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Ko-Tlpeneca 2 mg/0,625 mg Tabnerku Paspe 30-03- 20

Ko-Tlpeneca 4 mg/1,25 mg TabneTkn OgoBpenus Nt susreireuzeer: o

Ko-Tlpeneca 8 mg/2,5 mg tabnetxu

Co-Prenessa 2 mg/0.625 mg tablets
Co-Prenecssa 4 mg/1.25 mg tablets
Co-Prenessa 8 mg/2.5 mg tablets

2. KAYECTBEH H KOMHYECTBEH CbhCTAB

Ko-TIpeneca 2 mg/0.625 mg tabnetku
Besixa TaGneTka chabpka 2 mg Tepr-OyTHIaMUHOB NePUHAOTPUN (perindopril tert-butylamine),
eKBMBaIeHTEH Ha 1,67 mg nepunponpun u 0,625 mg wunanaMun (indapamide).

Ko-lTlpeneca 4 mg/1.25 mg Tabnerku
Beaka tabnetka cuappika 4 mg TepT-OyTHIAMHHOB NepHHACNpYN (perindopril tert-butylamine),
eKBHBaICHTEH Ha 3,34 mg nepunaonpun u 1,25 mg wnnanamun (indapamide).

Ko-Tlpeneca § mg/2.5 mg TabneTkn
Bcaka rabnetka chanpxa 8 mg Tepr-GyTinaMuHos nepunaonpun (perindopril tert-butylamine),
EKBHBAIECHTEH Ha 6,68 mg nepunHaonpun 4 2,5 mg untanamua, (indapamide).

HOMOQHO BEUICCTBO ¢ H3BECTHO geﬁcTsue: JIAKTO3a

2 mg/0,625 mg 4 mg/1,25 mg 8 mg/2,5 mg
TabAeTKH TabneTkyn TabneTku
JIAKTO34a 29,650 mg 59,301 mg 118,602 mg

3a DLAAWA CTUCHK HA MOMOLIHUTE BELIECTRA, BHXTE TOUKA 6. 1.

3. JIEKAPCTBEHA ©®OPMA

Tabaerka

Ko-Ilpeneca 2 mg/0.625 mg tabnerku

benw Ao moyre 6eny, KPbIvM, JeKO ABOHHOM3MBbKHAIM TaONETKH CBC CKOCEHH prioBe, rpaBUpaHH ¢
KhCa UEpTa OT eIHATA CTpaHa.

Ko-lIpeteca 4 mg/1.25 mg tabnetkn

benn 1o noutu 6enwm, KPBOIHK, NeKO ABOHHOM3MBKHAJH, C ACIMTENTHA YEPTa OT eJHATA CTPaHa Chbe
ckoceHu prlose. JlennTennara YepTa € CaMo 32 YIICCHABAHE HA CHYIIBAHETO 22 NO-NECHO NOTITLIIIAHE,
a He 3a 12 pa3/leNns Ha PaBHH 103H.

Ko-Ilpeneca 8 mg/2,5 mg rabnerky

benu go novwrk 6enH, KpbIK, NEKO ABOHHOURMBKHANM, ¢ NEIMTENHA YePTa OT e1HaTa CTpaHa.
HeauTennara depra € caMo 3a Y/IECHABaHE HA CYYTIBAHETO 33 NO-JIECHO MOTbIIAHE, 2 He 3a 4a
pazjens Ha PaBHH A03H.

4, KIHHUYHH JAHHH
4,1 TepaueBTHUHH NOKA3AHAN

Ko-Mpeneca 2 mg/0,625 mg Tabnerku




Eceninanna xMneproHua.

Ko-TIpeHeca 4 mp/1.25 mg TabneTku

Jleuenue na eceHumania xunepronus. Ko-[Tpeneca 4 mg/1,25 mg tabnerkn e nokasan npv NaLKEHTH,
YHETO KPBLBHO HATISTAHE HE € JOCTATBYHO KOHTPOIMPAHO CaMo ¢ NEPHHAOIPHIL.

Ko-llpeneca 8 mg/2.5 mg Tabnetku

Tabnerxure Ko-[lpeneca 8 mg/2,5 mg ca moxasaHu 32 3aMECTHTE/HA TEPAHA NPH NEYEHHE Ha
€CCHLIMATIHA XMNIEPTOHMUA, MPH NALIMCHTH, KOHTO BEYE CE JIEKYBAT C [ICPHHAOTIPHA ¥ HHARNAMHL,
NPHEMAaHH EJHOBPEMEHHO B ChillaTa 03a.

4.2 [lo3MpoBKa M HAYHH HA NPHICKEHBE

Hosupogka
Ko-IIpereca 2 mg/().625 mg Tabnerku

O6nruaiinaTa 103a e enta Tabnerka Ko-[Ipeneca 2 mg/0,625 mg AHeBHO KATO ¢AHOKPaTHA 1034, 38
NPEANOMUTAHE A3 Ce MPHEMA CYTPHH, NPENH XpaHeHe. AKO KPbBHOTO HANATAHE He C€ KOHTPOIHpa
Clel €OHH MeCel] OT JIeYEHHETO, 103aTa MOKE JIa Ce YABOU.

Ko-fIpeneca 4 mg/1,25 mg 1abaerku

Enua Tabnerka Ko-IIpeneca 4 mg/l,25 mg QHEBHO KATO eNHOKPATHA 1033, 32 NPEANOYHTAHE € [a CE
npyiema CyTPHH H fipeaH xpatere. [1o BE3MOKHOCT Ce NpenopbuBa THIPHPAHE HA J103aTa HA OTAEAHHTE
komnoHeHTH. Ko-TIpeneca 4 mg/1,25 mg Tabnerku Tpabsa Aa 6b4aT #3M0a3BaHH, KOTATO KPBBHOTO
HaJsIraHe He Ce KOHTposMpa AoctarbyHo ¢ Ko-ITpereca 2 mg/0,625 mg (npu HATHYHOCT),

Korato oT KnMHHYHA IJIeHA TOYKA € MOAXOMAALIO, MOMKE [1a Ce MMa NPEIBUA JHPEKTHO MPEMHBABAHE OT
monotepanus kbM Ko-Tlpeneca 4 mg/1,25 mg Tabnerku

Ko-[Ipeneca 8 mg/2.5 mg tabnerxu
O6wuuaiinara 1032 e eaxa Tabnetia Ko-Tpeneca 8 mg/2,5 mg nHesHo karo eqHoKparHa 103a, 3a
NPEANOYMTAHE € [ Ce MPUeMa CYTDHH H MPeIH XpaHeHe.

Ilayuenmu 6 cmapyecka gv3pacm (8aic. mouxa 4.4)

Ko-Tlpeseca 2 mg/0,625 mg tabnetku

Jleyenuero Tpsbea na sanouue ¢ eana tabnerka Ko-[ipeneca 2 mg/0,625 mg nHesHo.,

Ko-IIpeteca 4 mg/1.25 mg Tabnerin

Jleuenneto TpabBa Aa 3anouHe CAEA KATO C€ BIEMAT NPEABUI OTIOBOPBT HAa KPBBHOTO HansraHe U
CBCTOAHUETO Ha 6b0pedHaTa QYHKUNA.

Ko-llpeueca 8 mg/2.5 mg tabnerku

Ipy naupeHTHTE B CTAPUECKA BBIPACT, ILNA3MEHUAT KPEaTHHUH TPA0Ba 1a C& KOPUrHpa Mo
OTHOUICHHE Ha Bb3PACTTa, TerNOTO W nona. [lauMeHTHTE B cTapyecka BL3pacT MOTraT [ia Ce JIeKyBar,
ako ObOpeyHaTa QYHKIMS € HOPMAIHA M B 32BUCHMOCT OT MOBIUABAHETO HA KPHBHOTO HANArAHE,

bvbpeuno yepexwcaane (exc. mouka 4.4)

[Tpu Texcka 6bOpevHa HeJOCTATBHHOCT (KPEaTHHHHOR KAHPBHC noa 30 mi/min) nevenvero e
NPOTHBOMOKA3aHO,

[Tpu nauuerTu ¢ ymepena 6xOpeyHa HEAOCTATEYHOCT (KPeaTHHUHOB KIHPBHC 30-60 ml/min)
MaKCHMMaiHaTa Ao3a Tpa0sa aa Obae enna Tabnerka Ko-TIpereca 2 mg/0,625 mg qHeBHO.

Ko-Ilpeneca 4 mg/1.25 mg tabaeTkn
Ilpu natpent! ¢ ymepena 6x0peyta HenocTaTBUHOCT (KpeaTHHHHOB kKnUpBHC 30-60 ml)
Npenope4ed 3arn0YBaHe Ha JICHCHHETO Che CBOﬁOﬂHaTa KOMﬁHHaI.!Hﬂ B NOAXQASIATa Iy
Ko-lTpeneca 8 mg/2.5 mg Tabaerku




[tpr naumeHTH c Texka ¥ yMepena 61uOpeyHa HeIOCTATEHHOCT (KPEATMHHHOB KIHPBHC N0

60 mi/min), 1e4eHHETO € MPOTHBONMOKA3AHO,

[TpH NalLMEHTH ¢ KPEATHHHHOB KJIHPBHC, NO-TONAM KIH paBer Ha 60 ml/min, He ce naucksa npoMaHa
B IO3MPOBKATA.

ObuuaiiHoTo KiHHHYHO HabmoAeHUe TPAOBa ja BKIIOUBA HECTO KOHTPOIHpAaHe Ha CTORHOCTHTE Ha
KPEATUHMH ¥ KA.

Yeproopobno yspexcoane (exc. mouxa 4.3, 4.4 u 3.2)
[Tpu Texxa uepHOApOOHA HEAOCTATRHHOCT JISHEHHETO € NPOTUBONOKa3ano. I1py nauMeHTH ¢ yMepeHa
uepHOAPOoOHa HENOCTATLHYHOCT He © HeoOX0AHMMa TPOMAHA Ha A03aTa.

Ileduampuuna nonyrayun

Ko-I1lpeneca 2 mg/0,625 mg tabnerku

Tabnetkure Ko-Tlpeneca 2 mg/0,625 mg we TpabBa fa ce npuaaraT MpH Jeua M IOHOWM, Thil KaTo
ebuKacHOCTTa H 6€30MACHOCTTA HA NEPHHAONPIY/ MHAANAMU IPH CAMOCTOATEAHO WIH KOMOUHHPaHO
TIPUIIOKEHHE HE CA MPOYHEHH.

Ko-TIpeneca 4 mg/1.25 mg rabnetky

Tabnerxure Ko-llpeneca 4 mg/1,25 mg He TpaGBa Aa ce NPUAATaT NPK AELA ¥ IOHOLUM, Thil KaTO
e(hHKacHOCTTa M 6€30MacHOCTTa HA NEPUHACTIPHY HHAANAMMUT FIPH CAMOCTOATENHO KITH KOMOHHMpaHO
OPWIOKEHKE HE Ca MPOYUYEHH.

Ko-TIpeveca 8 mg/2.5 mg tabnerku

Tabnerkure Ko- Ipereca 8 mg/2,5 mg ve TpaGBa a ce NpHiarar Npu Jeua v KHOIM, Thil KaTo
e(hMKacHOCTTa K 6E30NaCHOCTTA HA NEPUHIONPHI/HHARNAMHA MPH CAMOCTOSTENHO MM KOMOUHHPAHO
NPHIIOXKEHUE HE ¢a MPOYHEHU.

Ha4ymd Ha npuaoKeHue:

Iepopanno npunoxeHue.

43 IIpoTHBONOKAIAHHA

Cevpsanu ¢ nepundonpui.
- CBpBXUYBCTBHTENIHOCT KbM HepuHaonpua wu apyr ACE unxuburop.

- AHaMHe3a 33 AHTHOHERPOTHYEH 0TOK (0TOK Ha KBHHKE) BB BPB3Ka C IPEAULLIHO IEHEHHE C
ACE prxuburopy (K. Touka 4.4),

- HacnieaAcTBeH HH UAMONMATHYEH RHTHOHEBPOTHYEH OTOK,

- BTopH ¥ TpeTH TPUMECTBP HA OPEMEHHOCTTA (BiK. ToukH 4.4 u 4.6).

- EnnospeMennara ynorpeta Ha Ko-TlpeHeca ¢ anuckupeH-chabpikaly NpoayKTH €
MPOTHBONIOKA3aHA IPH NALIHEHTH CBC 3axapeH nuabet unn Oubpeuno yepexaane (GFR <
60 ml/min/1,73 m?) (ex. Toukw 4.5 u 5.1).

- CounwreTsaula ynotpeba npd Tepanus cue cakyOutpun/sancaprad. Ko-TpeHeca He Tpabea aa
e 3an04Ba No-paHo oT 36 yaca cliea nociieHaTa 1o3a cakyOurpwi/BancapraH (8. Chbilo
Touku 4.4 u 4.5},

. EkcTpakopnopantu nevdeHus, BOAELIM A0 KOHTAKT HA KPBBTA ¢ OTPHUATENHO 3apeieHH
NOBLPXHOCTH (BK. TOuky 4.4 u 4.5).

- 3HayuMa ABYCTpaHHA CTEHO32 Ha 61L0peunnTe aprepim Wik cTenosa Ha Gu0peutiaTa apTepus Hia
eNMHCTBeH QYHKUHOHUpaW 6b0pek (BkK. To4ka 4.4).

Cenpsan ¢ UHOARAMUO:

- CBpbX4YBCTBHTENHOCT KbM MHAAMAMHA HAH APYT Cyadonamu.

- Texxa 6bOpevHa HEJOCTATLYHOCT (KPEATUHKHOR KIHPBHC nog 30 mi/min).
- Yeproapobua ennedanonarys.

- Texko yspescaare €a uepHoapoOHaTa PYHKLMS.

- XUNOKATHEMUA.

Cewpsanu ¢ Ko-Tlpeneca:




- CBpPBXYYBCTBHTETHOCT KBM HAKOE OT MOMOLHHTE BELIECTBA, H30POEHH B TOUKA 6.
Ko-Ilpeneca 8 mg/2.5 mg TaGnetkn

- Texxo U yMepeHo yspexxaaHe Ha 666peynata QyHKIMA (KPeaTHHUHOB KIHPBHC N0A
60 mli/min).

[Topaax nuiica Ha nocTaThueH TepanesTHyeH onuT, Ko-Tlpeneca He Tpa0Osa 1a ce npunara npH:
- ITauHeHTH Ha XEMOIMANH3a.

- IMaueHTH ¢ HENEKYBAaHA ChHpAEYHA JEKOMIEHCALIHS.

44 Coenmaann npeiynpekiedRa H UpeaNasHB MepKy nps ynorpeba

Creyuaniu npedynpejcoenus

Obuiu 30 HeDUHOORDWT U HOHaMUO.

Camo 2a Ko-TIpeneca 2 mg/0,625 mg TaGnerku

JokasaHo e, ue npu no-HucKarta Jo3a Ha Ko-TIpeneca 2 mg/0,625 Mg vaMa 3HAUMTENHO HAMATIABAHE
Ha HEIKENAHWTE JTEKAPCTREHH PEAKLIHH, B CPaBHEHHE ¢ HAH-HHCKATa 0J00pena 103a Ha OTACTHHTE
MOHOKOMITOHEHTH, ¢ U3KITIOUSHHE Ha XHNoxamueMus (B:K. Touka 4.8). [TosrilleHa yecToTa Ha
WIHOCHHKDPATHYHH peakuHH, HE MOraT aa GbﬂaT WIKNIOUCHY, IPH €AHOBPEMEHHO HM3JIarade Ha
[aUUeHTa Ra ABe RHTHXHOEPTEH3UBHH IEKAPCTRA, HOBY 2a Hero, 34 J1a ce HaMaJlu TO3H PHCK
nauueHTHT TpAGea Aa §pae BHUMATETHO HaGmioaBaH.

Jlurmii
KoMm&utupadero Ha nlTHH H KOMOMHALNMS OT NEPUHIONPILT H MHAANAMU 00HYaHHO He ce
ripenopbyea (BK. TOUKa 4.5).

Cevp3anil ¢ NePUHOORDUL:

Heoiino Groxupane Ha perun-anzuomenzuni-aidocmepornosama cucmema (PAAC)

HMima panus, ue eqnoppemensara ynorpeba Ha ACE wnxuburopy, aurvorensus Il-peuenropuy
fnoxepH KK ATMCKMPEH MOBHINABA PHCKA OT XHMOTOHWA, XUMNEpKaMeMus H HaMaNsBatie Ha
616pednata GyHKuMa (BIUTIOUHTEAHO ocTpa Gb6peuna HenocTarbunoct). [lopanu ToBa He ce
npenopbuka ABoiiHO Gnokupane Ha PAAC upe3 komOunupanara ynorpeba Ha ACE uuxuburopy,
asryoTeHaun ll-peuenropry Gnokepu WM annckuped (K. Touke 4.5 u 5.1).

AKO ¢e npeneHy, Ye TepanuaTa ¢ ABoitHo 6nokupane e abcomoTHo HeobXxoanMa, ToBa TpaGBa Aa
CTaBa caMo NOA Hab/MfoAeRNETO Ha CIeuHANUCT M PH YECTO BHIMATETHO MOHHTOPUPAHE Ha
OnOpeuHata QyHKLHS, EEKTPONHTHTE H KPBBHOTO HATATAHE.

ACE unxuburopu 1 auruoteH3nH Ii-peuentopru 61okepn He TpaOBa Aa ce H3NOM3BAT SAHOBPEMEHHO
npy naukeHTH ¢ aMadeTHa HedponaTusd.

