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4. KIJHHAYHHUA JAHHH
4.1 TepaneBTHYHH NOKAIAHHA

Homunpen bu-@opre e nokalan KaTo 3aMeCTHTENHA TEPATIHA 32 JISYCHHUE HA €CEHLMANHA XHIIEPTOHHS MPH
NAUHCHTH, KOUTO BE4e Ca KOHTPOJIHPAHH ¢ NMEPHHACIPWI H HHIanaMuA JaBaHH €THOBPEMEHHO B CHINATA
TO3HPOBKA.

4.2 [H03HPOBKA H HAYMH HAa NPHACKEHHE

O3HPOBKA
Enna Tabnetka Honunpen Bu-Popre nHeBHO kaTo eAHOKpATHA 1033, 3a IPSINOMHATAHE € Aa ¢ MPHEMa
CYTPHH H TIPEAH XpPaHEHE. -

Crenmaniu nonynanmm

Cmapuecka ev3pacm (exc. moura 4.4)

Ilpn maumeHTH B HanpegHana BB3PACcT CEPYMHHAT KPEaTHHHH TpAGBa [a Ce OLCHH B 3aBHCHMOCT OT
Bb3pacTTa, TCICCHOTO Terno H noja. [faumeHTr B HAnpeaHANa BBE3PACT MOrar Ja OBbAaT JEKyBaHM, ako
OpOpeyHaTa QpyHKIMS € HOpMATHA H KAaTO Ce HMA MPEBAJl OTTOBOPA HA KPHBHOTO HAJIACAHE.

bBvopeuna nedocmamvynocm (eoxc. mouxa 4.4)

Ilpn Texka M ymepeHa 610peuHa HeAOCTaThYHOCT (KpPEeaTHHHHOB KIHPBHC mox 60 ml/min) meuenuero €
[IPOTHBOMNOKA3aHO.

O6HYaiiHOTO MEANIMACKO MPOCIIEAABAHE BKJIFOYBA Y€CT KOHTPOJ Ha KPEaTHHHHA M KATH.

Yeproopobna nedocmamvunocm (exxc. mouxu 4.3, 4.4 u 5.2)
[Ipn Texxa 9epHOAPOOHA HEXOCTATHUHOCT JIEYCHHETO € MPOTHBOMOKA3AHO.
[Ipy nanmenTH ¢ ymepena 4epHoApoGHa HEAOCTATHEYHOCT He € HeoBX0NHMa MPOMAHA Ha 103aTa.

[leouampuuna nonynayun
besonacHocTTa M edukacHocTra Ha Honunpen bu-®opre NpK geua W IOHOMWM OE H
HanH41H4 NaHHU. Honunpen bu-®opre ne Tpsbea aa ce npuiiara npM fena ¥ 10HOIN

HauyHH Ha npruioxeHue



[lepopatHO IpHIoKEHKE.

4.3 IlpoTHBOmOKa3aHHA
Cevp3anu ¢ nepundonpun:

- CBPBXYYBCTBHUTEIHOCT KbM aKTHBHOTO BEILECTBO WIH KbM ApyT ACE nuaxuburop;

- AHaMHe3a 3a aHP'HOHEBPOTHYEH OTOK (0TOK Ha KBHHKE) BBB BpB3Ka C IPE/MIIHO [pHJIAraHo JICYEHHE C
ACE unxHbuTOp (BX. Touka 4.4);

- Hacnencrsen/nauonarnyed anrnoene;

- BTopuAT H TpeTHAT TpuMeCThp Ha GpeMeHHOCTTa (BX. Touxa 4.4 u 4.6);

- Ennospemenna ynorpe6a na Homunpen Bu-Popre ¢ allHCKHpeH-ChIbPKAII MPONYKTH MPH HALHECHTH
ChC 3axapeH nHabeT Him Ge0pevHO yBpexxaane (CKOpoCT Ha rroMepynHa ¢rurrpanus (GFR < 60
ml/min/1,73m?) (Bx. Touku 4.5 u 5.1);

- ExHoBpemeHHara ynotpeba npu neueHHe Che cakyGuTpu/Bancapran, Honunpen bu-®opre He Tpsi6a
Aa C€ 3amo'Ba Mpen 1a ¢a U3SMHHANH 36 9aca OT MpHEMa Ha Noc/ieAHaTa A03a CaKyOHTpWI/BajICapTaH
(BX. ToukH 4.4 1 4.5);

- ExcTpakopropannu newenus, BOAELIH 0 KOHTAKT HA KPHBTA ¢ OTPHLIATENHO 3apEAEHH NOBBPXHOCTH
(BX. Touka 4.5);

- 3BHavyMMa ABYCTpaHHA CTEHO32 Ha GBOpPEYHHTE apTepHH HITH CTEHO32a Ha GROpeYHaTa apTepHs Ha
€AMHCTBEH (hyHKumorApail 6x6pek (BkK. Touka 4.4).

Cevpaanu ¢ unoanamuo.
- CBPBXYYBCTBHTEIHOCT KbM aKTHBHOTO BEINECTBO M KBbM APYT CyIOHaAMH/

- Texka u yMepena 6b6pedra HEAOCTATHYHOCT (KPEaTHHHHOB KIHPBHC nof 60 ml/min)
- UYepronpobna enuedanonarus

- Texka yepHONPOOHA HEXOCTATHEYHOCT

- XHNOKaMTHEMHA

Cevpsanu ¢ Honunpen Bu-Popme:

-~  CBPBXYYBCTBUTEIHOCT KbM HIKOE OT IOMOIIHWUTE BEIISCTBRA, H30poeHH B TOYKaA 6.1

INopanu nurica Ha nocTaThaeH TepaneBTHYeH onuT, Honmnnpen Bu-Mopre He TpaGBa na ce HAMON3BA NPH:
- TlanMeHTH Ha Apanu3a

- [MauueHTH C HeekyBaHa NeKOMNEHCHpPaHa CHPACYHA HEQOCTATHYHOCT.

4.4 Crneunanny npeaynpexieHHn B NpelNa3Hl MePKH NpH ynoTpeba

CnennajiHe npeaynpexaeHus

Qbwu 30 nepundonpun u uHdanamuod:

Jumueeu npenapamu
KomOuHauusTa OT MUTHEBM NpenapaTd ¥ KOMOMHALMATA HA MEPHHIONPHI ¢ HAAANAMHL OGHKHOBEHO HE CE
NpenopuYBa (BX. TOUKa 4.5).

Cevpaanu ¢ REPUHOONDUN.

Heotino bnoxupane na cucmemama peHun-anzuomensun-anoocmepon (RAAS)
HMa naunu, 9e ennopemMenHara ynorpefa Ha ACE uaxu6uropy, anrnorensus I1-penentopHH 610KepH HIA
JIHCKHPCH TIOBHINABA PHCKA OT XHITOTOHHS, XHIICPKaJHEMUA U HaMansasaHe Ha Obx0peuHaTa dyHknyd

(BkMouMTENHO OCTpa 6B6pedna HenocraTeunocT). Ilopany ToBa He ce MpenopbUBa ABOIH

ATHCKHPEH (BX. TOYKH 4.5 1 5.1).



AKO Ce NPELEHHN, Y€ TEPANHATA ¢ ABOMHO GMoKHpaHe € abCoIoTHO HeobXoauMa, TOBa TPSGBA 14 CTaBa CaMo
Mo HAOMIONEHHETO Ha CTICUIMANKCT H IPH Y€CTO BHHMATETHO MOHHTOPHPaHE Ha 6x0peanara dyHkus,
CIIEKTPOJINTUTE U KPBBHOTO HANATAHE.

ACE wHxuOuTOpH M anTHoTeH3HH Il-penenrropuu 6nokepn He TpaGBa Ja ce H3MON3BAT EIHOBPEMEHHO pH
NarreHTH ¢ AMadeTHa HeQponaTus

Kanuti-cexpanssawiu rexapcmea, kanuesu 006aexu unu 3aMecmumentt Ha conmd, CoObPICAUU KA
Kombunupaneto Ha nepuHRONpUI ¢ KanuH-CHXPaHABAINH JICKAPCTEA, KATHEBH HOOGABKH MM 3aMECTHTE/H
Ha comn, ChabpXKallH KaHil 0OMKHOBEHO HE Ce MpenopbuBa (BX. Touka 4.5).

Heymponenus/acpanynoyumosa/mpomboyumonenu/anemusn

HeyTponenus/arpaHyaonurosa, TpOMOOUHTONEHHA W aHEMHS C€ CHOGINABAT MPH MALHEHTH, [TOJyYaBaIlH
ACE mnxuburopu. Ilpu naieHTH ¢ HopManHa 6u0peyHa dyHKuHa Ge3 ApYrH YCIOXKHSIBAMH HaKTOpH
HEYTPOIICHMA Ce cpewa pagko. Ilepunnmonpun 1pabea na ce HM3MON3Ba ¢ H3KIIOUYMTENHO HNOBHIIEHO
BHHMAHHE TIpH NALHEHTH ChC CHAOBA KOJAreHo03a, HMYHOCYNPECHBHA TEPaIHs, JIeUCHUE C ANOMYPHHON WIH
NPOKaHHAMMZ WX KOMOHMHAIHS OT Te3d YCHoXHABAIH (PaKTopH, ocobEeHO MpH ChIIECTRYBalla OB6peuna
HEAOCTATEYHOCT. HAKOH OT Te3H NAaLMEHTH ca pa3sBUIH CEpHO3HN HHPEKLMH, KOHTO B OTAENHH CITy4al He ca
OTTOBOPIIIH Ha HHTEH3WBHO aHTHOHOTHYHO JIedeHMe. B ciyvaiil Ha u3non3BaHe Ha NEPHHIONPHI NIPH TAKUBA
[MAlMCHTH C€ NPENopbYBa NEPHOAMYHO H3C/ICABAHE Ha JIEBKOLMTHTE, a MalMeHTHTe TpadBa Aa 6baar
MHCTPYKTHPAHH Aa chboOmiaBar 3a BesAka NpofABAa Ha HHGEKIHA (HAaMp. BBL3MAJNECHC TBPJO, MOBMILEHA
TeMIneparypa) (Bx. To49ku 4.5 u 4.8),

Penosackynaprna xunepmonun.

I1pn nanmeHTr ¢ AByCTpaHHa cTeHO3a Ha GBOpeYHaTa ApTEPHA WIH CTEHO3a Ha APTEPUATA IPH EIMH
¢pyHKumoHMpam 6s0pek, nekyeanu ¢ ACE HHXHMOUTOPH, CHINECTBYBA MOBHILEH PHCK OT XHIIOTOHHS H
OBOpeuna HenocTaTbuHOCT (BK. TOYKA 4.3). JleyeHueTo ¢ AMYPETHIIR MOXE [ia CTaHe JOTpHUHACAIL (PakTop.
3ary6ara Ha 666pedHa dYHKI MOXKe /{a HACTBITH MPH MAHAMATHH H3MEHEHHs! B CEPYMHHS! KPEATHHUH
AOPH MPH NALMEHTH ¢ CAHOCTPAHHA CTECHO3a Ha 6p0peTHaTa aprepua.

Capvxuyscmsumennocm/anztuocedem

AHTHOeAeM Ha NHMUETO, KPaliHHLHATE, YCTHHTE, €3UKa, TTIOTHCA H/WIH IAPHHKCA CE CHOGLIABAT PAAKO [IPH
NAUMECHTH JIEKYBAHH ¢ HHXHOMTOPH HA AHCMOTEH3WH-KOHBEPTHPAIUMS €H3HM, BIJIIOUUTENHO NEPHHACTIPHI
(Bk. TouKa 4.8). Toii MOXe Ja HACTHNM MO BCAKO BPEME B X0Za Ha JICYCHHETO. B TakMBa Cy4an e4eHHETO
¢ MCPHHAONPHI TpAOBa Aa C¢ MpeKpaTH He3abaBHO W TpaOBa Ja Ce HABHAYH CHLOTBETEH KOHTPON A0
HaCTHIBAHE HA MBIHO OOPATHO Pa3BHTHE HA CHMITTOMATHKATA, MpEiH OCBOOOXIABAHE HA MalMeHTa. B
CIyqauTe, TIpH KOUTO OTOKBT 3acAra caMo JIHIIETO H YCTHHTE, TOBA CHCTOSHHE OOMYaiHO NMpeMHHaBa Oe3
JACYCHHC, BBIIPEKH € HMa 0J13a OT AHTHXUCTAMUHOBH CPElICTBA 33 00JEKUYABAHE HA CHMITTOMATUKATA.
AHrHOe/ieM, CBBP3aH ¢ OTOK Ha JlapuHKca, MoXe 1a Obae dartanen. Korato uMma 3acsraHe Ha €34Ka, [JIOTHCA
WAH JIAPMHKCA ¢ BCPOATHOCT 33 OOCTPYKIMA Ha AMXATelIHHTE MBTHING, He3abaBHO TPAOBA 14 € MPHIOKH
MOIXOMALIO JICUCHHE, KOCTO BKJIOUBA NOAKOMNKHO NPIIOKEHHE HA aapeHanTHHoB paszTteop 1:1000 (0,3 ml no
0,5 ml) WU\ MepKkH 32 OCHIypsBaHe Ha MPOXOAMMOCT Ha AUXATENHMTE TTHTHINA.

Ilpn maumenTd oT uepHata paca, nonmyuapamm ACE HHXHOHTOpH, ce choOLIABA 33 MO-BHCOKA YECTOTA Ha
daHI'MOEAEM, OTKOIIKOTO TIpY JIMHA OT OA/1aTa paca.

INauueHT ¢ aHaMHe3a 3a aHCHOedeM HeCBBp3aH ¢ ACE-HHXHOHTOpHO Ne4eHHe ca ¢ NOBHIIEH PHCK OT
aHruoeaeM no Bpeme Ha jeuenne ¢ ACE maxuburop (Bx. Touka 4.3).

UpereH aHrvoeneM ce crob1mapa psaako IIpU NaLHEHTH, JeKyBaHd ¢ ACE nnxnburopu. Te3n nanHeHTH ca Ce
OIUTAKBaNH 0T boNKka B Kopema (¢ Wi Ge3 rajieHe Wi NOBPbIIaHe), B HAKOH CyJad He € MMAo
IPEAIICCTBANI JIMLICB aHTHOEIEM, a HHBaTa Ha C-1 ecTepasara ca OWIH HOPMANHH. AHTHOEAEM € O
AHArHOCTULMpPAH YPE3 PaIMIHH NPOLENYPH, BKMoYHTeNHO abaomMunanHa CT Wil yaTpa3ByK, HIH 110
BPEMC Ha OIICpallii, 4 OIJIaKBaHHATA Ca MPEeMUHANM cnep cnupaHe Ha ACE urxnburopa. U
aHrHoeneM Tpabaa Aa 6Be BIUIIOYEH B AHGEPEHOHATHATA ANATHO32 NPH MALMUEHTH, P
MHXHOMTOPH, OTLUTAKBAILH Ce OT GOJKa B KOpeMa.




