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1. HUME HA JIEKAPCTBEHUSA ITPOAYKT | P IIES sl st ssesesen

Tanzupop 20 mg punmupanu TabneTku
Tanzupop 40 mg ¢punMupaHu TabneTku

Tansidor 20 mg film-coated tablets
Tansidor 40 mg film-coated tablets

2. KAYECTBEH 1 KOJIMMECTBEH CBCTAB

Tanzuoop 20 mg gpurmupanu mabremxu

Bceska dunmupana tabnerka cpabpka 20 mg onmMecaprad megokcoMun (olmesartan medoxomil).
[loMOLIHO BELIECTBO ¢ M3BECTHO AEHCTBUE:

111,050 mg nakro3a moHoxuapar (lactose monohydrate).

Tanzuoop 40 mg gpunmupanu mabremku

Bcsaka dunmupana tabnerka cbhabpxa 40 mg onMecaprad meaokcomun (olmesartan medoxomil).
[1oOMOLIIHO BELIECTBO C U3BECTHO JICHCTBHE:

222,100 mg nakro3a Mmonoxuapar (lactose monohydrate).

3a MbJIHKUSA CIIMCHK C MOMOILLHHUTE BellleCTBA BHXKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
@unmupaHa TabneTka

Tanzuoop 20 mg purmupanu mabremiu
bsana, kpbria, ABOHHOM3MBKHANA, GUIMUpaHa TabseTka ¢ Haanuc “20” oT egHaTa cTpaHa.
Pa3mep: 8,5 mm — 8,8 mm

Tanzuoop 40 mg purmupanu mabaemru
bsna, oBanHa, IBOMHOM3NMBbKHAIA, PUIMHpaHa TabsieTka ¢ Haanuc “40” ot eHaTa cTpaHa.
Pasmep: 14,9 mm — 15,3 mm x 7mm — 7,3 mm

4. KJIMHUYHHAU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHS

JleueHne Ha eceHLMAIHA XUITEPTOHUS NMPU Bb3PAaCTHH.
JleyeHre Ha XUNEPTOHMA TPH Aeua ¥ FOHOLIH oT 6 10 18 roaMilHa Bb3pacT.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

lo3upoBka

Bb3pacTHu

[IpenopbuMTesiHaTa HayaaHa 103a oJMecapTaH MeaoKCoMuia € 10 mg BeAHBXK JHEBHO.
KOMTO Ta3M [03a HE € JOCTaTh4Ha 3a [IOCTUraHe Ha KOHTPOJI Ha apTEPHAIHOTO HaJIATa
OJIMecapTaH MEJOKCOMMII MOXKe Ja ce yBeauuH A0 20 mg BeAHBK JHEBHO KATO ONTHM4




HEOOXOAMMO AOITBIHMTENHO NOHWKEHUE HA APTEPHAJIHOTO HAJIATaHe, 03aTa Ha OIMecapTaH MeJOKCOMMUI
MO€E Ja C€ YBENUu# A0 Hai-MHoro 40 mg nqHeBHO UM Aa ce 400aBHU Tepalusa ¢ XHAPOXIOPOTHAZHUI.

AHTHXHHBPTEHBHBHHHT e¢EKT Ha Oo;iMEecapTaH MEJOKCOMHAI CE€ INMPOABABA CJICA OKOJIO 2 CeJAMHLH OT
HAYa/IOTO Ha ACHCHHCTO, d MAKCHMATHHAT ed)elc’r Ce MOCTHTA Clle OKON0 8 ceAMHULIM OT 3alO4YBAHETO Ha
TCpallkuATa. Topa T'pHGBEl Aa CC UMa NpCcABH] MNMPH PCIICHHNC 3a NMPpOMAHA B JO3HMPOBKATA, C KOATO CC JIEKYBa
NMNAUHUECHTDT.

Crapuecka Bb3pacT (Ha MK Haa 65 roauHH)

1o npuHLMN HE ce Hajlara KOPUTrHpaHe Ha A03aTa NpU NaLUEeHTH B CTapvecka Bb3pacT (BIDKTE MO-A0J1y 3a
npenopbKH MpH NauKMeHTH ¢ OBOpeyYHo YBpexkIaHe). AKO € HeoOXOAMMO NMOBHIIEHUE Ha /103aTa A0
MaKcMMaHaTa no3a oT 40 mg AHeBHO, apTepHAIHOTO HANATaHe TpAOBa BHUMATEJIHO Jia Ce NMPOoCieAsBa.

bubpeuHo yBpexaaHe

[Ipu nauxeHTy ¢ neko o ymepeHo 6b6peuHo yBpexaaHe (KpeaTHHHHOB KIHpbHC 20 — 60 ml/min)
MaKCHManHaTa ao3a € 20 mg oJMmecapTaH MEAOKCOMMIT BEAHBK JHEBHO, NMOpaiM OrpaHH4YEH OIMT C TIo-
BMCOKM [103U TIpY Ta3M rpyna nauueHTH. He ce npenopbusa ynorpedara Ha osiMecapTaH MEAOKCOMMIT NPH
MaLUEHTH C TEKKO YBpeXaaHe (KPEaTUHHHOB KIMpBHC < 20 ml/min) nopasu orpaHMUEH ONYT MpPH TasM
rpyna nauueHTH (B, To4ku 4.4 u 5.2).

YepHoapobHo yBpexaHe

He ce u3ncKBa KOpEKUMSA Ha 103aTa MpH TALMEHTH ¢ JIEKO YepHoApoOHO yBpexaaHe. IIpH nauyeHTH ¢
YMEPEHO HepHOAPOOHO YBpexaHe ce [penopbysa HauasiHa 103a OT 10 mg onMecapTaH MeIOKCOMMUI
BEJHBXK AHEBHO YU MaKCHMAalHATa 1034 He TpadBa aa Haaevmara 20 mg BeAHBK AHeBHO. [1py mauueHTH ¢
yeprOAPOOHO YBpEXAaHe, KOUTO BEeUe €a Ha JICUEHHE C AHYPETULIH WM APYTH aHTHXHUIIEPTEH3HBHH
JIeKapCTBa, CE NpenopbYyBa BHUMATETHO NPOC/EAABaHE HA KPBbBHOTO HanAraHe U 6bOpeuyHata QyHKLMS.
Hsma onur ¢ onMecapTaH MEJOKCOMMIT MPH MALMEHTH C TEXKO YEPHOAPOOHO yBpexXaHe M NOpalu TOBa HE
ce npenopbyea ynorpedara npy Tazu rpyna nauueHTH (BXX. TOUkH 4.4 u 5.2). OnMecapTal MEIOKCOMMI HE
TpsAOBa na ce M3IMON3BA MPH NALUMEHTH C AUThUHA 0OCTPYKUHA (BXK. To4Ka 4.3).

HeanaTpuyHa nonyaaums

Jeua v roHoww ot 6 a0 noa 18 rogniiHa Bb3pacT

[IpenopbunTenHaTa HaYanHa 103a OJIMECAPTaH MEAOKCOMMI MIPH AeLia Ha BB3PacT oT 6 a0 noj, 18 roaunu e
10 mg Beanwsx nHeBHO. [lpu aeua, yneTo KPBLBHO HaAraHe He € AAEKBaTHO KOHTPOIMPAHO NPH Ta3H 1034,
OJIMecapTaH MEAOKCOMMIT MOXE J1a ¢e YBEHYH A0 20 mg BeAHbK AHEBHO. AKO € HeoBXoaumo
NONBITHUTENHO MOHKAaBaHe Ha KPbBHOTO HANATAHE, NP A€Lia YHETO TEeJECHO Terno € > 35 kg, nosara
OJIMECAPTAH MEAOKCOMMIT MOXE /1a C€ YBENHWYH 10 MakcuMyM 40 mg. [lpu aeua, kouto texar < 35 kg,
AHeBHATa 103a He TpabBa na nperuuiaa 20 mg.

Jpyra neauatpuyHa nomyjauus

besonacHocTTa U €pUKaCHOCTTa Ha OIMEecapTaH MeAOKCOMMII MU ella Ha Bb3pacT ot 1 10 5 rogMHM 3acera
HE € ycTaHOBeHa. B MOMEHTa HaJIMMHUTE JaHHM ca OnMHcaHH B TOuKH 4.8 U 5.1, HO He Morar aa OBpaar
AAIEHU MPETIOPBKH.

OnmecapTan Mea0OKCOMMI He TpAOBa Aa ce M3N0JI3Ba NPH Aeua noA | ronuHa nopany HeJOCTATBYHO AAHHH
3a 0e30MmacHoOCTTa H TMIIcaTa Ha JaHHH B Ta3H Bb3pacToBa rpyiia.

Havyuu Ha npuaokKeHHe
3a no-xobpo NpuUAbLPIKAHE KbM CXEMAaTa Ha JieYeHHe ce npenopbyusa TaH3ugo0p Aa ce npuema Mo €/THO U

CBbLLIO BpeMe BCEKH €H, HE3aBHCUMO OT XpaHa, HanpuMep Mo BPEME Ha 3aKyCKa. Taﬁne'rx ﬂi 2 W s
MpHEMAa C AOCTATBUYHO KOJUYECTBO TEYHOCT (Hanp. eAHa vaiua Boja). TabneTkara He §$ ) ce-e R

4.3 IlpoTHBONOKA3aHHA



«  CBpPbLXYYBCTBHTEIHOCT KbM aKTHBHOTO BELLIECTBO WIIM KBbM HAKOE OT MOMOWHHUTE BellIECTBa, H3OPOEHH B
TOuYKa 6.1

»  Bropu u TpeTH TpuMecTLD Ha OpemeHHOoCTTa (BXK. TOUKH 4.4 1 4.6)

«  bunnapHa ob6cTpykums (BXK. Touka 5.2)

» EnHoBpemeHHara ynotpefa Ha TaH3Ua0p C aAUCKUPEH-ChABPXKAILUM TPOAYKTH € NMPOTUBOAOKA3aHa NMpH
MaLMeHTH che 3axapeH auaber uim 6u6peuno yepexaate (GFR < 60 mL/min/1,73 m?) (Bxk. Touku 4.5 1
5.1).

44 Chneunannu npeaynpexaeHus H npeanasHH MepKH NPH ynorpeda

BrTpechaoB o0eMeH JedULUT

an NalUeHTH ¢ 00eMeH W/HIIH COJIEBH ,[I,EEbHU.PIT Nnopaad arpCCHBHa AHYpPCTHYHA TEpalHnuia, AHETa ¢ HUCDBK
[MPHUEM Ha COJI, AHAPUA WJIH MOBPHIIAHE MOXKE da HACTBIIKM CHMIITOMATHYHA XUITOTOHUA, ocobeHo clien
[TbpBaTa A034a. Te3un CbCTOAHUA TPHGBH na Ovaar KOPHIrHpdaHH NPpEAH NMPHUA0KCHHCTO Ha OJIMECAPTAH
MCIOKCOMMUJL.

