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4.2

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

N3NBLAHUTENHA AFEHUWS 10 JIEKAPCTBATA
Ouamesna Tpuo 20 mg/5 mg/12,5 mg ¢puamupanu Tadjer

ppm—" -1 1
Oummesna Tpuo 40 mg/5 mg/12,5 mg duamupanun tabieTyn R o i v

Kbm Pea. Ne ..... ?w ({/Q/‘/J‘/‘/Q ..............

PaspeweHue Ne

BG/MA/MP - 2275 -%e, 16-06- 2076
Ogo6PEHUE N .......covevececairissrnns P rieii s beasseiidiinsannnsa

Olmezide Trio 20 mg/5 mg/12,5 mg film-coated tablets
Olmezide Trio 40 mg/5 mg /12,5 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Beska unmupana tabnerka Onmesna Tpro 20 mg/S mg/12,5 mg ceabpika 20 mg oamecapraH
meiokcomist (olmesartan medoxomil), 5 mg amnonunun (amlodipine) kato Gesunar (as besilate) u
12,5 mg xuapoxaoporuasug, (hydrochlorothiazide).

Besika puimupana Tabnerka Onmesna Tpuo 40 mg/5 mg/12,5 mg cbabpxa 40 mg onmecapraH
meokcomun (olmesartan medoxomil), S mg amnoaunun (amlodipine) karo Gesunar (as besilate) v 12,5
mg xuapoxnoporuasuz (hydrochlorothiazide).

[1oMOLIHO BELIECTBO ¢ W3BECTHO AEHCTBHE: JIAKTO3a MOHOXHIpAT.
3a NbIHHSA CNUCHK HA MOMOILHHUTE BELecTBa BUKTE ToYka 6.1,

JJEKAPCTBEHA ®OPMA

dunmupara tadbierka.

Onmesnn Tpuo 20 mg/5 mg /12,5 mg: opanxkeBo-0sia, kpbriia, ABOHHON3IbKHANA pUAMHpaHa TabheTKa
¢ anamersp 8,1 mm+0,2 mm.

Onmesua Tpuo 40 mg/5 mg /12,5 mg: cBeTnoxbATa, KPbIila, ABOHOM3MbKHANA (pUAMHpaHa TadlieTka ¢
nnametsp 11,1 mm+0,2 mm.

KJIIMHUYHHN JAHHH
TepaneBTHUHH MOKa3aHHSA
JleueHue Ha eceHUHATHA XHIIEPTOHHS.

Hobasvuna mepanus

Onmesun Tpuo e nokasad np Bb3PACTHW MALKMEHTH, NPH KOUTO BUCOKOTO apTepHaIHO

HajsiraHe He ce KOHTposiupa 1o0pe 0T KOMOMHALMATA OJIMecapTaH MeJA0KCOMHIT H aMJIOAWMHH, NpHEMaHH
KaTo (pMKCHpaHa ABOiiHa KOMOMHALMS.

3amecmumenna mepanusi
Oamesua Tpuo e nokasaH kaTo 3aMecTHTE/HA Tepanus NpH Bb3PACTHH NALMEHTH, YHETO apTePHATHO
HajsraHe ce KOHTposMpa 100pe oT KOMOWHALNUATA OJIMEecapTaH MeA0KCOMMIL, AMJIOJMITHH H

XHJPOXJIOPOTHA3U/, MPHEMAHH KaTO (PMKCHpaHa ABOIiHA KOMOWHALMA (OJMecapTaH Me/10

(XMAPOXJIOPOTHA3M/L HITH AMIIOJAHTTHH).

JI03MpOBKA H HAYHH HA NPHJIOKEHHE



EOSH POBKa

[penoptudTenyara xo3a Ha Onamesua Tpro € | TabneTka AHEBHO.

Onmesun Tpuo 20 mg/5 mg/12,5 mg Moxe Aa ce NpUnara rpy NauveHTH, NpH KOUTO apTepHAHOTO
HanAraHe He ce KOHTpoJiupa 1o6pe oT oMecapTad Megokcomun 20 mg W aMIOAHIHH 5 Mg, npHeMaHy
kato dukcupana qBOiHA KOMOHHALHA.

Onmezua Tpuo 40 mg/S mg/12,5 mg Moxe fa ce Mpunara npy NanHeHTH, NPH KOUTO apTepHATHOTO
HANAraHe He ce KOHTpoaupa nobpe ot onmecaprad meaokcomun 40 mg M AMNOIMNMH 5 Mg, npueManu
Kato ¢uKcHpaHa JBOiHA KOMOHHALHA.

[Ipenu npemunaBaHe Ha TpoiiHata KOMOMHALMA CE MPENOpPbLYBA NMOCTENEHHO THTPHpaHe Ha JO3UTE HA
OTAENHUTE KOMMOHEHTH. Moxe na ce ¥Ma IpelBHI H JUPEKTHO NpeMHHaBaHe OT ABOHHA tHKcHpana
KomOuHALHA HA TpoitHa PuKcupaHa KOMOHHALNS, AKO € KIHHHYHO JOMYCTHMO.

Bamecmunenna mepanus )

[TauueHTHTE, IPH KOUTO € MOCTHTHAT KOHTPON OT CTAOUNHH JO3H ONIMECAPTAH MEJOKCOMH/T, aMIOIHITHH
H XHAPOXJIOPOTHA3KA, KOUTO C¢ NPHEMAT KaTO ABOHHA PuKkcHpaHa KOMGHHAUMA (oNiMecapTaH
MEIOKCOMH/ M aMIOAHNHH WK OJIMECApTaH MeJOKCOMUN M XHAPOXNOPOTHA3HI) H OTAENHA JlekapcTBeHa
¢dopMa (XHAPOXIOPOTHAZHA MK AMJIOAMNKH), MOTaT Aa NpeMuHaT Ha Onmesna TpHo, ChABPKALL ChUIHTE
1034 HA OTAETHHTE KOMIOHEHTH.

Iayuenmu & cmapuecka ev3pacm (Ha ge3pacm 65 2o0unu u nogeve)

[Tpenopbypa ce BHUMaHHE, BKITIOUHATENHO O-4ECTO NPOCNeAdBaHe Ha apTepHAaHOTO HaJlsraHe npu
NALHEHTH B CTAPYECKA Bb3PacT, 0CODEHO NpH NPHACKEHHETO HA MakcHManHkara no3a OnmMesnn Tpuo 40
mg/10 mg/25 mg AHeBHO.

YBenvuaBaHe Ha A03aTa NPH NALHEHTH B CTApyecKa Bb3pacT TPsAGBa Aa ce MpaBH C BHUMaHHE (BHXTE
ToukH 4.4 u 5.2). _

Hanuunure nanuu 3a ynotpebara Ha Onmesna Tpro npu nauuMeHTH Haj 75 roAMHK HIH NO-Bb3PacTHH ca
MHOTO OrpaHH4eHH. [IpenopbyBa ce NOBHIIEHO BHHMaHUE, BKNIOYHTENHO MO-YECTO NPOCIEAABAHE HA
apTEPHATHOTO HANATaHE, '

Bwbpeuno yepexcoane

Makcumankara 103a MpH NALHEHTH C EKo B0 YMepeHo Ob0pedHo yBpexkaaHe (KpeaTHHUHOB KIHPBHC
30-60 ml/min) e Onme3ua Tpuo 20 mg/5 mg/12,5 mg nopaau OrpaHHueHHs ORKT ¢ 103aTa oT 40 mg
ONIMECApPTaH METOKCOMMJI NPH Ta3H TPYNa NauHeHTH.

TIlp# maunenTH ¢ yMepeHo 650peyHo yBpexkaaHe ce NpenopbyBa POCNEAsBAHE HA CEPYMHUTE
KOHLUEHTPALIHHU Ha KaTuH U KpeaTHHHHA.

Ipunoxennero Ha OnMesua TpHo Mpy NaWeHTH ¢ Texko 0b0peuno yBpexaate (KpeaTHHHHOB KIHPBHC
< 30 mL/min) e npoTHBONOKAa3aHo (BUxTe TO4kH 4.3, 4.4 u 5.2).

Yeprodpobo yepescoane
Onmesua Tpuo Tpabsa Aa ce HpHara ¢ NOBHIIEHO BHUMAHHE NPH NALMEHTH C EKO YepHOApoOHO
yBpekade (BuxTe Touku 4.4 u 5.2). ‘

[1pi NaLUKEHTH C YMEPEHO YepHOIPOGHO YBPeXkIaHe MAKCHMANTHATA 103 HE TPAOBA a HalBHIIABA
20 mg/5 mg/12,5 mg Beanwx AHeBHO. [IpH NauHeHTHTE ¢ YepHOAPOOHO YBPEXIaHe
CE MPEenopb4Ba CTPUKTHO NpOCNesSBaHE HA apTEPUANHOTO HalATaHe H ObOpeyHaTa
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KakTo npy BCMYKH KANLHEBH AHTATOHHCTH, NOMYXHBOTHLT HA AMIIOJMIIHH € YIBLKEH NIPH MAUHEHTH C
yBpeleHa uepHoApoGHa GyHKIHS M TPENOPHKH OTHOCHO AO3UPOBKATA He ca ycTaHoBeHH. ETo 3auio
Onme3na Tpuo TpaGea Ia ce MPHJIAra ¢ MOBHILEHO BHUMAHHE NPH TE3H NALHEHTH.
PapMakoKHHETHYHHTE CBONCTBA Ha AMIIONHITMH HE Ca MPOYYEHH TPH TEKKO YEPHOAPOOHO yBPEXAaHE.
JleyeHHeTO ¢ aMIOAHNHH TpAbBa Ja ce 3ano4He ¢ Hall-HUckaTa A03a H Ja ce THTpHpa 6aBHO npu
NalHEHTH ¢ HapyIUeHa YepHoApoOHa yHKUHA.

IMpunoxenueto Ha Onmesnn Tpro e NPOTHBONOKA32HO NPH NMALMEHTH € TEXKO YEPHONPOGHO YBpexIaHe
(BuxTe TOuKH 4.3 W 5.2), XonecTaza kv GuaHapHa 06CTpykuna (BHXKTe TouKa 4.3).

Heduampuuna nomyrayus
[Mopaayn nunca Ha gaHHu 3a GezonacHocT U ediikacHocT OnMesua TpHO HE ce Mpenopb4Ba IPH MaLHEHTH
noa 18 roanHe,

HayHH Ha NpUHIOKEHHE
Tabnetrkata TpabBa na ce AOTABLLIA C JOCTAaTBYHO KOAWYECTBO TEHHOCT (HAMp. €AHA 4allia Boja).
Tabnerkata He Tpabea aa ce cAbBKBA H TPA6BA Na ce NPHEMA 110 €AHO H CHLUO BPEME BCEKH NEH.

Onwmesua Tpro Moke Aa ce npuema ¢ UM 6e3 XpaHa.

4.3 IIpotuBonokazanus

CBpPbXUYBCTBHTENIHOCT KbM aKTHBHHTE BEUIECTBE, KbM AMXHAPONHPHAHHOBUTE MPOU3BOJHH HITH KbM
TIPOU3BOAHY Ha cyndoHaMuauTe (Thil KATO XHAPOXIOPOTHA3HA € MPOH3BOAHO HA CyNOHAMHIMTE) HITH
KbM HAKOE OT IOMOLUHHTE BeliecTea, H30poeHH B Touka 6.1.

Texko 6p6pevHo yBpexkaaHe (BUxkTe Touka 4.4 1 5.2).
PedpaktepHa XUIIOKANHEMHSA, XHTIEPKAJILUHEMHS, XUTIOHATPUEMHUS U CHMNTOMATHYHA XHIIEPYPHKEMHS.

Texka 4epHOAPOOHA HEAOCTATBYHOCT, X0JecTasa H 3a00NABaHKA, NPOTHYAILK ¢ OuaHapHa OGCTPYKLHA
{BHxTE TOUKaA 5.2).

2-pW ¥ 3-TH TPHMECTBDP OT OpeMeHHOCTTa (BHXKTe TOoUKH 4.4 H 4.6).

Exnoepemennara ynorpe6a Ha Onmesna TpHO ¢ aNHCKMPEH-CLILPKALLH NPOIYKTH € NPOTHBONOKA3aHA
NpY NaLKHeHTH Cbe 3axapeH anaber unu 6u6peuno yepexaane (GFR < 60 ml/min/1,73 m?) (Bx. ToukH 4.5
u5.1). .

[Mopagu HAMMMHETO HAa AMIIONHNHH B cbeTaBa ci, OnMesna Tpuo e NpOoTUBONOKA3AH MpPH NAUHEHRTH
c:

- INOK (BKMIOYHTENHO KapAMOTEHEH LLIOK);

- TeXKa XHMOTOHHS;

- OOCTPYKLHS Ha U3X0Ma Ha NiABaTa kamepa (HanpuMep BUCOKA CTETEeH HA A0pTHA CTeHO03a);

- XeMOIMHAMHYHA HeCTAOHITHA ChPASYHA HEAOCTATHUYHOCT CJIER OCTBP MHOKapIeH WHapKT.

Cneudannu npegynpesaeHns H npeAnasHid MepKH NpH ynotpe6a
Ilayuenmu ¢ XunOBOREMUS WU ROHUNCEH HAMPUL

TIpH NAUMEHTH, KOHTO HMAT NOHKXABAHE HA KPbBHHUA 00eM W/HITH MOHMKEH HaTpuil BCNg
MOLUHA JHYPETHYHA TEPAKA, HAMANABAHE Ha IPHEMa Ha CONl C XpaHaTa, IHapHA HIH
Jla HAaCThIIH CHMIITOMATHYHa XHNOTOHHUA, 0cobeHO cnea npHema Ha mbpBara ao3a. [1pg
KOpHIHpaHe Ha TOBa ChCTOSHHE Mpelu npunoxenueto na Onmeans TpHO HIK CTPHUK
HabJloleHHE NPH 3aI0YBAHE HA JeYeHHETO.




Hpyeu cvemoanus, npomunayu cvC CIMUMYRUPGHE HA PEHUN-GHZUOMEHIUH-ATO0CMEPOROBAMA CUCEMU
IIpu naumedTH, 4HHTO CHAOB TOHYC B 6B0peuHa GYHKUHS 3aBUCAT OCHOBHO OT aKTHBHOCTTA HA
CHCTEMATA PEHHH-aHMHOTEH3HH-ANA0CTEPOH (HANP. MALHEHTH C TeXka 3acTolHA ChbpAeYHa
HEROCTATHLYHOCT HITH ¢ NpHApYy*kagartlo 6e0peuno 3abonaBane, BKIIOUHTEHO CTeHO3a Ha OLOpeyHaTa
apTepHa), IEYEHHETO C JIEKAPCTBEHH NPOAYKTH, KOMTO NOB/IHABAT Ta3W CHCTEMA, Ce CBbP3Ba C TEXKa
XHIIOTOHHS, A30TEMHS, OJTUTYPHS UIH PAAKO 10 ocTpa 6L06peuHa HeA0CTATEHHOCT.

Penosazanna xunepmonus .

CrliecTByBa NOBHLIEH PHCK OT TEXKKA XHNOTOHHA 1 6L0peyYHa HEAOCTATEYHOCT, KOTATO MalHEHTH ¢
JABYCTpaHHA CTE€HO3a Ha 6BEOpPEUHNTE APTEPHH HITH CTEHO3a HA apTEPHATA Ha eANHCTBEH QYHKUHOHHpALL
6bOpex NMpoBEKAAT EUEHHE C EKAPCTBEHH NPOAYKTH, KOUTO NOBIHABAT PEHHH-AHTHOTEH3HH-
anaocTepOHOBAaTa CHCTEMA.

Bvbpeuno yspexcoarne u Gvbpeyna mpancniaumayus
Koraro Onmesun TpHo ce npunara npi NauKeHTH ¢ yepeaeHa 6p0pedHa GyHKUHS Ce npenopbusa
TNEPUCIUYHO NMPOENesBaHe HA KOHLICHTPALMHTE HAa CEPYMHHA KaNHi U HUBATA HA KPEATHHHHA.

IMpunoxenneTo Ha Onmesua TpHo He ce npenopbyBa NPY NALHEHTH ¢ T&XKo ObOpedHo yBpexkaaHe
(xpeaTHHKHOB KIAPLHC < 30 ml/min) (BuxTe Touku 4.2, 4.3 u 5.2).

A30TeMHs, BCIICACTBHE NPHIOXKEHHETO HA THA3HAHKA AUy PETHLH, MOXE 18 HACTBIH NPH NaHEHTH ¢
HApYIIEHa 61,6pelma- Y HKiHA.

Ipu HacTenBaHe Ha nporpecupatio 6x6peuHo yBpexaaHe € HEOOXOAHMO BHHMATENHO NIPEOCMHUCAHE Ha
TEPANHATE, KATO c€ 00ChIH ApeyCcTaHOBABAHE HA AHYPETHUHOTO JEeHEHHE.

Jinncea onuT ¢ NpHICKeHHeTo Ha OnMesna Tpro npu nauveHTH ¢ HACKOPO HanpaBeHa GLOpevna
TPAHCNIAHTALHS HITH NPH NaUHEHTH ¢ 6bpOPeYHO yBpexaaHe B KpaeH cTajui (T.e. KPEaTHHHHOB KIHPBHC
< 12 ml/min).

Heotino broxupane Ha perun-anzuomenszun-ardocmeponosama cucmema (PAAC)

HMMa nannu, ye eaHospemeHHara ynorpeba Ha ACE HHXubuTOpH, aHrnoteH3uH [l-pelenTopHH Gnokepu
HJIM aJIHCKHMPEH MOBUILIABA PHCKA OT XHIIOTOHMSA, XHITEPKANMEMHS H HaManaBaHe Ha 6b0peynarta dyHKUNA
(BKounTenHo octpa 6bOpeyHa HepocTathuHocT). [Topany ToBa He ce npenopbuBa ABOHHO GnoKKMpaHe Ha
PAAC upe3 kombunupanata ynotpeba Ha ACE uHxn6uTOpH, aHrHoTeH3uH II-petentopHu GTOKEpH HITH
anuckHpeH (Bxk. Toukn 4.5 u 5.1),

AKO ¢€ npeLeHH, Y4e TepanHuAaTa ¢ JeofiHo GnokupaHe e abconrTHO He0OX0EHMa, TOBa TpAdBa 1a CTaBa
¢amo ol Hab/IOJAEHHETO Ha CTIELHAIIUCT H TIPH YECTO BHUMATENHO MOHHTOpHpane Ha 61r6peunara -
(yHKUHA, ENEKTPOIUTHTE H KPLBHOTO HANATAHE.

ACE unxnbutopy u anrvorensut Il-peuentopHu Gnokepu He TpaOBa 4a ce M3MON3BAT EAHOBPEMEHHO
NpH natyeHTH ¢ AvabeTrHa HedponaTHA.

Hepnodpobwo yapescdarie

EKCMO3HUHATA HA AMNOJHITHH H OJIMECAPTAH MEJOKCOMHJI C€ NOBHLLABA NPH MALHEHTH ¢ YePHOAPOGHO
yBpexaHe (BUXKTE Touka 5.2).

Ocsen TOBa, MANKH H3MEHEHHA B GaNaHCca HA TEUHOCTHTE H €JIEKTPOJHTHTE B XOAa HA NEYEHHETO ¢
THa3HIHMTE MOXKE Ja YCKOPH HAaCTBNBAHETO Ha YepHOAPOoGHa KOMa NPH MALMEHTH C YBpeAicHa (GyHKUUA HA
YepHHa Apol WIH ¢ nporpecHpalloe YepHoApoOHo 3abonssaHe.

Heo6xonumMo e ocobero BHuManne, korato Onmesna TpHo ce npunara Npu NAIHEHTH
HepHOAPOOHO YBpe)KIaHe.
Tpy nauKeHTH ¢ yMEPEHO YepHOAPOOHO YBpekaaHe 103aTa Ha ONIMECAPTaH MeJOKCH)
HaaeHmasa 20 mg (BHKTe TOUKa 4.2).



pn nanueHTH ¢ HapylueHa YepHoApoOHa PyHKLUHSA, NEYEHHETO C aMJIOAKTIHH TPAOBA J1a CE 3aMoyuHe C no-
HHCKAaTa Bb3MOJXHA J03a OT IPENOPbYAHHTE U TPAOBA Ja ce MpHAara C BHHMaHHe, KAKTO TIPH 3aMovBaHe
H4 IEUECHHETO, TAKA H NIPH YBENHYABAHE HA J03ATA.

