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TECITAZIAH HCT 20 mg/5 mg/12,5 mg ¢punmupanu tabnetku
TESPADAN HCT 20 mg/5 mg/12,5 mg film-coated tablets

TECITAJIAH HCT 40 mg/5 mg/12,5 mg ¢unmupanu Tabnerku
TESPADAN HCT 40 mg/5 mg/12,5 mg film-coated tablets

TECTIAJZIAH HCT 40 mg/10 mg/12,5 mg dunmupanu tabnetku
TESPADAN HCT 40 mg/10 mg/12,5 mg film-coated tablets

TECTIAJIAH HCT 40 mg/5 mg/25 mg uimuparn Ta6neTkn
TESPADAN HCT 40 mg/5 mg/25 mg film-coated tablets

! ):g”' mxmupauu Taﬁnerm

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

TECIIAJAH HCT 20 mg/5 mg/12,5 mg ¢punmupanu Tabnetku
Besika ¢unmupana tabnerka ceabpka 20 mg onmecapran Meaokcomus (olmesartan medoxomil), 5 mg

amnoaunui (amlodipine) (kato amwionunuHoB Ge3unar) 1 12,5 mg XMApoxJ10poTHAZHA
(hydrochlorothiazide).

TECTIAJZIAH HCT 40 mg/5 mg/12,5 mg unmupanu tabneTku

Beska uinmupana tabnetka chabpika 40 mg onmecaprad MegokcoMui (olmesartan medoxomil), 5 mg
amnounuH (amlodipine) (kato amnoaunuHoB Ge3unar) u 12,5 mg XuapoXI0poTHABHI
(hydrochlorothiazide).

TECIIAZIAH HCT 40 mg/10 mg/12,5 mg ¢umnamupanu tabnerku

Beska ¢punmupana tabnerka chabpika 40 mg onmecapTan MeIOKCOMMIT (olmesa.rtan medoxomil), 10 mg
amnozmnuH (amlodipine) (kato amnoaunuHoB Gesunar) u 12,5 mg xn,upoxnopomaam
(hydrochlorothiazide). i

TECIIAJIAH HCT 40 mg/5 mg/25 mg dunmupasu atierkh |G .
Beska dunmnpana tabnerka chbpika 40 mg oMecapTal MEIOKCOMMIT (olmesartan medoxomil), 5 mg
amnoaunuH (amlodipine) (Ka'ro amnounnuﬁon 6e3una'r) 7 25 mg xnnpoxnopoma:mn
(hydrochlorothiazide). -

TECITAJIAH HCT 40 mg/10 mg/25 mg ¢unMHpaHu TabIeTKH '
Beska dunmupana abnerka chabprka 40 mg onmecapran Meokcommn (olmesartan medoxomil), 10mg

amJIO/IMITHH (amlod1p1ne) (Ka’l‘() amno,unnuﬂon 6eauna:r) u25mg XHAPOXIOPOTHAHIL
(hydrochlorothiazide). & '

3a BJIHKA CTIMCHK Ha MOMOLLHMTE BEleCTBa BUKTE Touka 6.1 .

3 JIEKAPCTBEHA ®OPMA

Ounmupana tabnerka.




TECIAJJAH HCT 20 mg/5 mg/12,5 mg dpunmupanu tabnetku
bnenoopankesa, kpbria, punmupana tabnerka ¢ aamersp 8 mm ¢ vaanue C51 or eaunara crpata.

TECHNAJIAH HCT 40 mg/5 mg/12,5 mg dunmupanu tabnerku
brenosxnira, kpbria punmipana tabnerka ¢ anamersp 9,5 mm ¢ naanue C53 ot eanara cTpana.

TECIIAJIAH HCT 40 mg/10 mg/12,5 mg ¢punmupann tabnerku
CuekaBouepBeHa, Kpbriia, GpriMupana Tabierka ¢ auamersp 9,5 mm ¢ Hagnue C55 ot eiHara cTpaHa.

TECIIAIAH HCT 40 mg/5 mg/25 mg uamnpany TabneTku ; e ;
Brienoxbira, opanua, uimupana TaGerka ¢ pasmepu 15 x 7 mm ¢ nanuc CS4 OT efiHaTa c"rpaﬂa

4. KJIMHUYHU JAHHHA

4.1 TepaneBTHuHH NOKa3aHus

JleyeHune Ha eceHUMANHA XHITEPTOHMS.

Hobasvuna mepanus

o TECITADAH HCT e nokasan npu Bb3pacTHH MALMEHTH, IPH KOHTO BUCOKOTO apTepHATHO
HaJIsiraHe He ce KOHTPOJIMpa 100pe 0T KOMOMHALMATA OJIMECapTaH MEIOKCOMMUIT M aMITOMITHH,
NpyUeMaHHy Kato GUKcHpaHa ABOHHA KoMOUHALMs.

3amecmumenna mepanus

Tecnanan HCT e nokasan kaTo 3aMecTHTeIIHA Tepanus NP1 Bb3PACTHH MALMEHTH, YHETO apTepHaIHO

HaJjlsraHe ce KOHTPoJIMpa 106pe 0T KOMOMHALMATA ONIMEcapTaH MEJJOKCOMHIL, aMJIOIMIIHH 1

XMAPOXJIOPOTHA3H]L, TIPHEMAHH KaTO (pUKCHpaHa JBOHHA KOMOWHALIMA (0IMECapTaH MEIOKCOMMIT H

aMJIOZIMITHH WITH OJIMECapTaH MEIOKCOMMII M XHIPOXJIOPOTHA3KT) W OT/IE/IHA JieKapeTBeHa (popma

(XHIPOXJIOPOTHA3ZM/L WIIH aMIIOJIUITHH).

4.2 J03npoBKa H HAYHH HA NPHJIOKEHHE

Jdo3upoBka

BripacTuu

IMpenopbumnrennara nosa Ha TECITAIAH HCT e 1 Tabnerka iHeBHO.

Hobasvuna mepanus

Tecnanan HCT 20 mg/5 mg/12,5 mg Moxke 21a Ce npuiiara NpH MauueHTH, Mpy KOUTO apTepHaTHOTO

HaJIAraHe He ce KOHTposikpa 100pe oT onmecaprad Megokcomi 20 mg M aMIOAMIKH 5 Mg, PHEMaHH

KaTo (uKcHpaHa NBOHHA KOMOWHALML,

Tecnanan HCT 40 mg/5 mg/12,5 mg Moske Aa ce nprjiara npu naimeHTH, NpyU KOMTO apTepHaTHOTO

HaJIsiraHe He ce KOHTPOoJIMpa 100pe oT onmecapTad Meokcomun 40 mg v aMIoAWnuH 5 mg, n

KaTo (pyKcHpaHa IBOHHA KOMOMHALWMS, WIH TIPH NALMEHTH, NIPH KOUTO apTEPUATTHOTO HAJIST,
koHTponupa a106pe ot Tecnapan HCT 20 mg/5 mg/12,5 mg.

Tecnanan HCT 40 mg/5 mg/25 mg Moxke J1a ce npwiara npH NauyeHTH, NPy KOUTO apTe
HajsiraHe He ce KoHuTponupa nodpe ot Tecnanan HCT 40 mg/5 mg/12,5 mg.
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Tecnanan HCT 40 mg/10 mg/12,5 mg moske j1a ce npuiara npu NALKEHTH, IPH KOUTO apTePHAIIHOTO
Hasisrae He ce KOHTpOIMpa 106pe OT onMecapTan MesiokcoMus 40 mg v amaonunuH 10 mg, npuemany
Kato dukcHpana nBoitHa komGuHaums, win ot Tecnanan HCT 40 mg/5 mg/12,5 mg.

Tecnanan HCT 40 mg/ 10 mg/25 mg MOXe na Ce npuiara npH nalyeHTH, TIPH KOHTO apnepnannam ‘
HaJIAraHe He ce xomponnpa ,aoﬁpe OT Tecnanaﬂ HCT 40 mg/-lO mg 12.5 m WITH OT Tecr;anau HCT 40
mg/5 mg/25. ' v

[Tpenu npemunaBane Ha TpoiiHaTa KOMOMHALMS Ce NPENOPBHYBA NIOCTENEHHO THTPUPAHE Ha JI0O3UTe Ha
OTZENHHTEe KOMIIOHEHTH. MOJKe 1a ce MMa npeiBU/L 1 IMPEKTHO MpeMUHaBaHe OT JiBoiHa (MKCHpaHa
KOMOMHaUMs Ha TpoiiHa UKCHpaHa KOMOHHALMS, aKO € KIIMHHYHO JIOTTYCTHMO.

3amecmumenna mepanus

[TaumenTyte, Npu KOMTO € MOCTHIHAT KOHTPOJI OT CTAOWIHM JI03M OIMECAPTaH MEOKCOMHIT, aMJIOMITHH
1 XMAPOXJIOPOTHA3HKL, KOWTO Ce NpUeMar KaTo [IBoiHa (ukcupana komOuHauus (onMecapTtaH
MEJIOKCOMMIT H aMJIOJMIHH WITH OJIMECAPTaH MEOKCOMHI M XHPOXJIOPOTHA3H) W OT/IE/IHA JIEKApCTBEHA
(opma (XuapoXa0poTHA3K] MITH aMIIOZIMNKH), MoraT aa npemuHat Ha Tecnagan HCT, chabpikan
CHLUMTE JIO3M HA OT/IETHUTE KOMITOHEHTH.

Makcumannara npenopbuntenna 1o3a Ha TECTIAJIAH HCT e 40 mg/10 mg/25 mg aneBHo.
IlannenTn B crapyecka Bb3pacT (Ha Bb3pacT 65 roHHH U IOBeYe)

lIpenoprusa ce BHUMaHueE, BKIIOUMTEIHO [10-4€CTO NPOC/Ie/ISBaHe Ha apTepHaTHOTO HAAraHE TPH
NaLHEHTH B CTapyecka Bh3pacT, 0cOOEHO NMpH NPHIOKEHHETO Ha MakcuMaiHara j03a TECITAJJAH HCT
40 mg/10 mg/25 mg nHeBHO.

YBenMuasaHe Ha /103aTa NPH NalMEHTH B CTapyecka Bb3pacT TPAOBa [a ce NpaBu ¢ BHUMaHHe (BHXKTE
Touku 4.4 u 5.2),

MHoro orpan1yeHy 1anHu ca Hanudhy 3a ynotpebara Ha TECTIAJJAH HCT npu naumenTtu Han 75
rOAMHH WITK NO-Bb3pacTHy. [IpenopbuBa ce NOBHIIEHO BHUMaHHE, BKIFOYMTEIIHO N10-4€CTO
npocjie/isBaHe Ha apTepHAIHOTO HANATaHe.

Br6peuno yBpexnane

MakcumaiiHaTa [103a NpH MALMEHTH € JIEKO 10 yMepeHo ObOpeyHo yBpexkaaHe (KpeaTHHHHOB KIMPhHC
30-60 mI./min) e TECTTAZIAH HCT 20 mg/5 mg/12,5 mg nopaau orpaHHueHus onuT ¢ no3ata ot 40 mg
OJIMecapTaH MEIOKCOMMII TIPH Ta3H rpyna MalMeHTH.

[1pu natmenTy ¢ ymepeno 6b0peuHo yBpeskaaHe ce Npenopbysa npocieasBaHe Ha CepyMHHTE
KOHUIEHTpALMH Ha Kanui 1 KpeaTHHHHA.

Tpunoxenwnero na TECTIAJIAH HCT npn naumenTh ¢ Texkko 6u0pedHo yBpexkaane (KpeaTHHHHOB
KipbHe < 30 ml/min) e nporuBonokaszaHo (Bikre Touku 4.3, 4.4 1 5.2).

Yepuoapoduo yspexaane

TECIHAJZIAH HCT Tpabsa na ce npunara ¢ nopHIIeHO BHHMAHHE PH NALMEHTH C JIEKO YEPHOPOOHO
yBpesKiaHe (BHxKTe TOUKH 4.4 u 5.2).

Ilpu naleHTH ¢ ymMepeHo uepHoapoGHO yBpexaaHe MaKcHMAalIHATA J103a He TpsabBa 1a H
TECHAZIAH HCT 20 mg/5 mg/12,5 mg Bennbk anesHo. [1pu naunenTire ¢ uepHoap,
Ce NpenopbyBa CTPUKTHO NpOC/ieisBaHe Ha apTEPHAIHOTO Halsrane u GbOpeunarta ¢



Kakro npu BCHUIKH KanMeBH ZHTArOHMCTH, NONY)KMBOTHT HA aMJIOAWITHH € YIXBJDKEH NMPH MAKEHTH ¢
YBpeZleHa uepronpobHa GyHKIIHA U MPENOPBKM OTHOCHO A03HPOBKATA HE ca yeTaHoeeHn. ETo 3amo
TECIIAZIAH HCT TpabBa ia ce npunara ¢ nOBMILEHO BHUMAHHE IPH Te3H NAUKEHTH. : 4
PapMaKoKBHETHIHUTE CBOHCTBA Ha aMAONHITMH HE Ca NIPOYYEHH NPH TEXXKO YePHOAPOBHO YRpeKIAHE.
Jleuenueto ¢ amnonunuA TpAGBa Na ce 3aNotHe C Half-HHUCKATA 1038 U [ia ¢e THTpipa GaBHO NpH
NauReHTH ¢ HapyweHa yeproapotHa yHKMs.

Dpunoxenrero na TECTIAJJAH HCT e npoTuBonoxa3aHo NpH NALMEHTH C TEXKO YepHOAPOOHO
yBpexaane (pivkre Toukn 4.3 n 5.2), xonectasa win GuwiMapha oGeTpyKums (BrokTe Touka 4.3).

IlennaTpuana vonynanus

Tlopanu nnnca #a naruu 3a GesonacHocT M eduxacHocT TECTIAJIAH HCT He ce npenopbusa npu
naupeHTH noa 18 ronunM.

HaunH Ha npuiioxeHue:

Tabnetkara TpsaGBa fa ¢ RONTBILA € AOCTATHYHO KOJIHUECTEO TEYHOCT (HaNp. eHa 4alua Boja).
Tabnerxara He TpaGBa Aa ce cApRKBA W TPAGBA fia C& MPEEMa 110 €AHO H CHINO BPEME BCEKH JIEH.

TECTIAZIAH HCT moxe ia ce npuema ¢ wnd Ge3s xpana.

4.3 Iporneonoxazanng

CBpBX4YBCTBHTENIHOCT KbM AKTHBHHTE BeINECTRA, KBM JUXMAPOIUPUIIHHOBMTE NPOHM3BOAHU HITH KbM
NPOH3BOAHH Ha CY/pOHaMIAHTE (Thit KaTO XBAPOXIOPOTHAZII € TIPOU3BOAHO Ha CYndOHAMMINTE) MNK
KbM HAKOE OT IOMOLHHTE BEIECTRA, M30POEHH B TOUKA 6.1,

Texxo 610peyro yepexaane (Brxre Touka 4.4 1 5.2).
Pegpaxrepra xunokanvemus, XHNepKaTLMeMis, XUIIOHATPHEMHs Y CHMITOMATHHHA XMITEPYPUKEMH.

Texka yepuonpobHa HEOCTATHYHOCT, XOTIECTa3a H 3a00IBaHN, NPOTHYALM ¢ GUTHApHa 08CTPYKLHA
(IKTE TOYKA 5.2).

2-pu ¥ 3~TH TPHMECTBP OT OpemMeHHOCTTa (BHKTE TOUKH 4.4 1 4.6).

Ennospemennara ynotpeba Ha Tecnanan HCT ¢ anucKupeH-ChIbprkalii DPOAYKTH € [TPOTHROINOKA3AHA
TIPH TALRICHTH Che 3axapeH naber hau 6u6peuno yepexnaye (GFR < 60 mb/min/1,73 m’) (mx. Touxu
45n5.1).

[opaay vanusueTo Ha aMaoawnHH B ¢betasa o, TECTIAJAH HCT e npoTHBOnoKasaH npy NaLMeHTH

- MoK (BICTIOYMTENIHO KapIMOTeHeH LIOK);

- TEXKKA XHUIIOTOHHS,

- ofcTpyKiMA Ha H3X0/1a HA NABATA KaMepa (HarpuMep BUCOKA CTellel Ha aOPTHA CTEH034);

- XeMOJHHAMITIHA HECTAOHITHA CHPIETHA HENOCTATHYHOCT Clel OCTHP MUOKApAEH HBpAPKT.

4.4 Crenuanmn npejynpexaeHus A Npeanasii MepKu npu ynorpeda
IanmenTH ¢ XHNOBO/IEMH S H/TH TOHWMEH HATPHI

TlpH naupieHTH, KOHTO HMaT NOHMKARARE HA KPHBHAS 06eM N/IIM NOHIKEH HAaTPHil BCleNCTBHe Ha
MOLIHa AHYPETHYHA TEPaHs, HAMAABAHE Ha [IPHEMA Ha COJl ¢ XpaHata, Anapus WM NOBPBILANS

MeHIIMHCKO HabmroneHne NPH 3ano4Yyeade Ha JEUeHUETO,



JAPpyrn checTONBNA, NPOTHIANIH CHC CTRMYNHPAHE KA PeHUH-aHTHOTEH3HHE-AIZ0CTEPOROBATA
CHCTEMa i

Ipy mauMenTH, YritTo cbROB TOHYC 1 6B0peyHa YHKLMA 33BHCAT OCHOBHO OT aKTUBHOCTTA Ha
CHCTEMATa PEHHH-GHrHOTEH3NH-aTIA0OCTEPOH (HATIP. MALMEHTH ¢ TEXKa 3aCTONHa ChpAeYHa
HEOCTAaTEYHOCT WIH C Mpuapyxkagauo Gx6peuno 3abonssane, BKIOYHTETHO CTeHO3a Ha Ou0peunaTa
apTepHA), TEUSHHETO C JIEKAPCTBCHY NPORXYKTH, KOUTO NMOBIUABAT TA3M CHCTEMA, Ce CBHP3Ba C TeXkKKa
XMIIOTOHMA, a30TEMHS, ONHTYPHA HAH PAAKO A0 0CTpa Gb6peyna HeaoCTATEYHOCT.

PenoBazanpa XUNEpTOHAN

ChlifeCTBYBa MMOBHIIEH PUCK OT TEXKa XHIIOTOHHA M OROpeYHa HeNOCTaTEYHOCT, KOTaTo NAIMEHTH C
ABYCTPaHHA CTE€HO03a Ha G1pOpeunHTe apTepHH WiTH CTEHO3a Ha apTepHATA HA SXHHCTBER (GyHKUIHOHMpan)
O10pek NPOBEIKIAT IeYeHNE C NeKapCTBEHN NMPOSYKTH, KOHTO [OBIHABAT PEHHH-AHTHOTEH3HH-
alImOCTEPOHOBATE CHCTEMA.

b1L0peuno yrpexkaane n 6L,0peuna TpancnnanTanus

Koraro TECITAJIAH HCT ce npunara npu naumesT ¢ yBpeaera 60peyna QyHKIMs ce npenophusa
MEPHOIHYHO NPOCHEABAHE Ha KOHLCHTPALMITE Ha CepYMHHS KANMi M HHUBATA HA KPEATHHHHA.
IMpunoxennero va TECTIATAH HCT He ce npenopbuea npH DaLMeHTH ¢ TEXKKO GROpedHo yBpexnane
(xpearnnimor kMpeHe < 30 mL/min) (BroxTe Touky 4.2, 4.3 1 5.2).

A30TeMHd, BCTICACTEHE NPHIOKEHHETO HA THA3UIHH JHYPETHLM, MOKE A8 HACTBNM IIPY MALMEHTH ©
HapyueHa Gr0pedHa QyHKIMA.

Ilpy HacThNBaKE Ha NporpecHpailo 6LOPeUHO yBpexkNake € HeoOXOIMMO BHUMATEITHO PEOCMHCIANE Ha
TepanHATa, KaTo ce 00CHON NPeyCTAHOBABAHE HA JUYPETHYHOTO NEYEHHE,

Jancea ot ¢ nputoxkennero Ha TECTIAJIAH HCT npu naupeHTH ¢ Hackopo Hanpasesa 6s0peuna
TPaHCIUTaHTAlWA WM NPH NAUHEHTH ¢ OEOpeyHo YBpexIaHe B KpacH CTafuil {T.e. KpeaTUuHHHOB KIMPEHC
< 12 mL/min).