Heymponenus/azpanynoyumo3a/mpomOoyimone s/ anems
[pu naumenty, npuemaily ACE-unxubutopy, ca HaGnmoaasauy HeyTPoMeHus/ arpaHyIouoTo3a,
TpomBouuTOneHus ¥ anemus. Ilpu naimenty ¢ Hopmanta 6u6peuna hyHkuua, 6e3 apyru
YCIOKHABALIH PaKTOPH, HEYTPONEHHA c€ pa3BHBa panko. [lepunaonpun Tpabsa aa ce u3nonsea ¢
H3KIIOUHTENHO BHHMAHHE OT NTAUMEHTH C KOJTAreHOBH CBACBH 3ab0/1aBatHi, Ha MMYHOCYTIPECHBHO
TICYEHHE, NIeHEHHE ¢ AI0ITYPHHON WK NPOKAUHAMMJ UMY KOMOUHAUMA OT TE3H YCIOKHABALLM
taxTops, ocobeHO B clydaM, KOraTo ChLIECTBYBA IPSABAPHUTENHO YCTAHOBEHA YepeagHa Oe6peuna
Gyuxkuma. Hakou oT Te3r NauHeHTH pa3BHBAT CEPUO3HH MHOEKLIMNY, KOUTO B HAKONKO CAYYas He Ce
NOBJIMABAT OT MHTEH3IUBHO AHTUOHOTHYHO Ae4eHue. AKO HE TAKHBA NAUHEHTH CE€ HA3HAYH
NEPUHACNPUI, CE NPENOPHHBA PEAOBHO MPOCIEAABAHE HA IEBKOIPAMATa U TALMEHTHTE TP
Obaar npedynpencHn Ja cbobmasat 32 BCAKAKBH NPHHALM Ha HHpEKUMA (HanpuMep
rBpio, TeMneparypa) (B, Touxh 4.5 4 4.8).

Penosacxynapna xunepmonus



Tpd rauueuTH ¢ AByCcTpaHHa cTeHo3a Ha GBOpeuHaTa apTepHa WIH CTeHO3a Ra apPTEpHATA NPH EAKHH
}ysxumonnpain 6u0pek, nekybanu ¢ ACE uHXMOUTOPH, CHILECTBYBA NOBHIUEH PHCK OT XKIOTOHHA H
616pedHa HerOCTaTHUHOCT (BXK. TOUKa 4.3). JleyeHHETO C IUYPETHLIM MOKE a CTaHe JOMPHHACALL
daxrop. 3arybarta Ha 6b0peuna QyHKUMA MOKE A2 HACTBITH MPH MHMHMAIHH H3MEHEHUS B CEPYMHHA
KPEATHHHH JNOPH NPH NALKEHTH ¢ EIHOCTPAHHA CTeHO3a Ha 61L0peunaTa aprepus.

CapuLxuyscmeumennoc/ anzuoedem

HMmMa chobiieHns 3a peaku ciryyad Ha aHTHOEAEM Ha [THLIETO, KPAHHHLMTE, YCTHHTE, THTRBHLMTE,
€3HK2, TJIOTHC2 WHJIH TAPHHKCA MPY MALMEeHTH, EKYBAHN ¢ HHXUOWTOPH HA AHIMOTEH3MH-
KOHBEPTHPALUMA CHIHM, BITIOYHTENHO ¢ NepHRAonpuw (Bx. Toyka 4.8). Tosa Moke [1a ¢e NMOABH MO
BCAKO BpPEME Ha NedeHdeTo. B Takupa ciydan nepMHIONPUI ¢e mpexkparssa HezabasHo U ce
npeanpyeMa NOAXONALIO NPOCAEIABAHE, KOSTO NPONLIDKARA KO MNBNHOTO OT3BYYaBaHe Ha
CHUMITTOMMTE fIPEaH nauueHTa. B ciaydayTe, KOraTo OTOKET ¢ OTPaHHYY MO JIHLETO M YCTHUTE,
CBCTOAHKETO NO NPUHUMI ce OBNaiaBa (e3 NedeHre, Makap 4e 3a 0G/1EeKYaBaAHE HA CHMITOMMUTE €
MOJIE3HO NPWIATAHETO HA AaHTHUXHCTAMHUHOBU JICKAPCTEE.

AHruoeneM, cBbp3aH ¢ OTOK Ha NIapUHKCa MOXKe Aa uMa Qatanen u3xol. B ciyqaste, Npy KOMTO MMa
aHraXXKPaHe HA e3MKa, NIOTHCA WY JIapHHKCA, KOSTO MOXE /13 IPHYHHA OOCTPYKUHKS HA BB3AYIIHHTE
BTHLIE, He3abaBHO TpaGRa Aa ce 3aN0YHe CMeLlHO NeYEHHe, KOETO MOXKE A BKAIOUBA MOAKOKHO
npunokeHye Ha agpedaaud 1:1000 (0,3 ml xo 0,5 ml} w/unu ga ce npennprHeMaT APYru MOAXOIAIM
MEpPKH, 32 13 C& OCHIYPH NPOXOAUMOCT HA AMXATEJTHUTE MBTHLLA.

[Ipn uepHokoku nauueHTH, npaeMattn ACE guxuburopn, ce cr001mapa 3a no-rofiaM puck ot
AHTHOEJEM B CPARHEHHE C HE-UCPHOKOMKM.

[auueHTy ¢ anaMHesa Ha aHruoeaeM, HecBbp3ad ¢ Jevenne ¢ ACE-nuxuburop, Moxe 1a ca

H3N0XKEHH Ha MOBHILEH PUCK OT aHTHOEAM B fipoueca da npHeMane Ha ACE-uuxuburopa (Bx. Touka
4.3).

Hma peniky cLo0LeHNs 32 YpeBeH aHIHOHEBPOTHMEH OTOK NPH NaLHeHTH, Aekysann ¢ ACE
HuXuOuTOopH. Te3n NauMeHTH ca MMalki KOpeMHa 60MKa (C Wik 6e3 rajieHe Wik (IOBPhLIAHE); B HAKOH
CIyHad He € HMAJIO NPEIISCTRAL] AHTHOHEBPOTHYEH OTOK Ha NiMueto, a C-1 ectepasara e Guna B
HOPMAIIHH CTORHOCTY. AHTHOHEBPOTHHHHAT OTOK € 611 AMarHocTHUMpaH Ypes NpoLeaypH,
BRIIOYHTENHO abA0MHHANIHA KOMNIOTRPHA TOMOrpad s WIH YATPa3BYK, WM IO BPEME Ha OTepaums, 2
CHMITOMATHKATA € NMpeMuHaBana ciej cnipane Ha ACE uaxuGurtopa. UpeBHUST aHTHOHEBPOTHYEH
oTOK TpsGsa Ja 6bae BWIOUCH B AHQEpeHuHanHaTa axarnoza sa npvemaim ACE uuxuGuropu
nauweHTy, ¢ GONKa B KopeMa.

Courbrersatiara ynorpeba Ha ACE muxubuTopH cbe cakyGuTpii/sancapras e npoTWBONOKazaHa
NOPaIK NOBHILEH PUCK OT aHrHoeaeM. Jledenue cbe cakyGuTpun/Bancapran He Tpa0OBa aa ce 3ano4sa
no-paxo ot 36 yaca criea nNocneaHaTa 103a MepulAoNpHiL. JleueHue ¢ nepuHIONpHA HE TpAGRA Aa ce
3ano4sa No-pano oT 36 4aca cnell NOCIeHATa 1033 cakyOuTpun/RancapTat (K. Touku 4.3 n 4.5).

CrrwreTsaulara ynorpeba va ACE unxuburopu ¢ NEP unxuGutopu (Hanp. pauexkagotpuit), mTOR
HHXHOHTOPY (HaTp. CHPOIUMYC, CBEPONUMYC, TEMCHPOTHMYC) W FIIMITHHH (HANP. JIHHATIUITTHH,
CAKCAriUNnTHH, CHTAriIMNTHH, BHJT,E[&FJTHHTHH) MOKE da A0BeAe 10 NOBHIUCH DHCK OT aHIHoe eM
(Hanp. OTOK Ha JANXATENHHTE MLTHLIA HIIH €3HKA, ChC MNH 6e3 HAapYWeHHE Ha AHINaHETO) (BX. TOUKa
4.5). Heobxoaumo € Aa ¢e MOOXO/H ¢ MOBHIIEHO BHHMAHKE, KOraTo ce 3aroyBa JIeHeHHE ¢
pauekanoTput, mTOR wuxnGutopu (Hanp. CHpOIHMYC, €BEPOTHMYC, TEMCHPOTUMYC) H TAMITHHH
(Hanp. NMHArIKIITHH, CAKCAIVIMMTHHY, CHTAMMNTHH, BIIIACTUITHH) NPH DallHEHT, KOHTO Beuye NpHeMa
ACE unxubuTop.

AHapunaxmouonu peakyuu no speme Ha DECeNCUbutzayun
Uma eanpnubn cho0uieHNd 32 nanKeHTy, npuemaily ACE uuxuburopu, npu xour
[POABIKHTENHH }KHBOTO3ACTPaNIaBaly AHADHNAKTOUIHN PEAKLIVH N0 BpeMe HA JI
NeCEHCHOHUNU3ALKSA ¢ OTPOBA HA LMOOKPHITH HacekoMH (rmuemn, ocu). ACE nnxub



Ce NPWIAraT ¢ OBUILIEHO BHUMAHHE NPH aNepruuHy MAUMERTH, TEKYBaHH C AeCEHCHOWNIMIALUMSA, H 1A
ce u3b4rear npy HHAMBMAY B NPOLIECA HA WMYHOTEpanuaTa ¢ oTpoBa. Takuea peakuun o6ave Morar
Ia ObAAT NpeIOTBpaTEHY Ype3 BpeMmeHHo crxpate Ha ACE Huxubutopa none 24 saca npenu
HaYyanoTe Ha IeCEHCUOMIM3ALIMATA NPH NAUMENTH, HyKaaeuu ce kakro ot ACE uuxuburopu, taka
OT AeceHcubMTH3IAHS, '

Anaguraxmoudnu peaxyuu no speme na agepesda Ha Kunonpomeunume ¢ Hucka nromiocm (LDL)
B peaxu cnyuau mpu naugentH, npuemawin ACE-gHxuburopn no speme Ha adepesa Ha
JIMIONPOTENHKUTE ¢ Hycka ikTHOCT (LDL) ¢ nexcrpanoe cyndar, ca nabaonasanu
KUBOTO3ACTpaLIABAILH aHahHIBKTOMARK peakumn. TesH peakuuy ce W3BATBAT upe3 BPEMEHHO
npekparasaHe Ha neveHHeTo ¢ ACE-uuxuGurop npeau Beska adrepesa.

Hayuenmu na xemoduanuzd

[Tpn naunenTy, auann3ypany ¢ MeMOpaHH ¢ BUcOKa ckopoct Ha notoka (high flux) (Hanpumep AN
69%) u eHOBPEMEHHO fekyBaHH ¢ ACE-uuxuburop, ce cho5masa 3a BbIHHKBAKE HA
anadunakTouany peaktuy. [Ipn TakuBa nalpenTn TPSOBA A3 Ce pasriea HAMOA3BAHETO HA Pa3THNEH
BYL fMATH3HA MEMOPaHA HIH aHTHXHIICPTEH3HBEHO JIEKapCTBO OT pasTHyeH KIac.

ITvpsuven ardocmeponuzom

l'Ia,uueHTn C TBPBUYCH XHNEPATAOCTEPOHHIBM KATO HANO HE C€ NOBNHABAT OT JICUCHHE ¢
AHTHXHNEPTEHINBHK NICKAPCTBA, ACHCTBALH Upe3 HHXHOMPAHe HAa CHCTEMATA PEHHH-AHTHOTEH3HH.
[Topanu ToBa ynmorpe6ara Ha TOBa IEKAPCTBO HE CE NPENOPBUBA.

Kanuv-coxpanssauu jexapemea, xameeu 006agKY Wi 3aMeCmumentt Ha COAMA, ChbOLPHCAUIU KARUTI
KomOuHHpaHeTo Ha NePHHIONPHI ¢ KATHIH-ChXPAHABAIUH IEKaPCTBa, Ka/iMeBH A00aBKY 1K
3aMECTHTEIIH Ha COJITA, ChIBIKAIM KalHH, 00HKHOBEHO He Ce Npenopuysa (BX. Touka 4.5).

bpemennocm

ACE nnxnburopy He TpaGea fa ce 3amousar no Bpeme Ha GpemeRHOCT. OCBEH KOraTo
ApOAB/IKaBaHETO Ha nedeHHeTo ¢ ACE HHXHOHMTOP ce cuMTa 32 IKHIHECHO BAXKHO, NAUMEHTKHTE,
TUaHUpaluy SpeMeHHOCT Tps0Ba A4 NPEMHHAT Ha ATTEPHATHBHO AHTUXHIEPTEHIMEHO IRUEHHE, KOETO
MMa ycTaHOBeH npodmn Ha Ge3onacHocT Ha ynorpe6a npu Spemenroct. Korato ce ycranosu
6pemenHocT, neueuuero ¢ ACE nixuburopu tpabea aa ce cnpe He3alaBHo K aK0O € HEOOXOQHMO N1a ce
3aMoMHE alITEPHATHBHO jieueHue (BK. Touka 4.3 u 4.6).

Cewpzanu ¢ uHdanamud

Heprodpobua enyedaronamun

[1pu yBpenena yepHoapoOHa GyHKUNA, THAZHAHHTE NAHYPETULIM M TEXHHTE GHATO3H MOTaT Ja
PHYUHAT, 0cOOEHO B ciyuali Ha eeKTpoauTeH aucbanalc, yepHoApobHa eHUedanonaTHs, KOATo
MOKeE J1a TPOrpecHpa A0 YepHoapodHa koMa. B Takbs cayuail npueMaHeTo Ha NYypeTHKa BeaHAra
Tpabpa 1a ce npeycTatosy.

Domoyyacmeumennocm
Cryuan a peakuyy Ha QOTOHYBCTBHTEIHOCT Ca CHOOILEHM MPH THA3HAK U THASKAHH IPOM3BOIHY
avypetvu (Bx. Toka 4.8). Axo no BpeMe Ha JISHEHHETO Ce NOABAT peakuii Ha
(hOTOUYBCTBHTENHOCT, Ce NPENOPLYRA NPEKPATABAHE HA JIEUSHHETO. AKO IOBTOPHOTO NpPUEMaHe Ha
QHYPETHKA C€ CHETE 3a HEOOXOIUMO, Ce PENOPhUYBA HIIOKEHHTE HA CBETIMHA acTH Aa Ghaar
3AMIMTEHM OT CBHLE WK M3KycTBeHH UV A,

Cneyuannu npeonaznu mMepxu npu ynompeta

O6wu 30 nepuHOOnPUR ¥ UHOANAMUO.

bvbpeuna nedocmanresnocm




[Tpu rexxa 6u6peuna HeAOCTATEMHOCT (KPEATHHUHOB KIHpBHE < 30 ml/min) neuenuero e
NPOTHRONOKA3aHO.

Ko-Tlpeneca 8 mg/2.5 mg Tabnetku

[Tpy cnyyau Ha TeXKKa U yMEPEHO TexKa 6LOpeuHa HEROCTATBEYHOCT (KPEATHHUHOB KTUPBHC <
60 ml/min) NieYeHUETO & NPOTHBOMOKA3AHO.

Tipy nannenTy ¢ XxunepTouus u 6e3 npenilecTraiia npossa Ha 6v0pedHn yBpeXaaHus, B NPH KOUTO
KPbBHUTE W3CNEABaHHA NOKa3BaT PyHKUHOHANHA ObOpeyHa HeA0CTATRYHOCT, Nedenuero Tpabsea Ja
C€ NPEKPaTH K MO BE3MOXKHOCT 12 C& NIPOIBJKH C MO-HHCKA 038 HIIH CaMO ¢ €JHa OT ChCTABKMTE.
Mp# Takuea nauuenTH MEABLIMHCKOTO HabnoneHHe TPAGBa 1a BKITIOYBA YECTO KOHTPOTHPAHE Ha
CTOHHOCTHTE Ha KPEAaTHHHHA H KAIHA -~ ABE CEAMHUH C/1e]] HAYaTOTO Ha JIeYEHHETO, 3 CIeA TOBA [0
BpEME Ha TEPaneBTHYHO cTaOHUIHHA Nepuos - npe3 ABa Meceua. 3a Gpdpeuna HeAOCTaTLUHOCT Ce
¢bobLIaBa IIaBHO (PH MALMEHTH ¢ TEKKa ChPAEYHA HEAOCTATHUHOCT HIM NPK NaTeHTHa 6u6pedna
HEZOCTATHUHOCT, BKIIIOUHTENTHO CTeHOo3a Ha O1OpeviHuTe apTepHH.

JlexapcTeoTo 00HuYaliHO He ce nMpenopbusa B CTydalt Ha ABYCTpaHHA CTeHo3a Ha OLOpevHUTe apTepun
Wik eAHHCTREH PyHKIMoHUpay Sripex.

Xunomonus u 3az2yba na 6004 u exexmpoaumu

[IpH HaamyPe Ha 3ary6a Ha HaTpHii CHILECTBYBA PUCK OT BHE3ANHA XHTIOTOHKA (0COGEHO MmpH
HHAHBKIM CbC CTeHO3a Ha OuOpeurinte aprepuit). Ilopaam ToBa € HeOBXONUMO CHCTEMHO
Hab/oJeHNKe 33 KIHHHYHN NPW3HAUM Ha 3ary0a Ha BOAa U €NeKTPONHTH, KOHTO OuXa MOTAH Ja ce
NOABAT BCACACTBHE HA HHTEPKYPEHTHA JHapua WiK noephbulane. [Ipy Takiuea naiMeHTH peaoBHO
TpsGBa 3 C€ KOHTPOHPAT eJIEKTPOAUTHTE B CEPYMA. SHAUHTETHATA XHITOTOHHA MOXKE 113 HATIOKH
BIUTIOYBAHE HA BEHO3HA MHQYIHS Ha H30TOHHYEH PA3TBOP Ha HATPHEB XIOPHA.

