KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JIJEKAPCTBEHHS [TPORYKT

Ko-Pennrek 20 mg/12,5 mg Tabnerxe
Co-Renitec 20 mg/12,5 mg tablets

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

- ASNHRHUTEAHA ATEHUMA N0 JIEKAPCTBATA

§ Kpamxa xapaxmapucmuxa Ha npogyxme - fpuraxeriue 1

GEIVLES

Bcesaka Tabnetka chabpia 20 mg enajanpunos manear (enalapril maleate) u 12,5 mg XxuapoXiopoTHa3uR

(hydrochlorothiazide).

Homomuo(u) BemecTBo{a) ¢ HIBECTHO AcHCTRHE:!

Enma Tabnerka chappxa 141,0 mg nakroza MOHOXHApAT.

3a TLNHMA COUCHK Ha ROMOITHHTE BEAIECTBA BHIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

TabnetkH

X bTH, xpbIiM, HaOpasaens mo kpamara tabnerka ¢ magnuc ,MSD 718 ot ensara cTpana 1

AeNHTENHA YEPTA OT APyraTa CTpaKa.

4. KJIMHHYIHM JAHHH

4.1 TepaneBTHYMH NOKAIAHRALA

EceHnHANHA XHNIEPTOHHA, KOATO He MOXe J1a OBbJie NOBIMAHA ¢ MOHOTEPANHA ¢ HHXUOHTOD Ha

SHFHOTEH3HH KOHBEPTHPANIHSA CHIHM.
4.2 Jo3sHpoBKA H HAYHH HA NPHIOEEHEES

O3HPOBKA
[MpenopraHTeHATA K032 € eaHa TableTka BEAHLK JAHEBHO.

Hpedxomedawya ouypemunria mepanus

Mosxe 12 ce MOSBH CAMIITOMATHYHA XHIIOTOHHA Cieq HavauHara fo3a Ko-Peaurek. ToBa ¢ no-seposTHO

TIpH MAaHKEHTH ¢ o0eMeH HiIH CoNeBH JeQRUMUT, B PE3YIITAT OT NpeAINECcTBaa Ry peTHYHA Tepains. Eto
3alll0 AHYPETHYHATA Tepanus TpaGea aa Gbae copsana 2-3 AHY Dpea# HAYANOTe Ha acueHHe ¢ Ko-Penurtex
(BK. Touxa 4.5).

Hosuposwa npu bvbpeuna nedocmamuvinocm

xupshe (CrCl) < 30 mi/min.




ITleduampuuna nonyrayus
Ko-PennTek He ce mpenopb4Ba 3a ynotpeGa npH Aena Ha Be3pacT NoA 18 roauas, nopagy n4nca Ha
JIAHHH 33 0e30MacHOCTTA ¥ €PHKACHOCTTA.

Haumn Ha npuioxkenng
Iepopamuo npuroxXeHue

4.3 IIpommBonokazanuns

- CBpBXYyBCTBHTEIHOCT KBM aKTHBHHTE BEHICCTBA HIH KbM HAKOE OT NOMOLIHHTE BEMIeCTBa,
H30poeHH B TOuKa 6.1.

- Texxo GuOpeyHo yspexaane (kpeaTHHHHOB KIHpsHC < 30 ml/min).

- Auypus.

- AnaMmesa 33 aHrHOHEBPOTHYEH OTOK, CBBP3aK ¢ npeAumHo jledenne ¢ ACE unxubutop.

- HacnenctseH WA HOHONATAYEH AKTHOCHAEM,

- CBPBXYYBCTBHTENHOCT KM JIEKAPCTBA IIPOM3BOAHY HA CYIQOHAMHIHTE.

- BropH 1 TpeTn TpumecThp Ha GpeMeRHOCTTA (BXK. TOUKH 4.4 H 4.6).

- Texxko 9epHOAPoOHO YBpexaaHe.

- Ennospemennara ynorpeba Ha Ko-PeHHTEK ¢ allMCKHPER-Ch/IbpPHKalild MPOAYKTH €
TPOTHBOMNOKA3aHa NPH NMALHEHTH ChC 3aXapeH Auader i 6s0peuHo yBpeXaaHe
(GFR < 60 ml/min/1,73 m?) (Bx. Touk 4.5 1 5.1).

- Ennobpemenna ynortpe6a cbe cakyGurpriv/sancapran. Ko-Permrex e Tpa0ea Aa ce 3an09sa no-
paHo OT 36 uaca ciiefi HOCNEANATA 033 CAKyOHTPHI/BaNcapTaH (BX. CBIIO To9kH 4.4 1 4.5).

4.4 CrpensEajHH DpeAynpexIcHRY H NPSANAZHA MEPKH DA ynoTpeba

Enananprios manear-XunpoxXjI0poTARIAN

XHIOTOHKA ¥ BOAHO-ENEKTPOIHTEH AHCHaNaHC

CHMIITOMAaTHYHA XATIOTOHHS Ce Habimoaasa PAAKO NPH NAKEHTH ¢ XHNEPTOHHA §e3 ycnoxHeHus. Ilpu
MALMEHTH ¢ XHICPTOHHA, oulydapamy Ko-PenuTek, € Do-BepOATHO A4 CE NOABH CHMATOMATHYHA
XMIOTOHHS, aKO MAHEHTHT € ¢ XHIOBONEMHS, HAPHMED Upe3 NHYPETHUHA Tepanid, OrpaHAYaBaia
CONTA JHeTa, NHAPASA KM HoBpBIane (BX. TOYKH 4.5 u 4.8). IpH TakuBa BaMEHTH TP:AOBA NEPHOAHYHO
A ce M3CAEABAT CEPYMHUTE eNCKTPONHTH Npe3 noaxoasauy naTepsan. Ocobeno BH#Manne Tpabsa 1a ce
o6phbila Ha DANMERTH ¢ HCXEMHUYHA GOECT Ha ChPLETO M MO3BYHO-CBROBA DOAECT, NPH KOHTO
IPEKOMEPHOTO IOHWKSHUE HA KPHBHOTO HANATANE MOXKE Aa AOBSAS Ao MHGapkT Ha MHOKAPAR Wik
MOZBbYHO-CHIAOB HHIMCHT. CHMITTOMaTHYHA XANIOTOHHS e Habmoaasana NpH NAIHEHTH C XKIIEPTOHNA
ChC CHPACYHA HENOCTATHHHOCT, CbC HiH Oe3 CBbp3aa 6L0peuHa HeAOCTATEIHOCT.

AKoO ce NOSIBH XHIOTOHHN, NAUKEATET TPAOBa 12 CE MOCTABA Ja JIETHE 10 I'PB6 H IIPH HEOOXOAHMOCT fa
My Ce HanpaBH UHTpaBeHO3Ha HHGYIHA ¢ HOpMaleH branonorydeH pasreop. [logeara Ha mpexonHo
XUNOTCH3IHBHO ChCTOAHNE HE € TIPOTHBONOKAZAHHE 32 NOOTBIHHTENHH HJO3H, KOATO MOTaT o0MKHOBEHO 13
6bnat napaHy 6e3 3aTpyAHeHHA Clie]) Bh3CTAHOBABAHE HA 06eMa H CHOTBETHO NOBHINABAHE HA KPBBHOTO
Hansrase.

Vepexpnane Ha Ou0peqnara QpyHknns

Ko-Penurex He TpaGea fa ce npeHCBa Ha HanuenTH ¢ GROpedHa HeoCTaTHUHOCT (KPEaTHHHHOB
kpbHe < 80 ml/min 1 > 30 ml/min) npeau HeoOXOAUMOCTTA OT 103aTa B TOBA IEKAPCTRO Ja €
IOTERPACHA C THTPHpPaHe HA cHalanpr (Bx. To4UKa 4.2).




Yepexnaune ua Gu0peunara pynkuus; XnapoxaopoTnasni, Yepexgane wa 6u6peunara dynkitng). Axo

TOBA Ce CITy'H, TepanusTa ¢ Ko-PeHutek Tpatea na 6sae npexparena. IIpn ToBa cheTosHue Tpsbea fa ce
06ChIH BE3MOMKHOCTTA 34 OZUIeXAIIa CTEH03a Ha GB0peTnaTa apTepus (Bx. Touxa 4.4 CrelnanHy
i CHAA H TPeINasHy MEPKH IIDH YII Enananpuios manear, PenosackyiapHa

XHOEPTOHHA).
Heoiino 6rokupase Ha PEHMH-GHIMOTEHIAH-ANA0CTepoHoBaTa cacTeMa (PAAC)

HMma faHAW, Ye enHoBpeMenHaTa ynotpeba na ACE unxubutopy, anraorensus I1-penentopai Grokepu
MM 2JINCKHPEH ITOBHLIABA PUCKA OT XMIIOTOHHS, XHIIEPKATNEMHA U HaManaBaHe Ha Gu0Opeynata dynxuns
(BmourTENHO ocTpa GEOpeuna HepocTarbuitoct). [lopan TOBA He Ce IpENopL4Ba ABOHHO OMOKMpane Ha
PAAC upes xomGrnnpanara ynorpeba Ha ACE unxuGaropH, anraotensuH Il-penentopHd GiokepH HAH
anuckuper (Bx. Touku 4.5 1 5.1).

AKo ce Mpelleny, Ye TepanusTa ¢ ZBOHHO GnokupaHe e abcomoTHo HeobXoauMa, ToBa TpaBa Jla CTasa
€aMo 1o HaGIFOAEHHMETO HA CIICMANKCT M TIPH 9ECTO BEHMATENHO MOHHTOpHpane Ha 6b0peutiara
$yHKIHS, EAEKTPONMTHTE U KPHBHOTO HANATAHE.

ACE unxuburopu n anrsorensuH [I-penenropan 6nokepu He tpabBa Aa ce HINOM3BAT €AHOBPEMEHHO
OpH HaHenTn ¢ Auabetna HedponaTus.

XHnepKan#emus
KoMOGuHupaHeTo Ha SHANANPHI ¢ HACKA 7034 JHYPETHK HE MOXe JIa H3KUIOYH BEPOSTHOCTTA OT NOABa Ha

XHnepkanneMns (BK. Touka 4.4 Crenpasiyg npeyynpesJients o NpeAnasia MEpKH APH YNoTpe6a,
Esananpunos manear, Xunepkaiiemns).

JlnTuti
KombuuupareTo Ha JATHE ¢ eHANANPHI ¥ JHYPETHIHE CPEACTBA 10 IPHHLKN He Ce MPenopbiBa (BX.
TouKa 4.5).

JlakTo3a
TIaNMEHTH ¢ peAKM HACTEACTBEHH NpobIeMHA Ha HEMTOHOCHMOCT KBM TANaKTo3a, ITbJICH JIAKTa3eH NehHIMT
HJH TTHOK030-TalakTo3Ha ManabcopOnys He TpAOBa /la MPHEMAT TO3H JIEKAPCTBEH NPOAYKT.

Harpuii
Tosu nexkapcTBeH MPOAYKT ChABLPKA MO-Mako oT 1 mmol garpuii (23 mg) Ha TabneTka, T.€. MOXeE Ja ce
KaXe, 4€ MPaKTHYECKH HE ChAbPXKa HATPHA.

EHAIANIPHIOB MAJIEAT

AOpDTHA CTeHQ3a/X HIT HYHA KAPAHOMMOTIATHS.

KakTo ¢ Bcwaxu pasomunaratops, ACE unxubutopute Tpabea fa ObaT AaBaHK ¢ NOBHIICHO BHUMaHHE
Ha NAIHEHTH ¢ O0CTPYKLHSA HA ICBOKAMEDHHS W3XOHACH TPAKT ¥ Aa OpjiaT H30STBaHH B CIIyYaH HA
KapIHOTEHEH MOK H XeMOAKHAMHYHO 3HAYHMA OOCTPYKIHA.

Yepexaane Ha 6u6peunata dyurIHg

Hma cooburenns 3a 6p6peyHa HeAOCTATHYIHOCT, CEBbP3aHa C IIPHIOKEHHETO Ha CHATAIIPHIL, IJIABHO NPH
RalMEHTH C TEXKA ChPJIEYHA HeJOCTaTHUHOCT M Hoasiekamo 6s6pedno saboigsane, BRIIOYHTENHO
cTero3a Ha Gu6peunara aprepus. Axo ce pasnoznae Gbp30 H NexyBa NOAXONAMO, 6Opeunara
HEAOCTAaTHYHOCT, CBEP3aHa ¢ NeUeHAe ¢ eHananpun, oGuxHoBeHo € 06patiMa (BK. Touxa 4.2 ¥ Touka 4.4
Choenypainy npeaynpexacEus H Ipenasay MeEPKH NpH ynorpeda, Enananpunos Manea aAAr:;,\
APOXAOPOTHAIHA, YEpeKaaHe Ba OLOpeunara pym i XHADOXIIOPOTHASH) u-.ﬂ._k B

GuOpeunara dyuxuus).