Ipyryu cbCTOSHUA, aKTHUBHpAIH PEHHH-aHTHOTEH3HH-AIIOCTEPOHOBATA CHCTEMA

[TpHM naumeHTH, MPU KOMTO CHAOBUAT TOHYC M 6bOpeuHaTa ¢hyHKIMS 3aBUCAT rMABHO OT aKTUBHOCTTA Ha
pPEeHHH-AHIMOTEH3UH-aNA0CTEPOHOBATA CHCTEMA (HAMPUMED, MALMEHTH ¢ TEKKa 3aCTOHHA ChpACYHA
HEe0CTaTbYHOCT WITH NpUApY*aBawo 6n6pevHo 3abonaBaHe, BIIOYHTENHO CTeHO3a Ha Ob0peyHa aprepus),
JICHEHHETO ¢ JPYTH JIEKAPCTBEHH NMPOLYKTH, MOBIMABALIM Ta3H CUCTEMA, BOAU JO OCTpa XUNOTOHUA,
a30TEeMHUA, OJTUTOYpPHUs HITH, PAAKO, 10 ocTpa 6b0pevna HeagocraTbuHOCT. He MOXke aa ce uzkmouu
BEPOATHOCTTA 33 Bb3HUKBAHE HA MOAOOHHA ChCTOAHUA MPH NMPHIIOKEHHE HA aHMHOTEeH3UH [ peuenTopHM
aHTarOHUCTH.

PeHoBackynapHa XxuneproHus

[Ipy naupentu ¢ Gunarepanna creHo3a Ha OLOpEeYHUTE apTepHH WK CbC CTeHO3a Ha OBbpeuHara apTepus
NpY €AMHCTBEH (pyHKUMOHKMpaL Ob0peK, NPUIOKEHHETO HA IEKAPCTBA, MOBIMABALIM PEHUH-aHTHOTEH3UH-
ANAOCTEPOHOBATA CUCTEMA, MOXKE 1a AOBeJe 0 MOBULIEH PHCK OT TEXKa XUNOTOHUA U Ob6peuHa
HEeA0CTaTbYHOCT.

brbpeuHo yBpexaaHe unu 6s6pevHa TpaHCcIUIaAHTaLWA

[Tpu npunoXeHUETO HA OIMecapTadH MEJOKCOMMIJII TPYU MALUEHTH ¢ HapylieHa 0b0peuHa GyHKUHA ce
NpenopbYBa MEPUOANMIHO NPOCNEAABAHE HA CEPYMHMA KaJIii M HUBaTa Ha KpeaTHHHH. He ce npenopbusa
ynotpeba Ha oiMecapTaH MeJOKCOMMIT MPH MALHEHTH ¢ TEXKO 6LOpedHo yBRpexaaHe (KpeaTHHUHOR
upeHE < 20 ml/min) (Bxk. Touka 4.2, 5.2). Hama onut ot ynotpeba Ha onmMecapTaH MEAOKCOMMI NIPH
MALMEHTH ¢ HACKOPO OChlUeCTRBeHa ObOpeuHa TpaHCIIaHTaUWA U NPY NALWEHTH B KpaeH CcTaaHi Ha
61b6peuHO yBpexaaHe (T.e. KpeaTHHUHOB KIMpPBHC <12 ml/min).

YepHonpoGHo yBpexkaaHe

Hsama onuT npH nauMeHTH C TeKKO YEpHOAPOOHO YBPEKIaHE M MOPadd TOBA HE CE MpenopbLYBa
MPHUI0KEHHUETO HA OJIMECApPTaH MEAOKCOMMIT MPH Te3W MaLMEeHTH (BX. TOUKA 4.2 3a MPENOPBKH OTHOCHO
A03WpaHe MPH NALHEHTH € M€K0 0 yMepeHO YyepHoApobOHO yBpexKaaHe).

XunepkanueMus
Yrnorpebara Ha 1eKapCTBEHH NPOAYKTH, KOUTO MOBIMABAT CUCTEMATA PEHHUH-aHTHOTEH3UH-
angoCTEPOHOBATA CHCTEMA, MOXKe a I0Bee A0 XUIEPKATHEMHS . |

PUcKkbT, KOHTO MOXeE Aa e paTalieH, ce yBeln4YaBa Npy MalHeHTH B cTapYecka Bh3pacT, IIPH MaUHEHTH C
ObOpeuHa HeqOCTAaTHYHOCT M NPH NaLKUeHTH ¢ AHaleT, NpU NAaLMEHTH, IEKYBaHH €IHOBPEM
NICKapCTBEHH NPOAYKTH, KOUTO MOraT Jia NOBUILIAT HUBATa HA KAJIWH, WWIH NpH naiue
CHOHUTHA.

I'lpe,un Ad CC B3€MC PCLUCHHC 34 CAHOBPEMEHHO IIPHIIOKCHHE Ha JICKAPCTBCHH NPOaY




PEHHH-aHMHOTEH3HH-AJIIOCTEPOHOBATA CUCTEMA, TPSOBa Ja ¢ OLIEHH CHOTHOLIEHHETO MO3a/PHCK M J1a ce
MMAaT NMpeJBHI APYrd aJITEPHATHBY (BXK. CBILO TOYKA *“JIBOFHO 60KHpaHe HA PEHWH-aHTHOTEH3HH-
anaocrepoHoBara cucrema (PAAC)™).

[ naBHMTE PUCKOBHY (PaKTOPH 3a XUIIEPKAITMEMHA, KOUTO TPAOBA Aa ce UMAT NpeaBuy, ca:

«  puaber, 6p6peuHo yBpexaate, Bb3apacT ( > 70 roauHH)

»  KOMOWHALMA C €IMH WIH NOBeue NTEeKAPCTBEHY MPOAYKTA, MOBIUABALLIH PEHUH-aHIHOTEH3HH-
ANA0CTEPOHOBATA CHCTEMA W/WJIW KaTHEBH 100aBKH. HAKOM nekapcTBEHH MPOAYKTH WIH TepaneBTHUHU
KJ1aCOBe JIEKAPCTREHH MPOOYKTH MOTaT Aa Npeln3BUKAT XHNEPKaIHEMUd: COJNeBH 3aMECTUTEIIH,
CBABPKALLM KaJIMi, KaTui-cbXpaHaBalliy auypetiun, ACE uHxuburopH, anrnotensut Il peuentopuu
AHTArOHMCTH, HECTEPOUIHU IPOTHBOBB3MNAUTENHH JIEKAPCTBEHH NMPOAYKTH ( BKIIOUUTENHO CEJIEKTHBHH
COX-2 nHXUOUTOPH), XENapHUH, HMYHOCYTIPECOPH, KaTO HUKJIOCIIOPHH WITH TaKPOJIMMYC, TPHMETONPHM.

*  MHTEPKYPEHTHH CbOMTUA, OCODEHO AeXHApaTal|A, OCTpa ChpACYHA ACKOMIIEHCALUA, MeTaboIUTHA
auu03a, BioiasaHe Ha 6b0peuHaTa PyHKUHUSA, BHE3aAMMHO yTe)KHABaHe Ha ObOpeuHOTO CheTOgHME (Hanp.
WHGPEKLHO3HY 3a00IBaHKNA ), KJIETBYEH JIM3UC (HaMNp. OCTpa HCXEMHA Ha KpalHHK, pabaoMHONIH3a,
NpOABDKUTEIHA TPABMA).

Heo6xo0auMMo € BHUMATETHO MOHUTOpPUpPaHEe Ha CEPYMHUTE HHBA Ha KaJTUA NPH Ta3u rpyrna nauyeHTH (BXK.

Touka 4.5).

JBoiiHO 610KHMpaHe Ha PERMH-aHTMOTEH3UH-aANd0CcTEpOHOBATa ccTeMma (PAAC)

Mma pauHu, ye enHoBpeMeHHarta ynotpeda Ha ACE uHxuburopu, anrnoreHsut Il-peuenrophn 6nokepu uim
ATHCKUPEH, MTOBUILIABA PHCKA OT XHITOTOHMSA, XMNIEPKATHEMHA H HAMAIABaHe Ha ObOpeuHaTa QyHKIMA
(BKIIKOUMTENTHO ocTpa 0bOpeyHa HepocTaTeuHOCT). [lopaau TOBa He ce mpenopbyuBa ABCHHO OOKHpaHe Ha
PAAC upe3 kombuHupanaTa ynorpedba Ha ACE unxuburopu, anruorensud Il-penenropau 6aokepn unu
anuckupeH (BXK. Touxu 4.5 u 5.1).

AKO ce npeLeHH, Ye TeparnnaTa ¢ JBoHO OoKHpaHe e KaTeropiyHo HeoOxoauMa, NpuaraleTo i rpabea na
CTaBa camMo MoJ HaOMOAEHUETO HA CHEUUAIMCT U IIPH YECTO BHUMATETHO MOHUTOpPHpaHe Ha ObOpeuHara
(YHKLUMA, ENEKTPOIUTHTE U KPbBHOTO HAIAFAHE.

ACE unxuburopu ¥ aHrvoteHsun ll-peuentopau 61okepu He TpsabBa na ce U3NON3BAT €JHOBPEMEHHO MPH
MaLMeHTH ¢ JuadeTHa HeponaTus.

JluTHii
[Tonobxo Ha Apyru aHrHOTEH3MH ll-peuenTopHH aHTaAarOHUCTH, He Ce NMPenopbUBa €AHOBPEMEHHOTO
NPUIOKEHUE Ha JIUTHH U oIMecapTaH MEJOKCOMM (BK. TOYKA 4.5).

CTeHo3a Ha aopTHATa WK MUTpanHaTa Kjana; o0CTpyKTHBHA XxunepTpodyHa KapAHOMHONATHS
[Tono6HO Ha apyru Ba3oaUIaTaTOPH € HEOOX0AHMO BHUMAHHE MPH NALMEHTH ChC CTEHO3a HAa a0pPTHATA WIIH
MUTpaJIHAaTa KJIaria, KaKTo U ¢ 00CTPYKTHBHA XHNIEpTpodHYHA KApAHOMHONATHA.

[TbpBHYEH aNJA0CTEPOHHILM

[NaumeHTHTE C MbPBHYEH ANAO0CTEPOHHIBM 10 NMPUHILIAI HE CE MOBAHABAT OT JICYEHHE ¢ aHTHXHIEPTEH3HBHH
NEKapCTBEHH NPOAYKTH, AeHCTBALIN Ype3 MHXUOHpaHe Ha peHHH-aHMHOTEH3UH-a1I0CTEPOHOBATA CHCTEMA.
[lopaau TORa pH Te3W MALMEHTH HE ce MpenopbUea ynorpeda Ha oMecapTaH MEIOKCOMHI.