KomOuHupaHeTo Ha MEpHHAONIPHI ChC CAKyOHTPHI/BAICAPTaH € MPOTHBONOKA3aHO IOPAAH YBEAHYEH PHCK
OT aHrHoeneM (K. Touka 4.3). Jleuenue cue cakyGUTprI/BasicapTaH He TpaGBa Ja ce 3anmo4Ba Npeny Ja ca
H3MHMHAJIH 36 Yaca OT IPHEMAHETO HAa MOCNEAHATA 03a OT JCYEHHETO C MEPUHIONPHI. AKO JIE4EHHETO ChC
caKyOMTPHI/BANCAPTaH € NPEKPAaTEHO, IEYEHNETO ¢ IEPHHAOTIPUN He TpsGBa 1a ce 3amoupa Npexu Ja ca
M3MHHANH 36 Yaca OT MPUEMAHETO Ha NOCIEAHATA 032 CaKyOHTpH/BasicapraH (BK. ToukH 4.3 1 4.5).
EnnospeMennara ynorpe6a Ha ACE unxuGuropu ¢ NEP nexubarop (Hanp. pauekanorpuwi), mTOR
HHXHOUTOPM (HAND. CHPONEMYC, BEPOIHMYC, TEMCHPOIIHMYC) H THITHHH (Hanp. TMHATIMITHH,
CAKCArMIUIITHH, CHTAIMHUITHH, BHJIIATIHIITHH) MOXKE Aa AOBEAE J0 MOBHHIEH PHCK OT aHCHOEAEM (HaTp.
MORYBAHE HA NUXATETHUTE NIBTHILA HIIH €3HMKa, Ch¢ WIH Oe3 HapyIICHO AHIIaHe ) (Bx. Touka 4.5). Tpadsa na
CC NOIXOXKIA ¢ NOBHIICHO BHUMAHHME KOraTo ce 3ano4sa pattekaaorpun, mTOR waxubuTopy (Hamp.
CHDOJIHMYC, € HUMYC, TEMCHPOIUMYC) ¥ NIHITHHH {(HANp. IMHATAKIITHH, CAKCATTTHITTHH, CHTATTHITTHH,
BIIJIATTTHIITAH) TIPH MAlMEHT, KoiTo pede npueMa ACE HHXHGUTOD

Anagunaxmoudnu peaxyuu no speme na decencubunusayus

HMa n3onupans choOImMENHHs 32 NAUREHTH NOMY9YABANIH NIPOXBIKHTENHH, JKHBOTO32CTpALIABALIH
aHaQWIAKTONIHM Peakliiu OpH ynoTpe6a va ACE HHXMOHTODH N0 BpeMe Ha ACCEHCHOWIH3HPALIO JIeHeHH e
C OTPOBa OT LHIIOKPHIH HaceKoMH (ueny, ocH). ACE uaxuburopure TpabBa /ia ce H3ION3BaT C OBHLICHO
BHHMAHMC NPH AI€PrHYHH NALUCHTH JIEKYBAHH ¢ ASCCHCHOMNI3aHA H J1a ce H30ATBAT NPH NPOBEXKIAIHTE
HMYHOTEpAIAs ¢ OTpOBU. Te3u peakuuu obade MOraT ia ce u3bersar ypes BpeMenso cnupane Ha ACE
HHXHOUTOPa 332 MUHUMYM 24 vaca NpeaH JICYEHHETO NMPH NALMEHTH, HyKAaeld ce eaHorpeMeHHO oT ACE
HHXHOMTOPH H NeCeHCHOMNM3alsy.

Anagunaxmoudnu peaxyuu no épeme na LDL agepesa

Panko naumentd, nony4asamn ACE unxuGHTOpH, 10 BpeMe Ha adepe3a Ha JIMNONPOTEHHHTE C HHCKa
wisTHOCT (LDL-adepesa) ¢ AekcTpan cyndaT ca MManH KHBOTO3ACTPAMIABAIM aHAMDIIAKTONIHHE PEAKIHH.
Te3u peakuuu ce u3BsArpar upes speMeHHO crmpaHe Ha ACE-uHXMGHTOpHaTa Tepanus Npeiy HAYanoTo Ha
BCSKa afepesa.

HHayuenmu na xemoouanuza

AHa(HIAKTOMIHH PeaKLHH Ca ChoGINaBaHN NPH NMAUMEHTH, MPOBSKAAMM NHAIN3A ¢ BHCOKONPOMYCKIHBH
(high-flux) MemGpanu (nanp. AN 69®) u nekysanu enHoBpeMeHHO ¢ ACE unxubutop. ITpu Te3n nauueHTH
TpabBa na ce OOCHAW H3MON3BAHETO HA pa3NM4YEH BHJA AUATH3HH MeMOpaHH WM padIddeH Kiac
AHTHXMIICPTEH3HBHU CPE/ICTRA.

ITvpsuyen ardocmeponuzbm:

IlanpeHTH ¢ IBPBHYCH XHNEPANIOCTEPOHHIBM KATO ISI0 HE CE BIHAAT OT JICUCHHE C AHTHXHIIEPTEH3UBHH
JIEXapCTBa, NACHCTBALIH Ype3 HHXHOHpaHe Ha CHCTEMAaTa PeHHH-aHIHOTeH3HH. [lopaiu ToBa ynotpedara Ha
TOBA JICKAPCTBO HE CE NPEenophYRa.

bpemennocm

He Tpabsa na ce 3anogsa nederane ¢ ACE uaxuGuropH no BpeMe Ha GpeMeHHOCT. [TalHeHTKHTE, KOUTO
IUTAHHPAT OPEeMEHHOCT, TPAOBA Xa IpeMUHAT HA ATTEPHATUBHO AHTHXHIIEPTEH3HUBHO JICUEHHE, KOETO € C
yCTaHOBEH Mpodun Ha Oe3onacHocT 3a yroTpeba 1o Bpeme Ha GPEMEHHOCT, OCBEH aKO NPOIBIKHTENHOTO
neqenue ¢ ACE unxuburop Be ce cuere 3a kpaitno HeoGxonnmo. Kerato 6peMeHHOCTTA € OTBBPACHA,
nedennero ¢ ACE nuxubuTOpH Tpsibea He3abaBHO 1 ce NPEYCTAHOBH M, aKO € MONXOIAIO, J1a CE 3AMOMHE
aNTCPHAaTHBHO NEYEHHUE (BXK. TOUYKH 4.3 1 4.6).

Cevp3anu ¢ unoanamuo:
Yepnodpobra enyedparonamus

Ilpu Hapyumiena vepHoapoGHA GyHKUMA THAZHMAHHTE JHYPETHLUH H TeXHHTE aHANO3M MOTAT 1a NPHYMHAT,
0CODEHO B CIIy4aH Ha eNeKTPoNHTeH Auchananc, 4epHOApoGHa eHIledanonaThs, KOITO MOXE Ja NPOrpecHpa
o YepHOApoOHa KoMa. B Te3d cyyan npHEMAHETO HA AMYPETHKA TPAGBa ia ce crpe He3abagHo.

Domocencuburuzayus
Crnyyan Ha doroceHcHOHIM3AtMS ce chOBIIABAT NPH [PHEM HA THAMIHU JHY
(Bk. Touka 4.8). Ilpu nHacTemBaHe Ha GoOTOCEHCHOWIH3ALMA O BpeMe Ha



CTIMpaHeTO MY. Koraro MOBTOPHOTO IPIIOKEHHE HA AMYPETHKA CE CUMTA 33 HEODXOMMMO Ce MpenophyBa
NpcAnazBaleé Ha OTKPHTHTE YacTH Ha THNAOTO OT HIIaraHe HAa CIbHYEBA CBETJMHA ¥ WM3KYCTBEHH
YATPaBHONETOBH JIBYH.

IIpeana3zum Mepku npx ynorpeba

OOwu 3a nepundonpun u uHOANaAMuo:

bvbpeuna nedocmamvunocm

Ipn Texxka u ymepera 6p0peuHa HenOCTaATEYHOCT (KEATHRMHOB KITHPBHC < 60 mi/min) jieueHnero e
MPOTHROIIOKA3aHO.

Hpn HAKOH NaLHEHTH C XHNEPTOHUA W (&3 NpeAwecTRAMH NPOSBH Ha GLOPEYHH YBPEXJaHHA, IPH KOUTO
OxOpetHHTE XPBBHU NpoGH MoKa3BaT QyHKUMOHANHA 6LOPEYHA HEAOCTATHIHOCT, JICICHHETO TPAOBA Aa ce
NPCKBECHE H MO BE3IMOXKHOCT 12 C¢ Fh300HOBH C NO-HUCKA 1033 WIH CAMO ¢ €MH OT NpenapaTHTe.

ITpH TakWBa MaLHEHTH MEAMIIMHCKOTO HAOITI0NEHHE Tpsi0Ba Aa BKAIOYBa 4ECTO KOHTPOJNHpAHE Ha KaJIHA U
KpCAaTHHHHA B CEPYMa, IBE CEAMUIM CNIE] HAYAIOTO HA JIEUCHHUETO H CJIe/ TOBa 10 BPEME HA TEPAaNeBTHYHO
CTaOHJIHMS NEPHOZ TIpes 1Ba Mecena. 3a GB0peuHa HEAOCTATEYHOCT Ce ChOBIIABA NABHO TIPH TIALHEHTH C
TEXKa CBpACYHA HEXOCTATHUHOCT KIH NPU AaTeHTHA Ob0peyuHa HEAOCTATHLIHOCT BKIFOUHTENHO CTEHO3a Ha
PEHATHMTE apTEpHH.

JlekapcTBeHUsT NPONYKT OOMKHOBEHO HE CE MpENophiBa NpH Ounarepanna CTEHO3a HA PCHAHHTE apTEpHH
WIH NpH €XHHCTBEH QYHKUMOHApPalL, G50peK.

Xunomonus u 3a2y6a Ha 600a u exexmponumu

[Ipu Hanwide Ha 3ary6a Ha HATPHII CHINECTBYBa PUCK OT BHE3AMHA XMIIOTOHHS (0cobeHO IPH HHAHBHIAH CEC
CTEHO032 Ha peHayHHTE apTepun). [Topaay ToBa € HEOOXOAMMO CHCTEMHO KOHTPOJIMPAHE Ha KIHHUYHHTE
CHMITTOMH Ha 3aryba Ha BOJIa K €JIeKTPOJIMTH, KOMTO GHXa MOTJIH /1a C& TIOABAT BCIEICTBHE HA
HHTCPKYPEHTHH AHapUA WIH NOBpemaHe. [IpH Takuea malHeHTH PEAOBHO TPAGBA 1A C& KOHTPOJIMPAT
ENEKTPOJIUTHTE B CepyMa.

HM3pazeHaTa XUIOTOHKA MOKe 12 HANIOKH OPHIOKECHHE HA HHTPABEHO3HA HH(py3H4 Ha H30TOHWYEH Pa3TBOp
Ha HaTPHEB XJIOPHI,.

ITpexonHara XuNoToOHHA He € NPOTHBONIOKA3AHME 3a NPOAB/IKARAHE Ha NeYeHueTo. (el Bh3CTAHOBSBAHE HA
ROCTaThUHH KPBBEH 00€M H KPbBHO HANIATAHE JICUEHNETO MOXE 13 OhJie BE3CTAHOBEHO ¢ HAMAIEHA J1032 WK
CaMO C €IMH OT NpenapaTrure.

Cepymen xanuii

KomOuHaLmATa Ha IEPHHIONPUT M HHAANAMM] HE MOXKeE /12 MPEIOTBPATH HACTHNBAHETO HA XMIIOKATHEMHS,
0co0eHO NMpu NuaGeTHIH WIN NPH nanueHTH ¢ 656peuna nenocTaTearocT. Kakto npu Bcnak
AHTHXHKIICPTEH3NUBHY CPEACTBA, B KOMOHHAIMA C AMYPETHK, PEIOBHO TPAOBA Zla c& KOHTPOJIHPA CEPYMHOTO
HHBO Ha KaJIHA.

Homownu ecyecmsa:
Homunpen Bu-Popre ne Tpa6ea xa ce npiiara npu NALUKMEHTH ¢ PeAKUTE HACHEACTBEHH MPobneMu Ha
FAIAKTO3HA HEMIOHOCHMOCT, 00U NakTa3er AeHLMT WK TAIOK030-TallaKTo3Ha ManabcopOLHs.

HuBO Ha HATpHIi
Honwunpen bu-®opre csaspxa mo-manko ot 1 mml HaTpuil (23 mg) 3a egHA TabNeTKa, KOSTO MO CHILIECTBO

O3HA4aBa, Ye HE ChAbPKA HATPHIA,

Cevp3anu ¢ nepundonput:

Kawiruya
[Ipn ynorpe6a Ha HHXHOHTOPH Ha aHTHOTEH3HH-KOHBEPTHPALIMA €H3KM CE ChOOIIABa 33 Cyxa K3l

CC XapaKTEpH3Hpa CBC CBOATa YMOPHTOCT H ¢ HEHHOTO M34€3BaHe Cle NMpeKpaTaBaHe Ha il

noABaTa Ha TO3H CHMITTOM TPAOBa fa ce HMa NPEABMA ATPOT€HHA ETHOMOrHA. AKO BB 1
TpC/IonTa Npeanuceanero Ha ACE uHXHOHTOp, IPOR/bKaBaHETO Ha TOBa Neuenne pfiNoABalTige-
KallUTHia TpAOBa ia ce NpeolcHABa. ,.'_S i
E Wi v"’ :
lleduampuuna nonynayus %
%
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EdukacHOCTTa 1 MOHOCHMOCTTA Ha NEPHHAOHPEUT TIPH CAMOCTOSTEHOTO MY WIH KOMGHHUD2HO MpHIaraHe
[TPY LA H IOAPACTBALIM HE CA IPOYIEHH.

Puck om apmepuanna xunomonun wuiu 6vOpewHa HeOOCMAMBYHOCH (6 cayyaume Ha cCvpoeuHa
HeQOCMAaMBYHOCM, 3a2y6a Ha 600d U eREKIMPONWINY U I.H.)

3HAYHTEIHO CTUMYNIMPAHE HA CHCTEMATA PEHHH-aHIHOTEH3HH-AIAOCTEPOH e HabIoaasa, 0coBeHo 1o
BPEME Ha rojiAMa 3aryba Ha BoJla ¥ €eKTPONMTH (CTPHKTHA AHETA C OFPAHWYCH TIPHEM Ha COJT HIIH
NPONBILKUTEIHA AMYPETHYHA Tepanua ), MPY NalMeHTH ¢ HHCKO H3XOAHO apTePHAIHO HANATAHE, B CIYYaH Ha
CTCHO3a Ha pCHANHUTE apTCPHH, NEKOMIICHCHPAHA ChpAEYHA HENOCTATEYHOCT HITH LIMPO3a ¢ OTOLH H aclluT.
CnenosarenHo, GIOKHPaHETO Ha Ta3H CHCTEMA MOMKE Ja NpeM3BHKa, 0COGEHO MO BpeMe Ha ITBPBOTO
NPHEMAHC HA JICKapCTBEHUA [IPOAYKT H NPE3 MbPBHUTE ABE CCAMHMIIM Ha JeYeHHUETO, BHE3AMHO CHNAJaHe Ha
KPHBHOTO HAIATAHE W/WIH TTOBHINABAHE Ha CEPYMHUA KPEATHHHH, KOETO TOBOPH 33 (yHKI[HOHAITHA
6b0peuHa HexocTaTbuHOCT. [TOHAKOr2 TOBA HACTBIIBA OCTPO, HO pPAOKO H NO pa3HYHO BPEME HA JICUECHHETO.
[1pu TakuBa cnyyam neueHHETO TPa6Ba /1a 3AII0YBA C TIO-HHCKH J03H, KOMTO TIOCTENICHHO Ra Ce yBEIH4YaBarT.

Xopa é cmapuecka év3pacm

[lpenu HavaoTo Ha JieyenmeTo TpsalBa A2 ce M3cnenpaT 6h6peunHaTa GyHKIMS ¥ CepyMHHS KaTHil.
HaganHata nosa B nocneacTsie TpsaGea na ce afanTHpa CIopes NIpoMsAHATa Ha KPBBHOTO HajlsiraHe, ocobeHo
B CIIy4JauTe Ha 3aryba Ha BOAA U eJIEKTPOIIHTH, ¢ Liel Aa ce H30eTHe MOSpaTa Ha BHE3aNHA XHTOTOHMSL

Amepockneposa

PHCK OT XHIIOTOHMA CHIIECTBYBA IPY BCHYKH NALMEHTH, HO 0CcOOEHO BHUMaHUe TpSGBa 12 ce OTae/s Ha
MAUMEHTH C HCXEMHYHA DONECT Ha CHPLETO WM UPKYAaTOPHA HEAOCTATHYHOCT Ha MO3bKa. [IpH Takusa
CITy4ar N€4CHHETO CCABa Na 3aMoYHe ¢ HHCKA A034.

Penosackynapna xunepmonus

Jleuennero Ha peHOBACKYJIAPHATA XHIIEPTEH3HA CE ChCTOM B peBacKyidapr3aildd. BeIipeku ToBa,
HHXHOHTOpHTE Ha aHTHOTEH3MH-KOHBEPTHPAIIHA CH3UM MOTaT a 6BbIaT Nonesuu PH NALMEHTH C
PCHOBACKYJIApHA XMIIEPTECH3HA, KOWTO OYAKBAT XMPYpPriuviHa KOPEKIHA, a ChILO TOrasa, KOraTo Takasa
HAMECa HE € Bb3MOXKHa.