PeHoBACKYNIADHA XHIICPTOHHS
CHINeCTRYBA MOBHIIEH PHCK OT XAMOTOHHA H Oh0pedHa HEACCTATEYHOCT, KOTATO NIAIHEHTH C ABYCTPaHHA

CTeHO3a Ha GbOpedH#Te apTepPHH HNH CTEHO3a HA apTepHATa KbM eHHCTECH HYHKIHOHHpau ObOpek ca
nexyBanH ¢ ACE uaxu6uropu. Hapymennero Ha 6s0pevnara GyHKIHs MOXE A Ce HIABH CaMO C JIEKH
NpOMEHH B CepyMHIs KpeaTHHHH. [IpH Te3H maipeHTH NeucAreTe TpAdBa Aa 3anoqHe Mo HENOCpeICTBEH
JeKapcKH KOHTPOJ H mpocnelABaHe Ha Gp0peunara ¢pyHkima.

brbpeuna TpaHCIIAHTAIHA
Hsma ONTHT 10 OTHOIIEHKHE MPHIOKEHHETO Ha eHaNANpPHII IIPY MALMEHTH ¢ HeOTJaBHalHa 60peuna

Tpancmnanragia. [To tazm NPHYHEE HCUCHHES ¢ EHANANTPHIL HE CC NPCROPBYIBA.

[IanpeHTH Ha XEMOAHATH3A
Vrorpebata Ha eHaIANPHI HE € MOKA3aHA IPH NANHEHTH, HYXJACIiH Ce OT XeMOManK3a 3a 66peuna

HENOCTATHYHOCT. AHa(HIAKTOHIHE PEaKiiid ¢a ChOoOIAaBasy NpH NANHEHTH, TOATIOKCHH Ha JAajH3a ¢
BHCOKO-HPOMyCKiMBH MeMOpann (Hanpumep AN69) u nexysanu ennobpeMeno ¢ ACE auxubutop. lpu
Te3H Nal[HeHTH TpsOBa Aa ce o0CHIH H3NON3BAHEe HA APYT BHA AMaN#3HA MeMOpaHa HiH JPYT KIac
aHTHXHINEPTEH3HBHH CPEACTBA.

Yepno, Ha HEXOCTATLYHOCT

Panxo ACE nAXHOHTOPHTE ¢a CEBP3BAHH ChC CHHPOM, KOHTO 3aN04Ba ¢ XONECTATHYHA X bITEHHLA HIIH
XeTIaTHT M IIPOFpecHpa N0 QyIMHHAHTHA YEPHOAPOOHA HEKPO2a H (TOHAKOra) CMBPT. MexaHU3MBT HA
TO3H CHHPOM He € sice. [TanenTrTe nony4asamy ACE HHXHOHTOPH, KOATO Pa3BHBAT XKBITCHHIA HIH
H3PA3€HO NOBHLICHHE HA YePHOAPOGHHTE eH3HMH, TpAGBa Aa npekparat neueHneTo ¢ ACE nuxubutop u
Jia TIoJIy9aT HOAXOMALIC JEKAPCKO HpOCiegBaHe cliey ToBa (Bx. TouKa 4.4 Crenmaauy npeiynpexJcHns
H [IpeNa3sHi MEPKH IIPH YT XJIO] azng, YepHO HO 3a0on9pane).

HeyTtponenns/Arpanynonurosa

Ipu nanuentd, Ronyyasanm ACE HEXBGHTOPH, ce Cho0LIABA 32 HEYTPONICHAA/ArpaHy JOMHTO3a,
TpoMGoIHTONCHAA H aHeMus. [IpH naHenTH ¢ HopManHa on6peuna GyHKmAA H 6e3 IPYTH YCIOKHABALIH
(akTopH, HeyTponeHHs ce pa3BuBa paaxo. Enananpun Tpafiea Aa ce npuiara H3KTIOYHTENHO BHEMATENHO
TPH MAlTMEHTH ChC ChAOBA KOJIAI€HO34, HMYHOCY IDECHBHA TEPAlH, JIeueHHe C AlIOITYPHHAOI HilH
TIPOKaMHAMH, HIH KOMOHHAIHSA OT TE3K YCHOXKHABANH (aKTOPH, OCOOEHO IPH MPEABAPHTEHO
CHINECTBYBAla YBpeicHa 650peuna dynkuus. HAkor OT Te3H NANMEHTH Pa3BHBAT TEXKH HHEKIIHE,
KOHTO B HAKOH CJIy4aH HE C¢ TIOBNMABAT OT HHTEH3HBHO AHTHOHOTHYHO JIeYeHAE. AKO EHATIANPHI Ce
NpHiara Ha TAKMBA MALMEHTH, [IPEHOPEYBA CE IEPHOAMYHO A CE KOHTPOIMPAT HABATA Ha OENTHTE KPbBHM
KNETKH (IeBKONUTHTE), ¥ nanieruTe Tpadsa aa GbAaT MHCTPYKTHPAHH Jia CHODMIABAT BCAKA [IPOABA HA
HH(peKIH.

XHUnepkaimeMus

ACE nHxuOHTOpHTE MOTAT Jid NPHYKHAT XHIEPKATHEMHES, Thii KATO HHXHOHpAT 0CBOGOXKAABAHETO HA
angoctepor. EQexTsT 0GHKHOBEHO HE € 3HATHTENICH NPH NANMEHTH ¢ HopManHa 6b6pedHa yrknus.
Bonpeky ToBa, M MalMenTy ¢ HapyllleHa 6a0peuna QyHKIHA H/HIA NPH NAUHEHTH, UPHEMAILHA KaJIHEBH
J006aBKH (BKIIOYHTENHO 3AMECTHTENH HA COTA), KanHii-ChXpaHABaIH JHYPETHIIH, TPHMETOIPHM HIIH KO~
TPHMOKCA3011, H3BECTHH CHIIO KaTO TPHMETONPHM/CYII(paMeToKCasoN H 0cobeHO alA0CTEPOHOBH
AHTArOHWCTH WIH aHIHOTEH3UHPELIENTOPHA GNIOKepH, MOXKe Aa HACTBIIH XHOepKaTHeMAs. Kanuii-
ChXpaHABAIMTE JHYPETHI{H M AHTHOTCH3HHpeLeNTOpHATe OJIOKEPH TPAOBa a8 C€ H3NON3BAT ¢ NOBHILIECHO
BAMIMaHWE NPH natuenTy, noxyyapainm ACE uaxuburopH, 1 TpsGBa 1a ce HabMOAABaT CePYMHHAT
kamaii ¥ 6n0peunara pyaxuad (K. Touka 4.5).




Xunornukemus

TlaumenTn ¢ guaber, NexyBaHH ¢ IEpOpaiyHH aHTHAHAOETHH CPEACTBA HIH C HACYJMH, 3ano9Baliy
negetue ¢ ACE uHxn6uTop, Tpa6pa BHUMATEIHO /Ja C& POCNESBAT 38 XHIIOTTHKeMHs, 0cobeHo mpes
MBPBHAS Mecel 0T KOMOHHHPaHOTO NleueHHe (k. CHelHaNHH 1 CHEA B a3HM MEPKH

ynotpeba, Xuapoxnoporrazu, MeraGonHTHH # eHNOKpHHHK eeKTH B TOIKH 4.4 H 4.5).

CBpbXYyBCTBHTEIHOCT/ AHTHOHEBPOTHYEH OTOK

Cro011aBa Ce 33 aHFHOHEBPOTHYEH OTOK Ha JHIETO, KPAHHHIHTE, YCTHHTE, €3AKa, TTIOTHCA H/HH
NapHHKCA NTPH NanAeHTH, NekyBanyk ¢ ACE HHXMOHTOPH, BKTIOYHTEIHO EHANANPANOB MajneaT. Topa MoXe
A4 ce CAYMH TIo BCAKO BPEME HA JiedeHHeTo. B Takwuea ciryuan npHeMuT Ha Ko-Penutek tpabsa na ce
NpeyCTAHOBH HE3a0aBHO, a2 NaMMeHTsT Ja Oble NopiokeH HA Ha(JHONEHAE A0 HNHO H3YE3BAHE HA
CHMITTOMATE NPelH K3MMCBaneTo. JlopH B ClyqaHTe, KOFTo 0TOKBT O0XBAlla CaMo e3HKa, 6e3 aa nma
PECITHPATOPEH AHCTPEC CHHAPOM, MOXE A Ce HAIOXKH NO-MPOXL/DKHTENHO HabmogeH e Ha NALHEHTHTE,
ThH KaTO JICYCHHETO ¢ ANTHXHCTAMHHH H KOPTHKOCTEPOHAH MOKE Ja HE € ROCTATHHO.

MHoro paaxo € bano crofUIaBaH0 3a CMBEPTHH CJIyYad B Pe3yNnTaTl Ha AaHTHOHEBPOTHYEH OTOK, 3acsAralll
o0RACTTA HA JIAPMHKCA WM e30Ka. TIanenTy, IpH KOMTO € OOXBAHAT €3MKA, TTTOTHCA MR J8PHHKCBT €
Bb3MOXKHO A4 IOIYYaT o6CTPYKIHA Ha AMXATENHATE THTHINA, 0cODEHO OHE3H, KOMTO HMAT aHaMHe3a 32
ONEPaTHBHA MHTEPBEHIHA B 00/IaCTTa HA AMXATETHHTE ITBTHINA. AKO B OTOKA Ca BKJIIOYEHH €3HKa,
FAOTHCA WIH JAPUHKCA € BE3MOXKHO JIa HACTHIM OOCTPYKUHMA Ha AMXATEHWTE ITHTHILA M B TAKHWBA CIAyYan
TpabBa He320aBHO Ja ce MpeANpHEMAT MOAXOARIR MEPKH, KaTo HAPHMEP NOAKOXKHO NPHIOKEHHE Ha
agpenamsy 1:1 000 (0,3 ml - 0,5 ml) n/unu He3abaBHO [a C& NPHACKAT MEPKH 32 OCHTYPABaHE Ha
HOpMANHA IPOXOZHMOCT Ha JHXATEIHWTE IHTHINA.

Yecrorara HA CHOOLICHH CITydYaH Ha AHMHOCREM CPell YEPHOKOXKHTE NanuedTH, npuemani ACE
HHXHOHTOPH € TIO-TOiIAMa, 8 CPABHEHAE C MAlMeHTH 0T GanaTa paca. Ofaje KaTo 110 HIrieKaa, 9¢
YEPHOKOXHTE Ca C TIOBHIIIEH PHCK OT NOABA HA AHIHOCHAEM.

TNanuenTr ¢ aRaMBE3a 34 aHrHoeiem, HecBbp3al ¢ nevendero ¢ ACE aaxuOnTops, MOXe pacac
[OSHIIeH PHCK OT aHruoeneM, zokaro npuemat ACE nuxuabutops (BX. To9Ka 4.3).

EnnoBpemensiara ynorpeta Ha ACE uRXHOHTOpH CBC caKyOUTPH/BANCAPTAH € NPOTABONOKA3AHR
NopajH MOBHILEHAA PACK oT anThoexeM. JledenneTo che cakyOaTpHA/BancapTan He TpsbBa ia 3ano4sa
nio-paHo ot 36 vaca cye nocaeAnara A03a or Ko-Pennrek. Jleuennero ¢ Ko-Pexnmnrek He TpsbBa Ja
3amoYBa MO-paHO OT 36 9aca cjie/] nocne HaTa 103a CaKkyOHTpun/sancapTas (Bx. ¢bio Touxd 4.3 u 4.5).

Ennospemennara ynorpeba na ACE uHxnGuTopH # panexaforpus, mTOR HHxuOGHTOPH (HaIp.
CHPONHMYC, €BEPOIHMYC, TEMCHPONMMYC} H BHNATTHIITAH MOXE Ja ZOBEAE IO NOBHIIEH PHCK OT
AHrHOEAEeM (HANP. OTOK HA JAHXATE/IHHTE ITHTHINA HITK €3UKa, ChC HIH Oe3 pecnupaTtopHo YBpexaane) (Bx.
Touka 4.5). Heobxoaumo e noBHIeHO BHHMANHE IIPH 3ai0uBaHe Ha NeueHHe ¢ pauekanoTput, mTOR
HHXHOHTOPH (HANp. CHPOIAMYC, €BEPOIHAMYC, TEMCHPONHMYC) H BHAAATHITHH IPH NAUHCHT, KOHTO
peue npuema ACE maxuGuTOp.

AH&QHJI&KTOMHH PEaKIIHH NIpH geceﬂcnﬁmm <C Hymenog;era

Panxo, naumuenTH, nexysanu ¢ ACE HAXHOGHTOPH NO BpeMe Ha HeceHCHOIIA3ALIMA ¢ OTPOBA OT
hymenopiera, nony4apar AHBOTO3acTpallaBallH aHaGHIAKTONAHE peakii. Tean peakium ce n3barpar
4pes BpEMEHHO NpekparspaHe Ha Tepanunta ¢ ACE unxuGHTOp Ipef Bcaka AeceHCHOMIM3atHA.




