KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA,
O3HAYEHHSA BbPXY OIIAKOBKATA H JIMCTOBKATA



KPATKA XAPAKTEPHCTHKA HA MMPOJYKTA




1. UME HA JIEKAPCTBEHUA ITPOAYKT

AO/30387

Harpukcam 1,5 mg /5 mg tabneTku ¢ H3MEHEHO 0CBOOOKIaBaHe
Natrixam 1.5 mg /5 mg modified-release tablets €y 78 24-03- 0%

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcsika TaGnerka cwabspxka 1,5 mg wnpanamua (indapamide) n 6,935 mg amiaoaunuH Oesunart
(amlodipine besilate), CbOTBETCTBALLM Ha 5 Mg aMIOUNKUH (amlodipine).

[ToMolLHM BeleCTBA ¢ M3BECTHO JeHCTBUE: 104.5 mg 1aKkT03a MOHOXHpAT.

3a MbJIHKUA CITUCHK HA NMOMOIIHHUTE BeElllecTBa BUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ U3MEHEHO 0CBOOOK1aBaHE.
benu, kpbriy, GUIMHpPaHU, ABYCIOHHU TaOJIETKH ¢ U3MEHEHO OCBOOOXK1aBaHe ¢ AMaMeTbp 9 mm, oT

€/1lHaTa CTpaHa, Ha KOHTO € I'paBUpaH CUMBO/TbBT s

4. KJIUHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

HaTtpukcam € roka3aH Karo 3aMeCTHTE/IHa Tepariisd 3a JICYeHHWE Ha eCEHLHaJlHa XMINEPTOHHA MpH
MalMEeHTH, KOUTO BeYe Ca KOHTPOJHUPAHU C MHAANAMHJ U aMJIOJIMIHH, NpPHJIaraHu €1HOBPEMEHHO B
chbluaTa J03MPOBKa.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jo3upoBKa

Enna Tabnerka JHEBHO KaTO €/IHOKpaTHA 103a, MpUEMaHa 3a rnpeanoYuTaHe CyTpruH, KOATO Ce Nnorjbiia
C BOJa Ls1a. 06e3 11a ce C/1bBKBA.

dukcupaHaTa 1030Ba KOMOMHALIMA HE € MOAXO/AALIA 32 HA4YaIHO JIEYEHHE.

[Tp1 HEOOXOAUMOCT OT MPOMSHA Ha JI0O3UpOBKaTa, TPAOBA /1a ce M3BBPLUM THUTPHPAHE HA JIO3UTE Ha
KOMITIOHEHTHTE MOOTAEIHO.

CrneumaiHy rnonyJialyu

Ieouampuuna nonyarayus
be3onacHocTTa M epeKTUBHOCTTA HA HaTpukcam npw Ji€lia ¥ 1noJApacTBallld He ca YCTAHOBEHH.

JIMncBaT J1aHHMU.

ITayuenmu ¢ 6v0Opeuno yspexcoane (6c. mouku 4.3 u 4.4):
[Tpu naupeHTH ¢ TeXxKo OLOpevHO yBpexaaHe (KpeaTHHWHOB KIHpBHC noja 30 ml/min)
MPOTHUBOIOKA3aHOo.
[Ipy naumeHTH ¢ J1eKo 10 yMepeHo ObOpeYHO yBpexkK/1aHe KOPEKLIHA Ha J103aTa He € H

Xopa 6 nanpeonana év3pacm (6xc. mouka 4.4 u 5.2):
Xopara B Hanpe/1Haj1a Bb3pacT MOrar J1a ce jiekysat ¢ Harpukcam, cbo0pa3Ho ObOpeur
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ITayuenmu ¢ yeprodpobno yspesicoane (8dic. mouku 4.3 u 4.4):

[Tpy nalMeHTH ¢ TEXKO HYePHOAPOOHO YBpEKIaHe JIEYEHHETO € NPOTHBONOKA3AHO.

[Tpu naLMeHTH ¢ JIEKO A0 YMepeHO YEPHOAPOOHO YBPEKAAaHE HE €8 yCTaHOBEHH NMPENOPbKH 3a N103HpPaHe
Ha aMIOIMNIMH; MOPAAH TOBA H30OPHT Ha 1033 Tp4aOBa Aa cTaBa BHHMATEIHO H 1A 3aN04YHE OT HHCKHTE
CTOMHOCTH Ha A030BHA AHana3oH (Bx. Touku 4.4 u 5.2).

HauypH Ha NPpHIOKEHHE

IlepopanHo NMpUIOKEHHE.
4.3 IHporABoNoOKa3aHHA

- CBPBXYYBCTBMTEJIHOCT KbM AKTHBHMTE BELIECTBA, KBbM JPYrH CYJI(OHAMHIH, KBbM
OUXHAPONHPHAHHOBH NMPOH3BOAHK WM KbM HAKOE OT MIOMOLIHHTE BELIECTBA, H3DpOEHH B
TOou4Ka 6.1

- Texka ObOpeuHa HeaOCTATHYHOCT (KPEATHHHHOB KIIMPBHC No-HUCBK OT 30 mi/min).

- yepHOApoOHa eHledanonaTUs WIH TEXKO YBpEKAaHe Ha yepHoapobHaTa GyHxiuus

- XHITOKATHEMHA

- TEXKa XUIOTOHUS

- 1OK (BKTIOYHTENHO KapJAHOIr¢HEeH 1IOK)

- ODCTPYKLIHA H& W3XOAHUA TPaKT Ha JiABaTa KaMepa (Harnp. BHCOKOCTEIIEHHA a0OPTHA CTEHO3a)

- XeMOAMHAMHYHO HecTabWiHa ChpAeUHA HEAOCTATHYHOCT Cell OCTHP MHOKapAeH HHPapKT

4.4 Cpennanam npeaynpexjieHHA H NpelNa3HA MEPKH npu ynorpeba

Cneyuannu npedynpexcoesus

Yeprnoopobna enyeharonamus .

[Ipn HapyiueHa dyepHoapoOHa GyHKUMA, aHANO3HMTE HA THA3HAHUTE AHYPETHLUM MOTaT Aa NPUYHHAT,
0oco6eHO B ClTyuanTe Ha HapylleH eJEKTPOJIMTEH OanaHc, YyepHoApoOHa eHuedanonaTis, KOATO MOXE
Ja mporpecHpa a0 depHoapoOHa xomMa. AKO TOBa ce cilydd, npunaraHero Ha Harpukcam Tpabsa
He3abaBHO Ja cripe, NOPaAH ChAbLPXKALLMA C€ B HErO UHAANaMHU.

Domouyscmeumensocm:

[Mpy THA3HMAHUTE JAUYPETHUM M TEXHH aHalo3H ca ChOOWIEHH cCilyyad Ha PpeakudB Ha
doTouyscTBUTENHOCT (BXK. TO4YKa 4.8). AkO MO BpeMeé Ha NEUYCHHeTO BL3HUKHAT peakuMH Ha
(oTOHYBCTBHTENIHOCT, MPENOpLYBa C€ CMHpPaHEe Ha JNe4YeHHeTo. AKO ce MNpHeMe 3a Heo0XO0AHUMO
NMOBTOPHO NMpHIaraHe Ha JUYPETHK, NPEnopbyuBa c€ OTKPHTHTE YACTH Aa C€ 3alMTAT OT CABHLIETO H OT
H3KyCTBEHH UV A npueHus.

IIpeonaznu mepxu npu ynompeba

Xi UNEPMOKUMHA KPpU3a.
bezonacHocTTa M ecbe:cmauoc*rra Ha aMJIOAHITHH TIpH KHHEPTOHH‘IH& KpH3a HC €4 YCTAHOBCHH.

Boodno-enexmponrumen baranc:
* [lnasMmeH HATpHIA:

Toit TpabBa aa ce W3MEpBa NPEAM 3aNOYBAHE HA JICUEHHETO, a Cle[ TOBA PEAOBHO npe3 pasHu
uHTepBaIH. CnagaHeTo HA [U1a3MEHHS HATPHUI MOXKe MbPBOHAYANIHO Aa € aCHMNTOMaTys
TOBA € BAXXHO PEIAOBHO Na Ce¢ MpOCieasBa, KOSTo TpAOBa Aa ce U3BLPLBaA Ollle /./

HafnpenHANA Bb3PACT M MALMEHTH ¢ Mpo3a (BX. TOUKH 4.8 1 4.9).
Bcako NleyeHHE ¢ OHYPETHUHM MOXE Aa NPUYHHH XHIMOHATPHEMHA, nm-micor
NOCAeAULHN. XHIIOHATPHEMHUSA ¢ XMITOBOJIEMHA MOXE J1a € MPUYMHATA 32 nexu,upa




xunoronus. EnHospeMeHHara 3aryba Ha XI0pHAHH HOHH MOXKe Jia oBeJE A0 BTOPHYHA KOMNIEHCATOpHA
mMeTaboNUTHA a/1Kano3a: YecTOTaTa U CTEMEHTa Ha TO3H €(EeKT ca cnadH.

¢« [InazMmeH KaJIui:
HenocTursT Ha Kanuif ¢ XMNOKAAHEMHS € [NIABHHAT PHCK MPH THA3HIHUTE JAHYPETHUH H TEXHHTE

aHANO3U. XUMOKATHEMHATA MOXKe Aa Npeau3BHMKa MYCKYJHHM HapyuieHus. CnhoOlleHH ca ciyyan Ha
pabaoMHoIKH3a, 0co6EHO B KOHTEKCTa Ha TEXKKa XHIOKATHEMHA. PUCKBT OT NoABa HAa XHNOKaIHeMHs (<
3,4 mmol/l) Tpabea na 6bae NpeaOTBpaTABAH NPH ONPEAETIEHH BHCOKOPHCKOBH MOIMyaldH, HallpUMep
fIPH XOpaTa B HaNpeaHasa Bb3pacT, NMalHEeHTH C HEAOXPaHBaHe H/WIH NONTHMEANKALMA, TAKHBA C IHPO3a
¢ €IeM M acuMT, 60ecT Ha KOPOHAPHHUTE apTEPHHU M ChpACyYHa HeJOCTaTBLYHOCT. [IpH Ta3H cHTyauuA
XUAOKAJIMEMHATA [IOBHIIABA KAPAHMOTOKCHYHOCTTA HAa JUTHTANHCOBHTE NPENMApaTH H pHCKa OT
APUTMMMU.

HuaueuanTe ¢ yabikeH QT uaTepBan ca ChLIO HATOKEHH HAa PHCK, HE3aBHCHMO Ja)iH
NMbPBONPHYHHATA € BPOAEHA WIH ATPOTeHHA. XUNOKATHEMHATA, KAKTO U OpaJHKapAMATa B TE3H
ClyyaH ce NpeBpbIUAT B NpeApa3nonaraul Gakrop 3a osBa Ha TEXKKH aPUTMHH, MO-CNIELIHATHO -
noreHuHanHo daransu torsades de pointes.

