N3MTBIHHUTENHA ATEHUKA NO NEXAPCTBATA
Kparmes

Ha NPogyxma - Nousoxewue |

KPATKA XAPAKTEPHACTHKA HA ITPOAYKTA
1. HME HA JEKAPCTBEHHAA NPOAYKT Paspewenue N

Ko-Penurek 20 mg/12,5 mg tabnerku
Co-Renitec 20 mg/12,5 mg tablets

2. KAYECTBEH H KOTHMECTBEH CHhCTAB

Bceska Tabnetka chabpaka 20 mg eHananpnios Manear (enalapril maleate) u 12,5 mg
xuapoxnoporuazua (hydrochlorothiazide).

H) Be CHCTBHE:

Enna Tabnerxa ceanpxka 141,0 mg s1akTo3a MOHOXHIpAT.
34 ITREAHHE CMHCHK HAa MOMOMIHHUTE BEeIeCTBA BIDKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

TabneTku

ZCBITTH, NBOMHO H3ITBKHAJH, HIECTOBIBJIHH, HAGPa3AeHH NO Kpanmara TabaeTky ¢ AeTHTeHa YepTa H
Hagmic "MSD 718” or apere crpanm.

4. KJHHAYHY 1AHHH
4.1 TepanesTRIHE NOKAIAHAS

EceHIpanHa XurmeproHus, KOATO He MOXe Ja ObJe MOB/IKAHA C MOHOTepanus ¢ MHXHOUTOP Ha
AHTHOTEH3HH KOHBEPTHPAIIHA eH3HM.

4.2 HO3HpoBKA H HAYEH HA NPHJIOKeHHE

Josuporka

[Ipenoprunrennara no3a € eaHa TabeTKa BEOIHEK JHEBHO.

IIpeaxoxnania AHypeTHMHA TEPATTHA

Moske fa ce NOSBH CUMITOMATHYHA XHNOTOHMA CJIe HaYanHaTa no3a Ko-Pennrtek. ToBa e To-
BEPOATHO MPM NALMEHTH C O0EMEH HITH COMECBH A€(UIMT, B pe3y/ITaT OT NPeAIECTBAMA JHYPETHYHA
Teparmis. Ero samo auyperranara Tepamms Tpa6sa na 6bae cripana 2-3 IHH NpeayH HAYAIOTO Ha
nedcHue ¢ Ko-Penurek (Bx. Touka 4.5).

Ho3zuposxa npu 6v6peuna nedocmanmvunocm

Ko-PeHuTek He ce npenopeupa K&TO MEPBOHAYAIIHA TEPANHS NIPH Te3M MALMEHTH, ThH KATO HAYATHATA
032 HA eHananpwi npu Jeko 6x0peano yppexxnane (kpeaTuHuHOB KMpsHC (CrCl) > 30 m/min w

< 80 ml/min) e 5-10 mg (B. Touka 4.4). Ko-Pennrek e nporuBonokasas NPH NALMEHTH C
KpeaTHHHHOB KIHpEHC (CrCl) < 30 mI/min.

Ileouampuyna nonyrayus
Ko-PeHurek Me ce npenopwusa 38 ynorpe6a npH aera Ha Bb3pacT noj 18 roaunaw, nopaau nunca Ha
AaHHH 33 0e30NacHOCTTa M €(PHKACHOCTTA.

Hauun pa npuiaoxenue
[Tepopamo npunoxcenue




4.3 IIpoTHBODOKAIAHASR

—  CBpBXYYBCTBHTENTHOCT KEM AKTHBHMTE BEINECTBA WM KbM HAKOE OT MOMOIHHTE BCILIECTBA,
H30pOEHH B TO49Ka 6.1.
— Texxo 0b6peuo yppexaane (KpeaTHHHHOB KAMPLHC < 30 mYmin).

—  AHypHuA.

— AHaMHe3a 3a aHTHOHEBPOTUYEH OTOK, CEBP3aH C NpeAHIIHo eueHHe ¢ ACE unxu6urop.

~ HacnencTseH WIH WAHOMIATHYEH aHIHOeAEeM.

—  CBpBXYYBCTBHTEHOCT KEM JIEKAPCTBA, POMIBOIHH Ha CyndoHaMEIHTE.

— Bropn u TpeTd TpHMecTBp Ha GpeMeHHOCTTA (Bk. TOUKH 4.4 1 4.6).

—  Texxo 9epHORpOGHO yBpeKAaHE.

— EnnoepemennaTa yriotpeba Ha Ko-PeHHTeK ¢ aMuCKHPeH-ChIBPKAIIM MPOXYKTH €
MPOTHBOIMOKA3aHa NPU NALMEHTH ChC 3axapeH Auaber WiH 616pedHo yBpexaane
(GFR <60 ml/min/1,73 m2) (Bx. ToukH 4.5 1 5.1).

-  EnnoBpemenHa ynorpeba cue cakyGuTpwy/Bancaprad. Ko-PenuTek He Tpa6ea aa ce 3amouBa mo-
paHo OT 36 uaca cyie[l HOCJACAHATA 1038 caKySHTpH/BancapTaH (BX. ChIIO TOYKH 4.4 1 4.5).

4.4 Crensains npeaynpexiennd H npeJNasHa MepKA NpH ynoTpeba
Enananpniios Masear -Xuapox1opeTaasnjy

HHA U 0- H anaHc
CHMITOMATHIHA XUNOTOHHA ce HaGMoaBa PANKO IIPH NALMEHTH C XHTICPTOHUA Ge3 YCHOKHEHHA.
ITpu naumerTy ¢ xvmepronus, nomydasamny Ko-Penurek, € no-BeposATHO Aa ¢e MOSBH CHMITTOMATHYHA
XHITOTOHHA, 8KO NAIMEHTRT € C XHIOBONEMIA, HAIPUMED Ype3 ANYPETHYHA TEpalud, OrpaHHIABAIA
COMITa IHETA, AMapHs WIH NOBPHIIaHE (BXK. TOUKH 4.5 u 4.8). [Ipu Taxusa namperT! Tpa6Ba
MEPHOAHTHO [ C& H3CICABAT CCPYMHHUTE €JICKTPOIHTH MNpe3 NOAXOIAI HHTepBan. OcobeHo
BHUMaHHE TpA6Ba a ce ofphilia Ha IAIMEHTH ¢ HCXeMHYHa 60AeCT Ha ChPLETO WM MO3bTHO-CHIOBA
Gosec, P KOHTO MPEKOMEPHOTO MOHIKEHHE HA KPHBHOTO HAJIAraHe MOXKE /1a NOBEE 1O HHDapKT
Ha& MHOKapAa HIIH MO3BTHO-CH/IOB HHIMACHT. CHMIITOMATHYHA XHIIOTOHMS € Habmoaapana npu
NALMEHTH C XHNEPTOHHUA CBC CHPACYHA HEAOCTATBYHOCT, Ch¢ WM 6e3 cbp3ana 616peyuna
HEAOCTATBEYHOCT.

AKO ce NOABH XHITOTOHHS, NAIMMEHTET TPAGBA 218 Ce NOCTAaBH Jia JIETHE IO rP16 U npH HEOOXOAHUMOCT Ja
MY C¢ HAIIDaBH HHTPaBeHO3HA HH(Y3HS C HOpMaJleH pu3HonorudeH parsop. [osgsara Ha mpexoaHo
XHHOTCH3IUBHO CBCTOSHHE HE € MMPOTHBOMOKA3AHME 34 JIOIMbJIHMTENIHH J03H, KOWTO MOTaT 00HKHOBEHO
Aa 6baaT nasaxu 6e3 3aTpyMHEHHA Ce/ BEICTAHOBABAHE HA 06eMa H CHOTBETHO NIOBMILIABAHE HA
KPBBHOTO HAJATAHE.

YppexaHe Ha Ob0peunara QyHxuua

Ko-Penurek He TpsGsa a ce peANHCBa Ha NALHEHTH ¢ GBGPeIHa HEAOCTATHYHOCT (xpeaTHHHHOB
kmHpeHC < 80 ml/min # > 30 ml/min) npeu HeoGXODMMOCTTa OT 034TA B TOBA JIEKAPCTEO 28 €
MOTBBLPICHA ¢ THTPHPAHE Ha eHANANPHA (BXK. To4YKa 4.2).

Cnex opreMaHeTO Ha eHaaNpul B KOMOHHALMA C AMYPETHK, HAKOH MALMEHTH ¢ XHIIepToHus 6e3 naHHK
3a npemecTeamo 6506peuHo 3abonaBane, pa3sBHBAT NOBHIICHHE HAa KPBBHATA ypes U KpeaTUHMHA (BX.
To%Ka 4.4 CneUnarHy npeaynpexIeHya H NPeiNasHy MePKH IIPH VIIoTpe6a. EHaNAMpHiIoB MaieaT
YBpexane Ha Op6peunara GyHKUMA: XuapoxqopoTrasua, Vepexaade Ha 666peunaTa byHKIHS). Axo
TOBa Ce CITyH, TepannsTa ¢ Ko-Pennrek Tpabsa na 6b1e npexpatena. Ipu ToBa cheToOsHME TpabBa aa
ce 00CHAH BB3MOXHOCTTA 33 NOUIEKAINA CTEHO3a HA OB0peyHaTa aprepus (Bxk. Touka 4.4 Crelymanam
DG YLD AL i H ITPDEOTNIAIHH MEDK DH J 1 PRA)E E IUIDHIIOB MaJ1eaT PeHO JIADHE o

XHMIIC HHA }.

[{BOiiHO OJIOKHpAHE HA PeHHH-AHTHOTeH3HH-AILIOCTEPOHOBATA cHeTema (PAA
HMMa nanuu, e exnospeMerHata ynorpeGa Ha ACE HHXHOMTODH, AHIHOTEH3HH II-peue Tie
OJIOKepH MITH ATTHCKHMpPEH NOBKIIABA PHCKA OT XHUIIOTOHHA, XHIIepKaliHeMHa ¥ HaMaIaBan:
OBOpeuHaTa QyHKIHA (B/IOTHTENHO OCTpa 6H6pedHa HEAOCTATHUHOCT). ITopanu ToBa H



[penopbysa ABOAHO GnokupaHe Ha PAAC upes koMGunmpanara ynotpeba Ha ACE usHxuburopw,
aHrHoTeH3HH Il-penienroprn 6roxeps Wik amuckupes (Bx. Touku 4.5 1 5.1 ).

GYHKILMA, VIEKTPONHTHTE H KPHBHOTO HAJISTAHE.

ACE vsxu6GHTOPH H 8HFHOTEH3HH II-peuenrropu 6nokepu He Tpa6Ba fa ce H3MON3BAT €HOBPEMEHHO
IIpH NalHEHTH ¢ JuabeTHa HedponaTus.

XHOEPKATHEMHA

KomGHHHpateTo Ha eHananpwI ¢ HHCKA 1038 IMYPETHK He MOXKE N1a H3KIIOMH BEPOATHOCTTA OT NOABa

Ha XHIIEpKATHEMHA (BXK. TOUka 4.4 Criellna Ty IpeIyNpexaeHns 1 NPE/INA3HA MEPKH npH ynotpeba,
Enananpuyios manear, Xunepkanuemus).

[laxmenTn ¢ penxy HacnencTBeHH MPoGaeMy Ha HETIOHOCHMOCT KEM rafaKkro3a, ITbjeH JaKTa3eH
AeHHLMT WIH ITI0K030-TANAKTO3HA ManabcopOiins He TpAOBA 8 IPHEMAT TO3H JIEKAPCTBEH MPOIYKT.

Harpwi
Tosu nexapcTeeH nponykr ¢happxka No-Maiko or 1 mmol HaTpui (23 mg) Ha Tabnerka, T.e.

MOXE [1a €€ Kaxe, 9¢ NPAKTHYECKH HEe ChABPKA HATPHI.
Euaianpunos Majgear

O e HYHA OMMO
KakTo scuuku BazoaunataTopw, ACE-unxuburopare Tpa6sa 1a GbAAT HABAHH C MOBHIIEHO BHUMAaHHE
Ha MAUMEHTH € O0CTPYKUMA Ha JIEBOKAMEPHHUS M3XO0/IeH TPaKT H Ja ObJaaT u3GATBaHM B CTy9ay Ha
KApTHOreHEH [HOK H XeMOAHHAMHYHO 3HAYMMA OOCTpYKIMA.