Jpoiigo GoKHpaHe HA PeRMH-AHIHOTENIMH-ANI0CTEPOHOBaTA cicTema (PAAC)

HWma nannu, ve enHospemernata ynorpeGa Ha ACE uixuGuropy, anrnorensun l-penenropiu 6iokepu
HJTH ANHCKMpPEH TIOBHINABA PHCKA OT XMITOTOHMS, XHNepkanieMus 1 HamatiBane Ha Ox6peusara
dyHrKuMs (sKToOYHTENHO ocTpa Gh0pedna HeaocTaTruHocT). [Topaay ToOBa He Ce MPEnopEuBa ABOIHO
Onoxupane na PAAC upes koMOnuMpanata ynorpe6a va ACE unxuburops, anruotensun 11-
pelenTOpHH GIOKEPH HIH aNUCKUPEH (BxK. Touku 4.5 1 5.1).

AKO Ce npewLesH, 4e TepalHATa ¢ ABOHHO Onokupane e abcoMmoTHO eobxonnMa, Toa Tpabea na cTasa
CaMo 1O/ HAGMIONEHHETO HA CIISLMATUCT H NPH YECTO BHRMATENHO MOHHTOPHMpaKe Ha 616peunata
(GYHKIMS, eNeKTPONHTITE ¥ KPBRHOTO HAISAraHe.

ACE uHxu6HTOpH 1 anrrotensyH lI-penentopuy 6nokepH He TpaGBa fa ce H3MON3BAT EIHOBPEMEHHO
TIpY DauMeHTH ¢ AMabeTHa HedipomaTHs.

Yepnoapobno yspexnane
ExenosyiiuaTa Ha aMIoJHIMH 1 OlIMECapTal MEXOKCOMI Ce TIOBHINIARA TTPH NIALEHTH ¢ YepHOAPObHO
YBpesxaaHe (BUKTe ToUKa 5.2),

Ocpen TOBa, Manky U3MEHeHHA B GanaHca Ha TEUHOCTHTE W ENEKTPONIMTHTE B XOMIA HA JIEYEHHETO ¢
THA3KAMTE MOXKE Aa YCKOPH HaCTBIBaHETO Ha YepHORPOOHa KOMa P MAMEHTH ¢ YBpeaeHa PyHKIMs
Ha YEpHUA NS WIK ¢ IPOTPECHpaILo YepHoApoiHo 3a60nisane.

Heobxomumo e ocoGeno Baumanue, xorato TECTIAAH HCT ce npuiara npu DALMERTH ¢ IEKO 20
yMepeHo uepHonpobHO YBpesKaaHe,

[Tpyn naimenTH ¢ yMepeHo YepHOAPOGHO YBpexkaate I03aTa Ha OMEecapTal MENOKCOMHIT HE TpaGBa [a
HajsHwaka 20 mg (RiDKTe TOuKa 4.2).

[pn nanueHTH ¢ HapynieHa depHoapoGHa GYHKIMA, TE4EHUETO ¢ AMIOAMNHH TpaOBa Ja Ce 3aIoYHE C
TO-HUCKATA BH3MOMKHA 1032 OT NIpernopryanyTe M TpAOBa Ja ce Npuiiara ¢ BHUMaHue KAKTO MpH
3aroyBaHe Ha Ne€UEHHUETO, Taka 1 NpH YBeTHYaBaHe Ha 03aTa.

Tpunoxenveto va TECTIAZJAH HCT e npotiRoiokazaHo Npy NALMEHTH ¢ TEXKKO Yep
yBpeiaane, Xxonectasa Wi OimapHa oDeTpyKIMs (BHxKTe TOuKa 4.3).

CTeno3a Ha A0PTHATA H MHTPANHATA KIANH, 00CTPYKTHBNA XHNepTPoduuHa



[lopanu cuaspkanmero Ha amnomunuH B TECITAJIAH HCT, kaxto 1 npH RPYTHIE BasolHIIaTaTOPH &
HeoDX0AMMO CTIEUMANTHO BHUMARKE NPU NIALMEHTHTE, KOWTO CTPAAAT OT CTEH03a Ha A0pTHATA HITH
MHTpaTHaTa KAaNa Wik oT 00CTPYKTHBHA XHNEPTPO(MHYHA KapABOMHONATH. "

Il pBHuen aaocTepoHN3LM

TauweHTHTE C MHPBIYEH ATTOCTEPORHILM KATO ISUI0 HAMA /14 OTFOBOPAT HA AHTHXHIEPTEH3NBHY
TICKAPCTBCHN MTPOAYKTH, KOHTO ACHCTBAT NOCPEACTBOM HHXHOHPaHE Ha PeHHH-aHrHOTEH3MHOBaTa
cycrema. Iopanu ToBa ripu Te3n naunenTH npuioxkernero Ha TECTTAITAH HCT e ce npenoprusa.

MeTaGouTHE 1 eHI0KPHHBA efexTn

JleyenneTo ¢ THAINIM MOXKE 1A BIOIM REIIEXUIpaTHUS Tonepanc. [Ipn naiuenTyHTe ¢ Auaber Moxe 14 €
HEOGXOMMMO KOPHTHpaHE HR IO3HTE KA HHCY/IHHA WIH Ha TIEPOPATHHTE AHTHIRAGETHH CpesicTea (BHKTE
Touka 4.5). JlaTeuren saxapen auaber Moxe Ja cTaHe MAHKGECTEH B XOAa Ha ACUSHHE C THAINIA.

Iosummagane Ha HUBaTA Ha XOECTEPONA ¥ TPHUITIMLIEPHIIATE Ca HEKEAHY PEAKIIMH, 38 KOUTO &
H3BECTHO, 4€ Ca CBbP3aHH ¢ JEHUCHHETO ¢ THA3UIHY JHYPETHLH.

Hpw Hakou nauMeHTH, KOUTO TPOBEAUIAT JICUECHHE C THA3HIM MOKe J1A HACTBIIN XUNIEPYPHKEMMS FIH A
€ BIIOILH H3ABEHa nIofarpa.

Enexrponnren ancéaranc
KakTo npu BCHUKM MALMEHTH, KOWTO NPOBSKIAT IEYeHHE ¢ UYPETHLIH, IPE3 NORXOAAIIHY HHTEPBATY
Tpa0Ea na e OCHILECTEARA NIEPHOIHYHO OTIpEe/IiHe HA CTOMHOCTHTE Ha CEPYMHMHTE eJIEKTPONHTH.

Trasuaure, BRIIOSATENHO XMAPOXIOPOTHAIHIET, MOFAT Aa NPHYUHAT AMCOATAHC Ha TEUHOCTHTES B
€EKTPONMTHTE (BITIOYHTENTHO XHIIOKATHEMHNS, XHITOHATPHEMHEA | XHMIOXJOPEMHUHA ANKANO3a).
HpeaynpenureanTe cHMITOMH Ha Tc6anaHca Ha TEMHOCTH H eNEKTPO/IMTH Ca CYXOTa B YCTATa, XKDKIA,
cnaboCT, OTIYCHATOCT, CHHIIMBOCT, (e3noKoicTeo, MycKyHa G0/ika HAH KpaMITi, MYCKYJIHA yMOpa,
XUITOTOHHS, ONUTYPHS, TAXUKAPIMA ¥ CTOMAUIHO-YPERHH HaPYIICHNA, KaT0 TaJIEHe W MOBphIaHe (BHKTE
TOYKa 4.8).

PuexeT 0T xunokannemua ¢ Hali-ronam Tipu NAUMEHTHTE ¢ YepPHONPOOHa LKPO3a, IPH NALMEHTH C
H3pascHa JHYpesa, IPH NaHeHTH, YHHTO NePopanes NIPHEM HA CNIEKTPOITHTH € HEJIOCTATRYEH U TIPH
NAUMEHTH, KOHTO TIONYy4aBaT ChITETCTRAING /ICYeHHE ¢ KopTHKocTeporan WM AKTX (BuwxTe TouKa 4.5).

Ot apyra ctpana, IoOpaJiH aHTATOHH3Ma, KOUTO OJIMECAPTAH MEJIOKCOMI, RITM3aHI B ChCTaBa Ha
TECITAJAH HCT, ynpaxnasa Bypxy anrnorensus-11 peuenropure {AT:) MOXe 2 HACTHIIH
XHINepKanueMu, ocobeHo Npy HamuyeTo Ha 6b0peuto yBpexaaHe WM CHpAeYHA HEAOCTATEYHOCT 1
3axapex naber. Ilpenopbysa ce CTPHKTHO NPOCHEIBAHE Ha CEPYMHHS Kariil IPH M3SI0MEHHTE A PHCK
naieHTH. ENHOBPeMEHHOTO IPHIOKEHHE Ha KaTHi-ChXPaHSBAINH JHYPeTHIH, KATHY ChILpKaly
100aBKA WM CHABPXKANIM KaNHi 3aMECTHTENY HA CONTTA B APYI JEKAPCTBEHH NPOXYKTH, KOHTO MOrar
Aa roByBIAT CCPYMHNTE HUB2 Ha kanwy (Hanp. xenmapun) ¢ TECTIAJJAH HCT, Tpabea na crasa npu
NOBUIIEHO BHHMAHKE (BWKTe TOYKA 4.5) H ¢ 4eCTO IMPOCIeRaBate Ha HHBaTa Ha KATHIA.,

JIHnCBaT 20Ka3aTencTRa, Ye ONIMECAPTAH MEOKCOMKIT GH MOTBII 52 HAMANH WIIM [IPENOTBpaTH
NUYPETUK-UHIYIIMpaHa XMnoHatpyeMus. HeuuuTsT Ha xiopuan o6HualiHo e IeKo H3paseH | Haii-yecTo
HE U3MCKBA NleHeHNne,

TuasuanTe Morat Na NOHIHKAT eKCKPELMAITA Ha KaALMIL ¢ YPHHATA H 12 JOBENaT 10 HHTEPMHUTEHTHO H
TIEKO NOBHUIABAHE HA CEPYMHNS KAILMIF NPH JIHNICA HA TIOANIKALIA H3BECTHH HAPYLICHHA HA
METabONIH3Ma Ha KanLmA.

Xunepxammemusta MoXe fa GbAe J0KA3aTe/ICTBO 34 CKPHT XATIEPNapaTHPeOH by, Jleve
THa3uay TpadBa a ce NPeyCTAHOBY Npey NPOBEKAAHE HA U3CNEABAHMA 33 OUCHKA Hi
NapalliHTOBHARHTE JKIIE3H.

3a THABHINTE € H3BECTHO, Y€ NIORUILIARAT YPHHHATA EKCKPEUHA Ha MarHens, Ko
XHITOMarHe3IHEMRA.



B TOpEL10 BpEME NPH NALIHEHTH C OTOLH MOXE 13 HACTLIK JUTYIMOHHA XHIOHATPUEMHA,

Jsrnmii
Kakro u 3a gpyrate aursotensiH I pellenTopHi aHTarOHHCTH €JHOBPEMEHHOTO NPHIOKEHHE HA
TECITAIAH HCT u nutuif se ce npenopbusa (siwKTe TouKa 4.5).

Copneytia HEXOCTATHHIROCT

Karo cnencrsue or vEXHGHpaHeTo Ha peHUH-aHIHOTEH3NH-ANI0CTEPOHOBATA CHCTEMA IIPH
NpeApasToNIOKEHH Nl MOTAT /1a C€ OYaKBaT NPOMeHH B Ob0peunara GyHKis.

T1py nauwyenTH ¢ TeXKa ChpAeTHA HEROCTATHYHOCT, YHITo GBOpeuHa (yHKIIMA MOXKE 1a 33BHCH OT
AKTHEHOCTTA Ha PEHHH-AHTHOTEH3UH-AIOCTEPOHOBATa CHCTEMR JIEHEHHETO ¢ HHXHOHUTOPH Ha
AHTHOTeH3WH kouBepTHpaiys ensuM (ACE) ¥ aHTHOTEH3MH PeLIeNTOPHA AaHTarOHUCTH CE CBBP3Ba C
OSHTYPHA WA IpOrpecupaila asoTemus M (panko) ¢ octpa GBOpevHa HENOCTATHUHOCT H/HIH CMBPT.
IManuenTn ¢xe ChpASYHA HEZIOCTATEYHOCT TPAGEA A ce NteKyBart ¢ BuUManke. B amarocpoyno, nnauebo-
KOHTPONAPAHO NPOYUBAHE ¢ aMIOJTHITHH IMPH NALHEHTH ¢ TEXKKA ChpAeYHa HegocTarbyHoceT (kiac Hl n
IV no NYHA) noxnaaparata yecToTa Ha BenonpoGeH OToK € No-EMCOKa B IPYIaTa Ha aMJIOAMITMH B
CpaBHEMHe ¢ rpymnaTa Ha rutaiie6o (Brkre Todka 5.1). BIOKepHTe HA KAMUHEBUTE KaHANH, BKIOYHUTENHO U
aMIONWMIMH, TPAORA Jia Ce H3NON3RAT C BHHMAHHE NPV MALMEHTH CBC 3aCTOMHA ChpASUHa
HELOCTATRYHOCT, THH KaTo MOTAT 1A MOBUIIAT PUCKA OT GBIEUIN ChPAEHHOCHIOBH HHIIMIEHTH U
CMBPTHOCT.

IHnpy-noxodna enTeponarus

B MHOro peku ciiyyau ce ¢hofilapa TexkKa, XPORHYHA AHapHS ChC 3HAYMTENHA 3ary6Ga Ha Terno npu
TIALHEHTH, TIPpUeMalld o/IMECAPTaH HAKOJIKO MECELA IO FONHHH CJIER 3aNI0YBAHE Ha JIEYEHHETO, BEPOSTHO
NpHYMHEHA OT JIOKANM3BPaHa peakimd Ha CBYbX4YBCTBUTENHOCT OT 3a0apeH THI. UpeBHTe GHONCHH Ha
[AUMEHTHTE YeCTO NOKA3BAT BHIO3HA aTpodus. AXO FIPH NALHEHT Ce NOABAT TE3H CHMITTOMH 110 BpeMe
Ha JICYEHHETO ¢ OJIMECapTaH, M TIPH JHIICA HA APYra OYEBH/IHA €THOIOTHA, JIEYEHHNETO ¢ OJIMECapTal
Tps6Ba Na ce NPEYCTAHOBH HE3a0ABHO 1 A He Ce 3afl04Ba OTHOBO. AKO MApUATa He Ce MoJobpH B W
TEYEHHE Ha eHa CCAMULIA CIIeA IPEXPATABAHETO Ha NpueMa, Tpa0Ba Aa ce NpeABUAN NOCTeABAIIA
KOHCYATaUMA Ch¢ CICLHANNCT (HATIPHMED TACTPOeHTSpONIOr).

Xoponganes HIHE , 0CTPa MHONES H BTOPHYHA 33KPHTOLI bJINA TNAYKOMA

XunpoxIiopoTHasull, KaTo CyIIOHAMHEL, MOXKE Ba MpeIM3BHKa HAMOCHHKDATHYHA PEaKiHs, u3passpailia
€€ C XOpOoM/IaNeH WaiKB ¢ fehekT Ha PUTESTHOTO 1071E, OCTPa TPAHIWTOPHA MUOMHKA B OCTpa
3aKPHTOLIbAH2 rAaykoMa. CHMITTOMMTE BIUTIOUBAT OLp30 HaMaldBaHe Ha 3pUTENHATA OCTPOTA WIH
60nKa B 04HTe, KOHTO OOUKHOBEHO CE NOABABAT B PAMKHTE Ha YaCOBE JIO CeIMMLM CJIE]] MPHIATAHE Ha
MeHKamenTa. Henekysanara octpa 3aKpHTOBIBIIHA IMIAYKOMa MOXe [d AOBefe J0 [IOCTORHHA 3aryba Ha
3peHueTo. IThpEa TepanesTHYHA CTHIKA € NPEKBCBAHE HA TEPalkaATa ¢ XMAPOXIOPOTHA3M B HAH-XPaTEK
BE3MOXKEH cpok. Moxe /i ce Hanosx# He3afaBHO MeSHKaMEHTOSHO HITH XUPYPIHUYHO JICUCHHE , AKO
BLTPEOYHOTO HallAraHe He Moxe fia 6b/ie KOHTpOMpaHo. PUCKOBH (akTOpH 3a pasBHTHETO Ha OCTpa
32KPHTOBI'BIHA TIIaYKOMa MOTAT 1a GLIaT aHaMHesa 3a anepris KbM cyndOHaMIAM Wik NEHHLTHE
(BroKTe TOUKA 4.8).

bpemvennocr
Jleuenne ¢ anruorensun Il penenTophu aHTaromucTy He Tpabea Na ce 3anovea No BpeMe Ha GpeMeHHOCT.
Ochen aKko DPOABDKHTENHATA TEPANHA ¢ AHTHOTEH3HH 1l penenTopHH AaHTaroHHCTY He e KpalHo
Heob6XOxMMa, NAlMEHTKHTE, KOMTO TNaHHpaT GpeMeHHOCT, TpsOBa Aa IPeMUHAT Ha JIEHEHHe C
anTepHATHEHH AHTHXHIIEPTEH3MBHM IEKAPCTBa, KOUTO MMAT YCTAHOREH NPpodhun Ha Ge30MacHoCT 3a
npufckeHHe npH 6pemenHoct. Flpy yeraHosARaHe Ha GPEMEHHOCT NEYEHHETO ¢ AHTHOTEH3MH 11
PELENTOPHHA aHTarOHUCTH TpAGBa Ja 61e HezabaBHO NpeyCTaHOBEHO H, AKO ¢ YMECTHO, TpabBa Ja ce
3aMoyvHe alTepPHATHBHO JeYeHHe (BIXTe TOUKN 4.3 11 4.6).

IlenuaTpuuna nonyaaAHA
TECHAJIAH HCT se e nokasan npH fietla v 10HOWA NoA 18-ropnuina BL3pact.

Haunent B CTap4ecKa Bh3pacT




Ilpx naunenTHTe B CTApUECKa BH3PACT N03aTa TpAOBa 1a e YBENHYaBa ¢ BHUMaHKe (BIDKTE TOuKa 5.2).

PoTOUYBCTERTEIROCT

Joxnanpanu ca cy4an Ha peakUMy Ha (GOTOYYBCTBUTEHOCT NPH THASHAHK AHYPETHIR (BHAKTE TOUKA
4.8). Axo ce nossH peakuus Ha GOTOMYBCTBHTENHOCT 110 BpeMe Ha Nieuenne ¢ TECTTAJJAH HCT, ce
NpenopsYBa fa ce NpeyCcTAHOBH NpHeMa. AKO Ce Hanara Bb300HOBIBAHE HA NPHIATAHETO HA IMYPETUKA,
Ce MpenopsYsa Aa ce NPEANaspaT YUacThLMTe, MAIOKEHH Ha CITbHLE WK W3KYeTBeHH UV A-nbyH.

Hemenanomen pak na KoxkaTa

B nBe enuaeMuOnoryHy Npoy4BaHksa, OCHOBaBalllli C& Ha NATCKUA HALHOHANEH PAKOB PETHCTLP, €
HabmoNaBaH NOBHIIEH PHCK OT HEMENaHOMEH pak Ha kokara (HMPK) [GasannokneTs4eH KapUHHOM
(BKK) p ckramozHokteTbueH KapipioM (CKK)) npu HapacTRaula eKCHO3MIMA HA KyMYTIATHBHA 1038
xuapoxnopoThasun (XXT3). ®orocencubunmupaninre epextd na XXT3 morar aa nelicrsar karo
BEPOATEH MEXAHW3LM 34 pasBurue Ha HMPK.

[amuenture, npuemary XXT3, Tpatea aa Gvaat undopMupanu 3a pucka ot HMPK u cheersaph
PEROBHO [1a MPOREPABAT KOKATA CH 32 HOBH JIE3WH U He3alaBHO Aa hoGIIaBaT NPH MTOABA HA
NOJO3PHTENHH KOJKHH Ne3un. Ha nanyentyTe Tpabsa 1a ce npenopsyaT BE3MOXKHM NIPEBAHTHBHE MEPKH,
KaTO OrpaHHYEHO Halarane Ha CTBHYEBA CBETNHHA H YNTPasHOJIeTOBM JTHYH, a B clyuail Ha eKCrosHips,
[OAXO0AAMIA 3RIHTa, 32 JIa CE CBelle N0 MHHHMYM PHMCKET OT paK Ha Koxara, [1o103pHTenHiTe KOXKHE
Te3HH TpsAGBa Aa ObaaT oAoKeHH Ha HezalarHO HACKeIBaHE, IOTEHLMATHO BIIIOUBALNO XUCTONOTHYHH
W3C/IeABaHNA Ha GrONCHYHA Matepuami. [Ipepasriexnane Ha ynorpebara Ha XX T3 MOxXe 1A ce BATIOKH
H TIPH NAUMEHTH, KOMTO ca uMany npenxoned HMPK (Bik. cbito Touka 4.8).

