KPATKA XAPAKTEPHCTUKA HA ITPOYKTA



| M3MLIHMTENHA ATEHUMA N0 NEKAPCTBATA

1. HME HA JJEKAPCTBEHHUSA OPOJAYKT Kpamwa xapaxmepuoirancs Ha npogyrma  Hpusomenue |
Kow o, o L0030 115 N/[J’/"{

Ilpecrapuym-Ko 5 mg/5 mg Tabnerkn
[TIpectapaym-Ko 5 mg/10 mg tabnerku] Paspewerue N _ .

[Tpecrapuym-Ko 10 mg/S mg rabnerx] sanne. 62075 % , 30-03- U3
[Mpectaprym-Ko 10 mg/10 mg Tabnerkn] | Ogotpee

~

..........

Prestarium-Co 5 mg/5 mg tablets
[Prestarium-Co 5 mg/10 mg tablets]
[Prestarium-Co 10 mg/5 mg tablets]
[Prestarium-Co 10 mg/10 mg tablets)

2. KAMECTBEH H KOJIMMECTBEH CHCTAB

Ezna tabnerxa chaepxka 3,395 mg nepungonpun (perindopril), ChoTBETCTBAIM HA 5 Mg MEPHHAOMPHIT
aprunmH (perindopril arginine) v 6,935 mg amnoxunuHoB Gesunar (amlodipine besilate) choTeTCTBAIY HA
5 mg amnoawimmH (amlodipine),

Exna tabnerka chanpika 3,395 mg nepunaonpan (perindopril), choTaeTCTBAIRN HA 5 Mg TEPHHAOTIPHIT
apraHBH (perindopril arginine) u 13,870 mg amomumanos 6e3nnar (amlodipine besilate) coorsercTpamm
Ha 10 mg amnoaumin (amlodipine),

Enna Tabnetka cuaspixka 6,790 mg nepungonpun (perindopril), cuoreercTamm Ha 10 mg nepuHaonpun
apruHHH (perindopril arginine) u 6,935 mg amnoaunuxos Geswnar (amlodipine besilate) cvoTBeTCTBALIM HA
5 mg amnomunmn (amlodipine),

Enna tabnetka cpaspxa 6,790 mg nepungonpun (perindopril), cotercraamy Ha 10 mg nepusonput
aprunmH (perindopril arginine) u 13,870 mg amnoauminos 6esunar (amlodipine besilate) chotBeTcTRALIH
Ha 10 mg amnomurmn (amlodipine).

TToMomHO BemecTBO ¢ H3BeCTeH eiekT: NAKTO3a MOHOXHAPAT.

3a MRIHHA CIHCHK HA TOMOIHHTE BEUIECTBA, BHKTE To4Ka 6.1.

3. JEXAPCTBEHA ®OPMA

Tabnetxka.

bana tabnerka ¢ yxsmkeHa ¢opma, ¢ rwpkuna 8,5 mm H ¢ EpHHA 4,5 mm, rpaBApasa ¢ 5/5 ot eqHara
cTpana u *S” or pyrata cIpana.

[Bsna TabneTka ¢ kBanparna gopma, ¢ AwnkuHa § mm H ¢ ITMpHHA 8 mm, rpaBupasa ¢ 5/10 oT enHara
CTpaHa H %™ or gpyrara cTpana.)

[bana TabneTka ¢ TpubreHa Qopma, ¢ pasmeps 9,5 mm x 8,8 mm x 8,8 mm, rpasnpaua c 10/5 or eanara
cTpaHa n ¥ ot apyrara cTpaHa.]

[Bsna rabneTka ¢ kppraa dopma, ¢ auamMersp 8,5 mm, rpasupana ¢ 10/10 or egHara cTpana H *$™ ot
JpyraTa cTpaHa.]

4. KJIHHHYHU JAHHH

4.1 TepaneBTHYHH NOKAIAHHE

Ipecrapuym-Ko e nokasah karo 3aMecTHTe/IHA TEPAITHAL 32 IEYCHHE HA €CEHIMANHA
cTabriHa KopoHapHa GoJlecT NpH NalMEHTH KOHTPOIHPAHH IPEAR TOBA ¢ NEPHHAOIPIVIS
NpHEMAaHH €HOBPEMEHHO B CHILATA JO3HPOBKA.

4.2 [lo3mpoBka B HAYHH HA BPAIOKeHHE



Hosuposka

Ilepopanno npHnokeHHE.
Enna Tabnerxa THeBHO KaTo eHOKPATHA A032, NPHEMAHA 3a NPSATIOUHTAHE CYTPHH H IIPEAH XpaHeHe.

PuKcHpaHaTa kKOMOHHAIA e € NOIXONAINA 32 HAYAIHO JICYEHHE.
Tlpu Heo6xomMMOCT OT NpOMAHA B HAYKMHA HA TPUIOKEHHE, Ao3ata Ha Ilpectapuym-Ko 61 Morna aa e
NPOMEHEHA HITH MOKE 1A C¢ 00CH/IH HHAMBHAYATH3HPAHE Ha JICYCHHETO ¢ HeHKCHpaHa KOMGHHALMA.

Creyuanuu nonyaayuu

Bbrvbpeuna nedocmamuvyunocm u cmapuecxa evspacm (exc. movxa 4.4 u 5.2)

EnnMiHaupaTa Ha NEPHHIONPHIAT € NOHEDKEHa ITPH XOPA B CTApYeCKa BL3PACT H IPH NAilHeHTH ¢ 656peuna
HeJOoCTaTs4MHOCT. 110 Tasu npuamHa, o6HuaiiHoTo MEIMIMHCKO NpocneasBane TpF0Ba 1a BIUTIOYBA YECTO
M3CTIeABaHe HA KPEATHHHHA H KaJIHs.

Ipecrapuym-Ko moxe na 65e nprsioxken npu nauments ¢ Cler > 60ml/min, Ho He € NOAXOAI pH
naupents ¢ Cler < 60ml/min. Tlpu TakuBa naimeHTH ce NpenopsYBa HHIMBAYATHO THTPHpAHe Ha [03aTa
Ha OTHEIHHTE KOMIIOHEHTH.

AMIIOAMITHH, H3M0NT38aH B CXOAHH J03H MPH XOPa B CTAPYECKA BHL3PACT HIH IPH NO-MIANH NALHEHTH, Ce
NoHaca eHakBo nobpe. IIpa xopa B cTapaecka BB3PacT Ce NPenopriBa oOUUalinms 10308 PEXKHM, HO
MOBHIIABAHETO Ha N03aTa TpAGBa Na cTaBa BHUMATENHO. IIpoMeHHTe B MIa3MEHaTa KOHIICHTPAIHA Ha
AMJIOMITHH He CHOTBETCTBAT HA cTeneHTa Ha GhOpeunara HeAOCTATHYHOCT. AMAIOJHIHH HE MOJJIEXKH Ha
JHAITHRE.

Heproopobna nedocmamvunocm: exc. mouxa 4.4 u 5.2

Jl030BHAT peXuM NpPH NALMEHTH C JIEKO A0 YMEPEHO UePHOAPOGHO YBpEkaHE He € YCTAHOBEH H 3aTOBA
mIBOPBT Ha 1033 TPAGBA ia GbJe HANpaBeH BHAMATENHO, KATO TPAGRA Ja & 3AI0HE OT Hali-HICKaTa
BB3MONKHA /1032 (BaK.TOYKH 4.5 1 5.2). 3a Ja ce HAMEpH ONTHMAJIHATA HAYATHA H MOAMbpKANIa 1033 TIPH
NALHEHTH ¢ YePHOAPOOHA HEIOCTATBYHOCT, NALMEHTHTE TPSGBA 1 C¢ THTPHPAT HHAHBHAYATHO,
H3mon3Baiiky cEo60AHA KOMOHHAIHA OT AMJIOAMNEH K nepuEgonpHi. QapMakOKMHETHIHHTE CBOHCTBA Ha
aMIIOARITHH TPH TEKKO 4epHOAPOOHO yBpekaaHe He ca npoyysaHH. [Ipy naumeHTH ¢ TeXKa YepHOApoGHa
HEJIOCTaTBYHOCT AMIIOAMITHH TPa6Ba Aa ce 3amouHe ¢ Hal-HuCKaTa 03a M Aia ce THTpHpa GasHo.

Heouampiuna nonyrayus

He ce npenopruea ynorpebara 1a IpecrapiyM-Ko npu aeua n noapacTsamy, Thii kaTo eHKACHOCTTa H
MOHOCHMOCTTA Ha NEPHHAOIPHII M AMJTONHIHH B KOMOHHANNS, He ¢4 YCTAHOBEHH HIPH JeLaTa H
NojApacTBalIuTe.

43 IIporEBonOKazaHEy

Cevpzanu ¢ nepunoonpun:

- CBPBXMYBCTBHTENHOCT KbM AKTHBHOTO BelecTBo WiH kbM IpyT ACE muxsGuTOp,

- AHaMHesa 32 AHTHOHEBPOTWYEH OTOK BBB BPE3Ka C NpeamecTeamo nevenne ¢ ACE nnxuburop (Bx.
Touka 4.4),

- Hacnencreen miM HaHONaTHYeH AHTHOHEBPOTHYCH OTOK,

- Brops 1 Tpety TprMecTEp Ha GpemenHocTTa (BXK. ToukH 4.4 1 4.6),

3axapeH qualer wim 6u6peuna HenocrareunocT (GFR < 60 ml/ min/1,73 m?) (83
- €RHOBpeMEHHATa ynoTpeba NpH JNeueHHe cue cakyOuTpu/Bancapran, Ilpecra
3anoysa MPeAH Aa Ca H3IMHHAIIH 36 Yaca OT npHeMa Ha OC/IeIHATA 1032 CaKyf
ToukH 4.4 n 4.5
- ©KCTPakopPNOpayHH JIeYeHHs, BO/ICITH O KOHTAKT Ha KPBBTA C OTPHIATEIHO
(BX. TOoukH 4.4 1 4.5);



- 3HaYHMa ABYCTPaHHA CT€HO3a Ha OBOpEYHHTE apTEpHH WIH CTeHO3a Ha ObOpeynaTa apTepus Ha
€MHCTREH (hyHKIMOoHMparn 6B0pek (Bx. TouKa 4.4).

Cevp3anu ¢ amiodunun.:

- Texxa XHNOTOHHA,

- CBpBXYYBCTBHTENIHOCT KbM AKTHBHOTO BEIIECTBO HIIH KbM APYTH NHXHAPOTTHPHAMHOBH IIPOH3BOIHH,
- ok, BKIOUHTENHO KAPAHONEHEH oK,

- OOcTpykiua HA HIXOAHHS TPAKT HA JIABATa Kamepa (Hanp. BHCOKOCTETNIEHHA aOPTHA CTEHO3a),

- XeMonMHaAMHYHO HecTabWHA ChpAEYHA HEAOCTATBYHOCT CIIEH OCTHP MHOKAPACH HHQAPKT.

Cevpsanu ¢ Hpecmapteym-Ko:

Benvkn NPOTHBOMOKA3AHKMA, CBBP34HH C BCAKO OTACIHO aKTHBHO BELICCTBO, HBGPOCHH No-rope, €€ OTHacAT

H 3a QpHKcHpanaTa komMGunaums [pecrapaym-Ko.
- CBpBX4YyBCTBHTENHOCT KBM HAKOE OT IOMOIIHHTE BENIeCTBA, H36poeHH B TouKa 6.1

44 Coennanns npeAynpeXIeAHS B MPEANAINH MepKH npa ynorpeba

Benuku npenynpekaeHns, CBbP3aHH ¢ BCAKO OTAETHO aKTHBHO BEIIECTBO, H30POSHH [O-A0Y, C€ OTHACHT H
3a (puKcHpanaTa koMGunauus [Ipecrapuym-Ko.

Cevp3anu ¢ nepundonpun

Cneyuamun EHCOEHUR
Capuvxuyecmsumennocny Anzuonespomuven omox.

Psazxo ce cpo0maBa 3a aHPHOHEBPOTHYEH OTOK Ha JIHLETO, KPaiHAIATE, YCTHHTE, JINTABHLIATE, €31Ka,
TTIOTHCA H/WIH JIADHHKCA NIPH NaieHTH JiexyaHd ¢ ACE HHXHOHTOpH, BKJHOMHTEIHO NEPHHAONPHIT (BXK.
To4ka 4.8). Toll Moxe a HACTBIH IO BCAKO BpeMe npH neueHue. B Tean cayuan Ipectapuym-Ko Tpa6ea aa
6vae cipan HesabapHo, TpAGBA Na 3aM09HE CHOTBETHO MOHHTOPHPAHE, KOETO APOALIDKABS JOKATO HACTHITH
MBHIHO H3NICKyBaHe Ha CHMITTOMHTE. B cirywadTe, NpH KOMTO OTOKET 00XBaINa caMO JTHIETO M YCTHHTE,
CBCTORHHETO ODHMKHOBEHO NIPeMHHABa 6e3 NeYeHNe, BEIPEKH Ye AHTHXHCTAMMHOBMTE CPEJICTBA MOHAKOra
00nEKYABAT OMIAKBAHMATA.

AHrHOHEBPOTHIHHAT OTOK, CBBP3aH C OTOK Ha JIapHHKca, Moxe ja 6nae daranen. [Ipn obxsamane Ha
€3HKa, [JIOTHCA WiH JIAPHHKCA, CH3JaBalll0 PUCK 0T 0OCTPYKLMA Ha JMXATe/THATE MBTHINA, TPAOBA He3abasHO
Ja ce NpHACXKH CIEIHO JICYCHHE. TO BKHOYBA BRBEXKAAHE HAa aAPCHAIHH H/WIH OCHTYPABaHe Ha
OPOXOAHMOCT HA NHXATEIHHTE MbTHINA. [launeHTrT Tpabea na 6va¢ noa cTporo MeAMIMHCKC HabmoaeHue
AOKATO HACTBITH ITHIIHO B Tpai«'mo OpeMHHaBaHe HA CHMITTOMAaTHKATA.

IMaupenma c anamAesa 33 Heckbp3al ¢ ACE WHXHOMTOPHO JIeYEHHE AHTHOHEBPOTHIEH OTOK HMaT NOBHIIEH
PHCK OT aHTHOHEBPOTHYEH OTOK, AokaTo npHeMaTr ACE HHXuOHTOp (BX. TOUKA 4.3).

HMa peaxn cro6mennd 3a MHTECTHHANICH AHTHOHEBPOTIYeH OTOK NpH nauuenTy ekyearu ¢ ACE
nHXUOHTOpH. Te3H NMalHeHT! ca ce NpeACTaBLNH ¢ KopeMHa GolKa (¢ wn Ge3 rafeHe H NOBPBIIAHE); HIKOH
OT Te3H CiTy4aH He ¢a OWIM NpeauecTBaHy OT AHTHOHEBPOTHYEH OTOK Ha JTHLIETO, 8 HHBOTO Ha ecrepasa C-1
© GHJI0 HOPMATHO. AHMHOHEBPOTHIHHAT OTOK € GHIT [MATHOCTHIMPAH ¢ IIOMOLITA HA NMPOLEYPH,
BKJIFOYBAIIH a0NOMHHATHA KOMIIOTEPHA TOMOTPadHs WIH YITPa3ByK, HIH [I0 BPpeMe Ha Orlepaid, a
CHMITTOMATHKATA € NPpeMHHANa HATHIHO cel cpaHe Ha ACE naxuburopa. HaTecTHRAMHHAT

ACE uHXuOHTOpH, KOMTO Ce IPEeACTaBAT ¢ KopeMHa Gonka (BK. To9ka 4.8).

