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Honunpen ®opre 5 mg/ 1,25 mg ¢punmupanu tabierkn .
Noliprel Forte 5 mg / 1,25 mg film-coated tablets SRR

2, KAYECTBEH H KOJIMYECTBEH ChCTAB

Enna ¢unmupana tabnerka cpappka 3,395 mg mepunponpun (perindopril) chOTBETCTBALH HA 5 mg
NepUHIONPHA apruHuH (perindopril arginine) 1 1,25 mg unganamug (indapamide).

[ToMoIBHO BeINECTBO C H3BECTHO AckicTBre: 71,33 mg nakro3a MoHoxuapar (lactose monohydrate).
3a MbJHMA CIHCHK HA NOMOLUIHATE BEINECTRA BXK. TO4KA 6.1.

3. JEKAPCTBEHA ®0OPMA

dunmupana tabneTra.
Bana npoabarosara gunmupana rabierka.

4. KJIHHHYHH JAHHH

4.1 TepaneRTHYHE NOKAZAHAS

JleueHHe Ha eCeHIHANHA XMNEPTOHUA, NpH Be3pacTHH. Honunpen ®opre 5 mg / 1,25 mg e mokasan npu
NAUHEHTH, Y1€TO KPbBHO HANATAHE He € JOCTATHYHO KOHTPOIHPAHO CaMo ¢ IEPHHAOIPHIL

4.2 o3HpoBKa H HAYHH HA HPHJIKeHHE

EO3H@BK&

Enna ¢uamnpana rabnerka Homanpen ®opre 5 mg/ 1,25 mg AHEBHO KATO €AHOKPAaTHA 1034, 38
OPeANOYUTAHE € Aa ¢ MpHeMa CYTPUH H NpeAH XpaHeHe.

[To BE3MOXKHOCT CE IPENOPhYBa THTPHPAHE HA J03aTa Ha OTASTHATE koMnoHeHTH. Honunpen Mopre 5
mg / 1,25 mg ¢unmupann tabnerkn Tpabpa fa 6bAAT H3NOA3BAHH, KOTATO KPBBHOTO HAIATAHE HE Ce
KOHTponupa goctarb4yno ¢ Honunpen 2,5 mg / 0,625 mg (npu sannyrocT). Korato oT KIMHHYHA IIeaHa
TOMKA € MOAXOMALIO0, MOXKE 1a ce HMa MpeJBHI JHPEKTHO MPEMHHABAHE 0T MOHOTepanna KeM Honumnpen
dopre S mg/ 1,25 mg punmupanu TabneTkH.

CrneuyanHy monviainn

Xopa e cmapuecka ew3pacm (8o .mouxa 4.4)
Jleuennero TpabGBa na 3anouHe ciej KaTo ¢¢ BIEMAT MOpPEABU] OTrOBOPBT HA KPHBHOTO HAalsraHe

HOBOpeynaTa QyHKIHA.

bvbpeuno yspescoane (8oic. mouka 4.4)
[Tpu Texka OBOpevHa HeIOCTATHYHOCT (KPEATHHHHOB KIHPBHC noA 30 ml/min) sedenneTo e
NPOTHBOTIOKA3aHO.

[Ipu nanuenTn ¢ ymepeHa 0p0peuna HEROCTATHYHOCT (KpeaTHHHHOB KMMpBHC 30-60 mi/mi
TIPENOPLYBA 3aM04BaHe Ha Ie4eHHeTO ChC CBOOOIHATa KOMOHHALHA B IOAXOAAINATA A




[Ipy nauHeHTH ¢ KPEaTHHHAHOB KIHPRHC NO-TOMAM WK paBeH Ha 60 ml/min He ce H3HCKBA NPOMAHA B
AO3HPOBKATA.

O6unuaiinoTo KNIHEKHYHO HaOmoaeHre TpIOBa Ja BKIKOYBA YECTO KOHTPOJHpPaHE Ha CTOHHOCTHTE Ha
KPCATHHHHA H KANHA.

Ueproopobro yepeocoane (8aic. mouxa 4.3, 4.4 u 5.2)

Ipy Texka gepHOAPOOHA HENOCTATHYHOCT ICUSHHETO € MPOTHBOMOKA3AHO.
Ilpu naumenTH ¢ yMepeHa uepHOAPOOHa HEJOCTaThYHOCT HE € HeoOX0WMa NpoMsHa Ha A03aTa.

fleduampuuna nonyaayis

besonacHocTTa H epHKACHOCTTA Ha NEPHHAONPUI APTHHHH/HHAALAMKA NIPH NICAHATPHYHA NONYAalHs BCe
OLlie HE € ycTaHoBeHa, HaMa HaNWYHH AaHHH.

Honunpen ®opre 5 mg/ 1,25 mg He TpaOBa Aa ce npuiiara npH Aeua H IHOIIH,

Ha4ywuH Ha npunoxkeHne
[Tepopanno npunoxeHHe

4,3 IIporasonoxka3anns

Cevp3anu c nepureonpui

- CBPBXYYBCTBHTENHOCT KBM AKTHBHOTO BeHiecTBO Ml apyr ACE-HHXuOHTOP.

- AmnaMHe3a 3a aHMMOHEBPOTHYEH OTOK (0oToKk Ha KBHHKE) BBB Bpb3ka ¢ NpHiaraHo jeveHHe ¢ ACE-
HHXHOHTOpH (BX. TOuKa 4.4). |

- HacnepcTBeH/MauoONaTHYeH aHTHOHEBPOTHYEH OTOK.

- BTOpH M TpeTH TpUMeECTHP Ha OpeMeBHOCTTa (BX. TOUKH 4.4 U 4.6).

- ExnoBpemennata ynorpeba na Hoxmmnpen ®opre S mg/ 1,25 mg ¢ anackupeH-ChbAbPXKALIH NPOAYKTH
NPH NAUMEHTH CBbC 3axapeH auaber unu ObOpeuHo yBpexaane (CKOpocT Ha rioMepynHa ¢untpauus (GFR
< 60 ml/min/1,73m?) (ex. Touku 4.5 u 5.1),

- EnnospeMenHara ynotpeba cbe cakyOnTpui/Bancapran (Bx. Toukd 4.4 u 4.5).

.- EKCT]J&ROPHDP&J’IHH JEYCHHA, BOACINHN A0 KOHTAKT Ha KPBBTa C OTPHLATEIIHO 3apCACHHA [TOBBPXHOCTH
(BX. TOuka 4.5);

- 3naynmMa iByCTpaHHa CTeHo3a Ha OBOpedHHTE apTepHH WiIH CTeHO3a Ha OLOpeYnara apTepHa Ha
eqHHCTBeH pyHKUnOHHpail &660pex (Bxk. Touka 4.4).

Cebp3aanu ¢ uHOAnRAMuo.;

- CBpbX4YBCTBHTENHOCT KbM GKTHBHOTO BEIIECTBO HIIM KbM APYTH CYIHOHAMHIH.

-  Texxa 6xGpeuna HeNOCTATBYHOCT {KpeaTHHHHOB KiHpbHC nox 30 ml/min).

- YepHogpobua enuedaronarns.

- Texko yBpexaane Ha uepHoApoOHaTa GYHKIIHA.

-  XHnokanuemus.

- OcHOBHO MPABHIIO € TOBA IEKAPCTRO Ja He ce KOMOUHUpa ¢ HeaHTHAPHTMHUYHM CPEACTBA,
yaesoxasaiy QT HuTepBasia H npeau3pukBainy torsades de pointes (Bx. Touka 4.5).

- Knpmene (Bx. Touka 4.6).

Cevpsanu ¢ Honunpen @opme S mg /1,25 mg .
- CBPBbXYYBCTBHTEIHOCT KbM HAKOE OT MOMOIIHHTE BEeCcTBa, n30poeHH B Touka 6. 1.

[Mopanu nunca Ha KocTaTbueH TepanesTuueH onut Honunpen ®opre 5 mg/ 1,25 mg He Tpa6s -
HpyHiara npH:
-  NaIHEHTH HA XEMOOHAIN3A,




- TalHeHTH ¢ HENICKYBaHa ChpAeYHa ACKOMIICHCALTHA.
4.4 CHnemEaJHH NpeAYNPeXACHAN H HPEANa3HA MEPKH OPH ynoTpeba

Cneyuannyu npecynpeicoesus

Obupu 3a nepuHONPUR U UROANAMUD;

Jumui:
Kom6nnnpaneTo Ha THTHI M KoMOWRalHA OT NEPHHAONPWI H HHAAanaMK) obuualino He ce npenopbysa
(Bk. TO4KA 4.5).

Cabp3ani ¢ nepuHOOnpun.

Heotino broxupane Ha penun-anauomensun-anoocmeponogama cucmema (PAAC)

Mma naHHH, Ye egHoBpeMennara ynorpeba Ha ACE unxuburopu, anrHorensun ll-penentopan OmokepH
WIH ATMCKHPEH MOBHIIABA PHCKA OT XHUIIOTOHHS, XHNEPKANHEMHA i HaMaJiBaHe Ha 6b0peunara GpyHxius
(BKIIOYHTENHO ocTpa 6B0peuna HenocTaThuHocT). [lopaau roBa He ce npenopbyBa AB0HHO OA0KHpaHEe HA
PAAC upe3 xomOunnpanara ynotpeba Ha ACE naxuburopu, anrnoteHsuH [I-penentopsu 010KepH HIH
anuckapeH (Bk. Toukd 4.5 n 5.1).

AKO ce NIpelieHH, Ye TepanuaTa ¢ JBoHHO GNoknpaHe e abcomoTHO HeoOXx0q1Ma, ToBa TPsiOBa Ja CTaBa camo
noji HaGMOACHAETO HA CIELHAMHCT W MPH YeCTO BHUMATENHO MOHHTOpHpaHe Ha 6pbpevHara GyHKIMs,
eNEKTPOIMTUTE ¥ KPBBHOTO HANIATAHE.

ACE nnxubuTOpH H aHrHoTeH3HH [I-petentopan 6n10KepH He TpAOBa Aa ¢€ H3NON3BAT EAHOBPEMSHHO NIPH
nanueHTH ¢ AHabeTHa HedpomaTus.

Kanuii-coxpanssawju rexapemeq, kanuesu 000a8KY Wil 3aMecmument Ha conma, CoObLPXCAY KARUU
KoMOuHupanero Ha NEPUHAONIPH ¢ KANHH-ChXpaHABAIIN JIEKApPCTBa, KATHEBH A00aBKH HIH 3aMECTHTEIIH
Ha COJl, ChABPKAIH KaNui 06HKHOBEHO HE C€ NpenophyBa (BK. To4YKa 4.5).

Heymponenus/azpanyaoyumosa/mpomMboyumonenus/anemus

[Ipn naumentH, npuemamu ACE-uaxuGuTOpH, ca HaGmOAABAHH HEYTPOIEHHA/ATPARHYIOLOTO34,
TpoMGonHTONEHHA M aneMus. [IpH nauueHTH ¢ HopManHa 666peuna QyHKUuA Oe3 APYTH YCAOKHABAILH
$aKTOpH HEYTPONEHHS c€ ModBgBa paaxo. [lepuHzonpun TpgOBa Na ce M3MOJ3BA ¢ HIKIOYHTEIHO
BHHMAHME OT NAIHEHTH ¢ KOJArcHHH ChAOBH 3abonssaHuA, Ha MMYHOCYNpECHBHA TEpamnHi, JeYeHHE C
ANOTIYPHHOJ HIIM IIPOKaWHAMHJ HIH KOMOHWHALMs OT Te3H YCHOXKHABAIIH (axTopH, ocobeHO B ChydaH,
KOTaTo ChINECTBYBA NPeABApPHTENHO YCTaHOBEeHA yBpeaeHa 6nOpeuna dyHkuud. Haxou or Te3H MAlMEHTH
Pa3BHBAT CEPHO3HH MHAEKUHH, KOHTC B HAKOJKO Ciiydast He C2 NOBJIMSHH OT HHTEH3HBHA aHTHOHOTHYHA
Teparnng. AKO Ha TaAKHBA MALHEHTH Ce HazHAYMH MEPHHAONPHI, C€ NPENnophyBa PefIOBHO NMPOCeAIBaHE HA
nieBKOrpaMaTa M MalMeHTHTe TpAbsa Ja Onaar npeAynpeleHn Aa choblllaBaT 3a BCAKAKBH NPH3HALH Ha
uadeKkuHa (HampuMep Bp3NANeHO THPo, TeMIepaTypa) (BXK. Touka 4.8).

PeHOBACKYIApHA XHUIIEPTOHHUA!
[Ipy mauueHTH ¢ ABYCTPaHHA C¢reHO3a HAa OpOpedHara apTepHs HWIH CTEHO3a Ha APTEPHATA NPH €OUH

dyuxnponupam O6x0pek, nekysann ¢ ACE vrxubutops, ChIIECTBYBAa MOBUINEH PHCK OT XMOOTOHHA U
OBOpeuHa HeOCTATEHHOCT (BiK. Touka 4.3). JledeHHETO ¢ AHYPETHLIH MOXKE Jia CTaHe AONPHHACAIL, hakTop.
3ary6ara na 6b6peuna ¢pynkmEa MOXe Aa HACTHIK NPH MAHHMAITHH H3MCHEHHA B CEPYMHMA KPEaTHHHH

OOpH TPH NALHEHTH C eIHOCTPaHHA CTEHO3a Ha ObOpeYHaTa apTepH. /




Capbxyyscmeumenocm/anzuoeoem

Hma cpobineHHs 3a peikH CIy4aH Ha aHrHoeJeM Ha JIMLETO, KpalHHUUHTE, YCTHHTS, TUT'aBHLIMTE, €31Ka,
rIOTHCA H/WIH JapHHKCA MpH nauMeHTH, NekyBaHn ¢ ACE-HHXHOUTOPH, BKIIOYHTENIHO ¢ NEPHRAONIPHIL
(8. Touka 4.8). Topa MOXe Ja ce HOABH MO BCAKO BpeMe Ha JieueHneTo. B Takmpa cly4yan NepHHOONPHN
ce MpexpaTaea He3abaBHO H Ce NpeanpHeMa NOJAXOAAIIO NPOoCieAdBale, KOSTO NPOAB/KaBa AC IBJIHOTO
OT3By4YaBaHe Ha CHMITOMHTE MpeAd NanHeHTa Aa Opae oceobonen. B ciyyawte, KOraro OTOKBT Ce
OrpaHHYH Ha JHIETO U YCTHHTE, CBCTOAHHETO 10 NPHHIMI ce OBjajsBa O3 JeYeHue, Makap 4e 32
obeKyaBaHe Ha CHMIITOMHTE € I10J1€3HO NIPUIAraHeTo Ha AaHTHXHCTAMHHOBH IMpPENaparTH.

AHrroezieM, CBbP3aH ¢ OTOK Ha JIapHMHKCA MOXKE Jia HMa dataieH H3xol. B cayJaHuTe, NpH KOHTO BKMa
aHrQKHPase Ha e3MKa, MIOTHCA WM JIAPUHKCA, KOETO € BEPOATHO Aa NpHUMHY 00CTPYKLH Ha
BB3AYWHHTE MbTHINE, He3abaBHO TPAORa Aa ce 3ano4yHe CHEIIHO NeYeHHne, KOeTO MOXKeE Aa BKIIOYBa
NOAKOKHO MpHoxeHue Ha aapeHamsH 1:1000 (0.3 ml o 0.5 ml) u/nnn aa ce npeanpHeMar ApyrH
NIOOXOAALNH MEPKH, 34 R4 C& OCHI'YPH MPOXOZHMOCT HAa AHXATCIHHTE THTHILA.

[Tpu yepHOKOXKH NaiMenTH, rpueMaiii ACE-uHxubHTOpH, ce Chobimasa 3a No-ro/iiM PUCK OT AHTHOCAEM
B CpaBHEHHE C He YePHOKOXH.

