KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HMME HA JEKAPCTBEHHS HPOXYKT N e

Tanzumop 10 mg ¢pwiMHpanu TabneTkn Y ;L VA Mﬁﬁu,u.ﬂ ne HEKAPGT?TA ;
T Fpagy-ia - [IpUAOXeH

Tansugop 20 mg punimupanu TabreTkn . é / ?? 9

Tauzrpop 40 mg punMupasu Tabnerkn | o ¢ Bt

Tansidor 10 mg film-coated tablets

Tansidor 20 mg film-coated tablets ‘ o - 1508
Tansidor 40 mg film-coated tablets DT e LT L

2. KAYECTBEH H KOIMYMECTBEH CbhCTAB

Tanzuoop 10 mg dpunmuparu madbaemxu

Beaka dunmupana Tabnetka ceabpxa 10 mg onmecapran MegokcoMun (olmesartan medoxomil).

HoMOmMHO BEIECTRO ¢ M3BECTHO ACHCTBHE:
55,525 mg nakro3a MoHoXxuApar (lactose monohydrate).

Tanzuoop 20 mg gurmupanu mabnemxu
Bcaka dunmmpana Tabnetka chabpxka 20 mg onMecapran MeiokcoMiK olmesartan medoxomil).

[HoMOmHO BEINECTBO C H3IBECTHO JElCTBHUE:
111,050 mg naxrosa MoHoxuapart (lactose monohydrate).

Tansuoop 40 mg runmupanu mabremxu

Besaxa gunmupana tabnerka ceaspxa 40 mg onMecapran MenokcoMII (o/mesartan medoxomil).

IToMOILITHO BEMIECTBO ¢ H3BECTHO JeHCTBHE:
222,100 mg naxrosa MmoHoxuapar (lactose monohydrate).

3a ITBJIHUA CIIHCHK ¢ MOMOIIHUATE RELLECTBA BIHOKTE TOUKA 6.1,

3. JEKAPCTBEHA ®OPMA

Dunmupada Tabnerka

Tanzuoop 10 mg punmupanu mabremxu
bsna, xpbria, ABOHHOM3IMBbKHANA, PunMUpaHa Tabnerka ¢ Haamuc “10” or eaHaTa CTpaHa.
Pa3smep: 6,4 mm — 6,7 mm

Tanzuoop 20 mg dunmupanu mabremru
bana, kperaa, ARoHOK3ITEKHANA, hHUNMHEpana TabneTka ¢ Haamuce “20” or eanara cTpaHa.
Paazmep: 8,5 mm — 8,8 mm

Tansuoop 40 mg puamuparu mabaemxu

bana, opanHa, ABOMHOM3MEKHANA, PHIMMpaHa TabneTka ¢ Hagnuc “40” oT eHaTa CTpaHa.
Pasmep: 14,9 mm — 15,2 mm x 7 mm — 7,3 mm

4. KJIHHWYHH JAHHH




e

4.1 Tepaneﬁ*mqnn NOKA3AHUS

JleyeHne Ha eceHLMAIHA XHIISPTOHHMA NMPH Bb3PaCTHH.
JIeyeHHe Ha XMIIEPTOHMA NPH ACL2 A IOHOMMK oT 6 10 18 roguimHa BB3PACT.

4.2 JIo3HpOBKA H HAYHH HA HPH.JIOKECHHE

Jo3apoBKA

BrapacTuu

[IpenopsumMrenHaTa HAYAIHA A03a O/IMECApTal MelokcoMun € 10 mg BeHsK JHeBHO. 11pH nalMeHTH, NpH
KOHMTO Ta3H A03a He € JOCTATHYHA 3a MOCTHIaHeé HA KOHTPOJ HA apTEPHAIIHOTO HANIATAHEe, R034Ta Ha
0/IMECAPTaH MeJOKCOMMI MOsKe Za ce yBenuuH A0 20 mg BeHBK JHEBHO KaTo ONTHMAJTHa J103a. AKO €
HeoOX0AMMO JOMBJIIHMTENHO MOHWAKEHHUE HA apTePHAIHOTO HAIATaHe, 103aTa Ha OIMECAPTaH MEIOKCOMUIT
MOXE JIa ce YBEHYH J0 Hali-MHOro 40 mg aueBHO WM J1a ce A00aBM Teparis ¢ XHAPOXIOPOTHAIHA,

AHTHXHNIEPTEH3NBHUAT ¢(EeKT Ha OJIMECAPTAH MEIOKCOMHII CE NPOABABA CJig] OKONO 2 CeIMHLM OT
HAYAIOTO Ha JIEYEHHETO, 4 MAKCHMAJIHHAT €(eKT ¢C NOCTHra CJIe OKOJIO § ceIMHLI OT 3all04YBaHETO Ha
TeparmaTa, ToBa TpAOBa 1a ce HMa NpeABH MPH PEIICHME 33 MIPOMAHA B NO3HPOBKATA, ¢ KOATO CE JICKYBa
NAlMEHTET.

Crapuecka BB3pacT (Ha WIH 63 ro

1o npUHLEI He Ce HaNara KOpHTHpaHe Ha A03aTa NPH NALMEeHTH B CTapyecka BH3pacT (BIDKTE MO-JOJTY 33
NpENopHKH IMPH NAaLMeHTH ¢ OBGPEedHO yBpexgaHe). Ako ¢ HeoOXoAMMO NOBHIICHHE Ha f03aTa A0
MAKCHMaJTHaTa 103a oT 40 mg AHEBHO, APTEPHATHOTO HaJIAraHe TpAOBa BHHMATEIHO Aa C& IMPOCIeAABa.

brOpeurio yBpexxnaHe
ITpu MALHEHTH ¢ JIEKO IO YMepeHO OBGpeuno yBpexkaate (KpeaTHHHHOB KIHPBHC 20 — 60 ml/min)

MAKCHMaJIHaTa n03a € 20 mg onMecapradH MeAOKCOMHT BEJHBK JHEBHO, MOpaJlH OrpaHH4€H OIMT ¢ 110~
BHCOKM JO3H IIPH Ta3H rpyna natmenTy. He ce npenopbuBa ynoTpebarta Ha oJMecapTaH MEIOKCOMHN IIPH
NAIKEHTH ¢ TEKKO YBpexKIaHe (KpeaTHHHHOB KITHPBHC < 20 ml/min) nopaau orpasiyeH ONUT NPH TA3H
rpyna nauMeHTH (BXK. TOYKH 4.4 1 5.2).

YepronpoOHo yBpexIane
He ce m3uCKBa KOPEKIHA Ha [03aTa IIPH MAlHEHTH ¢ JIeKO YepHoApoOHO yBpexaane. IIpH nalHeHTH ¢

YMEPEHO uepHOAPOOHO YRpEeXKAAHES CC NPENOphLYBA HauanHa Jo3a oT 10 mg onMecapral MeACKCOMM
BEAHEXK JHEBHO H MAKCHMAJIHaTa A03a He TpaOpa na Haxeumasga 20 mg BeaeX AHEBHO. [IpH nauMeHTH ¢
yepHOAPOGHO YBpEXKTAHE, KOHTO BEYe Ca Ha JICYCHHUE ¢ QHYPETHLH H/IIA APYTH aHTHXHUNECPTCH3HBHA
NEKapcTBa, ce MPeNopBrYBa BHHMATEMHO NPociieAdBaHe Ha KPbBHOTO Hayrane H 6n0peynaTa QyHKImS.
Hsma onut ¢ oiMecapTaH MEZOKCOMHII MPH NALMEHTH C TEXKKO YEPHOAPOOHO YBpeXKAaHE H NOPaJH TOBA HE
ce Ipemopb4Ba ynorpebara NpH Ta3H Irpyna HagueHTH (BxK. Toukd 4.4 1 5.2). OnMecaprad MEIOKCOMHAN He
TpabBa Ja ce M3MON3BA NPH NMAIMEHTH ¢ X THYHA 00CTpYKIMA (BXK. Touka 4.3).

IlenuaTpuysa rTOMyaalygd
Heua u oH0IM oT 6 10 mox 18 roaniiHa 8B3pacT

IIpenophuMTEIHATa HAYAJIHA 1034 ONIMECApTaH MEAOKCOMMI MPH Aeua Ha Bb3pacT ot 6 xo nox 18 roxuuy e
10 mg Bennex aHeBHO. IIpu aeua, YMETO KPHBHO HAMMraHe HE € aACKBaTHO KOHTPOIHPAHO NPH TazH 1034,
oJIMeCapTaH MeJOKCOMH MOKe Jia ce yBemaH A0 20 mg BeAHBK AHEBHO. AKO € HEOOX0AMMO
JOITHITHHTEHO [TOHIKABaHE Ha KPBBHOTO HAMATAHE, TIPH AELIA YHETO TENECHO TErNo € > 35 kg, fo3ata
oJIMecapTaH MeAOKCOMIJI MoXke Ja ce yBesTHaH [0 MakcumyM 40 mg, [Ipu aeua, KOHTO
AHEBHaTa A03a He TpAOBa Ja npesHiraBa 20 mg.

EE}!I:& NeAHATPHYHA TTOITYJIAlIUA

Be30macHOCTTa M €PHKACHOCTTA HA OIMECApTaH MEZOKCOMMII IIPH J€lia Ha BB3PacT ¢



HE € YCTAHOBEHa. B MOMEHTA HAJIMYHHWTE JAHHH ca ONUCaHH B TOYKH 4.8 H 5.1, HO He Morar fa OBaaT
JMAACHA NPENOPBKH.

OnMecapraH MeTOKCOMHJT He TpAOBa Aa ce M3NOI3Ba NPH Jena moj 1 roauHa nopaay HeAOCTaThYHO JAHHH
3a BesonmacHocTTa M MIICATA HA JAHHH B Ta34 BB3PacTOBa Ipyma.

Havyun HA NPHIOKEHHE

3a no-700p0 MpHABPKAHE KBM CXEMATA Ha JICHEHHE e NpenopbyBa TaH3HJI0p J1a ¢€ MpHEMa TI0 €AHO H
CHINO BPEME BCEKH [ieH, HE3aBHCHMO OT XpaHa, HallpuMep M0 BpeMe Ha 3akycka. Tabnetkara Tpatea aa ce
NpHEMA ¢ JOCTATEYHO KOMIMYECTBO TEUHOCT (Hamp. eJiHa Jawa soga). Tabnerkara He Tpabra Aa ce CABBKEA.

