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Ezyrr-y 18-07- 105
1.  WME HA JJEKAPCTBEHMSI TPOXYKT '

Oamesnn Tpuo 20 mg/S mg/12,5 mg puaMHpann Ta0/IeTKH
Oamesun Tpuo 40 mg/S mg/12,S mg puamupanu rabieTkn

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 U KOJIMYECTBEH ChCTAB

Bcska punmupana tabnerka Onmesua Tpuo 20 mg/S mg/12,5 mg ceabpka 20 mg onMecapraH
menokcomu (olmesartan medoxomil), 5 mg amnoaunus (amlodipine) xato 6e3unar (as besilate) n

12,5 mg xugpoxnoporuasuyg, (hydrochlorothiazide).

Bcesika punmupana tabnerka Onmesua Tpuo 40 mg/S mg/12,5 mg ceabpka 40 mg onmecapraH
menokcomu (olmesartan medoxomil), 5 mg amnoaunuu (amlodipine) karo 6e3unar (as besilate) u 12,5

mg xuapoxsnoporuasug (hydrochlorothiazide).

[ToMOLIIHO BELIECTBO C U3BECTHO JEUCTBHE: JIAKTO3a MOHOXHApaT.
3a MbJIHUA CMUCHK HA MOMOLHUTE BelleCTBAa BHXKTE To4YKa 6.1,

JIEKAPCTBEHA ®OPMA

dunmupana rabnerka.

Onmesua Tpuo 20 mg/S mg /12,5 mg: opanxkeBo-0s1a, Kpbria, ABOHHOU3MIbKHANA (HIMHpaHa TabneTka
¢ auametsp 8,1 mm=0,2 mm.

Onme3un Tpuo 40 mg/5 mg /12,5 mg: cBeT0XKbiTa, KpbIJla, ABOHHOU3MbKHANA PUIMHpaHa TabsieTka ¢

amametsp 11,1 mm=0,2 mm.

KIHMHHUYHHA JAHHHU
TepaneBTHYHH NOKaA3aHHSA
JleyeHne Ha eceHUMAIHA XUTIEPTOHUS.

Jlobasvuna mepanus

Onme3ua Tpuo e nokasaH Npu Bb3paCTHH NMALMEHTH, IIPU KOUTO BHCOKOTO apTEPHAITHO

HajisiraHe He ce KOHTPoJaupa A00pe oT KOMOMHALMATA OJiMecapTaH MEJOKCOMHUII H aMJIOJUITHH, ITPHEMaHH
karo ukcupaHa ABOHHA KOMOUHALMA.

3amecmumenna mepanus
Onme3un Tpuo e nokasaH Karo 3aMeCTHTEIHA Tepanus NPy Bb3pacTHH NallHeHTH, YHETO apTePHATHO
HaJsiraHe ce KOHTpoJupa 100pe oT kKoOMOHHaALMATA OJIMEcApTaH MEJIOKCOMMII, aMJIOAMITHH H
XHIPOXJIOPOTHA3K 1, IPHEMAHHU KaTo PUKCHpaHa ABOIHA KOMOMHaLUs (oiMecapTaH MeIoKC
aMJIOMITHH MJIH OJIMECAPTaH MEJOKCOMHJI H XHAPOXJOPOTHA3KU/) U OT/AEJIHA JIEKapCTBE
(XHAPOXJIOPOTHA3H/L HITH aMJIOJIUITHH ).

J03MpoOBKa H HAYHH HA NPHJIOKEHHE



Jo3upoBka
[IpenopbunTennara ao3za Ha Oamesun Tpuo e 1 Tabnerka AHEBHO.

Onmesna Tpuo 20 mg/5 mg/12,5 mg Moxe aa ce npunara IpH NauHEHTH, PH KOHTO apTepHANHOTO
HalIAraHe He ce KOHTpoJupa n1obpe oT onMecapraH MeaokcoMun 20 mg ¥ aMJIOAHIHH S mg, npueMaHH
Karo ¢puxcupada asofiHa KoMOHHALKA.

Onmesna Tpuo 40 mg/5 mg/12,5 mg Moxe Aa ce npuiara NpH NalKEeHTH, IPH KOHTO apTEPHANHOTO
HanArane He C€ KOHTPONHpa n00pe 0T onMecaprad Meaokcomun 40 mg ¥ aMNoOAMIKH 5 mg, NpUeMaHH
kaTo ¢puKCcHpaHa OBoliHa KOMOHHALH.

Ilpenu npemnHaBaHe Ha TpoMHara KOoMOHHalMA Ce Mpenopb4YBa MOCTENEHHO THTPHpAaHE Ha AO3MTE Ha
OTACAHHUTE KOMNOHEHTH. Moxe 2 ce uMa npeaBU] H JHPEKTHO NpeMHHaBaHe OT ABOHHA PUKXCHpaHa
koMOMHanu4 Ha TpoliHa puKkcHpana koMOHHALHA, KO € KIIHHHYHO J0NYCTHMO.

3amecmunenra mepanus

TlauneHTHTE, TPH KOHTO € MOCTHIHAT KOHTPOJ OT CTA0OKJIHK A03H OJIMecapTaH MeJOKCOMMII, AMJIOAUNHH
H XHAPOXJIOPOTHA3HA, KOHUTO C€ NIpUeMaT KaTo ABoliHa prkcupana KomOHHaLHA (oNMecapTaH
MEJIOKCOMHJT ¥ aMAIOAHITHH HAH OJIMECApPTaH MEJOKCOMMII H XHAPOXIIOPOTHA3KA) H OTAENIHA IEKAPCTBEHA
¢$opMa (XHIPOXJIOPOTHA3HA HITH AMIIOAWITHH), MOTaT Ja npeMHHaT Ha OnMesnn TPHO, ChAbPXKAL CHUIATE
D03H Ha OTAENHHUTE KOMIOHEHTH.

Ilayuenmu e cmapuecka ev3pacm (Ha sv3pacm 65 200unu u nogeye)

[IpenopbuBa ce BHHMAHUE, BRIIOYHTEIHO N0-4E€CTO NPOCeAsBaHEe Ha apTEPHATTHOTO HaNsATaHe Nnpu
MALKHEHTH B CTAPYECKA BE3PACT, OCOOEHO NPH MPHIIOKEHHETO HAa MakcuManHaTa fosa Onmesunp Tpuo 40
mg/10 mg/25 mg AHeBHO.

YBennyaBaHe Ha 103aTa IPH NallHEHTH B cTapiecKa Bb3pacT TpAbBa Aa ce NpaBH ¢ BAHMaHHE (BHKTE
Touku 4.4 n 5.2).

Hanuynure nannu 3a ynorpebara Ha Onmesun Tpuo npu nauueHTH HaA 75 rOAHWHH HITH NO-BH3PAcTHH ca
MROro orpaHHueHy. Ilpenoprysa ce noBHileHO BHHMAHHKE, BKIIOYHTEIHO NO-49E€CTO NPOCIefBate Ha
aApPTEPHANHOTO HAJIATAHE,

bvbpeuno yspeacoane

MaxcumanHara 103a NpH NMaUHEHTH € JeKo A0 yMepeHo 6p0peuHo yRpexkaaHe (KpeaTHHHHOB KIHPBHC
30-60 mL/min) ¢ Onmesun Tpro 20 mg/5 mg/12,5 mg nopaan orpaHHyuEHNA OTIAT ¢ A03aTa oT 40 mg
OJIMECAPTaH MEeJOKCOMHMII TPU Ta3M rpyna nanHeHTH.

IIpu nauueHTH ¢ ymMepeHo 6bOpeuHo yBpexaHe ce npenopbyBa NpocieAsBaHe Ha CepYMHMTE
KOHLIEHTPAIMH HA KAJIHH U KpeaTHHHHA.

[Mpunoxennero na Onmesna Tpro Npu NatHeHTH ¢ TexkKo 6E6peuHo yBpexaaHe (KpeaTHHHHOB KIHPBHC
< 30 mL/min) e npoTHRONOKAa3aHO (BHXTe TOYKH 4.3, 4.4 1 5.2).

Yeprnodpobro yepexcoane
Onmesna Tpuo TpsabBa Aa ce npunara ¢ NOBHINEHO BHHMaHHE TPH NALMEHTH ¢ JIEKO YepHOAPOOHO
yBpexaaHe (BHKTe TOUKH 4.4 u 5.2).

IIpy naumeHTH ¢ yMepeHo 4epHOAPOOHO YBpEXKJaHE MAKCHMATHATa J103a He TpaOBa fa HaOB




4.4

KaxTo npy BCHYKHM KaJI{HEBH aHTATOHHCTH, NOJYXXHBOTHT Ha aMJIOAHITHH € YAB/DKEH NPH NALHEeHTH ¢
yBpeZieHa YepHoApoOHa QYHKIHA M MPenopEKH OTHOCHO JO3HPOBKATa He ca YcTaHoBeHH. ETo 3amo
Onmesnn Tpuo TpabBa a ce npunara ¢ NOBUILEHO BHHMAaHKE NIPH Te3HW MAllMEHTH.
dapMakOKMHETHUHHTE CROHCTBA HAa aMIIOAMITHH He Ca INPOYYEHH NPH TEXKKO YEPHOAPOOHO YBpeXKIaHe.
JledeHueTo ¢ amyioAMnHH TpsOBa Aa ce 3ano4He ¢ Hali-HUCKaTa 03a K Ja ce TUTpHpa 6asHOo npu
NalMeHTy ¢ HapylleHa YepHoApoOHa GyHKIHA.

IIpunoxennero Ha OnmMesna TpHO € NIPOTHBONOKA3aHO MIPH NMALIHEHTH € TEXKO YepHOAPOOHO yBpeXKIaHe
(BrkTe TOUKH 4.3 M 5.2), Xonecra3a unH OunmapHa obCTpyKuHs (BiDKTe TOUKA 4.3).

Ieduampuuna nonyaayusi
[Topanu nunca Ha fasHH 3a Oe3onacHOCT M eduKacHOCT OnMesna TpHo He ce NMpenopbyBa NpH NalHeHTH
noxa 18 roauHH.

HaunH Ha NpUI0KEHHE -
Tabnerkara TpabBa Aa ce NOrnbina ¢ AOCTATBYHO KOAMYECTBO TEYHOCT (HANp. €4Ha 4allia BOJa).

Tabnerkara He TpaOBa Aa ce CABBKBA ¥ TpAOBa a ce nNpHeMa Mo €AHO H ChIIIO BpeMe BCEKH JEH.
Onmesnn Tpuo Moxe Ja ce npHeMa ¢ HIIH He3 XpaHa.

4.3 IIpoTHBONOKA3AHHS -

CBPBbXIyBCTBHTEIHOCT KbM AKTHBHHTE BELIECTBA, KbM AMXKAPONHPHAHHOBHTE NPOH3BOAHH HIIH KbM
NMPOM3BOAHH Ha CypoHaMHANTE (ThH KATO XHAPOXJIOPOTHA3ZH] € TIPOM3BOAHO HA CyJihOHAMHIUTE) HITH
KbM HAKOE OT OMOINHHTE BellecTBa, H30poeHH B TovKa 6.1.

Texko 6BOpeuno yepexaane (BHxkTe Touka 4.4 u 5.2).
PedpakrepHa XHNOKaNHEMHS, XHIIEPKAILIMEMHES, XHMOHATPHEMHSA ¥ CHMITTOMATHYHA XHNIEPYPHKEMHSA.

TexKa 4epHOAPOOHA HEZOCTATHYHOCT, XOJMECTa’a U 3a60NABaHHs, NPOTHYALIN ¢ GHiIKapHa o6CTpYKLHS
(BYOKTE TOYKA J.2).

2-pH ¥ 3-TH TpHUMeECTBP OT OpeMeHHOCTTa (BIKTE TOYKH 4.4 U 4.6).

EnroBpemennata ynotpeba Ha OnmMesna TpHO ¢ aTHCKHPEH-ChIbPXALIH TPOAYXTH € NPOTHRONOKa3aHa
NpH NalHEHTH CbC 3axapeH Auaber win 6b0peuno yepexnane (GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.5
H35.1).

[fopany HanUyHEeTO Ha AMIOJHNKH B ChCTABA CH, OnMe3na Tpro € NPOTHRONOKA3AH NPH NALMEHTH
C:

- IOK (BKJIIOYMTEIIHO KapAHOreHEH OK);

- TEXKa XHIOTOHMS,;

- ofcTpyKuMA Ha ©3X0/a Ha IMBaTa KaMepa (HanpuMep BUCOKA CTeNeH Ha a0pTHa CTEHO03a);

- XeMOJHHAMHYHa HecTabuNHA ChpleyHa HEJOCTATbYHOCT CNEM OCThP MHOKAPAEH UH(APKT.

Cnennangn npeaynpexiecHRs H OpeANa3HA MepKH npH ynorpeba
Ilayuenmu ¢ xuno8oOAEMUR UlU NOKUNCEH HAMPUU

[Ipy nauneHTH, KONTO UMAT NOHMKXABAHE HA KPLBHUA 00eM W/ HIIH NOHUXEH HAaTpHUH Bc.n =
MOILIHA JHYPETHUYHA Tepalus, HaMalAaBaHe Ha NpHeMa Ha COJl C XPaHaTa, AHapus WiH MgepRake
N4 HACTHITH CHMNTOMATHYHA XHNOTOHHA, ocobeHo cliel npueMa Ha rbpaara Jo3a. [1p -~
KOPHIHpaHe Ha TOBa ChCTOSHHE NPEAH NpUNoKeHHeTo Ha OnMmesun Tpuo unu cTpuky

HabNioACHKUE IPH 3aNM0YBAHE HA JIEYEHHETO.




Zpyau cocmosnun, npomuiaiyu cCvC CMUMYAUPAHE HA PEHUH-AHZUOMEH3UH-ANO0CMEPOHOBAMA CUCTIEMA
[Ipy nauueHTn, YUiTO CHAOB TOHYC H 6BEOpeuHa PyHKIIMS 3aBHCAT OCHOBHO OT AKTMBHOCTTA Ha
cHCTEMaTa PeHMH-aHTHOTEH3IKH-AI0CTEPOH (HAIP. NAUHEHTH C TEXKA 3aCTONHA ChpACYHA
HEeAOCTAThYHOCT HITH ¢ NpuApyxaBauo 6p0peuno 3abonsgsaHe, BKNIOYHTETHO CTeHO3a Ha OpOpeyuHaTa
apTepHa), IEYSHHETO C NIEKAPCTBEHU NMPOAYKTH, KOMTO NOBJIHMABAT Ta3H CHCTEMA, CE CBbP3Ba C TEXKA
XHIIOTOHHA, a30TEMHA, OJIMTYPHS HIH PAAKO A0 ocTpa ObOpeyHa HeAOCTaTHUHOCT. ’
Penosazanna xunepmonus

CahblllecTBYBa MOBMILIEH PUCK OT TEXKA XUNOTOHUS K ObOpeUHa HeROCTATBYHOCT, KOraTO MAlHEHTH C
JBYCTpaHHa CTeHO3a Ha 0b0peunnTe apTepyy UK CTEHO3a HA apTEPHATA HA €IMHCTBEH (YHKUHMOHUpaIll
616pex NpoBeXIaT JiedYeHHe C JIeKapCTBEHH NMPOAYKTH, KOHTO MOB/HABAT PCHHH-AHIHOTCH3IHH-
AJIAOCTEPOHOBATA CHCTEMA.

bvopeuno yaepesxcoane u bvbpeuna mpancnaanmayun
Korato Onmeana TpHo ce npunara npy nauueHTH ¢ yBpeAcHa Ob0OpeuHa ¢yHkuus ¢e npenopnysa
NEPHOAMYHO NpOCNeIBaHe Ha KOHLIEHTPAUHHATE HA CEPYMHHA KallMif ¥ HUBATA HA KPEaTHHHHA.

[IpunoxenreTo Ha OnMe3na TpHO He ce npenopbyBa NPH MALHEHTH C TeXKO OBOpeuHo yBpexaaHe
(KpeaTHHHHOB KJIMpbHC < 30 ml/min) (Buxre TOuxK 4.2, 4.3 1 5.2).

A30TeMHs, BCAEACTBHE MPHIOKEHHETO Ha THA3RAHN IMYPETHLUH, MOXe Aa HACTBITH NPH NALHEHTH C
HapylleHa 660peuna PyHKIMA.

[Ips HacTBIIBaHE Ha nporpecHpalne HvOpeyHo yBpexaHe ¢ HEOOX0AHMO BHHMATENIHO NPEOCMHUCIIAHE HA
TEpamnuaATa, Kato ce 06ChaAu npeycraHoBABaHE Ha AMYPETHYHOTO JICYCHHE,

JInncpa onuT ¢ NpUnoKeHHeTo Ha OnMe3ua TPHO NpH NalMEHTH ¢ HacKopo HanpaBeHa ObpOpeuHa
TpPaHCIJIaHTALINA KK NPY nauueHTH ¢ Op0peuno yspexkaase B KpacH cranuti (1.€. KpEaTHHHHOB KJIHPBHC
< 12 mi/min).

Heotino broxupane na penun-anzuomensun-anrdocmeponosama cucmema (PAAC)

Hma nanuH, 9e eanospemenHara ynorpeda Ha ACE unxubutopu, anruorensuH H-penenropun 6nokepu
HJIM @MTHCKHPEH MOBHINABA PHCKA OT XHIIOTOHHA, XMNEPKATHEMHUA 1 HaMangBaHe Ha OpOpeynaTa PyHKIHS
(sxmounrenHo ocrpa OpOpeuna HeagocTaTbuHOCT). [lopaan ToBa He ce npenopbyiBa ABOHHO Oi0KHpaHe Ha
PAAC upe3 komOuHHpaHnata ynorpeba Ha ACE nHxuOurTOpH, anruoreH3kH ll-peunentopau Snokepn wiu
ANHCKHAPER (BXK. TOUKH 4.5 1 5.1).

AKO ce npelleHH, e TepanuaTa ¢ 1BoHHO OnoxupaHe ¢ abcomoTHO HeoOxoauMa, ToBa TpaOBa Na cTasa
caMo NnoJ HabJIoIeHHETO Ha CIELHATHCT H NIPH YeCTO BHHMATEIHO MOHHTOpHpaHe Ha Ob0peuHara
GYHKUNS, eIEKTPONUTUTE U KPbBHOTO HANsraHeE.

ACE nuxuburopu u anriorensus [I-penenropuu 6nokepn He TpaOBa Aa ce HINON3BAT €XHOBPEMEHHO
[pH naLHeHTH ¢ AuadbeTHa HedponaTus.

Yeprnoopobuo yepescoare
Excno3miuara Ha aMJIOOHITHH H OJIMECapTaH MEAOKCOMHJI C€ NOBHILIABA NPH NAUHEHTH ¢ YepHOIPOoOHO
yBpexcaane (BHXKTe TOYKa 35.2).

OcBeH TOBa, MalKH W3MEHeHHA B 6anaHca Ha TEHHOCTHTE U €IEKTPOJMTHTE B X044 Ha JICHEHHETO C
THA3HAKTE MOXKE Jia YCKOPH HAacTbNBaHETO Ha YepHOApOOHAa KOMa NpU NauHeHTH C YBpedeHa GyHKUMA Ha
yepHHA Aped MK ¢ Mporpecupaino yepHoapobHo 3abogpaHe. —

Heobxoaumo e ocobeHo BHHMaHKe, Korato Onmesua Tpuo ce npunara npy nailueH
4epHOAPOOHO YBPEXKAAHE.

[Ipy nalHeHTH ¢ YMEPEHO YEPHOAPOOHO YBPEXAaHE 103aTa HA OIMECAPTAH MEAOKC{IME
HazBHilaBa 20 mg (BuxTe Touka 4.2).



[Ipu nauueHTH c HapyweHa YepHoApoOHa PyHKIMSA, IEYSHHETO ¢ aMJIOAUIIMH TpAOBa Aa ce 3aMnoy4He ¢ mo-
HHCKATa Bb3MOXHA J03a OT NpenopbUYaHuTe H TpaOBa Aa ce npuiara ¢ BHUMaHHe, KaKToO NpH 3ariouBaHe
Ha JICYEHHUETO, TAKA H NpH yBEIHM4YaBaHe Ha JO3aTa.