[To-uecTo MOHMTOPUpAHE Ha [UIA3MEHUA KANHMH Ce H3KWCKBA MPH BCHYKH OT NMOCOYEHHTE MO-rope
curyauuH. [IbpBOTO H3MepBaHe Ha IU1a3MeHHA xanHl Tpabsa na crane npe3 MbpBaTa CeIMHLA Cliel
3aMOYBaHE Ha JICYCHHETO.

[Ipu oTKpHMBaHE HA XMMOKaHeMHud, T4 TpAOBa Aa ce KOPUrHpa. XHNOKAIHEMHA, YCTAHOBEHA 3aeAHO C
HMCKa CepyMHa KOHLEHTpaLUMA Ha MarHe3uil, MoXe 1a HEe ce MORBJIHAe OT JIEYEHHETO, OCBEH aKko
CEPYMHHAT MarHe3uil He Obie KOPUIrHpaH.

o [InazmeH MarHesuii:
JlokazaHo e, 4e THaSHIKWTE H TEXHHUTE aHANO03M, BKITIOYHUTEIHO HHAANAaMK], NOBULLIABAT €KCKpeuMaTa Ha
MarHe3Hi ¢ ypyuHaTa, KOETO MOXE Aa JoBelle A0 XHMoMarHeaueMus (BXK.ToUkH 4.5 U 4.8).

 [InasmeH kanumii:

THazsnaAHHTE AMYPETHLIH M TEXBUTE aHAJIO3M MOTaT a HaMaaaT Ob0peyHaTa eKCKpeLs Ha Kaniuh 1 aa
OPUYMHAT JIEKO M MNPEeXOAHO MNOBHMINABAHE Ha [U1a3MEHHA Kammii. Hanwunero Ha H3paseHa
XHNEepKaIHEMHA MOJKE J1a ce AW/DKH Ha Hepa3Nno3HaT A0TOraBa XHIEpNapaTHPEOHAH3BM.

Jleyenuero TpaOBa Aa cnipe Npeay H3C/IEIBAHETO HAa NapaTUpPEORAHaTa (PyHKIIHA.

Kpvena zaxap:
[lpociiensBaseTo Ha KpPBbBHATa 3aXxap € B&KHO NpH AMabeTHuM, OCODEHO NpH HAIKWYHE Ha

XHNOKaJINEMHA, NMopaiyd CbABPKAHHUCTO HA HHAANTIaMHA.

Cypoeuna Heoocmamvsyuocm.

[Ipn naumeHTHTE CBHC CHPACYHA HEAOCTATHUYHOCT TPAORA Aa ce NOAX0XKAA ¢ BHHMaHHe. B anjrocpoueH
[U1aH, Criopel] KIMHHYHO NPOYYBaHE, MPOBEACHO NMPH MALKEHTH C T€XKa CbpAedyHa HEZOCTATBYHOCT
(xnac III u IV no NYHA) uyectrorara Ha OenoapobeH OTOK € 6uia no-BUCOKa B IPYMATa, JIEKYBaHa C
aMJIORMIIMH B CPABHEHHE C IPynara, JieKyeaHa ¢ miauebo. Kailuesure aHTATOHHCTH, BKIIOYHTETHO
aMJIOAWNWH, TpaOBa f[a ¢e M3NON3BAT NpPEANalIHMBO MNpPH NALHUEHTH CbC 3aCTOHHA CbpAeYyHa
HELOCTATHYHOCT, Thil KaTO Te MOBULIABAT PUCKA OT ObACHIH CHPACYHOCHAOBA HHLIMAEHTH H CMBPTHOCT.

bvbpeuna pynxyua:

TuazuaHHUTE AUYPETHIH K TEXHHTE aHAIO3H NPOABABAT LIIOCTHO eekTa cHu caMo koraTo 6b0peuHaTta
GyHKUHA € HOpMAHA WAH MHHMMATHO HapylleHa (IUIa3MEH KPEaTHHHH NOJA HUBA OT NMOPAABKA HA 25
mg/l, T.e. 220 pmol/l npu BB3pacTHu). [Ipu xopaTa B HanpeaAHana BL3PACT TE3W CTOHHOCTM Ha

XUnoBoseMHATa, HACTBHIIWIA BTOPHYHO OT 3arybata Ha BoJa W HATPUH, HHAYUHPAH y
HAYaJIOTO HA JICYEHHETO, MPUYHHABA HaMasBaHEe HA rioMepyJiHaTa guarpauns. To e

O0b0peyHa HeZOCTaTHLUYHOCT HE BOAM 10 NOCICIHIH MPH HHAUWBHAM ¢ HOpMallHa On0ge
MOJKe Jla YTEKHH Be4e ChUlecTBYBallo ObOpedHo yBpexkaaHe.
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AMIOIHMIIMH MOXeE Ja Ce H3NOJ3Ba NPH NauHeHTH ¢ 6b0peYHa HEAOCTATHLYHOCT B HOPMAIHH J03M.
[IpoMeHHTE B TUIa3MEHHTE KOHLUEHTPALIMH HAa aM/IOJHITMH HE Ca CBBP3aHH ChC CTENEHTA Ha OBLOpeUHO
yBpexkJaHe. AMJIIOAMITHH HE MOXeE Aa ce AKaJIN3Hpa.

EdexrsT oT koMOMHaumaTa HarpukcaM He € M3cieABaH MpH HapylleHa O0bOpeuHa ¢yHkuua. Ilpu
HapylweHa OnOpeuHa ¢yHkuus po3ute Ha Harpukcam TpsabBa na cHLOTBETCTBAT Ha NO3WTE Ha

HHOIMBUOAYATHHTE MY KOMIIOHCHTH, BSB’i"H AOOTACTHO.

Huxouna xuceauna:
[Ipy naLMeHTH ¢ XUNEepYpHKEMHUs MOXKe J1a C€ MOBHIIN CKNOHHOCTTA KbM f1I0AarpO3HH KPH3H, NOpaIH

CBABPKAHHECTO HA HHAATIAMAAL.

Yepnodpobra pynxyua:

[lpH nalLMeHTH ¢ yBpeleHa 4YepHOApPOOHO (QYHKLMA MOJNYXKMBOTHT HAa aMJIOAMIIHH C€ YAbL/DKaBa H
croliHocTuTe Ha AUC ca mo-BHCOKH; NHIICBAT YCTAHOBEHH NMpenopbkd 3a ao3upae. [lopanu Toba,
NICYEHHETO ¢ aMIOAUNHH TpA0Ba Ja 3ano4uHe OT HHCKHTE CTOMHOCTH Ha A030BHA AHana3oH U TpsdOBa na
ce MOAXOXKAa BHHMATEIHO, KAKTO MPH 3aloYBaHe Ha JICYEHHETO, TaKa U MpH MOBMILIABAHE HA 103aTa.

EdexrsT or xoMOuHaumsaTa Harpukcam He e MicneaBaH npH HapyuieHa uepHoapoOHa dyHKumA.
MMaiikn npeasun edexra Ha HHAANAMKA H aMNOAWITKHH, HaTpHkcaM € MpOTHBOMNOKA3aH NMPH NalHeHTH
C TEXKKO YBpeJeHa YepHoApoOHa QyHKLMA, a PH NAUMEHTH ¢ JIEKO 10 YMEPEHO YBpEAeHa uepHoapoOHa
¢dbyHKLMA € HeoOXOOHUMO [a Ce NMOAX0XKAa C MOBHILIEHO BHHMAHHE.,

Xopoudanen uzius, CUIHO KbCO2A€0CMEO U 8MOPUYHA 3AKPUMOBSBARA 2AAYKOMA

CyndoHamuauTe WIH NPOW3BOAHUTE OT CyN(OHAMHU] JIEKapCTBa MOTAT Ja NPHYHUHAT HIHOCHHKPATHYHA
peakums, H3pa3gBailla ce B XOPOUAAIEeH HATHB C Ae(PeKT Ha 3pUTENTHOTO M0J1€, MPEXONHO KbCOTNIEACTBO
H OCTpa 3aKpHTOBIIHA riaaykomMa. CUMIOTOMHTE BKIKOYBAT OCTPO HAYANO HA HAMANeHa 3pHUTEHA
OCTPOTA WIH 04Ha 60J1ka H OOHKHOBEHO Ce MOABABAT B PAMKHTE HAa YACOBE 0 CEAMHLUH CE/A 3aN04YBaHE

Ha MPHEMA Ha JNeKapcTBOTO. HenekyBaHaTa oCTpa 3aKpHTOBIWIHA TIIAYKOMa MOXE Aa AO0BEAE RO
nocTosHHa 3aryba Ha 3peHue. [ILPBOHAUANHOTO JICUEHHE C€ H3pa3sBa B CNUPAHE NPUEMa Ha

JIEKAPCTBOTO KOMKOTO C€ MOXe No-CKopo. Mojke a ce Hanmoxu Ja ce 0OMHCIIH ChOTBETHO MEHULIMHCKO
WIIH XMPYPrHYHO JISHEHHE, aKO BHTPEOYHOTO HANATAHE OCTABA HEKOHTPONUpaHO. PHCKoBHTE daxTopn
33 Pa3BHTHETO Ha OCTPa 3aKPMTOBIBJIHA IVIayKOMa MOTAT /1a BKJIIOYBAT TpPE/AIECTBALla aneprus KbM
cyAdoHAMHAH WK NEHHLIIHH. |

Cnopmucmu
CnoptHcTiTe TpAOBa Ia 3HAAT, 4 TO3H JCKAPCTBSH NPOAYKT ChABLPKE AKTUBHO BELUECTBO, KOETO MOXKE

Aaa NpEeAn3BHKA [MO3HTHBHPAHC Ha PEIYITATUTE [IPH JOMHHIOB KOHTPOJI.

Xopa e nanpeornanda 8vipacm
Xopara B HanpeAHANa BH3PACT MOTaT a ce nekyBaT ¢ Harpukcam, crobpasHo 6u6peunara um pyHkuus

(BX. TOYKH 4.2 K1 J.2).

Ilomownu sewgecmsa. |
Hatpukcam He TpabBa na ce npwiara MpU NAUMEHTH C PEIKH HACNEACTBEHH npodieMH Ha
HEMOHOCHMOCT KBM T[anaxKTo3a, o0lla J/akTasHa HEAOCTATBYHOCT MM MIKKO30-TATAKTO3HA

manabcopbumus.

Hueo na nampuu
Hatpukcam chabpxka noa 1| mmol varpuii (23 mg) 3a eana rabnerka, KoeTo 1Mo ChIIECTBQ.O3
HE CbAbpKa HATPHH.

4.5 BsaamoaeilicTBHe C JPYrH JJeKAPCTBEHH NPOAYKTH B APYrH GOpMA Ha ¥is

Cevp3anu ¢ unoanamuo.




