IHCTPYKIIA

IJIsI MEIHYHOT 0 3aCTOCYBaHHsI JIIKapCHLKOT0 3aC0o0y

BAHIJIEPK
(VANLERK)
Cxknanm:
Oiro4a pedoBUWHA: IePKaHIOUIIiH;

1 TabneTka MicTUTh NepKaHiguniny rigpoxmopuny 10 mMr a6o 20 Mr, 1110 €KBiBaJIeHTHO JIEPKaHIIUITIHY
9,4 mr abo 18,8 mr;

MOIIOMiXHi PEYOBHHHY: JIaKTO3a, MOHOTIAPAT; LIeJIF0I03a MIKPOKPHCTAlliYHa; HAaTPito
KPOXMabIJIiKOJAT (TUMl A); IIOBiAOH; MarHito cTeapar;

0060/10HKa (044 mabaemok no 10 me): cymim st maiBkoBoro mokputts Opadry II Yellow:
rimpomernosa (TiApOKCUIIPOIIIMETHIIILEN0I03a); JJaKT03a, MOHOriApaT; TuTany miokcup (E 171);
TpUAlleTHH; 3aii3a okcup xoBTuu (E 172);

0060/10HKa (044 mabaemok no 20 me): cymimt mist naiBkoBoro mokputts Opadry II Pink: rimpomenosa
(rigpOKCUIIPOMIIIMETUIIIENI0NI03a); JIaKT03a, MOHOriapaT; Tutany giokcup (E 171); Tpuanetus; 3anmisa
okcup yepBouuu (E 172).

Jlikapcbka ¢popma. TabneTky, BKPUTI IIiBKOBOIO 000JI0HKOIO.
OcHOBHi (i3UKO-XiMiYHi BIaCTUBOCTI:

014 mabaemok no 10 me: TabneTku KPyriol GopMu 3 JBOOIYKIIOIO IIOBEPXHEIO, 3 PUCKOIO 3 OHOTO
00Ky, BKPUTI ITIBKOBOIO 000JIOHKOIO KOBTOT'O KOJIBOPY;

0414 mabsaemok no 20 me: TabneTKH KPyTIioi GopMH 3 IBOOIYKIIO IIOBEPXHETO, 3 PUCKOIO 3 OMHOTO0
00Ky, BKPUTI ITiBKOBOIO 000JIOHKOIO POKEBOTO KOJILOPY.

®apMakoTepaneBTUYHa rpyna. CejleKTUBHI aHTArOHICTY KaJIbLil0 3 IepeBaXKHOI A€l Ha CyIUHMU.
[Moxigni puripponipununy. Kog ATX CO8C A13.

dapmakon02iuHi e racmueocmi
dapmakoguHaMiKa

JlepKaHiouIiH - 11e aHTAaroOHICT KalbIlilo AUTiApONipHONHOBOI I'Pymu. IHTiOye
TpaHcMeMOpaHHUH IOTIK Ka/bIlilo BCepeIUHY KapaiOMiOlUTIB Ta TTafKOM I30BUX KITiTUH



CymuH. MexaHi3M aHTUTINEePTEH3UBHOI [Iil IepKaHiOUIIiHy 3yMOBIIEHUAN IPSIMUM
PeJIakCyro4uM BIUIMBOM Ha I'JIafeHbKi M'3U CYOUH, 38 PaXyHOK YOI'0 3MEHIIYEThCS
3arajabHUN CyOUHHUY nepudepnyHuii onip. He3Baxkauyu Ha KOPOTKUY NEPIOST
HalliBBUBEIeHHA 3 IIJIa3MU KPOBI, JIEPKaHIIUIIIH YUHUTE [IPOJIOHTOBAHY aHTUTINIEPTEH3UBHY
Iif0 3a paxXyHOK MOr0 BUCOKOI0 KoedirieHTa MeMOpPaHHOTO PO3IOIiNy. 3aBasKy BUCOKIMH
CYyOUHHIN CeJIeKTUBHOCTI IIpenapaT He YMHUTh HeTaTUBHOI iHOTponHO1 Ail. 'ocTpa apTepianbHa
rimoTeHsisa 3 perIeKTOPHOI TaxiKapAi€o BUHMKAE PiIKO 3aBOSKU IIOCTYIIOBOMY PO3BUTKY
Ba3oAuIaTallii npu npuitoMi TepKaHiguIiny.

4K i g iHIIMX aCUMETPUYHUX 1,4-OUTiIpOonipUANHIB, aHTUTIIEePTEeH3UBHA aKTUBHICTh
JIepKaHigUIiHy B OCHOBHOMY 00yMOBJIeHa H0OT0 S-eHaHTioMepoM.

KniniyHa edeKTUBHICTH i 6e3neKa 3acTocyBaHHS nepKaHinuminy B 7o3i 10-20 Mr 1 pa3 Ha goly
BUBYANKCS B IIOOBIMHOMY CiimoMy Iaie00-KOHTPOIbOBAaHOMY KiTiHiuHOMY mocmigxernHi (1200
NallieHTiB OTPHMYBaJH JiepKaHigumiH, 603 malieHTu oTpuMyBaju Iaiebo) Ta B aKTUBHO
KOHTPOJIbOBAHUX i B HEKOHTPOILOBAHUX NOBTOTPUBAIIUX KITIHIYHUX JOCTIAXKEHHSIX 3 3arajlbHO0
KinbKicTio 3676 manieHTiB 3 apTepiaibHOIO rinepTeHsielo.

o 6inmbIocTi gocmigKeHs OyIu 3alydyeHi MallieHTH 3 eCeHIlialbHOIO TimepTeH3ielo 1erkoro abo
IIOMIpPHOT'O CTYIEHS TSIKKOCTI (BKJTI0Yal04M MallieHTiB JIITHHOTO BiKYy Ta XBOPUX Ha I[yKPOBUH fiabeT),
SIKi OTpUMYBaJIU JepKaHIguIliH 9K MOHOTeparniio abo y kombiHarii 3 iHribiTopamu AII®, miypeTukamu
yy OeTa-0710KaTOpaMH.

