KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JIEKAPCTBEHMUS ITPOAYKT

Tan3zunop 20 mg punamupanu TabneTku . /' A S
Tau3zupop 40 mg punmupanu tabieTku '7( J | o/ | g
Tansidor 20 mg film-coated tablets 6 > 7 73 f 13 -01- 2025

Tansidor 40 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Tanzuoop 20 mg purmupanu mabiremxu

Bcska punmupana Tabnerka cpabpka 20 mg onMecaprad MeaokcoMun (olmesartan medoxomil).
[ToMOLIIHO BELIECTBO ¢ U3BECTHO JEUCTBHE:

111,050 mg nakro3a MmoHoxuapar (lactose monohydrate).

Tanzuoop 40 mg puimupanu mabremxu

Bcsaka ¢punmupana Tabnerka cbabpxka 40 mg onmecapran meaokcomun (olmesartan medoxomil).
[ToMOUIHO BEWIECTBO C U3BECTHO JICHCTBHE:

222,100 mg nakro3a MoHoxuapar (lactose monohydrate).

3a MBbJIHUSA CIIUCHK C MOMOILIHHUTE BELIECTBA BHXXTE TO4YKa 6.1.

3. JJEKAPCTBEHA ®OPMA

@unmupaHa Tabnerka

Tanzuoop 20 mg puimupanu mabremxu
bsana, kpbria, nBOMHOM3NMbKHAJIA, (DUIMHUpaHa TabsneTka ¢ Haanue “20” oT egqHaTa cTpaHa.

Paszmep: 8,5 mm — 8,8 mm

Tanzuoop 40 mg purmuparnu mabaremxu
bsana, oBajiHa, IBOMHOM3MbKHANA, (UIMHUpaHa TabneTka ¢ Haanuc “40” ot egHara cTpaHa.

Pasmep: 14,9 mm — 15,3 mm x 7 mm — 7,3 mm

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

JleueHHe Ha eCeHLIMAJIHA XUIIEPTOHUA MPH Bb3PACTHH.
JleyeHne Ha XUIMEPTOHMS MPH Aeua U FoHOLH oT 6 10 18 roauiuHa B3pact.

4.2 J0o3HpOBKA H HAYHH HA NPHJIOKEHHE

Ho3npoBKa
Bb3pacTHH

[IpenoprunTenHaTa Ha4YajiHa 103a oJMecapTad meokcoMui € 10 mg BeaHbxK qHEB
KOMUTO Ta3H J103a HE € JOCTaTh4YHa 3a MNOCTUIaHEe Ha KOHTPOJI Ha apTEPHUAIIHOTO HAJIs
oJIMecapTaH MeJOKCOMMJI MOXe Ja ce yBeauuH 10 20 mg BeAHBK JHEBHO KaTo O




HeOoOX0AUMO AOMBJIHHTEHO NOHIDKEHHE HA apTepUaTHOTO HaJlAraHe, J03aTa Ha OJIMECapTaH MENOKCOMMII
MOJKE J1a C€ YBeJIMUYM A0 Hait-MHoro 40 mg qHeBHO WM Aa ce A00aBH Teparusa ¢ XHApPOXJIOPOTHAZH].

AHTHXHNIEPTEH3UBHUAT €)EKT HA OJIMECAapTaH MEAOKCOMMJI C€ MPOABABA Cle/l OKOJIO 2 CEAMHLH OT
HAYAJIOTO Ha JICYCHHETO, & MAKCUMATHUAT EKT Ce NOCTUra clie OKOJIo 8 CeAMMLIM OT 3arOYBAHETO Ha
TepanuaTa. Toea TpsOBa Aa ce MMa npeaBHA pH pellieHKHe 3a MPOMAHA B TO3UPOBKATA, C KOATO C€ JIEKYBa
NauHeHTbT.

Crapuecka Bb3pacT (Ha MU Hal 63 roiHHH)

[Io npyHLMIT HE Ce Hajlara KOpUrupaHe Ha J03aTa IPH MAUKUEHTH B CTap4YecKa Bb3pacT (BHKTE NO-A0JY 34
NPEeNOPBHKH IPH NauMeHTH ¢ Ou0peuHo yapexxaaHe). Ako € HeoOXOAUMO MOBHIIEHUE HA 103aTa A0
MaKCHMaHaTa go3a oT 40 mg AHEBHO, apTEPHANTHOTO HANAraHe TpaOBa BHUMATE/IHO 1a CE IPOC/esBa.

brOpeuHo yBpexaaHe

[Ipu naupieHTH ¢ IEKO A0 YMEpEeHO 6B0peyHo yBpeKaaHe (kpeaTHHHHOB KIHPBHC 20 — 60 ml/min)
MaKCHManHaTa ao3a € 20 mg onMecapTad MEQOKCOMMI BEIHEXK JHEBHO, TOPAdH OrpaHH4E€H OIHT C I10-
BHCOKM JI03M MPH Ta3H rpyna naunydeHTH. He ce npenopsuBa ynorpebara Ha oJIMecapTaH MEIOKCOMHEIT IPH
NalHEeHTH ¢ TEXKO YBpeXIaHe (KpeaTMHHHOB KIHPBHC < 20 ml/min) nopaau orpaHuyeH ONUT IIPH Ta3H
rpyria naiHeHTH (BXK. TOUKH 4.4 1 5.2).

YepHoapobHo yBpexaaHe

He ce m3uCKBa KOpEKLMA Ha 103aTa NPH NALMEHTH C JIEKO YepHOApoOHO yBpexxnaHe. I1pu nanueHTH ¢
yMEpPEHO 4YepHOoApoOHO yBpekKaaHe ce NpenopruBa HauaaHa 103a oT 10 mg onMecapTaH MeAOKCOMUIT
BeJIHBK JHEBHO M MaKCHMalTHaTa J103a He TpAOera Ja Haasuwasa 20 mg peanbx AHeBHO. [Ipy nauueHTH ©
4YepHOAPOOHO YBpeXKIaHe, KOMTO BEUe Ca Ha JIeYeHHE ¢ OIMYPETHLH WIUIH APYTH aHTHXUIIEPTEH3UBHH
J€KApCTBa, c¢ NMPernopb4yBa BHUMATENHO NPOCNeAABaHe Ha KPBBHOTO HaAraxHe u 6sbpeynara ¢pyHkuma,
Hsima onuT ¢ onMecapTaH MEAOKCOMMI NPH MALMEHTH € TEXKO YEPHOAPOOHO yBpeKaaHe H NOpaaH TOBA HE
ce npenopryea ynorpedara npu Tazu rpyna nauneHTH (BX. To4kH 4.4 U 5.2). OnMecapTalH MEAOKCOMMII HE
TpAOBa fa ce U3NON3BA MPH NALUEHTH C *XJITb4Ha 0OCTPpYKLUHUA (BXK. TO4Ka 4.3).

IleauaTpyuyuHa DOMynaLud
Heua u voroiny ot 6 ao noxa 18 roaumHa Bb3pacT

[IpenoppyHTENHATA HAYAIHA A03a OJIMECAPTaH MEIOKCOMMWI TPH IcLia Ha Be3pacT ot 6 110 noa 18 ronuHH e
10 mg seansx aHERHO. IIpH Aena, YHETO KPBBHO HANISraHE HE € aIeKBAaTHO KOHTPOIMPAHO NPH Ta3H A034a,
ONMecapTaH MEAOKCOMMWI MOXKe J1a ce YBReJIHYH A0 20 mg BEeAHBXK AHEBHO. AKO € He0OX0aUMO
OOITBJIHUTEHO MOHIDKABAHE HAa KPBhbBHOTO HANIAraHE, IIPH ACLIA YHETO TEIACCHO Terio € > 35 kg, mo3ara
onMecapTaH MEIOKCOMHI MOXKE Ja ¢€ YBEJIHYH 10 MakcHMyM 40 mg. IIpu aeua, kouro Texar < 35 kg,
IHEBHATa fo3a He TpaOBa aa npesuuasa 20 mg,

ﬂ[ﬂ_’}f ra neAHATpHYHA ITOIMYJIALHHA

be3zonacHoCTTa M €PHKACHOCTTA HAa OJIMECApTAH MEAOKCOMWI NPH AcLIa Ha BB3pacT OT 1 40 5 roJMHHU 3acera
He € ycTaHOBeHA. B MOMEHTa HaJIMYHHTE JaHHH ¢a OMMCany B TOYKH 4.8 M 5.1, HO He MoraT ga Opaar

JafE€HH TIPENOPBKH.

OnMecapTalH MEZOKCOMMI He TpaGBa na ce n3ano3Ba npu Aelia noa 1 roauHa nopagy HEAOCTATEYHO JaHHH
3a 6e30MacHOCTTa M JIMIICATa Ha IAaHHHW B Ta3W Bb3pacTOBa rpyra.

Haudn HA OPpAIOKEHHAE
3a no-podpo NpUABpKaHE KbM CXeMaTa Ha JIeYeHHe ce npenoprusa TaHzuaop ga ce aneM 10 €HO U
CBILIO BpeMe BCEKH ACH, HE3aBUCHMO OT XpaHa, HanpuMep Mo BpeMe Ha 3aKycka. 1abngs
NpHEMA ¢ JOCTATHYHO KOMUUYECTBO TEUHOCT (Hanp. eAHa yala Boja). Tabrnerkara Hg

4.3 IIporuBomokazanng




»  CBPBXYYBCTBHTEJHOCT KbM aKTHBHOTO BELIECTBO WIH KbM HAKOE OT MOMOILIHHTE BELECTBA, H3IOPOCHH B
TOYKa 6.1

«  Btopu H TpeTH TpHMeECTbD Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 K 4.6)

»  bunuapna obcTpykums (BxK. Touka 5.2)

» EnHoBpeMenHara ynotpeba Ha TaH3uA0p ¢ ATHCKUPEH-CHABPXKALUM NPOLYKTH € MPOTHBOIOKAa3aHa IPH
MalMeHTH Che 3axapeH auaber uau 6u0peuno yepesknade (GFR < 60 mL/min/1,73 m?) (Bx. Touky 4.5 1
5.1).

4.4 CoenmajHH NpeaAyNpeXieHHAS H NPeINa3HA MEePKH NpH ynoTpeda

BrrpechaoB obeMeH geQuuuT
[Tpy naumeHTH ¢ 00EMEH /WM CONICBH AeDUIIMT MOPARH arpeCHBHA IHYPETHYHA TEPAITHA, AHETA C HHCBK

IIPHCM Ha COJI, THapHA HWIH NOBDBLUIARE MOXKE Na HACTDBIIM CHMITTOMATHYHA XHITIOTOHHA, ocoDeHo cJicn
[IbpBaATa A034. Te3n CBCTOAHHA TpﬂGBa pi L | ObAaaT KOPHI'HpaHH IIPCAH TIIPDKIOKCHHCTO HA OJIMCCapTaH
MENOKCOMMNIIL.

