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1. MME HA JIEKAPCTBEHHSA ITPOAYKT

RE/ 17147 - 60355
21-09- 207

A3zbuma 5 mg/160 mg punmupanu tabnerku

Asbima 5 mg /160 mg film-coated tablets

2. KAYECTBEH U KOJIHMYECTBEH CbCTAB

Azbuma 5 mg/160 mg punmupanu TabneTku

Beska punmupana tabnerka ceabpxka 5 mg amnoaunu (amlodipine) (KaTo amnogunuHoB Oe3unar)
(as amlodipine besilate) u 160 mg Bancaptau (valsartan).

[TomoluHK BelllecTBA ¢ H3BECTHO jeiicTeue: Beaka Tabnerka ceabpxka 18,5 mg copduron (E-420).

3a MBJHMSA CIIHUCHK HA MOMOLHHUTE BELECTBA BHKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA
@unMupaHa TabneTka.

Azduma S mg/160 mg punmupanu tabnerkn: CBeTI0XKBATA, MPOABAroBaTa GHUIMHpaHa TadNeTKa, ¢
pasmep npuonu3uTenHo 14x7 mm.

4. KJIWUHWUYHU JAHHU
4.1 TepaneBTHYHH MOKAZAHUSI

Jleuenne Ha eceHUMATHA XUITEPTOHMA,
A30uMa e noKa3aH NpH Bb3PACTHH, TIPH KOUTO He C€ MOCTHIa KOHTPOJI HA APTEPHAIIHOTO HANATAHE
NpH MOHOTEPATHs ¢ aMJIOAUITHH WITH BAICAPTAH.

4.2 [lo3upoBKA H HAYHH HA NPHIOKEHHE

ﬂUBHQOBKa

[lpenopbuntenyara noza A3buma e enna TabieTka QHEBHO.

Asbuma 5 mg/ 160 mg dunmupanu TabreTKH: MOKe [a ce MpUIIara npy MauueHTH, NP KOUTO He ce
MOCTHIa KOHTPOJT HA apTEPHAJIHOTO HANAraHe € aMJIOAMIKH 5 mg unu Baicaptad 160 mg
CaMOCTOSITESTHO.

[IpenopbuBa ce HHIAMBHAYATHO THTPHPAHE Ha 103aTa HA OTAE/IHHTE ChCTABKM (T.€. aMIOAMITHH H
BajcapTaH), peiu npeMHHaBaHe KbM KoMOHHALMA ¢ GukcupaHu 1034, Moke na ce oOMHUCTH
JOMPEKTHO MPEeMHHABAHE OT MOHOTEPANNs KbM KOMOHHALHA ¢ (PMKCHPAHH J03H, KOraTo € NoAXOAALIO
OT K/IMHUYHA I1eHa TOYKa.

33 yﬂOGCTBU, MAUHECHTHUTE, KOUTO nonyt{aBaT BaﬂCﬂpTElH W AMJIOAMITHH KAaTO OTASJIHH
TabNeTKH/KancyJiv, MOrar fia peMHHAT Ha JiedeHHe ¢ A30HMa KONTO ChIbpika ChLIHTE I03H Ha
OTIEJIHUTE ChCTABKH.

bwopeuno yepexcoane

JIunceat KJIMHUYHKW JaHHM MPH NALUEHTH C TeXKKO ObOpeyHO yBpexnaHe.
He ce Hanara kopekuus Ha 103aTa NPH NAUMEHTH C JIEKO /10 yMepeHo Ob0peuHo yBpexKn
yMepeHo 0B0peyHo yBpekaaHe ce MpenopbyBa cieleHe Ha HUBATA Ha KalUA U KpeaTH
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Hepuoopotuoe yepexcoane
A30HMa e MPOTHEOMNOKA3aH [IPH MAaI[HEHTH ¢ TEKKO YepHoApodHOo YEpeknaHne (x. Touka 4.3).

Heobxonumo e nopHIIEHO BHUMAHHKE NMPH npHiaraHe Ha A30HMa NMPH MaUUeHTH ¢ yepHOapoGHO
YBpexKIaHe W GHUNuapHH o0CTPYKTHRHH 3a60/BaHm (Bk. Touka 4.4), [IpH namMedTr ¢ meko 1o
ymepero 0v0peyHo yBpexkaaHe Oe3 xonecTasa, MaKCHMaIHaTa MpenopsunTenya gosa e 80 mg
pancapral. He ca ycTaHOBEHH NpenopbyH 3a JOIMPOBKATA HA aM/TOTUITHH NPH NALHMEHTH C JIEKO 40
YMCPEHO YepHOIPOOHO YBPCHKIAHE.

{Ipu npemuHapane Ha NOAXOAAIIMTE IALHEHTH C XUIIEPTOHMA (BK. ToUKa 4.1) H qepHoOpoGHO
YBPEXIAHE KBbM JIeUeHHE ¢ aMIIOTHIHH unu Azbuma, TpabBa fa ce H3IMoN3Ba Hal-HHCKAaTa HAMHYHa
[103a aMJIOANITHH KaT0 MOHOTEPAIHA, RN ChOTBETHO KATO YacT OT KOMOMHANA.

Cmapuecka av3pacm (8v3pacm > 65 zodun)

HCOﬁXOH[/lMO € NOBHIUEHO BHHMAHHWE NMPH OBHLUIABAHE HA 003aTa [IPH HEUHECHTH B cTap4yecka
BB3pacT. [Ipu npeMiHaBaHe Ha NOOXOAAUINTE NALHEHTH B CTAPUECKA BBIPACT C XUMEPTOHUA (BIkK.
T04Ka 4.1) KBEM JleueHHe ¢ aMIoAMmuH wnu A30uMa, Tpadea Ia ¢e HAMON3Ra HAK-HUCKATE HARHYHA
11033 aMITOOUITHH KaTO MOHOTEPaNHA, WiIH CBOTBETHO KATO YacT 0T KOMOHHALIHA.

Heouampuuna nonyaayua
bezonacHocTTa H eHKACHOCTTa HA A3Guma NPH Jena Ha BB3pact < 18 roOuHu ke ca ycTaHOBEHH.
Jluncear aaHHK.

HauuH Ha npuigxkenue
Tlepopanto npunosKeHue.

[Tpenoppuntento e A30HMa 1a ce TIpHEMA ¢ MAIIKO BOAA. A30HMa MOXE Ta ce Mpyiara cbe um Oe3
XpaHa.

4.3 TIlporuBonokazanus

. CBpBXUYYBCTBHTENHOCT KBM AKTHEHHTE BEIIECTBA, KbM TMXHIPONHPHIHHOBH MPOU3BOAHH HITH
K¥BbM HKOE OT NOMOLIHWTE BellecTsa, M3bpoenn s Touka 6.1,
. Texko uepuoapodHO yBpexIaHe, GHIHADHA UMPO3A UIH X0IeCTa3a.

EnnoBpeMeHHaTa ynotpeda ¢ aTMCKUPEH-ChIBPIKALIH NPOAYKTH PH MALMEHTH ChC 3aXapeH
anaber unn GLOpeuHe yepexaane (GFR < 60 ml/min/1,73 m?) (sx. Toukn 4,5 1 5.1}

Brop# u Tpetd TpUMecThp Ha GpeMernocTTa {BxK. Toukd 4.4 U 4.6).

TexKa XHOOTOHHA.

ok (BKMIOUATETHO KAPIHOTSHEH IIOK).

OB6cTpyKuMa Ha H3X0/Ia HA NABATa KaMepa (Hanp. xuneprpoduaHa ebeTpyKTHEHA
KapOIHOMHONIATHA M BACOKOCTENEHHA A0PTHA CTEHO3a).

. XeMoauHaMHYHO HECTABUIIHA ChPAEYHA HEAOCTATHYHOCT ¢ OCThP MHOKapAeH UH(apKT.

4.4 Cneuunanuu npeaynpekIeHns H HpeANa3Hd MEPKH NPH YHOTpeda
BesonackoctTa M eHKaCHOCTTA HA aMIOTUITUH APH XHOSPTOHHYHA KPH3a HE €A YCTAHOBEHH.

bpeMeHHOCT
Jleuenue ¢ anrnotenud I peuenropru antaronnctd (AIIRAs) ne Tpsadea pa ce 3anousa no BpeMe Ha
opeMensoct. [laluenTkHTe, KOMTO IWIAHAPAT GPEMEHHOCT, TPAOBA dA NPEMHHAT HA A/ITEPHATHBHO
AHTHXHIIEPTEH3HUBHO JICYCHHE ¢ YCTaHOBeH NMPogut Ha 6e30MacHocT npH ynorpeda no BpeMe Ha
OpeMeHHOCT, OCBEH AKO CE CYHTE, Y€ € 0T 0¢00CHA BAXKHOCT 4a ce Tpoabikn neueHueTo ¢ AIIRAs.
Korarto ce ycranosu Opemennoct, neuetuneto ¢ AIIRAs tpa0aa He3aGaBHO 13 ce mpekpaTH i akQ
MOIXOOSIIO, a4 C¢ 3an0YHe ANTEPHATHRHO JeIeHHe {Bx. Toukd 4.3 n 4.6).

[NanieHTH ¢ HATpHEB HHNH 0beMeH AeHUMT




Tewxa XHIOTOHKA e HaOmoaaBaHa mpH (L,4% 0T MAHEHTHTE ¢ HeyCAOKHeHA XHIIEPTOHHS, IeKYBaHH
¢ aMIONHIIH/BAICAPTAH B MIALE00 KOHTPOIMPAHH NpoyusaHus. [IpH NANHEHTH ¢ XHIEPAKTHBHOCT
Ha PeHHH-AHIMOTEHIWHOBA CHCTEMA (HANPUMep NALMEHTH ¢ HATPHeR Wiy oGeMeH JedHIuT,
T0JTy2aBatld BHCOKH H03H JHYPETHLH), KOMTO IPHEMAT aHTHOTEH3HH PEeNTOPHH aHTarCHHCTH,
MOZKE 14 HACTBIH CUMIITOMATHYHA XHNoTOHHA. [IpeniopruBa ce ToBa cheToAHME Oa OBAE KOPHIHPRHO
npeld OPUNOKEHHE HA AMIOJHIHE/ BaJICAPTaH MM NAlHEHTHTe 1a OBIAT 0L HenpeKsCHaT
MeIHLUMHCKH KOHTPOI B HAYAI0TO Ha NeYeHHETO.

AKO HaCTBOM XHMOTOHHA [0 BPEME HA NEYECHHE ¢ BMNOIHITHH/BAICAPTAH, NAUHEHTHT TPaOBa na Obae
MOCTABEH B JIErHANO HON0KEHHE H NPH HEOOXGIUMOCT 1A CE MPWIOKH HHTpapeHo3Ha HHGY31A Ha
duzyonorndeH pasreop. JledenueTo moxe Aa Ghae NPOILILKEHD Cnell CTabuIN3HpPARe HA KPHBHOTO
Ha/AraHe.

XHepKkanHeMua

EnnospeMenHara yrnotpeba ¢ KaTuesy n00aBKH, KATHA-CHXPAHABALLE QMY PETHLH, KATHA-ChaBpKALUK
3AMECTHTE/TN HA COJITA WM APYTY NEKapCTBEHM OPOIYKTH, KOWTO GHXa MOTTK f1a MOBHLIAT HABATA HA
Kanui (XemapHH 1 gp.) TpA0Ba Ja cTaga BHUMATCIIHO ¢ 4ecTO MOHHTOPHpAHE HA KATWERUTE HUBA.

CreHo3a Ha 6s0peuna apTepHs

AMAOIHIMH/BAICAPTAH TPaDBa A2 Ce H3MON3BA ¢ MOBHLIEHO BHUMAHHE [PH NEYeHHE HA XMIEPTOHUSA
[IpH NALHEHTH ¢ NHOCTPAHHA HIM NBYCTPaHHA CTe€HO3a Ha GBOpeYRaTa apTepHa HiIH CTEHO3a HA
apTepUs Ha eqMHCTBeH OBOpex, THH KaTo cepyMHaTa ypes U KPEATHHHH MOTaT /1A Ce IOBHILUAT pu
Te3M NAHEHTH.

brbpeuna TpaHcnnaHTalus
J0 1031 MOMEHT HAMa HATPYaH ONMUT [0 OTHOLIEHHE Ha Ge3zonacHarta ynoTtpeGa Ha
aMJIOIMIIHIH/ BAICAPTAH NIPH MALMEHTH CBE CKOpOLIHa GuOpeyHa TpaHCTIAHTALLHA.

YeproapobHo YBpekaaHe

Bancapran OCHOBHO C& SNVUMUBIPA HETPOMEHEH YPes #puKaTa, [IoNyKHEOTHT Ha aMIOAMIHH €
YARIVKEH, & cTolHocTTe Ha AUC ca no-BHCOKH MpH MauneHTH ¢ HapylleHa YyepHoapoOHa dyHKUHA;
Npenopbkx 3a J03HPOBKATa He ca yeTaHoBeHH, Heobxonumo e ocofeHo BHUMAHHE NPH NPHIIOKEHHE
HA aMIOAMIWH/BATCAPTAH NPK NALHeHTH C JIeKo 1o YMepeno GuOpedHo yapexTIane v Ounnaptn
OBCTPYKTUBHH 3a00/1sBaHu.