[TanHeHTH ¢ aHaMHe3a Ha aHTHOEAEM, HecBEp3aH ¢ Tepanuata ¢ ACE-uHXBOHTOp, MOXE Jia ca H3/M0KEeHH
Ha TIOBHILEH PHCK OT aHTHOEZIEM B npolieca Ha npueMaHe Ha ACE-naxuburtopa (eaxc. 4.3).

HMma peaxs ChOOIIGHHMS 3a 4YPEBEH aHruoeJeM npu mamuertu, nekyBaHu ¢ ACE-unxuburopd. Tesn
nayMeHTH ca Ce NpeICTABHIM ¢ kopeMHa Oonka (c uin 6e3 raneHe Wid NOBPBINAHE }; B HAKOH CAy9aHd HE €
BMAJIO Npe/liecTRall AHMTHOHEBPOTHYEH OTOK Ha JiHLeTo, 2 C-1 ecTepasara € OHAa B HOPMAJIHK CTOHHOCTH.
AHrMOENEeEMBT ¢ OUJ JHACHOCTHIIMPAH upe3 TpPOLEAYPH, BKIIOYMTENHO abAoMHHANTHA KOMMOThPHA
ToMorpadid Wi yATPa3BYK, HJIH II0 BpeMe Ha onepalms, a CHMITOMATHKATa € IPpeMHHAaBana cie ClupaHe
Ha ACE-unxuGuropa. UpepnusaT a#r#oeneM tpsbea aa 6uje BrIOYeH B AHdepeHLMANNaTa JHArHo3a Ha
npueMamy ACE-aHXHOMTOpH MALMEHTH, IpeCTaBsiLiH ce ¢ DoJika B KopeMa.

ExuospemeHHa ynotpeba Ha mTOR unxubuTopu (Hanp. CHpOIUMYC, EBEPOTHMYC, TEMCHPOIHMYC):

[Ipr naupeHTH, npoBexpamH exHoBpemeHHo nedeHHe ¢ MTOR uHxubuTOopH (Hamp. CHpONHMYC,
£BepOTHMYC, TEMCHPONMMYC) MOXKe Ja MMa MMOBHLICH PHCK OT QHrHoeAeM (HaMp. TORYBAHE HA NHXATEHHTE
MBTHLIA WIH €31Ka, ¢ HIIH 6e3 pecldpaTopHO HapylleHHe) (BK.Touka 4.3).

KombuuHpaneTo Ha NeEpHHAONPHI CbC CaKyOHTpHII/BAJICApTaH € NpPOTHBOMOKA3aHO NMOPAAH YBEIHYEH PHCK
OT aHrHoefeM (BX.TouKa 4.3). JleveHne ¢be cakyOuTpUI/BaJICapTaH He TpAOBa Ja ce 3anoysa nNpejn Aa ca
H3MHHAIH 36 9aca OT NPHEMAHETO Ha MOCIEAHATA 1033 OT JICYEHHETO ¢ IEPHHAONPUI. AKO N1EYEHHETO CBC
cakyOHTpIJI/BaJICAPTAH € MPEKPATEHO, IEYeHHeTO ¢ NEPAHAONpHA He TpADBa fa ce 3anouBa MpeaM Aa ca
u3MHHATH 36 "aca OT MPHEMAHETO Ha MOCJIEAHATa 1033 CaKyOHTpHi/Bancaprad (BXK.To4kH 4.3 H 4.5).
ExHorpeMenHaTa ynotpeba Ha apyru NEP unxuGuropn (Hanp.paiekanorpii) H ACE nHXHOHTOPH CHILO
MOKE Ja YBCIMYH DHCKa OT aHruoenem (Bk.rouka 4.5). Ilopaau ToBa & HEODXOMMMO BHUMATENHO
OLICHABAHE HA CHLOTHOIEHHETO MOJI3a-PUCK Mpead 3amoyBaHero Ha JjedeHne ¢ NEP uuxuburopm

(Harp. paleKANOTPHII) TIPH TIALIUEHTH, JIEKYBaHH ¢ ICPHHAONPHII.

Anadunaxmoudnu peaxyuu no apeme Ha decencubunuzayun
Mma equnanyay cholimenns 3a naunerTy, npueMaind ACE-HEXuOHTOpH, TPH KOKTO ca HabmoaaBaHy
NpoIbIDKHTENHH XKHBOTO3acTpallaBally aHapUIaAKTOHIHH PEAKIIHH 110 BpeMe Ha JICYCHHE 3a
NECCHCHONIN3aIMA ¢ OTPOBA HA UMOKPHAM Hacekomu (mienH, ock). ACE-unxuburopure Tpabsa aa ce
NPUNATAT C OBUINEHO BHUMAHHE NIPY QNePriHuHH NAUNESHTH, JEKYBaHH ¢ JSCCHCHOMIU3aIus, H Aa ce
u364rBaT NPH HHAMBHAH B MpoLieca Ha HMYHOTEpAaNHATA ¢ OTpoBa. TakuBa peakiHu obavye Morar fa
OBJaT OpeAoTBPaTEHH Ype3 BpeMeHHO cnipane Ha ACE-uHxuburopa mode 24 4aca npeaH HaJanoTo Ha
AcCEHCHONNU3AUMATA NIPH NAUHEHTH, HyKAaemu ce kakTo oT ACE-HaxuOHTOpH, Taka H OT
AeceHcCHOnm3anu.




Anaghunaxmoudnu peaxyuu no épeme na agepesa na runonpomeunume ¢ sucka nivmuocm (LDL)

B penxu cnyuau npd nawpeHTn, npaemamn ACE-unxubutop no BpemMe Ha adepesa Ha IHNONPOTCHHHTE
¢ Hucka napTHOCT (LDL) ¢ mexeTpanoB cyidar, ca HabmonaBaHH )KHBOTO3ATCPAlllaBAILH aHAQIAKTOHAHH
peaxiud. Te3u peaxiuy ce H30ArBaT Upe3 BPEeMEHHO Npekparasane Ha Tepannata ¢ ACE-uHxuburop npeau
BCAKa adepesa.

IHayuenmu Ha XemMoouanusa

[Ipu nauHeHTH, AHATH3APAHH ¢ MeMOpaHil ¢ BHCoKa ckopocT Ha moroka Chigh flux) (Hanpumep AN 69®) 1 |

eHOBPEMeHHO NekyBaun ¢ ACE-aaxubutop, ce cpofiapa 3a BE3HHKBAHE Ha aHAQHIAKTOHAHK PEaKLiHH.
ITpu TaxkuBa nauuedTH TpAOBa Aa ce pasriieAa H3NOM3BAHETO HA pasJIMYCH BHA AWaNH3Ha MeMOpaHna uin
aHTHXHIEPTEH3IHBEH areHT OT pa3snHUYeH Kiac.

Ivpeuuen andoCmeponuIbM.

[TaupeHTH C MBPBHYEH XHNEPATAOCTEPOHH3BM KATO LAIO He e BAHSAT OT JeYCHHE C AHTHXHITCPTEH3HBHH
neKapcTBa, NefCTBAIM Ype3 HEXuOHpaHe Ha cHCTeMaTa peHaH-aHrHoTeH3uH. [lopamy Tosa ynorpebara Ha
TOBA JIEKAPCTBO HE Ce [IpenopbYBa

bpemennocm

ACE-urxuburopu ne Tpabea na ce 3amousart no speme Ha OpeMenRoCT. OCBEH KOTAaTO MPpOAB/KABAHETO Ha
ACE-HHXMOHTOPHOTO JicUeHHe ce CYHTA 33 ChIIESCTBEHO, NAllHeHTH, aHupamy OpeMeHnocT, Tpadba na
MPeMUHAT Ha alTepPHATHBHO AHTHXHIIEPTEH3NBHO JIEYeHHE, KOETO HMA YCTAHOBEH Npodun Ha 6€30IIacHOCT
ua ynorpeba npu GpeMeHHOCT. Koraro ce yCraHOBH OpeMeHHocT, nevenuero ¢ ACE-uaxuburopn TpsaGea
aa ce crnpe He3abapHO M aKo € HeoOXOANMO Jla ce 3alo4HE AITEPHATHBHO JievieHye (BX. ToukH 4.3 H 4.6).

Cewpzanu c undanamug:

Uepnoopobna enyepanonamun

[1pn yepeneHa sepHOAPOOHA PYHKIHA THASMAHNTE AMYPETHIIM H TEXHHTE aHAJIO3H MOTAT 13 NPHIHHAT
yepHoapobHa eHuedanonarns. B TakbB cliydail npHeMaHeTo Ha IMypeTHKa Be/iHara Tpsa6Ba aa ce
NpeyCTAHOBH.

Domocencuburuzayus

Cnyvyau Ha peakuuu Ha ¢oTroceHcnOUnu3amua ca chOOUIeHH NpH THA3HAH H THA3HIHH TPOH3BOAHH
auypeTHI (BX. Touka 4.8). Ako o BpeMe Ha JIeUeHHETO Ce NOABAT peaknuu Ha GoToceHcCHOHNH3aluA, ce
IpenophyuBa TNPEKpaTABaHE Ha NEYEHHETO. AKO MOBTOPHOTO MpHEMaHe Ha JHYPETHKA €€ cuere 3a
HeoOXOAHMMO, C€ NpenopbuBa H3NIOKEHNTE Ha CBETIHHA YAacTH Aa ObjJaT 3AIUHTEHH OT CIBHLE HIH
H3KyCcTBEHH UVA,

Creuyuannu npednasuy Mepku npu ynompeba
Obwu 30 nepurOOnpUR 1 uHOANAMuUO:

Bvopeuna nedocmamuvunocm

[Ipn Texxka 6b0pedna HEAOCTATHYHOCT (KPSATHHHHOB KIHPBHC < 30 ml/min) neueHHETO €
IIPOTHBOIIOKA3AHO,

[Ipn nauueHTH ¢ XHNEPTOHUA 1 6e3 npeaumecTsalna npossa Ha OpOpeURH yBpeXKAaHHA ¥ IPH KOHTO
6L6peunnTe KPLEAM Nipo6H Noxaspat dyHruHoHanHa GbOpeuHa HEAOCTATLYHOCT, ICUSHHETO TPAbBa Ja
CE NPEeKbCHE H IO BB3MOKHOCT J1a C€ NPOABIDKH ¢ (10-HHCKA A03a HIH CaMo ¢ €IHA OT ChCTaBKUTE.

[Tpu TakuBa NalHeHTH MEAULIMECKOTO HabmoneHue Tpa6Ba a BIIOYBA Y6CTO KOHTPOIIHpaKe Ha
CTOHHOCTHTE HA KPEAaTHHHHA U KaJ#s [Be CEAMHLH CJIE/ HAYAJIOTO Ha JIEYEHHETO, 4 Clie]l TOBa MG
Ha TepaneBTHYHO CTAOKNHAA NIepHOA — Npe3 JBa Mecella. 3a 6pOpeuHa HeAOCTATBYHOCT CE G
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IIIaBHO MPY MAlMEHTH ¢ TeXKa ChpASHHA HeJJOCTATEYHOCT HIIH [IpH IaT¢HTHA Obp0peuHa HEAOCTaTEYHOCT,
BKJIHOYUTETHO CTEHO3a Ha OBOpedYHUTE apTepHH.

JlexapcTBOTO O0MHaIHO He ce MpenopbyBa B Cydall Ha ABYCTpaHHA CTeHO03a Ha OBOpeyHHTe apTepHH KK
eHHCTBER PYHKUMOHMpaIn 660pek.

Xunomonus u 3a2yba na 800a u erexmporumuy

ITpu namaune Ha 3aryba Ha HaTpHii CHIMECTBYRBA PHCK OT BHE3AMHA XHNOTOHHA (0CODeHO NPpH HHAHBHIH
ChC CTEHO3a HA Orbpeunnte aprepuu). Ilopanu ToBa € HEODXOAHMO CUCTEMHO Habrofenne 3a KIHEAYHH
npH3HalM Ha 3ary0a Ha BoAa H eJIeKTPOIHTH, KOHTO OHXa MOTH Aa ¢ MOABAT BCISACTBHE HA
MHTEPKYPEHTHA AHAPUA WIH noBpbinaHe. [IpH Takusa NalHEHTH PEAOBHO TPAOBA Aa ce KOHTPOIHPAT
SJICKTPOJIMTHTE B CEPyMa.

3HayHTeNIHATA XHIOTOHHA MOXe Ja HANOXKH BKIIOYBAHE HA BeHO3HA HHY3UA HA H30TOHKYEH Pa3TBOP Ha
HaTPHER XJIOPHA.

[TpexogHaTa XMIOTOHHA HE € MPOTHBONIOKA3aHHE 3a NPOABDKABAHE Ha JIEUSHHETO. Crie/l Bh3CTAHOBABAHE
Ha AOCTaTh49€H KPbhBeH 0DeM M KPBBHO HANAraHe Ne4EHHETO MOXKe [a 3aMoyHe OTHOBO C MO-HHCKA 1034
HIH ¢aMo ¢ €AHA OT ChCTABKHUTE.

Cepymen xanuti
KomOuHaupuaTa Ha NepHHIOTIPA M HHAANAMHJ HE MOXKE JIA NPeJoABPATH HACTHIIBAHETO HA
XHIIoKaNHeMHus, ocobeHo npu AuabeTHLM HaM nauHeHTd ¢ 0b0pedna HeaocTaThUHOCT. KakTo npH BCHYKH

AHTUXMIEPTEH3UBHH CPEACTBA, CHOBPKALIH AXYPETHK, PEAOBHO TpAOBa 12 ce KOHTPOJIHpa CepyMHOTO
HHBO Ha KaJIHA.

Iomownu sewyecmen

Honunpen @opre S mg/ 1,25 mg He Tpabea Aa ce npuara Npy NaNHEHTH ¢ PAAKO CPCINAHHATE
HacaenCTBEHH 3a00/BaHHA rajlakTO3Ha HENOHOCHMOCT, JiakTaseH JeHUUT Ha Lapp wiH rmoko3o-
rajiakTo3Ha MmanabcopOouua.

Cevpaanu c nepuROOnRpUA;

Kawnuya

IIpn u3noN3BaHe Ha MHXUOHTOPH Ha AHTHOTEH3HH-KOHBEPTHPAINA EH3HM Ce ChoOIaBa 3a CyXxa
xalIHa. T ce XapaKTepH3spa ChC CBOATA YIIOPHTOCT M ¢ HEHHOTO H3UE3BaHe CleA NpeKpaTsBaHe Ha
nedyeHuero, [IpH nogsara Ha TO3H CHMITOM TpaOBa 1a ce UMa Npe/IBHA ATPOreHHa eThosiorusd. B cayuai,
ye ce npeanovnrta npeanuceaHere Ha ACE-HHXuOUTOP, TO NPOALIKABAHETO HA TOBA JSUEHHE MPH
nosABaTa Ha KAUUTHIA TpsOBa a ce npeolicHABA.

{Ieduampuuna nonyrayus
EdexrusHocTtTa H Ge30nacHOCTTa HA NEPUHAONPHI NPH CAMOCTOSTENHOTO MY HIH KOMOMHHPAHO
IpHiaraHe NpH Jela H I0HOILIHA He ca NPOYyUeHH.

Puck om apmepuarna xunomonus wunu 6eGpeuna nedocmameinocm (€ CAyuaume na copoeuna
HedOCMamBuHOCM, 3a2yba Ha 800 ¥ EREXMPOIUMU U m.1.)

