KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1.  MME HA JIEKAPCTBEHMS ITPOAYKT 2019008 o/ 8¢/ 83

Mmnaktun Jlyo 5 mg/5 mg TBbpAM Karcyiu

MUmnakrun Jlyo 10 mg/5 mg TBbpAM Kancyiu }\, P ’2 13 -12- 2025

Mmnakruu JIyo 10 mg/10 mg TBbpau Kancyu

Impactin Duo 5 mg/5 mg capsules, hard
Impactin Duo 10 mg/5 mg capsules, hard
Impactin Duo 10 mg/10 mg capsules, hard

2. KAYECTBEH U KOJIMMECTBEH CBCTAB

Mmnaktun Jlyo 5 mg/5 mg TBbpAM Kancyau: BCAKa KarcyJjia Cbabpxka 5 mg pamunpui (ramiplril) u
amuioaunuHoB 6e3unar (amlodipine besilate), ekBuBasieHTeH Ha S mg amyioaunuH (amlodpine).
Mmnaktun Jlyo 10 mg/5 mg TBbpau Kancy/nu: Beska kancysna ceabpxka 10 mg pamunpui (ramiplril) u
amuioaunuHoB 6e3mnar (amlodipine besilate), ekBuBaneHTeH Ha S mg amuioaunuH (amlodpine).
Mmnaxktud 10 mg/10 mg TBBpaM Kancyiau: Beska KancyJsa cbabpxka 10 mg pamunpun (ramiplril) u
amaoaunuHoB O0e3unar (amlodipine besilate), eksuBanenten Ha 10 mg amnoaunux (amlodpine).

3a MbJIHUA CHCTAB HA NMOMOIIHUTE BELIECTBA BHXKTE TO4YKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

I'Bbpaa kancyna

Mmnakrun J[yo 5 mg/5 mg TBbpAM XKEJIaTUHOBH KANCyJi, NpUbau3uTeHO 19 mm abiry, ¢ Henpo3pauHo
Karaue B pO30B LIBAT W Hernpo3pa4yHo 05710 Tsu10. ChabpiakaHWe Ha Karcyara: O WM noytH Os1 rpax.
HMmnakTuH Jlyo 10 mg/5 mg TBbp/aM KenaTUHHOBH KarcyJiv, npubansuresiHo 19 mm abiaru, ¢ Henpo3pavHo
Karaye B TbMHO PO30B LIBAT M HENpOo3pa4yHo 0510 Tas10. ChabpiKaHHe Ha KarncyJiarta: 051 WM noyTy Os
npax.

Mmnakrun Jlyo 10 mg/10 mg TBbp/AM KEJTAaTUHHOBH KariCcy/id, NpudM3uTenHo 19 mm ABJIry, ¢ Hernpo3payHo
Kariaye B KadsB UBAT U HENPO3pa4yHO 0510 Ta10. ChAbpiKaHHUE HA KarlcyJiaTta: OsJ1 WM 1oYTH Os1 mpax.

4. KJIUHUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA

JleyeHue Ha XUIIEPTOHUS TNPH Bb3PACTHH.

MmnakTun J{yo e nokasaH KkaTo 3aMecTUTE/IHA Teparnus 1pu O0JIHU C KPbBHO HaJIsraHe, aJleKBaTHO

KOHTPOJIMPAHO C aMJIOJIMITHH W PAMUIIPHUJI, [1a/IEHH €JHOBPEMEHHO B CBLUMTE J103H, HO 10/ (popmara Ha
OT/EJIHY JIEKapCTBa.

4.2 JIO3HpPOBKAa H HAYHH HA NPHJIOXKEHHE

Jlo3upoBKa

Umnaktun /lyo He TpsOBa aa ce vM3ros3sa 3a MbPBOHAYAIHO JIEYEHUE HA XUIEpTOHUATA. /[03aTa 3a BCska
cbCTaBKa TpsOBa /1a ce MHAWBUYAIU3UPA B CbOTBETCTBHE C MPOGHUiIa HA NMALIMEHTAa U KOHTPEAS KA HORS
HaJIaraHe. »

[10 OTHOLIEHHWE HA OTAEJIHUTE CbCTABKHU — PAMHUIIPHII U aMJIOJIMITHH U Bb3 OCHOBA Ha Tak
pexuM ce u3bupa cboTBeTHaTa pukcupaHa komouHauus Ha Umnaktun [lyo.




[IpenopwunTeNHaTa AHEBHA 032 € eJHa KarcyJja AHeBHOo. MakcHManHara AHEBHA /1034 € €/1HA KancyJia
10 mg/10 mg.

Cneyuannu nonyiayuu

Ilayuenmu ¢ 6vbpeuno yspeosicoane

3a 1a ce HaMepH OITTUMAJIHATa HavaJiHa M MOJabpiKallla Jo3a Mpy NaldeHTH ¢ HapylieHa 660peyHa
GyHKLUMs, A03aTA HA BCEKH NALMEHT TPAOBA J1a ce KOPUIrHpa HHIMBHAYAITHO, Ype3 OTAEIHO THTPHpaHe Ha
JO3WTE Ha aMJIOAKITMH U PAMHMITPUII.

JIHeBHaTa /032 paMHIIPII TIPH NalHeHTH ¢ OBOpeYHO yBpeakaaHe TpaOBa fa ce OCHOBaBa HA KpeaTHHHHOBHA

KITUPBHC.
[Tpu nauueHTH ¢ KpeaTHHKUHOB KIMpBHC 10-60 ml/min MakcHManHaTa AHEBHA 1033 paMHIIpHIL/
amitoXHmMHOB Oe3mnat € 5 mg/10 mg. He e HeoOxoauMo HaMangBaHe HA MaKCUMA/THATA AHEBHA /103a NPH
MalMEHTH ¢ KPEATHHUHOB KIMpBHC > 60 ml/min.

Pamunpui ce oraens cnabo npu guanu3a u 3aToBa TpabBa 1a ¢€ npuiara HAKOJKO Yaca el H3BbplliBaHe
HA JHaJM3a.

AMJIOIMIMH HE Ce OTIENA Ype3 AHai3a U 3aToBa TpAbBa Ja ce npwiara ¢ MOBHILIEHO BHUMAaHWE TPH
NAlMEHTH HA IHAH3A.

[To Bpeme Ha nedeHnero ¢ Umnaktun [{yo Tpsbea 1a ce MoHHTOpHpa OROpeyHaTa QyHKIMA H HUBOTO HA
Kauii B cepyma. B ciyuaii Ha BiouiaBaHe Ha ObOpeuHaTta ¢pyHkuus, npunaradeto Ha UmnakTun Jyo tpadsa
14 CE TIPEKHCHE H J1a Ce 3aMEeHH C OT/IeJIHHTE ChCTaBKM Ha KOMOUHALIMATA B ChOTBETHO KOPHTHPAHH 103M.

Hayuenmu ¢ wepnoopobro yspesicoare
Makcumanna AHEBHA 1032 OT 2,5 mg paMHIIPHIL.

Ilayuenmu 6 cmapvecka sv3pacm

[IpenoppuBa ce MOBUILIEHO BHUMAHUE, BKIFOUHTEHO NO-4ECTO NMPOCIeAABaHe Ha KPbBHOTO HAMAMAHE MPH
NalLHEHTH B CTapuecka Bb3pacT, ocobeHo Mpu MakcuManHara 103a Ha UmnaxTtue dyo 10 mg/10 mg, nopaau
[I0-TOJIEMHS PHCK OT HEXENAHH PeaKlHMH, 0COOEeHO MpKH MHOTO CTapH M ciabu nauuenty. HayanHara gosa
TpAOBa 712 Obe HUCKA MPH NaleHTH B CTAPYECKa Bb3pacT. Y BEIMUAaBaHETO HA Ao3aTa TpaOBa aa ce
W3BbPILUBA ¢ MOBUIICHO BHUMAaHHE.

Ieouampuvna nonyaayus
BezonacHoctTa ¥ edpuxacrocrra HA UmnaktuH Jlyo He € yctaHoBeHa nipu aeua. IlonactosweM nocreniure
JaHHH ca ONUCcaHH B TOYKH 4.8, 5.1, 5.2 1 5.3, HO HAMA NPENOPELKH 3a NO3UPOBKA.

HavyuH Ha npunoXeHHE

IIpenopbuBa ce UMnakTiH [{yo aa ce npuema exxeHEBHO, MO €QHO K ChLUO BpeMe. Tbi KaTo XpaHaTa He
noaugsa abcopbuuaTa Ha paMnpun H amyiogunuH, Umnakrun dyo Moxe na ce npHemMa He3aBUCHMO OT
XPaHEHETO.

4.3 IIpoTaBONOKA3ABHA

CBpBXYYBCTBHTEIHOCT KbM PaMHIIPHII, amnoaunuH, Apyrd ACE (aHrHoTeH3HH KOHBEPTHPALIH €H3HMH) -
HHXHOHTOPH, JUXHIPOITUPHIAKHOBH AEPHBATH, MM KbM HAKOM OT NOMOLIHATE BELECTBA, ONIUCAHU B
TO4Ka 6.1.

CBbp3aHH ¢ paMUNpUiI:
- PamMunpii He TpabRa Aa ce H3M0I3Ba ¢ ATUCKHPEH-ChABPKALLH JIEKAPCTBEHH POAYKTH 1P
anaber Wik ¢ yMEPEHO 10 Texkko ObOpedHO yBpexkaaHe (CKOPOCT Ha rJIoMepyHa puiTpaLl
(GFR) < 60 mlI/min/1,73 m?), k. Touku 4.5 u 5.1.

- CrirpTeTBaLIA YIIOTpeOa py Tepanus ¢be cakyOuTpun/Bancaprad. PamMmunpun/amnoannu
TpsAOBa 712 ce 3anouBa Mo-paHo oT 36 yaca cjez nocaeaHara 103a cakyOuTpw/BaicapTaH (

ToukH 4.4 n 4.5).



- AHaMHe3a 3a aHruoenem (HacneacTBeH, MAMONATHYCH WM BEB BPb3Ka ¢ IPEAX0KAALl AHTHOEAEM
npryurHeH oT ACE-HHXHOHTOPH WIH aHTaroHMCTH Ha aHrHoTeH3HH 1l peuernrropure).
- EkcTpakoprniopanHo fledeHHe, IIPH KOETO UMa KOHTAKT Ha KPBbBTA C €/1EKTOHEMaTHBHO 3apeAeHH

MOBBPXHOCTH (BX. TOUKA 4.5).

- 3HauWTENHA ABYCTpaHHA CTeHO3a Ha OLOpedHHUTE apTep1H WK CTEHO3a Ha ObOpeuHaTa apTepus npu
eHOCTpaHHO GyHKUHOHUMpall 6bOpek.

- BpeMeHHOCT BB BTOPH WIH TPETH TPUMECTBD (BxkK. Touka 4.4 1 4.6).

- XunoreH3ns WIH HeCTaOWTHA XeMOIMHAMHKA.

CBbp3aHu ¢ aMJIOJIHITHH:

- Texxka XUNMOTEH3UAL.

- lllok (BKIIOYHTENHO KapAHOT€HEH LLOK).

- OOCTpYKLHA Ha H3XO/JHHR TPAKT HA JIABAaTa Kamepa (Hamp. BUCOKA CTENEH Ha a0PTHA CTEHO3a).
- XeMOAMHAMHMYHO HecTaDWIHA ChpACYHA HEAOCTATBYHOCT CJiel OCThP HHGAPKT Ha MHOKapa.

4.4 Cnennaann npeaynpexacHus H Npeanaznd MepKH npu ynorpeda

[IpenopbuBa ce OBUIIIEHO BHUMAHHNE NPH NAUMEHTH, KOMTO €a JIeKyBaHHW €JHOBPEMEHHO C AUYPETHLMH, ThH
KaTO TE€3W MaLHeHTH MOrarT Aa ObAaT ¢ XHIOBOJAeMHUA W/WIH coneBH aedpuLMT. brbpedHaTa dyHkus 4
CEpYMHHAT Kauii TpaOBa Aa ce cnegsr.

CBbp3aHH ¢ pAMHIIPHI

Heouno baoxupane na cucmemama penun-anzuomenzun-aroocmepon (PAAC):

Hma nannu, ue eqnoBpeMenHaTa ynotpeba Ha ACE-unxuburopn, anrnorensuH Il peuenropau biaokepu vnn
ATUCKUPEH MMOBHILIABA PUCKA OT XHITOTOHHA, XHIEPKAIMEMHS U HaMa/IABaHe Ha OLOpeyHaTa PpyHKuuMA
(BxnoumTenHo ocTpa ObOpeuHa HepocTaThbuHOCT). [Iopaau ToBa He ce npenopb4Ba ABOMHO OJIOKHpaHe Ha
PAAC upe3s komOuHupaHaTa ynorpe6a Ha ACE-unxuburopu, anrnoreHsuH Il-peuentopan Onokepu wiy
AlTMCKHPEH (BX. TOYKH 4.5 1 5.1).

AKO ce npeueHH, Ye TepanuAaTa ¢ ABoiHO OokupaHe e abcomoTHO HeoOXxoanMa, TOBa TpsAOBa [1a CTaBa camo
noa HabmoaeHHETO Ha CIIEUHAIMCT W MPH Y€CTO BHUMAaTeAHO MOHHTOpHpaHe Ha 6b0peuHarTa (pyHKLuA,
EJIEKTPO/IMTHUTE H KPBBHOTO HAJIAraHe.

ACE-uuxubutopu 1 anruoteHsuH [I-peuentopHn 610kepH He TpgOBa a c€ M3MOI3BAT CAHOBPEMEHHO NIPH
NauxeHTH ¢ AuabeTHa HedponaTHs.

Cneyuannu nonyaayuu

bpemennocm:

[TpuembT Ha ACE-nHxuOuTOpH He TpabBa Aa ce 3anousa no speMe Ha OpemenHoct. [lauuentkure, kouTo
iaHupat 3abpemeHaBaHe, TpAOBa Ja IPEeMHUHAT HA JPYrO aHTHXHIICPTEH3UBHO JICUCHUE C YCTAHOBEH
npo¢uit Ha 6€30NacHOCT 110 BpeMe Ha OpeMEHHOCT, OCBEH aKO NPOABIXKABAHETO Ha JieueHueTo ¢ ACE-
HHXHOUTOPH HE CE CYMTA OT CHIIECTBEHO 3HaueHHe. [IpH ycTaHoBABade Ha SpeMeHHOCT, JeueHHeTo ¢ ACE-
MHXHONTOpH TpAOBa Aa Obae cripsAHO He3abaBHO H, aKO € YMECTHO, TpAOBa Aa Oble 3anoyHara anrTepHaTHBHA
Tepanus (BX. Touka 4.3 1 4.0).

Iayuenmu, uzrodcenu Ha 0cobeHO 8UCOK PUCK OM XUNOMEHIUNR
- [TaniMeHTH CBHC CHIHO aKTHBHPaHA PEHHH-aHTHOTEH3HH-ANIOCTEPOH CUCTEMA.