KomGunnpanero Ha NepHHAOTIPII ChC CAKYOHTPHI/BANICAPTAH € MPOTHBONOKA3AHO
OT aHrHoeAeM (BX.Touka 4.3). JleueHne che cakyOHTpII/BaNIicapTaH He TPAGBa 13 Cé
M3MHYaTA 36 Haca OT IPHEMAHETO HA MOCIENHATA 033 OT JTEUEHHeTO ¢ IePMHAOIIPE q-
caKyOHTpHA/BANICAPTAH € MPEKPATEHO, ICYEHHETO ¢ EPHHONpPHN He TpAGBa ja ce 34
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M3MMHAIH 36 4aca OT MPHEMAHETO Ha ToceAHATA 038 CAKYOHTPHII/BANCAPTaH (RXK.TOUKH 4.3 1 4.5).
Enxospemennara ynotpe6a na ACE unxu6uropn ¢ NEP uHxuGHTOpH (Hanp. panekagorpun), mTOR
MHXHMOMTOPH (HANp. CHPONHMYC, EBEPONMYC, TEMCHPOIHMYC) H TIHITTHEH (HATIP. JIHHATTHITTHH,
CAKCAT/THITHH, CUTAIJIMITTHH, BWIIATJIHIITHH) MOJXKe Aa A0BEAE [0 TIOBHINEH PHCK OT @HTHOEAEM (HAMp.
TIOAYBAHE HA NHXaTe/THATEe NBTHINA MITH €3MKa, CC WM Ge3 Hapymeno aHinane) (BX. Touka 4.5). TpaGpa na
€€ [IOAX0XKNA ¢ MOBHIIEHO BHAMAHHE KOraTO ce 2anoysa paueckanotpui, mTOR mxuburops (Hanp.
CHPOIIHMYC, €BEPOJIMMYC, TEMCHPOJIMMYC) H TITHITTHHHA {HATIP. IHHAITIMIITHH, CAKCATTIMITTHE, CHTar THITTHH,
BWIAAFTHIITHH) TIPH MAlHEHT, Koifto Bede npueMa ACE HHXHGHTOP.

Anagpunaxmoudnu peaxyuu no epeme na agepesa na aunonpomeunime ¢ nucka nromuocm(LDL):

Papxo, naipientn npuemamp ACE HHXMGHTOPH 10 BpeMe Ha adepesa Ha JTHBOTPOTEHHMTE ¢ HUCKA

mwreTHOCT (LDL) ¢ nexcTpanoB cyndaT nomyuasar :KHBOTO3ACTpAIIABAIM aHAQHIAKTOHIHE peakiii. Tesu
peakimH ce H30Arsar upes spemenHa 0TMaHa Ha ACE uHXHGHTOPHOTO NleueHHe IpeaH BeAka adepesa.

Anagunaxmoudnu peaxyuu no speme Ha decencubunzayun:

Hwma naunenry npuemamu ACE HHxHGHTOPH 110 BpeMe Ha AeceHCHOHITHIHpANIO IedeH e (HaMp. ¢ 0TpoBa
Ha UWHINOKPHIH HACCKOMH), KOHMTO NOMy4aBaT aHabHUNakTonaHN peakunu. TIpH Te3n naumeHTH peakimmTe ce
H36ArBaT Ypes BpemenHo cnupane Ha ACE MEXHOHTOPHTE, HO MOTAT Ala Ce MOBTOPAT IPH CY4aiina
MpOBOKAIH1.

Heymponenun/Azpanynoyumosa/Tpomboyumonenun/Anemun:

Crobimnasa ce 32 HEYTPONCHHS/ATPAHYIOITO3a, TPOMOOLMTOTICHHA H AHEMHA NPH TIAIHEHTH TPHeMAILY
ACE mmxu6uropu. Ilpu nammenTs ¢ HopMansa G56peyna (YHKUMA 1 IHNCA HA JAPYTH YCTIOKHABAIIN
daxTopn HeyTponeH s HacTbNBA PAAKo. [lepunaONpHT TPAGBA /1A Ce MPIIATA ¢ H3KIOTHTETHA
APEANavINBOCT NPH NAHEHTH CBC ChJ0BA KOJIATeH03a, HMYHOCYTIPECOPHO JIedeHHe, ICYeHHE C afONypHHON
HIH NPOKAMHAMAJ WITH ¢ KOMOHHAIIMA OT Te3H YCIIOKHABAIH (aKTOPH, 0coGeHO MPH NPeAecTBAIo
HapylucHHe Ha Onbpeunara dynkima. Hakon or Tesn nauueHTH pasBHBaT CEpHOZHE HH(EKLHH, KOHTO B
OTOENHH CITy4aH He Ce MOB/IMABAT OT HHTCH3HBHA aHTHOHOTHYHA TepamnuA. B Te3n cimygau npu ynorpeba Ha
HNEPHHAOMPHIL, C€ NIPENOPHUBa NIEPHOJHYHO H3IC/IEIBAHE HA JIEBKOLMTHTE, 4 AWEHTHT TPAOBa a ce
HHCTPYKTHpA Jia Ch00IIaBa 3a BCEKH NIPH3HAK HA HH(EKIMs (HAIP. BLINAICHO IO, TeMNepaTypa).

Penosackynapna xunepmonus:

IIpu naupenT™ ¢ AByCTpanHa CTeHO3a Ha GL6pedHaTa apTepHs HiH CTEHO3A Ha apTCPHATA NPH eAMH
¢ysxuponnpam 656pek, siekysann ¢ ACE HHXHGMTODH, CHIIECTBYRA [OBKIICH PHCK OT XHIIOTOHHA H
Gu6peuna HeMOCTATHYHOCT (BXK. TOUKa 4.3), JledeHHeTo ¢ AHYPETHIIM MOKE JA CTaHe AOMPHHACA takrop.
3arybara Ha 6B0peduna $yHKLWA MOYKE J1a HACTHITH IPH MHHHMAITHH H3MEHEHHA B COPyMHHA KPEaTHHHH
AOPH NPH NALMECHTH ¢ ¢IHOCTPaHHA CTeHo3a Ha 6b0peunaTa aprepus.

Heotino broxupane na cucmemama penun-anzuomenzun-ardocmepon (RAAS):

Wma naunu, ye ennospemennata ynotpe6a na ACE uaxu6urops, anrsoremsas Il-penenrophu 6rokeps win
IMCKHPEH MOBHINABA PHCKA OT XHMIIOTOHHA, XHMEpKAalHeMHus H HaManapaHe Ha GuOpeunara dyHkims
(BrmoHTENHO OcTpa GB6peuHa HenocTaTEUHOCT). [TopaiH TOBA He ce MpenopLYBA ABOMHO GNoKMpaHe Ha
PAAC upes komGunupanata ynotpeGa na ACE uHXu6HTOpH, aHrnoTeHsun Il-perienrropim Gnokepn Hin
ATHCKHPEH (BX. TOYKH 4.5 1 5.1).

Axo ce mpenieHy, Yie TepanuATa ¢ ABoliHO 60KHpaHe € aGCOMOTHO HeoGXOaHMA, TOBa Tpa6Ba ia cTaBa camo
004 HAOIONEHHETO HA CTICLHANMCT M TIPH YECTO BHMMATEIHO MOHHTOPHpaHe Ha GELOpevmn.

CIEKTPOIATHTE H KPBBHOTO HANIATAHE.

ACE wHXu6uTOpH M aHTHOTeH3MH [I-penierrroprn 6nokepn He TpaGea Aa ce B3N
MalMeNTH ¢ quaberHa HedponaTHs.

ITepBHYEeH anJOCTEPOHHIBM:



[TaunenTH ¢ MEPBHYCH XHACPANKOCTEPOHHIEM KATO 114710 HE ¢ BIHANT OT JICYCHHE C AHTHXHIICPTEH3HBHH
TiexapcTBa, NSHCTBAIIM Ype3s uHXuGHpaHe Ha CHCTEMATa peHHH-aHrnoTeHsuH, [Topaan ToBa ynorpebara Ha
TOBA JIEKAPCTBO HE CE MPETophUBa.

bpemennocr

He Tpa6sa aa ce 3anousa neuerne ¢ ACE unxu6urop no BpeMe Ha GpeMEHHOCT. AKO MPOIB/DKABAHETO Ha
neverreto ¢ ACE HHXHOHTOD ce mpenieHy 3a KpaitHO HeoGXO0AMMO, MALMEHTHTE, IFIAHHPALH
3abpemensiBane, CiE/IBa N3 NPEMHHAT Ha AITEPHATHBHA AHTHXHIICDTEH3MBHA TEPAITHA, KOATO MMa JOKA32HO
Gesomacen npodmn wa ynotpeba npu Gpementoct. IIpu ycranosssane Ha GpemennocT nevennero ¢ ACE
HHXM6UTOpH TpsGBa Aa ce cnpe He2a6aBHO U KO € HEOGXO/IMMO, C€ 3a1I04Ba ATTEPHATHBHA TEPanHs (BX.
ToukM 4.3 1 4.6).

lipeonasnu mepxu npu ynompeba

Xunomonun:

ACE uHXHOMTOpHTE MOTAT 12 IPE/IM3BHKAT CNIAZAHE HA KPBBHOTO HANATaHe. CHMITTOMATHYHA XHIIOTOHHS
ce HaG/oNABa PAAKO APH HEYC/IOAHEHH XHIISPTOHHIM H € O-BEPOATHO /1 HACTHIM NPH MALHEHTH C
HaMaJleH HPKyY/IHpaul obem, Hanp. IPH JUYPETHYHO TIeYEHHE, OTPAHAYEH [PHEM HA TOTBAPCKa COJL,
AHanusa, AHApHA HIH NOBPBINAHE RTH ¢ TEXKKA peHHH-3aBHCHMA XHNEpTOHHA (BK. Touka 4.5 H 4.8). IIpn
NAUMEHTH ¢ BHCOK PHCK 0T CHMITTOMATHYHA XHIFOTOHHS € HeOOXOAHM CTPOI KOHTPOJE Ha KPLBHOTO
Hansraxe, 6u6peunara GyHKIMA H cepyMHHA Kanuii no BpeMe Ha edenne ¢ [Tpecraprym-Ko.

Crmnre choGpakeHHs C& OTHACAT H 34 NALMEHTH ¢ HCXEMHIHA GOJIECT HA CHPIIETO HIIH MO3BYHO-CBOBA
GonecT, NpH KOKTO NPEKOMEPHOTO CNAJIAHE HA KPHBHOTO HaJATAHE MOJKE A IOBEAE A0 MHOKApAEH HH(papKT
HJIH MO3SBYHO-CBJIOB MHIIH/ICHT.

IIpH HacTBIIBAHE HA XHIIOTOHHA NALMEHTHT TPAGBA 1a 6B/le NOCTABEH B XOPHIOHTAIHO TIOAOKEHHE H, AKO €
HeoGX0AAMO, Aa NOYYH HHTPABEHO3HA MH{(Y3HA Ha PasTBOp Ha HaTpHes Xiopax 9 mg/ml (0.9%).
IIpexoAHHAT XMIOTOHIYEH OTIOBOP HE € NIPOTHBOTIOKA3AHHE 33 NPHEM HA JOTTHIHHTENHH A03H, KOHTO
OOHKHOBEHO MOTaT ia GbAaT IpHIOKeHH 6e3 3aTpyAHEHHE, KOFAaTO KPhBHOTO HAJATAHE CE TIOBHIIH ClIEH
06eMHO 3aMecTBaHeE.

Cmenoza na gopmmama u Mumparsama xiana / Xunepmpoghuuna xaponoMuonamus.;

Kaxro npy npuemane Ha 1pyrd ACE mHXuGHTOpH, NepHHAOTIPHI TpaGBa 1a Ghe NPAIATAH ¢ IIOBHHIEHO
BHMMAHHE NPH NalMeHTH CBC CTEH03a HA MHTPAITHATA KJIANa H OOGCTPYKIHA HA JIEBOKAMEPHOTO H3TJIACKBaHE,
Hanp. PH a0PTHA CTEHO3a WIH XHNEepTpodHIHA KAPAHOMHONATHS.

Fbvbpeyna nedocmamvunocm:

Ilpu 6p6peuna HEAOCTATHYHOCT (KPEATHHHHOB KIMPBHC < 60 ml/min) ce npenops4Ba MHAHBHITYATHO
THTPMpaHE HA N103aTa HAa OTOENHHTE KOMIIOHEHTH (BXK. TouKa 4.2).

PyTHHHOTO H3CnEaBaHe HA KANHA M KPEATHHHHA € HYacT OT HOPMAITHATA MEXHITHHCKA TIPAKTHKA NIPH
nauueHTH ¢ Gb0pevHa HEROCTATHYHOCT (BK. TOuKa 4.8).

Ipy HxOH NALMEHTH ¢ ABYCTPAHHA CTEHO3a Ha 61L0peusHTe apTepHH WK CTEHO3a Ha APTEPHATA KbM
eauHcTBeH 050pek, nexypatu ¢ ACE urxuCuropu, ce Habmozasa MoBHINABaHE HA KPHBHATA Ypes U
CepyMHHA KPEATHHHH, 0OHMKHOBEHO o0paTHMO Clie] CIMpAHEe Ha JicdeHAETO. ToBa € 0cofeHO BepOATHO TIpH
nauueHTH ¢ 6B0peYHA HEOCTATEYHOCT. AKO NPH TOBA € HANHNE H OLOPEUHO-CHIOBA XUITEPTOHHA,
CBIICCTBYBA NMOBHILEH PHCK OT TeXKKa XHIIOTOHHA M OOpedHa HegocTaThuHOCT. HAkOH XMnepTo: 6e3
ABHA npeMHecTsama 6r0peyHa chaoBa GoNeCT NOMyYaBAT OBHINEHHE HA KPLBHATA YDe.
KpEATHHHH, 0GMKHOBEHO HE3HAYHTEIHO U NPEXOIHO, 0COGEHO TIPH €IHOBPEMEHHO TP
NEPHHIONPHI H AUYpeTHK. II0-BepoaTHO € TOBA 1a HACTHITH NPH NALHEHTH ¢
HEAOCTATHLYHOCT.

HYeprodpobua nedocmamounocm.



Panxo, ACE HEXMOHTOpHTE ca CBBP3aHH CBHC CHHAPOM, KOMTO 3anouBa ¢ XONeCTaTHYHA XHIITEHHLA A
Bporpecupa Ao ¢yIMHHAHTHA YEPHOAPOGHA HEKPO3a H (IIOHAKOra) CMBPT. MEXAHHIMEBT Ha TO3H CHHAPOM
He ¢ uancued. IlanmenTs nonyuasaty ACE mHX#6HTOPH, KOMTO pazBHBAT KBITTEHHLA WIH 3HATHTENHO
NIOBHINICHHE Ha YepHOAPOGHHTE ensumy, Tpabea Aa cipat ACE uHxuG#TOpa H Ia NOTy4ar ChOTBETHO
MEAHLHHCKO NpochelaBaxe (BXK. To4Ka 4.8),

Paca:

IIpu nampienTy ot yepHata paca ACE MHXHGHTOpHTE NPHYAHABAT N0-4ECTO AHTHOHEBPOTHUEH OTOK,
OTKOJIKOTO IPH NallHEHTH OT APYTA paca.

MNopo6Ho Ha apyru ACE uHXMGHTOPH, Nepuuaonprt Moxe Aa 6ba¢ mo-cabo edekTHBeH 3a NOHWKaBaHe
Ha KPBBHOTO HaJIATAHE TIPH NAlHEHTH OT YEPHATa paca, OTKOJKOTO IPH TE3H OT OPYTa paca, BEPOATHO
MOpaH MO-9eCTHTE HHCKO-PEHHHOBH CHCTOAHHA Cpej MOMYJIAlMATA HA YEPHOKOKHTE XMIICPTOHHLH.

Kawnuya:

Crolmaga ce 3a kanumna npu ynorpe6a Ha ACE mHxuOHTOpH. XapaKTepHaTa KALLIHLA € HEMPOAYKTHBHA,
YTIOpHTa H NPEMHHABRA Clie/] CIIHpaHe Ha neveHneTo. Kamnunara npemrsaukana o ACE HHXHOHTOpH
TpAORa na ce MMa MPEBNA KATO 4acT OT AU(epeHIMATHATA JHATHO32 HA KAILTMHATA.

Xupypzus/Anecmezun.

IIpu nampenTH NOIOKEHN HA rONAMa XHPYPrHUHA HAMECA WIH 110 BPpeMe Ha AHECTE3H ChC CPEACTEA
NpeAn3BUKBAIM XMNOTOHHA [IpecTaprym-Ko moxxe na 610kHpa o6pasysaHero Ha aaruoTeHsHH [ B
Pe3yATaT Ha KOMIIEHCaTOpHO ocBo0MKIaRake Ha penuH. ToBa neveHne Tpabsa Aa ce cupe eAHO JeHOHOLHE
Npeay oNepauMaTa. AKO HACTEIH XHIIOTOHHSA, 3a KOATO Ce NMPENeHH Y€ ¢ AB/DKH HAa TO3H MEXAHHIEM, T4
MoXe fa Gb/le KOpHTHpaHa upes 06eMHO 3aMecTBAHE.

