KPATKA XAPAKTEPUCTHKA HA NMMPOAYKTA

U3MNLTHATESIHA AFEHUNA N0 REKAPCTBATA
1. UME HA JIEKAPCTBEHHUA MPOAYKT .

Onmecta A Ilmioc 20 mg/5 mg/12,5 mg ¢punmupann TabneTku
Olmesta A Plus 20 mg/5 mg/12.5 mg film-coated tablets

Onmecta A [Tmoc 40 mg/5 mg/12,5 mg ¢punMupanu Tabnerxku
Olmesta A Plus 40 mg/5 mg/12.5 mg film-coated tablets

Onmecta A TLnioc 40 mg/10 mg/12,5 mg dbunmupany TabneTkn
Olmesta A Plus 40 mg/10 mg/12.5 mg film-coated tablets

Onmecta A TLmroc 40 mg/S mg/25 mg punmupanmn TabneTku
Olmesta A Plus 40 mg/5 mg/25 mg film-coated tablets

Onmecta A TLmoc 40 mg/10 mg/25 mg dunmupann Tabrerku
Olmesta A Plus 40 mg/10 mg/25 mg film-coated tablets

2, KAYECTBEH H KOJIHYECTBEH CHCTAB

Onmecta A Ilmoc 20 mg/S mg/12.5 mg dunmupann Tabnerku

Bcsxka Tabnerka cuanpxa 20 mg onmecaptald MeaokcoMun {(olmesartan medoxomil), 5 mg aMmnoaunuH
(amlodipine) (kaTo amnoaunuHoB 6e3nnar) v 12,5 mg xuapoxnopornasua (hydrochlorothiazide).

IIoMOULIHH BellecTBa ¢ H3BECTHO JICHACTBHE
Bcsika Tabnerka ceaspxa 19 mg nakroza MOHOXHApAT.

Onmecta A Ilmoc 40 mg/5 mg/12,5 mg dunmupanu Tabnerku
Bcaka tabnerka ceabpxa 40 mg onMecapraH MenokcoMmi (olmesartan medoxomil), 5 mg aMAOAUNHH
(amlodipine) (xato amnoaunuHos Se3nnat) u 12,5 mg xuapoxnoporuasua (hydrochlorothiazide).

[ToMOLIIHH BEINECTBA C H3BECTHO JIEHCTBHE
Bcaka Tabnerka cpabpixa 38 mg nakTo3a MOHOXHApAT.

Onmecta A TLmoc 40 mg/10 mg/12.5 mg dunmupadu Tabnerku
Bceaka Tabnerka chappxa 40 mg onmecaprad megokcoMun (olmesartan medoxomil), 10 mg amnoaunux
(amlodipine) (kaTto amnogunuHoB 6e3unat) U 12,5 mg xuapoxnoporsnasua (hydrochiorothiazide).

[ToMOLIHY BEHIECTBA ¢ H3BECTHO JEHCTBHE
Beska Tabnerka cpabpaka 38 mg 1akro3a MOHOXHIPAT.

Onmecta A Imoc 40 mg/S mg/25 mg dunmupann TabneTku
Bcesaka Tabnetka chappxa 40 mg onmecaprad Megokcomun (olmesartan medoxomil), 5 mg aMmnoarnuH
(amlodipine) (xaTo amnoannuyoB 6e3mnnar) ¥ 25 mg xuapoxnoporua3ua (hydrochlorothiazide).

[ToMOLIHYM BELIECTBA ¢ UIBECTHO ACHCTBHE
Beaka Tabnerka cpabprka 38 mg nakro3a MOHOXHAPAT.

Qumecta A Ilmoc 40 mg/10 mg/25 mg punmupanu Tabaerku

. Bceska Tabnetka coappka 40 mg onmecapran Megokcomua (olmesartan medoxomil), 1 Y
(amlodipine) (karo amnogununos 6e3nnar) u 25 mg xuapoxnoporHasua (hydrochlorgh;
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[ToMOUIHK BELIECTBA ¢ HIBECTHO NEHCTRHE
Bcaka Tabnetka chabpxka 38 mg nakrosa MOHOXHpAT.

3a MBJIHHSA CIIKHCHK Ha NOMOLIHHUTE BCUICCTBA, BWKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

fbmmnpaﬁa Tabnerka (Tabnerka)

Onmecta A ILmoc 20 mg/5 me/12.5 mg dunMu TabJaeTKH
bsana, kpbrna tabnerka (¢ AnaMeTsp 7,5 mm), CbC CKOCEHH pbOOBe, ¢ BANBOHATO penedHo o3HayeHue ,,OA™
OT €JiHaTa cTpaHa M ,,05“ ot Apyrara cTpaHa.

OnMecta A Timoc 40 mg/5 mg/12.5 mg dunmMupadu Tabnerku
XKpnTa, kpbria tabnerka (¢ apamersp 9,5 mm), cbe ckoceHH prdoBe, ¢ BaATOHATO pe.neclmo O3HAuEHHE
-OA" oT egHara crpaHa 1 ,,06* oT apyrara cTpaHa. :

Onmecta A Ilmoc 40 mg/10 mg/12.5 mg punmupany Tabnerxu

Posopa, kpbrina tabnerka (¢ auaMetsp 9,5 mm), Cb¢ CKOCEHH p1OOBE, ¢ BATLOHATO penedHO O3HaUeHHE
»OA* oT enara cTpaHa # ,,03“ ot apyrara cTpana.

Onmecta A [lmoc 40 mg/S mg/25 mg dunmMupany TabaeTku
JKbnTa Tabnerka ¢ popma Ha kancyna (awpkuHa: 12,8 mm, wiMprHa: 6,0 mm), cbC CKOCEHH pBbOBE, ¢
BANTBOHATO penedHo o3Hauenue ,,OA* or eaHara cTpana u ,,04“ or apyrara cTpaHa.

Onmecta A [Lmnioc 40 mg/10 mg/25 mg ¢uimMupann TabneTku

Pozoa Tabnerka ¢ ¢popma Ha xancyna (apokuHa: 12,8 mm, wHpuna: 6,0 mm), cbe ckoceHu prbose, ¢
BAILOHATO penedHo o3HaveHue ,,OA* ot egHara cTpana u ,,02% ot apyrara crpaHa.

4, K/JHHNWYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHAA
Jleyenue Ha eCEHLIHAIHA XHIICPTOHUSL.

Lobasvuna mepanun

OnmMecta A TLiioc e nokasaH NpH Bb3PacTHH NAaLHEHTH, YHETO KPBBHO HAATAHE HE ¢ KOHTPOJMpa
aIEeKBATHO OT KOMOMHALIMATA HA OJIMECAPTAH MEIOKCOMMJI H aMJIOJIHITHH, NIPHEMAHH KaTO IBYKOMMOHEHTHA
nexkapcTBeHa gopma.

3amecmumenna mepanus

Onmecta A Ilmoc e noka3aH KaTo 3aMECTHTEJIHA Tepanks NMpH BE3PACTHH NMALHEHTH, THETO KPBBHO
Ha/iAraHe € aIeKBaTHO KOHTPOJIMPaHO OT KOMOMHALIMATA Ha OJIMECapTaH MeAOKCOMWWI, AMJIOAHIIHH H
XHAPOXJIOPOTHA3K], pHeMaHH noa ¢opMaTa Ha ABYKOMIMNOHEHTHA (ONMecapTaH MEIOKCOMHII H aMAOAUIIHH
HJIM OJIMECAPTAaH MEAOKCOMHII H XHAPOXJIOPOTHA3HA) H €JHOKOMIIOHEHTHA JIEKapCTBeHa (jopMa
(XMAPOXJIOPOTHAZUA WIH AMIOAHITHH).

4.2 Jlo3mpoBka H HAYHH HA NPHIIOKEHHE

Qoanmnxa

BbapacTHu
[penopbuuTennara go3a ¢ 1 Tabnerxka Onmecta A ILmoc Ha fen.
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Zobaevuna mepanus
Onmecra A TLlmoc 20 mg/5S mg/12,5 mg Moxe aa ce npunara npH NaLHeHTH, YHETO KPBBHO HANATAHE HE CE

KOHTPONHpa a/1exsaTHO OT 20 mg onmMecapTaH MEAOKCOMHI H 5 mg aMJIOAAMNHH, PHEMaHH KaTo
ABYKOMITOHCHTHA KOMOHHaLHA.

Onmecta A TLmoc 40 mg/5 mg/12,5 mg mMoxe fa ce npuiara Np# NaLueHTH, YHETO KPHBHO HAJNITAHE HE C¢
KOHTPOJIHpA aieKBaTHO OT 40 mg o/iMecapTaH MeOKCOMHI H 5 Mg aMJIOAUIIHMH, MPHEMAaHH KaTo
ABYKOMMOHEHTHA KOMOMHALIMA, WIH NPH NALMEHTH, YHETO KPBBHO HA/IAraHE HE C€ KOHTPOIHPa aIcKBaTHO
ot Onmecra A Ilmoc 20 mg/5 mg/12,5 mg.

Onmecta A Ilmoc 40 mg/5 mg/25 mg Moxke J1a ce NpWiIara npu NauyMeHTH, YHETO KPbBHO HalAraHe He ce
KOHTpo/Hpa anexsaTtHo oT OnmMecta A Ilmoc 40 mg/5 mg/12,5 mg.

Onmecta A Tlmoc 40 mg/10 mg/12,5 mg Moxe aa ce npunara Npy MalMeHTH, YHETO KPBBHO HAJATAHE HE CC
KOHTpOJIMpa aaekBaTHo oT 40 mg onmecapran MeaokcoMun U 10 mg aMNOAMIHH, MPHEMAHH KaToO
ABYKOMITIOHEeHTHa KoMOuHaums wiu ot Onmecta A [Lmoc 40 mg/5 mg/12.5 mg.

Onmecta A Tlmoc 40 mg/10 mg/25 mg Moxe Aa ce npunara NpH NaUHCHTH, YUETO xp'bnﬁo HaNAraHe He €
aaekBaTHO KoHTponHpaHo oT Onmecta A [Lmoc 40 mg/10 mg/12,5 mg wiaun or Onmecta A ILmoc

40 mg/5 mg/25 mg.

Ipenu na ce npeMUHE KbM KOMOHHALMSA OT TPH KOMITIOHEHTA CE MPEenophyBa NMOETANHO THTPHPAHE Ha J03aTa
Ha OTAEIHHTE KOMINOHEHTH. Koraro € KIMHHYHO NOAXOAALLIO, MOXKE Aa ce OOMHCIH JUPEKTHO NPEMHHABAHE
OT ABYKOMIIOHCHTHATA KOMOMHALMA KbM TPHKOMITOHEHTHATA KOMOMHALHS.

3amecmumenna mepanus

[NaLmeHTH, KOHTPONHPAHH OT CTAOMITHH AQ3H O/IMECApTaH MEAOKCOMMWL, aMJIOJHITHH W XHAPOXJIOPOTHA3H],
NpHEMaHH €IHOBPEMEHHO KaTO JIBYKOMIIOHEHTHa (oIMecapTaH MEAOKCOMHA U aMNOAHITHH WK OJIMECapTaH
MEJOKCOMMWII H XHAPOXJIOPOTHA3HA) H €AHOKOMMNOHEHTHA JIeKapCTBEHa opMa (XHAPOXJIIOPOTHA3H/ HIH
AMJIOJIHMMH) MOTaT Ja NpeMHHAT Ha Jederne ¢ OnMecta A TLmoc, chabpxaiRa cbuiMTe 034 Ha
KOMIIOHEHTHTE.

MakcuManHaTa npenopbyHTenBa 103a Ha OnMecta A Ilmoc e 40 mg/10 mg/25 mg.

[onynauna B crapyecka B3pacT (Ha 65 wid noseye roHHU)

[Ipu xopa B cTapuecka BBL3PACT Ce Npenopbyea NOBHILIEHO BHUMaHHE, BKITIOYHTEIHO NO-4ecTo HabmoneHue
Ha KPBBHOTO HayIAraHe, ocobeHo NMpH IIpHeM Ha MaKCHManHara AHesHa ao3a Onmecta A [lmoc
40 mg/10 mg/25 mg.

[oBuinaBaneTo Ha no3aTa TpAOBA Ja ce H3BBPLIBA C MOBAILIEHO BHUMaHHE MPH XOpa B CTAPYECKA Bh3pacT
(Bx. TOukH 4.4 n 5.2).

[Tpy naupeHTH Ha BB3PAcT Haj 75 roAMHU AaHHHUTE 3a ynorpedbara Ha koMOMHaUMATa OT PUKCHPAHH NO3H
ONIMECAPTAH MEAOKCOMWI/AMIOAHITHH/XUIPOXIOPOTHA3H] Ca MHOTO orpaHHueHH. [Ipenoprusa ce CHIHO
MOBHILIEHO BHUMAaHHUE, BKITKOUHTEIHO MO-YECTO NPOCNECAABAHE Ha KPLBHOTO HaNAraHe.

br6peutio yspexaane
MaxcHManHaTa 1o3a Npy NaLUMEHTH C JIEKO A0 yMepeHo 6b0peuHo yBpexaaHe (KpeaTHHHHOB KITHpEHC 30 —

60 mi/min) ¢ Onmecta A ILmioc 20 mg/5 mg/12,5 mg, nopaau orpaHH4YCHHA OMUT ¢ A03HpoBKaTa oT 40 mg
oIMecapTaH MeJOKCOMMI MPH Ta3H Ipyna MauHeHTH.

[penopbuBa ce MpociaeaiBaHe Ha CePYMHHUTE KOHLEHTPALMH Ha KajluH 1 KpeaTHHUH
yMepeHo OBOpeuHo yBpexaaHe.

Ynotpebata Ha Onmecra A [lmoc npu NALMEHTH ¢ TexKO.6B0peyno yBpexkaaHe (Kpog

<30 ml/min) e npoTHBOnOKa3aHa (BXK. TOukH 4.3, 4.4 1 5.2).
3
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Yepuo HO €
Onmecta A ITtoc Tps6Ba Aa ce H3NON3Ba ¢ NOBHILCHO BHUMAHHE TIPH MALIMEHTH C JIEKO 4epHOAPOOHO
yBpexaaHne (BK. ToukH 4.4 n 5.2).

[TpH nauMeHTH ¢ yMepeHO YepHOAPOOHO yBpexaaHe MakcuManHaTa a03a Ha Onmecta A Tlhmoc He TpabBa xa
nHaasuwaea 20 mg/5 mg/12,5 mg seanbxk AHeBHO. [Ipy nauueHTH ¢ YepHOAPOOHO YBpEXKAAHE CE
penopbYBa BHUMATEITHO MPOCIieAIBaAHE Ha KPBBHOTO HaArane 1 6u6peuHara GyHKIHA.

KakTo np#¥ BCHUKH KANLIMEBH AHTATOHKCTH, NOTYKHBOTHT HA aMJIIOAHMIHH C€ YILIKABA NPH MAIHEHTH C
HapylleHa YepHOApo6HA (PyHKIMA M HAMA YCTaHOBEHH MPEMOPHKH 33 JO3HPoBKA. CNe0BATENHO

Onmecta A TLuioc TpaORBa fa ce npiiara ¢ NOBUIIEHO BHHMAHHE NPH Te3H NauMeHTH. DapMaKOKHHETHKATA
Ha aMJIOJMITHH HE € NMPOYYEHa MPH TEXKKO HEPHOAPOOHO YBpEeKAaHE.

ITpH NauMeHTH ¢ HapylueHa YepHOAPOoOHa GYHKLMA, IEYEHHETO ¢ aMIOAHMHH TPAOBa na 3anoyHe ¢ Hak-
HUCKATa 1032 K a CE THTPHPA MMOCTENEHHO,

VnorpebGara Ha Onimecta A ILmioc € npoTHBONOKa3aHa MPH NAlMEHTH C TEXKO 4epPHOAPOOHO ynpe)x.uane
(BX, TOUKH 4. 3 ¥ 5.2), xonecra3a u 6unnapHa obcTpykuua (BxK. Touka 4.3).

Ile YyHa [oImyJia
KomOuHaupaTa ¢ pUKcHpaHa 103a Ha OJIMECapTaH MeAOKCOMMWIY/aMITOAWITHH/ XUAPOXJIOPOTHA3H HE CC

NpenophyBa 3a yrnoTpeda Npu NalMeHTH Ha BB3pacT Nnof 18 roauHy, Tl KATO THIICBAT AaHHH 3
Oe30macHOCT U ePUKACHOCT.

HaunH Ha npuioxeHHe

Tabnerkara TpabBa na ce Nornabla ¢ AOCTATHYHO KOJIMUECTBO TEYHOCT (Hanp. ¢ yama poja). Tabnerkara He
TpaOBa Aa ce aAbBUE U TPAOBa Aa ce NPHEMA 10 €AHO U ChILO BPEME BCEKH JCH.
Onmecta A Ilmoc Moxe Aa ce npdeMa cbC WIH 6e3 xpaHa.

43 IlpornBonoxa3aHus

CBpBbXYYBCTBUTENHOCT KbM AKTUBHHMTE BELUECTBA, KbM AHXUAPONHUPHAHHOBH NPOH3BOAHU HIH KBM
BEILECTBA, NPOM3BOIHH Ha cya¢oHaMna (Thii KATO XUAPOXIIOPOTUA3U] € CYJIPOHAMHA-IPOH3BOIHO
JIEKAPCTBO) WM KbM HAKOE OT [IOMOILIKUTE BelllecTBa H30poeHH B TO4Ka 6.1,

Texxo 6L0peuHo yBpexxaaHe (BX. ToUkH 4.4 1 5.2).

PedpakTepHa Ha JeuHeHHE XMITOKATHEMHA, XHNIEPKANLIMEMHS, XHITOHATPHEMHA H CHMITTOMaTHYHa
XHMEPYPUKEMHA.

Texkka yepHoApoOHA HEAOCTATHUHOCT, XOJ1ECTa3a H HapyLICHHA, MPOoTHYALIH ¢ OuanapHa obcTpyKuHs (BX.
TOUKA 5.2).

BTopM H TpeTH TPUMECTHD OT OpeMeHHOCTTA (BK. TOYkH 4.4 U 4.6).

- EanoBpemenHata ynotpedba Ha OnMecta A [lnroc ¢ anHCKHPEH-ChABPKALILH NPOAYKTH € MPOTHBOTIOKA3aHa
npH NaUKEeHTH ChC 3axapeH auabet unu 6x6peuto yspexaane (GFR < 60 ml/min/1,73 m?) (BX. TOUKH 4.5
nS.1). ' |

[Topaau chabpXxaHHeTO Ha aMnoaunuH, Onmecta A ILmioc € MPOTHBONOKA3aHA MPH i
10K (BK/TIOUMTENIHO KapAHOreHEH LIOK);
T€XKKa XMIIOTOHHS,

OOCTPYKLIMA Ha H3XOJHUS KPbBOTOK Ha NABaTa Kamepa (Hamnp. BUHCOKOCTENEHHY 6
¢ XeMOIWHAMHYHO HecTaOWIHA ChpAEYHA HEAOCTATBYHOCT CIIEA OCThP MHOKApPY

.
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44 Cnennansu npeaynpeixienas H NpeAna3HH MepKH npH ynorpeba

[TapHeHTH ¢ XMITOBONEMHUA HIH XHITOHATPHEMMA
[Ipy naLmMeHTH ¢ XUMOBOJIEMHS H/WIH XHNIOHATPHEMHA BCIICACTBHE Ha MOILHA AHYPETHYHA TEPATHA,

OrpPaHUYEHHA HA CONITA, AHAPUA WIH NOBPBIIAHE, MOKE J1a C€ MOIBH CHMNTOMATHYHA XHIIOTOHHA NPEAHMHO
chell MspBaTa Jo3a. [IpenopryuBa ce KOpUrHpaHe Ha TOBa CHCTOSHHUE NPEaH mpunoxenunero Ha Onmecra A
[1n10¢ WK CTPUKTHO MEIHUMHCKO NMpocaeasBaHe B HAYAJIOTO Ha JICYCHHUETO. '

Jpyri ChCTOSHASA ChC CTUMYJIALNA HA PEHUH-AHIHOTeH3HH-ALAOCTEPOHOBATA CUCTEMa

[py nauneHTH, YHUTO CHAOB TOHYC M ObOpeyHa pyHKLMA 3aBUCAT NPEeAMMHO OT aKTHBHOCTTA HA peHHH-
aHTHOTEH3HH-AIAOCTEPOHOBATA CUCTEMA (HArp. MALMEHTH € TEXKA 3aCTOHHA ChbpAeYHA HEAOCTATHYHOCT WIH
OCHOBHO OBOpeuHo 3abonsBaHe, BIIIIOYHTENHO CTEHO3a Ha OB0OpeuHa apTepus), NEUYCHHETO C IEKAPCTBEHH
NPOAYKTH, KOWTO NORTHABAT TA3M CHCTEMA € CBBP3aHO C OCTPA XHIIOTOHHSA, 330TEMHUS, OJIUIYDPUS HIH B
peAKH Cy4aH ocTpa ObOpeyHa HEROCTATBYHOCT.

PenoBasanHa XHNEPTOHUA .
[Tpy nauMeHTH C ABYCTPaHHA CTEHO3a Ha OBOpEeUHHTE apTEPHH UM CTEHO3a Ha apTepHATa Ha €AMHCTBEHUS

¢yHxUHOHMpal 6LOpeK, KOMTO ce JIEKYBaT ¢ IEKaPCTBEHH NPOIYKTH, 0Ka3Ballli BIHAHHE BLPXY pEHHH-
AHHOTEH3IHUH-ATIOCTEPOHOBATA CHCTEMA ChIIECTBYBA NOBULIEH PUCK OT NOABA HA TEXKKA XMITOTOHHUA H
016peyHa HeZOCTATHYHOCT.

bu6peuto yBpexaane u 6u6peyHa TpaHCIIaHTALIUS
Korato OnmecTta A IInioc ce H3mos3Ba NpH NMaLlMeHTH ¢ HapyllieHa 6b0peyuna GpyHKLHs, Ce NpenopbYBa

NMEPHOAHYHO NPOCIICAABAHE HA CCPYMHHTE KOHUCHTPAIKH Ha KATHA H KPCATHHHHA.

Vnorpebata Ha Onmecta A [Lmioc He ce npenopbyBa NpH NaLUEHTH C TexKO OLOpeyuHo yBpexaaHe
(xpeatnHHHOB KIHpBHC <30 mi/min) (Bx. Touku 4.2, 4.3 1 5.2).

A3oTemus, CBbP3aHa C THA3UAHHUTE AUYPETHLIM, MOXe [1a Bb3HUKHE NPH MaUMEHTH ¢ yBpeaeHa 0n0petna
dbyHKLUA.

