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2.  KAYECTBEH H KOJHYECTBEH CbCTAB T e

Enna ¢unmupana Tabnerka chARpka 6,79 mg nepunmonpun (perindopril), exsuBaneHTHH Ha 10 mg
NePUHAONpEN AprHHHH (perindopril arginine) u 2,5 mg unnanamua (indapamide).

Iomomuo BemecTBo ¢ ¥3BECTHO NeficTBME: JaKT03a MOHOXHAPAT
3a ITEJIHNA COHCHK Ha TIOMOILIMHTE BEMIeCTRA, BIKTE TOYKA 6.1,

3. JEKAPCTBEHA ®@OPMA

OunmHpana Tabnerka.
Bana, kpwraa ¢ruimupana rabnerka ¢ anamersp § mm | paguyc npy uzsHBkara 11 mm,

4, KJAHHYHH JAHHH
4.1 Te¢paneBTHYHH ODOKAIAHHN

Teprencug KoMbu 10 mg/2,5 mg e nokazaH KaTo 3aMeCTHTENHA TEPAIuA 33 JIEHEHHE HA eCeHLHAITHA
XHITEPTOHID P MALIMEHTH, KOHTO BEY¢ ¢4 KOHTPONHPAHH ¢ MEPAHRONPHIT H HHARTIAMH, AABaHA
SIHOBPEMEHHO B CBILIATA JO3NPOBKA.

4.2 Ho3HpoBKA H HAYMH HA NPHJIOIKEHHE

30314@3]{21

Enna tabnerka Teprencud Kombu 10 mg/2,5 mg NHEBHO KaTo AHOKpATHA 1034, 32 IPEANOYHTAHE € 14 Ce
HPHEMA CYTPHH H NPEAH XpaHEHe,

CrennaTH oY aaLHH

Xopa & cmapuecka ew3pacm (6. moyrka 4.4)

Ilpy nmaupesTH B HaNpegHANA Bp3PacT CEPYMHHAT KPEATHHHH TpAOBA a ce OUEGHH B 3aBHCHMOCT OT
BB3pAcTTa, TEJIECHOTO TErNO ¥ Noja. [lauMeHTH B HanpenHana RB3pAacT MOrar Ja GBIAT JeKyBaWH, ako
616peunara ¢yHKIMA € HOpMAHA M KATO C¢ MMa NpeABHA OTrOBOPA Ha KPbBHOTO HANIAraHe.

Bvbpeuna nedocmamvurocm (edic. mouxa 4.4)

TIpu Texkka u ymepeHa 6pOpedHa HemoCTATHYHOCT (KPEATHHHHOB KIMpbHC noj 60 ml/min) neueHueTo €
NIPOTHBOTIOKA33aHO,

O06M4aHHOTO MEIHILIMHCKO NPOC/CASBAHE BKITIOYBA Y€CT KOHTPON HA KPEATHHUHA M KaIus.

Yeprodpobna nedocmamuvunocm (exc. mouxu 4.3, 4.4 u 5.2)
IpH Texka 9epHOAPOOHA HEAOCTATEYHOCT IEYSHHETO € MPOTHBONOKA3AHO.
Tlpu nanpeHTH ¢ yMepeHa YepHoapoOHa HeOCTATEYHOCT He € HeoOXOIHMMa NPOMsHA HA /I034TA.

Heduampuuna nonyaayus
besonacnocrra M edukacHoctra Ha Teprencnd KomGu 10 mg/2,5 mg npu aella M WOHOUM Olle HE €
ycraHoBeHa. Hama namrinu naHHu. Teprencud Komoun 10 mg/2,5 mg we tpsbea 1a ce npunara ACTTA S
FOHOLLH.




HavuH Ha npunioxeHHe
Iepopamuo npunokeHue

4.3 IIporusonokazanus

Ceuvpaanu ¢ nepundgonpu,

- CBpBX4yBCTBHTEITHOCT KbM AKTHBHOTO BEILECTBO IIH KiM apyr ACE unxuGurop;

- AmnamHe3a 33 aHTHOHEBPOTHYEH 0ToK (0TOK HA KBHHKE) BBB BPB3Ka ¢ TipuiarasHo geucHue ¢ ACE
HHXHOMTOP (BX. Touka 4.4);

- HacnencreeH/maHONIATHYEH AHTHOEEM ;

- BTOpHAT B TPETHAT TPAMECTHP Ha OpeMEeHHOCTTA (BK. Touka 4.4 U 4.6);

- EaHoBpemenHna ynotpeba Ha Teprencug Kombu 10 mg/2,5 mg ¢ a/MucKupeH crabpXaly NPpOAYKTH 1pH
NALHEHTH CBC 3axapen auaber Kin 6u6peuto yepexnane (GFR < 60 ml/ min/1,73 m?) (Bx. Touku 4.5 u
5.1);

- EnHoBpemenHaTa ynorpeba npu newenne cw¢ cakyGurpun/sancapral, TeprencHd Kom6u ue tpabsa na
Ce 3amoyBa Npey Ja ¢a UIMHHANH 36 yaca oT npuemMa Ha nocneJHarTa o3a cakyGuTpiwl/pancapray (B,
TOYKH 4.4 1 4.5);

- EKCTpakopnopaitHy JIe4eHHs, BOAEITH 0 KOHTAKT Ha KPhBTA ¢ OTPUUATENHO 3apeeHH TOBPXHOCTH (BXK.
T0uKa 4.5);

- 3Ha4MMa ABYCTPAHHA CTEHO32 Ha GBOpetHHTe apTepHH WK CTeHO3a Ha OBOPEYHATA apTEpHA HA EOHHCTBEH
dyaKuHOHHpam Ov0pek (Bx. Touka 4.4).

Cavp3atu ¢ unoanamug.

- CBpBXUYBCTBHTEIHOCT KbM aKTHBHOTO BEILIECTBO HWIH KbM APYT CYAdoHaAMHA

- Texxa u ymepeHa 6p0peyHa HEMOCTATHIHOCT (KPEaTHHHHOB KITHPLAC moa 60 ml/min).
- UYepHoapoOna cHuedanonarsi

- Texxka uepHOAPOCGHA HEAOCTATEYHOCT

- XunokanueMmus

Cavpsanu ¢ Tepmencudy Komby 10 mg/2,5 mg:

- CBpPBEXYYBCTBHTENHOCT KbM HAKOE OT TIOMOLIHWUTE BEILIECTBA, H3OPOEHH B TOYKa 6.1

IMopaan nunca Ha AocTaThYeH TepanesTHdeH onuT, Teprencnd Komom 10 mg/2,5 mg ue tpabea pa ce
H3NO0I3EA IIpH:

- [IMammenTy Ha nHanM3a

- TlanWeHTH ¢ HeNleKYBAHA ASKOMIIEHCHPAHA ChPAeUYHA HEAOCTATHYHOCT.

44 CoennaiHn npegynpexAcHHA H NPeANaIHY MEPKH NPH yNoTpeda

Cnennanau npeaynpexicHun

Obupu 3a nepundonpUR U UHOGNAMUD!

Jumuesu npenapamu.
KomGOHHANMATa OT IHTHEBH NpenapaTi H KOMOHHALMATA Ha MEPUHAONPHI ¢ UHJANaMBI 0OMKHOBEHO HE ce
npenopr4ea (BXk. Tovka 4.5).

Cabvpaanu ¢ nepundonpur.

Hsoiino broxupane na cucmemama penun-areuomensun-ardocmepos (RAAS)
Hma nannu, ye eaHoBpeMenHara ynorpeba Ha ACE unxuburops, aHruotensuH Il-penerrropuu 6nokepu unn
AMHCKUPEH NMOBHINABA PHCKA OT XHMOTOHHS, XHNEDKaiMeMHMA M HaMansBaHe Ha OsOpeunara ¢yHxuus
(BksrouMTENHO OCTpa GnOpeuna HemocTaThuHOCT), IMopaau ToBa He ce MpemopnyBa ABOKHO GNOKHpaHe Ha
PAAC upes xoMGuumpanara ynotpeba Ha ACE muxuburopy, aHrnotTeH3nH Il-peuentopun 6nokepu Wi
&THCKHPEH (BX. TO4KH 4.5 1 5.1}

GYHKLNA, ENEKTPONHMTHTE U KPHBHOTO HANATAHE.




ACE unxubutopHte n anrnorensus 1l penernrropHuTe GokepH He TpaGBa Aa ce MPHNATaT €IHOBPEMEHHO
NpH MalMeRTH ¢ AHabeTHa HedponaTHa.

Kanuii-coxpanasauyu nexapemea, xanuesy 0o6aaxi Wi IAMECIHURERI #A COMMA, CoIBPHCAUGH KAl
KoMOMHHPaHeTO Ha NEpPHHAONPHI C KaTHHA-ChXPAHABAIIM JICKapPCTBa, KANMEBH A00ABKM WIM 3aMeCTHTENH
Ha cofl, CBIbPXKAIIH Kanui 0GHKHOEEHC HE Ce TpenopbYBa (BX. Touka 4,5).

Heymponenus/Gzpanynoyumo3a/mpomooyumonenus/aneMus

HeyTponenus/arpaHyionuTo3a, TPOMOOLMTONCHNA ¥ AHEMHA C¢ ChoOIIABAT NpH MALMEHTH, NOTYYABALIA
ACE unxubutops. Ilpn nmaupeHTn ¢ HopmanHa GpOpevHa GyHKUMA 6€3 APYTH YCIOXKHSBAIMM (AKTOPH
HeyTpOTieHMS c€ cpema panko. IlepuHnompmn TpaGBa A2 ce M3INONM3BA C M3KIIOUMTENHO NOBHIUEHO
BHHMAHHE MPH MAlHEHTH CbC CHAOBA KONAreH03a, AMYHOCYNIPECUBHA TEPANHS, TEYSHHE ¢ ATOMYPHHOA WIH
MPOKAHHAMHU] MJIH KOMOHHAIMA OT TE3M YCIOXKHABAUM (axTopH, ocobeHo npu chilecTByBaia On0peusa
HEZoCTarb4HOCT. HAkou oT Te3u NalMeHTH ¢a pasBwIN CEpHO3HH HHGEKLMH, KOWTO B OTAEIHH CIyUaH HE ¢a
OTIOBOPHNH HA HHTCH3MBHO aHTHOHOTHIHO evieHHe. B ciy4aii Ha u3nonssase Ha NEPHHIONPKI NPK TaKHBA
NALMEHTH C¢ MpPENOpLYBa NEPHOIHYHO M3caeABaHe HA NEPKOLHTHTE, a [auMeHTATe Tpabea na Omoar
HHCTPYKTHpPaHH Oa cpoOliaBaT 3a BCAKA NposBa HA HHPEKIMA (HAmp. BH3NAICHO IBpIO, NOBHILEHA
TemMmeparypa) (Bxk. TOukH 4.5 H 4.8).

PEHOGIJCF(}U!HPHG XUREPMOHUA.

Ipy nauyeHTH ¢ ABYCTPaHHA CTEHO3a Ha OBOpeYHaTa apTepud WIH CTEHO3a HA APTEPUATA NPH €NHH
dyukHonupam 6x6pek, nekyBaaH ¢ ACE uHxn6GHUTOpH, CHIISCTBYBA NOBHILEH PHCK OT XHIIOTOHHA H
OBOpevHa HEZOCTATEYHOCT (B, TOUka 4.3). JleueHHETO ¢ AMYPETHIIM MOXKE J1a CTaHe JONpHHAcAL (akTop.
3ary0ara Ha 6BOpedHa GyHKIUMA MOXKE A2 HACTHIN NPH MUHUMANHH H3MEHEHHA B CEPYMHHA KPSATHHHH
HOPH MTPH NAlMEHTH ¢ ¢OHOCTPAHHA CTeHO3a Ha 6L0pevunara aprepus,

CapoxuyecmeumenHecm/anzuoedem

AHIHOEAEM HA JIHLETO, KpaftHKUMTE, YCTHMTE, €3HKa, IJI0THCA W/HITH IAPHHKCA Ce€ ChOOLIABAT PSIKO OpH
NALMEHTH JIEKYBaHH ¢ HHXHOMTOPH HA AHTHOTEH3HH-KOHBEPTHDAUIMA €H3HM, BKIFOYHTEIHO NMEPUHAONPHA
(sxk. Touka 4.8). Toll Moxe Ia HACTBIM IO BCAKO BpEME B X0Ja Ha JieueHneTo. B Taxusa cmywan nedeHmero
¢ nepuHponpun TpabBa Ja ce NpekpaTH He3a(aBHO H TpAGBa Aa ce Ha3HAYH CHOTBETEH KOHTPON 10
HACTBIIBAHE Ha TTRIIHO OOpaTHO pasBHTHE HA CHMIITOMATHKAaTa, [pead ocBoGoXIapane Ha manmeHra. B
CITyYauTe, NPH KOUTO OTOKBT 33CATA CAMO JHLETO M YCTHHTE, TOBA ChCTORHHE o0M4aiiHo npeMuHaBa Ge3
JICYEHHE, BBIPEKH 9 HMA NMON3a OT AHTHXHCTAMMHOBH CPEZCTBA 3a 00JieKMaBaHE Ha CHMITTOMATHKATA.
AHTHOEJIEM, CRBP3aH ¢ OTOK HA IAPHHKCA, Moxe aa 6bae daraneH. Korato HMa 3acArase Ha e3HKa, [JIOTHCa
HJIH APHHKCR ¢ BEPOATHOCT 33 OOCTYKLMA Ha JMXATENHHMTE NBTHING, HesaGaBHO Tpabpa na ce NpHIOKU
MOAXOAAIIO JICUCHHE, KOETO BKIIOYBA NOJKOXKHO NIPIICKEHHE Ha anpeHannaoB pasteop 1:1000 (0,3 ml xo
0,5 ml} w/BIH MEpKH 3a OCHrypABaHE HA IPOXOAMMOCT HA JHXATETHHTE MBTALIA.

Ipn nauMeHTH OT YepHara paca, nomy4asami ACE umpxuburopn, ce cpofmasa 3a No-BHCOKA YeCTOTA Ha
AHTHOEZEM, OTKOJIKOTO NpH JHia ot Oanata paca.

TlauHeHTH ¢ aHaMHE32 38 aHTHOEIEM OTOK HecBhp3aH ¢ ACE-MHXUOHTOpHO NedeHte Ca ¢ IIOBHIEH PHCK OT
adrvoeeM no speMe Ha nedenne ¢ ACE HExuGurop (X, Touka 4.3).

UpeneH aHTHOENEM Ce chODIIABA PAJKO Npu nanperTH, tekyBand ¢ ACE unxvHOutopH. Teau naumenTn ca ce
OIUIaKBany 0T 0oNka B kopeMa (¢ win Ge3 rafeHe WK NORPERILAHE), B HAKOH CJIYUaH HE € HMaIO
TIpeAMIECTRAI JIHIEE AHINOENEM, a HUBATA Ha -1 ecrepasara ca OuIn HOpMATHU. AHTHOEIEM e Omn
JHATHOCTHUHPAH YPe3 pasIHYHH MPOLEAYPH, BKIIOYHTENHO abaomunanHa CT uH yNnTpasByk, Wid 0o
BpeMe Ha OTiepaliisd, a OIUIAaKBaHUATA Ca NMpeMHHaTH cnel cnupane Ha ACE uaxuburopa. Upesnuar
anryoefeM Tpabea da 6bAe BKIOYCH B AHOEpeHIHATHATA AHATHO3A NPH NAUMEHTH, TipHuemami ACE
WHXHOHTOPH, OIUIAKBAIH ce OT GOJIKa B KOpeMa.