AHabunaxTonIHH peaknwi no Bpeme Ha LDL-adepesa

Psnxo, naiHenTH, Jexysans ¢ ACE AHXHOMTOpH, MOy 4aBAT KHBOTO32CTPAIABAIH aRA(PHIAKTOMIHI
peakumrH 110 Bpeme Ha LDL (Low Density Lipoproteins — nunonpoTeMsn ¢ HiCKa ILTBTHOCT) adepesa ¢
AexcTpanos cyAdar. Tesd peaxuuu ce H36ATBaT upes BpeMeHHO NpexbcBane Ha tepamuAta ¢ ACE
HHXHOUTOP Mpe/iH Besika adepesa.

Kaumna

Iipu ynotpeba Ha ACE unxnaGuTopH Moxe Aa ce nioged kanumia. Ta oOHKHOBERO € HeIpOAYKTHBHA,
NIEPCHCTHPALUA W H3Ye3Ba clie]] cnHpane Ha Tepanusta. Huaynuparara ot acdenue ¢ ACE uaxnburopn
Kanumila Tpa6pa Aa ce uMa NpeJBHA IPH AH(epeHIHATHATA AHarH03a Ha KANUTHIATa.

XHpypru4aa H BE AsecTens

Ilpr nauMeHTH, HOA/I0XKEHA HA MOJIAMA XHPYPrUuvHa HHTEPBEHINA HITH AHCCTE3HA C OPONYKTH,
TIPCAM3BHKBANIH XHIIOTOHH, eHananpun 61okupa ofpasyBaneTo HA aHTHOTeH3MAH 11 B HaMaisBa
CrocoOHOCTTA 32 KOMIICHCAHA HA PCHAH-aHTHOTEH3HHOBATA CHCTEMA. XUIIOTOHHATA, KOATO ce Nb/IKH Ha
TO3H MEXBHH3BM MOXe na 6nae Kopurupala 9pes ybelIMuenne Ha ofemMa Ha IMpPKYIHpainaTa Kpes (BX.
Touka 4.5).

BpeMennoct
Tlo BpeMe Ha OpeMeHHOCT He TpAOBa fa ce 3anousa Jedenre ¢ ACE uHxaGHTOpH. OCBEH KOraTo

NpOXEKABAHETO HA NleveHHEeT0 ¢ ACE AHXHOHTOD ce cMATa 33 HANOXKHTENHO, HAIHCHTKHTE, NIIAHHPAIlA
OpeMeHHOCT, TpA0Ba 1a NpeMHHAT Ha APYTO ANITEPHATHBHO AHTHXANEPTEHIHBHO JICYEHHE, KOETO HMA
ycTaHoBeH Npotdun Ha Ge30MacHOCT 1o BpeMe Ha GpemMerHocT. KoraTo ce ycTaHOBH OpeMeHHOCT,
nesennero ¢ ACE unxuburopH Tpabsa Aa ce npeycTaHOBH He3a0aBHO H Ja CE 3a009He aNTCPHATHBHO
TeYCHAE, aKO & moaxonano (Bx. ToukH 4.3 1 4.6).

ETnivecks pa3mfins
KakTo 1 ocTananiTe HHXHOMTOPH HA AHTHOTEHIHH KOHBEPTHPAIIKA CH3HM, CHANAMPHI € [10-Cabo

e()eKTHBCH 33 NOHHXABAHE HA KPHBHOTO HANATAHE NPH YePHOKMKH NAACHTH, B CPABHEHHE C OCTEHANIMTE
NaHeHTH, Hali-BEPOATHO NOPAJM BACOKATA YECTOTA Ha PA3IPOCTPAHEHHE Ha CHCTOAHHA C HACHK PEHUH
[PH MePHOKOKHTE HAIMEHTH ¢ XHNEPTOHN,

x‘!g POXIOPOTHAIRA

Yepexwnane Ha 6u6peunara dyHxma
TrazuoHHTE ANYPETHIIE MOXE Ja He ¢a TOAXOAALIH NPH TAUHEHTH ¢ OB0peHHO yBpeXkAaHe H ca
Hec(EKTHBHH IPH CTOMHOCTH HA KPEATHHWHOB KiuphHC 30 ml/min A mo-AHCKH (T.€. Cpe/iHA HIH TEXKA

610OpeyHa HeocTaThyHOCT) (BX. TOUKa 4.2 ¥ CrenHanH# NPEAYNPSKICHHA W NPSANA3HA MEPKH TIPH

il Enamanpunos manear-X XT1Q amn Ye ane Ha OnOpeunata HA;

Enananpunos manear, Yapexnane na 6s0peunara ¢pyHkius B Toska 4.4).

YepuonpobHo 3ab0nqsane
TrasuauTe TpAO6Ba Ja ce M3NMON3BAT BHUMATE/IHO PH NALMEHTH ¢ HapylIeHa YePHOAPOGHA DyHKIHA KIIH

nporpecHpaunio qepﬂonpoﬁno Mﬁomaae, ThH KATO H MANKU OTKIOHCHUSA BEB BOJHO-EAEKTPOIIHTHHS

fanaHc MoKe a NPOBOKHPAT 4epHOAPOORA koMa (BXK. Touka 4.4 CnelHanan NPenynpexacHus 0
a3HH MCPKH IPH YH Enananpuno Maneat, Yepaonpobya AEAOCTATHIHOCT).

MerabonmwThy H eEA0KpHHAN edexTH

in Na3HH MEPKH MPH YII EHalanpufiop Majear CHTH €

AN
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TToBHMIIEHHETO HA HUBATA H2 XOJECTEPOIA H TPATNMHIECPHAATE MOXe Ja Obie CBBP3aHO C JIEICHHETO ©
THA3KAHH JUYDPETHIH, obave, TIpH A03a or 12,5 mg XHAPOXIOpOTHA3NA He ca cso0imeHy TakuBa epexTH
RIH T ca MAHAMAIHA. B slonsiHende, NP KIIAHEYHA NPOYIBAHKA ¢ 6 MZ XMAPOXIOPOTHA3H] HE ¢4
chOOmEeHn KJIMHHYHO 3HAYMMH e(eKTH BEPXY IIIOK03aTa, XONECTePoa, TPHNHIEPHANTE, HATpHS,
MATHE3HA H/TH KAJIH4,

ITpu #AKOH NALKEHTH JTEIEHHETO ¢ THASMH € CBBP3AHO ¢ PAa3BHTHETO HA XHIEPYPHKEMHA H/UNM [I0Jarpa.
To3H edext HA XANEPYPAKEMEAS H3TNEKAA A030-3ABACHM H HE € KIIMEHIHO 3HATHM TIp# /1033 OT 6 mg
XHEPOXNOpOTHAZH], ChAbpxan ce B Ko-Pennrek. EHananpui, ofave, MOXe 1a NOBHIIH OTACIAHETO HA
MHKOUYHA KHCENHHA B YPWHATA H TaKa ia HAMAIHA XHNEepypHKeMAUHAS edekT Ha XWAPOXIOpOTHAIH A,

Kakro npu BCEKH MANWEHT, NOy4aBall AKYPEeTHYHA Tepanis, TpA0sa fa c€ H3FbpIIBa NEPHOAHTHO
ONpeAENAHE Ha CEPYMHHTE EICKTPONIHTH NPe3 MOZXOAMIH HHTEPBAIH OT BPEME.

TraznguTe (BEMOTATSNNG XHAPOXIOPOTHASHA) MOTAT /la HPEAN3BHKAT HApymieH OaaHC Ha TEYHOCTH
HITH eNIeKTPOJHTH (XHNOKAUIHEMH, XKIIOHATPHEMHS H XHNOXJIOpeMAYHa ankano3a). [lpenynpennTenuTe
MPOABH Ha HApYILeH 6anaHc HA TEYHOCTH HIH €JIEKTPONHTH €A KCEPOCTOMHES, JKakAa, clabocCT, JAeTapris
CHHIHABOCT, 6e3noKoHCTBO, MyCKYJIHH GONIKH HITH KPaMIIH, MYCKYJTHA ciabocT, X#IIOTOHNA, OMIYDHA,
TaXHKapAHs H CTOMANIHO-YPEBHH CMYIUEHHS, KaTo raficHe H NOBPhINaHe,

He3aercnMo, Y€ NPH OPUIAraHeTo Ha THA3HAHA JAYPETHIH MOXKE a ¢ Pa3Bue XHIOKAIHeMH,
CHIPOBOXAAINOTO fIeUeHHE ¢ SHANIANPHI MOKE Ja PSAYIHpa AHYPETHK-HHAY MPaHaTa XHIOKaTHEMHA.
PHCKBT OT XHIIOKAIHEMHS € Half-rofsaM NP HANMEHTH ¢ 4YePROAPOOHA UPO3a, IPH NAUMEHTH ©
YBeJIHYeHa AUYpPe3a, IPH NAIMEHTH ¢ HealeKBATEH MEPOpAIeH IPHEM HA CIIEKTPOJIHTH H NPH NatHCHTH,
KOHTO MOJNY4aBaT €AHOBpEMEHHO koprurocTeponau uid ACTH (sx. Touka 4.5).

XunonarpueMus MOXe Ja Ce pasBie PH €4EMATO3HH TAHEHTH B ropemo BpeMe. JleduuursT Ha
XNOpKAH O6MKHOBEHO € JeK M Half-4ecTo He Halara NeqcHue.

TrasHONTe MOXE Ja HAMANAT CKCKPeNNATa Ha KaNIAi ¢ YPARATA H a NPeAH3BAKAT HHTEPMATEHTHO H
cnabo OBAIABAHE HA CepYMHM KaJImi P MHINCA Ha M3BECTHH CMYIICHHS HA KANLHEBHA
MerabonuzsM. JHAYMTENHATA XHIISPKAIIIHEMHA MOoXke fa Opjie JOKASATENCTBO 34 JATCHTEH
XHIepnapaTupecHaAussM. TuasaauTe Tpatsa A2 GBAAT CIIPEHN IPESAH M3CAEABAHE Ha (DYHKIHATA HA
IapaliMTOBHAHATE KIE3H.

YcTaHoBeHo €, Y€ THASHANTE MOBHIIABAT YpHHHATA CKCKPEIHA Ha Marfeznii, KoeTo MoXe Aa JoBEAe 10
XHTOMarHe3HCMHSL.

HapymieHis fa 04HTe

Xopoupaies H3THB, 0CTPa MEOIHA H BTOPHIHA 3aKPHTOBI'BIHA IIAYKOMA:
CynéonaMuwre WM JEKapCTBaTa, IPOW3IBOAHH Ha CyN(OoHAMHIKNTE, MOTaT A3 NPCAHIBAKAT
HAWOCHHKPATHYHA PEaKIis, BOACIHA A0 XOPOHIANECH WNHB ¢ ASPEXT Ha IPHTENHOTO NOJE, PEXONHA
MHOIIHA H OCTPA 3aKPHTOLIBIIHA ITayKoMa. CHMITOMHTE BK/IIOYBAT PA3KO HACTBIBAHE HA HAMAJICHA
3pUTENHA OCTPOTA KM 6ONKa B OKOTO H OOMKHOBEHO HACTHIIBAT B PAMKHTE HA JaCOBE 10 CEAMMIIH OT
HAYaoTO Ha MpHeMa Ha ntexapcTBoTo. Henexypanata ocTpa 3aKpHTOBI'BIHA MIAYKOMa MOXKE 2 JIOBEAE
JI0 IOCTONHAA 3ary0a Ha 3peRneTo. [IhpBoradainoTo NeyeHRe e NpeyCTaHOBABANE NpUEMa Ha
JIeKapCTBOTO BB3MOKHO Hali-05p30. MoXe ia ce Hanoxu fia ce oOMucTH He3a6aBHO MEIHIIMHCKO UITH
XHPYPrHYHO JIEYEHHE B CTyvaii, 9¢ BHTPEOTHOTO HAJNATAHE OCTAHE HEOBNAAAHo. PHCKOBH BakTopH 3a
Pa3sBHTHETC HA OCTPA 3aKPHTOBRIBJIHA TTIAYKOMA MOTAT 4 BKIIOYBAT AHAMHE3a 32 CyJIDOHaMHAHA HIIH
NEeHULANYMHOBA ANCPrus.




AHTHAOIIHNT TeCT
ChABPKAIMAT CE B TO3H JIEKapCTBEH MPOAYKT XHAPOXNOPOTHAIHA MOXKeE 12 ZOBee [0 NONOKUTENCH
PE3YATAT [IPH AHTH-AOMHHT TECT.

CppBXYyBCTBHTENHOCT

ITpu naugenty che WIH Oe3 aHamHe3a 3a aneprus 1M OPOHXHANHA aCTMa, IEKYBAHH ¢ THA3HM, MOXe A2
€€ MOSABSAT PEaKIHH HA CBYLXIyBCTBATENHOCT. CHOOINEHH ¢a H ciy2au Ha 0DOCTPAHE HiH aKTHBHpAHEe Ha
TyHyC epuTeMaTo3yc NpH ynorpeda Ha THA3HIH.