[Tpy nanHM 3a nporpecuBHO 61LOpeyHO yBpexaaHe € HeoOX01MMa BHMMATEIHA NPEOLICHKA Ha TepanuiTa,
KaTo ce OOMHC/IM NpeKpaTABaHe Ha AHYPETHYHATA TEpanus.

Hsama onyr ¢ NpuiokKeHHETO Ha KOMOMHALIMA OT (PHKCHpPaHHW 03U OJIMECApTaH

MEQOKCOMKJI/aMJIOAUITHH/ XHAPOXJIOPOTHA3H MPH NALMEHTH ¢ HACKOPO NpoBeacHa OLOpeuHa
TPAHCILIAHTALMS WIKA NIPH NALMEHTH ¢ KpaeH cTagHii Ha 6n0peuHo yBpexaaHe (T.e. KpEATHHHHOB KINHPBHC
<12 ml/min).

JIBoifHO 610KHMpaHe Ha PeHHH-aHrHOTEeH3MH-aIA0cTepoHoBaTa cucTema (PAAC

Hma naHHM, 4e eqHorpeMeHHaTa yrnotpeba Ha ACE uHXHOMTOpH, aurnoTeHsuH Il-peuenTopun 610kepH HAH
AJTHCKUPEH MOBHILABA PHCKA OT XUMNOTOHUA, XHIIEPKAIHEMHS K HamaneHa 6x0peuHa GyHKUMA
(BKIIIOMHTENHO ocTpa OL0peuHa HepocraTbyHOCT). [Topaau ToBa He ce mperiopbyBa ABOHHO OJIOKHpaHe Ha
PAAC upes koM6uHHpaHaTa ynotpeba Ha ACE uaxubutoph, anruorensns [I-peuenropu 6nokepu win
ANHCKUPEH (BXK. TOUKH 4.5 n 5.1).

AKo ce npeLeHH, Y€ TepanuaTa ¢ ABoiiHO Onokupane € abcomoTHo HeoOxonuMa, ToBa TpadBa na cTaBa caMo
noA HabMOAEHHUETO Ha CNELHATHCT H NPH Y€CTO BHUMATEIHO MOHUTOpHpaHe Ha 6pOpeunaTa PyHKLMA,
SNEKTPONIUTHTE U KPBBHOTO HAJIAraHe.

ACE unxu0butopu 1 aHrnoteHsuH ll-penentopun 61okepyu He TpsOBa 1a ce U3anoa3Bat
nauKeHTH ¢ A4abeTHa HedponaTh4.

UepHoapoOHo yBpexaaHe
Excno3uuMaATa Ha aMJIOAMIKH ¥ OJIMEcapTaH MEIOKCOMMII C€ YBE/IHUYaBa MPH NaLH

yBpexaaHe (Bx. Touka 5.2).
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OcBeH ToBa, HE3HAUHTEIHH MPOMEHH B HanaHca Ha TeYHOCTHTE B €JIEKTPONIMTHTE 110 BpEME Ha TEPaNHATa ¢
THa3HAHM MOTAT /18 MPEAH3BUKAT YEPHOAPOOHA KOMa NMPH NalHEHTH C YBpeIeHa YCPHOAPoOHa DyHKIMA HiH
nporpecHpaino depuoapodbHo 3abonasaHe.

Hiauckea ce NoBHINEHO BHHMaHHe, korato OnMecta A Ilmoc ce npunara npM NatMeHTH ¢ JIEKO A0 YMEPEHO
yepHOAPOOHO YBpeXKaaHe.

[Ipy nauneHTH ¢ yMepeHo YepHoAPoOHO yBpexkKaaHe A03aTa OlIMecapTaH MEAOKCOMMII He TpaDBa aa
HaaBHLIaBa 20 mg (BXx. TOuKa 4.2).

IIpn nauMeHTH ¢ yBpeaeHa YepHOAPOGHa (PyHKLMS NeYeHHETO C aMIOAMITHH TpAOBa Ja 3anoysa ¢ Haii-
HUCKHTE BB3MOKHH JIO3H M C€ H3HCKBA NMOBUIUIEHO BHHMAHHWE KAKTO B HAYANOTO Ha TEpanuaTa, Taka H NMpH
NoBHILIABAHE Ha 103aTa.

Vnorpebara Ha Onmecta A TLnioc e mpoTHBONOKAa3aHa NPH NALIHEHTH € TEXKO YEPHOAPOOHO yBpexkaaHe,
XOJNIeCTa3a WIH XMIBbYHA obcTpyKums (BK. Touka 4.3). '

CreHo3a Ha a0 M MHTpanHa Kiall BHA XHN M4HA KAPAHOMHOMATHA

[Mopaau cbABPKAHKETO Ha aMJIOAMIIHH B OnmMecta A TLnioc, KakTo M 32 OCTAHAIRTE Ba30H/IATATOPH, Ce
NpenopbYBa MOBYILIEHO BHUIMAaHHUE NIPH NALWEHTH, CTPaAAallld OT CTEHO3a Ha a0pTHATA WK MUTPAHATA
K/1ana, Wik OT 0GCTPYKTHBHA XHNIEPTPOPHYHA KApAHOMHOIIATHS.

. [IbpBY4EH ANLIOCTEPOHHIHEM
[TallieHTHTE C TBPBHUYEH AJIAOCTEPOHH3BM OOHKHOBEHO He OTTOBapAT Ha TEpanus C AHTUXUIIePTeH3WBHH

JIEKapCTBEHH MIPOIYKTH, KOHTO AcicTBaT 4upes HHXHOUpaHe Ha peHHH-aHTHOTSH3HHOBATa CUCTEMA. ETo
3aino, ynorpebara Ha OnmMecta A [Lmoc He ce npenoppyBa NpH TAKHBA MAMEHTH,

MeTaboNKTHH U €HIOKPHHHY e(eKTH

Tepanuara ¢ THA3UAHH AMYPETHLM MOXE J1a HAPYUIH IMIOKO3HUA ToNEpaHC. 11pu nauMenTH ¢be 3axapeH
nHabeT MOXe Aa C€ HaNOXKM afanTupaHe Ha R03UTe HA KHCYJTHHA WIH Ha NEPOPATHHTE XHMTOMIHKEMHYHH
cpeacTsa (BX. Touka 4.5). [To BpeMe Ha THA3HAHATA TEPANHA MOXE J1a CE H3SBH JIATEHTEH 3aXapeH AnaterT.

[TOBHIIEHHETO HA XOJIECTEPOJIa M HA HMBATA HA TPHMIJIMLEPUINTE CA HEXEIAHH PEeaKLIMH, 32 KOHTO €
M3BECTHO, Y€ Ca CBBP3aHH C TEPAfHATA ¢ THA3HIHH IHYPETHLIA.

[IpH HAKOH NALMEHTH NONYYABALIY THASHIHH JHYPETHLIM MOXE Na C€ NOSBH XHIIEPYPHKEMHA WIH 1a ce
BOILH CHILECTBYBALlla ToAarpa.

Enekrponures aucbanaHc
KakTo npH BCHYKH NALHEHTH, KOUTO Ca Ha AHYPeTHYHa TeparnHusa Ce NMpenopb4sa NEPHOAHYHO ONPEASAIHe

Ha CCPYMHUTE €NIEKTPOJUTH HA NOAXOAALIH HHTEPBAJIH OT BPECME,

THazHAHTE, BKIIOYHTEIHO XHAPOXJIOPOTHA3HA MOXKE 8 AOBEAAT A0 HapyUlIeHHWEe Ha BOJAHWUA HIIW
ENeXTPONHTHHA GanaHC (BKIIOYHTEHO XMITOKAIHEMHS, XHITOHATPHEMHS H XMIIOXJIOPEMHYHA afKaNnosa).
[pexynpeanTe/Hy MPU3HALM 33 BOAHO-EJIEKTPOAMTEH AHCOANaHC ca CyXoTa B YCTaTa, XKax/a, crabocr,
NeTaprus, ChHIHBOCT, 6€3MoKoicTBO, MyCKyTHH OONTKM WINH KpaMnH, MyCKyJIHa ciabocT, XHIIOTOHHA,
ONMMIypHA, TAXHKAPAHA H CTOMALIHO-YPEBHH HApYILCHHA KaTO raZiecHe WIH NospeiiaHe (BX. Touka 4.8).

PHCKBT OT XMIOKAIHEMHA € Hali-roJIIM TP NallieHTH ¢ YePHOAPOOHA LMPO34, NPH MALMEHTH NOTYYaBaLIH
OpHMKOBH AHYPECTHLH, ITPH NMallHEHTH ¢ HEANEKBATEH NEpOpasieH NMPHEeM Ha €JIEKTPOJHTH H NPH NalHEHTH
Ha CBHITHTCTBALLA Tepanud ¢ KopTukocTeporan WM AKTX (Bx. Touka 4.5).

Ot Apyra cTpaHa, BCIEICTBHE HAa AHTANOHM3MA Ha aHTMOTeH3UH I peuermrropure (AT
MeJ0KCOMHN (cheTaBka Ha Onmecta A TLmoc) Moxe aa ce HabmonaBa xunepkanue
Hann4He Ha 6B0peuHo yBpexxaane W/HiH ChpleyYHa HEIOCTATLYHOCT H 3aXapeH NH40aT,. || Iy |
PHGK C€ [PEeNnophYBa BHUMATEIIHO NPOCNEAsBaHE Ha CEpyMEMA Kanuii. Kanuii-coxpAaiiiies 3
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KaJIMeBHTE NOOAaBKH HIH KANUH-ChAbpyKalllUTe 3aMECTHTENIH Ha CONTA U APYTH JIEKAPCTBEHH NPONYKTH,
KOHMTO MOXe 1a MOBHIIAT HUBATA Ha CEpYMHMA Kanuii (Hanp. XxenapuH) TpabBa aa ce npHaarar ¢ NoBHIICHO
BHUMaHuKe 3aeAHO0 ¢ OamMecta A Thmoc (Bx. Touka 4.5) ¥ NIpH 4ECTO MPOCNEAABAHE HA HUBATA HA KATHA.

Hsama nokasarencTsa, ye onMecapTaH MEAOKCOMII MOXKE [a peayuMpa HiH Aa MpeAoTBpaTH HHAYLMpaHaTa
OT JHYPETHLIMTE XHTIOHaTpHeMHsA, XNOPHIHUAT AeGHuuMT 0OMKHOBEHO € JIeK H HE H3HCKBA JIeYeHHE.

Tua3uauTe MOTaT /1a HAMAIAT €KCKPELIMATA Ha KaJilHii C ypHHATA ¥ 2a ¢a MPHYKHHA 38 HHTCPMUTEPHO H
JIEKOCTENeHHO NOBHLICHHE Ha CEPYMHHA KAJILMiA PH JIUMCa HA YCTAHOBEHH HAPYILIEHHA Ha KaJILIHEBKA
MeTabOMHIBM.

XunepKkanuMeMus MOXe /ia € JOKAa3aTeNCTBO 38 CKPHT XHrepnapaTHpeoHaussM. [pean nposekaare Ha
HacnenBaHe Ha GYHKIMATA HA MAPaTHPEOHIHHTE XUie3u TpaOBa fa ce cnpe ynorpedarTa Ha THA3HAHH

JHYPETHLIH.

UssecTHO €, Ye THA3HHTE NOBHILABAT YPHHHATA €KCKPELIMA HA MArHe3HH, KOeTO MOXE Z1a IOBEAE 110
XMIMOMAarHe3HEMHS.

[Ipy enemaTo3HH NALMEHTH B FOPELLO BPEME MOXE 1a CE pa3BHe JWIYIMOHHE XHIIOHATPHEMHUS,

Jinrui
KakTo 4 npH ocTaHaHTE IEKAPCTREHH MPOLYKTH, ChALPKALIK AHMHOTEH3HH 1] pellenTOpHH aHTArOHHUCTH,
eAHOBPEMEHHOTO nprtoxenue Ha OnMecta A Tlmoc v nuTHii He ce npenopbyBa (BX. TOuKa 4.5)

Chbpaeyna HEAOCTATHLYHOCT
Kato cneacTeue oT MHXHOMPaHETO HA PEHHH-AHTHOTEH3UH-AIOCTEPOHOBATA CHCTEMA MOXKE 118 C€ O4aKBaT

npomeHH B 6b0peunaTa HyHKUMA NPH HYBCTBUTEIHH HHAHBHAM.

Ilpy naLMeHTH ¢ TEXKA ChpAeUHA HEAOCTATHYHOCT, YHUATO 6B6peHa PYHKLMA MOXKe a3 3aBUCH OT
AKTHBHOCTTA HA PEHHH-AHTHOTEH3HH-AIAOCTEPOHOBATA CHCTEMA, JIEYEHHETO ¢ HHXHOHTOPH Ha
AHFHOTEH3UH-KOHBepTHpalusa eH3HM (ACE) H aHTHOTEH3HH PELIENTTOPHN aHTArOHKUCTH € CBBP3aHO C
ONTHIypHS W/WIH MPOrPECHBHA a30TEMHA U (PAAKO) ¢ ocTpa OOPEUHA HEAOCTATHYHOCT H/WIH CMBPT.

TTauMeHTH cbe CHPCYHA HEJOCTATEYHOCT TPAGRA /1a Ce NeKyBAT ¢ OBHLLIEHO BHMMaHKe. B
NPOAL/DKHTENHO, TL1aLe00 KOHTPOIMPAHO NPOYYBAHE NPH MALMEHTH C TEXKKA ChpAe4Ha HEAOCTATBYHOCT
(NYHA xnac 111 u IV) chobuennre wHIMAeHTH ¢ 6enoapobeH OTOK ca MoBeye B IPYNaTa, JieKyBaHa ¢
aMJIOZMNMH, B CpaBHEHMe C 1auebo rpynata (Bk. Touka 5.1). BiokepHTe Ha KanUHEBHTE KAHANH, BKJI.
aMJIOZHITHH, TpAOBA 12 ce ynoTpeOABAT ¢ NOBUILIEHO BHHMAHHE NMPH NALMEHTH CBbC 3aCTOAHA ChpACHHA
HEOCTATBMHOCT, Thil KATO T€ MOTAT Ja NOBHILAT PHCKA 0T ObAeILUH KapaAHOBaCKyNapHH CBOUTHA H
CMBPTHOCT.

Cupy-nonobHa eHTeponarus
B MHOT'O pelIKH clyYau WMa ChOOLLIEHH 3a TEKKa, XpOHHYHA AMapUs CbC 3HaYMTENHa 3aryba Ha Tero npu

NALMEHTH, MPHEMALIH OJIMECAPTaH HAKOIKO MeceLa 1O MOJIMHH Cliel 3anovBaHe Ha JICUSHHETO, BEPOATHO
NPHYMHEHA OT JIOKANW3HpaHa 3abapeHa peakLs Ha CBPbXYYBCTBHTENIHOCT. UpeBHHTE OHOMCHH OT
MaLMEeHTHTE YECTO MOKA3BaT BUIO3HA aTPOodHA. AKO NAUMEHT pa3BHE TE3H CHMITTOMH MO BpeMe Ha JIeHCHHE
C ONMECAPTaH M HE CE€ YCTAHOBIT APYTH ABHH €THOJIOTHH, JICYEHHETO C onMecapTaH TpaOpa He3abaBHO na ce
NPEeKpaTH M Ja He ce Bb30OHOBABA. AKO AMapHATa He ce nofobpu Mpe3 ceaAMHLATA Clie] NPEKPaTABaHETO,
TpaGBa A3 ce NOTHLPCH JOMBIHHTENIHA KOHCY/ITALMS OT CIELUMANUCT (HANMPHMEP FACTPOCHTEPOIOT).

HHTECTHHAIEH AHIHOEAEM
3a MHTECTHHAJICH AHTMOSAEM Ce ChoOIIAaBa NPH NAaLMEHTH, JIEKyBaHH ¢ aHruoTeH3HH 11 peper
AHTArOHUCTH, BKIIOYHTENHO oJiMecapTaH (BX. Touka 4.8). Te3n naumeHTH uMaT Kopeyeiad
nospwuiuaHe U Anapus. CAMITTOMUTE OTLIYMSABAT ClIEJ NPCYCTAHOBABAHE HA AHIH /u ok
AHTATOHMCTH. AKO Ce AHArHOCTHLMPA HHTECTHHAIIEH aHTHOEIEM, IEUEHHETO ¢ OMMEESh TaniiEiiEai
XHAPOXJIOPOTHA3HA TPpAOBa 1a ce MpeyCTAHOBH M Ja Ce 3arno4He NoAXoAsIo Hab !L 35 AN T

OTLIyMSABaHE Ha CHMITTOMHTE. - aasihe
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XoponaaneH H3JIMB, OCTpa MHONHA W BTOPHYHA 3aKPHTOBIBJIHA [1aYKOMa
XHApoxnopoTHa3uj, KoiTo € cyndoHaMHA MOXKe J1a peAU3BHKA HAWOCHHKPaTHYHa peaKkuMsa, BOACLLA A0

XOPOHAANEH MAHB ¢ AeeKT Ha 3PUTENTHOTO NOJE, NMPEXOAHA MHOITHA H OCTPa 3aKPHTOBI'BIIHA ITNIAYKOMA.
CUMITTOMHTE BKJIIOYBAT BHE3ANHO HAYA/10 Ha HAMAaJICHHE Ha 3PUTENIHATA OCTPOTa WM O0JIKAa B OKOTO, KOKHTO
OOMKHOBEHO Ce NOABABAT B PAMKHTE Ha YacOBE /10 CEAMHUILIM OT 3ano4saHe Ha JekapcTBoto. HenekypaHata
OCTpA 3aKPHTOBIBIIHA IIAYKOMa MOXE Ja AoBese A0 TpaiiHa 3aryba Ha 3peHHe. [IbpBOHAYANHOTO JIeUeHHE €
7ia C€ NMPEKPATH NPUEMEBT Ha XUAPOXJIOPOTHAZKA BB3MOXKHO Hal-6bp30. Moxe aa ce Hanou aa ce OOMUCIIH
He3a0aBHO MeJHKAMEHTO3ZHO WIK XUPYPTrHUHO JIEYEHHE, AKO BPTPEOYHOTO HaNAraHe OCTaHe
HeKOHTpoHpaHo. PUcKoBHTE GaxTOpH 3a pasBUTHE Ha OCTPa 3aKPUTOBIWIHA IIayKOMa MOFaT Jia BKIIOYBAT
aHaMHe3a 3a aJieprud KbM CyI(poHaMHAY WIK NCHHLMIMHH (BX. TouKa 4.8).

bpeMeHHOCT
[To BpeMe Ha GpemenHoCT He TpAOBa Aa ce 3anoYBa JICYEHHE C PELIENTOPHH AHTArOHKHCTH HA AHTHOTEH3HH I1.

[TaumenTKHTE, MIaHUpalY OpeMeHHOCT TPAOBA a NPEMUHAT HA ANTEPHATHBHO AHTHXHNEPTEH3HBHO
feYeHHe, KOETO € ¢ YCTAaHOBEH npodhun Ha 6€30MacHOCT o BpeMe Ha BpeMEHHOCT, OCBEH aKo TepanuaTa ¢
PELENTTOPHH AHTArOHKUCTH Ha aHruoTeH3HH Il He ce cuuTa 3a chulecTBeHa. [Ipu ycraHoBsABaHe Ha
6peMEeHHOCT, JIeUEeHHETO C PELIENTOPHH AHTATOHUCTH Ha aHTrHOTeH3HH 11 TpaGea na 6bae npekpareHo
He3a0aBHO M aKO € NOAXOAAII0 Aa Ce 3aNOYHE aTepHaTUBHA Tepanus (Bx. ToYkH 4.3 1 4.6).

[legyaTpyuHa NOMYJIALHA:
Onmecta A ILmioc He e NoKa3aHa 3a JieYeHHe NPH Aella B IOHOLUK Ha Bb3pacT noj 18 roauHH.

Crapuecka Bb3pacT:
B cTapuecka BB3pacT NOBHILIABAHETO Ha Jo3aTa TpA6Ba Aa ce M3BLPIIBA C MOBHILICHO BHHMAHHE (BX.

TO4Ka 5.2).

DoOTOYYBCTBHTEIHOCT:

C THA3UIAHHTE AHYPETHLM ca CHOOIIABAHN CTYHaH HA peaKuMH Ha GOTOYYBCTBUTENHOCT (BXK. TOUKa 4.8).
AKo o BpeMe Ha nedennero ¢ Onmecta A TLiroc ce moaeu peakuus Ha poToUyBCTBHTEIHOCT, C€
penopby4Ba NpexparaBaHe Ha JeveHueTo. [IpH HeoOXOAUMOCT OT NOBTOPHO MPHUNOKEHHE HA AHYPETHKA Ce
MPenopbYBa 13 Ce 3aLMTAT 30HHTE, HATOKECHH Ha CITBbHLE WIH Ha U3KYCTBeHa UVA.

HeMenaHOMEH pak Ha KQXara
B aBe ennaeMHONOrHUYHHU NMPOYUYBaHHA, OCHOBABallH C€ HA JAaTCKHA HALMOHANICH PAKOB PETHCTLP, €

nabnionasaH NOBMIIEH PHUCK OT HeMelaHoMeH pak Ha xoxkata (HMPK) [6azanHoxknersuen xapuuHoM (BKK)
1 ckBaMo3HoKIeThuYeH kapuHHOM (CKK)] npu HapacTBaina excrio3uiing Ha KyMyJIaTHBHA 1034
xuapoxaoporrazug (XXT3). ®oroceHchbnnusupaiure egexrd Ha XXT3 Morar aa aeiicTsar karo
BEpOSTEH MeXaHH3bM 3a pa3BuTHe Ha HMPK.

[Mauuentvre, npuemai XXT3, Tpabsa ga 6baat undopMupans 3a pucka or HMPK H chBeTBaHH penoBHO
Ja NPOBEPABAT KOXKATA CH 3a HOBH JIe3UH U He3abaBHO Jla cHoOLIaBaT NPH NOABA HA NOAO3PHTENHH KOXKHH
ne3uu. Ha naupeHTHTEe TPAORA Ja C€ NMPENOPHYAT BB3MOMNKHH NPEBAHTUBHH MEPKH, KATO OrpaHHUEHO
H3flaraHe Ha CTBHYEBA CBET/IMHA M YJITPABHONICTOBH JIbYM, 8 B Cy4al Ha €KCMO3MLIMA, NOAXOAAINA 3aIUHTA,
3a J1a ce CBeAE 10 MUHMMYM PHCKBT OT PaK Ha koxarta. [lofo3puTeHuTe KOXHK Ne3uH Tpabpa aa Obaar
MOUVIOKEHH Ha He3abaBHO M3c/ieIBaHE, MOTEHUMAIHO BIJIIOYBAIIO XHCTOJIOTHYHH W3CICABAHKS Ha
6uoncHunyn Matepuanu. [pepasrnexnane Ha ynorpebara Ha XXT3 Moxe xa ce HANOXKK U NPH NALHEHTH,
kouTo ca Manu npeaxozeH HMPK (Bx. cbio Touka 4.8).

