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1. UME HA JIEKAPCTBEHHA TTPO/IYKT -{If-
ammme. 6.3 FSA 07052025
Ampasikon-Ko 5 mg/160 mg/12,5 mg dunmupann 1abierku | OgobpeHue Nr ...........eeeeevee, Y T

Amvalcon-Co 5 mg/160 mg/12,5 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CbhCTAB

Amsasikon-Ko 5 mg/160 mg/12,5 mg punmupanu tabjierky

3esika huiMHpana rabicTra Ch)LpKa S mg aminojununn (amlodipine) Karo amiio)HiInIos dcesuiar (as
amlodipine besilate), 160 mg sancapran (valsarfan) v 12,5 mg XwjpoxiopoTuasiu)l
(hvdrochlorothiazide).

34 1rLINHA CHACHK HA 1MOMOIHHTE BCIICCTRA BHXKTEC ToUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

(Ouiimnpana radlierka.

belin, HpoILIroBATH, ABOHHOM3MLKHAIM TablicTky ¢ BIULOHATO peiedio oznayceuue ,LLLLY or eanara
cTpana U I'majIky OT jipyrara cTpaia.

4. KJUHUYHHU JAHHHU

4.1 TepancRruuHn nHOKaA3anusy

Jleucnue Ha cceHMaiHa XUIICPTOHHS KATO 3aMCCTHTCIING TCPaltUg NPH BL3PacTi HAIMCHTH, 1IPH KOUTO
¢ IIOCTHI'HAT 3/10BOJIMTCICIH KOHTPOJI BLPXY apTCPHAIHOTO HAJIAIAHEG ¢ KOMOHIANMATA AMIIOJIKIINE,
sajicapTal v xupoxsiopornasul (HC'T), upunarany xaro Tpu OT/ICJHA JICKAPCTBCHH (GOPMH HIIK KaTO
dukcupana 1Boidna koMOuHallUs ¥ OTIe/IHa JieKkapeTaeHa opma.

4.2 J/lozuposka ¥ HaYMH HA NIPHIOKECITHE

[ [penioprrizanara Jo3a Amankon-Ko ¢ ejiHa radicrka JMCBHO, 3d HPE/IH0YUTANC CY TPHIL

| Ipe)u na upemeinar va Jicucnue ¢ Ampaiikon-Ko nanucurune tpsosa jia oObviar Ha GUKCHPAHM JIO3H O
CBOTBCTHHTC MOHOKOMIIOHCHTH, KOWTO NIPUCMAT 110 CLIIOTO BpeMme. Jlo3ara na Amsankon-Ko ce
onpeyeis na 0a3a Je3uTe Ha OTJICHHWTC KOMIOHCITH 0T KOMOHHAIMTA B MOMCHTA 113
HPCMUHABAHETO.

MakCumantara npciopbhyunand so3a AMpaikon-Ko ¢ 10 mg/320 mg/23 mg,




(neyuaninu nonyaayuu
hwOpeuno vepeoscoane
| [opajin XK)IpOXJIOPOTHAZH)HATA KOMIIoHCHTa AMBAIKOH-KO ¢ HHPOTHBONOKA3AH HIPA HAILHCHTH C
anypus (Bx. Touka 4.3) W LIpK HALMCHTH € TCOKKO OB0peUHo yBpex/iate (CKOpocT Ha 1JiIoMepyJiHa

duurpanus (GIFR) <30 ml/min/1,73 mz) (8. To4ukH 4.3, 4.4 m 5.2).

[ic ce Hanara KOpeKiing Ha HadasilaTa j103a [IpH [1alIMCHTH C JICKO JI0 yMepeno Oebpcuno yepexiane
(Bx. Touky 4.4 1 5.2),

Yepruoopubno yepexcoaiie

| [opajin BancapranoBara KOMIIOHCHTE AMBaJIKOH-KO ¢ 1IPOTHBONOKA3ZAH 11PYU HAIHCHTH € TCHKKO
yepHOIpodHO yBpexane (Bx. Touka 4.3). I'lpn nauMenTy ¢ 1cKo 1o yMCpCHO YCpHOAPOOHO
yBpexialie 0¢3 XoecTasa, MaKCUMaliHaTa nperophyBana J1o3a sajcapran ¢ 80 mg 1 nopaiy rtasm
npuuuiia AMeajiko-Ko e e noaxoisuy npy ra3u rpylia nanuenTy (Bx. touxky 4.3, 4.4 n 5.2).

| IpcnopbKy 3a ji03aTa Ha aMJIO/IMIIUH LIPH HALUCHTH C JICKO IO YMCPCHO HEPHO)(POOHO yBPLCK/IAHC HC
ca ycranoseHu. [ lpu nipemuBaBsane Ha 110JIXOJIMUIK [TAIMCHTH ¢ XHUCPTOIHWS (BXK, TouKa 4.1) u
yepHoIPoDHO YBPCK/IAHE KbM JIcHCHUC ¢ AMBaJIKOH-KO, Tps0Ba j1a ¢ U3110J13B8a HaH-HUCKATA NAIIMYHA
21038 aMJIOJIKIIKH.

(wpoeynd nedocmanmbyiocm ¥ KOPOHAPa DOICCm HA CoPYemo

ChinecTsyBa orpaiuich onuT ¢ ynorpedara na AmMpankon-Ko, ocod0cHo B MAKCHUMAaHU 03K, 11PH
HAIKEHTHU ChC ChPJICUHA NejlocTaThYHOCT Y Koponapha dosect na esprietro. |petopnhuna cc
HOBUIICHO BHAMAHUC 11PH 1TAIUCHTH ChC ChPJICUiia HCAOCTATLYHOCT W KOponapna 60J1¢eT Ha ChLpICTO.
ocoOCHO 1IPH NIPUJIATaHC Ha MAKCUMAITATa J103a aMiojMiing/Bajicapran/xuapoxioporuasu 10
mg/320 mg/25 mg.

Hayuenmu 6 cmapuecka 8v3pacm (na 8vipacm 63 codunu u nogeie)

I pcliopbuBa cC HHOBHUICHO BHUMANNC, BKINOYWKHTCIHO HO-YCCTO MOHATOPHPAHC Ha apTCpHaoTo
Halldl'aHe, IPK HAIIMCHTH B CTAPYCCKA Bh3pacT, 0COOCHO HPH TIPHIIATIaHC Ha MAKCHMAHATa /1034
AmBasikon-Ko 10 mg/320 mg/25 mg, TbH karo J)annuTe 3a ynorpeda 1pH 1a3n naiyencka
11OLIYJIalMS ca orpauuyciu. [1py npeMUHaBale Ha HOJXO/AIIA HAIMCHTH C XHIICPTOIIKS (BX. TOYKA
4.1) KbM JICHCHHC ¢ AMBaJIKOH-KO, TpsiOBa j1a ¢C U3N0JI3Ba HANR-HHUCKATA HallMYHa /10338 aMIOJIHITNT.

Heduampuuna nonyaayus
HistMa CLOTBCTHO HPHIOKCHHE 1A AMBAJIKOH-KO B nejinarpuaniara noiyjaiids (HalxeH i na ssipact
O/ 18 TOJHMHA) 32 HOKAZAHHACTO NCHCHHC HA CCCHMAaINE XHIICPTONUS,

| [a4mn HaA HPHAOKCHHUC

| Icpopaling 1puioxennue

AMBaikon-Ko Moxe j1a cc ipHceMa cbe Wik 0¢3 XpaHna.

Tadnerkure 1pgdsa j1a ¢cc norNwLUIaT HEHH ¢ MAIIKO KOJIMMCCTBO BOJIA, 110 CIHO W ChII0 BPCMC BCCKYU
JICH, 32 HPCANOHUTAHEC CYTPHH.

4.3 llporusonoxazanus

- CBPHLXYYBCTBHTCIHOCT KM aKTHUBIHTC BCICCTBA, JIPYIH CyidoHaMHIINK NPOU3BOJHH,
JIUXUJIPOITMPHIMIIOBH TIPOU3IBOJIHY HIIM KbM HAKOC OT IIOMOIUTHHMTE BCIICCTBA, U30POCII

6.1.
- I3Topu 1 TpeTU TpUMECTLP HA OpeMcHIiocTTa (BXK. ToHKH 4.4 u 4.6),




- Uephnopobro yspexiane, OUjiapHa 1iupo3a Uit XoJjiecrasa.
- Texxo 61.0peunio yepexiane (GFR <30 mi/min/1,73 m?), anypusi ¥ tipy LallMeHTH Ha JIMAIM3a.
- E;uiospeMennara yuorpeda Ha AmBankoi-Ko ¢ ajlHCKHPCH-Ch/ILPAKAILH

NPCJIYKTH € IIPOTHBOIIOKA3ala IIPH NallMEHTH Cbe 3aXapeH jinadeT wi

2
61L.6pcuno yepexsiane (GFR <60 ml/min/1,73 m ) (Bx. touxkn 4.5 u 5.1).
- PethpakTopiia XHIIOKAIUEMUSA, XUITOHATPHCMHUS, XHIICPKAJIIINCMUS H

CUMITTOMATHYHE XHIICPYPHKCMUSL.
- TexKa XHHOTOHUA.
~ [ HTOK (BKJIIOUWTCIHHO KAPJIMOUCHCH 1IOK).
- OO6cTpyKUMS Ha H3X0/ta Ha Jisia kamepa (naup. xuieprpoguuiia 0dCTpyKruBHE
KAP/IMOMUONATHR B BUCOKOCTCIICHHA a0pTHA CTCHO34).
- XeMOJIHHAMUUHO HecTaOUIIHE Chp/ledlid HEAOCTATBYHOCT ClIC/L OCTLP MHOKap/ICH HHDAPKT.

4.4 Cucipajny npeIynpex/icHius U Hpe/la3snu MCpKH IIpH yiorpceba
esonacHocTra ¥ eUKacHOCTTa HA AMIIOJIKITHIE IPH XHIICPTOHMYHA KpH3a HE ca YCTaHOBCIM,

| Tatmenru ¢ narpues- y/vuau obemer nedunur

lSKCIICCMBHA XMITOTOHUS, BKJIIOUUTCIIHO OPTOCTATHYHA XHIOTONUA, ¢C nadiojasa upu 1,7% o
HAIMEHTHTE, JICKYBaHH ¢ MaKCHMalliata J103a aMJIo/innn/Baicapran/xuipoxioporuasujl (10

mg/320 me/25 mg) cupsmo 1,8% 1ipy nanuenTrire Ha Bajcapran/xuapoxioporuasuit (320 mg/25
mg), 0,4% npu nauentdre Ha amioantni/sasicapran (10 mg/320 mg) v 0,2% npn nannenrure na
XUApox:oporvazni/aMitoyminil (25 mg/10 mg) B xo/@ Ha Koprpolvpano 13y rsane upy HaiHeHTH

C YMCPCHA JI0 TCHKKA, HCYCJIOKHEHA XHUIICPTOHNS.

| IpH NAIKUCHTH ¢ HATPUCB H/WHNA 0OCMCIT JIC(PUIIAT, NPUCMAITLH BUCOKH JIO3K JIMYPCTUIIM € BH3MOXKNO
J4 BL3HUKHC CHMIITOMATHYHA XUIOTOIMS CIC 3a04BANC 1A JICHCHUCTO ¢ AMBAJIKON-KO. AMuiajikon-
Ko TpsibBa J1a cc 1IpHIIara caMo CIICL KOPUIWPpAKIC 1ia Hpc;Liecrall narpues u/uin obemen aedpuint,

AKO 1IpH sicucnue ¢ AMBaNKoH-Ko HaCTLNY CKCHCCHBHA XUIEOTOHMS, HTANUCHTLT TPIOBA jta ObJIC
IIOCTABCH B JICI'HAIQO 110JIOKCHHUE U 1IPH HEOOXO/IMMOCT JIa CC ITPHIIONY MIITPaBCIio3na Hhdy3us ¢
duznoioruyen pazreop. Jicucnnero Moxe J1a 01,/1C 11POJIBLIIKCHO CIIC) KaTo cC crabniniupa

APDTCPHAINROTO HANATAIC.

I {pOMCIIN_B CCPYMHHTC CIICKTPOIUTH

Araoduniun/saicapmait/xudpoxiopomuazug
13 x0/1@ Ha KOHTPOJIMPAHOTO KIMHUYHO HLWTBAHC Ha aMIIO)IMITHH/BANICARTaI/ XHAPOXIOPOTHA3KH)L 1IPK
MIIOI'0 OT HAIHCHTHTC LIPOTHBONOHOARNUTE chekTh Ha Bajcapral 320 mg # xujpoxyioporuasunjl 25
Mg BLPXY HHUBATA HA CCPYMHHUS KAIME HOUTH CC NCY TPAIM3HPAT B3aUMIIO. | Ipr APYI'W NalMceHTTH,
C/MHTIMSAT WM JIPYTHHT COCKT MOXKC JIda AOMUIIKMPA. | ICpHOoM4Io, 1a HOAXO)SMIH HHTCPBAIN OT BPCMC,
TpAOBA )@ CC WICJICHBAT HABATA HA CCPYMITUTC CIICKTPOJIMTH C 11C] OTKPUBAHC HA BH3MOXKHH

CIICKTPOIIMTHH HAPYHICHUS,

“GpHD}lHHHU H3CJICHBAHC Ha HUBATA 1id CCPYMHUTC CIICKTPOJIMTH, HO-CIICIIHAJIH( Ha KaJivi, 'I‘pHGHH Jld
CC IIPOBCHK/1A Ha ONPCHCICHH HHTCPBAJIX OT BPCMC € {{C]I OTKPHBAIIC HAd Bbh3MOMXHHKH CIICK T

HAPYIIICHHA, 0CODCHO LHIPH HTAUHCHTH C JIDYI'H PHCKOBH (bﬂi{'l‘(]pld KATO HAPYIICHA 6'1:6[)(: i
JICHCHHC C JIPYIH JICKADPCTBCHHU LIPOJIYKTH HIIH 1TPCHXOX 1Al al1aMIIC3d 3d CIICKTPOJIH,




Bascapman

[inoBpemMenHara ynorpeda ¢ KanueBy Jo0aBKH, KaJIMA-CLXpaHsiBalill JIHYPCTHILH, 3aMCCTHTCIIM Ha
CONTA, Ch/bpPaKAlllH I{EI.IIHFI, HIIHW JIDYI'H JICKADCTRCHH 11POJIYKTH, KOHTO OHUXda MOTJIH Jid HOBHULAT HHI3d'Ta
1a KaJinp (KEI"IElpHH H 'l‘.ll.), HC CC I[TpCHOPDBYBA. CTOHHOCTUTE HA KaJIUH 'I‘DHGBH ChOTBCTHO Jld CC
MOHUTOpPHpAT.

Jlcucnucro ¢ Ampankon-Ko TpsbBa fa ¢¢ 3a1ioune camo ClicjL KOpHIMparic Ha XHIIOKaJIMEMHUS1a ¥
ChINbTCTRANIATA XUITOMArlie3ueMus. THA3UIIHATE INYPCTHIM MOTAT J1a YCKOPST N0BA 110584 Ha
XHITOKAJIIHEMHS MK Jia 000CTpsiT HIPCAIIICCTBAINA XHIIOKANUEMUSL. Tnazujiiinre Juyperuiim TpsdBa jia
CC [pHJIaraT ¢ 110BHIIICHO BHUMAHUC 11PU NAIMCHTH, YUCTO CHCTOAHUC € CBRLP3AHO C IIOBHLICHA 3a1yDa
a KaJiui, KaTo HalpuMep coJi I'ydciny HedporaThi WM PCPenaiHo (KapjlMOreHHo) yBpex ale Ha
ObLOpecunara Gyukins. AKO [0 BpCMC HA TCpallMy € XHJIPOXJIOPOTHA3K)( CC Pa3BUC XHITOKaIIMCMHUH,
HupueMnsT Ha AMBaiikon-Ko tpsbBa j1a ce npeycranosu jto crabunio nn3cranossizanc Ha dananca na
KaJIWiH.

FPHA3UHUTE JIMYPCTHIIM MOIAT J1d YCKOPST HOBA TI0HBA HA XULIOHATPHCMHA M XKIIOXJIOPCMHUYHA
ajkaiosa Wuan jia obocTpaT npejunecTsaniia xunonarpuemus. Habso)asata e xnonarpuemMus,
ChIIPOBO/JICIIA OT HEBPOJIOI'HUNA CUMIITOMATHUKA (I'ayiclic, NPOI'PpCCHBHA JIC30PUCHTAILUY, allaTds ).
JeueHHUETO ¢ XW)IpOXJIOpOTHA3K/IM TPAOBA Jla CC 3a1104Ba CIIC)] KOPUI'MPANHC Ha 1IpC/UIccTratila
xHnouarpuemus. B caydail na rexka miv OLp30 pazsuBallia cc XHHONHATPUCMHUS 110 BPEMC Ha
JyicueHueTo ¢ AmBankon-Ko, sicuchueto tpadsa Ja 05)1¢ CHpAHo JIO HOPMAIW3KpdalC Ha HUBATa Ha
HATPUR,

BBeruky HAIMCHTH, IIPHCMALLLH THA3HWIHTW HNHYPCTUHILH 'I'pHGHE‘l [CPROJINYHO Jld 61:}1&1’]' 1IPOCIIC][ABalin 34
CJHCKTPO/IMTHH HADYIHICHHA, ocobcHo Ha HHJ!HE, HE’lTpHﬁ H Marug¢3uH,

hLOpeuno yBpexiang

T'nazuinure IMYPCTUILM MOTAT /1a YCKOPAT A30TCMUSTA HPH NAallMCHTH ¢ XpoHuuto 0n0Opeuno
zabosisisalce. Koraro Ampanxoti-Ko ce upuaara npy uanuenty ¢ 61,0peydno yspexiane, e Hpcoph4una
HEPUOJMUHO 1POCICHIBAIIC 1A 1IUBATA 11 CCPYMHUTC CICKTPOIUTH { BKIIOYHTCIHO HA KAJIWW),
KPCATHIIMIIE U 1IMKOYHATA KUCCHIMHA, AMBAJIKOH-KO ¢ IPOTHBONOKA3AH IPH NHAIMCIITH € TCKKO
OBLOPCUHO YBPCKIAHE, AHYPUA MM 1IPOBCHIAILIM Juaiiv3a (BxK. TouKa 4.3).