IlomaTKoBO MO KITiHIYHUX AOCIIAXKEHb, IIPOBENEHUX O/ MiATBEPAKEHHS TepaneBTUYHUX ITI0Ka3aHb,
Iofabllle HEBEJIMKE HEKOHTPOJIbOBaHe, ajle PaHOMi30BaHe [OCHiAXKeHHS IpenapaTy 3a y4acTio
MAIliEHTIB 3 TAKKOIO apTepialbHOIO TiMepTeH3i€l0 (CepeqHe 3HaUeHHS = CTaHOapTHE BiIXUIEeHHS
PiBHS [iaCTOMIYHOTO apTepPialbHOTO TUCKY CTaHOBUTH 114,5 = 3,7 MM pT. CT.) IPOAEMOHCTPYBAJIO
HOpMaJi3alito apTepianbHOro TUCKY y 40 % 3 25 mallieHTiB, AKi IpuiMaiy JTepKaHIgUuIiHy
rigpoxmopup y mosi 20 mr 1 pa3 Ha 1o0y, Ta'y 56 % 3 25 mallieHTiB, AKi npuiiMany NTepKaHiguIiny
rigpoxnopup y £o3i 10 Mr 2 pa3u Ha goby. Y noaBiliHOMY cIlinoMy paHIOMi30BaHOMY Itane6o-
KOHTPOJILOBAHOMY HOCJIIIKEHH] y IAl[ieHTiB 3 i30JIb0BAHOI0 CUCTOJIIYHOIO TiIePTeH3i€10 JIepKaHiIUIIiH
e(eKTUBHO 3HMKYBaB CUCTOIIYHUY apTepiaJbHUM TUCK Bifl CEPEIHBHOI0 II0YAaTKOBOTO 3HAYEHHS
172,6 £ 5,6 mm pr. cT. mo 140,2 + 8,7 MM pT. CT.

Kniniyni mocnifkeHHS y efiaTpUYHiN MONYAIli]l HE TPOBOOUIH.
dapmakoKiHemuka

Abcopbuis. JlepKaHigUITiH MOBHICTIO BCMOKTYETHCS MiCTIs IIePOpajIbHOro mpuiiomy B go3i 10-20 mr,
MaKCHMalbHi KOHIIeHTpallii y mra3mi kposi (C,,,,) 3,30 #r/ma + 2,09 c. B. Ta 7,66 ur/mn + 5,90 c. B.
BiITIOBiTHO peecTpyThCs Mpubnu3Ho yepel 1,5-3 rogunmu.

[IBa eHaHTiOMePH NepPKaHiAUIiHY 0EMOHCTPYIOTh NMOAiOHUY TPodink PiBHIB y MIa3Mi KpOBi:
Yac [IOCSITHEeHHS MaKCHMMallbHOl KOHILIeHTpallil y maa3Mi Kposi (t,,,) Takui camui, C,,. Ta
IJI0INa IIif (hapMaKOKiHETUYHOIO KPUBOIO «KOHIIEeHTpalid - 4ac» (AUC) y cepemaboMy B 1,2 pasa
BUILI /11 S-eHAaHTiOMepa, 1 Iepiof HamiBBUBEOEeHHS ABOX €HAaHTiOMeDPiB, 10 CyTi, OQHaKOBUM.
B3aeMomnepeTBOpeHHS €HaHTIOMEPIB in vivo He BimMidasocCh.

Bracnigok BHCOKOTro MeTabo0s1i3My TPy IIEPBUHHOMY IIPOXOMKEHHI yepe3 meuiHKy aOCcooTHa
6iomoCTymHICTE NepKaHiguIiny, MPUUHSATOrO MalliEHTOM IIePOPaIbHO MiCId U, CTAHOBUTH
npu6nu3Ho 10 %, Xo4a BOHA 3MeHIIIyBajiacs f0 '/, 11bOTO 3HaYeHHS, AKILO IIpernapar 3aCTOCOBYBaJIU



HaTile. fKIo npenapaT IpPUMaTH He Mi3Hille HiXK Yepe3 2 TOOWHY IiC/s BXKUBaHHS [ykKe XKUPHOL
ixi, #toro GiogocTynHicTh 30inmbInyeThCS Y 4 pa3u. ToMy JepKaHiAUIIH CITif MpUAMaTH 00 BXXKUBaHHS
1xi.

Po3noodia. Po3nopin 3 mia3Mu KPoBi Y TKAHUHYU Ta OPTaHU € IMIBUAKUM Ta o0mupHUM. CTyIiHb
3B’sI3yBaHHS JIepKaHiguminy 3 Oinkamu cupoBaTku nepesuiye 98 %. Ockinbku piBeHb OinKa y maasmi
KPOBi 3MEHIIIEHU] Y MAIi€HTIB i3 TAKKHAMY IOPYIIEHHAMHU (QYHKIIil HUPOK Ta MeYiHKHU, BiTbHA
¢dpakilis mpemapaTy MoxKe 30iTbIIyBaTUC.

FiompaHcgopmauis. JlepKaHigumin eKCTeHCUBHO MeTaboi3yeThcs i3odepmenTom CYP3A4,
He3MiHeHU! IpelapaT y cedi 4u KaJli He BUSABIAETHCA. BiH IepeTBOPIOETHCS NTEPEeBaXHO Y HEAKTUBHI
MeTabosmiTy, Tpubnu3Ho 50 % MPUUHSTOI 03U BUBOIUTHCS 31 CEYEI0.

ExcnepumeHTH in vitro 3 MOOCHKAMU MIKPOCOMaMU II€YiHKY CBifYaTh, 10 JIEPKAHIOUIIIH Jelo
npurHiuye CYP3A4 ta CYP2D6 nipu KoH1eHTpauisax BianoBigHo y 160 i 40 pasiB BuUIIKX, HiX U0ro C, .
y Iy1a3Mi KpOBi, sIKi ocsraThes micns mpuiiomy no3u 20 Mr. KpiMm 1Iboro, AOCITiAKEeHHS
JiKapChKOl B3aEMOi1 y I0fe MPOoeMOHCTPYBaIy, 10 JIePKaHiguIliH y Ij1a3Mi KpoBi He
3MiHIOE piBeHb Miga3onamMy, TunoBoro cyocrpaty CYP3A4, ab6o MeTOIPOJIOINy, TUIIOBOTO
cyoctpaty CYP2D6. Takum urHOM, ITpH 3aCTOCYBaHHI IEPKAHIAUIIHY B TePAeBTUYHUX [103aX HE
ouikyeThcs GioTpaHchopMallii mpemaparis, 10 MetabonisyioThcst CYP3A4 a6o CYP2D6.