3HAYMTENHO CTHMYIMPAHE HA CHCTEMATA peHHH-aHTHOTEH3HH-aNJ0cTepoH ce Habmoaasa ocobeno no
BpEMe Ha ro/iaMa 3aryba Ha Bojia H eIEKTPONHETH (CTPHKTHA Oe3conHa AHETA HIH NPOABIDKMTENHO
AUYPETHYHO JISUeHHe), PH MAlHEHTH ¢ HHCKO H3XO0AHO apTepHaNHO HaNAraHe, B CIy4aH Ha CTCHO3a Ha
OBOpeyuHUTE apPTEPHH, 3ACTOHHA ChPAEYHA HEAOCTATHYHOCT HTM LIHPO3a ¢ OTOLH U acIHT.
CrnenorarenHo OIIOKHpaHeTO HAa TA3H CHCTEMA ¢ HHXHOHTOP Ha aHrHOTEH3HH-KOHBEPTHpAlHA eH3HM
MOXeE Ja NPeAH3BHKa, 0coDEHO MO BpeMe Ha MbPBOTC MPHEMaHE Ha JIEKApCTBEHOTO CPEACTBO 1 Tpe3

MbPBUTE ABEC CEAMHUIIH HA JICYCHHETO, BHE3AMHO CNaAaHe Ha KphBHOTO HAJIATAHC H/WIH NOBHINABAHE HA

HaCcThIIBa OCTPO, HO pﬂI{KO H 10 pa3iiidHO BpEME B X044 HA JICHCHHETO.




[Ipu TakKBa CIyvaH JeueHHeTo TpabBa Ja 3amo4Ba ¢ MO-HHCKY J03H, KOHTO MOCTENCHHO Aa ¢&
yBe/IH4aBarT.

Xopa e cmapuecxa gb3pacm

[Tpenu Ha4aNOTO Ha JiedeHHETo TpAORA Aa ce w3cneasaT 6bOpeunaTa PYHKUAS H CEPYMHRA KATHA.
HauannaTa ao3a TpaGea BocieACTBHE Aa ¢€ aJanTHpa CIIopen MpOMIHATa Ha KPhBHOTO HanAraHe,
ocoDeHO B CNyYaHTe Ha 3aryfa Ha BOJA H NEKTPOJIHTH, ¢ Lien Aa ce u3berne nogapara Ha BHe3aMHa
XHIIOTOHHKA.

Amepockaeposa

PHcK OT XHMOTOHHS ChHIECTBYBA NPH BCHYKA MALMEHTH, HO 0COOEHO BHHMaHKe TpsOBa Na ce OTASNA Ha
MalMeHTH ¢ HCXeMudHa HonecT Ha CHPLETO WIH HUPKYIaTOpHA HEAOCTATHHHOCT Ha MO3Bka. [IpH TaknBa
Cy4aH JICUCHHETO CJICABa Aa 3all04HE ¢ HHCKa J034a.

Penoeaciynapna xunepmonus

JleueHHeTO HA peHOBACKYJIApHATA XHNCPTOHHSA C& CHCTOH B peBacKy/lapH3aiius. Bsnpexu ToBa,
HHXHOHTOPHTE Ha AHTHOTEH3HH-KOHBEPTHPALIHA €H3UM MOraTt Aa ObAaT NONEe3HH NPH NAUHEHTH C
PEHOBACKYNAPHA XHIEPTOHHA, KOUTO OYAKBAT XHPYPrHYHA KOPEKIHA, a ChINO H TOraBa, KoraTo TakaBa
HaMeca He € Bh3MOXKHa,

Axo Honunpen dopre 5 mg / 1,25 mg ce npeanmiie Ha NAUEHTH ¢ YCTAHOBEHA HIH NOA03HpaHa CTEH03a
Ha ObOpeunuTe apTepHM, NeuerueTo TPAOBa na ce 3ano4Ba B OONHAYHH YCJIOBHSA ¢ HHCKA 1034, a
OBOpeuHaTa QyHKIHA H CEpYMHHAT KpeaTHHHH TpAOBa Ja Obaar npocnenspaHy, Thi KaTo HAKOH
NaUKEHTH pa3BHBaT PyHKIHOHaNHa OhOpevHa HENOCTATBYHOCT, KOATO NPETHPILiBA 00PATHO PA3BHTHE
CHeJA CIHpaHe HAa NEUESHUETO,

Cupoeuna nedocmamusunocm / mexNcKa CoPOesHa HeQOCTRAMBYHOCN

[Tpu nam\eHTH ¢ TEXKa ChpAedHa HenocTarbuHocT (1V cTeneH) neueHHeTo TpabBa Na 3anoyea Moz
nexapcko HabnroaeHne ¥ HUCKa Ha4danHa J03a. JledeHueTo ¢ 6eTa-010KEPH NpH XMITEPTOHHKIIH C
KOpPOHApHA HEAOCTATHIHOCT He OuBa Ja ce otMens: ACE-muxuburopsT 61 TpabBano aa ce npudaBH KbM
OeTta-Onoxepa.

Huabemuyu

[Ipy mauMEeHTH ¢ HHCYAUHO-3ABHCHM 3axapeH Auaber (COHTAHHA TEHISHUHA KbM HOBHLIEHH CTOMHOCTH
Ha CepyMHHEA XanHif) leueHHeTo TpAOEa A4 3ano4sa Mo JICKapCeko HabmoZeHne ¢ HUCKa HavdallHa Jo3a.
Ipe3 mepeHs Mecell ot NiedeHHero ¢ ACE-nuxuburopy Ha AuabeTHIH, KOMTO NPHEMAT MepOPAITHHA
AHTHAHAOETHH MPEenapaTH WY HHCYIIHH, TPAOBa Ja ce H3BLPIIBA PEAOBEH KOHTPOJ HA INEKEMUATa (BX.
TouKa 4.5).

Pacoea npunaorexcrocm

[Togo6Ho Ha ocraHanute ACE-MHXHOHTODM, NMEPHHACTIPHI MOXe Ja Opje mo-Majiko e¢deKTHBEH 3a
HaMaJIBaHE HAa KPBBHOTO HANAraHe MPU YEPHOKOXKH, OTKOAKOTO NPH HE YCPHOKOXKH, BEPOATHO NOpanH
npeobnajiaBaHeTO HA NO-HACKH PEeHHHOBH HUBA CPel YePHOKOXKATA NOMYJIalus 0T XUISPTOHHIIH.

Xupypeuuna unmepgenyus/anecmesus

HMuxubuTopuTe HAa aHFHOTEH3IHH-KOHBEPTHPAIIHA €H3HM MOTAT Aa NPeAU3BHKAT XHIIOTOHMA NPH
AHEeCTe3MA, OCOOEHO KOTaTO H3MOJI3BAHUAT AHECTETHK € ¢ NOTeHIHA/HA XHTIOTEH3HBHA AKTHBHOCT.
ITo Tasn npu4YuHa ce npenophbysa npueManeTo Ha ACE-nHXHOUTOPH C MPOTB/DKUTENHO NeiiCTBHE,
KaKbBTO € M NIEPHHAOTIPHII, 110 Bh3MOXHOCT Ja e NPEKbCHE eIUH AeH MPEAH XMPYPrUYHaTa HaMeca.

Aopmra cmero3a uny Cmen03a Ra MUMpARHama Kaana / Xunepmpouing xapouoMuonamus
ITpu nalMeHTH ¢ OOCTPYKIAA HA H3XOAHHUA TPAKT Ha JaBaTa kaMepa ACE-HHXHOHTOPHTE *
ynotpedsBar ¢ NoBHILEHO BHHMAHHE, 7




UeproOpobra HedoCMAMBYHOCM

Psaxo, ACE-uHXHOHTOPHTE C& CBBP3BAT ChC CHHAPOM, KOHTO 3aro4Ba ¢ XOJIECTaTHYHA XX bJITCHULA 1
nporpechpa Ao GyIMHHAHTHA YepHOAPOOHA HeXpo3a U (TTOHSKOra) CMBPT. MeXaHn3MBT Ha TO3H CHHAPOM
He € u3acHeH. [Ipn nauuenTn, nory4asaiid ACE-HHXHOMTOPH, KOHTO PA3BHAT XKBJITEHHLA HIH H3Da3CHO
NOBHLIABaHE Ha YepHOAPOOHATE eH3uMK, ACE-uaXHOuTOpBT TpA6Ba Aa OB/€ CpsH H A2 Ce [IpoBeae
NOAXOMALIO MEAUIHHCKO HabmoaeHAe (BX. Touka 4.8).

Xunepxanuemus

[ToBMIIABAHNAS HA CEPYMHHS KaJuilf ce HaGMmogaBaT npy HAKOH nalueHTH AeKyBaHi ¢ ACE-HHXHOHTODH,
BKJIKOUHTENHO [IepHHAONPHN. PHCKOBHTE QakTopH 32 pa3BHTHETO Ha XHIIEPKAIHEMHU BKMIOYBAT MAIIHCHTH
¢ GB6peuHa HeAOCTATHYHOCT, BIOMABaHe Ha GbOpeynara dyHknud, HanpeaHana Be3pact (> 70 roguun),
~ 3axapeH guabeT, BMETHATHTe ChOUTHA, NO-CIIELMANHO ACXHIPATalMs, OCTpa ChbpASUHA ACKOMNCHCAlMS,
MeTabONMTHA AalHA03a M EOHOBPeMEHHa ymorpeba Ha Kanuii-chbXpaHABAIIM JUYPeTHOH (HAmp.
CITHPOHOJIAKTOH, CIJIEPEHOH, TPHAMTEPEH, aMHIODHA...), KAIHEBH A0OABKH MM KaJMH-ChABpKALIH
3aMECTHTENY HA I'OTBAPCKATa COJI; HIH MaUHESHTH MpHEMAINM IpYrH NEKapCTBa, CBhP3aHH C ITOBAIIABAHHSN
HA  CepyMHHMs  Kaumii  (Hamp.  XemapuH,  KO-TPHMOKCA30j,  HM3BeCTeH  OII¢  KaTo
TpEMeTONpUM/CyndaMerokcason, Apyrda ACE-HHXHOHMTOpH, aHTarOHMCTH Ha  aHTHOTeH3HH-1I
pPELIENITOPHTE, alleTIICAHIHIoBa Kucenuna > 3 g/ned, COX-2 uaxnburopn n Hecenextusin HCTIBC,
UMYHOTIOTHCKAIM CPEACTBA, KAaTO LHKIOCIOPHH HIH TaKpONHMYC, TPHMETONpHM). YmoTpeOara Ha
KaJHeBH A00aBKM, KATHA-ChXpaHABAILM AUYPETHUH WIH KATHA-CBALPKAIIN 3aMECTHTEIIH Ha rOTBapCKaTa
COJ, 0COGEHO pY NAUHEHTH ¢ HapymicHa 6x6peuna QyHKIHS, MOraT a J0BEJIaT 10 3HAYHMO MOBKINABAHE
Ha CEPYMHMS Kanuil. XHnepkaTHeMHATa MOXe a IPMYAHH CepHO3HH, NMOHAKOra (aTaiHi apHTMHH. AKO
eAHOBpeMeHHaTa ynorpeba Ha ropecnoMeHaTHTE BEILIECTBA Ce CYATA 3a MOAX0oAMNa, Te TpsidBa na onraar
H3MIONI3BAHH C NOBHIICHO BHUMAHHEE M NPH YECTO KOHTPOJMPAHE HA CEpyMHHSA Kanuii (BX. TOUKa 4.5).

Cevpsanu ¢ unoanamuo:

Booro-enexmponumen baranc

Cepymen namputi

Tpsbpa na ce U3CHE/Ba NPESIH 3aMOYBAHE Ha JEYEHHETO, a Clie/l TOBA IIOAJICKH Ha peIOBEH KOHTPOIL
Beska agypetudHa Teparus MoXe fa NPeRH3BUKa TOHHKABAHE HA CEpYMHHA HaTpui, KOeTO MOXe Na M3
CEpHO3HH NocheAcTBHs. [[oHMKaBaHeTO Ha HATPHA MOXE B HayasoTo Ja [poTede Ge3CHMIITOMHO H
3aTOBa & HeoOXORMMO PEIoBHO Aa ce n3caensa. KoHTponsT Tpsbsa Aa Obje MO-4€CT IPH HaNpeaHaNa
BH3PACT ¥ NPH NAlHEHTH ¢ Hupo3a (BX. TOUYKH 4.8 H 4.9).

Cepymen xanui

TonaM PHCK MPH JeYeHHe ¢ THASHIHA AUYPETHIN H TEXHHTE aHaN03H € 3ary0ara Ha Kanuh 1
 XUIIOKANHEMHATA. PHCKBT OT IOABa HA NOHIWKEHH CTOWHOCTH Ha cepyMHHs kammi (<3,4 mmol/l) Tpabea
12 ce NPenoTBPaTABA P BUCOKOPHCKOBH I'DYITH MAHEHTH, KaTO TE3H B HATPEAHANA BB3PACT H/HIH C
HeJOXpaHBaHe, He3aBUCHMO AalM [IOJy4aBar oBeYe OT SAHO JEKapCTBEHO CPEICTBO, NALHCHTH ¢ [HPO3a
C OTOIH H ACLHT, KOPOHAPHO OONHHU M MaMEHTH CBC ChPASYHA HEJOCTAThYHOCT.,

IlpH Takupa CIy4ad XHOOKANHEMUATa NOBHINABA MHOKApAHATA TOKCHYHOCT Ha CbPACYHHTE MHKO3HIH K
pPHCKa OT pUTBMHHU HaPYILEHAS.

PHCKOBH ca ¥ malnHenTH ¢ yaspkeH QT nHTepBan, HE3aBHCHMO AallH € OT KOHI'¢HUTAJICH WIH ATPOreHCH
npousxon. XHIOKATMEMHATA, KAKTO B GpaquKapAniTa, Ca PeApasnoarai GaKkTopH 3a HACThIIBaHE Ha
TeKKH PHTBMHHM HapylueHus, ocobeHo Ha torsades de pointes, kouTo Morar 3a 654aT QaraiHu.

[Ipu BCHYKM NOCOYEHH ClyuaH & HeoOXoAMMO NO-4ECTO poCieaBaHe Ha CTORHOCTHTE HA CEPYMHHA

HAYaJIOTO HA JICYEHHETO.
AKO Ce yCTaHOBST HHCKH CTOHHOCTH Ha Kaus, T¢ TpAdBa A2 (6baaT KOpUrHpaHu.
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Cepymen xanyuii

THaznaHUTE ANYPETHLM ¥ TeXHUTE AHANO3H MOraT jia HaMaJlyT YPHHHATA eKCKPELHA Ha Kanljud H Aa
NpeaH3BAKAT YMEPEHO U MPEX0AHO MOBHINABAHE HA CCPYMHHS KaLHil. JHAMUTENTHO MOBAINCHUAT
cepyMeEH Kanuuii Moxe Xa Oblie H3pa3s Ha HENHArHOCTHLINPaH XunepnapatiupeounnssM. [1pk Takusa
C/yHaH JISHEeHHETo TpA0Ba fa ce cnope Npean H3CHEBAHETO Ha NAPATHPEOHIHATA (PYHKIIAA.

Kpvena 3axap
KoHTpoNsT Ha KPBBHATA 3aXap € BaKeH NPpH auabeTHIH, 0CoOeHo MpH HAJTHYIHE HA XHIIOKATHEMHA.

TTurouna xucenuna
[Tpyu nanMeHTH ¢ XHNSPYPHKEMHS MOXKE Ja Ce MOBULIH PHCKBT OT OAArpO3HH MPHCTBIIA.

bvbpeuna hynxkyun u ouypemuyu
THA3HHATE AUYPETHLH H TEXHATE aHAIO3H CA HAITLIIHO ¢(PEXTHBHY CaMO IPH HOPMA/IHA HIIH EKO

Hapymena 6p6peura GYHKIMA (CepyMEeH KPeaTHHHH N0-HUCBK OT OKOJNO 25 mg!l T.e. 220 pmol/l 3a
BB3PAcTHH),
[Ipu manyueHTH B HANpEAHANA B’LBpacT CTOMHOCTHTE Ha CEPYMHHA KpeaTHHMH TpsAOBa na 6baat
KOPHTHPAHH CTIOpEeZ BB3PacTTa, TENECHOTO TErN0 H MOJIOBATa NPHHAANICKHOCT Ha NAHEHTa NO
¢opmynara Ha Cockroft:
= (140 - Bb3pact) X TenecHo Terno / 0,814 x cepyMeH KpeaTHHHH,

KBACTO!