HewmenaHomeH pak Ha KOxara

B e emuneMnonorayHy npoy9IBaHnAs, OCHOBABAIIH c€ HA AATCKHA HALHOHAIICH PAKOB PErHCTLP, €
#aOMOaBaH OBHILEH PHCK OT HEMENAHOMEH pak Ha koxkara (HMPK) [GasamHokneTh9eH KapIHHOM
(BKK) u cxsamo3sHokIeThyeH kapuuaoM (CKK)] npu HapacTBaia eKCriO3HIMs Ha KyMylaTHBHA 71033
xaapoxnopotaazuy (XXT3). GoroceHcHbwmaapamute edekTn Ha XHAPOXTOPOTHASH MOTaT Jia
AcHCTRAT KATO BEPOATEH MEXaHH3bM 3a paseaThe Ha HMPK.

MaumenTHTE, NPASMALTH XMAPOXIOPOTHA3N, TPsiOBa fa 6paT nndopmupann 3a pucka o1 HMPK i
CHBETBAHM PEJIOBHO Jia IPOBEPABAT KOKATA CH 32 HOBH JIE3HH ¥ He3aGaBHO A4 ChoOWABAT NIPH [10ABA Ha
NOAOSPHTEIIHHA KOXHH JC3HHA. Ha NaHCHTHTE Tp)lﬁBa Ja ¢¢ NpPenopsHaT Bh3IMOKHEH IIpCBaHTHBHH MEPKH,
KaTo OrpaHHyeH0 HI/IAraHe Ha CTbHYEBA CBETIIHHA H YITPABHOJNIETOBH Tb4H, & B ClydJall Ha €KCIIO3HIIHA,
HOAXOAANIA 3A10HTA, 34 Jia Ce CBele IO MHHAMYM PHCKBT OT Pak Ha koxara. [logospHTentiTe KOXHH
ne3ud Tpabpa ga 02T NOANOKESHA HA He3a0ABHO H3CIEKBAHE, IOTEHHAANHO BEIOYBAIIO XHCTONOTAYHA
uic/e/paHus Ha Ononcuynn Matepuany. [Ipepasrnexaane Ha ynorpefara Ha XHAPOXJIOPOTHASHIL MOXE
Jia c& HaJJOXH ¥ NpH NaluenTH, XouTo ca HMad npexxoaes HMPK (Bx. Touka 4.8).

4.5 BzanamoaeiicTBHe ¢ APYTH JeKADCTREHH NPOAYKTH H Ipyrd GOpMH Ha B3auMoaeicTeHe
Enasanpuios mMajeat - XnapoxaopoTHRAIH
JBo#HOTO GIIOKMpaHe HA PEHHH-AHTHOTER3UH-AIIOCTEPoHOBATa cHeTeMa (PAAC)

JlaHHA OT KITHHHYHH NPOYYBAHUS NOKA3BAT, Y€ ABOHHOTO GNOKHEpaHe HA
PEeHHH-aHTHOTEH3HH-ANAocTepoHOBaTa cucreMa (PAAC) upe3 komGunmpanaTa ynorpeba na ACE
HHXHOWTODH, anrHoTen3uH II-penenTopan Grokepy WA ANHCKHAPEH e CBBP3BA ¢ MO-BACOKA YECTOTa Ha
HeXeNaHH CHOMTHS, KaTO HAMPHMED XHIIOTOHAS, XUIIEPKATHEMHS H HaManABaHe Ha GLOpetnaTa ¢y HKUHs
(BxmounTenHo ocTpa OB0peYHa HeAOCTATHYHOCT), B CpaBHEHKE ¢ ynoTpebaTa caMo Ha e/IHO CPEACTRO,
neficreamo Bepxy PAAC (Bx. Touxu 4.3, 4.4 u 5.1).

TH AHTHXHNCPTEH3ARAM CPEACTRA

EnmnoBpemennara ynotpeba Ha Te3s CpEACTBA MOXE /1A YBEIMYH XUNOTOHAYHHTE edekTH Ha CHAIanpHI A
xXdApoxnopoTHaznj. EfHoBpeMeHHATa ynoTpeda ¢ HATPOT/HIIEPHH B APYTH KHTPATH HIH APYTH
Ba30/IMIIATATOPH MOXKE JOITEHATENHO 2 HAMA/TH KPLBHOTO Hajsrase.

JIvTHif
Ilpu eqHoOBpeMeHHOTO MpHaaraHe Ha JaTA ¢ ACE REXAGHTOpH ca cho0IneHA 0DpaTHME MOBHINEHHS Ha
CEepYMHHATE KOHIEHTPalHK Ha NUTHH ¥ TokcuusiocT. EqnospeMennaTa ynotpeba ¢ THAasHIHM AHYPETHIH
MO2KE JIOIBJTHATENIHO /12 OB HUBATA Ha JHTHH M 212 YBENHYM PHCKA OT JIMTHena TOKCHYHOCT ¢ ACE
HEXxHOuropH. Ynorpebara #a Ko-Pennrex ¢ nuTHii He ce MpenopsuBa, HO 4K0 KOMOHHALMATA CE OKaXKe
Heobxo0uMa, Tpa6Ba 12 ce MIBHPIIN BEKMATEHO MOHHTOPHPAHE Ha CEPYMEWTE THTHCBH HUBA (BXK.
TouKa 4.4).

HecTepouIHA NpOTHROBE3nanuTe iy cpeacrsa (HCIIBC), BRIIOYHTENHO CENEKTHB

HKnookcHrenasa 2 (COX-2)




HecTepouaHNUTE NPOTHBORLINANHTENHH cpeacTsa (HCTIBC), BRINOYMTENHO Ce/IEKTHBHATE HHXHOHTOPH
Ha HuknookcAareHasa 2 (COX-2) Moxe a NOHWKAT edeKTa HAa AHYPETHUHTE H ADYTH
aHTHXMIIEPTEH3ABHER cpencTea. CIeAOBATENHO AHTHXHNEPTEH3HBHAA eeKT Ha anrHoTeH3wH 11
peunentopuH aHTaronucTd, ACE nuxuburops wim auypetiuy Moxe na 6sae ramanen or HCIIBC,
BIUTIIOYHTETHO CENIEKTHRHATE HEXHOBTOPU HA TAKICOKCHTeHasa 2 (COX-2).

EnnoBpemennoro npunoxenue Ha HCIIBC (Bxmountenno COX-2 upxubaTopH) H aHIAOTER3HH 11
petterrropaH arTarowucTy wim ACE srxuGeTOpH nposeaea agirrusel eQekT BbpXY NOBHIIABAHETO HA
CepyMHHS KaJlMii ¥ MOXKe Jia JoBefie A0 BrouIapane Ha GnL6peunara dysxmms. Tesn edexrn obukHOBEHO
ca obparumu. Paaxo Moxe Ia ce MofBH ocTpa 6E6peuHa HeAOCTATEYHOCT, 0COOEHO PH MAHEHTH C
yBpeaeHa 6p0pevuna GyHKuua (KaTo HanpaMep MALMEHTH B CTAPYEcKa BE3PACT HIH NALUHEHTH ¢ 00eMeH
RedHIAT, BRMIOYHTENHO TE3M HA JHYpETHYHA Tepamns). CrenoparenHo kombanauaTa TpAOBa 21a ce
Np#Jlara ¢ NOBHHIEHO BHAMAH¥E NIPY MAKEATH ¢ yBpereHa Ob0peuna dyHKIus.

Emananpunos Maneat

Je TIOEHIN MCKA OT aATHOENEM
EnsoBpemennata ynotpeba va ACE unxubarops M caxyOuTpri/Bancaprad € NPOTHBONIOKA3aHA, ThH KaTo
yBeNHvaBa pHCKa OT aATHoeAeM (Bxk. Touku 4.3 | 4.4).

ExnoBpemenHara ynotpeba Aa ACE mxuaGurops u panekanotrpuin, mTOR wHxaGuTOpH (Hamp.
CHPOIIMMYC, €BEPOIUMYC, TEMCHPOIHMYC) H BHIAArIMITTHH MOXE Ja JOBENE OO NOBHIICH PHCK OT
aHruoeneM (Bx. To4ka 4.4),

NOBHIIAT CEPYMAHA KAIHH

Brnpexu Je cepyMHHAT Kanuil 0OUKHOBEHO 0CTaBA B HOPMAJIHH IPAHHIH, IPH HAKOH DAllHEHTH,
nexysanm ¢ Ko-PeRrTek, Moxe Na ¢e nossu XHMepxamemun. Kamui-chxpansapanuTe AHYPETHIM (Hanp.
CIIMPOHONAKTOH, TPHAMTEPEH WIH AMHIIOPH]), R0OABKHTE, CHIbPXKAIIE KANHHA #IH 3aMECTHTE/iTe Ha
COJN, ChALPKAINA Kanuii Mojke 2 AOBEST A0 SHAYUTENHO NOBANIABAHE HA CEPYMHAS Kammil. Chino Taka
TpabBa na ce BHEMABa, korato Ko-Peunrek ¢e npHnara enHOBPEMEHRHO ¢ APYTH CPEICTRA, KOHTO
MOBHIIIABAT CCPYMHHA KW, KATO TPHMETOIPHM H KO-TPAMOKCa30J (TPHMETONPHM/CY IaMETOKCa301),
Thii KaTO TPHMETONPHMBT € H3BECTEH KATO KANMI-ChXpaHsBall THypeTHK kaTo amunopu. Ilopanu Toa
HE ¢€ Ipenopsusa kombunnpanero Ha Ko-Penntek ¢ ropecnoMeHaTiTe N€KapcTsa. AKO €JHOBPEMEHHOTO
NIPHIOXKEHHE € MOKa3aHo, TO TpAOBA Aa ce H3RBPIIBA ¢ TOBHIICHO BHUMAaHHE H TpA0Ba 4ecTo fa ce
MOHHTOPHDPA CEpYMHHA KaNH.

HQIUIOCIIOQHH

XunepkanueMus MOXKE 2 BBIHHKHE 110 BpEME Ha enoBpeMenHa ynorpeda Ha ACE HHXHOHTODH ¢
nuknocnopus. Ipenopsyea ce MpocicAgBale Ha CCPYMANA Kanuii.

Xenapua
Xunepkanuemus MOXe A2 BE3HAKHE 110 BpeMe Ha eHoBpeMenHa ynorpeba Ha ACE HAxn6uTOpH ©

xenapuH. [Ipenopriba ce mpocnensBade HA CEPYMHHA Kanui.

CTHIH (THAa3 ¥ SpHMKOBH eTHIH
Ilpenmectpalno jie4eHHe ¢ BACOKH JIO3H AHYPETHITH MOXKE Aa JoBeae A0 00eMeH Ne(HUHT H PHCK OT
XHIIOTOHHA TIPH 3AM0OYBAHE Ha JIEYCHNE ¢ eHANANpHI (BX. TOUKH 4.2 1 4.4). XdnoTroHHYHATE EPEKTH
MOXe J1a 6b/aT HAMANCHH Ype3 IPEYCTAHOBABAHE Ha IEYEHHETO C JUYPETHIH HIH Hpes3 e Ha
obeMa 1M NpHeMa Ha COxL.

TprnMknnyHE aeTHACNPECAHTH/ AHTHIICAXOTHLH/ AHECTETHIH




EpnospeMennara ynorpe6a Ha onpeze/ieHn aHeCTeTHIH, TPHIHKIWIHA aHTHAETIPECAHTH H
anrancuxorHiy ¢ ACE HHxHGHTOPH MOXE 1a AOBEAE 1C HO-HATaTHIOHO HAMANSBaAe HA KPHBHOTO
HanAraHe (BXK. To4dka 4.4),

CHMNATHKOMHMETALIH
CHMINATHKOMEMETHITHTE MOTAT 2 HAMAJAT anTHXHNiepTensuBHas edext Ha ACE HHXnGuTOpHTE (BX.
To4ka 4.5).

AHTiymaberny

EnuaeMHONOMYHHE IpOy4BaHHA MPEANONAraT, Ye eAHOBpeMERHOTO npunoxente Ha ACE naxnGuropu u
aHTHAMAGETHH IEKAPCTBEHN MPOAYKTH (HHCYIIHH, IEpOPAHH aHTHARAOCTHH CPELCTBa) MOXeE Aa
NpeIH3BHKA YBEIHYEH eeKT HA HAMAJISBAHE HHBOTO HAa KPhBHATA 3aXap ¢ PHCK OT XHNOrIHKeMHs. To3H
(EeHOMEH MOKE NO-BEPOATHO A2 CE MPOABH Npe3 IIPBATE CEAMHIM OT KOMOMHHPAHOTO NIeYeHHe H NPH
nauuenTs ¢ 6n6pedso yppexaane (Bx. Toukd 4.4 1 4.8).

AJkoxon

ANKOXOITbT IOBHIIABA XMNIOTEH3HBHUA edekT Ha ACE uaxubaropure (B%. Touxa 4.5).

CTHICATHIATIOBA KHC MOoITHIE ¥ B-0nokepn
EfHOBpeMEeHHOTO IpHJIarane Ha EHARANPHII ¢ ANETHICANMIAIORA KHCEIHHA (B KapAHOJIOrHIRY JO3H),
TpoMGOIHTHIM ¥ B-Cnokepu e GesonacHo.