[TpH manreuTH ¢ Aeko N0 yMepeHO 4epHOAPOOHO yBpekaane De3 xonecTaza, MakCHManHata
NpenopBE4HTEIHA 1033 BajcapTad € 80 mg.

EnGpeyto yBpexaaHe

He ce H3uckpa kopHrHpaHe HA J03aTa HA aMIIOJHAHH/BAICAPTAH OPU [TALHEHTH € JEK0 S0 YMEPEHO
OB6peuHo yepesxkaane (GFR > 30 ml/min/1,73 m?}. [Ipenopbuea ce MOHUTOPHPAHE Ha CEPYMHHTE
HHBA Ha Kanui H KpeaTHHHH NpH YMEpeHo Ou0peuHo yBpeRIaHe.

I[TopBHYCH XHOEPATII0CTEPOHHIBM

IlaumenTHTe ¢ MBPBHYEH XUMEPATACCTEPOHHILM HE TpA6Ba A3 OBJaT JcKYBAHH ¢ aHTHOTEHIMH 11
PeLENTOPHHA AHTArOHHCT BATCAPTaH, Thil KaTO TAXHATA peHHH-AHIMOTEH3HHOBA CHCTEMA € 3acerHara
OT OCHOBHOTO 3a00n98BaHe,

Anruoenem
HiMa cboblueHHA 33 aHrHoeAem, BKITFIOUKTETTHO OTOK Ha TAPHHKCA | [TIOTHCE, HPHYHHABALL
o0CTPYKIMA Ha NHXATENHUTE [TBTHINA W/ UMM OTOK Ha THUETO, YCTHHTE, QAPHHKCA WHIH e3HKa, IPH
TAIHEHTH, NeKysany ¢ pasicapran, HAKOM OT Tean NALKEHTH ¢ NONyYaBali aHTHoeneM penH T
pH ynotpeda Ha ApYrH JIEKaPCTBEHH NPOAYKTH, BKIOYHTenH0 ACE HHXHOHTOPH.
AMnoaunan/BancapTaH Tpa6sa 1a ce NpeyCTaHOBH He3a0aBHO NpU NALHEHTH, KOUTO pa3B
aHrvoegem v He TpRORA [ ce OpUIlara OTHORG,




Cppacuta HeIOCTATEYHOCT/CHCTOAHNE CNen MUOKApeH UHDAPKT

KaTto nocrequua oT HHXHOHPAHETO HA PEHUH-AHIHOTEH3HH-ATI0CTEPOHOBATA CHCTEMA, IPH
NpedpasnonnKeHN NalneHT MOTAT 42 Cé 0YakBaT NpoMeHH B 6x0peunara dryHxuua. Mpu manuenTy
C TEKA CBPILYHA HEZOCTATHEYHOCT, YHATO OEOpeuHa (yHKUHA MOXKE 13 3ABHCH OT aKTHBHOCTTa Ha
PeHHH-AHTHOTEH3WH-AJI0CTePOHOBaTa cHeTeMa, NeueaueTo ¢ ACE HHXUOHUTOPH B AHTHOTEHINH
pelenTepHY AHTATOHHCTH MOKE Ja 0BEE JO OJMIYpPHA W/HAH IpOrpecHBHA a30TeMuS M (pAZKo) C
ocTpa 0rdpeyHa HeAOCTATBYHOCT W HIK cMbPT. [logo6HH pesynTaT ca OMIH CHOGLISHH U NPpH
Bancaprad. OUeHKaTa Ha nanieHTHTe ¢ 6b0pey Ha HemOCTaTEYHOCT UMM Cien, HHGAPKT HA MUOKapa
TpaQea BHHArK Ja BKNIOYRA OeHKa Ha GeOpedHara ¢y HKUHA

B gwarocpoudo, miauedo KoHTpondpaHo npoyusaHe (PRAISE-2) Ha aMnogunuH npH mallMeHTH Che
cepReuna HegoctatbunoeT [ 1 [V wnac to NYHA (New York Heart Association classification) ¢
HEHCXEMHYHA €THOIOTHA, aMTOIHITHH ce CBBP3BA ¢ HOBHILEH Opoii chobweHnA 3a OenoapobeH OToK,
BBIPEKK JIMNCATA HA 3HAYMMA Pa3/iMKa B YECTOTATa Ha BIOIUABALIA Ce CHPACUHA HETOCTATBYHOCT, B
CpaBHEHHe ¢ naaugcbo.

BiioxepHTe Ha KaNUASBHTE KAHAIH, BKIFOYHTETHO aMJIOIHIIHH, TpI0Ba 13 ce H3MON3IBaT C NOBHIICHO
BHHMaHHE NPH NALUHEHTH Cbe 3aCTOHA ChpaeYHa HEMOCTATRYHOCT, Thil KATO T€ MOTAT XA HOBHILAT
pHCKa OT ObJelM ChpaeYHO-Chi0BH CEOHTHA H CMBPTHOCT.

AOpTHA H MMTDANHA KNalHa cTeHO3a
Kakro u OpH APYTHTE Ba3’0AUIaATATOPH, HEOOX0/AHMO € CTeuHaTHO BHHMAHHE npy malpedTH,
CTpajaili OT MUTPANHA CTCHO3a WNH 3Ha4kMa a0pTHa CTEHO38, KOATO HE € BHCOKOCTCTIEHHA.

Jpoiino dnoknpaHe Ha peHHH-aHTHOTEHIMH-ANI0CTEpOHDBATa cHeteMa (PAAC)

Hwma panHy, ue egHoBpeMeHHaTa ynotpeba Ha ACE unxubntops, anruotenind [I-penentopHu
GrnoKepH HIH AMHCKHpeH MOBUILIABA PHCKA OT XHIIOTOHKHY, XHNEPKAAHEMHS M HAMANIAEaHe Ha
OnOpeuHaTa (hyHKUHA (BKIIOUHTENHO OcTpa OnbpeyHa nenoctaTbubocT). [lopanu ToBa e ce
Mpenopbyea ABoitHo Gnokipade Ha PAAC upes komGuniapanata ynotpeta va ACE nnxuGurop,
anrdoTeH3uH [[-petienTopau Gokepy MM andckupeH (B, Todku 4.5 11 5.1).

AKO e NpeleHH, e TepalHaTa ¢ 1poiiHo Ookupane e abconoTHO HeoGxoauma, Tora Tpadea aa
©TaBa caMo 1o/l HadmOOeHHeTO Ha CTIEUHAITHCT H IIPH YecTo npociedseane Ha ObGpeunara dyrKInd,
€1eKTPONUTUTE U KPbBHOTO HANATAHE.

ACE uuxuburopu ¢ aHrsotensnt [I-peuentopHy G10KepH He TpAOBa ga Ce H3MON3BAT SAHOBPEMEHHO
npH NanresTy ¢ auabeTHa uedponaTus.

AMNOAHNAR/BAICAPTAH HE € IPOYYBAH NPH APYTa NONYJIALHA MALHSHTH, OCBEH TE3H ¢ XHHEPTOHHS,

INoMouiky BeuiecTBa

A3brmMa 5 mg/160 mg dummupari TabneTku: To3m nekapcTsen Npogykt ceabpka 18,5 mg copbuton

BbE BCAKa TaOneTka.

AJUTHBHUAT edieKkT OT SOHOBREMEHHOTO MPHIOKEHHE Ha MPOLYKTH ChaspXkamy copduton (wau

bpyKT038) M IPUEMBT Ha copduTon (M dpyKTO3a) C XpaHATa TPADBA Ja CE B3EME B [PEIBHAL

CoIbpxaHHETO Ha COPOUTON B MEKAPCTBEHH NPONYKTH 33 NEPOPAiso NPUIOKEHNE MOKE Aa TIOBIUNE

OHOHAIMTHOCTTA HA ApYTH JIEKAPCTBEHH TIPOAYKTH 33 1epOpanio npHIoKeHHS IPH e AHOBPEMEHHATA
- M ynorpeda.

To3u nexkapcTBeH OPOIYKT ChIBpPkA no-Maiko ot | mmol Hatpuii (23 mg) B Tabretka ,Taka de Ha

TIpaKTHKa & ,,0e3 HaTpHi™,

4.5 B3aumoaeHcTBHe c APYTH JeKapcTBeHH NPOAYKTH H APYrH hopMu Ha B3aHMoxe#

Biaumoneiicteus, o6y 3a koMOHHAUMATS
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He ca npoBexaand MpoyYBAHIA 34 IEKAPCTRSHUTE B3auMoneHcTBHA Ha aMIO HIMH/BANCAPTAH ¢
APYTH NEKapCTBEHH OPOLYKTH.

Ha ce uma npedeud Pt eOHOBPEMERHD RPUAONCEHNE

Jpyau anmipcunepmen3usHu cpedcmea

YecTo H3NOMIBAHHUTE AHTHXHIEPTEH3UBRK CpencTra (Hamp. anda-61okepu, IHypeTHIH) H JpyTH

NEKApCTBEHK MPOAYKTH, KOUTO MOTAT A3 MPeJH3IBHKAT XHIOTEH3UBHH HEXCNAHH peaklnn (Hanp.
TPULMKAMYHY ARTATenpecadTH, atda-6iokepu 3a JieyeHHe Ha RoGpOKAUECTBEHA XUITEpILia3usg Ha
MPOCTATATA) MOraT 1d 3aCUAAT AHTHXMNEPTeH3HBAWA edeKT Ha KOMOUHALMATA.

BiaumopeilicTBHA, CBBP3aHY C AMJIOAHIIHH

HE’ ce ngenogbqﬁ’a eaHOSQeMeHHO RPUTONCERHUE
Fpeiinghpym unu cox om zpetingpym

He ce npenophuysa eqnospeMeHHaTa yNoTpe0a Ha aMROJUNKH C rpeAn@pyT M COK oT TpedndpyT,
TBH KaTO MpH HAKOH MALIWEHTH SHOHANHYHOCTTA MOJKe Ja Ce NOBMILH U a JOBEIE 10 3aCH/IBAHE Ha
AHTHXHIIEPTEH3HBHUTE e(IEKTH.

Hauckea ce HOBUWICHO GHUMAHUE NPU OHOBPEMEHHO NPHAONCEHNE

CYP3A4 unxubumopu

EnHoBpeMeHHOTO ApHIOKEHHE HA aMITOAUIHH CBC cHAHE Und yMeperu CYP3A4 unxuburopn
{npoTeasHH HHXHGHTOPH, A30I0BH AHTHMHKOTHIH, MAKPOTHIH KATQ CRUTPOMHIH WITH
KJIApATPOMHUEH, BEPANIAMHN HITH AWNTHA3EM ) MOMKE 2 VBETHYH 3HAYUTENHO eKCIO3ALMATA Ha
AMIOAMITHH, KOETO Aa JORee 10 MOBHIUIEH PHCK OT XHIMOTOHHA. KiTHHKYHATA pOABa Ha Te3H
(rapMaKOKHHETHYHH NPOMEHH MOJKE JIA ¢ M0-M3Pa3eHa pH Xopa B cTapuecka BB3pact. [Ipenopsusa ce
EHHMATETHO KJIHHAYHO [IPOCHEIABAHE HA TAUMeHTa 1 MOXKe 1a C8 H3IHCKBA KOpeKLHA Ha J03aTa.

CYP3A4 undykmopu (anmuroneyacuent cpedcmsa [nanp rapbavazenut, genobapbuman,
genumonn, pocgherumoun, npumudon], pudamnuyuy, dcvim karmapuon - Hypericum perforatum)
Mpu enHoBpemeHHO NpHICHKEHHE HA H3BECTHH uHAYKkTopu Ha CYP3 A4 | nnasmenara KOHUSHTpRUNA
Ha aMJIOAMNHAH Moxe 1a eapupa.lTopagu ToBa kpbBHOTO HallAraHe TpAGBa o2 Ce NpOCIenasa W [a ce
o0OMHCIIM ananTHpate Ha 103aTa KAKTO [0 BpesMe H cliefl eTHOBpeMeHeH npyemM cne cinan CYP3A4
HHAYKTOpH (Hanp. pr(paMIHUEH, XKBIT KAHTAPHOH)

Tarporumyc

[py enHoBpEMEHHO NPUACKEHHE C AMACGAHIHH CHINECTBYBA PHCK OT MOBHIUABAHE HA HUBATA
Ha TAKPOINHMYC B KPBETA. 33 Jia ¢e #30¢rHe RpoaBa Ha TOKCHMEOCT OT CTPaHa HA TAKPOIHMYC,
NPHACKENHETO HA AMITOIHUIHH PH HAUMEHTH, IeKyBAHN ¢ TRKPONAMYC, W3IHCKAA KOHTPON Ha
HHBATA HA TAKPOIMMYC B KPBBETA H KOPEKIIHA HA J032TA HA TAKPOITHMYC, KO € HEOGXOTHMO.