If¢ ce n3nckea Kopurupatie Ha J103ara na AMBalkoH-Ko npd nanHcHTy € JICKO J1o yMcepeHo 0LOpcuno

yepexiane (GFR >30 ml/min/1,73 m).

CreHo3a Ha OLOpeYIa aprepus

Amsankon-Ko tpsabea )ia ce iipuiara ¢ 110BHINCHO BHUMAHUC 32 JICHCHUC HA XUIICPTOHHUA 11IPH
HAIMEINTA ¢ CIHOCTPalNA HIIM JIBYCTPaHa ¢TcHo3a Ha 01,0pednunTe apTepuH Wi IpH CTCHO3a Ha
apTCcpus Ha ¢/IMHCTBEN OLOPCK, Thil KaTo [Py TaKKMBA HAIMCHTH MOXKCE JIa CC 110/YHH HOBHIIABANC Ha
ypesita B KpbBT@ M CCPYMHHS KpcaTHHULL.




bhOpcyna TpatcnianTalins

Jo 1031 MOMCHT HsiMa HaTpyHal olinT 110 OTiocHye na de3onactara ynorpeda na AMpankon-Ko
1IPK HAIMCHTH ChC CKOpOIIHa OBOpeUna TpatciinanTalms,

Yepnopotno yspexiane

BaJjicaprai ocHOBHO CC CIUMHIIKPA HCHPOMCHCH YpC3 #KIIbUKATA, | [0JyRUBOTLT HA aMIIOJIMIIHI C
y)ibJDKCH, a crofinocthre a AUC ca 110-BHCOKH 11pH HAIIMCHTH ¢ HapylticHa yepnojipodbna dylikius;
HE €A YCTAHOBCHM IIPCNOPBLKH 3a Jio3arta. [py tanuenti ¢ JIeKo JI0 YMCPEHO HCPHOJIPOOHO YBPCHK 1aHEe
O¢3 xolccTa3za MakcHManHara IpenopbuBaiia J1o3a pajicaprat ¢ 80 mg, cicporarenno Ampajikon-Ko ne
C HOAXOJIAIIL 1IPH Ta3M rpylia naimcHT (Bx. Toukn 4.2, 4.3 1 5.2).

AlirHoe/IeM

C1,00111a8a ¢C 34 CiyHan HA aHTHOCHCM, BKINOYWTCIIHO OTOK 114 JJAPHHKCA K 1JIOTUCA, NPUUHTTIBAIL
OOCTPYKILHS HA JINXATCINHTE IILTHING W/UIIM OTOK Ha JIMLETO, YCTHUATS, (hapuiikca U/ C3KKa 11pH
HALMCHTH, JICKYBaHHK C Baicaprail. HAakon o1 Te3m nalucelTi ca MMalli | 11pcjiH TOB& ani'HOCICM, 1ipH
JICHCHYC C JIPYIM JICKapeTCHH UPOJIYKTH, i iounTeno ACLE nuxuburopu. AMeaixon-Ko tpsdna jia
CC CIIpe 11e3a6aBHO 1IPH NAIIMCHTHTE, KOMTO LIQJIYHAT aHIMOC/ICM U 11e TpsiOBa /a cC 11pHilalra OTHORO.

Cnpjicynia HeJIOCTAT'bYHOCT M KopoHapHa B0J1ecT Ha ChpICTO/IoCTMHOKAP/ICH NHpapKT

Karo nocaejuna or HHXHOUpaAHCTO Ha pelini-ali HOTCHIMH-AJJI0CTCPOHOBATA CHCTCME 1IPH
UPCIPA3NIOIIOIKCHH HIAIKUCHTH MOTAT JId cc ovaknar npoMcin 3 oObopeutiara dynuxius. 1 Ipn nanmenty ¢
TCHKA ChPJICHIA HCJOCTATLYHOCT, YnsTO OL.0pcHia dynukius O Moria ja 3asuen 01 AKTHBHOC T Ha
pCHUI-AHIHOTCH3HI-AIoCTepoHoBaTa cucTema, Jieucnuero ¢ ACH HHEXMOUTOPH M Al OTCH3H
pelicHTOpHHU DJIOKEPH CC CBBP3BA C OJIMI'YPHUS H/HIIK LIPOIPECUBHA A30TCMHUS H (PSJIKO) € ocTpa
O0nL,OpcuNa HeOCTATLYHOCT MMM CMBLPT. L 10/100HM peaylrraty ca chobiicHy 3a sancapran. QueHkara
Ha HAIMCHTUTC ChC ChpJCYHA HCHOCTATHYHOCT M WJIK 1HIOCTMHOKap)icH iidapk 1psbBa jla BKInovsa
BUHAI'M OlleHKka Ha 6h0OpeunaTa QyHKIHA,

B jiwirocpouto, 1anebo-kourpoimpatnio npoyusane (PRAISE-2) ¢ aMuoMuui Lipy naluenty ¢ne
chpicdia nenocrarpanoct knac [ v 1V 1o NYHA (New York FHeart Association Classification), ¢
HCHCXCMHUYHA CTHOJIONHS, aMIONHIIMI ¢C CRLP3BA ¢ roBHineH Opoi crobuienus 3a 6cionpodetl OToK,
BLIIPCKY JIMIICATAa HA 3HAYMMa pa3JIMKa B YCCcToTaTa Ha BIoIaBallia ce Chp/icHHa He/IOCTaTLYHOCT B

CpaBHCHHUE ¢ 11a11e0o0.

]iJI(}KEpH'l'C Hd KaJIUCBRTC KalldllKh, BKIITOYHTCHIO aMIIOJIHITHH, 'I‘p}lﬁliﬂ Jld CC UINOJ38BAT ¢ HOBUIICHO
BHHMAHUC 1IDY 11AITHCHTH CLC 3aCTOMNA ChLPJICHIId HCNOCTATRYHOCT, T'hil KATO MOIdr jla [1IOBHINAYT
PUCKA O O'bICHIA CHRJICHHO-C'LJ[OBH CLOUTHS H CMLPTHOCT.

HeoBX0)IMMO ¢ HOBHLICHO BHUMAHNC HIPH HAHMCHTH ChC ChPACUIIA HELOCTATLYIOCT U KOpolaplia
OOJICCT HA CLPILTO, OCODCHO [IPU BHCOKATA /1032 aMJIojIHlTHH/BancapTan/xyjpoxnoporyasu)l 10
mg/320 mg/25 mg, Tei Kato CHLIECTBYBAUIMTE JAHHNATC 1IPW TA3U HAIHMCIITCKA 1HOUYJIAlMS ca
OrpaHHUuCHH.




ADp*l'Hﬂ M MUTpaJIHA KJidlilld CTCHO3d

Kakro IPH BCHYKH PYTI'H Ba30/IWJIATATOPDH C HCODXOJIUMO ClIa3BAHC HA CIICIIMANHMU HPCJIAasity MCpKH
IHPH HAUUCHTH ¢ MUTPAIHA KJAIMHA CTCHO3a WK 3HaYdYUMa aopTHa CTCHO3a, KOATO HE C
BUCOKOCTCLICHNA.

bpCMCHHOCT

Anrvorensan 11 penecirropnure 6nokepu (AllPbh) ne tpsdbsa jia ce 3anousar 110 8peMe 1ia OpEMCHHOCT.
Ocaeil ako npojibmxasateto Ha Tepanusdra ¢ AlIPh ce cuura 3a :KU3HCNHO BAKHO, 11 HAIIUCHTKHTC,
KOWTO 1JIaHKpar ja 3abpeMcredT, Tpsdiea J1a Onh1e Ha3HaueHo anTeCpHaTHBRIO alITUXHIICPTEHIHBHO
JICUCHIHE ¢ ycTanoseH n1poduir na fc3onacnoct 3a ynorpeba 1o speme 1a dpemernnoct. Lpu
ycTanoBsipane 1a opementoct neuchucto ¢ AP tpsdsa ja ce upeycranonH He3adapho H, ako ¢
YMCCTHO, Jla CC 3allOYHC alTepHaTuBha Tepanus {3k, 1o4kH 4.3 1 4.6).

| I'bpBHLCH XHEICPAOCTCPONUI LM

| lailMeHTY C IILPBHUCH XHINEPANJOCTCPOHUILM HE rPsdBa 1a Ob1ar JICKYBaHH ¢ alnruoTen3ui |
pCIICIITOPINS DJIOKCP BaicapTall, ThH KaTo THXHATA PCHUH-AHTHOTCH3HI-A)I0CTCPONOBa CHCTCMA HE ¢
akruiupaiia. | lopasin tazu uprumtia AMsankon-Ko He CC ITpCHopnLyBa 1PH Ta3H 1101y 1alU4.

CUCTCMEN JIYIIYC EPUTEMATO/ICC

C'h(]ﬁ]llﬁlﬁi CC, ¥C THA3WINWTC JIMYPCTHITH, BKIAIOHHUTCIHNO XHINPOXJOPOTHA3HW)L, MOI'4T J)ld DG[)C'I'pH']‘ HJIH
Ja aKvTHBHPAT CHCTCMCH JIYIIYC CDHTCMATO/ICC.

JIpy1rv MerabosmTiy HapyuicH s

Tuazunbaue JIWYPCTHHH, BKIHOHHUTCIIHO XWJIPOXA0OPOTHA3H)L, MOUAT Jld HApPY AT VJIIOKO3ITHA TOJICPALIC K
Ad NoBHINAT CCPYMHHUTC HUBA 11a XOJCCTCPOJL, TPHUIJIHICPDH/IH H ITHKOYHA KHCCJEMHA. ”pH ITANKUCHTH C
AMAdCT MOXE 214 ¢ HCODXOJIMMO KOpUTHPAIIC Ha /103aTa 11a HHCYJINHA WK Ha nepopaJiioro
XHITONJIMKCMHUYHO CPCICTRO.

[ I('deJlH XUNPpOXJIOPROTHAZKUIHATA KOMITOHCHTA AMBaikon-Ko ¢ HPOTHBONOKA34H 1IPH
CUMITTOMATHHHA XHIICDYPHKCMHA. XHJLDUXJ]GPDIH&SHJI MOXC Jla HHOBHIIIH CCPYMHHUTC 1HMBA Ha
IIHKO4ildTa KHCCIIMNa, nopajgd HaMaJICHHUA KJIMPDLIIC HA [IMKOYHATa KUCCJHIHHA M MOXKC jld TIDHYHITH
HIIH jid GGGCTDM XUHNCPYPHKCMUATA, KAKT0 U Jla YCKOPH HHosBaTa Ha Ho/@drpa npy 1pciapasioiaoKCeHH
HAIIHCHTH.

Tuazujure HamansBaT CKCKpCHHUATA Ha Kanumni ¢ ypulnara ¥ Morar jia pe/IM3BUKAT IIPCXO/IHO H JICKO
[IOKAYBAHC 1A CCPYMHMS KAMIIMH IPH JIMIICATA HA U3BECTHH HAPYHICHUS B KAJILMCBUS MCTADOIIHILM.
AMBaikoll-Ko ¢ npoTHBoNOKa3an 11pH HAIUCIITUH ¢ XHIICPKAJIIIMCMUS M Tp#0Ba Ja ce 1Ipuiiara camo
CJIC/I KOPHI'MPAHC Ha LpejlilccTBan@ Xdlepkaiinuemns. | lpuemsT na Amsasikou-Ko tpsidsa jia o)
IPCKPATCH 1IPH Pa3BUTHAC HA XUIICPKANIMIHCMHUS 110 BpeMC Ha JicuctneTo. CCpyMHMTC HUBA HA KaJIIWA
TpAadBa 1HCPUOJIMYHO Jla CC [IPORCPSBAT L0 BPCMC HA JICHCHNCTO ¢ THa3uiM. 1 lojuepraiara
XHIICPKAJIIMCMHUA MOXE J12 OB)(C JIOKA3aTCIICTBO 3a CKPUI XHUIICpHAparupeon/insnM. | IpuemnT ta
THA3WJIHE JIMY peTHIM TpsBBa 1a ObJIC LIpeKpaTen HIPSJIH NPOBCK/IAHC Ha W3ciic/iBalis Ha hyHKIHATE
Ha HAPATHPCOMU)IHUTC KJIC3H,

POTOHYBCTBATCIIHOCT

ChoDimasa ce 3a cliydau 1Ha peakiiuy na horovyBCTBRTCHHOCT 1IPH LIPHUEM 1A mdm; | B3k
rouxa 4.8). AKO 110 BpEME Ha NICUCHUCTO ¢ AMBAIIKOH-KO BL3HUKIIC PCAKIIUY HA (h Yy

CC HIPCHOPBLHBA CHTHPAIIC Ha JICHCHUCTO. AKO CC CUHTa 34 I[CO(XD}[HM() TOBTOPHO




JMYPETHKA, CC NPCHOpLUBA 3aliluTa ta obJIaCTHTE, U3NIOKEIU HA CITBINIIC HiTW H3KycTeeHa UVA
CBCTIIMHA.

OC'I'QH 3aKPUTOLI'BLIIHAG 11dYKOMA

XWpoxJiopoTHazu)l € cydonaMull 1 ¢ C¥bP3aH ¢ PCaKlius Ha WJIIMOCHHKPA3NS, BOJCIIA JIO OocTpa
TPaAH3IUTOPHA MHOIIMA M OCTPa 3aKPHTOBLIBJIHA I'lMaykoMa. CUMIITOMHTC BKAIOUYBAT BHC3AIINO
llaMaligBalg Ha 3pyuTcinara ocTpora il 6oika B ounte v 00HHaNO BH3HUKBAT B PAMKHUTC 1A HACOBC
JI0 CCHAMMILA CJIC)] 3an10MBAHC Ha jicdelueTo. [HelekyBanara ocTpa 3aKpUTOBLEBIING IAYKOME MOXKCE J1a
JIOBC/IE JI0 TIepMancHTNa 3aryda na 3pecHueTo.

| IbpBOHAauaNNOTO JICUCHUC € j1a CC IPCKPATH IPHEMA HA XHU)POXJIOPOTHA3HIL, KOJIKOTO CC MOXKC I10-
OBbP30. AKO lHC CC IIOCTHI'HE KOITPOJ BbPXY BLTPCOUHOTO Haisrane, TpsdBa Ma cc uMat 11pejisui
CBOCBPEMCHHO MCJIMIIMHCKO KM XUPYPrUYHO JicucHHue, PUCKOBUTE haKTopH 3a pasBUTHC Ha OCTpPa
3AKPUTODBIbIIHA 1N1aYKOMa MOL'aT j1a BKIIOUBAT alaMie3d 3a cyjdonamyjina WK 1ICHHIHIINHORA

dHCPI'HA.

OO0

[ {COOX0/IMMO ¢ HHOBHILICHO BIIMMAIIKC HPH HANMCIITH C HPC/UTIICCTRANE CRPLXUYYBCTBHTCIHOCT KhM
apyru amruorenzdn 1 peieirropn 0sokepu. PeakiimuTe 1a CBPLXUYBCTBUICIHOCT KbM
XHJIPOXJIOPOTHAZH)L Ca 110-BCPOSTHY HPH HAIMCIITH, CTPAJAIILH OT JICPIUs WK ACTMA.

| lanyery B crapyccka Bb3pacT (Ha BL3pacT 63 ro/(MHK ¥ NOBCHE)

| [pcriopbuBa ¢ NOBHIICHO BHUMAUE, BKAKOYUTCIHO [10-YCCTO MOHNUTOPUPAHE HA apTCPHAJIHOTO
Ha/IAIaHe, [IPY [IAIIMCHTH B CTapuecKka BL3pacT, 0Co0CIIO NPH NnpUHIIaralic Ha MAKCHMaara j1o3a
amiounMu/sasicapran/xujipoxnoporuazu) 10 mg/320 mg/25 mg, rui karo jannure 3a yinorpeda
IIPY Ta34 HAIKUCHTCKA LIOHYJIAIRS ¢a OIpaluyClIn.

JBo#io Oi0KkKpatic Ha pelyl aUruoTCH3UN -ajjtocreponosara cucreMa (PAAC)

Mma slannn, ye ciinospemennara ynorpeda a ACE unxubdutopn, AP viv asmckupen nosuiana
PUCKA OT XUIIOTOHUSH, XHIICPKAIMCMUS ¥ HaMaissanie 11a OLopeunara gynkips (BKIOUYHTCIHO OCTpa
OLOpCUHA HeocTaTLEHNOCT). [Topajiu ToBa HE ¢e HpcHophUuBa JBo#Hiio Osokupanc 1a PAAC 4pes
koMOHHupanara ynorpeda na ACE nuxuburopu, APb wian anneknpen (8x. roUkd 4.5 1 5.1).

AKO CC LIPCICHU, YC TepatiusTa ¢ (BoHII0 On0kupatc ¢ adcoitoTHo 11cobxo)uma, ToBa tpsbBa j1a crana
CaMO [10)1 HAOIIIOJICHUECTO HA CHCUMAIIMCT W PY YCCTO BIIAMATCIIO MOHUTOPHpAHC na OLopeunara
dhyHKIME, cliekTponnTiTe U KpLBHOTO Hausrane. ACL unxuburopn u APb ne tpsidra j1a ¢ u3no3sar
C/LHOBPCMCHHO UPH NAIMCHTH € JAMa0CTHA HCPPOLATHA.

| leMelanomMEe pak ha Koskara

13 JIBC CNUWJICMHOJIOTHYHY HPOYYBAHUS, OCHOBABAIIIN CC HA JIATCKU HAIMONAJICH PAKOB PCIHCTL], C
HabnoMaBaH MOBULICH PUCK OT HEMeEJlaoMCH pak Ha koxara (1 IMPK) [basainokiicTbuch KapinioM
(bKK) n cksamosuoxnernucH xapuuunom (CKK)) 1ipu Hapacteaila CKCIo3viiMs Ha KyMyJlarMBia 10134
XHPOXJIOpoTHasKL. PoTocCHCUOHIIN3NPpalINTC CPCKTH HA XHIPOXJIOPOTHAZH,L MOraT )ld icicTBar
KaTo BCPOSTCH MEXaHHZLM 3a passuruc na HMPK,

| lanMeiiTure, npueMatily XuIpoxnoporTnasunl, Tpsadsa jia Oniar ungopmuypany 3a pucka or HHIMPK u
CLBCTBAHW PC/OBHO J1A IPOBCPHBAT KOXKATA CH 3d HOBH JIC3UU U Hezadanio jla cLodIaBar

114 HOJIO3PHITCIHN KOXCHY JIc3ny. Ha nanucenrure psibpa jla ce HpenopbLyaT Bh3MOXK /-:b
MCPKW, KaTO OIPaHMyCHO U3iarane 1a CrbIMCRa CBETIIMHA W YIITPasNoJICTOBH JIb




CKCIO3MIHS, 110J1X0;154111a 3alATa, 3a /12 CC CBCJIC IO MHHUMYM PUCKLT OT pak ia Kowara.
[ lojlo3purresmnTe KOXHHU JIe3Hu 1psOBa jta 01:,)1ar HONIOMENHY Ha ne3adaBio W3CIIC/IBAHE, HTOTCHIHAIINO
BKJIIOYBALIIO XUCTOJNOIMYTIH H3CICBalinsg Ha DuolicuuHu matepranu. [ pepasriexnane na yuorpebara
Ha XH{POXJIOPOTHA3K/1 MOXKE Jia CC HAJIOXKU U [IPH DALMCIITH, KOUTO ca uMaim npejixojen HMPK (B,

ChI10 TO4YKa 4.8).

