatiin ¥ Ceproaness KICTKH.

KaHilepOre HHOCT, MYTATEHHOCT

[abXxoBe U MHLIKH, ICKYBaHK ¢ aMAOAUNHH [IPWA NPHEM 3a ABE FOAWHHA, NPH KOHUEHTPALHA,
M3UMCIIEHA 1a OCHTYpPH HHMBA HA AHesHa 1032 ot 0,5, 1,25 n 2,5 mg/kg/nneBHo, He ca nanu
JIOKa3aTesIcTRa 3a KaHueporeuHocT. Hail-Bucokara nosa (3a MuLuky, noao0Ha Ha MAKCUMAITHATA
[ipenophYNTENHa KNWHHYHA Ao3a oT 10 mg Ha 6a3aTa Ha ChOTHOWCHHETO mg/m?, 4 3a NILXOBE [Ba
MbTH* O-BUCOKA OT MAKCHMA/THATA MpenopbyYHTeNHa) e OJIM3Ka 10 MAKCHMaIHaTa IIOHOCHMA [103a 33
MHILKH, HO HE M 32 ITBXOBE.

[Tpoy4BAHMATA 33 MyTATEHHOCT MOKA3BAT, Y€ HAMA JIEKAPCTBEHO-CBBP3aHH ()EKTH KAKTO F€HETHYHO,
TaKa H Ha XpOMO30MHO HHBO.

*Ha Gaszara Ha Termo Ha naumeHT 50 kg.

6. PAPMAIEBTHYHHA TAHHHA

6.1 CnxcepbK Ha NIOMOIHHTE BEUIECTBA

Jlapo Ha TabneTkaTa:

MukpokpucTanta uenaynosa
Kpockapmenosa HaTpHH

KonouneH 6e3BoacH CHIHLMEB JHOKCHA
Marne3ues creapat

OGByBKa Ha TaOneTKara:
TonueuHKIOB ANKOX0I, HACTHYHO XHAPONN3UPAaH

Makporon 3350
Tank

23




Turanos auoxkeua (E171)
Kot kenesen okeun (E172)

6.2 HecbBMECTHMOCTH

Henprunoxumo

6.3 Cpok Ha rogaocr

3 rOAMHNU

6.4 CnennajHu ycJ0BHS HA ChXPAaHEHHE

Ha ce cbxpanasa nox 30°C,

6.5. Bua u chabpxaHHE HA ONAKOBKATA

Bauctep ot anyMuHHeBo donuo (Al/Al).

OnakoBku no; 28 u 30 ¢unmupaHu Tabnerky B KAPTOHEHH KYTHH.
He BcHUKM BHAOBE OMAKOBKK MOraT Aa GbaaT mycHaTH B MpoAaxoa.
6.6 CroeunaJHH npeana3’Hd MEPKH NPH H3XBLPJAAHE

HsaMa crieLanHy U3UCKBaHHUA 38 H3XBBPJIAHE.

Heu3noa3paHUAT JIEKAPCTBEH NMPOAYKT HIIH OTNAALYHUTE MATEPUATTH OT HETO TpsOBa 12 ce
M3XBBLPJIAT B CHOTBETCTBHE C MECTHUTE M3UCKBAHUSL.

7. MIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
DAPMAKOHC AN]
6ya. ,Jleiio K. SIBopos” Ne 44, et.1

Codus 1164
buarapus

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

9, JIATA HA ITBPBO PAZPEIIABAHE/TIOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

10. JIATA HA AKTYAJIM3HUPAHE HA TEKCTA
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