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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHHS TPOAYKT a!aa S o/3%F

Honunpen bu-®opre 10 mg/2,5 mg punmupanu tabneTku Ré / Vor 20 Lo y & b & o
Noliprel Bi-Forte 10 mg/2.5 mg film-coated tablets 08 :

-10- 209
p R KAYECTBEH H KOJIHYECTBEH CBCTAB

Enna ¢unmupana tabnerka cbaspka 6,79 mg nepunmonpun (perindopril), exBuBanentHn Ha 10 mg
NepUHAONPUN apruHuH (perindopril arginine) u 2,5 mg unpanamun (indapamide).

IToMOLIHO BELIECTBO C W3BECTHO JICHCTBHE: IAKTO3a MOHOXHAPAT

3a MBJIHMA CMMCHK HAa TIOMOIIHHTE BEIIECTBA, BIKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

OunmupaHa TabneTka.

Bana, kperina punmupana tabnerka ¢ quaMeTsp 8 mm u paauyc npu u3BkBkata 11 mm.

4. KJIMHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3aAHHSA

Honunpen bu-@opre e noka3aH KaTo 3aMECTHTETHA TePanKA 3a JICUCHHE HA €CEHLMAIHA XHITEPTOHHA TIPH
NaLKeHTH, KOUTO Beye Ca KOHTPOJIHPaHH C NEePHHIONPHI W HHAANAMK] JaBaHU €IHOBPEMEHHO B ChILATa

J03HPOBKa.

4.2 Jlo3MpOBKA H HAYMHH HA NPHJIOKEHHE

O3HMPOBKA
Enna rabnerka Honunpen bu-@opre qHeBHO KaTo €IHOKpaTHa 1034, 32 MPEANIOYHTaHE € Ja ce pHeMa
CYTPHH H NpEe/IH XpaHeHe.

CrelyanHy nonynaiuq

Cmapuecka ev3pacm (edc. mouka 4.4)

Ilpy nmauMeHTH B HanpegHana BB3pacT CEpPYMHHMAT KpeaTHHHH Tpa0Ba fJa ce OLEHH B 3aBMCHMOCT OT
BB3pacTTa, TEJECHOTO Terio W mona. [laumeHTH B HanpeaHana BB3pacT Morat aa ObaaT JieKyBaHH, ako
6B6peunara GyHKUMA € HOPMaTHA M KaTo Ce HMa NPeIBK/I OTTOBOPa HA KPBBHOTO HAJIAraHe.

Bvbpeuna nedocmamuvynocm (8. mouxa 4.4)

IIpu Texxkka W ymepeHa ObOpeyHa HENOCTATHYHOCT (KPEaTMHMHOB KIMpBHC moa 60 ml/min) neyeHuero e
MPOTHBOIMOKA3aHO.

O6u4aifHOTO MEIHIIMHCKO MpOoCiesBaHe BKIIOYBA YECT KOHTPO/ HAa KPEATHHMHA M KAJIHA.

Yepnoopobua nedocmamuvynocm (exc. mouxu 4.3, 4.4 u 5.2)
IIpu Texka uepHOAPOOHA HEOCTATHYHOCT JIEYEHHETO € MPOTHBOINOKA3aHO.
INpu naumeHTH ¢ ymMepeHa YyepHOApoOHa HEJOCTATEYHOCT He € HeoOXoaMMa NpoMsAHa Ha [03aTa.

Ileduampuuna nonynayus
BesonacHocTTa 1 epukacHocTTa Ha Honunpen Bu-®opre npu feua ¥ IOHOLIH O
HanuyHy JaHHd. Honunpen Bu-®@opre He Tpabea na ce npunara npu Jiena v 10HO

HauuH Ha 1 IDHIIOKEHHE



Tlepopanno NpHIOKEHHE.

4.3 [IporAponoxkazaHHA
Cevpaanu ¢ nepundonpui.

- CBpBXYYBCTBHTEHOCT KBM aKTHBHOTO BELISCTBO HMH KuM ApYT ACE HHXHGHTOD;

- AmnaMHe3a 3a AHFHCHEBPOTHYEH OTOK (OTOK Ha KBHHKe) BHB BPB3Ka C NPEAHUIIHO MPHIATAHO IeYeHHe ¢
ACE uaxu0urop (B, To4ka 4.4);

- HacneacTBeH/HIHOMATHYEH AMIHOEEM,;

- BTOpHAT H TpPeTHAT TPUMECTHP Ha OpeMeHHOCTTa (BXk. TOUKa 4.4 K 4.6);

- EnnospeMenHa ynotpeba na Honmunpen bu-@opre ¢ amucKMpeH-ChAbP KA MPOXYKTH NPH NAalMeHTH
che 3axapeH anabet wnu 6u0peuHo yBpexaane (ckopocT Ha rnoMepyiHa duwrrpanms (GFR < 60
ml/min/1,73m?) (Bxk. Touku 4.5 u 5.1);

- EnnoepemeHHara ynotpeba ¢uec cakyouTpi/Bancapras (Bac. Touku 4.4 u 4.5);

- ExctpakoprnopanHu neuenus, BOASIUM J0 KOHTAKT Ha KPBBTA ¢ OTPHUATENHO 3apeJeHH NOBLPXHOCTH
(B#. TO4Ka 4.5);

- 3Ha4YnMa ABYCTpPAHHA CTEHO3a Ha OHEOpevHHTE ApTEpHH HNM cTeHo3a Ha 6uOpeunara aprepua Ha
€AHHCTBEH PyHKUMOHHpaI Ob0pek (Bx. Touka 4.4).

Cewpzanit ¢ unOanamMud:
- CBpbX4yBCTBHTETHOCT KbM AKTHBHOTO BEIGCTBO HITH KBM ApYT cyndoHaMua

- Texka H yMepeHa OEOpeUHa HEIOCTATHUHOCT (KPEATHHHHOB KIMPBHE NoA 60 ml/min)

- Yepuoapobna enuedanonarus

- Texxka yeproApOOHA HEIOCTATLYHOCT

- XHNOKaJIHEeMHA

- OcHOBHO NPaBHIIO € TO3H IEKAPCTBEH NMPOAYKT Aa He ce KOMOHHHpPa ¢ HeaHTHApHUTMHAYHH CPEACTRA,
npeAn3BHKBAMHA torsades de pointes (Bx. Touka 4.5)

- Kspmene (px. Touka 4.6).

Csvpzanu ¢ Honumpen bu-Popme:

- CBpPBXYYBCTEBMTENHOCT KBEM HAKOE OT MOMOLLHHTE BelllecTBa, H30poerH B Touka 6.1

INopanu nvnca Ha aocTaThyeH TepanesTHdeH onuT, Honumnpen bu-®opre He Tpabpa ga ce H3Noi3sa MpH:
- IMTanmeHTH Ha nHanK3a

- [TaumeHTH ¢ HeNeKyRaHa ASKOMIEHCHPAHA CHPAEYHA HEAOCTATBYHOCT.

44 CoemaajHH NpelynpexaeHds H NpeJNa3HA MePKH NpH ynorpeba

CoennaiaH npegynpexienus

Obwgu 3a REPUHOONDUA U URIGRAMUO.

Jlumuesu npenapamu
KoMOuHauMaTa OT TUTHEBH TIpeNapaTH H KOMOWHALMATA HA MEPHHIAONPHN ¢ HHAANAMH/ OOMKHOBEHO HE Ce
Npenopw4Ba (BK. To4ka 4.5).

Cevp3aniu ¢ RepuHoonpua;

Heoiine 6roxupane na cucmemama pernun-anzuomenzun-ardocmepon (RAAS)
Hma nanam, ye enHoBpeMeHHaTa ynotpeda Ha ACE uaxuburopy, anruoreHsus [l-peuentophu 61101cep14 HITH
AJTHCKHPCH MMOBHIIIAEA PHCKA OT XWINOTOHHA, XHIICPKAITMCMHA H HAMANIABAHE HA 6'BGPB‘IHE }

PAAC upe3 komOnHHupaHarTa ynorpeba va ACE uHxubutopu, anrnotensud [I-pene
anHCcKHpeH (Bx. ToukK 4.5 u 5.1).

AKO ce NpeLeHH, Y€ TepaltaTa ¢ ABOHHO ONoKupaHe e abGCoMOTHO HeoOXouMa, TR
nona Haﬁﬂ[ﬂﬂeﬂﬂe’rﬂ Ha COCHHANIMCT U [IPH 4Y€CTO BHHMATCIIHO MOHHTODHPAHE Ha & B
eJIEKTPO/IMTHTE H KPBBHOTO HAJIATAHE. '



ACE muxuburopu u anruorensus [I-pevenropun Gnokeph ne TpaOsa Mia Ce H3NON3BAT eIHOBPEMEHHO NPH
NalKeHTH ¢ AHabeTHa HedponaTus

Kanuii-coxpanasauju rexapcmea, kamuesu GoDasku wil 3aMecmument Ha COMd, CbObpX¥Cayl Kanui
KomOuHNpaHETO Ha NepHBAONPIA ¢ Kani-ChbXpaHaBall| JIEKAPCTBA, KATHEBH N00ABKH WIH 3aMECTHTEITH
HA COJ1, ChAbPIKANM Kaiui 0OHKHOBEHO He ¢e NpenopbiBa (K. Touka 4.5).

Heymponenus/azpanynoyumosa/mpomboyumonenus/anemus

Heyrponenns/arpaHyioliuT03a, TPOMOOIIMTONEHHS H aHeMuA ce cboOLIABAT NpM MALMEHTH, TOTYYaBaLuy
ACE uHxuburopu. Ilpu naumeHTH ¢ HopManHa Gnbpeuna QyHKumMA Ge3 OpyrH yenoxussammu (GaxToOpH
HeYTPOTICHHS ce cpewa psako. IlepuHponpun TpalBa fJa ce M3NOA3BAa C M3KMOYMTENHO ITOBHILEHO
BHHMAaHHE TIPH MALMEeHTH ChC ChAOBA KONATeHO3a, HMYHOCYNPECHBHA TEPAIIHA, JIEYEHHE C ANOMYPHHON HIH
NPOKaWHAMHMA MIH KOMOHHALUMA OT TE3H YC/IOKHABaIIH ¢akropu, ocobeHo NMpH chllecTByBama Gbbpetna
HEAOCTATBYHOCT. HAKOM OT Te3H nauMeHTH ca pa3BHIIH CEPHO3HH HHQPEKLMH, KOMTO B OTAENHH CIIy4aH He ca
OTTOBOPH/IM HA HHTEH3HBHO aHTHOMOTHYHO fedeHue. B cmysaii Ha H3non3BaHe Ha NEPHHIONPUI NPH TAKWBA
NallHEHTH C¢ NpPENnophuba MEPHOJHYHO H3CICABAHE Ha JIEBKOUMTHTE, a nauWeHTHTe Tpsbma na Obaar
HHCTPYKTHPaHW [a cBhOOLIABAT 3a BCAKA NpoABa Ha WH(EKNHA (HANp. BH3MANEHO ILPAO, MNOBHLICHA
TeMIIepaTypa) (Bxk. Touku 4.5 u 4.8).

Penosacxynapna xunepmonus.

I1pu mauKeHTy ¢ ABYCTpaHHA cTeH03a Ha 6bOpeyHaTa apTepys MIH CTEHO3a HAa APTEPHATA NPH €AHH
dyuxunonupam 656pek, nekyBaun ¢ ACE nHxuOuropH, chiiecTeyBa IOBHLIEH PUCK OT XHNOTOHUSA U
OBn0OpeuHa HenocTaTEYHOCT (BK. Touka 4.3). JleueHHeTo ¢ AMYpeTHUM MOKE 13 CTaHe JONpPHHACALL (hakTop.
3arybata Ha Ou0peuna dyHKLMs MOXKE 2 HACTBIM TIPX MHHHMAJIHH H3MEHEHH B CEPYMHHS KPEATHHHH
OOpPH NMPH NAUHEHTH ¢ €JHOCTPaHHA CTEHO3a Ha ObbOpevuHara aprepus.

Cepvxuyecmeumennocm/anzuoedem

AHrHO€ZIEM Ha JHLETO, KpafHHIMTE, YCTHHTE, €3HKa, MOTHCa WU JTapHHKCA ce ¢chofIIaBaT pAaKoO IpH
NalMEHTR JNEKyBAHH ¢ HHXMOHMTOPH Ha aHTMOTCH3MH-KOHBEPTHPALIKA €H3UM, BKIIOUHTEIHO NEPUHACTPHI
(®x. Touxa 4.8). Toi Moke fa HACTHITH 110 BCAKO BpeMe B XO[a Ha JIeYeHHeTo. B TakMBa CJ1y4aH J€YSHHETO
¢ mepuHponpun Tpabea fa ce¢ mpeKpaTH He:abaBHO W TpAGBA 14 C€ Ha3HAUH CLOTBETEH KOHTPON 10
HACTHIIBAHE HA IBJHO OOpaTHO pasBHTHE HA CHMITTOMATHKATA, Mpead ockobomaaBaHe Ha mauueHTa. B
CITy4aHTe, [PH KOHTO OTOKET 3acATa CaMoO JIHLETO M YCTHHTE, TOBA CHCTOAHME oOHuaiiHO mpemmHAaBa Gea
JieyeHHe, BBIIPEKH Ye HMa NoJi3a OT aHTHXHCTaMHHOBH CPeCTBa 3a oOexvaBaHe HA CHMITTOMATHKATA.
AHryoesem, CRLP2AH ¢ OTOK Ha NapuiKkea, Moxke Na Obae garanen. Korato uma 3acaraHe Ha €3HKE, IJIOTHCA
WM JIapHHKCA ¢ BEPOATHOCT 3a OOCTPYKLMA Ha AMXATENHHTE bTHINA, HezabaBHO Tpa0Ba 43 Ce NPHIOKU
NIOAXOIALIO JIeYeHHe, KOETO BIUTIOHRA MOIKOKHO NPHIOKEHHE HA afgpeHanuHoB pasTeop 1:1000 (0,3 ml xo
0,5 ml) BW/HIH MepKH 3a OCHIypsBaHe HA MPOXOAMMOCT Ha JMXATETHHTE ITETHIIA.

INpw nauHeHTH OT YepHaTa paca, nody4apamiH ACE MHXHOMTOpH, ¢e cboOuiaBa 3a N0-BHCOKA YECTOTA HA
aHrioeIeM, OTKOJIKOTO IMpH JiHLa oT Banara paca.

[TaupenTH ¢ aHamMHe3a 3a aHTHoeneM Heckbp3ah ¢ ACE-uHXHOMTOPHO JIeueHHMe ca ¢ NOBMIIEH PHCK OT
anruoeneM Mo spemMe Ha neuedne ¢ ACE unxunburop (B2xk. Touka 4.3).

UpeseH anruoeaem ce cxobinara pagko npu nanments, nekybani ¢ ACE uaxuGnropu. Te3u nalmeHTH ca ce
oIuIakBaJi oT H0/Ka B kopeMa (c 1in 6e3 raaeHe WK NoBpBILAHE), B HAKOH CIy4Yad He € HMaJio
MpeaIIecTBalLl THLICE aHTHOSAEM, a HHBaTa Ha C-1 ecTepazaTa ca Omind HOpMAJTHH, AHrHoexeM e Oun
JAHATHOCTHIMPAaH Ype3 pasiIMYHK NPOHEAYpH, BKmouuTenHo abgomuHanda CT wau ynrpazeyk, unu no
BpeMe Ha oliepaLus, a OIUTaKBaHHATA ¢a IpeMHHaH ciaen cnupane da ACE unxuGuropa. UpeBuuar
aHruoeaeM Tpabea na 6bae BkNoYeH B AMbepeHIHATHATA JHACHO3A [IPH NALKMEHTH, npHeMayuEAL
HHXHOHUTOPH, OIUIAKBALIM ce OT G0MIKa B Kopema.




