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1.  HMME HA JEKAPCTBEHHSI IPOJIYKT

HMmnaxrud Jyo 5 mg/5 mg teepau kancynu

Hmnaxtus JIyo 10 mg/5 mg respau kancynm r‘fbf! Fea N ... 0{‘9/% 7. 4 C’/ f//ff

Hmnaxred Jyo 10 mg/10 mg Teppau kancyu PasoswerIe A \ ST
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Impactin Duo 5 mg/5 mg capsules, hard
Impactin Duo 10 mg/5 mg capsules, hard e [ [
Impactin Duo 10 mg/10 mg capsules, hard sl
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2, KAYECTBEH H KOJIMMECTBEH CBhCTAB

Mimnaxrus Jlyo 5 mg/5 mg TREPAM KAnCyJIM: BCAKA KaTicyna ChAbpxka 5 mg pamunpun (ramiplril) #
amioaunuHOB Oeamnar (amlodipine besilate), eksuBanenTen Ha 5 mg amnogunus (amlodpine).
Hmnakrad Jlyo 10 mg/S mg TBEpaM kancynu: Bcaka karncyna cpabpxka 10 mg pamunpii (ramiplril) u
amnoaunuHos Oesunat (amlodipine besilate), expusanenren na 5 mg amnoaunus (amlodpine).
HmmnakTus 10 mg/10 mg Tebpan kancynu: Beska kancyna chappxa 10 mg pamunpun (ramiplril) u
amuoaunuHoB b6eswnar (amlodipine besilate), eksuBanenTen na 10 mg amnogumun (amlodpine).

3a IrLJIHHSA CHCTAB HA MOMOLLHHTE BELIECTBa BHIKTE Touyka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabpaa kancyna

Mmnakrud Jlyo 5 mg/S mg TBLpAU KeTaTHHOBH KanCynM, Mpuoau3utento 19 mm ABATH, ¢ HEMPO3PAUHO
Karnaye B PO30B LUBAT H HENMpozpaqHo 0410 Tano. CuAbpKaHHE Ha KancyJjaTa: 04n wiu nmoytH 6411 npax.
HMmnaktus dyo 10 mg/S mg TBepAM KeNaTHHOBH KaICy M, 0pubiansuTendo 19 mm ABACH, ¢ HEMPO3Pa4HO
Karnaye B ThMHO PO30B LIBAT ¥ HENPO3padHo 0710 Tano. ChAbpKaHWE HA Kancyhara: 051 1id noyTH 041
pax.

Hmnaxtis {yo 10 mg/10 mg Tebpay skeaTHHOBM KATICYJTH, IPHOAM3HTENHO 19 mm ABIrH, ¢ HENPO3pauHo
Kanaye B KaQaB LBAT H HENPo3padHo Osuto Tam0. ChabpKaHKHE Ha Kancynata: O WM MoYTH Osl mpax.

4. KJIJUHUYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3RHUA
JleueHue HA XHNIEPTOHHA NPH Bb3PACTHH.

MMnaktun /lyo € nokasaH KaTo 3aMECTHTE/IHA TEPANHA MPH OOJTHH ¢ KPBBHO HANIATAHE, 3ACKBATHO
KOHTPONKPAHO C AMIIOAWNMH H PAMHIIPHJL, JaJ€HN €IHOBPEMEHHO B CHIIHTE JI03H, HO oA ¢opmaTa Ha
OTAC/IHH JICKAPCTERA.

4.2 Jlo3npoBKa H HAYHH HA NPHJIQKCHHE

Jo3upogeka |
Hmnaktun [lyo He TpsOBa Aa ce M3mon3ea 3a NbPBOHAYAIIHO JISYEHHE HA XHnepToHusaTa. J[o3aT.
ChCTaBKa TpAOBA Aa ce MHIAMBUAYAIM3KMPA B CHOTBETCTBHE ¢ NPOdKIA HA TTALMEHTA H KO
HaJIAraHe.

AKO c¢ Hajlara KOpeKHs B JO3UPOBKaTa, TO30BHAT pEXKUM TpAOBA 12 ce onpenedy HH
[10 OTHOWICHHE Ha OTAEIHUTE CHCTABKH — PAMUIIPH/I H AMJIOIMITHH H BB3 OCHOBA HA Ta
pexuM ce u3bHpa croTBeTHaTa PpuKcHpana koMOuHaLua Ha HMnakrun lyo.




HpﬁﬂOquHTEJ'IHaTﬂ AHCBHA 1034 € €/1Ha Kalcyjaa THCBHO. MaxcumanHara AHCBHA 4034 € C/IHA KacyJja
10 mg/10 mg.

Cneyuannu nonyiayuu

Hayuwenmu c brxbpevno ygpescoane

3a Aa ce HaMEpH ONTUMAJIHATA HAYANIHA W NOANBPKALIA 033 NPH MAlHEHTH ¢ HapylleHa ObOpeuHa
(yHKUHSA, 103aTa HA BCCKH MAaLMEHT TPAOBA Aa C€ KOPHTHpa MHANWBHIYATTHO, Upe3 OT/EIHO THTPUPAHE Ha
JO3HMTE HA AMJIOHITHH ¥ PaMHIIPHII.

JIHEBHATA 103a paMUIIPHIT [IPH NalHeHTH ¢ ObOpeUHO yBpeXKaaHe TpAOBa a ce OCHOBABA HA KPEATHHHHOBHSA
KJIHPBHC.

[1pn naumeHTH ¢ KpeaTHHHHOR KIMpBHC 10-60 ml/min MakcuManHaTa JHEBHA 1034 PAMHUITPUA/
amIoAMNHHOB Oe3unar € 5 mg/10 mg. He e HeobxoaumMo HamaisBaHE Ha MaKCHMAIHATA AHCBHA 1034 [IPH
MALMEHTH C KPEATHHHHOB KIMPEHC > 60 ml/min.

PamMHITpun ce otaend ci1abo npy auanysa ¥ 3aToBa TpAOBa Jia ce NMpUIara HAKOJIKO 4aca cl/ie H3BbpLUBAHE
Ha JRATH3A.

AMJIOJMITMH HE CE& OTAS/A YPe3 AVANU3a ¥ 3aToBa TpaOBa Aa ¢e NpWwiara ¢ NOBMIIeHO BHYMaHKe IIpY
NAlUMEHTH HA AHAIH3A.

[TIo Bpeme Ha neuenuero ¢ UmnaxkTun Jlyo tpadea 1a ce MoHuTOpUpa Ob0peyHaTa yHKUMA H HHBOTO HA
KaJli#k B cepyma. B cryuaii Ha Bnomarate na 6s0pedtaTa dyukums, npumaradeto Ha Mmnakrun [lyo Tpadsa
Ja C€ NPEKbCHE U /1a C€ 3aMEHH € OTAC/IHUTE ChCTABKK Ha KOMOMHALMATA B CHOTBETHO KOPHUTHPAHH J03H.

Hayuenmu c yepnoOpodHo yepesicoane
MakcuManHa JHEBHA 1034 OT 2,5 mg paMHITPHIL.

llayuenmu 6 cmapuecka 8v3pacm

IIpenopbyBa ce MOBHINEHO BHUMAHHE, BKIIIOYHTEIHO NO-4E€CTO MPOC/ieNSBaHe Ha KPbBHOTO HalIiraHe NpU
MAHEHTH B CTapyecka Bh3pacT, ocobeHo npu MakcuManHaTa no3a Ha Mmnakrun /Jyo 10 mg/10 mg, mopau
O-roJIEMHSI PHCK OT HEXKEJIaHH peaKlMu, 0cOOEHO NpH MHOTO cTapy U ciiabu naimeHTH. Hayannara nosza
TpabBa fa Obe HUCKA IIPH MAUHEHTH B cTapyecka Bh3pacT. ¥ Be/IHYaBaHETO Ha J1o3aTa TpsadBa 1a ce
U3BbPLIBA C MOBHMIICHO BHHMAaHHE.

leduampuuna nonynayus
besonacHocTTa ¥ eduxacnocTTa Ha Ummaktun Jlyo He e yctanoBeHa npu aena. [loAacTosiineM JOCTBITHHTE
JAHHH Ca OIMHCAHH B TOUKH 4.8, 5.1, 5.2 u 5.3, HO HSIMa NpENOPBLKHU 3a TO3MPOBKA.

Hauux Ha npuioxeHue

[Ipenoprusa ce UMnakTul [yo na ce npueMa exXeHCBHO, 110 eJHO U ¢bIlo Bpeme. ThH KaTo xpaHaTa He
NoB/IHABA abcopOLMATa Ha paMnpIl H amnoaunKiH, Umnakrva J{yo Moxke aa ce npHemMa HE3aBUCHMO OT
XpaHEHETO.

4.3 IIporuBonoxazanus

CBpBXUYBCTBUTENHOCT KbM paMHnpuJI, amioaunul, Apyrid ACE (aHrHOTeH31HH KOHBEPTHPALIY SH3UMH ) -
MHXHOHTOPH, AMXUIPOTIHPHAUHOBH JEPHBATH, WIIK KbM HAKOH OT [IOMOIIHMTE BELIECTBA, OMHCAHH B
Touka 6.1.

CBbp3aHU C paMHUIIPWI:
- Pamunpun He TpabBa Aa ce M3no0a38a ¢ ATUCKHPEH-CHIbPKAINM JIEKAPCTBEHH MPOAYKTH NPH
AHadeT UK ¢ YMEPEHO 0 TeKKO OhOpeuno yBpekaate (CKOPOCT HA CIIOMEpPYNHa hUnTpanu
(GFR) < 60 ml/min/1,73 m?), . Touku 4.5 u 5.1.

- CebTCTBALIA yHIOTpeOa NpU Tepanus che cakyOuTpi/Bajicaprad. PaMunpuin/amiioAMnyH

TpAOBA Aa ce 3anoysa No-paHoe oT 36 yaca Ciet noceaAHaTa 103a cakyOuTpui/Baicapra (B
Touku 4.4 n 4.9).



- AHaMHe3a 3a aBrMoeeM (Hace/ICTBEH, HAHOMATHYCH HIH BB BPE3Ka C NPEAXOH Al aHTHOEAEM
npaiuHEeH 0T ACE-HHXHOMTOpPH MM aHTAarOHUCTH HA anruoTensuH I petenropure).

- EXCTpakopnopaiiHo jieueHHe, MPH KOETO HMA KOHTAKT Ha KPBLBETA ¢ €JICKTOHETATHBHO 3aPENCHH
MIOBBPXHOCTH (B3K. TOUKa 4.5).

- 3HaYMTENHA JBYCTPAaHHA CTEHO3a HA OROPEUHMTE apTEPHH WM CTEHO3a Ha GnOpeuHaTa apTepHs NpH
€JHOCTPaHHO GyHKIMOHupaIl 6nOpek.

- bpeMeHHOCT BBB BTOPH WM TPETH TPUMECTBD (BXK. Touka 4.4 H 4.6).

- XMMOTEH3UA HITH HecTaOWITHA XeMOJHHAMHKA.

CBbp3aHH ¢ aMJIOHITHH!

- Texka xunorensus.,

- LHok (BKTIOYMTETHO Kap{HOTEHEH LIOK).

- OOCTpYKIMS Ha H3XOHMA TPAKT Ha JIABaTa KaMepa (Hanp. BUCOKa CTENEH HA Aa0PTHA CTEHO3a).
- XeMOIMHAMH4HO HecTalbWITHa ChP/ICUHA HEJOCTATHYHOCT CJIEA OCThP HH(APKT Ha MHOKApP/A.

4.4 Coeydansn npexynpesxjieHHs 1 NpeAna3Hu MEPKH NpH ynoTpeda
[Ipenopbusa ce NOBHILEHO BHUMAHKE MIPH NALMEHTH, KOMTO Ca JIEKYBaHH €IHOBPEMEHHO C MY PETHIIM, Thid
KaTo TE3H MALMEHTH MOraT Aa ObAAT ¢ XHIIOBOJIEMHA H/HIIM CONieBH AedHIMT. brOpeyHaTa QyHKUMA U

CEpYMHHUAT Kanuit Tpadsa aa ce ciIeanr.

Crubp3aty ¢ paMHIIPWN

Hsouno broxupane na cucmemMama penun-anzuomenzuri-aidocmepon (PAAC):

HMma naHHHM, ye eqHoBpeMeHHara ynotpeda Ha ACE-unxuGuropn, anrdorensus I penentopau 60kepH Wi
AJIMCKMPEH MOBHINABA PUCKA OT XMIIOTOHUA, XUTIEPKATHEMHS U HaMaligBaHe Ha OnOpeuHaTa PyHKLMA
(BKIOUMTEHO 0cTpa 6bOpeuHa HepocTaThbuHoCT). [Topaau ToBa He ce npenopbyBa ABOMHO GIOKHpaHe Ha
PAAC upe3 komOunupaHnara ynotpeta Ha ACE-unxuburopu, anruoteHsuH lI-peuentophu 610kepu uim
ANMUCKHUPeEH (Bx. TO4KH 4.5 1 5.1).

AKO ce MpeneHn, Ye TepanuaTa ¢ ABOMHO O10KkupaHe e abcomoTHO HeoOX0AUMa, TOBA TPAOBA Aa CTaBa Camo
oA HaO/IHO/ICHHETO Ha CMEUHAIHCT U MIPH YECTO BHUMATEIHO MOHHTOpHpaHe Ha 6bOpeuHaTa GyHKIIuA,
CJCKTPONIUTUTE W KPbBHOTO HAIIATAHE.

ACE-unxubutopu u auruoreqzus ll-peuentopru 61okepu He Tpsa6pa fa ce U3MON3BAT €IHOBPEMEHHO TPH
MauMEeHTH ¢ auabeTHa HedponaTus.

Cneyuannu nonyaayuu

bpemennocm:

lIpuemsT Ha ACE-unxuburopu se Tps6Ba aa ce 3ano4pa 1o BpeMe Ha GpeMEHHOCT. [TalHEHTKHTE, KOHUTO
[1aHMpar 3abpeMeHsaBaHe, TpaOBa Ja NPEMUHAT Ha JPyrO AHTHXUITEPTEH3HBHO JIEYEHHE C YCTAHOBEH
npogu,1 Ha OE30MACHOCT MO BpeMe HA GPeMEHHOCT, OCBEH aKO MPOALIXKaBaHeTo Ha neyenuero ¢ ACE-
HHXHOHTOPH HE CE& CHHTA OT ChIIECTBEHO 3HaveHue. [Ipu ycTaHOBABaHE HA OpEeMEHHOCT, neyeHuero ¢ ACE-
MHXHOHTOPH TpAOBa Aa OBAe cnpAHO HE3abABHO M, AKO € YMECTHO, TpOBa 1a Gbae 3arno4HaTa anTepHaTHBHA
Tepanus (Bx. Touka 4.3 H 4.6).

Tlayuenmu, wsnosxcenu na ocobeno UCOK PUCK OM XUNOMEHIUS
- [TalMenTH CBC CHIHO aKTHBUPAHA PEHUH-AHTHOTEH3IMH-ANOCTEPOH CHCTEMA.