Cumsacmamuit

MHOTOKpaTHOTO NPHNOKEHHE Ha aMIoJHIHH 10 mg eqHOBpeMeHHO CbC cHMBacTaTHH 80 mg2 BoaH 40
YBEIIHYABAHE HA CKCNO3HMNMATA HA CHMBACTATHH CBbC 77%, B CpElBHEHPIC CbC CAMOCTOATE/THOTO
TPWIOMKEHHe Ha CHMBacTaThH. [Ipenopbusa ce nama/iBaHe Ha Jo3aTa Ha cumMBactathH o 20 mg
IHEBHO NPH MAIHSHTHTE HA NEYCHKHE ¢ AMIONHIHH.

Laumponen (ungyzus)

Ipu kHBOTHH ca HaONKIABAHH QATATHO KAMEPHO MEXIEHE W CHPASHHO-CLA0R KOMANG, CRBPIANY ©
XUTNEpKATHEM HA CJIEN TPHAOKEHNE HA BEPaIaMWI H IAHTpoNeH HHTpageHo3Ho. [Topagu pucka ot
XHUNepKaTHeMHd ce NPenopEYBa Ja e H30ArBa CAHOBPEMEHHOTO IPHTOKEHAE ¢ AHTATOHHCTA HA
KANIHERATE KAHANH KaTO 2MUTOIHTHH IPH MALMEHTH, Ipeapa3snoNokeHt KbM MaTHIHEHa
XMOepTepMHus H [(PH JleveHHe HA MANUrHEHA XHIEpTEpMus,




La ce uma npedeun npu eOHOBPEMERHO NPURONCERNE

Hpyeu

[Mpa xnUHAYHY OPOYIBAHWA 33 B3aNMONEHCTERA, aMJIOIHIHEH He MOBNHABA (apMaKOKHHETHKATA HA
ATOPBACTATHH, AMTOKCHH, BapdapHy WK UHKIOCHOPUH,

BiaumMogeHcTBHs, CBLP3AHHA ¢ BAIcapTaH

He ce npenopvyusa eOHOBPEMENHO RPUROJICEHUE

JTumuil

Hma cuoGmenus 3a o0paTHMO NOBHILABAHE HA CCPYMHATA KOHUSHTPAUMS Ha ANTVI U NHTHERA
TOKCHYHOCT NPH eAHOBPEMEHHO MPHIOKESHHE Ha HA IMTHI ¢ MHXHOHTOPH HA AHTHOTEH3HH-
KOHBEPTHPAIKME €H3MM HIH aHruotensyH [l penentopran antarouctH (AIIRAS), BKIEOURTETHO
Bancaprad. [lopagd Tasu nOpHYKMHA ce NpenopbYBa BHAMATENHO NPOC/ICISBaHE HA HHBATA HA THTHI
upy eAHOBpeMeHHa yrioTpeda. AKo ce npunara W NMyPeTHK, HMa BEPOSTHOCT PHCKET OT THTHEBA
TOKCHYHOCT 14 ¢e YBEeNUYH AOIB/IHUTENHE [IPH NPHIOHKEHKE HA aMAOAH NUH/ BACAPTaAH.

Karufi-coxpanasaupu duypemuyu, Kaiuesy dobaek, Kaniii-CoObPRCALIY 3AMECTTUMETY HA CONMA 1
Opy2u GEECMBA, KOUMO MO2aM 0 FOSHIHAIN HUGAMA HA KU,

AKO BOHOBPEMEHHO C BajcapTaH ¢ NPeANNCEa ASKAPCTBEH NPOIYKT, KONTO MOBAHABA HHBATA HA
KaJTif, ce npenopbisa MOHHTOPHPAHe HA IUIA3MEHHTE HUBA HA KAMH,

Hzuckea ce nostiuleno sRuManue NpY eOHOBPEMEHHD HEUAOICEHYE

Hecmepoudnu npomusossinarumennu aexapemea (HCIHBC), sxnwouumenno cenexmusny COX-2
uHXUGUMOPY, ayemMUICATUyuioad kucenuna {>3 g/0nesno) u necenexmusyu HCIIBC

Korato anrnorensuH II petlenropau antarosauctu (AIIRAs) ce npunarat equospemetino ¢ HCMBC
MOXE Ha HACTBIM OTCIAa0BANE HA ARTHXKHIEPTEHIHBHHA edeKT. OcBeH TOBA, eIHOBpPeMeHHATA
ynoTpeda Ha AIIRAs ¢ HCTIBC mosxe ga Losene Lo NOBHLIGH PUCK OT BlOIaBade HA Op0peyHaTa
(hyHKIMA 11 IOBHINABAHE HA CCPYMHMA KAIMIL. 34 TOBA Ce Mpenopbyea MOHHTOPHpaHe HA 6nOpeyHaTa
GVHKIGH B HAYATIOTO HA NeTeHUETO, KAKTO M AJ18KBaTHI XUIPATALMA HA NALHEHTA.

Huxubumopu Ha mpascropmepa HQ 30X8aiyane (PuharMnuyun, Yukiocnopur) uiy egrykchus
mpaHcnopmep (pumonasup)

Pesynratute 0T in vitro npoytBaHe ¢ ThKAH OT 90BELIKH Yeped Apol MOKa3Bart, ue BAICapTaH €
cyOcTpat Ha YepHOApoOEMA TpancnopTep wa 3axbBaiane QATP1BI u va yepnoapobuus edykcen
Tpancnoprep MRP2. EqHOBpeMeHHOTO NPHICKEHHE HA HXHOUTODH HA TPAHCHOPTEPA Ha 3aXBaniane
(pudaMNIHIHH, UWMKNOCTOPHH) HIH epIyKCHUA TPAHCTOpTep (DHTOHABHP) MOse 14 OBHILIH
CHCTEMHATA SKCIO3HLIHAA HAa BanlcapTaH.

Heofino droxupane va PAAC ¢ APE, ACE-upxudumopy wiu anuckupen

JaHHH 0T KIHHWYHH TPOyUYBaHHA NOKA3BaT, 4e ABoHHOTO Dioxupane Ha PAAC ypes xomGurupana
ynorpe6a Ha ACE uuxuGutopu, APB win anuckupeH ce CBBpP3ea ¢ MO-BHCOKA YECTOTA Ha HEXEaHH
PEaKLHK KaTo XHIOTOHNS, XHepKandeMHa ¥ HaManeHa 6x0peuna GyHEUMA (BKIIOYHTEIHO 0CTPa

6b0Opeuna HeNOCTATHYHOCT), B CPABHEHME ¢ YNOTpebaTa CamMo Ha eHO CPeACTBO, ASHCTRALI0 BhpXY
PAAC (Bx. Touku 43,44 u 5.1),

Hpyeu
[pu moHoTEpanus ¢ paficapTaH He Ce YCTAHOBABAT KJIMHHYHO 3HAYHMH B3aHMOACHCTBHA CHC

CNEAHNTE REMECTRBA UNMETHANH, BaphapuH, QypPOceMHEs, IMTOKCHH, ATEHOTON, HHIOMETALWH,
XHAPOXIOPOTHAIHA, AMIOAUNHUH, rIUGeHKIAMM .

4.6 @epTHANHTET, §PCMEHHOCT H KbpMeHE

Epemennoct
Amnodunun

BesonacHOCTTa Ha aMJIOMIMH 110 BpeMe Ha OpeMeHHOCT He e yeTaHoBeHa. B mpoyusan
MBOTHH € HaOMOIABaHa PepoJyKTHBHA TOKCHIHOCT NPH BHCOKH 103H (BX. TOYKA 5.




anHO}KeHHC II0 BpeMe Ha GpCMeHHOCT Ce NpenopryiBa caMO KOTATO HAMA no-0e3onacHa anTepHaTHBRa
H korato 3ab0niBaHeTO caMo 1o cefe CH HOCH MO-ToMaM PHCK 34 MalkaTa M rioga.

Bancapman

Ynotpedata Ha aHrnoTeH3HH 11 penenropuy antaroHuctu (AIIRAs) He ce npenopbusa Mo BpeMe Ha
OBPBUA TPHMECTHP Ha OpeMeHHOCTTA (BK. Touka 4.4). Yiotpebara Ha AIIRAs e npotyROnOKazana mo
BpEME Ha BTOPHS H TPETHA TPUMECTBp HA OpeMeHHOCTTa (K. Touka 4.3 ud.4).

EnuaemMuonornyHuTe JaHHN 32 PHCKA OT TEPaTOreHHOCT ciIek ekcno3uuia Ha ACE uuxuburopu no
BpeMe Ha ITEPBHA TPHMECTLP Ha OpeMeHHOCTTA He €a YOeOHTeTHH,BCe NaK NeKO YBEeNHYeHHE Ha PUCKa
He Moxe Aa Obae wakmoueHo. JlOKATO HAMA KOHTPONIMPAHH eTIMACMHAOIOTHYHH HAHHM OTHOCHO pHCKa
NpH ynotpeda Ha anruoTeHsnd 11 penentopuu autaroncTd (AIIRAS), noxofHM puckoBe Morar aa
CHUICCTBYBAT U MPH TO3H kilac NekapeTsa. [TauMeHTKHTe, KOHTO nnaHupat OpeMeHHOCT, TpAORa aa
NPEMHHAT HA AITEPHATHEHO AHTHXHIIEPTEH3NBHO JEUCHHE € YCTaHOBEH Npodin va GezonacHocT npn
yrmoTpeda no Bpeme Ha GpeMeHHOCT, OCBEH aKQ Ce CUHTA, Y€ € OT 0Co0CHA BaXKHOCT Ja CE NMPOgBIDKHA
nederuero ¢ AIIRAs. Koraro ce yeranoBH OpeMeHHOCT, eueHueTo ¢ AIIRAs tpaOra HezabarHo aa
ce MPEeKpaTH ¥ aKo e TIOAXOAANLO, A Ce 3aM0YHe AITEPHATHBHO JICYEHHE.

Hseectho e, e excnoznumara Ha AIIRAS no speMe Ha BTOPHA H TPETHA TPUMECTDD NPEIH3BHKBA
deToToKCHIHOCT TpK Xopa (HaManeHa OpOpeuna yHKUHA, OJTHIOXHAPAMHHOH, 3a06aBeHa
oCHDUKAINA Ha Yepena) U HEOHATATHA TOKCHIHOCT (G10pedHa HeAOCTATRYHOCT, XHIIOTOHUA,
XHnepKanpeMus) (Bx. To4ka 3.3).

[lpenopeiea ce exorpadicko nzcAensane Ha OnOpeunara GyHKUMS U uepena B Ciiyvaii, ye AIIRASs ca
MPHIAraHy Ipe3 Bropisi TPUMECTHP Ha OPEMEHHOCTTA M Ciiell TOBA.

Hosoponenwte, yrnTo Maliku ca npueMann AlIRAs, Tpa6ea na ce Habno#aBaT BHUMATENHO 34
HaTHYHE Ha XHNOTOHUA (BXK. Toukn 4.3 1 4.4).

Knpmene
Amnoounun

AMJIOJHIHH C& EKCKPETHpa B KbpMaTa npu xopa. Yactra or fo3aTa Ha Malikara, IToMyucHa OT
KbpMAaveTO & H3UNCIIeHa ¢ HHTEPKBAPTHIICH AHana3oH oT 3-7 %, ¢ MakenMym 15 %, EdextnT Ha
AMJIOJHITHH BBPXY KbPMAYeTaTa € HeH3BECTEH.

Asmaoounun/sancapman

Toit KaTo nuncea MHDOPMAaLHA OTHOCHD YNOTpeGaTa Ha aMJIOOMIIHH/ BANCAPTAH [10 BpEMe Ha
KBbpPMEHE, aMNIOAHTIME/BATICAPTAH HE C¢ [IPENOopsUBa, 8 Ce NPEANOYATAT ATTEPHATHRHH TEPATIHH ¢ N0~
106pe ycraHOReH NpoH HA Ge30aCHOCT 10 BpeMe Ha KBpMeHe, oco0eHO NPH KhpMeHe Ha
HOBOPOAEHO Wil HEJOHOCEHO JIETe.

DepTUNUTET
HsiMa kMHHYHH NIpoyYBaHUA OTHOCHO BJHAHHETO HA AMIOAHITHE/BANCAPTAH BEPXY depTHAHTETA.

Bancapman

BasicaptaH Hama HesxenaHH edyekTi BbPXY PEHPOIY KTHEHATA CIIOCOOHOCT Ha MBXKH W KEeHCKH
IUTEX0BE [IPH MPHEM Ha nepopaiHi Josu o 200 mg/keg/nen. Ta3n 2o3a e 6-neTH MakCHMAn HaTa
NpenopbUMTENHA 1032 NPH X0pa, OnpefieficHa Ha §a3a mg/m? (M34NCACHHETO € 3a NepopaliHa 034 OT
320 mg/kg/men u 60-kHIOrpaMoB MALHMEHT ).

