KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1.  HMME HA JEKAPCTBEHHS IIPOAVKT

[ Kpamua xapaxkmepuemuxa e npogykma Mpuroxerue 1

Onmecra A IImoc 20 mg/5 mg/12,5 mg dunmupanu TabneTkn | Kom Pae. Nv’c"z{oo"zw?/"(?/jj/ /
Olmesta A Plus 20 mg/5 mg/12.5 mg film-coated tablets )

{ Paspeuseniue Ne *
e e ¥4 -8 03-07- 113
Onmecta A TLmoc 40 mg/5 mg/12,5 mg duimupany rabnerkn | BGMAMP - 5 foeriemsernireae. e,
Olmesta A Plus 40 mg/5 mg/12.5 mg film-coated tablets OQOBDEHUB N ceoreervverenc Sooreimresoeo

Onmecta A Ibroc 40 mg/10 mg/12,5 mg dbmwimmupann TabneTku
- Olmesta A Plus 40 mg/10 mg/12.5 mg film-coated tablets

Onmecta A ITimroc 40 mg/5 mg/25 mg duamupanu TabneTku
_Olmesta A Plus 40 mg/S mg/25 mg film-coated tablets

Ommecra A Inoc 40 mg/10 mg/25 mg dpunmupasn TabneTku
Olmesta A Plus 40 mg/10 mg/25 mg film-coated tablets

2. KAYECTBEH H KOJHYECTBEH CLCTAB

Onmecra A {lmoc 20 mg/S mg/12.5 mg duimMupany TabIeTkH

Beska Tabnerka cpabpaa 20 mg onMecapran MenokcoMun (olmesartan medoxomil), 5 mg amnonunux
(amlodipine) (kaTo aMmnoaunuHOB Ge3unar) ¥ 12,5 mg xuapoxnoporrasnn (hydrochlorothiazide).

[IoMOIIHH BelIeCTRBa ¢ H3BECTHO NeHcThUe
Bceiaka Tabnerka coabpxka 19 mg nakroza MmoHoxHApar.

Onmecta A Thmoc 40 me/S me/12.5 mg hunMupany TabneTkn

Beska tabnerka cpabpika 40 mg onmecapran MenokcoMmu (olmesartan medoxomil), 5 mg amnoaunuu
(amlodipine) (kaTo aMmnogunAHOB Oe3unar) 4 12,5 mg XH/IPOXJIOPOTHA3H (hydrochlorothiazide).

I1oMOWIHH BEllleCTBA ¢ H3BECTHO ACHCTRHE
Beaxa Tabnetka cpabpika 38 mg nakTo3a MOHOXHMApAT.

Onmecta A Thmroc 40 mg/10 mg/12.5 mg dHnMHpasy TabAeTKH

Bcesika Tabnerka ceaspxa 40 mg onMecapTad MeaoKCoMmI {olmesartan medoxomil), 10 mg amnomrnmn
(amlodipine) (xaTo ammoaunuHoB Gesunar) u 12,5 mg xuapoxnoporuasun (hydrochlorothiazide).

[IOMOLTHH BellleCcTBAa ¢ H3BECTHO ACHCTBHE
Bcesaka Tabrerka cbabpxka 38 mg n1akT03a MOHOXHIPAT.

Onmecta A Timoc 40 mg/5 mg/25 mg hunmupann TabieTkH |

Beaxa Tabnerka coabpika 40 mg onmMecaprad MegokcoMun (olmesartan medoxomil), 5 mg amnoaunun
(amlodipine) (kaTo amnogunuHoB 6€3unar) 1 25 mg xuapoxioporuasua (hydrochlorothiazide).

IloMOMHY BEINECTBA ¢ H3BECTHO JICHCTBHE
Bceaka Tabnetka cpappxka 38 mg nakTo3a MOHOXHAPAT.

Onmecra A ILmoc 40 mg/10 mg/25 mg duamupanu TabaeTkn |
Besika Tabnerka cpabspka 40 mg onMecaptaH MenokcoMul {olmesartan medoxomi
(amlodipine) (karo amnoaunuHoe 6e3mnar) U 25 mg xuapoxnoporuasuy (hydroc
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ITOMOIIHY BEIECTBA ¢ U3BECTHO JEHCTBHE -
Besika Tabnerka cappka 38 mg makTosa MOHOXHIpAT.

3a ITEJIHAA CIHCEK Ha [TOMOIIHKHTE BEIIECTBA, BIOKTE ToUuka 6.1.

3. JIEKAPCTBEHA ®0OPMA
@unMupana Tabnerka (Tabnerka)

Onmecta A Ilmoc 20 mg/S mg/12.5 mg dunmupanu Tabaerku
bsna, kpbriia Tabsnetka (¢ AuameTsp 7,5 mm), ¢hc CKOCEHH phOOBe, ¢ BATEOHAaTO penedHo o3HavYeHHe ,,0
OT eAHaTa CTpaHa M ,,05° ot Apyrara crpaHa.

Onamecra A ILmoc 40 mg/5S mg/12,.5 mg drnmMupadi TablIeTKH
JKwira, xperia Tabnetka (¢ fuaMeTsp 9,5 mm), ¢¢ ckoceHH prOOBE, ¢ BATEOHATO penedHO O3HAYECHHE
»OA" or eqnarta cTpaHna u ,,06“ oT Apyrara cTpaHa.

Onmecta A Thnoc 40 mg/10 mg/12.5 mg ¢punmupann TabneTiu

Po3oBa, kpwria Tabnerka (¢ auamersp 9,5 mm), ¢be ckoceHH prOOBe, ¢ BIIEOHATO penedHO O3HAYCHHE
»OA" oT ennara crpana u ,,03“ or apyrara cTpaHa.

Onmecra A ILmoc 40 mg/S mg/25 mg dunmMupaHu TadeTKM
XKrirra Tabnetka ¢ dopma Ha Kancyna (ibbxuna: 12,8 mm, mwupuHa: 6,0 mm), cke cKoceHH prboBe, C
BITBOHATO penedHo ozHaveHue ,,OA“ oT enHaTa cTpaHa M ,,04% o1 ApyraTa cTpaHa.

Onmecra A Ilmoc 40 mg/10 mg/25 mg dunmupanu TabieTku
Po3osa Tabnerka ¢ gopMa Ha kanicyna (Ip/pkHHa: 12,8 mm, mupuHA: 6,0 mm), ChC CKOCEHH pBOOBE, ©
BATEOHaTO penedHo o3HaveHue ,,OA“ oT eqHaTa cTpaHa H ,,02% oT gpyrara cTpaHa.

4. K/IMHUYHH JAHHHU
4.1 TepaneBTHYHH NOKAIAHHS

JleyeHve Ha eceHIHAIHA XUNISPTOHHA.

obaevyna mepanus

Onmecta A Ilmoc e nokazaH npu BE3pacTHH MAHWEHTH, YHETO KPHBHO HAIATAHE HE e KOHTPOIUpa
aJIeKBaTHO OT KOMOWHAIMATA HA OJIMECAPTAH MEJOKCOMHKII M AMIIOAHITHH, IPHEMAHH KATO JBYKOMITOHEHTHA
JeKapcTBEHa Gopma.

. JaMecmumenna mepanus | -
Onmecta A Ihnoc e nokasaH kato 3aMecTHTENIHA TEPaNK [IPH Bb3PACTHH NAlIHEHTH, YAETO KPBBHO

Hansrade € aJIcKBaTHO KOHTPOJUPAHO OT KOMOMHALMATA HA OJIMECAPTAH MENOKCOMMII, aMIOAHIIHH H
XHUIPOXNOPOTHAZNH/, TIPHEMAHH MO ¢popMaTa Ha JBYKOMIIOHEHTHA (ONIMecapTaH MEAOKCOMHI H AMITOJIMITHH
WIH OJIMECAPTaH MEAOKCOMII H XUAPOXJIOPOTHA3HT) H eﬂHDKOMHOHeHTHa JIeKapCcTBEHA (bopma
(XHOPOXJIOPOTHA3H/L HJIH AMIOIUIIMH).

4.2 [o3HpOBKA H HAYHH HA NPHIOKEHHE

Hosupoeka

Br3pacTHu * |
[Ipenoppunrennara no3a ¢ 1 rabnerka OnmMecta A Ilnroc Ha neH.
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Hobasvyna mepanus

Onmecta A Ilmroc 20 mg/5 mg/12,5 mg Moxe fa ce npunara Npy NALAEHTH, YHETO KPBBHO HAJIATaHE HE CC
KOHTpOIHpa aACKBaTHO oT 20 mg oJMecapTaH MEJOKCOMMII M 5 Mg aMJIOIHNKUH, IPHEMaHH KaTo
JABYKOMIIOHEHTHA KOMOUHAIH.

Onmecrta A [Imoc 40 mg/5 mg/12,5 mg Moxke Aa ce IIpWiara npy NalHeHTH, YHETO KPBBHO HANACAHE HE ce
KOHTPOJTHpa aAekBaTHO OT 40 mg onMecapTad MEAOKCOMMII H 5 mg aMIOAUITHH, IPHEMAHH KaTo

ABYKOMIIOHEHTHA KOMOHMHAITHA, WIH NPH NALHEHTH, YHCTO KPBBHO HAMATAHE HE € KOHTPOJIHPa af€KBATHO
ot Onmecta A Ilmoc 20 mg/5 mg/12,5 mg. |

Onmecra A Ilmoc 40 mg/5 mg/25 mg Moxe fa ce Mpuiara NpH NalMEHTH, YMETO KPHBHO HAIAraHe He ce
KOHTpomHpa aneksarHo ot Onmecra A Ilmroc 40 mg/5 mg/12,5 mg.

Onmecf_a A TImoc 40 mg/10 mg/12,5 mg MoKe na ce npuiara npy NalHeHTH, YASTO KPbBHO HAJATAHE HE Ce
KOHTPOJIHpa afekBaTHo oT 40 mg onMecaprad MeJoKCOMUA H 10 mg aMImoAUITHH, NPHEMaHH KaTo
 IBYKOMIIOHEeHTHa KOMOHHarusa WM oT OnMecta A [lmoc 40 mg/5 mg/12,5 mg.

Onmecta A [Intoc 40 mg/10 mg/25 mg Moxe /1a ce IpHiIara Npy NalHEHTH, YACTO KPBBHO HAIATAHE HE €
‘ajeKBaTHO KOHTpoJHpaHo ot OnMecta A Ilmoc 40 mg/10 mg/12,5 mg win ot Onmecta A Thmoc
40 mg/5 mg/25 mg.

[Ipenm na ce mpeMuHe KbM KOMOHHAUHKA OT TPH KOMIIOHEHTA C€ MPenophyBa MIOETAHO THTPHPAHE Ha o3aTa
Ha OTAE/HUTE KOMIOHEHTH. KoraTto e KIHHHYHO MOIXO0AAII0, MOXKE Jia ce 0OMHCITH JHPEKTHO [IPEMHHABaHE
OT JBYKOMIIOHEHTHATAa KOMOMHALIHS KbM TPUKOMIIOHEHTHATa KOMOHHALHMA.

3amecmumenna mepanus |

[arueHTH, KOHTPOJIHPAHH OT CTA0WIHH JO3H OIMECAPTAH MEIOKCOMMII, aM/IQJHUITHH H XHAAPOXTTOPOTHA3HA,
NMPHEMAaHH €NHOBPEMEHHO KaT0 ABYKOMIIOHEHTHA (ONMecapTadH MeAOKCOMWI H aMJIOTHITHH WIH OJIMeCapTaH
MEIOKCOMMA H XMAPOXIIOPOTHA3K) H €THOKOMITOHEHTHA JIeKapcTReHa hopMa (XHAPOXIOPOTHAZH HITH
aMIIOUITHH ) MOTaT 1a IPEMHHAT Ha JIEYECHHE C OnMecta A Ilmoc, ceabpakalna ChbIHTE TO03H Ha
KOMIIOHEHTHTE.

MakcHManHaTa np-enopmmeﬂﬂ_a no3a na Onmecta A ITmoc e 40 mg/10 mg/25 mg.

[Tomynanysa B crapuecka Bb3pacT (Ha 65 WK IOBEYE TOAHHH)

Hp]':’[ XO0pa B CTap4YCcCKa Bb3pacT C€ NpenopbyBa MOBHIICHO BHUMAaHUAE, BKIIOYHTEIHO ITO-4€CTO HaOmoneHHe

HA KPBBHOTO Haldraue, oco0eHo NpH NMpHEM Ha MakCHMaJIHaTa qHeBHA Ro3a OnMecta A [Lioc
40 mg/10 mg/25 mg.

IlosuiraBaHeTo Ha A03aTa TpAORa Aa Ce M3BLPIIBA ¢ MOBUIIICHO BHHMaHHE MPH X0pa B CTAPYECKa Bb3PacT
(Bx. Touku 4.4 1 5.2).

[Ipn mauyeHTH Ha BB3pacT Haj 75 rOAMHK JAHHHTE 33 YNOTpeOaTa Ha KOMOHHAUUATA OT (PHKCHPaHH I03H
- OJIMECAPTaH MEeAOKCOMHJI/ aMIOAHITHH/ XHIPOXJIOPOTHA3ZKHA Ca MHOIO OrpaHHY€HH. lIpenopruBa ce CHIHO
[TOBHILICHO BHHMaHHE, BKJIIQYUTEJTHO MO-Y€CTO NPOCCAIBaHe HAa KPhbBHOTO HAATAHE.

Bbr6peuHo yBpekaaHe .
MakcuMannaTa noza npy NAIMEHTH ¢ NeKO 10 yMepeHo Op0pedro yBpexaane (KpeaTHHHHOB KITMPBHC 30 —
60 ml/min) e Onmecra A Tmoc 20 mg/S mg/12,5 mg, nopaau orpaHMYEHH OTIHT C IO3HPQ 40 mg
ONIMECApTaH MEIOKCOMHMI TIPH TasH IPyTia [AlHeHTH.

IIpenoprusa ce mpocieAsBaHe HA CEPYMHHTE KOHIEGHTPAIMH Ha KTHH H KpeaTH
yMepeno OB0pedHo YBpexKIaHe.

Ynorpedara Ha OnMecta A Ilmoc npu NauyeHTH ¢ TEXKO ObOpPEYHO YBpexIaHe

<30 ml/min) e npoTuBonOKa3zana (BXK. To4kH 4.3, 4.4 1 5.2). " LS
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YepHoapobHo yBpeKIaHE
Ommecra A Tlmoc Tps6ea aa ce H3MO13Ba C MOBHINEHO BHUMAHHE IIPH NMAIHEHTH € JIEKO YepHOAPOOHO
yBpexaaHe (Bx. ToukH 4.4 u 5.2).

ITpn manMeHTH ¢ yMepeHO YepHOPOOHO YBpeXkIaHe MaKCHMaNHaTa Jo3a Ha OnMecra A Ilmoc He TpsOBa na
Haaeumaea 20 mg/S mg/12,5 mg BeaAHbkK AHeBHO. I1pH mammesTH ¢ uepHOAPOOHO YBPEXKIAHE Ce
NpenopbYBa BHUMATEHO NPOC/IeAABaHE HA KPBBHOTO HaIArane ¥ 0n0peuHaTa GpyHKIHS.

KakTo MpH BCHYKH KAMUEBH aHTATOHWCTH, MIOTYKUBOTET HA aMJIOIMNKH C¢ YABIDKaBa MPH MAlHEHTH C
HapyIIeHa YepHoapoOHa (GyHKIMS H HAMA YCTAaHOBEHH IPETIOPHKH 32 N03HpoBKa. CIIeI0BaTeTHO

Onmecra A Imoc Tpabea na ce npunara ¢ NOBHIICHO BHUMaHHE MPH TE3H MAUMEHTH. PDapMaKOKHHETHKATa
Ha aMJIOJIMIIHH HE € MPOoYYeHa NPH TEKKO YEPHOAPOOHO YBpeKIaHE.

IIpn nanueHTH ¢ HapyleHa YepHOApoOHa HYHKUHUA, JTeUeHHETO ¢ AMIOIMIHH TpabBa /a 3a1o4YHe ¢ Hak-
HHUCKATa /1033 U Jia ¢& THTpHpa [IOCTENEeHHO. |

Ynotpebata Ha Onmecta A TInioc € MPOTHBONOKA3aHa [IPH TIAIMEHTH ¢ TEKKO YyepHOAPOOHO YBpeXKAaHE
(Bx. ToukH 4.3 1 5.2), xonecrasza 4 OunHapHa oOCTpyKuMA (BX. TOuKa 4.3).

IleauaTpuyHa nonyJanyus
Komburaimsara ¢ puxcrpana no3a Ha onMecapTaH MeIOKCOMIL aMITOMHITHH/ XHAPOXJIOPOTHA3ZH HE Ce

MpenopbYBa 3a ynorpeba npH NalUeHTH Ha BE3pacT 1o 18 roauHu, Thil KaTo JMICBAT JaHHH 33
0e30MacHOCT H e(pHKaCHOCT.

HauyuH Ha npuaokeHHe

Tabnerxara Tpabpa na ce noraplua ¢ JOCTATEYHO KOMMYECTBO TEUHOCT (Hamp. ¢ yallia Boaa). Tabnerkara ne
TpAOBa Na ce AbBYE H TPsAOBa Aa ce MpHEMa IO €IHO U CBINQ BpeMe BCEKH JEH.
Onmecra A Inoc Moxke aa ce puema cbe WM 0e3 XpaHa.

4.3 IIporHBONMOKazanus

CBpBXYYBCTBHTENTHOCT KEM AKTUBHHTE BEIIIECTBA, KBM JTHXHIPOINMPHIHHOBH MMPONU3BOIHUA WIH KbM
BELNECTBA, IPOM3BOJHH HA CYI(GOHAMH (THH KAaTO XHAPOXJIOPOTHASHI € CYJI(POHAMHA-TIPOU3BOAHO
JIEKapCTBO) WM KbM HAKOE OT NIOMOIHHTE BelllecTBa H30poeHu B Touka 6.1.

Texxo 0s0peuHo yBpekaaHe (Bxk. Touku 4.4 1 5.2).

Pedpaktepua Ha ledeHHe XHMTOKATTHEMUS, XUTIEPKAILIMEMH, XHUIOHATPUEMHS ¥ CHMITTOMATHYHa
XHIIEPYPHKEMHSL. -

Texka yepHOAPOOHA HEAOCTATHUHOCT, XOJIECTA3a U HAPYIICHHA, IIPOTHYALIH ¢ GriHapHa oGCTpYKLMA (B,
TO4YKA 5.2).

BTopu 4 Tpetu TpuMecTsp OT GpeMeHHOCTTA (BXK. rouku 4.4 u 4.6).

Ennopemennara ynorpeba na OnMecta A TLnoc ¢ anMCKHPeH-ChIIBpXAlTH MPOAYKTH € MPOTHBONOKA3aHA
[IPH MAHEHTH ChC 3axapeH AuabeT wid 6u6peudo yepeskaane (GFR < 60 ml/min/1,73 m?) (Bx. ToukH 4.5
i 3S5.1).

ITopaau cbabpkaHHETO Ha aMmIToAMIUH, OnMecra A Thnoc € mpoTHBONOKa3aHA MPH 1T
¢ [IOK (BKIIOYHTEJIHO KapJHOI'€HEH 1IOK);

TEXKKA XMIIOTOHHS; |
OOCTPYKIIMA Ha U3XOJHHUA KPbBOTOK Ha JIABAaTa KaMepa (Hanp. BHCOKOCTETNIEHHA
XeMOAWHAMHYHO HecTaOHITHA ChplieyHa HeIOCTATBYHOCT CJIEN OCThP MUOKaPA

4
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44 CoenuajHH OpeAyIpexieHAs H NpeAla3sHA MePKH NpH ynorpeda

[TaneHTH ¢ XMITOBOJIEMHA MIIM XUTIOHATPHEMHS |
[Ipy nanMeHTH ¢ XMIMOBOMEMHS W/ IITH XHIIOHATPHEMHS BCIAEACTBHE HA MOLLHA JUYPETHYHA TEParus,

OrpaHHYeHHA Ha CONITa, JHAPHA WIH MOBPbIUAHE, MOXE [1a € MOABH CHMITOMATHYHA XHITOTOHKA PEeIHMHO
cieA rbpeata goza. Ilpenoprusa ce kopurupaHe Ha ToBa ChHCTOAHHE IIPEAX NPATOKESHHETO Ha OnMecTa A
Ilmoc UM CTPUKTHO MEAMIIHHCKO NPOCIeIsBaHe B HAYAIOTO Ha JISYEHHETO.

[H CHCTOAHUS ChC CTUMYIANMA HA PEHHH-aHTHOTEH3HH-AJLIOCTEPOHOBATA CUCTEMA
Ilpu maiMeHTH, YMHATO CHAOB TOHYC K OBOpeuHa QYHKUHS 3aBHCAT MPEIAMHO OT aKTHBHOCTTA Ha PEHHH-
aHTHOTEH3HH-AIAOCTEPOHOBATA CHCTEMA (HAIP. NMALIMEHTH ¢ TEXKA 3aCTOMHA ChpASYHA HEAOCTATEYHOCT HiTH
OCHOBHO OB0peuHo 3a00ABaHe, BIIOYMTENTHO CTeHO3a Ha O61L0peuna apTepHa), TEYECHHETO C JIEKAPCTBEHH
TPOJYKTH, KOHTO MOBTHABAT Ta3H CHCTEMa € CBBP3aHO C OCTPa XUIIOTOHNA, A30TEMHS, Oy PHSH WLk B
penkH CiIydad octpa 660peuHa HeIOCTATHYHOCT.

PenoBazanya XuneproHys
Ilpu nauyeHTH ¢ IBYCTPaHHA CTeHO3a Ha OuOpeuHHdTe apTEPHH WITH CTEHO3a HA apTEepHATa Ha €AHMHCTRCHHA

(pyHKIMOHUpal OEOPEK, KOUTO ce JISKYBAT C JIeKapCTBEHH [IPOAVKTH, OKa3Ballli BIHAHHE BHPXY PCHHH-
AHI'MOTEH3HH-AJIIOCTEPOHOBATA CHCTEMA CHIIECTBYBA IMIOBHINECH PHUCK OT NOABA HA TEXKKA XHIIOTOHHS H
OLOpevHa HEAOCTATEYHOCT. !

brbpeuno yeppexaane u 6u0peuna TpaHCIIaHTAIMS |
Koraro Ommecra A ILnroc ce n3non3Ba NpH NAUMEHTH ¢ HapylleHa 660peyHa pyHKIHs, Ce Npenophyea

NCPHOIHYHO MPOCIICAABAHC HA CCPYMHHTS KOHICHTPallid Ha KaJina H KpeaTHHHHA.