Linopy-noaobHa eHreponaTus
B mMHoro peaxu cnyuau ce cbo01naBa 3a TexKa, XpOHMUHA AMAPHA ChC 3HAYMTENHA 3aryba Ha Terjuo npu

NMaLUMeHTH, MPUEMALIH OJIMECAPTAH OT HAKOJIKO MECELA 10 TOJIMHHU Clie] 3aM04YBaHe Ha JIEUEHHETO, BEPOATHO
NMPUUKHEHA OT JIOKAJIH3NPAHa PEaKLUUs Ha CBPBXYYBCTBUTEIHOCT OT 3a0aBeH THIL YpeBHuTe OHONCHY Ha

MalMEeHTHTE YECTO MOKA3BaT BWJIO3HA aTpodusa. AKO MPH MALIMEHT T€3H CUMITTOMH Bb3HHKHAT
NEYEHHETO C OJIMEcapTaH U B OTCBCTBHE Ha Ipyra €THONOM KA, IEHCHUETO C OIMecapTaH
npekpaTeHo HezabaBHO U He TpaOBa aa ce Bb300HOBABA. B Ciiyuaid, ye cheTOAHMETO Ha
noaodpu B ceaMuLaTa cliell IpekpaTaBaHe Ha JICMSHHETO, TpAOBa Ja ce OOMHUCITH KOHC
CMEeUHAIMCT (HALp. raCTPOEHTEPOJIOr).




EThu4ecku 0cobeHOCTH

[Tono6Ho Ha apyry aHrnoTeH3u lI-peuentopHn aHTaroHUCTH, €PEKTHT HA OJIMECAPTaH MEJOKCOMHI BBPXY
MMOHWKAaBAHETO HA KPbBHOTO HAJIATaHE MPHU YEPHOKOXKH TALUEHTH € 1M0-c1ad, B CPaBHEHHE ¢ OCTAHAIIUTE
MAlLMEHTH, KOETO ¢ OOACHABA HAal-BEPOATHO C HUCKUTE HUBA HA PEHUHA NPH YEPHOKOXKMTE MaLHEHTH C
MOBUILIEHO KPbBHO HANAraHe.

bpeMeHHOCT
[Tpu 6pemenHoct He TpabBa Ja ce 3anouBa neveHue ¢ aHruoTensuH Il-peuenTopHu aHTaroHUCTH. OCBEH aKo

NpoAb/XKUTENHATA TEPANHA C AHMTMOTEH3HUH [I-peuenToOpHH aHTarOHHUCTH He € KpalHO HAJIOKUTEITHA,
MaLMEHTKHUTE, KOUTO TUIaHUpaT OpeMeHHOCT, Tpa0Ba 1a MPEeMHUHAT HA ATTEPHATHBHO AHTHXHUNIEPTEH3UBHO
NIeYeHHe, ¢ YCTaHOBEH mpodun Ha Oe3onacHoCT npu OpeMeHHocT, KoraTto ce ycTaHOBH OpeMeHHOCT,
J€4EHHETO ¢ aHrHoTeH3uH ll-peuentopHu aHTaroHucTH TpA6Ba He3abaBHO aa Obae NPeycTaHOBEHO H, aKo €
MOAXOAALL0, TPAORa Aa Ce 3aMOYHE aNTEPHATHBHO JiedeHHe (BxK. TOUKH 4.3 1 4.6).

HHTecTHHANEeH aHTHOeeEM

3a UHTECTHHAJIEH aHTHOEEM Ce ChobllaBa NpU MALMEHTH, AeKyBaHHU ¢ aHrHoTeH3uH Il peuenTopHu
AHTarOHUCTHU, BKJI. OJIMECAPTaH MEAOKCOMUI (BxK. Touka 4.8). Te3n naupeHTn umaTt kopemHa 60sika, rajeHe,
NMOBpblIaHe U AHapuia. CUMIITOMUTE OTIIYMABAT Clie] MpeyCcTaHOBABAHE HA aHrHOTeH3MH I peuenTopHHTe
AHTArOHUCTH. AKO C€ JHUarHOCTHHMPA HHTECTHHAJIEH aHTHOEIEM, JIEYCHHETO ¢ OJIMECAPTaH MEAOKCOMMI
TpaOBa /13 ¢e NPEeyCTAHOBH H [1a Ce 3anoYHe NOAXOAALL0 HAbMOAeHHE OO BJIHOTO OTIHYMSABaHe Ha
CUMITTOMMTE.

g[]!l‘ﬂ

KakTo ¥ npH Apyry aHTHXHUINEPTEH3IUBHY JIEKAPCTBA, MPEKOMEPHOTO MOHMKEHUE Ha KPbBHOTO HaJISTaHe MpH
MaLUMEHTH ¢ UICXEMUYHA DONECT Ha CHPLETO WIM HCXEMHYHA MO3BYHO-CHA0BA OOJIECT MOXKE A3 IOBEAE A0
MH(bapKT Ha MHOKap/Ja WX UHCYT,

CrneudanHy npeaynpexacH|s 0THOCHO MMOMOLIHUTE BELLIECTBa
To3u nexapcTBEH NpOAYKT ChABPIKA JaKkTo3a. [lauueHTH ¢ HacneaAcTBEHH NpolieMH HA rajlakKTO3HA

HENOHOCHUMOCT, Lapp-nakra3eH AePHUIMT WIH MNIOKO30-ranakTo3Ha Manabcopbuns He TpabBa aa npueMar
TO34 N€KApCTBEH MPOAYKT.

4.5 B3auMoae#CTBHE ¢ APYIH JeKAPCTBEHH NPOAYKTH H ZPYrK GpopmMn Ha B3anMoaeHCcTBHE

EdexTn Ha ApYrd JekapcTBa BbpPXY 0JIMECAPTAH METOKCOMHAJIL:

QQ!FH AHTHXHIICPTCHINWBHH JICKADCTBCHHK TIDOAYKTH

[ToHwxaBalMAT KPLBHOTO HANAraHe eeKT Ha oamMecapTaH MeJOKCOMIIT MOXe Ja Ob/ie YCHIEH Ypes
eJHOBPEMEHHOTO MPHIOKEHHE Ha APYTU aHTUXHNEPTEHIMBHM JICKAPCTBEHH TMPOIYKTH.

ACE uHxuburopu. anrmotreHsud ll-peuenropHu Hnokepr WK anMCKHPEH

JlaHHHU OT KIMHUYHU NNPOYYBAHHUA NOKA3BAT, Ye JBOMHOTO OJIOKHpaHe HA peHHH-AHHOTEH3HH-~
angocrepoHosata cucrema (PAAC) upes kombunMpanata ynorpeba Ha ACE uHxuburopu, aHruoteH3uH ll1-
pelenToOpHU OJIOKepU WK alTUCKHUPEH CEe CBBP3Ba C MO-BUCOKA YECTOTA Ha HEXeJlaHH CHOUTHA, KaTo
HalpHUMeEp XUMOTOHMA, XUTIEPKATHEMHA U HamanaBaHe Ha 6pOpeuHaTa GyHKUHA (BKAIOUHTENHO OCTpa

OB0OpevHa HEJOCTATBLYHOCT), B CPaBHEHHE C YNoTpedara caMo Ha €JHO CPeACTBO, aeicTralo Bbpxy PAAC
(k. Toukn 4.3, 4.4 u 5.1).

Kanuesn no6aBkH W KanUH-CbXpaHABALIH AUYPETULIH
B13 OCHOBa Ha ONMTA C APYI'H JIEKAPCTBEHH NIPOAYKTH, KOKUTO IMOBIMABAT PEHWH-AHTHOTE
aJ1IOCTEPOHOBATA CHCTEMA, CIHOBPEMEHHATA yroTpeba Ha KaIMH-ChXpaHsBaLLH AHYPET
no0aBky, CONEBH A00ABKH, ChAbPXKALUH KATUM WIH JPYTH JIEKAPCTBEHHU NMPOIYKTH, KO

YBEJIMYAT HUBATA HA CEPYMHUA KallUi (Hamp. XenapuH), MO>ke Aa A0Beae A0 MOBHINEHH




(Bx. To4Ka 4.4). Ilopaau ToBa He c€ npenopbuBa €QHOBPEMEHHOTO NPHUIOKEHHE,

Hectepounuu npotusobinanutenny cpeactsa (HCTIBC)

HCIIBC (BKIIOUMTENHO alleTWICATUUMIIORA KUCEINHA B A03U > 3 g/AeH U cbiio COX-2 uHXHOHTOpHTE) H
aHrvoteHsuH [I-peuenTopHyTe aHTATOHUCTH MOraT Ja UMAT CHHEPTHYCH €(EKT BbPXY HAMAICHHETC Ha
rnomepyiHara ¢puntpauusa. Puckst ot eqHoBpeMenHara ynotpeba Ha HCITIBC u Ha anrnotrenzuH l1-
PELENITOPHM aHTArOHUCTH € NoABaTa Ha ocTpa OLOpeyHa HegocTaTbuHOCT. [IpenopbuBa ce npoceasiBaHe Ha
Ob6peyHaTa GyHKIMA Ha NALMEHTa B HAYAJIOTO Ha JICYEHHETO U peIOBHA XHApaTallHA Ha nauyeHTa. OcBel
TOBa, EAHOBPEMEHHOTO NPUIIOKEHHE MOXKE Aa AOBEJE A0 HaMasisBaHe HA AHTHXHINIEPTCH3UBHHA eeKT Ha
aHrMoTeH3uH II-peuernropHUTe AHTaroHMUCTH, KOETO BOJAW A0 YacTUUHA 3aryba Ha e(eKTHBHOCTTA UM.

Konecepenam, JIEKApPCTBO, KOETO CRBP3Ba MUIbYHUTE KHCEAWHH

E1HOBpEeMEHHOTO NPHIOKEHHUE HAa KOJEeCEBENaM XHIPOXIIOPU, JIEKAPCTBO, KOETO CRBP3BA MITBUHHTE
KHCE/HHH, HaMa/lABa CUCTEMHATA EKCIMO3HLKMS M MAKCMMATHATA IU1a3MEeHa KOHLEHTPaLMa Ha OJIMECapTaH H
HaMaaBa €TMMHHALMOHHHA NOTYXKHUBOT (ti12). [lpunoxeHuero Ha onMecapTaH MEJOKCOMHEIT NMOHE 4 vaca
NpeaH KOJECEBENaM XHAPOXJIOpU HaMalaBa eeKTa OT IEKapCTBEHO B3aumoaekcTeHe. [IpunoxenreTo Ha
OJtMecapTaH MeAOKCOMHU NMOHE 4 yaca Mnpeam KoJlecepenam XHApoXaopHa TpaOBa Aa ce uma npeasun (Bx.
TOYKa 5.2).