QE!I‘H ChCTOAHHUA, AKTHBHPALIIH DPCHHH-~AHTHOTCHIWH-ANA0CTEPOHOBATA CHCTEMA
HPH NalMreHTH, ITPH KOUTO CHAOBHAT TOHYC H 6'56PELIHB.T& beHKI.lHH 3aBHCAT I''TABHO OT aKTHBHOCTTa Ha

PEHUH-aHrHOTEH3UH-A/1I0CTEPOHOBaTa CHCTEMa (HalpUMEp, MALMEHTH ¢ TEXKA 38CTOMHA CHPJACUHA
HeAOCTaTBhYHOCT WIH NpUApYyXKasamo 6s0peuHo 3abondpane, BIKIIIOYHTENHO CTEHO3a HAa OBL0OpevHa apTepHs),
NeYeHUeTo ¢ APYTH JIEKAPCTBEHHU MPOIYKTH, MOBMUABAINHM TA3H CUCTEMA, BOAU O OCTPA XUIIOTOHHA,
a30TeMH, OJIHrOYpHS WIH, pAIKo, 1o ocTpa Ob6peuna HenocTarsuHOCT. He MoXke Aa ce makmoun
BEPOATHOCTTA 332 Bb3HMKBAHE Ha MOAOOHH CLCTOAHHUSA MPH NMPUWIOKEHHE Ha aHTHOTeH3HH Il penenropHn
AHTArOHUCTH.

PenoBackyiapHa XHIEPTOHUS

ITpu nanuenTH ¢ OMnarepanHa CTeHO3a Ha OBLOPEUHHUTE apTEPHH WIH CBhC CTEHO3a Ha OBOpeuyHaTa aprepus
npy eIHHCTBEH QYHKUMOHHpaL| Ob0pek, NPWIOKEHHETO Ha JIEKapCTBa, MOBIUABAIIH PEHHH-aHTHOTCH3HH-
ANJIOCTEPOHOBATA CHCTEMa, MOXKe Aa AOBE/le A0 NOBHIIEH PHCK OT TEXKA XHUMOTOHHUA H OBOpeuHa
HEAOCTATBYHOCT.

b16peuHo yBpexxaaHe Wiv ObOpeyuHa TpaHCILIAHTALMA

ITpn npunoxkeHHETO HA OMEcApTaH MEAOKCOMMII MPH NALMEHTH ¢ HapylueHa Obs0peyHa QyHKUMA ce
NpenopbsYBa NePHOIHYHO NPOCieAsBaHe Ha CePYMHHS KallMi ¥ HUBaTa Ha KpeaTHHHH. He ce nmpenophuea
ynorpeba Ha oIMecapTaH MeJIOKCOMIII TPH NMaLMeHTH ¢ TeXxxo 6bbpevuno yBpexaaHe (KpeaTHHHMHOB
KIHpPBHC < 20 ml/min) (Bx. Touka 4.2, 5.2). Hama omur ot ynorpeda Ha oiMecapTaH MEIOKCOMMI NpH
NalHeHTH C HACKOPO OCHLIECTBeHAa ObOpeyHa TpaHCIIaHTalUA UM MPY NAllMEHTH B KpaeH CTaaui Ha
OBOpeuHo yBpexaaHe (T.€. KpeaTHHUHOB KIMpbHC <12 mV/min).

YepHoapoOHO yBpexKaAaHe
Hsama onmuT Npy MaLMeHTH ¢ TEXKKO YEPHOAPOOHO YBpPEXKIaHE ¥ NMOPAAX TOBA HE CE MpenopbLYBa

NPWIOKEHHETO HA OJIMECAPTAH MEJOKCOMMJI ITPU TE3H MALMEHTH (BXK. TOUKA 4.2 3a IPENOPbKH OTHOCHO
J031paHe MPH MaLMEeHTH C JIEKO 10 YMEPEHO YepHOAPOOHO YBpPEKIAHE).

XHUIepKaTNEMHA
Ynorpebara Ha jeKapcTBEHH NPOAYKTH, KOMTO MOB/IHABAT CHCTEMATa PeHHH-aHTHOTCH3UH-
ANAOCTEPOHOBATA CUCTEMA, MOXKE Z1a ZOBEAC 00 XMIICPKATHEMHUA .

PuckbT, KoiTO MOXKeE Ja € (haTaleH, ce yBEJTHYaBa IIpH NALHEHTH B CTapYeCKa BB3PacT, IPH MALIUEHTH C
OrOpeuHa HeOCTATHYHOCT M NIPH NMALMEHTH ¢ JHabeT, NpHU NALMEHTH, JICKYBaHH EJ:[HIJBp :
NIEKAPCTBEHH MPOAYKTH, KOUTO MOTaT Aa NOBKUIIAT HHBATA HA KAJIMA, WY NPH NaHSHIH,0
CEOUTHA.

HPEI[H Aa C€ B3EeME PCLUCHHC 34 CAHOBPCMCHHO MNMPHNOXKCHHE Ha JICKApCTBCHH ITPOA]




peHHH-aHrHOTEH3HH-AJIIOCTePOHOBATa CUCTeMa, TpaOBa a c€ OLICHH ChOTHOLIEHHETO M013a/PHCK H J1a ce
MMAaT NpeJBHI APYTrH anTepHaTHBH (BX. CHLIO To4Ka “JIBoiHO GnoKkMpaHe Ha pEHUH-AHTHOTEH3HH-
angocrepoHoBara cucrtema (PAAC)”).

I'naBHUTE pUCKOBH (PAKTOPH 3a XHUIEpPKATHEMHS, KOUTO TpAOBA Aa Ce€ UMAT NpeABK, ca.

« auabert, 6B0peyHo yBpexkaaHe, Bb3pact ( > 70 roavHu)

«  KOMOHHALMA C €AHMH WIH [TIOBEYE JEKAPCTBECHH MPOAYKTA, MOBNHUABALIM PEHUH-AHTHOTEH3HH-
AN AOCTEPOHOBATA CHCTEMa M/ WM KalleBH A00aBKH. HAKOM NIeKapCTBEHH NPOAYKTH HIIH TCPANeBTHYHH
KJ1acoBe JIEKAPCTBEHHU MPOXYKTH MOTAT Ja [IPeAN3BHKAT XHIICPKATUEMHA: COJNIEBH 3aMECTHTENH,
CBhAbPKAUIM Kanui, Kanmui-cexpaHnsBaly quypetiid, ACE naxuburopu, anruorensuH Il peuenropuu
AHTATOHMCTH, HECTEPOUAHH NPOTUBOBB3NATMTEHH JeKapCTBEHH NPOAYKTH (BKTIOUMTE/IHO CENIEKTHBHH
COX-2 HHXUOUTOPH), XeNapUH, HMYHOCYIIPECOPH, KATO LIHKIOCTIOPHH UM TaKPOAUMYC, TPHMETOIIPHM.

*  HHTEPKYPEHTHU CHOMTHUSA, OCODEHO Nexuaparalus, OcTpa CbpAeyHa JeKoMIIeHcaums, MeTaboIuTHa
allMa03a, BilowasaHe Ha OrOpeuHaTa GyHKUHA, BHE3AMHO YTEXKHABAHE HA 6B0peTHOTO CHCTOAHME (Hamp.
HHGEeKLIHO3HH 3a00/1BaHKA ), KNETBYEH TH3UC (HAIp. OCTpa HCXEMHMA Ha KpailHHK, pabaomMuonusa,
NpOIB/DKUTCIHA TpaBMa).

HeobxonuMo € BHHMATETHO MOHHTOPDHPAHE HA CCPYMHHTE HUBA HA Kallda IPH Ta3d rpyna NauyMeHTH (Bx.

TOUKA 4.5).

Heolino HaokMpaHe HA pEHUH-aHTHOTEH3UH-aANZocTepoHoBaTa cHcTeMa (PAAC)
HMMa naHuH, ye enHoBpeMeHHATA yrioTpeba Ha ACE HHXUOHTOPpH, aHrHoTeH3HH II-penenrropHu Onoxepu uu

ATMCKHPEH, NOBHILIABA PUCKA OT XHIIOTOHHA, XHIIEPKATHEMHA H HamaisBaHe Ha Ob0peuHara QyHkuums
(eknrouHTenHO ocTpa 6BOpeynHa HegocTaTeYHOCT). [Iopaau TOBa He ce npenopbyusa ABOKHO ONOKUpaHe Ha
PAAC upes komOunnpanata ynorpeba Ha ACE uHxubuTOpH, anruoreHsuH ll-peuernropay 6nokepu win
AMTUCKHPEH (BXK. TOUKH 4.5 1 5.1).

AKO ce npeleHH, Ye TepanuaTa ¢ ABoHHO O10KkMpaHe e KaTeropuuHo HeoOXoaHMa, Npuaralero 1 Tpsabsa na
cTaBa CaMo Mo HaOMOASHUETO Ha CIEHHATUCT M NPH YECTO BHUMATENHO MOHUTOpUpaHe Ha OuOpeunara
GYHKIHMA, €NEKTPOJIUTHTE H KPEBHOTO HAIATAHE.

ACE uHxuGuropu u anrnoreHsuH ll-peuentopHn 6nokepu He TpadBa na ce H3MOI3BAT EAHOBPEMEHHO IIPH
nauHeHTH ¢ AHabeTHa HedponaTus.

JluTni
[Tono6Ho Ha Apyru aHTHOTEH3UH [I-pelielTTOpHH aHTArOHUCTH, HE C€ NPENOPHYBA €AHOBPEMEHHOTO
MPWIOKEHHE Ha JTUTUH H ONIMecapTaH MEJOKCOMMII (BXK. To4Yka 4.5).

CteHO3a Ha 80pPTHATA WIH MHTpaiHaTa Kiana; oOCTpYKTHBHA XUNepTpoPruYHa KAPAHOMMOTIATHS
[TonobHo Ha Apyru Ba3OAWIATATOPH € HEOOXOOUMO BHHMAEHHE MPH NMALUMEHTH CbC CTEHO3a Ha aOPTHATA WIH
MUTPAJIHATA KJ1aMa, KaKTO H ¢ O0CTPYKTHBHA XHIIEPTPOQHIHA KAPIHOMHOMATHA.

[IbpBUHNEH 1A0CTEPOHHIBLM
[TanmeHTHTE C MBPBHUYEH ANAOCTEPOHUIBM I10 NPUHLIUIT HE CE MOBJIUABAT OT JieYeHHEe C AHTHXMUIIEPTEH3UBHH

JIeKapCTBEHH MPOAYKTH, ACHCTBALLM Ype3 HHXHOMpPaHe HA PEHUH-aHTHOTEH3HH-AIAOCTEPOHOBATA CHCTEMA.
[Topanu TOBa MPH TE3H MALMEHTH HE C€ MPENOpPBUBa ynoTpeba Ha 0IMecapTaH MEAOKCOMMIL.