4.5 B3anmojeficrBHE ¢ APYIY JICKAPCTBCHHA HPOJAYKTH B JIPYIH POPMH HA
B3ANMO,[CHCITBHC

e ca HHPOBCH AN OCI)HU,HH.IIHH Hpoy4HBdalUA 34 B3aHMOJCHCTBHATA HA AmBalikoti-Ko ¢ MPYIH

JCKAPCTHCHHU HIPOAYKTH. CJICJ[DHHTEJIIIU, B Ta3Kk TOYKA C IIPCACTABCHA HIIClJDpMHllHH CHUHCTRCHO 34
H3BCCTHUTC 1IPK OTACHHHTC aKTHBHH BCUHICCTBA B3aUMOJICHCTBUA C IARYTH JICKAPCTBCHH HHPOJAYKTH,

BaxcHo ¢ jia c¢c uMa npciaBuil, 4¢ AMBaJIKOH-KO MOXC Jla 3aCHJIM XHIIOTCHIUBHUTC CPCKTY HA JIPYI'H
aHTHUXMIICPTCH3UBHH CpPeEJICTRA.

[le ce upenopb4Ba C/HOBPCMCHIO HIPUIIOKCHUC

—_—

AmMBajikoin-Ko
O1/ICJIHU
 KOMUOHCHTH

Hisecrun
B3IAUMOJICHCIBHH CLC
CJIC/UTHTC CPE/ICTRA

Edexru Ha B3aHMOJICHCTBHETO € APYIH JICKAPCTBCHYH
HPOAYKTH

§—e— —

Bancapran v HCT

JlnTui

Cnobuana ce 3a oOpaTHMO 1TOBKIIABANC HA
KOHIICHTPAIMATA Ha JIMTHH B CCPYMA H TOKCUUHOCT [IPH
C/LIOBPCMCHHO Hipyjiarance Ha aurvi ¢ ACH
HHXUOUTOPH, alrnoren3uy 1 penetrropin anraroiucTn.
BKJIOYWTCINO BAICAPTAH HIIK THA3UUIY JIMYPCTHIM.
THLHA Karo OLOPCUNUAT KIMPBLIIC HA JIMTUA ¢ HAMAJICH O
TRA3UUAHUTC, PUCKBT OT JIMTUCBA TOKCHYHOCT € BL3MOXKHO
JIONLJIHUTEIHO JIA CC¢ HOBHIIN TIPH LIPUEM HA AMBAIKOII-
Ko. llopajin raszu npyuuna ce 1pclopbuBa BIHUMATCHI
NPOCIC/ABANC HA CCPYMIINTC HUBATA 11a JIHTHH 11PH
c/ulonpemenna yuorpeda
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Basicapran

Kanuii-coxpanssaliy
JIMYPCTHUIIH, KAJIUCBH
100aBKH, 3aMCCTHTEIH
Ha COJITa CLILPHKALLM
KaJIHA U JIpYI'd
BCLICCTBA, KOUTO MOI'aT
Jla HOBHILIAT HUBA'TA Ha
Ka.Ini

AKO cC CMCTIC 34 IICOGXD}[HMD C,HOBPCMCHNO C
BaJiCaprali jila CC HPC/HAUEIC JICKApPCTRCH 1IPOJIYKT, KOHTO
IIOBJIMABA HMBATA 114 KaJlMH, CC HPCIOPLHBA HCCTO
MOHHTOPHP4HC Ha [HId3MCHHTC HHBA 1ld KAJIHH.
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AmBasnkon-Ko

HU3BecTHH

————

Edekrry ua B3aHMO)MCHCTBHCTO € JIPYI'H JICKAPCTRCHH

—_—L ——ih ==

OT/1CIHH B3aMUMOCHCTBHS ChC NPOJYKTH
KOMIIOHCHTH CJICJIIIHTE CPEICTBA _
AMJIOJIMIINA ["peiindpyT uan cok ot | He ce upenopnusa eanospemennara ynorpeda sa

rpedndpyr

aMJIOJMIIMH C rpeHndpyT KK cOK OT rpehndpyr, Thii
KaTo NIpY HAKOKM NartucHTH OHonainM4Noctra va
aMJIOJINTIMIE MOKC jla CC TIOBHINK H J1a JIOBC/LC JIO
3aCHJIBANIC HA AHTHXHIICPTCHIUBHUTC CRCKTH

M3uckBa ¢c 1OBUINCHO BHHUMAHMC [IDH CHOBPEMCHNHO NPHJIOAKCHHAC

AMBaIKON-Ko
OT/ICJIIH

KOMIIOHCHTH

AMIOJIHIIAN

[Pp——

HiBecrTniu
B3AHMO/ICHCTBHH CLC
CJAGIHHTE CPe/ICTBA

Edexru na B3auMoeHCTBHETO € JIPYTH JIEKAPCTBCHH
LHPORYKTH

—_— e —— e

CYP3A4 unxuburopu
(Haltp. KETOKONA30I,
HTPAaKoHa3oll,
PHTOHABUP)

CYP3 A4 uunyxropu
(AHTUKOHRBYJICAHTH

| Harip. kapbama3zciiun,
thenobapburai,
dernTouni,
qochenuronn,
HPUMKJLIOH |,
YHHaAMIIUIIUH,
[ypericum perieratum
HKBJIT KAHTAPHOH |)

| HpocjC)hsBAHC  KODCKIIKWA Ha jl034T4.

L AHOBPCMCHIIOTO NPHIIOKCIINE HA AMIIOJIMITHIL ChC
cunny i ymepenu CYP3A4 nuxuburopu (1iporeasiiu
HHXUOUTOPH, 430JIHW HPOTHBOI'BLOHUIN CPE)NCTHA,
MAKPOJHJIH, KATO EPUTPOMHUILKAIN WU KIIAPHTPOMHILHH,
BCpAllaMMII KJIN JIMIFTHASCM), MOXKC jla JIOBCHC J10
3HAYMMO YBCIHUBAHC HA CKCIIO3HIIUATA 112 aMHOJIHIIHH.
Kitnnynara 3Ha4MMoCT Ha 1e31 PapMaKOKHIICTHHIIN
BAPHALIAH MOKC J1a ¢ 1HO-U3pascia tUpu HAIUCHTHTC B
CTAPHCCKA Bb3pacT. 1'0Ba MOXKE /1a HAJIOKHU KIHITHYHO

—— - -

[ Ipy ¢HOBPCMCHHO HPRAOKCHHC HA H3BCCTIHN
HHJYKTOPK HA CYP3A4 ujasmenara KoulcH Tpanus Ha
aMJIOJIMIIME MOXKC 1ia Bapupa. | lopajiv rosa kpLBHOTO
Haligrane TpstBa 1a ¢ npociensBa u Jla c¢ 00OMUCIH
ANAITUPpANe HA JI034Ta KAKTO 110 BPCMC, TaKa U CIIC)L
C/AHOBPEMCHCH NPUCM. 0codclo che cuiny CYP3A4
HIJIYKTOpK (Hatp. padamMinIing, XBIT KAHTapUOi ).

CUMBACTATHH

Muorokparioro upHioKetue Ha amiaojunun 10 mg
C/LHOBPCMCHHO ChC cimBacraTui 80 mg 1HoBUIIEBA Che
T7% CKCHOZNIMATA 1Aa CHMBACTATHI CHPSIMO
CAMOCTOSTCIINOTO IPHIIOKCHHC HA CUMBACTATHH.

[ [pcliopBbUBa CC HaMansgBanc 1d j1o3ara 1a CMMBacTaTmi
N0 20 mg JHCBHO LIPH HANUCHTHTC Ha JICYUCHUC C
AMJLOJIHIIUH,

—m o au
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}lalrrﬁbmu (H1dy3nd)

I'Ipn xuBoTiy ca nadunio/iasanu Jicrajina kamepha
GuOPUNALIKS U ChPICHHO-CL/IOB KOJIAIIC, CBLP3aIIN ©
XHIICPKAIIMCMUS CIIC)L NPHIICKCHHUC HA BCpallaMHull K
nirrpaseHosen jlanrponet, 1lopajin puck or
XHIICPKRJIMCMHUS, CC LIPCIIOPBLYBA /1a CC 130s1Ba
CJLHOBPCMCHHOTO LIPHIIOKCHHUC € aHTalOIUAGHM.
KANIMCBATC KAHANIM KATO umuﬂ,;um J -
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AMBasikon-Ko
OTINCHHHA
KOMIIOHCHTH

HipeceTHy
B3I2aHMOJICHCTBHH ChC
CJIC/IHUTE CPe/ICTBA

Bd.II(;deElII-H HCT

- — —

Hecr CPOUILIIM
POTHBOBLINAINTCIHHY
cpeactia (1HCHBC),
BKJIIOYBAIILK CEJICKTHBHH
LIHK/IOOKCHI'CHAa3a-2
uixuduropu (COX-2
HHXUOUTOPH),
aleTHIICAIIMIEMIIORA
kuceina (>3 gficy) o
neceitekrusid HCHIBC

f——
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——
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Edextn na B3AUMO/ACHCTBUETO © npyr JICKAPCTBCIIN
NPOAYKTH

DH.IIdJI.HHﬂHL Ha MHJIHI HCI[d KHIICPICPMHH

TERA .. i TER " EIEr ia & AT ————
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HCIIBC morat jta orciabsr dnmxnmplcmnmmn
ceekr, KakTo na avruorcusun il pencropnure oiokeps,
TaKa ¥ Ha XWIpoXIIOpoTHasudjL, KoraTo ¢¢ 1Ipyiiarar
ciiospemenio. OcBei ToBa ¢jlioBpeMeHiHaTa ynorpeba
Ha AmBasikot-Ko n HCIIBC moxe j1a joBeje J10
BJIo1aRaHC Ha OLOpeunarTa dyHKilMs, 1 110BUAIABAHC 114
HUBATa Ha ccpyMuus KaJivid, | lopasin rasm iipuunna cc
[pclopbhYBa MOlIMTOpupaic na oOLopcunarTd GyHxImMs
IPH 3a1104BaHC Ha JICUCHUCTO, KAKTO W ajICKBaTHa
XHj|paTailus 1a HanucH T, -

” Bancapran

Huxubumopu na
LRMEUK mpancnopmepa
(pudchammuyun,
YURKAOCROPUN} Wil
eqyKCHUS
mpancnopmep
(pumonagup)

f— . —mama . o

Pecayararure OT in vitro upoyusatie ¢ ThKaH OT YOBCHIKH
yepe Jpod 11oKkasna, uc Bascapran ¢ cybcrpar na
yepHoapoOuus wirreix rpancuoprep OATPIBI v na
yepHo/ipobius cutykeen Tpancioprep MRP2.
[<)(HOBPCMCHHOTO 1HPHIIOXKCHHC ¢ MHXUOUTOPH HA BITTCHK
rpancloptrepa (pudaMitnithi, UHKNOCHOPHIT) WK Ha
chaykciins Tpanclioprep (pUTonaBiup) MoOXCe Jia OBHIINH
_CHCTEMEATA CKCIIO3MILMS Ha BaJicapran,

-———— _—— — — —_——— —
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HCT

Ankoxon, ﬁupﬁumypamu
WA HAPKOMUYU

[ JITHOBPCMCHHOTO HPpHJAlratic Ha THAIWIHKTC JIII}’DL] HllH
C BCIICCTRA, KOHUTO CLIILO IMAT HOHIHXaBalll KPLBHOTO
Halldl'aHC C¢JC]{'I“ (IlHIIp. UPC3 laMajiapance ta
dKTHBHOCTTA HA [ICHTPAJIHATA NCPBHA CHCTCMA MJTH
HAUPCKTHA HHSDJI,H.IIH’['HIIHH) MOXKC J[a HOTCHILMPA 1HOABATA
Ha oprocTar H‘-Illd KI’IIIUI('JIIHH

—
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Anmuouabemui

Anmcnimaoun

Aumuxonunepzutiiiu
cpeocmasa u opya
AEKAPCMECHU RPOOYKMU,
ROBRUAGAULU
CIIOMAQUINUSA
MOMUAUMECM

cpedcmaa (Hanp.
KHCYJIMH W 1ICPOPATHH
aHTH/1HabCTIH
CpEIACTBA)

-Memdpopmun

TrHazswiuTe, BKIIOYHTCHHO XHIPOXJIOPOT Ha3MjL. MOIar /1a
HOBHINIAT PUCKA OT HCXKCHIANK PCAKIAK, HPHHYUHCIH O
aMatira;uH,

BHONAIMYHOCTTA HA THAZMAIMTC JIMYPCTHIH MOXKC /1a CC
[HOBHIIK OT @aHTUXOJMHCPIMUHUTC cpccTia (Hanp.
aTpoIKH, OUNepuIe), BCPOSTIHO 1TOpaly HaMaisiBale Ha
MOTHJIMTCTA HA CTOMAINHO-YPCBHKS TPAKT K 3adaBsiie 114
BPCMCTO 3a Wa3npaspanc tia croMaxa. O0partio, oyaksa c¢
HPOKHHCTUYHHTC BCHICCTBA KATO [[M3APIKL J1d MOlaT /13
HaMa IS8T DHONAIMYHOCTTA A THAZHIUIMTC JIMYPCTHIM,

Inasuipre Morat jta napyinar rioKosIua ToJICpanc

Moxe ja ¢ HAIOXH KOpUrupane na anrujisaderuunre
JICKAPCTBCHU 1POJYKTH

Mcrdopmun Tpsadaa j1a ce npueMa ¢ HOBHNICHO
BHUMALUC 1HOPANM PUCK OT JIAKTATHA
MY ILIHpala 07 BL3MOXKNA Dy HKIHOMA) i
HEHOCTATHEHHOCT, CBLP3alia ¢ XHIY /
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AMBasikon-Ko
OTJICJIHH
KOMIIONICHTH

H3BecTHH
B3aHMOJCHCTBHH ChC
CJIC/INMTE CpeICTBa

EdekTH Ha B3aHMOJICHCTBHETO C JIPYIH JCKAPCTBCHAH
HPOAYKTH

——— Tk Bt ——

hema-onoxepu u
OUAZOKCUO

FJUIOBPCMCHIIOTO HPHIIOKCHAC 112 THA3WIHH /MY PCTHILN,
BIJIOUMTENTHO XHAPOXJIOPOTHA3K)L, W BeTa-Bilokepu
MOXE /14 [IOBUIHHU PHUCKA OT XHUIICPTIUKCMHSL,
THAZUIHWTE IMYPETHILH, BKIIKOYUTCIHO
XH)IPOXJIOPOTHAINL, MOI'AT J\d 1IOBHUIIAT
XUNCPIIMKCMHUYHUS CPCKT Ha JIHAZOKCHL.

—— - J— r— - - —— — i — — — — — -_

[ {uxnocnopun

HJIHDHPCMCHHO'I‘O HpHlAaraic ¢ IIHKIOCIHOPpHE MOYKC J1d
HOBHIIIK PHCKE OT XHNHCDYPHKCMHA H YCJIOAKGICHAH Hd
HoJarpard.

[{umomoxcuvnu
cpedcmaa

Trazn)uiure Auyperiiiy, BKIIOMATCIHO
XHPOXJIOPOTHAZK]L, MoraT jla Hamaisit OLOpeuniara
CKCKpEIMs Ha IIMTOTOKCHUIIMTC cpecTaa (Halp.
HUKJIOGOCHaAMM)L, MCTOTPCKCAT) K JIa IHOTCHUWPAT
TCXHUTE MUCIIOCYIIPCCUBHU CPCKTH.