Amaodunun
Ilpu HAKoH NaLMenTH, TeKYBaHH ¢ OJIOKEPH Ha KaNUUMeBHTE KAHAIH, Ca CLOOIIEHH 00paTHMH
BrioxMMUYHI IPOMEHN B IMIABHYKATA HA CcriepMaTo3oHIuTe. KAHHHYHHTE AaHHH Ca HEOCT2




4.7 EdexTn BBpXy cnocobHOCTTa 32 wiodupane H paboTa ¢ Mawinan

[TanuenTHTE, KOUTO MApHEMAT AMIIOAHNHE/BANCAPTAH U wOodHpaT Hnu paboTaT ¢ MawMHl, Tpadea 1a
HMAT (PeABU, Ye NOHAKOra € Bh3MOXKHO 1A ce MoABAT yMOpa u 3aMatiane.

AMNOJMIMH MOKE 12 TIOBNIHAE B ¢/1aba B0 yMepewa cTeneH criocofHoCcTTa 32 wodHpade u paboTa ¢
MAIIHHH. AKO OAaUMeHTHTe, NPHeMAalilF aMI0IHITHY, Tony4aT 3aMalisane, riasobonue, yMopa win
rajiene, CiocOOHOCTTA HM I3 Peardpar Moxe a4 OplIe HapyLieua,

4.8 HexenaHu NeKapcTBeHH PeaKIHH

O6obmeHie Ha mpotuna Ha 6e30nacHoCT

BezonacHocTTa Ha aM/I0THUNMAE/BAICAPTAH € OLUEHeHa B 6T KOHTPOIMpaHH KIHHUY HH H3NUTEAHWA MPH
5 175 nauuenTh; 2 613 OT KOHTO ca HONMyuaBany BAICAPTAH B KoMOHHAUMA ¢ aMilonunud. CreHHTE
HeXeNaHH peakuHy ca HabmoAaRaHH Half-yecTo H Ca ¢ HaH-TOIAMA 3HaYMMOCT HITH TEXKH:
Hazo¢apHHIHT, TPHN, CBPBX4YBCTRUTEIHOCT, TTIAB0DOIHE, CHHKOII, OPTOCTATHYHA XHIOTOHHA, OTOK,
3aCTOEH OTOK, OTOK HA MHUETO, neprdepey 0TOK, yMOpa, 3a9ephaBate, acTeHUA W TOMIH BhIHMK,

TabauueH coUCBbK HA HEXKENAHUTE pEAKLHIA
Hexenanure NEKAPCTBEHH PEAKINH Ca MMOAPENEHH 110 YECTOTA C TIOMOLITA HA CJICNHATA KOHBEHLIHA:

muoro gectu (= 1/10); wectn (> 1/100 no <1/10); veuectu (=1/1 000 no <1/100); peaku (>1/10 000 mo
<1/1 000); muoro penxu {<1/10 000), ¢ HewzpecTHa YECTOTA (0T HANMMMUHNWTE fAHAYN He MOKe na Obiae

HANpaBEHA OLIEHKA),

Cucremo-opranen knac | HexenaHu peakunu YecToTa
no MedDRA Ammoaunue/ | Amnonamun | Bancapran
BancapTaH
Hudexunn u padecrauun | Hazodapuurur Yeetr - -
['pun Yectu - -
Hapymenus Ha kpea1a B | [ToHinkeH xemornoGuH # - - C
JuMpHaTa CHOTEMA XEMATOKPHT HEH3BECTHA
ecToTa
JleBkomnenus - Mtoro -
eIKH
Heyrponenus - - C
HEH3BECTHA
HECTOTa
TpomboUuHTOIEHN, — Meuoro C
NOHAKOTA ¢ Mypnypa penKH HEH3IBECTHA
uecrota
HapyiieHus Ha uMyHHaTa | CBPbX4yBCTBHTENHOCT Penxu Mroro C
cHcTeMa penku HEH3BECTHA
HeCTOTa
Hapyurenns na AHOpeKcHA Hewectn - -
MeTaboNH3Ma U Xunepranmemus Heuecrn - -
XPaHeHETo Xunepraukemus - Meuoro -
eIKH
XunepnuanuaeMmus HeuvecTu - -
XunepypHKeMHs Hedectn
XumoxanueMus YecTn
Xunonarpuemus Hewecrtn
[Touxuuny HapymeHus Jenpecus -




Tpesoxnoct Penku - -
bescsHue / Hapywedus Ha | — Heuectn -
CBHA
IlpoMenu B HaCTpoeHHETO | — Heuectn -
(QobpraHOCT - Penku -
Hapyiesiia Ha vepBHata | Hapyluena koopauHatua Heuectn - -
CHCTEMA 3aMasHoCT HeuecTn Yectn -
locTypanta 3aManHoeT Heweemn — —
Hucreyzus - HeyecTn -
EkcTpanupaMiuiiH - C -
HapYIOeHH#A HeH3IBECTHA
YECTOTa
["napoGonne Yeeru Yectu -
IoBuiueH MycKyIeH TOHYC | — MHoro -
peakH
TTapecresnn Heuectn HeyecTu -
[lepudepua HerponatHd, - MHoro -
HeBpONATHR peaKu
CoMHONeHTHOCT Heuectu Yectu -
CuHKkon - HeuectH -
Tpemop - Heuectu -
Xunoecresus - HeuecTH -
Hapyiuenua Ha ounte 3putenHd HapYIEHHS Peaxu Hevectn -
3puTenHo yBpexgaHe HeuecTn Heuectu -
Hapyuienusa Ha okoTo 1 Hlym B yuinte Peaxn Heuectn -
nabupHHTa CretoBBpTEK Heuectu - Heuectu
CopaeuHH HapyLICHHA IMTannuTaumu Hevectn Yectn -
CuHKom Penku - -
Taxuxapaus HeuecT - -
APUTMHH (EKNHOUMTEITHO - Mnoro vect | -
Spanukapnus, KamepHa
TaXUKApAHA ¥ OpeachkpaHo
MBXRKIEHE)
Muokapaen vHGapkT - Ms=oro -
PenKH
CBIOOBK HAPYILEHHA JaueppsBaHe HA TMIIETO - Yectn -
XunoroHus Penku Heuectn -
Optocratiuna xunoTonus | Hedectn - -
Backynur - Meoro C
penxu HEeW3BeCcTHA
4eCToTa
Pecriupatopuu, rppaan v | Kawnnia Heuectn Mroro Heuecrn
MeIHACTHHATHY peaKH
HapyLIeHus Hucnues - Heuectn -
thapudronapHHreaTHa HeuecTn - -
boska
Puuut - Heuectu -
CToMauHO-4pesHH Cromamren aucxomdopr, Heuectu Yectu Heuectn
HapyImeHusa 00JTKa B ropHaTa 4acT Ha
KopeMa
[NpoMenu B YpeBHaTa - Heuectn

NIEPHCTANTTHKA




3anek Heuectn - -
Jeapus Heuecti Hedectn -
Cyxora B ycTaTa Heuecru Heuectu -
Hucnencus - Heqectu -
actput - Muoro -
pPeOKH
Xunepnnaznug va BEHUNTE | — M=oro -
enKH
agche Hevectn Yectu -
[Taskpeatur - Muoro -
penxu
ITospbiuaze - Hevecru -
XenaroGunnapuu OTknoHeRus B - Muoro C
HapyeHuA yepHoapoOHUTE penki* HEH3BECTHA
(YHKLUHOHAHN TECTORE, 4eCToTa
BKITHOMHTEHO TOBHLICH
OUNMMpyGHH B KPBBETA
Xenarut - Mmuoro -
penKn
HMurpaxenatanua - Mruoro -
XonecTasa, penxu
KBITCHHLA
Hapyiienna Ha koxata g | Asoneilus — Heuectu -
MOIKOKHATA ThKAH AHrHoegeM — Mmuoro C
peaxH HEeH3BEeCTHA
4eCToTA
BynoseH aepmartur - - C
HEWU3IRECTHA
YECTOTA
Epurem Heuecru - -
Epurema Mmyntudopme - Muoro -
penxH
ExzaHTeM Penxu Heuectn -~
Xunepxuapoza Penku Heuectu -
Peakums Ha - Heuectu -
(OTOUYBCTBHTENHOCT
Npyputyc Penkn Heuectn C
HEH3BECTHA
4ecTora
IMypnypa - Heuectu -
Ofpus Heuectn Heuectn C
HEH3BECTHA
ECTOTA
Tipomsana B nsera Ha - Heuectu -
KosKaTa
VpTuxapna ¥ Apyru - Mnoro —
BUAOBE QOpHE peaxu
Excdonuatupen gepmatur | — Meuoro -
penKH
CunaapomM Ha Stevens- - Mmuoro =
Johnson pelKH /
Emem Ha Quincke - Muoro 5y
penkn [/ =
e of
10 g
2




ToxcytiHa enuaepmanua - c -
HekpoJIu3a HeH3BeCTHA
HECTOTA
Hapymrenns Ha ApTpanrus Hewectn Heuectn -
MyciynHo-CrefieTHaTa bonka B repda Heuectn Heuecrtn -
CHCTEMA H OToK Ha CTaBHIE Heuecrn - -
CHEMHUTENHATA TEKAH MycCKyJIHH cniasMH Penxu Heuectn —
Muanrus - Heuectu C
HEH3BETTHA
YECTOTA
OTOK HA [NE3ICHUTS - HeetH -
UyBCTBO Ha TEXKECT Peaxn - -
Hapyuenns Ha [oBuiieH KpeaTHHHH B - - C
OBLOpeLHTe U MHKOYHUTE | KPBBTA HEW3BECTHA
TN 4eCcToTa
MUKIINOHHE RApyIICHUS - Heuectn -
Hukrypus - Heuectn -
INomaxkuypus Peakn Heuecta —
[Momuypua Penku — -
Bwsbpeuna Hegocrarsysoct | — - C
u 6mbpeuno yspesxknane HEeH3BeCTHA
JeCToTA
Hapywenus Ha HmnorenrHoct - Hevectn -
BB3NPOH3BOANTETHATA Epextunna aucdynknmus Peaxu - -
CHCTEMa H I'bpAaTa I'HHekoMacTHS - Heuectn -
OO61M HapyIIeHHA U ActeHusd YecTH Heuectn -
edekTn Ha MACTOTO Ha Juckomtopt, 0guio — Heuectn -
NPHIIOKEHHE HEPAZMONOKEHHE
Vmopa YecTn YecTH Heuectn
OTOK Ha MHUETO YectH - -
3adepRsiBaHe Ha MTHLETO, Yectn - -
TOMIHA BBIHW
Bonka B repamte, KOATO He | — HeuectH —
€ CBLP3aHA CBC CHPLETO
O1oK HecTH Yectu -
[Mepudepen 0ToK YecTn - -
Bonka - Heuectn —
3acToeH 0TOK Yeeru - -
W3cnensanus [MoBuuIeH kanyil B KpeBTA | — - C
HEHU3IBSCTHA
4ecToTd
[ToBuiuABAHE HA TETAOTO - Heuectu -
[lormxaBane Ha TErIOTO - Heuectu -

*Hak-uecTo CBRP3AHO € XONEcTasa.

Honvnaurenna MadopManns 3a KoMOUHALHATE

IMepudeped oToK, MOIHATA HEWKENAHA PEAKUNA HA MADANNME, KATO 15710 c& HalMonasa B No-HHCKA

HeCTOTa NPH NAUHECHTH, KOHUTO II0MyYaBaT KOMOHHALHA 0T aMJIO,E[HHPIH/BaJTCapTaH, OTKOJIKOT
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0 40 80 160 | 320
Amaogunnn (mg) 0 3,0 3,5 24 1,6 0,9
25 18,0 2,3 54 2.4 39
5 3.1 4.8 23 2,1 2,4
10 1103 |NA [NA (90 9.5
Cpeznara 4ecrora Ha nepuiepeH oToK, eIHAKBO H3IMEPEHa 33 BCHYKH A03K € 5,1% npH
KOMOHHALMATA AMITOQMITHE/BANCAPTAH.

llonﬁnumem-{a HH!]!O[!M&EPIH 33 OTHSNHHTE ChCTAaBKH

Amaodunuy

Yectu: CoMHONEHTHOCT, 3aMasgHOCT, TANNHTAUKH, KOpeMHa 0oKa,
rajeHe, OTOK Ha [NIC3eHHTE

Heuecrn; BescbHue, NpoMeHH B HACTPOEHHETO (BRITIOYHTEIIHO
TPEBOXKHOCT), ASTIPECHS, TPEMOP, AMCIE€Y3Hs, CHHKOT,
XHIOSCTE3HA, 3PUTETHH HAPYUIEHHA ( BKMUOUYHTENHO
AMILIONHS), LiyM B YIUIMTE, XHIOTOHHS, IHCIHES, PHHMT,
NoBpBILAHE, ANCTCNCHS, AIOTELS, MYPIypa, poMiHa B
LBETA HA KOXATa, XMIepXUIpo3a, pypPUTYC, 0OpHE,
MHANTHA, MyCKYNHH KpaMny, 60JKa, MUKUMOHHH
H&pYLIEHHA, YB/H4EHa 4eCTOTA Ha YPUHHpaKHe,
HMNOTEHTHOCT, F'MHEKOMACTH, FPBAHA Bonka, 000
HepasNoNMKeHHe, IOBHIIABAHE HA TEIIOTO, HAMAIABAHE Ha
TEerjaoTo.