Kombunagyuu, xoumo ne ce npenopvyeant

JinTRid:
[ToBHLLIEHHAT I1A3MEH JIMTHHA ¢ MPH3HALK HA NpeAo3HpaHe, KaKTO H OesconHa avera (HaMajieHa

eKCKpeLldsl Ha JNIUTHI ¢ ypHHaTa). Ako obaue ¢ HeoOXOAMMO NpUnarase Ha QHYpPETHLIH, ce H3HCKBa
BHMMATEJIHO MPOCICAABAHE Ha 1a3MEeHHUA JIWTHH H KOPHTHpaHe Ha no3ara.

Kombunayuu, uzuckeauju npeonasnu Mepku npu ynompeba:

Torsades de pointes-HHAYHNHPAINE JeKAPCTBA, KATO H3IOPOEHHTE NO-A0.1y, HO HE¢ OrPAHAYABAIIH

cé CAMO ¢ THAX:

- aHTHapWTMHYHH areHTH OT Knac la (Hanp. XHHKWAWH, XWIPOXHHHAKH, JH3OMHPAMK]),

- aHTHapUTMHYHW aredTH oT kiac IIl (nanp. amMHoaapoH, coranon, AodeTHIHA, HOYTHIHA,

OpeTriinym),

- HAKOHM aHTHNCHUXOTHYHHU CPE/CTBA!

dbeHoTHa3MHHK (HANp. XNOPNpPOMa3HH, IHAMEMA3HH, JIEBOMENPOMa3HH, THOPHAA3NH, TpHayonepasnH),

Oen3amMuAd (Hanp. aMMCYINpHA, CYANMAPHI, CYATONPHA, THaNpPHA),

OyTupodeHOHH (Hamp. APONEPHIOI, XaNONIEPHAON),

APYrA AHTHIICUXOTHLM (HAnp. NHMO3HKA),

- Apyrd BewlectBa (Hanp. Oenpuawn, nucanpui, AddeMaHW1, epHTpPoMHUHMH 1V, xanogaHTpuH,
MM30J1aCTHH, TIEHTaMHINH, cnapnokcalliH, MOKCH(NOKCAUMH, BHHKaMHH [V, MeTanoH, actemMuson,

TepdeHaInH).

[TosHilieH PUCK OT KaMepHH apHTMHH, ocobeHo torsades de pointes (XHMNOKATHEMHATA € PHCKOB
takTop).

Habmonasaiite 3a XuMmokanueMus H KOpUrHpaiTe IpH# HeoOXOOHMOCT, MpeaW Aa BKARIOYHUTE TasH
koMOuHauus. PenoBHo HabsoneHHe upe3 KIMHHYHO ChCTOAHUE, TU1a3MeHH enleKTpoaHuTH u EKT.
Hanonzeaiime sewjecmea, xoumo He ca obpemenenu ¢ nedocmamvka 0a npedussuxeam torsades de
pointes npu Haiuyue Ha XUNOKARUEMUN.

HCIIBC (cucTeMeH IBT HA BhBex/JaHe), BKIIOYHTEIHO ceNeKTHBHHTe AHXHOHTOpH Ha COX-2,
BHCOKH /A03H AIETHICANHNHANOBA KHCEJIHAA (2 3 g/aen):

B13MOXKHO € HaManABaHe Ha AaHTHXUNICPTOHHUYHHUA eEKT HA HHIANAMKU/L,

Puck or ocTpa OLOpedHa HEOOCTATBUHOCT MPH ACXMAPaTHUPAHH MALMEHTH (HAMAICHA ITIOMEpYJIHa
¢wrTpauns). Xuaparupaiite nauMeHTa; npocieaere 6x0peuHara QyHKIMA B HAYAIOTO Ha JICYCHHETO.

Huxa6HETOpH HA AHrHOTeH3NA-KouBepTHpamus eH3HM (ACE-gaxnbnorpn):

Puck oT BHe3zanHa XMMOTOHHS W/WIM ocTpa GbOpeuHa HeZOCTATBYHOCT, Korato jeuyeHueto ¢ ACE-
HHXHOUTOP 3aM0YHE NMPK HAJIHYHE HAa NPEABAPUTETHO ChIIECCTBYBALL HEAOCTHI Ha HaTpHi (ocobeHo npH
NalLHeHTH ChC CTEHO3a Ha Ob0OpeuHaTa aprepus).

ITpu xunepmorus, KOraTo nNpeAIeCTBALIOTO JIEYEHHE ¢ JHYPETHLIH MOXE /1a € NMPEeAH3BHKaIO HEAOCTHT
Ha HaTtpuii, TpaOBa fAa ce HanpaBU CIEQHOTO:

- MM JHYPETHKBLT Ja ce crpe 3 IHH npeau 3anouBaHe Ha jeueHHeTo ¢ ACE-uHxubMTOp M npH
He0OX0AMMOCT J1a C€ 3aMO4YHE OTHOBO JIEYEHHE C XUITOKATHEMHYEH JHYPETHK;

- MM Aa ce AaBaT HUCKH HauyanHH a03H oT ACE-uHxubuTOpa H J03HTE Aa C€ NOBHLIAT MOCTENEHHO.,

IIpu 3acmoiina cepoewna neoocmamvynocm - TpadBa Ja 3anouHere ¢ MHoro Hucka nosa Ha ACE-
uHXUOHTOpa, Moxe OHM AOpH cinel HaMansBaHE Ha [03aTa Ha €AHOBPEMEHHO NpHJIaraHus
XHNOKATNEMH4EH (TIpeH3BHKBALL XHITOKANTHEMHA ) AHYPETHK.

ITpu eécuuxu cayvau - TpaGea na ce npocnemssa 6sOpeunaTa QyHKUMS (nna3Me
NMbpPBHUTE ceAMHLH Ha neyeHHeTo ¢ ACE-unxuburop.

Jpyra BemecTBA, NPEeAHIBHKBAINH XHNOKAJAHeMHHA: amporepunnn B (
IVIIOKOKOPTHKOHAH H MHHEPAJIKOPTHKOHAH (32 CHCTEMHO NpPHJ0XKEH
CTHMYJHPAIIH NEPHCTAITHKATA JAKCATHBHH CPeICTBA:
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[MOBHLIEH PUCK OT XUMOKanHeMus (aJUTHBEH e(EKT).

Tpabea na ce cAeaM IIA3MEHMA KalWil M ako € HeoOXOAHMMO - Aa ce kopurupa. OcobeHo ronsamo
BHHMaHHe TpabBa aa ce oOpblua B clnyvait Ha €AHOBPEMEHHO JHIHMTAIMCHO JIeYEHHE (CBC ChPACUHHH
rauxo3uan). Tpadsa ga ce U3noa3BaT HECTHMYJIMPALLIH JIAKCATHBHH CPEACTRA.

JINrBTAIHCOBH NpeNnaApaTH:
XUnokanueMuaTa WWIK XHIIOMarHe3neMHATa NpeapasnoiaraT KbM AUCHTATIHCOBA TOKCHYHOCT.
TpsGpa na ce cneay niasMeHua kanui, marvesuil M EKI v ako e HeoDX0AUMO - JleueHHeTO TpAdBa Aa

ce Kopurupa.

baxknoden:
[ToBHIIIEH AHTHXHNEPTOHHYEH €(EeKT.
Xuapatupaiite nauMeHra; npocneere 6u6peunara QyHKUHA B HAYANOTO Ha IEYEHHETO.

AnonypRHOJ: |
EnHoBpeMEHHOTO JIEY€HWE ¢ HHIANaMHA MOXE JAa YBENHYM YeCTOTaTra Ha peakuMHTe Ha

CBPBXYYBCTBHTEJTHOCT KbM ANOHYPHHOJI.

Kombunayuu,_uzuckeauwju sHumManue.

Kannii-chXpaRsBamy JAYpeTHNH (RMRJIOPHA, CNIAPOHO/IAKTOH, TPHAMTEPEH):

[Mpu HAKOM MALMEHTH palMOHATHUTE KOMOMHALMH MoraT Ja ObaaT oT nos3a, HO BBIIPEKH TOBA MOXKe
1a HACTBIH XHMNOKAJIMEMHSA WK Xunepkaniemus (ocobeHo npu naumenTu ¢ 6p0peuHa HeAOCTATHYHOCT
unu anaber). Tpabsa na ce cieau nnasmeHuaT Kaini H EKT B ako e HeoGxoaumo - nedeHneTo Tpaosa

ia ce mpepasrieaa.

Metrdopmun:

[ToBuiIeH PHCK OT JaKTaTHA aLKA03a, HHAYLHpaHa OT MET(GOPMHH, NOPalH BL3MOXKHAE (YHKIIHOHAIHA
6bOpeuHa HENOCTATBYHOCT, CBBP3aHA C IWYPETHUH H ocobeno ¢ Opumkosn auyperuum. He
H3noa3BaiTe METHOPMHH, aKO IUTa3MEHHAT KpeaTHHHH Haasuwaea 15 mg/l (135 pmol/l) 3a Mbxke u
12 mg/1 (110 umol/l) 3a xxenmn.

Hoa-chaAbpikamn KOHTPRCTHH CPEACTBA:
IIpy HanWuHe HA AeXUApATaLMA, NPeIU3BHKAHA OT AHYPCTHLH, CBhINECTBYBA NMOBMUIEH PHCK OT OCTpa
OnOpeuHa HeAOCTATHYHOCT, 0co0eHo npH ynoTpeda HAa BHCOKH J03H HOA-CHABPXKALIH KOHTPACTHH

CpEACTBA.
TpabGsa na ce ripoBede pexuApaTalMfs MNpeAW MPWIAraHeTo Ha HOA-CHABPXKAUIOTO KOHTPACTHO
BEILECTBO. |

HMunpaMuBEonoA00HE AHTHAENPECAHTH (TPHIHK/IHYHH), HEBPOIENTHIH:
AHTHXHNIEPTEH3HBEH €EKT H MOBHIUEH PHCK OT OPTOCTATHYHA XUNOTeH3UA (aAUTHBEH edeKT).

Kananuit (coan):
Puck ot xunepxanuueMus, nopaay HaMaJieHO EJIMMHHHpaHe Ha KaJlliMK ¢ ypHHaTa.

[Iaxknocnopns, TAKPOJIAMYC:
Puck ot noBHIaBaHe Ha MnasMeHHA KpeaTHHHH 03 NpoMsHa Ha UMPKYJIMpallKs UHKIOCMIOPHH, AaXKe
H MPH JUnca Ha 3aryba Ha COTH W/WH BOJA.

KopTHKOCTEpORIAH, TETPAKO3AKTH (CHCTEMHO NPHJIOKEHHE):
Hamandsane Ha aHTHXMNCPTOHHUYHHA e€(eKT (3aJbpXKaHe¢ Ha HATPMA H BOJA, IJb/DKallla ce Ha

KOPTUKOCTEPOUNTE).

Cebpaaniu ¢ AMAOOUNUN.