YBpexnane Ha 6p0pedHara QyHKIms

HMa crobiuenns 3a 6u6peana HeOCTATBYHOCT, CBBP3aH2 C MPHIOKCHHETO HA SHATIAIIPHIL, IIABHO
TIpH NMARHCHTH C TEXKKa ChPACTHA HENOCTATHYHOCT WITH NOAMEXKamo Gr6peqso 3abosgBane,
BIULIOYHTEIIHO CTeHO3a Ha OBOpedHaTa apTepus. Ako ce pasnosHae 6Bp30 H lexyBa nomxoasmo,
OB0pedHaTa HEMOCTATEYHOCT, CRBP3aHA C JICUCHHE C eHAJIAIPHIT, OOUKHOBEHO € 0fpaTHMa (BXK. TOUKa

4.2 u Touxa 4.4 Crie HANH Jo Y NPDOAMINCHAR H NIDEATASHH MEDKH ITDH JIDEOA, LHANSNDHAOB
QaJICAT- 2PUANOPDOTHASHA, Y BpEXAane Ha ObOpedHaTa dvHKIMS: UDOXTIODOTHA3IH, Y BpeXIaHe
O6nOpeqgnara :

H JIADHA €

CrimecTBYBa nopumes PHCK OT XHTNIOTOHMA M OBb6peuHa HeaoCTaTHYHOCT, KOTATO NAalMEeHTH ¢ ABYCTPaHHA
CTeHO3a Ha OBOpedHMTe apTepUl WK CTeHO3a Ha 4pPTCPHATA KEM €IHHCTBEH QYHKIMOHMpa 616pek ca




C BUCOKO-IPOITyCIUTHBH MeMOpany (Hanpumep AN69) H nekyBanu ensoBpeMenHo ¢ ACE uHxu6uTop.
I1pu Te3u naupenTu Tpa6ea na ce 06ChAM H3NOM3BAHE HA APYT BH AHATH3HA MeMGpaHa Wi apyr

KJIAC AHTHXMTIEPTEH3IHBHH CPEACTBA.

Ye OCTATBYHOCT

Pagxo ACE HHXUOHTOpHTE ca CBHP3BaHM CHC CHHIPOM, KOHTO 3alI04Ba C XO/IECTATHYHA HKhJITCHHULA
WM XENIATHT H NPOrpecHpa 10 $yIMHHAHTHA 9epHOAPO6HA HEKpO3a H (TIOHAKOTA) CMBPT.
MexaHH3MBT Ha TO3H CHHAPOM He ¢ sceH. ITaumenTuTe, noxyvasanm ACE HHXHOMTOpPH, KOMTO
PA3BHBAT XHITCHHLA WIH M3PA3CHO MOBHIIEHHE Ha 9EPHOAPOOHHTE eH3UMH, TPAOBA 1a NpeKpaTsT
sicqeHneTo ¢ ACE HHXHOHTOD H /18 NOTYYaT HOAXOASAINO JEKapCKO MPOCIEASBaHE ClIeN TOBa (BX.

TouKa 4.4 CneuHanHy npeAynpesxaAeHHS U HM MEPKHU NpH . XJI0 a3
HepHonpobuo 3abonapane).
He e i |

Ilpn naumenTy, nomy4aBamu ACE vHXMGHTODH, ce crofmiasa 3a HCYTPOMNIEHHA/arpaHyIoLMTO34,
TpoMboumTONeHus 1 aHemus. IIpy naumMeHTH ¢ HopMaiHa 61.6peuHa dyHxuma u 6e3 npyru
YCOXKHABAIIH (HaKTOPH, HEYTPONICHHA C€ pa3BKBa pAaKko. Enanampun Tpabea na ce [pHiara
H3IOTIOMHTE,THO BHHMATEITHO NPH NALHEHTH CBC CHAOBA KONAreH03a, HMYHOCYNPECHBHA TEpanm,
JICICHHE C AJIOMYPHHON WIH MPOKAMHAMM], HIIH KOMOHHALMA OT TE3H YC/IOXHABAILM (BaKTopH,
0cO0eHO HpH NMpeBAPHTENHO CHIIECTBYBANIA YBpeSHA 6p0pedna Ppynkuua. Hakou ot Te3n nauHeHTH
Pa3sBUBAT TEHKKH HHEKLMA, KOHTO B HAKOH CTy4aH He Ce MOBIHABAT OT HHTEH3HBHO AHTHOMOTHIHO
JiedeHue. AKO eHaNarnpwi ce MpUIAra Ha TAKWBA TALTHEHTH, NPenophYBa CE NEPUHOAHUHO & ce
KOHTPOHPAT HHBATA HA OEJINTE KPEBHH KJIETKH (JIEBKOLIMTHTE), U NALIHEHTHTE Tpabea na 6paaT

HHCTPYKTHPaHH J1a CH00INABAT BCAKA MPOSBA HA HHMEKIMA.

E!QERMH&MHH

ACE HHXHOHTOpHTE MOraT A2 NPHYMHAT XMIIepKAIMEMHS, Thil KATO HHXHOHpaT 0CBOOOXKIaBaHETO HA
annocTepoH. EdexrsT 0GUKHOBEHO He € 3HAYUTENEH PH MALMEHTH C HOPMATHA 616peuna dyuxius.
Benpeky T0Ba, NpH NAUMEHTH ¢ HapymeHa 656peuna GyHKIMS WK IIPH NALHMEHTH, IPHEMAIIU KATHECBU
N00aBKH (BKTIOUHTEIHO 3aMECTHTENH Ha COJTa), Ka/THi-ChXpaHABAILH THYPETHLH, TPHMETONPHM HITH KO-
TPHMOKCA30JT, H3BECTHH CBIIO KATO TPUMETONPHM/CY(ameTokca3on H 0coGeHO aloCcTepOHOBH
AHTArOHNCTH WIH aHrHOTCH3HHPELIETTOPHATE OJI0KepH TPAGBa J1a ¢e H3MO/I3BaT ¢ NMOBHIIEHO BHUMAHME
NnpH nalHeHTH, noiydasamy ACE unxuburopu, u 1pa6sa aa ce Habmonasart CEPYMHUAT KaJIHii |
016peunara dyrkuma (px. Touka 4.5).

XHIOrIMKEMHUS
ITaimenTs ¢ auaber, nexyBaHu ¢ NEPOPATHH aHTHAHA0ETHH CPEACTBA HIIH ¢ HHCYJIHH, 3al109BAILH

aeueHre ¢ ACE unxuburop, Tpabsa BHUMaTENHO a ce MpocIeasBar 3a XHIOTITHKEMH, 0co0eHO Mmpes

ITbPBUS Mecell OT KOMOHHHpaHOTO NeveHume (Bx. Ciie H a3HH MEpKH

DU YTIOTPEOA, ARAPOXNIOPOTHA3HA, MeTabonuTHU H eHIoOKDHHHYM ede B TOUKH 4.4 u 4.5).

CBPEXYYBCTBHTETHOCT/ AKTHOHEBPOTHIEH OTOK

Cro0bmaea ce 3a aHTHOHEBPOTHYEH OTOK Ha JIHLIETO, KpaHHHMIIUTe, YCTHHTE, €3MKA, ITI0THCA W HIH
JIAPHHKCA TIPH MAUUCHTH, ICKyBaHH ¢ ACE MHXHOMTODH, BIIFOYHTETHO eHANANpHIOB Maear. ToBa
MOMKC Aa Ce CITy'H 1O BCAKO BPEME HA Ne4eHHeTo. B Takupa cryuan mpuemsT Ha Ko-Pennrex tpa6ea
Aa ce MPeyCTaHOBH He3a0aBHO, a MALMEHTHT Aa 6B/ NoA/I0KeH Ha HabMOACHHE 10 ITHITHO H3Ye3BaAHe
Ha CUMITOMHTE NPEH U3NHCBAHETO. JlOpH B CiTydaHTe, KOraTo OTOKBT O6XBaIA CAMO €3HKA, 6e3 1a
HMa PCCIIHPATOPEH HCTPEC CHHAPOM, MOJXKeE J1a C€ HATIOXH MO-MPOXBDKUTETHO HAbmoneH!e Ha
NaHEHTHTE, ThH KATO IECHCHHETO C AHTHXHCTAMHAHH H KOPTHKOCTEPOHIH MOXeE J1a HE € ZOCTATHYHO.
MHoro pagko e 6110 cro6aBAHO 38 CMBPTHM CJTydad B pe3yJITaT Ha AHTHOHEBPOTHYEH OTOK,
3acATall 00J1aCTTA HA JIAPHHKCA WIH €34KA. [JaliHeHTH, PH KOMTO e 06XBaHaT €3HKBT, NIOTHCHT WIH
JIRPHHKCET € BB3MOXKHO 12 ITOTyJaT OOCTPYKIMA Ha JUXATE/IHHUTE [THTHIIA, 0OCOOEHO OHE3H )

BKIIOYCH €3UKBT, IMIOTHCHT WIH JIRDHHKCBHT € BB3MOXHO 112 HACTBITH 06GCTPYKIMS Ha n et ail;
[THTHILA ¥ B TAKHEA CITy4aH TPAOBa He3aGaBHO Aa ce NMPeANpHeMaT NOIXOAAIIH MePKH, A | A

NOAKOKHO NMpHUNoXKeHHE Ha anpeHanuH 1:1000 (0,3 — 0,5 ml) w/nuu HezabasHO na ce np .-
33 OCHTypsABaHE HA HOPMAJTHA NMPOXOAUMOCT HA AMXATEJIHHTE IMHTUILIA.



YecroraTa Ha CHOOIECHH ClTyHaM Ha AHTHOCAEM Cpell HePHOKOXKHTE naLmeHTH, npueMamu ACE
HMHXHOHTOPH, € NOo-TO/IAMa, B CPABHEHHE ¢ NalMeHTH OT Osiata paca. O6ade KaTo LUIO H3MIIeK/a, Ye
YEPHOKOXHTE Ca C MOBUIIICH PHCK OT NMOABA HA aHTHOEAEM.

[laueHTH ¢ aHAMHE3a 33 aHTHOEEM, HeCBLP3aH ¢ JieweHHeTo ¢ ACE HHXHOHTOpH, MOXe aa ca ¢
NOBHIIEH PHCK OT aHTHoexeM, Tokaro npueMatr ACE uuxuburopu (Bxk. Touxa 4.3).

EanospemerHaTa ynotpeba Ha ACE nxuburopu cbe cakyOUTpHI/BanicapTal e MpoTHBONOXA3aHa
Nopaju NOBHILIEHHA PHCK OT aHTHOeAeM. JleueHHeTo cbe cakyGHTpI/BancapTan He TpaOBa Ja
3anmo4Ba o-paHo ot 36 uaca cnej nmociaeaHarta ao3a ot Ko-Penurek, JIeueHuero ¢ Ko-Penurek He
TpabBa na 3anousa no-paHo o1 36 9aca cire] MOCJAGAHATA 034 CAKYOUTPWI/BancapTaH (BXK. CBHIIO
TOYKHK 4.3 1 4.5)

Ennospemennara ynorpe6a Ha ACE uuxuGuropu u pauekagotpuwt, mTOR HHx#HGHTOPH (Hamp.
CHPOJTHMYC, €BEPOJTHMYC, TEMCHPOINMYC) H BHLIArJTUITTHH MOXe 1a JOBeJie 10 MOBHILIEH PUCK OT
aHTHOEAEM (Halp. OTOK HA AWXATETHHTE ITETHILA WIH €3HKA, ChC WIH §€3 pecHpaTopHO YBpeXAaHe)
(B3k. Touka 4.5). Heo6x0aUMO € MOBHINIEHO BHHMAHHE TIPH 3aI0YBAHE HA JIEYEHHE C PALeKAOTPHIL,
mTOR uHxHOMTOPH (HANp. CHPOIHMYC, €BEPOIUMYC, TEMCHPOIHMYC) H BHIJIANTHITTHH TIPH TALHEHT,
Ko#To Beue nipuema ACE unxuburop.

AHAQWIAKTOWIHH DEAKIIHH MPH AeceHcubmmzaims ¢ Hymenopters

Panxo, naunenTH, nekysanu ¢ ACE HHXHOHTOPH 110 BpeMe Ha JeCeHCHOWTH3AILMA ¢ OTpOBa OT
hymenoptera, nony4asat XHBOTO3aCTPAIABANIY aHa(HIAKTOUAHH peakiy. TesH peakimm ce
H30ATBAT Ype3 BpeMEHHO npeKkpaTsBaHe Ha reparmara ¢ ACE mHxu6HTOp npeau Beska
neceHcHOwIH3aIHA.

AHabHIAKTOHIHH PEakiiMM 10 BPEME Ha LDL-adepesa

Papko, nauuenTy, nexyaim ¢ ACE-HHXHOHTOpPH, IOMyyaBaT XKHMBOTO3aCTPAlIABALIH
aHaWIAKTOMIHH peaxituH no Bpeme Ha LDL (Low Density Lipoproteins - tunonporeunu ¢ Hucka
[UTBTHOCT) atepesa ¢ AekcTpaHoB cyndar. Te3u peakuyu ce H3GATBAT Ype3 BPEMEHHO ITPEKbCEAHE Ha
TeparmiaTa ¢ ACE uaxuburopn npean Besaka adgepesa.

