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1. HME HA JEKAPCTBEHWA NPOAYKT e fnatn @ M e AT,
TMommpam 5 mg/5 g KancyJiu, TEPIM
Tlonnpam 10 mg/5 mg Kancyis, Tebpau
Ionmpam 10 mg/10 mg xancynu, TEHPAY
Polpram 5 mg/5 mg capsules, hard
Polpram 10 mg/5 mg capsules, hard
Polpram 10 mg/10 mg capsules, hard
2. KAYECTBEH H KONMYECTBEH CBCTAB
Monmpam 5 mg/5 mg: Besika TBBpAA KaNcya cbORpKa 5 Mg paMUnpu (ramipril) n 5 mg
amnomunud (amlodipine) (non gopmara Ha aMJIOAHNHHOB fe3|nar)
(amlodipine besilate).
TMonnpam 10 mg/5 mg: Beaka TEBpAA Kancyna chIbpka 10 mg paMunpun {ramipril) n 5 mg
amnozuH (amlodipine) (o ¢popMata H2 aMAOTHNMHOR Geamnar).
Hommpam 10 mg/10 mg: Besxa TELPAA Kancyna cpAbpxa 10 mg pamMunpun (ramipril} n
10 mg amnozunus (amlodipine) (non topmara Ha aMTOAUITHHOB
Beannar).

3a MBIEHA CIHCHK HA MOMOIIHKTE BEIIECTRE BIOKTS TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Kancyma, TRspAa

TTonnpam 5 mg/S mg: TEEPAH KENATHHORH CBETNIOCHHH KAIlCY/IH, CEEBKMMOTO € 6t vty noutH Osn
Tpax WK JIeKO COMTH arJIOMepaTH; pasMep Ha KalCyuTe — Ne 3

Tonmpas 10 mg/5 mg - TEBPIY KENATHHOBH GenH Karlcyid, ChABPKHMOTO © OAM HiIH MouTH Gan
fpax WM Jieko COMTH ariOMEePaTH; pasMep Ha KancyuTe - Nel

Toamnpam 10 mg/10 mg - TEBPAH KeNaTUHOBYM CHHH KANCY 4, CHIBPRAMOTO € 651 MK modTH 6N
1pax WM JIeKO COMTH arnoMepaTH; pasMep Ha KatCyuTe — Ne l

4. KJAHHYHU JAHHH

4,1 TepaneBTHYHH NOKAIIHHA

TlonmpaM e ToKa3aH KATO 3AMECTUTENHA TEPaNHA 33 ICHCHHC Ha NALHCHTH XHIIEPTOHAS, aiEKBATHO
KOHTPOJHPAHA ¢ OTNENHHTE TPOYKTH, NPUNIAraHi eHOBPEMCHHO B CBHIIUTE 1034 KAKTO B
kOMGHUHALMATA, HO KATO OTACTHH IIEXapCcTBEHH IPOAYKTH.

4.2 Jio3UpoBKaA H HAYHH HA NPHI0KCHHS
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I'Ipenophqmenﬂara AHEeBHA A038 € §AHA KATNCYNa 0T ChOTBETHOTO KOJIHYECTBO HA AKTHBHOTO
BEIMECTBO.

OuKCHpaHaTa 103082 KOMOHMHALNA He € TOAXONAIA 38 HAYAIHA Tepanydi.

Axo e HeoGxoaHMo 1a C& KOpHIHpa I03HPOBKATa, Ao3aTa Ha [lozmpam MoKe na ¢& MPOMEHH HNH
MOYKE 13 C& TIOMHCITH 33 HHIMBHIYANTHO THTPUPAHE HA KOMIIOHEHTHTE Ha CBO0ORHATA KOMOHHaIMA.

ITayuenmu, nexysanu ¢ Juypemuyy

TpenopEyea ce NOBAILIEHO BHAMAHKE, 3AII0TO NIPH TE3H ITALMEHTH MOXE 118 HMa IeduuuT Ha
TeanocTH 1w cond, Tpa6ea ja ce npocnenssar 6p0pednara (YHKUMS 1 CEPYMHHAT KaTHH
(Bx. ToukH 4.3, 4.4, 4.5u 5.1).

Crenvaiiu ronyIanK
Iayuenmu c ueprodpobro yepexcoare

Tpu DaHEHTHTE ¢ YepHOAPOGHO YBPEXIaHe JIEICHHCTO C PAMHTIDHIT TpabBa fa ce 3anouBa camMo nox
cTpoTO MeAuIuMHCKo HabMonenve, a MakCHMAJTHATA AHEBHA 032 € 2,5 mg paMHIIPHIL.

IMonnpaM ce NPENopbYBa CaMO PH HAUHEHTH, KOMTO €2 TPEMUHATIH KbM 5 mg paMHNpHI Karo
ONTHMANTHA TTOAALPKALIA JO3a N0 BpeMe Ha THTPHPAHETO Ha 103aTa HA paAMHNPUIT.

B ciyqatt na sepHoApOGHO YBpEXNAHE STUMUHHPAHETO HA aMIIOMMIINH MOXKeE 12 C& yIBIKH, TOUHH
NpenopLKH 33 ZO3MPAHE HA AMIOIWITHH He ca YCTAHOBEHY, HO TIOPANH TOBA NPH TE3X NAUHCHTH
NexapcTBoTO TPAGEA A C& IpHTara 0cobeHO BHHMATENHO (ex. Touka 4.4).

FBwbpeuno yapeacoane.

3a [1a ce HAMEPH ONTUMAHA HAYATHA H I0AAbPKALIR K032 NPY NAMCHTHTE C 650peuno YBpeKIaHe,

n03aTa TPAGBa XA Ce KOPHTHPa HHIMBHITY UTHO, Ypes OTAENHO THTPHPAHE HA I03UTE Ha KOMIIOHCHTHTE

PAMBIPWI H aMIIOTHITAH (OTHOCHO nogpoGHocTHTe BrkTe KX Ha MOHOKOMMOHEHTHHTE

NeKapcTReHH MpoaykTH). [Tonnpam ce NpenopryBa camo MpH NauHeHTH, KOUTO 110 BpEME Ha

THTPUPAHETO Ha JO34TA HA PAMUIIPIII ¢ IPEMHHATIH KBM 5 mg paMHNpHI KaTo ONTHMATHA

NOAIBPKAIA 1033,

JlHeBHaTa 1032 Ha paMUTIPILT IPY NALAEHTHTE ¢ GBOpeTHO YBpERRaHS TpabBa ga ¢e OCHOBapa Ha

KPeATHHWHOBHA KIHPBHC!

- aKO KPERTHHHHOBRAT KIMPBHC € 2 60 ml/min, He e HeoGXOAUMO fia Ce KOPHTUpa HAvaIHATa
noza (2,5 mg/AeH); MAKCMMATHATA JHEBHA K034 € 10 mg;

- AKO KPeATUHHHOBHAT KIHPEHC € Mexay 30-60 ml/min, He € HEOOXOAUMO /A ce KOpUrupa
HauanHaTa 1032 (2,5 mg/aes); MAKCHMATHATA AHEBHA 1032 ¢ 5 mg;

- aKO KpeaTVHHHOB KIMPBHC e Mexcay 10-30 ml/min, HagatHaTa go3a e 1,25 mg/neH 1
MaKCHMAJIHATa JHEeBHA 033 € 5 mg;

- TIpH XHNEPTeH3NBHH NALMEHTH HA XeMOTHANH3A: PAMHITPHI C¢ OTASNA cnabo upes Muanu3a;
HauaHaTa 1038 € 1,25 mg/ieH 1 MakCHMATHATA JHEBHA 103a ¢ 5 mg; IEKapCTREHHAT IIPOAYKT
TpaGRa Aa ce TpHIara HAKOTIKO Yaca CJIefl IPOBEXIAHETO HA XeMOIHANY3ATA.

AMJIONMNIHE He c6 OTCTpaHsAsa upes anamsa. [Topamu Toka To¥ TpA6Ba A2 ce M3NON3BA NPSANE3THED

N NALMEHTH Ha NHAMH3A (BK. TOYKA 4.4).

B6peunara GyHKuMA ¥ CepyMHUAT Kanuit TpsbBa Aa ce MpOCHEAABAT IO BPEME HA JITHUCHHE ©

Monnpam. B ciywail Ha siomapase Ha 6x6peunara $yHKuMs, TpHIIOKEAUETO Ha [lommpam Tpatea na

¢e CIIpe M HErOBHTE KOMIIOHEHTH TpA(BA a CC AABAT B a7¢KBATHO KOPHTHPAHH AOSH.

Hayuernmu 6 cinapuecka ex3pacm
Hayanuute 103u Tpa6Ba aa GBAaT MO-HACKH K MOCNEBAIIOTO THTPUPAHC HA 1103aTa TpabBa na 6bae
[0-TIOCTETERHO, TTOPAAIM TIO-TOJIMATA BEPOATHOCT OT HexkesaHH edexTH. [Ipu MEOro BE3pACTHA
MAUHEHTH i GONHH © KpexKo 3apase ynoTpebara na [lonmpaM He ce Npenopnysa.

TTpH NAUMEHTH B CTApUECKa BH3PACT MOXKE /13 C¢ H3MOI3BAT HOPMATHH CXEMH Ha JOSHP
aMTOIUINH, HO ce TIPEnophyBa BHHMAHHKE TI0 BpeMe Ha THTpUpaHe Ha fo3ara (Bx%. TQ

Heduampuuna nonyrayis



HaHaHITe NOHACTOAIIEM AAHHN 33 KOMIIOHEHTHTE PAMMIIPHN 1 aMJTOMITHH ¢4 ONHCAHY B TOTKH 4.8,
5.1, 5.2 1 5.3, HO CrieLMyHYHN NPEMOPHKH 32 AC3UPOBKATA HE MOTAT ZIa GBOAT AaNCHH.

HayuH Ha npUIOKeHHE
IMonnpaM e NpeAHAa3HAYeH 33 MEPOPATHO NPUIOKEHHE.

TlonfpaM MoXKe [a Ce IpHeMa BeHBX AHEBHO, [0 eIHO H CHIIO BPEME HA IICHA ChC Wil 6e3 xpana.
Kancynute He Tpa6sa aa ce ALBYAT WIH pasnpobasar.

4.3 IIpoTHBOIOKA3AHHA

Bre Bpbika ¢ [lonnpam
- CEpBX{YBCTBUTENHOCT KbM AKTHBHUTE BEIECTBY, KbM AHXUIPONHPHIIHH, ACE vHXHOUTOPH
WM KbM HAKOE 0T IOMOIIHKTE BellecTBa, 3bpoenH B T04Ka 6.1.

BEB Bpb3KA C PAMHIDAIL:

- AHAMHE3a 32 AHTHOeIeM (HACTEICTBEH, HAXONATHYEH HIH NDH NPEIXOCH aHTHOCAEM CleA
npuem ua ACE uaxuGuropu wi AIIPB)

- EXCTpaKOPIOpPaiHY JIeUeH s, BOAELUH 10 KOHTAKT Ha KPBBTA ¢ OTPHIATE/IHO 3apEACHH
NOBBPXHOCTH (BXK. TOuKa 4.5)

- 3paunTeNnHa GwiarepaliHa CTeHO3a HA GEOpevHATa apTePHA HIK CTEHO3A Ha OBOpedHaTa
apTepna npy eIUH GyHKLMOHHpALL GEGpek

- BTOpO H TPETO TpUMeceuns Ha GpeMeHHOCTTa (BXK. TOUKH 44 14.6)

- PamumpiuT He TpAOBa A2 ce H3MO3Ba IPH XHIOTEHIABHA WM XEMOAHHAMITHO HecTaOWIHR
MarHeHTH

- EasoBpeMeHHaTa ynoTpeta Ha Tlonnpam ¢ anHCKHPEH-ChABpXKAUIA NPOYKTH &
TPOTHBOMNOKAIAHA TPH IALMCHTH CBC 38XapeH muaber win GuOpeyso yspexaane (GFR <
60 ml/min/1,73 m?) (Bx. Touxn 4.5 u 5.1).

- EAHOBpeMeHHaTa yToTpe6a ChC CakyGHTpIUL/ BaNICapTaH. Jleuenue ¢ paMEnpun He Tpabsa 1a ce
1amoYRa No-paHo ot 36 9aca CNeX NOCNeHATA IpyeTa Ko3a caKyOHTPWI/BArCapTaH (B, ChIIO
ToukH 4.4 1 4.5},

B5B BpB2Ka C AMIOAHIIHE:

- Texxa popMa HAa XHNOTOHAA

- I1lox (BKIOYHTENHO KAPIHOTEHEH LI0K)

- OGCTPYKLMA Ha OTTHYAHETO HA KPBBTA OT JIABATA Kamepa (Harp. rofiAMa CTeNeH Ha a0pTHA
CTEH033)

- XeMOZMHAMAYHO HecTaGWHa ChPAEiHA HEAOCTATHYHOCT CIell OCTEP MHOKAPACH HHPApKT.