HHHHE?HTPITE ChC CH/IHO aKTHBHPAHA PEHUH-aHI'MOTCH3UH-A/ITOCTEPOH CHCTEMA Ca HSJIU}KGH Wﬁo
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- [ALIMEHTH, ¢ TeXKa GopMa Ha XMIIEPTOHUS,

- HALMEHTH ¢ JSKOMIIEHCHPAHA 3aCTOHHA Chp/ieYHa HEAOCTATHYHOCT,

- TNALMEHTH € XEMOJHHAMUYHO 3HAUMMO HAapyUIEHHE HA JICBOKAMEPHHUA BXOAEH HIIH H3X0JIEH TPAKT
(Hamnp. CTeHO3a Ha a0PTHATA HIIM MHUTpAIHATA KJlaTia);

- TIALIMEHTH C eJIHOCTPaHHA CTeHo3a Ha ObOpeunara aprepus U ¢ GyHKIIHOHUpALL BTOpU OBOpeEK;

- TNAUHMEHTH, NPH KOMTO HMa WK MOJXKE Aa ce pa3BHe AShHLUHT Ha TEUHOCTH MM COJTH (BKJIFOUHTEIHO
NalHEHTH HA AHYPETHLIH);

- NauMeHTH ¢ YepHOoApoOHA MpO3a W/HIIH aACLIHT;

- MAnUeHTH, NOJICKEHH Ha roJiiMa XHPYPrUyiHa MHTCPREHLIMA WJIH NIOCTABEHH IO/ AaHECTE3MS ¢
BEUICCTBA, NMPEIU3BMKBALIH XHITOTCH3HA.

Kato of1ma mspka ce nperiopb4Ba KOpeKuus Ha 00€3BOIHABAHETO, XHITOBOJIEMHSTA HIIH COIEBUS ASQHIIAT
(NpH NaUHEHTH ChC CBPASUYHA HEAOCTATHYHOCT, 0Daue, Ta3n MapKa TpsOBa BHUMATEITHO J1a CE MpelLIeHH
CIIPAMO PUCKA OT 00EMHO NpeToBapBaHe).

- [Ipexoana wnu nepcucTHpaula CbpAedHa HEAOCTATHUHOCT CJie]] MHOKApAeH UH(DAPKT.

- [laueHTH, H3JIOXKEHH HA PUCK OT ChPJICHHA MM MO3hLYHA HCXEMHUS B CIIyHaHd HA OCTPA XHIOTOHHA.
B nauyannata §aza va neueHne e reoOXoaANMO CTIELIMANHO 1eKaPCKO HabMOAEHHE.

Hayuenmu ¢ crmapuecka gb3pacm
Bax. Toyka 4.2,

XupypzuunQ UHMepse Hyus
ITpenopb4MUTENHO € NeUeHHETO € HHXUOUTOPH Ha aHTUOTCHIUH-KOHBEPTHPALIMA EH3UM, KATO paMUNIPU, 10
BBE3MOKHOCT J1a C€ TIPEKbCBA €HH JIEH NPEAH XUPYPruyHaTa HHTCPBEHIIHA.

[Ipocneossane na 6wopeynama hynxyua

Ouenka Ha 6bp0OpeuHaTa GyHKUMA TpAOBa 1a ¢¢ MpaBH NPEH M [0 BPEME Ha JICUYCHHE, KaTo Jo3aTa TpAOBa Ja
ce KOpUTHpa, 0coOEHO ITpe3 MbPBUTE CEAMMLIHE OT JieueHHeTo. [IpH naumeHTHTe ¢ HapyineHa ObpOpevHa
PyHKIIUA Ce M3UCKBA OCOOSHO BHHMATETHO npociieassaHe (Bxk. Touka 4.2). CplLIEeCTBYBa PHCK OT
BjOLIABAHE HA OBOpeuHaTa PyHKUMA, HAH-Bede MPH NAIlHEHTH CbhC 3aCTOMHA ChpACYHA HEJAOCTATHYHOCT HITH
ciien Ob0peyUHa TpaHCIUTAHTALHA.

Anzuoedem

Cnyvan Ha aHrMoeaeM (Hamnp. OTOK Ha JUXATeTHHTE MbTHILA MIIH €31Ka, CbC HIIK 0€3 HapyLICHHE Ha
AHMIIAHETO) ca ¢chOOIaBAHH NIPH MALUUeRTH, f1eKyBaHHd ¢ ACE-MHXHOMTOPH, BKITIOUMTEIHO PAMHUITPHII (BXK.
TOuKA 4.8).

[Ip# pb3HUKBAHE HA aHTHOEACM, IPUEMBT Ha paMUNpun TpsaOBa aa Obje npekpaTeH.

CroespeMeHHO Tpa0Ba Aa ce NpenpHeMe JledeHHe 1o cnewHocT. [lannenTsT Tpadea na Obae nox
HaOIroAEHHE Hal-ManKo 12-24 yaca 1 na Obje U3NKCaH clief] OT3By4YaBaHe Ha BCUYKH CHMITTOMM.

HMma cpo01iends 3a HHTECTHHANGH AHTHOEAEM NP fIaUMeHTH, jiekyBaHH ¢ ACE-HHXHOMTODH, BKIL
pamunpi (Bk. Touka 4.8). Teau nauueHTH ca MMaIH KopeMHa OoJKa (¢bC WIH O3 raJieHe WiH [IOBphILUAHe).

CenercTBawara ynorpeda Ha ACE-urxubutopu cbe cakyOuTpwil/sancaprad ¢ npoTHBOMOKA3aHa Mopaiu
MOBHILEH PHUCK OT aHruoeaeM. JledeHue che cakyOUTpUII/Ba/icapTal He TpAORa Ja ce 3ano4Ba Io-paHo OT 36
yaca cie/l IocleAHaTa Ao3a pamunpun. JleueHde ¢ paMunpu/i/aMIOARITHHOB Oe3uiaT He TpabBa 1a ce
3aI104Ba NO-paHo oT 36 yaca cael nocjeaHaTa a03a cakyourpus/Basicaprad (Bx. ToukH 4.3 u 4.5).

CosnprerBaluara ynorpeba Ha ACE-uuxuburopu ¢ pauekagorpuil, mTOR-uaxubutopu (Hapgserponiag
€BEPOJIMMYC, TEMCUPOIIMMYC) H BUWIJIATTIMIITHH MOXKE A2 AOREAC A0 NOBHLICH PHCK OT a Bageiiifa
4.5). HeoOXx01uMO € Aa ce noAXOAM ¢ NOBHIIEHO BHUMaHHE, KOTaTO Ce 3aroy4sa JedyeHHY «Panc 8o
mMTOR-MHXMOMTOPH (Harp. cHpoOMMYyC, EBEPOTUMYC, TEMCHPOIUMYC) ¥ BUILAArTHITTHI BPPL & 5
Beue npuema ACE-unxuburop. 3

Anagpuraxmuunu peaxkyuu npu 0ecencuOunUzaAYUa .




[Ipu neyenne ¢ ACE-nHxHOuTOpH UMa no-rosisMa BEpOSTHOCT W MOBHILICHA CTEMEH HA TEXKECT Ha
aHa(pHIAKTHIHH U aHaPUNaKTOMAHHM peakUMH KbM OTPOBa Ha HACEKOMHE # ApyTH asiepreHd. [lpeau
MPOBEXKIAHETO Ha JeCEeHCHOWU3auKaATa TpAOBa Aa ce 0OOMHCIIH BPEMEHHO NPEKbCBAHE MIPHEMA HA
PaMMITPHIL.

Enexmporumen monumopunz: Xunepranuemus

ACE-paxnOHUTOpHTE MOraT 12 MPHYHUHAT XHIIEPKATHEMMS, 3A1I0TO HHXHOMpPAT OCBOO0K/IaBAHETO Ha
anaoctepoH. EGekTsT 00UKHOBEHO HE € 3HAYHM IIPH NALHEHTH ¢ HOpMaiHa Ob0peuHa GpyHKuHA. Bbipexu
TOBA, IIPH NaLHMEHTH ¢ YBpeAeHa 6b0peuna QYHKUMA W/HTH PH NMalHEHTH, IPUEMAIIH KATHEBH J00aBKH
(BKIIOUMTETHO 32aMECTHTE/IH Ha COJITA), KAJIMH-ChXpaHABALLK AHYPETHLH, TPUMETONIPHM HITH KO-
TPHMOKCa30J1, U3BECTEH ChLIO KATO TPHMETONPUM/CYIhaMETOKCa301 H OCODEHO aOCTEPOHOBH
aHTArOHHCTH WJIH AHTMOTCH3UH-PEUENITOPHHA ONOKEPH, MOXKE 18 BE3HUKHE Xunepkaanemus. Kamui-
ChXPaHABALIM AUYPETHLIH H AHTHOTEeH3HH-PEeLIEITOPHH HiIoKepu TpaOBa a ce U3NOA3BAT ¢ IIOBHIICHO
BHHMAHKE NPH NauueHTH, noaydasaim ACE-HHXBOHTOPH, M CEPYMHMAT Kanui 1 6v0peuHara QpyHKIus
TpaOBa na ce npocnenssar (BkK. Touka 4.5).

Enrexmpoavumen monumopunz: Xunonampuemus

CHHAPOM Ha HENOAXOAL aHTHAMYpeTHYEH XOpMOH (SIADH) 1 nocneagana xunoHaTpHEMHA Ca
HaOJIFONaBaHHW NPH HAKOHW MaUWeHTH, JIeKyBaHH ¢ pamunpun. [IpenopbyBa ce HHBaTa Ha CEPYMHHA HATPUH
J1a €€ MpocCieaaBaT PpCAOBHO TIPH MMALIHSHTH B CTAp4YeCcKa BL3pacT H TIPH APYTY PHCKOBH IALIHCHTH C
ONaCHOCT OT XUITOHATPUEMMS.

Heymponenuwa/azpanyrouumosza

Heyrponeuus/arpanynounrosa, KakTo ¥ TPOMOOLMTONCHHS U AHEMHUA, Ca HAOMOJaBaHK B PEIKH CITyUaH,
KaTO MMa U ChoOIeHns 3a KOCTHO-MO3b4HA enpecus. [lpenopsusa ce npocnenssane Opos Ha benure
KPBBHM KIIETKH 32 YCTAHOBABAHE HA €BEHTYAJIHA JICBKOMEHHUA. [10-uecTo HabmoaeHne € XETaTeaHO B
HavaJHaTa {a3a Ha JJeUEHHE U IPH NALMEeHTH C yBpeaeHa OpOpedHa QyHKIUMWA; MAUMEHTH, CTpajally OT
KONAreHoBO 3adbonssane (Hanp. Jymy¢ ePHTEMATO3YC HAM CKIEPOACpMa); KaKTO U NMPH BCHYKH MAlHEHTH,
NEeKyBaHH ¢ APYTH IEKaPCTBEHH MPOAYKTH, KOWTO MOTaT Aa NpeH3BUKAT MPOMEHH B KPBBHATA KapTHHA (BX.
Touka 4.5 u t.4.8).

Emnuvecxku pazauxu

ACE-#HXHOHTOPHUTE Ca NPHYHHA 34 [10-BHCOKA YECTOTA HA AHMHOEIEM TIPH YEPHOKOXKH MALHEHTH B
CPABHEHUE C JIPYTHTE NALIHEHTH.

Kaxkro mpu apyrure ACE-uHXxuOUTOpH, BB3MOXKHO € ePEKTHT Ha PAMHIIPHI 38 MOHMXKABAHE HA KPBBHOTO
Hajiarane aa 6wae no-caab npH YEPHOKOMKH MALIMEHTH B CpaBHEHHE C APYTH MALMEHTH, BEPOATHO NOPa M
NIO-BHCOKATa YECTOTA HA XHITEPTOHHSA C HUCKO HUBO Ha PEHHH Cpe/l NOMyNauMaTa Ha YEPHOKOKH NALIMEHTH C
XHIIEPTOHHS.

Kawauya

HMwma cpoburenns 3a kanuidua npu ynorpeta Ha ACE-unxuburopu. OOMKHOBEHO KalLUIHLATA €
HENMPOAYKTHBHE, NPOABIDKUTENHA M M3UE3Ba Clel MPEKpaTaBaHe Ha Je4eHHeTo. [lpu rocTapaHe Ha
AvdepeHLMaTHa AWarHo3a 3a KallLTHiaTa TpA0Ba Aa ce HMa npeaBH BE3MOXKHOCTTA /1 C¢ Kacae 3a
KalllsILa, npesu3sukaia ot ACE-uuxuburopH.

Crbp3ady ¢ aMIOAWIIHH

He ca yctaHoBeHH 6€30MacHOCTTa W epUKACHOCTTA HAa AMIIOAUITHH NIPY XHIIEPTOHHYHH KPH3H.

Creyuannu nonyiayuu

Hayuenmu cvc cvpoeuna HedocmamovyHocm

[Ip1 nanueHTH Cbe Chp/ALYHA HEAOCTATHYHOCT JIEUEHHETO TpA0Ba Aa c€ NPOBEXAa ¢ NOB
B enHo apnrocpodHo, niauebo-KOHTPOIHpaHO NPOYUYBaHE PH MAUHEHTH C TEAKKE PopM
HepoctaTbuHOCT (k1ac 11 v IV no NYHA) cbobiueHara yectora Ha 6enoapobdeH oTok €
rpyrnara Ha aMmJOJAMIIMH B CPaBHEHUE ¢ rpynara Ha raedo (BK. Touka 5.1). bhokepure H
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KaHaH, B T.4. aMJIOJMITUH, TPAOBA Ja C¢ H3MI0J2BAT C MOBHILIEHO BHHMAHHE MPH MALMEHTH, CTPAaAALLUHN OT
3aCTOHHE ChpPACUHA HEAOCTATHLYHOCT, Thil KATO TE3M NEKAPCTBEHH NPOAYKTH MOTAT [Ja MOBHIIAT PHCKA OT
HACTHIBAHE Ha OB/ICINH CLPAEYHO-CBAOBH HHLHACHTH HIIA CMBPT.

Hayuenmu c yepeoena uepnodpodua grynxyus

[TonyXMBOTHLT Ha AMJIOAMNMH € YABDKEH H CTOMHOCTHTE Ha rutoliTa noj kpueata (AUC) ca rmo-BHCOKH NpH
MAlUEHTH C YBpPEeHa YepHOApoOHa PyHKITHA; HE Ca OINpeECHH MPENOoPbKHA OTHOCHO JO3HPOBKATA.
liopanu ToBa NIpHeMBT Ha aMIOAUIHH TPAOBA /1A C€ 3aN0YBA B /032 OT AOJIHATA MPAHHUIIA HA JTO30BUS
AWAMA30H, KaTo € HeOOXOAUMO MOBUIIEHO BHUMAHHUE KAKTO B HAYAJIOTO HA JIEYEHHETO, TAKa U IpH
NOBHINABaHe Ha 103ata. I[pH MalveHTH ¢ TEXKKO YBpeAeHa YepHOpobHa dyHKIHA MOxe Aa € HeoOXO0 MO
OaBHO TUTPUPaHE HA 103aTa U BHUMATEIHO NIPOCAEAIBaHE Ha ChCTOAHUETO.