KoMGHHHpaHeTO HA NEPHHAONIPHA CBC CaKyOHTPHII/BANCAPTAH € MPOTHBONOKA3AHO MOPAIH Y
OT aHryoesieM (Bk. Todka 4.3). JIenweHne cbe cakyOuTpHn/BaicapTad He TpAdBa 1a ce 3anoyn
H3MHHaK 36 4aca OT MPYEMaHeTo Ha MOCHeOHATA 034 OT JICUEHHETO ¢ MEPHHAONPHIL. AKg
caKyOHTPHI/BAIICAPTaAH € MpEKpaTeHo, IEIEHHETO ¢ NMEPHHONDII He TpadBa Aa ce 3anouy3
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H3MHBANA 36 4aca OT NPHEMaHETO Ha MOC/eHATa 034 CaKyOuTpi/BancapTaH (B, Toxl 4.3 H 4.5).
Emnoppementata ynorpetba Ha ACE urxuburopu ¢ NEP unxuburops (Hanp.patexkagorpHin), mTOR
HHXHOHTOPH (HaIIp. CHPOJIMMYC, €BEPOSIMMYC, TEMCHPOIUMYC) M ITTHIITHHH (HAMD. THHATTHIITHH,
CAKCATHITIHH, CHTAIVIHITTHH, BHIAATTIMIITHH) MOXE 13 ROBeNE N0 MOBMINEH PHCK OT aHTHOSHEM (Hanp,
NOAYBaHE HA AHXATE/IHUTE HTHLA WIH €3HKa, Che WK Ge3 HapyllleHo nHmaHe) (Bx. Touka 4.5).TpaGpa na
Ce MOAXOKAA C MOBHIICHO BHUMAHWE KOTATO Ce 3anodBea pauekagorpit, mTOR aaxuburopn (Hanp,

CHPOJIEMYC, EBEPOAHMYC, TEMCHPOIHMYC) M IJIMIITHHH (HaTp. THHATTUIITHH, CAKCAT/IMITTHH, CHTAT/THITTHH,
BHARATTHITHH) MpH nauyeHt, kolto sede npuema ACE muxuturop.

Anaghunaxmoudnu peaxtjuu no speMe Ha decencUbUNBaYUR

¥Ima u3onupanu ¢hoOEeHN 32 TALMEHTY MOTyHaBaly NPOABLDKUTERHY, XKHBOTO34CTPAIABAITH
anaduiakToOuAHH peakuuy npy ynorpeda Ha ACE uHxuburopy no BpeMe Ha JeCEHCHOWTH3MPAINO JIEIECHHE
¢ OTPOBA OT LUMITOKPHIH HacekoMH (1rienn, ock). ACE naxnbutopure Tpabba na ce M3MoX3BaT ¢ NOBHIIEHO
BHHMAaH}E MNPH ANePrudHy NaluMeHTH TeKyBaHy ¢ AeCeHCHOWTHIAIHA H Ja ce H30ATBAT NIPH NpoBeXKIaIATe
HMYHOTepamnus ¢ OTPOBRM. Te3u peakim ofade mMorar fa ce miberHar upes apemenHo cimupane Ha ACE
HHXAGHTOPA 3a MUHAMYM 24 Uaca Npeau JeUeHHETO TIPH TALUCHTH, HY KIael| ce eqHoBpeMeHHo oT ACE
HHXHOHTOPH H AeceHCHOWTH3ans.

Anaunaxmouonu peaxyuu no epeme #a LDL aepesa

Panko naupents, nonyuasairy ACE unxuGuTops, no Bpeme Ha adepesa Ha JHMNONPOTEHHHTE ¢ HHCKa
mwrsTHOCT (LDL-adepesa) ¢ pexcrpan cyndar ca MMany XKHBOTO3ACTPAIIZBAIIA AHAQHIAKTOHIHH PEaKIHH.
Tesu peakimy ce ¥30Areat ypes spemenHo cmupade Ha ACE-HHXHOWTOpRATA TEpanyd HpeaH HAYATOTC Ha
BCAKa adiepesa.

Hayuvenmu na xemoduanisa

AHaHIAKTOHTHH peakiMu ¢a ChOGLIABAHK NpY NAlMEHTH, NPOBSKNALM JHAMH3A ¢ BHCOKONPONMYCKIHBY
(high-flux) memGpanu (Hanp. AN 69®) u nexyrand eaHospemerno ¢ ACE nuxuburop. Ilpy Te3n nalpeHTH
TpaGBa Aa ce 0OCHAM MINONIBAHETO HA PAIMUSH B AMANM3HM MeMOpaHW MHIH pasaHueH KJac
SHTHXHIEPTEH3HBHH CPEACTBRA.

IIupsuuen andocmeponuzvm.

TanneuT! ¢ TEPBAYEH XUNEPATAOCTEPOHH3BM KATO IANO HE CE BIKMSAT OT JCYEHHE C AHTHXHICPTEHINBHE
nexapeTea, AeiicTBaly Ypes HHXUOHpaHe Ha CHCTEMAaTa pEHHH-aHTHOTeH3HH., [lopany ToBa ynorpeGara ta
TOBA JICKAPCTBO HE CE MPEeNophLYBa.

bpemennocm

He TpaGsa na ce 3anousa nevenne ¢ ACE muxuburopu no peme Ha Opemennoct. [atnesTikHTe, KOHTO
mauxpat GpeMeHHOCT, TpAOBa fa TPEMKHAT Ha aANTEPHATHBHO AHTHXUIICPTCH3INBHO JIEYEHHe, KOETO € ¢
YCTAHOBEH NpodiT Ha 6€30nacHOCT 3a yrioTpeba no peMe Ha GPeMEHHOCT, OCBEH aKO MPONBIDKKTENHOTO
neuenue ¢ ACE unxubaTtop He ce cyere 3a kpaiiHo HeoOxoaumMo. Koraro 6peMEHHOCTTA € OTBRPAEHA,
negenrero ¢ ACE unxuGuropu Tpabsa He3abaBHO 13 ce NPEYCTAHOBH H, aKO € MOAXCHALIO, Ja ce 3arouHe
aTepHaTHBHO Jieyenne (BK. ToukH 4.3 1 4.6).

Cebpszanu ¢ undanamiio:
Yeprodpobna enyedaronamus

[pu Hapywena yepHOApoOHA QYHKUHA THAZHAHUTS MHYPETHUH M TEXHHTE AHANO3W MOTAT Ha MPHUHHSAT,
0cOGEHO B CTy4aH HA €1EKTPOUTEH aucOanane, YepHOAPoOHa eHUEhATONaTHS, KOATO MOKe Ja IporpecHpa
A0 yepHOApoGHA koMa. B Tesn ciydau npHeMaHeTo Ha AMypeTHKa TPsOBa Aa ce enpe HezabaBHO.

DomoceHcubunuayua
Cry4an Ha (oroceHcuOunu3aums ce cboOWIABAT MPU MPHEM HA THASWIHH AMYPETHIH U
(k. Touka 4.8). Ilpu HacTenBaHe Ha (HOTOCEHCHOWMNMM3ALMA NO BpeMe Ha JIGUeHH
cnupaseTo My. Korato NOBTOPHOTO NMPIIOKEHHE HA AHYPETHKA CE CUMTa 33 HeobXonum



Npeanaspage Ha OTKPUTHTE YACTY HA TAJIOTO OT M3/laraHe Ha CNLHYEBA CBETIHHE U W3KYCTBEHH
YJFTPaBHONETOBY TBYH.

Tlpennainy MepxkM BpH YNoTpeda

O 30 nepunOoRPYI 4 UROGRAMUO !

Bvbpeuna nedocmamvyunocm

TIpu Texka 1 ymepeHa G0pedHa HEAOCTATEMHOCT (KEATHHUHOB KNRPBHC < 60 ml/min) nevenuero ¢
NPOTHBONOKA3AHO.

IlpH HAKOH NMANHEHTH ¢ XMIIEPTOHUA U Ge3 MPeAICCTRANH MPOABH Ha §50peTHH yBpe:KIanHA, IPH KOHTO
O10peuHKTE KPHBHA NPoGH MoKa3paT GyHKUHOHATHA OB0peuNa HEROCTATHYHOCT, TedeHHeTo TPAGBa 1a ce
TIpEKbCHE K 10 BE3MOKHOCT J1a Ce BE30OHOBH € [TO-HHCKA J033 IWIH CAMO C &HH OT IIPENIapaTHTE.

I1pn TakHBa NANMEHTH MEAMIMHCKOTO HabII0AcHHE TpAGBa Ja BKIIOUBA YeCTO XOHTPOIHPAHE HA KATHS K
KpeaTHHHHA B CepyMa, JBE CEAMHIN CEA HAYAN0TO Ha JICHEHHETO H ClIe] TOR2 ITO BPeMe Ha TEPAIleBTHIHO
craunHus nepHoX pes Aea Meceua. 3a 6x6peuna HEAOCTATHIHOCT Ce ¢hOBLIARA INTABHO NPH HALMEHTH C
TEXKa CBPAEYHA HEAOCTATRIHOCT HITH [PH JaTeHTHA 650peyHa HeToCTATEYHOCT BRIHOUYHTEIHO CTEH03a HA
PCHANTHATE apTepPHH.

JlexapCTBEHHAT MPOAYKT 0OHKHOBEHO HE C€ MpeNopbuRa NpH GWiaTepatya CTEHO3a HA PeHAIHATE apTepuH
HIIH TIpY €IMHCTBEH QYRKLHOHUpALy 6s0pek.

Aunomonus u 3azy6a Ha 600a u erexmponum

ITpy wamuHe Ha 3ary6a Ha HATPUH CHINECTBYBA PHCK OT BHE3aNHa XHUNOTOHNMS (0COBEHO MPH HHAMBEIK ChC
CTeHO3a Ha peHartHuTe aprepiir). [lopagH ToBa & HeOBXOINMO CHCTEMHO KOHTPOMMPAHE HA KIMHMYHHUTE
CHMITTOMY Ha 3ary0a Ha BOAa H eTEKTPONHTH, KOUTO (MXa MOENH Ja C& IOABAT BGISACTBHE HA
HHTEPKYPEHTHH AHapHA HiH Rospbade. [Ipy raknba naumenTH perosso TpAbBa na ce KOMTpOIHpaT
ENEKTPONHTHTE B CEPyMa.

H3paseHara XHITOTORAR MOXE A3 HAIOKH NPIIoKEHNE Ha MHTPABEHOIHA HHGY3UA Ha H3O0TOHHYEH PasTROp
Ha HATPHCE XNOPHA,

IlpexoaHaTa X®EOTOHHA HE € POTHBONOKAZAHKE 32 NPONRIKABAHE Ha edeuneTo. Cnel BhICTAHORABAHE Ha
AOCTaTHYHH KPBBEH 006M H KPLBHO HAIATAHE IE4eHNETO MOXe Ia Gblie BB3CTAHOBEHO ¢ HAMAEHA 71032 WK
€aMo C eXHH OT NPETAPaTHTE.

Cepymen xanuli

KoMm6uuanpsra Ha nepMEIoNpWI ¥ HHAANAMHI He MOXe N1a IPEA0TBPATH HACTHNBAHETO Ha XUMIOKATHEMIA,
ocobeno npu auabeTyuy 1y npu nauueHTH ¢ 6s0peyHa HerocTaThbuHOCT. KakTo npu BomukH
ANTHXHIICPTEHIUBHH CPelICTBa, KOMOHHALMA ¢ IUYPETUK, PEIOBHO TPAORA N2 ce KOHTPONKPA CEPYMHOTO
HHBO Ha Kanus,

Homownu sewjecmen

Teprencrdp Kombn 10 mg/2,5 mg ne Tpabpa Oa ce mpraara NpH MAIMEHTH C PEIKHTE HACTEACTBEHH
CHHIPOMH TaNakTO3HA HEMOHOCHMOCT, 061 TakTaseH JeduIMT wiM ToKo30-TanakTo3Ha ManabeopOuus,
Huso na Harpuii

Teprencud Kombu 10 mg/2,5 mg cpappxka no-Manko oT 1 mmol Harpuit (23 mg) 3a enna Tabnetka, KoeTo
IO CBUIECTBO O3HAYABRA, Y€ HE CHARPKA HATpHiL.

Cenpaany ¢ NEpUHOONPUR.

Kawnuya
[Tpu ynoTpe6a Ha UAXMOGHTOPH HA @HI'HOTEH3HH-KORBEPTHPALIHA eH3UM Ce choOIIABA 3a cyXa Kanumna. Ts
ce XapaKTEPH3UPa CbC CBOATE YIIOPHTOCT H ¢ HERHOTO H3Ye3BAHE CIEN NpekparaBane Ha nevyeAnero. Mpn
noABara HAa TOIH CHMIOTOM TPAORA A& Ce HMa MPEABHA ATPOTSHHA STHHIOTHE, AKO BBIPEKH TOBA Ce
MPEANOYHTA NpeAnucBadere Ha ACE HHXHGHTOP, MPOXBIKABZHETO HA TOBA JIEYCHAE NPH NOLBATA HA
KaNUTHIEA TPAOBA 03 C€ NPEOLeHARE.

Hedupmpuuna nonyaayus.




E¢ukackocITa ¥ NOHOCHMOCTTa Ha NEPHHAOIPHII IPH CAMOCTOATENHOTO MY HIH KOMOHHHpaHO NpHiaraHe
NIpH Aelia ¥ HOJPAcTSAIIHU He ¢a IPOYUEHH.

Puck om apmepuaina xunomonun wuru OvOpevna Hedocmamvunwoom (6 cayvaume Ha Cbpdeuna
HedocmamuuHocm, 3a2y00 Ha 800A U eRSKMPOTUIMU U PLK.).

3HAUMTENHO CTHMYNHPAHE HA CHCTEMATA PEHYH-aHIHOTEeH3HH-ALI0CTEPOH ce Habmoaasa, ocobeHo o
BpeMe Ha ronaMa 3aryba Ha BOZIA M €IEKTPONMTH (CTPHKTHA JHETA ¢ OFPaHHYEH TIPHEM Ha cOJl My
NPOABMEUTENHA AHYPETHIHA TEpaln), NPH NAIUEHTY ¢ AUCKO H3XOAHO APTEPHANTHO HANATAHE, B CIyYay HA
CTEHO3a HA peHANHYTE apTepHH, JEKOMIICHCHPAHA ChPACTHA HeAOCTATBYHOCT WM IHPO3a C 0TOLM H ACLIHT.
Cneposarendo, §I0KHPAHETO Ha TA3H CHCTEMA MOXE 7a NpeIH3BHKA, 0CO0EHO 00 BpeMe Ha TBPBOTO
ApHEMaHE Ha JIEKAPCTBERAS MPOAYKT ¥ Npe3 THPBATE IBe CEAMMLM HA NIEYEHHSTO, BHEIAMHO CIAAHE HA
KPBBHOTO HaliAraHe H/HITH HOBMIIABAHE HA CEPYMHHA KPEATHHHH, KOSTO TOBOPH 33 GyHKUHOHANHA
Gb0peuHa HenocTaTbuHOCT. {TOHAKOra T0Ba HACTBIBA OCTPO, HO PAAKO H FI0 PAIIMYHO BPEME HA NIEYEHHETO,
TpwH Taxupa cnyuan neueHHETo TPAOBA A3 3ANOYBA ¢ MO-HHCKH JO3H, KOHTO OCTEMEHHO Aa C€ YBEIHYaBar.

Xapa e cmaprecka avspacm.

[Tpeny Ha4anoOTO HA NeYCHHUETO TPAOBA [a Ce H3caecaBaT 650peuHaTa GYHKIMA M CEPYMEHS Kanuii.
Hayannara nosa B nocnenctaue TpadRa Ja ce afaTHpa CIIOPEA TIPOMARATA Ha KPBBHOTO HANATAHE, 0cO0eH0
B CIydaHTe Ha 3aryba Ha BOJA H eNeKTPONHTH, C LEN Aa c¢ u36erne noApara Ha BHEIAIHA XMOOTOHMA.

Amepocxaepoza

PHCK OT XHIIOTOHUA CHUIECTBYBA MPH BCHYKH NALMEHTH, HO oco(leH0 BEHMaHHe TpA0ra 12 ce OTAENS HA
NAlHEHTH ¢ HCXeMMYHA D0niecT Ha ChPIETO HIN LIAPKY)IATOPHA HENOCTATHYHOCT Ha MO3bKa. [Ipu Takusa
ClyRau IeHeHHETO Cnenpa Ja 3aN09He ¢ HUCKA N03a.