3aaro

HATpHTOHIHH peakilHH {CAMIITOME BKJIIOYBAIIH 3a9ePBABARE Ha AALCTO, FAJCHE, TOBPLINAHE H HHCKO
KPBEHO HaNAraHe) ca cho0IaBaHy PAAKO MPH MAMEHTH Ha JIeYeHHE ¢ HIDKEKIHOHHa (opMa, ChABDKAINA
snato (sodium aurothiomalate) u enqnoBpemenno neserne ¢ ACE HHXHOMTODH, BKIIOYHTEIIHO SHANANPHL.

Xuapoxioperuadun

Henenonspu3Apamy MAOPEIAKCAHTH
Tuasm‘re MOXKe 2a NORHINAT JYBCTBHTENTHOCTTA KBM wﬁoxypapuﬁ .

Ankoxod, 6 TH HJIH ONHOHHY aH
Moxe Xa HACTHIH MOTEHIMPAHE Ha OPTOCTATHYIHA XHIIOTOHHS (BX. To49ka 4.5).

abeTHN I 1 H CPeACTBA H HHCYJIHH
Moxe a ce HANOXKH KOPHTHPaHe Ha I034Ta HA AHTHIHA0CTHHTE NekapeTsa (BK. ToukH 4.4 1 4.8).

Xoun AMHH H XOJECTHIIONOBH CMOIH

A6GcopbunsTa Ha XHAPOXAOPOTHA3H] € HAPYIIEHA B IPHCLCTBHETO HA AHHOHHH OOMEHHH CMOJTH.
EAMHUYHE JO3H OT XONECTHPAMMH KM XOJIECTHIIONOBH CMOJH CBBEP3BAT XHAPOXNOPOTHA3HA H HAMANABAT
abcopbLMATa My OT FaCTPOHHTECTHHANHKS TpakT. [IpoLeHTET Ha HaManeHHe MOXe Aa JOCTHIHE 85 % 1
43 % cbOTBETHO.

Yy en QT mHTEpBAN (Hanpum H, IPOKAHH: aMHONAPOH, COTANON
HoeueH puck ot torsades de pointes.

JATNTATCOBH TIMKOZHIH

XunokaMHeMHAATa MOKe A2 MOBHIIA YYBCTBHTENHOCTTA HITH 3aCHIIH PEaKIHATA Ha CHPE
OTHOMLICHAE TOKCHIHHTE e)eKTH Ha AUIHTAIHC (HanpUMep TIOBUINEHA KaMEPHA Bh30Y,

Koprukoctepoumn, ACTH
YeuaeHo OTACHAHE HA €NEKTPOIHTH, B 4ACTHOCT XHIIOKAIMEMHS,

10



Kam HIHH Hamp. M HOKCOJIOH WM 3n0Ynorpeda ¢ TaKCaTHBH

XuOpoxIopoTHasa MOXKe Jia IOBHIIIH 3ary6ara Ha Kanuii #/AAH MarHe3Hil.

1I HH aMHUHH (Hanp. HO HATHH
E(QeKTsT Ha IPECOPHHUTE aMMHH MOXE f1a GBAe NOHHKEH (BXk. Touka 4.5).

TOCTATHIA (HANp. UK aMHJL M KCAT
THasuguTe MOXKE Ja HamansT GbGPeHATa eKCKPElHA Ha UTOTOKCHYHH NPOMYKTH H A4 YCHIAT TEXHATE
MHEJIOCYPECHBHH e(eKTH.

IMeanaTpryuHa HOMy NAIAA
Tlpoy4Banus 3a B3aEMozaelicTBRATA Ca IPOBEKAAHH CaMO IPH BE3PACTHH.

4.6 bpemennocT, KbpMeHe ¥ GepTHAHTET

Bpemennoct
ACE paxuCurtops:

He ce npenopw4sa ynorpebara Ha ACE HHXHOHTOPH N0 BpeMe Ha IIbPBHA TPHMECTHP Ha OpeMeHHOCTTa
{Bx. TouKa2 4.4). Ynorpefara Ha ACE nEXnGHTOPH N0 BpeMe Ha BTOPHA H TPETHA TPUMECTEP Ha
OpeMeHHOCTT2 € IPOTHBONIOKA3aHa (BX. TOYKH 4.3 u 4.4).

FuaeMBonorHHuTe JaHHHE OTHOCHO TEPaTOreHHHs PUCK BCIEACTEHE npAnoxente Ha ACE nuxuburops
TIO BpEME HA THPBHSA TPHMECTBP Ha GPEMERNHOCTTa He ca yGennTeNnHn; o6ade He Moxke aa Obzie
H3KTOYSHO MAKO NIOBYIIEANE Ha prcka. (CBER KOraTo NpoABKABaHE A 3anodnaroro nevenue ¢ ACE
HHXMOUTOp Ce CMATA 33 HAJOKHTEIHO, IPH MALHEHTKATE, TUIAHHpaNTH OGPEMEHHOCT, € He0OXO0tMMO a ce
CMEHH aHTHXMIICPTEHIHBHATA TEPalds ¢ ANTEPHATABHA ¢ YCTAHOBEH npo(HII Ha 6e30MacHOCT O BpeMe
Ha OpemennocT.

Koraro ce ycrasoy Gpemennoct, iedenuero ¢ ACE unxmburops Tpabsa i@ & npeycTasoBy nesabasso
H Ja Ce 3an0qHe aITEPHATABHO JICHECHHE, aK0 € NOAXOAMII0.

H3ssectro e, ge Aeuennero ¢ ACE uaxuOHTOPH O BpeMe HA BTOPHS H TPETHA TPHMECTHD Ha
GpeMenHOCTTa IPENMIBHKBA (ETOTOKCHYHOCT Npy xopa (naManena Ge0pedHa pyukiws,
ONIHTOXHAP2MHHAOH, 3a6aBAHe HA OCHMDHKAIHATA HA YEpEna) W HEOHATAJIHA TOKCHIHOCT, (660peuHa
HEA0CTATHYHOCT, XKHOTOHKS, XAnepKaHeMda) (Bx. Touka 5.3). OnmaroxuipaMHUOH NpH MakKara,
BEPOATHO NMPEACTABIABAIL HaMalleHa eMOpAOoHaHA ObOpesHa HYHKIMA Ce MOSBABA H MOKE Ja I0BE/IE 10
KOHTpaKTYpa Ha KpalHMIATe, YePeNHO-HIEBH AeopMaliMi H XHIIOTIa3us Ha Gemns fpod.

Ako ce yeraHoph ekcriosunus Ha ACE HEXHOHTOpYH OT BTOPHS TPHMECTHD Ha OPEMEHHOCTTA, €
NPENOPBLYHTENHO YITPA3BYKOBO H3CHEABaHE 32 Nposepka Ha OrOpewnara dyHKumA U yepena.

Hosoponens, uaHTO Maiik ca npaeMans ACE auxuburops, Tpabea cTpaKTHO Aa OBaaT npociesssand
32 MIOABATA Ha XHTIOTOBUA (BX. Touky 4.3 u 4.4).

Xuapoxnopornazai;
HMa orpandgeH ONHT ¢ XHAPOXNOPOTHA3H] IO BpeMe Ha GpeMerHoCcT, 0CODSHO Npe3 TbpBHS TPUMECTEP.
I[TpoyuBaHwsATa [IPH KWBOTHH ¢4 HEAOCTATHYHH. XHAPOXJIOPOTHA3HA NPSMUHABA Npe3 nalieHTaTa. Bo3

OCHOBA Ha (apMaKkONOTHYHHA MEXaHH3bM Ha JefiCTBHE Ha XHAPOXJIOPOTHA3H], ynorpebara
BTODHSA i TPETHA TPHMECTHP MOXE 2 HINOXKHA Ha PHCK ¢eTo-nNaneHTapHaTa nepdyus
OpHYHHH (PeTaNHHi i HEOHATAIHH e(DEXTH KaTO HHITCHRLA, HAPYICHAS B SICKTPONH
TPOMOOLIHTONIEHAA.
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XHapoxnopordasii He TpaOBa Aa ce H3NCN3BA 32 reCTAIKOHEH OTOK, FeCTAIHOHAA XHNEPTOHNA HITH
APECKNAMICHA IOPAJH PHCK OT HAMAJCH Ia3meH ofeM H INalleRTapHa XHnonepdysus, 6e3 nonesex
edexT BBpXY X044 Ha 3a00ASBAHETO.

XuapoxXIopoTHASHA He TpabBa A4 C& H3MO3BA 32 eCCHIMAINA XHNEPTOHAA IpH OPEeMEHHH XeHH OCBEH B
PenxH ciy4ad, KbAETO He MOXKE /13 CE H3T0NI38a HEKAKBO APYTO JICYCHHE.,

Kspmene

Enananpwn:

Orpanuyend $papMaKOKHHETHIHA JaHHM NOKA38AT MEOTO AMCKH KOHL[EHTPALHH B KbpMaTa (BXK.

Touka 5.2). He3aBHCHMO 4e Te3H KOHUEHTPAIHY H3MIEKAAT KIHHHIHO He3Ha1HMA, ynoTpebata Ha Ko-
PennTeK HE ce NPENOPBHYBA O BPEME HA KEPMEHE TIPH NPEKIEBPEMEHHO POACHH KBpMadeTa H Ipe3
IIbPBHTE HAKONIKO CEAMHIIM CJIEH pAXKIAHETO, OPaJH MOTCHIHANCH PUCK OT CHPACYHO-CBIOBH H
6n6peunn edeKTH U IOpay HEROCTATHYCH XimHEYeH on|t. [Ipu no-roneMH KepMaveTa ynorpedara Ha
Ko-Penutex npH KhpMeNM Maika MOXe Jla ce 0OMHKCIH, aKO TOBA JIEYEHHE € HANOKHTEHO 33 MalkaTa i
aKo JeTeto ce Habmoaapa 3a MOABATA HA HEXeJIAHH edeKTH.

XuApoXIopoOTHAIAA:

XuapoxIOpoTHAZH] CE OTACAA B KbPMATA B MAJIKH KOIIMIECTBA. THA3HMTE BEB BHCOKH 03U
NpeN3BHKBAT HHTEHAMBHA JUYPE3a B MOraT /1A MOTHCHAT KbpMaTa. YnoTpebara ua Ko-Pennrek He ce
npenopeYBa 0 BpEME Ha KpMmene, Ako Ko-PenwTex ce H3MOI3Ba [0 BpEME Ha KbpMeHe, Ao3uTe TpabBa
Ja ¢ 3aNa3AT BE3MOKHO Hali-HACKH.

4.7 FEdexTa Bopxy ciocobrocTTa 3a modapane a1 paboTa c MAIIAHA

IIp# modupane AIA paboTa ¢ MANIHAM TpAOBa Aa ¢ HMA OPEABH], Y€ MOHAKOTa MOXE A4 ce NOABH
lamaiisane uny 00ma oTnagHanoct (Bx. Touka 4.8).

4.8 Hexenann JJeKAPCTBEHH PeAKIHE

Ko-Penutex 06HKHOBEHO ce nonacs fobpe. [pyH KIMHAYEE MPOyYBaHus, CTPAHATHUTE eekTh ca OHIH
NleKd ¥ NIPEXOHH ¥ B IIOBEYETO0 Ciyday HE Ca H3MCKBAH NPEKPATIBAHE HA NIEYCHACTO.

Haii-uecTHTe CTPAHKYHA eeKTH, CHOOIIABAHM IO BPeMe HA KNMANYHO mpoyBase ¢ Ko-Perutek ca 61
rnaso0oNHe N K2OUIHIa.