KoMOHHHpaHeTO Ha NEPHHIONPHI ChC CAKYOUTPHII/BAICAPTaH € NPOTHBOMOKA3AHO NOPAIH YBEIHYEH PHCK
OT aHrvoezseM (Bx.Touka 4.3). JleueHue cbe cakyOuTpHI/BanicapTad He TpAOBA J1a ce 3aro4sa npejH ja ca
H3MHMHANY 36 vaca OT NPHEMAaHETO Ha NociejHaTa 103a OT JICYEHHETO ¢ NEPHHAONPHI. AKO JIEYEHHETO Che
cakyOHTpUN/BajIcapTaH € MPeKPaTeHO, IEYEHHETO C NEPUHOIIPUN He TpAOBa Aa ce 3ano4Ba Npeiy Aa ca
H3MHHATH 36 yaca OT IpHEMAHETO Ha NoclieJHaTa A03a caKyOHTpHI/BancapTaH (BxX.To9kH 4.3 K 4.5).
EnnospeMennata ynorpeba Ha Apyru NEP unxuGuropu (Hanp.pauekagotpun) H ACE unxuburopH ¢eio
MOKeE Ja YBEAHYH PHCKa OT aHrHoeaeM (Bx.Touka 4.5). [lopaax Toea € HeoOxoauMo BHUMATENHO OLEeHABaHE
Ha ChOTHOLLIEHHETO TION3a-PHCK TIPEOH 2anoyMeaHeTo Ha neveHie ¢ NEP waxuGurops (Hanp.panexazorpur)
MPH NALUHEHTH, TeKYBaHH C TIEPHHIONPHI.

Eanospemenna ynorpeba Ha mTOR HHxHOHTOPH (HAamp. CHPOJIHNMYC, EBEPOTHMYC, TEMCHPOTHMYC):

Ilpn naumpenTH, npoBexaalH egHOBpeMeHHo eyeHHe ¢ MTOR HHXMOHMTOPH (HAmp. CHPOIHMYC,
€BEPONIMMYC, TEMCHPOIHMYC) MOMKE 1a HMa NOBBIICH PHCK OT aBTHOEAEM (Hamp. NOAYyBaHe Ha JHXATE/IHHTE
METHINA WIH €3HKa, ¢ MTH 63 pecnupaTopHo HapyLieHHe) (Bk.Touka 4.5).

Anaguraxmoudnu pearyuu no epemMe Ha OeceHCUOUNUIARUA

Hma uzonupanu cro0IEHHS 32 MALWEHTH NOTy4aBalli NMPOXBLKATENHH, JKHBOTO3aCTpallaBamH
aHatunakTOMAHH peakiyH npu ynotpeba na ACE uHxu6HTOpH No BpeMe Ha AeceHCHOWIH3HpAINO NeyeHHe
C OTPOBA OT UMIIOKPHIH HacekoMH (muend, ocH). ACE naxuOGHTopuTe TpadBa Aa ce W3MON3BAT ¢ NOBHLIEHO
BHHMaHHe TIpH ANepriuvHH NalHeHTH JIEKyBaHH ¢ JleceHCHOWIN3aLMA 1 Na ce H30ATBaT MpH NPOBEKAALIHTE
HMYHOTepanus ¢ OTpoBH. Te3n peakuy obaue Morat a ce H3berHar upes BpeMeRHO cliHpaHe Ha ACE
HHXHOHTOpa 338 MUHEMYM 24 yaca npe/H JEYeHHETO NMPH NaUHEeHTH, Hy)KIaeuM ce eiHorpemenHo ot ACE
MHXHOUTOPH H NeCeHCHOHTH3AIAA.

Anaghunaxmouonu peaxyuu no speme na LDL achepeza

Pagko nmauuenTH, noiyuyasam ACE HHXMGHTOpH, no Bpeme Ha adepe3a Ha JMNONIPOTEHHHTE C HHCKA
mrsTHOCT (LDL-adepesa) ¢ AekcTpan cyiadar ca MMaITH )KHBOTO3ACTPAINABALIH aHAGHIAKTOHIHM PEAKLIHH.
Te3u peaxnmu ce u30ArRaT Ypes BpeMeHHO cnupane Ha ACE-WHXMOMTOpHAT2 Tepanii Npead HauyaloTo Ha
BCAKa adepesa.

Hlayuenmu na xemoouanuza

AHa(HMNAKTOHAHH peakuuny ca ¢hOOLNABaHH NMpPH NALHEHTH, NPOBEXKJAINM SHATH3A ¢ BUCOKOTPONYCKIHBH
(high-flux) mem6pauu (Hanp. AN 69®) u nexysanu egHoBpemeHHo ¢ ACE uaxuburop. [IpH Te3n naupenTH
TpAGBa ma ¢e O0CHAH H3MONZBAHETO HA PaviMYEH BHA JHAIH3HH MeMOpaHM HIM pasnuueH Kiac
AHTHXHIICPTEH3INEHH CPEACTRA.

ITepBHYEH aNTOCTEPOHHIBM:

ITaumenTH ¢ MbPBHYEH XHNEPAJACCTEPOHHIEM KATO LANC HE CE BITHAAT OT JIEYCHHE ¢ AHTUXHIIEPTEH3HBHH
JieKapcTea, neficTBaliy Yypes HHXHOHpaHe HA CHCTeMaTa peHHH-aHrHoTensHH. [lopaau ToBa ynorpeGara Ha
TOBA JIEKAPCTBO HE CE NPEenopbyBa.

Bpemennocm

He Tpa6ea na ce 3anousa neyenve ¢ ACE vaxuburopu no ppeme Ha OpemennocT. [TalmeHTKHTE, KOMTO
TIaHApaT GpeMeHHOCT, TPAORA a TIPEMHHAT Ha ANTEpHATHEBHO 2HTHXHNEPTEH3HBHO JIEYEHHE, KOETO € ©
ycTaHoeeH npodun Ha OeszonacHocT 3a ynorpeda no BpeMe Ha OPeMEHHOCT, OCBEH AKO NPOABIKHTETHOTO
neverre ¢ ACE uaxuGHTOp He ce cvere 3a KpaiiHo Heobxoamumo. Korato 6pemenHocTTa € NoTBLpaEHa,
neuenreTo ¢ ACE nnxuburopu Tpadea HezabaBHO 1a ce MPEYCTAHOBH H, KO € NOAXOILIO, Ja ce 3aTOYHe
aNTePHATHBHO JieueHHe (BaK. TOUKH 4.3 H 4.6).

Cevpzany ¢ unoanamuo;

Yeprodpobua enyegparonamun

ITpy wapymeHa uepHoapoGHA (YHKUHA THAZMAHMTE AMYDETMLM M TEXHWTE AHAJIO
uyepHoApoOHa eHedanonatys. B Te3u caydau npueMaHeTo Ha JHYPETHKA TpAOBa 1

Domocencubunuzayn



Cityyan Ha oTOCeHCHOWIM3AIMA ce ¢hOOLIABAT NPH [PHEM Ha THAa3HOHH JHYPEeTHUM H TeXHHTE aHANOo3H
(ex. Toura 4.8). INpu HacTeneaHe Ha GOTOCEHCHOMMM3AUMA O BPEME HA NEUSHHETO C¢ LpenopbLyBa
cnupaneTo My. Koraro noBTOpHOTO NpHIOkeHHe HA JHYPETHKA ce CUMTA 3a HeOoOXOOHMO € NpernophyuBa
[pennassaHe Ha OTKPUTMTE 4YacTH HAa TAJOTO OT HIaraHe Ha CIbHYEBA CBEeTIIMHA M HM3KYCTBEHH
YIITPaBHOJIETOBH Ib4H.

Ipeamazne Mepxu opd ynoTpeda

Obwu 2q nepundonpun 4 UHOANAMUO.!

Bvbpeuna nedocmamvunocm

IMpu Texxa H ymepeHa 6b0peyHa HEAOCTATEYHOCT (KEaTHHMHOB KIMpsHE < 60 ml/min) neyenunero e
NPOTHBOTIOKA3aHO.

TIpH HAKOM NANHEHTH ¢ XHNIEPTOHHA H Ge3 NpenluecTBamy NPoABH Ha OBOPEYHH YBPEXKAAHUA, TPH KOHTO
e6peunnTe kppeHKM npoGh NokassaT pyHKuHoHaIHA GLOpeYHa HEJOCTATHYHOCT, IeYeHHeTO TpabEa aa ce
NPeKBCHE H M0 BE3MOKHOCT /1a ¢¢ Bb300OHOBH ¢ MO-HHCKa J03a WK caMo ¢ €IHH OT NpenapaTHTe,

IlpH TakHBa NAlMEHTH METHLIHHCKOTO HabmoaeHWe TpaOBa a BIUIIOYEA Y€CTO KOHTPOJIHPAHE HA KM H
KPeaTHHHHA B CEpyMa, ABE CEOMHIIA CIIEA HA9anoTO HA EYEHHMETO H ClIE]] TOBA [0 BpEME HA TePANEBTHYHO
cralunHus Nepuoz npes Apa Mecena. 3a 6p0peina HegOCTaTEYHOCT ce ChoDLara T1aBHO NPK NAUMEHTH ¢
TEXKKA ChPAEYHA HEAOCTATHYHOCT WM NPH TaTeHTHa GEOpeYHa HeOCTATRYHOCT BTIOYHTENIHO CTEHO3a HA
PEHAJIHHTE apTEPHH.

JlexapcTBeHHAT NPOAYKT OOHKHOBEHO HE ce MpenophuBa npH OHWlaTepalHa cTEHO3a HA PEHANIHHTE apTepHH
Wnu npy eIHHCTBeH dyHKumonupant 6s6pex.

Xunomonus u 3azyba na 600Q U enexmpoIumy

IIpu Hanwure Ha 3aryGa Ha HATpHEl CBUIECTBYBA PHCK OT BHE3alTHAa XHUNOTOHHMA (0c00eH0 npH HHAHBHAH CBC
CTeHO3a Ha peHanHuTe apTepuu). [lopanu ToBa € HEOOXOAMMO CHCTEMHO KOHTPOIUPAHE HA KTMHUMHUTE
CHMITTOMHM Ha 3aryfa Ha BOJa H eNeKTPONMTH, KOHTO GHXa MOTJIM Aa Ce NIOABAT BCIEACTBHE Ha
HHTEPKYpeHTHH qHapia WiH nospuiade. [Ipy TakHea nanueHTH peAoBHO TpabBa JIa ce KOHTpOnupar
EIEKTPOMTHTE B CepyMa.

H3pazenara XMOOTOHHA MOMKE Aa HAJIOXKH NPHIOXKEHHE HA HHTPABEHO3HA HH(Y3HA Ha H30TOHHYEH PasTBOP
Ha HATPHEB XJIOPH.

IIpexonHaTa XHNOTOHHA HE € NMPOTHBOMOKA3aHKE 3a MPOab/DKaBaHe HA neueHneTo. Cnen BE3CTAHOBABAHE Ha
JOCTATLYHH KPBBEH 00eM H KPhBHO HATATAHE IEYEHHETO MOXe /1a ObAe BE3CTAHOBEHO ¢ HAMAIEHA J03a WIH
€aMo C eIHH OT NpenapaTHTe.

{epymen Kanuii

KoMmbpHaimaTa Ha IEpHHAOIPHI W HHAATIAMHA, HE MOKE Ja TIPSAOTBPATH HACTHIBAHETO HA XHTOKATHEMHA,
acobeno npy AuadeTHy WIH npH NaLMeHTH ¢ 650peuHa HeaocTaTeuHOCT. KakTo npH BCHUKH
AHTHXHIIEPTSH3UBHH CPSACTBA, B KOMOHHAIIMA ¢ IHYPETHK, PeIOBHO TpAGBA Aa ce KOHTPOIMpa CEPYMHOTO
HHBO Ha KaJTHA.

Homownu sewjecmaa:
Homunpen bu-®opre He Tpabra aa ce npunara NpH NauyMeHTH ¢ peIKHTE HACIEACTBEHH OpobaeMH Ha
rajakTO3Ha HEMOHOCHMOCT, 001l laKTaseH AeHIMT HIH INI0K030-TaJlakTo3Ha ManabcopOius.

HuEBO Ha HATpHH
Honunpen bu-<Dopre ¢b a no-Manako oT 1 mml sarpuii {23 me) 3a enna TabneTka, KOETO HO CEIECTBO

Q3HAYABA, U¢ HE CHALDKA HATPHIH.

Cavpiaanu ¢ RepuHOORPUA:

Kaunuya
IMpu ynotpeta Ha MHXHOMTOPH Ha AHTHOTEH3HH-KOHBEPTHPALIHE €H3UM Ce cholbuana :/
¢e XapaKTepH3Hpa Che CBOATA YIIOPATOCT M ¢ HEHHOTO H3ue2BaHe clie/l NPeKpaTaBaHe
1104BaTa Ha TO3H CHMITTOM TpAOBa Ja ce UMa NPEABUA ATPOreHHa eTHONIOTHA. AKO BB
npeanounTa npeanuceaHero Ha ACE suxuOHTOp, NPOLIKaBaHETO HA TOBA NIEHeHHE!]
KamuTHla Tpabea aa ce npeoreHaBa.



ITeouampuuna nonyaayus
EdukacHOCTTa H MOHOCHMOCTTa HA IEPHHAOTIPWI [IPH CAMOCTOATETHOTO MY HWIH KOMOHHHPAHO npuiaraHe
[pH ACUA H MOJpacTBali HE Ca NMPOY4YeHH.

Puck om apmepuaina xunomonuns wuru 6vbpeuna wHedocmamvunocm (8 cayuaume wua cvpoeuna
HEOOCHAMBYHOCH, 3a2y6a Ha 600a U eeKMPORUMY U M.H,)

3HAUNTENTHO CTHMYITHPAHe Ha CHCTEMATa PeHHH-aHMHOTEH3HH-aNA0CTEPOH ¢e Habmonasa, ocobeHo o
BPEME Ha ToNaMa 3ary5a Ha BOZIA | €EKTPONWTHA (CTPUKTHA AHETA ¢ OTPAHKUSH TIPHEM Ha COJ WIH
NPOABLIKHTE/IHA JHYPETHYHA Tepanud ), IPH MalUEeHTH ¢ HHCKO H3XOAHO apTepHalHO HaNIATaHe, B CNyvaH Ha
CTEHO34 Ha peHaJIHHTE apTEPHH, IeKOMIIEHCHPaHa ChpAeYHa HEAOCTATHLYHOCT HIH LHPO34 C OTOLIH M acLIuT.
CnepoBarenHo, 6JI0KMpaHeTO HAa Ta3H CHCTEMA MOXE Ja TIPeH3BHKaA, 0CO0EHO IO BpeMe Ha MIEPBOTO
[IpHEMAHE Ha JICKaPCTBEHHA MPOTYKT H NPE3 MbPBHTE ABe CEAMHLIM HA JISYEHHETO, BHE3AIIHO CMaJaHe Ha
KPBBHOTO HANIATAHE H/WIH MOBHINABAHE HA CEPYMHHA KPEATHHHH, KOETO FOBOPH 3a GyHKIMOHAIHA
61p0peuna HenocTaThuHOCT. [IoHAkora ToBa HacThIBA OCTPO, HO PAAKO H T10 PA3THYHO BPEME Ha eYeHHETO,
IpH TaKHBa CiyvaH JIEUeHHETO TpAbBa Aa 3ano4Ba ¢ No-HACKH 034, KOUTO TIOCTENEHHO [Ia CE YBEeMUARAT.

