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1. WME HA JIEKAPCTBEHMS IPOXVKT |, :'Z‘/_)Sy_f_ﬁ 1¢ -05- ZGZB;E

[lpunnan 4 mg/ 1,25 mg / 5 mg rabnerku
[punnan 8 mg / 2,5 mg / 5 mg Tabnerku

Prindal 4 mg / 1.25 mg / 5 mg tablets
Prindal 8 mg /2.5 mg / 5 mg tablets

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

[Ipunnan 4 mg / 1,25 mg / 5 mg Tabnetkn

Besika Tabnetka chabpika 4 mg nepunzonpwi epOyMHH (perindopril erbumine) ekBuBaneHTHH Ha
3,338 mg nepunnonpui, 1,25 mg uunanamun (indapamide) n 5 mg amioaunuH (amlodipine) kato
amnoaunuHoB 6e3unar (amlodipine besilate).

[Mpunnan 8 mg /2,5 mg / 5 mg Tabnerkn

Beska tabnetka cwhavpika 8 mg nepunnonpun epSymun (perindopril erbumine) eKBHBATEHTHH Ha
6,676 mg nepunponpwn, 2,5 mg wupanamua (indapamide) w 5 mg amnoaunuH (amlodipine) kato
amJoaMnUHOB 6e3unar (amlodipine besilate).

3a MBJIHKA CIIMCHK HA MOMOLIHHTE BELIECTBA BHKTE TOYKa 6. 1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

[lpunpan 4 mg /1,25 mg /5 mg tabnerkn: THMHO po3oBw, MPaMOpPHH, KPBIH TabNETKH C AHaMEThp
7 mm ¢ penedHo o3Hauenue .4 1.25 5* ot ennara crpana.

Ipunpan 8 mg /2,5 mg / 5 mg tabnerku:_Poszoeu, Mmpamophy, KpbIyin TabneTku ¢ auamersp 9.4 mm ¢
penedHo o3nauenue .8 2.5 5 oT eaHaTa cTpaHa.

4. KJIHHHYHH JAHHHA

4.1 TepaneBTHUHH NOKA3AHHA

Ilpunnan e nokasan kato 3amecTHTeNHa Tepanus 3a JieYeHHe Ha eceHIMAIHA XHIIEPTOHHA _TIPH
BB3PACTHH TMALMEHTH, KOMTO BEY€ Ca KOHTPOIMPAHH C MEPUHIONPHI/MHIANAMHL N - aMAOAHIMFL:
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NPHEMAaHH B CbLlaTa JAO3HPOBKaA.




4.2 ]l03ApOBKR H HAYHH HA DPR/ICKEHHE

O3H Ka

INauneHrHTE 'rpxﬁna Ja H3MQJ3BAT KONHYECTBOTO aKTHRHO BEUICCTBO, CHOTBCTCTBALIO HA MPEAHLIHOTO
HM JICYCHHE.

ObGwalinara nosa IMpuupan e | TabneTka JHEBHO KAaTO eMHMYHA 1034,

Cmapuecxa avspacm (exc. movxa 4.4)
EnumunipaneTo Ha nepuHAONpUIAT HaMansBa NPH XOpa B CTapyecka Bb3pacT (BX. Touka 5.2).

Jleyennero TpaGsa na ce 3anouHe ciea KaTo ce BieMe NpeABHI OTrOBOPA H& KPBBHOTO HAIATAHE W
OnOpeunara dyHKuM.

bwbpeuno yspesxcoane (exc. mouxa 4.4)
Cewp3anu ¢ nepudponun/undanamud
Mpu rexxo 6x6peuno yepexaaHe (kpeaTHHHOB KIHpBHe noa 30 ml/min), neyenue e npoTHRONOKa3HO.

Tlpu maumenTn che cpenHo Texko GuGpexHo YBpeXnaHe (KpeaTHHHHOB KaHpbHC 30 — 60 ml/min),
Tputgan 8 mg/2,5 mg/5 mg u [Mpunnan 8 mg/2,5 mg/10 mg ca NpOTHBONOKAZHHU (8. TOuKa 4.3).

TpH nALMEHTH ¢ KpPeaTHHMHOB KITHPBHC NO-BHCOK HITH paseH Ha 60 ml/min e e HeoGXxouMa NpomaHa
Ha no3ata. O6HUaliHOTO MEAHLMHCKO NPOCIEASBAHE BKIIOYBA YecT KOHTPOJ Ha KpeaTHHHHA M KaNuA.

Cevpsanu c awaodunuu

IIpoMennTe B-nIa3MEHHTE KOHUEHTPALIMH HA AMIOMITHH He CHOTBETCTRAT Ha cTeneHTa Ha 6B6peyHo
"YBpeXkKAaHe, 3aTOBA ce NpenophyBa o0HualiHaTa 103a. AMIOAMNHH He ce OTCTpPAaHABA Ype3 NHATH3A (BXK,
Touka 5.2),

Heprodpobuo yspexcoane (6xc. mouxu 4.3, 4.4 u 5.2)
IIpH TexKo uepHOAPOGHO yBpEAIaHE IEUEHHETO & MPOTHBOIIOKA3aHO.

Tlpn nmauueHTH ¢ neko A0 yMepeHo uepHoApobHO yspexcnane IMpumaan TpaGea aa ce npwnara
BHHMATENHO, Tbii K4aTO MPENopbKH 3a AO3HPOBKATA HA AMIIOAMITHH NpH Te3W NAaLUCHTH He ce
YCTaHOBEHH. :

Hleouampuuna nonynayus

BesonacHoctra ¥ edukacHocTTa Ha Ipunpan npu sena M IOHOWM He ca yCTaHOBeHH. [Mpunpan ne
TpAGBa [a ce M3MO3BA NPH ACHA H IOHOLLH.

Hauun Ha npunoxetne

3a npeanounTane e TabneTkara a ce MpueMar CYTPHH H NPE/IH XpaHeHe.
4.3 TlpoTHBomoka3amns

- CBPBXYYBCTBHTENHOCT KbM AKTMBHOTO BELIECTBO, KbM Apyrd  cyadoHaMuaH, KeM
AHXHAPOTHPHIHHOBH NPOH3BOLHH, KBM APYr ACE HHXMOGHTOp WIM KbM HSKOE OT NOMOILHHTE
BelllecTBa, H3bpoeHH B Touxa 6.1,

- AnamHe3a 3a aHTHOeNeM (edeM Ha KBHHKE), CBBp3aH C MpealNecTBalIo nedeH ACE
HHXHOHTOP (BX. TOUKa 4.4),

- EnxoepemerHa ynotpe6a npH neuenue cbe cakyOuTpun/sancapras. [pu
3aN0Y4Ba No-paHo o1 36 yaca Cre MOC/NeHATa 038 cakyOHTpHI/BanicapTan (BX. C

- Hacaencreen uan wanonatHien 8HTHOEAEM.




- Bropu u TpeTH TpuMecTbp Ha GpeMenHOCTTa (BK. TOUKM 4.4 H 4.6).

- Ennospemennata ynorpeba ¢ amTHCKAPeH-ChIbPKAIIM NPOLYKTH € NPOTHBOMNOKA3aHA NPH
NaLHMeHTH CBC 3axapeH aHaber iu 6x6peuno yspexaane (GFR <60 ml/min/1,73 m?} (BX. TOUKH 4.5 1
5.1).

- [TauneHTn ¢ eKCTPAKOPNOPANHO JICUEHHE, BOACILO A0 KOHTAKT Ha KPBBTA C OTPHLIATENHO
3apencHH MOBbLPXHOCTH (BHX TouKa 4.5).

- Mawyentn ¢ GunatepanHa 6u6peuna apTepuanHa CTEHO3a WM CTeHO3a Ha apTepuATa KbM
eAMHCTBeH dyHKkuHoHHpam 6B0pek (Brok Touka 4.4),

- Texxa 6p6peuta HeAOCTATBYHOCT (KPEATHHUHOB KNHPBHC <30 ml/min).

- YMepena 6u0petHa HenOCTaTBUHOCT (KPEATHHHHOB KITHpBHC noa 60 ml/min) 3a nosute Ha
Hpuupan, coaspxamu 8 mg/2,5 mg nepHHAONPI/HRAANAMMU,

- YepHoapoGHa eHuedanonarus.

- Tesxkxo yepHoapobHO yBpexaaHe.

- Xunoxanuemua.

- KoM6uHauus ¢ HeaHTHADHTMHTHUHYM areHTH, NpHuMHABAWH torsades de pointes (Bx. Touka 4.5)
- TlaunenTy Ha gHanusa.

- ITaumienTy ¢ HeneKyBaHa NEKOMNEHCHPAHA ChpEYHA HENOCTATYHOCT.

- Texxa xunoroHus.

- ok (BKIIOYHTENHO KAPAHOTEHEH LHOK).

- Ob6cTpykums Ha n3xoaa Ha isBaTa Kamepa (HaNp. BHCOKOCTENEHHA 40PTHA CTEHO34).

- XeMoaMHAMHYHO HecTaOWIHA CHP/IEYHA HEOCTATHYHOCT ClIE OCTBP MHOKapAEH HHOApPKT.

44 Coenuangy npeaynpekieHus H NpeANasHH MepKH npu ynoTpeba

Beuukn npenynpexnenus, CBhp3aHM ¢ BCAKO OTHENHO AKTHBHO BELIECTBO, KOMTO 4 H30poeHH mno-
Aoiry, BaXAT CHIIO K 38 PHKCHpaHaTa koMGuHauus [Tpunaan.

I o eHHs _
Heoiino broxupane na penun-anzuomensiun ardocmeponosama cucmema {RAAS)

Hma nannu, ue enHospemenuata ynorpeGa Ha ACE HHXBONTOPH, anTHOTeHzuH I peuerrropmu
aHTArOHHUCTH Wik ATHCKHPEH NOBHIIABA PHCKA OT XHIIOTOHHS, XHIIEPKAIHEMHS H Riolapa 6u6peunara
dyHkuma (BxmounTenHO ocTpa 6u6peuna HenocTaThuHocT). [lopanu ToBa, He ce npenopkyBa ABOJHO
Gaoknpane Ha RAAS upes koMGHHupana ynotpe6a Ha ACE unxuburopu, anruoremsu 11 peLenTOpHK
AHTArOHHCTH HITH ANIMCKEPEH (BXK. ToukH 4.5 1 5.1). :

AKo TepanusTa ¢ ABOHHO GJIOKMpaHE Ce CYHTA 3a aBCOMIOTHO Heo0XonHMMa, ToBa TpA6Ra Na cTaBa camo
NoA HabMOAEHHETO Ha CNELHAIMCT H IIPH YECTO BHUMATE/IHO npocienaBane Ha 6bOpeyHaTa QpyHKiA,
ENIEKTPONIMTHTE H KPBBHOTO HAJIATAHE.

ACE nuxu6uropu v anruorensus Il peuerrropun 6noxepn ne TpAbEA /a e H3NON3BAT EAHOBPEMEHHO
NMpH NMAUHEHTH ¢ AHabeTHa HeponaTws.

JTumuii

Kombunawnata Ha numeilt ¥ koMGHHAUMATa Ha NEPHHIONPHN M WHAANaMHA OOHKHOBEHO HE ce
npenopbusa {Bx. Touka 4.5).

Heymponenus/azpanynoyumosa, mpomboyumonenus u anemus

Hma cpobluenus 3a HeyTponeHHs/arpaHyoLuTOa, TPOMOOLIHTONIEHHA H aHEMHMF
npreMailt ACE uuxuGutop. IlpH naumeHTH ¢ HopManHa 6n0peuna ¢ynkipa
YCNOXHABAWM (AKTOPH, HEYTPOTIEHHA HacTwnBa psako. IlepuHonpin Tpa0Ba
MOBHINEHO BHHMAaHHE MPH MAHHEHTH C KOMAreHHO CHAOBO 3abonABaNe, HMyHO(:y -




TICHEHHUE C ANOMYPUHO/ WIIH TPOKAHHAMMA, HIH ¢ KOMGHHALNA ¢ YCIOKHABALH (GAKTOPH, 0COBEHO aKko
HMa npeIeCcTBAIRO HapylleHHe Ha 6uOpeunara dynkuus. [Ipy HAKOH OT Te3W MALMEHTH BLIHHKBAT
CEpHO3HM HMH(EKUHMH, KOMTO B OTAEAHH CAYY4aH HE C€ TORTHABAT OT MHTECH3MBHA AHTHGMOTHUHA
Tepanks. AKO NEPHHOTIPII Ce K3M0.13Ba NPH Te3H NALMHEHTH, Ce NPENOPEYRA IEPHOAMYHO HICAEIBAHE
Ha OpoA Ha JIEBKOUMTHTE M MAUMEHTHTe Tps6Ba na GbaaT MHCTPYKTHpAaHM Aa chOOLIABAT 33 BCeKH
MPHU3HAK HA HHOEKUMA (HANp. BB3NANEHO rbp/o, MOBHULICHR TeMIepaTypa) (BX. ToukH 4.5 u 4.8).

Penosacxynapna xunepmonus

ChinecTsyBa NOBHILIEH PHCK OT XHNOTOHUA H 6L6peuna HeaOCTATEYHOCT NpH NALMEHTH ¢ JBYCTPaHHA
CTeHo3a Ha GbOpeyHaTa aprepus WIH CTEHO38 HA aPTEPHATA KbM eHHCTBEH dyHKUHOHHpaw 6B6pek
npa neveHne ¢ ACE-unxuburopn (Buxk Touka 4.3). JleueHuero ¢ OHYpETHUH Moxe aa Obae
AonpuracA daxrop. 3ary6a Ha 61OpevHa dyHKUMA MOXE 13 HACTBIM JOPH NMPH JEKH MPOMEHH B
CEPYMHHA KPEATUHHH I0PH NPH NALIMEHTH ¢ YHHIaTepanHa 656peuna apTepuaiHa cTeHosa.

Cspoxyyecmeumennocm/anzucedem

MmMa penxs cboGIIEHHS 33 aHTHOeNEeM Ha JMLETO, KpafiHHIIHTE, YCTHHTE, €3HKA, FJIOTHCA H/HIH
JIapHHKCA TIPH MALHEHTH, NekyBank ¢ ACE nHxubuTopu, BIOHHTENHO NnepuHaonpu (BXK. Touka 4.8).
ToBa Moxe 12 HACTLIH 11O BCAKO BpeMe Ha NedeHHeTo. B Teau ciyuan, npuema Ha nepuHIONpH TpAGBa
Aa ce NpekpaTH HE3a0aBHO M MAUMEHTHT Ja OCTaHE MOA HabMONEHHE 0 MWIHO OT3By4aBaHe Ha
CHMITOMHTE. B Te3H ciydam, korato nofyBaHeTo OGXBallia JHMLUETO H YCTHHMTE, CHCTOAHHETO
OGHKHOBEHO npeMiHaBa Ge3 neyeHHe, BLIPEKH Ye AHTHXHCTAMMHHTE €4 OT NOJI3a 32 06/IeKYaBane Ha

* CHMIITOMHT®E.

AHTHOC/ICMBT, CBBP3aH C OTOK Ha JlapHHKCa Moxe 1a ¢ datanen. [Tpu o6xsawane Ha €3HKa, IJIOTHCA
HIIH IApHHKCA, KOETO MOXe Aia oBeAe 10 OOCTPYKIMA Ha IMXATEIHUTE METHILA, TpaGBa HezabaBHo na
Ce NPWIOKH COEIIHO JeueHHe, KOETO MOKE 1a BKIOYBA MOJAKOKHO NPHIOKEHHE HA PAsTROP Ha
enuHedpud 1:1 000 (or 0,3 ml no 0,5 ml) wWwuan ocurypssane Ha NPOXOAHMOCT Ha JHXATEJNIHHTE
TBTHILA Ha NALHEHTA.

ACE HHXHGHTOPHTE NPUYHHABAT TO-4ECTO AHTHOEEM TPH NALMEHTH OT YEPHATA Paca, OTKOMIKOTO npu
NauMeHTH OT ApyTa paca

MaunenTy ¢ aHaMHesa 3a aHTHOEEM, KOHTO He € CBLP3aH ¢ Tepanus ¢ ACE unxuburop, Moxe na nmar
ROBHIIEH PHCK OT aHTHOEAEM H NpH 1pHeM Ha ACE unxuburop (BX. Touka 4.3).

PHCKET 3a aHrHoeneM ce oBHwWaBA NPH €NHOBpeMEHHATa ynotpeba Ha Apyru IekapcTBa, KOHTO MOTAT
Ja MpHYHHAT aHrKuoeaeM (BxK. ToukH 4.3 u 4.5).

ComererBainara ynotpe6a Ha ACE HHXHGHTOPH cbe caKkyOHTpHI/BANCApTaH € MPOTHBONOKA3aHa
TCpaJH MOBHIIEH PUCK OT aHrHOexeM. Jleuenue che cakyOHTpHWI/BaicapTaH He TpS6Ba Ja ce 3anovBa
no-paHo OT 36 uaca ciiel Noc/aeAHATa N038 NEPHHAONPHI. . AKO JIEYEHHE Che caKyGHTpu/BancapTan
C€ cnpe, JieHeHHETO C NEpHHAONpuA He TpAOBa na ce 3anouBa no-paHo oT 36 yaca cnea mocieaHaTa
Ao3a cakyGuTpun/BancapraH (Bx. Touku 4.3 u 4.5).

Conbrereama ynotpe6a Ha ACE wmxuGutopn c pauekanorpun, mTOR wumxuburopu (manp.
CHPOJTAMYC, €BEPOIMMYC, TEMCHPOIMMYC) M BWIJACIMITHH MOKE A3 AOBEAE [0 MOBHUIEH PHCK OT
aHrHoeJeM (HANpHMEP OTOK HAa QMXATCIHMTE METHINA WIH €3MKA, ChC WIH 6e3 PECTIHPATOPHO
HapyieHue) ( Bk Touka 4.5). HeobxoauMo € [a ce NMoaXoaM ¢ MOBMLIEHO BHHMAHHE, KOraro ce
3anoura neueHue ¢ pauekanorpwn, mTOR uuxuGuropn (Hanp. cuponmMmyc, o5
TEMCHPO/IHMYC) H BHIATTHIITHH NPH NIALMEHT, Ko#To Beye npuema ACE HHXHOHTOP.

Hma penxu cho0LIEHHS 32 MHTECTHHANIEH AHTHOEIEM NIPH NALHEHTH, NEKyBaHH ¢ A
Ilpu Te3n naumenTH ce Habmonasa kopeMHa Goska (CBC WM Ge3 razeHe WIH MOBD



CIIyHMaH HE € HMaIo MPEALIECTBALL aHTHOEeM Ha JIMLETO U HHBaTa Ha C-]1 ecTepasaTa ca HOpMANTHK.
AHrHOeeMBT ce IHarHoCTHUMPa Ypes abnoMunanta KT win YJITPa3BYKOBO H3CJIEZIBAHE, HITH ITO BPeMe
Ha OMEepauHd H CHMITOMHMTE OT3ByuaBaT cJiell cnHpaHe Ha ACE umxuGutopa. MHTecTHHANHMAT
aHTHOSAEM TpabBa Aa Ce BKMIOYH B NH(EPeHUMATIHATA JHArHO3A Ha MaLMEHTH Ha jevenne ¢ ACE
MHXHOHTOPH, KOUTO UMAT KopeMHa Goka. :

Anagpunaxmuuny peaxyuu npu decenzubunsayus

Hma ornennn cboluweHms 3a naLMeHTH, NOTy4aBallld  NPOABL/DKHATENHH, JKHBOTO3aCTPALIABALLH
aHa(MNaKTHYHH peakumH, nokato npueMat ACE MHXHGHTOpH 1O BpEME Ha AECeH3HOHWIH3HpalLo
fieveHHe ¢ oTpoBa oT Liunoxkpunu Hacexomu (nuenn, ocu). ACE HHXHOMTOpH Tp46Ba Aa ce H3nmon3Bar
¢ NOBHIISHO BHHMAHHE ITPH ANIEPrHYHM ANEPTHH, NICKYBAHH C AECCHCHGHWIM3ALMA H Aa ce MabareaT npy
TIPOBEAJIAUMTE HMYHOTEPANKA ¢ OTpoBa. Tesu peakunum, obaue, Guxa MOrH na ce H3Gernar, upes
BpeMeHHO cnupane Ha ACE nHxuGuTopa 3a Hali-Manko 24 yaca npean neveHHeTo MPH MAlHEHTH,
HyX¥naewH ce eqHoBpemeHHo oT ACE uHXHGUTOPH K AeceHCHEW3aLMA. '

Anaunaxmuunu peaxyuu no epeme na agpepesa na Aaunonpomeunu c Hucka nismuocm (LDL)

Panko npu naunenTs, kouto noxy4asar ACE wHXHGHTOpH 1o BpeMe Ha adepezara Ha IRNIONPOTEUHH
C HHCKA TUTBTHOCT € AeKCTPaH CY/I(AT, Bh3HMKBAT KHBOTO3ACTPAIIABALUH AHAGHIAKTHIHH peakLHH.
Te3n peakumn ce WIGArBaT upe3 BpEMEHHO npekparsaBaHe Ha neueHHeto ¢ ACE uHxuburop npenu
BCaka adepesa.