[Ipunoxenuero Ha Onmesua TpHO € NPOTHBONOKA3AHO NPH MALUHEHTH € TEXKO YepHOAPOOHO yBpeKaHe,
Xonecrasa Uiy OunnapHa obcTpykiins (BikTe Touka 4.3).

Cmenosa Ha aopmuama u MumpanHama Kianu, o6cmpyxmusna xunepmpo@uuna xapouomMuonamus
[Topaau cbabpxaHdeTo Ha amaoaunuH B Onmesna TpHo, KAKTO W IIPH APYTHTE Ba30HIATATOPH €
HEOOXOAHMO CHELHANHO BHUMAHHWE NIPH NAllHEHTHTE, KOUTO CTPAAAT OT CTEHO3a Ha A0PTHATA HIIH
MHTPAaJTHATA Kjlana Hau 06CTpYKTHBHA XunepTpodHiHa KapAHOMHONaTHsL.

Ivpsuuen xunepardocmeporuzvm

[TauneHTHTE ¢ MBPBHYEH XHIEPATIOCTEPOHH3IBM KATO LANO HAMA Aa OTTOBOPAT HAa aHTUXHNEPTEH3HBHH
NEKapCTBEHH NPOAYKTH, KOMTO IeHCTBAT NOCPEACTBOM HHXMOHpaHEe Ha pPEeHHH-AaHTMOTEH3WHOBATa
cuctema, [lopaan ToBa NpH TE3W NAUHEHTH MpUNoxkerneTo Ha Onmesna TpHo He ¢ce nmpenopbuba.

Memabonumuu u endoxpunnu epexmu
JleyeHHeTO ¢ THASHAHK MOXeE a BJIOHIM BbIEXHAPATHHA TOJIEPaHC. l'IpH nalHeHTHTE ¢ AHabeT MoXe Ja e

HeOOXOJAHMO KOPHIHMpaHe Ha A03HTe Ha HHCYJIHHA HIH Ha NepOpaIHUTEe aHTHAHA0ETHH CpeacTBa (BHXKTe
rouka 4.5). Jlarenren 3axapen anaber Moxe pa ctaHe MaHddecTeH B X0Aa Ha JieYeHHE ¢ THaA3HHY.

[loBHlIaBaHe HA HHBATA Ha XOJCCTCPOJIA H TPHINMTHNCPHAHNUTE Ca HEXXENAaHH pCaKliiHi, 3a KOHTO € H3BECTHO,
€ Ca CBhP3aHH C JICUHCHHUETO C THA3HAHK NHYPECTHIIH.

[IpH HAKOH NAUMEHTH, KOHTO NPOBEXAAT JIEUEHHUE C THa3HAM MOXKE J1a HACTHITH XHIIEpYPHKEMHS HIIH Ja
ce BJIOLIH M3ABEHA Nojarpa.

Enrexmponumen ducbananc
KakTo npH BCHUKH NAHEHTH, KOUTO NPOBEXKAAT JICYCHHE C AHYPETHIH, NIpe3 NOAXOAAIIH HHTEPBAJH
TpOBa 2a ce OChLLUECTBABA NEPUOAUYHO ONpeleliSHE HA CTORHOCTHTE Ha CEPYMHHTE €JIeKTPOJUTH.

Tuasnaute, BIUTIOYHUTEIHO XHAPOXIOPOTHA3HABT, MOTAT A4 MPHYKHAT AHcOAIaHC HA TEYHOCTHTE ¢
EJCKTPOJHTHTE (BKIIOUHTENHO XUNIOKANHEMH A, XHIIOHATPHEMHS M XHITOXJIOpEeMHYHA ajKanosa).
[IpeaynpeauTenHUTE CHMIITOMM Ha AucOanaHca Ha TEYHOCTH H eIEKTPOJIMTH ¢a CYXOTa B YCTATA, KAKAA,
cnaboct, OTNMYCHATOCT, CbHIUBOCT, Oe3nokoicTBO, MYCKYJIHa 60MKa HITH KpaMITK, MyCKYJTHA YMopa,
XHIIOTOHHSA, ONTUTYPHS, TAXUKAPAHA H CTOMALIHO-YPEBHH HAPYLICHHA, KATO rafieHe ¥ NoBpbIIaHe (BUXKTE
TOYKa 4.8).

PHCKBT OT xMnoKanHeMus € Hall-ronsM Npy NauMeHTHTE ¢ YepHoApoOHa upo3a, IPH MALHEHTH C
H3pa3eHa quypes3a, MpH NaluueHTH, YHATO nepopaieH MPHEM Ha €NEKTPOJIMTH € HEJOCTaThb4eH U NpU
MalHeHT!H, KOUTO NONYy4YaBar ChITbTCTRALINO JIeYeHHe ¢ KopTukocTepouan wid AKTX (Buxre Touxa 4.5).

Ot gpyra cTpaHna, nopajd aHTaroHH3Ma, KoHTO OIMecapTaH MEeJOKCOMHII, BIH3al] B ¢hcTaBa Ha OnMesna
TpHo, ynpaxHsasa BbpXy aHrHoTeH3HH-11 peuentopure (AT)) MOXe Ja HACTBNH XHNEPKATHEMHA,
0CcOoDEHO NpH HANTHYHETO HA OBOpEeUHOo yBpekaHe U/WIH ChpAeYHa HEZOCTaTBYHROCT M 3axapeH JHaber.
[IpenopbuBa Ce CTPHKTHO MPOCHEAABAHE Ha CEPYMHUA Kanuii NpH H3NOKEHHTE HA PHCK NMAUMCHRR
EAHOBpPEMEHHOTO NMPHIIOKEHUE HA KATMH-ChbXpaHABAINH AHYPETHLH, KalHit ChABbpKAaIIY
CHALPXKAILH KATHA 3aMECTHTE/IH Ha CONTa U APYTH JIEKAPCTBEHH NPOAYKTH, KOKTO MOL¥ \ J¢
CEepYMHUTE HHBa Ha Kanua (Hanp. xenapuH) ¢ OnMe3ng TpHo, TpAGRa Aa cTasa NpH
(Bu>KTe TOUKA 4.5) U C 4eCTO NpociieAsiBaHe Ha HUBATA Ha Kanui.




JlunceaT AoKa3aTeACTRa, Ye OAMECApTaH MEAOKCOMUI O MOTbJ Aa HAMAITH HH NpeJOTBPaTH AMYPETHK-
HHAYyLMpaHa XunoHarpueMua. JedHuuTbT Ha XNoprHax o6H4aHO € JIeKko H3pa3eH H Hali-uecTo He
H3HCKBA JIEYEHHE.

Tra3suauTe MOTAT Aa HOHWKAT EKCKPEIHATA HA KaNIMil ¢ YypHHATa ¥ Ja JOBeAaT 10 HHTEPMHTEHTHO H
JIeKO MOBHIIABAHE HA CEPYMHHS KaJILMii NpH THIICA Ha NOAJIEXALNH H3BECTHH HapYIlIEHHS Ha
meTabonu3Ma Ha KaJlu,

XunepkanuueMuaTa MOoxke 1a Opae A0KA3aTE/ICTBO 34 CKPHT XUNepnaparipeouan3sM. JleueHnero ¢
THa3uaH TpaOBa Aa c¢ NpeyCTaHOBH NpeAH NpoBexaHe Ha H3CAeIBaHKA 32 OLECHKA Ha QYHKIUATA Ha
NapalHTOBHAHHTE XJIE3H.

3a THA3HAHTE € H3BECTHO, Ye MOBHULUABAT YPHHHATA €KCKPCUIHA Ha MAarde3ns, KOCTo MOXe Aa A0BEAC 10
XHIIOMAarbe3HcMuAn.

B ropeuio BpeMe NMpH NalHeHTy ¢ OTOLM MOXKE JIa HACTBIIM JHIYLUHOHHA XHIIOHATPHEMHA.

Jhumuil
KaxTo ¥ 3a apyrute aurvoTeHs3uH Il peuenTopHy aHTArOHHCTH €IHOBPEMEHHOTO MPHIOKEHHE
Ha OnMesnpn Tpuo K THTHH He ce npenopbyBa (BHXKTE TOUKA 4.5).

Covpoeuna neoocmamvynocm

Karo cneacteMe oT MHXUOUpaHETO HA PEHHH-AHTHOTEH3HH-ANIAOCTEPOHOBATA CHCTEMA NIPH
Npeapa3noONOoKEHH NHLA MOTaT Ja ce OYakBaT mpoMeHH B Ob6peuHara ¢pyHkuusa. [Ipy nauveHTH ¢ Texka
ChbpAedHA HEAOCTATHUHOCT, YHATO OBOpeUHa PYyHKIMA MOXKe Ja 3aBHCH OT AKTUBHOCTTA HA PEHHH-
AHTHOTEH3MH-ALIOCTEPOHOBATA CHCTEMA JICYEHHETO ¢ HHXHOMTOPH HA AaHTHOTEH3HWH KOHBEPTHPALIHS
eH3uM (ACE) u aHM'MOTEH3HH PeLieNTOPHHY aHTANOHUCTH Ce CRBP3Ba C OJIHIYPHA W/MIIH NporpecHpamia
a30TeMuA H (paaxo) ¢ octpa ObOpeuHa HeAOCTATHUYHOCT W/HH cMBPT. [lalHeHTH ChC CHpISYHA
HEAOCTATBYHOCT TpAOBA Ja ce JIeKyBaT ¢ BHHMaHHe. B ObIrocpouno, miaiedo-kOHTpOIHpaHO NIpoYyYBaHe
¢ aMJIOAHIIMH NpH NALHEHTH ¢ TeXKKa ChpaeuHa HepocTaTbyHOCT (Kkiac III n IV no NYHA) noknanpaHara
yecToTa Ha benoapobeH 0Tok e no-BHCOKa B rpynaTa Ha aMJIOAMITHH B CpaBHEHHE C rpynara Ha mnauebo
(BHXTe TOUKA 5.1). BriokepuTe Ha KaJLMEBHTE KaHANH, BITIOYHTENHO H aMIoAMnuH, TpabBa Aa ce
H3MOJI3BAT C BHUMAaHHE MPH NMalHEHTH CbC 3acTolHa ChpAeYHa HEJOCTATLYHOCT, Thil KATO MOTAT Ja
MOBHILAT PHCKA OT ObAellM ChpASYHOCHAOBH HHIMACHTH 1 CMBPTHOCT.

LInpy-nodobra enmeponamun

B MHOro peakH ciyyaHd ce chodlnaBa TexKka, XpOHHUYHA AHApHS ChbC 3HAYMTENHA 3aryfa Ha Terio npu
NAUMEHTH, NPHEMAIIH OJIMECAPTaH HAKOIKO MéceLla O FOAMHH clie]] 3anouBaHe HA JEUEHHETO, BEPOATHO
NPHYHHEHA OT JIOKaIH3UpaHa peakiiisi Ha CBPbXYYBCTBHTENHOCT OT 3a0aBeH THII. UpeBHHTe OHONCHH Ha
nalMeHTHTE YeCTO [TOKa3BaT BUNO3HA aTpodus. AKO NpU NALMEHT ¢€ MOABAT Te3H CUMITOMH NO BpeMe
Ha IEYEHHETO C OJIMECAPTAH, H MPH NHUIICA Ha Apyra OYE€BHAHA €THOJIOrHA, NEYEHHETO ¢ OIMECApTaH
TpaOBa Ja ce npeycTaHOBH He3abaBHO H Aa HE ¢e 3aNno4yBa OTHOBO. AKO IHapuaTa He ¢e noJoopH B
TE4YEHHE Ha e/lHa CeMHULIA Clell IPEKPaTABAHETO Ha NpHeMa, TpabBa Ja ce npeaABHAH Nnocieasalla
KOHCYNTalHS CBC CMEHHANHCT (HAlpUMEP raCTPOEHTEPOJIOT).

Ocmpa Muonus u 6MopudKa 3aKPUMOBbSBARA 2A1AYKOMA
XHApOXNOpOTHA3HA, KATO CYN(POHAMHI, MOXKe Aa NpeAU3BHKa HIHOCKHKPATHYHA PEaKIX, H3pA3gpalla
C€ ¢ OCTPa TPAH3UTOPHA MHOTIHA H OCTPA 3aKPHTOBI'bIHA raykoMa. CHMIITOMHTE BKJ ;,f
HAMAJIABAHE Ha 3PHUTEIHATA OCTPOTAa WIH OONKa B OUHTE, KOUTO OOHKHOBEHO ce NnogBgl:
4acoBe [0 CEAMHMIH CleA npusiaraie Ha MeanKkamMeHTa. HenexyBaHaTa 3akpHTOBIE 7 £y

JOBEAE A0 NocTosHHA 3aryba na 3peHueTo. ITbpBa TepaneBTHYHA CTHNKA € MPEeKbC !p 12
XUAPOXJIOPOTHA3K] B HA-KpaThbK Bb3MOXKEH cpoK. Moxe fa ce Hanoxu He3abasH .'




HJIH XHPYPTHYHO JIEYEHHE , aKO BbTPEOYHOTO HANATaHe He MOXe Aa 0bae KOHTpoaupaHo. PMckoBu
¢akTOpH 33 pa3BHTHETO Ha OCTPa 3aKPHTOBIbIIHA II1ayKoMa MoraT Ja ObJaaT aHaMHe3a 3a ajllepriasg KbM
cyJipoHaAMH AN UJH NMEHUUUIANH (BHXKTe TOUKa 4.8).

Bpemennocm

Jleuenune ¢ anrnoTeH3uH [I-penenTopHu aHTaroHUCTH He TPAOBA Ja ce 3ano4Ba No BpeMe Ha OpeMeHNOoCT.
OcBeH ako NIPOABIDKUTENIHATA TEPANNs ¢ AaHTHOTEH3HH lI- peLlenTOpHH aHTArOHHCTH He € KpaHo
HeoOXoAHMa, NALHEHTKUTE, KOUTO NNaHHpaT bpeMeHHOCT, TpabBa 1a NpeMHHAT Ha JIEYEHHE C
aNTEePHATHBHH AHTHXHIMEPTECHIUBHH IEKaPCTBA, KOMTO HMAT YCTAHOBEH Npodui Ha besonacHoCT 3a
npuUioxeHue Mpy OpeMeHHoCT. [Ipy ycTaHOBARaHE HAa OPEMEHHOCT JICUEHHETO ¢ aHrHoTeH3uH 11
pelLlenTOpHU aHTaroHUCTH TpAbBa Ja Ohjae He3abdaBHO IPeyCTaHOBEHO H, KO € YMECTHO, TpabBa Ja ce
3AMOYHE aNTepPHATUBHO JleYeHHe (BUXKTE TOMKH 4.3 1 4.6).

I[Teouampuuna nonynayus
Onme3ua TpHO HE € NOKa3aH NpH Aelua 4 IOHOLIH nox 18 roguiiHa Bb3pact.:

Ilayuenmu 6 cmapuecka év3pacm
[Ipu nanueHTHTE B CTApYECKa Bb3pacT Ao3aTta TpAOBa Aa C¢ YBEJIHYaBa ¢ BHHMAaHHE .

Domouyscmaumennocm |

HoxnaznpaHH ca CIy4au Ha peakUHH Ha GOTOUYBCTBHTENHOCT TIPH THA3MAHHK AUYDPETHLIH (BHXKTE TOUKa
4.8). AKo ce nosiBY peakuus Ha POTOUYBCTBUTENHOCT 1O BpeMe Ha JedeHue ¢ Onmeann Tpuo, ce
npenopbysa Aa ¢e NPeyCTaHOBH NpUeMa. AKO ce Halara Bh30OHOBARaHE Ha [IPHJIAraHeTO Ha AMYPETHKA,
ce mpernopbiBa a ce NPeAnasBaT yYaCThlMTe, H3NI0KEHH HA CITbHIE HIH W3KycTBeHH UV-nbyu.

Ocmpa pecnupamopra moKCuUsHoCm

Cnen npHeM Ha XHAPOXJIOPOTHA3H] ce ChOOILABAT MHOIO PEAKH TEXKKH CIIy4ad Ha OCTpa peclnpaTopHa
TOKCHYHOCT, BKTIOYHTENHO OCTBP pecnupaTopeH AucTpec cunapoM (OPHAC). Cnexn npueM Ha
XHAPOXJIOpOTHA3KHA OOUKHOBEHO ce pa3BHBa OenoapobeH oTOK B paMKHTE Ha MHHYTH 10 4Yacose. B
HaYaJlOTO CHMIITOMHMTE BKITIOYBAT JUCTIHES, TOBHLICHA TEMIIepaTypa, Biollapade Ha benoapobHara

¢dyHKums ¥ XUnotoHus. I1pu cemuenue 3a ARDS Tpabsa n1a 6bae cnpas npuembT Ha Onmesua Tpro u
Jla ce MPUJIOKH NOAXOMALIO TeyeHHe. XUAPOXIOPOTHA3ZKHA He TPpAOBa Aa ce npunara Npy NalHeHTH,
KOUTO npeny Toea ca nonayuasand OPIC cnea npueM Ha XHAPOXAOPOTHA3HA.

Apyeu

KakTo nph BCAKO AaHTHXHIIEPTEH3UBHO CPEACTRO, MPEKATIEHOTO HaMaleHHe Ha apTePHANTHOTO HAJIMraHe MPH
NalLMEHTH ¢ HCXeMHUYHa DoJlecT Ha ChPLETO HIH UCXEMHYHA MO3BYHO-ChA0BA OonecT 61 Morno na noeene
10 MUoKapaeH HHPAPKT #IK HHCYNT.

Peakuyu Ha CBPBXYYBCTBHTCNHOCT KbM XHIPOXNTOPOTHA3WI MOraT Ja HACTLIIAT NPH NAaLUCHTH C HIIH be3
dHaMHE3a 34 AJICprui HJiIH ﬁpOHKHaIlHa dCTM4d, HO Ca ITO-BCPOATHH NPH MNALHCHTH € TaKaBa aHaAMHE34.

Exzauepbaliny WK akKTHBHPaHe Ha CHCTEMEH JIYNyC ePHTEMATO3YC ca ChbOOLIABAHM NPU NPHJIOKEHHE Ha
THA3HIHH JUYPETHLH.

KakTo npu BCHYKH Jpyrd aurioTreH3uH Il peuentopHu aHTaroHUCTH, e(peKThT Ha HaMaliaBaHe Ha
apTEpUATTHOTO HAJIAraHe Ha OJIMECapTaH € 0 U3BECTHA CTENEH NO-HUCHK NPH YEPHOKOKH [Jaty
CPaBHEHHE C OCTAHAIMTE NALHEHTH; BLIIPEKH TOBA, TO3H edeKT He e HabmoaaBaH npu Py

TPHTE KIHHHYHH NpoyuBaHHa ¢ OnMmesna TpHo, B KOMTO ca BKIKOYEHH YEpPHOKOXKH r--/ Y
BIDKTE CBIUIO TOYKA J.1.




4.5

Humecmunanen ancuoeoem

3a HHTECTHHAJIEH aHIHOEJAEM c€ ChboOllaBa NMpPH NMALMEHTH, NEKYBaHH ¢ aHrHoTeH3HH Il penenTopHu
AHTarOHUCTH, BKIIOYHTENHO OaMecapTaH (BX. Touka 4.8). Tesu nauueHTH HMaT KopeMHa 6oska, ragene,
noBpbliaHe U JUapui. CUMITOMUTE OTIIYMARAT Clie] PeyCTaHOBABaHe Ha aHMMOTEH3HH I
pPEUENTOPHUTE AHTAFOHUCTH, AKO C€ AHATHOCTHUHPA HHTECTHHANEH aHIHOEAEM, JIEYEHHETO C
oJiMecapTaH TpsaOBa Aa ce NpeyCcTaHOBH H J1a ce 3allovHe NTOAX0AAUI0 HabmoaeHHne 10 NbIHOTO
OTLYMABAHE H3 CHMIITOMHUTE.

