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1. MME HA JEKAPCTBEHHS ITPOJIYKT Kbm Poe. Ne J@éO«JoL‘WJUW{
A 5 mg/160 mg/12,5 6 o z 8- 2075
BepkaHo 5 mg/160 mg/12,5 mg ¢puaMupaHu TabieTku B— 69GA5 - 59/ )

Awerkano 5 mg/160 mg/12.5 mg film-coated tablets

ABepkaHo 5 mg/160 mg/25 mg duamMupaHu TabieTkH
Awerkano 5 mg/160 mg/25 mg film-coated tablets

Agepkano 10 mg/160 mg/12,5 mg ¢puamupanu tabneTku
Awerkano 10 mg/160 mg/12.5 mg film-coated tablets

Asepkano 10 mg/160 mg/25 mg ¢puamupanu tabiieTkH
Awerkano 10 mg/160 mg/25 mg film-coated tablets

AsepkaHo 10 mg/320 mg/25 mg puamupanu tabieTku
Awerkano 10 mg/320 mg/25 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

ABepkaHo 5 mg/160 mg/12.5 mg ¢puaMupanu TabieTKu
Bcesika Tabnetka cuabpika S mg amnoaunux (amlodipine) (kato amnoaMnuHoB 6e3unar),
160 mg BancapraH (valsartan) u 12,5 mg xuapoxnoporuasua (hydrochlorothiazide).

ABepkaHo S mg/160 mg/25 mg duamupaHu TabIeTKH
Bceska Tabnerka cuabpka S mg amunoaunud (amlodipine) (kato amnoaunuuoB 6e3unar), 160 mg
BasicaptaH (valsartan) u 25 mg xuapoxuopornasua (hydrochlorothiazide).

AsepkaHo 10 mg/160 mg/12.5 mg ¢puamupanu TabieTku
Beska Tabnerka ceabpka 10 mg amnoaunuud (amlodipine) (kato amyioaMnuHOB Oe3unar),

160 mg BasicapraH (valsartan) u 12,5 mg xuapoxsoporuasuna (hydrochlorothiazide).

Asepkano 10 mg/160 mg/25 mg ¢duamupanu TabieTKH
Bceska tabnerka cwrabpka 10 mg amaoaunui (amlodipine) (karo amnoaunuHos 6e3unar), 160 mg
BasicapraH (valsartan) u 25 mg xuapoxsioporuasua (hydrochlorothiazide).

Asepkano 10 mg/320 mg/25 mg duamupaHu TabaeTku
Besika Tabnerka coabpka 10 mg amnoaunuud (amlodipine) (karo amnoaunuHos 6e3unar), 320 mg
BasicaprtaH (valsartan) u 25 mg xuapoxnoporuasua (hydrochlorothiazide).

3a MbJIHKA CMTUCHK HA MOMOLIHHMTE BELIECTBA BUIKTE TOUKA 6.1.

3. JJEKAPCTBEHA ®OPMA
duamupana Tabnerka (Tabnerka)

ABepkaHo 5 mg/160 mg/12.5 mg dpuamupanu TabieTku
beau, npoabAroBaTH, ABOMHOM3MbKHAIM QUIMHpaHK TabneTkH, ¢ BATbOHATO penedHo o3HaveHue “LLL"
OT e/IHAaTa CTPaHa U IJ1ajIk1 OT JpyraTa, ¢ Ab/DKMHA Npuban3uTento 15,3 mm v wMprHa NpUOJIU3HTETHO

6.2 mm.

AsepkaHo 5 mg/160 mg/25 mg puamupanu TabieTKH

XKbaTi, NpoABAroBaTH, IBOMHOM3MbKHAIM (GUIMHUPAHHU Ta0IETKH, ¢ BATBOHATO pene::b &\ B \\
“LLH” or eaHara cTpaHa M riajiky OT Jpyrara, ¢ Ab/DKMHA npubau3uTenHo 15,3 mm u | ﬁ: B )}
npubsin3uTeaHo 6,2 mm. 2 \ W ﬁ ﬂ& /3
%, e ‘-_\?} ;
Asepkano 10 mg/160 mg/12.5 mg dpuamupanu tabnerku , ,f = XN



bienoxbaTH, NPOABArOBaTH, ABOMHOM3MbKHAIN (QUIMHPaHH TabNeTKH, C BATLOHATO pesieHO 0O3HauYeHHe
“HLL™ ot eaHaTa cTpaHa M IJ1aJIKM OT JIpyrarta, ¢ Ab/DKMHA NpUOaM3UTENHO 15,3 mm U LIHpHHa
npubIM3uTENIHO 6,2 mm.

ABepkaHo 10 mg/160 mg/25 mg duamupaHu TabaeTku

KahaBoKbATH, NPOABITOBaTH, IBOMHOU3MbKHAIK GUIMHPAHH Ta0JETKH, C BUTBOHATO pesiedHO
o3Hadyenre “HLH” ot enqHaTa cTpaHa v riaaku ot apyrara, ¢ Ab/bKMHA npubsin3uTenHo 15,3 mm
LIMPHHA NPHOAU3UTENHO 6,2 mm.

AsepkaHo 10 mg/320 mg/25 mg duaMupaHu TabiaeTkH

KahsaBoxbJITH, NpOABIrOBaTH, ABOHHOW3MbKHAIW GUIMUpaHHU TaONETKH, ¢ BATBOHATO pesieHO
o3HayeHHe “HHH” oT ennara cTtpaHa M riaaaku ot apyrara, ¢ Ab/DkMHa npuOiun3ureaHo 19,1 mm u
LIMpUHA NpUOAK3UTENHO 8,3 mm.

4. KJUHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

JleyeHue HaA eceHLIMAIHA XMIIEPTOHHS KaTO 3aMECTHUTE/IHA TEparus MpH Bb3PacTHH MALMEHTH, NMPH KOWUTO €
MOCTUIHAT 3a/I0BOJIMTENIEH KOHTPOJI BbPXY apTEPHAIHOTO HajliraHe ¢ KOMOMHALMATA aMJIOIMITHUH,

BasicapTaH W xuapoxsoporuasua (Hydrochlorothiazide, HCT), npunaranu kato TpH OT/I€/IHH JIEKAPCTBEHH
dopmu HiK KaTo pukcHpaHa ABOHHA KOMOMHALIMA M OTAE/THA IeKapCcTBEeHa (popmMa.

4.2 Jlo3upoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
[IpenopbuBaHaTa j103a ABEpPKAHO € e€/1Ha TabJjieTKa AHEBHO, 3a NPEeANOoYHTaHEe CYTPHH.

[Ipeau na npeMUHAT Ha JieueHHe ¢ ABepKaHO naleHTuTe TpsOBa na 6baaT Ha GUKCHPAHH 103H OT
CbOTBETHMTE MOHOKOMITOHEHTH, KOMTO MPHEMAT Mo ChUIOTO Bpeme. Jlo3aTa Ha ABEpKaHO ce onpeesis Ha
0a3a /1031Te Ha OT/ICJTHUTE KOMITOHEHTH OT KOMOMHALMATA B MOMEHTA HA IPEMHHABAHETO.

MakcumasiHaTa npenopbuBaHa 1o3a AsepkaHo € 10 mg/320 mg/25 mg.

Cneyuannu nonyviayuu

bvopeuno yspescoaune
[Topaau XxuapoxJiopoTHa3uaHaTa KOMINOHEHTa ABEpPKaHO € NPOTHBONOKA3aH NP NaLKEHTH C aHypHs
(BX. Touka 4.3) ¥ NpH NaLKMEHTH C TEKKO OBOpevHO yBpekaaHe (CKOPOCT Ha rJIoMepYJiHa (puiTpaums

(Glumerular Filtration Rate, GFR) <30 ml/min/1,73 mz) (BK. Touku 4.3, 4.4 u 5.2).

He ce Hanara kopekis Ha HaYalHaTa /103a NPH MALKHEHTH C JIEKO /10 yMEPEeHO OBOpevHO yBpekK1aHe (BK.
TOuku 4.4 u 5.2).

Yeproopobmno yspeosicoane

[Topanu BasicapTaHOBaTa KOMIIOHEHTa ABEPKAHO € MPOTHBOINOKA3aH IMPH MallHeHTH C TEXKKO
4epHOIPOOHO yBpexaaHe (Bxk. Touka 4.3). [IpM nauMeHTH ¢ J1EKO 10 yMEPEHO YepHOAPOOHO yBpekKiaHe
0e3 xoJiecTasa, MaKCUMaJlHaTa NpenopbyYBaHa J103a BajicapraHd € 80 mg U nopaay Ta3u npuyvHa
ABEpKaHO He € NOJXO/ALL MPH Ta3H rpyna nauueHTy (BxK. Touku 4.3, 4.4 u 5.2). Ilpenopbku 3a no3ara
Ha aMJIO/IMIHH TPH MALMEHTH C JIEKO JI0 YMEPEHO YepPHOAPOOHO yBpeXKaaHe He ca ycTaHOBeHH. [1pu
MPEMUHABAHE HA MOAXOMAALLM NALMEHTH C XUMEPTOHUS (BXK. Touka 4.1) U 4epHOAPOOHO yBpEK1aHE KbM
neyeHue ¢ ABepkaHo, TpaOBa J1a ce U3MoJi3Ba HaW-HUCKATa HAJIHYHA /1032 aMJIOIUIHH.



C'vpoeuna HeodoCmamvyHOCm U KOPpoOHapHa boiecm Ha cbpyemo

CbluecTByBa OrpaHM4eH onuT ¢ ynorpedbara Ha ABepkaHO, 0COOEHO B MAKCMMAJTHHU 1103H, MPH NaLMHEHTH
ChC Chp/IEYHA HEJI0CTAaTHLYHOCT H KOpOHapHa OosiecT Ha cbpueTo. [Ipenopbusa ce NoBUILIEHO BHUMaHHE
NMPH NALMEHTH CbC CbPAEYHA HEI0CTATBLYHOCT H KOpOHapHa 00J1eCT Ha ChPLETO, OCOOEHO NpPH
npuiaraHe Ha MakcumasiHara 103a AsepkaHo 10 mg/320 mg/25 mg.

Ilayuenmu 6 cmapuecka 6v3pacm (na évb3pacm 635 200uHu U nogeye)

[IpenopbuBa ce NOBHILIEHO BHUMAHHUE, BKIKOYHTEIHO MO-4€CTO MOHHTOPHPAHE HAa apTEPHAIHOTO
HaisiraHe, NMpH NaLMEHTH B CTapyecKa Bb3pacT, 0COOEHO IMpHU NpHjiaraHe Ha MakCHMaJiHaTa /103a
AsepkaHo 10 mg/320 mg/25 mg, Thit KaTo JaHHHUTE 3a ynoTpeda rnpu Ta3u NnauMeHTCcKa rnoryjiaums ca
orpaHuyeHH. [Ipy npemMuHaBaHe HA NMOAXO/ASLIM NALMEHTH C XUNEPTOHUS (BXK. TOUKa 4.1) KbM JIeUeHHE
c ABepkaHo, TpsaOBa /a ce U3noJi3Ba HaW-HUCKATa HAJIMYHA /1033 aMJIOJUITHH.

[leouampuyuna nonyrayus
HsiMa cbOTBETHO NpHIOKEHHE HA ABEPKaHO B MeJHaTpHYHaTa nomyauus (MaudeHTH Ha Bb3pacT noja 18
rOAWHH) 3a NOKA3aHHUETO JICHEHHE HA €CEHLIHAIHA XHUIIEPTOHMS.

HayuH Ha npuaokeHue

[lepopanHo npunoxenue

ABepKaHO MOXeE /1a ce npueMa ¢ MM 6e3 xpaHa.

Tabnerkure TpsadOBa Aa ce NOrabIIAT LEJTH C MAJIKO KOJIMYECTBO BO/A, MO €JHO M ChLLO BPEME BCEKH JIEH,
3a NMPEANOYUTAHE CYTPHH.

4.3 IlporuBonoka3anus

- CBpPbXYYBCTBHTEJIHOCT KbM AaKTMBHHUTE BELUECTBA, JApPYyrH CYJA(OHAMUIHH [POM3BOJIHH,
AUXHUAPONTHPHAHUHOBH MPOU3BOAHH HIIH KbM HAKOE OT NOMOLLHUTE BelllecTBa, U30poeHH B Touka 6.1.

= BTopu 1 TpeTH TpuMecTbp Ha OpeMeHHOCTTA (BXK. TOUKHU 4.4 1 4.6).

— YepHoapobHo yBpexaaHe, OuimapHa LMpO3a WK XoJlecTasa.

- Texko 6b6peuro yBpexaane (GFR <30 ml/min/1,73 m2), aHypHsi U Npy NaUMUEHTH HA AHANIH3A.

- EnHoBpeMeHHaTa ynotpeba Ha ABEpKaHO C aJIMCKUPEH-ChAbPIKALUM MPOAYKTH € NMPOTHBOINOKa3aHa
NMpU NauUMEeHTH Ccbe 3axapeH auaber win 6BOpeuHo yBpexaaHe (GFR <60 ml/min/1,73 m2) (Bx.
TOYkH 4.5u 5.1).

- PedppakTtopHa  XHMNOKaJIMEeMHs, XHMIOHATPUEMHS,  XHUIMEPKAJILUMEMHUS MU  CHMNOTOMAaTH4YHa
XHIEPYPHKEMHS.

— Texxka XUnoToHus.

— [Llok (BKJIIOYHUTEIIHO KAPAHOIr€HEH LIOK).

- OOcTpyKLUMS Ha U3X0/1a Ha J1sBa Kamepa (Hanp. XunepTpoguyHa OOCTPYKTHBHA KapIHOMHOIATHS
M BUCOKOCTEINEHHA a0PTHA CTEHO3a).

= XeMOoaHHAMHYHO HecTabuiIHa Chp/levyHa HeJIOCTaTBbYHOCT CJie[l OCTbP MHOKap/AeH HH(apKT.

4.4 CpnenHa/IlHH npeaynpexaeHHs H NpeANna3sHH MEPKH NpPH ynorpeda
be3onacHocTTa U eUKACHOCTTA HA aMJIOJAIMITHH NMPH XHNEPTOHWYHA KPH3a HE Ca YCTAHOBEHH.

[laumeHTH ¢ HaTpUeB- W/ uiau obemeH aeduumnT

ExkcuecMBHA XMMOTOHMS, BKJIFOYHTEHO OPTOCTaTHYHA XHINOTOHHA, ce Habmoaasa npu 1,7% ot

MalMeHTUTE, JIEKYBAHH C MAKCUMAJIHATa /103a aMJI0AMNKH/BajicapTan/xuapoxaoporyasua (10 mg/320

mg/25 mg) cnpsmo 1,8% npu naureHTHTE HA BasicapTaH/Xxuapoxjaoporyasua (320 mg/25 mg), 0,4% |

NpH NauMeHTHTe Ha awnoaunun/Bancaptat (10 mg/320 mg) u 0,2% npu naukeHTuTe Ha 7 ;i T N\

XHAPOXJIOpOoTHa3K/aminoaunuH (25 mg/10 mg) B Xoaa Ha KOHTPOJUPAHO HU3MUTBAHE TMPH nauHEH’fg Q i N \ A\
‘o :

YMEpPEHaA 10 TEXKA, HEYCJ/IOJKHEHA XHITICPTOHHAL.




[Ipu nauueHTH ¢ HATpUEB HW/WIIK oOeMeH AeHLMT, NPUEMALIIH BUCOKH 03H IHYPETHLH € Bb3MOXKHO Ja
Bb3HMKHE CUMITOMATHUYHA XMIIOTOHMUS CJIE/] 3a04YBaHe Ha JieYeHHeTO ¢ ABepakHO. ABepKaHo TpsaOBa
/1a ce npuJiara camo cJiel KOpurupaHe Ha rpelecTBall HaTPHEB W/HWIH 00EMEH 1€(PULIMT.

AKO TpH JiedyeHHe ¢ ABEPKaHO HACTBITH EKCLIECHBHA XMIIOTOHMS, NMAaLHEHTHT TpAOBa na Obae nocraBeH
B JIEFHAJIO TMOJIOYKEHHE U MPH HEOOXOIMMOCT J1a C€ NMPHJIOKH HHTPaBEHO3HA HHQY3UA C QH3HOJOTHYEH

pa3tBop. JledeHHeTo Moxe Aa Obae NPOABLIKEHO ClIe/1 KaTo ce CTabMIM3Mpa apTEPHAIHOTO HajIAraHe.

npOMEHH B CCPYMHHTC CJICKTPOJIHTH

Amaoounun/eancapman/Xuopoxiopomudsuo

B x0/1a Ha KOHTPOJMPAHOTO KIMHHUYHO M3MMTBAHE HA aMJIOMIHH/BaiCapTaH/XHAPOXJIOPOTHA3H MPH
MHOTI'O OT MalMEHTHTE MPOTHBOMNOJIOKHHUTE eeKTH Ha BasicapTad 320 mg U XUAPOXJIOPOTHA3HI 25 mg
BbpPXY HHBAaTa Ha CEPYMHHS KaJIMi NMOYTH C€ HEYTpasIM3upaT B3auMHO. [1pu 1pyru naumeHTH, €AHHUAT
WK ApyrusT ehekT Moxke aa JoMUHKpa. [TepHoauyuHO, Ha NOIXOASAIIN HHTEPBAIH OT BpeMe, TpAOBa /1a
Ce M3cJie/IBaT HHBATa Ha CEPYMHHUTE €JIEKTPOJIMTH C LI€J1 OTKPHBAHE HA Bb3MOXKHH €JICKTPOJIMTHH
HapyLIEHHA.

[lepHoaMuHO H3ClieIBaHE HA HUBATA HA CEPYMHUTE €JIEKTPOJIMTH, MO-CNIELMATHO Ha Kanus, TpsOBa na
ce NMpoBeXK/a Ha onpe/ieJieHH HHTEPBAJIM OT BpeMe C LieJ1 OTKPUBAHE HAa Bb3MOXKHH €JIEKTPOJIMTHH
HapylLeHHs, 0COOEHO NMPH NMaLMEHTH C IPYTH PUCKOBH (PAKTOPH KaTo HapylieHa ObOpeuHa (pyHKLKS,
JIeYEHHE C JIPYTH JIEKApPCTBEHH MPOAYKTH HIIM NpeaxoXk/aallla aHaMHe3a 3a €JIEKTPOJIMTHH HapyLUEHMS.

Bancapman

EnnoBpemenHara ynorpeba ¢ kanueBd 100aBkH, Kalui-CbXpaHABalllM AMYPETHLIM, 3aMECTHUTENIM Ha COJITa,
ChAbPXKAIIM Kaaui, WM APYI'H JIEKAPCTBEHH MPOAYKTH, KOMTO OMXa MOrjM Ja NMoBHMILAT HUBATa Ha KalWH
(XenapHH M T.H.), He ce npenopbuBa. CTORHOCTUTE HA KaJusl TPSOBA CLOTBETHO J1a C€ MOHUTOPUPAT.