— . - —— - —

J{ueumanucosu
CAUKOZUOU

Twraznj-tijrynupala XuloKajgimeMus Wiin
XHUITOMAIrHC3UCMUA MOT'AT J1a CC WIABAT KaTQ HEXCJlalu
peaKI(UM, YJICCHYBANKH HAYAIOTO Na JIMI'HTalIuC-
HH)YITUPAHH CLPJICUIIH apUTMHKH.
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Hoonu konmpacmitu
sejecmasa
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Honoobmennu cmonu

3 cayual na JIHypCTUK-HIIYHIIHpaHa Jiexyunparalins uMa
HOBHUIICH PUCK OT ocTpa OLOpeUHa HEJLOCTATHUHOCT,
0COOCHO 1IPH BUCOKH J103H Ha HOJNKTC NPOJIYKTH.

| langenrure TpsOBa J1a ¢C pexXuipatHpat Npe/i
HPHIAralcTo 1a HOJIHY KOITpacTiiy BCUICCTnBa.
ADCOpOUMHATA HA THAZHIIHATC JIHYPCTUILH, BKJIIOHHTCIHIO
XHJIPOXJIOPOTHA3HJL, CC HAMAIABA O XOJICCTHPAMMWE Ui
XoJiIccTHIION, ToBa Moxe J1a jlore)ie JIo cyorepalicBrHyiu
CPCKTH Ha THA3ZWIHWTE JIMypeTrtin. [ Ipuiarancro na
XHJPOXHOPOTHAZU)L ¥ HA HOHOOOMCHHHUTE CMOJH
HOQTHCIHIO, TAKA Y€ XH/IPOXJIOPOTHA3NL 1a CC HPHIALE
Hone 4 yaca npe/u Wik 4-6 4aca ¢ic)L HPHILOKCHUCTO Ha
HoHooOMeHuaTa CMOJId, DU HAMAJIKIIO
B3AHUMOQJICHCTBHCTO,

———— -mam —— . FWr RS - .- —

Hexapcmeaenu
NPOOYKMU, NOBAUABAULU
CePYMHOMO HUBO QA
KAty

XHIOKAJIIMCMHUYIIUTC COCKTH HA XW)IPOXJIOPOTHAZH)I
MOrar j1a 01aT HOBUUICHH 11PH ChBMCCTHO HPHUIOXKCHUC
C Kaiiui-1'yOCin JIMY pCTHILM, KOPTUKOCTCPOU/IM,
nakcaTviu, ajipciokopruxorpotien xopmon (ACTI),
aMmpoTepUIIULL, KAPOCHOKCOO0N, HCHUIIMIMH () K
HPOKU3BO(IIK HA CAITMIMIIOBATE KMCCIIMHA UIIN
aANTHApUTMHUIM. AKO ¢ HCOOXOJIMMO 1TPCATIMCBANCTO LA
TC3H JICKAPCTBCHHU HPOJIYKTH CJIHOBPCMCHEQ ¢
KoMOUHalusra
aMIIOIMLIM I/ BasICAPTAH/ XN POXIIOTH
HPCHOPLYBA MOHHTOPUPAIC HA 1

—_— — o —— —_— —_— —_——_——_—
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1

AmMBaaxon-Ko
OTHCIHIN

- KOMIOIEHTH

Hipec1nu
BIAaHMO/JICHCTBHH CLC
CJACHMTE Cpe/IcTBA

—_—

—_— — —r—— J—

- — "

[ T — —— fp— e —

Edexru na mdnmmwucmuem ¢ JIPYI'H .umcapcmmm
HPOJYKTH

KaJInH,

HHexapcmeeru
NPOOYKMU, NOGAUSBAUYU
CepYMIHOmMO HUBO HA
Hampuit

Jexapemsernu
npoOGYKMu, Koumo
MO2am 0a uHoyyupam
Torsades de Pointes

XHIOHATPUCMHUYHUAT cd::cm Ha IMYPCTHIHTC MOXCE c ja
CC YCHJIU 11PH CbBMCCTHO LIPHIIOXCHUE ¢ ONPC)ICIICHY
JICKAPCTBCHH HIPOJIYKTH KATO allTH/ICiIpecallTy,
AHTUIICUXOTHIIM, AHTHCITHICIITTHYUHH CPCJICTBA U P,
Heobxonmo ¢ noBHilcHO BHUHMAaHKUC lIipH CHBMCCTHO
TIPHIIOKCHKC Ha TC3H JICKAPCTBCHH 1IPOJIYKTH,
I opaau pyucKa o1 XHIIOKAIIMEMUS XW/IPOXIIOpOTHA3H/]
TpAOBA j1a cC npuiara ¢ 1oBKIICHO BHUMAHKUC C
[TPOJLYKTH, KOWTO Morar Jia unjyupar lTorsades de
Pointes, 11o-ciiciidanno amrrvapurmuitn Knac la n Kiac
[, kakT0 1 HAKOW alTHIICHXOTUIIA.

—_——— —_——_— . =

Jlexapcmeenu
npOOyKmu, npuIdcany
30 Aevenue na noodaspa
(npoberneyuo,
cyahunnupazon u
ARORYPUHON)

—_— e - =

"B1,aMOXHO C J1a CC NAJI0KH KOPUIrUpauc Ha jl03aTa na
YPHKOZYPHYHUTC JICKAPCTBCHU IIPOJIYKTH, TLA KATO
XHJIPOXJIOPOTHAZH/L MOXKC Aa 110KaYHW HBATA 1A
cepymiiaTa lIiKodHa KHuechnna, Moxe jia ¢ 11codxXoiamumo
Jla CC YBCIIMYHY jlo3aTa Ha npodeiciyiL v
CYJHPUBIIMPA3OH.

EAHOBPCMCHHOTO IIpUJtaraie Ha THA3W)IHK JUYPCTHIN,
BKJHOUMTCIIHO XHJIPOXJIOPOTHAZMN)L, MOXKC J1a LIOBHITIN
HCCTOTATA HA PEAKIIMHATEC HA CBPHXUYBCTBUTCINOCT
CHPIMO aJlIoy PUNHOIL.

—_—— — — e - - — .

F——— — A A mum o a . FeTew - -

Memunoona

Wwma orjieiiiy choblieins 3a L.Jl}"-{dH Ha XCMOJIMTHYIE
AHCMUSI, Bb3HHKHAR 1IPY CJAHOBPCMCHHO [IpHJlarane na
METHIIONE M XHJIPOXIOPOTHAZUIL. ~ 3

—_a 1 amr

F Heodenoaapusupauju

CKENCMHO-MYCKYANU
peaaxcanmu (Hanp.

TYOOKYpapHH)
JApyeu

AHIMUXUNEPMET UGN
RPOOYKIIU

—_——_———— ——————

Tuasnm IC, BKINOYHUTCIIIHO XHJ[pOXJIUpDIHd.SHJl,
HOTCHEHHDPAT JICHCTBHCTO HA ITPOH3BOJIIIHTC Ha KYPdpc.

—— _— . [P —

MaTE- TR — = —— -

THasTe II{)ICHHdeI cuunxnucplcmnnnom
JICHCTBUC HA JIPYIHTC AllTHXHUICPTCHINBHU JICKApCTHa
(nmanp. ryancrujini, Meruiiona, ocera 0:10KCpH,
3a30/IMNIaTaTOPH, DNOKEPH HA Kallliuesare Kananu, ACK
naxudburopu, ARB u Jlupeirun Peinnosu Muxuduropu

[P }). -

Hpecopru amunu (nanp.
HOpa)peHaInN,
aJ/ipcHalini )

XU IPOXNOPOTHAZH]L MOKC 18 NaMauIH DII{JBDpd KbM
IIPECOPHU aMHHKW KATO nopajipchannt. Kimnnynara
3HAYUMOCT HA TO3H CPCKT C HCOUPEC/ICHICHA M HC ©
JIOCTaTLYHA 34 HPCKpaTHBale Ha TaxHara ynorpeda.
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—— e — ——— —— o — - F O —

AmBankon-Ko H3Becrun Edekrs Ha B3anmMOICHCTBHETO C JIPYI'H JICKAPCTBEIA

OTieJ TN B32HMOJICHCTBHS ChC IIPOJIYKTH

KOMHOHEHTH CJICJIHHTE CPC/ICTBA ~ ) i ]
Bumamun D u xarmyuesu | |lpuaaranero Ha THasuing JIMypeTUlli, BKITOYHTCIHNO
CORU XHIPOXJIOPOTHA3KL, C BUTAMUH [D HIIK € KaJIIIUEBH COIIH

MOKC J1a HOTCHILMPA [TIOKAYBAHCTO 11a CCPYMHUS KallllMH,
FJIHOBPCMCHHOTO HPHIOWKCHHUC C THAZKW/IBH JIHYPCTHILH
MOIKC /14 JIOBCHC JIO XHIICPKAJIIIMCMHUS LIPU HTAIMCHTH
HPCAPA3ICIOKCHH KbM XHITCPKAJUUCMH (Hallp. 11pH
XHUICPIAPATUPCOU,/IUIBM, 3JI0KAUCCTBCHY 3a00JisiBaling
HJIM BUTAMUH [D-MC){HUpaln CHCTOSHUS) Ype3
iloBHILaBalie Ha TyOylinara kajicsa peabcopbums.

— e —-

Jleouno baoxupane na PAAC ¢ APhH, ACLE unxubumopu wiu aiuckuper

J{annu oT KIMHKWUHK NpoyYBaBus 110Ka3ear, ue Asoinoro diokupanc Ha PAAC upes
komMOutnpanara ynorpeda na ACE nuxubnropu, APb nin ajiMckupen ce Cabp3Bsa ¢ 110-BHCOKA
YCCTOTA Ha HOXEHAHU CLOWTHS, KATO HANPUMEDP XHITOTOHUS, XHIICPKAIMCMUS K HaMalisBanc Ha
OuOpceunara dyukums (BKMOUUTCIHO ocTpa 660peyuna HEJI0CTAThYHOCT), B CPABHEHHUC C
ylorpeHara camMo Ha ¢JIHO CPECTRO, JicheTranio Bupxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

4.6 @cpruanrcr, OpeMEHHOCT U KbpPMEHC

bpemenyoct
Areroduno

[>c30naCHOCTTa HA aMJIOJIMITAH 110 BpeMC Ha BpeMenHocT 1py Xopa He ¢ yeranoseHa. B3 npoyusanus
1IPH XHUBOTIIH, [IPH BUCOKHU /103K ¢ HadiiojlaBaia pernpoAyKIvBiia TOKCHUNOCT (BXK. ToYKa 5.3).

| [psioxcHUEe 110 BpeMe Ha OpeMCHROCT CC [IpeHoPLYRA CaMO KoraTo HsaMa 11o-0e3onacua
aJIrepuaTHBa v koraro foJiccTra caMma no ¢ebe ¢H HOCH NO-1'0JI8M PUCK 34 MarKkara H 111014,

Barcapman

Yuorpebara na aurvorcHsnn Il penenropiun duiokepu (AllPb) He ce nipenophusa 110 Bpeme Ha
HLPBHA  TpUMECTLp Ha OpeMmcnnocTra  (Bx. Touka 4.4). Ywuorpebara ua AllPh ¢
HPOTHBONIOKA3aHA 110 BPCMC 11 BTOPUS U TPCTUS TPHUMCCTLP oT bpeMmennoctTa (Bx. TOYKH 4.3 ¢
4.4).

[SHKJICMPOJIOTHYHATE J\@HHHY 32 PUCKA OT TCPaTOICHHOCT ¢lig/l ekeito3nuntns na ACL nuxuduropu 1o
BPCMC 11 IILPBUS TPHMCCTLP 0T OpEMCHHOCTTA HC BOJIST /IO OKOHYATCIIN 3aK1104CHHA. 13Ce 11aK, JICKO
HOBHIHCHHUC Ha PUCKA HC MOXC J1a CC U3KINOUHA. I3BIIPCKYU UC HAMA JIAHHK OT KONTPOJIUpalin
CHHJICMHOJIONHYTIK HPOYUBAHKS 3a pucka npu airvorensni 1 penerrropnyre 6iiokepu (AlIPD)
LHLOO0CH PUCK MOXKE 1a CBINCCTBYBA 38 TO3M KJIAC JICKAPCTBCHN 1IPOJIYKTH. OcBCIl ako
HpojbJkasanero na AHPDL repanusra ce cMerne 3a HU3HCHO BXKHO, HAUMCHTH © IIaHnpana
OpeMcHHOCT TPsORA J1a IMPCMHUIAT Ha aANTCpHaTUBRO AHTUXHIIEPTCH3UBHO JICHCHHE, KOCTO UMA
ycTanoseH 1pogui Ha 6e301acioct 1pu dpeMeiHocT, AKO Ce ycTalioBl OpeMCHHOCT, ACHEHHCTO C
AlIPDL TpsibBa jia c¢ npeycraHoBy He3abaBsHo H, dKO € yMCCTHO, J1a CC 3a1104HC aJITepHaTuBHa Tepalius.

Lixkcnozuumsra na AP 110 BpCMC Ha BTOPUS K TPCTHS TPUMCCTLDP Ha OpCMEHBOCTTA M ' ¢JIC O
herorokcuuHocT (Hamanciue Ha ObOpeynara yHKIIMS, ONHrOXuApaMuuoH, 3adasc '
yepella) ¥ HeoHaralia TOKCHYHOCT (ObOpeyHa HEIOCTaThYHOCT, XHIIOTOHHH, XHIIC)
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TOYKaE J3.3).

13 ciyuait, uc ce ycraHosu ckcuio3uiiusg a AlIPb or Bropusi tpuMecTsp 11a OpeMennoca, cc
lHpelophyYBa nposepka Ha 6nopeunarTa GyHKIUS ¥ YCPCIla Ha 1110/1a 4Pe3 YNTPa3Byk.,

| loBopojiciin, uniiTo makiky ca npuemanut AllPb, tpabsa snumareinio ja Onaar nadbaonanahu 3a
XUIOTOHKNS (BXK. TOYKH 4.3 n 4.4).

XUopoxiopomua3uo
Wma orpaluden onuT 0THOCHO yrioTpebaTa Ha XujpoxXJOpoTHaz|/L 110 BpeMe Ha OpeMCHIIOCT, 0CO0CHO

LIPC3 IIPBUS TPUMECTLP. 1 IpoyUuBanusTa 11py KUBOTHH Ca HCJOCTATbYHH.

X W poxJlopoTHasy)L IIpCMUNaBa 1Ipe3 njanchrara. Bu3 ocHosa Ha gapMaxkoorvuliisg MEXaHU3sLM Ha
JICHCTBUC HA XMIAPOXJIOPOTHASH]L, YHOTPCOaTa MY 1IPC3 BIOPUS U TPCTHA TPUMCCTLP MOXE Jia llapyin
derotralicirapniara nepdysus ¥ 1a J1oBeIe 1o Getannn ¥ nconaranin ¢hCKTH KaTo KhLIITCHAA,
HAPYHICHUS Ha CHCKTPOANTHMS DaJlane U TpoMOBOIIMTONICH S,

Amroounun/saicapman/xuopoxiopomudsug

Jinnicra onut ¢ ynorpebara Ha AMBankon-Ko npu dpemenii. 313 ocHoBa Ha ChIICCTRY BAHIMTC JIARNH
OT IPOYHBRAHHS C OTJIENHUTE KOMITIOHENTH, yitoTpebara Ha AMBalikon-Ko ne ce iipcnopbhuisa npes ibpBHs
TPUMECTLD OT OPEMCHHOCTTA M ¢ NPOTUBROIIOKAa3aHa 11Pe3 BTOPUS U TPCTUS TPUMCCTEP 0T OpeMeniocTa
(3. TOUKK 4.3 U 4.4).

K'bpMgHC

AMIIOJIMIIMA CC CKCKPCTHPA B KbpMara 1pya Xopda. Hacrra or jio3arta Ha Maikara, 1ojtyq4cna ot
KHPMAYCTO, ¢ M3YUCIICHA C MHTEPKBAPTHIICH jiInanasol 3 — 7%, ¢ MakcuMyMm 15%. lidekTbr na
aMJIOJIMIIHH BLPXY KbpMayerara ¢ HeU3BecTe. JIMicear Janiu oTHocno ynorpedara na sasicaprais
O BPEMC Ha KbPMEHC, XHUIUPOXIIOPOTHAZH]L CC CKCKPCTUPA B KbPMaTa B MaJIKH KOJIMUCCTBA. BB
BUCOKK JIO3N THAZHIIMTC HPC/IM3BAKBAT HHTCHIWBHA JIMYPC3a U MOraT jila HoTuetiar odpasynancro Ha
kbpMmata. AMBankon-Ko ne c¢ upetopnuna 1o BpeMe Ha kbpMeHe. Axo Amsaixon-Ko ce npuiara no
BPCMC Ha KbPMCHE, JI03HTe TpsbBa 1a Ob/lat KOIIKOTO ©C MOXKC H0-HUCKH. | IpentounTa ce
ajlrcpHaTHRING TCpalIKWs ¢ yeTanoBeH npoduil Ha 6e301aciocT HO BpeME Ha KhpMellc, ocodeno npu
KbPMCHC 112 HOBOPOJICHH H 1IPCHJICBPCMCHHO POJICHH JICHLA.

DOepruimrer

| [siMa KJIHHUYHH HpoyuBaHuAa OTHOCHO BJIKAINIUCTO HA AmpaJikon-Ko BbhPXY q)CpTHJIH'I"C'l‘H.

Baicapman

Bancapran HsiMa nexeliai COCKTH BLPXY PClpOJYKTHBHATA CIIOCOOHOCT HA MBXKKHY W KCHCKH
IUILXORBC 1IPH 1IPUCM Ha liepopaiy J1o3u Jo 200 mg/kg/nen. Tasn j1o3a ¢ 6 1rsTd Makcumalinara
LHPCHOPBYKTCIHE j103a TIPH X0pa, onpejieiicia Ha 6aza mg/m? (U34uCJICHHCTO ¢ 3a 1icpopaia J1o3a oT
320 mg/ich v 60-KuJIOrpaMoB nalucT).

Axiro0unui
| IpH 1SKOM NAIMCHTH, JICKYBAHH € OJIOKCPH t1a KAJIIMCBHTE KaHain, ¢a cLodinenn obparumu_
OHOXUMUYHK [TPOMCIHTNW B INIABMUKATE Ha cliepMatosonnre. Kilmnuyuuee Jlanny ca :-* ‘fl
O OTHOHICHHE 1A HTOTCHIMAIIWA CPCKT Ha aMITOIHIIKE BLPXY depruamrera. | pu

/l i.i ‘i iy’ﬂl't - ﬂe

LPH TLBXOBE €A YCTAHOBCHHY HEKeahiK ehekin BLpXY GCpTHIRTCTa IIPH MBXKKUTA
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4.7 Edexru BLpXy ciiocodnoctrra 33 mnogupanc 1 pabora ¢ Mammiunu

| lanmeirryre, kouro 1ipuemar Amsalikon-Ko v niodmpar uiiy padorsr ¢ maiuniin rpsidbsa jia umar
[IPC/IBUJL, MC IOHSKOI'A € BL3MOXKHO /1d CC 110%BA1T YMOpa U 3aMmaHiBanc.

AMIIOJIHIIMN MOXE /1a HOBJIMAC B Malika JI0 yMmepelia crenen cnocobHocrra 3a 1ogupanc M
pabora ¢ ManmHW. AKO nainMcHrdre, npueMman  Amsaiakon-Ko, nojydar 3aMaHsalic,
1aBofoJIde, yMOpa WIIH F'ajicHE, C110CO0HOCTTa UM J1a pearnpat MOXKC Jla Objlc HapyicHa.