BusedeHHs. EniMiHallis mpoxoguTh B OCHOBHOMY IIIsIX0M GioTpaHcdopmartii. CepenHiit
TepMiHaNbHUM IePio HalmiBBUBEeNeHHS CTaHOBUTh 8-10 roguH, a TepaneBTUYHA [Iis TpuBae 24
TOMMHU BHACJIIIOK BUCOKOTO CTYIEHS 3B’I3yBaHHA JIePKaHIOUIIHY 3 JIiigaMu KITITUHHAX MeMOpaH.
[Tpu TOBTOPHOMY 3aCTOCYBaHHI KyMyJIsIlid He CIIOCTepiranach.

JIinituHICMb/HeniHiUHICMb. IIpu epopabHOMY 3aCTOCYBaHHI JIepPKaHIOUIIIHY HOT0 KOHIEHTPaLid y
I71a3Mi KPOBi He € IPSIMO MIPOTIOPIIiMHOI0 M0 TPUUHSATOL 003U (HemiHiliHa KiHeTHKa). [Ticns mpuiiomy
10 mr, 20 mr i 40 MI MaKCMaJIbHi KOHIIEHTpAIIil y IJIa3Mi KPOBI, SKi CIIOCTEpiraaucs, Main
criBBigHomeHnHs 1:3:8, a AUC manu croiBBigHomeHHA 1:4:18, 1110 BKa3ye Ha IIOCTYIIOBE
Hacu4eHHS MeTa0o01i3My IIpHY MepIIoMy IPOXoaxKeHHi. TakKuM 4uHOM, 6i0IOCTYIIHICTh
JepKaHiguminy 30i/bIIYETHCS 3 MiTBUIIEHHSIM OO3H.

o0damkosd iHhopmauisa wodo oKpemMux epyn nauieHmis

Byno nokasano, mo ¢hapMaKOKiHeTHKa JIEPKaHIAUIIHY B MAI[i€HTIiB JIITHLOTO BiKy Ta B MAIi€HTIB 3
nuchyHKIIE0 HUPOK abo mevyiHKky c1abkoro abo cepeiHbOr0 CTYIEHS TSIKKOCTiI cX0Xka Ha Taky, I0
CIIOCTEPIraeThCs y 3arasbHill IPYIIi MallieHTiB. Y XBOPHUX i3 TIKKHUM CTyIIeHeM AUChYHKIIiI HUPOK abo
B fiani3o3aie’kHUX XBOPUX KOHIIEHTpallif TiKapchKoro 3aco0y Oyma BUILOI (mpubnusuo 70 %). ¥
XBOPUX i3 cepefiHiM ab0 TAKKUM CTyIeHeM IOopyIIeHHs QYHKIII MeviHKu cucTeMHa 0i0JOCTYIIHICTh
JIepKaHiguIiHy, IMOBipHO, 30iBIIYETHCS, OCKIIbKY BiH MeTab0/1i3y€EThCS TOJIOBHUM YHHOM Y MEYiHIIi.

KrinigHi xapakTepuCTHKH
Iloka3zanus

EceH1ianbHa rinepTeHsis 1erkoro abo moMipHOT0 CTYTIeHS TSKKOCTI.



IIpomunoka3aHHs

- [TigBuileHa YYTIUBICTH [0 NepKaHigumniny abo mo 6ymb-IKOT0 KOMIIOHEHTA JIiIKapChKOro 3aco0y;
- 0oOCTpYKIIig BUBIHOTO BifIiNy JIiBOTO IITyHOYKA;

- HeJliKOBaHa 3acTiiiHa ceplieBa HeIOCTaTHICTE;

- HecTabiTbHa CTEHOKAPMis UM HelogaBHid (mpoTsaroM 1 micsi) iHGapKT Miokapma;

- TsI2KKa IIeYiHKOBa HeNOCTaTHICTh;

- TSKKa HAPKOBA HEJOCTATHICTH (KiIipeHC KpeaTuHiHy < 30 MJI/XB), BKJIIOUAIOYHU MAlliEHTIB Ha
reMofianisi;

- OJHOYAaCHe 3aCTOCYBaHHS 3 MOTYKHUMHU iHribiTopamu CYP3A4, IIUKIIOCTIOPUHOM, TPeUnpyToM
a00 rpeindGpyTOBUM COKOM.

B3aemodis 3 iHwuMu snikapcobkumu 3acodamu ma iHwi eudu e3aemodit

HQOmUHOK(ISGHO 00HOYdCHe 3dCMOCYyBAHHA

IHeibimopu CYP3A4. JlepkaHigumin MeTtabonisyetbcs mip mieio pepmenty CYP3A4, Tomy inribiTopu
Ta IHOYKTOPH OO0 (pepMeHTy, SKi IPUUMAaOTh OGHOYACHO 3 JIEPKaHIAUIIHOM, MOXYTh BIIJIUBATH Ha
MeTaboi3M Ta BUBEEHHS NepKaHigumminy. [JocmigKeHHs B3a€MOil IepKaHiIUIIIHY 3 TOTYXKHUM
inriitTopom CYP3A4 KeTOKOHaA30JI0M ITPOJIEMOHCTPYBAJIA 3HaYHE MigBUIIEHHS PiBHS JTepKaHIgUIiHy
y mia3Mi KpoBi (15-kpaTHe nifBuiieHHs nokasuuka AUC Ta 8-KpaTHe migBUINEHHS MaKCHMalbHOl
KOHIIEHTpAIlil eyToMepa S-IepKaHiguminy).

Crnig yHEKaTH OODHOYACHOTO 3aCTOCYBaHHS NepKaHiauminy 3 inriditopamu CYP3A4 (KeTOKOHA30710M,
iTPaKOHa30JI0M, pUTOHABIPOM, €PUTPOMIIIMHOM, TPOIE€aHOOMIIIMHOM, KJIaPUTPOMIIIUHOM).