EE! '

Kakro [IPH BCAKO AHTHXHNEPTECHIUBHO CPCACTBO, NPEKOMEPHOTO HAMAJIABAHC HA KPbBHOTO HanAarane rnnpu
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Cro6inaBa ce 3a 000CTpaHE WIH aKTHBHDAHE HA CHCTEMEH JTYITYC ePHTEMaTOo3yC NPH ynoTpebara Ha
THA3WJIHH JHUYPETHLIM.

Kakto npH BCHYKH APYrH aHrHOTEH3HH Il peLienTopHH aHTarOHKCTH, AHTHXMITEPTEH3HBHUAT €(eKT Ha
OJIMECAPTAH € MANIKO No-cnad npy 4ePHOKOXKH NALMEHTH, OTKOJIKOTO MPH NMNalHEeHTH, KOHTO He ca
YepHOKOXKH, obaue, To3u epeKT He € HabmonaBaH B €AHO OT TPHTE KIHHHYHH H3INHTBaHHA ¢ KOMOMHALMA OT
onMecapTaH MeJAOKCOMIWIL/ aMIOAMTTHH/ XHAPOXJIOPOTHA3KA, KOWTO BKIIIOUBAT YEPHOKOXKH nauueHTH (30%),
BIDK CBLLIO TOYKa 5.1.

OcTpa pecnupaTopHa TOKCHYHOCT

Cnen npHeM Ha XHAPOXJIOPOTHAZM C€ ChOOILABAT MHOIO PEAKM TEXKKH CITy4Yad Ha OCTPa peCnMpaToOpHa
TOKCHYHOCT, BKIIOUHMTEJIHO OCThp pecnupaTopeH auctpec cuaapoM (OPJIC). Cnea npueM Ha
XHAPOXIOPOTHA3KI OOHKHOBEHO ce pa3BHBa Genoapobes OTOK B paMKHTE Ha MMHYTH 710 Hacose. B
HAYaJIOTO CHMITTOMHTE BKIIOYBAT AHCIHEA, NOBHILIEHA TEMIIEPATypa, BoluaBaHe Ha Genogpobrara
¢yHxums ¥ xunotoHud. Ilpu cemuenune 3a OPJIC tpabea aa 6vae crpsn npueMsT Ha OniMecTa A Thmoc 1 na
ce MPHJIOKH NOAXOAALIO JieueHHe. XHAPOXIOpOTHA3HA He TPAOBa fia ce mpriara NpH NalHeHTH, KOHTO
npeay Topa ca noxyuasand OPJC cnen npuem Ha XHAPOXIOPOTHA3MA.

Hartpui
ToBa 1€KAapCTBO ChABPXKA Mo-Manko ot | mmol Harpuii (23 mg) Ha Punmupara Tabnerka, T.e. MOXe Aa ce

KaXKe, Y€ MPAaKTHUYECKH HE ChAbPXKA HATPHIA.

JlaxKrosa |

[TauMeHTH ¢ PeAKH HacleACTBEHH npobaeMH Ha HEMOHOCHMOCT KbM raflakTo3a, MbJIEH NAKTa3eH NeQULIMT
WITH IJTI0KO30-TrafakTo3Ha Manabcopbuus He TpadBa Ja npueMat TOBa JICKAPCTRO.

4.5 BoaamoaeiicTBHe ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYF'H POPMA HA B3aAMOAeHCTBHE

IMoreHLMANTHH B3AMMOACHCTBHA CBbP3aHH C KOMOHH ¢ bHkc a 1034 onMecapTaH
MENOKCOMMI/AMAOANNHHE/ XHAPOXJIOPOTHAZH

Cvnvmemsauyama ynompeba He ce npenopuyed

Jumuii

[Tpu exHOBpEMEHHO TIPHIOKEHHE Ha NHUTHIH ¢ HHXHOUTOPY HA AHTHOTEH3HH KOHBEPTHPALIMA €H3UM H 110~
panko ¢ aHruorensuH Il peilenTopHH aHTArOHUCTH, € AOKTAABAHO 0OPATHMO 1OBHILIABAHE Ha CEPYMHHTE
KOHLEHTPALHUTE Ha NUTHII H Ha TokcH4HOCTTa. OCBEH TOBA THA3UAUTE MOHIDKABAT OBOpEeUHHS KIHPBHC Ha
JIATHA W CAEAOBATEHO PHCKET OT NIOABA HA IMTHEBA TOKCHYHOCT MOXe Jia ce noBuiuM. [lopaau Topa
‘ynotpe6ara Ha OnMecta A TLnioc u auThit He ce MpenopbyBa (BX. Touka 4.4). Axo ynorpebara Ha Ta3u
KOMOHHaLHMA ce OKaxe HeoOXoHMa, Ce NpenopbLYBa BHHMATETHO MOHUTOPHPAHE HA CEPYMHHTE HHBA Ha
JIUTHH.

Cownesmemeawama ynompeda u3uckea nOGUUIEHO GHUMAHNUE

Baxnogen .
Moixe na ce HabmoOAaBa NOTEHLMPAHE HA AHTHXUIEPTEH3IUBHUA €(EKT.

Hecmepouonu npomueosvinarumenriu cpeocmsa (HCIIBC)
HCIIBC (BKAIOUHTENIHO aleTWICATUIIWIOBA KHceHRa (>3 g/nHeBHO), COX-2 HHXHOMTOPH H HECENeKTHBHH
HCITBC) morat ga otcnabsT aHTHXHNEPTEH3IWBHUA €(EeKT Ha THAZHIAHHWTE JHYPETHLH H aHMHOTEH3HH 1

PEeLEeNTOPHUTE AHTATOHHCTH.

ITpu HAKOHM NalMeHTH ¢ koMnpoMeTupana 6s6peuHa gpyHkuns (Hanp, NalHEHTH C I
B CTap4ecKa Bb3pacT ¢ KoMNpoMeTHpaHa 6b0peuHa QyHKLHA), €AHOBPEMEHHOTO ./
aHruoreHsrH [l pelenTopHH AHTarOHKUCTH M CPEICTBA, KOHTO HHXHOMPAT LIHKJIO0 £
NOBEAE A0 NOIBJIHHUTENIHO RNoIaBaHe Ha 6bOpeuHaTa QyHKUNA, BKTIOYHTETHO OCRPE
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HEJOCTATHYHOCT, KOHTO OOMKHOBEHO ca oOpaTuMH. [1o Tasu npuunHa komOHHalmsTa TpAOBa Na ce mpuiara
¢ NOBHLIEHO BHHMaHHe, 0CO0EHO B cTapyecka Bb3pact. (e 3anoysaHe Ha ChITHTCTBALLA TEpanug H
fIEPMOMYHO CJIE TOBA C¢ NpenopLYBa MOHHTOpHpaHe Ha ObOpeuHaTa GpyHKIMA H a€KBaTHA XHApaTALHA
Ha NaLMeHTa.

Cvnesmcmeauiama ynompeba mpadsa 04 ce uma npeosuo

Amucpocmun
- Moxe Aa ce HabmoaaBa MOTEHLIHPaHe Ha aHTHXHMIIEPTEH3HBHUA €(eKT.

Hpyzu anmuxunepmensusnu cpeocmea
AHTHXHNIEpTeH3HBHUAT edpexT HAa Onmecta A ILmoc Moke Ka Ob/e NOBHILEH NPH €AHOBPEMEHHO
[PUIIOKEHHUE C IPYrH aHTUXHINEPTEHIUBHH IEKAPCTBEHH NPOAYKTH.

Anxoxon, bapbumypamu, Hapromuyu wiu aemudenpecanmu
Moxe aa ce HabmoxaBa NOTEHLUHPaHe Ha OPTOCTATUYHATA XHIIOTOHHA.

[loTeHLIMANHH B3aWMOACHCTBHA CBBP3aHH C OJIMEcapTad MEAOKCOMMUN :

Cornvmcmeawiama ynompeba He ce npenopbyea

ACE unxubumopu, anzuomensun IlI-peyenmopnu 6aoxepu uru anucxupen

JIaHHY OT KIMHHYHH NpOYYBaHKA NOKA3BaT, Ye ABOMHOTO OIOKHpaHe Ha peHUH-aHTHOTeH3UH-
angocrepoHoBata cucreMa (PAAC) upes koMbuBMpanarta ynorpefa Ha ACE unxuburopu, aHrnorexsus ll-
peuenTopHH GJIOKEpH WM &THCKHPEH Ce CBBP3Ba C NO-BMCOKA YECTOTA Ha HeXKeNlaHK ChOMTHA, KaTo
HATMPUMED XHIMOTOHMA, XMIIEPKAIIHEMHUs M HaMangBaHe Ha 6v0peunara by HKLEA (BKTIOUHTENHO OCTPa
6B6peyna HeaOCTaTLYHOCT), B CpaBHeHMe ¢ ynoTpebaTa caMo Ha eIHO CPEeACTBO, AekicTpallo Brpxy PAAC
(Bxk. Toukn 4.3,4.41n5.1).

Jlexapcmeenu npoOyxmu, noenuAeatyu Hueama Ha Kanuu

EnnoBpeMeHHaTa ynotpeba Ha KalHi-ChbXpaHABALIH AMYPETHLH, KATHEBH n0DaBKHy, mnﬁmbpmamn
33MECTHTE/IH Ha COJITA WIH JPYTH JIEKapCTBEHH NPOAYKTH, KOMTO MOraT Aa NOBHILAT CEPYMHHTE HHBA Ha
kanuii (Hanp. xenapuH, ACE HHXxHOHTOpH) MOXe 1a AoBeae 0 NMOBUILIABAHE HHBOTO HA CEPYMHUA Kanu#
(BX. TouKa 4.4). AKO NI¢KapCTBEH NPOAYKT, KOWTO NOBMHABA HUBATa Ha KaTHH ce NpeAnuLie ¢
xoMbuHaimaTa Onmecta A TTnioc ¢e npenopsyBa MOHUTOPHPAHE Ha TUIa3MEHHTE HHBA Ha KAJIHA.

ganmnumenﬁa HH@OQM&M

Konecesenam, cexeecmpatm Ha HCTbYRAMA KUCEAUHA

EnHOBpeMEHHOTO MPHIOKEHHE HA CEKBECTPaHTa Ha HJTbYHA KHCETHHA KOJIECEBENaM XHAPOXIOpHA
HAMAa/NABa CHCTEMHATA CKCMO3KLIMA M MAKCHMAIHATA U1a3MEHA KOHLICHTPALIMA HA OJIMECAPTaH H HaMaldBa
ti2. [IpunoxeHueTo Ha OIMECApPTaH MEAOKCOMMI Hall-MaJIKO 4 Yaca Npean KONECeBe/IaM XHAPOXJIOPH
HamaiaBa eeKra OT JIEKapCTBEHOTO B3auMoaeicTaHe. Tpa0Ba na ce npeABHAN NpHIaraHe Ha ONIMECapTaH
MEIOKCOMMI HaH-MaJIKO 4 yaca MpeM A03aTa Ha KOJIECeBesiaM XUAPOXJIOpU] (BXK. Todka 5.2).

Cnen neueHHe ¢ aHTHAUKA (aTyMHHUEB/MarHe3HeB XMAPOKCHA) € HabmoaaBaHa yMepeHa peayKLus Ha
OHOHANMYHOCTTA HA OJIMECAPTaH.

OnmecapTaH MEJOKCOMMII HAMA CBIIECTBEH €IEKT BPbPXY cbapmaxoxnnmam WiH apMaxoAHHaAMHUKATA Ha
papdapHH Wi GapMaKOKMHETHKATA Ha AMMOKCHH.

EnHOBpeMEHHO MPHIIOKEHHE HA OJIMECAPTAH MEJOKCOMMI M NMPABACTATHH HAMA KITHIHRpK
BBPXY (hapMaKOKHHETHKATA H& KOATO H A& € OT ChCTABKUTE NPH 3ApaBH HAAHBHAN/f 40

B in vitro npoy4BaHus, OJIMECAPTaH He € TPOABHII KIIHHHYHO 3HAUHMH HHXHOHTODR

YOBELUIKUTE EH3HMH OT CHCTEMATa Ha LMTOXPOM P450 1A1/2, 2A6, 2C8/9, 2C19, 20652 T
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HMKaKbB HH € MPOABH MUHHMANEH €(eKT BbPXY aKTHBHOCTTA Ha uutoxpom P450 npu nimsxose. He ce
OYaKBaT KIMHHYHO 3HAYHMH B3aMMOAEHCTBHA MEXKIY OJIMECAPTaH H CheAHHEHUA, KOHTO ce meTabonunpar
OT rOpecNnOMEHATHTE CH3UMH OT CUCTeMaTa Ha uuToxpom P450.

[ToTeHUMATHKH B3aUMOAECUCTBHS CBBP3aHK ¢ aMIOAUMNUH

Coenvmcmeaiya ynompebqa, u3ucKkeawia nOSUWEHRO GHUMAaHUE

Egbexmu na opyzu aexapcmeenu npooyxmu evpxy amioounun

CYP3A4 unxubumopu

EnnoBpeMeHHOTO MpHIOKEHHe HA aMJIOJIMITHH ¢ MOLUHM WiIH yMepend CYP3A4 unxuburopu (nmporeasuu
MHXHUOUTOPH; a30JI0BH AHTUMHKOTHLIH; MAKPOJIUAH, KATO EPHTPOMHLIMH WIH KIAPHTPOMHILIMH; BEpanaMHI
WK AWITHAa3EM) MOJXKE 1a I0BEIE A0 3HAYHTE/THO MOBHIIABAHE HA €KCTO3ULIMATA HAa aMJIOAMITHH. KNHHHYHO
Te3H PapMaKOKHHETHUHH BapHaUMH MOraT ga ObaaT no-1u3paseHH NpH NAUMEHTH B CTapuecKa Bb3pacT.
ColiecTBYBa NOBHUUIEH PUCK OT XUITOTOHHA. Bb3MOXKHO € Aa ce HanoKH KIHHUYHO MOHHTOPHPAHE H
'KOpeKLMA Ha no3ara.

CYP3A4 undyxmopu

[Tpy eAHOBpEMEHHO NPHIOKEHHE HA H3BeCTHH HHAYKTOPH Ha CYP3 A4 nnasmeHara KOHUEHTpaLMA Ha
aMIIOZIHITHH MOjKe 1a Bapupa. [lopanu ToBa KpbBHOTO HalAraHe TpAOBa Aa ce MpocaeasBa v aa ce oOMucnu
afanTUpaHe Ha JI034TA KAKTO MO BpEME, TaKa U Clie]l €IHOBPEMEHEH MpHeM, ocobeno cee ciiHi CYP3 A4
HHOYKTOPH (Hanp. pupaMnHUKH, XKXBIT KAHTAPHOH ).

He ce npenopbuBa NpuiaraHe Ha aMmJIOAMIUH €JHOBPEMEHHO ¢ rpeiindpyT unu cok ot rpedndpyT, Thi kaTo
OUOHANIHYHOCTTA MY NIPH HAKOH MAlMEHTH MOXKE A Ce NOBHUIH, KOETO BOAH A0 NOBHIUEHH
AHTUXHIIEPTEH3HBHH €EKTH.

HauTtponex (undy3ua): Cnea eAHOBPEMEHHO NpUNaraHe Ha BepanaMmun U JaHTPOJIEH HHTPABEHO3HO BbPXY
’KHBOTHH ca HabAogaBaHH JETaHM KaMepHU QUOpUNali H KapAHOBACKYJIAPEH KOJIANC, CBLP3aHH C
xunepkanneMus. [lopaan puck oT xunepkanueMus ce Nnpenopbysa Aa ce U3bArea eIHOBPEMEHHOTO
npueMaHe Ha OJIOKEpH Ha KAJILMEBHTE KAHAMH, KaTO AMJTOJHITHH NPH NMALUMEeHTH, NOAATIUBH KbM MalIHrHeHa
XHMIIEPTEPMHA ¥ NO BPEME Ha JIEYEHHETO HA MAJIMTHEHA XHIIEPTEPMHA.

Brusnue na amnoounun eppxy opyzu aexapcmaen npooykmiu
AHTHXMIEPTEH3UBHUAT €(EKT Ha aMJIOAHIHH YCUIBA €(PEKTHTE Ha APYTrHTE AHTHXHNEPTEH3UBHH CPENCTRA.

B kNMHUYHY H3CJIE/IBAHKMSA 32 JICKAPCTBECHH B3aHMOACHCTBUA, AMIIOAMITHH HE OKa3Ba BIIHAHHUE BLPXY
(hapMaKOKHHETHKATA HA ATOPBACTATHH, JAUIOKCHH WIH BaphapHH.

CHMBACTATHH: eTHOBPEMEHHOTO NPIWIOKEHHE Ha AMJIOUIHH B MHOTOKpaTHH A03u ot 10 mg ¢ 80 mg
CHMBACTaTHH BOAHW A0 77% NOBHHIABAHE HA €KCNO3ULIMATA HA CHMBACTATHH B CPABHEHHE CHC CUMBACTATUH
MOHoTepanui. [Ipy NauHeHTHTE Ha TEpanus ¢ aMAOAKITMH € HeoOXOAUMO A03aTa Ha CHMBACTATHH Aa ce
orpanuuy 10 20 mg aHEBHO.

TakponuMYC: ChILECTBYBA PUCK OT NMOBHIUEHH HHBA HA TAKPOAUMYC B KPBBTA NPH €IHOBPEMEHHO
NPUIOKEHHE ¢ aMIOAUNHH. [IpHIOKEHHETO HA AMIOJMITHH MPH MALIMEHT, NIEKyBaH ¢ TAKPONMMYC, U3HCKBA
NpOCNeAABaHE HA HUBATA Ha TAKPOJIHMYC B KPBBTa H KOPHIMpaHe Ha 103aTa Ha TAKPOJHMMYC, KOraTo €
Heo6XO0AMMO, 32 N1a ce U3berHe TOKCHYHOCTTA Ha TAKPOJIHMYC.

MexannyHa MHLIEHA HA WHXHOWTOpHTE Ha panaMMUMH (MTOR): nuxubGuTopuTe Ha MTOR karo cuponkumyc,
TEMCHPOAHUMYC H eBeponuMyc ca cyGerpaTtu Ha CYP3A. Amnoaunur e cnab Hﬂxu . ;?%
eaHoBpeMeHHa ynorpeba ¢ mTOR uuxuOHTOpH, aMIOAMNHH MOXE 13 YBEAUYH exeTIeM LlieTs

HHXHOUTOpHTE. ‘§3‘ R nfg,
— ¢ .L' L ey

[luknocnopuH: B IPOCAEKTUBHO NpOYYBaHE MpH NMaudeHTH ¢ 60peyHa Tpaxc
cpeaHo 40% yBenuyeHHE Ha HAH-HUCKMTE HUBA HA LIHIUTOCTIOPHH, KOTATO Ce H
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aMnoaunuH. EqHospeMeHHOTO Npuinoxkerue Ha OnMecta A I1noc ¢ BHKIOCNIOpUH MOXKE 14 YBEJTHYH
eKCMo3HLIMATA Ha LHKknocnopuH. [Ipu enHoBpeMeHHaTa MM ynorpeba TpadBa na ce npocneAsBaT HHBATA Ha
LIMKJIOCTIOPHH H NIPH HEOOXOAHUMOCT J1a C€ MOHMKAT AO3UTE HA LIMKIOCIOPHH.

I1oTeHHHATHY B3aUMOOCHCTBHA CBbP3aHH ¢ XHAPOXIOPOTHAIUA

Convmcmeauiama ynompeba ue ce npenopv4sa

Jexapcmeernu npooyxmu, noéRuURBaU{U HUBOMO HA KANUU

XunokanHeMHUHHAT eheKT Ha XHAPOXJIOpOTHA3HUA (BX. Touka 4.4) Moxe 1a Obe NOTEHLMpPAH OT
€AHOBPECMEHHOTO MPHUIOKEHHE Ha PYTH ICKAPCTBEHH NPOIYKTH, YHETO MTPHIOKEHHE € CBBP3aHO ChC

- 3ary0a Ha Kanuii B XMIOKATHEMHA (Hanp. APYTH KaNHHYPETHUHH AMYPESTHLM, IAKCATHBH, KOPTHKOCTEPOHIM,
AKTX, amdoTepulnH, kapOeHOKCOMOH, NeHUUWIME G HATPHR WIH NIPOM3BOAHH Ha CATTHLIMIOBATA
kucenuHa). Ilopaau Tosa noaoOHa chmbTCTBALNA YTIIOTPeOa He ce mpenopbYBaA.

KM&W&!{H&, KOUMO U3UCKEAmM NOGUUIEHO BRUMARUE

Kanyuesu conu *
TuasuaHUTe AUYPETULIH MOXKE [1a MOBHILAT CEPYMHHUTE HABA HA KANLMH BCIICACTBME HA MOHIKEHA
eKcKpeLma. Ako TpsOBa aa ce NMpeANHILAT KaJUHeBH N00aBKH Ce NPEenopbYBa MOHHTOPHPAHE HAa CEPYMHHTE
HUBA Ha KANUMHA 4 ajanTHpaHe Ha J103aTa Ha KaJlug,

' Y
- Xosecmupamun 4 KOKeCmMunoaoey CMoau
B npucbCTBHETO HA AHHOH-OOMEHHH CMOIH ce OHIKaBa abcopOLMATa Ha XHAPOXJIOPOTHA3H .

Huzumanucoau anuxo3udu
Huay1MpaHaTa OT THAZUOHHTE JHYPETHLM XHMOKANMEMUS WIM XMINIOMArHe3ueMHs Moke ia 6narornpuaTcTsa

noaBsaTa Ha JUrMHTaNBCOBA ChrpACYHA APDHTMHA.