Penosackynapra xunepmonus:

JleuenveTo Ha PCHOBACKYNTAPHATA XHIICPTEH3US C€ CHLCTOM B PEBACKYIApH3ALMA. Belipexu ToBa,
HEXHOHTOPHTE HA AHTHOTEH3HH-KOHBEPTUPAIIVA EH3UM MOTaT Aa 6BAAT NIONEIHY NPH NALMEHTY C
PeHOBAcKyTapHa XHIEPTEH3MA, KOHTO 0YaKBAT XHMPYPIUIHA KOPEKIWA, 2 CHII0 TOTABA, KOTaTo TAKaBa
HaMeca He € BhIMOXKHA.

Jleuennero ¢ Teprencud Kombu 10 mg/2.5 mg ue e noaxoasino npy DALHEHTH ¢ YCTAHOBEHA HAH
TONO3MPaHa cTeH03a Ha ObOpeunnTe apTepun, THit KaTo JeveHneTo Tpabba na ce 3anoune B GONHUYHN
YCJIOBHSA B 1038 NO-HHCKA OT chabpkamara ce B Teprencud Kombu 10 mg/2,5 mg.

Cupoeuna Hedocmamsynocm / mescka copoeuna RedoCmamyyHocm

Tlpy naupeHTH ¢ TeXKa ChpAeYHa HeRocTarryHoct (IV crenen) He e nonxoxAmo nevenne ¢ TepreHcud
Komby 10 mg/2,5 mg, Toit karo To TpabBa Aa 3anovHe NOK METULIMECKA KOHTPOJ © HAMANCHA HAYATIHA 1034,
Jleaennero ¢ Gera-Gioxepu NPH MAUHEHTH ¢ XHOESPTORUA H KOPOHAPHA HETIOCTATEYHOCT He TPSOBA fa ce
cnvpa: ACE uHxuburoper TpaGea na ce no6asn kM Geta-Gmokepa.

Huabemunyu

TipH naumeHTH ¢ UHCYNHHO-3ABHCHM 3aXapeH AHabeT (CNOHTaHHA TEeHISHLMA KbM NOBHINEHY CTONHOCTH Ha
cepymuus Kannii) nedenmero ¢ Teprencnd Kombu 10 mg/2,5 mg Tpabsa Az sanousa moa nexapcko
Ha0moleHle © HUCKA Havamna f03a. [HkeMusTa TpabBa Ja ce KOHTPOJNHpA CTPOTC TpH AHAGETHIM,
MPOBENKAALMH NeUSHHE C NepopaIHY AHTHAHACETHY CpefcTBa MM WHCYNHH, 0CoGeHO Nipes NLpBUs Mecel Ha
nevernneto ¢ ACE nuxuburop exc. mouxa 4.5).

Emuuvecku paznuxu

KakTo mpH BCHUKH HHXUOHTOPH Ha aHTHOTEHINH-KOHBEPTHPAUMA eH3UM, TIEPUHAOTIPIIL € IHAYMTEIHO 10-
HeepeKTHBEH 3a MOHMXKABAHE HA KPBBHOTO HATATAHE IPH HEpHATa Pack, OTKONKOTO HPH APYFHTE PacH,
BEPOSTHO MOPAZA [0-TONAMATA YECTOTA HA HUCKOPEHHHORY ChCTOAHMA CPE YSPHOKOKH XUIEPTOHHIH.

Xupypeun / anecntesun
HHXuOHTOpUTE HA aHTMOTEH3HH-KOHBEPTHPAIGHA CHIUM MOT2T A2 HPHYMHAT XANOTOHMA B CAydYauTe Ha
aHecTe3nd, 0cOGEHO KOraTo MPHNOKEHHAT AHECTCTHK NPHTEKABA XHIOTSHIHBHM CBOMCTRA.




IMo Talu npruvHa ce npenopr4YBa NEYCHHETO ¢ HHXMOHTOP HA AHTMOTEH3MH-KOHBEPTHpALMA €HIHM C
YABKEHO [efcTBHE, KaTO HaNpHMep NepuHionpmi, Aa Gpae copsHO, aKo € BE3MOXKHO, eIUH IeH Npeak
onepalusTa.

Aopmua wiu mumpanna cmeno3a / xunepmpoghuuna KapOUOMUORAmus
ACE 1pafBa aa 6uaaT H3NOI3BAHH C IOBHIIEHO BHUMAHHE MPH ITANHEHTH ¢ OOCTPYKLHA Ha H3XOZHHA TPAKT
Ha JIfBaTa Kamepa.

HepHodpobna Hedocmamvyroc

Panko ACE uHXHOMTOPUTE Ca CBBP3AHN ChC CHHAPOM, KOHTO 3aM0YBa ¢ XONECTATHYHA X ELITEHHIA K
nporpecHpa Ao QyIMBRHAHTHA 9epHoapoOta HeKpo3a ¥ (TIOHAKOra) CMBPT. MEXaHHIMBT Ha TOIH CHHAPOM
He € HagcHeH. TTamuenTy, nonyyaranm ACE uHXUOGHTOPH, KOHTO Pa3BHBAT KENTCHHLIA HIH 3HAYUTETHO
NOBHIIABAHE Ha YePHOAPOOHNTe ensuMy, TpabBa na npekparsat npuema na ACE uaxubutopa u na Gniar
MOCTABCHH NOJ CHOTRETEH MEAKLIMHCKH KOHTPON {BXK. Todka 4.8).

AXunepranuemus:

TlosMinaBaHe Ha CEpYMHHMA Kanuit ce Habiropasa NpH RAKOM nauneRTH JNekypauwu ¢ ACE uwxuburopu,
BnouHTENHO HepuHfonpin. ACE duxXubuTopHTe MOrar Ha OpeguIBHKET XHOEPKANMeMMs, Thili XaTo
HEXUOUpaT ocsolokIararneTo Ha anpocTepon, OGHKHOBEHO eieKTa He € 3HAYHM TIPH HALHEHTH ¢ HOPMATHa
OpOpeuna Qynxuma, PuckoBute (akTOpH 32 PasBHTHETO HA XHOEPKATHEMHA BKulousar Onbpeuna
HEeJOCTATLYHOCT, BromapaHe Ha GpOpeunara ¢yaxuMsa, Bh3pact (> 70 roammu), saxaped aHaber,
HHTEPKYPEHTHH YCNOXHEHHA, oco0eHO neXUnparauus, ocTpa ChPASYHA NEKOMIICHCAUHMA, MeTaCoaHTHa
auKa03a W eIAROBpeMeHHA ynmoTpeba Ha Kanmii-CRXpaHABAIM AMYPETWIM (Hanp. CIMPOHONAKTOH,
eINEPEHOH, TPHAMTEPEH, AMHIODHA...), KaTHeRH A00aBKY HNH KATAM-CBUBRDKAM 3aMECTHTENH Ha
TOTBAPCKATA COM; WIH MALMEHTH TPHEMAINH JPYTH JICKAPCTRCHY CPEACTBA CRBDIAHW ¢ MOBHIUABAHE HA
CepYMHMA KanHil (Hanp. X€NapHHY, KO-TPUMOKCA30II, H3BECTEH OILE KATO TPUMETOMPHM/CyNidameTokcason,
apyTH ACE-HHXHONTOpH, aHTATOHACTH Ha AaHrUOTeH3uH-11 pellenropuTe, aleTHACATMIILTORA KACcenuHla [ 3
g/nen, COX-2 muxnburopy n necenexrnpay HCIIBC, MMyHONOTHCKAWN CPEICTBA, KATO MHKIOCTIOPHH WIH
TAKPOITHMYC, TPHUMETONPHM) H OCOOCHO AHTAarOHNCTH Ha ANNOCTEPOHA WIM AHTHOTEH3HH PEUENTOPHM
Gnokepu. VnorpeGata Ha KameBH 206aBKH, KaMuil-ChXPaHABANIM AHYPETHIM WIM KaNHi-CHIBDKAIIH
3aMECTHTENH Ha TOTBAPCKaTa CO, ocoleHo NMpH MaleNTH ¢ HapyuleHa 60peuna HyHKIMS MoXe Ja 10Bene
IO 3IHAMHTENHO MNOBMINABAHE Ha CEPYMHHA Kamuil. XunepkamHeMHATR MOXE A2 IIPHYAHH CEpHO3HH,
noHsKora araruy apuTMuu. Kanuii cuxpansBaliuTe HYPETHUH H GHTHOTEH3HH DEneNTOpHHTE HIokepH
TpsGBa Na ce M3NON3BAT C BEMMaHHE NpH fanMenTy, npueMaiy ACE HHXHOHTOPH, H CEpPYMHHA Kkl H
OnOpeunara Qynkums TpaGea na ce HaGmiomaBaT. AKO eTHOBPEMEHHATA YIOTpe(a HA rOpEeCHOMEHATHTE
CPeCTBA Ce MPHEMa 38 MOAXOAALE, Te TpAOBa fa GBAAT M3MON3BARY C MOBHINEHO BHUMAHWME H MPH 4eCTO
KOHTPONHpAHE HA CepyMHMA Kajuili (BX. ToUKa 4.5).

Cavpaany ¢ undgnamud:

Boowno-erexmponumen bananc

Cepymen nampuii

Tpabpa na 6bae A3CISAREH IPEAR HAYATOTO Ha NIEYEHHETO, 4 CIIEH TOBA PEAOBHO, [TOHMKEHMETO HA
CEPYMHHA HATPHIA MOXKeE 13 6bIe MhpBORAYRIHO HEICHMITOMHO H 3aT0BA € HATIOKHTENHO PENIOBHO
mscnenpane. Hicneaparero Tpadsa ga 6bAe N0-9eCcTo IPH HalpeAHANA BE3PACT H NAUMEHTH ¢ 1IAPO3a (BXK.
ToukH 4.8 1 4.9). Beako nevenne ¢ MAYPETALM MOKE A8 NPHYHHH XHIFOHATPHEMHA, NOHAKOra ¢ MHOTO
CEPHO3HH TIocneANH. XUNOHATPHEMHA C XHITOBOJICMHA MOKE [a € IPHYHHATA 38 AeXHAPATAHA B
OPTOCTATHYHA XHIOTOHUS. EnHOBpeMeHHaTa 3aTy0a Ha XNOPHUAHY HOHU MOKe 4a AoBele A0 BTOpHUHA
KOMIICHCATOPHA META0OINTHA ANKAT03a: YECTOTATA M CTENCHTA Ha To3H edekT ca cnalu.

Cepymen xanui
3aryGara Ha Ka/luii C XMIIOKATHEMHUA NPEACTARIABA OCHOBEH PHCK NPH THA3MIHUTE IMYPETHUH H TEXHHTE
aHano3y. XUNOKaTHEMHATa MOXKE 13 IPEAIH3BHKA MYCKYJIHI HapylueHha. ChoBIIECHN ca ciydan Ha




CPeACTBa, MAMEHTH ¢ LHMpPOo3a ¢ OTCHH U ACUMT, KOPOHaPHO GOMTHH H DAUHEHTH CBC CHPAEYHA
HeZ0CTATHYHOCT.

B Te3m cryvaH XHOOKANTMEMHATA NOBHIIABA CHPAEYHATA TOKCHYHOCT Ha ChPICUHHTE FTHKO3HAM H PHCKE OT
PHTBMHH HapyUIEHNs.

C noermeH puck ca u nuna ¢ yawiked QT HHTEpBan, HE3ABUCHMO NANH TOM € ¢ BpOACH WM ATPOTEHEH
nponsXo. XunokanneMusTa, KakTo H GpanukapauaTa, Neficrea karo dakrop GnaronprsreTaany
HACTBHIIBAHETO HAa TSKKH DHTEMHH HapylIesAs, ocobeno torsades de pointes, kouto Morar fa Genar
¢raTannn.

BB BOHMKH CilyyaH € HEoOXO0AHMO NO-HECTO HICACABaHe Ha CEpyMHMR Kamni. [ThpBOTe H3CIEaBaHe Ha
CepYMHHA Kanuil TpaOBa fa GhAe Npes MHPBATA CEAMHEILA ClIe) 3aTI04YRAHE HA ISHECHHETO.

Tlpu ycranoBssaHe Ha HUCBK KanHi € HeoOXxonnMa kopexisl. XunokanieMus, YCTaHOBEHA 3a8/IHO © HIHCKA
cepyMHa KOHLEHTPALMA Ha MArHe3ui, MOXe 12 He C€ MOBITHAE OT IEYCHHETO, OCBEH KO CEPYMHHAT
MarHeznii He Ople KOpHrHpaH.

Cepymen xanyuti

TuasuaHuTe YPETHLY H TEXHHTE AHATO3W MOTAT AA HAMAINT YPHHHATA eKCKPELHs Ha Kamiug 1 A2
NPENUIBYKAT NIEKO H MTPEXOAHC NOBHIIABAHE HA UTA3MEHATa KOHLCHTPAHHA Ha Kanibi. SHAYNTENHOTO
NIOBYINEHHE HA CEPYMHMA Kasliuii MOXKe J1a ce ARDKH Ha HeAMarHOCTHIHpaH XHI1epIapaTHpeoHanysM. B
TO3M Cyvai NeueHueTo TpsOBa Na ce CIpe Npeny M3CIEABAHETO Ha NAPATHPEOHAHATA (Y HKIIHA.

Inaamen maznesui
Hoxazano e, ue THa3pAWTE ¥ TEXHUTE AHANO3W, BKIIYMTENHO MHJANAMHZ, MOBULIABAT SKCKpEUMATA Ha
MarHeait ¢ ypiAaTa, KOETO MoXe J1a 10BeIe A0 XHIoMarnesuemus (Bx.104ku 4.5 v 4.8).

Kpvena saxap
[IpocnenABaseTo HA KPBBHATA 3aXap € BAXHO HPH IHAGETHIH, 0COGEHO NP HATHYHE HA XHIIOKAIMEMHS.

Huxouna xucenuna
TIpn ManMeRTH ¢ XHIEPYPUKEMAS MOXKE 1A C¢ TIOBUILH PHCKLT OT NOJArPO3HK MPUCTHITH,

Bybpeyna ghynryun u duvpemuyu
THasuAHHTE AHYPeTHUM M TEXHMTE AHANO3H €A HAITBIHO epeKTHBHHM caMo Npu HopMatHa GuOpedHa
GyHKUMA WM OPH MEHEMATHOTO H yBpexaane (CepyMen KpeaTHHUH npHOnmantento noa 25 mg/l, t.e. 220
pmol/] 3a Be3pacTHHA).
ITpu MaLMeHTH B HANPSAHAIA BH3PACT CTOHHOCTHTE Ha CEPYMHHS KpEaTHHKy Tpa6Ba Ja 651aT olcHABaHY
CIOpea BE3PacTTa, TENECHOTO TErNo ¥ nona no popmynara ka Cockrofi:
¢l = (140 - BB3pacT) x Tenecuo terno / 0,814 x cepyMeH kKpeaTHHHH,
KBAETO!

BLE3PACTTA C& MPECTABS B FOMHHH,

TEIECHOTO Terno — B kg,

CEpYMHHMAT KPEaTHHNH — B micromol/l.
Tazu GopMyna e NOXXONAIA 33 MLKe B HaNPeAHATA BR3PAcT 1 TpaGsa fa GbAe aNanTHpaHa 3a JKeHH Ype3
YMHOXKaBaHe Ka pesynrara 1o 0,85,
XHrioponeMusTa, NOABK/IA Ce B PE3YITAT Ha 3ary(a Ha BoZAa M HaTpwil B HAYANIOTO Ha NUYPETHIHATA
TepanuA, MpeIM3BHKEA HaMaABaHe Ha rfoMepynHara ¢uanrpaurs. Toba MOKe 1a JOBSAE A0 NOBHITABANE HA
CEPYMHHTE CTOWHOCTY Ha KPEaTHRUHEA W ypeaTa. Ta3u npexoaua GyHKUHOHATHA SRGpedHA HEROCTATEYHOCT
He BOAHM [0 HeXEeNaH! NOCNeNCTBHA NPM NaliHEHTH ¢ HopMaiHa Ob0peuHa Gy HKLIA, HO MOKe A4 BIOWH
¢nHa HanuyHa 60pedna HefocTaTLIHOCT.