Kaminuna
IIpu ynorpe6a Ha ACE mHXuGuTops MoXe Ja ce MoABH Kanumuua, T 06MKHOBEHO e HENPOLYKTHBHA,

NepCHCTUPAILA W H34E3Ba CIe]l CIHpaHe Ha TeparuaTa. Hagyumpanara ot edensne ¢ ACE
HMHXHOHTOPH KaULTHIIa TpOBa Ja ce MMa IPpeABKA TIPH AMdepeHLIMATHATA AMArHO3a Ha KAILTHIATA.

XH H BE €CTe3us

IIpn nauneHTH, NOANOKEHH Ha NOJIAMA XHPYPrUYHA WHTEPBEHLIMA WIH AHECTE3HS C NPOOYKTH,
NMPpEAM3BHKBAIIA XHIOTOHHA, €HAJanpwi Oiokupa o0OpasyBaHETO HA AHTHOTEH3MH 11 H
HAMANIABA CTIOCOOHOCTTA 38 KOMIICHCALIMS HA PEHHH-QHMMOTEH3HHOBATA CHCTEMA.
XHIOTOHNATA, KOATO C& OB/DKA HAa TO3H MEXAHMZBM MOXe na 6Bbie KopHTMpaHa uapes

YBE/THYEHHE Ha 00eMa Ha IMpKyJIHpamaTa KpsB (BX. To4ka 4.5).

Bpemennoct
[1o Bpeme Ha 6pemenHocT He TpaGea aa ce 3anousa neuenune ¢ ACE uaxuGuropn. OCBeH KOrato

NPOAB/DKABAHETO Ha JieueHHeTo ¢ ACE MHXMOHTOD ¢ cMATA 338 HAJIOXKHTEITHO, NALMEHTKHTE,
IUTAHHPALIH 6PeMEHHOCT, TpAGBa Na IPEMUHAT Ha APYTO ANTTEPHATHBHO AHTHXMIIEPTEH3HBHO JIEUCHHE,
KOEeTO HMa yCTaHOBEH npod i Ha Oe30nmacHoCT no BpeMe Ha GpeMenHocT. Koraro ce ycraHOBH
bpemenHoCT, neueHnero ¢ ACE unxuburopu Tpsafea Oa ce npeycTaHOBH He3a6aBHO H @ ce 3aIlOuHe
AJITCPHATHBHO JICYEHHE, AKO € NOAXOAAINO (BX. TO9KH 4.3 H 4.6).

EH&;EECKH PaTHYHA

KaKTo ¥ ocTaHaNHTe HHXHOMTOPH HA aHTHOTEH3HH KOHBEPTUPALINA €H3HM, eHANAPH
eeKTHBEH 32 MOHIDKABAHE HA KPBBHOTO HaISTAHE NPH YEPHOKOXKH MALIMEHTH, B CPaBHE




OCTAHATMTE NALMEHTH, Hali-BepOATHO MOPaAH BUCOKATA Y€CTOTA HA Pa3sTIPOCTPaHEHUE HA CHCTOSHHUSA C
HHCBHK PEHHH MPH YSPHOKOKHTE MAIMECHTH C XHIISPTOHHS.

XHApOXIOPOTHASH]

Ye O1OpeyHara
TuasHaHKTE AMYPETHIH MOXKE A3 He ca MOIXOAAILH NP NalMeHTH ¢ 6p0peuHo yBpexXaaHe U ca
Hee(peKTUBHH ITPH CTOHHOCTH Ha KpeaTUHHHOB KiMpbHC 30 mi/min w1y no-HuckH (T.€. CpeaHa HiIH

Texka Obp0peana HexzocTaThYHOCT) (BX. To4KA 4.2 1 Cn HH HHS H a3HM
MEDKM I oTpeba. EHananpuwiop ManeaT-XspoxJopoTHasii. Y BpexaaHe Ha On0peunaTa
DYHKIHMA: BHANAOPUIIOB MANeaT. YBpexaaHe Ha Or0peuHaTa QYHKIHMSA B TOUKA 4.4).

YepHonpobHo 3abonns

TuasuayTe TpabBa Ja ce M3MOM3BAT BHMMATEHO NMPH NMALKEHTH ¢ HapyIleHa YepHOApoOHA
GyHKIMA WIH [POrpecHpamo 9cpHOAPOOHO 3abonaBaHe, Thil KATO W MAIKH OTKJIOHEHHA BhHB
Bo,uﬂo—enempomnma Ganauc MOKE ,ua nposoxupa'r yepHOApOOHA KOoMa (BX. Todka 4.4:

Crienwe . DEHCICHH. orpeba, EHananpuios manear,
HepHo Ha HE qHOCT).

MetabonnTHH B CHIOKPHHHY eeKTH

TeparmsTa ¢ THAZHAN MOXKe Ja HAPYIIH INIIOKO3HMA TOJIEpaHC. Moxke 8 ce HANOXKH KOPEKLM Ha
no3ara Ha aﬂrmaﬁe'nmre cpe,ucma, BKITIOYHTEIHO HA micynnna (Bk. Touka 4.4 CnenyanHu

IToBHIIEHHETO Ha HUBATA HA XOJIECTEPONa H TPUTTIHLIEPHANTE MOXKE A2 OBAE CBBEP3aHO ¢ JICYEHHMETO ¢
THa3HOHM JHYpETHLH, odade, MpH n03a oT 12,5 mg XuApoXIopoTHA3HA He ¢a ChOOINEeHH TAKHBA
e(eKTH WIH Te ca MHHAMA&IHH. B JoIThiHeHMe, IPH KIIMHHIHU NPOYIBAHHA ¢ 6 mg
XHIPOXJIOPOTHA3H/ HE ca CHODINEHH KIMHWYHO 3HAYHMH eDeKTH BhPXY TIIOK03aTa, X0IECTEepona,
TPUTJTHLIEPHJIMTE, HATPHMA, MATHE3HS WIH KaJlii.

IIpH HAKOH MAIMEHTH ICYCHUETO ¢ THA3UAH € CBHP3aHO ¢ Pa3BUTHETO HA XHUNEPYPHKEMHA W/IUIH
noaarpa. To3u epexr Ha XUTIepypHKEMHA M3IJIeXK1a A030-3aBHCHM H HE € KIIMHUYHO 3HAYHM IIpH 1034
oT 6 mg XUAPOXIIOPOTHA3U], ChAbpxanl ce B Ko-Perwrek, Enananpun, obaue, Moxe a noBumm
OTAC/AHETO HA MHKOYHA KHCETMHA B YPUHATA H TaKa Jla HAMaTH XHITePYPHKEMHYHHA eeKT Ha

XUAPOXJIOPOTHA3HAA.

KakTo npH BCeKH MallHeHT, NoJy4JaBalll JHypeTHYHA Teparud, Tpa0Ba Aa ¢¢ W3BBPIIBA MePHOAHTHO
OINpeIE/IAHE Ha CEPYMHHTE EJIEKTPOIHTH Ipe3 NOAXOAANIH HHTEPBAIH OT BpEME.

THazuaMTe (BIUIIOYMTETHO XHAPOXIIOPOTHA3H) MOTaT A4 NMPeAH3BHKAT HapyIIcH HanaHC Ha TEYHOCTH
WIH €JICKTPONIHTH (XHNOKANUEMHS, XHITOHATPHEMHS H XHITOXJIOPEMHYHA ankanosa). [Tpexynpenutensure
MPOABH Ha HapylieH 6anaHc Ha TEYHOCTH WK ENEKTPOIIHTH Ca KCEPOCTOMHS, Kax/a, ci1aboct, Teraprus,
CHHITHBOCT, 0€310KOHCTBO, MyCKY/THH GOJIKH WIIH KpaMITH, MyCKy/IHa cnabocT, XHNOTOHHS, OJIATYPHS,
TAXHKAPAHA H CTOMAIIHO-YPEBHH CMYIICHHA, KATO I'afICHEe H NOBPHILIAHE.

He3sasucuMo, 9¢ NpH NpuiaraHeTo Ha THASHAHM JHYPETHLIH MOJXKE /13 CE Pa3sBHE XHITOKATHEMU,

CBITPOBOXKAAINOTO JIeYCHHE ¢ EHATIATIPII MOXeE [1a peAyLHpa THYPEeTHK-HHAYLHPaHaTa XKIIOKAJIHEMHS.
PHCKBT OT XHTIOKATHEMMS € Hal-roIaM NPH MALMEHTH ¢ YepHoApoOHA LIHPO3a, MPH NAIHEHTH ¢

YBEJIMIECHA AHYpPe3a, NPH NALMEHTH ¢ HealIeKBaTeH IepopasieH NpHEM Ha eJIEKTPOJIHTH U NIPH
NALHEHTH, KOHTO IOYy9aBaT €qHOBPEMEHHO kopTHKOocTepouau und ACTH (Bx. Touka 4.5).
XHIIOHATPHEMHA MOJXKE J1a CE pa3BHE IMPH CACMATO3HHU NALIMEHTH B ropeio BpeMe. JlepHuuTsT Ha
XJIOpPHAH OOMKHOBEHO € JIEK H Hal-4eCcTO He Hanara Neq4eHHe.

Tnasuaure MOoXe I8 HAMaIAT CSKCKpeUMATa Ha KaJlwmh ¢ ypuHaTta M Ja INpeau3ng

HHTEPMHTEHTHO H c1a00 NOBUIIABAHE HA CEPYMHHA KAJLIMI IPH JIMIICA HA M3BECTHH CMY At
Ha KaNuMeBUs MeTabomu3bM. 3HAYMTEIHATE XHIIEPKATHMEMHA MoXe Aa 6pae aokasa
3a JIATEHTCH XHTIEpRapaTHpeosaAu3pM.. TuazuauTe TpabBa aa 6bAAT CIPEHH IPEaH K-

Ha QyHKLMATA Ha NAPANIHTOBHAHHTE HJIE3H.
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Y CTaHOBEHO €, 4€ THASHANTE MNOBHINABAT YPHHHATA CKCKPCIIHA HA MArHe3Hi, KoeTo MoXe Ja JOBEIe
A0 XHITOMarHe3HCMHA.

HapymeHus Ha ouHTe

XopouaaneH HIMB, OCTPa MHOIIHA K BTOPHYHA 3aKpUTOBI'BIIHA ITIAYKOMA.:

CynboHaMHINTE WIH JIEKAPCTBATA, MPOH3BOIHH Ha CY/I(OHAMUINTE, MOTAT Ja IIPpeAM3BHKAT
HIMOCHHKPATHYHA Peakiius, BOJella O XOPOHAAIeH M3IHB ¢ JedeKT Ha 3PHTENHOTO Molne,
MpeXOoxHA MHOIMS M OCTpa 3aKpMTOBIBJIHA IJaykoMa. CHMITOMMTE BKIIIOMBAT PS3KO
HACTBIIBAHE HA HAMANICHA 3PHTEIIHA OCTPOTA WIH 0ONKa B OKOTO H OOMKHOBEHO HACTHIIBAT B
PaMKHTE Ha 9aCOoBE 0 CSAMHMLM OT HAYaJI0TO HA ApHEMa Ha JeKapcTBoTO. HenekyBaHaTa ocTpa
3AKpPHTOBIRJIHA TIIAYKOMA MOXKE Ja JIoBeAe [0 TIIOCTOsSHHa 3aryba Ha 3pEHHETO.
[TspBOHAYATHOTO IEYSHHE € NPEeyCTAHOBABAHE ITPHUEMA Ha JIEKAPCTBOTO BB3MOKHO HaH-05p30.
Moxe ma ce HanmoXu Aa ce OOMHCIM He3a0aBHO MEAHLIMHCKO WIH XWPYPrHYHO J€4YCHHE B
cinydail, 9¢ BETPEOYMHOTO HAIATAHE OCTAaHE HeoBNaNaHO. PUCKOBH (aKkTOpH 3a pa3BUTHETO Ha
OCTPa 3aKPHMTOBI'BIIHA TJIAYKOMA MOTaT Ja BK/IOYMBAT aHamMHe’a 3a CyN(pOHAMHAHA WIH
NEHULIWTHHOBA AJICPrHA.

AHTUIOIMHL TECT
ChaABPXKAILIMAT c€ B TO3H JICKAPCTBEH MPOAYKT XHAPOXIOPOTHAZHI MOXKE A4 JOoBelde OO0 MONIOKUATENEH
PE3YITAT NpU AHTH-JOITHHT TECT.

QB[Z&E YBCTBUTCITHOCT

ITpu naumenTu cbe Wik 6e3 aHamHe3a 3a aleprus Wi OpoHXHaIHa 8CTMA, JIEKYBaHH ¢ THA3UOH, MOTaT
Ja ce MOABAT PEAKIHH Ha CBPBXYYBCTBHTENHOCT. ChoOMmEeHH ca B ciTydaH Ha 000cTpaHe HWIH
AKTMBHpAHE Ha JIYITyC epHTEMaTo3yC MPH ynotpeda Ha THA3UIH.