Iinpy-noaobHa eHTeponaTus
B MHOro peaxH ciiydad ce cbo0laBa 3a TeKKa, XpOHHYHA AUAPHA ChC 3HAYWTENIHA 3aryba Ha Tero npu

NalKHeHTH, MPHEeMalLH OJIMECAPTAaH OT HAKOJIKO Mecelia A0 NOAMHH Ciie]] 3ario4YBaHe Ha JICYCHUETO, BEPOATHO
NpHYMHAHEHA OT JIOKAIM3MPaHa peakilis Ha CBPbXUYBCTBUTENHOCT OT 3abaBeH THI. UpeBHHTE OHHONCUM Ha
NALMEHTHTE Y€CTO MOKA3BaT BUAO3HA aTpOodHA. AKO MPH MALKEHT TE3H CHMITTOMH Bb3HHKHAT JI0 BpeMe Ha
JIEYEHHETO C OJIMECAPTAH M B OTCHCTBHE HA APYra €THONOTHA, JICUEHHUETO C OMecap
npeKpaTeHoO He3abaBHO U He TpAOBa aa ce BL30OHOBABa. B Cityval, ue ChCTOSHHETO M8
noaodpy B ceMHIIaTa cliel] NpeKpaTaBaHe Ha JeYEHHEeTO, TpAOBa Ja ce OOMMCIH K
CIIELMATIHCT (HAnp. raCTpOEHTEPOJIOrN).

' ¥




ETHH4YecKH 0CODEHOCTH

IMogobHo Ha Apyrd aHrHoTeH3uH lI-peLienTopHy aHTarOHUCTH, €PEKTHT Ha OJIMECAPTaH MEIOKCOMMIT BBPXY
MOHIKXABAHETO HAa KPBBHOTO HAJIMTAHE MPH YePHOKOXKU NALIUEHTH € N0-C1ab, B CpaBHEHHE C OCTaHAJINTE
NaLMEHTH, KOeTO ¢e ODOACHABA Hail-BEpOATHO C HHCKHTE HUBA HA PEHHUHA ITPH YEPHOKOXKHTE NAIUEHTH C
MOBUILIEHO KPbBHO HAATaHe.

bpeMEHHOCT

[Tpu GpeMeHHOCT He TpAOBa fa ce 3amouBa JeueHHe ¢ aHrHoTeH3uH [I-peuernrropHn aHTaroHUCTH. OCBEH ako
NPOABDKUTENTHATA TEPATIMA ¢ AHTHOTEeH3HH lI-pelienrropHy aHTaroHUCTH HE € KpaHHO HAIOXKHTE/IHA,
NAalHEHTKHTE, KOUTO IJIaHUpaT OpeMEHHOCT, TpaOBa Aa NpeMHHAT Ha aATTepHATUBHO AHTHXHIEPTEH3UBHO
NeueHUe, ¢ YCTaHOBEH npodun Ha H6esonacHocT npu SpemeHHOCT. Korato ce yctaHoBH OpeMeHHOCT,
IeYEHHUETO ¢ aHTHOTEeH3KH II-pelienTopHU aHTaroHUCTH TpAOBa HezabaBHO fa OBhAe peyCTaHOBEHO U, KO €
noaXoAdno, TpAbBa Aa ce 3ano4He AJITEPHATHBHO JICYCHHUE (BXK. TOUKH 4.3 H 4.6).

EE!FH

KakTo ¥ npH ApYrd aHTHXUINIEPTCH3UBHH JIEKAPCTBA, IPEKOMEPHOTO NOHIKEHHE HA KPBBHOTO HAJIAraHe npu
NALHEHTH ¢ HCXEMHYHA 00JieCT Ha ChpLETO HIH HCXEMHYHA MO3BYHO-CBAOBA HosecT MOXe Ja A0Beae A0
HH$apKT Ha MHOKAP/a WX HHCYIIT.

CrieyyanHy npeaynpexxIeHHs OTHOCHO TOMOLIHNTE BEIECTBA
To3u nekapcTBeH NPOAYKT CLABPXKA JiakTo3a. IlaimeHTy ¢ HacaeacTBeHy npobeMu Ha rajakTo3Ha

HEMOHOCHMOCT, Lapp-nakra3eH aeduuMT MK IMOKO30-rajlakro3sa Manabcopbiuus He TpsbBa aa npuemar
TO3H JIEKAPCTBEH MPOAYKT.

4.5 BianmoaelicTBHe ¢ APYIrH JEKAPCTBEHH HPOAYKTH H APYTrH GOpMHE HA B3aEMOAeHcTBHE
Edexrn Ha APYTH JIEKAPCTEA BLPXY OJIMECAPTAH MEJOKCOMHEJI:
Ipyry aHTHXMOEPTEH3UBHM JICKAPCTBEHH IIPOIYKTH

[ToHMKaBaMMAT KPEBHOTO HajIAraHe €deKT Ha onMecapTal MEJOKCOMMII MOXKe Z1a ObAe yCHIIEH Upe3
e IHOBPEMEHHOTO MPWIOKECHHE HA APYTH AaHTHXHIIEPTCH3UBHHU JIEKAPCTBEHH IPOJYKTH.

ACE naxubutopy, aHrHoTeH3HH lI-penienrrophy 6110kepH HAH alTHCKUPEH
JaHHH OT KIHHMYHM MTPOYHBAHHA IOKA3BaT, 4€ ABOHHOTO O/10KHpaHe Ha peHUH-aHFHOTeH3HH-

angoctepoHoBata cuctema (PAAC) upes komOunHpaHaTa ynorpeba Ha ACE naxubuTopH, anrnoreHsuH li-
peLeNTOPHH ONIOKEPH WK ATUCKUPEH CE CBHP3Ba C MT0-BUCOKA YECTOTA HA HEXKEJIaHH CHOMTHA, KaTo
HAIIpUMEP XHIIOTOHMS, XMIIEPKATTHEMHUS U HaMAlIABaHe Ha OBOpedyHaTa QyHKUMA (BITIOUHTEIHO OCTpA
O1OpeyHa HeIOCTATHYHOCT), B CPaBHEHHE ¢ ynorpebara caMo Ha eJHO CPeICTBO, AeHCcTBaLIo BbpXy PAAC
(BX. TOuKkH 4.3, 4.4 1 5.1).

KanveBH Jo0aBkM B KATHH-CHXPaHABALIH AHYPETHLIH
B3 0CHOBa Ha OIMTA ¢ APYTH JIEKAPCTBEHHU IMPOAYKTH, KOUTO IOBIUABAT PCHHH-AHIKOTCH3HH-

I IOCTEPOHOBATA CHCTEMA, €AHOBpEMEHHATa ynotpefa Ha KaMi-ChbXpaHIBAIH IHYPETHULIH, KATMEBH
nobaeku, conesy 100aBKH, ChAbPXKALUM KAJIHM WIH APYrH JIEKAPCTBEHH MPOAYKTH, KOUTO MOrar aa
yBe/IM4aT HUBATa Ha CEPYMHHA Kanuii (Hanp. XernapHH), MOxe Aa JOBeIe OO0 NOBHUIICHHE Ja CEpYMHHUA Kaluii
(k. TouKa 4.4). [Topaau TOBa He ¢ce MpenopbHUYBa eAHOBPEMEHHOTO IIPHIIOKEHHE.

Hecreponanu nporuBorbinanuTentu cpeactea (HCIIBC
HCIIBC (Br/IIOUHTETHO AUCTHICATHLKAOBA KHCEIMHA B 103 > 3 g/I€H U CBINO COX M
3B .

aHrHOTeH3HH [I-peLenTopHUTE aHTArOHHCTH MOraT [ja HMaT CHHEPrHYeH e(eKT BLPXA/ 1
rnoMepyaHara guitpauds. PUCKEBT 0T eqHOBpeMeHHaTa ynorpeba Ha HCIIBC u na/f
pelLleNITOPHH aHTArOHHCTH € NogBaTa Ha octpa 0BOpeyHa HeaocTaTEUHOCT. [Ipemno P e

Op6peunara QyHKIIMA Ha NaLUECHTa B HAYAJIOTO HA JIEHEHHETO U PEe0OBHA XUApaTaguiEH




TOBa, €AHOBPEMEHHOTO NMPWIOKEHHE MOXeE J1a A0BEAE 0 HAMAIABAHC HA AHTUXHUNCPTEHIUBHHUS €(DEKT Ha
aHrHOTeH3UH II-pelienTTropHUTE AHTAarOHKUCTH, KOETO BOAM 0 YacTHYHA 3aryba Ha e(PEKTMBHOCTTA HM.

KonecepenaM, IeKapcTBO, KOETO CRBP3Ba MILYHWTE KHCETHHH
EnHOBpeMEeHHOTO NMPHIOKEHHE Ha KOJIECEBE/IaM XHAPOXJIOPHA, IEKapCTBO, KOETO CBBP3BA HUTBYHHTE

KMCEIHHHU, HAMAJIABA CHCTEMHATA €KCIO3HIIHA U MAKCHMAJIHATA TU1a3MEeHa KOHLIGHTPaLHsa Ha ONIMecapTal H
HaMalaBa eJJHMHHAIMOHHMA NOMYXHBOT (112). IIpriokeHHETO Ha ONTMEcCapTaH MEIOKCOMMIT NMOHE 4 Jaca
Npeay KoNeceselaM XHIPOXIIOPH HaMajifBa e(eKTa OT JIEKApCTBEHO B3anMogeicreue. I1puinoxenuero Ha
olMecapTaH MEJAOKCOMM NOHE 4 4aca npeau KoJjiecepenam Xuapoxiopu TpsO6Ba na ce uMa npeasus (Bx.
TO4KA 5.2).

Jpyr# seuiecTa
Cnen nedeHHe ¢ aHTHALHK] (ATyMHHYEB MarHe3ueB XHIPOKCHA) ce HabmoaaBa yMEPEHO HaMaICHHE Ha

OMOHANMMUHOCTTA Ha OlIMecapTaH. ENHOBpEeMEHHOTO NPUNOXKEHHUE Ha BapdapHH H IUTOKCHH He OKa3Ba
e(eKT BBpXY (papMaKOKHHETHKATa Ha OJIMECAPTAH.