CroOmaBaHy ca clnefHHTe HeKeIaHH JICKAPCTREHH peaknnH 32 Ko-PeHHTeK, eHajianpin caMOCTOATENHO
HIH XHAPOXIIOPOTHAZH CAMOCTONTENHO, KAKTO M0 BpeMe Ha KIAHAYHY NPOYUBAHAS Taka ¥ CAeJ KaTo
leOIly KTBT € MYCHAT HA rna3apa:
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Tabuuna 1. Hexenann nexapersenn peakiun Ha Ko-Peanrex

Cacremo- Mnuoro Yecrn 217100 | Heueern Penkn Ms=oroe C HeH3BeCTHA
OpTAHEH KIac qeCTH zo <1/10) G110 ne | L0000 10 | peaxm qecrora (or
1/10) <1/109) <1/1 000) {<1/10 000) HAMYHHTE
JAHHHA HE MOXKE
aa Gnjxe
HANPABCHZ
OIEHKA)
Heonnaimu -~ Hemenanomen
dolipoxarecmeen paK Ha KOXaTa
u, (GazanHOKNeTHYE
ITOKAYECMBENH H KAPLUHHOM H
& Heonpeoenenu CKBAMO3HOKNIETE
(exn. Kucmit u 9eH KapLHHOM)
noaunu}
Hapywenus na Anemun Heytponerss,
Kpoema u (exmoynTenHo | HaMANCH
Rumpnama annacTHYHA M | XeMOrJoOHH,
cucmeMa XEMONHTHIHA) | HaMancH
XEMATOKPHT,
TpoMGonHTONe
Hid,
arpaHyJiclIHTo3
a,
KOCTHOMOZBYHO
HOTHCKAHE,
NEBKOTICHHS,
NAHIHTOIICHHA,
mamaneHoaT
HAL,
ABTOMMYHHH
zabonaparus
Hapywenun ua Canapom Ha
endoKpunnama HApYLIeHA
cucmema CEKpeLHA Ha
aHTHAHYPETHYCH
xopmon (SIADH)
Hapyuenus na Xumoxarmmemus | Xumormuxemn | [Tosmnena Xuniepranipe
Memafoausma u , TIOBMITIEH (K. KPhLBHA 3aXap MU (BK.
Xpanenemo ' Xonecrepon, TouKa 4.4), TouKa 4.4)
HOBHHICHM XHITOMATHE3HE
TPUCIMUCPHAN, | MES,
XHIIEPYPHKEMHM | moparpa**
i
Hapywenun na I'maBobonue, OGbpKEaHE, Heobymaiing
HepeHama Jenpecns, CHHJIABOCT, CHHHIIA,
cucmema u CHHKOI, OeachaNE, HApyIIeHHA Ha
RCUXHYHE MPOMEHEH BKYC | HEPBHOCT, ChHi, Napesa
HADYHIEHUR NAPECTEIHH, {topagn
BEPTHTO, XHMIOKARHEMNAA)
TIOHHKEHO

MHOHp0**
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CHcremo- Mpnoro Yecrn (z1/100 | HeuecTn Penxu Mpuore C HenipecTHa
opraficH Kiac YeCTH o <1/10) 1/1 000 po (=1/10 080 no penxs yecroTa (0T
10 <1/100) <1/1 000) (<1710 000) HANAYHHTE
ASHHH HE MOFKeE
ag Geae
HaupaBeHa
OLEHKA)
Hapywenun na 3ambriacH XopoHaneH
ouume o HITHB
BHAIAHE
Hapyuienur na IltyM B ymmTe
yxomo u
Rabupuma
Copodeunu u 3amaiiBad | XunoToHms, Bauepnipade | Demomed Ha
cpdosu e OpPTOCTATHIHA | HA JIHLIETO, Raynaud
HapywieRus XMIIOTOHNA, MANHTALIAH,
PHTBEMHH HHGAPKT Ha
HAPyOICHHS, MHOKAp/Ia HIH
CTCHOKAPIAA, MOFBTHO-
TAXHKAPAHA ChOOB
HHUHACHTY,
BESMOXHA
BTOpHYHE 10
eKCLeCHBHZ
XHITOTOHRHA
OpH NANHEHTH
€ BHCOK DHCK
(e
Touka 4.4)
Pecnupamopnu, | Kamumia | 3agyx Hazama BenonpobHa
Zpsonn &t CeRpelHs, HHpIUITPaTH,
MeORACKHIIRANNE Oonkn B peECOHpaToOpeH
Rapyuienus TBPIOTO H JcTpec
Apesrae rhac, | (BKIOYHMTEIHO
6poHxocnazeM | MHEBMOHNT H
facTiaa fenompoben
OTOK), PHHHT,
anepravcH
AMBCONHT/COIHH
odmanHa
TIHEBMOHHA
Cmomauino- I'agene JHuapus, Hneyc, CroMarut/apro | HerecTrnane
4peen xopemua Gonka | maHkpearHT, 3HH YAUEPATHH | H aHrHOEIEM
HaPYWIEHIA MNOBpbLUIAKE, (a38H), riocur
IWCIIEIICHE,
3UNeK,
AHOPEKCHA,
CTOMAIHO
ApazHEHe,
CYXOT4 B
ycraTa,
MENTHIHA
A3BA,

METCOPHIBM*+
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Cucremo- Mpnoro Yecra (>1/160 | Henecrn Penxn Mpnoro C nenminecraa
OpraHeH KIac 9eCTH Ao <1/10) (=1/1 060 po 10000 a0 | penxn qecToTa (0T
(=1110) <1/100) <1/1 000) {<1/10 060) HAHIHATe
AAHMH HEe MOXe
#a 6bae
HAIIPABEHA
OIEHKA)
Xenamobuanuapn Yeproapobma
U HapyieHUR HEAOCTATHIHOC
T, YepHOAPOOHA
HEKpO3a {MOXKe
Ja Geae
daransa),
XeNaTaT - KIM
XENaToneynap
€H KM
XONECTATHYCH,
KBATCHHLA,
XONEUHCTHT
(ocobewo npa
(AIRCHTH C
NpEAXOoXKRAI
XOTIENHTHA3A)
Huapywenns na OGpue Hnadopesa, Epurema Hma crobmentic
Koncama u (exanthema), cepbex, mysrraopme, 32 KOMIUIEKC OT
RoOKoNCHAMA CBPEXYYBCTPHT | YPTHKapHS, CHHAPOM HA CHMITTOMH, KOATO
proKan €JIHOCT/AHTHOH | anomnetms Stevens- MONE fa
EBPOTHSEH Johnson, BKJIIOYBA HAKOH
OTOK: exchomMaTHREH HWIHM BCHYKH OT
AHIMOHERPOTHY JIePMaTHT, CIIERHHTE
€H OTOK Ha TOKCHIHA NPOABH; BHCOKA
NHLETO, CIHACPMATHA TEMNeparypa,
KpaiHHLpTe, HeKponia, CEPO3HT,
YCTHHTE, €3HKa, mypiypa, BaKCY STHT,
TAOTHCA W/HIH KOXKCH JyIycC MHAIrHAA/MHO3HT,
JIAPHHKCS ¢a €PHTEMATO3YC, ATPANTHS/aPTPHT,
Onm EPHTPOACPMA, TIOJIOMHTENEH
crobuenn (BXk. nemdiAryc ANA, yckopeno
TouKa 4.4) CVE,
COMHODHINA H
ACBKOLMTO3A.
Mowxe pa ce
noasu oGpHe,
doToayBCTBHIEN
HOCT I JPYTH
KOMHH TIPOABH.
Hapywenus ua Myckymu ApTtpanras**
MYCKyAHO- KpaMna***
cKenemuama
clicmema,
CreEQuURUMERNAGmM
4 nrokan u
Kocmuu
HAPYWEHUR
Hapywenua ua Bubpeuna Onurypas,
Gvopeyume u mHchYHKIMA, | HHTEPCTHIMANE
nurounume 616peuna H HehpHT
nmemua HEJOCTATEIHO
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CHCTeMo- Muoro Yecrn (>1/100 | HewecTn Penxu Mnoro C men3secTHa
OpraHen KJiac JeCcTH zo <1/10) =1/1 000 no 1710 000 go - | peaxu yecToTa (OT
1/10) <1/100) <i/1 000) (<1/10 009) HAMHYHHTE
JAaHHH HE MOXe
xa Obae
HANPABEHA
OLeHKa)
CT,
IPOTCHHY PHA
Hapywienus na Hmnorentroc | I'unexoMacTus
EvINPOUISOOUME T
HamRe cucmema
i Zvpdama
Obun AcTenus Bonxa B Obmo
HapyuieHus u TBPAMTE, YMOpa | Hepaz[onoXeH
egexmu na HE, BHCOKA
MACHOMD Ha Temmnepatypa
RPUNONCEHUE
Hichedsanun Xunepransemu | [osmmnena lNorumenn
A, MOBRHIEEH KPEBHA yped, CTOIHOCTH Ha
CepyMeEH XHIOHATPHEM | YepHOAPOOHH
KpeaTHHHH MA CHIHMH,
NOBHIlCHH
CTOHHOCTH Ha
CCpyYMHHA
OnaMpyOHE

* B xIMHHYHHTE H3NHTBAHHY YECTOTATA HA TE3H B rpyniaTa Ha mwianebo H T€34 B TpynaTa Ha AKTHBHA

KOHTpona e 61Jia CpaBAHMA.

*+ Ha0moNaBaH camMo NpH Ao3d o112,5 mg # 25 mg XuAPOXIOPOTHAIHN
» [ TacHUIHPAHETO Ha MYCKYJIHHTE KpaMITH KaTo 9eCTH C¢ OTHAcA 3a fo3uTe oT 12,5 mg u 25 mg

XHIPOXJAOPOTHAZAN, JOKATO KNACHHIHUPAHETO HM KATO HEYECTH Ce OTHACA 3a JI03aTa 0T 6 mg

XHAPOXAOPOTHAZAS

Omucanye Ha H30paHA HeXeNaHW PEAKUMH
HemenanoMeH pak Ha koxarta: B3 ocHOBA Ha HANMYHATE AAHHH OT ENHACMHAOIOIHYHH [IPOYUBAHHA €

HaOmoiaBaHa 3aBUCHMa OT KyMYJIATHBHATA ZI03a BPh3Ka MEXAY XHApoxoporrasag ¥ HMPK (Bx.

toukn 4.4 1 5.1).

Crobniasane Ha NOAOIUPaHM HEKEIAHN PEAKITAN

Cpob11aBaleTo Ha NORO3HPAHH HEXETaHH PeaKLHH Cle]| paspetiiaBaHe 3a ynorpeda Ha 1eKapcTBeHus
TPOAYKT e BakHo. Tosa mo3BonsBa 1a NPOALIHKH HAGMOAEHHETO Ha CHOTHOIEHHETO NOJ133/PHCK 32
NeXapCTBEeHHA npoaykT. OT MEAMIHHCKHTE CRCHHAIHCTH CE H3HCKBA Ja ChoOmAnar BCAKA NOA03HpaHa
HEXEAHA Peakins 4pe3 U3mbIHHTeHa areHRs No TekapeTeara, yi. ,.lamsn Cpyes” Ne 8, 1303 Codus,
Ten.: +35928903417, yeGcaiiT: www.bda.bg.

4.9 Ilpesosmpane

Hsma cnemuduyHa vedopManus 3a ieueHHe Npy npegosupane Ha Ko-Perutex. Jledennero e

CHMIITOMATHYHO W MoZAbpkaio. Tepammara ¢ Ko-Pennrex Tpabea fa 6pae cnpsna, a NaiACHTET
Habmogasas oT6H30. [IpenopbyYnTeHATE MEPKH BKIIIOYBAT NPEAM3BHKBAHE Ha IOBPBUIAHE, MPHEMaHE

Ha aKTHBEH BBIJICH H IAKCATHB B CXyqali HA CKOPOIIHO MpHeMaHe Ha TabneTkure, 4 KOPUTH
JAeXHAPATALHATA, CICKTPOIHTHHS AMCOANaHC B XHNOTOHHATA IO YCTAHOBEHATA NPOIIE

Enananpunes Maneat

16

.




Haji-gpxere cHMITTOM3, NPEAA3BAKAAN OT NPEAO3MPAHE, ¢4 H3paleHa XHNOTOHHA, 3ar04YBalia okoJo

6 uaca cnes mpAeM Ha TableTKUTe, MPHAPYXeHa ¢ ONoKUpaHe HAa peHHH-aHTHOTEH3HHOBATA CACTEMA H
crynop. CHMNTOMHTE, CBBp3aHH ¢ npegosnpane Ha ACE aHXxuOHTOpH MOXE Ja BKIIOYBAT LHPKYIATOPEH
HIOK, EJIEKTPOIHTHH Hapymierus, On0peyHa AeiOCTATEYHOCT, XANEPREATANAINS, TAXHKADIHI,
nannHTALEH, GpaanKapaHs, 3aMaiipane, Ge3nokoHcTBo H xanymia. CepyMHH rvBa Ha eHananpuia ot 100
1o 200 ITHTH Haj Te3M NPH CTaHAAPTHA NO3KPOBKA, ce HabmoaasaT cnes NpaivkenneTo Ha 300,
peciiekTHBHO 440 mg eHANANPANOE Marear.

Tlpenops4BaHOTO NIEYEHHE IPH IPENOIHPAHE € PHAAraHe Ha HHTPaBeRO3HA HAQY3Hs ¢ H30TOHHIEH
¢duzHONOrHYEH pa3TBOP. AKO ce HOSBH XHIOTORHA, TaNHEHTET TPA0BA ia C¢ NOCTAaBH B JIETHAJNIO
ROJIOKEHRAe. AKO ca HalHIaH, WEdy3ud ¢ aRrnorensnH [1 4/ HiITM HHTPABEHOIHA KATEXONaMHHY MOXE 13
OBbAaT OT No3a. AKO NpHeMaHeTo Ha TablleTKHTe e CTAHANlO CKOPO, BIEMETE MEPKH HACOYCHH KbM
CIIKMHHHPAHE HA cHANANPHIOBHA Manear (ﬁanp. MOBPBIIEHE, CTOMAaHIHA ApOoMABKZ, MPHCMAHE Ha
abcopOeHTH M HaTpHEB cyndar). EHananpunar Moxe Ja ce IpeMaxHe OT KPbBOOOPBILEHHETO 4pe3
xemoauandsa (BxK. To9ka 4.4). [leficmeiikbp Tepanuara € Noka3aHa 3a NCUeHHe HA PC3UCTCHTHA
6pazaxapana. JKA3HEHO BOKHHTE PHIHALH, CSPYMHHTE EIEKTPOJIMTH # KOHICHTPALHHMTE HA KpeaTHHHHA
TpAOBa Aa OBAAT HENPEKBCHATO MOHETOPHPARH.