Xuodpoxiopomua3uo

JleueHueTo ¢ ABepkaHo TpAOBa 1a ce 3anouHe caMo CJie/l KOpUrupaHe Ha XHIOKaJIMEMHATA U ChITbTCTBALLATA
xunomarHesnemus. THa3HIHUTE AMYPETHLIM MOraT J1a YCKOPAT HOBA NMOSABA HA XUIOKAJIUEMHUs HITH J1a 000CTpAT
npejliecTBalla Xunokainemus. TuazuaHuTe AMypeTiiuy TpAOBa aa ce npuiarar ¢ NOBULLIEHO BHUMAHHE TPpH
NalMeHTH, YHETO ChCTOSIHHE € CBBbP3aHO ChC MOBHUILEHA 3aryba Ha Kalnui, KaTo Hanpumep coJl ryoerm
HedponaTHH WK MPepeHaTHO (KapAHMOreHHO) YBpeKaaHe Ha ObOpeuHaTa GyHKIHSA. AKO 10 BpeMe Ha Tepanus
C XHPOXJIOPOTHA3H/L CE€ Pa3BHE XUNOKATHEMHS, NPUEMBT Ha ABEpKaHO TpsA0OBa j1a ce MpeyCcTaHOBH /10
cTaOMIIHO Bb3CTAaHOBSIBaHE Ha DaslaHca Ha KaJus.

TuasuaHUTE IHYPETHLIA MOraT 1a YCKOPAT HOBA MOSBA HA XHITOHATPHEMHS H XHIIOXJIOPEMHYHA aJ1Ka/103a
WK Ja 000CTpAT npeallecTBalla XxunoHatpuemus. HabnonaBana e XMnoHaTpueMHs, CbNpoBOAEHA OT
HEBPOJIOrHYHA CHMIITOMATHKA (rajieHe, NpOrpecuBHa 1€30pUEHTAlIH, anaThs ). JleueHHeTo ¢
XHPOXJIOpPOTHA3K/IM TpsAOBA J1a ce 3arnoyBa cjie]l KOPUrHpaHe Ha Mpe/llecTBalla XunoHarpuemus. B
cyuail Ha Teka MM Obp30 pa3BHBallla ce XMMOHATPHEMHS 110 BpEME Ha JIEUEHHETO ¢ ABEPKaHO,
neyeHueTo TpsaOBa na Obae cnpsHO A0 HOPMAJIM3MpaHE Ha HUBATa Ha HATPHA.

BCUUKK NalMeHTH, NMPUEMAILLH THA3H/IHH JIMYPETHLIM TPAOBa NEPUOANMYHO 1a ObAaT MpOC/ieIiBaHH 3a
€JIEKTPOJIMTHH HapyllleHUs, 0COOEHO Ha Kajlus, HATPHUs U MarHe3us.

brOpeuHo yBpexkaaHe

Tua3uaHuTE AMYPETHLIM MOTaT J1a YCKOPAT a30TEMHATA NPH MaLMEHTH ¢ XpOHHUYHO OBOpeuHo 3abonsBaHe.
Korato ABepkaHo ce rpuJiara rnpH nauueHTH ¢ 6b0peuHo yBpekaaHe, ce npernopbyBa NepHOAHYHO
npocJie/IsBaHe Ha HUBATa HA CEPYMHHTE €JICKTPOJIMTH (BKJIIOUHTEIHO Ha KaJlusl), KpeaTUHHHA W MMHKOYHaTa
KHCEMHA. ABEPKAHO € MPOTHBOMNOKAa3aH MPH NaLMEHTH C TeXKO ObOpedHO yBpeXKaaHe, aHypHs HITH
MPOBEXAALIM AHan3a (BK. Touka 4.3).

yBpexaaHe (GFR >30 ml/min/1,73 m 2




CrteHo3a Ha ObOpeyHa aprepus

ABepkaHo TpsOBa a ce npuJjara ¢ MNOBULIEHO BHUMAHHE 3a JIEYEHUE HA XMUNEPTOHMS NPH MALHEHTH C
eIHOCTpaHHa WJIK ABYCTPaHHA CTeHO3a Ha OBLOpEeUHHUTE apTEepUU WK NPH CTEHO3a Ha apTepHs Ha
eMHCTBEeH ObOpEK, Thil KaTO NpH TaKMBA MALMEHTH MOXKE J1a Ce MOJIY4YH MOBHIIIABaHE HA ypesaTa B
KPBbBTa U CEPYMHHS KPEaTHHHH.

bbOpeuHa TpaHcnIaHTaLMS
JI0 TO3KM MOMEHT HAMA HATPYIaH OMUT MO OTHOLIEHHe Ha Oe3onacHaTa ynorpeda Ha aMJIOAUITUH/
BaJICAPTAH/XHWAPOXJIOPOTHA3HK/L [PH MALIMEHTH ChC CKOpOLLIHA ObOpeyHa TpaHCIIaHTaLKA.

YepHoapoOHO yBpexkaaHe

Bancapran OCHOBHO ce e ITUMHHHUpA HENMPOMEHEH Ype3 x#IbyKaTa. [ 1oy)KMBOTHT Ha aMJIOJIMIHH €
yIbJKEH, a ctoiHocTHTe HAa AUC ca rmo-BHCOKH NMPH MALMEHTH C HapylleHa YepHoApoOHa QyHKUHA; HE
ca yCTaHOBEHHM MpenopbKH 3a jo3aTa. [Ipy nauMeHTH ¢ JIeKO 10 YMepeHO YepHOAPOOHO yBpexaaHe Oe3
XO0JlIecTa3a MaKCHMaJiHaTa rnpenopbyuBaHa J103a Bajicaprad € 80 mg, cjieaoBaresiHO ABEPKAHO He €
MOJAXO/ALL MPH Ta3u rpyna nauMeHTH (Bx. Toukud 4.2, 4.3 u 5.2).

AHIHOE/IEM

CwoO1aBa ce 3a cjiyyau Ha aHTHOE/1EM, BKJIKOUHUTE/IHO OTOK Ha JlTapUHKCa M IJI0THCA, NPHYHHSBAIIL
OOCTPYKILIMS HA JIMXATEJTHUTE ITbTHLIA H/MJIW OTOK Ha JIMLIETO, YCTHHUTE, (papuHKCa H/HIIH €3HKa NpH
NMaluMeHTH, JIEKYBAHH ¢ BasicapTHaH. HAKOM OT T€3W nalMeHTH ca UMaJii ¥ Nped TOBA aHrHoeIeM, TNpH
JIEYEHHE C JIPYTH JIEKApCTBEHU NpoayKTH, BKIounTe HO ACE uuxuburopu. AsepkaHo TpsOBa aa ce
cnipe He3a0aBHO MPH NaLMEHTHTE, KOMTO MOJy4aT aHTHOEEM W He TpAOBa Ja ce npuJiara OTHOBO.

UHTECTHHAJIEH aHTHOEAEM

3a MHTECTHHAJIEH aHTHOE/IEM ce CbOOLIaBa NPH NALMEHTH, JIEKYBaHH C aHIHOTEH3HH |1 peuenTopHH
AHTarOHUCTH, BKJIIOUHTENTHO BajicapTaH (Bxk. Touka 4.8). Te3u naumeHTH UMaT kopemHa 00JiKa, rajieHe,
noBpblaHe U auapus. CHMITOMHTE OTLLYMSABAT CJ1€/] MpeyCTaHOBABaHE HAa aHrHOTEH3HH |1 peuenTopHuTe
AHTArOHUCTH. AKO C€ JHArHOCTHIIMpa HHTECTHHAJIEH aHTHOeIeM, JIeYEHHETO ¢ BajicapTaH TpsAOBa Ja ce
NpeyCTaHOBH H J1a Ce 3alo4yHe NoAXoAsao HabloAeHHe 10 MMbJIHOTO OTIIYMSBAaHE HA CHMITTOMMTE.

ChbpaeyHa HEIOCTaTLYHOCT W KOpOHapHa 00J1eCT Ha ChPLETO/MOCTMHOKApAEH HHDAPKT

Kato nocneanua or HHXHOMpAHETO HA PEHHH-AHTHOTEH3HH-A/1/1I0CTEPOHOBATA CHCTEMA T1PH
npeapas3nojoKeHH NalMeHTH MOraT Jla Ce O4aKBaT NpoMeHH B ObOpeyHara GpyHkuusd. [IpyH nauueHTH ¢
TeXKa Chbp/IeYHa HEJOCTATbYHOCT, YHATO ObOpeuHa pyHKuMA OM MOrJIa 1a 3aBHCH OT AKTUBHOCTTA Ha
PEeHUH-aHIMOTEH3UH-aN10CTEPOHOBATA CUCTEMA, JieueHHeTo ¢ ACE HHXHOMTOPH W aHTHOTEH3HH
peLenToOpHHU 6JIOKEPH Ce CBBP3Ba C OJIMTYPHS W/WIK NPOrpecHBHA a30TeMHs U (PA/IKO) ¢ ocTpa ObOpeuHa
HeI0CTaTbYHOCT W/ KK cMbPT. [Ton0OHH pe3yaTaTH ca cboOLIeHH 3a BasicapTaH. OlleHKaTa Ha
MaLMEHTHTE ChC ChP/IEYHA HEJIOCTATLYHOCT M WIH NMOCTMHOKApAeH HHAPKT TpsAOBa /1a BKJIFOYBAa BUHATH
ouLeHka Ha ObOpeuyHaTa QyHKLMS.

B nwbarocpouno, ranebo-koHtposrpaHo npoyusave (PRAISE-2) ¢ amnoaunuH npv nauMeHTH Cbe
cupaeuHa HepoctaTbyHocT kaac 11 u IV no NYHA (New York Heart Association Classification), ¢
HEUCXEMHYHA €THOJIOTHS, aMJIOJIMITHH Ce CBbP3Ba ¢ NoBHLLIEH Opoii choOlueHHs 3a 6enoapodeH
OTOK, BBbIIPEKH JIMIICAaTa HA 3HAYMMa pa3/iuKa B YECTOTAaTa Ha BJIOLLIABallla Ce€ ChpAeYHa
HEeI0CTaTbYHOCT B CpaBHEHHE ¢ rJawuedo.

bnokepuTe Ha KaJLMEBUTE KaHAIW, BKJIFOYMTEIHO aMJIOAUITHH, TpsOBa /1a ce M3M0J13BaT C MOBUILEHO
BHHMAaHHe TMPH NaLMEHTH CbC 3aCTOMHA Cbhp/ie4Ha HEJI0CTATbYHOCT, ThH KATO MOrar /ia NOBHLIAT PUCKA
oT ObJIeLIH CHPAEYHO-CHIOBH CHOUTHS U CMBPTHOCT.

Heo0x0aMMO € MOBHILIEHO BHUMAHHE MPH NMALIMEHTH ChC ChpAEYHA HeAOCTATBYHOCT H KOpOHapHa 0oJiecT
Ha CbpLETO, 0cobeHo npu BUcokaTta a03a ABepkaHo 10 mg/320 mg/25 mg, Thil KaTO CHLIECTBYBALLUTE

JAAHHHUTE INPH Ta3H MNaUHCHTCKA MoInyJjaalus ca OrpaHHYCHH. /:/,,. — |
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Anruoten3uH Il peuentopuute 6aokepu (AIIPB) He TpsOBa na ce 3ano4saT no BpeMe Ha OPEMEHHOCT.
OcBeH ako npoab/bkaBaHeTo Ha TepanusaTa ¢ AIIPb ce cuuTa 3a )KU3HEHO BaXKHO, HA MALMEHTKHUTE,
KOMTO IU1aHUpaT J1a 3abpemeHedT, TpssOBa na Ob/ie Ha3HAYEHO AITEPHATHBHO AHTUXHINEPTEH3UBHO
JIeYeHHUE ¢ YCTaHOBEH npodui Ha 6e30onacHoCT 3a ynorpeda no Bpeme Ha OpemeHHOCT. [Ipu
ycTaHOBsiBaHe Ha OpeMeHHoCT ieueHueTo ¢ AIIPb TpsaOBa aa ce npeycraHoBH He3a0aBHO M, ako €
YMECTHO, J1a Ce 3aro4He aJTepHaTHBHA Tepanus (BxkK. ToUkH 4.3 u 4.6).

[IbpBHYEH XHUNEPATA0CTEPOHHUIBM

[lauMeHTH ¢ NbpBHYEH XUNEPANAOCTEPOHH3BM He TpAOBa j1a ObaaT JIeKyBaHH C aHTHOTEH3HH [l
peuenTopHus OJI0Kep BasicapTaH, Thi KaTO TAXHATa PEHHH-AaHTHOTEH3HH-A1IZIOCTEPOHOBA CUCTEMA HE
e aktuBupaHa. [lopaau Ta3u npyuruHa ABEpPKAHO HE C€ MPENnopbYBA MPH Ta3M MOMyJiaLUA.

CucTeMEH JIyMyC EpUTEMAaTo/Iec
CbobulaBa ce, ye THA3UAHUTE AHYPETHULIH, BKIOUUTEHO XHAPOXJIOPOTHA3H/1, MOTaT J1a 0O0OCTPAT HIIH
Jla aKTHBMPAT CUCTEMEH JIYITYC EpHUTEMATO/1EC.

Hpyru MeTabonUTHH HApYLLIEHUS

TnaznanuTe AUypeTHLM, BKIIFOYHTETHO XHAPOXJIOPOTHA3H/1, MOraT Jla HapyLIaT rJIIOKO3HHUA TOJIEPAHC H
/1a NOBUILLIAT CEPYMHHUTE HUBA Ha XOJIECTEPOJI, TPUIJIMLIEPHIN U NMUKOYHA KMceauHa. [1pu naumeHTy ¢
nuadber Moxke 1a € He0OXOMMO KOPHUIMpaHe Ha /103aTa Ha MHCYJIMHA WJIH Ha NEepOpaIHOTO
XHMNOTJIHKEMHYHO CPEJICTBO.

[Topanu XuapoxsIOpOTHA3HAHATA KOMITOHEHTA ABEPKAHO € MPOTHBOMNOKA3aH MPH CHMINITOMAaTHYHA
XHIMEPYPHUKEMHS. XHUIPOXJIOPOTHAZH/I MOXKE J1a MOBHUILIM CEPYMHHUTE HUBA HA MUKOYHATA KMCEIUHA,
Mopaju HaMaJleHUs KJIMPbHC HAa MUKOYHATA KMCEJIMHA U MOXKe 14 TPUUYUHHU UITK 1a 000CTpH
XHNEPYPHKEMHUATA, KAKTO M /1a YCKOPH 1M0ABaTa Ha 110/1arpa npH rnpeapasnosioKeHH MalHeHTH.

Twazuaure HaManaBaT EKCKpEeLMATA Ha KaJILIMiK C ypUHATA U MOTaT /1a MPeAW3BHKAT MPEXOAHO U JIEKO
MOKa4YBaHE Ha CEPYMHHSA KaJILIMM MPH JIMICAaTa HA U3BECTHH HAPYLUEHHUS B KAJILUMEBUS METADOTU3BM.
ABEpPKaHO € MPOTHBOIOKA3EH IPH MALMEHTH C XUINepKaJluueMus U TpaOBa J1a ce npuiara camo ciiel
KOpUMIrdpaHe Ha rnpejluecTsaiina xunepkaiuuemus. [IpyuemMmbT Ha ABepkaHo TpssOBa 1a Obae npekpareH npu
pPa3zBHTHE HA XHITEPKAJILIMEMHS 10 BpeMe Ha JeyeHHeTo. CepyMHHMTE HMUBA Ha KaJlLMs TpaOBa NepHOAHYHO
J1a ce€ NMpOBEPABAT 10 BpEMe Ha JieueHHeTo ¢ THa3uaM. [loguepranara xunepkaiumeMus Moxe aa oObae
0KA3aTe/ICTBO 3a CKPHUT XHNEepnapaTupeouau3pM. [IpyemMbT Ha THA3HAHKM AMYpEeTHLM TpsaOBa 1a Obae
MpeKpaTeH Nnpeau NpoBeXxaaHe Ha W3cjieiBaHUA Ha (PYHKLIMATA HA NapaTUPEOHAHHUTE HKIIE3H.

DOTOYYBCTBHTEIHOCT

CpoOl1aBa ce 3a ciiydad Ha peakuMH Ha () OTOYYBCTBHTETHOCT MPH MPHEM HA THA3W/IHH JHYPETHLH (BXK.
To4ka 4.8). AKO 1o Bpeme Ha JIEYEHHUETO ¢ ABEPKAaHO Bb3HHUKHE peaklMs Ha GOTOYYBCTBUTEIHOCT, CE€
pernopbyYBa CrMpaHe Ha JICHEHHETO. AKO ce CHMTa 3a HEOOXO0AMMO MOBTOPHO IMpUJlaraHe Ha JIHypeTHKa,
ce MnpenopbyBa 3alMTa Ha 0061acTHTE, U3JI0KEHH Ha ClIbHLIE WK u3kycTBeHa UV A cBeTsinHa.

XopounaaneH U3JUB, OCTPa MUOINUA U BTOPUYHA OCTPA 3aKPUTOBLIb/IHA [JIayKOMa
XHAPOXJIOPOTHA3ZUABT € CYJI(POHAMM/L M € CBbP3aH ¢ peakLMs Ha HIHOCHHKPAa3us, BOJeLIA /10
XOPOM/1aJIEH U3JIUB C JIE(PEKT Ha 3PUTEJTHOTO MOJE, OCTPA TPAH3UTOPHA MHOIUS U OCTPa 3aKPUTOBI'bJIHA
rnmaykoma. CUMNTOMMTE BKJIKOYBAT BHE3aIHO HAMAISBaHE HA 3pUTEJIHATA OCTPOTA MK DOJIKa B OUMTE H
00MYaliHO Bb3HUKBAT B pAMKHTE Ha 4acOBE /10 CeIMHULIA cJie/l 3ano4uBaHe Ha JeyeHuero. HenekyBaHara
OCTpa 3aKpUTOBI'bJIHA IJTAyKOMa MOJXKE J1a JI0Be/I€ 10 NepMaHEeHTHa 3aryba Ha 3peHHETO.

[TbpBOHAYAIHOTO JIEYEHHE € 1A Ce MPEKPATH NMPUEMA HA XHAPOXJIOPOTHA3H, KOJKOTO CE€ MOXKE MO-
Obp30. AKO HE C€ MOCTUIHE KOHTPOJ1 BbPXY BbTPEOYHOTO HajAraHe Tpsa0Ba 1a ce UMart npeaBu/1
CBOEBPEMEHHO MEULIMHCKO WJIH XHPYPIryu4HO JieueHHe. PUckoBUTE aKTOpH 3a pa3BUTHE HA OCTpa
3aKPUTOBIbJIHA MJ1TayKOMa MOraT J1a BKJIKOYBAT aHaMHe3a 3a CyJIpoHaMHIHA HITH NEHHLIMTHHOBA ATEPFHA.
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[IpenopbuBa ce NOBHILIEHO BHUMAaHHE, BKJIFOYHTEIHO M0-4€CTO MOHHUTOPHUPAHE HA apTEPHATTHOTO
HaJisraHe, NpU MaUMeHTH B CTapyecKa Bb3pacT, OCOOEHO NMpH NpUlaraHe Ha MaKCHMaJiHaTa J103a
Asepkano 10 mg/320 mg/25 mg, Tbi KaTo AaHHUTE 3a ynotpeda npu Tasu NnalMeHTCKa normnyJaius ca
OrpaHHYEeHH.