IMpexoaHaTa XMNOTOHKA He € NMPOTHBONMOKA3AHHE 3a MPOAB/LKABAHE Ha JeyeHuero, Cnel
BBICTAHOBABAHE HA JOCTAThYueH KpbBeH 00eM M KPbBHO HanATaHe NeYeHHETO MOJKE Ad 3aouHe
OTHOBO € MO-HACKA 0034 HIIH CaMO C €1Ha OT ChLTABKHTE.

Cepymen kanuit
KombuHaumaTa Ha NEpHHAONPUIT W WHAANAMML He MOXKE & IPeIOTBPaTH HACTHIIBAHETO HA
Xunokanuemus, ocobeno npy AuabeTHLUM MY nauueHTH ¢ 6rOpeuta vegocTaTbunocT. Kakro npw
BCHUYKH aHTUXHIEPTEHIWBHU CPEACTBA, ChABMIKAIIM JHYPETHK, PEROBHO TpabRa Na ce KOHTpoJupa
CEPYMHOTO HHEO Ha KAJIHA.

'
Tabnerkure Ko- [lpeneca coabpxar nakrosa. [Taumenrty ¢ peaky HacaeacTeenu npobnemu Ha
HEOHOCHMOCT KbM TanakrTo3a, ITh/IEH JIaKTA3€H NEhUIIMT Wiy MIIOKO3HO-ranakTosHa Manabcopouus
He TpAbBa 1a mpuemar ToBa NEKApCTBO.
Topa nekapcTso chappoka No-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOKE 44 CE KaKe,
Ue NPAKTHYECKH HE CHALPKA HATPUI.

Cebpsanu ¢ nepuHoonpu.

Kawenuya

[Tpu u3noN3BaHe Ha MHXUOUTOPH HA AaHIMMOTCHIUH-KOHBEPTHPALIHA €H3HM ce Chobiara 3a cyxa
kauinnua. T4 ce xapaKkTepH3upa che CRONTA YIOPHTOCT M € HelIHOTO W3UE3BaHe Crief NpekpaTABaHe Ha
neuenuero. [Ipn nosrsara Ha To3u cUMITOM TpabBa aa ce UMa IpeNBUA ATPOreHHA eTHOAOrU. B
cryMail Ye ce NPeaAnoYKTa NPEeANUCBAHETO Ha UHXUOUTOD HA AaHIYOTEH3UH KOHBEPTHPAILMA SH3HM, TO
NPOABLIDKABAHETO HA TORA JIEYECHHE MPW NOABATA Ha KauliHia TpAbBa na ce 1peoiieHsBa.

fleduampuuna nonyiayus
MpHIAraHe NPy AEUA H IOHOUIM He €3 HPOYYEHHU.

Pucrx om apmepuara xunomonua w'uan 6v6peuna nedocmanrvurocm (& ciyuaume
HEOOCmAMBYHOCT, 3a2y6d HA 6004 U eACKMPOIUMU U4 M.H)




3HAYMTENHO CTUMY/INPaHE Ha CHCTEMATA PeHHH-aHMHOTEeHIHH-alocTepon ce Habmonasa ocobeno no
BpeMe Ha ronAMa 3aryba Ha Boja M eNieKTpONUTH (CTPUKTHA 5e3C0NMHa AHETA WM NPOXKTKHTEHO
JAWYPETHYHO JIEHECHUE), TPH NALHEHTH ¢ HHCKO H3XOAHO aPTEPHATHO HANAraHe, B CIyduad Ha CTEeHO3a
Ha 6B6peqnHTe apTepHH, 33CTONHA ChPACYHA HEOCTATBYHOCT HITH LIMPO3a C OTOLM K ACLKT.
Caenoearento GA0KUPAHETO HA Ta3H CHCTEMA ¢ HHXHOUTOP HA AHMHOTEH3HH-KOHBEPTHPALIIWS EHIHM
MO 18 IpeaU3BHKa, 0CODEHO MO BPEME Ha TBPBOTO IPHEMAHE Ha JIEKAPCTBOTO U MPE3 TbPRHTE ABE
CeIMUIIM Ha JISUEHHETO, BHE3AMHO CNafaHE Ha KPbBHOTO HANAraHE H/MIY NOBUIUABAHE Ha CEPYMHUA
KpeaTHHHH, KOETO roBopH 3a GyHKuHoHanHa OebpedHa nenocratvuroct. [loHskora ToBa HacThIBa
OCTPO, HO PAZIKO W NO PA3nMYHO BPEME B X013 HA TEHEHHETO,

Ilpu TakuBa ciy4au nedeHHeTo TpAOBA Na 321104BA ¢ O-HUCKH JO3H, KOWTO MOCTENEHHO A4 Ce
YBeNHYaBaT.

Cmapuecka ev3pacm

IIpean HauanoTo Ha neyeHueTo TpsOBa Na ce wicneaBaT GbOpeyHaTa QYHKIMS U CEPYMHUA KATHIAL.
Hauvannara no3a Tpsabsa BOOCACACTBHE /2 €€ 8JaNTHPA CTIOPE]] IPOMAHATA HA KPHBHOTO HANATAHE,
ocobeno B cayuanTe Ha 3ary0a Ha BOa M €IEKTPONHTH, C LIEN Ja ce u3berte nogsara Ha BHE3aNMHa
XHIOTOHHA.

Amepockrepoza

Puck 0T XMNOTOHMA CLUIECTBYBA NPH BCHUKY MALMEHTH, HO ocofeHo BHHMaHHKe Tpa6Ba Ja ce oTaens
HA MNALMEHTH C HCXEMHYHA GOIECT Ha ChPLETO HITH UHPKYJIATOPHA HEAOCTATRYHOCT Ha Mo3bKa. [Tpr
TaKHBA CITYYaH JIEYEHHETO CASBA Oa 3aNovHe C HHCKa 034,

Penosacxynapra xunepmonus

JleuenneTo Ha PeHOBACKYIAPHATA XHITCPTORIA C€ CHCTOM B PeBacKyfapuaaums. Boiipexku ToBa,
HHXHOWTOPMTE HA AHIHOTEHIUH-KOHBEPTHPALLMA €H3HM MOTaT Aa GbaaT NONe3HH NPH NALUHEHTH ¢
PECHOBACKYJIApPHA XHIIEPTOHHA, KOHTO O4aKkBaT XHDPYPruvha KOpeK1Lya, a Celll0 M TOrapa, Korato
TAKaBa HAMECA HE € BE3MOXKHA.

Tabnerkn Ko-Ilpetieca 2 mg/0.625 mg v 4 mg/1.25 mg

Axo Ko-Tlpereca ce npennsiile Ha MalMeHTH ¢ YCTAHOBEHA WTH NMOJO3MPAHa CTeHo3a Ha OuGpeunnte
apTepHu, ICHEHHETO TPAOBa Aa e 3anoyBa B HOTHHYHY YCAOBMS C HUCKA 1033, 4 Ob0peunara
$YHKUMA 1 CEPYMHMAT KPEaTHHUH TpAO8a Na ObIaT NpocieAsBatu, Thil KATO HAKOH MRUHMEHTH
pa3BuBaT QYHKUMORaNHE HBOPEUH2 HEAOCTATLYHOCT, KOSTO NPETLPNABA OOPATHO PA3BHTHE Criell
CNUMpaHe Ha JIC4EHHETO.

Tabnerku Ko-Tlpeneca 8 mg/2.5 mg

Jleuennero c Tabnerkute Ko-IIpeneca § mg/2,5 mg He € MOAXOAALIO 38 HALMEHTH C YCTAHOBEHS MITH
MoJ03MpaHa cTeHo3a Ha Gp0pedHHTE apTeph, Thil KATO NeyeHueTo TPaGBa Na 3anouHe B GOMHUHHA
YCNOBHA ¢ JO3M , IO-HHCKM OT Te3u Ha Ko-lipeuweca 8 mg/2.5 mg

Copoenna HedoCmamvuHOCH/ MENCKA COPOEUHE REDOCINATHBYHOCT

Tpd nadueHTH ¢ TexKA ChpAEYHa HEAOCTATBUHOCT (IV cTenen), neuenueTo TpAGEa Aa 3ano4sa noa
nexapcko HabMoACHME W ¢ HWCKA HayaHa 103a, satosa Ko-Ilpeneca 8 mg/2,5 mg He e noaxoasuu 3a
HayanHo neveune, Jleyenuero ¢ GeTa-Gnoxepu OpH XHNEPTOHHULH ¢ KOPOHAPHE HCAOCTATHHHOCT HE
Tpa6sa na ce cnupa: ACE uuxuburopsT 64 Tpabsano aa ce npibasu kbM Gera-6nokepa.

uabemuyu
INpy nannenTy ¢ MHCYJIAHO-3aBUCHM 3aXapeH AnabeT (CIOHTAHHH TEHASHURH KbM [TOBHIIEHH
CTOMHOCTH Ha CePYMHHUA Kanuii), neuedrero ¢ Ko-Tlpeneca 8 mg/2,5 mg tabnerku He € noaxonaiuo,
ThH KATO JleueHHeTo TpabBa Ja 3anoysa Noj ieKapcko RalaieHde U ¢ HUCKa HadanHa ao3a. Ilpes
mbpBus Mecel ot dedetneTo ¢ ACE-unxnbutopy Ha quabeTyiy, KOWTO NPHUEMAT NEPOPaNHH
aHTHAHAOETHH NPENapaTH WK WHCYIJIHH, TpAOBa 1a ce WIBBbPUIBA PEAOBEH KOHTPOJ HA I,
(BX. TOyka 4.5).

Emnuvecru pasauvun
ITopobHo Ha octaHanuTe ACE-uHXHOHTODH, NEPHHIONPHT MOKe Aa OB/ NO-MaJIK



nopaaju npeoﬁnanasaue’m Ha [10-HHCKH PEHHHOBH HHUBA CPCl YCPHOROMKATA NOMyNauHd or
XHIOePTOHHLA.

Xupypzuxna unmepeenyus/anecmesus

HuxubuTOopHTE Ha AHTHOTEH3HH-KOHBEPTUPAILUA SH3HM MOTaT Ja NPEIHIBUKAT XUTIOTOHUS NPH
AHeCTe3H, 0cODEHO KOraTO H3NO/I3IBAHNAT AHECTETHK € ¢ NOTEHUUAIIHO XHYIOTEHIURBHO NeiCTBHE,
Tlo a3y npryKHa ce npenopbusa npyeManeTo Ha ACE HHXUGHTOPH ¢ npoabaKHTEIHO AelicTBYE,
KAKBLBTO € U MEPUHAOTIPHII, 110 Bb3MOKHOCT Ja €€ NPEKbCHE eAMH J€H NPeln XUPYPruuHaTa HaMeca.

Aopmna cmeno3a Uil CHIEHO3A HO MUMPArKAMA KIana /Xunepmpoguina KapouoMuonamus
Ipu naunenTy ¢ 06CTPYKUMA HA W3XONAHKA TPaKT Ha jiaBata KaMmepa ACE unxuGuropure TpaGea aa ce
yNoTpeGsBaT ¢ NOBHIIEHO BHUMAHHE.

Uepnoopobra Hedocmamsynocn

Panxo ACE BHXu6GHTOpHTE Ce CBBP3BAT CBC CHHAPOM, KOHTO 3aM0YBa ¢ XOIECTATHYHA XKBIITEHALA U
nporpeckpa a0 pyaMHHAHTHA YepHOAPoOHA HEKPO2a U (MOHAKOTra) CMBPT. MEXaHH3MBT Ha TO3H
CUHAPOM He ¢ nascHen. [Tpu maunenTy, nomyvasaiuy ACE HEXHOHTOPH, KOMTO Pa3BUAT XKBITEHHIA
W/TH H3PA3eRO NoBHINABaHe Ha yepHoapobrute ensnmu, ACE nuxubutopsT Tpadea aa 6bie cnpdau 4
J1a ce NpoReae NOAXOAAUI0 MEAULIMHCKO Halmoaeune (B, Touka 4.8).

Xunepxanuemus

ACE mHxHOUTOpUTE MOraT 13 (pedu3BHKAT XHIEPKANMEMHS, Thii KATO MHXHOHPAT 0CBODOHKIABAHETO
Ha anaocrepon. Toan edexT 0GHKHOBEHO HE € OT 3HAYEHHME MPH NALMEHTH ¢ HopMaiHa Gs6peuHa
dynxuus. [MauneHTHTE © PUCK OT pasBUTHE Ha XHIICPKATHEMHS BIUTIOYBAT TakHBa ¢ GnOpeyna
HEeAOCTaThHHOCT, BllolaBaHe Ha ObOpeyHaTa GYHKIMA, HanpeaHana seapacT (> 70 roauuH),
HEKOHTPONMpaH 3axapeH Ruaber, HHTEPKYPEHTHH CROHTHA, MO-CTIGLHATHO AEXHAPATHPAHE, 0CTpa
CbpAeHHa JEKOMMNEHCAIMA # METADONHTHA aUK03a WM TAKUBA, YNOTPeOABAIIM €JHOBPEMEHHO
KaMH-CHXpaHaBalld AHYPETHLM {HAPHMEP CIMPOHONAKTOH, eMUIEPEHOH, TPHAMTEPEH WIH
AMUNIOPUA), KATHEBH JO0ABKH HIIH 3aMECTHTE/H H2 CONTA, CHABLPkKAUM Kanul, KakTo u §oiHu,
JIEKYBaHH C IPYrH NEKapCTBa, CBLP3AHH C NOBUUISHNE HA CEPYMHUSA KaTHit (HAIIp. XerapuH,
TPUMETONPHM WY KO-TPUMOKCA30JT, H3BECTEH CHIHO KATO TPHMETONPHM/Cy IdhamMeTorca3on)
0Cco0EHO aHTATOHHCTH H2 aTIOCTEPOHA WITH AHIMOTEH3MH-PELENTOPHU GIIOKEPH, AUSTHCATHUHTOBE
kucenuua > 3 g/ned, COX-2 unxuGuropy 1 decenextuaun HCIIBC, umyHocynpecops kaTto
UHKIOCMIOPHH Wik TAKPONHMYC. YnoTpefaTa Ha katkesn N00ABKH, KANKA-CHXPaHIBALIN THYPETUIH
HNH 3aAMECTHTEIU HA CONTA, ChIbPKAIUN Kanuii, ocobeHo Mpy natuenTy ¢ uapywena 6ubpeyna
hYHKUMSA, MOXKE Ja JOBE/IE A0 3HAHHTENHO NOBHIUABAHE HA CEPYMHHS KaNuii,

XuliepkanHemuaTa MoxXe Ja NPHYHHK CEPHOBHH, MOHAKOra (aTtandu apurmid, Kanuii-
CHXPAHABALIHTE AUYPETHIHM, AHMHOTSHIHH-PELIENTOPHHTE BIIOKEPH ¥ rOPECTIOMEHATHTE NeKApCTBEHK
cpeacTsa TpaGBa Aa ce NPUIAraT BHMMATETHO NPY NatyenTy, npuemaitn ACE uHxu6uropu, kato
cepyMHHAT Kannii ¥ 6vOpeynara GyHkuun TpséBa aa ce mpocreansat (8K, Touka 4.5).

Cavp3any ¢ UHOGRAMUO:

Boono-erexmponumen bananc:
Cepymen nampuii

Tpabsa na ce uzcneaBa Npeay 3aN0YBAHE Ha JICHSHUETO, A CIIEA, TOBA NOIEKH HA PEIOBEH KOHTPOR.
Besika adypeTudta Tepanus MoXe 18 NPEAUIBUKA MOHIKARAHE HA CePYMHRS HATPHH, KOETO MOXKE na
UMa CEpHO3HHU NtocieacTeHA. [ToruxaBaneTo Ha HATPHA MOXE B HAYANOTO Ja poTede GE3CUMITOMHO
¥ 3aTOBa € HeOBX0IMMO pelorHOo a ce u3cnenea. Kontponsr Tpabsa na 6nae no-vect npu
HanpeaHana BPb3pacT U IPH TakHBa ¢ uHpo3a (kK. Touka 4.8 1 4.9).
XHITOHATPHEMMATA ¢ XHUTIOBOJICMHA MOXKE 112 € MPHUYHA 33 ASXUIPATALMA U OPTOCTATHUH
Xunoronds. CenbTcTBalaTa 3aryda Ha XA0pHY HonK MOMe Ja JoBele o BTOPHUHA KO
MeTabonuTHa a1Kano3a: YeCTOTATA W CTENEHTA Ha TO3M eeKT Ca JiekH.

Cepymen kanuix



l'onam pHck Npy neueHue C THASMARK AMYPETHUH W TEXHHTE aHAI03H € 3arybara Ha kanui u
XHOOKATUEMHUATa. XHIIOKATHEMUATA MOXE 12 NPHUMHM MYCKYTHH Hapyuenud. Chobiuasauy ca
CJTy4au Ha pabNoOMMONIN3a, [IABHO B KOHTEKCTA HA TEIKKA XUIOKaTHEMUR. PHCKBT OT nosea Ha
MOHHIKEHU CTOHHOCTH Ha CepyMHHA Kauii (<3,4 mmol/}) Tpabra na ce npenoTepaTasa npu
BHCOKOPUCKOBH rpyIny NALMEHTH, KATO T€3H B HANpeaHana Bb3PacT H/WIH ¢ HEA0XpaHBaHe,
HE3aBKCHMO Ja/lH MOMYYaBaT NOBEYE OT €AHO JASKAPCTBEHO CPEACTBO, NAUMEHTH C 1IMPO3a ¢ OTOLH H
acuUHT, KOPOHAPHO BONHY ¥ NALKEHTY CBC CHP/JASYHA HEAOCTATHYHOCT.