Xopa 6 cmapyecka ev3pacm

IIpean HauasoTO Ha eveHHETO TPAOBa Ma ce H3cneaBaT 6rOpeuHaTa GyHKUMA H CEPYMHHA KATHIA.
Hauanuara nosa » nocaencTese TpaGea Ja ce ajanTHpa Copes NPOMAHATA HA KPLBHOTO HaNATraHe, 0cobeHo
B CTy4aHTe Ha 3aryba Ha BOZAA H eJIeKTPONHTH, ¢ Ues A2 ce H30eTHe NosBaTa Ha BHE3AIHa XHIIOTOHMA,

Amepockaeposa

PHCK OT XHNOTOHMA CBLIECTBYRA MPH BCHYKH NMAUHEHTH, HO 0cobeHo BHAMaHue TPAGBA /1a ce oTaend Ha
MallHEHTH ¢ HCXEMHYHA 6oecT Ha CHPLIETO MM LIHPKYIZTOPHA HEAOCTATBYHOCT Ha MO3bKA. [IpH Takuea
CJTy4aH JI¢UeHHeTO CIIEBa A4 3ano4He ¢ HUCKa 1034,

Penosacryrapna xunepmonus

JledenueTo Ha peHOBACKYNIAPHATA XHIIEPTEH3HA C& CHCTOH B peBacKy/lapH3auus. BBIpekd ToBa,
UHXHOHTOpPUTE HA AHTHOTEH3MH-KOHBEPTHPALIMA €H3IUM MOTAT Aa ObAAT NONE3HH IPH NANWEHTH ¢
PEHOBACKYNApHA XMIIEPTEH3MA, KOMTO OYAKBAT XHPYPrUyHA KOPEKLHA, a ChLIO TOTABA, KOTATO TAKABA
HaMeca He e BE3MO)KHA.

Jleuennero ¢ Honunpen by-Popre He € NOZAXOAALLO NPH NALHEHTH ¢ YCTAHOBEHA WIH MOA03HPaHA CTEHO3a
Ha Ob6peuHnTe apTepHH, Thil KaTo edeHHeTo TpAOEa Ja ce 3anovHe B GONHHYHH YCITOBHA B JI033 NMO-HHCKA
OT chIbpikamiara ce B Homanpen bu-@opre.

Copoeuna nedacmamsyHocm / EXCKA ChPOeUd HeDOCHAMbYHOCH!

TTpu naupeHTH c TEXKA ChpAeUHA HepocTarsunocT (TV creneH) He e nogxoasmo neuenne ¢ Homanpen Bu-
Qopre, Thil KaTo TO TpPADBA 12 3aMOYHE NOA MEAWLIMHCKH KOHTPOJ C HAMAaJIeHa HayamHa nosa. JlewenneTo ¢
6era-0/10KepH NpH MALMEHTH ¢ XMIEPTOHHA H KOPOHAPHA HEJOCTATHYHOCT He TpAGBa ja ce cripa : ACE
HHXHOMTOPET TpAOBa 1a ce nobaBu KbM OeTa-Gnokepa.

Lluabemuyu:

ITpH NaUMeHTH ¢ HHCYTHHO-3aBHCHM 3axapen qHaleT (CnoHTaHHA TEHICHUMA KbM NOBHIIEHH CTOMHOCTH Ha
cepyMHuA Kammii) neyeHuero ¢ Homunpen bu-@opre Tpg6Ba aa 3ano4ea noa JeKapcko HaOMOAeHHe ¢ HACKA
HayanHa Joza.

ImuxemuaTa TpgdBa Ja c& KOHTPOJHMpA CIpOro npH AWabeTHiy, NPOBEKIAM JiedeHHE ¢ MepopaHH
aHTHaNabeTHH CPEACTBA WIH HHCYJIHH, 0co0eHo npe3 nbpBud Mecel Ha NedeHHeTo ¢ ACE HHXHOMTOD (81,
mouxka 4.5).

Emnynecku paznuxit
KaxTo npH BCcHYKH HHXHOHTOPH Ha aHTHOTECH3MH-KOHBEPTHPALHA €H3HM, NEPHHIONPHI €
Hee(eKTHBEH 3a MOHIDKABAHE HA KPBBHOTO HANATaHe MPH YEPHATA paca, OTKOIKOTO |
BEPOATHO MOpafy N0-rolAMaTa 4eCTOTa HA HHCKOPEHHHOEH CBCTOAHHA CPel qepl{mcomr

Xupypzus / anecmeszun



WxufuroprTe HA aHFHMOTEHIMH-KOHBEPTHDAINMA SH3IMM MOTAT Ja TPHYHHAT XHNOTOHMA B CIy4AHTE Ha
aHECTE3HA, 0CO0EHO KOTaTO MPHIOKEHHAT aHECTETHK MPHTEKABa XHIIOTEH3MBHH CBOTICTRA.

Tio TasH NpHYMHA C€ NPENnophHBa JICYCHHETO ¢ WHXHOMTOD Ha aHTHOTeH3HH-KOHBEPTHDAIUHA ©H3HMM C
YABDKEHO ReHCTBHE, KATO HAIpHMEp NMEePHHAONpPHI, fa OpAe CNpAHO, aKO © FE3MOXKHO, 6OHH JCH mpead
onepauHaTa.

Aopmua urk Mumpania cmeno3a / Xunepmpouuna KapoOuoMUOnamus
ACE tpabea na 6baT H3INON3BAHK ¢ NOBULIEHO BHHMAHHE NPH MALMEHTH ¢ 06CTPYKIHA HA H3XOAHHAS TPAKT
Ha JIABATA KaMepa.

Yepnodpobua nedocmameunocm

Paako ACE nHxHOHTOpHTE Ca CBBP3aHY CBC CHHAPOM, KONTO 3aMouBa ¢ XOIECTATHUHA KEJITEHHIIA H
TIipOrpecHpa A0 PyTMHHAHTHA YepHOAPoOHa HEKPO3a H (MOHAKOra) CMBPT. MeXaHH3MBT Ha TO3H CHHAPOM
He ¢ H3AcHeH. [TauHenTH, momy4asauid ACE HHXMOGHTOPH, KOMTO Pa3BHMBAT HCHITSHHUA IITH 3HAYHTETHO
[OBHINIABAHE HAa YepHOAPOOHHTE eH3UMH, Tpa0Ba na npexparaT npuema Ha ACE unxuGuropa u aa Gbaar
MOCTABEHH [0/ ChOTBETEH MEAMIMHCKK KOHTPOX (BXK. TO4Ka 4.8).

Xunepxanuesmusn

IlorMinapane Ha cepyMHMa Kanmii ce Habniomaea npM HAKoM nauuenTh nekyBawd ¢ ACE uHXubGuropu,
BKJIIOUHTENHO nepuHaonpuan. PackoBuTe dakropr 3a pa3BMTHETO Ha XHNepKajiHemusa BKIIOYBAT GuOpedHa
HEOCTATEYHOCT, BINOWaBaHe Ha Ovlpeunata ¢yuxums, Bw3pact (> 70 roaumHH), 3axapen auaber,
HHTEPKYPEHTHH YCIIOXKHeHHs, 0coOeHO AexHApaTaLMd, OCTpa ChpIeqHA ACKOMMNEHCALMA, MeTabonHTHa
anHAO3a W eAHOBpeMeHHa YynoTpeba Ha KamWii-CbXpaHABAaIH JUYPEeTHUM (Hanp. CIHPOHOIAKTOH,
EMIICPEHOH, TPHAMTCPEH, AaMMWIOPHA), KAIHEBH MA00aBKM WIH KanHH-ChHABPKAINM 3aMECTHTENIH Ha
rOTBApPCKATA COJI; WM NAUMeHTH NMPHEMAilH APYTH JEKapcTBEHH CPEACTBAa CRBP3AHM ¢ TIOBMIN2BAHE Ha
CePYMHHA Kanuii (Hanp. XenapuHd, KO-TPUMOKCa30N, W3BECTEH Ollie KATO TpUMETonphm/cyndamerokcason,
npyri ACE- HHXHOHTODH, aHTarOHUCTH Ha aHrHoteH3uH-II penerrropuTe, aleTHNCANULIUIOBA KHCENHHA = 3
g/nen, COX-2 uaxuburopH u Hecenektupan HCTIBC, HMYHONIOTHCKAIIH CPeCTBA, KATO HUKIOCTIOPHH HITH
TAKPOJIHMYC, TPHMETONpHM). YnorpefaTa Ha KanMeRH A00aBKH, KATHH-CHXpaHABALIA IUYPETHUH WIH
KaTHH-ChALPAKAILH 3aMEeCTHTEH HA roTBapckaTa coll, oco0eHO NMpH [ALMEHTH ¢ HapyumeHa Os0peuHa
dyHKUHA MOXKe 1A AOBEAE [O 3HAYWTENHO MOBHIIABAHE HAa CePyMHMS Kanwii. XunepKanHeMuATa MOXKe Ia
NPUYHHH CEPHO3HH, MOHSKOra (QaTaHH apHTMHH. AKO €JHOBpEMEHHATAa YNoTpeba Ha ropecllOMEHATHTE
CPEACTBa ce NMpHeMa 3a NoAXoAqma, Te Tpabsa Ja ObAAT U3NON3BAHH ¢ NOBHLIEHO BHUMAHHE H [IPH HeCTO
KOHTPOJHpaHe Ha CEpYMHHA Kanvii (BX. To4ka 4.5).

Cabpiatii ¢ UHOGRAMUO!

Boouno-enexmponumen bananc

Cepymen nampuii

Tpabpa aa ObAe n3cneNBaH Npejy HAYANOTO HA NSUSHUETO, 8 Clle], TOEA penoBHO. [loHmkeHeTO Ha
CEpYMHHA HATPHI MoKe f1a OBIE NBPBOHAYANHO GE3CHMITOMHO U 33TOBA © HANOMUTENHO PeNOBHO
uzcneapane. Mscnenratero Tpabea na 6ve no-4ecTo nNpH HanpesHana BL3pPacT dl DAMEHTH © HPO3a {BXK.
TouKH 4.8 1 4.9). Beako neuenue ¢ aMypeTHIM MoKe Ja IPHYHHHU XHIIOHATPHEMHSA NOHAKOTA ¢ MOHOTO
CepHO3HH NMOC/EIHLH. XHIIOHATPHEMHESA C XHIIOBOJIEMHA MOXE [1a € IPHUHHAT? 33 AeXHAPATaLHA 1
OpPTOCTATHYHA XUNIOTOHUA. EqHOBpeMeHHAaTa 3aryba Ha XI0pHIHKM HOHM MOxe a NOBele 10 BTOPHYHA
KOMIEHCAaTOpHA MeTaboNMHTHa anKaneza: YeCToTaTa M CTeneHTa Ha 1039 ebexT ca cnabu.

Cepymen xanuii
3arybara Ha KaaHH ¢ XHNIOKATHEMHUA NIPEACTABAABA OCHOBEH PHCK IPH THA3HAHHTE AMYPETHUM H A TeXHiTe
aHano3H. PHCKBT oT HacThIBaHe Ha xHMoKandeMus (< 3,4 mmol/l) Tpabea na ce npenoTepa
BHCOKOPMCKOBH TIOMyJIALIMH, KaTO TULE B HAPEHANA BE3PACT WK ¢ He0XpaHbane, H
NpHEMAaT HWIH He NOBeYE IEKAPCTBEHH CPEICTRA, MALHEHTH C IHPO3a ¢ OTOLM H ACLIMT, K
TAIHEHTH CBC CHPAEYHA HEJIOCTATHYHOCT.

B Te3n cyuam XMMOXaTHEMHATa [IOBHILABA CHPAEYHATA TOKCHUHOCT Ha CHPACTHMTE T,
PHTBMHH HApYIUECHHUS, '




C noBuiLeH pHCK ca H Jiuta ¢ yabkeH QT HHTepBals, HE3AaBHCHMO JAJIH TOM € ¢ BPOJIEH WIH ATPOreHeH
Npor3x0A. XHIOKATHEMHATA, KAKTO M OpaauKapaHaTa, AeHCTBa KaTo GaKkTop OAAroNpUATCTRALN
HACTBIIBAHETO Ha TEKKH PHTBMHH HapylueHHA, ocofeHo torsades de pointes, koWTo MoraT 1a 6b1ar
daTanyu.

BbB BCHYKH ¢liy4ad € Heo0X0aMMO Mo-4ecTO H3CIeABAHE Ha CEPYMHHA Kait. [IbpBOTO H3C/IEABAHE HA
CepYMHHA KaHit TpabBa Ja 6bi¢ Npe3 IMLpBATa CeAMHLA ClIeA 3aNM0YBAHE Ha JIEUECHHETO.

ITpn ycraHOBsBaHe Ha HACHK KallHii € Heo6X0IHMa KopeKLInA.

Cepymen kamyuil

THazuHHTE JUYPETHLIH W TEXHMTE aHAIO3H MOTAT J1a HAMAJIAT YPHHHATA eKCKPELHA HA KAnUHA H
Npenru3BHKAT JIEKO H [IPEXOAHO [IOBHIIARAHE HA IUTa3MEeHATa KOHLEHTPALMA Ha KILHA. SHAYHTENTHOTO
HOBHILOEHHE HAa CEpYMHHSA KaNIMA MOXe 1a c€ IBJDKH Ha HEJHATHOCTHUHPAH XUriepnapaTupeouaussm. B
TO3M caydali neuenneTo TpAGEA Aa ce COpe Npeiy H3CNeJBaHeTo Ha NapaTHPeOHAHATa PYHKIMA.

Kpvena 3axap
[IpocnenspaneTo Ha KPbBHATA 3aXap € BAXKHO NpH AHA0eTHIH, 0CO0EHO P HATHYME HA XHITOKATTHEMHS.

TTuroyna xuceauna
ITpH MauMeHTH ¢ XHNEPYPHKEMHS MOKE Ja c€ TIOBHIUH PHCKBT OT NOAATPO3HH MPHCTHIM.

Bvbpeuna dpynxyun u ouypemuyu
TuasHaHMTE AHYpETHIIM H TEXHHTE AHAJIO3M €a HaNBJIHO ©(EKTHBHH camo NpH HopManHa On0pedHa
GYHKUIMA WIH IPH MHHHMANHOTO i yBpeskaaHe (cepyMeH KpeaTHHHH npubmusurento noj 25 mg/l, T.e. 220
pmol/] 32 BE3pPacTHH).
IpH naLMeHTH B HaNpeiHana Be3pacT CTOHHOCTHTE Ha CEpyMHHA KpeaTHHHH TpsOBa Aa 6LaaT olleHsBaHH
cInopea Bb3pacTTa, TEJIECHOTO TErIo | nona no ¢opmynara Ha Cockroft:
cle: = (140 - pp3pact) X TenecHo Terno / 0,814 X cepyMeH KpeaTHHHH,
KBAETO!

BE3pacTTa ce MpeACTaBs B MOJHHH,

TENECHOTO Terno — B kg,

CEPYMHHSAT KPEaTHHHH — B micromol/l.
Ta3u dopMyna e nogxofiia 3a Mbike B HANMPEAHAA BB3pacT U TpAGRa Aa ObIe afanTupana 3a JKeHu upes
YMHOK4BaHe Ha pesynTara no 0,85.
XHNOBONEMHATA, IOABHNA CE€ B PE3Y/ITAT Ha 3aryGa Ha BOJA H HATPHI B HAYAIOTO HA AMYPETHIHATA
TEpanuA, NpeAH3BHKBA HaMaJgBaHe Ha rMoMepynHaTa ¢puntpauns. Tosa Moxke Aa AOBEAE A0 MIOBHIIABAHE Ha
CepyMHHTE CTOHHOCTH Ha KpeaTHHHHA M ypeATa. Tasu npexoana dyHkunonanHa O0b0peiHa HEZOCTATBYHOCT
HEe BOJM O HEXKeJlaHH NOCTeACTBHA MPH NAUMEHTH ¢ HopManHa Os0peuna GyHKuHA, HO MOXKe Ja BAOLIN
eHa HaJTMyHa OBOpEYHA HEAOCTATLHHOCT.