OCTpPO H3pa3eHO NMOHKKEHME HA KPbBHOTO HAATAHE M BiolIaBaHe Ha ObOpeunaTa GyHKL
nuxubupane Ha ACE, ocobeHo korato ACE-HHXHOHTOP WM CBLITbTCTBALL AHYPETHK CE
MbT WIK Clefl TbPBO NOBHILIEHUE HA J03aTa.

- e ‘ - ol ]
3HAUMUTENTHO AKTUBHPAHE HA PCHUH-AHIHOTEH3UH-ANAOCTEPOH CHCTEMATE TPAOBa 1a CADARE SV :
MEAMLMHCKO HA0MOAeHHE, B T.4. [TPOCeIIBaHe Ha KPHBHOTO HajArane, € HeoOX0aMMQ (DN EII I /
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- MAaUHEeHTH, ¢ TEXKA POopMAa Ha XUTTEPTOHHS;

- MALMEHTH ¢ IEKOMNEHCHpaHa 3aCTOMHA ChbpAeYHa HEAOCTAThYHOCT;

- MAUMEHTH ¢ XeMOAWHAMHYHO 3HAYHMO HAPYLICHHE HA JIEBOKAMEPHHA BXOXEH MIIH H3XOJIEH TPaKT
(Hamp. CTEHO3a Ha A0PTHATA WM MHUTPAJIHATa KJ1ana);

- NalMeHTH ¢ €IHOCTPaHHA CTeHO3a Ha ObOpeuHaTa apTepus U ¢ QyHKUHOHHpAL BTOPH O0B0pek;

- MALHEHTH, TP KOUTO MMa WITH MOXKE Jia ce Pa3BHe ASHHULMT Ha TEHHOCTH WITH CONH (BIUTIOUMTENTHO
MAUHEHTH Ha JHYPETHLH);

- MNAaLHMEHTH ¢ YepHOAPOOHA HMpO3a WK ACUMUT;

- MalMEeHTH, NOMJIOKEHU HA roiAMa XUPYPruyHa HHTEPBEHLIMA WK IOCTAaBEHH MO aHECTe3uS C
BELLECTBA, MPEAMIBUKBALLIN XUNMOTEH3UA.

Kato o011a Msapka ce npenopbuBa KOpeKUHa Ha 00€3BOHSBAHETO, XHIIOBONEMUATA WIH COJIEBUS AehHULIMT
{(MpH NaLMeHTH CbC ChpAeYHa HeJOCTAThYHOCT, 00aue, Ta3d MApKa TpAOBa BHUMATETHO 1 CE MpeLeHH
CIpAMO PUCKA OT 0OEMHO NPETOBapBAHE).

- [IpexonHa Wik NepCHCTHPALLA ChPACYHA HEJOCTATBYHOCT Clie] MHOKapAEH HHAapKT.

- [TaLiMeHTH, H3NI0XEHH HA PHUCK OT CbpAEYHA WIH MO3b4Y4HA HCXEMHS B Cy4ail Ha OCTPa XHUIIOTOHHA.
B HauanHaTta ¢a3a Ha NedyeHKe € HeOOXOAUMO CIeLIHATHO JIEKAPCKO HabMI0ICHHE.

ayuenmu 6 cmapuecka gv3pacm
Bx. Touka 4.2.

Xupypzuuna uHmepeesyun
[IpenopBLYHTENHO € IEYCHHETO C HHXUOUTOPH HAa AHI'HOTEH3HH-KOHBEPTHPALUMS CH3UM, KaTO PAMMIIPHI, 10
BH3MOXHOCT 12 c€ NMPEKHCBA €AUH ACH NpPEAH XHPYPrudHaTa HHTEPBEHLIHUA.

TIpocneossane na 6vbpeunama pynxyun

Ouenka Ha 6n0peuHaTa pyHKIMA TpAOBA 71a C€ MpaBH NMPEaH M M0 BPEME Ha JICUeHME, KaTo A03aTa TpadBa na
ce KOpHUIrupa, 0cobeHo npe3 MbpPBUTE CEAMMLH OT JieueHUeTo. [Ipu nauneHTuTe ¢ HapyweHa Oubpeuna
GYHKLMA C€ U3UCKBa 0CODEHO BHUMATEIHO NpociefdaBaHe (BHXK. ToUKa 4.2). ChlLIECTBYBa PUCK OT
BliolasaHe Ha ObOpeuHaTra PyHKUMA, Hali-B€UE NpU NALMEHTH ChC 3aCTOHHA ChpledHa HEAOCTATHhYHOCT WK
cnen 6nOpeuHa TpaHCIUIAHTALMA.

Anzuoedem
Cnyuan Ha aHrHoeaeM (Hanp. OTOK Ha AUXATENHUTE IThTHILA MITH €3HKA, ChC HIIH 63 HapylLIeHue Ha

NMILAHETO) ca choOlaBaHH NpH NalUeHTH, J1eKyBaHU ¢ ACE-HHXHOUTOPH, BKITFOUHUTETHO PAMUNIPK (BXK.
To4Ka 4.8).

[Tpu BE3HMKBAHE HA AHTHOCAEM, MIPUEMBT Ha paMunpun TpsadBa na dObae npekpareH.

CsoeBpeMeHHO TpaOBa aa ce npennpueMe nederune no cnemwrHoct. [laupenTsT TpsOBa 12 6bAE Noa
HaOmoaeHne Haii-manko 12-24 yaca n na Obae v3NMcaH Cnej 0T3IBYYABAHE HA BCHUKU CUMNTTOMM.

Mma cpobieHust 3a MHTECTHHAICH AHTHOEAEM TPH NMalHeHTH, JiekyBaHH ¢ ACE-unxuburopu, B
pamunpun (Bx. Touka 4.8). Te3u naumeHTH ca uManu kopemHa Honka (cbe win 6e3 raseHe Wik noBpPbILAHE).

CenbsreTBamarta ynorpeba Ha ACE-HHXHOUTOPH cbe cakyOUTpWI/BasicapTaH € NpOTHBOIIOKA3aHa nopaau
MOBHIIEH PHCK OT aHruoeaeM. JleueHue cbe cakyOUTpIUY/BajicapTaH He TpAOBa Aa ce 3ano4sa no-paHo ot 36
yaca ciej nocienHara 03a pamunpui. Jledenue ¢ pamunpwy/amMmnogMnuHoB 0e3nnar He Tpabsa na ce
3aroy4Ba no-paHo ot 36 yaca cieln nocieaHaTa 4032 caKkyOuTpu/BancapTaH (Bxk. Touku 4.3 4 4.5).

€BEPOJIMMYC, TEMCHPOIHMMYC) U BUIJATTIMIITHH MOXKE [a JOBEAE A0 MOBMIIEH PUCK OT aHTHOZAE
4.5). Heobxoaumo € Ja ce Noaxoam ¢ MOBUILIEHO BHHMAaHKE, KOraTo Ce 3arnousa JICHEHHE C AN
mTOR-uHXHOUTOpH (HAMpP. CHPOIUMYC, €BEPOIHMYC, TEMCHPOJIUMYC) H BIWIAATTUIITHH rK ,-..?_‘ A
Bere npuema ACE-uHxuburop. N

Anaghuraxmuurnu peaxyuu npu decencuburuzayus



[Tpu neuenne ¢ ACE-HHXHOMTOPH HMa MO-rofisMa BEPOATHOCT H TIOBHUIEHA CTENEH Ha TEXECT Ha
aHa)WIAKTHYHK ¥ aHa(HIAKTOMIHM peaKLMH KbM OTPOBa Ha HACEKOMHM U ApYTH aneprenu. [ipeau
NPOBEXIAHETO Ha JeceHcubuM3anuaTa TpadBa aa ce OOMHCITH BpEMEHHO [IPEKbCBAHE TPHEMA Ha
pPaMHITIpHII.

Enexmpoaumen monumopunz: Xunepxaiuemus

ACE-uHXu0HTOpHTE MOraT Aa NPUYHHAT XMIIEPKATHEMHS, 3aLLI0TO MHXHOMpPAT OCBOOOXKIaBAHETO HA
anpoctepoH. EdexrnT 0OMKHOBEHO He € 3Ha4UM [IPH MAHUEHTH ¢ HopMatHa 6bbpeuHa GyHKUHA. BbrpekH
TOBa, NPH MAIKUEHTH ¢ yBpeaeHa OnOpeuna QyHKUMS W/HAH HPU NALMEHTH, NPHEMAIIH KaMHeBH J0DaBKu
(BKIIOUHTETHO 3aMECTUTE/Y HA COJITA), KATHH-CbXpaHABallUH AUYPETHIH, TPUMETOINIPHM HIIH KO-
TPHMOKCA30J1, H3BECTEH ChLIO KaTO TPHMETONPHM/CY/1(paMeTOKCa30 U OCODEHO anaoCcTEPOHOBH
AHTATOHHCTH WJIH AHTHOTEH3HH-PELENITOPHH OJIOKEPH, MOXKE 2 BB3HHUKHE xunepkandeMus. Kanuii-
ChXpaHABalU¥ AMYPETHLM H aHIHOTEeH3HUH-peLienTOpHM Onokepu TpAbBa aa Cce U3MON3BAT C NOBHLICHO
BHUMAaHHKE NMPH NauMeHTH, nonydyasaiyd ACE-UHXUOUTOPH, U CepYMHMAT KaJui 1 660peuHaTa PyHKuMA
Tpa0Ba aa ce npocneassar (BxK. Touka 4.5).

Enexmponumen monumopunz: Xunonampuemun

CHHAPOM Ha HENMOAXOAALL aHTHAUYpeTHYEH XOpMOH (SIADH) u nocnensaima XUnoHaTpueMus ca
HabnoIaBaHH MPU HAKOW MALMEHTH, IeKyBaHH ¢ paMunpuil. [lpenopbusa ce HUBaTa Ha CEPYMHHA HATPHH
Aa ce NpOoCNEAsBaT PEAOBHO NPH MALMEHTH B CTAPYECKA BB3PACT U MPH APYTH PHCKOBH NMALMEHTH C
ONaCHOCT OT XMMOHATPHEMHA.

Heymponenus/azpanyaouumosa

HeyTponeHus/arpaHy0LHTO3a, KAKTO ¥ TPOMOOLMTONEHHKA U aHEMHA, ca HabmroaBaHK B pEAKH ClIy4aH,
KaTO UMa M ChOOIIeHHA 33 KOCTHO-MO3bYHa Aenpecus. [Ipenopbusa ce npocnegasaHe Opos Ha denure
KPbBHH KJIETKH 33 YCTAHOBABAHE Ha €BeHTyallHa neBkoneHus. [1o-yecTo HabmoaeHUe e xKenaTenHo B
HayanHaTa (pas3a Ha NeueHUe U NPU NalLHUeHTH ¢ yBpeaeHa 0b0OpeuHa QyHKUMA; NALMEHTH, CTPaAALiH OT
KoJIareHoBoO 3a00aaBaHe (HaMp. JyIIyC epUTEMATO3YC WY CKIICPOIEpMa); KaKTO U NPU BCHYKH MALUCHTH,
NIEKYBAHH C APYFH JIEKAPCTBEHH NPOAYKTH, KOUTO MOTAT Jla [IpeAU3BUKAT IIPOMEHH B KPbBHATA KapTHHA (BXK.
Touka 4.5 u 17.4.8).

Emnuvecku paznuxu

ACE-HHXHOUTOPHTE Ca MPHYHHA 3a [MO-BUCOK2 YECTOTa Ha aHTHOEeM NPH YEPHOKOXKH TTALIMEHTH B
CpaBHEHHE C JPYIHTE MALUCHTH.

Kakto npu apyrure ACE-HHXHOUTOPH, Bb3MOXKHO € eEKTHT Ha pAMMIIPHI 32 MOHWXKABAHE HA KPBBHOTO
HanArase ga Obae no-caab npu YEpHOKOXKH MALUKWEHTH B CPABHEHHE C APYry MaLMEHTH, BEPOSTHO NOPaaH
MO-BHCOKATA MeCTOTa HAa XMIEPTOHHA ¢ HUCKO HUBO HA PeHHH cpejl MOMy/TalUATA Ha YEPHOKOMH MALMEHTH C

XUIEPTOHHUS.

Kauwnuya

HMma cvoblenna 3a kauuivia npu ynorpeda Ha ACE-uHxubutopi. OOMKHOBEHO KaluTHLAaTa €
HENPOAYKTHBHA, IPOAB/DKUTEIHA M M34e3Ba clle] IPEKpaTaBaHe Ha 1eyeHueTo. IIpu nocragane Ha
aucgepeHLHaTHa JMarHo3a 3a Kauumuara Tpsadsa 1a ce MMa npeaBu] Bb3MOXKHOCTTAE [a Ce Kacae 3a
Kauuinua, npean3pikaHa ot ACE-unxuburops.

CBbp3aHH ¢ aMJIIOJUNTUH

He ca YCTaHOBCHH 0e30MmacHoOCTTa H edmxacuac*rra Ha aMJIOAHITHH TIpH XHIICPTOHHUYHH KPH3H.

Cneyuannu nonyrayuu

ITayuenmu cvc copoeuna redocmamvyuHocm
[Ipy mauuMeHTH CBhC CHPACHHA HEAOCTATHYHOCT JIedCHUETO TPAOBA Ja ce MpoBeXKaa

HeaocrarbyHoCT (knac III u IV no NYHA) cvobumenara yectora Ha HenoapodbeH oTd
rpynaTa Ha amI0AMNHYH B CPaBHEHHKE ¢ rpynara Ha miauebo (Bx. Touka 5.1). bnokep
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KaHan#Hu, B T.4. aMJIOAHIIHA, Tpnﬁna JAa C€ HU3MoJI13BaT C NOBHIHCHO BHUMAaHHE IIPHA MNALIHCHTH, CTpadalllh OT
3aCTOMHA ChpAcyHa HCAOCTATDHHOCT, THH KaTO TE3H JIEKAPCTBEHHU MPOAYKTH MOraT Jia MOBHLIAT PUCKa OT
HACTHIIBaHE Ha OBbACIIM CppACHHO-CBAOBH HHUHJACHTH UJIH CMBPT.

ITayuenmu c yepeOena wepHoOpobra QyHxyus
[TonyHBOTET Ha aMJIOAWIIHH € YABKEH H CTOHHOCTUTE Ha TutowTa noj kpueata (AUC) ca mo-BHCOKH NpH

NalMEHTH ¢ yBpeaAeHa YepHOoApoOHa PYHKIIMS; HE Ca ONpEAC/ICHH NPENOPbKH OTHOCHO J03HPOBKATA.
[Topaau ToBa NpHEMBT Ha aMJIOAUINHH TPAOBA Aa ce 3arousa B /1032 OT AOCMHATa FpaHHLA Ha JO30BUA
ZIHAMA30H, KaTo € HeOOXOAMMO MNOBHIIEHO BHHMAHHUE KAKTO B HAYAJI0TO Ha JICYEHUETO, TaKa U NpH
NoBHIIABaHE Ha Ao3aTa. [Ipy nanKeHTH ¢ TEXKO yBpeAcHa YepHOApOOHa GQyHKIMA MOXeE Aa € HeobxoauMo
O6aBHO THTPHPAHE HA J03aTa U BHUMATENHO MPOC/IeAABaHe HA ChCTOAHHETO.