43 Hporasonoxkazanus

*  CBpBXYYBCTBHTEJIHOCT KbM AKTMBHOTO BEIIECTBO HIH KBM HAKOE OT NMOMOIIHATE BEUIeCTBa, H3OpOCHH
B TouKa 6.1

« Btopu 1 TperH TpuMecTBp Ha OpeMeHHOCTTa (BXK. TOUkH 4.4 1 4.6)

+  buinapna obcTpykums (B, TOUKa 5.2)

»  ExanoBpeMeHHaTa ynorpeba Ha TaH3HAOP ¢ AMHCKUPEH-CHABPXKAIIM NPOAYKTH € npomnonoxaaaﬂa IIpH
NALMEHTH ChC 3axapeH auaber wiH 6p6peuno yspexaane (GFR < 60 mL/min/1,73 m %) (Bxk. TouxH 4.5 u

5.1).
4.4 Coennaann npeaynpe:xiedds H NpeANaan MepKr Opn ynoTpeba

Brrpechrios obeMeH AethHAIMT
Ilpn naumenTy ¢ obemeH Wm conesu ASPHIINT NOPAOH arpeCHBHA JUYPETHYHA Tepanud, AHETa C HUCHK

MPHEM Ha COJI, AMapHs HIH MOBPBIIaHEe MOXKE Ja HACTHIIH CHMITTOMATHYHA XHIIOTOHHS, 0COGEHO Citen
BpBaTa [103a. Te3u CHCTOAHNA TPAOBa Aa 6bAAT KOPUTHPAHH MPEAH MPHITOKEHHETO Ha OJIMECapTaH
MEJOKCOMMIL

M CLCTOSHWA, AKTHBUPAIIH PEHHH-AHTHOTEH3HH-aILIOCTEpOHOBATA CHCTEMA
[Ipy naUHCHTH, IPH KOMTO ChAOBHAT TOHYC H Ob0peuHaTa QyHKIA 3aBHCAT IMIABHO OT aKTHBHOCTTA Ha

PEHHH-aHTHOTCH3HH-AJIIOCTEpOHOBATa CACTEMA (HallpHUMeD, MTALHEHTH ¢ TexKKa 3aCToHHa CrpAcYHa
HEeJOCTATHYHOCT WIH NpHApYxasaio 6x0peuro 3abonsBate, BKIIIOYATEIHO CTEHO3a Ha O60pevHa aprepux),
NEYCHHETO C APYTH JISKAPCTBSHH MTPOAYKTH, [TOBITHABALIH Ta3H CHCTEMA, BOAM JI0 OCTPa XHIIOTOHHS,
A30TEMHA, OJIMFOYPHA WIH, PIAKO, 10 ocTpa 650peyHa HerocTaTRUHOCT. He MOXe /1a ce M3KIIOIH
BEPOATHOCTTA 38 BE3HMKBAHE Ha I0I00HH CHCTOAHAA NPH NPHIOKEHHE Ha aHTHOTeH3HH 1l penenrropHH
AHTATOHHCTH. |

PeHoBacKkynapHa XHIIepTOHHA
IIpu naueHTH ¢ OIWIaTepanHa cTeHO3a Ha ObOpeuHnTe apTepHn HIH ChC ¢TeHO3a Ha Ob6peunara aprepus

TIPH € AMHCTBEH (YHKIHOHHpaL] OB0pex, MpHioKeHHeTO Ha JIEKapCTBa, NIOBIMABAlIA PeHHH-AHTHOTEH3HH-
aNACCTEPOHOBATA CHCTEMA, MOXKe [1d IOBEE [I0 MOBHIIEH PHCK OT TEMXKa XMIOTOHHA H OROpetHa
HEAOCTATHYHOCT.

brbpeuHo yBpexknane win 6x0peyHa TpaHCILIAHTALINS
[Ipy prnoxKeHUeTO HA ONIMEeCapTal MEAOKCOMHIII IPH NMAlMEeHTH ¢ HapyuieHa Ob0pedHa GyHKImA ce

NpenophUsa MEPHOAHYHO NMPOCNCAABAHE HA CEPYMHMS KM M HMBATA Ha KpeaTuHHH. He ce mpenopnuea
yToTpeba Ha ONMecapTaH MEAOKCOMIT IIPH MALHEHTH ¢ TEXKO 650peuno yBpexnaHe (KpeaTHHHHOB.
KHpBHC < 20 ml/min) (B. Touka 4.2, 5.2). HaMa omur ot ynotpeba Ha osiMecapran MeZ '
MALWEHTH ¢ HACKOPO OChINecTBeHa OROpeTHa TPAHCILTAHTALIMA WiH NPH MALAEHTH B KPAQK
6x6peuno yBpexaase (T.e. xpeaTHHHHOB KIHpBHC <12 ml/min). )




YepHoapobno yppexaaHe
HsaMa ONHUT NpH NALMEHTH ¢ TEXKO YCPHOAPOOHO yBpeKAaHe H NOPaAH TOBA HE CE Mpenophysa

HPHICKEHHETO Ha OJIMEecapTaH MEAOKCOMHII TIPH T3 NaLUEHTH (B, TOYKa 4.2 32 npenopbKM OTHOCHO
AO3HpAaHE MPH MALMEHTH ¢ JIEKO A0 YMEPEHO YePHOAPOOHO YBpexKIaHe).

XunepkanueMua
Yrnorpebara Ha 1eKapCTBSHH NPOAYKTH, KOWTO MOBJIMABAT CHCTEMATA PCHHH-AHIHOTEH3HH-

ANAOCTCPOHOBATA CHCTEMA, MOXKE 2 NOBCAEC MO XHIICPKATHCMHSA .

PucksT, KOitTO MOXKE Ja € (paTaneH, ce yBeNH4aBa [IPH NAUMCHTH B CTAPYECKa Bb3pacT, NPH MALMECHTH ¢

6B6peuna HEAOCTATHYHOCT M NPH NMALHEHTH C nuabeT, IPH NAIHEHTH, JIEKYBAHH €THOBPEMEHHO C JPYTH
NIeKapCTBCHH NPOAYKTH, KOMTO MOTaT [1a NOBHIIAT HHBATA HA KaJIWH, H/HJIH TP MTALHEHTH ¢ HHTePKYPEHTHH |
CHOWTHS.

[Tpenu na ce B3eMe peleHHe 3a SAHOBPEMEHHO MPIWTOKEHHE HA JIEKAPCTBEHH [TPOAYKTH, KOWTO NMOBJIHABAT
PEHHH-aHTHOTEH3HH-ALIOCTEPOHORATA CHCTEMA, TpAOBA 1a ce OLEHH CHOTHOLIEHHETO MO/I3a/PHCK M Ja ce
AMAT OpeABHJ APYTH aTTEPHATHBH (BXK. CBIUIO To4Ka “JIBoHEO O10KHpaHe HA peHUH-aHIHOTCH3HH-
anaocreponoBara cuctema (PAAC)™).

I'masHuTE prCKOBH (JAKTOPH 3a XHIEPKAIHEMHUSA, KOHTO TPAORBa J1a ce UMAT MpEeABHA, Ca:

« mmabet, 6B6peuno yBpexaane, Bb3pact ( > 70 ronuan)

«  KOMOGHHALMA C €AMH HJIH MOBEYE JICKaPCTBEHH MPOAYKTA, IOBJIHABAINH PEHUH-@HTHOTEH3HH-
ANIOCTEPOHOBATA CHCTEMA WK KanueBd Ao0aeku. Hakon nekapcTBeHy NPOAYKTH WIH TEPaNIeBTHIHM
K1acoBe JIEKAPCTBEHH IPOAYKTH MOraT Ja MpeAU3BHKAT XHNePKATHEMHS: CONCBH 3aMCCTHUTEIM,
CHABPKAINH KaHit, Kamnii-chXpansasauty quypetuiy, ACE mwixuburopu, anruorensyH Il penenropHu
AHTArOHHCTH, HECTEPOUAHH HPOTHBOBE3NAJIMTEIHH JIEKAPCTBEHU MPOAYKTH ( BKIIOUHUTEIHO CENICKTHEHH
COX-2 uHxubuTOopH), XenapiH, IMyHOCYIIPECOPH, KaTO LHKJIOCIIOPHH HWIH TAKPOIHMYC, TPHMETONMPHM.

*  HHTEPKYPEHTHH CHOHTHA, 0COOEHO AeXHAPATALHY, OCTPa ChpAeYHa AeKOMIeHcais, MeTabonuTHa
ALFA03a, BlomasaHe Ha Op0peuHaTa GyHKIMA, BHE3AIHO YTEXKHIBAHE HA OBOPEYHOTO CBCTOAHME
(nanp. undexknro3HE 3a00NaBaHMA), KTeThueH TH3HC (HAIIp. 0CTPa UCXEMHA HA KpafiHHK,
pabnoMuonm3a, IPOARIKHTEIIHA TPaBMa).

Heo6xoaumo € BHUMATEIHO MOHHTOpHpPaHe Ha CEpYMHHTE HHBA HAa KaJTHA MPH Ta3u rpyna NMaiHeHTH (Bx.

TO4Ka 4.5).

JBoiiHO OnoxHpaHe Ha peHHH-AHTHOTEH3HH-AIIOCTEpOHOBaTa cHeTeMa (PAAC)
HMa nauHM, Ye elHOBpeMeHHaTa ynotpeba Ha ACE mixuGuropu, anrnoreHsuH [I-penentopHu 6nokepn wid

ANTMCKHUPEH, MTOBHINIABA PHICKA OT XMITIOTOHH, XHUTICPKAJHEMHSA H HaMalissBaHe Ha OpOpevuHaTa (PyHKIHA
(BkmouHTENHO ocTpa 0BOpeuHa HeaocraThuHOCT). [lopaau ToBa He ce npenopruBa ABOHHO OOKHpaHE HA
PAAC upe3 komOunupanara ynorpeba Ha ACE nnxubutopu, anrHotersuH Il-peuerrropsu Snokepu wim
ardckupeH (Bx. Touxu 4.5 1 5.1).

AKo ce npeneHy, 4e Tepanuara ¢ ABoHHO OJIOKHpaHe € KaTeropHYHo HeoOXoAMMa, MpHIaraleTo i Tpabea
Ja CTaBa ¢aMo Mof HabMOAEHHETO Ha CIISHMAITHCT M NPH YeCTO BHHMATeMHO MOHMTOpHpaHe Ha 6n0peunara
$YHKIMSA, ENEKTPOTHTUTE H KPBBHOTO HAJIATAHE.

ACE uaxuburopu u anrnorensu [I-peuenropau Onokepu BHe TpabBa fa ce H3NON3BAT €XAHOBPEMEHHO IPH
nauHeHTH ¢ AuaberHa HedponaTus.