HukaocnopuH. [Ipu 0mfHOYACHOMY 3aCTOCYBaHHI JIEPKAHIOUIIIHY 1 IUKJIOCIIOPUHY MiIBUIIYETHCA
piBeHb 000X PEUOBHH Yy IIa3Mi KpPoBi. [loCimKeHHS MOKa3aJiy, 1[0 3aCTOCYBAHHS [UKIIOCIIOPUHY
yepe3 3 FOOUHMU IiCIISA IPUMOMY JIepKaHIOUITIHY He 3MiHIOBAJIO PiBEeHb JIepKaHIAUIIHY Y I1JIa3Mi KPOBI,
BopHOYAc nmoka3HuK AUC nukiocnopuny 36inmbiryBaBcst Ha 27 %. OmHaK ogHOYacHEe 3aCTOCYBaHHS
JIePKaHITUIIHY i HUKIIOCTIOPHHY IIPU3BOAUTD 0O 3-KpaTHOro 30i/IblIeHHS PiBHS NEepKaHIgUIiHy y
n1a3Mi KpoBi Ta 36inmbineHHs noka3Huka AUC uuknocnopuny Ha 21 %.

[I¥KJIOCTIOPUH Ta JIEPKaHIOUIIIH HE CIIiJl 3aCTOCOBYBaTH Pa30M.

I'petingppym abo 2petinppymosuti cix. K i ang iHmMUX gurigponipuauHiB, MeTabo1i3M NepKaHiguIiny
YTIOBiJIbHIOETHCS IIif] BIIMBOM COKY IpeUrdpyTa 3 MofasbIlIuM ITiIBUILIEHHSAM CUCTEMHOI HOCTYIIHOCTI
JIepKaHiguIiHy Ta MigCUIeHHSIM TilloTeH3UuBHOI Ail. He cif nmpriiMaTy 0MHOYACHO JIEPKaHIgUIIIH Ta
rpeindpyTt abo rpeindpyToBui Cik.

He pexomeH008aHO 00HOYACHE 3ACMOCYBAHHA

IHOykmopu CYP3A4. Heo0xinHo 3 06epexkHiCTIO 3aCTOCOBYBATH JIEPKaHIAUIIIH OIHOYACHO 3
inmykTopamu CYP3A4, TakuMu K MIPOTUCYIOMHI 3acobu (beHiToiH, herobapbiTasn, KapbaMasernin),
Ta pudaMIiliuHOM Yepe3 MOKJINBE 3HUKEHHS aHTUTIePTEeH3UBHOI Ail IepKaHiauminy. Y nux



BHUIIaJKaX PEKOMEHOOBAHO YaCTillNH KOHTPOIJIb piBHﬂ apTepiaJ’IbHOTO TUCKY.

Ako204b. Criifl yHUKATH BXKUBAHHS aJTKOTOJII0 Yepe3 MOXKJIUBE MTOTEHITF0BaHHST Ba30AUIaTAI[iTHOT'0
eeKTy aHTUTiNepPTeH3UBHUX JIiIKaPChKUX 3ac00iB.

B3aemo0ii, aki nompebyroms Kopekuii 0o3u

Cyb6cmpamu CYP3A4. Heo0xinHo 6yTr 06€peXKHUM IIPYU OMHOYACHOMY 3aCTOCYBaHHi IepKaHIgumiHy 3
inmumu cyoctpatamu CYP3A4, TakuMu 9K TepdeHaAuH, acTeMi30J1, 3 aHTHaPUTMiIYHUMU 3acobaMu
IIT knacy, TakUMU 9K aMiogapoH, KBiHIIWH, COTAJION.

Midazonam. TIpu omHOYACHOMY 3aCTOCyBaHHi 20 MT JIepKaHIfUIIiHY Ta Mifa3oi1aMy Y HOOPOBOJIBIIIB
JTHBOTO BiKy a0copOiIrist MepKaHiguminy migBuImyBanack (mpubnau3Ho Ha 40 %), a IMBUOKICTD
abcopOuii 3HMKyBanacs (t,., momoxyBaBcs 3 1,75 mo 3 roguH). KoHIleHTpalisa Mifa3ojlaMy He
3MiHIOBaacs.

Memonposaoa. OnHOYacHe 3aCTOCYBaHHS JIEPKAHIIUITIHY 3 METOIIPOJIONIOM - b-0110KaTOpOM, SIKui
BHUBOJIUTHCS TTEPEBaKHO Yepe3 MeUiHKy, - He 3MiHI0E 610M0CTYIIHICThE METOIIPOJIONY, ajie IPU3BOOUTh
10 3MeHIlIeHHs 0i00CTyMHOCTI nepKaHiguminy Ha 50 %. Lle# eeKT MOXKIUBUM BHACITITOK
3MEHIIEeHHs TeYiHKOBOTO KPOBOTOKY, II0 CIIPUUKHSETHCS b-OJI0KaTOpaMu, TOMY MOXKe BUHUKATH
y pa3i 3acTOCyBaHHS 3 iHIIMMU IIpenapaTami Iriei rpynu. OTxe, TepKaHIgUiH MOXHa
3aCTOCOBYBaTH 3 b-ampeHoOI0KaTopaMy, ajie Ipu IIboMy MoxKe OyTy MOTPiOHe KOPUTYBaHHS HO3H.

Hueoxcun. IIpu ogHOYACHOMY 3aCTOCyBaHHi 20 MT JIepKaHIgUIiHY IallieHTaM, IKi IIOCTiNHO
NpUIMaioTh b-METUNIOUTOKCHUH, He OyJI0 BUSIBIEHO NOKa3iB (hapMaKOKiHETUYHOI B3aEMO/Iii.
[IpoTe cnoctepiranocs nigsuiesHs C,,, IUTOKCUHY B cepeqHboMy Ha 33 %, TOfi K
nmoka3HuK AUC 1 HUPKOBUM KJTIipEeHC 3HAYHO He 3MiHioBanucs. CTaH Malli€HTiB, IKUM
OTHOYACHO NPHU3HAYEHUHN TUTOKCHUH, TOTPIOHO peTesbHO KOHTPOJIIOBATH IIO0 O3HAK
iHTOKCHKAIIl OUTOKCUHOM.