EdexTa Ha 0JIMECAPTAH MEJOKCOMEJ BLPXY APYI'H JIEKAPCTBeHH NPOAYKTH:

JIMTHH

[Ipy eAHOBPEMEHHO MPHIOKEHHUE Ha JINTHI ¢ HHXMOUTOPH Ha aHMMOTEH3WH-KOHBEPTUPAILUI €H3UM U
aHrHoTeH3uH II-penienTopHH aHTaroHUCTH € HabmoaaBaHo oOpaTUMO NOBHIICHUE HA CEPYMHMA JIUTHI H
TOKCHYHOCTTa My. [fopaau TOBa He ce Mpenopb4YBa eHOBPEMEHHOTO TIPHIOKEHHE Ha JIHTHH ¢ OJIMecapTaH
MeIOKCOMMII (BXK. Touka 4.4). Ako efHOBpeMEHHATa yroTpeda e HaNoXKMTeNHa ce NPEnopbYBa BHUMATEHO
npociieAsBaHe Ha CEPYMHHS JIMTHH.

Jpyru pernecraa
B cnenu¢HUHH KIMHWYHA U3NMTBAHKUA CBC 3ApaBu JOOPOBOILM Ca MPOYYCHH BappapHH, AWIOKCHH,

aHTHAUW/ (MarHe3ues ATyMHHHEB XHAPOKCH), XHAPOXJIOpOTHA3KA U npaBacTaTtud. He ca HabmonaBann
KAHHHYHO 3HAYHMH B3aUMOCHCTBHS M B YACTHOCT OJIMECApTaH MENOKCOMHI HE OKa3Ba 3HAYHTENICH e(DeKT
BHPXY apMaKOKMHETHKATa ¥ dapMaKoJMHAMUKaTa Ha BapdapHH H BbPXY (papMaKOKMHETHKATa Ha
IHATOKCHH.

OnMecapTaH HE 0OKa3Ba KIIMHHYHO 3HAYHMM UHXUOHTOPEH €(eKT in vilro Bbpxy LMTOXpoM P45( eHzumure
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 npu xopa. To# He OKa3Ba HUKaAKHB WIH CaMO MHHHMAJICH
HHAyUHMpall epeKT BbpXy aKTHBHOCTTa Ha uuroxpoM P450 npu nmaexose. Ilopagu ToBa He Ca NPOBEKAAHH
NPOYYBaHHA 3a B3aHMOAESHCTBHA in ViVo C M3BECTHY HHXHOUTOPH H HHIAYKTOPH Ha LIMTOXpoM P450 eH3nMa u
HE € OYaKBAT KIMHMYHO 3HAYMMM B3aHMOACHCTBHA MEXKIY OJIMECAPTAH H JIEKAPCTBEHH MPOIYKTH, KOUTO CE
MeTaboIN3HpaT oT ropeusdpoeHuTe quToxpoM P450 ensumu.

[leAUaTpUtHA MOITYdaLs
Camo npH BB3pacTHH ca OWIN NPOBEeAeHH MPOYyYBaHHA 33 B3aUMOACHCTBMAL.
He e u3BecTHO Aany B3aUMOAEUCTBUATA MPH A€lia ca CXOOHH ¢ TE€3M MPH Bb3PACTHH.

4.6 Pepranarer, (peMeHBOCT H KbPMEHE

__bpeMeHHOCT

Ynorpebara Ha aHTHOTEH3UH II aHTarOHUCTH He ce NPEenopHYBA MO BpEME Ha ITbPBUA TPHMECTBP Ha
OpeMeHHoCTTa (BXK. TOUKa 4.4). Yniorpebara Ha aHrdoreH3uH Il aHTaroHucTH He ce npernoppuBa NO BpeMe
Ha BTOPH M TPETH TpHUMeCTEp oT OpeMeHHocTTa (BXK. TOUKH 4.3 1 4.4).

HHXUOHUTOPH MO BpeMe Ha ITbPBHA TPUMECTHP Ha 6peMeHHOCTTa He ca ybeaurenHu
NIeKO MOBHIIIEHHE Ha pUCKA. TbH KaTO HAMA KOHTPOJIUPAHH CITHACMHUOIOTHYHH J¢
aHrHOTeH3HH Il aHTAroHHUCTH, NOSOOHN PHCKORE MOXKE 1a KMAa H IPH TO3H KJTacC Jielfs

B'I:ITPEKH yc CNMUACMHONOHYHHUTE AaHHH 38 pUCKa OT TCpAaTOICHHOCT CJICA CKCITO3MIIHA /. ﬂ
: a0 6 " o




OcCReH ako NpOAB/DKABAHETO HAa TepaNMsATa ¢ AHTHOTEH3MH peLENTOpeH 610Kep He € OT ChIECTBEHO
3HaYeHKE, MAMEHTKHTE, KOMTO IUIaHHpaT OpeMeHHOCT, TpaOBa 1a NpeMUHAT Ha APYro aHTUXHAEPTEH3MBHO
lieYeHne, KOETO € ¢ IoKa3aH npodwi Ha Oe3onacHoCT npH OpeMeHHOCT. [IpH AMarHocTHUMpaHe Ha
OpeMeHHOCT, IeUEeHHETO ¢ aHrHOoTeH3HH Il aHTaroHucTd TpabBa BeHara 1a ce NMPeycTaHOBH M NPH
HeOOXOANMMOCT Aa Ce IPHIOKH APYTO JICYeHHUE,

M3eecTHO ¢, Ye eKCNOo3NUMATa KbM AHTHOTEH3HH 1] aHTaroHUCcTH Mo BpeMe Ha BTOPH H TPETH TPHMECTHP
UHAYIHpa GETOTOKCHYHOCT NPH XOopa (HaManeHa 6s0peyuHa GyHKUMA, ONUTOXHAPAMHUOH, 3a0aBsHe Ha
ocudMKaLMATA HA Yepera) U HeOHATAIHA TOKCHYHOCT (OBOpedHa HEAOCTATHYHOCT, XMITOTOHHS,
XMIIEPKATHEMHMA ) (BXK. TOUKA 5.3).

[1py excno3HUMA Ha aHMMOTECH3HMH 1] aHTarOHHCTH Npe3 BTOPHU TPHMECTRP OT OpeMEeHHOCTTA C€ NMPEnopbYBa
yJITpa3ByKOBO H3cieasane Ha OpOpeunara pyHKUMA H Ha Yepena.

KbpMauera, yMHTO MalKH Ca MpUeMany aHrHoTeH3uH Il aHTaroHucT o speMme Ha OpemeHHocTTa TpabOBa
BHUMATEJTHO A4 ¢ MPOCNeIABaT 3a XUIMOTOHUA (BXK. ChILO TOYKH 4.3 U 4.4).

Knpmene

OnMecapTraH ce EKCKPETHPA B MIIIKOTO Ha KbPMEIIH IUTLXOBE, HO HE € H3BECTHO JaJIM NoNnafa B KbpMara
npH xopa. Ilopaau aunca Ha BHPOpMaALIMA 3a MPHIOKCHHETO Ha OJIMECApTaH M0 BpeMe Ha KbPMEHE,
NPOAYKTHT HE Ce MPENOpHYBa H CE€ NPEANOYHTAT APYTH JICHEHHA € MO-A00pe yCTaHOBEH NMPoduiI Ha
Oe3omacHOCT rpe3 nepHoa Ha KbpMeHe, 0coOeHO B ClTy4al Ha HOBOPOASHH WIH HEAOHOCEHH AEla.

4.7 EdjexTn BppXy cnocobrocTTa 3a modupade B pabora ¢ MAlIHAH

TRHBH,E[OP NMOBJIKUABA CNTOCODHOCTTA 3a l].lO(praHE HITH pRGDTR ¢ MaltiiHH B MUHHMa/THa WX YMEpPCHA
creneH. B Hiakou CJIY4aH MOXC Ja Bb3HHKHE 3aMasdHOCT HJIH YMOpa IIpH NAaHHCHTH, KOXUTO IIPUEMAT
AHTHXHIICPTCH3IUBHH JICKAPCTBA, KOETO MOKE Nad HAPYIIIH CIOCOOHOCTTA 3a peaKlmis.

4.8 Hexenand JeKapCTBCHH PEaKNHA

PesioMe Ha npoduna Ha 6e30NnacHOCTTA:
Haii-uecTo chOOLLIABAHHTE HEXEIIAHH PEAKLIHM NPH JIEYEHHE C OJIMECAPTAH MEIOKCOMMJI ¢a [V1aBO0OHE
(7,7%), rpunonogobuu cumnroMu (4,0%) u 3amMasHoct (3,7%).

B nnaue6o-KoHTpONHpaHH NpOYYBaAHUSA ¢ MOHOTEpaNMs, €IMHCTBCHATA HEXKEIaHA peaKil|s, KOATO
HECBbMHEHO € CBBbp3aHa C JIEYCHHETO, € 3aMagHOCT (2,5% 4yecToTa NpH oaMecapradH MeaokcoMun ¥ 0,9% npu
mnauebo).

YecroTaTa € MaKO MO-BHCOKA IIPH OJIMECAPTAH MEAOKCOMMII B CpaBHEHHE € IU1ALE00 CBIIO NO OTHOLIEHHE
Ha XuneprpurnuuepuaemMus (2,0% cnpamo 1,1%) u mopHieHHe Ha HUBATa Ha KpeaTUHHH ocdoxkHHAa3a
(1,3% crpamo 0,7%).

TabauyeH coUchk HA HEXKETAHUTE PEaKIIHH:
Hexenanure peakuii KbM OIIMecapTaH MEAOKCOMWI B KJIIMHUYHM NPOYYBaHUA, POYyYBaHUS 3a 5e30MacHOCT
cJieq pa3peliaBaHe Ha ynotpeda H 0T CIIOHTaHHHTE ChoOINeHHs ca obeuHeHH B Tabmuara no-nony.