OcTpa pecuMpaTopHa TOKCHIHOCT

Cren npyieM Ra XHAPOXJIOPOTHA3HA ce ChODIIABAT MHOTO PEMKH TEXKH Cllydan Ha OCTpa pecTMpaTopHa
TOKCHYHOCT, BKIFOUHTETHO OCThp pecnuparopen aHctpec cungpoM (OPZIC). Cnen npreM Ha
XUIPOXIOPOTHA3MA, OGMKHOBEHO ce pa3BiBa 0eonpodeH OTOK B paMKHTE HA MHHYTH 10 Yacoge. B
HaYaN0Te CHMITTOMWTE BTIOYBAT JMCITHES, IOBHILCHA TEMIIEPaTypa, BNoiiasaHe Ha Genoapobuara

- dyHKIns W xunotoHus. [Tpu cemuenvie 3a ARDS TpaGsa na Gbae cipan npremsT Ha TECIIAJAH HCT

4 J1a Ce IPUI0KY TIONXOALIO NedYeHs e, XuApOXnopoTHasH He TpSORa Ja ce MpIiara npy NALHEHTH,
KOHTO npelu To8a ca noayvasana OPLIC cnen npyeM Ha XMIPOXJIOPOTHA3KA.

Apyra
KaK‘l‘O l'lpﬂ BCAKO aﬂmxunepremuauo Cpe,lIlCTBO, I'lpeKaJIeHOTO HAMAIEHHE Ha ap'repnanﬂom Hanarane

[PH MAUMEHTH € UCXEMHYHa HOIECT Ha CHPLIETO MIIM HCXEMHYHA MOIBUHO-CHAOBA Oomect 64 MOrIo fAa
JA0Rene A0 MHOKAPIEH HHGhapKT WK HHCYIIT.

PeakHH Ha CBPBXUYBCTRHTSTHOCT KBM XHAPOXAIOPOTHAGHE MOTAT Ja HaCTHILT NPX NauMeHTH ¢ WM Ges
AHAMHE33 32 a7IePryus MK OpoHXKalHA aCTMA, HO €a NO-BEPOSTHH NPH NAUHEHTH ¢ TaKaBa aHAMHE3a.

Exsauepbaiy wmi akTHBHpaHe Ha CHCTEMEH IIYITYC ePHTEMATO3YC Ca ChOOWABAKH TIPH NPUIOIKEHHUE Ha
THA3UIHH JMyPETHIA.

Kakro npu BCHUKH APYTH aHrHoTeH3HH Il petlenTopHy aHTaroHHCTH, ePeKTHT HA HAMANABAHE Ha
apTEPUATHOTO HANATAHE HA ONIMECAPTaH € A0 W3BECTHA CTEMEH I0-HHCHK NPH YePHOKOXKH NALHEHTY, B
CPABHEHHE C OCTaHANMTE NIAUMEHTH; BENPEKH TOBA, TO3H SEKT He € HaGmoNaBaH NP HHTO eHO OT
Tpure winHiHU npoyusanns ¢ TECTIAJJAH HCT, B xouto ca BmoueHW nepHOKOXM natwpent (30%),
BHKTE CHINO TOYKA 5.1,

Topa siekapcTBo CHABPIHA NO-MaNKO OT | mmol Harpyii (23 mg) Ha punmupasa TabneTka, T.e.
NMpaKTHYECKH HE CBABPKA HATPHI.

4.5 BsaumopeiicTsune ¢ Apyru JiekapeTBenR NPOAYKTH M APYTH GopMu Ha B3anmMgyEfie
BiaMmo:kan s3anmoaeiicTeaR, cBLP32HM ¢ KombGunanusta TECIIATAH HCT:

Eonospemenno npunodcenue, Koemo He ce npenopviea




JTumuii

O6paThMo NOKAYBAHE HA CEPYMHMTE KOHLGHTPALKH H TOKCHYHOCTTA Ha THTHA CE CHODILABAT NpH
€MHOBPEMEHHO TPUI0KEHHE Ha TUTHI ¢ HHXMOUTOPU HA BHTHOTEH3HH KOHBEPTHPALIMA eH3HUM H PAAKO C
anrnoTensun II peterrropun anTaronucTd. B gonbinene GuOpeuHusT WIMPBHC Ha THTHA ce TTOHWKABa
OT THA3MAHTE ¥ KaTO CIENCTBYE MO N1a Ce YBE/IMYH PUCKET OT NTHTHEBa TokenuHoct. [lopaau Tora ne
¢e NpenopnyBa enHoBpeMentoTo nprnoxenye Ha TECTTANTAH HCT u nutwii (Biskre Touka 4.4). Axo
TIPWIOKEHHETO Ha Ta3H KOMOHHALIMA & oKake HeoBXOomHMO ce TIpenopbYBa BHAMATEHO IPOCIIENABaHE
Ha CEpYMHHTE HMBA Ha JINTHA,

EOH06peMenno npuneicente, Koemo U3UCKeA NOGUIHERO HUMANIE

barrogen
Moxe na HacTENH MOTEHNMpPaHEe Ha AHTHXHIEPTEHIUBHIA EEKT.

Hecmepouonu npomusogesnanumentiu nekapcmeen cpedemsa

HCIIBC (Hanp. auernncaniuunosa kucenuHa (> 3 g/anesHo), COX-2 nHXuUGUTOPH U HECEIEKTHBHM
HCTIBC) morar aa HaMansT aHTHXHIEPTeHsHBHUTE eQeKTH HA THASHAHHTE JUYpeTHIM H Ha
aurdoTeqsh Il peuenropHHTE aRTArOHKCTH.

Tlpu HAKOH FTALHEHTH ¢ KOMIPOMETHpaHa Gn6peyHa GyHKIMA (HANp. AEXHIPATHPAHK NAHEHTH WIH
NalHEHTH B CTAPYECKA BE3pacT ¢ KOMITpoMeTHpata 6u0pedsa GyHKIA) eHOBPEMEHHOTO DPHIOKEHHE
Ha aHruoTeH3uH I peLenTopHH aHTArOHHCTH K CPENCTBA, KOMTO MHXHOHPAT LUKNOOKCHTEHA3aTa, MOXKE
Nia IoBeAe A0 JOMBIHHTENHO BlolnaBaHe Ha Ox6peunata QyHKUMSA, BIIOUMTEIHO BH3MOXHA OCTpa
O10peuHa HenOCTATHIHOCT, KOATO 00HyaliHo e obpatrma. TTopaaw Topa, KoMOMHAUMATA TpaGBa A2 ce
ApHiara ¢ TOBHINEHO BHuMakKe 0coBeHo NPH NaLMEHTH B cTapuecka Bb3pact. Ilanperture TpaGea na
OBIaT AOCTATEYHO XHAPATHPAHH H TpAGBa Aa ce 06cHaH npocneadsane Ha GROpeunaTa GyHKIA clien
3an0YBaHe Ha eJHOBPEMEHHATA TEPANUA | NEPHOIHYHO CIe TOBA.

Eonospemenino npunodicenue, Koemo mpatea 0a ce uma npedsud
Amupocmun :
Mozke Aa HaCTHIH NOTEHUMPaHe HA SHTHXUIEPTEHIWBHNL eQIeKT.

Hpyau anmuxumepmen3susnu cpedcmea
Edexrrt Ha nonnwkanase Ha aprepuansoro sawirane Ha TECTIAZJAH HCT moxe fa 651 youner ot
€NHOBPEMEHHOTO NPIIOKEHHE Ha APYTH aHTHXUICPTEHIURHH NEKAPCTREHH NPOTYKTH.

Ankoxan, bapoumypanmu, CoHOMEOPHY Wik GHNIIOENPECaHmMU
Moske 1a RACTBIM YCHIBAHE HA OPTOCTATHYHA XHIIOTOHMA.

Bb3M0oKHM B3IARMONCHCTBRS, CBBP3AHH ¢ 0JIMECAPTAH MEAOKCOMALI:
Ednogpemenno npiiodicerue ne ce npenopuuea

ACE unxubumopu, anzuomernsun L-peyenmopnu broxepu umu annexupen

JaHHu OT KIMHHYHHN NIPOYHBAHMA TTOKAZBAT, Y€ BOHHOTO 60KHpaHe Ha
PeHHMH-aHrHoTeH3uH-anaocTeponosara cucreMa (PAAC) upes komOuuHpaHaTa ynotpeba sa ACE
WUHXHUOWTOPH, aHrnoTens3kH [I-pelenTophH GAoKepy MK ATHCKUPEH ce CBHLP3Ba C TIO-BHCOKA YECTOTa Ha
HEXENANM CHOWTHA, KATO HANPUMED XHIIOTOHHA, XWNepKanMeMus ¥ HaMaaBaHe Ha GnOpeunara
¢yHKuHa (BKIOYHTENHO ocTpa Ou0peuna HenOCTATHYHOCT), B CPABHEHHE C YIOTpeGaTa camo Ha eHO
CPeJICTBO, AgiicTRalio BEpXY PAAC (mk. Toukn 4.3, 4.4 1 5.1).

Jlexapcmeenu npoOyKmuU, KOUMO ROBRUAGAMN HUBAMA HA KUY
EnnoBpeMeHHOTO NPHIoKEHHE Ha KUTNIl-ChXpaHABANM AHYPETHIIM, KATMeBH 100aRKH, 3amp
CONTa, CHABPKALM KATHH MITH APYTH IEKAPCTBEHH TIPOIYKTH, KOUTO MOXKE 2 YRENHUAT
HHBA Ha Kamtit (Hanp. xenapuyd, ACE nrxnOuTopH) Moke 1a AoBelie 10 IOBHIIABAHE H
cepyMHHMA K (BHKTE TOUKa 4.4). B cny4ail ye 1ekapCTBEHN IIPOAYKTH, KOWTO TIOBI
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TpabBa na ce npeanncear B komGuHauma ¢ TECTIAJAH HCT, ce npenopbusa npocneassane Ha
CEDYMHMS Kaliil.

Homvanumenna ungopmayun

Koneceaenam, nexapcmeo, Koemo cbP36A HCALUHUNE KUCEAUHU

EAnOBpEMEHHOTO NPUNOKEHNE HA KOAECEBENAM XHUIPOXIIOPHT, IEKApPCTEO, KORTO CEBP3BA HITHUHHTE
KUCEITUHH, HAMANABA CHCTEMHATa EKCTIO3MIHA B MAKCHUMANIHATA TUIA3MEHA KOHLCHTPALMA Ha OJMecapTaH
Y HaMmaJIgea eNHMHHAUMOHHMA Noly>xksoT (t1/2). IprnoxkenreTo Ha oiMecapTal MeROKCOMMWI rioke 4
qaca Mpef# KOJIeceBeIaM XHIpoXIopya HaManasa eexTa oT AeKapcTREeHOTO B3auMoaelicTale.
TprnokeHKHETO Ha oMecapTaH MeJOKCOMIUT TIOHE 4 Yaca Npe KONeceBenaM XHAPOXIopH Tpabea a
ce MMAa NpeaRKa (BIwkTe Touka 5.2).

Cnen neyeHue ¢ aHTHALMIK (ANyMHHHER MarHe3ueB XHIPOKCHI) ¢e HaOmoaasa ciabo NOHIDKABAHE Ha
BHOHAIHYHOCTTA Ha OJIMECAPTAH.

OnMecapTan MENOKCOMILT He 0Ka3Ba 3HAUMM edeKT BEpXY PapMakOKMHETHKATA KK
thapmaxoaMHaMHKaTa Ha Bapgapul wid GapMakOKHHETHKATA HA IATOKCHH.

EnHOBpeMERHOTO NPHAGHKEHHE Ha ONIMECAPTaH MENOKCOMWI ¢ IPABACTATHH HE OKA3BA KITHHUYHO
3HAYHUMH eeKTH BEPXY PapMaKOKMHETUKATA HA IBETE CHCTABKH NPH 3APaBH N,

OnmecapTat He OKa3Ba KIHHHYHO SHAYHMH HEXHOHTOPHH eeKTH BhpXY YOBELIKHTE IINTOXpoM P450
ensumi 1A1/2, 2A6, 2C8/9, 2C19, 236, 2E1 u 3A4 in vitro v AAMA MK OKa3Ba MHHHMATIHMT
HHIYLMpaiid ¢peKTH RbPXY aKTHBHOCTTA Ha IIMTOXpoM P450 npu nirexose. He ce ouakBaT knMHMYHO
3HAYMMH B3aMONEHCTBHA MEKAY ONMECAPTaH H IEKapCTBEHHTE MPOAYKTH, KOHTO ce MeTaboIHanpar OT
NoCOYEHHTE 1o-rope nutoxpom P450 ensumu,

Brimexnn BlauMoneiicTBHSA, CBEP3IAEN ¢ AMIOAHNHAN e
Eonospemenno npunoscenie, Koemo U3UCKaA ROSHILEHT GHUMAN e

Edpexmu na Opyzu nexapcmeenu npodyrini 8spxy aMioOunum

CYP3 A4 unxuburopn

EnanoepemenHoTo NpusicokeRe Ba aMIONHIKH ¢ MOWIHA WM yMepen CYP3 A4 urxuGuropu
(poTeashy NEXUGHTOPH, a30NHK NPOTUROTBOHYHH, MAKPONHAH KATO EPUTPOMHLMH WITH
KJIapMTPOMMULIMH, BEpAIlaMu WiH JUITHAZEM) MOKE 13 JOBEAE O 3HAUMTENHO yBenH4ABaHe HA
eKCIO3HUHATA KbM amnomuris. KnpnunkTe edextyt or Tesn GpapMakoXUHETHYHH IIPOMEHN MOXKE Na ca
TI0-H3ABEHN TIpH NALEHTH B CTapuecka Bb3pacT. FiMa noruiiled puck ot xunorouus. [lpenoprysa ce
BHHMaTeHO HabMOIEHHE Ha NAaUMeHTUTE M KOpUTHpaHe Ha 403aTa NPH HEOGXOIHMOCT.

CYP3A4 nunykropu

[Ipy enHOBpEMEHHO NpLaTaHe ¢ H3BECTHH UEAYKTOpH Ha CYP3A4, nasmeHata KOHLIEHTPaURs HA
aMJIoRHNHH Moke Na papupa. [lopany Topa 1pabea na ce cnemy KPHBHOTO HalsTaHe W Ja ce perynupa
103314, KaKTO N0 BpEME Ha, TAKa M Clie ¢IHORPECMEHHHA IIPHEM, 0CODEHO ChC CHIHM BHIOYKTOPH Ha
CYP3A4 (ranpumep, puiaMNULMH, XKBIIT KAHTAPUOH).

IpunosxeHueTo Ra AMIOAHNRH ¢ rpefindpyT WIK COK OT FPeind)pyT He ce NPEenopPLYRAa, Thil KATO MOXKE
Aa Ce yBenuqH GROHANMYHOCTTA NIPH HAKOK NALHEHTH, KOETO BOM 10 YBENHYaBAHE HA eeKTa Ha
HaMaNIBaHE Ha KPBBHOTO HAIAraHe.

Hanrponen (undysun): Ilpu sxuBoTHE ca HabmoAaBaHN KAMEPHO MBXKIIEHE M ChpJIE 7
KOMTO Ca CBBP3aHH C XHNePKANHEMHAS CYEA NPUNOKEHHE Ha BepaltaMil H HHTpaBe:
IMopany pHck oT XHNepKanTHEMKs Ce NPENopBYBa Ja e M36Arsa eIHOBPEMEHHOTO
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GJIOKB]JPI Ha KaJIIHEBHTE KaHAIH KaTO aM/10AMINHH TIPH NMalHCHTH, NPEeapa3NoNokKeHN KBM 3/10KaYeCTEeHA
XHIICPTCPMHA 1 TIpU JICUCHHE Ha 3MTOKAYECTRCHA XHIIEPTEpMHAL.

Egpexmu na amnodunum evpxy opyeu 1ekapemeenu npodyxmu

EdexTsT Ha aMNOAMIHH 3a TIOHIKaBaHE HA aPTEPHAIHOTO HaNsAraHe ce NpHGaBs KeM IIOHIKABALLMA
apTepHAITHOTO HafArane eeKT Ha APYTH aHTHXHMIEPTEHIUBHH CPEICTRA.

B 1MHKYHY npoyyBaHuA 3a E3aHMOJIEHCTRHE, aMIOJIHITMH He TIOBNHABA $apMAKOXWHETHMHHA TPOGMT
Ha aTOPBACTATHH, AUTOKCHH HITH BapgapHH.

Cumpactatnn; EnHoBpeMeHHOTO NIPHIIOKEHNE Ha MHOTOKPATHH 103K 0T 10 mg aMnoaumuH ¢ 80 mg
CHMBACTATHH BOIM 10 77% yBenH4aBaHe Ha eKCIIO3MUMATA KBM CMMBACTATHH B CPaBHEHHE ChbC
CUMBACTATHH, IPHIOKEH CAMOCTOATENIHO. Hamanere nosara Ha CHMBacTaTHH Ha 20 mg JHEBHO NPH
MALMEHTH, KOHTO TIpHEMAT aMSIOHITHH.

Takponumyc: Hma prck oT nopHinapane Ha KPBBHHTE HHBa Ha TAKPOIMMYC NPH €QHOBPEMEHEH [IPHEM C
amiomnuH. C uen H36ATBaHe MHTOKCHKALNATA C TAKPOIHMYC, P IPHIOXKEHUETO Ha AMIOAMITHH IIPH
NaLHEHT, NeKyBaH ¢ TaKpOJIMMYC, € HeoOX0AUMO Npocie/ABaHe Ha KPhBHHTE HHBA HA TAKPOHMYC i
KOpMIUpaHe Ha 103aTa IPpH HEo0X0AUMOCT,

Mechanistic Target of Rapamycin (mTOR) smxuturopure: mTOR MHXHGHTOPH KaTo CHPOTHMYCT,
TEMCHPOITMMYC H ¢Beponumyc ca cyberpati Ha CYP3A. AmonunuH ¢ cnab CYP3A umxuburop. [pu
enHoBpeMeHHa yniorpeba ¢ mTOR HHXHOWTOPH, aMIOAMIIHH MOXeE /12 YBENHYH eKerto3a1HaTa va mTOR
HHXMOHTOpUTE. '

Huxnocnopun: B npocnekTHBHO NpoyYBase ¢ NALMEHTH ¢ GBOPEYHa TPAHCTUIAHTALMA € YCTAHOBEHO
cpenHo yBenuueHHe ¢ 40% Ha obuiyTe HYBA Ha LMIUIOCTIOPHH MPH €AHOBPEMEHHATA MY YIIoTpefa ¢
amnoaumuH. EnHospemennara ynotpeba Ha Tecnanan HCT ¢ unknocnopsH Moxe na Josefe 1o
MOBHILCHA EKCITOZHIMA Ha IHKIOCTIopHH. TIpH KoMOHHUpaHo JeyeHHe e HeOOXORHNMO HabIONECHHE Ha
061OTO HHBO HA LUMKIOCTIOPHH, KAKTO i HaMA/ISBAHE HA JO34Ta TP HeoGXONHMMOCT.

Bu3Moskan B3aEMoelicTBHS, CBBP32aHHE C XHAPOX/IOPOTHA3H]
Eonospemenno npunoscenue ne ce npenoprusa

Jlexapcmeenu nPoOOYKmMY, KOUMo ROGAUAGAN HUBOMO HA KAAUA

Kanpii-nzuepneamusr edekT Ha x\apoxnopotHasua (BIKTe Touka 4.4) MOJXKe Aa ce MOTEHIMpa OT
€THOBPEMEHHOTO NIPWIMKEHHE Ha APYTH ICKAPCTBEHH NPOIYKTH, KOUTO Ca CEBP3aHH CEC 3aryba Ha
Ka/IMH ¥ XHIoKanHeMus (HaTIp. IPYTH KallMilypeTHYHH JNYPETULH, JIAKCATMRH, KOPTHKOCTEPOKIH,
AKTX, amtorepHInH, kKapGeHOKCOIOH, NEHRITHH G HATpHil WITH NIPOM3BOIHH Ha CATTUIMIOBATA
KHcenuHa). Tlopany ToBa €HOBPEMEHHO NPIWIOKEHHE He Ce NIPENOPBYBA.

EoHospesmento npuodcenne, Koemo uINCKSA ROBHIIERO HUMANHIIE

Coau na xanyus

TrazuaHuTe HHYpPETHIH MOTAT 1A TIOBVINAT CEpyMHHS KATIMid Nopalk IOHIDKaBaHe Ha eKCKpelHaTa. B
cry3ait, ye TpabBa aa 6HAaT NpeANHCAHN KATHNEBH 205aBKy, CepyMHHAT kKanuui Tpabba na ce
NpOCNensBaT ¥ 103aTa Ha KalLKA /1a ce KOPUTHpa B ChOTBETCTBHE C TOBA.