TTomownu eewyecmea
ITauMeHTH ¢ pekH HacleACTBEHH NpoOaeMH Ha HENOHOCHMOCT KbM rajlaKT03a, ITBJIeH JaKTa3eH AedHLMT
HJIH FAIOK030-rajlakTo3Ha Manabcopbuus ne TpabBa Aa npHeMart TORa J€KapcTBO.

BaarmoaeiicTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APpYrda GopMHE Ha BlarMoaelicTBue

BL3MOKHE B3aBEMOACHCTBAN, CBbp3anH ¢ KoMbaaanuata Oamesnn Tpnro:

Eonospemenro npunoxcenue, koemo He ce npenopviea

Jlumuu

Obpatumo nokauBaHe Ha CEpyMHHTE KOHUSHTPALMH ¥ TOKCHYHOCTTA Ha JIUTHSA Ce CLOOLLABAT NpPH
€IHOBPEMEHHO MPHI0OKEHHE Ha THTHH C HHXHOMTOPH Ha AHTHOTEH3HH KOHBEPTHPALUHMA €H3HM H PAAKO C
aHIHOTEH3HH ] peuenTopHN aHTaroHUCTH. B nonbaneHue Gp6peyHHAT KIHPBHC HA JINTHS Ce MOHMXKAaBa
OT THa3HAHNTE H KAaTO CICACTBHE MOXE Aa Ce YBEJIHYH PHCKBT OT JUTHEBA TOKCHYHOCT. [lopanu ToBa He ce
NpenoppyBa €JHOBPEMEHHOTO NpuaokeHne Ha Oame3n Tpuo u autut (BWKTe Touka 4.4). Axo
NPHIIOKEHHETO HA Ta3H KOMOHHALIHA ce Okaxe HeoOXOAHMO Ce NpencpbuBa BHHMATENHO NPOoCcieAsBaHe
H& CepYMHHUTE HHBA Ha JTUTKA.

Eonoepemenno npunoscenue, Koemo u3ucKkea nOBUIEHO GHUMAHUE
baxnoghen '
Moske f1a HaCTBHIH NOTEHUMpaHe HAa AHTUXUTNEPTECH3UBHHUS €(EKT.

Hecmepoudnu npomusoswvinarumennu rexapcmeenu cpedcmaa

HCIIBC (Hanp. aueruncanuuunoBa kucensa (> 3 g/aneBno), COX-2 uHXubuTopH ¥ HeCeNleKTHBHH
HCIIBC) MoraTt na HaManaAT aHTUXHNEPTEH3HBHHTE ePeKTH Ha THASHAHHTE JUYPETHIM H HA AHTHOTEH3HH
Il peuenTOpHHUTE AHTArOHUCTH.

I1pn HAKOH MALKEHTH ¢ KoMIpoMeTHpaHa ObOpeuHa QyHKIUA (Hanp. AeXUAPATHPAHH NMAalHEHTH WK
MalHEHTH B CTAPUECKa Bh3pacT ¢ komnpomerHpasa 6b0pedna QyHKINA) eNHOBPEMEHHOTO NMPHNOKEHHRE
Ha aHTHOTEH3HH Il pelenTopHH aHTaroHHCTH M CPEACTBA, KOHTO HHXHOHPAT LIMKJIOOKCUIeHa3aTa MoOXe
Ja IOBEAE 0 JOITBJIHHTENHO BlIolIaBaHe Ha Ob0pevunara pyHKIHA, BKIIOMHTEIHO Bb3MOXHa

OBOpeyHa HEZOCTATBYHOCT, KOATO 0OKuUaliHo € ofpaTuMa. [Topanu ToBa, koMOuHaUKATa TpAOBa Na ce
npujara ¢ NOBHIICHO BHHMAaHHE 0CoOEHO NMpH NMALMEHTH B CTapyecka Bb3pact. [lauuenture Tpabea na
ObAaT 10CTAaTHYHO XHAPATHPAHH H TpabBa aa ce obecpan npocnensBaHe Ha 6x0peuHara GpyHKuUMA caen
3ano4BaHe Ha €IHOBPEMEHHATa Tepalus U NEPHOAUYHO Clle]] TOBA.

EnnoBRpeMeHHO NPHIOKEHRE, KOeTO TpAGBa 1a ce RMa MpeaABH]
Amughocmun
Moxe za HaCTENM NMOTEHUUPAHE HA AHTHXUIIEPTEH3UBHUA e(eKT.

Apyeu anmuxunepmen3usnu cpedcmsa
EdexTsbT Ha NOHIDKaBaHe Ha apTepHANIHOTO HanAraHe Ha OnMesna Tpuo Moxe na 6'5,:1 TSP hg
€AHOBPEMEHHOTO NPHIOKEHHE Ha [PYTH aHTHXUINIEPTEH3HBHH JIEKAPCTBEHH NPOIYKTH, ‘S%“ /Q,zo

Anxoxon, bapbumypamu, CbHOMBOPHU Wl AHMUOENPECAHMU
Moxe a HACTbIIH YCHIBAHE Ha OPTOCTATHYHA XHNOTOHHKA.




Bb3MOXHHE B38AMOACHCTBHNE, CRBP3AHN C OIMECAPTAH MEJOKCOMHEJT:
EOHO08peMeHHO Npunodcerue He ce npenopeyea

ACE unxubumopu, anzuomen3sun Ill-peyenmopru 6aoxepu unu aruckupen

JlaHHK OT KIHHUYHH NPOYYBaHHA NOKa3BaT, Y€ ABONHOTO HiokupaHe Ha
pPeHHH-aHrHOTeH3HH-aNaocTeporoBara cucrtemMa (PAAC) upes kombunnpanara ynorpeba na ACE
MHXHOHTOPHU, aHrHOTEH3UH [l-peLienTopHH OOKEPH UK ATMCKHPEH CE CBBP3Ba € NO-BHCOKA YE€CTOTA HA
HeXKelaHH ChOMTHSA, KATO HaNPUMEP XHNOTOHUA, XHIIEPKATIMEMHS H HaManaBaHe Ha ObOpeyHaTta QpyHKLHS
(BmIouuTENHO OCTpa 6BOpeuna HeAOCTATHUHOCT), B CpaBHEHMe ¢ ynoTpebaTta caMo Ha €JHO CPeACTBo,
nefictBamo Bppxy PAAC (x. Touku 4.3,4.4 1 5.1).

Jlexapcmaernu npodyxmu, KOumo nogaussam Husama Ha Kanuy

EnHoBpeMeHHOTO NNPHIOKEHNE Ha KATHH-ChXpaHABalll AHYPETHLH, KATHeBH A00aBKH, 3aMEeCTUTENH Ha
COJITa, ChbAbPKALIN KAUTHH WY ApYId IEKAPCTBEHH NMPOAYKTH, KOMTO MOXE Aa YBETUYAT CEPYMHHTE HHBa
Ha xanui (Hanp. xenapuH, ACE nHXHOHTOpPH) MOXKeE J1a JOBe/e A0 NOBHIIABaHe Ha CTORHOCTHTE Ha
cepyMHHUA Kanu# (BlxTe TOUKa 4.4). B cnyvait ye nexapcTBeHHN NPOAYKTH, KOHTO MOBJIHUSABAT Kaln,
TpbOBa na ce npeanucear B koMOuHanua ¢ Onmesna Tpuo, ce npenopbusa npociaeaiBaHe Ha CepyMHHUA
Kanui. |

HonbaRATENRE HHPOPMALHA

Konecegenam, nexapcmeo, xoemo C8vp38a HCALYHUME KUCEAUNU

EnHoBpeMEHHOTO NPUNOXKEHHE HA KOJECEeBeNnaM XHIPOXJIOpH, IEKapCTBO, KOETO CBbP3Ba XKIAbYHHUTE
KHCEJIHHH, HaMa1gBa CUCTEMHATa EKCO3HLHMA H MAKCHMAJIHATA JIa3MeHa KOHUEHTpaLHs HA OJiMecapTaH
H HaMaJIaBa CAIHMHHALMOHHEA NMOJYKHBOT (112). [IpUiIokeHHeTO HA ONMecapTaH MEAOKCOMHI NOHE 4

yaca NpeAH KojleceBenaM XHAPOXJIOpHI HaManaBa epeKTa OT JIeKapCTBEHOTO B3aHMozelcTBHE.
[TpunoxeHHeTo Ha ONIMECAPTaH MEAOKCOMHI NOHe 4 yaca Apeld KojleceBelaM XHAPOXIopHA TpabBa na

ce MMa MpeaBHA (BHXKTE TOYKA 5.2).

Cnen neueHHe ¢ aHTHAUHMAN (aNyMHHHMEB MarHe3ueB XUAPOKCU) ¢e Habmoasa ¢n1abo noHMXaBaHe Ha
OHOHANMMYHOCTTA Ha OIMECcapTaH.

OnMecapTal MEAOKCOMHJ He 0Ka3Ba 3HAYUM e(eKT BbPXY (hapMaKOKHHETHKATA HIIH
dapMakoJHHAMHKATA Ha BapdapyH HnH $apMaKOKHHETHKATA Ha JUIOKCHH.

EnHOBpeMEHHOTO NMPHIMKEHHE Ha OJIMECAPTaH MEIOKCOMMI ¢ MPABACTATHH He OKA3Ba KIWHHYHO
3HauHMH edeKTH BBpXY papMakOKHHETHKATa Ha JBETe ChCTABKHM TIPH 3PABH JIKLA.

OnMecapraH He OKa3Ba KNHHHYHO 3HAYHMH HHXHUOUTOPHH edekTH BbpXY YoBellkuTe HHTOXpoM P450
eH3uMu 1A1/2, 2A6, 2C8/9, 2C19, 2D6,2E1 1 3A4 in vitro 1 HAMa HIH OKa3Ba MUHHMAIHH
HHAYUUpally e(pexTH BbPXY aKTHBHOCTT& Ha uutoxpoM P430 npu rurexose. He ce oyakBaT KNMHHAYHO
3HaUHMH B3aUMOJEHCTRUR MEXAY ONMECApTaH U JEKAPCTBEHUTE NPOAYKTH, KOUTO CE

NOCOYEHUTE NO-rope LUTOXpoM P450 eH3uMH.

BL3MOXER B3aBMOA¢HCTBHES, CBLP3AHE ¢ AMJIOAHOHH
EOROBDEMEHHO NPUROICERUE, KOEMO UIUCKBA NOBUUIEHO BHUMANUE

Eghexmu na opyzu nexapcmeenu npodyxmu evpxy aMacounux

CYP3 A4 nHxubutopu

EaMoBpeMEeHHOTO NMPHIIOKEHHE Ha aMIOAMINHH ¢ MOLUHHK MK yMepeHH CYP3 A4 un ]
HHXHOHTODH, a30JIHH NPOTHBOT'BOUYHHY, MAKPOJHAU KATO EPUTPOMHLIMH HITH KJIapUT]
HAH ANJITHA3EM) MOXE Aa NOBE/E AO 3HAUMHTENHO YBE/HYaBaHe Ha eKCNO3HLIHATA Kb IE:

). 2
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KnuHnyeuTe epeKTh OT Te3H PapMaKOKHHETHYHH NMPOMEHH MOXE J1a ca MO-H3ABeHH NMPH NallHeHTH B
cTapyecka Bb3pacT. iMa NoBHIIEH PHCK OT XHUMOTOHHUA. l'[pennp'bqaa ce BHHMaTenHo HabmoaeHue Ha
naljMeHTHUTE H KOPUrHpaHe Ha 103aTa pH HeoOXOAHMOCT.

CYP3A4 unaykropH

[Tpu eaHOBpEeMEHHO NMpHNarale ¢ 13BeCTHH HHAYKTOpH Ha CYP3 A4, niasMesara KOHUEHTpaLus Ha
aMNOAMITHH Moxe na Bapupa. [lopaau ToBa Tpabsa aa ce cnel KpHBHOTO HansAraHe U Ja Ce peryJjiMpa
J103aTa, KAaKTO MO BpeMe Ha, Taka U cnejl eAHOBPEMEHHHA NPHEM, OCOOCHO ChC CHIIHH MHIYKTOPH Ha
CYP3A4 (ranpuMep, prQaMIHLUKH, XBAT KAHTAPHOH ). ~

[MpunoxeHUeTo Ha aMNOAHNUH ¢ rpefindpyT HaH cok ot rpelndpyT He ce npenopbuBa, Thil KaTo MOXeE
Aa ce yBenH4H OHOHANUYHOCTTA ITPH HAKOH MALHEHTH, KOETO BOJH A0 YBelH4aBaHe Ha edexTa Ha
HaMansBaHe Ha KPLBHOTO HajifraHe.

HauTtponen (uu@y3us): [IpH )kHMBOTHH ca HabMOAaBaHH KAMEPHO MbBXX/IEHE H CbPASYHOCHAOB KOJAnC,
KOUTO Ca CBBP3aHH C XMNEpKaUeMHs Clie]l IPUNOKEHHE Ha BepalaMi 1 HHTPABEHO3HO JAHTPOJIEH.
[Topaau pHUCK OT XHMIIEPKATTHEMHA CE NPENOPHYBA Aa ce H30ArBa e AHOBPEMEHHOTO NPHIIOKEHHE Ha
O0KepH Ha KAJILHEBHTE KAHAIHN KATO aMJIOAUNKH IPHU NALMEHTH, NPSAPa3NON0XKEHH KbM 3JI0Ka4eCTBEHA
XUNEPTEPMHSA U NMPH JIEUEHHE HA 3NOKAYECTBCHA XHIICPTEPMHS.

Egexmu na amnoounun evpxy opyau aexapcmsenu npooykmu
EdexkTsT Ha aMNOMIHH 3a NOHMXXABaHE Ha apTepUANHOTO HansraHe ce NpuOaBsd KbM NOHHKABALIHS

apTEePHANTHOTO HaNAraHe edexr Ha Apyrd AHTUXUNEPTEH3UBHU CPEACTRA.

B xIHHWYHH NpOyYBaHuUs 34 B3aUMoAeNCTBHE, AMIIOAHIIMHE He NOBAHABA (PapMaKOKHHETHYHHA MpodHa Ha
aTOPBACTaTHH, AUFOKCHH MK BapQapHH.

CumBacraTiH: EAHOBpEMEHHOTO MPHIOXEHHE HA MHOMOKpaTHH A034 oT 10 mg amnogunuH ¢ 80 mg

CUMBACTATHH BOJIM 00 77% yBenuuapaHe Ha €KCNO3MUUATA KbM CUMBACTATHH B CPaBHEHHE CBC

CHMBAcCTaTHH, MpHNOKeH camocToaTenHo. Hamanere nosara Ha cuMBacTaTHH Ha 20 mg aAHEBHO NpH
NAUHEeHTH, KOHTO IIpHeMAaT aMJIOAHIHH.

Takponumyc: MMa pHCK OT NOBHIIABAHE HA KPHBHUTE HHBA Ha TAKPOJIHMYC NPH €AHOBPEMEHEH MPHEM C
amyroaunyH. C nen u3dbsreaHe MHTOKCUKALMATA C TAKPOJIMMYC, [TPH NPUNIONKEHUETO HA aMJIOAMIHH NPH
MAalMEHT, JISKYBaH C TAKPOIIMMYC, € HeoOX0UMO mpocieigBaHe Ha KPBBHUTE HHBA Ha TAaKPOJIHMYC H
KOPHIrHpaHe Ha Ao3aTa NpH HeobXoAuMocCT.

Luxknocnopu: B NpocneKTHBHO NpoyyBaHe ¢ NauueHTH ¢ 6b6peuHa TpaHCIIaHTALINS € YCTaHOBEHO
cpeano yeeauueHHue ¢ 40% Ha oflHTe HHBA Ha LHKIOCIIOPHH NPH €XHOBPEMEHHATA MY YNIOTpeDa ¢
amnoaunuH. EqHoBpeMenHara ynotpeda Ha OnMesua TpHO ¢ LHHKNOCHOPHHMONXE AQ JOBEIE KO
NOBUILEHA €KCNO3ULHA Ha LUHKAoCOpHH. [Tpn koMOuHHpaHO neueHue e HeoDXoauMo HabmoaeH e Ha
00I0TO HUBO HA LHKIOCTIOPHH, KAKTO H HAMAJIABAHE HA J03aTa NPH HeOOXOAHMOCT.

Bb3M0KEH B3aEMO¢HCTBAS, CBLP3aHH ¢ XHAPOXJOPOTHA3H]
Eonospemenno npunoxcenue ne ce npenopovusa

HAexapcmeenu npodyxmu, Koumo nosIuIsam HUEOMo Ha Kanus
Kanuii-u3uepnpaiingat eekT Ha XHAPOXJIOPOTHA3H {BIDKTE TO4YKA 4.4) MOXKe Ja e n
€HOBPEMEHHOTO NPUTOXKEHHE Ha APYTH JIEKAPCTBEHH NPOAYKTH, KOHTO Ca cn'bpsau
Kadui K xunokaaneMus (Ranp. Apyrd KanufypeTHYHH AHYPETHLM, JIAKCATHEH, KODTE
AKTX, amborepuumn, xapbeHokconod, neHruwinH G HaTpui Wik NpoU3BOIHH Ha
kucenuHa). [lopaau ToBa eIHOBPEMEHHO NPHIIOKEHHE HE CE NPenopbYBa.



Eonoepemenno npunoxcenue, Koemo U3ucKea nOSRUIEHO BHUMGHUE

Conu Ha xanyus

THasuaHUTE AHYPETHLH MOTaT a NMNOBUILIAT CEpYMHHS KAILHNA nopaay NOHMXABaHE Ha eKCKpeluaTa. B
cny4alt, ye TpaGBa aa 6baaT npeanicaHyk kanuueBH A00aBKK, CEpYMHHAT KaTUHH TpsbBa aa ce
NpoCNeasBaT M 103aTa Ha KaJiHA Ja ¢€ KOPHUTHpa B CbOTBETCTBHE C TOBA.

Xonecmupamur u XoneCmunonio8u CMoau
Abcopbumara Ha XMAPOXJIOPOTHA3H] Ce HApyLIaBa NPH HATHYHETO Ha aHHOHHH OOMEHHH CMOJIH.

Huzumanucosu znuxo3uou
[Ipeau3BHKaHATA OT THA3HIH XHITOKATMEMHA HJIH XHIIOMarHe3neMus Moxe Ja OnaronpHATCTBa H3ABaTa
Ha QUTCHTAJIHUC-UHAYLUHPAHU CHPACYHH apHTMHUH.

Jlexapcmeenu npooyxmu, xoumo ce GAUAAM OM HAPYWAsanemo Ha Husama Ha CEPyMHUR Kanuti
[IpenoppuBa ce nepHoaHUHO npocienspaHe Ha cepyMHud kanuii 1 EKIT, xoraTto Onmesun Tpuo ce
npuiara ¢ IeKapCTBEHH NPORYKTU, KOHUTO Ce NOBIUABAT OT HAPYLUEHHUS B CEPYMHHTE HUBA Ha Kajlud
(Hanp. AUrATAIHCOBH FTHKO3KIK M AaHTHAPHTMHIH) H CbC ClIeAHMTe torsades de pointes (kamepHa
TaXHKAPAHA )-HHIYLHPALUH JIEKaPCTBEHH NMPOAYKTH (BIIIOYHTENHO HAKOH AHTHAPUTMHLH ), ThH KATO
XHMOKaIMEMHATA € npeapasnonaral] ¢pakTop 3a torsades de pointes (kaMepHa TaxHKapAH):

- iac Ia aHTHapUTMHUM (Hanp. XHHUAMH, XUAPOXUHHANH, IH30IIHpaMH]);

- knac Il anTHapuT™HIM (Hanp. aMHOAapOH, CoTanon, sodeTunua, HOyTHIHD);

- HSKOW AHTHICHXOTHLH (Harp. THOPHAA3UH, XJIOPIPOMa3HH, IeBOMENpoMa3HH, TpHdIIyonepasuH,
[IHAMEMAa3HH, CYJNMHPHI, CYJTONPHA, AMUCYINPUA, THANPUI, THMOIKA, XaTONepH IO,
ApONIEPHAON);

- ApyrH (Hanp. Genpuaun, uusanpun, sudemanun, 1.V, epuTpoMULiuH, XanohauTpHH, MH3OJACTHH,
NeHTaMHJHH, CIapdAoKCaly, TeppeHaanH, 1.V, BHHKaMHH).