XuxpoxnopoTHaing

Haii-gecTo cpenianuTe NPAIHAIM H CHMITOMH C4 Te3H, IPEAM3IBAKAHH OT €NIEKTPOMTHHTE HAPY IICHHA
(xAnokanueMus, XHHOXJIOPpEMHUS, XHIIOHATPHEMHA ) H IeXHApAIHATA, BCIEACTBHE EKCLECHBHATA IHYPE3a.
Axo ca OHTH NPHIATAHH H JETHTAHCOBH NPOAYKTH, XHIOKaTHEeMHSITa MOKE 1a TPOBOKHPA CHPACYHA
apHTMHA.

5. GAPMAKOJIOrMYHH CBOMCTBA
5.1 apMakoIHHAMAYSHM CBOHCTBS

dapMakoTepaneBTHYHA TPYNA; SHANANPUT M JHYPETHIH.
ATC xon: CO9BAO2

Ko-PeHHTex (eHananpunor Majieat u XHAPOXJIOPOTHA3A]) € KOMOHHAIMA OT HHXHOUTOP HA AHTHOTEH3HH-
KOHBEPTHpAIHA eH3UM (EHAJIAPHJIOB MANEAT) H ARYPETHK (XUAPOXNOPOTHAIAN), KOHTC € eheKTHBEH
TIPH JICUCHAE HA XATIEPTOHHS. AHTHOTEH3MH KOHBEpTHpALUHAAT en3uM (Angiotensin converting enzyme -
ACE) € nenTRAAN ANNENTHAA3a, KOATO KATAIM3HpA KOHBEPCHATA Ha aRr#oTeHs3uH I 10 npecoprara
cyGcranmusa anrroTensan [1. Cnep aGeopOnudTa, eHAMANPHI Ce XHAPOIHIAPA AC CHANANPHIIAT, KOHTO
HHXHOHpa aHruoren3ud-konsepTrpawmys ensuM (ACE). Haxubupanero sa ACE Boau 10 HaMaisiBaHe Ha
Ia3MeHNs aHrnoTeH3ud 1L, koeto Bogu A0 yBenuuasade HA IIAIMEHATA PEHWHOBA AKTHBHOCT (B
Pe3yJITAT Ha NpeMaxBaHe Ra HErATHBHATA O0paTHA BPH3KA Ha PEHHHOBO OCBOGMKABAHE), H HAMAIIABAHE
Ha aNfOCTEPOHOBATA CEKpeiua. XHAPOXJIOPOTHA3MA € AHYPCTHK H aHTHXMIIEPTEHSHBHO CPE/CTBO, KOSTO
YBCJIHY3B3 IJIa3MCHAaTA DCHHMHOBA AKTHBHOCT. MexanuaMbT HA AHTHXHIICPTCHIHBHUAT ed)elc‘r [+
Heu3BecTeH. XuApoXIopoTHA3H OGHKHOBEHO He MOBMHABA HOPMAITHOTO KPbBHO HaNATaHe.

Ko-Penntex HMa aHTHXHNIEPTEH3#BHA H IHYPETHYHA aKTHBHOCT. Enananmprnios manear u
XHJPOXJIOPOTHAZA €A H3NMOI3BAHM MOOTACIIHO U B KOMOMHAINS 32 JesIcHHE Ha XMNEePTOHUA. Makap qe
XHAPOXIOPOTHAZM 6 ME CAMOCTOATE/IHO HE NOKA3BA KIMHAYHO 3HAYHM AHTUXHNEPTEH3HBEH eeKT B
cpaBHEHHe ¢ nnanebo, Korato XHApOXROpOTHA3HA 6 mg & KOMOHHHDEH ¢ eHAJanpwi, € NOCTATHATO
KIHHHYHO CHHEPru4es e(ekT 10 OTHOLEHHE HA KPLBHOTO Hanarane. EQexTsT oT noHmk .

KPBBHOTO HANATAHE € 3HAYMTEITHO NO-TOJIAM, OTKOJKOTO CC Haﬁmo,uana IIPH CaMOCTO:
Ha eHajanpun. B nonsnaenve, antuxunepren3usang edext Ha Ko-Penutek ce sana3
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ACE e yaesTHyeH Ha kunHHasa II. Taka, eramanprn Moxke CBIHO a 610KHpa pasTpaXIaHeTo Ha
OpasuKHHWH, MOILEH Ba3ofienpecopen nentHa. Obade, ponsta Ha To3H efexT Ha cHANANPUT B
TEpaNeBTHIHO OTHOIIEHHE OCTaBA /1A Ce H3ACHH.

Mexanu3nM Ha AcHcTRAE

BBIpekn ge ce cynTa, 4€ MEXAHA3MBT, Ypes KOHTO eHANPHA IOHWKABA KPLBHOTO HaNATAHE, € IBPBUYHO
MOTHCKaHE HA PEHHH-QHTHOTEH3HH-AIIOCTEPOHOBATA CHCTEMA, SHAIANPIIL HMa AHTHXKICPTEHIHBEH
eexT, HOpH OPH MALHEHTH ¢ HHCKO-PEHHHOBA XANEPTOHHSA.

Qapmaxogm{auwmn QQEKI‘H

Hpnema Ha CHANTATTPHIT HpH MAMHCHTH ¢ XMIIEPTOHNA BOJIH A0 HAMANABaHe Ha KPbBHOTO HANIATAHE, KAKTO
B JICTHAIIO, TAKa H B HINIPABCHO NONOKEHHAC 6e3 SHATMTEIHO yBEIHYaBaxe Ha CbPACYHATA YECTOTA.

CuMnTOMaTHYHATA OPTOCTATHIHA XMNIQTOHMS € Pska. [Ipy HAKOH NALMEHTH ONTHMAIHOTO NOHHKABAHE
A4 KPBBHOTO HAJATAHE MOXKe /]a H3MCKBA MPOILIDKHTEIHOCT Ha TEPAITMATA HAKOJIKO CEIMHIIH.
BHe3anHOTO ciMpaHe Ha eHANaNpHIOB Manear He O TpabBano Aa ce CBLP3BA C PA3KO YBE/IMYABaHe HA
KPBBHOTO HAJISTAHE.

Edexrusno unxutupane Ha ACE akTHBHOCTTa 00HKHOBEHO HacTBIBa 2 A0 4 Jaca C/eq NepopaicH
TIpHEM Ha eIMHYYHA 1033 eHananpui. HauanoTo Ha aHTHXHIICPTEHIHBAATA AKTHBHOCT € HalMIOIaBaHO
OOHKHOBEHO Ha ITHPBHS 4ac, ¢ MHKOBO HamalsBaHE Ha KPLBHOTO Hansrase, MOCTHTHATO 4 0 6 vaca cient
mpaeMa. Ilpoas/mKHTEIHOCTTA B2 ethekTa 3apHcH o aozata. Obaye, npu OPENOPEYMTENHMTE A03H,
AHTHXMIIEPTCH3UBHHAT H XEMOAHHAMHYEH e(EeKT Ce MoAXbLPXKAT Hali-Manko 24 Jaca,

B xemonrHaMHIHH TIPOYYBAHASA HA HANHEHTH ¢ eCEHIHANHA XHIIEPTOHAR, HAMANABARETO HAa KPEBHOTO
HANSraHe e NPHAPYKEHO 0T HaMallABase Ha nepHdepHaTa apTepHAIHA PE3ACTEHTHOCT C YBENHYABaREe Ha
CBPACUHHA yAapeH ofeM U Malka WM IANCBAINA IPOMAHA B CHPACYHATA YecToTa. BeneAcTBHE NpHeMa Ha
eHANANPHIIOB MalleaT, HMa YBenH4aBane Ha GEOpedHns KpbBOTOK; HHBOTO HA FIIOMEpyHATa Quirtpanns ¢
HenpoMereno. Hama fokasaTencTsa 3a 3apbkKa Ha RaTpHil nim Bosa. O6ave, NpH MAIHEHTH ¢ HHCKO
HUBO Ha INIOMEPYHATA QUITPalHA NpekH NECUCHHETO, TOBA HHBO 0OHKHOBEHO Ce yBEAHYaBa.

AHTHXHIIEPTEH3HBHOTO JIEYEHHE C eHANaNpHI BOAH N0 3HAYMTENHA PerpecHs Ha IeBOKaMepHaTa
XHHESPTpOgHA ChC 3aMa3BaHe HA CHCTONHHA O0DEM Ha JIABATA KaMepa.

EdextbT Ha dukchpanaTa Ao30Ba kOMORRAIAA SHATAADH)! H XHAPOXIOPOTHAIH/ HE € NPOYUBAH BupPXY
3a001€¢BaEMOCTTa H CMLPTHOCTTA.

Opoiita 6a0kana
JBe ronems paHAOMU3HpaHd KoHTponMpaus nmpoyusanud ~ ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymo rno6anHo H3INATRAHE 3a KPalHH TOUKHA
Ha TEIMHCAPTaH, CAMOCTOSTENHO K B koMOHHAEA ¢ pamunipun) H VA NEPHRON-D (Kmunudno
NpoyYBaHe CBbP3aHO C Pa3BHTHE Ha HepponaTha rpy Auaber, MpoBeacHO 0T MHAACTEPCTRO MO
BBIPOCHTE Ha BETEPAHUTE) - NPOy4BaT ynotpefara Ha kombunaimara ot ACE HaxaGHTOp H
anrnorensuH [l-penenrtopen Gnokep.

ONTARGET e npoyuBate, HpOBEAEHO IPH HALHEHTH ¢ aHAMHEE3A 34 CHPACTHO-CBA0BA HIH
MO3BYHOCHA0BA GONECT, HIH 3aXapeH AxabeT THN 2, IPHAPYKEHH C JAHHM 32 YBpeXkane Ha ehekTopHn
opraii. VA NEPHRON-D e npoy4saHe Py MALMEHTH CBC 3axapeH nuaber THN 2 B quabeTHa
HedponaTH.

Tesn npoyuBanus He NOKA3BAT 3Ha9MM GAArONPHATEH edeXT BbpPXy GrOpeunuTe W/HIH
CBJOBHTE IOC/IEAHIH H CMBPTHOCT, KATO ChlIleBpeMEHHO ca HabmoaBaHH NOBHIIEH ) l@?f
XHIIEPKATHEMHS, OCTPO YBpekaHe Ha 6p0penuTe H/UIH XATIOTOHHS B CPABHEHHE C 3%
C¢ HMaT NPEABHJ CXOAHUTE M (apMakoAWHAMHYHH CBONHCTBA, TE3H PE3YIITATH Ca I
apyru ACE unxu®uropu 1 anTHoTensus H-penentopin Gnokeps.
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ACE unxubutops H aHrHoTeH34R [I-penienTopad G0kepH clieA0BaTeNHO He TpAOGBA Aa Ce H3NoN3BaT
€AHOBPEMEHHO IPH NALMESHTH ¢ AHabeTHa HedponaTHs.

ALTITUDE (KNBHHYHO NpoYyyYBaHe NPOBENCHO ¢ ANMCKHPEH MDA MALMEHTH ChC 3axapeH Jaader THn 2 ¢
M3MOA3BAHE HA CHPACYHO-CHJOBH H (EOpednn 3a00NsBaHAA KATO KPaHH TOYKH) € NPOy4BaHe,
NpeAHA3HayeHo Ja H3CNE/Ba NoJ3aTa oT A00aBANETO HA ATMCKEPEH KbM crapjapTRa tepands ¢ ACE
HHXHOHTOp WM aHrHOTEH3AH [I-penenTopen GI0Kep IpH MALMEHTH CBC 3aXapeH AHabeT THI 2 W
xpouuyHo 656peuno 3abongBane, chpAeuHO-CHAOBE 3ab09Bane HIH H aBeTe. IIpoyusaHeTo €
TPEKPATEHO NPEXACBPEMEHHO NOPA/H IIOBHILEH PHCK OT HeQNATOIPHATHH Roclenniu. Kakto chpaeaHo-
CB0BATa CMBPT, Taka H HHCYJITHT Ca NO-YESCTH B IPYNaTa Ha ANMCKHPEH, OTKONKOTO B [PyNaTa Ha
n1ane6o, a MpeACTaBIABALIATE KETEPEC HEKENAHU CLOUTHS H CEPHOIHH HERENaHH ChOHTH
(xunepKaNTHeMHs, XHNIOTOHUA H 6b6peuna aucdyHKIHs) ce chOOMABAT O-9€CTO B rPYNaTa Ha
aNMCKHPEH, OTKOJIKOTO B Fpynara Ha mnaneto.

