. HME HA TEKAPCTBEHHS IIPOAYKT ﬁ“f“a B
/ éﬁﬁgc//ﬂm?/v/ J‘)‘/ﬁ/,z

Oamecra [Inoc 40 mg/12,5 mg punmupann Tabnetka 07 -06- 2022
Olmesta Plus 40 mg/12,5 mg film-coated tablets IS i e

Onwmecra moc 40 mg/25 mg dpyvnMupanu TaGneTkn
Olmesta Plus 40 mg/25 mg film-coated tablets

2.  KAYECTBEH M KOJIMMECTBEH CHCTAB

Onmecma ITnoc 40 mg/l 2,5 mg Guivupanu mabremxu
Besaka duimupana tabaeTka crappika 40 mg onmecapran MegokcoMmn (olmesartan medoxomil) v 12,5 mg
xuapoxnoporaasun (hvdrochlorothiazide).

HHoMoUIHY BEIIECTRE ¢ H3BECTHO AeHCTRHE
Besxa guaMupana rabnerxa ceaspxa 292, 37 mg nakto3a MmoHoxuapar u 0,007 mg cuhcer sxvrro FCF
(E 110).

Onmecrna Imgc 40 me/25 mg duwmmupanu mabremzy
Besxa dunmupana tabnerka chabpika 40 mg onmecapran menoxcomm (olmesartan medoxomil) ¥ 25 mg
xupoxnopotuasup (hydrochlorothiazide),

ToMOHiHH BELISCTBA ¢ HIBECTHOD AeHCTBUE

Beaxa dhunmupana Tabnerka ceappixa 279,87 mg nakrosza MOHOXHApAT.

34 NBHUA COMCHK Ha TOMOWHHTE BELIECTBA, BUXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ©®0PMA
Punmupana Tabretka

Onmecta [lmoc 40 mg/12,5 mg puamupats TabneTky ca OpaHKEsY, OBATHY, IBONHOMIITEXHAIH ¢ PA3MEPH
15 x 7 mm # ¢ pansbHaTo penedHo ozsaderve ,,OH 41% or eqnara crpana.

Onmecra [lmoc 40 mg/25 mg GunMHpasH TabneTky ca po30BH, OBANHY, NBOHHOMATHKAANM C PAIMEpH
15 x 7 mm u ¢ pLOHaTO peneduo oznavenne ,,OH 42° o eqHara crpana.

4, KJIUHAYHA TAHHU
4.1. TepaneBTHYRYN NOXAIAHNSN
JleyeHue Ha eceHUMATHA XHIGPTOHAAL.

Onmecra Ilmoc ¢ komOuHaums ¢ hukcHpala 403a, KOATO € NOKa3aHa TpH Bb3PACTHH NauHe

4.2 losuposKa H Ha“IAH HA NPHI0KEHHE

Jos3un POBKa
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Buvapacmuu
Npenopsunrennata nosa Onmecra [roc e 1 TabreTka AREBHO.

Onmecra [hiroc 40 mg/12,5 mg moxke Ja ce npuiara Npy MAUMEHTH, YMETO APTEPUANHO HAATAHE HE €
aJIeKBATHO KOHTPOAHpato oT MoHoTepanys ¢ 40 mg oaMecapTat MeIOKCOMMITL.

Ommecra Ilmoc 40 mg/25 mg Moxe na ce NpUsIara Npy MALMEHTH, 4HETC APTEPHATHO HAIATaHe He ¢
aJIeKBaTHO KOHTPONMPaHO oT (hukcupaHaTta 103083 kKoMGunaius Onmecta [hnoc 40 mg/12,5 mg,

‘32 ynoOCTBO NAMEHTHTE, KOMTO ONYYaBAT OJIMECAPTAH MENOKCOMMI ¥ XUAPOXNOPOTHA3HA Noj dopMara
Ha OTJETHY TaONEeTKH MOKe /la IPEMHHAT KbM Jeuenue ¢ OnMecra [Tmoc, chabpkanl Chilure
KOMITOHCHTHH OQ3H.

Onmecra Ilnroc moxe na ce npuema cbe win Ge3 xpana,

Cmapyecxa 6v3pacm (na 65 u noseye zodusHu)
1Ipu xopa B cTapyecKa BL3PACcT ce NMPEeNOPBYEa CHIIATA JOZMPOBKA HA KOMOMHANMATA, KAKTO NpH
BB3PaCTHH,

Heobxoanmo € BHHMaTETHO MOHUTOPHPAHE HA KPBBHOTO HANATAHE,

Brbpewno yepeocoane

Onmecra [Imoc e MPOTUBONOKA3AH NPH HALKEHTH ¢ TEXKO OB6peuto yspexnaHe (KPEaTHHHHOB KIMPBHC

< 30 ml/min).

MaxkcuMannara 503a 0IMECAPTAH MEIOKCOMHI IIPH NAITMEHTH ¢ JIEKO 0 YMepeHo 660pedHo yBpeKaate
(kpearutiuios xIupbHC 30 — 60 mi/min) e 20 mg onMecapTan MeNOKCOMI BEAHBK [THCBHO, IOPAH
OTpaHUYEHHAT OTIHT OT I0-BHCOKH JIO3UPOBKHA B TA3W IPyia NAUMEHTH, KATO CE NPENOPbYBa NPOBEKAAHE HA
NSPHOIHYHY KOHTPOJIHK NPersieny. ‘

Topany ToBa ynorpebara na Onmecta [Tntoc 40 mg/12,5 mg it 40 mg/25 mg ¢ APOTHRONOKA3aHa BbB
BCHYKH cTanuM Ha 6nOpeuno yepexaane (sx. Toukd 4.3, 4.4 1 5.2).

HeprodpobHo yepescoarne _

Osnmecra [tmoc 40 mg/12,5 mg 1 40 mg/25 mg TpsaGBa 1a ce M3NMON3BA C MOBHIUEHO BHUMAHHE TIPH
MALMEHTH C JIeKo ueproapobHO yspesknane (8. Touxu 4.4 1 5.2). [1pn nauueHTH ¢ YepHoapobHo
yBpesIaHe, KOUTO IONYYaBaT NHMyPETHK WHNM NPYTH AHTHXHNCPTCHIHBHH CPEICTBA Ce NPENnopLYBa
BHMMATEIHO MOHMTOPHPAHE HA APTEPHATHOTO HatArade H 6BGpeunara dyrxima. [pu nauvenTu ¢ yMepeno
4epHOApOGHO YBpEXKAaHe Ce NPEeNOPbUBa HAUATHA 203a OT 10 g ONMECapTaH MENOKCOMIL BEHBX
IHEBHO, KATO MaKCUMATHATA HEBHA 1032 He Tpabsa ja Hagpuulara 20 mg, HaMa omur ¢ ofiMecapraH
MEJIOKCOMWI NPH IIAUHEHTH ¢ TeaKo YepHoapobHo yepexnane. Cieaosarento Onmecra Iaroc

40 mg/12,5 mg 1 40 mg/25 mg ne TpaOpa 4a ce MINON3BA MPH MALKEHTH C YMEPEHO H TEKKO HepHOAPOGHO
yspexkaane (Bx. Touks 4.3 u 5.2), KakTo 1 py XonecTaza 1 SunHapHa o6cTpykuna (Bx. Touka 4.3).

Heduampuyna nonyaayust
besonacnoctra u eduxacnoctTa Ha Onmecta flmoc npu Aeua v onowy noa 18 TOAMHM HE Ca YCTAHOREHH.
Hama HANMYHKU JaHHH.

Hauus na npunoxenve
Tabnerkara Tpabsa Aa ce NORABLINA ¢ AOCTATHYHO TeYHOCT (HAMp. Yawa goaa). Tabnerkara ne TpaGsa na ce
AbBue 1 TpabBa fa ce IPUEMA BCEKM JIEH 110 eHO M CBILO BPEME.

4.3 Ilporneonoka3auus

CBPBbXYYBCTBUTENHOCT KbM aKTUBHHTE BElHECTEA MH KhM HAKOE OT NOMOIHKTE BE
TOUKa 6.} WIH APYTH CYMPOHAMMIHM BPOU3BOAHY (TEH KaTO XHAPOXIOPOTHAIMI € J
KOHTO € NpouIBOAHO Ha cyndoHaMunuTe).
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- Pe¢pakrepta Ha JieyeHHe XWITOKATMEMUA, XHOCPKATIHEMHA, XHIIOHATPHEMHA M CHMITTOMATHYHA

. XRIICPYPHKEMHA.

- Bropu # TpeTH-TPUMECTERD OT OpeMeHHOCTTA (B, Toukk 4.4 H 4.6).

- Ennospemennarta ynotpeba Ha olMecapTal MEIOKCOMIUT € ATTHCKHPEH-ChALPKALIK IPOLYKTH €
fIPOTHBONOKA3AHA NPH NALWEHTH CEC 3axaper Aualer win HpOpeyno yspenmaﬂe
(GFR < 60 ml/min/1,73 m?} (sk. Touxn 4.5 1 5.1).

- Bbu6peuno yepexpase (Bx. Touxks 4.4 u 5.2).

- YMepeHo H TeRKO YepHOAPOGHO YBpeaIaHe, X0oNecTasa i HapylueHus NpoTHYAWY ¢ BHanapHa
oOcTpykuus (8K, Touka 5.2).

4.4 Creuuanann HpeXyHpexIeHHS N NPeANA3HH MePKH UPH yuoTpeda

Brrpecs/ 1083 XHIOBOIEMHA _

Mpu naigenTy ¢ XUNOBOIEMMA H/WIH XMIIOHATPHEMIS BCACACTBHE Ha MOIMHA TMYPETHYHA Tepanus,
OFPaHHYEHNS HA COATA, NHAPHS MIIH NOBPEHINaHE, MOKE a Ce FOABH CHMINTOMATHYHA XUNOTOHNS MIPEAMMHO
CeR MBPBATa 0034, Teau CLCTOAHUA TpsiGBa Ga 6BAAT KOPHIHPaHH NPEAN NPRIOKEHNETO Ha OnMecTa
Tlmoc.

JIpYTH CHCTOSHAS Che CTHMYJALMA HR PDEHHH-aHI MOTEN3UH-ALIOCTENOHOBATA CHCTEMa

ITpy nauneHTH, YuiTo CLAOR TOHYC M OBOpeyHa (hyHKINS 3aBHCAT MPENUMHO OT AKTHBHOCTTA HA PEHHMH-
AUrNOTEH3HH-ATAOCTEPOHOBATA CHCTEMA (HAMP. NalReHTH C TE&XKA 3aCTORHA ChpAeYHa HEAOCTATHYHOCT

| VM [peABapUTETHO CHIMECTRYBANIO OBGpeUno 3aG0N1BaHE, BRIIOYHTENHO CTeH03a Ha GL6peunara

apTepKa), ACHEHUETO C APYTH JIEKAPCTBEHH NPORYKTH, KOMTO NOBIUABAT TA31 CHCTEME € CBBP3AHO ¢ OCTPA

XUITOTOHHA, A30TEMH, OJIHTYPHS WIH B PEAXY ciyyau ocrpa 6n0pedHa Hel0CTATBHHOCT,

" PeHoBazajiHa XMIePTOHUS
Tipn nauMedTH ¢ ABYCTPAHHA CTEHO3a Ha GBEOPEUHIUTe APTEPHH HITH CTEHO3A HA APTEPUATA HA SIVHCTBEHMA

pynKxionMpan GuOpek, KOWTO ¢ NeKYBAT ¢ NEKAPCTBeHH POAYKTH, KOHTO NOBNMABAT PEHH-
AHMMOTEH3MH-ANA0CTEPOHOBATA CHCTEMA, CHUIECTBYBA NOBMIIEH PUCK OT TexKa XMnoTonus # Op0peuna
HeJOCTATBYHOCT.

bnbpeuno yepexaane u Obu0peyna TpaHcnNaHTAIY
Onmecra [lmoc e TpaGra na ce M3N0ON3Ba NPU NALMERTH ¢ TEKKO OBOpedHO yBpexnane (KpeaTHHHHOB
KupbHE < 30 mi/min} (Bxk. Touka 4.3).

MakcHmanHara 1032 0IMECAPTaH MELOKCOMMI TIPH [ALMEHTH ¢ ZeKo 40 yMepeHo 6L0peuno yapexnane
{xpearrnunob KinpbAC 30 - 60 ml/min) e 20 mg onmecapTaH MEAOKCOMMN BEAHTXK avesHo. Benpeku Tosa,
npn TakHBa nauxenTy Onmecta [Imoc 40 mg/12,5 mg u 40 mg/25 mg Tps6ea Aa ce upwiara ¢ NOBULICHO
BHHMMAHHKE H C€ NPETIOPHYBA NEPHOAMHEH MOHUTOPHHT Ha CEPYMHHA KA, KPeaTHHUH K NMKOYHaTa
KHCEeTHHA.

Crbp3aHaTa ¢ THA3MIIHK AUYPETHLM a30TeMMs MOKE Ja Ce TIOABK MPH NALMENTH ¢ HapyiieHa 616peuna
dynxumsa. Tpu kinHuuHO H3ABeHa nporpecya ¥a 6LOPeUHO YBpexaaHe ¢ HeoOXoAKMa BHHMATENHA
NpeoUeHKa Ha TepanuaTa, KaTo ce B3eMe NPEARKA CIIMPane HA JIEUCHHETO C AHYPETHLIN.

Cnegoatenno, Onmecta [Tnioc 40 mg/12,5 mg v 40 mg/25 nig e npoTHBONOKA3aH BLB BCMYKHW CTaIMK HA
Gnbpewno yspexnane (Bx. Touka 4.3).

Hama onut ot npunoxenuero Ha Onmecta [Lioc npd naupenty ¢ Hackopo npoeenena Gr6peyna
TPaRCILIAHTALINA.

JBoiHo 6a0KHpaHe Ha peHHH-aHTHOTEH3HH-aIR0cTeporoBaTa cucteMa (PAAC)
Wma naHuu, 4e enHoBpeMenHaTa ynorpeba ra ACE nuxvGurops, aurnorensus I pene
ATMCKUPeH NOBUIIABA PHCKA OT XHIOTOHMA, XHIIEPKATHEMMA H RaMaJIABaue Ha 6b0pe
(BKIIFOUHTENHO 0CTpa 6nbpeuna nenoctaTruHocT). [Topany ToBa He ce MpenopruBa AR
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PAAC upe3 komGunmpanara ynorpeba Ha ACE unxu6urop, anrsorersun Il penerrropan 6okeps win
anuckHped (Bx. Touku 4.5 1 5.1).

AKO c¢ NIpEUeHH, Ye TepPanHaTa ¢ ABoHHo bioxupane e abcomoTHO HeoGXonuMa, ToBa TpAGsa [a cTaBa caMo
N0/ HAGNIONEHHETO Ha CTICHUATHCT H NPH HECTO CTPUKTHO MOHWTOpHpaHe Ha 6s0peurara dyaKis,
EREKTPOSIUTHTE K KPEBHOTO HALATAHE.

ACE unxpbutopn u anrnoTensuy II penentopHu Gaokepu He TpaOBa [a ce HRO0A3BAT eJHOBPEMEHHO Ty
nalHeHTH ¢ nHaberHa HedpornaTus.

YepnoapoGHo yEpexgaHe
Hiama onuT or ynorpeGara Ha oiMecapTal MelOKCOMHI! TIPH NALMEHTH ¢ TEXKKO YePHOAPOGHO YBpexaaHe.