JIBoiiHO 6J10KHpaHe Ha pEHWH aHTMOTEH3UH -anjocTepoHoBara cuctema (PAAC)

MUma nanuu, ye enHoBpeMeHHata ynorpeda Ha ACE uHxubutopu, APb Wi aMcKHpeH noBUiliaBa
PUCKA OT XMIOTOHHUSA, XUINEPKAJIHEMHs U HaMaJisiBaHe Ha ObOpeyHaTa QyHKUMSA (BKJIIOYHTENHO OCTpa
ObOpeuna HenocTaTbuHOCT). [Topaau ToBa He ce npenopbyuBa ABOHHO 610kMpaHe Ha PAAC upes
komOuHupaHara ynotpedba Ha ACE unxuduropu, APb uam anuckupen (Bx. Touku 4.5 U 5.1).

AKO ce MpeLeHH, Ye TepanusTa ¢ ABoHHO OnokupaHe e abcomoTHO HeoOXo1MMa, ToBa TpsOBa 1a
cTaBa camo noj HabM0IEHHETO Ha CNIELIHAJIMCT M MPH Y€CTO BHUMATETHO MOHHTOPUpPaHE Ha
ObOpeuHaTa QyHKLHA, e1eKTPOIUTHTE U KpbBHOTO HansraHe. ACE uuxuburopu u APb He TpsaOBa na
Ce M3M0/13BaT €JHOBPEMEHHO MMPH MALMEHTH ¢ AHadeTHa HedpornaTHs.

HemenaHoMeH pak Ha KoXkara

B nBe enuaeMHONOrHYHH NPOyYBaHHUA, OCHOBABALLH C€ HA JIaTCKHA HALIMOHAJIEH PaKOB PErUCTHP, €
Ha0J110/1aBaH MOBMILIEH PUCK OT HemellaHoMeH pak Ha koxara (HMPK) [6a3anHokneTb4eH KapuHHOM
(BKK) u ckBamo3Hoki1eTbueH kapuuHoM (CKK)] npu HapacTBalua eKCro3uiuus Ha KyMyJlaTUBHA 103a
XHApOoXJopoTHa3ua. PoToceHCHOUIU3UpaALLUTE €EeKTH Ha XHAPOXJIOPOTHA3H]L MOTraT Ja A€HCTBAT
KaTo BEpOATEH MEXaHU3bM 3a pazsuTHe Ha HMPK.

[TaumMeHTHTE, NMPpUEMALLIH XHAPOXJIOpOTHa3KH/, TpaOBa a1a 6baaT uHdopmupanu 3a pucka or HMPK u
ChBETBAHM PEJOBHO J1a MPOBEPABAT KOXKATA CH 3a HOBH JIE3WH U He3a0aBHO Ja cboOLIaBaT MpH MosBa Ha
NOA03PUTEIHM KOXKHH Nie3ud. Ha naunenTure TpsabBa aa ce npenopbyaT Bb3MOXKHH IPEBAHTUBHU MEPKH,
KaTO OrpaHUYE€HO W3JlaraHe Ha ClIbHYeBa CBET/IMHA W YJITPABHOJIETOBH JIbYH, a B C/IyHaH HA €KCIMO3HLIMSA,
MOJAXO/IA11a 3alllMTa, 3a 1a Ce CBeJle 10 MUHMMYM PUCKBT OT paK Ha Koxara. [10103pHTe/IHHTE KOXKHH
ne3uu Tpabsa 1a Ob1aT NO0KEHHU Ha He3a0aBHO M3CJie/1BaHE, NMOTEHLUMAIIHO BKJIHOYBALLO XUCTOJIOTMYHH
u3cieaBaHMs Ha OuoncuyHKM Matepuanu. [Ipepasrnexaade Ha ynorpebaTta Ha XHAPOXJIOPOTHA3H/1 MOXKE
/1a ce HAJIOJKH W MPH NaLMeHTH, KouTo ca umanu npeaxoaeH HMPK (Bxk. cbino Touka 4.8).

OcTpa pecriupaTopHa TOKCHYHOCT

Cnen npueM Ha XWAPOXJIOPOTHA3K/1 c€ ChOOLLIABAaT MHOIO PEKH TEXKKH C/y4aH Ha OCTpa pecrnupaTopHa
TOKCHYHOCT, BKJIIOUYHMTETHO OCThp pecnuparopeH auctpec ciHapoM (OPJIC). Cnen npuem Ha
XHAPOXJIOpOTHA3H] OOMKHOBEHO ce pa3BuBa 0es101poOeH OTOK B paMKHTE Ha MUHYTH J10 4YacoBe. B
HAaYaJI0TO CUMITTOMMTE BKJIKOUYBAT AMCITHES, NOBUILIEHA TEMIEpaTypa, BjiollaBaHe Ha benoapoOHara
dyHkuMs ¥ xunotoHus. [Tpu cemHenune 3a OPJIC Tpabea na Obae crnipsH npHeMbT HA ABEPKaHO H J1a ce
MPUJIOKH MOAXOAALLOTO JieueHHe. X UApOXJI0pOTHA3K/L HE TPAOBa Jla ce npujiara rnpH nalMeHTH, KOUTO
npeau ToBa ca nojydasaiu OP/IC ciea npueM Ha XHAPOXJIOPOTHA3HIL.

4.5 B3aumo/ieiicTBHE ¢ IPYTH JIeKAPCTBEHH NMPOAYKTH H APYrH JOpMH Ha B3aHMO/IeHCTBHE
He ca npoBexxaaHu oULMATHH MPOYYBAHUA 32 B3aUMO/ICHCTBHATA HA ABEPKAHO C IPYTH JIeKapCTBEHH
npoaykTu. CiieJoBaTeHO, B Ta3H TOYKA € Npe/cTaBeHa HHPOpMaLIMa €IMHCTBEHO 3a H3BECTHHTE IPH

OTACJIHUTC AKTHBHH BCLICCTBA B3aUMOJICMCTBHA C APYIH JICKApCTBCHH TIPOAYKTH.

BaxxHo e 1a ce uma npeiBU, Ye ABEPKAHO MOXKE 112 3aCHJIH XHUITOTEH3HBHHUTE €(DEKTH Ha IPYTH
AHTUXUNEPTEH3UBHU CPE/CTBA.

He ce npenopbyBa eIHOBPEMEHHO MPUIIOKEHHE.

AMJoaHnHH/ P il
Baacapran/ Lo aias 2,
Xuapoxsopo- [ * [sod 5% \ 2
THA3H/ H3BecTHH EdexkT na B3aHMO1eHCTBHETO € IPYTH “E“#EETPEH%& * 2E p
OTAe/IHH B3aHMOAEHCTBHSA CbC  NPOAYKTH \ 2 \ Ay / Ny
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HCT

KOHLIEHTPALUATA HA JIMTHH B CEpyMa H TOKCHYHOCT TpH
eJHOBpeMeHHO npuiaraHe Ha TUTHH ¢ ACE HHXHOUTOpPH,
aHrMOTE€H3UH Il peuenToOpHU aHTarOHUCTH, BKJIKOYHUTEITHO
BaJicapTaH WJIH THa3WAHU AMYpEeTHLM. TBH KaTo
OBOPEUHMAT KJIMPBHC Ha JIMTUA € HaMaJleH OT THa3HHUTE,
PUCKBT OT JIMTHEBA TOKCHYHOCT € Bb3MOXKHO
AOIMBJIHUTEIIHO Jla C€ INMOBHLIH IPH MNPHEM HA ABEPKHHO.
[Topaam Ta3u npUyKHA ce NpenopbyYBa BHUMATEIHO
NpocjeAsBaHE HA CEpPYMHHUTE HUBATaA Ha JIMTHH TpPH
€JHOBpEeMEHHa yrnoTpeoa.

Bancaprax

Kanuit-cbxpaHsBalilu
AHUYPETHLIH, KaJIHEBH
N100aBKH, 3aMEeCTUTEJTH
Ha COJITa ChAbpXKaLIH
KaJIMK U ApYIrH
BELLlECTBA, KOUTO MOrar
J1a MOBMLLIAT HUBATA HA
KaJIuH

AKO ce cMeTHe 3a HEOOX0JIMMO €IHOBPEMEHHO C
BaJICapTaH Aa ce MpeArMile JIeKapCTBEH NMPOAYKT, KOHTO
MOBJIMSIBA HUBATA HA KAJIMH, CE MPENnopbyBa YeCTO
MOHHUTOPHPAHE Ha IU1a3MEHUTE HUBA HA KaJIUH.

AMJIOAUITUH

['peiindpyT UIH COK OT
rpeHngpyT

He ce npenopbyBa eiHOBpeMeHHaTa ynorpeda Ha
aMJIOIMITHH C rpeHndpyT WK COK OT rpeindpyT, TbH
KaTo MPH HAKOM NalMeHTH OUOHAJIMYHOCTTA Ha
aMJIOJIMITHH MOJKE /1a Ce MOBHUILIM H J1a 10BeJe /10
3aCHJIBAHE HA AHTHUXHMIIEPTEH3UBHUTE €(EKTH.
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M3uckBa ce noBUlLIEHO BHUMaHHE [MMpH CAHOBPEMEHHO INPHJTIOKCHHE

AMJ0aHNHH/

Banacapran/

XHApPOXJIOpO-

THA3H]L HU3BecTHH EdexT HAa B3aHMO1eiCTBHETO C APYIH JIEKAPCTBEHH
OT/€e/IHH B3aHMO/AEHCTBHSA CbC NPOAYKTH

KOMIIOHEHTH  CJI/IHHTE CPeICTBA

AMJIOIMITHH CYP3 A4 unxuburopwu EAHOBPEMEHHOTO NPHIIOKEHHE HA AMJTOJIMITHH ChC

(Hanp. KETOKOHa30.1,
HUTpPaKoHa30J1,
PHUTOHABHP)

cHJIHH WK ymepeHd CYP3 A4 uuxuburopu (nporeasHu
HHXHOUTOPH, a30JIHH NPOTHBOILOHYHH CPE/ICTBA,
MaKPOJIH/IM, KATO EPUTPOMHULINH HJIH KJIapUTPOMMLIHH,
BepanaMM/l MK JWITHA3€eM), MOXKE J1a 10BeJIE J10
3HAYHUMO YBEJIHYBAHE HA €KCIIO3HLIMATA HA AMJIOIHITHH.
KiiMHMyHaTa 3HAYUMOCT Ha T€3H (papMaKOKHHETHYHH
BapHallMH MOXE /1a € M0-U3pa3eHa MpH NMaLHeHTHTE B
cTapyecka Bb3pacT. ToBa MOXKe /1a HAJI0KH KJIHHHYHO
NpocjiesiBaHE H KOPEKLMs Ha J103aTa.

CYP3A4 uHayKTOpH
(AHTHKOHBYJICAHTH
[Hanp. kapbaMa3enuH,
dbeHobapbuTan,
(EeHUTOHH,
$hocHeHUTOUH,
MPUMMJIOH],
pHpaMITHLIHH,
Hypericum perforatum

_|PKBAT KAHTapHOH))

[Ipy €eAHOBPEMEHHO MPHIIOKEHHE HA U3BECTHH
HHAYKTOpH Ha CYP3A4 nnasmMeHaTa KOHLEHTpaLUs Ha
aMJIO/IMITHH MOJKe J1a BapHpa. [lopaau ToBa KpbBHOTO
HaJisiraHe TpsaOBa J1a ce npocie/sBa U 1a ce OOMHCIIH
ajlarnTHpaHe Ha 103aTa KakTo 110 BpEME, TaKa H Clie]l
e/IHOBpeMeHeH npueM, ocodbeHo cbe cuiiHi CYP3A4
MHAYKTOPH (Hanp. pu¢aMiuLmH, )KbJIT KAHTAPHOH ).

CuMBacTaTHH

MHOrokpaTHOTO NpUI0KEHHE Ha amy10AMNHH 10 mg
€/IHOBpPEMEHHO ¢bC cuMBacTaTHH 80 mg rnoBHiLIaBa CbC
77% eKCcrno3uumaTa Ha CHMBACcTaTHH CIPAMO
CaMOCTOATEIHOTO MPHUJIOKEHHE HA CHMBACTATHH.
[IpenopbuBa ce HamaIIBaHe Ha 03aTa HA CHMBACTaTHH
no 20 mg AHEBHO MpPH MaLMEHTHUTE Ha JIEYEHHE C
aMJIOJIMITHH.

Hanrtponen (MHDy3Us)

[Tpu »xuBOTHM ca HaONKOaBaHM JIETAJIHA KAMEpHa
¢ubpuiaums U CbpAEYHO-CHI0B KOJIAINC, CBbP3aHH C
XUIEepKATMEMHS Cle/l NPHIIOKEHHE Ha BepanaMul U
WHTpaBeHO3€eH NaHTpoJieH. [lopanu puck oT
XUIepKaJIMeMHs, Ce NpenopbuBa j1a ce u3bdsaraa
€/IHOBPEMEHHOTO NPUJIOKEHHE ¢ AHTArOHUCTH Ha
KaJILIHeBUTE KaHAIW KaTO aMJIOJIMITHH IMPH MaLHEHTH,
Mpeapasnoj0oKeHH KbM MaJUIrHEHA XUMEPTEPMHUs H MpH
OBJIA/IIBAHE HA MAJIUTHEHA XHITEPTEPMHUS.

ChblecTByBa PUCK OT MNOBHILLIEHH HUBA HA TAKPOJIUMYC

Takponumyc
B KpbBTa, KOrato ce [pujiara €IHOBPEMEHHO ¢
aMJIONMNUH. 3a na ce u30erHe TOKCHYHOCTTA Ha
TAKpPOJIMMYC, TMPHJIOKEHHETO HAa aMJIOJMITHH TpH
MaliMeHT, JIeKyBaH €  TakKpOJIMMYC,  H3HCKBa
npociesBaHe Ha KPbBHUTE HUBA Ha TAKPOJIMMYC H
KOPUIrHpaHe Ha J03aTa Ha TaKpOJIMMYC, KOrato € — .
NOAXOALLO. 2NNV %
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LIMKJIOOKCHIeHa3a-2
HHXHOUTOPH (COX-2
UHXHOUTOPH),
aleTUICAJIMLIMIOBA
Kuce/HHa (>3 g/neH) u
HecenekTuBHu HCBIIC

yrnorpeda Ha aMJIOAMITMH/Ba/ICapTaH/XUAPOXJIOPOTHA3H] H
HCIIBC moxe na nosene

10 BjollaBaHe Ha ObOpeuHaTa GyHKLMS, W NTOBHULLIABAHE
Ha HMBaTa Ha cepyMHHs Kanuii. [Topaau Ta3u npuunHa

ce nmpenopbyYBa MOHUTOpHpaHe Ha ObOpeuHaTa PyHKUHUS
MPpH 3aMOYBAHE HA JICYEHHETO, KAKTO U aJe€KBaTHa
XM/paTalMs Ha NauHeHTa.




Bancapran HUuxuburopu Ha Pesysnrature OT in vitro npoy4BaHe C TbKaH OT YOBELIKH
BITEHK TPaHCIIOpTEpA yepeH Apod nokasea, ye BaJicapTaH € cyocTpar Ha
(pudaMnuULMH, yepHoApoOHHUA bnTeik TpaHcnopTrep OATPIBI u Ha
LIMKJIOCTIOPHH) WJTH yepHoApoOHMS edurykceH TpaHcrioptep MRP2.
eaykcHuUA EAHOBpEMEHHOTO NPHJIOKEHHE C HHXHMOMTOPH Ha
TpaHcnoprep bITEHK TpaHcnoprepa (pudpaMnULUKHH, LUHKIOCTIOPHH)
(pUTOHABHpP) HJIK Ha eJIyKCHUS TpaHCcnopTep (PUTOHABUP) MOXKeE /1a

MOBHIIH CHCTEMHATA €KCIO3HLHMS Ha BaJiCapTaH.
HCT Ankoxon, bapoutypati  EAHOBpEMEHHOTO npujiaraHe Ha THA3HUAHHUTE JHYPETHLIH

HJIH HAPKOTHLH

C BELIECTBA, KOMTO ChLIO HMAT MOHMXKABALL KPbBHOTO
Hansraie edekr (Hanp. upe3 HamassBaHe Ha
aKTMBHOCTTA Ha LIEHTpaJIHaTa HEPBHA CUCTEMA HJIH
JAMpPEKTHa Ba30Mj1aTallks ) MOXKE [a MOTEHUMpa MosBara
Ha OPTOCTATHYHA XHITOTOHMS.

AMaHTaaUH

THH3H,[1HT3, BKJIOYUTECITHO XHAPOXJIOPOTHA3H/l, MOTI'aT /14
MOBHULLAT pUCKA OT HEXKEJIAHH p€aKLHH, IPHYHHCHH OT

dMAaHTaJ/1uH.

AHTHUXOJTMHEPTUYHH
Cpe/CTBa H ApPYrH
JIEKapCTBEHH

[MPOJYKTH, MOBJIHSBALLH
CTOMALIHHUA

MOTHJIUTET

BHOHAJIMYHOCTTA HA THA3HWIHHUTE AUYPETHLIM MOXKE /1a ce
MOBUILUH OT AHTHXOJIMHEPrHYHUTE CPEACTBA (Harp.
aTpoONnuH, OUNepHEeH), BEPOSTHO MOPA/IM HaMA/IIBaAHE Ha
MOTHJINTETA HAa CTOMALLIHO-YPEBHUA TPAKT M 3abaBsiHe Ha
BPEMETO 3a M3rpa3BaHe Ha ctomaxa. OOpaTHO, OuakBa ce
MPOKMHETHYHHUTE BELIIECTBA KATO LIM3apIiM/L 1a MoraT J1a
HaAMaJIAT OMOHAIHYHOCTTA HA THA3HIHHTE IHYPETHLIH.

AHTUAHAOETHH
cpeacTBa (Hamp.
MHCYJIMH U NEPOPAIHH
aHTUAHAOETHH
Cpe/ACTBa)

Tuazuaure Morar a HapyLuaT rIFOKO3HMS TOJIEPaHC.
Moske 1a ce HaJIO)KKM KOpUIrdpaHe Ha J103MTe Ha
aHTUAHAOETHUTE JIEKAPCTBEHH MPOAYKTH.

MetdhopMHH

Met¢opmuH TpsOBa aa ce npueMa ¢ NOBHILEHO
BHUMAHHWE MOpaJH PUCK OT JIaKTaTHA alM/103a,
MHAYUMpaHa OT Bb3MOXKHa PyHKLIMOHaIHA ObOpeyHa

HEAOCTATBbYHOCT, CBbp3aHa C XHIAPOXJIOPOTHA3H/I.

bera-010kepu U
JAMA30KCHI

EAHOBPEMEHHOTO MPHIIOKEHHE HA THA3H/IHH
JANYPETHLIH, BKJIIOYHTEIHO XHAPOXJIOPOTHA3H/L, H
OeTra-0/10KepH MOXKeE /1a NMOBHLIH PHCKA OT
XUNEPriIMKeMHs. THA3UIAHUTE IHYPETHLIH, BKIIIOYHTEIHO
XHAPOXJIOPOTHA3K/1, MOraT /1a MoBULLAT
XMIEPTIIHKEMHYHHSA e(DEeKT Ha IHAa30KCHIL.