Jlegennero ¢ Homunpen bu-@opre He e noaX0OAAImo NpH NALHEHTH ¢ YCTAHOBEHA WK MOLO3MPaHA CTEHO3a
Ha 6b0peuHuTe apTepuH, THi KaTo NeYcHNETo TPA6Ba Jia Ce 3aIodHe B GOTHAYHE YCIIOBHA B J03a NO-HUCKA
OT ChABpXamara ce B Honunpen bu-Popre.

Cvpoeuna nedocmamuvurocm / mesicka cepledna HedoCmamus4yHoC

IIpn nanuenTy ¢ Texka chpaedHa HepocTaTbyHoCT (TV cTENeH) He € MOAXOAALIO IECUSRHE ¢ Honwunpen bu-
Dopre, THH kato TO TpAGBa N2 3aNOMHE N0 MEAUIMHCKH KOHTPOM C HAMAIEHA HAYATHA 103a. JICUEHHETO ¢
OeTa-0110Kepu NIPH NAUHEHTH C XHIIEPTOHAS H KOPOHAPHA HEOCTATHUHOCT HE TpsibBa aa ce criupa: ACE
HHXHOMTOPHT TpsabBa 1a ce no6asn kbM Gera-Gnokepa.

Huabemuyu:

I1pH NauMeHTH ¢ HHCYHHO-3aBUCHM 3aXapeH quabeT (CIIOHTAHHA TEHAEHUHAS KBM MOBHIIEHH CTOMHOCTH Ha
CEpPYMHHA Kanuit) nedenrero ¢ Honunpen Bu-Popre Tpabea aa 3anodsa noj JIeKapcKo HabmoaeHue C HUCKA
HaYaJlHa JI03a.

['mukeMusATa TpsGBa Aa CE KOHTpONHpAa CTPOrO MpH AMAGETHIM, NPOBEKAAIM JICUEHHE C MEPOPAIHM
aHTH/IHAbETHU CPENICTBA HITH HHCYJIMH, 0COBEHO Npe3 MbPBHT Mecen Ha neueHneto ¢ ACE HHXHOHTOP (8.
mouxa 4.3).

Emnuvecru pasnuxu
Kakro npu BcHYKR HHXHOMTOPH Ha AHTHOTCH3UH-KOHBCPTHPAIHUA CH3HM, NMEPHHI0NPHI € 3HAYUTCITHO I10-
Hee(EeKTUREH 33 MOHWXABAHE Ha KPbBHOTO HAUIATAHE MPH YCPHATA paca, OTKOIKOTO [IpH APYTHTE PacH,




Mo Tasu mpuuMHa ce MpenophbuBa NEUECHHETO ¢ MHXHOMTOP Ha AHIMOTEH3WH-KOHBEPTHPALUMA €H3MM C
YRB/DKEHO ACHCTBHE, KaTO HATIpUMEP MEPHHAOTIPHI, na ObIe CIpAHO, aKO € BB3MOXKHO, EAdH JCH Npeau
onepauusTa.

Aopmua uru Mumpanna cmenosa / xunepmpogusHa KapouoMuonamusi
ACE 1psa6ea na 65aT M3MON3BAHH C IOBHIICHO BHUMAHHE NIPH NMAUHMEHTH ¢ 06CTPYKIMA HA H3XOIHHS TPAKT
Ha JIBaTa Kamepa.

Yeproopobua nedocmamwvunocm

Paaxo ACE uaxubuTopuTte ca CBBP3aHN CbC CHHAPOM, KOHTO 3aI104Ba ¢ XOJIECTATHYHA HCBITEHHIA 1
nporpecupa 1o ¢yIMHUHAHTHA YepHOAPOOGHA HEKPo3a U (IOHAKOTA) CMBPT. MExaHH3MBT Ha TO3H CHHAPOM
HE ¢ W3sAcHeH. [TauvenTy, nony4asamn ACE HHXHOHTOPH, KOHTO PA3BHBAT XBITCHHIA WM 3HAYHTEIIHO
NOBHIIABAHE HA YEPHOAPODHHUTE EH3UMH, TPAOBA 1a npekpatat npuema Ha ACE uuxuburopa n na 6unar
MOCTABCHH T10] CHOTBETECH MEHIHHCKA KOHTPOA (BX. To9Ka 4.8).

Xuneprxanuemun

IloBHmraBane Ha cepyMHHA KayMii ce HaGmonasa NMpu HAKOM ManMeHTH JekyBaHH ¢ ACE MHXuGHTOpH,
BKMIOYHTENMHO NepuHaonpun. ACE uuaxuOHTOpHTE MOTaT Aa NpeAU3BHKAT XHIIEPKAJHEMHA, Thil Karo
HHXHONPAT 0CBOOOKIABAHETO Ha anaoctepoH. OOHKHOBEHO edeKTa HE € 3HAYMM NPH MALMEHTH ¢ HOPMalHa
OBOpeuna QyHkuma. PuckoBuTe (GAKTOPH 33 pAsBHTHETO HA XMIEPKATHEMHA BKJIIOMBAT OBOpeyHa
HEOCTaTBYHOCT, BIIOIIABAHE Ha OwnOpevnara ¢yHkuusa, Bb3pacT (> 70 roawHH), 3axapeH amader,
HHTCPKYPEHTHH YCIIOXHEHHA, OCODEHO nexmaparanid, OCTpa CHPAECYHA JACKOMIEHCALHA, MeTaboJIHTHA
aliiflo3a W CAHOBPeMeHHa ynoTpeba Ha KaIHH-CHbXpaHABAlM AMYPETHHH (Hamp. CIHPOHOJIAKTOH,
CIUIEPCHOH, TPHAMTEPEH, AMMIOPHA), KalueBH AO0aBKH WIH KANHH-CHObpXKAIIH 3aMECTHTEIM Ha
I'OTBApCKaTa COJI; HAM IALUMCHTH NpHEMallld APYTH JICKapCTBEHH CpPEiCTBA CBBP3dHH ¢ NOBHINABAHE Ha
CEPYMHMA KaTHH (HANp. XEMapHHH, KO-TPHMMOKCA30J, M3BECTEH OLIE KATO TPHMETONPHM/CYIhaMeEToKCa30,
Apyru ACE- MHXHOHTOPH, aHTATOHKCTH Ha aHTHOTeH3UH-11 pellenTopuTe, ALSTHICATMIIIORA KHCEeIMHA > 3
g/nen, COX-2 nuxuburopu u Hecenextnean HCIIBC, HMYHOIIOTHCKAIIH CPEICTBA, KaTO LIUKIOCTIOPHH MJIH
TaKPOJTHMYC, TPHMETONPHM) } H OCOOCHO AHTATOHHCTH HA AIAOCTEpOHA HIH aHTHOTEH3WH PELENTOPHH
6rokepu. VmotpeGata Ha kanueBu NOGABKH, Kanuii-ChXpaHSBAIUM AWYPETHLHM HIIH KalHH-ChabpKal
3aMECTHTENIH Ha rOTBapCKaTa coll, 0C00CHO NPH NALMEHTH ¢ HapylleHa Ob0peyna QYHKIUA MOXE Oa JoBene
AO 3HAYMTCIHO TNOBUIIABAHE HA CEPYMHMs KanMi. XHNECPKaTMEMHATa MOXE N3 INPUYMHH CEPHO3HH,
MOHAKora (aTanHy apuTMAM. Kanuil chXpaHspamuTe AWYDETHIIM H AHTHOTEH3HH PELEITOPHHTE Snoxepu
Tp#bBa fa Ce HM3MON3BAT ¢ BHHMAHHE IIPH NalMEHTH, nphuemaiy ACE HHXHOHTODH, H cepyMHHA Kanuil u
OLOpeuHaTa dynkima Tpabea na ce HabmonasaT. AKO €OHOBPEMEHHATA ynoTpeba Ha rOPECIIOMEHATHTE
CPEACTBa C€ TIpHeMa 3a NOAXOomIa, Te TPAOBa na OBAAT M3NON3BAHM ¢ MOBHINEHO BHHMAHHME M MPH YECTO
KOHTPOIIMpaHe Ha CEpyMHUS Kanuii (BxX. Touka 4.5).

Cewvpzanu ¢ undanamud:

Boono-enexmponumen 6ananc

Cepymen nampuit

Tpabsa na Gvae H3cneBaH NPeaV HAYATOTO HA JIEYEHHETO, & ClIel TOBA PeXoBHO. [TOHHKEHHETO Ha
CEPYMHHSA HATpHH MoXe 1a 6be mepBOHaYaHO Ge3CHMITTOMHO U 3aTOBa € HAIOKHTEHO PEAOBHO
Hzcnensase. Hacnensanero Tpsabea na 6be 1M0-9€CTO IIPH HANPEHANA BHIPACT ¥ MAIHEHTH C LMPO3a (BXK.
TOYKH 4.8 U 4.9). Beako iedeHHe ¢ AHYPETHIM MOXE 13 NPUYHHE XHIIOHATPHEMHS MIOHAKOra ¢ MOHOTO
CEPHO3HM NOCIECAUL, XUITIOHATPHEMHS ¢ XHIOBOJIEMHA MOXKeE [a € [IPHYHHATA 32 AeXHApaTallHa »
OPTOCTATHYHA XHUIMOTOHHA, EAHOBpeMEHHaTa 3aryba Ha XIOpHAHH HOHH MOXe &a A0BeJe 10 BTOPHYHA
KOMIICHCATOPHA MeTabONHTHA aJIKAI03a: YECTOTaTa H CTEIICHTA Ha To3H eeKT ca crabH.

Cepymen xanuii
7T f, TERtTe

3ary6ata Ha Kannii ¢ XHIOKaJTHEMHA NPEICTARIABA OCHOBEH PHCK MPH THAHAHHUTE ANYPE & HF
AHAIO03H. XHMOKAJIMEMHATA MOXKE A IPEIM3BHKA MYCKYJIHU HapyineHus. Chobien /

padaoMHOMN3a, 0cO0EHO B KOHTEKCTA HA TeXKKa XHIOKATHEMHS. PHCKBT OT HACTHITAARS
(< 3,4 mmol/1l) Tps6Ba Aa ce mpeAOTBpaTABA NIPH HAKOH BHCOKOPHCKOBH ROIIYJIALY )
HanpeaHaia BL3pacT H/WIK ¢ HEAOXPaHBaHe, HE3aBHCHMO JATH NIPHEMAT WIH He nonsit SR
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CPEACTBa, NAUMEHTH € LHPO3a ¢ OTOUM H acLiWT, KOPOHAPHO OGONHH H NALMEHTH ChC ChPIEYHa
HENOCTATBEYHOCT.

B Te3un cnyyau XHMOKaNHEMHATa NOBUIIABA CHPACTHATA TOKCHYHOCT HAa ChPACHHHTE IHKO3HIH H PHCKA OT
PHUTHMHH HAPYIICHHA.

C noBHneH puck ca 1 MHHA ¢ yawoked QT HHTEpRan, HE3aBHCUMO JIAJIH TOH € C BPOJIEH WIH ATPOTEHEH
NPOA3XO[. XHITOKATHEMHATA, KAKTO H OpaAHKapAHATa, JeHCTBa KaTo GaxTop 61aronpHATCTBAIL
HACTHIIBAHETO HA TSKKH PHTBMHH HapylIeHUs, ocobeno torsades de pointes, kouro MoraT aa OBaat
daranHu.

B1B BCUuKH Ciryyan ¢ HEOOXORHUMO NO-4eCTO H3CAEABAHE HA CepyMHMA Kanui. [ThpBOTO H3C/ENBAHE Ha
CCpYMHMA Kanui TpaOBa Aa 6bae npes mepBaTa ceAMMUA ¢/ 3aMOYBAHE HA JICUCHHETO.

IIpH ycTaHoOBABaHE Ha HHCBLK KaNMit € HeoOX0AHMAa KOpeKUHA. XHIOKaNHEMHS, YCTAHOBCHA 3a€AHO C HHMCKA
CCPYMHa KOHUCHTPAINSA Ha MATHE3HH, MOXE J1a HE Ce MOBJIHAE OT JIEUEHHETO, OCBEH aKO CEPYMHUNT
MAarHe3nit He Ob/Ie KOpUTHpPaH.

Cepymen xanyuii

THa3HAHHTE NHYPETHIIA H TEXHWTE 2HAIO3W MOTAT Ja HAMaNAT YPHHHATA SKCKPELHA Ha Kallks H 12
MPEAN3BHKAT JICKO H MIPEXOAHO NOBHITABAHE Ha IUIA3MEHATA KOHLICHTPALMA Ha KAITLHUA. 3HAYHTEIHOTO
[TOBHIIICHHE Ha CEPYMHH KAIIIHH MOXE Jia C€ AbJDKK HA HEARATHOCTHLMPAH XHIEPIapaTHPEOHANILM. B
TO3H ClTy4ail JieueHHeTo TpAOBa 12 ce CIpe Npeay H3CIEABAHETO HA [TApaTHPeoUaHATa (PYHKIIHS.

Hnasmen mazuesuii
JokasaHo €, ¥e THA3HAWTE W TEXHHTE GHANO3H, BIIIOUHTETHO MHAANAMHKJ, NOBHIUABAT EKCKPELMSTA HA
MArHE3yH ¢ ypHHAT2, KOECTO MOXe a JOBEIe [0 XHIOMarnesneMus (BxK.Touku 4.5 u 4.8).

Kpvsna saxap
IIpocnensBaneTo Ha KPBBHATA 3aXap € BAXHO Npd nuabeTHiH, 0coBEHO MPH HATHYHE HA XHIIOKANTHEMHS.

ITuxoyna xucenuna
Ilpu narueHTH ¢ XHNEPYPHKEMHA MOXKeE [1a C€ MIOBHIIH PUCKBT OT [IOAATPO3HH MPHUCTEHITH.

bvopeyna gpynyus u duypemuyu
TuasuanuTe AMYPETHUM W TEXHHTE AHANIO3H €A HAMBIHO e(EKTHBHH CaMo IIpH HOpMaldHa GnOpedna
$yHKUMA Wi HpH MHHEMANHOTO H YBpexaaHe (CepyMeH KpeaTHHHH IPHOIH3HTENHO nox 25 mg/l, T.e. 220
pmol/] 3a Be3pacTHH).
I1py naupenTy B HanipeAHAA BB3PacT CTOMHOCTHTE HA CEPYMHHA KpeaTHHHH Tpa6Ba ja 6b1aT oleHABaHH
Cropen Bb3pacTTa, TENSCHOTO TErNO U noja no ¢opmynara Ha Cockroft:
cler = (140 - BB3pacT) x TenecHo Terno / 0,814 x cepyMeH KpeaTHHHUH,
KBJETO:

BE3PAcTTa ¢ PEACTABA B FOMHH,

TENCCHOTO Terno — B kg,

CEPYMHMST KpSaTHHHH — B micromol/l.
Tasu ¢gopmyna e nomxonsina 3a Mbxe B HaNpeIHANA Bh3PacT H TpAGBa Na Obje aNaNTHpPaHa 33 XeHH Tpe3
YMHOXaBaHe HA pe3ynTara no (,85.
XHIIOBOJIEMHATA, IOSBHIA CE B pe3ynTar Ha 3aryba Ha BojJa U HATPHH B HAYATIOTO HA AMYPCTHYHATA
Tepanys, OpCAU3BHKBA HAMANABAHE HA ITIOMEpyJIHaTa purTpanua. Tora MOXke Ja JoBeJe A0 [OBHIIABaHe Ha
CEPYMHHTE CTOMHOCTH Ha KpeaTHHUHA u ypesTa. Tasu npexoana GyHKIHoHANHA 6b6peyHa HeIOCTaTEYHOCT
HC BOIN 10 HEKETIAHH NMOCACACTBHA [IPH MALMEHTH ¢ HOpMaTHa Os0peuHa PyHKIHA, HO MOXE /d BITOLIH
€IHa HaTWyHa OBOpedHa HENOCTATHYHOCT.