Tlayuenmu na xemoouanuza

Hma crhobmenns 3a anadunaktHunm peakumuu NpH NaUHEHTH HA JHANH3A ¢ BHCOKOMPOMYCKIMBH
meMOGpanH (Hanp. AN 69®), nekyBaHH eTHOBPEMEHHO ¢ ACE utxuburop. ITpu Tesn nauuenTn Tpabea
Aa ce OOMMCIH M3NON3BAHE HA PpAvIHYEH THI AMATH3HA MemOpaHa MIM pasiHYeH KiIac
AHTHXHNEPTEH3IHBHO NIEKAPCTEO.

ITvpeuven andocmeponuzom

[laumeHTH ¢ nNLPBHYEH aNAOCTEPOHM3LM OGHMKHOBEHO HE C€ MOBJIMABAT OT Tepanus ¢
aHTUXHNCPTCHIUBHH JICKADCTBEHH MNPOAYKTH, KOMTO ZAeiicTBAaT upe3 HHXHOMpaHe HAa peHHH-
2HTHOTEeH3HHOBATa cHeTeMa. [lopanu Toea ynorpe6bara Ha [Mpunaan He ce penopstea

bpemennocm

Jleuenue ¢ ACE uHxuGuTOpH He TpaGBa aa ce 3anousa o BpeMe Ha GpeMeHHOCT. [TauMeHTKHTE, KOHTO
TUIAHHPAT OPeMEHHOCT, TpAGBA A& NMPEMMHAT HA AITEPHATHBHO AHTHXHNEPTEH3IUBHO JIEYCHHE C
YCTaHOBEH npod Ha 6e30MacHOCT NpH ynotpeda o Bpeme Ha GpeMEHHOCT, OCBEH aKO Ce CUHTA, Ye €
OT ocofeHa BakKHOCT Ja ce NPOARDKH Neuenuwero ¢ ACE uHxuburopn. Korato ce ycraHopu
6pemenHocT, nevennero ¢ ACE HHXHOHTOpH TpabBa HezabarHO Aa ce MPEKPaTH H aKo € MOAXOAANIO,
Aa ce 3an0YHE ANTEPHATHBHO NeveHHe (BX. ToukH 4.3 u 4.6).

Heproopobna enyeghanonamus

Ilpn Hapymena weproapoGHaTa (YHKLHA, THASHAHMTE AMYPETHUM H THa3WAO-NONOOHH AHYpPETHLH
MOTAaT Aa MPHYHHAT, 0c00eHO B CiTyuaii Ha enexTponuTeH aucGananc, 4YepHoApobHa eHledanonaTus,
KOATO MOXKe nia nporpecipa Ao YepHoapobHa koma. B Tak#Ba ciryuan npuiokeHHeTo Ha JIHY PETHLIHTE
TpabBa na ce npexpaTH He3a6aBHO.

Xopoudaner uznue, ocmpa muonus u emopuvra 3AKPUMOBZBIAHA 21AYKOMA

CyndoHamun win cyndoHaMMOHH OepuBaTH MoraT na NPEAM3BHKAT HIHOCHH
BOACMWIA N0 XOPOMJANeH MIUIHB ¢ fnedeKT Ha 3PHTENHOTO foNe, MpeXoAHa ol i ogens
38KPHTOBIBIIHA IayKoMa. CHMITTOMHTE BKIIOYBAT BHE3AMHO HAMAJIEHHE Ha spuTeniaf oo s
Gosika B 0uMTe H OGHYAIHO BLIHUKBAT B PAMKHTE Ha YACOBE 0 CEMMIM OT 3an0uBalid '
Henexysana ocTpa 3axpuToBrbiHa rmaykoma Moke 1a AoBele 4o TpaiiHa 3a




[tepBoHauanHaTa MApka € NpeyCTAHOBABAHE NPHEMA HA JIEKAPCTBOTO BBIMOXKHO Hait-6bp30. Ako
BETPEOYHOTO HAMAHE OCTAHE M3BBLH KOHTPOI, MOXe 1a € HeOGXOAHMO Ja ce OGMMCITH NOXXOAALO
ICKAPCTBEHO WIH XMPYPru4HO JiedeRue. PrckosHTe dakToph 3a pa3ssBHTHE Ha OCTPA 3AKPHTOBIWIHA
TIaykoMa MOXKE Ja BKJIOYBAT aHAMHE3A 3a CY(OHAMHIHA WIH NCHHLMAHHORA &TEPrys.

Domocensumusnocm

Crobuwenn ca ciyvas Ha NMOBMIIEHA MYBCTBHTEJHOCT KBM CBETJIHHA npH ynotpeba Ha THa3MWgO-
nofoGHK AuypeTHUH (BX. TouKa 4.8). AKo, NO BpeMe Ha JIEYEHHETO, BbIHHKHE peakL4s Ha NIOBHIIEHA
MYBCTBHTE/IHOCT KbM CBETIHHA, CE TIPENOpLYBA JIEYeHKeTo a Oble NPeyCTAHOBEHO. AKO NOBTOPHOTO
NpHEMaHEe Ha NHYPETHKA Ce CueTe 3a HeoOX0AMMO, CE TIPENIOPHYBA MIIOKEHHTE YACTH HA TANOTO Ja ce
3ALUMTAT OT CNILHLIE WIH OT H3KYycTBeHa UVA, '

Cnopmucmu

Tpabea na ce oObpHe BHHMaHHE Ha CMOPTHCTHTE, 4¢ TO3H JICKADCTBEH NPONYKT ChObpKa
IEKapCTBEHOTO BEMECTBO MHAAMAMMI, KOESTO MOXE Aa /1€ NONOKHUTENHA PEAKLMA B JOMHHT TECTOBE.

[lpeanaszin Mepku npu ynorpeba

Bvbpeuna dynxyun

- Ipn Texka 6u0peuHa HeAOCTATHYHOCT (KPEATHHHHOB KIHPBHC <30 ml/min), sedenunero ¢
KOMOHMHALMATA NEPHHACTIPUA/HHAANAMHE € MPOTHBONOKAZAHO.

- Ilpu mauueHTH ¢ ymepena 6n6peuna HenOCTATBYHOCT (kpeaTMHMHOB KIMpBHC <60 ml/min)
fieYeHHeTo € mpoTuBonokasHo ¢ Ilpunnan, nosu ceabpkawm 8mg/2,5mg kombunaums or
NpeHHIONpA/ HHAanaMuA (T.¢. TTpuanan 8 mg/2,5 mg/S mg u 8 mg/2,5 mg/10 mg).

- INpy HAKOM NALKMEHTH C XHTIEPTOHHA 1 6e3 Npe/LIeCTBAIIH IPOABH Ha 6B0peunn yBpexnaHus,
NpH KOHTO KpBBHMTE 6LGpeunn mnpoOGH nokassar (yHKIMOHATHA 6pbpeuna HenocraTeuHOCT,
NEYEHHETO TPAGBA 21 Ce NPEKBCHE H MO BB3MOXHOCT /1a CE OAHOBH C N0-HACKA 1032 WITH CAMO ¢ eHH
OT IpenaparuTe. '

- Ilpu TakuBa maimeHTH OGHYAliHOTO MEAMUMHCKO HabmomeHHe Tpabsa na BKMIOYBA uyecTo
KOHTPO/IHpaKe Ha KaNHH H KpeaTHHHH iBe CeAMHLH CIEA HAYANOTO Ha JEYEHHETO H CJIEM TOBA 110 BpeMe
Ha TepaneETHYHO CTAOAWIHMR NEPHO Npe3 ABa Mecela. 3a GE6peuHa HEAOCTATHYHOCT Ce CHOGLIABA
TJ1aBHO [pH MALUMEHTH ¢ TeXka CHPACYHZ HEACCTATHYHOCT WIH NPM NaTeHTHa Gubpeuna
HEJOCTATLYHOCT BKIIOYHTENHO CTEHO3a HA PeHATHHTE apTEpHH.

- JlexapcTBOTO OGMKHOBEHO He Ce Mpefophb4Ba NMpH GMlaTepanHa CTeHo3a Ha 6u6peunuTe
BPTEPHH HIH NIPH eAMHCTBEH GyHKIHORMpaLly 6n6pexk.

- TuasuanuTe AMYpeTMIM M THA3HA-CPOIHMTE IMYPeTHLM ca e(eKTHBHH caMo, KOrarTo
OnOpeuHaTa ¢yHxuMs € HOpMaAHA MAM MHHHMAJTHO yBpesieHa (IL1a3MeH KpeaTHHHH non 25 mg/l,
T.€. 220 pmol/l npu BB3pacTHH).

- Ilpu naumeHTH B CTApYECKa BL3PACT HMBATA HA KPEaTHHMH TpabBa Na 6bAAT OLEHABAHH B
3aBHCHMOCT OT Bb3PACTTa, TETJI0TO  N0/1a, CbIacHo GopMynata Ha Kokpodr:

Clee = (140 - BB3pact) x TenecHo Terno / 0,814 X HHBO Ha INA3MEHHS KpeaTHHHH

KATO. Bb3PacTTa € H3pa3eHa B MOJHHH
TEJIECHOTO Terno — B kg
HHBO Ha IUIA3MEHHA KPEATHHHH - pmol/l

- Tasu popmyna e noaxonsina 3a Muke B cTapuecka BB3pacT H TpsadBa 1a ce and
KATO ¢ YMHOXH no (,85. ' '

- XunoBoneMHATa, KOATO € Pe3yNTaT ot 3ary6a Ha BoJa H HATPHI, HHOYLMpPaH
HAHAIOTO HA JIEYEHHETO, IPEIM3BHKBA HAMATICHHE Ha [TIoMepyaHaTa Gpurrpaund. Tosf
A0 MOBMINARAHE Ha KPBLBHATA ypes M HUBaTa Ha KpeaTHHMHa. Tamm Tpams
HEAOCTATBEYHOCT HAMa TIOC/IC/ICTBHA 38 MHOWBKAK ¢ HopManHa Gu6peuna GyHKImS, HY
CHIHECTBYBalla GOpeuHa HENOCTATBMHOCT.




- AMJIOIMNHH MOXE Ja ce npuiara B o6udaiiHi JO3H NMPH NaHEHTH ¢ 616pedHo yBpexaane.
TlpomeHuTe B [183MEHHNTE KOHLIEHTPALMH Ha AMIOJHITHH HE CA CEBP3AHU ChC CTENEHTA Ha 616peunoro
yBpexjaHe.

- AMJIONHITHH HE ce AHANH3HPA.

Xunomenzun u 3azyba na 600a u xamputi

- [lpy naumeHTH, neKyBaHH ¢ NEPHHAOTIPHI/MHOATIAMMI CBLUIECTBYBA PHCK OT BHE3allHa
XHNOTeH3MA 0co0eHO B ciyuali Ha Beue CBIUECTBYBAIO H3UEPIBAHE Ha HaTpHHi (ocobeHo mpu
HHIHBHIH CBC CTEHO32 HA peHaltuTe apTepun). [lopany ToBa € HEOGXOIMMO CHCTEMHO KOHTpONHpaHe
Ha KIMHHYHHTE CHMITTOMH Ha 3aryba Ha BOJa W €NeKTPONHTH, KOHTO GHXa MOINM 1a Ce NONBAT B
C/ICACTEME HA MHTEPKYPCHTHH €NHM300H Ha AHAPHA W noBpbluaHe. [IpH TakuBa NAUHEHTH peaOBHO
TpAOBA [1a ce KOHTPOTHPAT eNEKTPOIHTHTE B CEpyMA.

- H3paseHaTa XHNoTeH3HA MOXKE 12 HANOKH MPWIOKEHHE Ha UHTPABEHO3HA HHOY3HA Ha
H30TOHHYEH PasTBOP Ha HATPHEB XJIOPHA,

- IIpexonHata XHNoTeHINA HE € NPOTMBONOKA3AHHE 33 NPOALDKABAHE Ha fedenuero. Chen
BbICTAHOBABAHE HAa NOCTATBYHH KPBBCH O0EM H KPBBHO HANAraHe JICYEHHETO MOXE A3 Oble
BBH3CTAHOBEHO ¢ HAMAJICHA 1034 HIIH CaMO C €/IHH OT NpenapaTHTe. ‘ :

- 3HAYHTENHO CTHMY/IMpaHE Ha CHCTEMaTa beuuu-aﬂmoreuanu-mmompon ce Habmonaea
0COGEHO MO BpeMe Ha rojiAMa 3ary6a Ha BOJA M ENEKTPOJIHTH (cTpHKTHa Ge3conHa amera wiH
NPOABDKHTENHA JUYPETHHHA TEPaNHd), NPH NALMEHTH C HHCKO H3XOAHO apTEpPHATHO HANATAHE, B
CITyHan Ha CTEHO3a Ha PEHATHHTE apTCPHH, ICKOMNEHCHPAHA CHPIEYHA HEAOCTATHYHOCT HITH LIHPO3a.C
OTOLM H ACUMT. .

- Bnokupaneto Ha Tasu cuctema ¢ ACE HHXHOMTOp MosKe Ka NpeAU3BHKA, 0COOEHO 110 BpeMe Ha
IIbPBOTO MpHEMaHe Ha JIEKAPCTBEHHA MPOAYKT M Npe3 MbPBHTE ABE CEIMKLH Ha JIEUCHHETO, BHE3ANHO
CnafaHe Ha KPbBHOTO HAJATaHe W/HWNM MOBMINABAHE HA CEPYMHHMS KPEATHHMH, KOETO roBOpH 3a
(yHxumonanHa Gu6peuna HemocTarbuHocT. TToHAKOra TOBA HACTbIBA BHE3ANHO, HO PANKO M Mo
PadIHYHO BpeMe Ha neueHHeTo. [Ipy TakuBa cryuaH eveHHeTo TpaGBa 13 3aN0YBA ¢ MO-HHCKH J03H,
KOHTO NOCTENEHHO Ce YBEeIH4aBaT. )

- Hurara Ha Hatpus TpaGea na GbAAT M3MEPEHH NpeM 3an04BaHe Ha NeueHHte C HHAanaMHg v
Ha DaBHH HMHTEPBAIH MO BpeMe Ha JeyeHHeTo. HamanspaHeTo Ha HMBAaTA Ha HATPHA MOXe
MEPBOHAYAIHO Ja OBAC aCHMMITTOMATHYHO H 33TOBA PEOBHOTO MY ONpENEIAHE € CHUIECTBEHO.
HacnieasanuaTa Tpabea na GbAAT N0-4ECTH NMPH NALMEHTH B CTAPYECKS BB3PACT H NalMEHTH ¢ LHpo3a
(Bx. TouxH 4.8 1 4.9). Beako Neuerue ¢ muypeTHIM MO 0a IOBENE 0 XHUIMOHATPHEMMUS, HOHAKOTA ¢
MHOTO CEPHO3HH Mocnenuuy. XHAOHATPHEMHA C XHMOBOJNEMMA MOXE N4 Ca OTFOBOPHM 34
JeXHAPATALHA H OPTOCTATHYHA XHIIOTEH3HS.

- Ennospemennara saryba Ha xiopuaHm #OHH MoXe 18 LoBeae fa BTOPHYHA KOMMECATOpPHA
MeTabonuTHA aNkanosa: NOSBATA H CTENEHTa Ha TO3H eeKT ca HESHAUHTEHH.

Husa na xanuii

- KomGuHaumaTa oT nepuxzonpen ¢ HEAanaMug He Moxe na NPenOTBPaTH HACTBIIBAHETO HA
XHMNOKATHEMH, 0COGEHO NpH AMaGETHIIM WIH NPH NauHeHTH ¢ 6L6peuHa HeaocTaThuHOCT. Kakto npH
BCHUIKH aHTHXMNEPTEHIUBHH CPEACTBA, CHALPKALIH JHYPETHK, PEOBHO TpAGBa Ha ce KOHTpOIHpa
I1a3MEHOTO HUBO Ha KaJing.

- ACE uHxuGuTOpHTE MOraT Aa npeaM3BHKAT XUNEPKANTHeMHd, TbH kaTo WHXHOMpar
0CBOOOXKIABAHETO Ha ANNOCTEPOH. EQEKTHLT 0GHKHOBEHO He € 3HAUHTeNeH NPK NMAUMEHTH ¢ HOPMATHA
656peyna dyaxuna. IIpy nauweHTH ¢ HapyeHa 6n6peuna pyHkums obave WHIH NpH NalumMeHTH,
NIpHeMALIH XPaHUTENHH A00aBKH, ChABPXKALM Kanul (BKIIOYHTENHO 3aMECTHTEIN HA €0JITa), Kauii-
CbXPAaHABALKH  OHYPETHUH, TPHMETOMPHM WIH  KOTPHMOKCA30/l, M3BECTEH - CHIIO  KaTO
TPHMETONPUM/CyaMeTOKCa30, W OCODEHO aHTArOHHUCTH Ha angocTepoOHa WAH  AHTHOTCH3HH-
peuenTopHH GIOKEPH, MOXKE [a BLIHMKHE XHNEPKANHEMHS. Kanuii-ctxpaussaumyrs
@HTHOTCH3HH-PELIENTOPHHTE GNoKepH TpaGba Aa ce MPIAraT BHUMATENHO NPH T2
ACE wHXHGHTOPH, KaTO CepyMHuAT kanuii u 6u6peunaTa dymkims TpaGea na cg
TOuKa 4.5).
- - Ilpy HAkoH nauneHTH, nexypann ¢ ACE HHXHOHTOPH, BKMIOYMTENHY

Hab/onaBa NMOBHLIABAHE HA CEPYMHMS Kaiuii. PuckoBHTe dakTopu 3a pasBuTHE \




BIIOuBAaT ObOpeyHa HeNOCTATHYHOCT, BIOHIABAHE Ha 6u6peunata QyHkums, pr3pact (>70 FOIMHA),
3axapeH auabeT, nNpPHADYKABAlH CLCTOSHUA, OCOGEHO ACXMApATELHA, OCTpa CbPAEYHa
HEOCTATEYHOCT, MeTalONMTHA alUMZ038 M EIHOBPEMEHHA yrotpeba Ha kanuii-ChbXpaHABaLIH
AHYPETHIH (HAND. CIHPOHONAKTOH, EMIEPEHOH, TPHAMTEPEH HIIH AMWIOPHA), KAJIMEBH A05ABKH WM
KANHi#-CBIBPKALM 3aMECTHTENH Ha COJITA; WIH MaLMeHTH, NpHEMAIIA APYTH JIEKapCTBa, CBBP3aHH C
TNOBMIIABAHC Ha CEPYMHMA KanHH (Hanp. XenapHH, KO-TPHMOKC230N CBINO TO3HAT KaTo
TpHMeTponpumM/cyndamerokcason, apyru  ACE MHXHOMTODH,  aHruoTeHzuH-II-penenropun
SHTArOHHCTH, ALCTWICANHLMIOBA KMcenHHa >3 g/muesno, COX-2 HHXHOWTOPH M HeceneKTHBHM
HCIIBC, umyHocynpecHpalny areHTH, TAKHBA KATO LHKJIOCTIOPHH MITH TaKPOJTHMYC, TPHMETOMPHM),
VrotpeGata Ha xanmesu poGaBkw, KANHH-CHXPaHABAINM JHYPETHIH WIH KaJTHH-CbABPKALIH
3AMECTHTEIIH Ha CONITA, 0COOEHO MPH MALKEHTH ¢ HapyweHa 6L6peuHa dyHkuma, Moxe aa hosege 10
3HAYHTENTHO NMOBHILABEHE HAa CEPYMHHS KalHii,

- XunepxanHeMuaTa MoXe 1a MPHYHHH CEPHO3HH, NoHsAKora dataniu apurMun. B ciyvaure,
KOraTo ¢JHOBpeMEHHaTa yroTpe6a Ha ropecnOMEHaTHTE CPEACTBA Ce CUMTA 3a YMeCTHa, Te TpadBa na
C€ M3MOJ3BAT C NOBHIIEHO BHHMAHHE U MPH Y€CTO H3C/IE/IBAHE Ha CEePYMHMA Kauii (BX. TOUKa 4.5).