Hayuenmu e cmapuecka év3pacm
[Ipu naupeHTUTE B CTapUecka Bb3pacT A03aTa TpAOBa Aa ce yBeH4aBa ¢ NOBHILIEHO BHUMaHHE (BXK. ToUka
4.2 u 5.2).

Hudopmaiyg 3a NOMOLUHWTE BELIECTRA
ToBa nekapcTBo ChABbPXkA NO-Manko oT 1 mmol Harpuii (23 mg) Ha 1033, T.e. MOXKE Aa CE KaXE, ye
MPAKTUYECKH HE ChABPKA HATPHH.

4.5 BiauMoaelcTBHE ¢ APYIH JEKAPCTBEHH NPOAYKTH H APYTH GOpPMHE HA B3IAHMOACHCTBHE

CBbp3any ¢ paMHIIPHI

JIaHHH OT KIHHHYHH MPOYHBAHUA MOKA3BAT, Y€ ABOKHOTO ONOKHpaHe Ha PEHUH - AHTHOTEH3IMH -
anpocrepoHoBarta cucrema (PAAC) ypes kom6uHHpaHaTa ynotpeba Ha ACE-unxuburopmy, anrnorensun Il-
peLienTOpHH OJIOKEPH WK ATMCKMPEH CE CBBP3BA C [I0-BUCOKA YECTOTA HA HEXKENIAHH CHOMUTHS, KATO
HAIPHUMED XMIIOTOHUSA, XHNEPKATHEMHSA H HaManaBaHe Ha ObOpeyuHaTa QyHKLMA (BKJIIOYHTEIHO OCTPA
OBOpeuHa HEeOCTATBYHOCT), B CPaBHEHHE C ynioTpebaTa caMo Ha €HO CpPeACTBO, AeicTBaio Bbpxy PAAC
(8. Toukn 4.3,44u 5.1).

IIpomusonoxazanu xombunayuu

ExcTpakopnopatHO JICYEHHE, [PH KOETO MMa KOHTAKT HA KPBBTA C €NIEKTPOHEraTUBHO 3ape/ieHH
NOBBLPXHOCTH, KATO AHAIK3A WIH XeMOMUNTPpaLUs C ONIPEAC/IEHH BHCOKONPOMYCKIMBY MeMOpanu (Hanp.
NOJIHAKPHIOHHTPWIHY MeMOpaHH) U adepesa Ha JJUNONPOTEUHH ¢ HUCKA TUTBTHOCT € JICKCTPaH cyngar,
MmopaaM NMOBHMILIEH PUCK OT TeXKKa aHaduiakTouaHa peakumsa (Bxk. Touka 4.3). Ako ce #3uckea nogobHo
JieYeHHe, HeoOXOAUMO € a ce OOMHMC/IM M3MNON3BaHe HA Pa3/IMYMEH THI AHATIH3HA MeMOpaHa WIH
AHTHXUNEPTEH3UBHO CPEACTBO OT pa3jIHUCH Knac.

Conbrersaiara ynorpeta Ha ACE-uHxubuTOpH cbhe cakyOUuTpUn/BasicapTaH € NPOTHBOINIOKA3aHa, Thil KaTo
TOBA [OBHILABA PHCKa OT aHrnoeneM (Bx. Touku 4.3 u 4.4). JleueHunero ¢ paMuripui He TpaOBa Ja 3anousa

npeay 36 yaca ciej npueMa Ha nocjegHarTa Ao3a caKkydurpuwy/saicapran. Ynorpebara Ha
cakybouTpwi/sancaprad He TpaOBa Aa 3ano4ea npeau 36 yaca cinea nocaeaHara 103a paMHITpHIL.

IIpeonasnu mepxu npu ynompeba

JlekapCTBeHH NMPOAYKTH, MOBUUIABALM PUCKA OT aHI'HOEEM
EaHoBpemennara ynorpeba Ha ACE-unxuburopn ¢ pauexkagorpun, mTOR-unxuburopu (Hanp. cuponumyc,
€BEPOJIMMYC, TEMCHPOJIIMMYC) M BHJLAANTHITTHH MOXKE [1a 0BEAE A0 MMOBULIEH PUCK OT aHTHOEAEM (BXK. TOYKa

4.4). WEWA 1,

Kanuii-chxpaHaBaliy AUYPETHIIW, XPAHUTENHK J100aBKH, ChAbPAKAILMA KANHH HNY KalHni-CHffhakiar & Ty ,
l r ‘
3aMECTHTEJIN HA COJITA { >, C', - r""‘ ':;'!'
- - 4.' : r. L :
_ g ./

B'bl'[peKH YE CCPYMHHAAT KTHiA OOHKHOBEHO OCTaB4 B PaMKHTC Ha HOpMAITHUTC I'paHHLA,
MAUHECHTH, JICKYBAHH C PaAMHUIIPH]I, MOXKC J1d Bb3HHKHE XHIICPKATTHCMHAAL. Y"O'TpeﬁaTa Ha I{ E /
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CBXPAHABAUIHM AMYPETUUM (Hanp. CMIHPOHONAKTOH, TPHAMTEPEH WIH aMUJIOPHA), XPaHUTETHH 100aBKH,
CBABPKAILUA KAJTHH, WIH KATHA-CBABPXKALIH 3aMECTHTEIIH Ha COJITa MOXKE J1a JJOBe/le A0 3HAUMTETHO
NOBHIIEHHE HA CEPYMHHs Kanuil. Tpadea cbIO Aa ce BHUMAaBa, KOraTo paMHIIpII ¢e Mpuiara
€AHOBPEMEHHO C JIPYTH CPSACTBA, KOUTO NOBUILIABAT CCPYMHUS KAIIMH, KATO aHM'HOTEH3HH 1I-aHTarOHUCTH,
TPUMETONPHM H KOTPHMOKCa301 (TpuMeTonpuM/cyndamerokcason). U3pecTHO €, ye TPMMETONPHM JeicTBa
KaTo KaHH-ChXpaHaBalll AUYpeTHK, 1mo0dHo Ha amunopux. [Topaay ToBa HE ce npenophyBa
kOMOHHUpaHeTO HAa PaMHIIPUI € FOPECIIOMEHATHTE JIEKAPCTBA. AKO € MOKa3aHa CbITbTCTRALLA ynoTpeba, Te
TpaOBa Z1a ce U3MONI3BAT C NOBHINEHO BHUMAHHUE M NPH YECTO MPOCHCAABAHE HA CEPYMHHS KAJIHIA.

LIUKNOCIOpHH U TAKPOIUMYC
[Ipu ceeTeTBaina ynorpeda Ha ACE-HHXHOUTOPH ¢ UMKJIOCHOPHH MOXeE Ja Bb3HHKHE XMIICPKATHEMHA.
[IpenopbuBa ce npocneasBaHe Ha CEPYMHHA KaJlHH.

XenapuH
[Ipu cenbeTBaina ynorpeba Ha ACE-HHXMOMTOPH ¢ XenapHH MoXe Ja Bb3HMKHE XHINEPKaTHEMHS.
[Ipenopsusa ce npocineasBaHe HA CEPYMHMA KalTHii.

Anmuxunepmenzugnu cpeocmea (Hanp. ouypemuy) u Opy2u 6euecmsaq, Koumo Mo2am 0d noHuxcam
KPYLBHOMO HANASARE (HAND. HuMpamu, MPUYUKAUYHY GHMUOENPECARMU, aHeCmemulu, npeKoMeper npuem
HQ aakoxon, baxaoger, angy3o3un, 00KCA303Un, NPAIO3UH, MAMCYAO3UH, MePA303UH);

Moxxe aa ce O4akBa yBEJIMYABAHE HA PUCKA OT XMIMOTEH3HA (BXK. Touka 4.2 3a AMYPETHLH).

Basonpecopru cumnamuxomumemuyu u Opy2u geujecmea (Hanp. u3onpomeperon, 006ymamun, OONamux,
enuneppun), KOumo mMo2am Oa HaMAIRM AGHMUXUNEDMEHIUBHUR ehekm HA PAMUNDUN.

[IpenopbuBa ce npocneasBaHe Ha KPbBHOTO HAIAraHe.

Anonypunon, uMyHocynpecopu, KOpmukocmepouou, NPOKAUHAMUO, YUMOCmamuyu U Opy2u sewjecmsa,
KOUMO M02am Oa NPOMEHAM DPOR HA KPbBHUME KIeMKU:

Mma nosmilieHa BEpOATHOCT OT NTOABA HA XEMATONOTMYHH peakUuM (BX. Touka 4.4).

JIMTHEBU COIU: EKCKpeLHATa HA JIUTUA MOXKe 1a 6bae noHwkeHa oT ACE-uHxuburopure u nopanu Topa
TOKCHYHOCTTA Ha JIWTUA MOXKE Ja ce yeeluuu. Hupara Ha nuTHa tpabea aa ce npocneassar.

[IpoTHBOAMabeTHH CpeACTBA, BIUIIOYHTEIHO HHCY/IMH: MOTAT 1a Bb3HUKHAT XHIIOTIMKEMHYHH PEaKLIHH.
[lopagu ToBa ce nNpenopbyBa NpPocieAsBaHE HA HUBATA HA KPBbBHATA 3axap.

HecTeporaHH NpOTHBOBBL3NAIUTEHHA CPEACTBA M ALETHICANULUIIOBA KMCEITMHA: MOXKE J1a C€ OYaKBa
HaMaJIABaHE Ha aHTHXHMIIEPTEH3UBHUA ¢(PeKT Ha pamunpun. OCBeH ToBa, ChIbTCTBALIOTO JeueHre ¢ ACE-
uuxuburopu u HCIIBC moxke na nosene 10 NOBULIEH PUCK OT BliollaBaHe Ha 6nOpeduHaTa PyHKUMSA U ga
YBEJIHYHY KATHEMUATA.

CBBp3aHH ¢ aMAOJUNUH

Epexmu na opyeu rexapcmsenu npooyxkmu 6bpxy GMAOOUNUH

NMuxnburopu na CYP3 A4: EnsospemeHHOTO NpuiokeHUe Ha aMILIORUINKH ChC CHITHU WU ymepeHH
CYP3A4 unxuburopu (nporeasnd HHXHOUTOPH, a30JIHH MTPOTHBOTBEOMYHHM CPEACTRA, Maxpo
EPUTPOMHLIMH WIH KIAPUTPOMHMLMH, BEPANAMII WM JUITHA3EM) MOXE Ja A0BEE 10 3 Mﬂ@

Ha eKCNO3ULIMATA HA AMNOJUITHAH, KOETO BOAH O MNOBHUILUEH PUCK OT XMIOTOHHA. KITHY &: arTH; #A
Te3M HapMaKOKHMHETHYHH BapHaLlWH MOJXKE 13 € NO-U3pa3eHa NMpH NalKeHTUuTe B cTapytoga/mual e
MOKE Ja HAJI0XH KIIHHUYHO MOHUTOPHPAaHE U KOPEKLIMA Ha J103aTa.
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Huayxropu Ha CYP3A4: IIpu ennoBpeMEHHO NPUIOKEHUE HA H3BECTHH HHAYKTOpH Ha CYP3A4
IUIa3MEHATa KOHLIEHTpAalMA Ha aMJIOIMINKMH MOXe Ja Bapupa. [lopaau ToBa KpeBHOTO HansAraHe TpsdBa aa ce
npociensBa 1 a ce 0OMHCIIH aJanTHPAHE HA 103aTa KAKTO 10 BpeMe, TaKa H CJie] €AHOBPEMEHEH TIPHEM,
ocobeHo cbe cuitHM CYP3A4 uHayxTOpH (Hanp. pudaMmuLmvH, XKXBJIT KAHTAPHOH).

He ce npenopsuea ynorpeba Ha aMIOAMITHH ¢ rpeAngpyT WIH COK OT rpeAnpyT, Thi KaToO [IPH HAKOM
nanueHTH OMOHATMYHOCTTA MOXKE /14 CE TIOBHMIIHU M J1a IOBEAE A0 3aCHIIBAHE HA AHTUXMUIIEPTEH3UBHHTE

edexTH.

Hanrtponer (undysus): [Ipu sxuorHu ca HabmoaaBaHK JeTa/IHA KaMepHa pubpunauMs ¥ CbpaAEYHO-CBAOB
KOJIAfC, CBbP3aHH C XHIEPKATHEMHS C/ICA NPUIOKEHHE Ha BEpanaMWl H HHTpaBeHo3eH aanTpoieH. [lopaau
PHCK OT XHIIEPKAIMEMHA, C€ APENOPLYBA Aa ¢ H30Area e JHOBPEMEHHOTO NPHUIIOKEHHE C AHTArOHUCTH Ha
KAILHEBUTE KaHAIH, KATO aMJIOZHITHH, IIPH NALMEHTH, NpeapasiioNioKEHU KbM MATHTHEHA XHIIEPTEPMHA U
Nnpy OBIAAsBaHE HAa MaJIMrHEHAa XHIEPTEPMHUA.

Edexmu na amnoounun evpxy opyeu aexapcmeenu npooykmu

AHTHXHHEPTGHSHBHDT 0 JEHCTBHE Ha aMJIONMITHH 3aCHIBa [IOHHKABAILOTO AeHCTBHE BbpPXY KPBBHOTO
HajdraHe Ha Opyry JEKapCTBEHH NPOAYKTH C aHTHXHNCPTCH3IABHO NEHACTBHE.

THKPGHHM}’CZ C'blllﬁCTBYBa PHCK OT NOBHIIABAHC HHUBATA HAa TAKPOJIIHMYC B KDBBTA, KOI'aTO CC MIpHJiara
dMJIOAHIIHH, (I)RPM&KOKHHETH‘-IHHHT MEXAaHH3BbM Ha TOBA B3aHUMOJCHCTBHE HE e HAITBJIHO H3SCHeH. 3a na ce
niberue [MposiBa HaA TOKCHYHOCT OT CTpaHa HA TAXPOJUMYC, [IPpWIOKCHHUCTO Ha aMJI0JHITHH TIPpH MNallUCHTH,
JICKYBAHH C TAKPOJIHMYC, H3UCKEA Ha0monaBaHe HUBATa Ha TAKpOJIUMYC B KDBEBTA H KODHIHpaHC 103aTa Ha
TaKpOJIHMYC, KOrato € HeoOXoaAUMO.

Huxubutopu Ha Taprera 3a Panamuumn (mTOR-uuxuburopu): nuxuburopure Ha mTOR karo cuponumyc,
TEMCHPOIMMYC U eBepotimyc ca cybcrpatd Ha CYP3A. Amnoaunun e cna® naxudburop Ha CYP3A. [lpu
€IHOBPEMEHHO M3noa3BaHe HAa MTOR uHxHOUTOpH aMIIOAMITHHE MOXKE J1a YBEIWYM ekcnosuuuara Ha mTOR
HHXHOHTOpHTE.