Jlexapcmeenu npodyxmu, koumo ce nogIuReam om NPOMeEHU 8 HUBOMO HA CEPYMHUR KAAUN

[IpenopbuBa ce NEpHOAHMHO NMpocneasBaHe Ha cepyMHHA kanuid 1 EKT, korato OnmMecra A Ilmoc ce
npuIara 3aeAHO ¢ JIEKAPCTBEHH NPOAYKTH, KOUTO CE MOBJIHABAT OT MPOMEHH B CEPYMHUS KAIUI (Hanp.
JMTHTANTHCOBY MIHKO3WAH M AHTHAPHTMHLIH), KAKTO H C JIEKAPCTBEHH MPOAYKTH, HHOYUHpAIM forsades de
pointes (KamMepHa TaxHKapaHa) (BKIIOUBAIIH HAKOH aHTHAPHTMHLIK); XMIIOKATHEMHATA € Npeapa3nonarail
($hakTOp KbM pa3BuTHE Ha forsades de pointes (KaMepHa TaXHKAPHA):

- aHTHADHTMHLIM OT Kiac [a (Hanp. XMHHUANH, XHAPOXMHHIHH, AH3ONMHPAMMI).

— aHTHapuTMHLM Knac I11 (Hanp. amMHoaapoHr, cotanou, AodeTHAnA, HOyTHIMA).

- HAKOH AHTHIICHXOTHLIK (HANMp. THOPHUAA3HH, XJIOPIIPOMAa3HH, JIEBOMENPOMa3HH, TpH{uryonepasuH,
LMaMeMAa3uH, CYANHPHA, CYITONPUI, AaMHCYANPU, THAIIPHA, MHMO3HA, XaIONEPHAOI, APONEPHION).

— . Apyrd (Hanp. Oenpuawi, nu3anpui, udeMaHu, ePUTPOMHIIMH 32 i.v. IPWIOKEHHE, XANOoPaHTPHH,
MH30/I8CTUH, NEHTAMHAUH, cnapdpnokcauuH, TeppeHaarH, BHHKAMHH 34 1.V, NPHIIOXKEHHE).

Heodenonapuzupawu muopenaxcarwmu (wanp. myboxypapu)
EdeKThT Ha HeAEnoJAPH3UPALLINTE PEJIAKCAHTH HA CKeJIETHATa MyCKyJIaTypa Moxe Ja Obae NOTeHLMpaH oT

XHAPOXJIOPOTHA3HL.

Anmuxonunepzunnu cpedcmaa (Hanp. amponun, bunepuoen)
ITopninapaT OMOHANTHYHOCTTA HA THASKAHHWTE AXYPETHLM KaTO 3a0aBAT CTOMALIHO-YPEBHHA MOTHIIMTET H
CKOPOCTTa Ha €BaKyalli Ha CTOMALIHOTO CbALPKHMO. -

Aumuouabemuu rexapcmeeny npooyxmu (nepopannu Cpedcmsa u UHCyIun)
JleyeHHETO C THAZUIN MOXKE /1a MPOMEHH MMIOKO3HUA ToJNiepaHc. Moxe aa ce H
Ha AHTHAHAOETHHTE JIEKAPCTBEHH NPOAYKTH (BXK. TOUKa 4.4).
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Memgopmun
MerdopMHH TpaOBa Aa ce H3NOJI3Ba ¢ NNOBHIICHO BHUMAaHHE, NOPAAH PHCK OT JIAKTATHA aluA03a,
MHIYLMpaHa OT BeposTHA PyHkLHOHaNHa 6p0peyHa HEAOCTATHYHOCT, ABDKALIA Ce HAa XHAPOXJIOPOTHA3HA.

bema-baoxepu u Ouazoxcuo
XuneprinkeMudHuAT eQekT Ha Gera-610kepHTe H IHA3OKCHI MOXKE [ia C€ YCHITH OT THA3HAMTE.

IIpecopru amunu (Hanp. HOPAOPERAAUK)
EdextsT Ha mpecopHHTE aMHHH MOXKe jia 6b¢e oTciaben.

Jlexapcmeenu npodyxmu uanon3eanu 8 levenuemo Ha nooazpa (nanp. npobeneyud, CyAuRnuUpazon u
anonypunon)

Twit XaTO XHAPOXIOPOTHA3ZHA MOXKE Na MOBHINH CEPYMHHTE HHBA Ha NMHUKOYHATA KHCE/IHHA, MOXE 1a €
HeoOX0AMMO afarTTHpaHe Ha JOSHPOBKATA HAa YPUKO3YPHUHHMTE JIEKAPCTBEHM NMpOoAYKTH. Bb3mMoxXHO € na ce
HAJIOKH MOBHIIABAHE Ha 103aTa Ha mpobGeHeuna uiK cynduHnupasoH. EnHoBpeMeHHaTa ynorpeba Ha
THA3HAH MOXKE J1a MOBHUILH 4€CTOTaTa HAa PEaKLIMUTE Ha CBPBbXYYBCTBHTEJHOCT KbM AJIOITYPHHO.

Amanmaoun ‘
TrazuaUTe MOXKE XA MOBUILIAT PUCKA OT HEXENAHH PeakLMK MPHYHHEHH OT aMaHTaJHH.

L{umocmamuyu (vanp. yuxnogocghamuod, memompexcam)
TuasuauTe MoXke Aa HaManaT 6prOpeyHaTa eKCKpelMa Ha LUTOCTATHLIMTE M JIa IOTEHUHPAT TEXHHUTE
MHENOCYNPECHBHH ePEKTH.

Canuyunamu
[TpM BHCOKM JO3H HA CANMUWIATHTE, XHAPOXJIOPOTHAZHA MOXKE Ja YCHIH TOKCHYHHS e(eKT Ha
CATHLIWIATUTE BPBPXY LIEHTPATHATA HEPBHA CHCTEMA.

Memunoona
Hma nonmyyeHH H30IHpaHH CHOOLICHHS 32 XEMOTUTHYHA GHEMHA, HabmozaBaHa Mpy eAHOBPEMEHHATA

ynotpeba Ha XHAPOXJIOPOTHAIHI, H METUIONA.

Huxnocnopun
ChITbTCTBALLIOTO NEYEHHE C uumocnopﬂﬂ MOJKE Jia [TOBHULIN PHCKA OT XHNEPYPHKEMHUA H YCIIOXKHEHHS OT

THIIA Ha NMOJArpa.

Tempayuxnunu
ChITsTCTRALLIOTO MPIIOKEHWE Ha TETPALMKIHHH M THA3HIH NOBHILIABA PHCKA OT CBBHP3aHO C
TETPALMKIHHHTE NOBHLIEHHE Ha ypesTa. Tosa B3auMOAeHCTBHE BEPOATHO € HEMPWIOKHMO 38 JOKCHLHIUTHH.

4.6 @epTranTeT, GpeMEHHOCT H KbpPMeHe

bpemenHocT

Ynorpebara na Onmecta A [L1ioc e npoTHBONoOKa3aHa npe3 2-Ma H 3-THA TPHMECTBP Ha OpeMEHHOCTTa (BXK.
ToukH 4.3 u 4.4). Ilpeapun edexTiTe HA OTACTHHUTE KOMINIOHEHTH HA TO3W KOMOHHMpPAH NPOAYKT BLPXY
OpeMeHHOCTTa, yrnioTpebara Ha OnMecTta A ILnroc He ce npenopbuBa Npe3 MbpBHA TPHMECTLP Ha
OpeMeHHOCTTA (BXK. TOUKa 4.4).

Onmecapman MeooKCcoMuwl
VYnorpe6ata Ha aHrHoTeH3uH [l peuenTopHH aHTArOHKHCTH HE Ce NPENopLYBa Npe3 MbpBHA Tpuuemp HA

EnnaeMHONOrHYHHTE JAHHH OTHOCHO PHCKA OT TEPATOINCHHOCT CJIEA €KCIIO3HIHA
ITbPBHA TPHMECTHP HAa OpPeMEHHOCTTA HE Ca KATEFOPHYHH; BCE MAK HE MOXe Ja ce
NoBHINIABaHEe HA PHCKA. BBIpEKH, Ye JTHNCBAT KOHTPOIHUPAHH EMNIEMHOIOTHYHH
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pHcka ¢ aHruoTeH3uH Il peuenropan aHTaroHMCTH, NOAOGHH PHCKOBE MOKE N1a ChILIECTBYBAT H € TO3H KJI4C
nekapctTra, [laymenTkure ranupaiy SpeMeHHocT TpabBa 1a NPeMHHAT Ha aNTEPHATHBHO
AHTHXHMNEPTEH3UBHO JIeUeHHe, KOETO € C YCTAaHOBeH npodui Ha Oe3onacHocT 3a ynotpeda no BpeMe Ha
OpeMeHHOCT, OCBEH ako MPOALDKUTENHATa YNoTpeda Ha aHTHOTEH3HH PELIEITOPHH ONIOKEPH HE CE CYMTa 34
chlecTBeHO HeoOxoauma. [Ipu nokassaHe Ha OPEMEHHOCT, IeYeHHETO ¢ aHrHoTeH3HH II peuenTophu
AHTArOHKCTH TpAOBA He3a0aBHO Aa ce NPEKPaTH W NP HEOOXOAUMOCT Ja c€ 3an04yHe aTepHATHBHA
Teparnu4.

H3pecTHO €, 4ye eKCIO3HLHATA Ha AHTHOTEH3UH ] peLienTOpHH aHTArOHKUCTH Npe3 2-UA U 3-THA TPHMECTBP
BOAM 00 PETOTOKCHMHOCT NpH Xopa (noHkeHa Op0pevyHa PyHKLMA, OTMrOXUAPaMHHOH, 3a0aBeHa
ocuHKaLKa Ha Yepena) U HEOHATaTHa TOKCHYHOCT (ObOpeuHa HenoCTaTLYHOCT, XMIIOTOHHA,
XunepkanueMus). (Bx. Touka 5.3).

[Tpn excnosuums ¢ aHrHoTeH3HH [l peuenTopHH AHTarOHUCTH, HACTBIIKIA OT 2-MS TPHMECTBP Ha
OpeMEeHHOCTTA ce NMpenopbYBa NPoBEXK/aHe Ha YATPa3BYKOB KOHTpoJ Ha 6b0peunaTta ¢pyHKuuMa U yeperia.

Bebera, unnTo Makiku ca npueManu aHrroTeHskH Il peuerrropan aHTaronucTd TpabBa Aa 6bAaT BHHMATEIHO
HaOn0aBaHH 38 XHNOTOHHA (BX. CBIIO TOUKH 4.3 1 4.4).

Xuopoxaopomuaiuo
OnuTsT OT ynorpedaTta Ha XHAPOXJIOPOTHA3K] 10 BpeMe Ha OpeMEHHOCT U 0COOEHO NpPe3 ITbPBHA TPUMECTBP
e orpaHHYeH. IIpoyuBaHHMATA NPH XKHBOTHH €A HEAOCTATbYHH.

XHApOXIOpOTHA3KHI NMPEMHHABA IlaueHTapHaTa 6aprepa. Kato ce uMa npeasua GapMakonOrHYHHAT
MeXaHH3bM Ha AcHCTBHE Ha XHAPOXJIOPOTHA3KA, ynotpefaTa My npes 2-Us W 3-TH TPUMECTHP MOXKeE Aa
KOMIIpOMETHpa deTonnaleHTapHaTa nepdy3us U Jia A0BeAE A0 (PETATHU U HEOHATAIHH €)eKTH KaTO HKTEP,
HapYIIeHHs Ha eNIEKTPOJINTHUSA OasiaHC H TPOMOOLIMTOMEH!S.

XHAPOXTIOPOTHA3HA HE TPAOBa Za c€ M3MOJI3BA NPH MNECTAUMOHEH OTOK, NeCTALMOHHA XUMEPTOHUS UITH
NpeeKIaMIcH, NopajH pHCKa OT XHIIOBOJIEMHA H IUIaneHTapHa xunonepdysnsa, 6e3 GnaronpusTHy eexTH
BbPXY X0/a Ha 3a00n1aBaHeTO.

XuapoxnopoTHasua He TpAOBa Aa ce H3MON3Ba 32 JIeUEHHE Ha €CeHLHANHA XHIIePTOHHA NPH OpeMEeHHH KeHH
C M3KJIIOYEHHE HA PEAKHTE CJTyuaH, NPH KOHTO HE MOXKE Aa Ce H3NOJN3Ba APYro JECUECHHE.

AMnoounirt
Jannure 3a orpaHuueH Opoil ekcno3upaHy OpeMEeHHOCTH HE MOKAa3BAT, Y€ aMJIOAHITHH HITH JAPYTH KaNUMEBU

AHTArOHWCTH MMAT YBPEXAALLIO AeiicTBHE BHPXY 3PaBeTO Ha Ioaa. BramMoxHO e obaye na UMa PUCK OT
NPOABLJDKHTENTHO PAXKIAHE. |

KnpmeHe
ITo BpeMe Ha kppMeHe ynoTtpebata Ha Onmecta A ILmioc He ce npenopryea, a ca 3a NpeaAnoYuTaHe

AITEPHATHBHH JIYEHHA ¢ No-J00pe ycTaHoBEeH npodui Ha H€30NMacHOCT NO BPpEMeE HA KhpMeHe, 0CO0EHO TpH
KbpMEHE Ha HOBOPOACHO WIH HeJloHOCEeHO Gebe.

OnMecapaTH ¢ EKCKpeTHpa B MJIIKOTO Ha KbpMELLH IIbXoBe. He e ycTaHOBEHO Ja/IH onMecapTa
NpeMHHAaBa B XbpMaTa NpH Xopa. *

AMJIOAMIIHH CE€ EKCKPETHPA B KbPMATA NpH Xopa. YacTTa OT A03aTa Ha MaiikaTa, NoJly4eHa OT KbpMa4eTo, €
M3YHCIIEHA C MHTEPKBAPTHIICH AHaNa3oH OT 3 — 7%, ¢ MakcUMyM 15%. EdexTsT Ha aMnoAunuH BupXY
KbpMayeTaTa € HEH3BECTCH. -

[ no
XHAPOXJIOPOTHA3H CE€ EKCKPETHPA B KbPMATA B MAJIKH KOTHUeCcTBa. THasHuTe BHE/FASKI Jo3H BeliRe I\
' A% tT T
HHTEH3{BHA AHYpe3a H MOXKE JJa HHXHOHpAT NpOAYKUHATA Ha MIISKO. i g ﬁ;
"; E""i X ?l

VORI X
Ynotpebara Ha Onmecra A Ilaoc no Bpeme Ha KbpMEHe He ce npenopbuBa. Ako QUNEATE ¥ .* Lo
H3110J13BA 110 BPEME HA KBPMEHE, N03MTE TPAOBa 1a 6B1AT BH3MOXHO HaH-HHCKHUTE. '
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depTUnuTeT
TIpn HAKOM MALIHEHTH, ﬂexyBaHH ¢ OnokepH Ha KIIHEBHTE KaHAIH ca HabmoaasaHH oﬁpaTHMH

- OMOXMMHYHH MPpOMCHH B I'NTABHYKHWTE Ha ClICPMAaTO30HINTE.

KIMHHYHKTE JaHHH 32 NOTEHIMATHUSA €PEeKT Ha aMJIOAMITUH BBPXY (PepTIIHTEeTa ca HEAOCTAThYHH. B enHO
NMpOY4YBaHE BEPXY TUTBXOBE €A YCTAHOBCHH HEXENIaHH e(peKTH BLpXYy MBKKHA PepTUIHTET (BXK. TOUKa 5.3).

4.7 Edexrua pppxy cnocobnoctTa 332 modapane H padbora ¢ MAINHKA
He ca nposexxaHu npoyuBaBUs 1a éqaem*re BBPXY CMOCOOHOCTTa 3a LodupaHe H paboTa ¢ MallIHHH.

Tpabea na ce uma npeasua, 0bade, 4e NOHAKOra NPH NALUMEHTH, KOMTO NPHEMAT AHTUXHUIIEPTEH3UBHA
TEeparus, MOraT Ja ce NOABAT 3aMasgHOCT, Il1aBoboNMe, rajieHe WK YMOpa K 4€ TE€3H CUMITTOMH MOrar Ja
Hapywar cnocoGHOCTTa 3a peakiius. [Ipenoppuea ce NOBHIIEHO BHUMAaHHE, 0cOOEHO B HAYAIOTO Ha
JICUECHHUETO. | |

4.8 HexenaHn NeKAPCTBEHH PeaKI{AN

besoriacHOCTTa Ha KOMOHHALMATA ¢ PUKCHpaHa 103a OJIMecapTaH
MEZOKCOMUJI/ aMJIOHMITHH/XHAPOXIOPOTHA3K/] € MPOYUECHA B KIIHHHYHH MpoyyuBaHus npu 7 826 nauieHTH,
NpHEMAITH OJIMECAPTaH MEAOKCOMMI B KOMOMHALIMA ¢ AaMNIOUNMH H XUIIPOXJIOPOTHASHL.

HexenaHnTre peakuny OT KIIHBHYHY NPOYUBAHHUA, MPOYYBAHHA 3a 6€30MacCHOCT Cliea NMOTyyaBaHe Ha'
paspeleHHeTo 3a ynorpeba U CIOHTaHHHA ChoOIIeHHs 38 KOMOMHaLHATa C PUKCHpaHa 1034 OlIMecapTaH
MEIOKCOMMI/aMNOAUITHH/XUAPOXJIOPOTHAZH, KAKTO U 38 OTAETHUTE KOMITOHEHTH OJIMecapTaH
MEJOKCOMHJI, AMJIOJIUIIHH M XHAPOXJIOPOTHA3KA B3 OCHOBA HA H3BECTHUA Npodun 3a 6€30MacHOCT Ha
OTAENHUTE KOMIIOHEHTH ca 06001ueHH B Tabnnua 1.

Hati-yecTo crOCIHABaHHTE HEXKENAHHM PEAKLIMHE 110 BPEME HA JICYECHHETO ¢ KOMOHHAUHUATA OT (PHKCHpaHu
JO3H OJIMECAPTaH MeIOKCOMIY/ aMIIOHUITHH/ XHAPOXJIOPOTHA3ZH ¢a nepudepeH OToK, riaBobonme u
.CBETOBBPTEK. | |

CneaHara TEpMHHOJIOTHS € U3MOJI3BaHA 33 KIaCHpHLIMPaHe HAa 4eCTOTaTa Ha HeXeJIaHHTE JIEKAPCTBEHH
peaKiju: |

MHuoro gectd (>1/10)

Yectr (>1/100 no <1/10)

Heuectn (>1/1 000 go <1/100

Peaxu (>1/10 000 no <1/1 000)

Muoro'peaxn (<1/10 000)

C HensBecTHA 4ecTOTA {OT HAJIMMHUTE JaHHK He MOXe Aa ObJie HanpaBeHa OLICHKA).

Tabnuua 1: [Ipernen Ha HEKENAHUTE PCaKLUMH ¢ KOMOUHAIMATA ¢ (PUKCHpaHA /1032 OJIMECAPTaH
MeIOKCOMHJI/AMIIOIHITHH/ XHAPOXJIOPOTHASH H OTAEIHHTE KOMIIOHEHTH |

CucreMo-opranen | Hexenann YecToTa

kiaac no MedDRA | peakunn Kombunanus | Onme- AMaoarurH | XHApOXJIOpO-
¢ pHKCHpPAHA | capTaH THA3AA

A03a
0JIMecApTaH
MeAOKCOMHIY/
aMIOAMIIHH/
XHAPOXI0pO-
THA3IHAN
HUHpexiimm 1 HUHpekuus Ha Yectn -
uHpECTaUHH TOpPHHTE
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[MXAaTETHH
TETHILA

Hasodapuurur

YecTH

Hudexkuns Ha
NMUKOYHHTE

ITLTHIIA

YectH

Yectn

CranoaneHuT

Penxn

HeonnasmH -
nOOPOKaYeCTBEHH,
310Ka4YECTBEHH H
HEOIpeACICHH
(BKJI. KHCTH H
NOJUNH)

HemenaHnoMeH
pPaK Ha KO)KaTa
(6azanHoOKNETD-
4CH KapLIHHOM H
CKBaMO3HOKJIE-
ThYEH KAPLHHOM

C HeusBecTHA
YyeCcTOTa

HapymeHus Ha
KpBBTa ¥ TMM(HaTa
CHCTEMA

JleBKOoneBus

Mgoro peaxu

Penxu

TpombouwmTo-
NEHHS

Heyectu.

MHoro peaku

Penaxu

IMoTHckaHe Ha
KOCTHRA MO3BK

Peaxu

Heyrponeuuns/
arpaHyJIoLMTo3a

Penku

XeMONMUTHUHA
aHeMHS

Penku

AruiacTHdHa
aHEMMA

Penxu

Hapywenus Ha
MMYHHATa CHCTEMA

AHadHIaKTHYHH
peaKLHH

HeuecTu

JlekapcTBEHa
CBPBXYYBCTBH-
TEJIHOCT

MHoro peaku

HapylneHus Ha
MeTabonusMa U
XpaHeHeTO

XMNEepKATHEMHS

HeuectH

XHUNoKaJIHEMHA

HeuectH

YecTH

AHOpeKCHA

HeuecT

I oKko3ypHus

MHoro yectu

Xunepkanume-
MHASR

YectH

XuneprinkeMus

Yect

XHITIO-
MarHesneMius

YectH

| XHNOHATpHEMHSA

YectH

XHINOXJOpEeMHs

YecTH

XHNEepTPHIITHLUED
HACMAA

YectH

MHuoro peaxu

Xurnepxonecrte-
pOJIEMHS

MHoro yectn

XHnepypHKEMHA

Yectn

Muoro yectu

XHTNIOXJIOpEMHY -
HA &J1Kan03a

MHoro peaxku

Xunepamuna-
3CMHA

ITcExuuun
HapyLICHHA

CherosiHue Ha
OOBPKAHOCT

Jlenpecus

Anarus

PaznpasHuresn-

DE/H/6348/001-005/R/001
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HOCT

be3nokoHcTBO

- Peakn

[IpoMeHu B
HaCTPOCHHUETO
(BITIOYHTENNHO
BOXKHOCT)

HevectHn -

HapymeHnua Ha
CbHA
(BKJIIOMMTENHO
6e3cuHHE)

HeuvectH Penku

Hapyimennus Ha
HEpBHATA CUCTEMA

3aMasHOCT

YecTul

Yecru

YecTH YectH

I napobonue

YecTH

YecTH

YecTH Peaxu

OproctaTHuHa
3aMasHOCT

HeuectHn

IlpecuHkon

HeuectHn

Jncreysus

HeuectH -

XUneproHus

MHoro peaku | -

XHUnoecre3us

Heuectn -

[lapecresns

HeuectH Penxu

[Tepudepna
HEBPONIATHY

MHoro peaxu | -

COMHOJIGHTHOCT

YecTH -

CuHaKoOn

HeuectH -

Konsysnicuu

- Penku

3aryba Ha aneTuT

- HevecTH

Tpemop

HeuecTH -

Excrpanupamua-
HM HapylLIEeHUs

C HeuzBecTHa | -
yecToTa

Hapyuwienusa Ha
OUMTE

3pUTENHH
HApYLICHMA
(BIJTIOYMTENHO
JHILIOTTHA,
3aMbIJIEHO

IpeHHE)

YectH Penku

HapyiieHa
JlaKpUMaLHs

- Penxu

BrnoliaBaHe Ha
ChILECTRYBALLO
KbCOTJIEOCTBO

- HeuecTH

Kcanroncus

- Penku

XopouaaneH
H3JIUB

- C ”HeusBecTHA
YyecToTa

Oc¢tpa mHoNK4,
ocTpa
3aKPUTOBI'BIHA
rnaykoma (Bk.
TouKka 4.4)

- C "HeusBeCcTHa
4yecToTa

Hapywenus Ha
| yXOTO H 1abUpHHTA

Bepruro

Heuectn

Hedectn

- | Peaku

THHMTYC

Heuectn -

Cobpaevnu
HapyLUEHUA

Ilannuraumud

YecTH

Yectn /7 N0 20\

Taxukapaus

Heuectn

Muokapaen
HHAPKT

Y w3 ad 4::"%?