Cnopmucmu
Criopructute TpalGBa 12 3HAIT, Y€ TO3H JIEKAPCTBEH NMPOAYKT CHALPKA aKTHBHO BEIIECTBO, KOETO MOXKE I
HpeAH3BHKA TO3HTHBHPAHE Ha PE3y/ITATHTE NPH JONMHTOB KOHTPON.

Xopoudanen uanue, CUlHO KbCOZNEACTE0 U GMOPUSHA 3AKPUMOBIBIRG 2AAYKOMA
CynédonaMunuTe HIH NPOH3ROIHATE OT CyIOHAMH JekapcTBa, MOTAT A2 IPHIHEAT HAH
peakuus, H3pa3sBallia ce B XOPOKHJANCH NIIHB ¢ AeeKT Ha IPUTENHOTO HOMNE, IPEXOIHO K
OCTpa 38KPHTOBI'BIHA FNayKoMa. CHMITOMMTE BKJIIOYBAT OCTDO HAYANO HA HAMATCHA 3D




oyHa Gonka ¥ oGUKHOREHO e OABABAT B PAMKHTE HAa JACOBE 10 CEAMMULIH CJIE/ 3RII0YBAHE HA IPHEMA Ha
nexaperoTo. HemekyBsanara 3akpHTOBIRIHA FAAYKOMA MOXe fia JOBEE 10 NOCTOAHHA 38ry6a Ha 3pexHe.
[TbpBOHATANHOTO TEYEHHE CE HIPAsARA B CIIMPAHE NPHeMa Ha IeKapCTBOTO KOIKOTO C& MOME MO-CKOPO.
Moxe aa ce HanoWH A2 ce 0OMHCNN CHOTBETHO MEMHLMHCKO MK XHPYPIHYHO JIEYEHHE, KO BETPEOUHOTO
HAJMAHE 0CTABa HEKOHTPONHPAHO, PUcKoBUTE (JaKTODH 32 Pa3BHTHETO H2 OCTPA 3AKPUTORIBIHA ITAyKOMa
MOTaT Ji2 BKJIIOYBAT NPEJIIECTBANA ANEPria KbM CyAPOHAMUIM WIH NCHUIHNAH.

4.5 Jlexapcrpenn BianMoaeficTBHA U Apyry dopmu Ha B3anmMonelicTane
Obuu 30 nepuHIGNpUL 4 UHOGHaMUQ!

Kombunauuu, xoumo ne ce npenopuvugam;
JInTHesn npenapaTH: HMa coOMIeHNa 38 06paTHMO MOBMILABAHE HA CEPYMHUTE KOMUEHTPALIHK Ha THTHA

H TOKCH'IHH PEakuHH IIPH eJHOBPEMEHHO NIPHI0KEHHE Ha THTReRH npenapatd H ACE nuxuburops,
Vnotpebara Ha nepuuaonpwI b koMOHHALMA C WHAANIAMHI B TUTHEBH MPENAPATH HE C& NPENnophysa, HO aK0o
ce HAnoXxK KoMOuHHpaKe, TpAGBa Na ce NpoBeae BHHMATEIHO KONTPOAHMpPAHE Ha CepyMHMA Turuil (Bx.
To4Ka 4.4).

Kombunauuy, usuckeauyy cnequaing snumanue:
- Baxkaohen: NOBUIICH AaHTHXBACPTEH3IHBEH edexT. KOHTponnpane Ha KPHEHOTO HANAraHE M NPH HyXaa

KOPEKLNA Ha J034Ta Ha AaHTHXUIIEPTEH3HBHOTO CPEACTRO.,
HecTepouaHA HPOTHROBBINAANTEIHH JeKapcTBenn NpodykTu (HCTIBC) (BkmounTenno
SUCTHICAINIMIOBA KHCeNHHA = 3 g/nen): Korato ACE unxufHTOpH Ce OpHEMAT eAHOBPEMERHO ¢
HECTEPGHINH TPOTHBCRLINAIHTENHN EKAPCTBEHH NPOAYKTH (HAND. aleTHICANHIIOBA KHCETHEA B
Jlo3M 3a nedenre Ha shipaneHus, COX-2 urxuburopu i Recenekrusuy HCTIBC) Moxe na ce HaMann
aHTYXHnepTeH3uppnA edext. Eqnospemennara ynotpe6a Ha ACE unxuGutopy n HCTIBC moxe za
A0BEAE 10 NOBMILEH PHCK 0T BAOWaBane Ha Hp6peunara Gy KU BRIIOYHTENIHO H BRIMOXKHA OCTPa
010peuna HeNOCTATEYHOCT H MOBHILIABAHE HA CEPYMHIA KAIHH 0COGEHO ITPH HAUMEHTH C MpeaiecTBana
cnaba 650peqna dynkuns. KomGunaunara Tpibpa ja ce npunara ¢ BHUMAaHUE 0COGEHO MPY NALMEHTH B
HanpenHana Be3pact. [lammenTure TpAdBa na ca 1o6pe XUAPATHPARY KATO CIeABA A2 Ce NPoCIean
6p0peunara yHKIHA CIe3 3aTIOYBAHE HA EIHOBPEMEHHOTO JIeUYeHNe, KAKTO M TIEPHOAWIHO C/el TOBA.

Kombunayuy, uzuckearits EHUMAHUE:
-  HIMHIIpaMBHONIONOOHE aHTHAENPECaHTH (TPHLHIUTHYHY), HEBPOJISHTHLIN: NOBHUIIEH AHTHXHEPTEHIHBEH

€(eXT U NOBBIEH PHCK OT OPTOCTATHYHA XHIOTOHYA (AnHTUREH edeKT).

Cebpaanu ¢ nepuHdonpug:

Jlaupy OT KNHHUMHM NpPOYYRAHWA MNOKA3BAT, Y€ MBONHOTO GNOKHpaHe Ha PEHMM - AHTHOTCHIHH
anpocTepoHoBata chcremMa (PAAC) upes xomGuHupanara ynorpeba Ha ACE wuxaGurtopy, aurdorensud II-
PELEIITOPHH ONOKEPH WIH ATHCKMPEH C€ CBBP3BA ¢ MO-BHCOKA HECTOT2 HA HEKENAHW CHOMTHA, KATo
HAnIpHMEP XHIOTOHHA, XHNEpKajiHeMHs K Hamanspahe Ha GpOpedHara ¢ynkums (BKMOYHTENHO OCTpa
OnOpevna HeNOCTATHYHOCT), B CPABHEHHE ¢ yrnoTpebara caMo Ha eHO cpegcTso, AelicTsamo Bupxy PAAC
(Bx. Toyku 4.3, 4.4 u 5.1),

Aexgpemsn, nosumasauyu pucka om anzuoedem
Ennospemernara ynorpe6a Ha ACE HRXHOHTOPY Che caxyGHTPIN/BaNCapTal € poTUBONIOKA3aHa, Thil KaTo
TOBA NOBHIIABA PHCKA OT aHTHOEAEM (Bxk.104KkH 4.3 H 4.4). CaxyGurpui/sancaprant He Tpa68a 1a ce 3an0upa
fpef M3 ¢a U3MHHAIH 36 yaca OT NpHeMa Ha TIOCNENHATA J03a OT TepanuaTa ¢ nepunnonpun. Jleyenue ¢
TIEPHHAOHPUT He TPAGRA Na ce 3aTI0YBA Mpe/l 1a ca H3MHHANH 36 4aca crea NpHeMa Ha IOCNENHATA 1034 OT
cakyGurpwr/sancapran (K. Touky 4.3 u 4.4).

Ennorpemennara ynorpeta na ACE unxubirropn ¢© pauekazotpri, mTOR yHxuburopn (Hanp. CHpOauMyc,
EBEPOANMYC, TEMCHPOIMMYC) W T[IUNTHHH (Hanp. JMHATNWITHH, CAKCArJHIITHH, CHTAITIHITTHH,
BHILIATTIMIATHH) MOXKE A8 JOBeAe 4O NOBHIIEH PHCK OT aHryoeleM (Bk.Touka 4.4),

dexapemea, npeQuIcuKEasiy XRNCPRATUEMUS
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Bunpexy, ye cepyMHHA Kamuit 06HKHOBEHO OCTABA B HOPM&IHH TPEHHIM, XHANEPKATHEMHIS MOXE N8 Ce
ROABH NpH HAKOM NauveHTH, Jiekybann ¢ Teprencud KomOu. Hakou nekapcrBa wiM TepaneBTHYHH
KJIaCOBe MOTaT Ja yBENHUaT 4YECTOTaTd HA XUACPKANHEMNA: aIMCKHpEH, KATHEBH COJIH, KaJHii-
CBXpaHABAIM AMYPETHLH (HANp. CIOMPOHONAKTOH, TpHaMrepeH wid ammnopun), ACE-unxuburops,
AHTArOHMHCTH Ha avruoTeH3nH-II peuentopure, HCIIBC, xenapusi, WMyHOIOTHCKAIIH CPEACTBE, KATO
UHKIOCTIOPEH MK TAKPONHMYC, TPHMETOMPHM H KOTPHMOKCa30u {TPHMETOTIPHM/ Cy iaMeToKcaIon), Toi
Kare € H3BECTHO, 4e TpHUMETOnpuM JeficTBa KaTO KanHli ChbXpaHSBAall AMYPETHK KaTo aMMIOPH.
KomOuHalmaTa OT Te3H IeKapcTBa YBE/IHYABA PHCKA OT XHNepKanueMmus. [lopaan ToBa, koMOHHHpaHETO
Ha Teprencudp KoMOM ¢ ropecnoMeHaTHTe NEKapcTBa HE C€ Tpenopbusa. AKO € MpeArnucaHa
¢OHOBPEMEHHA ynorpeba, TpAGBa Aa ce MOOX0XA ¢ BHHMAHME W ¢ YECTO NpPOCHENABAHE HA CEPYMHHS
Kasiui.

Kombunayuu, koume ca npomusonoxasany (exw. mouxa 4.3):

Anuckupen: [IpH nauuenture ¢ auaber wiy HapyuieHa 6u0OpeuHa QyHXuMs ce yBenuuaBa pHCKa OT
XUNEpKaueMua, BIOLIABaHe HA OEOpeyHaTa QYHKIHA H CEPACHHOCHIORATA 3a00ICBacMOCT H CMEBPTHOCT.

ExcTpakopnopaatn JeueHHa;

ExcTpakopriopalHH Jie4eHHs, BOJCLUH 10 KOHTAKT Ha KPBETA ¢ OTPULATEIHO 3APEACHY MNORBPXHOCTH, KATO
HALIpYMED JHanu3a HWIM XeMOQHITpauHs ¢ ONpefelleHH BHCOKONPONYCKIMBH MeMOpauu (Hamp.
HOJTMAKPHITOHUTPHIIHH MeMOpanH) M adepesa Ha JIHIONPOTEHHH ¢ HUCKA ILTETHOCT C AEeKCTPRHOB CYidar,
TOpPamRH TOBHUIEH PHCK OT TexKkM aHadmnaxTounHM peakudu (wk. Touxa 4.3). IIpn HeobXomuMmocT or
nono6uHo neweHue TpAGBAa pa ce oOMMCIM M3MON3BAHE HA [APYT THN IHANM3IMM MeMOpaHH WiIM Ha
AHTHXHIEPTEHINBHO CPEACTBO OT APYT Kiac.

Koubunauuu, keumo He ce Rpenoprysans:

Anmacknpen: IIpu naumenTHTe O3 Auaber win HapyuieHa 6u0peuna QyHKuMA ce yBenuuasa pucka ot
XHNICPKANTHEMHUS, BIOMaBaHe Ha 6b6peunaTa GyHKUMA H CHPIEYHOCHAOBATA 3a601€BACMOCT H
CMBLPTHOCT (BXK. Touka 4.4).

Komb6unupano nedenne ¢ ACE-HuXn6HTOp H AHTHOTEH3HH-penenTopen Gaokep: B aureparypara ce
cbobiltaBa, 4e MPH NAHHEHTH C YCTAHOBEHO ATEPOCKIePOTHYHO 3a00nBaHe, ChpeuHa HEIOCTATEUHOCT
1M fauaber ¢ KpajiiHO opraiHo yBpexiaHe KOMOUHHPaHOTO NeveHne ¢ ACE-HHXUOHTOP ¥ aHTMOTEH3HH-
pelentoped OoKep € CEBEP3aHO ¢ MOBHIIEHA 4€CTOTA HA XHIIOTOHMA, CHHKOIL, XHIIepKanHeMus 1
BlIOILaBaHe Ha 6pOpeunaTa PyHKIHA (BITIOUMTENHO 0CTpa OhOpedna HeAOCTATEYHOCT) B CPABHEHHE C
ynoTpefara Ha CAHH PEHHH-BHIHOTEH3HK-IA0CTEPOH — AeticTBaly areuT, JIBoHHOTO 610KHpane (Hanp.
upes komGuHHpaHe Ha ACE-HHXHOHTOD © aHTarcHMCT Ha anrkoTeHsHH-11 peuentopure) TpaGBa ma ce
OrpAHHYARA CAMO 10 OTACIHH CIYYaH C HEMOCPeNCTEeHo HadmoaeHne Ha OnbpedraTa QynKums,
cEpYMHHA Kanuii M KPRBHOTO HANATAHE (BX, TOuKa 4.4),

EctpamycTun: Puck 0T yBennyabaHe Ha HEKETAHWTE Peaki[d, KaTo aHTHOHEBPOTHYEH OTOK
(aBrHoemem).

Kaanii-chXpaHABSIUH AHYPETRIN (HATID, TPHAMTEPEH, SMHAOPHL. . .), Kaiuil (conn):
XunepxanneMus (NOTEHIHATHO (aranHa), oco0EHO CHEMECTHO ¢ Hp0peyuna HEACCTATHIHOCT (ANUTHBCH
XHnepkanuemyueH edexr). KomGHHUpaHeTo HA NEPHHIOONPILI ¢ FOPECTIOMEHATHTE ICKAPCTRA He ¢é
npenopeiBa (BK. Touka 4.4), AKO BBIPEKU TOBA € MOKa3aHa KOMOUHHpana ynoTpe6a, T Tpa6Ba 1a ce
TIPOBEXIA BHUMATENHO ¥ C PeAOBHO HAO/IONSHYE HA CEPYMHMA kamiii. 3a yrnorpe6a Ha cOHpOHONAKTOH
{IPH ChpASYHA HEAOCTATBYHOCT B, TOUKATa ,, KoMOHHALHY, H3HCKBAIIN COCUMATHO BHUMAHHE",

KombOunayuu, usucxkeawy cneyuging suumanue;

- AHTHIHAGETHH cpeacTBa (HHCYJIAH, OPATHH XHIONIHKEMUYHH BelnecTBa): EnuneMuonoruynuTe

Npoy4BaHHA [PEINOIAraT, 9¢ €IHOBPEMEHHOTO NpHIokeHHe Ha ACE~ HHXUGUTOPH U MPOTHBOAHAGETHH
MEUKAMEHTH (MHCY/IHH, OPATHH XHIIOTTHKEMHYHI BEMECTBA) MOXE Na A0Bee 10 3achieH eexT Ha
HaMaNABaHe Ha KPLBHATA 3aXap C PHCK OT XHMOIMUKeMHuA. ToBa ABNEHHE U3reKIa € NIO-BEPOATHO Aa
BBIHMKHE NIPe3 MBPBUTE CEAMHLIM Ha koMOHMHMPAHOTO JieueHHe H IIpH nalvenTH ¢ Gu0pedna
HENOCTATBUHOCT.