- 3ary6ata Ha Kanui ¢ XHINOKAIHEMHA € [JIABHHAT PHCK OT M3NOM3BAHETO HA THAZHAHM M
THA3UJ0-NON0OHH JHYPETHIIN.

- XHNOKaITHEMYATA, YCTAHOBEHA BbB BPH3KA C HUCKA KORLICHTpaUMA HA CEpPYMHHR MarHe3uii, Moxke na
6bae pedpakrepHa Ha NleYeHHe, OCBEH KO CEPYMHHAT MarHe3ui He ce KOpHUrHpa.

- XHNOKATHEMHATA MOXE Jia NPHYHHM MYCKYNHH HapyweHus. Cpobliamanu ca clyyau Ha
PabaOMHONH3A, I7IABHO B KOHTEKCTA HA TEXKA XHITOKATHEMHS,

PHCKBT OT HacTenBaHe Ha xumoxkanuemms (< 3,4 mmol/l) tpabea na Gwae npenorsparen npu
BHCOKOPHCKOBHTE TOITyNIALMH, KaTO HAllPHMEP NALMEHTH B .CTapYecka BLIPAacT WHIH HENOXpaHeHH
MALUMEHTH, KOHTO NPHEMAT HIIH He IPHEMAT MHOTO JIEKAPCTBA, HALMEHTH ¢ LIMPO3a, KOHTO MMAT efeM
WITH ACLIMT, MALKEHTH ¢ KOPOHapHa GOMECT H NALMEHTH Ch¢ CHPACYHA HENOCTATBYHOCT.

B TakHBa cTy4au XHNOKANTHEMHATS YBENHYARA CHPAEYHATA TOKCHUHOCT Ha AMTHTATMCOBHTE NpenapaTu
M PHCKa OT apHTMHMH.

Jluua ¢ yazmien QT HHTEPBAT CHLIO Ca PHCKOBH, HE3ABHCHMO Aaik NPOH3X0Na € KOHMCHUTANCH WIH
ATPOTEHEH. XHNOKATIMEMMSA, KATO GpanuMKapaHATa, AeiicTBa KaTo npenpasnonarai  ¢aktop 3a
HAaCTBIBAHETO HA TEKKH APHTMHH, 0cobeHO NoTeRIManHo daTannuTe torsades de pointes.

TIpn BCHYKM CTyHaH ce H3HCKBA NO-YECTO ONpeeNsHe HA HHBATA HA KATHI. ITepBOTO M3MEpBaHe Ha
TUIa3MEHUAT Kanui TpAGBa Na ce HANPABH €12 CEAMMILIA ClIE] HAYANIOTO HA JEYEHHETO,
YcTaHOBeHaTa XHIIOKATHEMHS Tpa6Ba fa ce KOpHIHpA.

Huea na xaryuii

THasuauMTe M THA3UI-CPOAHHTE AHYPETHLHA MOFaT J1a TIOHIKAT KCKPELHATA HA KAJILIHA C YDPHHaTa H
Aa NpeaH3BHKAT JIeKO U ’I‘p&HSHTOpHO NMOBHILICHHE HA ILIa3MeHHA xa.nunﬁ. 3HallHT'e11H0 MOBHILEHHTE
HHBA HA KANMLIHA MOTaT Ja ce NBJDKAT Ha npeaxoxaany He,uuamocmunpan xunepnapaTHpeowxmLM. B
TaKHBA CIIyYaH NE4eHHETO TpAGBa Nla ce MpeycTaHOBH NPEAH H3CJIEABAHETO HA MapaTHPEOMAHATA
PyHxuns.

Husa na maznesuii

HokasaHo e, 4e THABHANTE H TEXHHUTE AHATO3H, BIITIOYHTEHO HHanaMHl, MOBHILIABAT EKCKPELIMATA HA
MarHes3uii ¢ YpHHaTa, KOETo MOXKe Na JOBENE N0 XHIOMAarse3uemMHus (Bx.TOUkH 4.5 u 4.8).

Huxoyna xucenuna

Moxe na ce YBEIIHYH TCHAEHUHATA KbM MPHCTHIIK OT NMOAATPA NPH NMALHEHTH C XHMIIEPYPHKEM,
JICKYBaHH C HHAANAMHA.

Penosackynapna xunepmenzun

PEHOBACKY1apHA XHNEPTEH3HA, KOHTO OYAKBAT XHPYPrU4YHA KOPEKLIMA, A CHILO M
HaMeCa He € BE3MOXKHA.



Ako e nanucad [Ipunaan Ha NALMEHTH ¢ U3BECTHA WM TIONO3MPAHA CTEHO3a Ha peHanHuTe apTepHH,
JIeYeHHETo TpAGBa 21a 3an0uHe B GONHHYHW YCIOBHA C HHCKA [103a, KATO Ce HabMIoqaBaT 61p0peunara
yHKUMA M HMBATA Ha KanHa, THH KAaTO HAKOM MALUMEHTH PA3BHBAT dynkunonanHa 6u6peuna
HEOCTATEYHOCT, KOATO OTUTYMABA Clie/l IPEKPATABAHE HA JIEUEHHETO.

Amepockneposza

Puck OT XMNOTEH3Hs CHINECTBYBA NPA BCHUKH NALHMEHTH, HO 0COGEHO BHHMAHHe TpabBa na ce oTaens
Ha NAUHEHTH C HCXCMHUHA GoMecT Ha CHPLIETO WIH LIHPKY/IATOPHATA HEJOCTATEYHOCT Ha MOIbKA, KATO
NICYCHHETO ¢ MEPHHAONPH CIIe/IBa [a 3ar0YHE ¢ HHCKA 034,

Yeproopobra nedocmamvunocm

- » ACE #HXHGHTOpHTE Ce CBBPABAT ChC CHHAPOM, KOHTO 3aII04Ba ¢ XOJIECTaTHYHA KBITCHHLA H
NpOrpecHpa 1o 0¢Tpa YepHOAPOGHA HeKpo3a H (NOHAKOTA) CMBPT. MEXaHM3MBT Ha TO3U CHHAPOM He ¢
u3acHeH. Ilaumenture, nonywasamm ACE MHXHOHTOpM, KOMTO pPa3BMBAT KBJITEHHLA, WIH HMAT
SHAYHTEJTHO TMOBHIIEHHE HA YePHOAPOGHMTE eHiumH, TpaGBa Aa npekpatar npuema na ACE
HHXHOHTOPA K J1a MOMY4aT CHOTBETHO MEJMLMHCKO NpocieasBaHe (BXK. TOUKa 4.8).

lonyHBOTBT Ha aMIOAMNHHE € yabKeH U cToliHocTHTe Ha AUC ca no-sucoxu MPH MALKUEeHTH C
HapylleHa YepHOApOOHa (YHKLMS; He Ca YCTAHOBEHH NpenopbKH 3a N03HPOBKATA. CnenoBarenHo,
aMIIONHNHH TPAbBa [a ce 3amouHe ¢ Hal-HUCKATA 1033 M Jla e BHHMABA, KAKTO NpH 3an04BaHe Ha
NIEYCHHETO, Taka H NPH NOBHIIABaHe Ha N03aTa. [IpH nauMeHTH ¢ Tekxa YePHOAPOOHA HEOCTATBYHOCT
MOXe 11a C¢ HaJloXH GABHO THTpHpaHe Ha I03aTa M BHHMATETHO NPOC/IEAIBAHE.

Crvpoeuna Hedocmamvunocm/medicka chpoeyHa HedoCmamvyxocn

- MauyeHmn che ChpAeYHA HEAOCTATHLYHOCT TpAGBA aa GbAAT JI¢KyBaHH ¢ BHHMaHHe., B
ABATOCPOHHO TLIALEGO KOHTPONHPAHO NPOYYBaHE NPH NALMEHTH C TEXKA CHPAEUHA HENOCTATHYHOCT
(I u IV xnac no NYHA), crobiapanata yectora Ha 6enoapobeH oToK ¢ HHna Mo-BHCOKa B rpymnara,
JIEKyBaHA ¢ aM/IONHITKH, OTKOJMKOTO B MnaueGo rpynata (Bxk. Touka 5.1). Brokepu Ha kanumesure
KaHAJTH, BKIIIOYHTENHO AMIIOZHIHH, TPiGBa Aa ce H3MOM3BAT C NOBHIIEHO BHHMAHHME MPH NAUMEHTH Che
3aCTOHHA ChPAEYHA HEAOCTATHYHOCT, Thil KATO MOTAT 1a MOBMIIAT PHCKA OT 6baeuy CBPASYHO CHIOBH
CBHOHTHA H CMBPTHOCT.

- JleueHHETO ¢ MEPUHAONPHI Ha NALMEHTH C TEXKA ChPAEYHA HEAOCTATBUHOCT (cremen IV)
TpabBa fa 3anoyHe MOA MEAHUMHCKO HAGMIOACHHE ¢ HAMaJeHa HAYaNHA N03a. JIeYeHHeTo ¢ Gera-
G110KePH Ha NALMEHTH C XMMEPTOHHA ChC CHPAEUHA HENOCTATHYHOCT He TpsbBa na ce npekparapa: ACE
uHXUGHTOD TpAGBa na 6bae noGaseH KbM Geta-Gnokepa.

Aopmua wru mumpanna cmenoza/xunepmpoguuna xapouomuonamus

ACE sHxp6uTOpH TpA6Ba Aa 6baaT H3NO3BAHM ¢ OBHILEHO BHHMaHHE NpH NAUMEHTH ¢ 00CTpYKLMA
Ha W3XOJHHA TPAKT Ha NBaTa Kamepa. '

Xunepmonwuna xpuza
Be30mnacHoCTTa # epMKacHOCTTa Ha AMIOANITHH NPH XHTIEPTOHHYHA KPH3a He € YCTaHOBEHa.

Hayuenmu c ouabem

JleueHneTo HH NALHEHTH C HHCYJIMH 3aBHCHM 3axapeH Anaber (CHOHT&HH& TEHRCHLIHA 3a YBCNIHYABAHE
Ha KaJTHEBHTC HHBa) TPHGBa A 3anouHe noa MeAHUHHCKO HabmoneHue ¢ HaMaleHa Ha4yalHa no3a.

Ilpn nmaumenTH ¢ nuaGer, neKyBaHu ¢ MepopanHM NPOTHBOAMAGETHH CPeacTBA HIIH KHC
FTMKEMHYIHUAT KOHTpON TpabBa Aa ce nabmofaBa BHHMMATENHO MO BpEMe HA MbPBH
nevernero ¢ ACE unxuburop (Bxk. Touka 4.5) un no BpeMe Ha JieYeHHE ¢ MHAANAM
cryuaii Ha XHIOKATHEMHS, '




Emnuvecrxu paznuxu

Kakto # npu apyrn ACE HHXMGHTOpH, MEpHHIONPHI MOXe A2 Gbae MO-MAIKO edekruBeH 3a
TIOHWXaBaHe HA KPLBHOTO HAATAHE MPH NALMEHTH OT 4EPHATA PAca, OTKOKOTO NPH Te3W OT Apyra
paca, BEPOATHO MOPaJH NPeoONalaBaHETO HA HHCKO HMBO HA PEHHH B TNOMY/NALMATA YEPHOKOKH
NalMEeHTH ¢ XHIEPTOHMA,

Xupypzus/anecmesun

ACE HHXMOHTOPHTE MOraT Ja TPHYMHAT XMNOTEH3HS B CIly4aH Ha AHECTE3HA, OCOGEHO KOraTo
NPHAOKEHHA AHECTETHK MPHTEXABA XHITOTEHIHBHH CBOHCTBA.

Ilo Tasn npuumHa ce npenopbusa nevennero ¢ ACE MHXHOMTOP C YALIDKEHO AeHCTBHE, KATO HAPHMED
NePHHAONDHIL, Aa GbJe CPAHO, aKo € BL3MOXHO €AMH eH TIPEH OnepaLHaTa.

Kawnuya

Crolwasa ce 3a cyxa kauuuua npu ynorpeba na ACE HHXHOHTOpH. XapakTepHute 0coGeHOCTH Ha
KalunHuaTa ca, 4e € HEeNpoNyKTHBHA, NMEPCHCTMPAlla M OTINYMABA CNEJ NPeyCTaHOBABAHE Ha
nedenneto. [1pH MosBa HA TO3M CHMITTOM TPAGBA [ia ce MMa MNPEABHA ATPOTEHHA ETHOJIOTHY.

AKO BBNPEKH TOBA Ce NPEANOYHTA NMpeanHcBaneTo na ACE HHXMOHTOP, MOXe Aa ce uMa obMuCH
NpoIb/KAaBaHE Ha JICUEHHETO.

Cmapuecxa ev3pacm

Ilpenu HauanoTo Ha neueHHETO ¢ nepuHOONpHN, TpAGBa Na ce MacnenBar 6ubpeuHata pyHxkuna u
cepyMHus kanuil. Havanuata nosa B nocneactsue TpaGea ma ce ananTHpa croped MPOMSHATA Ha
KPBBHOTO HalAraHe, oco0eHO B cllyuauTe Ha 3aryGa Ha BOAA H €NEKTPONHTH, C UeN Aa ce HiGerde
MOABATA Ha BHE3ANHA XHITOTEH3HA.

Tlpu nauneHTH B CTapYecka BL3PACT, MOBMLIABAHETO HA J03aTa Tpa6Ba Aa ce H3BLPLIBA C [OBHLIEHO
BHHMaHHe (BxK. ToukH 4.2 u 5.2).

Heduampuyna nonynayus
EdukacHocTTa  noHocHMocTTa Ha TIpHHAAN NPy Aeua W 10HOUIM He ca YCTAHOBEHH.

Ilpedynpexcoenue omuocro nomownume sewecmea

To3u nekapcTseH npoaykT chabpika no-manko ot 1 mmol HaTtpuii (23 mg) B TabneTka ,Taka ye Ha
HpaKTHKa € ,,6e3 HaTpHii™.

4.5 BaaumopefcTBHE ¢ APYIA EKAPCTBEHH NPOAYKTH H APYrm hopMH Ha B3aAMoaciicTBHE

HaHHu OT KNHHHMHM MPOYMBAHMA NOKA3BAT, 4Ye ABOHHOTO 6nokupaHe Ha peHHH aHTHOTEH3HH
anpocreponopara cuctema (PAAC) upes komGumupanata ynmotpe6a Ha ACE HHXHOHTOPH,
aHTHOTeH3HH lI-peuienTopHy 610KepH WIH aNHCKHPEH Ce CBHP3BA ¢ NMO-BHCOKA ECTOTA HA HEXeNaH
CBOMTHS, KATO HATPHMEP XHNIOTOHMS, XHNEPKANMEMHS M HAMAIABAHE Ha 61Opeunata dyHxums
(BRTOUMTENHO OCTpa GEGpeuHa HEAOCTATBYHOCT), B CPABHEHHE C ynotpebaTta camo Ha €IHO CPeACTBO,
AefictBawmo 8bpxy PAAC (8x. Toukn 4.3, 4.4 u 5.1),

JlexapcTea, npeAW3BHKBAIIH XHNepKATHEeMHUS

Hakon nexapcTBa WM TepaneBTHYHH KIacOBe MOTAT Aa NOBHWIAT YECTOTATA Ha XHIEPKATHEMHA:
@THCKHPCH, KATIHEBH CONH, KaIMA-ChXpaHABAMM AHypeTHUH, ACE HHXHGHTODH, 3
peuentopHy  awraronuctd, HCIIBC, xenmapuun, wMysocynpecopu karto -
TakponuMyc, Tpumeronpum. KomGrHaumaTa ot Te3H fekapcTsa yBeauuaBa pucka




OBpeMEHHATA VI a eI BOMOKA3AHA ( BXK. TOUka 4.3

KomnonesT Ha | BaaumogeficTBue ¢ Onuncanne HA B3IaHMORelcTBHETO
NpoAYKTA
NEPHHAONPAI ATHCKHpeH Tpn naimenTH ¢ anabeT Wnn HapylweHa Gx6peuna PyHKIMA

€t YBE/IHYaBa PHCKBT OT XHIEPKANHEMHS, BIOIIABAHE HA
GuOpewnata pyHKUMA H CBPACUHOCHAOBA 3a60/EBAEMOCT |
CMBPTHOCT.

cakyGutpui/sancapran | EqHoBpeMeHHOTO npiiioxenHe Ha ACE HHXHOHTOPH ChC
caxyOHTPIWI/BANCAPTaH € IPOTHBONOKA3AHO, Thi KaTO ToBa
YBEIHYARA PHCKA OT aHTHOEREeM (BX. Touka 4.3 1 4.4)

SKCTPAKOPIIOPAITHO EKCTpakoprnopajiHo iedeHue, BOAEWIO AC KOHTAKT Ha
NeyeHue KPBETa C OTPULATEIIHO 3apeAEHH NOBBPXHOCTH KATO
HaNpHMep AHANH3a KIH XeMo(UITpalis ¢ onpeaeneHu
BHCOXOMPOTYCK/IHBH MeMOpaHH (Hamp.
HOMHAKPHIOHNTPHAHA MeMOpanu) 1 apepela Ha
JHMOTIPOTEHHH ¢ HHCKA IUTETHOCT C IEKCTPaH Cyidar,
NOpaJH MOBHLIEH PHCK OT TEXKA aHAQHIAKTOKIHA PeaKius
{Bik TOuKa 4.3). B ciryual, ye ce HAIAra TAKOBA JEYEHHE €
HEo6XO0HMO [a ce OOMHCIH H3NON3BAHETO HA pazlugeH
THO JIHANH3HA MeMOpaHa HIKH Opyr Kiac
AHTHXHNEPTEHIHBHO CPEACTBO.

EQHOB@MGHH&Ta yng;mﬁa HE €€ Npenopouypa

KoMnoHenT na BaanmopeifcTBRe ¢ Onucanne Ha p3aAmoaclicTBHeTO
MPOJYKTA
NEPHHAONPHA ATHCKHPEH Ipu nanueHTH, KOUTO HAMAT AMabeT Win HapylI¢Ha

6b6peuna QyHKLMA ce yBenuuaBa PHCKBT OT
XHIepKaMeMus, Bloiapane Ha 6p6peunara QpyHkima
H ChPACYHOCHAOBA 3800/1€BAEMOCT H CMBPTHOCT (BXK.