[Tpunoxeruero Ha Oamesus TpHO e NPOTHBOMOKA3AHO MPH NMALMEHTH C TEXKO YepHOAPOOHO yBpexaaHe,
xonectasza unu 6GunuapHa obcTpykuus (BuxTe Touka 4.3).

Cmenosa Ha aopmuama u MUMpanHama Kiany, obcmpyKmuena xunepmpoduuna xapouomuonamus
[Topagu cbabpxaHHeTo Ha aMnoaAuTHH B OnMe3ua TpHo, KakTo H NPH APYTHTE BA30AHIATATOPH €
Heo0XOINMO CNelHaIHO BHHMAHHE NPH NaHEeHTHTE, KOMTO CTPAAAT OT CTEHO3a HAa A0PTHATA HIH
MHTpalHara Knana uiy obcTpyKTHBHA XuneprpoduuHa KapguOMHONATHS.

ITvpauuen xunepaidocmeporuzom

MNanueHTyTE C MbPBHYEH XUMEPANAOCTEPOHHIBM KATO AN HAMA Ja OTFOBOPAT HA AHTHXHNEPTEH3UBHH
NIEKapcTBEHH MNpPOAYKTH, KOMTO AeHcTsaT MOCpeacTBOM HMHXHOHpaHe Ha peHMH-aHTHOTeH3HWHOBaTa
cucreMa. [Topaan ToBa npy Te3u nauueHTH Npunoxernueto Ha OnMesun TpHo He ce MPenophyBa.

Memabonumuu u endoxpunnu eghexmu

JleuenneTto ¢ THA3MAM MOXKE Aa BJIOIUH BbIIEXHAPATHHA ToAepaHc. [IpH nauHeHTHTE ¢ HHaleT MOXe Aa e
Heo6X0MMO KOPHIHpaHe Ha JO3HTE HA HHCYTHHA HIIH HA NepopatHuTe aHTHaHabeTHH CcpeacTsa (BHKTE
Touka 4.5). JlaTtenTeH 3axapeH auabeT Moxe Ja cTaHe MaHUdecTeH B XONa Ha NeYEHHE C THAZHH.

[TopHiuasaHe HA HUBATA HA XONECTEPOSIa H TPHMTHLCPHONTE Ca HEXEMAHH peaKLHK, 32 KOUTO € H3BCCTHO,
4¢ ¢a CEbP3aHH € NeYCHHUETO C THASHAHH OHYPECTHLH.

an HAKOH MalHEHTH, KOUTO NPOBEKAAT JICUCHHC C THA3HIH MOXKE 1a HacTbIIH XHIICPYPHKECMHA HITH Ja
CE BIOLIY H3ABCHA nojarpa. ’

Enexmponumen oucbaranc
KakTo mpH BCHUYKH NALHEHTH, KOHTO NPOBEXAT JIEYEHHE C IUYPETHLH, TTPe3 MOAXOAAIIH HHTEPBANH
TpabBa Aa ce OCbUIECTBARA MEPHOAHYHO ONpeesHe Ha CTOHHOCTHTE Ha CEPYMHHTE eIeKTPOIHTH.

THa3uaUTe, BKIIOUNTENHO XHAPOXTOPOTHA3KABT, MOraT Aa NPHYHHAT AUCOANaHc HA TEUHOCTHTE U
€/IEKTPONIHTHTE (BKJIIOUHTENHO XHNOKATIHEMHA, XHITOHATPHEMHSA H XHIIOXIOPEMHYHA aJIKaN03a).
[TpeaynpeaHTeNHUTE CHMNTOMH Ha AWcOanaHca Ha TEYHOCTH H ENeKTPOIMTH Ca CYX0Ta B YCTaTa, )Kaxkia,
¢nabocT, OTMyCHATOCT, CHHIMBOCT, Ge3MoKoiCTBO, MyCKYIIHA GOMKa HITH KpaMiil, MyCKyJIHa yMOpa,
XHIIOTOHHA, OJIUTYPHA, TAXHKApAHA H CTOMALIHO-YPEBHH HApYLWICHHUA, KATO TaleHE H NMOBPBLLAHE (BH}KTe
Touka 4.8).

PHCKBT OT XHNOKaIHEMUA € Hall-ronsM NpH NaLHEHTHTE C YEPHOAPOOHA UMPO3a, IPH NALMEHTH C
H3paseHa AMype3a, NpH NauMeHTH, YHATO nepopaieH NpieM Ha eNeKTPONNTH € HEJOCTAThYEH H NIpH
NaLHeHTH, KOHTO MOMYYaBaT ChIBTCTBALLC NeYeHHe ¢ kopTUkocTeponad win AKTX (BmkTe Touka 4.5).

Ot npyra cTpaHa, mopajy aHTarOHU3Ma, KOHTOo OIMecapTaH MeJOKCOMHIIL, BIH3aLl B CbCTaBa Ha OnMesnn
Tpuo, ynpaxkHsasa 8bpxy aHruoreH3uH-1I peuentopute (AT)) MOXe 1a HACTBNH XHNEPKATHEMHA,
0co0eHO MpH HATHYHETO Ha 6BOPEUHO yBpekKAAHE H/HIIH ChPASYHA HEROCTATEUHOCT H 3aXapeH Anaber.
Tpenopbusa ce CTPHKTHO NPOCIEAABAHE HA CEPYMHUN KanHii MPH U3NOKEHHTE HA PHCK NAUKCHTH.

CEPYMHHTE HHBA Ha KauA (Hanp. xenapuH) ¢ Onmesnn Tpuo, TpaGea na crapa npu
(BHKTE TOYKA 4.5) W C 4ecTo NMpocneAsBaHe Ha HUBATA HA KaHil.




Jluncear AokasarencTea, ue ONMECApTaH MEROKCOMHII OH MOT'BJI ia HAMAJTH HIH npeacTBPaTH IHYpPETHK-

MHIyLHpaHa XHunoHatpHemns. edHuuTbT Ha XNnopuan obuuaitHo e nexo H3paseH W Hal-4ecTo He
H3HCKBA IEYeHHeE.

THaskaKHTe MOraT Aa NOHHXAT EKCKpelMATa Ha K ¢ ypHHaTa U Ja 10BeJaT 1O HHTEPMHTEHTHO H
NieKo NOBHIUABAHE HA CEPYMHHS KanLHH MPH JIHIICA HA NOANEXA{H H3BECTHH HAPYLUEHHA Ha
MeTaboNH3Ma Ha KaniHg. ’

XunepkanuueMusTa Moxe Aa Obie 10KA3aTEICTBO 3a CKPHT XUIIEPNapaTHPEOHAHIbM. JIeueHueTo ¢
THa3uAM TPAGBA [a Ce MpEeyCTAHOBH NPEAM NPOBEXKIaHe Ha HACHEBAHHA 33 OLEHKA Ha QyHKUHATA Ha
NapalyTOBHAHHTE K3,

3a TMa3MAUTE € M3BECTHO, Y€ NIOBHLLIABAT YPHHHaTa ¢KCKPELIHA Ha MarHcinia, KOCTO MOXCS aa AO0BE/AC 1O
XHIIOMarHe3vemMus.

B ropeluo BpeMe NpH NALHEHTH € OTOLM MOXE 2 HACTBIIA AMIYLIHOHHA XHIOHATPHEMHS.

Jumuii
KaxTo u 3a Apyrurte anrnoTeH3ud 11 pelienTopHH aHTATOHKUCTH €1HOBPEMEHHOTO NMPHAOXKEHHE
Ha Onmesnn Tpuo B NUTHHA He ce npenopbyBa (BHXTE To4ka 4.5).

Cwpoeyna Hedocmamuvurnocm

Karo cneacreue 0T HHXHOHPAHETO HA PEHHH-AHTHOTEH3HH-aA0CTEPOHOBATA CHCTEMA NPH
Npelpa3nonoxkeHH JHLA MOTaT A2 CE 04aKBat fpoMeHH B ObOpeunara Gyukuus. [Ipy nauueHTH ¢ TexKa
ChpaeyvHa HEAOCTATBMHOCT, HHATO ObOpeuHa DYHKUMA MOXE A4 3dBHCH OT aKTHBHOCTTA HA PeHHH-
aHTHOTEH3HH-ANIOCTEPOHOBATA CHCTEMA TEYSHHETO C MHXHOUTOPH Ha aHTHOTEH3HH KOHBEPTHPALLUA
eH3uM (ACE) W aHTHOTEH3HH PELIENTOPHU AHTarOHHCTH CE€ CELP3BA C ONUIYPHA H/HWIIH NporpecHpaiia
azoTeMus M (paake) ¢ octpa 6x6peyHa HeJOCTaTEHUHOCT H/HIH cMBPT. [1auUeHTH Che CHPACYHA
HEAOCTaTLYHOCT TPAGBA Aa ce JIEKYBaT ¢ BHHMaH#e. B IbIArocpouHo, nanebo-KOHTPOIHpaHO NPOyYBaHe
¢ aMJIOAUNAH TIPH MALKEHTH C TexXKa chpaeyHa HepoctaThuHocT (knac II1 u IV no NYHA) noknageaHata
yecToTa Ha 6enoApobeH OTOK € NO-BHCOKA B IPYNAaTa Ha AMJIOAXIIHH B CPaBHEHHE C IPpymnarta Ha rnauebo
{BuxTe TOuka 5.1). BnokepuTe Ha KANIMEBHTE KAHAIH, BIIIIOYHTENHO H aMIOSHITHH, TpAalBa aa ce
H3MOJI3BAT ¢ BHUMaHHE TIPH MAaLKEeHTH Cbe 3acTolHa ChpPAEYHA HeOCTaTbUHOCT, ThH KaTo MOrar Ja
MOBULIAT PHCKA OT OBASIIH ChPACYHOCHAOBH HHUHAEGHTH M CMBPTHOCT.

Hinpy-nocobna enmeponamus

B MHOro pefku ciyvad ce cboOlllaBa TeXKa, XPOHAYUHA AXAPHS CbC 3HAYMTENHA 3ary0a Ha TErno npu
MAlACHTH, TPHEMAILIH OJIMECAPTAH HAKONIKO MECELA JO FOAHHH CIIEA 3ar04BaHe Ha JICUEHHETO, BEPOATHO
TIPHYHHEHA OT JIOKAJM3HpaHa peaKUHA Ha CBPLXYYBCTBHTENIHOCT OT 3abaeeH Ty, UpesHuTe fHoncHH Ha
NaLHEeHTHTE YeCTO NOKAIBAT BUNO3HA aTpodua. AKO pH TTALMEHT ce OABAT Te3H CHMIITOMH [10 BpEME
Ha JIEYEHHETO € OIMECAPTAH, H NPH NTMNca Ha ApYra OYEBHIHA eTHONOTHA, IEYEHHETO C OJIMECapTaH
Tpa0Ba Aa ce npeycTaHoBHM He3a0aBHO M Ja He Ce 3arouBa OTHOBO. AKO AHApHATA He ce Mojo0pH B
TE€4YEHHE Ha €[HA CeMHIIA CJlel IIPeKpaTaBaHeTo Ha npHeMa, TpaOBa 1a ce NpeJBUAH NOClekpalla
KOHCY/ITAIIMA ¢bC CNELHANMCT (HATIPHMED racTpoeHTepoNor).

Ocmpa MUuoRUA 1 8MopUiHa 3aKpUmMobZeIHa 2AYKOMA
XuapoxnopoTHasua, KaTo cyadoHaMH], MOXKe Ja MPEAU3BUKA HIHOCHHKPATHYHE peaKkLHs, H3pa3ssalla
C€ C OCTpa TPAH3HTOPHA MHOMHA H OCTPa 3aKPHTOBIB/IHA riaykoMa, CHMITOMKTE BKIIIOUBAT Obp30

HaMallsiBaHe Ha 3pUTeNTHaTa OCTPOTa HiH 60nka B OYHTE, KOHTO OGHMKHOBEHO CE NOABABAFA :
YyacoBe [0 CEAMHLM CNEll NPHIlaraHe Ha MéankaMeHTa. HenekypaHata 3aKpHTOBIbIHS
IoBene 10 MOCTOsHHA 3aryfa Ha 3peHueTo. IIbpBa TepaneBTHYHA CTHIKA € NPeKbCB)
XHIPOXJIOPOTHA3HA B Hali-KpaTbK Bb3MOXEH Cpok. Moke na ce Hanoxu He3abaBHO,




MM XHPYPIHUYHO JEYeHHE , AKO BLTPEOUHOTO HANAraHe He MOxe a 6b/le KOHTponHpako. Pruckobu
(haKTOpH 3a Pa3sBHTHETO HA OCTPA 3AKPHTOBIBIHA FIAYKOMa MOTaT Ja 6bJar aHaMHe3a 3a aNeprus KbM
cyAgoHaMHIN WIH EHULHIHH (BHXKTE TOuka 4.8).

bpemennocm

Jleyenue ¢ anrnoteH3uH IlI-peuenTopHu aHTarOHKCTY He TPAOBA 1a ce 3ano4Ba N0 BpeMe Ha OpeMeHHOCT.
OcBeH aK0 NPOObIKHTENHATA TEPARUA € AHTHOTEH3HH 1]- peuenTopHH aHTAroHUCTH He € KpalHO
HeobxoaMMa, NAaUHEHTKUTE, KOMTO NIaHWpaT OpeMeHHOCT, TpAOBA Ja NPEMHHAT HA JEYEHHE C
anTepHaTHBHH AHTUXMITEPTEHIHBHH NEKAPCTBA, KOUTO UMAT YCTAHOBEH NpodHn Ha 6e30macHoCT 33
npHaokeHHe npi 6pemeHHocT. [Ipn ycTaHOBABaHE Ha OPeMEHHOCT NIeUeHUEeTO ¢ aHruoTeH3us Il
peUenTOpHH aHTArOHHCTH Tpadsa Ka 6bAe He3abaBHO NPEeyCTAHOBEHO U, AKO € YMECTHO, TpabBa 14 ce
3aMoYHe AITEPHATHBHO NeveHKe (BUXKTE TOHKH 4.3 H 4.6).

Ileduampuyna nonynayus
Onmesnn Tpuo He € MoKa3aH NpH Aeua W KHOWH noA 18 roauimHa Bp3pact.

Hayuenmu 8 cmapuecka gv3pacm
[IpH mauueHTHTE B CTapUecKa Bb3PacT H03aTa TpAOBa A2 ce yBeIHYaBa ¢ BHUMaHHE .

PomovyecmaumenHocm

JoknanBaHH ca cny4aH Ha peakuHH Ha (GOTOYYBCTBUTENHOCT NPH THA3HAHH AHYPETHUH (BHXKTE TOUKA
4.8). Axo ce nosBH peaxLMa Ha GOTOUYBCTBHTENHOCT MO Bpeme Ha neyeHue ¢ Onmesua TpHo, ce
MpenopbyBa Ja ce MpeyCcTaHOBH NpHeMa. AKO ce Hanara Bb300HOBABAHE HA NPHUIIATAHETO HA IHYPETHKA,
Ce MperopbyBa Ja Ce NPeAna3BaT YYACTHUHTE, H3NONEHH Ha CABHLE M H3KYCTBeHH UV-Tbun.

Ocmpa pechupamopna MoKCUYHOCH -
Cnea npueM Ha XHIpPOXJIOPOTHA3H] ce ChOOLIABAT MHOTO PeAKH TEXKKH ClIy4aH Ha OCTPA PeclIMpaTopHa
TOKCHYHOCT, BKIIOUHTENHO OCThp pecnuparopen auctpec curapom (OPJIC). Cnea npuem Ha

" XHOPOXJIOPOTHA3Ka OGHKHOBEHO ce pa3BuBa 6enofpobeH OTOK B PAMKHTE HA MHHYTH 0 Yacose. B
HAualoTO CHMNTOMHUTE BKJIOUBAT AHCMHES, MOBHILEHA TeMNeparypa, Bnolasare Ha Genoapobuara
byHkuns ¥ xunotonus. [pu cemuenue 3a ARDS 1pa6sa na 6vae cnpad npueMsT Ha OnMesun Tpuo u
Aa ce PHIoKH NOAXOAALLO NeyeHHe. XHAPOXIOPOTHA3HA He TPAORa Aa ce npuiiara Npu NauxdeHTH,
KOHTO npeau ToBa ca nonydasand OPJIC cren npueM Ha XHAPOXJIOPOTHAZHA,

Apyeu
Kakto IIPH BCAKO aHTHXI—IHepTeH3HBHO CpCJ:lCTBO, l'lpeKaJlCHOTO HaMaliCHAE Ha apTepHaJHOTO HaJIAraHe l'IpH

MAUHEHTH ¢ HCXeMAYHA G0MiecT Ha ChpUETO MK HCXeMHYHA MO3BUHO-ChA0BA Gonect 6H MOrno Ja noBese
710 MHOKapAeH HH(PAPKT HIAH HHCYT.

Peakiiun Ha CBPBXYYBCTBHTCIHOCT KBM XHJIPOXJ]OPO;I'HEISH,H MOraT Ja HaCTBbIIAT IIPH HALMHCHTH ¢ RITH 6e3
aHaMHe3a 3a aJieprua HiH GPOHXHaJ'lHa acTMa, HO Ca No-BEPOATHH NPH NAallHEHTH C TaKkaBa aHAMHE34a.

Ek3anepbauuy u1u akTHBHpAHE HA CHCTEMEH NYIYC €pUTEMATO3yC ¢a ChobilaBaHy MpH MPHIIKEHHE Ha
THAWAHH AHYPETHLIH.

Kakrto npu BCHYKH APYTH aHTHOTEH3HH [l pellenTOpHH aHTaroHUCTH, eekThbT HA HAMANABAHE HA
apTepHANHOTO HANATAHE HA OJIMECAPTAH € A0 H3BECTHA CTENEH NMO-HUCHK NPH YEPHOKOXKH NALIHEHTH, B
CpaBHEHME C OCTAHAIHTE NAUHEHTH; BBRIIPEKH TOBA, TO3M edeKT He e HabmonasaH np,g:ﬂﬁi&ﬂ
TPHTE KIHHHYAH npoyuBaHus ¢ Onmesuns TpHo, B KOUTO ca BKIIOYEHH qepnoxo:xg,’ﬁ‘auﬁ‘g:um: ‘7&)))
BIXKTE ChLLO TOUKA 5.1. T




4.5

Humecmunanen anzuoedem

3a MHTECTHHANEH aHrHoeleM ce chobluaBa Mpu NauUMEHTH, JIEKyBaHW C aHrioTteHsnk 11 peuentopHu
AHTarcHUCTH, BKJIIOYHUTENHO OfiMecapTal (Bxk. Touka 4.8). Tean nauneHTH HMaT kopeMHa Goiika, ragene,
NOBpbILUaHe U Auapus. CHMITOMHTE OTIIYMSBAT Clie]l NPeyCTaHOBABAHE HA AHTHOTEH3HH 1
peleNTOPHHTE AHTATOHHCTH. AKO ¢€ JHarHOCTHIUHPA HHTECTHHANSH AaHTHOGAEM, JISUEHHETO ©
OoNnMecapTaH TpadBa na ce NpeyCTAHOBH H Ja Ce 3alouHe NoAXoAALo HabnmoneHre A0 TBAHOTO
OTILYMSBAHE H& CHMIITOMUTE.

TTomowru sewjecmea
TTaunerTH c peaky HacNEACTBESHH NpoOIEMH HA HEMOHOCHMOCT KbM IaJIaKTO03a, MBJIEH JIAKTa3eH JehHUHT
UJTH [TI0K030-TaNakTo3Ha Manabcopbuns He TpaOBa na NpHeMaT TOBa JIEKapCTBO.

BiaumoaelcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYTH GopMH HA B3anMoaeHcTaME

Bb3MoxkHA B3aAMoAelcTBHA, CBbp3aHH ¢ komOunaunaTa Oamesnaa Tpao:

Eonospemenno npunoscenue, Koemo He ce npenopviea

Jumuii

O6paTHMO NokauBaHe Ha CepYMHHTE KOHLUEHTPALUHH H TOKCHYHOCTTA Ha JIMTHA ce cLobILaBaT npH
€AHOBPEMEHHO NPUNOKEHHE HA NTHTUHN ¢ HHXHOUTODH HA AHIMOTEH3HH KOHBEDTUDALLMA €H3HM U PAIKO C
airuoreHsuH 1l penentopus anraronuctd. B aonbnHenne Gp0peyHUAT KIHPBLHC HA JIMTHA CE NOHHXKABa
OT THA3UJHMTE H KATO CNECTBHE MOXKE Aa Ce YBEIHUH PUCKEBT OT NTHTHERA TokcH4HOCT. [Topanu ToBa He ce
MPenopbYBa €AHOBPEMEHHOTO npunoxenue Ha Onmesua Tpuo v nuTHi (BrKTe TOYKa 4.4). AKO
NPHIOKEHHETO Ha Ta3H KoMOHHALHMA Ce OKDKEe HEODX0AHMO ce APENOPBEYBAa BHUMATENHO Npocie]aBaHe
Ha CepyMHHTE HMBA HA JIUTHS.

Eduospaueuno NPpUIONCERUE, KOEMO HIUCKER NOCUHIUMEHO BHIIMONUE

Baxnoghen
Moske a HACTBIH NOTEHLAPAHE HA AHTUXHIIEPTEH3HBHUA eeKT.

Hecmepouduu npomugosvsnanumentu aexapemeeny cpedcmsa

HCIIBC (1anp. aueruncanaunnosa kucennna (> 3 g/anesuo), COX-2 HHXUOGHTOPU M HECENIEKTHBHH
HCIIBC) morart Ja HaMajasaT aHTHXHNCPTEH3UBHUTE e)EKTH HA THA3HIHHTE AHYPETHLH H HE AHTHOTEH3HH
Il peuenTOpHUTE AHTArOHHCTH.

[pn HAKOH NaLKHeHTH ¢ KOMIpoMeTHpaHa 6bp0peuHa GyHknua (Hanp. AexUApaTHpaHH NAUMEeHTH I
MalMeHTH B CTapUYecKa Bb3PAcT C KOMIpOMeTHpaHa Ob0peyuHa (PYHKIHSA) eAHOBPEMEHHOTO NPHIIOKEHHE
Ha aHrHoTeH3uH |l peuenTopHH AHTaroHHCTU H CPEJCTBA, KOWTO HHXUOHPAT LIHKIOOKCHIEHAZATA MOXe
[ia AoBEAE 10 SOMBIHHTENHO BlOLIaBaHe Ha ObOpeynaTa GyHKUNA, BKNIOMHTENHO BH3MOIKHA

6nOpeyHa HeJoOCTATBYHOCT, KOATO 0OH4aiiHo e obpaTiuma. [Topanu ToBa, kOMOGHHaLHsTa TPAOBa Aa ce
npuiara ¢ NOBUILIEHO BHHMaHHe 0co0eHO NpH NaLMeHTH B cTapyecka Bb3pact. [launenTure Tpabea na
6BoaT AO0CTATHYHO XHAPATHPAHK U TpsAbBa Aa ce o6CchaU npocneasBane Ha 6p0peunara QyHKUMS cnen
3anovBaHe Ha eJHOBpeMeHHATa Tepanusa U NEPHOJHYHO Clej TOBA,

EnsoBpeMeHHO NPH/IOKEHHE, KOETO TPAGBRA 1a ce MMa NpeIBHA
Amughocmun :
Moske 1a HACTBIK MOTEHUMPAHE Ha AHTUXHIIEPTEH3HBHUSA edeKT.

Hpveu anmuxunepmen3ustu cpedcmsa
EdekTbT Ha NOHIKaBaHe HA apTepHATHOTO Hansrane Ha Onme3un Tpuo moxe na 6ble yo
€IHOBPEMEHHOTO NIPUNOKEHHE HA IPYTH AHTHXUIIEPTEH3UBHH NIEKAPCTBEHH NMpPOLYKTH.

Anrrxoxon, bapbumypamu, CoHOMBOPHU Uil GHMUOENPECANMY
Modke na HACTBLIH YCHJIBAHE HA OPTOCTATHYHA XHITOTOHHA.



Bb3MOXKHH B3aHMOJeHCTBHA, CBbP3aHH C 0JIMECAPTAH MEeJOKCOMHMI:
Ednoepemenro npurnosicenue e ce nperopvyed

ACE unxubumopu, anzuomensun ll-peyenmopnu Groxepu wiu aruckupen

JaHHH OT KNHHWYHM NMPOYYBAHHA TOKA3BAT, Ye ABOHHOTO GnokupaHe Ha
PEeHHH-aHTHOTEH3HH-aNRocTepoHoBara cucrema (PAAC) ypes komOuHupanara ynotpeba na ACE
HHXUOHTOPH, aHrroTeH3HH [1-peuenTopHu 610KEPH UM @NTMCKHPEH CE CELP3BA C MO-BHCOKA YECTOTA HA

. HeXENaHU CHbOMTHA, KaTO HanpUMEpP XHINOTOHKA, XHNEPKATHEMHA H HaManABaHe Ha 6b0peuHara QyHKUMs
(BrirounTenHo octpa 6pOpeuHa HelOCTATEYHOCT), B CpaBHEHHE C YIOTpebaTa camo Ha eQHO CPEeaCTBO,
Ieiicteamio Bbpxy PAAC (pxk. Touru 4.3,4.4 v 5.1).

Jexapcmeenu npodykmu, KOumo ROBAUABAM HUBAMA HA KATU

EnHOBpeMEHHOTO IPHIIOKEHHE Ha KaNHi-CbXpaHABalLH AHYPETHLIH, KaTHEBH 100aBKH, 3AMECTHTENH Ha
CONTa, ChAbPKALLM Kanuit MM JpYrH TeKapcTBeHH NPOAYKTH, KOHTO MOXE JIa YBEJIHYAT CEpYMHHTE HHBA
Ha kanuii (anp. xenapud, ACE WHXHOHTOPH) MOXe Aa NoBele 0O NOBHINABAHE HA CTOHHOCTHTE Ha
cepyMHHs Kanuii (BHKTe Touka 4.4). B ciydalt ye nekapcTBeHH NpPOAYKTH, KOHTO MOB/IHABAT KATHA,
TpsOBa Ja ce MpeAnucBaT B KOMOHHaUKA ¢ Onme3us Tpuo, ce npenopbYea NpocieAsBaHe HAa CEPYMHHS
KaJHH.

JonbanaTteana undopManus

Koneceaenam, rexapcmeo, koemo c6bp36a HCALYHUME KUCETUHIU :

EnHOBPEMEHHOTO NPANOKEHUE HA KONECERENaM XUIPOXIOPH], JIEKAPCTBO, KOETO CBEP3IBA MALUHHTE
KHCEJIHHH, HaMaJlsBa CHCTEMHATA EKCIIO3HLHA H MAKCHMAITHATA TJIa3MEHA KOHLEHTPALHSA HA OJIMECAPTAH
4 HaMaABa eMHMHHAUHOHHHA NONYKUBOT (112). [IpHnoxkeHHeTo HA onMecapTaH MeIOKCOMUI Nnone 4
4aca Npefy KONeceBenaM XHapoXIopi HaMansBa edekta OT ISKApCTBEHOTO B3aUMOIeHCTRBHE.
[IpHN0KEHHETO HA OAMECAPTAH MEJOKCOMHI NOHE 4 Haca Npejiu KoJeceBeNiaM XUAPOXIOpPHA TpsbBa aa
CE HMa NpeaBHA (BHXTe TOYka 5.2).

Cnen neuyeHune ¢ aHTHALMAHN (aNyMHHHEB MaruesHeB XHAPOKCHA) ce Habnmoaasa cnabo noHxasaHe Ha
OHOHATHYHOCTTA Ha ONIMECAPTAH.

OnMecapraH MEAOKCOMHUI HE OKa3Ba 3HAUHM e(eKT BbpXY GapMaKoKMHETHKATA HITH
dapMakonMHaMKHKATa Ha Bapdapud WK GapMaKOKHHETHKATA HA JHTOKCHH.

EaHOBpEMEHHOTO NPHIIOKEHHE HA QIMECAPTAH MEJOKCOMAII ¢ TIPABACTATHH HE OKA3Ba KJIMHHYHO
3HauHMH edekTH BEPXY dapMaKOKHHETHKATA HA ABETe CCTABKM MPH 30PABH JIHLA.

OnMecapTaH He OKa3Ba KIMHHYHO 3HAYHMH HHXHOHTOPHH efieKTH BBHPXY YOBELIKHTE LIHTOXpoM P450
eH3uMH 1A1/2, 2A6, 2C8/9, 2C19, 2D6,2E1 u 3A4 in vitro W HAMA UM OKa3Ba MUHUMASHH
HHAYUHPAILH ePekTy BbPXY aKTHBHOCTTA Ha LMTOXpoM P450 npu nibxose. He ce ouaksaT KNHHHYHO
3HaYMMi B3aHMOJEHCTBHA MeX Ay ONMeCapTaH U IEKapCTBEHHTE MPOAYKTH, KOHTO Ce

' MOCOYEHHTE NO-rope LUToXpoM P450 eHzumu.

B13MOXHH B3aHMOALHCTBHS, CBLP3AHH C AMIOIHIHH
E()HOSP&MEHHO NPURONCERUE, KOEMO UIUCKEA HOBUULERO BHUMANHUE

Edbexmu na opyzu nexapemaenu npodyxmu 8epxy amaoounun
(T e,
CYP3A4 unxubutopu ' ,s.i'{f' by
EnHoBpeMeHHOTO MIPHIIOKEHHE Ha aMJIOAHITKH ¢ MOWHH Win ymepenn CYP3A4 anﬁﬁaﬁn’g@ Z
HHXHOHTOPH, a30/THH MPOTHROTLOUYHH, MAKPONHAH KATO EPHTPOMKIIHH HIIH KJApH: qhuuyHi? "‘ !
HIM JMATHA3EM) MOXE 2 A0BEAE JI0 3HAUMTETHO YBENHYABAHE Ha EKCTIOSHUMATA KhM ANIOAMH]
Ry
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KnuHH4HHTE eeKTH OT Te3U (PapMaKOKHHETHYHH NPOMEHH MOXE Ja ca NMO-H3ABEHH NpH NalHEHTH B
cTapuecka Bb3pacT. MiMa MOBHILEH pHCK OT XHNOTOHUA. [IpenopbyBa ce BHUMATENHO Haﬁm-oneﬂue Ha
NauHeHTHTE H KOPHIHpaHe Ha A03aTa MpH Keo0X0AHMOCT.

CYP3A4 unayxropu

[Tpu eaHOBpPEMEHHO MpUnaraHe ¢ H3BECTHH HHAYKTOpH HA CYP3 A4, nnasMeHaTa KOHUEGHTpaluaA Ha
aMIIOAKIIHH MOXe fa Bapupa. [lopaau ToBa TpaGBa Na ce cielH KPbBHOTO HaiSraHe U Jla ce peryJupa
R03aTa, KAKTO N0 BPEME Ha, TaKa H CIe] CIHOBPEMEHHHA TIPHEM, 0COGEHO ChC CHIIHM HHIYKTOPH Ha
CYP3A4 (vanpuMep, pHOAMIIKIIMH, X BIT KAHTAPHOH ).

[pHnoxeHHETO Ha aMIIOANNHH ¢ rpefindpyT UK cok oT rpeiindpyT He ce NpenopbYBA, Thif KATO MOXeE
Na ce yBeNnH4H OHOHANMHYHOCTTA NPH HAKOM NALHeHTH, KOETO BOJH 0 YBeJlHYaBaHe Ha edeKTa Ha
HaManNABaHE HA KPbBHOTO HaNAraHe.

HantponeH (uHdy3us): [Tpu :kHUBOTHH ca HA0IHOAABAHH KAMEPHO MBXIEHE H ChPASUHOCHAOB KOarnc,
KOHMTO €a CBLP3aHH ¢ XHNEPKATMEMHA ClIe] NPHIOKEHHE Ha BEpanaMHl U HHTPABEHO3HO JaHTPOJNEH,
[TopaZn pHCK OT XMNEPKATHEMHS CE NPENOPBLYBA Aa ce H3DArBa €XHOBPEMEHHOTO NPUNOKEHHE HA
O10KepH Ha KaMUMEBHTE KaHanH KaTO aMAOJHITHH NMPH MAUHEHTH, TPeApasnoNoKeHH KbM 30KaYeCTBeHA
XHNIEPTEPMHUA H NPH JIEHEHHE Ha 3NI0KAYECTBEHA XMIIEPTEPMHA, '

Edexmu na amrnodunun svpxy opyzu aexapcmaenu npooykmu
EdexTsT Ha aMnoaMNHH 32 NOHHKABAHE HA APTEPHANHOTO HANATAHE ¢e NpuOaBsA KbM MOHHKABALHA
apTepHanHoTo HalnAraHe edieKT HA ApYrd AHTHXHIIEPTEH3UBHH CPEICTRA.

B KIMHUYHE IPOYYBaHHUA 3a B3aUMOAEHCTBHE, AMIOANNMH HE MOBIHABA HapMaKOKHHETHYHHA Npodua Ha
ATOPBACTATHH, AHTOKCHH WK BaphapHH.

CumpactaTiH: EIHOBpEMEHHOTO NpHAOKEHHE HA MHOTOKPATHU 1034 oT 10 mg amnoannuH ¢ 80 mg
CHMBACTaTHH BOJH 00 77% yBenuuaBaHe Ha €KCMO3ULMHATA KbM CHMBACTATHH B CPABHEHHE CBC
CHMBACTaTHH, NPHJIOXKEH caMocToATeNHo. Hamanere no3ara Ha cumBactatud Ha 20 mg JHEBHO NpH
NalKeHTH, KOUTO IPHEMAT AMAOAUIHH.

Takpoaumyc: UMa pHCK OT MOBHILABaHE HA KPBBHUTE HUBA HA TAKPONHUMYC MTPH €THOBPEMEHEH TPHEM ¢
amnonunuH. C uen y3bArpaHe HHTOKCHKALMATA C TAKPONHMYC, NPH NPHIIOKEHHETO Ha aMNOAHNHH NPH
NaLHeNT, JIEKYBaH C TaKpONUMYC, € HeoOX0AHMO NpoC/IeIfBaHe Ha KPBBHHTE HUBA HA TAKPOTHMYC H
KOPHIHpaHe Ha J03aTa NPH HeoOXomAUMOCT.

L{uxnocrniopuH: B npocnekTHBHO Npoy4BaHe ¢ NauneHTH ¢ 6bOpeyHa TPaHCNIAHTALNA € YCTAHOBEHO
cpeaHo yeenuueHue ¢ 40% Ha obLIMTe HHBA Ha LMKIOCTIOPHH NpPH eIHOBPEMEHHATA MY YRoTpeba ¢
amnogunuH. Ennospemennara ynorpeba Ha OaMezua TpHo ¢ UHKNIOCNOPHH MOXKe Aa JOBele A0
NoBHLIEHA eKCMO3MULHA HA HKAocnopHH. [1pu koMOHHHpaHO nedeHie e HeoDXOAHMO HabmoneH e Ha
00LWIOTO HHBO HA LHK/IOCMOPHH, KaKTO H HaMaJlsiBaHe Ha 103aTa NpH HeoOXOoUMOCT.

Bb3MokHR BiauMoaeiicTBHSA, CBLP3AaHH ¢ XHAPOXJ0POTHAIHA
E@HOBPEJHEHHO npUIoMNcenue ne ce npenopvisa

Jexapcmsenu npodyimu, koumo nOGIUABAM HUBOMO HA KA ' e,
Kanui-r3uepnsaluuat edekt Ha XUApPOXNOpOTHAZN] (BHXKTE Touka 4.4) MOxe ga ce nowaﬂnga D¥iung

€IHOBPEMEHHOTO NPHIOKEHHE HA APYTH JICKAPCTBEHH [TPOJYKTH, KOHTO Ca CEbP3aHH cyf 3af'yBa Ha 2
KalHi ¥ XHmoKanueMus (Hanp. ApyrH KaAMAYPEeTHYHH QHYPETULM, NAKCATHBH, Kopm;coq;'epo o
AKTX, amboTepurius, kapbeHokconoH, neHHuunus G HaTpuii HITH NPOU3BOJHH Ha ca,annuri
kucenyuHa). [lopagu ToBa eAHOBPEMEHHO MPHJIOKEHHE HE CE NPENopbYBa.




Ednospemenno npunodicerue, Koemo H3HUCKER NOBUNIEHO 6HUMARUeE

Conu na xanyus

TuazuaHUTe AHYPETHIM MOrAT Ja MOBHLIAT CEPYMHHS KILUKH nopald NOHWXABAHE HA eKCKpeludra. B
city4ai, 4ye Tpabea na 6bAaT NPeANHCAHH kaniiesd 100aBKH, CEpyMHUAT kanuuii Tpabsa na ce
MpPOCAEAABAT H J103aTa Ha KaJILKsA Jd C€ KODHTHPA B CHOTBETCTBHE C TOBA.

Xonecmupa.fuuu U XORECMUROAO0BYU CMOAU
AbcopbuunsTa Ha XWAPOXNIOPOTHA3H] CE HAPYIIABA NPH HATHYHETO HAa AHUOHHH OOMEHHM CMOTY.

Jueumanucosu 2nuxo3udu
IMpenr3BUKaHaTa OT THAZHIH XUIIOKATHEMHS HITH XHIIOMArHE3neMHA MOXe Aa BnaronpusarcTpa H3ssara
HA JMIETANHC-MHAYLHPAHH ChPASUHH APUTMHH.

Jlexapemeenu npodyxamu, Koumo ce eusAm oM HAPYWABAHEMO HQ HUBAMA HA CEPYMHUR KAAUl
INpenopsuBa ce NEPHOAHYHO TPOCNERABaHE Ha cepyMHHMA kanuit n EKT, korato Onmesna Tpuo ce
TPUAAra ¢ IEKapCTBEHH NPOAYKTH, KOHTO CE NOBIHABAT OT HAPYIIEHHS B CEPYMHHTE HHBA HA KaJTHA
(Hanp. IUTHTANTHCOBH INHKO3HUIH H aHTHAPHTMHLM) H ¢bC cliefHUTe torsades de pointes (kamMepHa
TaXMKapAUA)-UHAYLUHPALIH JeKapcTBeHH NPOLYKTH (BIIIOUHTEHO HAKOH aHTHAPHTMHUIIH), THH KaTo
XHIOKaJIMEMHATA € Npeapasnoiarail ¢akTop 3a torsades de pointes (kaMepHa TaXHKapauA):

- Knac la aHTHApUTMHULIY {HaNp. XHHUAKWH, XUAPOXHHHAKWH, AH30MHpaMiI);

- knac [l anTHapuTMEKLH (Hanp. aMHOAAPOH, COTANOI, AODETHIIHA, HOYTHIIHA);

- HAKOM AHTHICHXOTHUM (Hamp. THOPHAA3MH, XTOPNPOMAa3HH, IEeBOMENpOMa3kH, TpHdIyonepasmH,
LHAMEMAa3HH, CYNNHPHA, CYATONPHA, aMHCY INIPUA, THANPHI, MHMO3UA, XaNOTEPHIOI,
IApOnEpHION);

- npyru (Hanp. Genpuaun, uusanpui, audemanun, [.V. epuTpoMHUMA, xanodaHTpHH, MH30NACTHH,
neHTaMUAHH, ciapaokcaunt, TepdpeHanut, [.V. BuHKaMuH).

Hedenonapusupaiqu cxenemnu MyCKYIHU PENGKCANMY (Hanp. myOoxypapuH)
EdekTbT Ha HENENnONAPHIHPALLUTE CKENICTHY MYCKYIIHH PENAKCAHTH MOXKe Aa ObIe MOTEHIHPAaH OT
XHIPOXJIOPOTHA3NA.