Hedenonapusupawu cxenemnu Myckyanu peaaxcanmu (nanp. myboxypapun)
EdekTbT Ha HEAENONAPUIUPALIMTE CKENETHH MYCKYJTHH PelIakCaHTH MOXeE Ja Oblle NOTEHIHpaH OT

XHAPOXJIOPOTHA3UA.

Anmuxonunepzuunu cpedcmea (nanpumep amponus, bunepuoen)
HapacTBaHe Ha OHOHaNHMHOCTTA Ha THA3HIHHTE JUYPETHLH NOCPeACTBOM 3a0aBsiHe Ha CTOMALTHO-
YpEBHHA MOTHJHUTET H CKOPOCTTA Ha U3Npa3BaHE Ha CTOMAaxA.

Aumuouabemuu rexapcmeery RPoOOYKmMuU (Nepopaniu Cpeocmea u UHCYauH)
JleuenueTo ¢ THA3UAH MOXe Ja NOBIHAC BLIICXHAPATHHA TonepaHc. Moxe fia ce HAJIOXH KOpUrMpaKe Ha
A03aTa Ha aHTHAHAOETHHA NeKapCTBEH NPOAYKT (BHXKTe TOUKa 4.4).

Memgopmun
MetdopMHH TpabBa aa ce Npuiara ¢ MOBAIIEHO BHHMAaHHE HNOpaAH PHCK OT JNaKTaTHA alH03a, KOSTO ce
NPHYHHABA OT BP3MOXHA QyHKUHOHANHA OBOpeyHa HELOCTaTBYHOCT, CBbP3aHa ¢ XHAPOXAOPOTHABHA.

Bema-baoxepu u ouazoxcud
XunepriaukeMusHpaiuns edekt Ha Oera-0NoKepHTe H JHA30KCHIA MOXKeE J1a C& YCUITH OT THA3UJHTE.

IIpecoprnu amunu (nanp. nopadpenanun)
EdexTsT OT NpecoOpHUTE aAMUMH MOXE J1a € IOHHKEH.

Jexapcmeenu npodyxmu, Koumo ce npunazam 3a le¥enue na nooazpa (wanp. npob
CYADURNUDAZOH U ATONYPUHON)



4.6

Moske [1a ce HaNoXKK KOpHIHpaHe Ha J03aTa Ha YPHKO3YPHUYHHTE JIEKAPCTBEHH CPEACTBA, TBH KATO
XHIAPOXJIOPOTHA3HA MOXeE Na MOBHIIM HHBOTO HA CEPYMHATa NNMKOUYHA KKHcenuHa. Moxe 1a e HeobxoguMo
NOBHILIABAaHE HA A03aTa Ha MpobeHeuua MK CynpUHNUpa3oH. EAHOBPEMEHHOTO IPHAOKEHHE HA THA3HAH
MOX€E Jia MOBHIIY Y€CTOTATa Ha PeaklHH Ha CBPbXYYBCTBHTEIHOCT CIIPAMO aNOMypPHHON.

Amarnmaoun
TuasuauTe MOraT Aa NOBHILAT PHCKA OT HeXeJJaHH peaKLuH NPHYHHEHH OT aMaHTAAKH.

Llumomoxcuvunu cpedcmea (nanp. yuxnogochamud, memompexcam)
TuasuauTe Morat Ja HaManaT 6p0pedHaTa excKpelHs Ha UUTOTOKCHYHHTE JIEKAPCTBEHH NMPOAYKTH M Aa
NOTEHLUPAT MHETOCYIIPECUBHUTE UM edheKTH.

Canuyunamu )
B ciyuali Ha MpHJIOXKEHHE HA BHCOKH A03H CANHIMIATH, XHAPOXJIOPOTHA3H MOXE Ja YCHAH TOKCHYHHA
edeKT Ha CATHLHIATHTE BbPXY UEHTPATHATA HEPBHA CHCTEMA.

Memwunoona
HMa uzonupanu choOllieHHS 38 HACTHNBAHE HA XEMOIMTHYHA aHEMHH NpH €AHOBPEMEHHO NMPHITOKEHNE

Ha XMAPOXJIOPOTHA3H # METHJI0NA.

Lluxnocnopun |
EQHOBPEMEHHOTO JIEUEHUE C IHKJIOCTIOPHH MOXeE fia HOBHILUHM PHCKA OT XMNEPYPHKEMHS H MOAArpO3HY
YCNOXKHEHHH,

Tempayuxnuru

EXHOBpeMEHHOTO NPHIOKEHNE HA TeTPALMIUIMHH ¥ THA3HAM MOBKIIABA PHCKA OT TETPAllHKIHH-
HHAYIMPAHO NOBHILABaHe Ha cTroliHocTHTE Ha ypeaTa. ToBa B32aUMOJAEHCTRHE BEPOATHO HE € NPHAOKHMO
332 JOKCHLMKIIHH.

PepTRARTET, 6PpeMEBHOCT H KLPMEHE

bpeMeHHOCT

[Mpunoxennero Ha OnMesua Tpuo e npoTuBonoKasano npe3 27" y 3™ TpuMecTsp 0T GPEMEHHOCTTA
(BrxTe TOukH 4.3 u 4.4). Karo ce B3eMar npeapu ebeKTHTE HA OTAEIHUTE CHCTABKH Ha TO3M
KoMOMHMpaH NpoAyKT BepXy OpemeHHocTTa, npunoxeHHeTo Ha Onmesn TpHO He ce Npenopby4Ba npes
THPBHA TPHMECTBP OT OpeMeHHOCTTA (BIDKTE TOUKA 4.4).

Onmecapman MeOOXCOMUN
[TpunoxkerueTo Ha aHruOTeH3MH 1l pelenTopHH aHTarOHHCTH HE Ce NpenopbiBa Npe3 MbPBUA TPHMECTHD
Ha OpeMeHHOCTTA (BHXTE To4ka 4.4). [punoxenneTo Ha anrnoTeH3uH !l pelienropun asTaroHucTy e
NPOTHBONOKa3aHo npe3 2P u 3™ TtpuMecTbp Ha OpeMeHHOCTTa (BHXTe TOYKH 4.3 H 4.4).
EnuneMuonorHyHUTE AOKA3ATENCTBRA, KACASUIH PHCKA OT TEPATOreHHOCT ciel ekcrnosuius Ha ACE
HMHXHOMTOPH Npe3 ITbPBHA TPHMECTBP OT OpEeMEHHOCTTA, He ca YOeAUTeNHH; He Moxe, obade, Aa ce
H3KJIIOYH cnabo HapacTBaHe Ha pHcKa. JIokaTo JIMIICBAT KCHTPONMHPAHH EMHACMHONOIHYHH AaHHH NO
OTHOLIEHHE H& PUCKA ¢ aHIMOTEeH3MH 1] peuenTopHHU AHTANOHUCTH, CXOJHH PHCKOBE MOIaT Jia
ChIIECTBYBAT 3a TO3H KJIaC MeAHKaMeHTH. OCBEH aKo NpOAB/DKABAKETO HA JIEYEHHETO C AHMMOTEH3HH
peuenTopeH OnoKep He Ce CUMTA 33 H3KIIOYHTENIHO BAXHO, NMAIMEHTKHTE, KOHTO ILTaHHPaT OpeMEHHOCT
TpAOBa Aa NPEeMUHAT Ha JICUCHHE C JPYTH aHTHXHOEPTEH3UBHH IEKAPCTBA, KOUTO HMAT YCTAHOBEH
npodin Ha 6e30macHOCT 3a MpUnoxeHne npu OpemenHocT. Koraro ce ycraHoBy 6peMEHHOCT, A@4eNHETO
¢ anrHoreHsuH II peuenropau anraronucTu Tpadea ga 6bae He3abaBHO NPEyCTaHOBEHO /: A Mo
YMECTHO, TpsOBa fa ce 3arno4yHe aJTepHATHBHO NEYEHHE. ©
H3BecTHO €, 4e NpH X0pa eKCNO3KLUHATA KbM aHrHOTeH3HH 11 pelilenTopHn aHTaronu
TPHMECTLP MpHUHHABA PEeTOTOKCHYHOCT (HaManeHa Op0peuna GyHkuMs, ONUro
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Ha OCH(pHKaLUbTa Ha Yepena) 4 HeoHaTalHa TOKCHYHOCT (ObOpeyHa HeAOCTATBHHOCT, XHIIOTOHHA,
XHMepkanueMus) (BHXTe Cbio Touka 5.3).

B ciyyail ye e UMaN0 eKCIO3HLMA KbM aHTHOTEH3HH I peuenTopeH aHTaroHUCT cnex 2P TpUMeCTLp Ha
OpeMeHHOCTTAa, Ce IpEnopbhYBRa exorpadcku KOHTpoa Ha 6nOpeunara pynkuus n yepena. beberara, uunTo
maliky ca MpueMaiH aHirHoTensuH Il peuentopuu anraroHucTH, TpsOBa Ja ObaaT BHUMATEIHO |
HaOmonaBaHy 3a XUNOTOHUA (BHXKTE CHIIO TOYKH 4.3 1 4.4).

Xuodpoxnopomuazud

OnUThT ¢ XHIPOXJIOPOTHA3HUA 110 BpeMe Ha OPEMEHHOCT € OrpaHH4eH, 0COOCHO npe3 MbPBUA TPHMECTERP.
ExcnepyMeHTATHHTE IPOYUBAHKSA NIPH XKHBOTHH €4 HEAOCTATEYHH.

XUJIpOoXNOpoTHA3H] [TIPEMHHABA IIaucHTaTa. Kato ce HMa npeaBu] $HapMaKoJIOrHYHHA MEXaHH3bM Ha
neliCTBHe Ha XUIAPOXIOPOTHA3K A, HEMOBOTO NpUoxeHHe npe3 27 u 3™ TpuMecTsp MOXe aa
KOMIIPOMETHpA (peTo-NnalueHTapHara nepPys3us H MoXe a NPUYHHH (PeTanHu H HeOHATATHHU edeKTH
KATO HKTEp, HAPYILIABAHE HA eNIeKTPONUTHUS OanaHc M TpoMOOLMTONEHMS.

XuapoxaopoTuasu He TpgOBa aa ce npunara rpy OTOUH Ha OpeMeHHOCTTa, reCTalMOHHA XHIIEPTOHUA
HJIH NpeeiaMIICHs NMOPAAH PUCK OT NOHWXABaHE HA Na3MeHus obeM U IaueHTapHa xunonepdysus, 6e3
noneseH epeKT BupXy Xo1a Ha 60onecTTa.

XHIpOXJIOPOTHA3HA He TpADBa A ce npuiara 3a JIeYeHHE Ha €CeHLIMANHA XUNIEPTOHUA NpH OpeMeHHH
JKEHH, ¢ UIKIIOYCHUE Ha PEIKUTE CITY4aH, B KOHTO HEe MOXKE Aa Ce NMPHIOXKH JPYTO JICYeHHE.

Amnoounun

JlaHHuTE OT orpaHHYeH Opo#t ekcrio3upaHH OpeMEHHOCTH HE NOKa3BarT, Ye aMNOJUIIUH HIIH APYTHTE
aHTarOHHCTU Ha KaNllHeBUTE PELENITOPH OKa3BaT HeONMarofpHATHH edekTr BBPXY 3/ipaBeTo Ha deTyca.
Moxke Aa e Hanuie, obade, pHCK OT NMPOTPaxXHpaHe Ha paXKIaHeTo.

KnpmMeHe
I1o BpeMe Ha KbpMeHe He ce npenopbuBa ynorpedara Ha OnMesua TpHo H e 33 npeanoYHTaHe

anTEPHATHBHO JIeYEHHE ¢ no-aodpe ycraHoBeH npodun Ha He3onacHOCT NpH KbpMEHE, 0co0eHOo NpH
OTrIeXKJaHe HA HOBOPOAEHO WIIH POAEHO MpPEeXJEBpEMEHHO JeTe.

OnMecapTaH ApeMHHAaBa B MJIAKOTO MPH KbpMelllH IurbXxoBe. He ¢ u3BecTHO, o0aye, nanu onMecapras
peMHHaBa B KbpMaTa MpH Xxopa. AMIIOJMIIMH € €KCKpEeTHpa B 4OBeIKOTO Miako. KonnyecTroTo OT
MaliYHHaTa 8033, IPEMHHAI0 B HOBOPOAEHOTO, Ce ONpelea Ype3 UHTEPKBapTH/IEH AHana3oH ot 3 - 7%,
A0 MakCUMyM 15%. EQekTsT Ha aMIOAHNHH BbPXY KbpMaveTa He ¢ H3BECTEH.

XHAPOXJIOpOTHA3HA NPEMHHABA B MAJIKH KOJIMYECTBA B KbpMaTa IIPH Xopa. THazHANTe BbB BUCOKH J0O3H,
KOHTO BOAAT N0 HHTEH3UBHA JHYype3a, MOXeE Aa MOATHCHAT 00pa3yBaHeTO Ha KbpMa. YnoTpebara Ha
OnmMesua Tpro no BpeMe Ha KbpMEHE HE ce npenopbuBa. Ako OnMesus TpHo ce H3MO3Ba N0 BpeMe Ha
KbpMeHe, TpAOBa Aa ce Noabpka Bb3IMOXKHO Hall-HHCKA 034,

DepTHauTeT

Crobmasanu ca obpatuMu SHOXMMHYHH MPOMEHH B IIARATA Ha CNEPMAaTO30HAMTE NIPH HAKOH HAllUEHTH,
JieKyBaHH4 ¢ ONIOKEpPH Ha KANUMEBHTE KaHAJH.

KnuuuynuTe AaHHM ca HEAOCTATHYHH OTHOCHO MOTEHLHANHUA ¢()eKT Ha aMJIOAHITHH BbPXY (PEPTUIHTETA.
B eano npoyuBase ¢ IUTBXOBE Ca YCTAHOBEHH HexeNaHu edekT BepXY PepTHIHTETa HA MbXKKHTE
HHAHBHAH (BHXKTE TOUKA 5.3).

4.7 Ed¢exTn Bbpxy cnocobHOCTTS 32 modHpane u pabora ¢ Mammann
He ca nposexaaHi NpoyuBaHHs 3a ePeKTHTE BLPXY CHOCOOHOCTTA 3a uIodHpaHe H paboTa ¢ MALTHHH.
Tpabea na ce uMa npeasua, o6ave, Ye NOHAKOTA NPH NAUHEHTH, KOHTO NIPHEMAT AHTHXHNEPTRHAMBIHS
JIeYEHHE, MOTaT Aa HACTBNAT 3aMasHOCT, rNaBobonye, raicHe UKW YMOpa H TE3H CHMII //:: Tl
Hapywat cnocobHocTTa 3a pearupane. HeobOxoaumMo e BHHMaHHe 0CO6EHO B HAYANOT s“ PCHITTQ;

4.8 Hexe/1aHH JJeKAPCTBEHH PeaAKIHHA



BezonacHocTTa Ha ofMecapTaH/aMI0JHNHH/XUAPOXIOPOTHA3U]L € H3C/IC/ABAHA B KIHHHYHM NPOY4BAHNA
cbC 7826 nmanueHTa, nony4yaBailiy 01MecapTaH B KOMOHHALME ¢ aMJIOJUITHH M XUAPOXJIOPOTHA3HA.
Hexenanute peakuiy OT KIHHUYHH NPOYUYBAHHA, OT MPOYYBAHHSA, IPOBEACHH Clie] paspelnaBaHe 3a
ynorpeba, H CIIOHTAHHK AOKNagu ca o0eauHenH ¢ Tabnuua | 3a koMOuHamaTa Onme3ua TpHo, KakTo U
3a OTACAHUTE KOMIIOHEHTH OJIMECapTaH MeXOKCOMMII, aMINOAMITHH H XHIPOXJIOPOTHA3HA Bb3 OCHOBA Ha
M3BECTHHUA Npodun 3a 6e301acCHOCT HA OTAETHUTE KOMIIOHEHTH.

Haifi-uecTo JoK1aaBaHUTE HEKENAHH peaKUUH 10 BpeMe Ha JNeuenue ¢ Onmesua Tpuo ca nepudepen
OTOK, rnasobojiHe U 3aMagHoCT.

ClheaBalivTe TEPMHHH C€ MPUAArar ¢ Len Aa ce KIacHOUUHPa HACTBNBAHETO Ha HeXENlaHU PeaKIuy:
Muoro yectu (> 1/10)

Yectu (>1/100 no <1/10)
Heuectu (>1/1 000 no <1/100)
Peakxn (>1/10 000 go <1/1 000)
Mtoro peaxn (<1/10 000)

C Hen3BecTHa YecTOTa (OT HANMYHHTE JAHHHU He MOxXe a Obae HanpaBeHa oLleHKa)

Tabnuua 1
MedDRA CucremMHo- | Hexxenanu nexapcteeHd | Yecrora
OPTaHHH KJIACOBE peaKknun Onmesna | Onmecapra | AMNOAUMNHH | XHAPOXNOPOTHIH]
. Tpuo H
Hudexuun n Hnpeknus Ha ropHuTe | 4eCTH
HHpecTalHU AYXATENHM IThTHING
Ha30gapHHIHT YECTH
Hudexuna Ha YeCTH YECTH
NMHKOYHHTE MbTHLIA
CHANNOBACHHT peaKH
Hapyiuenus Ha JIEBKONEHHUA MHOI0 PEeaKH
KpbBTa 1 THM{pHATA | peaxy |
CHCTEMA TPOMOOLIMTONEHH HEYECTH MHOT0 peaKH
| peAKH |
NOTUCKAHE HA KOCTHHA pPeIKH
MO3BK
HeyTponeHus/ PEAKH
arpasyJ1oLHTO3a
XeMOJUTHIHA AHEMHS peAKH
ary1aCTHYHa aHeMH4 PeJKH
Hapyinenus Ha AnabdHnakTiHyHa HeUYeCTH
MMYHHaTa CHCTEMA peakuus
JlekapcTBena MHOT'O
CBPBbXYYBCTBHTEJIHOCT pelakH
HapyiueHus Ha XHIIEpKaTHEMHS HEYECTH | peAKH
metabonuima u XHUIIOKATTHEMHA HEYEeCTH | 4YeCTH
XPaHEHETo AHOPEKCHA HEYECTH
ITIHOKO3YPHA YECTH
XHNEpKaNLHEMHUS YEeCTH
XHNEPrIHKEMHS MHOT0
PEAKH
XHIIOMAarHe3HeMHUA
XHIIOHATPHEMHS /t‘ '
XHIIOXTIOPEMUS llsﬂ!'iﬁaﬁﬂﬁ\




XHNEPTPHITHLEPHAEMH
|

YECTH

XHINICPXO0JCCTCPOJIEMHA

MHOI'O YCCTH

XHIIEPY PHKEMHS

YEeCTH

MHOI'O 4CCTH

XHNNOXJTOPEMHYHA
aJIKajl034a

MHOI'0 pCAKH

IIcHxXUYHH
HapyHIeHHS

N

CBHCTOAHHE Ha
00OBpKaHOCT

penxwu

YCCTH

AenpecHs

HCYCCTH

penku

anarus

_peaxH

_pa3apa3sHUTENHOCT

HCYECCTH

6esnoxolicTBO

penky

NPOMEHH B
HacCTPOCHHETO
(BKITIOYHUTENHO
TPEBOMKHOCT)

HCYCCTH

HapyuieHus Ha ChHA
(BKJIIOMHMTENHO
bescbuue)