Xonecmupamur U xonecunonoeu cMonu
AbcopbLua Ha XHAPOXTOPOTHAZHA Ce HapyIaba NPH HAJIHYHETO HA AaHNOHHH OBMEHHH cMOIY

LTUZUIMARUCOBY 2AUKOTUOY
Ipenn3puKkanaTa oT THASHIH XMIIOKATHEMHA HITH XHNOMATHE3KEMUS MoKe 1a Gnaronpii
Ha AMIHTIHC-HHIYLHPAHH CBPACHHU APHTMHH.
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Jexapcmeenu npodyxmu, KOUMOo ce GRUARI 0Nt HAPYWABAHEINO HA HUEAMA HA CEPYMHUL KUl
[Ipenopsusa ce neproauMHO NpociendBane Ha cepyMaus kanuid M EKT, korato TECITAZIAH HCT ce
TIPHJIATA ¢ NEKAPCTBEHM NMPOAYKTH, KOWTO C& MOBIHABAT OT HAPYLLIEHHA B CEPYMHHTE HYBA Ha KAy
(Hanp. IArUTATHCOBY IIMKO3NAN ¥ ARTHAPHTMHLIM) U CBe crieHuTe torsades de pointes (kamepHa
TAXHKAPAKA)-HHAYUMPALLUH JIEKAPCTBEHH NPORYKTH (BXTIOUHTETHO HAKOH aHTHAPHTMHKLIK), Thil KaTo
XHIOKAJIMEMUATA € Tpeapastionarai gaxTop 3a torsades de pointes (kamepusa Taxuxapans):

- Knac Ia antvapuT™MHLM (Hanp. XHHWAKE, XUAPOXMHHWANH, AU30THPAMEIL).

- Knac III apThapiTMuan (Hanp. aMMOapoH, cotanion, aoderummn, ubyrunua).

- Hakou aHTHICHXOTHLIH (HaTIp. THOPHAA3MH, XIOPIPOMA3HH, TEBOMENPOMASHH,
TpHQIyonepasiH, UKAMEMasHH, CYTITHPHE, CYATONPH, aMHCYJINPXA, THANPUA, TUMO3N,
Xanonepuion, Aponepunon).

- Hpyru (nanp. Senpuman, npzanpun, audemaman, 1.V, epiarpomunun, xanogadrpuH,
MH30NACTHH, TIEHTaMWINH, cliapdnokcallvy, TepdeHanuH, 1.V, BuHKaMuy).

Hedenonapusupawi ckelemnu MycKyrHu peaaxcanniu (Harp. nyGoxypapun)
EdexTeT Ha HeenongpuaNpalInTe CKENETH! MYCKY/THE PeNlakcaHTH Moxke Aa 6bae NoTeHIMpaH oT
XHAPOXNOPOTHAIN]L.

Anmpconunepeuuny cpedcmsa (wanp. amponur, Gunepuden)
HapacTtease Ha 6MOHAMI4HOCTTA Ha THAZMARKTE JUYPETHLM NOCPEACTROM 3a6aBsHE HA CTOMAIIHO-
4PEBHMA MOTHIIMTET M CKOPOCTTA HA M3MPa3BaHe HA CTOMAxa.

Anmuduabemuu nexapemeery npodyrmu (NepoparHu cpeocmaen i UHCYIIN)
JlevenneTo ¢ THA3MIM MOXKE /la NOBIHAE BRINIEXHAPATHAS ToNepatc. Moxke [a e Haloxu KOpUTHpaHe
Ha 1103aTa Ha aHTHANA0ETHKA NTeKapCTBEH NPORYKT (BIoKTE TOUKA 4.4).

Memdpopmun
Merdopmun Tpalea 1a ce mpunara ¢ MOBHINEHO BHUMARHE TIOPaQH PHCK OT JIaKTaTHa auHJ03a, KOATO CE
NPHYHHARA BT BEIMOXKHA PYHKIMOHANHA 6BOPeUHA HENOCTATEYHOCT CBBpP3aHa ¢ XUAPOXTOPOTHASHA.

Bema-Grorepu u owazoxcud
XUneprivkeMU3HpaIHAT edekT Ha feta-G10KepuTe H AHA30KCHA2 MOXE Ja Ce YCWIH OT THasHInTe,

Hpecopuy amunu (nanp. nopadpenanun)
EdeKrsT 0T npecopHATe AMHHN MOXKE 1A & TIOHIMKEH,

Jlexapcmeenu npodykmu, KOUMO Ce NPpURazam 30 AeHeHue Ha nodazpa (vanp. npobereyud,
CYRPUHNUDA30H U ANONYPUHON)

Moxe 1a ce HanOXXH KOPUTHPAHE HA JI032Ta Ha YPRKO3YPHYHWTE JIEKAPCTBEHH CPEACTBA, THhil KaTo
XHAPOXIOPOTHA3IUA MO3Ke J2 NOBHIIM HUBOTO HA CEPYMHATA TIMKOYHA KHcenrHa, Mose fa €
Heo0xoaKMo TOBMINARAHE Ha 03aTa Ha ipofeHeuns nni cynduunupason. EnxHospementoTo
NPHICKEHHE Ha THA3AAH MOXeE JIa TIOBHIIM YECTOTATa HA PeakUHM Ha CBPBXYYBCTBUTENHOCT CPAMO
IONYPHHON.

Amanmadun
Tuasnayme Morar 1a 110BMLIAT prCKa OT HEXKENAHK PEAKUWK MPHYHHEHH OT AMAHTARUH.

Lfumomoxcuunu cpedcmea (nanp. yuxnogochamud, memompexcam)
TuazuauTe MOrat na Hamanat 6pOpeuHara eKCKPELHs Ha LINTOTOKCHYHUTE JIEKapCTREHH TIPOLYKTH H Ja
NOTEHUMPAT MUENOCYIIPECHBHHUTE MM edieKTi.

Camuyunamu
B cayyvaii Ha npuioxeHHe Ha BICOKH JO3H CAIMIIWIATH, XUJPOXIOPOTHA3MI, MOXE 12 Yeil
eeKT Ha CANMIIATHTE BBPXY LIEHTPATHATA HEPBHA CHCTEMA.

Memundona
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Hma n3onmmpann co01IeHHs 32 HACTLIBAHE HA XEMOMUTHYHA AaHEMMUS TIPH eHOBPEMEHHO TIPHIOKEHHE
HA XHAPOXAOPOTHAZN], H METHAIONA. ' '

Lfwcnocnopun
EHOBpeEMEHHOTO JIEUeHHE ¢ LMIIOCHIOPHH MOYXKE I3 IOBMIUM PUCKA OT XHIEPYPHKEMHA i NOAATPO3HI
YCIIOKHEHM,

Tempayurcnuru

EnHoBpeMEeHHOTO NpUIoKeRAe Ha TeTPALMKIHHY ¥ THASKAH TOBHIIABA PHCKA OT TETPALMKIIMH-
HHAYIHPAHO NOBHIIaBaHe Ha CTOMHOCTHTE Ha ypeaTa, ToBa B3anMoNIefiCTBUE BEPOATHO HE € NPUITOKHMO
33 JOKCHUMIUTHH,

4.6 @epTHARTET, GPEMEMROCT U KbpMene

Bpemennoct

Ipunosxennero na TECTIAAH HCT e nporusonokasaso npes 2 u 3™ TpUMecTEp 0T SpeMEHHOCTTa
(BikTe TouKH 4.3 1 4.4). Karo ce B3eMaT npeaBHE e(peKTHTe Ha OTAEIHHUTE CHCTABKH HA TO3H
KOMOHHYIpau DPOAYKT BepXY OpemMeHROCTTa, npunoxernero Ha TECTIAJTAH HCT He ce npenopsysa
Npes MBPBHA TPUMECTBP OT OpeMeHHOCTTA (BIDKTe Touka 4.4).

Onmecapman Medoxcomy

Hprnoxeunero Ha anrnorensyn Il penenropRy aHTaTOHHCTH He Ce NPENOPEHBA NPe3 TBPEHA TPHMECTED
Ha OpemennocTTa (BIOKTE TOYKA 4.4). TTprioxkeHHeTo H#a aHrHoTensHH I penenrTopun aHTAFOHMCTH €
NpoTHBONOKA32aHO npes 27 11 3™ TpuMecThp Ha OpeMennocTTa (BrokTe Toukn 4.3 u 4.4),
EnmmpemuonoraynuTe AoKasaTe/CTBa, KACASMH PHCKA OT TePaTOreHHOCT el excnosiima Ha ACE
HMHXHOMTOpY Npe3 MLPBIA TPUMECTRP 0T GpeMeHRoCTTa, He ca y6enuTenHy; He Moxke, ofaue, a ce
u3Kmoun ¢nabo HapacTBaHe Ha pucka. JloxkaTo THICBAT KOHTPONHMPAaHH elTUAEMHOIOTHYHM JAHHH 110
OTHOIUEHYE HA pHCKa ¢ aHTHoTeR3nH 1T pelierTropHy aHTareRUETY, CXOHH PUCKOBE MOTAT 3
CBINECTBYBAT 34 TO3H K1ac MeaukaMeHTH. OCBEH aKo NPOTDKABAHETO HA JICUEHHETO ¢ AHTMOTEH3HH
peulenropen GrioKep He ce CYMTA 32 HAKTIOUMTENHO BaXKHO, NIAIMEHTKHTE, KOHTO TUIaHHPAT GpeMeRHOCT,
Tpa6Ba [a NpeMHHAT Ha JIe9eHHe C APYTH AHTHXUIICPTEH3UBHH JIEKAPCTRA, KOHTO HMAT YCTAHOREH
npodut Ha 6e30MacHOCT 3a NpHIKKeHHe NPH GpeMeHHOCT. Koraro ce yeTaHOBH GpeMEHHOCT, ISUCHHETO
¢ aurOTeH3uH 11 penenTopHH aHTAroHMCTH TpaoBa Aa Gbae He3abaBHO NPeyCTaHOBEHO U, KO ©
YMECTHO, TpAOBa Ja Ce 3aM0YHe ATTEPHATHBHO JJEUEHHE,

H3BecTHO €, Y€ NpH X0pa eKCTOHLMATA KbM aHTHOTCH3HH 11 pereTroph aHTaronucTH nipes 2P 1 3™
TPHMECTHP NPHYMHARS (PETOTOKCHUHOCT (Hamanena Gp6peuHa GyHKIMs, ONHrOXHIPAMHHOH, 3a0aBiHe
Ha OCH(HMKALMATA HA Yepena) i HeOHATaNHa TOKCHHHOCT (On0peyna HeOCTaTEYHOCT, XHINOTOHMA,
XHnepkamieMus) (BIDKTe CBINO TOUKA 5.3).

B cimyuali ye e uMano eKenozuilid KM aHrHOoTeH3HH 11 pellenTopes aHTaroHMcT cnes 2P TpHMECTSp Ha
OpemenHocTTa, ce npenopryBa exorpadekH KoHTpon Ha Gubpeurara GyHKUMA U yepena.

BeGerara, undto Makiki ca npHeMani aHrHOTeH3MR 11 pelieTTOpHI AHTATOHWCTH, TPAGBA Aa Gbaar
BHWMATENHO HabmoAaBaHM 32 XUINOTORHA (BIDKTE CHILO TOUKH 4.3 1 4.4).

Xudpoxiropomuazuo

OnuTeT ¢ XMAPOXIOPOTHA3K MO BpeMe Ha OpeMEHHOCT € orpaHHueH, 0COGEHO NPE3 IHPBHS TPHMECTDD.
ExcriepHMeHTaNHNTE NPOYYBAHNS TIPH KMBOTHH CA HEJOCTATLYHH.
XuapoxnopoTHasu, npeMMHaBa iauertara. Karo ce uMa npeasua papmMakonorHuHis MEXaHH3EM Ha
AEHCTBHE HA XMAPOXTIOPOTHA3HI, HETOBOTO NPHNOKEHHE npea 2P 4 3™ TpUMeCThp MOXKE J1a
KOMIPOMETHPa (eTo-MNalieHTapHaTa 1epdy3us i MOXe 22 NPUUKHH (PETATHY 1 HEOHATATIHH eheKTH
KaTO HKTep, HapylaBaHe Ha eneKTPOIMTHHSA Ganake U TPOMOOLHTOICHUS.
XupoxnopoTHasHa He TpA0Ba Aa ce NpHIara npH oTOUM Ha GPEMEHHOCTTA, FeCTALMOHHA Xof
WIM NpeeKIamncus Mopaii PUCK OT NOHIKABAHE Ha TUTasMeHna 00eM M IUTalleHTapHa X PPy
6e3 monesex ediekT BBPXY X04a Ha BonecTra. ook
“
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Xuppoxnoporvazug He TpAGBa J1a ce NIPIIara 3a IeYeHHe HA eCeHLMANHA XUTIEPTOHHS TTpH GpeMerHn
HKEHH, C H3KMOYEHHE Ha PEIKKTE CITy4ay, B KOUTO HEe MOJKE J1a C€ MPHIIOKH APYro IedeHHe.

Amnodunun

HatuuTe ot orpaudeH Gpoif excrnosupaHi OpeMEHHOCTH He TIOKA3BAT, Ye aMIOAHIIMH HIH JPYTHTE
AHTATOHHMCTH HA KANUHEBHTE PEUENTOPH 0Ka3BaT HEONaronpHATHH eeKTH BEPXY 3ApPaBETO Ha (eTyca.
Moxe na e nansiie, ofaye, prcK OT IPOTPAXHPAHE Ha PAKAAHETO.

Kepmene

Io epeme Ha KbpMeHe He ce npenopsra ynorpebara Ha TECTIAIIAH HCT u e 3a npeanoustane
anTepHaTHBHO JieueHHe ¢ no-Aobpe ycTanopew npothu Ha 6e30acHOCT NpH KepMede, ocobeno npu
OTTREXAAHE Ha HOBOPOASHO WM POJEHO NPEXNEBPEMEHHO JETe,

Onmecapran ipeMHHaBa B MKOTO Py KypMeu lursxose. He e usBectso, o6ave, nanu onMecapran
NpEMHHABA B KbPMaTa NPH Xopa. AMIJIOINIHE Ce eKCKPETHPa B YOBSMKOTO Misko, Konnuectsoto or
MaliyHHATa 1032, IPEMHHAIO B HOBOPOIEHOTO, Ce OTpeeNis Ype3 HHTepPKBapTHIEH AMAana3oH oT 3 - 7%,
A0 MakcHMYM 15%. EdexThT Ha aMnonnnMH BBPXY KBPMadeTa He e M3BECTEH.

XHApOXJI0pOTHA3H TPEMHHABA B MAJTKH KOJIHYECTBA B KbPMATA ITPH X0pa. THA3HUTe BEB BHCOKH JI03H,
KOHTO BOASAT 10 MHTEH3HBHA AMYpe3a, MOXKE ia TOATHCHAT 00pasyBaHeTo Ha KbpMa, Yrorpebara Ha
TECIIAIIAH HCT no Bpeme Ha xupmese He ce npenopbusa. Ako TECTIAZIAH HCT ce u3nomea no
BpeMe Ha KhpMeHe, Tpsa0Ba a ce MOABpKA BhaMOKHO Hall-HMCKa 1034,

DepTHIIMTET

Crobuasanu ca 06paTHMH GHOXHMHYHH [POMEHH B [IABATA HA CNEPMATO30MANTE TIPH HAKOH TALHMEHTH,
NEKYBaHH ¢ OOKepH Ha KAIMEBUTE KAHATIM.

KnuHuyHHTe TaHHH ¢a HENOCTATEYHH OTHOCHO TIOTEHUMANHNA ePEKT Ha AMIIOTHITHH BHpXY
deprunurera. B enno npoydrase ¢ INTEXOBE Ca YCTAHOBEHHN HEXENAaHH ehekTH BLpXY (epTunurera Ha
MBHKKMTE HHAWBUIHM (BWKTE Touka 5.3).

L -

4.7 Edexrn B1pxy cnocofnocrra 3a modupane n pa6ora ¢ Mammuan

He ca nporexaann npoy4Banus 3a edexTuTe BEpXY cnocoGHOCTTA 3a wodHpaHe U paGoTa ¢ MalmmHy,
Tpalsa na ce nma npeasun, 0baye, Ye NOHAKOra NPY NALMEHTH, KOWTO (PHEMAT AHTHXHIIEPTEH3NBHO
NleYeHHe, MOraT Aa HaCTBILTT 3aMasHOCT, FIaBoboye, rajieHe WK YMOpa M Te3H CHMITTOMH MOTAT Jia
Hapylat crnocobHOCTTA 3a pearnpaHe. HeoGxomMMo e BHUMaHte 0coGeH0 B HAYANIOTO HA JIEYSHHETO.

4.8 Hexenann leKapeTBeHH peaknny

Besonacuocrra na TECTIAJAH HCT e m3cnepaHa B KIMHYYHH TPOYUBaHUA che 7826 nalmeHTa,
NOITy4aBaliM OJIMecapTaH B KOMOMHALMA © aMITOAHIHH H XHIPOXIOPOTHASHA,

Hexxenanure peakuuu OT KIMHWYHH TTPOYYBAHHS, OT MPOYIBAHHUS, TIPOBEEHH Clle PaIpetiaBane 33
ynoTpeba, i CTIOHTAHHM NoKnajH ca obeuneHH ¢ Tabmuua 1 3a TECTTAJIAH HCT, xakTo # 32
OTOENHUTE KOMIOHEHTH OJIMECAPTaH MENOKCOMMA, AMAOMITHH H XHAPOXJIOpOTHAZHA BB3 OCHORA Ha
M3BECTHHA NPogHIT 3a Ge30MacHOCT HA OTASAHHTE KOMIIOHEHTH.

Haii-uecto foknaneanunte HexenaHn peakiti no speMe Ha teveHne ¢ TECTIATIAH HCT ca nepudepen
OTOK, I11AB000ITHE U 3aMasHOCT.