Cnope,u qeCToTaTa Ha Bb3HHKBAHC HEXKCJTAHUTE pE€aKIIHH Ca IUI&CH(I)HHHP&HH KaKTO CcaBsa. MHOI'O YECTH

(=1/10); yectn (=1/100 mo <1/10); Heuectu (=1/1 000 no <1/100); peaxu (=1/10 000 no :l:.:. MHOT'O

peaxu (<1/10 000), c Hen3BecTHa YecTOTa (OT HANMMYHUTE JaHHH He MOXKe Aa Obae Hanpaseiags

MedDRA HexenaHu peakiiuu YecToTa
CrcTeMo-0praHeH KJjac




HapyineHus Ha KpbBTa H TpomObouuToneHus Heuectu
nuMpHAaTa CUCTEMA
HapyineHus Ha HMyHHAaTa AHapWiIaKkTHYHA peaKLus Heuect
CHUCTEMA
Hapymenna Ha Merabonuama i | XHNEPTPHITTHUEPHAEMHA YecTH
XpaHEHeTo XHNepypHKeMHA YectH
XHIIepKAIHEMHS Penkn
HapyuieHus Ha HepBHaTa 3aMasgHOCT YectH
CHCTEMA "'nasoGonue | Yectu
HapyiieHus Ha yxoTo H CBETOBBPTEXK Heuectn
nabMpHHTa _
CopacyHy HapYLUCHH AHTIMHA NEKTOPHUC Heuectu
CbI0BH HapYLIEHHA XHIIOTOHHA Penku
PecniupaTOpHU, IPbAHH H _bpoHXHT HectH
MEOHACTHHAIHH HApYIUCHHA OapUHTHT Yect
Kamnuua YecTH
PuHuT YectH
CroMaliHO-ypeBHH HapywieHHs | ['acTpoeHTepHT YecTH
JluapHs YecTH
KopemHa Oonka YectH
["aneHe | Yecrn
Jlucnencus YecTH
[IoBpbLIaHE | HeuecTH
lInpy-noaobHa eHTeponaTus MHoro peaxu

(Bx. TOuKa 4.4)

C HeH3BecTHA 4ecToTa

XenaToOHWIHapHH HapyllleHHs ABTOMMYHEH XenaTur*

Hapyuexus Ha koxara u Ex3anrem Heuect
MOAKOXKHATA ThKaH AnepruyeH n1epMaTHT HeuectH
Y pTUKapus HeuecTH
O6pus HeuecTH
Cupbex HeuecTH
AHruoeneMm Peaxu
Hapymenua Ha MycKyJiHO- _AprpHT | YectH
CKENeTHaTa CHCTEMA H bonka B repba YecTH
CHEXHHHUTE/THATA THKaH boKa B KOCTHTE | HectH
Muanrus HeuecTu
MyckyneH cnassm Penxu
Hapyinenus sa 610peuure Xemarypus | YectH
MUKOYHHUTE [ThTHINA Mudexuma Ha MTHKOYHHTE Yectu
MbTHINA
OcTpa 6bO6peyHa Penku
HEAOCTATBYHOCT |
brOpeuHa HEAOCTATHEYHOCT Penku
O61M HapyuieHua M epekT Ha | bonka YectH
MACTOTO Ha NPHIOKEHHE bornka B repaure HecTH
[lepugepen oTok | YectH
["punonoaobuu CHMOTOMH Yectn
YMopa YectH
OTok Ha JIHILIETO Heuectu /7,
AcCTeHNnA Heuectn // &
O6bwa cnabocrt Heuectn /| S/ ¥

Jleraprus

= Dﬁ%i“|




H3cnensauus IloBMineHH HUBa Ha YectH
YEepHOAPOOHUTE EH3IUMH

[IoBMIIGHH HUBA HA Yped B YectH
KpbBTa _
[loBviIIEHHM HUBA HA KPEaTHH YecTu

¢ocdokuHaza B KpbBTA
[lopmineHn HUBa HA KpeaTHHMH B | Peakn

KpPbBTa

JoxnagsaHH ca eJUHHYHH CITy4Yad Ha pabooMHONMK3a BBEB BPB3Ka ¢ MpHeMa Ha aHruoTeHsHH [I-peuenropHu
brokepu.

*IIpe3 mocT™MapKeTHHIOBHA NEPHOI ce ChOOIIaBa 3a CTYYad Ha aBTOMMYHEH XeMNaTUT ¢ TaTeHTEH NEPHOL OT
HAKONKO MeCella 0 FOAMHH, KOUTO ¢a OOpaTUMM Ciiell CIIMpaHe Ha MpUeMa Ha OJIMECApTaH.

JompaHurenHa HHQopMaLMA 38 CreUATHHY NOMYJIAlUY

IleauaTpHyHa NOMyaaIHA
BesonacHocTTa Ha QUIMEcapTaH MeIOKCOMUA ¢ HabnroaaBaHa npu 361 aeua v 10HOWH Ha BB3pacT oT 1-17

rOJWHHM, IO BpeMe Ha JBE KIMHHUYHHK NpoyuBaHug. KaTo uano BUABT U TEXKECTTa Ha HEXEJTaHUTE peaKLiHH ca
noA0OHH Ha TE3U MPH BB3PACTHH, OCBCH NPH OMHCAHHUTE MO-A0TY, KBACTO Y€CTOTATa € II0-BHCOKA IIpH
aeuara:
* KpbBOTEUeHHE OT HOCA € UeCTa HexellaHa peakimd npH aeua (r.e = 1/100 no < 1/10), kosro He €
Ouna HabmonasaHa mpu BB3PACTHH.
« Ilo BpeMe Ha 3 ceAMMYHO ABOMHO-CIIAMNO MPOyUBaHe, YeCTOTATa Ha JICYCHHe HA HOBOBb3HHKHAH
3aMasHOCT U r1iapodonne e npubiIM3UTeNHO JBOMHHO MO-BUCOKA NPH Aeua oT 6-17 ronnHu B rpymnara
Ha BHCOKA /1033 OJIMECapTaH MEIOKCOMMIL.
Kato o npoduisT Ha 6€30MaCHOCT Ha O/IMecapTaH MEAOKCOMMJI MPH NEAHATPHYHH NMALMEHTH HE Ce
pasninyaBa 3HaAUYMTEIHO OT NMpodina Ha 6e30HacHOCT MPH Bb3PACTHH.

Crapuyecka Bb3pacT {65 WM nopeye roAUHHU)
IIpu nauMeHTH B CTApYECKa Bh3PACT HECTOTATA HA XHIIOTOHHA € JIEKO MOBHIIEHA OT PEAKH KBM HEYECTH.

Crobinarare Ha DOAO3UPAHY HEXETAHH PECAKLIAM

CopobmaBaHeTo Ha NOI03HPaHH HEXEAHH peaKLHH Clie] pa3peluaBaHe 3a ynorpeba Ha NeKapCTBEHHA
NPOOYKT € BXKHO. TOBa Mo3BOJIABA Ja NPOABJDKH HAaOMIOACHMETO HA CHOTHOILIEHHETO MOJI3a/PHCK 3a
JIEKapCTBEHUA NMPOAYKT. OT MEIHLMHCKHUTE CIIELIMATACTH C€ U3UCKBA Ja ChoOLIABAT BCAKA NOAO3UpaHa
HEXXENAHA peaKuMs Ype3 HallMOHATHA CHMCTEMa 38 ChobaBane KbM M3nbiiHUTEIHaTA are LM 10
neKkapcTsara, yi. ,,JJaman I'pyes® Ne 8, 1303 Codua, ren.: +35928903417, yebeaiiT: www.bda.bg.

4.9 IIpexozmpane
HanuuHa e camo orpaHdueHa HHpOpMaums 3a npeao3upade npy xopa. Hali-seposaTHHAT edexT nipH
peao3upaHe € XMIIOTOHUA. B ciyyail Ha npenosupane, CECTOAHHETO Ha NauueHTa TpAbBa fa ce npocneassa

BHUMATCITHO M A4 CC IIpHIara CAMITTOMATHYHO H NNOAOBPAKALTO JCHCHHKE.

Hsama unpopmanms najln oIMecapTaH ce OYMCTBA ¢ JHalIM3A.

5., GOAPMAKOJOIrHYHHR CBOUCTBA

5.1 @apMakoIHHAMHYHE CBOlCTBA

dapmakoTepaneBTHYHA Ipyna: AHTHOTEH3UH Il penenToOpHH aHTaArOHKHCTH
ATC xoa: CO9CAOS.




Mexanu3eM Ha geiictHe / DapMakoAMHAMHYHH €(QEKTH

OnmecapraH MEZOKCOMMI € MOILEH, IEPOPalHO aKTHBEH, CENEKTHBEH aHrHoTeH3uH II penerrropeH (THm
AT1) auraronuct. Ilpeanonara ce, uye OMokHUpa HAITBIHO ACHCTBUETO HA aHTHOTEH3HH 11, MeauupaHo upes
AT1 peuenTopHTe, HE3aBUCHMO OT M3TOYHHKA W HAYHHA HA CHHTE3HPaHe Ha aHTHOTeH3uH lI. CenexTuBHUAT
aHTAroHu3»M Ha aHrHoTeH3HH Il (AT1) peuenropure BOAH N0 YBETHYCHHE HA NIa3MEHUTE HMBA HA peHHHA
¥ Ha KOHLIEHTpaLMHTe Ha aHryoTeH3uH I u I, KaxTo H B H3BECTHA CTENCH HAMAICHHE HA IL1a3MEHUTE HUBA

Ha ANIOCTEPOHA.

AuruoreHsuH Il e rnaBHHAT Ba30aKTHBEH XOPMOH Ha pEHHH-aHM'MOTEH3HH-aJIIOCTEPOHOBATa CHCTEMA H
Mrpae BaHa poJis B MaToreHesara Ha xunepronuara upes tan 1 (AT) penentopHre

Knunnuna edukacHOCT M 6€3011aCHOCT

[Ipy xMnepTOHHK OIMECAPTaH MEAOKCOMKII BOOH A0 A103a-3aBUCHMO, NNPOABKHTEIHO
HaMaJleHUE Ha apTEPHATHOTO KPBBHO HajiaraHe. HaMa naHHM 3a XHITOTOHHUA NPH ThPBaTa
1033, 34 TaXHPHUNAKCHA NPH NPOAB/DKUTENHO JIeYeHUe WIH 32 pebayHA-XHNEPTOHHA ClieN
peyCTAHOBABAHE Ha TEpanMATA.

I[Tpu npunokeHHe BEAHBXK JHEBHO HAa OJIMECAPTAaH MEAOKCOMMII C€ OCHIypABa €(peKTHBHO U ILTaBHO
NOHWKEHHME HA aPTEPHATHOTO HaJIATaHe B MPOJBDKECHHE Ha LATOTO ACHOHOLIHE. | IpHnokeHHe BEAHBK
IHEBHO BOJM IO HAMAJIEHHE Ha apTEPHATHOTO HanAraHe, €IHAKBO C TOBA Ha MPWIOXKEHHE Ha chluaTa obuia
IJHEBHA N03a ABa ITETH JHEBHO.

[Tpn NpOIBIHKMTENHO MPWIOXKEHHE, MAKCUMAaTHO MOHWKABAHE HA apTEPHANTHOTO HATIAraHe ce mocTura 8
CeMHMLIM CJIe/] 3all0YBaHe Ha TepanuaTa, BIIPEKH Y€ 3HAYMTE/IHO HAaMAJICHHE ce Habmoaasa olle cnen
MbPBHTE 2 CEAMMIIK OT JICUCHHETO. EAHOBPEMEHHOTO NPWIOKEHHE ¢ XHAPOXIIOPOTHA3M] CE MOHACH J00pe H
BOAM A0 AONBJIHHMTENHO NOHMXKEHHE Ha apTEPHAITHOTO HANIAraHe.

Bce omue He ¢ H3BecTeH epeKTHLT HA OJIMECApTaH BbpXY CMBPTHOCTTa H 3ab0JieBaeMOCTTA.