2 Bl % ?

ApPHUTMHA

MHO - -:. 4 + iy . .
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(BKITIOYHMTENTHO -
6Gpaamxapaus,
KaMEpHa
TAXHKAPAHA K
NpeaChPAHO
MBbXKIEHE)

AHIHHa
NEeKTOPHUC

Heuectn

HeuectH
(BKA.
arpasaliMs Ha
aHrmHa
MEKTOPHUC)

CouioBH
HAPYLIEHHUA

XHUNOTOHHUA

Yectn

Penxu

HeuectH

3auepBaBaHe

Heuectn

YectH

Oprocratnyna

XUNMOTOHHUA

HedecTHn

Backynur (BKIL.

HeKpOTH3Hpalll
AHI'MHT)

MHoro peaku

Penkn

Tpomb03a

Peaxu

Embonus

Penku

PecnupaTopHH,
rpPbAHH U
MEHaCTHHAIHH
HapyllleHHA

Kannnua

YecTH

Heuectn

bpoHxuT

YecTH

JlucnHes

YecTH

Penxu

DapuiruT

YectH

PuUHMuT

YecTH

Heuectn

OcTtpa
MHTEPCTHLHATIHA
NHEBMOHHS

Penxn

PecnupaTtopeH
JUCTpec

Heuectn

besogpobeH ook

Penxu

Octrp
pecrnupaTopeH
JIUCTPEC
cungpoMm (OPIIC)
(BK. TOUKA 4.4)

MHoro peaku

CTtoMalBO-4pEBHH
HapYLIEHHA

Juapus

Heuectn

YecTH

Yectn

I'aneHe

YecTH

HectHn

YecetH

YecTH

KoHcTUnauMS

YecTH

YecTu

CyxoTa B ycTara

HeuectH

Hevectn

AbJioMUHANHA
OoJika

Yectn

YecTn

YecTH

[Ipomenen
ypeseH xaburyc
(BKJIIOUHTEITHO
AMapHs H 3aI€eK)

YecTH

Mereopu3eM

| Aucnencus

YecTH

IacTpuT

CroMaliHo

| Apa3HEHE
[acTpoeHTEpHT | - YectH -
Xunepnna3ug Ha | - -
BEHIIMTE

SRR\ 2

-

3/
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[TapanuTHueH
HIeyc

MHoro peaku

IlaHKpeaTHT

MHoOro peaku

Penxn

TloBpeliaHe

Heuectn

Heuectn

YecTH

HUuTecTHHanNeH
AHrHOeNeM

Peaxn

Cnpy-noaofHa
EHTEPONnaTHs
(Bx. TO4KA 4.4)

Mm#uoro
PEAKH

XenatobunuapHH
HApYUICHUA

XenaTur

MHoro peaku

ABTOMMYHEH
xenaTur*

C

HCH3BCCTHA
YeCcTOoTAa

XKbaTeHnua
(HHTpaxenaTaieH
XOJIECTATHYECH
HKTEP)

MHoro peaxu

Penkn

Octep
XOJMIELIUCTHT

Penku

HapylueHus Ha
KOXAaTa H

NMNoAKOXHATA ThKaH

Anonenus

HevecTn

AHrHoenem

Penku

MHuoro peaku

AneprudeH
NEepMaTHT

Heuectn

EpHrema
MYJITHGOpME

MHoro peaku

Epurema

Hevectn

Koxnn peakumm
noaoOHu HA

nymye
€pPHTEMATONEC

Penkn

Ex3aHTeMa

Heuectu

ExcdonuarvseH
JepMaTHT

MHoro peaku

Xunepxun

HeuecTn

Peakuumn Ha

¢GoTOYYBCTBHTEN
HOCT

MHoro peaku

HeuectH -

ITpypHTYC

HeuectH

HewectH

Hevectn

[yprypa

HeuectH

HedecTH

Oroxk Ha Quincke

MHoro peax

Ob6pus

HeuecTu

HeuecTn

Heuectn

PeakTHBUpaHe Ha
KOXKEH JyNnyc
epUTEMATOIEC

Peaoku

TokcHuHa
enuaepmanHa

HEKpPOJIH3a

C HeusBecTHa
yecToTa

Penkn

IIpomsHa B uUBETA
Ha KoXkaTa

CuHapoM Ha
Stevens-Johnson

YpTHKapus

HeuecTHn

Hapyenus Ha

MycCKynHH
CIa3MH

Yecrn

Penku

MYCKYJIHO-

DE/H/6348/001-005/R/001
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CKCJIETHATA
CHCTCMA H
CBRCIAHHHTC/THATA
TbhbKaH

OTOK Ha CTABHTE

YecrH

Myckynna
cnaboct

Heuectn

Peaxn

OTOK Ha
rie3eHuTe

YectH

Aprpanrus

HeuecTH

ApTpuTt

Yectn

bonka B ropba

YectH

HeuecTn

Ilapesa

Mmuanrua

Heuectn

HeuecTH

Ckenetna 6oJika

YectH

HapyiieHus Ha
Op6peuyTe H

ITonakuypus

Yect

MHKOYHHTEC ITHTHLA

ITosuiieHa
YyecTtoTa Ha

_YpHHMpaHe

HeuecTH

Octpa 6b6peuna
HENOCTATBYHOCT

Penxu

XeMaTypus

Yect

MUKLHMOHHNK
HapyLUSHHA

HeuecT

Hukrypus

Heuectn

HHTepcTHLHA-
JieH HedpHT

Penku

brbpeuna
HEAOCTATBYHOCT

Penku

Hapyuienus Ha

ara CUCTeMa H
rbpaaTa

BB3NPOH3IBOAUTEINH

EpexrinHa
IMCHYHKLIHUSA

Heuectn

HevyecTn

Heuectn

I'MHekoMacTud

He4vectH

H eeKTH Ha
MACTOTO Ha
| mpunoxeHne

Ob1wu HapyLIEHHA

YecTH

Heuyectn

Yectn

AcTeHus
[Tepndeper oToK

YecTH

YecTH

YMopa

YecH

YecTH

HecTH

Bosnka B repauTe

YecTH

Bucoka
TeMIneparypa

Hedyectn

['punonoaobuu
CHMNTOMH

YecTH

JleTaprus

Peakn

OrnaananocT

HeuectH

HedecTn

Orox

MHoro ueciu

bonka

Yect

Heuectn

OT10K Ha JTHLIETO

HeuectH

HUscnenpaHud

IMToBHILEeHH HUBA
HA KPEaTHHHH B

KpbBTA

Penku

IToBHIEHH HUBA
Ha KpbBHATA

_ypes

YectH

YeceH

IloBHilIEHH HHBA
Ha MUKOYHA
KHCENHHA B

KpBbBTS

Yectn

Hamaneny HUBa

Ha KaJIuH B

Hevectn

DE/H/6348/001-005/R/001
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KPBBTa
IMopuinenn HUBa | Heuectu - - i}
HAa rama
rTyTaMHA
TpaHchepasa |
TloBMiLeHa Heuectn - - -
aJaHHH
amMHHOTpaHce-
pa3a
[loBHIIEHA Heuecth - - .
acriaprart
aMHHOTpaHce-
pa3a .
MMoBHLIEHH - YecTH MHOro pefikH
YyepHOApOoOHM (npeauMHO
€HIHUMH * BCJICACTBHE
Ha
XoJnecrasa)
[loBuulend HUBa | - YectH - .
Ha KpeaTHH
¢ocdoknHaza B
KpbBTA
HamaneHo Terno | - - HeuecTH -
[ToBuInEHO TErNO | - - Heuectu .

*[1pe3 MoCTMapKETHHIOBKA NIEPHOJ ce ChOOLIABA 3a CTyYaH Ha ABTOMMYHEH XeIaTHUT C JIATEHTEH MepHOA OT
HAKOJIKO MeceLia IO MOAMHH, KOUTO ¢a 00paTUMH criell CTHPAHE Ha NMpHEeMa Ha OJIMECAPTAaH.

EauHuusK criyuayn Ha pabaoMHonn3a ca cro0111aBaHi KaTO BPEMEHHO CBEP3aHH ¢ NMPHEMa Ha aHTHOTEH3HH I
peuerropau 6iiokepu. [Ipn nalMeHTH, NEKYBaHH ¢ aMJIOAMITHH ¢a CLOOIABAHH €AMHHYHH CITyYaHu Ha

eKCTpanHpaMHIeH CHHAPOM.

HemesnaHOMEH pak HA KOXATA: Bb3 OCHOBA Ha HA/IMYHHUTE JaHHH OT ENUACMHONOIHUHH NMPOYYBaHHA €
HabM0naBaHa 3aBHCHMA OT KYMYJIaTHBHATA 103a Bpbika Mexay XXT3 u HMPK (Bx. cbino Toukm 4.4
us.1). .

JIOMbIHHTEHY HeXeNaHH PeaKuuH, ChoOIIEHH B KIHHHYHH MPOYYBAHHA WIH OT NOCTMAPKETHHIOBHS ONUT
¢ KOMOHHALMATA ¢ GUKCHPaHKH 03U OJIMEcApTaH MEAOKCOMMII H aMJIOAHIHH, KOHTO BCE OlLie HE Ca
cboOLIeHH 38 KOMOHHaUHATA ¢ PHKCHpaHA 103a OJIMECapTaH MEAOKCOMMIL/ AMIOAHNHH/ XHAPOXJIOPOTHAZHA,
 MOHOTEpANMA C OJIMECAPTAH MEIOKCOMMWI HiIH MOHOTEpAlHA ¢ aMJIOAHIIHH HIH Ca CHOOUICHM B NO-BHCOKA
YyecTOoTa 34 ABOMHATa koMOuHama (Tabauua 2):

Tabauua 2: KoMOBEALEA HA OJIMECAPTAH MEAOKCOMHJT H AMJIONHIHH

CHCTeMO-0PraHeH K/AC YecToTa HexenaHn peaknan

Hapymenns Ha uMyHHaTa Penku JlekapcTBEHA CBPBLXYYBCTBHTE/THOCT
CHCTEMa |

CTOMAILIHO-9PERHH Heuectn o BoJka B FOPHATA YACT HA KOpEMa
HapYLICHUA f

Hapywienus Ha Heuectn Hamaneno aubuno

PENpONYKTHBHATA CHCTEMA H

rbpaaTa . _ .
O6uiy HapywieHns 1 epextd | Yectw OTOK ¢ M S0\ )
HA MSCTOTO Ha NMpHoxkenne | Heuectu | : Jleraprua_ || ﬂéﬁi{ﬁ%‘a ,-
Hapyluenus Ha MycKy/HO- Heuectn Bonka B kpal 5‘._*, <2 A
CKeJieTHaTa CHCTEMA H \ :

. . . - € .i'-’
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ChEeIUHHTE/IHATA ThKaH

JIoIb/IHMTETHH HEXKENIaHH PEaKiiuy, ChOOLIEeHN B KITHHHYHH TIPOYUBRHHWA WIH OT MOCTMAapPKETHHIOBHSA ONUT
¢ KOMOHHaIKATA ¢ DHKCHpaHa J03a OJIMecapTaH MeAOKCOMUI U XHAPOXJIOPOTHA3HA H BCE OILE HE
AOKJIaJBaHH 33 KOMOHBAIMATA ¢ QUKCUpPaHa 1033 OJIMECapTaH

MEOKCOMHL/ AMTOBHITHH/ XHAPOXJIOPOTHA3HA, MOHOTEpAIINA ¢ ONIMECapTaH MEAOKCOMMI HIIH MOHOTEpanus
¢ XHAPOXAOPOTHA3HM MITH C NO-BHCOKa 4eCcTOTa 3a AsofiHaTa koMOHHalmsa (Tabnuua 3):

Tabapna 3: KomOnnanug Ha 01MecApPTAH MEAOKCOMME,T H XHAPOXIOPOTHAIH]

Cucrema Opran Kaac Crcrema Opran kaac Cacrema Oprar kiac

HapymeHus Ha HepBHaTa Penxn HapylueHHs B Ch3HaHHETO (KaTO

CHCTEMA , 3aryba Ha Cbh3HAHHE)

HapyineHus Ha KOXaTta H HeuecTH Exk3ema

NOAKOXKHATA ThKaH

-| HapymieHHs Ha MYCKYJIHO- HedectH bosika B KpalHHLKMTE

CKEJICTHATA CHCTEMA H

ChCIHHHTEIHATA ThKAH

Hacnenpanus Penxu " | He3nauuTenuu HaManeHHs Ha
CpeAHHUTE CTOKHOCTH Ha XeMOroOHHa
M X€MAaTOKpHTa

Cro01nasaHe Ha NOJO3MPAHR HEXKETAHH PEaKITHH
C1o0IaBaHeTo Ha NOAO3MPaHM HeXKeJIaHW peaKUMH ciell pa3pemaBaHe 38 ynorpeba Ha NnekapCTBERHA

MpOAyKT € BaxkHo. ToBa no38onsBa Aa NPOXLDKH HAGMOACHHETO Ha CHOTHOLIEHHETO MON3A/PHCK 34
neKapcTBeHUs MPOAYKT. OT MEAHLIMHCKHTE CIIEHHAIHUCTH C€ H3MCKBA Jia ChoOLIABAT BCAKA NMOAO3HPAHA
HEXXENaHa peaKkLys Ype3 HALHOHAIHA CHCTEMa 3a ChoDllaBaHe B M3nMbHMTENHA areHUMA 110 IEKapCTBaTa,
yn. ,,Jlamad I'pyes” Ne 8, 1303 Codns, ten.: +359 2 8903417, yebeaitt: www.bda.bg.

4.9 Tipeao3upane

Cumnmomu |

MaxcumanHaTa ao3a Ha Onmecta A Ilmioc e 40 mg/10 mg/25 mg Beanbx AHeBHO. HaMa urdopmatins 3a
npeao3upaHe ¢ KOMOHHAUMATA OT QUKCHPAHH N03H ONIMECAPTaH -

MEIOKCOMMWI/aMIOHITHR/ XUAPOXAOpOTHa3u I NpH xopa. Hali-BepoaTHHAT edexT npu Npeao3vpaHe ¢
KOMOMHALMATA OIMECAPTAH MEAOKCOMHA/aMIIOAHITHH/XHAPOXNAOPOTHA3H € XHITOTOHHA.

Hati-seposTHHTe edekTH MpH NpeAO3HPAHE HE OIMECAPTAH MEIOKCOMM/I C8 XMINOTOHHA H TAXHKapaus; NpH
napacMMIIATHKOBa (BarycHa) CTHMynalius 64 Mornia a Be3HHKHE ¥ Opaauxapana.

Moske [1a ce O4aKBa MPEeO3UPAHETO C AMJIOIMIHH Ja IOBEAE IO NpeKoMepHa nepudepHa Ba3oAWIATALMA C
H3pa3cHa XMIIOTOHNA U eBeHTyanHo pepnekrgpHa Taxukapana. Habnonasany ca v3paseHa M NOTEHUHANIHO
NPOJIOHIHPaHa CHCTEMHA XMITOTOHHA, BKIIOYHTETHO J0 WOK ¢ GaTajieH U3Xo.

HexapauoreneH 6enoapobeH oTok ce chobmiasa paAKo KATO NMOC/IEAHNA OT NPEAO3HpaHe ¢ AMIIOAMITHH,
KOMTO MOXE ZIa ce MPOABH ChLe 3a6aBeHO Ha4yano Ha egekra (24-48 yaca cnen NOrbllaHe) U a8 H3IHCKBA
W3KyCTBEHa BeHTWIALMA. PAHHHTE peaHHMALHONHK MEPKK (BKIIIOYHTENIHO HATOBAPBAHE C TEHHOCTH) 33
NoAALKAHE Ha Mepdy3usaTa ¥ ChpAcuHUa AeGHT Morar fa 6baaT yckopasaimy GaxTopH. |

XHIOXJIOPEMHMA) H ACXHIPATALMS BCNCACTBHE Ha EKCLIECHBHA JIHYPE3a.

Haii-yecTHTe NpH3HALM H CHMITTOMH Ha TNIPE03HPaHE Ca raaeHe W COMHONCHTHOCT. Xuffqihfi
fa JOBefie O MYCKYJIeH CTIa3hM WIWIH [ia 3aCHIIH ChPACYHHTE APHTMHH, CBBP3aHH ¢ efHiddiel
ynoTpeSa Ha JUTHTAIHCOBH TIMKO3H/M WIH ONpee/ieHH IEKAPCTBEHH IPOLYKTH C '
NEACTBHE.

22
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Jleyenue
ITpu npenosupase ¢ Onmecra A [Lmoc, neyennero TpabBa na Obae CHMIITOMATHYHO H MOAABPXKALIO.
JleueHHETO 3aBUCH OT BPEMETO, H3MUHAJO OT MOTBLUAHETO H TEXKECTTa HA CHMITTOMHTE.

AKO MPHEMLT € CKOPOLLEH, MOKe Aa ¢e 0OMHUCIH cTOMAalLHA poMHBKa. [IpH 3/1paByH HHAHBHAHM € NOKA3aHO,
ye NPUICKEHHETO HA AKTUBEH BBIJICH BEJHAra WK 10 2 Haca CJiefi MONTBINAHE Ha AMNOAHIMHKH 3HAYHTETHO
HaMayiaBa abcopOuuATa Ha AMJIOQHITHH,

KJHHHYHO 3HaYMMAaTa XMIOTOHHS, PEH3BUKAHA OT NMPEeaO3UpaHe ¢ KOMOWHALMATA OT (PHKCHpaHK NO3K Ha
ofIMECapTaH MeAOKCOMWI/aMNIOAKNHH/ XUAPOXNOPOTHA3H, H3HCKBA AKTHBHA NOAAbpXKAIIA
KapAHOBACKYJapHa Tepalus, 4eCTO MOBMTOPHPaHE Ha ChpAeyHaTa H PecnHpaTopHa NeHHOCT, NOCTaBAHE B
JIECHAJTO TIONIOKEHHE ¢ BUCOKO NOBAWraHe Ha KpakaTd M HaboaeHHe Ha LMPKy/1alMOHHUA 00eM H
KOJMYECTBOTO OTAENEHA YPHHA. MoXe aa ce NPHIOKH W BA3OKOHCTPHKTOP 34 Bb3CTAHOBABAHE Ha ChAOBMA
TOHYC W apTEpHATHOTO HAJIATaHE, aKO HAMA KOHTPaUHUKALIMH 3@ HEFOBOTO NPUACKEHHe. HHTpaBeHO3HO
NPUIOKEHHME Ha KaJILMEB MIOKOHAT MOXKE Aa CIIOMOTHE 3a OTCTpaHABaHe Ha edekTHTE OT OI0KHpaHe Ha
KaJIL{HEBHUTE KAHAIIH.

CepyMHHTE EIEKTPONHTH K KPEaTUHUHBT TpAOBa 1a ce HabmoaaBaT yecTo. AKO ce MOSBH XHIOTOHHA,
nauKeHTHT TPAORA Aa Obje NOCTABEH B JIETHANO NONOXEHHe, KaTo 6Bp30 ce nposeae 0OEMHaA H CONeBa
3aMECTHTEIIHA Teparuns.

Tb# KaTO aMJTIOAMNKMH € CBBbP3aH BLB BHCOKA CTENEH C NPOTEUHHUTE, € MANTKO BEPOATHO Auanusara aa 6nae ot
no3a. Jluncea HHQoOpMaLmMs Janu OIMECapTad WK XHAPOXJIOPOTHA3HA Ce AHATH3HPAT.

He e ycTaHOBeHa CTETIEHTa, B KOATO O/IMECAPTaH H XHAPOXJIOPOTHA3H/ C€ OTCTPAHABAT Ype3 XeMOAHANHN3a.

5, GOAPMAKOJOINMYHU CBOMCTBA

5.1 dapmakoInHAMHYHR CBOHCTBA

dapMakoTepaneBTH4Ha rpyna: AHrMOTEH3HH 1] aHTaroHUCTH, 610KepH Ha KATUMEBHTE KaHAMIH H
auyperuun, ATC xoa: CO9DX03

MexaHu3BM Ha AEHCTBHE
Onmecta A Ilmoc € komOMHAUMA 0T aHrHoTeH3HH 1] peLieNTOPHAA AHTArOHHCT OJIMECAPTAH MEAOKCOMMI,

KaNUKEBHAT AHTATOHKCT AMJIOJIMITHHOB 0€3HIaT H THa3KAHMA AHYPETHK XHApoxaopoTHaskua. KombuHaumsaTa
OT Te3H ChCTABKH HMA AJAANTUBEH AHTHXHNIEPTEH3UBEH €(EKT, MOHHKABA APTEPHATHOTO HAIATaHe B M0~
BHCOKA CTEMNEH, OTKOJKOTO BCEKH KOMIIOHEHT [IOOTAEITHO.