Armuxonunepauunu cpedcmea (Hanpumep amponuy, bunepudeH)
Hapacrsate Ha GHOHANHYHOCTTA Ha THA3HAHHTE JHYPETHLH NOCPeICTBOM 3a0aBfHe Ha CTOMALUHO-
YpeBHUA MOTHIIWTET M CKOPOCTTA Ha M3npa3BaHe Ha CTOMAxa.

Anmuduabemnu nexapcmeenu nPoOyKmu (nepopantu cpedcmea u URCYAuH)
JleueHHeTO ¢ THA3RAN MOXKE 1a MOBMSE BLIVIEXHAPATHHA TONEpanc. Moxe a ce HaloXKH KOpPHTHPaHe Ha
A03aTa HA AHTHAHAOETHHSA JIEKAPCTBEH NPOXYKT (BHXKTE TOUKa 4.4).

Mempopmun
Merdopmun Tpabea aa ce Npunara ¢ HOBHLIEHO BHHMAHHE MOPAAN PHCK OT JAKTATHA aUMA03a, KOATO Ce
MPHYNHSABA OT Bb3MOXKHA PpyHKUHOHANHA 6BOpeyHa HeoCTATEYHOCT, CBbP3aHa C XHIPOXJIOPOTHA3HA,

Bema-6roxepu u duazoxcuo
XunepraukeMu3upallus edekt Ha GeTa-610KEpHTE H JHA30KCHIA MOXKE Ja CE YCHIIH OT THa3uAHTE.

[Ipecopru amunu (nanp. Hopadpenanun)
EdekTbT 0T npecopHHTE aMHMH MOXE A3 € MOHHXEH.

cyahunnupasom u anonypuuo.rt)
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Mosxe fa ce HanoXu KOPHrHpaHe Ha J03aTa Ha YPHKO3Y PHYHHTE NeKapcTBeHH CpeJICTBa, Thii KaTo
XMAPOXJIOPOTHA3WA MOXE A2 MOBHILK HHBOTQ Ha CEPYMHATAa NHKOYHA KHCEMHHA. Moke Ia € HeoGxoauMo
NOBHILABAHE HA 103aTa Ha npofeHeunn unk cynpuHnupazon. ETHOBpEMEHHOTO NPHIOXKEeHHe Ha THASHAH
MOXeE Ja IOBHILIY YECTOTATA HA PeakLiHH Ha CBPBXUYBCTBUTENHOCT CIPAMO aNOnypUHOI.

Amaumaoun
THa3uaMTEe MOrart Jia MOBMILIAT PHCKA OT HEeXEaHH peakLHH BPUYHHEHH OT aMaHTaHH.

Humomoxcuwnu cpedemea (vanp. yuraogocdamuo, memompexcam)
Trasuaute Morar fa Hamanat 6bOpeyHaTa eKCKPELHS HA UNTOTOKCHYHHTE IEKAPCTBEHU NPOAYKTH H Ja
NOTEHIMpPaT MHENOCYIPECHBHUTE UM eheKTH.

Canuyunamu
B cnyyaii Ha NpHAOXKEHHE HA BUCOKH O3 CAJTHIMIATH, XMIPOXNOPOTHA3NA MOXKE 212 YCHIH TOKCHIHHUSA
e(eKT Ha CATULMIATHTE BLPXY LIEHTPANTHATA HEPBHA CUCTEMA.

Memuidona
FiMa n3onupanu cboblueHus 3a HacThIIBaHE HA XEMONHTHYHA AHEMHSA NPH €AHOBPEMEHHO NMPHAOKEHHE
Ha XUAPOXTOPOTHAZNA H METHIIAONA.

Luknocnopun
EQHOBpPEeMEHHOTO JIeYEHHE ¢ UMKIOCNOPHH MOXE 12 MOBHLLN PHCKA OT XHNEPYPUKEMHS W NOJATPO3HH
YCIOXKHEHHA.

Tempayurnunu

EnHOBpEMEHHOTO NpHIIOkKEHHE HA Te'rpaumcnuﬂu H THA3HJM NOBHLIABA PHCKA OT TETPALHKIHH-
HHAYUHPAHO MOBHILIABAHE HA CTOHHOCTHUTE HA Ypeara. ToBa B3aHMOAEHCTBHE BEPOATHO HE € MPHI0KUMO
33 JOKCHLHKIIHH, '

PepTHAUTET, GpeMEHHOCT 1 m,pmene

Bpemensoct

[Ipunoxennero Ha Onme31«m Tpuo e nporHBoNokasaHo npes 27 0 3™ TpUMECTHP OT OpeMEHHOCTTA
(BixkTe TOoukH 4.3 K 4.4). KaTo ce B3emart npeaBHA eheKTHTE HA OTAENHHTE CHCTABKH HA TO3H
KOMOHHHpaH NMPOLYKT BbpXy OpeMeHHOCTTa, npunoxenueTo Ha OnMesux TpHO He ce TpenopbuBa fpes
ITbPBHS TPHMECTBP OT OpeMeHHOCTTa (BIXTE TouKa 4.4).

Onmecapman medoxcomun
IpunokenueTo HAa aHrHOTEH3HH [l peLleNTOPHH aHTaroHKCTH He C€ Npenopbyea npes3 NbPBHUS TPHMECTDP
Ha 6peMenHocTTa (BHXTE TouKa 4.4). IIpuioxeHneTo Ha aHTHOTeH3UH I peuenTopHM AHTArOHHCTH €
[IPOTHBOMOKA3aHO 1pe3 27 1 3™ TpuMecThp Ha OpeMeHHOCTTa (BHKTe ToukH 4.3 1 4.4).
EnuaeMHonoriuHuTe 10Ka3aTe/ICTBa, Kacaclily pUCKa OT TeparoreHHocT cnel ekcrno3uius Ha ACE
HHXHOMTODH Npe3 NbPBHA TPHMECTLP OT OpeMeHHOCTTa, He ca yBenurennu; ve Moxe, obaue, na ce
H3KTIOYHK cnabo HapacTsaHe HA pucka. Jlokato IMNCeaT KOHTPONHPaHH ENHAEMHOAQTUMHH AaHHH N0
OTHOILEHHE Ha PHCKA C aHMHOTEH3KH [] peLenTOpHH AHTArOHHCTH, CXOJAHH PHCKOBE MOTaT Jia
CBILECTBYBAT 3a TO3H KJac MelukameHTH. OcBeH ako MPOABIKABAHETO Ha IEHEHHETO C AHTHOTEHIHH
pelenTopeH OI0Kep He Ce CUMTA 33 HAKITOYUTENHO BAXKHO, NALMEHTKHTE, KOUTQ MIAHAPAT GpEMEHHOCT
TpAOBa 14 NPEeMHUHAT HA JICYEHHE C APYTH aHTHXUIIEPTEH3HBHH JIeKapcTBa, KOWTO HMAT YCTAHOBEH
npoun na 6ezonacHoct 3a npunoxkenne npu GpemenHoct. Koraro ce yeraHosu 6peme
¢ aHrMoTeH3HH Il peuenTopHu aHTaroHUcTH TpsbBa na Gbae HezabaBHO NpPeyCTaHOB
YMECTHO, TpaOBa [a ce 3anoyHe ANTEPHATHBHO NeveHHE.

H3pecTHO €, ue NpH Xopa eKCNO3NnUATA KbM aHFHOTEH3HH II peLilenTopHH aHTaro
TPHMECTBP NPHYHHARA HETOTOKCHYHOCT (HaManeHa Ob0peuHa dyHKUHA, ONHro
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Ha ocHUKAUMATA HA Yepena) U HeOHaTaNHa TOKCHYHOCT (Gb0peyHa HeOCTaTBYHOCT, XHIOTOHHA,
XHIEpKaNHEMHS) (BHATE CHILO TOYKA 5.3).

B cryuaii 4ye e HMaIo eKCIo3HLHA KbM aHrHoTeH3HH Il penenTopeH aHTaroHHET cnep 2P TpUMeCTLD Ha
OpeMeHHOCTTA, ce Npenopbysa exorpadckn KoHTpod Ha 6u0peyuHara dyHrUKs U yepena. beGerara, unnTo
MaiKH ca pHeMany aHruoten3uH [l peuentopuy autaroHucTy, TpAOEa Ja 6bAAT BHUMATENHO
HabMIOJaBaHM 34 XHIIOTOHHKSA (BHATE CbILO TOUKHK 4.3 1 4.4),

Xudpoxnopomuasuo

ONHTBT € XUAPOXNOPOTHA3U N0 BPeMe Ha GPEMEHHOCT € OrpaHHYeH, 0OCOBEHO NIPe3 MbPBHA TPHMECTBP.
ExcnepuMeRTaHUTE NpOYy4BaHHs NPH )KHBOTHH Ca HENOCTATb4YHH.

XuapoxnopoTtHasuj npeMHHaBa nnaueHtata. Kato ce uMa npeaBu/ hapMakoIOrHUHHA MEXAHHIEBM HA |
AeficTBHE HA XHAPOXIIOPOTHA3N]l, HETOBOTO MPHUIOXKEHHE Ipe3 2P i 3™ TpUMeCTb MOXeE Aa
KOMIpOMeTHpa deTo-nnaueHTapHara nepdy3us u MoXe Aa TPHYHHA (ETaNHN H HEOHATAIHH edeKTH
KATO HKTEpP, HapylliaBaHE Ha eNeKTPONHTHUA GanaHc U TpoMOOLHTONEHHS.

XuapoxnopoTHasua He TpadBa 1a ce IpHaara Mpu oToUl Ha GpeMEeHHOCTTA, reCTALHOHHA XMIEPTOHHA
HIIH MPEEKNaMICHA NIOPaJM PHCK OT NOHHXABaHe HA NTAa3MeHHs 00eM W NnalieHTapHa xunonepdyaus, Ge3
nosnesed edext BbpXy Xoaa Ha bosecTTa.

XuapoxnopoTHasnj He TpsAOBa Aa ce NpHiara 3a Je4eHne Ha eCeHUHANHA XHNEPTOHHA NTPH GpeMeHHH
KEHH, C H3KMIOYEHHE HA PEIKHTE CyYad, B KOMTO HE MOXKE A CE& TIPHJIOKH APYTo JeueHHe.

Amnoounun

JannuTe oT orpaHi4eH 6poli excro3upaHH GpeMEeHHOCTH He MOKA3BAT, Y€ AMJICIHITHH KJIH JPYrHTe
AHTarOHHCTH Ha KANLMEBHTE PELENTOPH OKA3BAT HeDNaronpuATHH eleKTH BBPXY 30paBeTO Ha deTyca.
Maoke na e HanmiLe, obave, pUCK OT NPOTPaXUpaHe HA PAXKAAHETO.

KspMmene ]
1o BpeMe Ha KbPMEHE HE ce npenopbysa ynoTpedaTa Ha OnMesua TpHO | € 32 NpeanoyATane

anTepHATHBHO JIEYEHHE ¢ NO-100pe ycTaHOBeH Npodin Ha 6e30NacHOCT MPH KbpPMeHe, 0coBeHo npu
OTr/IeXKAaHe Ha HOBOPOAEHO HTH POAEHO NMPEXIEBPEMEHHO NETE.

OnmecapraH NpeMHHAaBa B MIIAKOTO NPH KbpMeWH nbXobe. He e u3BecTHo, 06ave, nanu onmecapTaH
TIPEMHHABa B KbpPMAaTa NpH Xopa. AMJIOAUNHH Ce eKCKPEeTHpPa B 40BEILKOTO MiAKo. KonnuecTBOTO OT
MaifyHHara 1033, NPEMHHAI0 B HOBOPOAEHOTO, Ce ONPEAENs YPe3 HHTEPKBaPTHEH AHana3soH or 3 - 7%,
a0 MakcHMyM 15%. EQexThT Ha aMJIOAHTIHH BbPXY KbpMayeTa He € H3BECTEH.

XuapoxJIopoTHa3H ] NpeMHHABA B MAJIKH KONTHYECTBA B KbPMATa NpH Xopa. THA3HAKTE BHE BHCOKH JO3H,
KOHTO BOAAT 10 HHTEH3MBHA JMYPE3d, MOXE Ja OATHCHAT 00pasyBaHeTo Ha KbpMa. YoTpebara Ha
Onwmesua Tpuo no Bpeme Ha KbpMeHe He ce npenopbysa. Ako Oname3ua TpHo ce H3NoN3Ba No BpeMe Ha
KbpMeHe, TpsabBa a ce NOAbpPKa Bb3MOXHO Hali-HHCKa a03a.

Gepruanter
Crobluapatin ca 06paTHMH OHOXHMHYHH NPOMEHH B rN1ABaTa HA CIIEPMATOIOHIHTE NPH HAKOH MAlHEHTH,

NEKyBaHH ¢ OJTOKEPH Ha KaNHEBHTE KAHANH.

KAHHHYHHTE JAHHH €4 HEAOCTATEYHH OTHOCHO NMOTCHUHANHHA e(eKT Ha AMIIOAMIHH BbPXY QepTHINTETA.
B enno npoyusaHe ¢ NIBLX0BE €4 YCTAHOBEHH HexeNaHH edekTy BbpXY GEepPTHIIHTETA HA MBIKKHTE
HHAMBHAH (BH3TE TOUKA 5.3).

EdexTH BBEpXY cnioco0HOCTTA 32 INogHpaHe H padoTa ¢ MAILHHH
He ca nposexcaaHH npoy4BaHus 3a eheKTHTE BLPXY Coco0HOCTTA 3a wodHpaHe H paboTa ¢ MalHHK.
Tpadsa na ce uma npeasus, 06aye, 4e MOHIKOTa NPH NALMEHTH, KOHTO NpHEMaT AHTHXHISPTEHIHBHO
neyeHue, MOTAT /1d HACTLOAT 3aMasHOCT, riaBobonye, rafieHe KM YMOpa H Te3u cmupa'm.m WO T
Hapyuar cnocobHocTTa 3a pearupane. HeoGxonHMo & BHUMaHHe 0coGeHo B Havas

HexenaHH JileKAPCTBEHH PeaKIHM



Be3onacHoCTTa Ha OIMeCapTaH/aMNoAUIHH/ XHAPOXJIOPOTHA3H] € H3CTEABaHA B KIIHHHYHH IPOYYBAHHA
¢hbe 7826 nauKeHTa, NONTyyYaBalUH 0IMECAPTAH B KOMOHHALAA C AMJIOSHIIHH U XUADOXNOPOTHASHA.
HexenauuTe peakliid OT KIMHHYHYU MPOYYBAHUSA, OT IPOY4BaHHs, IPOBEASHH Clie[ paspellaBaHe 3a
ynoTpeGa, U CTOHTAHHU A0KIaaH ca obeguHeHn ¢ Tabnuua 1 3a komGuHaunsTa OnMesna Tpuo, KakTo H
32 OTRENHHTE KOMMOHEHTH OIMECaPTaH MEIOKCOMH, aMIQAHTIHH 1 XHAPOXNOPOTHA3K] Bh3 OCHOBA Ha
H3BECTHHS mpohHa 3a GezonacHOCT Ha OTACTHUTE KOMITOHEHTH.

Haii-yecTo foknaaBaHHTE HeXENaHU peakLHi 1o BpeMe Ha JedeHue ¢ Onmesun Tpuo ca nepudeper
OTOK, rnaBo0OJIHE H 3aMasHOCT.

CrieapaliiiTe TEPMHHH CE NPUIIATAT C LEN Ia ce K.nacuc]munpa HACTBIIBAHETO HA HEeXeNaHH peakiInu:

Meuoro yects (> 1/10)

Yecta (>1/100 po <1/10)
Heuectn (>1/1 000 no <1/100)
Peakn (>1/10 ¢00 no <1/1 000)
MHoro peaxu (<1/10 000)

C HeH3BecTHA YeCcTOTa (OT HANMYHUTE AaHHH He Moxe Na Objle HanpaBeHa OLeHkKa)

Tabnuua 1 -
MedDRA Cucremuo- | Hexenauwm nekapersend | Hecrora
OpraHHH KllacoBe peakuuH Onmesus | OnMecapra | AMNOANNHH | XUAPOXNOPOTHIHA
Tpuo H
Hudexnunu u Hudekuns va ropaure | decta
uHpecTaunu NHXATEJHH MbTHINA
Ha3othapHHTHT HECTH
HHdekuna Ha YeCTH 4ECTH
MEKOYHHTE MBTHLIA
CHAOAAEHHT pEaKH
Hapyuienus Ha NeBKONeHus MHOFO penKu
KpBBTa W TUMdHATa peaky
cucTeMa TpoMOOLHTONEHHA HEYECTH MHOTO penKu
peakH
NOTHCKAHE Ha KOCTHHA PEIKH
MOZbK
HeyTporneHus/ penKH
arpasHyJoLHTO3a
XEeMONHTHYHA AHEMHA pEOKH
anJiacTH4Ha aHeMuA PEnKH
HapyuieAus ua AHadunakTHUHA HeuecTH
MMYHHAaTa CHCTEMA peakums
JlexapcTeeHa MHOTO
. CBPBXUYBCTBHTEIHOCT pedkH
Hapywenus na XHMEPKATHEMHSA HEeYecTH | pefiku '
merafonmsMa H XHOOKATHEMHA HEYecTH HeCcTH
XpaHEHETO aHOpeKCHSA HeyecTH
TJIIOKO3YpU A . YECTH
XUOEPKATIHEMHUS UEeCTH
XUNEPrNHKEMHUS K
XUIOMATHE3UEMHA
XHNOHATPHCMHSA

XHIOXJIOpEMHUA




KHMEPTPUTIHUEPHIEMH
A

YECTH

XHNCPXOJCCTCPOINCMHA

MHOI'0o YECTH

XHNEPYPHKEMHS

YECTH

MHOTO YeCTH

XHNOXJIOpEMHYHA
aJlKaJo3a

MHOro peiKH

TMcuxuunH
HapyLICHHA

CBCTOAHHE Ha
o0BpKaHoCT

peakH 4ECTH

Aenpecus

HEYCCTH pPEAKH

araTHa

peaKkH

pasapasHHTENIHOCT

HEYCCTH

6e3noKoiCcTBO

peaKH

NPOMEHH B
HACTPOCHHETO
(BKJAOYUTENHO
TPEBOHKHOCT)

HEYECTH

Hapyluenus Ha cbHs
(BKMOYHTENHO
DescobHKe)

HEYECTH peaKH

Hapywenus Ha

HEPBHATA CHCTEMA

3aMaaHoOCT

YeCTH

HECTH

uecTu | wectH

raasobonme

YECTH

YECTH

YECTH HECTH

NOCTYPANHA 3aMagHOCT

HEYECTH

npecHHKON

HEYECTH

JAHCTEY3NA

HCYECCTH

XHNEPTOHHA

MHOTO
penKH

XHMNOECTE3INA

HEYCCTH

NapecTC3InA

HEYCCTH pPEIKH

TepucdepHa HeBponaTus

MHOIo
peaku

CEHJIHBOCT

YECTH

CHHKOCIT

HEYCCTH

KQHBYJICHH

penku

3ary0a Ha aneTur

HEYECTH

TpeMop

HEYCCTH

EKCTPANMPAMHUIHH
HapyLEHHA

c
HEH3BCCTHA
4€CTOTa

Hapyluenus Ha ounte

3pUTENHH HApYLLIEHHs
(BKIKOYHTENHO
JARNNONHUA, 3aMBIAEHO
BHXKJAHe)

YEeCTH PEOKH

HaManeHo oTacenaHe Ha
ChJI3H

peaku

BJIOLIABAHE HA MHOMHKA

HEUeCTH

KCAHTOCKOITIHA

peaku

OCTpa MHOMHSA, OCTpa
3aKPHTOBIBIHA
riayxoma (BHXTE TOUKA
4.4)

|.C HeuspecTHa

BEPTHIO

HEYCCTH

HEYECCTH




Hapywense Ha yXoTo
H NaOHpHHTA

THHHUTYC

HEYCCTH

Cupaeunu
HapyLIeHHs

NAJINHTALIHA

HECTH

HYECTH

TAXYKAPANA

HEYECTH

MHOKapaeH HHPapKT

MHOTO
pelkH

ApHTMESA
(BKTIOYHTENHO
Opanukapius, KaMepHa
TaxXMKapausa H
APEACHPAHO MBXIEHE)