[lpu TaxuBa cilydan XMDOKATHEMHATA NOBHILIABA MHOKADAHATA TOKCHYHOCT HA ChPLIEYHHATE
FTHKO3HIAH # PUCKA OT PHTHMHE Hapyillesus. PHCKOBY Ca U maukenTH ¢ yawoked QT unrepeai,
HE3aBUCUMO JANH € OT KOHTEHUTANIEH WIH ATPOTEHEH POH3X0A. XHMOKATHEMHATS, KAKTO U
Opanukapauara, ca fpeapasnonaraiiy GaKTopH 3a HACTHNBAHE Ha TEXKH PUTHMHM HapyEHuS,
ocobeno Ha torsades de pointes, kouTo MoraT 3a 6baat daranuu.

Ipu BCHUKA NOcoYeHH CiyHaH € REOGXORHMO NO-4eCTo NPocieasBaHE HA CTOWHOCTHTE HA CEPYMHHS
Ka/tit.

ITepBOTO U3CHEIBAHE HA CEPYMHMA KATKH C/leBa Ja Ce H3BbPUIM Npe3 MLPRaTa CeIMKULA Clen
Ha4anoTo Ha ICUEHHETO.

AKO ¢¢ YCTAHOBAT HMCKH CTOWHOCTH Ha KaJIHA, Te TpAGBa aa 6baaT Kopurupaus. Xunokanuemus,
YCTaHOBEHA 33€HO ¢ HHCKA CEPYMHA KOHUEHTPALIMS HA Marue3Hi, MOXe 1a He ce NoBAuse o1
JIEYEHMETO, OCBEH KO CEPYMHHAT MarHe3ui He Obae kopurupad.

Cepymen maznezuit
Joxazano e, e THABUAHTE M TEXHHTE aHANO3H, BIJIIOMHTENHO MHIANIAMUA, NOBUILABAT EKCKPELHATA
Ha MarHesuil ¢ ypuHaTa, KOETO MOKE 12 AOBEE 10 XHIMOMarHesneMus (s touke 4.5 1 4.8).

Cepymen karyuil

TrasnauuTe AHypeTULY Y TEXHHTE aHAIO3H MOraT 4a HAMATAT YPHHHAT2 EKCKPELMS Ha KAIlMA U 1a
NPEHIBHKAT YMEPEHO H NPEXOJHO NMOBHIIABAHE HA CEPYMHUA Kanuii. IHAUUTENTHO NOBUICHHAT
CepyMeH Kanuui Moxe 1a Oblie H3pas Ha HeIWArHOCTHUMPAH XHepnapaTdpeounysem. Ilpy Takusa
Cliy4au ieHeHHeTo Tpabpa Aa ce ¢npe IPesH H3CASABAHETO HA NapaTHPEOUAHATA PYHKLMA,

Kpvena 3axap
KoHTposreT Ha KphBHATA 3aXap € BOXEH NPy AHaGeTHLM, 0COGEHO (IPH HATUUHE HA XHTIOK2THEMMS.

Tuxovna xucenma
[Ip# naUMeHTH ¢ XUMEPYPUKEMHS MOKE Aa C€ MOBHILH PUCKBT OT 104aTPO3HH NPUCTHITH.

Bvbpeuna Qyuryus u ouypemuyu:

THazHIHHTE AHYPETHIH M TEXHUTE AHAIOZM C2 HAITLITHO e(EKTUBHY CAMO TIPH HOPMATHA HITH JIEKO
Hapymiena GpOpeyHa GyHKUHMA (CEpYMeH KpeaTHHHH MO-HHCBK OT okono 25 mg/l, T.e. 220 umol/l 3a
Be3pacTHy). [Tpu nauyenTH B CTapyecka BB3pAcT CTOHHOCTHTE Ha CepYMHHS KpeaTuHuH Tpabea aa
6BJaT KOPHTMPAHH CTIOPE/l BLIPACTTA, TEJECHOTO TEMTO | f00BATA MPHHAAIEKHOCT HA NIAUMEHTA 110
¢opmynara #a Cockroft:

Cler = (140 — pB3pacT} X TeaecHo terio / 0,814 X cepymen kpeaThruH
KBJSTO: BB3PacTTa & W3paseHa B FOAMHE
TeNecHOTo Tervio - B kg

CEPYMHMAT KpeaTHHUH - B micromol/1

Tasu popmyna e noaxoadila 3a MBKS B CTapuecka Bb3pacT H Tpsbsa Aa 6bie azanTupana 3a KeHH
ypes YMHOXKABaHe Ha nonydedus pesyarar x 0,85,

XUNoBoJIeMHATA, NOABUIIA CE B PE3YNTAT Ha 3arybaTa Ha BOJa W HATPHI, NpUyYHHEH
HAYa0TO HA TEYEHHETO, BOOY JIO NOHIDKARAHE HA rIoMepyiHaTa duntpaumd. Tosa
JI0 MOBYIIIABAHE HA YpesTa H kpeaTvHHHa. Tadu npexoaHa gyHkuHoHanHa Ou0pey



HE BOJM 0 HEXKENAHW TIOCIENCTBHS NPH MAUMEHTH ¢ HopManHa GrOpedra yHKUHS, HO MOXKeE aa
BIIOLIH ChuiecTByBaLla ObOpeyHa HeTOCTaTHHHOCT.

Cnopmucmu
CrioprucTute TpaGBa 4a 3HAAT, 4e TOIM NPOLYKT ChALPKA AKTHBHO BELIECTBO, KOETO MOKE Ad JOBEE
[0 MOJ0KUTETHA AOMUHI-NpoGa.,

Xopoudanen uznug, ocmpa MuONw! U 6MOPUNHA 3AKPUMOBZEIHA ZAAYKOMA

CyndoHaMuaHTe HWIH NEKApPCTBATA, MPOH3BOIHY Ha CYA(POHAMUINTE, MOTAT 1a NPEAH3BHUKAT
HAHOCHHKPATHSHA PEaKLIMs, BOACWIA 10 XOPOUIANEH M3NMB C JeeKT Ha 3PUTETHOTO [0, NPEXOAHA
MHOMHA H OCTPA 3AKPHTOBIbIHA HiaykoMa. CHMOTOMHTE BKJIOYBAT B HAYAN0TO OCTPO NOHWKEHHE HA
3pUTE/IHATa OCTPOTA WK 0uHa Oosika, 1 OGUKHOBEHO Ce MOABABAT B PAMKHTE Ha YacoBe [0 CEAMHUM
OT HAa4anoTo Ha JeyeHueTo. Henekypatiata 0CTpa 3aKpHTOBIBIIHA FIAYKOM3 MOXe [a JOBEAE 0
Tpaitta 3ary6a Ha 3penneTo. [IbpBOHAYANHOTO NEYEHNE € 1A ce ClIPe HA MPHeMA Ha TEKapCTBOTO
BB3MOKHO Hali-Gbp30. HaBpemeHHo NeyeHWe WM XHPYPri=Ha HHTEPBEHLMA MOXE 1A CE HATOKH A4
¢e OOMHCIIAT, aKO BBTPEOUHOTO HAAFaHE 0CTABA HEKOHTPOMpaHo. PuckoeHTe GakTopH 3a pa3BuTHe
Ha OCTPa 3aKPUTOBIbIHA MaYKOMa MOTaT 1a BKJIFOUBAT aHAMHE3a 33 aeprust KuM CyIGoHaMUAY WK
NEHULIWTYHY.

4.5 BaanmopeiicTBue ¢ APYrH JeKapPCTBEHH NPOAYKTH B IpYry OpMH Ha B3auMoneiicTeue

06wy 3a nepunOoRPUL ¥ UHOARAMUG,

Kombunayuu, xoumo He ce npenopougan

- JluTHit: M0 BpeMe HA €AHOBPEMEHHO NPHIOXKEHHE Ha NUTHeBH nipenapaTd U ACE uHxubuTopu
ce Habnozara 0OpaTUMO NOBUIIEHNE Ha IHTHEBHTE KOHLEHTPALUHH M TOKCHYHH PEAKLIMH,
Vnorpebara ha nepHHAONpUa B KOMOHHALA C MHIAMAMUA H JINTUCEM NIPETIApaTH HE Ce
HPENOPbLUBa, HO KO KOMOHHAUMATA € HANOKHTE T, TpAGBA /18 C€ H3BBPLIBA BHUMATEIHO
' KOMTPONHpaHe Ha CepyMHua NuThi (B, Touka 4.4),

Kombunoyuu, u3ucKeatyi CHeYUARRO BHUMANUE!

- bBaxnoden: 3acunisaHe Ha AaHTHXHNEPTEH3IUBHUA edekT. KOHTPOMHpaHe Ha KPBBHOTO HaniraHe
H NPH HYKAA KOPEKIHA Ha J03aTa Ha aHTUXHICPTEH3IMBHOTO JICKAPCTBO.

- Hecreponany npoTHBOBBINANUTENHY NIEKAPCTBEHY MPOLYKTH (BITIOUHTERHO
ALETUICANMLIMIORA KHCETMHA BbR BHCOKH 203#): korato ACE nHxuburopy ce npunarar
€HOBPEMEHHO C HECTEPOHIHY HPOTHBORB3MANMTENHH A€KapcTBa (HAITp. AUSTHNCATHIHIORE
kucenvba > 3 g/ned, COX-2 uuxuburopu u vecenextuspu HCITBC) Moxe 1a HacThNH
otTcnabBade Ha aHTHXHNEPTeH3%BHNA edexT. EnHoBpeMenHara ynorpe6a na ACE unxubutopu
v HCTIBC moxke a nosefie 10 NOBUILEH PUCK OT BAOWaBaHe Ha OnOpeyHaTa hyHKUkS,
BIITFOUHTENHO BE3MOMHa 0CTpa Dp0peuHa HELOCTaTHYHOCT ¥ IOBUILABAHE HA CEPYMHHSA KA,
0cobeHO Npy MalKeHTy < JIoWa NpeAwecTsaa 6s0peuna dyrkuns. KomGunauusta tpabea na
ce NMPUIara ¢ NOBURLUICHO BHHMAHHE, 0co0eHO npy cTapyecka Bn3pact. [TaukeHTyTe TpaGRa fa
OBaaT JOCTATBHYHO XHApaTHPaHH U TPAGBa [ia Ce NPeABHAH KOHTPOIUpawe Ha 6uOpeunaTa
YHKUMA B HAYATOTO Ha KOMORHUPAHOTO JIEUEHHME, a CAe]] TOBA - NEPHOIUYHO,

Kombunayuu, xoumo uzuckeam eHumManue:

- AHTYAERPECaHTH OT HMHIPAMMHOBATA IPYNA (TPHLMKIMYHH), HEBPONSNTHUM: 3aCHIBAHE HA
BHTHXMIIEPTEHIHBHUA e(EKT H MTOBHILEH PHCK OT OPTOCTATHYHA XHNOTOHMSA (AAMTHBEH ediexT).

- Jpyry aHTHXHIIEPTEH3NBHH JEKapCTBa: ynoTpebaTa Ha APYTH aHTUXHIEPTEHIHBHA
ACKAPCTBEHH MPOYKTH ¢ NePUHACNPHIVHHIanamMy 61 Moria Aa J0BEAE AC ACTBAHUICICH ..
AHTHXHIIEPTEHIHREH eKT. /IE

Ceawpzanu ¢ nepuroonpui.

JaHHu OT KIMHWHHH NPOY4YBAHHA IOKA3BAT, Ye AROHHOTO OJOKHpaHe HA PeHMH —aH
anpocteponosarta cuctema (PAAC) upes xomOunupanara ynorpe6a va ACE uuxut



anrnoTensud [-peuentopui GNOKepH MAH ATHCKRPEH C& CBBP3BA C NIO-BICOKA YECTOTA HA HeXelaHH
CHOMTHS, KATO HANPUMEP XMITOTOHUA, XHIEPKATHEMHS H HaMansBate Ha GnOpeunata HyHKUMs
(swnoudTENHO octpa 61L6pedHa HEROCTATHEYHOCT), B CPABHEHHE C YNIOTpeGaTa CaMo Ha eIHO
cpeactso, aciicteanio supxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Jlexapemea, npeduzsuxsauu xunepranemus

Haxou nekapcTsa unv TepaneRTHYHH KI1acOBE MOTAT J2 NOBKLIAT YECTOTATA HA XHMEPKANNEMHES:
AIHCKUPEH, KATHEBU CONTK, KaAHH-ChXpaHaBauy guypeTulid, ACE uHxuburopy, aurdoredsus-11
PEUeNTOpUTE AHTArOHHCTH, HECTEPOHHM NPOTHROBL3NATHTEeNRH cpeactsa (HCIIBC), xenapuiu,
HMYHOCYNIPECHBHM CPEJCTRa KaTO LUHKIOCIIOPUH WK TAKPOTHMYC, TpuMeTonpum. KombuHanuara ot
TE3H TEKAPCTBA yBE1HUABA PUCKA OT XHICPKATUEMHS.

Kombunayuu, koumo ca npomusonoxazany (8. mouxa 4.3):

- Anuckepen:llpn naunenTure ¢ auaber wiM HapyweHa 6n0peuna dyHKUUA ¢ yBERH1ABA PUCKA
OT XHMIEPKATHEMHA, BIOLIABaHe Ha GuOpeuHaTa QYHKIHA H CLPASHHOCHA0BATA 3a001¢BAEMOCT
¥ CMBPTHOCT.

- ExcTpakopnopantiu neuenua: EXCTpakopnopatgy Ae4YeHus, BOASIUM A0 KOHTAKT Ha KPBRTA C
OTPHLUATENHG 32PEAEHH NOBLPXHOCTH, KATO HANMPUMEp AHANH3A MK XeMOoGHATpauns ¢
onpeseneHy BUCOKOTIPONYCKIMBY MeMOpaHu (Hanp. NOTHAKPUIOHHTPHWIHE MeMOpaHu) U
adepesa Ha TUMOTIPOTEMHH C HHCKR ILTRTHOCT € IEKCTPaHOB Cya(daT, NOpay MOBHIIEH PHCK OT
TEKKH aHahUIAKTOHIHH peaxkuuy (BX. Touka 4.3). [Tpu HeodxoaumocT oT noa00HO NeueHHe
TpabBa Aa ce OOMHCIH HANOA3BAKE HA JPYT THUN JHAMUIHK MeMGPaHH WIH Ha
AHTHXUIIEPTEH3UBHO CPEACTBO OT APYT Kiiac,

- CakyGurpun/sancapras: Coaprersamara ynotpeta Ha ACE unxuburop cne
cakyOurpin/raacapral e NPOTHRONOKA3aHA, Thil KATO TOBA MOBHIIABE PHCKA OT AHTHOEAEM
(. Touky 4.3 n 4.4).

Kombunayuu, koumo He ce npenopsugam

- Anucxupen: Ipu nanpenture Ge3 anaber win HapywmeHa GuOpedua GyHKuua ce ysennyasa
PHCKa OT XHNepKanyeMus, Biomaeate Ha 6u6peunara GyHKUHA H CHPACYHOCHIOBA
3a00.1€BAEMOCT M CMBPTHOCT (BXK. TOUKA 4.4).

- Kom6unupaso seuerine ¢ ACE uhxuOuTop u aHrnoTenzun-peuentopex Snokep: B
NMTEPaTypaTa ¢ce Chobuiana, ve Npy NALUHEHTH C YCTAHOBEHO aTePOCKNCPOTHYHO 3860sBaHe,
ChpAeqHa HENOCTATEYHOCT WiIH IHa0eT ¢ KpaliHO OPraHHe yBpemIaHe KOMGHUHHPAHOTO
Jeuerye ¢ ACE uHxs0OUTOp K aHTHOTEHIHH-petenTopeH GiioKep € LChP3aHO ¢ TIOBHITEHA
YECTOTA HA XHNOTOHUS, CUHKOII, XUEPKATHeMHA 1 BiokaBaHe Ha Op0peunaTa QyHkuus
{BKNIOUHTENHO OCTpa 6BOpeyHa HEAOCTATEYHOCT) B CPABHEHHE ¢ YNoTpeGaTa Ha eHH PEHUH-
AHTHOTEH3HH-A1J0CTEPOH ~ AeHCTRaIN arenT. JipoiinoTo Gnoxupate (Hanp. upes koMGHHHpaHe
Ha ACE aaxubHTOp Cc anTaronuct Ha anrnotensun-I{ peuenropure) Tpalea aa ce orpannyasa
CaMo A0 OTIENHY CIYYau ¢ HerocpeACTBeHO HalmoaeHHe Ha Os0peutaTa PyHKINS, cepyMHEKS
Kanuil 0 KPLRHOTO Hansrane) (BK. Touka 4.4),

- Ectpamyctan: [ToBuiies puck ot HexkenaHu peakLHK KATO aHTMOHEBPOTUYEH OTOK
{(aHruoenem).