QapMakoAHHAMHYHH edektH

Oamecapman MeQoKCoOMU
OnmecapTaH MEAOKCOMMI € AKTUBEH IPH MEPOPATTHO NPUNOKEHHE CeJIEKTHBEH aHrHOTeH3uH Il peuentopeH
(Tun AT)) aHTaroHHcT. AHrHOTEH3HH Il € rIIaBHHAT Ba30aKTHBEH XOPMOH OT PEHHH-aHTHOTEH3HH-
anaoCTEPOHOBATA CHCTEMA H MIPae 3HAUHTENHA Posid B NaTOGH3KONOrHSTa Ha XHNepToHuATa. Edexrure Ha
anruoreH3uH 11 BKIIOUBAT BA30KOHCTPHKLIMA, CTHMYJIMPAHE HAa CHHTE3a H OCBOOOKIABAHETO Ha aJAOCTEPOH,
chpae4Ha cTUMynauus H 6x0peuna peabcopOuus Ha HaTpuii. OnmecapTaH 0J10KMPa Ba30KOHCTPHKTOPHHUTE H
AN AOCTEPOH-CeKpeTHpaLM edeKTH Ha aHrHoTeH3uH [1 xaTo Onokupa cebp3BaHeTo My ¢ AT1 pe
THKAHWTE, BKJIIOYUTENHO INIaKaTa MYCKYJIaTypa Ha KPbBOHOCHHTE CBHAOBE H Haa0b0pasilirpe
JlelicBHETO Ha OsIMeCAPTaH € He3aBHCHMO OT M3TOYHHMKA MM MLTA HA CHHTE3a Ha ¢
CeNeKTHBHHAT AHTaroHW3bM Ha aHrnoteHsuH Il (AT() peuentopure OT cTpaHa Ha ff
NOBHILIABaHE Ha MJIA3MEHUTE HUBA HA PeHHH H Ha KOHLECHTPALMHTE HAa aHMHOTEH3
W3BECTHO MOHIDKABAHE Ha KOHLUEHTPALMATA Ha allIOCTEPOH B IJ1a3MaTa.
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[px XHNepTOHMA, ONIMECAPTAH MEAOKCOMHJT BOAH A0 J0303aBHCHMA, Ib/IT0 MPOAWDKABALLA PEAYKLUHA Ha
apTepHAITHOTO HansaraHe. He ca nojlyyeHH AoKa3aTeNncTsa 3a XUNOTOHHKA CliE]l ITbPBA 1034, TAXHYUNAKCHA 1O
BpeME Ha ABJITOCPOHHA TEPaNHA WIH rebound XUNEPTOHHA ClIe/l CIIHPaHe Ha TepanusTa.

[TpunokeHHe Ha OJIMECAPTAR MEJOKCOMHIT BEAHBK JHEBHO OCHIYPSBa €(PEKTHBHO U MOCTENEHHO
MOHHXABAHE HA APTEPHAIHOTO HAAraHe B NPOJB/DKeHHE Ha 24-yacos HHTepsat. [Ipunoxenne BeJHBXK
JHEBHO BOAM A0 CXOHO NO CTETEH MOHIKEHHE HA apTEPHATHOTO HAIATAHE, KAKTO NP NMPHIOKEHHE ABa
MLTH JHEBHO NPH €AHA M chilla o0Llla IHEeBHA no3a.

[IpH HenpekbCHATO JIEYCHHE, MAKCHMATHOTO MOHIDKEHHE Ha APTEPHANIHOTO HAJATaHe Ce MOCTHra RO 8-marta
CeAMMIIA CJIe/l HA4al0TO HA TEPANMATA, BBIIPEKH Y€ 3HAYHTENICH MOHIDKABAL APTEPHATHOTO HANAraHE €PeKT
ce Habnionasa cnen 2 ceAMHLIM IeYECHHE.

EdhekTbT Ha oJIMecapTaH MeJOKCOMMIT IO OTHOHICHHE Ha CMBPTHOCTTA M 3a60/1€8aeMOCTTa BCE OlLlE He €
M3BECTEH.

IMpoyusaHeTo ,,PanaomMH3npaH onMecapTaH U NpeBeHLA Ha Auaberna mukpoanGymudypusa (Randomised
Olmesartan and Diabetes Microalbuminuria Prevention, ROADMAP) nipu 4 447 nauuerTH ¢ auaber Tyn 2,
HOPMO-alI6yMUHYPHS ¥ Hali-MaJIKO €AHH JOITRIHUTENICH ChPAEYHOCHAOB PHCKOB QaKTOp, NPOYHBa AOKONKO
NIeYEHHETO ¢ onMecapTaH 6K Morno aa 3abasy HavanoTO HA MUKpOANnOyMuHYpHA. IIpH cpeaHO NpoabIKEHHE
Ha HaGMOEHHETO OT 3,2 NOJAMHM, MALKEHTHTE NOYYABAT WIH OJIMECapTaH, WiM rauefo B JOMbLIHEHHE Ha
APYTH aHTHXHNIEPTEH3MBHH NPOXYKTH, ¢ m3KmoyeHue Ha ACE nnxuOuropu win ARB.

[To oTHOLIEHHME HA OCHOBHATA KpaifHa TOYKA, MPOYYBAHETO MOKA3BA 3HAYUTEIHO CHIDKEHHE Ha PHCKa 3a
MOMEHTA HA MOsABa Ha MHKPOANOYMHHYPHA B MOJI3a Ha oaMmecaprad. (el KOpMrupaHe 3a pasiiiky B
KPBBHOTO HAJISATaHE, TOBA CHIKEHHE Ha pHcKa npecTara Aa 6bae 3Haunmo. 8,2% (178 or 2 160) or
NaLMeHTHUTE B rpynara Ha onMecapraH U 9,8% (210 or 2 139) B rpynara Ha nnauebo nomy4asar
MUKPOANOyMHHYPHA.

[To OTHOWIEHHE HA BTOPHYHMTE KpalHH TOUKH, CHPACYHOCHAOBH CHOHTHS C€ NOABABAT NpH 96 nauHeHTH
(4,3%) Ha onmecapraH 1 94 nauyenTn (4,2%) Ha nanebo. Yecrorata Ha ChpAEMHOCHAOBATA CMBPTHOCT €
MO-BHCOKa NPH oJiMecapraH B cpaBHeHne ¢ rauebo (15 nauwmentu (0,7%) c/y 3 nannenry (0,1%)),
He3aBHCHMO OT CXOJ(HATA 4ecToTa Ha HedaTanuuTe HHCYNRTH (14 naumenTn (0,6%) c/y 8 naumestu (0,4%)),
cay4auTe ¢ Hepatanen uuapkT Ha MHokapaa (17 naumenty (0,8%) c/y 26 naunenty (1,2%)) u HechBp3aHa
Che ChPACHHOCARAOBATA cHcTeMa cMbpTHOCT (11 maumenTH (0,5%) c/y 12 naumenTu (0,5%)). O6wara
CMBPTHOCT MPH ONMecapTaH e LdpoBo 3aBuieHa (26 naunenTs (1,2%) c/y 15 naument (0,7%)), koero e
pe3yJITaT OCHOBHO OT No-rofieMus 6pofi paTtanHu cbpAEUHHOCHIOBH CHOUTHS.

Hanureanero ,,OnMecapraH 3a HaMalsABaHe Ha 4ecToTaTa Ha 6babpeuny 3abongsanna B kpalina ¢asa npu
auaberHa Hepponatua® (Olmesartan-Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy, ORIENT) npoyuBa ejekTHTe Ha olIMecapTaH BbpXy OBOpeyHHTe U ChpAEYHOCHAOBHTE
pe3yJSITaTd npH 577 paHAOMHM3HUPAHH ATIOHCKH H KHTaliCKH naleHT ¢ anaber i 2 W nposBeHa
nedponarus. [Ipu cpenen nepuoa Ha npocneAsBaHe OT 3,1 FOAHWHH, MALUKEHTHTE NNOJTY4ABAT WIH
oJIMecapTas, Wi auebo B JOMIHEHHE KbM aHTHXHIEPTEH3HBHH NPORYKTH, BtouuTenHo ACE
HHXHOHTOPM.

[IbpeHYHAaTA CHLCTABHA KpaliHa Touka (BpeMme N0 IbpBOTO CHLOMTHE ¢ YABOABAHE HA CEPYMHMS KPEaTHHUH,
6B6peuno 3aGonaBane B TepMHUHaANHA (a3a, obla cMBPTHOCT) ce Habmoaasa npH 116 nauneHTH B rpymnara
Ha onMecapraH (41,1%) u 129 nauuenTn B rpynata Ha wiaue6o (45,4%) (HR 0,97 (95% CI 0,75 o 1,24);
p=0,791). CrcTaBHaTa BTOpHYHA CHPASYHOCHAOBA KpakiHa Touka ce Habmonasa npu 40 nauHeHTH JeKyBaHH
¢ onmegaprad (14,2%) u 53 nauueHTH Tperupany ¢ miauedo (18,7%). Tasu creTaBHA CHPACHHOGHIQBE
KpaliHa ToYKa BKIIOUBA Cbpae4HOCh0Ba cMBPT NpH 10 (3,5%) naumueHTH Ha onMecapre 1A 3 413
nosyuasany niane6o, croTBeTHO 061Ia cMBpTHOCT 19 (6,7%) cpeity 20 (7,0%), Hedary JHCYITT &
(2,8%) cpemy 11 (3,9%) 1 HedaraneH uHdapkt Ha Muokapaa 3 (1,1%) cpemy 7 (2,5%8.,90 / i

-P"
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Ampodunun

CncraBkaTa amnoaunHH Ha Onmecta A Tlmoc € 6nokep Ha KanUMEBUTE KAHATH, KOHTO HHXHOMpa
TpaHcMeMOpaHHHA HHQIYKC Ha KATLMEBH HOHH Npe3 BOJITKHO-3aBUCHMHTE KaHaJH OT THN L B ¢hpLeTo H
rnafKarTa MycKyiaTrypa. EkCnepMMeHTaNHHTE JaHHM TIOKA3BAT, Ye aMJIOJHITHH CE CBbP3Ba KaKTo ¢
AMXHARPONMPHAHHOBHTE, TAKA K C HEAUXKAPONMUPHUAHHOBHTE MECTA Ha CBbP3BaHe. AMAOAHIIHH €
OTHOCHTENTHO CEJIEKTHBEH KbM KPBBOHOCHHTE CHAOBE, C M10-TOJIAM €eKT BLPXY ChAOBHTE INIAAKOMYCKYJIHH
KJIETKH, OTKORKOTO BbPXY ChbPAEYHHTE MYCKYJIHH KIETKH. AHTUXHNCPTCH3HBHHAT €EKT Ha aMIOAMIIHH €
BCIIEICTBHE HA AMPEKTEH peJiakcHpall edeKT BbpXY IMa[IKATa apTepHAIHA MYCKYJIaTypa, KOETO BOAH A0
NOHIDKABAHE HA NEPHPEPHOTO CHIIPOTHUBIIEHHE, & OTTAM H HAa KPBBHOTO HandraHe.

[IpH nalMeHTH C XMMEPTOHMSA AMIOAMITHH NPEAN3BUKBA N0303aBHCHMO, JBAroTpaiiHO HaMasIABaHe Ha
ApTEPHATHOTO HaysAraHe. HaMa naHHM 3a XMNOTOHKA Che MbPBaTa 1033, TAXH(PHIAKCHA 10 BPEME Ha
NPOXL/DKHTENIHO JIEUeHHEe WIN rebound Ha XMNEPTOHHATA CJIE/ PA3KO CIIMPAHE Ha TEpanuAaTa.

Cnen npunaraHe Ha TEPaNeBTHYHH 03K Ha NMALMEHTH ¢ XUNEPTOHUA, aMJIOAUITHH BOAM A0 ePeKTUBHO
HAMA/ISABAHE HA KPHBHOTO HAATEHE B JIETHANIO, CEAHANIO H H3MPABEHO NOJIOKEHHE. XPOHHYHATA ynoTpeda
HA AMJIOJMIIMH HE € CBbP3aHa ChC 3HAYMTENHH NMPOMEHH B CHPAEYHATA YECTOTA WIM IJIa3MEHHTE HHB2 Ha
KaTexosaMuHuTe. IIpH MaLMeHTH ¢ XHNEePTOHUA ¢ HopMaiHa ObpOpevHa GyHKUMA TepaneBTHYHUTE JO3H
aAMJIOZIMITHH HaMansaBaT 6LOPEHHOTO ChAOBO CHIIPOTHBIEHHE H YBEIHYABAT CKOPOCTTA Ha [JIOMEPY/HA
dbwrrpauma ¥ edexTHBHUA OBOpeueH IasMeH noTok, 6e3 NpomMsHa Ha QUNTPALIMOHHATA (ppakLna WiIH
NPOTEHHYPHS.

B npoyupaHHsA Ha X€eMOJMHAMHMKATA I1PH NMALKWEHTH ChC ChPACYHA HENOCTATBYHOCT H B KITHHHYHH
H3NHTBAHHUA, 6a3UpaHH Ha TECTOBE 3a PU3IHUECKO HATOBAPBAHE NPH MALMEHTH ChC ChpeUHA
HepoctarsdHOCT Knac 11-1V nmo NYHA e ycTaHOBeHo, 4e aMJIOOMNHMH HE BOAM 10 KIHHHYHO BJIOLIaBaHe
(ycTaHoBeHO upe3 paboTeH Tosepalc, PpakLHMs Ha JCBOKAMEPHO H3ITNACKBAHE H MPOC/IAABAHE Ha
KITHHWYHKTE MPU3HALK U CHMITTOMH).

[Lrauebo konTponupanoro uscaeasare (PRAISE), uensmo oneHka Ha NanueHTH CLC ChpAeyHa
HepocrarbyHoCT Kaac II-1V NYHA, npuemamy aururanuc, auyperiun H ACE MHXHOHTOpH € mokKasano, ye
aMJIOAMITHH HE BOAHM A0 MOBHLIEH PHCK OT CMBPTHOCT HJIH 3a00/1EBAEMOCT NPH NALMEHTH CbC ChpAcUHHA
HEOOCTATHYHOCT,

[TpocnenaBaino, ALITOCPOUHO, MIaUedo KoHTpoaupaHo npoy4saHe (PRAISE-2) na amnoaunus npu
NaIMEHTH ChC ChpaeuHa HepocTaTbyHOCT knac -1V NYHA 6e3 knnHuHM CHMITTOMH KIH 00EKTUBHH
OAHHH, TPEATNONAraliM HEMPOSBEHO HCXEMHYHO 3a00ngBaHe, NPOBEXKAALIHN TEPANHA CbC CTAOWIHU JO3H OT
ACE HHXHOHTOPH, AUTHTANIHCOBH ITHKO3KAN U AUYPETHLIM, HE € YCTAHOBHITO NOBIMABAHE Ha ofmara
CHPACYHO-Ch0BA CMBPTHOCT. B chillaTa Ta3K nomynauMs aMJIOAHITHH € aCOLIMUPaH ¢ NMOBHILIEHA YECTOTa Ha
OenoapobeH OTOK, BLIIPEKU Y€ HE € YCTAHOBEHA CTATHCTHYECCKH 3HauHMMa Pa3iHKa B UECTOTATA HA CITYHMauTe
Ha BJIOLLIABaHE HA ChPACYHATA HEAOCTATHLYHOCT B cpaBHeHuHe ¢ ruauedo. -

[TpoBeneHO € paHQOMU3HpAHO, ABOHHO-cNANO Npoy4saHe (Antihypertensive and Lipid-Lowering Treatment
to Prevent Heart Attack Trial (ALLHAT)) ¢ uen cpaBHABaHE Ha NMO-HOBUTE JICKAPCTBEHH TEPAITUH:
amnoaunuH 2,5-10 mg/nHeBHo (OIoKep HA KANILHEBHTE KaHaH) Wi jizuHonpun 10-40 mg/aHesHO
(ACE-HHXHOHTOP), KaTO MbpBA JIMHHA Ha TEPAIHA C Ta3W Ha THA3MAMKA OHYPETHUK XJIOPTaIHAOH

12,5-25 mg/aneBHO BEPXY 3a00NeBaeMOCTTa U CMBPTHOCTTA NPH NMALIMEHTH C JIeKa 0 YMEpPEHa
XHNEPTOHUA".

O6uto 33 357 nauKeHTH ¢ XHNEePTOHHMS, HA BBL3PACT 55 UM MOBeYe rOAMHM €a PAaHAOMHM3UPAHH H

npocneasBaHy cpeano 4,9 roauuu. [auueHTHTe UMaT Hali-ManKo MO €AWH JONMBJIHHTENCH PHCKOB (DaxTop 34
KOPOHAPHO CHPAEYHO 3a60/14BaHe, KATO: NPEXHUBAH HH(APKT HA MHOKAPAA WIH MHCYAT (> 6 MeCEua AN
BK/HOUBAHE) H JPYTH aTEPOCKIEPOTHYHH CHPACYHO-CAOBH 3abonsaBaHua (00mio 51,5%), gMabe
(36,1%), HDL-C < 35 mg/dl (11,6%), neBokamepHa Xuneprpodus (qHarHoCTHIMpaHa /
eJIeKTpOKapAHorpamMa Wi exokapauorpagus (20,9%)), TIOTIOHONYLICHE NTOHACTOALUEM (

[TspBHYHATA KpaliHa TOYKA € ChCTABHA OT ¢AaTaNHO KOPOHAPHO ChpACYHO 3abongsane _
muokapaeH HHPapkT. He ce Habnoaapa CTaTUCTHYECKH 3HAYHMA PalTHKa O OTHOLIEHHOYasJBpE
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KPATEPHIA MKy aMIOAMITHH K XJIOpTanuaoH Tepanuara: RR 0,98 95% CI (0,90-1,07) p = 0,65. Cpen
BTOPMYHMTE KpaiHH TOYKU, HHUMACHTUTE Ha ChpACYHA HEJOCTATHLYHOCT (€IMH OT KOMIIOHEHTHTE Ha
ChpAEYHO-CBAOBHTE KPaliHH TOYKH) Ca CTATHCTHYECKH 3HAYHUMO MO-BHCOKH B aMJIOUNHH rpynara B
CpaBHEHHE ¢ rpynara Ha xnoptanuaoH (10,2% cpeury 7,7%, RR 1,38, 95% CI1[1,25-1,52] p <0,001).
Brpeku TOBa, He ce HaOMoOAapa CTATUCTHUYECKH 3HAYMMA pas3/iiKa BbB BCHUKH MPHYHHH 32 CMBPTHOCT
MEXKTY aMJIOOMIHH H XiopramaoH Tepanuata: RR 0,96 95% CI [0,89-1,02] p = 0,20.

Xuopoxnopomuazuo .
XHAPOXNOPOTHA3HA € THA3HIEH AHYPETHK. MeXaHN3MbT Ha AHTHXHUNEPTEH3IHBHUA €(PEKT Ha THA3UOHHTE

- IMYPETHLM HE € HAMLJIHO U3ACHeH. Tuasuaute nopnuaesat 0n0peuHuTe TyOYIHN MEXaHH3MH Ha
enekTponuTHa peabcopbums, AMPEKTHO MOBUILIABAT EKCKPELMATE HA HATPHIA H XJIOPHIH B MIPUOIH3IUTENHO
€KBHBAJIEHTHH KONWYECTBA., JIMYpEeTUUHOTO ACHCTBUE HA XHAPOXJIOPOTHA3H,T HAMANABA MNa3MeHus obeM,
MOBMIlIABa TUIa3MeHaTa PeHHHOBA AKTHBHOCT M MOBHILIABA CEKPELMATA Ha alJOCTEPOH, ¢ HOCNEABALLO
ycuiBaHe 3ary0ata Ha xanuid U OnkapOOHATH ¢ YPpHHATA H NOHIDKEHHUE HA CEpYMHHA Kanui. Bpb3kara
PEHHH-ANAOCTEPOH C€ MEAMMpA OT aHTHOTEH3MH II, mopaau KOeTo CHITbTCTRALOTO MPHJIOKEHHE HA
aHruoreHsuH Il peuenTopHH aHTArOHHCTH MMa TeHACHLUMUA Ja KOMIIEHCHpa 3ary0aTa Ha KaJIMH, JbjpKaLia ce
Ha THA3HAHATE AuypeTHin. C XHapoXNOpOTHA3WI AHYpEe3aTa 3aMouBa OKOJIO 2 Yaca ciell NPWIOKEHHETO, a
MakcHMalleH edexT ce Habmonasa okos1o 4 yaca Criesl 103aTa, NOKATO JEHCTBHETO MY [IEPCHCTHPA 33 OKOJIO
6-12 yaca.

EHH,E[EMHOJIOI‘H‘{HHTC Npoy4YBaHHA Ca YCTAHOBWIRK, Y€ MNIPOABILKHUTCNIHOTO JICYEHHE € MOHOTEpAIINA C
XHAPOXJIOPOTHA3ZHA HaMAJIABa PHCKaA OT CHPACHYHO-CHA0BA CMBPTHOCT H 3a00J/1eBa€MOCT.

KnuHu4yHa e(HKacHOCT U 6€30IacHOCT

B 12-cenMuuHO, ABOAHO-CIIAMNO, paHIOMH3UPaHO, NMapalieJIHO rPyNoBo Npoy4BaHe Nnpi 2 492 nauueHTH
(67% nmanMeHTH OT €BpPONEHAHATA paca), JCYCHHETO ¢ KOMOMHALMATA OT PUKCHPAHU AO3H HA OIMECAPTaH
MeaokcoMu/aMmnogunus/ xuapoxnopornazua 40 mg/10 mg/25 mg Boau 10 3HAUMTENIHO NO-TOJAMO
peaylLHpaHe Ha ARACTONHOTO H CHCTOIMMHOTO KPBBHO HAJIATAHE, OTKOJIKOTO JIEYCHHETO ¢ HAKOA OT
CHOTBETHUTE ABOMHH KOMOMHaumu: onMecaprad MeaokcoMu 40 mg rumoc amaoaunul 10 mg, onMmecapras
MeaokcoMun 40 mg mwIrOC XUAPOXNOpoTHa3uA 25 mg ¥ amnonunuH 10 mg rwioc XUApOXJI0poTHa3Ka 25 mg.

JIOMbIIHUTENHUAT aHTUXHIIEPTEH3UBEH €DeKT OT KOMOUHAUKMA ¢ PHKCHPAHK O3 HA OJIMECApTaH
MEAOKCOMMIL/ aMJIoAMITHH/ XuapoxiopoTHasna 40 mg/10 mg/25 mg B cpaBHEHHE C aHAJIOTHYHHTE ABOHHH
koMOuHaLmMH e Mexkny -3,8 ¥ -6,7 mmHg 3a anacTonHO HaniAraHe B ceAHAIIO MOJIOXKEHHE H MexXay -7,1

H -9,6 mmHg 3a CHCTONHYHO KPBBHO HAJMITaHe B CEHANO MOJI0MKEeHUe U HACTHIIBA NPE3 MBPBHTE 2 CEAMHLMY.