Cnopmucmu
Cropticrate Tpa6Ba Aa 3HAAT, Y€ TO3H JIEKAPCTBEH NPOAYKT ChALPHXA AKTHRHO BEMISCTEO, KOSTO MOXe Ja
NPC/IM3BHAKA MO3HTHBHPAHE HA PE3YNTATHTE TIPU JONKHIOB KOHTPOIL,

Xopoudanen usnus, CURHO KbCOREOCMBO U GMMOPULHA 3AKDUMOBZBIHA ZAAVKOMA
CynonamuauTe WIH NPOU3BOAHWTE OT CyN(OHAMI JIEKAPCTBA MOTAT Ja IPHY
PCaKLA, H3pa3aBallia CE B XOPOURAIEH M3JIHB ¢ AC(EekT Ha 3PUTETHOTO NOJE,
OCTpa 3aKpHTOBIKIHA ITTayKoMa, CUMITOMHTE BKNFOYBAT OCTPO HAYIO Ha Ha
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09Ha 0O/IKa H OOMKHOBEHO CE MOABABAT B PAMKHTE HA YACOBE 10 CEAMHULM Cle] 3an04BaHe HA IPHEMa Ha
JICKapCTBOTO. HenekyBsaHara 3aKpHTOBIBITHA ITIayKOMa MOKE Ja IOBEAE 10 OCTOSHHA 3ary6a Ha 3peHHe.
[TepBOHAYANHOTO NEUEHNUE Ce H3pa3iBa B CIIMPAHE [IPHEMA Ha JIEKAPCTBOTO KONKOTO Ce MOXE TO-CKOPO.
Moxe Nia ce HalOXKH J1a ce OGMUCITH CHOTBETHO MEIHIIMHCKO A XHPYPrUYHO JIEYEHHUE, AKO BETPEOYHOTO
HAATAaHE 0CTaBa HCKOHTPOIUPAHO. PUCKOBHTE (pakTOpPH 33 pa3BHTHETO HA OCTPA 3UKPUMObIBIANG [TIAYKOMA
MOTaT /1a BKIIOYBAT IPCANIECCTBAILA ANEPrust KbM CyadOHaAMHUIH HIH NCHULIHH.

4.5 JlexapcTsenn B3anMofeiicTBIS W ApPYTH GOPMH Ha B3aHMoAeiicTBHE

Obuu 3a nepundonpun u UHOANAMUO:
KomOunayuu, xoumo ne ce npengpeyisam.

JIHTHEBH RpenapaTH: UMa CHOOIIEHNS 32 0GPATHMO NOBHIIABAHE HA CEPYMHHTE KOHUEHTPALIMH HA JIUTHS
H TOKCHIHH PECAKLIUH TIPH €AHOBPEMECHHO NPHIOKEHHE Ha JIMTHEBH npenapati v ACE uHxuOuTopu.
Ynotpebata Ha NepUHAONIPHA B KOMOHHAIIN ¢ HHIANAMH], K JTATHEBH NPEMApaTH He e PEnophYEa, HO aKO
Ce HaNoXH KOMOHHUpaHe, TpA6Ba J1a ce MPoBe/Ie BAUMATE/IHO KOHTPOJIAPAHE HA CEPYMHHS JTHTHI (BX.
TOuKa 4.4).

Kombunayuu, HIHCKBAIMI CREUUANNRO SHRUMABHUE:

- BaxkuoheH:NOBHILCH AHTHXHNIEPTeH3UBEH edekT. KoHTposMpaHe Ha KPbBHOTO HANIATAHE W IIPH HYX/A
KOPEKIMA HA [103aTa HA aHTHXHIEPTEH3UBHOTO CPENICTRO..

- HecTeponann npoTHBOBBL3INANMTEHH JeKapcTBeHH npoaykTh (HCIIBC) (BKAI0OYHTEHO
AUCTHACANHITHA0BA KHCCAHHA > 3g/neH): korato ACE nuxubuTopH ce npHeMaT eJHOBPEMEHHO C
HECTCPOHAHH NPOTHBOBB3NATHTCAHH JIEKAPCTBEHH NPOAyKTH (HAaIp. aUeTHWICATHIUIOBA KHCE/IMHA B
A03M 34 neveHue Ha Be3naneHus, COX-2 unxuburopu v HecenektueHA HCTIBC) Moxe za ce HaManu
AHTHXHNCPTCH3UBHNUA eekT. EnnoBpemenHara ynorpeba Ha ACE unxu6uropn 1 HCIIBC Moxe na
AOCBCIIC 10 MOBHIIEH PHUCK OT BAOIDaBaHe Ha 6bOpeyHaTa GyHKLHA BRITIOUHTEIHO H BB3MOXHA OCTpa
6BOpedHa HEAOCTATEUHOCT ¥ NIOBHINABAHE Ha CEPYMHNA KATHI 0COGEHO HPH NALMECHTH ¢ NpeallecTBalla
cnaba 6s0peyHa dynkuma. KomGunauuara tpabea na ce NpRAara ¢ BHUMaH#ue oco0eHO NpH NAIHEHTH B
HanpenHana se3pact. [lanuenture Tpadra Aa ca noOpe XHApaTHPaHH KATO CIEABA Ja e NPOCIeaH
GpOpeyHara GyHKIHA Clie3 3aN0YBaHE HA ETHOBPEMEHHOTO JIEUEHHE, KAKTO ¥ MEPHOLHIHO CIIEJ TOBA.

Kombunayuu, HIUCKEAWU SRUMARIEC:

- HmunpaMuHONOR06HN aHTHAENPECAHTH (TPHEHKAHYHH), HEBPOJIENTHIH: TOBHINEH
aHTHXHIICPTCH3HBEH €)eKT 1 NOBHLICH PHCK OT OPTOCTATHYHA XMIIOTOHHS (3IUTHREH e(eKT).

Cewvpsanu ¢ nepundonpun:

JlaHHH OT KIWHMYHH TNPOYYBaHUS IIOKa3BaT, 4Ye MBOHHOTO OGNOKMpAaHE HA DEHHMH -aHTHOTEH3HH
anpocreporosara cucrema (PAAC) upes kombunupanara ynorpe6a Ha ACE HHXHOHTOPH, aHrHOTER3HH I1-
PELENTOPHA ONOKEpH HAN AJMCKHPEH CE CBhP3BA C IIO-BHCOKA YECTOTAa HA HEXelNaHH CHOMUTHA, KaTo
HallpHUMED XMINOTOHHA, XHICPKAIHEMHA H HaMaldBaHe Ha OnOpeuHata ¢yHKOMA (BKIIOUHMTENHO OCTpa
OBOpetHa HEAOCTAaTHYIHOCT), B CPaBHEHHE ¢ YNOTPeOaTa CaMo Ha eXHO CPeNCTBO, neHCTRANO BEpXY PAAC
(BK. ToukH 4.3, 4.4 u 5.1).

Jlexapcmea, nosuwasawu pucka om anzuoedem
EnnoBpeMenHara ynotpeGa Ha ACE uHxu6utopn che cakyOHTPIUVBANCAPTAH € MPOTHBOMOKA3AHA, Thil KATO
TOBA NOBULIABA PHCKA OT aHTHOeHEM (BX.To9kH 4.3 ¥ 4.4). Cakyburpun/sancaprasd ne TpAOBa Ja ce 3amousa
MPENH a €3 M3MHHANH 36 Yaca OT IIpHEMa Ha ITOCNeHATA J034 OT TEpAlHATa ¢ nepunaonpwl. JleueHue c
NEPHHAONPHI He TPA0Ba a ce 3anoyBa npey Ja ca W3IMHHAJH 36 4aca ciie npUeMa Ha IoCNeaHata 1033 OT
cakyOHuTpHII/BanicapTaH (BX.ToukH 4.3 1 4.4),

Ennoepemennara ynorpeba Ha ACE urxuburops ¢ panekagotpwi, mTOR HHXAGHTOPH (HAIID. CHPOIEMYC,
CBEPOAUMYC, TEMCHPOJHMYC) M IJIHOTHHH (Hamp. JMHArIANTHH, CaKCarily

BHJIZArTHNTHH) MOXeE 1a JOBEE 10 NOBULIEH PHCK OT aHFHoeleM (BXK.Touka 4.4).

Jexapcmsea, NP eoU3sUKEAUiN XUNEePKAAUCMUR
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Bripexy, ye cepyMHMA Kannii oGHKHOBEHO OCTABA B HOPMANHHM I'DAHMUM, XMIEPKAUIHEMHA MOXKe Aa Ce
[IOABH NPH HAKOH MALMEHTH, fekyBaHH ¢ Homumpen bu-®Oopre. Haxou nexapcrBa MIM TepaneBTHYHH
K/IACOBE MOraT Aa YBENUYAT YeCTOTaTa Ha XUITEPKANHEMHS: aTHCKHPEH, KAIHEBH COJIM, KANH-ChXPaHABALIH
AHYpPETHIH (Hanp. CIOMPOHONAKTOH, TpHaMTepeH Wix aMmmiopua), ACE-HHXMOMTOPH, aHTaroHHMCTH Ha
anruoTeHsuH-11 peuenrropure, HCTIBC, xenapuHy, MMyHOMOTHCKAM CPEACTBA, KAaTO LMKIOCIOPHH WIH
TaKpONHUMYC, TPHMETOIPHM H KOTPHUMOKCA30J (TPHMETONPUM/CyIipaMeETOKCa301), ThH KaTO € H3BECTHO, Y€
TPYMETONPUM ACHCTBA KaTO Kanui CbXpaHapam AWYPETHK Kato ammwiopuna. KomOuHaumsTa OT Te3u
JICKapCTBA YBEIUYABA pUCKA OT Xunepxkanruemud. [lopaam ropa, komOnHHpareTo Ha Honunpen bu-®opre ¢
FOPCCIIOMCHATHTE JICKapCTBa HE Ce NpenopbhuBa. AKO € NpeAnMcaHa eTHOBpeMeHHa yrioTpeda, TpaOBa aa ce
DOAX0XAA C BHHMaHHE 1 € YeCTO MpOoCneABate Ha CepyMHEH KaIuii.

Kombunayuu, xoumo cg nponiigonoKkasanu (8xc. movka 4.3):

Amucknpen: [Ipn namyentTHTe ¢ aMaber wiH HapynieHa OuOpeuHa (QYHKUMS CE yBEJIHYAaBA PHCKA OT
XHIIEpKaTHeMHA, BlloMaBaHe Ha OpOpeuHaTa PyHKIMA B CHPACYHOCHA0BATA 3a001€BAEMOCT H CMBPTHOCT.

ExcTrpaxopnopajHu JedyeHus:

EkcrpakoprniopansH e4eHHs, BOAEIIH O KOHTAKT HA KPBHBTA ¢ OTPHLATEIHO 3ape/ICHH MOBLPXHOCTH, KAaTO
‘HaMpUMEp JHajiH3a HIH XeMODMIATpalMs ¢ ONpeneIcHHd BHCOKOMPOMYCKAHBH MeMOpaHu (Hamp.
NONHAKPUIIOHHTPHITHH MeMOpaHu) ¥ adepesa Ha JUMONPOTEHHH ¢ HHCKA IUTBTHOCT ¢ JEKCTPaHoB cyndar,
NOpaNH MOBHIIEH PHCK OT TEXKH aHaQHUAAKTOMAHM peakuuH (BX. Touka 4.3). [Ipy HeobSxoamMmocT oT
noaobHo nedeHHe TpabBa Aa ce OOMHCIH H3NOA3BAHE HA APYr THN JHAIM3HH MeMOpanH Wid Ha
AHTHXHIICPTEH3WBHO CPEACTBO OT APYT KJIAC.

Kombunavuuu, xoumo ue ce npenopvusam:

-Aanckupen: IIpn nanpenTHTe Ges aAuaber v HapymeHa 6u6pedna GyHKIHA ce YBEIHYABA PHCKA OT
XHIICPKATHEMHS, BIIOIABaHE Ha ObOpEUHATA (PYHKIHA ¥ CBPICHHOCHA0BATA 3a00MeBaeMOCT H CMBPTHOCT
{Bk. TOuKa 4.4).
-Kombuaupano jegenie ¢ ACE- nHXHORTOpD H aHrHOTeH3HH-penenTOPeH 6a0Kep: B nuTepatyparta ce
ChOOIABA, Y€ NPH MALUEHTH C YCTAHOBEHO aTEPOCKIEPOTHIHO 3a00/MBaHe, ChPACYHa HEAOCTATHYHOCT WIH
Anaber ¢ kpaliHO opragHo yBpexaane koMGruaparnoTo neueHie ¢ ACE- HHEXHOUTOD H aHTHOTEH3HH-
peLenTopeH OMIOKEP € CBBP3aHO C [IOBHINEHA YECTOTA HA XMIIOTOHMS, CHHKOII, XUIICPKAHEMHS H RIIOIIABAHE
Ha ObOpeuHaTa dyHK1MA (BRIIOYHTENHO OCTpa GEOpeUHa HEAOCTATHYHOCT) B CPABHEHHE ¢ ynoTpebara Ha
CAHH PCHHH-aHI'HOTCH3IUH-AIAO0CTEPOH — NeHCTBAll areHT, JABoiHOTO On0KHpaHe (Hanp. Ype3 KoMOHHHpaHe
Ha ACE- uHXuOMTOp ¢ aHTaroHMcT Ha aHrnoTeHsuH-11 penerrropuTe) TpAGBa Aa ce OrpaHHYaBa caMo 10
OTACIIHH CAy4an ¢ HEMOCPEACTBEHO Habmonenue Ha 6p6pednaTa GyHKUHA, CEPYMHHS KaTHil U KPBBHOTO
Hajiarane (BxX. Touka 4.4).
-EcTpaMycTun: Puck 0T yBenHuaBaHe Ha HEXENAHHTE PEAKIIHM, KaTO AHTHOHEBPOTHUCH OTOK (aHTHOCHEM).
- Kaanii-chbXpanaBallH IHYpeTHOH (HAIIP, TPHAMTEPEH,AMHIOPHA. .. ), KarHii (comm): XumepkanueMus
(moTeHUHANHO daTarHa), 0coGeHO ChBMECTHO ¢ 6B0peYHa HEeIOCTATLYHOCT (AIHTHREH XUMEPKATHEMHYEH
edexr). KomOuHMpaHeTo Ha NEPUHIONPHI ¢ FTOPECTIOMEHATHTE JIEKapCTRa HE ¢ NPEnopbyBa (BkK. TOUKA
4.4). AKo BBIIPEKH TOBA € MOKa3aHA KOMOHHHpaHa ynoTpeba, T4 TpAGBa a ce MPOBekAa BHUMATEHO H ¢
PEROBHO HAOMOACHHE HAa CEPYMHHA Kanuii. 3a ynoTpeba Ha CIIHPOHOIAKTOH IPH ChPJCHHA
HEOCTATHYHOCT BXK. Toukara ,, KOMOUHAIIMH, H3HCKBAIIH CIICLIHATHO BHAMaHHE™,

KomOunaguu, U3LCKEAULH CREUUARHO SHUMARNE:

- AHTHAHAGETHH cpeAcTBA (HHCYHH, NePOPaIHH XHIOTINKeMHATHH TIpeNapaTH):

EnviaeMHoNOruaH1Te Npoy4YBaHus IIPEANONAraT, 9¢ efHOBpeMEeHHOTO npmioxkenne Ha ACE- nuxuburopH u
NPOTHBOAHA0ETHH MEIHKAMEHTH (MHCY/IRH, NEPOPANHH XHIOTIMKEMHUHH MPENapaTH) MOXE A2 N0BEAeS
0 3aCHICH e(EKT Ha HaMaIABaHe Ha KPBBHATA 3aXap ¢ PHUCK OT XHNOrHkeMHA. ToBa ABICHHE HITIEKNA

O0bOpeYHa HEAOCTATEYHOCT
-  Kaanii-HechXpansBalH AMypeTHNH: [JauMeHTHTE, NPHEMAIIN AUYPETHIM,
3aryba Ha obeM WM CONM MOTaT Ja MOYYBCTBAT NPEKOMEPHO NOHWKABAHE Ha
3anoy4BaHe Ha JieueHue ¢ ACE-unuxnbuTop. Bp3MOXKHOCTTa 33 XMIIOTOHHYHH e
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HpE3 CIIHpAHE HA NHYPETHKA UJIH 1pe3 yBeaWdaBaHe Ha o0eMa WK NpHeMa Ha CONH Npely HAYAIoTO Ha
JICHCHHE ¢ HUCKY H MOCTEIIEHHO HAPACTBAIM A03H ITEPHHIOMIPUI.
Tlpu apmepuanna xunepmonus, XoraTo NpeIHIIHO JCUEHHE ¢ AUYPETHK MOXKE /1a € MIPUUMHIIO 3ary6a Ha
conu/obeM, TpaOBa WM TIPEAM 3aMOMBAHETO Ha ACE-uaxuburop na ce cnpe ONypeTHKLT (B TAKEHB
CIy4ai BIIOC/IEACTBHE MOXE NIOBTOPHO [a C€ BhBEZAE Kalui-HeChXpaHSIBalll JHYPETHK), WIH IPUEMBT Ha
ACEHHXHOHUTOD 1a Ce 3aMouHe ¢ HUCKA [103a H IPOrPECHBHO Ja HAPACTBA.
IIpu xonzecmuena cvpleuna nedocmamvyunocm, AEKY8ana c ouypemux, npueMsT Ha ACE-HHxHOUTOD
TpAOBA Jia 3al09HE € MHOTO HHCKA 1034, 110 BB3MOKHOCT CJIe]l HAMAIABAHE HA J03aTA HA CBBP3aHUA
K&THH-HEChX paHABALl THYPETHK.
Bee BCHUKH cnyuan TpaGBa ARa ce HaGmonaBa OnLOpeuHaTa (YHKIMA (HHBATA HA KPEATMHMH) Npe3
MBPBHTE HAKOJIIKO CEAMHIM Ha eucHueTo ¢ ACE-nHxuburop.