HCYECTH

pelKH

Hapyinenus na
HEepBHAaTa CHCTEMA

IAMAHOCT

HECTH

YECTH

HCCTH

HYCCTH

rnasobonue

YECTH

YCCTH

HCCTH

YECTH

MOCTYpajiHa 3aMafHOCT

HCHCCTH

[IPECHHKOII

HCUYCCTH

AHCIeY3Us

e

HCYCCCTH

AHIICPTOHHA

MHOTO
peaKH

XHIIOCCTCIHA

HCYECCTH

TMMAPECTC3IUA

HCYCCTH

pEAKH

[Mepndepra HeBponaTHs

MHOTO
PCAKH

CbHIIHBOCT

YCCTH

CHHKOI

HCYECTH

KOHBYJICHH

peAXH

3ary0a Ha aneTur

HEYECTH

_TPEMOPp

HCYCCTH

eKCTparipaMHAHH
HapyLeHUA

C
HCH3IBCCTHA
yeCTOTA

HapyuweHus Ha ouure

3pHTeNnHH HApPYLIEHRA
(BIJIIOYUTEITHO
RHILIONHA, 3aMbIJICHO

BHXKJAHE)

HCCTH

peaKH

HaMaJICHO OTACNAHE Ha
CBJI3H

pPeAKH

BJAOIIABAHC HA MHOIIHUA

HCYCCTH

KCAHTOCKOIIHA

oCTpa MHOIHA, OCTPa
3aKPUTOBIBIIHA
rnaykoMa (BHXTeE TOUKA

4.4)

BEPTHIrO

HCYCCTH

HEYCCTH




HapyleHHue Ha yxoTo
H nabupuHTa

THHHTYC

HCYCCTH

CopaevHu
HapylieHns

NN TALIAA

YECTH

HECTH

TaxXHuKapinsi

HCUYCCTH

MHOKapReH HHpapxT

MHOTIO

ApPHTMHA
(BKJTIIOYHTENHO
Opanukapanda, kKaMepHa
TaXHKapAus v
NPEACHPAHRO MbXKIEHE)

PCAKH
HEeYeCTH

PEAKH

AHrHHa IeKTOPHC

HCHECTH

N —

HEYecTH
(BKUI.
BIOLIIABaHe
Ha aHrMHa
NEKTOPHUC)

CbI0BH HapyLIEHUS

{
XHIIOTOHUA

HECTH

peJIKH

HEYCCTH

3aYEPBABAHE

HCYCCTH

YECTH

OprocratHyHa
XHIIEPTOHHSA

—

HCHCCTH

Backyaur
(BKJIKOUYHMTENTHO
HEKPOTH3KpALL| AaHTHHUT)

_TpoMb03a

penxy

eMOONH3BM

peaKH

Pecniupatophy,
rpbAHHN U
MEIHACTHHANHH
HApYyLICHUA

—

KallJIHLAa

HCYCCTH

| YeCTH

HCUYCCTH

OpOHXHUT

HECTH

JHUCITHCA

HECTH

pekH

¢dapuHruT

YECTH

 PHHHT

YEeCTH

HEYCCTH

OcTpa uHTEpcTHUHATHA
NMHEBMOHHS

peIKH

|

PecriupaTOpeH ANCTpec

HCHCCTH

benoapobeH oTok

PCAKH

r
OcTbp pecnupaTopeH

JHCTPEC CHHIPOM
(ARDS) (Bx. Touka 4.4)

MHOTO PEIKH

CroMalIHo-4YpeBHH
HapylIeHHs

JHAPHS

HCCTH

HCCTH

YECTH

ragCHe

HCCTH

YECTH

HECTH

HECTH

3allCK

YECTH

YECCTH

CYXOTa B ycTara

HCUYCCTH

HCUYCCTH

KopemHa bonka

YECTH

| YecTH

YECCTH

[TpoMaHa B 4peBHaTa
GbyHKUHA {BKJI. JHapHs U
3aneK)

HCCTH

METEOPH3bM

YCCTH

AHUCIIECINICHA

YSCTH

racTpur

APa3HCHC Ha CToOMaxa

racCTpOEHTEPHT

YECTH




XUNEPIIa3ug Ha MHOTO
BCHUHTE | PCAKH
IMapalHTHUYEH HIeyC MHOT'O PEAKH
NAHKPEaTHT MHOT0 peaKH
PEAKH
[OBPbINAHE HEeYeCTH HEYECTH YeCTH
HInpy-noaobHa MHOT'Q
eHTeponaTHa (BUXTE pEIKH
TO4KA 4.4)
HUHTecTHHANEH PEIKH
| aHTHOEAEM
Xenaro-OunuapHu XenaTHT MHOTI'0
HapyLIeHUA peaKH
aBTOMMYHeH xenaTut* C
HEH3BECTHA
4ecToTa
Xbarenuila MHOTO pPeaKH
(MHTpaxenaTaneH peaKH
XONecTaTHueH HKTEp)
OCTBp XONEUHCTUT peaKH
Hapyinenud Ha anoneums HEYeCTH
KOXKATA U aHrHoeIeM peaKu MHOT'0
AOJKOXXHATA ThKaH | peaxn
ANleprHyYeH JepMaTuT HEYECTH
Epurema myntugopme MHOTO
PEIKH
EpHTEMA HEYECTH
[TogobHuu Ha nynyc PEeAKH
ePUTEMATORYC KOXKHH
peakium
eK3aHTEM HEYeCTH HEYECTH
ExchonuatuseH MHOT0O
AEPMaTHT peaKkH
XHIEpXUApo3a HEYECTH
Peakiiny Ha MHOT'0 HEYECTH
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IloBuinenu cToHHOCTH He4ecTH
Ha alaHuH
aMHHOTpaHcepasa
IloBuilleHH CTORHOCTH HEYCCTH
Ha acnaprar
aMHHOTpaHcdepa3a
ITosniieHH ¢TORHOCTH yecTH MHOIO
Ha YepHOApODHUTE peaxu (HaM-
eH3UMH 4ecTo
BCNEACTBHE
Ha
| X0n€ecTasa)
INoBuieHH cTORHOCTH YeCTH
Ha KpeaTHH
dochokuHaza B KpbBTa
HaManaBaue Ha Terjaoro _ HevecTH
YBenuuaBaHe Ha HeYeCcTH
TErinoTo

*I1pe3 nocTMapkeTHHIOBHS NEPHOA ce CboblLaBa 3a C/Iy4an Ha aBTOMMYHEH XENaTHT ¢ JJaTEHTEH NEPHOA
OT HAKOJIKO MeceLla A0 FOAMHH, KOHTO ¢a o0paTHMH clief CIIHpaHe Ha MpHeMa Ha OfIMecapTaH.

JloKyanBaH# ca eIMHHYHH Cly4yaH Ha pabmpoMHoam3a, HaboJaBaHH Npe3 NeprHoAa Ha NPHEM Ha
anrnotensud 11 penentopuu 6aokepn. Crobuenn ca eAMHHYHYU CTyyaM Ha eKCTPANHpaMHJANeH CHHAPOM
NPH MAlHEHTH, JIEKYBaHHU ¢ aMIIOIUIHH.

HONBAHKUTENHH HEXKENaHH peakuHH, CbOOLeH B KITHHUYHH NPOY4YBaHHA HIIH OT NOCTMAPKETHHIOBHA
ONKT ¢ KOMOHHALMA OT PUKCHPAHK J03M HA OIMECAPTaH MEAOKCOMMI M aAMJIOJIHTTHH. KOHTO HE ca
cbobuieny 3a Onmesnn TpHoO, MOHOTEpANKA ¢ OIMECAPTaH MEIOKCOMMII HIIH ¢ aMJIOAMIHH UMM ca
JOKNaABaHH C NO-BHCOKA MeCTOTa NMpH ABoHHaTa koMOMHauua (Tabnuua 2):

Tabnuua 2: KoMOMRalus Ha onMecapTaH MEAOKCOMHI H aMIOIMITHH
Cacremuo- ecTOTa HexenanH JeKAPCTBEHH peaKIHH
OpranHH
K/I8COBE
Hapymenus Penku JlexapcTBeHa CBPBXYYBCTBHTEIHOCT
Ha UMYHHATa
CHCTEMA
CroMallHO-4 Heuectn bonka 8 ropHara 4act Ha KopeMa
pPeBHH |
HapyLleHHA
S 1 - I—_ — —_— S——

Hapymenns Ha Heuectn HamansaBaHe Ha nubunoTo
Bb3NMPOU3BOIUTENHATA

! CHCTEMA H I'bPAATA




O01un HapylieHUS U Yectu OTolIM ¢ TeCTOBATa KOHCHCTEHLMA
eeKTH Ha MACTOTO
Ha NPHIIOKEHHE

HeuecTH Jleraprusa
. — — — — +__
HapyumeHnus Ha HeuecTu bonka B kpaliH1LIUTE
MYCKYJTHO-CKeNIeTHATa
CHCTEMA U
ChEeAWHUTENTHATA ThKaH

JIONBAHHUTENHH HEXETAaHH PeakLHH, ChOOIECHH B KITMHHYHH MPOYYBAHHA HIH OT MOCTMAPKETHHIOBHS
ONUT ¢ KOMONHALHA OT PUKCHPAHH JIO3H HA OJIMECAPTAH MEAOKCOMHII H XHAPOXJIOPOTHA3M, KOHTO HE ca
chobinenn 3a OnMesna Tprno, MOHOTEpaIIHA € OJIMECapTaH MEZOKCOMMI WIH C XHAPOXIOPOTHA3HA HITH €A
AOKNaaBaHH C MO-BHCOKA uecToTa 3a ABoliHaTa koMOHHauwa (Tabauna 3):

Tabnuua 3. KomOaHANHY HA 0JMECAPTAH MEAOKCOMHEJ H XHJPOXIOPOTHA3HA .
| Cucremo- YecToTa Hexenanu
OpraHHu NIEKAPCTBCHH
| __KiacoBe peaxiiHm . |
Hapyuienus Ha HepBHarta Peaxu HapyiieHus Ha Ch3HAHHETO
CHCTEMA _ 1 (xaro3aryba Ha chb3HauHe) |
Hapymenus Ha Koxara H HeuectH Ek3eMa
__MOJAKOXHATA THKaH .
Hapywenzs na HeuecTn Bonka B KpaliHULIHTE
MYCKYJIHO-CKEJIeTHATa
CHCTEMA, CheAHHHTEIHATA ThKaH |
H3cnenpanus Penku Cnabo nonnxapane Ha
CpeaHHTE CTOHHOCTH Ha
_ . , | XeMOr10OHHa ¥ XEMAaTOKpHTA

Crobiapase Ha NOAO3IUPAHH HEXENAHH DEAKIIHH

CrobimaBaHeTo Ha NOAO3IMPAHU HEXKENIaHH peakiliy cliefl pasperaBaHe 3a ynotpeba Ha 1eKapCcTBeHUS
NpOAYKT € BaxHo. ToBa no3ponsBa Aa NPOIb/DKH HAOMIOAEHHETO HA CbOTHOLIEHHETO TOJI3a/PHCK 32
JIEKApCTBEHHS MPOAYKT. OT MEAHLIMHCKUTE CIECLHATHCTH C€ U3MCKBA Ja chob1IaBaT BCAKa MOJ03HpaHa
HeXeJlaHa peakLua ypes

H3ansaHKTEIHA areHuUMs 10 JIeKapcTBaTa

yi. ,,Jlaman I'pyeB” Ne 8§

1303 Codus

Ten..+359 28903417

yebcaiiT: www.bda.bg
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3.1

Maxcumansata go3a Ha Onmesns Tpuo e 40 mg/10 mg/25 mg senunx AHeBHO. HaMa choblieHus 3a
cnyuaH Ha npeaosHpase ¢ Onmesna Tpuo npH xopa. Hail-BepoaTHHAT edexT OT MPEeI03HPAHETO C
OnmMe3na TpHo € XMNOTOHHS.

Hali-BepoaTHuTe edekTH OT Npeao3upaHe ¢ ONIMecapTaH MEAOKCOMMI €A XHITOTOHHUSA M TAXMKAPAHS; MOXKE
Na Bb3HHKHE OpaJHKapAHs, AKO HACTBIK NapacMMMNAaTHKYCOBa (Barycosa) CTUMYIALINA.

Moxe aa ce o4akBa, Y€ Npefo3HpaHeTO ¢ aMIOAUNHH LI JoBeae A0 H3paleHa nepudepHa Ba3oAHNATALIUA
C M3pa3eHa XHIOTOHHS ¥ BEpOATHO pednekTopHa Taxukapaus. Mma cuobuieHus 3a n3pa3eHa u B3MOXHO
NPOABLILKHTENHA CHCTEMHA XHIIOTOHUA, BKIKOYHTENHO A0 LIOK ¢ aTaleH U3XOJ.

Hekapauorened 6eoApobeH OTOK ce choOlIaBa pSIKO KaTo NoCAeAHLA OT MPEO03HPaHE ¢
aMJIOIMITHH, KOHATO MOXe Aa ce NposBH CbC 3abapeHo Hayano Ha edexra (24-48 yaca cien
NOr/IblliaHe) ¥ J1a H3UCKBA U3KYCTBEHA BEHTUNALHA. PAHHHTE peaHHMALMOHHH MEPKH
(BXJIIOYHMTENHO HATOBApBaHe C TEYHOCTH) 3a NOAAbPXKaHE Ha nepdy3uaTa U cbplaeuHud aebut Morar

Ia OpAaT yekopaBalllH (PakToOpH.

[IpenosupaHero ¢ XHAPOXJIOPOTHA3H], C€ CBBP3Ba C HIUCPIBAHE Ha ENCKTPONKTH (XUTNIOKATIHEMHS,
XHINOXJIOpEMHS ) M AEXHpaTalus, B pe3yTaT Ha eKCLieCUBHA Auype3a. Haii-yecTHTe nmpu3Hany H
CHMINITOMH Ha MPEAO3UPAHE Ca raicHe H COMHOJIGHTHOCT. XMMOKATHEMHATA MOXe Aa A0Beae A0
MYCKYJIEH Cla3bM W/HMIH J1a YCHIH ChPACYHH apUTMHH, CBbP3aHH CbC CBHITBTCTBALIO NPUIOKEHHE Ha
AHTHTATHCOBH ITHKO3UIN HWIH ONpeaelieHH aHTHAPHTMHYHH JICKAPCTBEHH MPOLYKTH.

JleueHue

B cnyuaii Ha npeaosdpane ¢ OnMe3na TpHo, neveHnero TpsOBa na 6bae CHMITOMATHYHO H
noanepxaulo. [lopeaenuero ce onpeaens OT BpEMETO, H3MHHANIO OT NIONTBLIAHETO H OT TEXECTTa Ha
CHMIITOMHTE,

AKO NTpHEMBT € ¢CTAHAJ HACKOPO, MOXKE Ja ¢€ UMa NpeABH CTOMaLIHA NpoMUBKa. I1pH 3apaBH nHLla
He3a0aBHOTO NPHNOKEHHE HA aKTUBEH BbIJIEH A0 2 Yaca ciel MOrAbLIaHeTO Ha aMIOJMITHH € MoKAa3ao,
ye CBLLIECTBEHO NOHKWXKABRA abcopOLUMATa HA AMNOAHUMHH.

KnHHHYHO 3HaMHMa XHIIOTOHKA, AB/DKAIlA ce Ha Npeao3upane ¢ Onmesna TpHo, H3HCKBA AKTHBHO
NOAABPIKALLO NOBEACHAE HACOUEHO XbM ChPAECYHO-CBAOBATA CHCTEMA, BKIIIOYHTEIHO CTPUKTHO
npocieAgBaHe Ha CbpaeuHara H OenoapobHa QyHKIHA, NOBJAHIAHE HAa KPAaHHLIETE H KOHTPON Ha
LHPKYTHpallua o0emM TEYHOCTH W AHype3aTa. [IpunoxkeHnero Ha Ba30KOHCTPHKTOP 01 Morno aa 6bae ot
NoJi3a 3a Bb3CTAHOBABAHE Ha ChJOBHS TOHYC H Ha apTEPHalIHOTO HAJAraHe NpH NOMOXKEHHE, Ye HAMa
NPOTUBONOKA3aHHA 34 NPWIOXKeHHeTO My. MHTpaBeHO3SHHAT KaNlHEB IIIOKoHAT 61 Morea aa 6pae ot
1oJ13a 3a NpemMaxsaHe Ha edexTute 0T 6/10KajaTa Ha KAJILIUEBHTE KAHAIM.

Yecro Tpabsa 1a ce MOHUTOpHPAT CTORHOCTUTE HA CEPYMHHTE €EKTPOJIMTH H KpeaTHHUHA. [IpH
HacThIIBaHE HA XMMOTOHHSA NManueHTHT TpAOBA a ce nocTaBu ierHan no rped ¢ Obp30 NpUICKEHHEe Ha
3aMECTUTENHO NeYeHHE CbC COMH U TEYHOCTH.

Twii KaTO AMJIOJHIHH C€ CBLP3Ba BbB BHCOKA CTENEH ¢ MPOTEHHHTE, Hann3aTa He O 6una ot nonza. He
e U3BECTHO JaJIH OJIMECAPTAH HIIH XHMJPOXJIOPOTHAIU] Ce AHANHIUPAT.

Hee YCTAHOBCHA CTEIICHTA, 10 KOATO OJIMCCAPTAH H XHAPOXJIOPOTHA3K CC H3BIAHYAT NIPpU XCMOJHATH3A.

$PAPMAKOJIOAYHH CBOHCTBA
PapMaKoIBHaMHAYHHE CBOHCTRBA

dapmaxo-TepaneBTUYHa rpyna: aHrioTeH3HH 11 anTaroHucTH, 6;10KepH Ha KalLUeBH




IUYPETHULH.
ATC xon: COSDXO03

Onmeznn Tpuo ¢ komMOHHAUHA OT aHTHOTEH3HH Il peuenTopeH aHTArOHHCT - ONMEcapTaH MEJOKCOMHI,
Onokep Ha KaNlUHEBHTE KaHaMy - aMJIOAMITHHOB Oe3MNaT ¥ THa3MAEH AMYPETHK - XHAPOXJIOPOTHA3HJ.
KoMbuHaumsaTa OT Te34 BelleCTBa HMA aAHTHBEH aHTHXHIIEPTEH3HBEH eeKT, NOHHKABAKKH apTepHATHOTO
HaJiaraHe OO NO-rofisiMa CTeNeH B CPABHEHHE C BCAKA OT ChCTABKUTE MO OTAENHO.

MexaHH3bM Ha AelCTBHE

BewecTBOTO ONMecapraH MeJOKCOMMI € cenekTHBeH aHrHoTeH3uH II (AT1) peuentopeH aHTaroHHCT.
AHTHOTEeH3HH ]l € OCHOBHHAT Ba30aKTHBEH XOPMOH Ha CHCTEMATa PEHUH-AHTHOTEH3WH- AIOCTEPOH H HMa
3HAYMTENHA POJIA B NAaTOPU3HONOTHATA HA XHIIepTOHUATA. PHINOJOrHYHHTE ePekTH Ha aHruoTeH3uH Il
BKJIIOYBAT BA30KOHCTPHKIMA, CTHMYNHpaHe HA CHHTE3aTa M OCBODOXKIABAHETO HaA algoCTEPOH,
CTHMYJIHpaHe Ha CbpleTo 4 OnOpeurara peabcopbuus Ha HaTpHil.

Onmecapran O10KHpa Ba30KOHCTPHKTOPHMA U aJI0CTEPOH-CEeKpeTHpalllHg edekT Ha aurHoreH3uH II kato
Onokupa cebp3BaHeTo My KbM AT1 peuentopa B ThKaHUTE, BKIIIOYHTEAHO ChAOBATA INIAZKa MYCKYAaTypa
H HaxbbpOpeunute xne3n. HellcTBHETO Ha ONMECAPTAH € HE3ABHCHMO OT H3TOMHHKA HJIM IIBTA MA CHHTE3a
Ha aHruoreH3un ll. CenexruBHusT anTaroHH3sM Ha aHrnoreHsuH II (AT1) peuentopure or crpaHa Ha
ONMECApTaH BOAM A0 TIOBHINEHHE HA MJIA3MEHHTE HHBA HA PEHHH H KOHLEHTPALMUTE HAa aHTHOTEH3HH | H
II, kaxTO U N0 U3BECTHO NOHMKABAHE HA IUIA3MEHHTE KOHLUEHTPALHUH Ha ANAOCTEPOH.