Kajanii-HecLxpansipamy JAYpeTHin: IlaupeHTHTe, npUeMamM AUYPETHIH, U O
3aryOa Ha 00eM W/HIH CONM MOTaT a NOYYBCTRAT MPEKOMEPHO MOHHKABAHE HA KPBB
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3anoysaue Ha neyenue ¢ ACE-HHxuOuTOp. Be3MOKHOCTTA 33 XUROTORHYHH eheKTH MOXKe Ja Ce HAMANH
9pes CIHpaHe Ha THYPEeTHKA HIH Ype3 YBelIHuaBaHe HA obeMa HIIH NpHeMa Ha COJMM Hpedd HAYAN0To HA
JIEIEHAE C HACKH U MOCTENEHHO HAPACTBAILH J03H NCPHHIOTPHIL.
Hpu apmepuanna Xunepmonus, XOTaTo NPENHRITHO JISIEHHE ¢ AMYPETHK MOXE Ia e NPUYAHIIO 3ary6a Ha
conu/obeM, TpaGBa MMM Npedn 3anouBaHeTo Ha ACE-MHXHOHTOp 1a Ce CNpe NMYPETHKLT (B TakbB
Cryuall BriocnencTEHE MOXKE TIOBTOPHO Ja C€ BhBEAS KaTuii-HeCHXPanHABAI JHYPETHK), WM NIPHEMEBT HA
ACEnHXnOUTOp [a ce 3an0¥He ¢ HHCKA 1038 ¥ NPOrPecHBHO A2 HAPACTHa.
Ilpu xonzecmuera cvpdeuna nedocmameNtocm, nexyeana ¢ duypemux, npueMsT Ha ACE-mixuGurop
Tpafba Na 3anodHe ¢ MHOTO HMCKA 2033, HO BBHIMOKHOCT C/Je] HAMATABAHE HA J03aTa Ha CBhPIAHHS
Kanvii-HechXpaHaBall JHYPETHK.
Bue Beuukn crmyvad TpaGBa na ce mabmomama GuGpevnata qyHkuMA (HWBaTa Ha KpeaTHHHH) npes
ITEPBHTE HAKOJIKO CEOIMHIM Ha siedendero ¢ ACE-uaxubnrop.

- Kaauii-cbXpaasBeIn JHYPeTHUN (eNIepeHOH, CNHPOHOIAKTON): C enliepeHOH WK CIMPOHONAKTOH
B HHCKN J03H oT 12,5 1o 50 mg sa nex # ¢ ACE-HHXHOHTOPH B HEECKH JIO3H:
[lpu nevenne Ha cupicuHa HenocTarhuHocT oT knac [I-1V (NYHA) ¢ dpakuia na Hariacksate < 40% u
npenpurEo nedenne ¢ ACE-unxuburopn M OPHMKOBH IUYDPETHIM CHUIECTBYBA PHCK OT NOTEHIMATIHO
¢atamna xunepkainemud, ocobeHo IPY HeCHA3BAHE HA MPEANHCAHHTE NPENOPHKY 34 TA3H KOMOMHALMS,
[penu na 3amouHeTe KOMOHHHPAHOTO IEHEHHE, TIPOBEPETE OTCECTBAETO HA XMITEPKANHEMUs ¥ HAPYLIEHa
OnOpeana GyHKImA.
[IpenopbuBa ¢¢ CTPHKTHO HaOMOACHHE 33 KWIHEMHA M KPEATHHHHEMMH ©XECceOMHMAO Mpes NupsHd
MECEH OT AETEHHETO ¥ €XKeMecedHO BIOCIeACTRIE,

Kombunayuu, uzuckeauiu enumManue;

- AHTHXHOCPTeNIHBHE CPEACTBA W BajoAuaaTaTopu: ExnospemMenuara ynoTpeba Ha T€3x BEHISCTBA

MOKe J]a YBENUIH XHNOTOHMMHOTO NeiCTBRe Ha nepiHaonpwl. KoMOHHIpaHETO ¢ HUTPOTANUEPHH H APYTH

HHTPATH HIH APYTH BAIONHIATATOPH MOXE JOITLIHHTENHO A IOHHKH KPEBHOTO HANATAHE,

- AnOnypuHON, UHTOCTATHIH WIH BMYHOCYUPECHBHH CPEACTRS, CHCTEMHH KOPTHKOCTEPOHIH HIIN
NPOKAHHAMHA: eAHOBPEMEHHOTO NpHnaraHe ¢ ACE nuxu6uTopH Moxe Ja AOBERE 10 HOBHIIEH PHCK OT
NeBKOTIeHHs (Bx. To4ka 4.4).

~  Amnecrernnn: ACE HEXHOMTOPHTE MOTAT 14 3aCHIAT XHIOTEH3UBHITE eGeKTH HA HAKOH AHECTETHLH
(Bx, To"ka 4.4).

- CumnaromumeTann: CHMIaTOMUMETHIUTE MOTAT & HAMANAT aHTUXHAEPTEH3HBHOTO NeficTBHE Ha
ACE- uHxubHTOpHTE.

- 3naTHA NpPenapaTH: HMA PENKH ChOGILICHUA 32 HETPUTORIHH PEAKIMH (CHMITTOMATHKATA BKTIO4BA
334EPRABAHE HA NHIETO, TANeNHe, MOBPBILAKE M XMIIOTOHNA) NPY NAIMEHTH NPOBEK Al TEPanus ¢
HIDKEKLMOHHO 31aT0 (HATPHER aypoTHeManar) 1 eanospeMenno ACE-BHXHOHTOPHO eveHue,
BKITHOYHTENHO € MEPHHAOIIPHII.

Cauprany ¢ yHoaqnamuo.

Kombunauuu, u3uckeauiy CHeqang aHUMAHHE:
- JlekapcTReHH cpeAcTBa, NpeAN3BHKBAIIM torsades de pointes: mopagu pHCKa OT XHAOKATHEMHS,

nHnanamu] TpAGBa Ja ce npunara ¢ NOBHLIEH0 BHHMaHiE B KOMOHHALMA C TEKAPCTBEHH NPOAYKTH,
KOHTO npean3BHKBAT torsades de pointes, kaTo, Ho He camo:
- HanpuMep Kirac fa anthapuTMimEy cpeacTsa (Hanp. XMHHAMH, XHAPOXWHHIVH, TH30TIMPAMEL),
- knac [1l aHTHAPHTMIYHN CPeACTRa (HAP. aMUOAAPOH, NodeTHIHA, HOYTHIIA, GPETHIHYM, COTANION),
- HSIKOM aHTHICHXOTHIIA
¢eHoTHA3HHH (Hanp, XTOPIPOMA3HH, (HAMEMA3HH, IEBOMETIPOMAZKH, THOPHLA3HH, TPUDTYonepasnn),
Oer3amMuIy (HANp. aMUCYINPHA, CYNHPHA, CYITOTIPH, THATIPUM),
GyTHpodeHOHH (Hamp, APONEPUAOI, XATONCPHIOM),
JpPYTH aHTUIICHXOTHIM (Hanp. MUMO3ML),
ApyrH cyGCTAHIMH (Hanp, GEnpHIIL, WH3ANPHT, AU(EeMaHN, EPHTPOMULIMH i.v., XatohaHTpuH, MHIONACTHH,
MOKCHGBAOKCALHH, TeRTaMHANH, criapduioKcalyH, BUHKAMMH i.V., METa[OH, aCTEMU300, TepeHatuH),

Jla ce npefoTRpaTABA XMNOKANTHEMUATA, aK0 € HeoBX0IUMO A Ce KOPHTHDA: KOHTPOMHPAHES
WHTEPBaJI.
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- JlexapcTBeHY CPeaCcTRE MOHMMNKABAIIH CepYMHNS Kaumil: amboreprmn B (3a i.v. npunoxenne),
INIIOKOKOPTHKOMIH W MHHEPAIKOPTHKOHYM (33 CHCTEMHO NPANMKEHNUE), TETPAKO3aKTII, CTHMYIHDALLH
NepUCTAITHKATA JIAKCATHBHY CHENCTBA; NOBHEH PHCK OT XHNoKanuemua (anaTHpeH edekt). Ha ce
KOHTPOTHPA CEPYMHMA KK U ak0 € HeoOXOAHMO Aa ¢e KOPUTHpa; ocofeHo BHMMaHne ¢ neoGXxomumMo B
cITydali Ha eMeHHE ¢ NUMTHTANCOBH Npenaparuc. Tpadea [a ce HINOMBaT BECTHMYIHDAIH RakCaTHBHE
cpeacTsa.

- JARrATasHCOBN npenapaTH: XHNOKATHEMHATA W/ HAH XHIIOMATHEIHEMHATA NPEAPAZNONAraT KbM
JUMMTATHCOBA TOKCHYMHOCT. [Ipenopeusa ¢e Aa ¢¢ npocneasBa wiasMenus kanul, maruesuit 1 EKI 1,
ako e HeolXonIMo, IeYeHHETO 12 63Ae XOPHrHpaHo.

-~ Anomypunon: KoMOHHHPAHOTO NEYCHHE ¢ HHAAMIAMUA MOXe [1a YBEANYM YECTOTATA HA PEaKIHHA HA
CEPBXYIYBCTBHTENHOCT KBM ANOMYPHHOINL.

KomPunauuy, uaycxequiu 6HUMAnuE;

- Kannlt chxpanapailly qHypeTHUN (AMIIOPUA, CIIMPOHONIAKTOH, TPHAMTEPEH): BRIPEKRH, Ye PALMOHATHATE
KOMOKHALMY C2 0T NOA3a 38 HAKOH NALMEHTH, BCE IAK MOTAT Ja C¢ TIOABAT XHITOKATHEMHA HIH
xumodarpueMus (ocobeHo mp naunentTu ¢ 6Gubpeuna wegocrarsuHocT HAH ZHAGer). Tlnazmenus kanuit n
EKT tpabpa na ce npocienaBaT H, ako ¢ HeoOXoHMO, eIeHHeTo Aa ¢¢ TIpepasriena.-

- MergopMum: PHCK OT NaKT4THE AlHA034 [IPEIH3BHKANA OT METHOPMAN, TIOPAIH BBIMOKHA
dbynxumosamaa 6L6peuHa HENOCTATEYHOCT CBBP3AHA C ANYPETHLM ¥ 0CO6EHO ¢ GPHMKOBH AMYpETHIM.
Ha He ce usmonsna MeTdOpMHR, aKo CEPYMHMAT KPeaTHHHH Hageuinasa 15 mg/l (135 micromol/l) 2a
mbie B 12 mg/l (110 micromol/1) 3a xenu.

- Hoa-chanLpxamm KOHTPACTHN CPEACTRA: B CAYYAl HA IEXWAPATALMS NpEOM3BAKAHA OT OHYPETHLH,
CBIISCTRYBA MMOBHIIEH PHCK OF ocTpa OBOpeuHa HenocTATRIHOCT, 0co0eH0 Py ynoTpeda Ha BHCOKH
A03H KOA-CHLABPKAIIM KOHTPACTHH cpencTsa. TpaldRa Ja ce MPOBEAS pexAPATALNS APEIH MPUIATAHETO
Ha Hoa-ChIBPKAMOTO KOHTPACTHO BELIECTRO,

- Kajnuuii (const): prck oT noBHIIABaHe HA CEPYMHHS KAy, nopasy HAMANCHA eJIMMUHAIMA HA KANUHi
C YpUHaTa.

- IBKJOCNOpHH, TAKPOABMYC: PUCK OT IOBHILABAHE HA CEPYMHHA KPEATHHHH Ge3 NpoMsHa HA
LUUPKYIHpALINSE GHKIOCHOPHH, Fake H ¥ HICA Ha 3ary0a Ha cONu M BoJA.

- KOPTHKOCTEPONIH, TETPAKO3AKTH (CHMCTEMHO NPpUAOKeHHe): HaManahane HA AHTHXHIICPTEHINBHNAS
edext (3aaBpxKane Ha cON ¥ BOIA, IHTKAIIO C& Ha KOPTHKOCTEPOHINTE).

4.6 @epTHAHTET, GPEMEHHOCT N KBpMEHE

Mpensup edekTUTE HA OTAGIHUTS CHCTABKH B TOIH JIEKAPCTBEH NPOAYKT BEPXY GPEMEHHOCTTA M KEPMEHETO,
Teprencud Kombu 10 mg/2,5 mg He ce mpenophusa npes MbpEUA TpUMECTsp oT GpeMennoctTa. Teprencud
Kombu 10 mg/2,5 mg € npoTHBONOKa3aH N0 BPEME HA BTOPHS H TPETH TPUMECTHD OT GPeMEHHOCTTA.
Teprencnd KomOn 10 mg/2,5mg He ce npenopsura no speMe Ha kxpueHe. TpaGra 1a ce Bieme penieHne
JTH I3 e NPEKBCHE KBPMEHETO Wik Ja ce cnpe Teprencud Kombu 10 mg/2,5 mg npeasia BaxHOCTTA Ha
TOBA JIeYEHHE 3a Malikara,

BpeMennocT:

Cewpaany c nepundonpun;

He ce npenophuna ynorpebata na ACE uuxuOvropu mo BpemMe HR OBPBHR TPHMECTBP OT
GpemenHocTTa (Bx.4.4). Ynorpebara na ACE HHIRGHTODH € NPOTHBONOKAIAHA NO BPeME HA BTOPHS #
TPeTHA TPHMECTLD 0T GpeMeHHOCTTa (B, ToukH 4.3 1 4.4).

ENHAeMUOIOrHYHATE JAHHH OTHOCHO PHCKA OT Teparoreved edekT karo pe3ynrar oT excnozdims Ha ACE
HHXHGHTODH NO BpeMe HA ITEPBHA TPUMECTBP OT GPEeMEHHOCTTA He ca yOemWTeNnHn: BCe MaK He MOXE Aa ce
H3KJIIOYH JIEKO NOBHIIABAHE Ha pHcka. I1allueHTEHTe, KOMTO IUTAHMPAT OPEMEHHOCT, TPAOBa B3 NpEMHUHAT Ha
ANTEPHATHBHO AHTHUXHIIEPTEH3UBHO JIEUCHUE, KOETO € C YCTaHOBeH npodiit Ha 6e30nacHocT 3a ynoTrpeba no
BpeMe Ha GpeMEHHOCT, OCBEH KO0 NMPOXLIKUTENHOTO NedeHne ¢ ACE mrxuburop He ce cuere 3a Kpaiho
Heobxomumo. Korato 6pemMeHHOCTTa € NoTEBpAeH?, tevenneTo ¢ ACE uuxuburopy Tpabsa nesaf
NpeyCTAHOBH H, aK0 € MOAXOAIIO0, fa Ce 3an0YHe ATTEPHATHBHO IedeHHe.
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Hapectno e, ue excrioznmuATa Ha JeueHne ¢ ACE nuxuGHTOPH N0 BpeMe Ha BTOPHA H TPETHA TPHMECTHD
npeay3BikRa HEeTOTOKCHUROCT NPU YOoBEKa (HaManABade Ha GnOpedHata QYHKIMA, ONKMOXHIPAMHHOM,
3aapsHe Ha OCHGHKAUHATE Ha Mepena) M HEOHATATHA TOKCHYHOCT (6R0peuna HEMOCTATHYHOCT, XHIOTOHMA,
XHMepranyemys) (Bxk. Touka 5.3).

Ako ekcniosHuuATa Ha ACE nHXuGHTOp ce CIyMH OT BTOPHA TPHUMECTRD OT GPEMEHHOCTTA, C€ penophuna
YATPA3RYKOBO NpochenssaHe Ha OvOpeunara GyHKIHA B 9epena.

Hosopozenure, uniito Maiiku ca npuemant ACE uHxuGWTOpH, Tpnbsa 1a ce HabmozaBaT BHUMATEIHO 32
XUNOTOHHA (XK. ToUkH 4.3 ¥ 4.4).

Cerpaany ¢ undanamuod;
JIuTiCRAT WY HMa OrpaHH4YeHH ZaHHH (no-Matko oT 300 3aPBpUIMAK GpeMeMHOCTH) OT ynorpebara Ha

#raanaMun npy Opemennn xeru. [IponsnkuTenHaTa THAIMIHA €KCHOIUIMA TIPE3 TPETHS TPHMECTHP HA
OpeMeHHOCTTa MOMKE 1a HAMATH [LTasMeHud obeM Ha MalfuHHMI OPraHUIBM, KAKTO H YTEPO-TLIAlEHTAPHYA
KPBBOTOK, KOSTO MOXKe 1a NPHYHHY (PeTO-IUTALCHTAPHA HCXEMHS M 3a0aBiHe Ha pacTeka.