Haurponen (undysus): Tlpy xupoTHH ca HabmopgamaHW neTanHa KamepHa ¢ubpunanms o
CHPEUHOCHOB KOJIATNC BB BPb3Ka C XHNEPKA/IMeMHs Clell IpUiaraHe Ha BepanamMii # HHTPAaBECHO3CH
naHTposicH. [lopaad pHCKA OT XMIEpKanMeMHs C€ NpenopbuBa Ja ce H30srsa €AHOBPEMEHHOTO
NPWIATAHE Ha KaYMEBU AHTATOHKUCTH, KaTO HANPHMEP aMIOJMITHH, NPH MAaLHEHTH CbC CKNIOHHOCT KbM
UTOKAYECTBEHA XHINEPTEPMHS H TMPH LAIOCTHOTO NEYEHHE HA 3/I0KAUECTBEHATAE XHITEPTEPMHUSL.

VYnorpebaTa Ha aMIOAHIHH ¢ rpedndpyT WIH COK OT rpedndpyT He ce NpenopbyYBa, ThbH KATO MpH
HAKOH NaLMeHTH OHOHANHYHOCTTA MOXE /a CE€ MOBHILK U TOBa Ja JOBele 10 3aCHiIBaHe Ha edeKTHTe
Ha MOHIKABAHE HA KPBBHOTO HAIATaHE.

Uuxuburopu Ha CYP3A4: EnnospeMenHata ynorpeba Ha amnoaunuH ¢ CYP3A4 aHxuOuTOpH
(npoTeasHH WHXHOMTOPH, a30/HM NMPOTHBOIBEOHYHHM CPEACTBA, MAKPOIHAH, KATO EPHUTPOMHLMH WIH
KJIADMTPOMHMLIMH, BepanaMil WIM AWITHa3eM), MOXKE Ja JoBele AC 3HAYHMMO YBenuuyaBaHe Ha
eKCNO3MLMATA Ha aMIoAWNKH. KIMHMYHATA 3HAYHMMOCT Ha Te3H (papMakOKHHETHYHH BapHaLHH MOXe
Aa € No-U3pa3eHa NMpH NalLHMeHTHWTE B HampeaHala Bb3pacT. ToBa MoXe Ja HaNOXKH KIHHWYHO
npoclieNiBaHe U KOPEKLIMA Ha A03aTa.

CrillecTBYBa NOBKIIEH PUCK OT XMIIOTOHMSA NPH NALUEHTH, NIPHEMALIH €AHOBPEMEHHO KIAPHTPOMHIIMH
¢ amnoaunuH. Ilpenopbusa ce BHUMATENHO NPOCACAABaHe Ha MALUMEHTHTE, KOraro aMlOAWNHH ce
MpHEMa €JHOBPEMEHHO C KITAPHTPOMHLIHH.

CYP3 A4 unayxropi: [1pyn eqHoBpemeHHO npraokeHHe Ha w3BecTHH CYP3 A4 HHOYKTODH, IUTa3MEHATA
KOHLICHTpALMsA Ha aMJIOAHITMH MOXe J1a Bapupa. CrieosaTenHo TpaOBa Aa ce cileiH KPLBHOTO HAJIAraHe
M 1a ce OOMMCIH KOPHTHpaHe Ha J103aTa KaKTo N0 BpeMe Ha, TAKa H Cle/ eAHOBPEMEHHO ITPHEMAaHE Ha
nekapcTBa, ocobeHo ¢ue cunHu CYP3A4 unayxrops (Hanp. pHu¢aMiupH, XbIAT KAHTAPHOH).

BiHsHHe Ha AMJIOAWITHH BLPXY APYTH J1EKapCTBEHH MPOIYKTH
EdexkTHTe Ha nOHIKaBaHe Ha apTEPUATHOTO HANATaHE Ha AaMmJIOJIMIMH C€ HACNarBaT KbM
MOHWKABALUMTE KPLBHOTO HanAraHe €eKTH Ha APYIH NEKAPCTBEHH CPEACTBA C AHTHXHIIEPTOHHYHH

CBOMCTBA.

[Ipy KIMHWYHHK NPOYHBAHMA 33 B3aMMOJAEHCTBHSA aMJIOAHITHH HE NOBJIHABE (PapMaKOKHHETHKATa Ha
aTOPBaCTATHH, AUTOKCHH HIIH Bap¢apHH.

TakponuMmyc: ChlLecTBYBa PHCK OT MNOBHIABAHE Ha HMUBATA HA TAKPOJHMYC B KPbBTa, KOTraTo Ce
MpHIAra eGHOBPEMEHHO ¢ aMIoAuNMH. 3a aa ce u3berne TOKCHYHOCTTA Ha TAKPOJIHMYC € HeobXxoanumo
npocnesBaHe HAa HErOBUTE HHBA B KPbBTA, KOTAaTO aMJIOJMITUH Ce MpPWIara npyu NalHeHTH, KOUTO ce
JIEKYBAT ¢ TAKPOJIHUMYC, H ITPH HEOOXOAHMOCT Ja C€ KOPHIHpa J03aTa Ha TAKPOIIMMYC.

Mexanusem uen Ha panaMuuud (mTOR) uaxuburopu: mTOR HHXHOWMTOPH KaTo CHpPOIHMYC,
TemchponuMyc U eseponumyc ca CYP3A cyberpati. AMnoannus e cnab CYP3A vuxuburop. Ilpu
eaHoBpeMeHHa ynorpeba Ha mTOR HHXHOMTOPH, aMNIOAMNHH MOXKE a NMOBHIUHM CKCMO3ULMATA Ha
mTOR unxuburopure.

Lmiiocnopul: He ca npoBexxaaHyd npoyuBaHHA 3a NEKapCTBEHH B3aHMOAEHCTBHA Ha LIMKNOCTIOPHH C
aMJIOAMIHH MPH 34paBH A0CPOBONLM WIH APYTH MOMyJal{H ¢ H3KMOYEHHEe Ha nauMeHTH ¢ 6u0peuHa
TPAHCIUIAHTALMA, MPH KOMTO ce Habmomasar MNpPOMEHH, B 3aBHCUMOCT OT MNOBHLIABAHE HA
KOHLICHTPALIMATA Ha UHKIocnopuH (cpeaHo ot 0% no 40%). Tpabsa aa ce obmucnu npocnenspane Ha
HHBATA HA LHMKIOCTIOPHH NMpH O BOpeyuHO TpaHCILUIAHTHPAHH NALUEHTH, KOHTO C€ JIEKYBAT ¢ aM/10AHMNHH,
H NIPH HEOOXOAHMOCT /18 C€ HaMAaJIH A03aTa Ha LIHK/IOCNOPHH.

CumpactatiH: EJHOBpEMEHHOTO MHOTOKpPAaTHO NpWioXkKeHHe Ha 10 mg
CHMBACTATHH € JOoBeno A0 77% noBuilEH& €KCNO3HLIMA Ha CHMBACTATHA
CaMOCTOATENIHO MIPUIIOKEHHEe Ha cvMBacTaTHH. [lpn nauMeHTH, nMpHeMallH f
CHMBAcCTaTHH TpA6Ba aa ce orpaHuuH a0 20 mg aHEBHO.



4.6 @epTHARTET, OpeMEeHAOCT H KhpMeEHe

[Tpensun edexkTHTe Ha BCAKO €QHO OT AKTHBHHTE BELLECTBA B TO3H KOMOHHHUPAH JIEKAPCTBEH NMPOAYKT
BBPXY OpeMEHHOCTTa H KbPMEHETO:

Hatpmukcam He ce npenopby4Ba 10 BpeMe Ha OpEMEHHOCT.

HaTpikcam He ce npenopbuBa no BpEME Ha KbPMEHE,

er MEHHOCT

Cevp3gru ¢ unoanamuod
JIunceaT WM HMa OrpaHHYEHM AaHHH (3a u3xoaa Ha no-manko ot 300 cnyyad Ha OpeMEHHOCT) OT

yrnorpebaTa Ha HHAAnamMHA 1ipH OpemeHHH xeHH. [IpoALDKHTENHATa €KCNIO3MLIMA Ha THA3WAM Mpe3
TPETHS TpPHMMECTHp Ha OpeMEHHOCTTa MOXe Na HaMall Maf4YvHHA MnasMeH o0eM, KakTo o
MaTOYHOMIALIEHTHHUSA KPBBOTOK, KOETO MOXKEe JAa MpHUKMHK deTorlaleHTHa HCXeMHs W 3abaBsHE Ha
pactexka. OcBeH TOBa, ce ChOOUIABE 33 PEKHM CIIydaH Ha XHNOITTMKEMHS M TPOMOOLMTONICHHS MpH
HOBOPOAEHH cell eKcno3uums 6au30 10 TepMHHA.

[MpoyuBaHMATA NPH XMBOTHH HE TMOKAa3BaT NPEKH HIH HENPEeKH BPEAHH €(EKTH, CBBP3EHH C
PENMPOJIHKTHBHATA TOKCHMHOCT (BXK. TOUKa 5.3).

Cevpaanu ¢ amroounun
BesonacHocTTa Ha aMJIOIMNHMH MO BpeMe Ha OPEMEHHOCT NPH XOpa He € yCTaHOBEHa.

PenpoaykTHBHa TOKCHYROCT € HabmoaaBaHa NMpH BHCOKH J03H B NPOYYBAHHA BBLPXY XKHBOTHH (BX.
TO4Ka 5.3).

KbpmeHe

Cevp3anu ¢ undanamuo
Mma HepocTaThuHa HHPOPMALIH] 3a €KCKpeUMATa Ha MHaanaMua/MerabonuTy B kbpMaTa. Morar Ja ce

NOKBAT CBPBHXYYBCTBHTEJNHOCT KbM Cy/(pOHAMHIHH NMPOH3BOAHH M Xunokanuemua. He moxe na ce
M3KJIOYH PHCK 338 HOBOPOJACHUTE/KbpMAaveTaTa. |

HupanamMu HMa roisiMo CXOAOCTBO ¢ THAa3HAHHTE AHYPETULIH, KOHTO Ca CBBHP3aHH B NEPHOAA Ha
KbPMEHE ¢ NMOHIKABAHETO WIH JOPH CIHPAHETO HA OTAENAHETO Ha KbpMa.

Cevpaanu ¢ aMaoounin
AMIOAMITHH c€ eKCKpeTHpa B KbpMara. JlensT Ha maiiuMHaTa 103a, NPHET OT HOBOPOAEHOTO, € OUA

OLIEHEH B WHTEPKBapTWIEeH Auana3oH ot 3 - 7%, ¢ MakcHuMaiHa CTOMHOCT OT 15%. Edexra Ha
aMJIOJIMNHH BbPXY HOBOPOACHHTE HE € U3BECTEH.

DepTUIUTET

Cevpaanu ¢ unoanamuo
[poyuysanusTa BBPXY PeNpOAYKTHBHATA TOKCHUHOCT HE MOKAa3BaT e(ekT BBPXY (PepTWIHTETa NpH

JKEHCKH H MBXKKH TLTBXOBe (BXK. TouKa 5.3). He ce ouaksat edexrn BupXy epTHIHTETA NIPH XOpA.