QQ! I'M BCLLICCTBa

Cnel neyeHwe ¢ aHTHAUM/ (ATYMHMHUEB MArHE3WEB XHAPOKCUI) ce HabNioJapa yMepeHO HaMaJIeHHE Ha
OHOHATHYHOCTTA HAa onMecapTaH. EAHOBpeMEHHOTO NPUAOKEHHE Ha BapdapvH U JUrOKCHH HE OKa3Ba
e(eKT Bbpxy hapMaKkOKHHETHKATA HA OJIMECAPTAH.

EdexTH Ha onMecapTaH MeIOKCOMHJ BbPXY APYrH JIeKAPCTBEeHH NPOAYKTH!

JIWTHH

[Ipy eAHOBPEMEHHO TIPHIIOKEHHUE HA JTUTHH ¢ HHXUOUTOPH HAa aHTMOTEH3UH-KOHBEPTHPAILMA €H3HM H
aHrHoTeusu ll-peuenropHu aHTaroHucTy € HabnoaBaHO 0OpPaTUMO NMOBUILIEHHE HA CEPYMHHS JIHTHI U
TOKCHYHOCTTA MY . [lopaam ToBa He ce npenopbuBa €AHOBPEMEHHOTO NPUIIOKEHHE Ha JIMTHH ¢ oJiMecapTaH
MEAOKCOMII (BK. TouKa 4.4). AKO €AHOBpEMEHHATa ynoTpeba e HAOKMTENHA Ce MPENOpbUYBa BHUMATEMHO
NpocicasiBaHe HA CEPYMHHUS JIMTHIA.

EQ!FH BCILLICCTRA

B cneun¢purvHM KAMHMYHH W3IIMTBAHHUA CBC 3ApaBU NOOPOBOJILIM Ca NMPOy4eHH BapdapHH, DJHTOKCHH,
aHTHaUM (MAarHe3WeB alyMHUHHEB XHAPOKCH), XHAPOXJIOPOTYAa3nua U npapactaTHH. He ca nabnionasanu
IUIMHHYHO 3HAYHMH B3aUMOJEHCTBHA H B YaCTHOCT OJIMECAPTaH MEAOKCOMHMIT HE OKa3Ra 3HauMTesieH edexr
BLPXY (apMaKkoKHHETHKATA U (papMaKkoAMHAMUKaTa Ha BapdapHH M BbpXY apMaKkoKHMHETHKATA Ha
JAUIOKCHH.

OnMecapTad He OKa3Ba KJIMHHYHO 3HAYMM HHXUOUTOpEH eeKT in vifro BbpXy UMTOXpoM P450 eHsumure
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 npu xopa. Tolt He 0OKa3Ba HUKAKBB HIN CaMO MUHHUMAJICH
MHIyUMpal epekT BbPXy aKTUBHOCTTA Ha LMTOXpoM P450 npu mrbxose. [Topaau ToBa He ¢a NpoBeXaaHH
NPOYy4YBaHHA 33 B3IAUMOAEHCTBHSA i1 Vivo C U3BECTHU HHXHOHTOPH B HHOYKTOPH Ha LMToXpoM P450 en3nma u
HE C€ OYaKBaT KJIMHUYHO 3HAYUMH B3aUMOJICHCTBHA MEKIY ONIMECApPTaH M JIEKaPCTBEHHU NPOAYKTH, KOUTO C€
MeTabonusupar oT ropen3OpoeHnTe LUTOXpoM P450 eHanumu.

IleauaTpuyHa nomynaius
Camo npu BB3pacTHH ca OUIHU NpoBeeHH NIPOYyYBaHUA 33 B3aHMOACHCTBHS.

He e M3BeCTHO nanu B3aMMOAEHCTBUATA IPH AeLia Ca CXOAHU C TE€3H NPH BB3PACTHH.
4.6 @eprTRanTET, OPEMEHHOCT H KbPMEHE

bpeMenHocT




YnorpebaTta Ha aHrHOTEH3HH Il aHTarOHUCTH He ce NpenopbYBa [0 BpeMe HAa NMbPBUA TPUMECTDHP Ha
bpemMeHHocTTa (BXK. TO4YKa 4.4). Ynorpebara Ha aHTHOTEH3KH I aHTArOHUCTH He Ce NpenopbLYBa Mo BpeMe
Ha BTOPH H TPETH TPUMECTBP OT OpeMeHHOCTTa (BXK. TOUKH 4.3 1 4.4).

Bbnpekn ye enuAeMHONIOrMYHUTE JAHHM 34 PUCKA OT TEPATOTeHHOCT cnel ekcnosuuus Ha ACE
HHXHUOHTOPH MO BpeMe Ha [IbPBUA TPUMECTBHP Ha HPEMEHHOCTTA He ca YOeauTeIHH, HE MOXe a C€ UIKITIOUH
NEeKO MOBHMILEHUE Ha pHcKa. ThiH KaTo HAMA KOHTPOJIHPAHH €NUIEMHONIOTHYHH JaHHH 338 PUCK TPH
aHruoTeH3uH 1l aHTaroRuceTH, NOAOOHH PUCKOBE MOKE AA UMA M MPH TO3M KJIAaC JE€KAPCTBEHH MPOAYKTH.
OcBeH ako NpoAB/KABAHETO Ha TEpaIUATa C aHMMOTEH3UH peLENTOpeH 610Kep He € OT ChLUIECTBEHO
3HAYCHHE, NALMECHTKUTE, KOUTO TUIAHHpAT OpeMeHHOCT, TpA0Ba Aa NpeMHMHAT Ha APYro aHTHXHUIIEPTEH3HBHO
NIeYeHHE, KOETO € ¢ JOKa3aH npogun Ha 6e3onacHocT npu OpemeHHoOCT. [IpH AuarHocTHLMpaHe Ha
OpeMEHHOCT, JIeYeHHETO ¢ AHrMOTeH3MH ] aHTaroHucT TpAabBa BeJHAra a ce NpeyCcTaHOBH U TIpH
HEOOXOAUMOCT A ¢€ MPIWIOKH APYTO NeUEHHE.

N3secTHO €, 4e eKCNO3NULIMATA KbM aHIMOTEH3KH |1 aHTaroHMCTH N0 BpeMe Ha BTOPU U TPETH TPHMECTDD
HHAYLHMpA PETOTOKCHHHOCT NIPH Xopa (HamaneHa 6b0pevuHa QyHKUMA, ONUIOXUWAPAMHUOH, 3a0aBAHE Ha
OoCH(MKaAIIMATA HA Yepena) H HEOHATATHA TOKCHUYHOCT (ObOpeyuHa HeAOCTATHEYHOCT, XMITOTOHHUA,
XUMepKaIUeMus ) (Bx. To4ka 5.3).

[IpH ekcno3nuus Ha AHTHOTEH3KH 1] AHTArOHKUCTH Npe3 BTOPH TPUMECTLP OT OpEMEHHOCTTA Ce Npenopb4Ba
YATPa3BYyKOBO M3cjIeABaHe HA ObOpeuHaTa QyHKUMA KU Ha ueperna.

KbpMauera, YHHTO MalKU ca TIpHEMaM aHruoTeH3uH 11 aHtarovuct no epemMe Ha 6peMeHHOCTTa TpAOBa
BHUMATENHO Aa Ce NPOC/eAIBaT 3a XMUIMOTOHUS (BXK. CBIIO TOUKH 4.3 u 4.4),

KnpMmene

OnMecapTaH ce eKCKPETHPa B MJIAKOTO HA KbPMEILLM [LTBXOBE, HO HE € U3BECTHO AaJIH MOIaja B KbpMaTa
npu xopa. [lopanu nunca Ha HHPOpPMAaLIMA 3a NPHUIMKEHHETO HA OJIMECAPTaH 10 BpEMe Ha KbpMeEHe,
NPOAYKTHT HE C€ NPENopbUBa K Ce MPEANOYUTAT APYTH JIEUSHUS ¢ No-1o0pe ycTaHOBEH NpodrIl Ha
0e30MacHOCT Npe3 NEpUoaa Ha KbpPMEHe, 0CO0EHO B CITydail Ha HOBOPOJEHH WJIH HEIOHOCEHH JIeLa.

4.7 EdekTH BLPXY cocOo0HOCTTA 3a 1iodpHpaHe H pal0oTa ¢ MALUHHE

Tan3nnop nosnuaBa criocodHOCTTA 32 WO¢gHUpaHe HIH padoTa ¢ MalUMHHY B MUHMMATHA WIH YMEpeHa
cTerneH. B HAKOU ciiyyau MOsKe [a BB3HHKHE 3aMAgHOCT WM YMOpa NMpU NMalyeHTd, KOUTO NpUeMar
AHTHXUIIEPTCH3UBHU NIEKapCTBa, KOETO MOXE 1a HAPYIUU ¢cnOCOOHOCTTA 3a peakLH.

4.8 Hexenann fexapcTBeHHN peaklnH

PesioMe Ha npoduia Ha 6€30MaCHOCTTA:
Hait-uecTo cbo01IaBaHUTE HEXENAHH peakLiK IIPH JIUEHHE C OJIMECAPTaH MEJAOKCOMMA ¢a riasoboiiue
(7,7%), rpunonono6Hu cumnromu (4,0%) u 3amasHoct (3,7%).

B nnaie6o-KoHTpoAKWpaHH NPOYyYBAHMA ¢ MOHOTEpAaNM, eAMHCTBEHATA HEXEaHA PEAKLH, KOATO
HECHMHEHO € CBBhp3aHa ¢ JIEYEHHUETO, € 3aMasaHoCT (2,5% uecToTa npu onMecaprad Mmeaokcomun u (,9% npu
nnatedo).

YecToTaTa € MaIKO [10-BUCOKA MPH OJIMECAPTaH MEAOKCOMHUN B CPaBHEHHE ¢ IU1aLedo Chillo MO OTHOLIEHHE

(1,3% cnpamo 0,7%).

TabnuyeH cNIUCEHK HA HEXKEIAHUTE PCAKLIUH!




Hexenanure peakiiyu KbM oIMecapTaH MEJOKCOMMIT B KIIWHMYHU NIPOYYBaHHs, NPOyYBaHMs 3a Oe30MacHOCT
clle]l paspeluaBaHe Ha ynoTpeba ¥ OT cnoHTaHHUTE choOLIeHHs ca 06eIMHeHH B TabnuLiaTa no-aomy.

Cnopen decrorara Ha Bb3HHKBAHE HEXXE/AHHTE PEAKLMH Ca KNacHPHUHAPAHH KaKTO cliefiBa: MHOTO YECTH
(=1/10); vectnn (=1/100 go <1/10); Heuecrn (>1/1 000 go <1/100); peaxu (>1/10 000 mo <1/1 000); mHorO
peaku (<1/10 000), ¢ Hen3BecTHA YecTOTa (OT HAIMYHUTE IAHHU HE MOXKe Ja Objie HaripaBeHa OLIEHKa).