Xunepranuemus.:

[Tpy usxon naimenTu nexyeanu ¢ ACE HEXuGHTOpDH, BKIOYHMTESIHO NIEPHHAONPI, cé Habmozxasa
NOBHIIABaHe Ha cepyMHUA Kamuil. ACE HHXuOnropHTe MOIraT a NpeAM3BHKAT XMREPKATHEMHs, ThH KaTo
HHXHOHpat ocBob0XKAaBAHETO Ha ANOCTepoH. OGHKHOBEHO eieKTa HE € 3HATHM NPH NALMEHTH ¢ HOPMAIHa
686peuna gynknma. PuckoriTte dakropH 3a paiBHTHE Ha XHIEPKATHEMES BKIIOUBAT 616peuna
HENOCTATHYHOCT, BlIOLIABaHe Ha Ob0peunaTa dynxums, B3pacT (> 70 ropunn), 3axapen quaber,
NIpHIpY:KaBallii ChCTOSHUA, TIO-CIICLMANHO AeXHAPATAIHA, OCTPa ChpACHHA JEKOMITEHCAaIH, MeTaboANTHa
8IHZI032 ¥ eJHOBPEMEHHA ynotpeba Ha KATHH-CHXpaHABAIE IHYpETHIH (HATIP.CAUPAHONAKTOH, EILIEPEHOH,
TPHAMTEPEH HIH AMIIOPHT), KaTHEBH A00aBKH WIH KANHI-ChABPIKALIH 3AMECTHTE/IH Ha TOTBApCKaTa CoJl;
NALHEeHTH OPHEMAITH APYTH JIEKapCTBa CBbP3aHH C TIOBHLICHHE HA CEPYMHHA KK (Hanp. XenapuH, Ko-
TPHMOKCA30J1, H3BECTEH ollle KaTO TPHMETONpHUM/cyndaMeTokcason) # 0cobeHO aHTaroHHCTH Ha
anzoCTepoHa WIH AHTHOTEH3HH PELCTITOPHA GiokepH. YnioTpefaTa Ha KankeBH NODABKH, Kaluii-
CBXPaHABAIIH AHYPETHIM HWIH KATHH-CBIbPIKAINH 3aMECTHTE/IH Ha TOTBAPCKATA COJl, OCOOSHO NPH
NAlWeHTH ¢ HapymieHa 616peuna GyHKuUMS MoKe 12 AOBEE A0 SHAYHTENHO NOBHIICHHE HA CEPYMHHA
Kanuit. XunepkanuemMuara Moxke Aa NPHIHHH CEPHO3HH, MOHAKora (aTaiue apurMus. Kanuii
CBXPaHABAIIHTE NHYPECTHIH H aHFTHOTEH3HH pelieNTopHHTe Gliokepn TpabBa Ja ce M3MOA3BAT C BHHMaHHE
HpH naipenTH, npueMaly ACE mixubuTopu, i cepymHna xamvii u 666pevunara $ynxipa Tpabea aa ce
Habmonasar. B cayvauTe, xoraTo eAHOBpeMeHHATA ynoTpe6a Ha MEPHEAONPHT HAH HAKOE OT
TOpecniOMEHATHTE CPEICTBa e CMATA 33 YMECTHA, Te TpA0Ba [a ce M3NOA3BAT ¢ MOBHINEHO BHHMaHHE H NIPH
4eCcTO W3C/ACABAHE HAa CEPYMHHA Kanuii (BXK. Touka 4.5).

Huabemuyu:

Ilpu muaGeTuiy nexyBanu ¢ nepopanHu MPOTHBOAHAGETHH CPEICTBA HIIH HHCY/IMH TJL
Tpabsa fa 6B4e CTPOro MOHMTOPHPAH MO BpeMe Ha ITEPBHA MECEI] OT JIEUCHHETO ¢ A
TO4Ka 4.5).

Cevpaanu c awrodunuu.



lipednasuu mepru npu ynompeba

Be30MacHoCTTa H ed:mcacnoc'rra Ha aMJIOTHITHH HPH XHICPTOHHYHH KpH3H HE ¢ YCTAHOBCHA.

Cuvpoeuna nedocmamounocm:

TlaumenTH CBC CHpAEUHA HEAOCTATHYHOCT Tpabba Ja Gbaar JICKYBaHH ¢ MOBHEICHO BHAMAaHHE.

B awarocpouso nnarneGo-xOHTPOIHpao NpoyYBaHe IPH NALHEHTH ¢ TEXKA ChHPACIHA HEOCTATEYHOCT
(xnac Il u IV no NYHA) cro6maraHara 9ectoTa Ha Genoapoben oTok € 6una no-BucoKa B rpynaTa Ha
JEKyBaHHUTE ¢ AMJIONHIIHH, OTKOIKOTO B Iauebo rpynara (Bx. Touka 5.1). Brokepure Ha kanmmpieruTe
KaHaIH, BITIOYHTETHO AMJIOJIHITHH, TPA0Ba /1a Ce M3MON3BAT ¢ ROBHIIEHO BHAMAHHE MPH MAIHEHTH C
38CTOHHA CHPAICYHA HEJOCTATHEYHOCT, THil KATO T€ MOraT a NOBMHIAT PHCKA OT GBI ChPACTHO-CHIOBH
CHOHTHA H CMBPTHOCT.

Yepedena veprnoopobua gynxyus

IomyHBOTHT Ha aMJIOZHIIME € YOB/bKeH, 8 cToliHocTHTe Ha AUC ca no-BHCOKH IIPH IIALAEHTH ¢ HapyHIeHa
YepHOAPOGHA QYHKLMA; HE Ca YCTAHOBEHH NPENOPHKH 3a Aosupane. CleJOBATENHO, AMIOAMNMH Tps6Ba na
€€ 3al0YHe ¢ HaH-HACKATa 033 U A1a CE NPOABH BHUMAHHE, KAKTO B HAYAIOTO HA JIeYeHHETO, TAKa H NPH
noBMInaBatie Ha go3ara. [Ipn nampenTs ¢ Texkka 9epHOAPOGHA HENOCTATHIHOCT, MOXE /1 He HAJIOXKH BaBHO
THTPHPAHE HA A03aTa M BHUMATEJTHO MOHUTOPHpaHE.

Cmapuecxa evapacm: ,
[oemuasaneTo Ha K03aTa NP XOPa B CTAPYECKA BB3PACT TpA6Ba 1a ce HIBBPIIBA C BHUMAHHE (BXK. TOUKH
42n5.2).

bvbpeuna nedocmamvunocm

ITpr TakHBa NALHEHTH aMIIOAMIIMH MOXKE Ja Ce npytara B o6uvaiinm 1o3M. IIpoMesyTe B nnasMeHHTe
KOHUCHTpAIlHK Ha aMJIOAHITHH HE Ca CBbP3aHH ChC CTEIeHTA Ha OLOPEYHOTO yBpeXKAaHe,
AMIIOZIHITHH He MOXKe [a CE HATU3HPA.

Cevpsanu ¢ IIpecmapuym-Ko

Beraky npenynpexaeHt 3a BCAKO €HO OT AKTHBHHTE BEIIECTBA, H3PEACHH T0-TOPE, ¢ MPMIIATAT ChIUO W
3a ¢puKkcHpaHaTa koMGuHaima Ha Ipecrapuym-Ko.

IIpeonasnu mepru npu ynompeba

Homownu eewmgecmaa:

Tlopaay HaHYHe Ha NAKTO3a, NAIMEHTH C PIKH HACIIEACTBEHH npobneMH raakro3Ha HENOHOCHMOCT,
TMIOK030-Tanaxkro3Ha Manabcopbian wiwm obi srakTaseH JedHLMT He TpAGBa a AIPHEMAT TO3H J€KAPCTBEH

NPOIYKT.

Baaumoodeticmeus:

EnnospeMentara ynotpe6a Ha [Ipectapuym-Ko U THTHEBH Tpenapary, Kaiui-CbXPaHIBALIH EKapCTEa KK
KanueBH A06aBKH, HWIH JAHTPONICH He CE Mpefophuna (Bx. Touka 4.5).

4.5 BsanmopeiicTBHe ¢ ApYrd JeKAPCTBEHH HPOLYKTH H APYrH GOPME HAR B3aEMoAcHCTBRE

Cevpsanu ¢ nepundonpin

annocrepoHorara ¢ucrema (PAAC) upes komGunnpanara ynorpeba na ACE naxnb /i
peLenTOpHY GNOKEPH WIH ANMCKHPCH Ce CBBP3Ba C MO-BHCOKA YECTOTA HA HEXKE
HaNpHMep XHMNOTOHMA, XHIIEPKANHEMMA M HamansdBaHe Ha OnOpeuHata QYHKUMA



61.6peuna HeaOCTATEUHOCT), B CpaBHEHHE ¢ ynoTpefara caMo Ha eIHO CpelcTBo, AeficTsamo Bspxy PAAC
(ek. Touku 4.3, 4.4 1 5.1).

- Jlexapcmaa, nosumasawu pucka om anzuoedem

Enmospemennara ynotpeGa Ha ACE nHXuOMTOpH Che CaKyOHTPHII/BAICAPTAH € NPOTHBONIOKA3AHA, Thil KaTo
TOBA MOBHILABA PHCKA OT aHrHoeAeM (Bk.ToukH 4.3 1 4.4). CaxyGuTpun/sancapran He Tpaba aa ce 3anovpa
npeau Ja ca HIMHHAMM 36 yaca OT HpHEMa Ha MOCTERHATA 1032 OT TepanuaTa ¢ nepupaonpun. Jlevenne c
NEPHHAOINPHI He TPAGEa /a ce 3anovea ey 1a ca H3AMHHAIH 36 uaca clieq] MpHeMa Ha TIOCTIEIHATA 1034 OT

caKyGHTpWI/BancapTaH (Bx.roaku 4.3 n 4.4).
Ennospemennata ynorpe6a Ha ACE unxuGuropu ¢ pauekagorpmn, mTOR HTOpH (HAMp. C

€BePOTHMYC, TEMCHPOIMMYC) H DJIHMNTHHA (Hanmp. JHHATTIMIOTHH, CAKCATNIMIITHH, CHTATTIHITTHH,
BH/IIATJTHIITHH) MOXKE Jia I0Be/E 0 NIOBMIIEH PHCK OT aHrHOeAeM (BkK.Touka 4.4).

./Iexammeg, n@ussuxsﬂu XUnepraiuemun

BBIIpekH, 4e cepyMHUS Kanuii oOHKHOBEHO OCT2Ba B HOPMANHM [PAHHMIWH, XHIIEPKATHCMHA MOXKE Ja ce
NOABH NPH HAKOH MALKEHTH, nexysamu ¢ Ilpectaprym-Ko. HakoH JiekapeTBa HIH TepaneBTHYHH KiacoBe
MOTAaT 73 YBEJHYAT HeCTOTATA Ha XWNCPKAJHEMHA: AMHCKHMPEH, KATHEBH COJM, KAMHH-ChXpaHABallH
AHYPETHIM (Halp. CIHPOHOJIAKTOH, TpuamTepeH WM aMunopun), ACE-MHXMOGHTODH, aHTaroHHNCTH Ha
anrnotersun-11 peuenrropure, HCTIBC, XemapuHH, UMYHOIIOTHCKAINH CPEACTBA, KATO LHKIOCTIOPHH HITH
TaKpPONMHMYC, TPHMETONPHM H H KOTPHMOKCa30) (TpHMETONPHM/CY1(aMETOKCA30), Thil KATO € H3BECTHO,
Ye TPHMETONPHM ACHCTBA KATO Kanui CHXpaHABal AMypeTHK Xaro ammnopua . KomGHHaumaTa OT TesH
JieKapcTBa yBe/IHYaBa pHCKa or Xunepxkanmemus. [lopamn tosa, koMOunmpanero Ha [Ipecrapuym-Ko c
FOPeCTIOMEHATHTE JICKAPCTBA HE Ce MPENOpHUBa. AKO € TPeANHcaHa eJHOBpeMeHHa ynoTpeba, Tpabea na ce
MOAXOk/a ¢ BHHMAHHE H C YSCTO NMPOCTIEANBAHE HA CEPYMHMA KAMHik.

Eonospemenna ynompeba, xoamo e npomugonoxasana (8xc. moyka 4.3);

Anrucxupen.

Ilpy nammentvre ¢ Auaber win HapymeHa Gu6peuna QyHKIHA ce YBeNH4aBa PHCKA OT XHIICPKATHEMHS,
BIomasake Ha 60peunara Gpynkuma U cupaeuHOCHAOBATA 33601EBAEMOCT H CMEPTHOCT.

Excmpaxopnopannu nevenus:

ExcTpakopnopantu fieyeHHd, BOACIH A0 KOHTAKT H2 KPHBTA C OTPHLATENHO 32PEAEHH NOBBPXHOCTH, KaTO
HampuMep AMalH3a WM XeMoWITpaumMs ¢ ONpede/icHH BHCOKONPOIYCKIMBH MeMOpaHn (Hamp.
NOTHAKPHIOHNTPHIHH MeMOpaHH) M adepesa Ha JMNONPOTEHHH ¢ HHCKA INTHTHOCT C JEKCTPaHOB cyndat,
Nopajl MOBMLIEH PHCK OT TEKKH aHadmnakToMaHu peakumu (Bx. Touka 4.3). Ilpn weobxomumocT ot
noaobuo nevende TpaGBa ma ce OOGMHMCIM HM3NOM3BAHE HA APYT THI AMAIM3HW MeMOpaHH WM Ha
AHTHXHIIEPTEHIHBHO CPE/ICTRO OT APYT Kiac.

Eouospemenna yno KORMO He ce npenopvyea (exc. moyxa 4.4) :
Anucxupen: Ocpex NpH nanHeHTHTE ¢ AUabet WM Hapymena 6s0peuna QyHKIMA ce YBeHIABA PHCKA OT
XHIICPKATIHEMHS, BIOIABAHE Ha 610petHaTa (yHKIMA ¥ CHPAEYHOCHIORATa 3860/IEBAEMOCT H CMBPTHOCT.

Kombunupano nevenue c ACE- unxubumop u anzuomensun-peyenmopen 6aoxep:
B nureparypata ce ¢robmasa, e NpH NAMEHTH ¢ YCTAHOBEHO aTEPOCKAEPOTHYHO 3a60aBaHe, ChpACYHa
HEIOCTATHIHOCT WIH AHabeT ¢ KpaiiHo opranHo yBpexane komGunmpanoro nevense ¢ ACE- naxubHTOp 1
aHTHOTEH3MH-PELICITOPEH OOKED € CBBP3aHO ¢ MOBHIIIEHA Y€CTOTA HA XHITOTOHHS, CHHKOII, XMIIepKATTHEMR
H BiiolaBane Ha 6x0pednaTa GyHKIMA (BIOUMTENHO ocTpa (aOpetHa HeAOCTATHYHOCT) B CPABHEHHE ©
ynotpebaTa Ha elMH PEHHH-aHTHOTEH3HH-ALAOCTEPOH — fieficTeam areHT, J{BofiHoro GnokupaHe (Hamp. Ypes
koMGuuMpane Ha ACE- HHXHOHTOp ¢ aHTArOHHCT Ha aHrHOTeH3HH-11 penerrroprTe) TpE6 Opam 58
OTpaHHYaBa camo JI0 OTAE/IHA CIIyHaH ¢ HeMocpeACTBeHo HabmoaeHne Ha Ox0peunaTy 4
KAJIHil B KPBBHOTO HANATAHE,

Ecmpamycmun:
Pucx om ysenuuasane na RexXcenanume peaxyuy, Kamo GHZUOHEEPOTUNEN OMOK (aNPUB

10



Kanuii-coxpanseawgu duypemuyu (nanp. mpuammepen, amwiopuo ...), KATues conu.

Xvnepxanuemus (noTeHIManHO daranua), ocobeHo crEMecTHO ¢ GE6pedna HENOCTATBUHOCT (aaMTHBEH
xunepxanueMuucH edekt). KoMOunupaneTo Ha IepHHIONDWI C TOPENOCOMEHMTE MEIMKAMEHTH HE Ce
npenopsuBa (gxc.moyxa 4.4). AKo BuIIpeKH TOBa € NOKa3aHa KoMOuuMpanara ynotpeba, T9 TpaGBa na ce
NPOBEXKAA BHUMATeJIHO H NPH YECTO MPOCTeNABaAHEe Ha CTOHHOCTHTE HA CepyMHHA Kanwi. 3a ynoTpeba Ha
CITHPOHONAKTOH IPH ChP/ICYHA HENOCTATHLYHOCT BHK T0-JOJY.