BB3PACTTA € H3pa3eHa B rOqHHH

TENECHOTO Terno — B kg

CEPYMHHAT KpeaTHHHH — B micromol/l
Tazu dopMyna e MOAXOIAIN2 33 MbXKEe B HanpeiHa/la BE3pacT u TpAOBa Ja Obje afnanTupaHa 3a ;KeHH Hpe3
YMHOXKaBaHe Ha noNyueHHs pesyarar x 0,85,
XHroBoneMusTa, TIOABIUIA C¢ B pe3yATar Ha 3aryfara Ha BoJa W HaTpull, NpUYHHEHA OT AHYPETHKA B
HAYATOTO Ha JedeHHeT0, BOAH 4O MOHHKABAHE HA roMepyaHaTa puarpauny. Topa MOXe 1a JOBene 10
NOBHILIABaHE HA ypeaTa H KpeaTHHHHA. Tasn npexoana PpyHkuuosanHa 660pevHa HeAOCTATBYHOCT HE
BOOM A0 HEXEHAHH MOCNEACTBHA NIPH NALUEHTH ¢ HOpMAIHA G'bﬁpetma byHKIHA, HO MOXKE A3 BIIOMH
ChIECTBYRaINa 660peuHa neJ0CTATHYHOCT.

Cnopmucmu
CnoprucTHTe TpaOBa JAa 3HadT, Y€ TO3SH NPOAYKT ChAbPKA AKTUBHO BEIIECTBO, KOCTO MOXKE Aa JOBEAC A0
NOJOXHATENHA JOMHAT-TIPo0a.

Cunrno KvCo2neocnen U BMoPpUYRA 3aKPUIRODSBIRA 2AAYKOMA:

CyndoHaMuaHTE WIH IPOH3BOAHHUTE OT CYN(poHAMHJ JIEKapCTBa, MOTAT A8 NPHYUHAT HAMOCHHKpAaTHYHA
peaxiys, H3pa3fBalla ce B IPEXOAHO KbCOIMNEACTRBO B OCTPa 3aKPHTOBIBIHA rnaykoMa. Henexyranara
3aKPHTOBIHIHA rIayKoMa MOXe J1a IoBeAe N0 NOCToAHHa 3aryba Ha 3peHHe., [IbpBOHAYANHOTO JleueHHe
¢e M3pa3iBa B CIHPAHE NPHEeMa Ha JIEKAPCTBOTO KOJIKOTO C& MOXe No-CKopo. Moke Ja e HalnoXH Ja ce
OOMHCIIH CHLOTBETHO MEAMLHHCKO HIM XHPYPTHUHO JIEYCHHE, aKO BhTPEOYHOTO HAIATaHe 0CTaBa
HEKOHTpONHpaHo. PHCKOBATE GaKTOPH 3a Pa3BHTHETO Ha OCTPA 3AKPUMObZSBAKA TIIAYKOMa Morar Aa
BKIOYBAT NpEAIISCTBAA aNeprus KbM CyA¢OHAMHINA HIH NCHALHIHH.

4.5 BsammogelicTBHE ¢ APYIE A¢KAPCTBCHE OPOIYKTH B Apyrn GopME Ea BIaEMOoAeHcTBHE
Qbwu 3a nepundonpua U UHOaGnRamuo

KoMmOunauuu, KOumo Ke ce npenopoieant.
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JIATHEBN NpemapaTH: N0 BpeMe Ha €JHOBPEMEHHO NPUIoKeHHe Ha JTHTHEBH npenapaTtd H ACE-
HHXUOUTOPH ce Habmonasa 0OpPaTHMO NOBHINIEHHE HA MHTHEBHTE KOHLEHTPAllUY ¥ TOKCHYHH PeaxiHu.
YnotpebaTa Ha MepuHAONPUN B KOMOHHALNA ¢ HHAAMAMHAA K JIHTHECBH NIPENAPATH HE CE MPENOPRYBa, HO
ako koMOuHanHATA € HaloKHTenHa, TpAOBa Aa ce H3BBPLIBA BHUMATEHO KOHTPOJIHpaHe Ha CEpYMHHA
naTei (BX. Touka 4.4).

Kombunayuu, 3UCKEAUN CReYUATHO SHUMARUE:
- Bakaoden: 3acHnpane Ha AHTHXUNEPTeH3HBHUS edexT. KonTpondpane Ha XPLBHOTO HAMraHe H NpH

HYXJIa KOpeKIlHA Ha J03aTa HA aHTHXUIIEPTEHIHBHOTO CPEACTRO.

- Hecreporaan mnpoTEBOBRL3NAAHTENHH JjaexaperBenn npoaykth (HCIIBC) (sxawanrenso
acnapun > Jg/nen): xoraro ACE-HEXHOUTOPH c€ BBBEKAAT EXHOBPEMEHHO C HECTEPOHAHH
MPOTHBOBB3MANATEIIHH CpeACTBA (HAmp. alCTHACAIMUHIOBA KHCEIMHA B TPOTHBOBB3MAIHTEIHH
nosupoBky, COX-2 unxubutopn n HecenekTHBHM HCIIBC) Moxe ga HacTenM oTcnabBaHe Ha
aHTHXHIepTeH3uBHUA edext. EnnoBpeMennara ynotpeba Ha ACE-unxubnropn u HCIIBC moxe aa
AOBEZie A0 NMOBHIICH PHCK OT BNOINABaHe Ha ObnOpedHara ¢QyHKLHA, BIIOYHTENHO BRIMOXKHA OCTpa
OBOpeyYHa HEeJOCTATBYHOCT M MNOBHIOABAHE HA CEPYMHHN Kanuii, ocoDeHo nIpH DalMeHTH ¢ jolma
npeaumecTraina Op0peuna @ynkuua. KomOunanmuata tpabsa na ce npuiara ¢ MOBHIIECHO BHHMAHHE,
ocobeHO npy HanpeaHana Bu3pact. IlauuenTare TpAdBa Aa 6bAaT JOCTATHYHO XMAPATHPAHH H TpaOBa na
ce MpeABHAH KOHTpONIHpaHe Ha OLOpednara GpyHKIHA B HAYAIOTO HA KOMOHHMPAHOTO ACUEHUE, a CIISH TOBA
— MEPHOLHYHO.

Kombunayuu, xoumo uiucKeam snuManue:
-  AHTAZENPECANTH OT HMHIPAMHHOBATA rpyna (TPEONBEKIHMYHEH), HeBPOJenTHIM: 3aCH/IBaHE HA

aHTHXHIICPTEH3UBHHA eDEeKT U MOBHAIICH PHCK OT OPTOCTATHYHA XMIIOTOHHS (aNMTHBEH edekT).

- KopTuxocreponan, Terpako3akTaa: OrcnadpaHe Ha aRTHXMNIEPTEH3UBHAA eeKT (3aTbpXxaHe Ha
COJIH ¥ BOJA, AbJDKAINA C& HA KOPTHKOCTEPONIHUTE).

- Jpyre aETHXHNEPTEH3HBHH CPEACTBA: YNOTpedara Ha APYrH aHTHXHIIEPTEH3HBHH NCKAPCTBEHH
NPOAYKTH ¢ NepHHAONpHA/MHAanaMu] 61 Mornia a J0Beje A0 AOIEIHHTENECH AHTHXHITICPTEH3HBECH
edekxr.

Cayp3any ¢ nepundonpun;

JlaHHH OT KIMHHYHH TNpOy4YBaHMA NOKA3BAT, 4¢ NBOHHOTO OJIOKHpaHe Ha peHNH - AHTHOTEH3HH
anpocreponoBata cucreMa (PAAC) upes komOuHHpanaTa ynotpeba Ha ACE nnxubnrtopH, anrnorensus Il-
pelenTopHH ONOKEpH HIM ANHCKHPEH C€ CBBP3Ba ¢ MO-BHCOKA 4YECTOTA HAa HEXeJIaHH CBOHTHA, KaTo
HaNpAMep XHMOOTOHHA, XHNEPKANHEMHA W HaManaBaHe Ha GnOpeunara ¢yHkuHsA (BKIIOYHTENHO OCTpa
61L.6peuna HeAOCTATBYHOCT), B CPABHEHHE ¢ ynoTpebara caMo Ha efiHo CPEACTRO, AeiicTBamo Brpxy PAAC
(Bk. Toukn 4.3, 4.4 u 5.1).

Jexapcmen, nPeoOu3IBHKEALLI XENEPKATUCMUN
Hsaxou nexapcTBa WIM TEpaneBTHYHH KNMACOBE MOTaT ja YBENHYAT 4YECTOTAaTa HAa XHICPKATHEMHA:

AJIICKHpeH, KAIMEBH COJH, KATHA-ChbXpaHapamlyd avypetHuH, ACE-HHXuOHTOpH, aHTaroHMCTdH Ha
anruotessuH-1I peuenroprre, HCIIBC, xenapunan, HMYHOMOTHCKALIH CPEACTBA, KATO LHKIOCIOPHH
HIM TAaKpoJUMYyC, TpuMeronpuMm. KomOnHaumsira OT Te3H IeKapcrsa yYBENHYaBa pHCKA OT
XHIISPKATTHEMHA.

Kombunauuu, xoumo ca npomusonoxasanu (8dic. moyxa 4,3):
Amackuapen: [Ipy nanpesTuTe ¢ auabeT WM HapylleHa O6bOpevna ¢ryHKkuHs ce YBEIHYaBa PHCKa QT

XHNEepKaNIHeMHud, Baoumapade Ha ObOpeunara (YHKLHA W CHPACYHOCHAOBATA 3aDONIEBAEMOCT H

CMBPTHOCT. P
ExcTpakopnopajEl JjedeHBsn: EKCTpakopnmopaiHH jedyeHHs., BOACLIO N0 KOHTAKT.(HE |
OTPHULIATENHO 33PSASHA NOBBPXHOCTH, KATO HANDUMEDP AMAiH3a WIH XeMO(HIT ﬁ“? mnﬁ“
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B COKOIIPOMYCKIHBH MEMODAHH (Halp. NONHAKPAIOHHTPIIHY MeMOpany) H adepela HA NHMONPOTEHHH
¢ HHCKa IUTbTHOCT € ASKCTPaHoB cyadaT, nopaay NOBHIIEH PHCK OT TeXkH aHaQHIAKTOHAHY PEaKIMH

(px. Touka 4.3). [Ipn HeoOXoaMMoOCT OT nooOHO neYeHye TpabBa Ja ce OOMMCIH M3NON3BaHe Ha JPyT
THI AVANM3HE MeMOpaHH HIIH Ha AHTHXHIEPTEH3HBHO CPEACTRO OT APYT Kiac.

CaxyOurpnn/pancapran: EqnoBpeMenHara ynorpefa Ha MepHHAONPYWI cbe ___ CakyOuTpii/pajicapraH
& NIPOTHBOMOKA3AHO, Thil Karo SAHOBPEMEHHOTO HHXHONpane Ha Henpunu3ud H ACE Moxke J1a TOBHITA

prcka OT aHrHoeneM. Jleuenue che caxyOuTpri/Basicaprar He Tpabpa fa ce 3amo4ea MpeaH Aa ca
H3MHHaIH 36 yaca OT NpHEeMaHeTO Ha NOCASAHATA 1032 NepHHAONPHN. JleueHHEeTo ¢ NEPHHAONPHN HeE

Tpa0Ba ja 3amouBa mpenn ja ca H3MuHanu 36 vaca cnen INpHeMane Ha JocneAHaTa J03a
CAKYOHTPHI/BaJICa BK.TOYKH 4.3 H 4.4).

Kombunauuu, Koumo He ce npenopvyseam:

-Annckapen: [Ipn nanuenTuTe 6e3 nHaber MM HapyeHa OpOpeyYHa GyHKIHA Ce YBEIHJaBa pucka OT -
XUNepKaiHeMus, BIOlIaBaHe Ha OnOpeuHaTa GYHKIME H CHPACYHOCBAOBATa 3ab0AEPACMOCT M
CMBPTHOCT (B, TOUKa 4.4).

KomGuunpano Jeuesne ¢ ACE-paxubnTop B anraorensma-penentopen 61oxep: B nureparypara
ce cpOOIABa, Y€ TNpH MNALHEHTH C VYCTAHOBEHO ATEPOCKIEPOTHUHO 3abonaBaxe, ChpAedYHa
HELOCTAaTBUYHOCT HNM AHaber ¢ KpaliHO OpraHHO YBpexaaHe KoMOuuupaHoTo JneueHne ¢ ACE-
HHXHOHTOP H aHIMOTEH3HH-PELENTOPSH OJIOKEp € CBBP3aHO ¢ NOBHINEHA YeCTOTA HA XHIOTOHMY,
CHHKOI, XHIepKalHeMHsd W BIolDaBaHe Ha Gnbpeynara ¢yHKiMA (BKIOUHTENHO ocTpa OBOpeuHa
HEAOCTATHYHOCT) B CpaBHEHHE C yrnoTpebaTa Ha €AWH peHHH-AHTHOTEH3IWH-ANIAOCTEPOH — AeHCTBAIL
areHT. [lBoitHoTOo Onokupane (Hanp. 4pe3 koMbunupane Ha ACE-HEXHOMTOpD ¢ aHTAaroOHHCT Ha
auruoTeH3HH-I1 penenropure) Tpabsa Aa ce orpaHM4YaBa camMoO A0 OTACIHH CIyYaH ¢ HEMOCPeACTBEHO
HabmoeHne Ha Ob0pedHaTa GyHKIHAN, CepyMHHA KN ¥ KPHBHOTO HandraHe (BK. Touka 4.4).
EcrpamycTaH: PHCK OT yBenM4YaBaHE Ha HEXCIAHHTE peaKlHHM, Karo AaHrHOHEBPOTHYEH OTOK

(auruoegeM).
- Ko-tprMokcason (rpaMeronpam/cyadameroxcason): [laupeHTH, nNpHEMalllH ¢AHOBPCMEHHO KO-

TPHMOKCa30] (TpUMeTONpUM/CyndaMeToKca301) MOXe Jia ¢a ¢ MOBHLIEH PHCK OT XHNepKkanueMHud (BX.T.
4.4).

Kaan#i-cLXpanapainl ARypeTHRE (,HANp, TPHAMTEPeH, AMEJIOPHA...), Kaan# (conn):
Xunepkaniemus (moreHuHanHo ¢aranna), ocobeHo chEMecTHO ¢ ObOpedHa HEAOCTATHIHOCT
(aauTHBEH XHmepkanneMHueH edekt). KoMOHHUpaHeTO Ha NEPHHAOIPHII ¢ TOPECIIOMEHATHTE
JIEKAPCTRA HE ce MpenopbuBa (8. TouKa 4.4). AKO BBIIPEKH TOBa € noKa3aHa KoMOHHHpaHa ynoTpeba,
T4 TpaOBa /1a ce MpoBeXkJa BHUMATENHO H ¢ peA0BHO HAOMOASHAE HA cepyMHHEs Kannii. 3a ymorpeba
Ha CIIHPOHOJIAKTOH IIPH ChPAEYHA HEAOCTATHYHOCT BXK. TOUKaTa ,, KOMOHHAIIHY, H3UCKBAIIH
CNELMAIHO BHUMAHUE" . |

Kombunaunuu, uzucxkeauili CReRUAIR0 SHUMANRE:

- TIIporuBognaleTHR Cpe/cTBA (HECYNHH, OPA/JIHH XHIOTIHKCMHEYHA AreHTH):
EnuieMA0JIOrH9HHTe IpOyYBaHHA NPEANoIarar, de eAHOBpeMeHHOTO npunoxkeHue Ha ACE-
HHXUOUTOPH H NPOTHBOAHAOETHH MEJHKAMEHTH (MHCYIIMH, OPAIHH XMIIOTTTHKEMHYHH BEIIECTBA)
MoOXe Ja J0Bene 10 3acined eekT Ha HaMallaBaHe Ha KphbBHATa 3aXap ¢ pHCK OT xunornukemus. Tosa
ABJICHHE H3TJEXNA € MO-BEPOATHO A3 BE3HHKHE Npe3 MbPBHTE CEAMHALIA Ha KOMOMHHPAHOTO NIEFEHHE H
npH nagyeHTH ¢ 6p0peHa HeJOCTATEYHOCT.