MedDRA Hexenanu peakunn YecroTa
CucTeMo-oprasen xjiac
Hapyuwienns Ha KpbBTa H TpombouuToneHus Heuectu
nuM@pHaTa CUCTEMA
Hapymienus Ha UMyHHaTa AHadunakTH4Ha peakuu HeudecTu
CUCTEMA
Hapyuienus Ha metabonusma u XUANCPTPUTIHLEPHISMHUS Yectu
XPaHEHETO XHnepypHKeMus YectH
XHAnepKamneMas Penkn
Hapyluenus Ha HepeHara 3aMasHOCT Yectn
CHCTEMA I'naBobonue Yectu
HapylueHus Ha yxoTo U CBeToBBLpTEXK Heuectun
nabupuHTa
CbpaeyHH HapyleHHs AHIHHA NEKTOPHC Heuectu
CbaoBu HapyllieHHd XHIIOTOHHS Peaku
PecriupatopHu, rpbaHH U bpoHXHUT YecTH
MEIHACTUHATHH HAPYLIEHUA DapuHrur Yectn
Kaunuua YectH
Punur YecTH
CToMamHo-4peBHHU Hapywiesus | ['acTpoeHTepuT Yectn
Hnapus YectH
KopeMHa Gonka YecTu
["apeHe YecTu
Ancnencus Yectu
IToBpbiiiaHe HeuecTn
HMHTEeCTHHATIEH AHTHOEIEM Penku

[Lnpy-noaofHa enreponatus
(B>K. TOUKa 4.4)

MHoro peaku

XenaroOWIHapHH HApyIEHHS

ABTOMMYHEH Xenarur*

C HeM3IBECTHA YeCTOoTAa

HapyuieHHua Ha KOoXaTa U ExzaHTeM Heuectu
FOAKOXHATa ThKaH AnepruyeH AepMaTUT Heuectu
YpTukapus Heuectn
O6pus Hewuectu
Coupbex HeuecTu
AHTHOEAEM Penku
HapyiueHua Ha MYCKYJTHO- Aptput YectH
CKEJIETHaTa CUCTEMA U bosika B repba Yectu
CbeWHHTEIIHATA ThKaH bonka B kocTHTE YectH
Muanrus Heuectn
MyckyneH cna3eM Penku
HapyweHus Ha 6b6peuuTe u XeMaTypus Yectu
MUKOYHHUTE MTBTHILA Hudexuna Ha NTUKOYHUTE YectH
IbTHINA
Ocrpa 61b0peuna Penku

HEAOCTATBUYHOCT




bbOpeyHa HeAOCTATHYHOCT Penkn
O6mm Hapywenus ¥ edpekTH Ha | bosnka Yectu
MACTOTO Ha NMPHIOKECHHUE boska B repaure Yectn
[lepudepeH oTOK Yecru
['punonoaobHU CHMIITOMHU YecTH
Ymopa Yectn
OTOK Ha JIHLETO Heuectu
ACTeHuUA HeuecTu
Ob6ua cnabocr HeuyecTn
Jleraprus Penxn
H3cneapanus [loBni¢HHU HUBA Ha Yectu
YepHOAPOOHHUTE €H3UMHU
[ToBuiienn HHBa Ha ypes B Yectr
KpbBT&
[losuilicHu HUBA HAa KpPeaTHH Yectn
docokrHHaza B KpbBTa
[losuiieHu HUBa Ha KpeaTUHUH B | Penku
KPBLBTA
Joknansanu ca eTMHKUYHHU cyYau Ha pabaoMHoH3a BBR BPb3Ka C NpUeMa Ha aHrHoTeH3uH [l-peuentopHu

bnokepH.
*IIpe3 nocTMapKEeTHHIOBUA NEPUO CE€ ChODIIABA 3a Cly4a HA aBBTOUMYHEH XEeMaTuT C JIJATEHTEH NEPHOL OT
HAKOJIKO MECEILa 10 TOAHHH, KOUTO ¢a 00paTHMHU clied CIIUpaHE Ha MpHEMa Ha OJIMecapTaH.

HonbiHurenHa HHGopMauus 3a CreLMaIiy Tonyaluy

[leanaTpuyHa nonyJjauus
bezonacHocTTa HAa ONMeEcapTaH MEAOKCOMHMI € HabnmioaaBaHa npu 361 geua W ©HOLUM Ha Bb3pacT ot 1-17
rOAHHM, N0 BpeMe Ha A8€ KIHHUYHHU Npoy4BaHKs. KaTo LUANO BUABT H TEXKECTTA HAa HEMKETAHHTE peakLMH ca
NoaoOHU Ha TE3H NPH BB3PACTHH, OCBEH NPH OMHUCAHUTE NMO-A0AY, KbAETO YECTOTATA € MO-BHCOKA MpH
N€1IaTa:
« KpbBOTEUEHHE OT HOCA € YecTa HexKelaHa peakuua npu geua (T.e > 1/100 no < 1/10), kosATo He e
6una HabnrogaBaHa MPH Bb3PacTHM.
» [lo BpeMe Ha 3 ceAMHUYHO ABOHHO-CANO NMPOYYBAHE, YECTOTATA HA JICUeHHE HA HOBOBB3HHKHAIIH
3aMasHOCT W [11aBo0oNHe € NpUOIU3NTENHO ABOHHO MO-BUCOKA TMPp# Aeua oT 6-17 roauMHu B rpynara
Ha BHCOKA [103a OJIMecapTaH MEAOKCOMMIT.
Kato usno npoduibT Ha 6e30nmacHOCT Ha OJIMECApTaH MEAOKCOMMWI NPU NEeIMaTPUYHH NALMEHTH HE Ce
pasnyyaBa 3Ha4YMTENHO OT Npoduiia Ha 6€30NacHOCT MPH Bb3PACTHH.

Crapuecka Bb3pact (65 wiM noseue roguHH)

an MauHCHTH B CTAPUCCKa BB3PACT HCCTOTAaTa Hd XHITOTOHHA € JICKO NNOBHLICHA OT PEAKH KBM HEUYCCTH.

CroluiaBaHe Ha MOA03UPAHN HEXKENAHH PEAKLIMU
Cpob11aBaHeTo Ha NOAO3MPAHK HEXEIaHM PeaKlUUH Cnell paspellaBaHe 3a ynoTpeba Ha NeKapCTBEHUA

NMPOAYKT € BaxkHO. ToBa Mo3ponsBsa Aa NpOAb/DKU HabMIOAEHHETO Ha ChbOTHOLIEHUETO NON3a/PUCK 34
NIeKapCTBEHUS NMPOAYKT. OT MEAMLIMHCKHMTE CIIELIHATHCTH CE U3UCKBA [a ChoOLIABaT BCAKA [10/103HpaHa
HeXKellaHa peakLua Ype3 HaUMOHAIHA CUCTeMa 3a cbolllaBaHe KbM M3nwiHuTeIHATa areHLUs TI0
nekapcrearta, yi. ,,Jdamand I'pyes™ Ne 8, 1303 Codus, ren.: +35928903417, yebcaiit: www.bda.bg.

4.9 Ilpeao3upane

Hannuna e camo orpaHuddeHa HHpopMaLms 3a npego3upaHe npu xopa. Hai-BepoaTHuUAT €
npeao3yupaHe € XMNoToHus. B ciyyait Ha npeao3upaHe, CbCTOAHUETO Ha NallMeHTa Tpsab
BHMMATEIHO U [a Ce NMpuJiara CAMITOMATHYHO W NIOAABPIKALIO JIeUeHHE.



Hama uHdopMalLivs Jaid OIMECAPTAH CE OMHUCTBA C JUANTH3A.

5. ®APMAKOJIOTHYHM CBOUCTBA
5.1 ®apmakoiHHAMHYHH CBOHCTBA

PDapMakoTepaneBTHYHA rpyna: AHIHOTEH3HH ] pelenTopHu aHTaroHUCTH
ATC xoa: CO9CAQS.

MexaHu3bM Ha fieicTBHe / DapMakoAHHAMHYHY edheKTH

OnmecapTaH MEJOKCOMMII € MOLLIEH, NEPOPANTHO AKTUBEH, CENIEKTHREH aHTHOTEH3HH Il peuenTopen (Tum
AT1) antaronuct. [Ipeanonara ce, 4e 6J0KHpa HATBNHO ACHCTBHETO Ha aHrMOoTeH3uH 11, MeauupaHo upes
ATI1 peuentopuTe, HE3aBUCHMO OT U3TOYHHKA W Ha4MHA Ha CHHTE3UpaHe Ha aHruoteH3uH II. CenekTHBHMAT
aHTAaroHW3bM Ha aHrHoTeH3UH Il (AT1) peuenTopure BOAH OO YBEIHYEHHE HA IUTa3MEHMTE HUBA HA PEHHUHA
M HAa KOHLEHTpAaLUMUTE Ha aHTHOTeH3MH | U 1], KakTO M B M3BECTHA CTeneH HaMaJleHUE Ha TUTA3MEHUTE HUBA
Ha anJ0CcTepoHa.

AHTUOTeH3UH [l € rMaBHMAT BA30aKTHBEH XOPMOH Ha PCHHH-AHIMOTEH3MH-ANA0CTEPOHOBATA CUCTEMA M
Urpae BakHa pOJid B NATOreHe3ara Ha XuneproHuaTa upes Tin 1 (AT,) peuenropure

Knunnyna edpukacHoeT ¥ 6e3onacHocT

[Tpu xHnepToHHA oAMecapTaH MEAOKCOMUN BOAH J0 103a-3aBHCHMO, MPOABIKHTEITHO
HAMaJICHUE Ha apTEePHaTHOTO KpbBHO Haasrane. Hama gaHHM 3a XWIIOTOHHUA NPH ILPBAaTa
[03a, 3a TaXUPHIaKCHA NPH NPOABLIKHTENHO JIeHeHHEe WM 32 pebayHa-XHNEepTOHUA cliell
NPeYCTAaHOBABAHE HAa TEPAITHATA.

HpH NPUITOKCHHUE BCAHDBK JHCBHO HA OJIMECAPTaAH MCOAOKCOMMIT CC OCHTI'YPsABa eq)EI{TPIBHD H TMJIaBHO
[NIOHHAKECHHE HA APTCPHAITHOTO HAJIATAHE B IIPOAB/DKCHHE HA LAJTOTO JCHOHOIUHUE, HPHHO}KeHHE BEAHDBLXK
AHCBHO BOJAH JO HAMAJICHHE Ha apTCPUANTHOTO HANMArNaHe, €IHaKBO C TOBA Ha NMPpHIOKCHHE HA CbIllaTa obma
AHCBHA 71034 J1Ba MbTH AHCBHO.