{Iayuenmu 6 cmapuecka ev3pacm
Ilpu naumeHTHTE B CTapuecKa Bb3pacT 403aTa TpAOBA fia C€ yBeIMYABa C NOBHLICHO BHUMaHHE (BXK. TOUKa
4.2u35.2).

HudopHauys 3a IOMOUIHYTE BELUECTBA
ToBa nekapcTBO ChABPHKA NO-MaJKO 0T | mmol HaTpuit (23 mg) Ha 1034, T.€. MOKE A3 €& KaKe, 4e
MPAKTHYCCKH HE CHABPXKA HATPUH.

4.5 BiaaMojeHCTBHE ¢ APYIH JJeKAPCTBEHN NPOIYKTH M APYrH GopMH HA B3aHEMojielicTBHE

CBBp3aHu C paMHIIPUA

JaHHH OT KITHHHUYHHE [TPOYYBAHHA MMOKA3BAT, Y€ JBOWHOTO GJIOKHPAHE HA PEHMH - AHTMOTEH3UH -
angocrepoHoBara cucreMa (PAAC) ypes komOunrpanata ynorpeba Ha ACE-unxuburopu, anrvuorensus -
peuenTopHH ONOKEPH WK aTUCKUPEH Ce CBHP3Ba C HO-BUCOKA YECTOTA Ha HEXKE/IAHH CHOMTHS, KaTo
HanpUMep XANOTOHHA, XHIIEPKAIMEMHS ¥ HAMATABaHEe Ha Ob0peunaTa QyHKIUA (BKITIOUYHTEAHO OCTpa
ObOpedHa HeOCTATEYHOCT), B CPABHEHHME C yIOTpedara caMo Ha €IHO CPEICTBO, AeicTBawo Brpxy PAAC
(Bxk. Touku 4.3,4.4 u 5.1).

LIpomusonoxazanu xombunayuu

EkcTpakoprnopalnHo I€YEHHE, MPH KOETO MMa KOHTAKT Ha KPhBTA C eJIEKTPOHEraTHBHO 3apeACHH
MOBBPXHOCTH, KATO JHAJIM3a HITH XEMOQUITPALIMA € ONPEAC/ICHH BUCOKOIPONYyCKIMBA MeMOpanu (Hamp.
TOJIMAKPUNOHHTPHIHM MeMOpaHH) H adepesa Ha THIIOMPOTEHHH C HUCKA IUILTHOCT C JIEKCTpaH cyJjdar,
IOpaAy NOBHILIEH PUCK OT TCKKA aHadWIaKTOMAHA peakums (8K, Touka 4.3). AxO ce W3HCKRa NonodHO
neveHne, HEOOX0IUMO € Aa ce OOMMCITH H3MION3BAHE HA PA3/IMUEH THIL JHAIM3HA MeMOpaHa Wiu
AHTHXHUIIEPTEH3UBHO CPEICTBO OT pa3iiyeH Kac.

CombrerBainara ynorpeda Ha ACE-uHXHOUTOPH Che cakyOuTpII/BaJICAPTAH € NPOTHBONOKA3aHA, Thil KaTO
TOBa MOBUIIABA PHCKA OT aHrHoedeM (BiK. TOukH 4.3 u 4.4). JledeHuero ¢ paMunpull He TpsabBa aa 3ano4sa
npead 36 yaca cnep npHema Ha nocneAHaTa 4032 cakyourpui/sancapras. Ynorpebara Ha
cakyoutpun/sancapran He TpaOBa Aa 3amo4pa [peaH 36 yaca ciiell IocIeAHaTa 1033 PAMHIIPHIL.

Ilpednasnu mepxu npu ynompeba

JlexapcTBeHH NPOAYKTH, MOBHLILARALILKA PHCKA OT AaHFHOELEM
Ennospemennara ynorpeda na ACE-uixuburops ¢ pauekaaorpui, m TOR-uuxuburopn (Hanp. cHpoO.THMYC,
€BCPOJINMYC, TEMCHPOIIMMYC) H BUILIATJIMIITHH MOXE JIa AOBE/IE A0 NOBHIICH PHCK OT aHTHOE

4.4).

KaJinii-chxpaHsaBaimy Uy peTULd, XPAHHTEIHY JO0ABKH, CHIBPKALIN KAIMI WIH KATIH
3aMECTUTEM HA COJITA

Bunpexy e cepyMHUAT Kanuii 0OUKHOBEHO OCTABA B PAMKHTE H3 HOPMAJIHHUTE IPaHHII
MAIHEHTH, JICKYBAHH ¢ PaMHITDHJI, MOXKE Jia Bb3HHKHE XHIIepKaueMus. Ynorpedara Ha
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ChXpaHABAILH JHYPETHUM (HAMp. CMHPOHONAKTOH, TPHAMTEPEH HJTH aMWIOPHA), XPAHUTE/THA 100ABKH,
CbABPKALIHA KaTWH, HIIH KaJIMA-CHABPAKALM 3aMCCTHTEIM HA COJITA MOXKE Jla JOBEAC AC 3HAYHUTEIHO
MOBHIIEHHE HA CepyMHHSA kanuid, TpabBa Cbio /1a c¢ BHUMAaBa, KOraTo pAMHUIIPIII ce [IpHIara
€IHOBPEMEHHO € IPYTH CPEACTBA, KOUTO OBUILIABAT CEPYMHHS KaIMi, KaTo aHrHOTeH3MH I1-aHTaroHucTH,
TPUMETOIIPHM U KOTPHMOKCA301 (TpuMeTorpuM/cyndameroxcaszo). H3BeCTHO e, Ye TPHMETOIIPHM OCHCTBa
KaTO KAJIWH-ChXpaHABal JHYPETHK, T0O00HO Ha aMuinopujl, Ilopaau Tosa He ce npenopnuBa
KOMOHHHPaHETO Ha PAaMHIIPUII C rOpPeCcOMEHATHTE JIEKapcTBa. AKO € ToKasaHa CRITFTCTBALNA ynoTpeda, Te
Tps0Ba Aa ce M3MNO/I3BAT C MOBULICHO BHUMAHME U [IPH YE€CTO MPOCIICAIBAHE HA CEPYMHHS KaJTHIA,

LIMKJIOCNIOPHH ¥ TAaKPONUMYC
[Ipu cwrbreTBama ynorpeda Ha ACE-uHXHOMTOpPH ¢ IUKIOCTIOPHH MOXKE J1a BB3HHKHE XHIICPKATTHEMMUS.
[Ipenopbupa ce npocneAsBaHe HA CEPYMHMUS KaTHIA,

XETMapHH:

[Ipn cenberBaiia ynorpeda Ha ACE-UHXHOHTOPHU © XenapHH MOXE Ja Bb3HHKHE XHIIEPKATHEMHS.
Ilpenopbupa ce npocieasBaHe Ha CEPYMHHUA KaJlHid.

Anmuxunepmensuenu cpeoCmsa (Hanp. OUypemuy) u Opy2u 8ewecmsa, KOWMo Mozam 0a RORudICam

KPBBHOMO HANAAHE (HAND. HUMPQMU, MPUYUKIUYHU QGHMUOENPeCanmu, HECemuyl, NPeKxoMepeHr npuem
Ha aaxoxon, baxnogen, anpyzozun, COKCaAz03uH, NPAZOIUN, MAMCYAOIUH, MEPA3ZOIUH).

Moxke na ce 04aKBa YBETHUARAHE Ha PUCKA OT XATIOTEH3U (83K, TOUKA 4.2 33 IUypeTHiy).

Bazonpecopru cumnamuxomumemuyu u Opy2u gewyecmesa (Hanp. uzonpomepenon, oodymamur, OORAMUH,
enunepun), KOUMo MO2am 0a HAMAIAM AHMUXUNEPIERIUBHIA ePeKm RA PAMUNDUIL.

[Ipenopsusa ce npocneasBaHe Ha KPbBHOTO HasIsiTaHe.

Anronypunon, UMyHOCYRpeCOpU, KOPIMUKOCIMEPOUOU, NDOKAUHAMUO, YUMOCMAmuyu U Opyeu sewecmsay,
KOUMO MO2am 0 NPOMEHAM Opost A KDbEHUME KIEMKU.!

HMa nosvlleHa BEpOATHOCT OT NOABA HA XEMATONIOTHYHH peakiuy (BK. ToUuka 4.4).

JIMTHEBH CONTH: €KCKPEHUMATA Ha JTUTHS Moxke aa Obae nowmxeHa oT ACE-UHXUOUTOPUTE W OpasH ToBa
TOKCHYHOCTTA Ha JIMTUS MOXKE J1a ce yBeanyud. HAeara Ha nuTHs TpgaOBa 1a ce mpocaeAdaBar.

[IpoTHBOAMaOETHH CPEACTBA, BKIIOYHTEIHO HHCYJIMH: MOTAT Jd Bh3HHKHAT XHIIOTTMKEMHYHH PEaKLIMH.
[lopaau ToBa ce npenopbuBa NpocaeAsBaHe Ha HUBATA Ha KphBHATA 3axap.

HecreporaHu NpOTHBORB3NAIIMTEIHA CPEACTRA M AUSTIWICATHLIMIOBAE KHCEJIHHA: MOKE J1a C€ OYaKBa
HaMAaJIsIBAHE HAa AHTHMXUIEPTEH3URHMA eeKT Ha pamMunpui. OcBeH TOBa, ChIIBTCTBALIOTO JeueHue ¢ ACE-
uuxuoutTopu ¥ HCIIBC moxe na noBege o nosuilieH pUcK OT BiolnaBaHe Ha 610peyHaTa PyHKUMS U Ja
YBCAHUM KanueMHATa.

CBBp3aHH ¢ aMIOUNKH

Edhexmu na opyeu aexapcmsenu npodyxmu gupxy amacounus

CPUTPOMHLHAH HJIH KIApHTPOMHLMH, BEPANAMMUIT MU JUIITHA3EM ) MOXKE 14 JOBEIE 0 3H
Ha €KCNO3HLIMATA HA aMJIOHIIMH, KOETO BOAH A0 MOBHIIEH PHCK OT XUNOTOHMA. KiuHH
Te3H (PaApMAKOKMHETUUYHM BAPHALIMH MOXKE /14 € [10-H3Pa3cHa [IPH MNALUESHTUTE B CTapue
MOJKE /14 Ha/I02KH KIIHHUYHO MOHUTOPUPAHE M KOPEKLMS Ha J03ara.



Huaykropu na CYP3A4: Ilpn eqHoBpeMeHHO TPUNOKEHHe Ha u3BecTHH HHAYKTOpH Ha CYP3A4
[UIa3MEHATa KOHLUEHTPAUMA HA aMIOAUNUHY MOXKe Aa Bapupa. [Topaau To0Ba KpbBHOTO HansATane Tpabsa na ce
fipociefABa K Ja ce OOMHCIH aaanTHpaHe Ha 103aTa KaKTo 1O BPeMe, TaKa H CJIe]l e THOBPEMEHEH IIPHEM,
ocobeHo ¢be crtHH CYP3A4 unpyktopu (Hanp, pugaMImiiiEH, )BT KRHTaApPHOH),

He ce npenopbusa ynorpeba Ha amioaHnKH ¢ rpeHNngpyT WIH COK OT rpeHn¢pyT, Thi KATO IPH HAKOH
NMAaUHCHTH OHOHATHYHOCTTA MOXKE Ja ¢€ MOBHLLIM U A2 AOBEE 10 3aCH/IBAHE HA AHTUXHUIICPTECH3UBHUTE
eheKTH.

Hanrponex (MHy3us): Ipu xuBoTHH ca HaONIOJaBaHHK JeTalHa KaMepHa GHOpUiaLus U ChbpASYHO-ChAOB
KOJIATIC, CBBLP3aHH ¢ XHIIEPKAIMEMH CJie MPUIOKEHHE Ha BEpanaMWI U HHTpaBeHO3¢eH AaHTpoeH. [lopaau
PUCK OT XMIIEPKAIHEMHS, CE NPENopbYBa 1A ¢¢ N30ArBa € ATHOBPEMEHHOTO NMPUIOKEHHUE ¢ AHTATOHHCTH Ha
KQILHEBHTE KAHAJIH, KaTO aMJIOAMITAH, MPH NALUMEHTH, MPSAPA3NOIOKEHH KbM MAJIMTHEHA XUIIEPTEPMHA H
[PH OBNAJIBAHE HA MATTUTHEHA XHIICPTEPMHA.

Edhexmu na amnoounun evpxy opyeu aexapcmeeru npooykmu

AHTUXHIIEPTEH3MBHOTO JACHCTBHE HA aMJIOAHITMH 3ACHIIBA TIOHWXABALLIOTO ASHCTBHE BHPXY KPBBHOTO
HasraHe Ha APYTH JIEKapCTBEHH MPOAYKTH C AHTHXHIICPTCHIMBHO AEHCTBHE.

Takponmumyc: CeuiecTByBa PHCK OT MOBHIIABAHE HABATA HA TAKPOJIMMYC B KPBBTA, KOTaTO CE MpHJiara ¢
aMJTOTUNKUH. DapMaKOKHHETUYHHAT MEXaHH3IBM Ha TOBA B3aUMOJIEHCTBHE HE € HAITRJIHO H3SCHEH. 34 aa ce
H30€rHe NposBa Ha TOKCHYHOCT OT CTPaHa Ha TaKPOJIHMYC, IPHIOKEHHETO HA aMIIOAMITHH MPH NALIMHEHTH,
JIEKYBaHH C TAKPOJIMMYC, H3IUCKBA Hab0/1aBaHE HUBATA HA TAKPOJIUMYC B KPhBTA M KOPHTMPAHE J1032Ta Ha
TaKpOJIHMYC, KOraro € HEODX0 MO,

Huxubutopu Ha Taprera 3a Panamuuun (mTOR-uHxubuTOpH): uuxubutopute Ha mTOR karo cuponumyc,
TEMCUPOJIHUMYC W eBeposiumyc¢ ca cybctpard Ha CYP3A. Ammonunue e cnabd unxudurop Ha CYP3A. Ilpu
¢THOBpEMEHHO H3no3BaHe Ha mTOR uHXUOMTOpH aMIIOAMITHH MOXKE Aa YBEJHYH eKCro3uLuaTa Ha mTOR
UHXHOHTOpHUTE,

[{uknocnopun: He ca nposexaaHy npoyyYBaHUs 3a JICKAPCTBEHA B3aHMOASUCTBHA C UMKIIOCTIOPHH H
aMJIOIUIIHH [IPH 3/paBH JOOPOROJILHA KK JPYTH IPYIH NALMEHTH, C M3KIIOUSHHE HA [AUMEHTH ¢ ObOpeyna
TPaHCIUIAHTAUHMS, KBAETO ca HabmogaBaHyu pa3iMiyHH IOBULIEHUs HA HAl-HUCKATZ KOHUECHTpaLMa (CPEAHO
0% - 40%) na uuxnocnopuH. TpsaGBa aa ce 00bpHe BHUMaHHE Ha HAOIIOAABAHETO HA LUKIOCIIOPHHOBHTE
HHBA TMPH [anUeHTH ¢ OBOPeyHa TpaHCIUIaHTALMA, NPHEMAII[H aMJIOTMITHH, a JIo3aTa Ha [HKJIOCHOPUH
TpaOBa /1a ce KOpUrHpa cnopesl HeoOXOAMMOCTTA.