4.8 Hexeirany JICKAPCTBCHH PCAKIMH

| Ipodmimt na 6cszonacuoct na Ameankou-Ko, npejicrasct 11o-j10Jy ¢¢ oclioBasa Ha KIIMHAHYHK
[IpOYyYBaHMS, 1IpOBC/icHH ¢ AMBANIKON-KO ¥ 1103HaTHTC LIPOPHIIH Ha OC301acOCT 1A OTJICITHHTC
KOMIIOHCHTH aMJIOJIMIIWH, BallcapTal i XWJIPOXJIOPOTHAZH L.

(bobuicnue na ipoguia Ha desonaclocr

besonacHocTTa Ha aMito)iMiMa/Bancaptan/XujipoxaopoTiain)l ¢ olicHeHa NpY HeropaTa MakCumaiia
nosza 10 mg/320 me/25 mg B X014 Ha C/UI0 KOHTPOJIUPANHO KPaTKOCpouno (8 CCAMHIN) KIIHHUYHO
tpoyunrane ¢ 2 271 nanucury, 582 0T KOWTO (IpUCMaT Bajcapral B KOMOKRHAINNUS ¢ aMJIO)HIIHI H
XUpoxJiopoTnasunjt. Hexenanure peakiityy Karo 1sUi0 ¢a 01K JICKH ¥ NPCXO/UHU 11O XaPaKTCP K €aMO B
PCJKH CJIydad ca Hajaraly npeycranoBssaie Ha jedciyero. 1o BpeMe Ha ToBd aKkTHBHO KOHTPOJIMpaHo
KIIMIHYHO W3IIUTBAHC HAH-4CCTHTC IPUUHIK 32 (1PCYCTAHOBABAIC Ha JICUCHUCTO C

aMJIojIMiKN/ Bayicapran/xupoxnopordasu] ca omnu 3amasioct u xuuoronus (0,7%).

| lo BpeMc f1a 8-cc)(MMUEIOTO KOHTPOINPANO KIIMIHYHO Npoy4yBale He ca #abinojiaBati 3nauuMu 1OBH
HJIM HCOYAKBANY HEWKCIAHH JICKAPCTBCHH PCAKIIMY B CPABIICHUC C U3BCCTIHTC IPA MOHOTCpAlIWS WK
KOMOMHUpaHa Tepallds ¢ OTICJIHRTE KOMIIOHCHITH,

[ lo BpeMe Ha 8-CC/AMHYHOTO KOHTPOJIUPaAHO KIMHUYHO Npoy4rane Habio/iasaiure npu komMouuanusra
amJIo] ML/ BasicapTan/XujIpoXJIOpoOTHA3HL TIPOMCHW B JIaDOpaTOPHUTE MoKaszareiu ca OUIn MyulinMaliy
H B ChOTBCTCTBHC ¢ HAapMAKOJIOTUUHUS MCXAaHU3BLM 11a JICHCTBUC Ha OT/ICAHATC KOMIoHeNTH. |annanero

Hd BaJlCaptial B 'I"pﬂﬁl!ﬂ'l‘ﬂ KOMOMWHaIKs oTchiadra XMNOKAIUCMHYHHA C(bCI{'I' Hd XUJIPOXJIOPOTHA3N/L.

FadnuucH CHMCHK 114 HEXCIIAUHWTC PCAKIHHH .

Cheasainre Hexelau peakilii, H30poCH CIOPCH CHCTEMO-0pratii Kihacore 110 MedDRA w
qeeToTa, ¢e ornacsT 3a amnonuiun/sancapran/11CT v nooreno 3a amnojmnny, sacapran n HCT.
Miioro uecrn: >1/10; yectu: >1/100 j1o <1/10; neuecru: >1/1 000 o <1/100; pepxu: = 1/10 000 1o
<1/1 000; muoro peaku: <1/10 000, ¢ HexnzsecTHa YeCTOTa (OT HANMUHKUTE J{@ahlin HE MOXKC Jia OBl

HalpascHa oncHKa).
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McdDRA Hexciiany peakuun Yecrora L
CHCTCMO- AMJIOHITHH/ Amuopunnn | Bagcapran HCT
OPIaHHH KJIACOBC BaJicapran
/HCT
lconnasmu - Hemehanomen pak na -- -~ -- C
JoOpoKadcceTBEH, | KoXara HEH3BeCTHA
3JloKkavecTeH U | (DazanHoKJICTLYCH 4CCTOTd
HCOLPC)ICICHH KapiiMHOM W
( BKJI. KHCTH M CKBAMO3HOKJICTLYCH
LHOJINITN) KapllMHOM) |
| Hapylitrcnus na | ArpanyJioinurosa, -~ -- | -- | Muoio
KPbBTa U KOCTIIO-MO3bYHAa NCHKH
num@gnara HeJlocTarhuIiocT L |
CHCTCMA | lomuxken -- -- C --
XCMOTJIOOHH H HCH3BCCTHA
XEMaTOKpUT 4CCTOTa
XCMOJHTUYHE GHCM U -- -- -- I ITISIES:
B _ o T I L 21 LY
JIesKornenus -~ Mioro - Mioro
_ I e _ PC/IKH — poiikn
Heyrponenus -~ -- C -~
HCH3BCCTHA
_ ) B _yecrora | )
TpombollKMTOlICHNA, -- Mioro | C ’CilKH
1IOHAKOIA ¢ PCIIKH | HCH3BCCTHA |
1yplypa . ouecrora |
AlJ1acTHYiE AlICM U -- -- -~ | C
HCH3BCCTHA
_ __Aedtora
Hapymcnus na CBpLXUYBCTBHTCANOCT -- Muoro C T MHoro
HMYIIATE PCJIKY HCH3BCCTNA | NCILKH
|_CHCTEMA _ B weerota_
Hapyiicuus na AHONCKCHUS Heuccrm — -~ -- |
MCTadOoJI3Ma U XHUCpKAIUECMUS __HeucctH -- - | Peuxn
APAHEHCTO XuueprimkeMus -- Muoro -- Pejku
B B o oopewen ] i
_Auucpmanpemus | Heweerw (- ] -1 o
Auucpypukemus | Heweetwn . - ] -] Heeww
XHUIIOXIIOPCMUHIA -~ -- -- Muoro
aJ1KaJ103a PC/IKH
| XUIOKANHCMUS Yccrn - -- | Muoro l;
—_—— . e g — J- U —_— - HECTH
- XHIOMAIHC3IHCMILS -~ B - - 1 Meern
XunoHarpuemMus Heucern - |
3s1011aBanc na -- -~
jauadera

= == T grrrT— W= T e—r e -
[
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MedDRA Hexenann peagnue | Hecerora
CUCTEeMO- amiotnunn/ Amaonuun | Bascapran HCT
OPI'AHHH KJIACOBC Ba/1ICapTa
/HCT
[lcnxuunm Henpecus - tleucern -~ Pesiku
HapyuleHus -
HUicoMunsi/napyicHus Heueeru Heueetn -- Peiiku
Ha CbHY | L
[ IpoMcHy B -- Heaecorn -~ --
HACTPOCHHUETO } -
O6bLpkanoct -- Peiky -- --
Hapyuenus na Koopaniaimonnim HeuecTy -- -- -~
HCepBHATA napy uicHus _ B o
CHCTCMa 3aMasHoCT Yeeru Ueeru -~ P¢iiku
[ locTypanna Heueern - -- | --
3amasitiocT, 3amMasiocT | o
Jlucreysus leuccrTu FHeuecrTw -- --
L kcTpanupaMmuina -- C -- --
CUMIITOMATHKA HCH3BCCTHA
| nasobonue YeceTu Yeeru -- ; PCjIKH
XHUICPTOHUSA - Mitoro pejiku - -
JleTaprus Heuecrn -- -- --
|
[ lapccresnu [lewecT Hleucern ! -- Pejku
| lepugepna HeuecTw Mioro pejiky | -- —-
HCRPONATHS,
COMHOJICHTHOCT Hcuecern Yeerw - | --
CyHKOII [HeuccTu [ lcucerH -- “-
' i
- — _ S U
I'pemop - Heuecern - -
XHIOCCTCIUHA -- [euecrn - --
Hapyuicinsg na Octpa 3aKpUTOBLIbIHA -- -- -- C
QUUTC rjiaykoma HCH3IBCCTHA
3pUTCHHHU HAPYIICHNA -- Heuecery -- --
3pHICHHO yBpCHlane Heueery Heuecru
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~Yecerora

[ lonuken ateTur
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MedDRA Hexeoanu peakuiuy | L - Heg o
CHCTCMO- amto MU | AMJIOARIIMN BaJucapran HCT
Opl'alHHU KJIACOBC BAJICAPTAH
/HCT
Hapyicnng na [1lym B yum'rc' o -- Fleuecty -- -
yxoroM | - ) )
wowpwra [ Coeromprox | Heaec | - ovcern | -
C'.i;p,}lk;:;{ll H | lasu l:I:Fﬂﬁli H -- Yeeru -- --
Hapy lIICHHA i -
Taxuxap)ins Heuccru -- -- --
ApATMHUH -- Muoro pc,vmn_: -- Pejikn
( BKJHOYHUTEIIHO ) S
Muokap,ien uidapkr - MHOI'O PC/IKH | -- -
' Craonm - ToucprensiBanc -- Ueeru - -
HapPYIICHHS - L
XHIIOTOHUS Yeeru [euccrn | -- -~
()-[C-L‘rTOC'I‘El'l‘H'-lHa Heucctn . “- | Heeru
XHITOTOHUH
- Dueon, - Heweerw | - | — .
rpomboPIICOUT |
Backyaut 1 - | Muoro pc;um_ ) c
_ | ncu3sccrHA )
_I_’uc_nupamplm. Kainjiuia Hedeeru Muoro penku 1 lleuecTw --
IPBAHY Y ] ) 1 N
MCIMacTHAIIH I Jucnines Heueeru eueetn - | --
HapylICHWS
Pecnuparopen - - 1 - MII&I"{}H};EJLKH
JNCTpCC, Oe)10/podet ) I
Pubut -- [euecty -- --
| e e ——— e - o - - s - — | —
13B3112JICHO I'BPIO FeuecrTu -~ - --
‘Cromalno- Cromamen R HeuccTu Yectn Hevectn Peiixu
YPCBHH JMckoMbopT, DoJika 1B o
HapyllcHuns Jlomwx | Heuecry I | F -
.J |
Tipowenn nwposnara |~ | dleweer | < | <
HCPUCTARITHKA |
3anck -- - |~ 1 Poks
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MecdDRA Hemxesanm peaknun | e Uecrora ) o
CHCTCMO- AMJIOIHITHH/ Amutopnunu | BaJucapran HCT
Opranny KJacoBe BAJICAPTAL
/HCT
}{napus Heuectw HeweeTw -- Peiiku
Cyxora B ycrara ledecru Heuecry -- --
Jlucnencus Heerd Heyecru —- --
Facrpur - MO0 peJIkH -- --
XHHepIazus Ha -- MHOI'0 pc/iKH - --
BCHIMTC S
[‘anence Heuccrn Heern - Yeern
[ l[aukpeaTur -~ MHoro pejiku - MHOI'0 pCjIKH
[ loBpBbILIAaNC | leuccTy Heueern -- Yec
Xcnarobunmaptun | OTKJIOHCHUS B -~ Miioro C =
HAPYIUCHHS YCpHOIpoOHUTE pCAxKu** Hcussectna |
Xcuarur -- Moo peiiky -- -
HMurpaxcuatanua - Moo pejiku -- I>C/ikH
X0JICCTa3a, X hJITCHULA
Hapyictus ua AHTHOC/ICM -- MHOI'0 pejIKH C -
KOXaTa u HCH3BCCTHA
HOJKOXKNATA byJlo3cH AcpMaTuHT -- -- C --
LKAl HCH3BCCTHA |
Pcaxiimm, -- - —- MHOI'O PC/IKU
HaNoI00ABaAlIN KOXKCH | |
[iprTemMa mylitudopme - Miioro pejiku - C
HCH3BCCTA
lLK3aHTCM - [HeuecTu -~ --
XUIICPXU/1po3a Heuecry Heuecerw -- --
Pcaxkiiud 11a -- Muoro pciku -~ Pecjiku
CBPBLXUYYBCTBHTCHHOCT
_ L I — L
[Ipypuryc HedecTu PleuecTy C -
HCH3BCCTHA
[ lyprypa -- Fleuecrn - Peiku
O0pus - [1cuccrn Heer




MedDRA Hexestaun peakount | B ~ Yecrora o N
CHCTEMO- AMIOIHNHH/ AMIONAITHN 1[ BaJsicapran HCT
OPTAHHH KJIACOBC BaJICApIAH
/HCT
—— — ——d : —_— _——— e e a—— . ' e r e
O0c3uBersBatic 1a -- Heuccrn | -~ -
KOXaTa
YpTuKkapus B ipyru - MI1010 peliku -~ Yeern
BUIOBC 0OpHB
HekpoTtHsupatil - C | -- MHOIo peilku
BACKYJIUT U TOKCH4YHA HCHU3BECTHA
Ekcdosimarunen -- Muoro pe)iku -- --
JCPMaTHUT
Cunjipom na Stevens- -- Muoro pejiku -- --
Johnson
iem na Quincke - MHOIO pCjIkH -- --
Hapywenus na Aprpanrus -- Icucctu - --
MYCKYJIHO-
yCKy S AN AU R SU
CKCJICTHATA bojiku 8 11,p0a [teucern licween -- | -
CHCTCMA Y i |
CLCRRRTCIARATE 1 Orok na crasure | leuceru - 5' " | ”
TbLKaH | !
MycCKyJIHH CliazmMu IleuwecTn Hleuecru -- C
HICU3BCCTHA
MyckyJia ciaboct FHeuecrTu -- -~ -
Muairusi Heuecrtu tleuccrTu C --
. HCHU3BCCTHA
bHOJKHA B KPpAHHUIIKMTC Heuectu -- - --
(OroK Ha rie3cuure -- Yeetu -- --
[Hapyuienus Ha [losuiicn Kpearnini B HeuecrTy = C --
OLOpenuIe U KpbLBTa HCH3BCCTHA
HHKOYLIKMTC MUKITMOHIH Fleweeru
L bryua HapyHIiCHHS
- ——— e .- = i ——— —— _—— —_— e e m s m——— - ror .
HnkTypus -- Heucery -~ --
[Tonakuypus Yecru Hedecrn
b1.6peuna iuchyHkins - - -- C
HCH3BCCTHA
Oc¢rpa 61L,Opeuna Heuecru -~ -~ C
HC/LOCTATHLYHOCT HCH3BCCTHA
b1.Opcuna -- -~ Pe)ixu
HCHOCTATLYHOCT U
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MedDRA Hexeynanw peakqun | Yecrora e
CHCTCMO- AMJIOHIIHN/ Amaonunun | BaJsicapran HCT
OPraniiy KjiacoBe BaJjicapran
HCT
Hapyuienns na UmMioreuTHocT Heuecry [ lcuccru -- YeerH
BBb3IIPOU3BO- o ) o _ -
JHTCJIHATA | “HCcKOMAaCTHS | lcuectm -- --
CUcreMa u
"bPNATA
Hapyiciys na Abasus, napyincnus s Heucecru -- -- --
MYCKYJIHO- 11OX0JiKara
CKCJCTHATA
snE e A _ I [lcucctH L C
' YyecTH T --
CLCJ{HHUTC/IHATA CTCHHA LHee .
| HCH3BCCTHA
FhKall L oyeerora
JnckoMmdopr, HeuecTn Heueetn -- o
lHepas3loNoXKeHUC
YMopa Uectn Yeern - Heuecru --
bonka B Irepaure, | leuccry [ lcuecTH -- -
KOSTO [IC ¢ CHLP3ana
CHC ChPICTO
Ook Yeeru Yeerw -- -
boJika -- tHeuecT -- --
[ iupekcus - -- -- C
HCH3BCCTIA
YeeToTa
WzcncnBanus [ lopHimasanc na -- MHoro uccrm
JIMLHANTC
|
| losunasanc na Heueern -- . -- --
ypesra 8 KpLira
| losuiiianance 1a IHeuecrn -- - |
HUKQUNATA KHCCHIMHA B ’
KpLBTa

1
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McdDRA
CHCTCMO-
OPraiidH KJAaCoOBRe

O . B

Hexentann peaknmu

Yecrora

—_— T W Ll —_——— -———

-—

**Hal-uecTo ¢cabp3aio ¢ Xolecrasa

Qiucanne 1ja u30paiy HEXCHAN PCAKIIMY

*Buxre rouka 4.4 |, DoToUyBCTBUIC/IHOCT.

AMJOIHINIL/ Amaoymiun | Bancapran HCT
gajicaprat
JTHCT
[ ‘moKo3ypus Pejiku
|E
| [otiuxKeH KaJink B leuectu _— — —
KpLBTA
| lopuilcH Kajiuil B - - C "
KpbBTA HCHU3RCCTHA
YecToTa
Hajyiaane na rerio I lcyecTu i lcuecTw -- .-
|
| lonyxkansane Ha 1e1io - lcueeTH -- -

FHemenianoMen pak Ha Koxara: 363 ociHoBa ua 11ajIH4iuTe JJaiHu OT CHHJICMHAQJIONNYHH IPOYYBANNA C
Ha0J110)(aBata 3aBUCHMA OT KYMYJIATHRIATA J{03a BPb3Ka MCAULY XHjpoxiiopoTrasu/l v HMPK (Bx.
CLIO TOUKH 4.4 ¥ 5.1).