Kannii-gecChxpangaBam| auypeTEn®: [lanuenTuTe, npueMainy QUYpeTHUH, H 0COOEHO OHE3H ChC
saryba Ha ofeM W/HIH COJIH MOraT Ja NOYYBCTBAT NPEeKOMEPHO NOHHKABaHe HA KPLBHOTO HAAraHe
cnex 3anoysaye Ha geyenue ¢ ACE-uaxubnTOop. BE3aMOXKHOCTTA 32 XHNIOTOHMYHH e(deKTH MOXeE Ja ce
HaMaJId 4pes CNHpaHe Ha QHYPETHKA MNH 4pe3 yRelliuaBaHe Ha oOeMa wiM npHeMa HA COJIM IPERH
HAYAJIOTO HA JICYEHHE C HUCKH H MOCTENISHHO HAPACTBAIH J03H NECPHHAOTIPHIL. e

Ipu apmepuanua xunepmonus, KOTaTo NPEAMILHO JeICHHE C JHYPETHK MOXe JAa &1

Ha conn/o6em, Tps6ba AR npeny 3anousaHero Ha ACE-unxuGuTOp aa ce cnps/Aw¥pe
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CnydJaii BNOCIIEACTBHE MOKE MOBTOPHO Aa Ce BhBC/E KAMHH-HeChbXpaHsaBalll AHYPETHK), WIN NPHEMbT Ha
ACEunxufuTOp Aa c€ 3ano4He ¢ HACKA J03a H NPOrpeCURHO Ja HapacTBa.
IIpu xonzecmuena copoeuna ReGOCMAMbYHOCH, AEKY8AHA ¢ Quypemux, ipueMbT Ha ACE-HHXu6uTOp
TpsOBa Ja 3anodHe ¢ MHOTO HHCKa 1033, 0 BE3MOXKHOCT cliell HamMalnaBaHe Ha J03aTa Ha CBbpP3aHus
KallHH-HeChXpaHABalll ANYPETHK.
BbB BcHuUKHM cinydau TpabBa Ja ¢e Habmopasa OnOpeunara ¢yHkuMs (HUBaTa Ha KPEaTHHHH) Ipe3
IBPBHTE HAKOJKO ceAMHIE Ha nevennero ¢ ACE-uHxuburop.

- Kaanli-chbXpaBfBaAIE ABYPeTHOR (eHJEpeHOH, CHOHPOHOJAKTOH): C  CIICPEHOH HIH
CIHPOHONAKTOH B HHCKH f103H 0T 12,5 1o 50 mg na neH 1 ¢ ACE-HHXHOHTOPH B HUCKH JO3H:
[Ipu neveHne HA ChbpAeYHA HeAOCTAaTEYHOCT OT Kiac II-IV (NYHA) ¢ dpakuua Ha usTnackBane < 40%
H npeauinHo aeyenne ¢ ACE-unxuburopn u OpMMKOBH QuypeTHIH CBIISCTBYBA PHCK OT MOTEHUMAIHO
daTanua xunepkannemus, ocobeHo MpH HecnasBaHe Ha NpeANHCAHATE PenopbKH 3a Ta3H KOMOHHALIHS.
[Ipenn za 3ano4yHeTe KOMOMHMPAHOTO JNEYEHME, MPORBEPETE OTCHCTBHETO HA XHIIEPKAIHEMHA H
HapymeHa 0s0peynapyHKIMA.
[TpenopbuBa ce HENOCPEACTBEHO HalMOAEHHE 3a KATHEMHA H KPEATHHHHEMHA E€XECSIMMYHO Npes
ITEPBHSA Mecell OT JICYCHHETO H €XXeMECEYHO BIIOCHCACTBUE,
- PanexaaoTpui: 13BecTHO €, e ACE nHxu6uTOopUTEe (Hanp. epHHAONPHI) MPSAK3BHKBAT 8HTHOCAEM.
To3H pHCK MOXE Ia Ce YBEJIHYH, KOIaTO ¢€ H3NOJN3BAT eJHOBPEMEHHO ¢ PalleKalOTPHI (JIeKapCTBO,
H3TI0NI3BAHO Cpelly OCTpa AHAPHY).
- mMTOR HHEXHECHTOPE (HAHp. CHPOJHMYC, CBEPOJEMYC, TEMCHPOJHMYC): NpPH IANHSHTH,
NPOBEXKGAIMH exHoBpeMerHO JeueHHe ¢ MTOR nuxuOHTOpH MOKe 1a HMA NOBHIIEH PHCK OT AHTHOEAEM
(Bx.TO4UKa 4.4).

Kombunauuu, Koumo uiuckeam sHuManue:
- ARTHXHOECPTeH3ABHHE CPeACTBA H Ba30AHNATATOPH: EnHoBpeMeHHaTa ynotpeda Ha TE3H BEMECTBA

MOJXE JIa YBEJIHYH XHNOTOHHIHOTO AelicTBHe Ha neprHAonpui. KoMOUHHpaHeTO ¢ HUTPOTTHIEPHH H

APYTH HUTpaTH WIH APYTH Ba30AUNATATOPH MOKE AOIMBIHHTENHO Ja IOHHKH KPBBHOTO HANATAHE.

- AJTONYpHHO.I, RHTOCTATHIHE BJH AMYHOCYIPECHBHE HDENAPATH, KOPTHKOCTEPONH 38 CHCTEMHS

ynorpeba nan npoxarHamua: Eanoppemernoro npunoxenne ¢ ACE-uHxubutopn Moxe 1a JoBeae A0

3aCHJICH PHCK OT JIEBKOIICHMSL.

-  Anecrernnn: ACE-HHXuOHTOpHTE MOTAT 1@ 3aCHIAT XHITOTEH3IWBHUTE eheKTH Ha HAKOH AHECTETHLIH.

- JinypeTHUR (THA3MAHHE BAH OPAMKOBH ARYPETHIE): NpeAMECcTRALOTO JeYEHHE ¢ AHYPETHI{H BbB
BHCOKH JO3H MOKE Ja fl0Beje A0 OeXWApaTalius H A0 PHCK OT XHIOTOHHS, KOraTo C¢ 3an0'He JIeYCHHE
C [TepHHACTIPHIL

- I'manTHER (TEHEATNHNTEH, CAKCATJHITHH, CHTAIVIHOTHH, BHAJATARnTAEH): [IOoBHIIEH pHCK OT
aAHTHOEAEM Mopaay oTcnabeHoTo OT MNIMITHHAE AclicTBHE Ha aunentHina nentugasa [V (DPP-IV) npu
NaUMEHTH, eJHOBpPEeMEeHHO NieKyBanu ¢ ACE-uHxuburop.

- CamparoMamMeTHRH! CHMIATOMUMETMIINTS MOTaT Ja HAMAIAT AHTHXHNEPTEH3HBHOTO AeHcTBHE Ha
ACE-unxuburopure.

- 31aTHH UpeNAPATH: HMA PeAKH CHODIEHHS 3a HHTPHTOMIHH peakuuy (CHMNTOMATHKATa BKIKYYBA
3aYepBABale Ha JIMIETO, TajeHe, MOBPHLIAHE H XUIOTOHHA) MpH NalHCHTH, NPOBSXKAALIH JNEeveHHe C
HHXKCKUHOHHHM 31aTHH npenapatd (HaTpHEB aypoOTHOMAJiaT) €AHOBPEMEHHO C ACE-naxu6nrop,
BKIIOYHTENHO HePUHOONPHI.

Cevp3anu c undanamuo:

KomOunauuu u3UCKEau CREULATIHO BHUMAHUE:
- JIekapcTBeHH cpeacTia, npega3BAKBAIIH torsades de pointes: [Topazuy pucka ot xnngxanaeyﬂﬂ,

WHAAmAMHR TPAOBA A3 ce MpHiara ¢ NOBUIDEHO BHHMaHUe, KoTaTo ce KOMOHHNpa cf -w i
IPOAYKTH, MpeJH3BHKBauTH torsades de pointes, kaTo Hanp. Kiac IA aHTHapHTMH! ' -
(XMHUIHH, XUIPOXHHUAMH, Ju3omupaMuy); knac 11l aHTmapuTMauHi CpencTaa (¢
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noderunng, nOyTIIHA, OpeTHIHYM, COTANO), HAIKOY HEBPOJICITHIH (XJIOpIPOMAasHH, IHAMEMA3HH,
NIeBOMEIIPOMA3HH, THOPUAA3HH, Tpudiryonepasnn), OenzaMHIH (AMHCYANPUA, CYINHPH), CYITONPHL,
THATIPHA), OYTHpOodeHOHH (TPONIEPHAOI, XAIOMEPHAOI), IPYTH HAPKOMENTHIH (IPEUMO3HA); IPYrK
cyGcTaHIMKE, KaTo Hanp. Oenpuan, yu3anpuy, AadeMann, i.v. epuTpOMHLFH, XanoQaHTPHH,
MH30JIACTHH, MEKCHQIIOKCALMH, IEHTAMH/IHH, CNapdIOKCALIHH, i.v. BHHKAMKH, METaNOH, ACTEMH30J,
TepbenanuH. [IpeBeRnns Ha XHUNOKaNHEMHATA K IpH HY»xAa KoHTpon Ha QT uHTepBana.

- Kaanii-moREKABAINH cpeacTsa: aMpoTepruuuH b (i.v. NpHIOKEHNE), ITIOKOKOPTHKOHAH H
MHHEPATKOPTHKOHAY (CHCTCMHO MPHAONKCHHE), TETPAKO2AKTH]l, TAKCATHBHH CPECTBA CbC
CTHMYIHpamo Aeiicreue: [loBHmen puck OT XANOKaIHeMHUA (ATHTHBEH edekT). KOHTpoa H NpH HYXAa
KOpEKI[HA HA KAIHEMHATA; CTICHHAIHO BHUMAHKE C¢ H3HCKBA B CIy4YauTe Ha JICHCHHE ChC CHPACYHH
rnuko3suaH. TpaOea Aa ce U3NOoN3BaT JAKCATHBHH CpeACTBa 6€3 CTUMYNHMpAO AeHCTBHE.

- Copaeunn ranpxo3aan: XHNoKaniHeMHATa O1aronpHATCTBa TOKCHYHHTE eeKTH Ha CHPACYHHUTE
raHKo3uaM. Tpabsa na ce xoHTpouHpa Kanua K EKI™ M mpH HyX2a jia ce HalpaBH OPEOLICHKa Ha
NIeYEHHETO.

- AaonyparoJ: KoMOHHUPAHOTO AedeHHE ¢ HHAANAMHUI MOXKE 14 YBEJIHYH 4€CTOTATa Ha PeakIHH Ha
CBPBXYYBCTBHTEIHOCT KBM AJIONYPHHOIN.

Kombunauuu, Koumo U3ucCKean! SHUManue:
-  Metdopmun: JlakraTHa annnosa, AboKala ce Ha METPOPMHH, IPHHHHEHa OT €BCHTYANHA

dyuxiHOHAIHA 6bOPESYHA HEAOCTATHUHOCT BBB BPB3Ka ¢ yoTpeba Ha AHYPETHIH H 0CODEHO
OpuMKoBH AMypeTHIH. [la He ce ynoTpeOsaBa MeT(GOPMHH, aKo INAIMEHHAT KPeaTHHHH HAAXBHPIA 15
mg/1 (135 micromol/l) npu MBxe 1 12 mg/l (110 micromol/l) npu xenn.

- Hoa-cnhAbpikanin KONTPACTHE cpeAcTBa: B cyuall Ha nexuaparauus, IPHYHHEHA OT AHYPETHLH,
ChIIECTBYBA MOBHINEH PHCK OT NOABA Ha ocTpa 6p0petHa HEAOCTATEIHOCT, 0OCOOEHO NPH
M3M0/13BaHETO Ha BHCOKH J03H HOA-ChIBPXAIH KOHTPACTHH CpeAcTha. 1pabBa Aa ce nposeae
pexuaparalys Olle NMpeiH BEBCKAAHETO Ha HOA-ChABPKAIIHA Npenapar.

-  Kaanmi (conn): PHcK 0T xanepkaniueMusd, nopaay MOBHINCHHE HA KAJLKMA BLB BPB3Ka €

noHmkeHaTa 60pedHa excKpenna Ha Kaanufi.

- IlmxaocoopHB: PUCK OT NOBHIIABaKE HA CEPYMHHA KpeaTHHHH Oe3 NpoMsHa B NA3MEHHTE
KOHLIEHTPalHK HA HUKIOCIOPHHEA, TOPH NTPH OTChCTBHE Ha 3aryba Ha conH ¥ BOJA.

4.6 PepraanteT, 6peMEeAROCT ¥ KLpMeHe

[peapun edexkTaTe Ha BCAKO €HO OT BEHISCTBATA B TO3H KOMOHHEHpaH NEKapCTBEH NMPOAYKT BBPXY
OpemenHocTTa H KbpMeHeTO, Homunpen ®opre 5 mg / 1,25 mg He ce npernoppuBa npe3 MbpPEOTO
TpuMeceuse ot OpeMernHocTTa, Homunpen ®opre S mg/ 1,25 mg e NpoTHBONOKA3aH N0 BpeMe Ha
BTOPOTO H TPETOTO TPUMECEUYHE OT OpeMEeHHOCTTA.

Honunpen ®opre S mg/ 1,25 mg e npoTHBONOKA3aH NO BpeMe Ha KbpMmeHe, Tpa0Ba 1a ce B3eMe pellIeHHe
Nau Ja ce cnpe KbpMeHeTo MM mpuema Ha Honunpen ®opre 5 mg / 1,25 mg npeABHA BAXHOCTTA Ha
TOBA IEYEHHE 3a MalKaTa.

bpeMenBOCT

Cevp3ano ¢ nepunoonpun.

YnorpebaTa sa ACE-ERXBOATODH He ce NIpenopbiBa Npe3 HLPBOTO TPHMeceane HA GpeMeHBOCTTA
(. Touka 4.4). Ynorpebara a ACE-naxE0HTOpHE € OPpOTHBONOKA32HA Hpe3 2-T0 K 3-TO TpHMeECeTHe
Ha GpeMeHHOCTTA (B, TOUKH 4.3 B 4.4).
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3a CBIIECTBEHO, MAIMEHTH mNiaHHpamy OpeMeHHocT TpsAbBa Ja nNpeMHHAT Ha AJTEPHATHBHO
AHTHXHIIEPTCH3HBHO JI€YEHHE, KOETO HMMa Yycranoser npodun Ha OesomacHocT Ha ymotpeba mpu
OpemenHocT. Korato ce ycraHoBm OpemeHHocT, jaedeHnero ¢ ACE-uHxuburopn TpsOBa ma ce cmpe
He3abaBHO U ako e HeoOXOOMO Aa Ce 3anovHEe AJITePHATHBHO JICUYEeHHE.

3a ACE-uHxunOnTOpHaTa €KCHOZMLHA IpPE3 BTOPOTO M TPETOTO TPHMECEUHE C€ 3Hae, 4e NpeaH3BHKBA
derorokcHYHH edexkTH NpH Xxopa (HamaneHa OnOpedna (yHKUHA, OMMTOXMAPAMHHOH, 3abaBiHe Ha
yepenHara OCHOHKALHA) H HEOHATAIHH TOKCHUHH edekTd (Op0pedna HeaOCTATBYHOCT, XHIIOTEH3HA,
xunepkameMus) (BK. Touka 5.3). Korato uma nannn 3a ACE-UHXHOUTOpHA €KCIO3HIMA OT BTOPOTO
TpuMecedHe Ha OpeMeHHOCTTa, ce MpenopbhYBa YITPa3ByKOBO H3CieABaHe HA OnOpevHara QyHKUHA ¥
yepena. bBelGera, umaro Maiiku ca npHeMand ACE-unxuOuropm, Tpabea Aa Opiar HaOmoZaBaHH
BHHMATEJIHO 33 XHIIOTEH3HA (BX. TOUKK 4.3 1 4.4).