Cnopmucmu
CnoprucTuTe TpA0Ba 12 3HAAT, Y€ TO3H JIEKapCTBEH NMPOIYKT CHIBPKA AKTUEHO BELIECTBO, KOETO MOXeE 1a
NPEeAM3BHKA MO3HTHBHPAHE Ha PE3YJITATHTE [IPHA JOIHHIOB KOHTPO.

CriHO KbCO2NEOCTNE0 U BMOPUYHA 3aKPUMOBZBARA 2AAYKOMA!
CyndoHaMuanTe WK IPOHIBONHUTE OT CypoHAMMA JIEKAPCTBA, MOTAT 52 MPUUHMHAT HIHOCHHKPATAYHA
PEaKLUMA, H3pa3dBalld ce B [IPEXOAHO KbCOrNEeACTBO M OCTPa 3aKPHTOBIBJIHA rnaykoMa, Henexysanata
3aKPHTOBILIHA ITIaYKOMa MOXKE 113 AOREE 10 (I0CTORHHA 3ary0a Ha spenne. [Topronauanuoro neyenue ce
H3pa3AB4 B CIHpaHe MPHEMA HA TEKapCTBOTO KONKOTO ce MOXKe no-ckopo. Moxke na ce HamoxH na ce
O6GMHCITH CHOTEETHO MEAHLHHCKO M XMPYPTHYHO TIeYeHHe, aKO BRTPEOUHOTO HALAraHe OCTaBa
HEKOHTPOHpAHO. PUCKOBHTE (DaKTOPH 33 PA3BUTHETO HA OCTPA 3AKPHMOb2bARA [TIAYKOMAa MOTAT Aa
BKJIFOYBAT MPEALLSCTBALLA ANEPrus KM CyI(QOHaMHIN HIH NEHHLMTHE.

4.5 JlekapcTBeHH B3awMoAeHcTBHA H APYra OpMH Ha BIaHMoelicTBHe

Obugu 30 nepyndonpun 1 yndanamug.

Kombunauuu, Koumo He ce npenopwysam:




JIaTHeBH npenmapaTH . BMa chOOIIEHNA 32 OOPATHMO NOBMILAEAHE HA CEPYMHMTE KOHUEHTPALIMH HA JINTHS
H TOKCHYHH PEAKIMH MPH eAHOBPEMEHHO NIPHIOKEHHE HA JIMTHEBH npenapatd B ACE HHXuOHTOpH.
VYnotpebaTa Ha nepHAZONpWI B KOMOHHALMA C HHAANaMH] H JIHTHEBH NpenapaTH He ¢¢ IPenopsYea, HO ako
¢e HAJIOKH KOMOHHHpaHe, TpsbBa Ia ce IpoBeAe BHHMaTeTHO KOHTPOIMPAHE HA COPYMHMA THTHIH (BXK.
TouKa 4.4).

Kombunauuu, uzuckeaw(y chneyuaino eHgmanue;

- bakjioden:nopuLIeH aHTHXHNEPTEH3UBEH edekT, KOHTpoNMpaHe Ha KPBBHOTO HANATAHE H MIPH HyXIa
KOPEKIMA Ha A03aTa Ha aHTHXUNIEPTEH3HBHOTO CPEICTBO. .

- HecTeponaaH DPOTHEOBL3NAIHTEHH JieKapcTBenn npoaykTH (HCTIBC) (sBxnounTeHO
acnHpHH > 3g/nen): korato ACE HHxuOHTOPH ce npreMaT eTHOBPEMEHHO ¢ HECTEPOHIHH
NPOTHEORB3NANMTEHY ICKAPCTBCHHN NPOZYKTH (Halp. aneTHICATIMIIA/IOBA KUCEIMHE B 103U 34 JICUeHHe
Ha Bb3nanedud, COX-2 uaxuburopu H HecenextneHE HCTIBC) moxe [a ce Hamanu
aHTHxXHDepTeH3HBHHA epexT. EnnoBpementaTta ynorpeta Ha ACE uaxubutopu u HCIIBC Moxe na
AOReie A0 NMOBMILIEH PHCK OT BlomaeaHe HA 6EOpevHaTa GYHKLUMA BKIOYHTETHO B Bb3MOMXKHA OCTpa
6b0pevHa HeNOCTATHYHOCT H NOBHILARAHE HA CEPYMEMA KATHIT 0cOGeHO NPH MAUHEHTH ¢ [peallecTBaIga
cnaba Gu6peuna dynxauma. KomGuuauuara Tpabsa aa ce npunara ¢ BHHMaHWe 0coBEHO NPH MALIHEHTH B
Hanpennana pe3pact. [laieaTrTe Tpabea na ca xobpe XHApaTHpaHH KaTo CilefBa Ja Ce Mmpocnenu
6b6peynata GyHKIMA cne3 3aMOYBaHE HAa SOHOBPEMEHHOTO JIEYEHHE, KAKTO ¥ NEPHOAHUYHO CJie]] TOBA.

KomOunayuu, uzuckeauiy HuMAanue:
- HMuanpamMuaONoJ06HE AHTHACNPECAHTH (TPHNHKIAYHEHA), H¢BPOJENTHIH: [IOBHILEH

AHTHXHIEPTEH3HBEH e(eKT W NOBHIIEH PHCK OT OPTOCTATHYHA XHIIOTOHHA (anuTuseH ehekT).

Cepp3anLL ¢ HEDUHOONDUA.

JaHHH OT KIMHHYHH nNpOYYBAaHHA [IOKa3Bar, 4e ABOHHOTO OnokMpane HAa pPEHHH -AHTHOTEH3HH
angocreponoeata cucteMa (PAAC) upes koMbunHpanata ynotpe6a Ha ACE unxuburop, aHraorensun I1-
PELCITOPHA ONOKEPH HNM AJMCKHPEH Ce CBBbp3BA ¢ MO-BHCOKA 4eCcTOTA HA HeXeNlaHu cuburusd, Karo
HanpuMeEp XHIOTOHHMA, XMNEDKAIHEMHA H HaMajapaHe Ha OwOpevHara dyHKups (BKTIOUMTENHO OCTpa
OBOpeuHa HeNOCTATHYHOCT), B CpaBHeHMe ¢ ynoTpefara caMo Ha eqHO CPeACTBO, aeicTBae Bbpxy PAAC
(mk, Toukn 4.3, 4.4 n 5.1).

JIEK“ECMGGI ngedmsuxsay_g U xXunepKaiiemMin
Haxoun JIEKapcTBa HIIH TepancBTHYHH KmaCOBC MOraT Oa YBEIHYAT UYECTOTATA Ha XHMCPKANHEMMA:

aTHCKHPEH, KAIHEBH CONM, Kalki-cbxpadsBaimy auypeTHUM, ACE-MHXUOUTOpH, AHTATOHWCTH Ha
anrnoTensur-1l peuenropure, HCIIBC, xenapHhn, HMyHONOTHCKAILH CPEACTBA, KATO LUHKJIOCTIOPHH HITH
TaKpOAHMyc, TpEMeTONpHM, KOMOHHALHATA OT TE3H NIEKAPCTBA YBENHYARA PHCKA OT XMOSPKATHEMHEA.

Kombunauuu, xoumo ca npomuconoxasanu (8xc. mouka 4.3):
Amacknpen: [lpu nmaunenture ¢ auaber Wnu Hapywiewa O®Opeuna dyHKUMs ce yRenWMapa pucka of
XHIEPKATHEMMA, BIIOIIAaBaHe Ha ObOpeuHaTa GYHKUMA H ChpAEeYHOCHAOBATA 3a00/IEBAEMOCT H CMBPTHOCT.

ExcTpakopunopa/iaH Je9¢Hus:

ExcrpakopnopanH# JieYeHHd, BOOEIIM 0 KOHTAKT Ha KPBETA C OTPHLATEIHO 3apelieHH MOBBPXHOCTH, KATO
HAIpUMEp NManu3a WiIH XxXeMOQUNTpauua C ONpeacieRd BHCOKONPOMYCKIMBH MemOpanu (Hamp.
NONHAKPUIOHHTPHIHKA MEMOpaHH) M adepeza Ha JIMIIONPOTEHHH ¢ HHCKA IUTBTHOCT ¢ JEKCTPaHOB cyJdar,
nopald NMOBHUWIEH PHMCK OT TE&XKH aHadmnakToMaHH peakumd (Bx. Touka 4.3). IIpn neobxomumoct ot
nonobHO nedenne TpaOra ma ce oOMHCAM M3MOI3BAHE Ha APYr THI [JHANIM3HH MeMOpaud WIH Ha
AHTHXHTIEPTEHIMBHO CPeCTRO OT JPYT KIlac.

CakyOHTpH/BaICAPTaN:

Ennospemennara ynoTpeGa Ha MEpUHIONPHN CBC CaKyOMTpWIL/BalcapTaH € Tp
€IHOBPEMEHHOTO HHXHOHpane wa HenmpuinsuH H ACE moxe Ja noBHiIM pHcKa oT
cakyOuTpHN/BancapTaH He rTpalBa da ce 3amouBa npenu Aa ca M3MHBamH 36
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ToC/IeHaTa N03a NepHHAonpHI. JleueHHeTo ¢ nepHHIONpI He TpA6Ba Aa 3aMovBa MPeay A ¢a HIMHHAIH
36 yaca cnies npHeMaHe Ha NOC/IeIHATA A03a cakyOMTpHiL/BancapTaH. (Bx.Touku 4.3 u 4.4),

Kombunauuu, koumo ne ce npenopvusgan:
-Angcxnpen: IIpu nammenTure Ge3 nuaber win Hapyena 660pedHa QYHKUMSA ce yBETHYaBa pHUCKaA OT

XHNEPKATHEMHA, BlIOLIaBaHe Ha Op0pedHaTa $yHKUNA i CEPACYHOCHA0BATa 3a60/IEBAEMOCT U CMBPTHOCT

(Bk. Touka 4.4).

-Kombanupano geueane ¢ ACE- gaxnfurop B anrmsorensun-penentopen G6aoxep: B nureparypara ce

cpoOIaBa, e NMPH NALMEHTH ¢ YCTAHOBEHO aTEPOCKIEPOTHYHO 2a00IABaHe, ChPeYHa He0CTATHYHOCT HiH

AHabeT ¢ KpaitHo OpraHHo YBpexaaHe KoMGuHUpauoTo fNeuenue ¢ ACE- vHXUOMTOP ¥ aHrHOTeH3MH-

peuienTOpeH 6110Kep € CBBP3aHO C MOBHILEHA YECTOTa Ha XHIOTOHHA, CHHKOTI, XHIIEPKAJTHEMHA H BIOLIaBaHe

Ha 680peunaTa QynKipa (BOUMTENHO ocTpa Op0peyna HenoOCTaTHYHOCT) B cpaBHEHHE ¢ yroTpeGara Ha

€/IMH PEHHH-aHTHOTEHZHH-AN0CTEPOH — AeicTBal areHT. JIBoiiHOTO 6N0KHpaHe (Hanp. upe3 KoMOHHApaHe

Ha ACE- uaxuburop ¢ aHTaroHUCT Ha anrHoTeH3us-11 pelenTopure) TpabBa 1a ce orpaHHYaBa caMo 10

OTHE/HH CITyHaH ¢ HEMOCPEACTBEHO HabmoaeHHe Ha OpOpedraTa GYHKUHA, CEPYMHNA KATHIi H KPERHOTO

Hanarade (Bx. Touka 4.4).

-EctpamyeTns: Pick oT yRenu4aBaHe Ha HexETAHHTE peakliMK, KATO aHTMOHEBPOTHYER OTOK {aHTHOENEM).

- Ko-Tpamoxkcazon (FpamMeTonpum/cyapameTokea’on): alHeHTH, IpHeMAalllH €NHOBPEMEHHO KO-

TPHMOKCA30N {TPHMETONPHM/ CynthaMeTOKCa30M1) MOXE A& Ca ¢ HOBHILEH PHCK OT XHNepKanueMns (BH#.T.

44).

- Kanuii-chXpaHgBaAIlHA JHYPeTHDH (HANp, TPHEIMTEpEN,AMHAIOPHL...), KATHIi (conu): XHnepkanueMus
{notenunanHo ¢aranna), ocobeHo cEBMECTHO ¢ OLOpeuHa HeIOCTaTHYHOCT (AMUTHBEH
xHnepkanueMuyueH edexrt). KombuHMpaHeTo Ha NEPHHACNIPHN ¢ FOPECNIOMEHATHTE JIEKAPCTRA HE Ce
npenope4Ba (Bx. Touka 4.4). AKO BLIPEKH TOBZ € MOKa3aHa koMOHUHHpaHa ynoTpela, T4 Tpabea xa ce
HPOBE3K/1a BHHMATEITHO # ¢ pPeaoBHO HabmoAeHHe Ha CepyMHHA Kanuit, 3a ynmorpeba Ha CIHPOHONAKTOH
[pH ChPACHHA HOROCTATEHYHOCT BK. TOUKaTa ,, KoMONHAINH, HINCKBALY CNSIHAIHO BHAMAHKE .

Kombunaunu, uzuckeau{li cneYRQING SHUMAHUE:

- AHTRNHAGETHH cpeAcTB2 (HHCY/IHH, HEPOPANHH XHNOITHKeMHEYHE NpenapaTH}:

EnngemMuonorudeuTe MpOyUBaHAA PEANICIAraT, ue efHOBpeMeHHOTO npinoxkente Ha ACE- umxuburopu u
NpOTHBOAHAGETHH MEAHKAMEHTH (HHCYITHH, MIEPOPATHH XMTIOTITHKEMHYHH TIPeriapaTi) MOwkKe Ja AoReNe
10 3acuieH edekT Ha HAMaNJIBaHE Ha KPHBHATA 3aXap ¢ PHCK OT XHMIOTIHKeMHS. ToBa ABRJIEHHE H3rIeXKIa
€ [O-BEPOATHO A3 RBIHMKHE (Ipe3 NBPBUTE CeAMUIM Ha KOMOMHMPAHOTO JIeueHWE | NPH NAlMEHTH ¢
OpOpedHa HeNOCTATHYHOCT

- Kanmii-secbXpaanBamin AnypernnH: [lanueHTHTE, NpHEMAlUM AHYPETHUH, H OCOGEHO OHE3H CBC
3aryfa Ha 00eM W/HIM COTH MOFAT a MOYYBCTBAT NPEKOMEPHO MOHIKABaHE HA KPBBHOTO HaATaHe Cliel
zanouBaHe Ha neveHHe ¢ ACE-HHxuOHTOp. BB3MOKHOCTTA 38 XHITOTOHHYHH €(eKTH MOXKe Na C€ HAMANH
ypes cnMpaHe Ha AWYpPETHKA HITH 4pes YBeJAHYapaHe Ha obeMa WIH MpHeMa Ha COJIH MpeIH HA4ANIoTO HA
NeYSHHE ¢ HUCKH W MIOCTENeHHO HAPacTBallH A03H MEPUHACTIPRIL.
IIpu apmepuanna xunepmonys, KOTaToO NPSIUILTAC NEICHHE ¢ JHYPCTUK MOKE 13 € MPAYMHIIO 3ary0a Ba
conn/obeM, TpabBa WM npeayu sanousaneTo Ha ACE-uHxuGMTOp na ce cope AHYPeTHKBT (B TaxkeB
cliyvaii BIOCIENCTBHE MOXKE NIOBTOPHO Ja Ce BbBeMe Kanuii-HechXpaHaBalll JUYPETHK), WIN DPHEMBT HA
ACEunxnOHTOp Aa ce 3ano4He ¢ HECKa 1034 U DPOrPECHBHO Ja HApacTRa.
Ilpu xonzecmusna copOeuHa HeDoCmMAMBYROCT, JeKyeana ¢ ouypemux, npueMsT Ha ACE-unxuburop
Tp40Ba A3 3alo4yHE ¢ MHOIO HHUCKA [103a, MO BE3MOMHOCT CNé] HaMalsgBaHe Ha [03aTa HA CBLP3aHHA
KanHii-HecLXpaHaBall JHYpeTHK.
Beb BcwukH cnydan Tpabea na ce Habmonasa OwrOpeunata yoxkiMs (HMBAaTA Ha KpPEaTHHHH) Npe3
ITBPBHTE HAKOJIKO CEAAMHIM Ha nevyeHnero ¢ ACE-unxuburop.