[1py DpoaABIDKHTENHO NPUIOKEHUE, MAKCHMATHO NMOHWKABaHE HA apTEpPUAIHOTO HANIAraHe ce NnocTura 8
CeAMHULM el 3aMoU4BaHe Ha TeparuaTa, BLIPEKU He 3HAYNTETHO HAMAIEHHE ce Ha0M04aBa Olle cej
MbPBUTE 2 CEAMHMLH OT JIe4eHHETO. EAHOBpEMEHHOTO NPHWIOKEHHE C XHAPOXJIOpOTHA3K ce MoHaca Aobpe u
BOAU A0 AOIMBJIHHTEHO MOHH)KEHHE HAa apTepHATHOTO HAAAraHe.

Bce owe He € u3BecTeH eeKTHT Ha OMecapTaH BbPXY CMBPTHOCTTA M 3a00/1eBaeMOCTTA.

B npoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PanaoMH3upaHe Ha onMecapTaH ¥ NpeBeHUMA Ha qHabeTHa MUKpoanOyMuHypus) npy 4447 nalMeHTH ¢
AvadeT TN 2, HOPpMOANOYMHUHYPHS U MIOHE €UH JOMBIHUTENEH ChbPASYHOCHA0B PUCKOB ¢akTop, ce
H3clleBa JallM JIEYEHHETO ¢ oJiMecapTaH Moke Aa 3abaBH HauanoTo Ha MUKpoanOyMURypui. 1o Bpeme Ha
MEpUoaa Ha NPOCAeAABAaHE ChC CpeAHa NPOIBDKHUTENHOCT OT 3,2 rOAMHH, MaUHEHTHTE NONy4YapaT
OJIMecapTaH UM rnauedo B JONbIAHEHHE KbM APYH AHTUXUIIEPTEH3IUBHH J1I€KapCcTBa, ¢ u3knouenne Ha ACE
UHXUOUTOPHU M aHIMMOTEH3UH pelenTopHH 6nokepu (ARB).

3a MbpBUYHATA KpaHHA LEN NPOYBAHETO MOKAa3Ba 3HAYHTEJIHO HaMallgBaHe Ha BPEMETO 3a HauaJio Ha
MHKpoanOyMHUHYpHs B Non3a Ha onMecapTaH. (el KOpeKUHMA Ha palIMKUTE B apTEPHATHOTO HaliATaHEe TOBa
MOHHXKECHUE HA PUCKA BEYE HE € CTAaTUCTUYECKH 3Hauumo, xaro 8,2% (178 ot 2160) ot mauneHT




CMBPTHOCT € MO-BUCOKA NPH JIEYEHHETO ¢ oJiMecapTaHd B cpaBHeHue ¢ niauebo (15 naumenra (0,7%) cnpamo
3 maumeHnTa (0,1%)), BbOpekH cXOHUTE HUBA Ha HedaTtaneH nHcynT (14 mauuenta (0,6%) cnpsamo 8
nauueHTa (0,4%)), Hepartanen muokapaeH HHapkT (17 naunenra (0,8%) cnpamo 26 naumenra (1,2%)) u
CMBPTHOCT, pa3/iIi4Ha OT ChbpAeYHOCHAORA, (11 nauuenTa (0,5%) cnpamo 12 naumenrta (0,5%)). Obiuara
CMBPTHOCT TPH OJIMecapTaH € YMCaeHo nopuileHa (26 nauuenta (1,2%) cnpamo 15 mawuenTa (0,7%)),
KOETO € CJAEACTBHAE OCHOBHO OT NMO-BHCOKHA Opoil paTalHH CLPACUYHOCHAOBY HHLIMAESHTH.

B npoyuraneTo Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT), Onmecapran HaMansBaHe Ha HECTOTATA HA TEPMMHANIHATA cTeNeH Ha OpOpeuHa GonecT npu
avabeTHa HedponaTHA) ce U3caeARaT ehpEeKTHTE Ha oliMecapTaH Bbpxy ObOpeuHuTe H CHPASYHOCHI0BH
KpaHHM CbCTOAHMA NIPH 577 paHIOMHM3MPAHH NauMeHTH OT Anonus ¥ Kutaid ¢ auadber Tun 2 U U3sBeHa
HedponaTus. [lo Bpeme Ha mepuozsa Ha NpoceasBaHe CbC CPeAHA MPOAb/DKUTENHOCT OT 3,1 rOAKHH,
NalMEeHTUTE NOTy4YaBaT WIH OJIMECAPTaH, WM 1auebo B AOMbIHEHHE KBM JIPYrd aHTUXHNEPTEHIUBKH
nexkapcTBa, BKIKOUUTENHO H ACE nHxubutopu.

[IbpBHYHaTa KOMOMHMpaHa KpakHa Len (BpeMe 10 MbPBHA C/y4aid Ha YIBOABAHE HA CEPYMHUA KPEeaTHHHH,
TEPMHUHAJIHA cTened Ha OBOpeuHa OonecT, oba cMBpTHOCT) ce Habatogaea npu 116 nauMeHTH B rpynarta Ha
onMecaptad (41,4%) v ipu 129 nanenTH B rpymnara Ha rnauebo (45,4%) (HR 0,97 (95% CI1 0,75 oo 1.24);
p=0,791). KomOuHMpaHaTa BTOpHYHA CHPACYHOCHA0BA KpaitHa Liesl ce Habmopaasa npu 40 naiueHTa,
NEKyBaHH ¢ oJIMecapTaH, (14,2%) u npu 53 nauumenra, nekyaHH ¢ mnaunedo (18.7%).

Ta3u koMOMHMpaHa CLPACYHOCHA0BA KpaitHa LieN BKIIOYBA ChbPAECYHOCHA0Ba cMBPT NpH 10 (3,5%)
nauueHTa, npMeManu onMecaprad, cnpamo 3 (1,1%), npueManu nnauebdo, odma CMBPTHOCT CHOTBETHO 19
(6,7%) cnpamo 20 (7,0%), Hedaraned uHcynt 8 (2,8%) cnpamo 11 (3,9%) u vedaraneH MHOKapaeH
uH@apkT 3(1,1%) cnpamo 7 (2,5%).

[leanaTpuyuHa nomyanys
AHTUXHINIEPTEH3IUBHMUAT €(QEKT Ha OJIMECApTaH MENOKCOMWI B NCAHATPUYHATA NMOIMYJALKA € OKT NpoyueH

NpH €AHO PaHAOMM3NPAHO, IBOMHO-CIIANO, 1auebo-KOHTpoNHpaHo Npoy4BaHe npH 302 nauueHTH ¢
XHUMEPTOHUA HA BB3pacT 6-17 roaunu. IlpoyusaHara nomynaums ce € CbCTod/1a OT eqHa KoxopTa oT 112
M3LIJIO YEPHOKOXKH MALMEHTH U €AHa KoxopTa OT 190 nauMeHTH OT pa3iuydHM pacH, BKIoyBamia 38
YEePHOKOXXH NauMeHTH. ETHonorusaTa Ha xunepronusaTa € OUna OCHOBHO eceHUHaNIHa XxunepToHus (87% ot
KOXOpTaTa Ha 4epHOKOXHUTE U 67% OT cMeceHara koxopra). [Taumenture ¢ Terno ot 20 go <35 kg ca 6unu
paHOOMH3UPAHH KbM A03a OT 2,5 mg (HUCcKa a03a) und 20 mg (BHCOKa 103a) 0JIMeCapTaH MEIOKCOMMI,

BEAHBK JHEBHO, a MauueHTHTe ¢ Terno 235 kg ca OMIu paHIOMH3HPAHA KBM 5 mg (HHCKa 103a) MITH

40 mg (BHCOKA J103a) oniMecapTaH MEAOKCOKCOMM, BEAHBK JHEBHO, OJIMEecapTaH MEAOKCOKCOMMUI
3HAUYUTETHO MOHWXABA KAKTO CUCTOJIMMHOTO, TaKa W JJMACTONIMYHOTO KPBBHO HANAraHe, KOraro J03aTa €
OnpeaciieHa CpAMO TEIECHOTO TENI0 K OTrOBOpPa KbM A03aTa. KakTo B HUCKH, Taka H C BHCOKH JIO3H,
OJIMECAPTAH MENOKCOKCOMI 3HAYHTENHO HAMANABA CUCTOJIMUHOTO Hanarale cboTseTHo ¢ 6,6 mmHg u 11,9
mmHg cripamo u#3xoaHuTe cTORHOCT. To3u edekT ce HabmwoaaBa ¢hILO MO BpeMe Ha 2 CeAMHYHA
paHIOMH3UpaHa (a3za Ha OTHEMAHE, KbAETO KAKTO CPEHOTO CHCTOIMYHO, TaKa U CPEAHOTO AHACTOIMYHO
KPBBHO HaNAraHe, NOKa3BaT CTATUCTHYECKH 3Ha4UM pebayl edexT 8 rpynara Ha rniauedo B CpaBHEHME C
rpynara Ha onMecapTaH MegokcoMul. JledeHuero € 0o eeKTUBHO NPH NIeAHATPUYHUTE MALIMEHTH KaKTo
C MbPBHYHA, TAKA H C BTOPHYHA XMNIEpTOHUA. KaKTO € yCTaHOBEHO B MOMYJIALMATA Ha Bb3PacTHUTE,
peayKIMATAa Ha KPbBHOTO HaJIATaHE € NO-MaJika MpH YEPHOKOKUTE NMALHUEHTH.

B cwuioTo npoyysaHe, 59 nauueHTH Ha Bb3pacT OT | 10 5 TOAMHM € TEIVIO Ha M Haj 5 kg ca mony4unu

0,3 mg/kg onMecapTaH MEIOKCOKCOMMIJI BEAHBX JAHEBHO 32 3 ceIMULIM PBB ¢a3aTa Ha OTBOPEH NMPOTOKOJ,
Clie]] KOETO ¢a OWIH paHIOMU3MPaHH 1a NOMy4aBaT OJIMECAPTaH MEIOKCOKCOMMIT WK nauedo npes
ABOHHO-cnanara (dasza. B kpas Ha Bropara ceaMuLa cneji OTHEMAHETO, CPEHOTO CUCTONHYHO/ TMACTOTHYHO
KPLBHO HallATaHe B Hail-HUCKaTa CH Touka € 6wio ¢ 3/3 mmHg no-Hucko B rpynara pasgo

OJIMECAPTaH MEAOKCOKCOMMIT; Ta3M pa3fiuKa B KpbBHOTO HaNAraHe He € OWIa CTaTHCTHY
Cl-2p07-1p007).