[ipy xuneproHHs ONMecapTaH MEAOKCOMW NPHYHHABA NO303aBHCHMO NPOIBIXKHTENHO NOHHXKABaHe Ha
apTepuanHoT0 HansAraHe. Hsama paHHM 3a XMIOTOHHY Ha bpBaTa /033, 3a TaXW(HUAAKCHA NIpH
NPOABIDKUTEHO NPUIOXKEHHe WM 3a pHOayHA XHMEPTOHHA CJie/l BHE3aNHO NPEYCTAHOBABaHE HA
TEpanuATa.

EAHOKpaTeH AHEBEH MPHEM HA OJIMECAPTAH MEAOKCOMHJI OCHTYPABA eeKTHBHO H MNJIABHO MOHWXABAHE Ha
apTepHANTHOTO HanArake npe3 24-yacopud A030B HHTEpBal. EMHOKPATHOTO AHEBHO AO3HpaHE OCHIypaBa
CXOQHO MOHHXKABAHE HA APTEePHANHOTO HANATAHE KAKTO H JABYKPATHO JHEBHO JO3HpaHE MPH €Ha H Chila
0o611a JHeBHa f03a.

[Ipn npoaBIKUTENHO IEYEHHE, MAKCHMATHOTO NIORHXABAHE HA apTEPHATTHOTO HAJIAraHe ce AOCTHra Ha 8“°

CCAMHILIA CII€X 3aMno4YBaHe Ha JICUEHHMETO, MaKap 4e CLIIECTBEHA 4YacT OT NMOHHXKABALWA apTEPHATHOTO
HansraHe edexr Beue ce Habmopaea cnel 2-CEIMHUYHO JIEYEHHUE.

EjexTbT Ha on1MecapTaH MEAOKCOMH BBPXY CMBPTHOCTTA H 3a00N1€BaeMOCTTa BCE OLIE HE € H3BECTEH.

[Tpoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PannoMusupane Ha oJIMecapTaH U NpeBeHUHa Ha AnaberHa MUkpoanbyMuHypus) npu 4447 nauueHTH ¢
Anaber THN 2, HOPpMO-aANOYMHHYPHS H TIOHE €IMH JOITBJIHHTENEH ChPACYHOCHA0B PHCKOB (akTop,
H3CNie/IBa JAJH JICHEHHETO ¢ OJIMecapTaH Moxe Aa 3abaBu Hayanoto Ha Mukpoandymunypus. flo Bpeme
Ha CpeJHHUA NMpocieasBall nepuoa or 3,2 roAUHM NAUHMEeHTHTE NOJYUABAT OIMECapTaH HiaH niuauebo B
JOIMbJHEHNE KBM APYTH aHTHXHIEPTEH3UBHY JICKAPCTBA, ¢ M3KTK4eHHe Ha ACE HHXHOHTOPH HIH
aHTHOTEH3HUH penentopHu Onokepu (ARB).

3a mppBHYHATA KpaliHA LeNn NPOYYBEHETO MOKAa3Ba 3HAYHTENHO HaMaisBaHe HAa BPEMETO 3a Havano Ha
MHKpoalOyMHHYpPHA B 110132 Ha oniMecapTaH. Cies KOpEeKIMA Ha Pa3/IMKHTE B ApTEPHATIHOTO HAIAraHe TOBA
HaMalifBaHe Ha PHCKA Beue HE € CTATHCTUYECKH 3Ha4yuMo, 8,2% (178 ot 2160) oT mauueHTHZS
Ha onMecaptal H 9,8% (210 ot 2139) B nnauebo rpynara ca pa3BHId MHKPOaJIOYMHHYD

3a BTOPHUYHUTE KpalHH LeNH, CBPACHHOCHAOBH HMHUHACHTH Bb3HHKBAT npH 96
oJMecapTaH W npH 94 nauyeHTa (4,2%) npu nnauebo. Yecrorara Ha CEpAEHHOCHIPE
BUCOKA TIPH JICYEHHETO C ONMecapraH B cpasHeHue ¢ maauedo (15 naumenTa (0,7%




(0,1%))), BeipexH cxoauuTe HUBA Ha HedaTaneH HHCYT (14 naunenTa (0,6%) cnpamo 8 naumenTa (0,4%)),
HedaraneH MuokapaeH WH¢apkr (17 naumenta (0,8%) cnpamo 26 nanmenrta (1,2%)) W CMBPTHOCT,
pa3iH4Ha oT ¢chpaeyHocbaoBa (1 1 maunenTa (0,5%) copamo 12 nauuenra (0,5%)). O6mara cMBbpTHOCT 11pH
OJIMECApTaH e YHCIEHO yBeauyeHa (26 nauuenTa (1,2%) cnpamo 15 nauuenta (0,7%)), koeTo € cneacTeue
OCHOBHO OT IO-BHCOKHA Opoii paranHu ChpAEHHOCHAOBH HHLHAEHTH.

[Ipoyusanero Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, OnMecapran HamasisiBa 4ecTOTaTa Ha TEPMHHANHATA CTeneH Ha ObOpeyHa 6onect npn AuabeTHa
HedponaTus), u3cneABa ePeKTHTe Ha ONMecapTaH BbpXy ObOpeuHMTE M CHPAEUHOCHAOBH KpaWHH
pe3ynTaTi IpH 377 panaoMHM3HpaHH nauueHTH ot Jnonus u Kuraii ¢ xuaber THn 2 ¢ u3gseHa Hedponarus.
[To BpeMe Ha cpeanHus nepuoj Ha npocneassaHe ot 3,1 roAHHH, NalKEHTHTE NOMYYABAaT WIH OJIMECApTaH,
I nnauedo B JOMBJIHEHHE KBM JpPYrdH AHTHXMNEPTEH3HBHH NekapceTBa, BKIOMHTENHo M ACE
HHXHOHUTODH.

[TbpBHyHaTa KOMOMHHpaHa kpaliHa uen (Bpeme 10 TbPBHS Clyuait Ha YIBOSBAaHE HA CEPYMHHS KPEATHHHH,
TEPMHHaJIHA cTeneH Ha 6bbpeuta 6onect, obma cMbpTHOCT) ce Habmoaasa npu 116 nauueHTy B rpynara
Ha onMecaprtad (41,4%) u npu 129 naukenTH B rpynara Ha miauebo (45,4%) (HR 0,97 (95% C1 0,75 no
1.24); p=0,791). KomOrHHpanara BTOpUYHA CHpACYHOCHAOBA KpaiiHa 1ien ce Habmoaapa npu 40 nauueHTa,
NeKyBaH# ¢ onMecapraH, (14,2%) u npu 53 nauuenTa, nexysauu ¢ nnauebo, (18.7%). Tasu koMOHHHpaHa
CbpAECYHOCH/IOBA KpaHHa LeN BKIIOYBA ChbpAcuHochbAOBa CMBPT NpH 10 (3,5%) naumenrta, npHemanu
onMecapral, crnpamo 3 (1,1%), npuemanu nnaunebo, obma cMmbptHocT 19 (6,7%) cnpamo 20 (7,0%),
HedaTaneH UHCYIT 8 (2,8%) cnpamo 11 (3,9%) u Hedartanen muokapaen wHapkt 3 (1,1%) cnpsamo 7
(2,5%), cbOTBETHO.

KoMnoHeHTbT amnogunua B Osmesna Tpuo e Onokep Ha KajlUMEBHTEe KaHaH, XOWTO HMHXHOHpa
TPaHCMEeMOpPaHHOTO HaBIM3aHe HA KaJUHeBUTE HOHM Mpe3 NOTEHIHAI-3aBHCHMUTE L-THN KajauHeBRH
KaHaja4yeTa B CHPLETO H rnagkara MyCcKynatypa. EkcriepuMeHTanHBTe JaHHH NMOKa3BaT, ye aMIOAHITHH Ce
CBBbpP3BA H KbM AHXHIAPONHUPHAHHOBHTE, H KbM HEAUXHAPONMUPHIAKHOBUTE CRBP3BAINH MECTA. AMIONHIIHH
€ OTHOCHTENIHO CENIEKTHBEH KbM CHAOBETE, C N0-H3pa3eH €(PeKT BbpXY ChAOBHTE INIAAKOMYCKYJIHH KIETKH
B CPABHEHHE C MYCKYJTHHTE KJIETKH Ha CbPLETO. AHTHXHIIEPTEH3UBHHAT e(peKT HA aMJIORHITHH MPOHIIH3a
OT AUPEKTHHA pelaKcHpall eQekT PbpPXy apTepHaNHaTa rnaka MyCKyJaTypa, KOETO BOAH JO MOHHXKaBaHe
Ha NepHdEepHOTO CHIPOTHBACHHE H OTTYK HA apTEpHAIHOTO HaNArage.

[Ipy nmaumeHTH ¢ XHOEPTOHHA aMIIOJMIIMH BOAM A0 AOC3033BHCHMO MPOSB/DKMTENHO TOHHMKABAHE Ha
apTepHaNnHOTO Hangrane. Hama nanHu 3a XMNOTOHMA Ha TbPBATa 4032, 32 TRXH(HUIAKCHR NPH ABITOCPOYHO

JJCYCHHE HIIH 3a4 pHﬁﬂ)"H,[l XHNIEPTOHHA CJICH BHE3AIMHO NMPCYCTAHOBABAHE HA ICUEHHETO.,

Cnen npunoxeHHe Ha TEPANeBTHYHH 1034 NTPU MAUMEHTH ¢ XHIIEPTOHHA, AMJIOJAHIIHH BOIH IO
epeKTHBHO NOHMKABAHE Ha APTEPHATIHOTO HaNAraHe B JICTHANO, CEIHANO U M3NPABEHO NOJIOKEHUE.
XPpOHHYHOTO NIPHJIOKEHHE Ha aMJIOAMIIHH He ce CBbP3Ba ChC 3HAYHMH H3IMEHEHHA HA CHPACYHATA
YeCTOTa UIIM HHUBATA Ha NNa3sMEHUTE KaTeXonaMuHH. [Ipy naumeHTH ¢ XHNePToHUs ¢ HOpMaKa 6s0peydsa
¢dyHKLHR, TEpaneBTHYHH A03H aMIOAHNIMH MOHIKABAT PE3UCTEHTHOCTTA Ha OnbpeunuTe chaose H
NOBHINABAT CKOPOCTTA Ha FIoOMepynHaTa QuaTpaund # epeKTHBHHA 1nazMeH ObOpeydeH xpbBOTOK, 6e3 1a

npoMeHst PUITpalHOHHATa (PPaKLMA WK ITPOTEHHYPHA.

B xeMoaWHaMH4YHH NPOYYBAHHUA NPH NALMEHTH ChC ChpAeYHA HEAOCTATBYHOCT U B KIHHUMHH
MpOyYBaHHsA, OasHpaHH Ha TECTOBE ¢ HaTOBapBaHe NMpH NALHMEHTH CbC ChpAEYHA HeAoCTAThbYHOCT Knac [V
no NYHA, He ce ycTaHOBSBa aMJIOAHIIHH Aa NMpeU3BUKBA KAKBOTO H 1a OHJIO KINHHYHO BIOHIARAHE
KOETO C€ OLEeHABa MO (H3INYECKATa H3APBLKIMBOCT, JieBOKAMEpPHAaTa (paKUHA & .=
KJIHHAYHUTE OCNe3n H CHMIITOMA. 7/

[Inauebo xouTponupano npoyuBane (PRAISE) mnpoexkTHpaHo Aa OLieHM 1
HepocTarpbuHOCT Kiac I1-IV no NYHA, kouto nomyyasat QHrHTANHC, AHYPETHIL



MoKa3pa, Ye aMNOAKMNHH HE BOAYU A0 MOBULIABAHE HA PHCKA OT CMBPTHOCT U 3a601€BaeMOCT NPH NaLHEHTH
ChC CHpAEYHA HEAOCTATHYHOCT.

B npocnenasaiiio, ABArocpoyHo, nnanedo-koHTponupano npoyupadHe (PRAISE-2) 3a aMnoaunue cec
cbpieuna HepocTaThuHOCT Knac [l 1 IV no NYHA 6e3 KIHHHYHK CHMIITOMHM H OOEKTHBHH NOKA3aTEICTRA
3a CBIIPTCTBALLA HCXeMHYHa Oonect, Ha cTabunHu H03M ACE HHXMOMTOPH, AMIHTANMC H RHYPETHIM,
aMJIOJMNIMH He O0Ka3Ba edexT BhpxXy oblnara WK CbpPAEYHO-CHAOBA CMBPTHOCT. B chinara Ta3u monyjauus
aMJIOJMITHH C€ CBBbP3Ba C HAPACTBAHE HA 4ecToTaTa Ha Oenmoapofer OTOK, Makap 4Ye HAMA 3HAYMTENHA
pa3jidKa B YECTOTaTa Ha BJIOIUABAHE Ha ChpAECYHATA HEAOCTATHYHOCT B CpaBHEHHE C Miallebo.

Panaomu3ipaHo, ABOHHO-CIIANO Npoy4YBaHe 3a 3a00NneBaeMOCT - CMBPTHOCT, HapeueHo Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoyusane 3a
aHTHXMNEPTEH3MBHO H HAMANABALIO JHNMIAMTE JIeYEHHE 34 NPEBEHUHA HA ChpPAECMHH HHLUHUAEHTH) €
OpeICTaBeHo, 34 Ja CPaBHH MO-HOBH JICKAPCTBEHH Tepanuu: amiuofunuH 2,5-10 mg/men (6Gnokep Ha
KaJIHEBHTE KaHaau) Ui JusHHonpun 10-40 mg/nen (ACE-urxubutop) xato neuyeHHs Ha mbpBU u3bop
CIPAMO THA3HAEH JAHMYPETHK Xiopranufaod 12,5 — 25 mg/nen npu neka 1o yMepeHa xuneptoHua. O6uo
33 357 naumMeHTH ¢ XHMNEPTOHMR HAa BB3PACT 35 rOAMHM WM NO-BB3PACTHH Ca PAHAOMH3HPaHH H
npocineneHn cpexno 3a 4,9 roaund. [TauMeHTHTE MMAaT NOHE €AMH AONMBJIHHTENEH PHCKOBR (haKTOp 3a
KOpoHapHa 00JIeCT Ha CbPLETO, BKIIOYUTENHO: IPpeAX0oAeH MHOKapAeH KHPApKT WK MHCYNT (> 6 Meceula
NpeaAd BKMIOYBAHETO) HIIH OMHCAHO APYro aTepoCKIEPOTHYHO CHPAEYHOCHAOBO 3abongBane (o6wo 51,5
%), nnaber THn 2 (36,1 %), HDL-C <35 mg/dl (11,6%), neBoxaMepHa xuneprpodus, AMArHOCTHIHPAHA
ype3 eJeKTpoKapAuorpamMa uiau exokapauorpadpus (20,9%), Hacroamo ToTIoHONMyIneHe (21,9%).
[IbpBruHaTa kpaitHa LUen € koMOMHHpaHa OT (aTanHa KOpoHapHa OojiecT Ha CHPLETO WIH He-(aTaneH
MHOKapAeH HHpapkT. HaMa 3Ha9uMH pa3sinky B HAYAJTHATA KpaitHa 11en MeXAay Tepanuara ¢ aMJIOAMIHH U
Tasu ¢ xuopraniacH: RR 0,98 95% Cl1 (0,90-1,07) p=0,65. Ot BropHYHHTE LIEJIH YECTOTATA HA ChpAEYHA
HEAOCTATHYHOCT (YacT OT KOMOWHMpaHara ChPAEYHOCHIOBA KpaiHa Lien) € 3HaYHWTENHO MO-BHCOKA B
rpynara Ha aMJIOIHITHH B CpaBHEHHE € Ta3H Ha xnoptanugoH (10,2% cnpamo7,7%, RR 1,38, 95% CI [1,25-
1,52] p<0,001). Benpeku TOBa HAMA 3Ha4MMa pasiuka B 00IIATA CMBPTHOCT MEXAY TEpalHATa C
aMIogUNKH H Tas3H ¢ xuopramugoH. RR 0,96 95% CI [0,89-1,02] p=0,20.

XHAPOXTOpPOTHA3H] € THa3HACH OHYPETHK. MeXaHH3IMBbT Ha AHTUXMIIEPTEHIHBHUA edeKT Ha THAZUIHHTE
JHYPETHIH K€ € HambIHO H3ficHeH. THazuaute noBnuapat OvbOpeunnTe TYOYNHH MeXaHH3MHM Ha
peabcopbiiua Ha €NeKTpOIMTH, KATO JHPEKTHO YBEJIMYABAT EKCKPElMATA HA HATPHH M XJIOPHAH B
NpUONH3HTENHO paBHH KonHuecTRa. JUypeTHYHHAT eeKT Ha XHUAPOXIOPOTHA3HI [TOHHKABa MJIa3MeHHS
obemM, MOBHIIABA M1A3MEHATa PEHHHOBA aKTHBHOCT H MOBMIIIABA CEKPELIMATA HA ANACCTEPOH, C MOCAEABALIO
HapacTBaHe Ha ypHHHaTa 3aryba Ha xanuh w OukapOoHaTH, H MOHWXKABAaHE HAa cepyMHHMA Kanuii, Bpb3kara
PEHHH-ANAOCTEPOH ¢€ MEAHMMpa OT AHTHOTEH3MH 1l M nopaau TOBa eJHOBPEMEHHOTO INPHIOXKEHHE Ha
aHrdoTeH3HH 11 penenTopen aHTarOHUCT BOAN A0 HAMalleHHe B 3ary0uTe Ha KanuH, CBbP3aHH ¢ THA3UIHUTE
JHypeTHUH, C XHAPOXJIOPOTHA3HA HAYANOTO HE AMYPETHUHHAT e()eKT HACTBIIBA CJIeAl OKOJO 2 4Yaca W
MaKCHMaJIHHAT e(deKT HacTbIBA OKOJNIO 4 yaca clel NpHeMa Ha 703ara, A0KaTo e€deKTHT NpoXb/KaBa
npuban3urenno 6-12 yaca.

EnuaeMHONOrHYHH TMpPOYYBAHHA MOKa3BaT, Y€ ABIrOCPOYHATA MOHOTEPANHA C XHAPOXJOPOTHA3MA
MOHHXKABA PHCKa OT CHPAEYHO-CHA0BA CMLPTHOCT H 3a00JIeBacMOCT.

Pe3ynTaTi 0T KIHHHYHR NPOYYBAHHA

B 12-ceamuuno, aBoliHO-cnsno, paHAOMH3NPAHO, NPOyYBaHE ¢ NapajielHd rpynd npH 2 492 nanueHTH
(67% oT nanHEeHTHTE Ca OT KaBKa3kaTa paca), ICHECHHETO C OJIMECApTaH/aMIIOIHITHH/ XH IPOXAoFoTIrsind)
mg/10mg/25 mg Boau A0 3HAYHMO NMO-TONAMO MOHHXKABaHE Ha AHACTONHOTO W CHCTO /": ¥ ,;,i:,.! {20
Hajsgra€e, OTKOAKOTO JIEYEHHETO CbC CHOTBETHUTE JABOHHH KOMOHMHALMM, CBOJ et
Menokcomu 40 mg mmoc amnoaunus 10 mg, onmecapran MeaokcoMun 40 mg nmog

25 mg n amnoaunuH 10 mg mmoc XxuapoxnopoTHasug 25 mg.