JIHTHi
TNono6Ho Ha apyru aHrHOTEH3WH [I-penenTopHN aHTarOHKCTH, He CE NPENopHYBEa €/IHOBPEMEHHOTO
IIPWIOKEHNE HA JIMTHH H OIMeCcapTaH MeIOKCOMUN (BiK. TO4Ka 4.5). o

CreHO3a Ha a0pPTHATA WIM MUTpAIHATA Kiana; oGerp 3Ha XMIepTpodHuHa KapAHOMUSTaTHas . % \\
ITono6HO Ha APYrH Ba30AHIATATOPH € HeOOXOAHMO BHHMAaHHUE TIPH NMALHEHTH CbC CTe 3:40}




MUTPASIHATA KJIana, KaKTo M ¢ OOCTPYKTHBHA XuneprpodHyHa KapAHOMHONATHA.

IIspBHYEH ANNOCTEPOHHUIBM
ITanMeHTATE C MEPBAYEH AJIAOCTEPOHHIBM TI0 NPHHIHIL HE CE MOBAHABAT OT JieWeHHe C AaHTHXHIIEPTCHIHBHH

JIEKapCTBEHH TIPOAYKTH, AcHCTBAIM Ype3 HHXHOHpaHe Ha PeHHH-aHTHOTCH3HH-aJIIOCTEPOHOBATA CHCTEMA.
Tlopaau TOBa IIPH Te3H NalMEHTH He CE fIpenopbuBa ynoTpeba Ha onMecapTaH MEIOKCOMMIIL.

HiInpy-noaobHa enreponaTis

B MHOro pe/iki ciIydaH ce ¢bo0iaBa 3a TeXKa, XPOHWYHA AHAPHA CBhC 3HAYHTE/IHA 3ary0a Ha Tersio npu
NMAalMEHTH, MPHEMALIH OJIMECAPTaH OT HAKOJIKO Meécella A0 FoJAMHH CJIe/l 3alfo4BaHe Ha JIEMeHNETO, BEPOSTHO
IIPHYMHEHA OT JOKATH3HPAaHa PEAKIHA HA CBPBXYYBCTBHTETHOCT OT 3a0aBeH Tumn. UpeBHuHTe OHOMNCHH Ha
MALMEHTHTE 9eCTO MIOKA3BAT BHIO3HA aTpodHi. AKO NPH NAUKWCHT TE3H CUMNTOMH BB3HHKHAT MO BPEME Ha
JIeUeHHETO ¢ OJIMECAPTaH H B OTCHCTBHE Ha APYra €THONOTHA, IEMEHHETO ¢ olMecapTaH Tpabpa na Obae
npekpareHo He3a0aBHO H HE TPAOBa fa ce Bp306HOBABa. B cimyyai, Ye CHCTOAHHETO Ha AHApHA He €
nooGpH B ceaMMULATa Clie] NPEKPaTABAHE Ha JicUeHHETO, TpAbBa Ja ¢ 0OMHCIH KOHCYNTalHA C ApYyT
CIICIHATIHCT (HaImp. racTpOSHTEPOJIOT).

ETHnuecki 0cofeHOCTH

IMTono6uo Ha APYrH aHruoTeH3uH II-penenTopHu aHTarOHUCTH, e(PEeKTHT Ha OJIMECapTaH MEJOKCOMHIIT BBPXY
NOHKM;KABAHETO Ha KPHBHOTO HANATAHE NPH YEPHOKOXE MALMEHTH € No-cj1al, B CpaBHEHHE ¢ OCTAHATHTE
NalMeHTH, KOEeTo ¢e 00ACHARA Hai-BEPOATHO ¢ HUCKHTE HHBA HA PEHHHA IPH YepHOKOXXHTE MALMEHTH C
MIOBHIIEHO KPBBHO HAIATaHE.

bpeMeHHOCT
IIpu GpeMEHHOCT He TpAOBA Aa Ce 3amoyBa Jedekne ¢ anruroTeHsnH Il-penenroprn aHTaroHUCTH. OCBEH aKo

NPOABKATEITHATA TEPANHA ¢ AHMHOTEH3HH 11-pelienTOPHH aHTarOHUCTH HE € KpaiHO HaJIOXKHTEJTHA,
NAlHCHTKHTE, KOUTO IIaHHPaT OPpeMEHHOCT, TPAOBa Aa NPEMHHAT Ha ANTCPHATHBHO AHTUXHMIICPTEH3HBHO
Aedesne, ¢ yeTaHOBeH npodHn Ha Ge3omacHocT npd GpemerHoct. Korato ce ycraHOBH OpeMEeHHOCT,
NEYEeHHETO ¢ aHTHOoTeH3HH [[-peliennTopHU AHTArOHHCTH TpAOBa He3abaBHO Ja OpAE NPCYCTAHOBEHO H, KO €
IOAXOASIIO, TPAOBA Aa ce 3aNMOYHE aJITepHATHBHO JIedeHHe (BXK. TOUKH 4.3 H 4.6).

Hpyru

KaxTo M npH Apyry aHTUXHIEPTEH3UBHH JICKAPCTBa, IPeKOMEpPHOTO NOHKEHHE Ha KPBBHOTO HATIATAHE MPH
NAIMEHTH C HCXEMHYHA 60MeCT Ha CHPLIETO H/IH UCXEMHYHA MO3BYHO-CBAOBA OONECT MOXE fa AOBEOE A0
HHGApPKT HA MHOKapAa HITK UHCYIIT.

CreumanHy NpeaynpexaeHna OTHOCHO NOMOIIHHMTE BEIICCTBA
To3u nexapcTBeH NPOAYKT ChABPXKA NakTo3a. [lanueHTH ¢ HacneACTBEHH NpobiieMH Ha ralakTo3Ha

HEMOHOCHMOCT, Lapp-nakTaseH A¢HIAT WIM TIIOKO30-TAIAKTO3Ha Manabcopbims He TpaGBa Aa npHeMaT
TO3H IEKAPCTBEH MPOAYKT.

4.5 BiaamopeiicTsEe ¢ APYIH JCKAPCTBEHAE NPOIYKTH B APYTR OpMH Ha BlauMojelicTBHe
EdexTRr Ha APYrH JeKAPCTBA BHPXY OJIMeCAPTAH MEJOKCOMHAN:
M AHTHXWIMEPTEHIHBHY JIEKAPCTBEHH [TPO

IToHHXABAIIMAT KPBBHOTO HANATaHE €()eKT Ha OIMECAPTaAH MEAOKCOMHII MOXKE Ja OBA€ yCHIICH Ypes
SAHOBPEMEHHOTO MPIIOKEHHE HA APYTH AHTHXUIECPTCHIABHH NEKAPCTBEHU IPOXYKTH. Je——
.

ACE naxuburopu, aHruoTeH3uH ll-penienTopHH 6/10KEpH MK aIHCKHPEH
JIaHHH OT KMHHUYMHM IPOYYBAHUA 1OKAa3BaT, Y€ JBOWHOTO O/IOKHpPaHE Ha peHHH-aHrHo';e

anpoctepoHoBara cuicteMa (PAAC) upes komOunmEpanara ynorpeba Ha ACE uHxu0




pelenTopHU GI0KEpH IWIH ATHCKHUPEH Ce CBBP3Ba C MO-BHCOKA HECTOTa Ha HeXeNnaHH ¢HOHTHA, KaTo
HaNpHMEP XMIIOTOHHA, XHIIEPKATHEMHA B HaMaABaHe Ha OpOpeuHaTa pyHKUHA (BKTIOUHTEHO OCTPa
6B6peurHa HEAOCTATHYHOCT), B CPABHEHHE ¢ yNoTpebaTa caMo Ha €HO CPEACTBO, AchcTramo Brpxy PAAC
(BX. Touxu 4.3, 4.4 u 5.1).

KanneBH 100aBKH H KaJIHH-CHhXPAHABAIIH AHYPETHLH
Bb3 ocHOBa Ha OMKTA C APYTH JIEKAPCTBEHH NMPOXYKTH, KOHTO NOBIMABAT PEHHH-8HTHOTCH3HH-

anIoCcTepOHOBATa CHCTEMA, CAHOBpEMEHHaTa yrioTpeda Ha KaIMH-ChXpaHABallH JHYPETHLIH, KAITHEBH
n00aBKH, COJIEBH J0OAaBKH, ChIbPKALIH Ka/IWH WIH APYTH JIEKapCTBEHH MPOAYKTH, KOMTO MOTAT 2
YBEIMYAT HUBATA HAa CEPYMHHA KaNHH (Hamp. XenapHH), Moxe Aa J0BeAe A0 MOBHUICHHE 1a CepyMHMA
xani (Bx. Touka 4.4). [lopanu ToBa He ce MpENopbYBa €AHOBPEMEHHOTO NPWIOKEHHE.

Hecrepo npoTHeoBL3nanurentu cpeacTea (HCIIBC

HCIIBC (BK/IFOUMTENHO ALIETHICATHIMNOBA KHCEJIMHA B Jo3H > 3 g/neH u cpiio COX-2 nHxuOrTOpHTE) H
aurroTen3uH [I-penenropHuTe AHTATOHHUCTH MOraT 1a MMAT CHHEPTHYEH e(PEeKT BhPXY HAMAJICHHETO Ha
rnoMepyiHara ¢uwrrpaipa. PHCKBT 0T eHoBpeMeHHara ynotpeba Ha HCIIBC u Ha anrnorensu II-
peLIeNITOPHH aHTAr'CHHCTH € NOoABaTa Ha ocTpa OB0peuHa HepocTaTbuHOCT. [IpenopruBa ce npocneaaBaHe
Ha Op0pedHaTa HyHKIMA Ha TTAOMEHTa B HA4al0TO Ha JIEYEHHETO U PeAOBHA XHAPATALHA HA NAl[HEHTA.
OcBeH TOBa, €AHOBPEMEHHOTO TIPHJIOKCHHE MOXKE /1a A0OBEE A0 HAMAIIBAHE HAa aHTHXHIICPTCH3HBHHA
edexT Ha aHrHOTeH3HH [I-pelienTopHUTe aHTANOHKCTH, KOSTO BOAH J10 HacTHYHa 3aryba Ha eeKTHBHOCTTA
HM.