Jumueeu npenapamu:

Hma crobmenns 3a 00paTHMO NOBHIIEHHE HA CEPYMHHTE JIMTHERH KOHLEHTPALIMH H TOKCHYHH PeaKiiy
(TexKa HEBPOTOKCHIHOCT) IPH eNHOBpemeHHO npunoxkerme ¢ ACE nuxuburopn. KoMOHHamaTa ot
IIEPHHIONIPH]T ¥ JIHTHEBH TIPENAPATH He Ce NPenophYBa. AKO KOMOHHALIMATA e AOKa3aHO HeobXxonHuMa ce
IpenopsYsa BHHMATENIEH KOHTPON HA CepYMHHAA IHTHH (BXK. ToUKa 4.4).

Eonogpemenna ynompeba, uzuckeaua CREYUATHO GHUMARUE &

IIpomusoduabemmnu cpedcmea (UnCYTun, OpanRy XUROZAUKEMUYHI A2EHMU):

EmuaemuonornaHATe NPOY4BAHHS IIPEIONATaT, Ye eHOBPEMEHHOTO Mprioxkenue Ha ACE- HHXHGHTOpH H
NPOTHBOAHAOETHH ME/IHKAMEHTH (MHCY/IHH, OPATHH XHNOITHKEMHYHY BEINECTBA) MOXKE A3 ZOBENE A0
3aCHNIeH edeKT Ha HaMaARaHe Ha KPHBHATA 3aXap C PUCK OT XHNormukeMmus. ToBa sBiaeHHe H3TTeXKa € 110-
BEPOATHO /12 BE3HMKHE TIPe3 IThPBHTE CeIMHITH HA KOMOMHHPAHOTO JieyeHHe H IpH natpedTH ¢ Gu0pevuna
HEJIOCTATHEYHOCT,

Kanwii-necvxpanaeayu duypemuyu:

Hammenrare, npHeMalu qUYpPETHINM, H ocoGeHO OHE3H CBC 3aryba Ha ofeM WM cONE MOTaT aa
MOYYBCTBAT NPCKOMEPHO NOHMKABAHE HA KPEBHOTO HATIATAHE cJicA 3anouBane Ha nesicaue ¢ ACE-
HHXHOHTOD. BE3MOMKHOCTTA 32 XHIIOTOHHYHH eEKTH MOXKE A Ce HAMAJH PE3 CIHPAHE HA TMYPETHKA WIH
4pe3 YBEIHYABAHE HA 00eMa HIIH NPHEeMa Ha COMH NpPeAN HAYAIOTO HA JIYEHHE ¢ HHCKH H MOCTENIEHHO
HAPACTBAIINA IO3H TIEPHHACTIPHIL.

Tlpu apmepuanna xunepmonus, KOraTo NpeIMIIHO JEYEHHE C AHYPETHK MOXE 1a € IPHIMHKNO 3ary6a Ha
conn/oGem, Tpabisa WK Npean 3anodsaHero Ha ACE- mHxu6HTOp Aa ce cnpe AUYPETHKST (B TAKBB CITyuaii
BIIOCNICACTBHE MOXE MIOBTOPHO /18 C€ BBRE/IC KAHIi-HECHXPaHABAIN My PETHK), Wi paeMbT Ha ACE
MHXHOHTOP J1a ce 3aII0MHE C HHCKA 03 H POTPECHBHO 11a HAPACTBA.

Ilpu xonzecmusna cvpOeuna nedocmamuurnocm, Aexyeana c Ouypemux, npueMsT Ha ACE- HHXHOHTOD
Tp4A0Ba a 3aN09He C MHOTO HHCKA 034, [10 Bb3MOXKHOCT ¢Jiel HAMaJSBAHe Ha JO3ATa HA CBLP3AHHS KAIHi-
HECHXpaHABAL AHYPETHK.

BB Bcutxn cmywan TpaGea na ce Habmozaasa 6n6peynara GyHKIMA (HEBATA HA KPEATHHHH) Npe3 MhpBHTE
HAKONKO CEAMHUH Ha Ne4eHHeTO ¢ ACE- mHxuGHTOp.

Kanuii-coxpanssawgu ouypemuyu (eniepenon, cCruponoaaKmon).

C ennepeHoH WIH CIIMPOHONAKTOH B HACKH 103H oT 12,5 1o 50 mg Ha neH ¥ ¢ ACE- HEXHGHTOPH B HHCKH
Do3M:

Ilpu neyeHne Ha chpiiedHa HepocTaThyHocT ot Kiac II-IV (NYHA) ¢ ¢paxuma Ha m3Tnackeane < 40% u
npeauuHO Jedenue ¢ ACE- uuxubutopn u GpHMKOBH AMYPETHLH CHIECTBYBA PHCK OT TIOTEHIMAIHO
$aransa xunepkanuemna, oco0EHO IPH HecnasBaHe HA MPEATUCAHUTE NPENOPHKH 3a Ta3H KOMGHHALWA.
Ilpeay na 3anoaHeTe KOMOHHHPAHOTO JIE9EHHE, IPOBEPETE OTCHCTBHETO HA XMITEPKATHEMMSA H HAPYLICHA
6b6peana yHKIpLA.

Tlpenoprusa ce HenocpeacTBeHO Halmo/ieH e 3a KATHEMHS M KPEATHHHHEMMA €3KeCeMHYHO Npe3 IILPBHA
MeCEN) OT ISUEHHETO H eXEMECETHO BIIOCIEACTBHE.

Hecmepouownu npomusosvananumennu nexapemeenu npodykmu (HCITBC) exmoy
AYEMURCANUYUR08a Kucenuna = 3 g/oen:
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Korato ACE HEXHOHTOPH Ce mpHEMAT eIHOBPEMEHHO ¢ HECTEPOMIHH HPOTHBOBL3NAIHTENHH JICKAPCTBEHH
MPOAYKTH (HAMND. AETHACANIMIUMIOBA KHCE/IMHA B IPOTHROBR3NANTHTEHE A03HpORKH, COX-2 HHXUOUTOPH K
necenekTusHH HCIIBC) mMoxxe na HacThi orciaGpane Ha aHTHXHTICPTeHIHBHEN edekT. EnHospemennara
ynorpe6a Ha ACE muxuburopu # HCIIBC moxe ma moBeje OO TOBHINEH PHCK OT BIIOLMBAHE HA
6n6peunara QyHKIMA, BKIIOYHTENHO BL3IMOXKHA OcTpa ObOpEYHa HEJOCTATHYHOCT M MOBHINABAHC Ha
cepyMHMA Kanui, ocofeHo nmpH maumenTH ¢ Joma npeamecteama GuGpeuna ¢ynximn. KomGunaimara
Tpa0Ba J1a ce NpHIIara ¢ NOBHILICHO BHHMaHHE, 0co0EHO MPH Xopa B crap4ecka Be3pact. [laupentrre Tpatea
na 6snaT MOCTaTHYHO XHAPATHpAHW H TPAOBa Ja ce NMpeBHAM KOHTpoaMpaHe Ha 6x6peunara dyHkims cnen
3aNoYBaHe Ha KOMOHHMPAHO JieYeHHe, H NIEPHOIHYHO CJIE] TOBA.

Eonoepemenna ynompeba. Kogmo u3uckea sHManue:

CumnanuxomMumemuy:

CHMITaTHKOMHMETHITHTE MOTAT [a HAMAJIAT aHTHXHNepTeH3HBHATE epekTH Ha ACE MHxuGHTOpHTE.
Hpenapamu cvovpacawgu 3pamo:

HHTPpHTOHIHM peakiMH (CHMITTOMATHKATA BK/IIOMBA 3a9¢PBABAHE Ha JTHIETO, TA/IEHE, NOBPHILAHE H

XHNOTOHHA) Ce CHOGIIABAT PAKO TIPH NMALHEHTH HA JIEYCHHE ¢ HIDKCKIHOHHH NPENapaTh ChIbPiKallH JIATO
(HaTpHeB aypoTHOMasaT) H eqHoBpeMenHa ACE HHXHOMTOpHA Tepanus, BKTIOYHTE/HO ¢ IEPUHAOTIPHIL.

Cevpaanu ¢ amnodunun
Eodunoepemenna ynompeba, xosmo ne ce npenopvusa :

Hasrponen (sudysna): Ilpu xuBoTHHA ca HaGIIOAABANH ETAIHO KAMEPHO MBXKIEHE H CHPACTHO-CHAOB
KOJIanc B KOMOHHAUHA ¢ XMITEpKANHEMHA CJIe]] IPHEMAHETO HA BEPANAMIN H HHTPABEHOSHO AAHTPOJIEH.
Tlopagi pHCK OT XHIIEpKaNUeMud, Ce OPENOPHYBA 1A ce H30ATBA SIHOBPEMEHHOTO MPHITOKEHHE C
aHTArOHHMCTH HA KAJIIHEBHTE KAHANH KATO AMJIOIHITHH MPH NALIMEHTH, NIPEAPasNoNokKeHH KbM MATHIHEHA
XMIIEPTEPMHS 1 [TDH OBAANABAHE HA MAJIMTHEHA XMIIEPTEPMHA.

Eonospemenna ynompeba uzuckeaua cneyuanno eHuManue ;

CYP3A4 nuaykropn: Ilpn ennospemento npunarane Ha noznath CYP3A4 HEAYKTOpH, I1a3sMeHaTa
KOHLICHTpatMsl Ha aMJIOMITHH Moske a Bapypa. [Topaau ToBa, KpbBHOTO HANATAHE TPAOBA A2 Ce NPOCAEaABa
H J1a ce OOMHCIIH IIPOMAHA HA J03aTa KAKTO 10 BPEME, TAKA M CJIE/1 eAHOBPEMEHHO JIEYEHHE 0COBEHO ChC
cunHd CYP3A4 wnmyxropu (Hanp. pudaMImHLH, XBIT KAHTAPHOH).

CYP3A4 auxnbaTopH (NMPoTea3Hd HHXUOHTOPH, a30IHH POTHBOrEOMYHH CPEICTBA, MAKPOJIMIH, KATO
€PHTPOMHIMH WIH KIApUTPOMHLHE, BEPANaMKII HIH THITHA3EM), MOXKE /13 JIoBeAe 10 3HATHMO
YBE/IHIABaHE Ha EKCIIO3HLMATA HA AMIIOAMNIHH. KIHHHMHATa 3HAUHMOCT Ha TE3H (papMaKOKHHETHIHH
BapHALIMH MOXE /I € NO-H3pa3eHa P Xopa B CTap4ecka Bb3pacT. ToBa MOXKe A8 HANOKH KIMHHYHO
MpocneABaHe H KOPEKIHA Ha J03aTa.

ChiltecTBYBa NOBHINIEH PHCK OT XHIIOTOHHS NPH NALHEHTH, NPHEMAIIH EAHOBPEMEHHO KIAPHTOMHITHH C
amaonuniH. [Ipenoprysa ce BHUMATENHO NMPOC/IEAABAHE HA TTALHEHTHTE, KOTATO AMJIORHITMH Ce npHeMa
€AHOBPEMEHHO C KNAPHTPOMHLHH.

Eounoepemenna ynompeba, xoamo mpabea da ce uma npedeud :

Edrexrire Ha NOHIDKABAHE HA APTEPHAITHOTO HANATAHE HA AMJIOMITHH CE HACJATBAT KBM NOHIDKA
KPBBHOTO HAIATaHE e(PEKTH Ha JIPYTH JEKAPCTBEHH CPECTBA C AHTHXHIIEPTEH3UBHHA CBOH

Taxponumyc:
ChIiecTBYBa PHCK OT NOBHIIABAHE HA HUBATA HA TAKPOIMMYC B KPBBTA, KOI&TO CE IpHE
aMJIOJMNHH. 3a fa ce H3berne TOKCHYHOCTTa HA TAKPONHMYC, NPHEMA HA AMIIOTHITHH O
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e JIEKYBaT ¢ TaKpOJTHMYC, H3HCKBa NIPOCIICASEAHE HA HUBATa HA TAKPOIHMYC B KPBETA H KODHTHpaHe Ha
103aTa, KOTATO TOBA Ce HAnara,

Mexanusvm yen na panamuyun (mTOR) unxubumopu:

mTOR HHXHOHTOPH KaTO CHPOJIMMYC, TEMCHPOTHMYC H eseponuMyc ca CYP3A cyGerpard. AMioannHH e
cnab CYP3A maxuGurop. Ilpu eanoepemenna ynotpe6a Ha mTOR HHXHOHTOPH, aMIORKITHH MOXE Aa
TIOBHIIH eKcno3HEATa Ha mTOR unxuGuropuTe.

Lhacnocnopua:

He ca npoBexxnany npoyuBaHus 3a JICKAPCTBEHH B3aHMOEHCTRIS ¢ LMKJIOCTIOPHH H aMIIOIHITHH NpH
3ApaBH JOOPOBOILM WK NPYTH NOMYIAUMH ¢ HIKTIOYCHHE MPH NalMeHTH ¢ Ob0petHa TpaHILIaHTaLHs, TIPH
KOHTO ¢a HabmonaBaHH NOBHINIEHH NPOMEHH B KOHIIEHTPALMHTE Ha UHKIocnopud (cpeauo 0% - 40%).
Tpabsa na ce 06¢HaAH Npoc/eAdIBaHe KA HUBATA HA IMKIOCTIOPHH NpH NIAMeHTH ¢ OBOpeHa
TPAHCILIAHTALAA, KOMTO MPHEMAT AMIOANIIHH, H A03aTa HA IHKJIOCTIOPHH /I C& HAMAITH TIPH HEOOXOIUMOCT.

Cumasacmamin:

EnHoBpeMeHHHAT NIPHEM Ha HAKOMKO A03H oT 10 mg amnogumus ¢ 80 mg cuMBacTaThH e Aosen ao 77%
MOBHINABAHE HA €KCIIOZHIIHATA Ha CHMBACTATHH B CPABHCHHE CAMO CBC CHMBAcTaTHH. 1IpH nauHeHTH,
MpHeMAlliH aMIORHITHHE, OTpaHHIeTe N032Ta HA CHMBACTATHH Ha 20 mg JHEBHO.

ZJpyzu xombunayuu

Tlpw KIMHAYHA NPOY9IBaHHA 32 B3aMMOICHCTEHS AMITOIMIHH He NMOBIHMABA (apMaKOKHHETHKATA Ha
aTOpBACTATHH, IUTOKCHH, BapgapHH.

Vnorpebara Ha aMnoauIHH ¢ rpeindpyT Wik cok OT rpelindpyT He ce NPenopLIBa, THH KATO NPH HAKOH
NalHeHTH GHOHATHYHOCTTa MOJKE /1a Cé [IOBHIIHM M TOBA Na JOBE/IE JI0 38CHIBAHE HA AHTHXHICPTCH3HBHHTE
edleKTH.

Cavpaanu ¢ IIpecmapuym-Ko:

Eonoepemenna ynompeba, KORmo uBucKea cCreyuaing SHUMArUE ;
Baxnoden:

YBelHYeH aHTHXHIIepTeH3HBeH edekT. KOHTpON Ha KPBBHOTO HANTAHE H KOPEKIIHA HA
AHTHXHIICPTCH3IHBHATA 1034, AKO € HCOﬁXOII,HMO,

Eonospemeniia ynompeba, koamo mpabea 0a ce uma npeoguo:

- AHTHXHNIEPTEH3HBHH cpencTBa (Hanp. GeTa-0IoKepH) H Ba3OHAATATOPH :
Eamospemennara ynorpeta Ha Te3s CpeACTBa MOKE Ja 3aCHIM XHIIOTCHIHBHHTE e(EKTH Ha
OEPHHAOTIPIN B aMuoAHnuH. EnHoBpeMennarTa ynotpe6a ¢ HHTPOTTMIEPHH H APYTH HHTPATH WK APYTH
BA3OAHNATATOPH MOXKE JIOITLIHHTENHO A3 NOHHKH KPLBHOTO HAJIArAHE H CACAOBATE/THO H3HCKBA
NOBHILICHO BHAMaHHE.

- KOPTHKOCTepOH/TH, TETPaKO3aKTHA : HAMATICHHE HA AHTHXHIICPTEHIUBHMA ehekT (3aphKKa Ha COMH K
TEYHOCTH FHDKAIIA CE HA KOPTHKOCTCPOHINTE).