Cevpaanu ¢ amaoounun
Crobuiara ce 3a oOpaTHMH OHOXMMHYHH MPOMEHH B INTABHYKHUTE HA CNEPMATO3OHIAMUTE NPH HAKOH

NAaLMEHTH, NEKYBAHH C KAJIUMEBY AHTArOHMCTH. KIHHMYHMTE NaHHH Ca HEAOCTAaThYHH OTHOCHO
NOTEHUHATHHSA eeKT Ha aMJIOAHNIHH BbPXY deprunureta. B eaHo npoyusaHe ¢ n1bXoBe ¢a OTKPUTH
HeXeNlaHH edexTH BbPXY MBXKKHA QepTHIHTET (BXK. TO4Ka 5.3).

4.7 EdexTn BLpXY cnocofRocTTa 32 modupane H pabora ¢ MANIHHH

Hatprkcam nosnuaBa B MaJiKa WIH B yMEPEHa CTemneH CnocobHOCTTa 38 wodHpapeds
- HHpanamua He BIHAE BBPXY CHCTOSHMETO HA OQHTENHOCT, HO NpH HAKOR
MOraT Na HACTBHNAT pa3siIMyHH PeakliMH, CBBP3aHH ¢ NOHWXKABaHE
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ocobeHO B HAYaNOTO Ha NEYEHHETO WIH MPH BKIMOYBAHE HA APYrH AHTUXHNEPTCH3HBHM
CpeACTBa B JICUCHHETO.,
B pesynTar Ha ToBa, criocoOHOCTTa 3a Wo¢pupaHe WIHM paboTa ¢ MAIIMHH MOJKE Jia C€ Hapyily.

- AMIOAHIIMHE MOXKeE Ja NOoBJIKAe B ¢aba 10 ymepeHa cTeneH crnocobHocTTa 32 modHpaHe U pabora
C MalIMHH. AKO NallHEHTHTE, MPHEMAIIH aMJIOMIIHH, MOMy4aT 3aMaliBaHe, rnasobonue, ymopa
WJIH rajicHe, cnocoOHOCTTa UM J1a pearupar Moxke Aa 0nae Hapymesa. [IpenopbuBa ce noBHILEHO
BHUMAHHE, OCOOEHO B HAUAJIOTO HA JICYEHHETO.

4.8 HexeNaHH JIEKAPCTBEHH PeAKIEH

Kpatko onucaHue Ha npoguia Ha He301acHOCT,

Haii-yecto cpofulapaHUTE HEXENAaHH peakUHH [IPpH HHAANAMUMI MW AaMJIOJHMNUH, [pPHIaraHu
CAMOCTOATENIHO, Ca XMIOKANHEMMA, CHHJIIMBOCT, 3amaiiBaHe, rnasofonue, 3pUTEAHH HAPYLICHHS,
NHUIVIONHA, NANTIUTALMH, 3aUE€PBABAHE C OPELIH BhJIHH, JHCIHEN, KOPEMHHU DOJKH, raeHe, AUCTIETICHA,
NMPOMEHEHH HABMLM B AedekallMaTa, AHApHA, KOHCTHMNAUMA, MakKynonaryiapeH o0pHB, OTOK Ha
rne3eHnTe, MyCKYJIHH CMa3MH, OTOK, YMOpa H aCTEHHS.

Tabauna ¢he CNHUCHK HA HEXEIIAHUTE peaKkLHH

CneaHdTe HEXeJIaHH JICKAPCTBEHH peakuMK ca HabmoaaBaHK M CHOOLLUEHH MO BpEeME Ha JIEUEHHE C
KHaNaMyd ¥ aMJIOZHITHH CbC ChOTBETHHUTE YECTOTH: MHOTO 4ecTH (>1/10); uectd (o1>1/100 no <1/10);
neuect (ot >1/1 000 go <1/100); penxn (ot =1/10 000 ao <1/1 000); muoro peaku (<1/10 000); ¢

HEH3BECTHA YeCTOTa (YecToTaTa He MOXe Ja Obae onpeaAeneHa OT HATMYHHTE JaHHK ).

1

MedDRA YecToTa
CRCTEMO-OpPTaHHR Hexenann peaknun Hupanamnn AMJIOAHNIHE
KJIRCOBE
Hudexnuu g Punur - HeuectH
HRpEeCTALHA _
HapyimeHus na JIEBKOMeHHsA Muoro penkn | MHoro peakH
KPbLBTA H JIAMQHATA Tpombormronenus MHOro peakH MHoro peaky
cCHCTEMA ArpaHyJIOLIHTO3a MHoro peaxu -
ATUIaCTUYHA AHEMHUA MHoro peaku -
XeMOJIMTHYHA aHEMHA Muoro penku -
Hapymenns 85a CBpBXYYBCTBHTETHOCT - Mnoro peaku
HMYHHATA CHCTEMAa -
Hapymenus ua XHMOKaTHEMHA Yectn -
MeTADOIA3MA H
XPREEHETO XuneproukeMHs - ) MHoro peaxu
XunepKajaLHeMus MHoro peaxu -
XHNOHATPHE MU c HeuecTn -
XHMNOBOJEMHUS *
XHnoxiopHeMus Penku -
XunomartHe3neMus Penxu -
IIcaxprunn napymennn | be3chbHHE - HeuecTH
[IpoMeHnHRO - Heuectu
HaCTpPOECHHE
(BKJIKOYMTENHO
TPEBOXKHOCT)
JlenpecHs -
CueTosHME Ha -
ODBPKAHOCT




Hapymenus na
HEPBHATA CHCTEMA

CBHIMBOCT - Yectn (ocobeHo B
| HAYANO0TO Ha JICHECHHETO)

3aMaliBaHe - YectH (ocobeno B

H&a4aJ10TO HA JICYEHHETO)
I ' naBobonue Penxu Yectu (ocobeHo B

HA4YanoTo Ha JIEYCHHETO)
Tpemop - HeuectH
Jucreysus | - HeuyectH
Cunkon  HeM3BECTHA HYECTOTA Hevectn
XHNoeCTE3HH - HeuecTn
Ilapecre3uu Penxu HeuecTH
XHNepTOHYC - Muoro peaxn
[lepudepna HeBponaTHA - MHoro peaku

ExcTpanupaMyIaHH
HapyLUECHHS
(eKcTanupaMHRANEH
CHHAPOM)

C Heu3BeCTHA 4YeCTOoTAa

B1B3MOXKHOCT 33 HaYalo
Ha yepHOApoOHa
eHledatonaris B
ciyyai Ha HaMalieHM

YyepHOAPOOHH PYHKILIHH

C Hem3BeCTHa 4eCTOTA
(BXx. Toukn 4.3 n 4.4)

Hapymenns Ha OIHTE

3pHTENHK HAapYIIECHRA

C HeH3BECTHA YeCcTOoTa

YecH

JMnonus

YecTH

Muonus

C HeM3BEeCTHA 4YecToTa

OcTpa 3aXpHTOBI'bJIHA
raaykoma

C Hen3BeCcTHA 4ECTOTA

XOpoHAAIEH H3JIHB

C Heu3BeCTHA 4YeCcTOTa

l

3aMBIriIeso BHXAaHe

C HeM3BeCTHA YECTOTA

Hapymenns Ha yXoTo
B Aa0ApAnRTA

TunuTyC

HeuecTH

CBeTOBBPTEXK

Penkn

Copaeunn HapYUIcHHSA

Hannurauuu

qECTH

MuokapaeH HHPApKT

MHoro peaxu

ApuTMHA (BKIIKOUHTETHO
Opanukapans, KamMepHa
TaXHKapAna H
NMPEACHPAHO MbKAEHE)

MHoro peakH

HeyecTH

Torsades de pointes
| (moTeHUHANHO daTanHK)

C HeM3BECTHA 4eCTOoTa
(BXK. Touka 4.4 u 4.5)

= 2

Chu0BH HapymieHns

3auyepBaBaHe

il

YecTH

XHNOTOHUA

MHoro peaxu

Heuectn

Backynur

PecnupatopHu,
rpLAHNA H
MEARACTHHAIHH
HApYILICHHSA

—

JlucnHes

MHoro peaxu

Kaumuua

CroMamBo-4peBHA
HApYUIeHAS

KopeMHH 60J1ku

['aneHe
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[ToppelLaHe HeuectH HeuectH
Incnencvs - YectH
[IpoMEHEHH HAaBHLH B - Yectn
AedexaumsTa
Cyxorta B ycTaTa Penku Heuectu
IlaHkpeaTHT MHoro peakH MHoro peakH
[acTpuT - MHoro peakH
I'vHrusanHa - MHoro peakH
XHNEpIUIa3vs
Huapus - YectH
3anek Peaku YectH
XenaTo-On1HApHH XenaTrur C HeU3BECTHA YeCTOTa MHoro peakH
HApYUICHHS! | KbareHuua - MHoro peaxku
AHomMangra yeproapoOHa MHoro peaku -
GyHKUNS
Hapymenus Ha Makynonanmyno3Hu YectH -
KOKATA H MOAKOXKHATR | oOpHBH
ThKaH [lyprrypa HeuecTH HeuecTH
Anonenus - HeyectH
[TpoMenH B LBETA Ha - HeuecTn
KOXAaTa
Xurnepxuaposa - Heuectn
[Ipypuryc - HeuecTn
Ob6pus - Heuectn
Exsanrema - Heuectn
AHIMOHEBPOTHUEH OTOK -MHOro peaxku MHoro peaxku
_YpTHKapHs MHoOro peaxt Heuectn
TokcuyHa enuaepMantHa MHoro peaxu C HeusBecTHa 4eCTOTa
HEXpOJIH3a
CHHApOM Ha Stevens Muoro peaxks MHoro peaku
Johnson
MyaTHGOpMEH EpHTEM - MHoro penkm
ExcdonuaTupeH - MHoro peaxku
 ACpMaTHT
Otok Ha Quincke - MHoro peaku
DOTOYYBCTBHTENTHOCT CpobileHH ca ciyvan Ha MHoro peaxH
peakLHH Ha
(hOTOUYBCTBHTENHOCT
(BX. TOUKa 4.4).
Hapymennsa Ha OT0K Ha re3eHHTE - YecTn
MYCKY/JIHO-CKCJIETHATA | ApTpairus - Heuectn
CHCTEMA ¥ Muanrus C HEH3BECTHA YECTOTA HeuecTn
CHEAHHHTE/IHATA MycKky/HH cria3MH C HeH3IBECTHA YeCTOTA YecTH
TbK&H Myckynna cnaboct C HeM3BECTHA YECTOTA -
Pabaomuonusa C Heu3BecTHa YeCTOoTa -
bonku B rupba -

BB3MOXKHO BIOUIARAHE
Ha fpeaBAPHTENTHO
ChIIECTBYBAIl CHCTEMEH
NYIy< epHTEMATOAEC

C HeH3BECTHA YECTOTA

MHUKIIHOHHH HAPYLUCHHS

HukTypHs

: IIE%F"“J‘{"J

HeuyecTH

- W2 \P5eile
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TCACCHOTO TCIJIO

Hapymenus na [lonakuypus - HeuyecTH

0nOpeunTe brOpeuna MHoro peaku -

NHKOYHHTE MbTHINA HEAOCTATBYHOCT

Hapymenns Ha EpextunHa HeuectH HeuecTn

BL3NPOH3BOXHTENAHATA | JHCPYHKIINA

CHCTEMA H rbpAaTa [ MHexOMAacCTHA - HeuectH

O6mu HapylIenHs H Orok | - MHoro 4yecTy

edexTH HA MECTOTO HA | YMoOpa Penku YectH

OpRJIcKeHHEe ' ppana Gonka - Heuectn
ACTCHHSA - YecTH
bonka - HeuectH
DU3UYECKO - Heuectn
HEepa3noJIoKEHHE

Hicaenpanag [lopHinasaHe Ha - Heuectu
TEIECHOTO TEFN0
[ToHmxaBaHe Ha - HeuecTu

YawmkeH QT unrepsan
B

CJICKTPOKAPAHOTPAMATE

C Hen3BeCTHa 4eCcToTAa
(Bx. TOUKa 4.4 u 4.5)

ITopuILIaBaHe HA
KpPBBHATA [IOKO34.