Cno0naBale Ha 110/1031Mpalld HexC/aln peaKiiny

CLo0HaBaHCeTO Ha 1HOJOIUPAITN HOXCHIAIM PCAKIMY CIIC)L paspeiiaBatc 3a yuorpeda na ickapcrseHuns
HPOJYKT € BaXHo. T'oBa 1103B0JISBA J(@ 11POLIKH HA0MMOJICHKHCTO HA CHOTHONICHHCTO NOI3a/PHCK 34
JICKAPCTRCHUS NPOJIYKT. O MEJIMUMIICKMTC CHCIMAIHCTH CC U3UCKBA J1a ¢1,00111aBaT BCdKa [10)l1038pana
HCXKEIIAHA PCAKIIMS YPCE3 HAlMOHAMA CUCTEMA 324 chobulaBane B Manninivrelina arciiiys 1o

nekapernaia yii. ,,Jlamsn I'pyes” Ne 8, 1303 Codms, ren.: +359 2 8903417, yeOcair: www.bda.bg

4.9

-

i

UMILTOMH

llpenosupane

[IsiMa onuT Che Cllyyan Ha npe/lo3upale ¢ aMmiounun/BancapTan/Xxn)ipoxjaopotuasui. [ iasnusT
CHUMIITOM Ha TIPS, l03upale ¢ Bajicaprail BCPOSATHO ¢ U3pa3cHa XMIoTonus 1 3amasiioct. lIpeaosupaiicro
C AMJIOJIRIIMH MOKE Jia JIOBC/IC /10 CKerpemua lieprdepia Bazoauaralins v BeposTno peduickena

raxukap)ivsg. Mma cnLobuiciusd 3a Ciyyuan Ha Mapascia 1 HoTenIraliio poJoHrapana CUcy
XHIOTOHHS, BKJIOYHTCIHO OK ¢ (PaTaICH H3X0/L IPH NPCJIO3UPAHE C aMJIOINTINILL
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JleucHue

Anpodunwi/eancapmant/Xuopoxiopomud 3uo

KOMugHo 3nayumara XHloToHUs 110pa/iM npehozvpaie Ha AMpBaikon-Ko U3nckna aKkrusia chplieHio-
Ch/LOBA PCAHKMAILHSA, BKILIOUBAIIA Y4CCTO MOHKWTOPHPANC Ba Chp/icHNaTa v jiuxareina gy nxims,
HOBJIMIAIIC HA KPaRlMIIMTC ¥ BHAMAIIMC 110 OTHOINICHHUE Ha IIMPKYdTopPiing 00CM W jinypesara.

| IpUJIOKCHNCTO HA BA30OKONCTPUKTOP MOXKCE /(@ ¢ O 110J13a 33 Bh3CTaHOBABAIC Ha CH/IOBH TOHYC H
apTCpHAINOTO HaNsIane, B cliydall 4e nimMa UPOTHBOIIOKA3AIIHS 33 1IPHAOKCHUCTO MY. MITPaBCHO3IOTO
DHIJIOWKCHUEC HA KAJIMCE [VIFOKONAT MOXKCE J1d ¢ OT 110J13a 3a 11peojtosisBance Ha cekra o1 diioKajiara na
KAJIIUCBUTC KaHalH.

Ariodunu

AKO HPOJIYKTBT € 1HObJIHAT HACKOPO MOIaT jla ¢ 00ChKNAT CTUMYJINPAHC 1A HOBPBIIAHCTO HIIH
cromanitia IpoMUBKA. | [pUIoXKEHHETO Hd aKTHRCH BLIVICH LIPU 3PaBK JLOOPOBOJIIH HCHOCPC/ICTBCHO HIIK
JI0 JIBA Haca Ciic/t HOIILINANCTO HA aMJIOJIMITII 31a4MMO lHamMansBa abcopldiiusra 1a 1poJLyKTa.
AMIIOJNHIIHNI IHEe MOXKE J1d O1J1C OTCTPAHCH YPE3 XCMOIMaJl3a.

Baacapmai
Bancapran ne Moxc j1a 65,/1¢ 0TCTpalcH Upe3 XeMo/1Malinza.,

Xudpoxiopomuasud

l Ipu,:m:mpanu'rﬂ C XWIPOXNOPOTHAS3H]L C CBLP3dHO ChC HHI‘}’GH Ha CHCKTPOIIHTH (XHIIOHHJIHCMHH,
XHITOXJIOPCMKS) ¥ XUITOBONCMUS 13 PC3YJITaT 114 CKCllccuiiara nypesa. Haki-uccrure npusnaiy m
CHUHMITTOMH HAE IIpCJl(‘i'}HpHIIE Ca I'a/ICHC H CLIHJITHBOCT. XHITOKAJHUCMHUITA MOIKC Ha 1IPCHNBBHKA MYCKYJIIH
Cld3MH H/VIIH M3p4a3CHA ChpJICHU4d apUTMHS, CBLP3diad C CJIHOBpCMCHHATA yllﬂ'l‘pﬂﬁﬂ Ha JIHTHTAIIHCORBH
PIHKO3IANH HITH ONPCHCIICHHA dHTHADHWTMHHIK HTCKAPCTBCHH HPONYKITH.

He e YCTaHOBCHA CTCIICHTA Hd OHHCTBAIIC lid XHAPOXNOpOTHa3n)l IIpH XCMONHHAJIH3a.

5. ®OAPMAKOJOIAYHU CBOUCTBA

5.1 d®apMako/(MHAMHYNHA CBOUCTBA

QapmakorepaliesTdyuna rpyla; cpeicTia, JICHCTRAIIN BhPXY PCHHH-AHIMOTCH3WHORBATA CHCTCMA,
arirvorensuu I pericroptiy 6s1o0kepn, Jipyra komOounanmu, ATC ko) CO9DX0]

vViexalnuinhM Ha JICHCTBUE

AMmpankon-Ko ¢ komOuHanus o Ipy alTHXHICPTCI3HBIK ChCTABKH € JIOIBIIBALL CC MCXAIIH3HM Ha
KOWTPOIL A apTePpUadHOTO HANAIANE HPH NAIACHTH ¢ CCCHItHAIIA XHITCPTOHUA: aMIIOHINILI
HPUHAJICKH KBM KJiaca Ha KAJACBUTC aHTarolMCT, BAJICAPTall KLM KJlaca ta alnuorensui 1]
PCICITOPHUTS DIIOKCPH, @ XHIPOXJIOPOTHA3H)L KbM Kllaca Ha THasumure jinyperuiin. Kombunannsra
114 TC31 CLCTABKH MMA &/ IATHBCIH aHTUXHUHCPTCHIMBCH CCKT.

AMJI0ULIMH/ BaJICApTal/ X WjIpOXIODOTHASHIL

Kmanuuna ehuxacriocm u Gesonacnocm

AMIIOMIIMH/BANICApTal/ XN poOXNAOpOTHABHIL ¢ HU3IWTBRAH B JIBOHHO-CISIIO, AKTHBHO KOHTPO A
HPOYYBANLC HPH NALMCHTH ¢ xuIeproHns. Q0o 2 271 nallnenTH ¢ yMCpeHa J10 TCKKa .--'
(CPC/IHOTO M3X0JHO CHCTONHO/MACTONNO apTepraliiio nansrane ¢ 6uio 170/107 mm 75 g

. -
L
]
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AMJIOJIMTIWE/ Bt capTat/Xuipoxaoporuasiil 10 mg/320 mg/25 mg, Balicaprat/XujIpoXIopoTnasn)L
320 mg/25 mg, amnoaununi/sancapran 10 mg/320 mg nim XHJPOXIIOpOTHAZMVaMilo) 1 ivn 25 mg/10
mg. 3 nauanoro tia 1poyyBaHCTO Ha NAIMCHTHTC €A HA3HAUCHH [10-HIHCKK JLO3H OF HPC/UIHCAHUTC UM
TCpalieBTHUHKE KOMOWHALMH U BHOCICACTBIC, 11 277 celiMyLa Ca THTPHPalK JI0 NBIIHKTC M
TepalieBTHYHY JIO3H.

|1a 8@ cepmuila Cpe/IHOTO IIOHMKABAHC HA CUCTONHOTO/IMACTOIIHOTO apTepraliio HaJISIrane 39,7/24,7
mmilg ¢ amitonunun/Bancapran/xuipoxnoporuasuil, 32,0/19,7 mmlig ¢ sancapran/XuipoxsioporuasijL
33,5/21,5 mmllg ¢ amnoauimi/sancapran u 31,5/19,5 mmlig ¢ aMso/iMiTns/XHAPOXIIOPOTHAZHA.
I'poiiHata KOMOKNAIIHS 1IIPEBL3X0XK/Ia CTATUCTHHCCKH 3HAYMMO BCSKA ¢/1HA O TPUTC JIBOHIN

KOMOU AN B HOHWKABAHCTO HA JIHACTOOTO W CUCTONHOTO aprepualiiio nansranc, Honnwxkaeatcro
Ha CHCTOJIHOTOMACTONHNOTO APTCPHAIIIO HAIAIAHE C aMIIOjIMITNE/ BANICAPTAN/ XH/IPOXIIOPOTHAZKW]L € C
7,6/5,0 mml lg 10-roJsM0, OTKOIKOTO ¢ Bajicapran/Xuipoxioporiasu, ¢ 6,2/3,3 mmtilg no-roismo.
OTKOJKOTO ¢ aMmiojinii/pancaprat v ¢ 8,2/5,3 mmllg 1o-1oisMo, 0TKOJIKOTO €
AMIIOIMITHR/XIIpoxJiopoThasul. OIITHMaHUST Al THXHIICPTCH3YBEH CheKT ¢¢ ocTrra cieyl 2
CCIMHUCH 1IPUCM HA MaKCHMAJIHATA J103a aMIlojIMITvLLY/ Bancapral/Xuapoxioporiaznit. CraricriyceKy
1HO-I'OMSM 1IPOICHT NAIMENTH 1IOCTHIAT KOITPOJ BLPXY aprepraiioTo cu nansiranc (<140/90 mmtlg) ¢
amJI0j1MITHE/ BAJICApTAH/ XHJIPOXJIOPOTHAZH/L B CPABHCHHC € BCSKA CJIHA OT TPUTC JIBOIHIN KOMOUHAIMHK

(45-54%) (p<0,0001).

13 noyurpylia or 283 nauenTy, alanus pokycupal BLpXy aMOyJiaropHoTo MOHWTOPHPAHC Na
APTCPHANIOTO HAJISIAIIC, 1TOKA3BA KIMHHYIIO U CTATHCTUHCCKH 110-1'0JSMO HIOBIDKCHHC 114 24-4acoBOTO
CHCTOMIO W JIMACTONHO apTCPHaIN0 HaMsIrale, HPU JICUCHHC ¢ TPoHIATa KOMOWHAIMS CHIPAMO
BajIcapTal/XuAPoXJ0poTHASKL, BAICAPTAN/AMIIO/IMIIMH Y XW{POXJIOPOTHAZHU/AMIIOJIKITHH.

AMII0IHIUII

Mexanusv s na oeiicmeue
AMIIOJIMTIMH, KOWTO BAM3a B ¢hCraa na Ampalkon-Ko nnxudupa rpancmeMOopainoro nasjim3ane na

KaJLLHCBM HOHIL B ChPJICHHHTC H CLAOBHTC Ia)IKM MYCKYJIH. AHTHXHIICPTCH3UBHOTO JICHCTRUC Na
AMJIOJHITMH CC JULIKH 1A JIMPCKTIUS PCHEKCHPaIL CRCKT BRLPXY CHAOBHTC 1'718)IKK MYCKYJIH, KOCTO BOJIH
JIO HAMAJISBANC 114 ChIOBOTO CLUPOTURICHUC W OTTaM Ha apTCpHAIHOTO Hajidralic,

Papmarodunamuiinu_eexmu

liI{CIICpHMﬂH'I'HJIHH HaHHy 1HokKasnpar, ue amMJI0/IHIHHH CC CRLP3BA H C HHXHWIDOHHUDKH/HHOBHTC W ¢
HCTHXHWJIPOLHPHAMHOBHTE MccTa 3a cybp3sanc. | lpolecHTe 1a CLKpaicue na Chp/iIcHH s MYCKYJl | 114
CH/1IOBHTC 1JIda)LKH M}’CK}’JIH ca 3aBMCHUMY OT I[pHJlHH}KHﬂHC'I'(} HA UH3BLUHKICTLYHATC KAJITIMCHBI HOHU I3
KICTKUTC Hd MYCKYJIHTC npe3 CIIC!I.H(I]HHHH HOIHK KalHajuera.

| [pHJIU}I{L‘HHE’I‘U la repancyruytia J103d AMJIONHLIHE TIPH HallUCHTH € XHHCPDTOHKA CC HOC/IC]IBA OT
Ba3ouJaraliys, KOH1T0 BOJH J10 HaMalsahallC Ha aprepralilolo HUIMIaHe B JICTHAJIO U B U31IPABCHO
nohoxeiive. | lpn xponuyua ynorpeda rosa II0HWXKABAHE HA apTEePHANIHOTO HANAIAHC NE CC ChIThTCTBA
oT 3HavYrUMH 1IPOMCHH B cnpﬂcqua'ra yecTora UM HJasMeHiuTe HUBA HE KATCXOJIAMHUHIETTC.

| LiasmMcHMTe KOHNCHTPAIMK KopeavpaT ¢ ceKra, KAKTo 1IPH MJIa)IH, TAKA W LIPH HALKUCUTH B CTAPHCCKA
BL3PACT.

| Ipy XHUCPTOHUIM ¢ HOpMaHA O0LOpeUna Hy KIS, TCPANCBTHYHWTC JI03U aMJIOIMIIMH BOJIAT J1O
naMajigraic na OsdpeUNOTO CHIOBO CLIPOTHRIICIIMEG W YBLIIHYABANC Ha [SIoMepyutata Guirrpatins, 1
chekTHBHUS OLOPCUCH KPLBOTOK. 0C3 J1a HPOMCHST (MIrTpallHoitiaTa QPaKItis sl NPOTCHITY PHATA.




GYHKIMS B 1IOKOH M 1IpK HaroBapsane (MM XO)ICNe) P HAIMCHTH ¢ HOpMaiHa PYHKIHS Ha KAMCPUTC,
JICKYBaHH € AMJIOJ(MITHTL, KATO [ISJ10 HIOKA3BaT JICKO 110KAUBANC Ha CLPJCHHKS MHJICKT OC3 3HAYNMO
nosjissanc Ha dP/dt, vilk Ha JICBOKaMCPIOTO U JIHACTONNOTO Hadsrane win obeM. I3 nipoyysalius 3a
XCMOJIMHAMUKA, aMJIOJIMIIMH HIC CC CRBP3BA ¢ HCIATHBCH HHOTPOIICH CQCKT, KOraTo CC lipyjiara B
I'PAHHUIIKTE HA TCPANCBTHYHHNTE JIO3H 1IPH 3)\paBy 3XMBOTHH W X0Pa, JIOPH KOIaTo 11py Xopa ce lpuJjiara
¢/lHoBpemeHHo ¢ bera-0JoKepH.

| Ipy 37paBy XOpa ¥ XKUBOTHH aMJIO/IKITMH 1IC NPOMCHS CHHOATPHAJINATA 110)1aJIHA (Y HKILUS 1
ATPHOBCHTPUKYJIAPHOTO NMPOBEX/IaHE. 13 KIMBUUYIK HPOYYBaHUs, B KOUTO aMJIO/IMIKII C 1IprJjlaran B
KoMBHHaIHA ¢ 6eTa-6J10KePH HA NAIUEHTH ¢ XHIICPTOHHUS HHK CTEHOKap/Us, He ca Hadinojlasany
HeKEHanu ¢heKTH CHPAMO HApaMeTPUTE Ha CIICKTPOKap/lHoI'pamMard,

AMJIO/IMITHN € NPOYYRBAH NPH NAIUCHTH C XpOHHUHE craDujiia cretokap/ibs, Bazociiactuyina
CICHOKAP/IKS ¥ aliTHOrpadCKy JIOKYMEHTHPAHO 3a00IsiBaHe Ha KOPOHAPHHUTEC ChJIOBC.

- LEmE e C rE —wm

Vnompeba npu nayuenmu ¢ xunepmonis

PatyloMU3Rpano JBOHROCIISIO poydBance 3a 3abosicsacmoct u embprioct ALLHAT
(AHTUXHIICHTCHZHBHO WU JIMITHJIOHIOHUKABAILO JICYCIIHE 3a LIPOPHIIAKTHKA HA CLPJICHCH [IPUCTHII)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) ¢ nponeicno ¢ 11¢i
CPABHSXBAHC HA HOBUTE TCpallMH: amiaoiunnn 2,5-10 mg/ien (Kajnues anraronucT) Witk JIM3HHOINIPH)]
10-40 mg/nen (ACE uHXuOUTOP) € THAZKW/NINS JIMYPCTHK XJopraimiion 12,5-25 mg/nen xaro neucHuc
O IThPBA JIMHKS 1IPH AIMCHTH € JICKA JIO yMCpeHa XHIICPTOH YA,

O6mo 33 357 nalMcHTH ¢ XHNCPTOHHS HA BL3PacT 55 roJiMHK ¢ NOBCHC ca QUK PalJIOMHA3HPANH 1
HpOCIICACHH 3a cpe/iHo 4,9 rojutid. FalMeHTiTe ca UMalii 110HC C/AMH JIOIThIHHTCICH PUCKOB (PAKTOP 34
kopoHapiia GoNCCT 1A CLPILETO, BKIOUWTCIIHO ITPCJUIICCTRAII MUOKAP/ICH HIIDAPKT HIIW HHCYHIT

(>6 Mecella HPeIM BKIBOYBAHE B ITPOYUBAHCTO) HIIK JIOKA3a110 J(PYI0 aTCPOCKICPOTUHHO ChP/ICHHO-
Ch0B0 3aboussanc (nan 51,5%), 3axapcn anader tan 2 (36,1%), JIMNONPOTCHIK € BUCOKA IUILTHOCT -
xoltecrepos <35 me/dl vum <0,906 mmol/l (11,6%), neBokaMepHa XxHneprpodus, AMariiocTuiMpana
ypes eNeKTpokapiorpaMa Wi ecxokapsorpadeku (20,9%), nacrosmu nymauu (21,9%).

| l,psyuuHaTa kpaitna rouka ¢ 6uaa cuerasen HoKasaren o1 arajci KOpoHapeH HHIJICHT WITK He-
paraiic Muokapicen wudapkr. e ca nabito/iaBany 3iauuMy pasjivuns 10 OFHONICHHC HA 1'bPBAYHATA
Kpaiilia ToMKa MCXLY TCPalMSTa C AMIIOJIHITHIL U TCpalngTa ¢ XIOPTaliv/loH: KOCPUIHCHT Ha pruck .98
95% C1(0,90-1,07) p~-0,635.  [py 3 ropryniMTe KPAHHK TOUKK, UCCTOTATA Ha ChPJCYHA HC)OCTATBHHOCT
(KOMIONCHT 11a Cheraniara KOMOUHUPaNa ChLp/ICHHO-CHL)I0Ba Kpakiia Touka) ¢ Omita CUIriin@uKaITio 110-
BHCOKA B U'pPYLATa 11a aMJIOJIMIKI, OTKOJIKOTO B Irpyliata na xjaopraiuon (10,2% cupsmo 7,7%, RR
1,38, 95% CI1[1,25-1,52] PP <0.001). Buupcku tona, 11¢ ce nabdinojianar 301a9umMu pasinuns 1o
OTHOUICHHC Ha 0DINara CMBPTHOCT MCXLY I'PYII&Ta HA TCPAITUS C aMJIOANIIMH K Ta3K Ha TCpaling ¢
xjopraiujion RR 0,96 95% Cl1 |0,89-1,02| p=0,20.