- Anda-6nokepute (1pa3osuH, angyzo3HH, AOKCA303HH, TAMYJIO3HH, TEPA303HH): YBETHICH
AHTHXHIIEPTEH3HBEH eeKT U NOBHIIEH PHCK OT OPTOCTATHYHA XHIIOTOHHKA.

- AMHGOCTHH: MOXME A2 3ACHIH AHTHXHIICPTEH3HBHHA e(eKT Ha AMJIOTHIHH.

- TpHIMKNHYHA AHTHACTIPECAHTH/AHTHIICHXOTHYHH CPEICTBA/aHECTETHIH: YBEIHICH
e(eKT H YBeNHYeH PHCK OT OPTOCTATHYHA XHIIOTOHHA.

4.6 ®eprTRARTPET, GpeMenAOCT H KBPMERE
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Ipeasun edeKTHTE Ha BCAKO €/(HO OT AKTHBHUTE BEUIECTBA B TO3H KOMGHHMpaH JEKAPCTBEH NPOAYKT BHPXY
OpeMEHHOCTTa H KbPMEHETO:

Iipectapuym-Ko He ce npenopsuea npes mspeus Tpumectsp Ha GpeMennocTTa. Mpecrapaym-Ko e
NPOTHBONIOKA3AH TNIPE3 BTOPHA H TPETHS TPUMECTHP Ha GpeMEeHHOCTTA.

Ipectapuym-Ko He ce npenops4ea s nepuona Ha kepmene. TpaGea aa ce NPEIeHH NANH 1a ¢€ MpeKpPaTH
KbpMeHeTO Wil [pectapuym-Ko, npesBnz 3HaUeHKETO Ha TOBA JIEUCHAE 32 MakKaTa.

Bpemennocm.
Cpb c I onpua

Ynorpebara Ha ACE HHXuGHTOPH He ce penophuBa Npe3 THPBHS TPHMECThP OF GPeMEHHOCTTa (B, TOUKA
4.4). Ynorpebara Ha ACE HEXHGHTOPH € NDOTHBONOKA3AHA MPE3 BTOPUA ¥ TPETHS TPUMECTE] OT
GpemenHocTTa (BK. TOUKA 4.3 1 4.4),

EmmpeMuonoriasmTe JaHHH OTHOCHO TepaTorenHms pack cien ACE HHXHOMTOPHA €KCTIO3HLMA Npe3
HLPBHS TPHMECTEP Ha GpeMeHHOCTTA He ca yOeautennu. Bee mak, He MOXKe 21a ce H3KMOTH JIEKO
yBeIpriaBaHe Ha pucka. OCBeH KoraTo NpoabKaBaHeTo Ha JiedenneTo ¢ ACE MHXuGHTOpH no BpeMe Ha
GpeMEHHOCTTA Ce CUMTA 3a KpaiiHO HEOGXOIHMO, NPH ALMEATH, IUIAHUPAIH 3a6peMeHsBane, To TpI6Ba 1a
Ce CMCHH C aTTepHATHBHA AHTHXHIIEPTEH3HBHA TEPAITHA, KOATO HMa IoKa3aHo GeszonaceH mpodun Ha
ynotpeGa npu 6pemennoct. Ipn ycranosspane Ha GpeMeHHOCT, NeverHeTo ¢ ACE uHxubuTopH TpAOB2 Aa
ce cripe He3abaBHO H ako € HeoOXOAMMO /g Ce 3aN0MHe ATTCPHATHBHA TCPAITHA.

3a excriosuimsTa Ha ACE HEXHOHTODHA Tepanus Ipe3 BTOPHA M TPETHA TPHMECTBP Ha GpeMeHHOCTTa €
H3BECTHO, Y€ MPEM3BUKRA (eToToKCHUHN edexTn NpH YoBeka (noHwkeHa Gu0pena ymxns,
ONHrOXHAPAMHHOH, 3a6aBAHe Ha yepenHaTa OCH(MKALNA) H HEOHATA/IHA TOKCHIHOCT (GB0pedna
HENOCTATHIHOCT, XHIOTOHHUSA, XMITEPKATHEMHA) (BX. TOuKa 5.3).

B ciryqaii na ACE HHXMGHTOpHA eKCIIO3HLINA OT BTOpHA TPHMECTLD Ha GPEMEHHOCTTA Ce IIPeropBUBa
Y/TPasByKOBO H3C/e/(BAHe Ha 6nOpeynata GpyHxuma u wepena.

bebera, unnTo Maiiku ca npuemanu ACE uaxuburopy Tpatea ga Gurat HaGmionaBaHH BHEMATEIIHO 38
XHOOTOHHS (BX. Touka 4.3  4.4).

Cer ¢ aMJIo

BesonacHocTra Ha aMIOAMIIHH 110 BpeMe Ha GPEMEHHOCT PH XOpa He € YCTAHOBEHA.

B npoyuBanus ¢ ¥HBOTHH ¢ HaGMOAABAHA PENMPOTYKTHRHA TOKCHIHOCT TIPH BACOKH AC3H (BK. Touka 5.3).
Ynotpe6a no Bpeme Ha GPEMEHHOCT ¢€ NPETIOPBIBA CAMO KOTATO HAMA No-Ge30NacHa ATEPHATHBA H KOTATO
GonecTra cama no cebe cH HOCH MO-ro/IAM PHCK 32 MaHKaTa M IIoJA.

Kvpmene:

Cex cm OTIPHA

TTopaam munca Ha nanidHa HEGOpPMAIMHS OTHOCHO YNIOTpeGaTa HA NIEPHHIONPHN B MIEPHO/A HA KbPMEHE,
NEPHHJONPHN HE CE MPENOPHYBA H NPEMHHABAHETO KBM ANTEPHATHBHA TEPalHi, KOATO € ¢ N0-A00Lp
yCTaHoBeH Npodun Ha Ge30MacHOCT B HEPHOAA HA KbPMEHE € 3a IIPeANOIHTaHe, 0COGEHO KOraTo ce OTHACs
33 KbPMEHE Ha HOBOPOASHO HIH Ha NpEXIEBPEMEHHO poaeHo Gebe,

Cebp3aHM ¢ aMIOJHNHH
AMNOZHIINH Ce eKCKPeTHpa B KbpMaTa. JlemsT Ha MaiiuiHaTa 1034, NpHEeT OT HOBOPOAEHOTO, € OMII OLIEHEH B

HHTEPKBAPTUIICH 1HANA30H OT 3 - 7%, ¢ MaKCHMAanHa cToiHocT oT 15%. Edexra Ha aMnogunuH BEpxy
HOBOPOACHHTE He € H3BeCTeH. Pemenne, namm na ce NpoasbKu/NpekhCHe KEPMERETO HiTH Jia ¢

NPOTKDKH/NPEKBCHE TEPAITHATA C AMJIOMITHH, TPA6Ba 1 ce B3eMe KaTo ce HMa OpeABHN 11071
KbPMEHETO Ha AETETO H IOM3AaTA OT TEpalHATA C AMIOAMITHH 3a MatikaTa.

Depmunumem;

CBEp3aHO ¢ NepHHAOTIPHA:
Hsama epexr Bpxy penponykrusHara (yskys unu deprimtera.
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CBBp3aHO ¢ AMIOTHITHH:
Cro0masa ce 32 06paTHMH GHOXHMHYHH IPOMEHH B [JIABHUKHTE HA CIIEPMATO3OHIHTE TPH HAKOH

MIALMEHTH, JIEKYBAHH C KAIHEBH aHTArOHKCTH. KiMHIIHNTE NanHK ca HEAOCTATHYHH OTHOCHO
TIOTEHIMATHHA e(dEKT Ha aMJIOITHNMH BBPXY depTiHTeTa. B eflHO NpoyuBaHe C MUTHXOBE ¢4 OTKPHTH
HekeNaHH eekTH BEPXy MBKKHA depTiiHTeT (BXK. Touka 5.3).

4.7 EdexTa BLpxy cnocofuocTTa 32 modupane u pabora ¢ MAIIAAR

Hsama nipoyusanus 3a ediexture na Ipecrapuym-Ko supxy cnocobHocTTa 33 motupane 1 pabora ¢ Maumau.
AMnosunKH MOske 21a NOBIIHAE B c/1afa 10 yMEpeHa CTeneH cnocoGHOCTTA 3a modupane u pabota ¢
MaUIMHH, AKO [IAIHEHTHTE, NPHEMALLH AMIIOHITHH, ITOLYYAT 3aMaiiBane, rNapoboue, yMOpa WIH rajeHe,
CTIOCOGHOCTTA MM 1A pearupaT Moxe fa Obae napyurena, [Ipenopsusa ce NoBHIIEHO BHEMAHHE, 0COGEHO B
Ha4aJloTO Ha JICYEHHETO.

4.8 Hexeasu NCKAPCTBEHE PEAKIHA

a. O6obmeH npodmn Ha GesonacHoct

Haii-yecTo cho0iaBaHHTe HeXeNaHH JIeKAPCTBCHU Peakiy ¢ IEPHHIOTIPH H aMJIOAMITHH, AaBaHK
MOOTIIENHO, CA: €fleM, CHHIIHBOCT, 3amaiiBaHe, rapoboHe (0co0eHO B HAYANIOTO Ha JIEYEHHETO), HHCTEY3HA,
NapecTe3HH, 3PHTE/THH HAPYIIEHHA (BITIOUHTETHO JHIUTONHA ), THHHTYC (IIYM B YIIIHTE ), CBETORBPTEK,
cbplieGuene, 3auepBABaHE, XHIOTOHUS (H eeKTHTe, CBBP3AHH C XUNOTOHUATA), AMCIHEA, KALITHLA,
KOpeMHa Goika, rafene, NOBPhINaHe, AHCTIENICHA, IPOMAHA B HABHIIHTE Ha Ae(eKalud, THapus,
KOHCTHNAIYAS, IPYPHT, 0OPHB, €K3aHTEMA, IONYBAHE HA CTABHTE (TIOYBAHE HA IIIC3CHHTE), MYCKYJIHH
CIa3MH, YMOPa, ACTEHHA.

6. Cricek B TAOMIMYEH BHA HA HEXKENAHHTE JIEKAPCTBEHH PEaKIliH:

CreHuTe HeXXeNAHUTE NEKAPCTBCHH Peakiy ca HabmoAaBaHM No BpeMe HA KIMHHYHHTE ITPOYUBaHHs
H/HJTH TIOCT-MaPKeTHHIOBATA YNIOTpe6a ¢ HepHHACHPHI HAH AMIOJHIIHH, IPAEMAHH NOOTAENHO, U ca
CTENMCHYBAHH CBHIIACHO CHCTEMO-OpranHaTa iiacHdukaims no MedDRA 6aza aannu H cniopefl YecToTaTa
HM:

Muoro ectu (21/10) ; wectn (=1/100, <1/10) ; Hewectn (=1/1000, < 1/100) ; peaxn (=1/10 000, <1/1000) ;
mHoro peakd (<1/10 000), HenzBecTHO (OT HATHUHHTE JAHHH He MOXe na OLAe HampaBeHa OlCHKA).

MedDRA Hexerann peakunu YecroTa
CHcTeMO-0prafnsH Ampronanen Nepuuponpun
KacoBe
Huegexnnn 1 Punur Heuectn Muoro peaxu
HRecTanumn
Hapymienns na Eosnnodmmas - Heuecru*
KPLBOHOCHATA H
JEMPHATA CHCTEMH JleBxoneHHA/HEYTPOTIEHHS (BXK. TOUKA Muoro peaxs | MHoro peaxu
4.4)
ATpaHyNOLNTO38 WIH NAHIHTONCHHA - MHoro peaku
(Bx. TouKa 4.4)
TpomGoimronenus (Bx. Touka 4.4) M#uoro pekH MHOTO peKH
Ensumno ofycnopeHa XeMONHTHYHA - MHoroe peaxn
B8HEMHAA IIPH NALHEHTH ¢ BPOAEH
neduumT Ha G-6PDH (8. Touka 4.4)
Hapymenns ma CBpEX4yBCTBHTENTHOCT Mguoro peaxH Hedgectu
HMYHHATA CHCTEMA
Hapymenus 5a CHHZAPOM Ha HeaJICKBATHA CEKpeld Ha
eHJOKPHHHATA CHCTEMa | aHTHAMYpeTHIHHA XopMoH (SIADH)

Hapymenna na Xunorimkemus (Bx.T. 4.4 1 4.5)

MeTabommIma u XunepkanueMmus, 00paTHMa cien
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XPAHEHETO TIPEKPATABAHE Ha neueHneTo (BK.1.4.4)
XHnoHaTpHEeMHs - Hevectn*
XunepriukeMus MHoro peaiki -
IlcHxXBYHR HapymeHAS beschhue Heuectd -
IIpomMenn B HacTpoeHHETO Heuectd Heuectn
{BKJIIOYMMTEIHO TPEBOKHOCT)
enpecun Heuectd Heuectu*
Hapymienis ua chHs - HeuecTn
Hapymenuns 5a sepsaaTa | CsHnuBocT (ocofeHo B HauanoTo Ha Yectn HeuecTn*
CHCTEMA JIGYECHHETC)
3amaifeaHe (ocofeHo B HAYANOTO HA Yectn Yectn
JICYCHHETO)
I'nasobosue (0cofeHo B HAYANOTO HA YecTn YecTH
JICYSHHETO)
Crey3us Hexectn Yectn
Tpemop Hegecrn -
XwunoecTesun Heuectw -
Tlapecreaus HeuecTH Yectn
Cunxon Heuectn Heuectn*
Crcrosmiie Ha 00BPKAHOCT Penxn MHoro penxs
Xunepronyc MHoro peakH -
ITepudepHa Hepponarus MHoro peaku -
MoO3L49HOCHAOBH RHIMACHTH, BEPOATHO - MHoro peaxu
BTODHYHH, B CJICACTBHC Ha IIPeKasieHa
XHIIOTOHHA MPH BHCOKOPHCKOBH
MANHEHTH (BK.T. 4.4)
ExcTpanapamuinn HapymeHns C Hen3pecTHA -
(exCcTpanMpaMHAEH CHHIPOM) YecToTa
Hapymenns Ha 09HTE 3puTensn HapyimeHHs Yectt HectH
Jumnomas Yectn -
Hapymenns ga yxoto # | Lllym B ymmre Hevectn Yecn
JAGHpHETA
' Bepruro - YecTH
Crpaeunn Hapymenans Mannuranun Yectn Heuectn*
Taxukapaus - Heuecrn*
Crenoxapans (sx.1.4.4) - Muoro peaku
Mnuoxapzen uudapkT, BEpOSTHO MBHoro peaxH MHoro peaka
BCIIEACTBHE HA MPEKOMEPHA XHIIOTOHHS
IIPH BHCOKOPHCKOBH NALMEHTH (BK.
TO9Ka 4.4)
ApHTMHS (BIUIIOYHTENHO GpamHKapIHa, Heuectu Muoro penxu
KaMEpHA TAXHKADAHA H APEACHPAHO
MEXKIEHE)
®Denomen Ha Peitno - C Hen3pecTHa
4ecToTa
CoaoBs Hapymenns 3auepsaBaHe Yectu Penxn*
XunoroHns (1 edexTH CBBP3aHU © Hegecs Yectn
XHIIOTOHHA)
Backynur
PecoapaTopnn, rppaan CIHEed
MEAHACTHRAJIHE Kammna
HADYIIEHASN: BpoHxocnazsm
Ecsunodunna nHeBMoNHe
CroMamHo-vpeBnn I'HHrHBRITHA XHIIEPIUTA3HA
HapYIWCHAS Kopemna Gonka
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TFanene Yectn Yectu
IoBpeinane Heuectn Yectn
Jucnencua Yect Yectt
Hapymena pedexaums YecTn -
CyxoTa B ycTaTa Heuectn Heuectu
Jnapus, Yectu YectH
Koncramaimsa Yecrn Yectn
TaukpeaTHT Muoro peaxu MHoro peaxu
TacTpur Muoro peaxu -
XenaTo-6nnnapan XenaTHT, KBJITEHHLA Ms=oro peaxn -
HAPYIIEHHE XenatuT, IATOCTATHYEH WIH - Mmuoro peaxu
XonecTaTHueH (BX. Touka 4.4)
ITonmarane Ha yepHOAPOGHHTE MHoro peaxn -
€H3HMH (Hal-4eCTO CBBP3aHH C
XOJecTa3a)
Hapymenns Ha koxkata m | Orok na Quincke MHoro pezixu -
HOAKOXKHATA THKAR AHTHOHEBPOTHYEH OTOK Ha JTHIETO, MHoro penxn Heuecrn
KpaliHHIIHTE, YCTHUTE, JIMFABHIIHTE,
€3HKA, [TIOTHCA H/HITH JapHHKCa (BXK.
TO4Ka 4.4)
Myntudopmen epHTeM MHoOro peaxkn MHoro peaku
Anonemmus Heuectn -
Iypmypa Hewectn -
TIpoMeHN B 1BETA HA KOKATA Hewectn -
Xunepxuaposza Heuectn Heuectn
Ipypuryc Hevectn Yectn
Obpue, ex3anrema Hegectn Yectu
VYprukapus (Bk.1.4.4) Heuectn Heuectu
Peaxipn Ha doTodyBCcTBHTEIHOCT MHoro peakH Hegectu*
Tlemdpuronn ~ Heuectn*
BrolnasaMe Ha HCOpHA3HC ~ Penxu
Cunapom Ha Stevens-Johnson Muoro peaxn -
Exconiarnsen nepMaruT MHoro peaxu -
ToxcuyHa enAepManHa HEKPOAH3a C Hem3pecTHa -
YecToTa
Hapymenns 5a Orok Ha craBuTe (MOAYBAaHE HA Yecn -
MYCKYJABO-CKE/IeTHATS rJIe3eHa)
CHCTEMA B Aptpanrns Hewecrn Heuectu*
CHLEARAATENHATA THKAH
Muanrua Hewectn* Heuectn*
MyCKynHH cria3sMH Yectn YecTh
Bonka B repba Hevectn -
Hapymenng Ha MuKIOHHH HApYIICHNS, HHKTYPH, Heuecrn -
6uOpeunTe B NHKOYHATE | nonakHypHs
OETRAINA brOpedHa HeAOCTATEHOCT - Heuectn
Octpa 6B0peuHa HEAOCTATEMHOCT -
AHYpHA/ONUrypHs
Hapymenns na Epextwina quchyHkims
BLIOPOH3IBOIHTEARATA
CHCTEMA B rLpAaTA I'muexoMacTHa
O6mu Hapymesns B Orox 2 .
epexTn Ha MacToro Ba | Iepudepen enem - W Hevectu* )