4.4 Cnenuaiuy npeaynpeXAeHHs H NpeANnasHH MEPKH NpH ynorpeGa

B1B BpE3KA ¢ PAMHITPHIL
CrenpanHA Moy nanyga

e bpemennocm:

Jleyense ¢ ACE UrxubyTOpH KATO PAMHNPI HE TPAOBA Aa C¢ 3amo4Ba N0 BPOME HA GpeMEHHOCT.
OcBeH aKo MpoAbkasaneTo Ha Tepanuata ¢ ACE HHXAOMTOP He ¢¢ CUMTA 33 XU3HEHO BAXKHO,
MAIACHTKHTE, TIaHApaliy GpeMeHHOCT, TpAbBa 1a NPeMHUHAT KbM aIT¢PHATHBHH
AHTHXHIEPTEH3UBHH MEYEHHA, KOHTO HMAT yCTAHOBEH npodun na GezonacHOCT 3a ynotpeba npu
GpemenHoct. Korato ce HAarHocTHLHPa GpeMERHOCT, JICUCHUETO C ACE unxubutopu Tpalsa aa ce
cnpe He3abaBHO M, aKO € NOAX0AALIO, TpaAfBa Aa Ce 3aN0YHe ATTCPHATHBHA TEPANHA {Bm. TOUKM 4.3 1
4.6).

o Hayuernmu, uznodicent Ha ocobed Puck om XunOMOoHUA




- ITayuenmu cbC CUMHO GKmMuBUpand peHuu-aueuomeusmt-andocmepouoea cucmema
TalMenTATe CBC CHIHO AKTHSHpaHA PeHHH-aHTHOTEH3HH-ANAOCTEPOHOBA CHCTEMA Ca H3NIOKEHH Ba
PHCK OT OCTPO H3PA3EHO CrIajiae Ha KPLBHOTO Hasrase u srolasare Ha GpOpeunarTa byHxMA
nopann ACE uaxuOupane, ocoGeno xoraro ACE ARXKOHTOD HIIH AHOBPEMEHHO NpHILOKEH
IHYpPETHK C€ JAB3 33 IPBB ITLT WK IIPH NHPEO MOBUINABAHE HA JO3ATA,

JyAYHTEHO AKTHBMPAHE HA PEHAH-AHTHOTEHINH-ANNOCTEPOHORATA cucTeMa TpAdBA Aa ce 0HakBa,

KATO € HeOGXOIMMO MEAKLUKMHCKO HAbMONSHHE, BKNIOUHTEIHO TpoC/eAsBaHe Ha KPEBHOTO HAMATaHe,

HAnpHMep TpH:

- nalHeHTH ¢ Texka GopMa Ha XHIIePTOHHA

- TANVCHTH ¢ ACKOMIIEHCHPARA 3aCTONHA CHPACIHA HEIOCTATHHHOCT

- MALHCHTH ¢ XEMOJMHAMHYHO 3HAUMMO MPEIIATCTRIE HA BXOAALIMA HTH H3XOAALTIA KPBBOTOK
Ha NMABaTa KaMepa (Hanp. CTeHO3a HA A0PTHATA WIH MHTpAIIHATA K/1ana)

- NAlMEHTH C YHIIATEPANHA CTeH03a Ha Gp6peunara aprepad © dyHKUHOHHPpAIH BTOpH OBOpex

- NamUeRTH CBC CHINECTBYBAL HIH BB3MOXKEH AeHIMT Ha TeIHOCTH HIH €Ol (BKTIOUHUTENHO
MalHeHTH Ha JHYPETHLIH)

- HALMEHTH ¢ TepHOAPODHA IMpO3a WA ACHKT

- TAIHEHTH, MOUI0KEHH HA CEPHOIHA ONepaLlis WK 110 BpEMC Ha aHecTe3yd ¢ BEIeCTBa, KOUTO
NpeIU3BHKBAT XHIOTOHHA.

KaTo wano, mpenopbyBa ce IpeiH 3aMouBane Ha IEUCHUETO A 00 KOpHTHpa ASXHAPaTauugTa,

XHIIOBOJEMHATA 1K HedHITMTa HA con (MPH NMAUHEHTH ChC ChpAcIHA HemoCTATBIHOCT 00aUe, TasH

KOpEeKTHBHA MApKa TpAGHA BHHMATENHO [a C¢ NPEIICHH cpellly pHcKa OF 06eMHO MPETORapBAHE).

- [Ipexodna unu nepcucmupaiya cupdeuna HedocmamvyHocH creo MH

- Hayuenmu, uanodceHu Ha puck om CopOSUHA WA MOZDUHA UCXEMUA 6 cayyail ha ocmpa
XUROMOHUA
HayanHaTa (a3a Ha NeyeHue H3UCKBA CIIEIHAHO METMITHHCKO HabmoaeHk e.

o ayuenmu 8 crmapyecka gvpacm
Buokre Touka 4.2.

Onepauyia
Tipenopbyea ce EUSHUETO © HHXUONTOPH HA AHTHOTEH3UH-KOHBEPTUPALLIA CHIUM, KaTO PaMHTIPIUL,
110 BE3MOXKHOCT JIa Ce MPEYCTAHOBH €[IMH JCH Pely ONeparuira.

Ipocaeagsane na 6nOpeaHaTA A

Bu6peunara GyHKUMA TPAOBA fa C€ OUCHH [PEH W 10 BPOME HA JIGHEHHETO K JI03aTa A3 ¢ KOPHrHpa,
ocoBeHo B HAUANHATE CEAMMULTH Ha JIEYCHHE. Oco6eHo BHEMATENHO NpoCTERsBane € HeoOX0AAMO PH
nanHeRTH ¢ GE6peUHO yBpexIaHe (BX. TOHKa 4.2), ChmecTBYRa PHCK OT YBPEXKAHE HA 650peunara
dyrxupa, 0coGEHO IPH NALMEHTH CBC sacToliHa CHpAeYHA HEAOCTAaTEYHOCT HIIH CNICA GropetHa
TpPaHCTUIAHTALMA.

CBpBXYYBCTBUTENHOCT/AHTHOESEM
AHRTHOEaEM ¢e ¢ho0Imapa NpH NMALHeHTH, JICKYBaHH C ACE uHxnOHTOpH, BKIIOUHTENHO PAMHIIPHIL
(. TouKa 4.8).

B ciryuaif Ha aHTHOENEM, IPANOKEHAETO Ha paMUIIPHT TpalBa 5a ce MPeyCTaHOBH.

Benara TpaGea fia ce NpEANpHEME TepaltiA [0 CTICIIHOCT. [TauueHTET TPA6BA 12 e AbPAKH MOA
HaGmofeHHe B MPONBIKEHUE HA Hal-MAKO 12 mo 24 yaca U [a Ce H3IHILIE CIIeZ ITBTHO OT3BYHaBane
Ha CHMITTOMHUTE.

VHTecTHHANEH aHTHOEJeM Ce ChOOIaBa NPH NALMEHTH, ICKYBAHH ACE HEXnGHTOPH, BKIOYHTETHO
paMumpin {B:k. TodKa 4.8). Te3d MAUMEHATH C2 HMaTH xopeMHa 6onka (cbe wiH 6e3 rane
TOBPEILAHE).




ExHoBpemeHHaTa yroTpeGa Ha ACE unxuGuTopn Che CaKyOHTPII/BANCAPTAN € NPOTHROMOKA3AHA
NOpaH [OBHIIEH PHCK OT aHTHOeIeM. JleueHse cke caxyGHTprUYBANCApTAH He TpaGBa Aa ce 3anousa
IpemH Aa ca MIMUHATH 36 Yaca ciiefl oCHeIHATa 1033 PAMHPHIL. JleueHne cHC PAMANDIUL He TpsadBa
Ia ce 3aro9Ba MPEIH Ja ca M3MHHAIH 36 Yaca crell MoC/efHaTa 1033 caKyOuTpWi/BAICapTaH (BK.
TOUKH 4.3 1 4.5).

Conprerrama ynotpeba Ha ACE uuxuburopH ¢ palekanoTpi, mxubuTopy Ha mTOR (wamp.
CHPOJTHMYC, €BEPOTTEMYC, TEMCHPOIHMYC) H BIIIATHITTHE MOXKE I8 AOBERE 10 TIOBHINEH PACK OT
aHryoeaeM (Hanp. OTOK HA NMXATENTHUTE TBTHLIE HITH €3HKA, ChC HITH fe3 HapylleHve Ha HIIAHETO)
(B2, TouKa 4.5). TpaGea a Ce PHCTHIBA ¢ BHAMAHHE, KOraTo ¢ 3arodsa neueHHe ¢ paleKaJoTpuiL,
yuxuburopu #a mTOR (Hamp. CHPOTEMYC, SBEPOITUMYC, TEMCHPONMMYC) H BHIATTIITAH MPH
MALHeHTH, KonTo Bede nomyuasar ACE HHXHOHTOD.

AnadburakTHYHY PEAKITHM [0 BPEME HA JeceHcHOHmMIUpate

ITpu ACE mexuGupaHe ce [IOBHIIARA BEPOATHOCTTA 32 NONYHaBaHe Ha aHaQUNAKTHIHM H
aHa(WIAKTOMAHM PEAKIHI KBM OTPOBA OT HACEKOMH H IPYTH alleprott X TAXHATA TexecT. Tpabsa 1a
Ce MMa IpeABHJ] BpeMEHHO NpEyCTaHOBABaHE HA NPHEMA Ha PAMHNPIN NIPEIH JleceHCHOWTH3UPAaHe.

XunepkanHeMus
ACE #AXHOGHTOPHTE MOTAT 13 MPEAM3BHKAT XUNEPKATHEMYA, Thil KaTo T uHxubupar

0CBOGOKIABAHETO HA ANAOCTEPOH. EdeKTbT 0OHKHOBEHO € HE3HATHTENIeH MPH MALMCHTH C HOpMAasnHa
66pedna GyHxima. Obade MPH NALMEHTH C YBPEACHa 616peuHa QYHKIMA H/WIH TALHeHTH,
NOyHaBallH KATREBH 106aBkH (BIIOYHTENHO 3aMECTHTEH HA CONTa), KUTHI-ChXpaHaBallH
JHYPEeTHUM, TPUMETONPHM WIH KO-TPHMOKCA30]T, CHIIO NO3HAT KaTo TPUMETONPHUM/CYHPAMETOKCA30M
1 0COBEH0 AHTANOHHMCTH HA ATOCTEPOH MM AHIHOTEH3HH-PELIENTOPEH GIOKEPH TIPH NAMEHTH Hal
70 roJHHH, TALHEHTH ¢ HEKOHTPONMPAH 3aXapeH Auaber WK NAUHEHTH, KOMTO MPHEMAT IPYTH
aKTWBHY BEMIECTBA, CBLP3aHH C IOBHINABAHE Ha CEPYMHNA KaHi HITH CBCTOAHMNA KATO JexuapaTali,
OCTpa CHPACUHA ASKOMIIECHCAIMS, MeTabOTUTHA AIA03a MOXKE Jd HACTHITH xunepkanseMus. Kamuii-
CHXpaHABALIH IHYPETHLM K aHTHOTEH3AH-PELEITOPHH 6nokepn TpabBa Oa ce H3MOT3BAT ¢ BHHMaHHE
npu naunenTd, nonygasamy ACE uHXuGHTOH H TpaGBa & o¢ NPOCNeIABAT CEPYMHUS KATHH 1
6B6peynara dyskumna (Bx. Touka 4.5).

Heyrpomenus/arpagyIQUATO38

HeyrponeHHs/arpaHyI0LHTO32, KAKTO H TpoMGomHATONeHuUA H aHeMHUA, Ca HAG/IIONABAHH PARKO, KATO
ce CLOGLIaBa CHIIO ¥ 33 TIOTHCKARE Ha KOCTHHS MO35K. [Ipenopsusa C& fla ce Mpocieisa Gpod Ha
fenHTe KPBBHH KIETKH, KOETO 111¢ M03BO/IH OTKPHBAHETO HA CBEHTYAlHA nesxonennd. [penopsusa ce
1I0-9ecTo Npocen BaHe B HavanHaTa gasa Ha NeYeHHe W IpH MALMEHTH ¢ YBpEneHa 6u0pedna
$yHKIHA, GOMHH CBC CHIBTCTBALLO KOJAreHHO sabonaBane (Hamp. JyIlyC epHTEMATO3yC HITH
CKITepoZepMa) i TIPH BCHIKY AUMEHTH, IEKYBAHH C APYTH JIEKAPCTBEHH NPONYKTH, KOHTO MOTaT Aa
Apenu3BHKAT MPOMEHH B KPBBHATA KApPTHHA (Bx. Touku 4.5 u 4.8).

ETHUuYeCKH DA3IHKH

ACE Mux@GHTOpHTE NpeNU3BHKBAT NO-BUCOKA YECTOTa HA AHIHOEEM IIPH 1EPHOKOKH MALWeHTH
OTKOJIKOTO MPH HEUEPHOKOMXKY [AUHESHTH.

Kaxto u gpyrure ACE wHxuGHTOpH, paMHNpin MOXe Ja Gnae no-cnabo edekTHBEH 3a IOHIKABAHE
Ha KPHBHOTO HANATAHE TIPY YEPHOKOXKM, OTKONKOTO TIpK HEHEPHOKOAH NALHCHTH, BEPOATHO NMOpaan
[10-BHCOKATA YECTOTA HA XHNEPTOHMA ¢ HUCKO PeHMHOBO HHBO IPH YePHOKOXATA XHIICPTEHIHBHA
oMy nanus.

Kamnuna
Vma chobimenns 3a Kauumna npy ynotpebara Ha ACE HHXHGHTODH. OOUKHOBEHO KAILIULATA
HENpPOAYKTHBHA, IEPCHCTUPAIA 1 OT3BY4ABa CHEA NPEYCTAHOBABAHC HA TEDAIKATA. Kamn
urnyuupana or ACE unxu6uTop, Tps0Ba J1a ce HMA PEABHI KATO HacT OT madepexp
IHAr{o3a Ha KaulIMLA.




Isotino noknpaye Ha peHAH-aHTHOTEHIHH-ALIOCTeDOHOBATA CHCTEMA (PAAC) ;
CHIECTBYBAT NOKA3ATENICTBA, 9€ SNHOBPEMEHHATa ynoTpela Ha ACE-naxutuTopH, aHTHOTeH34H 11
penenTopHH 6NOKEPH WIH ATHCKAPEH NOBHUIIABA PHCKA OT XUINOTOHWA, XANEPKATHEMIUA H TIOHIDKEHA
GB6peyna yHxums (BRIIOUHTENHO 0CTPa GBOpedHa HegocTarbaHOCT). [lopagu ToBa, ABCHHOTO
Gnoxupate Ha PAAC nocpeacTBoM KOMOHEMpaHATA ynorpe6a Ha ACE-nHxu6nTOpN, anruoteHsH 11
peuenTopHu G10KepH WK ANMCKUPEH He Ce Npernops4ba (k. TouxH 4.5 1 5.1).

AKO TepanmHsaTa ¢ ABOHHO OnOKHpaHe ce CIHTa abcomoTHO HeoBXoauMa, TS TpAO0BA Aa ce MPOBEXKIA
caMo 1o HaBMI0IEHMETO Ha CIeMHANNCT, KaTo 4eCcTo TpACGBEA CTPHKTHO NPOCIENABAHE HA Gebpednara
$yHEIMA, ENSKTPONMTHTE H KPHBHOTO HAIATAHE.

ACE-nHxu6=TOpHTe B aErHoTeH3HH 11 penenropanTe 6rokepy He TPAGBA fia CE H3NOMIBAT
gIHOBPEMEHHO TIPH MAUMEHTH ¢ AualbeTHa HedponaTha.

BEB BpBIKA ¢ AMIOAMITHH!

Xunepmensusna xptiza
Fe30MACHOCTTa M e(pMKACHOCTTA HA AMJIOAHITHH NPY XMIIEPTEH3HBHA KpU3a He €2 yCTAHOBEHMU.

