KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
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1. UME HA JIEKAPCTBEHUSA ITPOAYKT

Onmecta A 20 mg/5 mg ¢puimupaHu TablIeTKH
Olmesta A 20 mg/5 mg film-coated tablets

Onmecta A 40 mg/5 mg ¢punmMupanu TabneTku
Olmesta A 40 mg/5 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH ChbCTAB

Onmecta A 20 mg/5 mg ¢puamupaHu TabNeTKH:
Beska ¢punmupana tabnerka Onmecta A cbhabpika 20 mg onmecaptad MeJOKCOMMI (olmesartan
medoxomil) u 5 mg amnoaunun (amlodipine), karo amnoaunuHoB 6e3unar (as amlodipine besilate).

Onmecta A 40 mg/5 mg punamupanu TabneTku:
Besika gpuamupana tabnerka Onmecta A cpabpxka 40 mg onmecaprad Me10KCOMMI (olmesartan
medoxomil) u 5 mg amnoaunuu (amlodipine), karo amnoaunuuos 6e3unar (as amlodipine besilate).

3a MbJIHUA CITUCHK HA NMOMOILIIHUTE BEllleCTBa BUIKTE TOo4YKa 6. 1.

[loMOLIIHO BELIECTBO C H3BECTHO JICHCTBHE
Bceska Tabnerka Onmecra A or 20 mg/5 mg cuabpika 12,30 mg 1akTo3a MOHOXHIpAT.
Bcsika Tabnerka Onmecta A ot 40 mg/5 mg cuabvpka 24,60 mg 1akro3a MOHOXH/pAT.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

Onmecma A 20 mg/5 mg: benu, Kpbriv, CTaHAAPTHO HU3NMbKHAJIH PUIMHUpPaHU TaObJIETKH C BUTBOHATO
penedHo o3HayeHHe "S" OT eHaTa cTpaHa; pyraTta cTpaHa Ha TabiieTKarTa € C IeJIMTe/IHa YepTa M ¢
BUTEOHATO penedHO o3HaueHue "2" OT NsBaTa cTpaHa Ha JenuTenHara Yepra v "0" oT aAcHaTa
ctpana. JlenurenHara uepTa € caMo 3a yJIeCHABaHE Ha CHYNBAHETO C LIEJI MO-JIECHO TNOrTbllaHe, a He
3a pas/ieisHe Ha PaBHH JI03H.

Onmecma A 40 mg/5 mg: XbAT€eHUKAaBH, KPBIJIK, CTAHAAPTHO M3ITbKHAJIH, (UIMHPAHH TaOJIETKH C
BTbOHATO penedHO o3HayeHue "S" OT eHaTa cTpaHa; ApyraTta cTpaHa Ha TabyieTkara e ¢ JIeJIMTe/IHa
yepTa M ¢ BTLOHATO penedHo o3Havenue "4" oT ngBara cTpaHa Ha JenMrTesiHaTa yepra v "0" ot

nscHara crpasa. JlenuTenHaTta yepra € caMo 3a yJIeCHABAHE Ha CHYNBAHETO C L€l [10-JIECHO
norjibiliaHe, a He 3a pas3/e/isHe Ha PaBHU J103H.

4. KJUHHUHYHH JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS

JleueHue Ha eceHLIMaIHA XUTIEPTOHHS.

Onmecrta A € nokasaH 3a Bb3pacCTHH MaLMEHTH, YHETO apTEPHAITHO HAJIAraHe HE €
KOHTPOJMPAHO OT MOHOTEpAIUs ¢ 0JIMecapTaH MEOKCOMMIT HJIH aMJIOJIMITHH (BK
Touka 5.1).
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4.2 Jlo3HpoBKA R HAYHH HA NPHJACKEHHE

O3HPOBKA

Bb3pacTHH
[TpenoprunTtenHara 1o3a Ha OnmecTa A e | Tabnerka JHEBHO.

Onmecta A 20 mg/5 mg Moxe Aa ce npuiara rMmpH NalHEeHTH, YHETO apTePHaNTHO HANIAraHe He ce €
MOBMMAIO B JOCTATBYHA CTENEH OT MOHOTEpanua ¢ 20 mg onMecapTaH MEIOKCOMHIIT WIH 5 mg
aMJIOTHIHH.

Onmectia A 40 mg/5 mg MoXe fa ce mpwiara npH NauyeHTH, YHEeTO KPBBHO HAJIATaHE He Ce €
[OBJIHAIIO B AOCTaTb4Ha cTeneH ot Onmecta A 20 mg/S mg.

IMpenopbyBa ce MOCTENEHHO THTPHPaHE HAa A03aTa Ha OTACITHUTE KOMMNOHEHTH, NPEAH Aa C¢ NPEMHHE
KbM JIeUeHHE ¢ PUKCHpaHaTa KoMOMHauua. Korato e KIHHH4YHO 060CHOBaHO, MOXKE Aa C€ OOMHCH
IHPEKTHO NMPEMUHABAHE OT MOHOTEpamnHA KbM GHUKCHpaHAaTa KOMOMHALIHSL.

3a ynoOCTBO, MAMEHTHTE, KOUTO NOTy4YaBaT OIMecapTaH MEAOKCOMILT M aMJTIOIWTIMH KaTo OTAE/HH
TalneTKH, Morar Ja npeMuHat Ha TabneTku Onmecra A, ChABPXKALIY CBLIWTE JO3H HA KOMNIOHCHTUTE.

Onmecta A MoxKe Aa c€ npHéMa che Wik Oe3 xpaHa.

Cneyuanuu nonyaayuu
Cmapuecka év3pacm

KaTto nsano He ce Hanara aganTHpaHe Ha NMpenopbyUTeHaTa 1034 NPy NalHeHTH B CTap4YecKa Bb3pacT,
HO MMOBHILABAHETO HAa N03aTa TPSOBa a ce M3BbLPLIBA ¢ TIOBHILIEHO BHUMaHHE (B)XK. TOUKH 4.4 1 5.2).

AKO Cce Hajlara nocTeNeHHo NOBHIIaBaHe [0 MakcUMalTHaTa 103a oT 40 mg oMecapTaH MEIOKCOMM
JHEBHO apTEPHATTHOTO HalaraHe Tpsabsa fa ce npocneadasa ¢ NOBHLICHO BHUMaHHE.

Bvbpeuno yepeacoane

[Nopaan HegOCTATBUHMA ONHT C NO-BHCOKH A03H MPH Ta3H rpyna nalMeHTH, MAKCHMaJIHaTa 1032 NpH
TALMEHTH C JIEKO JI0 YMEPeHO TeXKO yBpeaeHa 6b0peuHa QyHKUMA (KpeaTHHHHOB KJIMPBHC 0T 20-
60 mi/min) e 20 mg onMecapTaH MeJJIOKCOMHI BeAHbK AHeBHO. YnoTpebata Ha Onmecta A npu
MALHEHTH ¢ TeXKO OLOpeuHo yBpexaaHe (KpeaTHHHHOB KITHPBHC < 20 ml/min) He ¢e npenopbUba
(Bk. TOuKH 4.4 ¥ 5.2).

[1pH naumeHTH ¢ yMepeHo u3pazeHo 6v0peuHo yBpexkaaHe ce npenopbUBa NpociieABaHe Ha HHBATA
Ha KaJlid U KpeaTHHHHA.

Heproopobuo yepexcoane .
OnmMecta A Tpabra na ce W3M0/A3Ba ¢ MOBHINIEHO BHUMAHHE NMPH NAUHEHTH € IEKO A0 YMEPECHO

yepHOAPOOHO yBpexaaHe (BX. TOUKH 4.4, 5.2).

[MpH NALHEHTH C YMEPEHO U3Pa3eHO YepHOAPOOHO yBpEXAaHe Ce Npenopkysa HavyanHa nosa ot 10 mg
OJIMECapTaH MEJOKCOMMII BEAHBXK AHEBHO, a MAKCHMATHATA IHEBHA 1034 He TPAOBa Aa npeBHilaBa

20 mg BeaHb:K AHeBHO. [IpH nauueHTH ¢ yBpeaeHa yepHOApoOHa GYHKIHA, KOHTO BEU€ CE JIEKYBAT C
AMYPETHLIH WHIH APYrY aHTHXHIIEPTEH3HBHH CPEACTBA, CE€ NPENophyuBa BHHMATETHO MPOC/ICAABAHE
Ha apTepHATHOTO HaArane B 6x6peuHara ¢pynxumns. Hama onur ot ynorpedara Ha onM
MEIZOKCOMWI NMPH NALHEHTH € TEXKO YepHOAPOGHO yBpeKaaHe.

[TonyHBOTHT Ha AMJIOAWIKH € YABDKEH MPH MALMEHTH C YBpecHa qepﬂo.upoﬁ
MpH BCHYKH KATLMEBH AHTArOHKUCTH, M NPENOPHKH 3a JO3HPOBKA He Ca HAIMpaBeH
OnmMecta A TpaGra a ce pHIara ¢ NOBMUIEHO BHUMAHHE NPH Te3W MauueHTH. TRk, -
4epHOAPOOHO yBpeKaaHe, GapMAKOKHHETHKATA Ha aMJIOAMIHH He € NPOoY'BaHa. FI-Rq—.n MR
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yBpeacHa 4epHOAPOoOHa GyHKLMSA TCUSHHETO ¢ aMIOAHIIHH TpA0Ba Aa 3an0YBa ¢ HAH-HACKaTa 1034 U
ia ce THTpHpa nocreneHHo. [1pH nauueHTH ¢ TEXKO YepHOAPOoOHO yBpeXKaane ynoTpebara Ha
OnmMecTta A € NpOTUBOTIOKA3aHa (BX. Touka 4.3).

Ieduampuuna nonyaayus _
BesonacHocTTa M epHKacHOCTTa Ha KOMOHHALMATA OT OJIMECAPTAH H aMJIOAMIIKH NPH JeLa H IOHOIIH
Ha Bb3pacT noa 18 ronuHu He ca yctaHoBeHd. HaMa HUIMYHK NaHHH.

HauuH Ha NpUIOXKEHNE
TabnerkaTa TpaOBa Oa ce MpHeMa ¢ AOCTATHYHO KOJMYECTBO TEMHOCT (Hanp. €lHa 4aila Boa).

TabnerkaTta He TpAOBa na ce AbBUYE M TPAOBa a ce NMpHEMA MO €HO H CHIIO BpeMe BCEKH JIEH.
4.3 IIporHBRONOKA3AHHS

CBpBXUYBCTBHTERHOCT KbM aKTUBHOTO BELLECTBO, KbM XHXHAPOMHPHAHHOBH MPOH3BOAHH HIIH KBbM
HAKOE OT NMOMOHIHHTE BEICCTBA, M30pOoeHU B Touka 6.1. |

BTopH ¥ TpeTH TPHMECTBP OT OpeMEeHHOCTTA (BK. TOUKH 4.4 U 4.6).

Texxka yepHoaApoOHa HeAOCTATHYHOCT M ODWIHapHa COCTPYKUHA (BX. TOUKa J.2).

EnnoBpeMeHHaTa ynorpeba Ha koMOHHALMATA OT OAMECAPTAH H @aMJIOJIHMHH C ATHCKHPEH-
ChAbPKALIH MPOAYKTH € IPOTHBONOKa3aHa NPH NAUMEHTH CBbC 3axapeH auaber win 6v6peuHo
yepexxaaHe (GFR < 60 ml/min/1,73 m?) (Bx. Toukun 4.5 u 5.1).

[Topaau CLABPKAHUETO Ha aMIIOJHITMH B CheTaBa Ha OnMecTa A TOH ChillO € MPOTHBONOKA3aH NpH
NAalLKEHTH C:

®  TEXKKa XUINOTOHHA,

° INOK ( BKJIFOUHTEHO KapAHOTCHEH LIOK);

° OOCTPYKLIHA Ha U3XOAHUA TPAKT Ha JiBaTa KaMepa (HarpHMep BUCOKOCTENEHHa a0pTHa
CTEHO32a);

° XEMOJIHHAMHUYHO HecTaOWITHA ChpAEYHA HEAOCTATHUHOCT Cliefl OCTbP MHOKapAEH HHPApPKT.

44 CnennaJnn npeAynpexieHHs H NpeANa3HA MEPKH NpH ynorpeda

Hayuenmu ¢ xunogoaemun uiu uzyepneane va nampuii: Ilpy nauueHTH ¢ XUNOBONEMHUS W/ MK
XHMOHATPHEMMUA BCIIEACTBHE Ha GopcHMpaHa JHypeTHYHA TEPANHS, OrpaHH4YeH TIPHEM Ha COJl, AHAPHS
WIM NOBpbIIAHE, MOXE Aa Ce NMOIBH CHMITOMATHYHA XMMOTOHUA NPEAUMHO Clie/l TbpBaTa 1034,
[Ipenopbusa ce KOPUTHPAHE HA TE3H CHCTOAHUA MPEaH NMPHAOKEHHETO Ha KOMOHHALMATA OIMecapTaH
H aMJIOJMITHH KK HENOCPEACTBEHO JICKAPCKO HAOMIOACHHNE B HAYANIOTO Ha JIEYCHHUETO.

Hpyeu cocmosnus cobC CMuMyRayus Ha peHuH-aRzuomen3uR-aroocmeponoeama cucmema. lpu
NalMEHTH, YHHTO CHAOB TOHYC U OBOpeyHa PyHKUMA 3aBUCAT NPEAWMHO OT aKTHBHOCTTA HA PCHUH-
AHTMOTEH3HH-ANAOCTEPOHOBATA CUCTEMA (HaMNp. NallHEHTH ¢ TEXKKa 3aCTOWHA ChpACYHA
HEJOCTATHYHOCT WM noanexaio 6u06peuHo 3abonssaHe, BKIOYHTENHO cTeHO3a Ha 6nOpeyHara
apTepHA), JICYEHHETO C APYTH JIEKapCTBEHH MPOAYKTH, KOMTO NOB/IMABAT Ta3H CUCTEMA (KaTo
aHrHoTeH3HH Il peuenTopHH AHTArOHUCTH) € CBBP3aHO ¢ OCTPa XHIIOTOHHS, A30TEMHS, OJIHTYPHA HITH
B peJIKH CITy4aH C OcTpa Ob0pevuna HeaoCTATHYHOCT.

Penosasaiina xunepmornua: CblUIECTBYBaA NOBHLIEH PUCK OT TEXKKA XUITOTOHUA U ObOpeuna
HeIOCTATHYHOCT, aKO MALMEHTH C JABYCTPaHHA CTEHO3a Ha 6LOPEUHHTE apTepHH WIH CTCHOTAT

aprepusTa Ha €AUHCTBECHUA GYyHKLIMOHMpall 6bOpeK ce JIEKYBAT ¢ JICKAPCTBCHH MPOA] /
NOBJIMABAT PeHHH-AHTMOTECH3HH-AN0CTEPOHOBATA CHCTEMA.,

bvopeuno yapexcoane u bvbpeyna mpancnaanmayun: Koraro KOMOHHaUHATA OT O
aMJIOZMITHH Ce M3NO0JI3Ba NMPH NALMEHTH ¢ yBpeacHa 6n0peuHa pyHKUMA, ce npenoy
NPOBEXKIAHETO Ha MEPHOJHYEH KOHTPOJ Ha CEPYMHHS Kajldi U HUBATa Ha KpeaTHH
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Ha KOMOWHALMATA OJIMECAPTaH H aMJIOAWITHH HE C€ NPeropbyYBa NPH MALMEHTH ¢ TeXKO OBOpeUHo
yBpexxaase (KpeaTMHHHOB KnupbHCe < 20 ml/min) (8x. Touku 4.2 v 3.2). Hama onur ot
[MPHIOKEHHETO Ha KOMOHHALMATA OJIMECapTaH H aMJIOAMIHH MPH NalMEHTH ¢ HACKOPO NPOBEACHA
6pOpeyHa TpaHCIUTAaHTALMS WK NPH NauMeHTH ¢ ObOpeyuHo yBpexknaHe B TepMuHaeH cTaaui (T.e.
KpEaTHHHHOB KIHPBHC <12 ml/min).