e
R T

17

NN ST
N o



HPBJIOKeHHE Vmopa YectH -
I'peaHa Gomxa Heuecn -
Acrenms . Yectn Yectn
Bonka Heuqecty -
DHIHIECKO HEPAITONOKCHHE " Heuectn Heuectu*
Iupekcun - Heuecru*

H3caensanun INoenmasaxe Ha TenecHo Terno, 3ary6a Heuecmn
HA TeNECHO Teryo
ITormuaBaxe Ha ypesTa B KPLBTA g - Heuectu*
[TopHuraBane HA KPEATHHHHA B KPBBTa - Heuectn*
INoBuinarane Ha GHIHPYOHHA B KPHBTA - Penxu
Ioruinarane Ha YepHOAPOGHHTE - Penxn
CH3UMH
IlonmxaBane Ha XeMorIoOHHA H HA - MHoro penxu
XEMAaTOKPHTHTE

Hapauspaums, oTpaBaaHs Heuecu*

H YCNOKHEHHA, INanane -

Bb3HHKHAJIH B Pe3yJITaT Ha

HHTEPBEHIHH

* UecToTa, H3uHC/IeH OT KIIMHHYHHTE NIPOYUBAHHSA 32 HEXKEIAHH JIGKAPCTBCHH PEAKITHH OTORIIS3aHH B
CTIOHTRHHH JROK/TAMIH.

Crobimaparne Ha NOAOIMPAHM HEXCIAHH PeaKiHl

Croblasanero Ha MONOIHPAHW HEXKEJNAHW PEAKIMM CJE[| pajpeiiapaHe 3a yHoTpeba Ha JleKapCTBEHHA
NPOAYKT € BaxHo. ToBa nosponsBa Aa IpOABDKH HAG/IOASHMETO HA CHOTHOMIEHHETO MON3A/PHCK 38
JCKAPCTBEHHAS TIPOAYKT. OT MEAHMIMHCKHTE CNIEIMATHCTH Ce HM3MCKBA fia ¢hoOINaBaT BCAKA MOAO3HpaHa
HEKEJIAHa peakilHg upe3 HAIMOHANHA CHCTeMa 34 ChobilaBaHe:

Brarapus

HsmuHuTema areHipa no nexapersata (MAJT)
¥ ,Jlaman [pyes Ne 8

1303, rp. Codun

Ten.: +359 2 8903 417

yeGeaiiT: www.bda.bg

4.9 Iipenonpane
Jiuncra vudopmaitua 3a npenozupane na Ipecrapuym-Ko npn xopa.

3a aMJIOMITHH OTMTHT ¢ YMHILIEHO NPEAO3HPaHe NPH XOpa € OTPaHHYEH.
CHMOTOMH: HATWIHITE JTAHHY (PEAIIONIATAT, Y€ IHAYHTENHOTO Pei03Hpane 6H MOTNIO 13 AOBEAE 10 TeXKA
neprbepHA Ba30NMAATALNA H BE3MOMHO 10 peduieKcHa TaxHKapHs, CHoGIIABAHO € 32 HIPa3eHa U
BEPOSTHO NPOAWDKUTENHA CHCTEMHA XHEOTOHHS A0 LIOK, BKNIOYHTENHO ¢ (aTaneH H3Xol.

Hexapanorenen 6enonpoben 0Tok ce cx00mapa paaKo KaTo NOCTEMLA OT MPENO3HPAHE C

AMJIOZMITHH, KOHTO MOXe /3 Ce POABH Che 3a0aBeHo Hagano Ha edekra (24-48 yaca ciea

TNOMIBIIAHE) H 13 W3HCKBA H3KYCTBEHA BEHTHIAIMA. PaHHHTe peaHHMAlIHOHHH MEPKH

(BKMOYMTENHO HATOBAPBAHE C TEHHOCTH) 38 MIOAXBPKAHE HA TePQY3UATA H CHpACIHHA 1e6HT MoraT

Aa 6BAAT yeKopaBaIM (aKTOpH.

JleucHne: KIHHIMHO 3HAYAMATA XHIOTOHHA, IHOKALIA Ce Ha NPEIO3HPAHE ¢ AMIIONMITHH,/ #3§
NpeANpHeMane Ha AKTHBHH MEPKH 34 NOJThPXaHe Ha DYHKIMHTE Ha ChPACUHO-ChAORYYA e TestE;

BKJIIOMHTEITHO 9ECTO MOHHTOPHPAHE HA CHPACYHATA H JHXATENHATA QYHKIAH, IOB/HEY 1
IpOCTeABaHE HA MPKYJIATOpHUA 00eM H JUype3aTa.
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BreexpaHeTo Ha Ba30KOHCTPHKTOP MOXE /1a IIOMOTHE 38 BL3CTAHOBABAHE HA CHAOBHI TOHYC H KPEBHOTO
HAIATaHe, NIPH YCJIOBHE e HAMA NPOTHBONOKA3aHHAA 33 ynotpebara My. HHTpaBeHO3€eH KATLIMEB rIIOKOHAT
MOXE Ja Okaxe GNaronpuaATeH edexT 3a mpeoAonspaHe Ha ediekTHTE oT HI0KAKATA HA KAHEBUTE KAHATH.
B HiKkon ciry%an MoxXe Ja € OT NoJ3a CTOMALIHA NPOMHBKA. [IPHIIOKEHHETO Ha AKTHBEH BBIUICH [IPH 3ApaBk
AOGPOBOMLM /10 /IBA Yaca cneAl fipueM Ha 10 mg aMAOMIMH e HAMANUNo cTeneHTa Ha abcopOims Ha
aMIIO/THITHH.

Til KATO AMJIOJMITHH CE CBBP3BA BB BHCOK MPOLIEHT ¢ IUTA3MEHHTE TIPOTEMHH, HAIM3ATA BEPOSTHO HAMA
Jia € OT Non3a.

3a nepUHAIOIIPHI HMA OrPAHHYCHH JAHHH 32 NPENO3UPaHE Mpy xopa. CHMITIOMHTE CBBLP3aHH C MPEAO3HpaHe
Ha ACE HHXHOHTOPH MOTAT J1a BKITIOYBAT XHTIOTOHHA, IHPKY/IATOPEH MIOK, €ICKTPOHTHH HAPYLICHHAS,
O10peyHa HEAOCTATHYHOCT, XHIIEPBEHTIIAINMA, TAXHKAPANA, NAIIHTALHHE, GpamuKapans, 3amaiisane,
Ge3nokolicTBO M Kalnsa.

IpenopsYBAHOTO NICYEHHE Ha NPESAO3HPAHETO € HHTPABEHO3HA UHGY3IHA Ha CTAHDAPTEN QU3IHOIIOTHYEH
pasreop. IlpA HacTLNBaKHe Ha XHMOTOHMS NALMEHTET TPAGBa Jia 6bAe NOCTABEH B NONOKEHHE KATO MPH LIOK.
ITpu HANHYHOCT MOXE [ C& HMA NPeBH/ ¥ JICICHHE ¢ HH(Y3HA Ha aHrHOTeH3HR [T W/HIH HHTPABEHO3HH
karexonaMiHH. [Tepunonpin Moxe fa GbAe OTCTpaHEH OT CHCTEMHOTO KPhBOOGpalleHne Ype3
Xemonuani3a (Bx. Touka 4.4). IlocTapiHe HA eNEKTPOKAPIHOCTUMYMATOP € MOKA3AHO MPH PEIHCTEHTHA KBM
Teparis 6pagukapuas. HeoOGxonuM e HEMpeKBCHAT KOHTPOI Ha KH3HEHHTE TIOKA3ATENH, CepyMHHTE
€JICKTPOJINTH H KpeaTHHHHA.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 @apmMakoIAHAMHYHAH CBOHCTBA

QapMakorepanceTHaHa rpyna: ACE uHXuGHTOpH 1 kanuesn anraromscti, ATC xon: CO9BB04

Hepundonpun:
Mexann3nM Ha geiicTeue

Ilepanaonpsn € HHXHGHTOP Ha eH3HMa, KOMTO KOHBepTHpa (IpeBpbIna) aHrHoTeH3MH I B anrHoTeH3HH 11
{(AnrnorenanH xonBepHpan eH3uM, ACE). KOHBEpTHPAIMAT €H3MM, HIH KHHA3A, € K30MCMTHA3a, KOSTO
YJIeCHIBA TIPCBPBIIAHCTO HA AHIHOTEH3HH | BEB BA3OKOHCTPHKTOPA aHrHoTeH3HE 1T M chileBpeMEHHO BOAH
A0 pasrpajkiaHe Ha Ba30QMNaTaTopa OpaqHKHHWH N0 HeakTHReH xenranenTtun. Huxubuumsra va ACE
HaMaJIdBa MJ1a3MECHATa KOHLIEHTpaLHa Ha aHrvoTensHH I, xoeTo Boan Ao noBHIICHa Na3MeHa peHHHOBA
aKTHBHOCT (4pe3 HHXuOUpaHe Ha OTpHLATENHATA O0pATHA BPB3KA HA PEHHHOBOTO 0CBOGOXKAABAHE) H
NOHIKABA CEKpeIrMaATa Ha annocTepoH. Toif kato ACE uHakTHBHpa OpaaMkHHiH, HHXHOHpaHeTo Ha ACE
BO/IH H [0 [TOBHIIEHA AKTHBHOCT Ha LHPKYIHPAIIaTa H JJOKalHa KATHKPEHH-KMHHHOBH CHCTEMH (110 TO3H
HA4YHH K [0 aKTHBHPAHE HA NIPOCTArNIAHIHHOBATAS CHCTEMA). BB3MOKHO € TO3H MEXaHH3bM Jia AONPHHACH 33
XHIIOTeH3HBHOTO AelicTRie Ha ACE HEXHOHTOPHTE H 0THACTH € OTTOBOPEH 38 HAKOH OT TeXHHUTe HEWENaHH
edexTH. (Hanp. KamMIa).

Iepunponpun aeicTea ypes AKTMBHHA CH MeTabONHT NepHHAONpUIaT. OcTaHATHTe MeTAGONIHTH He
TOKA3BAT in vitro HHXHOHIMA Ha akTHBHOCTTA Ha ACE.

Kmiayana edukacHocT M Ge3onacHocT
XHIIepTOHHS:

TlepuHaONpPII € AXTHBEH NPH BCHYIKH CTETIEHH HA XHNEPTOHMA : JIEKa, yMEPeHa, Texka, Habmonasa ce
MMOHWKCHHE HA CHCTOJIHOTO H AHACTOTHOTO Kp'LBI-IO HAIATAaHE H B XOPPBOHT&III-IO HB 113 L

Tepunaonpun HaManABa NepHGPEPHOTO CHAOBO CHIPOTHRIECHHE, KOSTO BOH A0 TIOHHIKEHE ”,_‘a

-‘(l..‘ (A ;

bHOpeuHuaT KPHBOTOK N0 NPABH/IO HAPACTBA, AOKATO ITIoMepynHara Grrrpamus (GFR
NPOMEHS.
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AHTHXMTICPTEH3HBHOTO ACHCTBHE € MAKCHMATHO MEXTy 4 H 6 daca Cle/l €AHOKDATHA 11038 H Tpae NoHe 24
9aca: MUHHMATHITE eeKTH ca okono 87-100% ot MakcHMaTHHTE edekTH.

ToHKxeHneTo Ha KPHBHOTO HANATAHE HACTHNBA OLp30. [IpH peclionIepH HOPMANH3ALMATA Ce IOCTHIA B
paMKMTe Ha eAHH Mecell M IPOXE/DKaBa Ge3 Nosea Ha TaxHQHIAKCHA. '

CrHpaHeTo Ha Jie4eHHMETO He BOAH A0 pebayHa-edexT.

TTepHHAONPIN HAMATIABA JIEBOKAMEPHATA XHIEPTPOdHA.

IlpH YoBeka e NOTBBLPAEHO, e NICPHHIOTIPII IIOKA3BA CHAOPA3IIHpABALIM cBoticTBa. Toi nonobpasa
CIACTHYHOCTTA Ha FOJICMHTE apTEPHH H HAMAJIABA OTHOLICHHETO MEAHAIYMEH HA MANIKHTE APTEPHH.

Crabunta kopoHapHa GOJIECT Ha CHPLIETO:

Ilpoyusarero EUROPA e MHOTOLIEHTPOBO, MEKIYHAPOIHO, PAHAOMHIHPAHO, IBOHHO-C/IANO, Miane6o-
KOHTPOITMPaHO KITHHUYHO H3IHTBAHE C NPOXBKHTEAHOCT 4 TOMMHH.

O6mo 12 218 namienTn Ha Be3pact Han 18 rognHu ca GHTH paHIOMH3MPaHH Aa OTydaBar § mg
NIEPHHAONIDHN TepT-Oy THIIAMHH (eKBHBaIeHTHH Ha 10 mg mepunionpin aprusum) (n=6110) Wi ianeo
(n=6108).

IlpoydeHara nomnynaums € ¢ JaHHU 33 KOPOHAPHa GonecT Ha CHpieTo 63 JAHKH 38 KIMHMMHH NPOSBH HA
CBpIcTHA HeAocTaThuHOCT. 06mo 90% oT naumeHTHTE ca 6HH ¢ PEAMECTRAI MHOKAp/AEH HH(AapPKT H/Hn
NpeAICCTBAA KOPOHAPHA pepacKyiapH3alna. [Topedero nanueHTH ca MOMYHMIH H3MATBAHOTO CPEACTBO
33€/IHO C KOHBCHIHOHAIHO JICYCHHE BKMIOYBAINO TPOMOOLMTHH HHXHOHTOPH, IMITHAONOHHKABALIH
cpencTsa u 6eTa-Gnokepu.

OcHOBEH KpPHTEpHIi 33 epHKACHOCT € KOMOHHAIHIATS OT CHPACUHOCHI0BE CMEPTHOCT, HedaTaneH
MHOKapaeH undapiT Wik chpaeuen apecT ¢ ycnemHa pecycuuraini. Jledenuero ¢ 8 mg nepunHaonpHN
TepT-OyTHIaMuH (€KBHBANICHTHH Ha 10 Mg NEpHHAONPII aprHEHH) BEAHBXK JHEBHO € IIOBEJIO 0
curiu¢ukanTHa a6COMOTHA PeAyKUMa HA [MABHHUA KpaeH H3X0x 0T 1.9% (20% peayKins Ha penaTHBHHS
puck, 95%Cl [9.4; 28.6] — p<0.001).