Ynotpebara Ha Onmecta A Ilmroc He ce NPenopb4Ba NpH NALHEHTH ¢ TEXKKO 6LOPEUHO YBPEKIAHE
(kpeaTHHUHOB KNHUPBHC <30 ml/min) (Bx. TouxHu 4.2, 4.3 1 5.2).

A30Te€MHA, CBBP3aHA C THA3HIHHUTE HYPETHHH, MOXE Ja BE3HUKHE IPH NALHEHTH ¢ YBpeIeHa OB0peuHa
GyHKLHA.

IIpu namuu 3a nporpecuBHO HBOPEIHO YBpEXKAaHE € HeOOXOAUMa BHUMATEIHA MPEOLICHKA Ha TepalHsTa,
KaTo ce OOMHCITH NpeKpaTABaHe HA JHYPETHYHATA TEParHA.

Hsama omMT ¢ OpriioKeHHETo Ha KOMOHHALMA 0T QUKCHPany X031 ONMECAPTAH

MEJOKCOMHII/ aMJIOAMITHE/ XUAPOXJIOPOTHA3HA [IPH NALMEHTH ¢ HACKOPO NpoBeaeHa Op0pedHa
TPAHCIUIAHTALMS WM NPH NaLKMEeHTH ¢ KpaeH cTtaauii Ha 66peuHo yepexnpaHe (T.€. eraTHHHHDB KJIMPBHC
<12 ml/min).

JBOHHO OJIOKHpaHe Ha PEHHH-aHTHOTEH3MH-ANIT0CTepoHoBaTa cHereMma (PAAC

Hma nanHu, e ezHoBpemenHata ynotpeda Ha ACE uaxuCHTOpH, anrnorensuH lI-penenropru 0J10KkepH Wi
aJINCKMPEH MOBULIABA PHCKA OT XHIIOTOHMA, XHIIEPKAJINEMHS H HaMalieHa Ob0pedna PyHKIHS
(BrilouHTENHO ocTpa OBEOpeuHa HenocTarbuHocT). [opaau TOBa He ce MpenopHYBA ABOHHO OI0KHpaHe Ha
PAAC upe3 komOunupanara ynorpeda Ha ACE uaxuburop, anrnorersus ll-penentopan 6soxeps mium
aJiMcKHpeH (BX. ToukH 4.5 1 5.1).

AKo ce NpeneHy, 4e TepanusaTa ¢ JBoHHO biTokHpaHe € abcomoTHO HeoOXoM1MMa, TOBa TPAOEa /la CTaBa camMo
[0 HabMOIEHUETO HA CIIEHHAIIMCT M IPH Y€CTO BHHMATEIHO MOBUTOpHPaHe Ha OnOpeunara gyHkins,
SNEKTPOIHTHTE U KPBBHOTO HAJIATaHeE.

ACE naxubutopu u anrnorensun [l-peuentopau 6okepu He TpaORa Aa ce H3MON3BA
ManHeHTH ¢ fuaberHa HedponaTus.

YepHonpobHo yBpexxaAaHe
Excriozuimsra Ha aMIIOOHITHH K OJIMECapTaH MEAOKCOMHII Ce YBEJIHYaBa TIPH naLwe

yBpeXaaHe (BX. TO4Ka 3.2).
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OcBeH TOBa, HE3HAYMTEJIHHU [IPOMEHH B 0aNlaHCA HA TEYHOCTHTE W €JIEKTPOTHTHTE IO BpeMe Ha Tepanusira ¢
THASHAM MOTAT Ja [PEH3BHKAT YEPHOAPOOHA KOMa NPH [ALIHEHTH ¢ YBpeAeHa YepHopoOHa (PYHKIMA HIIH
nporpecupalo 4epHoApobHo 3abonsBane.

HM3uckBsa ce MOBHIIEHO BHMMaHHe, korato OnMecTa A Ilmoc ce npuiara NpH NalHEHTH C JIEKO /10 YMEPEHO
4epHOApPOOHO YBpEXKaaHe.

IIpu naljHeHTH ¢ YMEPEHO 4epHOAPOOHO YBpPEKAaHe A03aTa OJIMecApTaH MEAOKCOMHII HE TpaGBa na
HajgBHmasa 20 mg (8. Touka 4.2).

[Ipn namenTH ¢ yBpeaeHa YepHoApoOHa GPYHKIMSA JIeYeHHETO ¢ aMJIOAMNHH TpAOBa Aa 3anoysa ¢ Hak-
HHCKHTE BL3MOXHH JO3H H CE€ U3UCKBA MOBHAIICHO BHUMAHHE KAKTO B HAYATIOTO Ha TepalluaTa, Taka U NIpH
MOBHILIABaHE HA J03aTa.

Ynorpebarta Ha Onmecta A [lmoc € mpoTHBONOKA3aHa NPH MALHEHTH ¢ TEXKKO YePHOAPOOHO yBpeKaaHe,
X0JeCTa3a WiH XTb4Ha o0cTpykuus (Bx. Touka 4.3). |

CreHo3a Ha a0pTHA ¥ MHUTpaaHa Kiana, 0 HBHA XHIIEpTpodHIHa KAPTHOMHONATHA

[Topann cbaBpXaHUETO Ha aMoauiuH B Onmecta A TDiroc, KakTo M 38 OCTaHAJIMTE Ba30ANIATATOPH, C€E
NPEernoprYsa NOBHIISHO BHUMAHKME TPH MaLMEHTH, CTPAAALUH OT CTCHO3a Ha a0pPTHATA HWIM MHATpPAJIHAaTa
Kj1ana, Wiy oT 00CTpPYKTHBHA XHIIEpTpo¢HIHA KapIHOMHOIIATHAL ~

[IbpBHYCH AJIOCTEPOHHIBM
ITaureHTHTE C MBPBHYEH ATXOCTEPOHH3IBM OOHKHOBCHO HE OTTOBApAT HA TEPAINHA ¢ AHTHXHITEPTEH3HEHH

JIEKapCTBeHH MPOAYKTH, KOUTO JIeiiCTBAT Ype3 HHXHUOHpaHe HAa peHHH-aHTHOTeH3HHOBATa cucTeMa. Eto
3aLuo, ynorpedara Ha Onmecta A Thmoc He ce IpenopbYBa NIPH TAKABA MALMEHTH.

MeraboauTHA ¥ eHAOKPHHHH eeKTH

Tepamnusra ¢ THa3HIHH AMYPETHLIM MOXE 1a HAPYIIH MIIOKO3HUA ToJIepaHc. I1pH malMeHTH ¢hC 3axapeH
AuabeT MoXke 71a € HaJIOKHM aJaNTHpaHe Ha JI03UTe Ha HHCYJIHHA WIH Ha NEepOpPaTHUTE XHIOTIHKEMHYHH
cpeacTsa (Bxk. Touka 4.5). Ilo BpeMe Ha THa3MAHATA TEpaNKs MOXKe Aa C€ H3ABH JIATCHTEH 3axapeH Juaber.

[TopmimeH#eTo Ha XONECTEpONia H Ha HHBATA HA TPHIVIMLEPHANTE ca HEXEJIaHH peaKIvH, 3a KOHTO €
M3BECTHO, Y€ €A CBBP3aHM C TEpanuaTa ¢ THA3HIHH JHYPETHLH.

HpH HAKOM MMALIHCHTH ITOJy4aBallld THa3HAHK JHYPCTHIH MOXKE Aa €€ IMOABH XHIICPYPUKCMHA HIK la CC
BJIOLIH CBhINCCTBYBAILIlA noaarpa.

EnexrponureH aucbanaHc . - |
KakTo rpy BCHYKH NAUMEHTH, KOWTO Ca HA JUYPETHYHA TePaIus ce IPENopbuBa NEPHOAWYHO ONpeAeIHe
Ha CEPYMHHTE €ICKTPOJIMTH HA MOAXOAALIH HHTEPRAJIH OT BpeMe.

THasHaMTe, BKIFOYHTENHO XHAPOXJIOPOTHAZHI MOXKE a AOBEJAT A0 HAPYLICHHE HA BOJHUA WIH
ENCKTPONUTHHA OalaHC (BKITIOYHTEITHO XHITOKAIMEMHES, XMITOHATPHEMHA H XHNOXJIOPEMHUHHA a/lKalo3a).
IIpenynpenyrenHi NpU3HALM 32 BOJHO-EIEKTPOIHTEH JUcOalaHe ca CyX0Ta B yCTaTa, XKaxa, ¢/1adocT,
JETAprus, ChHIHBOCT, O€3MOKOIHCTBO, MyCKYJIHN DOJIKH WIH KPaMIb, MYCKyIHa ¢afocT, XHIIOTOHHA,
ONIMTYPUsL, TAXMKAPAHS U CTOMAILHO-YPEBHH HAPYLICHMS KATO raJ¢He WIM MOBPBINaHe (BxK. Touka 4.8).

PHCKET OT XMIOKAJIHEMHS € HAH-TOJSIM NPH MAUMEHTH ¢ YepHOApoOHa LHUpOo3a, [IpH MALHCHTH 0Ty YaBaliy

Ha CBEITETCTBAiIA Tepanud ¢ KoprukocTepouand unn AKTX (Bxk. Touka 4.5).

Ot apyra cTpaHa, BC/IEACTBHE HA aHTArOHW3MA Ha anrnoTeHsuH I peuenropure (A
MeaokcomMul (cberapka Ha OnmMecta A Ihnioc) Moke na ce HaOmoaaBa XHINEPKATHE
HaJIM4ue Ha OBOpEedHO YBpeXKIaHe H/MIH CHPICYHA HEAOCTATHYHOCT H 3aXapeH AHa
PHCK C€ NpenopruBa BHUMATEITHO NPOCieaiBaHe Ha cepyMHHA Kanuid. Kamuii-crxp

DE/H/6348/001-005/1A/010 - o T e e (221116

h e ST Y Y



KaJJHEBHTE NOOABKM MM KaJIMH-CBIBPXKAIUTE 3aMECTHTE/IM HA CONTA H APYTH JICKAPCTBEHH MPOLYKTH,
KOMTO MOXE 12 TIOBHILIAT HHBATAa Ha CepPyMHHS KaJiuii (Hamp. XxenapHH) TpA6Ba Aa ce [IPUIaraT ¢ MOBHIICHO
BHuManKe 3ae1Ho ¢ Onamecta A [Lmoc (Bx. To4ka 4.5) U ITpH YecTo NPOCICIBAHE Ha HUBATA HA KAJTHA.

Hsama nokasarecTsa, 9e onMecapTaH MEAOKCOMMUN MOXKE Aa peaylHpa HITH Ja NpeIoTBPaTH HHAYLHPAHATA
OT JUYPETHIUTE XUIIOHATPHEMHA. XJIOPHAHMAT AePULHT OOMKHOBEHO € JICK H HE H3HCKBA JIEUCHHE.

TwasnauTe MOraT /ia HAMAJIAT eKCKPELMATA Ha KaJIlMH ¢ YpHHAaTa U J]a ¢a IPHYMHA 334 HHTEPMHTEPHO W

JIEKOCTENEHHO NOBHILICHHUE HA CCPYMHHA KAl NPH JMMNCA HA YCTAHOBEHH HAPYIIEHHA Ha KaIlIHCBHA
META0OIH3EM.

XUIIepKaNIHEMHUs MOXKE J1a € JOKA3aTEJICTRO 33 CKPHT XHIiepnapatHpeouau3sM. Ilpean nposexnaHe Ha
H3caeABaHe Ha GyHKIUATA HA MApaTUPESOHIHHUTE XJIe3H TpaOBa na ce cnpe ynorpedara Ha THA3HAHH

WY PETHLIH.

M3BecTHO €, Ye THA3U/MTE MOBHINABAT YPHHHATA €KCKpeLlid Ha MarHe3Hi, KOETO MOXE J1a IOBEAE 10
XUMOMArHE3HEMMUA.

[Ipy e1eMATO3HH MALMEHTH B TOPEILO BPEME MOXKE Ja CE pa3BHe JHITYLMOHHE XUIIOHATPHEMHS.

JiuTni
KaxTo H npH ocTaHaHTe JIEKapCTBCHH NMPOAYKTH, ChABPKallld aHrHOTEH3HH 11 penenTopHu aHTarOHHCTH,
eIHOBPEMEHHOTO NpHiokenue Ha OnMecta A TImoc u TUTHI He ce npenopbYRa (Bik. Touka 4.5)

CopacyHa HEAOCTATHYROCT
Karo ciencreve oT HHXHOMpaHeTO HA peHHH-aHMHOTEH3HH-AIJIOCTEPOHOBATA CHCTEMA MOXKE /14 CE O4aKBaT
nIpoMeHH B 0b0pedHaTa GyHKITHA PHA TYBCTBUTETHH WHIHBHIIH.

IIpu malmMeHTH ¢ TeXka ChbpAeYHa HEJOCTATHYHOCT, YHATO OBOpevHa (PYHKLMA MOXKE [1a 3aBHCH OT
AKTHBHOCTTA HA PEHHH-aHTHOTEH3WH-AJIJOCTEPOHOBATA CUCTEMA, JICUCHHETO ¢ HHXHOMTOPH Ha
aHrHOTeH3HH¥K0}[BepTHpamHﬂ eH3uM (ACE) ¥ aHrHOTeH3HH pelenTOpHH aHTArOHUCTH € CBBP3aHo ¢
ONUTYpHsl WWIH IIPOTPECHBHA a30TeMMA U (pAaKo) ¢ ocTpa 6p0peuHa HEAOCTATBYHOCT H/HITH CMEPT.

TlauMeHTH CBC ChbpAeYHa HENOCTATHYHOCT TPAOBa Aa ce JIEKYBaT ¢ MOBHIICHO BHUMaHHKe. B
MPOABIDKUTENHO, [TAUef0 KOHTPONHPAHO NPOYUBAHS TIPH NIALIMEHTH ¢ TEXKKA CbpPACYHA HEAOCTATEYHOCT
(NYHA xnac I1I u IV) crobmennre HHIMISHTH ¢ 6enoapobeH OTOK ca NIOBEYE B I'PYIIATA, JIEKYBaHa C
aMJIOAHUIIHH, B CpaBHEeHHE c manebo rpynata (Bx. Toyka 3.1). biiokepuTe Ha KalllMeBHTE KAHAIH, BKIL.
aMJOJMITHH, TpA0Ba Ja ce YIOoTpeOaBAT ¢ MOBUINICHO BHUMAHKE [IPH NaLMEHTH ChC 3aCTOMHA CHpAESYHA
HEAOCTATBYHOCT, Thil KaTO T€ MOTrarT Ja [IOBHIUAT PHCKA OT ObACIIA KapAHOBACKYIapHH ChOUTHA M -
CMBPTHOCT. |

Cnpy-nnonobHa eHTeponaTHs |
B MHOTrO pelky ciydad HMa ChOOINSHHS 32 TeXKKa, XPOHUYHA JHApHA ChC 3HAYMTENHA 2aryba Ha Terio npH

TIALHEHTH, TPHEMALITH OTMECApTaH HAKOJIKO MEcelia 10 FOJMHH C/IS 3alOuBaHe Ha JIEUEHHETO, BEPOATHO
NPUYHHEHA OT JIOKAJIM3HpaHa 3a6aBeHa peakliMs Ha CBPbXYyBCTBUTENHOCT. UpeBHUTE OHOIICHH OT
NALHEHTHTE YECTO MOKA3BaT BIIIO3HA aTpodusa. AKO MALMEHT pa3BHe TE3H CHMITTOMH 110 BpEME Ha JICUEHHE
C ONMMECAPTAH M HE C& YCTAHOBAT APYIM ABHH €THOJOIHH, JICUEHHETO ¢ OIMecapTaH TpabBa He3abasHO na ce
MPeKpaTH H [1a He ce Bb30GHOBABA. AKO AMAPHATA HE ce MoA0OPH Mpe3 ceIMHIIATA CIIE] MPeKpaTABAHETo,
TpsdBa Ja ce NOTHPCH JAOITBIHUTENHA KOHCYITAIMA OT CHELMANHCT (HAPUMEP racTPOSHTEPOJIOT ). |

XopouaneH H3IMB, OCTPa MHONMS KM BTOPHYHA 3aKPHTOBLIBIHA [IAYKOMa <AWA g
XuapoxJIOpOTHAZH], KOHTO € CyI(hOHAMUA MOXKE /13 TpeAN3BHKA MAHOCHHKPAaTHYHA s 3
XOpOHaNeH W3THB ¢ Je(eKT Ha 3PHTESTHOTO TIONTE, MIPEXOAHA MHOIIHA H OCTpa 3aKpHj
CHMITOMHTE BKJIOYBAT BHE3AITHO HAYAlO Ha HAMallCHHE Ha 3pUTENHaTa OCTPOTa ! e o,
OOGMKHOBEHO C€ NOSBABAT B PAMKHMTE HA YacOBE A0 CSJMHIIH OT 3aTOYBaHE Ha JIEKapRTHD 0“‘ Rydia
OCTpa 3aKPUTOBI'bIIHA IT1AYKOMa MOXKE Ja JOBEE /10 TpaiiHa 3aryba Ha 3perue. ITep ‘ﬁ.g HHHSYO ¢

Ja ce MpEKPaTH NPHEMBT HA XHAPOXIIOPOTHAZH BE3MOXKHO Hali-05p30. MoXxe na ce Ky .\eg;‘g.na_ge_ oﬁ@gm;ﬂﬁ
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He3abaBHO MEQMKAMEHTO3HO H/IH XHPYPrHUHO JIEUEHHE, aKO BETPEOYHOTO HAJraHe ocTaHe
- HEKOHTpoJIHpaHo. PuckoBMTe dakTopH 3a pa3BUTHE HA OCTpPa 3aKPUTOBIBIHA IMIAYKOMa MOraT 1a BKJIKOYBAT
AHaMHE3a 32 alleprvd KbM CYJIQOHAMHAHN HIH NEHHIIUTHHHE (BXK. TO4YKa 4.8).

bpeMeHHOCT

Ilo BpeMe Ha 5p6MeHHGCT He TpAOBa 11a ce 3aMoyBa JJe4eHHE © PELIETITOPHH AHTArOHHUCTH HA AHTHOTEH3HH I1.
INanyeHTKHTE, TUIAHUAPAINKM OpEeMEHHOCT TPAOBA 1a MpeMHHAT Ha aJITEPHATHBHO aHTUXKIIEPTECH3HBHO
JleYeHHE, KOETO € ¢ YCTAHOBEH Npodun Ha 6e30MacHOCT [0 BpeMe Ha OpPEMEHHOCT, OCBEH aKO TepallHATa ¢
PELETTOPHH aHTarOHUCTH Ha aHnruoTensuH I He ce cumTa 33 cuimecTeena. IpH yecranoeaeane Ha
OpeMEeHHOCT, NEYEHHETO ¢ PEUSNTOPHIA AHTArOHUCTH Ha aHTHOoTeH3HH 11 Tpabea na 6bAe NpeKkpaTeHo
He3ab6aBHO M KO € NOJXOMAIIO A2 Ce 3all0YHE AITEPHATHBHA Tepalmui (BXK. Toukd 4.3 1 4.6).

IleguaTpuyHa MOMyNaIMe:
Onmecra A ILmioc He e nokasaHa 3a JIeUeHHE NPH Jelia U FOHOIIM Ha Bh3pacT nop 18 rogunm.

Crapyecka BE3pAaCT:

B crapuyecka pB3pacT NnoBHIIABAHETO HA J103aTa TPIOBa Ja ce H3BBEPUIBA ¢ MOBHIIEHO BHUMAaHKE (BiK.
TO4YKa 5.2).

DOOTOUYBCTBHTEITHOCT: |
C TMA3HIHHTE JUYPETHIH ca ChOOLIABAHH CYYau Ha peakiMH Ha GOTOMYBCTBUTETHOCT (BXK. TO4KA 4.8).

Axko 1o BpeMe Ha jieueRneTo ¢ Onmvecta A Ilmroc ce mosen peaxipis Ha GOTOUYBCTBHTEIHOCT, CE
NpenopbyBa NpeKkpaTaBaHe Ha JieueHneTo. [IpH HeoOXOAUMOCT OT MOBTOPHO MPHIOKEHHE HA JHYPETHKA C€
NMpenopbyBa a Ce 3alIHTAT 30HUTE, HIIOKEHHN Ha CITHHLIE M Ha M3KycTBeHA UV A,

HemenanomeH pak Ha Ko)kara

B npe enuaeMHOIOrMUHNA NPOYYBaHMS, OCHOBABAlLlH C€ HA JATCKHA HALMOHAJIEH PakoOB PErHCTEP, €
Ha0/01aBaH NOBHIIEH PHCK OT HeMelaHoMeH pak Ha koxkara { HMPK) {6azannokneTrsued kapuuHoM (bKK)
H CKBaMO3HOKNeThYeH KapitmHoM (CKK)] npu HapacTBallna ekcrio3uiua Ha KyMyJaTHBHA J03a

xuapoxiopotHasi] (XXT3). @orocescunbnnuzupainyre edekrrn Ha XX T3 MoraT aa qelcTBar KaTo
BeposSTeH MEXaHH3bM 3a paseutue Ha HMPK.

Hamuenrure, npuemamy XXT3, Tpabea aa 6baar ungopmupanu 3a pucka ot HMPK v cnBeTBaHM peJoOBHO
Jia NPOBEPABAT KOXKATA CH 32 HOBH JIE3HH H HE3a6aBHO Ja CHOOMABAT MIPH M105Ba HA TIOJO3PHTEHH KOXHH
ne3nH. Ha nanmenTiTe TpabBa qa ce npenopbuar Bb3MOXKHH [IPEeBAHTHBHE MEPKH, KaTO OI'paHUYCHO
H3JIaraHe Ha CIIbHY€BA CBETJIMHA M YJITPABHOJIETOBH JTbUH, 4 B CTy4ail HAa eKCNO3ULMA, MOAXOASIIA 3AlIHTa,
3a Jia ¢ce CBE/IEC 10 MHHHMYM PHCKBT OT paKk Ha koxara. [lono3purenHuTe KoxKHH jie3ud TpaOBa na Obaar
MOICKEHH Ha He3a0aBHO H3cneiBaHe, NOTEHLMATHO BKIIIOYBAIO XHCTOJMOTHYHH H3CTIe(BaHH Ha
Ouoncuunn Matepraii. [Ipepasrnexnane Ha ynorpebara Ha XX T3 Moxe 1a ce HAJIOKH M NIPH MALMEHTH,
KOHTO ca umManH nmpeaxoacH HMPK (Bxk. ¢eio Touka 4.8).