Hsotmo 6roxupane na penun-anzuomernsun-aroocmeponogsama cucmema (PAAC): Uma navum, ve
enHoppemeHHaTa ynorpeba Ha ACE uuxubutopu, aHrnorensus Il-penenropiu 6nokepu wiu
ANHCKHPEH NMOBHLIABA PHCKA OT XHNOTOHKSA, XHNEpKaIMeMus W HaMaiaBaHe Ha ObOpeuHaTa QyHkims
(BKTIOUMTENIHO OcTpa OpOpeuHa HemocTaThuHOCT). [lopaayu ToBa He ce MpenopeYBa ABOHHO
6nokupaHe Ha PAAC upes komOunHpanara ynotpeba na ACE uuxudurops, aHrHorensus 1l-
peLienTOpPHK ONOKEPH WX aTHCKHPEH (Bx. TOYkH 4.5 4 3.1).

AKO ce MpeleHH, Ye TepanuaTa ¢ gBoitHo 61okupaHe € abconmoTHo HeobxoauMa, ToBa TpsAbBa na ce
H3BBPLUBA CaMO Mo HabAIOACHHUETO Ha CIICLIMATTHCT H [IPH YE€CTO BHHMATETHO MOHHTOPHPaHE Ha
OnOpeuHaTa PyHKUMA, €NEKTPOJIMTHTE H KPLBHOTO HAJIATaHe.

I1pu nalmeHTy ¢ AnaberHa HedponaTus ACE nnxubutopu 1 aHrnotensuH Il-peuerrropuu
AHTArOHMCTH He TPAOBaA 11a ce€ H3MOJ3BAT €AHOBPEMEHHO.

Vepeoena weproopobra yuxyus: Tlpu nalMeHTH ¢ 4epHOAPOOHO yBpEXKIaHe €KCNO3HIIHATA Ha
aMJIOJIMITHH H ONIMecapTaH MEAOKCOMII € YBenHueHa (BXK. Touka 5.2). 3uckea ce NOBHILICHO
BHUMaHue korato OnMecTa A ce npwiara Ha NALHEHTH ¢ JIEKO IO YMEPEHO H3pa3eHO YEPHOAPOOHO
yBpexaane. [Ipy naupeHTH ¢ YMEPEHO YBpeKaHe 03aTa Ha ONIMECapTaH MEJOKCOMMII He TpsOBa na
Haasumaea 20 mg (Bx. Touka 4.2). [Ipy nauueHTH ¢ yBpeaeHa uepHoApoOHa PyHKIIUS, IEYEHHETO C
aMJIOIMNMH TpaOBa Aa 3amnoyHe ¢ Hali-HUCKaTa 034 U 11a ¢€ HU3M0/3Ba C M0BHIIEHO BHHMAHHE KaKTO 8
HAYATOTO Ha JISYEHHETO, TaKa U NMpH NOBUINABaAHE Ha 103aTa. Ynorpebara ra Onmecra A npu
MALHEHTH ¢ TEXKKO YEPHOAPOOHO YBPEXKIAHE € NPOTHBOIMOKA3aHA (BX. TOuka 4.3).

Xunepxanuemun: Kaxro npu apyrure aHrnoreHsuH 11 anraronnctn 1 ACE naxndurophn, no speme Ha
NIEYEHHETO MOXKE [1a CE NOABH XHMIMEepKATHEMHSA, 0CoDeHO npu HanuHeTo Ha 6BOpedHo yBpexaaHe
W/WIM ChpliedHa HEAOCTATHbYHOCT (BXK. TouKa 4.5). Ilpy pMCKOBH NallHEHTH C€ MpENopbhYBa
BHHMATE/IHO MOHHTOPHPAaHE HA CEpYMHHTE HHUBA Ha KAIHA.

EanoBpeMeHHaTa ynoTpela ¢ KajueBH A00aBKH, KaNHH-CHbXpaHABALIH JIHYPETHLH, KATHH-ChAbpXKallH
3aMECTHTE/IH HA CONTA WIM JIPYrH JeKapCcTBEHH NPOAYKTH, KOUTO MOTaT Jia NOBHUIAT HHBATA HA Kalus
(xenapHH H T.H.) Tpabsa aa ce H3BBPLIBA C NOBHILIEHO BHUMAHHE H C Y€CTO MOHHTOPHPAaHE HA HUBATA
Ha KaJluH.

JTumuii: KakTto ¥ npH ocTaHajlNTe aHrHOTEH3MH |l peenTOpHH aHTAarOHHCTH, €AHOBPEMCHHATA
ynorpeba Ha OnMecTa A ¥ TMTHI He ce Npenopp4Ba (BXK. TOUKa 4.5).

Cmeno3a Ha aopmua Wiy MUMpPAIKA K1ana, 06cmpyKmuena xunepmpopuina kapouoMuonamus.
[Topaau cbaAbLPAKAHHETO Ha aMnoAMNTHH B OnmecTta A (KaKTO MpH BCHYKH APYTrH Ba30H/IATATOPH) Ha
NalHeHTH CTPAJAAILHM OT CTEHO3a HA a0PTHA WIH MUTPAIHA KJlafa Unn oOCTpyKTHBHA XHIIEpTpOpHiHA
KapauoMuonatus Tpadea aa ce 00pbiua nNosBHILIEHO BHHMaHHE.

ITopauuen andoocmeponuzom: IlalineHTUTE ¢ MBPBHUYEH ANJIOCTEPOHU3IBM OOMKHOBEHO HE OTIOBApAT
Ha Tepanys ¢ aHTHXHNEPTEH3UBHH CPEACTBA, KOUTO ASHCTBAT Yupe3 HHXHOHpaHe Ha PCHHH-
aHrMOTEH3HHOBATA cHcTeMa. [lopaam ToBa ynorpebara Ha oMECapTaH MEAOKCOMWI NPH TaKHBA
[MALMEHTH HE CE NpEenopbUBa. =
»&Nﬂ o "75
Cwvpoeuna nedocmamusurocm: Kato cneactsye oT MHXHOUPAHETO Ha peHHH-aHm * #
AJII0CTEPOHOBATA CHCTEMA TPH YYBCTBHTEIHH HHAWBHIM MOCAT Ja Ce O4akBaT npiMB “
OnOpeunaTa ¢dyHkuua. [IpH NaLMEHTH ¢ TeXKKa ChPACYHA HEAOCTATBYHOCT, YHATO ?
MO2K€e Jia 3aBUCH OT aKTMBHOCTTA HA PEHMH-AHITMOTEH3HH-ANA0CTEPOHOBATA CH az '_L_[ HETOe
MHXHOHWTOPH Ha aHTHOTEH3UH-KOHBepTHpallus eH3UM (ACE) 1 aHrMOTEH3HH peLe NG L
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aHTAroHUCTH € CBBP3aHO ¢ OJIMIYPHSA W/HAHK NporpecuBHa a30TeMus U (paako) ¢ ocTpa 61Opeuna
HeJOCTATHYHOCT W/IWIH CMbBPT.

[TaLMeHTH CBHC CHPACUHA HEAOCTATHYHOCT TPAOBa Ja 6b/aT IeKyBaHH ¢ MOBHIIEHO BHUMaHKE. B eaHo
IBJArOCPOYHO, IUTauedo KORTPOJHpaHO NPOyYBaHe Ha aMJIOAWITHH NPH MALHEHTH C TEXKA ChbpAC4YHA
HegoctarbuHocT (kiac 111 u IV no NYHA), noknansaHara uectora Ha OenoapodeH oTok € no-BHcokKa
B rpylaTa Ha JieueHHe ¢ AMJIOAMINHH, B CPaBHEHHUE C rpynaTa Ha Je4eHHe ¢ mauedo (Bx. Touka J.1).
KaiuueBuTe aHTATOHUCTH, BKTIOUMTEIHO aMIOAHNKMH TpAOBa Aa ce npunarar ¢ ropuilieHo BHHMaHHe
NpY NALMEHTH C KOHMEeCTHBHA ChPAEYHA HEAOCTATBYHOCT, Thil KATO MOraT Aa MOBHINAT PHCKa OT

OBJCIIH CHPASYHO-CHAOBH HHUMAEHTU H CMBPTHOCT, -

I'nymenosa enmeponamus: B MHOTO peAxH CTy4aH NPH NMALHEHTH, KOWTO NpHEMAT OJiMecapTaH, ce
cHOOLIABA 32 TEXKKA XPOHHUHA JHapHA ChC 3HAYUTENIHA 3aryfa Ha Terio HAKOJIKO Mecela A0 FOAHHH
CJIE, HAYAIOTO Ha JIEYEHHETO, KOATO BEPOATHO € MPUYHUHEHA OT JIOKA/IH3HPaHa peakius Ha
CBPBXYYBCTBHTEJIHOCT OT 6aBeH Tvn. YpeBHaTa 6HonCHA Ha NaLMEHTHTE YECTO NOKAa3Ba ATPOPuUA Ha
BBECHTE. AKO NMALMEHTHT NOTYYH TE3H CHMITTOMHU MO BPEME HA JIEYCHHUETO C OJIMECAPTaH MPH JIUNca Ha
Apyra siBHa €THOJOrHU4, IeHEeHHETO C OJIMecapTaH Tpabpa Aa ce nNpekpaT BeaHara H He TpaOBa ja ce
BBE300HOBABA. AKO AMAPKATA He ce MoAoOpH npe3 ceAMHULIaTa Ciiell NpeKpaTaBaHeTo, TpAabBa aa ce
npoBeae AOMBAHHTENHO KOHCY/ITALMA CbC CNEUHAIHCT (Hanp. raCTpOeHTepoOor),

Humecmunanen anzuoeoem. 3a AHTECTHHAJIEH aHTHoeeM ce cbodmaBa NpH NalMeHTH, NEKYBAHH C
aHrMoteHsuH Il peLenTopHH aHTArOHUCTH, BKJIFOUHUTENHO OJIMecapTaH (Bx. Touxa 4.8). Te3u
NauWEeHTH UMAT KOpeMHa Oonka, rajeHe, MoBpbilare H AHapHa. CHMITTOMMTE OTILYMSARBAT ClieA
NpeyCcTaHOBABAHE HAa aHTHOTEH3HH I perenTopHHTE AaHTAarOHHCTH. AKO € JTHArHOCTHLIMpa
MHTECTUHAJIEH aHI'HOEOEM, JIEYEHHETO ¢ OJIMecapTaH/aMIOOUNIHH Tpa0OBa Ja ce NpeyCTaHOBH H Ja Ce
3aMoYHe NOAXOAALLO HaOMOAeHHE A0 ITHIHOTO OTLUYMABAHE H& CHMITTOMHTE.

Emnuvecxu paznuius; Kakro ¥ npH ocTaHalIMTe aHTHOTEH3UH 1] aHTaroHUCTH, AHTHXHIICPTEH3UBHHUAT
eext Ha OnMecTa A B M3BECTHa CTEMEH MOXe Aa OBae no-cnad npH YePHOKOXKHTE MALKEHTY B
CpPaBHEHHE C HEUEPHOKOXH, BEPOATHO MOPaH NO-BUCOKATA YECTOTA HA HHCKO-PEHHHOB CTAaTYC CPEA
MOIMyJIalNATa HA YEPHOKOXKH MMALHEHTH ¢ XHIEPTOHHA.

Cmapuecka ev3pacm: B crapuecka ss3pacT NOBHIIABAHETO HA 103aTa TPAOBa A2 ce H3BDPLLBA ¢
ITOBHILUEHO BHUMaHMe (BX. TO4KA 5.2). |

Bpemennocm: Tlo Bpeme Ha GpeMeHHOCT He TpAOBa Na ce 3anouBsa ICUEHHE C AHIMOTEH3HH |1
aHTarosucTH. IalueHTKHUTE, NIaHKpallH 6peMeHHOCT, TpAOBa 1a NpeMHHAT Ha AITEPHATHBHO
AHTHXHKIIEPTEH3WBHO JIEUEHHE, KOETO € ¢ YCTaHOBEH npodun Ha He3onacHoCcT 3a ynoTpeda no BpeMe
Ha OpeMEHHOCT, OCBEH aKO NPOABDKABAHETO HA TEPANMUATA C AHTHOTEH3HH 1] aHTaroHHUCTH ce cunTa
3a cblllecTBEHO. [Ipu ycTaHOBABaHE Ha OPEMEHHOCT, IEYEHHETO ¢ AHMHOTEH3HH 11 aHTaroHHCTH
TpaOBa BeiHAra a ce MPEeyCTAHOBH H aKO € NOAXOAALIO A4 Ce 3a04He ATFEPHATHBHA Tepanus (BX.

TOYKH 4.3 1 4.6).

Jpy2u: KakTo H NpH 0CTaHANUTE AaHTHUXHUIIEPTEH3IHBHH CPEACTBA, PA3KOTO CMaAaHe Ha apTePHAIIHOTO
HANATaHE NPH MaLHEHTH ¢ HCXeMHYHA 6oNiecT Ha CHPUETO WIH HCXEMHYHA MO3BYHOCHA0BA DonecT

MOJKeE Ja JoBeAae A0 HHGAPKT Ha MHOKapAa WiH HHCYIT.

Tomownu seiygecmea

Harpwis | |
Tosa nekapcTBO chabpKa No-Maiiko ot | mmol natpuii (23 mg) Ha dbunMupana Tabnerka, T.¢.
71a ce KaxKe, ye MpaKTHYEeCKH He CbAbPaKa HATPHi.

JlakTosa
[TalHeHTH ¢ peAKH HACNEACTREHH Npo0JieMH Ha HEMOHOCHMOCT KbM TajiakTo3a, I

nedHUHNT WK MII0KO30-TAIaKTo3Ha ManabcopOuua He TpadBa fa IpueMaT ToBa Jie
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4.5 BianmozelicTBHe ¢ APYTrH JeKAPCTBEHA NPOAYKTH H ApYrH GOpMH Ha B3aAMOAeHCTBHE

Bryimorcru ezaumooeiicmeur, cesvpianu ¢ Onmecma A:
TpaGpa na ce B3eMaT NpeABUA NPH €AHOBpEMEHHA yNoTpeba.

Hpyeu anmxumepmen3suenu cpeocmsa.
AnTHXMNepTeH3HBHMAT edekT Ha Onmecta A moxe Aa Oble MOBHILEH upe3 €NHOBPEMEHHA ynoTpeba

C ApYrH aHTHXHIIEPTEH3HBHH JIEKapCTBCHH MPOAYKTH (Hanp. anda-6nokepu, AKypeTHLIN).

Bp3modicHu 63aGUMO0EUCMEUR, CEDPIANY CBC CHCMACKAMA ONIMECAPMAH MEOOKCOMUN HA
Oamecma A:
EnHoBpemeHHa ynoTpeba He ce npenoprysa

ACE unxubumopu, anzuomensun Il peyenmopru anmazonucmuy iy AlUCKupen.