Copdeuna HedoCMamBHOCM

TTo NPHHIKM, KAIIMEBATE AHTATOHHCTH TPAGBA Aa Ce WINOM3BAT MPEANASTHBO PH NALHEHTH ChC
CBPAETHA HENOCTATBUHOCT. B eIHO ABITOCPOUHO, UIALe00-KOHTPOIKPAHO NPOYBAHE [TPH NALMEHTH
¢ TeXKa chpreuHa reocrarbunoct (knac [T u IV o NYHA) cpoOLIenaTa 9ecToTa Ha Genonpoben
OTOK € TIO-BUCOKA B FPYIaTa, JIeKyBaHa ¢ aMJIONHIHH, OTKONKOTO B rpynaTa ¢ nnaneGo (Bx. TouKa
5.1). KanuueBuTe aHTaroHUCTH, BKIIOYHTENHO AMIIOAHIHH, TpafiBa Aa ce H3MON3BAT TPEANAITHBO
TIp¥ TIAHENTH Che 3ACTOMHA ChPIEYHa HENOCTATEYHOCT, Thif KATO T€ MOTAT A4 MOBHIIAT PHCKA OT
GbIeLIH ChPAEUHO-ChAOBH CHOHTHA B CMBPTHOCT.

Vinompe6a npu nayuenmu ¢ ygpedena ¥eproopobra dyuryus

[ToNyXXMBOTET HA AMJIONWIIHH € YIBWUKEH H CTOHHOCTHTE Ha AUC ca no-BHCOKH NPH NAlMEHTHTE C
yBpeneHa 1epHOApoGHa QYHKIWSA; IPEIIOPKH 34 I03MpaHe HE ¢a OTIpe/IeNIeHH. Tlopanu ToBa, NegeHnE
¢ aMJIoIUIMH TpAGBa Ja ce 3a1104Ba ¢ J032 B IOIHATA J030BA IPaHHLA H € HeoBX0MHMO NOBHIIEHO
RHUMAHHe KaKTO B HAYATOTO HA JIEYeHUeTo, Taka ¥ NPH NoBHIlIapane Ha Ao3aTa. Tlpy maumenty
TEXKO TePHOTIPOGHO YBPEXKAAHE MOXKE fia € HeoBX0aHMO GaBHO THTPHpaHE Ha [03ATa H BHUMATEITHO
npocneasBane.

Vnompe6a npu nayuenmu ¢ cmapuecxa 8v3pacm
[Tp& NAUMEHTHTE B CTAPYECKA BHIPACT NOBUIIABAHETO HA A03ATA TpaOBa f1a Ce WIRBPIIRA BHUMATENHO
(Bx. TOUKH 4.2 ¥ 5.2).

Ynompeba npu 6v6peuna nedocmamvbyHocm

TTpH Te3u NAUMEHTH aMIOIMITHH MOKE N2 C€ PHJIara B HOPMATHH O3H. TIpoMeHHTE B ITa3sMEHATE
KOHLIEHTPALHH Ha aMJIOJHUIINH HE KOPEJTHPAT ChC CTENEHTA Ha GL6peyHo yBpexane. AMIOUIHH HE
©¢ eNHMUHUDA upe3 OHATN3a.

4.5 BianmoaeHcTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH K APYTH dopmu Ha B3auMoaeficTBHE
BB Bpb3Ka ¢ pAMHIPHT

Ipomusonoxasany xombunayuu
EXCTPaKOPIIOPAIHY JIeHEHHA, BOJELIH 10 KOHTAKT Ha KPBBTA ¢ OTPHUATENHO 3ape/eHH NOBEPXHOCTH,
KATO TUATI3A HITH XeMOQHITpAIlHs ¢ HAKOH BHCOKOTIPOITY CKIHBH meMGpaH# (Hanp.
TOHAKPHUACHHTPHIHM MeMOpanH) 1 adepesa Ha THIONPOTEHHH C HHCKa UIHTHOCT € NCKCTpaH
cy/idar, IopanH NOBHIIEH PHCK OT TEKKH aHAQMIAKTOMHE peakunH (BX. ToUka 4.3). Ao e
HeoBGXOIMMO TAKOBa JIeyeHHe, TpAGBa Aa ce MOMHCIIH 38 H3NOJI3BAHE Ha PAsIIMHCH THIL JHANIU3HA
MeMOpaHa Wik Pa3THYEH KIac aHTHXAMEPTCH3MBHO CPENCTBO.




Jasuure OT KIHHHIHATE HINHTBAHMA OKA3BAT, € JiBOHOTO ONoKMpase Ha PeHHH-aHTHOTCHINH-
angocreporopara cucreMa (PAAC) npu xoMbHHUpaHaTa ynorpe6a Ha ACE-mHxuburopy,
arToTersaH 11 pelenTopHu GIoKepH WiN AMHCKHPEH € CBBP3aHo C Ho-BACOKA JECTOTA Ha HEKENARH
cHGWTHS KATO XHMOTOHMSA, XHIIEPKANTHEMH H MOHIDKeHa Ob0pedHa GyHKits {BKIICUMTESTHO OCTPA
6E6pedHa HEOCTATHIHOCT) B CPABHEHNE C YIOTpebaTa Ha ellHO CPEACTBO, peticrsamo Bepxy PAAC
(sx. Toakn 4.3, 4.4 u 5.1).

ExnoBpemerHata ynorpeba Ha ACE HHXHGHTOPH CBC caxyOMTpu//BancapTaH e IPOTHBOTIOKA3aHa,
THii KATO OBHMINABA PHCKA OT aHTHOESAeM (Bx. TOUKH 4.3 u 4.4).

IIpednanu mepku npy yriompeba

Kanuii-cuxpanaeawu ouypemuyu xanieeu dobagxu unu Kanuli-co0bpocalyi 3aMecmument Ha corma;
BHIIpex, 4¢ CePYMHUAT Kauii 0GUKHOBEHO OCTARA B HOPMA/IHH IPAHHIH, MOXC 1a HACTLI!
XHMEPKATHEMHS Y HAKOH MATUEHTH, JICKYBaBH C PAMHNPHIL Kanuii-chXpaHABALINTS JIyPETHIM
(Hanp. COHPOHONAKTOH, TPHAMTEPEH WIH aMIUIOpH/L), KANTAEBHTE N0CABKA WIH KaHA-CHABPAKALIATS
3aMECTHTEHN Ha COJITA MOKE [a AOBEAAT 4O 3HAUMTENHO MOBHIIABAHE HA CCPYMHMA kanit. TpaGea ga
e BHMMABA CHINO, KOTATO PAMMIPHI Ce [IPHIIATa EIHOBPEMEHHO ¢ APYTH CPEACTRA, KOUTO IOBHLIABAT
CepYMHHS KalHi, KaTO TPHMETOPHM H KO-TPHMOKCA3O0IL. (TpumeTonpuM/cyndameTokcason), Thi
KATO € H3BECTHO, Ue TPHMETOTIPUM AeliCTBa KATO Kanui-ChXPaHsBalll IYPETHK, KAKTO AMHIIOPH.
Cie10BATENHO, KOMGHHALIATA OT PAMHITPHN € T0-MOPe AATEHHTE JIEKaPCTRa HE O NpeNnepbyBa. Axo
¢ MoXazaHa eAHOBPeMeHHa yotpeGa, Te TpabRa fa ce yNoTpebABAT C BHUMAHHE H HECTO /12 C6
MOHHTOPHPA CEPYMHHAT Kanui.

Huxnocnopun
Moe Na HACTHITH XHIepKaIueMHs 10 BpeMe Ha eNHOBPEMEHHATA ynorpeGa Ha ACE #HXHOUTOPH M
nuKIocnopHH. [Ipenopeysa ¢¢ IpocneNqBaHe HA KAIHIL.

Xenapuw
Moe [a HAacThIK XHIepKanueMus Mo BpeMe Ha €THOBPEMEHHATA ynorpe6a Ha ACE HHXHOHTOPH H
xenapuH. [Ipenoppusa ce Ipoc/enaBaHe HA KAIHA.

JIpyzu axmusHu euyecmea, nosuWAsauu NiasmMerume HU6d Ha KauA (axntowumenro anzuomensun Il
AHMA20HUCTIY, MAKPORUMYC)

Moe N3 PL3HHKHE XHIepKATHeMis, OPaIy TOBA € HeoOXOMHMO CTPHKTHO NPOCIE/ABAHE Hd
CepYMHH: KasiHii.

Anmuxunepmensusnu cpedemaa (Hanp. duypemuyy) u Opy2u 6eujecmead, Koumo mozam da noruocam
KPBEHOMO HANAZAHE (HAND. HUMPAMU, MPUYUKTULHY anmudenpecanmy, GHecmemuyi, NPEKoOMepPer
npuem na anxoxon, baxnogen, angysosun, JOKCAzO3UH, NPA3O3UH, MAMCYROIUH, mepasosun): Moxe
Ja ce 0YAKRA [IOTEHIMPAaHe Ha PUCKA OT XMIIOTOHHA (Bx. TOUKa 4.2 33 JHYPETHLIH)

Bazonpecopnu cumnamuxoMumemuyi u Opyzu aeujecmsa (nanp. usonpomeperon, dobymamun,
OonamuH, enunedpun), Koumo mozant 0 HAMAAAM AHMUXUNEPMEHIUEHIA ehexm Ha pamunpun:
penopeyBa ce NpocNeAbaHe Ha KPbBHOTO HALAraHE.

ARonypunon, UMyHOCYnpecopu, KOPMUKOCMEPOUoU, NPOKAUHAMUD, YUMOCMAMuyH opyau
BEUJECIBA, KOUMO MOZAM 04 RPOMEHSM PO KA KPLEHUME KIemKu. MoBHiICRA BEPOATHOCT OT
[IOABATA HA XEMATOOIHIHH peakiun (B, Touka 4.4).

JTumuesu conu: ExcKpenuaTa HA NUTHA Moxe na GbJe HaManeHa ot ACE naxubutopure 1 nopany
TOBA JTUTHEBATA TOKCHIHOCT MOKe Ja ce ypenwan. Tpabsa aa ce mpocneaAsa HUBOTO Ha JIMTHA.

Anmuduabemuy cpedcmsa, eKMOUUMETHO UHCYAUH: MOXKE 12 BR3HUKHAT XHITOTTAKEM
TIpenopsusa ¢ MPOCEAsBaNe Ha HUBATA HA IOKO3aTa B KPBETA.



Hecmepoudnu npomugosesnanument cpedcmea U aYeMUNCANUYURCEA KUCERUHA: MOKE /18 CC 04aKBa
HaMmaNeHHe Ha AHTEXWNepTeHsuBRns edekT HA paMUIPIIL OcEeH TOBa, SAHOBPEMEHHOTO JICUeHHE ©
ACE unxuburopn 1 HCIIBC Moske A2 FoBefie 10 NOBMIIICH PHCK OT promapaHe Ha GEOpeynara
$YHKLHA K NOBHIIABAHE HA KAMHEMHATA.

Huxubumopu va mTOR, payexadompun, gurdaziunmun; CenpTcTBamara ynorpeba Ha ACE
mxuGuropy ¢ panexanotpun, MTOR HHXHOMTODH (HAID. CHPOHMYC, CBEPOIHMYC, TEMCHPONIMYC)
¥ BIUIATJIHTITHH MO3KE J1a IOBeJe A0 MOBUINEH PHCK OT aHTOCAEM (BX. TouKa 4.4).

BLB BPE3KA ¢ AMIOANTTHH

Edpexmu na dpyzu nexapcmaenu NpoAyKMY ELPXY AMAOOUNUR

Huxuburopu Ha CYP3A4: EAHOBpeMEHHATA ynorpe6a Ha aMITOJUIHH CBC CHITHE HIIH yMEpEHH
paxuGHTopn Ha CYP3A4 (mpoTeasHy HHXAOUTOPH, 23010BH AHTAMHKOTHYHH CPE/CTBA, MAKPOIH/K
Karo epHTPOMHLMH WIH KNAPHTPOMHIIH, BEpanaMiyl Wi AMNTHA3EM) MOKE I3 [IPEAN3BUKA 3HAUHMO
[IOBHIIIEHHE HA eKCTIO3HIATA Ha aMIoARnHH. KiMHH4HATE RPOABA HA TE3H @K BapHauHH MOKe ia
611e NO-W3pa3eHa NPH NAUUSHTHTE B CTAp1CCka BR3PACT. TMopazy ToBa, MOXeE JIa € HEOOXOMHMO
KAHHEGHO TPOCTIENABaHe H KOPHIHpAKe Ha 1103aTa.

KnapuTpoMULIMH & UHXHOGUTOP Ha CYP3A4, ChinecTByBa NOBHIIEH PHCK OT XHITOTOHHS IPH
NAMeHTH, NoTy4aBalld KIapATPOMHIKH C aMIIOIHITHH. TIpenopbusa ce CTPHKTHO HAOMOAEHNS HA
aNHeHTHTE, KOTATO AMIOAKIIEH Ce NPAJAra 1HOBPEMEHHO © ENEpHTPOMHLIHH,

Ynnyxropn Ha CYP3A4: TInasMeHaTa KOHUCHTpALWA Ha AMJIONHITIH MOYE Ja Bapupa B 3aBUCHMOCT
OT €ZHOBPEMEHKOTO NPHIIAraHe Ha MO3HATH HHIYKTOPH Ha CYP3A4. Ciienoparenso TpadBa na ce
IpOC/AEAABa KPEBHOTO HANATAHE H Jla C& Pery/npa foaaTa 1o BpeMe Ha ¥ CleNl ¢HOBPCMEHHA
ynorpe6a 0coGeHO Ha CHITHM HHIYKTOPH Ha CYP3A4 (manp. pubammvipn, Hypericum perforatum).

TIpHNOXKEHHETO HA AMITOZIUIIH C rpefindpyT wix cok OT rpeiindpyT He C€ NPEnopbIEa, TBH KaTO
GHOHANIHOCTTA MOe [ Ob/ié IOBHIIEHA NPH HAKOH NAMEHTH, KOSTO MOXE /12 I0BENC 1o
3ACH/IBAHE Ha AHTHXMNEPTEHINBHATE eexTH.

JanTponex (uHdy3ua): IIpu KHBOTHH ca HabmomABaHH JETAHO KaMepHO MEBXICHE H ChPACYHO-
CBIOB KOJIATIC, CBBP3AHH ¢ XMNEPKATHEMH, CIIE/| IPHIOKEHHE HA BEparlaMii ¥ HHTPaBeHO3eH
marTponeH. [Topagu PHCK OT XHNEPKATHEMHS 08 NPENOpH1BA ¢AHOBPEMEHHOTO IPHIOKEHHE Ha
KaJHeBY aNTATOHKCTH, KATO aMNOAWNHY, fa ce #364rBa NpH MALMCHTH, MPEAPANCNOKEHH KbM
MA/IATHEHA XATIePTEPMUA, B NPH ORNANABAHETO HA MAATHEHA XUITCPTEPMILA.