Apyru

KaxTo [IpH BCAKO aHTHXUNEPTEHIUBHO CPEACTBO, IPEKOMEPHOTO HAMAJISBAHE HA KPBBHOTO HAIATAHE NMPU
NALHCHTH ¢ HCXEMHUYHA 00AECT Ha CHPLIETO WM HCXEMHYHA LiepeOpoBacKyiapHa 001€CT MOKe Ja A0BeIE 10
MH(apKT Ha MHOKAp/Ia HIIH HHCYJIT,

Peakiiuy Ha CBPBX4YYBCTBHTEIHOCT KbM XMAPOXJIOPOTHA3ZH MOTAT J1a C€ MOABAT NPH NALMEHTH ChC WIH 6&3
aHaMHe3a 32 aJIePris KM OPOHXHAJIHA ACTMA, HO Ca MO-BEPOATHH NP NAUMEHTH C TAKABA aHaMHesa.

CpoOiaBa ce 3a 000CTpAHE WK aKTHBHpPaHe Ha CUCTEMEH JYITyC €PHTEMAaTO3YC MpH ynoTpedara Ha
THAZHAHH JUYPETHULIH.

Kaxro npH BCHUYKH ApyrH aHTHOTeH3HH 1] pelienTopHH aHTarOHHCTH, AHTHXMIIEPTEH?3 ¥ - NN
/ 12 TV
ONIMECAPTAH € MAJIKO NO-c11a0d NpH YePHOKOKH NALMEHTH, OTKOJKOTO [IPH TIAIMEHTH, ' oﬁ' AOIRTSS 2 4\
":"" e REN ::’__:; : !
YEPHOKOXH, 00aye, TO3H edeKT He € HAOMOAaBaH B €JHO OT TPHTE KIHHHYHH H3 ’dﬁiﬁ MO OF |
olMecapTaH Meﬂoxcommﬂamonﬂnnﬂfmpomopommm, KOHTO BKIIOYBAT YEPHOK( AldenTH 13 29N I
BIDK C'b]]],ﬂ TOUKA 5 l \ ‘::,7 ,._\-;:: Son .-._r' .‘:?
NN A o
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Ocrpa pecnupaTopHa TOKCHYHOCT

Cren npreM Ha XUAPOXIOPOTHA3H] Ce c*r:.oﬁmaaa'r MHOT'O PEIKM TEXKH CIYYaH Ha OCTpa PecnHpaTopHa
TOKCHYHOCT, BKIIOUMTENHO OCTEP pecniipaTopeH auctpec cuHapoM (OPIIC). Cren npueM Ha
XHAPOXJIOPOTHA3H OOHKHOBEHO CE pa3BuBa OenoapobeH OTOK B paMKUTe Ha MHHYTH 110 9acoBe. B
HAYaJI0TO CHMITTOMHTE BKIIIOUBAT AHCITHES, TOBHINIEHA TEMIIEpATypa, BiiollaBaHe Ha 6enoapobnaTa
(pynxuua H xunorouns, Ipu cemuenne 3a OPJIC tpabpa na 6vae cnpsu npueMsT Ha OnMecta A Ilmoc u fa
C€ NIPHIOKH MOAXOAAIIO NeUueHRE. XUAPOXNOpOTHAZHA He TpadBa Aa ce nmpHiara NpH NalUeHTH, KOUTO
npeay ToBa ca nonydasand OPJIC cnen npueM Ha XHAPOXIOPOTHAZHA.

Hatpuis
Tosa nexkapcTBO ChABPKA IO-MaNKO OT 1 mmol HaTpuii (23 mg) Ha prIMHpaHa TabneTKa, T.€. MOXKE Ja C€
Kaxke, Y€ MPaKTHYEeCKH HE ChABPKA HATPHH.

JlakTo3a |
[MaumeHnTy ¢ peky HacIeACTBEHH NMPOOIeMH HA HEMOHOCHMOCT KBM TaJIaKTO34, ITBJICH IaKTa3eH NeQUIHT
' WJIH TTIOKO30-TallaKkTo3Ha Matabcopdinisa He TpaOra J1a NMpHEMaT TOBA JIEKAPCTBO.

4.5 BzammoaeHicTBHE ¢ APYIH ﬂel:apcinenn NpPOAYKTH B APYTrH (popMH Ha B3aHMOJACHCTBHE

IHoTeHmanuu p3auMoneicTBIA CBBP3aHM ¢ KOMOMHAIMATA ¢ GHKCHpAaHa JIo3a oJMecapTal
MEJIOKCOMHAN/aMITQTHAH/ XUAPOXIOPOTHAZHAL

Cenvmcmeauiama ynompeba ne ce npenopvieq

Jlumuii

IIpn egHOBpEMEHHO NPHIIOXKEHHE HA MUTHI ¢ HHXMOUTOPH Ha AHTHOTEH3MH KOHBEPTHPALIHA CH3UM H 10-
PAZKO C aHTHOTeH3HH II perenTopHA aHTaroHHCTH, € I0K1a/IBaHO 00paTHMO NOBHIIIABAHE HA CEPYMHHTE
KOHLIEHTPALMKTE Ha JINTHH H HA TOKCHYHOCTTA. OCBSH TOBA THA3HNTE TOHIKaBaT OLOPeYHHA KITHPBHC Ha
JIMTHS | CIIEIOBATE/HO PHCKET OT MOSABA HA JIMTHERA TOKCHYHOCT MOXKe Ja ce noeumi. Ilopagy Toea
ynotpebarta Ha OnMecra A IImoc 1 1uTHiT He ce npenopryuBa (Bxk. TouKa 4.4). Axo ynorpebaTa Ha Ta3H

KOMOHHALMA Ce okake HeoOXoquMa, ¢e MpenopbuyBa BHHMATEIHO MOHHTOPUPAHE Ha CEPYMHHTE HHBA Ha
JIUTHHA,

Cervmcmsawyama ynompe6a uzuckea ROBUIEHO BHUMAHUE

baxnoghen
Moxe aa ce HabsroNaBa NOTCHIMPAHE HA AHTUXUIICPTCH3IMBHHA e(eKT.

Hecmepouonu npomugoswvsnanumennu cpeocmea (HCIIBC)

HCIIBC (Bxaro9uTenHo alleTHICAMTHIMIORA KHeelTnHa (>3 g/aHeBHOo), COX-2 HHXHOHNTOPH H HECEIEKTHBHH
HCIIBC) morar aa orcnabsT aHTHXHIIEPTEH3UBHMSA e()eKT HA THAZUAHHTE AUYPETHIUM H aHTHOTEH3HH 11
PELIEOTOPHHTE aHTATOHHCTH. |

[Tpy HAKOM NIALIMEHTH ¢ KOMIIPOMETHPaHa GbOpeuna pyHkiyss (HAnp. MALMEHTH ¢ JeXHIpaTalia HiIH TaKHBa
B CTAPYECKa BB3PacT ¢ KOMIpoMeTHpaHna 0s0peuna ¢yHkisa), eAHOBPEMEHHOTO NPHIIOKEHHE Ha
aHrHOTeH3HH 1l penenTopHu aHTArOHUCTU M CPEACTBA, KOUTC HHXHOMPAT HKJIOOKCHIEHA3aTa, MOXE Aa
NOBENE IO JOMBIIHUTENHO BIIOIABAHE Ha OBOpeyHaTa GyHKITMA, BKIHOYHTEHO ocTpa OB0peuHa
HeAOCTATBYHOCT, KOUTO 0OHKHOBeHO ca 0OpaTHMH. 1o Ta3u npuynHa KoMOHMHaupATa TpsAOBa na ce npunara
C TIOBHIICHO BHUMaHKe, 0cOGEHo B cTapyecka Bhapact. Crey| 3anouBaHe Ha ChIIBTCTBAILA TE

Ha NManyucHTA.
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Cwunememeawama ynompeba mpsapea 0a ce uma npeoguo

Anuchocmun
Moxe ga ce HaOIOgaBa MOTEHLMPAHE HA AHTHXUIIEPTEH3HBHMA e(PeKT.

ﬂpyeu aHMUXUHEPMEHIUBHU CPEOCMEU

AnTHxunepreH3sHBHUAT edexT Ha Onmecta A TImoc Moxe aa 6sa€ IOBHUILEH NpU e,uHonemeHHo
[PHIIOKEHHE ¢ APYTH AHTHXUINEPTEH3IUBHU JIEKAPCTBEHH NMPOLYKTH.

Anxoxon, 6apbumypamu, HAPKOMUYN URY AHMUOERPECANMU
Moxe na ce HabmoAaRa NOTEHUHpPaHe Ha OPTOCTATHYHATA XHITOTOHMA.

HOT&HQQ&HHH B3aUMONICACTBHSA CBBP3aHH € OJIMCCAPTAH MCAOKCOMHIT

Convmemsawama ynompeba #e ce npenopbiead

ACE unxubumopu, anzuomenzun Il-peyenmopnu Oroxepu wiu aruckupen

JIaHHH OT KWIMHAYHH NPOYYBAHHA MOKA3BAT, Y€ NBOHHOTO OJIOKHpaHe HA peHHH-aHTHOTCH3HH-
angocreponopara cuctema (PAAC) upes kombunHpanaTa ynotpeba Ha ACE uuxuburopu, aHruoTeHsHH II-
peLienTopHH OI0KePH WK ATHCKHPEH ce CBBP3Ba ¢ MO-BHCOKA 4eCTOTa HA HEsKeIaHH CHOMTHS, KATO
HanpHMep XUNOTOHUSA, XMNePKATHEMHS H HaMa/iBaHe Ha OpOpeuraTa QyHKLUs (BKIKOYHTEAHO OCTpa

O610peuHa HeAOCTATHYHOCT), B CpaBHEHHE C ynotpebara caMO Ha e1HO cpe,ucmo neiicreamo BbpXy PAAC
(Bx. Toukn 4.3, 4.4 1 5.1).

Jexapcmeenu npooykmu, ROGAUAGAUIU HUBAMA HA KARUTI

EmHorpeMennaTa ynoTpeba Ha KanMii-chXpaHABALH AMYPETHLH, KAJTHEBH JODABKH, KANHM-CBIbpPiKALIH
3aMECTHTENH Ha COJTTA HIH APYTH JIeKapcTBEHH HPOAYKTH, KOMTO MOTaT /3 NOBHILAT CepYMHHTE HHBA Ha
xanui (sanp. xenapuH, ACE uHxuGuropn) Moxe 1ja ToBe/ie A0 MOBUIIABAHE HHBOTO HA CEPYMHHS KaJIHH
(Bx. Touka 4.4). AKO JieKapCcTBEH NPOIYKT, KOMTO NMORINIBA HABATA HA KAJIKIA ce mpeanuIie ¢
xomOuHamuara Quimecta A [Imoc ce mpenopbYsa MOHHTOPHPaHE Ha IUIA3MEHHTE HHBA Ha KaJIHA.

QOHMH HIMEARA uﬁg‘.'_mgmaguﬂ

Konecesenam, cexgecmpanm Ha HCIbYHAMA KUCENUNA

EAHOBPEMEHHOTO IIPHIIOKCHHE HAa CEKBECTPAHTA HA HITHYHA KHCEINHA KOJIECEeBelaM XHAPOXIIOPU]
HaMaJiiBa CHCTEMHATA EKCTIO3MLIMS 1 MAKCHMAJIHATA MIa3MEHA KOHLIEHTPALMA Ha OJIMECapTaH B HaMallipa
ti2. IlpuioxkeHneTo Ha oJIMecapTal MEIOKCOMMIT Hali-MaTko 4 4aca NMpe/iy KOMECEeBesiaM XHAPOXIIOPH]
HamallsaBa edexra OT JEKapCTBEHOTO B3auMoaeicTere. TpaOpa 1a ce MPEABHAH NpUIarale Ha OJiMecapTaH
MEIOKCOMMHJI Hal-MaJIKO 4 yaca Ipey 03aTa Ha KOJIECEBEIaM XHIPOXJIOpH (BX. ToUKa 5.2).

Cnen neyenue ¢ aHTHaLMA (ATYMHHHEB/MATHE3WEB XHIPOKCHA) € Hab/roKaBaHa yMepeHa peAyKIHA Ha
OHOHATHYHOCTTA HA OJIMECApPTAH.

OnMecapTaH MeIOKCOMMII HAMA CHILECTBEH €(PEKT BBPXY QJapMamKﬂHeTHKaTa HWIH ¢apmafco,unﬂamnma'ra Ha
BaphapuH WiK GapMAKOKHHETHKATA HA JHTOKCHH.

EanoBpeMeHHO NPWIOKEHHE HA OIMEcCapTal MEAOKCOMHJT H NPABaCTATHH HAMA KIHHHYHO 3HAYHMH €(EKTH
BHPXY (apMaKOKHHETUKATa HAa KOATO H Ja € OT CbCTABKHTE NMPH 3/IpaBH HHIAHBUIH.

B in vitro npoyuBaHus, ONMECAPTaH HE € TIPOSBHI KIHMHHYHO 3HAYAMY HHXHOHTOPHH e
YOBEIIKHTE H3UMH OT CHCTeMaTa Ha nuroxpom P450 1A1/2, 2A6, 2C8/9, 2C19, 2D6,
HHKAaKbB WM € POSBHII MHHEMAJICH e()eKT BhPXy aKTHBHOCTTa Ha LiHTOXpoM P450
OYaKBaT KIIHHHYHO 3HAYMMH B3aHMOJICHCTBHA MEXKIY ONIMECApTaH H ChbeIHHEHU, K
OT TOPECIIOMEHATHTE €H3UMH OT CHCTEMaTa Ha LiuToxpoM P450.,

' - 10 Ny e e
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HOTGHQE&JIHH B3aUMON CHCTBHA CBBP3dHH ¢ aMJIOAHITHH

Convmemeaiya ynompedda, uzUCKeaid HOGUHICHO GHUMANUE

Edghexmu na opyau nexapcmeenu npooykmu 6wpxy amaoOunun

CYP3A4 unxubumopu

EqHOBpeMEHHOTO NPHIOKEHHE Ha AMNOHIIAH C MOLIHA WITH yMepeHH CYP3 A4 unxubuTopH (npoTea3Hy
HHXHOHMTOPH; a30JI0BH AHTHMUKOTHLIH; MAKPOIHAN, KATO PHTPOMHITHH FJIH KAAPUTPOMHULIAH; BEPanaMHil
WM AHJITHA3EM) MOXKE 212 ACBeJe A0 3HAYHTEJIHO TIOBHINABAHE HA eKCMO3HIIMATA Ha aMIouHH. Kinunuuno
Te3H papMaKOKMHETHYHH BapHALIMH MOTaT A2 OBAAT No-U3pa3eHH PH NMAIHEHTH B CTApUYeCcKa Bh3pAacT.
CeluecTBYBa MOBHILEH PUCK OT XHIOTOHUA. Bb3MOXKHO € Aa ¢ HaloX¥ KIIHHHYHO MOHHTOPHpaHE H
KOPEKIHA Ha J03aTa. |

CYP3A4 unoyxmopu

IIpH eaHOBpEMEHHO NMPUIOXKEHHE HAa M3BeCTHU HHAYKTOpH Ha CYP3 A4 mnasmeHara KOHLUEHTpaLys Ha
aMJIOZIMITHH MOJKe J1a Bapupa. [lopaam ToBa KpBBHOTO HajiATaHe TPAOBA [a ce NpocieaaBa U Ja c€ OOMHCIH
aNanTHPAHE Ha J03aTa KaKTO IO BPEMe, Taka H cliell eTHOBPEMEHEH IPHEM, GGOﬁeHO che ciman CYP3A4

HUHAYKTOPH (Hamp. puaMIMLEH, XbJT KAHTAPHOH ).

He ce npeniopbyBa npuiaraHe Ha aMIOAMITHH €JHOBPEMEHHO C FpendpyT HIH COK OT PpeHndpyT, Thi KaTo
OHOHATHYHOCTTA My NPH HAKOM NMAaLHUEHTH MOXKE JIa C€ TOBHIIH, KOETO BOAM A0 NOBHIICHH
AHTHXUIIEPTEH3UBHA €(DEKTH.

HanrposieH (MEGy3un). Cnea eIHOBpEMEHHO MpHIArate Ha BEparaMiil U JaHTPOJIEH HHTPABEHO3HO BERPXY
JKMBOTHH ¢a HaO/moAaBaHH JICTAIHN KaMepHH GHOpHIaLMH H KapAHOBACKYJIapeH KONaInc, CBBP3aHH ¢
XHIEpKaNTHEMHS. Ilopany pUCK OT XMNIEpKATHEMHA ce MpenopbyBa Ja ce H30Area eAHOBPEMEHHOTO
[IpHEMaHE Ha OJIOKePH Ha KAJLMEBHTE KAHAIH, KATO AMIOIHITHH [IPH MALMEHTH, MOAATIHBY KbM MAaJIHTHEHA
XHIIEPTEPMHS H [10 BPEME HA JISUEHHETO HA MAIMTHEHA XHUTICPTSPMUA.

Brunnue na amnodunun ewpxy Opy2u 1eKapcmeenu npooyKmu
AHTHXHINEPTCH3UBHUAT (KT Ha AMIIOJHITHH YCHIBA eeKkTuTe Ha APYTMTE aHTHXHIEPTEH3UBHH CPEACTBA.

B xnyHMYHM H3CTeABAHHA 33 JIEKAPCTBEHH B3aHMOICHCTBHS, AMJIOJHITHE HE OKA3Ba BIMAHHE BEPXY
(hapMaKOKUHETHKATA HA ATOPBACTATHH, JMUIOKCHH HIJIH BaphapHH.

CHMBAaCcTaTHH: €JHOBPEMEHHOTO MPHJIOKEHHUE HA aMJIOAMIIHH B MHOTOKpaTHH A03H oT 10 mg ¢ 80 mg
CUMBACTATHH BOIH 10 77% noBuuIaBaHE HA €KCMO3HLHATAa HA CHMBACTATHH B CPABHEHHE CHC CHMBACTATHH
MOHOTepanus. [Ipy nanyeHTHTE HAa TEpPanHA C aMIIOAHMIKMH € HeoDX0AMMO 103aTa HA CHMBACTAaTHH JIa CE
orpanuui 10 20 mg AHeBHO.

TakponuMmyc: chLIECTBYBa PHCK OT NOBHIIEHH HHBA HA TAKPOJIMMYC B KPBBTA IPH €JHOBPEMEHHO
NPHIOKEHHE ¢ aMnoaHIHH. [IpHioskeHHeTo Ha aMIIOHNKH NPH NALMEHT, JIEKYBaH ¢ TAKPOIHMYC, H3HCKBA
[MpOCNEASBaHe HA HUBATA Ha TAKPOIMMYC B KPBET4 H KOPHTHPAHE Ha J03aTa Ha TAKPOIUMYC, KOTaTo €
HeoOXOIHMO, 32 Aa ce W30erHe TOKCHYHOCTTA Ha TAKPOIHUMYC.

Mexanununa mumeHa Ha uHxuOuTOpHTe Ha panaMuiud (mTOR): uaxuburopure Ha mTOR kato cHponumyc,
TEMCHPOJIUMYC H €BepoJHMyc ca cybcTpat Ha CYP3A. Amnonunus e ciab unxudurop na CYP3A. Ilpu
eniHOBpeMeHHa YroTpeda ¢ mTOR uHXuOHTOPH, AMIOAMIIH MOXKE /ia YBEIHYH eKcriosHiiiTa Ha mTOR
HHXHOHTOpHTE.

L{HKIOCTIOPHH: B HPOCIIEKTHBHO NPOYYBaHE NPy NaldeHTH ¢ 6p0pedHa TPAaHCIIAHT? gm
cpeano 40% yBenHueHHe Ha Hali-HUCKHTE HUBA Ha ITHKJIOCIIOPHH, KOTaTo ¢€ H3NO0JI3E / )

. i A .
amiogunuH. EqHoBpeMenHOTO Npuioxenne Ha Onmmecta A Tlmoc ¢ IMKIOCTIOpHH r. {a, ,* Ay f':; L
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EKCIMO3MLHUATA Ha HUKIIoCIOpHH. [1pn egHOBpeMeHHaTa HM ynoTpeOa TpabBa fa ce e ] ¥ HEFBATE }Hg; -
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LHKJIOCTIOPHH H NPU HEOOXOIHMOCT Aa C€ TIOHIDKAT JO3HTE Ha HHUKJIOCIIOPHH. \ if‘ \ Eaf: “’“”' “'_,, - I
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[loTeHUMAaNHY B3aUMOICHCTBHA CBBP3aHH C XHAPOXJIOPOTHAZHA

Cbnbmcmegg;gma momgeﬁa RE C€ npenopviaa

Hexapcmsenu npodyxkmu, NOGAUABALYU HUBOMO HA KU

XHITOKATHEMHYHUAT eEKT Ha XHAPOXIIOpOTUHa3uy (BXK. TouKa 4.4) MosKe fa Gbre NOTEHLUPAH OT
€AHOBPEMEHHOTO NPHWIOKEHHE Ha APYTH JIEKapPCTBEHH IPOLYKTH, YHETO IIPHIIOKEHHE € CBBP3aHO ChC
3ary0ba Ha KaJuil ¥ XAnmoKaTHeMHs (Hanp. ApyrH KaIMAYPETHYHH AWYPETHLIH, IAKCATHBH, KOPTHKOCTEPOHIH,
AKTX, amdoTepuuuH, mpﬁenoxconon MEHULWIMH G HaTPHH WK NPOH3BOAHH Ha CATMLIWIOBATA
kucenuHa). [Topanu ToBa mogofHa ¢HIIBTCTRALIA YIOTpeSa He Ce TIPETOPhYBa.

Kombunayuu, xkoumo uzuckeam noguUIeRo 6HUMAHUE

Kanyueau conu

TruasuauwTe AUy peTHLM MOXKE A4 MOBUILIAT CEPYMHHUTE HHBA HA KaNLMiH BCJICACTBUE HA IIOHHXKEHA
eKcKkpelHsa. AKo TpsOBa Aa ce TIpeanrIiaT KaallHeBH J0OaBKH Ce TIpenopLyBa MOHUTOPHPAHE HA CEPYMHHTE
HHBA Ha KJILH# ¥ afaNTHpaHe Ha J03aTa HA KaJILIHA.

- Xorecmupamun u KOAeCMunoa08y CMOAY
B npuchcTBHETO HAa aHHOH-0OMEHHH CMOJIH e MOHImKaBa abcopOumaTa Ha XUAPOXAOPOTHA3H/L.

Hueumanucoeu 2ruxo3uou

Hupyuupanara OT THa3HIHUTE JUYPETHLM XHITOKATHEMHS WIH XHIIOMATHE3HEMIA MOXKE /ia OIaronpuaTCTBa
MOABATA HA MUTHTAJIHCOBA CHPAEYHA apUTMHUS.