Crenpatite TEPMUHM Ce IPHIAraT ¢ Uel Aa C€ KIACH(PHIIMPA HACTHIBAHETO HA HEXENaHW PeakIu:
MHoro uect# (=1/10)

Yeetu (21/100 1o <1/10)

HeuectH (21/1 000 mo <1/100)

Penxn (21/10 G600 mo <1/1 000)

Mnoro penku (<1/10 000)

C neusBectda YecToTa (OT HAIMYHUTE KaHHH HE MOXKe Aa GbAe HaTIpaBeHa OLEHKa)

Ta6auua 1: [pernex Ha Hexenanwre peakuy ¢ TECTIAJIAH HCT u ornennn xomn
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| MedDRA Hesxenann nekapereenn | Yectora __
Cucremuo- L PEARTIS | Tecnapanm | Oamecapran | Amaogunun | HCTZ
OpPraHHH KJjacoee Wt . . Sri CHET b e il
Hndexunn n Hudekums na ropaure Uectn
vHdecTauun JIUXATEIHU MTETHILA
Hazodapusrur Yectu
HHudekuuns na nukouHure Yectn YectH
MBbTHLIA
CuanoaneHur Penku
Heomnasmu — Hemenanomen pak Ha C
[0OPOKAYECTBEHH, KoXara (DasaHoKIeTbYeH HEU3BECTHA
3710Ka4eCTBEHH U KapLIMHOM 1 YyecToTa
Heonpe/esieHy (BKN. | CKBAMO3HOK/IEThYEH
KHCTH H MOJTUITH) KapLMHOM)
Hapymenns Ha Jlerkonenus Mnoro peaku | Penku
KpBBTa W JIMMpHATA TpomGouuTonenus Heuectn Mmuoro peaxn | Penku
cHcTeMa [ToTHckaHe Ha KOCTHMS Penxu
MO3BK
Heyrponenus/ Penku
arpaHyJIoLMTO3a
XeMOo/IMTHYHA aHEMUS Penxu
AnnacTHyHa aHeMHsl Penku
Hapyuenus AHaHnaKTHYHA peakius Heuectn
MMYHHAaTa CHCTeMa JlekapcTBena MHoro peaku
CBPBXYYBCTBHTEITHOCT
Hapyuenus na Xunepkannemus Heuectu Penxu
MeTabonuzma u Xunokanuemus Heuectu Yectu
XpaHEeHEeTO AHopekcus Heuectn
I'mokozypus Yectu
XunepkaameMus Yectn
XuneprivkeMus Mtuoro peku | Yectn
XunomarsezeMus Yectn
XHIoHaTpHeMH Yectn
Xunoxjopemus Yectu
XuneprpurnuuepuaemMus Yectu MHoro
4eCcTH
XunepxonecreponeMus Msuoro
YECTH
Xunepypukemus YecTn Mpmoro
YecTH
XunoxnaopeMuuHa ankanosa Mmnoro
peaKu
Xunepamunazemus Yectn
[Meuxuunu CneTosiHHE HAa 00 BLPKAHOCT Pejiku Yectn
HapylIeHHs Jlenpecus Heuectn Penku
Anarus Penku
PazppasuuTentoct Heuectn
beznokoiicTeo KH
[IpomenH B HacTpoeHueTo Heue <«\Wding
(BKJIIOYHTEIIHO TPEBOYKHOCT) » %
Hapywenus na cbhs
(BKJTIOUHTENTHO Oe3ChHME)
Hapywienus na 3amasiHocT Yectu Yectn
HepBHaTa cucTeMa I"naBoGonne Yectn YectH
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Toctypanua 3aMasnocT

Heuyectn

Ipecnukon Heuectn
crezus ‘ Heuecrn
XunepTrohns Muoro peaxu
Xunoecresus Heuectn
Tlapacrezns Heyectn Peaxu
Tepudepra Herponatyia Mnuoro penxu
CreumBoct Yectu
Cyvnxon Hevecrn
Konsynchi Pemxu
3aryba Ha anetut Heuectn
Tpemop Heuectn
ExcTpannpamunag C HeuspecTHa
HapyleHus 4ecToTa
Hapymienng Ba ounte | 3purensi HapymieHHa Hecs Peaxn
(BKTIOUHTETHO AHILIONHA,
3aMBITICHO BIDKAGHE)
Hamarero oTaeaaHe Ha Pemxu
CHII3H
BrowrasaHe Ha MHOTIHA Heuectu
Kcanroncus Penxu
Octpa Muomms, octpa C
33KpPHTODBIHIHA ITIAYKOMa HEeM3BECTHA
(BixcTe TOUKA 4.4) YecTOTa
XopounaneH WaTHB C
HEHM3BECTHA
4ecToTa
Hapyiuenue na yxoro | Bepruro Heuectn Heuecrn Penxu
H nabupurTa Twauryc Heuecnt
Crpneunn [Manmiraiys Yectu Yectu
HAPYILCHUA Taxuxapana Heuwectn
Muokapnen uHbapxT Muoro peaxu
ApurrMad (BTIOUHTEIHO Heuectu Pemxn
GpanpKapnus, KamepHa
TaXHKApAHA H NPEICHPIHO
MBIKJCHE)
AHI'HRa NeKTOpHC Heuectnt Heuecru (pron.
BIIOIIABAHE HA
aHTHHA
neKTopHE)
CbOBH HAPYIIEHHA | XHOOTOHHA Yecru Penxn Heuectn
Jauepssisate Heyectn Yectu
OpTocTaTuHiHa XHIOTOHI Heuectn
Backynut (BKTIIOUHTENHO Muoro peaxku | Peaxu
HEKPOTHU3HPALI ARTHHT)
Tpombosa Penkn
Embonuzsm Penxn
Pecnipatophy, Kanumiua Heuvectu YecTH Hevectn
IPBAHH H bponxut Yectn
MERHACTHRAIHH Jucnyes
HapyIIeHHs Dapuurur Yectn
Punur Yectn
OcTpa HHTEPCTHIHANHA
THEEMOHHA
PecrniMpaTopen qucTpec
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BenonpobeH otox Peaxn
OcTep pecnuparopeH Mtoro
aMcTpec cuHapoM (ARDS) penxu
(mx. Touka 4.4)
CroMmaitHo-4peBHH Jnapns Hectn Yecu Yectn
HAPYINCHHA Tanene Hectn YecTn Yecti Yectnn
3anex Yectn Yectn
Cyxora B yctara Heuectn Hedectn
Kopemna Gonka Yectn Yectn Yecrn
IipomsHa B uperHaTa Yectit
thyHKLMa (BKI. JHApHA M
3aNEK)
Merteopuznm Yectn
Jucniencun Hectu Yectn
Tactpur MHuoro peaxd
Jpashene Ha cToMaxa Yectn
TacTpoeHTepHT Yectr
Xunepnnazns Ha BeHIITE Muoro pemar
IMapanurayen uneyc Mnoro
penky )
ITankpeatHT Mtuoro penkn | Peaxu
Tlopprilane Hesectn Hedectu Yectu
Hlnpy-nonotxa Msoro
EHTEpONIaTHA (BIDKTE TOUKA penxy
44)
Xenaro-Ounuaprn Xenatdr Mmuoro penxu
HapymeHua Kenrennua Mmuoro peaxn | Penxu
(uuTpaxenaranex
XONECTATHMEH HKTEP)
OcTEp X0onenmeTns Penxu
C
ABTOMMYHeH XenaTHT* HeW3IBECTHA
YecToTa
Hapymenus na AJsionenus HevecTn
KOXaTa 1 Anrvoenem Pexu Muoro pepku
NMOAKOAKHATA TEKaH AJNepruucH NepMaTHT Heuecru
‘Epurema myntudopme MHoro peaxy
Epurema HeuecTst
Monobuu Ha Aymyc Penmxu
EPHTEMATO3YC KOMKHH
peaKumu
Exzanrem Heuecti Heuectu
EkcdonmaTiees JepMaTiT MHoro peaku
Xunepxuaposa Heuectn
Peaxuym na Mmnoro penkn | Hedectn
OTOUYBCTBHTEIIHOCT
Mpypurye Hevecrn Heuecrn Hevectn
TTypirypa Heuectn Heuectn
Orok na Kpurke MHoro peaku
O6pus Heyectn Heu Heuectn
PeakTvBalvs Ha XOXKeH é@wﬂ No KM
C EpUTEMATO3YC >
ToxcimyHa enuaepMatHa
HEeXpOITH3a b S % eI ) B
TMpoMaAHAa B LBETA HA KOXKATA Balast AT | .
ANl
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Cunnnpom Ha CTHBBHC-

JPKOHCEH

Msuoro pegxn

YpTukapHs

Heuectn

Heuectn

Heuvecru

Hapymienna na
MYCKYAHO-CKE/ETHATA
cucTeMa u
CHERMHHTENHATA
TBKAH

MyckyneH cnazem

YectH

Penxn

Yectt

TlopyBaHe Ha CTABMTE

YecTH

Myckynmna cnaboct

Heuectn

Penxu

HO.I{_)’B&HE Ha res3eHure

Yecrn

Aprpairus

Hevecty

Aprpur

Yecru

bonka B repba

YecTn

Heuectu

Ilapesa

Peaxu

Muanras

Heuecn

Heuectn

Cxenerda Gostka

Yectn

Hapywenus sa
O1OpeunTe 1
NHKOYHMTE ITHTIIA

Tlonakuypus

Yectu

VBenuueHo 4ecToTa Ha
YpHHHpaHE

Heyecn

OcTtpa 6x6peuna
HEJOCTaTBHHOCT

Penxu

Xemarypua

Yectu

Hapymenns B ypulBpasero

Heuectu

Huxrypns

Heuectn

HurepcTunnanen hedphr

Penxn

Br0peuHa HeJOCTATEIMHOCT

Pemcn

Penxn

Hapywenns na
BB3MPOH3BONMTEHATA
CHCTEMA H I'bpAaTa

Epexmiunxa aucdynkips

Heuectn

Heuectn

Hevecrn

T'MHekoMacTHA

Heyectn

Ob1un Hapymeus H
€()eKTH Ha MACTOTO HA
RPHIIOKEHHUE

Actenna

Yectn

Heuectn

Yectn

Hepudgeper ook

Yectn

Yeern

YMopa

YectH

Yecty

Yectr

Bonka s repaute

Yectn

Heuectn

Tpecka

Penxn

T"punononobun cuMnTOMK

Yeen

Jletaprus

Penn

Hepasnonoxenue

Heuectn

Heyectnt

Orok

Mnoro yecTH

Bonka

YecTH

Heuecrn

OToK Ha THUETO

Heuect

Hacnenpauus

TosHIeHY CTOMBOCTH HA
KpPEATHHHH

Yecrn

Penxn

YecTn

TTopvmienn croiiHocTH Ha
_ypes B KpEBTA

Yectn

Yecmin

Hectu

IToEnieHH cTOMHOCTH Ha
MTHKOYHA KUCENHHA B KPLBTA

Hectn

TTouroxenu croiiHocTH Ha
Kannii B KpbBTa

Hevectu

TloBHiieHM cTOMHOCTH Ha
ramManTyTamun Tpascdepasa

Heuectt

[lopHItieHY CTOHHOCTH Ha
aJaHMH aMHHOTpaHcdiepaza

Heyectn

TloBHIDEHH CTOMHOCTH HA
acnapTarT
aMHHOoTpancdepaza

Heuwectn

N

Hopmuen crofiHOCTH Ha
HEePHOAPOOHUTE EH3HMH

Yectv
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XonecTala)
ToBHInEHH CTOMHOCTH Ha YecTn
KpeaTHRMH (ocdoxuHasa B
KpPBbBTa
Hamangsane Ha rernoto Heuectn
Veemiuanane Ha TEMNOTO Heuectn

*[1pe3 nOCTMApXETHHIOBHA NEPHOA C& CHOBINARA 32 CITYHaH Ha ABTOHMYHEH XENATHT C JaTEHTEH NEPHON
OT HAKONKO MECeL[a [0 TOAMHH, KOHTO ca 06paTHMHK ciiell CRHpaHe Ha NpHeMa Ha OIMECapTaH.,

Hoxnansany ca eqMHMYHK cllydan Ha pabioMHonu3a, HabIofaBaHK Npes NEPHOZIA Ha MPHEM Ha
anrnorensud I pevenroprn Gnoxepy. ChoblileHn ca eIMHAYHH CITyYad Ha eKCTPATMPAMUTIANEH
CHHAPOM OpPH NAUHEHTH, JIEKYBaHH ¢ AMIIOIHIHH.

HemenanoMeH pak Ha koskata: Br3 ocHOBa Ha HAMHYHHTE ARHHM OT eTHAEMHOIOIHYHH TIPOYYBAHUS €
HabmoaBaHa 3aBHMCHMA OT KyMy/IaTUBHATA 1032 Bpb3ka Mexay XXT3 s HMPK (sx. crio Touki 4.4 1
5.1).
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Hombinvtenny Hexcenann peakiy, CLOGIIERY B KITMHIYHM NPOYYBAHMS WM OT MOCTMAPKETHHTOBHA
ONMT ¢ KOMOMHALINE OT HUKCHPARN 103U HA OSIMECAPTAH MEIOKCOMHI! H AMJIOAUIMH, KOUTO He ca
croOmenn 3a TECTIAJIAH HCT, monoTepanis ¢ oamecapTan MENOKCOMIT WIN C aMIOAKTHE WK ca
AOKNanBaHH C NO-BHCOKA YECTOTA NPH ABoiiHaTa KoMOuHaimsa (Tabnwmia 2):

Ta6auna 2: KomMGunauns na oiMecapran MeJoKCOMBI B AMNOXHIHH
CucTeMRO-OpranHy YecToTa Hewxenaun rexapcereedn
KJIA¢0Be peakunn

Hapymenna na Peaxn Jlexapcrena

HMYBHAaT2 CHCTEMA CBPBXUYYBCTRHTEITHOCT
CromamHo-4peBHA Heuectn bonka B ropsata vacT Ha
HapyBieHHs KopeMa

Hapyuiedun na Heuectn Hamanapade na aubumoTo
BL3NPON3BOINTEIHATA

CHCTEMa H MbpAATa

O6miu Hapymenun n Yecrn G101 ¢ TecTOBaTA
ehexTn Ha MSICTOTO Ha KOHCHCTSHUHMA
TpPRIOKenne Heuvectn Jleraprus

Hapymrenans na Hevecrs Bonka B kpatinuirre
MYCKY/THO-CKeJIeTHATA

CHCTEMA R

CBETHHATE/IRATA ThKAN

JOTBABMTE NN HEKeNaHY Peakiyy, ChoGieHy B KIMHIYHM NPOYYBaHH HWIH OT JIOCTMAPKETHHIOBHA
OnUT ¢ KOMOHRALMR OT HMKCHPAHY J03Y HA ONMECAPTAH MEIOKCOMMI H XHIPOXNOPOTHAZMI, KOUTO HE ca
cxobuenn 3a TECIIAJTAH HCT, moHoTepanus ¢ onMecapTaH MeOKCOMHI HIH C XHAPOXIIOPOTHAZHN
WY Ca JIOKNAABAHH C MO-BHCOKA 9ecToTa 32 ABoiiHara komGunaimy (Tabnuua 3):

TaGauna 3: KomOunanas na cimecapran MegoKcoOMR R XHAPOXJIOPOTHAIHA

CucremMuo-opraunn YecroTa Hexenans exapereenn

KJIacoBe _peaknan

Hapywennpsa pa neppnara | Penxu HapyliieHHA Ha CB3HAHHETO

CHCTEMa (xato 3ary0a Ha ch3HaHUE)

HapyureHus na koxara n | Hedectn Exzema

NORKOXKHATA THKAH

Hapymenna na Hegectn bonka s xpalinuipite

MYCKYJHO-CKeJIETHATA

CHCTEM3,

CHEIHHHTENHATA THKAH

Hscnenapanus Peaxn Cnabo nomwkaBaxe Ha
CpeaHHTe CTOHHOCTH Ha
xeMornotHHa ¥ XeMaTOKpHTa

Cxobmapate Ha NOAO3NPAHK HEXKENAHI PEaKLIMK
CroliaBaneTo Ha IORO3NPAHN HEXETaHH PeakiyH Cllel paspeliasate 3a ynoTpeba Ha JIeKapCTBEHHS
MPOAYKT € BaXHO. ToBa NO3BONABA 12 NPONBIDKH HAaONOAEHAETO HAa CHLOTHOLIEHHETO TOIT3a/PHCK 33
JIeKapCTBeHHs NponykT. OT MeIHIIMHCKUTE CIIELIMANICTY Ce H3KCKBA A4 ChoSWARAT BCAKA I
HEXKeNIaHa peaking upes HalMOHAIHa cHCTeMa 3a Cbobihasane:

Hamenuutenya areniis no JeKkapeTeata

yn. ,,Jiamsn Ipyes” No 8

1303 Codms

Ten.: +359 28903417

yebeaiit: www.bda.bg
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4.9 Yperoznpane

Cumnmony

Maxcumannara noza Ha TECITAJTAH HCT e 40 mg/10 mg/25 mg senux qHerHo. HaMa chobimenns sa
cnyyan Ha npenosupane ¢ TECHATAH HCT npu xopa. Haii-Bepoatauar edekT oT npenosupaHeTo ¢
TECIIATAH HCT e xunotonns.

Haii-BeposTHHTE €(ekTH OT IPE03NPANE ¢ ONMECAPTAH MEAOKCOMMAN C4 XMIIOTOHMS M TAXHKAPAMS;
MOXKE J1a Bb3HMKHE OpaZiKapud, aKo HACTHIH NIaPaCHMITATHKYCOBA (BAryCOBa) CTHMYJIALHAS.

Moske na ce ouakpa, Ye NpenO3UPAHETO ¢ AMNOIWIMH LIE AOBEJE A0 M3paseHa nepHdepHa
BA3OMMNATALYAE C M3pa3eHa XBIIOTOHHA U BEPOATHO pedieKTopHA TaxuKapiud. HmMa crobmenus 3a
H3pa3eHa H BE3MOXHO IIPONBIDKHTENHA CHCTEMHA XHITOTOHMA, BIIIOYHTENHO 10 10K C QaTalieH H3X0x.

Hexapaorenen Genonpoben otok ce cholaBa paaKo KaTo NOCTSANLIA OT NPeio3HpaHe ¢ aMIIOIHITHH,
KOMTO MOXKe Na ce TIPOABH Cbe 3a0aBeHo Havano Ha edexra (24-48 daca crien norTbINAHE) H 1a W3HCKRA
H3KYCTBEHA BeHTHNALMs. PaHHMTe peantMallMONHA MePKH {BKIIFOYHTENTHO HATOBAPRAHE C TEYHOCTH) 38
NOAAB>KAHE Ha NepPy3HATA M ChpAeTHNA 1eGHT MOrar fa 6baaT yeKopsBalm GakTopH.

TlenosnpaneTo ¢ XMAPOXIOPOTHA3HA CE CBEP3BA C H3UEPNBAHE HA eEKTPONHTH (XHIIOKAIHEMYS,
XHTIOXIIOPEMMA) ¥ IEXMIPATAllHs, B PE3YNTaT Ha eKCIiecHBHa AHype3a. Hall-yecTHre npysHaly 1
CHMITTOMH Ha OpeNo3upaHe ca rajicHe i COMHOIEHTHOCT, XHITOKAIHEMUATA MOXKE [ia IOBETE 110
MYCKYJIEH CTIa3hM W/HIH 1a YCHIH CHPJEHHH apUTMHN, CBBP3aHH ChC CHITETCTBAIO MPUIOKEHHE Ha
JUATHTATHCORH ITMKO3HIH HIH ONpeneneHy aHTHAPHTMHYHH JIEKAPCTBEHH TPOAYKTH.

Jeuenue

B cayuaii Ra npenosupate ¢ TECIIAJAH HCT, neuenuero Tpsabra na Ghae CHMITOMATHYHO U
noanbpxattio. [loreneHMeTo ce ONpPeaEns oT BPEMETO, HAMHHAJIO OT ITOMTHIMAHETO H OT TEKECTTA Ha
CHMIITOMUTE,

AKO IPHEMBT € CTaHAT HACKOPO, MOXKe 13 C& MMa Npe/iBH L CTOMAwHa Nnpomueka. Tlpu 3apasu muna
He3a0aBHOTO NPHNOKEHHE HA AKTUBEH BHITIEH N0 2 Yaca C¢Jie/i MOTTRILAHETO HA aMIOHIIHH € TIOKa3anio,
Ye CBIIECTBEHO NMOHWKABA abcopOiHaTa Ha aMITOIHIIN.

Koysirano 3HauMMa XMNOTOHMS, JRDKAIlA ce Ha npeaosupase ¢ TECITAJJAH HCT, n3aHcKBa aKTHBHO
NOAXLPXKAII0 NOBEAEHHE HACOUEHO KBM ChPIEYHO-CHAOBATA CHCTEMA, BIITIOUUTENHO CTPHKTHO
npocniefssase Ha chpaeuHata u Senonpobna GpyHKipiA, NOBAKTaHe Ha KpaHULMTE M KOHTPON Ha
uHpkynupaigs ofem TEYHOCTH H MypesaTa, TIpIUioxkeHHeTo Ha BA30KOHCTPHKTOP 61 MOro na Guje ot
7107134 33 BB3CTAHOBARAHE HA CHAOBHSA TOHYC W Ha ApTEPRATHOTO HAIATAHE TIPH NOJIOKEHNKE, Ue HAMA
NPOTHBOTIOKA3AHHA 33 NMPHNOXKEHHETO My. IHTPaBeHOZHHAT KANIHER rMOkoHaT 61 MOTsa aa Obae oT
10133 33 MPeMAXBaHe Ha edekTHTe OT GI0KANaTa Ha KanlMeBHTE KAHAIH.

Uecto Tpabea aa ce MOHHMTOPHPAT CTOHHOCTHTE HA CEPYMHHTE eNleKTpOTUTH U Kpeatukuua. [Tpu
HACTBIIBAHE HA XMIIOTOHH: NALMEHTHT TPORA a Ce MOCTARM JierHan 1o rpsl ¢ Gup3o MpunokeHte Ha
3aMECTHUTCITHO JIEYCHHE CBC COJIM U TEYHOCTH.

Tui KaTo aMNORMNKH C¢ CBBLP3Ba RbB BHCOKA CTENEH ¢ IPOTEHHUTE, AMank3arTa He 61 61una ot nonza. He
€ WU3BECTHO JAIIM OJIMECapTaH WIH XHAPOXJIOPOTHASHA C€ TUATTH3HPAT.

Hee YCTaHOBCHA CTENIEHTA, [0 KOATO ONIMeCapTaH H XMAPOXNOPOTHAZH]L C& H3BITAYAT IIpH XeMOauannsa.

5. PAPMAKOJIOTHYHU CBOMCTBA
51 PapmMaKoIHHAMUYHH CBOMCTEA

Qapmako-TepaneBTHYHa rpyna: aHTHoTensuH Il anTaronucTy, GNOKepH Ha Kalves
AUYPETHLM.
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ATC xoa: C09DX03

TECHAJAH HCT ¢ xombuHaums ot anruoTensus 11 peuentopes asTaroHuCT - ofiMecapTaH - -
MeZOKCOMMI, 610Kep Ha KATIUEBHTE KaHATH ~ aMI0IHITHHOB GE3NNAT ¥ THAZHACH JMYPETHK -
xunpoxsopoTHazda. KoMbunanmaTa oT Te3H BEINECTBA Ma alHTHBEH AHTHXHITEPTEH3UBEH edeKT,
HOHMKABaHKH apTEPHATHOTO HANATAHE A0 MO-TONAMA CTENEH B CPABHEHHE ¢ BCAKA OT ChCTABKHTE N0
OTAENHO.