Eexmu na amnoouniis vpxy Opyzu Jekapemeeni npodyxmu
AHTHXUTIEPTEH3UBHOTO ISHCTEME HA AMJIOAVTINH JOMbISA edexTATE HA MOHIDKABAHE HA KPBBHOTO
HANACAHE HA IPYTH AHTHXHIIEPTeH3HBHN CPENCTBa.

Takpomumyc: ChINECTBYBa PHCK OT MOBHIUCHH HYBA Ha TAKPOJIMMYC B KPBBTA, KOTaTO CE MpHiara
¢ THOBPEMEHHO C AMJIOHIHH. 32 Jia Ce H30erHe TOCKIMHOCTTA Ha TAKPOAWMYC, TIPAIOKEHNETO Ha
AMJTOIHIIEH HA IALIEHTH, JIEKYBAHH C TAKPOJIMMYC HI3HCKBA MOHMTOpHpAHe Ha HHBATA HA
TAKpONMMYC B KPBBTA H AIANTHpAHE HA 1032Ta HA TAKPOIHMYC, KOTaTo € MOAXOMAIO.

LMK/I0CMOpHH: He C4 MPOBEKIAHH POy BaHHA 38 B3aMMOIEiCTRHE MEXTY LHKIIOCTIOPHH H
AMJIOZMIMH TIPH 3paBH NoOPOBONIM Wi APYTH NOTYRatuy, wIKmoycHue Ha GrOpedHo-
TPAHCIUIAHTAPAHH NAUHCHTH, KBIETO C& Ha6Mio/aBa BApHPaHe B TOBMIIABAHETO HA KOHLEHTPALMITE
(cpemmo 0% - 40%) Ha MUKIOCTIOPHH. Tp#aGBa 1a ce MPEARMAN MOHHTOPHPAHE Ha HHBATA Ha
TMKIOCTIOPHH IpH GBOPEYHO-TPAHCIUIAHTUPAHH NAIMEHTH, pHEMAIY AMIONMITHHE | 112 € pelyLHpa
103374 HA IEKIOCTIOPHH, ako € HeoGXomHMo.




CHMBACTATHH: ¢AHOBPEMEHHOTO NIPAJNAraHe Ha MEOTOKPATHH [03H OT 10 mg ampoanmuH ¢ 30 mg
CHMBACTATHH, BOAH 0 77% MOBMIICHHE HA EKCIO3HUHATE Ha CHMB2CTATHH, CpABHEHO CEC
CaAMOCTOATEIHOTO NPHIAraHe Ha CHMBACTATHH,

OrpanrdeTe R03aTa HA CHMBACTATIH NPH NAUMEHTHTE, NOdyTaBalli aMIoaHITHN, 70 20 mg AHEBHO.

B KIMHAYHA NPOy{BaHHA HA B3aUMOASHCTBHATA AMIOMUIHH HE IOBIHARA (apMaKOXHHETHKATA HA
ATOpBACTATHH, OUTrOKCHH, AAM Bapdapum.

4.6 ®eprHauTeT, SpeMEHNOCT H KEPMERE

BpeMenHoOCT:

BB BpEIKa C HIT

s =

VnorpeGara Ha ACE MHXHGHTOpH He ce npenopeHBa 1o BpeMo Ha MEPEOTO TpUMeceyHe Ha
GpemenHocrTa (Bx. To4ka 4.4). Ynorpebara Ha ACE unxuOuTOpH € IPOTHBONMOKA3aHA [0 BPeMe Ha
BTOPOTO M TPETOTO TPHMECEUHe Ha 6peMenBocTTa (K. TOMKH 4.3 1 4.4).

EfHIeMUONOTMYHITE AGHHA OTHOCHO PHCKA OT TEPATOTCHHOCT ClieZ eKCTIOIULIA Ha ACE
MHXEGHTOPH MO BpeMe Ha MHPBOTO TPUMECEHEe Ha GPeMEHHOCTTa HE CA yGenurenHu, Ho cnabo
NOBMIICHHE Ha PUCKaA HE MOXe Aa ce wakmioyy. OCBeH aKo MPOARLKABAHETO Ha tepanuata ¢ ACE
HHXHGHTOp HE CE CYMTA 33 JKMIHEHO BaKHA, MAIIHEHTKHTE, TIaHHpallld 6peMeHHOCT, TPAOBa fa
[IPEMUHAT KbM aNTEPHATHBHH GHTHXANEPTCHIUBHE IEYEHIA € YCTAaHOBEH npotun Ha Ge30MacHoCT Ha
ynorpeGa npu 6pemennoct. KoraTo ¢€ qUArHOCTHIMPA GpemernocT, heuenuero ¢ ACE BHXHOATOpH
TpabGBa [ia ce cIpe He3abapHo, H, aKo € MOAXOAAUIO, TpaBa Aa C¢ 1arl0MHe ANTepPHATHBHA TEPANHiL.
M3BECTHO €, Ye eKCnosHIATa Ha Tepanus ¢ ACE uHxuGHTOp 1o BpEME Ha BTOPOTO H TPETOTO
TPHMECEHHs HEKYLIMpa (ETOTOKCHIHOCT DA YOBEKA (nommkena 6p6petHa QyHKIMA,
ONMrOXUIpaMHHUOH, 3a0anaHe Ha ocuQHKaLlITa HA wepena) ¥ HEOHATATHA TOKCHIHOCT (6B0pena
HENOCTATEYHOCT, XUNOTOHNA, XuniepkamueMns). (Bx. Chilo ToUKa 5.3). B cnyuaif Ha eKCIOIRLAA Ha
ACE umxubHTOpH OT BTOPOTO TPHMEcewHe Ha GPEMEHHOCTTA CE NPenophHBa €X0rpa)CKo HICASARAHE
Ha Gu6peunara GyHKmus 1 Yepena. KppMadeTa, YAUTO matixu ca npuemany ACE HHxuGHTOpH,
Tpa6Ba [a ¢e HabmoaasaT BHAMATCIHO 38 XHITOTOHHA (mx, Touku 4.3 1 4.4).

BzE BpB3Ka ¢ AMITOANIAH:

Be30nacHocTTa Ha aMJIOAHITHH Npy GpeMeHHH KeRM He € yCTAaHOBeHA.

B npoydsanus NpH KHBOTHH € HadMoJasaHa PEPOAYKTHEHA TOKCHMHOCT NP BECOKY 103H
AMJTONRIHH (BX. TOMKa 5.3).

Tipunoxenne no BpeMe #a GPeMEHHOCT e MpEenopp4Ba CaMmo Koraro HaMa no-GesomacHa ArMepHaTHBA
H KOTATO caMoTo 3af0/sRaHe HOCH NO-TONAM PHCK 3a Malixara | IUIOfA.

Kppmene:

BB BpE3Ka ¢ pAMATPIL

Tlopazu JIMTICa Ha OCTATEYHO MH(POPMALNA OTHOCHO ynotpe6aTa Ha paMHUIIPUJL I10 BPEME Ha KbPMEHE
(B, TouKa 5.2), MPUNOKEHHETO HA PAMHIIDI HE CE IPeNopBba U 33 npednoYHTaHE € TIO BpEeMe Ha
KLPMEHE Ja C€ MIPANaraT ATePHATHBHY JICICHHA ¢ no-no6pe yeraHoBeH Mpodun Ha Ge30MacHoCT,
0coGEH0 P KbPMEHe Ha HOBOPOAEHO MM HEJOHOCEHO ACTE.

BB Bph3Ka © aMIOAYTAH:
AMIOIUIIHH C& eKCKpeTHpa B MaliYHHOTO MAAKO NPH H0BeKa. [TponopumsTa Ha MAAYHHATA 033,
HOMyYeHa OT KPMadeTo € OTpefieieHa ¢ RHTEPKapTHIEH o06xBar 3 — 7%, ¢ MarcHMyM 15%. EdextsT
Ha aMIONMIIHH MPH KbPMAteTa He ¢ H3BECTCH. Tpabsa Ra ce B3eMe pelleHNe NalH 1a Ce
TIPOABIDKH/TIPEY CTAHOBH KEPMEHETO HIIH Jia ce NpOAB/DKH/TIPEYCTAHOBH TEPATIHATA C AMIIO,




KAaTo ce B3eMe NpeiBK NOJI3aTa OT KBPMEHETO 3a IETeTO ¥ NoN3aTa 0T Tepall|ATa C AMITOIHITHH 38
Malikara.

(_Igeggmgme'r:

BbB BpB3Ka C AMAQHNNH:
Cro6masa ce 3a 06pariMy GHOXHMHYHH NPOMEHH B [NABUYKHTE Ha CTIEPMATOSORIATE IIPH HAKOH

NAIYEHTH, eKyBaHH ¢ KATIUeBH AHTArOHUCTH. HAMa J0CTATHYHO KINMHIMHN JAHHH OTHOCHO
NOTEHITHANHHS ed)eKT HA AMJIOMITHH BHPXY (peprunmreTa. B €50 npoydsaHe IpH ITEX0BE C&
YCTAHOBABAT He)KENaHH ePeKTH BbPXY MBKKUA eprrmTeT (BX. TouKa 5.3).

4.7 Edwextu BBpXy ciocoGHOCTTA 38 IOPHPIHE H pabora ¢ MATIHHH

[onnpam MoBNUsABa B Majka WIH yMEPEHa CTeNneH criocoBHOCTTa 33 [ogApane H paboTa ¢ MAIMHA,
AKO IalMeHTHTe NoNyYaT 3aMaiBane, rnapofonue, yMopa, OTHAMHATOCT Wil FAlcHE, cnocobHOCTTa
3a pearnpane Moxe fa 6u/ie yepeneHa. Ipenopniipa ce MOBHIICHO BHUMAHMC, ocoGeno B HAYAIOTO Ha
NEUSHHETO,

4.8 Hexenany JieKapcTBeHA peakiHi

Hexenauute CEOMTHA, HAOMOAARAHE NPH TPIIOKCHHE Ha PAMHTIDAT HIY AMIIOAMIHH TI00TACTHO,
MOe 13 GBIAT NOTEHIMATHITE Hekenann epekrn Ha [Tommpam.

H34MCIeHATE YeCTOTH Ha PeaKUMUTe ¢a KNacHPHUMPAHH B ChOTBETCTBHE ChC CIEAHATA YCIOBHOCT.
wectu (= 1/100 m < 1/10), gevectn (= 1/1000 u < 1/100), penxu (= 1/10 000 u < 1/1000), MHOTO peAKH
{<1/10 000), ¢ HeK3BECTHA YECTOTA (OT HATHIHATE HAHHY HE MOXKE N2 OBbae HATIpaBEHA OIEHKA).

Cueremo-oprasen YecToTa PamMunpui AMJIOINTHH
kaac no MedDRA
HevecTu Eozusodmnts
Noumken 6poli Ha
Hapymenys Ha KpbBTa 6enxre KpBBHH
H miMdHaTa cucTeMa Pemkun KneTxH (BEN,
HeyTpONIeHHs WIH
arpaHynonMTo3a,

noHwkeH 6poi Ha
QepBEHUTE KPHBHH
KJIETKH, TOHMKEH
xemorno6un,
NOHHAKEH OpoH
TpoMboLHTH
MHore peaky JlepxomneHus,
TpoMOOLUTONCHHA

C HeH3BECTHA 4eCTOTa KocTHO-MO3BYHA
HEAOCTATHYHOCT,
NAHUHTOTIEHUA,
XeMOIHTAYHA 3HEMUA

Hapymenus Ha C HeM3BeCTHA 4ECTOTE CunzpoM Ha
EHAOKPHHAHATA HeaJeKBaTHa
cHcTeMa CeKpelna Ha
aHTHIHYPETHICH
xopmon (CHCAJTX)




) HapymeHus Ha
§ IMyHHATA CHCTEMA

C HeH3BECTHA HeCTOTa

AHaUNaKTHIHM WITH
aHadhrNaKTOMAHH
peaKiAH, TOBHHICHH
AHTHHYKIECapHH
AHTHTENA

D,

MHOTo peakR
A
Yecru TToBHIIEHH HHBA HA
; XAl B KPBBTA
HapymeHua Ha Heuectn AHOPEKCHA, TOHIKCH
i MeTabomsMa 4 aneTHT
XPaHEHETO MHoro peakH XumepraukeMHd
C HemspecTHa 9ecToTa | [JOHIDKEHH HHBA HA

) }lamnﬁ B KEBTa

IToTHeHATO BescLHKE, NPOMEHH
HACTPOEHHE, HA HACTPOESHKETO
TIcuXV9HE HApYIeHHA TPEBOXKHOCT, (BKJI. TPEBOKHOCT),
HEPBHOCT, nenpechi
GesnoxoficTso,
HApYMEeHHe Ha ChHA,
BKJI. CBHIHBOCT
Peaxu CBCTOSHHUE HA O6BprBaHe
o6BpKaHOCT
C HeM3BECTHA YeCToTa Hapyuiense Ha
BHHMAHHETO
YeeTn I'nagofonwe, CHHIHBOCT,
samalipane saMatiBase,
Hapymenns Ha rnasoGonue (ocobeno
HepBHATA CHCTEMa B HaHAJIOTO Ha
NedeHHeTo)
Heuectn BepTuro, napecTesnq, CHHKOT, TPEMOP,
arey3us, THCIEY3HT JHCTEY3uA,
XMMOECTE3MA,
NapecTe3HH
Penxu Tpemop, HapyLICHHE
HA PABHOBECHETO
MBEOTO pefkH XuneproHnd,
nepubepua
HeBpOnaTHA.
B W3KIIOYHTETHY
cnyyas ce cpo0miana |
3a
eKCTpanupaMuiaieH
CHHIPOM,
C new3BecTHa uectToTa | Moabuka nexemus, EkcTpanmpaMHLaTHO
BKJ1. MCXEMHYEH HapyIIeHHE
HHCYJIT ¥ IPEX0feH
HCXEeMHYEH TPHCTBN,
HapyLIEeHU
HCHXOMOTOPHH