LluknocnopuH

E1HOBpEMEHHOTO rNnpujaraHe ¢ LMKJIOCIIOPHH MOXe /J1a
MOBHIIK PHCKA OT XHIEPYPHKEMHSA U YCIIO)KHEHHUS Ha
nojarpara.

LlUTOTOKCHYHH
CpeacTBa

TwazuaHuTe AMYpETHLIM, BKIIIOYHTEITHO
XHJIPOXJIOPOTHA3K/1, MOTaT a HamaaT ObOpeyHara
eKCKpeLMs Ha LIMTOTOKCHYHUTE CpeCTBa (Harp.
uuknogochaMul, METOTpEKCaT) U Aa MOTEHUUpAT
TEXHHTE MHEJIOCYTIPECHBHH €(DEKTH.

JIururajqiucoBHu
FIMKO3HUH

Tunazua-uHayLHpaHa XUITOKAIHEMHS HITH
XUIOMarHe3ueMHMs Morar ia ce U3SBST KaTO HeXeJIaHH
peaKlMH, YJIeCHABAaHKH HAYaJIOTO HA JUIrHTAJIMC-

HHﬂXUHpaHH CbpACYHH ADHTMHH.

Hoauu ko HTPACTHH
BCLUICCTBA

B CﬂyllaH Ha JUHYPCTHK-HHAYLHPAHa HEXHHPHTWJ o ——
b rih Vi
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MOBHILLIEH PUCK OT ocTpa ObOpeyHa HeaoCTaThYy
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HoHoOOMEHHH CMOJTH

AOcopOumsaTa Ha THA3HAHUTE JHYPETHLIH, BKIIOYHTETHO
XHIPOXJIOPOTHA3 K/, C€ HaMaJIfaBa OT XOJIECTPHPAMHH
WJIK XoJiecTunos. ToBa Moxe aa J0Beae 10
cyOTepaneBTUYHU €()EKTH HA THA3HUIHHUTE AUYPETHLIH.
[[punaranero Ha XMAPOXJIOPOTHA3H M HA
HOHOOOMEHHHUTE CMOJIH MOOT/AETHO, TaKa 4e
XHUJPOXJIOPOTHA3HK/ J1a ce npuiara noHe 4 yaca npeau
HJIM 4-6 yaca ciea NpUJIoKEeHHEeTo Ha HOHOOOMEHHAaTa
cMoJ1a, OM HaMaJIHIIO B3aUMO/IEHCTBHUETO.

JlekapcTBeHH
NPOAYKTH, MOBJIMsABALLH
CEPYMHOTO HMBO Ha
KaJius

XHUIMOKATMEMHUYHHUTE e(PEKTH Ha XHUAPOXJIOPOTHA3H/L
Morar Jia Ob1aT NOBHLLEHH MPH CbBMECTHO MPHIIOKEHHE
C KaJIMH-ryOelr AMYPETHLIH, KOPTHKOCTEPOHU/IH,
JIAaKCaTHUBH, aipeHOKOpTHKOTpOoneH XopMOoH (ACTH),
amdoTepULIMH, KapOEHOKCOJIOH, NEeHUUMIUH G U
MPOMU3BO/IHH HA CAJIULIMJIOBATA KUCEJIMHA HITH
AHTHAPUTMHULHU. AKO € HeOOXOAMMO NMPEANUCBAHETO Ha
T€3H JIEKAPCTBEHH MPOAYKTH €IHOBPEMEHHO C
koMOHHauuUsTa

aMJIOIMNUH/ BaJICapTaH/XHAPOXJIOPOTHA3H, CE
penopbYBa MOHUTOPUPAHE HA MJ1a3MEHUTE HHUBA Ha
KaJiusi.

JlekapcTBeHH
MPOJYKTH, MOBIUABALLH
CEPYMHOTO HMBO Ha
HaTpH

X UIMOHATPUEMHUYHUAT €PEeKT HA JUYPETULIMTE MOXE /1A
Ce YCHJIM MPH CbBMECTHO MPHII0KEHHUE C OTpe/ESIEHH
JIeKapCTBEHH TMPOJAYKTH KaTO aHTHAEMPECAHTH,
AHTUIICUXOTHLIM, aHTHENWJIENTHYHU CPEACTBA H Jp.
Heo6Xx0a1uMo € MoBULLIEHO BHUMAHHWE NMPH CbBMECTHO
NPHJIOKEHHE HA TE3H JIEKADCTBEHH MPOAYKTH.

JlekapcTBEHH
[MPOAYKTH, KOUTO
MOraT Ja HHayuupar
torsades de pointes

[Topaan pucka OT XHMOKAJIMEMHUSA XHAPOXJIOPOTHA3H/L
TpsaOBa aa ce npuJiara ¢ NOBHILIEHO BHUMaHHE C
MPOAYKTH, KOUTO MOraT J1a HHAyUMpar torsades de
pointes, no-cneuuaiHo antuaputmuud Knac la n Knac
[11, KAKTO U HAKOH AHTHUIICUXOTHLIM.

JlekapcTBeHHM
[MPOJYKTH, NPHJaraHu
3a JIeYeHHUE HA nmoaarpa

Bb3M0OXKHO € J1a ce HaJI0KH KOPUIrHpaHe Ha /103aTa Ha
YPHUKO3YPHUYHMTE JIEKAPCTBEHU NMPOAYKTH, ThH KaTO

XHAPOXJIOPOTHA3H/ MOXKE /1a NMOKa4H HHBATa Ha

(npobeneuma, cepyMHaTa IMMKO4YHa KHceslMHa. Moxe na e HeoOX0AMMOo

Cy1(pHHNMUPA30H H Jla Ce YBEJIMYHM 103aTa Ha NpoOeHeUn] H

aJ10Iy pHHOI) Cy/1IpHUHNUPA3OH.
E1HOBpEMEHHOTO npuiaraHe Ha THa3UAHH JIHYPETHLIH,
BKJIFOYUTETHO XMAPOXJIOPOTHAZHKL, MOXKE Jia MOBHUILLH
YeCTOTaTa Ha peakKLIHHTE Ha CBPbXYYBCTBHTE/HOCT
CIPSAIMO aJIONMyPHHOII.

MeTuaaona Mma oTaenHu cboOLLIEHHS 3a CJTyYan Ha XEMOJIMTHYHA
aHEeMHS, Bb3HUKHAJ1A MPH €IHOBPEMEHHO IpHJlaraHe Ha
METHJIJIONA W XHAPOXJIOPOTHA3HL

Henenonspusupaium Traszuaure, BKIIOYHTETHO XHAPOXJIOPOTHA3HL,

CKeJIETHO-MYCKYJIHH
pesaKkcaHTH (Harp.

MOTEHUMpPAT AEHCTBUETO HA MPOU3BOJAHHUTE HA Kypape.

TYOOKYypapHH)
Jpyru THa3zuaMTE MOTEHLUPAT AHTHXHIIEPTEH3UBHOTO
AHTHXMIEPTEH3HBHH NeHCTBHE Ha PYTHTE aHTHXHIIEPTEH3UBHH JIEKapCTBA

JICKAPCTBCHH MNPOAYKTH

(Hanp. ryaHeTHHH, MeTHa0Na, 6eTa OJI0KepH, _—

e -

Ba30/MJ1aTaTOPH, OJIOKEPH HA KAJILIMEBUTE KaHAJIH, 1ENH, ,
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[Ipecopuu aMuHM (Hanp. XHAPOXJIOPOTHA3K/ MOXKE /l1a HAMAJIK OTrOBOpPa KbM
HOpaJIpeHAJIUH, NMPecCOPHH AMHHH KaTO HOpajapeHalIuH. KiiIMHHYHaTa
aJipeHaIMH) 3HAYMMOCT Ha TO3U e()eKT € Heomnpe/ie/ieHa U He €
JIOCTaTh4Ha 3a NPEeKpaTABaHe Ha TAXHAaTa ynorpeoa.
Butamun D ¥ kanumeBn  IlpunaraHeTo Ha THa3HAHH JIHYPETHLIH, BKIKOYHTEIHO
COJIH XHPOXJIOPOTHA3U, ¢ BATAaMHH D HJIK C KaJILUEBH COJIH
MOJK€ /Jla MOTEHILMpa NOKAa4YBAHETO HA CEPYMHMSA KaJILIMM.
EaHOBpeMEHHOTO NPHIIOKEHHE C THA3H/AHH IHYPETHLIH
MOJKeE J1a J10Be/1€ 10 XMIEePKAILIMEMHS MPH MaLHEHTH
NMpeapa3nojoXkeHH KbM XHIepKaJILMEMHS (Hanp. nNpH
XHMNEPrapaTHPEOHAN3bM, 3JI0KA4ECTBEHH 3a00/15BaHUs
WM BUTAMHH D-MeauHpaHH CbCTOSIHUA) Ypes
NoBHLUIaBaHe Ha TyOy/iHaTa KajiuueBa peabcopOums.

Hsouno oroxupane na PAAC ¢ APbH, ACE unxubumopu wiu aruckupen

JIaHHM OT KJIMHWYHH NPOYYBAHHUA MOKa3BaT, 4e ABOHHOTO OsiokupaHe Ha PAAC ype3 koMOMHUpaHaTa
ynotpeba Ha ACE uHxuburopu, APb Win alMCKMpeH ce CBbp3Ba C NO-BUCOKA YECTOTA HA HEKETaHH
CBOMUTHSA, KATO HANPUMEP XHUITOTOHMS, XHMNEPKAIHEMHA U HamasisBaHe Ha ObOpeuHaTa QPyHKIMS
(BKJIIOYMTENTHO OcTpa ObOpeuHa HE10CTATBLYHOCT), B CPAaBHEHHWE € yrnoTpedara camo Ha €1HO CPeACTBO,
nenctsailo Bbpxy PAAC (Bx. Toukn 4.3,4.4 u 5.1).

4.6 ®epruanTeT, OPEeMEHHOCT H KbpPMeHe

bpemeHHOCT

Amnoounun

be3onacHoOCTTa Ha aMJIOZIMIMKH MO BpeMe Ha OpEMEHHOCT IMPH XOpa He € ycTaHOBeHa. B npoyuBaHus npu
KUBOTHH, NMPH BUCOKH J103H € HaO101aBaHa penpoAyKTHBHA TOKCHYHOCT (BXK. Touka 5.3). [IpuaoxeHue no
BpemMe Ha OpeMEHHOCT ce MpenopbyYBa caMoO Korato HaMa no-0e3onacHa ajTepHaTiBa U Koraro dosecrra
cama no cede CH HOCH MO-roJisiM PUCK 3a MalKaTa M IJ10/a.

Bancapman

Ynorpebara Ha aHrHoteHsuH Il peuentopuu 6s10kepu (AIIPB) He ce npenopbyBa o BpeMe Ha IMbpBHS
TPUMECTbP Ha OpeMeHHOCcTTa (BXK. To4Ka 4.4). Ynorpedara Ha AIIPb e nporuBonoka3aHa no Bpeme Ha
BTOPHUS U TPETHUS TPUMECTBP OT OpeMeHHOCTTa (BXK. TOUYKH 4.3 U 4.4).

EnuaeMHoI0rudHUTE 1aHHH 3a PUCKa OT TEpaTOreHHOCT ciea ekcrno3uumsa Ha ACE nHxuOuTopu no Bpeme
Ha ITbPBHS TPUMECTHP OT OPEMEHHOCTTA HE BOJAT /10 OKOHYATEJIHH 3aK/Il0ueHHus. Bee nak, jieko
MOBHULIEHHUE HA PUCKA HE MOJXKE J1a Ce M3K/IIOYH. Bbrpeku ue HAMa JaHHH OT KOHTPOJIMPaHH
eMUAEMHOJIOTHYHH MPOYyYBaHUA 3a pUcKa npu aHrdotensuH Il peuentopuure 6sokepu (AIIPb) nonoben
PHCK MO3Ke /1a ChLLUECTBYBA 3a TO3H KJ1aC JIeKapCTBEHH NPOAYKTH. OcBeH ako npoabipkaBaHeTo Ha AlIPb
TEpanusiTa ce CMETHE 3a *H3HEHO BaXKHO, NALMEHTH C IJlaHUupaHa OpeMeHHOCT TpsOBa /1a NnpeMUHAT Ha
AITEPHATHBHO AHTUXHITEPTEH3UBHO JIEYEHHE, KOETO HMA YCTAHOBEH NpogH Ha Oe30MacHOCT INpH
OpeMeHHOCT. AKO ce ycTaHOBH OpeMeHHOoCT, 1eyeHneTo ¢ AIIPB TpsabBa na ce npeycraHoBH He3abaBHO M,
aKo € YMECTHO, J1a Ce 3aloy4yHe aJiITepHaTUBHA TEparus.

Excnosuumsita Ha AIIPB no Bpeme Ha BTOpHUS M TPETHS TPUMECTbP Ha OpEMEHHOCTTa MOXKE Ja 1OBe/IE /10
$heToTOKCHYHOCT (HamaneHHe Ha ObOpeyHaTa PYHKLUMSA, OJIMFOXHAPAMHHOH, 3a0aBeHa ocH(HUKaLIUA Ha
yepena) U HeOHaTa/lHa TOKCHYHOCT (ObOpeuHa He10CTaTbYHOCT, XHITOTOHHS, XHIIEPKaJIHEMHs ) (BK.
Touka 5.3).

B cnyuaii ye ce yctaHoBM ekcno3uims Ha AIIPB ot Bropus TpumectTbp Ha OpeMeHHOCTTa, ce /*"m}; ;
A /
npenopb4YBa npoBepka Ha ObOpeuHaTa PyHKLMSA M Yepena Ha njoaa ype3 yaTpa3ByK. A‘?\ S
it ¥ I N
HosopoaeHu, uniito Maiiku ca npuemanun AlIPb, TpsabBa BHumarenHo aa 6baar HaboaaB _r_gza&} Wl
XUNOTOHHUA (BXkK. TOUkH 4.3 u 4.4). ;'i 2 | T4
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Xuopoxaropomuazuod
Mma orpaHuyeH OnUT OTHOCHO yrnoTpedaTa Ha XUAPOXJIOPOTHA3HA N0 BpeMe Ha OpeMEHHOCT,
ocobeHo npe3 mbpBUs TpUMeCTHP. [TpoyuBaHMATA NMPH KMUBOTHH Ca HEJOCTATbUYHH.

XHAPOXJIOPOTHA3H/L NPEMHHABA Npe3 MnialeHTaTa. Bb3 ocHoBa Ha JapMaKoJIOrH4HHS MEXaHW3bM Ha
NEHCTBHE HA XMAPOXJIOPOTHA3H, yroTpedaTa My Npe3 BTOPUS U TPETHS TPUMECTbP MOXKE /1a HapyLlIH
deroruaueHrapHaTta nepdy3us U aa nosezae 10 GeTaTHu U HeOHATaIHH e()eKTH KaTo KbJITEHHLA,
HapyLIEHHUS Ha €JIEKTPOJIMTHHSA DanaHC U TPOMOOLIMTOTEHHS.

Amaoounun/eancapman/Xuopoxaopomuasud

Jluncea onut ¢ ynorpebara Ha ABepkaHO npy OpeMeHHH. Bb3 OCHOBA Ha CbhILECTBYBALMTE JaHHH OT
MPOYy4YBaHHUA C OTAETHUTE KOMIIOHEHTH, ynorpebara Ha ABEpKaHO He Ce NMpenopb4Ba npe3 nbpBUs
TPUMECTBP OT OPEMEHHOCTTA U € MPOTUBOINOKA3aHa Mpe3 BTOPHS U TPETHA TPUMECTBP OT OPEMEHHOCTTA
(BK. TOUKH 4.3 1 4.4).

KbpMeHe

AMJIOMITHH C€ eKCKpeTUpa B KbpMaTa IpH Xxopa. HYacrra ot 03aTta Ha MaHKaTa, nojiy4eHa OT KbpMaieTo,
€ U34MCJIEHa C HHTEePKBApTHIIEH AWana3oH 3 — 7%, ¢ MakCUMyM 15%. E¢ekTsT Ha aMJIOIHITHH BBPXY
KbpMayeTaTa € Heu3BecTeH. JIuncear JaHHK OTHOCHO ynoTpebaTta Ha BajicapTaH Mo BpeMe Ha KbpMEHE.
XHAPOXJIOPOTHA3H/L C€ EKCKPETHpA B KbpMaTa B MaJIKH KOJIHYeCTBA. BbB BUCOKH 1034 THA3HOHTE
MpeAM3BMKBAT HHTEH3MBHA IMype3a U MOraT Ja NoTHUCHAT 00pa3yBaHETO Ha KbpMaTa. ABEPKaHO He Ce
MpenopbYBa Mo BpeMe Ha KbpMeHe. AKO ABEPKAaHO Ce Mpujara rno BpeMe Ha KbpMeHe, 1031Te TpsadBa J1a
ObJaT KOJIKOTO ce MOXKe Mno-HUCKH. [IpeanounTa ce anTepHaTHBHA Teparnus ¢ YCTAHOBEH NPOdHII Ha
0€30MacHOCT 1o BpeMe Ha KbpMeHe, 0COOEHO NMPH KbPMEHE Ha HOBOPOJIEHH H NMPEKAEBPEMEHHO POJICHH
neua.

DepTHIHUTET
Hsama k1MHHYHK NPOYYBAHHUS OTHOCHO BJIHSAHHETO HA ABEPKAHO BbpPXY (PEpPTHIIMTETA.

Bancapman
BasicapraH Hama HexelaHW eeKTH BbpXY PENpOAYKTHBHATA CIOCOOHOCT HA MBIKKH H )KEHCKH
MNbXOBE NMPH NpueM Ha nepopanHu aAo3m 10 200 mg/kg/nen. Tazu no3a e 6 mbTH MakCHMallHaTa

npenopbUYMTESIHA 103a NPH XOpa, onpeaesieHa Ha ba3a mg/m2 (M34MCJ/IEHUETO € 3a nepopasHa 103a OT
320 mg/neH u 60-KHJI0rpaMoB MAaLHUEHT).

Amnoounun

[Tpy HAKOM NAaLMEHTH, JIeKyBaHH ¢ OJIOKEPH Ha KaJLlHEBHUTE KaHAJIH, ca CboOLIEHH 0OpaTHMH
OMOXHMHUYHH NMPOMEHH B IJITaBUUYKaTa Ha cnepMaro3ouauTe. KIIMHHYHHUTE JaHHH Ca HEJIOCTAaTbYHH 110
OTHOILLIEHHE Ha MOTEHUHATHHA e(EeKT Ha aMJIOAUNHKH BbpXY ¢eprrianTeTa. [Ipu eaHO npoy4BaHe npH
JIbXOBE €4 YCTAHOBEHH HeXeslaHW e(DeKTH BbpXy GepTHIMTETa NMPH MBXKKHUTE (BXK.TOYKA 5.3).