- Kamii-coXxpauspalltn AuypeTHus (CN¥POHONAKTOH, TPHAMTEPEH, CAMOCTOATEAHO HITH B
KOMOHHAHHA), XPaHUTENHY JoDaBKH, ChBPKALM KATHIA HAH KATHH-CHABPKALLM 3aMECTUTEIH
Ha conta. ACE uHxubHTOpUTE HaMaNABAT HHAYUXPAHATa OT AHYPETHLY 3ary0a Ha Kanwid.
Bonpeku 4e cepyMRUAT KA O0HKHOBEHO OCTaBa B PAMKHTE HA HOPMAHWTE MPAHMLY, 1IPH
HAKOY NALMEHTH, TeKYBAHH C MEPUHIOIPIE, MOXKE I3 Bb3HUKHE XUnepkanuemus. Kanuii-
CBLXPAHABALIMTE AMYPETHLH, HANp. CNHPOHOJAKTOH, TPHAMTEPEH WIH AMWIOPH, KaTHEBUTE
NOGaBKH HAKH KAMMH-ChABPKALIHTE 3AMECTHTEIIM HA TOTBAPCKATA COJI MOTAT Ja A0BEAT A0
3HaYHTEIHO (MOTEHIIHAIHO NETANHO) HapacTBaHe Ha cepymMuus kasuii. Tpabea coiuio na ce
BHHMABA, KOTATO NEPHHIONPILT Ce MPHIAra eGHOBPEMEHHO ¢ APYTH CPENCTRA, KO "
IOBUUIABAT CEPYMHUSA KanuH, KaTo HANp. TPHMETONPHM U KOTPHMOKCA301
(TPAMETONPUM/CY1(haMeTOKCa30MT), Thil KATO € H3BECTHO, Y€ TPUMETOTIPUM A
KaTMit-ChXpanRBai] AHypETHK noao0Ho Ha aMunopua. [lopagu Toea He ce npefiosy
KOMOHHMpPAHETO HA NIEPUHIOIPUI C TOPECTIOMEHATHTE IEKAPCTEA, AKO €HOB e
ynoTpeba € nokazaHa NoOpagH AOKYMeHTUPaHa XHIOKaaHeMus, Te Tpabea 1a ¢




NOBHIUEHO BHUMaHNE i [IPH YECT KOHTPON Ha CepyMHHA KaHii. 3a ynotpeba ua
CAHPOHOMAKTOH fIpH CHPACYHA HEJOCTATHYHOCT BIKTE TOUYKR ,,KOMBHHAUMH, N3UCKBAINN
CNeLuaTHO BRUMAHNE" .

Ko-tpumorcason (TpHMeTonpuM/cyngameTokcazon):

TlauuenTH, nOMy4aBaIlK CEIBFTCTBALLIO KO-TPUMEKCason (TpuMeronpum/cyndameToxcason),
MoHce Aa ObJaT HINOKEHU HA NOBULIEH PHUCK OT XUITEPKATHEMHA (BX. Touka 4.4).

KombGunayuu, usuckeayu cneyuanno enuManye

Kombunayuu, xoumo uznuckeam enumanie

TlporuBoa#abeTHH cpeacTRa (MHCYNIMH,OPAIIHH XMITONTHKEMHYHY areHTH ):
EnuaemuonoruynnTe Npoy4BaHns NOKA3BAT, Y& €AHOBPOMERHOTO npuiokenne ha ACE
HHXHOHTOPY W aHTHIVA0ETHM NekapeTBa (HHCYIHHH, NepPOPAIHI XHIIONTMKEMHYHHE CPeACTBA)
MOTaT Aa 3aCW/IST XUNOTIBKEMU3NpALIKs eeKT ¢ PHCK OT XHnorukemua. Karo ye nu
BEPOATHOCTTA OT BH3HHKBAHE HA TOBA ABNEHUE € MO-IONAMA IPe3 HBPBUTE CEAMKLY Ha
KOMOHHMpPaHOTO JieYeHHe H Nph natmesTy ¢ 6nbpeuno yepexaane, HacTbNBaHETO Ha eMU30IH
Ha XHIOTJIHKEMHS € MHOT'O PAAKO (IoA00psBae Ha IMIROKO3HHA TOJIEPAHC W B PE3YNTAT HA TOBA
HamMandBaHe Ha MHCYJIWHOBUTE HYIKAM).

Kanuii necyxpanssaim quypetdun: [launestu, kOHTO ce neKyBaT ¢ AMypeTHLH, K 0coGeHo
GonHM ¢ XMNOBOJIEMHA W/UIH € HEOCTHT Ha COMT, MOXKE 12 TOTY4AT MPEKOMEPHO NIOHWKEHUE Ha
apTepHaHOTO HaljTaHe Clien HavanoTo Ha jiedeise ¢ ACE unxubuTop. Bramoknocerra 3a
NOABa HA XUNIOTCH3IUBHHN e(beKTl/l MOXME Aa C€ HaMa/TH HpPe3 NPCYCTAHOBRARAHE HA IMYPETHKA,
yBeWyeHse Ha o0eMa W npKUeMa Ha COn [IpeiiH HayalnoTo Ha ICYEHUETO ¢ HUCKHU K
NocTencHHO ypeluuaBalllv ce JO3K NCPHHAONPHIT.

IIpu apmepuanna xunepmontis, KOTaTO APEAXOKAAUIATA NMYPETHYHA TEPATTHS MOXKE g €
NPHYKYHUIIA HAMANSBAHE Ha CONTa/o0eMa, MK AHYPeTHKA TPAGBA A Ce NPEKPaTH nPeaH
3anoysane Ha ACE nuxuburopa, B KoHTO ciydaii Kanuii HechXpaHsaBaluy AUYPETHIM MOTAT Ja
§1AaT cel TOBA OTHOBRO BKTIOYEHH B eueHueTo, win ACE uuxuburopst TpsiGea na ce
3aM0YHE ¢ HUCKA 1034 H DOCTENEHHO 2 C& YBe/IYARa.

Ipu 3acmotina copdeuna nedocmamvunocm, aexyeana ¢ ouypemuyu, ACE unxuburopst
Tpabsa na O6be 3aMOYHAT ¢ MHOTO HHCKA 1033, €BEHTYAITHO Clie]l HAMAIABAHE Ha J03aTa Ha
KM HECHXPAHABALLH JHYPETHLM.

Bos Beuuky ciytan, 6u0peudara yHkuMe (KpeaTunina) Tpadsa 1a 6wnaar HabaroaaBany no
BpEME Ha MBPBHTE HAKONKO ceamuny o1 Tepanuata ¢ ACE unxuGuropi.
Kamii~chxpasasatid RHYpeTHLIH {eNIepeHOoH, CNMPOHONaKTOH):C enaepeHoH HiH
CNMPOHOAAKTOH B JO3H MexXTy 12,5 mg a0 50 mg na aen ¢ ¢ vucku ao3u ACE-unxuburopu:
lpu acuenwe Ha knac -1V ¢vpaeuna senoctatsudoct (NYHA) ¢ gpakuus va M3taackeane
<40%, npeauuino aexypana ¢ ACE-urmxuburopu u 6pUMKOBY [UYPETHLH, CHILECTBYBA PUCK OT
XUITEPKATHEMHA, NOTEHIHAHO CMBPTOHOCHA, 0CO0EHO B CiTy4ait Ha HecnasBaHe Ha
NPENoPBLKATE 3a JEYCHKE ¢ Ta3U KOMOMHALMA HAapacTea.

Ipeau 3anourane na komMOMHALMATA, 14 C& NPOBEPU OTCHCTBHETO Ha XMNEPKATTHEMHS W
Gu0peuno yepexnase.

3acHneH MOHWTOPHHT HA KATMEMHUS M KPEATUHEMHS CE [IPENOpbYBa NP3 MLPBUS MECEL] OT
ACUCHHETO BEAHLK CEAMHUYHO B HaYaNoTO, U BEAHBIK MECEHHO CHER TOBA.

Pauexamorpun: Mssectro e, ue ACE unxuburopure (Hanip.nepusaonpin) npeiu3BUKBAT
aHrHoaeM. TO3M PHCK MOJKe A3 € M0-TONSM MPH ChIThTCTRALIA YHOTpeDa ¢ paueKkanoTpul
{fexapcTBo, HINOI3BAHO NPH OCTPa AUAPUS).

mTOR vuxuburopy (Hanp. CUPONHMYC, €BepoTUMYC, TEMCHPOTHMYC): TIALMEHTH Che
cbabTeTBalLO AeueHye ¢ MTOR unxubuTopu Moke Aa ca HINOKEHH HA NOBHLUEH PUCK OT
aurnoenem (Bx. Touka 4.4,

AHTHXHIIEPTEH3HRHH CpelcTsa U Basoaunararopd: Exqnospemennara ynotpefa H
CpeicTea MOKE 1A 3aCHIIH XUNOTeH3MRHHTE eiekTt HA epusaonpun. Enxorpe
ynorpeba ¢ HUTPOrIIHUSPUH W APYTH HATPATH WK APYTH Ba3OJMIATATOPH MOK
AOIBIIHUTENHO J1a NOHWKH APTEPHATHOTO HAIATaHe,



ANONYPHHO, UHTOCTATHYHY 1K HMYHOCYTIDECHBHH NPENapaTH, KOPTHKOCTEPOHAK (CHCTEMHA
ynotpeQa) Hnn npoxanHaMu. Exvospementioro nipunoxerue ¢ ACE unxuburopu Moxe aa
NOBEAE O 3aCHNICH PHCK OT nepxonenns (8x. Touka 4.4).

Anecternum: ACE BHXuOHTOpYTE MOraT 1a 3aCHNAT XHIOTEH3HBHHTE eEKTH HA HIKOM
anecTernum (Bx. Touka 4.4).

Huyperuum (Tuazuasi win SpuMkosd auypetnuy): [IpeaiecTpamoTo neverne ¢ JHypeTHIH
BbR BHCOKH 034 MOXE [8 AOBEE J0 JEXMAPATALIUA 1 A0 PUCK OT XHUIIOTOHHS, KOraTo ce
38[104HE IEHEHHE C NePHHIONPHI,3NATHN OPENAPATH: HMA PEAKH ChoOLeHUS 38 RUTPHTOUIHH
peaxumy (CHMITOMMTE BKJTIOYBAT 3a4YSPBABAHE HA NMLUETC, FRACHE, NOBPBIIAHE U XHNOTOHKA)
NpY NMaLMEHTH NPOBEKAALLK NEYEHHE C HIDKSKLHOHHM 3NaTHH NpenapaTi (HaTpues
ayporuomanar) eaqospemexto ¢ ACE unxubuTop, BIIOUMTENTHO NEpHHIONPHIL.

IAMOTHHY (AHHACAHOTHH, CAKCATAMNTHH, CUTATIIMNTHH, BAAnarnunTdu): flosuiuex puck or
aHTHOE1EeM, NOPaIh HAMATIEHA AKTHBHOCT HA avnenTtvaanentiiaza I'V (DPP-1V) or rantana,
NpH NaLKEHTH, eHOBpeMeHHOo nekyBauu ¢ ACE-unxuburop.

CumnatomMumeTuiin: CHMNaTOMHMETHLHTE MOKE Ja HAMANAT AHTHXHNIEPTEH3UBHUA e(eKT Ha
ACE urxuburopure.

Huxnocnopun; Npu censTerBaia ynorpeda Ha ACE MHXnGUTOpH ¢ UHKTOCHOPHH MOXE I8
BB3HMKHE xHnepkanveMHs. [Ipenopbusa ce npocaeassare Ha CepYMHHR Kanuil.

Xenapur: Ilpu coneTersaina ynorpeGa Ha ACE HHXHGHTOPH ¢ XeNapuH MOXKe 12 Bb3HHKHE
xunepkainemus. [Ipernopbusa ce npocaeatBaHe Ha CEPYMHMS Kanuii,

Cevpiantl ¢ HHOGRAMUO:

Kombunayuu, usuckeausu cneyuaino sHUMarnue

JlekapcTreHu cpeacTBa, MPEAUIBHKBALLN lorsades de pointes: Tlopanw prcka ot
XUIOKATHEMHA, HHAanaMi] TpAORa Na ce npuniara ¢ NOBWILEHO BHUMAHKE, KOTaTo Ce
KOMOMHHPa ¢ NEKapPCTREHM NPOAYKTH, IPEAUIBUKBALLY [orsades de pointes, KaTO, HO HE CaMO:
knac la aHTHApUTMHYHK cpeacTBa (HANp. XHHAUH, XHAPOXUHHAMH, Ju3onupamun); knac (11
AHTHAPUTMHUYHH CPeCTBA (Hafip. aMHOAapOH, JodeTwina, ubyTumin, GpeTunnym, cotanos );
HAKOM aHTHUIICHXOTHUR OT I'pyNaTa Ha PEHOTHUA3HHH (Halp. XNOPpoOMasyH, HHaMeMasHH,
ACBOMENPOMAIHH, THOPUAA3HH, TpUdIyoniepazuH ), GensaMuan (HANp. BMHCYINIPU, CYANHUPUA,
cysronpua, THanpr), GyTHpodeHOHY (Hanp. APoNepHaoN, Xatonepuaot), Apyr
HapKONeNTHUK (MPUMO3KA); APYTH cyOcTanumu(Hanp. Senpuaun, uusanpun, audemanun, 1.v,
EPHTPOMHLIUH, Xa10GaHTPHH, MH3012CTHH, MBUKCHPAOKCALIWH, IEHTAMMANH, CAPQITOKCALIHH,
i.v. BUHKaMHH, METAI0H, acTeMu30], Tepderanun). [IpeseHLMs Ha XHOOKATHEMUATA U NIPH
Hy:aa xorurpon Ha QT unreprana.

Kannii-nonwxasaium cpenctsa: amboteputd B (i.v. npuioxkenye), RIOKOKOPTHKOUIN K
MHHEPANKOPTUKOKIM (CHCTEMHO NPHIOKEHHE), TETPAKO3AKTI], NAKCATUBHY CPEACTBA Che
CTHMYRHPALILC AcHCTBHE: NOBHILEH PUCK OT XHMIIOKATHeMuUs (aauTHBeH edekt). KoHTpon ¥ npu
HY2a KOPEKUHA HA KATHEMHATA; CTICUMANHO BHUMAHUE CE M3UCKBA B CYYAUTE HA JIEMeHHE
CbC chpaeyHH rinuko3uam. Tpadea Na ce W3MON3IBAT MAKCATHBRE CpeacTsa Ge3 cruMynupaiio
AcHCTBHE.

Jlurmanucosn [mpenaparu:: Xunokanuemunsara v/ WIH XHIOMArHE3IMEMHUATA NpeApa3nofaraT
KbM JHTHTAIHCOBA TOKCHUHOCT. [Tpenopripra ce da ce npocnenssa mIaIMeHds KatHii,
mardesuti 4 EKI™ 1, ako ¢ HeoGxonnmo, eueHueTo Ja 6b1¢ KOpHrHpaHo..

Anonyputon: CoibTeTBaliaTa yroTpeba ¢ HHAAMAMUA MOKE B2 YBENHYYM YECTOTATA HA
PEaKIMUTE Ha CBPBXYYBCTBHTENHOCT KBM aROMypPHHOI,

KomGurayieu, Koumo u3ucream sHuMane

PalHOHATIHUTE KOMOUHALIMM Ca MOe3HH NPH HAKOH NAUMCHTH, MOXKE Ja HACTBIM
XHIIOKANMEMHUS KK XHIEePKaTHeMHa (ocobeHo npy naumenTn ¢ Os0pevHa Henocy;
auader). Ilnasmennst kanuit n EKI 1patra na Gbaat nabnioaasabu M, aKO € HE
ce Mpepasriena JeUeHUeTo.

MeTdopMHH: MIEUHA aLMI032, JLKAILA Ce HA METHOPMHH, [IPHIHHEHA OT €B
¢yHkuMoHaHa GB0peyHa HeJOCTATBUHOCT BLB BPE3Ka ¢ ynotpeba Ha IuypeTH



Epumxosy muypetuun. [la He ce ynotpe6sea MeThOpMEH, 8K NIA3MEHHAT KPEaTHHIH
npeuwasa 15 mg/l (135 micromol/1} npu Muxe 1 12 mg/1 (110 micromol/1) npu xenu.

- Hop-cpabpikaiy KOHTPAacTHH cpecTBa: B clyyail Ha nexuapaTalms, NPUMHHEHA OT
AMYPETHIH, CHUIECTBYBA NIOBHILEH PUCK OT NMOABA HA 0cTpa G6peUHa HEAOCTATEYHOCT,
0coGeHO NPH H3NONIBAHETO HA BUCOKH J03H HOR-ChABPKALIM KOHTPaCTHY cpenctea. Tpsdsa na
Ce MPOBE/E PEXHAPATLUHA OE NPeaH BHREIKAAHETC HA HOM-ChAbPKALIMA IPEapar.

- Kaaumit (conu): PHck o1 xunepkanuiemMus, nopagd NOBYIIEHHE HA KATLHS BbE BPBIKA ¢
noHwkeHaTa 6s0peyna eKcKpelna Ha Kantui.

- LIMknocnopus, Takpoadmyc: PHCK OT noBuilaBase Ha CEpPYMHUA KPEaTHHHH O3 NpoMAHa B
UUPKYAHPALINTE NN23MEHH BHBA Ha LIMKNOCTIOPUH/TAKPONMMYC, JOPH (TpH OTCBCTBUE Ha 3aryba
Ha COJIM H BOJIA.

- Koprukocreponnu, Terpakosaktus {cHeremer nuT): HamansasaHe Ha aHTHXHNEPTEHIUBHUS
ediekT (3aABPAKRHE HA COMM H BOJA, THIKALIC CE HA KOPTHKOCTEPOHAMTE).

4.6 D@epruauTeT, GPEMEAHOCT H KHpMEHe

Hmaiiky npeasua eexTHTe Ha OTAENHHTE KOMIOHEHTH B Ta3K KOMOUHHPAH JIEKSPCTBEH NPOAYKT
BEPXY OPEMEHHOCTTA U KbPMEHETO,

Ko-[Tpeneca tie ce npenopbusa npes oopBHA TPHMECTHD Ha GpeMeHHOCTTa,

Ko-flpeueca e ipoTironokasas npes BTOPHS B TPETHS TPUMECTLD HA GPEMEHHOCTTA.