GyHKLHAM, TYBCTRBO HA
rapene, NapocMusd
N
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Hegects 3pHTenHO HAPYILICHHE, 3puTenRMA HAPYIICHA |
Hapyenus Ha O9HTE " BKJL 3AMBITICHO (BKJL. JHIUTONHA)
3peHHe
Penxy KoHIOHKTHBHT
HapymeHua Ha YXOTO Hexecrn TunuTyC
H naGupHHTA Penku VepeneH ciiyX, ‘
YeoTH Crpuebuene ;
Heuectn MuokapnHa HCXeMHA, ‘
CopaevHH HapYIWeHNA BKIL. CTEHOKApAHS KK !
MHOKapaeH AHGapKT, .
TAXHKAPAKA, APHTMHA, \
cepuebucHe, |
neprdepeH 0TOK i
MHOTO peikH Muoxapnes Hubapkr, |
apHTMHA (BKJL. [
Opanmuxapmms, |
KaMéepHa TAXHKapauA |
U NPEACHPIHO '1
MBXICHE _ ‘.
YecTH XUIOTOHH, 3aveppaBaHe HA ||
OpTOCTATHYHO KOXATa \
C1H0BU HAPYIIEHHA NIOHIKEHHE Ha |
KPBBHOTO HaJIATAHE, |
CHHKOII |
Hewectr 3auepBapaHe Ha XANcToHAA ‘I
KORATA |
Penku CpIoBa ¢TEHO33, 1
xunonepdy3ns, i
BACKYJTUT !
MHoro penkd Backynur ‘
C HenspecTHa decToTa | DEHOMEH Ha Raﬂaud :
YectH HenpoaykTHBHA w
ApajHea KanUTHIa, i
PecrmpatopHy, 6pOHXUT, CHHY3HT, !
TPBIOHA H JAHCIHER :
Me[MacTHHATEH Heuectn DPOHXOCHA3BM, BKIL JincnHes, pHEHT |
HapyIICHHA BJIOIIABAHE HA ACTMA, {
HA3aIHA KOHIeCTHA i
MrHoro penky Kamnuia ‘I
8 Er—|
YecTH CTOMAMHO-4PEBHO Kopemna Gonka, |
BB3NANEHHE, rancHe ‘|
CTOMAIIHO-YPEBHU HAPYIIEHO |
HapyeHHs XPAHOCMILIAHE, ‘|
KOpeMeH |
auckomopr, \
JMCTETICRA, AHAPHA, |
rajigHe, NOBPBINAHE |
ITanxpeaturt (B [Mosprmane, ‘I
Heuectn H3KIIOUKUTENHO pedKku IUCTIETICHA, |
cmygau ce crodmaBsa i
34 {aralieH H3X0j NpH




npuem Ha ACE
HHXAOHTOPH),
FOBHLIEHH
MAaHKpeaTHYHH
CH3MMH, AHTHOSIEM
Ha THBHKATE YEpBa,
GoNKa B TOPHHTE
OTHENH Ha KOpEMa,
BKII. TACTPHT, 3aM€K,

IHApHS W 3a1eK),
CYXOTa B ycTaTa

CyXO0Ta B yCTaTa
Penku Inocur
MHOro peaxu TIaHKpeaTHT, FACTDHT, |
THHIHBA/IHA
XHIEPIUTAsHL
C Hem3pecTHA dectora | AdTo3eH CTOMATHT
Heuecty IMoBuIeHH
yepHOAPOOHH eH3HMH
f XenaToGHIHAPHH H/HJTH KOHIOTHPAH
HapylueHus: 6nIHpyGuH
Pegxu XonecTaTHyHA
SKBATEHUTIA,
XeIaToLeTyIapHo
yBpEKIaHE
MHoro peaKH XenaTur, KbJATCHHALA
¥ IOBAIIEHHE Ha
4epHOAPoGHKTE
€H3UMH (CBBMECTHMO
IpeIHMHO C
XKOJecTasa)
C HemspecTHa YecToTa | OCTpa 4epHONpoGHA
HEOCTaTBYHOCT,
XONEeCTaTHICH WK
OHTONUTHYICH XENATHT
(B H3IKNOUMTETHO
peAKH ciyian ¢
ATANSH M3X0M)
N I
‘ YectH O6pus, no-
! HapymeHnd ua CTICIHATHO MaKy/Io-
} koxaTa M MOAKOKHATA MaITy1apeH
[l TBKan Heuectn AnruoeneM; B Anonemus, mypnypa, |
H3KTEOUMTENTHO PEAKH | MPOMAHA Ha LBCTA HA
ciry4an oOCTPYKLMATA KOKaTa,
HAa THXATENHHTE XUnepXuzpo3a,
IMETHINE TOPANI cpbex, 0Opus,
aHrHoedeM MOXKe Aa €K3aHTEM
nosene Ao (aranex
H3xXO0[; CHpOeR,
XHIIEPXHAPO3a
Penxu ExcdonaaTibeH
AESPMATHT,
ypTHKapHi,
OHHMXOMH3A
MHroro peOKH Peaxums Ha

(hOTOUYBCTBHTENHOCT




YPTHKADHA,

;. excoiIaTHBEH
| JAEPMATAT, CHHPOM
| Ha Stevens-Johnson,
i orok Ha Quincke,
! peakiya Ha
« thoTOUYBCTBHTEIHOCT
l C ueusBecTHa YECTOTA ToxcuaHa ToxcHIHA
‘L emiAcpMATHA enHaepManHa
| HEKpPOMTH3a, CHHIPOM HEKpOJIH3a
) ga Stevens-Johnson,
| erythema multiforme,
\‘ nmeM@uryc, BIONCH
. NCOPHA3NC,
\ ncopHazugopMen
l AEPMATHT,
' neMbHTONAEH KIH
l NHMXCHOUJIEH SK3aHTEM
l WIIH €HAHTEM,
| Anonenma
] MYCKYJHY CTIA3MH, TloayBane Ha
‘ HapyIieHus Ha YecTr MUATTHA riIe3eHnTe
)| MyCKYyIHO-CKENeTHATA Heuectd ApTpairus ApTpanras, MuanTHs, |
) cucrema u MYCKYJIHH KpaMnd, |
l CheIMHUTENHATA Gonka s repba |
l Hapymenus Ha B10OpeaHo YBpexIaHe, Hapywero
| 6u6pennTe U Heuectn BKJL 0CTpa G1Bpeuna ypHHUpAHE, :
IMKOYHNTE TETHLIA HEAOCTATEIHOCT, HHKTYpHA, HOAUYpas
l HOBHIIEHO
% KOIHYECTRO HA
\ OT/ieneHaTa ypHHa,
1 BIIOIIABAHE HA -‘
{ ChIecTRyBalla
| npoTeRHYDHS,
| MOBHOICHR YpeA B
'{ KPBBTA, OBHIIEH
‘l KPCATHHHH B KDBETA
ﬂ Heuect TipexonHna epexTHIHA HMnOTEHTHOCT,
i HapymeHns Ha nucdyHRKURA, r'MHEKOMACTHA
BB3MPOHIBOIHTENHATA NOHAKEHO JHCHAO
CcHCTEMA M I'bpaara C yieu3BecTHa 4ecToTa T HHEROMACTHS —
Yeetn Boska B repIUTe, Ortoxk, yMopa
\ OO0 HAPYIIEHHA 1 yMOpa
ed)eKTH Ha MACTOTO HA Heuectn [TupexcHA Bonka B repuire,
MPIOKEHHE acTenusd, DONKa,
HEPA3NONOKEHRe
Peaxu ActeHud
Tlopumeso TErno,
Wicnenpauus HeuectH TIOHEDKEHO TETIIO

TennaTpEyHa OOy AT




BesomacHOCTTa Ha PAMRITPHI € TIPOCTeICHA IPH 325 neila ¥ FOHOMIH Ha BB3pact oT 2-16 roJMHA 110

BpeMe Ha 2 KIMHYYHY WIHTBAHHA. BBIpPEKH 9 eCTECTBOTO H TEXKECTTA HA HEMCTAHUTE cROuTHA ca

NOJOGHH HA Te3H IpH BR3PACTHATE, YECTOTATA Ha C/IE/HUTE PeakIyl & Lio-Brcoka p AeLaTa:

- TaxuaKap/ s, Ha3aIHA KOHIeCTHA H PHHUT —~ aectr® (T.e. = 1/100 g0 < 1/10) B menparpyrisara
nonynanus, a ,Heqectu’ (r.e. = 1/1000 mo < 1/100) BB BH3PAcTHATA NOMYMALHA.

- K ORIOHKTHBMT — ,,4ecTH® (T.e. > 1/100 no < 1/10) B neauarpiHaTa HOMYJIALKS, a ,,perxu” (1.e.
> 1/10 000 go < 1/1000) BB BEIPACTHATA NOMYNIALHA.

- Tpemop 1 ypTHKapus — ,HesecTd (T.e. = 1/1000 mo < 1/100) B NeTHATPHYHATA Oy IAIHA, A
peaxu” (1.e. > 1/10 000 go <1/ 1000) ¥BB BB3PACTHATA NOMYIALWA.

O6muaT npodn Ha 6e30NACHOCT HA PAMUNPW MPH NS IMATPHIHHTE HANBEHTY He e PasiHI4Ba

3HATMMO OT mpodiia Ha 6E30TACHOCT NPH Bb3PACTHUTE.

Crpofinapase Ha TIOJOIMPAHH HEXETAHH DE M

CnoBflIABAHETO HA TOHOSMPAHY HexkeNaHy PEakiliH Ce] paspeniasane 3a ynorpeba Ha NeXapCTBEHHA
TIPORYKT € BaxkHo. ToBa MO3BONABA /A IIPOIBIIAH HaGII0ieHHETO HA ChOTHOLICHHETO MOJI3a/PHCK 32
NEeKapCTBEHNA IPOIYKT, OT MEAHUHHCKATE CIELHANNCTH C& H3MCKBA Ja Cho0OIanaT BCAKa
HOAO3HpaHa HEXENIaHA peakiiis 1pes

HsmLIHATENHA areHUHs 10 J1€KapeTBaTa

yi. ,,Jdamsn [pyes” Ne 8

1303 Codmin

Ten.: +35 928903417

yebealit; www,bda.bg

49 Tipeposnpane

Boa BpB3Ka ¢ PaMIIDHIT

CHMITOMMTE, CBBP3AHHM C NIPEAOINPAHS HA ACE uHxuOHTOpHTE, MOKE 2 BKIKYBAT MPEKOMEPHA
nepudepHa pazoaunaraiyd (¢ H3paseHa XANOTOHUA, BIOK), 6pajuKapans, eneKTPONUTHE Hapymenusd,
1 Gr6peuna HeoCTATEYHOCT, [TalHEHTET TpabBa Za ce HabmoaaBa CIPHKTHO K NEUCHHETO TpaGBa 0a
fBIe CUMITOMATHYHO H NOANEPkKAto. I1penopbyATeIHHTE MEPKM BKJIICUBAT MHPBOHAYAIHA
AETOKCHKAINA (CTOMALIHA MPOMKBKA, NPUIOKEHUE HA ANCO €HTH) U MEpPKH 32 BB3CTAHOBABAHE HA
XEMOAMHAMIYHATE CTaGHIHOCT, BKIKOYUTENHO NPANOXKEHIE HA anda,-adpeHeprirHy arOHACTH WIH
anruoTersyH I (ARTHOTEH3HHAMYN). PAMENDHIAT, BKTHBHHAT MerabonHT Ha paMHNpu, ce
oTCTpaHABA Cabo 0T 06I0TO KpBBOOGPAIIEHNE UPE3 XEMOAHAIA3A.

BB BpB3XKa C aMAOIHINY:
ONKTHT C AMNOAUIAH NPH TPEAHAMEPEHO IPEA03HpaHe Ipd Xopa & orpasHYeH.

Cumnmonri:

Heammqugte TaHHy 32 BMIORATKE NPEANIONAraT, e 3HaUHTe/THOTO Npeaosnpane Moxe fia JOBEAE B0
eKCLECHBHA NeprdepHa Ba3oAMNaTalHA i BEPOATHA pednexTopHa TaxHKapAHA. FiMa cnobnieny
Clyyau Ha H3pa3eHa W BEPOATHO NPOABDKUTENHA CHCTEMHA XHUMOTOHHA H A0 BKIIFOYMTENHO WOk C
daranes H3X0L.

Hexapnuoreuen GenonpobeH OTOK ce ¢BOGIIARA PALKO KATO MOCNSAULE OT PERO3HpaHe &
AMITOIMTINH, KOHTO MOXE Aa ce MpoABH CBC safapeHo Hayal1o Ha edexta (24-48 uaca cnen
NOrbIANe) ¥ [a H3KCKBA H3KYCTBEHA BEHTHIALINA. PaHBUTE peaHHMAlMOHHAY MEPKY (BKITFOHHTEINIHO
HATOBApBaHe C TEIHOCTH) 32 MOJNLPKAHE Ha nepdy3HATA ¥ ChPASIHUA aebut Morar Aa 6naar
yCKOpABAIIH HaAKTOPH.

Jeuenue:

K THHUYHO 3HAIHMATS XHIOTOHNAS, ThIKANIA ce Ha MPelo3NPAHE HA AMITONUITHH, H3MCKBA aKT

CHPAEYHO-CHIOBO NOLLBKAHE, BKIIOTHTENHO JeCTO NpoC/eAABAHE HA CHPACIHATA H X

{yHKUMS, TOBAMTAHE HA KpaliHUITE W BHUMAHHE MO OTHOLIECHME HA UHPKYRETOPHMA ée‘u
Lo

AUype3ara. :c1: 790




TIPWIOKEHHETO Ha BA3OKOHCTPHKTOP MOXKe A8 MOMOTHE 38 BH3ICTAHOBABAHE HA CLUOBHA TOHYC H
KPHBHOTO HANATAHE, AKO HAMA NPOTHBOMOKA3AHHS 32 NPHIOXKEHHETO My. VIHTPaBEHOIHOTO
TPHNOKEHHAE HA KATUHEB TIIOKOHAT MOXe 23 65e OT 1ON13A 32 IpeoioNsBaHe Ha edexTuTe oT
OnoKa[ATaA HA KAIIMEBHTE KAHANH.

CroMaiIHaTa npoMUBKa Moxke 1a Gnae OT 110133 8 HAKOH CNydau. TTpu 3npaey pobposonny €
RoKa3aHo, 9 ynoTpebaTa Ha aKTHBEH BLITICH RO 2 yaca CIes TPHICKEHHETO Ha aMIOAHITHH 16 mg
RoHIDKapa cTensuTa Ha abcopbinui HA aMIONHIHH. Toii KATO AMIOIHITHY Ce CRBP3BA B MOMAMA CTENICH
€ IPOTEHMHUTE, AYMAa BEPOATHOCT ANANM3ATA 13 6Bag 0T NMom3a.