Linknocnopus: He ca npoBexaaHn npoy4BaHHA 3a ICKAPCTBEHH B3aHMONECHCTBUA C LIMKIIOCTIOPHH M
aMJIOJIMITMH TIPH 3JIpaBHU JOOPOBOJILIA WK APYTH MPYNHU MALMEHTH, ¢ U3KITIOYCHHE HA NAaLMEHTH ¢ ObOpeuHa
TpaHCILIAHTALUA, KbJETO ca HaboaaBaHy pa3IMyHHU MOBHILIECHHA HA HAM-HUCKATA KOHUEHTpaUHs (CpeXHo
0% - 40%) una uuknocnopyd. Tpabea aa ce 0odbLpHe BHUMAHHE HA HAOMIOAABAHETO HA LIUKIOCTIOPHHOBUTE
HMBA MIPH NMaUHeHTH ¢ ObOpeyHa TpaHCIUIaHTALMA, NPHEMALIHA AMTOAMUITHH, 2 403aTa Ha LIMKIIOCTIOPHH
TpsiOBa [1a ce KOpHrupa crope HeOOXOAUMOCTTA.

CumpactatdH: EAHOBpEMEHHOTO NpWIaraHe Ha MHOIOKpaTHM X034 ot 10 mg amnoaunuH ¢ 80 mg
CHMBACTATHUH MpeAn3BHKBa 77% MOBHIUICHHE B €KCITO3NLMATA HA CHMBACTATHH B CPABHEHUE CBC
CaMOCTOATE/THOTO MY MpHoKeHHe. TORa Hanara orpaHH4YaBaHe Ha A03aTa Ha CUMBAcTaTHH A0 20 mg
AHEBHO NPH MaLMEeHTH, MPHEMALIH aMIOIUITHH.

[1pu npoyuyBaH#ATa HA KIHHUYHHTE B3aUMOAESHCTBHA aMIOAMITHH He BiIHAE BbpXY (hapMakOKHHETUKATA Ha
aTOpPBacTaTHH, AUIOKCHH WIH BaphapuH.

4.6 DepTHIAHTET, OpEMEHHOCT H KhpPMeHe

Karo ¢e umar npeasuj epekTUTe Ha OTACHHUTE KOMIIOHEHTH B Ta3sd koMOuHauusa, UMnakTus Jlyo He ce
NpenopbyBa MO BpeMe Ha ITbPBUA TPHMECTLP Ha OPEMEHHOCTTA ¥ € NPOTUBOMNOKAa3aH MO BPEME Ha BTOPHA H

TPETHA TPUMECTBP OT OPEMEHHOCTTA. ,muma N

Hmnaktve JIlyo He ce npenopbyBa no BpeMe Ha KbpMeHe. Tpabsa na ce Bieme peieHue nang/fia

MPOABL/DKH/ TIPEYCTAHOBU KbPMEHETO WM [Ia C€ NMPOAL/DKU/IIPEYCTAHOBY TepanusaTa ¢ Umna / ¢+ /) 0 e
: '\. i "o

CC B3CMaT npeasni nojsara OT KbpMCHETO 3a ACTCTO H 11013aT4d OT TCpallHATA 3a ManKara. 5 LR ne N . E
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CB'I:ESHHH C DaMHIIDHI

Ynorpebara Ha paMHNIPWI HE Ce MPENOpPHYBA 0 BPEME HA ITLPBUA TPUMECTHP OT OpeMeHHOCTTA (BXK. TOUKA

4.4) ¥ e NPOTHBONOKA3aHa MO BPEME HA BTOPHA U TPETHA TPHUMECTHP OT OpeMeHHocTTa (BXK. TOUKa 4.3 H
4.4).

EnuaeMHONOruyHUTE JAHHH OTHOCHO PHCKA OT TEPATOreHHOCT ciiel ekcno3uuua Ha ACE-unxuburopu no
BpeME Ha ITbPBHUA TPHMECTHP OT HpeMEHHOCTTA He ca YOSOUTEHH, HO JIEKO NMOBHUIABAHE HA PUCKA HE MOXKE
na 6vae waknoueHo. Ilpu nauneHTkure, raHupamy 6peMeHHOCT, Tepanuara ¢ ACE-uHxuburopu tpabsa
J1a Ce 3aMEHHU C AITEPHATHBHO AHTHMXMIIEPTEH3IUBHO JICUEHHE, KOETO HMAa YCTAHOBEH NPOogHUII Ha O€30MacHOCT
npu ynorpeda no speMe Ha HPeMEHHOCT, OCBEH aKO He Ce CUHTA 32 Kpaino HeoOxoauma. Ilpu ycraHoBsBaHe
Ha OpemeHHOCT JieueHHeTOo ¢ ACE-uHxuburopu Tpsadea na 6sae crpsaHo He3abaBHO U aKO € YMeCTHO, TpabBa
na 6bae 3anoyHaTa aTepHaTHBHA Tepanus.

H3BsecTHO €, ue TepanuaTa ¢ ACE-uaxuburop no BpemMe Ha BTOPHS M TPETUA TPHMECTBP NPHYUHABA
¢eTOoTOKCUYHOCT MpH Xopa (HamaneHa Ob0peyHa QyHKUMA, ONMrOXUAPAMHUOH, 3a0aBeHa ocudHKaLng Ha
yepera) M HeoHaTaIHa TOKCHYHOCT (ObOpeuHa HeAOCTATHLYHOCT, XMNOTOHHUA, XUllepKkanuemus) (BX. CbIIO
To4Ka 5.3). B cnyuait Ha excnio3nuus Ha ACE-UHXHOUTOp NIpe3 BTOpUA WK TPETHA TPUMECTHLP HA
OpemeHHOCTTA, Ce MpenopbyBa nperneq Ha Onbpeynara PyHxums H yepena 4pe3 yarpasByk. HoBopoaenu,
yuuTO Maiiku ¢a npueMan ACE-nuxuburopu, Tpabea na 6saaT BHUMATEHO NPOC/IEASBAHH 32 HAJTHMHE Ha
XHIMOTCH3UA, ONMIYPHA K XHnepkamueMus (Bx. Touka 4.3 u 4.4),

Csbp3aHu ¢ aAMJIOAHWITHH

He e ycrasoBeHa 6€30MacHOCTTa Ha aMJIOZIMITAH IPH OpEMEHHH XEHH.

B npoy4BaHHA npH XHUBOTHH NIPH BHCOKH J03K € HabmoaaBaHa peripOAyKTHBHA TOKCHYHOCT (BX. TOYKA
5.3).

[Ipunoxenue no BpemMe Ha OpeMEHHOCT ce NMpenopbyBa camo, KOraTo HaMa no-6e3onacHa ajiTepHaTUBA U
KOraTo caMoTO 3a00/1ABaHe HOCH MO-rojiAM PHCK 33 MakkaTa H IUIoja.

Kvpmerne

Cebp3aHU ¢ paMHUNIPWI

[Topaau aunca Ha AOCTAaTBYHO KHGOPMALMA OTHOCHO ynoTpefaTa Ha paMHUIIPUII Pe3 NEPHOJA HA KbPMEHE
(Bk. TO4Ka 5.2), 3a NpeANIOYHTAHE € Npe3 Nepuoaa Ha KbpMEHe JIa Ce H3MOI3BaT APYTH JIEKapCTBa C I10-
n00pe ycTanoBeH npodui Ha 6e30nacHOCT, 0COOEHO MPH KbPMEHE HA HOBOPOJAEHO WIH HEAOHOCEHO JETE.

CBbP3aHU ¢ aMJIIOAMITHH

AMJIOJUIMHH Ce EKCKpeTHpA B KbpMarTa IpH xopa. YacTra ot Jo3ara Ha MalKaTta, MOAy4eHa OT KbPMAUeTo, €
M3YHCIICHA C UHTEPKBAPTHIEH AHana3oH 3 — 7%, ¢ MakCHUMyM 15%. EQekThT Ha aMIIOAMIINH BLPXY
KbpMayeTaTa € Heu3BecTeH. PelueHueTo 3a npoab/okaBaHe/ClInpaHe Ha KbPMEHETO MITH 33
NPOABL/DKABAHE/CIIMPAHE HA JIEYEHHETO C aMAOAMNMUH TpAOBa Ja ce B3eMe ciie/] MPEeLESHKa Ha Moi3aTa OT
KbPMEHETO 3a ACTETO M NOJI3aTa OT JICYCHUETO C aMJTOJUITHH 3a MalKkara.

Depmunrumem

I1pu HAKOM NALMEHTH, JIEKYBaHU ¢ O10KepH Ha KanlUMEBUTE KaHAH, ¢a CHLOoOLIEeHH oOpaTHMH ﬁuoxummuu
[IPOMEHM B rMaBUYKATA Ha cniepMaTo3ouaute. KNMHUYHUTE JaHHHN Ca HEAOCTATHYHH IO C
NOTEeHUMATHUA eQeKT Ha aMJIOAUNUH BuPXY depTunureta. Hakonko npoyuBraHus npu
OTPHLATENHO Bb3ASHCTBUE HA AMAOAMITUH BHPXY MBKKHA PepTHIMTET (BXK. TOUKA 5.3

4.7 EdexTn BLpXy cnocobHoctTa 32 modupane n pabora ¢ MAIIHHHE
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HMmnaxtuy Jlyo Moxe fa noenuse B cnada A0 ymepeHa creneH cnocobHocTTa 3a wogupaHe 1 pabora ¢
MalMHH. Hakou Hexenany peakuuy (Hamp. CAMIITOMH Ha MOHWKEHO aPTEPHANTHO HANATaHe KATO
3amaiiBaHe, rnasoboske, yMopa) MOrar Jia BIOIIAT CocoOHOCTTA 3a KOHLCHTPALMA U peaKkuus, KOeTo
MpeACTARIABa PUCK B CHTYALMH, NTPU KOWTO TE3M CMOCOOHOCTH ca ocobeno BaxkHH (YNpaBieHHe Ha
MPEBO3IHO CPEACTBO WK MAUIKHH).
ToBa Moe zja ce CIYYH 0coOeHO B HAUAJIOTO Ha JICHEHUETO WK NPU [IpeMHHAaBaHe OT JPYTH JieKapcTaa.
Cnen nbpBaTa A03a WIM NOCAEABAIIM YBEJIHYEHUA Ha 103aTa He Ce Npenopbusa modupaHe uinu pabora c
MaIlIMHH B MPOIB/DKEHHUE HA HAKOJIKO Yaca.

4.8 Hexenanu 1eKapCcTBEHH peaklHl

[lpodunsT Ha Ge30MacHOCT HA paMUIIPUIIA BKIIIOUYBA MEPCHCTHPALILA CYXa KALLTKLIA K PEaKLHH, TbDKALLHK CE
Ha XUTIOTOHUATA. CepHO3BHUTE HEXENTAHU peaKkLMH BKJIIOYBAT HHCYJIT, MUOKAPACH HHOADKT, aHTHOEAEM,
XunepkatHeMnusa, OLOpeyHn 1 YepHOIPOOHH HaApYLIEHUA, IAHKPEATUT, TEXKYU KOXKHH PEaKlHH H
HEYTPOIEHHA/arpaHyJIOLIMTO3A.
Haii-uecTHre cHOOLIABAHH HEXEAHH PEaKLMH [0 BpeMe Ha JieUeHHUe ¢ aMJIOAUIHUH ¢a COMHONEHTHOCT,
3aMasHOCT, ri1apoboHe, NaNNUTALKK, 3a4epBiBaHe, a0IOMHHANHH O0JIKK, rajieHe, OTOK Ha rIie3eHHUTE, OTOK

H ymMOpa.

HexxenaHuTe peakitdy 1o 4eCToTa € OMpeAeaaT Mo CieAHaTa o0uonpreTa KiacU(pUKaLIHA:
Muoro yects (& 1/10); Hectu (= 1/100 no < 1/10); Hewectu (= 1/1 000 no < 1/100); Peaxu (= 1/10 000 no
< 1/1 000); muoro peaku (< 1/10 000); ¢ Heu3BecTHa YecTOTa {OT HATHYHHTE AaHHH HE MOXKE Jla Ce HalpaBH

OLICHKA).

[lo BpE€ME€ Ha HC3aBHUCHMO JICHCHHE C PAMHIIpHI H aMIIOAHUITHH Ca HabJl0aBaHu CIICAHUTE HEXKEIaHH

peaKkLHu:
CHcTeMo-Opranes YecroTa PaMHIpHI AMJOARNHH
Kaac
HapyiuleHus Ha kpbRTa |HeuecTu Eozunodpunns
4 JiumdHaTa cucTemMa
Penxu [Tonmwxenue Ha benuTe KPbBHU
KIAETKH (B T.4. HEYTPONECHUS WIH
araHyJouMTO3a), NOHH>XaBaHE Ha
4YEepPBEHHTE KPBBHHU KJIETKH,
NOHWXKEHHE HA XeMOr00UHa,
NMOHHXEHHE Opos Ha
TPOMOOLIUTHTE
MHOro peaku JIeBKONeHHus,
TPOMOOLIUTONECHKS

C HeH3BeCcTHA 4ecToTa

KocTHO-MO3bUHA

HEAOCTATBUHOCT, NAHIIMTONCHHUA,

XCMOJIHTHYHaA aHCMHAUA

Hapyiuexus Ha
MMYHHATa CUCTEMA

MHoro peaku

ANepruvHu peakiumu

C Heu3BeCTHA Y4eCcTOTa

AnadunakTu4HU HNH
aHa(QUNAKTOMAHH pEeaKLHH,
YBETHUYECHH AHTHHYKJICAPHH
aHTHTENA

HapyweHus Ha
MeTabONU3Ma H
XpaHeHETO

[ :4F)

Yectu [loBHLIEHO HHBO Ha Ka/Hi B
KpbBTa

Hevectu AHOPEKCHA, NOHWKEH aneTUT

MHoOro peaku

XHn \. -2 rr A e
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C HeHu3BeCTHA YeCcToTa

[IOHO>KEHO HHBO Ha HATPHH B
KPbBTa

HapyiiieHns Ha

CHAOKPHHHATA CUCTCMA

C HeHn3BecTHA YecToTa

CHHApPOM Ha HEAEKBATHA
CEeKpeUMs Ha AaHTHAHYPETHUEH

xopMoH (CHCAX)

[TcuxuuHK HapyLLIeHUS

HewectH [foTHCHATO HacTpoeHHe, be3cbHHe, MPOMEHH B
TPEBOXHOCT, HEPBHOCT, HACTPOEHHETO (B T.u.
0E3NOKOMCTBO, HAPYLISHHE HA [ TPEBOXKHOCT), AeNpecus
CbHA, B T.4. CBHIIUBOCT

Penku CueTodHHe Ha 0ObpikaHOCT O61bpKaHOCT

C HeM3BeCTHA 4YeCcTOTa

HapylieHna KOHLIEHTpaLHA

Hapywenns Ha
HEpPBHATA CHCTEMA

YecTH [ naBoDonue, 3amaiiBate CbHIHBOCT, 3aMaiiBaHle,
rnapodonue (ocobeHo B
Ha4an0TO Ha JIEHEHHETO)
HevectH CBETOBBPTEXK, MAPECTE3US, TpeMop, AMCrey3us, CHHKOTI,
arey3us, AHCIey3us XHITOECTe3UA, NapecTe3us
Penkwu Tpemop, HapyLLIEHO paBHOBECHE