Tipy naigieHT! ¢ MIPEXKHBAN MHOKAPAEH HHGAPKT WHIH PEBACKYNapHSALIHA B CPABHEHHE C IUIane6o ce
HabmozaBa abcomoTHa peyKums Ha [IABHUA KPaeH H3XoJ oT 2.2%, CHOTBETCTRAIM Ha 22.4% peyKuHd Ha
penatueHEA pHcK (95%CI [12.0; 31.6] — p<0.001).




OT KITHHUYHUTE aHHWA 33 JBOiiHATA G20 HA CHCTEMATA -AHTHOTEH3HH-AN0CTEPOH
(RAAS):
Hse ronemu panfoME3Hpann konTponnpany npoyusanus — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texyino rnofanHo #snuTBaKe 3a KpaitHH TOUKH Ha
TE/IMHCAPTAH, CaMOCTOATENHO H B KoMOMHaima ¢ pamunpun) 4 VA NEPHRON-D (KomawsHo npoy4pane
CBBP3AHO C pa3BUTHE HA He(ponaTHA NpH Aualer, NposeseHo 01 MHHHCTEPCTBO MO BHIPOCHTE Ha
BeTEepanuTe) — Mpoy4BaT ynorpebara na komOGunaipsTa or ACE sixuburop M anrnorensut ll-penentopen
Gnoxep.
ONTARGET e npoyusase, NpoBeIeHO NP NALMEHTH ¢ AHAMHE3A 32 CHPASTHO-CHAOBE HITH MOZBYHOCH0BA
Gonect, nH 3axapen qHabeT THII 2, NPHAPYKSHH ¢ AAHHH 34 YBPEKAAHE Ha eeKTOpHH opraHu. VA
NEPHRON-D ¢ npoyuBane IpH NauMesTH Cke 3axapeH auabet T 2 i apabeTna nedpornaTus.
Tesu npoysanna He nokasear 3HaumM Gnaronpusaren edekr BEpxy GbOpeuHnTe HWHIH CHPICYHO-CHAOBHTE
NOCACAKI H CMBPTHOCT, KaTO CHINEBPEMEHHO ca Hab/moNaBaHK MOBHIIEH PHCK OT XHIEPKAJIHEMHS, OCTPO
yBpexnane Ha O0pelHTe H/HIH XMIIOTOHHS B CPABHEHHE ¢ MOHOTepamuaTa, KaTo ce HMar npensun
cxopHuTe MM (apMaKOJHHAMHUHM CBOHCTBA, TE3H PE3YNITATH ca MPUACKHMH H 38 apyri ACE mnxuburopn
H anrioTeH3kH I-penenropau GnokepH.
ACE #HXHOHTOpH H aHrHOTeH3HH LI-penierrropau 60KepH CleNOBATENHO He TpAGBa Aa CE H3NOMIBAT
€IHOBPEMEHHO NpPH NAalMEeHTH ¢ AHabeTHa HedponaTua.
ALTITUDE (KnuHMYHO Npoy4BaHe NPOBEACHO C AIMCKHPEH NPH MALMEHTH CBC 3aXapeH maabet TH 2 ¢
H3MONI3BAHE HA CHPNEUHO-CHAOBH H OHOpeunn 3a00NMBaHHA KaTo KpaiHi TOWKH) € HpOyYBaHe,
NpeHATHAYEHO a H3CNEABa N0I3aTa 0T A00ABAHETO Ha ANMCKHPEH KbM cTanaapTHa Tepamis ¢ ACE
MHXHOHTOp KK anrHoTeH3HH [I-penenTopen 610Kep NpH NALHERTH CBC 3AXAPeH AHa0ET THI 2 ¥ XPOHHYHO
616peqno 3abonaBaHe, cLpaeuHO-CHAOBO 3a6onaBane Wi k apere. [IpoyusaneTo e npexpaTeHo
NpeKICBPEMEHHO TIOpaSH NMOBHINEH PUCK OT HeOnaronpuatHy nocnemum. KakTo cbpaedHo-ch0BaTa
CMBPT, TAKA H HHCYJITBT Ca NI0-9€CTH B IPYNATa HA ATMCKHUPEH, OTKOIKOTO B IPyNaTa Ha Imaneo, a
NIpeICTaRNABAINTE HHTEPEC HEKelaHH CHOMTHA H CepHO3HH HeXeNaHH CHOMTHA (XHIepKATHEMHS,
XHNoTOHHA H 6B0peuna auchyHKIMA) ce cLOGIIABAT I0-4eCTO B IPYINATA HA ANHCKHPEH, OTKOIKOTO B
rpynara Ha ruiaue6o.

Amnodunun:

MexanyasM Ha NelicTBHE

AmnofHnuH ¢ MHXHOHTOP Ha BXOAANIHA KaJLHEB HOHEH MOTOK OT AMXHAPOIHPHAMHOBATA rpyna (Grokep Ha
GapHHUTe KaHAIH WIH 8HTATOHHCT HA KA/IHERATE HOHH) M MHXHOMpa TpaHCMeMOPaHHHS BXOIAIL TIOTOK Ha
KaniueBy HOHM B CHPACYHATA M CHOBATA MYCKYJIaTypa.

MexaHH3MBT Ha AHTHXHIIEPTEH3HBHOTO AcHCTBHME HA AMIIOAHITMH C€ AL/XKH HA MPAK penakcaHTeH edexT
BBPXY CHAOBATA INa/IKa MyCKyIaTypa. TOYHHAT MeXaHH3BM, TIO KOHTO aMAoAMImHH 00eK4aBa aHTMHATA HE
€ HAMLHO M3ACHEH, HO AMJIO/IMITHH HAMANABA OOLIHS UCXEMHYEH TOBAp 4pe3 CNEeNHHTe Abe NelicTBaA:

- AMIOJHNIHH pa3IIHPABA NepH(pepHITE APTEPHOIM H TaKa HaMaABa 00moTo nepudepHO CHNPOTHRICHHE
(cneanaroBapsane), cpemny koetTo paGoTH chpueTo. Thil KATO CHpJeYHATA YeCTOTa OCTABA HEMPOMEHEHA,
TOBA OTOPEMEHABAHE HA CHPLIETO HAMANABA MUOKAPIHATA KOHCYMALHA HA eHEpPrus H KHCIOPOIHHTE
HYK/IH.

- MexaHH3MBT Ha NeHcTBHE HA AMJIOJMITHH BEPOATHO BKJIIOUBA H THIATALIMA HA [TIABHHTE KOPOHAPHH
apTepHH H H& KOPOHAPHKUTE APTEPHONH B HOPMANHH H HCXEMHYHH cerMeHTH. Ta3H JUnaTalis NoBHIIaBa
CHaGaABAHETO C KHCAOPO/ Ha MHOKAPAA IPH IALHEHTH CHC CNa3bM Ha KOPOHAPHATE apTepHH (BapHaHTHA
aHTHHA Ha Prinzmetal).

Kinnuuna edukacHocT B 6ezonacHocT

T1pH nawkeHTH ¢ XMNEPTOHNA CAHOKPATHNA AHEBEH MIPHEM OCHIYPABA KITHHHYHO C ”i i
Ha KPBRHOTO HAIATAHE H B XOPH3OHTAITHO, H B IIPABO MONOXKEHHE Npe3 Letun 24-48 e
6aBHOTO HAUANO Ha ICHCTBHETO My, OCTPATA XHIIOTOHHS HE € XaPAKTEPHA 38 MPHIOME
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Tlpn natpenTy ¢ aHTHHA €AHOKPATHOTO ZHEBHO MPUIOIKEHHE HA AMJIOTHITHH YIR/DKaBa 0G1IOTO BpeMe Ha
HATOBApBAHE, BPEMETO 10 NTOABA Ha aHTHHA H BpeMeTo A0 1-mm fenpecus Ha ST-cerMeHTa ¥ HaMansBa
€AHOBPEMEHHO GpOs Ha aHTHHO3HHTE NPHCTHIM M 6POs HA KOHCYMHpaHHTE TAabMETIH TTHIIEPHI TPHHHTPAT.

AMIIOZHITHH He ce CBBP3BA C HEOIArONPHATHY METAGOHTHH e)eKTH HIH TIPOMEHH B IUIA3MEHHTE JMIHIH U
€ NOZIXOAAI 38 YNOoTpeba NpH NaUHEeHTH ¢ acTMa, AuabeT W noxarpa.

Haenmu ¢ ucxemuuna bonecm na copyemo (H5C)

EdexTuBHOCTT Ha aMIoAMNNH 38 MPOQHNAKTHKA HA KITMHHYHN HEIMACHTH NPY NALMEHTH ¢ HCXCMIYHA
Gonecr Ha cupuero (HBC) e oLeHeHa B HE3aBHCHMO, MHOTOLIGHTPORO, PARZIOMH3HPAHO, JIBOHHO-CIIATO,
IUIALE6O-KOHTPOIMPAHO KIMHHYHO NPoyqBaHe TpH 1997 natmenTn: CpasHeRHe Ha aMJIOINHIIHH CIIPAMO
CHANANPWN 33 OTPaHHYaBaHe Ha NOABaTa Ha TpoMbo3a (Comparison of Amlodipine vs Enalapril to Limit
Occurrences of Thrombosis) (CAMELOT). Ot Tesu nanuenTH, 663 ca IeKyBaHH ¢ awIoaniHH 5-10 mg, 673
DAHECHTH Ca JieKyeaHH ¢ eHananpan 10-20 mg, a 655 nauuenTH ca nexyBaHM ¢ maie6o, B A0MBIHEHHE KbM
CTAHAAPTHA Tepanus ChC CTATHHH, OeTa-0/I0KepH, AMYPETHIMM H alleTWICATHIIOBA KHCEIHHA, B
NPOXB/DKEHHE Ha 2 roqHHA. OCHOBHHTE PE3yNTaTH 3a epHKACHOCTTA OT JEYSHHETO Ca MPEACTABCHH B
Tabawnua 1. PeayirraTiTe noKasgaT, e JESEHAETO ¢ aMJOHITHH € CBBP33HO € MO-MANKO XOCIIHTATHAALUH 33
CTEHOKapAHA W NPOLCAYPH 33 PeBACKynapH3auna npu naupentn ¢ UBC.

Tabanna 1. YecTora na snavtAMATe KAHAEIEH cbiuras aps CAMELOT
Yecrora Ha chpaedHo-cha0BMTE CHEUTHA, Gpoit Amponsnws cpenyy nnauebo
%
Kinamann AmnonanuH IInanebo | Enananmpun | OtHocHTenen P —croiinocT
CHOUTHA puck (95% JIH)
Ilspsurusa kpakina nes
Hexenanu 110 (16,6) 151 (23,1) 136 (20,2) | 0,69 (0,54-0,88) 0,003
CHPAETHO-
CBAOBH
CBOHTHA
OTAeNHH KOMIIOHEHTH
KopoHapua 78 (11,8) . 103 (15,7 95 (14,1} | 0,73 (0,54-0,98) 0,03
peBacKynapmsa
LA
Xocnuranusa- 51 (7,1 84(12,8) 86(12,8) | 0,58 (0.41-0,82) 0,002
UH4 33
CTEHOKAPAHA
Hedaranen 14 (2,1) 19(2,9) 11 (1,6) 0,73 (0,37-1,46) 0,37
MH
Hucynr unm 6 (0,9 12(1,8) 8(1,2) 0,50 (0,19-1,32) 0,15
THA
Copaeuno- 5(0,8) 2(0,3) 50,7 2,46 (0,48-12,7) 0,27
CHAOBA CMBPT
XocnwTanusa- 3(0,5) 5(0,8) 4 (0,6) 0,59(0,14-2,47) 0,46
s 3a 3CH
IIpexxusan 0 4 (0,6) 1(0,1) NA 0,04
CHPAEYEH apecT
Hoeonoserna 5(0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
ce nepuepHa
<BI0Ba Donect
Cokpamenns: 3CH, zacroiina crpaeuna HenocTaTsyHocT; JH, AOBEPUTENCH HHTEpPBA;
uadapxr; THA, TpanmsHTOpHM HCXeMHYHH aTAKH.
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Crvpoeuna nedocmantvunocn

XeMOAMHAMMYHY W3CIIeABAHHA W KOHTPOIMPaHH KIHHHYHHA NPOY4BAHMA C (PHIHUECKO HATOBApBAaHE TIPH
MALMEHTH ChC ChPACYHA HeAOCTAaTHLYHOCT Kiac -1V mo NYHA nokasBat, ue aMAOJMITHH HE BOAH AO
KIHHHYHO BIIOMIABaHe, OLCHSHO YUpe3 TONEPanca KbM (U3INYecKo HITOBApBaHe, (PpakuMATA HA H3TJIACKBAHE
Ha JIABATA KAMEPa M KITHHAYHATA CHMITTOMATHKA.

Inauebo-koHTponupano kinHHaHO ripoyysane (PRISE), npeanasHadeHo 38 OLEHKA Ha MALKEHTH CBC
chpaevHa HeaocTaThuHOCT Kiiac I1I-IV mo NYHA, nonmyuapamu qurokcuH, apypetin 1 ACE unxnGurop,
€ M0K43aJ10, Y€ aMJIOIHIIHH He BOM JO MOBHIIABAHE Ha PHCKA 33 CMBPTHOCT WM KOMOHHHPaHA CMBPTHOCT
H 3a00JICBAEMOCT NPH CHPIEYHA HEAOCTATHYHOCT.

B mpociieassamo, LIrocpouHo, mnauebo-KOHTpoInpano KTHAHIHO npoyusare (PRISE-2) ¢ amoaumin
TIpHA NALHCHTH CBC ChpACYHA HeaocTaThuHocT knac [II-IV no NYHA 6¢3 kirnHMYHE CHMITTOMH WK
0OeKTHEHH HaXONKH 33 BEIMOXHA WIH HATIMYHA HCXeMHYHA GO/ecT Ha CHpILETO, Ha MOCTOAHHA TEPaIHs ¢
ACE vHXMOGHTODH, THTHTANMC H AHYPETHINH, AMIOIMIHH HAMA eleKT BHPXY 0G1IATa CHPACUHO-CHAOBA
cMBpTHOCT. TIpH chinaTa momynaims, IPHIIOKEHHETO HA aMJIOAHITHH € CBBP3AHO ¢ YBEJIHYEHE YECTOTA Ha
cro0weHnA 3a Genmoapoben oTok.

TIpoyusaHe 3a nedenne 3a npodunakrika Ha cepaeded npuctsn (ALLHAT):

PanzioMH3Hpaso aBoiHO-CIIATIO POY4BaHe 3a 3a60/1eBAEMOCT-CMBPTHOCT, HapeueHo Antihypertensive and
Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT), Gemie mposeeHo ¢ Liel CpaBHEHHE
MEXIY TO-HOBH JIEKAPCTBEHH CPECTBA: aminouHH 2.5-10 mg/neH (KanKeB AHTATOHHCT) HWIH JIH3HHOTIPH
10-40 mg/nen (ACE nHXHOHTOP) KaTO ItbPBH H360p H THASHIAHHUA NHYPETHK XIOPTAmHAcH 12.5-25 mg/nen
NpH JeKa KO YMEPeHa XHIEPTOHHS.

O6uo 33 357 XUNEPTOHHIM Ha BB3PAcT 55 HIIH NOBEYe FOJHHH ca PAHIOMHIHPAHH H IPOCIE/icHH 33 CpelleH
cpox or 4.9 ropynm. [laumenTure ca MMaTH MHHHMYM €JHH JOITHIHITE/ICH prckoB dakrop 3a KBC,
BKTIOYHTEIHO NPEXHBAH MHOKapAeH HHGAPKT HWIH MHCYJIT > 6 Mecela PeaH HAOHpaHETO WIH
JOKYMEHTalH 33 Rpyra atepockiepornana CCB (obmo 51.5%), auaber Tun 2 (36.1%), HDL-C < 35 mg/dL
(11.6%), nepoxamepHa xunepTpodus YCTEHOBEHA ¢ €IEKTPOKAPAHOrpaMa HiIH exokapauorpatus (20.9%),
TIoTIoHONymeHe (21.9%).