KonecepenaM, IeKapcTBo, KOETO CBBP3Ba HUTHYHHTE KHCEIHHH
EQHOBpEMEHHOTO TIPHICHKEHHE Ha KONCSCEBENAM XUPOXIOPHA, JICKAPCTBO, KOSTO CEBP3BA HUTHUHMITE

KHCEIMHM, HAMA/IABA CHCTEMHATA EKCIO3HLMA M MaKCHMAITHATA IUIa3MEeHa KOHLICHTPALHA Ha OJIMECAPTAH K
HaMaJIfBa eJIAMHHALIHOHHHA MTOMYXXHBOT (t1). [IpHnoxkenHeTo Ha OJIMecapTaH MEAOKCOMMII MOHe 4 4aca
NpeaH KOJieCeBelaM XHAPOXJIOPH HaMalIfiBa e)eKTa OT JIeKapcTBEHO B3auMOoAeHCTBRE. [IprnoxenweTo Ha
olMecapTaH MeAOKCOMMII TIOHE 4 yaca mpeaH KOJNECeBeIaM XHAPOXIOpHA TpAOBa Ja ¢€ HMa npeaeH (BX.
TO4YKa 5.2).

EE!! ' BCINCCTRA

Cnen neveHMe ¢ aHTHALM (ANYMHHHAEB MarHE3UEB XMAPOKCHA) ce HabmoaaBa yMepeHo HaMaJleHHe Ha
OHOHAHMYIHOCTTA HAa OJiMecapTaH. EAHOBpEMEHHOTO MpHIOKEHHE HA Bap(hapHH 1 IHMOKCHH HE OKa3Ba
e(deKT BEpXy papMaKOKHMHETHKATA HA OJIMECAPTaH.

EdexTH Ha o1MecapTaH MeIOKCOMHE/I BBPXY APYIrH JeKAPCTBCHA NPOXYKTH:

Jluruid

[Ipy eqHOBPEMEHHO NMPHIOKCHHE HA JIMTHIA ¢ HHXUOUTOPH Ha AaHTHOTEH3MH-KOHBEPTHPAINMA €H3HM H
aHrHOTeH3UH [I-perenTopHM aHTArOHHMCTH € HaOMoAaBaHO O0paTHMO TIOBHILIEHHE HA CEPYMHUSA JIMTHI H
TOKCHMYHOCTTa My, [lopanu TOBa He ce NpenopbhbYBa ¢HOBPEMECHHOTO NPHUICKEHHE HA JIMTHH ¢ ONTMECapTaH
MEIOKCOMMI (BX. Touka 4.4). AKO eqHOBpeMEeHHAaTa YIIoTpeOa € HAJIOXKHUTENIHa ce NMPenophyba BHUMATETHO
[IpocIeABaAHE HA CePYMHHA THTHH,

EQ}LI_ A BEILCCTBA

B crieudyIHH KTHHHYHE A3IHTRAHHA ChC 37paBH JOOPOBOIILH ca NpoyyYeHH BapdapHH, ANTOKCHH,
aHTHALMA (MArHe3WeB afyMUHHEB XHPOKCHA), XHAPOXJIOPOTHA3HA U npaBacTaTuH. He ca HabmopapaHy
KIHHAYHO 3HAYAMH B3aHMOJCHCTBHA H B YaCTHOCT OJIMECAPTaH MEJOKCOMM He 0Ka3Ba 3HAYHTeJIeH edeKT
BBPXY (papMaKOKHHETHKATa H (PapMaKOAHHAMHKATA Ha BapdapuH U BEPXY ¢apmammne*rmcara HA .
AUTOKCHH.




HHynupan edexr pEPXy aKTHBHOCTTA Ha IHTOXpoM P450 npu mrexose. 1lopanu ToBa He ca MpoBeKIaHH
NPOYYBaHHA 32 B3aMMOACHCTBHS in Vive ¢ H3BECTHH HHXMOMTOPH H HHIYKTOPH Ha IUTOXpoM P450 eH3uMa H
He ¢ 0YaKBaT KMTHHAYHO 3HAYHMMH B3aHMOIEHCTBUA MEKIY OJIMECAPTaH H JIEKAPCTBEHH MPOAYKTH, KOHTO
ce meTabomusupar ot ropeusdpoennre uuToxpoM P450 eHzpMH.

IlemquaTpHyHa nonyrauus
CamMo npH BB3pacTHH ¢a OUIH TPOBE/ICHH NPOYUBAHWA 33 BIAMMOACHCTRUS.

He ¢ n3BecTHO Janu B3aHMOACHCTBHATA [IPH A¢Lia C& CXOAHH C TE3H IIPH BB3PaCcTHH.
4.6 DepraanrTer, 5peMEeHHOCT H KbPMEHE

bpemennocT

Vnorpebara Ha aHruoTeH3HH Il aHTarOHHCTH He C€ MPENnoOpBLYBa 110 BpeMe Ha MbPBHA TPHMECTHP Ha
OpemeHHocTTa (BXK. TO49KA 4.4), YnoTpebara Ha aHrMoTeH3HH 1 aHTATOHKCTH HE Ce NPENOpPHYBa Mo BpEME
HA BTOPH H TPETH TPHMECTEHP OT OpeMeHHOCTTA (BXK. TOUKH 4.3 H 4.4).

Benpeku 4e enmHAeMHOJIOTHYHHTE JAHHH 38 PHCKA OT TepPaTOreHHOCT cnell ekcnosHiig Ha ACE
HHXHOHTOPH IO BpEME Ha ITBPBHA TPHMECTHP Ha OpeMEHHOCTTA He ca yOeAUTEIHH, He MOXe J1a € M3K/IOYH
JIEKO MOBUIIICHHE Ha PHCKA. Thii KATO HAMA KOHTPONHPAHH €NHACMHOJIOrHYHH AAHHH 338 PHCK I1pH
aHrHoTeH3uH [ aHTarOHUCTH, MONOOHM PHCKOBE MOXKE /1a UMa H IPH TO3H KIAC JEeKapCTBEHH IPOXYKTH.
OcBeH ako MPOARDKABAHETO HA TePAllUATA C AHTHOTEH3HH PELICITTOPEH OIIOKED HE € OT CBIIECTBEHO
3HAYECHHE, NALHEHTKUTES, KOHTO IUIAHHpaT OpeMeHHOCT, TpAOBa Aa NPEMUHAT Ha JIpyro aHTHXHIIEPTCH3HBHO
NieyeHUe, KOeTo € ¢ ZjoKkasaH npogmw Ha 6e3onmacHOCT npu GpeMEHHOCT. IIpH MTHArHOCTHIHPAHE Ha
OpeMEHHOCT, NeYeHHETO ¢ aRTHOTEH3HH Il aHTaroHucTH TpAOBa BeAHara Aa € NMpeyCTaHOBH H NMPH
Heo0XOIMMOCT J1a C¢ NPHI0KH OPYIO JEUSHHE.

H3BecTHO €, Ye eKCo3HIMATA KbM aHIHOTeH3HH 1l aHTaroHMceTH o BpeMe Ha BTOPH ¥ TPETH TPHMECTEP
HHAYLUHPa (PETOTOKCHYIHOCT MpH xopa (HaMaieHa 6b0peuna PyHKIMA, OMUrOXHAPAMHHOH, 3a0aBaHe Ha
OCHOUKALWATA Ha Yepena) H HEOHATaIHA TOKCHYHOCT (OB0OpeuHa HeloCTaThYHOCT, XHIIOTOHHA,
XHnepkanueMusn) (Bx. Touka 5.3). "

ITpu excriosuia Ha aHTHOTeH3HH [l AHTarOHHCTH Npe3 BTOPH TPUMECTHP OT OpeMEHHOCTTA Ce Npenopriba
YJATPa3BYKOBO H3cieaBaHe Ha OpOpeyHaTa pyHKIMA M HA yepena.

KepMadeTa, UiHTO Malikyl ca pHeMalT aHTHOTER3KH 1] aHTaroHKUCT No BpeMe Ha OpeMeHHOCTTa TpIOBa
BHMMATE/HO JIA C€ POCNE/IABAT 34 XHIIOTOHMSA (BXK. CBINO To4kH 4.3 u 4.4).

Kbupmene

OnmecapraH ce eKCKpeTHpa B MIIAKOTO Ha KhpMEIIH IUTHXOBE, HO He € H3BECTHO JAaJIH NONaja B KepMara
npu xopa. Ilopagu nunca Ha HHGOPMAILTHA 3a MPUIOKEHUETO Ha ONMECApTaH Mo BpeMe HA KEPMEHe,
DPOAYKTEHT HE CE TIPENOpPBLYBA B e NPEeAHoYHTaT APYTH JIe4eH s ¢ no-go0pe ycTaHOBEH Npo¢hHi HA
Oe3onacHOCT Nnpe3 nepHoAa HA KbpMEHe, 0c00eHO B CiTydaii Ha HOBOPOJeHH WIH HEJJOHOCEHH AeLa.

4.7 Ed¢exTn Bhpxy cnocobHocTTa 32 mojHpaHe B paboTa ¢ MAMHHH

Tan3ugop noBnHABA CIIOCODHOCTTA 3a WIopUpaHe WiH padoTa ¢ MAIIMHN B MHHUMANHA HTH YMepeHa
cTened. B HAKOH CiTydad MOKe Ja Bb3HHUKHE 3aMasHOCT WK YMOPa [pH NALHEHTH, KOUTO MIPUEMAT

‘.ﬁ'-l"l-- i

AHTHXHIICPTCH3KBHH JIEKAPCTBA, KOSTO MOXKE J1a HapyLiH criocoOHOCTTa 33 PeaKiHA. / NEHI o
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Haii-gecTo choblliaBaHHTE HEXXENIAHH PeakLuH IPH JIeYeHHe ¢ OJIMEcapTaH MEAOKCOMII ca I71aBobome
(7,7%), rpunonogo6Hu cuMnroMH (4,0%) u 3amagHocT (3,7%).

B miiane60-KoHTPOJIHPaRK NPOYUBAHHA ¢ MOHOTEPAITNS, €JHHCTBEHATA HEXENIAHA PEAKIUs, KOATO
HECHMHEHO € CBHP3aHa ¢ JIEYEHHETO, € 3aMagHOCT (2,5% uecToTa Mpu onMecapTad MeaoxcoMui H 0,9% mpu

mwiauebo).

YecToTaTa € MaJKo MO-BUCOKA NPH OJIMECAPTAH MEZOKCOMEIT B CPABHEHHME ¢ IU1anedo ¢hIo Mo OTHOLICHHE
Ha XuneprparmnepuaeMust (2,0% copamo 1,1%) 1 nosMinenne Ha HABaTa HA KPeaTHHHH QOCPOKHHA3A
(1,3% cnpamo 0,7%).