5. OAPMAKOJOTHYHM CBOHCTBA
5.1 dapMakoAHHAMHYHH cBolicTBA

dapmakoTepanesTUIHa Ipyma: ACE umxuOuTODH 1 KANLHCBH aHTATOHHCTH
ATC xog: C09 BBO7

MexaunypM Ha NelicTBUE Ha PAMHAIIPUI;

PaMuIIpUNAT, AXTHRBHHAT METa0OMKT Ba TIPEANEKapCTEOTO paMunpi, HHXUOHpa eH3IAMa
vmenTHARKapGoKcuTenTuaasa | (CHAOHHME: AHMHOTEH3UH-KOHBEPTHPALI CHIHM, xumunasa II). B
[UTA3MATa H THKAHHTE TO3H ¢H3INM KaTanW3upa NPeBPLIIAHeTO HA AHMMOTEHIHH I B akTHBHOTO
Ba30KOHCTPHKTOPHO BENIECTRO AHIHOTEH3INH II, KAKTO H pasrpaxiaHeTo Ha aKTHBHMA BA3ONHIATATOP
GpanuxuauE. TlonmkeHoTo 06palyBaHe Ha AHTHOTCHIHH 11 1 uExROHPAHETO HA PA3FPAKAAHCTO HA
6panuKHHAKA BOIT N0 BA3OIHNATALHA.

Talt kKaTo anTHoTeR3MH [ CTHMYRHpa CBLI0 H 0cB0GOKAARAHETO HA ATNOCTOPOR, paMunpunar
TIPENU3BHKEA HAMANCHIE Ha CEeKPEeLHATa Ha 2110CTCPOH. CpemHOCTATHCTHYECKH, TOBNUABAHETO OT
moncrepams ¢ ACE HEXHGHTOP € [io-C1a00 NIPH YEPHOKOKH (adppo-kapnbeka paca) XUMEPTEHIUBHN
naprenTs (00MKHOBEHO XHIIEPTEH3}BHA NOMYJIAUMA C HICBK PEHHH) OTKOKOTO NPH HETEPHOKOKH
[IALHEHTH,

DapmakoauHaMKuHY ehekTi

TIpunoKeHHETO Ha PaMUATDIN NPEIHIBHKBA H3PA3CHO NOHIKABANE HA nepuepraTa apTepHaIHa
pesuctenTHOCT. OGMKHOBEHO HAMA 3HARHTENHN NPOMCHH B 6B0pesHusA KPBBOTOK M CKOPOCTTA HA
rnomepynna durrpannd. TIpAROKEHUETO HA PAMATIPHN OPK NAUHCHTH & XHNEPTORNS BOIY N0
HOHIKEHHE Ha KPSBHOTO HANATAHE B NETHANO U H3NPABEHO MONOMKOHHE, fie3 XOMIIEHCATOPHO
MOBHIIEHHNE Ha CHPASYHATA BECTOTA.

TIpH NOBEYETO NAIMSHTH HAYANOTO HA aHTHXHIEPTEHIMBREIA eeKT Ha SMHMYHA 032 Ce NMpOABABA 1
0 2 4aca clief NEPOPaTHO NpMIoKeHe. MakCHMATHHST edieKT Ha eQWHIYHA 11033 OGUKHOBEHO Ce
AocTETa 3 710 6 4aca Cel NepoPaIHO NPUIOKEHHE. AHTHXUNCPTEH3HBHUAT edexT Ha enuHMYHA N032
0GUKHOBEHO NPOABIKaBa 24 yaca.

MAaKCHMANHRAT AHTUXHNSPTCHIUBEH ¢EKT HA MPONBKHTENHO JIEUCHHE ¢ PAMANPILL OOHKHOBEHO €&
npossasa cnea 3 1o 4 cenmuuy. Jokasano e, e AHTUXMIIEPTEH3UBHUAT eeKT ce NonABpKa MpH
apIroTpalina Tepanui, NpoabnKanania 2 TONUHH.

Pa3K0TO TIpEYCTAHOBABAHE Ha PAMHIIPHMIT HE BOIH 10 GBP30 1 IPEKOMEPHO ,,rebound™ MOBRINABAHE HA
KPBBHOTO HANATAHE.

Jpe ToNeMH PaHAOMU3HPAHN, KOHTPONIMPAHH KIHHA{HHA H3THTBRHHA (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial) 1 VA NEPHRON-D
(The Veterans Affairs Nephropathy it Diabetes)) npoy4upar ynotpebara Ha KOMOMHAIHMATA OT ACE
yrxnGuTop ¥ aurroTeHsuH I peuenTopeH Gnokep.

ONTARGET ¢ npoy4BaHe, NpoBEASHO NpH NAUMEHTH C anaMie3a 3a CHPACTHO-CHIOBO WK MO3BYHO-
CHLIOBO 3a00nABaNe HIH 32xaped JHabeT TMI 2 ¢ IAHHK 32 YBPERAAHS Ha e eKTOPHI op FA
NEPHRON-D e npoydBaHe IpH NAlMEHTH ChC 3aXapeH anaber Tun 2 1 AuabeTHa Hedpo




Tesn npoyuBaHKA He TOKA3IBAT IHATHM GTAronprATeH edext pEpXy GBOpeTHITE W/WIH CHPACHHO-
CBAOBHTE PE3YNTATH M CMBPTHOCT, & ce HAGMIo/aBa MOBHIICH PHCK 0T XHTepKanfeMus, OCTpO
yBpexagHe Ra GpOperTe /BN XUNOTOHWS B CpaBHEHNES C mosoTeparuAra. Kato ce BMaT MpeaByi
TexHHUTe N0ACGHHA dapMaKOFUBAMUTHY CBONCTRA, Te3U PE3yNTATH Ca IPHIOKUMH CBIIO H 38 OPYTHTE
ACE usxuburopu i asrroTen3kH 11 peuenTopsn GnokepH .

Topaay o84, ACE BHXHOUTOPHTE M RTHOTCHIHH 1} penerrropamTe GlOKEpH HE TpabBa noa ce
W3TIO/3BAT EHOBPEMEHHO TIPH NAUMEHTH ¢ AHabeTHa HeQpOnaTHA.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints) e
IIpOYHRANE, IPEAHA3HAYICHO [a W3CHe/BA NOJI3aTa OT noGaBAHETO HA ANHCKHPEH XbM CTAHAAPTHA
tepanus ¢ ACE #HXHOATOD ATH AHTHOTCHIUH 1l penenTopen Gnokep NpH MAUMEHTH CBC 3aXApEH
nuaber THI 2 ¥ XPOKHYHO G1OpetHo 326014B3HE, CHPASUHO-CHAORO sabonsBaHe HIH U HBETS.
TTpoy<BaneTo € TPeKPATeHo PAHO [OPaH NOBUILICH PHCK OT HEXCIAHHU nocneacTsud. Kakro
CITy4auTe Ha CHPHEHHO-CHI0BA CMBPT, TAKA H Ha HHCYIIT €4 GpoitHo ro-tecTu B rPYNaTa C ANMCKUPEH
OTKOJIKOTO B TpynaTa ¢ waneto, a HexenaH1Te CLOKTHA H CepHO3HMTE HeXenaHy ChOHTHA OT
CieUMaICH MHTEPEC {XHIMEPKATIMEMHA, XHIIOTOHHA 1 6L6peyia ARCRYHKIHA) ce CHODMIABAT TO-4eCTO
B rpynara ¢ aiHCKHpeH OTKOJIKOTO B rpynara ¢ wranebo.

MexaHu3bM Ha NEHCTBYE HA AMTOAHTHH:

AMIOIHIHH ¢ HAXHGHTOD Ha HEQIYKCa HA KAIUEBHTC fiony OT rpynaTa Ha JEXHAPONHAPHAXHUTE

(6110Kep Ha GABHUTE KAHANM WIH AHTATOHHCT HA KATITHEBHTE #ionu) ¥ MEXHEKPa TPaHCMEMOPAHHOTO

HasIA3aNe HA KaylIHeBH HOHA B CHPACUHATA H CHAOBATA I1aj(ka MyCKyIaTypa.

MexaHH3MBT HA AHTHXUNIEPTEHIUBHO ACHCTBAE HA AMIONUIIH C& ABIKH Ha IHPEKTHIA penaxcupal

eeKT BLPXY CHAOBATA [JIaAKA MyCKyIaTypa. ToUHRAT MEXAHHIHM, TIO KOHTO aMIoRumH 06/eKyaBa

CTEHOKApMATA HE € HANBAHQ H3ECHEH, HO AMJIOMIMUHE HAMANIBA o61I0TO HCXEMHYHO HATOBEPBAHE

NO CAeJHNTE ABA HAMHHA!

- AMIONMITHE AHNATHPA NepHQEPHATE APTEPHOIH H O TO3H HAYNH HaMAnABsa ofmoeTo
nepudepHO CHNPOTHBIIEHUE (cnemmaToBapBane), CpELy KOHTO ChPUETO paGotn. Tul karo
CbpAEYHATA 9eCTOTA OCTaBA CTabwiHa, ToBa oTOpeMeHsBaHE Ha ChPIETO HAMAJIABa
eHepruitHaTa KOHCYMAUMS B HY)KIUTE OT KHCIOPOZ Ha MMOKap/a.

- MexXaHH3MBT Ha AeHCTBHE H2 aMIONATIMH BEPOSTHO BXIIIOYRA CHULO U IHNATALMA HR OCHOBHITE
KOPORAPHH apTEPHH H KOPOHAPHH aPTEPHONH, KAKTO B HOPMATIHHTE, TaKka ¥ B HCXEMHAIHUTE
o6nacTi. Tasy MMNATAIMSA NOBHINARA NOCTABKATA HA KHCOPOZ 33 MHOKap/Ia [IPH NAHCHTH CBC
CIIAZHM HA KOPOHAPHHTE aprepuy (AHCHHA HA Prinzmetal #1# BAPHAHTHA CTEHOKAPAUA).

ITpu MAUMEHTH C XHITEPTOHHS MPUIOKEHHETO BEAHBH AHEBHO OCHIYpPABa KIHHIYHO 3HATHMO

NOHIDKeHHe Ha KPHBHOTO HAMMTAHE KakTo B JICTHANO, TAKA U B H3TPABCHO nooXEHAE Mpe3 LeHs

uRTepRan oT 24 yaca. Tlopany GaBHOTO HAYANO HA neliCTBHE, OCTPATA XHNOTOHU He € XapaKTepHa 3a

MPHIOKEHHETO HA AMJIOTHITHH.

TTpH NaUMEHTH ChC CTEHOKAPIHA MPHAOKEHHETO Ha AMJIONANHEH BEAHEXK JHEBHO YBENUIaBa O0IIOTO

BpeMe Ha PU3UTECKO HATOBApBaHe, BPEMETO 110 HAYAI0TO Ha CTeHOKAPASH NPUCTHI1 U BPEMETO 0

menpecus Ha ST-cerMenTa ¢ | mm 1 RaMansBa kakTo HecroTara Ha CTEHOKSPAHM FIPHCTEIN, TaKa H

npreMa Ha Ta0aeTKa MHLEPHN TPHHUTPAT.

AMIIOTHITHE He € CBHP3aH C HAKAKBH MCTa0ONMTHU HEKEIaHH edheKTH Wi IPOMEHH B ILIQIMEHATE

JIUMELK ¥ & TOAXOAMI 33 YToTpeba NpH NAUMEHTH C aCTMA, mmabeT 1 noparpa.

Hayuenmu ¢ ucxeMuuna 6onecm Ha Copyemo (HBC):
E(exTHBHOCTTA HA AMJIONHITHH 32 NPENIOTBPATABAHE Ha KIIHHIHI cL6BTHA TIPH NALMEHTH ©
scxeMmuHa Gonect na cepueto (MBC) e olieHeHa B 6[HO He3aBUCHMO, MHEOTOLEHTPOBO,
paspOMU3NpaHo, ABOHHOCIATO, 1NaLe60-KOHTPONMPANO TIPoyYBaHe NpH 1 997 nauyeHTH -
Comparison of Amlodipine vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Tesu
nAauMesTE 663 ca JTeKyBaHu ¢ awTormks 5-10 mg, 673 GoiHy ca NekyBaHk enananpun 10-20 mg, a
655 NAIMEHTH ca AEKyBarH ¢ mianeGo B AOMBIHSHAE KEM CTAHA2PTHATA TEPAlIN ¢EC cTaTuHy, Oera-
HROKepY, ANYPETUIIA i ACIIHPHH B IPOABIDKCHNE HA 2 romumy. OCHOBHHTE Pe3yNTaTH 33 erKacHocT
ca npeacraseny B Tabmmua 1. PesynraTure NOKa3sar, 1e NEYEHHETO ¢ AMAOIHIIHH € CBh -
MANKO XOCITHTATH3AMAN NOPANH CTSHOKApAHA ¥ NPOLE/yPY 33 PeRacKyNapH3alis p
HBC.




Tabnuua 1. HecToTa HA JHAYHMHTE KIUHUTHE crbarusn or CAMELOT

UYecToTa Ha CHpISYHO-CHIOBH CHOMTHY, 6p. (%) AMWIOEANME CNp. wianeto
Knvuasu cpGHTH Amnoguns | [Tnanebo | Enananpun Koedpwuuent p-

Ba pucka (95% | cTotHOCT

)

Msperasa kpaiira TOYKa
Hekenanu ¢EpACHHO-CHIOBH 110(16,6) |151 136 (20,2} |0,69 (0,54- 0,003
crbuTHs (23,1) 0,88)
OraeatR KOMIOHEHTH
KopoHapHa pesackynapusaiws |78 (11,8) 103 95 (14,1) 10,73 (0,54- 0,03
XocnuTany3ams nopagu 51(7.7) (15,7 86 (12,8) {0,98) 0,002
CTEHOKApIHSA 14 (2,1) 84 (12,8) |11 (1,6) 0,58 (0,41- 0,37
Hedaranes MU 6 (0,9) 1929 [8(1L2) 0,82) 0,15
Wncysr win THA 5(0,8) 12(1,8) 150,79 0,73 (0,37- 0,27
Cupag4HO-CLAO0BA CMBDPT 3(0,5) 2(0,3) 4 (0,6) 1,46) 0,46
Xocrmaranwsauma mopans 3CH 10 5(0,8) 1(0,1) 0,50 (0,19~ 0,04
TIpexHBAH CHPAEYHA apECT 5(0,8) 4(0,6) 8(1,2) 1,32) 0,24
HogonoABH/I0 ce nepAdepHo 2(0,3) 2,46 (0,48-
cbaoBo 3abongBaHe 12,7)

0,59 (0,14-

247)

NA

2,6 (0,50-13,4)

Crxpamenns: 3CH, sacrolina chpnedna HepocTaTsunocT; JH, AoBEpATENCH HHTCPBAT, MH,
muoxapaeH uudapkt; THA, TPaHINTOPHY HCXEMUYHH aTakH,

ViompeBa npu nayuenmu cve CopoewHa HEDOCMAMBYHOCHY

XeMONHHAMUYHY IPOYYBEHHA H KOHTPOIUDPAHH KITHHHYHK U3THTBAHIA C JH3YeECcKO HATOBAPBAHE
TIpH MAUMEeHTH CBC ChPAE'HA HEAOCTATHIHOCT KAk II-IV no NYHA noka3par, 4€¢ aMIOJANIIHH HE
BOMH B0 KIMHWYHO BIICLIABAHE, OUEHEHO Ypea NOHOCHMOCTTA KbM {uzudecko HATOBAPBAHE,
JIeROKaMEpHATA PPaKUMA HA HITNACKBAHE ¥ KITHHAIHATA CHMIITOMATHLA.