Cavp3ano ¢ undanamug. |

JIuncear Wiy¥ HMa OrpaHHdieHH JaHHH (mo-manko ot 300 3apppmuny OpeMeHHOCTH) OT yriotpebara Ha
HHAANaMUI npu OpeMeHHH KCHH,

[TpoabKHTENHATA THA3HAHA €KCMIO3HINA Npe3 TPETOTe TPHMECEHHE Ha OpeMEHHOCTTa MOJKe I3 HaMallH
nra3MeHus 00eM B MaliyMHHA OPraHH3bM, KAKTO M YTEpOIUIalleHTapHHA KPHBOTOK, KOETO MOXKE g
npeaH3BHKA (eTo-TaleHTapHa HCXeMHA H 3a0aBaHe Ha pacTeka Ha rutoa. OCBEH TOBA, HMA PeJKH
ChODIIEHHS 3a XHITOTAHKEMHA H TPOMOOLIHTOTIEHHA TIPH HOBOPOJACHOTO CHEH eKCIOSHUMA bam3o a0
TepMUHA.

[TpoyvBaHUATA MPH XKHBOTHH HE NOKA3RAT [TPEKH HIIH KOCBEHH BPSAHH ACHCTBHA N0 OTHOUICHHS HA
pPENpOAYKTHBHATA TOKCHYHOCT (BXK. TOUKA J.3).

KbpMene:

Honunpen ®opre 5 mg/ 1,25 mg e npoTHBOIIOKa3aH NO BpeMe Ha KbPMEHE.

(8vp3ano ¢ nepundoonpun:

Toil KaT0 HAMA HANTUYHY AAHHH NO OTHOMCHNWE Ha yoTpeOaTa Ba NEPUBAOTIPUNI MO BPEME HA KbPMEHE,
TIEpUH/ICTIPHI HE CE NPeNopPbYBa H 38 TOBA [0 BpeMe Ha KbPMEHE ce MPEAMOYHTAT AlTEPHATHRHH JICYCHUA
¢ no-gobpe yctaHoBeH npodun Ha GeszomacHocT, 0co0EHO KOraTo ce Kacae 3a HOBOPOIEHO HIIH
TIpEXASBPEMEHHO POJACHO JeTeE.

Cevpzano ¢ unoanamuo:

Hsama poctarsuio HHGOPMAIHA 33 eKCKPeTHPAHETO Ha HHIAMNIaMUA WK MeTaboIKTATE MY B JOBSLIKOTO
miko. MEnanaMua HMa TACHO CXOICTBO C THA3HAHUTE QUYPSTHLIM, KOHTO N0 BPEME HA KbPMEHE ¢a
CBBP3aHH ¢ HaMalleHHe WiH A&Ke NOTHCKAHE Ha CeKpeLiusTa Ha MJLKO. bHxa MOrH Aa ce nmospst
CBPBXUYBCTBHTENHOCT KbM NPOH3BOAHH HA CYT(QOHAMHAHTE H XHITOKAUTHEMHA.

He Moxe Aa ce H3KJIIOYH PHCK 38 HOBOPOJACHHTE/KbpMayeTaTa.

HuparnaMuj € NpoTHBONOKA3aH MO BpEME Ha KbPMEHE.

DepTRIAHTET
Obwo 3a nepundonpun u uROanamMud

[IpoyyBaHAATA 32 PENPOAYKTHBHA TOKCHYHOCT HE [IOKa3BaT BIHAHHE BLPXY (epTHRHUTET KEHCKH H
MBXKKH IUTBXOBE (BX. To4ka 5.3). He ce ouakea BnuAHHE BEpXY PepTHANTETA NPH XOPE:

.?‘“

4.7 EdexTn BLpxy cnocobRocTTa 32 modupane H paGora ¢ MAIIHHA
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Ceop3anu ¢ nepuxdonpun, usdanamud u Hommpen @opme Smg/ 1,25 mg :

JlBere aKkTHBHH BELIECTBA, CAMOCTOATENHO HIH B koMOuHauuaTa Homanpen ®opre 5 mg / 1,25 mg, ne
OKa3BaT BIMSHEE BbPXY ¢nocobHOCTTA 32 WodupaHe H paboTa ¢ MAIHHY, HO ITPH HAKOH NaUHEHTH MOTaT
Ia HACTBHIAT HHAHUBHAYANHH PEaKIHH, CBBP3aHH ¢ HHCKO KPbBHO HAalsirane, 0co0eHo B Ha4anoTo Ha
JAeUeHHSTO WIH TPH KOMOHHHpaHe ¢ APYTH AaHTHXUIIEPTEH3UBHY CPEACTBA.

B pesynrtar Ha TOBa MOXe 2 ¢€ HApyIIH cnocobHOCTTa 3a modupaHe HiH paboTa ¢ MaIIKUHH.

4.8 HexelaHH JeKAPCTBEeHH PeaKI(AH

a. O606meH npodun na Oe30MaCHOCTTA

BeBexaaHeTO HA MEPUHAOMPH HHXHOHpPA PEHHH-AHTMOTEH3HH-/II0CTEPOHOBATA OC H BOJH A0
TEHJICHLHS KbM OrpaHHYaBaHe Ha KaJAHeBaTa 3aryda npeausBuKana oT HEAanaMui. JlBa npoueHTa or

nauHenTuTe nekyeanu ¢ Hoaunpen ®opre S mg/ 1,25 mg nonyyasar XunokaineMus (cepyMeH Kanhi <
3,4 mmol/1).

Haii-uecTo cChOOmMasaHnTe HeXKeNaHH PeaKIHH TIPH IEPHHAOCTIPHI H HHAANAMHJ, IPHEMAHH TOOTACIHO, Ca:
HaManeH aNeTHT, 3aMasHOCT, I1aBo0oJIMe, NAPECTe3Hd, CBETORLPTEK, MMCICY3HS, 3pHTEIIHH HApPYIICHMHS,
MyM B yII¥Te, XHIIOTOHHA, KALTHINA, QUCIHEA, KOpeMHH OOJIKH, enuracTpandu OG0k, 3alleK, AHapHud,
AHCTIENCHA, TafieHe, TIOBpPBIIlaHe, CyXoTa B YCTara, Cupbex, oOpHB, MakynonanynoseH oOpHB, MYCKYJIHH
CIIa3MHM, acTCHH.

b. TabnutieH COHCHK HA HOXKENAHNUTE PEaKLHH

Crneapaniure HeXeNaHH peakiHH ca HabnoaapaHH no BpeMe Ha KIHHUYHH U3NMTBAHHA U/ HIH
MOCTMAPKETHHTOBA ynioTpeda H ¢a MoAPEAcHH No ClefHaTa YecToTa:

Muoro gectu (>1/10); wecta (>1/100, <1/10); sevectn (>1/1000, <1/100); peakn (>1/10000, <1/1000);
mHoro penkd (<1/10000), ¢ HensBecTHa 4decToTa (OT HANHYHHTE AAHHH HE MOXKe Ja ObAe HampaBeHa
OLICHKA).

MedDRA YecroTa
CreTemo-0praneH Hexeannm peakuun
KAAC Iepungonpua HuaaanamMuj

Hudexnnn A

e —— Punur MHoro peaku
Eo3nnogmnus Heuecn* -
Arpanynounrosa (BX. Touka 4.4) MEOro peaxH M=uOro peakH
ATnacTHUHA aHEMBS - Mmuoro peaxu

Hapymenns Ha MNanzuTonenmus MHOTO peaKh -

KPBbBOHOCHATA H

AAMQHATS CHCTEMA JieBKOneHuA MBHoro peaku MHOro peaku
Heytponenus (BX. T0ukxa 4.4) MHoro peaxku -
ER3nM-cnelidHYHA XEMOJTHTHYHA AHCMHA MHoro peaku MHuoro penks
TpomGommTonenus (B, TouKa 4.4) MHoro peaxu MHoOro peaxu
CBpBrXUYCTBRTENHOCT (PEeakUWH, OCHOBHO

Hapymenns Ha AEPMATONOrHYHH, ITPH NaLHEHTH C _

HMYHHATA CHCTEMA Np&ApasnoNoKeHHe KbM alepruiiy H
ACTMaTHYHH PEaKLHH)
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HaMmaneH aneTHT Yectit -
XunormukeMua (Bx. Toukd 4.4 u 4.5) Heuecn* -
XunepxanneMus, o0paTumMa NpH criupaHe (Bx.
To4ka 4.4) Heuectu* -
Hapymenns Ha
MeTaloaH3IMA H C HeusBecTHA
XpaHEHEeTo XunonarpneMHus (px. Touka 4.4) Hevwectn® qecToTa
XHUnepKammeMHa - Penxu
XHNOKATHEMHA ¢ 0COOCHO CEpROIHO C Hemspe
MOHHKABAHE HA HHBATA HA KAIMA MPH HAKOH - a :
PHMCKOBH IpynH (BXk. To9ka 4.4) SCTOTd
[TpoMaHa Ha HACTPOESHHETO HeuecTn -
IenxuanH
Pa3cTpolicTBO Ha CBHA Heuectn -
HADYIIEHHS
O6spxBaHe MHOTO peaku -
3aMadaHOCT YecTn -
I'nasobonue Yectn Penxu
ITapecresus Yect Penku
CBETOBBPTEXK YectH Penxu
Hucreyzus YecTy -
CpHIHBOCT Heuecrn* -
Hapymienus Ha . C HeH3IBECTHA
HEPBHATA CHCTEMA Cankon Hesectn qJeCTOTa
B13MOXeH HHCYNIT BCISACTBHE HA NPEKOMEPHa
XHIIOTOHMA NPH BUCOKOPHCKOBH ITATHEHTH Mmuoro peaxu -
(BX. TOuKa 4.4)
B1B3MOKHOCT 32 BE3HHKBAHE Ha yepHOOpoOHA C HeMaBecTHA
eHliedanonaTus g cayvaid Ha YSpHOAPCOOHa - q
HEAOCTATHYHOCT (BX. TOUKH 4.3 H 4.4)
Yecrn C HeH3BECTHA
3puresny HapyIneHH:A YeCTOTa
Hapymenus Ha ounre | K5COTACACTBO _ C HeniBeCTHa
YecTOTA
3aMBIrIIeRO 3peHue - C HeH3BecTHA
4eCTOTa
HapyuieHHMS HA YXOTO Iilym B yurkre q i
B JabHpHHTR €CTH
Cepuebrene Hegectu* -
Taxuxapans Hevectu* -
ANTHHA NEXTOPHC (BXK. TouKA 4.4) MHoro peakn -
Crnpaeunu AprTMES (BRMTIOSHTENHO OpanuKkapaua,
HApPYIleHHN BEHTPHKYJIAPHA TaXHKapAus, [IPEACHPAHO Mmuoro peakn MHoro peaxku

MBKACHE)

Hnudapkr Ha MHOKApA2 BEPOATHO BTOPHYCH B
CNIEACTBHE HA TEXKKA XMIIOTOHUSA NPH
BHCOKOPHCKOBR nauueHTH (BX. T09Xa 4.4)
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Torsades de pointes (moTeHUMaANHO

C men3BecTHA

tdarannn) (k. Toukn 4.4 1 4.5) YeCTOTa
Xunorouns (M CEBP3aHA ¢ Hea edexTn) (BXK. Y MBHoro pes
CwioBu Hapymernns | TOUKka 4.4)
Backynur Heuectn* -
Kanupua (pXx. Touka 4.4)
YecTH -
PecniupaTopHH,
TPBLAHN H JiucnnHes YecTH -
MeHECTHHAJIHH
HApYIeHHus BpolxocnassM Heuectn -
EoannodunHa nHeBMOHHA Meuoro peaku -
Kopemua Oonka YectH -
Enuractpansa 6onxa Yectu -
3anek Yectn Peaxn
Juapus Yectl -
CTOMAINHO-YPEBHA Nucnencas - i
HAPYIICHHAS ccH
Fanene JecTH Peaxn
[Tosprimane YecTH HeuecTH
Cyxora B ycrara Yecrn Penxw
IMawkpeatnt MHuoro peaks MHOTO pelaKkH
XemaTo-Giauapun XenaTur (BX. TO4Ka 4.4) MHoro peaxu C newssectHa
HAPYHICHHS 4ecToTa
Ipypuryc Yectn -
O6pus Yectn -
Maxkyaonamy103¢H 00pHB - YecTH
Vprukapus (BX. Touka 4.4) Heuectn Muoro peaxa
AHraoeneM (BXK. Touka 4.4) Heuwectn MHOro peaku
Ilypnypa - Heuectn
Hapymenus ua Xunepxuaposa Heuectn -
KOKATA 4 NOAKOEHATA -
ThKAaH . HEH3BECTHA
Peakumnn na dpoToceHCHOmNH3auus Heuaectn a
ITempuronn Heuectn* -
Browmasase Ha ICOpHAa3HC Penxn* -
Epurema MynTadopme MHoro peaxn -
ToxcHaHa eNHICPMANHA HEKPOITH3a - MHoro peagu
Cunapom Ha CTHBBHC-[[KOHCHH . MHoro peakn
M q -
Hapymenus Ha YCKYJIEH CIa3sMH eCTH
MYCKYJAHO-CKEJICTHATA Bs3MoxB0 BIOIIABaAHE Ha BeYe CHINECCTRYBAII X HeuecTn
CHCTEMA 1 OCTBP MUCSMUHHPAH JYITYC ePHTEMATO3YC
CheJHHHUTCJAHATA Ap-rpa_nm Heuwectu™ -
TRRAN Muanrus Heuectn* -
Hapymenns Ha B10peuna HeAOCTATEYHOCT Heuectn ;
6nL6penuTe H

NMHKOYHHTE ILTHIIA

Ocrpa 656peaHa HeIOCTATHYIHOCT

MHoro penxy
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Hapyoienus Ha
BL3NPOM3BOANTEAHATS | EpekTiHa qHchHyHKIHA Heugectu -
CHCTEMA H MbPAATA
AcTeHnA Yectn -
bonka B repagTe Hegectu® -
O6mu HapymeHHs H Hepasnonoxenue Heuectu* .
edexTH Ha MAECTOTO HA .
npHACHKenne [epadepen oTok Hegectn -
Iapexcns Heuectn® -
YMopa - Penxu
IToBHIIEHA KpBBHA YpeEa. Heuectn® -
[IoBHIIEH KPbBEH XPEATHHHH Hewecrs* i
[MoBHIeH KpbBeH GHIHPYORH Pemxu -
[MoeueH yepHOAPOOEH eH3UM Pemxu C HeH3BeCTHa
4ecToTa
Hicaeapanus HoumwkeH XeMOTIOOHH H XeMATOKPHT (BXK. C HeH3BeCTHa
TouKa 4.4) Moro peakn JecToTa
I ) C HeM3BECTHA
OBMILCHA KPbBHA 3axap a
n 5 _ C BeusBecTHa
OBHILIEHA NHKOYHA KHCCIHHA B KPb 4ECTOTa
Vavmken QT uuteppan B EKT (Bx. Touxu 4.4 i C HeH3BECTHA
H 4.5) 4ecTOTa
Hapanapanus,
OTPABAHHA H Hazaxe Heuecrn* -
NpoueAypHH
YCJIOKHeHH

* YecToTaTa € H3UHC/CHA OT KIHHHYHH H3THTBAHNA 32 HEXE/IaHH peaKLHH, YCTAHOBEHH 4pe3 CIIOHTaHHO
cHOO0IIaBaNE.