Onmecapray MEJOKCOMMII € NEPOPANTHO aKTHBEH CeneKThBeH anrnotensun I peuerrropen (tun ATh)
AHTArOHHCT, AHIHOTEHSHH I & oCHOBHMAT BA30aKTHBEH XOPMOH Ha CHCTEMAaTa PeHHH-aHIHOTEeH3HH-
anaocTEPOH H UMA CHINECTBEHA PO/l B MATOMHIHOIOMHATA HA XHNEPTOHMATA. EQEeKTHTe HA AHrHOTEH3HH
I sxr0ouBAT BA3OKOHCTPUKIMA, CTHMYTHPAHE Ha CHHTE3aTa K OCBOOOKAABAHETO HA AIOCTEPOH,
ChpAeYHa CTHMYAaUMA H 6x0peunaTa peabcopOuus Ha Hatpyii. OnMecaprad Griokupa
BA3OKOHCTPUKTOPHHUTE W AlJOCTEPOH-CEKpeTHpatuTe ediekTH Ha aHrHoTeR3uH I HOCPenCTBOM
GrokHpaHe Ha CBBP3BAHETO My KEM AT peLienTopa B TEKAHHTE, BKIOUKTEIHO B CHAOBATA I1a/Ka
MYCKynarypa i Hagbp0pednaTa xnaesa. FeKrsT Ha ofiMecapTai He 3aBHCH OT W3TOYHHKA WIH HauyMHa Ha
cuHTe3 Ha aHrHOTeH3HH 1. CenekTHBRHOTO aHTaroH#3upane Ha anrvorensus 11 (AT) penernropyre ot
oNMecapTaH BOZH JIO NOBMINARAHE Ha IIA3MEHHTE HIBA HA PEHHHA H KOHICHTPAIHATE Ha aHHOTEH3HH 1
# 111 10 M3BECTHO NOHIKABAHE HA NIA3MEHHTE KOHIIEHTPALIMH Ha ANA0CTEPOHa.

Tlpu xunepToHmMA oAMecapTaH MENOKCOMHIT MPHUMHABA H0303aBHCHMO NPOIEB/DKHTENHO NOHIDKABAHE Ha
APTEPRATIHOTO Handrase. HaMa JaHHM 32 XHMOTORHA Ha MBPBaTa 1033, 33 TaxuQHIaKCHs [pK
HPOABIDKHTETHO TIPHJIOKEHHE MY 332 pUOAYH]] XHIICPTOHMS CISA BHEATHO NMPEYCTAHOBABAHE HA
TepanmuiTa.

Exnoxpaten nHepeH NpieM Ha OIMeCapTaH MEJOKCOMMI OCHTYpABA e(PEKTUBHO ¥ NIABHO TIOHIDKABAHE
HA APTePUATHOTO HAJIATAHE Npe3 24-14acoBkA 10308 MHTepRall, ENHOKPATHOTO NHEBHO AO3HpaHe
OCHTYPsBA CXONHO NIOHHKABAHE HA APTEPHAIIHOTO RAAATAHE KAKTO M ARYKPATHO AHEBHO JO3HPaHe Ipy
eIHa ¥ cblija obima AHeBHA 034, T

[Ipw nponbmKUTENHO feUeHNHE, MAKCHMATHOTO TORIDKABAHE Ha apTEPHATTHOTO HAISTAHE Ce JIOCTUTa Ha
8"? cenMHLIa CTle/| 3aTI0UBaHE Ha JIEYEHHETO, MAKAP Y€ CHUIECTEEHA YACT OT MOHIDKABALUMA APTEPUATHOTO
Haysirade edext peve ce Habmonasa ces 2-CeHMUMHO NeYeHHe.

EdexTsT Ha oNMecapTan MEAOKCOMMIT BBPXY CMBPTHOCTTA H 3a60/IeBaEMOCTTA BCE OHIE HE € H3BECTEH.

IIpoyysarero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PannoMusnpaHe Ha OnMecapTaH | IpeBeHUHA Ha THaleTHa MUKpoanbyMUHyYpHa) npH 4447 nauyenTs
AnabeT THn 2, HopMO-anGyMMHYpPHA H TIOHE €M JOMBIHUTENEH ChPAeYHOCHAOR PHCKOB GaKTop,
H3CHERBa RalM JIEYEHHETO ¢ OJIMEeCapTaH MOke 1a 3a0aBK HavYanoTo Ha MUKpoanSymunypus. [lo speme
Ha CpeIHuA NPOCTeAABAL MEPHOL OT 3,2 MOAHEH, [IALMEHTHTE TIOIYYaBaT OIMecapTad Wi 1anebo b
DONBIHEHHE KBM APYTH aHTHXUINEPTEHSMBHH EKapcTsa, ¢ H3kwnoderne Ha ACE muxn6urops win
AHTHOTEH3HH penenTopHH 6nokepn (ARB).

3a MbpEUMHATA Kpaiika [es NpoYYBaHeTO NOKA3Ea 3HAYHTENHO HAMAJIABAHE HA BPEMETO 3a HA4aNo Ha
MUKpoanCYMHHYpHA B 10132 Ha ofMecapTad. Chell KOPeXLHs Ha PAzIMKUTE B APTEPHATHOTO HATAraHE
TOBA HAMAJXEaHe Ha PHCKA BEYE HE € CTATUCTHYSCKH 3Haunumo, §,2% (178 or 2160) ot naimenTHTE OT
rpymnara Ha onmecaptad H 9,8% (210 or 2139) B maueGo rpynara ca paseuiy MEKpoalbyMHBypHS.

3a BTOPHUHNTE Kpaliy e, ChPIEYHOCHAOBY HHUMACHTH Bh3HUKBAT Npu 96 nanuenta (4,3% npu

onMecapTaH W nipu 94 mauwenTa (4,2%) npu miaue6o. YecToTata Ha ChpPAEYHOCHAOBA CMBPTHOCT € No-
BHICOKA NPY TIEUSHUETO ¢ OJIMECAPTaH B ¢paeHeHue ¢ manebo (15 maunenra (0,7%) cnp s RS
(0,1%)), BBnpexs cxonHuTe HUBa Ha Hedarated uHeyat (14 naumenTa (0,6%) cnps
(0,4%)), nedaranen muokapaed mndapxr (17 naunenta (0,8%) cipsmo 26 nauue
CMBPTHOCT, PA3IMYHa OT ChPAEHHOCHAOBA, (11 nauuenra (0,5%) cripamo 12 nanney
CMBPTHOCT MPH OJIMECAPTAH € UKCAEHO yBennyeHa (26 nanuenTa (1,2%) cnipamo 1
KOETO € CIEACTBHE OCHOBHO OT IO-BUCOKMA Opoii haralHH ChpAevHOCHA0BH HHLY
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Ipoyusanero Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
{ORIENT, OnmecapraH HaManaBa YeCTOTATA HA TEPMBHATHATA CTeNeH na 6u6peuna Gonect npu
AnaGeTna ne(ponaTig) H3cnenBa ebeKTHTE Ha ONIMECAPTAaH BEPXY OEOPEUHHTE H CHPICYHOCHI0BH
KpaiiHu pe3ynTati npH 577 pannoMusupasy naieHTH ot SnoHus u Kvmail ¢ nuaGer tvn 2 ¢ usasena
Hegponarna. Ilo BpeMe Ha cpeaHMa nepHon Ha NpocnenssaHe Ot 3,1 TOAMHM, NAUMEHTHTE MOTYYaBaT
HJTH OJIMECAPTaH, WM IW1auedo B NONBLIHEHHE KbM JIPYTH GHTHXHIIEPTEH3UBHH JIEKAPCTBA, BKITOYHTENTHO
1 ACE aRxXHOHTODH.

Hepeiunara koMGHHMpaHa Xpaiina Lex (Bpeme O IbPBHS ClTyuail HA YBOSABAHE HA CEPYMHMA
KpeaTHH¥H, TepMHHANIHA cTenes Ha 6p0peuna Gonect, ob1ma cMBPTHOCT) ce Habmonasa mpu 116
TALMEHTH B I'pynara Ha onmecaptan (41,4%) v npy 129 nauperTu B rpynata Ha naue6Go (45,4%) (HR
0,97 (5% CI1 0,75 no 1.24); p=0,791). KomGrnupanata BTOpHIHA CHPICYHOCHI0BA KpaiiHa Lier ce
Habmonasa npy 40 nalMeHTa, NeKyBaHM ¢ ovecapTaH, 14,2%) ¥ npu 53 nalweHTa, TEKYBaHH ¢
mranebo, (18.7%). Tasy xomGHHNpaHa ChPASYHOCHIORA KpaiiHa [eNl BIUIOYBA ChPACIHOCHAORE CMBPT
npy 10 (3,5%) naumenTa, npnemais onmecapran, cipamo 3 (1,1%), npremany nnane6o, o6ma
eMbpTHOCT 19 (6,7%) cnipamo 20 (7,0%), nedataner nncynt 8 (2,8%) cnipamo 11 (3,9%) n nedaranch
Muoxkapnes wHbapkr 3 (1,1%) copamo 7 (2,5%), ¢hoTeeTHO.

Komnoxenttt amnonvmun 8 TECTIATAH HCT e Gnokep Ha KaieBHTe KaHATH, KOiTO HHXHOHpa
TpaHcMeMOPaHHOTO HaB{3aHe Ha KANUMEBUTE HOHM Mpes NOTeHLMAN-3aBHcHMKTe L-THN Kammeru
KaHaiyeTa B ChPIIETO M IMManKaTa MycKynarypa. EKcniepHMeHTaTHITe JaHHY MTOKA3BAT, 4Ye aMITOHITHH Ce
CBBP3BA M KbM QUXHUAPONMPHANHORHTE, H KbM HEeIMXHAPOIHPHAHHOBKTE CEBP3BAlll MECTa.
AMITOAMAMH & OTHOCHTENTHO CEIEKTHREH KbM CBIOBETE, ¢ MO-H3paseH eekT BhPXY ChAOBHTE
IIA0KOMYCKYITHH KIIETKH B CPaBHEHME ¢ MYCKYJIHUTE KIIETKH Ha ChPLETO. AHTHXHIIEPTEHSUBHHAT eeKT
Ha aMJIOJIHITHE (IPOH3AH32 OT AHPEKTHYA peslakcHpalll eeKT BhPXY apTepHalHaTa ajixa MycKynaarypa,
KOETO BOAH JIO NIOHIDKABAHE Ha NeprdepHOTO CHIIPOTHRIEHHE ¥ OTTYK Ha apPTEPHATHOTO HasAraHe.

Tlpu nanpenT! o-XHUNEPTOHNS aMIOAUIIHH BOAM 0 AO303aBHCHMO MPONBIKHTEHO NOHWKARAHe Ha' ™
ApTEpPHATHOTO HansraHe. HaMa nanHM 3a XMNOTOHNS HA ITBPBATA [032, 32 TAXH(IIAKCHS [P
IBJIrOCPOYHO JIEHEHHUE WIH 32 pHOayH 1l XHTIEPTOHHS ClIeM BHE3AITHO NPeyCTAHOBABAHE HA JIEYEHHETO.

Cnen npuioxenne Ha TEPANEBTHYHH JO3H NPH NALMEHTH C XMIEPTOHHS, aMJIOJIHIIMHE BOIM A0
e(eKTHBHO NOHKHKABAHE HA APTEPHANTHOTO HAIATAHE B JIErHANO0, CEAHANO W M3IPABEHO MONOKEHHE.
XPOHUYHOTO NPHIOKEHHE Ha aMJIOJHIIMH He CE CBLP3BA Ch¢ 3HAYMMH M3MEHEHHSA HA CHPICHHATA
YeCTOTA HIK HUBATA Ha TasMeHMTe KaTexosaMuHH. IIpH NalMeHTH ¢ XHIIEPTOHHA ¢ HOpManHa 6b6peuna
GYHKIWS, TepaneBTHHHM 1031 aMAOMIIMH NOHILKABAT PE3HCTEHTHOCTTA Ha 61LOpeunMTe CHAOBE H
MOBHILIABAT CKOPOCTTA Ha ITIOMEpy/HATa (GUITpailks W eeKTUBHHA TwiasMeH Ou0peve KpuBOTOK, 663 fa

npoMeHs QHITpaUMOHHATa (paKkA WIH NPOTeMHYPHA.

B xeMouHaMHYHH Npoy4BaHNA NPH MALIMEHTH CHC CHPAEYHA HEIOCTATEIHOCT M B KITMHHIHK
npoy4sanns, 6a3¥pani Ba TeCTOBE C HATOBAPBaHe MPH NALMEHTH ChC CHPIAEUHA HENOCTATHYHOCT Kiac I1-
IV no NYHA, ne ce ycTaHoBSBa aMJIONMNMH 1A NPEOU3EHKBA KAKBOTO W Aa GHII0 KIMRMYHO BIOLIABAHE,
KOSTO Ce OLIEHNBA N0 (PH3NUECKATA H3PLIUIABOCT, ICBOKAMEPHATa (paKilks Ha H3TIACKRAHE H
KIMHHYHKTE OeNesH M CHMITTOMH.

[naue6o konTponupano npoyusane (PRAISE) npoextipano Aa OLEH# NALMERTH CHC ChPAEYHa
Henocerarbunoct knac HI-IV no NYHA, kowro nonyuasat aurataiune, amyperuin H ACE maxu6uTOopH,
TIOKA2Ba, Y€ aMJIOAMIHH HE BOM AO TIOBHIIABAHE HA PUCKA OT CMBPTHOCT ¥ 3a00NEBAEMOCT ITPH
NANHUEHTH CBC CHPASYHA HEAOCTATBYHOCT.

B npocnenssamo, ALIrocpotHo, MnaweGo-xoHTponupato npoyusate (PRAISE-2) 3a amno,
ChbpaedHa HeaocTarbuHocT Kiaac 111 u IV no NYHA 0e3 knvHW4HY CHMITOMY H O0SKTHB
JIOKA3aTENCTBA 38 ChITbTCTBALNA MeXeMHuHa GonecT, Ha cTaduwnan po3 ACE nHxuéuro
IJHYPETULIM, AMIIOMIINH HE OKa3Ba eeKkT BupXy o6LIaTa WK CHPAEYHO-CHIOBA CMEPT
Ta3d NOTIYNALMA AMJIOAMITHH C& CBHLP3Ba ¢ HapacTRaHe Ha 4ecTOTaTa Ha 6enoapobeq
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HAMA 3HAYHTEHA PA3IMKA B 4ECTOTATA Ha BAONIABAHE HA CHPIEHHATA HEJOCTATHYHOCT B CPABHEHHE C
nnauebo.

PaHaoOMHA3HpaHO, NBOHHO-CIANO IPOYYBAHE 3a 3a00NeBAEMOCT - CMBLPTHOCT, HapeueHo Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoyusase 3a
AHTHXHNEPTEH3UBHO ¥ HAMANABALIIO AMITHIMTE IEUeHHE 33 NMPEBeHLHA Ha ChPACYHH HHURACHTH) €
NPEACTaBeHO, 33 1a CpaBHH N0-HOBH JIEKAPCTREHH Tepanuy: aMmiodunuH 2,5 ~ 10 mg/aeH (6noxep na
KanlllHeBMTE KaHaMU) WM JH3HHONPUN 10 — 40 mg/nen (ACE-HHxu6uTOp) KaTo neyeHus Ha ITbpBH 136op
CTIPAMO THA3HJICH AMYPETHK XI0pTanHaoH 12,5 — 25 mg/nen npu neka 10 yMepeHa xunepronnd. O6umio
33 357 nauyeHTH ¢ XHTIGPTORHA Ha BH3PacT 55 FOOMHA WM NO-BH3PACTHH Ca PAHIOMMZUPAHH H
npocneaeHn cpeano 3a 4,9 ropunn. IlalpeHTHTe HMAT NIOHE CIHH NOMBITHUTENEH PUCKOB (baXTOp 34
KopoHapHa 0os1ecT Ha CHPLETO, BIIIOUMTRIHO: NPEAXCAeH MUOKapeH HHGAapKT Wiy HHCyiT (> 6 Mecena
Npeny BKMOYBAHETO) WK ONHCAHO IPYTO aTePOCKIIEPOTHIHO ChPZeMHOCHA0B0 3abonspane (obmo 51,5
%), anaber Tun 2 (36,1%), HDL-C <35 mg/di (11,6%), nesoxamepua XumepTpods, AHATHOCTULIMpAHA
4pe3 eleKTpoKapaAHorpamMa Wi exoxapanorpadus (20,9%), Hactoso TioToHomytneHe (21,9%).
ITnperuHaTa kpaiina uen ¢ koMOunaupana ot QaranHa kopoHapHa GoNnecT Ha CHpLETO MM He-paTaneH
MHOKapneH HHdapkT. HaMa 3HAYHAMH pasiMKi B HaYa/HATA KpaiiHa LIEN MeXIY TepanusaTa-C aMiIOLUNHH
H Tazu ¢ xnoprampod: RR 0,98 95% CI (0,90-1,07) p=0,65. OT BTOpHYIHUTE L{€/IH 4eCTOTATA Ha
ChpAEYHa HENOCTATHUHOCT (UACT OT KOMOMHMpaHaTa ChPASYHOCHAORA KpaiiHa LeN) € 3HAUHTEHO no-
BHCOK# B FPYNaTa Ha aMJIOAMITHH B CpABHEHHe ¢ Ta3H Ha xnopramijoH (10,2% cnpamo7,7%, RR 1,38,
95% CI [1,25-1,52] p<0,001). Benpexy TOBa HAMA 3HAYUMA DATHKA B OOMIATE CMBPTHOCT MEXKTY
TeParHATa ¢ aMIOIMIIKHH ¥ TasH ¢ xaopranuaod. RR 0,96 95% CI [0,89-1,02] p=0,20.

XHIPOXIOPOTHAZKH] € THA3UAEH AHYPeTHK. MeXaHH3MET Ha AHTHXHNIEPTeH3UBHAS edeKT Ha THA3MIHHTE
IHYPeTHLIH HE € HAaITLIHO H3dcHeH. Trasnayre NoBmaeaY 0x6peunuTe TyOYIHHE MEXaHU3MH Ha
peabcopbipia Ha eNeKTPONIHTH, KaTO AMPEKTHO YBETHUABAT eKCKPEIMATA HA HATPHI H XJIOPHIM B
NpHOIM3MTENHO PABHHA KOMHYECTRA. JJuypeTHUHHAT eeKT Ha XHAPOXIOPOTHASH, IOHIDKABA TNa3MEHIS
ofem, NOBHINABA TUIa3MEeHAaTA PEHMHORA AKTHBHOCT M TIOBHILABA CEKPELMATA HA AIOCTEPOH, C
NoCAeBaLI0 HAPACTBAHE HA YPUHHATA 3ary0a Ha kanuii 1 GukapOOHATH, M NOHKABAHE Ha CePYMHMA
Kanuii. Bpb3kaTa peHHH-a1A0CTEPOH ¢e MEAWHPA OT aHTHOTEH3mH 11 1 nOpay ToBa eAHOBPEMEHHOTO
TIPMIIOMEHME HA aHTHOTeH3UH 11 pelenTopen aHTaroHUCT BOAM 10 HAMANeHUE B 3arydure Ha Kanwii,
CBEP3aHH ¢ THa3HIHWTE AMypeTHiM. C XHAPOXIOpOTHASH HAYANOTO HA AMYPETHYHMAT edeKT HACTBIIBA
CJ1e/1 OKONO 2 Yaca H MaKCHMATHUAT ediekT RacThIBa OKONO 4 yaca cliefl PHeMa Ha 1103413, HOKATO
edeKTET NpoxbLKaBa NpHOIU3uTENHO 6-12 vyaca.

EnuneMHONOrvvHA NPOyYBaHHS NOKA3BAT, Ye KBIMOCPOIHATA MOHOTEPAIIHA C XHAPOXIOPOTHAZH
TIOHHXKABa PHCKA OT CHPAEHHO-CBAOBA CMBPTHOCT H 3a00/IeBaeMOCT.

Pezvirratv oT KIHHEYHH QpOyIBadHS

B 12-cenmuuno, nBOHHO-CIIATIO, PAHIOMM3HPaHO, TPOYYBaHe ¢ MapaslelHK MpyIH npH 2 492 naupmeHTH
(67% oT nallMeNTHTE ca OT Kaskaskara paca), neuenneto ¢ TECITAZIAH HCT 40 mg/10 mg/25 mg soau
10 3HAYMMO MO-TOAAMO MNOHIGKABAHE Ha IMACTOIHOTO H CHCTONHOTO apTepHAINO HANATAHE, OTKONKOTO
TIEYEHHETO CBC CHOTRETHUTE BOMHM KOMOMHALIMH, CHOTBETHO ONIMecapTaH Meaokcomun 40 mg nmoe
aMnoaunad 10 mg, onMecapTan MenokcoMun 40 mg rumoc XUAPOXIOPOTHA3KA 25 mg ¥ aMnoaunuH 10
Mg [0 XUAPOXIOPOTHAZHA, 25 mg.