HemenaHoMeH pak HA KOXKATa
B OBC CIIHIACMHOJNIOrHYHHA IIpOoy4YBaHHWs, OCHOBABAIllH CC€ Ha NATCKHIA HAIMOHAJIEH PAKOB

PErucTsp, € HabmoaaBaH NOBUINCH PHCK OT HEMeNaHOMeH pak Ha koxara (HMPK) [6azanto
xnerbdeH KapumHoM (BKK) wm ckBamosHoxnersyeH kapunHoM (CKK)] npu HapacrTeamia
€KCMO3ULIMA Ha KyMYJATHBHaA A03a xuapoxjoporHasuia (XXT3). QoroceHcubmmaupamuTe
edexTH Ha XHAPOXJIOPOTHA3HA MOTAT Ja JeHCTBaT KaTO BepOATCH MEXaHH3bM 33 Pa3BHTHE Ha
HMPK.

IlaupeHTHTE, NpUEeMamK XUAPOXJIOpoTHA3NA Tpabea na Obaar MHPOPMHUPAHU 32 PHCKA OT
HMPK M CBBETBAHM pEOOBHO O3 NPOBEPABAT KOXKATEZ CH 3a HOBH JIE3MH H He3alaBHO jAa
cHOOIMABAT NMpPH MOABA HA NOAO3PHTEHH KOXHU Jiesud, Ha nampenTure TpaGBa na ce
MPEenopbHYAT BBE3MOXKHH [PESBAHTHBHH MEPKH, KATO OrpaHMYEHO H3NaraHe Ha C/IbHYCBa
CBETIIMHA H YITPABHOJETOBH JIbYH, 4 B CIIyuali Ha eKCIO3ULMA, MOAXOAAINA 3AIIHTA, 33 J1a CC
cBele A0 MMHHMYM PHCKBT OT pak Ha KOXKata. [logo3pHTetHHTe KOXKHU J1e3UH Tpadpa na O asT
MOMIOKEHH Ha He3abaBHO H3CAEIBAHE, NOTCHUMAJIHO BKIIOYBALIO XHCTOJOTHYHH
M3CeaABaHUA Ha Owoncuunan MatepuanM. llpepasrnexpaHe Ha  ynorpefara Ha
XHAPOXAOPOTHAZHA MOXKE A3 C€ HANIONKH U [TPU NMaHHEeHTH, KOWTO ca uManH npeaxoiaes HMPK
(Bx. TOUKa 4.8).

4.5 B3aaMoaeHCTBHE C APYIH JeKAPCTBEHE NPOAYKTH H ApYrA GQOpMHE Ea B3AHMOAeHCTBHAE

En MAJICAT - XJIOPOTHA3

€H -AHTH HH-anaocTepoHoBaTa cucreMa (PAAC)
J{aHHM OT KITMHMYHM NPOYYB&HMS MOKA3BAT, Y& ABOHHOTO 60KUpaHe HR pEeHHH-aHTHOTEeH3HH-
anaocrepoHopara cucreMma (PAAC) apes kombunuupanata yrnotpeba Ha ACE mrxuburopn,
anruoTeH3uH IlI-penenTopHn 6N1O0KEPH WITH aIHCKHPEH C€ CBBP3BA ¢ N0-BHCOKA 4ECTOTA Ha X
CHOHTHA, KATO HAMpUMEP XHITOTOHHA, XMIICPKAJIMEMHA U HaMaaBaHe Ha ObOpeunaTa Gy ki
(BxmovHTENHO OoCcTpa 6B0pevHa HEAOCTATHUHOCT), B CpaBHEHHE ¢ ynorpebara caMo Ha gl
neticranio sbpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).




MXHTICPTEH3HBHY C a
EaHoBpeMeHHaTa ynoTpeOa Ha Te3H CPeACTBa MOXKe 18 YBEJIMIH XMINOTOHWYHUTE edeKTH Ha

SHANANpHI U XHAPOXJIOpoTHa3HA. EqHoBpeMeHHaTa yroTpeda ¢ HUTPOIJMLEPHH H APYTH HUTPATH
WIH APYTH Ba30AMIATATOPH MOXE AOTBTHMTETHO Aa HAMAIH KPBBHOTO HAAraHE.

JIATUH

ITpn egHOBpeMeHHOTO NpwiaralHe Ha nutuit ¢ ACE umxuburopu ca crobmenn obpaTiMu noBHINeHN
HA CEPYMHHTE KOHLIEHTPALMH Ha JIMTHH W TOKCHUHOCT. EAHOBpeMeHHaTa ynoTpeba ¢ THa3HAHH
TAYPETHLIM MOXXe HOIFTBJIHMTCTHO Jia MOBUIIM HHBATA HA AWTHH H YBEJIMIH PHCKa OT IHTHEBA
TOKCHIHOCT ¢ ACE urxuburopu. Ynorpedara va Ko-Penurek ¢ 1uTuii He ce npenoprisa, HO aKO
KOMOHHaIHATA ce OKaXKe HeoOXxoauMa, TpadBa Aa ce H3BbpPIIH BHUMATETHO MOHHTOPHpaHE Ha
CEPYMHHTE JIMTHEBH HHBA (BK.TOYKA 4.4).

Hecrepoyany npotHRopbanamurenHy cpeactsa (HCIIBC) BMIOYRTENHO CENeKTHBHH MHXUOUTOPH HA
kcurenasa 2 (COX-2

Hecrepouannure nporusoBbs3nanvtensy cpeactea (HCIIBC), BKMOYHTENHO CENEKTUBHHUTE
HHEXUOHTOPH Ha LMKIcOKCHreHasa 2 (COX-2) Moxe 1a MOHWKAT e(eKTa Ha JHYPETHLIUTE H

OPYTH AHTHUXMIICPTEH3WBHH cpeiacTBa. (CJIeIOBATEIHO AHTUXMIIEPTCHIHBHMAT e(ekT Ha
aHrnorensuH 11 penenropan anraronucT, ACE MHXMOMTOpH WM JHYpPETHLIM MOXe Ja Obae
namaneH ot HCIIBC, BkmouHTETHO CeIEKTHBHUATE HHXHOATOPH Ha LHKIooKkcuTeHasa 2 (COX-

2).

EaxospemennoTo npuwioxkenre Ha HCIIBC (sxmounTenHo COX-2 HHxHOUTOpH) H aHTHOTEH3HH 11
peUeIrTrOpHU aHTaroHUcTH WM ACE HHXMOHTOPH NposBaBa aAUTHBEH e(eKT BbpPXY NOBMIIABAHETO Ha
CepYMHHS KAJIHH ¥ MOXe Aa AoBele A0 BnomaBaHe Ha OnOpeuHaTa pyHkiHA. Teau epexru
obnxHOBEHO ca ofpaTuMu. Paaxo MOXe a ce NoABH ocTpa 610peyHa HeXOCTATBYHOCT, OCOOEHO IpH
NaMeHTH ¢ yBpeaeHa On0peuna QyHKimA (KaTO HANMpHMep NAUWEHTH B CTAPYECKA BB3PACT WIN
NauMeHTH ¢ 00eMeH Ae(UIMT, BITIOYHTEIHO T34 Ha AUYpeTHIHA Teparii). ClieqoBaTesHo
koMOMHaLMsTa TPAOBA Aa ce npuiara ¢ NOBHIICHO BHHMAHHE NPH NAIHSHTH ¢ yBpeaeHa Obs0pedHa

yHxImMs.

E B ar

J1 [IOBHII HCKAa ocACM
Ennospemennara ynorpeda Ha ACE upxubutopH H cakyOMTpHI/BancapTaH e IMpOoTHBONIOKA3aHA, ThH
KaTO YBe/IM4aBa pUCKa OT aHrHoeaeM (BX. TOUKH 4.3 H 4.4).

EnnoppeMennara ynorpeba Ha ACE urxuburopu ¥ pauekanotpwi, mTOR urxuburopu (Hamp.,
CHPOJIIMMYC, EBEPOTHMYC, TEMCHPOIHMYC) K BIWLIATIMIITHH MOXKE Aa AOBEE N0 NOBHIICH PHCK OT
auruoeneM (BK. Touka 4.4).

ATHR-ChXDAHSBAIIN AHYDETULH., JO0ARKH, ChIBDKANIN KAJIHN, KIU JDVTH JEKaApCTBRA, KOUTO MOL'AT
Aa NOBHIIAT CEPYMHMS KATHH

Benpexu ve cepyMHHAT Kanuii OOMKHOBEHO OCTaBa B HOPMAJIHH FPaHMLIM, NPH HAKOH
nauMedTd, JiekyBaHH ¢ Ko-PeHuTek, MOxke na ce nosBM Xunepkanuemus. Kamui-
ChXPAHABAUIHATE JUYPETHLH (HAIP. CIHPOHOJIAKTOH, TPHAMTEPEH WIH aMWIOpHA), nobaBkuTe,
CBHABPKALIH KaTHi WIH 3aMECTHTE/NHTE HA COJM, ChALDKAIM KAJHH MOXe aa AoBeaar Jo
3HAYHUTETHO NOBUIIABAHE HA CEPYMHHA xanuii, ChINo Taka TpadBa aa ce BHHMaBa, koraro Ko-
PeHuTEK ce nmpHiara eXHOBPEMEHHO ¢ APYTH CPEACTBA, KOMTO TMOBHILABAT CEPYMHHA KAJHi,
KATO TPHMETONPHM H KO-TPHMOKCA301 (TpHMETONpUM/ CYAPaMETOKCa30J), TbH KATO
TPUMETONPHMET € H3BECTEH KATO KANTMNA-CHXpAaHABAN] AMYpeTHK KaTo aMuiopua. [lopaxu Topa
He ce mpenopnruBa KomMOuHHpaHeTo Ha Ko-PeHMTEK ¢ ropecrioOMEHATHTE JIeKapcTBa. AKC
eJHOBPEMEHHOTO MPWIOKEHHE € MOKA3aHO, TO TPAOBA Na ce H3BBPILBA ¢ MOBHIIEHO BHHMA¥
H TpAOBa 9ecTo a C6 MOHATOPHPA CEPYMHHAS KAIHIA.

LIHKI0CTIOpHH




XurnepkanseMHs MOXe a BE3HMKHE 110 BpeMe Ha efHoBpeMeHHa ynorpeba Ha ACE unxuburopu ¢
ipciocnopud. [Ipenope4asa ce npocieassane HA CEPYMHHS KATHHA.

XenapyH
XunepkaTHeMHs MOXe J1a BE3HHKHE 10 BpeMe Ha eqHoBpeMeHHa ynorpeba Ha ACE unxubutopu ¢

xernapHH. [Ipenoprusa ce mpocaeadBaHe Ha CEPYMHUA KTHH.

IyypeTHim (THa3uay ¥ OPUMKOBH JHYPETHIIN)

[MpenmecTBamo JCYCHHE ¢ BUCOKH A03H JHYPETHIIM MOXeE Ja foBeae A0 00eMeH AeHUIMT H PUCK OT
XMITOTOHMA TIPH 3aM0YBaHE Ha Je4eHHe ¢ eHananpun (BX. ToukH 4.2 ¥ 4.4). XunoroHwaHure edpeKkTH
MOXe Aa ObIAT HAMAJICHH 4pe3 IPEYCTaHOBABAHE HA JICUSHHETO ¢ AMYPETHLIM WIH 4Ype3 NOBHIIABAHE
Ha ofeMa WM nNpHeMa Ha CoJl.

TpHUHKAHIHY aHTHAETIPECs A HTHHCHXOTHIH/ A HECTETHLL

EanoepeMexHaTa yriorpeba Ha onpeliesieHd aHeCTETHLM, TPHLIMKJINYHH aHTHACIIPECAaHTH U
aHTHNCHXOTHIIH ¢ ACE mHxuOMTOpH MOXKe Aa JOBEAE A0 NO-HATATHIITHO HAMAJIABAHE HA KPHBHOTO
Haarane (Bxx. Touka 4.4).

CHMIATHKOMHMETHLIM

CHMTIIaATHKOMUMETHLIMTE MOTAT 2 HAMAIAT aHTHXHNepTeH3UBHHA ePekT Ha ACE unxubGuropure (Bix.
TOUKa 4.5).

Aurnayabernu

EnMaeMHONOrHYHH NPpOY4YBaHKA NMPEAIONaraT, 9¢ eJHOBpeMEeHHOTO nmpruiiokeHKHe Ra ACE uHxuburopu
M aHTHOMA0ETHM NIeKAPCTBEHH NPOAYKTH (MHCYJIHH, NIEPOPAIHA aHTHAHA0ETHY CpeiCTBa) MOXE A
NpeIH3BHKA YBEIHYEeH eieKT HA HaMaJIIBaHe HUBOTO Ha KPBBHATA 3aXap C PUCK OT XHIIOTTHKEMHA.
To3u peHOMEH MOXKe MO-BEPOATHO A C& NMPOABH Npe3 MbPBUTE CEAMMIIM OT KOMOHHHPAHOTO JICYEHHE H
NpA nauueHTH ¢ 0B6pedno yBpexxaaHe (K. TOUKH 4.4 1 4.8).