Hpyra uHpopmauus




“JIBe roneMu paHgoMu3HpaHu KoHTpoaupanu npoyusaHus — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texyiuo rinobanHo uanuTease 3a KpaHH TOUKHM Ha
TeJIMUCAPTaH, CAMOCTOATENHO H B koMOUHalug ¢ pamunpuwi) ¥ VA NEPHRON-D (KnunuuHo npoyusaHe
CBBLP3aHO ¢ pa3BuTHE Ha HedporaTus [py auadet, NpoBeACHO OT MUHHCTEPCTBO MO BBIPOCUTE Ha
BETEPAHUTE) — Mpoy4BaT ynorpedara Ha koMOuMHauusTa oT ACE nHxuOuTop v aHrnoteHauH Il-peuenrtopen
b6nokep.

ONTARGET e npoyuBaHe, npoBeA€HO MPH NALUEHTH ¢ aHAMHE3a 32 CbPAEYHO-ChA0BA WJIH MO3BYHOCHAOBA
donect, WK 3axapeH Auader THH 2, NPUAPYKEHHU ¢ JaHHHM 3a yBpexaaHe Ha epekTopHU opraHu. VA
NEPHRON-D e npoyuBaHe npHu nauHeHTH cbC 3axapeH Auader tun 2 u anabeTHa HedponaTus.

Te3u npoy4BaHuA HE NOKa3BAT 3HAYUM O1aronpuaTeH ePexT BbpXY ObOpeuHUTe W/UIH CHLPAEHHO-ChIOBHTE
MOCJICAXLN U CMBPTHOCT, KATO CHLUECBPEMEHHO Ca HAOJIIOAAaBaHH MMOBHIICH PUCK OT XHIIEPKATHEMHUA, OCTPO
yBpexkaaHe Ha Ob0peLMTe H/MIH XHNOTOHHUA B CpaBHEHHE C MOHOTepanuaTa. Kato ce umar npeasun
CXORHHTE UM (papMaKOJMHAMMYHH CBOHCTBA, TE3U PEe3y/TaTH ca NMpWIoKKMHU H 3a aApyru ACE nHxubutopu
U aHruoTeH3uH Il-peuentopHu G10kepH.

ACE nuxubutopu u anruoreHsuH ll-peuentopuu OaokepH cneaoBaTenHo He TpAOBa Aa ce U3MOJI3BAT
€JHOBpPEeMEHHO NPU NaLUeHTH ¢ aHabeTHa HedponaTHs.

ALTITUDE (KnuHu4HO npoy4vBaHe IPOBEACHO C ANMHCKUPEH NP MALHEHTH ChC 3aXapeH auadet Tvn 2 ¢
H3MIOI3BAHE HA CHPAEYHO-CBAOBH H Ob0pevHn 3a00iSBaHMA KAaTO KpaHHH TOUKH) € NMpOYyUBaHe,
MpeHa3Ha4YeHO Aa H3CeABa N1013ata OT 100aBAHETO HA alIUCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE
MHXUOHUTOP WM aHruoTeHsuH ll-peuentopen 6aokep Npy NaUMEHTH CbC 3axapeH A4abeT THIM 2 H XPOHHYHO
6u6peuHo 3abonaBaHe, CbpAeHHO-CBAORO 3a00MsABaHe WK U BeTe. [IpoyuBaHeTo € MpeKpaTeHo
NpeXAeBpeMEHHO NMOpaAy NOBHILEH PUCK OT HeOIaronpuUaTHH nocieanuu. Kakto cbpaeyHo-chaoBaTa
CMBPT, TaKa U HHCYITHT Ca N0-YeCTH B rpynaTa Ha aliCKUpeH, OTKOJIKOTO B rpynara Ha miauebo, a
MpeACTaBAsBALIWTE HHTEPEC HEXKEeNaHU ChOMTHA U CepHO3HH HeXeJIaHH CHOMTHA (XUNepKaTueMHus,
XUMOTOHUA H OBOpeuHa AucdyHKUMA) ce CroOLAaRaT NO-YeCTO B rpynaTa Ha aIMCKUPEH, OTKOJIKOTO B
rpynara Ha ruiaue6o.”

5.2 ®apMakoKHHETHYHH CBOHCTBA

AOcopbuus B paznpeaesieHne

Onmecapran meaokcoMun e npeiekapctso. [1pu pezopbupane OT cTOMalHO-4peBHHUA TPaKT OBP30 ce
MpeBpbIlla BbB (apMaKkONOTMYHO aKTHBHHUA METabONUT O/IMECApTaH OT €CTEPA3UTE B UPEBHATA JIMFABHLIA U B
[oprajHaTa KpPhB.

B nnazmaTta WiM €KCKPETUTE HE C€ OTKPUBAT YACTH HA UHTAKTEH O/IMECApTaH MEIOKCOMHI HJIH HHTAKTHH
CTPaHUYHH BepUrd Ha MegokcoMuwl. CpegHaTa abCcoMOTHA OMOHATHYHOCT Ha OJIMeCapTaH, NPHIOKEH MO/
dbopmaTa Ha TabneTku e 25,6 %.

CpenHara nukoBa riasMeHa KoHueHTpauus (Cmax) Ha OIMECAPTaH C€ IOCTUra B paMKHTE Ha 2 4aca cliefl
NEPOPaTHO NPUIOKEHHE HA OIMECAPTAH MEJOKCOMMIIL, a [U1a3MEHUTE KOHLIEHTPalUMM Ha OJIMECapTaH
HapacTBaT MOYTH JIMHEHMHO NPH HapacTBalllK €JHOKPATHH NepopaliHi A03HM A0 okomo 80 mg,

XpaHaTa OKa3pa MHHHMaAJICH ecbelc'r BbpXY OMOHATHYHOCTTA HA OJIMCCAapTaH U 3aTOBa OJIMECapTaH
MCIOIOKCOMHI MOXE Na C€ IIpWiara HE3aBHCHMO OT XpaHa.

He ce HabnmonaBar KIMHHYHO 3HAYHMH Pa3IMKH B 3aBUCHMMOCT OT TI0/1a MO OTHOILUEHHE Ha
¢dbapMaKOKHHETHKATA HA OJIMECAPTaH.

OnMecapTaH ce CBbp3Ba BbB BUCOKA CTEMNEH ¢ ruiazMeHuTe Oentolm (99,7%). Benpeku ToBa, BH3IMOKHOCTTA
3a KJIMHHYHO 3HAYHUMH JIEKAPCTBEHH B3aHMOACHCTBHUA Ha OJIMECApTaH ¢ APYry JeKapCcTBeH

MEAOKCOMUI U BapdapuH. CBbP3BAHETO HA OJIMECAPTaH ¢ KPbBRHHTE KJIETKH € He3Ha
o0eM Ha pa3npeneneHue Cie/l AHTPABEHO3HO NPUJIOKEHHE € ManbK (16-29 1).



buorpancopmMaung H eTUMHHHpAaHe

O6ukHOBEHO 00mMAT nasMeH KiupbHC € 1,3 L/h (CV, 19 %) 1 e cpaBHUTENHO ManbK B CpaBHEHHE ¢
yepHOApOoOHUA KpbBOTOK (OK0J0 90 L/h). Cnen eaHokpaTHO nepopanHo npuiokeHue Ha bengsaH ¢ 14C
onMecaptal MeaokcoMun, [0-16 % ot panMoOaxKTHBHOCTTA C€ OTKPHBA B YpUHATa (NO-ronaMara 4acT B
paMKHMTE Ha 24 4aca OT NPHJIOKEHHETO), a OCTATBKBT OT OTKPUTATA PAJHUOAKTHBHOCT CE€ €KCKpETHPa BbB
¢peueca. UMaiiky npeaBua CHCTEMHATa HAIMYHOCT OT 25,6%, MOXKe Aa ce M34MC/IH, ue abcopOHpaHoTO
KOJNMYECTBO OT OJIMECAPTAH C€ e/IMMHUHHpA CblLo 4pe3 ObOpeuna exckpeuns (okoso 40%) u upes
xenarodbunuapHa exckpeuus (okono 60%). LanoTo konuuecTBO paaCakKTUBHOCT € UACHTHGHMIIHPAHO KATo
onMecaprtaH. He ce oTkpuea apyr 3Hauum Metaboaut. EHTepoxenTanHHAT MeTaboIH3BsM Ha ONIMECAPTaH €
MHHHUMAaJIEH. Tbil KaTo roAMO KOIHYECTBO OT QJIMECAPTAH CE€ EKCKPETHpa 4pe3 KTJbYKATA, MPHIOKEHHETO
MY MPpH NALHEHTH ¢ OWIHapHa OOCTpPYKLIMA € NPOTUBONOKa3aHo (Bxk. 4.3).

TepMUHANTHUAT €TUMHHALIMOHEH TNOJYKMBOT Ha onMecapTaH Bapupa Mexay 10 v 15 uaca cnen
MHOTOKPAaTHO NEPOpATHO NpunokeHHe. [InasMeHnTe KOHLIEHTpaUMK B CTALIMOHAPHO CHCTOSHHUE CE IOCTHraT
c/ie ITbPBUTE HAKOJKO A03H ¥ cnel |4 IHH MHOTOKpaTHO NpUnoXeHUe He ce HabI0aaBa JOMbIHUTENHO
akymynupaHe. bropeunusT knupbHe e okono 0.5 - 0,7 L/h u € He3aBMCHUM OT J103aTa.

PapMaKOKHHETHKA HPH COCUHAIHHA I'PYIH NANHEHTH

IMeanaTpruuHa nonyaanus

(GapMaKOKMHETHKATa Ha OJIMECApTad € NpOoYyUBaHa IpH NeAHATPHYHM MAlLMEHTH ¢ XMNEPTOHHUA Ha Bb3PacT
oT 1 1o 16 ronuHu. KNIMpBHCHT Ha oMeEcapTaH MpU NEAHATPUYHM NalMEHTH € OUIT 6IM3BK 1O TO3H NpH
Bb3PACTHH NALMEHTH, KOraTo ao3ara € Ouna cs00pa3eHa ¢ TeIECHOTO TErJO.

He € HanuuHa apMakoKHHETHYHA HHPOPMALIMS 32 NEAHATPUYHH NMalHeHTH ¢ 6B0peyHo yBpeKaaHe.

Crapuecka Bp3pacT (Ha uiM Haa 65 roAWHA)

[Ipu xunepronuum AUC B cTalMOHapHO ChCTOAHHE CE YBETHYaBa ¢ 0kono 35% npu nauMeHTH B cTapyecka
Bb3pacT (65-75 roguHH) H ¢ okono 44% npH nauMeHTH B MHOTO HanpeaHana Bb3pacT (= 75 roauHH) B
CPaBHEHHE C NMO-MJIaJH MALHEHTH. TOBa MOXE [1a € MOHE OTYACTH CBBbP3aHO CBC CPEAHOTO HAMAJICHHE Ha
6bOpeuHaTa GyHKIMA PH Ta3H rpyna MalHeHTH.