HEYECTH

penKH

AHTHHa NeKTOpUC

HEYECTH

HEYECTH
{Bkn.
BIOILABAHE
HA aHrHHA
NEKTOPHC)

CbA0BH HapyIUEHHA

XHIMOTOHHA

YECTH

penKH

HEUCCTH

3a4epBABaHE

HEHECTH

YECTH

OprocTaTH4Ha
XHIEPTOHUS

HEYECTH

Backyaut
{BKIOMHUTENHO
HEKPOTH3HpALl| aH[HHT)

TpoMb03a

penxn

emMboNH3BM

pelKH

PecnupatopHy,
TPBIHH H
MeJHacTHHANH#
HapyLLEHHA

KallJIHLa

HEYECTH

HYECTH

HEYECTH

OpOHXUT

YECTH

RHCITHEA

YCCTH

peakn

thapHUHTHT

YeCTH

PHHHT

YECTH

HCYCCTH

OcTpa WHTEPCTHIHANHA
NMHEBMOHHA

peaKu

PecnupaTopeH aucTpec

HEYCCTH

BenoapobeH oTok

peaKH

OCThp pecnHpaTopeH
AUCTpPEC CHHAPOM
(ARDS) (k. Touka 4.4)

MHOTO pERKH

CTOMaUIHO-MpeBHH
HapylleHHs

JAHapus

YECTH

YECTH

YeCTH

rajgeHe

4eCTH

HYECTH

YECTH

HYECTH

34NE€K

YECTH

YECTH

CYX0Ta B YCTaTa

HEYCCTH

HEYCCTH

Kopemna Oonka

HECTH

YECTH

YeCTH

[TpomsHa B upeBHaTa
dYHKUHMA (BKI. AHADHE H
3anek)

HYEeCTH

METCOPH3IBM

AHCNCHICHA

HECTH

racTpuT

Jpa3HEeHE Ha CTOMaxa

racTPOSHTEPHT

YECTH




XHNepia3ng Ha MHOTO
BeHLIHTE penKH
NapalHTHYEH HIEYC MHOT'Q peflk{
NaHKpeaTHT MHOro penky
peaKH
NOBpbLIAHE HEYECTH HeuecTH YecTH
Unpy-noao6Ha MHOTO
eHTepOoNaTHA (BHXTE peaku
TOuKa 4.4) ‘
HutecTuHaneH penxu
AHCHOBJEM
Xenaro-GUnHapHH XENaTUT MHOIO
HapyICHUA pelKkH
ABTOUMYHEH XenaTHT* C
HEeH3BEeCTHa
4ecToTa
XKbnreHnua MHOTO peaKu
(MHTpaxenaTaieH peIkH
XONECTATHYEH UKTED)
OCTBp XONEUHCTHT penKH
HapyweHnuns Ha ANoneLHa HEYECTH
KO¥KaTa H aHTHOEAEM peaku MHOTO
MOAKCKHATA ThKaH peaKu
AsiepruveH 1epMaTHT HEYECTH
EpureMa MyntHdopme MHOTO
pEOKH
epuTEMa HEYECTH
IlopobHu Ha nynyc peaKH
€PUTEMATO3YC KOMKHH
peakLHu
€K3aHTEM HEYeCTH HEYECTH
ExcdonuarupeH MHOTO
JIEPMATHT pEAKH
XHIICpXHOpO3a HEYECTH
Peakuuu Ha MHOro HeuyecTH
_(POTOYYBCTBUTENHOCT PEAKH
NPYPHTYC HEUECTH HeyecTH HeuecTH
nypnypa HEYEeCTH HeyecTu
OTtok Ha KBHHKE MHOTO
) PEAKH
06puB HEYEeCTH HEYECTH HEYECTH
PeakTHBauuA Ha KOXEH penxu
NyTyC epUTEMATO3YC .
TokcHuHa enuaepmantHa c pEeIKH
HeKkponH3a Heu3BecTHa
yecToTa
[MpomMsHa B uBeTa HA HeuecTH
KoXxara
Cunapom Ha CTHBBHC- MHOI0
JHOHCHH DEOKH
YPTHKApHA HEYECTH neuectH//




Hapyuienus na
MYCKYJIHO-CKeNleTHaTa
cHcTeMa U
CBEAHHHTCITHATA
TbKaH ‘

MycKy/eH crnayeM

YyeCTH

pelKH

HYECTH

[TonayBaHe Ha CTABHTE

YCCTH

Myckynna cnaboct

HEYECTH

pelxH

TlonyBane Ha raeseHuTe

HCCTH

apTpanrus

HEYECTH

APTPHT

YECTH

bonka B repba

YCCTH

HEYECTH

napeza

penKH

MHAJITHS

HEYCCTH

HEYECTH

CkenerHa bonka

YCCTH

Hapywennsa Ha
onbpeunte 0
MHKOYHHTE MMBTHILA

MOJIAKHY pHA

YECTH

VBenxieHa 4ecTOTa Ha
PHHHpAHE

HEYECTH

Octpa Op0pedHa
HEAOCTATBYHOCT

penKkH

XeMaTypHa

YEeCTH

Hapywenus B
yPHHHDAHETO

HCYECCTH

HHKTYpHS

HEYCCTH

HuTepeTuumnanen
HedpHT

penKH

Bubpeuna
HEAOCTAThYHOCT

PEaKH

peaxu

HapyweHnns Ha
BB3MPOH3BOJHTE/HATA
CHCTEMA M IbpAATa

EpekTHiHa aucdyHKIUA

HEYECTH

HEYECTH

HCYECCTH

FHHEKOMACTHA

HE4YeCTH

Q011K HapyLUeHUA U
e(eKTH Ha MACTOTO Ha
IpHAOKEHHE

ACTEHHA

YECTH

HCYECTH

4cCTH

[MeprdepeH 0TOK

HECTH

YSCTH

Ymopa

YECTH

HECTH

YECTH

Bo/Ka B FbPAHTE

YECTH

HEYECTH

TpecKa

PEeIaKH

['punononotHu
CUMNTOMH

YECTH

JICTAprus

| penku

HEPA3NONMKEHUE

HEYECTH

HEYECTH

OTOK

MHOT'O
YECTH

Oonka

H4ECTH

HEYCCTH

OTOK Ha NHLUETO

HEeHEeCTH

Hscnenpanus

IToBHLIEHH CTOHHOCTH
Ha KPeaTHHHH

. UECTH

peaxu

YeCTH

[loBuwenu croiinocTH
Ha ypes B KpbBTa

YECTH

YECTH

YECTH

ToBuLLIeHH CTOHHOCTH
Ha NHKOYHA KHCENHHA B
KpbBTA

YECTH

IToBHLIeHH cTORHOCTH
Ha kanuii B KpbBTA

HEUYECTH

IMoBHILIEHH CTOHHOCTH
Ha ramariyTamHn
TpaHcdepasa B KkpbBTA

HEYECTH




TMosuieHn crofiHoCTH HeyecTH
Ha aNaHWH
amuHoTpaHcdepasa
[MoBuieHn crofinocTH HevyecTH
Ha acnapTar
aMHHOTpaHctepasa
[ToBHILEHH CTOHHOCTH YECTH MHOTO
Ha YepHOApPOOHHUTE penxH (Hait-
€H3HMH Y4ecTo
o BCICACTBHE
Ha
XO/IecTasa)
IToBHILEHH CTORHOCTH YECTH
Ha KpeaTHH
¢octhokuHaza B KpEBTa
HamansasaHe Ha Ternoto HEYECTH
YBennuapaHe Ha He4eCTH
TETNOTO '

"'I'Ipes MOCTMAPKETHHIOBHA NEPHOL CE cboOllapa 3a Cly4yad Ha aBTOHMYHEH XCNATHT C IATCHTCH NEpHO]
OT HAKOJIKO MeCela A0 FOAHHH, KOHTO ca OﬁpaTHMH Clie] ClIHpaHe HAa NpHEMa Ha OJIMECapTaH.

JoknanBaHu ca eJUHUYHK Cly4ad Ha paGaomronusa, HabnioNaBaHK NPEs IEPHOAA HA NPHEM Ha
anruoteH3ud Il peuentopuu 6nokepn. Cho0lLEHH ca eJMHHYHH CTy4aH Ha eKCTpanMpaMHOaNeH CHHAPOM
MpPH HALMEHTH, NEKyBaHH C AMIOJAMITHH.

JONbIHHTENHH HeXeNaHH peakliH, CboOLIEeHH B KIMHHYHH IPOYYBAHUSA HIIH OT MOCTMAPKETHHTOBHA
onuT ¢ KoMOHHAUUA OT GUKCHPAHH JO3H Ha OJIMECAPTAH MCIOKCOMHII H AMJIORMIHH. KOUTO HE ca
cbobuienu 3a Onmesua Tpro, MOHOTEpanus ¢ onMecapTal MeJOKCOMHI WM C aMJIOJUIHH HIH ca
JOKTAABAHH C MO-BUCOKA YeCTOTa MpH ABoiiHaTa koMOHHauuA (Tabnnua 2):

Tabnuua 2: KomGruHauHa Ha 0nMecapTaH MEAOKCOMHIT H aMJIOJHIHH

CHcTeMHo- YecToTa Hexxkenann JieKapcTBeHH PeAKUMH
OpraHHH
KJIacoBe

Hapyuienus Penku JlekapcTBEHa CBPBXUYBCTBHTEIHOCT
Ha HMYHHAaTa
cHCTEMaA

CroMalHoe-4 Heuectn Bonka B ropHaTa 4acT Ha kOopeMa
PEBHH
HApYLUEHHS

HapyuieHus na Heuectn Hamanseane Ha AMGHAOTO
Bb3IIPOM3BOUTENHATA
cucTeMa H rbpaara




4.9

O6WH HapyLIEHHA 1 Yectn OToLK ¢ TECTOBATA KOHCHCTEHLHA
eeKTH Ha MACTOTO
Ha NPUNOKEHHE

Heuectn Jletaprus
HapyiieHus Ha Heuvectn Bonxa B kpaliHHLKTE
MYCKYJHO-CKENeTHaTa
cucTeMa M

CbCIHHHTEIHATA ThbKaH

ﬂOl‘l'bJ'lHHTeJ'IHPI HCXKC/IaHH PCAKLIHH, C'bOGH.{EHH B KJIHHHYHH npquBaHua HIH OT I'[OCTMapKeTHHI"OBHH
OMHT C KOM6HH&LIHH OoT (l)HKCHpaHH J0O3H Ha onMecapTaH MEI0OKCOMMA H XWIPOXNOpOTHa3Ha, KOUTO HE Ca
chobuieHu 3a Onmesua Tpuo, MOHOTEpPANHA ¢ OMecapTaH MEAOKCOMHUJI HIIH ¢ XHAPOXIOPOTHAZHI UITH Ca
JNOKNAABaHH ¢ MO-BHCOKA YECTOTA 3a ABOHHATA koMOuHauus (Tabmuua 3):

Tabanma 3: KoMOHHALMA HA OMeCAPTAH MEROKCOMHIJI H XHAPOXJIOPOTHA3ZHA

Cucremo- YecroTa Hexenanu

OpraHuu ‘ JEKAPCTBEHH

KJIACOBe peaKiu4

Hapywenus Ha HepBHaTa Penku HapyiueHns Ha cb3HaHHETO
cHCTeMa (kaTo 3aryba Ha Ch3HAHHE)
Hapylienus Ha koata W Heuectn Exsema

NOAKOXHATA ThKaH

Hapywesus Ha
MYCKYNHO-CKeNeTHara

CHCTEMd, CheIHHHTEIHATA ThKaH
Hscnensanus Penxu Cnabo noumxapane Ha
CPeAHHTE CTOHHOCTH Ha
XeMOrn00HHa U XeMATOKPHTA

Heuectu bonka B kpaliHRUKTE

CrobluaBase Ha M0J03HPAHH HEXENIAHH PeaKIIHH

Crpo6lUaBaHeTO Ha MONO3HPaHH HeXKENIaHH PEaKiHU cej| paspellaBase 3a ynotpeda Ha AeKapCTBEHUS
NpoayKT € BaxkHO. ToBa Mo3BOJIABA 12 NPOIbIKH HAOMIOAEHHETO HA CHOTHOILIEHHETO T10J138/PHCK 33
nexKapcTBeHHs NpoAyKT. OT MEAULIMHCKUTE CIELHATHCTH C€ H3HCKRA Na chobluaBaT BCAKa NOA03MpaHa
HeXeNaHa peakuus upes3

H3nbnHWTENHA areHUHs Mo JIeKapcTBaTa

yn. , Jdamss Ipyes” Ne 8

1303 Cogms

Ten.:+359 28903417
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MaxcumanHara no3a Ha OnMesns Tpuo e 40 mg/10 mg/25 mg Beanbxk gHeBHO. HaAMa cpobliieHHA 3a
cnyuau Ha npeaosupate ¢ Onmesus Tpuo npu xopa. Hali-BeposTHHAT eeKT OT Npeao3upanleTo ¢
Onmesun TpHO € XHMOTOHHA.

Hafi-peposTHuTe edeKTH OT Npeao3upaHe ¢ oJIMecapTal MeJOKCOMKI Ca XMNOTOHHS H TAXUKAPAMS; MOKE
Ja Bb3HUKHE OpaauKapaus, aKO HACTBIIH NAPACHMIIATHKYCOBA (BAryCOBa) CTHMYJIALIHA.

Mosxe na ce ouaKksa, Ye NPEAO3UPAHETO C AMNOAHITHH Liie AOBeE A0 H3paseHa neprdepHa BazoaunaTaums
¢ M3pa3eHa XUNOTOHHSA H BEPOATHO pedhiekTopra Taxukapaus. Mmva cnobieHnd 3a H3pa3eHa U BB3MOKHO
NPOAB/BKHTENHA CHCTEMHA XHNOTOHWS, BKIIFOYHTE/IHO 10 LWOK ¢ (aTaneH H3xol.

Hekapauoreden Genoapobed 0TOK ce ¢chodliiaBa paaKo KaTo MOCAEAHLA OT NPeaosHpaHe C
aMIOAUITHH, KOHTO MOXE JIa CE TPOABH Cbe 3alaBeH0 Havano Ha edekra (24-48 yaca cnien
NOrJTBILAHE) H AA H3UCKBA H3KYCTBEHA BEHTHIIAUUA. PAHHHTE peaHHMaLHOHHH MEPKH
(BKMIOUMTENHO HATOBAPBAHE C TEYHOCTH) 33 NoAAbPkaHe Ha nepdy3uiTa u ChpaeuHHs aeGUT Morar
Ja 6baT yckopsABally GpakTopH.

[penozupaHeTo ¢ XHAPOXIOPOTHA3UA Ce CBbP3Ba C H3UEPNBaHe HA eIEKTPOANTH (XHITOKATHEMHUS,
XHMOXJIOPEMUS) U AEXUAPATALMA, B PE3Y/ITAT Ha eKCLECUBHA Juype3a. Hali-yecTuTe npH3HaLy ¥
CHMMTOMH HA NMPENO3HPAHE CA TANEHE H COMHONEHTHOCT. XHMOKAIHEMHATA MOXE 1a JOBEJE A0
MYCKYJIEH CTIa3bM M/HJTH Ja YCHIIM ChPAEYHH apHTMHH, CBbP3aHH ChC CHITBTCTBALIO IPHNIOKEHHE HA
JUTHTATMCOBH [THKO3MIH UM ONMpefeNeHd aHTHAPUTMHYHH NEKaPCTBEHH MPOAYKTH,

JleueHue

B cryyaii Ha npenosupare ¢ Onmesnn Tpuo, neueHueto Tpadea Ja 6be CHMITOMATHYHO H
nogabpxatito. [loBeneHHeTo ce onpenens OT BPEMETO, H3IMUHANO OT NOCTBLIAHETO H OT TEXECTTA Ha
CHMAOTOMHMTE. ’

AKO NpHEMBT € CTaHan HaCKOpo, MOJKE Ja Ce MMa NMpeJBUA CToMaLIHa npoMuBKa. [Ipu 3apasu nuua
He3abaBHOTO NpUIOKEHHE Ha AKTHBEH BbIAEH A0 2 Yaca e[ NOrAbLIaHETO HA aMAOAHIHH e N0oKa3ao,
Ye CBLIECTBEHO MOKKXKaBa abcopOLHATA Ha aMIOJHIIHH.

KnHHHYHO 3HAYMMA XHIIOTOHHSA, IB/DKALLA ce Ha npeno3upane ¢ OnMesun TpUo, H3HCKBA AKTHBHO
NoAxBPXKALIO MOBEAEHHE HACOHEHO KbM ChPICYHO-CBAOBATA CHCTEMA, BKOYHTENHO CTPHKTHO
npocnesBaHe Ha cbpaeyHaTta W 6enonpobHa dyHKIMA, NOBAUraHe HA KPaWHHLIMTE W KOHTPON Ha
UMpPKYTHpausa obem TeuHocTH U Uy pesata. [IpUnoxeHMeTo Ha BA30KOHCTPUKTOP 61 Morno aa 6bae oT
no/3a 3a Bb3CTAHOBABAHE HA ChAOBHA TOHYC H HA ApTEPHAIHOTO HAJIATAHE MPH MONOXEeHHE, Ue HAMa
NPOTHBOMOKA3aHHA 33 PHIOKEHHETO MY. MIHTpaBeHOZHUAT KalLHeB [IIOKOHAT 01 MOPLI Ja 61-.116 oT
non3a 3a npeMaxsaHe Ha edekTHTe oT 610KafaTa Ha KallMeBHTe KAHANH.

Yecto TpsabBa ga ce MOHHTOPHPAT CTOHHOCTHTE Ha CEPYMHHTE €JIeKTPOJIMTH U KpeaTuHuHA. [Tpu
HACTBIBAaHE HAa XHMOTOHHS NALMEHTHT TPAOBa Aa ce MOCTaBM JierHan no rpsd ¢ 6bpP30 NpUIOKEHHE Ha
3aMECTHTENHO NteYeHHe ChC COMH H TEYHOCTH.

Tl KaTO AMIOAWUNYH Ce CBLp3Ba BLB BHCOKA CTEIMCH C NPOTECHHHTE, AHANIH3aTa HE 6u 6una ot monza. He
€ H3BECTHO JalIH ¢MMecapTal HH XUAPOXJNOpOTHA3IUI C€ JHANH3HPAT.

Hee YcTaHOBEHA CTEIEHTA, A0 KOATO O/IMECAPTaH H XHAPOXNIOPOTHA3H] CE H3BNHYAT MPH XEMOAHANTH34.

DAPMAKOJIOTHYHH CBOHCTBA
dapMaKoIHHAMHYIHH CBOHCTBA

dapmMako-TepaneBTHYHA rPyna; aHTHOTEH3HH [ aHTaroHKCTH, 6I0KepH Ha Kanil




OUYPETHLH.
ATC kon: C09DX03

Onmezun Tpuo e kOoMEOUHALMA OT aHTHOTEH3UH [l pelenTopeH aHTArOHHCT - ONIMECAPTAH MEIOKCOMMI,
Onokep Ha KaNUKEBHTE KAHAMH - AMIOAMMHHOB 0€3MIaT M THA3HICH AWYPETHK - XHAPOXAOPOTHA3HI.
KoMOHHALMATA OT Te3K BELIECTBA HMa AIHTHBCH aHTHXHMNePTeH3HBeH eeKT, MOHHKABAKKH apTepHANHOTO
HalsraHe O NO-ToJsSMa CTENEH B CpaBHEHHE ¢ BCAKA OT ChCTABKHMTE [0 OTAEINHO.

MexaHH3bLM Ha AeCTBHE .