CpoOimeHu ca ciaydan Ha CHHAPOM Ha HEMPABHIHA CeKperns Ha aHTHAMYpeTHYHHA XopMOoH (SIADH) npu
ynotpebara Ha apyri ACE mnxuburopu. SIADH Moxe na ce CYHTa KaTO MHOI'O PAJKO, HO BB3MOXHO
yCI0XKHEHHEe, CEBP3aHo ¢ JeueHHe ¢ ACE uHXHOHTOD, BRIKOUHTEIHO ¢ EPHHIONPHIL

Crobmapane HA NOAO3NPAHH HeXKeJAHH PEAKNHHA:

Cro0liapaHeTo Ha NOAO3HPaHH HeXeNaHH PeakiHy Cllef paspelnasane 3a ynorpeda na JekapCTBeHHA
npoAyKT e BaxHo. Toea nozpossnsa fa npoabDKH HaGMOJEHHETO HA CHOTHOIIEHHETO 1TOJI3a/PUCK 38
NeKapcTReHH NPoAyKT. OT MEAHLHHCKHTE CISIHAIMCTH ce H3HCKBa Aa cpo0masar Beaka noAo3upana
HeXeNaHa peakliid uype3 HAIHOHAIHATA CHCTEMA 3a cholmapaHe:

buarapas

Hanenuutenna aresuns no nexkapcerpara (MAJI)
Y. ,Jlaman I'pyes™ Ne §

1303, rp. Copns

Ten.: +359 2 8903 417

yebcaiit: www.bda.bg
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4.9 IIpenozmpane

CHUMNTOMH

Hafi-BepoaTHara HeXxelaHa peakiiis B CIIy4anTe Ha NpeAo3HpaHe £ XHIMOTOHHATA, TOHAKOTa MPHAPYXKEeHa
OT raZicHe, NOBpbIIAHe, KpaMIIH, BAGHE Ha CBAT, CHHIMBOCT, ICHXHYECKa 0DBPKAHOCT, OJIATYPHS, KOATO
MOXe Ja porpecHpa A0 aHypHa (IOPajd XHNOBONEMuUA ). MoraT Aa HACTBIAT HapyMieHNA Ha BOAHO-
SIEKTPONUTHEA OanaHe (XMNOHATPHEMHSR, XHIIOKAJTHEMHS ).

Mepku
HavanHHTe MepkH, KOHTO TpROBa Ja ce B3eMarT, BKIo4BaT Obp30 eNHMHHHPaHE Ha NOrbIHATHA

MPOAYKT(H) NOCPEACTBOM CTOMAIIHA MPOMHBKA H/HWIH BEBEXAAaHEe Ha AKTHBEH BBIVICH, CIISA KOETO
BB3CTAHOBABAHE HA BOJHO-CIEKTPOIUTHHA HaNaHe 10 HOPMANHO ChCTOAHUE B CTICIHAIH3HPAHO JIeueOHO
3aBeficHHe,

[Tpn HACTBIIBAHE HA 3HAYHTEHA XHIIOTOHHA, NAIHEHTHT TP#6Ba Ja &pae nocraseH Jer€an no rpud ¢
HHCKO I10JI0KEHHE Ha IMapara. AKo e HeoGXoanMOo, MOXKe Z1a Ce HalpaBH i.v. HH)Y3HA Ha HIOTOHHYCH
pasTBOP Ha HaTPHEB XJIOPHA HJH Ja Ce MPUIOXKH APYT METOA Ha 06eMHO 3aMeCcTBaHe.

[lepuHgonpuaaT, akTHBHATA ¢GopMa Ha NEPHHAONPHI, € ARAAU3UpyeM (BXK. To4Ka 3.2).

5. ©OAPMAKOJOINMYHH JAHHHA
5.1 ddapMmakoAHHAMHYNH CBOHCTBA

dapmaxorepanepriysa rpyna; nepuHaonpun u auypetann, ATC xon: CO9BAO4

Honunpen ®opre 5 mg / 1,25 mg e koMOHHALHA OT AprUHUHOBATA COJl HA NEPHHACNPHI, HHXHOUTOP Ha
aHTHOTEH3HH-KOHBEPTUpAIOHA SH3HM H HHAANAMH, XIopcyidaMonnoB AHYPETHK. PapMakolorHYHHTE
MY CBOMCTBA MPOM3ITHYAT OT T€3H HA BCEKH KOMIIOHEHT NOOTAENHO H AOMBIHHTENHO OT Te3H, ABDKALIH Ce
Ha aJHTHBHHA CHHEPIru3bM B PE3Yy/ITAT Ha KOMOHHHpAHETO Ha ABaTa MpOAYKTa.

Mexanuzvm nHa oelcmaue

Ceup3an ¢ Hoaunpen @opme S5mg/ 1,25 mg :

Homunpen @opre 5 mg/ 1,25 mg BOAH A0 aNHTHBEH CHHEPrH3bM Ha aHTHXHNEPTEH3HBHHTE €(EKTH Ha
JABaTa KOMINOHEHTA.

Cevpaanu c nepunoonpun:

[TepHHAOTPHA € HHXHOHTOP Ha aHTHOTEH3HH-KOHBepTHpamua ensuM (ACEuHxuGHTOp), KolHTO Mpesprina

anruoTeH3uH | B aHruoTensuH I, Ba30KOHCTPHKTOPHO BELIECTBO; €H3UMBT AOIBIHATEIHO CTHMYIRpA

CEKpelATA Ha anJOCTEPOH OT KOpaTa Ha HaAOLOpeUHHTE AJIE3H H CTUMYJIHPA PasTPaKAAHETO Ha

OpaZHKHHHH, Ba30AWIATATOPHO BELIECTBO, 0 HEAKTHBHU XeNTanenTHIH.

ToBa BOJH A0:

- HAMaJISBAHE HA AIOCTEPOHOBATA CEKPeIs,

- yBeJIHYaBaHE Ha IU1a3MeHATa peHHHOBA AKTUBHOCT, Thif KATO anjoCcTEPOHET HE MOXE /1a OChIIECTBABA

OTpHLATENHa oOpaTHa Bpb3Ka, |

- HaMaJsBare Ha 00uoTo nepHpepHO CHIOBO CHHPOTHBICHHE upe3 AeHCTBHE NPEAHMHO BBEPXY
MYCKY/HOTO H OBOpedHoTO CHAOBO pYCo, 6e3 mpuapyXapama 3aApbKKa Ha CONH ¥ TEYHOCTH HIH
pedneKTOpHA TAXHKapAUA NPH XPOHUYHO JIeYeHHE.

AHTHXUIIEPTEH3HBHOTO NeliCTBHE HA IEPHHIONPUN CE MPOABABA H NPH NALHEHTH C
PEHHHOBA KOHLICHTpaLHA.
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TTepuHOONPUN OKA3Ba CBOETO ACHCTBHETO Upe3 aKTUBHAA CH MeTaboNuT nepuHaonpuiar. Jipyrure

MeTabOJIHTH 28 HEAKTHBHH.

ITepuraonpun HaManasa paborara Ha CHPUETO:

- upe3 chIOpasIIUpsRaN] ePeKT BbPXY BEHHTE, BEPOATHO NPEAH3BHKAH OT NPOMEHH B MeTaDONH3IMAa Ha
NpOCTarnaHAMHKTE : MOHIDKABAHE Ha NPeIHATOBAPBAHETO,

- ype3 HaMajgBaHe HA 001070 nepudepHO CHIPOTHBICHHE: MOHHKABAHE Ha CJICAHATOBAPBAHETO.

[Tpoy4BaHus MpOBeAcHH NPH MAMEHTH ChC Chp/ieHHa HENOCTATBYHOCT MI0Ka3axa:
- TOHMXKABAHE Ha HAJATAHHMATA Ha ITBJIHCHE HA JIABAaTA H AICHATA KaMepa,

- TMOHHWXKaBaHe Ha 00IMOTO nepudepHo CHAOBO CHIPOTUBACHUE,

- HapacTBaHe Ha ChpAc4HHs AcOUT W NoxoOpsBaHe Ha ChPACYHHA HHACKC,

- HApacTBaHEe HA PErHOHANHHE MYCKYJIEH KPBLBOTOK.

[lonoOpsear ce ¥ noxkasarenure Ha padorHara npoda.

Cevpaanu ¢ unoanamuo.

Hupanamua e cynpoHaMHAHO MPOH3BOAHO ¢ HHJOJIOB IIPLCTEH, (PapMaKOIOTHYHO CPOAHO ¢ Ipymnara Ha
THa3HAHHTE JuypeTun. Hunanamua aHxuGupa peabcopbiiuata Ha HaTphii B KOPTHKAIHHAA AWTYIHOHEH
cerMeHT (Ha HedpoHa). ToBa MOBHIIABA €KCKPELIMATA HA HAaTPHL M XJIOpHIM ¢ YPHHATA H, B NO-MAalka
CTeNeH, eKCKpeUHaTa Ha KaJini 1 MarHe3nii, ¢ KoeTo nopHiIaBa ANype3aTa H OKa3Ba aHTHXHNEPTEH3UBHO
necTBHE.

Dapmaxoounamuyru edexmu
Cevpsanu c Honunpea Qopme S mg / 1,25 mg:

ITpH nalMEHTH ¢ XUNEPTOHHA, HE3ABHCHMO OT BB3pacTta HM, Homanpen ®opre 5 mg / 1,25 mg
YIpaKHsABa 1030-3aBHCHM aHTHXHIICPTEH3IABEH e(PeKT BEPXY AHACTOJHOTO H CHCTONHOTO ApPTEPHATHO
HaATaHe B ACTHANO WM H3NPABEHO NONOKSHUE Ha TAROTO. TO34 anTHXANEPTEH3HBEH edexT
npoxbkaea 24 9aca. [IoHHkaBaHETO HA KPBBHOTO HAMMLAHE Ce MOCTHIA 32 [TO-MAJIKO OT EHH Mecell 6e3
NpOABH HA TaxHPHNaKCHI; CIIMPAHETO HA JIEYEHHETO He Boad A0 dreHOoMEH Ha oTHeMaHe, KITHHHUHH
ONHTH ¢a MOKa3a)H, Y& eAHOBPEMEHHOTO IIPMIc’KeHNE Ha NIEPHHIONPI W HHAATIAMHE]] BOAH 00
AHTHXMNEPTEH3HBHH eeKTH CHC CHHEPrHYeH XapakTep CIpAMo edeKkTa Ha BCEKH OT Te3H JICKApCTBEHH
NPOAYKTH, IPHRIOKEHH MOOTASTHO.

PICXEL e MyATHIEHTPOBO, PaHAOMH3HPAHO, OBOMHO CNATIO AKTHBHO KOHTPOJHPAHO exoxapauorpadcko
npoyuyBaHe olleHABam0 edekTa OT KOMOHHAIMATA NEpHHAONPHI/MHIANAMHA TNpH NsBOKaMepHA
xuneptpodus (JIKX) cnpamo MonoTepanua ¢ eHananpun.

Ipu PICXEL, xunepronunu ¢ JIKX (nepunupana xato assoxamepeH Mac-uugekc (JIKXH) > 120 g/m’
pH MBxke H > 100 g/m” npH xeHn) ca GuAH paHIOMU3NPaHH WK ¢ MIEPHHACHPHN TepT-OyrinaMul 2mg
(exBHBaJICHTHH HA 2,5mg nepuHAONpPU aprHHBH)y/MHaanaMug 0,625 mg uau ¢ eHananpun 10 mg BEAHBK
OHEBHO 3a MEPHOJ Ha JSUeHHE OT eaHa roadHa. Jlozara e 6una axanrTHpaHa B 3aBHCHMOCT OT KOHTPOJIA HA
KPBBHOTO HajAraHe, A0 8mg nepuHzonpHl Tepr-OyTHNaMHH (€KBHBAJICHTHH Ha 10mg mepHHROUIpPHI
aprHHMH) ¥ MHAanaMun 2,5 mg win enananpun 40mg BeaHwk aHeBHO. Camo 34% OT mauueHTHTE ca
OCTaHAIH Ha JIeYeHHe ¢ HEPHHAONDPHI TEPT-OYTHIAMHH 2mg (CKBHBANEHTHR Ha 2,5mg NMEpHHIONPHI
aprusuH )/ vnaanamMuy 0,625 mg (cpemy 20% ¢ enananpan 10mg).

B kpas Ha neuenuero JIKXV e Hamanan 3HAYWTENHO NOBEYe B IpynaTa Ha JIGKYBaHHTe C
nepunonpmy/unanamMua (-10,1 g/m?) cnpsmo Tpynarta, Nexysada ¢ evananpua (-1,1 g/m?) npe winara
NOMyaallis OT PaHJOMH3MpaHH NanuenTH. [IpoMsaHaTa B MeXIyrpytiosara pasimika Ha JIK XM ¢ -8,3 (95%
CI (-11,5,-5,0), p < 0,0001). .

[To-no6sp edext B JIKXU € AoCcTUrHAT C NO-BUCOKH Z03H NEPHHAONIPHI/HH AN
Honunpen 2,5 mg / 0,625 mg u Homanpen ®opre 5 mg/ 1,25 mg.
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[To oTHOLIEHHE HA KPBBHOTO HaNAraHe, OLSHEHHTE CpelHH MEXKAYIPYIIOBH PAlIMKH B PAHAOMH3HpaHATa
nonynauua ca -5,8 mmHg (95% CI (-7,9, -3,7), p < 0,0001) ceoTBeTHO 3a CHCTONHOTO KPEBHO HaNSTaHe H
2,3 mmHg (95% CI (-3,6,-0,9), p = 0,0004) s3a puacTonHOTO, B TON3a Ha TIpynara
NEPHHAOIPAI/HHAATTAM K/,

Cevp3anu ¢ nepunoonpun.

[TepHHAOMPHN € AKTHBEH NPH BCHYMKHU CTEIICHA HA XHIIEPTOHHA: JIeKa A0 YMEPEHA HITH TeXKa.
[ToHrXaBaHe Ha JHACTOJIHOTO H CHCTONTHOTO apTepHAIHO HalAraHe ce HabimoJaBa Mpu JISTHAIO0 H
H3IIPABEHO MIOAOKEHAE HA TANOTO,

AHTAXHIIEPTEH3UBHOTO JeiiCTBHE Ciiell MpHeM HA SAHHHYHA [103a JOCTHra MAKCHMYMa CH ciel 4 Ao 6
yaca 1 Npoab/oKaBa Haj 24 gaca.

Ha6monaBa ce BUCOKA CTENEH Ha OCTATHYHO OIIOKMpaHe Ha aHTHOTEH3HH-KOHBEPTHpaUlHs eH3uM 24 yaca
cnen npuema, npudmrnrenso 80%.

[Ipy mauueHTH ¢ TepanesTHYEH OTrOBOP HOPMAIH3HUPAHETO HA KPBBHOTO HAJISTAHE CE NIOCTHIA CICA €AHH
Mecell H ce 3aabpka 6e3 r1oaBa Ha TaXHDHIaKCHS.

OTMgHaTa Ha IE9€HHETO He 0Ka3Ba eeKT Ha OTHEMaHe BhPXY XHIIEPTOHHUATA.

IMepuHzonpun HMa CbAOPALIHPABALIH CBOHCTBA H BE3CTAHOBABA €AaCTHYHOCTTA HA FOJIEMUTE APTEPHH,
KOPUTHPa XHCTOMOP(OMETPHYHNTE NPOMEHY B PE3SHCTHBHHTE apTEPHH H BOJH N0 HAMAJIABAHE Ha
NeBOKaMEpHaTa XHnepTpodus.

Koraro e HeoOxoaumo, A00aBsHeTo Ha THA3H/CH JTUYPETHK OKa3Ba AIMTHBHO CHHEPrHYHO AcHCcTBUE.
KoMmOHHHpaHeTO Ha HHXHOHTOP Ha AHMHOTEH3HH-KOHBEPTHPALlHS €H3HM C THa3H/ICH JHYPETHK HaMa/liBa
pPHCKA OT XHITOKaATHEMHAS, CBBP3ak ChC CAMOCTOATE/IHATA YIIOTpeOda Ha AHYpeTHKa.