IMpy nauKeHTH ¢ yMEpeHOo 4epHOAPOOHO YRpexaane, MakcumMannara 1o3a e 20 mg onmecaprad
Mestokcomun, OCBEH TOBA, HE3HAYNTE/HK IIPOMEHH BhE BOAHO-ENEKTPONVTHHA Gajtaic 1o speMe Ha
TEPAIMA ¢ THA3HIH MOXKE Jia YCKOPH Pa3sBHTHETO Ha YephoApoGHa KoMa NPH NMALMEHTH ¢ YBpeaeHa
uepHOAPOOHA GYHKUMA WIH MPOFpecHpanio yepronpodto saGonaeatie.

Hopaau Tosa, ynorpebara ua Onmecta Iinroc 40 mg/12,5 mg u 40 mg/25 mg npy NanWenTH C YMEPEHO H
TEKKO ueproapobHO yBpekaane, XonecTasa u Suinapua ofcTpyKuus € IPOTHBONOKazaua (BXK. Touku 4.3
1 5.2). [pu naumenty ¢ 1eko YepHOAPOOHO YBPEKAAHE € HEODXOMMMO NIOBHIICHO BHAMAHME (BK.

Touka 4.2).

CTeHo34 Ha A0PTHA M MUTPaiia Knana, 06CTPYKTHBHA XHIEPTPOGHYHA KApIAHOMUONATHA
KakTto u 3a ocTaHanTe Baz0AWIATATOPH, NIPH NALMEHTH CBC CTEHO3A Ha A0PTHA WA MUTPAITHA KJIana, WM
oflcTpyKTHBHA XHIEPTPOPHYHA KAPAHOMHONIATHS CE NPENOPHUBA NORMIIEHO BHHMAaHHeE.

[EpBYCH XHIIEPATAOCTEPOHNIBM

HauuenTyre ¢ MEPRUYEH XUNEPAIIOCTEPOHHIBM OEHKHOBEHO HE OTTOBAPAT HA TEPATTUA C
aHTHXUINEPTEH3MBHH CPEICTBA, KOHTO AeHCTsAT upe3 HHXHMOUPaHe Ha PeHAH-AHIHOTCH3MHOBATA CHCTEMA,
nopanu Koeto ynorpedara #a Onvecta Ilmoc npi TakMBa NALMEHTH He ce NPenopLYBa.

MeTtaGoauTHu U eHIOKPUHHI edeKTH

TepanuATra ¢ THAZHAHKM AMyPETHLE MOXKE 12 HAPYUIH [UOKo3kus Tonepasc. [py nauuents che 3axapen
Adaber Mosie Aa Ce HanoKM aAJaNTHPAHE Ha JIO3HTE HA MHCYIMHA MM HA [IePOPANHHTE XHIOIITMKEMYUHH
cpeactsa (Bx. Touka 4.5). B xona na THa3uIHa Tepanua MOKE 44 C€ H3ABH JaTeHTen nuaber.

Tlopymenne na XOJeCTepOia H HHRATA HA TPHIVIHICPHANTE C2 HEXENAaHH PEAKLIMH, 33 KOHTO € U3BECTHO, 4e
cC aCD.‘LlHHpaT C THA3HAHATA Tepanus,

TIpn HAKOW NAUMEHTH MOMYHABALIH THA3HAHN AMYPETHLH MOXKE Aa Ce NOABH XUIIEPYPHUKEMHUA WU 18 Ce
BJIOLNY CBLINECTBYBAIlA HOAArPa.

EnextponurteH aucbanaHe
Kaxto npu BcHuks nauuenTn, KOHTO ca Ha MYPeTHYHA TCPANUS C& HPENOPHYBa NEPUONHYHO onpenensHe
Ha CEPYMHMTE €JEKTPOJIMTH HA NOAXOAIUM HHTEPBATH OT BpeMe,

Tuaznayre, BKIOUATENHO XHAPOXIOPOTHAIHA MOsKE A2 AOBEAAT 10 HAPYILEHUE HA BONHHA UK
eNEeKTPONMTHHA GaTane (BKITIOYHTEIHO XHIIOKATHEMHS, XMITOHATPHEMHS M XMIIOXIOPEMUYHA ATKAaT1034).
Hpeaynpenurentu Mpusuaiiy 32 BOAHO HAX EEKTPONUTHO HAPYLICHHE Ca CYXOTa B YCTaTa, HKOKAA,
cnabocT, TETAPria, CHHAHBOCT, He30KOACTBO, MYCKYIHH GONKH WY KPAMINIH, MYCKYJIHa C1ab0CT,
XHUNOTOHWA, ONMTYPHE, TAXHKApIHS H CTOMAIIHO-YPERHY HAPYIICHUS KATO I'afeHe WiH 10O
‘Toyka 4.8).

PHCKLT OT XHNOKaNHeMus € Hali-rofaM Mpy NalKeHTH ¢ YepHoapobua uuposa, NpH N
OpHMXOBH AMYPETHLM, TPH TTALVEHTH ¢ HEAACKBATEH NIPHEM HA EEKTPOTHTH M NALHK
Tepanus ¢ KoprukocTepouan unn AKTX (sx. Touxa 4.5).
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Ot Apyra crpasa, BCIeaCTBME HA aHTArOHKW3Ma Ha aurnoTenzvl I penentopute (AT1), oF cTpana Ha
onMecaprad Megokcomut B Onmecta Ilnloc MoXe a ce NOABH XHIEPKATHEMHA, 0CODEHO NPK HaJIM4Me Ha
6u0peuno yapeKaaHe WKIM CHPAEYHA HENOCTATEYHOCT B 3axaper anaber. [IpH PHCKOBY NALYMENTH Ce -
IpEnopbyRa 3ACKBATHO KOHTPOJIMPAHE HA CEPYMHMA Kanuit, Kanuii-cexpanssaluite JMypeTHIN, KaTHEBHTE
no0aBKH HNH KaIMB-ChABPIKALATE 3aMECTUTENY Ha CONTA H APYIH JEKAPCTBEHM IIPOJYKTH, KOMTO MOTaT Ja
MOBHLHAT HUBATA HA CEPYMHNA KANWH (Hanp. xenapui) TpadBa Aa ce TPRAArar ¢ NOBHILCHO BHUMAHHE
ennospemendo ¢ Onmecta [Imoc (k. Touka 4.5).

Hama mokaszaTesicTRa, Ye ONMECAPTAH MEAOKCOMILT MOKE Ad HAMAJIM HIIM NPEJOTBPATH PA3BMTHETO Ha
HHYLIMPAHATA OT MYPETHIN XUNOHATpUeMAd. HenoCTHrsT Ha x1opHay o0HKHOBEHO € JIeK W He W3HCKBa
JeYeHye.

TuazsnauTe MOTaT 12 HAMAIAT EKCKPEeuATa Ha KAl ¢ YPUHATA W [Ia Ca IPUYMHA 33 HHTEPMHTEHTHO H
TIEKOCTENEHHO MOBULIEHHE Ha CEPYMHHA Kl B OTCHLCTBUETO HA W3IBECTHH HAPYLUCHHS HA KATUHEBHA
MetabGomssm. TIpossata Ha XHOEPRAMHEMAR MOXKE A € JOKA3aTENCTBO 33 CKPHT XUACPTIAPATHPEOHANILM.
penw miposexAane Ha H3cacaBaHe Ha dJyHKum:Ta Ha NapaTMPEOHIHKTE XJie3n Tpalea Ja ce cnpe
ynoTpebara Ha THAZHIHY AHYPETHLM.

HapecTHO €, Ye THA3HAHTE NOBUILABAT YPHHHATA €KCKPELMs Ha MATHE3INE, KOSTO MOMNE J8 IOBEIE 20
XMIIoMartdesHeMus.

TIpu eieMaTo3HR NaHHEHTH B TOPeIllo BpeMe MOXE 13 C& PA3BUe JWIYLHOHHA XUIIOHATPHEMMS.

Jharuit

KaKro H npH oCTaHAINTE NEKAPCTBEHHN MPOAYKTH, ChABIKALIM aHTHOTeH3HH 11 PELIEITTOPHU AHTATOBUCTH U
THA3HACH AMYPETHK B KOMOKHALKA, e,uﬂoxapemeHHO'ro npuickedre na Onmecra ITmroc v nuTHiE He ce
upenopLyBa (BxK. ToUKa 4.5)

Copy-nonofua exiteponarus .

B MHOI'0 penxm cydad MMa choOIIEHHA 3 TEXKKA, XPOHUYHA JUAPHA Che 3HAUMTENHA 3ary6a HA Terao npu
NALHEHTH, NPHEMALY ONIMECAPTAH HAKOIKO MeCeua 20 TOAMHH Cejl 3aTI09BaHe Ha IeYEHHeTo, Haii-
BEPOATHO NPUMUHEHA OT JOkand3npaua 3abaBena peakuys Ha CBPLX4YBCTBUTENHOCT. HperHHTe GROTICHH OT
NAUHEHTHTE YECTO NIOKA3BAT BIIO3HA aTpodHa. AKO NAlUeHT Pa3BHE TE3M CHMITOMY 110 BPEME Ha eYeHs e
¢ OIMECapTaH W [IPH OTCHCTBHE Ha APYTH SBHH eTHONOMMY, IEYEHHUeTO ¢ onMecapTan Tpabea nezabasHo ga
¢e MPEyCTAHOBY K He TPA(GBa Aa ce Bh30OHOBABA. AKO IMApUSTA He ce Nofodpu NMpesz CeAMMIIATA Clel
TIPeyCTaHOBABAHETO, TPAOBA 22 ce 0OCHIH JOITBIHUTEIIHA KOHCYATAUMS ¢hC CHSLHMATHCT (HAMp.
racTPOEHTEPONON). '

XopouaaneH u3Iue, 0CTPa MUONMS W BTOPUYHA 3aKPUTOLILIIHA TIaYKOMa

CydonaMuure HM TeKapeTBaTa, NPOUIBOIHM Ha CyNQONAMHIHTE, MOTAT J1a TPEAU3BHKAT
M/IMOCHHKPATHYHE PeaKLMs, BOACILA 10 XOPOWIAJIEH WinkE ¢ AedeKT Ha IPUTENHOTO TIoNe, IPEXOoHa
MUONHA 1 0CTPA 3aKPHTOBLIBAHA TlaykoMa. CHMNTOMHTE BIUTIOMBRT RHE3AMTHO HAYAIO HA HAMANCHHE HA
3pHTeHaTa OCTPOTA WK DONKA B OKOTO, KOWTO 0BMKHOBEHO Ce MOABABAT B PaMKHUTE Ha 4acOBE N0 CEIMHLM
OT 3a110yBate na nexapctsoTo. Henekysanarta ocTpa 3akpHTOLIb/IHA FIAYKOMa MOJXKE fa JOBee A0 Tpaiita
3aryGa na 3penue. JILPBOHAYANHOTO NIEHEHHE € /1@ Ce TIPEKPATH IIPHEMBT Ha JIEKAPCTBOTO BHIMOXKHO HAN-
6bp3o. Moke na ce Hanoxku 12 ce 0OMHCTH He3a0aRHO MEAHKAMEHTO3HO KM XUPYPIHYHO JIeUeHH e, aKo
BBTPEOYHOTO HATAT'AHE OCTAHE HEKOHTPOTHPaKo. PHckoBATEe JAKTOPH 33 PASBHTHUC HA OCTpa
3aKPUTOLI'BIHA MAYKOMA MOTAT Ad BICTIOUBAT 3HAMHE3a 33 aNeprus KbM cypOHaMUIA WK MEHULATHHH.

OcTpa pecnupaTopHa TOKCHYHOCT

Chen nprem Ha XMIPOXIIOPOTHAIHA c€ ChODUIABAT MHOYO PEIKH T&KKY CNyuad Ha ocTpa

TOKCHYHOCT, BKIIKOMHTENHO OCTHp peciuparopeH aucrpec cuulipom (OPJIC). Caex npue

XHPOXNOPOTHA3H] O0MKHOBEHO ¢¢ pazBHBa GenoapobeH OTOK B PAMKWTE Ha MHHYTH

HauYai0TO CUMITTOMHTE BKIIOUBAT AHCNIHEA, NOBHLIEHA TEMIIEPATYpa, BlOWAaBaHe Ha Oe

dynxims v xunotorus. Tpu comuenne 3a OPJIC Tpafsa na 6hae cnpss npueMsT Ha O
5
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ce NPWIOKH NOAXOALLO JeueHNne. XUAPOXIOPOTHA3M He TPAOBA Na Ce MPHIIAra PR NAUHEHTH, KOHTO
npend ToBa ca nonyuyasand OPAC cnea npHeM Ha XHAPOXTAODOTHAIH], ‘

ETHHYECKH Pa3IHYHA

Kakto v nips octananure agriorensud Il penenTopHu aHTArOHHCTH, NOHIKABALIKHAT SPTEPHANHOTO
HanqraHe eQexT Ha ONMECAPTAH MEIOKCOMIN € KO M3BECTHA CTENEH MO-C1ald PH YePHOKOKH HAUHEHTH B
CpaBHEHWE C TE€3W OT JAPYIH PacH, BEPOATHO IOPAH 10-4€CTO CpeliaHia HHCKO-PEHHHOR CTATYC Cpell
YEPHOKOIKH MAIHEHTH ¢ XHTIEPTOHHUA. '

AHTHAOIIWHT TECT
CoaAbpKaHHETo Ha XMAPOXJIOPOTHAZM]L B TO3H NIEKAPCTBEH MIPOAYKT MOXKE 1A TIOSHTHBHPA aHATHTHIHUTE
Pe3ynTaTH B H3CNEBAHE 33 AOTIHHT-KOHTPOIL. '

bpeMenHocT
Ilo Bpeme Ha GpeMERHOCT He TPAGRA fa ce 3anOyRa JENeHRE ¢ AHIMOTEH3HH 1] pellenTopHH AaHTarOHHCTH.

Ocsen ako MpoaBLKABAHETO Ha TEPAMATA ¢ aHrHOTEH3UH Il peuenTopHr AHTArOHUCTH He Ce CUMTA 34
CLUIECTEEHO, MAUMEHTKHTE IUIaHHpallH OPEMEeHHOCT TPAORA [ia MPEMHHAT Ha A/ITEPHATHBHO
AHTHXUIEPTEHIMBHO JICYEHHE, KOCTO € ¢ YCTaHOBeH fipogsn Ha GesonacHocT 1o BpeMe Ha GpeMentoct, Tlpu
yCTaHOBABaHE Ha ODpeMeHHOCT, NedeHneTo ¢ aurdotensul {1 peuenropuy auraronucty Tpabea ga 6sae
NPEKPATEHO He3ab0aRHO M AKO € MOAXOAALIO 13 C€ 3aNIOYHE a/TepHAaTHBHA Tepanus (Bx. Touku 4.3 ¥ 4.6).

Apyru

KakTo W NpH Apyrd aHTUXMNEPTEH3UBHK CPEICTRA, NPH NALHEHTH ¢ FeHePAH3HPaHa aTepOCKIepo3a,
HCXeMHYHA GoNecT Ha CLPIETO MM YCXEMHYHA MOZILYHO-CHI0BA OOJIECT € BREMOXKHO Aa ce Habmoaasa
PA3KO MOHHXKABAHE HA APTEPHANHOTO HALAraHe, KOeTO Ja ROBEAS A0 HHMAPKT HA MMOKAPAa WIH MHCYIIT,

Hp}‘l TNaNMEHTA ope WM ez aHaMHesa 3a anepruia iy GDOHXH&HH& acTMa € Be3MOGIKHO da CC pa3BuiaT
pCaKiHK Ha CRPLXUYBCTBHTETHOCT KBM XHAPOXIOPROTHAIHI, KATO BEPOATROCTTA € NO-rondAMa NpH MaiMeHTH
C HAJTHYHa aHaMHe3a.