[HaureHntu ¢ 6L6pevHO yBpexaaHe

[Ipn nauuentu ¢ 6s6peuHa HegocTatbuHOoCr AUC B CTALMOHAPHO ChCTOAHHE C€ YBENHYABA CHOTBETHO C
62%, 82% n 179% npu nauveHTH ¢ 1€KO, YMEPEHO B TEXKO HapylueHa 6b0peuHa PpyHKLUHA B CPaBHEHHE ChC
3ApaBU KOHTPOJH (Bxk. ToukM 4.2 u 4.4).

HagHE‘HTH C '-IEQHDQEOGHO YBPCKIAHC
Crnen CAHOKPATHO MCPOPAIHO [MPHAOKCHHC Ha OJIMECAPTAH TIPHA NAUWEHTH C JICKO 10 YMEPCHO HAPYIICHA

yepHOApobHa PyHkuma, AUC B cTaUMOHApHO CLCTOAHHE C€ YBEJIM4aBa ChOTBETHO ¢ 6% n 65 % B
CpPaBHEHHUE CbC CLOTBETHHUTE 3ApaBy KOHTpOM. [[Ba yaca cien mpuno)keHue, NPOLIEHTLT Ha HECBBP3aH
OJIMecapTaH MPH 3paBH KOHTPOJIH, IIPH MALMEHTH C JIEKO HapylIEHa W MPH NALMEHTH C YMEPEHO HapyllleHa
yepHOApOOHa dyHKLMA e cboTBeTHO 0,26%, 0,34% u 0,41%. Ilpu naumeHTH ¢ YMEpEHO HepHOAPOOHO
yBpexkaane, cpeanara AUC Ha onmecapTtaH e cbio ¢ 65% Mo-BUCOKA OTKOJIKOTO NMPH ChOTBETHUTE 3/IpaBH
KOHTpOJIM. CpeaHHTE CTOMHOCTH HA Cax €A CXOJHH NPH NALKEHTH ¢ YePHOAPOOHO YBpPEXKOaHE HIH MPH
3paBu HHINBUAH. OnMecapTal MEROKCOMHII HE € NPCYYBaH NPH MaUHEHTH ¢ TEXKO HapylleHa
yepHOApPOoOHA PYHKUMA (BXK. TOUkH 4.2 U 4.4).

B3anMoeHCTBHA € 1eKAPCTBEHH NPOAYKTH

KonecesenaM, 1€KapcTBO, KOETO CBbP3BA HKILYHUTE KUCEIHHH
EnnospeMeHOTO npuinoxkeHue Ha 40 mg onMmecapran MeaokcoMunt U 3750 mg koneces
MpH 37pasu auua soam Ao 28% HamanseaHe Ha Cpax U 39% Hamanssade na AUC npu
edexT ce HabmoAaBa, HaMaNABaHe CbC ChOTBETHO 4% M 15% Ha Chna 1 AUC, ako on
ce MpUuIoXKH 4 yaca npely KojleceBenam Xuapoxnopua. ENMMUHAUMOHHHUAT MOJTYXH




HamaJsBa ¢ okoy10 50-52% He3aBUCHMO 1)U € NPUITOAKEH €IHOBPEMEHO WK 4 yaca Npean KoJeceBesiaM
Xuapoxaopua (Bx. Touka 4.5).

5.3 IlpeaxknuHHYHH JaHHA 32 6e30MACHOCT

[Ipy uanuTBaHuA 32 XPOHHYHA TOKCHHHOCT MPH [LUTbXOBE M Ky4eTa, OIMECApTaH MEAOKCOMMIT AEMOHCTPHpA
eqHaKbB €dekT ¢ apyrute AT, peuentopHH aHTaroHHCTH U ACE HHXHOUTOpH: noBHLLIEHH CTOWHOCTH Ha
ypes U KpeaTHHHH B KpbBTa ((DyHKUHMOHANHU npoMeHy B OB0OpeunTe nopaau Omokupanero Ha AT,
pEeUEnTOPUTE), HAMAJIEHUE HA Cbp/JE€YHATa Maca; MOHWKEHHUE Ha NMOoKa3aTeluTe 3a YePBEHUTE KPbBHHU KIICTKH
(bpoii epUTPOLIHTH, XeMOTTIOOMH W XEMATOKPHT); XHCTOJIOFMMHM JaHHH 3a OLOpEeYHO YBpeKaaHe
(pereHepaTuBHH Jie3uH Ha OL0peunus enuren, yaebensapade Ha 6azanHuTe MeMOpaHH, AWIaTaliMg Ha
Tybynure). Te3n HexxenaHu cbOUTUA, IPEAUIBUKAHM OT PapMaKoJOTHYHOTO AeHCTBHE Ha OIMeEcapTaH
MEIOKCOMMIIL, ¢a HaONIO/JaBaHH U B MPEAKTMHWUYHY NPOYUBaHHUA 3a Apyrd AT)-peLienTOpHH aHTArOHHCTH H
ACE-uHXUOHTOPH M MOXE /1a C€ peaylpaT Yype3 €IHOBPEMEHHO NEPOPATHO NPWIOXKEHHUE HA HATPHEB

XJIOpHUA.

M npu aBere usnuTeaHuA ce Haba0gaBa YBEJTMUECHHE Ha IU1a3MEHATa PeHHHOBA aKTHBHOCT H
XHNEPTpOPUA/XUNEPIIIa3Ug Ha IOKCTArIOMEpyNapH1A anapaT Ha Ob0peka. Te3u edexTH, KOUTO Ca THITHUHU
3a ACE nnxubutopure n AT, -peuenTopHUTE aHTArOHUCTH, HE MOKA3BaT KIMHUYHA 3HAYHMOCT.

[Tonobno Ha apyru AT -peLenTOpHU aHTATOHUCTH, OJMECAPTaH MEJOKCOMMJ NIOBHILIABA Ye€CTOTATA Ha
XpOMO30MHATa YYIUIMBOCT B KIE€THUYHHU KYJITYPH npu in vifro ycnosus. He ce Habntoaaear 3HauuMu edekTH
B HAKOJIKO in Vifro npoy4BaHUA C O/IMECApPTaH MEAOKCOMMIII B MHOTO BUCOKH 1031 a0 2000 mg/kg. Cnopen
oOLUMTE JAHHH OT NPOYHBAHHUATA 38 FEHOTOKCUYHOCT € MHOTO MANIKO BEPOATHO OJIMECAPTAH MEJOKCOMMI Aa
OKa3Ba reHOTOKCHYEH €(PEKT Npu KIIMHHYHO NPHJICKEHUE.

OJ'IMBC&]DT&H MCAOKCOMHN HE NNOKA3Ba KaHUCPOI€HHOCT HUTO B 2-TOMIHO [MPpOY4YBAHC IIPpH ILTLXOBE, HUT(O B
ABC 6-MeceyvHH Mpoy4s8aHuid 3a KAHUCPOrCHHOCT [IPpKH MHIUKH, B KOUTO CC U3NOJI3BAaT TPAHCTCHHHU MOACTIM,

B penpoayKTUBHH NPOYYBAHUA C ILTEXOBE, OJIMECAPTAH MEJOKCOMMIT HE MOBIIMABA IJIOJOBUTOCTTA M HAMA
NoKa3aTencTBa 3a TeparoreHeH edekT. [loaobHo Ha apyru aHrHOHEeHT3UH Il aHTArOHUCTH, ClNeA EKCIO3HLIUA
Ha OJIMECapTaH MEIOKCOMMII, MPEXXUBAEMOCITA Ha MOKOAEHHETO HAMAJIABRA, & CJied €KCIMO3HLIMA Ha
OpeMeHHH JKUBOTHH B KBCHHTE CTaaHH Ha HpeMEeHHOCTTa U O BpeMe Ha JiakTalug ce HabiiionaBaHa
nejBUYHA Aunarauusa Ha 6sOpeka. [TongobHO Ha ApYrM aHTUXUNEPTEH3UBHHU JIEKAPCTBA, OJIMECAPTAH
MEAOKCOMHJI IEMOHCTPHpA MO-BHCOKA TOKCHYHOCT NpHU OpeMeHHH 3akLH, B CpaBHEHHE ¢ OpeMeHHH
MUIbXOBE, HO HAMA NaHHH 33 PETOTOKCHYEH ePeKT

6. ®APMAIEBTHYHH JAHHHA
6.1 CnHcbK Ha NOMOLIHHTE BellECTBA

Copueeuna na mabnemxama:

Jlakro3a MOHOXHIpAT

Llenyno3a, MUKPOKPHUCTATHA
XHUAPOKCUNTPONMWILIENYJIO3a

CunuuMes JHOKCHA, KOJoUaeH Oe3BoaeH
CTreapyHOBa KHCETHHA

Hoxkpumue na mabremxama:
Xurnpomenosa
XUAPOKCUITPOTNWILEITY103a
Maxporon 400

TuraHoB anokcua (E171)
Tank




6.2 HecnBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha roasoct
2 rOUHM

6.4 Cnenuajann ycJI0oBHA Ha ChXpaHEHHE

Ha ce coxpanssa nog 30°C.
Ha ce cbxpaHsBa B OpMrMHA/IHATA ONMAKOBKA, 33 /1a C€ MPpeAna3y OT BJara.

6.5 BHA M cLABLpPAKAHHE HA ONAKOBKATA

bancrepu ot amymMunui/anyMuHnid, ceaspkalnm 7, 10, 14, 28, 30, 56, 98 dunMupasu TabieTky.
He BcUukM BUIOBE ONAKOBKW Morart aAa ObAaT MycHaTH B npoaaxda.

6.6 ChoennaaHH npeANa3’HH MEPKH MPH H3XBbpJHE

Hsama cneyunanHy N3UCKBaHUA.

HeHsnonsBaHUAT NeKapCTBEH NPOAYKT WIH OTHAAbYHHTE MaT€pPHAH OT HETO TPAOBA Ia C€ U3XBBPIIAT B
CbOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. HNPUHTEXKATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Sandoz d.d.

Verovskova 57, 1000 Ljubljana

CnoreHuA

8. HOMEP(A) HA PABPEILIEHHETO 3A YIIOTPEBA

Tanzupop 20 mg: 20160147

Tanzugop 40 mg: 20160148

9. JATA HA ITBPBO PAZPENIABAHE/MTIONHOBABAHE HA PA3SPEILIEHHUETO 3A
YIIOTPEBA

Harta Ha nupBo pa3zpewaBane: 09/05/2016

Jara Ha nocaeaHo nogHoBsaBate: 29/09/2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

12/2024