TOuKka 4.4).
€ZHOBPEMEHHO Niedenne | B nurepatypara ce cboGluasa, ue npu nausenT ¢
¢ ACE umxuburopu u YCTaHOBEHa aTepocKIepoTHaHa Gonect, cbpaeyna
AHTHOTEH3HH- HEAOCTATBYHOCT WK JHabeT ¢ opraHHo yBpexnane
peuentopeH Gnoxep €IHOBPEMEHHOTO neuerHe ¢ ACE nixuGuropn n

AHFMOTEH3HH PEUEHTOPHH OIOKEPH € CBLP3aHG C MOBHIIEHA
| 9ECTOTA Ha XHIIOTOHHA, CHHKOI, XUNEepKanHeMus 1
BiiolaBaHe Ha GbOpeunata QyHKUHS (BKMIOYHTENHO OCTpa
On0peyHa HeNOCTATBYHOCT) B CPABHEHHE Che
CaMOCTOATENHOTO TIPHNOKEHHE Ha IEKAPCTBEHHA TIPOLYKT,
BIHAEH] BBPXY CHCTEMATa PEHHH-2HTHOTEHIHH-AIOCTEPOH.
Asoftna 6nokana (Hanp. upe3 komMGuumupane Ba ACE
MHXHGHTOP ¢ aHrHotensnH Il peuerrropeH anTaronucr)
Tpa0Ba Ka ce OrPaHMIH 10 HHAMBHIYATHO ONpeneNeHH
C/Ty4aH OPH CTPHKTHO HabmoneHue Ha Gu6peunata
(yHKUHA, HHBATA Ha KaJlHA H KPBBHOTO HaNATaHe (BXK.

TOuKa 4.4).

€CTPAMYCTHH PHcK OT noBMIIaBate Ha HeXeNaHHTe NeKapCTBeHH
PEAKIHH, KaTO HANp. AHTHOHEBPOTHYEH OTOK (AHTHOEEM).

KanHli-chXpaHaBaily BrrpekH qe cepyMHMAT KanHii 0GHKHOBEHO OC

IOHyPeTHLH (Hamp. PaMKHTE H2 HOPMAJIHHTE TPAHHUM, TIPH

TPHAMTEPEH, AMUIIOPHI), | pgkoH NALMENTH, NEKYBAHH ¢ nepHHAo,

XpaHHTENHH 106aBKH BB3HHKHE XHNEPKANHEMHS 0COOEHO B

CBABPKAIH KaTHH HIH YBpexnaHe (aguTuBeH €deKT Ha XHN

Kanli CbABpKamH ChXPaHABAIM JHYPETHLH (HAnp. ¢

3aMECTHTENH HA CONTa TPHAMTEDEH HWIH AMHIOPHA), Xp:




ChIBPXAIIH KATHH WIH KaTHE-ChIbPKAIIH 3AMECTHTENH Ha
COJITa MOXe Ja JOBeJie 10 3HAYHTETHO MOBHILCHKE Ha
cepyMHiA kanuii. [lopagu ToBa He ce npenoprygra
KOMOHHHPAHETO Ha NEPHRAONPH € FOPECTOMEHATUTE
nexapcTBa. AKO e Noka3aHa ChITBTCTRAMA YNoTpeba, Te
TPAGBa A2 Ce H3TONIBAT ¢ IOBHIIEHO BHHMAHHE H NPH 4€CTO
npociensBaHe Ha CepyMHHA kanHit. OTHOCHO ynotpebara
Ha CMMPOHOJIAKTOH MPH CHP/ieYHA HEAOCTATBYHOCT, BIDKTE
Touka ,,EAHOBpeMeHna ynoTpe(a, KOATO HIHCKBA NMOBHIIEHO
BHHMAaHHE".

nepHHIonpin /
HHIAmaMua

NATHHA

Hma crobmennd 3a ofpaTMo noBHWaBaKe Ha CepyMHHTE
KOHLUCHTPALUMH Ha IUTHA H TOKCHYHOCT {TpH
CAHOBPEMEHHOTO NpHeMaHe Ha iuTHit 1 ACE nHxuGuropn,
He ce npenopeuBa ensorpemento mnon3pare ka
NEPHHAONPHT B KOMOMHALIMA ¢ HHAAMAMMA M THTHI, HO aKo
KOMOHHaumATa ce oKaxe HeoOXOANMa, CepyMHHTE HHBA Ha
JUTHA TpAGRA 1a ce MpOCTeaaBaT BHUMATEIHO (BK. TOUKA
4.4).

AMIIOJHITHH

JantponeH (uu(y3un)

[IpH KHBOTHH ca HaGMmONABAHN NETANHO KAMEPHO MbKAEHE
H CHPIEHHOCH/0B KOJIAMNC BLB BPB3KA € XHNEPKaIHEMHS
cliell IPHIOXKEHHE HA BEPANIAMMJT H JAHTPONIEH
HHTPABEHO3HO. [Topan pHCK OT XHNepKaaHeMHs ce
TpenopsyBa fa c¢ HIGAIBA €IHOBPEMEHHOTO NPHIIOKEHHE
Ha OJIOKEPH HA KATUMEBHTE KAHAMH KATO AMJIOAHITHH NP
NALHEHTH, NPeapa3NnoNokeHK KbM MATHIHEHA
XHIIEPTECPMHA ¥ IPH JIEUEHHE HA MATHTHEHA XUTIEPTEPMHA.

EgHOBEMeHHO NPIIOKEHHE, H3UCKBAILO CNEUHATHO BHHMAHHE

KalH#-CeXpaHABamuTe

KoMnonenr na Bianmoneticraue ¢ Onucanne ha BaguMozelcTBHETO
NpoAyKTa
NEPHHAOTIPHA OpoTHBOAMAGETHR EnuaeMHONOr MMHH NPOYYBAHHA OKA3BAT, Y
cpencTsa (HHCYJIHH, €AHOBPEMEHHOTO NpHIoKehHe Ha ACE HHXuGuTOPH 1
NIEPOPATHH MPOTHBOAMAGETHH IEKAPCTBA (HHCYHH, NEPOPATHH
XHTIOTTTHKEMHYHH XHIOOTJIHKEMHYHH CPEICTRA) MOXKE 2 NPEIMIBHKA
cpeacTea) YBENHYEH TMOKO30NOHIDKABAIY e(eKT C PHCK OT
XHnornaxkeMus. To3H (heHOMEH € ro-BepOATHO Aa e NoSBM
[0 BpeMe Ha ITbPBHTE CEAMHLH 0T KOMOMHHPAHOTO JevdeHHe
H ApH nauxeHTH ¢ Gu6pedro yepexnane.
AMYDPETHLH PainHuHK oT | [laumenTHTe Ha Neuelme ¢ AMypeTHUH B 0coGEHO Te3H,

KOHTO ¢a ¢ HamaneH KpPbBeH 06eM W/HITH HaManeHH HHBA Ha
HATPHii, MOrar Aa NONy4YaT NPEKOMEPHO NOHIKEHHE Ha
KPBBHOTO HAIATaHe CheR 3amodBate Ha gevcHne ¢ ACE
MHXHOHTOD. BepOATHOCTTA OT XHNOTEH3MBHH eeKTH MOXE
nia Gb/ie HaManeHa upes NPEyCTAHOBABAHE HA AHYPETHKA,
Ype3 YBeIdaBaHe Ha 06eM Ha TETHOCTH WIH MpHeMa Ha
HATpHIt IPEIH 3aNI0UBAHE HA ISYEHHE C HHCKH H
MOCTENEHHO MOKAYBAIIM C€ IO3H HA NEPHHAONPHN.

{Ipu apmepuanna xunepmonus, XoraTo npeINecTBAMOTO
JIEUCHHE C NHYPETHLLH MOXKeE [a € MPHIHHITO HAMAIABaHE
Ha HATPHA/UMPKYTMpalKs obeM, TpaGBa WIH Aa ce cripe
IHYDETHKBT NpEIH 3an09BaHe Ha jJevenne ¢ ACE
HHXHOUTOD, B KOHTO Ciryyal aMypeTHINTE (Pa3HuyX
KIHH ChXpaHABAaLIHTE) MOTAT ClE TOBA Ja anoy
0THOBO, WTH ACE HHXHGHTOpBT Tpsabaa 1a
HHCKa JI033, KOATO NOCTENEHHO CE MOBH

Ilpu 3acmoiina cvdpeuna nedocmamvund
ouypemuyu, ACE HHXHOHTOPBT Tpabsa 1§ G
MHOIo HECKA /1033, BEPOATHO C/IEA HAMATYE




Ha CBBP3aHHTE BHYPETHLH, PANIHYHH OT Kannil
chxpanapamyre. [Ipy scHuku caydan, 6b6peunara
$ynxuus (HuBa Ha kpeaTuHuHa) TpaGBa aa ce nmpocneassa
110’ BpeMe Ha ITLPBHTE HAKONKO CEAMMUM OT JIETEHHETO ©
ACE HHXHGHTOD.

KalHii-crXpaHapamu
AHYPETHLH (€N/IepeHOH,
CIIHPOHONAKTOH)

C ennepeHoH WIH CNHPOHONAKTOH B JO3H Mexay 12,5 mg
a0 30 mg AHEBHO K € HHCKH X03H ACE MHXuGHTOpH:

Ipu newennero Ha chbpaesna HexnocTaTbuHocT 11-TV Kiac
(NYHA) ¢ ¢ppaxums Ha ustiacknane <40%, nexysaHa
npeay ToB2 ¢ ACE REXHOHTOPH 1 GPHMKOBH AHYPeTHLH,
CBIUISCTBYBA PHCK OT MOTEHUHMANHO daTanHa
XHIIEPKATHEMHA, 0COOEHO IPH HECTIA3BAHE HA NPETIOPLKUTE
3a MPeANHCRAHE HA Ta3H KoMOHHALHA.

Itpeau 3anouBane Ha KOMGHHaLHATA TpabBa Aa ce NpoBepu
32 THNCA Ha XHIEpKaIHemMus H 6b6peuro yepexnane.

Hpenop'bqna C€ BHHMATENHO NMPOCISIABAHE HA HHBOTO Ha
KaHA H KpSaTHHHHA BEAHBXK CEAMHYHO Nnpe3 MLPBAA MeCeL]
OT JICYCHHETO H BCEKH MECeH clef TOBA.

pauexagorpun, mTOR

CrembTeTBamara ynorpe6a Ha ACE unxuGuropy ¢

HHXHOHTOPH (Hanp pauexanoTphi, nTOR umxuGuTOpH (Hanp. cHponHMyc,
CHPONUMYC, €BEPOHMYC, TEMCHPOAHMYC) K MOXE Ia JA0BENE A0
EBEPOTHMYC, MOBHIIEH PHCK OT aHThoeAeM (Bk. TOuKa 4.4).
TEMCHPOIHMYS)

TPHMETOTIPHM, KO- TpabBa 1a ce BHHMABA IPH XHOBPEMEHHOTO MIPHNAraHe Ha
TRHMOKCA30N NCPUHJIONIPHN C APYTH CPEACTBA, KOWTO NOBHIIABAT

HMETONPHM/CY I e

TOKCa3on)

CEPYMHHA Kayuii, KaTo TPHMETONPHM H KO-TPHMOKCA30JT
(TpameTonpuM / cyndamertokcaszon), Thi kato
TPHMETONPHM € H3BECTEH KaTo KanHi-ChXpanssall
JAMYPETHK KaTO aMiUIopHa (Bk. Touka 4.4).

LMKIOCTIQPHH

Mpw cersTeTBana ynotpe6a Ha ACE uHXHGHTOpH C
UHK/IOCROPHH MOXE Ja BL3HHKHE XHITCPKATHEMHS.
Tlpenopbusa ce NpociensBaHe HA CePYMHHA KATHIL.

XenapuH

IpH cbmsTcTRamA ynoTpe6a Ha ACE umxuGHTOpH ¢
XeTapHH MOXKE 21a BE3HHKHE Xullepkarnemus. [penopsusa
€€ NpocAeAABAHE HA CEPYMHHA Kanui.

HHIANaMH]

JIeKapCTBa,
NpHYKHABALIH torsades
de pointes

Iopany picka OT XMNOKATHEMHS, HHIAIAMHT TPAOBA Ja ce
TpHara BHHMATEHO €AHOBPEMEHHO C NEKAPCTREHH
NpOOYKTH, NPeIM3BHKBAlIA torsades de pointes, Takipa kaTo
K1ac JA aHTHADHTMHTHYHH areHTH (XMHMAHH,
XHAPOXHHHIHH, AH3ONHUPAMHL), Knac 111 aHTHApHTMUTHYHH
areHTH (aMHOAapoH, noduTHIHA, HOYTHANA, GpeTHIHYM,
COTaNoN), HIKOH HEBPONENTHLH (XIOPIPOMA3HH,
LHaMEMH3HH, IEBOMENPOMAa3HH, THODHAA3HH,
TpHpIyonepasun), GeHsaMuay (aMECYNIPKL, CYAHPUL,
CyNTONpPHL, THAaNPHA), GyTHpodeHoHH (aponepuaos,
XaIONEPHION), APYTH HEBPONENTHLN (THMO3UL); APYTH
BEIECTBA, KATO SenpHIMN, UH3aNpHA, AcdeMaHw,
€PUTPOMHLIMH 1V, xanapaHTpHH, MH3ONACTHH, IEHTAMHAHH,
cnapduiokcauns, BuHKaMiH [V, MeTanoH, acreMH3on,
TepdeHanun. IpenOTBPaTABAHE HA XHIIOKATHEMMA W
KOPEKLHA, IPH HeOOXOLHMOCT: MOHHTOpHpane Ha QT

HHTEpBana.

NeKapcTBa,
NpeAH3BHKBAILH
XHIIOKANHEMUA

AmpoTeprunH B (i.v. npanoxenue), ITOKOKOPTHKOHIH M
MHHEPANKOPTUKOTH/IH (33 CHCTEMHO MPIIIQHTE

TETPako3aKTHA, CTHMYJIHPAILY JAKCAT [
OT XHNOKaHeM#A (aATHBEH edekT)., / 66
U

HHBATa Ha KalHs W aKo € HeoOXoauM
0coGeHo BHHMaHHe € HeoOxooHMo B &
CbC CHPOSYHH [TTHKO3MAM.




He Tpa6za 1a ce msnon3sar cTuMyHpamy nakcaTHeH,

CbPACYHH TMHKO3HIH

XHNOKATHEMHATA H/WIH XHTIOMArHe3HEMHATE
NpeApasnoyaraT kbM ANTHTANHCOBA TOKCHYHOCT.
ITpenoprusa ce aa ce npocneaspa masMenus Kanui,
marnesuii M EKT 1, axo ¢ HeoGxonumo, tevennero na 6uae
KOPHIHPaHO,

ANOIMyPHHON

EHOBpEMEHHOTO IeYeHHe ¢ HHAANAMMI MOXE A8 NOBHIIH
HECTOTaTa HA PeakilHHTe HA CBPbXTYBCTBHTENHOCT KbM
anonmypuHON,

OEPHUHNONPUA /
HHAANAMH]

baxnoden

IloBHIIEH AHTHXHTIEPTEH3UBEH edexTt. [1a ce cneu

BH H He ¥ OpH Heofxo OCT 18 CE KO a
034Ta HA AHTMXKNCPTEHIHBHHA JeKa) ex KT.

HECTEPOHIHH
NPOTHBOBB3NANHTENHH
cpeactea (HCIIBC)
(BKITIOYHTENHO ACTIHPHH
2 3 g/aHeBHO)

Koraro ACE HHXxuGHTODH ce npHeMaT €HOBPEMEHHO ¢
HECTEPOHIHH NPOTHBOBBL3NATHTENHH JIeKapcTBa (Harp.
AUETUNCANHIIORA KHCENHHA B NO3HPOBKA, KOATO HMa
npoTHBOBL3NAmHTENeH edext, COX-2 nHXHOUTOPH H
HecenextHRHH HCTIBC), moxe na HacThnH oTcnabeane Ha
AHTHXHIEPTCHIMBHIA epekT. ENHOBpeMenHaTa yrioTpeGa Ha
ACE nuxu6uropn 1 HCTIBC mMoxe na noseae fo noBHImeH
PHCK OT BlolaBale Ha (bOpeyHaTa QyHKIA, BKIOIHTENHO
octpa 6b0peuna HeIOCTATHIHOCT M NOBHIIABAHE Ha
CEpYMHHA KannH, 0coGeHO NPH NalHeHTH ¢ MPEAMECTRAINO
Bnomabake Ha OnOpeunara pyHkuns. KombnHaumuaTa
TpalBa Aa ce NpHnara ¢ BHMManue, 0cobeHo B cTapyecka
BB3pacT. [launenTiTe Tpsa6sa na 6BIaT [OCTATHYHO
XHAPATHPAHH H TPA0BA Ja ce MMa NpeaBHA NPoCIeAABaHe
Ha 6b0peunata yHKUMA clen 3anouBaHe Ha
KOMOHHHDPAHOTO JieYeHHe H NEPHOIMYHO CNej TOBa.

aMIIOHNHH

CYP3A4 uHXHOGATODH

EnnoBpeMeHHaTa ynoTpefa Ha aMNOIHIIHHE ChC CHIHH HIH
ymepern CYP3A4 unxuburopn (nporeasnu HHXHOUTODH,
430/10BH aHTHMHKOTHIWM, MAKPONHAM, KATO ePUTPOMHITHH
WIH KIapUTPOMHILIKH, BEPanaMKI wTH JWITHA3EM) MOXKE A3
YBENHUH 3HAYHTEHO €KCIIOIHLMATA HA AMAOIHIHH, KOETO
Ia ROBEAE A0 NOBHIIEH PHCK OT XHAOTOHKA. KJTHEHYHaTa
MposABa Ha Te3H GapMaKOKMHETHYHH POMERN MOXeE 7a €
To-H3pa3eHa NpH Xopa B cTapyecka Bu3pact. [Ipenopbusa ce
BHHMATENHO KIKHHYHO HabmoaeHue HAa NAlMeNTa B MOKE
Aa Ce M3KCKBA KOPHIHpaHe Ha J03aTa.

TAKPONHMYC

[1py eaHOBpeMEHHO NPRIOKEHHE C AMNOXHITHE ChbllieCTBYBa
PHCK OT NOBHLUIABAHE HA HHBATA HA TAKPOJHMYC B KPhBTa.
3a na ce mberte NposEa Ha TOKCHIHOCT OT CTpaHa Ha
TaKPOIHMYC, IPHIOKEHHETO HA AMIORHNKH NPH NALHEHTH,
NEKyBAHH C TAKPONHMYC, H3HCKBE KOHTPOJ Ha HHBATA HAa
TAKPONHMYC B KPbBTA H KOPEKLMS Ha 103aTa Ha
TAKPOITHMYC, ak0 € HeoOX0AMMO.

MHineHa Ha panaMuuHy
(mTOR) uaxuGHTOpH

mTOR nuxu6uTopH Karo cuponumMyc, TEMCHPO/IHMYC 1
€BepONUMYcC ca cybetpati Ha CYP3A. AMTounuH e ciab
CYP3A unxu6urop. [Ipu enxoepemMenna ynorpe6a c mTOR
HHXHGHTODH, aMJIOAHNHH MOXKE 14 YBEIHUH H3NATaHeTO Ha
mTOR unxuburopu.

EHHOBEMCHHO HNPHIOKEHHE, HIHCKBALIO W3BECTHO BHUMAHHE

KomnoHenr Ha

BianmonelicTaue ¢

Onncanune Ha B3aAMonelicTBHETO

RAPOAYKTa

NEePHHAOTIPHA AHTHXHMIEPTEHIKBHU EnnoBpemennata ynotpe6a Ha Teau nex
CpeacTea H YBEJIUH XHNOTCHIHBHHTE e()eKTH Ha N
BA3OJHIATATODH EnHospemenHaTa ynotpe6a ¢ HUTporHL




HHTpaTH HIH APYTH BA3OAMIATATOPH, MOME JOIThIHHTEIHO
Na NOHWXKH KPBBHOTO HAJAraHe.

ANOHAYPHHON, .-
UHTOCTATHLM H
HMYHOCYIJPECHBHH
CPEACTBa, CHCTEMHH
KOPTHKOCTEPOHIH HIH

EnnoBpemenHoTo mpunarane c ACE HHXHOUTOPH MOXe Ia
AoBene A0 NOBHINEH PHCK OT IEBKOMEHHA (BK. TOuka 4.4).

npoKaHHaAMHA

AHECTETHIHN ACE unuxHGHTOPH MOTAT 2 3aCHUNAT XHITOTEHIMBHHUTE
edeKTH Ha HAKOH aHECTETHUM (BX, TouKa 4.4).