BeluectBoTo onMecapTaH MeJoKCOMHN € cenekTuBeH aHruoteHauH II (AT1) peuentopeH aHTaroHMCT.
AHrHoTeH3uH [l € OCHOBHHAT BA30aKTHBEH XOPMOH Ha CHCTEMATa peHHH-aHMHOTEH3HH- AIOCTEPOH H HMA
3HAYWTENHA POJiS B NATOQH3IHONONHATA Ha XUNEPTOHHATA. DH3IHONOrHYHKTE ¢lekKTH HA AHTHOTEeH3HH I
BKJIOMBAT BazOKOHCTPUKLMA, CTHMYIMpaHe Ha CHHTe3aTa M oOcBODOXIABAHETO HA aNJOCTEPOH,
CTHMYNHpaHe Ha CupleTo H OB0peunara peabcopbunsa Ha HaTpH.

Onmecapran 610k¥pa Ba30KOHCTPHKTOPHHSA H ali0CTEPOH-CEKpeTHpaliHa edexT Ha aHrHoTeH3uH I kaTo
6noxnpa cepp3BaHeTo My KiM AT1 peuenTtopa B TbKaHUTE, BKJIOUHTENRHO CHAOBATA [NafKa MycKynaTypa
1 HanOwOpeuHHTe AIe3H. JelicTBHETO Ha ONIMECApTaH € HE3aBHCHMO OT M3TOYHHKA MAM BT HA CHHTE2a
Ha aHrHoTteHskn II. CenekTHRHUAT aHTaroHHU3bM Ha aHrHoteHsuH II {AT1) peuentopure oT crpaHa Ha
ONMecapTad BOAM JO NOBHIICHHE HA MIa3MEHUTE HHBA HA PEHHH M KOHLUEHTPALUKTE HA aHTHOTEH3HH | n
II, KaKTO U 110 H3BECTHO NOHMKABAHE HA MJA3MEHUTE KOHUEHTPALUWK HA ajlJOCTEPOH.

[Ipu XHOIEPTOHHA OJIMECAPTAH MEJOKCOMH/ MPHYMHABA H0303aBHCHMO NPOTBIKHTENHO MOHHKABAHE HA
apTepualHOTO Hansrave. Hama naHHM 33 XMNOTOHWA HAa [THPBaTA 0033, 3a TaxHHIakcus RpH
NPONBIKUTENHO MPHAOKEHHE WIH 3a pHOAayHJ XHMEpTOHHA Clel BHE3AlHO MNpPEeYCTAHOBSBAHE Ha
TEpaIHATA.

E;moxpaTeH JHCBCH MPHCM Ha OJIMECapTaH MCIOKCOMHN OCHIypABRa e¢)EKTHBHO H NMTNAaBHO NOHWXABAHC HA
apTepHATHOTO HanAraHe npes 24-4acoBHS A030B HHTepBas. ENHOKPaTHOTO AHEBHO JO3ZHpaHe OCHIypasa
CXOJIHO NMOHHXABAHE HA apTEPHANHOTO HANATAHE KaKTO W ABYKPATHO JHEBHO JO3KHpaHe npH eHa W Cblia
o01na gfHeBHA 034,

[Tpu NPOALILKHTENHO NEHEHHE, MAKCHMANHOTO IOHHKABaHE HA apTEPHAITHOTO HANATAHE Ce AOCTHra Ha 8
CEAAMHUA Cliejl 3aNo4YBaHe Ha JIEYEHHETO, MAKap Y€ ChbUISCTBEHA YacT OT NOHHXKABALIHA apTEPHANIHOTO
HamAraHe eeKT Beue ce Habmogasa criej 2-ceIMHYHO NeUeHHe.

EdexTbT Ha onMecapTaH METOKCOMHI BbPXY CMbPTHOCTTA H 3a60nesaeM0c1'ra BCE OLLIE HE € H3BECTEH.

[TpoyuBanero Randomised Olmcsartan and Diabetes Mlcroalbummuna Prevention (ROADMAP,
Panpomusupane Ha oMecapTaH U npeBeHLMA Ha JuabeTHa MEKpoanbyMUHYpHA) pH 4447 NauMeHTH ¢
Auabet TUN 2, HOPMO-216YMHHYPHA U NOHE eMH JOMbAHHTENEH ChPAEYHOCHAOB PHCKOB daxTop,
H3CIE€ABa JAJH JICYEHHETO C 0JIMECAPTaH Moxe fa 3a0aBH HavanoTo Ha MUKkpoanGymuHypHus. [o speme
Ha CpeAHHA npocaegsBall nepyoA oT 3,2 rogHHA NALHEHTUTE TIONYYaBaT OMecapTaH MM nnauebo B
JOMBbJIHEHKHE KBM JPYTH aHTHXUNEPTEH3HBHH JIEKapCTBa, ¢ H3KNIUueHHe Ha ACE nHxubutopu unu
aHrHOTEH3UH pelenTopHu 6nokepu (ARB).

3a mbpBHYHATA KpaiiHa Len MPOYYBAHETO MOKa3Ba 3HAYHTENHO HaMaldBaHe Ha BPEMETO 3a Hayamo Ha
MUKpOoanGyMHHYpHS B T0N3a Ha onMecapTaH. Cliell KOpeKLMA Ha pa3NHKATE B APTEPHANHOTO HajlsraHe ToBa
HaMansBaHe Ha PHCKA Beue HE e CTATHCTHYECKH 3Ha4numo, 8,2% (178 ot 2160) oT naureHTHTE OT rpynarTa
Ha onmecaptad v 9,8% (210 ot 2139) B nnaue6o rpynara ca pasBUiH MUKpOATOYMHHYPHA.

3a BTOpHYHHTE KpaiHH LN, ChbPACYHOCHAOBM MHLUMAEHTH BB3HMKBAT TpH 96
onMecapTad v npd 94 nauuenTa (4,2%) npH naauebo. Yectorara Ha ChpAEYHOCH
BHCOKA TIPH JIEYEHHETO C OJiIMecapTaH B cpaBHeHue ¢ mnauebo (15 naunenTa (0,7%



(0,1%))), Benpeky cXooHATE HHBA Ha Hedartaned uucynT (14 nauuenTa (0,6%) cnpsamo 8 nanuenTa (0,4%)),
Hedaraned MuokapaeH WHgpapkt (17 nauuenta (0,8%) cnpamo 26 nmauuedta (1,2%)) H CMBPTHOCT,
paznHyHa OT chpaevHOcsA0Ba {1 | naunenTa (0,5%) cnpamo 12 nampenTta (0,5%)). OGwmarta cMBPTHOCT NpH
OJIMECApTaH € YHCJIEHO yBeanueHa (26 nanuenTa (1,2%) cnpsamo 15 nauuenra (0,7%)), koeTo e cneacTBue
OCHOBHO OT N0-BHCOKHSA Opoi (aTanty chpaevyHOCHAOBH HHLMAEHTH.

IMpoyusaneto Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, OnmecapTan HaMansBa 4ecToTaTa Ha TEpMHHANHATA cTeneH Ha 66peuHa Gonect npH AHabeTHa
Heponatus), H3cneaBa €(PEKTHTE HA ONIMECApPTaH BBPXY OLOPEUHHTE U CbHPOSYHOCHAOBH KpaitHH
pesyaratu ipu 577 paHAOMH3HpaHH NauneHTH oT Anouusd 1 Kutail c anaber in 2 ¢ u3sseHa HedponaTHs.
[To Bpeme Ha cpeAHHa NEPHOA HA NpocieAaBaHe oT 3,1 rOJHHH, NaUHEHTHTE NOJYYaBaT UIIN OJIMECAPTaH,
“NM nnanebo B JONMBIHEHWE KbM JPYTH AHTHXMNEPTEH3IMBHH NekapcTsBa, BxkmouutenHo H ACE
HHXHOHTOPH.

[TepBruHaTa KOMOBHHpaHa KpaliHa Len (BpeMe 10 MbpBHA cliyyall Ha YIBOsBAHE HA CEPYMHHSA KPEATHHHH,
TEepMHHaNHa cTeneH Ha 6bOpeuHa 6onect, obwa cMbpTHOCT) ce HabmoaaBa pu | 16 mauWeHTH B rpynaTa
Ha onMecapTak (41,4%) v npu 129 nauumesTu B rpynara Ha nnauebo (45,4%) (HR 0,97 (95% Ci 0,75 no
1.24}; p=0,791). Kom6uHupaHata BTOPHYHA CHPAEYHOCHI0BA KpaifHa uen ce Habmopaea npH 40 nanueHTa,
JIeKyBaHH ¢ onMecaptaH, (14,2%) u npu 53 nauneHra, nekyBaHu ¢ renauedo, (18.7%). Tasn koMGrHHpaHa
ChLPACYHOCEAOBA KpafiHa Len BKIouBa chpAevHochbAoBa cMbpT mpH 10 (3,5%) nauuenTta, npueManu
onmecaptan, cnpamo 3 (1,1%), npuemanu nnauebo, obuia cMeprHOCT 19 (6,7%) cnpamo 20 (7,0%),
Hedaranen uHcynt 8 (2,8%) cnpamo 11 (3,9%) W Hedatanen MuokapaeH uHpapkr 3 (1,1%) cnpamo 7
(2,5%), CHOTBETHO.

KomnonentsT amnoaunud B Onmesnn Tpuo e Onoxep Ha KaluMeBHTE KaHauiM, KOHTO WHxHOWpa
TpaHCMEMOPaHHOTO HABNH3aHe Ha KallMeBHTEe HOHM mNpe3 NOTEHUHAN-3aBHCHMHTE L-THN KajllMeBH
KaHan4eTa B ChpLETO U rafkaTa Myckynarypa. ExcnepuMeHTaNHHTe JaHHH NOKA3BAT, Ye AMAOAMITHH Ce
CBBP3Ba M KbM AHXHAPONHDHAHHOBHTE, H KbM HENWXHAPOITHPHAWHOBHTE CELP3BAIUM MeCTa. AMJIOAKNHH
€ OTHOCHTEINIHO CENEKTHBEH KbM ChIOBETE, C NO-H3Pa3eH e(PeKT BLPXY CHAOBHTE MNAAKOMYCKYJTHU KIETKH
B CPaBHEHHE C MYCKYJIHHTE KNETKH Ha CbPLETO. AHTHXHNEPTEH3UBHUAT eeKT Ha AMAOJHITMH MPOHANTH3A
OT AMPEKTHHA penaKkcHpaill epeKT BbpXy apTepHaiHaTa riafka MycKylaTypa, KOeTo BOAH A0 MOHHXABaHE
Ha NepH(EPHOTO CENPOTHBAEHHE W OTTYK Ha apTEPHANHOTO HANATAHE.

HPH MAaUuHEHTH C XHNEPTOHHS aMIQIHIIHH BOAH N0 AC303dBHCHMO NPOIBLIKHTECNHO NOHHXKABAHE HA
apTEPHANHOTO HanAraHe. Hsama naHHu 33 XHIOTOHHA HA MbpBATAa 4034, 32 TaXHClJPlJ'[aKCHﬂ npy ARNroCpoyHO
NEYHEHHE HJIH 33 puﬁaytm XHNEPTOHHA CIIERA BHE3AMNHO NPEYCTAHOBABAHC HA NCYECHHETO.

Cren npunoxeHHe Ha TepaneBTHYHH A03H NPH NALHEHTH C XHIIEPTOHHS, AMIOAHIIHH BORH A0
edeKTHBHO NOHHKAaBaHE HA APTEPHANTHOTO HAJNIATAHE B JIETHANO, CEEHAJIO H H3NPAaBEHO MOJIOKEHHE,
XPpOHHUHOTO MPHAOKEHHE HA AMIIOHITHH HE CE CBBbP3BA ChC 3HAYHMH H3MEHEHHA HA ChpAeYHaTa
YeCTOTa HIIH HHBATA HA MIA3MEHHTE KaTeXolaMHHH. [1py MauMeHTH ¢ XMNEPTOHKUA C HOpManHa OBGpeyHa
(yHKUMSA, TEPANEBTHYHHU JO3M AMIORHIHH MOHWKABAT PE3NCTEHTHOCTTA Ha GbOPEUHUTE ChAOBE H
TIOBHLIABAT CKOPOCTTA Ha TROMEpYHaTa GHATpaya H eeKTHBHHA Nna3Men 610peuen KpEBOTOK, Oe3 Oa
npoMeHs HUITPALMOHHATA (PAaKLFSA HITH [IPOTEUHYPHS.

B xeMoOMHaMHYHH MPOYUYBAHHA NPH NALHEHTH ChC ChPASYHA HEAOCTATLYHOCT H B KIIMHHYHH
npoy4BaHus, 6a3vpaHd HA TECTOBE C HATOBAapBaHE MpPH NMAalLMEeHTH ChC ChpaeyHa HeJocTaThbyHOCT Knac IV
no NYHA, He ce ycTaHOBsABa aMNOAKNHKH A3 NPpeA3BHKBA KAaKBOTO H 4d OHN0 KIMHUYHO BJIQLUAR

KTHHHYHHATE OeNe3d H CHMIITOMH.

[naueGo koHTponupane mpoyuBaHe (PRAISE) npoekTHpaHo f[a oOueHM naugg
HegocTaTeuHOCT Kaac I[1-IV no NYHA, kouTo nony4aBaTt JUTHTANKUC, JHYPETHLH




[OKAa3Ba, Y€ aMNOAHIIHH HE BOJH O IIOBHILIABAHE HA PHCKA OT CMBPTHOCT H 3aloneBaeMocCT MpH NauHEHTH
ChC ChPACYHA HEAOCTATBYHOCT.

B npocrendeaiio, ABArOCpOYHO, NaaueGo-koHTponHpaHo npoyusane (PRAISE-2) 3a aMiomunuH che
cbpledHa HefoctaTbyHOCT kiac I u IV no NYHA Ge3s KTHHHUHH CHMIITOMH H O0EKTHBHH J0KA3aTEICTRA
3a CBLITBTCTBAIA HCXEMHYH2 Oonect, Ha cTabunHu fo3d ACE HHXMOHTODH, HHIHTANHC H AHYPETHIIM,
AMITOAHITHK HE OKa3Ba eheKT BLPXY 0611aTa HH ChPAEHHO-CBAOBA CMbPTHOCT. B ChiIATA Ta3H nonynauus
AMNOJHIMH CE CBBP3BA C HAPACTBAHE HA YECTOTATA Ha GeyonpoBeH OTOK, MAaKap Ye HAMA 3HAYMTEIHA
pa3nyKa B 4ECTOTATA Ha BJIOLIABAHE Ha ChPICYHATA HEAOCTATLYHOCT B CpaBHEHHE ¢ manebo.

Pannomu3upano, ABOHHO-cNANO Npoy4BaHe 3a 3aboneBaeMoCT - CMBPTHOCT, HapeueHo Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoyusane 3a
AHTHXHIIEPTEH3IHBHO M HAMaNABAILO JIHTHAMTE JieYEHHE 32 MpeBEeHUMAs HA CbPACYHH HHIMAEHTH) €
NpEICTaBeHO, 33 Ja CPaBHH NO-HOBH JIEKADCTBEHH Tepanuu: aMioAunuH 2,5-10 mg/nen (6nokep Ha
KANUHEBUTE KaHaH) uii au3dHonpua 10-40 mg/nen (ACE-uHxnbuTOp) KaTo NevueHHA Ha mbpBu H3Gop
CpAMO THA3WACH AHYPETHK XJopranuiacs 12,5 — 25 mg/neH npu neka 40 yMepeHa xunepTonus. O6wo
33 357 nauMeHTH C XWMEPTOHHA Ha BB3IPACT 55 FOAMHH WJIM NO-BB3PAcCTHM Ca PAHAOMH3MPAHH H,
npocneseHr cpeaHo 3a 4,9 roguuu. [laumenTuTe WMaT NOHEe €OMH JNOMbIHHTENEH PHCKOB dakTop 2a
KOpoHapHa OONECT HA ChPUETO, BKIIOYHTEHO: PEAXOAEH MHOKApAeH MHGAPKT WAH HHCYAT (> 6 Mecena
npelH BKMOYBAHETO) HIH ONHCAHO IPYro aTEpOCKIEPOTHYHO CHPAEYHOCHAOBO 3abongBaHe (obmo 51,5
%), muaber tun 2 (36,1 %), HDL-C <35 mg/dl (11,6%), neBokamepHa xunepTpodHs, NHATHOCTHLMPaHA
ype3s eNeKTpoKapAHorpamMa HMaH exokapaworpadus (20,9%), HacTosAwWo TIOTIOROMylueHe (21,9%).
[IbpBHYHaTa KkpaiiHa uen e koMOHHHpana oT datanHa kopoHapHa GONECT Ha ChpLeTo WA He-ataneH
MHoKapAeH HHpapkT. Hama 3HaUMMH pa3fiMKH B HavanHaTa KpalHa [iesl MeX 1y TepanuaTa ¢ aMIOAHITHH 1
Tas# ¢ xnopraaHiod: RR 0,98 95% CI (0,90-1,07) p=0,65. Or BTOPHYHHUTE LENH YECTOTATA HA ChpAEUHA
HEAOCTATLYHOCT (4acT OT KOoMOHHMpaHara ChpAEYHOCBHAOBA KpaiiHa Lien) e 3HAYMTENAHO MO-BHCOKA B
rpynara Ha aMJIONHIIHAH B CpaBHEHHE C Ta3H Ha xJopranuaod (10,2% cnpamo7,7%, RR 1,38, 95% CI[1,25-
1,52] p<0,001). BunpekH TOoBa HAMa 3HAYMMa pa’iMka B 00laTa CMBPTHOCT MeXIy TEpanuAra ¢
aMIIOIUNHAH H Ta3H ¢ xaoprandaon. RR 0,96 95% Ci [0,89-1,02] p=0,20.

XuApoxa0poTHA3HA € THA3WACH AHYPETHK. MexXaHH3MbT Ha aHTHXHIIEPTEH3HBHIA eQEKT Ha THASHAHUTE
JUYPETHLUH He € HambIHO H3dcHeH. THasuaute noenuasar OnlpevyHuTe TYOYNHM MEXaHM3MH Ha
peabcopOuua Ha €NEKTPOJNMTH, KaTO JHPEKTHO YBENH4YaBAaT EKCKPELHATAa Ha HaTpul W XJIopHIM B
PUONU3NTETHO PaBHH KOIHYecTBa. JIHypeTHUHHAT edeKT Ha XHAPOXJOPOTHA3HA NOHHKABA MIa3MEHHA
obem, NoBHLIABA 1A3MEHATA PEHHHOBA AKTHBHOCT W MOBHLIABA CEKPELUATa HA ANA0CTEPOH, ¢ MOCNeNBALIO
HapacTBaHe Ha ypHHHara 3ary6a Ha kanHi H 6ukapOoHaTH, H NOHMXABaHE Ha CEPYMHMA kanwii. Bpbakara
PEHHH-aNJOCTEPOH C€ MeAMHDPA OT aHrHOTEeH3HH Il W mopagu TOBa €HOBPEMEHHOTO RPHJIOKEHWE Ha
AHTHOTEH3KH 1] peuenTopeH aHTaroHHCT BOAM A0 HAMANEHHE B 3ary6uTe Ha KaNui, CBBP3aHH C THA3HAHHTE
AHYPeTHUH, C XHAPOXJIOPOTHA3ZH/ HAYANOTO HA AHYPETHUHHAT edekT HacTbnBa caen okono 2 uaca M
MaKCHMATHUAT edeKT HACTBMBA OKONO 4 4Yaca ciel TpHeMa Ha J03aTa, NOKATO edeKThT MpOoAbIKaBa
npubnuzuTenyo 6-12 uaca.

EnuaeMHONOrHYUHH MpoOyY4YBAHWA [10Ka3BaT, Y€ ABACOCPOYHATA MOHOTEpANUA ¢ XHAPOXTIOPOTHA3HI
[TOHKWXaBa pHCKaA OT CBPASYHO-CBAOBAE CMBPTHOCT H 3a60neBaEMOCT.