- KaluH-chEXpansaBalid ARypeTHIH (eNJepeHon, CIAPOHOIAKTOR):  eMIEpEHOH WA CHHPOHONAKTOM
B HHCKH A03H oT 12,5 o 50 mg na e v ¢ ACE-HHEXHOHTOPH B HHCKH JO3H:
IpH nevenue na chpaedHa gepoctarsaiact or wiac II-IV (NYHA) ¢ dpakims Ha M3t 40% un
npeaumbo neveHue ¢ ACE-uuxubHTOpH H OPHMKOBH JHYDPETHLH CHINECTBYBA P
datanna Xunepkaimemns, ocobeHO IpH Hecnas3Bane Ha NPEANHCAHHTE NPENOPHKI
IMpenu pa zanoyneTe KOMOWHHPAHOTO JieHeHHE, MIPOREPETE OTCHCTBHETO HA XUN
6L0peuna QpyHKUHA.
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lNpenoprusa ce CTPHKTHO HAOMOACHHE 33 KalueMHA M KpeaTHHHHEMHA CHKEeCeAMHYHO Tpe3 ITbPBHA
Mecell OT NEYEHHETO H e3KEMECEUHO BIOCTEICTBHE,

- Panexaporpun: uipecTHo e, ye ACE HHxuGHTOpHTE (Hanp.nepHHAONPHI) NpeaU3BHKBAT aHTHOEAEM.
To3n puck MOXKe Ja ce YBENMYH, KOraTro €€ H3MO/3BAT €AHOBPEMEHHO ¢ pallekaJorpun (JIeKapcTRo,
H3MO3BAHO CPELTY OCTPa AMAPHA).

- mTOR uxxubmropn: (Hamp. CHpPOJHMYC, eBEPONHMYC, TEMCHPOJHMYC): TNpPH NAalHeHTH,
NpOBEXAANTH eAHOBpeMeHHO JieueHHe ¢ MTOR HHXMGHTOPH MOXKE 1a HMa MOBHUIEH PHCK OT aHTHOSOEM
{Bac.TOUKa 4.4).

Kombunauuu, uzuckeauiu enumanue:

- AHTHXHOEPTeH3HBHN CPEICTBA B Ba3oARIATATOpH: ENHOBpeMeHHaTa yoTpeba Ha Te3M BellecTa
MOME Ja YBENWYH XHIOTOHUMHOTO felicTBre Ha NepuHionpun. KomOunupanero ¢ HUTPOTIHLEPHH W APYTH
HHMTPATH WIH APYTH Ba30WIATATOPH MOKE NOIIBIAHHTEIHO 13 MOHIKH KPBBHOTO HANATAHE.

ANOTypAAO/1, UHTOCTATHIH HAH HMYHOCYNIPECHBHH CPEACTEi, CHCTEMHH KOPTAKOCTEPOHIH HH
OPOKAHRAMEBA: eJHOBpeMeHHOTO NpHaaraHe ¢ ACE uHxuburopn Moxke na Joseae A0 TIOBHILEH PHCK OT
JNEeBKOTIeHMA {BaK.To4Ka 4.4},

Anecrerann: ACE umxuGuropure Morar na 3aCHIAT XMNOTEHIHBHUTE e()eKTH HA HAKOH AaHECTETHLH
(px.TOuKa 4.4).

I'ABOTHEE (JHHAT/IHOTHH, CAKCATIHATHH, CHTATARATHH, suijaranuTan): [losumen puck ot
AHTHOEZEM NIOPanH 0TcaberoTo OT MIMnTHHA AeiicTBHe HA aunenTUiE nentiaasa IV (DPP-IV) npu
MAUMEHTH, ¢AHOBpEMeHHO nexyeaHH ¢ ACE- vHXHOHTOD.

CeMoaTomMaMeTHOE: CHMIATOMHMETHLMTE MOTAT Aa HAMANAT AHTHXHIIEPTEH3IHBHOTO AeiicTBHE Ha
ACE- uHxXnGuTopHTE.

3naTHE OpenAPATH | HMA PEAKH CBODLIEHHA 38 HUTPUTOHOHH PeaklMH (CHMITTOMATHKATA BKIIOYBA
3aYepBABaHE HA JIHLETO, FBAEHE, TIOBPEIIAHE H XHOOTOHAS) NPH NMAalHEHTH APOBEX AN TEPanHi ¢
HIKEKLMOHHO 371aTO (HaTPHER aypoTHOMAnaT) U eanoepemenno ACE-unxubnropro neuenue,
BIJTIOYHTENHO € NEPHHAOTIPHIL

Cevp3ani ¢ UHOGHAMUO.

Kamﬁunaguu, HIHCKeaW{ i CRENHARIHG SHUMAHUE?

- Aﬂﬂﬂypﬂlﬂ)ﬂ: KOMGHHHP&HD‘TO N€UCHAE C HHAATIAMH]] MOXKE a3 YBCIHYH 94eCTOTaTa

Kompurnauuy, uzuckeamiyl GHUMaHue:

JlexapcTBend cpeicTea NpeIR3BHKBAINH torsades de pointes : mopanu pucka OT XHIIOKATHEMHS,
HWHOanaMHz TpaOBa Ja ce MpHara ¢ MOBMIEHO BHUMaHHE B KOMOWHAUMS ¢ ISKAPCTREHN NIPOAYKTH,
KOWTO Npend3BHKBAT torsades de pointes, Kato HanpuMep Kiac [A aHTHApHTMHYHH CPEACTBA (XMHHAMH,
XMIOPOXHHHIMH, Au3onupaMuA); knac [II antuapATMiuHM cpenctea (aMHonapoH, aodetwmnn, HoyTnaua,
OpeTIiIHYM, COTAION); HAKOH HEBPOJICITTHLIM (XTOPIIPOMA3HH, HAMEMA3HH, TEBOMENPOMA3HH, THOPH/IA3HH,
TpuduTyonepasvH), GeHsaMHIH (aMHUCYIIPEA, CYNIHPHL, CYITONpHI, THAanpua), GyTupodeHoHU
(aponepuzon, XaNolepuaon), Ipyry HEBpOASNTHUH (MHMO3INA); APYTH CyOCTAHLHH, KATO HATPHMEP
Genpronn, uusanpun, qubeMaH, i.v. epPHTPOMHLIHH, XATOGhAHTPHH, MH30/IaCTHH, MOKCHGTOKCALMH,
MEeHTAMMOHH, criapdiokcaluy, i.v. BHHKAMEH, METAZIOH, acTeMuson, Tepdenanvs. [a ce npenoTeparaea
XHIOKANMEMHATA, KO € HeoOX0aHMO JIa ¢e KOpHrupa: KoHTpormpase Ha QT unTepean.

JlekapeTBeHH CPeACTBA HORMKABANIH CePpYMHNn ka/anii: amborepunuun B (3a 1.v. npunoxkenne),
FTIHOKOKOPTHKOHIH H MHHEPAJIIKOPTHKOMAH {32 CHCTEMHO NMPHIIOKEHHE), TETPAKO3AKTHA, CTUMYTHPAIRH
NEepPUCTANTUKATa I@KCATHBHH CPeACTRA: NOBHIIEH PHCK OT XHIIOKATHEMHS (aAHTHBeH edekT). a ce
KOHTPOIMpa CEPYMRHA KATHi K aKk0 € HeoOX0QHMO J1a ¢€ KOpHrupa; ocobeHO BHHMAHHE € Heo0X0IHMO B
ciTyyaif Ha leyeHHE COUFHTAHCOBH NpenapaTi. Tpabea Oa ce M3MON3BAT HECTHMY/IHPALUH JIAKCATHBHH
CpeacTBa.

JHrATAIHCOBH NPENAPATH: XHIOKATHEMHATA ONaronpHATCTBa TOKCHYHHTE e(EKTH Ha THTHTAIHCOBUTE
npenapatH. Tpa6Ba na ce xonTponupat cepyMHus Kamuii 1 EKI, a npu Hy)xna tpaGea na 6sx1e
HANpaBeHa [peoLieHKa Ha JIEUCHHETO.

CBPBEXUYBCTBHTEITHOCT KBEM ANOITYPHHOJL.
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- Kannii cbXpangaBamu AAypeTHIN (AMAJIOPHI, COAPOHOIAKTOH, TPHAMTEPEH): BEIPEKH, Ye
parHoHaTHUTe KOMOHHALIHH Ca OT 107138 33 HAKOM NAlHEHTH, BCE [1aK MOTAT A ¢ NOABAT XMINOKATHEMHS
HJIH XHroHaTpHemns (0cobeHo MpH naieHTH ¢ 610peuna HeaocTaThYHOCT UK Auaber). InasMeHus KaTHii
n EKT 1psi©Ba na ce npocnenssar u, ako e HeoOX0AMMO, JICYEHHETO A ce Npepasriea.

-  MerdopmMuH: pUCK OT TaKTaTHA allH/103a NPEAHIBMKAHA OT MeThOPMHH, NOPaaH BB3MOKHA
dynxuHonanya 6u0pedHa HeNOCTaTEYHOCT CBbP3aHa ¢ IMYPeTHLH H 0cofeHo ¢ GPUMKOBH JHYPETHLH.
Ja He ce H3nonzea MeTQOPMUH, aKC CEPYMHUAT KpeaTHRUH Haasuiasa 15 mg/l {135 micromol/) 3a
Mbxke # 12 mg/l (110 micromol/]) 3a xenn.

- Hom-chabpaants KORTPACTHH CPEICTBA: B CiTyuail HA NeXHAPATALIHA NPEAM3BHKAHA OT JHYPETHLIH,
CBUIECTBYBA OBMUIEH PHCK OT ocTpa 6m0peyHa HepocTaTEUHOCT, 0c0bEHO NMpH ynoTpeGa Ha BUCOKH
J0O3H HOA-CBABPHKALIH KOHTPacTHH ¢pencTaa. Tpadpa Aa ce npoBeae pexyapaTaLs IpeaH npIiaraHeTo
Ha HoA-ChABPHALIOTO KOHTPACTHO BELIECTBO.

~  Kanmwii (conm): pUCK OT MOBHIIABAHE HAa CEPYMHMA KAILMH, IOPAXH HAMAJIEHA eJTAMHHALIHA HA KATLA
C YpHHATa.

- ITHKI0CHOPHH, TAKPOJHMYC: PHCK OT NOBHIIABAHE HA CEPYMHHA KPEaTHHHH Ge3 MpoMaHa Ha
LHPKY/IHpaIKA LIMKIOCIIOPHH, Naxe H TIPH JIMNca Ha 3aryba Ha colM H BoJa.

- KOpTHKOCTEPOH/IM, TeTPAK03AKTA] (CHCTEMHO NPUAGKEHNE). HAMANABAHE HA AHTUXUICPTEH3WBHMA
edexT (3abpiKaHe Ha con H BOAA ABIDKANIO ¢€ HA KOPTHKOCTEPOUIMTE).

4.6 @epTHINTET, GpeMeHHOCT H KBpMeHe

Ipeneun ehekTHTE Ha OTAENHATE CHCTABKH B TO3H JIEKAPCTBEH IPOIYKT BLPXY OPeMEHHOCTTa H KBPMEHETO,
Honunpen bu-®opTtene ce npenopkuea npes3 mspEHA TpHMeCTEP oT OpemMennocTTa. Honmnpen Bu-Popre e
MPOTHBONOKA3aH N0 BPEME HA BTOPHA M TPeTHA TPHMECTHP 0T OpeMeHHOCTTA.

Honunpen bu-Mopre € npoTHBONOKAa3aH No BpeMe Ha kbpMeHe. Tpabba qa ce B3eMe pelleHHe IaNH 1a ce
MPEKbCHE KbpMeHeTO K fa ¢e crpe Honunpen Bu-®opre npeapus BXKHOCTTa HA TOBA JICYEHHE 32
MmaiKara.

BpeMenHocT

Cevpsanu ¢ nepunconpun:

He ce mpemopbuyBa ynmorpefara ma ACE HBEXHOWTOPH mo Bpeme HA NLPBHR TPHEMECTHD OT
6pemennoctTa (B.4.4). YnorpeGara na ACE uuxaGaTOPH ¢ NPOTARONOKAIAHA 10 BPeMe HA BTopast B
TPETHA TPHMECTRP 0T OpeMeHHOCTTA (BK. ToUKH 4.3 B 4.4).

EnmMaeMuonoryvHHTE TaHHM OTHOCHO PHCKA OT TEPATOTeHeH edekT KaTo pe3ynrar ot ekcrnosuuus Ha ACE
AHXUOHTOPH NO BpeMe Ha IILPBUA TPUMECTBP 0T OpeMEeHHOCTTA He ca yOeMTEIHM: BCE MAK HE MOXeE Ja Ce
M3KJIFOYH JIEKO MOBHLIABAaHE HA pHcka. [lanyeHTKHTe, KOUTO TUIAHHPAT OpeMeHHOCT, TPA0Ba Ja NIPeMUHAT Ha
ANTEPHATHBHO AHTHXMIIEPTEH3HBHO JIeHMCHHE, KOCTO € ¢ YCTaHOBeH Npodun Ha 6ezonacHocT 3a ynorpeba no
BpeMe Ha GpeMEHHOCT, OCBeH ako mpoibpkuTentHoTo neveHue ¢ ACE unxuGurop He ce cuere 2a xpafino
Heobxoaumo. Korato 6pemenHocTTa ¢ noTREpAcHA, Tedennero ¢ ACE uHxuburopn TpaOBa HesabaBHO 1a ce
NPEYCTAHOBH #, aKo € MOAXOMALLO, Aa C€ 3all0UHe ATTEPHATHBHO JIE4EHHE.

H3gectHO €, de excrozuumaATa Ha neueHHe ¢ ACE uuxuGHTOpH no speMe Ha BTOPHs M TPETHS TPUMECTEHP
npeau3BuKBa (EeTOTOKCHYHOCT NMPH 4OBeka (HaMansBaHe Ha OnOpevuHaTa (yHKIMA, ONMIOXMAPAMHHOH,
3abaBaHe Ha ocuUKALMATA HA Yeperna) H HEOHATAIHA TOKCHYHOCT {OB0pevHa HEJOCTATEYHOCT, XHIOTOHMA,
XHIepkanneMus) (XK. Touka 5.3). '

Axo excrio3nuusaTa Ha ACE aHXHORTOpP ce CIyvuH OT BTOpUs TPHMECTHP 0T OpeMEHHOCTTa, ce NpENnophYBa
YATPazByKOBO NMpocneiieane Ha OL0peunaTa QyHKUMA H yepena.

xunotoHun (Bxk. Touku 4.3 u 4.4).

Jluncear WiH MMa OTpaHH4YeHH AaHHH (mo-manko ot 300 sapbpuMan GpeMeHHO

Cabpaduu ¢ UHOARAMUO: {
HHIANaMHJ NpyH GpeMEHHH KeHH !
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IMponemKHTENHATA THAZHAHA €KCIOZHLHA Tpe3 TpeTHs TPHMECTHP Ha GpeMEHHOCTTa MOXe A4 HaManM
mnasMeHHa ofeM Ha MAHYHHHA OPraHH3IbM, KAKTO H YTEPO-TUAlICHTapHuA KPBBOTOK, KOETO MOXe fa
OPHYHHHE (eTo-lanedTapHa HeXeMus 1 3abaBaHe Ha pacTexa.