[lpn ynotpeGata Ha TUA3HAN Ca NONYYaBaky CHOOIIEHHS 32 ODOCTPAHE HIM AKTHBHPAHE Ha CHCTEMEH
ePHTeMAaTOaeH AYIyC.

HemenanomeH pak Ha Koxara

B ABe enMIeMHONOTHYHH TIPOYYBAHHS, OCHOBABANIN Ce HA JATCKUA HAUHOHANEH PAKOB PETHCTHP, €
#aOnKonaBaH NOBHIUEH PHCK OT HEMETBHOMEH pax Ha koskara {(HMPK) [6azansoknersuen xapuvsoM (BKK)
 CKBaMO3HOKNeTHYeH KapuyHoM {CKK)] npy HapacTsaia eKCro3HIMs Ha KyMy/IaTMBHA 033
xunpoxnoporuasia (XXT3). ®orocencubimmanpamiute edexryt Ha XX T3 morar na neficrear karo
BEPOATEH MEXaHH3LM 3a pasenrie Ha HMPK.

Hauuenrure, npuemainn XXT3, Tpatea na Obaat uAdopmupani 3a pucka o1 HMPK H coBeTBaHH peioBHO
Aa NIPOBEPABAT KOXKATA CV 3a HOBH J1€3HH U Be3a0aBHO J1a CLOOIABAT NPY YJOABA HA NOJOIPUTENHH KOKHH
Ae3ud. Ha natpuentrTe TpaOBa 12 ce NpenoprYaT BHMOXKAH [IPEBAHTHEHH MEPKH, KaTo OrpaHHHeHo
M3NIAraHe Ha CNbHYERA CBET/IMHA W YITPABUONICTOBY ABYH, & B CyUail Ha eKCIIOIHIIMS, NOIX0AMNA 3aIlTa,
3a /1a Ce CBENE A0 MHHUMYM PHUCKBT OT Pak Ha Koxkarta. Ilonospyrenuvre xoxHu e3uy Tpadsa na Onjlar
MIOAJICHERN Ha He3a0aBHO U3cneNBate, IOTEHUHAIHO BKIIIOYBALIO XHCTOTOTHUHE HIC/ASABAHHA HA
Ouoncuyny Matepuanu. [pepasrnexaare Ha yiorpebara na XX T3 Moxe 11a ce HAIOKH U IPH NaLUMeHTH,
KOUTO ca MMand npeaxoted HMPK (Bx. cnino Touxa 4.8).

[Tomompuy BemecTra
To3u rexapcTBEH NPOAYKT CHABLPIKA NaKTo3a. IIalMeHTH ¢ pelKi HACNeACTREHH MPoBIeMH Ha
HEMOHOCHMOCT KbM TaliakTo3a, ITh/ICH JIaKTa3eH JePULIHT HITH [HOKO30-TallakTo3Ha Manabe
TpACEA 8 NpHeMAT TO3H TEKAPCTBEH IPOIYKT.

Onmecta TIntoc 40 mg/12,5 mg ceaspixa cnitio cuicet xuire FCF (E 110), xo#iTo Mo
aNepriviy peakiuy,
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4.5 BianmogeiicTBHE ¢ APYIH JIEK2PCTBEHH NPOAYKTH K APYIH {popmu HA B3aumMoaelcTBHE

oremipanum B3anMOaeiicTBIA, CEBD3AHY ¢ OIMECapTay MEAOKCOMAT H XHAPOXJIOPOTRHAIHA

Consmcemsawama ynompeda He ce npenopbysa

Jumui .

Hpr eAHOBpEMEHHO NPUNOXKEHHE Ha TMTHH ¢ MHXMOUTOPU Ha AHIHOTEH3UH KOHBEPTHPALIHA €H3HM H TIO-
PAIKO ¢ aHMHOTEH3HH 1] pelenTopHK aHTArOHKCTH, € N0KIAABAHO 33 00paTHMO NOBHNILABAHE HA
KOHUEHTPALMKUTE HA JTHTHH B CEpYMa M 3a TOKCHYHOCTTA. (OCBEH TOBA THASHANTE NOHHKABAT OLOpeyHHs
KIIHPHHC Ha IATHA W CIIC0BATETHO PUCKST OT [OABA HA THTHERA TOKCHYHOCT MOYke 12 ce nosumy. Ilopanu
ToBa ynoTpebara na Onmecta [noc u nuTuid B koMOuHALES He ce Mpenopsusa (BxK. Touka 4.4). Ako
ynorpefaTa Ha KOMOMBaLHATA Ce CYUTA 23 HEOOXOMKMMA, Ce NPENOPRYBA BHHMATENHO MOHHTODHPANE HA
CEPYMHOTO HUBO Ha NIUTHIA.

Cbnbmcmeayiama Vhompeba U3HCKEA ROBUKIEHE SHUMANUE

Baxroghern
Moske na ce HalMoxasa HoOTeHUHpPaHe Ha aHTHXUNEPTEH3MBHMTE e(DeKTH.

Hecmepoudnu npomugoevsnarumennu cpedcmea (HCIIBC) .
HCIIBC (nanp. aueTHncanuimnosa kucendna (>3 g/nuebno), COX-2 uHXHOHTOPH H HECENIEKTHBHH
HCTIBC) morat fia orcnalaT anTHXHIepTeH3HBHIA eheKT Ha THA3UIHUTE AMYPETHLM K aHTHOTeH3MY 1
PELETTOPHUTE AHTArOHUCTH.

ITpy nakou nanuenTH ¢ KoMNpoMeTHpaHa OhOpeuHa QYHKUKS (Hanp. NAUEHTH C ASXHApATaLUs Uy
TAKHBA B CTAPHECKA BHIPACT C KOMAPOMeTHPaHa OBOpeyna GyHKLMs), eNHOBPEMEHHOTO NIPHIOKEHHE Ha
aHrHoTeH3uH [ pelienTopHH aHTATORHCTH H CPelCTBA, KOUTO HHXHOUPAT IMKIOOKCHTEHAATa MOKE [Ia
A0BEAE A0 AOMbIHHTENHO BloLasanHe Ha 6s0peuHata GyHKUHA, BKIGOYHTERHO A0 O0cTpa O1LOpeuna
HEJIOCTAaTBYHOCT, KOWTO OGHKHOBEHO ca ofpatumu. ClieloBaTenHo komOHHauusTa TpROBa Aa 0 NPUJIaTa ¢
NOBHLIEHO BHUMAaHHKE, 0COOEHO MPH NAIMEHTH B CTapyecka BbapacT. Clen 3anotsase Ha TepanusTa 1
NEPHOIMYHO clie/l TOBA, ¢ NPeriopLUBa MOMKTOpUpaHe Ha GhGpeunaTa fyHxkig ¥ anexkBaTHA XUApaTAUMA
Ha NalHeHTa.

Cenvmemeanama ynompeba mpafea 0a ce uma npeoeud

Amucpocmun
Moske aa ce Habn0JaRa NOTEHIIMPAHE HA AHTHXHIEPTEHIUBHIA edeKT.

Apyeu aumuxunepmenszusnu cpedcmsa
AntuxuneprensusHuaT edexr Ha Onmecrta [noc morke aa Ghe NOBUIICH OT CHITBTCTBAIOTO [TPUITOKEHHE

Ha ApYTr'H aHTHXHIIEPTEHIHBHH NEKAPCTECHH NMPOIYKTH.

Azxxoxonr, bapbumypamu, HaPKOMUYY WY AHMUOSHPeCanmu
Moske na ce HabnroAaBa TOTEHUHPAHE Ha OPTOCTATHYHA XKIIOTOHMS.

HoTenunanyu B3aMMOJENCTBHA CBRD3aHH C OJIMCCAPTAH MEAOKCOMHIL

Cohvmemsquiama ynompebia ne ce Hpenopoyed

ACE unxubumopu, anzuomensun 1l peyenmopnu 6roxkepu unu aruckupen
JaHny OT KNBHWYBY TIPOYYBAHAA NOKA3BAT, Ye JNBOMHOTO GJIOKMPAHE HA PEHHH-AHTHOTE
anfocreponorara cuctema (PAAC) upes koMbuaMpanaTa ynorpeda na ACE uaxuburo
peuenTopHu GIOKepH WK &THCKHPEH Ce CRBP3Ba C NO-BHCOKA YECTOTA HA HEXKENAHH C
HAMIPUMEDP XMTIOTOHMS, XHMTEPKAJIMEMHA i HamMasigBate Ha OsOpeunara Pynxnms (BKmo
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ObOpeuna HeAOCTATRUHOCT), B cpaBHEHHe € ynorpebaTa caMo Ha €4HO CPEACTBO, AeHCTBAIO BLpXY PAAC
{Bk. Touky 4.3, 4.4 n 5.1).

Aexapcmsenu npodykmu, ROSTUASAWU HUSAMA KA KANUTI ‘

Karto ce uMa npensun oMUTeT OT ynoTpe6aTa Ha APYTH AEKaPCTBEHY NPOIYKTH, KOMTO ORIHABAT PEHUH-
aHTHOTeHIHH-AJII0CTEPOHOBATA CHCTEMA, €IHOBPEMEHHATA YIOTpeba Ha KATHH-CBXPAHABALIE AHYPETHLH,
KaJIHH-CBABPIKAILY 3aMECTHTE/H HA CORTA HITH APYTH JIEKaPCTBA, KOWTO MOKE N1a TIOBHLIAT CepYMHHTE HHBA
Ha kaini (Hanp. xenapun, ACE nHxuGHTOpH) MO fa I0BEAE 10 NIOBUIUABAHE HUBOTO HA CEPYMHHA KW
(. Touka 4.4). Ako B xomOunauus ¢ Onmecta [LnOC ce NPeANHILE TeKapCTBeH NPONYKT, KOWTO NoBIuABa
HHBAaTa Ha KanHi, ce NpenopbYBa MOHHTOPHPAHE HA IL1A3MEHWTE HUBA HA Kamus,

Cergecmupauy HCAeURAMA KUCEIUHA NPOOYKM KORECE8enam:

EnnospemMeHHOTO NpUiIokeHNie Ha CCKBECTHPALINS HKITbYHATA KHCETHHA NMPOAYKT KOJIECCBEIAM
XMAPOXTOPU/, HAMAIABA CHCTEMHATA EKCNIO3BLHA M MAKCHMAIIHATA MJIa3MeHa KOHIIEHTPalKua Ha OMecapTaH
1 Hamansaea ty2. IprnoxkenmeTo Ha onMecapTal MEAOKCOMIA Hali-Maiiko 4 Haca Npeay KoneceBeiaM
XUAPOXTOPHA HaMalgBa edeKTa Ha JeKapcTBeHO B3aumoeiicTse. lipiwiaranero Ha onMecapTaH
MEIOKCOMMJT Hal-MaNko 4 yaca mpeJy 103aTa Ha KoJlecesenaM XHAPOXIIOpHA TpAOBa na ce uMa npeasu
{BxK. TOUKA 3.2).

,_[_l, ONBARUMEAHT ﬂHgﬁOQMﬂ'QW

Crien neuenue ¢ anTHanua (anyMUH#EB MarHe3HEB XHAPOKCHT) ¢ HabmiofaBaNa yMepeHa peayKLHa Ha
OHOHAIIMYHOCTTAE HA OIMECAPTAH.

Onamecapran MeAOKCOMIUI HSMA CHIECTBeH eheKT BBPXY PapMAKOKHHETHKATA UK GapMakoaHHaMHUKaTa
Ha Bapdapun Wi papMaKOKHWHETHKATA Ha AHTOKCHH, '

ENHOBPEMEHHO NPUAMKEHHE HA OIMECAPTAH MEIOKCOMHA H NPABACTATHH [IPH 3ApAaBU MHAUBUAK HAMA
KITHHHYHO 3HAYUMH e(heKTH BPXY (hapMaKOKMHETHKATA HA KOSTO H 1 € OT JBETS ChCTARKM.

B in vitro nipoyuBaius, onMecapTan HAMa KITMHWIHO 3HAUMMU MHXHOUTOPHY eeKTH BHPXY YOBEMIKHTE
€H3NMH OT CHCTeMaTa Ha ugToxpoM P45G 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 n HAMA HHKAKLB KK
€ NIPOABUN MUBHMAJIEH e(eKT BEPXY aKTUBHOCTTa Ha UMTOXpoM P450 ua nibxope. He ce o4akBaT KIHHHGHO
3HAYHMH B3aMMOJCHCTRUA MEXKY OIMECAPTAH M CHEAKHEHHS, KOUTO Cé MeTaboIu3HpaT oT
COPECTIOMEHATHTE €H3UMH OT CUCTeMata Ha unatoxpom P450.

HOTGHQQ&HHH R3AHMOIEHCTEHA CPED3aHH XMDOX.]]ODOTH&BHJI

Cbnbmcmeaz_qama vROMpeHa KE ce hperopuyusd

Jexapcmeeny HpOAYKI, HOGIURGAWN HUSOMO KA KTl

Kanwii noHwkapauiuaT eheKT Ha XMAPOXNOPOTHAZH (BK. Touka 4.4) Moxe fa 6be HOTeNUHpan oT
¢/THOBPEMEHHOTO MPUACKCHHE HA APYTH JIEKAPCTBEHY NPOYKTH, YHETO [IPHIOKEHNE € CRBP3AHO ChC
3aryba Ha XaJInii ¥ XunoKankHemus (Hanp. APYTH KAMA-YPeTHYHY JIMYPETHIM, JTaKCATHBH,
xoprukocrepouan, AKTX, amporepuitit, kapbeHokconon, nesuuynnyg G HaTpHA HNY NPOW3BOAHH HA
cariMNoBaTa kucenuua). llopanu Toa nogofHa cLABTCTRANIA yHOTpeGa HE Ce NpenopbYBa.

Komburnayun, xoumo u3uckeam noGUILEHO GHUMAHUE

Kanyuesu cont
TrasvnuvTe nvypeTui MOraT 1a TOBHILAT CEPYMHHTE HHBA Ra Kauhii BCIeSCTBHE HA TI0H
ekckpeuus. Axo Tpabsa Ja ce NpeAnKINaT KaJUHeRn J00aBKy C& MPerNopLYBa MOHUTOPYHP
HUBA Ha KANUMH 1 CLOTBETHO aJanTHPAaHE Ha 103aTa Ha KajlLiiA.

Xorecmupamun u KOAECMUNON08Y CMOU
B npucheTBUETO Ha aHHOR-06MeHHN CMONTH Ce NonkaBa abcopbunaTa Ha XUAPOXIIOPOT
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Hueumanucosu enuxozudu .
Huaymipanara oT THa3sHMARHTE IMYPETHLM XMNIOKATTHEMHUS WK XUIIOMAarHe3HeMHsl MOYke Aa OnaronpustcTea
nosBara Ha AMTHTANKCOBA APHTMHA. ' -

Hexapcmeenu npooyxmu, kKoumo ce nOGNUSIBAM OM NPOMEHU 8 HUBOMO HA CEPYMHUR KAl

Koraro Oamecta Ilmoc ce npuiara 3ae1Ho ¢ NEKApCTBEHA NPOLYKTH, KOUTO ce TIOBJIHSBAT OT MPOMEHH B

CepyMHMA Kanuit (Harp, AMTHTATHCOBH TTHKO3HIH H 2aHTHADMTMHLUM), KAKTO M C JIEKAPCTBEHH NPOIYKTH,

Bozeww Ao torsade de pointes (KaMepHa TaxWKapAHA) (BIIIOHBAILM HAKOH GHTHAPUTMMIIM), CE HIPENOPHYRa

NePHOAMYEH KOHTPOJI Ha cepyMHia kanmit 1 EKI'; xunokanueMudra e nipeapasnonaraiy $axkrop 3a torsade

de pointes (kaMepHa TaXuKapaus):

- aHTHAPHTMHUH OT Knac la (Hanp. XMHHIWH, XMAPOXHHUAHH, TH3OIHPAMUT)

- anTHapuTMuuK Knac Il (sanp. amuoaapoH, cotanon, aodeTnaun, A6y U

- HAKOH AHTHNCUXOTHIM (HANP. THOPHA3HH, XIOPIPOMA3HH, IEBOMENPOMAa3yH, TpUdIIyonepasuH,
OHAMEMA3HH, CYINUPHA, CYNTONPHI, AMUCYINPU, THANPH, THMO3K], XaJI0NepHAo, APoniepuion)

- ApYTH (Hanp. Senpyana, LM3anpu, THOEMaHN, ePHTPOMHUEH 32 IV NPHIIOKEHHE, XanodaHTpuH,
MU30aCTHR, NEHTAMMAMH, CTIAPYHNOKCALNH, TepeHanuy, BUHKAMEH 3a 1V NMPHJIOKEH}E).