JlombnHuTENnHUAT edeKT Ha NOHYDKaBaKe Ha apTepualHoro Hansrade or TECITAJJAH HCT 40 mg/10
mg/25 mg, cpaBHEH CbC CHOTBETHWTE JBOHHM KoMOMHaumu e Mexay -3,8 u -6,7 mmHg 3a auactomso
HalsraHe B CeAHANo NolmKeHne U Mexay -7,1 1 -9,6 mmHg 3a cueTOnHO apTepuanto HansraHe B
CENHANO MONOKEHHUE M CE NIPOABSBA TIpe3 IIKPBHTE [BE CEMHLIH.

I1poueHTET Ha MALMENTHTE, KOMTO MOCTHIAT NPHLUETHOTO apTepHanto nanarane (<140/90 mmHg 3a
naiienTkte 6e3 auaber 1 < 130/80 mmHg 32 namenTirre ¢ Anaber) na 12-ta ceqMuua Bapy
1o 46,6% npy TepaneBTHHMHNTE rpynH ¢ A80HHa KoMOuHaLms cripsmo 64,3% 3a TEC
mg/10 mg/25 mg.

B1B BTOpO NROHHO-CIIATIO, PAHAOMH3HPAHO NPOYYBAHE ¢ MAPANETHH MPynH npu 269
MAaUMEHTY OT KaBKazKaTa paca), npH nevexne ¢ TECTIAJIAH HCT (20 mg/S mg/12,5
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mg/12,5 mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/12,5 mg, 40 mg/10 mg/25 mg) ce nabmonara
CHrHH(BKAHTHO NO-TONAMO HAMANABAHE Ha JMACTOAHOTO M CHCTONHOTO 8PTEPHATTHO HANATAHE B
CpaBHEHHE ChC CHOTEETCTBAILATA BOHHA KOMOMHALMA, onMecapTad 20 mg rmoc aMIoaynUH 5 mg,
onMecapran 40 mg nmoc 5 mg aMmnoauImA B onMecapra 40 mg mnoc 10 mg aMnoxMnuM, ChoTBETHO
cnen 10 ceaMuIum neveH e,

BonuanurenHuaT edekT 3a HaMansaBate Ha apTepHanioTo Hansrake or TECTIAJJAH HCT B cpashenue
CBC CHOTBETCTBALIATA NBoHHA koMOMHALMA e Mexay -1,3 1 -1,9 mmHg 3a AHAacTONHO apTepHATHO
Halsrase B CeJHANO NONIOXKEHHE H MeXy -2,7 1 -4,9 mmHg 3a CUCTONTHO apTePHAITHO HAJIATAHE B
CEAHAIO NOJNOKEHKE,

CROTHOLIEHHETO Ha NALMEHTHTE, KOUTO JOCTHIAT LENeBHTE CTOMHOCTH Ha apTepuatsoTo (<140/90
mmHg 3a naumenTure 6¢3 puader u <130/80 mmHg 3a naumenTHte ¢ Auaber) Ha 10-Ta cenMuLa Baphpa
ot 42,7 % no 49,6 % 3a rpynuTe Ha leveHue ¢ ABoiiHaTa koMOHHALNS B cpasHeHue ¢ 52,4 % no 58,8 %
sa TECTIATAH HCT.

B pasnomusupano, ABoiiHO-CANO NpoyuBane ¢ A06aBBYHO NeveHre Ha 808 maumenta (99,9 % nanpeHTH
OT KaBKa3KaTa paca) Helobpe koHTpOnNMpanH cnel 8-ceIMHUHA Tepanud ¢ ABOHHa KOMOUHALIMA
onmMecapras 40 mg moc ammoguniu 10 mg, nevennero ¢ TECTIAJJAH HCT Boaw uscieHo oo
JOITBIIHHUTETHO HaMANABaHe HA APTEPHAITHOTO HAJLATaHe B CeAHano nonekeHue ot -1,8/-1,0 mmHg, npu
nevenne ¢ TECTIATAH HCT 40mg/10 mg/12,5 mg ¥ cTaTHCTHYECKH 3HAUKMO JOITHIHHTEIHO
HaMasBaHe HA APTEPHANHOTO HANATaHE B CEIHANO NoNnokeHue ot -3,6/ -2,8 mmHg npu neueHue ¢
TECITAIAH HCT 40 mg/10 mg/25 mg, B cpaBHenue ¢ onmecapran 40 mg numoc aminoannud 10 mg
JBOHHA KOMOHHALMA

Jleuennero ¢ TECTIAZIAH HCT 40 mg/10 mg/25 mg Tpoiiia koMOHHAIHA BOIH 0 CTATUCTHYECKH

3HAYKHMO NO-T'OJ1%M [POLIEHT Ha JIHLA, AOCTHTHAIM 10 NPULIETHATE CTOMHOCTH Ha apTEPHANTHOTO

HaJIATaHe B CPaBHEHME ¢ JieueHHe ¢ onmecapTad 40 mg nmoc amnomunuH 10 mg neoiiHa koMGHHALAS

(41,3% cripamo 24,2%); newennero ¢ TECTIAZIAH HCT40 mg/10 mg/12,5 mg TpoitHa koMGunalms

BOJTH YHCIIEHO JO TIO-TOMAM TIPOLIHT JIMIIA, JOCTHTHATH HPHIETHHTE CTOHHOCTH Ha apTepHAIHOTO UM R
HaJAraHe B CPaBHEHHE C JIEYEHHE C onMecapTal Meaokcomua 40 mg nmoc amlodipin 10 mg aBoiina
xomBrHauma (29,5% cnpamo 24,2%) npu naunesHTH HeaoGpe KOHTPONKPAHH © JBORKATA KOMOHHAIIAS.

AnrixunepreHsusHuaT edext Ha TECTIATAH HCT e nono6en He3aBHCHMO OT BE3pacTTa U 1oNa, a
CRINO Taxa € NofcOeH NMpH NauueHTH ¢ iwiH Oe3 quaber.

Hpyra nadopmarpaa

HBe rofiemMu paHAOMH3HPaHH KOHTponHMpanHu npoyueanns — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymo rno6anno M3nUTBaHe 32 KpaliHi TOMKM
Ha TeNMHCAPTAaH, CAMOCTOATENTHO H B KoMOUHaLs ¢ pamunpn) i VA NEPHRON-D (Knpuuuno
npoy4BaHe, CEbP3aHO C pa3BUTHe Ha HedponaTs npH auabet, npoBeaeHo 0T MHHKCTEPCTRO 1o
BBIIPOCHTE Ha BETEPAHHTE) — MpoyyraT ymorpebata Ha koMGuHamsira oT ACE usaxuGurop 1
anrnotensuH H-penenropen Gnokep.

ONTARGET e npoyusane, npore/icHO NpH NMALMEHTH C aHAMHE32 33 CHPASUHOCHI0BA HIIH
MO3BUHOCH/10Ba GoNiecT, WK 3axapeH THabeT THI 2, IPUAPYIKEHH ¢ JAHHM 34 YBPEKIaHe Ha eEKTOPHH
oprauu. VA NEPHRON-D ¢ npoyusate nps NauHeHTH Che 3axaper auaber Tvn 2 1 nuabeTHa
HedponaTys.

Te3n npoyusaHua He MOKa3BAT 3HAYMM GIArONPUATEH ethekT BLPXY ObGpeunHTe Wi
CBpAIEUHOCHAOBUTE MOCIENHLM U CMBPTHOCT, KaTO ChLICBPEMEHHO ¢a HabIIOAAaBaHH NOBHILEH PHCK OT
XHIEPKATHEMHSA, OCTPO YBpexIane Ha GrOpenyTe Wy XMNoToHHA B CPABHEHHE C MOHOTEPATTHATS.
Karo ce mmat npensuj cxoHUTe MM HapMaKOIHHAMUYHH CBOMCTES, TE3M PE3YNTATH ca IIPHIMKH
Apyru ACE nxuGuropys M anrotensun ll-penentopan 6nokepy.
ACE mixututopn u anrnotensut II-peneniropun 61okepy cieiopaTeliHO He TpsbBa Na cf
€AHOBPEMEHHO [PH NallKEHTH ¢ AuabeTHa HedponaTus.

ALTITUDE (KnuunuHo npoyuraHe NpoBefeHO ¢ ATUCKUPEH 1PU MALMEHTH Che 3axap
W3NON3BaHE Ha ChPAEMHO-CHAOBY H Ob0peuHH 3ab0nsBaHNA KaTO Kpakiud TOUKH) ¢ np
TIpSAHA3HAYEHO J1a H3CNIeiBa NONI3aTa 0T NOBABSHETO HA ATUCKUPEH KbM CTaHIApTHA

n‘., sk

iR
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HHXHOHTOpP Mnu aurHoTeH3MH [I-penenTopeH Griokep Npu NalMeHTH che 3axaped Anaber Tin 2 B
xponyuHo 6p6peuno 3a6onaBane, CrpAEYHOCHAOBO 3ab0N1Bane WK 1 BeTe, TlpoyuraneTo e
NpeKpaTeHo NpexIeBpeMEHHO NopajiH NOBHIIEH pHcK oT HeOnaronpuaTHi nocneayu. Kakro
CBPASYHOCHAOBATA CMEPT, TaKa i HHCYATHT Ca NO-YECTH B TPYTIaTa HA ANMCKUPEH, OTKONKOTO B rpynarta
Ha 1U1aued0, a NPeACTABNABAILMTE MHTEPEC HEKENAHN CHOMTHA M CEPHO3NN HexeNnanu CLONTHA
(xunepkannemus, xunoTonns ¥ 6E6peuHa nredyHKIWM) ce crobiasar No-4ecTo B rpynara Ha
ATHCKHPEH, OTKOJKOTO B TPyTaTa Ha nnare6o.

HemenanomeH pak Ha xoxxara: Bu3 ocHOBa Ha HATMYHKTE AAHHH OT €MTHAEMUONROTHYHM NPOYUBAHKA €
HabmozaBaHa 3aBHCHMA OT KyMYJIaTHBHATa 032 Bpb3ka Meskny XX T3 u HMPK. Exno npoy4sane
BKITIOYBA NOITyAauMs, CheToAma ce oT 71 533 cmyyan na BKK u 8 629 cmyyan va CKK, u nonynatms ot
crotaeTHO 1 430 833 1 172 462 noaxonauu kourponk. Bucokara ynorpeta va XXT3 {(kymynatisHo
250 000 mg) e cepp3ana ¢ kopurupan OR 1,29 (95% JH: 1,23-1,35) 3a BKK u 3,98 (95% M. 3,68-4,31)
3a CKK. Habmonasana € AcHa Bph3ka KyMYITaTHBHA J038-0Troeop Kakto 3a BKK, taxa i 32 CKK. Jipyro
Mpoy4BaHEe TNI0Ka3Ba BE3MOKHA Bpb3Kka MeKAY paka Ha yetHuTe (CKK) 1 excrrozmupara ya XXT3: 3a 633
CITyMaM Ha pak Ha yCThMTe € nojbpana momynans oT 63 067 noaXomaatH KOHTPONH, KaTo Ce H3TION3Ba
CTpaTerii 3a B3eMaHe Ha npolH, onpeaenieHa oT pHcka. JleMOHCTpHpaHa € Bph3Kka KyMynaTHBHA 1103a-
0Trorop ¢ kopuripan OR 2,1 (95% JH: 1,7-2,6), napactsamt no OR 3,9 (3,0-4,9) 3a Bucoka ynotpe6a (~
25 000 mg) u OR 7,7 (5,7-10,5) =a Hali-BHcokaTa KymynaTHBHa 7032 (~ 100 000 mg) (Bx. CHINO TOUKa
4.4).

5.2 PapMaKoKHHETHYHH CBOHCTBA

EanospeMerHOTO NPHIIoKeHHe Ha 0IMECApTaH MEJOKCOMIAL, AMIOIMITHH B XBAPOXI0POTHAZH] He
OKa3B2a KNTHHHYHO-3HAYMMH eekTH BEpXY (apMaKOKMHETHKATA Ha BCEKM OT KOMIIOHEHTHTE MPH 31paBu
JIMLa,

Cnen nepopanso npunoxenve Ha TECITATTAH HCT nipu HopMansy 3ApaBy BL3pacTHH, MAKCHMATHH
NIa3MeHH KOHIEHTPALMM Ha OJIMECApTaH, aMIOIHITHH M XHAPOXIIOPOTHAZH] Ce IOCTHTAT 32
npubnusurento 1,5 no 3 vaca, 6 no 8 waca u 1,5 10 2 uaca, croTeeTHO. CKOPOCTTA ¥ CTENEHTA HA
abcopBiyin Ha oNMecapTal MEIOKCOMIUT, aMJIOAMAMH M Xumpoxnopotuasua or TECIIAJAH HCT ca
CBIIATE, KAKTO KOTaTo ¢& MpHnarat KaTo ABoiiHa GUKCHpaHa KOMOUHAIMA OT ONMECAPTaH MEAOKCOMIT U
aMIIOMIHITHH 32¢IHO ¢ XMAPOXNIOPOTHA3H]L KATO OTAEIHA TabIETKa WM KOTATO Ce TIpIara Kato
duKcHpana NBoitHa KOMOMHALMA OT OJIMECapTaH MeJOKCOMIT M XHIAPOXIIOPOTHAZHI 3a8IHO C
AMIIOZMNHH KATO 0TAE/HA TalJleTKa B CHLIMTe A03H. XpaHaTa He NoB1KABA GHOHANHYHOCTTA Ha
TECITAJAH HCT.

OnMecapraH MENOKCOMHI

Abcopbyun u pasnpedenenue

OnMecapTan MenoKcOMMI € npefnieapcTeo. Toit B30 ce npeBpbiiia BB GapMAKOTOTHIHO aKTHBHHA
MeTabOoNUT O/IMEcapTal OT €CTEPA3H B YPeBHATA MYKO3a H B [IOPTATHATA KPbB NpH aGeopbims ot
CTOMAIHO-UPeBHHA TPakT. B miasMara Win B eKCKPETHTE RE Ce YCTAHOBABA HHTAKTEH OJIMECAPTaH
MEZOKCOMMW WIIH AKTHBHOCT Ha HETAKTHa CTPaHHYHa BepHra Meaoxcomiu. Cpeanata abcomotna
6HOHATHYHOCT Ha onMecapTaH oT TabieTrure QopMu € 25,6%.

Cpennara MakcHManHa TiasMena KOHUEHTPals (Cmax) Ha ONIMECAPTAH CE JOCTHTA B PaMKHTE Ha 2 uaca
CIICA IPHEMa Ha OJIMECapTal MEAOKCOMM M NNa3MEHHTE KOHLIEHTPALMHM Ha ONMECapTaH Ce NOBULIABAT
NpHOANZHTENHO TMHERHO ¢ HAPACTBALIM eFHOKPATHY NEPOPATIHH 1034 A0 pnbnusurento 80 me,

Xpanata oKka3Ba MUHMMANICH edekT PHpXy OHOHANMHUMHOCTTA Ha ONIMECAPTAH Y TIOPaay TOBA 0
MEJIOKCOMMII MOXKE a Obae MpUnoxeH ¢ iy Ges Xpaua.

He ca nabmonaranu KIMHITMHO 3HAYHMHM CBBP3aHY C N0NA PANIMKM BBB GapMakoku
ONMecapTaH.
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OnmecapTan ce CBLP3Ba RBE BHCOK NPOLICHT ¢ IUTasMeHKTe NpoTernn (99,7%), HO BL3MOXKHOCTTA 34
KIMHHYHO 3HAYKMY B3aMMOJIEHCTBHA NOPaJiH M3MECTBAHE OT IUIA3MEHUTE NPOTEHHH MEXY ONMECAPTAH
H IPYTH eJHOBPEMEHHO NPHIIaTaHH AKTHEHH BELECTRA, KOMTO BbB BUCOK IPOLICHT C& CBBP3BAT C
TINMasMEHHTE MPOTEHHH, € HACKA (KOETO C¢ MOTERPIKAABA OT JIHICATA H& KITHHHYHO 3HAYHMO
B3aHMOJICHCTBHE MEXIY O/IMECAPTaH MEAOKCOMIN H BapdapiH). CBBP3BaHETO Ha 0IMECAPTAH KBM
KPBBHUTE KICTKH € He3HadHTeaHo. CpetHuaT 06eM Ha pasnpenesicHue Cliel WHTPABeHO3HOTO J03MpaHe €
mrcko (16 —29L).

Buompancdopmayus u enumunupane

OOLMAT Mna3sMeH KIMPEHC Ha onMecapTaH o0BKHOBeHO € 1,3 L/h (CV 19%) u e cpapHMTenHO GaseH B
CpaBHEHME C UepHOPOOHHA KpbBoTOK (Nprba. 90 L/h). Cnen enuoxparHa nepopanta fo3a Ha Gens3ad ¢
1C onmecapran mepoxcomus1, 10-16% 0T NpuIoKEHaTa PATMOAKTHBHOCT C& €KCKPETHPa B YPHHATA (110~
rojisMaTa YacT Mpes MePBUTE 24 yaca OT NPHIIOKEHHETO Ha NO38Ta) H OCTATBKET OT PANHOaKTHBHOCTTR
ce eKcKpeTHpa BhE (erieca. Bp3 0cHOBa Ha cHcTeMHa GroHanudHOCT ot 25,6%, Moxe na 6be
H3YMCTIEHO, Ye abcopOMpaHHaT o/IMecapTaH ce OUHCTBA ocpeacTBoM G0peyuna exckpenya (Npubi.
40%} u xenaroGiHapHa exckperma (ipubi. 60%). 1lanara yeraHOBMMa PAOMOAKTHBHOCT CE
HaeHTH(MLEpa KaTo 0AMecapTad. He ce ycTaHOBSRa pyT 3HAYMM MeTab0nKT. EHTepoxenaTanuuar
KPBTOBPAT Ha OJIMECapTaH € M¥UHUManeH. Thil xaTo roiAMa 4yacT OT o/IMeCcapTaH ce eKCKpeTHpa npea
AITHYKATA, NPHIIOKEHHUETO IPH NALMEHTH ¢ GiIHapHa o0CTPYKUMA & IPOTHBOMOKA3AHO (BIJKTE TOUKA
4.3).

Kpaiinoto Bpeme Ha nony>kKMBOT Ha OAMECApTaH BapHpa Mexay 10 v 15 yaca cnen MuEOroKpateH
nepopasieH npreM. PABHOBECHO ChCTOAHHE Ce JIOCTHTA cllefl 2-5 AHU NMPHEM H MOCIeABAIIO aKYMYJIHpaHe
He ce Habmonasa cnen 14 nHU NOBTAPALL ce mpteM. brOpedruaT xipwHe € npubnusurenno 0,5-0,7 L/h
1 HE 3aBMCH OT J03aTa.

Hexapcmeenu s3aumodeiicmsus

Konecesenam, nekapcTBo, KOETO CEBP3RA XKIIBUHNTE KHCEMMHH

Ennospemenoto punoxenue Ha40 mg onMecapran MeAOKCOMHI H 3750 mg konecerenam
XHIPOXJIOPHA NIPH 31PaBy NHHA BofH N0 28% HaMangBaHe HA Cuax ¥ 39% namanasane na AUC na
omecaptad. I1o-cnad edekr ce Habmoaasa, croTBETHO 4% 1 15% nHaManasaHe Ha Cuax s AUC, axo
OJIMECAPTAH MEAOKCOMMII CE NPHIIOKH 4 Yaca NIPeaU KOaeceBenaM XUAPOXIOpH,
EnMMHHAIHOHHHMAT NOTY’KHBOT Ha ONMecapTad Hamansiea ¢ 0kolo 50-52% HezaBMCHMO HaiH e
MPHIIOKEH EAHOBPEMEHO HIH 4 Yaca Npeau KoneceBenaM XHApoxaopuA (Bixre Touxa 4.5).

AMIOIHITHH
Abcopbyus u pasnpedenenue

Cnen nepopanHo NpuioeHne Ha TePArleBTHIHH 03H aMACIHNHH ce abcopbupa nobpe ¢ MaKcHMATHH
TiIa3MeHn HUBa okono 6-12 yaca crieln NpueMatie Ha Ao3a. AGcomoTHaTa OHOHATTHYHOCT € OUeHeHa
Mexay 64 u 80%. ObembT Ha pasnpeneneHue e oxono 21 kg, In vitro mpoyusaums rOKa3Bar, ue OKONo
97,5 % OT UMpKyNHpalliis aMIOHITHH € CBbP3aH ¢ IUI23MEHHTE NPOTEHHH.