[IpoueHTHT Ha NalMEHTHTE, JOCTHTALM LieNTa 3a KpbBHO Hangrake (<140/90 mmHg 3a naumenTu 6e3
auader u <130/80 mmHg 3a nauuenTu ¢ nuaber) npes ceamuua 12 sapupa ot 34,9% 10 46,6% 3a rpynure ¢
ABOHHO KOMOHWHHPAHO JICUCHHE B CpaBHEHUE ¢ 64,3% 3a koMOUHauMATa OT GPUKCHPAaHH I03H Ha OJIMECapTaH
MeIOKCOMII/amoaunun/ xuapoxaoporuasua 40 mg/10 mg/25 mg.

B1B BTOPO ABOHHO-CNANO, pAaHAOMU3UPAHO ITpOYUBaHE C NapalesIHH rpynu rnpu 2 690 nauueHtu (99,9%
NMaLMEHTH OT ¢BPOICHAHATA paca), JeHUEeHUeTo ¢ KoMOHHaIMATa OT (UKCHPAHH JIO3H Ha OJIMecapTaH
MEAOKCOMMT/aMnogunue/xuapoxiopotnazua (20 mg/5 mg/12,5 mg, 40 mg/5S mg/12,5 mg,

40 mg/5 mg/25 mg, 40 mg/10 mg/12,5 mg, 40 mg/10 mg/25 mg) BoaAH A0 3HAYHTEITHO MO-TOIAMO
HaMaJIIBaHE Ha AHWACTOIHOTO ¥ CHCTOJMYHOTO KPbBHO HANAIaHE B CPABHEHHE CbC CHOTBETHUTE JBOHHH
KOMOHHALIMH: OJIMECapTaH MEAOKCOMUTT 20 mg IUHOC aMJIOAUITHH 5 mg, onMmecapTaH MeokcoMu 40 mg
TUTIOC 5 Mg aMIIOJMITHH M oaMecapTaH MeaokcoMma 40 mg rumoc 10 mg amnoaunuu cnea 10 ceamuyHo
NEYEeHHE.

JOIMBIHHTETHHAT aHTUXUMNEPTEHIUBEH e(PEeKT OT KOMOHHALIMATA ¢ GUKCHPaHH JO3H ONMESHNTY
MEAOKCOMMJT/ aMJTOARMUHE/XMAPOXIIOPOTHA3U]L B CPABHEHHE CHC CHOTBETHHTE JBOHHM K }r 3_#.

-1,3 u -1,9 mmHg 3a auacTonHO KpBEBHO HANsraHe U MeXAy -2,7 ¥ -4,9 mmHg 3a cHCYPIHY K
HA/ATaHE B CEAHAIO MOIOKEHHUE.,
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¢ 1BOHHO KOMOHHHpaHO NieueHHe B cpaBHeHHe ¢ 52,4% n0 58,8% 3a koMOunauuaTa ¢ QUKCHpaHH JO3H
OJIMECAPTAH MEIOKCOMIIL/aMJIOANITHH/ XHAPOXIOPOTHA3HA,.

B panaoMu3upaHo, IBOHHO-CIIANO, AOITKJIHUTENIHO NpoyuBaHe npH 808 nauuentH (99,9% naupmenTH ot
eBPONIEMIHATA paca), HeaJieKBATHO KOHTPOIMPAHO clel 8-ceIMHYHO JieueHHe ¢ BoiiHaTa KoMOHHALMA |
onMecapTaH MenokcoMun 40 mg rwnroc amnogunul 10 mg, neveHueTo ¢ KOMOMHAIAATA OT (PHKCHPAaHH A03H
OJIMECapTaH MEIOKCOMMKI/aMJIOUITHH/ XHAPOXJIOPOTHA3ZH/ BOAU A0 YUCICHO AOMBIHUTE/IHO HAMANABAHE Ha
KPBBHOTO Ha/LIraHe B ceAHano nosioxkexHue ¢ -1,8/ -1,0 mmHg npu neyenne ¢ kombuHaiMaTa o1 PUKCHpaHH
1034 HA ONIMeCapTaH MeOKCOMMII/aMITomHITHH/ XuapoxnopotHasun 40 mg/10 mg/12,5 mg 4 cratucTHueckn

* 3HAYMMO JOITBJHHTEIHO HAMAISBAHE HA KPBBHOTO HAJIATAHE B CEAHANIO NMOJMIOXKEHHUe ¢-3,6 / -2,8 mmHg npu
JieueHHe ¢ KOMOHHAIHATA OT PHKCHPAHHU J03H ONIMECAPTaH MeJOKCOMUIY aMJIOAMITHH/ XHAPOXJIOPOTHASH/
40 mg/10 mg/25 mg B cpaBHeHHe ¢ JBOHaTa KOMOMHALIMA Ha onMecapTaH MegokcoMun 40 mg mmoc
amjiogumiH 10 mg.

JleueHHeTo ¢ TpOHHATa KOMOMHHMpAHA Tepanud OT KOMOHMHALIMATA C PUKCHPAHU AO3HM HA OJIMECAPTaH
MeIOKCOMIWI/ aMIoANNHH/XxuapoxiaopoTHasua 40 mg/10 mg/25 mg BoU 4O CTATUCTHYECKH 3HAYHMO 1O-
TOJIIM MPOLIEHT Ha MAaLMEeHTUTE, MOCTUTHAIM LIETA CH 38 KPBBHO HaJIAraHe B CPaBHEHHE C ABOHHATA
KOMOHHHpaHa Tepanus oT onmecaprad Menoxcomuna 40 mg mmoc amnoaunuH 10 mg (41,3% cpewy 24,2%);
JIOKAaTO JICYEHHETO ¢ TpoiiHaTa KOMOMHHMpaHa Tepanys Ha KOMOWHALUMATA OT (PUMKCHPAHH JO3H Ha
oMecapTaH MeJOKCOMWI/aMnoaunub/xuapoxnoporHasua 40 mg/10 mg/12,5 mg Boay 10 YHCNEHO HO-
roisM MPOLIEHT Ha MaLMeHTHTE, JOCTHIalll} LIEJITa CH 34 KPLBHO HAJIATAHE B CpABHEHHE C JBOWHO-
KOMOWHHpaHAaTa Tepanus oT olmecaptad Meaokcommn 40 mg nmoc amnoaunus 10 mg (29,5% cpewry
24,2%) npy IMLa, KOHTO HE Ca aIEKBATHO KOHTPOJIMPAHH NIPH ABOHHO-KOMOMHHpaHAaTa Teparnis.

AHTHXHIEPTEHIUBHUAT ePeKkT HAa KOMOMHALMATA OT QUKCHpaHH AO3W HA ONMECAPTAH
MeJOKCOMML/aMJIOIHITHH/ XHAPOXJIOPOTHA3H € CXO/ICH, HE3aBHCHMO OT BB3PacTTa H 110JIa K € CXOAEH NpH
MAIMEHTH Che U Oe3 nuaber.

lpyea unghopmayus |
Jse roneMu panaoMusupan xoutponupadn npoyuBadus — ONTARGET (ONgoing Telmisartan Alone and

in combination with Ramipril Global Endpoint Trial — Tekyio rnodanHo H3NUTBaHE 3a KpalHHU TOYKH Ha
TEIIMHUCAPTaH, CAMOCTOATENHO M B KoMOuHaima ¢ pamunpii) ¥ VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes - KitnanuHo npoyuBase, CEBP3aHO ¢ pa3BUTHe Ha HedponaTHa npH nHaber,
NpOBeJEHO 0T MHHHCTEPCTRO 0 BBIIPOCHTE Ha BETEPAHUTE) NPOy|BaT ynorpebara Ha KOMOHHAIMATA OT
ACE uuxuburop u aHriorensuH ll-peuenropen 6nokep.

ONTARGET e npoy4uBaHe, MpoBeA€HO IPH MalHEeHTH ¢ aHAMHE3a 38 ChPACYHO-ChA0BA HIIH MO3BYHOCHA0BA
~ Gonect, HiH 3axapeH auabeT iR 2, IPHAPYKEHH ¢ TaHHH 38 YBpexiaHe Ha e(eKTOpHHU opraHu. VA
NEPHRON-D e npoy4BaHe NpH NalKEHTH Cbe 3axapeH auader tun 2 u auaberna HedponaTus.

Te3u npoyuBaHKA He MOKa3BaT 3Ha4MM Onaronpusted edekt BupXy On0peunHuTe WWIH ChpAECIHO-CHAOBHTE
NOCIEANLH B CMBPTHOCTTA, KaTO CHIHEBPEMEHHO ca Hab/M01aBaHH MOBHINEH PHCK OT XHUIICPKATHEMHS,
OCTPO YBpexaaHe HAa ObOpelTe W/WIH XHIIOTOHHA B CPABHEHHE ¢ MOHOeTepanusaTa. KaTo ce uMat npeasun
cXOOHHUTE UM apMaKoIHHAMHYHH CBOMCTBa, TE3H pe3yiIraT ca npuioxumMu u 3a Apyru ACE uHxuburopn
M aHrHOTeH3MH [I-peuenropHu OI0KEpH. '

ACE nnxuburopu U aHruoreH3HH II-peuenTopHEn OJ10KepH CeaoOBaTENHO HE TpsOBa Aa ce U3MON3BAaT
¢AHOBPEMEHHO MNpH NMauMeHTy ¢ AnaberHa HedponaTus.

ALTITUDE (KnHHHYHO mpOy4BaHe MIPOBEACHO ¢ ATHCKMPEH NPH NalHeHTH CbC 3axapeH auabeT TN 2, ¢
H3MI0JI3BaHe Ha ChbPAEYHO-CHAOBH H OBOpeunu 3abonasanus kaTo KpalHU TOYKH) € NPOYYBAHE
npeaHa3sHAYeHO [ia H3cAeARa 110J13aTa OT ACOABAHETO HA ATHCKMPEH KbM CTAHAAPTHA TEPSHNS

HHXHOMTOp WK aHrHoTeH3uH II-peuenToper 6a0kep Npyu NaLMEHTH ChC 3aXapeH AHa 7 FHLLZ2 L
OBOpeuno 3ab0isBaHe, ChpAEUHO-ChAOBO 3a00msaBaHe win ¥ asete. Ilpoyusanero e r’,-j' AT v \ O,
NpexIeBPEMEHHO MOPa i NOBHILECH PUCK OT HebnaronpHsaTHH nocaeauuy. Kakro cpp itKava

CMBPT, TaKa M HHCYJITBT Ca [I0-4ECTH B 'PYNaTa Ha ATMCKUPEH, OTKOJIKOTO B FpynaTi Ha uidngto; w5

NpeACTABBAIIUTE HHTEPEC HEXE/IAHU CEOUTHA H CEPHO3HH HEXENaHH ChOMTHA ( \ SETHOM S
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XHMITOTOHMA 1 OBOpeuHa qUchyHKLMA) ¢e ChOOIHaBaT N0-4eCTO B rpyriaTa Ha aJTUCKHPEH, OTKOJIKOTO B
rpymnara Ha rane6o.

Hemenanomen pax Ha xodcama

Bb3 OCHOBA HAa HAMMYHHUTE JaHHH OT EMUASMHOJIOTHYHH MPOyYBaHKs € Ha0moaaBaHa 3aBUCHMa OT
KyMyJaTHBHATa 103a Bpb3ka Mexxay XXT3 v HMPK. Eano npoyusale BKIIO4YBaA NOIyJIallHd, ChCTOALLA CE
or 71 533 ciy4aun Ha BKK u 8 629 cmyyau na CKK, u nommynauus ot ceotBetHO 1 430 833 1 172 462
noAXoaauM KOHTponH. Bucokata ynorpeda Ha XXT3 (xymynarusHo >50 000 mg) e cBbp3aHa ¢ KOpHIHpaH
OR 1,29 (95% CI: 1,23-1,35) 3a BKK u 3,98 (95% CI: 3,68-4,31) 3a CKK. HabnmionaBaHa € sicHa Bpb3ka
KyMyJlaTHBHA 103a-0TroBop KakTo 3a BKK, Taka n 3a CKK. JIpyro npoyusaHe 1oxazea Bb3MOKHA BPb3Ka
mex Ty paka Ha yetHute (CKK) v ekcnosnumsta Ha XXT3: 3a 633 ciryyan Ha pak Ha yCTHHTe e oabpaxa
nornynauug ot 63 067 roAXoA4IH KOHTPOMH, KATO C& M3MO0JI3Ba CTpaTerus 3a B3eMaHe Ha pooH,
onpejeneHa oT pucka. JleMOHCTpUpaHa e Bpb3Ka KyMyJIJaTHBHA J03a-0TroBop ¢ kopurupad OR 2,1 (95% CI:
1,7-2,6), napacrsam g0 OR 3,9 (3,0-4,9) 3a Bucoka ynorpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hai-
BHCOKaTa KymyJlaTHeHa j1o3a (~ 100 000 mg) (Bx. chillo Touka 4.4).

[leavaTpHYHA DONYJIALIHA
EBponeiickaTa areHUM M0 JEKApCTBAaTa OT/1ara 3aJb/DKCHHETO 38 NMPEOCTaBAHE HA Pe3yATATHTE OT

NPOYYBAHUATA C petepeHTHHS JIEKAPCTBEH MPOAYKT, ChAbPIKALI OJIMECAPTAH
MeAOKCOMHIL/aMJIOAMITHH/ XHAPOXJIOPOTHA3HA, BEB BCHUKH MOATPYIH HA NEAHATPHYHATA MOMYJIauHMg 3a
Pa3pEIICHOTO NOKA3aHHe eCEHLMAIHA XUNepToHuA (BX. Touka 4.2 3a uH}OpMalLHs OTHOCHO ynoTpeda B
NeaARaTpPHATAa ).

i

5.2 @®apMAKOKHHETHYHH CBOHCTBA

EaHOBpEMEHHOTO NMPIIOKEHHE HA OJIMECApTaH MEAOKCOMMII, AMJIOAHITHH M XHAPOXJIOPOTHA3H] HAMA
KITHHHYHO 3HAYHMH e(DEeKTH BEPXY (PapMaKOKHHETHKATa HA BCEKH €/IHH OT KOMITOHEHTHTE NpH 3paBH

WHIAMBUH.

Clleql NepopaTHO NPUIOKEHHE Ha KOMOMHALMATA C PUKCHpaHA 038 OT OIMECapTaH
MEIOKCOMMKI/aMJIOHITHH/XHAPOXJIOPOTHA3H] [IPH HOPMAJTHH 3ipaBH Bb3PacTHH, MAKCHMAJIHH I1a3MeHH
KOHLIEHTPALMM HA OJIMECapTaH, aMJIOAMITHH W XHMAPOXJIOPOTHA3H] C¢ AOCTHIAT ChOTBETHO 3a okono 1,5 1o
3 yaca, 6 10 8 yaca ¥ 1,5 no 2 yaca. CkopocTTa H cTeneHTa Ha abcopbums Ha OMecapTad MEIOKCOMMI,
AMJIOJIUIIMH M XHAPOXJIOPOTHA3HA OT KOMOHHALMA ¢ QHUKCHPAHH NO3H OJIMECAPTaH

MEAOKCOMMIL/ aMITOAMITHH/ XHAPOXJIOPOTHA3H/ €8 CHIIHTE, KAKTO KOraTo ce IIPHIIAraT KaTo ABOHHO
dHKcHpaHa KOMOHHALMS OT OJIMECAPTAH MEAOKCOMMIT H aMJIOJHNHH 3a€IHO C SAHOKOMITOHEHTHa Tab/eTKa
XHAPOXJIOPOTHA3UA WIH KOTaTo ce npuiara ABoHHO ¢pHKCHpaHa KOMOHHALHA OT ONIMECapTaH MeIOKCOMMIL H
XHAPOXJIOPOTHA3HJ 3a€HO C EAHOKOMIOHEHTHa TabeTKa aMJIOAHIHH B CBIIHTE JO3H. XPaHATA HE BHAE
BEpXY OMOHAJIMYHOCTTA Ha KOMOUHALHA OT GPHKCHPAHHU A03H ONIMEcapTaH

MEIOKCOMMJI/aMITOIMIHH/ XHAPOXJIOPOTHA3H/L.

OnmecapTald MEAOKCOMHJI
Abcopbyua

OnmMecapTal MeoKCOMMI € mpezurekapeTBo. [1lo Bpeme Ha abcopbuuara oT cToMallHO-YPEBHHS TPAKT TOM
6pp30 ce npeobpasypa OT eCTEpa3UTe B YpeBHATa MyKO3a H B KPbBTa Ha TMOpTAaHATa BeHa J0
¢dbapMaKoOJOrHIHO aKTHBEH MeTaboNMT oaMecapTaH. B riasMaTta WM €KCKPETHTE HE ¢a OTKPHTH HHTaKTeH
ONMecapTaH MeJIOKCOMIII M HETIPOMEHEHa CTPaHH4HA MEAOKCOMUIOBa BepHra. CpenHara abcomoTHa
OHOHAJIMYHOCT Ha OJIMECApTaH 'gaﬁne'nm e 25,6%.

CpenHaTa MAKCHMAITHA IUIa3MeHa KOHLIGHTpatMs (Cmax) HA OJIMECAPTAH €€ NMOCTHIA 10 2 Hage

NepopatHO NPUIICKEHHE Ha OJIMECapTaH MCAOKCOMMIT, KATO IUIA3MCHHTC KOHLICHTPALIMH Ir oy

'MOBHIIABAT NOYTH AHHEHHO ¢ MOBHIIABAHE HA eHOKpaTHATAa IIEPOpaiHa 4032 A0 OKolo A

XpauaTta UMa MHHHMAaJIEH e(eKT BbpXYy OHOHAIMYHOCTTA Ha OJIMECApPTaH, MOopaaH KOeTq oMk
MEJIOKCOMIIT MOXKE JIa Ce npuiara ¢b¢ Wik 6e3 xpaHa.
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He ca HabmonaBaHy KJIMHHYHO 3HAMHMH MEXIYNONOBH paliHYKs BbB JapMaKOKMHETHKATA Ha OJIMEcCapTaH.

Pasnpeodenernue

OnMecapraH ce CBbpP3Ba BbB BHCOKa CTENEH C IUIA3MEHUTE NPOTEUHH (99,7%), HO BEpOATHOCTTA 34
KIMHHYHO 3HAUHMH B3aUMOACHCTBMA, ABJDKAIIH C€ HA N3MECTBAHE OT MACTOTO HA CBLP3BAaHE MEXKQY
OJIMECAPTAH U APYTrH aKTHBHH BELISCTBA C BACOKA CTENECH Ha CBbP3BAHE C M/1a3MEHHTE fIPOTEHHH € HHCKa
(X0€TO € NOTBBPACHO OT JIMCATa HAa KIHHUYHO 3HAYHMO B3aHMOACHCTBHE MEKIY OIMECapTaH MEIOKCOMHN
u Bapgapun). CBbP3BaHETO HA OJIMECAPTAH C KPLBHUTE KIETKH € He3HAUUTENHO, CpeAHUAT 0beM Ha
pasnpegeieHUe Cliel HHTPaBEHO3HO NPHIIOKEHHE € HUCBK (16 — 29 1).

Buompancpopmayus

ToTanHHAT Na3MeH KJIHPBLHC Ha oiMecapTaH ocOHKHOBEHO € 1,3 1I/h (CV, 19%) n e CpaBHHTENHO HHCBK B
CpaBHEHHE ¢ YepHOAPOoOHHA KpBBOTOK (oKkono 90 1/h). Cnea nepopanHo NpWIoKeHHE HA €AHOKPATHA 1034
mapkHpaH ¢ *C onmecapran Meaoxkcomu, 10-16% oT npwioxkeHarTa paaiHOaKTHBHOCT € OHia eKCKpeTUpaHa
B ypHHaTa (NO-rolgMara 4acT B paMKHUTE Ha 24 waca ciie/l IPWIOXKEHHETO Ha 103aTa), 8 OCTaHalaTa 4acTt oT
NpHIOKEHAaTa paJHOaKTHBHA 1032 ce OTKPMBa BB (peueca. Karo ce HMa npeaBra CHCTEMHATa HAIHYHOCT OT
25,6%, MO3Ke J1a ce M3YMCITH, ue abCcopOUpaHMAT ONMecapTaH ce OUMUCTBA KakTo upe3 6pOpeyHa ekckpeLus
(oxono 40%), Taka 1 ypes xenatodunuapHa exckpeuua (okono 60%). Lianara 8b3CTAHOBEHA
PaAMOaKTHBHOCT C€ AB/DKH Ha onMecaprad. He ca Hamepenn apyry 3HaUMMy MeTabonuTH.
EnTepoxenaTanHUAT KPbroBpaT Ha ONIMECapTaH ¢ MUHHMAanNeH. Thi KaTo roagMa 4yacT oT OJIMeEcCapTaH ce
eKCKpeTHpa upe3 XIbYHHTE ITBTHIIA, ynoTpedaTa My NpH nauMeHTH ¢ SwiHapHa oOCTPYKLIHA €
MPOTHBONOKA3aHa (BX. Toyka 4.3).

Erumunupane |
TepMHHAIHUAT €NMMHUHALMOHEH TIOMYXHBOT Ha OJIMecapTaH Bapupa mexay 10 u 15 yaca cnen

MHOTOKPATHO NEPOpanHo npwiokeHue. CTalMoHaApHO ChCTOSHHUE (Steady state) ce AOCTHIa CIIEN
NMPHWIOKEHUE B NPOALIDKEHHE Ha 2-5 AHKU U cnel 14 JHH Ha MHOTOKPaTHO NPHIOKEHHE HE Ca2 HAMEPEHH
AOKA3aTe/ICTBA 3a JAOITLJIHHTERHO KyMyupaHe. bropeunnaT xinpere ¢ npubavsurento 0,5 - 0,7 hue
He3aBHCHM OT A03aTa.

Jlexapcmeenu g3aumodeucmsus

Koneceasenam-cexeecmpanm Ha JCavuHAMA KUCERUHA

EaxoBpeMeHHOTO npunoxeHue Ha 40 mg onmecaptad MeaokcoMuit M 3 750 mg konecesenam XHAPOXNOpUA
NpH 3paBK YYaCTHHLM BomHu 10 28% noHmwxkeHHe Ha Cmax ¥ 39% nonmxkenne Ha AUC Ha onmecapran. [lo-
cnabu edekrn, cboTReTHO 4% H 15% HamaneHne Ha Cuax ¥ AUC ca HabmogaBaHH, KOrato onMecapTaH
MEIOKCOMHII ce npuiara 4 yaca npeaM KonecesesiaM XHAPOXAopra. ETHMHHALMOHHHAT NOJYKHBOT Ha
onMecapraH ce HaMansgea ¢ 50-52%, He3aBMCHMO OT TOBa JAJIK C€ MPHJIAraT AHOBPEMEHHO WIH 4 Yaca
NpeAr KoJleceBenaM XHAPOXJIOpHA (BXK. Touka 4.5).