CuMsacTaTud: EAHOBPEMEHHOTO NMpUIAraHe Ha MHOroKpaTHH 1034 oT 10 mg ammoaumud ¢ 80 mg
CHMBaCTATHH Npeai3BHKBea 77% MOBHINICHUE B €KCMIO3HLIMATA HA CHMBACTATHH B CPABHEHHE CbC
CaMOCTOATENIHOTO My IIpHNOKeHHE. Topa Hanara orpaHMyaBaHe Ha A03aTa Ha CHMBACTaTHH 10 20 mg
JHEBHO MPH NALMEHTH, IPHEMALLH aAMIOIHITHH.

ITpy npoyuBaHuATA HA KIHHUYHUTE B3aMMO/ICHCTBHSA aMIIOIMNUH HE BIMAE BLPXY (papMakoKHHETHKATa Ha
aTOPBACTATHH, JUTOKCUH WM BapdapuH.

4.6 PepraanreT, 0PEeMEHHOCT H KhpMEHE

Kato ce umar npeasua ePeKTUTE Ha OTAETHUTE KOMIIOHEHTH B Ta3H KoMOuHaLMs, HMnakTvH l/,-.- T3
MPEMOPBHYBA MO BPEME Ha TbPBHS TPUMECTHP Ha OpEeMEHHOCTTA M € MPOTHBOIMOKA3aH MO BPEMS -_.1 : :'
TPETUA TPHMECTBP OT OPEMEHHOCTTA. /
Mmnaktun Jlyo He ce npenopbusa no BpeMe Ha kspmeHe. Tpabea Aa ce B3eMe peleHUe A »g
MPOAL/LKK/TIPEYCTAHOBH KHPMEHETO HITH JIa C€ NMPOIbJDKH/TIPEYCTAHOBH TepanuaTa ¢ MMIHKE
Ce B3¢MaT MPEABMA NOJI3aTA OT KbPMEHETO 32 JICTETO M M10JI3aTa OT TepaluaTa 3a Maikara. 2
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CBbp3aHM ¢ pAMHATIPUT

YnotpebaTa Ha paMUIIPHII HE Ce MPeNopbYBa [0 BpEME Ha ThPBHA TPUMECTBP OT OpEeMEHHOCTTA (BX. TOUKA

4.4) 1 e IPOTHBOIOKA3AHA IO BPEME HA BTOPHS U TPETHI TPUMECTBP OT OpeMeHHOCTTa (BiK. TOUKa 4.3 1
4.4).

EnupeMHUONOrHYHHTE JaHHM OTHOCHO PHCKA OT TepaToreHHocT ciel excrnozuiua Ha ACE-unxuOHTOpH No
BpeMe Ha MbPBHI TPUMECTHP OT OpeMeHHOCTTa He ca yOeUTENHH, HO NIEKO MOBHIUIABAHE HA PHCKA HE MOXe
na 6ae naknoueHo. [pu nauueHTkuTe, IaHupawy 6pemeHnoct, tepanusata ¢ ACE-unxuburopn tpsabsa
Jia ¢¢ 3aMEeHH C AJITEPHATHBHO AHTHXHIIEPTEH3HRHO JICUEHHE, KOSTO MMA YCTAHOBEH NPOGHI Ha 6€30MacCHOCT
IpH ynoTpeda no BpemMe Ha OPEeMEHHOCT, OCBEH aKoO He C€ CYMTA 3a KpaiiHo Heobxoauma, [lpu ycTaHoBABaHe
Ha OpemeHHOCT TeyeHueTo ¢ ACE-unxuburtopu tpsabea ga 6be cnpsaHO He3aGaBHO M aKO € YMECTHO, TpA0Ba
1a OBJe 3aroyHaTa anTepHATUBHA Tepanms.

HzeectHo ¢, 4e tepanuara ¢ ACE-unxuburop no BpeMe Ha BTOPHA ¥ TPETHA TPHMECTHP NPHYHHABA
deTOTOKCHYHOCT NpH Xopa (HamalleHa 6u0peuHa GyHKIIMS, OJIMIOXHAPaAaMHHOH, 3a0aBeHa OCH(HKALIHA Ha
yepernia) ¥ HEOHATAIHA TOKCHYHOCT (OBOpeuHa HeAOCTaAThUYHOCT, XHMOTOHUS, XUTIEpKATHEMH ) (BXK. ChLIO
To4Ka 5.3). B cny4ait Ha excriozulius Ha ACE-UHXHOuTOpP npe3 BTOPUs WK TPeTHS TPHMECTbP Ha
OpeMeHHOCTTa, ce npenoprusa nperies Ha 0uOpeyHaTa GyHKUMA M yepena upes3 yaTpaseyK. HosopoaeHn,
YHUTO MaHKH ca npueManu ACE-uuxuburopy, Tpsadsa ga 6baaT BHUMATETHO NPOC/ISAABAHH 32 HAJIMYHME HA
XMIIOTEH3UA, QJIMIYPUs ¥ XUMepKaTueMus (BK. Touka 4.3 u 4.4).

CBBbp3aHH ¢ AMAOIHIIHH

He e ycraHoBeHa 6e30macHOCTTa Ha aMAOIUITAH NIPH OpeMEHHM KEHM.

B npoyyBaHHA PH XHBOTHH [P BHCOKH J103H € HAOMI01aBaHa PelpoOAyYKTHEHA TOKCHHHOCT (B3K. TOYKA
5.3).

[ IpunoskeHue 1o BpeMe Ha OPEMEHHOCT C€ NPEnopbhUBa CaMo, KOraTo HAMa Mo-0e30nacHa alTepHaTHBA U
KOraro caMoTo 3a00JBaHe HOCH MO-rojIAM PHCK 3a MaikaTa H IUIoAa.

Kvprene

CBbp3aHy ¢ PAMHITPHII

[lopaam nurica Ha JOCTATHMHO HHPOPMALIMS OTHOCHO yNoTpebaTa Ha paMUNPHI NP3 NEPHOIA HA KbDMEHE
(BXK. TOYKa 5.2}, 32 peanouuMTate € npes neprloaa Ha KLPMEHE 1a Ce U3MOI3BAT APYrH Jiekaperaa ¢ No-
nobpe yctaHOBEH NMpogu Ha 0e30nacHOCT, 0CODEHO NPH KEPMEHE HAa HOBOPOICHO MITH HEJJOHOCEHO JIETE.

Cpbp3aHu ¢ aMIOJAUNWH

AMIIOJIMITUH C€ EKCKPETHpAa B KbpMara npH xopa. Hacrtra ot ao3ara Ha Maiikara, IOJIy4¢Ha OT KBPMAa4eTo, ¢
WIUUCACHA ¢ UHTEPKBAPTHACH Anana3on 3 — 7%, ¢ MakcumyM 15%. EQexTsT Ha aMyIOAMIINH BLPXY
KbpMayeTara € HeH3secTeH. PeuieHueTo 3a npoabbkapaHe/CIHPAHE HA KEPMEHETO HITH 33
MpOAB/DKABAHE/CIIMPAHE HA NCUSHHETO ¢ aMJIOAHITHH TpAbBa Aa ce BieMe CJIe/l NPELICHKA Ha Nos13aTa OT
KbPMEHETO 38 JETETO H 0JI34Ta OT JISYCHHETO ¢ aMJIOIMITHH 3a Malkara.

Depmunumem
[Ipu HAKOM NALMEHTH, IEKYBAHU ¢ OJIOKEpH HA KAILMEBHTE KaHAH, ca ChOOLICHH 00paTHME RO L

IPOMEHH B IJIABHYKATA HA criepMaTozonauTe. KIIMHHUHHTE JaHHH €A HEQOCTATHYHH 110 OFHONSBIHCH: ’{stzo
MOTEHUHATHHA €QEKT HA aMIIOAUITHH BLPXY (hepTHIHTeTa. HaKkonko npoyyusanus 1pu

OTPULIATEITHO BB3JCHCTBHE HA AMIIOJMITHH BBPXY MBXKHS (PEPTWIHTET (BXK. TOUKa 5.3)

4.7 E¢ekTH BLpXy ¢rioco0HOCTTA 3a mojpHpane B pabora ¢ MAIIKEH
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HMmnaktH Jlyo Moxke Aa noBause B caba A0 YMEPEHA CTeneH crnocobHocTTa 3a modmpane v pabora ¢
MalWwHHY. Haxkou HexxenaHu peakuuu (Harp. CAMNTOMH Ha MOHHKEHO apTEPHAIHO HAJIATAHE KaTO
3aMaiBalde, TNaBobonue, yMopa) MOraT f1a BJIOIIAT CIOCOOHOCTTA 3a KOHIEHTPANM U PEAKLMA, KOETO
NIPEACTAB/IABA PUCK B CUTYALHH, [IPH KOUTO Te3U CNOCOOHOCTH ca 0COOEHO BaKHH (YNPaB/ICHHE Ha
[IPEBO3HO CPEACTBO HUJIH MAIIIUHHU).

Tora MoOXe 1a ce ciyun 0COoOEHO B HAYATOTO Ha JIEYEHHETO HITH MPH IMPEMUHABAHE OT JIPYIH JIEKAPCTHA.
Cnen mepBaTta 103a WM IOCNENRAIIM YBEJIMYEHHS HA J034Ta He Ce MPenopbhyBa Mo(pHpPaHe HiH padoTa ¢
MalllHHH B NPOABJDKEHHE Ha HAKOIKO Yaca.

4.8 Hexe1anH 1eKapPCTBEHH PeaKIHH

[TpodunbsT Ha BE30MACHOCT Ha pAMUNPUIA BKITIOYBA NEPCUCTUPALLA CYXa KAULTUIA ¥ PEaKUWH, JbDKALIM Ce
Ha XMNOTOHUATA, CEPHO3HUTE HEXKENIAaHH PCAKLIMM BKIIIOUBAT HHCYNT, MUHOKap/eH UH(PAPKT, aHTHOEAEM,
XUNEPKATHEMUA, ObOpeYHH ¥ HepHOAPOOHH HAPYIIEHUS, TAHKPEATHT, TEKKH KOXHH PEaKLIHH
HEYTPOIeHH/arpaHyIOLMTO3a.

Haji-uecTire cHOOIABAHH HEXKETAHMA PEAKLAY IO BPEME HA JICHEHHUE C AMIIOAMITHH €4 COMHOJIEHTHOCT,
3aMagHOCT, IMaBodoIHe, NATUTALUMH, 3aUuepBsiBaHe, abAOMUHAITHA OONKH, rajicHe, OTOK Ha ITIe3¢HHUTE, OTOK
¥ yMopa.

Hesxenanure peakiuu 110 4ecToTa ce OOpeAessaT MO cleaHaTa oblonpuera KiacHpHKanus:

Muoro vyectd (> 1/10); Yect (> 1/100 no < 1/10); Heueern (> 1/1 000 mo < 1/100); Peaku (= 1/10 000 no
< 1/1 000); muoro peaku (< 1/10 000); ¢ Hew3BecTHA yecToTa (OT HATHYHUATE AaHHHY HE MOXE JIa ¢€ HAIlpaBH
OLIEHKA).

[To Bpeme Ha HE3aBHCHMO JICHEHHE ¢ PAMHIIPHI B aMIO/MIMH ¢a HAOTIOJABAHMU CNEAHUTE HEXENaHu
peaKIMH:

Cucremo-opraner YecToTa PaMunipu AMJTOHIIHH
Kaac
HapyineHus Ha kpsBTa |HedecTn Eo3unodunus

W TuMHATA CUCTEMA

Peakw [lonv:xenue Ha HETUTE KPBBHH
KJIETKM (B T.4Y. HEYTPOIIEHHUA WITH
araHy/1o0MTO3a), MNOHWKAaBaHe Ha
YEPBEHUTE KPBRHH KIICTKH,
NOHMYKEeHHe Ha XeMOTT00HHa,
NOHUKECHUE Opod Ha

TPOMOOLMTHTE
MHOro peaxku JleBKOMEHHS,
TPpOMOOLHTOIEHHS
C HeussecTHA YecToTa | KocTHO-MO3bUHA
HEAOCTATBUHOCT, NAHUHTONEHUY,
XEMOITUTUYHA aHEMH
Hapywenus Ha Muoro peaku AnepruyHun peakuMH

HMYHHAaTa CHCTCM4a

C HeusBecTHa vyecTtoTa | AHaPUAAKTHYHH WIH
aHa()MITaKTOHIHH PEAKLIHH,
YBEJIHYEHH aHTHHYKJICAPHH

aHTUTENA
Hapyiienusa Ha YecTu IHoBHILIEHO HUBO HA KANTHH B
MeTabonn3Ma 1 KpbETA
XPaHEHEeTO
Heuectu AHOpeKcUSs, MOHWKEH aleTUT

Muoro peaku

I



C HeHIBECTHA YECTOTA

[IoHWXeHO HUBO Ha HATPHH B
KpbBTa

Hapyumienus Ha
€HAOKPHUHHATA CHCTEMA

C HeusBecTHa 4ecTOTa

C HHIpPOM Ha HCaNCKBATHa
CCKpPCLikA Ha aHTHARYPCTHYCH

xopMoH (CHCAX)

[lcuxuunn HapyLIEeHHd

Heuectn [ loTHechaTo HacTpoeHuE, be3chHME, MPOMEHH B
TPEBOMXKHOCT, HEPBHOCT, HACTPOEHUETO (B T.4.
0e3MoKOICTRO, HAPYLICHHE HA | TPEBOXKHOCT), AENPECH
CBHS, B T.4. CHHIHBOCT

Peaxu ChCTOSIHUE HA OOBPKAHOCT Ob0bpkaHoOCT

C HeH3BEeCTHA 4eCTOTa

HapyuieHa koHueHTpaLHs

Hapymenus Ha
HEpPBHATA CHCTEMA

YecTHn [ narobonue, 3amaiiBaHe CBbHIHBOCT, 3aMAHBAHE,
raasobonue (ocobeHo B
Ha4yaJ0oTo Ha JICUEHHETO)
HedecTu CBETOBBPTEHK, HAPECTE3HA, Tpemop, AMcreysus, CHHKOI,
arey3us, AMCrey3us XHITOCCTC3UsA, MAPECTE3HA
Penxku TpeMop, HapyILIEHO PaBHOBECHE

MHuoro peaku

Xuneprouus, nepudepua
HeBpOMNaTHA

C HeM3BeCTHA YecToTa

Mo3buHa Hcxems, B T.4.
UCXEMHYECH HHCYT H NPEXOAEH
UCXEMHYEH MPUCTBHII,
HapyLleHHE HA ICHXOMOTOPHHUTE
dyHKUMH, yCElTaHE 3a NapeHe,
napocmus