Penku: QbbpraHOCT

Meuoro penku; JlesxouuToneHns, TPOMOOLHTONEHHS, ANePruYHH PEAKLHH,
XUMOEPIIIHKEMHS, MOBHILEH MYCKYJIEeH TOHYC, HepudepHa
HEBPONIATHA, MHOKADASH HHBAPKT, apHTMHA (BKIIOUHTENHO
OpanHkapiust, KaMepHa TAXHKAPAHA 4 OPeacspPAHO
MEBKISHE), BACKY/IUT, MAHKPEATHT, FACTPHUT, XUNepniasus Ha
BEHUMTE, XENaTHT, KBITCHULA, IOBUIIEHH YePHOIPOGHH
EHIUMH™, aH[HOe/IeM, epHTeMa MYNTHOPMe, YPTHKAPHS,
exconHaTMBeH AepMaTHT, CHHIPOM Ha Stevens-Johnson,
otok Ha Quincke, GpoToOUYBCTEHTEMHOCT.

C Heu3ReCTHA YECTOTa ExcTpanapamunnu HapyweHus

* Hali-uecTO CBBP3aHU C XONecTasa

Bancapman
C Heu3BecTHa YeCToTa: TMonmkeH xeMOrT00HH, NOHIDKEH XEMATOKPHT,

HeyTpOneHHA, TpOMOOLATONEHNS, MOBULIABAHE Ha CEPYMHHA
Kanui, MOBHILABAHE Ha [TOKA3ATENNTE 33 YepHOAPOGHATA
GYHKULA, BRITOUATENHO TOBMUIABAHE Ha CepyMHYS
OMnHpYOHH, On0peuHa HenoCTaTEYHOCT H GbOpeyHo
YBpE:KNaHe, TOBULIABAHE HA CepyMHHA KPEATHHHH,
AHrHOEJEeM, MUANTHA, BACKYJIHT, CBPEXYYBCTBHTE/IHOCT,
BIJIIOUHTEIHO cepyMHa Bonect. Hexenauure peakup,
CHODIISHN 32 BCAKA OT OTOSITHWTE CHCTABKH (AMIIOHITHH HIH
BAJICAPTAH) MOTAT A3 GBAAT NOTEHIIHATIHH HEXeIaHH
peakUUH CBILO U MPH NPHIOKEHHETO Ha
aMIIOIMIIMH/BASICAPTAH, JOPH K A2 He Ca HAOMIOOABaHH B
KAWHHYHH HITHTBAHHA MM [0 BpeMe Ha
HOCTMapKeTﬂHFOBHH nepnou.

Crobimapane Ha NOJ03ADAHN HEKEIAHH PeaKiuy
Cpo0lasaHeTo Ha TIOO3MPAHH HEXKETAHK PEAKUMH Clle/l paspelliabate 3a ynoTpeba u

MPOAYKT € BAXKHO. Tosa nozposasABa na NPONBIKH HaﬁﬂIOHBHHCTO Ha CBOTHOLOEHHUETO
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NeKapcTBeHH:A MpoIyKT. OT MEAHUHHCKHTE CIIEUHATUCTH C€ H3HCKBA Ja Cho0HNIaBaT BCIKa
NoA03HMPaHA HEXENAHa Peakiihg ypes W3nsmHuTenHa areHuus o Jekapersara yn. , Jlamsa Mpyes” No
8, 1303 Codus, Ten.: +35 928903417, yedeaiit: www.bda.bg.

4.9 IIpenosnpane

CHMIToMa
Hsma onut ¢ npesosHpaHe Ha AMIOAKITHE/BANCAPTAH.

OCHO8HHAT CHMIITOM Ha Nped03HpaHe ¢ BAICAPTAH BEPOATHO € H3pA3eHa XHMOTOHHA H 3aMagHOCT.

Ipeno3upadeTo ¢ aMIOTANHE MOKE Aa JoBeAe 10 NPeKOMepHa neprdepHa BAZ0AHIATALHA H
BEPOATHO pediieKeHA TaxuKapaus. Mma crolGmenus 3a ryyay Ha H3pasesa 1 HOTSHIHANHO
YOBIDKEHA CHCTEMHA XHITOTOHMA, JOCTHIAIIA J0 WOK ¢ daTangH Hixon.

Hexapanorenen GemonpodeH oTox ce chobLuasa psako KaTo [MOCHIEAMIa 0T MpeI03HPaHE ¢
AMIOSHIINH, KOHTO MOXKE ia Ce NpOABH Cbe 3a0aBeHo Hadano Ha edrexta (24-48 uaca crnen
[OrBIIAHE) H A4 H3UCKEA WIKYCTBEHA BEHTHNALKA. PaHHMTe PEAHUMAIIMOHHH MEPKH (BRIIOUHTENHO
HATOBAPBAHE C TEYHOCTH) 3a NOANEPKAHE Ha Nepdy3uaTa H chpnedHEd gedut Morart aa Gpaar
ycKopABauu Garropu.

VYnpaenenne
AKO NPOLYKTHT € TIOrbJHAT HACKOPO, MOTAT f1a Ce [IPHII0KAT CTHMYIMpaHe Ha MOBPBLIAHETO HITH

CTOMarlHa IPOMHBKa, [IpHnexkeHHeTo Ha AKTHREH BBIJICH NPH 3APaBu 10GPOBOIIM HENOCPEACTBEHO
HN1 710 IBa Yaca ¢JTed NOrIBIIAHETO Ha AMITOMHITHH 3HAYMMO HamanaBa abcopOuusta my. KiminnyHo
3HAYHMATA XHIOTOHHUA MOPajH NPeno3upaHe Ha aMIONHIIHH BANCAPTAH WIHCKBA AKTHEBHA CBPASHHO-
CBJDBA PeaHUMALMA, BITIOYBAINA 9CTO KOHTPOMKPAHE HA ChPACYHATA H AMXATENHA (PYHKLMA,
[OBIHraHe HA KpaHHHLMTE W BHHMAHHE MO OTHOWLEHHE HA UMPKYNATOPHUA 0beM ¥ [uype3aTa,
[IpunoskeHreTo Ha Ba3OKOHCTPHKTOP MOKE AA € OT MON3a 33 Bb3CTAHOBARAHE HA CHIOBUIL TOHYC H
apTepHATHOTO HAAATAHE, B CIy4all Ue HAMA NPOTUROMOKIAHMA 32 NPUIOKEHHETO MY.
HurtpaBeHO3HOTO APHIOKeHHE Ha KATIMEB TIIOKOHAT MOSKe I3 € OT N0JI33 33 MPEoao/aBade Ha
edpekTa 0T GIOKAIATA HA KANUHERHTE KAHATH.

Bancapraﬂ H aMIOOUITKH HE C€ OUUCTRAT OPH XeMOoAHann3a.

5. DAPMAKOJIOI MYHH CBOACTBA
5.1 <dapMakoaHHAMHMYHH CEOHCTBA

(*apMaKoTepanesTHIHA NPyNa; CPeACTRa, MOB/HABALLY PEHHR-AHMHOTEH3HH-A/I0CTEPOHOBATA
cHcTeMa; aHrHoteHsuH 11 penentopan Gokep {ARBs) 1 OnokepH Ha KANLHEBHTE KAHAJIH,
ATC kon; CO9DRBO],

A30HMa € KoMOHHALMA OT IBE AHTUXHNECPTEH3UBHH CBCTABKH € NOMBJIBALL C€ MEXAHHIBM HA KOHTPOL
HA apTEPHATHOTO HAMATAHE NPH MAUHEHTH C €CEHUHATHA XHNePTOHHA : aMAOOHNKH MPHHALANCHKH KBM
KJlaca Ha KaJOHEBUTE AHTATOHHCTH, 4 BAJICAPTAH KBM KITacd HA aHMOTeH3IHH [l aHTaroHKCTHTE.
KoMOUHALHATA OT Te3H CbCTABKH HMA AIHTHBSH AHTHXHIICPTCH3HECH efbeKT, KaTo HaMalaBa
apTePHATHOTO HAJIATAHE B MO-TO/AMA CTENCH OTKOIKOTO BCAKA SOHA OT CHCTABRKHTE NOOTASIAHO.

AMIOIMIHH/BAICAPTAH
KoMmOuHaum4Ta Ha aMIOIHITAH M BANCAPTAH MPEAWIBAKEA J0303aBHCUMO adHTHBHO IT
APTEePHATHOTO HATATAHE B pAMKHTE HA TSPANCRTHHHNIA FO30B HHTEPBAA. AHTHXUNED
edpeKT Ha eAMHMYHA 1032 OT KOMOHHALIMATA CE 244BPKa B IPOIBLEEHHE Ha 24 vacy,

13



Hrayebo-xoumponupanu UIRUMEaHust

[Mopeue ot 1 400 maupeHTd ¢ XUIEPTOHUSA C TIPUESMANM GMIOAUNUE/ BATICAPTAN BEAWLK NHERHO B 1B
waneto KOHTPOIMPAHK UITNTEAHHA. BXIIOYEHH Ca BL3PACTHH ¢ 1€Ka A0 YMEpPeHa HEYCITOKHEHa
€CEHIMATHA XHIIEPTOHHA (CPEAHO ANWACTINIHO HaNAraHe B CENHANO mojoxkeHme > 95 u < 110 mmHg).
ITauMeHTHTe ¢ BHCOK ChPAEYHO CBAOB PUCK — CEPJCYHA HEAOCTATEYHOCT, 3aXapeH AuabeT Tun 1 |
Heno0pe KoHTposHpad AnabeT Tun 2, aHaMHesa 33 MAOKapAeH HH(apKT HITH UHCYIIT B ROCIEIHATA

| roonHa ca OHIH W3KIIOUEHH OT K3NHTBAHHATA,

Kormpomupany ¢ axmugern CpagHumeneH HpooyKnm u3NUMBaHUs IPY RAYUEHINY, KOUMO HE C8
ROBTUABANT OM MOHOMEPANUA

MHOrougHTPOBO, PaHIOMHIUPAHO, ABROHHOCNANO, AKTHBHO-KOHTPOIHPAHO, NAPAJIETHOTPYTORO
H3NHTBAHE MOKA3BA HOPMATH3MPAHE HA apTepHaIHOTO HaiArane (HaH-HUCKA CTOMHOCT Ha AHACTONHO
HAJIATAHE B Ce/iHAN0 nonoxkenne <90 mmHg B kpas Ha HINHTBAHETO) NpH NALUMEHTH, YHETO
apTEPHANHC HANAraHe He & KOHTPOIHPAa A0CTaThYHO ¢ sancaptad 160 mg, npu 75% o1 naideHTHTE,
NEKyBaHy ¢ amnogunHe/eancaptad 10 mg/160 mg u npu 62% or nalHeHTHTE, TEKYBaHH €
AMIOZHMHH/BaTcapTal 5 mg/160 mg, B cpauenune ¢ 53% 0T MaUHEHTHTE, KOMTO OCTaBaT Ha
pasicaptad 160 mg. JlobassHero Ha amnonunuA 10 mg i 5 mg BogH 10 AOMLIHHTENHO MOHHKABAHE
HA CHCTOITHOTO/ IHACTONHOTO KPBBHO Hangraue ¢ 6,0/4,8 mmHg u chotrerso 3,9/2,9 mmHg, B
CpaBHEHHE C [AHEHTHTe, KOMTO OCTABAT CAMO Ha Tepanud ¢ Bancaprad {60 mg.

MHoroueHTpoBo, PAHAOMU3UPAHO, ABOHHOCSNO, AKTHBHO-KOHTPOIHPARO, IApasleHOrpy noBo
H3MHUTBAHE [I0Ka3Ra HOPMATHIHPAHE HA apTEPHANIHOTO HansAraHe (Half-HMCKA CTOHHOCT Ha THACTOITHO
HaJIATaHe B CeMHAN0 MonmkeHne <%0 mmHg B kpas Ha M3MHTBAHETO) MPH MAIMEHTH, HHETO
apTepHaNTHO HaJIraHe He € KOHTPONHpa ocTaTh4Ho ¢ amnogundH 10 mg, npu 78% or nauneHTuTe,
JIEKYBaHH ¢ amnogunus/eancaptan 10 mg/160 mg, B cpasHeHue ¢ 67% 0T NaUHeHTHTE, OCTABAILH HA
Tepanda ¢ aMioaunua 10 mg. Nobasanero va pancapran 160 mg BOIW 10 AOTBIRUTENHO
NOHMKABAHE HA CHCTONHOTO/IHACTONHOTO Hamsarade ¢ 2,9/2.1 mmHg e cpaBHenue ¢ nauHeHTHTe,
KOHTO OCTaBaT Ha Tepanui CcaMo ¢ aMmnogunuy 10 mg,

AMROHNUH/BAICAPTAH € HIHTBAH H B AKTHBHO-KOHTPOJIMPAHO NMpoyusane npH 130 nauueHTH ¢
XNHIEPTOHAA ChC CPEIHO IMACTONHO HANAraHe B ceAnrano nonoxerue >110 mmHg u <120 mmHg. B
TOBa NpoyuBaHe (U3X0IHO apTepuaiHo HanaraHe 171/113 mmHg) nevenwerto ¢
aMnogunuy/Bancaprad 5 mg/160 mg, rurpupan a0 10 mg/ 160 mg, DoHmKABA apTEPHANHOTO
HaJisrafe B cepHanc nosnoxenue ¢ 36/29 mmHg, 8 cpaskenune ¢ 32/28 mmHg np# nevenue ¢
au3HHOMpW/XHApoxnopeTHasua 10 mg/12,5 mg, Turpupad no 20 mg/12,5 mg.