Jexapcmeenu npooyxmu, KOumo ce nOGaABAMm om NPOMEHU 8 HUBOMO HA CEPYMHU KaAuy

IIpenopbuBa ce nepHOAHYHO Npocieaapane Ha cepyMHHns Kanuii 1 EKT, korato Onmecta A Ihnoc ce
ApUIIara 3acJHo ¢ JISKAPCTBEHH NPOIYKTH, KOWTO C€ TMOBIMABAT OT NPOMEHH B CEPYMHMA KaJHii (Harmp.
AUTHTATTMCORH TJIHKO3HIM H AHTHAPHUTMHIIH), KAKTO H ¢ JIEKAPCTBEHH MPOAYKTH, HHAYLMpALH torsades de
pointes (KaMepHa TaxXUKapAK) (BITIOUBALIH HAKOH AaHTHAPHTMHIIK ), XHITOKAJIMEMHSATA € [Pepa3nosaralll
(axTOp KbM PAa3BHTHE Ha forsades de pointes (KaMepHa TaxHKapIus): |

— AHTHApUTMHULIM OT KWiac [a (Hanp. XUHUAWH, XMAPOXUHKWAWH, AW3ONUPAMHUT).
- aHThapuTMuL knac 111 (Hanp. amuonapoH, cotanoin, odgeTHnu, HOYTHINN).
— HAKOW aHTHIICMXOTHLIM (Harp. THOPUOAZHH, XJIOPNIPOMA3UH, JICBOMENPOMAa3HH, Tpnqmyonepasnﬂ
 UMaMeMasHH, CYJIHPHA, CYJITOIIPHI, AMHCYINPH, THAIPU, THMO3H], XaJONepHIo, APONEPHAOI).
— npyry (Hanp. Genpuman, musanpui, nudeMaHdi, epHTPOMHLHH 3a 1.V, MPUNOoKEHHE, XaJO(PaHTPUH,
MH30JIaCTHH, NTEHTAMHIUH, cniapdiaokcaliuH, TepdeHaIHH, BAHKAMHH 32 1.V. IPWIOKEHHE).

Hedenonapusupayu muopenaxcanmu (ranp. myboxypapun)
EdexTsT Ha HEACTIONAPHIUPAIIMTE PEAAKCAHTH HA CKEJIETHATA MYCKYJIaTypa Moxe Ja 6blie moTeHLHpaH OT
XHAPOXJIOPOTHA3HA. |

Aumuxonunepzuunu cpedcmsa (nanp. amponun, bunepuden)
[loBumaBaT OMOHATTMYHOCTTa Ha THAZWIHHTE JHYPETHLH KATO 3a0aBAT CTOMAIHO-YPEBHUA MOTHIHTET H
CKOpPOCTTa Ha €BaKyallHs Ha CTOMAalIHOTO ChbAbPKHMO. |

Aumuouabemnu nexapcmeenu npooyKkmu (REpOPAIHY CPEOCmBa U UHCYAUN)
JleueHHETO C THA3HIH MOXe Aa MPOMEHH IIIOKO3HHA TonepaHc. Moxke na ce HaloKH aflaiTHpaHe Ha A03aTa
Ha aHTUANADETHUTE JIEKAPCTBEHH NMPOAYKTH (BXK. Touka 4.4).

Memapopmun
Met¢opmuH TpsGBa fla ce H3M0A3BA C NOBHIIEHO BHUMAHHUE, MOPAIH PUCK OT JIAKTATHE:

-
MHYLIMPAHA OT BeposiTHA GyHKIHOHATHA GhEpedHa HEOCTATHYHOCT, AB/bKALIA ce Ha

! HF “'1.., I" (*a_; ‘_;.-,
. oy 'l-._-_h _ . .:-f!. -'J.I.
12 {,-;?L_,.. FlLied DIV g
SO RS Y e

DE/H/6348/001-005/1A/010 Tl 20221116




bema-6aoxepu u ouazoxcuo
XunepriikeMUYHHAT eeKT Ha OeTa-blloKepHTe U AHA30KCHA MOXKE Ja ¢ YCHIIH OT THa3HIUTE.

Ipecopru amunu (Hanp. HOpaoperaiun)
EdexTsT Ha npecopHATE aMHHHA MOXKe 1a 6bi¢ oTCnabeH.

Jexapcmeenu npooyxmu U3NOA36GHU 6 TCYECHUCNO HA nodaepa (nanp. npobeneyuo, CYyAPURNUPA30H U
QIONYPUHON)

Toii KATO XMAPOXIOPOTHAZH] MOXE J1a TIOBHILHM CCPYMHHTE HHBA HA [THKOYHATA KMCEJIHHA, MOXKe Jia €
He0OXOAMMO aanTHpaHe Ha JO3HMPOBKATA HA YPHKO3YPHUHHTE JIEKAPCTBEHH MPOLYKTH. BE3MOXHO € 11a ce
HAJI0XKH NOBHMIIABAHE HAa 103aTa HA MPOOEHELH HWiIH cya(HANHpa3oH. EqHospeMennara ynotpeba na
THAZHAH MOXE Jia TIOBULIM YECTOTaTa Ha PEaKIHUTE HA CBPhXYYBCTBUTEIHOCT KbM IOy PHHOJL.

Amanmadurn _
THaszuguTe MOXKe J1a HUBHIII&T PHCKA OT HEXKENAHH peaklMH PUYHHEHH OT AaMaHTaIMH.

Lumocmamuyu (Hanp. yuxnogochamud, memompercam,).
TrazuauTe MoXe Aa HaMaAaT OBpOpeyYHaTa eKCKpelHa Ha IMTOCTATHLUTE H Aa NOTCHIIMPAT TeXHUTE
MHEIIOCYTIPECHBHH €(eKTH.

Canuyprnamu
[Tpu BHCOKH 03H Ha CANMIIMIATHTE, XAAPOXJIOPOTHAZH MOXE 1a YCHIIM TOKCHMHUSA e(eKT Ha
CATMLMIATUTE BbPXY LEHTPaJTHATa HEPBHA CHCTEMA.

Memunoona

HMa noJTydeHH H30HpaHk CHOO0IICHH 33 XEMOJIHTHYHA aHEMMA, HAbMIOaBaHa NpU €AHOBpEMEHHAaTa
yrorpeba Ha XUAPOXJIOPOTHA3H U METHILONA.

Luxnocnopun
CeIBTCTBAIIOTO JICUEHUE ¢ UKIOCTIOPHH MOXKE 112 TIOBMILTH pcha OT mnepypﬂxemnﬂ ¥ YCJIOKHEHHS OT
THIA HA MOAarpa.

Tempayurnunu
CbNBTCTRAMMOTO IPUIOKEHHE HA TETPALMKIMHY B THA3W/AM NMOBHIIABA PHCKA OT CBBP3aHO C
TETPALMKIUHHTE OBHILIEHUE HAa ypeaTa. ToBa B3auMOAeHCTEHE BEPOATHO € HETIPHUITOKHMO 32 JOKCHIIMKITHH.

4.6 DepTHIATET, bpeMEeRHOCT H KbpPMeEHe

bpeMeHHOCT |
Vootpebara Ha Osnvecta A TLmoc e npoTreonokazada mpes 2-1s u 3-Tus TPUMECTHP Ha OPEMEHHOCTTA (B,

TOUYKH 4.3 u 4.4). [Ipensun epekrure Ha OTNETHATE KOMINOHEHTH HA TO3H KOMOHHHpaH MPOAYKT BEPXY
BpemennoctTa, ynorpebara Ha Onmecta A [Imoc He ce npenopbYBa npes ITHPBUA TPHMECTRP HA
OpeMeHHOCTTA (BXK. TOUKa 4.4).

Onmecapman MedoKcoMun

 ¥Ynorpebata Ha anrroTeH2uH |l pelenTopHr aHTaroHKCTH He CE MPENOPEYBA Mpe3 TbpBHA TPHMECTHP Ha
OpemeHHOCTTa (BK. Touka 4.4). Ynorpebata Ha aHrMoTeH3uH 1l pelienTOpHH aHTarOHUCTH €
IPOTHBONOKA3aHa Ipe3 2-Ks ¥ 3-THA TPHMECTLD Ha GpeMeHHOCTTa (BK. TOUKH 4.3 1 4.4).

EmiieMHONOTHYHHTE NaHHH OTHOCHO PHCKA OT TEPATOT€HHOCT cnea excrosyima Ha ACE sersibRIepu npes
MbpBHA TPUMECTHP HA OpeMEHHOCTTA HE Ca KATErOPHYHH; BCE TMAK HE MOXeE Aa ce U3 /J,- OB 70 ,?
MOBHUINABAHE HA PUCKA. BBIIPEKH, He NUNCBAT KOHTPOIUPAHK SMRASMHOIOTHYHH a1

s
pHCKa ¢ aHrHoTen3uH Il perenTopEy aHTArOHKUCTH, NOAOOHH PHUCKOBE MOJKE Aa ChIY ;.~ 7y RN TN X140
JekapcTsa. [lauueHTUTE TUTAHUpaIOH OpeMeHHOCT TpAOBa Na MPeMUHAT Ha aTep o g}% ﬁ 3, by i

g .' . |
AHTHXMIIEPTEH3MBHO ICUEHHE, KOETO € ¢ YCTAHOBEH npadma Ha 6€30MacHOCT 3a YIIY Tﬁ &Eﬁﬁ*ﬁ . N

OPEMEHHOCT, OCBEH aKO NPOAB/DKHTENHATA YIoTpeOa Ha aHTHOTCH3MH PeLICITOPHH ¥, 6]{ DH e o c‘m’t‘-@ 3&
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chuIecTBEHO HeoOxonnuMa. I1pn nokaspaHe Ha OPeMEHHOCT, JISUEHHETO ¢ aHTHOTEH3uH Il peuenropHy
aHTarOHUCTH TpAOBa He3abaBHO a ce npekpaTy ¥ NpH HEOOXOAUMOCT J1a C€ 3aMl04YHe aJITCPHATHBHA
TePaTHA. |

H3BecTHO €, Y€ eKCIO3MIMATA Ha aHTHOTeH3UH Il penenTopHH aHTAroHUCTH Npe3 2-ud U 3-THA TPHMECTLP
BOJIA Z10 PEeTOTOKCHYHOCT NpH xopa (oHmwKeHa OB0peuHa QYHKIMA, OMHIOXHAPAMHHOH, 3abaBena
ocH(HKaIU Ha Yepena) H HeoHaTanna TokcHuHocT (6b0peuna HEJIOCTaThYHOCT, XHIIOTOHHS,
XHTepKaTHeMHus). (BxX. Todka 5.3). -

Ilpu excrniozHums ¢ aHTHOTeH3UH I penenTOpHA AaHTArOHHCTH, HACTBINIIA OT 2-USt TPUMECTHP Ha
OpeMEHHOCTTA Ce NIPENOPEYBA NPOBEXAHE HA YITPA3BYKOB KOHTPOJ Ha ObOpedHaTa (pyHKIMA H Yepena.

bebeTa, uunTo Maiiku ca anemaJm aHrdoTeH3uH 1l penenTOpHH aHTATOHUCTH Tpﬂﬁna na ObaaT BHUMATEITHO
HabMOOABAHM 33 XMIOTOHUA (BXK. CHINO TOUKH 4.3 1 4.4).

Xuopoxaopomua3ug
OnmuTeT OT YNotpebdaTa Ha XHAPOXJIOPOTHAZH 10 BpeMe Ha OPEMEHHOCT H 0cobeHo npes TBPBHs TPAMECTED
e orpaHyueH. IIpoy4uBaHusTa MpH )KHBOTHH ¢a HEJOCTATHLUHH.

XHIpOXIOPOTHA3H NMIPEMUHABA IU1alicHTapHaTa 6apuepa. Kato ce HMa npeaBua dhapMaKoIOrH4HHAT
MEXaHH3bM Ha JEHCTBHE HA XHIPOXJIOPOTHA3KA, yroTpebaTa My Mnpe3 2-Hi H 3-TH] TPHMECThp MOXe Aa
KOMINpPOMETHpa (heToIaneHTapHaTa nepy3us ¥ aa Joseae 10 GeTaTHN i HeOHATATHE e(peKTH KaTo HKTEp,
HAPYUICHHS HA SJICKTPOJUTHHA OalaHC H TPOMOOLIMTOIICHHS.

XuapoxopoTHasu He TpAOBa [a ce M3NO/3BA IPH IM'eCTALHOHEH OTOK, TECTALIMOHHA XHIIEPTOHHS HITH
IIpESKIIAMIICHA, IIOPAaaH PHCKA OT XHITOBOJIEMHS H IaneHTapHa xunonepgysus, 6e3 Gnaronpmm e)eKTH
BHPXY X071a Ha 3ab0JIsBaHEToO.

XuapoxJopoTHasij He TpAOBa Na ¢e M3MOJ3Ba 34 JieueHHe Ha €CeHITHANIHA XHUIIEPTOHHS IPH OpeMEeHHH KEHH
C M3KNIOYEHHE HA PENKUTE CTyYaH, [IPH KOKTO HE MOXE 1A Ce U3MONIZBa JPYTo JICUEHHE.

Amaoounun |

Hannaure 3a orpaHn4eH Opoil ekcriozrpaHH OpeMEHHOCTH HE NOKAa3BaT, Y€ aMIOHITHH WIH IPYTd KaJITHEBH
aHTarOHACTH MMAT YBpexkIalno AcicTBHE BBPXY 3ApaBeTo Ha Iioaa. BeamoxHo e obaue 1a HMa PHCK OT
MPOAEDKHTEITHO paXIaHe.

KtpMeRe

Ilo epeme Ha kspMeHe yrioTpebaTa Ha Onmecta A Ihmoc Be ce npenophyYBa, a ¢a 3a NPEANOYMTAHS
aJTEPHATHEHH JIEYECHHS ¢ N0-106pe yeranoseH npodun Ha 6€30MacHOCT MO BpeMe Ha KbpMEHE, 0C00EHO TIpH
KbpMEHEe Ha HOBOPOASHO MJIM HeAOHOCEHO Gede.

OuimecapartH ce eKCKpeTHpa B MJISKOTO Ha KspMelw mibxose. He e yctanoBeHo nanu onmecapran
PEeMUHABa B KBPMATa MPH XOpa. |

AMJIOIUIIMH ce €KCKPETHPa B KbpMaTa npH xopa. YacTra oT A03aTa Ha MalikaTa, nojiyvyeHa OT KbpMadeTo, €
HM3YMCIICHAa C MHTEPKBAPTWICH AMana3cH oT 3 — 7%, ¢ MaI{C]{M}’M 15%. EdekThT Ha aMIIOUITHH BBPXY
KbpMaueTaTa € HEM3BECTEH.

XHAPOXJIOPOTHA3H]I €€ €KCKpeTHPa B KbPMAaTa B MAJIKK KOITHYECTBA. THA3HIMTE BhB BHCOKH I03H BOJAT JIO
HHTECH3HBHA JHYpeE3a H MOXKe Ja HHXWOHpaT NPOAYKLHATA Ha MIISIKO.

Ynotpebara Ha Onmecta A Thnoc no BpeMe Ha KbpMeHe He ce npenoppusa. Ako Onmect
H3IOJI3BA [10 BPEME Ha KbpMeHe, A03uTe TpsabBa Aa 6b4aT BE3MOKHO Hal-HHCKHTE.

PepTUIHTET

Ilpyr naxoH NauMeHTH, IEKyBaHH ¢ OJIOKepH HA KAIIHCBUTE KaHAM ca HaONioJaBaHH O 3 ' M
i ; ; lr'."\é.'!'.'_l‘:'.'_:_‘.':. R ) . i
OHOXHMMIYHU MPOMEHH B [JIAaBHYKHTE Ha CTIEPMATO30HANTE. W T L
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KnMEM4YHHTE JaHHH 33 IOTEHIMATHHA eeKT Ha aMJIONHITHH BHPXY (epTHIMTeTa ca HEAOCTATLYHH. B enHo
MpoyYBaHe BLPXY IUTHXOBE ¢4 YCTAHOBEHH HEXETIAHH e(eKTH BBPXY MBXKHA (pepTHIHMTET (BXK. TOUKa 3.3).

4.7 EdexkTH BLpXy cnoco0HOCTTA 32 MopHpaHe H paboTa ¢ MAIIHAN
He ca npoeexzaanu npoy4yBaHus 3a epeKTUTe BPXY CIIOCODHOCTTA 3a modupaHe U padoTa ¢ MallWHH.

TpaGBa Ad ¢ HMa IIPEABHA, 053‘1@, Y€ MOHAKOra IpH NalnHeHTH, KOHUTO IPpHEMAT aHTHXHIICPTCH3IHBHA
TCPAIHA, MOraT Jia ¢ NnOoABAT 3aMasaHOCT, PJ]&BDGOJIHG, rajcHe Wi yMmMmopa H 4€¢ T€¢3H CUMITTOMH MOTAT [a

HAPYLIAT Cr0cOoOHOCTTa 3a peakuua. [IpenopbyBa ce MOBHINIEHO BHUMAHHE, 0CO0EHO B HAYAIOTO Ha
JIeYEHHETO. -

4.8 HexelanH JeKapCTBEHHA peaKIHH

besonacHocTTa Ha KOMOMHanMATa ¢ PHKCHpaHa 103a oaMecapTaH .
MEAOKCOMMII/ aMJIOAMITHH/ XHAPOXJIOPOTHA3ZH € TIPOYUEHA B KIIMHHYHH NpoyyBaHud npy 7 826 naumeHTy,
MpHUEMaANY OJIMECAPTAH MEAOKCOMMII B KOMOMHALMA ¢ AMJIOIHIIHH ¥ XHPOXJIOPOTHAZHL.

HexenaHWTe peakilii 0T KIMHHUYHH [IPOYy4YBaHHs, IPOYYBaHHA 3a 6€30MACHOCT CJIe] oTyYaBaHe Ha
pa3speIIeHUETO 3a YIoTpeba M CHOHTaHHM chOOLUCHKA 3a KOMOHHALMATA ¢ (PHKCHpaHa X033 ONMecapTaH
MEZOKCOMHJI/aMJIOAMITUE/ XUAPOXIIOPOTHA3H I, KAKTO U 38 OTACITHHTE KOMIIOHEHTH OJIMECAPTaH
MEIOKCOMILT, AMJIOJMITMH H XHUAPOXJIOPOTHA3K Bh3 OCHOBA Ha H3BECTHHs mpod i 3a 6e30MacHOCT Ha
OTACITHUTE KOMIIOHEHTH ca 00o0uIeH: B Tabnuua 1.

Haji-4ecTo CRoOIaBaHUTE HEXENAHN PeaKLHU 110 BPEME Ha JICYEHHETO ¢ KOMOHHALMATA 0T QHKCHPAHH
[I03H ONTMECapTaH MENOKCOMUII/aMIOAMNUE/ XMAPOXJIOPOTHA3H] ca NepuepeH OTOK, MMaBoboHe 1
CBETOBBPTEX.

CilenHaTa TEPMHHOJIOTHA € W3M0N3BaHa 32 KIIACH(HUIIHpaHe Ha YeCTOTaTa Ha HEXEJIAHUTE JICKAPCTBEHH
peaKkLiu:

MHoro yectn (>1/10)

Yectu (>1/100 mo <1/10)

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

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

MHuoro peaks (<1/10 000)

C HeusBecTHA yecTOTa (OT HANMYHHTE JAHHK HE MOXKE J1a ObJic HaNpaBeHa OLeHKa).

Tabnuna 1: IIpernen Ha HexXeNaHUTE peaKIHH ¢ KOMOHMHAUHATA ¢ PHKCHpPaHa 1034 OJIMECapTaH
MEAOKCOMMJI/aMJIOAUIHH/ XHAPOXJIOPOTHA3H, H OTACJIHHTE KOMIIOHEHTH

Cucremo-opranen | Hexerann YecToT2 '
kiaac no MedDRA | peaknan KomOrranas | Oame- Amaoaanen | XHAPOXIOPpO-
| ¢ PRKcHpana | capraH | THA3H]I
A034
OJIMECAPTAH
MeA0KCOMAIL/
aMaoaRnan/
XHAPOXJIOPO-
| THA3H
Uudexnnm u Hudexuus Ha Yectu - -
HH}eCcTalHM TOPHHTE |
| maxaTemHn.
MHTHITA
Hazodapuurur YecTH - -
Hudekins Ha Yectn Yectn -
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IMHKOYHHTC

DE/M/6348/001-005/IA/010

OBTHILA
CuanoageHUT - - - Penkn
Heonnasmy - Hemenanomen - . - - C HEH3BECTHA
NOGPOKAYECTBEHH, | paK Ha KOXKATa YEeCTOTA
3JI0KAYECTBEHH U (6azanHOKTETD-
HEOMPEACTICHA YEH KapLMHOM H
(BKJI. KHCTH H CKBAMO3HOKJI€-
MOJIATIH) THYECH KAPLHHOM
Hapyiuenus Ha JleBKkOomeHu - - Mmuoro penxm | Penxn
KPBBTA ¥ IMMOHaTa | TpoMOorTo- - Heuectn Mmuoro peaku | Penkn
CHCTEMA (2150
| IloTHckaHe Ha - - - Penku
KOCTHUS MO3BK
HeyTponenus/ - - - Penxu
arpaHyJIOLHTO3a |
XeMOJIHTHYHA - - - Penxu
aHeMHs
AIIacTHYHA - - - Penkn
aHeMus
HapywieHus Ha AHadunakTHYHH | - Heuectn - -
UMYHHATA CHCTEMA | pEaKLUH
' JlekapcTBeHa - - MHoro peaxu | -
CBPBXUYYBCTEH-
TENHOCT .
Hapyenns Ha xunepkanuemua | HeuectH Penxu - -
MeTabonu3Ma XunokandemMus | Heuectn - - Yectu
XpaHEHETO AHopekcHA BE - - HeuectH
T'mokozypus - - - MHuoro gectn
Xunepkaniume- - - - YectH
MHA
XUneprimkeMus | - - MHoro peaxu | Hectu
XHro- - - - YectH
MarHe3HEMHS
XUIIOHATpUEMHS | - - - YecTH
XHUINOXJIOpeMHs | - - - YectH
XUIEePTPUrIMLEp | - YectH - MHoro peaku
HIEMH
XHUIIepXoJIecTe- - - - MHoro 4ectu
pPOJEMMA
XurepypukemMus | - YecTH - Muoro 4yectu
XUIOXJIOpEMUY- | - - - MHoro peaku
Ha aJIKamo3a
XurepamMuia- - - - YecTH
IEMHA
[MenxyuaHu CBCTOSHHE Ha - - Penxn Yectn
HapyILIEHU o0BpKaHOCT
Jenpecus - - Heuectn
AnaTtus - . - o
Paznpasuauren- - - HeuectH / 8 N 2, \
HOCT S/l AR Mfﬁ’ N
BesnokoiicTBo - - s
IlpomMenu B - - :
HACTPOCHHETO
16




(BKITIOUHTEITHO
€BOXHOCT)

Hapyuenus na
CBHSA
(BKITIOUHTETHO
Oe3CEHHE)

Heuectn

Penkn

HapylmeHnusa Ha
HEpBHATA CHCTEMA

3aMasHOCT

YecTu

YeceH

YecTu

YecT

I'maBpodOomie

YecTH

YecTH .