I'naBHMAT KpaeH kpHTepHii e koMOuHalHg BKTIOYBama daratda KBC win HedaTanen MHoKapaeH HHDapKT.
ITo oTHOWECHHE Ha FIABHKA KpaeH KPHTEPHH He € YCTAHOBEHA CHTHU(HKAHTHA PANIHKA MEXY JIEUEHHETO
Ha (a’laTa Ha aMJIOAMITHH H ledeHne Ha Gazara na xnopranuaon: RR 0.98 95% CI(0.90-1.07) p=0.65. Cpen
BTOPHYHHTE KPaifHU KPHTCPHH, YECTOTATA HA CHPAETHATA HEJOCTATHIHOCT (EMH OT KOMIIOHEHTHTE Ha
c6OpHHA KOMGHHHPaH CHP/ICIHOCHAOB KPAEH KPHTEPHH) € CHTHAGHKAHTHO 10-BHCOKA B AMIOIHIHHOBATA
Tpyna, B CpaBHEHHE ¢ XnopraiiaoHoeara rpyna (10.2% % vs 7.7%, RR 1.38, 95% CI [1.25-1.52] p<0.001).
Tlo oTHOWeEHNE Ha obmaTa cMBPTHOCT, 06ave, TUNCBa CHTHU(HKAHTHA PA3JIHKA MEXIY JIEUeHHETO Ha
Gasara Ha aMIOAHIIHH |1 NedenueTo Ha GasaTa Ha xnopramanod RR 0.96 95% CI {0.89-1.02] p=0.20.

5.2 QPapMaKOKHHETHIHH CBOHCTEA

Crenenta H 06xBaThT Ha aGcopOuus Ha nepHHAONPUN M amnomumun oT [Tpectapuym-Ko He ca
CHTHH(HKAHTHO PaxIMYHH, CHOTBETHO, OT CTETNIEHTA H 00XBaTHT Ha abcopbius Ha NEpHHAOIPHA H
aMJIOAHINH OT HHAMBHIYANHHTE TabneTHH HOPMH.

Hepundonpur;
AbcopOums

Caen nepopanto npunoxerue aGeopGuuaTa Ha NEPUHAOTIPHN € GEp3a H IMHKOBATA KOHLEHTPALIMA Ce
Aoctura 3a 1 gac, Ilna3sMeHHAT TOMYXHBOT Ha NEPHHACTIPHN paBeH Ha 1 uac.

Tlepaaponpun e nexapcTBen NpeAecTBeHMK. J[BafieceT B ceieM MPOLIEHTA OT IPHIOKEHATA  Jot—
NEPUHAOTIPHI AOCTHIa KPBBOTOKA IO (OpMaTa Ha AKTHBHMA MeTabomuT nepmmonpnna REIPET
KbM aKTHBHHA NEPHHAONDPHIAT, NEPHHAONPWI JABA NET METAGOMMTHA, BCHYKHTE HEAKTHRARS
nna3MeHa KOHLEHTpalHs Ha TIEPHHAONPHIAT e JOCTHTA 3a 3 1o 4 vaca.
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Tnii KaTO NOTITBIRAHETO HA XPAHA TIOHIKABA KOHBEPCHATE [0 MEPHHIOMPHIIAT, & C TOBA H OHOHANHYHOCTTA,
NEePHHIONPHA apPrHHMH TpAOBa Na Oble MPUIOkKEH NEPOPATHO B eHOKPATHA AHEEHA 1038 CYTPHH Mpean
XpaHeHe.

,I{euonc-rpnpaﬂa € TMHEHHA 3aBUCHMOCT MEXKAY A03aTa Ha NCPHHAOIIPHA H INa3MEeHaTa MY CKCIIO3HITHA.

PasnpeneneHue

O6embr Ha pasnpeaenenne e npuGausmrenso 0.2 Vkg 3a HecBbp3anns nepungonpwiar. CBbP3BaHeTo Ha
NMEPUHAOTIPHIAT ¢ TIA3MEHMTE IIPOTEHHH € 20%, rMaBHO ¢ AHTHOTEH3HH KOHBEPTHPAIIMA €H3HM, HO €
KOHIICHTPALIMOHHO 3aBHCHMO.

Exmmunmpane

TleprHaonpuIaT ce eMMHHAPA B YDHHATA M KPAUHHAT MOMYKMBOT Ha HECBBP3aHATA (paKuws €
npubnuaarenHo 17 9aca, K0eTo BOAH A0 JAOCTHIaHE HA PABHOBECHH KOHLIEHTPALMH 34 4 JJHH.

Crapyecka BB3PAcT, ChpAEYHA HEOCTATEYHOCT, G0peuna HelOCTATEYHOCT
EnvMusaimmaTa Ha NEPHHAONPHIAT € HAMAJICHA IPH XOPa B CTAPYECKA BB3PACT H CHIIO ITPH MALHEHTH ChC

ChpieuHa WIH 6B0petHa HENIOCTATEIHOCT (BX. TouKa 4.2). ClieaoBaTenHo, OOHIANHAST METHIMHCKH
KOHTpON TPA6BA 1a BKITIOURA YeCTO H3CACABAHE HA KPEATHHHHA H KAJTH.

YepHoapobHa HEAOCTATLYHOCT

JuanusnusT KTHPBHC Ha IEPHHAONPUAAT € paBeH Ha 70 ml/min,

DapMaKOKHHETHKATE Ha NEPHHIONPHI € IPOMEHEHA TIPH NALHEHTH ¢ IHPO3a: YepPHOAPOCHHAT KIIHPBHC Ha
MalyMHATA MOJIEKY)Ia € HamalleH HanonoerHa. Bee nak, KomH4ecTBOTO 00pasyBaH NEPHHACTIPHIAT He
HAMAIIABA M CJICAI0BATENIHO He € HeobXoaHMa KopeKiMs Ha 103aTa (BX. Touka 4.2 u 4.4),

Amnoounun:
Abcopbuna, panipesencHye, CRLP3BAHE HA MNAIMCHHA TPOTEHH

Crnen nepopamso IMPHIOKEHHE HA TEpaNeBTHYHN J03H aMJIOAMIHH ce abcopOupa nobpe ¢ MHKOBH KPBBHH
HHBA MEXKZY 6 M 12 yaca cnen npuema, MsuncnenaTa aGcomoTHa GHOHANHIHOCT € Mexay 64 u 80%.

O6em®T Ha paznpeneneHse ¢ npuGausurento 21 Vkg. In vitro poy4BaHHA TIOKA3BAT, 9e NPHOIHIHTEIHO
97.5% oT IMPKY/THpPAIlHA AMJIOTHITHH € CBBP3aH ¢ MJIA3MEHHTE NPOTEHHM.

BHOBANMYHOCTTA HA AMJIOMHIIHH He Ce MOBJIHABA OT NIPHEMA Ha XpaHa.
Buorpancthopm aHe

KpaliHusT enHMHUHALMOHEH NOTYXKHBOT € OKOMO 35-50 4aca ¥ € CHBBMECTHM C €HOKPATHO ZHEBHO
Ao3HpaHe. AMIOIMITHH Ce MeTaboNMH3Hpa €KCTEH3HBHO OT YepHHAA Apob Ao HeakTusaH Metabommti ¢ 10%
OT ITBPBOHAYANHOTO CheAMHeHHE H 60% oT MeTaboHTHTE Ce eKCKpeTHpaT B YpHHATA.

Crapuecka BBapact

BpeMeTo 33 AOCTHIaHE HA MAKCHMANTHA IUIa3MEHA KOHLICHTPALMSA Ha AMJIOAMIMH € CXOJIHO IIPH XOopa B
HanpeJHalla Bh3PACT H No-miagy Xopa. KITHPBHCBT Ha AMIOAMNHH NOKA3BA TEHACHLMA KbM M0-HACKH
CTOHHOCTHM ¢ mocneaBamo nopumenne Ha AUC ¥ eNHMHHAIIMOHHHA TOJY>KHBOT HPH XOpa B HANpeHaNa
BB3pacT. Hapacteanero na AUC (miomra noa xpHeata BpeMe-KOHUEHTPALMS) H BPEMETO Ha
NoNyenMMHHHPAHE NP NANMEHTH ChC 3aCTOHMA CLPAEHA HENOCTATEMHOCT ¢4 OHIH cnope/l OMaKBaHOTO 38
Npoy4BAHATA BH3PACTOBE IPYNa TIAIMEHTH.

TaipeHTH ¢ HapymeHa 9epHOApoOHa PyHKIMs
Hayjwysm ca MAOrO MAJIKo KITMHHMHH JaHHH OTHOCHO IPHEMAHETO HA AMJIOHUITHH OT NAlHeHTH

uepHoApobHa (ynxima. [TanperTn ¢ YepHOAPOOHA HEAOCTATEYHOCT HMAT HAMATIEH KITHDPD
B PE3YINITAT HA YALDKEHHS NTOJIY-KHBOT H nNosumasadeto Ha AUC ¢ oxono 40-60%.

53 IlpeaxnHAEYHH JAHEH 33 Ge3onacnocT

Hepundonpun;
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B m3niTBanus 32 XpOHHYHA IEPOPATHA TOKCHYHOCT (IUTLXOBE H MaiiMyHH) TAPreTHHAT OpraH ¢ 6B6peKsT, ¢
obpaTuMo yBpexnane.

B in vitro wnm in vivo npoy4Batus He e HaGMOAABAHA MYTArEHHOCT.

HM3nuTBaHHATa 38 PENPOYKTHEHA TOKCHYHOCT {IUTBXOBE, MHIIIKH, 3aiIil ¥ MAMMYyHH) He NIOKA3BAT JIaHHH 3a
€MOPHOTOKCHHHOCT WX TEPATOTeHHOCT. Bee nak, HMa aHHH, Ye HHXHOHTOPHTE HA AHTHOTEHINH
KOHBEPTHPALIHSA SH3IHM KATO KJAC NPeH3BMKBAT HEKENAHH e(eKTH BBPXY KBCHOTO (eTanHo pa3BHTHE,
BOJICINH 110 deTansa cMBPT H BPOJICHH eeKTH NPH rPH3AUM H 3aiiuy: HaboABANY ca GEOPEeUHH €3 HA H
TIOBMILICHHE Ha NIEPH- H OCTHATANIHATA CMBPTHOCT. Hama Hapyinenie Ha ()epTHANTETa KAKTO NPH XKEHCKH,
Taka H IPH MBKKH ILTEXOBE.

B 1mIrocpounE H3NKTBAHKA IPH [UTEXOBE H MHIIKH He ¢ HabJHo/aBaHa KAHLEPOTEHHOCT,

Amnodunun;
Penpooyxmusra moxcuunocm:

Tlpoy4Banus BbpXy peHpOAYKTHBHOCTTA ITPH TUTHXOBE M MHIIIKH MOKA3BAT 3aKbCHABAHE HA JATATA Ha
PaKNaHe, yARDKCHA MPOARDKHTENHOCT HA PAXJAHETO H HAMANEHA XH3HECTIOCOOHOCT Ha MOTOMCTBOTO NPH
034 MprGIH3HTEHO 50 METH NM0-BACOKHA OT MAKCHMAJIHHTE TIPETIOPLYHTEHH [103H TIPH X0Pa, H3YHCIIEHH
Ha Oa3za mg/kg.

Hapywenun eve pepmunumema:

Hsama edextn BEpXY (epTIUIHTETA Ha TUILXOBE, TPETHPAHH C AMIOTHNMH (MEXKH 33 64 ITHHM H JKeHCKH 3a 14
JHH NpeJy omoXkaaHe) B o3 Haa 10mg/kg/nen (8 mbTH* nO-BHCOKH OT MAKCHMAITHO MPENOPbYHTENHATA
32 Xopa fo03a oT 10 mg /m?, u3uncnena va 6asa mg /m?). B apyro npoyupaHe, B KOGTO MbKKH IUTLXOBE Ca
6unu TpeTMpanH ¢ amnoguHe Gesunar 3a 30 AHK B A03M, CPaBHHMH ¢ Te3H NPH YoBeKa, Ha 6azara mg/kg,
NOKa3BaT HAMANABAHE B IJIA3MAaTa HA (POMMKYNO-CTHMYIHpAIIUE XOPMOH H Ha TECTOCTEPOHA, KAKTO H
HaMajlABaHe Ha IUTBTHOCTTA Ha CTIEpMaTa H Ha Opos 3pesii CHepMATO30HAM H CEPTONHEBH KIETKH.

Kapyunozenesa, mymazenesa:

Hama nannu 3a KapUHHOTCHHOCT NPH IUTEXOBETE H MHIIKATE, TPETHPAHH ¢ AMJOJHIHH B HETATA 34 1BE
FOIHHH B KOHLICHTPALMH, H3UMC/ICHH fla OCHTYPAT AHEBHH J030BH HMBa ot 0,5, 1,25 u 2,5 mg/kg/nen. Haii-
BHCOKATa /1032 (NPH MHIIKH 6IM30 A0, & NPH ILTBXOBE ABa METH* M0-BHCOKA OT MAKCHMA/THATA
NpeNopLIMTENHA KTHHHTHA 1038 0T 10 mg, H3uncnena 3a mg/m?) e Guna Gnu3ka 0 MAKCHMAaNHATA
TOJIEpHpaHA 034 38 MHIIKH, HO HE H 33 IUTBXOBE.

IlpoyusanuaTa 33 MyTareHHOCT He NIOKA3BAT JICKAPCTBEHO 06YCNoBeHH eheKTH HATO Ha TEHHO, HATO Ha
XPOMO30MHO HHBO.

*H3uKCIeHa 3a NaupeHTH ¢ Termo 50 kg,

6. PAPMALIEBTHYHH JAHHH

6.1 CoHcbk B2 HOMOMNETE BENIECTBR
JlakTo3a MOHOXHIpAT

Mukpokpucranaa uenynosa (E460)

Cunmigien aHoKcH, kononzeH 6essozaeH (E551)
Marnesues creapar (E470B)

6.2 HecLBMECTHMOCTH

He e npmwioxumo.
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6.3 Cpox Ba rogmocr

3 roauHH

6.4 CnenmaiHHE NpeAna’HE MEPKH NPH CHXPAHEHEE

ChxpansBaiiTe OnaKOBKaTa IUTETHO 3aTBOPEHA, 34 J1a e TIPSANA3H OT Biara. ChXpan4BaiiTe B OpHTHHAIHATA
OIfaKoBka. TO3M IeKAPCTBEH NPOAYKT He H3HCKBA CIIELIMAIHY TEMIEPATYPHH YCIIOBHAS Ha ChXpaHeHHe.

6.5 J/anum 33 oHAKOBKATA

5,7, 10, 14, 20, 28, 30 rnn 50 TabneTkH B NONHNPONMIEHOBA ONAKOBKA, CHAGCHA ¢ YIUTHTHHTEN OT
NOTHETHIEH € HUCKA TWTETHOCT M 3aITyIIANKA OT NOJHETWICH ¢ HACKA IUTBTHOCT, ChABPIKAIL CYITHTE.
Kyrus ¢ 1 onakoeka ot 5, 7, 10, 14, 20, 28, 30 nim 50 tabnerxs.

Kyt ¢ 2 onakoek# ot 28, 30 wnu 50 TaGneTsy.

KyTtus ¢ 3 onakoeku or 28 tabnerkn.

Kyrns ¢ 3 onakosku or 30 tabnerxs.

KyTHsa ¢ 4 onakoBk# ot 30 Tabnerxn.

KyTtna ¢ 10 onaxosku or 50 tabnerxu.

He scavxm BMaOBE onakoBku Morat 1a 6baaT mMycHaTH B ponaxGa.

6.6 CoenBajnm HpeINAIHH MEPKH NPH H3XBLPASHE

Hama crieliMaiHy H3HCKBaHHS.

7. NPHTEXATEJI HA PABPEIIEHHETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Camot
92284 Suresnes cedex

Dpasums

8. HOMEP(A) HA PAJPELIEHHETO 3A YIIOTPEEA
NPECTAPHYM-KO 5 mg/5 mg Tabnerxu: 20080113
IIPECTAPHYM-KO 5 mg/10 mg Tabnerxu: 20080114
[IPECTAPHYM-KO 10 mg/5 mg tabnerxku: 20080115
I[MPECTAPHUYM-KO 10 mg/10 mg tabnerxku: 20080116

9. JAATA HA IThPBO PA3PEIIABAHE/NNOJHOBSIBAHE HA PASPEIIEHHMETO 3A
YIIOTPEBA

26.06.2008

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA: 07/2022 .