[Ipoy4BaHuATa IPH KEBOTHA HE MOKA3BAT NPEKK HIHM KOCBEHH Bpeanyl neficTRUA Mo OTHOMCHAE HA
penponyXTHBHATA TOKCMHHOCT (BK, TOUKa 3.3),

Karo apeanasna mapxa, 3a NpeAnodnTate € Ja ce n3GArsa ynotpedara Ha HHIATAMUA 110 BPEME Ha
6peMeHHOCT.

Kvpmene:

Teprencud Kombu 10 mg/2,5 mg He ce IpenopbyBa Npi KbPMEHE.

Cavpaanie ¢ nepuldonpu.

[Topaay nunca Ha MHGOPMALIHA OTHOCHO YIIOTPEbaTa HA NEPHHAONPII [0 BpEME HA KbPMEHE, NePHHAOIIPIT
HE C& IIPENnopbYBa B B TO3M CTy4ali 3 NPEANOUMTAaHE Ca ATTEPHATHBHH AEYCHHR ¢ T0-R00pe YCTAHOBEH
npodun #a Ge3onacHoCT, 0cOGEHO KOraTo ¢€ Kacae 3a KLPMEHE Ha HOBOPOIEHO WIH HA NPEXKAEBPEMEHHO
POAEHO ZeTe.

Cevpaanu c undanamug:

Hsama noctarsuHo nHGOPMALHA 33 eKCKPETHPaHETO Ha HHANNAMAT/MeTabonuTHTe B KhpMara, Mowxke na ce
NOABH CBPBXYYBCTBHTENHOCT KbM CYpOHAMMIHM NPOU3BONHM M Xunoxanuemud. He MOKe Aa ce H3KIouH
PHCK 33 HOBOPGACHATE/KEpMaveTaTa.

HunarmaMul ¥Ma roMo CXOACTBO C THAIMAHATE AUYPETHIH, KOHTO CA CRLP3AHH B NEPHOLA Ha KBPMEHE C
NOHIKEHHE WIH NOPY CIYpPaHe Ha OTACNAHETO Ha KbpMa.

HunanamMun He Ce npenopsYsa 110 BpeMe Ha KEPMEHeE.

PepTHARTET

Obwo 3a nepundonpUR 1 URGANAMUO

HpoyusanusATa 32 PENPOAYKTHBHA TOKCHYHOCT HE NOKA3BAT RMMAMHE BBPXY (EPTIIHTETA TPH KEHCKH H
MBXKH IBX0RE (Bk. Touka 5.3). He ce ouakpa piugnue BLPXY PEPTUIHTETA IIPH XOpa.

4.7 Edexrn pppxy cnocoGrHecTTa 32 modHpane ¥ pabora ¢ MAIINHY

JlBeTe aKTHBHH BEIUECTRY, CAMOCTOSTENHO MNH B komMOmnaundra Tepredcud Kombu 10 mg/2,5 mg, ne
OK23BaT BIMAHHE BHPXY CNOCOOHOCTTA 3a Wodwipade © paGoTa ¢ MAIMHY, HO IPM HAKOM NMALHEHTH Morar
13 HACTBOAT KHIHBHAYATHE PERKIHY CBLP3AHY C IOHWKABAHE HA KPLBHOTO HANATAHE, OCO0EHO B HAYAIOTO
Ha JIeYeHHETO WK B KOMOHHALMS ¢ IPYry aHTHXUNEPTEH3UBHH CPEACTRA,

B pesynrar ya ToBa MOKE A4 Ce HapyiuH CnecoDHOCTTA 3a odupane win padoTa ¢ MaluMHH.

48 Hexenany NeXapcTBEHH PeaKIHA
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a. OBobwes npodun Ba He30NACHOCTTA

[punaraseto Ha HEpHRAOTPHI MHXHORPA 0CTA PEHHH-AKTHOTEHIMH-ANNOCTEPOH ¥ BOAH A0 TEHACHIMA KbM
HaMangBaue Aa KAnKeBaTa 3ary6a NprIHEeHa OT HHAAMaMHZ,

llect mpoueHTa OT NaRHEHTHTE Ha nevenye ¢ Teprencud Kombu 10 mg/2,5 mg nonyyasar XufOKaTueMus
{cepymen kamili < 3,4 mmol/).

Haii-yecto HabmopapanyuTe HEXETAHN PEAKLIAY CA:
- C MEPHHIONPHI: 3aMAAHOCT, rMIaBOOOIHE, MapecTesus, AUCTey3ud, SPUTETHN HAPYIUEHHs,
CBCTOBLPTEH, UIYM B YIUNTE, XHIOTOHHSA, KAINUIMLA, NMCHHEd, kopemHa Gonka, samek,
JMUCTIETICHA, THapHs, raficHe, MOBpbIUaHe, Chpdex, 0GpHB, MyCKY/THH CIIA3MH 1 ACTSHHS.

~ C HHIANAMHA. XHIIOKAMHEMUA, PeakUuMH Ha CBPBXYYBCTBHTOIHOCT, OCHOBHO KOXCHM, npy
NANMCHTH, MPeApPasnoioKeHH KbM IEPrHYHHE PEakliMH ¥ 4CTMA W MaKynonamyno3Hd
oGpHBH.

b. Tabnu4en CMCHK Ha HEXENAHHTE peakUHn

CnenHHuTe HEKENAHW JICKAPCTBEHH peakiHy ca HabJoJapaHy No BpeMEe Ha KIMHHYHM HAIMTBAHHA WUNH
NOCTMAPKETHHIOBA ynoTpeba 1 ca NOAPeNeHH CTIOPEN YECTOTATA CH N0 CleNUMA HAYHH:

Mruoro yecry (>1/10); uects (>1/100, <1/10); vewecru (>1/1000, <1/100); peaxu (>1/10000, <1/1000),
MHOTO peaku(<1/10000), ¢ renspecTHa YecToTa (OT HANMIHUTE NAHAY HE MOKe 113 OLIC HAaNpaBeHa OUCHKA).

MedDRA YecToTa
Cueremo-opranen Hexenann peaxunn
S Nepunnonpus | Wnaanamun
Hudexnnn n
Y Punnt MHoro penxu -
Hapywenus ny CHHApPOM Ha HEaNEeKBATHA CeKpeLliy Ha
€HIOKPHRHHATA Penxu -
cHETeMA aHTHAHY peTHYRHA XO0pMOoH (SIADH)
Eozunopnms Heuect* -
ArpaHynoumTesa (B, Touka 4.4) Msuoro peaku | MHOTO penku
AnnacTiyHa anemMns - Muoro pegki
Hapymienia na [Taumuronenna Msoro penxu -
KDPLBOHOCHATA W
aaMAHATA CHCTEM2 JleBxonemHus Msnoro peax | MHoro peaku
Heyrponenus (8. Touka 4.4) MHoro pexxu -
X eMONATHYHA aHEMHA Meuoro peaxn | Muoro penka
TpomGonwronenys (BK. Toura 4.4) Muoro peaka | MHOTO pexku

Hapymenns ua
HMYHHATA CHCTEMA

CBppX4yBCTBHTENHOCT (PEaKkiiny,
OCHORHO JIePMATONOTHUHMY, IIPH MaLUEHTH
¢ NPeAPasNoNoNEHHEe KbM ANePIrYIHA |
ACTMATHYHY peaKiui)

Yectn

Hapyiuenns Ha
meraboausMa o
XpaHeHeTo

Xnunornukemua (B, Toukh 4.4 n 4.5)

Xurepxanuemus, obparumMa npu cnvpase
(Bx. TOuXa 4.4)

XunoxaTpuemns (Bx. Touka 4.4}

XunoxaopueMns

XHnomaraezHemus

XunepxamHeMis
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Xunoxkandemus - Yectn
[TpoMAHa HA HACTPOEHHETO Heuectn -
Menxnaun Henpecns Heuecru* -
HEpYeHHn Pazcrpoiicrso Ha chEA Heuecru -
Q6bpxeane Mtoro penkn -
JaMafAHOCT Yectu -
I'nasobonwe Yecru Penxi
IMapecresus Yectn Penku
Jlucreysus Yecrn -
CruiuBoOCT Heuectu* -
Hapyigenas na Cunkon Heuectu* C r:;eei:;l:)e;;'ma
HEPBHATA CHCTEMA
BE3IMONEH HHCYAT B CIEACTRHE Ha
TIPEKOMEPHA XHNOTOHUA NPH Muoro penkn -
BHCOKOPHCKOBH [MTANHCHTH (BK. TouKka 4.4)
BriMOKHOCT 32 BR3HHKBAHE HA
qepHonpobHa eHnedanonaTis & cny4alt ua C HemsBecTHA
YepHOAPoOHa HEAOCTATEIHOCT (BX. TOUKH HecToTa
43n44)
C HemsBecTHa
Yecrn
3pHTEIHH Hapy IeHUA HOCTOTR
C neniBecTH
Muonna (Bx. Touka 4.4) - a
q4eCcTOTE
Hapymiedun w14 C gemBecTHa
P—— Octpa 3aKpHTOBIIHA FAYKOMA - yecToTa
XODOHIANEH WD ) C newiBeCTHA
po eCTOTa
3aMBIACHO 3peHMe C newspectia
pe HeCTOTA
Hapymenns Ha CrerosnpTen Yeern Penku
YX0T0 B JaGHPHATA | [[{yy B ymuTe Yecrn -
Crpuebiene Heuecrn* -
Taxpxapamsn Heuectn* -
AHIHHA ekTopHc (BX. Touxa 4.4) Mmuoro penxu -
AprrMuA (BKTIOYHTENHO GpaguKapiud,
BEHTPHKYNAPHE TAXHKAPAHA, ApeAcepaHo | Muoro penkn | Myoro penxu
Crpaeynn MBXRACHE)
Hapyuenug
Py Hudapir #a Miokapaa BEPOSTHO
BTOPHYEH B CIEICTBHE HA TENKKA
Muoro pexku -
XHNOTOHUA I[PH BHCOKOPHCKOBY MAHEHTH
(mK. Touka 4.4)
Torsades de pointes (moTeHUHATHO C HeH3BecTHa
daranuu) (B#k. TouKn 4.4 1 4.5) 4ecToTa
XHNoTOHHA (¥ CBhP3aHY C HEeA edierTH
(vi cBRp i) Yecrn

Crva08R Hapymienns

(mk. Touka 4.4)

MHoro peaxi

Backynut

3aueppinane
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C HeH3BeCTHA

deHomeH Ha PefiHo -
4ecToTa
Kamnnna (ex. Touka 4.4 -
Pecnnparopny, a (Bx. TO4K ) Hecrn
rPBIHY 4 Jucrines Yecu -
MEAHACTHHAAHH Bpomxoctiazsm Heuectn -
HADYUICHHS
24 Eosunogunna nHeBMOHUA Mmuoro penxu - )
Kopemnua Gonka Yectr -
3anex Yecry Penku
Muapun Yectn -
Cromammo-upesnn | HAucnencus Hectat -
HAPYMICHHAS Iagene Yectn Penku
IMorprmane Yecrn Heuecrn
Cyxora B ycrara Hewecrn Penxu
[Manxpeatur Muoro pepkn | Muoro peaku
C HeusBecTHa
Xenato-Gnauapny Xenarur (Bx. Touka 4.4) Mpuoro penky yecToTa
HApYIICHHS
AHOpMANHA YepHOAPoOHa QYHKUMA - MhHoro penxu
Ipypuryc Yectu -
OGpus Yectn -
MakynonamnymnoseH o0pis - Hectn
Ypruxapus (Bx. Touka 4.4) Heuects Muoro peaxu
AnTHOeaEeM (BXK. Touka 4.4) Hewectn Muoro peaxn
[Mypmypa - Hedectn
Hapyuteunn ua Xunepxvuaposa Heuectn -
KOMKATSH B PXWID
TOAKOKHATAE THKAH | poyyyiiu Ha GoTocEHCHOIIHIALNS Heuecra* C uensnectha
4ECTOTA
Nempurons Hevecru* -
Brourasade Ha 1copHasHc Penxu* -
Epurema myntudopme MHoro penkn -
ToxcraHa enHISPMATHA HEKPOIH3A - Mauoro peaxu
CunzgpoM ta CtusbHC-JPKOHCHH - MHoro peaku
C Hem3pecTHA
Myckynnu cnaiMu Yecrn
9eCcToTa
Br3Moxue Bromasade Ha sege
C HemspecTHA
CBHILECTBYBAM OCTHP AHCEMIHHDAH OYIIYC - secToTa
Hapywenus na EPUTEMATO3YC
MYCKYJIHO- Aprpanrusa Heuectu* -
CKEJETHATA CHCTEMA
H CLeMBUTENHATE | Myanrua Heuecty™ C neusnecrHa
THEAN 4eCTOTA
Myckynaa cmaGocer - C nensnectia
4ECTOTa
PaGnomuonmsa -
Hapymeuns na BrOpeuna HEROCTATEUHOCT Heuecrtn
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6r.6pensite 0 ARYpHA/OnUrypHs Pepxu* -
NHKOMHHTE MbTHINA

Octpa Gr6peuHa HeA0CTATHYHOCT Penkn
Hapymenns na
BL3NPOHIBOAHTENHA
T4 CHCTEMS K Epextwina aucdynxuns Heuectn Hedectn
rspaara
ACTeHns YectH -
Bonka B repanTe Heuectn* -
O6mu Rapyusentst H | [enasnonoskenue Hevectn* -
edeKTH HA MACTOTOD "
Ha NpHIOKenHe Nepudepen orox Heuecru -
Mupexcia Hewectu* -
Yuopa - Penxu
Hosmmena kppBHa ypes. Hegecru* -
L JToBHIICH KphBEH KPEaTHHHH Heyectu* -
ToruineH kphBeH GHAMPYOUH Penxn -
Hoeumen yepHonpober eH3UM — C HeH3BECTHA
a YecToTa
ToHIKeH XeMOITIOOHH M XeMATOKPMT (B, MHOrO peK C Heir3BecTHA
Hscaensannsn ToYKa 4.4) pe YecToTa
C Heu3BecTHa
HIEHA KPEB -
TloanweHa KpEBHA 3axap yeCTOTa
NoBuuIeHa NHKOYHA KHCENHHA B KPBBTA - C nemssecra
YECTOTA
Yasnuer QT unrepsan 8 EKI (BX. Toukn ) C HeH3BECTHA
4.4u4.5) HECTOTA
Hapawasanns,
OTPABHNHA R
Tlanane Hevectn* -
npoueAypHE a
YCAOKHEHHA

* YecroTaTa € M3YNCNCHA OT KIHHIIHY HINHTBAHNA 33 HEXETAHN Peakiluk, YCTAHOBEHH YPe3 CIIOHTAHHO
coobnaBane.

OnHcanune #a W30paHHTE HEXENAHY PLAKIMHA

ITo speme na npoyunanuata ¢asa I w IIl, cpasmsBatm uHmanamun 1,5mg ¢ 2,5mg, aHaNW3ATE Ha
TUIa3MeHHA KQIHil ca moXasamy Jo303aBHCHM eQekT OT HHIanaMmn;

- Mupanamun 1,5mg: nmnasmed xkanwi < 3,4 mmol/l e nabmoznasas npu 10% oT maumentTe ¥ < 3,2 mmol/]
npu 4% ot nanpenTHTe cien 4 1o 6 cenMunE nevenre, Cnen 12 CEAMHHHO JEHEHHRE, CPEAHOTO NOHHKEHHE
HA nasMennn kanuli ¢ 6uno 0,23 mmol/.