[IpoyuBaHHATa NpH YKUBOTHH HE MOKA3BAT NPEKH WIH KOCBEHH BPEIHH ACHCTBHA MO OTHOIIEHHE HA
PENpOIYKTHBHATA TOKCHYHOCT {BXK. TOUKa 5.3).

Karo npenna3sHa msapxka, 3a npeinounTaHe e Aa ce n3barea ynorpebara Ha HHAATAMH 1O BpEME HA
6pemeHHOCT.

Knpmene:
Hosunpen bu-@opte € MPOTHBOMOKA3aH NMPH KEPMEHE.

Cavpzanu ¢ nepundonpi:

[lopagn nMNca Ha HHGOPMAUHA OTHOCHO ynoTpe6aTa Ha NEPUHAOINPHI 110 BPEME HA KbPMEHE, MepUHAOIPHIT
HE C€ NIPENophYEa H B TO3H CTy4Yaii 3a npeqNIOYHTAaHE ¢a alITepPHATHBHH JIEHUeHHS ¢ N0-100pe yCTaHOBEH
npodm/i Ha GezonacHOCT, 0COOEHO KOTATO Ce Kacae 3a KbpMeHe Ha HOBOPOOEHO HITH HA NPeXeBpeMEHHO
pOASHO ACTE.

Cebp3any ¢ HHOGNAMUO.!

Hama pocrareyHo MEGOPMALMA 32 €KCKPETHPAHETO HAa MHHMAMHI WIH MeTaGOJIMTHTE My B YOBELIKOTO
MIIKO.

Mozke aa ce NoABH CBPEXUYBCTBUTEIHOCT KM CYI(OHAMHIHH MPOH3ROJHH K XHIIOKATMEMHS.
He Moke na ce H3KIIOUH PHCK 32 HOBOPOAEHHTE/KbpMaieTaTa.
Hupanamua nma roiaMo ¢XOACTBO ¢ THA3HAHHTE RHYPETHLIM, KOHTO Ca CERP3aHH B [IEPHOAA HAa KBPMEHE ¢

TIOHHAKEHHE HAH JOPH CIHPaHEe Ha OTHENSHETO Ha KBpMa.
HupanaMHA € NpOTHBOMOKA3aH N0 BpeMe HA KbPMEHE.

DeprHanTeT

OO0 30 REpURCORDUR 1 UHOAnAMUQ

[poyupaHuATa 3a penpoJyKTHBHAa TOKCHYHOCT HE T0Ka3BaT BIHAHHE BPXY (epTHIHTETA [IDH XKEHCKH H
MBHKH TUTBXOBE (BK. Touka 5.3). He ce ouakpa BIHAHMe BopXY DEPTIWIMTETA MpH Xopa.

4.7 [EdexTH BLpXY cnocoDHOCTTA 33 modHapane g paboTa ¢ MAITHHH

Cevpaanu ¢ nepunodonpun, undanamud 1 Hommpen Bu-Popme:

JlBeTe aKTHBHH BelIeCTBAa, NOOTAENHO WIH B KoMOHHanua B Honunpen Bu-Qopre, He okasparT BNMAHHE
BBEpPXY CnocobHOCTTa 3a WodHpaHe H paboTa ¢ MallMHW, HO NPH HAKOH MALMEHTH MOrAT Ja HacTBIAT
HHOHBHAYATHH DPEakUHH CBBLP3aHM ¢ MOHHKABaHE HA KPBBHOTO HanArawe, OcoDEHO B HAYAJNOTO Ha
JIEYEHHETO WIH B KOMOHHANA ¢ APYTH AaHTHXHNEPTEH3HEHH CPEACTBA.

B pezynTat Ha ToBa MOJMe N ¢¢ HapyIIH cOCOOHOCTTA 3a mwodHpaHe MM pafoTa ¢ MAaLIHHY,

4.8 HexelanH JEKAPCTBEHH PeaKIHH

a. OGobmen npodun Ha GesonacHocT

Tipunaranero Ha MepHHAOTIPHI HHXHOHPa 0CTa PEHHH-aHMHOTCH3HH-ANI0CTEPOH H BONY FO-Feri HSL KBM
HAMaTABAHE Ha kalnesara 3aryba npuauHeHa ot HHaanamua. [lect npouenra ot nagy Q}gﬂﬁé%ﬂm '
Honunpen bu-®opte nonyyasat XxunokamueMHs (cepyMed kamuii < 3,4 mmol/1).

Hait-uecTo HaG/mopapaHHTE HEXENAHKM peakLHH ca:
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- € MEPHHIONPH 3aMAAHOCT, rMaBobOIHe, NapecTesua, AUCTEY3Hs, 3PUTENIHH HAPYLIEHHA,
CBETOBBPTEXK, LIYM B YIIHTE, XMIIOTOHHA, KalILTHLIA, TUCTIHEA, KOPEMHH (ONTKH, 3aIleK,
JUCTISIICHA, AHAPHA, TAfIcHe, IOBpPbLIaHe, cbpOex, OOPHB, MYCKYITHH CITa3MH, aCTEHHA.

- ¢ HHIAMAMH],: PEaKUMM Ha CBPBXYYBCTBHTE/HOCT, OCHOBHO KOKHH, INPH MALHEHTH,
TNPEapPasIIoNnoKeHH KbM alePrHYHH Pk H aCTMa H MaKyJIOTaIy 103HH OOPHBH.

b. TabnuueH CNHCHK HAa HEKEIAHHTE PEAKLHH

CneaHuTe HEKeNaHH JICKAPCTBCHH peakuMu ¢a HabmojaeaHH NO BpeMe HAa KIWHHYHM H3IHTBAHHA H/WIH
NOCTMapKeTHHroBa ynotpela ca NoapeJeHH CIiopel] YeCTOTATA CH MO CASIHHA HAYHH:
MHoro uectu (>1/10); wectu (=1/100, <1/10); neuectu (>1/1000, < 1/100); peaku (>1/10000, <1/1000),

muoro peaku(<1/10000), ¢ venspecTHa YecToTa (OT HANMYHATE AAHHK He MOXe Aa Oblie HanpaBena oLeHKa).

HEPBHATA CHCTEMA

MedDRA HecToTa
CHereMo-opranen Hexenana peaknian
Hepanaonpny | Hanamamng
Kiaac
Hudexnnn n
Punaut Maoro peakd | -
HHpecTanun
EosnHobuins HeuecTu* -
ArpaHynouurosa (Bx. Touka 4.4) Mpuoro peaxu | Muoro penku
ATUtacTHYHA aHeMHd - MHuoro penxu
Hapymennsn ga = PELEH |
HanguToneHus Muoro pesiku | -
KPLBOHOCHATA M
JlepxoneHus Mmoro penky | MHOTo penku
JAHM(}HATA CHCTEMA
Heytponenns (px. To4ka 4.4) MHOro peakH | -
XeMONMTHYHA aHEMHA Mmuoro peaxH | Muore peaku
TpoMGolmTonenus (B, Touxa 4.4) Mauoro peaxu | Muoro peakn
CBpEXUYBCTBHTEITHOCT (PeaKinH,
Hapyuienns g2a OCHOBHO 1epMATOJIOTHYHH, TIPH MALHEeHTH Yectn
HMYHHATA CHETEMA | ¢ NPEeNpa3’noNokKeHHE KbM ajJeprauHy | - B
ACTMATHIHH pPeaKliiH)
KUNoTHuKeMua (BA. ToUKd 4.4 1 4.5) Heuectn* -
Xunepkanuemus, oOpaTHMa NpH CNHpaHe
{s:k. TOuKa 4.4) Heuectu* -
C Heu3BeCTHA
XunoHatpuemus (Bx. Touka 4.4) Heuectu* T
YECTOTA
XHNepKATITHEMHA - MHoro peaku
3aryba Ha Kanuil ¢ XUNOKaTHeEMHS
C HeM3BecTHa
0cobeHO CEpHO3HO MPH HAKOHW PACKOBH -
- 4ecTOTa
TpyiH (Bx. Touka 4.4) R
ITpoMgHA Ha HACTPOCHHETO Heuectn -
Henxuunm - =
_—— PaszcTpoiicTeo Ha ChHA Heuectu -
HADPYII¢HHA
Q0ppKBaHe MHoro penkd | -
3amMagHOCT HecT -
I'napobonue Yectu Penxu
Ilapectezns Yectu Penxu
Jucreysus Yecrn -
CRHIHBOCT Heuectu* -
Hapvmenng 53 + C HeHnsBecTHa
CuHKon Heuectu e

Bb3MoxeH MHCYAT BCIEOCTBHE HA
MPEKOMEepHAa XHIIOTOHHA TIPH
BHCOKOPHCKOBM MALMEHTH (BXK. To4Ka 4.4)

MHoro

Bb3MOoxHOCT 3a BE3HHKBAHE HA
yepHoApoOHa eHnedanonaTia B caydaii Ha
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yepHoaApoOHa HEAOCTATEYHOCT (BAK. TOYKH
43u44)

C HeH3BeCTHA

Yectn
3pUTENHH HAPYIDEHHA 4YSCTOTA
Hapynienns Ha C HewzReCTH
Muonus (Bx.Touxa 4.4) - 2 a
ounTe 4ecToTa
C HeH3BecTHA
3aMBITIEHO 3pEHHE - oe——
YecToTa
CreTOBBpTER Yectn P
Hapymiennyg na p —e oAk
0T0 H Na0HpHATS
e 1a2up Ilym B yuunTe YectH -
Cwpuebuene Heuectn* -
Taxukapaus Heuectn* -
AHTHHA NekTopuc (BXK. Touka 4.4) MHoro peakn | -
AputMua (BRITFOUHTEITHO OpaaHKapais,
BEHTPHKYNapHA TAXHKAPIHA, IpeachpaHe | Muoro peaku | MHoro peaku
Cupaeqnn MBKOCHE)
HAPYHIEHHSE HugapkT Ha MHOKapIa BEPOATHO
BTOPHYEH B CIICACTBHE HA TEKKA
MHoro pesgu | -
XHIOTOHHA NPH BHCOKOPHCKOBH MALMEHTH
(Bx. TOuKa 4.4)
Torsades de pointes (moTeHIHATHO C HeH3BEeCTHA
daTanuu) (Bx. ToukH 4.4 H 4.5) - YeCcToTa
Xunoronua (1
(¥ cBEp3aHy ¢ Hes edeKTH) YecT MHOT0 DeTKH
ChaoBR HApYmeRRa | (BX. Touka 4.4) - ~IHOLO DCHIKH
Backyaut Heuecru* -
. C HeH3BecTHa
dbenomen na Peitno - |-
4ecToTa
Kamnna (. Touka 4.4
Pecnupatopnn, ua ( ) Yecru -
CPLAEH H
D JncnHes Yecmn -
MeIRACTHHAIHA
bponxocnazeM Heuectu -
HADVINEEHHA
EosuHoduNHa nHEBMOHUA Muporo penku | -
Kopemna boska Yectn -
3amek Yectn Penxn
LBuapus Hectu -
Cromamng-apernn | Jlucnencus Yectu -
HApYOIEHRAS T'apene YectH Penku
Tlopprinate Hectu Heuectu
Cyxora B ycTata Heuectu Peniu
ITaHkpeaTHT Muoro peakn | Muoro peakn
XenaTthT (BX. TOuKa 4.4) MHoro peak | C HEM3BECTHA
Xenaro-Gunnapas yecTOTA
HAPYIIEHHK
AHopMaIHa YepHOAPOSHA QyHKIHA - MHuoro peaxu
Ipypuryc Yectu -
Obpue YectH -
MakynonanynoseH oOpHs -
Vprukapus (BX. Touka 4.4 HeuecTtn
Hapymenud Ha pTHKApHA ( )
Anxrnoenem (Bx. Touka 4.4) Heuectn
KOXKATA H I a
BOAROKHATA THKAH YPTYP =
Xunepxuaposa Heuect

Peakuun Ha (poTOCEHCHOMNH3ALMA

PR 1 T4
+LTTeT

IeMpurons
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BrowasaHe Ha ICOpHAZMC Penxu* -
Epurema myntudopme Muoro penkn | -
TokcnuHa enuaepMaTHa HEKPOJIH3A - MHoro penku
CungpoM Ha Cruebace-JDKOHCEH - Muoro penku |
MYCKYJIHH KpaMITH Yectn -
Hapymenns Ha YRS P =
Bw3mokHO BROWIAEaHe HA BEde
MYCKYJIHO- CBILECTBYEBAL OCTBP AHCEMHHHPAH JIYILYC L HensecTha
CKEJeTHATA CHCTEMA Y P paHIynye | = 4ecToTa
EpHTEMATO3YC
H ChLEAHAHATEHATA :
ApTpanrus Heuectu -
ThKaH
- Muanrns Heuectu* -
Hapymenng Ha BB0peuna HeAoCTATBHHOCT HeuectH
0b0pennTe H
Octpa 6v6peunHa HenoOCTaTLYHOCT Mmnoro perkd | MHoro penku
NHKOYHHTE NLTHINA
Hapymenng Ha
ERNPOAIBOANTENHA Epextiina nuchyrxums Heuectn
Ta CHCTeMa H y -
IbpAATA
AcTeHus YectH -
Bonxka B repante Heuectu* -
O6mu sapymenns H .
HepasnonomxeHue Heuectn -
eeKTH HA MACTOTO *
Ieputepen orox Heuectn -
Ha NPHJIOKEHAE "
ITupexcun Heuectu -
Ymopa - Peaxu
[NoBuueHa KPBBHE Ypes Heuectu* -
IToBHilECH KpbBEH KpeaTHHHH Heuectn* -
IloBuileH KpbBEH OHITHPYOHH Penxu -
[TopuLIeH yepHOAPOOEH EHZHM C Hew3BecTHA
Penxu
HECTOTA
TToHukeH xeMornobHE H XeMaTOKPHT (BX. MHoro pe C HenszBecTHA
MHOTC peiiki
Hicieasanus Touka 4.4) YEeCToTa
C HeH3BecTHa
IToBrLIeHa KPLBHA 3axap -
- HECTUTa
C HeW3pecTHa
IToByiIeHa NHKOYHA KHCENHHA B KPBETA -
4eCTOTA
VYabnmxen QT auarepsan B EKI (k. TouxH C HeH3BeCTHA
44u4.5) - YecToTa
Hapanasanns,
OTPABAHHSA H
ITanane Heuectn* -
NpoNeAYPHH
YCAOKHEHAS

* Yecmomama e usvuciena ont KIURUYHU USNUMGAHIUA 30 HENCENAHU PEaKytil, YCIMAaHO0GEH ¥PE3 CROHMAHKO
cvobuasane.

Crobuenn ca cryyan Ha CHHIPOM Ha HEMPABHIHA CEKpeLs Ha aHTHANYpeTHUYHIA XOPMOH (SIADH) npu
ynorpebara Ha ApyrH ACE uaxubHTOpH. SIADH MoOXe na ce cukTa KaTo MHOTO PAIKO, HO BB3MOXHO
YCIIOMKHEHHE, CBBP3aHo ¢ NeueHHe ¢ ACE HHXHOMTOD, BIUTIOUHTEITHO C MEPHHAOTIPH/L.