EkcTpanupaMuaHu
HapyLIEHHS

Hapyuwenus va ouutre {HUectu 3pUTENHN HapyWenna
{ BKJIFOUHMTENHO JUIUIONUA )
Heuyectu 3puUTEeNHH HAPYILCHUA,
BKJTHOYMTEJIHO 32MBIJIEHO 3PEHHE
Penku KOHKHKTHBHT
HapyueHnus Ha yxoro ¥ |Heuectu LIym B yiuuTe
nadUpHHTA
Peaku CnyXoBM HapylUEHHA, LIYM B
YHIUTE
Copreunu Hapyuiedus |Yectu Hannurauuu
Heuyecru MuokapaHa ucxemus, B T.4. ApuTMHA (B T.4. OpaauKapaus,

CTEHOKap/AWsa HJIH MHDAPKT HA
MHOKap/ia, TaXHuKapaus,
APUTMHUA, NANIMTALMH,
nepydepeH OTOK

KaMepHa TaxuKkapads U
MPEeAChPAHO MBAKACHE)

MHuoro peaku

HUudapkt na Muokapaa

CbI0BH HapyLUEHUA

m
AR T
"'; A

Yectu XHNOTeH3MsA. OpPTOCTATAYHA 3aueprspéfiag
XHIIOTOHHS, CHHKOI Xy

HeuectH 3auepBiBaHE

Peaxu Cnbao0Ba cTeHo3a, xunonepdysus,

BACKYJTHT
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MHoro peaku

BackyJsiHT

C Heu3BeCTHA YecToTa

MenomeH Ha PeiiHo

PecnupaTopHH, rpbaHM
H MEJHACTHHAITHH
HapyLIECHHA

YecTH

HenpoaykrusHa, apasHewma
Kalvuua, OpOHXHT, CHHY3HT,
ITHUCTIHE S

Jycnues

HeuecTH

bpoHxocnasem, 8 T.4. 000CTpeHa
acTMa, Ha3a7Ha KOHIeCTHS

Kanuna, pHHHT

CToMalllHO-YpPEBHH
HAPYLIICHHS

Yectu

CTOMAaLIHO-YPEBHO BB3IAJICHUE,
HapyLIeHO XpaHOCMHJIaHE,
auckoMdopT B 00ACTTa Ha
KOpeMa, JUCTICNICHA, AHAPHA,
raJeHe, NOBPbLUAHE

Bonka B KOopema, rajieHe,
JHUCTIENICHA, NPOMAHA B
H3XO0KAAHUATA (B T.4., AHApUA
Y KOHCTHITALHA)

HeuecTu

[laHkpeaTUT (B H3KIIOHHATEIHO
PECOKH ClTyyaH € ¢chO0IIaBaHO 3a
(baTaneH U3xox nNpu NpHEM Ha
ACE-unxuduropn), NOBHILICHH
MAaHKPEACHHW €H3IWMMU, AHTHOEIEM
HA TBHKHTE YepBa, OOJIKA B
rOpHATA 4acT Ha KOpema, B T.4,
raCTPUT, KOHCTUIAIIHA, CYXO0Ta B
ycTara

[loBpBiuaHe, cyxoTa B ycrara

Peaku

I'mocur

MHoro penku

[TaHKpeaTHT, racTpHr,
THHIHMBAJIHA XUNIEPIUIA3ZHSA

C HeU3BECTHA HeCcTOoTA

Adrozen ctoMaTuT

XenmaTo-Ounnapuu
HapyLIEeHHA

He4ectu [Topuuenu gepaonpodbHU
€H3UMU H/HJIH AHPEKTEH
OWIHPYOHH

Penxm X0JIECTATHYHA K BIITEHHLIA,

XelaToLenynapHo YBpexkIaHe

MHoro peaku

Xernarur, )KbJITEHHLA,
HOBHLIEHH YEPHOAPOOHH
eH3UMMK*

C HeHU3BEeCTHA YecToTa

(OcTtpa yepHOAPOOHA
HCIOCTATbYHOCT, XOJIECTATHUYCH
WJIK UMTOJHTHYEH XENATHUT (C
daTaneH U3Xo/1 B HIKJIKOUYUTEITHO
PEAKH CIIYYaH)

HapyiueHus na koxkarta
H TIOJIKOKHATA ThKaH

YecTH

O0puB, No-cneuHaIHO MaKyno-
nanynapeH

HeyecTH

AHMHOEIeM; B HIKITFOUHTEIHO
peaKy ciiyyaun OJIOKHpaHeTO Ha
Bb3TYXOHOCHHTE MTHTHLLA OT
AMIHOEAEM MOXKE 1a [IPHYHHH
paranen n3xon; crpOeK,
XUMepXuaposa

Anoneuus, oyp

Penku

EKChoNMaTUBEH IEPMATHT,
YPTHKApHsi, OHHXOJIHM3A
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MHOro penkH

Peakund Ha
(hOTOUYBCTBHTEITHOCT

AHruoeaemM, epuremMa
MyTH(hOpME, eKcpoanaTHBeH
AEPMaTHT, CHHIPOM Ha
CTHBBHC-JPKOHCBH, OTOK Ha
Keunke, hoTOUYBCTBHTETHOCT

C Heu3BeCTHA YecToTa

TokcuyHa enugepmanHa
HEKPOJIM3a, CHHAPOM HA
CTHBBHC-/[)KOHCEH, epHTEMA
MyaTUdOopme, NeEMPUIyc,
00OCTPEHEH MICOPHA3MHC,
nMcopyHasiPoOpMeEH IEPMATHT,
NEMAUIOMACH WX JIMXCHOH/IEH
EK3aHTEM MJIH AHAHTEM,

Tokcuuna enuaecpMaiHa
HEKpOJIH3a

ANoMenH
Hapyiuenus Ha YecTH MYCKY/HH cria3MH1, MHANrHs (OTOK Ha I'JIe3¢Ha, MYCKYJ/1HH
MYCKYNO-CKEJIETHATA KpamIiu
CHETEMa | Heuectn ApTtpanrus Aprpanrus, Muasirus, O0JIKy B
ChCAHHHTE/NHATA ThKaH
ropba

Hapyuwienus Ha HeuecTH brOpeuHo yBpeskaaHe, B T.4. Hapyweno ypunupane,
OBOpeurTe U ocTpa OuOpeyHa HOKTYpPHS, NOBXLIEHA YeCcToTa
NMHKOYHHUTE TI'HTHULIA HEIOCTATHYHOCT, MOBHILIEHO Ha YpPUHHUPaHE

KOJIHYECTBO OTAEeHa YPUHA,

BIIOLIIABAHE Ha CHINECTBYBALLA

[POTEUHYPHUA, TIOBHLICHA ypes B

KpBBT4, MOBUIICH KPCAaTUHHH B

KpBBTa
Hapyimienus Ha Heuectu FHpexonua epekTHIIHA HUMMoTeHTHOCT, rTMHEKOMACTHA

penpoayKTHBHATA
cucTeMa u repjara

AUCQYHKUHSA, NOHUKEHO JIMOUI0

C HeH3BeCTHA 4ecTOTA

[ MHEKOMACTHUA

OB1um HapymeHns u
edeKTy HAa MACTOTO HA

Muoro yectu

Otok

Hectn bonka B repaute, yMopa YmMopa, acTeHus
[PUIOKEHHE
HeuectH [Tupekcus bonka B repaute, Oonka,
HEpa3IoJIOKEHHE
Peakn AcTeHus
Hzcnenpanus HeuecTn [ToBdLIUCHUE WM TOHMIKEHHE

Ha TECrJOTO

*B noeeueTo CNy4au ¢ Xomecrasa

Heduampuuna nonyaayus
bezonacHocTTa Ha paMurnipun € Habmoaasana npy 325 aena v I0HOLIM Ha Bb3pacT 2-16 roauHu no BpeMe Ha
2 KIIMHUYHH ApPOY4YBaHUA. BhIpeku ue €CTECTBOTO H TEKECTTA Ha HEKENAHUTE PpeaKiMy ca nogodHH Ha TE3H
pU BB3PACTHH, YECTOTATA HA CNCAHUTE € TIO-BUCOKA TIPH ACLIATA:

Taxuxapaus, Ha3aTHa KOHT€CTHA M PUHMT, ca YecTH (r.e. > 1/100 no < 1/10) npu neauatpuy

(r.e. > 1/1 000 o < 1/100) npu Bb3pacTHATA MOMYTALMA.

KOHIOHKTUBHT € uecT (1.¢. > 1/100 no < 1/10) npu zeuata d paapk (t.e. = 1/10 000 no <

Bb3paCcTHaATA NOoIyJialki,
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TpeMop U yprrkapus ca HeuecTH (1.€. > 1/1 000 g0 < 1/100) npu neAuaTpUUHaTa MOMYJIaUMs W PEOKH (T.€. >
1710 000 g0 < 1/1 000) ipu BB3pacTHATa NOMY 1AM,

OBwuAT npodrt Ha 6e30MacHOCT Ha paMUIIPUIE NPH NEAHATPHYHHM MALMEHTH HE Ce pa3/inyaBa 3Ha9HTCITHO
oT npoduia Ha 6€30NACHOCT NIPYU Bb3PACTHHTE.

Chobiiapate Ha NOAO3HPAHH HEXETAHH peakunH

CrobinaBaHeTo Ha MOJO3UPAHM HEKCIIAHW PEaKLHHU CISA paspeiiaBane 3a ynorpeba Ha NEKapCTBEHHS
NPOAYKT € BaykHO. ToBa MO3B0JIABA /14 IPOABKY HAOMI0I€HHETO HA CHOTHOLIEHHETO MOJ138/PHCK 34
JIEKapCTBEHHUA NPOAYKT. OT MEIMLMHCKHTE CNEIMATTMCTH ce H3MCKRA Ja ¢hoO1IaBaT BCSIKA [10103MpaHa
HEXEJIaHa PEAKUHA YpE3 HAIMOHATHA CUCTEMA 324 ChoO1aBaHe B M3nbiiHHTE/IHA areHUMA IO JIEKapCTBaTa

yn. ,,Jdamsau I'pyes” Ne 8, 1303 Codwus, Ten.: +359 2 8903417, yebcaiiT: www.bda.bg

4.9 Ilpexosupaie

CBBpP3aHO ¢ paMUHIIPUN

Cumnmomu

CumMrroMuTE, CBBp3aHH ¢ npeaosupaHe Ha ACE-HHXUOMTOPH, MOrar Ja BKJIIOUBAT [IPEKOMEpHa nepugepHa
Ba3odIaTaluA (¢ MOog9epTaHa XHNOTEH3HA, oK), OpaaMKapaAus, eIeKTPOJIMTHH HapyUIeHUs H ObOpetHa
HeJOCTATBYHOCT.

Jlevenue

[TanueHTbT TPAOBA Ja OBAC CTPUKTHO HAOMIOAABaH, IEYCHHETO TpA0Ba Aa ObC CUMIITOMATHYHO U
noaaspxatlo. [lpenopbyUHTenHUTE MEPKH BKIIIOHUBAT TbPBOHAYATHA JETOKCHKALMA (CTOMAIITHA IIPOMHUBKA,
MpHiarane Ha ancopOeHTH) M MEPKH 332 Bb3CTAHOBABAHE HA XEMOIHHAMHYHATA CTAOMIHOCT, BKIIFOYHTETHO
npujarane Ha anda 1 aapeHeprudeH arOHUCT WM aHraoTeH3UH [ (anrnoTenzunamun). PaMunpunar,
AKTHBHHAT METabOHT HA paMUIIpy, Ce OTCTPaHABA HE3aA0BOTHTEIHO OT 00LIOTO KPBBOOOpAILEHHE UPE3
XeMOAHAITH3A.

CBbp3ao © amIoauNHH
OnMTET N0 OTHOIIEHHUE HA NPEAO3HUPAHE NPY XOPa € OrpaHUYeH.

Cumnmonu

B3 0CHOBA Ha HAJIMYHHWTE JaHHH C€ NMPEAIIO/IAra, Y¢ CEpHO3HO NIPETO3HPaHE ¢ aMIOAHITHH MOXKE Ad AOBEAC
[0 eKCTpEMHA NepudepHa Ba3oqUIaTaMi H BEPOSTHO 10 pecnekcHa Taxukapaus. Uma cpobimenns 3a
CJlydaH Ha M3pa3zeHa v MOTCHLHAIIHO YIB/KEHA CHCTEMHA XHITOTEH3HA, JIOCTHTallla A0 HIOK ¢ (haTajcH
H3XO/L.

Hekapnuorenen 6enoapoden oTok ¢e chodllasa pAako kaTo Mocjeaniia oT Ipeio3upaHe ¢ aMITOAHIIHH,
KOHTO MOJKE [JIa ¢ NPOoABH Cche 3abaBeHO Havano Ha edexra (24-48 vaca cnen noriapiale) U 1a H3UCKBA
M3KYCTBEHA BeHTWIALMA. PaHHMTe peaHuMaLiMOHHHA MEPKH ( BIJIFOUHTETHO HATOBApBaHE C TEHUHOCTH) 3a
MOALbPiKaHE Ha nepPy3uaTa U ChpAeHHHA JeOUT MorarT Jia OpAaT yeKopABalH (PaKkTopH.

Jevenue

KaHHMUHO 3HAUHMaTa XMIIOTEH3Us, IOPaAH IPeA03UpaHe Ha aMIICAHITHH, H3HCKBA AKTHBHA CLPACYHO-
CbAOBA peaHrUMalvd, BK/IKOUBAIA YECTO KOHTPOIUPAHE Ha ChpAeyHaTa ¥ AMXaTeNHa PYHKUIMA, IOBAUTaNe
Ha KpaHHULUTE U BHHMAHUE N0 OTHOIIEHHE HA [IMPKYJaTOpHHA obeM U AHype3aTa.