- Hupanamun 2,5mg: nnasmen xamdi < 3,4 mmol/] ¢ naGmonasan npu 25% ot naugestare B < 3,2 mmol/]
npu 10% ot namyeHTHTE cnen 4 1o 6 cenMum nedenrne. Cnen 12 ceMUEHO NeYeHHE, CPERHOTO NONMKEHHE
Ha IWasMenua kanufi e 6o 0,41 mmold.

Crobmagane 2 NOTO3HPAHN HEKETARM PeaKUuM:
CrobmasaseTo Ha ION03MPARY HeXENAHY PEaKiuK CIER paspelaBane 3a ynoTpeba Ha JexapeTBeHus
HPOLYKT € BaxHO. ToBa NO3BONABA Ja NPOALAKH HabIIONEHHETO HA CHOTHOMIEHHUETO NOM3a/PUCK 33
NEKAPCTREHHA MPORYKT. OT MEAHIMHCKHTE CTIELMANNCTH C¢ UINCKBA 1A CROOWIABAT BCAKA NTOAO3HPAHA
HekenaHna peakLyd gpes HAIMORAHATA CACTEMA 33 CHoGIIABaHE:

benrapus
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Hsnsauurentia aredims no nekapersara (MAJT)
V. ,Jamsn Ipyes™ Ne 8

1303, rp. Cogun

Ten.: +359 2 8903 417

yebeaiir: www.bda.bg

4.9 [penosupane
Crumrromn

Haii-xapaxTepHaTa HeXe/TaHa PeaKitn 8 CAy3al Ha NPelo3NPaHe € XHNOTOHUATA, TOKAKOTA CRBP3AHA C
TafcHe, MOBPHUIaNE, Kpammy, 3amajiBate, CHHMBOCT, 0OBPKAHOCT, ONUTYPHS, KOATO MOKE 13 NPEPAcHE B
aHypHs (IRIKANA e Ha XHNOBOAEMUNTA). MOKe 3 HACTHIAT HApYIIeHAd Ha BOZHO-CONieBRA GanaHe
(XMNOHATPUEMMA, XHIOKATHEMHA}.

Mepxu

Hauannure Mepxy, KoHTO TpAGBa %A ce MpeANpPHEMAT, BKIOYBAT ObP30 eNMMHHUPAHE HA TOETHTE BEMECTBa
CbC CTOMALIHA TIPOMHEKA WIIH BhBEKIAHE Ha AKTHREH BLIJICH, OCTCABAHA OT BH2CTAHOBABAHE HA BOJHO-
€NEKTPONMTHOTO PABHOBECHE 710 HOPMATHO CECTORHHE B CICLHA/3NPanH jJede0HHN 3aBeneHus.

Ipn 3HaYUTENHA XHIOTOHHA MALUEHTHT C€ IOCTABS JIEFHAN N0 TPhRG ¢ HHCKO NMONOKEANE HA [T1ABATa. AKG €
He0GX0RHMO, MOKE Ja e NPIIONKH HHTPABEHO3HA MH(Y3UA HA HIOTOHHYEH PA3TROP HA HATPHER XJIOPHUI
KK 2 ¢e NPIGOKH APYT METON Ha YBRENHYaBaHe HA IHPKYTHpans o0em.

Hepunnonpunar, akTHBHATE GOpMa Ha HEPHHONPWS, € JUATHIHpPYeM (RXK. Touka 5.2).

5. ©®APMAKOJOTHYHH CBOUCTBA
51 @apMaKkoAMRIMAMHE cBOKCTBa

DapMmakoTepaneRTHUHA TPYNa: NepuHionpua ¥ auypervnm, ATC koa; CO9BAO4

Teprencnp Kombn 10 mg/2,5 mg € KoMGHHALMA OT aPTHHHHOBA COM HA NEPUHTONPUS, eIUH HHXHOKUTOP HA
AMrHOTEHINH-KOHBEDTHPAIHSA EH3AM, ¥ HHAAnaMu, exuy xnopeynidaMomwien auypeTuk. Heropure
bapmaxonornisy cBOHCTBA NPOMITHYAT OT TE3M HA BCEKH KOMIOHEHT OOTASTHO H JOMLINHTETHO OT TE3H,
ABIPKALIA CE HA ANWTHBHUS CHHENTHIBM B Pe3yJITAT Ha KOMGUHHPAHETO Ha ARATA NPENApaTa.

MexannaMi Ha JeilcTBHe

Cavpzanu ¢ nepundonpuin:

T[lepunmonpun e HEXHOHTOP Ha AHIHOTCH3KH-KOHBepTHpayA eH3uM (ACE uaxu6uTOp), KOHTO NpeRpbina

(xoHBEPTHPA) AHMHOTEH3NH | B anruoTeH3nH 1 (Ba30KOHCTPUKTOP); AOIBIHKTENHO EH3UMBT CTHMYNHpPA

CeKPeLUATa Ha ATOCTEPOH oT HaadsOpeysarTa Kopa H CTHMYNHpPA PAsTPAKAAHETO HA GPagUKHHKE

{BazoaMIaTATOP) IO HEAKTHBHNA XeNTAIICIITHAH,

Topa BOAK O CNEIHUA PE3YIITAT:

- HAMaNfBaHe Ha ALMOCTEPOHOBATA CeKpels,

- YBERNHYAaBAHE HA IIA3MEHATA PEHWHOBA AKTYBHOCT, Thil KATO ANJOCTEPOHBLT HE MOKE Ja OCHHIECTBABA
oTpMlaTensaTa odparna Bpbika,

~ HaMajABaHe Ha TOTAIHOTO NepudepHO ChIOBO CHIPOTHRIEHNE, IPEUMYILECTBEHO B 061acTTa HA
CbAoBeETE, KpbBOCHAbAABAM MycKyure H O1Operure, §e3 noAra Ha MPHAPYXKABAWA PETEHUMA HA COJl H
BOfa MK pehIeKTOPHA TaXHKapIus TIPH [POABIIKUTENHO TCHEHHE.

AHTUXHIICPTEH3HBHOTO ACHCTBRE HA NEPHHACGIPHN CE NPOABARA U NPY [TAUMEHTH ¢ HHCKS HIH HOPMAIHA
PEHHHOBA KOHIEHTPALNA.

[Mepunnonpin okazsa cBoeTo jeficTBHE upe3 AKTMBHMA €M MeTabONMT MEPMHICIIPI

MeTa0OMHTH ¢ HEAKTHBHH,
Tlepunponpin HaMansea paGoTaTa Ha CLPUETO:
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- 4pes BA3OAWIATHPaINHA cH edekT BhPXY BEHHTE, BEPOATHO IPeAM3BHKAR OT NPOMEHHA B MeTabonusMa Ha
npocTarIaHANHITe: HAMASIABAHE HA PeAHATOBAPBAHETO;
- 4pe3 HamMaNABaHE Ha 0OLIOTO NEPHPEPHO ChIAORO CHNPOTUBJEHHE: HAMAIABANE HA CEHATOBAPRAHETO,

Hicneapanns Ha NalMERTH CbC CHPAEYHA HEAOCTATHYHOCT Ca MMOKASATH:

- HAMaNABAHE Ha HAIATAHWATA HA IRIHEHE Ha IABATA H ZACHATA KaMepa,

- HaManssaHe Ha o0IHoOTo neprdiepHO CHAOKO CHIPOTHRICHHE,

- YBENH9aBAHE HA yAapHHs 0DeM HA CLPIIETO U NIOJOGPABAHE HA CHPISUHHA HHIEKC,
- YBENHYABAHE HA PETHORATTHAA KPLBOTOK B MYCKYJIHTE.

ToxoOpasar ce K pesynTaTrre o1 paoTHATa Mpoba.

Cevpsany ¢ unognamyo;

Hxnanamuna e cyahoHaMIIHO MPOH3BOIHC ¢ HHIONOB NPLCTEH, HapMaxoNorduHo GNHILK A0 THAIHAHHTE
auyperuy. Hupanamun naxabupa peaboopbuvara Ha HaTpuli B KOPTUKATHHA AWAYLHOHEH cerMerT. ToBa
MOBHILABA CKCKPELHATA HA HATPUI M XNOp C YPUHATA, A B [I0-MAJIKa CTENEH ~eKCKpelusTa Ha Kanuil ¥
Marse3ni, ¢ K0eTo NOBHILARA JIMYPE3ATA H OKa3RA AHTHXHITEPTEHIUBHO JelicTRHE.

@apyaxoHIaMIIHY edekTH
Cevp3ana ¢ Tepmancud Kombu 10 mg/2.5 mg:

Ilpy nauneHTH ¢ XHNIEPTOHMA, HE3ABHCHMO OT Bb3pacTTa WM, Teprercad KomGa 10 mg/2,5 mg ynpaxkuara
A030-3aBHCAM aHTHUXUTIEPTEHIHBEH S(EKT [0 OTHOIMICHHE Ha AHACTONHUYHOTO H CHCTONMYHOTO APTEPUATTHO
HaJIAraHe NpH [erHaNo HITH H3TIPABEHO MTONOKEHHE Ha TAIOTO.

PICXEL, MHOroLeHTPOBO, PAHIOMH3HPAHO, ABOKHO-CIANO [POYYBAaHE ¢ aKTHBHA KOHTPOAa ONEHABA C
exokapruorpagus  etexra Ha KomOuHaIMIATE nepHHAONPHT/HAnanmamun  Bhpxy JIKX  cnpsmo
MOHOTCPANHATA C CHATAIIPII,

B PICXEL xnmepronuny ¢ JIKX (onpezenena kato HHAEKC Ha jieBoKaMepHara Myckynua maca (LVMI) >
120 g/m’ 3a Mzxe u > 100 g/m® 3a wenn) ca GWIH PRRAOMHIHPAHHA 12 TIONYYABAT WK MEPHHACTIPHN TEpPT-
OyTunamut 2 mg (eKBUBANCHTHU Ba 2,5 mg nepHHACNpHI aprisuH)/ uananamun 0,625 mg, win eHananpu
10 mg seaumk AHEBHO 32 CpOK OT eaHa roawHa, [losata e Guna ajanTupaHa B 3aBHCHMOCT OT
KOHTPOJIMPAHETO HA KPHLRHOTO HaiAraHe 40 NEpUHAONpPHN TepT-GyTanaMiu § mg (exsyBanentny Ha 10 mg
NEePUHIONPWI aprulMH) ¥ uHAanamup 2,5 mg win eHamanpun 40 mg Befwsx OueBRO. Camo 34% ot
NIALMEHTUTE Ca OCTAHANH HA JiCYEeHHe ¢ NepHRIonpun Tepr-OyrunamuH 2mg (eKBMBANEHTHH Ha 2,5 mg
NePHHAONDKR apTHHIH )/ HEAanamua 0,625mg (cpemy 20% ¢ enananpwt 10mg).

B xpas na npoyusanero LVMI ¢ 6un cHrHHGHKAHTHO HO-MaABLK B FpYNaTa ¢ NepHHAONpW/MHAANaMua (-
10,1 g/m?), orkonkoro B rpynara ¢ examanmpua (-1,1 g/m?) cpea noNynaUMATA BKIIOYBAA BCHUKH
PAHIIOMH3NPARY MAUKEHTH. Mexayrpynopara painuka B npoManara va LVMI e -8,3 (95% CI (-11,5,-5,0), p
< 0,0001).

Ilo-nobup edext Bupxy LVMI e nocrursar ¢ fmosa nepumgonpun 8 mg (expupaneHTHd #a 10 mg
NEPHHIONPIUT APTHHWH )/ HHAATAMHEA 2,5 mg.

Ilo oTHOWeEHHE HA KPLBHOTO HANATAHE, MIYACICHATA CPENHA CTOHHOCT HA MEKAYIPYNOBaTa PayiHKa cpel
PaHIOMM3INPAHATA NONYNals €, ChaTReTHo, -5,8 mmHg (95% CI (-7,9, -3,7), p < 0,0001) 3a cucTONMYHOTO
u -2.3 mmHg (95% CI (-3,6,-0,9), p = 0,0004) 3a aracToN#YHOTO KPRBHO HANATAHE, B MO3a HA TPyMaTa ¢
NEPHHACTIPUIT UHAATAMEL,

Caupzgng ¢ nepundonpua;

[lepunONpHnI ¢ aKTHBEH TIPH BCHYKH CTENEHH Ha XUIIEPTOHMS, JIEKA 10 YMEPEHa WITH Texka. HaMarapane
Ha CHCTONHYHOTO H AMACTONBYHOTO APTEPRATHO HANAraHe ce Had/MoqaBa IPH NErHane i Ceaso
NOAOXKEHNE HA TAIOTO,

AHTHXHNEPTEH3HBHOTO JEHCTBHE CieA eHOKPATEH IIPHEM HOCTUIA MAKCHMYMAa CH criefl 4 A0
sanasea Hafg 24 Haca.
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CrutecTrypa BHCOKA CTENEH Ha OCTATHYHO ONOKMpAHE HA AHTHOTEHIHH-KOHBEPTHPAUMA EHIBM KbM 24-13
yac, npubmantenno §0%.

TTpH mALMeBTH ¢ TEPaNeBTHYCH OTTOBOP HOPMANTHAYPAHE HA KPRBHOTO HANAraHe HACTEIBY 34 SiHH MeCel i
ce 3ana382 Ge3 npyIRany 3a TaxHHNaKCas,

CunpaieTo Ha IEYEHHETo He BOAH 10 eexT Ha OTHEMAHE BLPXY XHIEPTOHUATA,

Tlepummonpun uMa BasOMRIATATHBHE CBOJMCTBA M BH3CTAHOBABA EIACTHYHOCTTA HA TONEMHTE SpPTEpHY,
KOPHIHp2 XHCTOMOP)OMETPHYHMTE TPOMEHM B PEIMCTHBMHTE ApTEpHH M BOAM JO HaMandBaHe Ha
NEBOKAMEPHATA XMIICPTPODHI.

ITpu HeobxomAMOCT, TOGABAHETO Ha THAKAEH ANYDPETHK BOAM A0 ANWTHBEH CHHEPIHILM.

Kombunayyara ya yaxyOATOp Ha AHIMOTEH3HH-KOHBEPTHDAINHA SHIMM € THAIUZEH JHYPETHK MOHIKABA
PUCKA OT XHNIOKATHEMHS, CBEP3AY ¢ EHYPETHIHATE MOMOTEPANNS.

Cevpzang c un yo;

HnpanamMia, KaTo MOHOTEpaITHA, HMA aHTHXHIIEPTEH3UBEH eekT, KoHTo NpoabIKasa 24 daca. Tosu edexr

HacTBHBA NPH J034, TPH KOUTO AHypETHHAUTE edeKTH ca MAHHMATHH.

Herosoto aHTHXMIIEpPTEHINBHO NeficTBHE € TPONOPUHOHANTHO Ha NOAOGPABAHETO HA APTEPHANHMS

KOMIUTaHase d Ha HEMATABAHETO HA OOLIOTO } APTEPHONAPHOTO NEpUGEPHO CHAORO CHIPOTHRACHHE,

HAzanaMyi HaManaBa JEBOKAMEPHATA XUNIEPTPOdUA.

Koraro efHa KOHKPETHa 1034 HA THAIHAHATE AHYPETHUH HIH TEXHHTE aHANO3H (hAe NpeBulIeHa,

AHTHXHTICPTEH3HBHHAT SeKT AOCTHTA IUIATO, JIOKATO HEKENaHUTE edekTu NpOIIKABAT A CE YBENNYaBar.

AKo NIeYeHHETO & HeedeKTHRHO, 03aTa He TPAGBA N3 ce yBeinyasa.

Oceen ToBa, I0KAIAHO €, 5e B KPATKOCPOUEH, CPEAHOCPOYEH M AKITOCPOUEH TUTAH NPY NALMEHTH ©

XHIICPTOHUA HEARNAMMA:

~ He OKa3ba eexT BhPXY IMUMARMA MeTabonH3eM: Tpuriuuepuaure, LDL-xonecrepon n HDL-
Xonecrepon,

- He oxa3Ba edeXT BBPXY BBIIEXHIPATHHA METAbONIH3bM, BRITIOUUTENHO i PH XHNEPTORHIY C aHuaber.