AJKOXON

AnKoXOoNBT NoBHIIaBa XunoreH3WBHUA edekt Ha ACE muxuburopure (BK. Touka 4.5).

ALETHICATHIHNOBA KHCeNWHA, TpoMOonuTvim ¥ B-Gnokepu

EAHOBpPEMEHHOTO NPHJIAraHe Ha SHANANPII ¢ ALICTHICAIMIIWIOBRA KMCETHHA (B KAPAHOJIOTHIHH
03H), TpoMOOTHTHLIM K B-010KepH € BezonacHo.

3nato

HutpuTOoBIHM peakiuM (CHMITTOMH, BIUTIOYBAIIH 3a4YEpBABaHE Ha JIHLIETO, TafACHE, NOBPBIAHE H HUCKO
KPbBHO HaJlaraHe) ca ChOOIMABAHH PRAIAKO IIPH NALMEHTH Ha JICUCHME ¢ HIDKEKUMOHHA (popMa, ChABpXKAlla
anaro (sodium aurothiomalate) u eqnoBpeMeHHO nedenre ¢ ACE MHXHOMTOPH, BRIIOYHTEIHO €HATANPHIL.

XAADOXTODOTHAIA]

H H3 MHO
TrazuauTe MOXKe Aa NOBKHIDAT TyBCTBHTENHOCTTA KbM TYOOKYPapHH.

AJIKOXQI [HO aH
Moxe na HACTEITH NMOTCHUHMPAHE HA OPTOCTATHYHA XHITOTOHMA (BX. TOYKA 4.5).

) ne CPEACTBA H HHCYAHH
Moxxe aa ce HaNOXKKH KOPHTHpaHe Ha 03aTa Ha aHTHAHAaOeTHUTE lekapeTea (BXK. ToukH 4.4 U 4.8).

XONnecTUPAMHH B XOJIECTHIIONOBH CMOITH
AGcopbiaTa Ha XHAPOXAOPOTHA3K] € HAPYIIEHA B NPHCHECTBHETO HA AHHOHHM OOMEHH

EMuHMYHH J03H OT XONeCTHPaAMHH HIH XONECTHUIIONOBU CMOJIH CBBP3BAT XHAPOXIOPC s
HaManaBaT abcopOimaTa My 0T FraCTPOHHTCCTUHANTHAA TPakKT. [IpOLEHTET Ha HAMAJICHIK
gocrurHe 85 % u 43 % cpoTBETHO.




Yarpxed OT yurepsan (HanpuMep XHHWIWH. NPOKAHHAMWI. aMHOJAPOH. COTAMON
[TopumeH puck ot torsades de pointes.

JMrHTANHCOBH [NIHKOIHAM
XHUIIOKAIHEMHATA MOXE @ MOBHIIH TYBCTBHTEIIHOCTTA HIH 3aCHIH PEaKIHATA HA CHPLIETO NO
OTHOIICHNE TOKCHIHHTE S(PEKTH HA NUIHTAMHC (HAMPHMED MOBHIICHA KAMEPHA BB30YIHMOCT).

Koprrkocreponaun, ACTH

YCHICHO OTeIHEe HA €JICKTPOJIATH, B 9ACTHOCT XHIIOKATHEMHA.

ATHHYDCTHYHH AWYDETHIM (Hanmp. Qypo3eMHA), KapOCHOKCONOH AW 3novnorpeba ¢
JAAKCATHBY XUAPOXITOPOTHAIHA MOXKE /1a TIOBHIIHN 3arybaTa Ha KaIUil M/ WIH MarHesHit,

lIpecopHy aMUHK (Hanp. HOPAIPEHATHH)

EdexTsT Ha npecopHUTe aMHHK MOXeE Aa 0B NOHIDKEH (BX. TO4Ka 4.5).

B MCTOTPDCKCAT

Tuasuaure Morat fa HaManat 6s6peuHaTa eKCKpeLHa HA LHTOTOKCHIHH MIPOLYKTH H 48 YCHIAT
TEXHUTE MUENOCYTIPECHBHH e(eKTH,

HenuaTpuusg nonysaums

[IpoyuBanus 3a p3auMOCHCTBHATA CA MPOBEXKAAHH CAMO MPH BH3PACTHH.

4.6 BpeMennocT, KbpMene B ¢epTRANTET

BpeMenuocT

ACE-aHxnOHTOpH:
He ce mpenoprusa ynorpebara Ha ACE MHXMOHTOpH 1O BpeMe Ha IMbPBHA TPHMECTBD Ha
OpemeHHOCTTa (BXK. Touka 4.4). YnorpeGata Ha ACE HuXxu6HTOpH No BpeMe Ha BTOPHA M

TPETHA TPHMECTBP Ha OPEeMEHHOCTTa € MPOTHBOMIOKA3aHa (BX. TOUKH 4.3 U 4.4).

EnuaeMHONOrHYHHTE JAHHH OTHOCHO TEPAaTOreHHHA PHCK BCJIeACTBHE npuioxeHne Ha ACE
MHXHOHTOPM IO BpeMe Ha ITbPBHA TPHMECTED Ha GpeMeHHOCTTa He ca yoenurenHu; obaue He MOXe [a
OBl H3KMIOYEHO MAJIKO MOBMIIIEHME Ha pucka. OCBEH KOTATO NMPOABDKABAHE HA 3A0YHATOTO
neyenue ¢ ACE nHxuGuTOp ce cMATa 32 HaIOXKHTETHO, IIPH MALMEHTKHTE, IUTAHHPAILH GPEeMEHHOCT, €
HeoOX0NMMO /ia Ce CMEHH AHTHXHIICPTCH3HBHATA TEPANHA C ATTEPHATHBHA ¢ YCTAHOBEH MPOdHIT Ha
6e30macHOCT 1o BpeMe Ha GpeMeHHOCT.

Korato ce ycraHoeu 6pemenHocT, eaeHnetTo ¢ ACE unxuburopu Tpabaa a2 ce npeycTaHOBH
He3abaBHO H Aa ce 3aM0YHe ATTCPHATHBHO JICYECHHE, aKO € NOIXORMLIIO.

H3pecTHO e, 4e neuenuero ¢ ACE MHXBOHTOPH Mo BpeMe Ha BTOPHS H TPETHA TPHMECTHP Ha
OpeMeHHOCTTa NMpeAK3BHKBA (PETOTOKCHIHOCT NpH Xopa (HamateHa 66peqana GyHKums,
OJIMrOXHIPAMHHOH, 3a0aBiHe HAa OCHUKALIHATA Ha Yepena) H HEOHATATHA TOKCHIHOCT, (6B6peuHa
HEOCTATBYHOCT, XHITOTOHHA, XHNEepKaTHeMHus) (BxK. Togka 5.3). ONMroxXuapaMHHOH [pH Makikara,
BEPOATHO MPEACTAB/IABAIL HAMANECHa eMOpHOHaNHA 6B0peuna GYHKIMA ce MOABABA H MOXKE AA IOBEAE

A0 KOHTPAKTYpa Ha KpaWHHLHTE, YepenHo-THIEeBH Je(hopMalMH H XHITOTLIa3ks Ha Gesus apob.

AXo ce ycTaHoBM excriosuis Ha ACE-uHXHOUTODH OT BTOPHS TPHMECTBP Ha OPEMEHHOCTTA, €
MPETIOPBHHTETHO YATPa3BYKOBO H3CNIEBaHE 3a IMpoBepKa Ha 6s6pednaTa ¢yHxums 1 yepena.

HoBopozaenu, yunTo Makiku ca npuemMamt ACE uuxubutopu, Tpa6ea CTPHKTHO 18 6baat
MPOC/ICAABAHH 34 MIOABATA HA XUITOTOHHA (BXK. TOUKH 4.3 ¥ 4.4).

Ny
XUApOXJIOPOTHA3HL: § o
Mma orpaHHuCH OMHT ¢ XHAPOXJIOPOTHA3H] 1O BpeMe Ha GpeMeHHOCT, 0CoGeHO npes WP RRF A 7. v
TpuMecThP. I1poydBaHUATA IIPH XKHBOTHH €2 HEAOCTATHYHH. XUAPOXIOPOTHA3H] TIpe I AAERET. o A



rnaneHraTa. Bn3 ocHoBa Ha (GapMaKOIOTHYHHA MEXAHW3bM Ha JeHCTBHE Ha XUIAPOXIIOPOTHASHL,
ynorpebara My Ipe3 BTOPHA U TPETHA TPHMECTBP MOXKE J1a HITOKH Ha PUCK QeTo-IUtaneHTapHaTa
nepdy3ns H MOXKE 4 NPHIHHH GEeTATHH H HEOHATAIHH e(eKTH KATO XBJITCHHIIA, HApyLIeH!A B
eNeKTponuTHHA 6anaHe # TPOMOOLMTONCHHA.

XuapoxrIopoTHazua He TpA0Ba 8 ce M3IOI3BA 38 reCTAlHOHEH OTOK, MeCTalMOHHA XHIEPTORMSA WIH
NpeeKIaMIICHA TIOPaAH PHCK OT HAMAaJIEH TuiazMeH o6eM M IaneHTapHa Xxunonepdysus, 6e3 nojesex

edekT BBpXY XoAa Ha 3ab0onqBaHeTo.

XuppoxnoporHassz He TpaOBa Ja ce M3IIONI3Ra 38 €CEHIMATHA XHUTIEPTOHHS PH OpEeMEHHM KCHH
OCBEH B PEIKH CITyuaH, KbCTO HE MOXKE JIa Ce H3IOM3Ba HUKAKBO OPYTO JICUCHHE.

KnpMene

EHananpmn:

OrpatuicHH QapMAKOKHHETHYHH JAHHH ITOKA3BAT MHOIO HHCKM KOHIEHTPALMY B KEpMATa (BXK. TOYKa
5.2). He3aBACHMO 9€ Te3H KOHUECHTPALMH M3T/IeXKIAT KIMHHYHO He3HaTHMH, ynoTpedaTa Ha Ko-
PeHMTEK HE C€ MPENopbHYBA [0 BpeME Ha KEPMEHE NPH NPEXKIACBPEMEHHO POASHH KbpMa4eTa H npes
ITbPBHTE HAKOJIKO CCAMMIM CNICH PAXASHETO, NOPAIM NOTCHUHMANEH PHCK OT ChPAEYHO-CHIOBH H
O6uOpedHH edQeKTH H Nopaau HEAOCTAaThYCH KWIMHHYeH ommuT. [Ipn no-ronemu kbpmauera ynorpebara
Ha Ko-Penurex npu xppMemy Maixu MOxe 1a ce 0OMHCAY, aKO TOBA JICYCHHUE € HAJIOKHTEIHO 32
MalkaTa H aKo geTeTo ce HabmozaBa 3a rosBaTa Ha HEXXeNaHH edeKTH.

XHUAPOXJIOPOTHASHKAL:
XHIAPOXJIOPOTHA3H], C€ OTAENA B KbPMATA B MAJIKH KOTMYECTBA. TUa3UIHTE BbB BUCOKH J103H

NpeAU3BUKBAT HHTCH3UBHA MYypE3a W MOTaT Aa MOTHCHAT KbpMara. Y norpebara Ha Ko-Penurek He ce
NpenopLiBa No BpeMe Ha KepMeHe, Ako Ko-PeHuTek ce H3no3ea rno BpeMe Ha KbpPMEHE, JO3UTE
TpaGBa Aa ce 3ana3’sT Bb3MOXKHO Hal-HHUCKH,

4.7 Edexrnr BLpxy cnocobnocTTa 33 modapane s pabora c MAIRAN

[Tpu modupane wm pabora ¢ MalIMHH TPAOBA A4 C€ HMa NMPEABHI, Y€ MOHAKOra MOXe a C€ MOSABH
3aMalisaHe wim obma oTnagHAIoCT (BK. To9KA 4.8).

4.8 HexelIanHd JeKAPCTBEHH PeaKlnH

Ko-Penurek 00HKkHOBeHO ce noHaca aobpe. [Ipn xMuHMYHKH MpOy4BaHHUA, CTPAHHYHHUTE e(PEeKTH ca
OHIH JIEKH H NPEXOAHH H B MIOBEYETO CIIy4au He Ca H3UCKBAIM MPEKPaTABaHE HA JICICHHETO.

Haii-uecTHTe CTpaHHYIHM €(peKTH, chOONIABAHH IO BpeMe Ha KIMHAYHO npoy4BaHe ¢ Ko-Penurek ca
Owm rnasoboiHe H KaoUTHIA.

CrobmaBany ca ClieJHHTE HeXXeJIaHH JICKAPCTBEHH peakiuH 3a Ko-PeHuTeK, eHananpua wWiH
XUIPOXJIOPOTHAZHA CRMOCTOSTENHO, KAKTO 10 BpEME Ha KJIMHHYHH ITPOYYBAHMA, TAKA H ClIeJ] KATO

MPOAYKTHT € IYCHAT HA r1a3apa.