Heodenoaapusupaupu muoperarcarmu (nanp. myboxypapun)
EQexThT Ha HeAenonspusupayTe CKEETHO-MYCKYTHH PETAKCAHTH MOKe Aa GbAe NOTEHLIMHPaH OT
XHAPOXIIOPOTHASHA.

Anmuxonunepzuunu cpecmea (kanp. amponun, 6unepuden)
[Toumasat 6UOHANMYHOCTTA HA THA3KIHKTE IMYPETHUM KATO 3a0aBAT CTOMALLHO-YPCBHUA MOTHIIHTET K
CKOPOCTTa Ha €BAKyallii HAa CTOMAIHOTO ¢BhILPKUMO.

Anmuduabemnu rexapemsenit RPOOYKMU (RepOPAIHY RPOOYKMYU U UHCYAUN)
JleyeHuneTo ¢ THAZHAK MOXKE A& NPOMEHH [MIIOKOIHEA TolepaHe. Moyke 1a ce HanoXH ananTvpade Ha J03aTa
Ha aHTUAWabeTHHTE IEKAPCTBEHH MPOAYKTH (BXK. TOuKa 4.4),

Memdoprun
Merdopmun Tpabea Jia ce M3M0JI3BA C MOBHINEHO BHUMAHHE, TOPAIU PUCK OT JIAKTATHA ALMI034,
MPOBOKHPaHa OT BePOSTHA GyHKIMOHANHA OBOpeUHa HEAOCTATHYHOCT, ABDKALIA Ce HA XHMAPOXIIOPOTHASHA,

Bema-taorepu u ouazoxcud
XuneprnuxkemMyunuaT edexr Ha Geta-OnokepuTe U AMA30KCUI MOKE Ja C€ YCUITH OT THA3MAWTE,

Llpecopru amunu (nanp. nopadpenanun)
EdexTT Ha NpecopHuTE AMUHEH MOXE Aa ObJc HaManeH.

Jlexapcmeenu npoOyKkmu usnon36antt 6 IEHeHUETNO HA NOGAZPa (Hanp. npobeHenud, CyAQunnupaIon u
anonyputo)

Tbi KaTO XMAPOXNOPOTHAHA MOXKE J1a TIOBUINM CEPYMHHWTE HUBA HA TMKOYHATA KHCETWHA, MOXKE [ia ¢
1e06X0AMMO alanITHpaHe Ha JO3MPOBKATA HA YPUKO3YPUUHUTE JIEKAPCTBEHH IPOAYKTH. BE3MOKHO € na ce
HAJIOKH NOBHINIABAHE Ha J103aTa Ha npobeHenun unu cyirduanupason. EnHospemennara ynorpeba Ha
THA3UAH MOXKE J1a NOBYLIM YECTOTATA HA PEAKLIMHTE Ha CBPBXYYBCTBUTENHOCT KbM ANOTYPHHO,

Amanmacur
Tuasuaute Morar na MOBHINAT PHCKA OT HEIKETAHH PEAKLIMH NPHYMHEHH OT AMAHTAINH.

Lumocmamuyu (Hanp. yuxrogochamud, memompexcam)

TuazuauTe MOTAT 1a HaMaAT GbOpeuHaTa eKCKpelus Ha LHTOCTATHLMTE M 1d OTEHIHUPA
MUENOCYTIpECUBHH edeKrTH.
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Canuyunamu
[1pu BUCOKY A03H Ha CATMLIMIIATHTE, XHAPOXJIOPOTHASH]L MOXeE 1A YCHIIM TOKCHUHHA €(eKT Ha
CATMLIATHTE BbPXY LIEHTPAJTHATA HEPBHA CHCTEMA.

Memurdona
Hma nomyyens u3onupanH cHobIIeHMA 33 XeMOTHTHIHA aHeMuA, Ha0JII0AABAHA NIPH €AHORPEMEHHATA
ynotpeGa Ha XHAPOXTOPOTHAZHA H METUJIIONA.

Luxrocnopun
ChITBTCTBALIOTO JIeYEHHE ¢ LIMKJIOCTIOPHH MOXKE J1a [IOBHIUM PUCKA OT XHNEPYPHKEMHS H YCITOXKHEHHA OT
THIA HA NOJAArpa.

Tempayucrunu

C’Bl‘l”bTCTBﬁI[[OT_O NPHIOKCHHE HA TETPALUMKITHHA H THa3uAH MOBHIABA PHCKA OT CBBP3AHO C
TETPAUHUKIMHHTE NOBUIICHNE HA KPLBHATA Yped. Toera B3aUMOAESHCTBHE BEPOATHO € HCIIPHIIOKHUMO 33
JOKCHLMKIIHH. :

4.6 ®@epruauTeT, 6peMeHHOCT H KbpMeEHe

Bpemennoct

Karo ce umar npeasug edeKTHTE HA OTACIHUTE CHCTABKH Ha TO3H KOMOMHHpPAH MPOAYKT BBPXY
BpemeHHoOCTTa, ynoTpebara Ha Onmecta [Ttoc He ce npenopbyBa 32 ynorpeba Npe: abPBHS TPUMECTBP HA
OpementocTTa (BX. Touka 4.4). Ynorpebara Ha Onmecta Imoc e npoTHBOnoKasaHa npes BTOpys U TPETHS
TPHUMECTHP Ha OpeMeHHOCTTa (B, ToukH 4.3 1 4.4).

Onmecapman Meookcomin

Ynotpebara Ha aHTHOTeH3HH Il peLienTOpHH aHTArOHUCTH He ¢€ IPeTiopbYBa Npe3 IbPBHA TPHMECTHD Ha
OpemenHocTTa (BK. Touka 4.4). YnorpeGara Ha aHrHoTeH31H [T peLeNTOPHH AHTArOHHCTH €
MPOTUBOMNOKA3aHA NPe3 BTOPUS W TPETUA TPUMECTHP Ha OpeMeHHOCTTa (BK. Touku 4.3 1 4.4).

EnuneMHONOTHYHUTE JaHHH TIO OTHOLUEHHE HA PUCKA OT TEPAaTOreHHOCT ciel excnozuiua va ACE
HMHXHOMTOPH Npe3 NHEPBUA TPHMECTHP Ha OPEMEHHOCTTa He ca KATerOPUYHHM; BCE NMAK MAIKO NOBHIABAHE Ha
pucka He Moske J1a Obe M3KiToueHo. Bpnpexu e IHIIcRaT KOHTPOMHPaHH eMHAeMHONIOTHYHN JaHHH 110
OTHOLCHHE HA PUCKA C AHTHOTeH3uH Il pellennTOPHH aHTArOHHCTH, MOKE A2 ChLUECTBYBAT CXOJHH PHCKOBE
32 TO3H KJaC JIeKapCTReHH NpOyKTH. [laleHTKUTe Mianupaly GpemMeHHOCT TpAGBa /1a MPEMHHAT Ha
aTTepHATHBHO AaHTHXHNEPTEH3HBHO NEeYeHHE, KOeTO € ¢ YCTaHOBeH npodu Ha fe20MacHoCT 3a ynotpeba no
BpeMe Ha OPeMEHHOCT, OCBEH aKO NPOALILKMTEHATA ynoTpe(a Ha AaHTHOTEH3HH PeLlenTopHK BIokepH He ce
CYMTA 3a W3KIIOUHTENTHO Heobxoauma. [1pu nokassane Ha GpeMeHHOCT, IEUSHHETO ¢ aHTHOTEH3HH 1
peuerTopHH anTaroHkcTd Tpabea na Onne He3abaBHO NMPEKpPAaTeHOo W ako € MOAXOAIRIO A2 ce 3aHouHe
anTepHaTHRHA TEparnus.

H3BecTHO €, 4e eKCMO3HLMATA HA AHTATOHMCTH HA aHFHOTEeH3HH [l pes BTOPH K TPETH TPUMECTHP BOAHK A0
(heTOTOKCHYHH NMPOABYH NIPH Xopa (MOHIKeHa 0b6peuHa PyHKIma, OMUroXuapaMHUoH, 3abaseHa
ocuHKalua Ha Yepena) i HEOHATANHA TOKCHYHOCT (OhOpeuHa HeROCTATHYUHOCT, XHUTIOTOHUS,
Xunepkanudemusn). {Bx. Touka 5.3).

I1pu excnosuuys ¢ aHrHoTeH3MH Il pelienTOpHM aHTATOHUCTH CJIC BTOPHS TPHMECTHD Ha GpeMeHHOCTTA ce
NIPENOPBYBA MPOBEKIAHE HA YATPA3BYKOB KOHTPO Ha 6b0peynata (hyHKUMA W yepena.

HaOMIO/1aBaHH 34 XHIIOTOHHSA (BX. cbUIo Toukn 4.3 u 4.4).

Xuopoxnopomuazud
OnurdT oT ynoTpebata Ha XUAPOXNOPOTHAZHA N0 BPEME Ha OpeMEHHOCT K 0cO0eHo rpe3
TPHUMECTBP ¢ orpanyyeH. IIpoyysaHHATa OPY KUBOTHU €A HEAOCTATHYHH.
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XuapoxnopoTHa3uA NpeMHHaBa IuTaticurapHata 6apuepa. Karo ce uma npeasna dapmakonoryyHusT
MeXaHU3bM Ha ACHCTBHE Ha XHAPOXITOPOTHA3H], YNoTpedara My [Ipe3 BTOPHA H TPETHS TPHMECThLD MOXE Ja
KoMIpomeTHpa deTonnaleHTapHaTa nepdysus v Ja fosee Ko GeTanHH 1 HOOHATATHH eQeKTH KaTo HKTEp,
HapyeHHA Ha eleKTPOIHTHAA OamaHe 4 TPOMGOIMTONEHMS.

XnapoxnopoTHasua He TpaOBa ia ce M3MON3BA 33 FeCTALMOHEH €/IeM, NeCTALIMOHHA XUIIEPTOHHS WIlK
[peeKIaMIICHs, IOPaJH PUCK OT HaManABaHe Ha Ma3MeHusa 00eM U IIALEeHTapHa xunonepdysus, Ge3
OnaronpuaTHY edeXTH BEPXY X044 Ha 3a00/aBaHETO.

XnapoxnopoTuasua He Tpabpa a ce UINO3BA 32 IEYEHHE HA €CeHITMAJIHA XHIIEPTOHHA TpH GpeMeHHK
KEHH ¢ H3KNIOYEHHE HAa PEAKMUTE CTydaH, TPV KOMTO HE MOJKE [la Ce M3NI0T3Ba JPYTO IeYeH e,

Kepmene

Onmecapman Medokcomun

Twit kaTo nunicea HHgopmauus 3a ynorpeda na Onmecta Ilnoc o BpeMe va kbpMere, Onmvecta [lmoc we
Ce TIPENopLYBa, KaTo 3a NPeANoYHTAHe € M3MON3BAHe Ha ANTEPHATHRHA Tepanus ¢ 10-100pe yCTaHOBEH
npodui Ha Ge30MacHOCT MO BPEMe Ha KbPMEHE, 0COGEHO IPH HOBOPOACHH WIH MPEKIEBPEMEHHO POASHH
Gebera.

Xuopoxropomuazuo

XuIpoxnopoTHaIn] ¢ eKCKPeTHpa B KbPMATA B MAIKH KOJIHYECTBa. THA3HMANTE BB BUCOKM JO3H BOIAT 0
HHTEH3HBHA AHMYPE3a H MOTaT A2 MHXUOMpPAT nakToreHesara. YnorpeGara na Onmecra Ilnroc no epeme na
KBPMEHE He ce npenoprysa, Axo Oumecta TDIrOC ce W3non3ea no BpeMe Ha KbpMeHe, 103HTe TpaOBa 1a
6BaaT BR3MOXKHO Hall-HUCKUTE.

4.7 Edextu 8upxy cnocobuoctra 3a modapaHe B paboTa ¢ MAIHKHA

Onmecrta [1110¢ MMa He3HAUHTENTHO UM YMEPEHO BIAHAHNHE BbPXY CHOCOOHOCTTa 3a wothupane U paGoTa ¢
MalMHH. [IpH nanMenTH, MpyieMaiiy aHTHXUNEPTEH3HBHA Tepanmsd MOXKe [a ce HaGTIoaaBaT 3aMagHOCT WIH
OTNAAHANOCT, KOETO MOXKE [1a HAPYUIM cNOCOOHOCTTA 3a pearipaHe.

4.8 HexelaHu JeKapCTBEHH peakIHu

Haii-yecto chobiapaHuTe HEKENAHH PEAKLIMM 110 BpeMe Ha neuerrero ¢ Oamecta Imoc ca raasobonue
(2,9%), zaMasnoct (1,9%) u otnapuanoct (1,0%).

XHapoXIOpOTHA3HA MOXKE 1a NPENM3BHKA UNH 000CTPH XKBIOBONIEMU, KOATO MOXKE Aa 10Beje N0
eNeKTPONUTeH aucbanane (Bx. Touka 4.4).

besonacnoctra Ha Onmecta Hnroc 40 mg/12,5 mg 1 40 mg/25 mg e u3cTenBana B XITUHUYHU NPOYYBaHMS
npu 3 709 naiMesTH, KOUTO Ca NONYHABATH OlIMECAPTaH MEZOKCOMI B KOMOHHAIIHA © XHAPOXNOPOTHA3NL,
JIONLIHUTETHM HEXKEJIAHNTE PEAKLMH, JOKNAABAHH 33 HKCHpaHaTa 2030Ba KOMOGHHALMA Ha OJIMECApTaH
MEI0KCOMMI M XMPOXIOpOTHA3NA, ChOOLIABaHH NPH No-HUCKH 103K 20/12,5 mg u 20/25 mg, morar na ca
TIOTEHLIHAIHHM HEXKENaHH peakitii v npd Onmecta [Imoc 40 mg/12,5 mg w 40 mg/25 mg.