JlanHK OT KIMHMYHH NPOYYBaHUA MOKA3RarT, 4e ABOHHOTO OJ0KHpaHE Ha PEHHH-GHTMOTEH3HH-
anpoctreporopara cucreMa (PAAC) upes komOuHHpanara ynotpeba Ha ACE uHXHOHTOpH,
aHruoTer3uH II-peuenTopHy G1O0KEPH WIH aNTUCKHPEH C€ CBBP3Ba ¢ NMO-BHCOKA Y€CTOTa HA HEXKEJTaHH
cbOMTHA, KaTO HAMPHMEDP XHAOTOHHSA, XHNEpKalHeMHa U HaManspaHe Ha 6b0peunaTa pyHKus
(BKIOYHTEHO ocTpa 0L0pedHa HeAOCTaTHUHOCT), B CPABHEHHE ¢ yroTpedaTa caMo Ha €IHO
cpencTso, aekicTralio Bbpxy PAAC (Bx. Touku 4.3, 441 35.1).

Hexapcmeenu npOOYKMY, OKAZBAWU BAUAKUE BLPXY HUBAMA HA KATUH!

EnnoBpemeHHarTa ynorpeba Ha Kanuii-chbXpaHaBaly AUy PETHLM, KaNHeBH N00aBKH, KanHii-
ChABPAKAIIH 3aMECTUTENIH Ha CONITA WIH APYTH NEKAPCTBEHH NPOAYKTH, KONTO MOTaT [a NMOBHLLAT
CepyMHHTE HHBa Ha Kanuii (Hanp. xenapuH, ACE HHXHOHTOpH) MOXeE a N0BEJE AC MOBHILABAHE
HMBOTO Ha CEPYMHHS Kanui (Bxk. Touka 4.4). AKo ce Hanara jJa ce IpeAnHuIaT 1eKapCTBEHH
NPOAYKTH, KOHTO OKa3BAT BIMAHHE BLPXY CEPYMHHUs KATWH 3aeqH0 ¢ Onmecta A ce npenopbysa
npocieAsaBaHe Ha cepyMHUTE HHBA HA KalHA.

JTumuti: Tlpy e AHOBPEMEHHO NPWIOKEHHE Ha IMTHH ¢ HHXHOMTOPDH Ha aHTMOTEH3WH KOHBEPTHpALIHA
€H3HM H B PEJIKH C/Ty4aH ¢ aHTHOTeH3MH 1. peLilenTOpHM aHTATOHHCTH € ChoOIIaBaHO 32 00PaTHMO
nOBHILaABaHe Ha CEPYMHHTE KOHLICHTPALIMKHTE Ha TWTHH M 3a TOKCHUHOCT. [lopaay ToBa
koMOuHanugaTa ot OnMecTa A M IMTHH He ce npenopbuba (BK. TOMKA 4.4). AKO €IHOBpeMEHHaTa
ynorpeba Ha OnMecta A M IMTHI e AoKa3aHO HEOBX0AHMA, Ce NPerophYBa BHHMATENHO
NpocneasBaHe Ha CEpyMHUTE HUBA Ha JIMTHH.

EnHoBpeMeHHaTa yrioTpeba H3HCKBA NOBHIIEHO BHHMAHHE

Hecmepouonu npomuesosvananumennu cpedcmea (HCITIBC), exnouumenno cerexmusnu unxubumopu
na COX-2, ayemuncaruyunosa xuceauna (> 3 g/onesno) u necenexkmuanu HCIIBC:

Koraro aurdorensuH I anraronnctv ce npunarar eaHospeMeHB0 ¢ HCIIBC moxe na ce Habmozasa
orcnabeaHe Ha aHTHXHNEPTEH3UBHHA edekT. OCBEH TOBa € JHOBPEMEHHATA YNIOTpeOa HA AHTHOTEH3HH
IT anraronucty ¥ HCIIBC Moxe a yBeJIHYM PHCKA OT BioLIaBaHe Ha O6p0pevHaTa QyHKLHA H MOXKeE
Ia AoBeac AC NOBHILaBaHe Ha cepyMHHA Kauui. [lopaau ToBa ce npenopsuBa MOHHTOPHPaHE Ha
6nOpeuHaTa GYHKLHS B HAYAIOTO HA TAKOBA ChITBTCTBAIIO JIEYEHHE, KAKTO M aI€KBaTHa XHpaTalus

Ha nalucHra.

Koneceaenam- cexsecmpanm nHa JcavuHama KUcenuna.
EnHoppemeHHaTa ynorpeba Ha CEKBECTPaHTa Ha HTbYHATA KHCE/IHHA KOJIeCeBEaM XHAPOXJIOPHA
HaMaN9Ba CHCTEMHATA EKCMO3HLHA M MAKCHMAJTHATA TUIa3MEHA KOHLUEHTpalUs Ha oJIMecapTaH M

HamauABa t12. IIpHEMBT Ha OIMecapTaH MeAOKCOMHI Hal-ManKo 4 yaca npeaiu Konecepesam

oiMecapTaH MeJIOKCOMMII Hail-MaJIKO 4 yaca npeaiy A03aTa KoJIeCeBeaM XHapoxiop

TOYKa 5.2).
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Jonvanumenna unopmayus
Cnep neyenue ¢ aHTHaLM/ (ATyMUHUER MarHe3HER XHAPOKCH]) € HaONoJaBaHa yMEpeHa peayKuus
Ha OHOHANHMHOCTTA Ha OJIMECAPTAH.

OnMecapTaH MEIOKCOMHA HE OKAa3Ba 3HAYMM eeKT M0 OTHOLIEHHE Ha (apMaKOKMHETHKATa WK
dapMakoaHHamMHuKaTa Ha BapdapyH, uiu papMakOKHHETHKATA Ha THIOKCHH. ENHOBpEMEHHOTO
NPUNOKEHHE HA OJIMECAPTAH MEIOKCOMMI C MPaBacTaTHH HAMA KIIMHHYHO 3HAYHM €(EKT BbpPXY
tbapMaKOKHHETHKATA Ha JIBETE BELUECTBA NPH 3/IpaBH HHAHBHAH.

In vitro onMecapTaH He € MPOABII KITHHH4HO 3HAYMMH HHXHOHTOPHH €(eKTH BBpPXY YOBEIIKUTE
€H3IUMH OT cHcTeMAaTa Ha uuToxpoM P450 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 ¥ He uman
HUKAKBbB WY € NTPOABHII MHHHMalleH HHIYUMpail eQeKT BbpXy aKTHBHOCTTA Ha LUUTOXpoM P450 Ha
wibxoBe. He ce ouakBaT KIMHHYHO 3HAYHMH B3aHUMOCHCTBHUA MEXY ONIMECApPTaH H JICKapCTBEHH
NPOAYKTH, KOMTO ce MeTabOoNM3MpaT OT rOPECIOMEHATHTE EH3UMH OT CHCTeMaTa Ha uuToxpom P450.

Boamorncnu ezaumooeiicmeun, cevp3anu cvc cocmaskama amaoounun na Oamecma A:
Edextn Ha Apyru eKapcTBEHH NPOAYKTH BbPXY aMJIOAXIIHH

Huxubumopu na CYP3A44: EqHoBpeMeHHa ynoTpeda Ha aMJIOAHITMH ¢ MOLIHH HIIH YMEPEHO CHITHH
uHxuburopn Ha CYP3 A4 (nporeazyy UHXHUOMTOPH, a3010BH AHTUMHKOTHI{H, MAKPOJIHIH KATO
epUTPOMHLIMH WIH KNapUTPOMMLIMH, BEpanaMMil WK JWITHA3EM) MOKe Aa JOBEAE A0 3HAYUMO
NMOBHLIABAHE HA €KCTIO3ULIMATE Ha aMIoAUNUH. KNTHHHYHWTE H3ABH Ha Te3H BapHaluuH Ha PK Moxe na
ca Mo-ACHO H3Pa3eHH MPH NALUKEHTH B CTapuecka Bb3pacT. ChILIECTBYBa MOBUILEH PHCK OT
xunotoHus. [Ipenopbuea ce BHUMaTETHO HAONMIOACHHE HA NALIMEHTHTE H € Bb3MOXKHO 218 C€ HANIOXKH
KOpPEKIHA Ha J03arta.

Huoyxmopu na CYP3A4: Ilpu eaHoBpeMeHHO NPWIOKECHHE Ha H3BECTHU HHAYKTOpH Ha CYP3 A4
[UTa3MEHATa KOHLIEHTPALIHA Ha aMJIOIMIIMH Moxke ia Bapupa. [lopanu TOBa KpbBHOTO HajlArale TpsOBa
Jia ce mpocnensaBa H 1a ce 0OMHCIN azanTHpaHe Ha 103aTa KaKTo 10 BpEME, Taka U cefl
eHOBpeMeHeH npHeM, ocobeHo ¢be cwiHK CYP3A4 unaykTopH (Hanp. pHpaMIHLMH, XKEAT
KAHTapHOH). ,

[TpunoxeHHeTO HA AMJIOAMITHH ¢ rpedndpyT Wik COK oT rpeAndpyT HE ce npenoprusa, ThH KaTo NpH
HAKOH NMAaLIMEHTH MOXKE Ja AOBEAE N0 MOBHILABAHE HA OMOHATHYHOCTTA H 3aCHIICHO
AHTHXUIIEPTEH3HBHO AcHCTBHE.

Hanmponen (ungbyzun): Ilpn ;xHBOTHH clieq NPHIOKEHUETO HA BepanaMui H HHTPaBE€HO3HO
NAHTPOJIEH ca HaOMmoAaBaHH NE€TAIHU KaMePHO MBIKIACHE U ChPACYHO-CHAOB Kolanc B KOMOHHALIHA ¢
xunepkannemud. [Topagu pucka ot XunepKanueMHus ce NpenoppyuBa €AHOBPEMEHHOTO NPHIOKEHHE Ha
KaJIIIMEBH @HTArOHHUCTH, KaTO aMAOAKIIKH Aa ce U30ArBa npy NalMeHTH NMoAaTIMBH Ha MaJIHTHeHa
XHNEPTEPMHA U IIPH JICUCHHE HA MAJIMTHEHA XUIIEPTEPMHEA.

Eexmu na amnoounun 6vpxy opyau nexapcmeenu npooykmu; AHTHXHMIICPTCH3IUBHUAT e(PekT Ha
AMJTOJIHITHH MOTEHLIMPA AHTUXUMIEPTEHIUBHNTE edeKTH Ha APYTH JIEKAPCTBEHHU NMPOIYKTH, KOUTO
MOHMXABAT aPTEPHATHOTO HaNsraKHe.

B npoyuBanus 3a IeKAPCTBEHH B3aUMOAECTBHA aMJIOJMIIMH HE OKa3Ba BIMSHHE BbPXY
(apMaKOKHHETHKATA HAa aTOPBACTAaTHH, IHFOKCHH WK BapdapHH.

Cumsacmamur: ENHOBPEMEHHOTO NPHICKEHUE HA MHOTOKPaTHH A034 OoT 10 mg amnoaunuH ¥ 80 mg
CHMMBACTAaTHH BOJAM A0 MOBHILIABaAHE Ha €KCIIO3HIMATA HA CHMBACTaTHH CbC 77% B CPABHEHHEC .

TpsOBa aa ce orparnym ao 20 mg AHEBHO.

Taxposumyc: ChblileCTBYBa PHCK OT [OBHIIEHH HHBA Ha TAKPOJIMMYC B KPBBTa NP
ynorpeba ¢ amyI0AKUNHH, HO GapMaKOKUHETHUHUAT MEXAHH3IBM HA TOBA B3aUMOJIE
HAITRJIHO M3ACHEH. 3a Ja ce H3berne TOKCHYHOCTTA Ha TAKPONUMYC, NPHIOKEHH
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[PH NALUWEHTH, IEKyBaHH C TAKPOIHMYC H3HCKBA MPOC/CAABaHe Ha HHBAaTa Ha TAKPOIMMYC B KPBBTa H
afanTHpaHe Ha.4o3aTa, KoraTo € HeoOXOoAHMO.

Huxubumopu na npuyennus 3a panamuyun enzum npu 6o3ainuyu (mTOR): mTOR nHxuburopu xaro
CHPONUMYC, TeMCHponuMyc U eseponumyc ca CYP3A cy6erpatn. AMaoaunus € ciab CYP3A
uHxuouTop. [NpH cebreTRale npuackeHue Ha mTOR nHxuOuTOpH, aMNOAKNHH MOXKE A YBENHYH
excrioznuuara Ha mTOR nHxuburopure.

Luxnocnopuxn: B NpocneKTHBHO NPOY4BaHE NPH NaLHEHTH ¢ GEOpeyHa TPaHCTUIAHTALMS NPH
eIHOBpeMeHHa ynotpeba ¢ aMNoAHNKH ce HabmoaBa NOBUILEHNE HAa Hali-HUCKUTe HHBA Ha
LHKIOCHOPHH cpelHo ¢ 40%. EAHOBpEeMEHHOTO NPUIOKEHNE HA KOMOHHALIMATA OT ONMECapTaH
MEZOKCOMMWI M aMJIOAMITHH € IIMKJIOCTIOPHH MOXe /12 NOBHILMA €KCIIO3MLIMATA Ha LMKNocnopHH. [lpu
eIHOBpeMeHHA ynoTpeda TpabBa na ce mpocnenssar Haii-HACKHUTE HUBA HA LIMKJIOCNIOPHH H NpH
HeOOXOAHMOCT J03aTa Ha UMKIOCIIOPHH 12 C€ MOHMXKH.

4.6 @eprHinTeT, 6peuénnoc'r H KbpMeHe

bpemennocm (BK. Touka 4.3)
Hsma fannu 3a ynotpebara Ha KOMOMHALMATA OT OJIMECApPTaH M aMIOJUNHH NPH OPEMEHHH
nauueHTKH. [TpoyusaHus 3a penpoayKTHBHA TOKCHYHOCT MPH XUBOTHH C KOMOMHALIMATA OT

OJIMECaApTaH H aMJIONNNIHH HE CA TTPOBEXNAaHH.

Oamecapman medoxcomua (akmuena cvcmasxka na Oamecma A)

Vnotpedara Ha aHTArOHUCTH Ha aHrHOTEH3UH [l He ce npenopbuBa Npe3 MbpBH TPEMECTHP OT
GpemeHHOCTTa (BXK. TO4ka 4.4). YnorpebaTa Ha AaHTArOHKUCTH Ha aHrHOTeH3uH Il € npoTHRONOKa3aHa
npe3 2°* u 3™ TpuMecTbP OT OpeMeHHOCTTa (BXK. Toukn 4.3 H 4.4).

EnuaeMHONOrMYHHUTE JaHHH 10 OTHOINEHHME HA PUCKa OT TepaToreHHocT cnel excrnozuunsa Ha ACE
MHXUOHTOPH Npe3 MbPBUS TPUMECTHP OT OPEMEHHOCTTa HE Ca KaTErOpPHUHH; BCE NakK ¢1abo
MOBHLIaBaHE HA PHCKA He MOXe Aa Obae u3knoueHo. Thit KaTo AMNCBAT KOHTPOIHPaHH
EMUACMHOIOTMUHH JaHHM N0 OTHOLIEHHE Ha PUCKA ¢ AHTarOHHCTH Ha aHTMOTEH3HH 1, Moxe na ce
MPHEME, Y€ 38 TO3M KJIAC JICKAPCTBEHH NPOAYKTH PHCKOBETE ¢a CXOAHH. [laleHTKuTe, nnaHupatiu
6peMeHHOCT, TpA6Ba a NPEMHHAT Ha ANTEPHATHBHO AHTHXHNEPTEH3HBHO JICYCHHE, KOETO € C
ycTaHOBEH npodHn Ha He3omacHoCT 3a yniorpeba o BpeMe Ha OpEMEHHOCT, OCBEH aKo
NPOABDKHTEIHATA yNoTpeOa Ha AHTHOTEH3HH PEUENTOPHH OJI0KepH He ce CUMTa 3a H3KITIOUUTENTHO
HeobxoauMa. IIpn noKa3same Ha OPEMEHHOCT, JIEYEHHETO ¢ AaHTArOHHCTH Ha aHrHOTEH3UH 1 TpaOea
BEIHAra 14 Ce MPEeKparH ¥ ako € MoAXoAdsllo Ja ¢e 3al04He aNTepHaTHBHA TepaIusi.