Mexanusvat na deucmeue

Bastcapran ¢ nepopaitio aktuien, Moinet 1 cucitwduyacn awrnorensui Il penenrropen dioxep. 1o#
Bh3CHCTBA CCICKTHURHO BLPXY Al peilicirropuus HOTHIE, KOHTO ¢ OTTOBOPCH 32 110311aTHIC

BLIACHCTBHA na anruorenzun 1.
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Knunuuna echuxacnocm u bezonacrnocm
[TpunoxeHHeTo Ha BaJcapTal MpH NalKEHTH € XMNIEPTOHUA BOJIM 10 MOHHXKABAHC Ha apTCPHANHOTO

Hansrane 6e3 NoBJAMSBAHE Ha MyJICOBATa YCCTOTA.

[Tpy noBeueTo NAIKEHTH, CE/L CAHOKpATEH NIEPOPAJICH [IPUEM, HAHAJIOTO HA aHTHXHIICPTEH3HBHOTO
ACACTBUE € B pAMKHTE Ha 2 4Yaca, a INMKa B IIOHWXABaHETO Ha apTepHaiHOTO Hassraie Ce JIoCTHIa B
paMkuTe 11a 4-6 yaca. AHTHXHIIEPTCH3HBHUAT edeKT NpoALIKaBa Haja 24 vaca cicjy npuema. lipu
pCJLOBEH IIpHEM MAKCHMYMa B PEYKUMSTA Ha aPTCPHAIHOTO HaNsrale ¢ BCsiKa /103a, KaTo [is)10, CC
IOCTHI'A B pAMKHTE Ha 2-4 cejiMULA,

XHUAPOXTIOPOTHAZHK/L

Mexanuszom na deucmaue

OCHOBHOTO MACTO HA JICHCTBHEC Ha THA3WJIHHATE JIMYPCTHIIU €A JIMCTANHHUTC U3BHTH Kanajlucra B
ouOpeka. Jokasauo ¢, ue B 5L,OpcYHaTa KOpa ChUICCTBYBA PEICITOP ¢ BHCOK aPHHHUTCT, KOHTO
HPCJICTABJIIBA OCHOBHOTO MSCTO HA CBBLP3BANC 32 JCUCTBUCTO HA THA3WHKTC JJHYPCTHIIH H 34
nHxubupatic Ha Tpanctiopta Ha NaCl B qucranunTe u3BUTH Kanainuera. Tuazuinnure JInyperuiiy
ncHcTar 4pes nuxubupane Ha Na™Cl cumiioptep, BEPOATHO UPE3 KOHKYPHPAHC 34 MICTOTO 34
cebp3saie na Cl, 1 110 TO3M HAaUMH NOBIUABAT MEXAHU3MHUTE HaA CHIEKTPOJIMTHA peabcopdIus: JIMPEKTHO
[IOBWIIIABAMKH CKCKpEIMsATa Ha BATPHH U XJIop B HpHAOIH3HTENHO ¢jiHaKBa CTCIICH H HIIUPCKTIO HPE3
JIMYPCTHHHOTO CH JASACTBHE, HAMAIABANUKH M1a3MCcHUS 00EM € 110C)IC/IBATILO 110KAYBAHC HA 11J1a3MCHATA
PEHHIOBA aKTHBHOCT, CCKPCI{KA HA anjIOCTCPOH W 3aryda Ha KaJiMi ¢ ypuHaTa, KakTo H HaMallsiBaie Ha

HyuBaTa Hd CCDYMLEIHA Kaau i,

[lemeranomen pax Ha Kodcama

363 ocHOBA HA HAJIMMHHTC JJAHHK OT CIHICMHOJIOIMYHHY IpoyUdBanus ¢ Hadinojasana 3asucruma o
KyMYJIATHBHATA 1034 BPBL3Ka MCX Y Xxuupoxsoportuaswi 1 HMPK. Ejino npoyusane skiiousa
noiynanus, cherosina ce o1 71 533 cnyyan na bKK u 8 629 ciiyvau na CKK, v nonynaius ot
chorserio 1 430 833 u 172 462 noaxoasiiy konTposin. Bucokara ynorpeda Ha XUIPoXJiopoTHAa3U/I
(xymynatusio >50 000 mg) ¢ cynpiana ¢ kopurnpaio otHollcHue na uiaicosere (OR) 1,29 (95% JiH:
1,23-1,35) 3a BKK u 3,98 (95% JIU: 3,68-4,31) 3a CKK. [Habinrojiasana ¢ sicna spbika KyMyJsaTrusia
no3a-orrosop kakro 3a bKK, raka v 3a CKK. J[pyro npoy4dsatic 110Kka3Ba Bh3M0X1a BPb3Ka MCXLY paKa
Ha yeruure (CKK) 1 cKClo3MumMsTa Ha XHjipoxJi0poTHasnl: 3a 633 ciyvan 1a pak Ha yCTHHIC ¢
110,10pana nonynanus or 63 067 110/1XoAs11 ¥ KOHTPOJIM, KATO €€ M3110J138a CTPaTCI'Ust 3a B3CMaHe Ha
11pobn, onpejiesiena oT pucka. J[eMoHCTpUpala ¢ Bpb3Ka KyMyJlaTHBHA J103a-0TroBop ¢ kopurdpan OR
2,1 (95% JIU: 1,7-2,6), napactsai jio OR 3,9 (3,0- 4,9) 3a sucoka ynorpeda (~25 000 mg) u OR 7,7
(5,7-10,5) 3a naii-sucokara kymyJatusHa J103a (~100 000 mg) (sx. ¢b110 TOYKa 4.4).

1 lejmarpuyna ilonyJlialus
liBpolIcicKaTa arenims 110 JIcKapcTBaTa ocBo0OX1aBa O 3a)[bJDKCHUCTO 3a HPC/oCTansie Ha

PC3YITATHTC OT 1IPOYUBaHUATA ¢ AMBAJIKOH-KO BLB BCHUKH IIONIPYIIM HA NCANATPUYHEATA 1IOITYJIal{Hs
HpU cceHIlMaliHa xuneproins (B, Touka 4.2 3a ungopmallus OTHOCHO ytorpeda B riejinaTpusra).

Jpyru: nBolino GnokupaHe HA pCKH alTHOTCH3UH-aylocTepotioBara cucteMa (PAAC)

JIBe roJiemu panioMuaupani xkourposimpany npoyusaiins — ONTARGET (ONgoing T'elmisartan
Alonc and in combination with Ramipril Global Endpoint Trial - rexyino riobanno nanmpsenc 3.
Kpaiiiy TOYKK HA TCIIMHCAPTAH, CAMOCTOSATCIHO U B KOMOManns ¢ pamunpui) u VA DFERIMEUIRNL "

(Kiimnuyno npoyunane, CBbLp3alio ¢ passuTuc 1na nedponarus npy quadcetr, npose/icyp &
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MUIHUCTEPCTRO 110 BELIPOCUTE Ha BeTepaliuTe) — tipoyusar ynorpebara na komGunanusra ot ACL
nuxuouTop U APb.

ONTARGET e upoyusanc, HPOBCACHO LIPH HAUMCIITH € aHaMilc3a 33 ChPJICHHO-CH/I0BE HIlH
MO3BLYHOCT/10BA BoJICCT, MM 3axapeH Auadet TUIL 2, HPUAPYKCHU € JlaHHH 34 yBPeXKaHnc 11a
cerropun opraiivn. VA NEPHRON-D ¢ npoyusaHc 11pu tiatiuenTH ¢Le 3axapen auaber tiir 2 v

jnaderHa nedponartus.

Te3u 11poyYBAHHS HE TIOKA3BAT 3HAYUM OnaronpuaTed ePekrt BLpxy 0LOpCUYIinTe H/Hiln ChpaCUHO-
ChIOBUTE NOCIIC/IUIH ¥ CMBLPTHOCT, KAaTO ChIEBPEMCHHO ca HA0JI0/1aBAlK LIOBHINCH PUCK OT
XHIIEPKAIIMEMHUSL, OCTPO yBpexdaHe Ha ObLOpelMTe U/ UMY XMITOTOHHS B CPaBHCIIMC ¢ MOHOTCPAITUATA,
Karo ce uMmaT npcaBu/L CXOAHUTE UM (papMakoIMHaMMYHH CBOHCTBA, TE3H PC3YJITATH €& LIPHIIOKUMH U
3a ipyrd ACE nnxuburopu u APb.

ACE unxuGuropu u APb ciejioBarelino He 1psadsa Jia ce U3NoN3BaT ¢/IHOBPCMCHIO TIPK MAIIKCHTH €
juaderHa Hedponarus (BxK. Touka 4.4).

ALTITUDE (KiHHHYHO NPOYYBaE IPOBCACHO € AJIMCKUPCH NPU ITAIMCIITH ChC 3axapch JinadeT THII
2 ¢ H3NOJ3BAHE HA CHPJICUHO-CHAOBU H O61LOpCYIK 3a00i1Balns KaTO KpailiK TO4YKH) € IPOYYBaHC,
IPC/HA3HAUCHO J(a U3CIIC/IBa 1oJ13ata oT JloGaBsiietTo Ha aiucKkupeH KbM cranjaprtia tepanus ¢ ACE
MnxuBuTop nid AP npu naumnchty che 3axape juader tin 2 1 xponnuno 6u0peuto 3adolsipatic,
ChP)ICHHO-CLJI0BC 3a00NsBaNEe HIK 1 uBeTe. [ [poydBaneTo ¢ npekparcio 1peKIcBPCMEHHO Hopaiu
HOBHIIICH PUCK OT HCONAIOIPHUATHY LIOCHC/IUIK. KaKkTo chpicHno-ch)loBaTa CMBPT, Taka 1 HICYIIThY
Ca 1O-YCCTH B I'PYIIATA HA AJIMCKUPECH, OTKOJIKOTO B I'pyliata Ha imjianedo, a npejicraBisBaliiTe
HHTEPCC HOKCNAHHA CHOUTUSA U CEPHO3HU HEXKCIAaHH ChOWTHS (XHIICPKAJIMCMEUS, XHITIOTOHUA 1
OLOpcuHa Auchynkims) ce cbobliaBar 1o-4ccTo B rpy1iaTa Ha aJUCKHpEeH, OTKOJIKOTO B I'pynara Ha
[1a1edo.

5.2 MapMaKOKHHCTHYHH CBOHCTBA

JuHennocr
AMJIONMITHIL, BalicapTai 1 XUIPOXJI0poTHa3injL umar JIMichia (bapMaKOKHHCTHKA,

AMIOHIIMI/ BaJICApTaH/ X WIAPOXIOPOTHAZ I

Clies1 nepopaliio NpUAoKeHUE HA aMJI0IMITHH/BAJICAPTAN/ XK APOXJIOPOTHA3WL IPU 3/ipaBd Bh3PACTHH
[TMKOBM 1J1a3MEHK KOHLCHTPALMK 1A aMJIOJIMITHT, BAJICAPTa W XH/[POXJIOPOTHA3H/L CC JIOCTHIAT
CLOTBCTHO 34 6-8 yaca, 3 4yaca ¥ 2 daca.

Ckopocrra u crenchTa na adcopOIMsITa Ha aMIOANIIWE, BaJICAPTAH 1 XH/IPOXIIONOTHAZH/L LIPK
AMJIO;IMIIKMH/ BRJIICAP TAH/ XWIPOXJIOPOTHASH]L €A CBILWTC, KAKTO HUPU NPUIIAIAICTO UM CaMOCTOATCIING.

AMIQ)NIIHH

Abcopbyus
CaeL riepopaliio 1IPHIIOKCHRE Ha TCpallcBTHYHA JI03a AMJIOJIMIIHH, 1THKOBA 11a3MCla KOHHCHTPaILUS CC
jgocTHra 3a 6-12 yaca. Abcosnornara Snonaimunoct ¢ Mesk)ly 64% v 80%. buonannunocrra na

dMJIOJIHIIHN HC CE€ HHOBJIMABA OT 1IPHCMA Ha Xpatia.

Paznpedenenue
O6eMbr Ha pasznpeaelicine ¢ npudinzuresno 21 1/kg. In vitro 1ipoyusativsi ¢ aMJIOMITAH MO
ue NPUOAN3UTEIMo 97,5% o1 HUPKYIMPAOTO JICKAPCTBO CC CBHLP3BA C 1JIA3MCHHTE 11pOT
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buompancgopmayus
AMII0HITHH c¢ MeTabosin3upa ocHoBHO (npubainanTteiing 90%) B yeptns Jpod )10 HCAKTHBHU
METaboJIUTH.

lumunupane

LinnmunivpaneTo Ha aMJIo/IMNKUI OT naasMata ¢ Hugazno ¢ TepMUHAJCH TTONYKHBOT HA CIIMMUHHPALIC
HpuGimuanTenno 30 jno 50 yaca, Craguonapiy njia3MeHyd HWBa CC JIOCTUrAT CAC)( ITPObIDKHUTEIICH
pueM 3a 7-8 . 10% ot opuruHanuus amaoaniind u 60% ot HerosuTe METabONMTH CC CKCKPCTHPAT
C ypHHata.

BaJsicapran

Abcopbyus

Cine)t 11epopaliHo 1IPUIIOKEHUC HA BAJICAPTaH MUKOBUTE NJa3MEliH KOHIETPAILMH cC jlocTurar 3a 2-4
yaca. Cpennara abcomotHa SronanuuiocT ¢ 23%. Xpanara HamansiBa ckCiozniusTa (olpe/iclicna
ypes AUC) Ha sasicapran ¢ okoio 40% u nukosara 1iazmena KoHueHTpaums (C,,,.) ¢ okosto 50%,

BLIIPEKH TOBA 0K0J10 8 vaca ¢Jiejl ipyeMa MJIa3MCHUTE KOHIICHTPALIWY Ha BaJicapTal ca nojo0HH B
I'DYIIMTE IPUCMATIH JIEKAPCTBOTO Cllef, HaxpaHBale W Ha raaano. Tasu pejiykims na AUC, obave ne ce
CLILTCTBA OT KAHHHYNO 3HAUNMA peJyKLUHS Ha TepaneBTHUHUS CHCKT U 10 Ta3x 1IpUUHNEG Ba)icapTan
MOXKC JIa CC IIpHEMA 1Ha 1JIaJIHO UK CJIC)I HaXpaliBaKe.,

Paznpedenenue

CranuonapuustT obeM Ha pasiipe/ie)ieHUE na Bancapran cic)l HHTPaBCHO3HO IPHIIOKEHHE € 0K0JIO 17
JIATPA, KOSTO 110Ka3Ba, YC BajicapTad ¢ ¢e pasnpeies UPOKO B ThKanuTe, Bacapran ce CBLP3Ba BLB
BUCOKA CTCNCH CbC CEPYMHUTE npoTeHiln (94-97%), OCHOBLIO CHC CCPYMIIKUA aJI0YMUH.

buompanchopmayus

Ba:caprail He cc MeTabosiMsnpa BbLis BUCOKa Crelic, 1 KaTto camo oxolo 20% ot )lo3ara cc
ycTanoBssa 11o){ opmara Ha MeTabonuTy. B nnasmara ¢ ycranoBeH XU)POKCH METabomT B HUCKH
koHileHTpauun {no-manko or 10% o1 AUC na sancapran). To3u MerabonnT ¢ papMakoiIoruuno
HEaKTUBEH,

faumunupane

Bajicapran nokassa MyJITHEKCIIOHCHIIKAIHA KUIeTHKA Ha pasnajl (1% a <l uyac u 14 B oxono 9 vaca).
Bascapran ce cimmuinpa ocHoBio ¢ ¢eneca (okoio 83% or jlo3ara) v ypuiara (okono 13% o jtozara)
OCHOBHO KATO HEIIpOMCHCHO cheaunlictne. Clie)y HHTPaBEHO3HO HPHIIOKCIIKE 111a3MCHUS KIIMPBLHC Ha
Bajicapran e upubiuusnrenno 2 /h, a 61n.6pcunns kiupniic ¢ 0,62 I/h (okoso 30% o1 00U KAKPBIIC).

[ TonyxuBoTsT Ha Bascaprail ¢ 6 vaca.