4.7 EdexTH BbpXYy cnocobHOCTTA 32 1oPpHpaHe H padora ¢ MAIIHHH

[TaumMeHTHTE, KOUTO NMpHEeMaT ABepKaHO M WodupaT HiH paboTAT ¢ MallMHK TpsOBa 1a UMAT NPEABHI, Y€
MOHAKOra € Bb3MOXKHO /1a C€ MOABAT yMOpa U 3aManBaHe.

AMJIOIMITHH MOXKE /1a NOBJIKsE B cjaba 10 yMepeHa cTeneH cnocobHocTTa 3a wodHpaHe U padoTa ¢
MallMHHU. AKO MaLMeHTHTe, NpUeMalld ABepKaHo, MoJiyyaT 3amaiBaHe, riaBodosive, ymopa WIH
rajeHe, cnocoOHOCTTa UM Ja pearupaT Moxe /1a Ob/Jie HapyLlIeHa.

4.8 HexesanH JieKAPCTBEHH pPeaKlHH

[TpodunsbT Ha Ge3onacHOCT Ha ABEpPKAHO, MPEACTABEH M0-/10J1y C€ OCHOBaBa Ha KJIMHUYHH _//;’;Nm N
[POy4BaHUs, POBEJEHH C aMJIOMITHH/BAJICAPTAH/XHIPOXJIOPOTHA3H/L U MO3HATUTE MPOQ Il A
Ha 0e30MacHOCT Ha OTAEJIHUTE KOMITIOHEHTH aMJIOJIMITHH, BaJiCapTaH U XH/IPOXJIOPOTHA3HI. /f




O0600611eHue Ha npoduna Ha 6€30MacCHOCT

be3onacHocTTa Ha aMJIOAUITUH/BaJIcCapTaH/XUAPOXJIOPOTHA3H/L € OLIEHEHA NPH HEropaTa MakCHMMasiHa 103a
10 mg/320 mg/25 mg B X01a Ha €1HO KOHTPOJUPAHO KPATKOCPOUYHO (8 ceAMHLIM) KIIMHHUYHO NMPOYUYBAHE C
2 271 nauMeHTH, 582 OT KOMTO nNpHeMaT BajicapTaH B KOMOMHALMA C aMJIOAMITUH H XHUAPOXJIOPOTHA3HAL.
HexenaHure peakuum KaTo UsAa0 ca OUIM JIEKH M NMPEeXOAHH MO XapaKTep U caMO B PEIKH CJIy4aH ca
Hajiarajii nNpeycTaHOBsIBaHe Ha JieyeHHeTo. [To Bpeme Ha TOBa aKTHBHO KOHTPOJIMPAHO KJIMHHYHO
U3MUTBAHE HAW-YECTHUTE MPUUYUHH 3a NPEYCTAHOBABAHE HA JICYEHHUETO C aMJIOAUITHH/
BaJicapTaH/XHApOXJIOpOTHA3K/ ca OUIM 3amasHOCT M XunotoHus (0,7%).

[lo Bpeme Ha 8-ce AMUUYHOTO KOHTPOJIMPAHO KIIMHUYHO NMPOYyYBaHe He ca Habto1aBaHU 3HAYUMH HOBH
HJIH HEOYAaKBaHH HEXKEJIaHH JIEKApPCTBEHH PEeakLMH B CPABHEHHE C U3BECTHHUTE NPH MOHOTEPAIHUs HUITH
KOMOWHHpaHa Teparnus ¢ OTAE/THUTE KOMITOHEHTH.

[lo Bpeme Ha 8-ceAMHYHOTO KOHTPOJIMPAHO KIMHMUYHO NMpoyuBaHe Habl0AaBaHUTE NMPH KOMOMHALIMATA
aMJIO/IMITMH/BAJICAPTaH/XHAPOXJIOPOTHA3K MPOMEHH B J1aDOpaTOpPHUTE MoOKa3aTeu ca OUIu
MHHHMAaJIHH U B CbOTBETCTBHE ¢ (hapMaKOIOrHYHHUA MEXAHU3bM Ha J€HCTBHE HA OTIEJIHUTE
koMroHeHTH. Hanuuuero Ha Bancaprad B TpoliHaTa kOMOMHaUMA oTc1abBa XUNOKATTMEMUYHUSA €(PeKT
Ha XUAPOXJIOPOTHA3HU.

TabnuyeH CrIMChbK Ha HEXKEJITAHUTE PEaKLIMH

CnenBalure He)KenaHW peakUuH, U30poeHH crnopea cucTeMo-opraHiM kiacoe no MedDRA u vectora, ce
OoTHacAT 3a ABepkaHo (amnoaunud/Bancapran/HCT) u nootaenHo 3a amnoaunux, Bajicaprad 1 HCT.
MHoro yectu: >1/10; yectn: >1/100 no <1/10; Heuectu: >1/1 000 no <1/100; peaxu: >1/10 000 no <1/1
000; mHoro peaku: <1/10 000, ¢ Heu3BecTHa YecTOTa (OT HAJIMYHHUTE JaHHHU HE MOXKe aa Objie HanpaBeHa
OLIEHKA).
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MedDRA Hexenanu peakuuu YecToTa
AMJI0aHNHHA/
CHCTEMO- Bascapran/ |Amaoaunun | Bajcapran HCT
HCT,
¢puKcHpaHa
KOMOHHA-
OpraHHH KJacoBe HHS
Heonna3mu - 106p | HemenanomeH pak Ha -- -- -- C
OKa4yeCTBEHH, koxara (0a3anHOKIeTbY€EH HEHU3BECTHA
3/I0KQYeCTBEHU H | KAPLIMHOM H yecToTa
HeonpeaeIeHH CKBAMO3HOKJ/IETbYEH
(BKJI. KHCTH H KapLIUHOM)
MOJIMITH)
Hapylienus Ha ATrpaHyJIOLUMTO3a, KOCTHO- -- -- -- MHuoro
KpbBTa MO3bYHA HEAOCTATHYHOCT pe/KH
numdHara [ToHnxkeH xeMor;100MH H -- -- C --
cUCTEMA X€MaTOKPHT HEU3BECTHA
4yecToTa
X€eMOJIMTHYHA aHEMHS -- -- -- MHoro
PEAKH
JleBkoneHwus -- MHoro -- MHoro
pe/IKH PEKH
HeyTponeHus -- -- C --
HEW3BECTHA
yecToTa
TpombGoumuTonenums, -- MHoro C Penkwu
MOHsIKOra ¢ nypnypa peaKH HEW3BECTHA
4ecToTa
AnnacTHyHa aHEMHUSA -- -- -- C
HEM3BECTHA
yecToTa
HapyuieHus Ha CBpbXYYBCTBUTEIHOCT -- MHoro C MHoro
HUMYHHaTa peaKH HEN3BECTHA PEKH
cUcTeMa yecToTa




Hapyumenus Ha AHOpEKCHS HeuecTtH - -- -
meTabosIM3Ma M XuUnepkajiuueMus HeuecTH -- -- Penku
XPaHEHETO XHUnepriimkeMus -~ MHoro -- Penkwu
peKH
XHUNEPIIUITHAEMHS HeuecTH -- -- --
XHIMEepYypHKEMHS HeuyecTH -- -- YectH
XHIMOXJI0pEMHYHA -- -- -- MHoro
aJIKano3a pe/IKH
XHUnokaJmeMus YecTu -- -- MHoro
YeCTH
XHUnoMarHe3uemus -- -- -- YecTH
XHUINOHATPHEMHSA HeuyecTH -- -- YectH
BnowaBaHe Ha auabera -- -- - Penku
[lcuxuyHm Jlenpecus -- HedectH -- Penku
HapyLUeHHUA HHcoMHMs/HapyLLIEHUS HA HeuecTu HeuectH -- Penku
CbHS
[IpOMEHH B HACTPOEHHETO -- HeuecTn --
OOBpKAHOCT -- Penkwu -- --
Hapyuienus Ha KoopaHHaUMOHHH HeuecTH -- -- --
HEpPBHATA CHCTEMA | HAPYLUEHMS
3aMasiHOCT YectH YecTu -- Penku
[TocTypanHa 3aMasiHOCT, HeuecTtH -- -- --
3aMasHOCT MPH YCHITHE
Jlucreysus HeuectH Heuectn - --
ExcTpanupaMuiHa - C -- --
CUMIITOMATHKA HEH3BECTHA
4yecToTa
["naBobonue YectH Yectn -- Penku
XHUINEPTOHUSA -- MHoro -- --
peaKH
Jleraprus HeuecTH .- -- --
[lapecTe3uu HeuecTH HeuecTn -- Peaku
[lepudepna HeBponaTus, HeuectH MHoro -- -
HEeBpONaTHs peaKH
COMHOJIEHTHOCT Heuectu YectH -- --
CHHKON HeuecTH HeuectH -- --
Tpemop -- HeyecTu -- --
Xunoecresus -- HeuvecTH -~ --
HapylueHus Ha OcTpa 3aKpHUTOBIbJIHA “- -- -- C
OYHUTE rjlaykoma HEHU3BECTHA
4yecToTa
3pHTEJIHH HAPYLIEHHS -- Heuectn -- --
3pHUTEJIHO YBpEKIaHE HeuecTH Heyectu - Penkwu
XO0opoHaaJieH U3JIUB -- -- -- C
HEU3BECTHA
yecToTa
HapylueHus Ha Lym B yiuTe - HeuyecTH -- --
YXOTO H CBeToBBpTEK HeuectH -- HeuectH --
nabUpHHTA
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CbpaeyHu [Tannurauum -- YecTH -- --
HapylleHUS Taxukapaus HeuecTtH -- -- --
ApPHUTMHUH (BKJIKOYHTETHO -- MHoro -- Penkwu
Opaaukapaus, KamepHa PEAKH
TaXHKapaus U NnpeachbpaHO
MBbIK/IEHE )
MuokapaeH HHpapKT -- MHoro -- --
peaKH
CbaoBu [louepBeHsBaHe -- YectH -- --
HapyLIEHHUS XHUITIOTOHHS YectH HeuyectH -- --
OpTrocTaTH4YHa XHITOTOHUS HeuectH -- -- Yectu
Dnedbut, pomOb0IeOUT HevectH -- -- --
Backynur -- MHoro C --
PeKH HEW3BECTHA
4ecToTa
PecnupatopHu, Kamnuvua HeuecTH MHoro HeuecTH --
FPBbAHH H _pelIKH
MEe1MaCTHAJIHH JucnHes HeuecTH Heuectn -- --
HapyllEeHHUs OcTbp pecriupaTopeH -- -- -- MHoro
auctpec cuHapom (OPJIC) peaKH
(Bxk. TOuKa 4.4)
PecnuparopeH aucrpec, -- -- -- MHoro
0€e10/1poOeH OTOK, peaKH
MHEBMOHUT
PUHMUT -- HeuecTH -- --
Bb3najeHo repiio HeuecTH -- -- --
CromatuHo- CromaiueH auckoMdopr, HeuecTH YectH HeuectH Peakwu
YpEBHH 00JIKa B rOpHATa 4acT Ha
HapyLIeHUs KopeMma
Jlow abx HeuecTH -- -- --
[IpomeHu B upeBHarTa -- HeuectH -- --
NepUCTaITHKA
3anek -- -- -- Penku
[ToHM)KEeH aneTuT - -- -- YecTH
Jlnapus HeuecTH HeyecTH -- Peku
Cyxora B ycrara HeuecTH HeuecTH -- --
Jlucnencus YecTH HeudecTu -- --
["acTput -- MHoro - --
pe/IKH
Xuneprulazusi Ha BEHLIMTE -- MHoro -- --
pEaKH
["aneHe HeuectH YecTH -- YecTH
[lankpeatur -- MHoro -- MHoro
peaKH peaKH
[loBpbluaHe HeuecTu HeuvectH -- YectH
HMHTecTHHANIeH aHruoenem -- -- MHOro peaku --
XenaroOunuapuu | OTKJIIOHEHHS B - MHoro C --
HapyLUEeHHUS 4epHOAPOOHHUTE peaku** HEW3BECTHA
(YHKUMOHATHH yecToTa
NoKa3aTe/u, BKJIKOYUTETHO
NMOBHILIABAHE HA CEPYMHHUS
OWIHPYOHH G——
XenaTur - MHoro -- A <\ 247 N
pE/IKH // :;Q‘l PR A\
MurpaxenaraiHa -- MHoro - I;:.f"_: .ﬁ«-*Pe‘ H,‘ L.};
X0J1eCTasa, XXbJITEHHLA peaKH | = ey _:é | = |
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HapyiieHnus Ha Anoneuus -- HeuectH --
Ko»KarTa AHruoeaem -- MHoro C --
0/IKOXKHATa peKH HEW3BECTHA
TbKaH yecToTa
bynosen nepmarur -- -- C --
HEHU3BECTHA
yecToTa
Peakuuu, HanoaoOsBaLm -- -- -- Muoro
KOYKEH JIynyc peiKH
epuTeMarojiec,
peaKTHBHpPAHE Ha KOXKEH
JIyIyC €pUTEMATo/1eC
Epurema myntudopme -- MHoro -- C
peaKH HEW3BECTHA
YyecToTa
Ex3aHTem -- HeyecTH -- -
XHIepxuaposa HeuectH Heyectn -- --
Peakiinu Ha -- MHoro -- Penkwu
CBPbXUYYBCTBHUTEJHOCT* peAKH
[Ipypuryc HeuecTtH HeuecTH C --
HEW3BECTHA
4yecToTa
[Iypriypa -- HeuecTu -- Rare
O6pus -- HeuecTu C Yectu
HEW3BECTHA
4yecToTa
Obe3LBeTsBaHe Ha KOXKaTa -- HeuectH - --
Yprukapus u apyru -- MHoro -- YectH
BH/10B€ OOpHB peaKH
HekpoTu3supall BaCKyJIMT U -- C -- MHoro
TOKCHYHA enuepmaiHa HEU3BECTHA peJIKu
HEKpOJIK3a YyecToTa
ExkcdonnaTuseH nepmatur -- MHuoro -- --
peaKH
CuHapom Ha Stevens- -- MHoro -- --
Johnson pEJKH
Enxem Ha Quincke -- MHoro -- --
peaKH
Hapyuienus Ha Aprpanrus -- HeuecTu -- --
MYCKYJTHO- bonku B repba HeuecTH Heuectu - e
CKeJleTHaTa OTOK Ha CTaBHUTE HeuecTtH -- -- --
CUCTEMA H MyCKyJIHH cra3mu HeuecTu HeuectH -- C
CbE/IMHUTEIHATA HEU3BECTHA
TbKaH yecToTa
MyckyiHa caaboct HeuectH -- -- -~
Muasrus HeuecTH HeuectH C --
HEW3BECTHA
yecToTa
bosiku B KpaHHHLIUTE HeuecTH -- -- --
OTOK Ha riie3eHMuTe - Yectu -- --
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Hapywienus Ha [loBHILIEH KpEATHHHUH B HeuecTH -- C --
OBOpeuunTe U KpbBTa HEU3BECTHA
[MUKOYHUTE yecToTa
MbTHLLA MHKLUHOHHH HApYLICHHS HeuyecTH
HukTypus -- HeuecTu -- --
[lonakuypus YectH HeuectH
bbOpeuHa auchyHKLMA -- -- -- C
HEHU3BECTHA
4eCcTOTa
Octpa 6bOpeuHa HeuectH -- -- C
HEAOCTAThYHOCT HEHU3BECTHA
YeCTOoTa
bbOpeyHa HexOCTATHYHOCT -- -- C Penkwu
U YBpeXK/J1aHe HEU3BECTHA
4ecToTa
HapylwuieHus Ha MMDOTEHTHOCT Heuectu HeuectH -- Yectu
Bb3npou3BoauTen | | uHeKoMacTus Heuectu -- --
HaTa CUCTEMA M
rbp/ara
OO0 HapylwieHus | AGa3us, HapylUEeHHUs B HeuectH -- -- --
H eeKTH Ha MOX0/1KaTa
MSICTOTO Ha AcCTeHHUA HeuectH HeuectH -- &
MPHI0XKEHHE HEHU3BECTHA
4ecTOoTa
Jluckomdopr, HeuecTH Heuectn -- --
HEpa3IoJIOKEHHE
Ymopa YectH Yectu HeuecTH --
bonka B repaure, KOATO He HeuectH HeuectH -- --
€ CBbP3aHa CbC CbPLETO
OTOK YecTH YectH -- --
bosnka -- HeuecTH -- --
[Iupekcus -- -- -- &
HEU3BECTHA
4YeCTOTA
U3cnenBaHus [loBMIUIaBaHE HA JIMNUANTE -- MHoro
YECTH
[loBuinaBaHe Ha ypesiTa B HeuectH -- -- --
KpbBTa
[ToBuILaBaHe Ha HeuectH - --
MMKOYHATa KUCEJIUHA B
KpbBTa
[ 1I0K03ypHs Penku
[ loHM)KEH KaJIMH B KpbBTA HeuectH -- -- -=
[ToBulIEH Kanuii B KpbBTA - - C --
HEW3BECTHA
4yecToTa
Hannasane Ha Terso HeuectH HeuyectH -- --
CnanaHe Ha TerJio - HeuectH -- --
. Buxre Touka 4.4 “DOTOYYBCTBUTETHOCT
**  Haii-uecTo cBBp3aHO C Xonecrasa
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Onucanue Ha U30paHU HEXKENaHW peaKLuy

HemenanomeH pak Ha Ko»KaTa: Bb3 OCHOBA Ha HAJIMYHHUTE JIAHHH OT EMHAEMHOJIONMYHH NPOYYBaHHA €
Ha0J110/1aBaHa 3aBUCHMA OT KyMYJIaTHBHATA 71032 Bpb3ka Mexay xuapoxyopornazua 1 HMPK (Bix.
Chbio TOYKH 4.4 1 5.1).

CphobuiaBaHe Ha 1MoJI03MPaHU HEXKEIAHH pPeaKLUu

CpoOiuaBaHeTo Ha NoIO3HPaHH HEXKEJIAHW PeaKLMK clie/l pa3peluaBaHe 3a ynorpeda Ha JIEKapCTBEHHS
MPOAYKT € BakHO. ToBa no3BoJisiBa Jla Npoab/DKH Ha0/1I0IEeHHETO Ha ChOTHOLLIEHHETO M0J13a/PHCK 3a
jiekapcTBeHUs NpoAyKT. OT MEAMLIMHCKHTE CMIELIMA/IMCTH C€ M3UCKBA /1a choOlIlaBaT BCsKa
MOA03HpaHa HeXKeJlaHa peaKLUs Yypes:

M3nbaHUTEIHA areHLMs 110 JieKapcTBaTa

yi. ,,JlamsH ['pyes™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaitT: www.bda.bg

4.9 Ilpenosupane

CuMnTOMH

Hsima onuT cbe cliyyan Ha npeao3upaHe ¢ ABepkaHo. [ TaBHUAT CHMITOM Ha NpeJlo3upaHe ¢ BajacapTaH
BEPOATHO € U3pa3eHa XMNOTOHHA U 3aMasHocT. [Ipe1o3upaHeTo ¢ aMIOIMITMH MOJXKE /1a I0Be/1e 110
eKcTpeMHa nepudepHa Ba3oauMIaTalus U BeposaTHO pediekcHa Taxukapausa. Mma cbo0lueHus 3a ciyyau
Ha W3pa3eHa W MOTEHLMATHO MPOJIOHTHPaHa CHCTEMHA XHITOTOHHS, BKIIOUMTEIHO LIOK € (haTajieH W3X0/
[MPHU Npe103UpaHe C AMJIOAMUITHH.