TIHATHHHA [loBumen prck 0T aHFHOEAEM NOPAH HAMANIEHA AKTHBHOCT

(MHAATAHITHH, Ha aunenTuaun nemtrAasa IV (DPP-1V) or rannTuua, npa

CaKCariIunTHH, NaUHEHTH, NEKYBaHH enHoBpemeHHO ¢ ACE naxuburop.

CHTarfHIITHH,

BH/IAATJIHIITHH)

CHMAATHKOMHMETHLIX CHMNaTHKOMHMETHLUATE MOXe Ja HAMATAT
aHTHXHNEepTeH3HBHHA edexT Ha ACE nuxuburopure.

34T HHATPHTOHIHH peakiuy (CHMITTOMMTE BKTIOYBAT

3a4€PBABAHE HA JIMLIETO, FAfEHE, NOBPbLILAHE H XHITOTOHHS)
ce cho0mABaT pAAKe NpH MALMEHTH Ha NedeHHe C
HHXEKIHOHHO 31aTO (HATPHEB aypOTHOMANAT) M
enHoBpeMenHo Nevenne ¢ ACE mixaGuTopH, BKmodHTenHo -
MEPHHAONPHIL.

HHOanaMug KanHH-ChXpaHsBamM Jloxaro panHOHaNHHTe KOMGHHALIMH ca MOOXOLAMK 33
AMypeTHUH (Hanp. HAKOHU MALHEHTH, BCE OIUE MOXE Ja CE NOABH
aMHnopHua, XHMNOKANHEMHA HNH XHNepxanueMus (0co0eHo npu
CMHPOHOIAKTOH, NaUKEHTH ¢ 6b0peyHa HeIOCTATLYHOCT HiTH AMabeT).
TpHAMTEpeH) Ina3menust kamuit u EKT Tps6sa na ce naGmopasar u, ako
: e HeoOX0aMMO, IeUeHHETO Aa Ce npepa3riena.
meThopMun JlakraTha aunposa npeaM3BHKaHa OT MeTHOPMHY, nopaau
BB3MOXKHA QYHKUHOHANHA GbOpeuHa HeAOCTATBHHOCT,
CBBP3aHA C THYPETHUH H 0COGEHO ¢ GPUMKOBH MY pPETHIA.
Hla He ce H3MON3Ba MET(HOPMHH, AKO CEPYMHHS KPEaTHHHH
Hansuwasa 15 mg/l (135 pmol/l) npu Mbkete 1 12 mg/l
(110 pmol/l) mpu xennre.
Hoz-cuabpxaim B cnyuait Ha nexuapaTaums, npeaM3BHKAHA OT DHYpETHLM,
KOHTPAacTHH CpEeNCTBa ChIUIECTBYBa PHCK OT 0cTpa G16peuna HeroCTATEIHOCT,
ocofieHo npu ynotpeba Ha BHCOKH [O3H Aon-crobpxamn
KOHTpAacTHA cpeacTsa. Tpabpa na ce npoBene pexuapaTanua
Npead MPUIAraHEeTo Ha HOAChLALPKAILD KOHTPACTHO
CpelcTRo.
kanmit (conn) Pucx ot noeumasare Ha cepyMHus Kanumi, nopanu
' HamaJleHa eTHMUHALIMA HA Kanuuii ¢ ypHHara,
LHKITOCTIOPHH, PHCK 0T NoBHIABaHE HA CEPyMHHA KeaTHHHH 63 POMAHA
TaKpONHMYC Ha LNPKYJIHPALINA UHKIOCNOPHH, JaXe K IPH IMICA Ha
3ary6a Ha cons ¥ BoJa.
KOPTHKCTEPOHIH, HaMansBaHe Ha aHTHXHNEPTEH3HBHIA edeKT (3aTbpikaHe Ha
TeTPaKo3aKTHA CHJIH H BOJIa B PE3YNTATA HA KOPTHKOCTEPOHIHTE).
{CHCTEeMHO NpuiIoXKeHHe)
NepHHAONpPUI / HMHIPAMHH-NO100HH YBeNnHYeH aHTHXHNEPTEH3HBEH eeKT H NOBHILEH PHCK OT
HHJaNaMHu aHTH/ENPECAHTH '
(TpHIMKHY HE),
HEBPONECNTHIH
AMIIOHITHH CYP3A4 unxyxropu IIpH exHOBpPEMEHHO PUNOKEHHE HA U3

Ha CYP3A4 iazmeHaTa KOHLEHTpaLms
moxe na Bapupa. [lopany Tora kpbBHO
I3 ¢e MpocNeanBa K 4a ce oOMHCIIN 4




KaKTO 10 BpeMe, Taka M ClleA AHOBPEMEHEH MTPHEM,
ocobeno cve cunan CYP3 A4 unaykTopu (Hanp.
PHOAMIHLHH, XBIT KAHTAPHOK).

He ce npenopeusa ynotpeba Ha aMnoaunyH ¢ rpefindpyTt
HIH COK OT rpeHngpyT, Thil KaTo IIPH HAKOH NAUHEHTH
GHOHANHIHOCTTA MOXE 2 Ce NIOBHILM H A3 OBEAE N0
3aCWIBAHE HA AHTHXHIIEPTEH3HBHHTE edeKTH.

Ipyru EdextHTe Ha NOHIDKABAHE HA KPBBHOTO HANATAHE HA

2HTHXHNEPTEH3HBHH aMIIOAHITHHA ce N00ARAT KbM e(DeKTHTE Ha MOHHKABAHE HA

cpencTea KPBBHOTO HAILITAHE HA OPYTH JIEKAPCTBEHH IPOOYKTH C
SHTHXHTIEPTEHIUBHH CBOHCTRA.

LHMKAOCTOPHH He ca nposexnann npoy4sanus 3a NeKapcTBEHHTE

B3AUMONICHCTBHA C UMKIIOCTIOPHH M AMJIOJHITHH NPH 37paBH
ACGPOBOIIH HIIH APYTH NOMYJIALMH, C H3KTIOYEHHE Ha
naupueHTH ¢ 660peyuna TpaHCTUIaHTALHS, NPH KOHTO Ce
YBe/H4aBa BApHabuIHATa MHHHMAIHA KOHLIEHTPALIHA
{cpeano 0% - 40%) na unknocnopun. TpaGea xa ce uMa
OOMHCAH MPOCNeIABAHE HA HUBATA Ha WHK/IOCTIOPHH nmpH
NAUHEHTH ¢ 6b0peyHa TpaHCIUIAHTAUMA, KOMTO NPHEMAT
aMJIOJHITHH, A 003aTa Ha IHKJIOCNOpHH Tpabea Aa ce
HAMAaJTH, aKko € HeoOXomHMo,

CHMBACTATHH EZHOBPEMEHHOTO NPHNONKEHHUE HA MHOTOKPATHH HO3H

10 mg amnoannus ¢ 80 mg CHMBAcTaTHH BOAN 10
NIOBHILIABAHE CBC 77% HAa EKCMO3MIMATA Ha CHMBACTATHH, B
CPABHEHHE ChC CAMOCTOATENIHOTO IIPHIOKEHHE Ha
cuMBacTaTHH. [lo3aTa Ha chMBacTaTiH TpaGBa a ce Hamanu
Ha 20 mg JHEBHO NPH NAUKEHTH HA AMAOIHITHH,

aTopBaCTaTHH, B KIMHHYHH NPOYYBAHHA 33 B3aMMONEHCTBHNTA,
JHTOKCHH, Bap(apuH aMJIOIHMIAHH HE TIOBTHABA PapMaKOKKHETHKATA Ha
aToOPBACTATHH, THFOKCHH HNH BaphapuH

4.6 ®@epTunmETeT, GpeMEHNOCT H KbPMeHe

Ilpuupan He ce npemoptuBa mo Bpeme Ha ILPBHA TpHMeCTHp Ha 6pemennoctra. Ilpuuaan e
TMPOTHBOMNOKA3AH MO BPEME Ha BTOPHA H TPETUS TPHMECTLD Ha GpeMeHHOCTTa,

Ilpunaan ne ce mpenopruea no mpeme Ha kbpMene. Tpabea na ce Bieme peweHHe nanu aa ce
NpEYCTAHORH KbPMEHETO HIH A2 Ce NPeKpaTH ievenneTo ¢ [punnan, kato ce B3eme mpeaBHA NOI3aTa
OT TepanuATa 3a MalikaTa.

Bpemennoct
Cevp3anu ¢ nepundonpun

YnorpeGara Ha ACE HHXHGUTOPH He ce NpenophyBa o BPEMC Ha ITbPBHA TPUMECTHP Ha OpeMeHHOCTTa
(Bx. Touxa 4.4). Ynorpe6ata Ha ACE HHXHOHTODH & NPOTHBOMNOKA3AHA 10 BPEME Ha BTOPHS M TPETHS
TPHMECTLP Ha OpeMEeHHOCTTa (BXK. Toukk 4.3 y 4.4).

EnieMHoiorynyHuTe NaHHH OTHOCHO PUCKA OT TEPATOTEHHOCT ciiell ekcnosuuus Ha ACE HHXHOHTOpH
110 BPEME Ha IMPBHSA TPHMECTHD Ha GPEMEHHOCTT He ca YOeHTENHH, BEIPEKH He JIEKO YBeTUUeHHE Ha
pHCka He MOXe ra 6Bae u3KmoueHo. [TauueHTKHTE, KOUTO IIAHHPAT GPEMEHHOCT, TpSOBa Ja NpeMHHAT
Ha AITCPHATHBHO AHTHXHIIEPTEH3HBHO JIEUEHHE C YCTaHOBEH Mpodin Ha Ge3onacHoCT roTpeis
no BpeMe Ha GPEMEHHOCT, OCBEH aKo ce CUMTA, e e OT 0coBeHa BAXKHOCT 3 ce NpPOaBIKH Rgkier
ACE unxuGurop.

aKo € noaxonAUIo, fa ce 3armcuHe AIITCPHATHBHO NCYEHHE.

Haeectho e, ye ekcrnosmumsta Ha ACE HHXHOMTODH TO BpeMe Ha BYOpHS M
NpeNH3BUKBA PETOTOKCHIHOCT TPk Xopa (HamaneHa 6x6peyuna GyHKUHA, ONHroXHapaN



OCHQUKALMA HA uepenia) W HeOHATANHA TOKCHuHOCT (6BOpeuHa HeIOCTATHLYHOCT, . XUMOTOHHA,
XHMEepKaTHeMHs) (BX, TouKa 5.3).

IIpenopbusa ce exorpadcko H3cnensaHe Ha GnOpeunata QyHKUMA H uepena B ciyvait, ye ACE
HHXMOMTOpHTE Ca NpHJIaraHH NPe3 BTOPUS TPHMECTHP Ha GPeMEHHOCTTA H ClleA TOBa, Hosopoaenwre,
YHHTO Maiiky ca.npHemanH ACE uaxuburopu, Tpabea aa ce HaGn1oq4aBaT BHUMATETHO 38 HATMYME Ha
XHIOTOHHA (BXK. TOUYKH 4.3 U 4.4).

Cewp3anu ¢ unoanamud

MaHnuTe 3a ynotpe6a Ha uHASNAMHI NPH GpeMeHHM XeHH NUICBAT WIH Ca OrPaKHYeHH (3a U3x0aa npi
no-mManko ot 300 cnyyas Ha GpemenHocT). [IpoaL/DKHTENHATA EKCIIOIMLMA HA THAIHMIH 1pe3 TpeTus
TPHUMECTBP Ha OPeMEHHOCTTa MOXE Aa HaMaNnH o6eMa Ha MNa3MaTa B MAHYMHIA OPTaHHIBM, KAKTO B
YTEpOMAIALEHTAPHOTO KPLBOOOpAILEHHe, KOETO MOXeE J1a MPHYHHH W (QETOIIaleHTapHA MCXEMHS H
3abaBfiHe Ha pacTexKa.

Tlpoy4yBanudTa NMpH XHBOTHH He NOKA3BAT NPEKH HIK HENpeKH BpeOHHM ebeKTH, CBBP3aHM C
PENpORYXTHBHA TOKCHYHOCT (BK. To4Ka 5.3). Karto npeanazna Mapka e 3a npeAnoynTaHe aa ce u3bsarea
ynotpefata Ha HHIaNaMHJ IO BpeMe Ha GPeMEHHOCT.

Cevpzanu ¢ amnodunun
be3onacHoCTTa Ha aMIOTUITHH TIO BpeMe Ha GPEMEHHOCT IPH XOpa He € YCTARHOBEHA.

B npoyusaHus npH xHMBOTHH € HaGTIONABaHA PeNpPOLYKTHBHA TOKCHYHOCT NIPH BUCOKH J03H (BX. TOYKA
5.3).

Ynotpeba no Bpeme Ha GpeMEHHOCT Ce MPENOPHYBA CAMO KOFATO HAMA Mo-Ge3onacHa AITEPHATHRA H
korato GosnecTTa cama no cefe CH HOCH MO-TONAM PHCK 32 MaliKaTa M nnoaa.

Knpmene
Ipunzan He ce npenopsuBa No BpeMe Ha KEpMeHe. |

EdexTeT Ha kKoMGHHAUMATA TIEPHHAONPII+HHHIANAMHI+HAMIIOTHITHR BBPXY KbpMayeTa € HEW3BECTEH.

Cevp3anu c nepundonpun

OrpasiueHy naHHM NMOKA3BAT HMCKM HUMBA HA4 TEPHHIONPHI M HETOBMA AKTHREH MeTabONMT B
MaHYHHOTO MJIAKO, NOPaJH KOETO He CE O4AKBA IHAYHTENIEH KIHHHYEH eEKT BLPXY KbpMayeTaTa.

Cevpsanu ¢ undanamuo

HsaMa HanH4HW A8HHH 32 KOJIHYECTROTO HA MHAAMAMMI B kepmata. He Moxke na ce w3kimioun PHCK 3a
HOBOPOHEHHTE/KbpPMAYETATA.

Hnpanamun ¢ TACHO CBBP3aH C THAIMAHHTE IHYPETHLH, KOUTO IO BPEME HA KBPMEHETO ce acoLMHpar
C HaMa/IBaHe WK JOPH NPEKpaTABaHe Ha JlakTauMaTa. JIosuTe Ha THASHIHHTE AMYPETHLM, H3MON3BAHH
38 NOTHCKAHE HA NAKTALMATA, CA MHOTO MO-BHCOKH OT TEPANEBTHUYHHTE 03H HA TE3M AUYPETHLM NPH
€CCHLUHATHA XUNepTOHHS. [IpH THIHYHHUTE AHTHXMIIEPTEHIHBHH N03M He Ca JOKNAIBAHH CITyYaH Ha
NOTHCKAHE Ha NAKTALMSTA.

HHpanamun He ce npenopbupa no BpeMe Ha KbpMEHe.

Cevpzanu ¢ amrodunun

AMIIOIMITHH C€& EKCKPEeTHpPA B KbpMaTa MpH xopa. YacTra or xos3ata Ha MakikaTa,
KbpMaUeTo, ¢ H3YMCNIEHa C HHTEPKBApTHIeH AuanasoH 3 — 7%, ¢ makcuMyMm 15%. Jlpy, //
NOKa3BaT NO-HHCKA OTHOCUTENHE 1034 34 KbPMayueTo WIH HEIOJOBHMH HHBA Ha AMOIK
OrpaHu4eHH NaHHH NOKA3BAT HEAONOBHMH HHBA HA AMIIOAMIIMH B TIa3MaTa Ha KBbPM{




Geprunurer
Cevpsanu ¢ nepundonpun u undanamuo

Hscaesatng BBpXY PenpoAyKTHBHATA TOKCHUHOCT He NMOKA3BAT Bb3ACHCTBHE TIPH JKEHCKH M MBKKH
mxose (BX. Touxa 5.3). He ce ouakpat BiHAHHE BLPXY depTHIHTETa MPH XOpa.

Cevpzanu c amnodunun

Hma cpobiuerns 3a o6paTuMe GHOXHMHMHH NPOMEHH B INABHUYKHTE Ha CIIEPMATO3OXHTE [pPH HAKOH
NAaUHEHTH, NEKYBaHH ¢ 6roxeps Ha kaTuMeBHTe KaHAIM, KIIMHHUHHTE NaHHM ca HeJOCTATHYHH OTHOCHO
NOTEHUHATHHA eQeKT Ha AMIOZMITHH BbPXY (eprinTera. B eaHO NpoyuRaHe ¢ IIBXOBE Ca OTKPHTH
HeXeNaHK eeKTH BPXY Mbxkua depTrauTeT (BX. To4ka 5.3).

4.7 Ed¢extn Bbpxy cnocobrocTTa 3a modapane n pabora ¢ MAIIKRHA

NpuHzan ¥Ma yMmepeHO BiIMAHHE BBPXY CocobHOCTTa 32 modupaHe u pabora ¢ MawHHH. AKo
naunenTHTe, npuemainy [puuaan nomyuar samaiiBae, r1aso0oHe, yMOpa WIH rajieHe, CocoGHOCTTa
HM Jla pearHpar Moxe fa Obae HapylieHa. Tpsabsa Aa ce BHMMaBa 0coGEHO B HAYANIOTO Ha JIEYEHHETO.

48 HexelanH JIeKAPCTBEHH PEAKNHH

Chbp3anu ¢ nepHHIONPHI/MHAANAMHE

Obobuyenue na npoguna na 6ezonacrocm

Hpunar AHETO Ha NEPHHACTIPWIT HHXHﬁHpa OCTa PCHHH-AHTHOTEH3HH-ANIIOCTEPOH H BOAH A0 TEHACHLHA
KbM HaAMAABAHE HA KANHEBATA 38["}'6&, TNPpHYHHEHA OT HHAANaMHA.

YeTHpH mnpoueHTa OT NAaUMEHTHTE, JIEKYBaHH ¢ KOMOMHALMATA TEPHHIOIPHN aprHHHH/MHAANAMHI
5 mg/1,25 mg nony4apaT XHnoxanHeMus (HUBA Ha Kanmi <3,4 mmol/l),

lllect mpoueHTa OT NAUMEHTHTE, NEKYBaHH ¢ KOMOHHaUMsTA NEPHHIOTIPHA aprHHMH/MHIANAMHL,
10 mg/2,5 mg nomyuaBat xunokanuemus (HHBa Ba Kanmii <3 4 mmol/1).

Haii-yecture choblueHnd 3a HabmoNaBaHK HeKeNaly eKapCTBEHH PEakLMH ca;

- C NEPHHAONPHN: 3amafiBaHe, rnaBofONHe, NApECTe3nH, AHCTEY3Hs, 3PHTENHH HApYRICHMA,
CBETOBLPTENK, THHUTYC, XHIIOTOHHS, KALUIHLA, THCTIHEA, KOPEMHH GOJIKM, KOHCTMNALIMA, THCIICNCHA,
AUapHi, raneHe, NoBpbUlaHe, MPYpUTYC, 0OPUB, MyCKY/IHH KPaMITH K 8CTEHHS.

- € HMHIANaMHI.  XHNOKANHEMHA, PEAKUMM HA  CBPBXYYBCTBHTEJNHOCT, MpPEIMMHO
ACPMATONIOTHYHH, NpPH JHUA C MOPEIMCHOIUUMA KbM ANEPrMYHA M ACTMATHYHHM PeakuMH M
MaKyJIOTAIY AapHH OOPHBH.

Tabauven cnucvk Ha nexceranume peaxyuu

Crennure HexelaHH peakuyy ca HaGTIONABAHH 1O BpEMe Ha JISUEHHE ¢ NEPHHAONPHI/MHAATIAMH] H ca
NOAPEACHH N0 HECTOTA MO CICAHHA HAYHH: MHOTO decTH (= 1/10); vectn (2 1/100 no < 1/10); newectn
(= 1/1 000 no < 1/100); peaxu (= 1/10 000 no < 1/1 000); muoroO peaxs (< 1/10 000); ¢ HeHsBecTHa
4€CTOTA (OT HANHYHHTE NAHHHU He Moxe Aa Obae HAIPABCHA OLIEHKa).