B IBE ARNTOCPOYHY NTPOYYBAHUA 38 NpoCieddBate, eheKThT Ha aMIOIUNHH/BAncapTaH Ce 3anaspa 3a
NepHoa HaJ efHA roAHHA, BHe3amHOTO NpeyCcTaHOBABAHE HA IEUEHHETO ¢ AMITOLAHITHH/BANICAPTAH HE
C€ CRELP3BA ¢ OBP30 NOKAYBAHE HA apPTePHATHOTO HATIATAHE.

BB3pacTTa, MOABT, pacaTa HAH HHASKCHT HA TesecHa Maca (230 kg/m?, <30 kg/m?) e nosnussar
0TI OROpA CIPAMO AMIIOMKITMH/BANCAPTAH.

AMIOANNUHE/BANCAPTAH HE & MPOYYBAH TIPH TIOMYNIAUME OT NALKEHTH ¢ ApYTH 3a60MABAHUA, Pa3nHIHH
0T XHIepToHHs. BajiicapraH e npoy*BaH NpH DaLKEHTH cied NpekapaH HHGapKT Ha MHOKAPIA H
CBPIEYHA HEZOCTATBYHOCT. AMIOTHIHH € NPOYYBAH NPH MAlHeHTH ¢ XPOHHYHA cTa0UIHA
CTEHOKApAHA, BA30CNACTHIHA CTEHOKAPINA W aHMHOrpadCKH JOKYMEHTHPAHA KOopoHapHa 0onecT Ha
CBPLETO.

AMnoaunus
AMTIOIHITHH, KOHTO BAKM3a B CHCTABA HA aMIOAUMMH/BalicapTaH, HEXUOUPA TPAHCMEMOPAHHOTO
HAB/IH3AKE HA KANHEeBn HOHN B ChPACYHO-CHI0RATA IJTAAKA MYCKYIaTypa. AHTHXHIIEPTEH3HBHOTO
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ChKpalleHHe Ha ChPASUHUA MYCKYT M HA ChIOBaTa INaAKa MyCcKylaTypa ca 3aBHCHMH OT
MpHABHKBAHETO HA HIBBHKNETHYHUTE KATUHEBE HOHH B KIETKHTE HA MYCKYNHTE npe3 coeuuduyuu
HOHHH KaHANYeTa.

r[pHJ'lO)KeHHBTO Ha TEpaneBTHYHA 1034 aMIOAWIIHH NPH DalHEHTH ¢ XHIEPTOHHA CC MocIeasa OT
BA30THIATALKA, KOATO BOOH N0 HaAMaIABaAHE HA apTCPHATHOTO HANAraHE B NCTHAIO H B H3NMPABCHO
MOJIOKEeHHE, an XpOHHWYHA ynm‘peﬁa TORE MOHMKABAHC HA aApTCPHAIHOTO HAJIATIAHE HE CE ChITbTCTRBA
0T 3HaYUMMH [MPOMEHM B CBPACYHATA YECTOTa WIH NNA3MeHHTE HHBA Ha KATEXO/TaMHHHTE,

[TnasMeHuTE KOHLUEHTPALIHH KOpeaHpaT ¢ edekTa MpH MJIAIH BB3IPACTHH M NPH NALKEHTH B CTAPYECKa
BBIPAcT.

Tpu xunepronuiy ¢ Hopmansa Op0pedna ynKuma, TEpANeBTHYHN 1030 AMIOAUIHE BOAAT 10
HAMaNARaHe Ha GBOPEUHOTO CHIORO CHHPOTHRNGHNE H YBENUYABAHE HA ITIOMEpy THATA QUITPALUA 1
edexTusHuA GrOpedeH KPHBOTOK, 023 A2 NPOMeHsT PWITPalMOHHaTa DPAKiAa WIH IPOTEeHHY PUATA.
Kakro v npu apyrate 610KepH HA KaTLUHEBHTE KaHATH, XeMOJHHAM HYHHTE H3MEPBAHHA Ha
ChPRCYHATA GYHKLUSA B [IOKOMH 1 NPH HATORAPBARE (MK XOASHE) NpH MALMEHTH ¢ HOPMANHA KamMepHa
YHKUHSA, eKyBaHH ¢ aMJIOJHNNH, KATO A0 IIOKA3BAT IEKO HOKa4YBaHE HA ChPOCHHNA HHIEKe Ge3
3HAYMMO NOBTHABAHE HA KOHTPAKTUIUTETA i noMueHaTa ynknun (dP/dt) uay Ha NeROKEMEPHOTO
TeJIeJHACTONHO HansraHe HitH o6em, [Ipu npoydBafAHa 3a XeMORMHAMHKATA, aMIOIHIHH He ce
CBBP38a ¢ HeraTHBeH HHOTPOTISH ehekT, KOraTo ce NPUIara B TEPaneBTHYHMA 1030E NMANA30H TIpH
3APABH KHBOTHH M X0pa, TOPY KOTATO C€ NPUIAra eAHOBPEMEHHO ¢ GeTa-6;10KepH IpH Xopa.

IMp# 30pasy xopa U AMBOTHH aMIOIMIHH He IPOMEHS CHHOATPHANHATA HOAAMHA GYHKUMA HIH
aTPHOBEHTPHKYNAPHOTO MpoBexaHe. B KIHAMTHM NPOYUBaHUA, IPH KOUTO AMIOAMITHH € NPWIATaH B
komOHHalUua ¢ GeTa-OnoKepH NP NALKMCHTH C XHIEPTOHHS HIM CTEHOKApAKA, HE Ca HaOmoAaBaku
HEXeNnaHH eQexTH CHpAMO NapaMeTPUTE Ha eNeKTPOKapIHOTpaMaTa.

Ynompeta npu nayuenmu ¢ XuRePMonus

Tposeseto e paHgoMU3UpaHe, TROHHOCAANO NPOYYBaHE 3a 3a00NEBASMOCT M CMBPTHOCT, HAPSUEHO
AHTHXMNEPTCH3MBHO H JTHITHIONOHINKABAILIO TeUeHHE 32 PO HIAKTAKA HA MHOKApIeH HH(apKT
{Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial, ALLHAT), koeTo uma
3a LEN uedl CPpaBHABAHE HA HOBHTE Tepanuu: aMiIoarMnud 2,5-10 mg/men (KaJunes aHTATTOHRCT) HITH
nusuaonpui 10-40 mg/aen (ACE wHxuOHTOp) KaTo JeuedHe 0T Mbpaa IHHHA, ¢ THASHAHUA IHYPETHK
xJopranuaod 12,5-25 mg/ned npd nauMeHTH ¢ Teka A0 yMepeHa XHIICPTOHHA.

006 33 357 nauMeHTH ¢ XUNEPTOHUS HA BBIPACT > 55 reJHHH Ca paHIOMHIHPAHH H MPOCHelsHH 32
cpenno 4,9 rognau. TlayueHTHTe ca HMallH NOHE eJHH AOMEJIHATENEH PUHCKOR (DAKTOP 32 KOPOHAPHA
GosecT Ha ChPLIETO, BKAKYHMTENHO MPeINecTBall MHOKAPASH HH(APKT UNu HHCYIT (> 6 Mecela
NpEM BTEOMBAHE B MPOYYBAHCTO) MITH AOKA3AHO IPYTO dTEPOCKIEPOTHYHO ChPASYHO-CHAOBO
zabonspane (Han 51,5%), zaxapen guader Ty 2 (36,1%), THNONPOTEHHU-XORECTEPON ¢ BHCOKA
navpTHOCT <35 mg/dl win <0,906 mmol/l (11,6%), nesokamepua xunepTpodms, AHArHOCTHUIMpPAHA
4pes eneKTPOKApAHOrpaMa K enekTpokapanorpadua (20,9%), niotoronyiene (21,9%).

[IbpeHuyHaTa KpafiHa TOUKA € CHCTABHA OT daTaleH KOPOHAPEH HHUMASHT MTH HedaTaneH MHOKapaeH
undapkr. He ca HalIoofasayl 3Hauumul Pa3iMums 110 OTHOLIEHHE HA THPBWYHATA KpaliHA Touka
MENy TEPANMUATA ¢ aMIOIUNHH H TEPANHATA ¢ XNOPTATHAOH: koeduuueHT Ha puck (RR) 0,98 95%
C1(0,90-1,07) p=0.,65. [lpu BTOpHIAKTS KPARHK TOYKY, HECTOTATA HA CHPALYHA HEAOCTATBYHOCT
{KOMIIOHEHT Ha ChCTABHATA KOMOHHMPaHA CbPAEHHO-CBACBA KpaiiHa TOMKA) € 3HAMHMO NO-BHCOKA B
rpynata Ha aMJI0AHHHH, OTKOJIKOTO B rpynaTa Ha xmopranunoH (10,2% cnpamo 7,7%, RR 1,38, 95%
CI[1,25-1,52] P <0,001). Benpexu ToBa, He ¢e HAGMIONABAT 3HAYUMI PATHYHSA 10 OTHOLISHHE HA
o0WaTa CMBPTHOCT MEX/TY IPYNaTa Ha Tepandi ¢ aMIOAMIHH W TA3H HA TEPANHSA C XIOpT
0,96 95% CI [0,89-1,02] p=0,20.

Bancaptas

15




BancapraH € nepopatHo akTHBEH, MOWEH H creiHdudeH anrnotensus I pelentopen aHTarOHMCT.
To# praneiicTsa cenektuBHO Bbpxy AT pellenTopHHA NOATHII, KOHTO € OTTOBOPEH 34 H3BECTHHTE
etekTH Ha aHTHoTelskH L. [ToBRIeHuTe NRa3MeHN HUBa Ha auruoTewsnn Il B pesynrar ua AT
penenTopHaTa Grokana ¢ BancapTad MoTaT 1a cruMyupar HeOnoxupanud ATz peuenTopes noMTHIT,
K0eTOo M3MIeHNA npoTasoaeiicTsa Ha edexta Ha AT: peuentopa. BancapTaH He npesBsea HHKAKBA
HaCcTHUUHA ATOHHCTHYHA AKTUBHOCT KbM A'Ti penentopa u uMa 3HaynTenHo {okeno 20 000 meTH) no-
ronaM adueHTeT KBM AT pengntopa, oTKoMkoTo KM AT: perienropa.

Baricaptan He nuxudupa ACE, u3pecres u karo kunasa II, koiito npespbia anrrotedsua I B
auruoredswn [l B pazrpaxkaa Opanukwanba. Tsi kaTo Hama edekt Bepxy ACE # He ce noTeHuHpar
edekTHTe HA GpafHKMHUH HITH CyGeTanumA P, e Matko Beposto aurnotenzuy [l peuentopuure
AHTAMOHHCTH 3 CE CBBP3BAT ¢ KAUUTHUA. B KAMHHYHM W3NATBAHHA, B KOHTO BAICAPTAH € CPABHABAH C
ACE upxuturop, 9ecToTara Ha cyxa kallTHua e 3HaqumMo (P <0,05) no-HHcKa npu naupedTHTe,
JIEKYRaHH ¢ BaNCapTal, OTKOIKOTO 1pH Te3n, nexyeann ¢ ACE wnxudurop (cnotBetHo 2,6% cnpsamo
7,9%). B KIHHHYHO M3NHTBAHE NPH NaUHEHTH ¢ aHAMHE3a 33 CYXa KalllHLA N0 BPEME Ha IEYSHUE ¢
ACE usxuturop, 19,5% oT y4aCcTHHUIMTE B H3INUTBAHETO, NPHEMAIIH BancapTad H 19,0% ot TesH
TipHeMally THa3HAEH THYPeTHK MMAT KAIINKLA, B cpasHeHHe ¢ 68,5% oT naiMeHTHTE, IEKYBaHK C
ACE umxuburop (P < 0,05). Bancapras He ce cBLp3Ba % He Onoxupa pelentopy Ha ApyTH XOpMOHH
WK HOHHY KaHAIIH, 33 KOHTO € H3BECTHO, 4e €2 BAXHM 33 ChPISYHOCHIOBATA PEryIalHA.

HpﬂﬂO}KEHﬂeTo Ha BaiCcapTah NPH MaUHEHTYH ¢ XHNCPTOHHA BOAHM A0 NIOHHIKABAHE HA APTCPHATHOTO
Hafdrane 63 NoBMHABAHE HA OyJICOBATA 4ECTOTA.