B npoyusarero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMARP,
PanpomusupaHe Ha OIMEcapTaH M NpeBeHHa Ha quabeTHa MUKpoanbyMHHypHa) npd 4447 NalMEeHTH ¢
nuaber TN 2, HopMOATOYMHUHYPHA M MOHE eIHH JOITBJIHMTENEH ChpACYHOCHI0B PUCKOB GaKTop, ce
M3CAEABa AU JICUEHHETO C OJIMECAPTAH MOXe Nia 3a0asu HauanoTo Ha MUKpoanOymuHypus. I1o Bpeme Ha
EpHOJIa Ha NPOCIEAABAHE CHC CpeHA MPOAB/DKHTENHOCT OT 3,2 rOAWHH, NAUMEHTHTE NOoIyYyapar
onMecapTaH WiH fuiauebo B JOITbIHEHHE KbM APYH aHTHXHIIEPTEH3HBHH JIEKAPCTBA, ¢ M3Kmoyenne Ha ACE
MHXHOUTOPH M aHTHOTEH3HKH peuenrTopHd 6nokepu (ARB).

3a mppBUYHATA KpaitHa LEJl NPOYBAaHETO MOKAa3Ba 3HAYMTEIHO HAMAIIBAHE HA BPEMETO 34 HA4aJIo Ha
MHKpoanbyMHHYpH B 1TON3a Ha oJiMecapTaH. CrieZl KOpeKLMg Ha Pa3IMKHATE B ApTEPHATTHOTO HAIATAKHE TOBA
MOHIKEHHE HA PMCKA Bede HE € CTATHCTHUECKH 3Ha4YMMO, Karo 8,2% (178 ot 2160) ot naumenTure ot
rpynara Ha onmecapral u 9,8% (210 or 2139) B nauebo rpynara ca pa3suid MHKpoaaOyMHHYpHA

[To oTHOLICHHE HA BTOPUMUMHUTE KPaiiHH LIEJH, CHPACYHOCHAOBH HHLIMACHTH Bb3HUKBAT NPH 96 naumeHTa
(4,3%) npHu onmecapral H npH 94 naupenTa (4,2%) npu wiauebo. Yecrorata Ha CHPACUYHOCHI0OBA
CMBPTHOCT € NO-BHCOKA [IPH JIEYEHHETO C OJIMecapTaH B cpaBHeHHe ¢ nianebo (15 nanwmenra (0,7%) cnpamo
3 nauuenTa (0,1%)), BENpeKH CXOAHUTE HUBa Ha HedaraneH HHCyNT (14 nmauuenTa (0,6%) copamo 8
nauuenta (0,4%)), HedaTtanen muokapaeH uHdapkr (17 nauuenra (0,8%) cnpamo 26 naumenra (1,2%)) u
CMBPTHOCT, pa3/IHyHa OT ChPASUHOCHAOBA, (11 mauuenTa (0,5%) cnipamo 12 naumenra (0,5%)). Obmara
CMBPTHOCT IpPH OJIMECAPTaH € YKC/IeHO NoBuuIeHa (26 nauuenTa (1,2%) cnpsamo 15 nauuenTa (0

B npoyusaneto Olmesartan Reducing Incidence of End-stage Renal Disease in Diabe
(ORIENT), OnMecapTaH HaMansBaHe Ha YeCTOTaTa HA TCPMHUHAIIHATA CTEMNEH Ha Ob
nuabeTHa HedponaTHi) ce u3caeABaT edeKTUTEe Ha OJIMECAPTaH BbpXy OLOpeuHHTe




KpaiHu ChCTOSHUA NpH 577 paHRoMH3HpaHH nauueHTH ot Sdnonua u Kurali ¢ guaber tun 2 U u3sseHa
Hedponarud. [To BpeMe Ha nepuoa Ha MPOCIEAABAHE CHC CPENHA TPOAB/DKUTESHOCT OT 3,1 roaHHH,
MalHEHTHUTE NOTyYaBaT WIH OJIMecapTaH, Wik mauedo B AONBIHEHHE KbM JIPYTr'H AaHTHXUIIEPTEH3UBKH
nexapcTBa, BKIIOYHTENHO M ACE uHxHOHTOpM.

[TepBruHaTa KOMOHMHHpaHa KpaliHa uen (BpeMe 10 ITLPBHA CITy4aH Ha YABOABAHE Ha CEPYMHHSA KPEAaTHHMH,
TepMHHAIHA cTerneH Ha 6b0peyHa Gonect, 061a cMBPTHOCT) ce HabmoAaasa NnpH 116 naluueHTH B rpynara Ha
onmecaptaH (41,4%) u mpu 129 nanmenTtu B rpynata Ha ruanebo (45,4%) (HR 0,97 (95% CI1 0,75 no 1.24);
p=0,791). KomOuHupaHaTa BTOpUiHa ChpAEYHOCHAOBA KpaiHa Lien ce Habmogasa rpH 40 nauuenTa,
NeKyBaHU ¢ onMecapras, (14,2%) u npu 53 nauMenTa, neKyBanu ¢ rnauebo (18.7%).

Ta3u koMOMHHpaHa CBPACYHOCHAOBA KpaHHa i€/l BKIIO4Ba ChpACYHOCHA0BA CMBPT NpH 10 (3,5%)
nalMeHTa, NpueManu onMmecapral, ciipamo 3 (1,1%), npuemany nnaiedo, ob1a CMBPTHOCT CHOTBETHO 19
(6,7%) cnpamo 20 (7,0%), Hedaranen uncynt 8 (2,8%) crpsamo 11 (3,9%) v nedataneH MuokapaecH
uagapkr 3(1,1%) cnpamo 7 (2,5%).

[leguaTpydHa nOOvJaalug
AHTHXMIIEPTEH3UBHHUAT e(EeKT Ha OlIMecapTaH MEIOKCOMHKI B MeAHATPHYHATA NOITy/IalHA € oW nmpoyueH

NPH €IHO PaHAOMH3HPAHO, ABOMHO-CNIANO, MIaueb0-KOHTPOIHpaHo npoy4saHe pu 302 nauueHTH ¢
XHIIEPTOHKA Ha BB3pacT 6-17 rogunm. [IpoyusaHara nomynauus ce € CbCTOANIA OT €qHa KoxopTa oT 112
H3LAIO YEPHOKOXKH MAIMEHTH H €IHa KoxopTa oT 190 nauMeHTH oT pa3H4HH pacH, BKIOYBaina 38
YEepHOKOXXH NalMeHTH. ETHONOr1ATa Ha XMIEPTOHUATA ¢ OHlla OCHOBHO eCeHIHAIHa XHniepToHus (87% ot
KOXOPTATA Ha YepHOKOXUTe H 67% OT cMeceHaTa koxopra). [TauuenTure ¢ Terno or 20 go <35 kg ca 6wn
pPaHJIOMHM3HpPaHH KBM 1034 OT 2,5 mg (HHcKa Ao03a) wid 20 mg (BUCOKa 103a) OJIMECAPTaH MEIOKCOMMI,

BEIHEX JHEBHO, a MalMeHTUTe ¢ Terno =235 kg ca OMmM paHIOMH3HPAaHU KM 5 mg (HUCKa 103a) Hiln

40 mg (BHCOKa A03a) oJIMecapTaH MEOOKCOKCOMMI, BeAHBK JHeBHO. OMecapTaH MEIOKCOKCOMHMI
3HAYUTETHO NMOHWKABA KAKTO CHCTOMMYHOTO, TAKA U AHACTOJIMYHOTO KPBBHO HAIATAHE, KOraTo A03aTa €
onpeaesieHa CpAMO TENSCHOTO TEIJIO M OTrOBOpa KbM Jo3ata. KaxkTo B HUCKH, TaKa M ¢ BHCOKH JO3H,
oJIMecapTaH MEAOKCOKCOMMI 3HAUUTENHO HAaMAIABa CUCTOJIMYHOTO HAJIAraHe CHOTBETHO ¢ 6,6 mmHg n 11,9
mmHg crpaMo u3xoanuTe cToitHOCcT. To3u edekT ce HabaoAaBa ChINO MO BpeMe Ha 2 CeAMUYHA
paHIOMH3MpaHa ¢aza Ha OTHEMAaHEe, KbJETO KAKTO CPEAHOTO CHCTOIIHYHO, TaKa H CPeAHOTO AHACTOTHYHO
KPBBHO HAJAraHe, MOKAa3BaT CTATHCTHUECKH 3Ha4MM pebayn edekT B rpynara Ha rnaunedo B CpaBHEHHE C
rpynara Ha oJiMecapTaH MeqoKcoMml. JledeHneTo € OO €PpeKTHBHO NPH NEAHATPHIHHATE NALMECHTH KaKTO
C ITbPBHYHA, TAKa H ¢ BTOpUUYHA XUITepTOHHA. KaKTO € YCTAHOBEHO B MOITYJIALIMATA HA BB3PacTHHTE,
pPEeAYKLMATA HA KPBRHOTO HAMAMaHE € MO-Malika MPH YEPHOKOXKHUTE TIALIMEHTH.

B ¢chinoTo nmpoyuBaHe, 59 nauMeHTH Ha BB3PacT OT 1 &0 5 NOAHHH € Terno Ha U Haa 5 kg ca noay4yunu

0,3 mg/kg onMecapTaH MEJIOKCOKCOMMII BEAHEK JHEBHO 3a 3 CEAMHLIM BLB (pa3aTa Ha OTBOPEH MPOTOKOM,
cnea koeTo ca OWIH paHZOMH3IUPAHM Ja MOIy4aBaT OJIMecapTaH MEJOKCOKCOMMII WM utauedo mpes
ABOMHO-cnAmara ¢asa. B xpas Ha BTOpaTa C€AMHLA CIEA OTHEMAHETO, CPEAHOTO CUCTOMHYHO/ THACTONHYHO
KPBBHO HAIATAHE B HA-HMUCKATA CH TOYKa € O0Mno ¢ 3/3 mmHg no-HHCKo B rpynarta paHAOMH3IHpPaHa KbM
ONIMECapTaH MEJOKCOKCOMHIT; TA3H paljiMKa B KPBBHOTO HAJIAraHe He € Ouia CTaTHCTHYECKH 3HauuMa (95%

Cl.-2pno7/~1n07).