TabnpyeH CMHCEK HAa HEXKEIAHATE peaKiiiy:
HexenaHuTe peakiMe KbM OJIMECAPTAH MEAOKCOMHMIT B KITHHUYHHI NPOYyUBaHHs, MPOyYBaHUA 32

Ge3onacHOCT cneq pazpemanase Ha ynorpeda U 0T CIoHTaHHUTe ChobuieHus ca ofenunenn 8 Tabmniara
[0-1OIy. |

Chnopen 4ecTOTATA HA BE3HMKBAHRE HEMXKETAHHTE PeaKIVH ca KAaCHPHUIIHpaHH KaKTO CleBa: MHOTO YeCTH
(=1/10); yectu (=1/100 mo <1/10); Heuectn (=1/1 000 mo <1/100); peaxu (>1/10 000 zo <1/1 000); MuOrO

peakH (<1/10 000).

MedDRA Hexenany peaknuy YecroTa

Cucremo-opranen kiac

HapyuieHns Ha KpBBTa H TpomOGoupTONeHH Heuectu

nuM@HAaTa CHCTEMA

HapymeHus Ha HMyHHaTa AHajdunakTUUHA peakims HeuecTn

CHUCTEMa,

Hapytenna Ha MeTabonusMa H XUNEePTPHIIHLICPHACMHA YectH

XPaHEHETO XHIIEpYpHKEMHA YectH
XHIIepKanHeMHA Penxkn

HapymeHnua Ha HepBHaTA 3aMagHOCT Yectn

CHCTEMA I'naBofosne YecTH

Hapynrenns Ha yXoTo # CeeToBBpTEK HeuectH

JabHpHHTa

ChpACIHH HAPYIIICHHSA AHTHHa NEKTOPHC HeuecTH

CpaosH HapyleHHs XHNOTOHHA Penxu

PecnupaTopHH, rpbAHH H bpoHxHuT YecTH

METHACTHHANIHHM HAPYIICHUSA QapuHTHT Yectn
Kamnrua YecTH
PyHuT YectH

CroMamHo-upeBHM HapyiieHHs | acTpoeHTepHT YectH
Jnapun YecTH
KopeMHa 6onka Yectn
l"agene YecTH
Aucnencus YectH
Lospeioane Heuectn
[Hnpy-nopobHa eHTeporiaTHs Mmuoro peaku
(k. Touka 4.4)

HapyumeHus Ha Koxara U Ex3aHTeM Hevect

MOMKOXKHATA THKaH AJnepruueH AepMaTHT Heuectn
Ypiukapus
Ob6puB




Cepbex Heuectn
AHrHuoeaeM Penxu
HapymeHus Ha MyCKYITHO- ApTpHT YecTH
CKEJIETHATA CHCTEMA K bonka B repba YecTH
CBCAHHWTENIHATA THKAH bojika B KOCTHTE Yectn
Muanrus HeuectH
MyckyJieH crasem Penxu
Hapywenns Ha 6s0penure u XeMarypus YecTH
MUKOYHWTE NBTHIIA HudekiMs Ha MHKOYHUTE Yecn
MBTHIIA |
Octpa 6pOpeuna Penxu
HEA0CTATEYHOCT
‘ brOpeuHa HEAOCTATHYHOCT Peakn
O6iu Hapywenus U edpextd Ha | bonka Yectn
MACTOTO Ha NPHIOKEHHE bonka B repauTe Yect
[lepudepeH orok Yectu
['punonofaoHHW cHMOTOMH Hect
YMopa Yect
OTOK Ha JIHUETO Hevectn
Actenms Hedectu
O061ma cnaboct HeuecTu
JleTaprus Penkn
Hacneapanus INoBuineHH HHUBA Ha YecrH
94epHOPOOHHTE €H3HMH
IloBuIneHH HHBA Ha yped B Yectu
KpbBTa
IToBHIIIEHH HHBA HA KPEaTHH YecTnt
dochokrHa3a B KPBBTA
[ToBrineHU HHBA Ha KpeaTHHHH B | Penku
KpPBBTA

JoKIaaBaHy ¢a eJHHIYHH CJIydyad Ha paOmoMHONIM3a BBB BPB3KA C NPHEMa HA aHrHOTeH3HH II-penenTopHH
OnokepH.

,EOH'BJ]HHTQJIHa PIHQOEMM 34 CHCIHATHH TIOITYJIAlIHH

llenmaTpyaHA Honyiaus
bBesonacHocTTa Ha OIMecapTaH MeJoKcoMun € Habnogagana npH 361 aena 4 OHOMM Ha BB3pacT ot 1-17
TOOMHH, TIO BPEME Ha B KJIWHHHYHH NPOoYy4YBaHHA. KaTo 110 BUABT H TEXKECTTA HA HEKEIaHUTE PEaKLMH ca
NMoaoOHE Ha TE€3H NPH BB3PACTHH, OCBEH NPH OIMMHUCAHUTE M0-A0TY, KbAETO Y6CTOTATA € M0-BHCOKA MpH
Aelara;
« KpnBOTedeHHe oT HOC € YecTa HexeNlaHa peakuus npu Aeua (t.e > 1/100 ao < 1/10), kogro He €
Ouna HabGmoaasaHa 1IpH BE3PACTHH.
« Jlo ppeme Ha 3 ceAMHYHO ABOHHO-CNANIO IPOYUBAaHE, YECTOTATA HA JICYCHHUE HA HOBOBBAHHKHANM
3aMASHOCT H IIaBO0OIHE € NPHOIH3HTEIHO ABOMHO MO-BUCOKA NPH AeLa OT 6-17 roaunm B rpymara
Ha BHCOKA /1032 OJIMECAPTAH MEIOKCOMIL.
Karto wpno npodrirsT Ha 6€30MacHOCT Ha OIMECAPTAH MEIOKCOMII [IPH TIEAHATPUYHH [TALHEHTH He CE
pa3imM4yaBa 3HAYUTEITHO OT Mpoduia Ha 6€30MacHOCT NPH BH3PacTHH.

Crapdecka Bp3pacT (65 HIIH IOBEYE IOHEH)

Crofimapane Ha NORO3NUPAHH HEXKENAHW peaKLIHH
Co0IaBaHeTo Ha MOZO3UPAHH HEXCIAHH Peaki[HH CJIeH pa3pelliaBaHe 3a ynmpcﬁp ﬁ

MPONYKT € BaxHO. ToBa 103BONIARA Ja POIE/IKH HAOIIONEHHETO Ha C’BDTHOII]GHHT‘E
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NIEKapCTBEHHA MPOAYKT. OT MEIHLMHCKHTE CIICIHANINCTH CE H3HCKBA Ja chOOIIABAT BCSAKA NO03HpaHa
HeXKeJIaHA Peakiiig 4pe3 HALIHOHAIHA CHCTEMA 3a ChoOImaBane KoM M3anmeaHuTEIHATA areHUMA 1o

nexkaperparta, yi. . Jamau Ipyes® Ne 8, 1303 Codus, ten.: +35928903417, yebeaiit: www.bda.bg.

4.9 Ilpenozupane

HanugHa e camo orpanndeHa nHopMarpsa 3a npeaosHpate npH xopa. Haii-BepoaTHUAT edexT mpH
npeno3upaHe € XMIoToHud. B ciydaii na npeaozupane, CHCTOSHHETO HA NaliHeHTa TPA0Ba fa ¢e nmpocneaaBa
BHHMATEIHO H A3 C€ ApIara CHMIITOMATHYMHO H MOAXEPKAINO JICUCHHE.

Hama nadopmMaliug gany OIMECEPTaH C€ QUMCTBA ¢ JHANTKA3A.

5. ®APMAKOJIOIHYHH CBOMCTBA

5.1 PapmaxkogREAMHAYHH CBOHCTBA

PapMaKOTEPANCBTETHA Irpyna: AHrHoreH3HH Il periemrropHy aHTarOHUCTH
ATC xon: CO9CAOS.

Mexaud3sM Ha geﬁc*rane / (DRQMRKOEHHRMHHHH Eﬂ!ﬁK’I‘H

OnmecapTaH MeI0KCOMHIJI € MOIIIEH, TIEPOPATHO AKTHBEH, CelleKTHReH anrroreH3uH [I penenropes (THI
AT1) anraronuct. [Ipeanonara ce, ue O10KHpa HATEIHO JEHCTBMETO HA @aHTHOTEH3HH I, Mexupano Ipes
AT1 peuenropure, He3aBMCHMO OT H3TOYHHKA M HAYMHA HA CUHTEe3HpaHe Ha aHrnoTeH3HH 1. CenexTHBHHAT
aHTaroHu3®M Ha aHrHoTeH3HH Il (AT1) peuenrropuTe BOAH A0 YBEAHYCHUE HA TUIA3MEHHTE HHBA HA PeHHHA
¥ Ha KOHHEHTPAUHHTE Ha aHrHoTeH3uH I 1 II, xakTo ¥ B H3BeCTHA CTENEH HAMANICHHE HA TUIA3MECHHUTE HHBA

HA aJlIOCTEepOHa.

AnrnorensuH Il ¢ rnaBHHAT Ba30OAKTHMBEH XOPMOH Ha peHMH-aHTHOTEH3HH-A/TOCTEPOHOBATA CHCTEMA H
HIrpae BAKHA poJId B MATOreHe3aTa Ha xuneproHuara upes Tun 1 (AT,) peuenropure

Knunnuna edukacHocT M 6€300aCHOCT

[Ipr xunepToHNs oMecapTaH MEAOKCOMII BOAH 10 A03a-3aBHCHMO, NPOXBIDKHTEITHO
HaMaJieHHE Ha apTepHaIHOTO KpbBHO Hanarane. HaMa naHHH 3a XHITOTOHHA IPH IIBPBaTa
1034, 33 TaXHPUIAKCHA NPH NPOTBLKMTENHO JICYCHHE WK 3a pebayHa-XHIIepTOHHA Clel
NPEeyCTAHOBABAHE HA TEpamuATa.

IIpu npHIOKEHHE BeAHBX JHEBHO Ha OJIMECapTaH MeIOKCOMHJI C€ OCHIYpABa €(peKTHBHO H IUIaBHO
MOHWKCHHE HA apTePHUATHOTO HANATAHE B NPOAB/DKEHHE Ha LAN0TO AcHOHOmME, [TprioxkeHHe BeqHBXK
IOHEBHO BOAM O HAMANEHUE HA APTEPHAIHOTO HAATAHE, AHAKBO C TOBA Ha MPIWIOKEHHEe Ha chillaTa 001a
JHECBHA 4034 /IBa ITBTH JHEBHO.