MedDRA cHcTEMO- HexelaHH peakuHH YecToTa
OPraHCH Kiac Mepunaonpun Huaanamun
Hudexuns v Puaut Muoro penku -
HEQECTALHH
Hapywenns Ha xpuBTa | Eosunodinsg HeuecTn*
H AHM(HATA CHCTeMa ATPOHYIOUHTO3A (BXK. TOUKaA MHoro penku

44)

ANNacTHYHA AHEMMA -

Nanuuronenns MHoro peaku




Jlesxonenus MHoro peaxu MHoro penxu

Heyrtponesns (Bx. Touka 4.4) | Muoro peaxu

XeMOAHTHIHA aHEMHA Muoro peaku MHoro penxu

TpomboumTonenws (Bx. Touka | MHOro penku MEoro penxu

4.4) :
Hapyurerns na CBPBXIYBCTBHTENHOCT - Yectn
HMYHHATA CHCTEMA (peakims, npeauMHO

AepMaTONOTHYHH, MPH JTHIA C

NPETHCNO3HLINA KbM

AIEPTHYHH H aCTMATHYHH

peaximy)
EngoxpHHnn CuvHIpoM Ha HeaJeksaTHa Penxn -
HAPYIIEHHA CEeKpelHa Ha AHTUAHYPETHUCH

xopMoH (SIADH)
Hapymienus Ha Xunornuxemus (BX. Toukn 4.4 | Hewectn* -
MeTa(o/IHIME K #4.5)
XpaHeHeTO Xunepkanuemus, obpaTMa Heuectu* -

NPH NPeKpaTABAHE HA

JIeYeHHeTO (B, TO9Ka 4.4) _ _

XunoHartpHeMus (BK. TO4YKa Heuectn* Heuectn

4.4) ’

Xunepxanumemus - MHoro penxu

XunoxanneMus - Yectn

(Bx. TouKka 4.4)

Xunoxnopemus - Penxu

XunoMar{eaHeMus - Penxu
TIcHXHYHHK HApYIIEHHR IIpomMerH B HACTPOCHHETO Heuectn -

Hapyinenus Ha chua Hedectn -

Henpecua Heuectn -

Obbpksane MHoro peaku -
Hapymenns ua 3amaiipane Yecn -
HEPBHATA CHCTEMA CnasoGonue Yectn Peaxu

INapecre3na Yectu Penxn

Jlucryesus Yectn -

ChbHauBoCT Hewectu* -

CHHkon (MpHNageK) Heuectu* C HeHsBeCTHA

4yecToTa

HHCynT, BepoATHO BTOpHUYEH
KbM NPEKOMEPHA X HIIOTOHHS
NpH BHCOKOPHCKOBH NMALHEHTH
(BX. Touka 4.4)

MHoro penkn

BeposTHoCT 3a nponBa ka
yepHoApobHa eHuedanonaTHa
B crmyvali Ha yepHOApoOHa
HEAOCTATHYHOCT (BXK. TOUKH
43n44)

C HeuspecTHa
4ecToTa

Hapymenus Ha oanTe

3pHTENHH HApYLIEHHA

YecT

Muonua (Bx. Touka 4.4)

3aMBITIeHO BHXIaHE




Xoponganes winHe

C Hen3BecTHa

4YecToTa
3aKpHTORIBAHA - C HeusBecTHa
rnayxomMa HecTora
Hapywenns ua yxoto n | Bepruro (ceeTosbpTex) Yectn Penxu
mﬁnpmfn THHHTYC YectH -
Cupaeynn HapyuweHns Cepueluene Hewecrn* -
Taxukapaus Heuecru* -
AHTHHa NeKTOpHC (BX. TOYKa Mpuoro peaxu -
4.4)
APHTMHA (BKMOYHTEHO MHoro peaku MHoro peakn
6pamikapana, kaMepra
TAXHKAPANA K NPELCHPAHO
MbKIEHe)
Muokapzen urapkt sepostho | MHoro peaxn -
BTOPHYEH KbM NIPEKOMEPHA
XHTIOTOHHA TPH
BHCOKOPHCKOBH HAUMEHTH (BK.
TogKa 4.4)
Torsade de pointes - C Hem3BecTHa
(roreHIManHo daranun) (Bxk. YecToTa
ToukH 4.4 U 4.5)
CpaoBH HapyweHns XHNOTOHAA (H CBBP3AHMN ¢ Yectr MpHoro pegxn
XHTIOTOHHA ehexTH) (BXK. TOUKA
4.4)
Bacxynur Heuectu* -
3avepmspane Penkn -
- (DEeHOMEH Ha Raynaudl C Heu3BeCTHA YecToTa
PecnupaTopun, rpupann | Kamunnua (x. Tovka 4.4) Yectn -
H MeJHACTHHAJIHH Tinncuen Yectn R
HADYILIEHHA
| Bponxocnaism Heuectn -
Eo3unogmwiHa nuesMonms MHuoro penkn -
Cromamuo-upenun KopeMmnH 6onku Yectn
HApYWeRAn KoucTunawia Yectn Peaxu
Juapus Yectn
Mucnencus Yectn
T'anene Yectr Penxu
[ospbinane Yectn Hewectn
Cyxora B ycrara Heuectn Penin
ITankpeatHt Mioro penkn Muoro penxn
XenaToSunnapuun Xemnatut {BX. Touka 4.4) MHoro penxn C Hem3BecTHA
HApYLUEHHSA 4ecToTa
IIpomeHeHa yepHOApOGHa - Mp#oro penku
byHKIHA
Hapywenns na koxata | Mpypuryc Yectn -
KOX
H NOAKOXHATS ThHKAH O6pus UYectn - m\mﬂ ’E
Makyno-namynapen oGpns - ‘#‘L@f’u/ .
Vpruxapus (k. Touka 4.4) Heuectn s eg
AHryoegem (Bx. Touka 4.4) Heuecrn horR
Ilypmypa -
Xunepxuaposa Hewectu*




OTPABHHHA H
YC/IOKHEHHS,

Peakuns Ha Hegectu* C HeuspecTHa
toTouyBCTBHTENHOCT 4eCTOTA
Iem¢uronn Hevectn* -
BiomasaHe Ha COPHA3HC Peaxu -
Epnrema mymmudopme Muoro penxu -
TokcHansa enaepmanua - MHoro peaxu
HEKpOJu3a ‘
Cunapom Ha Stevens Johnson - MHoro peaku
Hapymenns na MycKyntHn kpaMu Yectn -
MYCKYAHO-CkeNCTHATS B®3MOXHO RNOIIABaHE Ha - C HemspecTHa
CACTEMA H CHILECTBYBALL OCTEP 4ecToTa
CLEAHHHTE/IHATA ThKAH JAMCEMHHHDAH JTyITyC
€PHTEMATO3YC
ApTpanrus Heyectu®* -
Muanrus Heuectu* -
Myckynna cnaboct - C HeisBecTHa
4eCcTOTa
Pabaomsuonma - C HemsBecTHa
YECTOTA
Hapywenus na BnbpeuHa HefoCTaTRUHOCT Heuecrn -
6%6peunTe B NEKOYRATE Anypus/Onuryprs Penku R
NLTHIA
Ocrtpa 616peuna Peaxu MpHoro peaku
HEJOCTATBYHOCT .
Hapyumienss na Epexrinna auchynknus Heyectn Heuectu
BL3NMPOH3IBOIHTETHATA
CHCTEMA H IbPAATA
- O6IH HAapyLWIeHHs U AcreHua Yectu -
edeKTH Ha MACTOTO Ha Tpbana 6onka Hewectn* N
OpHIOKEHHEe
Hepaznmonoxenne Heuectu* -
TepudepeH oTok Hewectu* -
Nupexcun Heuectn* -
Yuopa - Peaxu
Hacnensanna VBenuaaBaHe Ha ypeaTa B Heuectn* -
KPBBTa
YBenHYaBaHe Ha KpeaTHHMHa B | Hevectn* -
KPBETA :
Yeennqasare Ha 6winpy6una B | Peaxu -
KPBBTA .
YpenruaBane Ha Penxu C neu3BecTHa
HEPHOAPOOHHTE €HIMMH 4ECTOTA
Hamanen xemornofus u MpHoro peakn -
HAMAJIEH XeMaTOKPHT (BiK.
TOuKa 4.4}
VBenWuasaHe Ha IMOKO3aTaB | - C Heu3BecTHa
KPBBTA 4ecToTa
VBenuyaBaHe Ha MHKOYHATA - C HemiBecTHa
KHCEJIHHA B KPBBTA
Enexrpokapanorpama ¢ -
ymuikeH QT unTepsan (Bik.
ToukH 4.4 u 4.5)
Hapaugpauuns, Manane Heuectu*




BLIHHKHAJIH B DE3YITAT
HAa HHT¢pBEeHIHH

* YecTOTATA € H3UMCACHA OT KIIHHHYHH W3HTBAaHHA 38 HEXKEAHH PEAKLHH, YCTAHOBEHH OT CTIOHTAHHH
cpobieHns.

Onucanne Ha M30paHUTe HEKeNaHH peaKLHH:

Mo epeme Ha npoyusanusTa dasa Il u IIL, cpaBHABaIM HHIANAMHA 1,5mg ¢ 2,5mg, aHann3nTe Ha
TIa3MEHHA KIHH Ca MOKa3anK 10303aBHCHM eiekT OT HHAanaMuA;

- Unpnanamun 1,5mg: mnasmen kanuit <3,4 mmol/l e Habmoaasan npu 10% ot nauneHTHTE H <3,2
mmol/l npx 4% ot naurenTHTe cnen 4 K0 6 CeqMMLM NeYeHHe. Cnen 12 ceamuuno neyenue, -
CPERHOTO NOHWXEHHE Ha INa3MeHHA Kanuii e Owino 0,23 mmol/l.

- Uupanamun 2,5mg: nmasmen kanuii <3,4 mmol/l e Ha6monanan npH 25% oT nauMeHTHTe H <3,2
mmol/l npr 10% ot naumenTHTe cnea 4 o 6 cenamuuy neuenme. Chen 12 ceqmuuno neyeHkue,
CPEAHOTO NOHIDKCHHE Ha Ia3sMeHus Kanuii e Gwio 0,41 mmol/l.

CBBp3aHH ¢ AMJIOIHNHH

Obobwenue na npogpuna na bezonacwocm

Haii-uecTo cho6maBanHTe HeXXelaHH PEaKllHH 110 BPEME Ha EYEHHETO ca COMHOJIEHTHOCT, 3amaiipaHe,
rrapoSonue, cupuebuene, 3aueppaBaHe Ha THLIETO, KOPeMHa 5O/IKa, rageHe, NONYBaHE HA IJIE3IEHHTE,
OTOK H YMOpa. '

Tabruuen crucvk Ha nexcenanume peaxyuy

Crneanute HesKenaHM peaKUMH ¢ aMJIOAHITHH ca HaGMIONABAHM NO BPEME Ha JIEYEHHETO ¢ AMJIOAHITHH,
NOAPECHH M0 HECTOTA MO CIEAHUA HAYHH: MHOTO YecTH (= 1/10); yectrt (> 1/100 mo < 1/10); nedecTw
(2 171 000 no < 1/100); penxn (= 1/10 000 no < 1/1 000); muoro peaku (< 1/10 000); ¢ HensBecTHa
uecToTa (0T HAHYHHTE IAHHH He MOXe J1a GbAe HanpaBeHa oLeHKa),

[Ipu BesAKo rpynupaHe B 3aBHCHMOCT OT 4ECTOTATA, HEXKENAHHTE JIEKAPCTBEHH peaKiMH ce H3bpossar B
HH3XOOAL, PeA MO OTHOIIEHHE HA TAXHATA CEPHO3HOCT.

MedDRA CHCTEMO-OpPriHen Hexenana PeAKOHENR ecToTA
ac 7
Hapymenns na KPBLBTA A JTeBKOLMTONEHHS, TpomboLuTone s  MHoOro peaxu
MIHEMPHATA CHCTEMA
Hapymlenns Ha AMyHHATS ANEpriuyHi peakuMH [Muoro peaxu
CHCTEMAR
Hapymenns ua meT260m3ma i [Xuneprankemus HOTO peIKH
XpaneHeTo
Pcnxnlmn HapymieHud Jlenpecis, IPOMEHU B HACTPOCHHETO THeqec'm
(BKJIIOMMTEITHO TPEBOXHOCT), Ge3chHHE
O6bpKkBaHe Penku
Hapymenns na Repsnarta CoMHONEHTHOCT, 3aMaliBaHe, YecTn
CHCTEMA rnapobosie (0co6eHO B HAYANOTO Ha
neyeHHeTo)
Tpemop, aucreysus, cuHKon, HeuvecTnn

XHITOECTE3MA, Mapecre3na

[osuwen MycKynen ToHyc, nepudepHa
HEBpPOMAaTHA '

EkcTpanHpaMUIHK HapyINeHHs

ADYUIEHHSA HA OUHTE 3pPHTENHH HapyLUeHHS (BITIOUYHTENHO
MUNIONHA )




EledDRA CHCTEMO-Opranen Pmemnn peaKnHEn Hecron
ac

[Hapymenas ra yxoro B THHMTYC HeuecTu
N1a0RpANTA
ChpaeuHn HapymeHnn "~ Cepuebuene : Uectn

APHTMHA (BIJTIOUHTEITHO Opaaukapams, Hewectu
€pHA TAXHKAPAMA H NPeaCHPAHO

‘BIKAEHE)
Mnoxap,uen HHbpapkT HOTO pelkn
[CraoBe Hapymennn 3auepBABaHe HA THLETO UecTn
XUnoroHus ' HeuecTn
Backynur IMHoro peaxu
COHPATOPHE, rPbAHH B Jluncues Uectn
C¢QHACTHAAJIHE HAPYMIEH AR
Kamnuua, punur Hegectn

CroMamHo-apeBHE napymennas [KopemHa Gonka, ranese, aucniencud,  [Yeertw
HapyLIeHa YPeBpHa NEPHCTANTHKA
(BXI0UMTENTHO AHApHA K 3anek)

IMospeinaHe, cyxoTa B ycraTa Heuectu
[laHKpeaTHT, racTPHT, TMHTMBATHA HOTO penKkH
XHIEPIUIaHs
XenaTobuauapan napymenns [XenaTHT, ®BITEHHLA, NOBHUICHH HOTO PeaKH
UEPHOAPOOHH EH3HMH*
ApYIeHHY HA KOKATA H AJsionensns, MypIypa, NpoMsHa B npeta  [HeuecTu
0AKOKHATA ThKaH Ha KOXKaTa, XHNEPXHAPO3a, PYPHTYC,

OOPHE, EK3aHTEM, YTPHUKAPHA

AHIHOEeM, epHTEMa MyTTHHODME, ]MHO]‘O peakH
ekchonuaTHBEH NepMATHT, CHHIPOM Ha
Stevens-Johnson, oTok Ha KBuHke,

thorouyBcTBHTEMHOCT
TokcuiHa enuaepMaiHa Hekposa C HeH3BEeCTHA
yecrora
APYHICHHS HA MYCKYJIHO- [lonyeane Ha raeseHuTe, MYCKYJTHH UecTn
CKEJIETHATR CHCTEMA B Cna3sMH :
ChHEeHHHTE/THATE ThHKaH
ApTpanrus, Muanrus, Gonka B repba €UECTH

apymenns Ha 6u6pennTe 8 MuKUMOHHM HapyLIeHHS, HOKTYpH4, no- [HeyecTn
HKOYHETe OLTHOIA MECTO YPUHHPAHE

APYII¢HHA HA HMHOFCHTHOCT, FHHCKOMAacTHA HevectH
bINPORIBOARTEIHATA CHCTEMA

6mn papymenns n edextn ma |Orox ' Muoro W\Mﬂ g 2
MACTOTO HA NPHIOKEHHE ‘ R SAN

[VMopa, acTenus

["pnana Gonka, Goska, HepasnonoxeHue




medDRA CHCTEMO-OPTraHeH Hexenaun PeAKuHH Yecrora
ac '

TEMECHO Terno

Ilhuuennauna ‘ TToBHIIEHO TENECHO TETNO, HAMANEHo  [HeuecTH

*I'NaBHO CEHLP3aHH ¢ XOMecTasa

CrobluaBaHe Ha MOAO3MPAHH HEMEIAHH DEeaKLIHH

CpobmasaHeTo Ha NORO3HPAHH HEKENAHH PEaKLIMH CNE] PaspellaBane 3a ynotpeba Ha NeKapcTBeHHA
NpOAYKT € BaxkHO. Tosa no3eondBa Ja NPOIBIDKH HabMOLEHHETO HA CHOTHOIIEHHETO non3a/pHck 3a
neKapcTBeHusA NpoayKT. OT MEAHIHHCKHTE CHIEHANHCTH Ce H3HCKBA 18 ¢hobLIaBar BcAka NOAO3HpPaHA
HeXeNaHa peaxums upe3 Mantinurenda aredums no nekapcreara, yn. ,Jlamsn pyes” Ne 8, 1303
Codms, Ten.: +359 2 8903417, ye6eaitr: www.bda.bg.

4.9 Ilpeaosnpane
Hama vindopmauus 3a npenosupane ¢ Ipunaan npu xopa.

Cumnromu
Cevpaanu ¢ nepundonpun/undanamud

Hali-eepoATHATA HeXeNaHa peakuus B cyyali Ha NPENO3HPAHE € XHNOTEH3HasA, TIOHIKOra CBhp3aHa ¢
raaeHe, noBpblUaHe, KpamIH, 3aMaiBaHe, CHHIHBOCT, OGBPKAHOCT, ONMIrypHA, KOATO MOXe 1a
npepacHe B aHYpHA (b/DKallla Ce H aXHIIOBONIEMHA ). Moxe 1a HACTHLIAT HapYIICHHA Ha BOOHO-CONIEBHA
GanaHc (XHIOKANTHEMHS, XHITOHATPHEMHN ).

Cevpsanu c amnodunun
OnHTET ¢ YMHIIEHO NPENO3MPaHE HA AMITONHIHH MPH XOPa € OrpaHHYeH.

HaniyHute naHHM NOKABAT, 9e 3FHAYMTENHOTO TPENOIMPAHE MOXE [a AOBEE 10 npexoMepHa -
nepudepHa Ba3OAMNATALMA M BB3MOXKHA pednexcha Taxukapaua. MMa crobmenns 3a H3paseHa H
BEPOATHO NPOALILKHTENHA CHCTEMHA XUINOTOHMA, BKMIOYHTENIHO A0 WOK ¢ (aTaneH u3xos.

Hexapanorenen Genoapoben oTok ce cLo611aBa pRAKO KATO NOCHENNLA OT MpeAo3HpaHe ¢ aMITOAHIIHH,
KOHTO MOXeE [ia Ce NPOABH Che 3a6aBeHO Havano Ha edekra (24-48 vaca cnen [IOrNEIIAHE) B 1A H3HCKEA
H3KyCTBEHA BEHTH/TALHA. PAaHHHTE peAHHMALIHOHHH MEpKH (BKTIOYHMTENTHO HATOBAPBaHE C TEYHOCTH) 34
NoAnBLpKaHe Ha nepdy3usTa H chpaesHHs aeGHT Morar 1a Gbaar YCKOpSBallH (akTopH.

Ynpasienue
Cevpaanu c nepundonpun/undanamuo

Havanuure mepku, kouro Tpabea na ce NpEANPHEMAT, BKIIOUBAT ObP30 eIMMHHUpPAHE HA MOETHTE
BELECTBA CLC CTOMallHA NPOMHBKA W/HIH BBBEKIAHE HA AKTMBEH BBITIEH, MOCIEABAHH OT
Bb3CTAHOBABAHE HA BOAHMA M ENEKTPOJIHTHHA GanaHc o HOPMAIHO CBCTONHHE B CHELHATHIUPAHH
Je4e0HH 3aBeIcHHA.