MHoro penku

XHUIepTOHHUA, nepudepHa
HEBPOMNAaTHA

C HeUZBECTHA 4ecToTa

Mo3buyHa Ucxemd, B T. 4.
HCXEMHYE€H UHCYJIT H NIPEXOIEH
HCXEMHUYEH [IPUCTBII,
HapyLUE€HHUE HA TICHXOMOTOPHHUTE
dYHKUHH, yCeUlaHe 3a NapeHe,
napocMus

ExcTpanupaMuaHu
HapyWeHUs

HapyuieHus Ha ounte |YecTH 3pUTEAHH HAPYLUCHHA
(BKJIKOUUTENHO AUILIONHA)
Heuectu 3pUTETHU HAPYHIEHHMS,
BKJIFOUUTEIHO 3aMBIEHO 3pEHHE
Peaxu KOHIOHKTHBHT
Hapywenus Ha yxoto U |Heuectn [LIym B yuuTe
nabupuHTa Peaku CnyxOBH HapyLIEHHS, [UYM B
yLIHUTE
CopacvHu HapyweHua |Yectu [TannuTaumnu
Heuectu MmuokapaHa ucxemus, B T.4. AputmH4 (B T.4. Opaavkapaus,
CTEHOKapAua Wi MHPApKT HA  |KaMepHA TaXMKAPIHA U
MHOKap/a, TaxXuKapaus, NpeIcbpAHO MBXICHE)
APUTMHUA, NATNUTALKH,
nepudepeH OTOK
MHoro peaku Hudpapkr Ha MHOKapaa
Cba0BH HapylLIeHUA YectH XHUNOTEH3HUA. OPTOCTATHUHA
XUMOTOHHA, CUHKON
HeuectH 3auepBaBaHe
Penku CbaoBa cTeHo3a, xuronepdy3us,

BACKYJTHT
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MHoro penku

Backynur

C HeU3BeCTHA 4YeCTOTa

(dernomMmeH Ha PeitHo

PecnipaTopHH, rpbaHH
H MEAHACTHHATHH
HapyLIeHUs

YecTH

HenpoayKTHBHa, Apa3Heiila
Kauuiiua, OpOHXHUT, CHHY3MT,
JAUCTTHES

Itucnnes

Heuectu

bpoHxocnassm, B T.4. 06ocTpeHa
acTMa, HA3a/1Ha KOHIeCTHA

Kawmnuua, pusur

CroMauiHO-4peBHA
HAPYLUEHHA

YecTH

CToOMaWwHO-4YpEeRHO Bb3NAJIEHHE,
HapyLIEHO XpaHOCMHIaHe,
auckoMdopt B obnactra Ha
KopeMa, AHCTIeNCcUs, AHapus,
raicHe, NOBPbILAHE

bonka B kopema, raacHe,
JHUCIENCHA, MPOMAHA B
M3XOXKAAHHUATA (B T.4. AHapHA
H KOHCTHINAaLUUA)

HeuecTH

[laHkpeaTHT (B H3KJIIOUHTENHO
peIKH cy4aH € Cho0I1aBaHo 3a
(araneH U3Xo/ NMpH NpHEM Ha
ACE-HHXHOUTOpH), NOBHILECHH
NAHKPEACHW €H3UMH, aHTHOEAEM
Ha TEHKHUTE Y€pBa, DONKa B
rOpHaTa 4acT Ha Kopema, B T.4.
racTpHT, KOHCTUMALKA, CYXO0Ta B
ycTara

[loBpbuaHe, cyxoTa B ycTata

Penkn

I'nocur

MHoro peaku

[laHkpeaTHT, racTpHT,
MHCMBAJTHA XUIIEPIIa3Us

C HeM3BECTHA 4ecToTa

AdTo3eH cTOMaTHT

Xenaro-OunvapHu
HapyUuICHHA

Heuectu [ToBHLIEHH YepHOAPOOHH
€H3UMH H/UNH AHPEKTEH
OnnupyObuH
Penku XosiecTaTHYHA XX BATEHHLA,
XEMaToLEyIapHO YBPEXKIaHe
MHOro peaku XenaTuT, XKbITEHHLA,

MOBHUIEHH Y€PHOAPOOHH
eH3UMH *

C Heu3BeCTHA 4YecToTa

OcTtpa 4epHOapoOHa
HEAOCTATHYHOCT, XOJIECTATHUEH
WIH LIMTOJIMTHYEH XenaTuT (¢
(paTaneH U3X0A B H3KIIKOUHTETHO
pEAKH Cliyyaun)

HapyuweHus Ha koxara
H NOAKOXHATa ThKaH

YecTH

OOpuB, NO-CrieLMAIHO MaKYJIO-
namyJjiapeH

HeuyecTn

AHTHOEAEM; B U3KITIOUUTENHO
PEAKU cydan ONoKMpaHeTo Ha
Bb31YXOHOCHWATE MbTHLLA OT
aMrHoedeM MOXKE J1a NPHYUHH
¢aranen uixoa; crpdex,
XMIEPXUAPO3a

Anoneuus, nypnypa,
AENUIMEHTALHA Ha KoXKaTa,

0BpHE, e)h RSl

A,

Peaku

ExcdonratuBeH nepmarur,
YpTHKapUs, OHUXONH3a
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Muoro peaku

Peakims Ha
($OTOYYBCTBHTENHOCT

AHIuoeaeM, epuremMa
MYJITHQOpPME, eKCPOTHaTHBEH
AEPMATHUT, CHHAPOM Ha
CtuBbHC-/KOHCBHH, OTOK Ha
KBuHKE, GOTOUYBCTBHTEAHOCT

C Hen3BecTHA 4eCTOTa

TokcHuHa enuaepMaiHa
HEeKpOJIM3a, CHHIpPOM Ha
CtuBbHC-KOHCHH, epUTEeMa
MynTHgopme, nempuryc,
00OCTpPEHEH NCOPHUa3tC,
NCOPUasUPOPMER JEPMATHT,
neM(pUroneH Wi TUXEHOUAEH
eK3aHTEM WJIH AHAHTEM,

TokcuuyHa emiaepMasHa
HEKPOJIH3a

ANoONELNA
HapyweHus Ha Hecru MyCKyHH CNa3MH, MHAJITHA OTOK Ha rine3eHa, MyCKYJTHH
MYCKY.10-CKEJIETHATA KpaMny
CHCTEMA H
HeuecTHn ApTpanrus ApTpalirus, MHaiarua, OO/NKH B
CheAUHUTENHATA THKAH
rbpba

HapyuieHus Ha HeuecTu brOpeuno yBpexxaaHe, B T.4. HapylieHo ypuRUpaHe,
OBnOpeunTe u octpa OLOpeuna HOKTYPHS, [TOBHILEHA 4ECTOTA
MHKOYHUTE MBTHLLA HEJOCTATBYHOCT, MOBULUEHO Ha YpUHHpaHe

KOJIMMECTBO OTIENIEHA YPHHA,

BJIOLIABAHE HA CHIUECTBYRALLA

NPOTEHHYPHA, NOBKLUCHA yped B

KpBbBTa, NOBULICH KPEaTUHHH B

KpBbBTA
HapyuweHus Ha Heuectu [IpexoaHa epekTHIHA MMIIOTEHTHOCT, TMHEKOMACTHS

penpoayKTHBHATA
CHCTEMA M I'bpaara

AMCOYHKLMA, MOHIKEHO JTMOUAO

C Hen3BecTHa 4YecToTa

[ nHekKoOMAaCTHA

OO61uM HapyleHUs U
e(pEKTH Ha MACTOTO Ha

MHOFro yecTH

OtoK

Uectu bonka B repavTe, ymopa YMopa, aCTeHHs
NPUIMKEHHE
Heuectu ITnpexkcud bonka B repaure, 6onka,
HEPA3MOJIOKEHHE
Penku AcTeHuns
H3cnensanus Heuectn [loBuieHHE UK NOHHXKEHHE

Ha TCIrnoTo

*B noBe4eTo cliyyau ¢ XoaecTasa

ITeouampuuna nonyrayun
bezonacHocTTa Ha pamMunpun € HabmoJasaHa rpy 325 Aeua ¥ IOHOWM Ha Bu3pacT 2-16 roauHu no speme Ha
2 KIMHHYHH NPOYYBAHHA. BBNpekH ue eCTECTBOTO H TEXKECTTA HA HEXKEJIAHHTE PeaKLMH ¢a NOJ00OHH Ha TE3H

[MPH Bb3pPACTHH, YECTOTATA HA CJICIHHUTEC € IMO-BUCOKA ITPHU ACHATA.

Taxukapans, Ha3aIHa KOHIECTHSA M PHHMT, ca YecTH (T.e. 2 1/100 a0 < 1/10) npu neauatpigserd e

(t.e. > 1/1 000 no < 1/100) npu Bb3pacTHATA NOMYyJaUMS.

Konionxtusur e uect (1.€. > 1/100 g0 < 1/10) npu geuata u paabk (T.€. > 1/10 000 nc

Bb3pacTHaTa ITOITYyJIallHkA.

14

n T

o
N,




Tpemop u ypTukapus ca HedectH (1.€. 2> 1/1 000 xo < 1/100) npu neauarpruHara nomynauus M peaxt (T.e. >
1/10 000 mo < 1/1 000) npu BB3pacTHATA MOMYNALMA.

O6wuaT npodn Ha 6e€30MacCHOCT Ha paMUIIPWI TIPH MeAHATPHUYHH NMAUHEHTH HE CE pa3yiHyaBa 3HAYHTEIHO
OT npocduna Ha 6e30MacCHOCT NP BH3PACTHHUTE.

CrobiaBane Ha MOJO3IMPAHU HEXETaHH PEaKiIiu
Cr061aBaHETO Ha TIOA03HPAHH HEXEIAHH PEaKLMH Clie]l paspeluaBaHe 3a ynorpeda Ha JIeKapCTBCHUA

MPOLYKT € BaxxHO. ToBa NMo3BOJIABA JAa TIPOABIDKH HaONIOAEHUETO Ha CHOTHOLUCHHETO NO3a/PHCK 3a
NIeKApCTBEHUA NPOAYKT. OT MEAMLIMHCKUTE CIIEIMATHCTH C€ H3UCKBA /1a ChoOLIaBaT BCAKa MOA03MpaHa

He)keJlaHa peaKiMs Ype3 HalMOHaHA CUcTeMa 3a chobuiasane B MsmbnHuTeHA areHLus 110 JeKapcTsara
ya. ,,Jlaman ['pyes” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcaitr: www.bda.bg

4.9 IIpeno3upane

CBBbP3aHO ¢ paMHIIPHI

Cumnmonmu

CHMITTOMHTE, CBBP3aHH ¢ Nipeao3upaHe Ha ACE-uHxuOUTOpH, MOraT J1a BUIIOYBAT NPEKOMEPHA nepudepHa
Ba30AMNATALMA (C TOQYEPTAHA XUIIOTEH3HS, 1IOK), OpagUKapaus, eNeKTPOJHTHH HApylLIeHHA H ObLOpeuHa
HeJOCTATBHYHOCT.

Jevwenue

[lauvenTsT TpAOBaA Ja 6bae cTpUKTHO HAOMIOOaRaH, JieueHUETO TpAOBa fa Obae CHMITTOMATHYHO H
noaAsLPKawo. [IpenopbuMTEHUTE MEPKH BKJIIOYBAT TbPBOHAYAIHA JETOKCHUKALMA (CTOMALlHA IPOMHUBKA,
pHiaraHe Ha aacopOEHTH) H MEPKH 33 B3CTAHOBABAHE HA XeMOJHHAMHUYHATA CTADWIHOCT, BKITIOYHTE/THO
npuiarate Ha anda 1 agpeHepruyeH aroHUCT Wik anrnoteH3uH Il (anrmorewsunamusg). Pamunpunar,
AKTHBHHAT METAa0OJIMT Ha paMUINIPUJI, C€ OTCTPaHABA HE3JOROJIUTENHO 0T 00OTO KpbRoOOpalieHHe Ype3s
XeMoauanu13a.

CBbP3aHO ¢ AMIOAHIHH

OnmuTsT MO OTHOLLEHHWE HA Mpeao3vpaHE MIpH Xopa € O'paHHYCH.

Cumnmomu

B13 OCHOB2 Ha HATHYHHTE IaHHM C€ MpeAnoaara, 4e CEpHO3HO Mpelo3upaHe ¢ aMIOAMITMH MOKE Aa AOBEAE
A0 eKCTpeMHA nepHdepHa Ba3oAuIaTalMa U BEPOATHO A0 peduiekcHa Taxukapaus. MiMa cpobuenus 3a
CTYy4aH Ha M3pa3eHa ¥ MOTCHIUHANHO YAB/DKEHa CHCTEMHA XUITOTCH3US, 1OCTUraia A0 LWOK ¢ daTaneH
H3XO0/.

HekapauoreneHn 6enoapodbeH oTok ¢ce chobdilaBa pALKO KaTo MOCIEeAMLA OT NIPSAO3HPAHE C aMJIOAHITHH,
KOHTO MOXE J1a ce MPOoABH ChbC 3a0aBeHO Havaao Ha edexTa (24-48 yaca ciiel NOIIbLIAHE) U Ja U3UCKBA
M3KYCTBEHA BEHTHWAALMA. PAHHHTE peaHHMALIMOHHH MEPKH (BIJTIOYHTEIHO HATOBAPBAHE C TEYHOCTH) 3a
NoAAbPKaHe Ha nepdy3usTa U ChpacdHMA AeOUT Morar aa ObAaT yckopAaBallH (PaKTOPH.

Jevenue
KnMHAYHO 3HaYMMAaTa XUIIOTEH3HA, NIopadu Npeo3upaHe Ha aMIOOMITMH, H3UCKBA aKTHBHA CHPACUHO-
ChOBA peaHHMAaLIUs, BKJIIOYBALIA YECTO KOHTPOIMpPaHe Ha ChpAeYHaTa ¥ AuXareiHa QyHKIUus, IOBAUraHe
Ha KpaifHHLIUTE H BHUMAHHE 1O OTHOLUCHHE HA LUPKYIaTOpHUA 00eM i auypesara.
puioxeHHeTo Ha Ba30OKOHCTPHKTOP MOXE J1a € OT N10/132 332 Bh3CTAHOBABAHE Ha ChIOBHA TQHIR T~
apTEPHAJIHOTO HAIAraHe, B Clyydai ue HiMa MPOTHBONOKAa3aHUA 3a IPHIOKEHUETO My, Myppass Wainfg 7
MPWIOKEHHE HA KajliMes NIFOKOHAT MOXE J1a € OT MoJi3a 3a NpeooaBaHe Ha edekra oph; .\# o
KaJILIMEBHTE KAHAIIH. F [akotea
CromalliHaTa MpoOMHBKa MOXke Aa Obae ot non3a B HAKOM ciyuan. Ilpu 3apasu 10O6poBe
aKTHBEH BBIJIEH /10 2 Yaca clief IpuioxeHue Ha amnoavunud 10 mg ce Habmogaea Ha
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abcopbumsara Ha amnogunuH. Hama BeposTHOCT aManu3ata ga 6bAc OT Nos3a nopajid CWIHOTO CBhP3BAHE HA
AMIOJMITHH C MPOTEHHKUTE.