Crofmapane HA TON03HPAHA HEJKEJAHH PEaAKIHN:
CrobwasaneTo Ha NI0N03MPAHK HEXKENAHH PEaKIMH cllefl paspelasase 3a ynoTpeba Ha IEKgpOIREH

npoayxrt e paxkHo. Topa Mo3BoONsARa A2 NMPOABILKH HAOMIOEHHETO HA CHOTHOLIEHHETO, W B ~o.
JEKApCTBECHUS NPOAYKT. OT MEAHUHHCKHTE CHNELHATMCTH CE H3HCKBA J1a ChoOIaBay;

i
HeselTaHa Peaklia Ype3 HALMOHAIHATA CHCTeMa 33 choblnaBaHe: S

Brarapus
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HanbnuurenHa areHuns no nexapereara {HAJ)
Y. , Jamsan [pyes™ Ne §

1303, rp. Codmua

Ten.: +359 2 8903 417

yeOcaiiT: www.bda.bg

4.9 Ilpeao3zmpane
CamnroMn

Haii-xapakrepHaTa He)kelaHa peakuma B ciy4ail Ha mpeno3upaHe € XMNOTOHHATA, MMOHAKOrA CBHP2aHa ¢
rajeHe, MOBPBILAHE, KPaMITH, 3aMaliBaHe, CHHIHBOCT, 0GBPKAHOCT, OIMIYpHS, KOATO MOKE 1a IPEPAcHe B
aHypus (ABIDKALIA CE HA XHIIOBONeMHATa). MOske J1a HACTENAT HAPYIICHKA Ha BOAHO-CONEBHA DaNaHC
(XHMOHATPHEMMA, XUTIOKATTHEMHA).

Mepkn

Hauannvre MepkH, kouto TpSORa fa ce npeAnpHeMar, BKIIOYBaT Gbp30 eIMMHHAPAHE Ha IOETHTE BELIECTBA
CHC CTOMAILITHA ITIPOMHRBKA H/HIH BBBEXKAAGHC HA AKTHBEH BLITICH, MIOCIICABAHH OT BL3CTAHOBABAHEC HA BOAHO-
€/IEKTPO/JIMTHOTO PABHOBECHE JI0 HOPMAITHO ChCTOAHHE B CTICUMANTH3HPAHH JicueOHH 3aBe/eHHA.

[Tpy 3HaYHTE/IHA XHNOTOHHS HAUMEHTHT Ce MOCTABs JIETHAJ [0 TPBO ¢ HUCKO MOJIOXKEHHE HA TaBaTa. AKO €
Heo0X0MMO, MOKE 118 C€ TPHIIOKH HHTPABEHO3ZHA HHOY3HA HA H3I0TOHHYEH pasTBOP Ha HATPHER XJIOPH
HITH Ja ¢e MPHIIOXKM APYT METO| Ha YBEJIHYaBaHe Ha [MPKyJIHpaliHa obem.

IlepuraonpunaT, akTHBHATA POpPMa Ha NEPHHAOIIPHIL, € THANH3HPYEM (B3K. TOYKa 5.2).

5. ®APMAKOJIOTHYHH CBOMCTBA

5.1 @apmaxkoIHAAMHYHH CBOfcTBA

dapmakoTepaneBTHUHA Tpyna: IepHHAONPKI H AHypeTaim, ATC kox: CO9BA04

Honunpen bu-®opre ¢ koMOHHALHA OT aprHHHHOBA COJ HA NEPHHIOTIPHA, €AHH HHXHOUTOD Ha
AHTHOTEH3HH-KOHBEPTHPAIUHA €H3MM, H MHIANAMHI, eJHH XopcyidaMomwieH AuypeTHK. Herosurte
$apMaKkoOTHYHH CBOMCTBA MPOM3THYAT OT T€3H HA BCEKH KOMITOHEHT NIOOT/IENHO M AOMBIIHHTE/IHO OT TE3H,
ABJDKAIA CE H& aJHTHBHHA CHHEPTHIBEM B PE3YITAT Ha KOMOHHHPAHETO Ha JBaTa [Ipenapara.

Mexanuzmu na deticmeite

Cevpsanu c nepundonpun.

IMepurnonpun e HHXMOKUTOP HAa AHTHOTEH3MH-KOHBepTHpalus eH3uM (ACE nxuburop), Koifro npeeprma

{konBepTHpa) aHrHoTeH2uH | B anrnoren3ud 1l (Ba3okOHCTPHUKTOP); JAOITBIHUTETHO EH3HMEBT CTHMYIIHpa

CEKpeLHATa Ha aJI0CTEPOH OT HaNGLOpe HAaTa KOPa U CTHMYJIHpa pasrpakAaHeTo Ha OpaguKHHHH

{Ba30QMNATATOP) N0 HEAKTHBHH XENTANCITHIH.

Tosa BoJIK 10 CIEOHUA pe3yNITAT:

- HaMaJlABaHe Ha aNQOCTEPOHOBATA CEKPELIHA,

- yBeIM4aBaHe Ha [UTA3MEHATa peHHHOBA AKTHBHOCT, Thii KaTO AJOCTEPOHSBT HE MOXKE JIa OCHILECTBABA
oTpHUATETHATa 00paTHa BPB3Ka,

- HaMa/IABaHE Ha TOTATHOTO NEPUQEPHO ChAOBO CHIPOTHRIIEHHE, PEHMYLIECTBEHO B 00nacTra Ha
CBAOBETE, KphBocHabaaBalM Myckyure K 616pewuTe, 6e3 M0ABa HA MPUAPYXKABALNA PETEHIIMA HA COM U
BOJA WIH pedeKTOpHA TAXHKAPAUS MPH MPOARIKHTENHO JIEUSHHE.

AHTHXHNEPTEH3HBHOTO JeHCTEHE Ha MEPHHACTIPUN Ce POABIBA H TIPH NMALHEHTH C HUCKA HITH HOPMAlIHA

PEHHHOBA KOHIICHTPALMAL. _—

[lepuugonpun okaspa cBOETO [EHCTBMe 4pe3s aKTHBHHA CH  MeTabouHT 1
MeTabonATH Ca HEaKTHBHHY.
INepurnonpun HamManasa paboTaTa Ha ChHpUETO :
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- 4pe3 BA3OAWIATHPALIHA CH edeKT BBPXY BEHHTE, REPOATHO NPEAH3BHKAH OT MPOMEHH B MeTalOIH3Ma Ha
NpOCTariaHAMHATE | HAMATABAHE Ha TIPEHATOBAPBAHETO;
- ype3 HaMaJlABaHe Ha 00moTo nepHdepHO CHAORO CHIPOTHBIEHKE: HAMATIABAHE HA CNEAHATOBAPBAHETO.

H3cnenpanua Ha MaueHTH ChC ChPIEYHA HEAOCTATHYHOCT €4 MOKA3aIH:

- HaMmanaBaHE HA HAJIATAHMATA HA TBIHEHE HA IIBATA ¥ AACHATA Kamepa,

- HamajsgBaHe Ha o6WOTO NEPH(EPHO CHACRO CHIIPOTHRIIEHHUE,

- yBeJM4aBaHe Ha yAapHHA o0eM Ha ChpleTo H noaobpABaHe Ha chpAEHHNS HHACKCS,
- YBE/IHYABAHE HA PETHOHAIHHA KPBEBOTOK B MYCKYJIHTE.

IlonoGpsaear ce u pesynrarure ot paborHara npoba.

Ceupaanu ¢ undanamuo:

Hupanamug e cyndoHaMHAHO NPOH3BOAHO C HHAOOB NPLCTEH, (papMaKOIOrHuHo OTHIBK N0 THAZNAHUTE
Auyperud. Urpanamua waxulupa peabeopOrmara Ha HaTpuil B KOPTHKANHKS ANYLMOHEH cerMenT. Tosa
NIOBHIIABA EKCKPEUMATA HAa HATPHI M XJIOp ¢ YPHHATA, a B I0-MaJIKa CTENEeH —¢KCKPELMATA Ha KaJHii U
MArHe3u#, ¢ KOeTo MOBHIIARA JHYPE3aTa H 0Ka3Ba aHTHXHIIEPTEH3IHBHO AeHiCTERE.

PDapmakoRHAMBEYEH edekTH
Cevpsana ¢ Honunpen bu-Oopme:

Ipx nauxeHTH ¢ XHNepTOHHA, HE3ABHCHMO OT Bb3pacTtra WM, Honunpen Bu-Gopre ynpaxusea 1030-
33BHCHM aHTUXUICPTEH3HBEH edeKT 10 OTHOEHHE HA AMACTONHYHOTO ¥ CHCTONMHIHOTO apTEPHAIHO
HAJIATaHe NPH JIETHANO HITH H3MPABEHO NON0XKEHHE Ha TAOTO.

PICXEL, MHOroneHTpOBO, paHAOMH3HPAaHO, ABOHRO-CAANO TMPOYYRAHE C aKTHBHA KOHTpOJA OLCHABA <
exokapauworpabHa edexkra Ha KomOuHaumATa TepUHAONMpWI/WHAanaMax Bupxy JIKX  cnpamo
MOHOTEPANHATA ¢ €HaTANPHIIL.

B PICXEL xunepronuuu ¢ JIKX (onpenenena Kato MHAEKC HA JIEBOKAMEpHaTa MycKyJlHa maca (LVMI) >
120 g/m? 2a Muike 1 > 100 g/m? 3a xeHu) ca GHIM paHAOMH3UPAHH Aa TIOTYYABAT HWIH NEPUHAOTIPHI TepT-
Symunamun 2 mg (eKBMBaNeHTHH Ha 2,5 mg NepHHACTIPHI APrHHHH )/ HHaanamMuy 0,625 mg, wiH eHananpun
10 mg BeaHB}x IHEBHO 3a CpOK OT efua roauHa. Jlosara e OHNa ajanTHpada B 3aBHCHMOCT OT
KOHTPOJTHPAHETO Ha KPBBHOTO HaldraHe A0 NEPHHIOIpHI TepT-OyTimnaMHH 8 mg (eKBHEaNeHTHH Ha 10 mg
MIEPHHAONPU] APTHHHUH) W HHIanamung 2,5 mg wnM eHananpun 40 mg seawmk AHesHo, Camo 34% ot
TIALMEHTHTE CA OCTAHAIH Ha JicueHye © nepunaonpun Tepr-GyTinamun 2mg (¢KEHBaNeHTHH Ha 2,5 mg
nepHHAONpHA apraaud)/ MHaanamun 0,625mg (cpeury 20% c enananpsn 10mg).

B kpas na npoyusanero LVMI e 6171 curuuMKaHTHO MO-MANBK B Ipynarta ¢ MEPHHAOTIPUI/HHAATIAMHEA (-
10,1 g/m?), oTkoikoTo B rpynmara ¢ enananpan (-1,1 g/m?) cpes momynanMATa BEKIIOYBAINA BCHYKM
PaHAOMM3HPAHH ManMeHTH. Mexnyrpynoeara panika B npomsHata HAa LVMI e -8,3 (95% CI (-11,5,-5,0), p
< 0,0001).

IMo-nobep edekt repxy LVMI e nmoctHrHar ¢ aosa nepurmonpun 8 myg (ekBHBaneHTHH Ha 10 mg
MICPHHAONIPHIT APTHHHH )/HHAanamMuA 2,5 mg.

ITo oTHOWEHHE HA KPBBHOTO HajisraHe, H3YHUCIEHATa CPe/IHA CTOMHOCT HA MEKIYTPYNOBAaTa Pa3fiHKa cpen
pPaHAOMH3IHPaHATa [OMYIALUuA €, CBOTBEeTHO, -3,8 mmHg (95% CI (-7.9, -3,7), p < 0,0001) 3a cucTonHuHoTO
n -2.3 mmHg (95% CI (-3,6,-0,9), p = 0,0004) 3a AHaCTOMHYHOTO KPBLBHO HA/IAIraHe, B roN3a Ha rpymnara ¢
NEPUHAONPHIY HHAAIAMM]L,

Csvpzaua ¢ nepundonpun.

TIepHHIOTIPHIT € AKTMBEH TIPH BCHUKH CTENIEHH HA XMIIEPTORHA, NEKA 10 YMEPEHa MM Te
Ha CHCTOJIHYHOTO H JHACTOMMYHOTO APTEPHATIHO HANAraHe ce HabloaBa NpH NErHao |
TIOIOKEHHE Ha TANOTO. ;
AHTHXHIEPTEH3HBHOTO AeHCTBHE CJTel ¢AHOKPATEH MPHEM TOCTHNa MAKCHMYMA CH C

3ana3Ba HaJl 24 yaca. :



CrllecTBYBa BUCOKA CTelleH HA OCTATEYHO OJIOKHMpaHe Ha AHTHOTeH3NH-KOHBEPTHPALLMA €HIHM KbM 24-14
vac, npubmsuTenHo 80%.

Ipu nauueHT# ¢ TEpaneBTHYEH OTMOBOP HOPMANHU3HPAHE Ha KPLBHOTO HalAraHe HaCTHIBA 3& €AHH Mecel| H
ce 3anaspa 0e3 OpH3IHANM 33 TAXHPAIAKCHS.

CrmpaneTo Ha JIEYEHHETO He BOIW A0 €(heKT HA OTHEMAHE BPBPXY XMNEePTOHUATA.

INepunnonpun MMa Ba30OWIATATHBHM CBOMCTBA W BB3CTAHOBABA €IACTHYHOCITA HA rOIEMHTE apTepHH,
KODHTHpa XHCTOMOPOOMETPHYHHTE TPOMEHH B PE3UCTHBHHTE apTepHH M BOAM [0 HAMAIABAHE HA
JIEBOKAMEpHATa XHNepTpodus.

[Ipi HeobxonHMOCT, 100aBAHETC HA THA3HACH JHYPETHK BOAH OO aAHTHBCH CHHEPTHYEM.

KomOuHarmaTa Ha MHXHOHTOP HAa AHTHOTEH3HH-KOHBEPTHPALUHA SH3MM C THA3HACH AMYPETHK MOHIDKABA
PHCKa OT XHIOKAJTHEMU, CRBP3aH ¢ AHYPEeTHYHATA MOHOTEpanHs.

Cebp3ana ¢ uHOanamuo:

HHpanaMuj, KaTo MOHOTEpANHS, MMa AHTHXHIEPTeH3HBeH eeKT, KoliTo npoasbKaBa 24 uaca. Tosu edekr

HACTbIBA NIPH JIO3H, PH KOHTO HHYPETHYHHTE €(peKTH ca MHHHMAIHH.

HeroroTo aHTHXHIIEPTEH3HBHO AeiicTBHE e MPONOPLMOHATHO Ha MoAoGPABaHEeTO HAa apTEpHAJIHHA

KOMILIaHane W Ha HaMaNABaHETO Ha O0IIOTO ¥ APTePHONIAPHOTO NIEPHGEPHO CHAOBO CHIPOTHRICHHE.

HaganaMua HaManaBa JeBOKaMepHaTa XunepTpodua.

Korato egHa kOHKPeTHa 103a Ha THa3HAHHTE AHYPETHIH WIH TEXHATE aHAT03H OBIE NpeBHLICHA,

AHTHXHMIIEPTEH3UBHUAT ¢(peKT AOCTUTA TUIATO, AIOKATO HEXKENAaHHTE eheKTH NPOABLIKABAT Aa CE YBEIMYaBaT.

AKo neueHHeTo € HeedeKTHBHO, 7103aTa He TpAOBa Aa ce yBellH4YaBa.

OcBeH TOBa, IOKA3aHO €, Ue B KPATKOCpOUeH, CPEAHOCPOYEH H ARITOCPOYEH TVIAH TIPH NALHEHTH C

XHNEPTOHHA HHIATIAMEL

- He Oka3ba eeKT BbPXy NUIMAHHA MeTabonH3bM : TpHraHuepuaute, LDL-xonecrepon 1 HDL-
XOJIECTEPOI, '

- He OKa3Ba e(eKT PbpPXY BbIIIEXHAPATHHA META00MH3bM, BIHOUHTEIHO H NPH XHNEPTOHHUITH ¢ AHaGeT.