TlpH noseveTo naunenTH, CIEA NPHITOKEHHE Ha €IHHHYHA MEPOPATTHA 1034, HAYA/IOTO HA
AHTHXUTISPTEH3IUBHOTO NefiCTRME ¢ B PAMKHTE Ha 2 ¥aca, a MAKCHMANIHOTO IGHIDKEHYE Ha
ApTEePHANHOTO HANArAHE Ce JOCTHIA B PAMKATE Ha 4-6 4aca. ARTHXUNEPTEH3UBHUAT edherT
npoALLKaBa MoBeye 0T 24 yaca cnef Npunoxkerke. [py pefosed npHeM, MAKCHMATHOTO IOHHKEHHE
13 apTePHATHOTO HANAraHe C BCAKa 1034, KATO 1110, ¢ MOCTHrd B paMKHTE HA 2-4 CEIMHLH H ce
MOAABPHA B X0I4 Ha ABNTOTPaiHA Tepanys. BHe3anHoTo npeycTanoBRBAHE HA JISUEHHETO C
BAJICAPTAH HE Ce CBHP3BA C pHOAYHNT XHISPTOHMA HIH C APYTH HEKETAHH KITHHUYHE PeaKUuMy.

Hpyru: geoiino 6nokHpaHe Ha peHUH-AHCHOTEH3IUH-ANACCTepoHOBaTa cucTema (PAAC)

Hre ronemu paHIOMHIHPAaHH KOHTpOMKpaHy nanuTsanua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Giobal Endpoint Trial - Tekywo rnofagso usnHTEaHE 32
KpaiiHy TOYKH Ha TeIMHCAPTaH, CaMOCTOATENHO H B komOuHaumd ¢ pamunpun) 1 VA NEPHRON-D
(KIMHRYHO H3NUTBAHE, CBBP3AHO ¢ PAIBHTHE HA HedPOTIATUA NpH AMateT, NPOBSAEHO T
MmHHCTEPCTBO M0 BRIPOCHTE HA BeTEpaHHTE) — NPOyusaT ynorpedara ga komOuHaumata ot ACE
unxubuTop 1 APB.

ONTARGET e npoy4sade, npose/eHO NpH MALMERTH C 23HAMHE3A 32 CHPICYHOCHA0BA UIU
MO3BIHOCHA0BA DONIECT, MK 3axapen AuabeT Tull 2, MPUAPYIKEHH C AAHHH 32 YBPEKIaHE Ha
epextophn opraih. VA NEPHRON-D e npoyusane 0pH nailnedTH Che 3axaped Auader TN 2 1
JuadeTHA HedponaTii.

Teau npoyuysaHuA He MOKA3BAT 3Ha4AM GraronpuaTeH eQekT BLpXy ObOpeunnTe WHIH ChpaevHD-
CHOOBHTE HOCACHHLHE H CMBPTHOCT, KATO CHLUERPEMEHHO ca HAGMoaaBaHy MOBHILEH PHCK OT
XHIepKaTHeM i, 0CTPO GBOPEYHO YBPEKIAHE W HITH XHIOTOHMS B CPaBHSHME ¢ MOHOTepannaTa. Kato
€€ HMaT OpelBHI CXOAHHTE UM (apMaKoIHHAMHYHN CBOHCTBA, TE3H PE3YATATH Ca MPUTOKUMH H 34
apyria ACE unxuburopu u APB.

Crenosatenno, ACE uaxuOuTopu i APB He Tpa0Ba fia ce H2NoN3BaT €HOBPEMEHHO IPY,
anabeTHa HedponaThA (8. Touka 4.4).
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ALTITUDE (Aliskriren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints -
FUIMHIYAD W3NMTBAHE, IPOREIEHO ¢ ATHCKHPEH NpH NAUMEHTH cbC 3aXapeH Duaber Tin 2 ¢
H3[IOI3BAHE HA CHPAEYHO-CBA0BH K OBOpeUHH 3a00MIBAHNS KaTO KPaHHH TOYKH) € IPOYYBaHe,
npefHa3HAa4eHO J1a HICNERa Mo13aTa 0T J00aRAHETO Ha ATMCKHPEH KbM cTaHmaprTHa Tepanus ¢ ACE
urxudbutop unn APB npn mauueH™v che 3axaped guabet Tun 2 w XpouwyHo Grbdpeuno 3abomanade,
ChpIEHHOCKIOBO 3a000ABaHe UK H ABeTe. [IpoydBaAHETO € NpeKpaTeHo NpeKASBPeMEHHO nopalH
MOBHLIEH PHCK 0T HeOIAronpHaTRY rMocnenuiH. Kakto ChbpneyHoCh108aTa CMEBPT, TAKA H HHCYITET
€a MO-4eCTH B FPynaTa Ha afHCKHpeH, OTKONKOTO B FPYHaTa Ha 01aueta, a NpeCTaRsBaiuuTe
HHTEpeC HeXenaHH ChOUTHA H CEPHO3HH HEXKEIaHH CHOUTHS (XMISPKATHEMHA,, XHIIOTOHAA H
OnOpeyna AnchyHKIMA) ce ChODLIABAT MO-TECTO B IPYNATA HA ANMCKHPEH, OTKONIKOTO B IPYIIATA Ha
rnanebo.

52 @apmMacoKHHETHYHH CBOMCTEBA

Junefnoct
AMJIOIHIKHH 1 BAJICAPTAH HMAT NHHCHHA (apMakoKHHETHKA,

AMIOIKMONH/BANICAPTAH

Cnen nepopallHO DPHIOKEHME Ha aMA0AHITHH/BANCApTaH, MAKCUMATHH IJIA3MeHH KOHLEHTpAlHU Ha
BajicapTaH ¥ aMJIOAHITHHE Ce JIOCTHIAT 34 ChoTBETHO 3 U 6-8 yaca. CkopocTTa H cTengHTa Ha
al0coplOuua Ha aAMIOAMITHH/BANCAPTAN CA CKBMBANCHTHY HAa OHOHATIMYHOCTTA Ha BAJICApTal U
AMNOJMIIHH, MPHIOREHH KaTo OTAe/HH TablleTkH.

AMIOTHIIHH

Abcopbyus

Cnen nepopantio NPWIO/KEHNE HA TEPaneBTHYHA 1032 AMJIOTUITHE, MAKCHMATHH NIa3MeHH
KOHUEHTPaUMH ce JoCTHraT 33 6-12 yaca. AbGcomoTHara GHoHanHIHOCT e Mexkay 64% u 80%.
BHOHAaTHYHOCTTA HA aMMOJHIHH HE Ce MOBMHARA OT MPHEMA HA XpaHa.

Paznpedeaenue
OBeMtT Ha pasnpeneneHre e npubnusnutenno 21 I'kg. f» vitro npoyyueanua ¢ amJoAMNKMH MOKA3BAT, Ye
NpHOIH3HTENHO 97,5% 0T UHPKYJIHPAILOTO JIEKAPCTBO CE CBBPIRA C [UIA3MEHHTE NPOTEHHU,

Buompancopmayun
AMaoaunuH ce Metabo/Tu3upa ocHOBHO (NpubnH3uTenHo 90%) B 4epHMA APOd 40 HEAKTHBHH
mMeTaloTuTH.

Enumunupane

ETMMHHIpaHeTo Ha aMIOMIKH OT T1a3MaTa e OMbasHo ¢ TePMHUHATICH eMHMHHAUMOHEH [TOTYKUEBOT
npuGnuzutenyo 30-50 daca. CtauuoHApHHTE MIA3MEHH HHBA C& JOCTHIAT CNEA TIPONBIKHTETHO
npunoxerue 3a 7-8 Ay, Jlecet npouedTa OT OpHrHHATHNA aMAoaunus u 60% ot HeroBute
MeTalonuTH ce SKCKPETHPAT C ypUHATa.

Bancapran
Abeopbyua
Cren nepopanyo NpHIGKEHHE Ra BalCapTaH, MAKCHMATHHTE TUTA3MEHH KOHUETPALMK Ce JOCTHIAT 34
2-4 yaca. CpegHara aBcomoTHa GnoHaTHuHocT e 23%. XpaHaTa HAMANABA €KCNO3HUMATA
(onpenenero ypes AUC) Ha BancapTtad ¢ okono 40% M MakcHMANHATA TUA3MEHA KOHUSHTPALKS
(Cmax) ¢ oxono 50%, BBIPEKH TOBA OKONO § 4aca clled NPHEMA NIA3MEHHTE KOHUEHTPAINM HA
BANCAPTAH Ca CXOOHM B FPYIINTE, IPHEMANH NIEKapCTBOTO Cel HAXPaHBaHe H Ha ImajHo. Tosa
noHmxkenre Ha AUC oBade He ce ChbnsTCTBA OT KITMAHYHO THAMUMO HAMANABAHE Ha TEPAMNER

Pasnpedenenue
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Craumonapauar ofem Ha pasnpefenerns Ha BAJICAPTAH Clell HHTPABEHO3HO NPHIIOKEHHE € OKOJIO
17 nuTpa, KOETO NOKa3Ba, Ye BAICAPTAH He c€ pasnpenend WIHPOKe B ThkaHUTe. BancapraH ce cBbp3ka
BLEB BHCOKA CTENen Che CepyMHHNTE NpoTeHHit {94-97%), InaBHO ¢BC CepyMHMA ATOYMHH.

Bucmpancgopmayus

Bancapran He ce MetaBonusdpa gsB BHCOKA CTEMEH, ThIT KaTo caMo okono 20% ot fgosata ce
YCTaHORABA Nox dopmara Ha MeTabonnTy. B TiazMara ¢ yCTaHOREH XHAPOKCHMETAO0IUT B HHCKH
KOHUEHTpatky {ro-Manko o7 10% ot AUC ua Bancaprad). To3u MeTabout & hapMakomorHyHO
HEeaKTHEEH.

Enumunupane

BancapTan noka3sa MyITHEKCIIOHSHUMATTHA KHHETHKA Ha Pasnaf (tye <1 4ac | tug okono 9 yaca).
Bancapran ce enumiHBpa ocHORHO ¢ delieca (okono 83% oT Ao3ata) H ypuHata (okomo 13% ot
Io3aTa), OCHOBHO KaTO HEFPOMEHEHO chefiHere. Crefl HHTPABSHO3HO NPUITOKESHIES, TIAIMSHIDIT
KJIMPBHC Ha BajIcaprad € npnomusHtenyo 2 I/h, a Gebpeunuat knvpene e (,62 I/h (oxono 30% ot
obmua kupeue), [lonyxueoTsT ya sancapran ¢ 6 9aca,

Croeuranymn NOmyY ayH
[Teduampuuna nonyrayun (ge3pacm nod 18 200uny)

Junceat [bapMaKOKHHE:TH‘lHH AEHHH NpH NeJHaTPHYHATA MOy TaltHA.

Cmapuecka ew3pdacm (ew3pacm= 63 200unu)

BpemeTo 3a TocTHrane Ha MaKCHMATHH MIAZMEHH KOHIEHTPALHH HA aMIIOJHIIAH € CXOOHO NpH
MUIafin TARKHEHTH H MIPH NAIMEHTH B cTapyecka Bp3pact. [Ipu mauMeHTH B CTapHuecKa BB3PACT
KAHPBHCLT HA aMNONKIIMH € ¢ TEHASHUMA KbM HaMATIABAHE, KOETO BOJTH 10 NOBHLIABAHE HA ILMOIITA
noA kpuBaTa (AUC) u enuMrHaIMOHAEA NotykuBoT, Cpennata cicTemua AUC wa pancapran € no
BHCOKA Che 70% Npu NaUHEHTH B CTAPYECKa BB3PACT, B CPABHEHHE ¢ MO-MIaAH NALHEHTH, (OPaIy
TA3H NPHUHHA ¢ HEoOX0AUMO BHUMAHHE MPH [TOBHLIABAHE HA 103aTa.

Bvbpeyro yepewcdane

PapmMakOKMHETHKATA HA aMIOJHITMH He C& NOBIMARA 3HauumMo ot OudpeunoTto yepexaane. Kakro ce
O"aKEa 3a BeUIECTRO, YHHTO OBOpedeH KIHpbHC e camo oKomo 30% OT oBLUKA [LTa3MEeH KNHPBHC, HE
ce walmoaasa 3aBMCcUMOCT Mek Iy OpOpeunara Gy HKINA ¥ CHCTEMHATA SKCIIO3MINS HA BASICAPTAH.

Heproopobro yepescdane

HMa orpaHmiieHH 1aHHH 33 NPHIGKEHHETO Ha AMICARIHAH NPH NaUHEHTH ¢ YepHOTPpOOHO YBpeKiaHe.
HauuenTute ¢ uepHOIPOOHO YBpEKIaHe HMAT HAMATIEH KIMPBHC HA AMIICAKITHH € MOCSIBAI0
nosuuwrasade Ha AUC ¢ npubamsurenno 40-60%. Cpenno npu DauyeHTH ¢ 1EKO A0 YMEPEHO
XPOHMYHO uepHoApoOHO 3a0onsBrate, EKCMO3HLHEATA HA BATICAPTAH (Onpejenena 4pes cCTOHHOCTATE HA
AUC) e 1Ba BTH MO-BHCOKA OT YCTAHOBEHATA TIPH 3Apasy J0GPOBOILH (rPYTIHPAHH IO Bh3pacT, 10
1 Terno). HeoGxonuMo € noBHIIeHO BHHMAHKE NPH NALMEHTH ¢ YepHOIpobHo sabondeane (Bx.