YecTH

Penxu

OprocTaTHyHa
3aMagHOCT

Heuectn

[1pecunkon

Heuectn

Hucreyaus

HeuecTH

XHIEPTOHMSA

MHoro peaku

XHOoecTesud

HeuecTn

Ilapecresus

HevecTn

Ilepudepna
HEBPOTIATHS

MHuoro penxu

COMHOJIEHTHOCT

Yectn

CHHKOIT

HeuectH

Konsyncuu

Peaku

3aryba Ha aneTut

Heuectn

Tpemop

HevecTl

Excrpanupamuz-
HH HapyIlUEHHS

C Heu3BeCTHA
YecToTa

Hapymenua Ha
OUHTE

3pUTEITHH
HApYIICHUA
(BKJHOYHTEITHO
TUTUIOTIHS,
3aMBIJICHO
3PEHUE)

YecTH

Penxu

Hapymena
JTAKpAMALIHA

Penxu

Bnouiagane Ha

CBIIECTBYRALLO
KBECOTNCACTBO

Heuect

Kcanroncus

Peaxnu

XopouganeH
H3JTUB

C HeunBecCcTHA
yecToTa

OcTpa MHOTIHS,
ocrpa
3aKPUTOBIBIHA
riaykomMa (Bx.
TOUKA 4.4)

C HeH3BeCTHA
4ecToTa

Hapymennsa Ha

YXOTO H JJaOHpHHTA

BeptHro

Hedectn

HeuecTH

TuauTyC

Hedectin

CepaedHu
HapyLUCHUS

[Tannuranmmu

YecTH

Yec1H

Taxvkapaus

Heuect

MuokapaeH
uHbapkT

MHoro pe

ﬂ?

ApuTMus
(BKIIFOUMTETHO
Opanukapauns,
KaMepHa
TAXMKApAUA U

DE/H/6348/001-005/1A/010
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IIPEACEPIHO
MBKIEHE)

AHruya
TIEKTOPHC

HevecTH

Heuectu
(BKIT.
arpapanus Ha
AHrHHa
ITEKTOPHC)

CsO0BH
HAPYIICHUA

XHUIMNOTOHHUA

YectH

Peaxu

HeuecTi

3aycpBABaHe

HeuyecTH

YectH

OprocTaTudHa
XHIIOTOHHSA

Heduectn

Backynut (BKII.
HEKPOTH3HpaIl

' AHTHHT)

MHoro peaxu

Penku

Tpombo3a

Penku

EMOonms

Penku

PecriupaTtophy,
[PBIHH K
MeAHACTHHAITHH
HapyILICHMS

Kamauna

YecrH

Heuectr

Yecrn

YecTH

Penku

YeetH

YecTH

Heuectn

Octpa
HHTEPCTHLMATHA
[IHEBMOHHUSA

Penku

Pecniuparopen

| macTpec

Hedectn

benoapoben orok

Penxn

Octsp
pecIupaTopeH
JTHCTPEC

cuaapoM (OPIC)
(BXK. Touka 4.4)

MHoro peaku

CroMaluHO-uUpeBHM
HapylueHus

Juapus

HeuecTH

YectH

YectH

T"anene

YecTH

Yectn

YecTH

YecTH

KorcTHnanms

YecTH

Yectn

Cyxora B ycTaTa

Heuectn

HeuectH

AbaoMuHaNHA

D0JIKA

YecTH

Yectn

YecTH

[Tpomenen
YypeBeH xaburyc
( BKIIKOUMTEITHO
AMApHA ¥ 3areK)

YecTH

Merteopusbm

Jlucnencus

["acrpur

CroMauso
Ipa3HEeHe

I"acTpoeHTEpUT

XHIeprna3usg Ha
BEHLIMTE

[apanutuuen
HIIEYC

Ilankpeatur

IlosprLiane

Heuectn

DE/H/6348/001-0056/|A/010
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Copy-nmonoGHa
eHTEePOLIaTH
(Bx. TOUKA 4.4)

Mmuoro
PeAKH

XenarobuinapHu
HApYIOCHHUA

*

XenarTur

MHOr0o peakH

ABTOHMYHEH
xenarur*

C

YCCTOTA

HECHU3IBCCTHA

Knarenuia
(MHTpaxenarajieH
XOJIECTaTHYEH
HKTEP) -

MHoro penku

Penkn

Octop
XONEUMUCTHT

Penxu

Hapyuienus Ha
KO#AaTa H

NOAKOKHATA THKAH

Anoneimsa

HeuyecTn

AHruoenem

Pe,[[kH

MHOro peaks

AnepruueH
JEepMATHT

Heuectv

Eputema
MYJITHOOpME

MHoro peaku

Epurema

HeuectHn

Koxnu peakxip
NOJA00HH Ha

Tymye
CPHTEMATONCC

Penxu

Ex3agTeMa

Hegectrn

‘Heuectn

Excdonnarupen
NEPMaTUT

Mmuoro peaku

XHIEpXHUApo3a

Heuectn

Peakiun Ha
(GOTOYYBCTRBHTEN
HOCT

MHoro peaxu

HeuectH

IlpypuTyc

HeuecTH

Hedectn

HeuecTH

Ilyprypa

HeuecTn

HeuectH

Orok Ha Quincke

MHoro peaku

Obpus

Heuectn

HevecTnn

Heuectnn

PeakTHBHpane Ha

KOXEH JYIYC
E€PHTEMATOICC

Penxu

Tokchnuna
enuiaepManta
HEKPOJIH3a

C HemzBeCTHA
YyecToTa

Penxu

Ilpomdana B yBeTa
Ha KO)KaTa

HewecTl

CHHJIpOM Ha
Stevens-Johnson

MHoOro peaxu

VprakapHs

Hewect

Heuectn

HegectH

Hapymenud Ha
MYCKYJTHO-
CKENeTHATA
CHCTEMA U
CHEAMHHTEIHATA
THKAH

Myckynun
CIIazMH

YectH

Penxn

YectH

OTOK HA CTABRHUTE

YecTH

Myckynna
craabocT

Heuectn

OTOK Ha
rNIC3¢HHTe

Aptpanrusa
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ApTpHT

YecTH

bonka B rep0a

YecTH

HeuectH

Ilapesa

Mmuanrus

HeuectH

Heuecrn

Ckenerna Gonka

YecTHn

Hapymenns Ha
O610penure n
MHKOYHHUTE ITBTHILA

Ilonakuypus

YectH

IlopuiieHa
YSCTOTA HA
| YpHHHpaHe

Heuectn

Octpa 6n6peuna
HEOCTATEMHOCT

Penxu

XeMmarypus

HecTn

MHKIHOHHU
HAPYLIHHS

Heuectu

Huktypus

HeuecTH

HaTepcTria-
JICH HepUT

Penxu

brbpeuna
HEJOCTATHYHOCT

Penxu

Hapyienus Ha
BB3HNPOH3BOAUTEIH
ara CUCTeMa 1
repaara

EpexTunna
AUCHYHKIMUS

Hedectn

HeyectH

HeuecTn

I'MHekoMacTHA

HeuectH

Obwu HapylLIeRNS
H epEKTH Ha
MACTOTO Ha
TIPHIOXKEHHE

AcTeHHA

YecTH

Heuectn

YecTH

[Mepudepen orok

Yect

Yect

YMopa

YecTH

YecTH

YecTH

bonka B repaure

YecTH

HeuecTH

BHcoka
TeMIICpaTypa

-

['punononoOHU
CAMITTOMH

Yect

JleTaprus

Penku

OrnagsanocT

HeuectH

HeuecTn

Orox

MHoro uect

boaka

YectH

Heuectu

OTOK Ha NTHLETO

Heuecn

Hzcineasanus

IloBHeHnu H1Ba
Ha KPCaTHHHH B
KPBBTa

YecTH

Penxu

YecTH

IToBuIIEHH HUBA
H4 KPLEBHAaTa

 ypes

YecTH

YecTH

YecTH

[loBuinenn HuBa
Ha MMHKO4YHA
KHCEJIHHA B
KPBBTA

YecTH

Hamanenn unBa
Ha KaJIui B
KPBBTA

HeuecTn

IloBuineHH HHBa
Ha ramMa
rnyTaMmun
TpaHCdepasa

HevecTn

[ToBuineHa

HeuecTn

DE/H/6348/001-005/1A/010
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| ananun
aMHBHOTpaHCche-
paza

IlopumeHa Heuectn - - -
acraprar
aMHHOTpaHChe-
pasa

IMoBHIneHH - YecTH MHoro peaku
YEpHOAPOOHH | {(npeauMHO
eH3UMH ' BCJIEACTBHE
Ha
X0JIECTa3a)

IloBuimenn HUBa. | - YectH | - -
Ha KpeaTHH
pocdoknnHaza B
KPBBTA

Hamanesno Terno | - - HeuectH -

Iloeuiueno rernmo | - . - HeuectH -

*1Ipe3 mocTMapKETHHIOBHUA TIEPHOJ Ce CHOOIIABa 3a CITyYaH HA ABTOHMYHEH XENaTHT ¢ JIaTEHTEH NEPHOI OT
HAKOJIKO Mecela 10 TOMHH, KOMTO ca 00paTHMH CJIe]] ClIMpaHe Ha MpHeMa Ha OlIMeCapTaH.

EnunndHA cayyau Ha pabooMHOIH3a ca ¢hoOIIABaHM KATO BpEMEHHO CERP3aHy ¢ IpHEMa Ha aHrHOTeH3HH 11
peuentopHH onokeps. [Ipu manueHTH, eKyBaHU ¢ aMJIOQHITHH ¢a ChOOIaBaHH CAHHMYHH CITyJaH Ha
eKCTPanHpaMHICH CHHIPOM.

HeMenaHOMEH pak Ha KOXKaTa: Bb3 OCHOBA Ha HAIMYHUTE JaHHH OT €WAEMHOJIOTHYHH NMPOYYBaHMA €
Ha0nonaBana 3aBUCHMA OT KyMYNIaTHBHATA 1033 Bpbaka Mexay XXT3 u HMPK (k. cpino Touku 4.4
uS5.1).

JIONIBJIHUTENIHH HEXKENAHU peaKLMK, CHODLIEHY B KIIMHHYHHM [IPOYYBAHUA WIH OT IOCTMAPKETHHIOBUA ONTHT
¢ KOMOHMHaIMATA ¢ PUKCHPAHH A03H OJIMecapTaH METOKCOMHMII H aMJIOIMITUH, KOHTO BCE OINE HE ¢a
CBOOLIEHU 32 KOMOHHALMATA ¢ PUKCHpaHa J03a OJIMECAPTAH MEJOKCOMEUT/ aMTONMITHH/XHAPOXIJIOPOTHASH,
MOHOTEpAMHs ¢ OJIMECapTaH MEIOKCOMMWIT HITH MOHOTepanuA ¢ aMJIOJHTIHH WIH ca ChODIIEHH B MO-BHCOKA
4ecTOTa 3a [IBOMHAaTa koMOuHaums (Tabnuna 2):

Tabnana 2: KoMOBHANRA HA O/IMeCAPTAH MeJOKCOMHJ H AMJIOAHIIHE

CacremMo-opranes kaac YecToTa Hexenann peakunn
Hapymenus Ha HMyHHaTa Penxn JlexapcTBeHa CBPbXYYBCTBHTETHOCT
CHCTEMA |

CroMamHo-YpeBHHA Hewecru Bonka B ropHaTa 4acT Ha Kopema
HAPYLICHUS |

Hapyiuenus Ha HeuecT Hamaneno nubdbuno
penpoOAYKTHBHATA CHCTEMA H |

reEpaaTa

OOIIH HapylLueHHS H e(PeKTH YectH OTOK ¢ AMKH

Ha MACTOTO Ha NMPHIOKEHHE HeuecTH - | JleTraprus

HapyuieHust Ha MyCKyJIHO- Heyectn | bonka B KpaHHLIATE
CKeIETHATA CHCTEMA H

ChCMHNTETHATA ThKAaH

HAOITBITHATEITHH HEKENAHH PeaKiliH, ChOOIEHH B KIIMHUYHHA MPOYYBAHHA HIH OT
¢ KOMOHHaIMATA ¢ PHUKCHPAHA 1032 OIMECAPTAH MEIOKCOMII M XMIPOXJIOPOTHA3
NOKIABaHH 3a KOMOHHauATa ¢ GUKCHpaHa J03a OJIMECapTaH

“ . 1| 1'I|.
{1 1
21 §\

-

.-
g ..--r#:'_ e

DE/H/6348/001-005/IA/010 e 50221116



ME10KCOMMII/ aMJIO AMITHH/ XHAPOXJIOPOTHAZH/, MOHOTEpAaNHA C OIMECAPTAH MEJOKCOMHIT HITH MOHOTEparus
C XHAPOXJIOPOTHAZH HITH ¢ MIO-BHCOKA YeCTOTA 3a JBoiiHaTa komOuHaima ( Tabnuna 3):

Tatnuna 3: KomOnaanua HA 0JIMecAPTAH MEZOKCOMEJL H XHAPOXJIOPOTHA3HA

CrereMa Opran Kiac CHcrema Opran Kiac Cacrema Opran kiac

Hapyinenns Ha HepBHATa Pegxkn Hapyimenus B cp3naHHETO (KATO

CHCTEMa | 3aryba Ha Cb3HaHHE)

Hapyienus Ha koxara Heuectn | Ex3ema

HOAKOXKHATA ThKaH

Hapyirenns Ha MyCKYJIHO- Heuectn bornka B KpaliHALIUTE

CKEJIETHATA CHCTEMA U |

CheUHHUTEIHATA THKAH .

Hzcnenpanus Penxu HeznauurenHy HaMaleHHA Ha
CPeAHHTE CTOHHOCTH Ha X€MOITIOOHHA
M XeMaTOKpPUTA

- Cpo01aBane Ha MOJ03HPAHH HEXEIAHH PeaKIIuH

Cro0masaHeTo Ha NOAO3HPAHH HEXKENAHH PEaKIMH ClIel pa3pelliaBaHe 3a ynorpeba Ha NeKapCTBeHHUA
MPOIYKT € BaxkHO. ToBa r103BOJNIABA a NPOABIDKH HaOMIOAECHUETO HA CHOTHOIEHHETO MOJI3a/PHUCK 32
NIEKAPCTBEHHA NMPOAYKT. OT MEARLIHHCKHUTE CIICLIMATIMCTH C€ M3HCKBA Ja CHOOIIABAT BCAKA [IONO3MpaHA
HEXKETAHA PEAKIMS YpE3 HAIUOHAIHA cHCTeMa 3a chodmmapade B M3smeaHMTENHA areHIR 110 JIEKapCTBaTa,
yi. ,.Jlamsan I'pyes” Ne 8, 1303 Codms, Ten.: +359 2 8903417, yeOcaiir: www.bda.bg.

4.9 Ilpenosmpane

Cumnmomu . -

MaxkcumanHata no3a Ha Onmecra A Tlmoc € 40 mg/10 mg/25 mg sennsx nresno. Hama madopmalius 3a
Hpeio3upale ¢ KOMOMHALWMATA OT PHKCHPaHH A03H OJIMECapPTaH
ME/TOKCOMMJT/aMJIOJUNIMH/XHAPOXIOPOTHA3HA, IpH Xopa. Hail-BepOATHHAT eieKT ITpH Npesio3HpaHe ¢
KOMOHHAIMITA OIMECAPTAH MeIOKCOMHIL/ aMIIOHUITAH/ XHAPOXIOPOTHA3H]L € XHIIOTOHHA.

Haii-BepoaTaure edeKTH NPR Npeaoc2HpaHe Ha OJIMECAPTAH MEIOKCOMIUT Ca XMIIOTOHHA H TaAXHKapaHA, IPH
napacUMIATHKOBa (BaryCHa) CTUMYJialids OH MOTJia Ja Bb3HHKHE ¥ OpaquKapaus.

Moxke na ce o9akBa IMpeIO3HPAHETO ¢ AMJIOAHITHH Ja J0B&Ae A0 MPeKOMEPHa NepudepHa BasoAHIaTaLHA C
M3pa3cHa XUIIOTOHHA H €BEHTYAIHO pedicKTOpHa TaxuKapaus., Habmoaasany ca H3pa3cHa ¥ NOTEHIHATHO
NPOJIOHFHPaHa CHCTEMHA XUITOTOHHA, BKIIOUHTEJIHO A0 IOK ¢ (aTaliEH H3XOM. |

Hexapauorenen 6enoapodeH oTok ce chollaga pAAKO KaTo MOCACAULA OT ITPEAO3HPAHE C aMIIOAUITHH,
KOHMTO MOXKe J1a ce NIposABH Che 3a0aBeHO Hayaso Ha edekra (24-48 yaca ciie mOrmbIIAHE) B 1a H3HCKBA
M3KYCTBEHA BEHTHIALMA. PaHHHTE peaHMMALMOHHA MEPKH (BKJIIOYMTETHO HATOBAPBAHE C TEUHOCTH) 34
noaabpAane Ha nepy3uaTa H ChpaeuHuA 2eOHT Morat Aa 6baaT yCKOpaBaiii (PakTopH.

[IpenosupaHeTo ¢ XHAPOXJIOPOTHAZH/ € CBBP3AHO ¢ H3UEPIIBAHE HA ENCKTPOIHTHTE (XHITOKATTHEMHU,
XHMIIOXJIOPEMHS) U ACXHIpATAlIAA BCIISACTEHE HA €KCLIECHBHA HYpe3a.

Hait-uecTiTe npu3Hanm 1 CHMIITOMH Ha npeao3HpaHe ¢a raieHe H COMHONEHTHOCT. XHIMOKAIHEMHUATA MOXKE
Ja JOBEIEe A0 MYCKYJICH CTla3bM H/WH Ja 3aCHIH ChPASYHHTE apUTMHH, CBEP3aHH C €IHOBpeMEHHATa
ynorpeba Ha AUTATATHCORH TTIMKO3MIH WIH ONPEAEICHH IEKAPCTBECHH NPOAYKTH ¢ aHTHAPHTMHYHO
NeHCTBHUE, -
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AKO NPUEMLT € CKOPOILIEH, MOXKe J1a ce OOMHCIM cTOMAallIHa ITpoMKBKa. [IpH 3apasH HHAHBHAK € 1OKa3aHO,
Y€ IPWIOKESHHETO HAa aKTHBCH BbINEH BeAHAra WIH JI0 2 Yaca Clel NOrTbIaHe Ha aMITIOIUITHE 3HAYHTEITHO
HaMaJdea abcopOlHaTa HAa aMIOIMIIKAH,

KnunndHo 3HaYMMaTa XMINOTOHMA, MIPEAUM3BHKAHA OT NPeAo3HpaHe ¢ KOMOHHAIMATA OT QHKCHPAaHH JO3H Ha
OJIMECapTaH MeIOKCOMIL aMIOARITAH/ XHAPOXIOPOTHA3H], H3UCKBA aKTUBHA NOATbpKALIA
KapAHOBaCKyJapHa Tepalui, Y4eCTO MOHHUTOPHPaHE Ha ChpJICYHATA W peCMpaTopHa ASHHOCT, [IOCTABAHE B
JIETHAITO TOJIOXKEHHE C BHCOKO NOBIMraHe Ha KpaKaTa M HaboneHne Ha UHPKYJIALMOHHHS 00eM H

. KOJIMYECTBOTO OTAEACHA YpHHA. Moxe /1a ce NMPHIOKH H Ba30KOHCTPHUKTOP 3a BR3CTAHOBABAHE HA CHAOBHA
TOHYC W ApTEpUANTHOTO HANATAHE, KO HAMA KOHTPAMHAMKAIMHA 33 HEFOBOTO NpuIokeHue. MHTpaBeHo3HO
MPUIOKEHUE Ha KAILAEB [VIIOKOHAT MOXe 2 CIIOMOTHE 3a OTCTpaHaBaHe Ha edekTuTe 0T OJIOKHpaHe Ha
KAJIIHEBHTE KAHAIH, |

CepyMHHTE eNeKTPONIMTH H KPEaTHHHHET TpAOBa Aa ce HAOMOAaBaT 4eCTO. AKO Ce MOABH XHIIOTOHHA,
NauUEeHTLT TpAOBa Aa ObAc MOCTABEH B JIETHAIO MOMMKEHHE, KaTo Obp30 ce npoeeae oOeMHa H colleBa
3aMECTHTETHA Teparu4. -

Trit kaTO aMIIOAMITHH € CBBbP3aH BLB BUCOKA CTENEH ¢ MMPOTEHHNTE, € MAJIKO BEpOATHO JHain3aTa Aa 6bae oT
non3a. Jluncea uadopMaliMa Janu oaMecapTad WM XUAPOXIJIOPOTHA3K, ¢ IHAIH3UpAT.

He e ycTaHOBEeHa CTEMNEHTA, B KOATO OJIMECAPTAH M XHAPOXIOPOTHA3ZHA ¢€ OTCTPaHABAT Ype3 XeMOARAIH3A.

5. ®APMAKOJIOT'HYHU CBOUCTBA
5.1 PapMakoIHHAMHYHH CBOHCTBA

QapmakoTepaneBTHYHA rpyna; AHruorensuH Il aHTaroHHCTH, O10KEepH Ra KaJIHeBUTe KaHAIH H
nuyperiiy, ATC xon: CO9DX03

MeXaHU3BM Ha AeHCTBHE
Onmecta A ILtroc € koMOHHaLHg oT aHrHoTeHs3HH I pellenTOpHHS AaHTArOHHUCT OJIMECAPTAH MEAOKCOMHIT,

KAJILHEBHAT AaHTATOHKUCT aMJIONUITHHOB Oe3WaaT ¥ THa3HAHHA AMYPETHK XUapoxaopotHazua. KomouHanmara
OT TE€3H CHCTABKH HMa aJIUTUBCH aHTHXHNEPTEHIUBEH €(PEKT, MOHIKABA APTEPHAITHOTO HATATAHE B 110-
BHCOKA CTENEH, OTKOJKOTO BCEKH KOMITOHEHT MQOTAEITHO.