[IpH NpOIBIDKHTENHO NIPHICKEHHE, MAKCMMAJTHO MOHIKABaHe Ha apTEpHATHOTO HaJIAraHe ce noctHra 8
CEeAMMIM ClIe] 3aT04BaHe Ha TEPAnMATa, BHIIPEKH Y€ 3HAUYHTEIHO HaMalleHHe ce HaOmoapa olle ciea
ITHPBHTE 2 CEAMMIH OT JIeUeHHETO. EAHOBpEMEHHOTO NPHITOKERHE C XUAPOXIOPOTHA3K ce roHacs nobpe H
BOAH IO AOMBIHATEIHO NOHIDKEHHE HA APTePHATHOTO HALATAHE.

PanpoMH3HpaHe Ha OJIMEeCAPTaH U NpeBeHLMd Ha nuabeTHa MUKPOAIOYMHHYpHUS) 11 WAL
JuabeT THIT 2, HOpMOAOYMHHYPHA H NOHE €IHH NOMBIHATENEH CHPACYHOCHAOB PHCKD
e\ =




M3CIIeIBa JaJTH JICICHUETO ¢ ONIMEcapTaH MOXe Aa 3a0aBH Ha4yanoTo Ha Muxpoanbymurypud. ITo Bpeme Ha
OSPHOJIa Ha TIPOCIENABAHE CBC CPEIHA NPOABDKATEITHOCT OT 3,2 rOIHHH, NAKMCHTUTE MOy aBaT
ONIMEcApTAH WM Na1e60 B JOITbIHeHHe KbM APYH aHTHXUIICPTEH3MBHH JIEKapcTBa, ¢ makmnoveHue Ha ACE
HHXHOHTOPH M aHTHOTEH3MH pelenTopHH OnokepH (ARB).

3a repBMtHaTA Kpalina Iien HpoyBaHeTo NoKaska SHAYNTETHO HAMAJIABAHE Ha BPEMETO 3a Ha9YaNo Ha

MHKpOaJIOYMUHYPHA B TIOJI3a Ha oMecapTaH. Crnell KOpeKLUsA Ha pa3iukiTe B apTepHaIHOTO HAJLTaHe TOBA
NOHHKEHHE HA PUCKA BeUe He € CTATHCTHYECKH 3HaumMo, kaTo 8,2% (178 or 2160) oT nauHeHTHTe OT

rpynara Ha onMecaprad M 9,8% (210 ot 2139) B rianeGo rpymarta ¢a pa3BrIM MHKpPOANOyMHHYPHA

[To oTHOIEHNe Ha BTOPHYHHTE KPaifHA LE/H, ChPACYHOCHIOBH HHLMASHTH BE3HHKBAT NIPH 96 MallUeHTa
(4,3%) ripm onmecapraH ¥ npu 94 nauuenTa (4,2%) npu mnaiiebo. Hlecrorata Ha CHpACIHOCHAOBA
CMBPTHOCT € I0-BHCOKA TPH JISYEHHETO C OJIMECAapTaH B CPABHEHHE ¢ nnaue6o (15 nammenta (0,7%)
crpsamo 3 naupenTa (0,1%)), BBIIpexy cXOAHUTe HUBa Ha HedaTaneH HECYT (14 nanmenTa (0,6%) cipsvo 8
namuerTa (0,4%)), HedaraneH muokapaeH undapkr (17 mapenta (0,8%) cnpamo 26 nauwnenTa (1,2%)) u
CMBPTHOCT, pa3jIi4Ha OT ChPASUHOCHA0BA, (11 mammenTa (0,5%) cnpamo 12 namyenta (0,5%)). Obmara
CMBPTHOCT TIPH OJIMECAPTAH € YHC/IeHO oBHIIeHa (26 nauuenta (1,2%) cipamo 15 nauueHta (0,7%)),

' KOETO € clIeACTBHe OCHOBHO OT TO-BHCOKHA Opoil patanHu chpAeHHOCHAOBH HHLIHACHTH.

B npoyusanero Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT), OnmecapTan HaMa/IsBaHe Ha 9€CTOTATA HAa TEPMHHAIHATA CTeTleH Ha 656peuna Sonect mpH

‘nuaberHa HedponaTHA) ce H3CIeABaT edeKTUTE Ha OlMecapTaH BEPXY ObOpeYHHTE H CHPAEIHOCHA0BH

KpaitHu CRCTOAHMA NPH 577 paHaoMU3Npany nanvenTt o1 Snonus ¥ Kurali ¢ auaber Tvm 2 ¥ W3sBEHA
Hedponarus. Ilo BpeMe Ha epHoa Ha NPOCIEAABAHE ChC CPeJHa POLABIDKHTENHOCT OT 3,1 rofuHH,
MAaHHEHTHTE MOJyYaBaT WM OJIMECAPTaH, HiIH IUTaiebo B JOMIBIHCHHE KbM APYTH AHTHXHIICPTCH3HBKU
nekapcTsa, BKmoudTeHO H ACE HHXHOUTOPH.

ITepBHuUHaTa KOMOMHHpaHA KpaiiHa e (BpeMe A0 IbpBUSA ClTydali HA yABOABaHe Ha CepyMHUA KpEaTHHHH,
TepMHHANHA cTeneH Ha 6x6peuHa 6onecr, o6ma cMEpTHOCT) ce Habmoaasa npH 116 nauxueHTH B rpynara
Ha onMecapraH (41,4%) u npu 129 naumeHTH B rpymnara Ha mwiane6o (45,4%) (HR 0,97 (95% CI1 0,75 no
1.24); p=0,791). KomGuumupanaTa BTOpUYHA CHPASUYHOCHAOBA KpaiiHa el ce Habmoasa npy 40 naiyieHTa,
JIeKyBaHH ¢ onMecapTaH, (14,2%) v npu 53 nanuenTa, nekypanu ¢ mwiauebo (18.7%). -
Ta3n xkomGHHHpaHa CHPACYHOCHAOBA KpaiiHa 11e BKIOYBa ChpAcYHOCHAOBa cMEPT npH 10 (3,5%)
NMaL|eHTa, IpHeMany onMecapras, crpamo 3 (1,1%), npuemans riaue6o, o61a cCMBPTHOCT CHOTBETHO 19
(6,7%) cnpsimo 20 (7,0%), Hedartanen uncynt 8 (2,8%) copsamo 11 (3,9%) 1 nedaranen MuokapaeH
HHpapkr 3(1,1%) copamo 7 (2,5%).

HenuatpuuHa Nomyaariks
AHTHXUNIEPTCH3UBHUAT edeKT Ha oNIMecapTaH MEAOKCOMHII B [TI€AUATPHYHATA MOITYNAlHA € Oun MPOYYEH

TP SHO PAHAOMH3HPAHO, JBOKHO-CAANO, MIANe00-KOHTPOIMpano Npoyysane npu 302 NanmeHT!: ©
XHNepTOHHA Ha BB3pacT 6-17 rogunn. [TpoyusaHaTa noiryJatMi c€ € ChCTOANIA OT €AHa KOXOpTa OT 112
H3ILI0 YEPHOKOKH NAIMEHTH M e{Ha KoXopTa oT 190 namueHTH 0T PasnuyHH pacH, BKIIOTBAINA 38
YEPHOKOKH NAlMeHTH. ETHOMOrHATa Ha XMepToHMaTa ¢ Guia OCHOBHO eceHUMaTHa xunepToHus (87% ot
KOXOPTATa Ha uepHOKOXuTE H 67% 0T cMeceHaTa koxopra). ITauuentute ¢ Terao ot 20 mo <35 kg ca G
paHAOMM3MpPAHH KBM A03a OT 2,5 mg (HHcKa ao3a) unn 20 mg (BHCOKaA A03a) ONMecapTaH MeJOKCOMHUI,
BeIHBX AHEBHO, a NAUMEHTHTE ¢ Ternio >35 kg ca OmmM pasaoMu3HpaHH KBM 5 mg (HHCKA [03a) HITH
40 mg (BHCOKA /103a) o/iMecapTaH MEAOKCOKCOMIUI, BEHEK JAHeBHO, ONMecapTaH MeJOKCOKCOMMII
3HAYHTE/THO NIOHKKABA KAKTO CHCTOMUYHOTO, TaKa H JHACTONHYHOTO KPBBHO HAJAraHe, KOraTo 103ata e
Ompeje/icHa CPAMO TENIECHOTO TerJIO H OTroBopa KbM Ji03ata. KakTo B HHCKH, Taka U ¢ BHCOK -




KPBLRHO HAMAraHe, OKA3BAT CTATHCTUUECKH 3HauuM peGayn edexT B rpynata Ha niancto B cpaBHeHuE ©
rpylnara Ha oJiMecapTad MeJOKCOMH. Jleuenanero ¢ 6o edeKTHBHO NpH NEAHATPHYHHTE MAMEHTH KaKTO
C IbPBHYHA, TAKA H C BTOpHYHA XunepToHHA. KakTo e ycTaHoBEHO B MOIMY/TIalMATA HA BE3PACTHHTE,

* peOyKIHATA HA KPBBHOTO HAJATaHE € MO-MaJKa NPH YEPHOKOXKHTE MAlHCHTH.

B ¢BIoTO Npoy4BaHe, 59 malHeHTH Ha BB3pacT ot 1 A0 5 roguHH ¢ Teriio Ha U HaAa S Kg ca moaydniy

0,3 mg/kg onMecapTad MeIOKCOKCOMHI BEIHBX THEBHO 32 3 ceIMHIIM BbB (pa3aTa Ha OTBOPEH MPOTOKO,
ceq Koero ¢a GHIH paHAOMH3HPaHH fa MOMyYaBaT OJIMEcapTaH MeEOKCOKCOMHII HIH Tutanebo rnpes
nBoiHO-cngnara dasa. B kpasd Ha BTopaTa Ce/[MHUA C/ICH OTHEMAHETO, CPEAHOTO CHCTONMYHO/AMACTOIINIHO
KPBBHO HaJlAraHe B Haif-HECKaTa cH Toyka e 6mno ¢ 3/3 mmHg no-HKcko B rpynara paHIOMH3UPaHa KbM
OJIMecapTaH MEIOKCOKCOMHIL; Ta3H Pasiika B KPBBHOTO HATIATAHE HE € OMIa CTATHCTHYCCKH 3HAUYMMA (95%

C.L -2 g0 7/-1 no 7).

Apyra uagopManmus
“JIBe roneMu paHAOMH3HPaHH KoHTpomupany npoyusaHid — ONTARGET (ONgoing Telmisartan Alone

and in combination with Ramipril Global Endpoint Trial - Tekyino rnobanHo u3lHTBaHe 3a KpaiHH TOYKH
Ha TeJIMHUCApTaH, CAMOCTOATENIHO H B koMOuHanua ¢ pamMHIpiwI) # VA NEPHRON-D (Knumrrano
Npoy4BaHe CRBP3aHO ¢ PA3BHTHE HA HedponaTHa NMpH Anaber, NpoBedeHo 0T MHHHACTEPCTBO MO BRIIPOCHTE
Ha BeTEpaHMTE) — IIpoyusaT yrnorpebata Ha KoMOuHamsaTa or ACE maxubuTop B anrHoTen3uH I1-
perienrropeH Onokep.