Cevpzanu ¢ undanamuo.

MoHOTEpanusTa ¢ HHAANAMHA OKa3Ba AHTHXHIIEPTEH3UBEH edekT ¢ 24-9acoBa NPONBLIKHTENHOCT. To3n
edekT ce MpoABABa B J03H, OKA3BAIIlH MHHHMAIHO THYPETHIHO NeHCTBHE.

ANTHXHNIEPTEH3UBHOTO /CHCTRHE € NPONOPIMORNANHO Ha NOAOOPEHNETO Ha apTepHATHAA KOMILIaHaHC U
Ha OHIKEHHETO Ha 00IOTO H apTePHONAPHOTO NepHpePHO CHAOBO CHIPOTHRICHHE.

WHaanaMu HaMaldaBa ieBOKaMepHATa XHIIEPTpophus.

[Ipn HAABHINABAHE HA N03aTA HA THASHAHHTE AHYPETHIH HIH TEXHUTE aHANO03H, AaHTHXUNCPTSHIHBHHAT
eeKT JOCTHTa IIATO, JOKATO HEKENAHATE PeaKLy MpoABIKABAT Aa HapacTsBaT. AKO JIEUCHHETO €
Heed)eKTHBHO, Ao3aTa He TpAOBa Ja ce yBeauuasa.

JONMBIHHTEAHO, B KPATKOCPOYHH, CPEIHOCPOYHH M ABJITOCPOYHH HIIUTBAHKA NIPH XHITEPTOHHLHU Ce
YCTAHOBABA, e HHAATIAMHA

- He OKa3Ba BIHMAHHE BEPXY MeTaGonn3Ma Ha nHnuante: Tpurauuepuante, LDL-xonectepona u HDL-
XOJIECTEpOIa,

- He OKa3Ba BJIMAHHE BHPXY MeTab0NM3Ma Ha BEIIIEXHAPATHTe, Iae B IPH XHIEPTOHMIM ¢ AnaberT.

JaHHH OT KIMHMUHHTE NPOYYBaHHA 34 ABOHHATA O/10Kala Ha CUCTEMATa PeHHH-aHTHOTCH3HH-AJIIOCTEPOH
(RAAS):

IlBe roieMu paHROMM3HpaHH korTpoaupanu npoyusanns — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Tekymo rnobanHo u3snHTBaHe 332 KpaHHH TOYKH Ha
TEJIMHCAPTaH, CAMOCTOATENHO K B KOMOHAauuA ¢ pamunpun) 1 VA NEPHRON-D (KnuaedHo npoy4Baxe
CEBP3aHO ¢ pasBHTHE Ha HedponaTua npu Auaber, npoBeaeHo oT MHHHCTEPCTBO MO BBENPOCHTE Ha
BETEpaHHTE) — NPOYYBAT yNoTpedara Ha koMOuHanusTa ot ACE nHxubutop v anrnoreH3uH ll-penentopen
bnokep. |

ONTARGET e npoyusaHe, npoBEACHO I@pPH MayUEeHTH ¢ AaHaMHe3a 3a
MO3BYHOCHA0BA OoecT, HIH 3axaped AuabeT THN 2, MpHAPYKEHH C JaHHH 33 YB:
opraHid. VA NEPHRON-D ¢ npoyusaHe npu NAUMEHTH ChC 3axXapeH nuader Tnnf/ A
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Te3n npoy4Banys He MOKA3BAT 3HAYHM ONaronpHATeH efext Bbpxy Ob0pedHuTe WHIM ChpACYHO-CHAOBHTE
NOCACAMIIM H CMBPTHOCT, KAaTO CHIOCBPEMEHHO Ca HaONMOAABAHE NOBHINCH PHCK OT XUNICPKaANHEMHuS, OCTPO
yBpexkJaHe Ha OpOpenure M/WIH XMOOTOHMS B CpaBHeHME ¢ MOHoTepanuata.Karo ce uMar mpeaBHI
CXOAHHTE HM (papMaKOAHHAMHYHH CBOMCTBA, Te3H pe3yNTaTH ca MpUIoKHMH M 3a ApyrH ACE uHxubutopu
H aHTHOTeH3HH II-penenTopHu GnokepH.

ACE uuxubutopn u aurmoreHsun ll-peuenrtopHyu Oxokepu ciepoBaTesso He TpadBa ja ¢e MINOMBAT
€JHOBpeMEeHHO NP nauuenTH ¢ gHaberna HegponaTHs.

ALTITUDE (KnMHHYHO Npoy4YBaHE TPOBEIEHO ¢ ATHCKHPEH NPH NAHEHTH ChC 3axapeH auaber THI 2 ¢
H3MI013BAHE HA CHPACYHO-CHAOBH H OnOpeunn 3abonaBanus karo kpallHH TOYKH) e npoyvBaHe,
ONPESAHAIHAYEHO A3 U3CHEeABa NO3aTa oT nolaBAHETO Ha ANUCKUPEH KbM craHaapTHa Tepanns ¢ ACE
HHXMOMTOP HIIM aHrHOTeH3HH [I-pelienTopeH 6NoKep pH NallHEHTH ChC 3axXapeH AuadeT THN 2 H XPOHHYHO
0B0peuHo 3zabonaBaHe, CBHPACHHO-CHIZOBO 3abonssane wnd u Agere. IlpoyusaHero e mpekpaTeHo
npexiaeBpeMEeHHC MOpPajgH IMOBHIIEH pHCK OT HeONarolpHATHH nocieann. KakTo chpAcYHO-CBAOBATa
CMBPT, TaKa H HHCYJITHT C4 NO-YECTH B TPYNaTa Ha aNHCKMpEH, OTKOIKOTO B rpynara Ha mianebo, a
NpeACTaBNABAILINTE HHTEPEC HEKENaHH CHOHTMA H CCPHOZHH HEKeNaHH CpOHTHA (XHmMEepKanmHeMHi,
XMNOTOHHA H OBOpeyna AucPyHKIMA) ce cHOOWABAT NO-4ECTO B I'PynaTa Ha ANMCKHPEH, OTKOJIKOTO B
rpymnara Ha niauebo.

5.2 <PapMaxkOKHHETHYHH CBOHCTBA

Cevpaanu ¢ Honunpen ?Popme Smg/ 1,25 mg:

EHOBpeMEHHOTO OpMIaraHe Ha NEPHRACNPHI H HHAATAMHZ HE IPOMEHA TEXHHTE (PapMaKOKHHETHIHH
CBOHCTB2 B CpaBHCHHE Ch¢ CAMOCTOATENHOTO HM NPHIIOKEHHE.

Cevpsanu c nepundonpun:
Pe3o H OHOHANHYHOCT

Cnen nepopaneH npueM nepaHponpun ce pesopbupa 6bp30 B NHKOBH KOHLEHTPALMY CE JOCTHTAT B
paMkHTe Ha 1 yac. [InazMeHsAT NOJIYKHBOT HA NEPHHAONPHIL € paBeH Ha | yac.

T KaTO NpHeMaHETO HA XpaHa NOHAXAaBa NPESBPBIIAHETO B NEPHHAONPHIIAT, a OTTaM H
OHOHATHYHOCTTA, MEPHHAONPHA aprHHUH TpaOBa Aa c¢ IpHEeMa TIEpOPANTHHO KATO €THOKPATHA JIHEBHA

1034 CYTPHH MMpEeAH XpaHeHe.

Pasnpenenenue
O0eMbT Ha pasnpeaenchue ¢ nprommsurento 0,2 Vkg 3a Hecpbp3anua nepuHaonpuiar. Cebp3BaHeTo €

MIa3MEHHTE NPOTeHHH HA NepHHAonpunat € 20%, riapHo ¢ aHTHOTEH3UH-KOHBEPTHPALIUA €H3HM, HO €
3aBHCUMO OT KOHUICHTpaUATA.

buo OpM

ITepuaaonpHI ¢ NekapcTBeH Mpekypcop. [IBagecer u ceieM NpPoueHTa OT IMPHETOTO KOJIHYECTBO
EPHHIONPHII ROCTHIAT A0 KPbBooOpameHHeTo noj GopMara Ha akKTUBHHA MeTabOoIHT NEpHHAONIPUIAT.
B nombiHEHHE KBM aKTHBHOTO BEIECTBO NEPHHAOMPHAAT NEPHHACNPHI AaBa olLle NeT MeTadoMHTa,
BCHYKHTE HEAKTHBHH. IITHKOBH IJIa3MEHH KOHLICHTPALMY Ha NICPHHAOIPHIIAT €& JIOCTHTAT B paMKHTe Ha 3
Ao 4 4qaca.

EriMuBnpane
TlepuHAOIPHAAT Ce CTHMHHHPA C YPHHATA H TEPMMHAITHHAT NIOJIYKHBOT HA HECBbP3aHaTa tbpalcuun e
npudnusurenno 17 yaca, B pe3yiIrat Ha KOSTO PABHOBRCCHH KOHUEHTPAUMY C& AOCTHIAT
THH.

JInHeliHoCT/HenuHeHHOCT
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JleMoHcTpHpaHa € THHelHa 3aBHCHMOCT MEXIy NpHeTaTa A03a NEPHHAONPHI H IUIa3MEeHAaTa EKCIIO3HLIHA.

CneuyalHi Honyaaniy

Ilayuenmu 6 nanpeduana ev3pacm:
EmMuHanHATa Ha TEPHHAOHAPHIAT C€ NOHIKABA PH HalpeHaNa Bb3pacT H NPH NAIIHEHTH CEC ChpAEHHA
unu 6s0pedHa HeJOCTATHYHOCT.

Hayuenmu ¢ bvbpevyna nedocmamuvunocm.
ITpu 6B0peYHa HEAOCTATHYHOCT € KeJNATe/THA KOPEKIMA Ha 103aTa, B 3aBHCHMOCT OT CTENEHTA Ha
HApYIIeHHEeTO (KPeaTHHHHOBHA KIUPBHC).

B cayuaii na duanuza:
JHaNH3HHUAT KIHPBHC HA NEPHHAONPHUNAT € paBeH Ha 70 ml/min.

Iayuenmu c yupo3za:

KuHeTnkaTa Ha DepHHIONPHI € MPOMEHeHA NIPH NMALMEHTH ¢ Hpo3a: YePHOAPOOHHAT KITHPHLHC Ha
MmalfuyMHaTa MOJIEKYNa € HamaleH HATIONOBHHA. Bhpek TOBa, KOJIHYECTBOTO Ha 0Opa3yBaHHs
NePHHIONPHIAT He HAMAIABA H CISAOBATENIHO HE ce HAJNara choOpa3sBane Ha O3HPOBKATa (BX. TOUKH

4.2u44).

Cevp3anu ¢ unoanamuo:

Pe3o

HUnpanaMug ce pesopbupa 06p30 H HAITBJIHO B XPAHOCMUNATE/THUS TPAKT.
[IMKOBaTa NIa3MEHa KOHLEHTpaIus ¢ ROCTHUra NPH Xopa NpHONHIHTENHO eAUH Yac ciel] MepopalieH

NPHEM Ha MPOJYKTA.

l_’ggg;p_e,ganeﬂne

CBBp3BaHeTO ¢ IUIa3MEeHHTE NPOTeHHHA ¢ 79%.

buorpauchopm eIMMHHHpAHE

BpeMeTo Ha NOMY>KHBOT € MexkIy 14 1 24 gaca (cpeano 18 yaca). MHOTOKPaTHHAT NMPHEM He BOAH A0
Kymynanya. EnuMaRalMsiTa © riasno ¢ ypusarta (70% oT npueTtata 203a) 1 H3npaxHennara (22%) noa
¢dopMara Ha HEAKTHBHH MeTa0ONHTH.

CneuMagHy nonynauy

Hayuenmu c 6vbpeura nedocmamuvytHocm.
(dapMakOoKMHETHYHHTE CBOMCTBA He & MPOMEHAT NPH NalueHTH ¢ 6p6OpeyHa HEAOCTATHLIHOCT.

5.3 TIlpeaxnAHHYHE AABHH 32 (e30HaCHOCT

Hoaunpen ®opte 5 mg/ 1,25 mg nokazsa Maiko NO-BACOKA TOKCHYHOCT OT Ta3H HA KOMITOHEHTHTE CH.
[Tpu nnpxose He ce Habmonasa 3acuisane Ha OpOpesmuTe nposisy. KoMbuHaimaTa, obaye, mpeAH3BHKBa
raCcTpO-HHTECTHHAIHA TOKCHYHOCT IIPH KydeTa, 4 TOKCHYHHTE edieKTH BbpXYy Maikara ca NOBHILEHH MNPH
IUTBXOBE (B CpasHEHUE C NEPHHIONPHN).

BBIpeks TOBa, TE3H HEXEIAHH peakMl ce Habnogasat NpH J03H MHOIO HO-PasiHYHH OT H3M10J3BAHATES
TepaneBTHYHHU J03H, KOETO [OKa3Ba SCHO OUSPTaH AHANA30H HAa Oe30MaCHOCT. P
TpeKInBEAYHATE H3THTBAHEA, POBEACHH NIOOTAENHO ¢ NEPHHAONPHA B WHAANAMUT,
reHeTHYHa TOKCHYHOCT HJIH KapUuHHOreHHOCT. [IpoyuBaHnsTa 3a perpoAyYKTHBHA
MOKa3RaT eMOPHOTOKCHMHOCT HITX TEPATONCHEH MOTCHUHAN, 3 QEPTUNHTETET HE
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6. GAPMAIEBTHYHH JAHHH
6.1 Cuachbk Ha TOMOIIAATE BeIleCTBA

Covpyesuna:

JlakTo3a MOHOXHApAT

Marnesuee creapat (E470B)

ManroaeKkcTpus

Cunnaumes qroKcHa, xonouaeH oespoaeH (ES51)
HartpheB HAlIECTeH MMOKONAT (THI A)

durmoea obeusxa:

C'manepon (E422)

Xunpomenosa (E464)

Maxporon 6000

MaruesneB creapat (E470B)

Turanor anoxcun (E171)

6.2 HecEBMECTHMOCTH

He e npunoxumo.

6.3 Cpox Ba roguocT

3 ronMHH.

6.4 CoennajJHs ycJOBHS Ha CLXpaHeHHE
CrxpanssaiiTe onaxoBKaTA NUILTHO 3aTBOPEHA, 32 18 Cé XPEANA3H OT BJIAra.

6.5 JIanHH 32 ONAKOBKATS

28 unu 30 rabneTxu B 6AMa NOMMNPONKIIEHOBA ONAKOBKA 3a TAONETKN, CHaOEHa C OTPAHHYHTEN OT
MOMHETHIIEH ¢ HACKA IUTBTHOCT W KaNauka OT CHH Henpo3padeH NOJIHETHIICH ¢ HUCKa ITbTHOCT,

ChAbpXKalla CYIIHTEIL.
KaproneHa kyras ¢ 1 onakoeka ot 28 wiu 30 Tabnerkd.
He BCHUYKH BMIOBE ONAKOBKH MOraT Aa ObaaT mycHaTH B mpoaax6a.

6.6 CnenEannn npeaANasad MePKH OPH HIXBBPIASHE

HaMa cnelHaNnHd H3UCKBAHHA.

7. MPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Les Laboratoires Servier,
30, rue Carnot,
02284 Suresnes cedex

OpaHuuA

26




q i

8. HOMEP(A) HA PAJPEIIIEHHETO 3A YOOTPEBA

20020838

9, JIATA HA ITbPBO PABPEIIABAHE/TIOAHOBSIBAHE HA PASPEINEHHMETO 3A
YIIOTPEBA

Jlatra Ha NBbpBO paspemanaHne: 18.10.2002
Hara Ha nocAeAHO NoaHoBABaHe: 31.03.2008

10. JATA HA AKTYAJNIUIHPAHE HA TEKCTA:
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