OdHouacHe 3acmocy8aHHA 3 iIHWUMU AIKAPCbKUMU 3dcobamu

d1yokcemuH. BuB4eHHS B3a€MOIil TpU OMHOYACHOMY 3aCTOCYBaHHi 3 GyokceTuHoM (iHriGiTOpOoM
CYP2D6 i CYP3A4) y maiieHTiB BikoM 65 * 7 pOKiB (cepeHE 3HaYeHHS * C. B.) HE BUSBUJIO KITIHI9HO
3HAQYYIIOl 3MiHU (papMaKOKiHETUKHU JIEPKaHIUIIIHY.

IMumemuduH. OgHOYaCHUY IPUAOM IIUMeTUAUHY B 1o3i 800 Mr Ha o0y He CIIpUYMHSIE 3HAYHUX 3MiH
KOHIIEeHTPallil TepKaHiguIiHy B My1a3Mi KpoBi, aje ciig 6yTu 00epekKHUM IIPX 3aCTOCYBAHHI BUIIUX
03 Yepe3 MOKIUBICTE 306ibIeHHS 610M0CTYITHOCTI Ta aHTUTIIEPTEH3UBHOTO eEeKTy JIepKaHiAUIiHY.

CumeacmamuH. Komnu nepkaHigumnid y no3i 20 Mr ofHOYaCHO 3aCTOCOBYBasu 3i 40 MI CUMBacCTaTUHY,
noka3nuk AUC nepkaHigumiHy iCTOTHO He 3MIiHIOBaBCs, TOfl AK OKa3HUK AUC cuMBacTaTUHy
30inbiyBaBcs Ha 56 % i 1el ke MOKa3HUK [JIST MOT0 aKTUBHOTO MeTaboMiTy b-riTpoKCUKUCIOTH - Ha
28 %. MasnoiMOoBipHO, IO TaKi 3MiHM MalOTh K/TiHiYHe 3Ha4YeHHs. He 04ikyeThCa B3aEMOMil MiK LUMU
IperapaTaMy, SKIIO JIEPKaHIAUIIIH IpU3HayaTy 3paHKy, a CUMBAaCTaTUH - yBeuepi, IK BKa3aHo AJId
I[bOT0 IIpemnapary.

Iiypemuku ma iH2i6imopu aH2iomeH3uHNnepemaoprea bHoz0 pepmermy (AIIP). JIepKaHIOUIIIH
MOZKHa 3aCTOCOBYBaTH OMHOYACHO 3 AiypeTuKaMu Ta iHribiTopamu AIIQ.

THwi aikapcwvki 3acobu, siKi enausaroms Ha apmepiasavHull muck. 1K i gjs BCiX aHTUTIIePTEeH3UBHUX
TiKapCchKUX 3ac00iB, MOXKJIMBE ITIOCUIEHHS TilIOTEeH3UBHOT0 e(PEKTy IIpU OJHOYACHOMY



3aCTOCYBaHHI JIepKaHIOUIIiHY 3 iHIIMMH JTiIKapChbKUMHU 3ac00aMu, SIKi BIIJIMBAIOTh Ha
apTepialbHUY TUCK, TAKUX K  (-0JI0KATOPH [JIS CHMITOMATHYHOTO JTIKyBaHHS 3aXBOPIOBAHb
CEeYO0BOr0 MiXypa, TPULMKIIIYHI aHTAAENIPeCaHTH, HEMPOJIEIITUKMY.

HaBmaku, MoxXe CIIOCTepiraTucs 3HUKEHHS TiMOTeH3UBHOT0 e()heKTy IPU OOJHOYACHOMY 3aCTOCYBAaHHI
3 KOPTUKOCTEPOIIaMHU.

Oco6 1ueocmi 3acmocyeaHHsi

CuHOpom caabkocmi cuHycoeozo e8y3.da. JlepKaHigumin cyim 3 00epekHICTIO 3aCTOCOBYBATH
malieHTaM i3 CHHIPOMOM CJIabKOCTi CHHYCOBOTO By3j1a (6e3 iMIIaHTOBAHOT'0 KapaiOCTUMYIISITOPA).

[lucgynkuina nigoz2o0 wayHouka cepys. Xoda reMOJUHAMiYHO KOHTPOIbOBaHI JOCTiIXKEHHS He
BUSIBIJIM [TOPYILEHHS IITYHOYKOBOI GQYHKIII, 3 00epexkHiCTI0 MOTPiOHO TpU3HaYaTH JiKapChbKul 3acib
IpY OUCQYHKIII JTiBOT0 MITyHOYKa CepIs.

TwemiuHa xeopoba cepys. I[TpuIyCcKawTh, 110 IPU 3aCTOCYBaHHI IeIKUX KOPOTKOUACHO iI0UUX
OUTigpOMipuAKHiB 30iMbIIyETHCS PU3UK BUHUKHEHHS CEepLIeBO-CYAMHHUX YCKIIafIHEHD ¥ XBOPUX Ha
imemiyHy xBopoOy, TOMY 3aCTOCYBaHHS JIePKaHiAUIIIHY TaKUM XBOPUM BUMarae 00epezKHOCTi, xo4a
JIePKaHIAUIIIH YUHUTH IPOJIOHT0BaHy Hit0. [lesKi QUTIApOMipUAUHYA PIAKO MOXKYTh IIPU3BOOUTHU O
npekopmaianbHoro 0010 abo creHoKapmii. [lyxKe pigko y MallieHTiB 3 paHille iCHYI04Y00 CTeHOKapP/Iicto
MOXKJIMBe 30ilbIIeHHST YaCTOTH, TPUBAJIOCTI a00 TSIKKOCTI ITUX HamamiB. MoXyTh Bif3HaYaTHUCS
IIOOJMHOKI BUMAagKy iHpapKTy MioKapaa.