C HeH3BeCTHA HECTOTA
YMeCTHOCTTa HA TE3H
AUYPETHLM IpH
MailieHTH C NoJarpa Wiu
anadet Tpabea na 6nae
- MOJJIOKEHA HA MHOTO
CTPHKTHA MpELCHKA

IloBuinapaHe Ha
MUKOYHATA KUCENMHHA

C HeM3BeCTHA 4eCTOTa
YMEeCTHOCTTa HA TE3H
AUYPCTHLH MPH
MalMeHTH ¢ NnoAarpa Wid
nuadet Tpabea aa 6vae
MOJATIOKEHA HA MHOTO
CTPUKTHA MpeleHKa

I[ToBuinaBaHe Ha
YepHOAPOOHHTE CHIUMH

C HeHn3BEeCTHA 4ecToTa

MHoro peaku**

* NpHuKMHAa 33 JEXHAPATalMi ¥ OPTOCTATHYHA XHUNOTOHHUA. EnHOBpeMeHHaTa 3aryba Ha XJIOpHH HOHH
MO3Ke Jla JOoBeIe 10 BTOPHYHA KoMITEHCaTOpHa MeTaboMUTHA ankano3a: HeCTOTaTa H CTENEHTa Ha TO3H

edeKT He ca roaeMH.

** npeaUMHO CHLOTBETCTBALEH HA XOJ1€CTa3a
Onucaxnue Ha H3OPAHUTE HEXENAHH PEaKLIMH

[To speMe Ha mpoyusaHuaTa ¢a3za Il u III, cpaBHssaiu MHaanamua 1,5mg ¢ 2,5mg, aHAIH3KUTE Ha
Ia3MEHHS KaIHi ca NoKa3zaiH 103038BHCHM e(EeKT OT HHAAMAMHA:

- Unpanamun 1,5mg: mnasmed kanuit < 3,4 mmol/l ¢ HabmozasaH npu 10% OT NauHeHTHTE U < 3,2
mmol/l npu 4% ot nauueHture cnea 4 ao 6 ceaMuum neuenue. Cnen 12 ceaMHUHO NeYeHHE, CPEAHOTO
NOHMKeHHe Ha ruiazMeHds kanuii e 0uno 0,23 mmol/l.

- UHpanamua 2,5mg: nnasmen kanuii < 3,4 mmol/l ¢ Habmonasan npH 25% ot nauueHTHTEe U < 3,2
mmol/l npu 10% ot nauuenTure cnea 4 no 6 ceaMULUH neucHue. Caen 12 ceAMHYHO NeUeHHE, CPEAHOTO
NOHH)XEHHE Ha TU1a3MeHu kanui e 6wno 0,41 mmol/l.

Cpo011aBaHeTO Ha (TOAO3MPAHM HEXENaHH peakKLHH ClIe pa3pelaBaHe 3a ynorpeby
NPOAYKT € BaxkHo. ToBa MO3BONABE Ja NPOAL/IDKH HAOMIOAEHHUETO HA CHOTHOLICHHS
nekapcrseHua npoaykt, OT MEJHIMHCKUTE CTIELMATMCTH C€ H3UCKBA a ChOOIaR!

NMOAO3NpAHA HEXKeNaHa peaKLMA Upe3 RATRORANHA CHCTeMA 3a Chobmasane, nOCOTIE
V.
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4.9 Ilpeno3upane
Hsama nHdopmaiing OTHOCHO npeaosHpare Ha Harpykcam npu xopa.

Omuocro unoanamuo.

CUMOTOMH

VCcTaHOBEHO €, Y€ MHAANaMK He NpeIn3BHKBA TOKCHUHK AeHCTBHA NpH 4034 RO 40 mg, m.e. 27 mbTH
noBeye OT TepaneBTHYHATa X034.

[Ipu3HaUMTE HA OCTPO OTPaBAHE NpPEAMMHO C€ MpOABABAT Mo (GopMaTa Ha BOAHO/€NEKTPOIHTHM
HApYLICHHA (XMIIOHATpHEMHS, XHITOKanHeMHa). KUIMHHYHO, Bb3MOXHOCTHTE Ca rajeHe, NnoBpblUaHe,
XHUIIOTOHHA, KpaMIli, CBETOBBPTEXK, CHHJIMBOCT, OOBPKAHOCT, MOJIHYPHA HIH ONHMroypus, JOpH 10
CTETNEH Ha aHypHA (Opaan XUITOBOJIEMHATA).

JleueHue

HauyanHure MepKH, KOUTO TpsbBa aa ce MpeANnpHEMAT, BKIOUBaT Obp30 €IHMHHHPAHE HA MOCTHTE
BELLECTBA CBHC CTOMAallHA TIPOMHBKA W/MIH BLBEXOAHE Ha AKTMBEH BBIJIEH, NOCIEIBAHH OT
BL3CTAHOBABAHE HA BOJAHO-EJIEKTPOJHTHOTO PABHOBECHE A0 HOPMAHO ChCTOAHHE B CNIELIHATH3HPAHH

neuyeOHH 3aBeacHU.

OmHOCHO AMAOOUNUN.

3a aMJIOAUNHH ONHTHT ¢ YMULILIEHO NPEAO3HpaHE ITPH XOpa € OrpaHHyeH.

CHMOTOMH |

HanuuHuTe naHHM NpeAnoNarat, 4€¢ 3HauUMTENIHOTO mnpeno3upaHe OW MoOrio Ja AoBelde A0 TEkKKa
nepudepHa Ba30AWIATALIMA H BB3MOXKHO A0 pedrekcHa Taxukapaud. Coo0liaBaHO € 3a U3paseHa H
BEPOATHO NPOXB/DKMTEIHA CHCTEMHA XWIOTOHUA A0 LIOKOBO CBCTOAHHME H INOK, BKIIIOUHTENHO C

dbaraneH u3xoa.

HexapauoreHeH 6enoapobeH oTok ce chobiasa paako KaTo Nocienla oT NpeJo3HpaHe ¢
aAMJIOOHMITHH, KOHMTO MOXe J1a Ce NpOSBH Cbe 3a0aBeHO Ha4yano Ha edekra (24-48 uaca cien
MOrblilaHe) K Aa H3HCKBA U3KYCTBEHA BEHTHNALMA. PAHHUTE peaHHMaLIMOHHH MEPKH
(BIUTIOYHMTEIHO HaTOBapPBaHe ¢ TEYHOCTH) 38 NOAAbpKaHe Ha nepdy3HATA ¥ ChpACUYHHA NeOUT MoraT
na ObaaT yecKopaBailH GakTopH.

JleueHue
KaHHHYHO 3HaYHMMaTa XHNOTOHHS, AB/DKALLA CE Ha MPEAO3HpaHE C aMAONITHH, H3HCKBA [TpeANpHEMaHe
Ha aKTHBHH MEPKH 32 NOAAbpKaHe Ha (QYHKLMHTE H& CHPACYHO-CHAOBATA CHCTEMA, BKJIIOUHTENHO
4eCTO MOHHTOPHpaHe Ha ChpACYHATA M AUXATeNHaTa GYHKLMH, MOBIUIaHe Ha KpaHHHLIMTE H HACOYBaHE
Ha BHUMaHHETO KbM LIMPKYJIaTOpHHa obeM H aHypesara.

BuBexaaHeTO Ha Ba3OKOHCTPMKTOP MOXKE [a MOMOIrHE 32 Bb3CTAHOBABAHE HAa CBHAOBHA TOHYC H
KPBLBHOTO HaIiAraHe, NpM YC/IOBHE Ye HAMA MPOTHBOMOKa3aHusa 3a ynorpebara My. MHTpaseHo3seH
KAJILIWEB I'JIIOKOHAT MOXeE /1a okaxe OnaronpuateH eexT 3a npeoaonaBaHe Ha epeKkTHTe OT Diiokanara
Ha KQJILMECBHUTE KaHAJIH.

B uakou ciydad MoXKe Aa € OT MoJji3a ¢ToMaliHa MpoMHUBKa. [1pHIoeHHeTO Ha aKTHBEH BBIIEH NPH
3ApaBH 10OpOBOILM O ABA Yaca ciej npueM Ha 10 mg amyIoIMNUH € HAMAJTKIIO CTENEeHTa Ha abcopOLus
Ha aMJIOJMITHH,

Toii kKaTO aMIOAMNHH CE€ CBBbP3BAa BB BUCOK MPOLIEHT C IUIA3MEHHTE MIPOTCHHH, THATH3ATA BEPOATHO
HAMa Aa € OT noas3a.

5. ©OAPMAKOJOI'NYHH CBOUNCTBA

5.1 DapMAKOAHHIMHIHH CBOHCTBA

dapmakoTepaneBTUYHA INpyna: KaJlLMeBH aHTAroHUCTH K auypetuuH, ATC koa: CO8GAOD
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Mexanuzrvm Ha oeticmaue

MupanamMun € cyndOHAMMAHO NPOM3BOAHO C HHAOJOB NPBCTEH, (PApMaKONOrHYHO OJAM3BLK 10
THa3HIHUTE AMYPETHLH, Koiro peficTRa upe3 HHXHOMpaHe Ha peabcopOLMATa Ha HaTpHit B
KOPTHKAJIHHS AWIYLHOHEH CerMeHT. ToBa MOBHIIaBa EKCKPELIMATA HAa HATPHI H XJIOPHAH C ypHHATA, a
B MO-MAJIKa CTErNEH EKCKPELMATA Ha KA M MarHe3ui, ¢ KOETo NOBUIasa AHYpe3ara W OChILECTRABA

CBOETO AHTHXHITEPTOHUUMHO NEHCTBHE.