HU3BecTHO e, ye EKCMO3IHIMATA HA AHTArOHMCTH Ha aHrMOTEH3HUR ] npe3 BTOpH H TPETH TPHMECTHP
MHIYLMpPa GETOTOKCHYHOCT MpH Xopa (noHwkeHa 6u0pedHa QyHKUHS, OTHIOXHAPAMHHOH, 3a0aBeHa
ocHdHKaLMA Ha Yepena) H HEOHATaIHa TOKCHYHOCT (6p0peuHa HeAOCTaTLHHOCT, XHIOTOHM,
XHrepkanueMus ) (Bx. Touka 35.3).

[Tpy eKCNO3HLMA C aHTATOHHCTH Ha aHTHOTeH3UH [ cel BTOpHs TPUMECTLP OT OpeMeHHOCTTA, ce
penopbYBa MPOBEXKAAHETO HA YITPa3ByKOB KOHTpon Ha 6nOpeunara dyHkiMa 4 Ha yepena. bebera,
YUUTO MaiKM C4 NPUEMAJH AHTATOHUCTH Ha aHruoTeH3uH Il Tpsbsa na 6baaT BHUMaTEIHO
HabnmonaBaHKW 3a XHNOTOHHA (BX. Toukd 4.3 u 4.4).

Amaoounun (axmuena ceemaska Ha Onmecma A)
Jlannute 3a orpaHMyeH Opoil ekcno3upaHH OpeMEHHOCTH HE MNOKa3BaT, Y€ aMNOIKNMH WIH JIPYTH

KaJILIWEBH aHTArOHHCTH UMAT BPEAHO Bh3JeHCTBUE BBpPXY 3ApaBeTo Ha ruofa. BeaMoxHo e obaue na
HMa PHUCK OT NMPOABLILKHUTETHO PAXIAKC. —

BcneacTsue Ha TOBa, ynoTpebaTa Ha KOMOHHAIMATA OT OJIMECAPTAH M AMJIORMIMH H
npe3 NbPBHA TPYUMECTHP Ha OPEMEHHOCTTA H € NPOTUBONOKA3aHA NPE3 BTOPUA H TP
OpeMeHHOCTTA (BXK. TOukHU 4.3 ¥ 4.4).
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Kvpmene

OnMecapraH ¢ce eKCKpeTHpa B MJISKOTO Ha KbPMELIH IUIBXOBE, HO He € U3BECTHO JaJTH NPEMUHAaBa B
YOBELLKOTO MJIAKO. AMIOAMNHH Ce eKCKpeTHpa B KbpMaTa npu xopa. Yacrtra ot no3aTa Ha MalKarta,
No/yyeHa OT KbPMAYETO, € H3YMCNEeHa C HHTEPKBAapTHIEH Auana3oH 3 — 7%, ¢ MakcuMyM 15%.
EdexkTbT HAa aMJIOAUNUH BPXY KbpMaueTaTa € HeH3BeCTeH. Ynorpedara Ha KOMOHHALMATA
OJIMECapTaH M aMJIOIHITHH He Ce MPENOPBUBA N0 BpeMe Ha KbPMEHE, KaTo 3a MPSANOUYHTAHE €
M3N03BaHE HA AJTEPHATHBHA Tepamnus ¢ Mo-a00pe ycTaHoBeH npod i Ha 6e30MacHOCT Mo BpEME Ha
KbpMeEHeE, 0CO6EHO NPH HOBOPOAEHH HJIH MPEXAEBPEMEHHO poieHH bebeTa.

Depmurumem

TlpH HAKOH NALMEHTH, JIEKYBAHH C KaJILIHEBH aHTarOHUCTH € 610 J0K1anBaHo 3a 00paTHMN
OMOXUMMUYHHM MPOMEHHK B INIaBUYKaTa Ha cnepmatozouaute. KAMHHYHHTE NaHHH €3 HEAOCTAThYHH
OTHOCHO MOTEHHUHATHHA ePEKT Ha aMJIOIMITHR BbPXY (PepTUNHTETa. B NpoyuBaHe PLPXY ITBXOBE Ca
YCTAHOBEHH HeXeNaHu €(eKTH BbpPXY MBKKHA QepTUAHTET (BXK. TOUKa 5.3).

4.7 EdexTn Bupxy cnocobnoctTa 32 miopHpaHe B padoTa ¢ MAIHHEA

OnmecTa A uMa ¢1abo WK yMepeHo BIHSHHE BbpXY ciocofHoCTTa 3a modupane u pabora ¢
MAalllKHH,

ZamasHocT, rnasobonue, raicHe WK yMOpa MoTart Jia ce Ha0mo4aBaT MOHAKOra MpH NMauHeHTH,
MpPHEMAILH aHTHXHUMEPTEH3UBHA T¢panus, KOETO MOXKeE Ja HapyLIH CIIOCOOHOCTTA 3a peaKums.
[IpenophuBa ce MOBUILEHO BHUMaHHE, OCOOEHO B HAYAIOTO Ha JICHCHHETO.

4.8 HexeaHH NeKAPCTBEHH PeaAKIHH

KoMmOHHaLKATa OT OAMECAPTAH U AMIOUNUH:
Haji-uecTo croOLWIAaBaHHTE HEXENaHH JIEKAPCTBEHH PEAKLIMK MO BPpEME Ha Ne4YeHHE ¢ KOMOHHALMATA
onMecapTad M amlogunuH ca nepudgepen otok (11,3%), rnapobonue (5,3%) u 3amasHocT (4,5%).

Hexenanute peakuuut 0T KOMOHHALKATA OAMECAPTaH H aMJIOAHMNKH B KIIHHHYHH NMPOYYBaHMA,
npoyuBaHus 3a 5€30MacHOCT CJIE H3JaBaHE HA pa3pelieHHETO 3a ynorpeda v oT CNOHTAHHH
CHOOLIIEHHA, KAKTO H HEKENAHUTE PeaKLHH OT OTACIIHWTE KOMIIOHEHTH onMecapTaH MeOKCOMMII H
AMJIOAMITHH Bb3 OCHOBA HA YCTAHOBEHUS NpodiT Ha 6e30MacHOCT Ha Te3H BelecTBa ca 000011eHH B
Tabnxuara no-gomny.

Cneanata TEpMHHOJIOIMA € H3MON3BaHa 3a KWIACHDHLMpPAHE Ha 4eCTOTaTa Ha HEXEIAHHTE

JIEKAPCTREHH PEaKLIHH:

MHoro yectd (=1/10)

yecTH (=1/100 go <1/10)

Hevyecty (1/1 000 no <1/100)

peaku (>1/10 000 mo <1/1 0600)

MHOTO peaxy (<1/10 000), ¢ Hen3pecTHa YeCTOTa (OT HAMHUYHHTE JaHHHM HE MOXKe Aa Obje HalpaBeHa
OLICHKA).

CHucTeMo-OpraHHH Hexenanu peakiuu YectoTa
knacose no MedDRA Kom6uHaumsTa OJIMECAPTAH |[aMAOANITHA
| OJIMECAPTAH/aMJIOQHIIHH
HapylueHus Ha kpbBTa M |JleBKONEeHHA | MHoro
NTHM@HATa CHCTEMA
| E—

Tpombonenus
HapyuwieHusa Ha AJiepruuHa peakius Penxu
WMYHHATa CHCTEMa /JTlexapcTBeHa

CBPBXUYBCTBHTEITHOCT
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‘Aﬂacbmamqﬂa peaKima ‘ HeuecTu
HapyiieHns Ha XHMnepriavkeMus MHoro
meTabonusMa H peaxH
XPaHCHETO XunepKaiHemus Heuectu Penku |
XHUINepTPpUrTHLUEPHACMHA HecTH |
XUrepypHKeMus Yectr
[Tcuxuunu Hapywenus |O6BpraHOCT Penxu
Jenpecns Heuectn
HHCcOMHMA Heuectn
‘ PazapasHHTENHOCT HeuecTH
Hamaneno nubnno Heuectn |
[IpoMeHH B HACTPOCHUETO HevectH
(BKJTIOUHTENHO
TPEBOXKHOCT) |
p— — e —————— ---—1 -
Hapyuwienns Ha 3amasgHocT YectH YecTH Hectn
|HCpBHAaTa CHCTEMA Hucreysns \ Hevectn |
| "nasobonne Yectn Yecu YecTH
| (ocobeHo B
Ha4anorTo
Ha
| B _ _ NEYEHHUETO)
[ToBHLIEH MYCKYJIEH TOHYC Mmnoro
peaKu
XHI0eCTE3NSA Heuectu . Hevectn
Jleraprus Heu
[TapecTesus HeuectH | IHeqecm
[MepudepHa HeaponaTua IMHoro
peaKH
[ToctypaneH ceerobpTexx |Heuectw
HapyitieHHs Ha CbHA Heuectn
COMHOJIEHTHOCT [HecTn
_CHHKon Penku N {HeuecTH
Tpemop HeuecTy
k s — - —I-—-_—-
ExcTpanupaMHuIHH - |C
HAPYLUICHHS HEH3BECTHA
| 4EeCTOTa
HapywieHus Ha oumte  |HapyuieHus Ha 3peHHETO YecTu
(BKJI. AUIAOMNA )
Hapyluenus Ha yxoTo 0 |THHHTYC Heuectn
nabupnHTa Bepruro Heusectn Heuéctn
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EpekTiiHa HeuectH HeuectH
nUchyHKUMA/UMNOTEHTHOCT

Hapymenm Ha
'anponamnmenﬂa’ra
CHCTEMA W rbpaaTa

OO61111 HapyLIEeHMS H
edexTH Ha MACTOTO Ha

I ' MHeKoOMAacCTHA HeuectH

AcCTeHusn HeuecTH

Heuectn

bonka B repaure ' HYectH

NPUNOKEHHE
P OTOK Ha THLETO Penku HeuectH
YmMopa YecTu YectH YectH
I'punonoaobun cCUMIITOMH il YectH
Jleraprus Penxu
Dduznuecko Heyecth  |Heuectw
HEPa3NoONOKEHHE
Otok Yecrn M#oro
YECTH
YecTH HeuecTH

[lepudepeH otok Yectu Yectu
Otok nopanu 3agpbxka Ha (Yectn
TEYHOCTH

Hscnensanus IToBvuien kpeaTHHHH B Heuectn _ Penku
KpbLBTa
IToBH1IeHA KpEeaTHH YecTu
dochoknHa3a B KPHBTA |

S
HamaneHn kanu#t B kppeTa |HedecTu ‘
E— {

Iloeninena ypes B kpbBTa [Hectn

[ToBHiLieHa TMKOYHA IHeqec'm
KHCEJIHHA B KPBBTA

[TopuineHa rama-rayramin [HedecTu

TpaHcdepasa I
HamaneHo rerno | i HE'-IE‘:GTH
IToBHlIEHO TErNO I ‘He'—:ecm
*I1Ipe3 nocTMApPKETHHIOBHA TNEPHUOJ CE c¢robluaBa 3a Ciry4ad Ha aBTOMMYHEH XelaTHT C JIaTeHTEH
MEPHOA OT HAKOIKO MecCelia 10 FTOAHHH, KOUTO ca oOpaTHMH Clie CIIHpaHe Ha MpHeMa Ha OJIMECApTaH.

EnnHuunM cmyyad Ha pabaomuonnza ca Owin choOllaBaHK KaTO BPEMEHHO CBbP3aHH C fIpHEMa Ha
anrmotexsuH I peuenropan 6nokepu. [Ipy nauueHTH, N1EKYBaHH ¢ AMNOAHIHH, ¢a CHOOIIABAHH
€AMHUYHH CTyYaH Ha €KCTpanupaMHACH CHHIPOM.

CrobiiaBaHe Ha NOA03HPaHH HeXKeNaHH peakiHH
CpobiaBaHeTO Ha NOAO3HPAHN HEXKEJIaHH PeakiMH CJIeR pa3pelnaBaHe 3a ynorpeda Ha JeKapCTBEHHS

MPOAYKT € BaxxHo. ToBa No3Bo/gBa a NPOIB/DKH HAOMIOAEHHETO Ha ChOTHOLIEHHETO NOJI38/PHCK 33
NeKapcTReHu NPoAYKT. OT MEAHIIMHCKUTE CNIELIMATHCTH C€ H3UCKBa Aa ChOOLIABAT BCAKA
NOAO3MPAHA HEXENaHa peakums upe3 M3nmbiaHuTeNHA areHLMA 110 JiekapcTBaTa yJi. ., JlamaH ['pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcaiiT: www.bda.bg.

4.9 Ilpeao3npane

Cumnmomu:
Hama onuT oT npenosydpaHe ¢ KOMOHHALKATA OT olMecapTaH ¥ amnoaunuy. Hai
OT NPEeNO3UPAHETO ¢ ONMECAPTaH MENOKCOMMI C2 XMNOTOHHS M TaXHKapus; Op
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ce Hab/Mr01aBa NIPH HAMHYHME Ha NapacHMNAaTHKOBA (BaraiHa) cTiMynauus. Moxe na ce ouaksa
NpeXO3UPAHETO ¢ AMIOJHMITMH J1a NPeJN3BHKa NPEeKOMePHa nepHdepHa Ba3OAWIATALINA C U3pa3eHa
XMIIOTOHHA H BB3MOXKHO ¢ pedexTopHa Taxukapaus. CrolinaBana € H3paseHa U NOTCHLUHANHO
MPOABLKHTEIHA CHCTEMHA XHITOTOHHUA A0 LIOK, BRIIOUHTENHO IUOK ¢ QaTaieH M3XOA.
HexapauoreHeH 6enoapobeH oTok ce choOliiaBa pAaKo KaTo MocjeAulia oT Mpeao3upaHe ¢
aMJIOMITHH, KOATO MOXKE 12 C€ NposBH che 3abaBeHo Hauano Ha edexra (24-48 yaca cnen
NOT/IbiAHE) ¥ N3 U3UCKBA H3KYCTBEHA BeHTWIalMA. PaHHUTE peaHUMaUHOHHH MEPKH (BKIHOYHTETHO
HATOBapBaHe ¢ TEYHOCTH) 3a MOAABPXKAHE Ha nepby3HATA H ChpPACHHHA AeOUT MoraT aa Obaat
YCKOpABALIM (AKTOPH.

Jlevenue: ,
Moske na ce oOMHCIIM CTOMAILHA NMPOMHUBKA, aKko npremMaHeTo e 6110 Hackopo. I1pu 3apasu

WHIWBHAM, IPHEMAHETO HA AKTHBEH BBIJICH BeAHAra Wiy 10 2 yaca cieq NoribIlaHeTo Ha
aMJIOZMITKH € MOoKa3aIo, Ye 3HAUWTENHO BaManasa abcopbumnsTa Ha aMJIOAUIHH.