5. G®APMAKOJOTHYHU CBOUCTBA

3.1 PapmakoJAHAMATHA CBOHCTBA

dapmakorepanesTiuHa rpyna; ACE (aHrHOTeH3HH-KOHBEPTUpAall €H3UM) HHXMOUTOPpH M Onokepu Ha
kanuuerure xasanu, ATC xoa: CO9BBO7

PaMunpun

Mexanuzvm na oeiicmsue

PaMunpuiat, akTUBHHAT META0OJIMT Ha NPeaJIEKAPCTBOTO PaMHIIPWI, HHXHOHpa €EH3HMA
nunenTuauwikapbokcunenTtuaasza I (CHHOHUMH: AHTHOTEH3UH-KOHBEPTHPALLl €H3UWM; kKuHHHa3a [I). B
IUIa3MATa H THKAHKHTE TO3M €H3MM KATATM3Upa KOHBEPTHUPAHETO HA AHTMOTEH3UH | 10 aKTHBHUA
BA30KOHCTPHUKTOP aHrHOTeH3HH II, KakTo M pasrpaxaaHeTo Ha akTMBHHA Ba30aMIaTaTop OpagUKHHHH.
[ToHwxkeHoTO 0Opa3yBaHe Ha aHrvoTeH3uH Il 1 uxubupane Ha pazrpaxaaHeTo Ha OpaJUKUHHMH BOJAT 1O
Ba30H/1aTal{UA.

Toi# kato aHruoreHsuH Il ctumynupa ocBobOKIaBAHETO HA AIOCTEPOH, PAMUNPUIIAT BOJM 0 HAMAaISBaHE
Ha AN0CTEPOHOBATA cekpeuns. CpeIHOCTATHCTHYECKH NOBNIMABaHeTO OT MoHoTepanus ¢ ACE-unxuburop
e no-¢j1a00 npH YepHOKOXH (adpo-KapubOCKa paca) NALMEHTH C XHNEPTOHHS (OOHKHOBEHO MOMyJIalus C
XMIMEPTOHMA ¢ HUCHK PEHHH), OTKOJIKOTO MPH APYFUTe MaLHEeHTH.

DapMaKoOuUHaAMUYHU ehexmu

Armuxunepmer3uenu C60UCMEA.

[IpunaraHeTo Ha paMMIIPHI BOAH A0 3HAYHTEJIHO NOHWIKABAHE Ha [ICpUEpHATA apTEPHAIHA PEINCTCHTHOCT.
B nopeyeTo cny4yan HAMAa 3HAYMMHU NPOMEHH B OBOpEUHHMA KPBBOTOK M CKOPOCTTA HA [JIOMEPYJIHATA
¢unTpauma. [Ipunaranero Ha paMHNIPWI NPH NALKHEHTH C XHUIIEPTOHUSA BOA JI0 IOHMXKABAHE HA KPBBHOTO
HaJIAraHe B U3NPaBeHO H JIETHAIO MOJIOXKEHHE, 0€3 KOMITEHCATOPHO MOBHILIABAHE HA ChpACYHaTa YECTOTA.
[Ipr noBeueTO MAalMEHTH HAYAIOTO HA AHTHXHIIEPTEH3UBHUA €(EKT Ha €AHOKPATHATA 034 Cce NMposBsBa 1 10
2 yaca ciejl nepopaiHo npuioxeHue. [IukosusT edexT Ha eJHOKpaTHaTa J03a OOMKHOBEHO Ce A0CTHra 3 J10
6 yaca cJiel NEPOpPATHO NPHIIOKEHHE. AHTHXHINEPTEH3UBHHAT €PEKT HA €AHOKPATHA N03a OOUKHOBEHO

npoaAbLUKara 24 yaca.
MaKCHMMATHHAT aHTUXHMIIEPTCH3UBEH €(EKT Ha MPOAB/DKUTEIHO JICUCHHE C paMHIIPWIT OBUKHOBEHO

HacTbNBa ciel 3 no 4 ceamund. JlokasaHo e, ye aHTUXHUNEPTCHIMBHUAT €(EKT € NOCTOAHEH TIPH
NLJIrOTpaiHa Tepanua, Npoab/bkaBallia 2 roqUHH. PA3KOTO NPEKBLCBAHE Ha NTPUEMa HA PAMHITPUII HE BOJIK 10
OBbp3 B NIpeKoMepeH ,,pedayHa” edekT Ha NOBHLIABaHE HA KPBBHOTO HaNAraHe.

KnuHH4YHa ePEeKTHBHOCT H 6€301acHOCT
CypoeunHocs008a npesenyun

B enno npesaHTUBHO, Iianedo koHTponupaHo npoy4sane (HOPE), nposeneno npu 9 200 naumenTH, KbM
CTaHAapTHaTa Tepanua € qobaBeH paMunpwl. B ToBa npoy4BaHe ¢a BKIIOUEHH OOHHU C [MOBHIIEH PUCK OT
ChPACYHOCHOOBH 3a00/ABaHUA WITH ClIeH aTepOoTpOMOOTHYHA ChpAEYHOCHAOBA DonecT (aHaMHe3a 3a
KOpOHAapHa ChbpAcuHa O0onecT, HHCYIT WM nepudepHa cbaoBa Gonect), Wau auader ¢ Hal-ManKo €AMH
NOMBAHUTEICH PUCKOB (aKTOp (A0Ka3aHA MHKPOAIOYMHHYPHS, XHIIEPTOHUA, NMOBULIEH 001 XONECTEPOT,
HHCKO HHBO Ha HDL-C unu nywexe Ha uuraps).

[IpoyuBaHeTo € nokKazano, 4¢ paMHNpH CTATHCTHYECKH JOCTOBEPHO HAMAIABA YECTOTATA HA MUOKapAcH
HH(APKT, CMBPT OT CbACYHOCHIOBH NMPUYHHHA U HHCYJIT, CAMOCTOATENTHH WIH B KOMOHHALIHS

Tabnuua 1. Knunuuho npoyusane HOPE: ['naBHu pesyaraTy

Pamunpun [Tnauebo OTHOCHTEJIEH PHCK
Y% %o (95% nosepuTeneH
UHTEpBal)
Bcuuky nalueHTH n=4,645 n=4,652
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[TbpBuyHM KOMOUHUMpanu | 14,0 17,8 0,78 (0,70-0,86) < 0,001
chLOUTHA
MuokapseH uHbapKT 0,9 12,3 0,80 (0,70-0,90) < (0,001
CMmbpT OT 6,1 8,1 0,74 (0,64-0,87) < (0,001
KapaUOBAaCKyNapHH
NPUYUHHA
Hucynt 34 4.9 0,68 (0,56-0,84) < (0.001
BTopuuHHA KpaHHHA TOYKH
CwmbpT ot Apyra npuurHa | 10,4 12,2 0,84 (0,75-0,95) 0,005
Hyxna ot 16,0 18,3 0,85 (0,77-0,94) 0,002

| peBacKyJapH3aLys
Xocnuranusalus 3a 12,1 12,3 0,98 (0,87-1,10) NS
HecTabDWiIHA aHrMHa
XocnUuranu3alLug 3a 3,2 3,5 0,88 (0,70-1,10) 0,25
ChbpACYHA
HEAOCTATHLYHOCT
YcenoxHeuus cabp3aHu ¢ | 6,4 7.6 0,84 (0,72-0,98) 0,03
nnaber

[Ipoyusanero MICRO-HOPE, npeapapurento onpeaeneso noanpoyusane ot HOPE, uscnensa edexra ot
nobapsHeTo Ha paMunpui 10 mg KkbM TeKyllaTa iekapcTBeHa Tepanus cpeury wauedo npu 3577 nauuentu
Ha BB3pacT => 55 (0e3 ropHa rpaHMLIa HA Bb3pacTTa), ApeAMMHO ¢ quaber tun 2 (4 noHe owe equn CC
PMCKOB (PaKTOp), ¢ HOPMAJIHO KPbBHO HAJIATAHE HJIM XUIIEPTOHMA.

[ThpBOHAYANHHAT aHANKU3 NokKa3ea, 4ye 117 (6,5%) npuemanu pamunpun u 149 (8,4%) na nnauedo ca
pa3BHIIH H3dBeHA Hedponarud, koero choTBeTcTBA HA RRR 24%, 95% JIH [3-40], p = 0.027.

I{BoitHO Os10KMpaHe Ha CHCTEMAaTa peHWH-aHrHoTeH3MH-anaocTepoH (RAAS

JlBe ronemu pasaoMu3npaHi KoHTponupanu npoyusaHus — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texytuo rinobanHo uanureasHe 3a KpaidHHM TOYKH HA
TEJIMHCApPTaH, CaMOCTOATENIHO U B koMOunauus ¢ pamunpua) 1 VA NEPHRON-D (Knuununo npoyusane
CBBP3aHO ¢ pa3sBUTHE Ha HeponaTui Mpu Auaber, NpoBEACHO OT MHHMCTEPCTBO MO BBIIPOCHTE HA
BeTepaHHTE) — Mpoy4sat ynorpebara Ha koMOuHauuaTa oT ACE-uaxuburop ¥ anrvorensuH ll-peuenropen
bnokep.

ONTARGET e npoyusaHe, NpOBEACHO IMPH MALIMEHTH ¢ aHAMHE3a 3a ChpACYHOCHA0BA HIM MOZBYHOCHAOBA
Oonect, WM 3axapeH Anaber TUN 2, NPUAPYKSHU ¢ AAHHU 32 YBPEXKOAHC HA ©(DEKTOPHM OpraHu. VA
NEPHRON-D e npoyusaHe npu nauHeHTH Cbe 3axapeH auader T 2 u AuaberHa HedponaTH.

Te3u npoyuBaHUA He NOKA3BaT 3HAYWM OnaronpusTeH edexT BpXy 61n0peduHuTe W/nnu chpACUHOCHAOBHTE
OC/EAHLIA H CMBbPTHOCT, KaTO CHILEBPEMEHHO ca HaOMIOAABAHK MOBUILICH PHCK OT XUIIEPKATHEMHS, OCTPO
yBpexaHe Ha OB0peLMTe U/WIH XUNOTOHUA B CPABHEHHUE ¢ MOHOTEepanuaTa. Kato ce uMart npearus
CXOJHHTE UM (PapMakOANHaAMHYHH CBOHMCTBA, TE3H PE3YJITATH Ca NIPUIOXKHMH U 33 ApYrd ACE-uHxuburopu
1 aHrHoTeH3uH ll-peuentopuu 6aokepH.

ACE-nHxubHTOpDH M aHruoteHsuH Il-peuentopHu Onokepd caegoBarTeSHO He Tpabpa Ja ce M3NOA3BaT
eNHOBPEMEHHO NpY MALMEHTH ¢ AHabeTHa HedponaTHa.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints -
KAMHHYHO NpoyuyBaHe OPOBEACHO ¢ ATMCKUPEH NPH NMALMeHTH Cbe 3axapeH auaber THIN 2 ¢ H3MO/I3BAHE Ha
ChpACUHOCHAOBH B OBOpeuHuU 3ab0onsaBaHKsA KATO KpaitHU TOUYKH) € IpOoy4BaHe, peHasHaiome
non3ara ot 106aBAHETO Ha ATHCKHUPEH KbM CTaHaapTHa Tepanud ¢ ACE-unxuburop unm %
peuenTopex HJI0Kep MNpU NMAaLMEHTH CBbC 3axapeH auadeT Tun 2 U XxpoHH4HO OBOpeqHo 338bg ‘1'
ChpPAEYHOCHAOBO 3a00naBaHe Wid 4 asete. [IpoyuBaHETO € NpeKkpaTeHO NpeXACBpEME
PHCK OT HebJlaronpuATHH nocneavun. Kakto copaevrochaoBaTa CMbPT, Taka H HHCY/RIbB da ‘f\ ‘“"”’1 ‘%’ _
rpynara Ha ajIuCKHPEH, OTKOJIKOTO B rpynarta Ha rnauebo, a NpeacTasnaBaliiuTe HHTEf @ o

f
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ChOUTHA H CEPHO3HHU HEXKENaHU CHLOUTHA (XHNepKanueMHs, XUNoTOHUA ¥ OxOpeyHa AuchyHKLMA) ce
chOOUIABAT NO-YECTO B IPYIATa HA AJIMCKHPEH, OTKOIKOTO B rpynara Ha ruiauedo.

[TegnarpyyHa nomyiauus
B eqHo paHAOMH3NPAaHO, ABOHHO-CNANO, ru1aLedo KOHTPOJIHpaHO KIIMHHYHO NMPOYYBAaHE, BKIOYBawWo 244

aeua ¢ xuneproHus (73% mppBUUHA XHUIIEPTOHHUSA), HA BB3PACT 6 10 16 roauHy, NMoTyyaBallii HUCKa, CpefiHa
WJIM BMCOKA 1034 PaMHUIIPHIT 33 JOCTHIAHE HA IUIa3MEHW KOHLCHTPpAUMH Ha paMMIIPUI, ChHOTBETCTBALIM Ha
A03a MpU BB3PACTHH, BapHupawia ot 1,25 mg, 5 mg u 20 mg B 3aBUCHMOCT OT TEJIECHOTO Ter10. B kpas Ha
4-TaTa ceAMHKUA paMHNpPUI € Oun HeeeKTHBEH B KpaHHATa TOUYKA 3a [TOHWKABAHE HA CUCTOJIHOTO KPbBHO
HAJISraHe, HO € MOHMKABAN IMACTOJHOTO KPhBHO HANATAHE CaMO IpH Hal-BUCOKaTa ao3a. CpeaHara u
BHCOKATA /033 PAMHMIIPUI Ca MOKA3IH 3HAYKMO HAMATABAHE HA CHCTOJTHO H IMACTOJIHO KPhBHO HAJIATAHE
NpH AeLd C A0Ka3aHa XHUIIEPTOHUS.

TakbB edexT He € HabnoaBaH B €AHO 4 CEAMHYHO PaHIOMH3HPAHO, JIBOKHO CJIAMNO, C MOBHIIABaHE Ha
no3arta npoy4Bane npy 218 neua Ha pwp3pacTt 6 go 16 roguux (75% mbpBUYHA XUIIEPTOHHA ), IPH KOKTO
AMACTOJIHOTO M CHCTOJIHO HAIAraHe ca 1okasaiu ymepeH “pebayna edexr”, HO He3 CTaTHCTHHEKH
ZIOCTOBEPHO Bb3BpPBILAHE 0 H3XOOHOTO HHBO BHB BCUYKH TPU M3NMTBAHH J030BH HHBA: HHUCKa Ao3a (0,625 —
2,5 mg), cpeana ao3a (2,5 — 10 mg ) u Bucoka no3a (5 — 20 mg) pamunpun B 3aBUCHMOCT OT TErIOTO.
PaMunpun He € NOKa3as JUHESH 0308 OTMOBOP MpH MPOYUEHATa ACTCKA ITOIMyJIaLHA.