Easo mnanefo-KOHTPOINHPAHO NPOYHBaHe (PRAISE), npeinasHAYEHO 38 OLCHKa HA NAIMENTH CbC
CHpASUHA HENOCTATHYHOCT Kiac UI-IV no NYHA, noifyuaBatid JHTOKCHH, JIYypeTHIH 1 ACE
MHXUGHTOPH, NOKA3BA, 1€ AMIOMUITAH He BOAH 110 MOBHILCHHE Ha PACKA OT CMBPTHOCT MIIH
KOMOGWHHpaHa CMBPTHOCT i 3a00NeBacMOCT OT CPALIHA HEeNOCTATHEIHOCT,

B efHO NpocnensBallc, IRIroCPosHo, nmnaneGo-xonTponHpano npoyusane (PRAISE-2) na
AMJTONANMH TIPH HALHEHTH CBC ChPALYHA HENOCTATHYHOCT KIAc 11 u IV o NYHA 6e3 KnuHHHE
CUMITTOMH M1 OGEKTHBHH HAXOMKH 32 RE3MOXHA WIH HATAYHA HCXCMH'HA Gonect Ha CBPLETO,
siekysanH cue crabunsn 1o3u ACE MHXUGHTODH, MATHTATHC ¥ ANy PETALM, AMIOIHNNH HAMA edext
BLpXy O6IIATA CHPAETHO-CHA0BA CMBPTHOCT. B chinata nomyais NPUIoKEHHETO Ka AMTOZHIINE €
CBEP3aHO C 1oseye Cro0IeHHs 33 Genonpoben OTOK.

Krunuuno usnumeane 3a npo@uiaKmusHO Re4eHue Ka CopoeHer npucnsh (ALLHAT):

TIpOBEAEHO € €HO PAHNOMU3HPAHO NBOHHOCHATIO APOYIBARE, olleHABalIO 3a00neBaEMOCTTa
CMBPTHOCTTA, HAPEIEHO ,,KITHHHIHO H3NHTBAHE Ha AHTHXMIICPTEH3HBHO 1 IHIMAONIOHIAKABAILO
[ieueHHE 33 MPOPUITAKTHKA Ha CHPAEUeH NPHCTEN" (Antihypertensive and Lipid-Lowering Treatment
to Prevent Heart Attack Trial (ALLHAT), 3a CpaBHARAHE Ha [0-HOBUTE TIeKapCTBEHH TEPAITHI:
amtomrmH 2,5-10 mg/nes (Kaniues AHTATOHMCT) Wik JismHonprn 10-40 mg/ned (ACE
KaTO TEpAITHH OT THPBA JIMHHA CIPAMO ICYEHHE C THASHIHHUA Ky PCTHR XTOPTATUACH
TIDH JIeXa 10 YMEPEHa XHIePTOHMA.




O6mo 33 357 XUNepTCHINEHA NAUHCHTH Ha Bh3pacT 55 rofuHy MAH NO-BE3PAcTHH Ca
paHAOMH3HPAHK M POCNENFBANY B TIPOALIKERYE Ha CPEAHO 4,9 roXHHH. [MaumenTure HMaT HAl-
MAJIKO eIHE SONBIHATENeH PUCKOB (akTop 32 WBC, BKMOYHTENHO NPeKapal MEOKApACH undapkr
I RECYNT > 6 Mecelia MpeAil BKOIBAHETO B TNIPOY4BAHETO il AOKYMEHTHPAHA Ipyra
ATEPOCKIEPOTHYRE KOPOHAPHA CHIO0BA Gomect (06mo 51,5%), Auaber il 2 (36,1%), HDL-C <

35 mg/dL (11,6%), nepoKaMepHa XunepTpodud, HATHOCTHIMPAHA 9pes effeXTPOKapIEorpamMa Wi
exokapxrorpadus (20,9%), TIOTIOHOMYIICHE B RACTONIIMA MOMEHT (21,9%).

[TspBH4HATA Kpaiitia TOYKa € ChCTABHA OT daranna VUBC na nedaranes MHOKapACH nadapkr. Hama
AHAYMMA PATHKE B TbPBHYHATA Kpaiina TOUka MENLY TEpANMATA ¢ AMIOMIHH X XIOPTAIHIOH: RR
0,98 (95% JTA(06,90-1,07) p=0,65). Cpen BTOPHYHHTE KpalHU TOUKH “eCTOoTars Ha ChpOCTHA
HeZOCTATHUHOCT (KOMIOHEHT OT CHCTABHATA KOMOVMHHEpPaHA CEPHEYHO-CHAOBA Kpalida TouKa) e
AHATUMO TIO-BACOKA B TPYMATA C AMJIONMIVH B CPABHEHUE C IPYTIaTa & xnopraniaoH (10,2% crpamo
1,7%, RR 1,38, (95% JU {1 ,25-1,52] p<0,001)). Hama obase 3naiMa pasiuka B CMBPTHOCTTR 110
BCAKAKBH TPHEHHH MEXTY TEPaNiATa ¢ aMAOIHANIH 1 TeparnuATa ¢ XIOPTAIHACH, RR 0,96 (95% U
[0,89-1,02] p=0,20).

Hedugmpuuna nonyaayun

Bes gp3ka ¢ pamunpun

B enxo paHIOMU3IHPAHO, ABOHHOCAANIO KNKHHIHO NpOyYRaHe C Y4aCTHETO Ha 244 nen¥aTpHIHN
NAlKEeHTH ¢ Xureprosut (73% eceHnMaria XHIIEpPTOHAA) HA BE3PacT OT 6-16 rogHAN TIALKEHTHTS
TIOyYABAT HUCKA, CPETHA WIH BUCOKA 11032 paMAIpIA 48 OCTHTANE HA IUTA3MEHA KOHUEHTPALHH Ha
pPEMHNPHUIAT, CHOTRETCTBAIIHN Ha NO30BKTE TPAHHI npH BB3pacTHy oT 1,25 mg, 5 mg n 20 mg B3
oCHOB3 Fa TesecHoTo Terno. Crex 4 ConMHLA paMUIPIT € HeegeTHBEH IO OTHOWIEHHE Ha KpaliHaTa
70K 33 NIOHFUKABANE HA CHCTONUTHOTO KPHBHO HANAraHe, HO MOHHXARA AAACTONMMHOTO KPBBHO
wansrade B HAB-BACOKATA fo3a. KakTo che cpenHaTa, Taka H ¢ BUCOKATA 71032 Ha PAMUTIPHA C&
{TOCTHI2 3HaYUMO NOHWKEHAE M HA CHCTOIHTHOTO, M HA IMACTONMYHOTO KPHBHO HAATaHe TpH Aena
HOTEBPACHA XHIEPTOHHUA.

Tosn ediexT He ce HabMOaBA NIPH 4-CeIMIHTHO, PaHZOMU3HPAHO, ABOHHOC/ANO HPOYHBAHE C
eckanauEd Ha 10347 IpH 218 NeTHaTPHSHY NAUMEHTH HA BE3pAcT 0T 6-16 romaHu (75% eceHunanta
XMTIEPTOHRA), KBAETO H AHACTONKUKOTO, H CHCTONHTROTO KPBBHO HANATARE MOKA3BAT CKPOMEH
rebound” eeKT, HO HE  CTATHCTHIECKH JHAMAMO BpBINAHE KBM H3XOAHOTO HMBO TPH BCHIIUTE TPH
JO30BH AUBA, TECTBAHH MIPH HHCKA 1032 (0,625 mg - 2,5 mg), cpeaHa nosa (2,5 mg - 10 mg) HAH
BHCOKa 032 (5 mg — 20 mg) paMHIIPHA BE3 OCHOBA Ha TEINIOTO. PaMsIpWi HE TI0KA3BA THHEHH
RABACHMOCT OT A03aTa B pOy4YBaHaTa NeAHATPHIHA NOTy Naltil.

B app3Ixa ¢ aMAOOUNUH

B es0 NpoyTRaHe ¢ yMAacTHETO Ha 268 feua Ha BB3pacT OT 6-17 TofMHYA ¢ IPSAUMHO BTOPHHHA
XuNIepTOHRVA CPaBHEHHETO Ha 033 OT 2,5 mg ¥ gosa or 5,0 mg amonunyH ¢ nnanebo nokasga, ue
JBeTe JO3H NOHIDKABAT CHCTONMMHOTO KPBBHO HANATAHE 3HAYAMO TI0BeYe oT Iiauefo, Pazmkara
MEKIY JBeTe 03K He ¢ CTATHCTHIECKH 3HAHMA.

JsirocpouHnTe eheKTH Ha aMITONMITHE BHPXY pactexa, mybepreTa ¥ 06IIOTO pasBuTAS HE ca
npoyusand. JIsnrocpoyHata edUKacHOCT KA aMJOXAMHH pH TepanuA B ASTCKAaTa BB3pacT 3a
HAMANABAHG HA CHPAECYHO-CHAOBATA 32GONEBASMOCT 1 CMBPTHOCTTE B 3psana BB3PACT CHUIOC HE €
yCTaHOBEHA.
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Bv6 epv3Ka ¢ paMunpul
AGcopbuus

CneJ| NEPOPATHO TPHIOKEHHE PAMHIIPIL 6Bp30 ce abcopbupa 0T CTOMAIIHO-4PEBHIA TPAKT:
MAKCUMEATHH TIa3MEHH KOHUEHTPALMY Ha PAMUNPHII C& ZOCTHIaT B paMKJTe Ha efuH qac. Be3
OCHOBA Ha BB3CTAHOBABAHETO B ypPHHATA, CTENEHTA HA abcopbups € Hai-Manko 56% u He ce MORTHABA
3HAYMMO OT HAIWMYMETO Ha XPAHE B CTOMAIIHO-9PSBHIA TPAKT. BHOHATMYHOCTTA HA aKTHB
METAGONAT PAMHITPIIAT ClieAl IEPOPAITHO NPHIOKEHAE HA 2,5 mg ¥ 5 mg paMuITpin




MakCHMATHY TDT23MEHH KOHUSHTPALIH HA PaMHNpPWIAT, SAMHCTECHHAT AKTHBOH MeTalOoNHT Ha
PAMEIIPHI, C€ ZOCTHIAT 2-4 Haca ciejl PUeMa Ha PAMUIIPHIL. PaBHOBECHHTE [U1A3MEHH KOHLEHTpallnH
HA PAMHIIPARAT c/le NPHIOXKEHHE BENHEXK NHEBHO HA oGHYAHATE HO3H PAMUIIPHI & ZOCTHIAT CIEN
OKOIIO YeTHpPH AHH Ha JIeYeHHE.

Pasnpenenenve
CEBBP3BAHETO CHC CEPYMHHUTE IPOTEHH Ha PaMHApHI & oxono 73%, a wa paMunpHaaT — OKON0 56%.

Buo chopM _
Pamunpin ce Merafonu3upa MouTH HAITBIHO 10 PAMMIIPHIAT H A0 RHKETONHOEPasnHOB ecrep,
OUKETONHIEPaIHHOBA KUCENHA H ITIOKYPOEUIHTE Ha PaMHTIPH ¥ PAMHNPRIAT.

EnuMuHHpaHe

EKCKpELRATA HA METAGONIHTHTE € NPERHMHO 6phpeuna.

TlnasMeHuTe KOHUEHTPALMK Ha PAMHIPHIAT C€ NOHIKABAT rionw$azno. [opayy MOITHOTO MY
HacHmamo cep3sane ¢ ACE i 6aBHOTO IHCOLMHUPAHE OT EH3YMA, PAMHIIPHIAT T0Ka3Ba YABIDKEHA
TepMAHATHA THMHHALMONHA (ha3a IPH MHOTO HHOKH Ta3MEHH KOHLGHTPAIMH.

Cnen MHOTOKPATHO TIPISIOKEHHE Ha PAMUNPUI BEAHEK AHOBHO e()eKTUBHHAT TIOAYKUBOT HA
pamunpunar € 13-17 yaca nipk 1034 OT 5-10 mg | MO-TIPOSBIKUTE/ICH TIPH MO~HHCKHTE NO3H 1,25-
2,5 mg. Ta3u pasinKa ¢ CBEP3ANA C HACHIATINS O KaTlalwTeT Ha eH3KMA 3a CBBP3BaRe C
paMUIpPHTIAT.

Kxzpmene:

Enpa eansokpaTHa EPOpaiHa 2033 PaMANDHAT 0T 10 mg He BOAH N0 WIMEPHMO HHBO B KbpMAaTa.
BEdeKTsT npH MAOTOKPATHO MPHIOKEHHE oBaye e HEW3BECTCH.

Hayuenmu ¢ Gv6peuno yepescdane (ic. MOYKa 4.2)

B56peunaTa eKCKPELs Ha PAMUIIPHIIAT € HaMayICHA pH naupeHTy ¢ yspenena Gu6pedna QYHKINA K
G56peTHHAT KIHPHHC Ha PAMUNPATIAT € NPOTOPLYOHANCH Ha KPEAaTHRHHOBHA KIHpBHC. ToBA BOMK 0
[OBHINEHH TIa3MeHN KOHUEHTPAUWH Ha PAMHIPHNAT, KOUTO HaMATABAT o-6aBHo OTKONXOTO NPH
nUua ¢ HopManya 60peta QyHKIHA.

Hayuernmu ¢ uepHodpobro yepexcoare (B mosKa 4.2)

Tpr nalAEHTHTE C YBpeAeHa qeprofpobHa GyHKIMA MeTabONMIMBET Ha paMHNPHIL X0 paMATIPHITAT €
safanen Nopaal HAMaEHaTa AKTHBHOCT Ha qepHORPOOHHTE €CTEPa3n, A INIAIMEHUTe HHBA Ha
PAMUTPILT TIPY TE3W TIALMEHTH C8 TIOBUIMCHH. MaxcHMaTHMTS XOHIEeHTPALVH HA PAMATIPHIAT Npu
Te3H NALHeHTH 06ade He Ce PANTHYABAT OT Te3H, HAl/GONABAHH IPH NALA C HOPMATIHA uepHOApoOHa
dyHKIHS.