Hexenanute peakiMy Npy npunoxkenne Ha Onmecra [oc oT KITHHUYHKTE M3MTMTBAHUA, TIOCT-

PETHCTPALOHHMTE NPOYIBAHKA 32 Ge301ACHOCT M CIOHTAHHKTe ¢hobieHns, ca obobwieHH B Tabnviara no-
JI07Y, KaKTO H HEXKENAHHTe PeakLHH OT OTAE/IHUTE KOMITIOHEHTH OIMECApTad MEAOKCOMKN U
XHAPOXNOPOTHA3K], BB3 OCHOBA HA YCTAHOBEHHMA Npo¢dun Ha 6e30NMacHOCT Ha Te3H BELECT

Cneanata TepMHHONOTHA € H3MIOI3BAHA 33 KacH(HLMpaHe Ha 4eCTOTATa Ha HEXKeNaHu
peakLidi: MHoro yectit (>1/10); uectn (21/100 xo <1/10); vewectu (>1/1 000 mo <1/ 100)
no <1/1 000); muoro peaku (<1/10 000); ¢ HersBecTHA YeCTOTA (OT HAIHYHUTE NaHHU He\ G
HanpapeHa OLIEHKa). '
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Cuectremo-opranen xiac | Hewxentany peakunn YecToTa
no MedDRA Oamecta Tlooc Qnmecapran | Xuapoxnopo-~
THAZHN,
Hudekuny o ndecTaimy | Cranoatenur Penxu
Heonnasmyu - HemenanoMen pak 5a : C HeusBecTHA
JAOBpOKayeCTBEHH, KOXaTa JecToTa
3MOKAYECTBEHHA W (bazanHoOKneThYCH
Heonpeaeneny (BKI. KapIHHOM H
KHCTH W TIOJIMITH) CKBAMO3HOKIEThUCH
KAPLITHOM
Hapyluenusd Ha KpBBTA U AMNNacTHYHA aHEMHA Peaxu
nuMuaTa cucTema TToTHCKaHE HA KOCTHHA Pezxu
MO3BK
XeMONHTHYRA aHeMid Peaxu
Jleskonerus : Peaku
Heytponenus/ ‘ ‘ Penku
ArPaHynoLUNTOs3a
TpomGonmronenns Heuectn Peaxn
rElpymemm Ha UMyHHata | AHa(uIaKTHYHM Hegectn Hewectn
CHCTEMA peaku
Hapywehns Ha AHOpeKCHA Hevecrn
MeTabioniaMa W xpaneneto | Imokosypun - Yectn
XuriepranuueMus YectH
Xunepxonecreponemus | Hewectn MHoro ueeTs
XunepraukeMust Yecrn
Xunepkanvemus Peaku
XunepTpurnuuepHn- Heuecrn Yectn MHoro ecTi
emus
XHnepypUKeMus Heuectst Yeerd MHoro uecTH
Xunoxjopemus YecTn
Xunoxiaopemu4Ha MHoro peaxu
aKanosa '
XyunokanHeMua - Yecr
XUIOMarHe3HeMIiR UeeTn
XunoHaTpreMHL Yectn
Xurepamuiazemua YecTH
[Terxnunn Hapymenna Anarna _ Peaxn
Jenpecus Penkn
BesnokoiicTBO ' Peaxn
HapyiseHus Ba cpHA ‘ Peaxn
Hapymenns na nepssata | CheTodHuE Ha Yectn
CHCTeMa ofBpKaHoCT
KOHBYACHH Peaxn
Hapywenus 8 Penxu
Ch3HAHHETO (Karo
3aryda Ha Ch3HAHHE)
JaMasHoCT Yectu YecTn
['nasoOonne YecTu Yectn
3aryba Ha aneTaT
{lapecresmux
OproctatHaHa Heuectn
3aMagHOCT
CoMHOACHTHOCT Heuectht
Cungon . Heuectn
12 )
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Hapymienun ga oumre HaManena JakpuManis Penru
Hpexoguo 3aMLrieHo Penxu
BIDKIaHe
Bnowmarase Ha Hewectn
CHIECTRYBAIAa MHOTIHA
Kcasroucis Penku
Xoponpanes usnus, C HeusgecTHa
OCTpa MHONMA, OCTpa YECTOTA
3aKPHTOBIBAHA
ClayKoMa
Hapyuenus Ha yxoto u BepTuro Heuectn Hedecru Penxn
JnabHpHHTa
Crpagcuny HapyNIeHds AHTHHa EKTOPHE Revectn
Crpreusa apHrmud ' Pengu
Tlannurauun Heuectnn
CpnoBH HapynieHus EmGonus Peaxn
XUIoTOHUS Hevectn Pekun
HakpoTusppan aHraAT Peaxu
(BacKyIINT, KOXEH
BAacKy.JIAT)
OpTtocTaTidHa Heuectn Heuectu
XHTOTOHHA
TpombGosa Peaxu
Pecnyparopsn, rpbaa 1 | bpouxur Yectn
MeHACTHHANEN Kattnnita Hevectn Yectn
HAPYLICHAR Jlicnses Pengxn
UnrepcTiumansa Penku
TTHEBMOHHA
Dapunrdr YecTn
benoapoben oTok Peaxu
Pecnyparopey JucTpEC Heyectn
Punur YecTn
OcTop pecnparoped MHuoro peaxu
AUCTPEC CRHAPOM
(OPIIC) (Bx.
Touka 4.4)
CToMaIllHo-IpeRHN Cromawna Gonka Heuectn YecTn Yectn
HapYIEeHHA Koncrunanus YecTy
Jnapus Heuectn Yectn Yectn
JAucnencuy Heuectn Yect
CToMalllHO JApa3HeHe Yectn
I"acTpoenTeput Yectn
MeTteopHIsmM Yectn
Ianene Heuecru Yeetn YecTy
1TankpeaTut Penku
Hapanytyien uieyc Muoro peaxu
IMosphuiane Hedecru Heuectn YecTn
Crpy-nioaotua MHoro peaku
EHTEPONATHA {BK.
Touxa 4,4}
XenatoOunHapHH OCTBp XONELUCTHT
HapyHeHus JKenrennua
(uHTpaxenaranex
XOJIECTATHUEH MKTED)
13

EE/H/0331/001-004/1A/001/G




ABTOHMYREH XenaTur*

C uenzsectna
HeCTOTa

Hapywenns Ha xoxaTa o
NOJKGKHATA THKAH

Asepries JepMaTHT

Heuectn

AxadunakTHaHy
KOWHM PeaKilMy

Peaxn

AHTHOHEBPOTHYEH
OTOK

Penku

Peaku

KownAn peaxim
onofHu Ha KOXeH
JIYITYC epHTEMaTodeC

Penxn

Exzema

Hewectn

Epurema

Hevectn

ExzaHTeM

Heuectn

Peaxupy Ha
(POTOUYBCTBHTENRHOCT

HeyecTnt

Opyputyc

HeuvecTn

Heuectn

[ypnypa

Heyecrn

Obpus

Heuectn

HeuecTn

Heuectn

PeakriBHpaHe Ha
KOJKEH ITynyc
£pHUTEMATOEC

Penxu

ToxcHYHA
enuaepManta
HEXponH3a

Peaxn

Yprukapus

Peaxn

Heuectn

HeuecTn

Hapymenus Ha MycKyJHO-
CKeNEeTHATA CHCTEMa H
ChElHUTETHATA ThKAH

ApTpanran

Heyecty

Aptpur

YectH

boika B repha

Hedgectn

YecTH

MyckyllBy cnasMu

Heuecty

Penxu

Myckynza cnaboct

Peaxu

Muanrys

Hedectu

Henecrn

Bonka B kpatinnuyre

HeuecT

Hapesa

Peaxu

CkeneTHa Gonxa

Hect

Hapymenuy Ha 6u06penvre
| 1 MAKOUHHUTE (THTHLIA

Octpa GnOpeuna
HEAOCTAThHHOCT

Penxwn

Penkn

Xematypus

Heuectr

Yectt

WurepcTinvanes
HeQpUT

Peaxu

Bwbpeuna
HEAOCTAThYHOCT

Pe ki

bnlpeuna pucdynrima

Penxu

Huderups na
DHKOYHATE METHINA

Yecri

Hapywenus na
BL3TPOHIBOAMTENHATA
CHCTEMA ¥ IBPIaTa

Epektunana
auchyHKUus

Heuectn

Heuecru

OOuIK HapyileHus ¥
edeXTH Ha MACTOTO Ha
NPHIKEHHE

AcTeHus

Yectn

Hevectn

bolka B rnpimte

YectH

Hecrd

OTOK HA THITETO

Heuectn

Ymopa

Yecrd

Yecern

Bucoka Temneparypa

I'punonoaobuu
CHMITTOMH

Yectn

EE/H/0331/001-004/1A/001/G
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JleTaprus

" Penxn

Ornaananoct

Penxn

Hegectu

1 Boaka

YectH

Tlepudepen orok

Yectu

YectH

Cnabocr

Heuecrn

HMscneapanua

[ToBMIDEHH HHBA Ha
ATAHIH
aMHBHOTpaHchepasa

Heuecrit

IMoeuimeyH HUBA HA
acmapraTr |
aMRROTpanchepaza

Heuectu

[HosuieHn HUBa Ka
KaJuHi B KphsTa

Heuectu

IloBsieHH HiiBa Ha
KpeaTHHIH B KPBRTA

Hegecrn

Penxu

Yectn

Horpmeny HyBa Ha
kpearad Qocdokrnasza
B KpBBTa |

YecTn

TIoBHIIEHH BHEA Ha
[JIOKO3aT4 B KPBBTa

HeuecTys

ToHWKEH XEMATOKPHT

Penxu

IonmxenH HMBa HA
XeMOTTIOGKH B XPBETE

Penxu

TTopHnieHy HuBa Ba
JTHTARATE B KPLBYA

Heuectn

Moumkery HIBa Ha
Kalnyii B KpbETa

Heyect

MoeuilicHs HHRR HA
KaIuil B KpbBTA

Heuecty

IoBHDIeHK HHBA HA
KPbBHATA ypea

Heuectu

Yectn

Yectn

Mopuiueny HuBa Ha
ypelBus a30T B KPBETa

Penxu

[loBHIlleHH HHBA HA
MUKOYHA KUCCTHHA B
KPBATA

Peaxu

TloBuIeHHE fiHBa Ha
Tama TITyTaMun

Tpancibepaia

Heuecrn

[ToBniuery
4EPHOAPOOHH eH3HMHU

Yectn

*HPGS MOCTMAPKETHHTOBHA NCPUOI CC cmoﬁmasa 34 CITy4aH Ha aBTOHMYHEH XeNAaTHUT € JaTCHTEH Neprno OT

HAKOJIKO MeCela 00 NOOHHH, KOWTO Ca OﬁpaTPIMH clej] Crnypa”e Ha NpHeMa Ha OJIMecapTaH.

Enwnnyny cmyuan Ha pabroMHomM3a ¢a cboOLIaBaHy KaTo BPEMEHHO CBbP3aHHM ¢ NPHEMA HA AHTHOTEH3KH
11 penenTopru Grokepu.

Onucanue na u3bpanu HeXceaaHu pearyuu

HemenanoMen pak Ha koxkara: Bb3 0CHOBA Ha HATUYHUTE AAHHW OT eNHAEMHOMIOTHYHH POy
Ha0M0AaBaHa 3aBUCHMA OT KyMYJIATHBHATA 71033 Bpb3Ka Mexry XX T3 u HMPK (Bx. cbiy

u35.1).

EEM/G331/001-0041A/001/G
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Cpobmapane Ha noJo3upany HeKelaHy peakutn

CrobilapaHeTo Ha MOAO3UPAHH HEXXeNiaH peaklMu Clie] pa3pelmasaHe 33 ynoTpeba Ha nekapcTpeHms
TIPOAYKT € BasKHO. TORa NM03BO/ABA A2 IPOAB/LKM HabMI0AEHHETO HA CHLOTHOLIEHHETO NMOJ3a/PHCK 33
NeKapCTBEHNA NPOAYKT. OT MEAHLHHOKATE CIELMANHCTY C€ M3HCKBA Aa chobmarar Beaka Nnojo3upana
Hexenana peakups gpes H3nbiaHurenta areHuss no nexapereara yi, ,.JaMsg I"pyen” Ne 8, 1303 Codus,
Ten.: +359 2 8903417, yebcaitr: www.bda.bg

4.9 Hpenoaupane

Jhncea cneurduyHa MHGOpMalKa 3a eekTHTE HITH TEYCHHETO Ha npeaosupare ¢ Onmecta Ilmoc.
TMannenTuTe TpaGea na 6pAAT BHUMATENIHO MOHUTOPHPAHH, 4 NCUEHHETO TPAGBa 14 € CHMIITOMATHYHO U

- MOLIBPKAILD. JIEUEHHETO 3aBHCH OT BPEMETO, H3MHHAIIO OT NOTNBLIUAHETO W TEKECTTa Ha CUMITTOMYTE,
[IpenoprupanyTe MepkH BKAKOYEAT MPOBOKUPAHE HA EMERNC W/HIM CTOMAIIHA MPOMHBKA. B eyenuero na
npeJo3upaHe MOXE 12 € None3Ha ynotTpebaTa Ha akTHBeH BhrieH. Tpabea uecro na ce KOHTpoAMUpaT
CEPYMHHTE EJICKTPOJTHTH H KPCATHHHHA.

[IpH nosABa Ha XMNOTOHHS MALUEHTHT TPAOBa fa 6Bb/¢ NOCTABEH B IETHAIO MOIMKEHHE 110 rps6 M 1a ce
npoBene OBP30 oOeMHa M COTIERA 3AMECTHTENHA Teparmig.

Oyakea ce Hall-BepOATHHTE APOABH HA NPEAO3HPAHE C OJIMECAPTAH MEAOKCOMMN [1a ¢4 XMITOTOHMS H
TaxXHKap/lHs; MOKE Aa ce MoABH u Opazukapaus. [lpeaosupanero ¢ XxuapoxnopoTuasua oOMKHOBEHO ce
CBBP3Ba C MIYEPNBAHE HA ENCKTPOIUTHTE (XHIIOKATHEMUA, XHITOXIOPEMHA ) H IEXHIPATAIING, KATO
CNEICTBHE HA CHJIHO TIOBHILCHATa nMype3a. Hali-uecTuTre NpusHaLy i CHMITOME Ha npeno3HpaHe ca rajeHe
U COMHONIEHTOCT. XHNOKATHEMHATA MOKE A JOBEAE N0 MYCKYITHY CMIa3MM WHITH MOMUEPTAHH ChpPIeTHE
apUTMKH, ACOLMMPAHN CBC CBITRTCTRAILA YNOTPeba HA THTHTATHCOBY IIMKO3HIW UITH HAKOM JICKAPCTBEHH
IPORYKTH € aHTHAPUTMHYRO jlelicTBhe, -

Jluncpa vHGOPMaIMA AaNK ONIMECAPTaH HITH XUAPOXIIOPOTHASHA C& AHAIHIHPAT.

5.  ®APMAKOJOTHUYHH CBOMCTBA
5.1 @apﬁaxo,anﬂamuqﬂn CEocTBa
(dapmakoTepaneBTHYHA rpyna: Aﬂrﬁmemuﬂ Il agraronucTy ¥ adyperutn, ATC xoa: CO9DAOS

Mexannibm Ha aeficTsue/QapMakoINHaMU4YHH ebexTH

Onmecra [L10c € koMOHHARMA OT aHTHOTeH3HH 11 penenTOpeH aHTATOHMCT (OIMECAPTaH MEIOKCOMMN) W
THA3HAEH AMYPETHK (XHIpoxnopoTHasun). KoMOUHAUMATA OT Te3H CLCTABKH HMA ANTNTHBEH
AHTUXHIICPTEHIHBCH erGKT, MOHWYKaBa apTEPHMANHOTO HATAraHe B [0-U3pa3zeHa CTEIICH B CPaBHEHHE € KOATO
H Ja € OT ABETC ChCTABKH M3IMON3BAHN CAMOCTOATEIHO,

Hpunaranero Ha Jozara Onmecta ITn10c BeaHBXK AHEBHO OCHTypsRa eGeKTHBHO H NOCTENEHHO NOHHKCHHE
HA apPTEPHAIHOTO HaAlaRe NpPe3 e 1030B HHTepBat oT 24 yaca.