- Kajni-cbxpansisamu JHypeTHUH (eNJIepeHoH, CTMPOROIAKTON): C SIUIepeHOH Wi CHPOHOMAKTOH
B HUCKH 1034 oT 12,5 no 50 mg Ha aeH u ¢ ACE-UHXHGHTOPH B HHCKH JO3M:
ITpu neyenne Ha chpaedHa HegocTaThbuHOCT OT Kiac 1I-IV (NYHA) ¢ ¢paxuma Ha m3Tnackpane < 40% n
npefHHO neveHne ¢ ACE-MHXHOHTOpH M OpPHMKOBH AMYPETHUM CBIXSCTBYBA PHCK OT MOTEHIHAIHO
(haTanHa xunepkanHeMus, 0cOGEHO IPH HECNA3BARE HA NIPEANHACAHKTE [IPENIOPHKH 33 TA3H KOMGHHALNA.
Ilpean na 3anoyHere KOMOHHHPAHOTO JicUEHNAE, IPOBEPETE OTCHCTBUETO HA XHIIEPKATHEMUA 1 HapylleHa
Obbpeuna dyHxus.
[IpenopruBa ce CTPHKTHO HaOMNIOficHHE 3@ KATMEMHS H KPEaTHHHHEMHS GKECSAMMYHO Npe3 ThPBHS
MECell OT JICYCHHETO H €XEMECEUHO BIIOCIEACTBHE.

Kombunauuu, uzuckeauqu enumanue:

- AHTHXHNEPTEH3ABHH CPEeACTBA U BA3OAHIATATOpH: EaHOBpeMeHHaTa ynoTpeGa Ha Te3H BemecTBa
MOXKCE l1a yBCJIHYH XHIIOTOHHYHOTO ACHCTBHE HA NEPHHAONPHIL. KOMOHHNpPaHETO ¢ HHTPOTJIHLEPHH H
APYTH HATPATH HJIH JAPYTH Ba30QWUIATATOPH MOXE JOMBIIHUTENHO Ja IOHWKH KPhBHOTO HAJIATAHE.

- ANOMYPHHOJI, WHTOCTATHIIH HJIH HMYHOCYIIPECHBHH CPEACTBA, CHCTEMHH KOPTHKOCTEPOHAH BJIH
OPOKAHHAMHA: CAHOBpeMEHHOTO npunarane ¢ ACE uuxuburopu Moxe 1a foBene N0 TOBHIIEH PUCK OT
NIEBKOIEHHA (BXK. TOUKa 4.4).

- Anecternn: ACE HHXMOHTOPHTE MOTaT 1 3acH/IAT XHIOTEH3MBHHTE e(deKTH Ha HAKOH aHECTETHIIH
(Bk. TouKka 4.4).

- CumnaroMmuMeTnun: CUMIATOMHMETHIIWTE MOTAT A3 HAMAIAT AHTUXMTIEPTCH3UBHOTO ACHCTBUE HA
ACE- naxuburopure.

- 3haaTHH npenapaTH: HMa PeIKH CHLOGIICHHS 33 HHTPHTOMAHN PEaKIMH (CHMITTOMATHKATA BIUTIOYBA
3a4CPBABAHE HA JTHLCTO, FaAcHe, MOBPHINAHE H XHIIOTOHMA ) TIPH NALMEHTH NPOBEK AN TEPAITHS C
MHKCKIHOHHO 371aT0 (HATPHEB aypOTHOMANAT) M enHoBpeMeHHo ACE-HHXUOHTOPHO leTenpe,
BKJIIOYHTENTHO ¢ IIEPUHIONPUA.

Cevpzanu c undanamuod.
Kombunauuu, usucxequu CRERUANHO GHUMANHUE:

~ JlekapeTBeHn cpenacTBa npeaAnsBUKBamy torsades de pointes: MopagH pUCKa OT XUIIOKATHEMHS,
HHAQNaMH]| TPsOBa [ia Ce NpHIara ¢ NOBHILCHO BHUMaHHE B KOMOHHALMA ¢ NEeKapcTBEHH MPOAYKTH,
KOHTO MPEAU3BUKBAT torsades de pointes, KaTo, HO HE CaMO:

- KJac la aHTHAPHTMMYHHA CPeCTBa (HAMp. XMHUAMH, XHIPOXHHMIHH, AH30NMUPaMuL),

- Knac Il anTHapuTMiuHE cpencTBa (Hanp. aMuonapoH, AodeTIw, HOYTWIAA, GpeTHInyM, coTaon),

- HAKOH aHTHIICHXOTHLIM

(peHOTHA3HHN (HANp. XIOPNPOMa3HH, MaMEMa3HH, JIEBOMETIPOMAsHH, THOPHAA3HH, TpudITyonepasusn),

Gerzamum (Hanp. aMUCYNNpPUT, CYSMPHA, CyITONPHI, THATIPHI),

OyTHpOGCHOHM (HarIp. APONEPHION, XaTOIEPHION),

APYFH aHTHOCHXOTHLM (HATIp. MUMO3HA),

JAPYTH CYOCTaHIMH (Harp. Genpuwi, msanpuy, AW(eMaHILT, epUTPOMHLMEH i.V., XATO(haHTPHH, MH30IACTHH,

MOKCHOIOKCAIMH, NEHTAMHARH, CIApIOKCAHH, BUHKAMHH 1.v., METAI0H, 2CTEMH301, / -jmrl-
/la c¢ npenoTBpaTABa XUNOKATHEMHATA, AKO € HEOOXOMMMO 113 C& KOPHTHPA: KOHTPQIHPANS 2 15 '{76;@:

HHTEpBaJl.
- JlekapcTBeHH cpecTBR NOHHAKABALIH CEPYMHMSN Kajamii: amporepuLus B .
ITIOKOKOPTHKOHIH H MHHEPANKOPTHKOHAM (38 CHCTEMHO TIPHIIOKECHHE), TETP Jkézaks B
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MEPHCTANTHKATA TAKCATHBHH CPEACTBA: MOBHIIECH PUCK OT XUIOKaNHueMus (aauTHBeH edekr). Jla ce
KOHTPONHPA CEPYMHNSA KAIHWH H aKo € HeOoOXOAHMO Aa Ce KOpUrHpa; 0co0eHo BHHMaHHE € HEOOXOOUMO B
Cily4ai Ha JICYEHHE CANTHTATMCOBH npenapaty. Tpsabsa a ce H3MoN3BaT HECTUMYIHPANIH JIAKCATHBHH
CpEACTRA.

- /IMrHTANHCOBH npenapaTH: XHOOKATHEMHATA H/HIH XHTIOMATHE3HEMUATA [PEAPA3NONATraT KbM
AUTHTATHCOBA TOKCHMYHOCT. [Ipenoprasa ce Aa ce nmpocnenssa naa3MeHda Kanui, maraesnii u EKT n,
aKo € HeoOX0MHMO, neveHHeTo a 6b/1e KOPHTHPaHO.

- Asonypunoua: KoMOMHHPaHOTO NIEUeHHE C HHAANAMH MOKE [ YBEIHYH YeCTOTATA HA PeaKkLMH Ha
CBPBXYYBCTBHTEIHOCT K'bM aJIOITYPHHOI.

Kombunayuu, HIUCKEQW U BRUMAHUE:

-  Kaamii coXpaHsgBamu ARYPETHIH (AMHIOPHA, COMPOHOJIAKTOH, TPHAMTEPeH): BEIIPEKH, Y€
pPauHOHANHHTE KOMOHHAIMH ca OT MOJT3a 32 HAKOM NAlMEHTH, BCE NAK MOTaT [a CE MFOABAT XUNOKATAEMHS
HIH XHTOHATpHEeMHA (0COOEHO NPpH nauueHTH ¢ 6p0peyHa HeROCTATRYHOCT Wi Ouaber). [Tnasmenus
kanmit 1 EKI” Tpadea xa ce npocnendsar u, ako e Heo6X0IUMO, JIeYeHHETO Aa Ce npepasrieaa.

- Merdopmun: puck oT nakTaTHa alHA032 NPEAU3BHKaHa OT MeTGOPMHH, TIOPATH BB3MOKHA
¢yHxonanna 656peuna REXOCTATHIHOCT CBHP3aHA C JUYPETHIH H 0COOCHO ¢ OpHMKOBH AHYPETHLIM.
/la He ce H3NON3Ba METGOPMHH, aKO CEPYMHHAT KpeaTHHHH Haaeamasa 15 mg/l (135 micromol/l) 3a
mbke H 12 mg/l (110 micromol/]) za xenn.

- Hoa-chanpxammn KOHTPACTHH CPEACTBA: B C1y4ai HA NeXuApaTallHd NpeRH3BHKAHA OT AUYPETHIIN,
CBIIECTBYBa NIOBHIIECH PHCK OT OcTpa OBOpeuHa HeAOCTATHUHOCT, 0COOEHO NpH YNoTpeba Ha BUCOKH
034 HOA-CHABPKALIM KOHTPACTHH cpencTsa. Tpsabba Na ce NpoBeNe peXUAPATaLHs NIPEAH IPWIATAHETO
Ha HOA-CBHABPKANIOTO KOHTPACTHO BELIECTRO.

- Kaanmii (conn): puck oT NoBUIaBaHE HA CEPyMHHA KALMi, TOPaAl HAMANEHa eAHMHHALIAS Ha KATLHit
C ypHHATA.

- IIHKNOCTIOpHH, TAKPOIHMYC: PHCK OT NOBMIIABAHE HA CEPYMHHUs KPEATHHAH 0€3 MPOMAHA Ha
LMPKYTHpallinsg MUKTOCTIOPHH, hayke H IpH KICA Ha 3aryba Ha conm U Boaa.

- KopTHKOCTEpOHaH, TeTPaKo3aKTH] (CHCTEMHO NPHJICHKEHHE): HAMATSIBAHE HA AHTHXHNEPTEH3UBHIA
edexT (3aabpKaHe Ha CON H BOAA ABDKAINO CE HA KOPTHKOCTEPOHIHUTE).

4.6 DepTHAHTET, HPEMEHHOCT H KbPMEHe

ITpensun eexTHTe Ha OTACTHUTE CHCTABKH B TO3H JIEKAPCTBEH NPOAYKT BHPXY GPEMEHHOCTTA U KBPMEHETO,
Homunpen bu-®opre re ce npenopsusa 1pe3 mspBHA TPHMECTED 0T GpemenroctTa. Honunpen bu-@opre e
NPOTHBONOKA3aH N0 BpEME HA BTOPHA H TPETHA TPHMECTHP OT OpeMeHHOCTTa.

Honumpen bu-@opre He ce npenopsupa no BpeMe Ha KbpMeHe. Tpa6Ba Aa ce BIeMe pellcHHEe JalH 13 ce
IIPEKBCHE KbPMEHETO UTH Ja ce cnpe Honunpen bu-Oopre npeasu BaXXHOCTTA HAa TOBA JICUCHHE 33
MakKkara.

bpeMeHHOCT

Cevpsanu ¢ nepundonpun.:

He ce mnpenopbypa ynorpe6ata na ACE HHXHOHTOpPH N0 BpeME¢ HR NBLPBHS TPHUMECTHP OT
OpemenHocTTa (B2K.4.4). Ynorpe6ara na ACE unxuGuropn e NPOTHBOMOKA3AHA N0 BpeMe HA BTOPHA N
TPeTHH TPHMECTLP 0T OpeMennocTTa (BK. TOUKH 4.3 M 4.4).

EnvaeMuonoriaHyTe 1aHHH OTHOCHO PHCKA OT TEPATOTeHEH e(DeKT KaTo PesyNTar oT ekcnosuuus Ha ACE
HHXHOMTOPH [0 BpeMe Ha ITbpBHA TPUMECTEP OT GPEMEHHOCTTA He ca YOEHHTEIHN: BCE NMAK HE MOXKE Ia CE
H3KMOYH JICKO NIOBUIIABaHE Ha pucka. [1alHeHTKHTE, KONTO IIaHHpaT OpeMEHHOCT, TpA0Ba Aa IPEMHHAT Ha
AITCPHATHBHO AHTHXHINICPTCH3HBHO JIEYCHHE, KOETO € C YCTaHOBeH mpodmn Ha 6e3onacHocT 3a ynorpeba no
BpeMe Ha OPEMEHHOCT, OCBEH aKo NMPOTBDKHTENHOTO edenne ¢ ACE MHXuGHTOD He ce cueTe 3a KpaHHO
HeobxoauMo. Korato 6pemenHoctTa € noTebpacHa, neueHneto ¢ ACE HHXHOGHTOPH Tpa6GBa He3abaBHO 1a ce
NpCYCTaHOBH H, 8KO € NOAXO/MIIO, Aa CE 3ANI0YHE ANTEPHATHBHO JICYCHHE.

—
[
| 4
-
-

H3BecTHO ¢, ye exkcnosummaTa Ha jevenne ¢ ACE HHXHOHTOPH MO BpEME Ha BTOD i KCPETHS TR
MPCAH3BHKBA (ETOTOKCHYHOCT MPH 40Beka (HamanaBaHe Ka OnOpeuHata dyHKWASE- Mg PEARAMNITE
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3a0aBAHe Ha OCHOHKALMATA HA YEpEna) ¥ HEOHATATHA TOKCHYHOCT (OpOpeyHa HEAOCTATHYHOCT, XHIIOTOHHA,
XHTIEpKanueMus) (BXx. Touka 5.3).

Axo excniosuumaTa Ha ACE HHEXHOGHTOD ce CllydaH OT BTOpHS TPHMECTBD OT GPEMEHHOCTTA, CE npenopuYsa
YATPa3ByKOBO Npoc/iefdaBaHe Ha Ob0peunaTa yHKUHA U Yepena.

HoBoponenure, uniito Maliku ca npueManu ACE unxuburopu, TpaGea ga ce HabmronapaT BHUMATEIHO 3a
XUIOTOHMA (BX. TOYKH 4.3 H 4.4).

Cenpaani ¢ undanamuo.

JInmceaT WM MMa OrpaHHYEHM AaHHH (mo-Manko or 300 3aBBPIIWNN OPEMEHHOCTH) OT ymnoTpeOaTa Ha
HHIANAMUA, py OpeMeHHM keHH. [IpoabmKuTeNHaTa THAHAHA EKCHO3MLMA NPE3 TPETHA TPUMECTHP Ha
bpeMeHHOCTTA MOXe /la HAManu NNa3MeHHs o6eM Ha MaliHHHS OPTaHM3BM, KAKTO H yTEpO-IUIaLiCHTAPHHS
KPBHBOTOK, KOETO MOXE Ja IPHYUHY (eTo-ITaleHTapHa HCXEMHUA H 3a0aBAHe Ha pacTexa.