ITepumoHeanvHul Oiasi3. 3aCTOCyBaHHS NEePKaHIOUIIIHY OB’ I3yETHCS 3 PO3BUTKOM IIOMYTHIHHS
IIEPUTOHEATbHOTO eKCYAaTy V MallieHTiB Ha MepuTOHeanbHOMY miamisi. [loMmyTHiIHHS 00yMOBIEHO
IMigBUIIEHOI KOHLIEHTPAIIEI TPUTJIiLIePUAIB B €KCyJaTi OuepeBUHU. X04a MexXaHi3M HeBiIOMUH, ler
eeKT Mae TeHEHIIiI0 3HUKATH HEeBAOB3i ic/g BiAgMiHM nepKaHigumniny. Llei B3a€eM03B’930K CJIifi
B3THU [0 YBaru 3a/Jisl YHUKHEHHS BUNA[KIB, KOJIU IIOMYTHIHHS IEPUTOHEAIbHOT0 eKCyIaTy MoXKe
OyTH MOMUIKOBO IPUMHSATO 3a iHGEKIIMHNI TEPUTOHIT 3 MTOAJIbIIO HENOTPiOHOIO rocHiTani3allie
Ta eMITIPUYHUM BBEI€HHSIM aHTHOIOTHKIB.

Jlakmoa3a. JlikapchbKu# 3aci6 Bannepk MiCTUThH TakT03y. [TallieHTaM i3 pigkicHUMY CIIagKOBUMHU
npo6eMaMu HellePpeHOCHMOCTI T'aJlaKTO3H, 3arajibHoI JIaKTa3HOI HeJOCTAaTHOCTi a0 I'IF0K030-
rajlakKTO3HOI MaibaOcopOllii He CJIif 3aCTOCOBYBATH 1Liel JMiKapChKu 3acib.

Jlikapcekuit 3acib micTuTh MeHie 1 MMob (23 Mr)/mo3y HaTpiio, TOOTO MPAKTHYHO BiTbHUU Bif
HaTpilo.

3acmocyeanns y nepiod eazimnocmi abo 200ye8aHHs 2pydoro

Baeimuicmy. KniHiYyHUY JOCBIN 3aCTOCYBaHHA JI€pPKaHIAUIIIHY Y Iepiof BariTHOCTI BigCcyTHiN. Jocmigu
Ha TBapMHaX He BUSBUJIA TePaTOTE€HHOTO e(DeKTy, ajie BiH CIIOCTEPIiraBcs Iif Yac 3aCTOCYBaHHS
IHIMUX OUTIAPONIPUANHOBUX CIONYK. He peKoMeHn0BaHO 3aCTOCOBYBATH JIEPKAHIUIIIH BariTHUM Ta
JXIHKaM PeNpOnyKTUBHOIO BiKy, SIKIII0 BOHM HE BUKOPUCTOBYIOTh €(EKTUBHY KOHTPALIENIIO.

IIepiod 200ysaxHs 2pyddio. TOYHO HEBIMOMO, UM MPOHUKAE NepKaHigumnin abo #oro MetabomiTu
y TpyaHe Moj0KO0. ToMy pu3uK OISt QUTHHU He MoxXKe OyTu BUKoYeHu. He cmin



3aCTOCOBYBATHU J'IepKaHiI[I/IHiH Iif yac TOOYBaHHA T'PYAOIO.

®epmusvHicme. KniHivHI JaHi OK0 BIUBY JIePKaHIAUMIIHY Ha (pepTUIbHICTS BincyTHi. HasBHI mani
po 060poTHi GioxiMiuHi 3MiHM B TOMIBII CTIepMaTO30iiB, 1110 MOXKYTh BIUTUHYTH Ha MOXKJIUBICTh
3allJligHEHHS, y MAallieHTiB, SKi JiKyBanucs 6J10KaTopaMy KabllieBUX KaHaiB. Y pa3i MOBTOPHOTO
HEYCIIIIIHOr0 3alJIifHEeHHS in Vitro Ta 3a BiICYTHOCTI iHIINX MOSICHEHD WIOA0 ILILOTO CIIif PO3IJIAHYTH
3aCTOCyBaHHS 0JI0KATOPiB Ka/IbIi€BUX KaHaliB IK MOXK/INBY IPUUNHY.

30amuicmb enaueamu Ha weudKicmov peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHizmamu

BrnnuB nepkaHiguminy Ha 3[aTHICTb KEPYBaTH TPAHCIOPTHUM 3aco60M abo iHIIMMU MeXaHi3MaMu
He3HauyHui. OpHaAK HeoOXigHO BpaXOBYBaTH MOXKJIMBICTh 3allaMOPOYEHHS, CI1aOKOCTi,
iIBUIIIEHOl BTOMJIFOBAHOCTI, PiIKO - COHJIMBOCTI.

Cnoci6 3acmocyeaHHs1 ma 0o3u

Cnocib 3acTocyBaHHS

[Tepeqn 3acToCyBaHHSIM IIpenapaTy HeoOXimHO B3STH [0 yBary, IIo:

- 3aCTOCOBYBATH ITpernapar 0akaHO BpaHIli, He MeHIIe HiX 3a 15 XBUIMH 10 CHiTaHKY;
- e JikapChKuM 3acib He MOXKHa MPUUMATH 3 TPeUIPPyTOBUM COKOM.

PekoMeHIOBaHa [03a CTaHOBUTH 10 MT mepopanbHo 1 pa3 Ha moby, MPUUMAaTHA He paHillle Hixk 3a
15 xBuIMH 00 BXXUBAHHA 1XKi. 3anekHO Bif iHAUBiAyambHOI peakilil nmallieHTa Ha JIiKyBaHHS
103y MOXKHa MiagBuIuT A0 20 Mr.

[TinGip mo3u Mae OyTH MOCTYIOBUM, OCKiJIbKM MaKCHUMaJlbHa aHTUTIIEePTEeH3UBHA il PO3BUBAETHCS
IIPOTATOM 2 TUXKHIB JIIKYBaHHS.

[TamienTaM, apTepianbHUN TUCK SKUX afleKBAaTHO HE KOHTPOIIOETHCS IIPU MOHOTEpAaIil
AHTUTINEePTEeH3UBHUMHU IIperapaTaMu, Moxe OyTH 3aIIPOIIOHOBAHO [IOATH JTiKapchKui 3acid Bannepk
y cxeMu JIiKyBaHHSA 3 b-agpeHo60KaTOpamMu (aTeHOIOM), AiypeTuKaMu (TigpoxiopTiasum) abo
inribiTopamu AII® (kanTomnpun abo eHananpul).