HemenaHoMeH pak Ha koxaTa
Bb3 0CHOBA HA HANMYHUTE JAHHH OT €NHAEMHOIOTHYHY NPOYYBaHHA € nabuo/japana 3aBHCHMa OT

KyMyJaTHBHATa 032 BPE3Ka Mexy xuapoxnoporrasaa 1 HMPK. Eano npoyysane BKIOYBa
nonynauus, cecroama ce ot 71 533 cnyuan va BKK 1 8 629 ciryuan na CKK, 1 nomynauns oT CbOTBETHO
1 430 833 1 172 462 nopxoasmu koHTpoNH. Bucokata ynorpeba Ha XnApOXHOpOTHAINA (KyMY/IATHBHO
> 50 000 mg) e cebp3ana ¢ kopurrpan OR 1,29 (95 % JIH: 1,23-1,35) 3a BKK 1 3,98 (95 % JIH:
3,68-4,31) 3a CKK. HabmoznasaHa e sicHa BpB3Kka KyMyJ1aTHBHa 1033-0TroBop kakro 3a BKK, taka u 3a
CKK. [pyro npoy4BaHe foKa3Ba BL3MOXHA BpB3Ika MexRy paxa Ha yerauTe (CKK) u excriosuugsTa Ha
XXT3: 3a 633 cyyas Ha paK Ha YCTHHTE € noOpana nonynaius oT 63 067 moAXOANH KOHTPOIH, KaTo
Ce H3MOJ3Ba CTpATerus 3a B3eMaHe Ha poGH, onpeenesa oT pucka. JleMOHCTpHpaHa € Bpb3ka
KyMYJIaTHEHA J03a-0TrOBOp ¢ Kopurapax OR 2,1 (95 % JIH: 1,7-2,6), napactsam ao OR 3,9 (3,0-4,9) 33
sHcoKa yrorpeGa (~25 000 mg) 1 OR 7,7 (5,7-10,5) 3a Hait-BHcOKaTa KyMynaTuBsa a03a (~ 100 000 mg)
(. cBIIO TOMKA 4.4).

52 ©@apMaKOKHHETHIHH CBoOiicTBa

AbcopOuus

IepopanausT eHananpun ce abcopGupa O6p30, © NTHKOBH CEPYMHH KOHLCHTPAlHH HA €HANIAMPHT,
HACTHIIBALIN B PAMKHTE Ha ITbPBHs Yac. Ha Gazara Ha OTKpHBAHETO B ypHHATa, CTENEHTa Ha abcopOuus
Ha eHaNanpHi oT TabneTkure e npubnusurento 60 %. AGcopbunsTa Ha NEpOPAIHHA CHANANDHA He C&
BIHAE OT HATHYKETO Ha XpaHa B FaCTPOMHTECTHHAIHHAA TPAKT.

Crient abcopOuusTa, NEPOPANHHAT SHANANPHI C€ XHAPOIH3HPa OBP30 ¥ EKCTEHIMBHO A0 SHANANPH AT,
MOLIEH HHXHOHTOP Ha AHTHOTEHIHH KOHBEPTHpaIa eu3uM. 1107100HH MHKOBH CEPYMHEH KOHIIEHTPAIHH
Ha EHAJIANPHIIAT HACTBIIBAT OKOJ03-4 4aca Clie/ IepopaiHa J(03a EHANANPHIIOB ManeaT. OCHOBHUTE
KOMIOHEHTH B YPHHATA Ca eHANANPHJIAT, H3UACHABam ce okoiao 40 % ot ao3ara, H HHTAKTEH eHANIANPHIL.
C H3KMIO4YEHHE HA XOHBEPCUATA B SHANAIPHAJIAT, JIMIICBAT JOKA3ATENCTBA 33 3HATHTENICH META00IHIBM Ha
eHasanpHiL. 11poduiTeT Ha cepyMHaTa KOHIEHTpAIHs Ha eHaJlapHAAT IOKa3Ba YALIDKERa TCPMAHAIHA
(asa, BepoaTro nopaad cebpssaie ¢ ACE. [Ipa aupdpray ¢ HopmaiHa G6peuna JyHKIHA, CEpyMHHTE
KOHLEHTPALHH HA CHANANPHAT IpH CTAHOHAPHO CHCTOAHHE €A AOCTHIHATH Cie/ 4 JIHK Ha JeHcHHe.
CrenenTa Ha abcopOlIHa M XHAPOIH3a Ha EHANANPHNAT Ca CXOIHH 33 Pa3AWIHATE 03U B
OPenopbUATENHES TEpPaNeBTHYEH 06XBaT.

B eNeHHE
CpBp3BaHETO Ha CHAJTANPHIAT C YOBEIKATA TIa3Ma Hajl HABATa Ha KOHLCHTPAIIHHTE, KOHTO €a C
TEPanesTHYHA 3JHAUHMOCT He Ha/lBHiaBa 60 %.

Buo M.
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EnsMHHHApaHe
Orpensuero na eHANaNpHiAT € rTaBHO npes 6n6peunTe. OCHOBHHTE KOMIIOHEHTH B YPHHATA €2

€HAJIALIPHIAT, HITHCAABAN ¢¢ OKoXO 40 % OT A03aTa, H HATAKTeH ¢Hananpui (oxono 20 %).
XHApoXnopoTHA3HA HE ce MeTabolm3upa, a ce elMMuHnpa 6p3o ot 6x6pennare. Haii-manko 61 % ot
MEPOPAJIHATA /1034 Ce eMMHHNPA HENPOMEHEHa 3a 24 vaca.

bu0peyHO YBpeXaane
ExcriosAnpATa Ha €HAJIATIPHIT M HANATIPHJIAT € OBKIICHA PH NaNMERTH ¢ Ob0peYHa HeAOCTaTbYHOCT.

IIpH naliHeHTH Che cpeliHa X0 yMepena Gu0peuna He0CTaThUHOCT {KPEATHHHHOB KIIHPEHC

40-60 ml/min) AUC Ha eHananpriar B CTAGHOHAPHO CHCTOSHME € MPAGAA3HTENHO Ba ITBTH NO-BHCOKA
OTKOJIKOTO IIPH NAalHEHTH ¢ HopManHa Ob0peuna QyHKIMA CleA NPAAraHe Ha 5 mg BeAHBK JHEBHO.
Ipn TexKo 6B6peuno yBpexkaane (kpeaTsHuHOB KMpBHC < 30 mi/min), AUC e ysennyeHa
apa6msaTenno 8-meTH. EGexTHBRHAT MOy XHBOT Ha eHANANIPANAT CNE/i MHOTOKPATHO NIPANArane Ha
CHATATIPHJIOR MAJIEAT € YABJIKEH ITPH TOB3 HUBO HA OhOpeuHa HEAOCTATEIHOCT H BPEMETO 34 JOCTHIaHe
Ha CTALHOHAPHOC CHCTOAHHE € YABIDKEHO (BXK. Touxa 4.2). EHananpuiar Moxe Aa OB OTCTpaHeH oT
KphBOOOpaIMeHHeTo Ype3 xeMonuanu3a. KpeaTHHHHOBHAT KIHPBHC MPHA AHami3a 62 ml/min.

KnspMene

Cnej elHOKpaTHA MepopaiHa 103a 0T 20 mg IpH 1T KEHH [0 BPEME HA CNEAPOIAIHES TIEPHOL,
CPEAHOTO MHKOBO HHBO HA eHANATIPHI B KbpMata e Gwno 1,7 pug/l (amanasor or 0,54 1o 5,9 pg/l) s
pamKHTe Ha 4 10 6 Yaca criel npHeMa Ha Ao3aTa. CpeHOTO MHKOBO HMBO Ha eHamamp#nar e 6uno 1,7 pg/l
(nnanazon ot 1,2 fo 2,3 pg/l); nAKOBeTE ca HACTHITAIIK IO PA3IHMHO BpeMe npe3 24 4acoBHS NepHOA.
Hsnonssafiky aHAWTE OT MHKOBHTE HHBA B KbPMATA, HAYHCICHHAT MAKCHMAJIEH NIPHEM IIPH €1THO
KbpMaue, XpaHeHO eIHKCTBEHO ¢ KbpMa, 01 6un oxono 0,16 % or kopHrHpaHaTa COPEA TETJIOTO HA
makikaTa 1o3a.

Xena, koATo e npHemana nepopasHo 10 mg eHaranpan AHEBHO 3a 11 Mecena, € AMana IMKOBH HABA Ha
€HaJIATpAI B KbpMaTa oT 2 pug/l 4 4aca cnen npueMa u MMKOBH HABA Ha enananpuaar ot 0,75 p/l okono

9 gaca cnes npremMa. OOIOTO KONMHECTBO HA SHANANPHIL B eHAJIANIPHAAT, H3MEPSHO B KBPMATA 110 BPEME
Ha 24 yacoeus nepron, e 6mro 1,44 pgfl w 0,63 pg/l croteeTHO.

HHBara Ha eHananpunar B kepMara ca Oum sezonosamu (< 0,2 ug/l) 4 gaca ciies; npHeM Ha €HOKPATHA
A033 OT 5 Mg eHANANpHI OpH eHa Maiika B 10 mg npy Ape MaiK\: HEBATA HA EHANANIPHJT He ca OUIIH
ONPEJCIICHH.

5.3 IlpexnAnYAR A3HAH 33 6e30IACHOCT

HexmiEHYHHTE JAHHH He NOKa3BaT 0cobeH PACK 3a Xopa Ha Da3aTa Ha KOHBCHITHOHAJHATE
dapMaKkoNOruIHA EPoyvBaHKs 33 6€30MACHOCT, TOKCHIHOCT IPH MHOTOKPATHO MPUIATaHe,
FeHOTOKCHYHOCT, KapIARoTrereH noreHman. IipoyusanasTa 3a penpoAyKTHBHA TOKCHYHOCT
npeAnonNarar, 4¢ cHalanpHi HaMa edext ebpxy depTHnMTera H penpoayKTHBHATA CIIOCOOHOCT HPH
TUTBXOBE K He ¢ Teparoreiie. [Ipa npoyysane, B KOETO JKEHCKH [LTHXOBE Ca JO3HPAHH NpeaH YHPTOCBaHE
H Ope3 reCTalmOHHAA HREPHOA, 10 BpEME HA JaKranui CC NOABABa MOBHIMICHA YeCTOTa HA CMBPT NPH
MAIKHTE NTEX08€. YCTAHOBEHO €, Y& ChEeAHHEHUETO MPEMHHABA NPE3 IIAICHTATA H C& CEKpeTHpa B
MJAKOTO. MHXHOHTODHTE Ha aHI'HOTEHIHH KOHBEPTHAPALINA €H3HM, KaTO Kiiac, He Ca IOKAANK
theToTOKCHYHOCT (NPHYHMHABAINY HapaHABaHe U/HIH CMBPT Ha (eTyca) KOraTo ce NpUArar o BpeMe Ha
BTOPHSH HJH TPETHA TPHMECTED.

XuApoxJopoTHa3HA NPpeMHHARA TIpe3 AALEHTATa, HO HE W Npe3 KPbBHO-MO3buHaTa OapHepa.
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6. PDAPMAIIEBTHYHH ZAHHH

6.1 CoEchK HA NOMOINHATE BEIICCTBA

HATPHEB XHAPOTEHKAPGOHAT

JIaKTO3a MOHOXHADAT

HHIIECTE, MPeKENATHHNIHPAHO

LapeBHYHO HUUIECTE

WBAT KeneseH okcuy (E172)

MarHe3neB creapat

6.2 HechBMeCTAMOCTR

Hernpunoxumo

6.3 Cpok ma ropgnocT

3 ronuHu

6.4. CrenRajisaH YCIOBAA HA ChHXpPAHCHAE
Ha ce cexpansgea nog 30°C. [la ce chipansea B OpUIrHHAIHATA ORAKOBKA, 38 A3 CE TIPENIasH OT Blara.

- 6.5 [IanH" 33 oNaKoBKATA

Ko-Penntek ce npeiara B anymuasesH GiucTepH B ONAKOBKH, KOHTO ChabpxaT 14 u 28 Tabnerky.

He BCHYKH BHAORE ONAKOBKH MOrar 14 OBJAT NyCHATH Ha Mazapa.

6.6 CroenuanAn DperuaHy MEPKH NPH MIXBLpAARE H paioTa

Hsiva cnenManiy H3HCKBAHES,

Hen3nomBasuAT MPOAYKT WIH OTIAXLIHHTE MATEPHANH OT HEro TPSOBA Jla Ce H3XBBPIAT B ChOTBETCTBHE
C MECTHHTE U3ACKBAHHA.

7. TNIPHTEXATEJI HA PASPEMIEHHUETO 3A ¥YTIOTPEGA
Mepk Ilapn u oym brmrapas EQO/T

bya. ,.Huxona Bannapos® Ne 55

EKCIIO 2000, er. 1,

Harouno xpuno, cexropu bl u b2,

Cobhus 1407, Benrapus

Ten.: + 359 2 819 3737

daxc: + 359 2 862 5196
uMeiin: info-msdbg@merck.com
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8. HOMEP(A) HA PAIPEIIEHHETO 3A YHHOTPEBA

Perncrpamaonen Homep: 9600268

9. JATA HA IThPBO PAIPEIUABAHE/MIOJHOBABAHE HA PAZPEHIEHHAETO 3A
YIIOTPEBA

Jara ua mepBo paspelniasane: 25 okToMBpa 1996 1.
Jlata Ha nocneHO oAHOBABAKE: 29 maii 2008 1.

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA
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