KnuMHMYHO 3HAYMMAaTa XHIOTOHHA BCNEeACTBHE Ha npeaosupaHe ¢ OnMecta A H3HCKBA aKTHBHO
MOLIBLPHKAHE HA CHPACYHO-CHOBATa CHCTEMA, BKJIIOMBAIIIO BHHMATEIHO NPOCIeAsBaHe Ha
cepAcuHaTa U 6enoapobHata QyHKIMA, NOBAKIAHE Ha KPaHHHIMNTE K NMOBHIIIEHO BHUMAHHE KbM
ofeMa Ha LMPKY/IHPALIHTE TEYHOCTH H OTIENAHETO Ha YpHHa. BasokoHcTpukrop Moxe fa Obae ot
Mo3a NPH BL3CTAHOBABAHETO Ha ChAOBUA TOHYC H 8PTEPHANTHOTO HajAraHe, MpH YCJIOBKE Y€ HAMA
MPOTHBOMOKA3aHHE 3@ HErOBOTO M3NoJ3BaHe. KaniiueB rIOKOHAT HHTPABEHO3HO MOXe a ObAe OT
non3a 3a oopbluaHe Ha edekTHTe OT 60KaaaTa Ha KALHEBHTE KaHa/H,

Toii KaTO aMAOAMIMH € CHIHO CBBbP3aH ¢ TUIa3MEHHTE NPOTEUHH, JHAIM3ATA BEPOSTHO HAMA Aa Obae
oT noi3a. JIuncea HHpOPMalLUg OTHOCHO JHATH3UPAHETO Ha OJIMECapTaH.

5. @OAPMAKOJOI'HYHHU CBOUCTBA

5.1 PapmakoaunaMHYHH CBOHCTBA

dapmakoTepaneBTH4YHa rpyna: AHTaroHHCTH Ha aHrHOTeH3HH [l u kanunesu anraroHucTd, ATC xon:
C09DBO02 '

Mexanuszwvm na oeucmesue
OnmMecTa A e kKOMOHHALIMA OT aHTHOTeH3MH I peLlenTOpHHUA AaHTaroHUCT O/IMeCcapTaH MEAOKCOMMIT H
KILMEBHA aHTArOHMCT amnoaAMnHH 6e3unat. KoMOHHalHATa OT Te3H AKTHBHH CHCTABKM HMA

aJlMTHBEH aHTHXHNEPTEH3HBEH €(eKT, KOWTO MOHWXKAaBa KPBBHOTO HaNATaHE B MO-TOMNsAMA CTENEH OT
BCEKH €JHH KOMIOHEHT CAMOCTOATENTHO.

Knunuuna eghuxacrnocm u bezonacnocm

Kombunayusma om oamecapman 4 ami00unin
B 8-ceaMHuuHO, ABOHHO-CAANO, pAaHAOMH3HPaHO, Mnaucdo KOHTPONIUPaHO (PAKTOJIOIMHYHO NMPOoYyYBaHe
npu 1 940 nanumenTH (71% 0T nauueHTHTE Cca KaBka3um U 29% He ca KaBKasL), JCHEHHETO C BCAKA
A03a OT KOMOHWHALMATA OJIMECAPTAH H AMNOAHINHH BOAH A0 3HAYMTENHO MO-TOJIAMO HAMAJICHHE Ha
JHMACTOIHOTO M CHCTOIHOTO apTEPHATIHO HaJIiraHe, OTKOIKOTO MOHOTEPAIHA CbC CHOTBETHHTE
KOMNOHeHTH. CpeHaTa NpoMsHA B CHCTOIHOTO/IHACTONHOTO KPhBHO HAMAraHe € 10303aBHCHMA:
-24/-14 mmHg (kom6unaums ot 20 mg/5 mg), -25/-16 mmHg (xomObunaumna ot 40 mg/5> mg) 1
-30/-19 mmHg (komBunauus ot 40 mg/10 mg).

Kom6uHauusaTa ot 40 mg/5 mg onMecapTaH W aMIOAUNHH HAMATIABAT CHCTOHOTO/ AM3AFOTHAN
KPBBHO HANAraHe MpH ceneHe ¢ AombiaHuTenHy 2,5/1,7 mmHg cnpamo koMOnHaimsz2

onMecaprad ¥ amnoavnuH. o cuius HaunH amnoannuH onMecaprad 40 mg/10 I £

koMOHHaLMATa osIMecapTal B amnoaunyiH 40 mg/5 mg.
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[TpoLEHTHT HA NALIMEHTHTE, KOMTO ca AOCTUTHAIH LIENCBOTO KPpBBHO Handrane (<140/90 mmHg npn
naumeHTH 6e3 auaber u <130/80 mmHg npu Hanvuue Ha nuaber) e 42,5%, 51,0% u 49,1% cvorBeTHO
3a 20 mg/5 mg, 40 mg/S mg and 40 mg/10 mg onmecapral H aMAORHITHH.

OCHOBHHAT aHTHXMNEPTEH3HBEH e(hekT Ha KOMOWHALMATA OJIMECAPTaH H aMJIOAMITHHE OOMKHOBEHO Ce€
NOCTUra Npe3 MbPBUTE 2 CEAMKLM OT JICYEHHETO.

Bropo aBoliHo-cnano, paHAOMH3HPaHO, M1aneb0-KOHTPOJIHPAHO MPOYYBAHE OLICHABA €PEKTHBHOCTTA
OT N00aBAHETO HA AMJIOJHNHE KBbM JICYEHUETO Ha NALHEHTH OT KaBKa3KH MPOU3XO0A, HHETO KPBBHO
HAJIAraHe He ¢e € MOBJIUAIO B JOCTaThYHA CTENeH OoT MoHoTepanus ¢ 20 mg onMecapTaH MEAOKCOMHI

B NPOABL/DKEHHUE HA 8 CeAMHLIM.

[Ipy naumMeHTH, KOUTO NMPOABL/DKABAT Aa npueMaT camo 20 mg onMecapTaH MEJOKCOMMI,
CHCTONHOTO/IMACTONHOTO KPLBHO HanArane ce noHwkaea c -10,6/-7,8 mmHg cnen oute 8 ceamuum.
TloGaBaHEeTO Ha 5 ME aMJIOAUNUH 3a 8 CeIMHLIM BOAH A0 HAMANABAHE HA CHCTOHOTO/HACTONHOTO
KpbBHO Hanarase ¢ -16,2 / -10,6 mmHg (p = 0,0006).

[IpoLeHTHT Ha NalKeHTHTE, AOCTHrALM LENIeBOTO KpbBHO Hausrave (<140/90 mmHg npu naumeHTH
6es auaber u <130/80 mmHg npu Hanuune Ha nHabet) € 44,5% 3a xomOuHaumMaTa oT 20 mgE/5 mg B
cpaBHeHHe ¢ 28,5% 3a 20 mg onMecapTaH MEAOKCOMMII.

B apyro npoy4ypaHe ce OLUCHABa A00aBAHETO HA Pa3NWYHH J03H OJMEcapTaH MEAOKCOMMI MpH
MALMEHTH OT KABKa3KH MPON3XO0/], YHETO KPBBHO HANATaHe HE € OMIT0 aACKBATHO KOHTPOIHPAHO B
npob/DKeHHe Ha 8-ceAMHYHA MOHOTEpanHus ¢ 5 Mg aMNOAHIIHH.

Tlpy nauMeHT™, KOUTO NPOAL/DKABAT Aa MPHEMAT CaMO 5 Mg aMAOAHNHH, CHCTONTHOTO/AMACTONHOTO
KpbBHO HansraHe ce nonnxasa c¢ -9,9 /-5,7 mmHg cnen owe 8 ceamuum. Jlobasasero Ha 20 mg
oJIMecapTaH MeJOKCOMMJI BOJH 0 HAMAIABAHE HA CHCTOAHOTO/IHACTOTHOTO KPBBHO HAIATaHE OT
-15,3/-9,3 mmHg u nobapaHeto Ha 40 mg onMecapraH MeJOKCOMHI BOAH A0 HAMANABAHE Ha
CHUCTONHOTO/IMACTOIHOTO KPLBHO Hansarane ot -16,7/-9,5 mmHg ( p <0,0001).

[IpoLIEHTET Ha NALKMEHTHTE, AOCTUrALIM LE/IeBOTO KpBBHO HanaraHe (<140/90 mmHg npu naumeHTH
Oe3 nuabet u <130/80 mmHg npu Hanuune Ha guaber) € 29,9% 3a rpynara, kKoATO NpoAB/IKABA 14
noayyasa caMo 5 mg amJoauNHH, 53,5% 3a 20 mg/5 mg onMecapTaH H aMaonunuH 1 50,5% 3a

40 mg/5 mg onMecapTaH U aMJIOJHITHH.

PaHaoMH3HpaHKTE JaHHH NPH HEKOHTPOJIHpaHHU NALMEHTH ¢ XHNEPTOHHA, CPaBHABALIH ynoTpebaTa
Ha KOMOMHHpaHa Tepanus ¢bC CPeiHa A03a OJIMECapTaH H aMJTOJMIIKH CIIPAMO eCKalalg 10
" MOHOTEpAIHs ¢ Hali-BUCOKA 103a aMJIOAHUNKH WIH OJIMECapTaH, He Ca HAJTHYHH.

TpuTe M3BBLPIIECHH NPOYYBAHNA NOTBLPAKAABAT, Y€ AHTUXHNEPTEHIUBHUAT €PEKT OT IPHIIOKEHHETO
Ha KOMOMHALMATA OIMECAPTAH H aMJIOJNITHH BEAHbXK JHEBHO CE€ MOATBpAKaA npe3 uenus 24-4acos
NO30B UHTEPBAJI, KATO MAKCUMATHUAT NMPOUEHT OT 71% no 82% 3a CHCTONHOTO H AHACTOMHOTO
NOBJIHABaHE M 24-4acoBaTa ePeKTUBHOCT Ce MOTBLPXKAABAT OT aMOyIaTOPHOTO NpocieassaHe Ha
KPBBHOTO HaNAraHe.

AHTHXHNIEPTEH3IUBHUAT eekT Ha KOMOHHALMATA OT OJIMecapTaH M aMJIOJUNIHH € CXO0eH, be3
3HAY€HHE OT BB3PACTTa H M10J1a, M € CXOACH MPH NMaUMEHTH ChC H He3 nuaber.

[IpH 1BEe OTKPHTH, HEPAHAOMHU3HPAHH MPOYYBAHUA ¢ YABDKABAHE, € fOoKa3aHa TpaiHa e(pHKacCHOCT
npy u3nonzeale Ha 40 mg/5 mg oaMecapTaH U aMIIOHITHH B MTPOAL/DKEHHE Ha €1Ha O/ 49-
67% OT NauyeHTuTeE.

Onmecapman medokcomt (akmusna cvcmasxka na Onmecma A)
CrcTaBkaTa OJiMecapTaH MEAOKCOMHI 0T KOMOHUHALMATA Ha OIMECApTaH H aMJ10
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XOPMOH Ha PEHHH-AHTHOTEH3HH-AA0CTCPOHOBATA CHCTEMA M Mrpae 3HAYHTEIIHA pons B
naro¢pH3voIOrKaTa Ha XuneproHusata. Eextrre Ha aHrnorensu Il BkIoYBaT Ba3OKOHCTPHKLIMA,
CTUMYJHMpPaHE Ha CHUHTE3a H OCBOOOXK1aBaHETO Ha alNJIOCTEPOH, ChpeYHa CTUMYNaLs ¥ Op0pevHa
peabGcopOuma Ha Harpuii. Onmecaptan 610KHpPa Ba3OKOHCTPUKTOPHHTE H CEKPETHpALIMTE ANIOCTEPOH
edexT Ha aHruoteH3uH lI, kato 6nokHpa MACTOTO My Ha CBBp3BaHe ¢ AT pelienropa B ThKaHHTE,
BKJIIOYMTEHO Ha rajKaTa cbJoBa MycKynatypa u HaabvOpeuHara xkneza. JleHcTerHeTO Ha
OJIMECAPTAH € He3aBUCHMO OT M3TOYHHKA WIW MbTA HA CHHTE3 Ha aHrKoTeH3HH . CenekTuBHUAT
aHTaroHu3bM Ha aHruoteHsuH Il (AT)) peuenropu 0T onMecapTaH BOAH A0 NOBHIlIABaHE HA
[UIA3MEHUTE HUBA Ha PeHHHA H KOHLICHTPALMKTE Ha aHTHOTEH3UH | M aHrdoTensud 11 4 no w3BecTHO
MOHWXKEHHE B INTA3MEHHTE KOHLICHTPALMH Ha anAoCTEPOH.

[Ip¥ XUNEPTOHHA NPHJIOKEHUETO HA OJIMECAPTAH MEJOKCOMMIT BOAK 0 N10303aBUCHMO,
MPOABDKUTETHO NOHIDKABAHE HA apTEepHATHOTO HanaraHe. Hama nasHu 3a HaCTHIBAHE HA XHMTOTOHUA
criel MbPBaTa 034, 32 TAXM(PHIaKcua 1o BpeMe Ha NPOABL/DKHTENHO IEYCHHE WM 3a pedayHA
XHUMEPTOHUA Clel PAIKO NPEKPATABAHE HA JICUEHHETO.

[Tpy NalMeHTH ¢ XKUIIEPTOHKA NIPHEMBT Ha OJIMECAPTaH MEAOKCOMHII BEIHBX IHEBHO BOAM 10
e(QEKTHBHO M ILTABHO NMOHIKABAHE Ha KPHBHOTO HaNAraHe 3a 24-4acoB 10308 HHTepBai. [IpunoxeHue
BEOHBX JHEBHO BORH 10 CXOAHO MO CTETIEH MOHMKABAHE Ha APTEPHANIHOTO HANATaHE KaKTo
MPHIOXKEHHE 1Ba ITbTH AHEBHO MPH €1HA H ChUIA 00LIa JTHEBHA 11034,

HPH HeMNpeKBCHATO JIEY€HHE, MAKCHMANTHO INMOHKKABAHC HA aPTCPHA/IHOTO HANAraHe C¢ nNOCTUra
8 ceAMHLH i€ HAYATIOTO Ha TCpanuATa, BbIIPEKH 4C 3HAYHTENIHA YaCT OT aHTHXHIICPTCH3IHBHHA

edekT ce Hab/moAaBa Ollle Ha 2-Ta CEAMHLA OT JICYUEHHETO.

EdexThT Ha oiMecapTal MEAOKCOMIUT BEPXY CMBPTHOCTTA M 3a00I€Ba€MOCTTa BCE OLIE HE €
H3BECTEH.

Ipoyusanero ROADMAP (Randomised Olmesartan and Diabetes Microalbuminuria Prevention) npu
4 447 naumeHTH ¢ AHA0ET THN 2 ¢ HOPMOANOYMHHYPHA U C MOHE €AHH JAOITBIHHTENCH ChPACYHOCHAOB
PHCKOB (pakTOp, H3CNEABA JaNd IeYeHHETO ¢ onMecapTaH 61 Morno Aa 3abaBM HaYanoTo Ha
MUKpoaiOyMHHypHsTa. [To BpeMe Ha nNpocneasBaHe ¢ MeJHaHa Ha NMPOAL/DKHTETHOCT OT 3,2 rONHHH,
TALIMEHTHTE ca MPHEMAJIK WK OJIMECapTaH WiH mw1auebo B JOMb/IHEHHE KbM ApYTH
AHTHXHIIEPTEH3HBHU CPEACTBa, ¢ H3KmoueHHe Ha ACE nuxuburopu unu ARBs.