AMJIOOHNHH

Abcopbyus .
Cnena nepopanHo npuioXeRHe Ha TepaneBTUYHH JO3M, aMIOAKNHH ce abcopbupa 1006pe ¢ MakCHMATHM
Nna3sMeHy KOHLEHTPALMHK MexAay 6 u 12 yac cnea npueMa. AGconoTHaTa SHOHATHMHOCT € Mexay 64% H
80%. AGcopbumsTa Ha aMIIOJUITHH HE CE BIIHAE OT NpHEMa Ha XpaHa.

Paznpedenenue
O6emtT Ha pasnpeaenerue e okono 21 Vkg. [pu in vitro u3cnensanug € onpeaeneHo, ue okono 97,5% or -
LIMPKYJIHPALIMA AMJIOAUIIHH CE CBBP3BAT ¢ MIa3MEHHTE MIPOTEHHH.

buompancgopmayus
AMNOIHITHH ce MeTaboIn3Hpa EKCTEH3HBHO B YepHHA Apob 10 HeakTHBHH MeTabon
H3XOAHOTO BellecTBO H 60% ot MeTabDONHTHUTE CE EKCKPETHPAT Ype3 YpHHaTA.
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Erumunupane
TepMuHaHHAT TUIA3MEH NONYXHBOT Ha eIMMHHHpaHe € 0Kono 35-50 yaca ¥ € B CbOTBETCTBHE C

€HOKPATHO JHEBHO JO3HpAaHe.

XHIAPOX/IOPOTHAIH]L

Abcopbyus
Cnea nepopanHo NpUIcKEHHE Ha OIMecapTaH MEAOKCOMMIIT H XHAPOXJIOPOTHA3H B KOMOMHALIUA, CPEIHOTO

BpeMe 3a JOCTHraHe Ha MAKCHMANHHY KOHUCHTpALMH Ha XHApoXnopoTHasua ¢ 1,5 no 2 yaca cnen
NPHWIOKEHHETO.

Paznpedenenue

XHApoXJIOPOTHA3KM/ C€ CBBP3Ba C TUTa3MEHUTE NPoTeHHH B 68%, a npuBHAHKMAT My o0eM Ha pasnpeaenecHHe
e 0,83 -1,14 I/kg.

Buompancgopmayus

an Xopa XHAPOXJIOPOTHA3H HE CE MGT&GOHHSHP&, a4 C€ CKCKPEeTHpA NOYTH HAITBJIHO KaTO HCNTPOMCHCHO
aKTHBHO BCLUCCTBO C YPHHAaTA.

Enumunupane
Oxono 60% OT nepopaliHaTa f03a ce eTMMHHHpa KaTo Henpoueﬂeno 4KTHBHO BeIECTBO B paMkuTe Ha 48 h.
Br6peunnaT xaupbHE € okoso 250 — 300 ml/min. TepMHHATHHAT €NMMHHALIHOHEH NMOMYKHBOT Ha

xugpoxioporrasun e 10-15 vaca.

CneyManHy nonyaaiiy NauyeHTy

lleduampuuna nonyiayus
EBponefickara areHLMsa MO JI€KapcTBaTa 0TJIara 3agb/DKCHHETO 38 Npe0ocTaBIHe Ha pesynTaTHTe OT

NPOY4YBAHHUATA C KOMOHHALIMATA OT (PHKCHPAHH A03M OJIMECAPTAH
M€ 10KCOMMWL/aMJIOAHITHH/ XHAPOX/IOPOTHA3H/A, BbB BCHYKH NMOArPYNH HA NEJHATPHYHATA nonynaum 3a
pa3peLlIeHOTO NTOKA3AHUE €CeHLHATHA XHIICPTOHMS.

Cmapuecka gb3pacm (Ha 65 wru nogeve 200uKu)

[Tpu naunenTs ¢ xuneprosusa, AUC Ha oMecapTad B CTALLHOHAPHO CHCTOSHKUE € OMa NMOBHLLEHA ¢ OKOJIO
35% npH nanMeHTH B crapyecka Bb3pacT (65—75 roaunu) U ¢ okono 44% rpu MHOTO B1:.3pac1'ﬂn alHeHTH
(275 roavHH) B CpaBHEHHE C TPYNHTE B MO-MJIaJia BL3pacT (BXK. TOUKa 4.2).

ToBa MOXe NOHE YaCTHYHO J1a € CEhP3aHO ChC CPpeAHO HaManeHKe Ha OxOpeuHaTa (QPyHKIKS [TPH TA3M rpyna
nauueHTH. [TpenopBLUHTENHHAT PEXHM Ha JO3UPAHE 3a XOpa B CTApMeCcKa BL3pacT 0faye € ChbUIUAT, BLIIPEKH
ye TpaOBa Ja cc BHMMABa NPH NOBULLIABAHE Ha A03aTa.

BpeMeTo 3a nocTHraHe Ha MAKCHMAJIHH TUIA3MEHH KOHLIEHTPALMH HA AMJIOAMITHH € CXOHO NpH M
NALMEHTH U MPH NALHEHTH B CTAPYECKA Bb3pacT. AMAOAHITHHOBHAT KIHPBHC HMA TCHACHLIMA KbM
NOHWXaBaHe, KoeTo BOAH A0 nopHuasate Ha AUC # Ha e/TMMHUHALIMOHHHA NIOyXHBOT IIPH XOpa B
crapuiecka Bb3pact. Hapacteanero Ha AUC 1 Ha eTMMHHAIHOHHHAT MOTY>KHBOT NPH NALIHEHTH ChC
3aCTOMHA ChpA€YHA HEJOCTAaThYHOCT € OHI0 cropell O4aKBAHOTO 3a CHOTBETHATA BB3PAacTOBA Ipyna (BiK.
TouKa 4.4).

OrpaHH4eHHTe JaHHH NpeAnonarar, 4e CHCTEMHHRT KJIHPBHC HA XHAPOXIIOPOTHA3HA € MOHIDKEH, KE
3OPAaBH, Taka ¥ NpH MNaAUHEHTH C. KHIIEPTOHHH B CTa&p4CCKa Bh3pacT B CPABHECHHE C MJIAJH 3] ;*'a:
aobpoBonuy.

bvbpeuno yepecoane
[1pn nauueHTH ¢ yBpeacHa Ou6peuna ¢pyskima, AUC Ha onmecapTaH B CTaLMOHAPHO

nosHiuna ¢ 62%, 82% u 179% chHOTBETHO NpPH NALMEHTH C JIEKO, YMEPEeHO TEXKKO H Te
6u6pedHa PyHKUMA B CPaBHEHKE CHC 3APaBH KOHTPOH (BX. TOUKH 4.2 U 4.4). tDapmam
OJIMECapTaH MEJIOKCOMMIJI MPH MALMEHTH HA XEMOAHAH3a He € MpoyUeHa.
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AMIOHNHH ce MeTaboaM3Kpa B rojiiMa CTeneH A0 HeakTUBHM MeTabonHTu. JleceT mpoueHTa ot
BEIECTBOTO C€ EKCKPETHPA HEMPOMEHEHO ¢ ypuHaTa. [IpoMeHHUTe B NnazMeHaTa KOHLUCHTpalud Ha
aMJIOZIHITHH He KOPEeJIUparT Che cTeneHTa Ha 6n0peuHo yepexxnade. [1pH Te3u naumeHTH aMIOAHNHMH MOXE a
ce npunara B obuuaiHaTa 103a. AMJIOAMIIHH He C€ AHANH3UPA.

[TomyMBOTBET Ha XHAPOXIOPOTHA3HA € YABIKEH NPH NAaLMEHTH ¢ yBpeacHa 6b6peyuna yHKums.

Yeproopobro yepesxcoane
Cnen nepopanHo NpUIcKeHHe Ha eAWHHYHA 1034, cToliHocTHTe Ha AUC Ha onmMecapTaH ca 6% u 65% no-

BHCOKH MPK MALMENTH C JIEKO M YMEPEHO TEXKKO yBpeaeHa yepHoapo6Ha GyHKUMA, B CPABHEHHE CBC
CHOTBETHHTE 3ApaBH KOHTpolH. HecBhp3aHaTa (pakipia Ha oiMecapTaH Ha 2-MA 4ac c/iell TPHIOKECHHETO
NPy 3ApaBH A0GPOBOJILIM, NPH NMALMEHTH C JIEKO YBpeAeHa YepHoApoOHa QYHKIMA H NPH NALMEHTH ¢
YMEPEHO TEXKO yBpeeHa yepHoapoOHa GyHkuus e cboTBeTHO 0,26%, 0,34% 1 0,41%.

Cneal MHOTOKPATHO NPHIOXKEHHNE Ha NTALMEHTH ¢ YMEPEHO yepHoapoOHO yBpexaane, cpeadara AUC na
OfIMEcapTaH € OTHOBO OKO0JI0 65% MNo-BHCOKA OTKONIKOTO NPH CHOTBETHHTE 3APaBH KOHTPOAH. CpenHata Coax
Ha OJIMECAPTAH € CXOHA TIPH MALMEHTH C YBpeAeHa YepHOAPoOHa GYHKLMS H NPH 3APABH HHAMBU/IH.
OnmMecapTaH MEAOKCOMHIII HE € NPOYyuBaH NMpH MalMeHTH ¢ TEXKKO yBpeAcHa uepHoApoOHa GyHKumMs (BX.
TOukH 4.2 u 4.4).

KnuHMYHHTE JaHHH OT NPHIAraHeTO Ha aMIIOOMITHH TTPH NALMEHTH C MEPHOAPOOHN HapylLIeHHA ¢a MHOTO
orpaHnyeHH. [IpH NaHeRTH C yBpeaAeHa YepHOAPoOHa QPYHKLHS KITHPHHCHT Ha AMIIOJHITHH € NOHHKEH H

MOJYKUBOTET € YILIDKEH, KOeTO BoAM A0 nosrwasaHe Ha AUC ¢ npubnuzurento 40-60% (Bx. Touku 4.2
udd).

YepHoAPOOHOTO YBpekKIaHe HAME CHLIECTBEHO RIHAHHE BbPXY (apMaKOKHHETHKaTa H8 XMAPOXJIOPOTHA3HA.

53 IlpeAKNEHRYHH JAHHH 33 Oe3omacHOCT

KomOuHalmaTa oiMecapTaH MeJIOKCOMMIY/ aMITONMIMH/ XUAPOXNOPOTHAZHA
[Tpoy4BaHETO 338 TOKCHYHOCT CJI€ MHOIOKPATHH I03H NPH TUTbXOBE NEMOHCTPHPA, Y€ KOMOHHHPAHOTO

NPUIOKEHHE HA OJIMECAPTaH MEAOKCOMMI, aMJIOAHNHH H XMAPOXJIOPOTHA3H HHTO YBEJIHUABA HAKOA OT
CHOOIEHHTE MO-PAHO M CHILECTBYBAINH TOKCHYHOCTH ¢ OTAC/HHTE CPEACTBA, HATO NPCAH3BHKBA HOBA
TOKCHYHOCT H He ce Habmo1aBaT TOKCHKOOTHYHH CHHEPTHYHH €(PEKTH.

He ca npoBexxaaHy AOITBIHHTEHH [TPOYYBAHHA 38 MYTAreHHOCT, KAHLIEPOreHHOCT H peNnpOAYKTHBHA
TOKCHYHOCT 38 KOMOUHalMATa ¢ PUKCHPAHH A03H ONIMECapTaH

MEIOKCOMHJI/aMJIOAMITHH/ XHAPOXI0pOTHA3H I, Gasupaliku ce Ha A00pe u3BecTHHA NPodHI Ha OEe30MacHOCT
HA OTACJTHHUTEC AKTUBHHA CbCTABKH.

OnMecaptal Megmccomun
B npoyuBaHHATa 32 XPOHHYHA TOKCUYHOCT,IIPOBEACHHA BLPXY TUTBXOBE U KYYeTa, onmecapTaH MENOKCOMMII

noka3pa eeKTH, KoMTOo ca cxoanu ¢ Apyrure AT, peuernrropuu anraronicti ¥ ACE-urxuburopn:
NOBHILICHHE Ha KpbBHaTa ypes (BUN) u kpeaTHHMHa (upe3 yHKLUMOHANHH NpoMeHH B 6uOpeunTe,
IBJpKally ¢e Ha Onokupanu AT, peuenTopu); HamanaBaHe TEIOTO HA ChPLUETO; MOHUKABAHE HA
[OKA3aTeNIUTE HA ePUTPOLIUTHTE (Opoit epHTPOLMTH, XeMOTTI00MH, XeMaTOKPHT); XHCTOJIOTHYHH AAHHH 32
6nOpeuHo yBpexaaHe (pereHepaTHBHH Ne3uH Ha 6:0peununs enuren, ynibTHaABaHe Ha 6a3anHara Memﬁpaua,
AUIAaTalng Ha TyOynuTe). Te3n HexeNlaHH peakLMH, Ab/Kally ¢€ Ha (papMaKOIOTHYHOTO JHC ;
ONMecapTaH MEIOKCOMM Ce€ MPOABABAT B MPECAKIHHAYHHUTE Npoy4BaHHUs U Ha ApYTH AT
aHTaroHUcTH U ACE-naxn6urop, H Morat na 6baaT HaMaNeHH Ype3 €AHOBPEMEHHC
NMPUNOXKEHHE Ha HATPHEB XJIOPHA.

[Tono6Ho Ha ocTaHanuTe AT) peLuenTOpHH aHTArOHUCTH, € YCTAHOBEHO Y€ ONMeCar
NOBHIIABA YECTOTATA HA XPOMO3OMHHTE abepalny B KNETHYHU KYATYPH in vitro, HO He R
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AaHHM OT MPOYUBAHHMATA 38 NEHOTOKCHYHOCT NOKA3BAaT, Y€ € MAIIKO BEPOATHO ONIMECAPTaH Na [PUTEXaBa
reHOTOKCHYHH e(beKTH B YC/IOBHATA Ha KIHHHYHA ynoTpeda.

OnmecapraH MEAOKCOMMWI HE € KaHLICPOTEHEH MPH IUTbXOBE WK TPAHCI'CHHHU MHILKH.

B npoy4BaHns 33 peNnpoAyKTHBHA TOKCHYHOCT IMPOBEACHHN BbPXY IUTbXOBE, OJIMECAPTAH MEIOKCOMMII HE
NnoBHABA EPTUIHTETE H HE Ca HAMEPEHH J0KA3aTeNICTBa 33 TepaTorcHeH edekt. Kakro M npu apyrure
aHrHOTeH3HH Il aHTarOHKCTH, ClEeR EKCINO3HLIMA Ha OJIMEcapTaH MEAOKCOMMI MPEXKHBAEMOCTTa Ha
NOKOJEHHETO € HAMAJICHA, a CJie/l MpuaraHeTo My Ha MajikaTta B KbcHa OpeMEHHOCT WM 110 BpEME Ha
KbpMeHe € Habmonapana aunarauus Ha OpOpeuyHuTe nerequera. [1pu 3aliuu Hama naHHH 3a
(GEeTOTOKCHYHOCT.

AMIOAHUIINH

Penpoodyxmusna moxcussocm

PenpoaykTHBHH Npoy4YBaHMA BbPXY IUTBXOBE B MHMIHIKH MTOKa3BAT JaHHH 328 YAb/DKaBaHe H 3aTpyAHABAHE Ha
POIMWTHHA MPOLIEC H NMOHHXKEHA HEOHATAITHA NMPENHBAEMOCT CJie NMPWIOXKEHHE Ha JO3H, NPUOIH3HTENHO

50 NBbTH NO-BHCOKH OT MAKCHMAJIHATA MIPETIOPBUHTETHA NPH X0pa, U3uKcieHa Ha 6aza mg/kg

Hapyuenus na dpepmunumema

He ce HabmonaBa edekT BEpXY (PEPTIIMTETA HA ILTLXOBE, TPETHPAHH C AMJIOAMIHH (J)KHBOTHHUTE OT MBKKH
NnoJl ca TPETHPaHH 64 OHK, a OT KeHCKM o - 14 aHu npeayn yndrocsaneTo) B AHEBHH 103K Ao 10 mg/kg

(8 MTH* MaKCHMAJTHATA NPENOPLYHTENHA A03a oT 10 mg npH Xopa, H3YMC/IECHA BL3 OCHOBa Ha mg/m?). B
APYTo NPOy4BaHE BBPXY ILTHXOBE, MIPH KOETO XKUBOTHHTE OT MBXKKH MO/ Ca TPETHPAHH ¢ AMJIOJHITHHOB
6e3mnar B npoab/nKeHHe Ha 30 AHH B 1034, CPAaBHHUMH C JO3MTE, NPHIATAHH MPH XOpa, H3YHC/IEHH Bb3
ocHoBa Ha mg/kg, ce HabmoaaBaT MOHMXEHH CTOHHOCTH Ha POTHKYIOCTHMYJIHPALIMA XOPMOH H
TECTOCTEPOHA, KAKTO M NOHIKABAHE Ha CNICPMaTHATa IUTTHOCT H Ha Opod Ha 3penure CriepMaTHIH H
CepTO/IHEBH KIETKH.

Kapyunozeneza, Mymazenesa
[Ipy NABXOBE H MHILLIKH, TPETHPAHH ¢ aMJIOAMIKH B AMETATa B MPOXBb/DKEHHE HA 2 FOAMHH ¢ KOHLICHTPALIHH,

M3UKCJICHH 1A MpeAOCTABAT JHeBHM A03H oT 0,5, 1,25 u 2,5 mg/kg HaMa naHHM 3a KaHueporesHocT. Haii-
BUCOKHTE JO3H, KONTO C4 NMpWiarady (3a MUILKH ca Moo0u Ha, a 3a 34 IUIbXOBE ca ABYKpaTHO*
MaKCHMAJTHHTE NpenopbYBaHy KIMHHYHH 1034 0T 10 mg Ha mg/m#) ca 61M3KH 10 MAKCHMAJIHAaTa MOHOCHMa
7103a 38 MULIKH, HO HE M 38 TUTBXOBE.

l'lpqusaﬂma 3a MYTAr¢cHHOCT HC INOKa3BaT ed}em Ha r¢eHHO KK XpPOMO30MHO HHBO.

*B13 ocHOBa Ha Terno Ha nauveHTa ot 50 kg

XHUAPOXIOPOTHA3HA

JIaHHHTE NpPU H3CJIEABAHUATE C XMAPOXJIOPOTHA3K]A 38 FEHOTOKCHYEH WIH KaHLEPOreHeH eeKT NPH HAKOH
eKCNEPHMEHTATIHH MOICIH C4 HECHI'YPHH.

6. OAPMAILIEBTHYHH JAHHH
6.1 ChnHebk Ba NOMOIIHHTE BellleCcTBA

Jopo na mabremxama

MHUKpPOKpPHCTATHA LETy1034

JlakTO3a MOHOXHAPAT

[Toeuaon (K-30)

KpocnosyaoH

HaTtpues HuLecTeH rNIMKOAAT (TN A)
KononaeH, xuapaTtipaH CWIHLMEB AHOKCH],
MarHe3ues creapar
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Onmecta A ITmoc 20 mg/S mg/12.5 mg dunmupasn rabneTky
Onaopaii Il 83F18378 6ar0 noxpumue:

YacTHuHO XHAPOJIIM3HPaH NOJIHBHEWIOB ajnkoxon (E1203)
Turanor auokcena (E171)

Makporon 4000 (E1521)

Tank (E553b)

Onmecta A [lmroc 40 me/S mg/12.5 mg u 40 mg/S mg/25 mg dpunmupaty TabneTky
Onadpaii Il 83F22055 acvamo noxkpumue:.

YacTHuHO XMAPOIH3KRPAH NONUBHHINOB ankoxon (E1203)
Turanor auokeua (E171) -

Makporon 4000 (E1521)

Tank (E553b)

AKwaT xenezed okeug (E172)

Onmecta A Tlmoc 40 mg/10 mg/12.5 mg v 40 mg/10 mg{25 mg ¢uIMApaHH TabieTku
Onaopaii Il 85F943526 pozoeo nokpumue.

YacTHYHO XHAPOIN3IHPAH NOJMBHHIAOB ankoxoi (E1203)
Tutanos auoxkcua (E171)

Maxporon 4000 (E1521)

Tank (E553b)

. Yepeen xeneseH okcua (E172)

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 Cpox Ba rognocr

3 roaMun

6.4 CroenuajHH YyCJOBHS HA ChXPAHEHHE

Jla ce cbXxpaHdBa B OPMIHHAIHATA OTNIAKOBKA, 34 /ia c€ MPEeAra3H OT CBETNHHA. TO3H 1eKApCTBEH MPOAYKT HE
H3IHCKBa CMIELMAIIHH TEMINIEPATYPHH YCIOBHA HA ChXpaHEHHE,

6.5 /lauBH 332 OHAKOBKATA

OPA/AI/PVC - Al 6nucrepu |
Braose onakoeku: bancrepu ot 14, 28, 56 n 98 Tabnerkn wnu nepdoprpaHn ONHUCTEPH ¢ eAHHHYHA 1034 OT
28 x 1 1 98 x 1 TabnetkH.

He BcHukyu BUAOBE ONAaKOBKH MOraT Ja OBOAT IyCHATH Ha Mas3apa.
6.6 ChnemranHr NpeANa3nH MEPKH NPH YHRMOXKABRRE H pabora

HeH3noaspaHBAT NPOAYKT HIH OTNATbYHUTE MATEPHANIH OT Hero TpAOBa J1a C€ YHHIIOXKABAT B CHOTBETCTBHE
C MECTHUTE H3UCKBAHHA, - -

7. IIPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5
2031 GA Haarlem

Hunepnanaus
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8. HOMEPA HA PA3PEIIEHHETO 3A YIIOTPEBA

Onmecta A Ilmoc 20 mg/5 me/12.5 mg
Per. Ne 20210027

Oamecra A [Ilmoc 40 mg/5 mg/12.5 mg
Per. Ne 20210028

Onmecta A [Lmoc 40 mg/10 mg/12.5 mg
Per. Ne 20210029

Onmecta A ITmoc 40 mg/5 mg/25 mg
Per. Ne 20210030

Onmecta A Ilmoc 40 mg/10 mg/25 mg
Per. Ne 20210031

9. JATA HA IIHPBO PA3PEIIABAHE/MTIOJHOBABAHE HA PASPENIEHHETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspewaBane: 05 ¢espyapu 2021 r.
JlaTta Ha nocieAHO0 NOAHOBABAHE:

10. JATA HA AKTYAJIM3BHAPAHE HA TEKCTA

22/01/2025
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