PesyaTati 0T KIMHWYHH OPOYYBAHHUA
B 12-ceaMHuHO, ABOKHO-CNANO, PaHAOMH3HPAHO, IPOYYBAHE C MapalefiHH Ipyny npy 2 492 naiuueHTH

(67% OT NaUHEHTHTE Ca OT KABKA3KATa paca), IEHEHHETO C OIMECAPTaH/aMNOARIIKH/XHAPOXNOPOTHA3K A 40
mg/10mg/25 ing BOAH [0 3HAYHMO MO-TONAMO MOHHKABAHE HA JMACTOMHOTO H CHCTOMH HATHO
HanAraHe, OTKOJNKOTO JI€4EHHETO CbC CbLOTBETHHTE MABOHHH KOMOWHAUHH, CBHOT
meaokcomun 40 mg nmoc amnogunue 10 mg, onMecaprad Meaokcomun 40 mg on
25 mg ¥ amnoaunud 10 mg naloc XHAPOXNopoTHasua 25 mg,




JonbaAHUTENHUAT efekt Ha NOHHKABaHE Ha aprepHanHOTO Hansraxe oT
ohmMecapraH/amnoaunu/xuapoxnoporuasua 40 mg/10 mg/25S mg, cpaBHEH CbC CLOTBETHHTE ABOHHH
kombHaHaluK € Meskay -3,8 u -6,7 mmHg 3a guacTonHo HanAraHe B CEAHANO NONOXEHHE H MeXay -7,1 U -
9,6 mmHg 3a CHCTONHO apTEpHaNHO HANAraHE B CEAHANO MOMOXKEHHE H CE MPOSBABA NPE3 MbPBUTE JBE
CEeAMHLH.

[TpoLeHTLT HA MAUMEHTHTE, KOMTO AOCTUraT MpUUeNHoTo aprepHanHo HanaraHe (<140/90 mmHg 3a
nauueHTHTe 63 nuaber u < 130/80 mmHg 3a naunenrute ¢ Anaber) Ha 12™ ceamuua papupa ot 34,9% 10
46,6% npx  TepaneBTHYHHTE rpPynd ¢  JBOHHA  KoMOWHauusa  cnpamo 64,3% 3a
ONMMecapTaH/aMNOAMNHH/XHAPoXnopoTHazua 40 mg/10 mg/25 mg.

Bt BTOpO ABOIHO-C/IA0, pAaHAOMH3MPAHO [IPOYYRAHE ¢ MapalenHu rpynu npu 2690 nauuenta (99,9 %
NaukeHTH OT KaBKa3KaTa paca), NpH JedeHHe C ONMECApTaH/aMIOAHITHH/XHApoxaopoTHasua (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) ce
Habnoaasa CHrHH(UKAHTHO MO-TONAMO HaMaABaHE Ha AHACTOMHOTO X CHCTOJIHOTO APTEPHANHO HANATAHE
B CpaBHEHHE ChC ChOTBETCTBALLATA ABOHHA KOMOMHauWWA, oAMecapTaH 20 mg ANOC aMNOJMIHH 5 mg,
onMecaprtaH 40 mg naoc 5 mg aMnoAMNHH 1 onmecaprad 40 mg nmoc 10 mg aMNOANNHH, CHOTBETHO CAen
10 ceaMHLH NEYEHHE. '

JonsnHUTENHHAT eqeKkT 3a HaMaisBaHe Ha AapTepHANHOTO HajnfAraHe oOT KoMOWHAUMATA
ONMECapTaH/aMIOAHNIMA/XHAPOXIOPOTHA3KHA B CPABHEHHE CBC CLOTBETCTBALIATA ABOHHA KOMOHHALIHA €
mexay -1,3 v -1,9 mmHg 3a nuacToaHo apTepranHo HaAAraHe B CEAHANO MONMKEHHE W Mexay -2,7 u -4,9
mmHg 3a CHCTOJIHO apTEPHANTHO HANATaHE B CEAHAN0 MOJIOKEHHE,

CLOTHOWEHHETO HA NAUMEHTHTE, KOWTO JOCTUraT Lic/IeBHTe CTOHHOCTH Ha apTepuanHoTo (< 140/90 mmHg
3a naumentHre 6e3 nnaber u <130/80 mmHg 3a naunentute c auaber) Ha 10-Ta ceamuLa Bapupa ot 42,7
% 0o 49,6 % 3a rpynuTE Ha JIeYEHHE ¢ ABOHHAaTa KoMOHHalMA B cpaBHeHHe ¢ 52,4 % no 58,8 % 3a Tpoifnara
KOMOHHALMS OIMECapTaH/aMNI0JHITHH/XHAPOXTOPOTHAZHA.

B panaomMu3npaHo, ABOHHO-CNATIO npoy4BaHe ¢ AobarbuHO AevyeHue Ha 808 nanuenTa (99,9 % nauveHTH
OT KaBKa3kaTa paca) HeaoOpe KOHTPOMHpaHH cnel 8-ceMMUHA Tepanusi ¢ ABOHHA KOMOWHAUHWS
onmecapran 40 mg nmoc amnoaunuy 10 mg, NeyeHHeTo ¢ oaMecapTaH/aMIOAUITHH/XHAPOXAOPOTHAIH]
BOJM YHCJIEHO A0 ACMBAHHTENHO HAMaNsBaHE Ha aPTEPHANTHOTO HANATaHE B CEAHAN0 NonomkeHuUe oT -1,8/-
1,0 mmHg, npu neueHue ¢ oOaMecapTaH/aMIOTHNMH/XHApoxiopoTHasua 40mg/10 mg/12,5 mg u
CTATHCTHYECKH 3IHAYHMO NOMBIHHTETHO HAMAIABAHE HA aPTCPHAMHOTO HaNAraHe B CEAHAO NONOXKEHHE OT
-3,6/ -2,8 mmHg nph neyeHHe ¢ onMecapTaH/aMIOAHNHH/XUAPOXIopoTHasua 40 mg/10 mg/25 'mg, B
cpaBHenue ¢ onMecaptad 40 mg muoe amnogunud 10 mg apoiina koMOHHALMA.

Jleuennero ¢ TpoHHaTa KOMOHHALMA ONIMecapTaH/aMIoAMNHH/XuapoxnopotHazua 40 mg/10 mg/25 mg
Tpofina KOMOHMHAUMA BOAM IO CTATUCTHHECKM 3HAYHUMO MO-TONAM MPOUEHT Ha JIHUA, JOCTHCHANH [0
NPHUETHHTE CTOHHOCTH Ha apTEpHalHOTO HANAraHe B CpaBHEHHE C NeucHHe ¢ onMecaptad 40 mg nitoc
amnogunud 10 mg  npofina  wkomOuHauus  (41,3%  crnpamo  24,2%);  nedeHnetro ¢
onmecaprad/amnoannuH/xuapoxnoporuasun 40 mg/10 mg/12,5 mg TpoitHa KOMOHHALIHS BOAH YHCIEHO
0O MO-rOJIAM MPOLEHT MNHLA, AOCTHCHANH NPHUENHHTE CTOHHOCTH HA APTepHallHOTO MM HANATaHE B
CpaBHEHHE C JIEHEHHE C oaMecapTaH MeaokcoMun 40 mg mmoc amnogunuH 10 mg aBoiiHa koMOHHALMS
(29,5% cnpamo 24,2%) npH nanueHTH HeaoOpe KOHTPOJAHPAHH ¢ JBOHHATA KOMOMHALKSA.

AHTHXHNIEPTEHIUBHUAT edekt Ha Onmesnn TpHo e nogoGeH HE3ABHCHMO OT Bb3pACTT:
Taka ¢ nogobeH TIpH MANHEHTH ¢ AU Be3 nuaber.

- Jpyra undopManus




5.2

JBe roneMH paHaOMH3HpaHH KOHTpoaupaHu npoyusaHnd — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyiwuo rnofanHo #3MHTBAHE 32 KpaiiHY TOUKH
Ha TeJIMHKCapTaH, CAMOCTOATENHO | B koMOUHaUUA ¢ pamunpun) 1 VA NEPHRON-D (Knuuuuno
NPOYuBaHE CBbP3aHO ¢ pa3BUTHE Ha HedponaTHA pu AWabert, npoBeaeHo oT MUHUCTEPCTBO MO
BBIIPOCHTE HA BETEPAHHTE) — NpOyyBAT ynoTpebara Ha koMOrHauuaTa oT ACE HHXHORTOp H
aHruoTeH3dH [F-peuenTtoped Gnokep.

ONTARGET e npoyusaHe, nposeieHO NIPH NALHEHTH C AaHAMHE3A 32 CHPAEYHO-CBII0BA WU
MO3BUHOCHA0BA OOJECT, MK 3aXapeH JHabeT THN 2, MPUAPYXKEHH C AaHHH 33 YBPEXAaHe Ha e(peKTOPHH
oprauu. VA NEPHRON-D e npoy4BaHe npH nauMeHTH CkC 3axapeH quabeT Tdn 2 u AuabeTHa
HedponaTH.

Te3u npoyyBaHus HE MOKAIBAT 3HAUMM GraronpusTeH edexT BbpXy GbOpeUHHTE H/MIH ChpACYHO-

-CBACBHUTE NOCHEAHLH H CMBPTHOCT, KATO CHLICBPEMCHHO Ca HaOMmoxaBaH| MOBMLIEH PHMCK OT

XHNEPKATIHEMHS, OCTPO YBpexJaHe Ha OGbOpeunTe H/HAH XHIOTOHHA B CPABHEHHE C MOHOTEPANMATA.
Kato ce HMaT nipeABUI cXOIHHTE UM (papMakoAMHAMUYHU CBOMCTBA, TE3W PE3yNITATH Ca NPUIOKHMY H 38
apyru ACE HHXHOHTOPH K aHTHOTEH3HH II-pelienTopHH 6I0KepH.

ACE nHxubutopu u aurrorteHsuH [I-peuentopHu G1okepu cnefoBateiHo He Tpa0Ba Aa e U3MON3BAT
€AHOBPEMEHHO NpH NauMeHTH ¢ anabetha HediponaTus.

ALTITUDE (KnuHu4HO npoyyBaHe OpOBEAECHO ¢ AHCKHPEH NPH NMALHEHTH ChC 3axapeH Axaber Tun 2 ¢
H3TIOA3BAME HA CHPAEYHO-ChAOBH H On0peynn 3a0019BaHNA KaTo KpaiHH TOYKH )

€ [poyyBaHe, IpeAHA3HAYEHO JA M3CEIBA [TON3ATA OT A00aBAHETO HA ATMCKHUPEH KbM CTaHIAapPTHA
Tepania ¢ ACE uHxuburop unu anruorensus [i-peuentopen 6nokep npH nauueHTH che 3axapeH Auaber
THN 2 4 XpoHH4HO 6BOpeyHo 3abonasaHe, CbPASHHO-CHAOBO 3a00naBaHe WiH ¥ gBete. [IpoyusaHeTo €
NPEKPATEHO MPEXIEBPEMEHHO NMOPaAH NOBHIIEH PHCK OT HeOnaronpHATHH nocaeauuu. Kakro cepaeuno-
CbAOBATA CMBPT, TAKA H HHCYNTHT €4 NO-YECTH B rPynaTa Ha aAHCKHPEeH, OTKOMKOTO B Fpynara Ha
nnauebo, a NpeacTaBAMBALLMTE HHTEPEC HEMXENAHH CHOMTHA W CEPHO3HH HEXENAHH CHOHTHA
(xunepkanHeMus, XMNoToHUsA H OBOpeura auchyHKUMA) ce choblUaBaT No-4eCcTo B IpynaTa Ha
anMcKHpeH, OTKOIKOTO B rpynara Ha nianefo.

dapMaKOKHHETHYHH CBOHCTBA ‘
EanoepeMeHHOTO NpHJIOKEHHE HA OIMECAPTAH MEJOKCOMHII, AMIOANITHH U XUAPOXNOPOTHAZK] He
OKa3Ba KNMHAYHO-3HAYHMH eeKTH BbPXY (apMaKOKHHETHKATA Ha BCEKH OT KOMNOHEHTHTE TIPH 3APaBK
NHLUA.

Cnea nepopanso npunoxense Ha Onmesns TpHO NpH HOPMANHH 3APABH BL3PacTHW, MAKCHMAIIHK
nna3MeHY KOHLEHTPAaLHH Ha OJIMECAPTaH, aMNOJUNKH H XHAPOXJIOPOTHA3H Ce NOCTHIAT 33
npubnuzurtento 1,5 no 3 yaca, 6 no 8 waca u 1,5 g0 2 yaca, cboTBeTHO. CKOpPOCTTA H CTENEHTA HA
abcopOuus Ha onMecapTaH MEJOKCOMHII, aMJIOJHIMH H XHApoxnopoTuasina ot OnMesua TpHo ca ChbiluTe,
KaKTO KOraTo ce NpUJarart KaTo JBoiiHa ¢ukcupaHa KOMOMHALHMSA OT OJIMECApTaH MEIOKCOMHIT H
aMJOJMIMHH 33aeIHO ¢ XMAPOXJIIOPOTHA3K] KAaTO OTAeNHA TabneTka K KOraTo e NpHiara Kato
¢dHKcHpaHa ABoliHA KOMOHMHALIMA OT ONIMECAPTaH MEAOKCOMMIT H XHJIPOXJIOPOTHAIHI 3a€IHO C AMOTUIIHH
kaTo oTAenHa Tabnerka B ChIUIHTE A03H. XpaHaTa HEe NOBIHABA 6HoHanH4HocTTa Ha Onmesun Tpuo.

OnmecapTaH MeIOKCOMH
Abcopbyun u paznpedenernue

OnmMecapraH MEICOKCOMHI € npekypcop. To#H 6bp30 ce npeBpbilia 10 (PapMaKONOTUYHO AKTHBHHA
MeTaboNHT oMecapTaH OT eCTepasyd B YpeBHATa JMIraBHLIA U B NMOPTAIHHA KPbBOTOK [IOCPEACTEOM
abcopbuis B CTOMALLIHO-YPEBHHS TPAKT. B nnasMara WM eKCKPETHTE He CE YCTAHOBSBA MHTAKTEH
O/IMEcapTaH MEAOKCOMHMI HAW HMHTAKTHATAa CTpaHM4HA BEpHra Ha yacTra Megokcomun, Cpe,
abconoTHa 6HOHANTHYHOCT Ha onMecapTaH TabneTkH e 25,6%.




NOBUILABAT NPUONH3HTENHO THHERHO C HAPACTRALUY czmoxpamﬂ NepopanHy A03H, AOCTHTALLK A0 OKOJIO
80 mg.

XpaHaTa HMa MHHHMAJIEH e(bel{'l' BbLPXY OHOHANHYHOCTTA Ha ONIMECApPTaH, MopagH KOCTO oiMECapTan
MEAOKCOMHII MOXKE Ja CC npuiara ¢ HJiH 6e3 XpaHa.

He ca HabntonaBaHu KIIMHMYHO 3HAYMMH CBLP3aHH C N0 Pa3fHKH BLB hapMaKOKMHETHKATA Ha
OJIMECapTaH.

OnmMecapTaH ce CBbp3Ba BbB BHCOK NMPOLIEHT € MIA3MEHHTE IPOTEHHH (99,7%), HO BL3MOXKHOCTTA 32
KJIHHHYHO 3HAYHMH B3aUMOOEHCTBUA OPAdH U3MECTBaHE OT NAAMEHHTE IPOTEHHA MEXIY ONMECAPTAH
U APYTH eJHOBPEMEHHO fIpHNAaraH! akTHBHH BELLECTBA, KOWTO BbB BUCOK IIPOLEHT CE CBhP3BAT C
NJa3MEHUTE MPOTEHHH € HUCKA (KOETO Ce NOTBBIKAABA OT JIMIICATA HA KJIHHHYHO 3HAYMMO
B3AHMOJCHCTBHE MY OIMECapTaH MeIOKCOMUN U BapthapuH ). CBBP3BaHETO HA OMIMECAPTAH KbM
KPBEBHHTE KIETKH € HesHauyuTenHo. CpeaHHAT obeM Ha pasnpeeneHue cliel HHTPaBeHO3HOTO N03HpaHe e
HHCKO (16-29 L),

Buotpancdopmaius u enHMHAApaHe

OB6wHAT Naa3MeH KIHPBHC Ha onMecapTad o6ukHoBeHo e 1,3 L/h (CV 19%) u e cpaBHuTENHO GaBeH B
cpaBHeHHe ¢ 4epHOApoOHHS KpEBoTOK (MpHGL. 90 L/h). Cnex eaHokpaTHA nepopaiiHa 1032 Ha Oenssan ¢
"C onmecapran menokcomun, 10-16% 0T NpuIoKeHaTa PAAMOAKTHBHOCT C& eKCKPETHPA B YPHHATa (no-
roJMaTa YacT npe3 NBPBHTE 24 Haca OT NPUIGKEHHETO Ha A03aTa) W OCTATHKBLT OT PAIHOAKTUBHOCTTA CE
eKckpeTupa BbB (peiteca. Bn3 ocHOBa Ha cucTeMua GuoHANMYHOCT OT 25,6%, MoXe fa Oble H3UHCIEHO,
ye abcopbUPaHHAT OIMECAPTaH Ce OUMCTBA NOCpencTBOM OOpeuna exckpeuus (mpubn. 40%) u
xenarobuanapHa ekckpeuus (npubn. 60%). Lisnata ycTaHOBUMA PAgHOAKTHBHOCT C€ HAEHTH(HLHpPA KATO
onmecapral. He ce ycranossasa apyr 3nauuM mMetabonut. EHTepoxenaTalHHAT KpbroBpat Ha OnMecapTaH
e MHHAMaeH. Tl kaTo rongama 4acT oT onMecapTaH Ce eKCKpeTHpa Npes XAbUKATA, NPHIIOKEHHETO NPH
nauyueHTH ¢ OunnapHa o0CTpYKLHA € IPOTHBOMOKA3aHOo (BHkTe TaUKa 4.3).

KpaiiHoTO Bpeme Ha nomyXHBOT Ha omMecapTaH Bapupa Mexcty 10 u 15 yaca cnen MHOTOKpaTeH
nepopaneH npHeM. PaBHOBECHO CBCTOSHME CE JOCTHIA clef 2-5 HM NPHEM H NOCIEIBalio0 aKyMyJIHpaHe
He ce Habmonasa cnep 14 AHH noBTapsL ce npHem. BrOpedHHAT KnupbHe e npubGnusntento 0,5-0,7 L/h
M HE 33BHCH OT A03aTAa.

JlekapcTBeHH BlauMoneHcTBUS

Konecesenawm, nexkapcTBo, KOETO CEbP3BA KITBHUHHTE KHCETHHMN:

EanospeMeHHOTO NpunokeHue Ha 40 mg onMecapTad MeIOKCOMHEI H 3750 Mg Koleceneaam
XHAPOXJOPH/ PH 3/paBH JTHLA BOAH A0 28% HamansapaHe HA Cmax W 39% namanasane va AUC na
onmecaprad. [To-cnab edekt ce Habmoaasa, choTBeTHO 4% U 15% namangsane Ha Cmax u AUC, ako
o/iMecapTaH MEJOKCOMHI C& IPHJIOXKH 4 4aca Npeay KojeceBenaM XHAPOXJIOPHA.

ENMMAHALMOHHHAT NONYKABOT HA OJIMECApTan HamansBea ¢ okono 50-52% HezaBHCHMO OanH e
NpUIIOKEH eFHOBPEMEHHO HITH 4 4aca MPean KONeCeBENaM XHAPOXNOopHA (BrXkTe TouKa 4.5).

AMAOAUMHH

Abcopbyua u pasnpedenenue
Criell nepopaiHO NPHIOKEHUE HA TEPAEBTHYHH J03H, aMnoaunuH ce afcopGupa 106pe ¢ MaKCHMAHK
Mia3MeHd HUBa okono 6-12 yaca ciaep npuemaHe Ha Ao3a. AGcomoTHaTa GHOHATHUHOCT € OLeHeHa
mexay 64 i1 80%. ObeMbT Ha pasnpenenende e okono 21 1/kg. In vitro npoyuBaHHs NOKA3BAT,
97,5 % OT LHPKYTMpPANIHsA aMIOAHNHH € CBBP3aH C M123MEHRNTE [IPOTEHHH.
AGcopbunara Ha aMTOAHNHK He Cce MOBNUABA OT EIHOBPEMEHHHUA NIPHEM C XpaHa.