Tabaanoa 1. Hexenrann nekapcersedn peaknan na Ko-Peanrek

KCHCTEMO- Muoro  |Yect =1/ 100 [Heuectn 1/1 ~ Penxw Mnuoro | C HeusBecTHA
OpraleH Knac 4eCTH oo <1/10) 000 mo <1/100)] (=1/10 000 no PSAKH yecTora (OT
21/10) <1/1 000) (<1/10 000)| wanuaHHTE

T&AHHH HEC MOXC




o o

eonnasMu — eMenaHOMEH
o0poKauecms Ha KOXKAara
HU, 0a3anHoKJIeT-
Kayuecmeenu qeH
u KapLHHOM H
onpeodeneriu ICKBAMO3HOKNIET
(6KR. Kucmu u IbY€H
ORUNY) _ L KAPIIMHOM )
\Hapywenun na IAHEMHS HeyTponenus,
IKpoema u (BKTIOYHTENHO [HAMAJICH
umMprnama [AIUIACTHYHA H  [XeMOrno0HH,
ucmema XEMOJIMTHYHA) [HaMaJIeH
IXEMaTOKPHMT,
rpoMOoLITONE
HHA,
larpaHyIomHTO3A,
IKOCTHOMO3BYHO
NMOTHCKAHE,
eBKOTICHNA,
8HIIUTOTICHU,
HMpaNEeHOMNaTHS,
HMYHHH
abonapanus
Hapywenun na CHHApPOM HA
ICHOOKpuUKHama HapymeHa
lcucmema CeKpeLMa Ha
AHTUAMYPETHY
H XOpPMOH
_ | | (SIADH) __
Hapywenun na XunokamdeMusiXunoraukeM {[losMimena kpsaHaXunepkani
Wemabonuzma , TOBHIIIEH q (BX. TOUKa paxap He MHA (BXK.
e Xpanenemo xonecrepon, W.4), mouka 4.4)
TIOBHILICHH XHIOMarHe3ue
HTTHLEPHIH, MMA,
gmepypnxemn noparpa**
\Hapywenun Ha [[;naaoﬁonﬂe, \O6bpxBane, [Heobuuaiinu
IHepenama enpecus, CHHMILIA,
lcucmema u ICHHKOIT, HapYILEHHUS Ha
CUXUNREI TIPOMEHEH BKYCHEPBHOCT, CBHSA, Mapesa
wapywenus Knopaau
XUMOKANTHEMH )
apyuienua Ha [3aMBrieHoO XopouaaieH
uume KIAHE 1 M3/IHB
apyuieHuR na [lyMm B yniuTe
X0mo u
abupurnma




Copoeunuu  Bamalisane |[Xunotouwus, kberomeH Ha
lc»oosu IOpPTOCTATHYHA Raynaud
\Rapyuienun XHNOTOHWS,
PHTEMHHU
HapYIUICHH,
ICTEHOKapAM4,
[Taxuxapaus
[IPH NAIMECHTH
lc BHCOK pHCK
(BX.
| rodka 4.4)
\Pecnupamopru,JKanma Bagyx Hazanna enoapobHu
CPYOHU U lgekpeum, $WIITPAaTH,
IMEOUaCMUNRAH OJIKH B CIHPATOPEH
i Hapywenun rLPJIOTO K CTpEC
Jpesras rinac, [BKIIOYHTENHO
OpoHXOCHA3EM [ITHEBMOHHT H
VacTMa enoapodeH
OTOK), pHHMT,
ATeprHvieH
[ATBEOJIUT/€03HH
o wIHa
. _ | €BMOHHA
momauino- [Canene \{nuapus, Uneyc, TOMaTUT/adTO CTHHAN
PEeCHU KOpeMHa 00JIKa [ITaHKpeaTHT, BHH YALepalMH H
lwapyuenusn IoBpbIIaHe, [A3BH), INIOCHT  |[AHIFHOEAEM
CTICTICHA,
L.;“;nex,
[AHOpEKCHS,
ICTOMAIIIHO
pa3HeHe,
yXOTa B
[ycrara,
MeNTHYHA
3B,
_ METEOPH3BEM** ] |
Xenamobunuap YepHoapoOHa
\RU HApYUieRUR €OCTaTEYHOCT,
Eepﬂonpoﬁﬂa
Hekpo3a (Moxe Ja
Opae dartanHa),
XETIaTHT - HJIH
XenaTolenynapeH
TH
XONECTATHYEH,
DKBITTCHHIEA,
XoaeMCTHT(0C06
HO [pH
ALMEHTH C
AXORCana
ONeTUTHA3A)




QPYUICHUR HG PMB adopesa, puTEMa HMa
oxneama u exanthema), pOex, aTHdOpMeE, crobmeHye 3a
OOKOMCHAMA CBPBXYYBCTBHT [YPTHKapHAL, HHIOPOM Ha KOMILIEKC OT
KaH ICJTHOCT/aHTHOH [ANTONe1us tevens- HMITFOMH,
IeBpOTHYEH Johnson, OMTO MOXe 1a
IOTOK: ekchoHaTHBEH KJIIOMBA
[AHCHOHEBPOTHY lnepMatHr, OM HIIH
€H OTOK Ha TOKCHYIHA HYKH OT
pruLeTo, eIHACpMATHA eAHHUTE
KpanHHULHTE, HEKPOnu3a, IMPOSIBH:
CTHHTE, nypa, BUCOKA
3HKa, IVIOTUCA OKEH JIYITYC [TeMIIEpaTypa,
HWIH PHTEMATO3YC, ICepO3MT,
apHHKCA ca pUTpOIEpMa, BAKCYJIHT,
HWIH neMpuryc MUATIHA/ MHO3
BOOUICHH (BXK. HT,
uxa 4.4) ATpaJIrkA/apTp
M,
TIOJIOKHTENIEH
ANA,
CKOPEHO
YE,
o3HHO AU
H JIEBKOLIUTO3A.
Moxke na ce
HIOABU OOpHBE,
(OTOYYBCTBHUTE
ITHOCT KIIH
ITPYTH KOXHH
i L | | _ Trgpoxsu.
\Hapyuwienun na MyCKYIHH Aprpanrus**
YCKYRHO- KpaMr***
Kelemnama
ucmema,
COUHUMENIRA
MOKaH U
ocmnu
ApYUIEHUR | o
apyuienun Ha b16peqna Onurypus,
Opeyume u COYHKIMA, [HHTEPCTHLHAICH
\nuKounume O0s0peuna HedpHT
Iromunga €AOCTATHYHO
T,
L MHYpHA | - |
Hapywenun na | MmnorenTHoCT [ UHEXOMAcTHS |
8BINpOUICOoUm
e anama
cucmema u
Fupoama | ) | |
1061yu ACTeHHS bonka B 106mo
APYUIEHUR U bP/MTE, HEpa3fnOJI0KEH
Pexmu na [yMopa He, BUCOKA
cmomo Ha TeMneparypa
URONCEnUE |




H3cedeanun Xunepkamemull losumeHa OBHILICHH
4, TOBHHIEH  [KPBBHA ypel, HHOCTH Ha
CepyMEH XHIIOHATPHEM MEepHOAPOOHH
KpeaTHHHH 136 CHIMMH,
IMOBHILICHH
ICTOMHOCTH Ha
CepyMHHA
_ OummpyOun

il

* B KIHHHYHHTE M3MMTBAHKSA YECTOTATA Ha TE3W B IPYNAaTa2 Ha IU1auebo H Te3sH B rpynara Ha AKTHBHA
KOHTpOJNA € OHUNa CpaBHHMA.

**¥ HabmonasaH caMo rpH 1034 OT 12,5 mg ¥ 25 mg XHAPOXIOPOTHA3H

***KnacrdHmpateTo Ha MycKyJTHHTE KPAMITH KAaTO H€CTH Ce OTHACH 3a o3uTe oT 12,5 mg u 25 mg
XHAPOXJIOPOTHA3KA, AOKATO KIACH(HLIMPAHETO HM KATO HEYECTH C& OTHACA 34 J103aTa OT 6 mg

XHAPOXJIOPOTHA3HN

HOOIIABS ; : AN LLIE]
Cpo0maBaneTo Ha NOAO3MPaHK HEXENAHH PeaKilMH CJle]] paspelllaBaHe 3a ynorpeba Ha NeKapCTBCHUA
POAYKT € BakHO. ToBa M03B0/IABA 18 NPOALIDKH HAGIOEHNETO HA CROTHOIICHHETO 10/13a/PHCK 38
JICKAPCTBEHKA NPOAYKT. OT MEAHLIMHCKHTE CTICLMMATHCTH CE H3HCKBA Ja Cho0IaBaT BCAKa IOA03UpaHa
HelKE/aHa peakia upe3 M3ImbiHHTeNnHa areHLHs o Jekapersara, vi. ., Jlamas Ipyes“ Ne 8, 1303
Codms, Texn.: +35928903417, yebeaiir: www.bda.bg.

4.9 Ilpeno3mpane

Hama cnenuduina undopmars 3a seveHne rpu npeno3upane Ha Ko-PeHurek. Jlewenuero e
CHMITTOMaTHYHO H noArspkaino. Tepanuara ¢ Ko-Penurek Tpabsa aa Gbae cripsHa, a mauueHTsT
HabmozaaBaH oT6/H30. [lpenoprunTeNnHHTE MEPKH BIUIOYBAT IPEN3BHKBAHE HA NOBPBILAHE,
[MPACMAHE HA AKTHBEH BBIJICH H JIAKCATHB B CJIyuall Ha CKOpPOIIHO ITpHeMaHe Ha Tabierkure, U
KOpHTHpaHe Ha NCXHApATaLMATa, eIEKTPOIMTHHSA AHCOaNaHC K XUITOTOHHATA 10 YCTAHOBEHAT

mpouenypa.

Enaranpniios majgear

Ha#i-apkHTe CHMITTOMM, IIpeIU3BHKAHH OT NPeJO3UPAHe, Ca H3Pa3eHa XHIIOTOHMA, 3aTI0YBAIA OKONO 6
4aca ciell MpHeM Ha Ta0JIeTKHTe, MpUAPYXKeHa ¢ GIOKMpaHe Ha peHHH-AHTHOTeH3UHOBATA CHCTEMA U
cTynop. CHMIITOMHTE, CBBP3aHH ¢ npefosupane Ha ACE HHXHOGHTOPH, MOXKe A2 BKIIOYBAT
IMPKYJIATOPEH IIOK, €NCKTPOIMTHH HApYIIeHU, OB0peuHa HEAOCTATHHHOCT, XHITEPBCHTHIALHS,
TAXHKADIHA, AIUTALEH, Gpaaukapaus, 3aMaiiBaHe, Ge3nokocTBo 1 kanumma. CepyMHH HiBa Ha
¢Hananpuia or 100 ro 200 meTH Hax Te3H NIpH cTaHAApTHA TO3HPOBKa, ce Habmonaear ciex
nprioxkenneTo Ha 300, pecnektnBHo 440 mg eHananpunos Manear.

[IpenopbuBaHOTO NleueHue NpH MpeNO3NpaHe e NPHIIAraHe Ha HHTPABEHO3HE HH(Y3HA ¢ H3OTOHHYEH
(HPH3HONOrHYEH PasTBOP. AKO Ce NOABH XHNOTOHMA, TIAHHEHTET TPAORA Ja ce MOCTABH NOJNOXKEHHe. AKO ca
HATHIHH, HHQY3H: ¢ aHrHoTeH3RH II Wunu uHTpaBeHOIHM KaTeXOIAMHHM MOXKeE N8 6BIaT IO, R K06
TIPHEMAHETO HA TAGNIETKUTE € CTAHANO CKOPO, B3EMETe MEPKH, HACOYCHH KbM /THMHHHML s “oﬂstz .
CHAIATIPHIOBHA MajieaT (Hanp. NOBPBIIAHE, CTOMALIHA MPOMHBKA, IPUeMaHe Ha abcop6 7 Q REER N\
CyJ1paT). EHAnAnpuiaT Moxe J1a ce IPEMaXHe OT KPHBOOOPBILIEHHETO Ype3 XeMONHATH (8. MRRA AL \
[NeficMelikbp TeparmaTa e Moka3aHa 3a IEYCHHE Ha PE3UCTEHTHa Spaaukapans. KuzHedt AL A
MPH3HALH, CEPYMHHTE €/IEKTPOJIHTH H KOHUCHTPALMHTE Ha KpeaTHHHHa Tpa6Ba 1a 66aat i
MOHHMTOPHPAHH.