Qavecapman MedOKCOMUT € AKTHBEH 11PH NEPOPAIIHO MPUIOIKEHHE CEMEKTHREH aHTHOTeH3MH ]| peuienTopen
(runm AT)) aHraroHHeT. AHrHOTeHs31H 11 € rIaBHUAT BA30AKTUBEH XOPMOH OT PEHUH-GHIHOTSH3HH-
AJAOCTEPOHOBATA CHCTEMA W MTPae 3HAUMTENHA POSIA B IATOQYUIHONOTHATA Ha XUIEPTOHKITA. EeKTHTE Ha
aHrHoTeH3uH 11 BKIOYBAT Ba30KOHCTPHKUNA, CTUMYIMPaHe CHHTE3a 1 OCBOOOKIARAHETO HA
CBpAeHHa cTHMY Tallkia i 6p6peura peabeopbuns na natpuii. Onmecapran 610kHpa Ba3oK
W A110CTepON-CeKpeTHpaly ediekTh Ha anrnoTeHsun Il kato Grokmpa cBEpIBaHeTO My
TbKAHUTE, BRIIOUHTENHO rNajkara MyCKynaTypa Ha KpEBOHOCHHTE ChAORE M HaaGHOD
JeiicTBHETO Ha ONIMecapTaH € HE3ABMCHMO OT H3TOYHMKA MM IVETS Ha CHHTE3a Ha aHr
CenekTHBHUAT aHTaroHW3BM Ha aHrHoTeHzuH 11 (AT)) peuentopuTe oT CTpaHa Ha ONM

16
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FIOBHIIIEHHE Ha Na3MEHHTE HHBA HA PEHHUH H KOHUEHTPALHHTE Ha aHTHOTEHIWH I'n 1], xaxTo ¥ A0 HRBECTHO
NOHH)KCHHWE HA KOHLICHTPALMATA HA alNJOCTepOH B ILa3MaTa.

[Tpu xuneprouus, onMecapTal MEIOKCOMUS BOR# A0 JO3I03ABHCUMO NPOIBIDKUTEIHO IOHWKABAHE HA
apTepuaiHOTO Hangrave. He ca MonyyeHu NOKA3aTENCTRA 32 XHIIOTOHHS ClEN ITBPRATA 4033 MK 33
TaxuHIaKeus Mo BpeMe Ha IPOABLIDKATETHO ICHeHHe WK 38 rebound XHIepTORNS ClE BHE3aNHO
NpexpaTABaHe HA TEPaHATA.

Tpunarane Ha oMecapTaH MeAOKCOMHT BENHBK ZHEBHO OCHIYPABa e(DEKTHBHO H TIOCTENEHHO IOHIDKABaKe
Ha apTepHaNHOTO HATIATAHE B NPOJBILKEHKE Ha 24-4acoBUA No30B HHTepsan. [IpuiloixeHe BEAHDK AHEBHO
BOIM A0 CXOAHO MO CTeNEH NOHIKECHHE Ha APTEPUATHOTO HANATAHE, KAKTO IPHIOKEHHE 1BA ITETH JHEBHO
0pd €Al Y Chlla obina fHeBHa J03a. :

{Ipn nponbLmKUTEnHO TedeHne, MAKCUMATHO NOHIDKEHNe HA ApTepHaNHOTO HANArAHEe Ce A0CTHI A 33
8 ceaMMIM Cne)l HAYANOTO HA TEPANMATA, BRIPEKY Ye 3HAUWTEIHA YacT OT AHTHXUITEPTEHIHBHUA edexT
Bede ce HaOmoaasa cnen 2 ceAMHOH JeHeHHe,

EjeKThT Ha onMecapTan no OTHOIWEHHE Ha 3a00NCRACMOCTTA H CMBPTHOCTTA BCE OLIE HE © U3BECTEH,

Ilpoyupanerto ,,PanioMu2HpaHO HPOyYBaHe HA OJIMECAPTaH 3a NMpPeReHUuA Ha arabeTHa
mukpoanbymusyprs® (Randomised Olmesartan and Diabetes Microalbuminuria Prevention, ROADMAP) .
nipu 4 447 naupenty ¢ anadber THIT 2, HOPMO-ATIOYMUHYPHA U Hal-MallKo ¢IMH AOMBJIHATENCH
ChPAEYHOCHI0B PUCKOB (AKTOP, NPOYIBA JOKONKO ASHEHHETO C OIMECAPTaH O1 Moo 1a 3a6aBH HAaYa10TOo
Ha MukpoandyMuypus. [lpu cpenro nponnpkenre Ha HabnOAeHKETO T 3,2 TOIHHM, MAlMECHTHTE
NIOTYYABAT HIH OIIMECAPTaH, WITH INaleto B 10MbIHeHE KbM APYTH AHTHXUICPTEHIHBYH HPOLAYKTH, C
n3kmouenne Ha ACE snxubutoph win ARB. '

[1o oTHOWeEHWe Ha MLPBHYHATA KPaHHA TOUKE, IPOYYBAHETO [10KA3BA 3HAYMTEITHO HAMAJIABAHE HA PUCKA H
BPEMETO 3a NOABR Ha MAKPOANOYMMHYPHS B 1I0Nn3a Ha oiiMecaptad. Cnea Kopurupase 3a pasiuxd 8 KH,
TOBa CHWKEHHE Ha pHCKa NpecTaa na &bae 3uauumo. 8,2% (178 or 2 160) or nauueHTHTE B rpynaTa Ha
onmecapraH 1 9,8% (210 ot 2 139) B rpynata ha nnaiebo nosyyaraT MUKpOanOyMUHYpUS.

[Io oTHOWEHHE HA BTOPUYHKTE KPaHiH TOUKH, CHPACHHOCHAOBH CHLOMTHA ce NOARABAT Npu 96 naupeHtH
(4,3%) na onMecaprad n 94 naunenty (4,2%) wa nnane6o. YecToTara Ha CHPACUHOCHIORATE CMBPTHOCT €
TIO-BHCOKA TIPH OIMECApTaH B cpaBHeHue ¢ wiauelo (15 nauuenry (0,7%) c/y 3 naumenty (0,1%)),
HE3aBHCHMO OT CXOJHATA YecToTa Ha HedaTamHKuTe WHCyNTH (14 mauwentn (0,6%) ofy 8 naumenTu (0,4%)),
caiyyanre ¢ pedaranen undapkr Ha Miokapaa (1 7 naumenTd (0,8%) ¢/y 26 naunentH (1,2%)) # HeCRPLP3aHa
CHC ChPASYHOCHA0BATA CHCTeMa cMBPTHOCT (11 nauuenth (0,5%) ¢fy 12 nauuentu (0,5%)). OGwara
CMBPTHOCT fIPH O/IMeCcapTaH € nudporo 3asuena (26 nauuert (1,2%) ofy 15 manwentn (0,7%)), xoero e
pe3yTaT OCHOBHO OT No-ronemus Spoli QaTamHu ChPACHHOCBAOBH CHOUTHS.

Hsngreanero ,,OnMecapTan 3a HAMaNABAHE HA YecTOTaTa HA ObOpeuHd 3260N9BAHKS B TEPMUHANEH CTAINH
npu auabetHa Hedporiarua” (Clmesartan Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy, ORIENT) npoyusa edekrute Ha oimecapran Bbpxy OBOpeuHuTe # CHPACHHOCHIOBHTE
pe3ynTaTy Npy 577 paHIOMU3HMPAHK AMOHCKH i KUTaHCKH nausenTty ¢ auaber THn 2 ¥ nposeeHa
Hedpornatha. Ipu cpenen nepnoa Ha npocnenssane ot 3,1 roguHy, NalMERTHTE NOTYYABAT HITH
OJIMECAPTAH, WY NNanedo B AONBIHCHAC KbM APYrH aHTUXHNEPTEH3UBHI NPOAYKTH, BKMounTenHo ACE
UHXUOHTOPH.

[Teppuunara koMOuHMpasa kpaliHa Touka (Bpeme A0 THPBOTO CHOMTHE C YIBOSBAHE HA CEPY
KpeaTHHUH, 6b6peuro 3abongRale B TepMUHANeH cTaauii, CMBPT NOPAaK KaKBaTo H /ia € il

Ha oamecapran cnpamo 3 (1,1%) nony4asany ninauebo, CLOTBETHO 001 CMBPTHOCT 19 ( 7%_) cpemy ’>O
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(7,0%), nedaranen uncynt 8 (2,8%) cpemy 11 (3,9%) » nedaranen urdapkT Ha MHOKap/ia 3 {1,1%) cpeury
7 (2,5%).

Xudpoxnopomuazuod e THA3HIEH ANYPETHK. MEXaHHIMET HA AHTHXMAEPTEH3KBHUA eEKT Ha THASHAHWTE
AHYpETULH HE € HamBJIHO M3sACHeH. THazuauTe nopnuarat GuOpeunure TyOyTHE MEXAHM3MU HA
eNEKTPONIHTHA peabcopOLusa, MMPEKTHO MOBHINABAT eKCKPEUHATA Ha HATPHI H XJI0PUAN B NIPHOIHINTENHO
EKBHBATCHTHH KOMHYECTRA. JMypeTHYHOTO ISHACTBUE Ha XIAPOXIOPOTHASU, HAMATIABA TUTA3MEHHS 00eM,
N0OBYIABA TUIA3MEHATa PEHUHOBA AKTHBHOCT ¥ NOBHIIABA CEKPELHATA Ha &1I0CTEPOH, ¢ NIOCIEABALIO
ycHIBaHe 3arybara Ha Kanui # 6uxapboHaTH © ypHHATA N NOHIKEHUE Ha CepyMHMs Kanmii. Bprikara
PEHHMH-AIA0OCTEPOH ¢ MeIMHpa OT aHrMoTeH3MH [1, nopany KoeTo CIBTCTRAMIOTO IPHIOKEHHE HA
aHrdoTeHsnd I perenTopHy aRTArOHHCTH HMA TEHAESHLMA 2 KOMIIEHCHpa 3ary0aTa Ha kanuii, Apxalia ce
H2 THa3MIHKTE nHypeTHIYE. C XHIPOXIOpOTHAZHA AMYPe3aTa 3arouBa OKONO 2 4aca Ciel TPHAOKEHHETO, a
MakcumaneH eekT ce HabofaBa OKoJIO 4 Yaca CAeR 403aTa, AOKATO JeHCTBHETO MY MEPCUCTHPA 33 OKOJIO
6-12 uaca.

Enugemdonoruynnre Npoy4BaHHA Ca YCTAHOBIIY, HE NIPONBDKHTCIHOTO NEYCHHE ¢ MOHOTEPAIIHA C
XHAPOXIIOPOTHASHI HAMAJIABA PUCKA OT CHPJACHUHO-CBI0EE CMBPTHOCT H 3afonesacMoCT.

Knanupa edukacHocT v 6e30MacHOCT

Kombunayugma om oimecapman MedoxcomMu] u XHOPOXA0DOMUA3 i) BOSH 10 ATHTHRHO TOHMXARAHE HA
apTepUATTHOTO HATIATaHEe, KOSTO IPUHIMITHO NPEBHIIABA TOBA HA OTACITHATE ChCTABKH.

B 06o6u1eny maie6o-KORTPONHPAHH KTHHEYHY POYYBAHHA IPHIOKEHHETO HA KOMOMHALHNATE

20 mg/12,5 mg u 20 mg/25 mg onMecapTan MeIOKCOMWY/XUAPOXIOPOTUASHA € JOBEN0 A0 CPEAHO
NOHMXEHHE HAa CUCTONHOTO/AHACTOIHOTO apTepHanko HanaraHe ¢ 12/7 mmHg u cvoreerHo 16/9 mmHg.
Bripactra v mosia He ca MMaJTH KITHHHYHO 3HaUAMO BAHSHUE BLPXY OTIOBOPA OT KOMOWHHPAHOTO NEYEHHE ¢
ONIMECAPTAH MENOKCOMHII/XHAPOXIIOPOTHAZAL.

Ipunoxenne Ha 12,5 mg u 25 mg XWAPOXNOPOTHABKI NPH HALUEHTH € HEAOCTATEYHO KOHTPOIMPAHO OT
MoHoTepanus ¢ 20 mg onMecapTal MEAOKCOMMT apTEpHATHO HATIraNe, [ABa HOITLIIHUTEIHO TIOHIDKABAHE
Ha 24-4aCOBOTO CHCTOAHO/IMACTONHO APTEPHANHO Hansrane cbe 7/5 mmHg u cpotBeryo 12/7 mmHg,
H3MepeHo ¢ aMBynaTopho MOHHTOpUpatie Ha AR cnpAMo H3XoaHaTa MOHOTEPANHS ¢ ONMECApTAH
MeJOKCOMMIL. JIONBAHUTENHO CPENHOTO MOHIKEHUE HA CHCTONMHOTO/THACTOHOTO apTePHAaNHO HANATaHE
TIpH CPaBHEHHE ¢ U3XOAHHTE CTOHHOCTH, H3MEPEHH ¢ KOHBEHUHOHAIHH MCTOI.IH e Ouno 11/10 mmHg u
cboTReTHO 16/11 mmHg,

EdexTHRHOCTTA Ha KOMOHHALMATA OIMECAPTaH MENOKCOMWI/XKAPOXIIOPOTHAIH C& NONABLPHA TIPK
NPOABIDKUTENHO (€1{HA roAHMHa) Neuenye. CnMpaHe Ha TEpanusTa C OIMECAPTAH MEAOKCOMH CbC MK Oe3
CBIIBTCTBAILD PIITOXKEHHE HAa XHAPOXIOPOTHA3KA HE € JoBeno No rebound xunepToHus.