Ko-Ilpeneca He ce npenopktiBa Mo BpeMe Ha kbpMere. 3aTosa Tpabea 12 ce npeLeHs Jaay na ce
NPEYCTAHORH KEPMEHETO WIH Aa ce npeyctanorH Ko-Tlpeneca, KATo ce B3eMe NIPENBUA 3HAYEHHETO
Ha TOBA JICHCHHE 3a Maiikara.

Bpemennocm

Ceawpzanc ¢ nepuHdonpun.

Hanonseanero na ACE uixuSutopy He ce mpemophisa lipe3 NbpBUA TPUMECTHP Ha OpeMeHHOCTTa
(ex. Touka 4.4). Hanonssahero Ha ACE nnxuburop e npoturonokasaHo mpes 2-pu v 3-Td TpHMECTBP
Ha OpemeHHOCTTa (BX. TOYKH 4.3 n 4.4),

EnuneMHONOrMuHATE NAHHK OTHOCHO Teparorennun puck cies ACE MHXHOMTOpHE €KCNO3HIMA npes
LPBOTO TPHMECEHHE HA HPCMEHHOCTTA HAMAT OKOHUYaTeNeH XapakTep; ciiafo NOBUINABAHE Ha pHCKa
obaue He Moxe A2 Obae uakoueHo, OceeH Korato npoasukasaneto Ha ACE uHxuOGHTOpHOTO
JIEUEHUE C& CUMTA 32 MM3HEHO BAXHO, NAUMEHTKIUTe, TUTarHpaluH GpeMeHHOCT TpaGBa Aa MpeMUHAT
HA ANTTEPHATUBHO AHTHXMICPTEHIMBHO JIEHEHHE, KOETO UMA yCTaHOBEH NMpodut Ha Ge30NacHOCT Ha
yniotpeba apu Gpementoct. Koraro ce yeranosu Gpementoct, nedernero ¢ ACE unxuburopu Tpabsa
na ce cnpe He3abaBHO U aKko e HeoOXOMMMO Ja Ce 3aMoYHe AATepHaTHBHO NEYEHHE.

3a ACE uHxubuTopHaTa eKCHOSHUHA [Ipe3 BTOPOTO M TPETOTO TPHMECEUHE CE 3HAE, Y€ MpeJHIBHKEA
deroTokcuuHK edeKTu Mpi Xopa (oTchabiane Ha GEOpeuHaTa QYHKUKMS, ONHTOXUAPAMHHOH, 3a6aBane
Ha yepenHaTa OCU(pHKALHSA) H HEOHATAITHH TOKCHYHM edieiTh (Ob0peyHa HETOCTATEYHOCT,
XUIIOTEH3UA, XUnepranuemus ) (ex. Touka 3.3). Koraro uma aanny 3a ACE MHXMOUTOpHA €KCTO3MLIMA
OT BTOPOTO TPUMECEHHE Ha GPEMEHHOCTTA, C& NPENOPHYBA YITPA3BYKOBO H3CIeABaHe Ha Ondpeynara
dyukuus v uepena. bebGera, unuro maiiku ca npuemain ACE unxuGurop, Tpabea aa 6paat
HabaKo1aBaHi BHHMATEHO 32 XHNOTes3us (Bi. T04KH 4.3 u 4.4).

Cevpsano ¢ undaramuo:
Jluncear unM BMa orpaHuNeHY JaHHK (o-manko ot 300 3aswupiuuni GpeMeHHOCTH) OT yn()TpeGaTa Ha
HHpanamun npd Gpemensis skenn. IpogbokuTentarTa THAZNAHA EKCNIO3HLKA IPE3 TPETOT
TpUMECEHHE HA GPEMEHOCTTa MOXKE 12 HaMalId Nna3MeHyis obeM B MaliuMHAA opraui
YTEPOILIALEHTAPHOTO KPbROOOPBILEHHE, KOETO MOKE /1a NTPEAR3BHKA PeTo-NNaleHTH
sabapsHe Ha pacTexa Ha nnoja. Gceed TOBA, HMa PEAKH CLODILEHHS 3 XHTIOFTHKS
TPOMOOLMTONEHHA MPH HOBOPOAEHOTO ClIEA €KCHO3HIMA O/IM30 A0 TepPMHHA.
[poyuBauuATa NpH KUBOTHH HE MOKA3BAT PEKH MK KOCBEHH BpeIHY eeKTH 10 O
PENPONYKTUBHATA TOKCHHHOCT (BXK. TOUKA 5.3).




Kato npeanaszna MapKa e 3a npeAnovnTane fa ce uilarea ynorpedara Ha HHAZANAMEA 1O BPEME HA
Gpemennoct.

Kvpmene
Ko-Tlpeneca He ce npenopbyBa no BpeMe Ha KbPMEHE.

Cevp3agnu ¢ nepuroonput.
Toilt xato nuncea uHbopmalm 3a ynotpebaTa Ha NEPUHAOTIPAI [0 BPEME Ha KbpMeHe, ynoTpebara

MY He C€ NPENoPbhYBA KAaTO 32 NPSANOUMTAHE ¢4 AITEPHATHRBRHU TeYeHHA ¢ No-2o0sp npodun Ha
Ge30MacHOCT M0 BpeMe Ha KbpMere, 0CoBEHO NP KbpPMEHE Ha HOBOPOLEHY WK HeJoHoceHH Gebera.

Cpp3an € UROAnaMu).

HuaanaMun ce eKckperHpa ¢ MaiiyMHOTO MAIAKO NIPH qoBexa. Moxe 21a ce nosaBH
CBPBXUYBCTEHTENHOCT KEM JIEKApCTBa, MPOH3BOAHH Ha cYJPOHAMUAM, XMITOKATHEMHS ¥ AAPEH UKTEP.
He MOke 1a ce H3KTHOUH PUCK 33 HOBOPOJCHNTE/KbPMAYETaTa,

Hupanamua yMa TACHO CXACTBO ¢ THASHIHUTE AHYPETHLIY, KOMTO O BPEME Ha KbDMEHE €a CBbP3aHH
C HAMAIARAHE WK JOPH NOTHCKAHE HA CEKPELIHATE HA MIAKO.

HujanaMua He ce npenopwyBa NG BpeMe Ha KbPMEHe.

Depmunumem

Cebpianu ¢ nepunOonpui i ¥HOGRAMUO
[IpoyuBaHuATa 38 PENPOAYKTHBHA TOKCUUHOCT HE MOKa3RaT epeKT BEPXY (epTHINTETA NPH KEHCKM B
MEKKH IYEX0BE (BK. Touka 5.3). He ce ouaxksa eausrve sbpxy depraaurera.

4.7 Edexrn 8ppxy enocobrocrTa 3a mopupase H pabora ¢ MAMBAR

Csvpzanu ¢ nepundonpun, unoanamud u Ko-lipeneca:

JlBeTe akTHBHY BeUlECTBA, CAMOCTOATE/IHO HilH B KOMOMHALMATA HE OKA3BAT BIMAHKE BHPXY
cnocoSHocTTa 3a modupare h pabora ¢ MAIWHH, HO [IPU HAKOU MAUMEHTYH MOT'AT 4 HACTBIIAT
MHAHBUIYAIHH PeakUMH, CBbP3aHU ¢ HHCKO KPBBHO HANATaHE, 0C00EHO B HAYANOTO Ha JIEYEHHETO
WK PY KOMOHHUPAHE C JPYTH AHTHXHIICPTEH3IHRHH CPEACTBRA.

B pesynTar Ha TOBA MOJKe Ja ce Hapyiu cnocobHOCTTa 3a modupate wiu paGora ¢ MAlIHHK

48 Hexenann JeKAPCTBERH PeAKIAH
a. O6oOiieu npodun Ha GesonacHocT

BreexaaHeTo Ha NEPBHIONPHI UHXMOUPA PeHHH-AHTHOTEH3MH-ATACCTEPOHOBATA OC H BOIHM 1O
TEHASHUMS KbM OFPAHN4aBAHE HA KATHeBaTa 3aryba npeaH3BHKaHa OT HHAANaMuJ.
Ko-Tipeneca 2 mg/0.625 mg rabaerxy

JBa npoueHTa OT NauHeHTHTE, JeKyeanH ¢ tabnetkute Ko-Tipeneca 2 mg/0,625 mg nonyuasar
XHMNOKaNueMH4 (cepyMeH Kanuii < 3,4 mmol/1).

Ko-Tlpeneca 4 mg/1.25 mg TabaeTxu

Yetupu npougHTa OT NAUHEHTHTE, JlekyBann ¢ Tabnerkute Ko-[lpeneca 4 mg/1,25 mg noayuasar
XHfiokanueMHa (CepyMeH kanuii < 3,4 mmol/1).

Ko-Tlpeneca 8 mg/2.5 mg Tabnerku

Ilect npouedrta OT nauMeHTHTE, JMeKyBaHH ¢ Tabaetnte Ko-Tipeneca 8 mg/2.5 mg nomyyasar
XHIIOKAnUeMHKA (Cepymer kanuil < 3,4 mmol/1).

Haii-uectiTe HaGnionaBaHM HEXENAHHN NCKAPCTRSHH peatliy ca:

- OPH NEPHHAONPUI: 3AMASHOCT, MNaBo0ONHE, NAPECTE3 s, AHCTEYIHA, 3PUTEHH
BEPTHUIO, TUHHTYC (IIyM B yIHTe), XHNOTOHUA, KAIWIHIA, IMCTIHER, KopeMHa O
KOHCTHHANMA, NUCTISICHS, NHAPUA, FA/IeHe, IOBPBlIAHE, TPYpUTYC (Chpbei),
CNa3MH K acTeHUS.



- € HHAanaMHua: XMMOKaTHEMUA, PCAKHH HA CBPBXHYBCTBHTECIHOCT, [JIABHO ASPMATOIOTHYHH, TpH

NTHLA € NpeApasnoIoKeHHE KbM aTEPTHYHHA U ACTMATHHMHHA PeaKOHH, M MAKYTONAITY/I03HH OﬁpHBH.

6. TabnuueH cnHEBK Ha HEXENAHUTE PEAKLIUM
Crie/THHTe HexKeNaHH PEakLiMH Morat Ja ce HaOoAasar no BpeMe Ha JISYeHHe B Ca OAPEASHH No

CA¢AHATA HECTOTA:

Muoro vectu (21/10)
Yecta (21/100 oo <1/13)

Heuectu (21/1 000 ao <1/100)
Penxu (21/10 000 no <1/1 000)

Mtuoro peaxu (<1/10 000)
C HenspeCTHa ¥ECTOTA (He MOXE 14 CE NPEABHIK OT HATHYHUTE JaHHY)
edDRA Cucremo- Hewenann peaxuHy ecToTR
PraHeH Kiac epunonpu  Mapanamnj

Incpexyuu u unghecmayuu  {Punnt fMuoro peaku -

{Hapyuenus na xpvema u O3HHOG IS HeuecT* -

rumgiama cucmema ArpatynouuTosa (Bx. Touka 4.4) HOTO PEKM JMuoro peaku
AIUIaCTHYHA aHEMMA 2 [Muoro peaku
[Manuuronenus Muoro peaxu -
JleskoneHus Muoro peaxn [Mnoro peaku
[Heyrponesns (sx. Touka 4.4) Meuoro peaxu !
X eMOJTHTHYHA AHEMH Muoro penku HOTO PeAKH
TpomGouuronenus (Bx. Touka 4.4) [Muoro penku Meoro peaxu

Anemud (pk. Touxa 4.4) ce
cpo6IHaBa npu Je4YeHHe ¢
HXHOHTOPH Ha AHTMOTEH3HH-
OHBCPTHPALLMA SHIKM TIPH
netuduuHu obcToATeRCTRA
MAUKEHTH C TPRHCILIAHTHPAH
BOpeK, NaUHEHTH Ha
eMOI1ATH3A)

Mroro penxu

Muoro peksu

Hapywenun na uMyHHama
Krucmema

BPEXUYBCTBHTENHOCT { INIaBHO
€pM2TOJOTHYHH, TIPH NTHLiA ¢
PeApasnoioKeHHe KbM

EprydHK W aCTMaTHMHN peaKitii }f

WYecru

Hapyuenun na
fendorpunnama cucmema

EHHJ}pOM Ha HeaJleKBaTHA
eKpenys Ha aHTHAMYPETHIHAA
opMOH (SIADH)

Peaxn

\Hapywenus na
Memabonuzma u Xpanenemo

IXunornuxemng (8K, TouKku 4.4 1 eqectu* 1
4.5)

X urniepranuemns, obparyima npu evecTu*

CipaHe Ha Ae4EHeHTO (BX. TOUKA -
4.4)

X unoHaTpuemus (8. Touka 4.4) eqecTi™

X uneprainyemys CAKH

pHYNHABAMY NexXuapaTauns
OPTOCTATHYHA XHITQTOHUA,

D(HTIOHATPHEMUSA ¢ XHTIOBONEMHA, IC nenagectna

eCcToTa

X pnokanuemus (Bx. Touka 4.4)




X HTIOXJIOPHEMHA - Tenxu
X HroMarsesneMus 3 Penxu
TIcuxuvHU Hapyuenus Flpomeru B HACTPOSHHETO fHeuectu -
APYIUIEHHS Ha ChHS ~ [Heuectn !
Menpecus [Heuectn -
ICheToAlMe Ha 00bpKanoCT Muoro penxu -
Hapywenus na nepsnama  Pamaiisane JHectn a
feucmema IrnasoGosue Hectn Penxn
apecTesus {Uectu |Penxn
HCTEY3HS [ectu -
[Crinusoct Heuectn* -
{Curixon [Heuectu* [C HensBecTHa
HeCTOTa
HCY/IT, BB3MOXHO H BTOPHYEH, HOTO pefiky
opaaH NPeKOMEPHA XHIOTOHUA |
DM BHCOKOPHUCKOBH MAUMEHTH (BIK.
ouka 4.4)
B3MOKHOCT 33 HA4ANOo Ha -
epHOAOpOHA eHUEDATONAaTHA B E HEM3BECTHA
yuali Ha HaMa/IeHH YEPHOAPOOHH €cTOTa
yHKUMH (85K ToykH 4.3 n 4.4)
{Hapyuenua na oyume 3puTenin HapyeHHa Mectu lf HEU3BECTHA
€CTOTa
{Muonarus (Baxk. Touka 4.4) - HEH3IBECTHA
ecTOTa
3aMBrACHO 3peHHe - IS HEU3BECTHA
ecToTa
{0cTpa 3akpuTOBrBIHa rilayKOMa !E HEH3BECTHa
ecTOTa
X opouganeH H3nuB 3 E HEH3BECTHA
ecToTa
apyuenus nayxomou  [CBETOBBPTEX [Hectu {Penxn
abupunma Tunurye fMectu X
(Cvpoeunu napyruenua [Hannuraunu {Heuecn* -
TaxuKapIus [Heuecru* :
Crenokapnua (8. Touka 4.4) M=roro peaxu -
pUTMHS (BKTIOYHUTETHO Muoro pexu
HKAPIHA, KaMepHa
sxaixapgis u ﬂpellf’bp,zlﬂo {Muoro peaku
BIKACHE)
E/moxapaeu HHQapKT, BBE3MOXKHO U [MHOrO peaxn
TOpPHMYEH NOPanH NpeKoMepHa i
XHIOTOHHS TP BUCOKOPHCKOBH
jnanuenTy (BA. Touka 4.4)
Torsade de pointes (notennwanso | {C neusBecTHa
batanno) (mk. Toukd 4.4 u 4.5)
ICvo06u Hapywenua HNIIOTOHHA (M CBLP3aHA ¢ [Hectn
xunoronnata edextit) (BxK. TOUKa
4.4)
{Backynut JHeuectn*




aUEPBABAHE [Penxn a
}@etiomeH Ha Raynaud HEH3BECTHA
ecToTa

Pecnupamopnu, 2pvonu 4

Kawnpua (BK. Touka 4.4)