XEAPOXIOPOTHAIH]

Haif-gecTo cpemaHHTe IpH3HALM H CHMITTOMH €A TE3H, NPEeAM3BHKAHH OT EIEKTPONTHTHHTE
HapyucHHs (XHIIOKATHEMHA, XMTIOXIOPEMHA, XHITOHATPHEMHA) H JeXHAPALHMATA, BCICICTBHE
€KCLIECHBHATA IWype3a. AKO ca OWIH IIPHIaraHy M JUTHTAIMCOBH ITPOAYKTH, XHNOKATHEMHSTA MOXKE

Ja NMpOBOKHpa ChpAeYHa apHTMUA.
s G®APMAKOJOI'HYHM CBOUCTBA

5.1 PapMaKoaHHAMHETIHH CBOACTBA

PapMakoTepanesTHYHa Ipymna: eHATaNpuI H JHYPETHLH.
ATC xox; CO9BAOQ2

Ko-Penurek (eHANAMpHIOB MaJeaT H XHAPOXIOPOTHA3H/) € KOMOMHALMS OT HHXHOHTOP Ha
aAHT'HOTEH3HH-KOHBEPTHPAIIHA eH3MM  (eHanampHIoB MaJleaT) W  IOHYPETHK
(XHOPOXJIOPOTHA3HA), KOKTO € ePCKTHBEH MpH JICYEHHE HAa XHNEPTOHMA. AHTHOTEH3HH
KOHBEPTHpAIIMAT eH3UM (Angiotensin converting enzyme - ACE) e nenruaun aumnenTiaasa,
KOATO KATRIH3HPA KOHBEPCHATA Ha AHTHOTEH3HH | 10 npecopHaTa CYOCTAHIMA AHIMOTEH3HH
[I. Cnex abcopOimaATa, eHanampwi ce XHAPOJIH3Hpa O EHANANPHIAT, KOMTO MHXHOHpa
aHTHOTEeH3HH-KOHBepTHpaims eH3uM (ACE). Muxubupanero na ACE BoaH 1o HaManssaHe Ha
a3MeHUs aHrHOTeH3MH 11, KoeTo BOAY 0 yBeNutaBaHe Ha IUIA3MEHATa PEHUHOBA AKTHBHOCT
(B pe3ysIrar HA MpeMaxBaHe Ha HeraTHBHATa 00paTHa BPh3KA HA PEHHHOBO OCBOGOXHABaHE), H
HAMAABAHE HA A&IJOCTCepPOHOBATA CeKpelMd. XHAPOXJIOpOTHA3MA € JUYPETHK M
aHTHXHIICPTCH3MBHO CPEACTBO, KOETO YBeJIMYaRa IUTA3MEHATA PEHMHOBA aKTHBHOCT.
MexaHu3MBT HA AHTHXHITEPTEH3UBHHAT €(eKT € HeU3BeCTeH. XMAPOXJIOPOTHAZH OOHKHOBEHO
He TMOBJIHABA HOPMAIHOTO KPbBHO HAJISMTAHE.

Ko-Penmrex MMa aHTHXHIICPTEH3HBHA H JJHYPETUYHA AKTHBHOCT. EHANANIPHIOB MaJeaT 1
XHAPOXAOPOTHASK] CA U3NOM3BAHH NOOTAEHO H B KOMOHHAIINA 3a JIeYeHHe Ha XHNEPTOHHA. Makap
Y€ XHAPOXJIOPOTHA3MA 6 Mg CAMOCTONTENHO He MOKA3BA KIIHHUYHO 3HAYHM AHTHXHMIICPTEH3UREH
edexr B cpaBHeHHe ¢ IUIALE60, KOFaTo XMAPOXTOPOTHAIHT 6 mg e KOMOMHKpaH ¢ CHAIATIPH, €
JOCTHI'HATO KITHHHYHO CHHEPrHYeH eeKT Mo OTHOIIEHHE Ha KPLBHOTO HansraHe. EdexTsT ot
TTOHIKABAHE HA KPBBHOTO HAJIATAHE € 3HAYHMTE/IHO NO-TOMSM, OTKOJIKOTO Ce HaOmonaBa npu
CaMOCTOATETHO NMPHICKEHHE Ha CHANANPWI. B TomeHeHHe, aHTHXHNIepTeH3UBHHMAT edekT Ha Ko-
Penwurek ce 3ana3pa nose 3a 24 gaca.

ACE e naentudeH Ha knHuHa3a I, Taxa, eHananpun moxe chio Ja 610KMpa pasrpaxKaaHeTo Ha
OpanuKuHKUH, MOIIEH Bazozenpecoper nentua. O6age, poisTa Ha TO3H eeKT HA CHATIATIPHI B
TePaneBTHIHO OTHOLICHHE 0CTABA 48 C€ H3ACHH.

MexaHw3sM Ha JelcTBHE
Buopexu 4e ce cuUMTa, ¥e MEXAHM3MET, 4Ype3 KOKTO CHANPHJ NTOHWKABA KPBBHOTO HAJIATaHe, €

TBPBHYHO NOTHCKAHE HA PCHHH-AHTHOTCH3HH-a/1II0CTEPOHOBATA CHCTEMA, CHAJIATIPHA HMA
AHTHXMIICPTEH3UBEH KT, JOPH ITPH NALMEHTH ¢ HUCKO-PEHWHOBE XHMEPTOHHUA.

DapMakoaMHAMHYHH edeKTH

IIpueMbT Ha eHANAIIPUII MPH TALMEHTH ¢ XUNIEPTOHKS BOJH A0 HAMASBARE Ha KPHBHOTO Ha/IAraHe,
KaKTO B JIETHANO, TAKA M B U3MIPABEHO IMO/IOXKeHHe 6e3 3HAYMTETHO YBE/THYABAHE Ha CHPACTHATA
YECTOTA.

CHMITTOMaTHYHATS OPTOCTATHYHA XATIOTOHHA € paaka. ITpH HAKOH NalMeHTH ONMTHMATHOR,
NMOHKWKABaHE HA KPBBHOTO HAJIATAHC MOKE 12 H3HCKBA IMPOIWLKHTETHOCT Ha X

v L 1M X

yBE/IHYaBAHE Ha KPBBHOTO HalATaHe,



EdexriBHo uuxubupare Ha ACE akTHMBHOCTTa OGHKHOBEHO HACTBIIBA 2 10 4 Yaca ciel] nepopaieH
NpHEM Ha eAHHHYHA 038 eHananpwi. Haganoro Ha aHTHXHUIIEPTEH3HBHATA AKTHBHOCT € HabmoaaraHo
OOHKHOBEHO HA ITEPBHA YacC, C MMKOBO HAMAJISBAHE Ha KPLBHOTO HAIATAHE, IOCTHTHATO 4 [0 6 uaca clien
npuema. IIpogemkuTeHOCTTa Ha edeKTa 3aBUCH OT Jo3ara. OGade, NpH MPEMOPEYHTENHUTE AO3H,
AHTHXHUIICPTCH3HBHHAAT H XEMOAHHAMNYCH e(eKT ce MoTbpXKAT Hali-Manko 24 vaca.

B xeMOAWHAMHYHH ITPOYYBAHHA Ha NALMEHTH ¢ eCCHIHAIHE XMITEPTOHUA, HAMAJIABAHETO HA KPbBHOTO
HAATaHEe € MPHAPYXKEHO OT HAMANABAHE HA NepH(pepHATa apTepHaTHA PE3HCTEHTHOCT C YBE/IHIABAHE
Ha CBPACYHHA yaapeH obeM H Malka WIH JIMIICBAIuA NPOMAHA B ChPAEIHATA YeCTOTa. BeneacTeue
MpPHEMa Ha CHANANPHIOB MAJIeAT, HMa yBelH4yaBaHe Ha 6p0peunns KpHrBOTOK, HUBOTO Ha
rioMepynHarta Guarpanus € HempomeHeHo. HaMa nokasaTencTea 3a 38(phikKa Ha HATPHUI WM BOJA.
Obave, NpH NalHeHTH ¢ HHCKO HUBO Ha MIIOMEpPYIHATa (GHITPALMA IIPeIH NeYeHHETO, TOBE HHBO
0oOHKHOBEHO ce yBe/HuaBa.

AHTHXHIIEPTEH3HBHOTO JICYCHHE C CHATIANMPKAN BOAH A0 3HAYHTEHA PErPECHS Ha NeBOKaMepHaTa
XHepTpodnd Che 3ana3panHe HA CHCTONHMA 00eM Ha JABaTa KaMepa.

EdexrsT Ha puKcHpanaTa 1030Ba KOMOHHALIMA SHANANPWIT H XMAPOXIOPOTHAZHI HE € NpOydBaH
BBpXY 3abonesaemMocTTa ¥ CMBPTHOCTTA.

Jpoitna 6nokana
/lBe ronemu paHAOMM3MpaHH KOHTPOJHpPaHH npoyuBamus — ONTARGET (Ongoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial — TEKYIO

TI00AITHO M3NUTBAHE 38 KPANHH TOYKH HA TEJIMHCAPTAH, CAMOCTOATENHO H B KOMOHHAIHS C
pamunipin) 1 VA NEPHRON-D (KimHHYHO npoy4BaHe, CBBLP3aHO ¢ pa3BHTHE Ha HedponaThs

mpH ualber, MpOBEAEHO OT MHHHCTEPCTBO 1O BLAPOCHTE HA BETEpaHHUTE) - npoy4BaT
ynorpebara Ha komGuHaumiTa o1 ACE HEXHOHTOD M aHrvoTensuH II-penermrropen brokep.
ONTARGET e npoy4saHe, IpoBeAcHO NMPH NALMEHTH C aHAMHE3a 38 CHPACIHO-CHIOBA HIK
MO3BYHOCHA0BA OonecT, WM 3axapeH auabeT THR 2, PUIPYKEHH ¢ JaHHH 32 YEPEXXAaHe Ha
epexropsu oprasu. VA NEPHRON-D e npoy«sase npu naimenTH che 3axapen auaber Tvn 2 u
auabeTHa HeponaTHs.

Tesu npoyuBanua He MOKA3BAT 3HAYHM GaronpusTen edekT BLPXy Gr6peanuTe W CHPACUHO-
CBAOBHTE NOCAECAHLA H CMBPTHOCT, KATO CBHINEBPEMEHHO ca Hab/IOAABAHH NOBHIIEH PUCK OT
XHIICPKANIHeMHA, OCTPO yBpexaHe Ha 6b0peLiuTe W/ XHITOTOHHS B CPABHEHHE C MOHOTEPAITMATA.
Kato ce umat npeasun cxommuTe M QapMAKOIHHAMHYHM CBONCTBA, TE3H Pe3yNTaTH ca MPHIOKHUMH U
3a Ipyru ACE urxuburopu u anrnorensun Il-peuemnropnn 6nokep.

ACE wrxuburopu u anruorensus Il-penentopHu 610KkepH cile JOBATENHO He TpabBa na ce H3MOoI3BaT
€THOBPEMEHHO IIPH MAHUEHTH ¢ AHabeTHa HedponaTus.

ALTITUDE (KruenvHO Npoy4BaHe, NPOBEAEHO ¢ ATHCKHPEH MPH NALHEHTH Che 3axapeH auabeT THn
2 ¢ H3MIO/I3BAHE HA CHPACHHO-CHAOBH H Gb6peYHH 3a60NIBAHHA KATO KPANHH TOYKH) € ITPOYyUBaHe,
TPCAHA3HAYCHO 14 H3CIIEBA NOJI3aTa OT AOOABAHETO HA ATMCKMPEH KbM cTaHnapTHa Tepamis ¢ ACE
HHXHOMTOD WIH aHTHOTeH3uH [I-penenropen 610Kep MPH NaLMEHTH Che 3axapeH aquaber Tdmn 2 U
XpOHHTHO 6BOpeuHo 3abonaBane, CHPAETHO-CHAOBO 3alonABane WiH H aBeTe. TIpoyuBaneTo €
MPEKPATEHO NPEKACBPEMEHHO MOPAAN IMOBHINEH PHCK OT HeOnaronmpusTHy nociegumm. Kakro
ChPACYHO-CHAOBATA CMBPT, TAKA U MHCY/ITHT €4 [I0-9€CTH B IPYTIATA HA ANTHCKHPEH, OTKOJIKOTO B
rpyTaTa Ha Iiiane6o, a npeJCTAR/IBAIIHTE HHTEPEC HEKEIAHA CHOMTHS H CEPUOHH HEXKETaHH
CBOMTHA - (XHUNEPKATHEMHA, XUMOTOHHA K 6r6peuHa MMCHYHKIMS) ce cHOBIIABAT HO-9€CTO B rpynara
Ha aJTHCKHPEH, OTKOJIKOTO B I'PYTIATa Ha Iwiauedo.