AMIOAMNHH € MHXMOMTOP Ha BXOJAALUMA KaillMeB HOHEH MOTOK OT AHWXHIPONHPHIAMHOBATA rpyra
(6n10Kep Ha GAaBHUTE KaHAIM WM AHTATOHHCT HA KA/ILMEBHTE HOHH) U HHXMOMpa TpaHCMeMOpaHHHA
BXOJALI IOTOK HAa KAJILHEBH HOHH B Chp/IeYHATa U CbJOBATA IM1aJKa MYCKyJlaTypa

MexaHH3MBT Ha AaHTHXHIIEPTOHHYHOTO AcHCTBHE Ha aMNIOAMITHH Ce Ib/DKH Ha IPAK PENaKCaHTEH eexT
BbPXY CHAOBATA rMaJKa MyCKynatTypa.

Dapmaxodunamuinu egexmu

Mpoyusanns or ®asza Il u Ill, usnonsBawy MOHOTEpanMs ¢ HHAANAMHA, ca AEMOHCTPHpATH
aHTHXHNEPTOHHYEH e(PeKT ¢ MPOABIKHTENHOCT OT 24 yaca. To3u edekT HACTHNBA NPH A03H, NIPH KOHTO
AHYpPEeTHUHHTE eeKTH ca MHHMMAJIHH I10 CHA.

AHTHXHAEPTOHHYHOTO ACHCTBHE Ha HHAAMaMHJ € CBBLP3aHO ¢ MOACOPABAHETO HA apTepHATHHS
KOMIUTAHAHC M C HAMAIABAHETO Ha apTEPHOJIAPHOTO H 00L10TO nepupepHO CLAOBO CHIPOTHBIIEHHE.
MHnanaMu HaMassaBa JieBOKaMepHaTa xunepTpodus.

THa3sHAHKTE AHYPETHLM H TEXHHTE MPOU3BOAHH AOCTHMTAT IUIATO HA TEPANEBTHYHHA CH €DEKT cnen
onpejieieHa 1033, HO TEXHHTE HEXENaHH peakLHH NpoAb/KaBaT fa ce NoBHINaBaT. Ta3u no3a He 6u
TpsOBano Ja ce HaABUILIABA, AKO IEYEHHETO € HEE(PEKTHBHO.

OcBeH TOBa, AOKA3aHO €, Y€ B KPATKOCPOUYEH, CPEAHOCPOYEH U ABJIrOCPOYEH MaH MpH MalMeHTH ¢
XMIMEPTOHHA HHAANAMHA

. He Oka3pa edpekT BBPXY JuNMHIHHS Merabonusem: Tpurmuuepuaute, LDL-xonecrepon u HDL-
xonecrepos,

. He OKa3Ba edexT BbpPXY BBIIEXHIPATHHA METabONM3BM, BKIIOYMTEHO W NPH XHMEPTOHHUH C
nuaber.

[Ipy nauMeHTH C XHIMEPTOHHA eAHOKpaTHHA JAHEBEH MPHEM OCHIYPABA KIHHHMHO CUrHHOHKAHTHA
PEAYKLHS HAa KPbBHOTO HANAFaHE H B XOPH3OHTAJIHO, U B MPAaBO MOJIOKCHHUE NMPE3 LENHs 24-4acos
nurepBan. Ilopaayn 6asHoTO HAuano Ha ILEHCTBHETO MY, OCTpaTa XMINOTOHHMA HE € XapakTepHa 3a

NPHIOKEHHETO HA aMJTOIHUIIHH.
AMIOAMIIMHE HE C€ CBBLP3Ba C HEONIaronpuATHY MeTabOoIMTHH ¢(PEeKTH WIH MPOMEHH B IUIA3MEHHTE

JIMIUM H € NOAXOAA1L 3a ynoTpeda npu nauMeHTH ¢ actMa, AMadeT 1 noaarpa.

Knunuuna edpuxacnocm u bezonacnocm

HaTtpukcaM He € npoy4BaH 3a 3a00/1eBaeMOCT H CMBPTHOCT.

B cyyas ¢ aMJIORUITHH € MPOBEACHO PAHAOMH3HPAHO, ABOMHO-CIIANO NpOYUBaHE BHPXY
3a00J1€BAEMOCT H CMBPTHOCT, HAPEUECHO AHTUXHIICPTOHHYHO H MTOHKHKABALLO JIMITHAWTE JICUCHHE 32
npodHIaKTHKA Ha CbpAcycH yaap (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart
Attack Trial (ALLHAT)) 3a cpasHgBasie Ha HOBH JIEKAPCTBEHH TEpanuK: aMJIOaNNHUH 2,5-10 mg/nex
(xanumeB asTaroHKCT) Wi lisinopril (nusuHonpun) 10-40 mg/nen (ACE-nuxubuTOp) Karo neyeHns
OT MbPB& JIHHKUS CIPAMO THa3HAEH AMYPETHK - XJIOpTAnHaoH 12,5-25 mg/neH NpH JieKa Jo-YsmpeHs
XHIEPTOHUS. | AR g

Pannomuaznpasu ca 6uwmm obio 33 357 naumeHTH ¢ XHNEPTOHUA Ha BB3PacT 35 bl
BBL3PACTHH H ca OWiK npoceasBaHH B MPOABIDKEHHE Ha CpeRHO 4,9 roauHu. Ilaify
Hal-MAaJIKO OLle eJMH JOIMBJIHUTEIEH PUCKOB (PAKTOP 3a KOpOHapHa OoecT Ha CHPIE

npeamecTsaill MHOKapaeH HHGpAPKT WIM MO3bYEH yaap (> 6 Mecella npeaH BKIIO @
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NPOYYBAHETO) WIH JOKYMEHTALHA 3a APYTO aTEPOCKIEPOTHYHO ChPACUHOCHAOBO 3abonsBaHe (0010
51,5%), zaxapeH nuaber ot tun 2 (36,1%), HDL-C <35 mg/dL (11,6%), neBokamepHa xunepTpodus,
AHArHOCTHLMPAHa C eIeKTpoKapa1orpaMa win exokapaHorpadna (20,9%), TIOTHOHOMY LICHE KbM
MOMEHTA Ha npoyusaHeTo (21,9%).

[TLpBHUHHAT KPUTEpHI 38 KpaiiHa oLieHKa e 611 chcTaBHa BEJIMYKMHA OT (daTanHa KopoHapHa 00JiecT Ha
ChpLETO M He-aTaneH MHOKapaeH uHpapkT. He € ycTaHOBEHO HalHYHe HA CTATHCTHYECKH 3HA4YHMA
pazivKa NO OTHOLIEHHE HAa ITbPBUYHMA KpHTEPHA 3a KpaliHa OLEHKAa MEXY JiedeHuero Ha Hasa
aMJIOZIMITMH M JICHEHHETO Ha 6a3a XJOPTATHAOH: ¢hOTHOWeHHeTo Ha pucka (RR) e 6uno 0,98 95% [IU
(0,90-1,07) p=0,65. Cpen BTOpHUHHTE KPHTEPHH 3a KPaHHA OLCHKA C€ YCTAHOBABA, Y€ CTATHCTHYECKH
3HaAUHMO NO-BHCOKAa ¢ OWna 4YecToTaTa Ha ChpAEMHAa HEXOCTATBYHOCT (KOMIIOHEHT HA ChCTABHMA
KOMOMHHpaH CbpAEYHOCHAO0B KpHTEpUH 3a KpaitHa OLIEHKA) B Ipynara Ha aMJIONMIIHH, B CPaBHEHUE C
rpynara Ha xaopranuios (10,2% cnpamo 7,7%, npu ceotHouieHne Ha pucka (RR) or 1,38, 95% JIU
[1,25-1,52] p<0,001). He € ycraHOBEHO HANW4ME HAa CTATHCTHYECKH 3HAYMMA PAIMKA 1O OTHOLUCHHE
Ha MLPBUYHMA KpUTEpHi 3a KpaliHa OlleHKa MEXy JIeYeHHeTO Ha 0a3a aMIOAHUNHH H JIEYEHHETO Ha
6as3a xa0opTanuaoH: ChOoTHOWEHKeTo Ha pucka (RR) e 6wio 0,96 95% [IH (0,89-1,02) p=0,20.

[leouampuuna nonyarayun
JIunceat aakHM OTHOCHO HaTpHkcaM npH Aela.

EsponeiickaTa areHuMs NO JieKapcTBaTa OCBOOOKIaBa OT 3aAB/DKEHHETO 3a MNMPEAOCTaBAHE Ha
pe3yITATHTE OT NMpoy4BaHUATa ¢ HaTpHkcam BhB BCHUKH MMOArPYIH HA NEAMATPHYHATA MTOMyJIALMA NPH
XHnepToHus (B, Touka 4.2 3a HHPOpMaLIMs OTHOCHO YROTpeDba B neaAnaTpusTa).

5.2 @PapMaKoKnHETHYHH CBONCTBA

EnHoBpeMEHHOTO NpHiarale Ha MHJAANaMHA B aMIOJHITHH HE NPOMEHA TEXHHTE (PapMaKOKHHETHYHH
CBOMCTB& B CPABHEHHE CHC CAMOCTOATEIHOTO HM NMpWiaraHe.

Hudanamuo.

Wuaanamua 1,5 mg ce npeanara 8 1030Ba ¢popMa ¢ YARIKEHO ocBoboxaaBaHe Ha 6a3aTa HA MATPUKCHA
CHCTEMA, B KOATO AKTHBHOTO BEIHIECTBO € AHCIEPTrHpaHO B MOAABPpXKAUIA CTPYKTYPa, KOETO NO3BOJIABA
YCTOHYHMBO OCBOOOXK1aBaHe Ha HHOANMaMH/,

Abcopbumus:

OcpoboxpasaHaTa (ppakisa Ha MHAaNaMua ce abcopbupa 6LP30 ¥ HAITBIIHO MPE3 CTOMALIHO-YPEBHHA
OTAEJ1 HA XPaHOCMWIATENHUR TPAaKT.

XpaueHeTo Jeko noBuliaBa Obp3uHaTa Ha abcopOumg, HO HE BIHAE BBPXY KOJNHYECTBOTO Ha

abcopOHpaHO aKTHBHO BELLECTBO.
MakcHManHHM cepyMHM HHBA cJle] €JHOKPAaTHA 2038 C€ JOCTHratT OKono 12 yaca cnep norasilane, npu

MHOTOKPaTHO NpPHAIOXKEHHEe BapHALMHTE Ha CCPYMHHTE HHMBA MEXAYy 2 MpWIaraHdd Ha Jo03aTa
Hamanasar. CobllleCTBYBa HHAWBHAYAIHA BAPHAOHIHOCT.

PasnpeneneHue:

Cpup3BaHETO HA HHAANAMHUJ C TIa3MEHHTE NPOTEHHH € 79%.

Bpemero Ha nonyenuMHuHupane € Mexay 14 u 24 yaca (cpeaHo 18 yaca).
CTauHOHApPHO ChCTOAHHE C€ JOCTHIaT ciel 7 AHHM.

MHOroKpaTHOTO BbBEKAaHE HE BOAH 0 KyMyJaltus.