Buompancdopmayua u enumunuparie




Kpafinusat noayxusoT Ha eTUMHHHpaHe e okono 35-50 yaca, chbOTBeTCTBAL [IPH 103HPAHE €IHH T
JHEBHO. AMIIOJHIINH c& MeTabonH31pa EKCTEH3HBHO OT YepHua Jpo6 ao Heakrusuu MeTabonnty, KaTo
10% u3xoaHoTo BewecTBo H 60% oT MeTabONNTHTE Ce EKCKPETHPAT B YPHHATA.

XHApOXNOpOTHAZHA

Abcopbyus u pasnpedenenue

Cnej nepopaiHo NpHIOKeHHe HA KOMOHHALHA OT OJIMECapTaH MEXOKCOMMI H XHPOXIOPOTHAIHA
CPEAHOTO BpEMe 3a AOCTHIAHE HA MAKCHMAaIIHA KOHUEHTpaUUs Ha XBAPOXaopoTHasug € ot 1,5 10 2 saca
cnell pueMa. XHIpoXJIopoTHazH] Ce CEbP3Ba C NJIa3MEHHTE NPOTEHHH B 68%, a npUBHAHUAT 06eM Ha
pasnpenenenue ¢ 0,83 - 1,14 I/kg.

Buompancgopmayuna u enumunupane -

XUgpoXNn0poTHa3HA He ce MeTaboMH3Hpa PY Xopa W MNOYTH HAMBJIHO Ce eKCKPETHpa KaTo HeMpPOMEHEHO
4KTHBHO BellecTso B ypuHata. [lpubnusnrendo 60% oT nepopanHarta 1o3a ce eNHMHHHPA KaTto :
HepOMEHEHO aKTHBHO BELIECTBO B paMKKTE Ha 48 4aca. brOpeuHHAT KnHpbHC e okono 250-300 ml/min.
KpaifHoTO BpEME Ha NONYKUBOT HA XHApoxnopoTtHasaa € 10-15 yaca.

DapMAKOKHHETHKA NPH CEHHANHA NONY/A3HH NANHEHTH

[MeauarpuyHa nomy NauMs

- EBponetickata areHUMs TO IEKAPCTBATA OTKA3A 3a0bIDKEHHETO 33 MPEJOCTABAHE pesynTaTHTe oT
MPOYYBaHHATA C OMMecapTaH/aMNOAUIIHH/XHAPOXIOPOTHA3MA BLB BCHUKH NMOArPYN# OT NEQHATPHYHATA
MOMy ALK C ECEHIIHANIHA XHIEPTOHHS.

Hayuenmu 6 cmapuecka sv3pacm (na 65 200unu u nogeve)

[Mpx naunenTH ¢ xunepronus AUC Ha onMecapTaH B paBHORECHO CHCTOSHHE CE NIOBHILIABA ¢ OKORO 35%
TIpH NAUHEHTH B CTApYecKa Bb3pacT (65-75 roaHHn) U ¢ okosio 44% npH oLle NO-BL3PAcTHH NAUMEHTH
(= 75 roaHHu), B cpaBHEeHHe ¢ NO-MJ1aNaTa Bb3pacToBa rpyna (BuxkTe Touka 4.2).

Tosa MOXe fOHE OTHACTH A Ce IB/DKH Ha CPENHOTO MOHHKaBaHe Ha Opbpeunata pyHKUHA B Tasud rpyna
nauueHTH. [IpenopbyBaHKAT AO30B PEIKHM MPH NALHEHTHTE B CTAPYECKa BB3pacT, obaye, € ChluMAr,
BBIPEKH-YE & HEOOXOAHMO NOBHILIEHO BHUMAHHE (1PH NOBHILABAHE HA JO3ATA.

BpeMeTo 3a IOCTHIaHE HA MAKCHMANTHKTE MNA3MEHN KOHLIEHTPALHH HA aMIOAMIUH € CXOAHO NPH
MAIMEHTH B CTapyecka Bb3pacT W NpH Mo-MIaIu nauueHTH. Hanuue e TeHaeHu A 3a NOHMKaBaHe Ha
KIHPbHCA HA AMIOJMIKH, KOETO BOJM 10 HapacTBaHe Ha AUC ¥ Ha BpeMETO Ha NOMyYXKBOT TIPH
NaL{eHTH B CTapuecka Bb3pacT. [loBumabaneto Ha AUC 1 Ha BpeMeTO Ha NOMYKHBOT NPH [AUHEHTH CbC
3acToHHa CbpJieyHa HEJOCTATBYHOCT €a CTIope]| O4aKBAHHATA 3a MALHEHTHTE B TA3H BR3pacToBa rpyna B
TOBA NPOY4BaHE (BHXKTE T. 4.4).

OrpaHH4eHH JaHHH MPEANO0/Arar, Y€ CHCTEMHHAT KIHPBHC HA XHAPOXJIOPOTHAIM] € pefyUMpPaH KakTo
MpH 30paBH, TAKa H [IPH NALHEHTH ¢ XUNEPTOHUA B CTAPUECKA BbIPACT B CPABHEHUE C MJTAIH 3,£lpﬂBH
100poBOILH.

buipeuno yapesicoane

pu nauuentu ¢ 616peuno yspexaane AUC Ha onMecapTat B paBHOBECHO ChCTOSHHE HapacTsa ¢ 62%,
82% un 179% npH nauMeHTH € NIeKo, yMEpeHo H Texxko 6v0petHo yBpexaaHe, CbOTBETHO, B CPaBHEHHE
ChC 37paBH KOHTPOJH (BHXKTE ToukH 4.2 H 4.4). DapMakoKHHETHKATA Ha OJIMECapTaH MEAOKCOMHI NMpH
NAalHEeHTH, KOHTO NIPOBEX AT XeMO/IHATH3a, He € U3CNeBaHa.

AMIIOIUIIMH EKCTEH3UBHO ce MeTalonu3npa a0 HeakTHBHH MeTabosnTh. Hecer HpOLleHT
ce EKCKPETHpa HENPOMEHEHO B YpHHaTa. [IpOMEHHTE B N1a3MeHHTE KOHLIEHTPALIHK HA

. KOPEJHpAT CBC CTENEHTA Ha Gb0peunoTo yBpexaane. [Ipy Te3u nalxeHTH, aMnoAKIH
npunara 8 oGuuaitHata 103a. AMJIOAUNHH HE CE AHATH3KPA.
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BpeMmeTo Ha NOTYXHBOT Ha XHAPOXJIOPOTHA3H Ce YAbIXKABA PH MaLiMEHTH ¢ HapylieHa 6uO6peyuna
$yHKUHA.

Yeproopobro yepescdane

Criell e/HOKPaTHO NepopanHo Npuiokenue, Hueata Ha AUC Ha OiMecapTaH ¢a ¢ 6% H 65% no-BUCOKH
CBOTBETHO TIPH TMIALHEHTH € JIEKO H YMEPEHOQ YUEPHOAPOOHO yBpeXaHe, OTKONKOTO NPH
ChOTBETCTBALIMTE WM ChIIIaCyBaHH 3ApaBk KOHTponu. Hecebp3aHara ¢pakuus Ha ONMECapTaH Ha 2™ yac
clel npHeMa NpH 34paBH LA, TPH MAUHEHTH C IEKO YEpHOLPOOHO YBPEXKIAHE U NPH MALHEHTH C
yMepeHo 4epHoapobHO yBpeKIaHe ¢ ¢boTBeTHO 0,26%, 0,34% # 0,41%. Cnef MHOTOKpaTHU A03H

NpH NaLKHEHTH ¢ YMEpPeHo YepHoApobHO yBpexaaHe, cpeanara AUC Ha onMecapraH oTHOBO € 65%
MO-BHCOKA OTKOIKOTO NPH CEOTBETCTBALUMTE 3ApaBH KOHTpolH. CpefHHuTe Cnux HHBA HA

OIIMECAPTAH CA CXOOHH NPH MAUHEHTH ¢ YEPHOAPOOHO yBpexKAAHE H APH 3/paBu nxua. QnMecapTaH
MEIOKCOMHUJI HE € M3CNEABaH NPH MALHSHTH ¢ TEXKKO YepHOAPOoOHO yBpexaaHe (BHxTe TOUKH 4.2 u 4.4),

HanuuHute ca MHOrO OrpaHUYeHH KNIMHHYHH JaHHH OTHOCHO MPHJIOKEHUETO HA aMIOAMIHH (PH
MaurMeHTH ¢ YepHOAPOGHO yBpexkaaHe. KIIMPLHCHT Ha aMJIOAUMIMH Ce NOHHKaBa U BpeMeTo Ha
NOMY>KHBOT C€ yIbMKABA NPH NMALHEHTH C YBpejeHa YepHoapoOHa QYHKLHA, KOETO BOAM 0 HAPACTBAHE
Ha AUC ¢ npubnuzutenno 40% - 60% (Buxcre Toukd 4.2 u 4.4).

qepHO.IlpOGHOTO YBpexAaHe He MOBJIHABA 3HAHHMO q)apMaKOKHHeTHKaTa Ha XHAPOXJIOPOTHAZHA.

IpeqkIUHAYHHE JaHHH 32 Ge30macHOCT
OnmMecapTaH MEIOKCOMUA/aMIOIHIHHE/ XMAPOXNOPOTHAZH ] KOMOHHALHS

[TpoyuBaHe 3a TOKCHYHOCT NIPH MHOTOKPATHO NIPH/IAraHe MPH MITbXOBE AEMOHCTPHPA, Y& KOMOHHHPAHOTO
NPUAOKEHUE HA ONMECAPTaH MEAOKCOMHIL, AMAOAHNHH H XHAPOX/IOPOTHAZU] HE YCHIIBA HAKOL OT
CHODILEHHTE NpPeH TOBA K ChUIECTBYBALUH TOKCHYHOCTH HA OTAENHUTE CHCTABKH H HE MPHYHHIABA
KaKpBaTo M A3 OWJI0 HOBA TOKCMYHOCT, KAKTO. U He ce HalnraaBan CUHEPTHYHH OT TOKCHKONOTHYHA
raeaHa TouKa epeKTH.

He ca npoBexJaHu AONbJIHMTENHH H3MHTBAHUA 32 MYTareHHOCT, KaHLLEPOrEHHOCT H PENpOSyKTHBHA
TOKCHYHOCT 33 ONIMEcapTaH/aMIOAHNTHH/XUAPOXNIOPOTHAZH] NOPaAM fo0pe H3BECTHHA Npodu Ha
6e30NacHOCT HA OTAE/THUTE AKTHBHH BELLECTBA.

OnmMecapraH MeJOKCOMHI

B npoy4BaHus 3a XpOHHYHA TOKCHYHOCT [IPH NITbXOBE U Ky4eTa, onmecapTaH MEJOKCOMM NOKAZBA
nono6uu edextH, kakto AT; peuenropHu aHTaroHucTH H ACE HHXHOHTOpH: TOBHIEHH HHBA HA
HUTporeH KpbeHA ypes (BUN) W kpeaTHHHH, HAMANABAHE HA TETIOTO HA ChPUETO, HAMANABAHE Ha
NapaMeTPUTE Ha YEPBEHUTE KPLBHH KIETKH (€PHTPOLIHTH, XeMOrNIO0HH, XEMATOKPHT), XHCTONOrHYHH
nokazarenu 3a ObGpeHO YBpeXKaaHe (pereHepaTHBHA Ne3ud Ha OuGpeunus enuTen, yaebenspane Ha
6azannata MemOpana, JuaaTaiins Ha TyOyanTe). Te3n HexenaHH peakUuHu, NPUIHHEHH OT
(hapMaKoIOrHYHOTO JeCTBHE HA OIMECcapTaH MeIOKCOMMII, CbLUO Ca Ce MOABH/IN B NPEAKTHHHYHH
npoyqsanns 3a apyru AT, peuentopau aHTaroHucTH H ACE MHXHOUTOPH H MOXE 14 OBbAAT HAMANICHH

NPH EAHOBPEMEHHO MEPOPAIHO NPHIOKEHHE HA HATPHEB XJIOPHAL.

IMTopobuo Ha apyry AT peLenTOPHH AHTAFOHUCTYH OIMECAPTAH MEAOKCOMHI TIOBHIIABA CyYaHTe Ha
XPOMO30MHa YYTUIMBOCT B KJIETbYHH KYATYPH in Vifro, HO He in vivo. KaTo usano 1aHHUTe OT nporpaMH 3a
U3cnenBaHKa 3a 06L1a reHOTOKCHYHOCT NPeJfoNarar, Ye OJIMecapTaH € MaJIKO BEPOATHO 1a MPOSBH
FeHOTOKCHYHH edeKTH MpH KNHHHYHO npunoxeHue. OnMecapTaH He € KAHUEPOTEHEH TIPH TUTE,
TPaHCTEHHH MHLUKH.

B penponykTHBHH NpoyyBaHuA MPH LTbXOBE, OJIMECAPTAH MEJOKCOMMUIT HE MOBIHABA &
HAMa JOKa3aTencTBa 3a TeparoreHeH edexrt. [logo6Ho Ha Apyru aHrnoTeH3uH Il anTarg
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TPEXXMBASMOCTTA Ha TOKONEHHETO € HaManeHa ¥ e HabNoaasaHa NeNBHYHA AUiaTauns Ha 6r0pennte
chlel eKCMO3HLUA HA MalfKHTe MO BpeMe Ha KbCHA OpemeHHOCT # kbpMeHe. [IpH 3aiiln HAMa JaHHH 3a
(eTOTOKCHUYHH edeKTH.

AMIOAUNMHH

PenpoaykTHBHA AKTHBHOCT

PenpoayKTHBHM MPOYYBaHHA MPH MUTbXOBE H MHILKY Ca TIOKA3a/IH 3a0aBsAHEe HA PAKJAHETO,
YBe/IH4eHa NPOAB/DKUTENTHOCT Ha PAKAAHETO M MOHIKEHA MTPEXXHBAEMOCT Ha FIOTOMCTBOTO NPH
IO3MPOBKA OKOJIO 50 ITHTH NO-BHUCOKA OT NPeNOPBUMTEIHATA A03a NPH Xopa Ha Gasa
CBHOTHOMWEHHeTO Ha mg/kg.

VepexnaHde ua peprunnrera

Hsama edekr BepXy (epTHANTETA HA TUTHXOBE, AEKYBAaHH C aMIOAHITHH (MBXKH 33 64 AHH H XKEHCKH 3a 14
JHY Npeau YHdpTocBaHeTo) nph 103 10 10 mg/kg/nHeBHO (8 NbTU* MakCUMAalHATA NPENIOPBYATETHA
Ji03a npH xopa Ha 6a3ara choTHowEeHHeTo Ha 10 mg Ha 6a3arta Ha choTHoweHKeTo mg/m?), [lpu apyro
NPOYUBAHE C MITbXOBE, B KOETO MbXKUTE WHAHBHAH Ca NeXyBaHH ¢ amJIoaunuH 6e3nnat 3a 30 anu ¢ 1o3a,
CpaBHHMa C Ta3H MPH X0pa Ha 6a3ata Ha CbOTHOIIEHHETO mE/Kg, ca YCTAHOBEHH HAMaeHH HKHBA B
nJjasMara Ha (POMMKYI-CTHMYHPALLHSA XOPMOH M TECTOCTEPOH, KAKTO H HamansBaHe Ha TTbTHOCTTA Ha
criepMarta u B Gpos Ha 3penuTe cnepMarHid U CepronHeBH KIETKH.

KaHueporeHHocT, MyTareHHoCT

IInbxoBe ¥ MHILKH, IEKYBAHH C aMJIOJHIHH MIPH IPHEM 32 ABE TOAHHH, NPH KOHLEHTPALHA H3YHCIIEHA ia
OCHT'YDH HUBa Ha AHeBHa ao3a oT 0,5,1,25 u 2,5 mg/kg/nHeBHO He MOKAIBAT AOKA3ATENCTREA 32
KaHueporeHHocT. Haif-ucokara n03a (3a MHILKH, nofoOHa Ha MAKCHMATHATA NpenopbYHTEHE
KITHHHYHA A03a oT 10 mg Ha Ga3ara Ha CLOTHOLUEHHETO mg/m2, a 3a ILXOBE ABa MLTH* MO-BUCOKA OT
MaKCHMaJIHaTa MpenopbYHTeNHa) ¢ OIH3Ka K0 MAKCHMANHATA MOHOCHMA J103a 33 MHILKH, HO He 3a
ITbX0BE. MYTareHHH MpOyYBaHNA OKA3BAT, Y€ HAMA IEKAPCTBEHO-CBLP3aHH edeKTH KAaKTO Ha TeHHO,
Taka H Ha XpOMO30OMHO HHBO. :

*Ha Ga3ara Ha Terno Ha naument 50 kg

XHapoXNnopoTHa3WA

[IpoyuBannsa ¢ XHAPOXJAOPOTHAZKMA NOKA3BAT HEeAHO3HAYHH A0KA3ATeNCTBA 33 TeHOTOKCHYEH H
KaHLeporeHeH edexT npy HAKOH eKcNepHMEHTANTHU MoJiesid. Bbnpeku ToBa 60raTuAT oNUT NpH Xopa ¢
XHAPOXJIOPOTHA3H], HE MOKA3BA BPb3Ka MEXIY HeroraTa ynorpeda ¥ NOBHILEHATA MOABA HA HEOILTA3MH.

GAPMAINEBTHYHH JAHHH
CnHcbK Ha MOMOILLHHTE BellleCTBa

CobplieBHHA ha TabneTkaTa
e JlakTO3a MOHOXHJpPAT
®  MHKpOKpHCTANHA LIeNy.103a
®  KpOCMOBHAOCH (THM A)
®  KOMOHISH, Oe3BOACH CHIULHEB AMOKCH -
®  MarfHesues cTeapart.
DUIMOBO NOKPHTHE
¢  Onazgpait® Il pozos 31F270001 (xunpomenosa, 1akTo3a MOHOXHIPAT, MAK
AHOKCHI, HKbIIT HKENEIEH OKCUA, YEPBEH JKENECICH OKCHJ, HEPEH XKENE3E
mg/5 mg/12,5 mg).

THTAHOB
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¢  Onanpaii® [l xwnr 31F220014 (xunpomenosa, fakTosa MOHOXHAPAT, MAKPOroJi, THTAHOB
JIHOKCH]I, HCBJIT KENe3eH OKCHI, YepBeH #ene3eH okcua) (3a 40 mg/S mg/12,5 mg).

HecnBMecTHMOCTH
Henpunoxumo

Cpok Ha roanoct
3 roauHn

Coensainu ycioBHA Ha ChbXpaHeHHe
To3u nexkapcTBeH NPOAYKT HE H3HCKBA CMELHATHH YCOBUA Ha ChXPaHEHHUE.

Bua H chabpXaHHe HA ONAKOBKATA

oPA-Alu-PVC//Alu 6macrep

Onakosku oT 14, 28, 30, 56, 98 u 100 ¢pumvnpanx TabneTxy.

He BcuyKH BHAOBE ONakoBKH Morat aa 6bjar nycHaTH Ha Nasapa.
CnienHAJTHH npeANa3HH MePKH NPH H3XBbPJIgHe

Hewuanonzeanuar JICKAPCTBEH NPOAYKT HIH OTNAABMHHTE MaTepHalNH OT HEro TpﬂGBa Ja C€ H3XBLPNAT B
CbOTBETCTBHE ¢ MECTHHTE H3HCKBAHHUA,

MPUTEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEEBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

[epMaHus

HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA
PeructpaunoHeH HoMep:

Onmesun Tpuo 20 mg/5 mg/‘12,5 mg ¢uamupanu Tabnetxu: 20210145
Onmesun Tpro 40 mg/5 mg/12,5 mg dpunmupanu Tabnetku: 20210146
JATA HA ITBPBO PASPEIHIABAHE/MIOJHOBABAHE HA PA3ZPEIIEHUETO 3A YIIOTPEBA
Jara Ha mepBeo pa3pewasane: 02.06.2021

Jata Ha nocneaHo NOJHOBABAHE:

JATA HA AKTYANTN3IHPAHE HA TEKCTA

05/2026