(DaQMaKOQHHaMH‘-IHH eghe}ﬂ:ﬂ

Onmecapman MeooKCOMUA

OnMecaprad MCIOKCOMHIT € aKTHBEH NPH IIePOPAIHO MPHJIOKEHHE CEIEKTHBEH aHrHoTeH3uH 11 peuentopex
(tun AT,) anraroHucT. AHrdorensuH Il e rIaBHUAT Ba30aKTHBEH XOPMOH OT peHHH-aHTHOTCH3HH-
anJ0CTEPOHOBATA CHCTEMA H HIpae 3HAYMTENHA POl B NaTO(H3HOMOTUATA Ha XunepToHHATa. Edexrure Ha
aHrHoTeH3uH |1 BKIMOYBaT Ba30KORCTPUKITAS, CTHMY/IHPaHE Ha CHHTE3a H OCBODOKAABAHETO HA alIOCTEPOH,
ChpAcYHA CTHMYJIallHA M 6Bp0pevuna peabcopOims Ha Hatpuii. OnMmecapTaH 61okupa Ba3OKOHCTPHKTOPHHUTE H
aNaOCTEpOH-CEKpeTUpallM edekTH Ha aHrnoTeH3MH II kato Onokupa cBbp3BaHeTo My ¢ AT1 peuernropa B
THKaAHHTE, BKIIFOYMTEIHO IIAAKATA MYCKYJIaTypa Ha KPbBOHOCHHTE CBAOBE M HAAOBOpEUHHTE XKIIC3H.
HeHCBUETO Ha OJIMECapPTaH € He3aBHCHMO OT H3TOYHHKA HIH ITHTA Ha CHHTe2a Ha aHrHoTeH3uH 1.
CeJIeKTUBHUAT aHTArOHW3bM Ha aHruoTeHsuH Il (AT)) peuenropure OT cTpana Ha oIMECapTaH BOIH IO
TIOBHIIIABAHE HA IUIA3MEHHTE HMBA HA PEHWH M Ha KOHUEHTPALMUTE Ha aHrHoTeH3uH | u 11, kakTo u 1o
H3BECTHO NMOHIKABAHE HA KOHLICHTPALIMATA HA aNJOCTEPOH B IUla3Mara. -

Iipn xuneproHusa, onMecapTaH MeIOKCOMMIT BOAM 10 10303aBHCHMA, ABJITO 1 Y .*\ YRaa-euKNHs Ha

., 7
apTepHanioTo Harane. He ca momyueHn JokasaTenicTsa 3a XMIIOTOHHA CISH / SR80 TOBT TR hH3AKCHs 110
BPEME HA TBJITOCPOYHA TEpanua WiM rebound XuneproHus clie ClIMpaHe Ha 1o r_ : .

i
¥
* ]
F
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[IpunoxeHue Ha onMecapTaH MEAOKCOMEJI BEIHEX JHEBHO OCHTYPABa ¢()CKTHBHO H MOCTENICHHO
MOHHKABAHE HA APTEPHATHOTO HAIATaHE B NIPOAb/DKEHHE Ha 24-4yacoB uHTEpBall. [IpiioxkeHHe BeIHBX
JHEBHO BOAH J0 CXOMHO MO CTENeH NOHIDKEHHUE Ha apTepHAIIHOTO HANIAraHe, KAKTO MPH MPHIOKEHUE JBa
OBTH JHEBHO IIPH €HA H ChIHa o0Ia JHEBHA 4034,

[Ipu HENpeKBCHATO JISYEHHE, MAKCHMAIHOTO [IOHH:KEHHE Ha ApTEPHAIHOTO HAJIATaHe Ce nocTura 10 8-Mara
CE/IMHLIA CJIE/l HAYAOTO Ha TEPAHATA, BHIIPEKH Y€ 3HAYHTENICH OHIDKaBalll ApTCPHATTHOTO HANAraHe €eKT
ce Habmomara cien 2 ceaqMHIM ICUEHUE,

EdekrpT Ha onmecap'raﬂ MEIOKCOMMJI MO OTHOINEHHE HA CMBPTHOCTTA U 3200J1eBa€MOCTTa BCE OLIE HE €
H3BECTEH.

IIpoyusanero ,,PanooMusHpan oiMecapTaH H peBeHLs Ha nuabeTna MukpoanbyMuHypHa“ (Randomised
Olmesartan and Diabetes Microalbuminuria Prevention, ROADMAP) nipu 4 447 nauneHTH ¢ fuabet THI 2,
HOPMO-aNIOyMHHYpHS H Hai-MaKO €HH JONBIHHTENEH CHPACYHOCHIOB PHCKOB (aKTOp, MPOYyyBa JOKOJIKO
TEYSHHETO € OIIMEcapTaH OM MOTIIO Jia 3a0aBH HAYAIOTO Ha MHKpOoaIOyMunypus. IIpH cpenHo npoabsDKeHHe
Ha HaOMIOAEHHETO OT 3,2 FOAMHH, MALHEHTHTE MOIyYaBaT KK OJIMECAPTaH, WIH NAanebo B AOMBITHEHHS HA
IAPYrH aHTHXHMEPTEH3HBHH NPOoayKTH, ¢ HakmoueHHue Ha ACE naxuburopd i ARB.

ITo oTHOILIEHHE Ha OCHOBHATA KpaifHa TO4Ka, IPOYYBAHETO MOKA3Ba 3HAYHTEIIHO CHIDKCHHE Ha PHCKA 34
MOMECHTA Ha MOABa Ha MUKpoalOyMHHYPHA B 10132 Ha onMecapTad. Crell KOpHTHPaHE 33 Pa3JInKH B
KPBBHOTO HajliTaHe, TOBA CHIDKSHHE Ha pUcKa npectasa aa owae 3Hauumo. 8,2% (178 ot 2 160) ot
NalldEHTUTE B IPymaTa Ha onmMecaptad 1 9,8% (210 ot 2 139) B rpynara Ha mianedo mojayyasatT
MHKPOAIOYMUHY pHs.

[To OTHOLIEHKE HA BTOPUYHHTE KPaliHH TOUKH, ChPASUHOCHAOBH CLOKTHA Ce MOABSBAT MPH 96 malueHTH
(4.3%) Ha onMecapraH 4 94 mauuenTw (4,2%) Ha nnanedo. UYectoraTa Ha CHPACHHOCHIOBATA CMBPTHOCT €
MO-BUCOKA MPH OJIMECAPTaH B cpaBHenHe ¢ rauedo (15 nampent (0,7%) ¢/y 3 namenty (0,1%)),
HE3aBHCHMO OT CXOJIHATA 4ecTOTa HA HedaranuuTe MHCYATH (14 manuentw (0,6%) c/y 8 nanuenTn (0,4%)),
ciiydauTe ¢ HedaTaneH undapkt Ha muokapaa (17 nampentu (0,8%) c/y 26 maipentn (1,2%)) u HecBbBp3aHa
CBC ChPASYHOCHBAOBATA cucTeMa eMBbpTHOCT (11 nanwmentu (0,5%) ¢/y 12 naumentn (0,5%)). Obmara
CMBPTHOCT IPH onMecapTaH ¢ HHGpoBo 3apuileHa (26 maumentu (1,2%) c/y 15 namuenTH (0,7%)), KoeTo €
Pe3yNTaT OCHOBHO OT MO-rojieMHd Opoii daraTHi ChpAeYHOCHA0BH CBOHTHA.

MsmurBaneto ,,OnMecapTaH 3a HaMaJsgBaHe HA YECTOTaTa Ha Ghabpeunn 3a6onsBanus B Kpaiina dasa npH
nuabetHa HedponaTus™ (Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy, ORIENT) npoy4sa edexrure Ha oIMecapTaH BbpXy OBOpeuHHTE H CHPASHHOCHAOBHTE
pe3ynTaTH npy 577 paHAOMHU3HPAHH ATIOHCKK M KMTAUCKH NAllMEHTH ¢ AuadeT TUIl 2 ¥ NposBeHa
Hegponatua. Ilpu cpenen nepHoy Ha npocnenspane ot 3,1 roaHHH, NALHMEHTHTE NONYYaBAT WIH
OJIMECapTaH, HiTH IU1alieb0 B AOIbIHEHNE KEM aHTUXKHIIEPTEHIHBHH NPOAYKTH, BKMouHTeNHo ACE
HHXHOWTOpH.

ITepBH4HaTa CheTaBHA KpaliHa ToYKa (BpeMe 0 MbPBOTO CEOUTHE ¢ yABOABAHE Ha CEPYMHMS KPEaTHHHH,
OBOpeuHo 3a0019BaHe B TepMHHAIHA a3za, o0ma cMEPTHOCT) ce Habmozaapa npu 116 napedT! B rpymnara
Ha onmecaptaH (41,1%) u 129 nammenTu B rpynara Ha ruaue0o (45,4%) (HR 0,97 (95% C1 0,75 no 1,24),
p=0,791). CecraBHaTa BTOpHYHA CHPACYHOCHAOBA KpaiiHa ToUKa ce Habmo1aBa NpH 40 MalMeHTH JICKYBaHU
¢ ONIMECAPTaR (14,2%) M 53 mauuMeHTH TpeTHpanu ¢ manebo (18,7%). Tazu cecTaBHA CHPACYHOCHIOBA
Kpa¥Ha TOYKA BKIIIOYBA ChPIEYHOCHA0BA cMbpT IpH 10 (3,5%) nanperTu Ha onmecaprad cnpamo 3 (1,1%)
NOITY44aBaJIH manebo, CbOTBETHO 00ma cMEPTHOCT 19 (6,7%) cpeury 20 (7,0%), HedaraneH uHCyIT 8
(2,8%) cpewyy 11 (3,9%) 1 HedaTanen urdapkr Ha Muokapaa 3 (1,1%) cpemy 7 (2,5%).

Amnodunun
CrcTaBkaTa amogunuH Ha Onmecta A [Imoc e Ookep Ha KaNLHeBUTE KaHAJIH, KO
TpaHCMeMOpaHHUs MHIYKC Ha KAJILHEBH HOHH IIpe3 BOJITAXKHO-3aBUCHMUTE KaH
riaakaTta Myckyarypa. EKcriepiMeHTaTHHTe JaHHH NOKa3BaT, Y€ aMIIOHITHH Ce
AUXHAPOIIHPHAUHOBUTE, TaKa H ¢ HEANXHAPONHPHAMHOBHTE MECTA HAa CBBP3BAHE.
OTHOCHTEITHO CEeJIEKTHBEH KbM KPBBOHOCHHTE CBAOBE, C NO-TONAM €EKT BBPXY Cb

24
DE/H/6348/001-005/1A/010



K/IETKH, OTKOJIKOTO BbPXY ChPACUHUTE MYCKYJIHH KJIETKH. AHTHXHUIIEPTEH3HBHUAT eexT Ha AMJIOJHMITHH €
BCJICACTBHE HA JUPEKTEH pellakcHpalll eekT BhpXy IMaAKaTa apTepHaliHa MyCKyJlaTypa, KOeTo BOIH 10
MOHMKABAHE Ha NMEPH(PEPHOTO CHIPOTHBIICHHE, & OTTAM Y Ha KPLBHOTO HAIATAHE.

[Tpy nauMenTy ¢ XHNSPTOHUA aMITOAUITKMH NPeAW3BHKBA J0303aBUCHMO, ARITOTPAHHO HAMAIABAHE HA
apTepuanHOTO HanAraHe. HaMa JaHHM 32 XMIOTOHHUA ClIe] IIbPBATA J03a, TAXU(PHIaKCUs 110 BpeMe Ha
MPOABIDKMTENHO JICUCHUE WIH rebound Ha XHNIEPTOHUATA CIIel, PA3KO CIIUPAHE Ha TEpanuATa.

Crnen npuiiaraHe Ha TCpaneBTHYHH 103H Ha MAaLHEHTH ¢ XHIEPTOHHA, aMIOJUNIAH BOAU A0 €PEKTUBHO
HaMa/lABaHe HA KPbBHOTO HAJIATaHE B JICTHANIO, CeJIHAMO H H3MPaBeHO NONOKEHHe. X POHHYHATA yNoTpeba
Ha aM/IOJIMNUH HE € CBbP3aHa ChC 3HAYUTEIIHK MPOMEHH B CHpPJeYHaTa 4eCTOTa N IUIa3MEeHHTe HHBA HA
KaTeXONnaMUHHUTE, [Ipy nmauMeHTH ¢ XUnepToHusa ¢ HopMaiHa 6b0peyHa QyHKIHA TepaneBTHYHHTE N03H
aMJIOJTHITMH HaMasIBaT Ob0peYHOTO CHAOBO CHLIPOTHBRIEHHE W YBEITHYABAT CKOPOCTTA HA IVIOMEPYJIHA
¢unTpaums 1 epekTHBHAA OBOpeUeH TUIa3MeH MMOTOK, 6€3 NpoMaHa Ha GHUITpalHOHHATA PpaKIUsa WIH

MPOTEHHYPHA.

B npoyuBanus Ha XeMOJAHHAMHKATA NIPH NALMEHTH ChC ChpASYHA HEAOCTATHYHOCT H B KITHHHYHH
M3NUTBaHHA, Da3HpaHH Ha TECTOBE 33 (PH3HUYECKO HATOBApBAHE MPH MALMEHTH CBC CHPACYHA
HeaocTaTkuHocT Kiac [I-IV mo NYHA e ycraHoBeHO, ye aMJIOAHNNH HE BOJM [0 KJIHHMYHO BJIOLIaBaHE
(ycTrasoBeHO upe3 paboTeH TolepaHe, PpaKlHA Ha JeBOKaMEPHO H3TIACKBaHE H NPOCiieBaHE Ha
KJIMHHYHUTE TIPU3HALIA U CHMITTOMH).

[Inane6o korTponupanoto u3ciensane (PRAISE), nensino oreHKa Ha IIalHEHTH ChC ChpOEYHA
HegocraTeusocT Knac [II-IV NYHA, npuemamy aurutanuc, auypetii 1 ACE MHXHOMTOPH € 110Ka3ano, 4e
aMJIOJMIIHH He BOJAM IO MOBHIIEH PHUCK OT CMBPTHOCT WITH 3200JIeBAEMOCT MPH NALIUEHTH ChC ChpAEYHA
HEeJOCTATHEYHOCT.

Ilpocnenasaino, AeIrocpouno, mnanebo kourpondpado npoyasaHe (PRAISE-2) ra aMnogunHH npu
MALMEHTH CBC ChpeuHa HeaocTaTeuHOCT Kiac [II-IV NYHA 6e3 IMHAYHH CHMITTOMH HIH O0€KTHBHH
JAaHHH, Ipeanoaraiiy HeIposBEHO HCXEMUYHO 3a00/1BaHe, MPOBEXKAALIM TEPAIHA ChC CTAOWIHH J03H OT
ACE HHXHOHTOPH, JMIHTATHCOBH [NIHKO3KMIH H JHYPETHIH, HE € YCTAaHOBIIIO NIOBIHABaHE Ha oflllaTa
ChPACYHO-CHA0BA CMBPTHOCT. B chillaTa Tazu momynalys aMIoAUNNH € aCOLMMpaH ¢ MOBHIICHA YECTOTa Ha
OcnoapobeH OTOK, BBIPEKH Y€ HE € YCTAHOBEHA CTATHCTHMECKH 3HAYHMa Pa3/bKa B YECTOTATA Ha CIYHauTe
Ha BJIOIIABAHE HA CHPACYHATA HEAOCTATHEYHOCT B CPaBHEHME ¢ Manebo.

IlpoBeneno e paaaoMu3Hpano, AepoiiHO-cnano npoyusane (Antihypertensive and Lipid-Lowering Treatment
to Prevent Heart Attack Trial (ALLHAT)) ¢ nen cpaBHABaHE Ha MO-HOBUTE JICKAPCTBEHU TEPAIHH:
amnoaunuH 2,5-10 mg/aHeBHO (OI0Kep Ha KaILMEBHTE KaHATH ) WiH Ju3HHONpwI 10-40 mg/aneBHO
(ACE-unxuburop), KaTo ITepBa JIMHHA HA TEPaIHs ¢ Ta3H HA THA3HAHKAA JUYPETHK XAOPTAIUIOH

12,5-25 mg/anerHO BEPXY 3a00JIeBaeMOCTTa B CMBPTHOCTTA NPH MALHEHTH C JISKA 10 YMEPEHA
XHIISPTOHUA".

O6mo 33 357 nanueHTH ¢ XHNEPTOHHUA, Ha BB3PACT 55 wiM NoBeye FOJHHY €4 PAHJAOMHIHPAHH U

- apocneaasany cpefso 4,9 roaunu. [larenTuTe HIMaT Hal-MaJIKo 110 €AKMH JOITEJIHUTENEH PHCKOB (akTop 3a
KOPOHAPHO CHpIEYHO 3a00/aBaHe, KaTo: NPEeXKHBAH HHGAPKT Ha MHOKapaa WITH UHCYAT (> 6 Mecelia npeaH
BKIIKOUBAHE) M IPYTH aTEPOCKIEPOTHIHH ChPASYHO-ChAOBH 3a0ongeanua (odwo 51,5%), amabet Tin 2
(36,1%), HDL-C <35 mg/dl (11,6%), neBokamepua xunepTpodus (AMarHoCTHLMpaHa 4pe3 |
eNleKTpoKapauorpaMa wim exokapauorpadusa (20,9%)), TioTroHonyiieHe noHactosmeM (21,9%;).

ITspBUvHATA KpaiiHa TOUKA € ChCTaBHA OT (aTATHO KOPOHAPHO CHPJIeHHO 3abonaBaHe WIH HedaTaleH
MHOKapaeH nHPapkT. He ce HabmojaBa cTATHCTHYECKH 3HAYMMA Pa3jIdKa 10 omomeHBanHﬂ
KpUMTEpUI MEXAY aMJIOAMIIMH M XNopTanuaoH tepanuara; RR 0,98 95% CI (0, 90-1 ' mﬂ;ﬁﬁ
BTOPHYHHTE KPaHHH TOYKH, HHIMACHTHTE HA CHPASYHA HEJOCTATBYHOCT (e[HH O KQUYIOHTHTIIRG ﬁ%ﬁ
CBPACYHO-CBAOBHTE KpaHU TOYKH) ¢4 CTATHCTHYECKH 3HAYHMO MO-BHCOKH B aM#fC {* i mn: kidra s O\
CpaBHEHME ¢ rpynaTa Ha xnoptamuaoH (10,2% cpeuty 7,7%, RR 1,38, 95% CI [ K001
Benpexu ToBa, He ce HaOmoAaBa CTATHCTHYECKH 3HAYHMa Pa3liHKa BbB BCUHYKH ‘
MLy aMITOJUNMH W XJIOPTATTHACH TepanusTa; RR 0,96 95% C1 [0,89-1,02] p =
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Xuopoxropomuazuo

XuapoxsiopoTHasu e THaSH,IIeH DUypeTHK. MeXaHH3MBT Ha AaHTHXUIIEPTEH3UBHUA €QEeKT Ha THA3HTHHUTE
JHYPETHIM HE € HAITKTHO H3ACHEH. Tuasuaure norauaBar 0p0peynuTe TyOYJIHN MeXaHH3MH Ha
enekTponuTHa peabcopbilus, AMPEKTHO MOBHIIABAT EKCKPENHATa HA HATPHH M XJIOPUIH B MPHOIH3UTEIIHO
EKBHBAJICHTHH KOTHYECTBa. [lUypeTHYHOTO ficlicTBHE HAa XMAPOXIOPOTHA3H HaMalISBa TUIa3MEeHUA 0beM,
NOBHUILIABA IUIa3MEHATa PCHHHOBA aKTHBHOCT H [IOBHILABA CEKPELIMATA Ha ANJOCTEPOH, C NOCIeIBAIN0
yCHIIBaHe 3arybarta Ha kanvii H OHkapOoHaTH ¢ YpUHATa H MIOHWKEHHE HAa CepyMHHA Kanui. Bpu3kara
peHMH-aNOOCTEPOH € MeHHpa oT anruoreH3uH I, mopaay KoeTo CHMBTCTBAMIOTO NPHIOKEHHE Ha
aHrHOTeH3MH [l peLenTopHy aHTarCHUCTH HMa TEHACHUMS a KOMIICHCHPA 3arydara Ha KanuH, JhDKalma ¢e
HA THA3UIHUTE JUypeTUli. C XuApOoXIOPOTHASH] JHYpE3aTa 3ano4Ba OKOJIO 2 Jaca ClIe/l IPHIIOKEHHETO, &
MaKCHMaJieH edeKT ce Hab'monana OKONO 4 yaca cnej 003aTa, JoKaTo ASHCTBHETO MY IMIepCHCTHPA 3a OKOJO
6-12 gaca.

EnuaeMHONOrHuHHATE Npoy4BaHWA ¢a YCTAHOBUIIH, Y€ MMPOABILKUTECIHOTO JICHCHHE ¢ MOHOTCPDAIITMA C
XAAPOXIIOPOTHAZHA HAMAJIABA PUCKA OT CHPASCHHO-ChA0Ba CMBPTHOCT H 3a00NEBaEMOCT.

KnunpyHa epHMKacHOCT B BezonacHoCT

B 12-ceqmuyHO, ABOHHO-CIATO, paHAOMH3HPAHO, IApaNeIHO IPYTIOBO Npoy4BaHe npH 2 492 nauMeHTH
(67% nmauueHTH OT EBPONEHIHATA Paca), JICUEHHETO ¢ KOMOMHaLHATa OT QHKCHpaHH A03H Ha ONMECapTaH
MENOKCOMMII/ AMITCAUITHE XHApoxaopeTHasHa 40 mg/10 mg/25 mg BOAW A0 3HAUNTENHO MO-TOJIIMO
peayLHpaHe Ha AHACTONHOTO W CUCTOIMMHOTO KPBBHO HAJIATaHE, OTKOIKOTO JIEYEHHETO C HAKOA OT
CBHOTBETHUTE JBOMHH KOMOMHaUMH: oaMecapTan Meqokcomun 40 mg wmoc amnoaunaH 10 mg, onmecap'raﬂ
MeIoKcoMHIN 40 mg Nmoc XHAPOXJIOpOTHa3HA 25 mg U aMIoIUnHH 10 mg nmoc XHAPOXIOPOTHA3HA 25 mg.

HOITETHHTEIHUAT AHTUXHUIIEPTEH3HBEH €EeKT OT KOMOHHALINA ¢ (PMKCHPaHH 1034 Ha OJIMECAPTaH
MEIOKCOMW/ aMIOHNEE/ xuapoxnopoTHasna 40 mg/10 mg/25 mg B cpaBHEHHe ¢ aHAJIOTHYHHTE ABOHHH
KOMOMHAIMH € Mex Ty -3.8 u -6,7 mmHg 3a 1uacToNHO HamITaHe B CEAHAN0 MOJIOKEHHE H MEKTY -7,]

u -9,6 mmHg 3a cucTONMYHO KPLBHO HAISraHe B CEIHAIIO NOIOKEHHE H HACTHLIBA NIpe3 MBPBHTE 2 CEAMHLIH.