Hpyra undopmauus

“JIge roneMH paHAOMH3MpaHH KOHTponupanu npoyusaHus ~ ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texyuio rnobanHo usnursade 3a KpaiH TOYKH HA
TeJIMMCAPTaH, CAaMOCTOATE/THO W B KoMOuHauua ¢ pamunpwi) 1 VA NEPHRON-D (Knuanyno npoydrane
CBBP3aHO ¢ pa3BUTHE Ha Hedponarus npu auader, mpoeaeHO OT MUHHCTEPCTBO IO BBIIPOCHUTE HA
BETEPaHHTE ) — npoyuBaT ynorpebara Ha KomOuHaumsTa 0T ACE mHxuburop u anrnorensud Il-peuenropen
Grokep.
ONTARGET ¢ npoyusaHe, MpOBEACHO MPH NMALUMECHTH ¢ aHAMHE3a 33 ChPACYHO-CHAOBAA
Gonect, WK 3axapeH qHadeT THN 2, NMPHAPYKECHH € JaHHH 3a YBPEXKIaHe Ha e(eKTOy
NEPHRON-D e npoy4BaHe Npy NAaLKEHTH ChC 3axapeH auabdet Tin 2 ¥ quaberHa




Te3u npoyuysaHHA He NMOKAa3BaT 3HAYUM OJaronpuaTeH ePexT BepXy ObOpeUHHUTE HW/IIH CEPAESUHO-CBAOBUTE
NOCNEAULIM H CMBPTHOCT, KaTO ChilleBpEMEHHO ca HabMI0NaBaHH MOBHILECH PHCK OT XHIEPKATHUEMHS, OCTPO
yBpexxaaHe Ha OBOpelnnTe WHiu XHIMOTOHUA B CPABHEHHE ¢ MOHOTepanuATa. Kato ce uMar npeasun
CXOOHHTE UM (papMaKOAHHAMHYHH CBONCTBA, TE3H PE3YNTAaTH Ca NPWIOXKHMH H 3a Apyrd ACE unxuburopu
1 aHruoreH3uH [I-perienTopHu OiokepH.

ACE unxuburopu 1 anrsoreHsuH IH-peuerrropau 6okepu cneopaTeHO He TpAOBa Aa ce H3NOa3BaT
eJHOBpPEMEHHO NPH NMaLHEHTH ¢ AuabeTHa HedponaTus.

ALTITUDE (KnHHHYHO NMpoy4YBaHe MPOBEASHO ¢ ATUCKUPEH MPH MNaLMeHTH ChC 3axapeH ayaber tvn 2 ¢
H3MOJI3BAHE HA CHPAEYHO-ChIOBH B OBEOpeuHH 3a00n1BaHMA KATO KpaHH TOUYKH) € NpOoy4BaHe,
MpeIHa3Ha4eHO Ja U3ceBa M0J3aTa 0T J0OABAHETO Ha AlTHCKMPEH KBbM cTaHAapTHaA Tepanus ¢ ACE
MHXUOHUTODP MM AaHTHOTEH3HH ll-peuerrropen Gokep NPpH NaLMEeHTH Che 3axapeH quabeT TUI 2 ¥ XpOHHYHO
O0n0peuHo 3a0onaBane, ChpACHHO-CHAOBO 3abomnABane wiK u asete. [IpoyyBadeTo € npekpareHo
NnpeXaeBpeMEHHO NOpaay NMOBHIICH PUCK OT HebnaronpUATHH nociaeqduM. Kaxro cspaeuHo-cbpaoBaTa
CMBPT, TaKa H HHCYJITHT €a MO-4€CTH B IPyNara Ha ANHCKHpPEH, OTKOJIKOTO B rpynara Ha 1uianebo, a
NpeaCTABIABALIMTE UHTEpeC HeXXeNaHW CbOUTHA H CEpHO3HM HEXKeNaHH ChOMTUR (XMNepKaTHEMMA,
XHITOTOHHA H 0B0OpeyHa AUCHYHKIMA) ce ChOOILIABAT MO-YECTO B MPYNATA HA ATMCKHPEH, OTKOJIKOTO B
rpynara Ha rnanebo.”

5.2 @apMaKOKHHETHYHH CBOHCTBA

AbGcopbnan B paznpenesienne

OnmecapraH MeIoKCOMMI € npeanexkapcTBo. [Ipu pezopbupane ot cToMawHO-YPEBHUS TPAKT OBP30 ce
NpeBpbHLa BHB (PApMAKOIOTHYHO AKTHBHUA MeTaboNIHMT OJIMECAPTAH OT €CTEPa3HTE B YPEBHATA JIMTABULIA H B
NOpPTAIHATA KPEB.

B nna3MaTa WM eKCKpPEeTHTE He ¢€ OTKPUBAT YaCTH Ha HHTAKTEH OJIMECAPTaH MEAOKCOMMII WIH HHTAKTHH
CTPaHHYHH BEPHTH Ha MeAoKcoMun. Cpenxara abcomorHa GHOHAIHYHOCT Ha OJIMECAPTaH, MPWIOKEH MO
¢opmaTa Ha TabneTku e 25,6 %.

CPEHHRTH IIHKOBA IN1a3MCHA KOHLICHTPAl A (Cmu) Ha OJIMCCapTaH CC JO0CTHUI'a B pPAMKHTC Ha 2 4aca cien
[IEPpOPAIIHO IPHIOKCHHUE Ha OJIMECApPTAH MEAOKCOMHII, & TNIA3MCHHUTC KOHLUCHTPALMH Ha OJIMECapTaH
HapacTpaTt NINOYTH JIAHENHO [IpH HapacCTBallluk €JHOKPATHH NIEPOPaAaIHHA 103U 10 OKOJIO 80 mg.

XpaHaTa oka3sa MUHHMAJEH €PEKT BbPXy OMOHATHYHOCTTA HA OTIMECAPTAH Y 3aTOBA OJIMECAPTaH
MEJIOKCOMMJI MO2Ke JIa Ce TPHIara He3aBUCHMO OT XpaHa.

He ce HaOmiogaBpaT KIAMHHYHO 3HAUYUMM Pa3/iMKH B 3aBUCUMOCT OT I10J1a 110 OTHOLIEHHE Ha
¢apMaKOKHHETHKATa Ha OJIMECAPTAaH.

OnMecapraH ce CBbp3Ba BbB BUCOKA CTENEH C IUtasMeHUTE OenTolM (99,7%). Bpnpeku ToBa, Bb3MOKHOCTTA
38 KJIMHHYHO 3HAYMMH JIEKaAPCTBeHH B3aHMOICHCTBUA Ha OJIMECAPTAH C APYTH JICKAPCTBEHH MPOLYKTH,
CRBP3BALIY C€ BbB BHCOKa CTEIEH C I1a3MeHuTe OCITrbLIM, Ype3 H3MECTBAHE OT MECTATA 34 CBHP3BaHe, €
HHcKa. ToBa ce MOTRBPIKIABA OT JIMMCATA HA KIIMHUYHO-3HAYMMH B3aUMOACHCTBUA MEHIY OJIMECApTaH
MEIOKCOMMWI K Bapdapul. CBbP3BAHETO HA OJIMECAPTAH ¢ KPBBHHTE KJIETKM € HE3HAYHTETHO. CpeaHHAT
obeM Ha pasnpeje/ieHUE CI¢A MHTPABEHO3HO NMPWIcKEHUe e Mabk (16-29 1).

buoTpanchopManns ¥ ¢ IHNMHEHADAHE
O6uxHOBeHO 0OIMAT ruasMeH KIMpbHE € 1,3 L/h (CV, 19 %) 1 € cpaBHHTENHO MaJTBK B CPaBHEHHE C

yepHOAPOOHUA KpBBOTOK (OK0N0 90 L/h). Cnen eaHoxpaTHO nepopaniHo npwioxkeHne Ha 6enaszan ¢ 14C
onMecapraH Megokcomun, 10-16 % or paaoakTHBHOCTTA c€ OTKpPHBA B YpHHAaTa (I -
pPaMKHTE Ha 24 4aca OT NMPWIOKEHHNETO), a OCTATBKBT OT OTKPHTATA palHOAKTHEH
deueca. MMaliku npeasua CHCTEMHATa HAMYHOCT OT 25,6%, MOXKe Ja ce M34HC
KOJIMYECTBO OT OJIMECAPTAH C€ EIMMUHKpA ChLIO 4pe3 ObOpeuna ekckpeuns (
xenarobwinapHa ekckpeuus (okosto 60%). L14n0To KOnU4ECTBO paAHOAKTHBHO




onMecaptaH. He ce otkpuBa apyr 3naunm metadonut. EHTepoxenTamiHuaT MeTabou3bM Ha OJIMECApTaH €
MUHUMAaNeH. Tbi KaTo rojyiiMo KOJIHYECTBO OT OJIMECAPTAH C€ eKCKPEeTHpa Upes3 KTJbUKATA, NPUIOKECHHETO
MY MpH NaleHTH ¢ OunnapHa o6cTpyKUMs € MPOTHBONOKA3aHO (BXK. 4.3).

TepMuHaNHHUAT €TMMUHALIMOHEH MOTYKHBOT Ha OJIMEcapTaH BapHpa Mexay 10 u 15 yaca cnen
MHOT'OKPATHO NEPOPATHO NpunoxkeHue. [LnazMeHHTe KOHLCHTPALUMH B CTALIHOHAPHO ChCTOSHUE CE€ AOCTHIAT
clie[l TbPBUTE HAKOJIKO J03H H clied 14 AHM MHOIOKPAaTHO NMPHIIOKEHUE HE ce HabNioaaBa JOMBJIHHTEHO
akyMynupaHe. brOpeunusT xinpsHc € okono 0.5 - 0,7 L/h u e He3aBuckM OT go3ara.

q’ﬂpﬂaﬂﬂl{ﬂﬂﬂﬂlﬂa nNpi COICNHAJIHE 'PYHH NAalHCHTH

HeanaTprana nonmyjanus

DapMaxkOKHHETHKATA Ha OJIMEcapTaH € NMpOoyuBaHa NMPH MEAHATPUYHH NALMEHTH C XMITEPTOHUA Ha BH3PacT
ot | 1o 16 ronuuy. KNIUpBEHCHT Ha OIMecapTaH IpH NEJHATPUYHM [TaUEHTH € O OIM3BK A0 TO3M IpH
Bb3PAaCTHH MAI[HEHTH, KOraro A03ara ¢ Ouia ¢p00pa3eHa ¢ TeNeCHOTO TEro.

He ¢ HamuuHa papMakOKMHETHYHA UH(OpMALIHA 32 NeAUaTPHYHM NanueHTH ¢ 6B0pEUHO yBpexKkaaHe.

Crapuyecka Bb3pacT (Ha WM Baa 65 roaunu)

[Tpu xunepronui AUC B CTaLlHOHAPHO CHCTOSHUE CE YBEJIHYARA C OKOJIO 35% NpH NaLMeHTH B CTapyecka
BB3pacT (65-75 roquHHu) U ¢ okono 44% npu NauMeHTH B MHOTC HANpEeAHAIa BB3PacT (= 75 roauHH) B
CpPaBHEHHE ¢ MMO-MJIaAM NMALMEHTH. TOBa MOXKE [a € MOHE OTYACTH CBBP3AHO ChC CPEIHOTO HaMalleHHe Ha

ObOpeuHaTa GYHKUMA MPH Ta3U rPyna NaLuMeHTH.