Hannu om KnuHwMRUMe BpoYveanis 3a OsotiHama OAOKAOA HQ CUCMEMAMA PEHUNH-AHCUOTHEHIUN-
andocmepor (RAAS):
JlBe ronemu paHAoMu3npaHe koHTponupanu npoyyeanud — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texyiuo rno6anno u3nureake 3a KpaiHK TOYKH Ha
TeIMHUCAPTaH, CAMOCTOATENHO H B komOnHaua ¢ pamunpin) H VA NEPHRON-D (Knuusano npoyusane
CBBP3aHO ¢ pa3BUTHe Ha HedponaTHa NpH GHabeT, NPOREAEHO OT MHHHCTEPCTEO N0 BBIPOCHTE HA
BETEPaHHTE) — NPOYUBAT ynoTpebaTta Ha koMGHHaukATa oT ACE nnxuburop W anruorenzu [l-penenropen
Onokep.

ONTARGET e npoyusane, mpoBeIeHO NPH NALHEHTH ¢ AaHAMHE3A 33 CEPASYHO-CHI0BA HIH MO3BYHOCHI0BA
Oonect, Wik 3axapeH nuabeT THN 2, OPHAPYIKEHH ¢ JaHHH 3a YBPEKIaHe Ha eEKTOPHH opraHu. VA
NEPHRON-D e npoyusade npu naudeHsTH ¢be 3axapeH naler THI 2 H nnabeTHa HedponaTus.

Te3u NMpoy4BaHHA He NOKa3BaT 3HAYHM OnaronpusaTeH edekT BpXy ObOpeIHUTE W/HIH CHPAEUHO-CHAOBHTE
NoCNeIMUH B CMBPTHOCT, KaTO CHIIEBPEMEHHO ca HAbMOIaRaAHH NOBHINEH PHCK OT XHIEPKATHEMHEN, OCTPO
yBpexIaHe Ha ObOpeLiTe WK XHIOTOHHA B CPaBHEHHe ¢ MOHoTepamuaTa.Kato ce umar npeagun
CXOOHATE UM (hapMaKoIHHAMMYHH CBOMCTBA, Te3H PE3YJITATH ¢a MPHWIOKHMH H 33 1pyrH ACE wnxuburopu
H aHTHOTeH3HH [I-penienTopHH GIOKEpH.
ACE unxn6uropn K anrHotensnH Il-petentopHu 6nokepu cneaoBatenHo He TpaOBa qa ce H3non3ear
€/IHOBPEMEHHO TIPH NTaLMeHTH ¢ AHabeTHa HedponaTus.
ALTITUDE (Knuauuso npoy4BaHe NMPOBEAEHO C IHCKHPEH NIPY MALIMEHTH CBC 3axapen auaber tun 2 ¢
H3NOJI3BaHe HAa ChPAeuHO-CBAORH M OBOpevHH 3a00n9BaHHS KaTO KpaiHH TOYKH) € IPOYYBAHE,
npenHasHAYeHo Ja H3cieBa [on3aTa OT 100aBIHETO Ha A/THCKHPEH KbM cTaHaapTHa Tepanis ¢ ACE
UHEXHOHTOP WIH aHrHoTeH3UH II-penienropen Gn10Kkep NpH NaLMEHTH ChC 3axapeH AHa0eT THM 2 M XPOHUMHO
686peuHo 3abonaBane, CBPACUHO-CBAORO 3adoNaBane WK W aeeTe. [IpoyusaneTo ¢ TpeKpaTeHo
NpEXAEBPEMEHHO NOPAAH NOBHLIEH PHCK OT Hcﬁnaronpmmu noCe LM, Kaxro c'bpn CIEHK

rpynara Ha uiaueGo.
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Heduampuuna nonyraus
Jlunceat naHHaHA 3a ynotpe6ara Ha Homumnpen Bu-®opre npu neua.

5.2 PapmMakoKHHETHYHH CBOHCTBA

Cewvpzanu c Hommpen bu-Popme.

EnnoBpeMeHHOTO BhBEXAAHE HA NEPHHAOTIPMA W MHAAlaMHI HE MPOMEHH TeXHHTEe (apMakOKHHETHHMHH
CBOHCTBA B CPABHEHHE C OT/IETHOTO UM BbBEKIAHE.

Cevpszanu c nepundonpi:
PesopOiing 1 6uoHanuHocT

Criex mepopanHo BhBexIaHe abcopOumATa Ha nepHHAONpIT ¢ 6bp3a H MHKOBATA KOHLEHTPAUHA C€ JOCTHIA
3a 1 yac. [lnasmMeHnsT nomy>XMBOT Ha NEPUHACTIPWI € paBeH Ha 1 vac.

Tri KaTO ODpHEMBT Ha XpaHA HAMANABA KOHBEPCHATA JO TEPHHIAONPHIAT, 2 OTTaM H OHOHAIHYHOCTTA,
OCPHHAOIIPHI APTHHHHORBA COJI TPHGBa Aa ce TIpHEMa NIEPOPATHO BETHEK NHCBHO, CYTPHH IIPEOH XPAHCHE.

Pasnpenenenue

O6embT Ha pazmpeaenende e npubmmurenHo 0,2 kg 3a HecBbp3aHHA nmepHHAonpunar. CBBP3BAHETO Ha
MEPHHAONPHIIAT ¢ Maa3MeHWTe npoTeHHH ¢ 20%, rnaBHO ¢ AHCHOTEH3HWH-KOHBEPTHpALIHA €H3HM, HO
MIOKA3Ba 3aBHCHMOCT OT KOHICHTPALMATA,

Buotpanchopmaliys

lMepunaonpun e nekapcTBeH mnpekypcop. JlpageceT H celeM TMNpouUEHTa OT MPHETOTO KONHYECTBO
MEPHHIONPHI AOCTHIAT A0 KpbBooOpamenneTo noj gopmata Ha akTHEHMA Merabonut nepuHjonpunar. B
IOOITEJIHEHHE KBM AKTHBHOTO BEIIECTEO MEPHHIOMPKIAT NePHHIOTIPHI JgBa OLue neT MeTaboNuTa, ECHUKHTE
HeakTHBHH. [IMKOBM MTa3MEHN KOHUEHTPALMY HA NEPUHAOMPHIIAT CE& AOCTHraT B paMkuTe Ha 3 mo 4 yaca.

Enumunnpane
IlepuHaonpunaT ce eMMHHHPA ¢ YpHHATA, a OKOHYATEJIHHAT MOMYXKHBOT HA HecBbp3aHaTa (pakuua e
npubau3uTenHo 17 yaca, KOETO BOIM 0 PABHOBECHO CLCTOSHHE CPEAHO Clex 4 IHu.

JIuHeliHOcT/HEnMHEHHOCT
JeMOHCTpHpaHa € THHEHHA 3aBHCHMOCT MEXIY NTPHETATa J03a MEPHHACTIPHI H [1a3MeHATa CKCIO3HIIRA.

Croennansy monynamug

Xopa 6 cmapuecxa 8vb3pacm:

EnHMHHanmATa Ha NepUHAONPHNAT € HAMAIeHA MPH CTapuecka Bb3pacT, a ChUIO H MPH MALHEHTH Che
cbpAeYHa WIH OBOpEYHA HEAOCTATHYHOCT.

Bvbpeuna nedocmamuunocm:

Tlpy GBOpeuHa HeNOCTATBUHOCT € JKeNaTenHa ajanTallud HA J03aTa, B 3aBHCHMOCT OT CTENEHTA Ha
HapyLEeHUeTO (KPEaTWHHHOBHA KIHPLHC).

B emyuai na ouamusa:
KJIHpPBHCET Ha MEPHHAONPHIIAT NpH AHANH3A € paBeH Ha 70 ml/min.

luposa:
KiiHeTHKAaTa HAa TEpHHAONPHA € INPOMEHEHZ MpH MAUHEHTH ¢ LHpPOo3a: YEPHOAR
H3XOQHOTO BELIECTRO Ce HAMAIABA HanonoBHHa. KonmruecTBOTO Ha OOpazyraHnd nep
HaMansABa H 3aToBd He € HeoOX0MMMO Ja ce KOpHrHpa Ao3aTa (BXK. Toukd 4.2 H 4.4),

Cavpzany ¢ uHOanamuo.
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Pe3opOuna

Hunanamug ce peaopbupa Gbp30 B HAMBLIHO OT XpPaHOCMHJIATENIHHA TPAKT.
[MuxopaTa mnasMeHa KOHUEHTPALHA NIPH XOpa ¢€ JOCTHra MpHONM3HTENHO eAMH 4YAC Cliel TEpOopaiTHO
BbBEHIAaHE HA PEnapaTa.

Pasnpenenenue
CBBp3BaHeTO C IWUIA3MEHHTe NPOTeHHH € 79 %.

BuorpancdopMalins ¥ enMMUHKHpaHe

BpeMmeTo Ha momy-eTMHMHHHpaHe € Mexay 14 u 24 yaca (cpeano 18 vaca) MHOrokpaTHOTO BEBEXAAHE He
BOJM J0 Kymynauus. EkckpenusTa e riiasHo ¢ ypuHata (70 % ot nozata) u dexanuure (22 %) nox popmara
Ha HEBKTHBHH MeTabonuTy,

CrneunanHyn nonyJianHH

Bv6peuna nedocmamuvunocm:
OapMaKOKHHETHYHHTE CBOHCTRA HE CE NMPOMEHST NpPH NalMeHTH ¢ OGBOpeYHa He10CTaTHYHOCT.

5.3 IlpeaknHHMYHH JAHHH 33 GezonacHocT

KomOrHanmaTa nepuHAOnpUn/HHAANaMHA IPHTEKABA MAJIKO MO-BHCOKA TOKCHYHOCT B CPABHEHHE ¢ TAa3H Ha
HeHHHTe KoMnoHeHTH. IIpu rsXxoBe He ce HabmoRaea noTeHHpaHe Ha GbOPEUHHTE TIPOAEH.
Kombunamusara, obave, npenu3pHKBa racTpo-HHTECTHHAIIHA TOKCHYHOCT TIPH Ky4eTa, ¥ TOKCHIHH edekTH
BEPXY Mai4HMHHA OPraHn3bM 0e3 TepaToreHeH edeKT pH IUTLXOBE.

Benpekn ToBa, Te3u Hexenanu epeKTH ce HaGMONABAT NIPH JIOZH, B CPABHEHHE C KOUTO W3IIOI3BaHHTE
TepaneBTHMHH JO3H ce HaMMpaT B obcera Ha cHrypHo Ge30macHHTe.

Cevpsanu ¢ nepundonpun;

B npoyupaHHa 3a XpOHHYHA TIEPOPAIHA TOKCHYHOCT (IUTEXOBE H MaliMyHH) npuuenen opraH e Gu0peKsT,
KOHTO MoKa3Ba 0OpaTHMH TIPOMEHH.

B npoy4sanHsa NpoBENCHH in vitro WiH in vive He ce RabIoJaBaT MyTareHHH eeKTH.

IIpoyvusanus 3a penpoAyKTHBHA TOKCHYHOCT (MUTEXOBE, MHMIIKH, 3aiH U MaliMyHH) He MOKa3BaT NPH3HALH
Ha eMOpHOHAaNIHA TOKCHYHOCT WIH TeparoreHeH edekT. Bce nak, HHXHOMTOPMTE HA AHTHOTEH3HH-
KOHBEPTHPALIHA €H3HM, KaTO KJIac, IPEIH3BHKBAT HeXeNaHk eeKTH BBPXY KbCHHUTE ¢TanM HA pa3BHTHE Ha
IO/, KOMTO BOJAAT A0 CMBPT Ha IUI0J4 M BPoIeHH Ae(eKTH mpH rpu3ayuy H 3aiium: HabMIONABAT ce peHaIHH
JIe3HH H TIOBHILIABAHE HA MEepH- H MOCTHATaHaTa cMbpTHOCT. MepTwivreTa He e O HapylleH HUTO NPH
MBIKKH, HHTO MPH KEHCKH [LUILXOBE.

B aBpnrocpouHH Npoy4BaHHA MMPH IUTHXOBE W MHIIKH HE ¢ HaONIoAaBaT KAPLMHOTEHHH e(exTH.

Cevpaatu ¢ uHoanamuo:

Haii-BHCOKHTE 036 BBBENEHH NepOpalHO NPH pazTHYHH BHAOEE xHBOTHH (40 10 8000 meTH No-roieMy oT
TepaneBTHYHATA [103a) [OKA3BAT 3aCHIBAHE HA AMYPETHYHHTE ¢(eKTH HAa HHAanaMmui,. [TagHHTEe CHMITTOMHE
Ha OTPaBfHE B MpPOYYBAHMA 34 OCTPa TOKCHYHOCT ¢ HHTPABEHO3HO WM HHTPANEPHTOHEAIHO BEBEAEH
HHIANaMHJ ca CREP3aHH ¢ (apMaKoJOrHYHOTO JeHCTEHE HAa WHAAMAMHJ, T.e. OpagunHes H nepudepHa
Ba30MHJIATALIHA.

[IpoyusaHuATa 3a PENpPONYKTHBHA TOKCHUHOCT HE TMOKA3BAT eMOPHOTOKCHYHOCT MJIH TEPATOTeHeH
NOTEHUMAN, A (epTWIHTETET He Ce Hapyluapa.
HupanamMun He rnoka3sa MyTareHHY M KapUHHOIeHHH CBOHCTEA B IPOBEACHHTE M3MHTBAHHA.

6. PAPMAIIEBTHYHHU TAHHH
6.1 Choachk Ha DTOMOIMHHTE BelI¢CTBA

Copyesuna:
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JlakTo3a MOHOXHMAPAT

Marsesuer creapat (E470B)

Manronexcrpun

CuuumMes quokcu, Gespoted konouaeH (E551)
Harpuer HuillecTen raukonar (tun A)

Durmoso nokpumue:
I'mauepon (E422)
Xunpomenosa (E464)
Makporon 6000

Marnesnes creapar (E470B)
Turanor gnokeun (E171)

6.2 HecnbBMecTHMOCTR

Henpunoxumo.

6.3 Cpox Ha roaaocT

3 ronvHK

6.4 CnennansH YCI0BHY HA CHXPAHCHHE

CrxpandpaliTe ONIAKOBKATA UTLTHO 3aTBOPEHA, 34 Jia IPEANA3HTE OT BJAra.
chapcmenmrr NpOOYKT HE K3UCKBA CTICLHAJIHH YCIIOBHA HA CbXpaHeHHE.

6.5 [JdaHgm 3a OMAKOBKATA

14, 20, 28, 30 uan 50 Tabnerku B NONMNPONNUIEHOBA ONaKOBKA, CHabAEHA C OrpaHHYHTEN 34 TabNeTKHTE H
3aMyLIATKA OT MOTHETHIEH ¢ HICKA NTBTHOCT H 041 cymuTe.
I'onemuna na onakosxkuTe: 1 x 14, 1 x20, 1 x 28, 1 x 30 wiu 1 x 50 TabnerkH.
2x 28, 2 x 30 wim 2 x 50 rabierkn
3 x 30 Tabnerxu
10 x 50 TabneTkn
He Bcuuky BHAOBE ONAKOBKH MoTar Ja ObJar mycHaTH B npoaaxba.

6.6 CnenaanHu DPEANA3HH MEPKH NPH H3XBLPJIAHE

HsaMa cnenpanHy H3UCKBaHMA.

7. TIPHTEXATEJ HA PASPEIIIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
Opasnns

8. HOMEP(A) HA PA3ZPELHIEHUETO 3A YIIOTPEBA
Perncrpaunonen Ne: 20090198
9. JATA HA ITBEPBO PABPENIABAHE/TIONHOBABAHE HA PA3IPEIN

YIIOTPEGA
15.05.2009 ‘

S K L
3 Namae



10. JATA HA AKTYAJHU3HPAHE HA TEKCTA:
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