[IpoleHTHT Ha NALMEHTHTE, AOCTUTALM LIeNTa 3a KpbBHO Hanarade (<140/90 mmHg 3a manmenTy Ges
auabet ¥ <130/80 mmHg 3a nanmenTH ¢ quaber) npes cenMuila 12 sapupa ot 34,9% no 46,6% 3a rpynure ¢
ABOMHO KOMOWHHPAHO JicYeHHe B cpaBHEHHE ¢ 64,3% 3a KOMOHHALIMATA OT QUKCHPAHH AO3H HA OJIMEeCapTaH
MeTOKCOMHII/aMIIOAMIMH/ XHApoxaopoTHasud 40 mg/10 mg/25 mg.

BBE BTOpO NBOHHO-CIATO, pAHAOMHU3APAHO IIPOYYBAHE C NIapaJieaHu rpy1H rpu 2 690 nammentH (99,9%
MALHEHTH OT €BPONEHAHATA paca), ICUSHHETO ¢ KOMOHHAIMATA OT (PUKCHPAHH AO3M Ha OJIMECApTaH
MeZOKCOMHIY aMIIOAMITHH/ XuaApoxaopoTHazuy (20 mg/5 mg/12,5 mg,; 40 mg/S mg/12,5 mg, -

40 mg/5 mg/25 mg, 40 mg/10 mg/12,5 mg, 40 mg/10 mg/25 mg) BOAU N0 3HAYMTENHO MO-TONAMO
HaMaJIABaHE Ha JHACTOJHOTO H CHCTOIMYHOTO KPBBHO HAIATAHE B CPABHEHHE CBC CHOTBETHUTE JBOHHH
KOMOWHALIMHK: ONMecapTaH MeoKcoMIIT 20 mg Mmoc aMIIOAMITHH 5 mg, onMecapTad Meaokcommi 40 mg
IIOC 5 Mg aMIOAUITMH ¥ OIMecapTaH Megokcomun 40 mg mwiroc 10 mg amaogumuH e 10 ceIMUIHO
JICUEHHE,

JOIBIIHATEIHHAT aHTUXHUIIEPTEH3UBEH edeKT OT KOMOMHammATa ¢ PHKCHPAHU 03K OJIMECapTaH
MEe0OKCOMIJI/aMIOAMITHH/ XUAPOXJIOPOTHAZH, B CPABHEHHE ChC CHOTBETHHTE NBOHHH KOMOHHALIHK € MCXKITY
-1,3 ¥ -1,9 mmHg 3a anacTonHO KPEBHO HANATAHE U MEXKY -2,7 U -4,9 mmHg 3a cucToHO KPBBHO
HAJIAraHe B CEIHANO MOJIOKEHHE.

[IpolLICHTHT Ha MALIHCHTHUTE, NOCTHUIHANIM LENTA 3a KphBHO Hanarade (<140/90 mmHg 3a mauueHTH 6e3

¢ ABOMHO KOMOMHHPAHO JieueHHe B cpaBHeHHe ¢ 52,4% no 58,8% 3a KOMOHHaLIUATA C
o/MecapTaH Meﬂoxcomwﬂamoﬂﬂnmﬂxmpomopoma.'sml.

B pannoMH3MpaHo, ABOHHO-CIIANO, OMBIHUTEIHO Mpoy4BaHe Npu 808 nmanuerTH ( ﬁ“m
€BPONEHIHATA Paca), HeaIEKBATHO KOHTPOIHPAHO clell §-CeIMHYHO JICUEHHE C ABO Hﬂa KQ ﬁ"-. {
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onMecapTad MeaokcoMun 40 mg nmoc amnoaunye 10 mg, Te4eHHETOo ¢ KOMﬁHHaIJHﬁ!{&DT m“e‘cﬂpaﬂﬂ IH}SH
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OJIMEcapTaH MEIOKCOMMIY/ aMIOAMIHH/ XHAPOXIJIOPOTHAZHI BOAH 40 YHCJICHO NOITBJIHUTEIHO HAMAJIABAHE Ha
KPbBHOTO HAATAHE B CEIHANO nonoxenwe ¢ -1,8/ -1,0 mmHg npu neuenne ¢ koMOHHALMATa OT PHKCHPaHH
JO3W Ha ONMecapTaH MeJOKCOME/ amMioqunuH/xuapoxiaoporuasug 40 mg/10 mg/12,5 mg U cTaTHCTHYECKH
3HAYMMO JOITBITHUTETHO HaAMAJIsiBafe Ha KPhbBHOTO HAIAraHe B CEAHAIO MoJokeHue ¢-3,6 / -2,8 mmHg npn
nevueHre ¢ KOMOHHAIMATA OT (PHKCHPAHK NO3H OJIMeCapTaH MeIOKCOMMN/aMIOIUITHH/ XHAPOXIOPOTHA3H]
40 mg/10 mg/25 mg B cpaBHECHUE ¢ ABOMHATa KOMOMHALWA Ha OlMecapTaH MeJokCOMHIT 40 mg rumoc
amiuoaunuH 10 mg.

JleyenreTo ¢ Tpo¥HaTa KOMOHHHpaHa Tepallns OT kKoMOHHanmATa ¢ PHKCHPaHH A03H Ha OJIMEcapTaH
MEIOKCOMIT/ aMIIOAUIHE/ XuapoxiopoTrasia 40 mg/10 mg/25 mg Boau 10 CTATUCTHYECKH 3HAYHUMO TIO-
TonAM MPOLIEHT Ha TIALMEHTHTS, IIOCTHIHAITH LIEJITA CH 33 KPBBHO HAIITaHE B CPABHEHHE ¢ BOWHATA
KOMOHHHpAHa Tepanus OT oaMecapran Meaokcomun 40 mg rimoc amnogunuH 10 mg (41,3% cpemy 24,2%);
ZOKAaTO JICYEHHETO C TpoiiHaTa KOMOMHHMpaHa Tepanusa Ha KoMOUHALIMATA OT (PUKCHPAHH N03H Ha
ONMecapTaH MeJOKCOMWY/ aMmyoaunun/xuapoxnopordazia 40 mg/10 mg/12,5 mg soau 10 YHCICHO MO-
TOJISIM IIPOLIEHT HA MALMEHTHTE, AOCTHIALIH LIE/ITa CH 33 KPBBHO HAJIATAHE B CPaBHEHHE ¢ BOMHO-
KOMOHMHHpaHAaTa TepanHd OT olIMecapTaH MeaokcoMunt 40 mg mwmoc amnoaunuH 10 mg (29,5% cpemy
24,2%) Ipy JTHLE, KOMTO HE ¢a aJIeKBATHO KOHTPOJIMPAHH NPH ABOHHO-KOMOMHHpaHaTa Tepanms.

AHTUXUNIEPTECH3IUBHHAT e(peKT Ha KOMOHHAIIMATA OT PHKCHPAHH J1I03H Ha ONMeEcapTaH
MEAOKCOMMII/ aMJIOAKIIMH/ XHAPOXIICPOTHAZH € CXOAEH, He3aBHCHMO OT BB3pacTTa H IOJa M € CXOACH NpH
MaMEeHTH CBC U Oe3 quader.

pyvea unghopmayus -
JIBe roneMH paHAOMU3HpPAaHU koHTponupanu npoyusanus - ONTARGET (ONgoing Tehmsartan Alone and

in combination with Ramipril Global Endpoint Trial — Texymo rnmobanHo H3NMHTBAHE 32 KPaWHH TOYKH Ha
TEJIMHCAPTaH, CAMOCTOATETHO H B KoMOMHauus ¢ paMunipii) H VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes - Knunyndao npoyusaHe, CBBp3aHO ¢ pa3BHTHE Ha HedpomaTis Ipy AxabeT,
TIpOBeJIEHO 0T MHHHCTEPCTRO 110 BEMPOCHTE HA BETEPAHUTE) MPOYUBaT ynotpedaTa Ha KOMOMHALMATA OT
ACE naxuburop un anrvorensut lI-penenrropen 6okep.

ONTARGET e npoyuBane, poBeieHO NPH NALKMECHTH C aHAMHE3A 3a CEPASYHO-CHIOBA WIH MO3BUHOCHIAOBA
Gonect, WM 3axapeH QHabeT THIN 2, MPUAPYKEHH C NAHHM 33 YBpeXkKaaHe Ha e(peKTOpHH OpraHH. VA
NEPHRON-D e npoy4BaHe TIpH NalHEHTH CBC 3aXapeH quabet THN 2 u AnabeTHa HedponaTHs.

Te3u npoyuBaHHs He MOKA3BAT 3HAUHM OJ1aronpHATEH €(eKT BepXy Oh0peuHHTe W/HIH CEPACYHO-CBAOBHTE
NOCASHHLIH H CMBPTHOCTTA, KATO ChLUCBPEMEHHO ¢a HabNIOAaBaHH MOBHIICH PUCK OT XUNEPKATHEMHA,
OCTPO YBp&KAaHe Ha O0Bb0peniTe W/HIH XHIIOTOHHUS B CpaBHEHHE ¢ MOHOTepanuAaTa. Karo ce MMat npeasua
CXOMHHTE UM (papMaKOIHHAMHYHH CBOMCTBA, TE3M PE3Yy/ITaTH ca MpHiIoxuMH M 3a Apyrd ACE nHxubuTopH
H aHruorteHsuH ll-penentopau GokepH.

ACE unxuburopu v anrnorensuH ll-penentopau Ookepu cnegoBaTeHO He TPAOBA Aa C€ U3NOM3BAT
€AHOBPEMEHHO NPH NNANMEHTH ¢ AHabeTHa HePOMaTHA.

ALTITUDE (KnaHHYHO TIpoy4BaHe MPOBEAEHO ¢ AMIMCKMPEH TIPH NMAIHEHTH ChC 3aXapeH AHabeT THIT 2, ¢
U3TI0JI3BaHE HA ChPASYHO-CBA0BA H OROpeuHM 3a00maBaHKA KaTO KpaliHH TOYKH) € poyYBaHe,
MpeaHAZHAYEHO Ja M3CIeABa Moj3ara oT JoOaBAHETO Ha aJIMCKHPEH KbM cTaHaapTHa Tepanusa ¢ ACE
HHXHOHTOP WM aHTHOTeH3HH Il-penientopen Gaokep NpH NalMEHTH ¢be 3axapeH qualeT THN 2 M XPOHHYHO
OBOpeuro 3abonsBaHe, CHPACYHO-CHIOBO 3a00sBaHe WK U ABeTe. IIpoydyBaHeTo € MpeKpaTeHo
MPEXIECBPEMEHHO NIOPAAH MTOBUIIEH PUCK OT HeOJIaronpHATHH nocneauii. Kakro ¢ppAeUHO-ChA0BaTa

- CMBPT, TaKa U HHCYIITHT Ca [10-YeCTH B TPyNaTa Ha ATHCKHPEH, OTKOJIKOTO B rpyniara Ha mnauebo, a
NpeACTABNABAIIMTE HHTEPEC HEXENaHH CEOMTHA H CEpPHO3HH HEXKeNTaHH ChOUTHS (XHIT
XHIOTOHHMA H OB0peuna fucdyHKIHS) ce ¢chOoOIaBaT Mo-4eCTO B IpylaTa Ha ajluc
rpynara Ha ruauefo.

Hemenanomen pax na koxcama
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ot 71 533 ciryqan Ha BKK u 8 629 ciyuan na CKK, 1 nomynauua ot ceorBetHo 1 430 833 1 172 462
MOIXO41H KOHTpoau. Bucokara ynotpeba Ha X XT3 (xymynatueso 250 000 mg) e cpbp3aHa ¢ KOPHTHpaH
OR 1,29 (95% CI: 1,23-1,35) 3a BKK 1 3,98 (95% CI. 3,68-4,31) 3a CKK. HabmonapaHa ¢ acHa Bpb3Ka
KyMynaTHBHa 1o3a-0troBop Kakro 3a BKK, Taka u 3a CKK. JIpyro npoy4BaHe MOKa3Ba BB3IMOMKHA BPb3Ka
Mexy paka Ha yeThuTe (CKK) u ekcriosuimsTa Ha XXT3: 3a 633 cilydaH Ha pak Ha YCTHHTE € nioAOpana
nomynaumd ot 63 067 moaxoAslIH KOHTPOJIH, KATO C€ K3M0JI3Ba CTPATErHA 3a B3eMaHe Ha Ipoow,
OIpeeNeHa oT pucka. JleMOHCTpHpaHa ¢ Bpb3ka KyMyJlaTHBHA A03a-0TToBop ¢ xopurkpad OR 2,1 (95% CI:
1,7-2,6), Hapacteam 1o OR 3,9 (3,0-4,9) 3a Bucoka ynorpe6a (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-
BHCOKATa KyMyJlIaTHBHa qo3a (~ 100 000 mg) (Bx. c¢bmo Touka 4.4). |

IleanaTpyUyHa nOMynanMs
EBponeicKaTa areHiyA 10 JIeKapcTBaTa OTJIATa 3aJb/DKEHHETO 32 NIPEe/IOCTaBAHE Ha pe3yITaTHTe OT

[IPOYUBAHHUATA C pEQEPEHTHUA JICKAPCTBEH HPOAYKT, ChABPXKALI OJIMECAPTaH

MEIOKCOMHJL/aMIIOAMIINH/ XHAPOXJIOPOTHA3HI, BbE BCHUKH MOArPYIH HA NEAHATPHYHATA MOMy/IalHA 32
Pa3pemmeHoTO NoKasaHHe eCeHIMATIHA XHICPTOHMS (BXK. TokKa 4.2 3a MH(OPMAIHA OTHOCHO ynorpeba B
NeAUATPUATA). -

5.2 ®@apMakoKHHETHIHH CBOHCTBA

EnHOBpEMEHHOTO MPHIOKEHHE Ha OJIMECAPTAH MEIOKCOMMI, aMJIOAMITHH B XHAPOXJIOPOTHA3H] HAMA
KIHHHYHO 3HAYMMH €(EKTH BEPXY (HapMaKOKHHETHKATAa HA BCeKH eIHH OT KOMIIOHEHTHTE MpH 31paBH

HHIUBHIH.

Crien mepOpasiHO MPHIIOXKEHHE Ha KOMOHHAIMATA ¢ (PMKCHpAHA J03a OT OJIMecapTaH

MENOKCOMHIL/ AMITOIUNUH/ XHAPOXJIOPOTHA3H IPH HOPMAJIHH 3/[PABH BB3PAaCTHH, MAKCHMAIIHH IUIa3MEHH
KOHIICHTPALMH Ha OJIMECAPTaH, aMJIOAMIHH U XMAPOXIIOPOTHA3H] C€ AOCTHIAT CHOTBETHO 3a OK010 1,5 10
3 yaca, 6 no 8 gaca M 1,5 no 2 yaca. CkopocTTa 1 cTeneHTa Ha abcopbuus Ha onMecapTaH MEOKCOMH,
aMJIOIHNHWH H XHIPOXJIOPOTHA3K OT KOMOWHAaIMA ¢ (PUKCHpaHH JO3H OJIMECAPTaH
MEAOKCOMHII/aMJIO/THITHH/ XMAPOXJIOPOTHASH Ca CHLINTE, KAKTO KOraTo ce IPHIaraT KaTto JBOHHO
¢rxcHpaHa KOMOHHALMA OT OJIMECAPTaH MeIOKCOMHIT H aMJIOJIMITHA 33€J{HO C €Z[HOKOMIIOHEHTHA TadJIeTKa
XHAPOXJIOPOTHA3KA HIIH KOTATO Ce mprlara ABoiiHo (PHKCHpaHa KOMOHHALMA OT OJIMECAPTAH MEJOKCOMHIL H
XHJPOXJIOPOTHAZH]L 3a€JHO € IHOKOMITOHEHTHA TA0NeTKA AMIOIMITHH B CBITHTE JO3H. XPAHATA HE BIIHAC
BbpPXY OHOHAJIMYHOCTTA HA KOMOMHALMS OT :bHKcupaHH J03H ONIMecapTaH

- MEIOKCOMIIY aMJIOAMNAH/ XUAPOXTIOPOTHAZH]L.

OnmMecapTaH MENOKCOMHI
Abcopbyun

OnMecaprad MeAOKCOMHAN € npeteKapcTBo. [To BpeMe Ha abcopOnuaTa OT CTOMAIIHO-YPEBHHA TPAKT TOH
O1p30 ce npeobpasyBa OT ecTepazuTe B YpSBHATA MYKO3a M B KPBETA HA MOPTAJHATA BEHA IO
(rapMaKoJIOTHYHO aKTUBEH MeTabouT onMecapTaH. B riasmara unu eKCKpeTuTe He ca OTKPUTH UHTAKTEH
ONMECapTaH MEAOKCOMHWII WITH HEMPOMEHEHA CTpaHMYHA MEeJOKCOMIIOBA Bepura. Cpennara adcomoTHa
OMOHATHMYHOCT Ha onMecapraH Tabnerku € 25,6%.

CpeaHara MaKCHMATHA [a3MEHA KOHNSHTPALHS (Cpnax) Ha ONIMECapTaH C¢ TIOCTHIA N0 2 Yaca cnen
NepOpaTHO NMPHAOKEHHE HAa OJIMECAapTaH MEIOKCOMUJ, KATO ILIA3MEHATE KOHIIEHTPAllHH Ha OJIMEecapTaH ce
MOBUIIABAT MOYTH JIMHEHHO ¢ MOBHINAaBAHE HA €JHOKpaTHATa MepopaliHa Jo3a Ao okono 80 mg.

XpaHara HMa MHHHMAaJIEH e(eKT BbpXy OHOHATHYHOCTTA Ha ONMecapTaH, I0pajH KOETO ONIMeCapTaH
MEZIOKCOMMUJI MOXE /1a C& TPHJIAra CbC KK Oe3 xpaHa.

Pasnpeoenenue
OnmecapraH ce CBBpP3Ba BBE BHCOKA CTETIEH C MUa3menuTe poteunu {(99,7%),
KJIHHAYHO 3HAYHMH B3aUMOACHCTBIA, IBJDKALH C€ Ha M3MECTBAHE OT M .
OJIMECapTaH | JPYTH aKTHBHM BELIECTBA C BUCOKA CTENEH Ha a CBbp3BAHE C nias!
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(KO€TO € IOTBHPIEHO OT JIUICcaTa Ha KIHHAYHO 3HAYUMO B3aAMOACHCTBHE MEXKIY OJIMECAPTAaH MEIOKCOMMII
H pap¢apuH). CRBP3BaHETO HA OJIMECAPTAH C KPBBHUTE KIIETKH € He3HAUMTENHO. CpeHuiT obeM Ha
pasmnpeleiceHHe Cllell UHTPaBeHO3HO MpWiokeHue & HUCHK (16 — 29 1). '

Buompancipopmayus

ToTanHHUAT MNa3sMeH KIHPBHHC Ha oiMecapTaH obukHoBeHO ¢ 1,3 I/h (CV, 19%) 1 € cpaBHHTETHO HHCBK B
CpaBHeHHE ¢ YepHOAPOOHUA KpBBOTOK (oKono 90 I/h). Cnen nepopanHo NPpWIOKEHHE HA €AHOKpATHA 033
MapkHpan ¢ 1C onMecaptas MegokcoMu, 10—16% ot npusioskeHaTa palHOAKTHBHOCT € O1Jia eKCKpeTHpaHa
B YPHHATA (MO-TONAMATa YacT B PAMKHTE Ha 24 yaca clie]l IPHIOKEHHETO Ha 103aTa), & OCTAHAIATA YacT OT
NpUIOKEeHaTa PaJMOAKTHBHA J03a ¢e OTKpHBa BhB (ereca. Kato ce iMa mpeABHA CHCTEMHATA HATHYHOCT OT
25,6%, Moxe Ja ce M34ynciH, ye abcopOHpaHUAT OlIMecapTaH ¢e OUHCTBA KaKTO Ype3 OnOpeyHa exckperus
(okono 40%), Taka U upes xenaroSunMapHa ekckpenus (okono 60%). Lianara pp3cTaHOBEHA
PagHOAKTHBHOCT C€ JBHKH Ha oliMecapTaH. He ca HaMepeHHM ApyTy 3HAYMMH METa0O/IMTH. |
EnTepoxenaTalHUAT KpbroBpaT Ha OJIMECapTaH € MUHMManeH. Thil KaTo ro/sMa 3acT OT OJIMECapTaH Ce

- EKCKPETHpPa 4pe3 XIBYHHTE MBTHINA, YHOTpebaTa My NpH NalHeHTH ¢ OHinapHa o6CTpyKIMA €
NIPOTHBOTIOKA3aHa (BXK. Touka 4.3). |

Enumunupane

TepMHHATHHAT €TMMHHALIMOHEH MOJYKHBOT Ha OJIMecapTaH Bapupa Mexay 10 H 15 gaca cnen
MHOTOKPATHO NEPOPaHO Nipiokenune, CTallioOHapHO ChCTOSHKE (Steady state) ce NOCTHra Clie
MPHIIOKEHHE B NPOAB/DKEHHE HA 2-5 1HH H cnefl 14 AHn Ha MHOMOKPaTHO MPHIOKEHHE He ¢a HAMEPEHH
JI0KA3aTENCTBA 3a AOMWIHHTEHO KyMynupane. BrOpeuyHuar winpbsHe e npudbnuzurenHo 0,5 - 0,7 Vhue
HE3aBUCHM OT J03aTa.

Jexapcmeenu gzaumoodeticmeus

Konecesenam-cexeecmpanm na XeavuHama Kucenuna

EnHoBpeMeHHOTO Mpunoxenne na 40 mg onMecaptan MmegoKCOMMI B 3 750 mg koneceBenaM XUAPOXIIOPH/L
IIPH 3APABH YHACTHMIM BOIH A0 28% nonmkenue Ha Crax H 39% nonmwxkenue Ha AUC Ha onmecaprad. 1]o-
cnabu eexTH, CbOTBETHO 4% U 15% Hamanenue Ha Cpa # AUC ca HaOmonaBaHu, KOraro ofiMecapTaH
MEJIOKCOMHRII Ce IIprnara 4 yaca npeam KoneceseaaM Xuapoxiopua. ENMMHHAIMOHHUAT OTY>KHBOT Ha
OonMecapTaH ce Hamayaea ¢ 50-52%, He3aBUCHUMO OT TOBA JANTH C€ NpUaraT €IHOBPEMEHHO HiH 4 yaca
TIIPeaH KOJIECEBENaM XHAPOXIopH] (BXK. Todka 4.5). |

AMIOOUITHH

Abcopbyus

Cnen nepopaiHO NpHIOKEHHE HA TEPATIERTHYHH JO3H, aMJIOTHITHH ce abcopOupa nobpe ¢ MakcuMaIHH
IUIA3MEHH KOHUESHTpaLHK Mexay 6 u 12 yac cnen npueMa. A6comoTHara OHOHAUTHYHOCT € MEKIY 04% H
80%. AGcopOuHATa Ha aMNIOTHITHH HE Ce BIMAE OT MPHEMA Ha XpaHa.