[launeHTH ¢ OBEOpPEYHO YBpEKAAHE

[Tpr naimenTH ¢ 6LOpeuHa HeaocraTeHHOCT AUC B CTALIMOHAPHO CHCTOAHUE C€ YBEJIHYABA CHOTBETHO C
62%, 82% u 179% npu nauMeHTH C J1EKO, YMEPEHO H TEXKKO HapyleHa 0p0peuHa QyHKIHMA B CpaBHEHHE ChC
3ipaBu KOHTpOJH (BXK. TOYKH 4.2 U 4.4).

[TaumeHTH ¢ YepHOAPOOHO YBpEX1aHE
Cnen eJHOKpaTHO NMEPOPATHO MPWIGKEHHE Ha OJIMECapTaH MPU NALMEHTH C JICKO A0 YMEPEHO HapyllleHa

yepHoaApobHa pyHKkuMA, AUC B cTaHOHApHO CHCTOSAHHE CE YBENHYABA CHOTBETHO ¢ 6% U 65 % B
CpaBHEHHE CBhC CHOTBETHHUTE 3ApaBH KOHTPOAM. J[Ba 4aca Cle NpWIOKEHHE, TPOLICHTHT HA HECBBp3aH
OJIMEcapTaH IpHU 3[IpaBH KOHTPOJIH, IIPH NALMEHTH € JIEKO HApYLIE€Ha H NPpY NMALHEHTH C YMEPEHO HapylIeHa
yepHOZpoOHa QyHKLUMA € CBOTBETHO 0,26%, 0,34% 1 0,41%. IIpu nauueHTH C yMepeHo YepHOApoOHO
yBpexaaHe, cpeanHaTa AUC Ha onMecapTaH € ¢pIno ¢ 65% no-BHCOKa OTKONKOTO NMPH CbOTBETHUTE 3APAaBH
kOHTpoAH, CpeanuTe CTONHOCTH Ha Cpax €2 CXOHM MPH MALMEHTH C YepHOAPOOHO YBpeKAaHe WIH MTPH
3ApaBH MHAMBHAK. OnMecapTaH MEJOKCOMHII HE € MPOYYBAH IMPH TTALIHEHTH C TEKKO HapyllieHa
yepHoApoOHa PYHKIMA (BXK. TOUKHK 4.2 1 4.4).

B3anMoaelicTBHSA ¢ JICKAPCTBEHA NPOAYKTH

KoneceBenaM, JeKapcTBO, KOETO CBBP3BA KITBYHHUTE KMCEIUHHU
EnHoBpemMeHOTO nprnoxeHHe Ha 40 mg onMecapTad MeaokcoMuil M 3750 mg konecepenaM XHAPOXIOPHA

NP 3ApaBH JuLa BoaH 0 28% HaMansBaHe Ha Crpax M 39% Hamanasane Ha AUC npu onmecaprad. ITo-cnab
edekT ce Habmogapa, HaMalABaHe CLC CHOTBETHO 4% U 15% Ha Cpax U AUC, ako onMecapTaH METOKCOMMIT
ce NMPUIOKH 4 yaca NMpeau KonecesenaM XuaApoxnopsa. ETUMHUHAIMOHHHMAT TOTY)XKHBOT Ha OJIMECapTaH
HaMa/IBa ¢ oKos10 50-52% HezaBUCUMO Jaiy € MPUIoKeH eTHOBPEMEHO MK 4 4aca Npeay KoleceBeiaM

XuApOXIopHA (BXK. TOUKa 4.5).
5.3 IlpeaxnaHHYHH JaHHH 3a 6e¢300aCHOCT

IIpy H3NUTBAHUA 38 XPOHHYHA TOKCHYHOCT MPH ILTBXOBE M Ky“eTa, 0JIMeCapTaH MEZIOKGD) FAew Mpa
enHakbB edekr ¢ apyrure AT, penerrropan aHtaronuctd U ACE unxu6uropn: nospuys€roplaAle:

ypes ¥ KpeaTHHHH B KPpBbBTa ((PYHKIHOHANHM NTPpoMEeHH B OBOpeliuTe nopaau O10Kppas :
PELEOTOPHTE), HAMAIICHUE Ha CBHPACUYHATA MACA; IMTOHIKCHHE HA MOKA3ATE/IMTE 3a




(6poii epUTPOLMTH, XeMOTTIOOMH H XeMaTOKPHT); XHCTOJIOTHUHH JaHHH 33 OLOpeuHO yBpexIaHe
(pereHepaTHBHHM Jie3UH Ha OpOpeunua enuren, yaebenssane Ha 6azanHuTe MeMOpany, AnnaTanys Ha
TyOynure). Te3u Hexenanu CbOHTHA, NMpeAH3BHKAHM OT GapMakoIOrHYHOTO AEHCTBHE Ha OJIMEcapTaH
MEeAOKCOMW, ca HabnoaBaHK H B NPeAKIIHHAYMHH MpOy4YBaHus 3a Apyru AT)-peLienrTOpHN aHTaroOHUCTH U
ACE-HHXHOMTOpH K MOXKE Ja CC PSayLIMpaT Ype3 eAHOBPEMEHHO NEPOPATHO NMPHIIOKEHHE Ha HATPHER
XJIOpHA.

U npu nBeTe B3nMTBaHUA ¢ HabmozaBa yBeJIMYEHUE Ha ILUIA3MEHATa PEHHHOBA aKTUBHOCT H
XMIIEPTPOGHA/XHUNEPIUIa3HA Ha KOKCTArIoMepyIapHUs anapat Ha 6n6peka. Tesn edexT, KOUTO ca THITHYHH
3a ACE nHxuburopyurte 1 AT -pelienTOPHHATE AHTArOHMCTH, HE TIOKa3BaT KITHHMYHA 3HAUHMOCT.

[TomobHo Ha Apyri AT -peLIeTTOPHU AHTATOHUCTH, OJIMECAPTaH MEXOKCOMMIT MOBHIIABA YECTOTATa Ha
XPOMO30MHATA YYTUTHBOCT B KICTBYHH KYJITYPH NPH in vitro ycnosud. He ce HabmonasaT sHaunMu eekTv
B HAKOJIKO In Vifro NPOYyUYBAHHA C OJIMECAPTaH MEIOKCOMIU1 B MHOFO BHCOKH A034 A0 2000 mg/kg. Cnopen
o6LIKTe NaHHH OT NMPOY4BAHUATA 34 TEHOTOKCUYHOCT € MHOIO MAJIKO BEPOATHO OJIMECApTaH MEJOKCOMHII Aa
OKa3Ba reHOTOKCHYCH €(PEeKT NPH KIUHHYHO NPHIOKEHHE.

OnMecapradH MeIOKCOMHJT HE MOKAa3Ra KAHLIEPOreHHOCT HUTO B 2-TOAMIIIHO MPOYUYBAHE MPH [UIBXOBE, HUTO B
ABE 6-MECEeYHH MPOYYBAHHMA 33 KAHLICPOT¢HHOCT IPH MHUILIKH, B KOWTO C€ H3NOM3BAT TPAHCI'C€HHK MOJIEIIH.

B penpoayKTHUBHH NPOYYBAHHA C IUTBXOBE, OJIMEcapTaH MEAOKCOMMI HE MOBJIKABA IUIOAOBUTOCTTA H HAMA
ooKa3areacTBa 3a TepaToreHeH edekt. [loqobHo Ha Apyru aHTMOHEHT3UH Il aHTArOHUCTH, Clie/l eKCIIO3ULIUA
Ha OJIMecapTaH MEOOKCOMUI, MPEKHUBAEMOCITa Ha MMOKOJICHHETO HaMallfBa, a C/ie/l EKCMO3HLMA Ha
OpeMeHHH )KMBOTHH B KbCHUTE CTA MM Ha OpeMEHHOCTTa H 110 BPEeME Ha faKkTalua ce HabmoasaHa
nenBuyHa aunaraiya Ha 6s6pexa. [TogoOHO Ha APYTH aHTHXHUNEPTESH3IUBHH JIEKAPCTBA, OJIMECApPTaH
MEOKCOMMI AEMOHCTPHpPA MO-BHCOKA TOKCHYHOCT NMpH OpeMeHHHU 3aiiliy, B CpaBHEHHE ¢ OpeMEeHHH
[LTbXOBE, HO HAMA JaHHH 3a (PeTOTOKCHYEH €(EeKT

6. ®APMAIEBTUYHH JAHHU

6.1 CoHchk HAa NOMOINHHTE BellleCTBA

Copuesuna na mabnemxama:

JlakTo3a MOHOXMApAT

Llesynnoza, MUKpOKpHCTAZIHA
XUAPOKCUITPONHILIEAY. 1034

CunuiMeB JHOKCHA, KOJIoHAeH Oe3BoaAeH
CTteapyHOBa KHCENHHA

Hoxpumue na mabrnemxama:
XHnpoMenosa
XHIOPOKCHIPONMMILIETY 032
Maxporon 400

TuranoB nuoxcuna (E171)
Tank

6.2 HecbBMEeCTHMOCTH
Henpunoxumo

6.3 Cpok Ba rogHoCT

2 T'OJIUHH




6.4 Cuoenmansn YCIOBHA HA ChXpaHeHHE

Ja ce coxpaunssa nox 30°C.
Jla ce cbXpaHABa B OPHIHHAJIHATA ONAKOBKA, 3a Aa Ce MpeAnasy OT Biara.

6.5 BHan cLALPAKAHAE HA ONAKOBKATA

BaucTepy or aryMUHHI/aTyMuHui, cuabpxkau 7, 10, 14, 28, 30, 56, 98 punmupanu tabnerkm.
He BcHuk# BHOBE OMTAKOBKH MOTaT Aa OBAAT ITyCHATH B npoaaxoda.

6.6 ChnenRajHE NpeANa3Hn MepKH NPH HIXBLPJSHE

Hama cneuanHy H3HCKBaHHUA.

Heu3non3paHHAT JIEKAPCTBEH NPOAYKT HIK OTNAAbYHUTE MAaTEPHAIIH OT HEro TpA6Ba a ce U3XBBPIIAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHUS,

7. IMPHATEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA
Sandoz d.d.

Verovikova 57, 1000 Ljubljana
CloBeHHSA

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA
Tauzugop 20 mg: 20160147
Tausupop 40 mg: 20160148

9. JATA HA ITBPBO PABPEINIABAHE/TIOAHOBABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

ITata Ha mepBO pazpeinaBane: 09/05/2016
HaTa Ha nocieaHo noaHoBABaHe: 29/09/2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2025