DUKCHPAHKTE O30BH KOMOHHALMK OT OMECAPTaH MEAOKCOMHIYXUApoxopoTrHa3ua 40 mg/12,5 mg u

40 mg/25 mg ca n3cnenBaHy B TPH KNHHUYHH NPOYYBaHHs, BKIIOUBALLM | 482 nauveHTd ¢ XHOEPTOHUA.
Eapo nsoiino-cnano npoy4eane ¢ eceHUKAIHA XHICPTOHHA OUERABA ePEKTHBHOCTT Ha KOMOHHALMATA
OIMECAPTaH MEAOKCOMHIA H XHapoxsiopoTHazul 40 mg/12,5 mg cnpaMo MOHOTEpAmHA ¢ OJIMecapTaH
menokcomMin 40 mg, KaTo NbPBHYHA KpaiiHa TOYKA € CPEIHOTO MOHIKARAHE HA ARACTONHOTO APTEPHATTHO
HansraHe B CeAHANIO NMOTOKEHHE CIPAMO H3XOIHHTE cTOHHOCTH. CHCTONHOTO/ IMACTOIHOTO APTEPHANHO
Hansrane ce noHwkaea ¢ 31,9/18,9 mmHg B rpynara ¢ komGunspariara Tepanus copamo 26,5/15,8 mmHg B
rpynata Ha moHoTepanus (p<0,0001) cries 8 ceamutm nevenue. B 1BoiiHO-CIIAIA, HO HEKOHTPOSIUpPAHA
BTOpa (aza Ha TOBa NPOYYBaHe, MOCTENICHHOTO MOBHINABAHC HA AO3HTE NPH MAUHMEHTHTE, KOHTO HE
OTTOBAPAT HA MOHOTEPANKHATA ¢ ONMECapTaH MeAokcoMin 40 mg 10 KoMOHHALKS OIMecapTaH MEAOKCOMUN
H xHapoxnopoTrasua 40 mg/12,5 mg xaxTo M OT KOMOUHALMA ONMECAPTaH MEIOKCOMUA U
xuapoxnopordasua 40 mg/12,5 mg no kKOMGMHAIMA 0IMECAPTAH MEAOKCOMMIII M XMAPOXIIOPOTHAZMN

40 mg/25 mg BOAH 0 JOIBJIHUTEHO 3HAYUMO TIOHWKEHNE Ha CHCTONHOTO/ IMACTOIHOTO APTEPHATHO
HaJAraHe, KaTo No TO3H Ha4YMH Ce NOTEbPKAABA (PAKTLT, He MOCTENCHAOTO NOBHILABAHE Ha JOSHTE UMa
KIHHUYHO UPHIIOKEHHE 38 T0A06PABaNHE HA KOHTPONA BHPXY APTEPUATHOTO HATATAHE.
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Bropo aBoiino-casno, paHnoMU3Apato, Mianefo KOHTPONUPaHO NPOYYBAHE OLICHABA ePeKTUBHOCTTA NPH
106aBAHETO HA XUAPOXIOPOTHASH KbM NEUCHHCTO HA NAUHEHTH, KOHTO HE IIOCTUTAT AJeKBATEH KOHTPOA
HA APTEPHANIHOTO HAATAHE CleR 8 CeaAMHUM nedeHyle ¢ MOHOTEpPANMA ¢ ONMEeCapTal MeaokcoMua 40 mg.
[aunenTure ca pasnpeleneHy Taka qe Wik Ja NPOIBILKAT NEUEHUETO CH ¢ OMIMECAPTaH MeRoKCOMHII 40 mg
WIH JIa IONYYABAT ACILIIHUTENHO XHAPOXIOPOTHAZHA 12,5 mg uny COTBeTHO 25 mg B npoAbIKEHHE Ha
ol 0ceM ceAMHUHM, YeTsBpTa rpyna e panIOMHU3MpaHa Jia NoNyuapa KOMOHHAIMA onMecapTad
MEAOKCOMMT M Xuapoxinopothasua 20 mg/12,5 mg. HoGasanero Ha 12,5 mg wan 25 mg XMAPOXIIOPOTHAINT
BOIY 0 JOTBITHHTETHO MOHHXKEHHE Ha CHCTOHOTO/ AHAaCTONHOTO apTepHATHO HangraHe ¢ 5,2/3,4 mmiHg
(p<0.0001) 1 7,4/5,3 mmHg (p<0,0001) crorBeTHO, CnpsMO MoHOTepars ¢ 40 mg onMecapran
MeaokcoMl. CpaBHEHNE MEKY NalACHTHTE, IOyYaBalud KOMOMHAUHATA OIMECAPTAH MENOKCOMMUI 1
xuapoxsoporuasus 20 mg/12,5 mg # resu nonyuapamy 40 mg/12,5 mg nokasea CTaTHCTHYECKH 3HAYHMHA
pasHYMA B OHIKEHWeTO HA CHCTONTHOTO apTepHaliHo Hasarane ot 2,6 mmHg 8 nonsa Ha no-sucoxara
A0308a kombusauma (p = 0,0255), 10kaTo 3a AYACTONHOTO APTEPHANHO HAIATAHE € YCTAHOREHA PA3NHKA OT
0,9 mmHg. MousTOopHpaneTo Ha apTepHANHOTO HaldraHe B aMOYIATOPHHU YCIIOBUS BE3 OCHOBA Ha CPERHH
[IpOMEHH 3a 24 HacoB NEPUOA, NPOMERUTE B CUCTOMAHOTO M AHACTONHOTO APTEPHATHO HANAFAHE FIPE3 JISHA W
HOLITA MOTBBPXIABAT Pe3yNTATHTE OT KORBEHLUHOHANIHHTE METOIM 32 H3MEPBAHE HA apTepuaTHOTO
HanAraxe.

Jpyro apofiHO-CIIANO, PAaHAOMU3HPAHO KIMHHHHO POYYBAHE CPaBHABA ePEKTHBHOCTTA HA KOMOHHHPAHOTO
neyeHue ¢ KOMOUHALHMATA OMECAPTAH MEIOKCOMMI M XHAPOX10poTHasia 20 mg/25 mg ¥ koMOMHALHATA
OnMecapTat MEAOKCOMHI M Xyapoxnopotyasua 40 mg/25 mg Upu NlausesTn ¢ HEaAEKBATHO KORTPOIMPAHO
aprepuanHo HaAraHe cleyl 8-CeAMUUHO ederue ¢ onmecapTan meaokcommn 40 mg. Cnea 8 ceamuuy
KOMOKHHpARa TEPaITHA CHCTONHOTO/AMACTONHOTO APTEPHMAJTHO HAJIATAHE € SHAUYMTENHO NOHUMKEHO CHPAMO
u3xoguuTe cTolHoCTH cbe 17,1/10,5 mmHg B rpynara ¢ xomGuHarmaTa onMecapran
MENOKCOMMI/XMAPoXNopoTHaskAa 20 mg/25 mg u cec 17,4/11,2 mmHg B rpynaTa Ha icueHue ¢
KOMOHHaRUATa OIMECApPTaH MEJOKCOMHUN/XHAPOXIOpoTUasna 40 mg/25 mg. Pailukara MexKay ABetre
TepaneBTHYHN IPYIIH He © CTATHCTHUYECKH 3HAYHMA, KOTATO C& H3MOA3BAT KOHBEHIIMOHAIHUTE METONH 34
H3MEPBaHe Ha apTepPHATHOTO Hanarane, Koeto O MOro na 6bhae 00ACHEHO ¢ UZBECTHHS IUIATO edexT npH
OTroBop Ha aHrHoTeH3MH 1l penenTopHHTe AHTArOHUCTH KaTO OMMEcapTaH MeFOKCOMin. Bunipexu ToBa
KITHHHYHO 3HAYMMA W CTATHCTHYECKH 3HAYHMA Pa3fiiKa B 1107132 Ha ONIMECAPTAH
MeJOKCOMUIT/XHAPoXnopoTHaua 40 mg/25 mg B cpaBHedse ¢ onMecapTas Menomomnn/xmpoxnopomasﬂn
20 mg/25 mg e vabmoganana npe3 AeHs U HOLITA Ha apTepHATHOTO HAAraHe B aMByJaTOpHH yCI0BUS,
KaKTO NPU CHCTOJIHOTO TaKa ¥ [IPpY THACTONHOTO apTEePHAIR0 HAJIATAaHe JIPH cPeHO NPoCcneseaHe oT 24-
yaca. AHTHXHIIEPTEHIMBHHUAT ¢(EKT Ha OIMECAPTAH MENOKCOMMUI & GHn CXOJEH, HE3ABUCHMO OT BB3PACT,
103 WIM HalT4We Ha 3axapey quader.

Hpyea ungpopmayus

HBe ronemH pannoMU3npatk KoHTpoarpard npoyyusanus ~ ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial — Texymo rnoGanso winursane 3a kpaiinu TO4KH HE
TEIMUCAPTAH, CAMOCTOATEIHO U B KoMOKHauma ¢ pamunprn) # VA NEPHRON-D (Kausudno npoyyeane,
CBLP3aHO ¢ pasBUTHE HA Hed)poOTIaTHA NP quabeT, nposeaeHo oT MUHMCTEPCTBO N0 BLIPOCHTE Ha
BeTepanHuTe) ~ Npoyusar ynotpebara va komOuHaymsra o1 ACE unxuburop w auruotensus ll-peuerrropes
Osiokep.

ONTARGET e npoyupane, IpOBENEHO NPH MALKMEHTH C AHAMHE3A 33 CLP/ICUHO-CBA0BA HAH MOILYHOCHAOBA
Bonect, unn 3axapen nuaber THI 2, NPHAPYIKCHU C ABHHH 32 KPaliHO YBPEskIane Ha opranu. VA
NEPHRON-D e npoyusane 0ph NauseHTH che 3axapeH auabet thn 2 u auabertna HedponaTus.

Tesn npoyysanms Be NOKA3BAT 3Ha4HM GitaronpuaTes edexT BLpXy ObOpeyHUTE M/MIH ChPAEYHO-CBIOBHTE
TIOCNEAHUA H CMBPTHOCT, KATO CHLUIEBPEMEHHO Ca HaOMIOaBaHH TIOBHLIEH PHCK OT XHITEPKATHEM
yBpeKkaaHe Ha OLOpenTe WHIU XMNOTOHUS B CpaBHEHHe ¢ MonoTepanuaTa. Karo ce umar 11
CXONHNTE MM QapMaKoHHAMIYAN CBOHCTEA, TE3H PE3Y.NTATH Ca TIPHIOKHMM U 32 IpYrH A
# aurgoteHsun Il-peuenropuu Gnokepn.

ACE ubxuburops H anraoren3ud H-penenropun G1okepu crienoratento He TpsaGBsa aa cé‘
©/HOBPEMEHHO NPH NalMeHTH ¢ Tuabeta nedponarys.
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ALTITUDE ((Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
Knnununo npoyusane ¢ aTHCKUPEH NPl 3aXaper QuHaber THA 2, ¢ H3NON3BaHe HA CHPIEYHO-ChIOBU
6b6peuny 3a60aaBaHNA KATO KPaliHK TOYKM) € IPOYYBAHE, IPEAHA3HAYEHO 1A U3CNEABa 1013412 OT
No0aBAHETO HA aNUCKHPEH KbM cTanaapTHa Tepanus ¢ ACE uHxuGurop vnu aurnorensus Il-penenropen
GI0Kep IpH NALKEHTH Che 3axaped anabeT ThN 2 ¥ xpoanuHo G1uOpedHo 3abonspane, CHPACUHO-CHIOBO

. 3abonapane uin ¥ neete. [poyusaneTo e NpeKpaTeHO NPEKIEBPEMEHNO OPARH MOBHIIEH PHCK OT
uefnaronpuaTthy nocneauiy. Kakro chpasiHo-chA0BaTa CMBPT, TAKa ¥ MHCYJITHT Ca NO-UeCTH B TPYTIaTA Ha
4HCKHPEH, OTKOJKOTO B rPYNaTa Ha nnanebo, a npecTaBNABaLiHTe HHTEPE: HeXKENaHH ChOUTHA 1
CEpHO3HHA HEXKENanN CeONTHA (XHIepKAaNHeMus, XHIOTORMA ¥ G1Opeuna aucdynkuua) ce crobniaeaT no-
4eCTO B rpynata Ha &THCKHpeH, OTKONKOTO B Ipynara Ha rnaneo.

Hemenaromen pax na xkoscama

B3 OCHOBA HAa HATIMYHNTE JAHHH OT STUIEMHONIOTHYHM NPOYUBAHHS € HaONFOAaBaHA 3aBHCHMA OT
KYMyJIaTHBHaTa n03a Bpb3ka Mexity XXT3 u HMPK. Eano npoyupaHe BKTIOYBaA NONYaaliud, ChCTOAIA CE
ot 71 533 cayyau #a BKK » 8 629 cayuau na CKK, u nonynauys ot cpoteetHo 1 430 833 u 172 462
NOAXOAALUIM KOHTPONH. Bucokara ynorpeba na XX T3 (kymynatagso =50 000 mg) e csbp3asa ¢ RopHrupan
OR 1,29 (95% JI1: 1,23-1,35) 32 BKK u 3,98 (95% JIU: 3,68-4,31) 3a CKK. Habmonasata ¢ scha Bphika
KyMyJlaTuBHa 033-01roBop kakto 3a BKK, taka u 3a CKK. [Ipyro npoyd4saiie noxassa 853MOKH2 BpbIKa
Mexay paka Ha yerayre (CKK) n excriosuumaTta ka XXT3: 3a 633 ciiyuan Ha pak Ha ycTHuTe e nonGpada
nonyaadus o1 63 067 noxXxonsule KOHTPONM, KAaTo Ce W3NON3RA CTPATEr s 3a BieMaHe Ha mpobH,
onpejeneHa oT pucka, JJeMOHCTpUpaHa € BYb3ka KYMYTATHBHA 203a-0TroBop ¢ kopurupas OR 2,1 (95%
AW 1,7-2,6), vapacteaw 70 OR 3,9 (3,0-4,9) 3a Bucoka ynorpe6a (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a
HaH-BUCOKaTa KyMynaTugHa 103a (~ 100 000 mg) (ex. cbino Touka 4.4).

5.2 DapmMakoKHHEeTHYHH CBOMCTRA

AGcopbumd ¥ pastipegcnicHHE

Onmecapman Meookcomui

Onwmecapran MenokcoMun e npeanekapetso. To# Gbpso ce npeolbpasysa OT ecTepasuTe B HPEBHATA MYK03a
¥ B KPBBTA HA TIOPTATHATA BeHa 110 BPEME Ha abcopOuusTa 0T CTOMAIOHO-4YPEBHUS TPAKT BLB
$apMaKoNorHIHO AKTHBEH MeTaboNMT 0IMecapTal. B NiazMaTa UM eKCKPETHTE He Ca OTKPHTH WHTAKTEH
OJIMECAPTAH MEAOKCOMUM WIH HENIPOMEHEHA CTPAHHYHE MESOKCOMH/IOBA Bepura Cpennata a6comoma
OHOHATMYHOCT Ha OjMecapTaH Tabnerku e 25,6%.

Cpennara MakCHMAIIHa TUIa3MeHa KoHUeHTpata (Crmax) Ha ONIMECapTaH ce JOCTHTA /10 2 Yaca cien
ICPOPATHO HPH/IOKEHHE Ha OJIMECAPTAH MENOKCOMUN, KATO Tia3MeHHTe KOHUSHTPAalMK Ha ONMecapTay ce
TIOBUINABAT NOYTH NWHEHHO ¢ TORMILARAHE HA eJHOKpATHATA HepPopaiHa 2032 A0 okoao 80 mg,

XpanaTa Hma MHHBMAanNEH edekT BLPXY OHOBANMYHOCTTA Ha ONMECAPTAH, T10pakH KOETO OIMECAPTAH
MEJIOKCOMHEI MOXKE A Ce TIpHara cbe wid 6e3 xpaHa.

He ca nabnionarann KNWHHIHO 3HAYMME MEKAYIIO/IOBH Pa3iHYHA BEB q;apmaxomuemxa]*a Ha OMEcapTaH.

OnmecapraH ce cBbp3Ba B I0J19Ma CTETEH ¢ UiasMeHuTe npotedsy (99,7%), HO BEPOSTHOCTTA 33 KIHHHUYHO
3HAYKMH B3AMMOJCHCTBHSA, JBIKALWM CE Ra H3MECTBAHE OT MACTOTO HA CEBPIBAHE MEXLY 0JIMECAPTAH H
ApPYTH NEKaPCTBEHH NPOIYKTH C BUCOKA CTENeH Ha CRBP3BAHE C NNA3MEHHMTE POTEHHH € HHCKa {(KOETO €
NOTBBPACHO OT IMICATA HA KITMHHYHO 3HAYMMO BIZHMOLEHCTBIE MEXAY OJIMECAPTAH MEAOKCOMWI M
Bapdiapun). CBBP3BAHETO HA OMIMECAPTAH ¢ KDBBHNTE KIIETKU € He3HauuTenHo. Cpe/iHuaT ofe
pasnpenencHre ciie HHTPaBEHO3HO TTPHIoKEHHE e HUCEK (16 — 29 1).

Xuopoxropomiqsud

pasnpe,ueneﬂﬂe €083 - 1,14 I/kg
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buorparcopMaling 1 eTAMBHApane

Onmecapman MeoaKcoMu .