[HecTu

K:tmounume A HypHS/0lTHFOYpHA {Peniu
BINUNA {O0cTpa 660petHa HEAOCTATEYHOCT IPemm
Hapywenus na !!"IMI‘IOTEHTHOC’I‘ [l_-leqecm

peduacmunanm HCrTHes [Hectu N
frapyuenus {Bponxocnaiem [Heuectu X
{Eosutoguana nHeBMOHHS IMuoro peaxn -
MOMAUNO-4PeEHU JKopemur Goxu |dects -
apywienus [Koncrunaims (3anex) [Hectu eAKH
napus Mecru -
HCTIETCHS fdectu -
afieHe {Yectu {Penxk
AOpeKcHs [decrn [dectn
OBPLUIAHE JHecms Heuectu
ICyxora & ycrara | Mectn
Flankpeatnt JMuoro peaku Mraro peaxn
| Xenamo-bwruapru (Xenatur (Bx. Toura 4.4) Muoro peaxn E HEH3IBECTHA
prapyuienus eCTOTa
apyuieHa yepHoapobHa dynkuua ¢ Muoro peaxu
ﬁapymeuua na xoxcamau  Jllpypuryc (cupbex) |9ectn -
OOKOJCHAMA MbKAH O6pus bectn L
IMakynonanynapuu oGpuBsi X [ectn
Y pruxapus (8k. Touka 4.4) [Heuectn Miioro peaxn
AnruoeneM (Bx. Touka 4.4) {Heuecn Mroro peaxu
fypaypa A fHeuectn
[Xunepxuaposa eyecTH -
[Peakuus na doTouyscTRATERHOCT lHeliec*ru* E Heu3BeCTHa
ecToTa
[lemduroun Heuectu* -
|Bromapane Ha ncopuasuc JPeniu* -
pHTEMR MYTTHDOPME [Mioro penxu L
ToxcuuHa ennaepmaita Hekponwsal HOI'O PEAKH
uHapom Ha Stevens Johnson - NHOI"O peiKky
Hapywenus na myckymo-  [MyckynHy ciasmu {HecTn IC HeuseecTHa
cxesenHama cucmema u MECTOTa
CHEOURUMENHAMA MbKAN 'PIMOKHO BIIOIIARAHE HA HeuecTH
eBAPUTEIHO CHIUIECTRYRA
ogrf:lp ;ucemuﬂup;: nynic n [Heueoru
e PUTEMATOEC
ApTpatrus JHeuecTu* -
Muanrus euecTH™ -
Myckynna craboct - IS HEM3BECTHA
ecToTa
PabnoMuomiza - IC Heuane a
T T 3
Hapywernus na GvGpeyume 1 {bpOpeyuHa HEAOCTATHUHOCT jHeuectu W




tbs‘npomeodumeﬂnama [Epexcrunua ancdyuxuns Ii—[eqecm Leqecm
ucmema u 2vpoama
Obwu napywenus u edrexmuy JACTEHUA [Yectu -
a MACMOMO Ha JBonku B rpwasms xow [Heuecrn* !
pURONCEHUe J06iuo HepainosoNKeHHe ~ [Henecru* A
epudeper oTok JHeuectu* -
eSpwinTer [Heuectu* s
'YMmOpa - {Peaxu
Fizcredsanus OBHUICHA Ypes B KPLBTA HeuecTu* -
Hlopumen kpeatuiy B kpueTa  JHevectu* -
Hlomumen GunkpyGun 5 kppTa  JPenku -
Il‘losumeuu UePHONPOGHH eHsumy  [Penku IC HeuseecTHa
MECTOTA
OHWKEH XeMOTNOGUH U MOHIKEH {MHOTO peaKu
Etma'roxgm (% TouKa 4.4) i
OBKLUCHA TIOKO3a B KPBBTA L IS HEUBBECTHA
€CTOTa
E('losumeua MUKOYHA KHCETHHa B } E Heu3BeCTHA
KPBBTA €CTOTa
wxed QT HHTEpBan npa 3 IC
Iikrpoxagnﬂorpaza (B}KI.) TOUKH HeuspecTHA
4u4.5) ecToTa
rHapauﬂeanuﬂ, ompaennus u [[lagane JHeuecTu*
CROJICHEHUR, GbIHUKHARY 6 -
fpezyamam na unmepsenyuy

*UJecToTaTa € MIUHCIEHE 110 AaHHM OT KIRHHYHY NPpOyYBAHUSA 32 HEXENIAHW PEaKUUH, OTKPHBAHH UDE3
CHOHTAHHY CHLOOUIEHHA.

gon'b.nmne.nna HHQDI!M&QHSI, CBHP3IANA C HHAAMAMKT

Onucanue na u3bpanume HeICEAanU peaxyuu

fTo Bpeme Ha npoy4sanuaTa daza Il v I, cpasnaBaln wunanamug 1,5 mg ¢ 2,5 mg, ananusute Ha

[LAZ3MEHHR K&kl C2 NOKA3aM I0303aBHCHM ed)eKT OT UHAANAMHA;

- Mupanamua 1,5 mg: nnasmen kanuif <3,4 mmol/l e vabnrozanad npu 10% oT nauueHTHTE H
<3,2 mmol/l npu 4% o1 nauueHTHTE cex 4 a0 6 cenmunm nevenwne. Cnen 12 cenMuuHo
JIeUeH}e, CPeSHOTO NOHMKeHHe Ha Mnasmenys xannii e Guno 0,23 mmol/,

- Hupanmamun 2,5 mg: nnasmen kasmii <3,4 mmol/l e wabnrogasad npu 25% OT NAHEHTHTE W
<3,2 mmol/l npu 10% oT naunenTuTe cnea 4 ao 6 ceamun neuerne. Ciea 12 ceamuuno
fleHerne, CpeAHOTO NOHWIKEHUE Ha NYasMeHus kaituid ¢ Guno 0,41 mmol/l,

CooBu1apase Ha NOJO3HPAHK HEXKENAHN PeaKLHM
CrobuiaBaneTo Ha NONO3IMPAHM HeKetaHH PEAKLHH C1el Pa3pelliaBaHe 3a ynoTpeta Ha NeKapeTBeH A
NPOAYKT € BaXxHO. ToBa No3soJsABa A& TPOABDKM HabM0IeHHETO HA CHOTHOUIEHHETO MTON3a/PHCK 3a
JlekapcTBetus npoaykT. OT MeHIHHCKHTE CHELMANHCTH CE H3NCKBA Aa choOUIaBaT BCAKa
NoJ03Hpata HEXENaHa peakitug ¥pes
HanwinuTenHa arenuus no nekapersara
ya. ,Jdaman F'pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiit: www.bda.bg

4.9 Ilpenosupane




CuMIIToMH

Haii-peposTHaTa HexXenaHa peakilis B CIYHAHTE HA NPENO3MPAHE € XHITOTOHHSTA, TOHIKOra
MPHAPYKEHA OT Ta/IEHE, TIOBPBIUAHE, KPAMITH, BHEHE HA CBAT, CLHAMBOCT, NCHXHYECKa 00BPKAHOCT,
OIHIYpPHS, KOATO MOMKE [a [POTPecHpa 1o aHypus (nopaau XunosoneMus ), Morar ga HaCTBAAT
HapYIUeHHs Ha BOJHO-ENEKTPOAUTHHSA HaNnaHe (XHIIOHATPUEMHSA, XHIIOKATHEMHUA ).

Jleuetme

Hauanunure mepkn, KoHTO TpaOBa [a ce B3eMar, BIUTIOYBAT GbP30 CTUMHHUPAHE HA NMOrbAHATHS
NpoAYKT(H) NOCPEACTBOM CTOMABIHA IPOMHBKR H/HIM [IPHIATAHE HA AKTMBEH BLIJIEH, CIIEA KOETO
BH3CTAHOBABAHE HA BOAHO-CNEKTPOIHTHHA $anaHc 10 HOPMATHO CHCTOSHUE B CNELMATTHIHPEHO
neyebuo 3apenente. [Ipy HACTHNBAKHE HA 3HAYHTENHA XMTOTOHUS, TAUUEHTHT TpabBa na Gbvae
TIOCTABEH JIETHAN NO TPBE ¢ HUCKO MOA0IKERHE HA F1aBata. AKO & HeoBXOOUMO, MOXKE J§a Ce Hanpasu
i.v, MHAY3HA Ha H3OTOHHYEH PA3TBOP HA HATPHEB XJIOPHA WK [1a CE NPUNOKE APYT METOX Ha 0BeMHO
3amecTsaHe. Ilepunnonpunar, akrupHara dopMa Ha NEPUHICHPHA, € RHATHIHPYEM (BXK. TOuKa 5.2).

5. PAPMAKOJOI'MYIHH JAHHH
5.1 PapmaxoaHHAMHUHE CBOFCTBA

DapmakorepaneeruqHa royna: ACE HHXHMBMTOPH, KOMBUHHUPAHH, nepuuaonpun v
auypetrun, ATC koa: CO9BAO4.

Ko-Tlpeueca ¢ komMOuHaLHA OT TepT-0yTHIaMHHOB NEPHHAOTIPHI, HHXHOHTOP HA AHTHOTEH3KEH-
KOHBCPTHPAIHHA eH3UM, 1 MHIANaMK], XopcynaMounoB AHypeTHK. GapMakoROrHHHHTE My
CBOMCTBA NPOU3THYAT OT TE3H HA BCEKH KOMITOHEHT NMOOTASTHO ¥ JONBIHUTEIHO OT TE3H, AB/UKALIH
€€ HA ATUTHRHHAA CHHEPTU3LM B pE3yTaT HAa KOMOMHUPAHETO Ha ARATA NPOIYKTA.

Mexarnuzvm o Oeticmeue

Cewvpaan c Ko-llpeneca:
Ko-IIpereca BoaH 10 aMTHBEH CHHEPTH3BM HE aHTHXUIIEPTEH3UBHUTE eDEKTH HA BATA KOMIOHEHTA.

Cevpsanu ¢ nepundonpun:

TlepuHponpHun e UHXKOUTOP Ha aHTHOTeH3HH-KOHBepTHpalMs eH3uM (ACE uuxubuTop), KoiTo

NPeBPBILG AHMHOTER3HH | B aHrioTeH3ut 11, BA3OKOHCTPUKTOPHO BEINECTRO; €HIHMBT ACMTbAHHTETHO

CTHMYJIHPa CEKPEUHATA HA ANJOCTEPOH OT KOpaTa Ha HanOBhOpeyHHTE HJIe3H ¥ CTHMY IMpa

pasrpaxkaaneTo Ha OpajMKuHHH, BA30AHIATATOPHO BEWECTBO, 1O HEAKTUBHU XEITANSTITHAM.

Togsa Boan mo:

- HamassBaHe Ha anjoCTepoHOBATA CeKpels,

- YeCIHYaBaHE HA ITa3MeHara pCHHHOBA AaKTHBHOCT, Thii KAaTO aAnaoCTePOH HE MOXKE ha
OCBIICCTRABA OTpHLATEIHA 00paTHA BPL3Ka,

- HaManapaHe Ha o6i0TO nepudepHO CLAOBO CHIPOTUBRICHHE Ype3 AeHCTBHE NPEAHMHO BbPXY
MYCKYJHOTO # 650pedHOTO ChAOBO pycno, 6e3 nprapykasallia 3a1pLiKKa Ha COJH U TEMHOCTH
HiH pCdJHEKTOPHa TaxnKapiusa nNpy XpoHHYHO JICUCHNE,

AHTHXPITICPTGHBHBHDTO JedcTere Ha MepUHICUPHI CC NPOARABA M NPH NAUKMCHTH ¢ HUCKA WIH
HOpMAJIHA PeHHHOB2 KOHHIEHTPAIIHA,

[epunnonpun okasea ceoero AeHcTBHE Ype3 aKTHBHEA CH MeTaOONUT NEPHHACNPHIIAT.

MeTabOTHTH Ca HEAKTHBHHL.

IMepusnonpun Hamangsa padoraTa Ha ChpUETO:

- 4pe3 ChAOPAUHUPABALL €PEKT BBPXY BEHHTE, BEPOSTHO NPSAH3IBUKAH OT PO
MeTab0IH3Ma Ha [IPOCTATNIAHIIMHYTE: TIOHHKABAHE HA NPEHATOBAPBAHETO,



- 4pel’ HaMaNsBaHe Ha 00IWOTO NePHGEPHO CHIPOTHRICHNE: NOHIKABAHE HA
CIeIHATORAPBAHETO,

Tpoyusanud, NpoBeSeHA NPH NAUHEHTH CBC ChPAEYHA HEAOCTATHYHOCT NOKAZAXA:

- NOHIDKABAHE Ha HATATAHHATA HA IThIHEHE HA NFBATA W JACHATA Kamepa,

- noHMKaBaHe Ha of1I0To NePHPEPHO CHAORO CHIPOTHRIEHHE,

- HapacTBaHe Ha ChpAcuUHNs AeOUT 1 nogolpasaHe HA ChPASYHMA HH/EKC,

- HAPacTBAHE HA PEFUOHATHHA MyCKyNeH KpesoTok. IogobpaBaT ce v moxazaTennvre Ha
paboruara npofa.

DU3HYECKUTE TECTOBE CHLIO NOKA3BAT NOAOGPEHH PE3yNTaTH.

Cevpzanu ¢ undanamug:

Mupanamuin e cynpoHaMuAHO TPOM3BOIHO ¢ MHAOAOB NPBCTEH, GAPMAKONOTHYHO CPOAHO C IpynaTa
Ha THA3UARKTE JuypeTHuy. MraanamMua unxuOnpa peabcopGuuara Ha HATPuil B KOPTHKATHAS
AWTyuHoHeH cermeHT. ToBa NoBUIIaBa EKCKPEUMATA Ha HATPUH H XOPHIAM C YPHHATA H, B TI0-MaNKa
CTEMNeH, eKCKPEeLHATa HA KATHI M MarHe3did, ¢ KOeTo NOBHINARA IMYPE3aTa H OKa3ea
aHTHXMOEPTEH3HBHO JeHCTBHE.

DPapmaxodunamuuny ehexmu

Csvpzanu ¢ Ko-Iipeneca:

[Tpy NalMEHTH ¢ XHIICPTOHH:, HE3ABHCHMO OT Bh3pacTTa UM, Ko-[Ipeneca ynpaxssasa 7030-3aBHCHM
aHTHXHIIEPTEH3HBEH eeKT BBPXY JAHACTONIHOTO H CHCTOTHOTO APTEPHATHO HAAATAHE B NETHANO MY
H3TIPABEHO NONOXKEHNE HA TA10T0. To3u aHTHXHNEPTeH3HBEH edeKT NpoABDKasa 24 vaca.
TTOKHXKaRAHETO HA KPBRHOTO HAATAHE CE MOCTHIa 32 NO-MATKO OT €Al Mecerl fe3 NposBr Ha
TAXHQHITAKCHA; CITUPAHETO KA IEYEHHETO He BoM Jo pebayun edekt. Knusinuuu onuty ca noxasam,
Y€ €IHOBPEMEHHOTO NPWIOKECHUE HA TICPHHAONPHN U MHJAIIAMHKA BOAR A0 AHTHXHIIEPTEH3IUBHN
ehekTH ChC CHHEPrIUeH XapakTep cipaMo edeKTa Ha BCEKH OT T€3H NEKAPCTBEHY NPOAYKTH,
NPUNOKEHH TIOOTAETHO.

Camo 3a Tabnerxute Ko-Tlpeneca 2 mg/0.625 mg
EdexreT Ha H1cko-1030BaTa komOuuanus Ko-Tlpexeca 2 mg/0,625 mg BbpXy CHPACUHOCHAOBATA
3a007IEBAEMOCT M CMBPTHOCT HE Ca NPOY4BAHM.

PICXEL & MynTMUEHTPOBO, PaHIOMHIHPAHO, ABOHHO CAANO AKTHBHO KOHTPOIHPAHO
exokapauorpadcko npoyvBaHe oUeHABAIO edeira 0T KOMOHHALMATA NEPHHAONPWY MHAANAMHKZ NPK
nssokamepra xuneprpodua (JIKX) cipamo MoHoTepanys ¢ eHananput.

[pu PICXEL, xunepronuuy ¢ JIKX (nebunupana karo nssokamepeH mac-unaexe (JIKXH) > 120
g/m’ nipu mpxke 1 >100 g/m? npu xeuu) ca GUIH PAHAOMHIHPERH WIH C IIEPHEIOTPHI
2mg/uuaanamun 0,625 mg wnu ¢ enananpuia 10 mg BeAnx AHEBHO 338 NEPHOA Ha NEYEHHE OT ¢AHA
roauna. /losata e 6una aganTHpaHa B 3aBUCHMOCT 0T KOHTPONA Ha KpLBHOTO HansiraHe, 30 8 mg
REPHHAONPH ¥ HHAanamMua 2,5 mg unn eHananpun 40 mg peansx aHeBHO. Camo 34% ot
NaUHEHTHTE 3 OCTAHANY HA NIeUeHue ¢ neputijonpua 2mg/uuaanamun 0,625 mg (cpeiny 20% ¢
esananpuan 10 mg).

B kpas Ha neqenunero JIKXH e HamManan 3HauHTEIHO NOBEYE B MPYNATA HA NEKYBAHHUTE C
nepuuAonpwi/ninanamuy (-10.1 g/m?) cnpsmo rpynara, Nekysaua ¢ enananpua (-1,1 g/m®) nps
LANTaTa AONYNauMs OT PAHAOMU3WPaHU NauveHTH. [IpoMaHaTa B MeXAyrpynopata pazavka wa JIKXH
e -8,3 (95% CI(-11,5,-5,0), p < 0,0001).

[To-no6wp edext 8 JIKXH e gocTurnar ¢ fo-BMCOKH 1034 NEPUHAONPH/ MHIANAMUT OT TE3M,
0J00peHH 3a TO3H JIEKAPCTBER HIPOIYKT.

Ko-Tlpetieca 8 mg/2.5 mg rabnerky

Io-no6wp edext B JIKXH e nocturuat ¢ nepusgonpui 8 mg/uuzanamua 2,5 mg.

[To oTHOWMEHYE HA KPBBHOTO HANArAHE, OLIEHEHUTE CPETHY MEXIYTPYTIOBH PA3IUK
paHZoMU3HpaHaTa noryaauus ca -5,8 mmHg (95% CI (-7,9, -3,7), p < 0,0001) cro
CHCTONHOTO KPBBHO Hangrade W -2,3 mmHg (95% CI (-3,6,-0,9), p = 0,0004) 32 au
Ha Fpynara repuHIONPHUIY HHIANAMM,




Ceypzanu ¢ nepundonpui:

TTepuHIONPHI € AKTUBEH NPH BCHHKH CTENSHH HAa XHIEPTOHMA: JIeKa JI0 YMEPEeHa WM TexKa.
TMoumkasane Ha JHACTOMHOTO H CHCTONIHOTO apTEPHAITHO HanAraHe ce Habmoaasa MpH JErHano H
M3MPABEHO MONOMKEHHE HA TATIOTO.

AHTHXHNEPTEH3HRHOTO JeHCTBHE Cle/] NPHEM Ha €HHHHUHA 1038 AOCTHNa MAKChMyMa cH chen 4 a0 6
vaca ¥ NpoAb/DKAaRa Haa 24 yaca.

Habmopaga ce Bucoka crenen Ha ocraTbyno Gnokvpate Ha AHMMOTEH3UH-KOHBEPTHPALUHS €H3HM 24
Yaca ciaen npuema, npuoamsurento 80%.