AKO BB3HHKHE 3HAYHTE/IHA XMNOTEH3HSA, NALMEHTET Ce NMOCTABA JIErHaN Mo rpe0 ¢ HHCKO MONOXKeHue
Ha rnasara. AKO e HeOOXOAMMO, MOXE 11 CE IIPHIIOKH HHTPaBEHO3HA HHDY3HA HA M3OTOHHUEH pasTsop
Ha HATPHEB XJIOPKA UK 1a C¢ IPHIIOXKA APYT METOA 3a YBEIHYABAHE HA LIMPKY NHpAIIHS




Cevpsanu c amnodunun

KnHHUYHO 3HAYMMATA XHNOTOHMS W3MCKBA MpeNNpHEMAHE HA AKTHBHH MEPKH 38 MOAABPXKAHE Ha
CbpACHHO-CHAOBATA GYHKUMA, BKMIOMHTENHO YeCTO NpoC/ieNdBaHe Ha CBPIEYHATA M JUXATENHa
QYHKUMA, TIOBHTAHE HA KPAHHHLMTE H TIPOCICAABAHE Ha UHPKyNHpams obem 1 JuypesaTa.
IlpunoxerneTo Ha BA30OKOHCTPHKTOp MOXKE [a € OT Mojisa TIpH BBICTAHOBABAHE Ha CHAOBHS TOHYC H
ApTEPHATHOTO HANArale, NpPH YC/IOBHE 4e HAMA TPOTHBOMOKA3aHMA 3a ynorpeGara My.
HHTPABEHO3HOTO MPUIIOKEHHE HA KAILHMEB [IIOKOHAT MOXKE J1a € OT [oj34 33 npeofonsBaHe Ha edexra
oT GoKasiaTa Ha KAJILIHEBHTE KaHAIH.

B Hakou cimyuan Moxe Ja € nosiesHa cToMamiHa MPOMHBKA. Ilpx 3npasu nobposomm, ynorpebara Ha
8KTHBEH BBIVIEH A0 2 Yaca cie npHnoxeHue Ha 10 mg amnoaunuH HaManssa CKOPOCTTa Ha abcopOums
Ha AMJIOJIHITHH,

Trii kaTo AMJIOJHMIIHH C¢ CBLP3BA BHB BHCOKA CTCHIEH C IUTA3MEHHTE MPOTEHHH, JTHANH3ATA HE € OT N0/134a.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 ®apmakoarEaMHYEH cBOlicTBA

@apMaKkoTepaneBTHYHA IPYNA: areHTH AelCTBAINH BBDXY CHCTEMaTa peHHH-aHrHOTeH3HH, ACE
HHXHOHTOPH, koMOHHaunu ATC kox: CO9BXO01

Ilpunnan chbyetasa TPH CHCTABKM C AHTHXMNEPTEHIMBHO AEHCTBHE, ¢ NOITAIBALI CE MEXAHH3LM 32
KOHTPON HA APTCPHANIHOTO HANATAHE NPH NALMEHTH ¢ eceHLMANHA XHIEPTOHuA: neprrmonpmn, ACE
HHXHOMTOP, HHAANIAMEH, XJIOPCYNPaMOKIEH IHYPETHK ¥ AMITOAHIIHH, KATIMEB AHTAFOHHCT OT rpynara
Ha auxuaponvpuanta. KoMOHHALMSTA OT TE3H CLCTABKM HMA aguTHBEH AHTHXHNIEPTEH3HUBEH e(eKT,
K4TO NMOHHKABA KPBLBHOTO HaNATaHe B MO-TONAMA CTENEH, OTKOAKOTO BCAKA €HA OT ChCTABKHTE
CAMOCTOSATENHO.

MexanusbM Ha JeitcTeHe
Cevp3sanu ¢ nepundonpun

Tlepuunonpun e MHXMGHTOp Ha AHTHOTEH3MH KoHBeprHpaui enshm (ACE MHXHOHTOP), KO#TO
MPEBpPBIA AHTHOTEH3MH | B aHrHOTeH3MH II, BA30KOHCTPHKTODHO BELIECTBO; CHIIO TAKA eHIMMBT
CTHMYJMDA CEKELMSTa Ha AIOCTCPOH OT KOpaTa HA HanGBOpedHHTe XJle3d H CTHMYIHpa
PA3TPRKAAHETO Ha GpalUKUHHHA, BASOLWIATATOP, 10 HEAKTHBHM XEMTANeITHIN:

Tosa Boau no:

- HaMa/ABaHe HA CEKPELIHATA HA AIAOCTEPOH,

- TNOBHINABAHE HA I1A3MEHATA PEHHHOBA AKTHBHOCTTA, Thil KATO A/LIOCTEPOHET He OCHILECTBABA
OTpHUATENHA 06paTHa BpB3Ka,

- PeRyKUuA Ha 06IOTO NepHdepHO CHIPOTHRIICHHE, NEHCTBALLO MPEAMMHO HA CHIOBOTO IEr0
B MyckyJHTe # GbbpeunTe, Ge3 1a € CBIPOBOAEHO ChC 3ATBPXKAHE HA CONM M BOJA WIH pedurexchHa
TAXHKAPIHA, NMPH TPOXBDKHTENHO NEYEHHE.

AHTHXHNEPTEHINBHOTO AefiCTBHE Ha NepUHAONpPHI ce HAG0AABA CHIIO NPH NALMEHTH ¢ HHCKA WIH
HOpMaiHa pEHHHOBA KoHueHTpaumsa. Ilepunnompun naeiicTea upes akTHBHMA CH  MeTaGoNMT
nepuHacnpuiat. OcraHanuTe MeTaboNHTH Ca HEAKTHBHM. '

INepungonpun Hamanaea paGorara Ha enprieTo:

- NOCPEACTBOM BA30/MNATALMA HA BEHHTE, BEPOATHO NPHUUMHEHA OT IPOMEHH
HpOCTariaHAHHHUTE: HAMAIABAHE HA IIPEH HATOBAPBAHETO,

- MOCPEACTBOM peAyKUHs Ha OGWIOTO nepH(epHO CLOPOTHBNEHME: HaMm
HATOBAPBAHETO.




H3l’lHTBaHPDl, TNIPOBEKAHH .TIPH NALHEHTH ChC ChHpAcYHA HEAOCTATHYHOCT MOKA3BAT:

- HaMaJIABaHE Ha HAJIATAHETO HA IMBJIHEHE HA JIABATA M IACHATA Kamepa,

- peaykuHa Ha 06moTo nepHdepHO CHAOBO CHNPOTHRIIEHHE,

- YBENH4ABAHE Ha yJapHKs 00EM Ha CLPUETO H NOAOOPABAHE HA CHPACHHHA HHIEKC,

- YBEMUYABAHE HA PErHOHANHHA KPBBOTOK B MyCKyJsMTe. Pe3yNTaTHTE OT TeCT ¢ HaToBapBaHe
CBILO NOKa3BaT nonobpenwue.

Cevpzanu ¢ undanamud

Hupanamun e cyndoHaMMOHO NPOH3BOAHO ¢ WHAONOB OpeCTed, GapMakonoruyHo GIHILK 10
THaIMAHUTE  [yperuuy. WMHpanamun waxubupa peaGcopbumata Ha HaTpwii B KOPTHKATHUA
AHTyUHOHEH cerMeHT. ToBa NoBHIIABA €KCKPEUHATA HA HATPHH H XJIOp C YPHHATA, & B N0-MAJIKA CTENEH
— ©KCKPelHATa Ha KANWH M Mard€esni, ¢ Koero MOBHIIABA AMYPe3aTa H OKa3Ba AHTHXHIMEPTEH3HBHO
AciicTBHe.

Cevpaanu ¢ amnodunun

AMIOIMITHH & UHXHOUTOP Ha HHAUTYKCA Ha KANIMEBHTE HOHH, OT AHXHAPONPHAHHOBATA rpyna (6nokep
Ha GaBHHTE KAHATH WIM AHTATOHUCT Ha KAJLMEBHA HOH) M NOTHCKA TPaHCMeMOPaHHOTO HAB/IH3aHE Ha
KantuueBH HOHH B KIIETKHTe Ha CHPAEHHATA H CBAOBATA MNAAKA MYCKYJATYpa.

MexaHUIMLT Ha XHIEPTEHIUBHOTO NEHCTBHE HA AMIOAMIHH CE IBIDKH Ha AMPEKTEH PeJIAKCHpAL]
edexT BbpXy CHAOBATA I7IaAKa MycKynaTypa. TouHHST MeXaHU3bM, NO KOHTO amnoaunuH obekuaga
CTCHOKBPIMATA, HE € HAITBITHO H3ACHEH, HO AMIOAMITHH HAMaRABa OOLLIOTO HCXEMHYHO HATOBAPBAHE MO
CNEJIHHTE [BA HAYHHA!

AMIOIMIMH [peMIBHKBA IMNATALMS H anepHepHHTe 4pTEpHONM H Taka pelyudpa obwWoTo
nepHdepHO CLNPOTHRICHHE (CNIEAHATOBApBAHE), cpewty koero cbpueto paboru. Thii kaTo chpaeunaTa
HecToTa ocTasa CTabliHa, ToBa 0GpeMeHABAHE HA CHPUETO HAMANSBA €HEPrUiiHATA KOHCYMaUHA H
KHCIIOPOAHHTE HY)XKAH Ha MHOKapaa.

MexaHu3MbT Ha JeliCTBHE HAa AMJIOOUMNHH CHLIO Taka BEPOATHO BKIIOYBA AMIATALIMA HA [JIABHHTE
KOPOHApHH 8pTEPHH K KOPOHAPHH apTEPHOIIH, KAKTO B HOPMAITHHTE, TAKa H B HCXEMHYHHTE OB/aCTH.
Tasn nunarauus noBMINEBa NOCTABKATA HA KMCNOPOA Ha MHOK2pAa Ha MAUMEHTH ¢ KOPOHAPEeH
ApTepHANHH cna3bM (aHruHa Prinzmetal Ha Wi BapHaHTHa cTeHoKapaus).

DapMaKoJHAMHYHH edekxTn

Cevpsanu c nepundonpun

IlepuHaonpun e akruBeH NPH BCHYKM CTENEHM Ha XHICPTOHHA: NeKA N0 yMEpeHa WIH Texka,
Ha6noznasa ce noninkeHne Ha CTOMHOCTHTE HA CHCTONHYHOTO H AMACTONHYMOTO KPBBHO Ha/iATAHE
K&KTO B IErHANO TAKA H B H3NPABEHO TONOXEHHE,

AHTHXHMNEPTEH3HBHOTO ACHCTBHE € MAKCHMAITHO Mexay 4 u 6 yaca ciel IpHeM Ha €QHHHYHA 1033 H
nponbkapa Hajx 24 yaca. '

HMma Bucoka cTeneH Ha GnoxumpaHe Ha aHMIHOTEH3HH KOHBEPTMpaIMs eH3MM 33 24 uaca —
npubaH3HTENHO 80%.

IIprt nopMABaIM Ce NALUMEHTH, HOPMATH3ALNSA CE MOCTHIA B PaMKHTE HA €IHH MeCell M [IEPCHCTHpPA
6e3 Taxudmnakcus.

CnupaHeTto Ha nedennero He Boau a0 rebound eeKT Ha XHIEPTOHHATA.

[Neprunonpun uMa Ba30AHIATATOPHY CBOHCTBA H BH3CTAHOBABA ETACTHUHOCTTA HA FONEMIAE
KOPUIHpA XHCTOMOPDOMETPHYHHTE NPOMEHH B CHOPOTHRICHHETO Ha apTepHHTe 2
HaMaABaHE HA JIEBOKAMEPHATA XHIIEPTPOQHS.

AKO ¢ HEoGX0IUMO, NOGABAHETO Ha THASMACH THYPETHK BOIH /10 ANHTHBEH CHHep

KomGunupanero Ha ACE WHXMGHTOpP M THasmueH AMYPETHK HaMansBa pHCKa
CBBP3aH CHC CAMOCTOATEIHOTO NPHICHKEHHE HA THYPETHKA.




Cevpzanu ¢ undanamud

Hnpanamun kato MoHoTepanua, UMa aHTHXHNEpTeH3UBHM edexT, KoiiTo npoanbkana 24 yaca. Tosu
eeKT ce NoABABA B I03M, KOMTO Ca Che c/lab AuypeTHYeH edexr.

AHTHXHMNEPTEHIUBHATA AKTMBHOCT Ha MHIANAMHA e NPONOPUHOHATHA HA NOAOOPABAHETO Ha
KaMIUIaibHCA Ha APTEPHHTE H HAMANICHHE Ha apTEPHONAPHATA U nepudepHaTa ChAOBA PEIHCTEHTHOCT.

Hunanamun HamanaBa ABOKAMEpPHATA XHNIEPTPOdHS.

TepaneBTHuHHAT etekT Ha THA3MIHHTE M Nomo6HHTE JUypETHIM HAJ ONpeAeNcHa no3a npunobusa
(opMaTa Ha ITATO, AOKATO HEXENAHHTE JIEKAPCTBEHH edexTH NpoAB/IDKABAT Na ce MOBHILABAT,

Ho3ata Re TpaGBa na ce yBenuuana, ako neyeHHeTO € Hee(EKTHBHO.

YCTaHOBEHO € CHIO, 4€ B KPATKOCPOUHO, CPEAHOCPOYHO H MPOABL/DKHTENHO JICUEHHE Ha MAUMEHTH C
XHIIEPTOHHA HHAANAMMI; '

- HE NOB/IHABA TMIHAHUA METAGOIH3BM: TpHIHUEpHAN, LDL-xonectepon u HDL-xonectepon;
- HE NOBIAARA BLIEXUIPATHUA METAGOMNIBM, Aake NPH NAUMEHTH ¢ AMAGET H XMIIEPTOHHA.

Cevpzanu ¢ nepundonpun/unoanamud

[lpi mauMeHTH C XMNEPTOHMA, HE3aBHCHMO OT Bb3pACTTa, NEPHHIOMPUI APTHHHH/MHIRNAMHI
5 mg/1,25 mg no3zo-3aBHcHM AHTHXHIIEPTEH3MBEH €(EKT BLPXY AHACTONHYHOTO H CHCTONHYHOTO
4TEPHAIIHO HANATAHE KAKTO B JIETHANO Taka H B M3NPaBeHO Nonoxende. To3u AHTHXHIEPTEH3HBEH
edekT mpoxbDkasa 24 uaca. HamansBaHeTo Ha KPBBHOTO HAATAHECE MOCTHrA 38 MO-MANKO OT €AHH
Mecell 6¢3 TaxuunakcHa; NPEKpaTABAHETO Ha JIEYEHHETO He BOIM 10 rebound edekT. Ilo Bpeme Ha
KIMHHYHH H3NATBAHHA €IHOBPEMEHHOTO MPHJAraHe Ha NEPUHAONPHI H HHIAMAMHI NPOH3BEKEA
AHTHXHNEPTEH3HBEH edeKT, KOHTO ¢ CHHEPrHYEH CIPIMO CAMOCTOSTENHOTO BPKIOKEHHE HA BCEKH OT
TIPOIYKTHTe.

Cevpzanu ¢ amrodunun

Tipn mauveHTH ¢ XMNEPTOHMA, NPHIOKEHHETO EAHOKPATHO AHEBHO, OCHTYPABA KIMHHYHO 3HAYHMO
TNOHWkaBAHE HA KPBBHOTO HAJIAT&HE KAKTO B JIETHAJIO, TAKA 1 B H3MPABEHO [HONOKEHHE, 38 HHTEpBan OT
24 uaca. lopazn 6aBHOTO Hawano Ha AEHCTBHE, OCTPATA XHNOTOHNS He & XapaKTepHa 3a NNPHNOKEHHETO
Ha AMJIOJIMITHH, '

KnunuuHa eduxacHOCT H Ge3onacHocT
Cevpszanu ¢ nepundonpun
Hannu om knunuuny npoyueanus 3a deotina 6noxada Ha CUCIMEMAMA PERUR-AHIUOMERIUH-AROOCICDON

(RAAS) .

MlBe roieMH paHIOMM3MpaHHM KOHTDOJHPAHH KIHHMYHH W3IHTBAHMA (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial, Tekymo rao6anmo
Npoy4BaHe Ha KpaHHN TOUYKH MPU NPHICKEHHE HA TETMHCAPTAH CAMOCTOATENHO H B KoMOHHauws ¢
pamunpun} # VA NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes, Knunuuno
Mpoy'BaHe, CBLP3AHO ¢ pa3BHTHE Ha HedponaTHA Npu Auaber, MpoBeaeHo oT MunucTepetso no
BBNIPOCHTE HAa BeTepaHHMTe)) mApoyuBar ynorpebara Ha KoMGHMHauHsTa or ACE HHXHOHTOp H
anrnoTensuH [l-peuenrropen Gnokep.

ONTARGET e npoyusane, npoeeacHo MPpH NALUMEHTH C aHAMHE3a 33 CBHPACYHO-CHIOBA HIH
MO3BYHOCHAOBA GONECT, HiIH 3aXapeH AuabeT THI 2, MPHAPYKeH C AAHHH 3a KpaiHa CTeneH Ha OpPraHHoO
yspexnane. VA NEPHRON-D e npoyusane npu nauseHTH ¢bc 3axapen axaber Tvn 2 u
HedponaTus.

Te3n npoy4eaHus He mokasBaT 3HAYHM GnaronpusTen edekr BBpXy OBOpeunure
CHIIOBHTE MNOCNEAHUH H CMBPTHOCTTA, KATO CHLUIEBPEMEHHO € HAGMONaBaH n
XHMEPKAIHEMHA, 0CTPO OBOPEUHO YBpeKaaHe H/WIH XHIIOTOHHA B CpaBHEHHWE ¢ MOH
Karo ce umar npeaenn cxonnire um apmakoaunamiraam CBONCTBA, TE3H pe3y/TaTH
3a apyru ACE MHXu6HTOpH 1 anrnotensu [I-penenrropuu 6nokepn.




ACE uHX16HTOpH 1 aHrHOTeH3HH I1-peuenTopHH 610KEpH Cef0BATENHO He TpaGBa 1a ce usnonzear
€IIHOBPEMEHHO MPH NMauMeHTH ¢ auabeTHa HedponaTus,

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints,
KnuHu4HO H3NHTBaHE, NPOBEAECHO C ANTMCKHPEH NPH NALIMEHTH ChC 3aXapeH AHateT THN 2 ¢ M3NoN3BaHe
Ha Kpa#HH TOUKHM 3a CBPIEYHO-CHAOBO M GuOpeuno 3aGonsBane) e NpoyuBaHe, MpedHAIHAYEHO 1A
M3CNENBa NON3aTa OT AOOABAHETO HA WIMCKHPEH KbM CTaHAapTHa Tepanns ¢ ACE HHXHOHTOP WIH
aHrHoTeH3nH ll-peuenrropen 6tokep Mpn NauHeHTH Che 3axapeH Anaber Tun 2 1 XporHiHO OBGpeuHo
3abonsBaHe, CLPAEHYHO-CBAOBO 3abonfBaHe WIM M gmere. [Ipoyusamero e pexpaTeHo
MPEXACBPCMEHHO MOPaNH NOBUUIEH PHCK OT HexXenaHH nocneanuy. Kakto chpaeuno-cnaosata cMuprT,
Taxa M HHCYNTBT Ca M0-4ECTH B TPYNaTa HA AIHCKHMPEH, OTKOJAKOTO B IpynaTra Ha riaueGo, a
NPEACTABIABAIATE HHTEPEC HEXKENAHH CHOMTHA M CEPHOIHH HEXENaHH ChOMTHA (XHIEPKAIHEMHS,
XHIOTOHHA ¥ GB6peyHa nuchYHKIMA) ce ChOGLIABAT NO-4ECTO B IPyNaTa Ha AIIMCKHPEH, OTKOJIKOTO B
rpynara Ha ruianeGo. ‘

Cevpsanu ¢ nepundonpun/undanamuc

PICXEL, MOroLeHTpOBO, PAHAOMH3IHPAHO, JBOMHO-CIANO MpOYYBaHE ¢ AKTHBHA KOHTPOJA OLEHABA C
exokapaHorpagus edekrTa Ha KOMOHHAUMATA MEPHHAONPHI/WHIANAMHL Brpxy JIKX cnpamo
MOHOTEPAIIHATA ¢ EHAJIANIPHL.