ToranaHaT nAa3MEH KIMPBHHC Ha onMecaptad oOukHOBeHO ¢ 1,3 1/h (CV, 19%) H e cpaBHMTENHO HMCLK B
CpaBHEHUE ¢ YepHoapobHus KpueoTOK (0Koi0 30 Vh). Cnex nepopanuo npriokeRne Ha €1HOKpaTHA 1032
Mapkupai ¢ "*C onmecapran Meaokcomun, 10-16% oT npuiokeHaTa paHOAKTHBHOCT e EKCKpEeTHpa B
YpHHata ([0-roaaMaTa YacT B paMKuTe Ha 24 yaca cief MPHIOKEHHETO), 4 OCTAHANATA YacT cé OTKPHBA B
s3npakHedsTa. Kato ¢e MMa npesuy CUCTEMHATA HANHUHOCT 0T 23,6%, MOXKe a ¢e MIIHCIIH ue
abcopOupanuaT onMecapTaH ce ouncTBa 4pes 6b6peuna exckpenns (oxono 40%) U xenaroGunuapHa
ekckpeums (okono 60%). YcTanoBeHo, ve HANIAT4 Bh3CTAHOBEHA PAHOaKTHBHOCT C& AB/DKM Ha ONMECAPTAH.
He ca Hamepenn Apyry chuiecTBeHH MeTabonuTi. EHTEpOXenaTanHiaYT KPBroBpaT Ha OAMECAPTaH ¢
MuHHManeH. ThH KaTo roiaMa 4acT oT ONIMECAPTaH Ce eKCKPETHPa Mpe3 HTBYHHTE NBTHING, YIoTpefara My
TIpH NIAUVMEeHTH ¢ OuinapHa 00CTPYKIA € [POTHBONOKA3aHa {BX. Touka 4.3).

TepMunamruaT eMMMPHAIIMOREH TIONY)KUBOT Ha OJiMecapTaH Bapupa Mexry 10 & 15 uaca ciien
MHOTOKPATHO NEpopanyo npuaokerue. CTauHoHapHo cheTosHHe (steady state) ce NOCTHra Clel IMbpBYTE
HAKONIKO O34 M cilell 14 THK HA MHOTOKPaTHO NPHAOKEHHE He C¢ HAMHPAT JOKA3aTe/NICTRA 33
JONRJIHHTENHO HaTpynsake. brbpeunnat xumpbye e npubawsurenno 0,5 — 0,7 UVh, kato € He3aBHCHM OT
no3ata.

Xudpoxaopomuazuo |

Tlpy xopa xuapoxnopoTHa3ua He ce MeTabOIH3UPA, 4 Ce EXKCKPeTHPa NOYTH HAMBIHO KaTO HEMPOMEHEHO.
aKTRBHO BewecTRO ¢ ypuHaTa. Okono 60% oy nepopanfata J03a ce eTHMHHHPA KATO HENPOMEHEHO
AKTHBHO BelIecTBO B paMxuTe Ha 48 h. Brbpeunnar knupbHC € oxono 250 — 300 ml/min. Tepmunanuust
€IAMHHAIUOHEH TOTYKEBOT Ha XHApOXJIopoTHasyy ¢ 10-15 yaca,

Qumecapman MeOoKCoMUW/XUOPOXAOPOMUAING :

CHCTeMHATa HANTMYHOCT Ha XMAPOXIOPOTHASHA ¢ Hamaapa ¢ okolo 20% KoraTo e npuwiara .
eIHOBPEMEHHO ¢ OJIMECAPTAH MEAOKCOMIL, HO TOB3 YMEPEHO IIOHHMEHUE HAMA KNHHUYHO 3HAMSHHE.
Kunernxara Ha onMecapTan He ce NPOMEHS OT CHNBTCTBAOTO NPHIOKCHHES HA XUIPOXIOPOTHAIHA.

DapMAKOKUHETHKA PU COCUHANHH DOGYIAUHH NALHEHTY

- Cmapuecxa v3pacm (na 65 u noseue 200unu)
IIpu naunenty ¢ xunepTonus, AUC Ha o1MecapTaH B CTALHOHAPHO CRCTOAHNE & O/nia NOBHILCHA C OKONO
35% npy nauMeHTy B cTapuecka Bbapact (6575 ropmnun) ¥ ¢ okosio 44% npy MHOFO BB3PACTHH MALMEHTH
(275 roguHHU) B CpaBHEHME C IPYIINTE B IIO-MIIAJIa Bb3pacT (Bx. Touka 4.2).

OrpaHuyeHn JaBHH NOKA3BAT, Y CUCTEMHUAT KIMPBHC HA XHAPOXNOPOTHAHUA CE TIOHHXKABA KAKTO NPy
3APaBY, TaKa W IPH NMALKHCHTH B CTapHecKa Bh3PAcT ¢ XHNEPTOHUA, NIPH CPAaBHEHKE Cbe MAAAH 3/pasy
I0GPOROJTLH,

bvbpeung vepexcoane

[TIpy naumenTs ¢ yBpenena 6x6peuna dyHkuns, AUC Ha ofiMecapTal B CTALMOHAPHO CHCTOSHKE CE
roBrinasa ¢ 62%, 82% u 179% choTBETHO TIpY NEKO, YMEPEHO TEAKO K Texko 6u0pedno yepexaate B
CpaBHeHHe CbC 34paBH KOHTPONMH (Bx. Touky 4.2, 4.3 n 4.4).

Maxcumanuara 103a oiMecapTas MEIOKCOMMW IPY NALIEHTH € JIEKO [0 YMepeHo GripedHo yBpexiaHe

< 30 ml/min) ue ce npenopwvyea.

[MoayKHBOTBT Ha XRIPOXJIOPOTHA3K] CE YABIKABA IIPK NALMEHTH ¢ YBPEACHA 0%
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Yeproopoting yepeocoane
Cnen nepopanyo NpHIOKEHUE Ha eTHOKPATHA 1034, cToiHocTHTe Ha AUC na onMmecapran ca 6% u 65% no-

BHCOKH I1pH NALMEHTH C JIEKO H YMEPESHO YBpeacHa YepHOApoOHa DYHKLIMA, B CPABHEHHE CBHC ChOTBETHHTE
3/ipasi KOHTpoaH. HecrspsaHara paknps Ha onMecapTau Ha 2-us YaC CleA NPWIOKEHKETO NPH 34PaBH
AO6POBOMIUK, IPH NALMEHTH C JIEKO YBpPeIeHa uepHOApoSHa (YHKIHA # GPH HaUHEHTH C YMEPEHO YBpeaeHa
yepHoapoOHa dyHKIMA e csoTReTHO ,26%, 0,34% u 0,41%. Ciess MHOrOKpaTHO NIPUIIOYKEHHE HA TALMEHTH
¢ YMEPEHO YepHoapobHO yBpeskaaHe, cpennaTta AUC Ha onMecapTad OTHOBO € OKolo 65% mo-Hcora
OTKOIKOTO NPH CHLOTBETHUTE 3APaRK KOHTPoJIH. CpefunTe crodHoCTH HA Cingy Ha OIMECAPTAH €2 CXOIHH
NpPH NALMEHTH ¢ YBpeieHa YepHoapobHa GYHKUHS H IPH 3APaBH MHIAUBUIN.

Hpu nanuentu ¢ ymepeno 9eptionpobno yspexiaHe ce ipenopbira HadaiHa 1o3a oT 10 mg onmecapran
MENOKCOMMWT BEIHLK AHEBHO, KATO MAaKCHMAajIHaTa /1033 He TpabBa Ja Hazepumapa 20 mg BeIubk NHEBHO.
OnmecapTan MEIOKCOMHI He € TPOY4BaH MPH NAUHEHTH C TEXKO qepHo,upoﬁﬂo YEpesiaaHe (BK. TOUkH 4.2,
4.3u4.4).

YepnonpoGHOTO YBPeKAAHE HIMA CHIECTBEHO BITMAHME BPEPXY (PADMAKOKWHETHKATA HA
XUAPOXAOPOTHAZHI.

JlexapcTBeRH B3auMoaeHCTRUA

Cexeecmupay JHCAbYHAMA KUCERUHA HPOGYKIN KOAECe8eNdM

EnnoBpemennoTo npunoxenue Ha 40 mg oimecapran Mexokcomuwt u 3 750 mg xonecesenam XUApOXITOPHI
. TIPY 37paBY HHAHBHAH BOJH 30 28% normxenne Ha Cua 1 39% noHuexenne Ha AUC wa onmecaprad. Io-
cnabu edextn, 4% n 15% Hamaerue choTBeTHO HA Cuax 1 AUC, ca HabmofaBanu, KOraro onMecapray
MEJOKCOMMI ¢¢ npunara 4 yaca npeay KONecesenaM XHapox1opua. EnHMunannounusT nogyRHBOT Ha
onMecapTaH ce Hamanaea ¢ 50-52%, He3aBdCHMO OT TOBA AN ce NPUIAraT eAHOBPEMEHHO Wi 4 yaca
Tpesy Konecesenam Xuapoxopuy (Bxk. rodxa 4.5),

53 [ipeakanmuwvnn ganun 3a 6e3o0acHOCT

TOKCHIHUAT NOTEHUMAN Ha KOMOMHALMATA OT ONIMECApTaH MEAOKCOMILT/XHIPOXTIOPOTHAINA € OLIEHEHA B
NPOYYRAHHA 33 TOKCHIHOCT [PH MEPOPATHO MHOTOKPATHO npwlmxenne B NPOJBIKCHNS HA 10 WEeCT Mecelia
TIPH TUTBXOBE H KyHeTa.

KakT0 ¥ 1ipH BCHKO OT OTAENHUTE BEINECTBA M APYTH JIEKAPCTBEHH APOIYKTH B TO3H KNac, OCHOBHHAT
TIPALIENIEH OPraH 3a TOKCHHHH NIPOABH Ha KoMBHHalmsTa ca Sunn 6b6peimre. KoMGusanpsara ot
OJIMECAPTAH MEAOKCOMUT/XHAPOXIOPOTHAIHA BOAH A0 PYHKLMOHATHK 6B0pedHn npoMesd (NOBMINEHHE HA
CepYMHATa Ypes U KPEaTHHUH). BucokuTe N03HPOBKH NPHYMHABAT TYOYNHA ASTEHEPAlMs H pereHepanys Ha
OvOpelmre Ha TUTHXOBE M KYUeTa, BEPOATHO YPes NpoMsHa Ha 6s0peunaTa XeMoasHaMiKa (IOHIDKEHa
6u6peuna mepdysms cnegcTBie Ha XMNOTOHUATA ¢ TYOYIHA XHIIOKCHS B TYOYIIHO KITeThYHA NereHepalys).
B nompapenue omMecaprad MENOKCOMMI/ XHAPOXJIOPOTHAZHA BOAH 0 HaMaNleHHE HA 1IOKA3aTeaNTE Ha
epUTpOnMTHTE (OPOH epUTPOLMTH, XeMOrIOOHH H XeMaTOKPHT) ¥ HAMATISABAHE TErJIOTO Ha ChPUETO npH
TLUTBXOBE.

Tesn edextu ca nabnonasanu 1 npu apyry AT peuenropun antaronueTi 1 ACE uHXUOUTOPH W M3rnexaa
ce TLkaT Ha hapMaKoAorHIHOTO JEHCTBHE HA BUCOKY 103U OIMECAPTaH MELOKCOMILT, BEPOSTHO HAMAT

SHAYEHHE NIPH X0Pa B TCPANCBTHYHH 103U,

[TpoyBanuATa 33 TEHOTOKCHUHOCT NPOBEJCHN C ONIMECAPTAH MEJOKCOMMI M XMAPOXIOPOTHAS

KapnyHoreHHMAT MOTEHIMAT HA KOMOMRAUMATA OIMECapTaH MENOKCOMIN W XMAPOXA0
NnpoyH4BaH, ThH KaTo HEMA JOKA3ATENCTRA 34 ChOTBETHYH KaHIIEPOTEHHU ecbexm 3a OT[
YCJIOBMATA HA KIKHHYHA YROTpeGa.
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Tlpy MHILIKH H TLTEXOBE TPETHPaHH ¢ OJIMECAPTAH MEIOKCOMWI/XHAPOXIOPOTHAZH/ HE ¢a MOTy4EHH
AOKA3aTEJICTBA 34 TEPATOTEHHOCT Ha KoMOvHauuaTa. B ChOTBETCTRHE ¢ OHaKRAHHATA 32 TO3H KJIAC
NeXapCTBEHU MPOAYKTH, TIPH ILTEXOBE HA KOHTO € JaBaHa KOMOMHALMSTA ONIMecapTaH

MEIOKCOMH/ XHAPOXIOPOTHA3H TIO BpeMe Ha OPeMeHHOCTTA Ca ONYUSHH JaHHH 34 PeTanHa TOKCHUHOCT,
KOETO Ce JJOKA3Ba OT 3HAYMTEITHOTO HAMANICHHE HA TerNmoTo Ha geryea (Bx. Tovxu 4.3 u 4.6). '

6. DPAPMAIEBTHYHH TAHHHA
6.1 Conchk HA NOMOIHNTE BelIeCTRA

Adpo na mabnemrxama

Jlakro3a Monoxuapat

YacTHUHO 3aMeCTeHa XUAPOKCUTIPONIILIETY 032
XUApOKCHIPOIHALERYI038

Muxpoxpucranna uenynoza Tun 102

Marnezner cTeapat

Durnoeo noxpumue

Oamecra ITioc 40 mg/12.5 mg dsnmupans TabneTky
Opadry I Orange 33G23991 cpanpxain:
Xunpowmenoza 6¢P

Turanor guoxcus (E 171)

Jaxtoza MoHOXHApAT

Maxporon 3350

Tpuauervn (E 1 518)

Knar wenesen oxcun (E 172)

Yepeen xenezed oxkcun (E 172)

Cencer xwiro FCF anymunues nak (E 110)

Onmecta [mioc 40 mg/25 mg duamupanu Tabnerxu
Opadry [T Pink 33G34149 ceanpixanm;
Xunpomenosa 6¢P.

Turanor nuokens (E 171)

JlaKT03a MOHOXBATPAT

Maxporon 3350

Tprauernn (E 1 518)

Aonr xkestezen okeng {E 172)

Uepsed »xene3en okceug (E 172)

6.2 HecbsmecTHMOCTH

Henpunosxumo

6.3 Cpox Ba roasocT

3 roAuHK

6.4 Cueusajins ycIOBHSl HA CHXpAHEHHE

To3m nekapcTReH NPOAYKT HE U3MCKBA CITELIHAIIHH YCAOBUS Ha ChXPaHEHHE.

6.5 [danau 3a opakoBxaTa

bnucrepny u KaneHaapy 61UCTePHH ONAKOBKH: ATYMUHMH-aTyMMHAI (onuo, nipado
OPA/anymunnit/PVC-anymunwit
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Onakorxu: Gimctepi:14, 28, 30, 56, 98 duavupany tabnetku. Kanennapuu 6macrepu: 28 dunMupann

Tabnerky.
He BcHUxH BHIOBE OIAKOBKH MOrar Ja ObAaT NycHAaTH Ha nasapa.
6.6 Cuoenuaand npeJma3nd MepPKH OPH YHRIIOKABAHe ¥ padora

HsamMa cneumaniy H3MCcKBaHn.

7. TPHTEXATEJI HA PAZPEIHEHHETO 3A YIIOTPEBA

TevaB.V,
Swensweg 5

203} GA Haarlem
Hunepnanmus

8. HOMEP(A) HA PASPEIDEHHETO 3A YIIOTPEBA

Onmecta ITnioc 40 mg/12,5 mg - Per. Ne 20220146
Oumecta Nimoc 40 mg/25 mg - Per. Ne 20220147

9. JATA HA IIBPBO PASPEIIABAHEMOAHOBABAHE HA PASPEIIEHHUETO 3A

YHOTPEBA

Jara na nupso paspeluasaue: 17 maii 2022 1.

10. JATA HA AKTYATTU3HUPAHE HA TEKCTA

17/05/2022
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