ONTARGET e npoyuBane, NpOBEACHO MPH MALMEHTH ¢ aHAMHE34a 32 ChPACUYHO-CHAOBA HIH MO3BHHOCHA0BA
GonecT, #aM 3axapeH quaber THH 2, NPHAPY>KEHH ¢ JaHHH 33 YBpEeXKAaHe Ha e(peKTOpHH opraiu. VA
NEPHRON-D e npoyupane NpH MALMEHTH ChC 3axXapeH AquabeT TN 2 u nuaberHa HeponaTHs.

Tesu npoy9yBaHHd He MOKA3BAT 3HAYMM OnaronpusTed edekt BbpXy Op0peunuTe H/HIHN CHPACIHO-CHAOBUTE
NOCASHHMIIM H CMBPTHOCT, KaTO CBIIEBpEMEHHO ¢a HaOIIoAaBaHH MOBHIIECH PHUCK OT XHIIEpKaTHEMHA, OCTPO
yBpexIaHe Ha On0penuTe W/WIH XMIIOTOHHS B CpaBHEHHE ¢ MOHOTepanuaTa. Karto ce HMatT npeaBH,
cxoqHHTe UM hapMaKoANHAMHYHH CBOMCTBA, TE3H PE3Y/ITATH ca MPHIoxkUMH H 32 ApyrH ACE mixuburopu
H aHTHOTeH3HH [I-penenropHH OJ10KepH.

ACE unxu6uropn H anruoreHsuH lI-penenrropau 6510KepH cleoBaTe/HO He TpAOBA 1a Ce H3MNON3BaT
eIHOBPEMEHHO MPH NanueHTH ¢ Auaberna Hedponarua.

ALTITUDE (Knuauuno npoy4BaHe NPOBEACHC C ATUCKHPEH NPH NaluMeHTH ¢be 3axapeH muaber THn 2 ¢
H3TIOJI3Bale Ha ChPASYHO-CHAOBH H OR0pedHy 3a00IMBaHHA KAaTO KPaiiHi TOYKH) € NpOoy4BaHe,
NpeHASHAYCHO Ja M3CIEABA NOJI3aTa OT N0GaBAHETO Ha ATHCKHPEH KbM cTanaapTHa Tepamus ¢ ACE
HHXHMOMTOp MM aHrHoTeH3HH II-penenTopen 610kep NpH NAIMEHTH CBC 3aXapeH AHa0eT THIN 2 B XPOHHYHO
60peuno 3abongBade, CEpASYHO-CHAORO 3a6omBaHe wiM U asere. [IpoyuBaHeTo € mpekpaTeHo
NPEKASBPEMEHHO NOPALY NOBHIIEH PUCK OT HeOJAaronprATHHA Nocneanit. KakTo cepaeuso-chrA0BaTa
CMBPT, TaKa H HHCYJITBT ca NO-YECTH B IPpyrara Ha almMCKMpeH, OTKOMKOTO B rpylara Ha ruiauge6o, a
NpeACTABNABALIMTE HHTEPEC HEXEIAHA CHOHTHS H CEPHO3HH HEXKENNAHH CEOMTHA (XHITepKaIHeMHA,
XHIIOTOHMA M OBOpeyHa AHCPYHKIHA) ¢e ¢hOOIIABAT TTO-4ecTO B IPyMnaTa Ha anucKHpPEH, OTKOJIKOTO B
rpymnara Ha ranefo.”

5.2 PapMaKOKHHETHYHH CBOHCTBA

AbcopOnus H pasnpeaeienne
OnmMecapTag MeJOKCOMHII € npemnexapcTeo. I1pH pesopbupane 0T cTOMaUIHO-4pEBHHA TPakT Gbp30 e
NPERpEILa BB GapMaKOJIOrHIHO aKTHBHHA META0O/IHT OIMEcapTaH OT €CTepa3uTe B YpeBHATA JIMTABHIIA H B

[1IOpTAJIHATA KPEBB.

- B nia3sMara HITH eKCKPETHTE He C& OTKPHBAT YaCTH Ha MHTaKTeH OJIMSCapTaH MeJIOKCOMHII WIH HHTAKTHH
CTPaHHYHH BEPHrH Ha MeAokcoMun. CpeaxaTta abcomoTHa OMOHATHYHOCT Ha OJIMECAPTaH, npnnmxen mon,
dopmaTa Ha Tabmerku e 25,6 %.

Cpeanara NHKOBA IU1a3MeHa KOHIEHTpalmA (Cmax) Ha OIMECApTaH Ce JOCTHIa B paM




NepOPAIIHO NPHIOKEHHE HA OJIMECAPTAH MEAOKCOMMIL, a IUIa3MEHHTE KOHIIEHTPAlMH Ha OlMecapTaH
HAPACTBAT HOYTH JTHHEUHO TIPU HAPACTBAINY SJHOKPATHH NepopalHK A034 A0 okoio 80 mg.

XpaHaTa 0Ka3Ba MHHAMAJICH €(DEKT BBpXY OMOHATTHYHOCTTA HA OJIMECAPTAH M 3aTOBA OJIMECApTaH
MEZOKCOMHUJI MOXKE Ja Ce IPWIara He3aBUCHMO OT XpaHa.

He ce HabmoaasaT KIHHMYHO 3HAYMMH pa3lIMKH B 3aBUCHMOCT OT M1071a 110 OTHOILIEHHE Ha
thapMakOKHHETHKATA Ha OJIMECapTaH.

OnMecapTaH ce CBBP3Ba BB BECOKA CTETICH C IUIa3MeHuTe 0enThilM (99,7%). Bupeku ToBa, BB3MOMKHOCTTA
33 KITMHHYHO 3HAYHMHE JICKAPCTBEHH B3aHMOSHCTBHA Ha OJIMECAPTaH ¢ APYTH JIEKAPCTBEHH NIPOAYKTH,
CBBLP3BAllif C& BLB BHCOKA CTEIEH C IasMennTe OenTrely, Ipe3 M3MECTBaHE OT MECTaTa 3a CBEp3BaHe, €
Hycka. ToBa ce MOTBEPKAABA OT JIMIICATA HA KIIMHAYHO-3HAYAMH B3aHMOZICHCTRUAA MEKIY ONIMecapTaH
MeJOKCOMHIN H BapdapHH. CBEP3BaHETO HA OJIMECApTaH ¢ KPEBHUTE KJIETKH € He3HaUUTeNHo. CpeAHHAT
obeM Ha pasmpeaeneHue ciiel HHTPaBeHO3HO MPHIOKEeHHe € MATBK (16-29 1).

BroTparchopMANAA B eJTHMHHHpARE

OfuxHopeHOo ofuusT masMeH xiupeHce ¢ 1,3 LA (CV, 19 %) ¥ e cpaBHUTENHO MATEK B CPABHEHHE C
YepHOAPOOHUA KpBBoTOK (0KONo 90 L/h). Cnen exHoKpaTHO NepopaiHo npunoxeHHe Ha 6emsan ¢ 14C
onmMecapTaH Megokcomml, 10-16 % ot paguoakTHBHOCTTA Ce OTKPHBA B ypHHaTa (IO-roNsMaTa JacT B
paMKuTe Ha 24 yaca OT NPWIOKEHHETO), A OCTATHKBT OT OTKPUTATA PAXHOAKTHBHOCT C€ EKCKPETHpA BB
dbeneca. Mmaiiku npeasua CHCTEMHATa HATMYHOCT OT 25,6%, MOXKe a ce H34Mc/H, 9¢ abcopOupaHoTO
KOJIMYECTBO OT OJIMECAPTaH c€ eMHMHHHpa ChIIO Ypes 6p0peuna ekckpensa (oxono 40%) H upes
xenaroGHIHapHa exckpetpsa (okono 60%). [[4n0To KONUIECTRO PATUOAKTUBHOCT € UACHTHOHIMPAHO KATO
onmecaprad. He ce oTkpuea 1pyr 3HauYuM MeTabonur, ERTepoXeNTAHUAT MeTabOMH3EM Ha OJIMECapTaH €
MHHHMAaJIEH. T KaTO roIMMO KOIMYECTBO OT OJIMECAPTAH C& €eKCKPETHPa Upes JKTJBYKATa, MPHAOKCHHUETO

MY IpH NalMeHTH ¢ OSiHapHa OOCTpYKIHMS € MPOTUBOMOKa3aHo (BXK. 4.3).

TepMMHATHUAT STMMHHALIHOHCH IIOTYKHBOT Ha OJIMecapTaH Bapupa Mexay 10 u 15 gaca cnen
MHOT'OKPATHO 1I€popajHO npHiaoxkeHue. InazMeHuTe KOHLEHTpalMH B CTALlHOHAPHO CHCTOAHHE C& HOCTUIAT
cJiell ITbpPBHTE HAKOJIKO AO3H H ciiel 14 JHA MHOTOKPATHO MPUIOKEHHE He ce Hab/MozaBa NOITBIHHTEIHO

akyMynupaHe. br0peunnaT KiupbHe € okono 0.5 - 0,7 L/h 1 ¢ He3aBHCHM OT fo3aTa.
OapMakOKHHETHKA NPH CHNENHAJHN rpynH NANHEHTH

IMegpaTrpuvyda nonyaanus

PapMaKOKHHETHKATA HA OJIMECAPTAaH € [IPOyYBAHA NPH NEANATPUYHH MAIMEHTH ¢ XHIIEPTOHHA Ha BBH3pPacT
ot 1 no 16 roguau. KimuprHChT Ha onMecapTaH TIpH NeAHATPHYHH MalMeHTH e 611 6/TH3IBK A0 TO3M IIPH
BB3PAcTHM NALHEHTH, KOTaTo Jo3aTa € Omna ¢pobpaseHa ¢ TeIeCHOTO TETJIO.

He e nanvaHa dapMakOKHHETHIHA HHOOpMAIHA 3a NTeIHATPHYHH NanueHTH ¢ 6p0peYHo yBpexKaane.