UscnensaHeTo JeMOHCTpHpa 3HAYHTE/IHO HAMAJIABAHE HA PHCKA B NMOJI3a Ha OJIMECAPTAH 10
OTHOLLEHHE Ha IThPBHYHATA KpaiiHa 1ien - 3a0aBdHe Ha NosBaTa HA MUKpoanOyMuHypus. Cnea
KOPEKIHs Ha Pa3THYHATa B KPBBHOTO HANATaHE TOBa HAMAJIABAHE HA PHCKA BeUY€ He € CTATHCTHYECKH
3HaunMo. [Ipu 8,2% (178 or 2 160) oT maumeHTHTE B rpynara Ha onmecap'rau u9,8% (210 oT 2 139) B

mialebo rpynaTta Bh3HUKBA MUKPOantyMHHYPHSL.

OTHOCHO BTOpHUYHATa KpaiiHa LieN - ChpAeYHO-ChA0BH CbOHTHA HacTeNBar npu 96 naumenTh (4,3%) ¢
oJiMecapTaH K npH 94 naunentu (4,2%) c nnauedo. Yecrorara Ha CbpAEHHO-CBAOBA CMBPTHOCT € MI0- -
BHCOKa ITPH JIeYeHHE ¢ oJiMecapTaH B cpaBHeHHE ¢ miauedo (15 naureHTH (0,7%) B CpaBHEHKHE C

3 naumenTH (0,1%)), BpNpekH ye yecToTaTa 3a HedaraneH HHCYNT (14 naumentn (0,6%) cnpamo

8 naumentH ( 0,4%)), Hedaranen muokapaeH nHdapxr (17 naunentn (0,8%) cnpamo 26 nauMeHTH
(1,2%)) ¥ CMBPT, KOATO HE € MO ChPAEYHO-CbIOBH NpUuMHA (11 naummenTu (0,5%) cnpamo

12 NaLHCHTH (0,5%)) e cxonna. O61aTa CMBPTHOCT ¢ ONIMECAPTaH € YHCJIEHO YBeJIHYCHA

(26 nauuentu (1,2%) cnpamo 15 naunentu (0,7%)), koeTo ¢e AL/DKM rMaBHO Ha MO-ToJIAM ﬁpou
(aTanHH CHpACYHO-CHAOBH HHIHACHTH,

IMpoyusanero ORIENT (Olmesartan Reducing Incidence of End-stage Renal Disease |
Nephropathy) uacneapa pesynrarure ot edpekTuTe Ha onMecapTal Brpxy 6b0pen
CHPASYHOCHAOBATA CUCTEMA NPH 577 paHIOMH3KUPAHW NALKEHTH, ATOHLM K KWTA

NPHEMATH WK OIMECAPTaH WK rnaunebo B JOMbIAHEHHE KbM APYTH aHTHXHIE
BKIOYHTENHO ACE-MHXHOUTOPH.

. .
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[TepBHUHATA KOMOHHMpPaHa KpaitHa uen (BpeMe 10 MBPBOTO CHOHWTHE OT YABOABAHE HAa CEPYMHHS
KpeaTHHHH, TEpMKHHANHa da3a Ha 6bOpeuHo 3a00saBaHe, CMBPT OT BCAKAKLB BHJ1) CE MIOCTHIA MPH

116 naumenTH B rpynaTa Ha onmecaptad (41,1%) u npu 129 naumenTH B rpynara Ha nnauebo (45,4%)
(HR 0,97 (95% C1 0,75 no 1,24); p = 0,791). KomOuHupaHaTa BTOpH4Ha CHPACYHOCHAOBA KpaKHa Len
ce noctura npyu 40 naupeHTH, 1eKyBaHu ¢ onMecaprtaH {14,2%) 1 53 nauMeHTH, NEeKyBaHH ¢ iauedo
(18,7%). Tazu kKOMOHHHpaHa CHPACYHO-CH0BA KpaiHa LIe BKIIOYBA CMBPT 10 ChPACYHOCHAOBH
npuuuHHy npu 10 (3,5%) naumeHTH, npueMaily onMecaprai cpeiny 3 (1,1%), npuemaium nnauebo v
CHOTBETHO 00LIa cMBPTHOCT NpH 19 (6,7%) B cpaBHenue ¢ 20 (7,0%), nedaraneH HHCYNT NpH

8 (2,8%) B cpasnenne ¢ 11 (3,9%) n Hedaranen MuokapaeH uHdapkr npu 3 (1,1%) B cpaBHeHHe 1
7 (2,5%).

Amaoounun (axmusna cocmaexka na Oamecma A)

CwcTaBkaTa amnoauriH B OnMecTa A e KalliMeB aHTarOHMCT, KOWTO HHXHOUpa TpaHCMeMOpaHHHS
HHQIYKC HA KATLMEBH OHH Mpe3 BONTAXK-3aBUCHMHUTE KaHalH L-THN B CHPLIETO H IJ1agKaTa
MycKyJaTypa. EkciepuMeHTaTHHTe NaHHH [TOKA3BAT, Y€ aMJIOAKIHH C€ CBbP3Ba KAKTO ¢
AMXHAPONMPHAHHORBH, TaKa M C HEAUXHAPONUPHIHHOBH MECTA 33 CBhp3BaHe. AMIIOAMINH €
OTHOCHTENHO CENEKTHBEH KbM Ch/IOBETE, C MO-TONAM €(QeKT BbpXY ChAOBUTE MNIaAKOMYCKYJIHH
KJIETKH, OTKOJIKOTO BbPXY KJIETKHTE Ha ChpAEYHATAa MyCKYJIaTypa. AHTHXUIIEPTEHIUBHHAT ¢(PEKT Ha
aMIIOAMITHH MPON3THYA OT AUPEKTEH peflakcupalll e(eKT BbpXy apTepHanHara riajka MycKynartypa,
KOETO BOJU JIO NOHIKABAHE Ha MepH(PEPHOTO CHIPOTHBIIEHHE K CICIOBATETHO HA KPBBHOTO
Ha/sAraHe.

[Ipn nanMeHTH ¢ XHINEPTOHHUSA aMJIOAUIIHH BOAH AO N0303aBHCHMO, NPOANDKHTENHO NMOHWKABaHE HA
apTEPHAIIHOTO HajAraHe. HiMa naHHM 3a XMMOTOHMA Cie/l MbpBaTa 1034, 3a TAXHU(HIAKCHA TIPH
NPOAB/DKMTENHO JICUECHHE WM 3a pebayHl XHITEPTOHHA Cliell PA3KO CITHPAHE HA JICUEHHETO.

Caen npunarave Ha TEPANEeBTHYHH 034 [IPH MAIMEHTH C XHIIEPTOHHKA, aMAOAMIIHH NPCAH3BHKBA
eeKkTHBHO MOHPKABaHE HA KPBBHOTO HAJIATAHE B JICTHANO, CEAHAJIO H H3IMPABEHO MOJIOKEHHE.
XpoHnuHaTa ynorpeda Ha aMI0aMNUH He ce CBbP3Ba ChC 3HAYHMH NPOMEHH B HHBATA Ha ChpAcUHATA
YecTOTa WM HHBATA Ha TUTA3MEHUTE KaTeXolnaMUHM. [TpH mauueHTH ¢ XUNepPTOHHUA U HOpMAaJIHa
OpOpeuna GyHKIMA TEPANEBTHMHMTE JO3H AMIOJHNIHMH HaMaBAT ObOpeuHaTa CbaA0Ba PE3UCTEHTHOCT
M OBHILIABAT CKOPOCTTA HA IIOMEPYIHA QUATpaLUA W ePEKTUBHUA TU1a3MeH NMoTOK Ha OuOpenuTe,
6e3 1a mpoMeHAT QPUITpalMOHHATA (PpakLiMs WIH MPOTEHHYPHATA.

[Tpu XeMOAHHAMHYHH W3CNEABAHUA HA MAUMEHTH ChC ChPJCUHA HEOCTATBYHOCT H Bb3 OCHOBA Ha
TeCTOBETE 3a (PU3HUECKA AKTHBHOCT B XJIHHHYHH NPOYYBAaHHA MPH NALMEHTH CHC ChpAeYHA
HegocTtaTbuHOCT Kiaac II-IV no NYHA € ycTaHOBeHO, 4e aMJIOIMMUH HE BOAM 0 KIIHHHYHO
BNOUIABAHE, H3MEPEHO Upe3 paboTeH TONEPAHC, PPAKLMA Ha NEBOKAMEPHO H3TIACKBaHE H
Mpoc/eAsBaHe HA KIMHWYHUTE NPU3HALN H CHMATOMH.

I[1nane6o xoHTponupaHoro uicneaeane (PRAISE), uemino olieHKa Ha NAlMEHTH CbC ChpPAEYHA
HenocrarbuHocT Knac -1V NYHA, npuemaiun aurokcuH, auypetius 1 ACE unxuOvrop e
MnoKa3ano, Ye aMJIOANIIHH He BOJH 0 MOBMIIEH PUCK OT CMBPTHOCT WIH OT ChY€TaHHE HA CMBPTHOCT
H 3a00.1eBaEMOCT NPH MALHEHTH CHC CHPACHHA HEAOCTATHYHOCT.

B nocneapallo, NpoaARDKHTENHO, Malebo koHTponHpaHo npoyysaHe (PRAISE-2) Ha AMJIOIMITHH
[PH NAalMEHTH CBC ChpAcuHA HeaocTarbuHocT kiac 111-1V no NYHA, npoeexaamm Tepanns ¢

nocTosHHU A03H Ha ACE uHXHOHTOpH, AMIMTANIHCOBH MTHKO3HAHN H AMYPETHLH, 0e3 KIHHHYHH
CHMITTOMH WJIH OOEKTHBHM JAHHK, NPEANOJIaraild HAJIMYMETO HA HCXEMUYHA DONeCT € YCTaHOBEHO, Ye

AMJIOAMITHH HAMA BJIHSHHE BbPXY o0llaTa H ChPASYHO-CHAOBATA CMBPTHOCT. B chillaTa Ta3

HENOCTATBYHOCT B CPABHEHHE C ruiaunedo.
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JleyeHHe 3a NpenoTBpaTABaHe HAa ChpAeYHH NpUCTHIH (npoyusane ALLHAT)

[IpoBeneHo e paHAOMH3HPAHO, ABOKHO-CNANO MPOyUYBaHe BbPXY 3a00/1€BaeMOCTTa-CMBPTHOCTTA,
napeueHo ALLHAT (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial)
3a CPABHSABAHE HA TEPANMATA C NO-HOBUTE IEKAPCTBEHH CPEACTBA: aMIIOAMITHH 2,5-10 mg/aHeBHO
(KanuueB aHTaroHucT) HaH musuHonpun 10-40 mg/anesHo (ACE-nuxnbHuTOp), KaTO TEpanus oOT
THPBa JIMHHA C Ta3¥ Ha THA3UAHHA AHYPETHK XJopTaInaoH 12,5-25 mg/AHeBHO NP NALMEHTH ¢ IeKa
IO YMEpeHa XHINICPTOHHA.

O6wo 33 357 nanHeHTH ¢ XMNEPTOHUA, HA Bb3PACT 55 WIH [10BEYE rOAHHH €8 paHAOMHU3HPaHH H
npocnenaBaHu cpeano 4,9 ronunu. IanyeHTHre UMAT Hai-MANKO MO €AHH JOMBJTHUTENIEH PUCKOB
daxTop 3a KOPOHAPHO CHPAEHHO 3ab0/ABaHE, BKIIOYBAUL: NPEXHBAH HHDAPKT HA MHOKAPAA WIH
MHCYAT (> 6 Mecella Npeax BKIIOYBAHE) HIH JOKYMEHTHPAHE Ha APYTH aTepOCKIEPOTUYHH CHPAEHHO-
¢bJOBH 3abonaBanus (06wo 51,5%), nuader thn 2 (36,1%), HDL-C < 35 mg/d] (11,6%),
NIeBOKaMEpHa XHNepTpodHa (AMarHOCTHLIMPAHA Ype3 EKTPOKAPAHOrpaMa HiH exokapasorpadns
(20,9%)), TroTIOHOMy1IEHE OHAcTOoALIEM (21,9%).

[IbpBHYHATA KpaiiHa TOYKA € ChCTABHA OT (PAaTANHO KOPOHAPHO ChpAeYHO 3abonaBaHe WK HedaTaneH
mHOKapaeH HHapkT. He ce Habmonasa CTaTHCTHYECKH 3HAYMMA Pa3iIMKa N0 OTHOLUCHHE Ha
MbPBHMYHATA KpaitHa TOUMKE MEX/Y TepanHaTa ¢ aMNnoAMn{H K xaopransaoH: RR 0,98 95% CI (0,90-
1,07) p=0,65. Cpea BTOpHMHHTE KpaiHH TOYKH, YECTOTATA HA CHPACYHA HEACCTATHLYHOCT
(KOMITOHEHT Ha KOMOMHHpAHaTa CheTaBHA CHPAEYHO-CBOBA KpaiiHa TOUKa) € CTATHCTHYECKH
3HAYMMO MO-BMCOKA B rPyrnaTa Ha aMIOIHNMH B CpaBHEHMe ¢ rpynara Ha xnopranuioH (10,2% cpetiyy
7.7%, RR 1,38, 95% CI [1,25-1,52] p <0,001). Bpnpeku TOBa, HE ce HaONMOAaBa CTATHCTHYSCKH
3HAYMMA PA3JIMKA BbB BCHYKH NIPHYHHMU 32 CMBPTHOCT MEXKILY TepanuiaTa ¢ aMIOJHITHH H
xnopramuaoH: RR 0,96 95% CI [0,89-1,02] p = 0,20.

Hpyra uadopmaum:

Jlpe ronemu paHaoMH3HpaHH KouTpoarpany npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnobanHo H3nureaHe 3a
KpaiHH TOYKH HA TEJMHCAPTAH, CAMOCTOATENHO H B KomMOHHaLuA ¢ paMunipui) H VA NEPHRON-D
(KnHHMUHO NIpOYyYBaHe CBBP3aHO C pa3BUTHE Ha HedponaTHs MPH AHAdET, NPOBEIEHO OT
MUHHCTEPCTBO MO BLNPOCHTE Ha BeTepaHUTE) — npoyusar ynorpebara Ha komOuHaumsTa ot ACE
nHxHOHTOP M aHrHOTEeH3uH 1I-penerrropes Gnokep.

ONTARGET e npoy4BaHe, NpOBEIEHO IIPH NALIUEHTH ¢ aHAMHE3a 32 CHPACYHO-ChA0BA WIH
MO3BYHOCHAOBA BonecT, WK 3axapeH AxabeT THN 2, npUApPYKEHH C JaHHH 38 YBPEXKIAaHE Ha
edexropti oprand. VA NEPHRON-D e npoyuBaHe fIpH MallMEHTH CbC 3aXapeH AHadeT THN 2 U
nvabeTHa HedponaTus.

Tesu npoyuBaHHsa He NOKA3BaT 3HauKM OnaronpusaTeH edexT BLpXy 6L6peunHTe H/NNH CLPAEYHO-
CBbAOBHUTE NOCNEAKLIN U CMbPTHOCT, KATO ChILEBPEMEHHO Ca HaOMO1aBaHH MOBHILIEH PHCK OT
XHUNEPKANTHMEMHA, OCTPO YBpexxaaHe Ha Op0OpeunTe W/nnu XHNOTOHUA B CPABHEHHE ¢ MOHOTEPAIHATA.
Kato ce uMaT npeaBHA CXOAHUTE UM (papMaKoJHHAMHYHH CBOHCTBA, TE3H PE3YNTATH Ca NPHNCKHMH
u 3a apyrid ACE uHxuburopn u aHrnorensuH li-peuenropiu biaokep.