Psnko ce choOuiaBa 3a HekapauoreHeH 6enoapobeH OTOK KaTo nocjeauna oT rnpeio3upaHe ¢ aMmJI0AMITHH,
KOMTO MO3Ke /1a ce MpOosBH Che 3a6aBeHO Havaso (24-48 yaca ciea NONIbLLIAHETO) U H3UCKBA
BEHTHJIATOPHA NMOUIPBHKKA. PaHHHTE peaHMMallMOHHU MEPKH (BKJIFOUYHTEIHO (iryH/IHa Tepanus) 3a
MoIbpxKaHe Ha nepdy3usaTa U CbpAeUHUs A€OMT MoraT J1a ObaaT 3Ha4MMH (PAaKTOPH.

JleyeHue

Amnoounun/eancapman/xuopoxiopomuasuo

Ki1uMHH4YHO 3HaUMMaTa XMIOTOHHMS NMOpPaaX Npeao3upaHe Ha ABEpPKaHO H3HMCKBA aKTHBHA CbP/A€YHO-CBH/10Ba
peaHHMall1s, BKJIIOYBALIA Y4eCTO MOHHTOPHPaHE Ha CbhpAeYHaTa H AuXaTe/iHa PyHKIHs, MOBAUIraHe Ha
KpaWHULUTE H BHHMaHHE M0 OTHOLLIEHHE Ha LIMPKYJ1aTOpHHA 00eM W auype3arta. [IpuioxkeHneTo Ha
Ba30KOHCTPHKTOP MOXKE /1a € OT 0JI3a 3a Bb3CTaHOBsIBAHE Ha ChJIOBHS TOHYC H apTEpHAJIHOTO HaJlraHe, B
cJlydad ye HAMa NMPOTHBOMNOKAa3aHMs 3a NMPUI0KEHHETO My. MHTPAaBEHO3HOTO NMPHIIOKEHHE HA KAJILIMEB
FIFOKOHAT MOXKE J1a € OT 110/13a 3a npeojo/isBaHe Ha epekta ot 0Ji0KajaTa Ha KaJlLIMEBUTE KaHAJH.

Amnoounun

AKO NPOAYKTHT € MOrbJIHAT HACKOPO MOrar jJia ce o0CHKAaT CTUMYJIMpaHe Ha MOBPbLIAHETO HITH
cTOMallHa rnpomMuBkKa. [Tpuiio)keHHMeTO Ha aKTUBEH BbIJIEH TMPH 3paBH J0OPOBOJILIK HEMOCPEACTBEHO U
110 /1BA Yaca cjie/l NorIblIAaHeTO Ha aMJIOAMITHH 3Ha4UMMO HamansBa abcopOuusaTa Ha MpoOayKTa.
AMJIOAMITUH HE MOJKe J1a ObJle OTCTPAHEH Ype3 XeMO/1HaJI13a.

Bancapman
Bancapran He Moxke f1a Objie OTCTpaHEH Ype3 XeMO/Halin3a.

Xuopoxaopomua3zuo

[Ipeno3upaHeTo ¢ XMAPOXJIOPOTHA3H/ € CBBP3aHO ChC 3aryda Ha eJIEKTPOJIHTH (XHIIO
XHITOXJIOPEMHS) H XHIMOBOJIEMHS B pe3yJ/ITaT Ha eKCLeCHBHATA auype3a. Hai-uecTur /n |
CHMINTOMM Ha IpeI03upaHe ca rajieHe H CbHJIMBOCT. XHUIMOKAJIHEMHUATA MOXKE 11a Mpe HGBHE v R
MYCKYJIHH CMa3MH W/HJIM U3pa3eHa Cbp/ieYHa apUTMHS, CBbp3aHa ¢ €JHOBpEMEHHATA | HOTpeGa Ha- «’, : /]
JIUTMTAJTUCOBH TVIMKO3M/IM HJTH ONpPE/IC/IEHH aHTHAPUTMHUYHH JIEKApPCTBEHH MPOAYKTH. - A />
He e ycTaHOBeHa cTeneHTa Ha OYHCTBAHE HA XHAPOXJIOPOTHA3H/L IPH XEMOIHAIM3A. i i\
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5. ®APMAKOJIOT'HYHHU CBOUCTBA

S.1 ®apmakoaHHAMHYHH CBOHCTBA

(MapmakoTtepaneBTHyHa rpyna: CpeacrTBara, 1€HCTBalH BbPXY PEHUH-aHTHOTEH3HHOBATa CHCTEMA,
aHruoteHsuH Il peuentopuu 6nokepu, Apyru komOuHauuu, ATC koa: CO9DXOI.

MexaHHu3bM Ha 1IEHCTBHE

ABEpKaHO € KOMOMHALMUA OT TPH AHTHUXMITIEPTEH3UBHHU CBCTABKH C JIOMBJIBALL CE MEXAHU3BM HA KOHTPO!JI
Ha apTepPHAITHOTO HAJIAraHe MPH NAalMEeHTH ¢ €CEHLIMAIHA XUIIEPTOHUSA: aMJIOJIMITHH NPHHALIIEKH KbM
KJlaca Ha KaJlllieBUTe aHTArOHKWCTH, BaJiIcCapTaH KbM KJlaca Ha aHruoteHsuH Il peuentopHure OJioKepH,

a XHApPOXJIOPOTHA3H KbM KJlaca Ha THa3MAHUTE AWYypeTHUM. KoMOMHaLMATa HA T€3H CbCTABKH

HMa aIMTUBEH AHTHXHNEPTEH3UBEH €(PEKT.

AMI0AWNKH/BaJICAPTAH/XHAPOXJIOPOTHAZHA

Knunuuna edpuxacnocm u bezonacnocm

AMJIOIMITHH/BaJICapTaH/XHIPOXJIOPOTHA3HK/1 € U3MTUTBAH B JIBOWHO-CJIATNO, AKTHBHO KOHTPOJIHPAHO
[MPOYYBaHE MPH MAUMUEHTH ¢ XUNEepTOHHUA. OO0 2 271 nauMeHTH C yMEpeHa /10 TeKKa XUIePTOHHA
(CpeAHOTO M3XO/IHO CUCTOJIHO/AUACTOJIHO apTepHaiHO Hansirade € 6uno 170/107 mmHg) ca nekyBaHu ¢
ams10AMnuH/Bancaprad/xuapoxaoporuazua 10 mg/320 mg/25 mg, Bajncapran/XuapoxjaopoTHasHu

320 mg/25 mg, amnoaunux/Bancaptad 10 mg/320 mg wau xuapoxyaoporHasua/amaoaunui 25 mg/10 mg.
B Hayas10TO Ha MPOYYBAHETO HA MALMEHTHTE Ca HA3HAYEHH MO-HUCKH J103H OT MPEANHCAHHTE UM
TepaneBTHYHH KOMOMHALIMM U BIOCJIEICTBHE Ha 2 CEAMHLIA Ca THTPHPAHH 10 MbJIHUTE UM

TepaneBTHYHH J103H.

Ha 8 ceamMuua cpeIHOTO NOHMXKABaHE Ha CUCTOJTHOTO/AMACTOJIHOTO ApTEPHAITHO HAJIATAHE €

39,7/24,7 mmHg ¢ amnoaunuu/Bancapran/xuapoxiaoporuasua, 32,0/19,7 mmHg ¢
BasicapTaH/xuapoxaoporuasua 33,5/21,5 mmHg ¢ amnoaunuu/Bancaprad v 31,5/19,5 mmHg ¢
amioaunuH/xuapoxnoporuasua. TpoiHaTa KOMOMHALKMS NMPEBBL3X0XKAA CTATUCTHYECKH 3HAYUMO BCsKa
€Ha OT TPUTE JABOWHH KOMOMHALIMK B MOHHKABAHETO HA JHACTOJIHOTO U CUCTOJIHOTO apTEPHAIIHO
Hanarade. [ToHWkaBaHEeTO HA CUCTOJIHOTO//IMACTOIHOTO apTEPHAITHO HajliraHe ¢ GUKCHpaHa KOMOWHaLKUs
aMJIOAMITHH/BancapTaH/Xuapoxiaoporuasua e ¢ 7,6/5,0 mmHg no-roasiMo, 0TKOJIKOTO ¢ BajsicapTaH/
XHAPOXJIOpOTHA3K, ¢ 6,2/3,3 mmHg no-ronsmo, 0OTKOJKOTO ¢ amyioaunuH/Basicaprad M ¢ 8,2/5,3 mmHg
MO-roJiIMO, OTKOJIKOTO € aMJIOJAMMHH/XUAPOXJI0poTHa3H1. ONTHMATHHUAT aHTHXHINEPTEH3HBEH e(EKT ce
nocTura cjiea 2 CeAMMYEH MpUeM Ha MaKCHMMaJlHaTa J103a aMJIO/IMITMH/BaJicapTaH/XHApOXJI0pPOTHA3HIL.
CTaTHCTHYECKH NO-TOJIAM MPOLEHT MAUMUEHTH NMOCTHUIaT KOHTPOJI BbPXY apTepHaAJIHOTO CH HajsAraHe
(<140/90 mmHg) ¢ amnoaunuu/Bancapran/xuapoxyopotrHasui (71%) B cpaBHEHHE € BCSKa €/1Ha OT TPUTE
NBOHHU KOMOHWHaLuH (45-54%) (p<0,0001).

B noarpyna ot 283 nauueHTH, aHanu3 GOKycHpaH BbpXy aMOyJJaTOPHOTO MOHHTOPHpPaHe Ha
apTEepHATHOTO HajIsiraHe, NoKa3Ba KJIMHMYHO W CTATUCTHYECKH MO-TOJIsMO MOHW)KEHHE Ha 24-4aCcOBOTO
CHCTOJIHO M IMACTOJIHO apTepHaAIHO HAJISraHe, MpU JeHeHHUE ¢ TpoiHaTa KOMOMHALIUSA CIIPAMO
BaJICApTaH/XHPOXJIOPOTHA3H, BajicCapTaH/aMJIOAUITHH U XHIPOXJIOPOTHA3H,/aMJIOIMTTHH.

AMJIOJUITHH

Mexanuzvm Ha Oelicmeue

AMJIOJIMIIHH, KOMTO BJIW3a B CbCTaBa Ha ABepKaHO, HHXHOHpa TpaHCMEMOPaHHOTO HaBJIM3aHE Ha
KaJILIMEBH HOHHU B CHPAECHHHUTE U CHAOBUTE I1a/IKU MYCKYJIH. AHTUXUINIEPTEH3UBHOTO JIEHCTBHE Ha
aMJIOJIMITHH C€ [b/DKH Ha IMPEKTHHUS peslakchpalll epeKT BbpPXY ChAOBHTE I1a/IKH MYCKYJIH, KOCTOBOH -

210 HaMaJISiBaHE HA CbAOBOTO CBHITIPOTHBJIEHHE W OTTAM HAa apTEPHAIHOTO HaJIAraHe. 720\ \\ ULV )
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DapmarkoounamuuHu eghexmu

ExkcnepyuMeHTaNHM 1aHHU MOKA3BaT, Y€ aMJIOJIMITUH CE€ CBbP3Ba H C IMXHAPONHPHIHHOBHTE H C
HeAUXUAPONUPUIHMHOBUTE MeCTa 3a cBbp3BaHe. [Ipouecure Ha cbkpallleHHe Ha ChbpAEeYHHSA MYCKY
M Ha CbAOBHUTE IN1aJ1KH MYCKYJIM Ca 3aBUCHMH OT MPHABHKBAHETO HA W3BbHKJIETbYHHTE KaJILIMEBH
HOHM B KJIETKMTE Ha MYCKYJIUTE Nnpe3 cneuudpHuHi HOHHH KaHa14eTa.

anHO)KEHHETO Ha TE€parncBTH4Ha 103a aMJIOAHUIHH MPH MAalHEHTH C XHINEPTOHHA CE MOCJIC/1Ba OT
Ba3oJIHJ1aTalludA, KOATO BOJIH 10 HAMAJIABAHC HA APTEPHAJIHOTO HAJIAraHe B JIEFHAJIO H B H3IIPABCHO
MNOJIOIKCHHCE. an XPOHHYHa ynoTpeﬁa TOBA NMNOHHXABAHEC HA APTEPHATHOTO HAJIAIaHE HE CC
CbIBTCTBA OT 3HAYUMH INPOMEHH B ChbpacHHaATaA YECTOTA HJIH MJIa3BMEHHTE HHBA HA KATEXOJIAMHHHTE.

[11a3MeHHTe KOHLIEHTPALIMK KOpeupaT ¢ eeKTa, KakTo Mpy MJ1a/l4, Taka U NPH NMaLUHEHTH B
CTapyecka Bb3pacT.

[Tpu xunepToHUUM ¢ HOpMaiHa ObOpeuHa pyHKLMSA, TepaneBTHYHUTE J03H aMJIOAUITHH BOJST
210 HamaJisiBaHe Ha ObOPEYHOTO CHAOBO CHITPOTUBJIEHHE M YBEJIMYABAHE Ha IJIOMEpYJIHATA
¢untpaums, u epekTuBHUA ObOpeUeH KPLBOTOK, 0€3 1a MpOMEHAT (UATpaLlMOHHATA (PpaKLKUs
HJIK MPOTEHHYPHATA.

KakTo v npu apyrure 6/10kepH Ha KaJlllHEBUTE KaHAIW, XeMOJAMHAMHYHHTE W3MEPBaHHUA Ha
cbpjeyHaTa GYHKLMSA B TOKOH U NMPH HATOBApBaHe (MJIH XOJEHE) MPH MALMKEHTH C HOpMaJIHa
(YHKLIMA HA KAMEPHUTE, JIEKYBAHH C aMJIOJMITHH, KaTO LAJI0 MOKAa3BaT JIEKO MOKa4YBaHe Ha
CbpJEYHHUS HHJEKC 0e3 3Hauumo noiuaBaHe Ha dP/dt, uiu Ha 1eBOKaMEpPHOTO W IHACTOJIHOTO
HaJisraHe WM ooeM. B npoyuBaHus 3a XeMOJIMHAMMKA, aMJIOJUITUH HE C€ CBbP3Ba C HEraTUBEH
HHOTpONeH eeKT, KOraro ce npujara B rpaHULIMTE HA TEPANEBTHYHHTE 103H MPH 3/IpaBH
)KMBOTHHM M XOpa, JIOPH KOraTo Mnpu Xopa ce npusara eIHOBpeMeHHO ¢ 0eTa-0J10KepH.

[Tpu 3apaBH XOpa U )KHBOTHH aMJIOJIMITHH HE MPOMEHS CHHOATPHA/IHaTa HOJA/IHA QYHKLIMSA H
aTPUOBEHTPHKYJIAPHOTO MpoBeXkaaHe. B KIMHWYHK NpOyYBaHHs, B KOUTO aMJIOJIMITHH €
npuiarad B KoMOMHaUMs ¢ 6eTa-010KepH Ha NALMEHTH C XMITEPTOHUA WJIM CTEHOKapAus, He ca
Ha0J1l01aBaHK HeXeJlaHW e()eKTH CIpSAMO NapaMeTPUTE Ha eJIeKTpOoKapaAHorpamara.

AMJIOJIMITHH € MPOYYBaH IMPH MaLMEHTH C XpOHHYHA cTaOWIHA CTEHOKapAUs, Ba30CNacTHYHA
CTEHOKAp/AHA MU aHrHOrpa)CKH JOKYMEHTHPaHO 3a00sisBaHe Ha KOPOHAPHHUTE Ch/10BE.

Kaunuuna egpuxacnocm u 6ezonacnocm

Vnompeba npu nayuenmu ¢ xunepmonus

PangoMu3upaHo ABOHHOCIANO npoyuBaHe 3a 3aboneBaeMocT U cMbpTHOCT ALLHAT
(AHTHXHIIEPTEH3UBHO H JIMMTUAOMNOHHKABALLO JIEYEHHE 3a NPOPHIAKTHKA HA Cbhp/ICUEH
npuctbn) (Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e
MPOBEAEHO C LieJ1 CpaBHABAHE HA HOBUTE Tepanuu: amyIoAMNuH 2,5-10 mg/aeH (Kajauues
aHTaroHucT) Win ausuHonpui 10-40 mg/neH (ACE wHXHOUTOpP) € THA3UAHHUA Y PETHK
xjoptaquaoH 12,5-25 mg/neH Karo jedeHue OT MbpBa JIMHHUA MPH MALMEHTH C JIEKa /10 yMEpeHa
XHIMEPTOHMS.

O6110 33 357 nauMeHTH ¢ XMUNEPTOHHUS Ha Bb3PacT 55 roJIMHU ¥ noBeye ca OWIH paHIOMH3HPAHH H
npocieneHu 3a cpeaHo 4,9 roaunu. [launMeHTHTE ca HMaJIK NOHE €/IHH JIOMTbJIHUTEIEH PUCKOB (aKTop
3a KOPOHAapHa 60JIECT HAa ChPLETO, BKJIKOYUTEIHO MPeALLECTBALl MUOKApAeH HH(APKT WK HHCYAT (=6
Mecella NMpev BKJIIOUYBAHE B MPOYUYBAHETO) WJIM I0KA3aHO IPYro aTepOCKIEPOTHYHO ChP/IE€YHO-
cba0BO 3abonsBaHe (Haa 51,5%), 3axapeH auabet tin 2 (36,1%), TMNONPOTEHHH C BUCOKA IUTBT

[TbpBHuHaTa KpaiiHa TOUuKa € OMJla ChCTaBeH Mnokasares OT (aTtajeH KOPOHApEH HHLIMAEH
-

¢aranen muokapaeH uHdapkt. He ca HaGi01aBaHU 3HAYUMH pa3/IHYHA MO OTHOLIEHHE HA = |
o

g \ i
MbPBMYHATA KpaHHa TOYKA MEK/y TEpAMnusiTa C aMJIOIMITHH K TEPANUATa ¢ XJIOPTATHIOH: |\ =, \ L= & ; 1
koeduuueHT Ha puck 0,98 95% CI (0,90-1,07) p=0,65. Ilpx BTOpHUHHTE KPaAHHH TOYKH, qecrO'IaTa Ha - \E\?{‘“

Chp/I€YHa HEJOCTATbYHOCT (KOMIMOHEHT Ha ChCTaBHaTa KOMOMHHUpaHa Cbp/1€YHO-CHA0BA Kpauﬂa ATAPWS * _~
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TOYKa) € OMa CHrHU(PMKAHTHO NO-BMCOKA B IrpynaTta Ha aMJI0JAMITMH, OTKOJIKOTO B rpynara Ha
xnopranuaoH (10,2% cnpsamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bbnpeku TOBa, He ce
HaO/110/1aBaT 3HAYMMH Pa3/IHYUA MO OTHOLLIEHHE Ha o0LaTa CMBPTHOCT MEX/1y Irpyrara Ha Teparius ¢
aMJIO/IMITHH W Ta3H Ha Tepanus ¢ xJjoptaiuaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

Bancapran

Mexanuszvm na oeucmeue

BancapraH e nepopa/iHO akTHBEH, MOLIEH W crielMduyeH anrnoteHsuH Il peuentopen 6okep. Toi
Bb3E€HCTBA CEJIEKTUBHO BbPXY AT peLlenTOpHHs NMOATHIL, KOHTO € OTFOBOPEH 3a MO3HATHUTE
Bb3ACHCTBUS HA AHTHOTEH3HH 1.