] IpunoskeHHETO Ha BA30KOHCTPHKTOP MOXE A4 € OT NoJI3a 34 Bb3CTAHOBIBAHE HA ChIOBMSE TOH
apTEePHAIHOTO HAIATAHE, B Cy4ai Ue HAMa IMPOTHBONMOKA3aHHMA 3a TPHIOKEHUETO My, M2 B.W X
IIPHACMKEHHE HA KAJILKMEB [JIIOKOHAT MOKE [1a € OT N0/a3a 3a npeofonsraHe Ha edexra oy Oqwsan ATA T {". N

KaJIUEBHTE KaHAJIH. S/ ke %.,
CromainHaTa npoMUBKa MOxe Aa 6bAE OT oN3a B HAKOM cnyuau. [Ipn 3apasu noSpooM g Hg Sipien 42 %
1% Fak T T g SN :
aKTUBEH BBHIJICH 10 2 4aca ciiell MpuioxkeHne Ha amaoaunud 10 mg ce Habmoaasa Ha % 16 i : R .
. \%& T e tg:
i AN
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abcopOLusiTa Ha amnoaunuy. Hama BEPOATHOCT AMAIW3aTa Aa Obje oT noi3a nopajy CHIHOTO CBbP3BaHE Ha
AMJIOTUITHH C MPOTEHHMTE,

5. G®APMAKOJIOI'TYHUA CBOUCTBA

3.1 PapMaxkoJHHAMHYHH CBOHCTBA

(dapmakorepanerTuyna rpyna; ACE (aHrHoTeH3MH-KOHBEPTHpAlll €H3HM) UHXHOUTOPH H OJIOKEPH HA
kanueruTe kadaiM, ATC kon: CO9BB07

PaMunpun

Mexanuzom na deticmeue

Pamunpunar, akTHBHUAT MeTAa0OMUT Ha TIPEISKAPCTBOTO PaMHUIIPII, HHXHOHDaA €H3UMA
JAMNENTHANIKApOOKCUNENTHAA3a | (CHHOHHMMM: aHTHOTEH3MH-KOHBEPTHpAll €H3MM; kinHHaza I]). B
[UTa3MaTa ¥ TBKAHWTE TO3U €H3UM KAaTaTU3Mpa KOHBEPTHPAHETO HA AHTHOTEH3HH | 10 aKTUBHUA
Ba30KOHCTPUKTOP aHTHOTEH3MH I, KakTO W pasrpakaHETO Ha aKTHBHHA Ba3OAWIATATOP OpaHKMHHH.
IMoumxeHoTo obpasysaHe Ha aHTHOTCH3HH 1] M HXMOHpaHe Ha pazrpaKaaHeTO Ha OPAIMKHHHH BOLAT JI0
BA30IUJIATALIUA.

T'pit kaTo anrnoreH3uH Il crumynrpa ocBoOOi1aBaAHETO Ha AMAOCTEPOH, PAMUIIPHIIAT BOJAU A0 HaMalisBaHEe
HAa ANA0CTSPOHOBATA cexpens. CPeAHOCTATUCTHYECKH IOBAHABaHeTo 0T MOHOTepanus ¢ ACE-nHxubuTOp
¢ Mno-cnabo npu yepHokokH (adpo-Kapudcka paca) MALHEHTH C XUNEPTOHUA (OOMKHOBEHO MOITy/IALIHA C
XHMIIEPTOHHS C HHCBK PEHUH ), OTKOJIKOTO NMPH APYTUTE NALMEHTH.

Dapmarodunamuinu eghexmu

Aumuxunepmen3usnu ceoiicmeq.

[IpriaraseTo Ha paMUIIpEI BOAH A0 3HAYMTE/THO IMOHWKABAHE Ha NepHdepHATa apTepHaliHa PC3HCTEHTHOCT.
B noee4eTo ciryuad HAMa 3HaYMMH NPpOMeHH B ObOpeyHHA KPHBOTOK M CKOPOCTTA Ha IIIOMeEpyJiHaTa
¢unrpaums. lIprnaranero Ha paMHIIPHIT IPH MAUMCHTH ¢ XMIICPTOHHUS BOJAW A0 MOHWKABAHE HA KPhBHOTO
HaJIAraHe B M3MPaBEHO H JIETHAO NOIOKEHHE, €3 KOMITEHCATOPHO NOBMIABAHE HA ChpACHUHATA UECTOTA.
[Tpu noBe4eTo NAIMEHTH HAYAIOTO HA AHTHXHUIIEPTEH3HBHUS eeKT Ha eJHOKpAaTHATA 034 ce NposBaBa | 10
2 yaca ciieq nepopajiHo npuioxeHue. IlukoBuaT eekt Ha eHOKpaTHATA 1033 OOMKHOBEHO CE JOCTHra 3 [0
6 yaca cieq NepopaliHO MPHIOKEeHHE, AHTHXHIICPTEHIUBHUAT €(EeKT Ha ¢IHOKpaTHa 10332 0OHKHOBEHO
npoab/kaBa 24 yaca.

MakcHMaTHHAT aHTHXHNIEPTEH3HBEH eEKT HA MPOABIHKUTEIHO NEUYSHHE ¢ paMHUIIPIAI OOHKHOBEHO
HAcTBNBA Cnel 3 A0 4 ceaMUIM. JJoKa3aHo €, Y€ aHTUXMIICPTEH3HBHHAT €(PEKT € MOCTOAHEH IPH
ABICOTPAHHA Tepalivs, NPOAb/KABAINA 2 rojJMHH. PA3KOTO NpeKncBaHe HA PHEMa HA PaMUIIPHIT HE BOJH 10
Obp3 U IpeKkoMepeH ,,pebayEa” eeKT Ha MOBUIIABAHE HA KPBBHOTO HAJIATAHE.

Kiannuuna eQeKTUBHOCT M 0e300acHOCT
CopoeuHocv006a npegenyus

B eano npepanTHBHO, auebo koutponupasno npoyusade (HOPE), nposeaexo npu 9 200 nallHEHTH, KM
CTaHJapTHATA Tepanus e xobaseH paMuripui. B Tosa npoyysaHe ca BKJIFOUESHH OOJIHU C NOBHUIIECH PHCK OT
ChPAECYHOCHAOBH 3a00IABAHUS UM ClIe]] aTEPOTPOMOOTHYHA ChpASYHOCHA0BA OonecT (aHaMHe3a 3a
KOPOHAapHa cbpAcyHa 00eCT, HHCYAT WIH riepudepHa cbaosa 00necT), Wik JHadeT ¢ HAH-MaiKO €IHH
NOITBJIHUTENICH PHCKOB (akTOp (I0Ka3aHa MUKPOATOYMUHYPUS, XUTIEPTOHHS, MOBHILIEH 00U XOIECTEPOL,
HHCKO HHBO Ha HDL-C vy nmytuene Ha uuraps).

[IpoyuraseTo € NOKa3ano, 4¢ paMUIIPHN CTATUCTHUECKH JOCTOBEPHO HAMAJISIBA YECTOTATa HA MHOKAPICH
HH(apPKT, CMBPT OT CHAESYHOCHIO0BH IIPHYHHH H HHCY/IT, CAMOCTOATEIHY HIM B KOMOUHALINA

Tabsuna 1. Knunnuno npoyusane HOPE: ['naBru pesysiratu

Pamunpun [Inauedo OTHOCUTEIEH PHCK
Yo % (95% mosepurenex
HHTSPBAN)
Bcuuku nmauueHTu n=4,6435 n=4,652
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[TepBHUHH KOMOUHUpauu | 14,0 17,8 0,78 (0,70-0,86) < 0,001
ChOHTHSA

Muoxkap/ieH HH(papKT 9.9 12,3 0,80 (0,70-0,90) < 0,001
CMBpT OT 6,1 8,1 0,74 (0,64-0,87) < 0,001
KApAUOBACKYIAPHH

[PUUHHH

HUucynar 34 4,9 0,68 (0,56-0,84) < 0.001]
BTOpHUYHH KpaliHH TOYKH

CMpbpT OT pyra npuymna | 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
peBpacKyaapu3almsa

XocnvTanu3anus 3a 12,1 12,3 0,98 (0,87-1,10) NS
HecTaOWIHA aHrvua

XocnuTanu3anus 3a 3,2 3.5 0,88 (0,70-1,10) 0,25
ChpAeYHa

HEeXOCTAThYHOCT

YcnoxkHeHus CRbp3aHu ¢ | 6,4 7,6 0,84 {0,72-0,98) 0,03
auaber

I[Tpoyusanero MICRO-HOPE, npensapurento onpenenero noanpoyusadHe or HOPE, usciienBa edexra OT
nobaBsHeTo Ha paMunpuwi 10 mg KbM TEKyLIATa JeKAPCTBEHA Tepanus cpely wiauebo npu 3577 nauueHTy
Ha Bb3pacT > 55 (6e3 ropHa rpaHMua Ha BB3PACTTA), npearmHo ¢ auabet tun 2 (1 none owe eaun CC
PUCKOB (PAKTOP), C HOPMAJTHO KPhBHO HANAMAHE H/IH XHUIIEPTOHMUA.

[IepBOHAYATHUAT aHANKH3 MOKA3Ba, ue 117 (6,5%) npuemanu pamunpwi u 149 (8,4%) ua nnanedo ca
Pa3BHIIH M31BCHA HedponaThs, koeto cboTBETCTRBA HAa RRR 24%, 95% JIU (3-401, p = 0.027.

JIBOiHO DJIOKHMpaHe Ha CUCTeMaTa peHHH-aHTMOTeH3HH-aiocTepor (RAAS)

JIBe roneMu paHIOMH3HpaHu KoHTpoaupanyu npoyusanus — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Tekynio riiofaiiHo u3nUTBaHe 3a KpaHHH TOUKH Ha
TEIMHCAPTaH, CaMOCTOATEIHO H B komOuHanua ¢ pamunpui) H VA NEPHRON-D (KnvauyHo npoyuBaHe
CBRBP3aHO ¢ pa3BUTHE Ha HedponaTua npu auadet, npoeicHo 0T MHHUCTSPCTRO MO BLIIPOCHTE HA
BETCPaHHTE) — NpOoy4BaT ynorpedara na koMOuHauuaTa ot ACE-uHxudburtop u aHruotensuH ll-peuenropex
O10Kep.

ONTARGET e npoyusaHe, npoeeseHo npy NaLKMEHTH ¢ aHAMHE3a 33 ChbPACYHOCHAOBA HIM MO3bYHOCHAORA
fonect, My 3axapeH qHalerT TMO 2, NPUAPYKEHH C JAHHH 33 YBPEXJAHE Ha e(EeKTOPDHH opraHd. VA
NEPHRON-D e npoyusane npu naupeHTd ¢be 3axapen quaber THn 2 M guabeTHa HeponaTUs.

Te3u MpoyyBaHUs HE MOKA3BaT 3HAYMM OsiaronpusTeH edhext BppXy Ob0peunuTe W/ WiH CbpACHHOCHAOBHTE
[IOCACAHLUM H CMBPTHOCT, KaTO ChLIEBPEMEHHO ca HabMoAaRaHU NOBHULIEH PHCK OT XHICPKATHEMHA, OCTPO
yBpeXxJaHe Ha ObOpeLHTe H/HTH XHIIOTOHHS B CpaBHEHHE ¢ MOHOTepanusaTa. Kato ce UMar nmpe/iBH/I
CXOOHHMTE UM papMakoIHHAMHUYHH CBOMCTBA, TE3M PE3YJITATH Ca IPUIOKUMH H 3a ApYTH ACE-UHXHOMTODH
H aHrvoteHsuH Il-peuenropuu Onokepw.

ACE-vHXUOHTOPU W aHruoTeH3uH l[[-peuenTopHU Onokepw CACAOBATENHO He TpadBa A2 € MA3NMON3BAT
¢HOBPEMEHHO NPH NALHEHTH ¢ AHabeTHa HedponaTHs.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints -
KnHHY4HO NpoyyYBaHe NPOBEACHO ¢ ANTMCKHPEH TIPH MAMEHTH ChC 3axXapeH JHaleT THI 2 © ;.:.i-.n-.
CLPACYHOCHACBH U OBOpeyHH 3a00ssIBaHMA KATO KpaHHK TOYKH) € IPOyUBaHe, peAHasHFFCHOMMANIG)CIR

[10J13aTa OT £004BAHETO HA ATHCKHPEH KbM cTaHaapTHa Tepanus ¢ ACE-HHXHOHTOD ANARIVMOTEHIHIT,
pelernTopen 0noKep Hpy NaUMeHTH ¢he 3axapes auadeT Tun 2 u xponumuno Ou6peuno § AP MABS "*’ W0y \ 2

ChPAEYHOCH/I0BO 3a00NsBaHe WK U aBeTe. [IpoyuBaHETO e MpeKpaTeHo MPEXIEBPEM i

.".-. ‘4_-:_"'. b
pUCK OT HeOnaronpuaTHu nocneauuy. Kakro cepaedsocsa0BaTa CMBPT, TaKa H HHCY \ oA IORCTAE / ;}
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ChOMTHA M CEPHO3HM HEXKENTaHH CHOUTHA (XHIEPKATHEMHS, XMIIOTOHUS B Ob0peuHa THChYHKIMA) ce
CbOOIIABAT NO-YECTO B rpynara Ha AJIMCKUPEH, OTKOIKOTO B IpyliaTa Ha Iuiauefo.

HeamaTpriHa nomynaius

B enHo panaoMH3BpaHo, ABOHHO-CIAIO, U1aLe60 KOHTPONUPaHO KIHHHYHO MPOYYBaHE, BKIKOUBaLo 244
Aena ¢ XUneprToHus (73% mbpBUYHa XMIIEPTOHUA), Ha BB3pacT 6 A0 16 roauHu, notyyasainy HUCKa, cpeHa
HJIM BHCOKA 10334 PAMHIIPUII 33 JIOCTHraHe Ha IUTa3MEHK KOHUEHTpALMM Ha PAMHIIPHIL, CHOTBETCTBALLHM HA
7032 NpH BB3PacTHH, Bapupaiia ot 1,25 mg, 5 mg v 20 mg B 3aBHCHMOCT OT TEJIECHOTO Tero. B kpas Ha
4-TaTa ceAMHLA PAMHIIPUI € OUN HeeEKTHUBEH B KpaiiHaTa TOYKA 3a MMOHKMXaBaHe Ha CUCTOJTHOTO KPBBHO
HaJIAraHe, HO € MMOHMXKABaJl JHACTOIHOTO KPBBHO HA/IfraHe caMo NpH HaM-BHcoKara po3a. CpeaHaTta H
BHCOKaTa J03a paMHIPUI Ca MIOKA3aH 3HAYUMO HAMAJIABAHE HA CUCTOMHO M JUACTOJHO KPBBHO HaJIATaHE
[MPH Jiella ¢ Z0Ka3aHa XUNEPTOHHS,

Takbs edexT He e HabmoaaraH B eAHO 4 CeIMHYHO PaHIOMH3HMPAHO, ABOHHO CIAMNO, ¢ ITIOBHIIABAHE HA
103ata npoy4sade ipd 218 acua Ha Bu3pacT 6 40 16 roguiin (75% bpBUAHHA XUTICPTOHUA ), IIPU KOMTO
JAMACTO/HOTO M CHCTOJIHO HAISATAHE ¢4 OKA3aid yMepeH “pebayHi edekT”, HO €3 CTAaTHCTHYEKH
JIOCTOBEPHO BB3BPHILAHE A0 MU3XOAHOTO HABO BhB BCHYKH TPY W3NUTBAHH JO30BM HMBA: HYCKa A03a (0,625 —
2,5 mg), cpeana nosa (2,5 — 10 mg ) u Bucoka o3a (5 — 20 mg) paMHUIIPHII B 3aBUCHMOCT OT TETTIOTO.
PaMuripui e € nokasan jiMHeeR A030B OTTOBOP [PH NMPOYyUYEHATa JeTCKa MOy Tatus.