:ﬂf 1'-;'-1.';
L l L 1‘?: i

o &
—
o
'%.
%

-1 . " . =
T Wy
---‘

-- ot - L]
Ll . ] '
‘h' - -
*. .
’1 . -
£ .-
% o | --|'I hm !
+l"
-.-F-"‘I




JOMbIHUTETHHAT edexT Ha HOHHXAaBaHe Ha APTEPHATHOTO HajsiraHe OT
onMecapran/amnoaunuy/xuapoxnopornassa 40 mg/10 mg/25 mg, cpaBHeH CbC CHLOTBETHUTE IBOHHH
koMOHHALMH € MexXay -3,8 u -6,7 mmHg 3a qHacTONKO HanAraie B CEAHANO TOJNIOKEHUE U Mexay -7,1 H -
9,6 mmHg 3a CHCTOJHO apTEpPHANHO HANATaHE B CEAHANO NONOXKEHHE H Ce NMpOoABABa Ipe3 MbPBHTE ABE
CeOMHILH.

[IpoueHTHT HA MALUEHTHTE, KOHUTO AOCTHraT MpHUENHOTO aprepuanHo HansraHe (<140/90 mmHg za
nauuenTute 6e3 anadet u < 130/80 mmHg 3a nayueHTuTe ¢ AHabeT) Ha 12 ceamuila Bapupa ot 34,9% 1o
46,6% npd  TepaneBTHMHHTE TrpyH ¢  ABodiHa  xoMOmuaums  cnpamo  64,3%  3a
onMecapTal/aMIoauTHH/XBapoxnopotHasug 40 mg/10 mg/25 mg.

B1B BTOpO ABOMHO-CIANO, paHAOMH3HpPAHO NPOYYBAHE C NapaneyHy rpynu npd 2690 naumenta (99,9 %
NalyeHTH OT KaBKa3KaTa paca), NpH JIeYeHHe ¢ onMecapTrad/aMaoaunvi/xuapoxaoporuazua (20 mg/s
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
HabmoaaBa CHrHE(HKAHTHO NO-roNAMO HaMaiBaHe Ha AHACTONIHOTO H CHCTOJIHOTO apTepHAallHO HaNAraHe
B CpaBHEHHE CbC ChOTBETCTBanlaTa ABoifiHa KoMOMHaumug, onMmecaprad 20 mg Imoc aMIOAUIIHH 5 mg,
onMecaptad 40 mg mmoc 5 mg aMaoAunuH K onMecaptad 40 mg mitoc 10 mg aMnoOAMNHH, CHOTBETHO clie]
10 ceaMHLId neveHHE.

HonbauuTenHUAT edekT 3a HaMaIABaHE Ha APTEPHANHOTO HalsraHe oOT KoMOMHaluATa
OJIMecapTaH/aMIOIUNMHE/ XHAPOXJIOPOTHA3KMA B CPAaBHEHHE ChC ChOTBETCTBAllAaTA ABOMHA KOMOHHALIMA €
mexay -1,3 u -1,9 mmHg 3a qguacronHo apTepHanHo HalAraHe B CEJHANO NONOXKEHHe U Mexay -2,7 u -4,9
mmHg 3a CHCTONHO apTepHaNHO HANAraHE 8 CEAHAN0 MONOXKEHHE,

CbOTHOLIEHHETO HA NALIMEHTHTE, KOUTO JOCTHIaT LENEBUTE CTORHOCTU Ha apTepuanHoTo (< 140/90 mmHg
3a naiueHTHTe Oe3 nuaber u <130/80 mmHg 3a nauuentute ¢ A1aber) Ha 10-Ta ceamMuLa BapHpa ot 42,7
% no 49,6 % 3a rpynure Ha ieueHue ¢ AsofiHara kombuHalua B cpaBHeHue ¢ 52,4 % a0 58,8 % 3a TpoliHaTta
KOMOHHAIIHA OIMECAPTAH/aMIIOANTIMH/XHIPOXJIOPOTHAZHA.

B panpoMu3MpaHo, ABOHHO-CIANO npoyyBaHe ¢ 100appyHo sieyeHne Ha 808 nauyenTa (99,9 % nauuenTu
OT KaBKa3kata paca) Heaobpe KOHTpOJNHpaHHM ciel 8-CceiMMYHa TepanHs ¢ ABOHHA KoMOHHaUNA
onMecaptaH 40 mg mmoc amnoaunyH 10 mg, neyeHUeTo ¢ oIMecapTaH/aMIOANIIHH/ XHAPOXIIOPOTHAZH
BOJM YHCAEHO A0 AOIMBIHUTEIHO HAMANSBAHE HA aPTEPHAIHOTO HANATAHE B CEXHANO NOJOXKEHHE OT -1,8/-
1,0 mmHg, npH neuyeHHe ¢ onmecaptaH/amjiogunuu/xuapoxnoporuasua 40mg/10 mg/12,5 mg w
CTAaTHCTH4ECKH 3HAUMMMO AOIMBIHHTENHO HaMasBaHe Ha apTEPHANTHOTO HANIATAHE B CEAHAN0 NMOJIOXEHHE OT
-3,6/ -2,8 mmHg npy neuenue ¢ onmecapraH/aMIoOAMNHH/XuApoxaopoTHasux 40 mg/10 mg/25 mg, B
cpasHeHHe ¢ onMecaprad 40 mg nmoc amnoaunuH 10 mg asolina komOuHaL M.

JleueHnero ¢ Tpolinata KoMOMHaUMA onMecaprad/aMnoaunHH/xuapoxnoporuasul 40 mg/10 mg/25 mg
TpoiiHa xKOMOHHAIMA BOAM JAO CTATHCTHYECKH 3HAYMMO IO-TONMM NPOLEHT Ha JHLA, AOCTHIHANM A0
NMPHLENHHTE CTORHOCTH Ha apTEPHANHOTO HAIATAHE B CPABHEHME C JedeHHe ¢ onMecapran 40 mg nmoc
ammoaunue 10 mg  asofiHa  koMOuHaums (41,3% cnopamo  24,2%);, nedeHHeTOo ¢
onMecapran/amnoaunus/xuapoxnopornazua 40 mg/10 mg/12,5 mg rpofina koMOMHALUS BOAH YHCIICHO
0O MO-TONAM MNPOLEHT JHLA, AOCTUMHAJM NPHLEIHUTE CTOHHOCTU HAa aprepuanHOTO MM HANAraHe B
CpPaBHEHHE C NEYEHHe ¢ oaMecapTaH MeaokcoMuI 40 mg mwmoc aMaoaunuH 10 mg aeoitHa xoMOHHaANUA
(29,5% cnpamo 24,2%) npu nauHeRTH Heaobpe KOHTpONMpany ¢ ABoiHaTa kKoOMOMHaLHS.

AHTHXHNEPTCH3UBHUAT edekT Ha OnMe3na TpHo € nogodeH He3aBUCHMO OT Bh3pacTT
Taka e mojjo0eH npy nauueHTH ¢ Wiy 6e3 guader.

Apyra aadopmanns




5.2

IIBe roneMH panaoMHu3dpaHu koHTpoaupanu npoyusanns — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyio rnobanHo H3nHTBaHe 3a KpaliHH TOUKH
HA TEIMHCAPTaH, CAMOCTOATENIHO H B koMOKHalua ¢ pamunpun) ¥ VA NEPHRON-D (Knunnuso
IpOy*BaHe CBBP3aHO C pa3BUTHE Ha HedponaTud npu Auaber, NpoBeaeHO 0T MHHHCTEPCTBO MO
BBIIPOCHTE HA BETEPaHHTE) — IIPOYYRAT ynoTpedara Ha komOuHauusaTa 0T ACE uuxuburop u
aHTHOTeH3HH lI-peuentopeH 6nokep.

ONTARGET e npoyusaHe, NpoBeAeHO NpH NARMEHTH C AHaAMHE3A 3a ChpAEYHO-ChbA0BA HIIH
MO3BYHOCBHAOBa OONeCT, MK 3axapeH Auaber THI 2, NPHAPYXKEHM C AAHHH 33 YBpeXAaHe Ha ePeKTOpHH
oprand. VA NEPHRON-D ¢ npoyusane npn nauneHTH ¢ue 3axapeH auaber tun 2 u nuabetHa
He@ponaTus.

Te3n npoyuBaHHA He NOKa3BaT 3HaYHM OnaronpuaTeH edekT PepXy OnbpedunTe v/unu CopaeyHo-
CbAOBHTE NMOCNEANLH H CMBPTHOCT, KaTO ChLUEBpPEeMEHHO ca HabmoaaBaly MOBHINEH PHCK OT
XUIMEepKATHEMUs, OCTPO YBpexaaHe Ha ObOpenTe W/ HNH XHIIOTOHK B CpaBHEHHE C MOHOTEpallHsTa.
Karo ce uMaT npeaBHA CXOQHHTE UM PapMakOANHAMHYMHH CBOMCTBA, TE3H PE3YJITATH Ca MPHIIOKHMH H 38
apyru ACE waxuburopn u aHruoteHsuH II-peuentopuu 6aokepwu.

ACE unxuburopH 1 aHrnoreH3uH ll-penentopan 6n0kxepy cnenosaTenHo He TpaOBa Ja C€ K3IMON3BAT
¢AHOBPEMEHHO NpH nalKeHTH ¢ AuabeTHa HedponaTud.

ALTITUDE (KnuHH4HO nNpoyYRaHe NMPOBEACHO ¢ ATUCKHPEH NPH NAalHEHTH CbC 3axapeH Auabet THn 2 ¢
M3MO/I3BAHE HA ChPACYHO-CHAORH H 6BOpeuHH 3abonapanisa kaTo kpaliH¥ TOYKH )

e Npoyy4BaHe, NpeiHa3HaueHO Aa U3CIeBa non3ara oT A00aBdHEeTO Ha AIMCKHPEH KbM CTaHAapTHA
Tepanna ¢ ACE uExnOuTOp 1nu anrnoreHsuH [1-petentopen 6nokep npu nauneHTH Chbe 3axapeH auader
THIN 2 U XpoHUYHO 6B0peyuHo 3a0onAraHe, ChpAEUHO-CBAOBO 3abonsBane WK U ABeTe. [Ipoy4BaHeTo €
NpPeKpaTeHo APEeXAEBPEMEHHO NNOpaay MOBUIIEH PUCK OT HebnaronpuaTHU nocnenynu. Kakro cepaedHo-
CbJIOBATA CMBPT, TaKa H HHCYJITBT Ca NO-YECTH B IrpylnaTa Ha AIMCKHPEH, OTKOJKOTO B IpyNaTa Ha
nnauedo, a NpeacTaBAgBALIUTE HHTEPEC HEXKENaHH ChOUTHA U CepHO3HH HeXelaHH ChOUTHE
(xunepkanueMus, xunotoHus ¥ OpOpeyHa auchyHkuA) ce cpobmanrar mo-4ecTo B Irpynara Ha
ANUCKHPEH, OTKOJIKOTO B rpynara Ha nJjatebo.

PapMaAKOKHHETHYHE CBOHCTBA

EAHOBpEMEHHOTO NPHIOKEHHE Ha OJIMECAPTAH MEAOKCOMMIL, AMJIOAHIIHH H XHAPOXJIOPOTHA3HK] HE
OKa3Ba KIHKH4YHO-3HAYHMH €(eKTH BbpXy apMaKOKMHETHKAaTa Ha BCEKH OT KOMIIOHEHTHTE NpPH 3ApaBH
NHLA.

Cnen nepopanko npunoxenue Ha OnMesua Tpuo Npu HOPMaJHU 3APaBH BL3PACTHH, MAKCHMATHH
NIa3sMEHN KOHLIEHTpAHH Ha OIMEcapTaH, aMJIONHIIME H XHAPOXJIOPOTHA3H Ce AOCTHUraT 34
npubansurenyo 1,5 no 3 yaca, 6 g0 8 waca u 1,5 10 2 yaca, croTBeTHO. CKOpPOCTTA M CTENMEHTa Ha
abcopOuus Ha onMecapTaH MEIOKCOMHIL, AMJIOJUIIHH M XUApoxnopoTHasua oT Onmesna Tpuo ca chluTe,
KaKTO KOraTo C¢ [IpHyaraT KaTo ABoliHa pukcupana KOMOMHALMA OT OJIMEcCapTaH MEAOKCOMHI H
AMJIOJIMITHH 33€IHO C XHAPOXJIOPOTHA3M KATO OTACHHA TabNeTka WM KOraTo ce Npujiara Karo
¢dukcupaHa JBoiHa KOMOHHALKHA OT OJMecapTaH MEAOKCOMUI H XHAPOXJIOPOTHA3HA 3a€JHO C aMIIOAUIIHH
KaTo OTHAENIHA TabNeTKa B ChLIHTE A03H. XpaHATa He NOBNHARA OHoHanHuHoCcTTa Ha OnMesna TpHo.

OnmMecapTad MeJOKCOMHII
Abcopbyun u pasnpedenerue

Onmecapran MEIOKCOMHA € npexypcop. Toi 6bp30 ce npespolia A0 (apMaKOJIOTHYHO aKTHBHHUA
MeTaboNHT oIMecapTaH OT eCTepa3d B YpeBHAaTa JIHaBHLA H B TIOPTANHHUSA KPbBOTOK TIOCPEACTBOM
abcopbuus B cTOMalIHO-YpEeBHHA TPaKT. B nnasMaTa MM eKCKPETHTE HE C€ YCTAHOBSBA H
OJIMECApTaH MEJOKCOMUJI UJIM MHTAKTHATA CTPAaHHWYHA BEPHra Ha 4acTTa MENOKCOM w
abconioTHa OMOHANWYHOCT Ha oJMecapTaH TabneTkH e 25,6%.

Cpeanara MakcHManHa nina3meHa koHueHTpauus (Cmax) Ha onMecapTaH ce MOCTHT
epopaieH IPHEM Ha OJIMECaPTaH MEIOKCOMHJ, KaTO MJIa3MEHHTE KOHLEHTPALHH H



NMOBUILABAT NPHONU3HTENHO NHHEHHO ¢ HApACTBAIllK €QHOKPATHH NEPOPATHH AO3H, AOCTHTALUH 0 OKOJIO
80 mg.

XpaHata iMa MUHUMaJICH eeKT BbpXy OMOHATHYHOCTTa Ha OJIMEeCapTaH, IIOPaJiH KOETO OJiMecapTaH
MEAOKCOMHJI MOXeE Jia ce npuiara ¢ Hnu 6e3 xpasa.

He ca HabmogaBany KIMHHYHO 3HAYMMH CEbP3aHH C NOJa pa3iiMKH BbB (PapMaKOKHHETHKATA Ha
OJIMECAPTAaH.

OnmMecapraH ce CBbP3Ba BbB BUCOK MPOLEHT C Na3MeHHTe npoTesHy (99,7%), Ho Bb3IMOXKHOCTTA 34
KAHHHYHO 3HAYHMH B3aMMOZeHCTBHA NOpaJH H3IMECTBAHE OT IUIA3MEHHTE [TPOTEHHH MEXIY ONMecapTaH
H IpYrH# ¢AHOBPEMEHHO [IPHUJIaraHH akTHBHH BELIECTBA, KOHTO BbB BUCOK MPOLICHT C& CBBP3BAT C
NJ1a3sMeHHTE NPOTEHHH € HUCKA (KOETO ce NOTRbPKAABA OT JIMICATa Ha KIHHHYHO 3HaYHMO
B3aHMOEHCTBHE MEXY ONMecapTal MeAOKCOMHUN H papdapuH). CBBP3BAHETO HA OJIMECAPTAH KbM
KPBBHHTE KIeTKH € HesHauutenno. CpeaHuaT 06eM Ha pasnpeneneHue cjiei HHTPaBEHO3IHOTO JO3KpaHe €
Hucko (16- 29 L).

buoTpaHchopManug H eTHMUHUpPpAHE

OOIMAT n1a3MeH KIHPBHC Ha onMecapTaH obukHoBeHo € 1,3 L/h (CV 19%) u e cpasHuTenHo HaBeH B
cpaBHEeHHE ¢ YepHOAPOOHUS KpbBOTOK (npHbi. 90 L/h). Caen ennokparHa nepopanHa n03a Ha Oesi3aH ¢
C onmecaprad meaokcoMui, 10-16% ot npunoxeHara pagHOaKTHBHOCT Ce €KCKpeTHpa B ypuHaTa (1o-
roJiiMaTa 1acT Nnpe3 MLPBHTE 24 yaca OT NPHIOKEHHETO HA A03aTa) M OCTATBKBT OT PAJAHOAKTHBHOCTTA CE
eKCcKpeTHpa BB detieca. Bb3 ocHOBa Ha cHcTeMHa OHORANMYHOCT OT 25,6%, Moxe Ja Obae H3YHCIEHO,
ye abcopOHpaHHAT OIMEcapTaH ¢ce OUUCTBA MocpeaAcTBOM 6BpOpeyHa exckperms (npubn. 40%) 1
xenaToOHaHapHa ekckpeuna (npubn. 60%). Lianara ycraHoBHMa paiHOAKTHBHOCT c€ HASHTH(HIIHPA KaTo
onmecaptaH. He ce ycranoBsaBa Apyr 3HauuM MeTaboauT. EHTepoxenaTanHUAT KpbroBpaT Ha onMecapTaH
e MHHHManeH. ThH KaTo rongMa 4acT OT OJIMECAPTAH ¢€ CKCKPETHPA NPe3 AKTHYKATa, MPUIOXKEHHETO NPH
nanneHTH ¢ 6unuapHa oOCTPYKUMSA € MPOTHBOIIOKA3aHO (BIXKTE TOUKA 4.3).

KpaiinoTo BpeMe Ha noy>XHBOT Ha OJiMecapTaH Bapupa Mexay 10 u 15.yaca cneg MHOTOKpaTeH
nepopajeH npueM. PABHOBECHO CbCTOSHHE C€ AOCTHIA ¢l 2-5 HM NPUEM H NOCNSABALIO aKyMYJIHPaHE
He ce Habmogapa cnea 14 aHu noetapsail ce npueM. brOpednusT knupeHC e npudnuzuTenHo 0,5-0,7 L/h
H HE 3aBHCH OT J03aTa.

JlekapeTBeHU B3auMoneicTBUA

KonecesenaM, JeKapCTBO, KOETO CREP3BA XKITBUHHTE KHCENHHH! -

EnHoBpeMeHHOTO NpuaoxeHHe Ka 40 mg osMecapTad MeIOKCOMUI H 3750 mg Konecesenam
XHAPOXJIOPUJ ITPH 3ApaBH JiHua Boau a0 28% HaMangsaHe Ha Cmax U 39% namansasaHe Ha AUC Ha
onmMecaprtad. JTo-cnab edexr ce nabnioapa, cboTBeTHO 4% 1 15% Hamansapane Ha Cmax u AUC, ako
onMecapTaH MEJOKCOMUII Ce NMPHIOKHK 4 Yaca NIpeaH KolecesesaM XHAPOXJIOPHA.
EnrMUHALIMOHHHUAT NOMYKUBOT HA O/IMecapTaH HaMalsea ¢ okono 50-52% nesaBucHMO Janu e
NPHJIOKEH €THOBPEMEHHO MK 4 vaca MpeaH KOAECEBEIaM XHAPOXIIOPHA (BHXKTE TOUKa 4.5).

AMIOAUNHH

Abcopbyus u pasnpeodenenue
Cnen nepopanHo NpHIICKEHHE Ha TEPANICBTHYHHY A03H, aMJIOAHNHH ce abcopbupa nobpe ¢ MaKCHMaJTHH
[J1a3sMEeHH HMBa okono 6-12 yaca cnel npueMaHe Ha 103a. AOGCONIOTHATE GHOHATHUYHOCT € OL|CHeNs
Mexay 64 u.80%. ObemMbT Ha pasnpeneneHne e okono 21 Vkg. In vitro npoy4uBaHus noxka '
97,5 % oT HMPKYIIMpallUs AaMJIORUITHH € CBBbP3aH C IJIa3MEeHHTE NIPOTEHHM.
AbcopbuusTa Ha aMJIOJHITHH HE Ce MOBIIHABA OT ¢AHOBPEMEHHHA NIPHEM € XpaHa.