To4Ka 4.2),

5.3 T[lpexkiuun4umr TaHuK 3a GezomacHocT
AMIlogHNHH/BANICAPTAH

Hexenanute peaxuun, HaGMK0AagaHH B IPOYYBAHHATA IPH KHBOTHH, KOHTO HMAT BEPOSATHO
KJIHHHYHO 3HAYEHUE, CA CMEAHUTE

XHuCTOnaTonoryuHy AakHK 32 BEINANCHNS ca HAORIONABAHU B KIIE3UCTHS CTOMAX MPUH MBXKH
RIBXOBE [IPH EKCNOZHUMA oT oKono 1,9 {(BanicaprtaH) H 2,6 (aMIOIHNHH) MBTH HAZ KITHHHYH
oT1 160 mg sancapran n 10 mg amnonunus. TIpy mo-BHCOKH eXCITO3HLINA ce HaGmoaas
H €PO3HH Ha CTOMALUHATA AHraBALA KAKTO MPH KEHCKHTE, TaKa H NMPH MEKKHTE IUThX,
TIpOMEHH Ce HalMonaBaT | NpH rpyIara, TpeTHPaHa caMmo C RaICapTan (eKCIo3HUM
Ha/ KIHHMYHATA 1033 0T 160 mg pascapraH).
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ITpu excriozuuus 8-13 (Bancapran) v 7-8 (amoniNyH) NLTH Hal KINMAMYHATA 1033 oT 160 myg
Bancaprad ¥ 10 mg aMJIONHITHA C€ YCTaHOBABAT NOBHIIEHA Y€CTOTA U TexecT Ha Gubpeunara TyBynHa
6a30QuIHY/ XHATHAN3ALHA, JHIATALHA M OTIHBKH, CBILO H HHTEPCTHUMATHO IMM(OIHTHO
BB30a/CHHE H XuiepTpoHs Ha apTepuonapHata Menus. CXOOHH IPOMEHH ce HabMoAaBaT | B
rpymara, TpeTHpana camo ¢ Bajicapras (excrno3nuud 8,5-11,0 meru Han knAHMYHATA 7033 oT 160 mg
BasicapTaH).

B npoy4gane 3a eMmOpHodeTanHo pa3sBUTHE pH IUIBXOBE c2 HAGMoAaBaAT NOBKIIEHA Y2CTOTA HA
OHIATHPAHE YpETEPH, MaTdOopMAUM Ha CTEPHYMA H HeocHHUMPaHH QaTaury Ha NPeTHA TaMH Iy
SKCno3uIMd 0T oxono 12 (pancapran) ¢ 10 (amMnoINNMH) WHTH Hal KTHHUYHATE 03K oT 160 mg
BanicapTan u 10 mg amnonumud. Juiatupans ypeTepn ce HaGmr0iaBaT ¥ B FpYTIATA CaMo ¢ BAJICAPTAH
(excno3uuua 12 mbTH HAIX KTHHMYHATA 1032 0T 160 mg sancaptan). B ToBa npoyuBaHe MMa camo
cnabo uipaienu Genesn Ha Malf{HHA TOKCHAHOCT (YMEpeHa PeSyKUKS Ha TenecHoTo Teruio). Husoto,
IpH KoeTo He ce HabmoaasaT eeKTH N0 OTHOWEHHE HA PA3BUTHETO e 3-(Bajgcapran) u 4-
(aMMOOMOKHH) THTH HAJ KAMHHYHATA exclio3hums (ua Gazara Ha AUC).

Hsma gokaszatenctea 3a MYTAréHHOCT, KNACTOTEHEH ed)em HIIH KapUHHOTCHHOCT 34 OTASTHUTE
CBCTAaBKH.

AmMronunuy
Penpodyxmusna moxcuunocm

PenpoxyKTHBHH ipoy<¥BaHKMA NpH NIbXOBE N MHUIKH NOKA3BaT 3aKbCHABAHE HA JATATa HA PAXIAHE,
YIBIGKEHA NPOALIDKATENHOCT Ha PAXKIAHETO H HAMANEHa XH3HECNIOCODHOCT HA MATKATE MPH A03H
MPHOIH3UTENHO 50 MBTH MO-BHCOKH 0T MAKCHMATHATA IPeMOPbYHTEHA 1032 [PY X0pa, H3THC/IEH
Ha Oaza mg/kg.

Hapyvuenus eve gpepmunumema .

Hsama ekt BbpXy GepTHIKTETA HA [LUTHX0OBE, TPETHPAHH ¢ AMIOAHIMH {MBKKH — 64 THH H >KeHCKH —
14 gan npeau yudroceaneto) B 103u Ao 10 mg/kg/men (§ nbTH* MakcHManHaTa NpeNopbYHTERHA
2032 Tpu xopa ot 10 mg, u3dncneHa Ha Hasa mg/m?). B Apyro npoy4saHe MpH MILXOBE, NP KOETO
MBKKH TTBXORE CA TPETHPAHH C aMnoguIHH Gesnnat 3a 30 OHM, © 7032, CPABHMMA C A03ATA NIPH XOPa,
u3yMcnena Ha 6asa mg/kg, ca yCTaHOBeHH HaMANeHH IUIA3MEHH HUBA Ha (OTMKYTOCTHMYAMpANL
XOPMOH M TECTOCTEPOH, KAKTO H HAMAsIcHa [LUTETHOCT Ha crepMaTa H Opoil Ha 3peid cnepMaTo3oHIH U
CEPTOIHERU KIIETKH.

Kapyunozenen, Mymazenen ROMERyuan

Hsma naHeK 3a KApLIHOTEHHOCT NPH NBXOBE H MHIUKH, TPETHPAHK B NPOALIKCHUE HA JBE TOMMHH C
AMJTOJUITHH B XPAHATA B KOHLEHTPALMH, H3UHCICHH Ja OCHTYPAT JHEBHH HO30BH HHBa oT 0,5, 1,25 m
2,5 mg/kg/nen. Haii-pricokarta ao3a (Ipu MULLKH - GITH3EA 10, a MPU MTLXOBE — IBA TETH® TO-BHCOKA
OT MAKCHMAJTHATA NPeMOPLYHTENHA KIHHIYHA 1034 0T 10 mg, n3uMcnena a mg/m?) e 6nM3ka no
MAKCHMaIHO JAOITYCTUMATA 1032 33 MHIOKH, HO He H 38 [UTEXO0Be.

ITpoyuBanya 32 MYTar€HHOCT HE MOKA3BAT NEKAPCTBEHO-00YCA0BEHH e(heKTH HHTO HA TEHHO, HUTO Ha
XPOMO30OMHO HHBO.

* M3uucnena 3a maueHt ¢ terno 50 kg

Bancapray
[IpeaAKnHHKYHHTE NaHHH He 0KA3BAT 0CODEH PUCK 33 XOPATa Ha 5a3a HA KOHBEHLMOHATHATE
dbapMaKkonoru4Hy NpoyIBaHug 3 Ge30MaCHOCT, TOKCHUHOCT [IPH MHOTOKPATHO IPHIOKEHHE,
FEHOTOKCHYHOCT, KAPUMHOTEHEH MOTEHIIHAI, PEMPOAYKTHEHA TOKCHUHOCT M TOKCHIHOCT 33
pa3BUTHETO.

I1pu nnexose, TokcHuAK 3a Malikata posg (600 mg/kg/nen) mo Bpeme Ha mocneaHu
GpeMeHHOCTTa M epUOAa Ha JTaKTALNA CA JOBENK 10 NO-HUCKA CTEMEH HA PEXHB
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HAAJABAHE HA TErN0 H 3a0apeH0 pa3BUTHE (0TAENAHE HA YIUHATA MHA H OTBApRAHE Ha CITyXOBHA
KaHaT) HA HOKONeHHeTO (BK. Touxa 4.6). Tesn mo3n npu wisxose (600 mg/kg/ner) npencrasiasar
npubausHTeHO 18 NbTH MakcHMAaTHAaTa NPeNopLYHTETHA 034 NPy X0pa Ha Gazarta va mg/m?
(M3umCACHUATA Ce OTHACAT 38 Nepopanta no3a 320 mg/nen 1 manuent ¢ Terno 60 kg).

IpH npeAKIHHUIHH Tpoy4YBaHHA 3a 0e30MacHOCT, BHCOKK 2034 BancapTas (200 no 600 me/kg
TEJIECHO TEr/o) NPeIH3BHKBAT NPH IUTEX0BE HAMANABAHE HA NIOKA3ATE/INTE HA YePBEHHTE KPBBHH
K/IETKH (EPHUTPOUNTH, XeMOITIOOHH, XeMAaTOKPHT) U mpoMenH B Ob0peyHaTa XeMoOHHAMHKS (J1€KO
MOBHIUABAHE HA YPEATA B KphBT4, Ov0peuHa TyGynna xunepiuiasus u 6azodpunng npu mexkute). Tean
Zoszu npu mexose (200 go 600 mg'kp/new) npencrasnsaear apubausutenso 6 u 18 neTH
MaKCHMATHATA NPenopEUMTENHA 1033 IPH Xopa Ha OazaTta HA mg/m? (M3YHCICHHATA CE OTHACAT 34
tuepopanta noza 320 mg/nes u nanuent ¢ terno 60 kg).

Ipu MapMO3eTKH B CPABHHMH J03H, NPOMEHHTE ¢a IIOA00HH, HO MO-TEXKKH, 0cODeHO B 6ROpeuHTe,
KBJETO [IPOMEHHTE C& PA3BMBAT 10 HePPOMATUA, BKIOYBALIA NOBHILABAHE HA YPEeATA H KpeaTHHHHA B
KPERTA.

Habmoaara ce crmo xuneprpo@us Ha 0LOpedHHTE IGKCTAMIOMEPYTHH KISTKH | [IPH IBaTa BHIA.
Cunra e, 4e BCHYKH MPOMEeHH ¢€ AbMKAT HA GapMaKonarudHOTo ASiCTEHE HA BATICAPTAH, KOSTO
BOJH 10 MPONBILKHTENHA XHIIOTOHHA, 0CODEHO TIPH MapMO3CTHTE, 3a TepaneBTHIHH I03M Ha

BaJICAPTAH IpH X0pa, Xuneprpodusata Ha GE6pedHHTE IOKCTATIOMEDYJIHA KISTKH HE OT 3HAYEHHE.

6. OPAPMALUEBTHYHH JAHHIA
6.1 CnHCBK Ha NMOMOIIHATE BEIECTRA

CrupuesrHa Ha TalneTkara
Cunpuurupana MHKPOKPHCTANHA UETY/I03a (MUKPOKPHCTAIHA LETYN033, CHIRLHER THOKCHIL,
KONouaeH Ge3BoneH),

Copturosn (E 420)

MaruesneB kapOoHar,
[pexxenaTHHHIMPAHO HHLLECTE,
YacTHyHO MpexxeIaTHHNINpAto HHIIeCTE,
IMoBugoH 23,

Harpues creapin dymapar,

Hatpues naypun cyndart,

Kpocnosunon tHn A,

KononneH 6e3poaeH CHIHLYMEB THOKCHI,
Muxpoxpucransa Lemynosa,

IMoxputHe Ha TaGneTkaTa
Xunposenosa 2910/5,

Makporon 6300,

Twuranos auoxcua (E 171),
Tanx,

Keont wkenesen okeuna (E 172).

6.2 HecbBMecTumocTH
Henpunoxumo
6.3 Cpox Ha roaHocT

2 ronuHA

20




6.4 Cnenpaidun yenoBHs Ha ChXpaHeHHe

Ja ce cexpanasa mon 30°C B OpHTHHAINHATA ONAKOBKA, 3a 4 Ce MPSfasH OT BJIATE H CBETIIHHA.
6.5 Buan chALPKAHHE HA ONAKOBKATA

PVC/Aclar/PVC/Al Gnuctepn

Enun 6mactep ceappxa 7, 14, 28, 30, 56, 90, 98 dunMupany tabneTkH.

He seruky BHzoOBe OHakoBKH MOFaT ja 6BAAT MycHATH B npoaaxia,

6.6 CrenuajHn nOpeanasHH Mepxu NMPH HIXBBLpAsHE w padoTa

HaMa cnietiHaTHH H3HCKBaHMA.

7. TMPHUHTEXATEJ HA PAPELIIEHHETO 3A YIIOTPEGEA
ZENTIVA k.s.
U kabelovny 130
102 37 Prague 10,
Dolni Mécholupy,
Yeiuka pemyGanka
8. HOMEF{A) HA PASPEILIEHUETO 3A YIIOTPEBA
Per. Ne 20160078

9. JATAHA IILPBO PASPEINABAHEMOIHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mepro pa3peutasane: 26.02.2016 r.
Jlara Ha MOJHOBABAHE HA pa3pelueHHeTo 3a yuorpeba: 10.06.2021 r.

10. JATA HA AKTYAJUIM3UPAHE HA TEKCTA

17.06.2022 r.

T
g S —

. y1esd

21

j &

Ry

*, » N .
Ay A
EMRA TS
LIMA
\:_ﬁs/