AMIOIHIIHH

Mexanuzvm na oeticmeue

AMITOJMITHH € UHXUOUTOP Ha HH(IyKCa HA KATUMEBHTE HOHH, OT JUXU/IPOIHPUANHOBATA rpyna (01okep Ha
OaBHMTE KaHAIW WK AHTArOHUCT HA KATLMEBHS HOH) U TIOTHCKA TPAHCMEMOPAHHOTO HABTH3aHE Ha
Ka/IHEBH HOHH B KJICTKHTE HA ChpPACYHATA U Ch/I0BaTA IJ1a]1Ka MYCKY/IaTYpa.

MexaHu3MBT Ha AHTHXHMIEPTEHIMBHOTO ACHCTBHE HA AMIIOTMITHH ce AbJDKH Ha JHPEKTECH pelaKkcHpall
e(peKT BbpXY ChA0OBATa MV1aJKa MyCKy1aTypa. TOUHHAT MEXaHM3IbM, N0 KOHTO aMJIOAMITHH 00/1eKYaBa
CTEHOKAPAHATA, HE € HAITBIIHO M3ACHCH, HO aMJIOZHMIIUH HaMaligBa 0O10TO HCXEMHUYHO HATOBApBAHE I10
CJICAHUTE [BA HAYMHA!

1) AMIOIMITHH MPEAX3BUKBA JWIAaTALMS HA TEpH(EPHUTE apTEPHOIH H Taka peayLupa obioTe nepHdepHo
CBIIPOTHRIICHHUE (C/IEIHATOBAPBAHETO), CPEILY KoeTo chbpueTo paboTH. T KaTo chpAcyHATa YECTOTA OCTaBa
cTabWiIHa, TOBA OTOPEMEHSBAHE HA CHPLIETO HAMAIABA €HEPrUHHATA KOHCYMALIMA H KHCJIOPOAHUTE HY /!
Ha MHOKap/ja.

2) MexaHu3MbT Ha ACHCTBHE Ha aMITIOJUITHH ChIO TAKA BEPOSTHO BKIIOYBA JU/IATALHA Ha [JIABHUTS
KOPOHApHH apTEPHHU U KOPOHAPHHUTE apTEPHOJIH, KAKTO B HOPMAJIHHTE, TAKa U B HCXEMHUYHHUTE ODJIACTH.
Ta3u gunarauus NOBMINABA AOCTABKATA HA KUCAOPO MPH MALMSHTH ¢ KOPOHAPEH apTEPHAJIEH CNA3BM
(anruHa Ha Prinzmetal unu BapuwanTHA cTEHOKapaua).

lp1 nauueHTH ¢ XHIEPTOHHA MPHIIOKEHUETO SAHOKPATHO JTHEBHO OCUTYPABA KIMHHYHO 3HAYHMO
MOHWKEHHE Ha KPBBHOTO HAMAIAHE KAKTO B JIEFHAJIO, TAKA U B H3MPaBSHO TIONOKEHHUE, 32 HHTEpBAJT OT 24
yaca. [Iopagu 0aBHOTO HaYaNO HA JEeHCTBHE, OCTPATa XHITOTECH3MA HE € XapaKTepHa 3a IPUIOKEHHETO Ha
AMJITOJUIMH.

[ Ipui0KeHHETO Ha aMIIOAHITHH HE CE€ CBBP3Ba ¢ HeXeJlaHH METaOONHTHH €(DEeKTHA WK IIPOMIHA B
MI1a3MEHOTO HUBO HA JIMIIMAUTE K € NOIXOALIO MPU NMAUMEHTH ¢ acTMa, AHadeT U noaarpa.

lIpunoXkeHHe IPH NALUEHTH Che ChPJeYHa HEAOCTATHLYHOCT

B npocneassaulo, AbIrocpoYHo, I1aleGo-KOHTPOIMpaHo KIWHHYHO nmpoyuBaHe (PRAISE-2
NpH NalHeHTH CbC ChpjedHa HeaocTarhuHOCT Kaac I11-1V no NYHA 6¢3 kiMH®YHH cu
OOCKTUBHH HAXOAKH 32 BH3MOMHA HITH HAJTMYHA HCXeMUYHA DO0JIeCT HA ChPUETO, Ha 11
ACE-uHXUOUTOPH, JUTHTANKC ¥ AMYDPSTHIM, AMJIOMIIMH HAMA e€KT BbPXY 001aT
CMBPTHOCT. IIpH chlllaTa nomynai1s npuioKEHUETO Ha AMIIO/IUITHH € CBhP3daHO ¢
cboOHIeHHS 3a OenoapoOeH OTOK.

18



Knunnyho npoyusaHe 3a npoQHIAKTHKTHYHO JieueHHE Ha ocThp chpaeueH nmpuctbil (ALLHAT)

IIposeneno e paHaOMH3MPAHO, TBOHHO-CIIATIO, OLUEHABAIIO 3a00/IEBAEMOCTTa ¥ CMbPTHOCTTA KITHHUYHO
Nnpoy4BaHe - U3nuTBaHe Ha aHTUXUIIEPTEHIWBHO M JIHMHIOTIOHDKABALIQ JIEYEHHE 33 NPOQUIIAKTHKA Ha
cepacden npuctsn (Antihypertensive and Lipid Lowering Treatment to Prevent Heart Attack Trial -
ALLHAT), 3a cpaBHABaHS Ha I0-HOBHTE JICKAPCTBEHHM Tepanuy: amionunud 2,5 - 10 mg gaesno (61okep Ha
KaJILIHEBUTE KaHaJIH) WK Ju3uHonpui 10 - 40 mg aueBro (ACE-HHXUOUTOP), KaTO TEpPANMH OT MbpBa
JIMHUA, CIPAMO JIEYE€HHE C THA3UAHUA THYPETHK XJIOPTAAMAOH 12,5 - 25 mg aHeBHO, TIpH JIeKa 10 yMEpeHa
XUNEPTOHHA.

Obwo 33357 naumeHTH ¢ XUNIEPTOHHS, HA BB3PacT HaA 55 roaHHH, ca OWIM paHAOMUINPAHH H IIPOCNEICHH
B IIPOABIDKEHHE Ha CpeaHo 4,9 roguHM. [lalenTUTe Ca MMAaJM Hal-Manko OIle ¢AMH PUCKOB (paKTop 3a
HMbC, BKnounTenHO NpeaxoneH MUOKapAeH MH(APKT WK HHCYAT (> 6 Mecela NpeaH BKIOYBAHE B
POY4BAHETO) KilH NAOKYMEHTHPAHA JIPYra aTePOCKIEPOTHUHA KOPOHapHa CbaoBa bosect (0bimo 51,5%),
anadet i 2 (36,1%), HDL-C <35 mg/dl (11,6%), 1eBokaMepHa XUNepTpodhus, JHarHOCTHUIHpaHa C

€JICKTPOKApAXOrpaMa Wil WK exokapavorpagpceky (20,9%), TIoTIOHOMyLIeHe B HACTOALIMA MOMEHT
(21,9%).

[TepBruHaTa kpaiiHa To4Ka e cr4yeTaHne ot daramHa UbC unu Hedartanen MuokapaeH HHGapKT. Hima
3HAYMMA Pa3/IMKa B IBPBHYHATA KPAHHA TOYKA MEXITY TEPAIHATA ¢ aMyIOdUMNAH 1 x1oprandaoH: RR 0,98,
95% 1M (0,90-1,07) p=0.65. Cpea BTOPHYHKTE KpaliHH TOUKH Y€CTOTATa HAa ChPAeYHA HEAOCTAThYHOCT
(KOMIIOHEHT HA CHCTABHATA ChPJACYHO-CHAOBA KpaHHa TOYKA) € 3HAUMTEIHO HO-BUCOKA B rpymara Ha
aMJIOUNHH, B CpaBHEHHE C rpynara Ha xjaopratdnoH (10,2% cpeury 7,7%, RR 1,38, 95% JH [1,25-1,52]
p<0.001). Bece nmak, HAMa 3HaUMMa paz/iyka B 00IaTa CMBPTHOCT MEXTY TEPanuaTa ¢ aMiIOAHITHH |
TepanuiaTa ¢ xyuoptandaoH: RR 0,96 95% JIA [0,89-1,02] p=0.20.

| IprnoxkeHue ripu aeua (Ha Bb3pact 6 M noseye rOJWHHA)

Ipu npoyuBane, BronouyBanio 268 aeua Ha Bu3pacT 6-17 rogHHH, IIPEAHMHO ¢ BTOPHUHE XMIICPTOHMA,
CpaBHABAHETO HA A032 OT 2,5 mg M 5,0 mg amnoaunuH ¢ riauedo nokasea, 4e M JIBETE A03U IMOHUKABAT
CHCTOJIHOTO KPHbBHO HAIATAHE 3HAUUTEIHO noseve oT wiauedo. Paziukara Mexy ABETE JO3H HE €
CTATUCTHYCCKH 3HAYHUMA.

JAbjarocpouHrrte ePexTH Ha aMIIOAUIIMH BbPXY pacTexa, nybeprera ¥ o61I0TO pa3sBUTHE HE €2 NMPOYYBaHH.
HAbarocpoyHara e(pUKacHOCT Ha aMJIOJAMITMH NPH TEPAIMA B ACTCKA Bb3pacT 3a HamMayiiBaHe Ha
ChpPACYHOCHAOBATA 3200JICBAEMOCT H CMBPTHOCT [TPH BE3PACTHH ChLUQ HE € YCTAHOBEHA.

EBponeiickara areHUus no JiekapcTBaTa 0¢cBOO0K 1aBa OT 33 IbJDKEHUETO 324 NTPEAOCTABAHE HA PEIY/ITATHTE
OT fipoyuBanusTa ¢ MmnaktuH [yo BbB BCHYKH MOAPYIIH HA fleAHATPHYHATA MOIMTyaLHs (BYK ToUKa 4.2 3a
MHGOPMALIHA OTHOCHO ynoTpeda B NeAHaTpHaTa).

5.2 DapmMakoOKHHETHYHH CBOICTBA

PamMunpan

Abcopbyua
Cnen nepopanHo NpUICKEHUE paMUITpri ¢¢ abcopbupa O6bp30 B CTOMAIIHO-4YPEBHHA TPAKT: ITUKOBA
M1a3MeHa KOHUEHTPAUHA Ha PAMHIIPHII C€ JOCTHTAa B paMKHUTE Ha €/IMH 4ac. B3 OCHOBa Ha YCTAHOBEHHTE
KOHLICHTpaLMH B YPHHATA CTeMeHTa Ha abcopbuus € noHe 56% H He ce NMOBIUABa 3HAUYHMO OT HAIHYHETO Ha
XpaHa B CTOMAWIHO-YPEBHUA TPAKT. bUOHATHYHOCTTA HA AKTHBHUSA METaDOIUT paMHIIPWIAT CIIE/ IEPOPATHO
NpHICKEHHE Ha 2,5 mg U 5 mg pamurpui e 45%. [TukoBa nmia3MeHa KOHLEHTpalys Ha PAMHIIPHIIAT,
eJUHCTBEHHS aKTUBEH MeTabOIMT Ha paMHUIIPKI, ce J0CTHra 2-4 yaca cjiex npMeMa Ha paMHi
CratMOHapHMTE IUIA3MEHU KOHIEHTPAIIMN HA paMHUIIPH/IaT CJe/ pruiaraie BeAHbXK JHE
O34 PaMHUIIPHI €€ AOCTHUTAT CNEd OKONIO YETHPH IHH JIEYEHHE.

Pasnpeoenenue
CBBP3BAHETO C IUIA3MEHHTE [IPOTCHHH Ha paMuIipui € oxoio 73%, a ToBa Ha paMuIip
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Buompanchopmayua
PaMMIIpHIT IOYTH HAMTBJIHO C€ MeTabonu3npa 4O paMUNpHIaT v 10 JHKETOMMUITEPA3HHOB €CTEP,
AHKETOTIMINEPAIHHOBA KHCETHHA K MMIKIOKOPOHUANUTE Ha paMUIIPWI U PAMHITPHIIAT.

Enumunupane

Exckpeunara na merabonuture € nmpeauMuo 6n0peuna. IlnazmeHaTa KOHUEHTpALMA HA paMHIIpHIAT
HaMaJiaBa no nojaudased Hauun. [lopaau HeroBoTo cuilHO, Hacumauo csbhp3sane ¢ ACE u 6asHoTO
pa3ieiifiHE OT €H3UMA, PAMHUIPHUIAT NOKA3BA YAB/KeHA TEPMHHATHA €TUMHHAIIMOHHA (a3a MPH MHOTO
HHCKH IUIA3MEHH KOHLECHTpailuK. Ciea MHOrOKpAaTHO NpHMJiaraHe Ha JO3M paMUIIPU, BEAHDbXK JHEBHO,
e(EKTHBHHUAT [TONTYKHBOT Ha pamunpuiar e 13-17 yaca 3a 7031 oT 5 - 10 mg 4 no-AkJIBTI 32 O-HHCKHTE
no3u 1,25 - 2,5 mg. Tasu paziuka e cBbp3aHa ¢ KallaMTeTa 32 HACHIIIAHE HA €H3UMA 4Ype3 CBBP3BAHE C
pamunpuiar. EqnokparHa nepopanHa fo3a oT 10 mg paMMIpUA 1aBa HEOTKPHBAEMO HHBO Ha PAMMUIPUIT K
HErOBUTE METaloNUTH B KbpMaTa. Obave edeKThT NPH MHOTOKPATHO IPHJIATaHE € HEU3BECTCH.

Hayuenmu c 6vbpeuno yepexcoane (guxc mouxa 4.2)

bbOpeuHara eKcKpelrs Ha paMHIIPUIAT € HAMANCHA IPH MALMEHTH C HapylIeHa 0b0peuna QyHKLus U
OBOpevHUAT KIMPBHC HAa PAMHIIPHJIAT € [IPONIOPLMOHATHO CBBP3aH ¢ KPEaTHHHUHOBHA KIMPBHC. ToBa BOAU
IO [OBULIEHA IU1A3MEHA KOHIIEHTpalHA Ha PAMUIIPHIIAT, KOATO HaMaIsgBa M0-0aBHO OTKOJKOTO MpH
HHAHBHIM ¢ HOpMaiHa ObOpeyHa dyHKIus.

HHayuenmu ¢ weproOpobro yepescoare (suxc mouxa 4.2)

[Ipu nauueHTH ¢ HapyLIeHa YepHoApobHa QYHKIMA MeTa00IM3HPAHETO HA PAMHIIPHIL A0 PAMUNIPHIIAT €
3abaBeHO MOpaay HAMaCHATA AKTHBHOCT HA YEPHOAPOOHUTE ECTEpPa3y U IUTA3MEHHUTE HHBA HA PAMHIIPUIL
MpH TE3U MALMEHTH Ca NOBHILEHH, [IHKOBHTE KOHIICHTPALIMH HA PAMHUTIPHIAT [IPH T€3 NaLMEHTH, 00aqe, He
Ce pas3IM4aBaT OT Te3H, HAOJIORaBaHU NPH HHANUBHAHN ¢ HOPMAJTHA YEPHOAPOOHA (DYHKLIMA.