B PICXEL xunepronuum ¢ JIKX (onpegeneHa karo MHmekc Ha JIEBOKAMEPHHATa MYCKY/NHa Maca
(LVMI) >120g/m? 3a muxe u >100 g/m? 3a XeHH) ca OWTH paHIOMHIHDaHM Ha MOJTY4aBaT
nepHHAONPHA epOyMUH 2 mg (EKBHBANCHT Ha 2,5 Mg MEPHHAONDHN AprHHHH)/MHAANAMMA 0,625 mg
HIH eHananpun 10 mg BexwwmXk NHEBHO 32 CPOK OT eaHa roguHa. [Josata e 6mia ajanTHpaHa B
34BHCHMOCT OT KOHTPOJI2 Ha KPBBHOTO HandAraHe N0 NepuHHAonpHn epSymun 8 mg (eKBMBANEHT Ha
10 mg nepuAAONPWI aprHHHH) ¥ MHAANaMMA 2,5 mg WwiH eHananpun 40 mg penaHbx Auesno. Camo
34% OT NaLHMeHTHTE ca OCTAHAIN Ha JICYEHHE © TTHpHHOONPUN epOymMuH 2 mg (eKkBHBaNEHT Ha 2,5 mg
NEpPHHAONPH apruHuH)/ BHAanamMua 0,625 mg (cpeury 20% c enenanpun 10 mg).

B kpas ua npoyusanero LVMI namansea 3uauuTennHo B rpynate ¢ NEpPHHAONPWIL MHAANAMMI
(- 10,1 g/m?), oTkonkoTo B rpynara ¢ enananpun (- 1,1 g/m?) B NOMynauMsTa, BKIIOYBAIIA BCHYKH
PAHAOMH3HPAHH MAUWCHTH. Mexayrpynosara pa3nnka B npoMsHata Ha LVMI e - 8,3 (95% CI (-11,5,
- 5,0}, p <0,0001).

o-n06vp egext Bbpxy LVMI e nocTHrHaT ¢ nO-BHCOKH O03H NEPHHAOTIPHA/HHAANAMH OT TE3H,
KOMTO A JTHUCH3HPaHHu 3a NepHHAONpWL/MHaanamua 2,5 mg/0,625 mg 1 nepUHAONPHI/HHAANAMUA
5 mg/1,25 mg.

ITo oTHOWEHNE HA KPBLBHOTO HaNAraHe, H3YMCIICHATA CPEAHA CTOMHOCT Ha MEXYTPYTOBATA pa3aMKa
Cpen paHAOMM3HPAHATA MOMyauMa €, ChOTBETHO, - 5,8 mmHg (95% CI (-7,9, -3,7), p <0,0001) 3a
CHCTOJIH'HOTO KPBBHO Hanarane H - 2,3 mmHg (95% CI (- 3,6, - 0,9), p = 0,0004) 3a aHacTonMuHOTO
KPBBHO HAlATaHe, B HOJI3a Ha rpynaTa NEpPHHAOTIPHI/HHAATIAMMA,

Cevpsanu ¢ amroounun

AMIIOAHINHH He ce CRBP3BA ¢ HHKAKBH METabONIHTHH HeXeNnaHH e(bek'm HJIH NIPOMCHH B ILTA3MEHUTE .
JIRNIUAH H € TOAXO0AALI 38 JIEYEHHE Ha TTALHEHTH ¢ acTMa, nuaber H noaarpa.

5.2 @dapMakoKARETHIHE cBOHCTBa

EnHoBpeMeHHOTO NpiokeHHe HA NMEPHHACNPWI/MHAANAMMA M AMAOIHMIIMH He TMPOMEHA TEXHHTe
$apMakOKHHETHYHH CBOMHCTBA B CPABHEHHE C OT/ENHOTO npriIarase.

Abcopbuns n ne onpun | Cnen nepopanto npuioxenue, a6copSuuATa Ha
GHOHaNHYHOCT e Gbp3a M MAaKCUMANIHA NNa3MEHA KOHLIEHTPA
pamKkHTe Ha | yac. [L1a3MeHHAT NOMYXHBOT H3
e | "ac.

NBHEAGRPHA
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[Normmaneto Ha xpaHa HAMANABA KOHBEPCHSTKY
NEPHHADNPUAAT, a ¢ TOBa H GHOHANMYHOCTTE; COITa




nepnnnohprm epOymMHH TpabBa & ce IpHiara nepopanHo B
€AHOKpaTHA IHEBHA 1033 CYTPHH, NPEAM XpaHeHe.

HHAANAMHT Hxaanamua ce pesopbupa 61p30 H HATLAHO OT
XpaHOCMHIATeNHHA TPaKT. [TnkoBaTa MNasmMeHa KOHUEHTpaLHA
OpH Xopa ¢e T0CTHIa NPHONH3HTENHO AMH Yac Cliex
nepopanHo BLBEXAAHE HA Npenapara.

AMJIOTUITHH Cnen nepopaiHo NPUIcKEHHE HA TEPANeBTHIHH 103H,
AMIIOSHITHH ce abcopOHpa nolpe ¢ MaxcHManH# nasMeHH
KOHLEHTpaLtHH Mexay 6-12 gaca caen nozara. Msuncienara
abcomoTHa GHOHATHIHOCT € MeXay 64 n 80%.
BHOHANHYHOCTTa Ha aMNOAMNIHH HeE Ce NOBNHABA OT IpHEMa Ha
XpaHa.

Pasnpenenenne nepuHaonpun | OGeMbT Ha pasnpeAeNeHye € mpuGIHIKTenHO 0,2 Lkg 3a
HECBbP3aHHA NEPHHAOAPHIIAT. CRBP3BAHETO Ha
NEPYHAONPHIAT ¢ UIAIMEHHTE NPOTeHHH € 20%, riaBHO ¢
AHTHOTCH3IHH KOHBEPTHPAILMA €HIMM, HO € 3aBHCHMO OT
KOHLIEHTPALUATA.

HHAanaMmu[ CBBbp3BaHETO ¢ MNA3MEHKTE NPOTEHHH € 79%.

aMJIONHUNHH OGeMbT Ha pasnpefenerHe e npaGamsuTento 21 Vkg. In vitro
NPOYYBAHHMA TIOKAIBAT, 4e npubam3nTenHo 97,5% ot
LHPKY THPaIlHs AMIOAHIIHH € CEbP3aH C IUIa3MEHHTe

TIPOTEMHH.
Buotparcdopmain i nepHHIoMpw | IlepHHIONpHN e npea nekapcTso. Jlsanecet i ceieM MPOLEHTa
¢IMMHHHpANE - OT NPHUNOXKEHATA 1038 HEPHHIONPUN JOCTHIA

KPBBOOOpame HHeTo noa GopMaTa Ha aKTHBHHA MeTaGONHT
NEPHHAONIPHAAT. B AoITbTHEHHE KbM aKTHRHHA
NEpUHAOTIPHIAT, NEPUHIONPHN ce MeTabonmusupa a0 5
MeTabonuTa, BCHYKHTE HeAKTHBHH. MaKkCHMAHaTA I1a3MeHa
KOHLEHTpala Ha NePHHACTIPHIAT Ce JOCTHIrA 3a 3 0o 4 yaca.

Tepunnonpunar ce enMMHHKPa B YPHHATA W TEDMHHARHUAT
TIOTYXHBOT Ha HeCBbP3aHaTA (GpaKkiMA ¢ MPUOIHIHTENHO

17 4yaca, K0ETO BOAM JO CTALMOHAPHO CHCTOAHME B pamMKuTe Ha
4 aun.

HHAANAM BpeMeTo Ha nony-enuMunmpane e Mexay 14 u 24 qaca
(cpeano 18 yaca). MHOrOKpPaTHOTO BBBEXKIAHE HE BOIH 0
KyMynauus. EnHMuHHpaneTo € rasHo ¢ ypuHata (70% ot
nosara) u hexanuure (22%) nox ¢opMaTa Ha HeaKTHBHH
metabonuri.

aMJIORUIIHEH AM0aMTIHE ce MeTabONI3Mpa eKCTEH3HBHO B YEPHHA Opod no
HEAKTHBHH MeTaboNHTH, KaTo 10% OT H3XOAHOTO CheHHeHHE
H 60% oT MeTabonuTHTe ce exckpeTHpaT B ypHHaTa.

TepMMHATHUAT eTHMHHALIKOHEH NONYKHBOT € OKONIO
30-50 9aca u € B CHOTBETCTBHE C €HOKPATHOTO AHEBHO
NPHIOKEHHE,

Jluneltoct/wennueinoct | nepummonpun | HokasaHa e iuHeHRa 38BHCHMOCT MEXIy A03aTa Ha
NEPHHAOMPH H NVIAIMEHATA MY €KCIOZHIIHA.

CrieuanHe nomynatuu

Cnennanua KoMnoHeHT Ha PapMAKOKNHETHYHH CROHCTBA
nonyaauHs NpoayKTa
Crap4ecka gb3pacT | pe ONPHN EnMMHHKHpaHeTO Ha NEpHHIONPUAAT HaMansBa

B CTap4ecka BB3PAcT, KakTo M NPH MALHEHTH
WK 6:0peuHa HEROCTATEYHOCT,

AMIOAHIHH BpeMeTo 3a nocTHrAHE Ha MAKCHMANHH INA3Me 7, \ 3
%)\
KOHUCHTPALHH Ha aMJIOJIMNHH € CXOZHO IpH MR Ky

BB3pACT M NO-MAanH JHla. KiaupLHCBT Ha amio, U
DBIWEDY




TEHICHUHA KbM N0-HHCKH CTORHOCTH, KoeTo BoAH g0
nosuasane Ha AUC H enMMHHAIMOHHNA NOMYKHBOT IPH
NAlHEHTH B cTapiecka Bp3pacT. IloBumasaneTo Ha AUC 1
CJIHMHHALHOHHUA TONYXKHBOT NPH NALMEHTH CLC 3aCToHa
ChpAcYHa HEAOCTATEYHOCT €A CHOPE ] OYaKBAHOTO 32
H3ITHTBAHATA BH3PACTOBA IPYNa MALMEHTH.

BrOpeuno n OIpHI Kopurupane na no3ata npu 6u6peqna HeAOCTATBUHOCT €

YBpeXaaHe KENATeNIHO B 3aBHCHMOCT OT CTCTIEHTA Ha YBpeKaaHe
(XpeaTHHHHOB KIIHPEHC).
KinupbHCBT Ha nepunnonpunara e 70 ml/min.

HHIanaMug DapMaKOKHHETHYHHTE CBOHCTBA He CE POMEHAT MpH

nauueHTH ¢ 6s0peyta He[OCTATEYHOCT.

YeproapoOHo It OIPHIT KutieTukara na nepuHIonpun ce npomens TIPH NALHEHTH ¢

YBpexaane UMPO34: HEPHOAPOGHHAT KNHPHHC HA MIXOAHATA MONEKyYIa

HaMaJMBA HANONOBHHA.

Bunpekn ToBa, KONMYECTBOTO Ha o0pasypaH NepHHIOMPHIAT
HE HAMALABa H 3aTOBa He ¢¢ HaNara KOPUrHpaHe Ha Ao3aTa
(px. TOUKH 4.2 1 4.4).

AMJIOAHITHH Hma MHOrO OrpaHHYeHH KITHRHYHY JAHHH OTHOCHO
MPIIOKEHHETO HA AMJIOAMITHH TIPH NIALMEHTH C 4ePHOAPOGHO
yBpexaaHe. [laupenTH ¢ 9epHOAPOGHA HEAOCTATHIHOCT HMAT
HaManeH KTHPBHC Ha AMIOIHITHH, KOETO BOH A0 NO-TbALT
TUTAa3MEH MTOMYKHBOT H NpHOMH3KMTENHO 40-60% nosHImapane
Ha AUC.

5.3 Ilpeaxauununn AaunH 3a GezonacHocT

Cebp3any ¢ NepuHaoNpUn

Tlpu npoyuBane Ha XPOHHYHA TOKCHYHOCT CIE MPHIIOKEHHE NEpOpaHoO (BBPXY MABXOBE M MaliMyHH)
NpHUeNHHTE opranu ca 6u6pewwre. Hacrunmnm ca yspesnaHus ¢ oGpatum xapakTep. B npoyusauus in
Vitro H in vivo He ce HabMOABA MyTAreHHOCT.

IIpoyusaHuaTa 3a PeNpoyKTHBHA TOKCHUHOCT (urbxoBe, MHUUIKH, 32U M MaliMyHK) He TIOKAIRaT
MPH3HALH HA eMOPHOTOKCHYHOCT HIIH TEPATOTeHHOCT. BLNpekH ToBa uma ZaHHH, Ye HHXHOMTOpHTE Ha
AHTHOTCH3IHH-KOHBEPTHPALLMA CH3UM KaTO (bapMAKOTEpPANeBTHYEH Kinac NPESAH3IBHKBAT HeEXKeNaHH
e(eKTH BBPXY KBLCHOTO (ETAaNnHe pasBUTHe, BOACIIH 0 tetanna cMBPT M BpogeHn nedexTH NpH
IpM3auu  3alila: HabmogaBaHu ca GLOPEdYHH NIe3MM M NOBHMINEHHE Ha NepH- H NOCTHATANHATa
CMBPTHOCT.

Hee HaOmoaapaH KapUHHOICHEH MOTEHLHAM NpU ABATOCPOYHH NPOYYBaAHUA MNPH ILTEXOBE H MUILIKH.

CBbp3aHH ¢ HHAanaM _

Haii-Bucokure no3u BLBeneny nepopanto NPH PAsTHYHH KUBOTHH (400 no 8000 neTH no-roneMy ot
TCpaneBTHYHATA [03a) MMOKA3BAT 3ACHIBAHE Ha JMYPETHYHHTE edexTH Ha wHmanamua. ['nasnute
CHMIITOMH Ha OTPaBAHE B NPOY4BAHHR 38 OCTPa TOKCHYHOCT C MHTPABEHO3HO HIIH HHTPANEPHTOHEATHO
BBECACH HHAANAMUA Ca CBBP3aHH ¢ (apMaKONOTHYHOTO AeHiCTBHE Ha HHAATIAMHA, T.c. fpanukapaus u
neprdepHa Ba3OAHIATALIHA.

Hupanamun He noxaspa MyTareHHH H KAPUMHOrEHHH CBOHCTBA B APOBERCHHTE HIMHTBAHHS.

CerpaaHu ¢ NEePHHAOOPUWI/ HHAANAMML




TpeaxnuunyHMTe NPOYUBAHHS, MPOBEICHH MOOTACIHO C NEPHHAONPHI M HHAATIAMHI HE [OKA3BAT
TCHOTOKCH'CH, KapLMHONEHEH WM TepatoreHeH noreHunan. IMpoyusanusra 3a penpoaykrueHa
TOKCHYHOCT HE NOKAIBAT EeMOPHOTOKCHYHOCT HITH TEPATOreHHOCT H HE 3aCATAT ()epTinTeTa.

CrLp3aHH ¢ AMNOIHITHH
Penpodyxmuena mokcuunocm

TpoyusaHusTa 3a peNPOLYKTHBHA TOKCHHHOCT TPH MUTBXOBE H MHILKH FIOKA3BAT 3a6aBeHO paxaaue,
YALDKEHA NIPOJBLDKHTENHOCT HA POKIAHETO H HAMANEeHA TPEXHBACMOCT HA NOTOMCTBOTO NPH AO3HM,
TIPHOMM3ATENHO 50 MLTH MO-BUCOKH 0T MAKCHMATHATA MPETIOPLYHTENHA 1038 IPH XOpa, H3YKCIICHA Ha

6a3a mg/kg.

Vepexcoane na pepmunumema

Hama edext Bepxy deprnurera npu mwrexose, TPETHPaHH ¢ AMIIOAMIHH (MDbXKKHTE 33 64 AHM, a
KEHCKHTe 14 quH npeau omnokaaHero) B fosu a0 10 mg/kg AxesHo, (8 meT* MakcumanHaTa
- IPENOPBYHTENHA 1032 TpH Xopa oT 10 mg, uzuncneHa na Gasa mg/m?). B npyro NMpoOYy4YBaHe NpH
TUTBXOBE, PH KOETO MEXKKH MIIBXOBE CA TPETHPAaHH ¢ aMnoannuk Geswnar 3a 30 11y B 1033, cpaBHEMA
¢ nosata mnpM xopa, Ha Gasa mg/kg, e HabmomaBaHO HamansBaHe B TUIa3MaTA Ha
(honMKymOCTHMYNHpALIMA XOPMOH # Ha TECTOCTEPOHA, KAKTO H HAMANABAHE HA I'bCTOTATA Ha crepMara
H GPOA Ha 3PEJIHTE CNEPMATO30MAH H CEPTONTHEBH KIETKH.

Kapyunozennocm, mymazennocm

HsMa naHHM 3a KApUHMHOTEHHOCT NMPH ILTHXOBE H MHILLIKH, TPETHPAHH ¢ AMAOAHITHH KbM AMETATa B
NPOAL/DKEHHE. Ha [IB€ FOAHHH, B KOHUECHTPALIMM, H3UHCIICHH [1a OCUTYPST JAHEBHH NO30BH HuBa ot 0,5,
1,25 u 2,5 mg/kg/nuesno. Haili-Bucokata nosa (3a MHIKM, CXOOHA HA, M 33 IUTBXOBE OBA MHTH*
MaKCHMA/IHATA MPENopbYHTENHA KNMHHYHA J032 oT 10 mg, u3uncnena na Gaza mg/m?) e 6mm3ka a0
MaKCHMAaNHaTa MOHOCHMA 1034 38 MHIUKH, HO HE H 34 ILTLXOBE.

IIpoyuBaHHATa 38 MYTArCHHOCT He MOK23BAT EKAPCTBEHO 06ycnoseHH eeKTH, HHTC Ha FEHHO, HHTO
Ha XPOMO3OMHO HHEO.

*BB3 0CHOBA Ha TeNIECHO TEro Ha nanueHTa 50 kg

6. DAPMAILIEBTHYHHU XAHHH
6.1 CauCHK HA NOMOMAATE BeMIECTBA
MHKpokpHeTaTHa uenynosa, knac PH-112
Bessoznen kanupes xuaporex docpar
Yepaen xenesex okcun (E172)
Kpockapmenosa narpui

CutHilneB AHOKCHA, KoNoK/EH GesBoaeH
Marnesues creapar

6.2 HecnBmecTaMOCTH

Henpinoxumo.

6.3 Cpoxk Ha roanocr

3 roaunm.




6.4 Coenna/HH yc10BHE Ha ChXpAHEHHe

To3u nekapcTBeH MPOAYKT He H3UCKBA CTICLMANTHE TEMIEPATYPHH YCIIOBHA 32 ChXPaHEHHE,
Jla ce chxpanaBa B OpHrHHaNHMA GnHCTEp, 3a fa ce Mpeana3sy OT CBETJIHHA H BIIara.

6.5 Baa B cHILPKAEHE HA ONAKOBKATA

OPA/Al/ PVC//Alu 6nuctep, kapToHeHa KyTHs.

Konuyectro B enna onakopka: 30, 60, 90 tabneTky

He Bcuuxu BUIOBe omakoBku mMorar aa 6uaaT MyCHATH B npopaxsa.

6.6 Croenpajan npeAnasnH MepKH NpH HIXBLPASHE H pabora

HsaMa cnenmasiig M3vcKBaHuA.

7. IIPHTEXATEJ HA PASPEIIERHMETO 3A YIIOTPEBA
Zentiva k s.

U kabelovny 130,

Dolni Mé&cholupy,

102 37 Prague 10,

Yemwka perryGnnka

8. HOMEPA) HA PASPEIIEHHETO 3A YIIOTPEEA
Ilpuuaan 4 mg / 1,25 mg / 5 mg Tabnerxu Per.Ne: 20180099

Hpunpan 8 mg /2,5 mg / 5 mg TaGnerkn Per.Ne: 20180100

9.  JATA HA IBbPBO PA3PENIABAHE/MIONHOBSABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA -

Jlata Ha mepBo paspewmasane: 24.04.2018
Jata na nocneano noanosssaue: 05.07.2023 r.

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA

11.02.2026 r.