[IpoyyBaHHATa TIPH KHBOTHH HE [MOKA3BAT MPEKH WIH KOCBEHH BpPEAHH OCHCTBHA N0 OTHOLICHHE HA
PENpOAYKTHBHATA TOKCHYHOCT (BXK. TOUKA 5.3).

Karo npeanasha MApka, 3a mpeanoymTase € Aa ce w36Area ynorpebara Ha HHAAAMHL 11O BpEMeE Ha
OpeMeHHOCT.

Kbhpmene:
Honunpen bu-®opre He ce npenopnyBa NpH KEPMEHE.

Cevp3aru c nepuHOOnpUA:

[Topann nunca Ha ¥HQpOPMALMA OTHOCHO ynioTpebaTa Ha NEPHHACIIPHII TI0 BpEME Ha KbPMEHE, IEPHHIONPHI
HE CC IIPENOPBYBA H B TO3H CITy4YaH 3a NPEANOYHTAHE Ca ATTEPHATURHH JICUCHHS ¢ NMO-J00pe YCTaHOBEH
npodui Ha 0€30IacHOCT, 0COBEH0 KOraTo CE Kacae 3a KBPMEHE Ha HOBOPOACHC WIH HA [IPEXKAEBPEMEHHO
POLEHO AETE.

Cevp3anu ¢ uHOanamuo;

HaMa nocTaThbyHO MHGOpPMAlKMA 33 eKCKPETHPAHETO HA MHJMIIAMHI, WIH MeTabONMTHTE MYy B KbpMATA.
Moske na ce NosBA CBPBEXYYBCTBHTENHOCT KBM CyII(GOHAMHIHM MPOM3BOAHK M XMnokanvemus. He mosxe na
C€ M3KJIIOYH PHUCK 32 HOBOPOAEHHTE/KEPMAYETAaTa.

HHanamMu ©Ma rojisiMo CXOACTBO ¢ THA3HAHMTE AHYPETHLH, KOHTO €A CBBP3aHM B IEPUOAA Ha KBPMEHE €
MOHMXCHHE HIIH JOPH CNMpPaHe Ha OTACISHETO HAa KbPMA.

HHpanamMuz He ce npenopbyBa 1o BpeMe Ha KbPMEHe.

PepTHANTET
Obwo 3a nepundonpun u uHdanamMud

[IpoyBaHusATa 32 peNPOAYKTHBHA TOKCHIHOCT HE NOKA3BAT RIMAHHE BEPXY PEPTHIHTETA NPH KEHCKH H
MBXKH IUTEXOBE (BX. TOUKA 5.3). He ce oyaksa BiHsHKE BEPXY ¢epTHNRTETA IIPH XOPpa.

4.7 EdexTH Bbpxy cnocoGHocTTa 32 modHpaHe U padora ¢ MAIHHH

JIBETC aKTHBHM BeWIECTBA, MOOTAENHO WM B KomOuHars B Homumpen Bu-®opre, He OKa3BaT BAHSHHE
BLPXY CTOCOOHOCTTA 3a IIodHpaHe H paGoTa ¢ MAMHH, HO NMPH HAKOW MALMEHTH MOTAT 4@ HACTBILIT
HHIUBWAYAlHM DEAKLUWH CBBpP3aHH ¢ NOHMAABaHE HA KPBBHOTO HAlAraHe, oco0eHo TO Ha
NEYECHHETO UITH B KOMOHHALNA C IPYTH AHTHXUIIEPTEH3HBHE CPEACTBA.

B pesyarat Ha ToBa Moke Aa ce HapymH criocoGHOCTTA 2a liodupane wik paboTa ¢ M

4.8 HexeJaHH JeKAPCTBEHH peaKIHuH
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a. O6061eH npogun Ha Hez0NnaCHOCT

Ilpunaranero Ha NepMHAONPHN HHXMOUPA OCTA PEHUH-AHTHOTEH3HH-ANAOCTEPOH U BOAH A0 TEHACHLHA KbM
HaMansBaHEC Ha KandeBara 3aryda npuuuHeHa ot nHaanaMHa. [llect npoiieHTa OT NAIMEHTHTE HA JIEYeHHE C
Honunpen bu-®opre nonygasar xunokamdeMus (cepyMeH xanuii < 3,4 mmol/l).

Haii-4ecTo Ha0monaBannTe HEXENaHH peaKLH ca:

- C NEPHUHACNPHIL: 3aMasAHOCT, [JIABO0ONHE, NapecTe3ns, JUCTEY3HsA, 3pUTE/IHA HAPYLUCHHUA,
CBETOBBPTEXK, IIYM B YIIHTE, XUMOTOHHSA, KALIUTHIA, JACITHEA, KOPEMHH OOJIKH, 3aleK,
AUCTICNICHSA, THAPHS, raJie¢He, NOBPLIIaHe, ChpOex, 0OpHB, MYCKYJTHH CNIa3MH H aCTEHHI.

- © HHAANaMHJ: XHIOKATHEMHA, PEaKUHM HA CBPBXIYBCTBHTEIHOCT, OCHOBRO KOXHH, IMpH
MalMCHTH, MNPEAPasnoNiOXEeHH KbM aNepruyHH PeakiHH W acTMa H MaKyJoNnamyJo3HH
0OpHBH.

b. Tabnu4eH cnuchK HA HEXENAHWTE PEAKIIHH

CrneanuTe HeXeNanu NEKapCTBEHH PeakUMd ¢a HabmoNaBaHH MO BpeMe Ha KIHHWYHH W3NMTBAHHA WEDTH

NOCTMAapKETUHIOBA YIIOTPEOa ca NoJpeieHH Cope] YeCTOTaTa CH MO CNSAHUA HAYWH:
MHoro yectH (>1/10); uectu (>1/100, <1/10); Hewectn (>1/1000, < 1/100); peaxn (>1/10000, <1/1000),
MHOro penku(<1/10000), c HensBecTHA 9€CTOTA (OT HANNHUHWTE JAHHK HE MOXe Ja 6bJe HampaBeHa OLICHKA).
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MedDRA YecToTa
E:::emo—onranen HexeaHA peakuuy Hepunnonpus | Muamamus
Hudgexnun n
uHpecTANNN Panut MHOro peaKu -
:1&1:}3:;:;?':: :I: CHHApOM Ha HEaNCKBATHA CEKpelHA HA Pk )
CHCTEMA aHTHARYpeTHiHIA XopMoH (SIADH)
EozuHodmnus Heuectn®* -
Arpanynonxrosa (Bx. Touka 4.4) Muoro peaxks | Mnoro penku
ATIacTHYHA aHeMHud - MHoro peaku
Hapymienns Ha
KPHLROHOCHATS B IlaHnuToneHns MHoro penku -
AEMOHATS CHCTEMA JleBKONEeHHs Mmuoro penkp | MHOYo peaku
Heyrponenus (Bxk. Touxa 4.4) MHoro peaku -
XeMOJATHIHA aHEMUA Muoro peaxu | MHOro peaxu
TpombonuToneHns (Bxk. Touka 4.4) Mmuoro peaxkn | MHoro peaku
CBpPBXYyBCTBUTETHOCT (PeaKIuH,
Hapymennn Ha OCHOBHO IEPMATOJIOTHYHH, TIPH NAlHEHTH ) Yectn
HMYHHATA CHCTEMa | C IPEIpasnoOKEHHE KBM ATIEPrHYHH |
aCTMATHIHH PEaKLMH)
Xunormukemus (Bx. Todk 4.4 1 4.5) Heuectn®* -
XunepkanueMusa, oOpaTiMa NpH CIHpaHe
(BK. TOUKa 4.4) Heuectn* -
Hapymenne na
MeTaboJH3IMAa H XunosarpueMus (Bx. Touka 4.4) HeuecTu* Hedecrn
XpPaHeHETO XHNOXIOPHEMHSR - Penxu
XHNOMArHe3HeMHA - Peaku
XunepkanipHeMun - MHoro peaku
XUnoxajineMus
ITpomMsHA Ha HACTPOESHHETO
Heuxnunn Henpecns
HAPYLUEHHA PascTpoHcTBO HA ChHSA
O6bpkBane
Hapymenns na 3aMasHoCT
HepBHATA cHCTeMa | I'naBobonue




[lapecresna Yectn Peaku
Jlucreysus Yectu -
CBHIMBOCT Heuecru* -
Cunkon Hegecru* - HeH3BCCTHA
YeCTOTa
BB3MO)KeH HHCYNIT BCIEACTBHE HA
MpEKOMEpHAa XHIIOTOHUS MPH MHoro penku -
BHCOKOPHCKOBH MALMEHTH (BXK. Touka 4.4)
Bv3MokHOCT 32 BR3HHKBaHE HA
YepHOAPoOHA eHLcdaTonaThs B CIyYaii Ha ‘C Hen3BeCTHA
JepHOAPOOHA HEAOCTATHYHOCT {BXK. TOUKHU i 4ecToTa
43u44)
C HEeH3BecTHA
3puTensn HapyneHus Hectn 4eCcToTa
Muonus (Bx. Touka 4.4) - (- Hen3pecTH
4eCTOTa
Hapymenns na OcTpa 3aKPHTOBIRIHA [ayKoMa ) C HeusBecTHa
OMHTe YecToTa
o —— ) C HEeH3BECTHA
YeCToTa
C HeusBecTHa
3aMBITICHO 3peHHE -
4E€CTOTa
Hapymenng na CBeTOBEpPTEXK YectH Penxu
yX0T0 ¥ JIabHpuuTa Ilym B yure Yectu )
ChplieOnene HeyecTn* -
TaxuKapaus Heuectu* -
AHIHHA NEKTOPHC (BX. Touka 4.4) MHnoro peaku -
ApHTMHA (BKTIOYHUTENHO Opanukapans,
BEHTPHKYJIApHA TaXHKapAHd, peacspaao [ Muoro peagxn | MHoro peaku
Cupaeunn MBbXJICHE)
HADYIIEHHA Hudapkt Ha MHOKapAa BEPOATHO
BTOPHUYEH B CICACTBHE Ha TEXKKA
MHoro penku -
XHIIOTOHHSA NPH BHCOKOPHCKOBH MMAI[HEHTH
(Bk. TOUKa 4.4)
Torsades de pointes (noreHunanso C HeM3BEeCTHA
(paTanan) (Bx. ToukH 4.4 H 4.5) ] YECTOTA
XHUNOTOHMA (U CBBP3aHU ¢ Hed eeKTH) YecT MHoro pe/k
Coaosa Hapymenus | (BX. Touka 4.4)
Backynnr Heuecrn* -
3auepBiBaHe Penxu* -
®eHoMer Ha Peliro ( nemBecTHa -
q9¢CTOTa
Pecnupatopnn, Rawniua (wi. Towka 4.4) Yectu ~
'PLARH H JducriHes Yectn -
MeHaCTHHAJIHH
HapymIeHHS bpoHxocnazeM Heuectn -
Eo3nHo}unna nHeBMOHHSA MHoro peaku -~
Kopemna 6onka YecTH -
3anek Yectu Penku
Cromamno-upesrn | /Iuapus
HAPYHICHHUSS Hucnencus
I'anene

IloBprmane
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Cyxota B ycrara Heuectu Penku
| YX Y
IIankpeaTur Muoro penku | Muoro peaku
Xenatut (BK. Touka 4.4) Mmnoro penku | C HeH3BecTHa
XenaTo-0HIHApHH P ——
HApYIIeHHA
py AHOpMaNHa YepHOnpoOHa GyHKIMA - MHoro peaku
Ilpypuryc HecTH -
O0pus Yectn -
MakynonamynoseH o6puB - HectH
YprHkapud (BX. Touxa 4.4) Heuectn MHoro peaxu
AHrnoeneM (Bx. Touxa 4.4) HeuectH MHoro peaku
Ilypnypa - Hevectn
Hapywenuns ua Xunepxuaposa Hevectn
feonaTa H - C Hen3BecTHA
OOAKOKHATA ThbKaH | Peakuun Ha goroceHcHOwmsanus Heuectu® 4eCTOTA
Hemburonn Heuectn* -
Browrasane Ha ncopuasmc Penkn* -
Epurema MynaTH(opMe MHoro peaku .
ToKCHYHA ENHAEPMATHA HEKPOJIH3a - MHoro penku
Cunapom Ha CtussHC-J[)KOHCEH - MHoro penku
C HeuzpecTHA
Myckynuu cnazmu Yectu
9eCTOTa
BB3MOXKHO BIOIIABAHE HA BEYE C HeM3BEeCTHA
CBIIECTB OCTBpP AMCEMHHUPAH C -
Hapymenus na eeThyRal p AH pat Aymy 4ECTOTa
€PUTEMATO3YC
MYCKYJIHO- .
Aptpanrus Hevecru -
CKeJICTHATA CHCTEMA o —
H CheAHHMTeNHATA | Muanrus Heuectn*
TBKEH YeCTOTA
C Hen3BecTHA
Myckynna cnaboct -
4eCTOTA
C nen3BecTHa
PabnoMuonm -
8 4 4eCTOTA
Hapymienwsn na bLOpedHa HEXOCTATLYHOCT Heuecth MHoro peaku
On0peuuTe u AHYpHA/ONHTYpus Penxu* -
NHKOYHHTE RbTHINA | Ocrpa 6p0pedHa HEAOCTATHYHOCT Penkn -
Hapymenns na
BB3MNPOU3BOAHTE/THA
KTUIHA AHCHYHK €IECTH Heuecru
T4 CHCTEMA | Epe AHCQY HKIHA H
I'bpAATa
AcTeHus Yectu -
bonka B repaute Hewecru* -
O6mu HapymeHus n P *
Hepaznonoxenne Heuecrn -
¢peKTH HA MACTOTO *
IlepupepeH oTOK HevecTH -
Ha NMPHIOAKCHHE *
Ilupexcus Heuectu -
YMopa - Peaxu
[ToBmueHa KpeBHa yped Heuectn* -
[ToBHIIEH KPLBEH KPEATHHHH HeuecT* -
[loBnied kprBeH SWmpybuH Peaxu -
[TopHieH yepHoapoGeH eH3UM Pe ks C Hen3BecTHa

Hicaeapanus

TOYKa 4.4)

TTomxkeH xeMOrTIo0HH H XeMAaTOKPHT (BXK.

IToBHINEHA KPHLBHA 3aXap
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C Heu3BecTHa
[ToBHeHa NHKOYHA KHCENHMHA B KPBHBTa -

YeCTOTa
YawemxkeH QT unteppar B EKI (Bxk. To4kH ) C Heu3BeCTHa
4,4 u4.5) YECTOTA
HapausaBaHnns,
OTPABIHIH H ITagane HeyecTn* -
NpoLeAYPHH
| YenoKHeHHs

* Yecmomama e usqucnena om KruHuNHY USNUMBAHUS 34 HEXCENaHY peaxyun, yCmaHogeHu ¥pe3 CRORMAKHO
crobwasare.

Onucanie Ha U3GpaHHTe HEXEaHH PeaKIHK

Ilo Bpeme Ha npoyysammara ¢asa Il u III, cpapHsBamy menmanammp 1,5mg ¢ 2,5mg, aHanusuTe Ha
Ia3MEHM KalIUH ca 1I0Ka3anH A0303aBHCHM eEeKT OT HHAANAMAL;

- Mapanamun 1,5mg: nnasmen kanwii < 3,4 mmol/l e HaGmonasan npu 10% ot mauuenTuTe B < 3,2 mmol/l
npH 4% OT nauMeHTHTe cited 4 a0 6 ceaMuim Jeucnne. Cren 12 CeIMHYHO JEYEHHE, CPEAHOTO MMOHWKEHHE
Ha THTa3MEHHA Kaluii e 6mwto 0,23 mmol/l.

- Hapanamun 2,5mg: nnasmen kamnit < 3,4 mmol/l e nabmonasan npu 25% oT nauueHTHTE H < 3,2 mmol/l
npu 10% ot mauwmenTute cnen 4 1o 6 cenmuim nevenne. Corex 12 CEAMHYHO NEUYCHHE, CPENHOTO NOHIKEHHE
Ha MNnasMEHHA Kanuit e 6uno 0,41 mmol/l.