OckinbKu KpuBa «Ho3a-eeKT» Mae IIaTo B IPOMiXKKY 103 20-30 Mr, Maji0¥MOBIpHO, 110
e(peKTUBHICTD IIpenapaTty 30iMbIIUTHCS IPU 3aCTOCYBaHHI BUIIOI AO3HU, TOMI SK PU3UK BUHUKHEHHS
no6ivyHUX PeakKli Moxke 306iMbIIUTHCS.

ITayieHmu AiMHbO20 BIKY

3rigHO 3 HaHUMU (papMaKOKiHETUUHUX Ta KIIHIYHUX JOCTiIXeHb JIePKaHIgUIIiH MOXKHA
3aCTOCOBYBATH XBOPHM JIITHROTO BiKy 6€3 CIellialbHOro KOPUTyBaHHS HO3H, ajie IOUMHATH JIiKyBaHHS
nalieHTaM JIiTHbOTO BiKy HeOOXiIHO Iif HaTrIsmoM.

ITauieHmu 3 HUPKOBOI abo ne4yiHK0B80H HedoCMamHicmio



XBOpUM 3 HUPKOBOIO ab0 Ie4iHKOBOIO HEIOCTATHICTIO JIETKOT0 Ta CEPEeIHbOT0 CTYIEHS JIIKyBaHHS
npenapaToM BaHepK CIif MOYWHATH I HArJIsSgoM. 3BU4YaliHa peKOMeHoBaHa fo3a 10 mr
TIEPEHOCUTHCS TallieHTaMy LXX MiATPYI 3a3Buyal fobpe, mifBuieHHs fo3u 0o 20 Mr notpebye
00ePeKHOCTI.

Y manieHTiB 3 ME4YiHKOBOI HEJOCTATHICTIO MOXKJIMBE IiABUIIEHHS aHTUTIIePTEH3UBHOT0 ePEKTy
penapary, 1o noTpedye KOpekIiii o3u.

[TpoTunokasaHe 3aCTOCYBaHHS JIePKaHIOUIiHY NalieHTaM 3 TAXKKO0I0 AUCHYHKITEIO TeYiHKy abo
TSKKOI0 OUCPYHKIII€I0 HUPOK (KIipeHC KpeaTuHiHy < 30 MJI/XB), BKIIOYal04yH MAIli€eHTIB Ha
reMopianmisi.

Himu

Beamneka Ta e(eKTHUBHICTh 3aCTOCYBaHHS JIIKAPCHKOTO 3aco0y AiTsM BikoM 0 18 pokiB He
OOCIIIXKYBaIUCS, JaHi 040 3aCTOCYBaHHS AiTAM BifCyTHI.

Ilepedo3yeanus

[IpoTsarom nepiopy micnsipeeCTPaIiiHOr0 3aCTOCYBaHHS MTOBIJOMIISIOCS PO AesKi BUTagKu
nepeno3yBanHd (Big 30-40 mr mo 800 Mr, y ToMy uuci cripoba Ccyinuny).

Cumnmomu. 3a aHaIOTi€l0 3 IHIMKUMYU OUTIAPONipUANHAMHY, IIPU NTepefo3yBaHHl TepKaHIAUIiHOM CIIif
OUiKyBaTH BUHMKHEHHS HafMipHOI nepudepudHoi Ba3oguiaTallil i IBHOI apTepianbHOI rinmoTeH3ii Ta
pedrnekTopHOI Taxikapail. OgHaK Ipu AyKe BUCOKUX [03ax llepudepriHa CeIeKTUBHICTL MoXe OyTH
BTPaYeHa, 110 MOXKe CIPUYMHUTY OpaguKapmilo i HeraTuBHUM iHOTponHuM edekT. HanbinbIm
nomupeHi mobiuHi peakiril, MoB’si3aHi 3 Mepego3yBaHHAM, - Ile apTepianbHa TinoTeHsid,
3amaMOpOYeHHs, TOJIOBHUY Oiflb Ta IOCHUIIEHE CepLeOuTTs.

JlixyeaHHA. Tlpu TSAXKKi# apTepianbHiii rimoTeH3ii HeoOXiMHO BXKUTHU 3aX0MiB aKTUBHOI
KapAioBacKyISPHOI MiATPUMKHU, BKITIOYAI0YHM YaCTUHM MOHITOPUHT CEPIIEBOI Ta AUXaIbHOI QYHKIIIM,
HalaHHA [Tali€HTy TOPU30HTAJIBHOTO [T0JIOXKEHHS 3 IPUNIIHATAMY HUXKHIMY KiHIIBKaMi, KOHTPOJIb
piguHu, 10 ITUPKYITIOE, Ta CEYOBUITYCKAHHS. 3 OTJIIAY Ha IOMOBXEHY (papMaKoJIOTiuHy [ii0
JIePKaHIgUIiHY B pa3i mepemo3yBaHHs HeOOXiTHUM HATISA 3@ CTAHOM CEPIIeBO-CYIMHHOI CHCTEeMHU
TaKUX MAli€HTIB IIOHaUMeHIIe [IPOTAroM 24 TOOuH. 3 OTJIsLy Ha BUCOKE 3B’sI3yBaHHA JIepKaHIAUIIHY
3 6imkamu, miani3 Moxke OyTu HeeeKTUBHUM. [IallieHTH 3 04iKyBaHOIO IIOMipHOIO a0 TSIKKOI0
iHTOKCHKaIli€lo MaloTh OyTH IIif HArjIsmoM B YMOBaX iHTEHCUBHOI Teparrii.

ITo6iyHi peakuii

3rifHO 3 JaHUMU KJIIHIYHUX AOCIIAKEHb Ta MICIIpeeCTPaliiftHOro 3aCTOCYBaHHS HaldacTillle
3ycTpivanucs Taki mobiuHi peakiii: nepudepruyuHi HaOPSIKY, TOJIOBHUM Oiflb, IPUTIINBH,
Taxikapfis i mocuneHe cepuebUTTS.