AMJIOIUITHH

Mexanuzom na oevicmaue

AMNIOIHUITHH € HHXUOHUTOP Ha MH(IYKCA Ha KATLHEBHTE HOHH, OT AMXHAPONHPHUAMHOBATA rpyna (Onokep Ha
ODaBHHTE KaHAIM WIH AHTANOHKUCT Ha KAJILIHEeBHA HOH) U MOTHCKA TPAaHCMEMOPAHHOTO HABIH3AHE HA
KaNLMeBH HOHH B KNETKHTE Ha CHPACYHATA M ChJ0OBATAa IV1aJIKa MYCKyJaTypa.

MexaHH3MBT HA aHTHXHIIEPTEH3UBHOTO ACHCTBMAEC HA aMJIOAMIIHH C€ IbJIKH HA JUPEKTEH pelakcHpalll
e(deKT BEPXY CHAOBATA [NIaAKa MYCKYAaTypa. TOYHMAT MEX2HH3BLM, MO KOHTO aMnoAMIIHH obJiekyaBa
CTEHOKAPAMATA, HE € HAIMBJIHO M3ACHEH, HO aMJIOAUITHH HaMaABa O0LIOTO HCXEMHYHO HATOBAPBAHE MO
CJIeJHUTE ABa HAYMHA:

1) AMJIONHNMH NpeAN3BUKBA NUIATALIMA HA NEpH(EPHUTE apTEPHONK U TaKa pexyLidpa odIioTo nepupepHo
CBIPOTHRIIEHKE (ClIeIHATOBAPBAHETO), CPELLy KOETO chpueTo pabdoru. Trit kKaTo ChpAeYHATA Y€CTOTA OCTaBa
cTabWIHa, ToBa OTOPEMEHABAHE HA CLPLIETO HAMAJIARA CHEPrHHHATA KOHCYMALIMA H KHCIIOPOAHUTE HYXKIH
Ha MMOKAapAA.

2) MexaHH3MBbT HA JEACTBHE HA AMJIOJMITHH ChHILUO TaKa BEPOATHO BKIIOYBA JWIAaTaALlHA HA IN1aBHUTE
KOPOHApHM apTepHH U KOPOHAPHUTE APTEPHOINIH, KAKTO B HOPMATHUTE, TAKa H B HCXEMHYHHTE 00JIaCTH.
Tasu gunarauus NOBHILABA JOCTABKATa HA KMCIIOPO MPH MALHEHTH ¢ KOPOHAPEH apTEpHAICH CNAa3bM
(anruHa Ha Prinzmetal unu BapuanTHa cCTeHOKapAKA).

[Ipu naupeHTH ¢ XMNEPTOHUA NPUIOKEHHETO CAHOKPATHO AHEBHO OCHIYPABA KIIMHUYHO 3HAYHMO
MOHIKEHHE Ha KPLBHOTO HANATaHE KAaKTO B JIETHANO, TAKA M B M3NPABEHO TIOIOMEHHE, 32 UHTEpRan ot 24
yaca. [lopagu 6aBHOTO Hauano Ha AEHCTBHE, OCTPaATa XHUIIOTEH3HA HE € XapaKTepHa 3a MPWIOKEHHETO Ha
AMIIOIMTIUH.

HPHHO}KGHHETO Ha aMJIOJUITHH HE CC CBBP3Ba C HEXKCIIAHH MeTabONUTHH B('l}EKTH HJIK [TpOMAHA B
NIasMCHOTO HHBO Ha JIMITHAUTE H € NMTOAXOIALUO MTPH TallUCHTH C aCTMa, avaber u nojarpa.

[prwinoxeHHe NPy NAUKMEHTH CHC ChPASYHA HEOCTATEYHOCT

MpH NaLMeHTH ¢bC ChpaedHa HeaocTaTbuHoCeT Kaac III-IV no NYHA 6e3 knuHuuHH cuMIIT
O00EKTHBHY HaXOJKH 32 Bb3MOXKHA WIH HAJTHYHA HCXEMHUYHA OONECT Ha CHPLETO, HA IIC 2
ACE-uHXUGHTOPH, AUTHTATHC U ANYPETHLIH, aMJIOAHITHH HAMa ePEKT BLpXy obuiata chificiqakaEns

cMBpTHOCT. IIpH chiiaTa nonynaiuus NpUIOKEHHETO HA AMJTIOIMITHH € CBBP3aHO C YBEJ @ . Erirtn;
cbobueHus 3a 6enoapobeH oTok. 2 \ .

‘. -

B mpocneasBaino, JHIrOCPO4HO, Imauedo-KOHTpONHpaHo KIHHHYHO npoytusaHe (PRAISE-2) g0 Py
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KnuMHHYHO POYYBaHE 3a NPOGHIIAKTHKTHYHO JICYCHUE HA OCThLP chpaeded npucren (ALLHAT)

[TporeneHo € paHAOMHU3HPAHO, AROHHO-CIIANO, OLIEHABALLO 3aD01eBaeMOCTTE H CMBPTHOCTTA KIIHHHYHO
npoy4saHe - M3nuMTBaHe Ha aHTUXMNEPTEH3IHBHO H JIMITMOMIOHMKABAIQ ICHCHUE 32 NPOPWIAKTHKA HA
cbpaedeH npHceThl (Antihypertensive and Lipid Lowering Treatment to Prevent Heart Attack Trial -
ALLHAT), 3a cpaBHABaHE Ha MO-HOBHUTE NEKAPCTBEHM TEpanMy: aMI0gHIHH 2,5 - 10 mg auesHo (bnokep Ha
KaJILIMeBUTE KaHAIH) WK Ju3uHOMNpHn 10 - 40 mg auesHo (ACE-uHXUbuTOp), KATO TEPAIUH OT [ThPBA
JTHHHA, CIPAMO JIeYEHHE ¢ THAZMAHHUS JMYPETUK XJIOPTATHAOH 12,5 - 25 mg aHeBHO, npH JieKa 10 yMepeHa
XHIIePTOHMA.

Q6o 33357 nauueHTH ¢ XMIIEpTOHMSA, Ha Bb3pacT Hag 55 roauHu, ca 6Wwim paHAOMHU3HPAHH H MPOCTIEACHH
B POABJDKEHKE Ha cpeaHo 4,9 roauvnu. [lanmeHTHTe ca MManu Hali-MalKo oule €IUH PUCKOR (akTop 3a
HUbC, BKIIOYHTENHO NpeaxoaeH MHOKapaAeH HHGAPKT WM HHCYAT (> 6 Mecella [peJH BKIIOYBAHE B
NPOYYBAHETO) WX NOKYMEHTHpaHA ApYra aTepoCcKIepoOTHYHA KOpOHapHa ¢baoBa bonect (obimo 51,5%),
auaber Tvn 2 (36,1%), HDL-C < 35 mg/dl (11,6%), neBokamepHa xunepTpodHi, AKArHOCTHLIMPAHA C
eJIEKTpoKapaAnorpaMa Wiy wiu exoxkapauorpadpcku (20,9%), TIoTioHOMylEHe B HACTOALLAA MOMEHT
(21,9%).

[InpBH4HaTa KpaifHa Touka € chueTaHue oT ¢aranHa UbC unu nedgaranen MmuokapaeH nioapkr. Hama
3HAYMMAa PA3THKa B MbPBHYHATA KpaiHa TOYKa MEXIY TEpAIUATa ¢ amaoaunuH ¥ xnopranuaoH: RR 0,98,
95% AU (0,90-1,07) p=0.65. Cpea BTOpHUHHTE KpaiHH TOUKH YECTOTATA HAa ChP/IeYHA HEAOCTATHYHOCT
(KOMIIOHEHT Ha ChCTaBHATA ChPAEYHO-CBHAOBA KpaifHa Touka) € 3HAYHTEJIHO MO-BHCOKA B IPyrara Ha
aMJIOQHUITHH, B CpaBHEHHE C rpynara Ha xaoptaavacH (10,2% cpeury 7,7%, RR 1,38, 95% JIU [1,25-1,52]
p<0.001). Bece nax, HAMa 3HauMMa pazjiuka B 0011aTa CMBbPTHOCT MEXAY TEPAMHMATA ¢ aMJIOAHMIHH U
TepanuaTa ¢ xnoptaidaoH: RR 0,96 95% 1A [0,89-1,02] p=0.20.

lipunoxeHue npu geua (Ha BB3PACT 6 M IOBEYE rOJMHH)

I1pu npoyuBaHe, BKIIOYBAINO 268 neua Ha Bb3pacT 6-17 roauHu, npeIMMHO ¢ BTOPHYHA XHUTIEPTOHMS,
CpaBHABAHETO Ha 103a OT 2,5 mg u 5,0 mg aMoaunyH ¢ rnanedo nokasea, ye U JBETE JO3M MOHMKABAT
CHCTOJIHOTO KPbBHO HaJIAraHe 3Ha4YMTEHO noBede oT mauedo. Paznukara Mexay ABETe A03H HE €
CTATHCTHYUECKH 3HAUMMA.

ABIArocpoyHUTE ePEKTH Ha AMIOUNWH BBPXY pacTexa, mybepreTra v 00110TO pa3sBUTHE HE ¢a MPOYUYBaHH.
HAsnrocpounara epHKaCHOCT Ha aMIOJMUITAH NPU Tepanus B IETCKA BL3PACT 32 HAMAJISIBAHE HA
ChpPACYHOCHAOBATA 3a00€BAEMOCT U CMBPTHOCT MPU BBL3PACTHH ChLLIO HE € YCTAHOBEHA.

Esponeickara areH1us 110 JiekapcTeaTa 0cBo60XKAaBa OT 3aALJDKEHUETO 3a NPEOCTaBAHE HA PE3YITATUTE
o1 npoyusBadusTa ¢ Mmnakrux Jlyo BbB BCHUKH NOArPYIM Ha MeAHaTpUYHATA nomyaauua (BiwK Touka 4.2 3a

un¢opMaLHs OTHOCHO ynotpeba B neauarpusra).

5.2 DapMaAKOKHHETRYHH CBONCTBA

PamMunpun

Abcopbyun
Cnen nepopaiiHO NPHIOKEHHE paMHIIpHA ce abcopbupa 6bp30 B CTOMAMHO-YPEBHUA TPAKT: NHKOBA

[U1a3MEHAa KOHUEHTPALMA Ha paMUIIpUI ce JOCTHra B pAMKHMTE Ha €IMH 4Yac. Bb3 OCHOBA HA YCTAHOBEHMTE
KOHLUEHTPALMK B YpUHATa creneHTa Ha abcopblims e none 56% u He ce MOoBJIHABA 3HAUHMO OT HAJTHYHETO Ha
XpaHa B CTOMAIIHO-YPEBHHUA TPAKT. bBUOHANTWYHOCTTA HA AKTUBHMA METabONIUT PAMHIIPUNAT CJie]] MEPOPATHO
npunoxkeHHde Ha 2,5 mg 1 5 mg pamunpun € 45%. [TukoBa a3MeHa KOHUEHTPALMS HA PAMHITPHIIAT,
€AHHCTBEHHUS aKTHBEH MEeTabONUT Ha paMUNPWII, ce JocTHra 2-4 yaca citefi NpHeMa Ha paMHNpHIL.
CTaluMOHAapHHUTE TUIa3MEHH KOHLICHTPALMH HA PAMHUITPHIAT Clle]l IPUIIAraHe BEAHBK THEBEKST
JO31 PAMHMIIPUII C€ JOCTUIaT CAe[ OKOJIO YETHPH XHH JIeUECHUE.

Pasznpeoenenue
CBBp3BaHETO C IUTA3MEHHTE MPOTEMHHA Ha paMHUNIpHA € 0KoJI0 73%, a ToBa Ha paMHUIIPH!
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buompanchopmayus
PamMunpuin no4tv HaMBLAHO c¢ MeTaboMM3npa 40 paMUIIPHIIAT U A0 AHKETOTIMIICPa3HHOB ecTep,
AUKETOIHUIIEPA3UHOBA KHCE/IHHA M MNIKIOKOPOHHAMTE Ha pAMHNPWI H PAMHIIPHIIAT.

Enumunupane

Exckpeuusta Ha MeTaboaurure e npeauMHo 616peuHa. [InasMeHaTa KOHLGHTpaLMA HA paMHIIPWIAT
HaMaIsiBa 1o noaugaseH HauuH. [lopaau HeroBoTo CHIHO, HacHiialo cesp3saHe ¢ ACE u 6aBHoTO
pasfensHe OT €H3UMa, PAMHMIIPHIIAT MOKa3Ba YARDKEHA TEPMHHAIIHA €lTMMMHALMOHHA (a3a npu MHOTO
HUCKH IUTa3MeHH KOHUeHTpauuu. Cnel MHOTOKpaTHO [IpUiaraHe Ha 03M PaMHITPWUJI, BEIHBXK JHEBHO,
€PEeKTHBHHUAT MOJTY>XHBOT Ha paMHNpuiaat € 13-17 vaca 3a 103 ot 5 - 10 mg ¥ MO-IBJIBT 3& MO-HUCKHTE
no3u 1,25 - 2,5 mg. Ta3u paanuka e cabp3aHa ¢ KanauMreTa 3a HACHUIAHE Ha €H3MMA Ype3 CBbP3BaHE C
pamunpunar. EqHokpaTHa nepopanHa goza ot 10 mg paMHIIpWiI JaBa HEOTKPUBAEMO HMBO HA PAMHITPHI H
HeroBute MerabonutH 8 xbpMara. O0aue epeXThT MPU MHOFOKPATHO NPHIAraHe € HEU3BECTEH.

Ilayuenmu c 6vbpeyno yepeoicoane (eusic mouxa 4.2)

brOpeuHara exckpeuus Ha paMHIIPUIAT € HAMAJICHA MPH NAaLMEHTH ¢ HapyluieHa ObOpeuHa QyHKIHS U
6BOpeuHHAT KIMPLHC HA PAMHIIPWIAT € IIPOMIOPLMOHAITHO CBBLP3aH ¢ KPEATHHHHOBHSA KJIMPBHC. ToBa Boau
10 NOBHIUEHA [U1a3MEHa KOHLIEHTPALKA Ha PaMHIIPUIAT, KOATO HAMAIABA No-0ABHO OTKOMKOTO NPH

MHAHBHIK ¢ HopMasiHa OnOpeunHa hyHKIMA.

IHayuenmu ¢ yeprodpobuo yspexcoane (6uxc mouxka 4.2)

ITpu nauMeHTH ¢ HapyleHa YepHOgpoOHA pyHKUMA METaDOTU3UpAHETO HA PaMUNPWI 10 PaMHIIPWIAT €
3a0aBeHO NMOpajv HAMAIEHATA aKTHBHOCT Ha HEPHOAPOOHHTE ecTepasy M IUNTA3MEHUTE HHBA HA PAMHIIPHJI
NPH TE3MU MAUMEHTH Ca MOBUILEHH. [IHKOBHTE KOHLIGHTPALMHK Ha paMHOPHIAT TNPH Te3H NalLiMeHTH, obave, He
CE pa3nH4aBar OT Te3H, HaOMIOAaBaHH NMPH UHAMBUAY C HOPMAJIHA YEPHOAPOOHA QYHKLMA.

Kvpmene
[Ipu npueM Ha eIHOKpATHA NepopaliHa 1032 PAMHIIPHI HE MOTAaT [1a C€ OTKPHUST CJICAH Ha PAMUIIPUIT U
Heropus MeTabosuT B KbpMaTa. Bee nak eekrsT 0T MHOIOKPaTHO TIPWIOKEHHE € HEH3BECTEH.