Crapuecka Bn3pact (Ha WM Haj 65 roawHu)

Ipu xunepronnu AUC B CTALIHOHAPHO CECTOAHHE C€ YBe/IHUaBa ¢ OKOJIO 35% NpH NalHEHTH B CTApYECKa
BB3pacT (65-75 rogunn) 4 ¢ 0koio 44% mnpH NauEeHTH B MHOT'O HanpeaHaa BB3pacT (= 75 roaunn) B
cpaBHEHHE C mo-MIaay nanyerTH. ToBa MOXKe 21a € TOHE OTYACTH CBBP3aHO ChC CPEAHOTO HAMAJICHHE Ha

OBOpeuHara PYHKUMA IIpH TA3H TPyNa NalHeHTH,

[NaunenTy ¢ 650peyHo yBpexaaHe
I1pn narpenTn ¢ 6606peuna HepocTaTeuHOCT AUC B CTAllHOHAPHO CHCTOAHMUE CE YBEIIHY

62%, 82% 1 179% npH nangeHTH ¢ JIEKO, YMEPSHO H TeXKO HapymeHa 650peuna ¢
3ApaBH KOHTPOJH (B, Toukd 4.2 1 4.4). /




IanveHTH ¢ uepHoApoOHO yRpexknaHe

Crnen e AHOKPATHO NEpPOPaIHO MPHIOKEHHE HA ONIMECAPTAH MPH MALMEHTH € JISKO O YMEPEHO HapyIIcHA
yepHOApoSHa ¢pyrxuus, AUC B CTAUHOHAPHO CHCTOAHHE Ce YBEJINYaBa CLOTBETHO ¢ 6% H 65 % B
CPaBHEHHE CHC CHOTBETHHTE 3I[paBH KOHTpoIH. JIBa qaca cne NPHIOKEHHE, POUCHTHT HA HECRBP3aH
OJIMECapTaH MPH 32[PaBH KOHTPOIIM, IIPY MAHEHTH C JIEKO HapyIleHa H IPH NMALHEHTH ¢ YMEPEHO HapyllieHa
yepHOApoOHa GyHKIMA € cBoTBeTHO 0,26%, 0,34% 1 0,41%. ITpH NaUMeHTH ¢ yMEpeHO Y€pHOAPOOHO
yBpexxkaaHe, cpeanara AUC Ha onmecaptas € o ¢ 65% no-BHCOKa OTKONKOTO IIPH CHOTBETHHTE 3PAaBH
KOHTpOH. CpeHUTE CTOMHOCTH HA Cpax €4 CXOAHH NPH MAIUEHTH ¢ YEPHOAPOOHO YBpeKAaHe HIIH IPH
3JpaBH HHAUBHIH. OnMecapTadH MEIOKCOMMII HE € MPOYYBaH IPH MAHCHTH C TEXKO HapyIleHa
yepHoapoGHa GpyHKkuMa (BxK. ToukH 4.2 1 4.4).

BianMonelicTBEA ¢ JEKADCTECHH NPOIYKTH

KonecepenaM, TeKapcTBO, KOSTO CBBP3Ba JKIBYHHTE KHCETHHH

EnHoBpeMeHoTo npuiioxkeHue Ha 40 mg onMecapTadn MeqoKcomMHl B 3750 mg KoJieceBesiaM XHAPOXIIOPHI
TIpY 3ApPABH TULEA BOIU 10 28% HaMansapaHe Ha Cnax ¥ 39% HaMansBane Ha AUC npu onMecapran. [1o-cnab
ethexT ce Habmonara, HaManBaHe Che cHOTBETHO 4% H 15% Ha Cuax 1 AUC, ako oiMecapTaH MEIOKCOMHIT
ce MPHJIOKH 4 Yaca NMpeau KolecesenaM XuApoxaopii. ENUMHUHAUHOHHHUAT MOY>XKHBOT HA OJIMeCapTaH
HaMaJaBa ¢ okoJ1o 50-52% He3aBHCHMO Jajli e IPHIOXKEH eJHOBPEMEHO WIH 4 yaca NpeAH KolieceBenaM
xHapoxyiopun {BX. To4Kka 4.5).

5.3 IIpeaknHERYHEM JAHAH 32 O6e30mMacHOCT

[Tpy HM3MATBAHHA 32 XPOHHYHA TOKCHYHOCT IIPH IUTEXOBE H KyUeTa, OJIMecapTaH MeJOKCOMILT IEMOHCTPHpa
¢xHaKEB edekt ¢ apyrure AT penenropan anTaroHucTH H ACE HHXHOHTOPH: ITOBHIIEHH CTOHHOCTH Ha
ypes H KPeaTUHHH B KpbBTa (PyHKIMOHATHH nipoMeHH B 6p0penuTe nopaau 6iaokrapaHeTo Ha AT
peLeITTOPHTE ), HAMaJICHHE Ha ChbpAeYHATa Maca, IOHIWKEHHE Ha [TOKA3aTeMHTe 3a MePBEHHTE KPBBHE KJICTKH
(6poii epHTPOLMTH, XEMOIJIOOHH H XeMaTOKPHT); XHCTOJOTMYHHA JJAHHH 3a OBOpeyHo yBpekaaHe
(pereHepaTHBHM NTe3AH Ha ObOpeunHHs enuren, yaedenasaHe Ha OasanHUTe MEMOpaHM, AHIATALIHA Ha
Ty6ynute). Tesn HexkellaHU CHOUTHSA, MPeaU3BUKAaHH OT GapMaKoJIOrHIHOTO ACHCTBHE HA OJIMECAPTaH
MEAOKCOMIWI, ca Hal mONaBaHu 1 B NPSIKIMHIYMHM NPOyYBaHHA 32 IpYrH AT)-pelienNTOpHH aHTATOHHCTH H
ACE-uaxubuTopd H MOXE Aa ce peAylHpaT 4pe3 ¢AHOBPEMEHHO NEPOPATHO MIPHIOKEHHE Ha HATPUEB

XJIOpHA.

U npu aBeTe HIMHTBAHHA ce HabI0NaBa yBETMYSHHE Ha IUIa3MEHATA pEHHHOBA aKTHBHOCT H
xunepTpodHa/XunepIUia3na Ha IOKCTArNIOMepYyaaprus anapar Ha 0s0peka. Tesu edekTH, KOMTO ca THITHYHH
3a ACE unxuturopure u AT) -penienTopHHTE aHTAarOHUCTH, He NOKA3BaT KIHHHYHA 3HaYHMOCT.

ITono6ro Ha apyru AT -peleTOpHE AHTArOHUCTH, OJIMECapPTaH MEAOKCOMMII IIOBHINIaBa YECTOTATa Ha
XPpOMO30OMHATA YYILUIMBOCT B KJIETHYHH KYJITYPH NpH in vitro ycnoeud. He ce HabmoaapaT 3HauiMu eekTH
B HAKOJIKO i1 Vitro Npoy4BaHHs C OJIMECapTaH MEROKCOMMI B MHOTO BHCOKH A03H 1o 2000 mg/kg. Criopen
OOLIHTE AaHHH OT NPOYYBAHHATA 38 TeHOTOKCHYHOCT € MHOIO MaJIKO BEPOATHO ONIMEcapTaH MEJOKCOMHII Ja
OKAa3Ba FreHOTOKCHYEH (KT NPH KIHHHYHO [PHIOXKECHHE.

OnMecapTrad MeTOKCOMMI He MOKA3Ba KAHNEPOr€HHOCT HATO B 2-T'OJIHIIHO NMPOYYBaHe MPH IUIBX0BE, HHTO B
ABe 6-MeceyuHH MPOY4YBaHHA 33 KAHUEPOTeHHOCT IIPU MUIIKHM, B KOMTO C€ H3TION3BAT TPAHCTCHHN MOMICNM.

B penpoayKTHBHM IIPOYYBAHKUA ¢ [UTBXORE, OJIMECapTaH MEAOKCOMMII HE MOBJTHABA IJIONOBHTOCTTA ¥ HAMA

Ha OJIMEeCapTaH Menoxcomm,-npexﬂmaemocrm Ha ITOKOJIEHHETO HAMAIIABA, a CIe] €Kk
6peMEeHHH KHBOTHH B KbCHUTE CTaHH Ha GPEMEHHOCTTA H 110 BpeMe Ha JaKTaLuA of



MENOKCOMHJI AeMOHCTPHpA NO-BHCOKA TOKCHYHOCT TpH GpeMEHHH 3aiiliH, B CPaBHEHHE ¢ OpEMEHHH
NUTBXOBE, HO HAMA JaHHH 33 (PETOTOKCHYCH e(PEKT

6. GAPMANEBTHYHM JAHHHA
6.1 Corcbk HA NOMOIDEHTE BEINECTBA

Copuesuna na mabnemxama:
JlakTo3a MOHOXWAPAT
Llenyno3a, MUKpOKpHCTAJIHa

XHAPOKCHITPOITILICTYIIO3a
CriMupeR TMOKCHI, KoJouaeH 60e3B0eH
CteapHHOBa KHCETHHA

Hoxkpumue na mabnemrama:
XHIIPOMETI03a
XHAPOKCHIIPOTIHILIENY 1032
Makporon 400

Turanos auoxcun (E171)
Tank

6.2 HecbBMecTEAMOCTH

Henpunoxumo

6.3 Cpok Ha rognoct

2 TONHHA

6.4 CoenuanHd YCJIOBHA HA CHLXPAHEHHE

HJa ce cpxpanasa nox 30°C.
Ila ce cpXpaHsaBa B OPHTHHANIHATA OITAKOBKA, 32 1a Ce MpeanasH OT Bjara.

6.5 Baa = cLALPAAHENE HA OIIAKOBKATA
BrHcTepH OT anyMuHui/aTymMuHHi, chabpxamy 7, 10, 14, 28, 30, 56, 98 dunMupanu TabieTKu.
He BcHYKH BUAOBE OMAKOBKH MOTAT Jia GB/aT ICHATH B tipopakoa.

6.6 Chnenmangn ﬂpennasnn MEPKH NPH H3IXBhLPARHE

HaMa crienHanyy H3HCKBaHMA.
Hewnznon3paHuAaT JEKApCTBEH npO,z[}ﬂcr WY OTIAIBYHHTE MATCPHANH OT HETO 'Ipxﬁaa Ia c€ H3XBBPJIAT B
CHOTBETCTRUE ¢ MECTHHTE M3UCKBAHUA.

7. HNPHUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Sandoz d.d.
Verovskova 57, 1000 Ljubljana
CIloBeHMA




8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Tan3uzop 10 mg: 20160146
Tanszugop 20 mg: 20160147
Tamsugop 40 mg: 20160148

9, JIATA HA IIBPBO PA3SPEIMMABAHE/IIOAHOBSIBAHE HA PASPEHIEHHETO 3A

YHOTPEBA

[Tepeo PVY: 09/05/2016

10. JATA HA AKTYAJIM3INPAHE HA TEKCTA

. 07/2017
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