Cro0maBane na MOAOIHPAHH HEKEJTAHH PEAKIHH

Cro0masaHeTo Ha IOO3NPaHH HEXeNaHN PEaKLHH e paspelunaBane 3a ynorpeba Ha JeKapCTBEHUA
MPOAYKT € BaXKHO. TOBa NO3BONABA A2 MPOALIKH HaGMOAeHHETO Ha CHOTHOLICHHETO ITOJI3a/PHCK 3a
TIEKApPCTBEHHA NPORYKT. OT MENMLMHCKHTE CIIELMATUCTH Ce H3UCKBA 13 CHOOIMABAT BCIKA NOAO3UPAHA
HEXC/IaHa PEaKLUA Ype3 HALIHOHANHATA CHCTEMA 3a ChoOmaBaHe:

bwarapus

H3nbnruTenHa areduns no sexapcrparta (MAJI)
¥iu. JlamsaH I'pyes® No 8

1303, rp. Codua

Ten.: +359 2 8903 417

yebcaiir: www.bda.bg

4.9 Ilpeno3upaue
CHMITOMH

Haii-xapaxTepHara HexenaHa peakius B ClIy4aii Ha TIpefo3HpaHe € XMIIOTOHHATA, IIOHAKOra CBbP3aHa ¢
FancHe, NOBpbIIAHE, KPaMITH, 3aMaliBaHe, CHHINBOCT, 00BPKaHOCT, ONIMTYPHS, KOATO MOKE J1a IIPEPacHe B
aHypH# (Ab/DKalla Ce Ha XMIIOBOJEMHUATA). MojKe 21a HACTBNAT HAPYILUCHHUA HA BOLHO-COJIEBHA GAanaHc
(XMNOHAaTPHEMHS!, XUITOKATHEMMUA).

Mepku
HagantuTte MepkH, koHTo TpsabBa A2 ce NpeanpHeMar, BKIIOYBAT OBp30 ENHMHHHPAHE HA TOSTHTE BEIECTRA

ChC CTOMANINA NPOMMBKA WY BbBE)XKAAHE HA AKTHBEH BBIJICH, HOCIEABAHE OT BH3CTAHOBABAHE Ha BOITHO-
CIICKTPOJIMTHOTO PABHOBECHE 10 HOPMAJIHO CHCTOAHHE B CIELIHATH3HPAHH JIedeOHH 3aBeICHUS.

[1pH 3Ha9YMTENHA XHNOTOHHS TANMEHTHT CE MIOCTARA JIEFHAT 110 rpB6 ¢ HUCKO NMOJIOKEHHE Ha [1aBaTa. AKO e
HEOOXOZMMO, MOXE Jia CE NMPHIIOXKH UHTPABEHO3HA HHY3HA HA H30TOHHYEH PA3TBOD Ha HaTPHER XJIOPH]
WIH ia C€ NPIJIOKH APYT METO/| Ha YBEIMYaBaHe Ha LIMPKyIHpaius obem.

Hepunaonpunar, akTuBHaTa GopMa Ha NEPHHIONPHIL, € AHanu3npyeM (Bx. Touka 5.2).

5. ©OAPMAKOJOINYHY CBOHCTBA

5.1 ®apmaxonnHaMHYHH cBoOiicTBA
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dapMaKoTepaneBTHYHA Fpynia: NEpUHAOHpW U ARyperaun, ATC ko CO9BA(4

Honunpen bu-®opre e KoMOMHAILHS OT AprHHHHOBA CON HA NMEPUHAONPHI, EAWH HHXHOHTOP Ha
aHrHOTCH3NH-KOHBEPTHPALINA CH3HM, H HHIAIaMH], €OWH XA0pCyidamonneH quypeTik. Herosure
(hapMakonOrMYHM CBOICTBA IIPOM3THYAT OT T€3H HA BCEKH KOMIOHEHT [OOTAEHO H TOMBIHHTENHO OT Te3H,
ABIDKAITHN CC Ha aINTUBHUA CHHEPIU3BLM B PE3ynTar Ha KOMOHHHpPaHETO Ha ABATa Npernapara.

Mexanwzmu na deiicmeue

Cevp3anu ¢ nepunoonpua;

ITepuHnONpHN € MHXHGUTOP HA AHMOTEH3WH-KOHBEpTHpamKs eH3uM (ACE HHXUGHTOD), KOITO NpeBpBLIa

(koHBepTHpa) aHrHoTeH3HH | B anrHoTeH31H 11 (Ba30KOHCTPHKTOD); AOIBIHHTENHO EH3UMBT CTHMYJIHpa

CEKpEeLATa Ha AlIOCTEPOH OT HanOE0peusaTa Kopa H CTHMYJIHpA PasrpakIaHeTo Ha OpaTuKHHIH

(BasonunaTaTop) 10 HEAKTHBHM XENITANEIITHIMN.

ToBa BoAM 110 cieqHUA Pe3YNTAT:

- HaMaJABaHe Ha anjoCTEPOHOBATA CeKpelius,

- YBC/IMYABAaHC Ha IUTa3MEHATA PEHMHOBA aKTHBHOCT, Thil KaTo alOCTEPORET HE MOXE 14 OCBILECTBABA
OTpHLIATENIHATa 0DpaTHa Bph3ka,

~ HaMalABaHE Ha TOTATHOTO NEPHPEPHO CHAOBO CHIPOTHRICHKE, MPEUMYILECTBEHO B 06NACTTA Ha
ChAOBETE, KPhBOCHA0AABANIN MYCKY/IHTE H b0peLuTe, 6e3 NosBa HA IPHAPYKARAIIA PETEHLHSA Ha CON M
BOJa MK PeACKTOPHA TAXHKAPAHSA MPH MPOALDKHTEINHO JIeYeHHUE.

AHTHXHIIEPTEHIHBHOTO ACHCTBHE Ha IEPHHAOTIPHT C& NPOSBABA W MPH NALHEHTH ¢ HUCKA WM HOPMAJIHA
PEHHHOBA KOHLICHTPALMS.

[lepunmonpun oxasea cBOeTO aclicTBHE 4pes AKTHBHHA CH MeTaBomuT nepapgonpunar. pyrure

MeTAOONUTH Ca HEAKTHBHH.

IlepuHaonpun HamamiBa paboTaTa Ha CHPLETO:

- Ype3 BasOAWIATHPAIHA CH €QeKT BbPXY BEHHTE, BEPOATHO NIPEAHIBUKAH OT IIPOMEHH B MeTabonH3Ma Ha
NpoCTarjlaHIHHATE: HAMATIBAHE HA NPSIHATOBAPBAHETO;

- Upe3 HaMangBaHe Ha 00m0To neprepHO CHAO0BO CRIPOTHBIICHHE: HAMANIABAHE Ha CJIEJHATOBAPBAHETO.

Hscnensanus HA MAMMEHTH CBHC ChbpIAedHa HEAOCTATHYHOCT ¢a MOKa3aln:
- HAMAJIABAHE HA HANATAHHATA Ha ITWIHEHE Ha JIABATA H JACHATA KAMEDA,
- HaMaIdBaHC Ha OOIIOTO NMEpHPEPHO CHAOBO CHIPOTHRICHHAE,

- YBCNHMYaBaHEC Ha YAApHHA 00eM Ha ChPLETO U NOAOOPABAHE HAa CHPACYHUSA MHACKC,
- YBCIIHYABAHE HAa PErHOHAIHMA KPBHBOTOK B MYCKYJIHTE.
Ioxobpsear ce n pesymrature or paGoTHara npoda.

Cewpzanu ¢ unoanamuo:

Huaamamun e cyndoHaMIAHO NPOH3BOAHO ¢ HHIONIOB NIPHCTEH, (GAPMAKONOTMYHO G/IH3BK A0 THAZHIHHTE
AvypeTHiH. Munanamna unxubupa peaGeopOumaTa Ha HaTPHIl B KOPTHKAIHUS AUTYHHOHEH cermentT. Tosa
MOBHIIIABA CKCKPCLWATA HAa HATPMI H XJIOP € YPHHATA, a B [I0-MalIKa CTeNeH —€KCKPEeHHITa Ha Kaii 4
MAarHe3uH, ¢ KOETO MOBHILABA JUYPe3aTa i OKa3Ba aHTHXHIICPTEH3HBHO AcHCTBHE.

DapMaKOIHHAMHYHN ehekTH
Cevpzana c Horunpen Su-Dopme:

ITpyu naimenTy ¢ XUNEPTOHIA, HE3ABHCHMO OT BBH3PACTTa UM, Honunpen bu-Popre ynpaxHssa 1030-
33BMCHM QHTHXUNCPTEH3UBEH S(EKT N0 OTHOILICHHE HA QHACTONHYHOTO H CUCTOIIHYHOTO apTEPHAIHO
HAMATAHE TIPH JIETHAJIO HIIH H3NPABEHO NOJOKEHHE HA TAIOTO.

PICXEL, MHOTOLEHTPOBO, paHIOMM3HpaHO, ABOHHO-CIIANIO MPOYYBAHE ¢ AKTHBHA

exokapaHorpagus edexTa Ha KOMOMHAUMATa MEPHEIONPHI/MHAATIAMHI Qgﬁ'
MOHOTEPANHATA C CHAJIATIPHIL. -
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B PICXEL xunepronuny ¢ JIKX (onpeneneda Kato HHAEKC Ha IEBOKAMEPHATa MYCKY/HA Maca (LVM]) >
120 g/m* 3a MBxKe M > 100 g/m? 32 senu) ca 6mwn PaHAOMMIHPAHH J]a MIONYMABaT WIH NEPHAONPHI TEPT-
OyTwiaMuH 2 mg (eKBHBANICHTHH Ha 2,5 mg HEPHUHIONPMN aprHBKA)/ MHanaMuz 0,625 mg, Wix eHananpm
10 mg BeaM®X IHEBHO 3a CPOK OT eaHa roamuHa. Joszata e Ouna ajanTHpaHa B 3aBHUCHMOCT OT
KOHTPOAHPAHETO HA KPBBHOTO HANATAHE A0 NEPHHAONDHN TepT-OyTiiamMuH 8 mg (eKBHBajeHTHH Ha 10 mg
NCPHHIONDPHI aprMHHH) W HHAanaMHn 2,5 mg win eHananpun 40 mg Beawwx aHeBHo. Camo 34% ot
NalCHTHTE Ca OCTaHANH HA JICYECHHE ¢ NepuHaonpun TepT-OyrunamuH 2mg (eKBHBAJIEHTHH Ha 2,5 mg
NEPHHAONDHI apruduH )/ uHaanamMua 0,625mg (cpemy 20% ¢ enamanpan 10mg).

B kpas Ha npoyusanero LVMI e 6mn CHrHH(HKAHTHO TIO-MATBK B Ipynara ¢ NEPHHAOIIPHI/HHAANaAME (-
10,1 g/m?), orkonkoro B rpynara ¢ emamanpua (-1,1 g/m?) cpen ToONyNauMATa BKIIOYBAILA BCHYKH
PaHAOMH3HPaHN naiHeHTH. MeXxayrpynosara padiuka B npoMaHata Ha LVMI e -8,3 (95% CI (-11,5,-5,0), p

< 0,0001).

ITo-nobwp edexr sppxy LVMI e nocrursar ¢ nosa nepuHzonpwl 8 mg (exuBaneHTHH Ha 10 mg
NEPHHIONPHI apruHuH ) HHOANaMAz 2,5 mg.

[To oTHOLIEHHE HAa KPBBHOTO HANATAHE, H3UMCIIEHATA CPEHA CTOMHOCT HA MEXIYTPYIOBaTa pa3iinka cpen,
PaHIOMH3HpaHaTa [IOITyNIAlKA €, ChOTBETHO, -3,8 mmHg (95% CI (-7,9, -3,7), p < 0,0001) 3a CHCTOIUYHOTO
# -2.3 mmHg (95% CI (-3,6,-0,9), p = 0,0004) 3a ZHACTONHYIHOTO KPHBHO HasraHe, B 1073a HA TPYNATA C
NCPHHAOTPHL/ MHNATIAMHI],

Cevpzana c nepunoonpui:

Ilepunmornipun € akTHBEH NpH BCHYKM CTENEHH HAa XMIIEPTOHNA, JIEKa A0 YMEPeHa WM Texka. Hamamapane
Ha CHCTOJIHYHOTO H JHACTOIMYHOTO APTEPHANTHO HANATAHE ¢¢ Ha0MoaaBa NpH JIETHANO U CeasLLo
NOAOKEHHUE HA TATIOTO.

AHTHXHNIEPTEH3UBHOTO ACHCTRHUE Clieq €THOKpaTeH NpHEM AOCTHIA MAKCHMYMA CH ¢iien 4 1o 6 gaca ¥ ce
3ana3Ba Haj 24 yaca.

ChINECTBYBa BHCOKA CTENICH Ha OCTATHYHO G10KHpaHe Ha AHTHOTEH3HH-KOHBEPTHPAIHA SH3HM KEM 24-13
yac, npudbmsurenno §0%.

Ipn naumeHTH ¢ TepaneBTHYEH OTTOBOP HOPMATH3HPAaHE HA KPHBHOTO BANATAHE HACTHITES 3a €IHUH MeCel[ H
CE€ 3ana3pa 0e3 NMpH3HAIH 3a TAXHPHIAKCHA.

CnHpaHeTo Ha JeUEHHETO He BOAM 10 eeKT Ha OTHEMAHE BbPXY XHIIEPTOHHSATA.

[lepunzonpun MMa BasOMMIATATHBHY CBOMCTBA H BBh3CTAHOBSBA CJACTHIHOCTTA HA TONEMHTE APTEPHH,
KOPHTHPZ XHCTOMOPQOMETPHYHHTE TNPOMEHH B PE3WCTHBHHTE apTepHH M BOAM 1O HaMalsBaHe Ha
ACBOKAMEpHATa XHNepTpodni.

I1pu HeoOX0AUMOCT, NOOABAHETO HA THA3KACH AHYPETHK BOHM A0 aOUTHBEH CHHEPIH3BM,

KomOnHalmsTa Ha HHXHOMTOP HA AHIMOTEH3MH-KOHBEPTHPAUIMA €HINM C THA3HIEH AHWYPETHK MOHIKABA
PHCKa OT XHNIOKATHEMHSA, CBbP3aH ¢ ZHYPeTHYHATa MOHOTEpAlHs.

Cebpiana ¢ uxdanamuo.

HHpanaMua, xaTo MOHOTEPAIHA, HMA AHTHXMIIEPTECH3UBEH e(eKT, KONTO NpoasKasa 24 yaca. To3n edexT
HACThIBA TIPH A03H, TPH KOUTO IHYPETHIHHTE (peKTH Ca MHHHMATHH.

HeroBoro aHTHXHIIEPTEH3HBHO ACHCTBUE € PONOPIHOHATHO Ha HOROGPABAHETO HA APTEPHAHUS
KOMIUIaHaHC ¥ Ha HAMAIABAHETO HA O6ILOTO H APTEPHONIAPHOTO MEPHPEPHO CHAOBO CHIIPOTHBIIEHHE.
MHnanamMui HaMansBa 1€BOKaMEPHATA XHIEPTPodusL.

Koraro eiHa koHKpeTHa 1032 HA THA3HAHKUTE NHYPETHIH HIH TEXHHTE aHAJIO3M GbAE IPEBHILEHA,
AHTHXHNCPTEH3UBHUAT €()EKT JOCTHTa IUIATO, AOKATO HEXENAHUTE eekTH NPoARIAKABAT /12 CE YBEJIMYABAT.
AKO neveHHETO € HeeeKTHBHO, 103aTa He TPAGBa Aa ce YBeIMyaBa.