ACE unxuburopH H anrnotensus ll-peuentopHu Gokepy crefoBaTeHO He TPAOBa Ja Ce M3MOA3BaT
eZIHOBPEMEHHO MpPH NaLMKEHTH ¢ 1abeTHa HeponaTus.

ALTITUDE (KiuHHuHO npoy4yBaHe MPOBEACHO ¢ aTACKHPEH NMPH NALMEHTH ChC 3axapeH AuabeT THI
2 ¢ H3NON3BaHE Ha ChPAEYHO-ChOOBY U 6BOpeuHH 3ab01aBaHNA KATO KpaHHH TOYKH) € IIpoy4BaHe,
npeAHa3Ha4eHo Ja U3cneBa Noji3ara oT 100aBAHETO Ha ATHCKHPEH KBbM CTaHAApTHA Tepanud c. .

ACE uHxHOMTOp WM aHruoTeH3uH ll-peuentopen bnokep npu NaLHEHTH CbC 3axape BB AhaTE .'--.
e '9(-(‘- '
RN
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-

XxpoHHYHO OBOpeuHo 3abonnBaHe, chpaeUHO-ChA0BO 3ab0/19BaHe WIH H ABeTe. [Ipo / Ak
NPEKPATEHO NMPEKIEBPEMEHHO NMOPaAH NMOBHIIEH PHCK OT HEOIAronpUATHH NMOCTIC] f . Ka

CHPHACYHO-CHAOBATA CMBPT, TAKa H UHCYJITHT €A M0-YECTH B IpyfiaTa Ha ATHCKHPE ' . g
rpynara Ha rmauedo, a NpeACTARIABAILUTE HHTEPEC HEXKENaHH CHOUTHA H CepHO3 -'-"i;-é;;i__r’ = |
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chOHTHR (XHUMEPKATMEMHS, XHIIOTOHKA K 610peuHa AHchyHKLUR) CC ChOOLIABAT NO-4YE€CTO B rpynaTa
Ha ATHCKHPEH, OTKONIKOTO B rpyrnara Ha niauedo.

5.2 PapMaAKOKHHeTHYHE CBOHCTBA

Kombunayuama om oamecapman u amMia00unun

Cnen nepopalieH NpHEM Ha KOMOKHALMATA OT O/IMECapTaH H aMJIOAHIKE MAKCHMATHH TUIa3MEHH
KOHLIEHTPALMH Ha OJIMECApTaH H aMJIOAMITHH €€ JOCTHraT CbOTBETHO cnex 1,5 - 2 yaca u 6 - 8 yaca,
CxopocTTa M cTeneHTa Ha abcopbLus Ha ABETE aKTHBHH BEIIECTBA OT KOMOMHALMATA OIMECAPTaH U
aMJIOIMITMH Ca EKBHBAJIEHTHH Ha CKOPOCTTa W cTeneHTa Ha abcopbuusa cien npueMa Ha ABaTa
KOMITOHEHTA KaTO OTASAHH TabneTkH. XpaHaTa He MOBIUABA ODHOHATHYHOCTTA Ha OJIMecapTaH H
aMJIOBMITUH 0T KoMOHHAUMATA ONIMecapTaH H aMJIOTMITHH.

Oamecapman Medoxkcomun (akmusna cocmaska Ha Oamecma A)

Abcopbums ¥ pasnpeneneHue

OnmMecapraH MEAOKCOMHII € JiekapcTeeH npekypeop. [1o Bpeme Ha abcopbumsara oT cromalHo-
ypeBHHA TPaKT Toi OBp30 ce npeobpa3sysa 10 GapMaKOIOrHyHO aKTHBHHA METabOIMT OJIMECApPTaH OT
ecTepasuTe B UPEBHATA JIMFaBHLIA M B KPBLBTA HA NOpPTANHaTa BeHa. B nnazmata WiH eKCKPETHTE He ce
OTKPHBAT HHTAKTEH OJIMECApTaH MEAOKCOMMII WIH HEMPOMEHEHA CTpaHHYHA MEIOKCOMIIOBA Bepura.
Cpennara aGconmoTHa OHOHATHYMHOCT Ha ofiMecapTaH 0T TabnetHara ¢opma € 25,6%.

Cpennata MakcHMaJHa Iuia3mMeHa KOHUEHTPaUHS (Cnax) HA OJIMECAPTAH CE AOCTHUMA OKOJIO 2 Yaca ClieA
NepopanHO NMPHIGKEHHE HA OJTMECAPTAH MEAOKCOMHI, KaTo MM1a3sMEeHHTe KOHLEHTPaLIUH Ha
ONMecapTaH ce MOBMILABAT MOYTH JIHHEHHO ¢ MOBKLLIABAHE HA CAHOKpATHATa NMepopasiHa 1034 JI0
okono 80 mg.

XpaHata UMa MUHHMaIEH ePEKT BbpXy OHOHAIMUYHOCTTA HA ONIMECAPTaH, NOpaanH KOETO OIMEcapTaH
METOKCOMMII MOXKE Z1a C€ NMpUiIara ¢b¢ WM 6e3 xpaHa.

He ca HabmoaBaHy KIHMHHYHO 3HAYMMH MEKAYNONOBH pasinyus BbB (JapMaKOKHHETHKATA Ha
ofiMecapTaH. |

OnmecapTraH ce CBLP3Ba B roJiaMa CTENEH ¢ rasMeHuTe NpoTerHH (99,7%), HO BEpOATHOCTTA 34
KJIHHHYHO 3HA4YMMH B3aBMOACHCTBHA, Ab/DKALIH CE HA H3MECTBAHE OT MACTOTO Ha CBBP3BAHE MEKIY
onMecapTaH M APYTH JICKapCTBCHHW NPOAYKTH C BHCOKA CTEMNMEH Ha CBbP3BaHE C IUIa3MEHUTE NMPOTEHHH
e HUCKA (KOeTO € OWI0 NOTBBPAEHO OT JIKIICATa Ha KIMHUYHO 3HAUHMO B3aHMOJACHCTBHE MEXIY
ONiMECapTaH MEAOKCOMMI H BapdapuH). CBBLP3BaHETO HA ONIMECAPTaH ¢ KPEBHHTE KJIETKH €
HesHaunTeHO, CpenHHAT o0eM Ha pa3mnpeneleHHe Ce/l HHTPaBEHO3HO MPHIOKEHHE € HHCHK (16-

29 1). |

buoTtpancopmaliig ¥ eNHMHHHDAHE
Toranuuar razmen knupbHC odukHoBeHO € 1,3 I/h (CV, 19%) 1 e cpaBHHTENTHO HHCBK B CPaBHEHHE ¢
yepHOApOoOHHA KpbBOTOK (0K0A0 90 I'h). Cnen nepopanHo NnpuyokeHHe Ha €AHOKpaTHaA 032
mapkupaH '*C-onmecapran Megokcomun, 10 ~ 16% oT npunoxeHaTa pagHOaKTHBHOCT € 6una
eKCKpeTHpaHa B ypuHaTa (To-ronsaMara 4acT B paMKHMTE Ha 24 yaca ciien NpuaOKeHHeTo), a
OCTaHAJIaTa YacT OT BBE3CTAHOBEHATa PaJMOAKTHBHOCT € eKCKpETHpaHa upe3 deneca. Kato ce uma
npeBHUI CHCTEMHATa HANTHYHOCT 0T 25,6%, MOXe Aa ce U3UMCIIH ue abcopbupaHuaT onMecapTaH ce
OYHCTBA KakTo upe3 6uOpeuna exckpeuus (oxono 40%) Taka U ype3 xenaToOWIHapHa €KCKpPELIUS
(0Kos10 60%). Llanata Bp3CTAHOBEHA PaAMOAKTHBHOCT CE€ Tb/DKH Ha onMecapTtaH. He ca oTkpuTH
APYTH ChHILECTBEHH METabOAHTH. EHTepOXENaTANHMAT KPBIOBPAT Ha O/IMecapTaH € MUHUMANCH. Thil
KaTo rojisMa 4acT OT OJIMECAPTaH Ce eKCKPeTHpa Mpe3 AThYHHTE MbTHINA, YnoTpedaTa
NMAaLMEeHTH ¢ OnnHapHa oOGCTPYKUMA € NPOTHBONOKa3aHa (BX. Touka 4.3).

TepMHHAJHHAT €TAMHHALHOHEH NOMY>KHBOT Ha osMecapTaH € Mexay 10 u 15 ua
MHOIOKPAaTHO NepopaiHo npuokeHne. CTaLUHOHAPHO ChCTOSHHE Ce IOCTHrA ¢l
[IO3M U He ce HaOmoaasa JONMbIHUTENHO KyMYyJiHpaHe chel 14 nHH Ha MHOroKpa
Bu6peuHuaT knupsHe € npubauszurento 0,5-0,7 I/h v He 3aBUCH OT 103aTa.
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JlekapcTBEHH _B3aHMOEHCTBUA
Konecesenam - cpeacTBO, CBBP3BALLO HJITHYHATA KHCEHHA

EnHoBpeMEHHOTO NpHIOXKeHHe Ha 40 mg onmecapTa Me0KCOMHN H 3 750 mg Konecesenam
XHAPOXNOPHA NMPH 3APAaBU HHAHBHAM € JOBENO 10 HAManABaHe Ha Cmax ¢ 28% 1 Hamanaeane Ha AUC
Ha onMecapTaH ¢ 39%. [To-cnabn edektu - HamaneHHe Ha Crax U AUC choTBeTHO € 4% 1 15%, ca
HaOMIoAaBaHH, KOTATO OlIMecapTaH MEAOKCOMMI ce npwaara 4 yaca npeaH KoJecepenam
xuapoxiopua. ENHMMHALHOHHUAT NOJY>KHWBOT Ha OfMecapTaH € HamaneH ¢ 50 - 52%, He3aBucuMo OT
TOBa, JAJIH CE MPUIAra €AHOBPEMEHHO WM 4 Yaca npeau KojeceBeaaM XHApOXJIOopHa (BX. Touka 4.5).

Amnoounun (axmuena cocmaexa.na Oamecma A)

Abcopbyus u pasnpeoenenue

CneA nepopanHo NpUIOKEHHE Ha TEPANCBTHUHH J03H, aMIIOAHNKH ce abcopbupa nobpe ¢
MaKCHMAaTHH TIa3MEHH KOHUEHTpaLuMKu Mexay 6 u 12 yaca cnen npueMa. AbcomorHara
6voHanHuHOCT € Mexay 64% u 80%. O0embT Ha paznpeaenekue € okono 21 Ukg. Ilpwm in vitro
H3C/IEABaHHA € ONPEAENeHo, Ye okono 97,5% or uupKynupaliig aMJIOAUIHH € CBbP3aH C IUTA3MEHHTE
MPOTEHHH.

A6copOimaTa Ha aMAOAMIIKH HE Ce NMOBIHABA OT €AHOBPEMEHHHA MIPHEM Ha XpaHa.

Buompancgopmayus u enumunupane:

TepMHUHATHHMAT [LU1a3MEH NMOJTYKUBOT Ha €THMHHHpaHE € okono 35-50 vaca ¥ € B CbOTBETCTBHE C
eJHOKPAaTHO JHEBHO JO3HpaHe. AMJIOANNMH ce MeTaboIH3HNpa EKCTEHIHBHO B YepHHS Apob 1o
HEaKTHBHH MeTabouTH, XaTo 10% oT H3xoaHoTo BeltecTBO ¥ 60% o1 MeTabonuTHTE Ce eKCKpeTHpaT

ype3 ypHHaTa.

Oamecapman MeOOKCOMUR U AMA0OUNUN (akmusnu cocmaexku na Oamecma A)

Crneyuainu nonyaayuu
Ileouampuuna nonynayua (na évzpacm noo 18 eoc)uuu)
Hsama Hannyum ¢papMakOKHHETHYHHK JAHHM MPHU NMEeJANaTPHYHH NaLHEHTH.

Cmapuecka ev3pacm (Ha 8b3pacm 63 uau nogeye co0uKu)

Ilpn raurenTH ¢ XuneproHua, AUC B CTaLlHOHapHO CHCTOAHHE € MOBHINEHA C 0KON0 35% npH Xopa B
crapuecka Bh3pacT (65—75 roaunn) u ¢ okono 44% npu MHoro ctapH xopa (=75 roiHHH) B CPaBHEHHE
C rpynara B no-mjaja Be3pacT (Bx. Touka 4.2). Toea 10 H3BECTHA CTENEH MOXKE 118 € CBHP3aHO ChC
CpeAHOTO NOHWXXaBaHe Ha 6bOpeuHaTa PyHKLMA NpU Ta3H rpyna NauueHTH. [ipenopbpunTeaHara
J030Ba CXeMa MPH XOpa B CTapuecka BB3pacT odaye € ChillaTa, BBIIPEKH Y€ MPH NOBHILIABAHE HA
JI03aTa C€ H3HCKBA NOBHIIERO BHHMAHHE.

BpemeTo 3a 1OCTHrane Ha MaKCHMAJIHY [L1a3MEHH KOHLEHTPALIMHA Ha aMJIORXHITHH € CXOJHO B
CTApYeCcKa BL3PACT H MPH NO-MIAAH WHAMBUAK. AMIOAUNMHOBHAT KIHPBHC HMA TEHACHLINA KbM
MOHM)KaBaHe, KOETO BOAM A0 nosuiuapadHe Ha AUC 4 Ha eNHMHHALMOHHHUA HOIYXXKHBOT NPH XOPa B
cTapyecka Bb3pacT. B ToBa npoyusane HapacTBaHeTo Ha AUC W Ha ETHMHHALMOHHHST NOJYXMBOT
MpHY NaUMEHTH ChC 3aCTOKHA ChpAeYHAa HEAOCTATBYHOCT € OWI0 COpeE OYaKBAHOTO 34 NALMEHTUTE OT
Ta3M Bb3pACTOBA rpyna (Bx. Touka 4.4).

bvbpeuno yspeoicoare:
[Ipy naneHTH ¢ yBpeacHa 6b0peuna ¢pyHkumus, AUC Ha oaMecapTaH B CTalIHOHAPHO CHCTOAHHE C€ €
nosuIIWwiIa ¢ 62%, 82% u 179% cLOTBETHO MPH NALHEHTH € JIEKO, YMEPEHO H TexKo 616peuHo

YBPEXAaHE B CPABHEHHE CBC 3APABH KOHTPONH (BX. TO4YKH 4.2 1 4.4).