Kvpmene |
[Ipy npuem Ha eAHOKpATHA [IEpOpaJTHA J103a paMUIIPII HE MOTaT Ja Ce OTKPHAT CleAHd Ha paMHIIPHIL U
HEroBHs META0O/UT B KepMaTa. Bee nak eeKThT OT MHOIOKPATHO MPHIIOKECHUE € HEM3BECTEH.

Heouampuuna nonyrayus

DapMaKOKHHETUUYHUAT NPOMAT HA paMUNpHII € npoyyeH npH 30 Acua ¢ MOBHINEHO KPBBHO HANATAHC Ha
Bb3pacT 2-16 roauuu, ¢ terno > 10 kg. Cnen mozu ot 0,05 o 0,2 mg/kg pamunpun 6bp3o U B rojigMa CTENneH
ce MeTaboIU3Hpa 10 paMUNpUiaT. MakcHMaTHATa [1a3MeHa KOHLIEHTPALMs Ha PAMHIIPHIIAT CE€ TOCTHra
cireq, 2-3 yaca. KnMpbHCBT Ha paMUIIPUIIAT BbB BUCOKA CTEIIEH CHOTBETCTBA HA JIOrApUThMAa Ha TEIECHOTO
Terno (p<0.01), kakTo ¥ Ha aozara (p<0.001). KnupbHehT M 00eMa Ha pasnpeaeeHHe € NMOBHIIEH C
MOBHIIABAHE HA BH3PACTTA 32 BCAKA TPyNa, IEKyBaHa chC CbOTBETHA Jl03a. Jlozara ot 0,05 mg/kg np#4 neua
AOCTHId HUBO HA €KCMO3HLMA, CPABHHMA C TOBA [IPH BB3PacTHH, JIEKyBaHH ¢ paMunpun 5 mg. flosa ot

0,2 mg/kg npw fena NpeAM3BMKBA HUBA HA EKCIIO3MLIMA MO-BUCOKH OT MaKCHMManHaTa NpefopbsyBata qo3a ot
10 mg Ha AeH rnpu B3PACTHH.

AMJIOAHIMHH

Abcopbyus, pasnpedenenue, cevpisane ¢ haaimenume npomeuny. Clell ISPOPaTHO NPHJIOKEHHE Ha
TE€PANEBTHYHH 1031 aMJIOAKIMHH ce pe3opOupa 100pe, KaTo MAKCHMATHHTE IU1A3MEHHA KOHUCHTPAaLMH C¢
AOCTHraT Mexcay 6-12 daca cnen npuema. OnpeneneHo €, ye abcomoTHaTa OMOHATHYHOCT € MEXTY 64 H
80%. ObeMbT Ha paznpenenchue ¢ npubausurearo 21 /kg. [lauHuTe OT in vitro npoy4YBaHHs MIOKA3BAT, Ye
npuom3nTenso 97,5% OT LHpKyTHpallka aMIOIUITHH € CBbP3aH C TUTA3MEHUTE MPOTCHHH.

BuoHanMyHOCTTa HA AaMIIOAMIIMH He Ce BJIMSE OT [IPHEMa Ha XpaHa.

buompancghopmaywsi/erumunupane

KpalHBAT 1nasMeH MoJy:XKUBOT € 0k0J10 35-50 yaca v ce qocTura ApH eAHOKPATHO AH
AMIIOJUITHH ¢e MeTabO/IM3HPA B 3HAYUTE/IHA CTEICH OT YePHHA Apo0 10 HEAKTHERHH M
ypHHarta ce exckperupar 10% ot nekapctBoTo B HenipoMeHeH BUA A 60% oT MeTabonu
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Yepnoopobno napyuterue

ChLIECTBYBAT MHOTO OTPAHMYCHH JAHHH 34 NPUIOKEHHETO HA aAMJIOMITHH NPH NALMEHTH € YEPHOAPOOHO
Hapywenue, [auuenTire ¢ YepHOAPOOHA HEAOCTATHUYHOCT UMAT MOHMXEH KIIMPBHC Ha aMJIOHIIHH, BOACLL
A0 MO-ABJIBI NOTYKUBOT U nosuweH AUC ¢ npubnuzurento 40-60%.

[layuenmu e cmapuecka gv3pacm

BpeMero 3a noctyuraie Ha MakKCHMAJTHU TUIA3MEHH KOHIIEHTPALIUM € CXOAHO MPU UHAWBH/IU B CTapUecKa
BBAPACT U NO-Muaau UHAUBHIM. [Ipu nannenTHTE B CTapuecka Bh3pacT KIMPBHCHET HA AMJIOAHMITHH € C
TEHACHLIMS KbM HAMAIABAHE, KOATO BOAH J0 yBenuuasade Ha AUC ¥ Ha emTUMHMHAUHOHHA MOTYXKMBOT.
HapacrBaneTo Ha AUC ¢ Ha eNMWMHHALIHOHHHA NOYKHBOT IIPH [ALIMEHTH CBC 3aCTOMHA ChpJeyHa
HE10CTaThYHOCT € DUTO Criopes OYaKkBaHOTO 3a ChOTBETHATA BH3pacTOBaA IpyIla.

Heduampuyna nonyrayus

[TpoBeneHo € nomynaHoHHO GapMakOKMHETHYHO MPoyYBaHe Npy 74 Aela ¢ XUMEePTOHHS Ha Bb3pacT OT |
a0 17 roguau (34 naumeHTH Ha BB3pacT OT 6 g0 12 roauiun W 28 naupeHTH Ha BB3pact o1 13 no 17 TOAUHH),
[IOJy4aBallld aMIIOAUIAH B 1034 Mexay 1,25 mg u 20 mg, npMeMaHu BeAHbK WK ABa MbTH AHCBHO. [IpK
aenata oT 6 4o 12 FOAHHH ¥ NpH IOHowuuTe OT 13 10 17 roguux, THNHYHHAT nepopaieH kMpsHe (CL/F) ¢
bun ceorBeTHO 22,5 1 27,41 L/uac npu moMueTta v 16,4 1 21,3 L/vac npu momuuera. HabmroaapaHa e
rofifiMa BapHabWITHOCT Ha €KCIMO3MIMATA MEXKAY UHAURHANTe. CHoBIICHUTE JaHHHW NIPH Aela noj 6 roJuHHA
Ca OrpaHUAYCHH.

5.3 IIpenKNHHAYHH JaHHK 32 0€30MaCHOCT

CPRBp3aHH ¢ paMHUIIPUA

I1py nnepopanHo NPHICKEHHE PAMUIIPHA HE € IIOKa3al OCTpa TOKCHYHOCT NPH rpH3ayd U Ky4eTa.
[TpoyyBaHHUs ¢ XPOHHYHO TIEPOPAITHO MPHUIIOKEHHE Ca MPOBEACHHU TIPH IUTHXOBE, Ky4yeTa H MaimMyHH. M npu
TPUTE XHBOTHHCKH BHJa ca HaOIIOnaBaHH NPH3HALIM 38 HAPYIIEHUE HA eIEKTPOSIMTHHS OaNaHC ¥ TPOMCHH B
KphBHaTa KapTHHa. KaTo u3pas Ha dhapmakoaMHaMHYHATA AKTHBHOCT HA pAMHMITPHIL, TIPH Ky4eTaTa
MaHMYHHTE € YCTAHOBEHO H3pa3eHo yrojeMsBaHe Ha IOKCTArIOMepyIapHys anapar MpH JHEBHH 103U OT
250 mg/kg/nen.

[Tpu mbxoBeTe, Kyuerata 4 MalMyHHTe € HaboaasaHa NOHOCHMOCT HA AHEBHH A03W OT ChOTBETHO 2, 2,5
1 8 mg/kg /neH cvoTBeTHO O€3 HebnaronpuaTHH edekTu.

[IpoyusaHu4 3a penpPOAYKTHBHA TOKCHYHOCT, MPOBEACHH IIPH [LTHXOBE, 3aMLIA M MAaHMYyHH, HE yCTAHOBSABAT
HUKAKBHM TEpaTOreHHH CBOHCTRA.

Hsma HapyleHue Ha PEPTUNMTETA [IPH MBKKHTE W NPH XKEHCKUTE ILTbXOBE.

[IpunoxenneTo Ha paMHANIPHA BBPXY JKEHCKH TUTHXOBE MO BPEMe Ha (PeTaTHUA NEPUOA H Npe3 NepHoAad Ha
KbpMEHE MpH JHEBHH J103H oT 50 mg/kg TenecHo TEro WM NMO-BHCOKH € TIPEeIW3BHKAIIO HEOOpaTHMO
0B0pevHO yBpexaaHe (pasiiupeHHe Ha OO peyHOTO TereHye) Npyd HOBOPOACHUTE AKHUBOTHH.

O01HpHO U3CIIeIBAHE 3a MYTAreHHOCT, IPH KOETO €€ M3MOI3BAT Pa3NIuyHH TECTOBH CHCTEMH, He
YCTAHOBSARA IPU3HALIN 32 MyTAr€HHHM WM MFeHOTOKCHYHH CBOMCTBE HA PaMHIIPHIL

HeobpatiMu 6B0peyHn yBpexXaaHus ca HabNMrOAaBaHu [pA MHOIMO MJIaZiM IUTbXOBE, TPETHPAHH € C/IMHHUYHH
003 paMHIIPHUIL.

CBbp3aHH ¢ aMJIOUINKH

Penpodyxmuena moxcuurocm
PenpoaykTiBHH IIPOYYBAHUSA [IPH [ITLXOBE M MULIKU NOKA3BAT 3aKbCHABAHE Ha Aarara Ha pa’kKaaHe,
YABJIKEHA MPOILIKUTETHOCT HA PaXKIAHETO M HAMAJICHA KH3HECNIOCOOHOCT Ha OTOMCTBOTO MPH JO3H

mg/kg.

Hapywuenun 6v8 ghepmurumema

Hsama edekT BbpXy PepTHIMTETZ Ha IUTEXOBE, TPETHPAHU C AMIIOAMIHH (MBXKKH - 64
npeay oroxaane) B 1o3u 10 10 mg/kg/nen (8 nbTU* NO-BHCOKH OT MakCcUMaIHATA [P el |
xopa z03a ot 10 mg/kg/ nHerHO, M3uucnena na 6aza mg/m?). B apyro mpoy4saHe npH U xﬁye mnpu KD&’TQ\

N7 ©



MbKKH ILUTLXOBE Ca TPETUPaHM ¢ AMIOAHNKH Oe3unar B npoasmkeHde Ha 30 aHM ¢ [103a, CpaBHUMA C A03aTa
MpH X0pa, u3duciieHa Ha 6a3za mg/kg, ca ycTaHOBEeHH NOHWXKEHHM UIa3MEeHH QOJIMKYJTOCTHMYJIHPALL XOPMOH

M TECTOCTEPOH, KAKTO M MOHWKEHHU ILUTETHOCT HA criepMaTta U Opoii Ha 3penn ciepMaTiin U Cepronvesu
KJIETKH.

Kapyunozeneza, mymaczenesa

Hsma JaHHH 33 KapUMHOTEHHOCT MPH ILUTEXOBE U MHIIKH, TPETHPAHH JIBE MOJIMHH C AMJIOJIHITHH B
KOHLIGHTpAlHH, H3YMCIIEHH J1a OCHTYPAT JHEBHH J0308H HHBa oT 0,5, 1,25 u 2,5 mg/kg/nen. Hak-Bucokara
703a (Ipy MHILKH - 6JTM3KA 10, a MPH TUTHXOBE - IBa ITHTH [O-BHCOKA OT MAKCUMAaNHATA NPENOpbYHTETHA
KJTHHHYHA 1032 oT 10 mg, u3ukcieHa 3a mg/m?) e 6uia 61u3Ka 10 MAKCHMATIHO JOMMYCTHMATA /1032 3a
MHIIIKH, HO HE U 33 ILTBXOBE.

[IpoyuBanusfTa 38 MyTar€eHHOCT HE NOKAa3BAaT JieKapcTBEHO 00ycNoBeHN epEKTH HA FTEHHO H XPOMO30OMHO
HHBO.

*H3uucnena 3a maumeHtH ¢ terno 30 kg.

6. PAPMAIIEBTHYHHA JAHHH
6.1 CnHCBLK HA NOMOIIHATE BEIECTBA

CrAbpXKaHUE HA KaNCyJaTa:

Henyiiosza, MUKpOKpHCTATHA

Kanuues xuaporendocdar, 6e380a¢H

Huwecre npexenarduuzvpaHo

Humecte npexxenaTHHH3MPaHO ¢ HUCKA BIRKHOCT
Hatpuer HUUIECTEeH MTHKONIAT (THIT A)

Hatpues creapungymapar

O6BuBKa Ha kancyaaTa (5 mg/5 mg: 10 mg/5 mg)
Yepeen xenesex okeup (E 172)

Turanoer guoxeun (E 171)

XKenatun

ObsuBKa Ha kancynara (10 mg/10 mg)
Kunt xkeneszen oxkeua (E 172)

Yepeu wenezen okeup (E 172)

Yepaen sxenezen okcua (E 172)
Turanos auokcun (E 171)

KenaTuu

6.2 HechLBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

30 mecena

6.4 Cneunanay ycJIOBHS HA ChXpAHEHHE

Ha ce cpxpansBa noa 30 °C.
Jla ce cbxpaHsBa B OpMIHHAJIHATA ONAKOBKA 34 Jia Ce NMpeAra3d OT CBETIIMHA.

6.5 Bua H chbAbpKaHHE HA OMAKOBKATA
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Bmactepu ot PA/Aluminium/PVC/Aluminium ¢onro B onakoBku ot 28, 30, 32, 56, 60, 90, 91, 96, 98, 100
KancyJy.

He BCHUYKM OMakoBKM MOTarT Ja ObAaT npejiaraHy Ha nazapa.

6.6 Cnensa/jiui NIpeAnazHH MEPKH NPH H3XBhJAHe

Heuznon3BaHMAT NPOAYKT WM OTIIAABLYHHTE MATEPHAITH OT Hero TpsadBa 1a C& U3XBBPJIAT B COTBCTCTBUE C
MECTHHUTE U3HCKBAHMA.

7. HPUTEXATEJI HA PA3ZPELIIEHHUETO 3A YIIOTPEBA

CODAPMA AJl

yn. Mnuescko woce 16,
1220 Codus, bearapus

8. HOMEP HA PAPEHIEHHUETO 3A YIIOTPEBA
HUmnakrru yo 5 mg/5 mg tebppau kancynu ¢ per. Ne 20140180

HMmnaktu yo 10 mg/S mg respau kancynu ¢ per. Ne 20140181
HMmnaxtuH Jlyo 10 mg/10 mg tebpau kancynu ¢ per, Ne 20140183

9. JATA HA ITBbPBO PA3ZPEINABAHE/IIOAHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEBA

Hara Ha bpBO paspeapane: 17.06.2014
JlaTa Ha NOHOBsABAaHE Ha pa3pelieHUeTO 3a ynoTpeba: 21.02.2022 r.

10. JATA HA AKTYA/IMZUPAHE HA TEKCTA

Hoemepu 2023
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