Knunuuna ecpuxacnocm u b6ezonacnocm

[TpunoskeHHeTO Ha BaJicapTaH NpH NaLMEHTH ¢ XUINIEPTOHHS BOJIM J10 NOHH)KABaHE Ha
apTepHaJIHOTO HajsAraHe 0e3 MOBIMABAHE HA ITyJICOBATA YECTOTA.

[Ipy noBe4yeTo NaLUMEHTH, clell €AHOKPATEH NEPOPAJIEH MPHEM, HAYAIIOTO HA AHTHXHIIEPTEH3UBHOTO
JIEUCTBHE € B paMKHTE Ha 2 4aca, a MUKa B NOHWKABAHETO Ha apTEPHAJIHOTO HajiAraHe ce JI0OCTHra B
paMKHTe Ha 4-6 yaca. AHTUXMNEPTEH3UBHUAT epeKT npoab/kaBa Hajl 24 yaca ciea npyuema. lpu
pe/IoBeH NMpUEeM MAaKCHMyMa B pelyKLUHMATa Ha apTEPHAIHOTO HaJIsraHe ¢ BCAKa /103a, KaTo Usjo, ce
MOCTUra B paMKHUTE Ha 2-4 CEAMHLIM.

XHUAPOXJOPOTHA3UL

Mexanuzvm na oeucmeue

OCHOBHOTO MSCTO Ha JIEHCTBHE HA THA3W/IHWTE AHYPETHLIM Ca JUCTAIIHUTE W3BUTH KaHa/14yeTa B
OnOpeka. JlokazaHo e, ye B ObOpeyHaTa Kopa CbLIECTBYBA PELIENTOP ¢ BUCOK A(PHHUTET, KOWTO
Mpe/CTaBIsSiBa OCHOBHOTO MACTO Ha CBbp3BaHe 3a 1€HCTBHETO HA THA3HHHUTE JIMYPETHLIH H 32
HHXHOUpaHe Ha TpaHcnoprta Ha NaCl B AucTanHuTe U3BUTH KaHanveTa. I HasHaHHTE IHYPETHLH

" + -
nercrsaT ype3 MHxuOMpane Ha Na Cl” cumnoprep, BEpOsATHO Ype3 KOHKYpPHpaHe 3a MACTOTO 3a

cebp3BaHe Ha Cl™, ¥ M0 TO3K HAYWH MOBIUABAT MEXAHW3MHTE HA €JIEKTPOJUTHA peabcopOums:
JIMPEKTHO MOBHILIABAWKH €KCKPELMATa HA HATPUHA U XJIOp B MNPUOIM3UTEITHO €/IHAKBA CTEINEH H
WHIMPEKTHO Ype3 NUYPETHYHOTO CH AEHCTBHUE, HAMAJIIBAMKH T1a3MeHUs 00€eM ¢ nocie/1Ballo
MOKayBaHE Ha Jla3MeHaTa PEeHMHOBA aKTHBHOCT, CEKPELIMS Ha ajlZIoOCTEPOH M 3ary0a Ha KaJluH C
ypHHAaTa, KaKTO U HaMaJIiBaHEe HA HUBATa Ha CEPYMHMS KaJIuM.

Hemenanomen pak na koxcama

Bb3 0cHOBa Ha HAJIMYHHUTE JAHHH OT EMHJAEMHOJOrHYHH MPOYYBaHHS € Ha0J1101aBaHa 3aBUCHMA OT
KyMyJIaTHBHATa /103a Bpb3ka Mexay xuapoxsoporuasua 1 HMPK. Eano npoyusaHe BKito4Ba
nomnysauus, cberosia ce ot 71 533 cayuan va BKK u 8 629 ciyuan na CKK, u nonynaums ot
cboTBeTHO |1 430 833 1 172 462 noaxoasdiuu KOHTpoad. Bucokara ynorpeda Ha XHAPOXJIOPOTHA3HL
(kymyaaTHBHO >50 000 mg) e cebp3aHa ¢ KopurupaHo otHouleHue Ha wancosere (OR) 1,29 (95%
JIU: 1.23-1.35) 3a BKK u 3,98 (95% JIW: 3,68-4,31) 3a CKK. HaGntoaaBaHa € sscHa Bpb3Ka
KyMyJlaTHBHa J103a-0TroBop kakTo 3a BKK, Taka u 3a CKK. /lpyro npoyuBaHe noka3sa Bb3MOXKHa
Bpb3ka Mexk1y paka Ha yctHuTe (CKK) 1 ekcrno3uumsTa Ha XHApOXJI0poTHa3H/L: 3a 633 ciydau Ha pak
Ha yCcTHUTE € noabpaHa nonynauus ot 63 067 NoAX0A41H KOHTPOJIK, KaTO C€ M3IM0JI3Ba CTpaTerus 3a
B3eMaHe Ha npoOu, onpeaesieHa ot pyucka. JleMOHCTpUpaHa € Bpb3Ka KyMyJlaTHBHA 103a-0TrOBOP C
kopurupan OR 2,1 (95% JIU: 1,7-2,6), napactsaiu a0 OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~25 000
mg) u OR 7,7 (5,7-10,5) 3a Hail-BUcOKaTa KyMyJlaTHBHA 1034

(~100 000 mg) (Bxk. cbLO TOUKA 4.4)

[leanaTpyyuHa nomnyJianus

EBponeiickara areHLms 10 jJekapcrsarta 0CBOO0X/1aBa OT 3a/Ib/DKEHHETO 3a Mpe/10CTaBsAHe
pE3YJITATHUTE OT MPOYYBAHUATA C AMJIOAMITUH/BAJICAPTAH/XUAPOXJIOPOTHA3H/I BbB BCHUYKH
Ha Ne/IMaTPUYHATA NONYyJIalMs NPH eceHLIHaIHA XHIIEPTOHHS (BK. Touka 4.2 3a HH(popmal
ynorpeba B neauaTpusTa). 7\ B



Hpyru: aBoiHo 6J10KMpaHe HA pEHWH aHMMOTEH3HKH -ajocTepoHoBaTa cuctema (PAAC)

JIBe ronemu paHaoMusupaHu koHTpoaupanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rnodanHo u3nursaHe 3a
KpaiHH TOYKH Ha TeJIMMCApTaH, CAMOCTOATEHO U B koMOuHaums ¢ pamunpui) H VA NEPHRON-D
(KnuHu4HO npoyuBaHe CBbpP3aHO C pa3BMTHE Ha HeponaTHs npu aAuader, NpoBeJeHO OT
MHHHCTEPCTBO MO BLIIPOCHTE HA BETEpaHUTE) — Mpoy4Bart ynorpebata Ha komOuHauusaTa ot ACE
UHXHOUTOp U APD.

ONTARGET e npoyusaHe, NpoBe€HO MPH NaLMEHTH C aHAMHE3a 3a CbpA€4YHO-CH/10BA HITH
MO3bYHOCHAOBA OOs1eCT, WK 3axapeH AMabeT THI 2, NPUAPYKEHHU € JaHHH 3a YBPEXJ1aHe Ha
epektopuu oprand. VA NEPHRON-D e npoyuBaHe npu naumMeHTH cbC 3axapeH auader tumn 2 U
auabetHa HedponaTHs.

Te3u npoyuBaHHs He NoOKa3BaT 3Ha4MM OaaronpusTeH ehexT BbpXy ObOpeuyHHTE H/HIIH ChpAEHHO-
CbhOBHUTE MOCJEIULIM U CMBPTHOCT, KaTO ChLUEBPEMEHHO ca Ha0/IKO1aBaHH MOBHILEH PHUCK OT
XMNEPKAITMEMHS, OCTPO YBpeXkaaHe Ha ObOpeurTe W/HiIn XMNOTOHHUS B CPaBHEHHUE C MOHOTEpANHUATa.
KaTo ce umar npeaBua CXOAHKTE UM (papMaKOJMHAMHYHHU CBOHCTBA, TE€3H PE3YJITATH Ca NPHIOKHUMH
u 3a apyru ACE unxuburopu u APb.

ACE nuxubutopu n APb cnenoBaTtenHo He TpsOBa 1a ce M3M0/13BaT €IHOBPEMEHHO TPH
nauMeHTH ¢ AuabeTHa HedponaTus (BK. Touka 4.4).

ALTITUDE (KnuHH4YHO npoy4BaHe NMpOBEAEHO C ATMCKHPEH MPH MaLMeHTH CbC 3aXapeH axuadeT
THIT 2 C U3M0JI3BaHE Ha CbPAEYHO-CH/I0BH U OBOpeuHH 3abonsBaHUsA KATO KpaiHH TOYKH) €
npoy4YBaHe, NpeHa3Ha4YeHo J1a U3cJie/iBa noJi3ara ot J100aBIHETO Ha aJIMCKMPEH KbM CTaH1apTHa
tepanus ¢ ACE unxuburop win APb npu nauueHTH cbe 3axapeH aHadeT THn 2 U XpOHHYHO
O6bOpeuHo 3ab0sBaHe, CbpAEYHO-CHA0BO 3a00siBaHe WK H aBeTe. [IpoyyBaHeTO € NpekpaTeHo
NpeXx/JAeBpEMEHHO MOpaii MOBHLIEH PUCK OT HeO1aronpuaTHU nocjaeauud. Kakro cbpaeyHo-
Ch/I0BATa CMBPT, TAKA H HHCYJITHT Ca M0-YECTH B IpyrnaTta Ha aJIMCKHPEH, OTKOJIKOTO B rpynara Ha
nnanebo, a NpeaCTaBlIsBaLMTE HHTEPEC HEXeJlaHW ChOMTHUS U CEPUO3HU HEXKETaHH ChOMTHS
(XUnepkaniueMus, XUHNnoToHus 1 6b0peyHa quchyHKLMA) ce cboOLaBaT No-4eCTo B rpynara Ha
aJIMCKMPEH, OTKOJIKOTO B rpyrnara Ha rJaue6o.

5.2 ®dapMakoKHHETHYHH CBOHCTBA

JIuHeHHOCT
AMIIOIMNHH, BajJicapTaH U XHAPOXJIOPOTHA3H/ UMAT JIMHEHHA (hapMaKOKHHETHKA.

Amaoounun/eaicapman/Xudpoxiopomuasuo

Cnen nepopasiHo NpuiioXkeHHe Ha PukcupaHaTa KOMOMHaLIUA
aMJIOIMITHH/BaJICAaPTaH/XUAPOXJIOPOTHA3U NPH 3/1IpaBH Bb3PACTHH MUKOBH IJIa3MEHH KOHLIEHTPALHH
Ha aMJIOIMITMH, BAJICAPTAH U XHAPOXJIOPOTHA3H/ ce I0CTHraT CbOTBETHO 3a 6-8 uaca, 3 yaca v 2
yaca. CKopocTTa ¥ cTerneHTa Ha abcopOuusaTa Ha aMJIOJIMITHH, BaJICApTaH U XHPOXJIOPOTHA3H/L NPH
¢uKcHpaHaTa KOMOMHALIMA aMJIOAUITHH/BAJICAPTaAH/XHIPOXJIOPOTHA3H/L Ca CBILIMTE, KAKTO NpH
MpHJaraHeTO UM CaMOCTOSATEITHO.

AMJI0IMNUH
Abcopoyus
Caen nepopasiHO NMPUIOKEHHE Ha TepaneBTHYHA /103a aMJIOZIMITHH, MHKOBA TU1a3MeHa
KOHLIEHTpaLIMsl ce JlocTura 3a 6-12 yaca. AGcomorHaTa GHOHATHYHOCT € Mexy 64% u 80%. e
T
BuoHanM4YHOCTTA HAa aMJIOJMITHH HE Ce MOBJIMABA OT MPUEMaA Ha XpaHa. / WENHA 4,
/N
;‘;x'z ‘ng}' ,/"'.h
Pasnpeodenenue I//‘ S/ s
O6embT Ha pa3npenesienre e npubauzutenHo 21 V/kg. In vitro npoy4saHus ¢ aMJIOJIHITHH [ [ z'*:‘:"“ 4
MoKaspar, ye npuoau3uTenHo 97,5% oT uMpKyIMpauloTo JIEKapCTBO C€ CBBP3Ba C IUIa3MEHHTE S | |
MPOTEHHH. \ 2\ B
\\ “ : d
.f.lr ¥
buompancgopmayus TAPNR *




Amnoaunul ce metabonusupa ocHOBHO (npuban3urento 90%) B uepuus apod 10 HEAKTUBHH
META0OJIUTH.

Enumunupane

EnuMuHHpaHeToO HAa aMJIOAMITHH OT MJiazmara e OMda3Ho ¢ TEpMHHAIEH NOJYKHUBOT Ha €JIMMHHHpPAHE
npubauzuTesHo 30 o 50 yaca. CrauHOHapHH MJ1a3MEHW HUBA Ce A0CTUraT ciie/l MpoaAbIKHTENIEH
npuem 3a 7-8 nHu. 10% ot opurnHanHus aMmnoannuH U 60% ot HeroBuTe MeTabOJIMTH C€ EKCKPETHPAT C
ypHHara.

Basncapran

Abcopoyusa

Cnen nepopajiHO NPUIOKEHHE Ha BaJicapTaH NMUKOBUTE MJIa3MEHH KOHLIETPALIMK Ce J1I0CTHrar 3a 2-4
yaca. CpeanHara abcostoTHa OMoHanHyHOCT € 23%. XpaHaTta HaMas1aBa €KCNO3HLIMATA (ONpe/aesieHa
upe3 AUC) Ha BancapTaH ¢ 0koj10 40% W nukoBarta njasmeHa KoHueHTpauus (Cmax) ¢ 0kon0 50%,
BbIPEKH TOBA 0KO0J10 8 yaca cjiel mpueMa nja3MeHMTe KOHLUEHTPALMK Ha BajicapTaH ca rno/100HH B
rpyIUTe NpUEMallH JIEKapCTBOTO cJie/l HaxpaHBaHe M Ha rinaaHo. Ta3u peaykums Ha AUC, obaye He
Ceé CbIBTCTBA OT KJIMHUYHO 3HAYMMa peAyKLMs Ha TepaneBTHYHHUA e(EeKT U MO Ta3u MpUYHHA
BaJicCapTaH MOJKE /1a CE€ MpHEMa Ha IJ1aJlHO WJIH CJIe/l HAXpaHBaHe.

Pasnpedenenue

CraunoHapHHMAT 00€eM Ha pa3rnpe/e/ieHHe Ha BaJicapTaH CJie/l HHTPaBEHO3HO IMPHJIOKEHHE €
okono 17 nuTpa, KOETO Noka3Ba, 4ye BajicapTaH He ce pasnpejelis LIHPOKO B TbKaHuTe. BascapTaH
Ce CBbp3Ba BbB BUCOKA CTENEH CbC CEPYMHHUTE NPOTEHHH (94-97%), OCHOBHO CbC CEPYMHHS
anOyMHMH.

buompancgopmayus

BancapraH He ce MeTaboH3Hpa BbB BUCOKA CTEMNEH, ThH KaTo caMo okousio 20% ot no3ara ce
ycTaHoBsiBa 1noj popmara Ha MeTabonuTH. B niia3mara € ycTaHOBEH XHAPOKCH METAOOJIUT B HUCKH
KOHLleHTpauHH (no-manko ot 10% or AUC Ha Bancapran). To3u metaboaut € (papMaKkoJOru4HoO
HEaKTHBEH.

Enumunupane

BancapraH noka3Ba MyJTHEKCMOHEHLIHA/IHA KHHETHKA Ha pa3naj (t'2 <l yac u t/2 okoJ10 9 yaca).
BancapraH ce eMumuHupa ocHOBHO ¢ (peueca (okoso 83% ot po3ara) v ypuHara (okoso 13% ot
[103aTa) OCHOBHO KAaTO HENMPOMEHEHO CheAuHeHHe. Clie/l HHTPaBEHO3HO MPHJIOKEHHE I1J1a3MEHMS
KJIMPbHC Ha BasicaptaH € npubaunsurento 2 I/h, a 6u0peunns kaupbHe e 0,62 I/h (okoso 30% ot
oOwms kaupbHE). [TonyKHBOTHT Ha BajicapTaH € 6 yaca.

XHApOXJIOPOTHA3H/

Abcopbyus

AbcopOuusaTa Ha XHAPOXJIOPOTHA3HK/L Clle]l NepopasieH npuemM e Obp3a (tmax OKOJIO 2 Yaca).
YBenuuaBaHeTo Ha cpeaHara AUC e JIMHEHHO U € MPONOPLHOHAITHO Ha J103aTa B TepaneBTHYHHS
JIMana3oH.

EdexkTbT Ha XpaHaTa BbpXy abOcopOumsTa Ha XMAPOXJIOPOTHA3HI, aKO MMa TAaKbB, HMa MaJika
KJIMHMUYHA 3HA4YUMOCT. AOco/oTHATa OMOHAJIMYHOCT Ha XH/APOXJIOPOTHA3HJI CJEd MepopasiHO
npuioxeHue e 70%.

Pasnpeoenenue =
[MpuBraHusT 00eM Ha pasnpeseneHue e 4-8 I/kg. LiMpky/IMpaliusT XHApOXIOPOTHA3H/L € CBBPAAL (¢ M4 4/,

cbe cepymHuTe nporerHu (40-70%), npeaAMMHO CbC CepyMHHUS alOYMHH. XHAPOXJIOPO a@ﬁ}/

CBLLO TaKa KyMYJIMpa B EpPUTPOLMTHTE NMPHOIU3UTENHO 3 MBTH NMOBEYE, OTKOJIKOTO B Iuia g?a{' {#r

Buompancgopmayus \ %\ SRECLT
XUpOXJIOPOTHA3K/L C€ EJIMMHHHUPA MPEAUMHO KaTO HEMPOMEHEHO BELLECTBO. %,




Eaumunupane

XHAPOXJOPOTHA3H/ CE IMMHUHMPA OT Mula3MaTa ¢ BpeMe Ha MoJIy)KHBOT cpeiHO 6 10 15 yaca B
KpalHara ¢a3a Ha eTMMHUHKpaHe. HaMa npomsHa B KWHETHKATa Ha XMAPOXJOPOTHA3H/L MPH
MHOIOKpPAaTHO MpHJaraie, a KyMyJIMpaHeTO € MMHUMAJIHO MPH NMPHJI0KEHHE BEAHBXK JIHEBHO. Han
95% ot abcopOupaHaTa 103a ce eKCKpeTHpa KaTo HeNPOMEHEHO BELECTBO B ypHHaTa. brOpeunuar
KJIMPBHC C€ ChCTOM OT MacHBHA (PUIITPALIMS U aKTHBHA cekpeuus B ObOpeyHuTe TyOYIIH.