Tlpn nauMeHTyH ¢ TePANEBTUUEH OTIOBOP, HOPMATTHIUPAHETO HA KPBBHOTO HANAraHe ce NOCTUrA Cliel
€IMH Mecell U ce 3abpka Ge3 nossa Ha Taxudiuuiakcu.

CrnipaHeTo Ha NevYeHHETO HE BOAY A0 pefayH edeKT Ha XUINepPTOHMATA.

[lepuHmONpHA HMa CHAOPA3IMPABAIIH CBOICTRA H BBH3CTAHOBARA €TACTHYHOCTTA HA TONIEMUTE
apTeprH, KOPUrHpPa XHCTOMOPPOMETPUUHHTE NPOMEHU B PEIUCTHBHMUTE 8PTEPHH M BOJH 10
HAMANABAHE HA ICBOKAMEPHATA XUNePTPOGHA.

Korato e neobxonumo, noGaBgHETO Ha THA3HIACH AHYPETHK BOIH [0 ATHTHBEH CHHEPIHIbM.
KomGuHupareTo Ha HHXHORTOP Ha aHrMOTEH3MH-KOHBEPTHPAIIKMS SH3UM C THA3HICH AHYPETHK
HaMaJIABa PHCKa OT XHMITOKATHEMHUS, CBBLP3aH ChC CAMOCTOATENHATA yioTpeba Ha JHMYPETHKA.

Heoiino broxupane na cucmemama penun-anznomenzun-ardocmepon (RAAS) - dannu om kaunuunu
npoyweanist

HBe ronemu paHaoMH3Mpany KOHTponHpanu npoy4eanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyio rnofanso uanursaue 3a
KpaiHu TOYKH Ha TENIMUCAPTaH, CAMOCTORTENHO H B kKoMBunarMa ¢ pamunipun) u VA NEPHRON-D
(KimeHyHO [poyuBane CEBP3IAHO C pa3BUTHE HA HedponaTus npu AnabeT, MpoBEIEHO OT
MuRHCTEPCTBO MO BLIAPOCHTE Ha BETePaHUTE) — IPOYYBAT ynoTpebara Ha komGunauusra ot ACE
HHXHOUTOp M anruotensuH [I-peuentopen Gnokep.

ONTARGET e npoyusaHe, MpoBeAcHO IIPH HaUHEHTH ¢ BHAMHE?A 33 ChPAEYHOCHI0BA WIH
MO3LYHOCHA0BA GodecT, MK 3axapeH AHabeT THR 2, IPMAPYIKEHH C AAHHHU 33 YBPEKAAHE HA
edextopun oprand. VA NEPHRON-D e npoyysave npn nauvestu ¢u¢ 3axapeH auaber tan 2 1
nuabetHa Hedponarus.

Teau npoyusanua He oxa3par 3uaqnM Gsaronpustes edext BppXy OpOpeuHuTe w/wiu
CHLPAEYHOCH/IOBHTE HOCTCAHLIE H CMEPTHOCT, KATO ChilleBpeMeHHO ca HabmoaaBaHu OBHIUEH PHCK
OT XHOEpKAMEMHIA, OCTPO YBpexKAaHe Ha GbOpelMTe WK XHIIOTOHUS B CPABHEHHE €
MOHOTEpanMATa. KaTo ce HMaT Npeasua CXOAHKTE HM GapMaxoFHHaMUHY cBOHCTBA, T€2H pe3ynTaTu
¢a npunoxumi U 3a Apyrd ACE unxuburopu v auruorensun Il-penerrropuu Giokepu.

ACE vexu0uTOpH M anruoTensuy [I-perentoprn Grniokepu ciieaoBatento He TPAGBA 14 C€ H3MON3BAT
€IHOBPEMEHHO NIPH NALK¥EHTH ¢ N1HabeTHa HedponaTH.

ALTITUDE (Kauununo npoy4pate NpoBeACHO C ATHCKHPEH NPH NALMEHTH Che 3aXapeH akabeT T
2 ¢ U3NMON3RAHE HA CLPACUHOCHAOBH i OnOpeunu 3abonapasus KaTo KpailHu TOUKK) € NpoyuBaHe,
npeaHa3HA4EHO a H3CAEABa Non3aTa OT Jo0aBiHETO HA ANTMCKHPeH KkM cTasapTHa Tepanud ¢ ACE
HHXHOHTOP WM aHruoredsut Jl-peuentopen Gokep NPK NAUKEHTH Che 3axaped Auaber THn 2 u
xporuuno 5pOpeuno 3a6onsBaHe, ChpPACHHOCHA0BO 3a60nABaHe HM K ABETe. IIpoyuBanero e
APEKPATEHO NIPEKIACBPEMEHHO MOPANH HOBHILEH PHCK OT HeDaaronpKlaTHu nocnequiy. Kakro
CBLPACYHOCHI0BATA CMBPT, Taka H HHCY/ITBT €2 NO-YECTH B IPYNATa HA ANHCKHPEH, OTKOSIKOTO B
rpynara Ha niauefo, a RPeaCTaBNABALINTE HHTEPEC HEWENAHH ChOUTHA H CEPHOZHH HEXENAHU
cHOHTHA (XHDEpKanHEMHs, XUNOTOHHA ¥ ObOpedna auchyHKUUR) ce ¢HOBILaBaT NO-YeCTO B rpynata
Ha ANMCKHPEH, OTKONKOTO B TPpymarta Ha ruiaiedo.

CBBpIaRY C UNOGHAMUO.
MonoTtepanuata ¢ MBJanamya OKa3Ba AHTHXUNEPTEHIUBEH edeKT ¢ 24-1acoBa PO
To3u edeKT ce NposBABA B 034, OKAIBAIH MUHHMAAHO AMYDETHIHO AEHCTBHE,
AHTUXHIIEPTEHIUBHOTO ACHCTBUE € NPONICPUHOHATHO Ha NOAOOPEHHETO Ha apTepu:
KOMIITAHAHC H Ha MOHIKEHHETO Ha 00LIOTO ¥ apTepHONapHOTO NepUePHO CHA0BO
HupanaMuz naMaiisiBa JIeBOKAMEPHATA XANEPTpodus.




Ilpu HaaBHinaBaHe Ha J03aTa HA THASMAHHTE AMYPETULM WIH TEXHUTE AHAIO3M,

AHTHXHMEPTEH3HBHHUAT €EKT AOCTHTA MUIATO, ROKATO HEKETAHUTE peakLy MPONb/DKABAT 2

HapacTBaT. AKo JeyeHneTo & HeedekTUBHO, fo3aTa He TprbBa Ja ce yBenuuana,

HonpnHuTENHO, B KPATKOCPO4HH, CPEAHOCPOYHH H TBAFOCPOUHH HIITHTBAHHS NPH XHIIEPTOHHULM Ce

YCTAHOBBA, Ye UHAANAMUI;

- HE OKAa3Ba BIMAHHE BBPXY MeTaboni3Ma Ha Tunuante ; Tpurmauepuanre, LDL-xoectepona 1
HDL-xonecrepona,

- He OKAa3Ba BITHAHHE BBPXY MeTaboI3Ma HA BBIEXUAPATUTE, JAXKE H (IPH XHIEPTOHULH ¢
nHaber.

Ileouampuyna nonyrayus
Hsama 5ansy 33 nepHRIONpHI B KOMOWHAUMA ¢ HHAGNEMHUI NPH JEUa.

5.2 @dapmaxkoKHHETH4YHH CBOHCTBA

Cevpzanu c Ko-Ipeneca:

EEHOBP&MGHHO‘T O NpWjarane Ha NepuHACIpwi H HHJAITaMK A HE MPOMEHA TeXHHTE
d)apMaKOKPlHET WYHN CROJiCTBA B CPABHCHHC CBC CAMOCTOATENMHOTO HM IIDHNOXKEHUE,

Cevpaanu ¢ repunoonpio;

Abcopbiug M 6HOHRTHIHOCT

Caen nepopaiien npyeM, NEPUHAONIPUIL ce pe3opiupa GbP3o M MMKOBH KOHUSHTPALIMH CE JOCTHIAT B
pamkuTe Ha 1 vac. [11a3MeHHAT NOMYKMBOT HA NMEPHHAOTPHA € paBeH Ha 1 uac.

Tl KaT0O NPHEMAHETO HA XPAHA NMOHHIKARA MTPEBPHILAHETO B NEPUHAONPUNAT, & OTTAM U
BGHOHATMYHOCTTA, TePT-CYTUIIAMUHOBHAT fIepHHACHpWT TpLOBa 2 Ce npUeMa NepOPaIHHO KATO
€GHOKpATHA AHEBHA 4034 CYTPUH [peaH XpaHeHe.

PaznpegeneHue
O6embT Ha pasnpeaenenue e npuGananrenno 0,2 kg 3a Hecerpiauna nepunponpunatr. CRLPIBAHETO

C MIa3MEHMTE NPOTEWHYU Ha Nephyionpunar e 20%, riasHo ¢ aHTHOTEHIHH-KOHBEPTHPAILUS CHIUM,
HO € 3aBHCHMO OT KOHLIEHTpallusATa.

Buotpancdiopmatius

(MepunnonpHn e eKapcTBer npeamecToenHK. J{BaNeCceT U CEleM NMPOLEHTA OT MPHETOTO KOJTMUECTRO
NEePHHAONPIIT AOCTHTAT A0 KpEEoOGpameHneTo noa ¢hopMarTa Ha aKTHBHES METaGoMIT
NePUHACTPHAAT. B nombiHenHe KbM AKTHBHOTO BEUWIECTBO [IEPUHIONPHIIAT, MEPHHIAONIPHA JaBa olle
neT MeTabonyTa, BCHYKNTE HEAKTHBHU. [THKOBYU TNa3MeH KOHUEHTPaUHH Ha TEPUHAONPUIAT Ce
JIOCTHIaT B pamkvTe Ha 3 10 4 |aca.

JlupeitHocT/HenHHe HHOCT
JleMoHCTpupana e uHeliHa 3aBHCHMOCT MEXIY NPHeTaTa 033 NePUHOONPUT K [LTA3MEHAT]
EKCNO3UL{AA.

EauMunupae
TlepHHaonpunar ce €NMMHUHUPA C YPUHATA W TEPMHHANHAAT HONYKHBOT HA HECBBLP3aHaTa (Ppakums €

npubaminTenHo 17 vaca, B pe3ysiTaT HA KOETO PABHOBECHH KOHUEHTPALMH CE JOCTHIAT B PAMKUTE Ha
4 num,

ENUMHHUPAHETO Ha MEPUHIOMPUIAT Ce NOHKKABA IPH NAUMEHTH B CTAPUYECKA BL3PACT H 1p
NALUMEHTH CBC ChpjleuHa Uin 6bbpeuna neaocrarsynoct. lpu Gubpeuna HepocTarsuHO
ENATENHA KOPEKLUA HE AO3aTa, B 3aBHCHMOCT OT CTENEHTA Ha HapylUeHueTo (KpeaTH
KNHPBHC).

JHanH3HHaT ICTHPEHE Ha NEPUHAONPHAAT e paseH Ha 70 mi/min.

Crenyanay nomyaaumu



Cmapuecra sv3pacm
EnuMunnpaneto Ha nepHMAONPHIAT € HAMANEHO MPH NALMEHTH B CTAPYeCKa BL3PACT H CHULO MPH
MALMEHTH CBbC ChpAeUta WK GEGpedHa HeAOCTATHYHOCT.

bvbpeuno yepexcoane
AfanTupase Ha 103ata npu OuOpeyHa HeJOCTATHYHOCT € XKETATE/IHA B 3aBUCHMOCT OT CTENEHTA HA
YBPEKIAHETO (KPEATHHHHOBUSA KIHPEBHC).

Hayuenmu na uantza
AHanu3HHAT KINPLHC HA NEPUHAONPUNAT ¢ paBed Ha 70 mi/min.

Hupoza
Kunetnkara va nepuHIONPUR € MPOMEHEHA NIPH YTALMEHTH € LMPO3a: YEPHOAPOSHUAT KTUPHHC Ha
MaHYHHATA MOAEKY/1a € HAMANEH HANONOBKHA, Bhnipexku TORa, KONMYECTBOTO Ha 06pasyBaHHA

MEPHHAONPHIAT HE HAMAIABA Y CJIEJOBATENHO HE ce Hanara cholpa3dsane Ha AO3HPOBKATa (BXK.
Touku 4.2 u 4.4).

Cevpaany ¢ unianamio.

Abcopbuus

Hupanamug ce abcopbupa 6bp30 H HANBIHO B XPAHOCMEIATETHUA TPAKT.
IInkosara nnasmena KOHIEHTPALKA Ce AOCTHTA NPH X0pa NpHOIMINTENHO €AKH Yac Criell NEPOPateH
NPHEM Ha NPOAYKTA.

Pasnpegencuue
CRBp3BAHETO C NIAIMEHHTE TIPOTEUHH € 79 %.

Eaumunupate
BpemeTo Ha HoayxHBoT € Mexkay 14 1 24 yaca (cpeano |8 uaca). MHOrOKpaTHHAT MpHeM He BOJM /10

Kymynaanua, EnsMpnalingra e riaasHo ¢ ypudara (70% or ripuetata 1033) M u3npakHenusTa (22%)
non $opMara Ha HEAKTHBHEH MeTabONHTH.

CneuManiy_ nonyaaiug

Bvbpewno yepescoane
DapMaKOKHHETUHHUTE CROHCTBA HE C¢ MPOMEHAT NPH NauMeHTH ¢ Gr0peuHa HEAOCTATEYHOCT.

5.3 IlpeakTuHA4YHM JaHEH 3a GezonacHoCT

Ko-Ilpeteca nokaipa Manko No-BRCOKA TOKCHYHOCT OT Ta3H HA KOMIIOHEHTHTE CH. TIpH IThXOBE HE
ce nabnionaea 3acunsaue Ha GuOpeunuTe nposs. KomGunauusta, obaye, NpeiU3BMKBa racTpo-
HWHTECTHHATHA TOKCHUHOCT MIPH KYYeTa, @ TOKCHYHHTE eeKTH BbPXY Maiikata ca NMOBHIUEHH apd
NIBXOBE (B CPABHEHHE ¢ fIEPHRAOTPHI).

Brnpexn 10Ba, Te3H Hexenany peakuun ce HabIlIOIaBAT NPU JO3H, MHOTO [HO-PA3THUHH OT
H3N0N3BaHNTE TEPANEBTHYHM 1031, KOETO [IOKA3Ba ACHO O4epTaH AHaNa30H Ha De30MacHoCT.
TIpesxnMHNUHKTE H3NHTBAHKS, IPOBENCHHU MOOTACIHO C TIEPHHAONDHA H MHANAMUA, HE €4 TIOKA3anu
reHeTHYHA TOKCHYHOCT, KapuuHOreHHOCT. [poyyuBanuaTa 3a penponyKTHBHA TOKCMYHOCT HE
NoKa3BaT eMOPHOTOKCHHHOCT HItH TEPATOreHeH NOTeHLuHan , a epTUINTETbT He Ce HapyLIaBa,

6. PAPMAUEBTUYHH JAHHU
6.1 CunchLk HA NOMOIKHHTE BeUWlECTRA

Kanusues xnopHa xexcaxuapar




JlakTo3a MOHOXHApAT

Kpocriosraon

Mukpokpucranna ueaynosa

Harpuer xuaporen kapGoHar

Cwinupen TMOKCHN, KONOUAEH Ge3Bosiek
Marxesues creapar

6.2 HecnemecTamocTn

Henpunoxumo

6.3 Cpok 5a rogaoct

3 roanhu

6.4 Cnensannu YCI0BHS HA ChXpaHeHHe
Ko-Tlpeneca 2 mg/0.625 mg Tabnerxu
Ko-Ilpeneca 4 mg/1,25 mg rabnerxu

Ja ce cexpanasa non 25°C.
Ja ce cpxpandBa B OPUTHHAHATA ONAKOBKA, 34 Ad Ce IPESANAazH OT Biara,

Ko-[Ipeneca 8 mg/2.5 mg tabaetxu

Ha ce crxpanssa noa 30°C.
Ha ce cpxpatnpa B OPHrHHATHATA OMAKOBKA, 34 /1A CE NPEANA3H OT BRAra.

6.5 aHHW 313 ONAKOBKATA

Bnuctepu (OPA/AIVPVC/AL) ¢ 14, 20, 28, 30, 50, 56, 60, 90 win 100 TabneTxy B KAPTOHEHA KYTHA.
He BcHukn onakosku Morar fa ObAaT MycHaTH Ha nazapa.

6.6 CreumanHB NPeANAINH MEPKH HpPH HIXBbPASHE

Beekul HEH3NO38aH NPOAYKT WY OTNIATLYHUTE MATEPUANH OT Hero TpsadBa Ja ce H3XBEP/IST B
CHOTBETCTBHE C H3UCKBAHUATA HA MECTHOTO 3aKOHOMATENCTEO.

7.  TPUTEXATEJ HA PAIPENIEHMETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, Cnosedus

8. HOMEP(A) HA PAJPEMIEHHUETO 3A YHOTPEEA

Ko-Tlpeneca 2 mg/0,625 mg — Per. Ne 20100296
Ko-Tlpeneca 4 mg/1,25 mg — Per. Ne20100297
Ko~(Tpeneca 8 mg/2,5 mg — Per. Ne20100298

9. JATA HA IThPBO PAPEIHABAHE/MOAHOBSIBAHE HA PA3PEINE
YINOTPEBA

Jlata Ha mepsa perucrpauns: 30.04.2010 ron.
Harta va nocacano noproeasane: 05.01.2016 ron.




10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

13 Anyapu 2022