Huxye BKa3aHo nobiuHi peakiiil, Mpo sIKi MOBimOMIISIIOCS IIif Yac KITiHiYHUX MOCITiIXKeHb Ta
IiCIspeeCcTpaliiHoOro 3aCTOCYBaHHS MpernapaTy y KpaiHax CBiTy Ta A7 SKUX OyB
oOTr'pyHTOBaHUM IPUYUHHO-HACTIIKOBUY 3B’SI30K i3 3aCTOCYyBaHHSM Ipemnapary. [1o0iuHi



peaxiril HaBeJeHo 3rigHo 3 Kinacudikallieto MedDRA Ta 4aCTOTOI0 BUHUKHEHHS: IyKe 4acTo
(= 1/10), gacto (= 1/100 mo < 1/10), HeyacTo (= 1/1000 mo < 1/100), pimko (= 1/10000 mo <
1/1000), myxe pigko (< 1/10000), HeBigomo (He Moxke OyTH BU3HAYEHO 3 HASIBHOI
indopmatiii). Y KoxHiii rpyri BigoBigHO 40 4aCTOTH BUHUKHEHHS PEaKIlili 3a3HAaYeHO B MOPSIKY
3MEHINeHHS IXHbO1 CEPHO3HOCTI.

3 6oky imyHHOI cucmemu: PIOKO - MigBHUIIEHA Yy TIUBICTb.

3 60Ky Hepeoeoi cucmeMu: 9acTO - TOJIOBHUE Giflb; HEYACTO - 3aIIaMOPOYEHHST; PITKO -
COHJIUBICTh, HEIIPUTOMHICTb.

3 60Ky cepus: 4aCTO - Taxikapfis, mocuieHe CeplebuTTs; PIAKO - CTeHOKapIis.
3 60Ky cy0uHHOI cucmemu: 4aCTO - IPUIIJIUBY; HEYACTO - apTepiaibHa rinoTeH3is.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: HEYACTO - QUCIENCis, HynoTa, Oi/ib ¥ BepXHill YaCTHUHI
KWBOTa; PiKO - 67II0BaHHA, iapesi; HEBiIOMO - TinepTpodis sceH', MOMyTHIHHS I€PUTOHEATIBHOTO
eKcyZary .

3 60Ky neviHKUu ma H#08408uBiOHUX W/sAXi8: HEBIIOMO - MiIBUIIEHHS PiBHS TPaHCAMiHa3 CUPOBATKH
KPOBi'.

3 6oky wkKipu ma ii npudamkie: HEYACTO - BUCHUII, CBepOixK; PIOKO - BUCUIIaHHS; HEBIHOMO -
HaOpsK'.

3 60Ky onopHO-pyx080i cucmemu, CNOAYYHOI MKAHUHU i KicmoK: HE4aCTO - Miaris.
3 60Ky HUpPOK i ceuosuBiOHUX WsXi8: HEYACTO - MOJiypis; PIOIKO - moJakiypis.

3azanvbHi nopyweHHsA ma peakyii y micui eee0eHHA: 4acTo - nepudepuyHi HabpsaKy; HEYacCTO -
acTeHisl, mifBUIeHa BTOMJIIOBAHICTh; PIAKO - Gilb y Ipyasx.

'Tlo6iuni peaxwii 3i CIOHTAHHKX HOBiJOMIEHD Mifl YaC MiC/IAPEECTPALIHHOrO 3aCTOCYBaHH y KpaiHax
CBITY.

JlepkaHiouIiH He BIJIMBA€ HeTaTUBHO Ha PiBeHb LIYKPY Y KPOBI Ta PiBeHD JIiMifiB Y CUPOBATLI KPOBI.

Y nnare00-KOHTPOIbOBAHUX KITIHIYHUX JOCTIXKeHHIX epudepruyHi Habpsaku ctanoBunu 0,9 % Ha
T/Ii mpuioMy epkaHiguniny B mo3i 10-20 mr ta 0,83 % npu npuiiomi mnarebo. Lis yacTora gocsrana
2 % B 3araibHil mOMynsALii JOCTigXKeHHS, BKITIOYA04H JOBIOTPUBAJIi KITiHiYHI BUTTPOOYBaHHS.

3acToCyBaHHS OeSKUX QUTIIPONMipUANHIB MOXKe iHOMI TPU3BOAUTH [0 IIPeKopAianbHOro 600 abo
CTeHOKapfii; Y BUHATKOBUX BUIIafIKax y NallieHTiB 31 CTeHOKap/ielo Moxe 30iIbIIUTUCS
YacToTa, TPUBAJiCTh a00 TSIXKKICTh HalafiB, MOXYTh Bil3HAaYaTHCS i307IbOBaHI BUMIAKU
iHpapKTy MioKapaa.

[ToBigoMIeHHS PO IMif03pI0BaHi M00iYHI peakiril



[ToBimomneHHs mpo Mo6iuHi peakiril micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IMBe 3HAYEHHS.
Lle ma€e 3MOr'y MPOBOOUTH MOHITOPUHT CITiBBiIHOIIEHHS KOPHUCThL/PU3UK IIPHU 3aCTOCYBAHHI IIOTO
JiKapchKOro 3acoby. MeguuHuM Ta ¢hapMalleBTUUHUM IIpalliBHUKAM, a TAKOX MallieHTaMm abo ixHiMm
3aKOHHUM IIpe[CTaBHUKAM CJIif] TIOBiTOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BifiCcyTHOCTI e(peKTHUBHOCTI TiKapCchKOro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMaIliliHy CUCTEMY 3
(dapMaKoHarnsany 3a nocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHuocmi. 2 POKH.

YMmoBH 30epiranasa

30epiratu B OpuTiHaibHiY yIAKOBIi IPU TeMIIepaTypi He BUllle 25 Oc.

30epiraté B HEOOCTYIIHOMY IJISI OiTeW MicCIIi.

YnakosBka. [To 10 TabneTok y GmicTepi; mo 3 GicTepu y mayiii.

Kareropis Bigmycky. 3a peLenTom.

Bupo6uuk. AT «KUIBCbKUN BITAMIHHUY 3ABOI».

Micue3HaxoKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MpOoBaIXKeHHsI HOro Tis/IbHOCTI.

04073, Ykpaina, M. Kuis, Byn. Konunisceka, 38.
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