EnuMyuHuMpaHe:
EnHMHHHPAHETO € ri1aBHo ¢ ypuHata (70 % ot no3arta) u dexanuute (22 %) noa dpopmara
HEeaKTUBHH MeTaOOJHTH.

BHCOXKOPUCKOBHU HHAHBHH:
dapMaKOKMHETHYHHTE CBOHCTBA HE C€ MMPOMEHAT MpH NaLHEHTH ¢ ObOpeuHa HENOCTATD
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Amiaoounun.
AMNOAUNHH ce Mpeasiara Karo ao3osa gopma ¢ 6bp30 0CBOOOKIABAHE.

Abco asnpeaeieHHe, CBLP3RAHE ¢ NIa3MEHHTE I VHH:

Cnen nepopalHO NPWIOKEHHE HA TEpPaneBTHUHH N03W, aMIOAHNHH ce abcopbupa nodbpe ¢ NMUKOBH
KpbBHH HHBa MeXOy 6 1 12 uaca cnen npuema. H3uncnenara abcomorsa SHOHANHYHOCT € MeXay 64
80%. O6embT Ha pasnpeneneuue € okono 21 Vkg. In vitro npoy4saHus rMoka3paT, ye TIPHOIH3IHTENHO
97,5% OT LUMPKYJIHpallUg aMJIOAUITHH € CBbP3aH € IU1a3MEHHUTE IPOTEHHH.

CucreMmHaTa OHOHATHYHOCT Ha aMJIOJHITHH HE CE MOBJIHABA OT NPHEMa Ha XpaHa.

buotpanchopmaua/eNHMHHHADAHE

KpaiiHHAT eNHMHHALMOHEH MOJYXKHBOT € okono 35-30 vaca U € ChbBMECTHM C €JHOKPATHO JHEBHO
no3upade. AMIOAMNUH ce MeTaboNH3Hpa KCTEHIHBHO OT YEpHHA Apod 10 HEAKTHBHM MeTaboIHTH ¢
10% ot nupBoHaYanHOTO cheaHHeHHe W 60% oT MeTaboTUTHTE C€ €KCKPETHPAT B YpHHATA.

Ynorpeba npH 4epHOAPOOHO YBpEKaHe
HasuuHH ca CHIIHO OTPaHHYEeHH KJIHHHYHM J8HHH OTHOCHO NMPHEMAHETO Ha aMIIOAMIIHH OT NAaUHEHTH C
HapyllieHa yepHoApoOHa pyHkuma. [TauKeHTH ¢ yepHOAPOOHA HEAOCTATLYHOCT HMAT HAMANIEH KITHPBHC

HA aMJIOJIUITHH B PE3YJITAT Ha YABRDKEHHA NONy->kHBOT H nosriasaneTo Ha AUC ¢ okono 40-60%.

Ynorpeda npH xopa B HanpeHana Bb3pacT

BpeMeTo 33 JOCTHraHe HA MAKCHMANIHA TU1a3MEHa KOHLIEHTpallMsA Ha aMJIOAHNHH € CXOJIHO MpPH JIMLA B
HamnpeAHana 8b3pacT U No-myanu axua. KUIMpBEHCHT Ha aMJIOJHITHH NOKA3BA TCHACHLMS KbM MO-HHUCKH
cToiiHocTH ¢ nocnenpauto noBuuwieHHe Ha AUC U eIMMMHALIMOHHHA NOJYXXMBOT NPH NALHEHTH B
HanpeaHana Bb3pact. Hapacteanero Ha AUC (rutownra noji KpHBaTa BpeMe-KOHUEHTPALHA) U BPEMETO
Ha MNOJyelHMMHHHpaHe NMPH MALMEHTH CbC 3aCTOHHA CHPACYHA HEAOCTATHUYHOCT ca OWIH cnopen
O4YaKBAHOTO 3a NPOY4BaHaTa Bb3pacTOBa rpyna raluydeHTH.

5.3 INpeakTHHEIAA JaHAH 332 0€300ACHOCT
Harpukcam He e 61 npoy4BaH B HEKJIMHUYHHA NPOYYBAHUA.

Huoanawuo.
Haii-BUCOKHTE 1034 BbBEJEHH NMEPOPAIHO NpH pazIMYHH BHAOBE KWUBOTHH (40 no 8000 mpTH no-

rojieMd OT TEpaneBTHYHATA 03a) MOKa3BaT 3aCHJIBAHE HA AMYPETHYHHMTE €(deKTH Ha HHIOANaMui.
naBHUTE CHUMIITOMH Ha OTpaBsHE B NpPOYYBAHHA 3a OCTPAa TOKCHYHOCT € HMHTPABEHO3HO HWJIH
HHTPaNepHTOHEATHO BbBEICH HHAANAMH €A CBBP3aHH ¢ $apMaKOJIOTHYHOTO IEHCTBUE Ha MHAANIAMUA,
m.e. 6pagunHes ¥ nepudepHa BazoAHIATALIHA.

HuaanaMudx He NOKa3Ba MYTAreHHH U KAPLUMHOINEeHHHW CBOHCTBA B MPOBEASHHTE W3ITHTBaHHA.
[IpouBaHMsATa 3a PENPOAYKTHBHA TOKCHYHOCT HE IOKAa3BaT €MOPHOTOKCHYHOCT HIH TEPaTOr¢HEH
e()eKT. PH TUTbXOBE, MHILIKH H 3aMLIH.

OepTHIHTETHT HE € OMN HAPYIIIECH HHTO NPH MBKKH, HUTO MPH KEHCKH NIbXOBE.

Amaoounun:

PenpoaykTuBHa TOKCHYHOCT
[IpoyuBaHKua BBpPXY PeNpoAyKTUBHOCTTA NPH IUILXOBE U MHIIKH MOKA3BaT 3aKbCHABAHE HA AaTaTa Ha

paxKaaHe, YAb/DKEHa NPOIL/DKMTEIHOCT Ha paXAaHETO H HAMAJIEHA XKH3HECTTOCOOHOCT Ha MOTOMCTBOTO
MPH Z03H PHONH3HTENHO S0 MbTH MO-BHCOKH OT MaKCHMATIHHTE NPENOPBUHTEIHH JO3APR XQpa;
H34YHCJICHH Ha Oa3a mg/kg.

Hapyuienus BbB pepruaurera

NpenopLUYMTENHATA 33 X0pa 1033 oT 10 mg /m?, u3unciena Ha 6a3za mg /m?). B apyi

KOETO MBXKKH IUTBXOBE ¢a 611 TpeTUpaHH ¢ amnoaunuH 6e3unar 3a 30 AHH B 103H, CpEAR
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npu yoseka Ha 6azaTta mg/kg, ce ycraHOBABa HaMagBaHE B M1a3MaTa Ha QONHKYNO-CTHMYAHpaLLKs
XOPMOH M Ha TECTOCTEpOHA, KaKTO M HaMmalisBaHe Ha IUIBTHOCTTA Ha crniepMara W Ha Opos 3penu

CHEPMATO30HAH H CEPTOIIHEBH KIIETKH..

KapuusioreHesa, MyTareHesa:
[1nBX0BE U MHILIKH, TPETHPAHH C aMJIOAWITHH, J00ABAH B XpaHaTa HM B MPOAB/DKEHHE HA IBE€ NOAHHH B

KOHLUEHTPallKH, U3YHCIICHH TaKa, Y€ Ja OCHIypsAT HHMBa Ha AHeBHata ao3a or 0,5, 1,25 1 2,5 mg/kg/nen
He MOKa3BaT MPH3HALM Ha KapuuHoreHHocT. Hali-BHcokaTta no3a (IpH MHILKHM paBHA, a MPH [LTbXOBE
ABa MLTH* NMO-BHCOKA OT MAKCHMANHATa NpenopbUMTENHA KIMHM4YHA Ao03a oT 10 mg, u3uncnena 3a
mg/m?) e 6uwia 6M3Ka A0 MaKCHMATHATA TONEPHPaHa 1032 38 MHLIKH, HO HE H 32 ILTbXOBE.

[MpoyusaHMATA 38 MyTareHHOCT He NMOKA3BaT JIEKAPCTBEHO 00YCAOBEHH €(PEKTH HUTO HAa T€HHO, HATO Ha

XPOMO30MHO HHBO.

*U3yKMcneHa 3a nanyeHTy ¢ Terno 50 kg

6. SAPMAIEBTHYHH JAHHH

6.1 ChnachkK HA NOMOIIANATE BCIECTRA

ChplieBHHA Ha TabsieTkaTa:
Xunpomenosa (E464)

Jlakro3a MOHOXHApAT

Maruesnes creapat (E572)

[Mouamon (E1201)

CunuuseB AHOKCHA, KOIOHAEH Oe3B0aeH
Kanupes xuaporeHdocdar nuxuapar
MukpokpuctaiHa uemynosa (E460)
Kpocxapmenosa HaTtpyi (E468)

L {apeBHYHO HULLECTE, NPEKENATHHHIHPAHO

ODUIMHPALLO NOKPUTHE Ha TabJIETKHTE:
I'nuuepon (E422)

Xunpomenosa (E464)
Makporon 6000
Marnesnes creapar (E572)
Turanos nuokcug (E171)

6.2 HecbBMEeCTHAMOCTH

HenpunoxuMo

6.3 Cpok na roanocrt

2 TOJAWHH

6.4 CoennajnH YC/I0BHY HA ChLXPaneAHe
Ila ce cxxpanssa nopn 30°C.

6.5 Bajau chALPKAHHE HA ONAKOBKATS

PVC/anymMHHu# OnuCTEpH:
1x15 (15) Tabnerkw, 2x15 (30) Tabnetkn, 4x15 (60) Tabnerku, 6x15 (90) Tabnerku, 7x14 (98
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ByTHiKHM OT NMONHETHAEH ¢ BACOKA ILUTBTHOCT, CHabAeHH ¢ Kamayka Ha BHHT OT MOJIMNPONHIEH, ChHC
3alHUTa OT OTBAPAHE:

1x100 (100) tabnerkn, 5x100 (500) rabnerkm.

He BcHuky BHIOBE ONAKOBKH Morart na 6baaT mycHaTH B nipoaax0a.

6.6 CpnenHaJHR NPeANAa3HH MEPKH NPH H3XBLPJIARE

Heunznon3saHUAT NekapcTsed NPOAYKT WIK OTNAARYHUTE MATEPHATIH OT HEro TpAOBa J1a ce HIXBBPJIAT
B ChOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. TIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Les Laboratoires Servier

50, rue Carnot |
02284 Suresnes cedex— @paHuus

8. HOMEP(A) HA PAZPEHIEHHUHETO 3A YIIOTPEBA

PerucrpauvoneH Homep: 20130381

9. JATA HA ITBPBO PAZPEIIABAHE/MOJHOBSABAHE HA PA3ZPEINIEHUETO 3A
YIIOTPEBA

JtaTa na meppo paspewanasne:; 31 oxkromspu 2013r.
JlaTa Ha NOAHOBABAaHE HA pa3pelweHHATa 3a ynoTpeba: 25 Hoemepu 2020r.

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA:
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