OcBeH TOBA, I0KA34HO €, Ye B KPATKOCPOUCH, CPeAHOCPOYEH H ABIATOCPOUEH TUIaH NPH NALHEHTH C
XHINCPTOHHA WHIAAIAMHMLL;

- HE OKa3Ba edeKT BbpXy JIMINIHUA MeTabOMM3BM: TpUrIHLepuanTe, LDL-xonectepon u HDL-

XOJIECTEpOII,
- HE 0Ka3Ba eeKT BHPXY BbIIEXHAPATHUA METAGOIHZEM, BKITIOHHTENTHO H NIPH XHIIE

Harnu om knunuynume npoyusanus 3a 0eotinama 6AOKA0Q Ha cucmemama PEeHUN
andocmepon (RAAS):
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JlBe ToNeMH paHAOMU3HPaHH KOHTPONUpaHH npoyusanus — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texymo rno6aiHo ninuTBaKe 32 KpaiiHH TOYKH Ha
TEIMHCAPTaH, CAMOCTOATENHO U B KomMOHHaums ¢ pamunpwi) H VA NEPHRON-D (Knnuuuno npoy4saHe
CBBLP3aHO C Pa3sBHTHE Ha HedponaTtua npH AHaber, MpoBEAEHO 0T MHHHCTEPCTEBO NO BRIPOCHTE Ha
BETEPAHHTE) — MPOy9Bar ynoTpebara Ha komOGuHakATa or ACE HHXHOHTOP H aHFHOTEH3UH II-peuenrropen
Onokep.

ONTARGET e npoyusane, NpoBeieHO NPH NAIEHTH ¢ AHAMHE3A 33 ChPAETHO-CHA0BA HIM MOILYHOCHIOBA
Gonect, Wnn 3axaped AuabeT THI 2, OPHAPYIKEHHM C AAHHH 33 YBPEXKIAHE Ha edekTopHH Oprany. VA
NEPHRON-D ¢ npoyusane npn naumueHTH cbe 3aXapeH quaber THN 2 U auabeTHa HedponaTus.

Tean npoyuBaHus He noka3eat 3Ha9uM GnaronpHATEH edekT BBPXY GBOPEUHHTE WILTH ChPACUHO-CHIOBHTE
NOCACALM H CMBPTHOCT, KaTo CHIIEBPEMEHHO ¢a HaOJIFONaBaHH NMOBHIIEH PHCK OT XHIIEPKANHEMHS, OCTPO
YBpeXAaHe Ha ObOpeLrTe H/UIH XHIOTOHHA B CpaBHEHHe ¢ MoHOTepaniaTa.Karo ce umar npeABHA
CXOOHHTE UM (papMAKOAMHAMHYHH cBOIHCTBA, TE3H pe3yJITaTH ca NPHIoKHUMH H 3a Apyrn ACE nHxubuTOpH
H AHTHOTEH3HH Il-penenTopun 6mokepn.

ACE usxn6uTopy ¥ anrnoTeH3uH [1-peuenTopin 610KepH CAEAOBATENHO He TPAGBA 1A C& M3MONI3BAT
€IHOBPEMEHHO NpH NAIHEHTH ¢ AHabeTHa HedponaThs.

ALTITUDE (KiMHHYHO Npoy4BaHe NpOBEASHO C ANMCKHPEH IIPH MALHEHTH ChC 3axapeH auader tHn 2 ¢
H3MO0JI3BAHC Ha CHPACYHO-CHAOBH H OBOPEUHH 3a00JIABAHKA KATO KpaliHH TOUKH) € IPOYYBAHE,
MpCAHA3HAUCHO Aa M3CICABA [TOJ3aTa OT A06aBAHETO Ha ATACKUPEH KBM CcTaHaapTHa Tepanus ¢ ACE
HHXMOHTOP WM aHrHoTeH3uH I1-penentopen 61okep npu NaLMEHTH CHC 3aXapeH AMabeT THI 2 ¥ XPOHHYHO
6s0peuno 3a6onaBane, ChpACUHO-CHAOBO 3a60nsBaHe WIH 1 aeere. [IpoydBaneTo € NpekpaTeHo
NPEXICBPCMEHHO NOPAJH NIOBUILEH PHCK OT HeONaronpHaTHH nocneauun. Kakto cppaeyHo-chaosara
CMBPT, Taka H HHCYNITET Ca NO-YECTH B IpynaTa Ha aNHCKUPEH, OTKOJIKOTO B IpyliaTa Ha riane6o, a
MPEICTABIABALIHTE HHTEPEC HEXENAHH ChOUTHA H CEPUO3HH HEXENAaHH ChOHTH (XMIEepPKATHEMHA,
XMIOTOHHA H O50peuHa auchyHK1IMA) Ce CHOOmABAT MO-YeCTo B IPYNAaTa Ha AJTHCKHPEH, OTKOJIKOTO B
rpynara Ha rane6o.

{Teduampuuna nonynayus
Jlunceat nannu 3a ynorpebGara na Honunpen bu-®opre npu aena.

5.2 @apMaKkoOKHHETHYHH CBOHCTBA

Cavpzanu ¢ Honunpen Bu-Popme:

EnHOBpEMEHHOTO BHBEXIaHE Ha NEPHHAONPWIT H HHIANAMHA HE OPOMEHA TEXHHTE (PapMaKOKMHETHYHH
CBOMCTBA B CPaBHEHME ¢ OTAETHOTO BM BHBEXKIIAHE.

Cevpsanu ¢ nepundonpun.

Pe3op61ius H OHOHANMYHOCT

Chex mepopaiHo BEBexAaHe abcopOumara Ha NEPHHAOIPHI € Obp3a U NMKOBATa KOHICHTPALMA C€ JOCTHIA
32 ] yac. [11a3MEHMAT NOMYKHBOT HAa ICPUHAOIPHIT € paBeH Ha 1 gac.

TpA karo npuneMbT Ha XpaHa HaMansBa KOHBEPCHATA A0 MEPUMHAONIPIWIAT, @ OTTAM UM OHOHAMYHOCTTA,
NEPHHAONPHA APTHHAHOBA COJ TPAOBA a ce NpHeMa NEPOPAHO BEAHBK JHEBHO, CyTPHH [IPEXH XPaHEHE.

Pasnpenenenne
O6eMBT Ha pasnpenenenue ¢ npubmsurenno 0,2 Vkg 3a HecBup3aHus NEPHHIONPWIAT. CBBP3BAHETO Ha

NCPHHIONPHIAT C NIASMCHUTE NpOTeHHH € 20%, IMaBHO ¢ AHTHOTEH3WH-KOHBEPTHpAILHS €H3HM, HO
NOKa3Ba 3aBHCHMOCT OT KOHLIEHTPALMATA.

buotpancdopmaliis

[lepunmonpun e nekapcteH npexypcop. JiBajecer H CelleM INPOLEHTA OT IPHETOTO KOMHYECTBO
NEPHHAONPUA AOCTHIAT 0 KPhBooGpallleHHeTo Nox opMaTa HA AKTHBHMS MeTabon m B
JOMLIHEHHE KbM aKTHBHOTO BEILECTBO NEPUHAOTIPHIAT IIEPHHAOIPHN KABA OIS TieK W
HEaKTHEHH. [[HKOBY NNa3sMeHR KOHLEHTPAMH Ha IEPHHIONPHNIAT C& JOCTHIAT B PAMS
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EnAMUHApaHe
IlepuHIonpunar ce enuMUHHpa C YpPHHaTa, & OKOHYATETHHAT MONY>KHBOT HA HECBbp3aHAaTa ¢pakius ¢

npHOIM3HTENHO 17 Yaca, KOETo BOJM A0 PABHOBECHO CHCTOSHHE CpeaHo cien 4 OHHU.

JIHHEHHOCT/HEIMHEHHOCT

JIEMOHCTpPHpaHa € AHHEHHA 3aBHCHMOCT MEX/TY NPUETATa A032 NEPHHAONPHA H TUIa3MEHATA CKCIOSHLIMSA.

CrelManay nomyIaiiH

Xopa e cmapyecka sv3pacm:

EnvMHHalmATa Ha NEPUHAONpPIVIAT ¢ HAMANeHa MPH CTapuecka BH3pAcT, a ChIO M NPH NAUMEHTH ChC
ChpPACHHA WiH OBOpevHa HENOCTATHYHOCT.

bwbpeuna nedocmammvurnocm:
Ilpn OnbOpeuHa HeAOCTATHYHOCT € KeNaTeNHA aNaNTalds HA A033Ta, B 3aBHCHMOCT OT CTElICHTa Ha
HapYIICHUETO (KpeaTHHHHOBHA KIHPBHC).

B cayuan na onanusa:
KIAPBHCBT Ha NepHHIONPHIAT MPU AWANH3A € paBeH Ha 70 ml/min.

Huposa:
KuHeTHKaTa Ha NEepUHAONPHI € MPOMEHEHa NPH TALUMEHTH C LHpO3a: YEPHOAPOOHMAT KIMPBHC Ha
H3XOAHOTO BCUIECTBO CC HAMaJiABa HamonOBHHA. Koau4ecTBOTO Ha 0Opa3syBanud NEpHHAOIIpIWIAT, o0ade, He

HaMaJlfBa M 3aTOBA HE € HEODX0AUMO J1a ce KopurHpa no3ara (BX. Touku 4.2 u 4 4).

Cevp3any ¢ uHdanamuod.

Pe3opbnus

Huganamua ce pesopGHpa 65p30 # HATBIHO OT XPaHOCMHTATEAHHA TPAKT.
IInkoBata nnasmMeHa KOHLEHTpALMs MpH XOpa €€ JOCTHra NPHOIM3HTENHO €IMH 9ac CAell MePOPATHO
BBBEKAaHE HA Mpenapara.

Panpenenchue
CBBP3BAHETO ¢ MIa3MEHHUTE NPOTEHHH € 79 .

bu COOpM H CIMMHHHpaHEe

BpemeTo Ha nony-enmuMuHHpaHe € Mexay 14 m 24 yaca (cpento 18 yaca) MHOTOKPaTHOTO BEBEXIAHE He
BOAH RO KyMynauHsa. EXCkpenmsTa € riapHo ¢ ypuHata (70 % ot nozata) u dexannure (22 %) noa ¢opmara
Ha HCAKTHBHH MeTabOIHTH.

CrellManHy rTonyJauHu

bvbpeuna nedocmamvunocm:
QapMakOKHHETHUHHTE CBOHCTBA HE Ce MPOMEHAT NPH NALMEHTH ¢ GB6peyuna HemOCTaThEYHOCT.

53 HpeaxanHHYMH JaHHH 32 6e30NACHOCT

KomOHHaumsTa nepuaaAONpIWL/ HHAaNAMAA IIPHTEKABA MAJTKO [10-BHCOKA TOKCHYHOCT B CpaBHEHHE C Ta3H Ha
HeHHHTE KOMIOHEHTH. [IpH ruTbX0Be He ce HaGNiOAABa TOTEHUHpPaHe Ha 6BOpedHATE NPOABH.
KomOunaumsTa, obave, npenussukea racTpo-HHTECTHHANHA TOKCHYHOCT IIpH Ky4eTa, H TOKCHYHH e)eKTU

BBPXY MAHYHHHA OPraHH3BM Oe3 TepaTroreHeH eeKT NpH IUrbXOBeE.

TEPANICBTHYHM A03HW C¢ HAMUPAT B 00cera Ha CHrypHO DesonacHuTE.

Cevpsanu ¢ nepundonpun.




B nmpoy4BaHHs 33 XpOHHYHa NEpOpPaiHa TOKCHYHOCT (IUTBXOBE M MaliMyHH) TIpHLIENEH opraH ¢ GhOpeKsrT,
KOHTO NoKa3Ba 00paTUMH HPOMEHH.

B npoy4BaHHs NPOBENEHH in Vitro WM in vivo He ce HabmogaBaT MyTareHHH eexTH.

IIpoyuBanns 3a peripogyKTHBHA TOKCHIHOCT (IUTEXO0BE, MHLIKH, 3aiiH B MaliMyHH) He MOKa3BaT MMPH3HAIM
Ha CMOPHOHa/HA TOKCHYHOCT WIH TEPAaroreHeH e(ekT. Bce Tak, MHXHOHTOPHTE Ha AHTHOTEH3WH-
KOHBCPTHPAIMUA €H3NUM, KaTO Kjac, MPSAW3BHKBAT HEXENaHW eeKTH BbPXY KBCHHTE €TAllM HA Pa3BHTHE HA
IVIOAR, KOHTO BOAAT 10 CMBPT Ha IIIOAA H BPOAEHH AcheKTH IIpH TPU3aYW U 3aiflii: HAOMOAABaT c€ PeHAIHU
NI€3MH W MMOBMINABAHE Ha NEpH- U MMOCTHATAHATA CMBPTHOCT. PEPTHANTETA HE € O HapylleH HHTO MpH
MBKKH, HHTO MPH KEHCKH IITEXOBE. |

B ne1rocpoyHH NpoyyBaHua pH UIbXOBE H MUIUKH He e HaGMI0AABAT KApPLIHHOreHHH edeKTH.

Cevp3anu ¢ unoanamud:

Haii-BucokHTe 103K BEBEACHH NepOPAIHO NPH Pa3IHYHK BUAOBE KHBOTHH (40 mo 8000 mpTi no-roeMu ot
TCPaNCBTMIHATA 032) NOKA3BAT 3aCH/IBAHE Ha AUYpeTHYHHTe eheKTH Ha HHAamaMuA. [IaBHHTE CHMITTOMHU
Ha OTpPaBAHC B NpPOY4YBaHMA 33 OCTPAa TOKCHYHOCT ¢ MHTPABEHO3HO HWIM HMHTPATIEPHTOHEAIHO BBBEICH
HWHAAMAMHI Ca CBBP3aHH ¢ (apMaKONOTHYHOTO AEHCTBUE HAa HMHAANAMUA, T.. OpaaumHes u nepudepHa
BA3OJHNATALMA.

IIpoydBaHuATa 32 pENpOAZYKTHBHA TOKCHMYHOCT He NOKasBaT eMODHOTOKCHYHOCT MIH TepaToreHeH
NOTCHUMAN, 8 (PEPTHIHTETET HE Ce HapylIaBa.
HMHpanaMun ne noka3pa MyTareHHM # KapLHMHOTEHHH CBOMCTBA B IPOBEICHUTE H3THTBAHMS,

6. PAPMALNEBTHYHM JAHHH
6.1 CnacbK HA TOMOIINNTE BeNIECTBS

Cuvpyesuna:

JlaxkT03a MOHOXHApAT

Marnesues creapar (E470B)

Manronekcrpun

CHiHmeB anoKcHa, 6e3soaeH komonaeH (E551)
HatpHeB HULIECTEH IMMKosaT (THI A)

Durro8o nokpumue:
I'nunepon (E422)
Xunpomenosa (E464)
Maxkporoa 6000

Marnesnes creapar (E470B)
Tutanos auokcug (E171)
6.2 HecpBMecTHMOCTH
Henpunoxumo.

6.3 Cpox Ha roanocr

3 roavHH

6.4 Cneunaisn yc10BHS Ha CHXpaHeHHE

ChbxpahsBaliTe ONakoBKaTa ILTETHO 34TBOPEHA, 3a Aa MPEATIA3KTe OT BJlara.
JlexapCTBEHUAT NPONYKT HE H3HCKBA CIELHMANTHH YCIOBHA HAa ChXPAHEHME.

6.5 /JaHHH 33 0N3KOBKATA

23




14, 20, 28, 30 wiun 50 TabneTkn B NONHNPOMAIEHOBA ONAKOBKA, CHAOAEHA ¢ OrpaHUYHTEN 3a TAOIETKHTE H
3aImymiajiKa OT MOTHETHICH ¢ HUCKA TUTbTHOCT H OAJ CYIIHTEN.
I'onemrHa Ha onakoBkure: 1 x 14, 1x 20, 1 x 28, 1 x 30 wnm 1 X 50 TabneTKn.
2 x 28,2 x 30 unu 2 x 50 Tabnerku
3 x 30 Tabnerkn
4 x 30 Tabnerxn
10 x 50 TabnetTxkn
He Bcu4kH BHIOBE ONAKOBKK MOraT Aa OBLAaT MyCHATH B Mpoaaxosa.

6.6 CneumanHH NPeANa3HN MEPKH TIPH H3XBLPJSIHE

HaMa cneumianHi H3MCKBAHUA.,

7. HNPHTEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEEA
Les Laboratoires Servier

50, rue Camot
02284 Suresnes cedex

Opaning

8. HOMEPFP(A) HA PABPEIIEHHETO 3A YIIOTPEFA

Peracrpanmores Ne: 20090198

9. RATA HA IbPBO PA3PEINABAHE/NMOJHOBABAHE HA PASPENIEHHETO 3A
YIIOTPEBA
15.05.2009

10. JATA HA AKTYAJINIHPAHE HA TEKCTA: 05/2023 r.

24