KyMYJIaTHBHAT2 4032 BpB3Ka MeXXy XHapoxnopoTHasua # HMPK. EqHo npoy4sasde B /..‘ Foa
nomynaima, cberosma ce or 71 533 crydan Ha BKK u 8 629 cirywan na CKK, 1 nony i er _
cBOTBETHO 1 430 833 1 172 462 nomxoasmu koHTponH. Bucoxara ynorpeba Ha xuAPOKFDY

(kyMynaTiBHO > 50 000 mg) ¢ cenp3ana ¢ kopurupas OR 1,29 (95% JH: 1,23-1,35) =y HAREDS
(95% IH: 3,68 - 4,31) CKK. HabmonaBsaHa e ACHa BpB3Ka KyMY/IaTHBHA 11038-0TTOBAD %t
Taka 1 38 CKK. [ipyro npoyqpane mokassa BE3MOXKHA Bph3Ka MEXKIY Paka Ha yC -




excnosuiiaTa Ha XXT3: 3a 633 ciydan Ha pak Ha ycTHMTE € noabpaHa romynaiums ot 63 067
TMOAXOAALIH KOHTPOIH, K&TO Ce M3II0M3Ba CTpaTerk 3a B3eMaHe Ha npoOH, onpenenieHa OT pHCKA.
JeMoncTpHpaHa e Bph3ka KyMyJIaTHBHA-103a OTroBop ¢ Kopurupad OR 2,1 (95% JIH: 1,7-2,6),
HapacTsam g0 OR 3,9 (3,0-4,9) 3a Bucoka ynorpe6a (~25 000mg) u OR 7,7 (5,7-10,5) 3a Haii-
BHCOKaTa KyMynatuBHa go3a (~100 000mg) (k. cpmo Touka 4.4).

5.2 PDapMAKOKHHECTHYHE CBONCTBA

Abcopbuma
TlepopansuaT enananpmi ce abcopbupa 6630, C THKOBH CEPYMHH KOHLIEHTPALMH HA SHAJIATIPHIL,
HACTHIBAIH B pAMKHTE Ha TpBHA 4ac. Ha 6azara Ha OTKpHBAaHETO B YPHHATA, CTENEHTA Ha

abcopbupa Ha eHananpwun ot TabneTkHTe € npHGIM3HTEeNHO 60 %. AGCopbimaTa Ha nepopaTHUS
€HAJIANPH HE Ce BNMAE OT HAIHIHETO Ha XpaHa B raCTPOMHTECTHHAIHHS TPAKT.

Cnen aGcopbumaTa, NepoOpalTHHAT EHATANPHI Ce XHAPOMH3HPA GBP30 ¥ EKCTEHIHBHO N0 eHANANMpMIAT,
MOILeH HHXHOHTOP Ha AHMMOTCHIHH KOHBEPTHpANMA eH3HM. TToA00HH MHKOBH CepyMHU

KOHLCHTPAIHH Ha CHANAMIPWIAT HACTBIIBAT OKOJO 3-4 yaca cieA nepopassHa 038 CHAANPHIOR
masieaT. OCHOBHHT® KOMITOHEHTH B YPHHATA Ca CHAIATIPHJIAT, H3UKCIIABAIL ce okono 40 % oT o3ara,
M MHTaKTeH eHananpui. C H3KIOYEHHE Ha KOHBEPCHATA B CHAJIATIPHIAT, JTMIICBAT AOKA3ATE/ICTBA 3a
3HaYMTe/IeH MeTaGOH3BM Ha eHatanpui. IIpoprasT Ha cepymMHATa KOHUEHTpAIMA HA CHANANPHIIAT
NOKa3Ba yABDKCHA TepMHHATHA ¢a3a, BepoaTHO nopanu cabp3BaHe ¢ ACE. ITpu unpusuau ¢
HopMaTHa OLOpeuHa GyHKuUNs, CEpyMHHTE KOHLUEHTpALMK Ha HATANPHIIAT MPH CTALMOHAPHO
ChCTOSHHE Ca JOCTHTHATH CJie 4 AHH Ha fieueHHe, CTeneHTa Ha aGcopOLMsa M XMAPOIH3a Ha
CHAJIANPHNAT €4 CXOMHH 38 PA3THYHHUTE AO3H B MPENOPLYHTEHMA TEPANTeBTHYEH 00XBaT.

PaznpeneneHne
CrLp3BaHeTO Ha CHaNANpHIAT ¢ YOBEUIKATA NTa3Ma HAJl HMBATa HA KOHIEGHTPAIHHTE, KOHTO Ca ¢

TEPancBRTHYHA 3HAYUMOCT He HaapuInasa 60 %.

bu M
C M3KTIONeHHe Ha KOHBEPCHATA B CHAJIAIIPHIIAT, JTMIICBAT JOKA3ATEJICTEA 38 3HAYHTENEeH MeTabomM3EM

Ha CHananpwi. XuApoXIOpOTHASHA He ¢ MeTaboNu3Hpa, a ce enuMUHMpa 6Bp30 oT 6L6peLmTe.

Emimutivipate

OTaenaHeTo Ha CHAIANPHAAT € IJIaBHO Npe3 66peuyTe. OCHOBHHTE KOMIIOHEHTH B YPHHATA Ca
CHANANPWIAT, H3YHCILIBAL ce OKOIO 40 % OT 103aTa, H HHTAKTEH eHananpu (oxono 20 %).
XHapoxnopoTHasua He ce MeTabomm3Hpa, a ce enumunnpa 61pao ot 6u6pemire. Haii-manko 61 % ot

EpOpaiHaTAa 1034 Ce€ eIMMHUHHPA HENMPOMEHeHa 3a 24 vaca.

BOpeun e
Excrio3uipisTa Ha eHATIATIDHIT i eHANaNpUIaT € MOBHIUCHA TIPH NALHEHTH ¢ 666peuna
HEJOCTATEIHOCT. [1pH naumenTH CBe cpeiHa 10 yMepeHa 6u6peuHa HEAOCTATHYIHOCT (KPEATHHHHOB
KIHpBHC 40- 60 ml/min) AUC Ha cHananpHiaT B CTALIOHAPHO CHCTOAHHME € MPHOIM3UTENHO ABA ITHTH
[0-BHCOKA, OTKO/IKOTO NMPH NAlMeHTH ¢ HopManHa 6b0peuHa GyHKIMA ciel nmpuiarase Ha 5 mg
BenHBXK queBHO. 1Ipu Texko 656peano yBpexnane (kpeaTHHHHOB KIHpBHC < 30 ml/min), AUC e
yBe/MueHa NPHOMH3UTEAHO 8-ITbTH. EQeKTHBHUAT NOMYKMBOT HA EHANANPWIAT CJIE] MHOTOKPATHO
NpUJAraHe Ha CHANAlPHIOR MAJIeaT € YAB/DKEH NPH TOBa HHBO Ha Ou0pedHa HeNOCTATHYHOCT U
BPEMCTO 32 OCTHraHe Ha CTallHOHAPHO ChCTOSHHE € YARDKEHO (BXK. Touka 4.2). EHananpuiar Moxe
Zia ObJie OTCTpaHeH OT KpsBoOGpamEeHHETO upe3 XeMoanatu3a. KpeaTHHHHOBHAT KIMPBHC NpH
Auanu3a e 62 mi/min.

CPEAHOTO NMMKOBO HHBO HA CHaNanpwi B kepMata e 6mno 1,7 pug/l (amanason or 0,54
paMKHTe Ha 4 10 6 4aca cieq npHeMa Ha 103aTa. CpeHOTO NMHKOBO HUBO Ha CHAIATD

ug/l (muana3oH ot 1,2 1o 2,3 pg/l); MuKOBETE ca HACTHITWIK IO PATHYHO BPEMeE Tpe3



nepHox. Hsnonssaliku NaHHWTE OT MUKOBHTE HHBA B KbPMATA, M3YMCIICHHAT MAKCHMAIICH IIPHEM NPH
€AHO KbpMAaYe, XpaHEHO €IHHCTBEHO ¢ KbpMa, 61 611 okxono 0,16 % ot KopurupaHara cnopel TEraoTo
HAa MalKaTa J034.

XKeHa, koaTo € npueMana nepopanyo 10 mg enananpun gHeBHO 3a 11 Mecena € UMana IMMKOBH HMBA Ha
CHaAJIAMpH)I B KbpMaTa oT 2 pug/l 4 yaca chen npueMa U NHKOBM HUBA Ha eHananpunar ot 0,75 w1 okono
9 qaca caeq nprema. O6MIOTO KOIHYECTBO HA CHANANPHT H €HATANPHIAT, H3MEPEHO B KHPMATA [10
BpeMe Ha 24 gacosus nepnoa, e 6o 1,44 pg/l1 u 0,63 pg/l croreeTHO.

Humpara Ha eHananpunar B KbpMmara ca 6umn HeonosuMH (< 0,2 pg/1) 4 uaca cnen npHeM Ha
eAHOKpATHa

J03a OT 5 mg CHANANPUWI MpH eHa Makika 1 10 mg npu nBe MAMKH; HUBATa HA eHAJTANPHA He ca Oim
OMpPeACICHH.

5.3 IpeaknaaEvHE faHEH 33 6e3onacHOCT

HexnuHHYHUTE 1aHHH He NOKa3BaT OCOOCH PHCK 3a Xopa Ha 6a’aTa Ha KOHBEHIIMOHATHUTE
(hapMaKONOrHIHH NMpOy4BaHHA 3a 6€30MaCHOCT, TOKCHIHOCT IPH MHOFOKPATHO MpHJAraHe,
NeHOTOKCHIHOCT, KAPLIMHOTCHEH NMoTeHnuan. 1 Ipoy4BaHMATa 32 peNnpOXYKTHBHA TOKCHYHOCT

[IpeATIoaraT, 9¢ eHANANPWI HAMA eQeKT BhpXy (epTHIHTETa M PEIPOXYKTUBHATA CNOCOGHOCT NIPH
ILTBXOBE H HE € TepaToreneH. [Ipu npoyusaHe, B KOETO XKEHCKH IUTEXOBE ¢a JO3HPaHH Npean

YH¢TOCBaHE U NP3 reCTAIMOHHUA MEPHOJ, 1O BPpEME Ha JIAKTALMA Ce MOABARA [IOBHINEHA YeCTOTa Ha
CMBPT IPH MATKHUTE IUTBXOBE. ¥ CTAHOBEHO €,4€¢ CheAMHEHMETO PeMHHABA Tpe3 IUTALICHTATA U Ce
CeKpeTHpa B MJIAKOTO. MHXHOHTOPHTE Ha aHTHOTEH3MH KOHBEPTHPAMMA €H3HM, KaTO K/Iac, He ¢a
NOKa3aTH PETOTOKCHYHOCT (MPHYMHABAILM HapaHABaHe WM CMBPT Ha (eTyca) xoraTo ce npuiarar
IO BpEME Ha BTOPUA HITH TPETHA TPUMECTHD.

XHAPOXIOPOTHASH/ NPEMHUHABA NPE3 [UIALISHTATa, HO He H Npe3 KPrBHO-MO3bYuHaTa Gapuepa.
6. PAPMAIIEBTHYHM JAHHHA

6.1 CnEchk HAa NIOMOIMHETE BeNIeCTBA

HaTPHEB XUAPOTEHKAPOOHAT
NaKTO38 MOHOXHIPAT
HHILECTE, MIPEXKESIATHHHUIHPAHO
LaPEBUYHO HHIIECTe

KBIT HxeneseH okcHA (E 172)
MarHe3ueB cTeapar

6.2 HecnBMecTHEMOCTR
Henpunoxumo.

6.3 Cpok Ba roasocTt

3 rooguHM

6.4 CHenBAJIEH YCOIOBHN HA ChXPAHCHHE

Jla ce cexpangsa noa 30°C. la ce chXpaHsABa B OPHTHHAIIHATA ONAKOBKA, 33 1A CE MIPEAINA3M OT BJIAra.

6.5 JA/HEH 33 ODAKOBKATA

Ko-Penurek ce npeanara B amyMHHUEBH G/TACTEPH B ONTAKOBKH, KOHTO CHABPKAT 14 U

He BcutkH BHAORE OMAKOBKM MOTaT Aa GBAAT MyCHATH HA I1a3apa.



6.6 CrenHaaHE NpeANa3HA MEPKH NPH B3XBLpASHE H paboTa
HsaMma crienanHy H3HCKBaHUA.

HemnoasBaHuAT MpOAYKT WIH OTNagLMHHTEe MATEPHANH OT Hero TpAOBa aa ce U3XBBPIAT B
CBOTBETCTBHE ¢ MECTHHTE H3HCKBAHHAL.

7. HPHATEXATEJI HA PASPEMIEHUETO 3A YIIOTPEBA

N.V. Organon, Kloosterstraat 6, 5349 AB Oss, Hunepnauaus

8. HPUTEXATEJ HA PASPEIIIEHHETO 3A IAPAJIEJIEH BHOC
“becra Mex” EOO/, yn. "Kpnao Ckopues" Ne8, 5350 Tpasua, Brarapus

9, HOMEP(A) HA PA3SPEIIIEHUETO 3A YIIOTPEFA

PerucrpaumoneH Homep: 9600268

9. JAATA HA ITbPBO PA3ZPEINABAHE/TIOJHOBABAHE HA PA3ZPEINIEHHETO 3A
YHOTPEBA

Jarta Ha TEpBO paspemaBaHe: 25 okToMBpH 1996 T,
HaTa Ha nocaeaHo noaHoBsaBaHe: 29 Maif 2008 r.

10, JAATA HA AKTYAJINIAPAHE HA TEKCTA
MMITIT