Teduampunna nonyaayus

DapMaKOKMHETHHHUAT NPOGILT HA PAMUTIPIT € TIPOYiCH pH 30 neAUaTpHHN XHIIEPTEHIHBHY
HAUMeNTH Ha Bu3pacT 2-16 roguny ¢ Terno > 10 kg. Cnexl nosH oT 0,05 mo 0,2 mg/kg paMHIIpHI
630 K EKCTEH3MBHO ce MeTabonH3Hpa 10 PAMHIPHNIAT. MaxcUMaTHH Ta3MEHH KOHUCHTPALHH HA
PaMHUIPHIAT CE NOCTHTAT B PAMKHTE Ha 2-3 qaca. KIHpBHCHT HA PAMHTIPUIIAT KOPENHPA B rofiAMa
CTeTes ¢ JIOrapyTEMAa Ha TeecHoTo Terno (p<0,01) kakTo 1 ¢ 03212 (p<0,001). KMMpBRCHT 4 0GeMBT
Ha pasnpelieNieHye Ce TIOBHINABAT C YBEIMYABAHE HA BE3PACTTd HA JleraTa 3a BeAKa 103084 rpyna.

C nosa or 0,05 mg/kg 1pyt Aela c& NOCTUraT HHBA Ha EKCIO3HIMA, CPABHHMH © T34 NpU
BE3PACTHHTE, IEKYBAHH C PAMUNDILI 5 mg, Jozata or 0,2 mg/kg npu fela BOAH [0 HIBA HA
EKCTIO3MIMS T0-BHCOKH OT MAaKCHMAITHATA MPETIOPLYUTENHA 11033 0T 10 mg Ha ACH Py BBIPACTHATE.

B épu3ka ¢ aMAGOUNUR
Abcopbums:

Crie NepopaIHO IPHIOKECHUE aMIOHIKH C& pesopbupa Aobpe 1 MAKCHMaTHa Na3MeHa
KOWLEHTpALA CE IOCTHTa Meway 6-12 vaca. Oueussa ce, 4e abconmoTHaTa GHOHANHMHOCT €
64-80%. BHOHANMYHOCTTA HA AMIOMMIKH HE Ce TIPOMEHS MPH HUIHIRETO HA Xpata.




Pazmpeenenite:

OGeMbT Ha pasnpeaencHue ¢ okoo 21 Vkg. Iprbmusurento 97% 0T IMPKY THPAIIOTO A€KapCTBO €
CBBP3aHO C TWIaIMeHuTe npoTenHy. PapHOBECHUTE [IASMCHA HABA HA AMJTOTHIIHH C& JOCTHTAT Cneq 7
1o § IHY OpU IPAIOKEHHE B NOCICA0BATENHH THH.

Brorpanchopmanis/enHMHHAPIHE: _

AMnonunuH ce MeTaGoNu3upa B 3HAYMTENHE CTENIEH 10 HEAKTHBHH MerabGomaTy Upes ueproupoben
MeTaGonu3EM, Karo 10% oT H3XOQHOTO CheMHeHYE X 60% OT MeTaGONUTHTE C& EKCKPETHPAT B
yprHata. ENUMHHMPAHETO OT MAE3MATE & GHbaIHO, KATO TEPMUHANNUAT STHMHHAIHCHEH [OMYHUBOT
¢ okouno 30-50 uaca.

Croeimaany noiyjanis

Yeprodpobro yapeacoane:

ViMa MHOTO OrpaHHYCHH KIHHITHH JAHHH 33 IPRICKEHASTO HA AMIOZMIHH TIPH [ANHCHTH c
aeproapofro yepexaane. IlanvesTuTe C YepHOAPOOHA HEJOCTATEIHOCT MMAT NOHWKEH KITMPEHC Ha
AMJIOIATIHE, KOSTO BOM A0 NO-HPOZBUKHTENEH AOMYKABOT 1 yRENIMICHUE Ha AUCc¢
npubnusrrento 40-60%.

Hayuenmu 6 cmapyecka u3pacm.

BpeMeTo 3a JOCTUTAHE Ha MAKCHMATHY MIa3MEHH KOHLCHTPalH Ha aMJICAHNHH e NoXo0HO NpH
NALUMEHTHTE B CTAPYECKA BB3PACT U [0-MiIafiHTe HIA.

HimMa TeHIeHUAA 32 TOHKEHIE Ba KIMPLHCA HA aMJTOJIKITHE, KOCTO BO1M A0 ysemuueHne Ha AUC
Ha eNAMHMHAIHOKHYA NONYKABOT IIPH MAHEHTHTE B CTAPUECKa Bh3pacT. Venuuesnero va AUC B
e MUMHHAIMORNTSA TIOMyKABOT pY NAIMEHTHTE CHC 3ACTOHHA CHPAETHA HENOCTATHIHOCT ¢ cropen
OuaKBAHUATA 324 MMAMMEHTHTE OT NPOYYBaHATA Bh3PAcToRa rpyna.

Vnompeba npu deya

TTpoBenieHo & efHO NOMTYNANHOHHO @K npoyqsade Npy 74 XMNEPTEH3UBHA NSUA HA BE3PACT OT 1
Mecel 50 17 rogusn (34 NAUMEHTH HA RE3PACT OT 6 10 12 rogusy 4 28 nanyeHTH Ha wh3pact ot 13 mo
17 COXHHK), NONYHABAIIN AMIOKATTAH MEXAY 1,25 M 20 mg BeANEK WM J1Ba MeTH AxHesHo. [Ipy Jela
Ha BB3pAcT 0T 6 1o 12 rofMHK ¥ NPH KHOIH 0T 13~17 rogyHY THIHYHUAT DepopaneH KIMphHe
(CL/F) e cwotsetHO 22,5 H 27,4 L/hr ApH MoMYeTaTa ¥ ChOTBETHO 16,4 u 21,3 L/hr npn MoMAdETaTA.
Haf/monapasa e roJiaMa HETEPUHAMBIIYATHA BAPHAGHIIHOCT Ha EXONOUIAATA, CroGmennTe JaAHHK
TIpH Aleua Nox 6 TORKHH Ca OrPARHHIEHN.
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Bre 6priKa c paMunpun
VCTAHOBEHO €, Ye NPH MEPOPATHO IPUIMKEHNAS PAMUNPRI HAMA OCTPA TOKCHHHOCT IPH TPH3aH "
KY4eTa.

TipoyuBaENs ¢ XPORHUHO NEPOPANHO NPHIOKEHUS C2 NPOBSHEHH NPH WIBX0BE, KydeTa M MaliMyHu.
TIpM3nauy Ha POMERH B IUA3MEHUTE S/IEKTPOJIHTH H B KPEBHATA KapTHHA Ca OTKPHTH NPH TPHTE
BHAA.

KaTo uspa3s Ha GbapMakoIMHAMKHAHATA AKTHBHOCT Ha PAMHUIIPAIL C& oTOENMmBA H3PA3eHT YRENHIEBIE
Ha IOKCTARTIOMEpY/IaPHNASA ATAPAT pu KyYeTa i MAAMYHH pH AHEBHA 103 OT 250 mg/kg.
TLTbXORETE, KyUeTara i MaliMyHRTE NOHACAT JTHEBHM JO3W OT CHOTRCTHO 2, 2,5 u 8 mg/kg Be3 BpenHn
ederTi.

[TpoyyBauusTa 3a PEIPOAYKTHEHA TOKCHHOCT NIPH TLILXOBE, 3afiy 1 MEBAMYHH HE NOKA3BAT HUKAKBH
TepaTOreHHU CBOUCTBA. DEPTHINTETHT HE € YBPEACH HUTO NPH MEXKUTE, HITO IPH JKESHCKHTE
TUTHXOBE.

TIpUNOXKEHUETO Ha PAMUITPHIT Ha KEHCKM IUTEXOBE N0 BPEME HA deranuuA NIEPHOA W [Pe3 NEPHONA HA
KBbPMeHe MPEAH3BHKBA HEOOPATAMO ou6peuno yspeknane (AwiaTalia Ha GBOPEIHOTO IETEHYE) B
NOTOMCTBOTO NP NHEBHH 403H OT 50 mg/kg TeNecHo TerNo WiK NO-BUCOKK.

OB IHPHO WACTENBARE 32 MYTArCHHOCT C U3NO0I3BAHE Ha HAKONKO TECT CHOTEMHU He ycTa
33 MyTarcHHY WK FHOTOKCHYIHE CBONCTBA HA PAMMNIPHIL.




Heo6parumo GH0peuHo YBpexaaHe ¢ HabMOZABAHO MIPH MHOIG MIIAIH TUTBXOBE CITSE MPHIKEHA
eAHOKpATHA 1033 PAMHUINDHIL

Buveé epu3xa ¢ aMRoOuRUR

Penpodyikmusna moxcuHocm

PenponyKTUBHHTE NPOYIBAHHA 1IPH ILTEX0BE ¥ MHUIIKH NOKA3BaT nafaBAHe Ha JATATA 38 paxIaHe,
yB/DKeHa NPONBIKUTSNHOCT HA PAKAAHETO H IIOHIDKCHA KHIHeCTOCOOHOCT Ha MATTKATS ILTEXYETA
MIpH Bo3¥ NPHOMM3KTENHO 50 MHTH NO-BUCOKH OT MAKCHMATHATA NpPeOPEIATENHA 1033 IPH X0Pa,
H3I9MCNeHa BE3 oCHOBa Ha mg/ke.

Vepeocoane ka gepmunumema

Hsma edeKT bpXy (hepTuInTeTa Ha ITBX0BE, TPETUPARH ¢ aMAOXNINH {MEKKHTE ~ B IIPOABILKEHHE
Ha 64 nHW, 3 XeHcKWTe 14 ZHH npeay 1(TOCBAHETO) TIPH A03H A0 10 mg/kg/nex (8 nuTH* Han
MaxXCHMATHATA NPENOPHYMTENNA 034 IPH X0pa oT 10 mg, HITUCIeHA Ha 6asa mg/m?). B apyro
NpoydBaHE, B KOETO MEXKH INIPXOBE CA TPETUPAHH C AMIIOIUITHI Gesunar B npodLLKeHNE Ha 30 IHA
¢ 7033, CPABHUMA C /103874 MPH XOP3, H3YHCIIEHA BB3 OCHORA HA mg/kg, € YCTRHOBEHO NOHITKEHO
[LTA3MEHO HABO Ha (ONMKYIOCTAMYTAPAILYS XOPMOH ¥ TECTOCTEPOHA, KAKTO 1 MOHIMKEHA IWIBTHOCT
HA CIepMATa i HaManeH Gpoli 3penH CHEPMATHIM U CEPTONNCEH KICTKH.

Kanyepozenesa, mymazenesa

TLTBX0BE ¥ MHIUKY, TDETHPAHH C AMITOZKIINH B ZHETATA B IIPONBIKCHHE HA 1R FOMHY B
KOHUCHTPALMH, HIFHCIEHH Taka, Y€ 13 OCUIypPAT AHCBAU HHBA Ha zo3upane 01 0,5, 1,25 1

2,5 mg/kg/aen, He NOKA3IBAT ZAHHH 38 KAHUEPOTeHHOCT. Haii-Bucoxara no3a (pH MBIIKATE — OAM3KY
[0, & NpH IYBX0BETE B METHY HAZl MAKCUMATHATA NPENOpsTHTCIHA KIHHMMHA Ko3a o1 10 mg,
u3avcieHa na 6aza mg/m?) ¢ Gu3xka N0 MAKCHMANHATA TOHOCHMA 1032 38 MHIUKH, HO HO # 3a
TIBXOBE.

TTpoydIBaHKATa 38 MYTaTeHROCT HE [IOKA3RAT CBLP3aHH C IEKAPCTBOTO e(exTH HUTO HA TEHHO, HHTO
Ha XPOMO3OMHO HHBO,

* B3 OCHOBA HA TETNO HA naumeHTHte ot 50 kg.

6. @OAPMALEBTUYHM JAHHH
6.1 CHna¢hR HA NOMOUTHHTE BEMECTBA

CLOLpIMO HA KANCYIIATS:
Llenyno3a, MEKPOKPHCTANHA
Xunpomenoza
Kpocriosuzon (Tun B)
Cmuuepon audexeHat

Kancyaxa o6sHpKa:

Kenarun

Turanos aroxeun (E171)

Mupauro kapmut (E132) (mpucsersa caMo B KOHUEHTPAUMHTE 5 mg/5 mg, 5 mg/10 mg, 10 mg/10 mg).
6.2 HecuBMecTHMOCTH

HenpunoxuMo,

63 CpoK Ha rognocT

2 rogwHu




6.4 CpeynaiHE YCIOBHY HA CHXPAHCHRE
Jia ce chxpaHsipa non 25°C.
6.5 BngH chIbpKAHHE HA ONAKOBKATA

BamcTepHO GOMHG OT aryMuEIEY/OPA/anymusut/PVC.
78 mnu 30 Karncynn B KapToHeHa KyTHAL

He RCHUKH BHIOBE ONAKOBKH MOTaT 1A Gpnat NycHaTH B fpoaaxba.

6.6 CrhennajHu NpeANA3ZHH MEDPKH NPH H3XBLp/AHE

Hensno/I3BaHAAT IEKAPCTBEH NPOXYKT HITH OTHARETHATE MaTteprany ot Hero TpAbaa za ce MIXPHPIAT
B CHOTRETCTBHE C MECTHHTE MIHCKBAHWIL

7. HPATEXKATEJ] HA PA3IPEIIEHMETO 3A YIIOTPEEA

Zaktady Farmaceutyczne POLPHARMA S.A,

ul. Pelplinska 19, 83-200 Starogard Gdafiski

Monma

8. HOMEP(A)HA PA3PEUIEHHETO 3A YIIOTPEBA

Tlonnpam 5 mg/S mg ~ Per. Ne 20160220

Monnpam 10 mg/5 mg — Per. Ne 20160222
Tlonmpam 10 mg/10 mg — Per. Ne 20160223

9. JATAHANIOBFPBO PAIPEHIABAHE/MOTHOBABAHE HA PAIPEHIEHMETO 3A
YIOTPEBA

Jlara Ha MEPBO Pa3peIIaBAKC: 05.07.2016

JaTa Ha NOCHENHO TOAHOBABAHC: 24.06.2021

10. JATAHA AKTYAJNH3APAHE HA TEKCTA

Asryer 2022