Jlannu om kaunusHume npoy4eans 3a J6oRRAMA 610KA0A HO CHCMEMOMA PEeHUH-AHZUOMEH3UH-
andocmepon (R4AS):

Jlpe ronemMy paBIoMM3¥paHu KORTponupanu npoyusanumt — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texyie riobanHo n3nuTBane 3a KpaliHi TOYKH Ha
TENMHCAPTAH, CAMOCTOATENHO H B KoMOuHauma ¢ pamunpin) ¥ VA NEPHRON-D (KnHHHYHO npoyypane
CBBP32HO ¢ Pa3BHTHE HA HedponaTan npH Kuaber, niposeneso oT MHHKCTEPCTRBO [0 FRAPOCHTE HA
BETEpAHMTE) — NpOYyuBaT yrorpedara Ha xomGunauuATa ot ACE HEXuOHTOP ¢ anrHoTensun 1[-penenTopen
anoxep.,

ONTARGET e npoyubane, NpoBelleHO IPH NIANKMEHTH ¢ aHAMHE3a 3a ChPACUHO-CHA0ER WIH MO3BYHOCEI0BA
Donect, uny 3axapen AHaleT THI 2, IPUAPYKEHH C AHHH 38 YBPSKIaHE H2 ePEKTOPHH oprakd. VA
NEPHRON-D ¢ npoy4usaHe npH naiiHeHTH CbC 3axapen Anaber Tvn 2 U nHabeTna nedponarus.

Teau npoy4panHa He NOK3BAT 3HAYHM OnaronpusteH edext BEPXY Gb0peyuMuTe W/ CHPACHHO-CHIAOBHTE
MOCNERHIH H CMBPTHOCT, KATO CHUICRPEMEHHO ¢a HAGHTOIARGHH TOBRIIEH PHCK OT XMAEPKANHEMYIA, OCTDO
yBpexaaue Ha OnOpeliTe UK XHNOTOHHA B CpaBHEHHE ¢ MOHOTepanuATa, Karo ce uMar npensu
cxofnuTe UM GapMaKoaHHAMHINH CBOACTBA, TE3U PE3YNTATH CA NPUIOKAMA U 33 1pyrd ACE duxuburopu
H aHrdoreH3us Il-penenTopru Snokepw.

ACE nxuGuTopy B aHTHOTEH3MH I[-penenTopHH 6/ToRepH CrenoBaTeNIHO He TPAGBA Na Ce WANON3BAT
€IHOBPEMEHHO NPY MANNEHTH ¢ AuaberHa HedponaTys.

ALTITUDE (Kauanyho npoyusaHe NPOBENEHO C ANUCKUPEH NPH NALMEHTH ChC 3axaped anaber tin 2 ¢
H3NON3BANE HA CHPOCYHO-CHAOEN H ObOpeunn 2alo/gBaHua KaT0 KpaliHi TOYKH) & TIPOYYBAHE,
NpeJHAZHAYEHO N4 U3CISABA N0A3aTa OT RofaBRHETO HA ATHCKUPEH KBM CTaHnapTHa Tepanis ¢ ACE
HHXHOUTOP HAH aHrHOTeH3HH 1l-perienTopeH GNOKep NPy NALMEHTH CbC 3AXAPEH THA0ET THII 2 H XPOHIYHO
616peno 3ab01a8aHe, CHPACTHO-CHIOBO 3a00NABAKE WIK U ABeTe. [IpOYUBAHETO € IpeKpaTeHo
TIPEKIACBPEMENHO NOPAT TIOBHIIEH PHCK 0T Hebnaronpraten nocaenyim. Kaxto cepaeyno-chnoBara
CMEDT, TAKA M HHCYATBT €& MOo-4ECTH B TPYNATA Ha ATMCKHPEH, OTKOJKOTO B TpYIaTa Ha wiauebo, a
NPERCTARMARANIHTS MHTEPEC HOKENAHH CROUTHA ¥ CePHOIAY HexeTany CrONTHR {(XUNepKATHEMHS
XHIOTOHMA K ObOpevHa AMChYHKINA) ce CRoGLIaRAT NO-HECTO B FPYNaTa HA ANMCKHMDEH, OT
Tpynara Ha mrane6o.
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Heduampuuna nonviayus
Jiuncear nauum 3a ynompebama na Tepmencugp Kombu 10 mg/2,5 mg npu aena.

5.2 dapMakoKRHETHYHM CBOlcTBA

Cevpaauu ¢ Tepmencugd Kombu 10 mg/2.5 mg:

EqnoBpeMeHHoTO BEAGKAAHE HA NEPHHAONPHN M WHAANAMUN He NMPOMEHA TEXHUTE (PApMaKOKMHETHYHH
CBOJCTBA B CPABHEHHE ¢ OTHCHOTO HM BHBEKIAHE.

QB‘bQ.'iQH uc !IeQEHQOQQM.'

Pexo i OHOHANWMHOCT

Chen nepopanto Besexane abcopGuMsTa HA NEPUHIONPIT € GBP3a H [THKOBATA KOHLEHAPALINA c& JOCTHrA
3a 1 wac. [L1asMeHIAT NOMYMHAOT Ha NEPUHIONPHN € PABCH Ha | yac,

Toii kaTo NMpUEMET Ha XpaHa HAMANABa KOHBEPCHATA N0 TIEPHHTONPRAAT, & OTTaM H OHoHaIHYHOCTTA,
TIEPUHIONPH APTHHHHOBa €O TPAOBa Jia ¢e NPHEMa NEPOPATHO BEAHEK RHEBHO, CYTPHH NPEM XpaHeHe.

Pasnpenenenye
O6embT Ha pasnpenenesde ¢ apubausurenno 0,2 kg 3a Hechhpianus HeprHrAzonpwiaT. CBLP3BAHETO Ha

NEPUBNONPUIAT ¢ MIasMenHTe nporenHu e 20%, IIaBHO C AHIHOTCH3IHH-KOHBEPTHPAINMA EH3UM, HO
[IOKA3Ba 3ABUCHMOCT OT KOHUEHTPALMATA.

)i BHCHOPM

Tlepunnonpun e nexapcTBeH npekypoop. JIpajiecer M CeAeM NPOLEHTA OT HPHETOTO KOAHYECTBO
HEPYHIONPYS JOCTUIaT 1o KpeBoofpamensero nog HopMara Ha aKTHEHAS MeTaGONAT nepHHAonpHiar, B
AOTRAHEHYE KbM aKTHRHOTO BEMIECTBO NEPHHAOHPHIAT NEPHHAONDHI iaBa Ole NeT MeTalonuTa, BCHIKHTE
HeakTHBHY. [TUKOBY Nia3MeHn KOHIMEHTPALHM HA IEPHHAONDHIAT ¢e JOCTHTAT B PAMKHTE Ha 3 /o 4 yaca

QlEMI_dHHQaHe

TleprHRONpANaT c¢ CAMMMAMPA C ypWHATA, 8 OKOHNATENHHAT NONYKNBOT HA HECBEP3aHara Qpakupus &
npubnnsaTenso 17 yaca, KOETO BOIM A0 PABHOBECHO ChCTOAHHE CPENHO Cliel 4 JHH.

JHBeluocT/HenudelinocT

HCMOHCTPHP&H& € THHeHA 3aBHCUMOCT MOKIY MPHCTATE 4032 NEPHHAONIPHI K INA3MEHATa EKCIIO3HLIIA.

Cneuyaniy nomyaaumy

Xopa & cmapvecka eu3pacm:
EnsvunannaTa Ha NepUHAONPIIAT € HAMANeHa OpPY HANpPeZHANA Bb3PacT, 4 Chlllo ¥ NPH NAMEHTH CHC
ChpHeyHa 1w 050peuHa HENOCTATEYHOCT.

bvbpeuna nedocmamvunoom:
Mpu 6n6pevna HENOCTATHUHOCT € KENATENHA AZANTANMA HA 1032Ta, B 3ABHCUMOCT OT CTENEHTa Ha
HapyUIeHHETO (KPEATHHIBOBYA KITHPBHC).

B cyvaii na duanusa:
KiMpBHCHT Ha NEpHHIONPUAAT (P OVaU3a € paser Ha 70 ml/min.

Huposa:
KuHerHkarta Ha NEpHHIONPWI € NPOMEHCHA NPM NAUHEHTH C IMPO3a MEPHOAPOOHMAT KIMPLHC Ha

H3XORHOTO BEHIECTBO C€ HaMa/iasa wanotosuHa. KomdecTBoTo Ha 00pasyBaHnd nepuHnonpuwiar, obage, He
HAM&TABa 1 3aT0Ba He € HeoOX0MHMO Ja e KopUrapa Ac3ara (Bik. TouxH 4.2 ¥ 4.4),

Cavpzain ¢ undanamuo;
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PesopOumsi

Hunanamun ce pesopOipa 65p20 H HATHIHO OT XPAHOCMIIATENHWS TPAKT.
{InxoBara wiaiMeHa KOHUCHTpaLAs NPH XOPa Ce JOCTHra NPUOIHIMTENHO €AHMH 4ac Cnel NEepOPaTHO
BBBEINAHE Ha TIperapara.

CHHE

CBBLP3IBAHETO C MIIA3MEHHTE NMPOTEHRA ¢ 79 %.

buorpanchopmaliig u M aHe

Bpemero nHa nony-enumuuKpane ¢ Mexay 14 u 24 uaca (cpeaso 18 waca) MHOrokpaTHOTO BLBEXIAHE He
BOIM J0 kymynauusi. Exckpeuusara e rnasuo ¢ ypunara (70 % ot josara) u dexanuure (22 %) noa popmara
Ha2 HEAKTHBHM MeTaGoIUTH,

Crenuanyu noyNaiHa

BrBpeuna nedocmamvunocm.
DapMakOKHHETHUHHTE CBOHKCTBA He C& HPOMEHAT NPH NAUMEHTH ¢ Ghlipedna HeooCTaThIHOCT.

53 Tpenxnann%HH JAHHH 33 GelonmacHocT

Kombunaimiara nepuBIONpHI/HRNANAMUI IPUTEHKABA MAIKO NIO-BHCOKA TOKCHIHOCT B CPABHEHRE ¢ TA3H Ha
Heiinute KoMnoueHTH. [Tpn rwisxose He ce Habozasa noTeAnMpane Ha GsGpenHnTe npoAsmH,
KomGunauuara, obave, npeARIBUKBA MACTPO-HHTECTHHANHA TOKCHYHOCT NPH KyUeTa U TOKCHYHH eeKTH
BLPXY MaliuHHKA OPraHH3IbM (€3 TepaToreded eekT HpH ILIbX0BE,

Borpexs TOBA, TE3H HekeNany edexTH ce HabMIoAaBaT MPH A03H, B CPABHEHHE ¢ KOUTO H3TONIBAHHTE
TEPANEBTHYNY 103Y C€ HAMHAPAT B 0fcera Ha CHIypHO Ge30NacHITe.

Cavpaany ¢ nepundonpur;

B npoyvysanps 33 xpoHHYHA NEPOPATHA TOKCHUHOCT (ANBXOBEe H MaliMyHHl) NpHLENen opran e Gu0peKsT,
KOITO Mokazpa obpaTHMy NPOMEHH.

B npoyusanun nposeaeHy in vitro WH in vivo He ce HaOIMOAaBAT MyTareHHy edexTy.

[IpoyuBauus 32 PENPORYKTHBHA TOKCYMHOCT (TTBXOBE, MAIUKH, 3aifli B MaliMyHW) He NOKa3BaT NPH3HALK
Ha eMOPHOBAIRA TOKCHYHOCT HMIM TepaTorcHeH edexT. Bee nak, HHXuOGMTOpHTE HA AHTHOTEHIHMH-
KOHBEPTUPAILHA EH3HM, KaT0 Kac, IPeIU3BUKBAT HEXENaH ePEeKTH BBPXY KbCHATE STAIIM HA PAIBHTHE Ha
NNO/a, KOHTO BOAAT A0 CMBPT Ha IUIOAA ¥ BPOMeHU AedexTh MpH rpusaqy | 3afiiy: HabnroJaBaT ce peHANTHI
Ne3UM W MOBHIUABAHE HA MEPH- H TOCTHATANHATA CMBPTHOCT. DEPTHHTETST He ¢ O HapyLIed HATO NpU
MBHKKU, HUTO TIPH KEHCKH ILTLXOBE.

B mwirocpossm npoyusanud npn nkXoBe ¥ MEIIKY He ce HaGMoaBaT KapUuHOreRHH edekTy.

Cavparany ¢ uudanamuo:

Hali-BrcoXMTE 103H BHBENEHH MEPOPATHO NPH Pa3AHYHK BUIOBE KUBOTHY (40 g0 8000 muTH no-ronemu ot
TepaneBTHYHATA 1033) NOKA3RAT 3aCHABEHE Ha RHYPETHUHHTE e)eKTH HA HHAANaMHAL,. I TABHATE CHMITOMH
H2 OTpaBgHE B NPOYYBAHHA 32 OCTPA TOKCHRHOCT € MHTPABEHO3NO WIH MHTPANEPHTOHEANHG BHBEACH
HHIRNAMAL €2 CRLP3aHN ¢ GapMakoIorAYHOTO JAeficTBHE Ha MEanamun, T.e. Gpamumbes W nepadepHa
BazoauIarannig.

[1poyusannsta 32 penpoayKTUBHA TOKCHYHOCT He TOKa3BaT eMGPHOTOXCHIROCT WAH TEPATOreHEH
NOTeHIHaN, 2 GEPTHIHTETET He C¢ Hapyllasa.

HupanaMua He noxasea MYTar¢uHy H KapuHOTCHHY CBOHCTBA B NIpOBCOSHHTE H3[IUTRAHNS.

6. @®APMAUEBTHYHM JAHHH

6.1 CnHcbk HA MOMOWHATE BEII¢CTRA
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Cropyesuna:

JlakToaa MOHOXMApAT

Marneiues creapar {E470B)

Manroaexctpur

Cunxumes arokcuz, Kononney Gesponed (E551)
Hartpuer RMIIECTEH MIMKoNaT (Tam A)

DunmMoso noxpumue:
Umuanepon (E422)
Xunpomesnosa (E464)
Maxkporon 6000
Marnesnen creapar (E470B)
Turanos nuokeyn (E171)
6.2 HecnBMECTHMOCTH
Hemnpunoxumo.
6.3 Cpox Ha ronRnoeT
3 roansn
6.4 Cneunajnn ycopus B3 CbXPAHEHHE
ChxpanspaiiTe ONaKOBKATA IUTBTHO 3ATBOPEHA, 3& AA IPEANAIUTE OT BIara.
JlexapcTBEHHAT NPOAYKT HE HIHCKEA CHELMANTHY YCJIOBUS Ha ChXpasdeuue.
6.5 Mannn in onaxosxara
14, 20, 28, 30 uny 50 TalneTky B NONKNPONHACHOBA ONAKOBKA, CHA0ACHa ¢ OrpaHHuUTeN 32 TAGNETKUTE H
3aMyNIANKA OT NOJMNETWICH C HUCKA IUIBTHOCT H CYHURTEN.
Tomemuna ya orakoskure: 1 x 14, 1x 20, 1 x 28, 1 x 30 wmn 1 x 50 Tabnerku.
2 x 28, 2 x 30 unm 2 x 50 Tabnerxu
3 x 30 Tabnerxn
10 x 50 TaGnerxu
He acruxky BHAOBE ONAKORKH MOTAT Aa GbhaT mycHatH B npoaaxGa.

6.6 Cneunajns npeana’y MEPKH IPH RIXBLPISHE

Hsama cnenyaiHl H3UCKBaHuA.

7. HPATEXKATEJ HA PASPEINEHRETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Camot

92284 Suresnes cedex
Qpanuna

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEEA
Peructpaimoren Ne: 20090208
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9.

10.

HAATA HA ITBPBO PAPEIIABAHE/IIOXHOBABAHE HA PAJPEINEHMETO 3A

YNIOTPEBA

19.05.2009

JAATA HA AKTYAJIU3IHPAHE HA TEKCTA:
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