Pasnpedenenue
Ob6eMbT Ha pasnpenencHue e okono 21 /kg. ITpu in vitro n3cieABaHHA € ONPeAEeHO, Y€ 0ko10 97,5% ot
LMPKYJIHPALIHA AMJIOIHITHH CE€ CBBP3BAT ¢ [UIA3MEHHTE MPOTCHHH.

Buompancopraius

AMJIOHITHAH ce META0ONIH3Hpa €KCTEH3MBHO B YEPHHS Apod AC HEAKTHBHH MeTaﬁonHm karo 10% or
H3XOAHOTO BelecTBO B 60% OT MeTaboNHTHTE Ce eKCKPETHPAT Ype3 ypHHAaTa.

Enumunupane

TepMHHATHHAT TUIA3MEH NOMYKHBOT Ha eNMMHHHpaHe € okoJo 35-50 yvacau e B b
SAHOKPATHO JHCBHO JO3HpaHE.

29 3 . J‘z:'qj-: raa e bv::"‘ :
DE/H/6348/001-005/IA/010 - \ ﬁw



XUAPOXNOPOTHA3H

Abcopbyus |

Cnen nepopasiHo IPHIIOKEHHE Ha OJIMECAPTAH MEAOKCOMMI H XMIPOXJIOPOTHA3H B KOMOHHALIHA, CPEAHOTO
BPEME 3a JIOCTUI'aHE HA MAKCUMAJIHY KOHLICHTPAllHHA HA XUAPOXJIOpoTHasHa e 1,5 no 2 Jyaca cnen
TIPHJIOKEHHETO.

- Pasnpeoenenue

XHAPOXJIOPOTHA3K] C€ CBBP3BA C TUIA3MEHHTE NpoTeHHH B 68%, a mpUBMAHKAT My 00eM Ha pasnpeAeicHHe
¢ 0,83 - 1,14 I/kg.

buompanchopmanus
Ilpu xopa XxuAPOXIOPOTHA3K HE ce MeTaboMH3Hpa, a c€ eKCKPeTHpa II0YTH HAITEKIHO KaTO HENPOMCHEHO
AKTHBHO BEILIICCTBO C YPHHATA. |

Enunmunupane

Oxkono 60% ot nepopaiHara 1032 C€ eIMMHHHPA KaTO HENPOMEHEHO aKTHBHO BellleCTBO B pAMKHUTE Ha 48 h.
brbpeunusaT kuprae € okono 250 — 300 ml/min. TepMHHAIHMAT €THMHHALKOHEH TMOTYKUBOT Ha
xHApoXopoTHasua € 10-135 yvaca.

CrnenyaiHy NonyJalmHH MauHeHTH

Heduampuuna nonyrayus

EpponiejickaTa areHupg no sekapersara OT/Iara 3ab/DKEHHETO 3a NPEAOCTaBiHe Ha Pe3yITATHTE OT
NpoyYBaHHsATa ¢ KOMOHHAIMATA OT PHKCHPAHH 03U OJIMEcapTaH
MEIOKCOMHII/ aMJIO AAITHH/ XHAPOXJIOPOTHA3H], BB BCHYKH MOATPYITH Ha TNieMaTpHYHAaTa MOy 1ALl 3a
Pa3speLISHOTO MOKA3aHNE €CCHLHAIHA XMIIEPTOHHA.

.,

- Cmapvecka sb3pacm (na 65 wuau nogeye 200uu)

Ilpy naupenTu ¢ xunepronus, AUC Ha onMecapTaH B CTAlIMOHAPHO ChCTOAHKE € OHUNa NOBHIIIEHA ¢ OKOJIO
35% npu nanMeHTH B cTapuecka Bb3pacT (65—75 roauum) U ¢ 0kono 44% npu MHOTrO BB3pPacTHH NIALHEHTH
(=75 rogunn) B CpaBHEHHE C IPYIIMTE B I0-MJIANA BE3PAcT (BXK. Touka 4.2).

ToBa MOXe NOHE YaCTHYHO Ja € CBBP3aHO ChC CPEAHO HaMalleHHe Ha OB0peuHaTa yHKLHA [TPH TasH rpyna
nanueHTH. IlpenopbuMTe AT pexxHM Ha AO3HPAHE 3a XOpa B ¢TapyecKa BL3pacT 0bavue € ChINMAT, BRIIPEKH
ue TpadBa 13 ce BHHMaBa NpH NOBHIIABAHE Ha J03aTa.

BpeMeTo 3a 1ocTHraHe Ha MAKCHMAJIHH IUIa3MEHH KOHLIEHTPaLHH Ha aMJIOAHITHH € CXOIHO TPH MJIaIH
MMalHUCeHTH U NNpH [IAaIIHCHTH B CTAp4YCCKa BE2pPacT. AMJ’[OI[I-I]'IHHDBPIHT KIHPERHC UMa TCHACHIINA KBM
NOHMXaBaHEe, KOSTO BOAH A0 nopumaeade Ha AUC H Ha eTMMMHALIMOHHHASA NOMY>KUBOT IIPH XOpa B
CTap4uecka Be3pacT. Hapacreanero Ha AUC ¥ Ha eTMMHHALMOHHUAT NOJIYKUBOT MPH MALMEHTH CBC
3aCTOMHa ChP/JAEYHA HEJOCTATHYHOCT € OMJI0 CIIOpe/] 04aKBAaHOTO 3a CHOTBETHATA Bb3PacTOBa rpyna (BXK.
TOYKa 4.4).

- OrpappyeHdTe TaHHYW NIPEMIIONAraT, 4e CHCTEMHHAT KIIMPBHC HA XHPOXJIOPOTHA3HA € MOHMKEH, KaKTO [PH
3JpaBH, Taka M IIPH DALMEHTH C XHUIMIEPTOHHS B CTApYECcKa BH3PacT B CPaBHCHUE ¢ MJIaJH 3PAaBH
JA00pOBOMIIH.

bvbpeuno yepexcoane | .
ITpr nanuenTH ¢ yepeaena 6s0peuna ¢yukums, AUC Ha oMecapTad B CTALHOHAPHO CHCTO

noBuLKNA ¢ 62%, 82% 1 179% CHOTBETHO NMPH NMAIHEHTH ¢ JIEKO, YMEPEHO TEXKKO H
6b6peuna GpyHKUIA B CpaBHEHHE CHC 3PaBH KOHTPONH (BK. ToukH 4.2 1 4.4). Da
OJIMECAPTAaH MEAOKCOMMIN NPU NAIMEHTH Ha XEMOAHAIN3a HE € MPOyYeHa.
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AMJIOAMITHH HE KOPEJIMPAT ChC CTEIEHTA Ha On0OpetHo yepexaaHe. [Ipu Te3n mauHeHTH aMyIoJHUITHH MOXKE Ja
ce npunara B oOH4aliHaTa [03a. AMIIOZHITHH HEe ¢e JHAITH3Hpa.

[TomykMBOTHT Ha XHIOPOXJIOPOTHAZM € YABIKEH NPH MNAIlMEHTH ¢ yBpeaeHa 0u0peuna ¢yHKIms.

Uepnoopobne yepesxcoane
Cnen nepopalHO IPHIIOXKEHHE Ha eJHHUYHA 1033, cToitHocTHTe HA AUC Ha onMecapTan ca 6% 1 65% mno-

BHCOKH [IPH MalHEHTH C JIEKO H YMEPEHO TEXKO YBpeAeHa YepHoApoOHa (PYHKLHA, B CPABHEHHE CBC
CBOTBETHHTE 3ApaBH KOHTpo M. HecBbp3aHara ¢pakiuma Ha OIMecapTaH Ha 2-Hs 49ac Chiel IPHITOKSHHUETO
IIPH 3ApaBy JOOPOBOILM, NIPH TALMEHTH C JIEKO YBpeAcHa YepHoApoOHa QYHKIHS H [IPH NAUMEHTH C
YMEPEHO TEXKKO YBpeAeHa YepHoApoOHa ¢pyHKum € choTBeTHO 0,26%, 0,34% u 0,41%.

Crex MHOTOKpAaTHO NPUIIOKEHHE Ha [TAMEHTH ¢ YMEpeHo YepHoapobHo yBpexkzaane, cpeaHata AUC Ha
OJIMEcapTaH € OTHOBO 0K0JI0 65% No-BHCOKA OTKOJIKOTO AIPH CHOTBETHHTE 3APABH KOHTpoaH. Cpeanata Chax
Ha OJIMECapTaH € CXO/IHA TIPH NTALHEHTH ¢ YBpeIeHa YepHOAPOOHa PYHKIMS U DU 3APABH HHMBAZ.
OnmMecapraH MEAOKCOMMIT He € IPOYUBAH NPH HALHEHTH C TEKKO YBpeAeHa YepHoApoGHa GyHKIMS (BXK.
TouykM 4.2 u 4.4).

KnMBAYHATE JaHHH OT MpWIaraHeTo Ha aMJIOAMITHH NPH NAaLHUEHTH ¢ YepHOAPOOHHM HAPYLICHHS ¢a MHOTO
orpaHnueHu. [1py nanmenTu ¢ yBpeneHa yepHoApoOHa GyHKIMA KITMPHHCET HA AMIOJIATIHH € NOHIKEH K

MOJIYXKHBOTET € y/Tb/DKEH, KOETO BOIH 10 noBrmasane Ha AUC ¢ mpubimnsurenso 40-60% (Bx. Touku 4.2
u 4.4). |

YepHoapoOGHOTO yBpexaaHe HAMA CHIIECTBEHO BIIMAHHE BBPXY (apMaKOKHHETHKATA Ha XHAPOXJIOPOTHA3HA.

5.3 IlpeaxiABHYHM JAHHH 32 0€30NMaCHOCT

Kom6GuHanuaTa oamecapTal MeI0KCOMHII/aMIOAMITHH/ XHAPOXIOPOTHAZHIL
IIpoy4BaHeTO 32 TOKCHYHOCT clieZl MHOTOKPATHH /103 NPH IUTbXOBE AEMOHCTPHPA, Y€ KOMOHHHPAHOTO

NPUIOKEHHE HA OIMECapTaH MEJOKCOMMIL, aMJIOAHITHH ¥ XHUAPOXJIOPOTHAZHA HHTO YREIHYABA HAKOS OT

C'LOﬁ].l],eHHTB NNO-paHO H CHICCTBYBAIIH TOKCHYHOCTH € OTACIHHTE CPCACTBA, HHTO IIPEIW3BHKBA HOBA
TOKCHYHOCT K HE ¢€ HAOMONAaBaT TOKCHKOJOTHYHH CHHCPIrHYHH eq)em.

He ca npoBex1any JOMBIHATEIHH NPOYYBaHHS 32 MYTar¢HHOCT, KAHLUEPOI€HHOCT M PEIIPOAYKTHBHA
TOKCHYHOCT 32 KOMOMHAIMATA ¢ PUKCHPAHU 03U OJIMECAPTAH

MeIOKCOMII/aMITO MMM E/ XHAPOXIOPOTHA3H], HasHpaiiky ce Ha nobpe U3BeCTHHS Npodua Ha Ge30MacHoCT
Ha OTAETHATE aKTHBHY CHCTABKH.

OnMecapTaH MEAOKCOMELT

B npoyuBaHMATa 33 XpOHHYHA TOKCHYHOCT,IIPOBEIEHA BBPXY ILTEXOBE H Ky4€Td, OJIMecCapTaH MEJOKCOMMJI
noka3Ba ePEeKTH, KOUTO ca CXOIHH ¢ aApyrure AT petlenTopHH aHTaroHUCTH U ACE-nHXuGHTOpH:
MOBHINEHHE Ha KPbBHaTa ypes (BUN) u kpeaTunuHa (upe3 GyHKUHOHAITHA NPOMEHH B OBOpeLMTE,
JOBJDKAINM ce Ha Ojokupann AT penienropn); HamalapaHe TETNIOTO Ha CHPUETO; ITOHMKABAHE Ha
IIOKA34TENIHTE Ha ePUTPOLMTHTE (OpoH epHTPOLITH, XeMOTTIOOHH, XEMATOKPHT); XHCTOJIOIMYHH AaHHH 34
OBOpeYHO yBpeXIaHe (pereHepaTUBHH Jie3un Ha OBOpeuHUs €IUTEl, VIUTETHABaHE Ha Oa3airaTa MemOpaHa,
AHnaTauud Ha TyOyaure). Tesn HexXelaHH peakildH, OIb/DKAIK ¢e Ha (PapMaKOoIOrHYHOTO ACHCTBHE Ha
OJIMEecapTaH MEJIOKCOMMII C€ MPOABSBAT B MPEIKIMHHYHHTE IPOYyUBAHUS U Ha ApYrd AT peuenTopHu
aHTaroHHCTH U ACE-mHx#OMTOpH, 1 MoraT 1a ObIaT HaManCHH 4pe3 €AHOBPEMEHHOTO NIEPOPAITHO
NPHIIOKCHHE HA HATPHEB XJIIOPUA. |

[TonoOHO Ha ocTaHaymMTe AT) pelenTOPHE AHTATOHKCTH, € YCTAHOBEHO Y€ OJIMecapTaH
[IOBHILIABA YECTOTATa HA XPOMO3OMHHTE abepailii B KINEThYHH KYJITYPH in Vitro, HO HE 1o 0C L\
JAHHH OT MIPOYUBAHUATA 38 FeHOTOKCHYHOCT IFOKA3BAT, Y€ € MAIKO BEPOSTHO OJIMECA A IRt ) Y.
reHOTOKCHYHH e()eKTH B YCJIOBHATA HA KIHHAYHA yrioTpeda. | S B

\

1 t':;:‘- .."L..:E-it A -‘:.‘ I ] .f---._ ';
OnmMecapran MEIOKCOMMI He € KAHIIEPOTE€HEH NPH TUTEX0BE WM TPAHCTEHHHM MHILIKH. ), >~ "% &
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B npoyvBaH#iA 3a peNpoAyKTHBHaZ TOKCHYHOCT NPOBEICHH BbPXY IUTHXOBE, OJIMECAPTAH MENOKCOMHII HE
TIOBJIHABA (PEPTHIMTETA U HEe Ca HaMepeHH JIOKa3aTelICTBa 3a TepaToreHeH edekr. KakTo ¥ npH apyrure
aHrHoTeH3uH I aHTaroHKcTH, ciaen ekCmosuIMS Ha OJIMEecapTaH MEAOKCOMET TIPEXKUBAESMOCTTa Ha
NOKOJICHHETO € HAMAJIEHa, a Ccliefl IPHJIaraHeTo My Ha MaiikaTa B KbCHa OpEeMEHHOCT MM 110 BpeMe Ha

KbpMeHe € HabmoaBaHa JUaaTalya Ha ﬁ’bﬁpeqﬂme nerendera. [Ipy 3aiiiy HAMa JaHHH 32
(l)emT(}KCHqHacT

AMIOIHUOVH

Penpooykmuena moxcuunocm

PenpoayKTHBHH [IpOy4BaHHs BEPXY IUIBXOBE H MHULIKH MOKA3BAT JaHHH 32 YABIDKABAHE H 3aTpyAHABAHE Ha
PONMIIHHA MIPOLEC H NMOHIDKEHA HEOHATANIHA MPEXXHBIEMOCT Clie] IPUWIOKEHHE Ha AO3H, MPHOIU3HTETHO

50 ITETH FI0-BHCOKH OT MAaKCHMAJIHATA MPEMOPRYUTETHA ITPH XOpa, H3vKcieHa Ha 6asa mg/kg

Hapvuenun na gb_e_pmmumema

He ce nabmonasa edekT BppXy QepTHINTETA HA TTBXOBE, TPETHPAHU C aMJIOUIHH (FKMBOTHHTE OT MEXKKEH
10JI ca TpeTHPaHH 64 THH, a OT JEHCKH TI0J - 14 IHM npeH YHGTOCBAHETO) B AHEBHH 103H 10 10 mg/kg
(8 TpTH* MaKCHMAaNHATA MpENOPBYHTENHA 1034 oT 10 mg npH xopa, H34KCleHa Bb3 OCHOBA Ha mg/m®). B
APYTO NPOYYBaHEe BhPXY ILTEXOBE, IIPH KOETO dKUBOTHHUTE OT MBAKKH MO €A TPeTHPaHH C aM/10AHITHHOB
be3unar B npoas/pkeHHe Ha 30 JHH B 103H, CPABHUMH C JIO3HTE, NPHIAraHH MpH XOpa, H39HCIICHH Bb3
ocHOBa Ha mg/kg, ce HaOMOaBaT NOHIDKEHH CTOMHOCTH HA (OTHKYIOCTUMYTHPAIIKA XOPMOH H
TECTOCTEPOHA, KAKTO U [IOHIKABAHE HA CIIEPMAJIHATA ILTETHOCT M Ha 6pos Ha 3peMTe CHePMATHAH U
CepTronHeBH KICTKH.

Kapyunoceunesa, mymaeeneza | :

[Ipy naBX0BE W MMILKY, TPETHPAHH ¢ AMJIOMMITHH B JHETATA B NPOALJDKEHHE HA 2 TOOHHH ¢ KOHLICHTPAlLWH,
M34YHCIICHH J1a NIPeAOCTaBAT AHeBHM 103H oT 0,5, 1,25 1 2,5 mg/kg HAMa AaHHH 32 KaHUEpOreHHOCT. Hak-
BHCOKMTE JIO3H, KOMTO ca TIPHIaraHy (3a MHUIIKH ca mojo0H Ha, a 3 3a IUTbXOBE ¢a ABYKpaTHO™*
MaKCHMAaJTHHTE LIPENOPbYBaHU KJIMHUYHH 1034 oT 10 mg Ha mgfmg) ca OJTM3KH 10 MAKCHMAJIHATA [IOHOCHMA
[03a 38 MHMIOKH, HO HE H 32 IUTEXOBE.

IIpoy4BaHuATA 32 MyTareHHOCT He Moka3BaT ¢(eKkTH Ha PreHHO WY XPOMO30OMHO HHUBO.

*B3 0CHOBa Ha Terjo Ha maiHeHTa oT 50 kg

XHAPOXJIOPOTHAZH]
JIaHHMTE NpH H3CNEeABAHWATA C XHAPOXJIOPOTHA3K 38 TCHOTOKCHYEH HIIM KaHIIEpOTeHeH e(PEeKT NMPH HAKOH
EKCIIEPUMEHTAJIHH MOZEIU ¢4 HECHTYPHH.

6. @®APMALIEBTUYHH JAHHH
6.1 ChnEchbk HAa NOMOITHHATE BemeCcTBA . “ -

Aopo na mabnemrxama

- MukpokpHCTanHa Ueynosa
Jlakro3a MOHOXHApPAT

Ioeupon (K-30)

Kpocnosuaon

Hatpues numecteH rnukonat (THm A)
KonouaeH, XuapaTupad CHIHIHEB JHOKCH]I
Marne3ueB cTeapar
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Onmecra A ITmoc 20 mg/S mg/12.5 mg punmupanu tabnerku
Onaopaii I 85F 18378 6810 nokpumue: |

YacTrano xuaponusupas noaueHHIIOR ankoxon (E1203)
Turanor anokcuzn (E171)

Maxkporon 4000 (E1521)

Tanx (E553b)

- Onmecra A Tlmoc 40 mg/5 mg/12.5 mg u 40 mg/5 mg/25 mg dprimMupany TabneTky

Onaodpait I 85F22055 sicenmo noxpumue:

YacTH4HO XMAPONU3HPaH NONMBHHWIOB ankoxon (E1203)
Turanop guoxcun (E171)

Maxkporon 4000 (E1521)

Tanx (E553b)

Xent kenezen okeng (E172)

Oamecta A [Liroc 40 mg/10 mg/12.5 mg u 40 ﬁlg{lO mg/25 mg hunMUpaHy TabNeTKH
Onaopaii I 85F94526 pozoeo noxpumue:

HacTHuHO XUApOMU3HpaH noMuBHHIIIOB ankoxoi (E1203)
Turanos guokcun (E171) |

Makporon 4000 (E1521)

Tank (E553b)

Yepeeu xenesen oxkeua (E172)

6.2 HecnrBMecTHMOCTH

Henpnﬁoxmmo

6.3 Cpox Ha rognocT

3 roznHM

6.4 Coenua/HH yCI0BHSA HA ChbXPaneHHe

Ja ce cpxpaHaBa B OpHIHHANTHATA ONIAKOBKA, 33 J1a Ce MPeAIa3n-OT CBETIIMHA. 1031 IEKapCTBEH IMPOIYKT HE
H3HCKBA CIICLIMATTHHY TEMIIEPATYPHH YCJIOBHA HAa ChXpaHEHHE.

6.5 Jlanan 32 ONAKOBKATA

OPA/A/PVC - Al Gmmcrepn | |
Bunose onaxoeku: bivictepn ot 14, 28, 56 1 98 Tabnerki wim neppoprpanin OJTHCTEPH C EAHHHYHA 1033 OT
28 x 1 198 x 1 Tabnerky. |

He BCHuky BMIOBE OMAKOBKH MOTAT Aa ObAaT MyCHATH HA Na3apa.

6.6 CuoenuajHu npeanaA3HH MEPKH NPH YHHUIOXKABaHe H paGoTa

HewusnonssaHusST NpOAYKT HWIH OTHaAEYHHTE MaTEpHATH OT HEro TpA0Ba Ja ce YHUI0XKABAT B ChOTBCTCTBHUE
C MECTHHTE U3HCKBAHMA.

7. TIPHTEXATEJ HA PAPEIIEHMETO 3A YHOTPEBA

TevaB.V.

Swensweg 5
2031 GA Haarlem
Hunepnanous

B | Ny
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8. 'HOMEPA HA PAZPEHIEHHETO 3A YIIOTPEBA -

Ommecta A Tlmoc 20 meg/5 me/12.5 m
Per. Ne 20210027

Onmecta A Tlnoc 40 mg/S mg/12,5 mg
Per. Ne 20210028

Onmecta A Tlmoc 40 mg/10 mg/12.5 mg
Per. Ne 20210029 '
Onmecta A Imroc 40 mg/S mg/25 mg
Per. Ne 20210030

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

9. JIATA HA ITbPBO PA3PEIIABAHE/MIOAHOBSIBAHE HA PASPENIEHHETO 3A
VIIOTPEBA

Jara Ha mepBO pa3zpemarane: 05 ¢pespyapu 2021 r.

10. - JATA HA AKTYAJIM3NUPAHE HA TEKCTA

05/04/2023

34

DE/H/6348/001-005/1A/010