IHeouampuuna nonynrayus

OapMakOKHHETHUHHAT NPOQUI Ha paMUIIpU € nipoydeH npH 30 geua ¢ NOBHIIEHO KPbBHO HAIATAHE Ha
BB3pacT 2-16 roauny, ¢ terno = 10 kg. Cnen xosu ot 0,05 oo 0,2 mg'kg pamunpun 6p30 U B rojiaMa cTeneH
ce MerabomM3upa 10 paMunpunar. MakcumanHaTa ria3MeHa KOHLIEHTPALMA Ha paMHNPWIAT c€ JOCTHra
ciaeq 2-3 yaca. KinMpbHCHT Ha paMHIIPHITAT BbB BUCOKA CTENEH CHLOTBETCTBA HA JIOMAPHTHhMA Ha TEAECHOTO
Terno (p<0.01), xakro 1 Ha po3arta (p<0.001). KnuppHCceT M 06eMa Ha paznpeaencHUE € MOBHLIEH C
NOBHIIIaBaHE Ha BL3PacTTa 3a BCAKA rpyna, JE€KyBaHa Cb¢ ChOTBETHaA Ao3a. Jo3ara ot 0,05 mg/kg npu aeua
JIOCTHra HUBO Ha €KCNO3UUMA, CpaBHHUMA C TOBa IIPH Bb3PaCTHH, JIEKYBAHH ¢ paMHnpui 5 mg. Jlo3a ot

0,2 mg/kg npu feua npeaAM3BHKBA HHBA HA €KCIIO3HLUHMA NO-BHCOKH OT MaKCHMATHATA MPeNnopbuBaHa 1034 OT
10 mg Ha aeH npH BL3PACTHM.

AMIIOIUNHH

Abcopbyun, pasnpedenenue, cevpisane ¢ naazmerume npomeunu: Cliel NepopaIHO NPUIOKEHHE Ha
TepaneBTHYHH A03U AMIIOAMIIHH c€ pe3opbupa A00pe, KaTO MaKCHMATHUTE MNA3MEHM KOHLEHTPALHH Ce
aocturar mexay 6-12 uaca cnen npuemMa. OnpeaencHo e, 4e abcomoTHaATa OHOHANTHYHOCT € MeXKAY 64 H
80%. O6eMtT Ha pasnpeacneHure e npubnuzurenno 21 kg, Jlaunure ot in vitro Npoy4BaHHs NOKA3BaT, 4e
NpUOAKIUTENHO 97,5% OT UMPKYIHpaLLUS AMIIOJMITHH € CBBP3aH ¢ TNIa3MEHHTE [IPOTEHHH.

bHOHaATHYHOCTT2 Ha aMJIOZUITMH HE C€ BJIMAC OT I[IpUCMa Ha XpaHa.

buompancgopmayua/esumunupane
Kpa¥HUAT 1a3MeH NOJNY)KMBOT € 0KoJ10 35-50 yaca u ce nocTura npH eAHOKpaTHO JHEER
AMI0aHUNHH ce MeTaboMM3Npa B 3HAUHTE/IHA CTENIEH OT YePHHA Jpo0 10 HEAKTHBHH Me
ypuHaTa ce ekckpetupat 10% ot nekapcrBoTo B HenpomeHeH Bua U 60% ot MeTabonu
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Yeprodpobro napyuerue

ChuecTByBaT MHOIO OrpaHH4EHH AaHHH 33 NPUIOKEHHETO HA AMJIOIMITHH NPH MALKUCHTH C YEPHOAPOOHO
HapyuieHue. IlauuenTure ¢ yepHoaApoOHa HEAOCTATHYHOCT UMAT MOHKEH KIIUMPBHC Ha aMJIOAHITHH, BOAEIN
no no-aAsJbr noayxusoT U nosuiicH AUC ¢ npubaunzurento 40-60%.

Hayuenmu 6 cmapuecka ev3pacm

BpeMero 3a A0CTUraHE HAa MAKCHUMAJIHM TUIA3MEHH KOHLICHTPAUMH € CXOQHO NPH HHAHBHAM B CTAPYECKa
BBL3PACT U NO-MNaaH UHANBKAM. [IpH nauHeHTHTE B CcTAPUECKA Bb3PACT KIUPBHCLT Ha AMJIOAMITHH € C
TCHICHLHMA KbM HaMalnsABaHe, KOATO BOAH A0 yBeiHuaBaHe Ha AUC u Ha eTMMMHAUHOHHA NOJNYXXHBOT.
HapacraaHeTo Ha AUC W Ha eNMMHHALMOHHHKA MTONYKHBOT IIPH NALUEHTH CBC 3aCTOMHA ChpeUHa
HeAOCTAaThYHOCT € OWI0 Crope OMaKBaAHOTO 33 ChOTBETHATZ Bb3pacTOBa rpyIia.

Ileouampuuna nonynrayun

[IpoBencHO € noMynaunoHHO PapMaKOKHHETHYHO NMPOYy4YBaHE MPU 74 elia ¢ XHNepTOHHA Ha Bh3pacT OT 1
a0 17 ropunn (34 nauMeHTH Ha BB3pacT oT 6 a0 12 roauHy ¥ 28 naureHTH Ha BB3pacT or 13 1o 17 roauHy),
NnoJiy4aBalild aMJIOJIMIHH B 1031 MexAay 1,25 mg ¥ 20 mg, npueMaHu BEAHBK WIH IBA MbTH AHEBHO. [Ipu
aeuara ot 6 10 12 roauHy u npu roHowuTe oT 13 no 17 rogunn, TMNHYHUAT nepopaneH knupsHC (CL/F) e
6un cwvorBetHO 22,5 ¥ 27,41 L/yac npu Mmomuera u 16,4 u 21,3 L/yac npu Mmomuyera. Habmonasana e
rojsaMa BapHabMITHOCT Ha eKCro3uuuATa Mexxay uHauBuanTe. CroblleHuTe JaHHH NMPH Aena noa 6 roguHH
Ca OrpaHHYECHH.

53 IlpeaxmHAYHRE JaBHA 3a 6ezonacHOCT

CB’EQS&HH C PAMHIIDHJ

[Ipu nepopanHO NpUIOKEHHUE paMHNPHUIT HE € MTOKA3aJl OCTPa TOKCHYHOCT NMPY FPH3aYuM M Ky4deTa.
[IpoyuBanus ¢ XpOHHUHO NMEPOPATTHO MPHWIOKEHHE Ca MPOBEJAECHH IPH ILTbXOBE, KyueTa U MaiiMyHH. U npu
TPHUTE XKUBOTHHCKM BHIa ca HAO/M0AaBaHH NPU3HALM 34 HAPYLICHHUE HA EJICKTPOJIHTHUA OANaHC U MPOMEHH B
KpbBHaTa KapTHHA. KaTo H3pa3 Ha dapMakoaAHHAMUMYHATA AKTHBHOCT Ha PAMHIIPWI, NPH KYy4YeTara 1
MaHMYHUTE € YCTAaHOBEHO M3Pa3eHO YrojieMABaHe Ha IOKCTarJIOMepyapHUa anapar Npyu JHEBHHU J103H OT
250 mg/kg/nen.

[Ipu misxoBere, KyUyeraTa ¥ MaiiMyHHTe € HaOMOaBaHa MOHOCHMOCT Ha IHEBHH J03H OT CLOTBETHO 2, 2,5
U 8 mg/kg /neH cLoTBeTHO He3 HeOnaronpUaTHN edeKTH.

IIpoyuBanus 3a penpOAYKTHBHA TOKCHYHOCT, NPOBEACHH IIPH FUTbXOBE, 3aiLIM U MANMYHH, HE YCTAHOBABAT
HUKAKBH TEPATOrCHHU CBOHCTBA.

Hama HapyleHue Ha QepTUIMTETA NIPH MBXKKHUTE H [TPH XKEHCKHTE TUThXOBE.

ITpunoxkeHHeTo Ha pAMHIIPWUII BBPXY XKEHCKH IUTbXOBE N0 BpEeME Ha (eTalHHA NepUo] U Npe3 NepHoaa Ha
KbpMeHe 1IpH JAHeBHHU f034 o1 50 mg/kg TenecHo Terno win no-BUCOKH € Npear3BUKAIO HeoOpaTHMO
O0L0peuHo yBpexaaHe (pasiupeHue Ha 6bOpeyHOTO JiereH4Ye) NPH HOBOPOACHHTE XKHMBOTHH.

OBWMpHO U3C/IEIBAHE 32 MYTAareHHOCT, [IPH KOETO CE€ W3IMOI3BAT PA3IM4HH TECTOBH CHCTEMH, HE
YCTaHOBSABA MPH3HALIM 32 MYTareHHH WK FeHOTOKCHYHH CBOMCTBA HA pAMMITPHIIL.

Heobpatumu 61n6peunu yBpexxaanua ca HabnoaaBaHU IPH MHOTO MJIaJH ILTbXOBE, TPETHPAHH C eMHHYHH
IIO3H PaMHIPUIL.

Crbp3aHu ¢ aMIOAUITHH

Penpoodyxmuena moxcuunocm

PenpoaykTUBHH NPpOYyUBaHHA NPH [UTEXOBE H MHILLIKH NMOKA3BAT 3aKbCHABAHE HA JATATA HA paXKaaHe,
yAB/DKEHA [TPOABIDKUTETHOCT HA PAXXAAHETO M HEMAJICHA KU3HECTOCOOHOCT Ha OTOMCTBOTO MPH 103H
NpHONH3HTENHO 50 MLTH NO-BHCOKH OT MAKCHMAITHHATE NPENOPBLUYHTENHY 03U [PH XOpa, W3y .13 Gaza

mg/kg.

Hapywenun eve ghepmunumema
Hsama edexT BepXy QepTHIHTETA Ha TUTBXOBE, TPETHPAHH C aMJIOAHNUH (MBXKKH - 64 1
npeau omwioxaaxe) B 1o3u 10 10 mg/kg/nen (8 nutu™ no-BUCOKHM OT MaKCHMAIHaTAa Mp
xopa jo3a ot 10 mg/kg/ AHeBHO, 3uKcneHa Ha 6a3a mg/m?). B apyro npoyusaHe npu
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MEXKKH IUTBXOBE Ca TPETHPaHH C aMJIOAMITHH De3wnar B npoAbpKeHUe Ha 30 qHM ¢ J03a, cpaBHHMA ¢ A03aTa
npu Xopa, H3uucicHa Ha 6aza mg/kg, ca ycTaHOBEHH NOHIDKEHH TUIa3MEHH (POJTMKYJIOCTHMYJIHpAIL] XOPMOH
H TECTOCTEPOH, KaKTO H MOHMKEHH IUTbTHOCT Ha crepMmara u 6poit Ha 3penu criepMaTHAH U CepTonHeBH
KJIETKH.

Kapyunoeceneza, Mmymazeuesa

Hama gaHHH 32 KAPLIMHOTEHHOCT [IPH IUTBXOBE H MHULLKH, TPETHUPAHU ABE FOAMHH ¢ aMJIOAHITHH B
KOHLICHTPAUMH, H3YMCIICHH Ja OCHUTYpAT AHEBHM A030BU HuUBa o1 0,5, 1,25 v 2,5 mg/keg/nex. Haii-sucokara
no3a ([MpH MHLUKH - OJIM3Ka 110, a NPH ILTBXOBE - ABA IILTH [10-BUCOKA OT MAKCHMAIHATA MPENOPbYHTETHA
KJIMHHYHa 103a oT 10 mg, u3uKcaeHa 3a mg/m?) e 6una 6nu3ka 10 MaKCHMATHO AOMYCTHMATA 034 3a
MHILIKH, HO HE Y 33 IUTHXOBE.

[IpoyuBaHMsTA 3@ MYTAN€HHOCT HE MOKA3BAT JIEKAPCTBEHO 00YCIOBEHH e(PEKTH Ha F€HHO ¥ XPOMO3OMHO
HHUBO.

*H3uncneHa 3a nauuenTy ¢ rerno 50 kg.

6. OAPMAIIEBTUYHH JAHHH

6.1 Cnucbk HA NOMOIIHHTE BEINeCTRA

ChabpXaHHE HA Kancyaara:

Llenynoza, MukpokpucTanta

Kanuues xuaporeHgocgar, 6e3soacH

Huuiecre npexenaTHHH3UPAHO

Huluecre npexxelaTHHH3HPAHO ¢ HUCKA BIIAXKHOCT
Harpues HUIIeCTEH raMkonar (tun A)

Harpues creapungymapar

OO6BuBKa Ha kancyaaTa (5 mg/S mg; 10 mg/5 mg)
YepaeH xkeneszeH okcuz (E 172)

Turanos guoxkcua (E 171)

XKenarun

O6suBka Ha kancynarta (10 mg/10 mg)
Xt xeneseHd okeua (E 172)

Yepen xene3eH okenp (E 172)

YepeeH xenesed oken (E 172)
Turanos guoxenn (E 171)

KenatuH

6.2 HecnhBMeCcTEMOCTH

Henpunoxumo

6.3 Cpok na roggocr

3 roguHu

6.4 CrnenrajHH YOI0BES HA CHXPAHEHHE

Jla ce cvxpanssa noa 30 °C.
Ja ce cbxpaHsaBa B OpUrMHAIHATa ONAKOBKA 3a Aa Ce MpeAra3y OT CBETIIHHA.

6.5 Baja u cbABLPKAHKE HA OBAKOBKATA
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Baucrepu ot PA/Aluminium/PVC/Aluminium ¢onno B onakosku ot 28, 30, 32, 56, 60, 90, 91, 96, 98, 100
KancyJiy.

He Bcuuky onakoBKM MOrar Aa ObLOaT npeniaraHH Ha rasapa.
6.6 CoenRransn npeaAnalHH MEPKH NPH B3XBLPJASHE

Hewnznon3BaHusaT [MpOAYKT WIH OTINaAbYHHATC MATCPHUAJIA OT HEI'O TPEGBB. Aa CC U3XBDBPJIAT B CLOTBECTCTBHE C
MCCTHHUTEC H3IMCKBaAHHA.

7. IIPUTEXATEJ HA PASPENIEHHETO 3A YIIOTPEBA
CODAPMA A

yn. Hauencko woce 16,

1220 Codwusa, bunrapus

8. HOMEP HA PA3ZPEILIEHHMETO 3A YIIOTPEBA
HUmnaxruH dyo 5 mg/5 mg Tebpau kancynu ¢ per. Ne 20140180

HUmnakrun Jlyo 10 mg/S mg TBupau kancynu c per. Ne 20140181
Umnaxrud yo 10 mg/10 mg teppau kancynu ¢ per. Ne 20140183

9. JATA HA ITBPBO PASPEINIABAHE/TIOJHOBSBAHE HA PAZPEINIEHHETO 3A
YIIOTPEBA

Jara Ha nepBO pa3pewasasne; 17.06.2014
JlaTa Ha nogHOBABaHE HA pa3zpewieHUeTO 3a ynorpeba: 21.02.2022 r.

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

KOnau 2025
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