AGcopbumaTa Ha aMJIOAMITHH He Ce NOBNMARA OT €HOBPEMEHHHA NPHEM ¢ XpaHa

Buomparncgopmann u enumnupare
Kpalinng nomy>xMBOT Ha eJIMMHHHpaHe e okono 35-50 yaca, cLOTBETCTRAIN NIPH I03HPAHE €MH ITHT
JIHERHO.

AMIIOIUNKH ce MeTabONIM3NPA EKCTEH3UBHO OT YepHUA Apob 40 HeaKTHBHU MeTabonnTH, kato 10%
H3XOHO BeniecTBO U 60% 0T MeTabOJINTHTE Ce eKCKPEeTHPAT B YPHHATA.

XUNPOXTIOPOTHAINLL

Abcopbyua u pasnpedenenue
Cren nepopaiHo NPHIoKEHHE Ha KOMOHHALHS OT O/IMECADTAH MEIIOKCOMHUN 1 XHAPO
CPERHOTO BPEME 34 JOCTHIZHE Ha MAKCHMAITHA KOBLIGHTPALIMS Ha XHAPOXIOPOTHA3HIL
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cnen npuema. XHAPOXIOPOTHA3H B TUTa3MaTa ce CRbp3Ba B 68% ¢ npoTenHuTe ¥ npBBuaHAsT o6eM Ha
pasnpenenenue ¢ 0,83 —.1,14 L/kg.

Buompancopmayun v enumrrupane

XHApOXIOPOTHASHA He C¢ MeTaGONH3Hpa NIPH XOpa ¥ NOYTH HAITBITHO C€ EXCKPETHPA KATO HEIPOMEHEHO
aKTHBHO BelleCTBO B ypuHata. [Ipubmnaurenno 60% ot nepopanHarta 4o3a ce eIMMHHAPA KATO
HENPOMERSHO aKTHBHO BEILECTBO B paMKHTE Ha 48 vaca. brbpeynuar KnHpeHE € oxono 250-300
ml./min. KpaitHoTo BpeMe Ha NOMy:HBOT Ha XHApoxaopoTHasya e 10-15 vaca.

PapMaKOKRHETHKA NPH COENHAIHH HORYIanNy NaACHTH

Heduampuurna nonynayus

EspoTieiickata areHIMA 110 EKapCeTBaTa 0TKA32 33l DKEHHETO 3a NPEOCTaBIAHE Pe3yTaTHTe OF
apoyusaiita ¢ TECIIAJIAH HCT pre BeH9ky DOATPYNH OT NeTMATPHYHATA TIOMYIIANMA ¢ SCEHIMATHA
XUIEPTOHUA.

Hayuenmu 6 cmapyecxa evspacm (Ha 65 200unn u nogeve)

Ipn nanpenta ¢ xunepronus AUC Ha onmecaptaH B paBHOBECHO CHCTOAHME C& MOBHILABA ¢ OKoNo 35%
IIpH NAIMEHTH B CTapyecka pbapact (65-75 roaunm) 1 ¢ okono 44% npu o1Ie no-Bb3pacTHH NAHEHTH
(= 75 romuMm), B CpABHEHHE C HIO-MJIA/IaTa BB3PACTOBA IPyIia (BIKTe Touka 4.2).

Tora Moxe rioHe 0T9acTH 12 C& IIDKH HAa CPEAHOTO NOHIDKABAHE Ha GBEpedHaTa (yHKIHA B TA3H rpyna
nauyeHTH, TIpertopbuBaHHAT 0308 peXKHM NpH NAHHEHTUTE B CTapyuecka BL3pacT, obaye, e ChIMAT,
BBIIpEKH Ye € HeoOXOMMMO TOBHNIEHO BHUMAHHeE TIPH MIOBHIUIABAHE HA [l03aTa.

Bpemero 32 nocTHrane Ha MaKCHMAITHITE NTa3MeHM KOHUEHTPALWH HA AMIIOIMITHH € CXOHO MpH
MALHEHTH B CTApYecKa BE3PacT H IPH No-MIanH naukeHTy. Hanuue ¢ TeHnersa 3a NOHWKABAHE HA
IJTHPBHCA Ha aMJIOAUITHH, KOETO BOAY 1o HapacTaHe Ha AUC M Ha BpeMeTO Ha MOy KHBOT NpH
NalHeHTH B CTapyecka Br3pact. Ilopmnasaneto Ha AUC M Ha BpeMETO HA NONYKHBOT TIPY NALMEHTH
ChC 33CTOHHA CHPAEYHA HEJOCTATHYHOCT Ca CIIOPE]| O4AKBAHHATA 32 MALIMEHTHTE B Ta3y Be3pactoBa
Fpyna B T0BA NpoydraHe (BiokTe T. 4.4).

OrpanpueHs JasRH NPENTONAraT, Ye CHCTEMHHST KIIHPBHC Ha XHIPOX/IOPOTHA3HA € PSAYLMPaH KaKTo
IIpH 3IpaBH, TAKA ¥ NPH NALHEHTH ¢ XMNEPTOHKUA B CTAPUECKa BB3pacT B CpaBHEHUE C MIANM 3DABM
noBpoeonn.

Bvopeyno yepescoane

Tlpn naimentn ¢ 616peuno yepexane AUC Ha ofMecapTas B PABHOBECHO CHCTOSHME HAPacTBa ¢ 62%,
82% 1 179% npu NalMeHTH C JIEKO, YMEPEHO H Texko G10pedno yBpexnane, ChOTBETHO, B CpaBHEHHE
CBC 3/paBH KOHTPOMM (BIDKTE TOUKH 4.2 B 4.4). DapMaKOKHHETHKATA Ha OIMECAPTAH MEAOKCOMEN MpH
NALMEHTH, KOHTO TIPOBEIKAAT XeMOAHAII3a, HE € H3CNEIBaHa.

AMIOIMNMH EKCTEHIHBHO ¢€ MeTab0AN3Npa N0 HeakTHRHI MeTabomuTi. JleceT POLEHTA OT BEIIECTBOTO
Ce €KCKpeTHpa HeMpOMEHEHO B YpuUHata. [IpoMeHnTe B NIa3MeHHTE KOHLIEHTPALMH HA aMJIOJIMTIME He
KOpEeNnupaT ¢he CTeNneHTa Ha Op6peynoTo yepesxnane. IIpH Te3H NaLMeHTH, aMNOIHIIAH MOXeE /1A Ce
rnpwiara B obu4aifaaTa 103a. AMIOIMTIMH HE CE AHANTH3HDA.

BpeMeTo Ha nomyKHBOT Ha XMAPOXIIOPOTHAZHA €& YIbMKaBa NIPU MALHEHTY ¢ HapylueHa 6u6pedHa
$YHKIMA,

Yeproopobro yepeacoane
Crnen eanokpaTHo epopaHO NpunoxeHne, AuBara Ha AUC Ha onmecaptaH ca ¢ 6% ¥ 65% NQ-BHCOKH
CHOTBETHO NPH NaUMEHTH ¢ JIEKO H YMEPEHO YepHOAPOGHO yBpeXaaHe, OTKOAKOTO TIp
CBOTBETCTBAILMTE UM CBI/IACYBAHH 3ApaBk KoHTponH. Hecebpaanata dpaxips Ha o
CJlefl ipHeMa [IpY 3APABH NHLA, NPH MAMEHTH ¢ JIEKO 4epHOAPOGHO YBpeXIaHe K Ji
ymepeHo uepHoapolHo yBpexnaHe e csoTBeTHO 0,26%, 0,34% 1 0,41%. Cnen ma
1NpH NIALUKMEHTH ¢ YMEPEHO YepHOApPOOHO YBpekpane, cpentata AUC Ha onmecapth
65% no-BrcoOKa OTKONKOTC NIPH CHOTBETCTBALUMTE 30paryl KOHTpoIU. Cpensyre \
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OJIMECAPTaH Ca CXOAHM NP NANKHEHTH ¢ YepHOApoOHO YBpexIaHe M MpH 3apaeH nuua. Onmecapran
MENOKCOMHII He € M3CNIENBaK [IPH NallMeHTH ¢ TeKKO YepHoapoOHO yepexiare (BiokTe Toukd 4.2 u 4.4).

HankyluTe ca MHOro orpasi4eHH KIHHVYHA JAHHU OTHOCHO NPHUIIOKEHHETO Ha aMJIOJMITHH TPy
NALKEHTH ¢ YePHOAPOOHD YBpexaaHe. KNupbHCBT Ha aMNOAMNMH Ce NONKABA M BPEMETO Ha
TIONY>XMBOT Ce YABIDKABA TPU NALHMEHTH C yBpelieHa YepHoapoGHa QYHKLWS, KOETO BOIH 10 HAPACTBAHE
Ha AUC ¢ npudnnsurento 40% — 60% (ewkTe Touks 4.2 U 4.4).

YepronpobHoTO yBpeskaaHe He NOBNNSBA 3HAYHMO (DAPMAKOKMHETHKATA HA XHAPOXAOPOTHASH],
53 IIpenkauunyny Aanhu 3a Gezonacnoer
OaMecapTaH MEZOKCOMHIY/aMIIOAMITMH/ XMAPOXNOPOTHA3M, KOMGHHALHA

TNpoyusane 3a TOKCHYHOCT IPH MHOTOKDATHO TIPHIIATAHE NP TUTHXOBE JEMOHCTPHpA, e
KOMOWHMPAHOTO NIPHIIOXKEHHE HA OJIMECAPTAH MEJOKCOMHIT, aMIIONIIHHE H XHAPOXTIOPOTHA3H HE YCHIBA
HAKOA OT CHOOIIEHHTE MPEAH TOBA H ChIIECTBYRAIH TOKCHMHOCTH HA OTASNIHHTE CHCTABKH H He
NpHYHHABA KAKBATO K Aa U0 HOBa TOKCHYHOCT, KaKTO ¥ He ce Ha(mojaRaT CHHEPTHYHM OT
TOKCHKOJIOFHYHA I7IeAHA TOYKa e(DEKTH.

He ca npoexaiy JOMLITHUTETHH H3MHUTBAHAA 33 MYTar¢HHOCT, KAHLIEPOTEHHOCT H PENPOTYKTHBHA
TokcuuHocT 3a TECTIAJTIAH HCT nopanu no6pe wzBecTHI npodit Ha 6e30MaCHOCT Ha OTOEABHTE
AKTHBHH BelECTEA.

OnmecapTan MeloKcOMIN

B npoysaHya 3a XpOHH4HA TOKCHYHOCT IPH TUTEXO0BE H KYYeTa, ONIMECAPTAH MEOKCOMMI TIOKA3Ba
1ionobHy edrexty, xaxro AT; penenrophv antaronscty B ACE vHxubHTOpH: TOBULIEHH HHBA HA
HUTPOTEH KpBBHa yped (BUN) 1 kpeaTHuH, HaMalsBaHe Ha TETIIOTO Ha ChPLIETO, HAMANIABAHE Ha
napaMeTpuTe Ha YCPBEHWTE KPHBHH KICTKM (epHTPOLIMTH, XEMOITIO0MH, XeMaTOKPHT), XHCTONOTHYHK
nokasateny 3a Ou6peuHo yBpexaare (pereHepaTyBHa e3ud Ha Gp0peunis enuren, ynebenanane Ha
Gazannara memOpana, nunarauyg Ha TyOynnTe). Tean HEXENaHH peakuHH, TPHUMHEHH OT
(hapMaKONOTMYHOTO AeHCTBHE Ha ONMECAPTAH MEAOKCOMMII, CHLIO CA CE NOABWIH B TIPENKTHHUEHY
npoy4BanuA 3a 1pyru AT, penenropun anTaroHHeTH u ACE uHXMOUTOPH ¥ MOke fa 6BaaT HaManeHH
NpY eHOBPEMEHHO NEPOPATHO NIPHIOKEHHE HA HATPHEB XAOPHA.

IomobHo Ha apyry AT peuenTopHH aHTATORHCTH ONMECAPTaH MEAOKCOMIT IOBMIIABA CTYJaHTe Ha
XpOMO30MHA HYTUIMBOCT B KIIETHYHH KYATYPH in Vitro, HO He in vivo, Kato 0410 JaHAATE OT MPOrpaMHm 3a
M3CTIeABAHHA 3a O0Ia FeHOTOKCHYHOCT NIPEATIONATaT, Je OJIMECAPTaH € MAJIKO BEPOSTHO [a NPOABH
TEHOTOXCHMHH €eKTH NIPH KIHHAYHO NpiiiokeHne. OfMecapTaH He € KaHLEpOTeHeH NIPH IUTHXOBE WK
TPAHCTEHHH MULIKH,

B penponykTuBHH NIpoydBaHMs IIPH TUTEXOBE, OJIMECAPTAH MEAOKCOMMI He TIOBHARa hePTHIHTETA !
HAMa ioKa3aTeNcTBa 3a TeparoreHen edext. [Togo6Ho Ba Apyru anrnoTensul I aHTArOHKMCTH
NIPSKUBAEMOCTTA HA MOKOJIEHHETO € HAMAICHA H € HabmrolaBaHa {leNBHYHA [puiaTaus Ha 666peyre
CIIe eKCIO3ULINA Ha MAHKHTE 110 BpeMe Ha KbCHa OpeMEHHOCT M KbpMeHe. Tlpy zaiiny nama nannw 3a
(peroToxCHTHH edexTH.

AMIOOUINKH

PenponykTHBHA TOKCHYHOCT
PenpoaykTnBHM Npoy4BaHUA NIpH TNLXOBE M MMLIKH Ca NOKa3wTH 3a0a8SHe Ha PAXKIAHETO, YBENHYEHA

NPONBIKHTENTHOCT HA PKIAHETO H TICHIDKEHA NPEKHBAEMOCT HAa MOTOMCTBOTO MPH J03HPOBKA 0KOJ10 50
IIBTH 110-BHCOKA OT NPENOPBYHTENHATS JI03H [PK Xopa Ha 0a3a ChoTHOIIEHHETO mg/kg.

Vepexnate na depTuniTeTa
Hama edexr Brpxy (pepTHINTETA Ha [UTBXOBE, JIEKYBAHH C AMIIOIMAMH (MEXKM 3a 64
THM nipenM YudrrockaHeTo) npu ao3u ao 10 me/kg/nneeno (8 muTH* MakcHManHaTa

noza npy xopa ot 10 mg Ha 6a3aTa Ha choTHOWIEHKETO Mg/m2), [Tpy Apyro npoyusa
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KOETO MBXKHTE HHAHBHAM Ca JICKyBaHH ¢ aMmnoaunuH Geaunar 3a 30 OQHH ¢ 7034, CPaBHHME C Ta3H NpH
XOpa Ha Gasata Ha CHOTHOIICHHETO mg/kg, ¢a YCTAHOREHH HAMAICHH HMBA B TU1a3MaTa Ha GoIHKYN-
CTHMYJIMPAILM4 XOPMOH M TECTOCTEPOH, KAKTO H HaMayiABaHe HA TUTBTHOCTTA Ha criepMara U B §pos na
3pennte cnepMaTHIH U CepTonieBH KIETKH,

KanueporenHocT, MyTareHHOCT

[TrbX0Be M MHLIKH, IEKYBAHH ¢ AMAOIHIIHH NIPH NPHEM 32 ABe TOIMHH, NIPH KOHLEHTPALMs H3YMCIeHa
Ja OCMryp¥ BHBa Ha ieBHa 1o3a ot (0,5, 1,25 n 2,5 mg/kg/nHeBHo He MOKA3BAT 10KA3ATEACTBA 32
KaHUEpOreHHocT. Haii-pHcokara no3a (3a MHIIKH, TI0fI00HA Ha MAKCHMATTHATA PENOPLYMTENHA
KIHMHHA4HA £o3a ot 10 mg Ha Oasara Ha CHOTHOWIEHHETO Mg/m2, A 3a IUTHXOBE JIRa METHF NMo-BHCOKA OT
MaKcHMallHaTa NPENophulTeNnHa) ¢ OnH3Kka 10 MAKCHMAIHATA IOHOCHMA 1034 33 MHIIKH, HO He 33
WIbxose. MyTareHHH IpOYYBAHHA MOKA3BAT, Ye HAMA JIEKAPCTBEHO-CBBP3aHM e(EKTH KAKTO HA TEHHO,
Taka M Ha XpOMO3OMHO HHBO.

*Ha Gazata Ha Terno Ha namment 50 kg
XHapoxXTopoTHA3HA

Ipoyusanys ¢ XHAPOXNOPOTHA3H] TOKA3BAT HESIHOZHAYMH 0KA3ATENICTBA 32 TEHOTOKCHYEH K
KanileporeHeH ehexT NPH HAKOM eKCIepHMEeHTaIHH MoIeM. Belpeky ToBa GOraTUsT OMMUT NPK XOpa ¢
XMIPOXJIOPOTHA3H] HE NMOKA3Ba BPBb3Ka MEXITY HEIoBaTa yrioTpeba M NOBMILIEHATA NOABA Ha HEOILTA3MH.

6. DAPMANEBTAYHHA JAHHHA
6.1 CroHchLK HAa MOMOIMHETE BelllecTBA

Cupyesuna na mabremxama

e 7 llapeBHuno HUECTe, IPpEXKENATHHHU3UPAHO o
. MuxpokpucTanHa Lemynosa

. Cununpes nHOKCHA, KoTouaAeH Ge3roaecH

. Kpockapmenosa narphii

. Marnesnes creapar

QuAMUDART ROKpUMUE

IIoMHBHHMIOB ANKOXOM

Maxkporon 3350

Tank

TuranoB auoxeun (E 171)

HKenezen (I} oxenn xewat (E 172)

XKenesen (II) okcnn yepsen (E 172) (camo pBB prnmupanH Tabnerkn 20 mg/S mg/12,5 mg, 40
mg/10 mg/12,5 mg, 40 mg/10 mg/25 mg)

. HKenesen (I, IIT) oxcun vepen (E 172) (camo BB hpunmupanm TaGnerkn 20 mg/5 mg/12,5 mg)

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpoxk Ha rogaoer

3 rogunn.

6.4 CrenMajinu yenoBHs 3a chbXpaHeHne

Tozu ACKAPCTBCH TIPOAYKT HE M3HCKBA CNSLMATTHH YCTOBHUA 34 ChbXpaHCHHE.
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6.5 Bua u chabpkaHHe HA ONAKOBKATA
JlaMMHHMpaH NoHaMKI/anyMHHHI/TIONUBHMHIN XJIOpHYaiyMuHueB GimcTep.

Onakosxku ot 14, 28, 30, 56, 84, 90, 98, 10 x 28 u 10 x 30 ¢punmupanu Tabnerku B GIHCTEPH.
10x1, 50x1 1 500x1 punmupanu Tabnetky B nepdopupaHm e1HON030BH GIIHCTEpH.

30 ml HDPE-GyTHnk#M ¢ MONMNpPONMIIEHOBA Kanayka, 3allMTeHa OT OTBapsHe OT Jiena, o6BuTa ¢
BBTPELIHO YIUTBTHEHHE H CHITMLIHEB I'eJl CYILIUTE.

Onakosku ot 7 1 30 ¢pumMupanu TabneTku.

60 ml HDPE-GyTunku ¢ nomMnponuieHoBa Kanauxa, 3aiuTeHa OT 0TBapsHe OT Jlelia, 0OBUTa ¢
BBTPELIHO YIUTBTHEHHE H CHIIMLIMEB el CYLIUTEN.

Onakoexu ot 90 punmupanu TabneTky.

He Bcuukm BUOOBE ONAKOBKH MOrar 1a 6b/1aT mycHatu B npoaax6a.

6.6 Crnennaiau npeanasHn MepKH NPH H3XBLJIsIHE U paboTa

Hsma crielianHy H3HCKBaHMS.

7. IIPHTEKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Menarini International Operations Luxembourg S.A.
1, Avenue de la Gare, L-1611 Luxembourg
JlrokcemGypr

8. HOMEP(A) HA PABPEIHEHHUETO 3A YIIOTPEBA
TECIIAJIAH HCT 20 mg/5 mg/12,5 mg ¢puimupanu tabnetkn: 20110282

TECIIAJJIAH HCT 40 mg/5 mg/12,5 mg ¢punmupanu tadbnerku: 20110283
TECI'IAJ.IAH HCT 40 mg/ 10 mg/ 12,5 mg (])HJ]MHpaHH Taﬁne’rKH 201 10284
] 5 mg/25 :

9. JATA HA ITBPBO PA3PEIIABAHE/TIOHOBSIBAHE HA PA3PEINEHUETO 3A
YIIOTPEBA

Jara na nepeo paspewasane: 03. 05. 2011 r.
JHara Ha nocneano nogHossasane: 05.01.2016 .

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2022
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