XWJNOXJIOPOTHA3H |

—ra——

ABCOPOIMATE HA XHJIPOXJIOPOTHAZK)L CJICT HHCPOPAJICH 1TPUCM € O1P3a (Linax OKOJIO 2 Yaca),
YBCIRUEBAHCTO na cpennara AUC ¢ JIMHEeRHO W ¢ HpOoHOpIHOHANIHO HA J103aTa B TCPANCRTHYIINS
JIHANa30Hl.

ek TbT Ha XpaHara BbpXy abcopbuusita i1a XWpoxjiopoTuasu)l, ako WMa Takbs, HMa Majlka .r--’]:;“,.l_
3HAYUMOCT. ADcositornara OMOHANINYHOCT HAa XW/IPOXJIOPOTHA3N)L CIIC/L ICPOPAIHO HPHIIOKOM R B TS
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Pasnpedenenve

| IpuBwjtHustr 06¢M Ha paznpejicicine ¢ 4-8 [/kg. Lidpkysinpanivst XuJIpoxJIopoTHa3n/l € CBhp3aH Che
cepyMuuTe tipotednu (40-70%), HpeAUMIIO CLC CepyMIns AlIDYMHH. XH/IPOXJIOPOTHA3H)L CHIIO TaKa
KYMYJIHpa B CPUTPOLUTUTE NTPHOAUIUTCEIHO 3 ITHTH 110BEYE, OTKOJIKOTO B 11J1a3mMaTa.

buompancgopmayus
XKJIpOXJIOPOTHA3KA CE ENIMMHHKPA IIPCAMMHO KaTO HENPOMEHEHO BEULICCTBO.

kaumuniupaie

XHWjIpoXJIOpoTHA3KI CE CIHHMHHUPA OT 11J1Ia3MaTa ¢ BpeMc Ha 1OJIYKUBOT Cpe/iHo 6 Jio 15 vaca B
Kpaitara ¢asa Ha cnuMuiipane. HsaMma iipomMsna B KHHETHKATA HA XHAPOXJIOPOTHAZH A TTPH
MHOI'OKPAaTHO NpHiIAraHe, a KYMYJHPAHETO € MHHMMAJIHO NPHU [IPUNIOKEHKE BEIbX JiHesHo, Han 95%
ot abcopbupaHara 7103a ¢C EKCKPETHPpa KaTo HENPOMCHEHO BEIIECTBO B ypHHaTa. bLOpeunstT KIKphlC
ce CLCTOM OT acHBHa GUNTpAIlUA ¥ aKTHBHA Cekpellns B On0peununTe TyOyin.

Clhcnpaiiy nonyiailu

—— —— [T _— ——— by —

Heduampuunu nayuenmu (na ev3pacm noo 18 coouny
Fisima qJHpMHKDKHHE'I'H‘-IIIH JIAHHHA 1PpK 1IC/IHaTPpHUYtidaTd HDII)UI&[IHH.

Hayuenmu ¢ cmapuecka gv3pacm (na gbspacm 635 200unu u nogeye)

Bpemero 3a jlocTHrance Ha 1MMKOBa 11Jla3MeHa KOHLEHTpallus Ha aMJIOJIMIIMH C CXO/IHO 1IPH MJIG/1IH
HAUYMCHTH M 1IPH 11AIIMCHTH B CTApuCCKa Bb3pacT. MMa TeijieHIlus 11pU HAMCITUTC B CTapYCCKa
Bb3PacT KJIIMPBHCA Ha aMJIOJIMITHH J1a HaMansBa, KOSTO BOJIH JI0 1OKaYBane Ha L10H1ra o)1 KpHsara
(AUC) n nonyxusoTta na einumupnupanc. Cpeanara cicremua AUC 3a sancaprai ¢ 110-BHCOKA Che
70% upu nanMUeHTH B CTAPUCCKA BL3PACT B CPaBHCHHUC € 1HO-MNAJIM ITAILMCHTH, TIOPaJI¥ Ta3H I1PHYHHA C
neoGXo(MMO BHUMAHKE NTpU NOBHUIIABANC 1A jr03aTa.

Cucremuara CKCHO3HIIMA Ha Balcapral € JICKO IMOBUHICHA IIPH TTAIIACHTHTC B CTAPpYCCKa Bh3pacT B
CpaBHCHHC € MIAJIMTC HHAIIHCHTH, HO TOB4 HAMdA HAKAKBO KIHHHYHO 3HAYMCHHC.

Orpalydychy jlatiy IPeIoiarar, 4¢ CHCTCMHUST KIIMPBIC 1A XH[POXJIOPOTHAZHW/L € HAMAJICH DY
HAILMCHTH B CTAPMCCKA BB3IPACT, 3PABH MK C XUHCPTOHHUS, B CPaBIICHUC ¢ MJIa/LIK 31(paBi
JI0OPOBOJILLM.

'R KaTo TPHTC BCLICCTBA CC [TOHACHT C/HHAKBO JLUGPC KaKTO OT [HO-MJIAHATC 1[AHKUCHTH, FdKd H OT
HANHUCHTHTE B CTAPUYCCKA BL3PACT CCIPCHOpPBLYBAa HOpMAJIHA CXEMA Ha lipyJial’dHC (HH{. TOHKA 42)

bwopeuno yepescoare

MdapMakOKUHCTHKATA Ha aMIIOJAMITAN 1IE CC NTIOBAMABA 3HA4YUMO 1IpK Hapyllenve ia Oudpeunara
dynkuus. Kakro cc oyaksa 3a Beiecrso, 4uito 6L6peuen kivpbuHe e caMo okoto 30% oT obnms
asMel KiIpnic, He ce nabnionapa kopenalps Moy oOb0peunara gylikuus 0 cCUcTeMHarTa
CKCIIO3MIUA KLM BaJlcaprati.

| [opajin Ta3u 1IpHuKHa HAIMCHTHTE ¢ JIEKO /10 yMepeHo 0b0peUYHOo YBPCHK/IAHC MOI'AT Jla IpUucMmar
obuyaknara Havana j103a (3x. touka 4.2 u 4.4).

| Ipy nanuuue na 61LOpeUHO yBpPCHKAZHE CPC/IHATE NAKOBHK Tiiazmeiy Hupa u AUC na
XH|POXJIOPOTHAZN)L €A {IOBHIIICHH, @ CKOPOCTT2 Ha CKCKPCllMs B ypuilara ¢ Hamaicua. llp
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JIEKO J10 YMepeHo 6b0petto yBpexlatie ce nadbimoyasa tpukpaTio nosuinciue na AUC na
xujpoxsioporuasui. [pu nalueHTrrIe ¢ TexxKo 6p0pedHo yBpexane ce HabJinojlasa 8-KpaTHO
nosuuenue ta AUC. Amjiojaunun/Bancaprai/XuapoxiopoTHaing ¢ NpoTHBOIIOKA3aH 11PH TNAIIMCHTH ¢
TeXKO OBOpeUlo yspexiane, anypis Wiv Ha auanuza (Bx. Touka 4.3).

Heproopobro yepesicoane

Hasnuny ca MHOIO OrpaltiuCcHU JIaiHy 3a HPUIIOKCHUCTO Ha aMJIOJIMIIKN 1IPU NAIHCHTH C
qepHo)podio yrpexaanc. Llanuceirure ¢ 4epnojpobiio y BpexK/iane umar namalic KINpbLHC Ha
amII0)IMIIME ¢ nocieBaiie nokaydrane Ha AUC ¢ upubausnrenno 40-60%. 1Hpu naumcnru ¢ J1eko Jo
YMCPCHO XPOHUYHO YepHONPOOHO 3aD0JIsiBale CKCIIO3MIIMATa KLM BaJicapTaH (olipciaclicHa vpe3
crofittocTure Ha AUC) € J1Ba 11'71U 110-BHCOKA OT YCTAHOBCHATA 11PK 3/1pasH 100pOBOIILH (I'pynHpaiy
110 BB3pacT, 1o K Terno). [Topaiu sancapralosata KOMIOHEHTA, aMJIOAMITHE/Bancapran
/XKJIPOXJIOPOTHA3HN]L € NPOTHBONOKA3aH TP MAllHEHTHTE ¢ HCPHOAPOOHO yBpex/1ane (BXK. TOUkH 4.2 1

4.3}
5.3 Ilpcakiamunyung pannu 3a OezonacHoct

AMJtojinun/sajicaprai/Xu)IpoxJIopoTHAa3N/L

I3 pcarua Npe/AKIMHAYNN ITPOYUBalng 3a Oe3011acoCT ¢ aMNIOMIIYH, BajcapTal, XH/POXiIOpOTHA3NW/I,
BaJicapTan/XHJIpoOXJI0POTHAZH)], aMIIOIMAKH/BAICApTal U aMIIOAKIME/BANICAPTAN/ XM IPOXIIOPOTHAZHUL,
LIPOBC/ICHY 11PH pa3JInHHN KHUBOTHHCKH BHJIOBE, JIMICBAT jLOKA3aTENCTBa 3d CHCTCMHA HITM OpraHiia
TOKCHUHOCT, KOMTO Jla OKaXaT HCI'aTHBHO BIMSANHNAC BLPXY KIIMHKWYHATA yoTpeda Ha
AmJlounun/Bancaprail/ XWpoxJiopoTuaszyjL Ipy xopa.

| IpejIKJtMIMyIg 1IpoydBaHpis 3a 6C30NaCHOCT € NPOJBLIDKHTCIHOCT JIO 13 CCIMUILM €a HPOBC/ICHH ¢
aMJIOIMITMH/ BAJIcapTaH/ X HAPOXJIOPOTHASHL TIPH ITLXOBC. KoMOHHaIMATa BOJIK /IO O4aKBAHO
[IOIWKCHHUC HA [10KABATCJINTCE HA YCpBECHaTa KPLBHA peiiua (CpHTPOLINTH, XCMOIJIOOUI, XCMATOKPHT H
PCTUKYJIOIMTH), TOBHINIABAHC HA CCpyMHaTa ypes, IIOBHINABAlE HaA CCPYMIUS KPpeaTHHUH, [IOBHINABAIC
Ha CCPYMHUSR KAJIUH, IOKCTArJioMepyJiapHa xunepinasus B 6L0peka v GoKalin ¢po3vmn B xKICIHCTHS
CTOMax lpH i1bX0Be., BCHYKH Te3n IpoMCHH ca oOpaTtumu ciiell 4-Ce/IMUHCH BL3CTAHOBHTCIICH TTCPHO/L
H CC CMATA, YC Ca BCIIC/CTBUE arpasupane #a gapMakoNoruyinTe eexTu.

Kombuuanusira HMJI(}JLHIEHII/BHJICEI]JTHHXXHJLPGXIIOpE‘rTH33}‘1}1 HC € H3CHC/IBALd 34 ICHOTOKCHYHOCT H
KaHIHCPOFCIHHQCT, TbH KATO JUIICBAT JI0KA3aTCJICTRA 38 HAKAKBO B3AUMOJICHCTBUC MCHJLY OTJICHHHTC
BCHICCTBRA, KOHTO Ca OTilditid Ha 1ld3dapa. AMJIOJ[HIIHH, BaJjiCcapTral H XHW/IPOXNTOopPOTHA3H/L Cd H3CIIC/|IBaHH
HOOTHACHHO 34 I'CHOTOKCHHHOCT U KANNCPOIrCHHHOCT C HCTATHBHHK PC3YIITATH.

AMIOAUNKH

Fenpodykmusia mokcuynocm

PCHpOAYKTHBIIK HIDOYUBAHKS HPH TUILXOBC ¥ MHIITKH 110KA3Ba1 3aKELECHABAINC 114 JlaTara Ha pax/anc,
JIBIDKCHA HPONLIDKHTCIHOCT Ha paw)aicro 1 HamMaJiCHa XUIHCCHOCOOHOCT Ha MAJIKUTC HPH JIO3H

IIpHﬁJIHBH'I‘EJIHO 50 't TH 110-BUCOKH OT MaKCHUMAaJIHHTC HPCHMOPLYHTCIIHY JO3KW IPH XO0Pd, H34HHUJICHH

na 6aza mg/kg.

Hapywenun sve ghepmuiumema
[Isima edbexT BLpXY depTriivTeTa 1Ha IIILXOBE, TPCTHUPAHN C aMJIO/ MU (MBIKKH — 64 J(HH W KCIHCKH

~ 14 ji1n npeyn uudrocsance) B 1034 1o 10 mg/kg/nen (8 irbru™* makcumainara upcnophuy 4 o
1038 34 xopa ot 10 mg, uzunciiena na 6aza mg/m?). B jpyio npoyusane upH 1ILXose, | :
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MDLXKKH 1IILXOBE Ca TPCTUPaly ¢ aMioiuiimuos 6esunar 30 Jiiu, ¢ 103a cpasiuMa ¢ Jlo3arta I11pH
Xopa, H3uncicHa Ha 6aza mg/kg, ca yCTaHOBCHH HOUMKEHH [11a3MCHK HXBa Ha
GOJIMKYIOCTUMYJINpALIL XOPMOH H TECTOCTCPOH, KaKTO W [IOHWXKABANE Ha 1UILTHOCTTA 1A CliepMarTa
1 Oposi Ha 3pejin CIIEPMAaTH/IM ¥ CEPTOJIMEBHU KJCTKH.

Kanyepozenesa, mymacenesa

[ {sima jlatiy 32 KaHIeporeHHOCT PH UILXOBE U MUILIKK, TPETUPAHN JIBC I'0J(MHU € aMJIOjIHTINIIL B
XpaHaTa B KOHILEHTPAILMH, W3YUCICHH JIa OCHIYPST JIHEBHH J10308BH Husa oT 0,5, 1,25 n 2,5 mg/kg/neu.
| lafi- BUCcoKkarTa j1o3a (11py MUANIKK - BIIM3Ka J10, @ 1IPH 1IBXOBE — ABA [IHTH™ 110-BUCOKA O

2
MaKCcHMaJiiara npcropbuyMTeNa Knuiunutia goza ot 10 mg, uauunc/ieHa 3a mg/m ) ¢ Omia 6JiM3ka 1o
MaKCHMaJIHO JIOTIYCTHMATAa J103a 33 MUUIKH, HO HE K 34 [UThXOBE,

| IpoyuBanug 3a MyTarciHocT HE 110Ka3BaT JICKapCTBCHO-00YCIIOBCHH eCKTH HUTO Ha I'eHio,
HUTO 114 XPOMO30MHO HRRBO.

* niumciicna 3a naigeHTy ¢ terdio S0 kg

Bajscaprau
Heknunnanure Jlanuy He nokassat ocobeH pHUcK 3a xopa Ha 0a3arta Ha KOHBCHIIHOHAJIHHUTC

Q)HPMHKOJID[*H'-IHH Mpoy4Balks 34 603()113.(3]1[)(1']‘, TOKCHYHOCT [IPH MHOT'OKPATHO IIpHJidrdhc,
PFCHOTOKCHYHOCT, KaHIICPOTCHCH NTOTCHIIHAL, PCIPOAYKTHBHA TOKCHHHOCT Y TOKCHYHOCLT 3a DAIRUTHCTO.

| IpK 1JBX0BE TOKCHUIIK 1034 3a MaitkaTa (600 mg/kg/nen) 110 BpeMe Ha 110CHE/IUTC JIHK OT
OpeMCHHOCTTA ¥ 1ICPHOJIA HA JiaKTalMs €a JIOBCIIH J{O 10-111CKa CTeNeH Ha NPCKUBICMOCT, 110-cJ1abo
HajylaBale Ha Tersio U 3abaBcHo pazBuTHE (OT/ICIAHE HA YIIIHATA MUAA U OTBapsHe Ha CIIYXOBUs katal)
Ha 1oKoseluero (BxK. Touka 4.6). Teau no3u tipu mwibxose (600 mg/kg/en) npejicrapissar

2

npybanzurenno 18 rbTn MakcuMatHara pelophLUKTCIING J[03a HIpH Xopa na 6azara Ha mg/m
(U34YHMCIICHUATA CE OTHACHT 3a liepopaita ac3a 320 mg/nen 1 nmauveT ¢ reriio 60 kg).

6. OAPMAIIEBTHYHA /JAHHH

6.1 Cinucnk na noMoulHUTe Belecrasa

Ampankon-Ko S mg/160 mg/12,5 mg dpuamupalin 1abneTxu

Hopo na mathuemkama

Kpocrosuio

KoJionjicH 6¢380)1CH CHIUIIUCB JHOKCU)L
Marnesues ¢reapar

Muxkpokpucraina ie)iynosa

Hoxkpumue

Xunpomcnoza (1:464)

Turanos aguoxeuy (1:171)

Makporoi 4000/1 loamerunenrimxon (11521)
lajik
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6.2 HecuBMeEeCTHMOCTH

Henpuiiokumo.

6.3 Cpok na rojnocy
2 ronvum
6.4 Cuennajing yC10BHS HA CHXPaHEHHC

AmpankoH-Ko 5 mg/160 mg/12,5 mg dunmupanu tabnerku, onakosauy 8 PVC/PVDC/Alu dancrepn.
Jla se ce cbxpanasa najn 30°C. lla ce chxpatisiBa B Opuruialiiara olnakoBka.

AmBankoH-Ko 5 mg/160 mg/12,5 mg ¢punmupanu tabnerku, onakoanu B PVC/PCTFE/Alu Gnucrepn.
Jla 1ie ce chxpansea nay 30°C. Jla ce ¢bXpansBa B OpHIMHAJIHATA ONTAKORKA.

Amsankou-Ko 5 mg/160 mg/12,5 mg dhunmupanu tabnetku, onakosanu 8 Alu/Alu Gauctepu.
JIeKapcTBEHUST NPOAYKT HE U3HCKBA CHCIMAJIHA TCMIICPATYPHU YCJIOBHSA Ha chxpaneuue. Jla ce
ChXpalaBa B OPMrHHANNaTa ollaKoBKa., 3a Jl1a ¢e MPe/ina3y oT CBCT/IHHA 1 Biidra.

6.5 Buim chirbpxanue 11a olakoBKara

7 rabuerkn ca onakosany B PVC/PVDC/Alu, PVC/PCTIE/Alu vim Alu/Alu Gitvcrepu. 4 davcirepa ca
LHOCTABCHMN B KAPTOHCHA KYTHS, ¢ IUCTOBKA 32 naiiMenTa.

10 Tabnerkn ca onakosanu 8 PVC/PVDC/Alu, PVC/PCTEL/Alu wstn Alu/Alu 6iserepu. 3 dancerepa ca
HIOCTABCHY B KAPTOHEHA KYTHA, C JIHCTOBKA 3a NAlCHTa.

e BCHUYKY BHIOBC ONAKOBKH MOr'at Aa ObjaT uycHaTH Ha nasapa.
6.6 Crucunajuu HpeIa3IMa MCPKH IIPH U3XBLPJIMIIC H padoTa

FHsiMa cneinmaiig H3NCKBaHus.

7. TIPUTEXATEJ HA PABPEILIEHHUHETO 3A YIIOTPEBA

DOAPMAKOHC A

Oya. ,lIeho K. Hropon™ Ned4, cr.]
Cocpus 1164

hbirapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20200113
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9. JIATA HA IIbPBO PA3PEIIABAHE/MOIHOBSIBAHE HA PABPEHIEHUETO
3A YIIOTPEBA

JlaTa Ha nbpsa paspciuasanc; 09 wohun 2020
Jlara na uocneao 1ojHOBABAHC!

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

1Onu 2024
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