AMIOJMITHH ce MeTaboNH3Hpa eKCTEH3UBHO A0 HEAKTHBHU MeTabonuTtu. Jdecer
BELLECTBOTO CE EKCKPETHPA HENMPOMEHEHO B ypHHAaTa. [IpoMeHHTE B iasMeHara
aMJIOMITHH HE KOPEJIKPAT Cbe cTeneHTa Ha 6x0peyHo yBpexxaaHe. [lpu Te3n na
MOXe 1a ce npuiara B odHuaiHaTa 103a. AMIIOANHITHH HE ¢€ AHalu3Hpa.
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Yeprnoopobro yepexcoane:

Cnea nepopajiHO NpWIOkKEHHE Ha eJHOKpaTHa 1034, ctoiiHocTuTe Ha AUC Ha onMecapTaH ca no-
BHCOKH ¢ 6% H 65% CBLOTBETHO NpPH NALIMEHTH C JIEKO H YMEPEHO YEpHOAPOOHO YBpeKAaHe,
OTKOJIKOTO NPH CbOTBETHHTE UM 3ApaBu KOHTpONH. [1pu 31paBH 100poBoaUH, PH NAUUEHTH C JIEKO
yBpeaeHa yepHoapoOHa QYHKUMA U NPH NAUKEHTH C YMEPEHO YePHOAPOOHO yBpeKIaHe
HeCBBbp3aHaTa hpakLKs Ha OJMecapTaH 2 4yaca ciief] npuwioxeHue € croTBeTHO (0,26%, 0,34% u
0,41%. Cnen MHOTOKPATHO MIPHIIOKEHHE HA NALMEHTH ¢ YMEPEHO YEPHOAPOOHO YBpEKAAHE, CpelHaTa
AUC Ha onmecapraH e Omn1a OTHOBO NO-BUCOKA € OKOJIO 65% OTKOJAKOTO NPH CHOTBETHUTE 3ApPaBH
koHTpOJIH. Cpeanarta Cqax Ha osiMecapTaH € Onna CXOAHa MPH NalUWEeHTH ¢ yBpeaeHa YepHoapobHa
(hyHKIMS W MTPH 3ApaBy KHAUMBHAM. OIMECapTaH MEIOKCOMMIT HE € OLICHABAH MPH MAaLHEHTH C TEKKO
yepHOApOoOGHO yBpexKaaHe (BX. ToukH 4.2 n 4.4).

KOTHHHYHHTE JaHHH OT NPWIAraHeTo Ha aMJIOOHITHH NPK NMAaLMEHTH C YepHOApOoOHO yBpexaaHe ca
MHOTr'0 orpaHHyeHH. [Ipu naigieHT™! ¢ yBpeneHa yepHoapoOHa GyHKLMS KIMPBHCHT HA AMJIOJHMITHH €
MOHWXEH, a MOJIYKHBOTBT € YABIKEH, KOeTO BOAM A0 NMOBHLICHH cTORHOCTH Ha AUC ¢
npubnuzuTenHo 40-60% (Bx. Touku 4.2 1 4.4).

5.3 IlpeaxnanHYHH JaAHHH 32 Oe30nMacHOCT

B33 ocHoBa Ha nMpodHiIa HA HEKTMHHYHA TOKCHYHOCT HA BCAKO BELLIECTBO HE CE O4aKBa ek3auepdanus
Ha TOKCHYHOCTTa 3a KOMOMHALMATA, Thii KATO BCAKO BEILECTBO KMA PAIMYHM TAPreTHHU OpPraHu,
Hanp. 6LOpeuyTe 3a oMecapTaH MEIOKCOMI H ChPLETO 38 aMJIOIHITHH,

B 3-meceuro npoyuBaHE 32 TOKCHYHOCT CJ/IEA MHOTOKPaTHO NPHIOXKEHHE Ha ONIMecapTaH
MEIOKCOMWI/aMJIOAHIIHH B KOMOHHALIHA BBbPXY IUTEXOBE ¢a HabnoaaBaHH cleAHUTE MPOMEHHU:
HaMalleHHe Ha NapaMeTpHUTe, CBLP3aHH ¢ Opos Ha epUTPOLIMTHTE H OBOPEHHH NPOMEHH, W ABETE MOTaT
na 6bJaT HHIYLMPaHH OT ChCTABKATA OJIMECAPTaH MEJOKCOMMI; MPOMEHH B ucpBaTa (AUnaTauus Ha
ayMmeHa 4 audysHo 3agebensBade Ha JIMrasMLaTa Ha WieyMa M aedbenoro uyepBo), HanOBOpeuHuTe
xJ1e3u (xunepTpodus Ha rIIOMEPYJIHATE KOPTUKATHU KI€TKH U BAKyOJIM3UpaHE Ha (pacKyJlapHHTE
KOPTHKAIHK KNETKH) H XHNEepTPodHA Ha KAHAIMTE B MIICUHHUTE XUTE3H, KOHTO MoraT aa dvaar
MHAYLIMPaHW OT CHCTABKATa aMJIOAMNIHH. Te3H MPOMEHH HMTO yBE/IHUaBaT CboOllaBaHaTa NPeAH TOBA
CBIIECTBYBALIATa TOKCHYHOCT HA OTACTHHTE CPeaCTBa, HHTO MPEAH3IBUKBAT HOBA TOKCHYHOCT W HE Ca
HabnonaBaHH TOKCHKOJIOTHYHH CHHEPTHYHH €(PEKTH.

Onamecapman MedoKcomu (akmusna cvcmaeka na Oamecma A)

B npoyuBaHHATa 38 TOKCHYHOCT NPH MHOI'OKPATHO NMPWIOKEHHUE NPOBEAEHH IPH TUTHXOBE H Ky4erTa,
oJIMecapTaH MEAOKCOMMI € Nokasaln €(eKTH, KOUTO ca CXOAHH ¢ Apyrure AT, peuentopHH
aHTaroHHcTH U ACE-HHXMOWTOpHU: NoBHLIIEHHE HA KpbBHATa ypesa (BUN) n kpeaTuHuHa; HamansaBaHe
TErN0TO HA ChPLETO; MOHIKABAHE HA TIOKA3ATEJINTE HA €PUTPOLIMTUTE (€PUTPOLIMTH, XEMOTIOOHH,
XEMAaTOKPHT); XHCTOJIOTHYHUTE nokasareny 3a 6p0peyHo yBpexaaHe (pereHepaTHBHH JIE3HH B
01L0peuHHs enuTen, YILIbTHABaHEe Ha OasanHaTa MeMOpaHa, nunarauusd Ha TyOynure). Tean Hexenann
peakUMH, AbJDKALH ¢ HAa (PapMaKONOruyHOTO AeHCTBUE HA OJIMECAPTAaH MEIOKCOMHII €a C€ NMOABUITH
B NpeJKIHHAYHUTE Npoy4YBanus U Ha Apyru AT, peuentopHH aHTaroHHcTH H ACE-unxubutopn, H
MOXe Jia 0bAaT HAMAJICHH YPe3 €HOBPEMEHHOTO NEPOPaIHO MIPUIOKEHHE HA HATPHEB xuopuid. U B
JBaTa BHMAa € HaOnoAaBaHO NOBHUIABAHE HA MU1a3MEHAaTa PEHHHOBA aKTUBHOCT H
XHnepTpodHL/XHNepIUia3Zua Ha IOKCTarJIoOMepyJlapHUTE KNETKH Ha Ob0peuuTe. Te3n npomeHH
THMHYHHK 3a K1aca ACE-nuxubutopy u apyru AT, peLleNTOPHH aHTAarOHUCTH, H3MEXKAa HAMAT

KJIAHHYHO 3HAYCHHC.

HAKOJIKO in vivo M3NUTBAHKHA C OJIMECAPTAH MEAOKCOMKII B MHOTO BUCOKH nepopan
2 000 mg/kg He ca Sunm Habmonasauu noAcOHH edexTH. OOOOLLEHUTE JaAHHH OT
reHOTOKCHYHOCT €A NMOKA3aTH, Y€ € MANIKO BEPOATHO OJIMECAPTAH Ja [TPUTEXKABa
e(ekTH B yCNOBHATA Ha KIIMHHYHA ynoTpeba.
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OnmecapTaH MEJOKCOMHJI HE € KaHLIEPOTEHEH B MPOYUBAHE € MITLXOBE MPOABKHIO 2 TOAKHH, HUTO
[PH MHILKH B JIBE LIECTMECEYHH MMPOYYBAHHA 38 KAHLEPOTEHHOCT, KaTo Ca H3NOI3BAHH TPAHCTEHHH
MOJIEJIH.

B npoyuBanui 3a penpoIyKTHBHA TOKCHYHOCT MPOBELEHH C TbXOBE, OIMECAPTaH MEJOKCOMMUN HE €
OKasan BIHAHHE BbPXY (EPTHINTETA H HE Ca HAMEPEHH A0KA3aTeJICTBa 3a TepaToreHeH edekT. Kakro
M NIPH ApYyruTe aHrHoTeH3UH Il aHTaroHUCTH, clie] €KCMO3ULIMA Ha OJIMeCapTaH MCXOKCOMMI
MPEeKMBAEMOCTTA Ha MOKOJIEHHETO ¢ O1Ta HaManeHa, a Caell NpWIAraHeTo My Ha Maikara B KbCHa
6peMeHHOCT WK M0 BpeMe Ha KbpMeHe € HabmonasaHa Aunaraums Ha ObOpeyHHTe JiereH4era.
[TonoORO Ha OCTAHAINTE aHTHXMNEPTEH3IWBHH CPEACTBA, ONIMECAPTaH MEAOKCOMMW € NMO-TOKCHYECH
npy OpeMeHHH 3aiiLK, OTKONKOTO NPH OpeMEHHH TUTEXOBE, MAaKap Y€ He Ca HAMEPEHH IaHHH 32
(eTOTOKCHUYHOCT.

AMaoounun (axmuena cvcmasxa na Onmecma A)

Penpooyxkmuena moxcuunocm

PenpoayKTHBHH NPOYyYBaHUA BBPXY ILUTHXOBE H MHIIKH MOKAa3BaT JAHHH 32 yAb/DKaBaHe U
3aTPY/AHABAHE HA POAWIHHMA NMPOUEC U MOHHXKEHA HEOHATATHA NMPEXKKBAEMOCT CJIE/] MPUIIOKEHUE Ha
NO3H, NpHOaK3IUTENHO 50 ITbTH NO-BHCOKH OT MAKCHMATHATA NPENOPBYHATEIHA NPH XOPa, H3YHCIIeHa
Ha 6a3za mg/kg.

Vepexcoane na chepmunrumema

He ce nabnionasa edeKT BEPXy GepTHANTETA HA TUTBXOBE, IEKYBAHH C aMIOIHUITHH ((KMBOTHHTE OT
MBXKKH [10J1 Ca JIeKyBaHH 64 IHH, @ OT XXEHCKH 1o - 14 1HW nNpeéaH YHPTOCBAHETO) B AHEBHH J03H O
10 mg/kg (8 mbTH MO-BHCOKHM OT MAKCHMAJIHATA NpenopbYWTeNHa J03a oT 10 mg npH Xxopa,
HIYHCJIEHA Bb3 OCHOBA HA mg/m?). B apyro npoyuBaHe BbpXY IUTbXOBE, MPH KOETO IKHBOTHHTE OT
MBXKKH TIOJ1 ¢a JIEKYBaHH C aMNoANNKH 6e3unar B npoAwDKeHHe Ha 30 1HH B NO3H, CPAaBHHMH C
AO3UTE, MPUIaraHH NpH Xopa, H3YHCIEHU Bb3 OcHoBa Ha mg/kg, ce HabnlonaBaT NOHHKEHH
CTOMHOCTH Ha QOIMKYIIOCTUMYJTHPALLHUS XOPMOH H TECTOCTEPOHA, KAKTO M MOHWKABAHE Ha
CNepMaiHaTa IUTTHOCT H Ha Opos Ha 3penuTe cnepMaTHAR H CepTONHEBH KIIETKH.

Kapyunozenesza, Mymazenesa

[Tpu nIBEXOBE W MHLIKH, JIEKYBaHH ¢ aMJIOJHIHH B IHETATa B NPOABDKEHHE HA 2 FOJIMHH B
KOHLIEHTPAaLMK, H3UHCJIEHH 1a OCHTYPST HHBA Ha AHEBHHU A03H oT 0,5, 1,25 v 2,5 mg/kg nama naHup
33 KaHLEPOreHHOCT. Hail-BUCOKHUTE 103, KOMTO Ca npwiaraHy (3a MHIUKK H NORXOOHH 32 MILXOBE Ca
ABYKPAaTHO HaA MAKCHMATHUTE NPEeNnOPBUHUTENHATE KITHHUYHH 1034 OT 10 mg, H34MCIeHH Bb3 OCHOBA
Ha mg/m?) ca OIM3KH A0 MaKCHMAJTHATA MOHOCHMA J103a 34 MHILKH, HO HE U 3a IUIHXO0BE,
[IpoyusaHHATA 3a MyTareHHOCT HE MOKa3BaT €(PeKTH Ha FEHHO WIH XPOMO3OMHO HHBO.

* Bu3 0ocHOBA Ha Terno Ha nanuenra ot 50 kg

6. ©®APMAIIEBTUMHH JAHHHU
6.1 Chnuchk Ha TOMOIMHATE BIECTBA

Aopo na mabaemxama:

MHUKpOKpHCTa/IHA LTy 1034

JlakTo3a MOHOXHApAT

KpocnoBunoH

[ToBHOOH

HarpueB HuluecTeH rnukonar (kaproden)
KonouaeH xuapaTupas CHIHLHEB NHOKCH]
MarHesues creapat

Durmoso noxpumue.
YacTHuHO XMAPOIH3NPaH NOJIHBHHWIOB ankoxoi (E1203)
Maxporon (E1521, nONHETHIEHTTUKON)
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Tank (E553b)

Turanos guokeua (E171)
Kot xenesex okcun (E172) (caMo 3a Onmec*ra A 40 mg/5 mg ¢punmupaHu TabeTKH)

‘6.2 HechBMECTEMOCTH

HenpunoxumMo

6.3 Cpok Ha roanocrt

2 TOAHHH

6.4 ChnenuanHn ycJ10BHS Ba ChbXpAHEHHE

To3n nekapcTBeH NMPOAYKT HE H3HCKBA CNELHANIHH YCJIOBHA HA ChXPaHEHHE.
6.5 Bugn cpaALpKAHHE HA ONAKOBKATA

brucmepu
OPA/AIWPE+ cymuren — Alu 6ancrepHa onakoBka

20 mg/5 mg: BHAOBE onakoskH ¢ no 14, 14(14x1), 28, 28(28x1), 30, 30(30x1), 56, 90, 98,

08(98x1),120 punmupanm Tabnerku
40 mg/5 mg: BHAOBE ONAKOBKH ¢ no 14(14x1), 28, 28(28x1), 30, 30(30x1), 56, 90, 98, 98(98x1), 120

¢punMupaHd Tabnerxu

Bymunxu

100 ¢punmupanu TabreTku

bytunka or HDPE ¢ nonunponuneHosa 3allMTEHa OT Aella Kanavyka i KyTHHKA CbC CYLIMTE.
He BcHUKH BHAOBE ONAKOBKK MOTaT a 6bAaT MycHaTH B Npoaaxoda.

6.6 Cuaenuajinn npeAna3HH MepKH NPH H3XBLpJasHe H paboTa

Heu3noniBaHMAT IEKapCTBEH NMPOAYKT WIH OTMaAbYyHHTE MATEPUAIH OT HEero TpAdBa Ja ce H3XBbPIAT
B CBOTBETCTBHE ¢ MECTHHTE H3MCKBaHHIL.

7. TIPHTEXATEJ HA PA3PEHIEHMETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5
2031 GA Haarlem

Hupepnanaus

8. HOMEP(A) HA PAZPELIEHHETO 3A YIIOTPEBA

Onmecta A 20 mg/5 mg - per. Ne 20180032
Onmecta A 40 mg/5 mg - per. Ne 20180033

9. JATA HA NBPBO PA3PEINABAHE/TIOAHOBABAHE HA PA3PE
YIIOTPEBA |

JlaTa Ha mbpBO paspetuasane: 23.02.2018 r.
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10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

22/01/2025
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