Cne LHaJIHH TonyJialHH

[leouampuunu nayuenmu (na 6v3pacm noo 18 coounu)
Hsima papMakOKMHETHYHH JIaHHHU MNPU NEeJHaTPUUHATA NMOIyJ1aluUs.

[layuenmu 6 cmapuecka év3pacm (Ha 8b3pacm 65 200uHu u noseue)

BpemeTo 3a jocTHraHe Ha NMUKOBa Iy1a3MeHa KOHLEHTPALUA Ha aMJIOJUITHH € CXO/JAHO MpH MJ1a/lu
MauHEeHTH

W MPH NalMEHTH B CTapyecka Bb3pacT. UMa TeHAEHLIMS NMpH NallHeHTHTE B CTapyecKa Bb3pacT
KJIMpBHCA HAa aMJIOJIMNMH JIa HaMaJlsBa, KOeTO BOJAM 10 nokayBaHe Ha rutoutra noja kpusarta (AUC) u
MoJTy’kKMBOTa Ha eniMuHHpaHe. CpeaHata cuctemHa AUC 3a BasicaptaH € no Bucoka ¢b¢ 70% npu
MalMEHTH B CTapyecKa Bb3PacT B CPaBHEHHUE C MO-MJIAAH MNALMEHTH, MOPAJH Ta3H NMPHYHHA €
He0OX0AHMMO BHUMAHHE MpH MOBUILIABAHE HA 103aTa.

CucreMHaTa eKCro3uums Ha BaJiCapTaH € JIEKO MOBHULLICHA ITPH MAaLlUEHTHUTE B CTAPYCCKaA
Bb3pacT B CpPABHEHHE C MJIA/IUTC NMALIHEHTH, HO TOBA HAMA HAKAKBO KJIHHHYHO 3HAYCHHE.

OrpaHuyeHH JaHHHU NPEANOsarar, 4¢ CHCTEMHUAT KJIIMPBHC Ha XHAPOXJIOPOTHA3H/1 € HAMAJIEH
P4 NaLMEHTH B CTApUYECKa Bb3PacT, 3/JpaBH WK C XUIIEPTOHHS, B CPABHEHHE C MJIA/IH 3/1paBH
100POBOJILIM.

Tbit kaTO TpUTE BELECTBA C€ MOHACAT €/1HAKBO 100pe KaKTO OT MO-MJIA/IMTE MMallHeHTH, TaKa
M OT NMaLMEHTHTE B CTapyecKa Bb3pacT Ce€ NpenopbyBa HOpMaJiHA CXe€Ma Ha MnpuiaraHe (Bix.
To4Ka 4.2).

bvopeuno yspeoxoane

(dDapMakOKMHETHKATa Ha aMJIOJIMITHH He ce MOBJIMABA 3HAYHMO MpHU HapylueHue Ha ObOpeyHara
¢yHkumns. Kakro ce ouyaksa 3a BewecTBo, YHHTO ObOpeueH kaupbHE € caMo 0kos10 30% ot oOLuus
J1a3MeH KJIMPbHC, He ce HaboaaBa Kopenauus Mexay ObopeyHara QyHKUMS H CHCTEMHATa
€KCIO3ULIMS KbM BaJiCapTaH.

[Topaau Ta3u npyyMHa NMaLMEHTUTE C JIEKO /10 yMepeHO ObOpeuHo yBpexKaaHe Morar Ja
npueMmat oOMyaiHaTa Haya/lHa a03a (Bxk. Touka 4.2 u 4.4).

[Ipu Hanmume Ha OBLOpPEUHO yBpeXxaaHe CpeAHUTE NMUKOBH I1a3mMeHd HuBa U AUC Ha
XHIPOXJIOPOTHA3HK/1 Ca MOBHILIEHH, @ CKOPOCTTA Ha €KCKpeLMs B YpUHara e HamasieHa. [1pu naumenTH
C JIeKo /10 ymepeHo ObOpeuHo yBpexaaHe ce Habno1aBa TpukpaTHO nopuiueHHe Ha AUC Ha
xuapoxiaoporrasua. [Ipu naumeHTHTE ¢ TEXKKO OLOpEUHO yBpexkKaaHe ce Hab/o1aBa 8-KpaTHO
noBuineHre Ha AUC. ABepkaHO € NMPOTHBOINOKA3aH MPH NALMEHTH C TEKKO ObOPEYHO yBpexkK/1aHe,
aHypHsl WJIM Ha HaIM3a (BX. TO4YKa 4.3).

Yeprnoopobro yepexcoane

Hannyuu ca MHOro orpaHM4YeHH JaHHH 3a MPUI0KEHHETO Ha aMJIOJIMITHH TNPH MALMEHTH C
yepHOApOoOHO yBpexaaHe. [TauueHTHTE ¢ 4epHOAPOOHO YBpEXkK1aHe UMAT HAMAJIEH KJIMPbHC HA
aMJIOIMITHH ¢ nocuieasaiio nokausaHe Ha AUC ¢ npubausurento 40-60%. I1pu nauueHTH c e WA A/
yMEPEHO XPOHUUYHO YepHOAPOOHO 3a00/sBaHe EKCMO3MLMATA KbM BajicapTaH (onpe/ie/ieHa 4 @5“ i
croitHocTuTe Ha AUC) € Ba MbTH NO-BMCOKA OT YCTAHOBEHATa IpH 3paBH J00pOBOJILM (I g
Mo Bb3pacT, noJ U terno). [lopaau BancapraHoBara KOMIMOHEHTa ABEpKaHO € MPOTHBOIOK
MaLHEHTHTE C YePHOAPOOHO yBpexaaHe (BxkK. TOUKH 4.2 U 4.3).

5.3 Ilpeak/IHHHYHH JaHHH 3a Oe3onmacHOCT
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AMJIOIMITHH/BAJICAPTaH/ XUIPOXJIOPOTHA3H/L

B peauua npeakJIMHUYHH MpOy4YBaHHUs 3a O€30MacCHOCT ¢ aMJIOJMITHH, BaJicapTaH, XHAPOXJIOPOTHA3H],
BaJICapTaH/XHUAPOXJIOPOTHA3H/1, aMJIO/IMITUH/BaJICApTaH U aMJIOMITHH/BaJicapTaH/XUAPOXJIOPOTHA3HL,
MPOBE/ACHH MPH pa3IM4HH KHUBOTHHCKH BH/I0BE, JIMIICBAT 10KA3aTE/ICTBA 3@ CHCTEMHA HJIK OpraHHa
TOKCHYHOCT, KOMTO J1a OKQXXaT HeraTUBHO BJIMSIHWE BbPXY KJIMHUYHATA yroTpeba Ha aMI0AHIUH/
BaJicapTaH/XUApOXJIOPOTHA3H/L ITPH XOpa.

[IpeakTMHUYHM NpOYyUYBaHHUs 3a 6€30MaCHOCT C MPOAB/IKUTETHOCT A0 13 ceaAMMLIM ca NPOBE/IEHH C
aMJ10/IMNTHH/BaJicapTaH/XMaApOXJIOPOTHA3KA NpH ribXxose. KoMOUHaumMATa BOAM 10 O4aKBAHO
MOHWKEHHE Ha MOKA3aTe/IMTE Ha YepBeHaTa KpbBHA peaHLIa (EpUTPOLIMTH, XEMOIJIOOMH, XEMAaTOKPHT
U PETHKYJIOLMTH), MOBHILIABAHE HA CEpyMHATa ypes, NOBUILIABAHE HA CEPYMHHUS KPEaTHHHH,
MOBHMILABAHE HA CEPYMHMS KaJIMH, IOKCTarJloMepyJjiapHa xunepruiasus B 0b0peka U (pOKajHH €pO3HH
B JKJIE3UCTHUS CTOMAX MPH MbXxoBe. BCHUKH Te3u npoMeHH ca odpatumu ciel 4-ceAMUYEH
Bb3CTAHOBHUTEJIEH MEPHO/1 U CE CMSATA, Y€ Ca BC/ICICTBHE arpaBupaHe Ha (papMaKOJIOTHYHHUTE e(DEKTH.

KomMOuHauusTa aMI0AMNKH/BaJIcapTaH/XUAPOXJIOPOTHA3H/L HE € M3C/Ie/IBaHa 3@ TEHOTOKCHYHOCT
W KaHUEPOreHHOCT, Thil KaTO JIMNCBAT 10KAa3aTe/ICTBA 3a HAKAKBO B3aUMO/ICHCTBHE MEXKLY
OTJE/IHUTE BELLECTBA, KOMTO ca OTJaBHa Ha nas3apa. AMJIOJAMITHH, BaJicapTaH H
XHIPOXJIOPOTHA3HK/l Ca U3CJIE/IBAHHU MOOT/IEJHO 3@ FTEHOTOKCHYHOCT H KaHLIEPOr€HHOCT C
HEraTUBHHU pe3yJITaTH.

AMJTIOIMITUH

Penpooykmusna moxkcuunocm

PenpoayKTHBHH NPOYUYBaHHUS MPH IUTbXOBE W MHUILKH 10KA3BaT 3aKbCHABAHE HA /laTaTa Ha
paXkJaHe, yAb/DKeHa NMPOABb/IKUTEIHOCT Ha PaXKJ1aHETO H HAMAJIEHA JKM3HECNOCOOHOCT Ha
MaJIKMTE TMPH 1031 NMPUOIU3UTENHO SO MBTH NO-BUCOKH OT MAKCHMAJIHUTE MPENOPBYHTEIHH JI03H
[pU Xopa, U34HucieHU Ha Oa3a mg/kg.

Hapywenui 6v6 pepmurumema

Hsama edekr BbpXy depTunuTeTa Ha MJIbXOBE, TPETUPAHU C AMIIOJAMUITHH (MBXKKH — 64 JIHH H )KEHCKH —
14 nuu npeau yndrocsane) B 1034 10 10 mg/kg/nex (8 nbTu* MakcHMaiHaTa NpenopbYHTENIHA 1034
3a xopa oT 10 mg, u3uuciieHa Ha 6aza mg/m?). B apyro npoyusaxe npu rniabXoBe, MpH KOETO MBIKKH
UTbXOBE ca TPETHPAHH ¢ am0AMNUHOB Oe3unar 30 aHHM, ¢ /103a cpaBHHUMaA C /103aTa IpH Xopa,
H3uucieHa Ha 6a3a mg/kg, ca yCTaHOBEHH MOHWIKEHH I1a3MEeHH HUBA Ha (OJTMKYI0OCTUMYJIHpaLil
XOPMOH M T€CTOCTEPOH, KAKTO M MOHH)XABaHE Ha IUTbTHOCTTA Ha criepmara v Opost Ha 3peJiH
CMepMaTH/IU U CEPTOJIMEBH KJIETKH.

Kanyepoecenesa, mymaeenesa
Hsama naHHM 32 KAHUEPOrE€HHOCT TMPH MTbXOBE U MHULLKH, TPETHPAHH [IBE MOAHHH C aMJIOIMITHH B
XpaHara

B KOHLIEHTPALIMK, U34YUCIIEHH J1a OCUTYPAT AHEBHH 1030BH HUBA oT 0.5, 1,25 u 2,5 mg/kg/nen.
Haii-BucokaTta n03a (npy MUIIKK - OaM3Ka 10, a NPH MUIBXOBE — JIBa MbTH* MO-BHCOKA OT

MaKCHMMaJiHaTa Tpernopb4yrTe/iHa KIMHKWYHA 103a oT 10 mg, u3uucaeHa 3a mg/m?) e Guna
O,1M3Ka 10 MAKCHMMAJTHO JIOMYCTHMATA /103a 32 MHILKH, HO HE M 3a TUTbXOBE.

npO}/'-lBaHHH 3a MYTAr¢HHOCT HEC NMOKa3BaT HGK&DCTBEHO-Oﬁ}’CHOBEHH E¢EKTH HHUTO HA N'EHHO,
HHUTO HAa XpPOMO30MHO HHBO.

* u3ymcneHa 3a nauueHTH ¢ terso S50 kg

BasicapraH
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[Ipu nabXoBe TOKCHYHH 103M 3a Maiikara (600 mg/kg/aeH) no BpeMe Ha NoCAeAHUTE AHH OT
OpeMeHHOCTTa NepUHOo/ia Ha JIAKTalLMs ca 10BEJIM 10 MO-HUCKA CTENEH Ha MPeKUBAEMOCT, M0-cj1abo
HaJlaBaHe Ha Terjio U 3a0aBeHo pa3BuTHE (OTAESHE HA ylUHATa MHAa U OTBApSHE Ha CITyXOBHS
KaHa1) Ha NOKOJIEeHHETO (BX. Touka 4.6). Te3u 1034 npu nabxore (600 mg/kg/aeH) npeacrapissar

npubau3uTenHo 18 MbTH MakCHMaJIHaTa NpenopbYMUTEIHA 103a NPHU Xopa Ha Oa3ara Ha mg/m?
(M34YHCIIEHUATA Ce OTHACHT 3a nepopasiHa j103a 320 mg/aeH u naumeHt ¢ terno 60 kg).

[Tpu npeakIHHUYHK Mpoy4BaHUs 3a Oe30nacHOCT BUCOKM 103M BasicapTaH (200 no 600 mg/kg
TEJI€CHO TErJ10) NPEeAN3BUKBAT MPH MUIbXOBE HAMAJIABAHE HA MapaMeTPUTE Ha YEPBEHUTE KPbBHH
KJIETKH (€pUTPOLIMTH, XEMOIJIOOMH, XEMAaTOKPHT) W NTPUUYHHABAT NPOMEHH B ObOpeyHaTa
XEMOJAMHaAMHKa (JIEKO NMoBHILIABaHe Ha ypesiTa B KpbBTa, ObOpeyHa TyOyJiHa Xunepruiasus v
0azodunus npu MeKkkHTE). Tesn no3u npu nubxose (200 no 600 mg/kg/neH) npeacrasassar

npubiu3uTenHO 6 U 18 MbTH MakcUMaliHaTa NpenopbUYMTENIHA 103a NMPH XOopa Ha Oa3aTa Ha mg/m?
(M34YMCJIEHUATA Ce OTHACHAT 3a NepopaliHa 103a mg/AeH | nauueHT ¢ Teryio 60 kg).

[Ipu MapMO3eTKH B CpaBHUMH 1034 NMPOMEHUTE ca 1noAoOHH, HO NO-TeXKH, 0coOeHOo B ObOpeumTe,

KbACTO IMPOMEHHUTE CC€ pa3dBHUBAT 10 HE(prHElTHH, BKJIKOYBAaLla rnoBUHIICHHUE HA ype€ATa H KpCaTHHHHA

B KPBbBTA.

HabmnronaBa ce cbuio xuneprpogus Ha Ob0peyHUTEe IOKCTAar1I0MepyJIHH KJIETKH H NPH BaTa BH/A.
Cuura ce, 4e BCHUKH NMPOMEHM Cce Ab/KAT Ha (apMaKOJIOrHYHOTO JAEHCTBHE HA BaJicCapTaH, KOETO
BOJM 10 MPOAbJ/LKHTE/IHA XHITOTOHUA 0C00eHO npu Mapmo3setuTe. MU3rnexaa, ye tepanesTHyHaTa
J103a Ha BaJicapTaH NpH Xopa He € CBbp3aHa ¢ Xuneprpodua Ha ObOpeYHHUTE KOKCTArJIOMEpPY./THH
KJIETKH.

6. PAPMALEBTUYHHU JAHHH

6.1 CnHcbK Ha NMOMOIIHHTE BellecTBa

Aopo na mabaemxama (6cuyku KOHyeHmpayuu)
Llenyno3a, MUKpOKpHUCTaIHA

KpocnosuaoH (Tun A)

CHIMLUMEB IHOKCH/L, KOJIOMAeH O0e3BOAEH
Marne3sue creapat (E470b)

llokpumue

ABepkaHo 5 mg/160 mg/12.5 mg ¢uamupany TablieTKH
Xurnpomelsiosa
TuranoB auokcua (E171)

Makporoa 4000
Tank (E553b)

ABepkaHo S mg/160 mg/25 mg duamupanu TabaeTku
Xurpomesosa

TwuranoB auokcua (E171)

Makporon 4000

KeneseH okcua, xbiat1 (E172)

Tank (E553b) f";

ABepkaHo 10 mg/160 mg/12.5 mg ¢puamupanu TabneTku / .g«/,,---
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XenezeH okcua, uepseH (E172)




Tank (E553b)

AepkaHo 10 mg/160 mg/25 mg ¢punmupanu TabJIeTKH
XHrpomeliosa

TwranoB nuokcua (E171)

Maxkporon 4000

Kenesen okcua, kb1t (E172)

Tank (E553b)

AsepkaHo 10 mg/320 mg/25 mg puamupaHu TabiaeTKH
Xunpowmeliosa

TuranoB nuokcua (E171)

Makporon 4000

KeneszeHn okcua, xkbaT (E172)

Tank (E553b)

6.2 HechbBMECTHMOCTH

Henpunoxumo
6.3 Cpoxk Ha roanocr

2 rOJ1IMHM

6.4 CnenHa/iHH YCJIOBHS HA CbXPAaHEHHE

Jla ce cbexpansBa noa 30°C.
CobxpaHsiBaiiTe O/1McTEpa B OpUrHHAIHATA OMAKOBKA, 3a /1a Ce MPeArnasH OT CBeTJIMHA M BJiara.

6.5 Buau cbabpKAHHE HA ONNAKOBKATA

Tabnerkure ca onakoBaHu B PVC/PVDC /AnyMHHHEBH OJTHCTEPH.
KaproHeHara onakoBka cbabpika 28 Tabnerku B OJIMCTEPH MU JIMCTOBKA 3a MallMEHTAa.

6.6 CnennaJiHH NpeaANna3HH MEPKH NPH H3XBbLPJiIsiHE H padoTa

Hsma cnenmyaJiHu U3HCKBaHUA.

7. MIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Ikaloid - INT d.o.o.
landrova ulica 4
1231 Ljubljana - Crnuge
CnoBeHus
Ten.: 386 1 300 42 90
dakc: 386 1 300 42 91
umeiin: info@alkaloid.si

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

ABepkaHo 5 mg/160 mg/12,5 mg puamupanu TabieTKH - Per. Ne 20230010
ABepkaHo 5 mg/160 mg/25 mg ¢puiimupaHu TabJIETKH - Per. Ne 2023001 1
ABepkano 10 mg/160 mg/12,5 mg ¢puamupaHu TabNeTKH - Per. Ne 20230012
AsepkaHo 10 mg/160 mg/25 mg ¢punmMupanu Tabnerku - Per. Ne 20230013
AsepkaHo 10 mg/320 mg/25 mg ¢puamupanHu TabneTku- Per. Ne 20230014
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10. JATA HA ITbPBO PABPELHIABAHE/TIOJHOBABAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

Jlara Ha nbpBo paspewiaBane: 24.01.2023r.
JlaTta Ha nocieaHo NOJAHOBsABAHE:

11. JATA HA AKTYAJIUBUPAHE HA TEKCTA

05/2025
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