Buompanceopmayun u enumunupane




Kpalinusat nony>XKMBOT Ha eNHUMHHHpaHE e 0kon0 35-50 yaca, CbOTBRETCTBALL IPH AO3HPAHE EHH BT
AHEBHO. AMIOAUNHH ¢¢ META00NMHM3Hpa eKCTEH3HBHO OT YepHHA Apod R0 HeakTHBHU METabOIHUTH, KaTo
10% usxoaxoTo BeuiecTBO H 60% OT MeTaDONUTHTE C& exCKpeTHpAaT B YPHHATA.

XUAPOXNOPOTHAZH],

Abcopbyun u pasnpedenerue

Cnen nepopaliHO NPHIOKEHHE HA KOMOMHALMA OT OAMECAPTAH MEAOKCOMMI B XHAPOXNOPOTHAZH]L
CPEXHOTO BpEME 32 OCTHraHe HA MaKCHMAaJIHa KOHLISHTPALUA Ha XHAPOXIopoTHasua € ot 1,5 g0 2 yaca
cinen npueMa. XrWipoxXJopoTHa3sHl C€ CEbP3Ba ¢ IUIa3MEHHTE NpoTeHHn B 68%, a npuBHAHMAT 00eM Ha
pasnpenenenue ¢ 0,83 - 1,14 kg,

Buompancopmayus u enumunupane

XUApOXNOpOTHA3UR HE ce MeTabONMN3Mpa NMPH X0pa H NOYTH HAITBIIHO €€ eKCKPETHPA KaTO HeNPOMEHEHO
AKTHBHO BelecTBO B YpHHara. [Ipubnuzurento 60% ot nepopanHara A03a ce eTMMUHADPA KATO
HENPOMEHEHO aKTHBHO BEIIECTBO B paMKHTE Ha 48 yaca. brOpedHusaT xinpbHe e okono 250- 300 ml/min.
KpaiiHoTO BpeMe Ha NONyXKHBOT Ha xujapoxnopoTnasu ¢ 10-15 qaca.

PDapMAKOKHHETHKA OPH COCRAAJEA nonymnnn DALHEATH

[leanarpuuna nonynanus |

EsponetickaTa areHilHs N0 N1€KapCTBaTa 0TKa3a 3aXb/DKEHHETO 3a NPEACCTABAHE PE3YNTATHTE OT
NPOYYBaAHHUATA C ONIMECAPTaH/aMNOAHNKH/XKAPOXJIOPOTHA3U BbB BCHYKH NMOATrPYNH OT NeAHaTPHYHATA
nonynauus ¢ eCeHUHaIHa XUnepTOHHUS.

Ilayuenmu 6 cmapuecka ev3pacm (na 65 200unu u nogeve)

I1pn naupenTu ¢ xunepronus AUC Ha o1MecapTaH B paBHOBECHO ChCTOSHKE C€ MOBHINABA ¢ 0koo 35%
NpY NAIHEHTH B CTapuecka Bu3pacT (65-75 roguHu) ¥ ¢ okono 44% npH olie no-Bb3pacTHH NaLHeHTH
(> 75 ronunn), B CpaBHEHHE ¢ NO-MJIaJaTa Bb3pacTORA I'pyna (BHXTe Touka 4.2).

ToBa MOXe MoHe OTHACTH A4 C€ ABJIKH Ha CPeHOTO MOHHXKaBaHe Ha ObOpeunara ¢yHKLHA B Ta3H rpyna
naieHTd. [IpenopbryBaHUST DO30B PEXUM [IPU NTALIMEHTHTE B CTapUYeCKa Bb3pacT, obaue, € ChIMAT,
BBIIPEKH 4e € HeoDXOAMMO MOBKILIEHO BHUMaHME MPH NOBHIIIABAHE Ha 103aTa.

BpeMmero 3a focTHraHe Ha MAKCUMANTHHTE M1a3MEeHM KOHLIEHTPALUY Ha aMJIOJMIIHH € CXOZHO NPH
NaUHEeHTH B CTApuYecKa Bh3pacT H NMPH NO-MAaAH nalueHTH. Hanuue e TeHaeHIMs 32 TIOHKXKaBaHe Ha
KJIHPBHCA HAa aMIIOAUITHAH, KOETO BOAH A0 HapacTBaHe Ha AUC H Ha BpeMeTO Ha NOJIyXHUBOT NPH
NaiMeHTH B cTapuecka Bb3pacT. [losultaBaneTro Ha AUC M Ha BpeMeTo Ha MOJYKUBOT [IPH NALUEHTH ChC
3aCTOMHa ChbpAcYHA HEAOCTATBYHOCT Ca CMOpe] OYaKBaHUATA 34 NallHEHTHTE B Ta3H Bb3pacTOBa rpyna B
TOR& Npoy4BaHe (BHXKTE T. 4.4).

Orpanyyesu JaHHH NPEeANOnarar, Y€ CHCTEMHHUAT KAHPBHC HA XHAPOXIOPOTHA3H € peAyLiHpaH KaKTo
MpH 3JpaBH, Taka U NPH NallHEHTH ¢ XMNEPTOHUSA B CTAPHECKA Bb3PAcT B CPABHEHHE C MJIaZiv 3ipaBH
noOpoBONILHN.

Bvbpeuno yspescoarne
IIpn naupenTH ¢ O0peuHo yBpexnane AUC Ha onmecapTaH B paBHOBECHO ChCTOAHHE HapacTsa ¢ 62%,
82% u 179% npH nauHeHTH ¢ JIeKo, YMEPEHO K TexXk0 6hOpeyHo yBpexkaaHe, CbOTBETHO, B CPABHEHHE
CbC 3JpaBH KOHTPOJH (BHXTE TOUKH 4.2 U 4.4). DapMakokHHETHKATa Ha OJIMECAPTAH MEAOKCOMMII TIPH
NaUHEHTH, KOHTO MPOBEXAAT XEMOIMANIN3a, HE € H3CJIC/IBaHa,

AMNOJHIUH €KCTEH3HBHO ce MeTabonn3upa 10 HeakTuBHE MeTabonnth. ecer npoue
CE EKCKpeTHpa HEeMMPOMEHEHO B ypHHaTa. [I[poMeHHTE B TNa3MEeHHTe KOHUEHTPALHH Hj
KOpeJHpar ¢bC CTeNneHTa Ha OuOpeyHoTO yBpexaane. IIpy Te3n mauueHTH, aMIIOAMIIf
npunara B obu4aliHaTa 103a. AMIOAMIIKH HE Ce AUANIH3HpA.



5.3

BpemeTro Ha noayXHBOT Ha XHAPOXJIOPOTHA3MA CC YIAL/KABA NpPH NalHEHTH ¢ HapyLeHa Ou0peuna
OYHKLMA.

Yeproopobro yepescoane

Cnen enHokpaTHO NiepopanHo npunoxeHne, Huara Ha AUC Ha oaMecapTan ca ¢ 6% u 65% no-BHCOKH
CHOTBETHO NPY NALMUEHTH C JIEKO H YMEPEHO UYepHOAPOOHO YBpexaaHe, OTKONKOTO NIPH
CBOTBETCTBAILHTE HM CHIJIACYBaHH 3JApaBH KOHTposnH. HecBbp3anara dpaxuns Ha onMecapran Ha 2™ yac
Clle]l MpHeMa NpH 31paBK JIHUE, MTPH NALKHEHTH ¢ ICKO YEPHOAPOOHO YBpeXKAaHE U NPH NALHEHTH C
yMepeHOo 4epHOApoOHO yBpexaaHe e choTBeTHO (,26%, 0,34% 1 0,41%. Cnea MHOTOKpaTHH 1034

PH NalHEHTH ¢ YMEPSHO YepHOAPoOHO yBpekaane, cpeanara AUC na onMecapTaH OTHOBO € 65%
NO-BHCOKA OTKOJIKOTO IIPU CHOTBETCTBAIMTE 3APAaBH KOHTPOH. CpeanuTe Cuax HABA HA |
OJIMECAPTaH Ca CXOJHH NpPH NalMeHTH ¢ YepHOAPOOHO YBpexaaHe H npH 3apasH aua. OnMecapran
MEIOKCOMHII HE € H3CJIeABaH I1pH NaLHEHTH ¢ TEXKO YepHOAPOOHO yBpex AaHe (B Te ToukH 4.2 H 4.4).

HannuHuTe ca MHOTO OTPaHHYECHH KIIHHUYHU JAHHHU OTHOCHO MPHNOKEHHETO HA AMJIOAMIIHH NpH
MauHUEeHTH ¢ YepHOAPoOHO yBpexxaane. KnHpBHCHT Ha aMJIOAMITMH Ce MOHIWKABA U BPEMETO Ha
MOJTY’KHBOT C€ YAB/DKABA [TPH NALHEHTH ¢ YBpeaeHa YepHoapoObHa PpyHKLHSA, KOETO BOOY A0 HAPACTBAHE
Ha AUC ¢ npubansurenno 40% - 60% (Brxte ToukH 4.2 1 4.4).

YepHoapoOHOTO yBpexiaHe He MOBIHABA 3HAYUMO (PapMAKOKHHETHKATA Ha XHAPOXAOPOTHAZHI.

IpenkAEARYRE JaAHHA 33 6e3zonacnocr
OnMecaprad MeAOKCOMHI/aMIOAUTNIHH/ XHAPOXIOPOTHA3HA KOMOHHALHA

[TpoyuBaHe 3a TOKCHYHOCT NPH MHOTOKPATHO NPHJIATAHE IIPH MUTBXOBE JEMOHCTPHPA, Ye KOMOBHHPAHOTO
NPHNIOKEHHE HA OJIMECAPTAH MEAOKCOMMII, aMIOAUNHKH H XHAPOXIOPOTHA3H HE YCHIBA HAKOA OT
ChOOIIEHNTE MPEH TOBA U CHILECTBYBaIlM TOKCHMHOCTH HA OTACIHUTE ChCTABKH H HE IPUYHUHABA
KaKBaToO ¥ na OuNo HOBa TOKCHYHOCT, KAKTO H He ce Habmoaasan CHHEPTHYHH OT TOKCHKOJIOTHYHA
rjieHa To4Ka eeKTH.

He ca nposexaany JOMBIHHTENHH HINUTBAHKA 32 MyTar¢HHOCT, KAHLIEPOreHHOCT H PENPOAYKTHBHA
TOKCHYHOCT 3a OJIMECapTaH/aMIOAUNUH/XHAPOXIOPOTHAZHA NOpaaH 1o6pe H3BeCTHHS NPpodun Ha
6e30MacHOCT Ha OTACAHHUTE AKTHBHM BEllECTBA.

OnMecapTaH MEIOKCOMMII

B npoyuBaHHA 32 XpOHHYHA TOKCHYHOCT NPH IIbX0OBE H KyYeTa, OJIMecapTaH MEROKCOMMI MOKa3Ba
nonobuu egexty, kakto AT peuentophu anTaroHucTH U ACE MHXHOHTOpH: NOBHINEHH HUBA Ha
HUTporeH kpbBHa ypes (BUN) v kpeaTHHHH, HAMaNABaHE Ha TErJIOTO Ha ChPLETO, HAMAIABAHE Ha
NnapaMeTPHTE Ha YCPBCHHTE KPbBHH KIETKH (EPHTPOLUUTH, XEMOTTIOOHH, XeMaTOKPHT), XHCTCJIOTHYHH
rnokasaren 3a 6u6pevHo yBpexaaHe (pereHeparuBHa je3us Ha 6b0peunus enuren, yaebengpane Ha
bazannara membpaHa, aunarauus Ha TyOyaure). Tesn HexXenaHu peakLiuy, NPUYHHEHH OT
dhapMakoIOrH4HOTO AEHCTBHE Ha OIMecapTaH MEAOKCOMHIIL, ChLIO Ca C€ MOSBHIIM B NPEAKIMHHYHH
npoy4Banus 3a ApyrH AT peuentopuu antaroHMcTH H ACE nHXuburopu u Moxe aa 6baT HaManeHu
MPH €JHOBPEMEHHO NEPOPATHO NTPHIIOKEHHE HA HATPHEB XJIODH],

Iloxobro na apyrn AT) peLienTOpHK aHTArOHUCTH OJIMECAPTAH MEAOKCOMMII NIOBHIABA CIYYAKTE HA
XPOMO30MHa YYTUIHBOCT B KI€TbYHH KYJITYDPH in Vitro, HO He in vivo. Kato 1ga0 JaHHHTE OT NpOrpaMH 3a
H3CNIE/IBaHUA 38 001lla FeHOTOKCHYHOCT NPEANOarar, 4e 0JIMecapTaH € MAJIKO BEPOSTHO Aa NPt ~.
[€HOTOKCHYHH €(eKTH NPH KIHHWYHO npuiaokenue. OnMecapTaH He € KaHLEPOreHeH Mp Zor XPARE
TPaHCT€HHH MHLIKH, '

B penpoayKTHBHH NPOY4YBAHHA NPH IUTEXOBE, OJIMECAPTAH MEAOKCOMMKII HE TIOBRNHABY/GHE
HAMA JoKa3arencrna 3a TeparoreHeH edexr. [logobHo Ha Apyru auruoreHsuH 11 aHT

"""""



6.1

MpEeXHBAEMOCTTa Ha NMOKONCHHETO € HaMasieHa U e Hal/mojaBasa neiBuMHa AunaTalua Ha 6u6peLuTe
CNIE/l eKCIIO3KIMA Ha MaltKHTE MO BpeMe Ha KbCHa OpeMeHHOCT H kbpMeHe. [pu 3alil HAMa NaHKM 3a
deroToKCHUHMN edeKTH.

AMIoNUNUH

PenpoayKTHBHa aKTHBHOCT

PenpoxykTHBHM NPOyYBaHHSA NIPH TUTHXOBE M MHMIIKH €a NOKa3anu 3a0aBaHe Ha pKIAHETO,
YBe/IM4eHA MPOAB/DKUTETHOCT HA PAKAAHETO H NIOHKKEHA TPEXHBAEMOCT Ha TIOTOMCTBOTO TIPH
JO3UPOBKA OKOJIO 50 ITHTH 10-BUCOKA OT NPENnopBhYHTE/IHATA A03a npy xopa Ha 6a3a
CHOTHOIIEHHETO Ha mg/kg.

YepexyaHe Ha PpepTunmurera
Hsma edexr BBpXy ¢pepTHANTETA HA TUTHXOBE, IEKYBAHM C AaMJIOAMIUE (MBIXKH 33 64 AHH H

JKEHCKH 32 14 AHU npeau YHPTOCBAHETO) NMPM A03H A0 10 mg/kg/aneBno (8 mrpT* MakcMMaHaTA
NnperopbYMTe/IHa A03a NPH XOpa Ha H6a3aTa ChOTHOLIEHHETO Ha 10 mg Ha 6a3ara Ha
cpoTHOMEHMeTo mg/m?). [Ipn Apyro npoyuBaHe C IUTbXOBE, B KOETO MBXXKHTE HHIUBHAH Ca
NeKyBaHM ¢ aMJIOJHITHH 6e3MaT 3a 30 AHM C J03a, CPABHHMA C Ta3H MPH XOpa Ha 6a3ata Ha
cpoTHomeHuneTo mg/kg, ca ycraHOBeHHM HaMasIeHM HHBA B I/Ia3MaTa Ha QONMKY/M-CTHUMY IMPaILHs
XOPMOH H TECTOCTEPOH, KAKTO M HAMA/BIBAHE Ha IUTBTHOCTTA Ha CriepMarta U B 6pos Ha 3penure
cnepMaTHan 1 CepTomeBH KIETKH.

KaHueporeHHOCT, MyTaréHHOCT

[InbXx0B€ M MHUILKHK, TEKYBaHU ¢ aMJIOJUIIHH NPU NpUeM 3a IBE FOAHHH, IPH KOHLEHTPAllHd H3YHCaeHa Aa
OCUIypH HHBa Ha AHeBHa jo3a ot 0,5,1,25 n 2,5 mg/kg/aHeBHO He NOKA3BaT JOKA34TEICTEA 32
kaHueporeHHoct. Ha#i-sucoxara no3a (3a MHIIKH, nofobHa HA MAKCHMATHATA IIPENOPBYHTENHA
KNHHHYHa 1033 oT 10 mg Ha 6a3aTta Ha CBOTHOMIEHHETO ME/m2, a 38 IUIEX0Be JBa MBTH* MO-BHCOKA OT
MaKCHMAaJTHAaTa NPENnOpPbYHTENIHA) ¢ On13Ka 10 MAKCHMATHATa MOHOCHMA J03a 33 MHUIKH, HO He 3a
MIbX0Be. MyTareHHH Npoy4BaHHA [TOKA3BaT, Y€ HAMA JIEKApPCTBEHO-CBbP3aHH €(eKTH KAKTO Ha FeHHO,
TaKa M Ha XpOMO30MHOQ HHBO.

*Ha Ga3ara Ha Terno Ha nauueHt 50 kg

XuapoxnopoTuasua
[TpoyuBaHMs ¢ XUAPOXIIOPOTHA3HA NTOKA3BAT HEeAHO3HAYHH J0KA3ATEICTRE 38 N'EHOTOKCUMEH H

KaHIUEPOreHeH €eXT NPH HIKOM EKCNIEPUMEHTAIHE Mojenu. Bunpexu Toa GoraTHaT ONKT NMpH Xopa ¢
XUAPOXJIOPOTHA3U] HE NMOKA3Ba BPbiKa MEXAY Heropara ynorpeba v mopHineHaTa nmosea Ha HEOTUIA3MH.

OPAPMAINEBTHYHHU JAHHHA
CoachLK HA NOMOIMAATE BellleCTBA

CrpueBnHa Ha Tabnerkara
¢ JlaxTo3a MOHOXHApPAT
® MHKPOKPHCTANTHA LeJyo3a
® KPOCIOBWUAOH (THN A)
e KoJoHAeH, He3BOICH CHTMLIMER JHOKCH]

® MAarHe3HeB creapar.
OUnIMOBO MOKPHTHE
e Onangpali® II posos 31F270001 (xunpomenosa, n1akroza MOHOXHIpa

JAHOKCHJ, XBAT XKEJIe3eH OKCHJI, YUEPBEH XKENE3eH OKCHJ, YEPEH XKell
mg/5 mg/12,5 mg).
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o Omnagpali® II xbnt 31F220014 (xunpomenosa, n1akTo3a MOHOXHAPAT, MAKPOr0Jl, THTAHOB
AHOKCHI, XKbJIT KeNIe3eH OKCHJ, YEpREH XeleseH okcua) (3a 40 mg/5 mg/12,5 mg).

HecnLBMeCTHMOCTH
Henpunoxumo

Cpoxk Ba roasoCT
3 rOAWHH

Cnenusajan YCJNOBHA HA CHIPDaAHCHHC
Tosu NEKApCTBCH IPOAYKT HE H3HCKBA CrICHHANTHH YCJIIOBHA Ha CbXpaHEHHE.

B A cLABPXAHAE HA ONAKOBKATA
oPA-Alu-PVC//Alu 6nucrep
Onakosku ot 14, 28, 30, 56, 98 u 100 ¢punmupanu tabnerku.

He BcHuKM BHAOBE ONAKOBKHM Morar Aa Opaat MNyCHaTH B nponaxcﬁa.

Cnennajnn NpeANa3BH MEPKH NPA H3XBbLPASHE

Heusnon3spaHUusT JCKAPCTBCH MPOAYKT WJIH OTIIAABYHHATE MATCPHANH OT HEINO TpﬂﬁBEl Aa CE€ H3XBBDJIAT B
CHOTBETCTBHE C MECTHHUTEC MAUCKBAHHA.

IMIPETEXATEJI HA PAZPEIIIEHHETO 3A YHOTPEBA
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

PerucTpannoHeH HOMeED:

Onmesna Tpuo 20 mg/5 mg/12,5 mg dunmupanu tabnerxs: 20210145
Onmesnn Tpro 40 mg/S mg/12,5 mg punmupanu tabnerkn: 20210146

JATA HA ITbPBO PAZPEINTABAHEMIOAHOBABAHE HA PASPEIHEHHETO 3A YIIOTPEBA

Jarta na mepBo paspetasane: 02.06.2021

HAATA HA AKTYAJIH3UPAHE HA TEKCTA
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