Ckian

Oitoua peuosuHa: 1 Tabnetka MicTuTh 20 MT TepKaHIOUIIIHY TiIpPOXJIOPUOY
(exBiBasieHTHO 18,8 Mr nepKaHigUIIiHY)

O0ONOMIJICHI pedyoBUHU: JTAaKTO3a, IIe/Ii0jI03a MiKPOKpUCTallidHa, HaTPito KpoXMaJio (TUII
A), noBigon K30, marsiio cTeapat

o6osioHKa 11 TabneTku 3 go3yBaHHaAM 20 mr Omaapi 02F25077 (rinpomersio3a, Talbk,
tuTany miokcurn (E 171), makporomn 6000, 3aniza okcupg yepBouuu (E172)).

JIikapcbKa ¢popmMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKOo-xiMiuHI 81aCcMuBOCMI:

TabeTKu, 10 MicTATh 20 MT JTepKaHiguminy rimpoxiopuny, - TableTKu, BKPUTI
IIJIIBKOBOIO 000JIOHKOIO, PO2KEBOT'0 KOIbOPY, KPYTJIi, IBOOITYKJIi, 3 PUCKOIO 3 OJTHOTO
OOKYy.

dapMaKoTepaneBTHYHA I'Pyla

CeJleKTUBHI aHTArOHICTU KaJIblil0 3 IlepeBaXHOM fieto Ha cyquHu. [loxigHi
nurigponipununy. Kog ATX C08C Al13.

dapMaKoauMHaMiKa

JlepKaHIiOUIIiH - 116 aHTaroHiCT KaJbllil0 OIUTiAponipuanHOBOI rpynu. IHTiOye
TpaHCMeMOpaHHUM MOTIK KalbIlil0 BCePeOUHYy KapaioMioIuTiB Ta I'JIagKoM’ I30BUX
KJIiTUH CyOuH. MexaHi3M aHTUTiNepTEeH3UBHOI [il TIepKaHiouniHy 3yMOBIEHUU IPIMUM
pelaKCy4YuM BIJIMBOM Ha IJIafKi M'sI13M CyOUH, 3@ PaXyHOK 4YOr0 3MEHIIYETHCS
3arajbHUY CyOMHHUN nepudepuyunui omnip. He3Baxkaiouum Ha KOPOTKUM IIE€Piof
HalliBBUBEOEHHS 3 IIJIa3MU KPOBI, IepKaHIOUMIiH YMHUTH IPOJIOHTOBaHY
aHTUTITIEPTEH3UBHY [il0 3a PaXyHOK BUCOKOTO KoedillieHTa MeMOpPaHHOTO PO3IOLiNy.
3aBOsiKU BUCOKiM CyOWHHINW CEIEeKTUBHOCTI IIpernapaT He YMHUTh HEraTUBHOIL
iHoTpomHoOl fii. ['ocTpa apTepianbHa rimoTeH3is 3 pedIeKToOpHOI Taxikapmieo
BHHUMKAE PiIKO 3aBOSKM IIOCTYIIOBOMY PO3BUTKY Ba3ogujaTallil Ipu IpUiomi
JIEPKaHIOUIIIHY.

4K 1 og iHIMUX acCUMeTpUYHUX 1,4-OUrifgponipuauHiB, aHTUrinepTeH3UWBHA aKTUBHICTh
JIEPKAHIANTiHY B OCHOBHOMY 00yMOBJIeHa MOT0 S-eHaHTiOMEpPOM.



Kniniuna epekTUBHICTE i 6€3IMeYHICTh 3aCTOCYBAHHS JIePKaHiauminy y mo3i 10-20 mr
OIOMH pa3 Ha o0y OyJiM BUBYEHI B ITOOBIMHO CIIilToMYy I1j1a1ie60-KOHTPOIbOBAHOMY
KJIiHiYHOMY HociigeHHi (B skoMy 1200 nmanieHTiB oTpuMyBaiu jiepKaHigumiz, 603
Mali€eHTV OTPUMYBAlH Ijialle00) Ta B aKTUBHO KOHTPOJILOBAHUX i B HEKOHTPOJIbOBAHUX
OOBrOTPHUBAINX KIIHIYHUX OOCHIAXKEHHSIX 3 3arajibHOI0 KibKiCTIO 3676 mallieHTiB 3
rinepreHsi€ro.

ITo 6inbirocTi mocmigkeHb OyIu 3aly4deHi MallieHTU 3 eCeHIliaIbHOIO TillepTeH3ie1o
JIETKOT0 ab0 IOMIpHOT'O CTyIIEeHS TSAXKKOCTI (BKJII04Yal04yM IalliEHTIB JIiTHLOTO BiKy Ta
XBOPHUX Ha LYKPOBUH miabeT), IKi oTpuMyBaIu JepKaHIOUIIiH IK MOHOTepaItio abo y
KoMOiHaril 3 iHribiTopamu AII®, miypeTukamMu 4u OeTa-0J10KaTOpaMM.

ITomaTKOBO OO KIiHIYHUX OOCIIiIXKEeHb, ITPOBEIeHUX [JIS MiATBEPOKEHHSI
TepaneBTUYHUX II0Ka3aHb, [I0aJibllle HEBEIUKEe HEKOHTPOJIbOBaHe, aje
paHOoMi30BaHe OOCIIAXKEeHHS IIpelapaTy 3a y4acTiO Halll€HTIiB 3 TAXKKOI
apTepiarbHOIO TinepTeH3i€ (cepegHe = CTaHOapTHE BiOXMIIEHHS PiBHS OiaCTOIIYHOTO
apTepianbHOro Tucky 114,5 + 3,7 MM pT. CT.) IPOAEMOHCTPYBaJIO HOpMaIi3alliio
apTepianbHOro TUCKY y 40 % 3 25 mallieHTiB, AKi npuiManu 3a”Higin® y gosi 20 mr 1
pa3 Ha moby, Ta y 56 % 3 25 mallieHTiB, ki npuiiManu 3aHigin® y gosi 10 Mr 2 pa3u
Ha mo0y. Y moaBifiHO cirimoMy paHaoMi30BaHOMY ILIaie00-KOHTPOJIbOBAHOMY
OOCJIIA?KEeHH] y Ialli€eHTiB 3 130JIbOBAHOIO CUCTOJIIYHOIO TinepTeH3ieto 3aHigin®
e(peKTHBHO 3HNZKYBaB CUCTOJIIYHUHN apTepialbHUU TUCK i3 CepegHbOr0 MOYaTKOBOI'O
3HayeHHs 172,6 £ 5,6 mM prt. cT. go 140,2 = 8,7 MM PT. CT.

KnixiuHi gocnigKeHHS y OUTSAYIN DOMYsilil He IPOBOOUINUCS.
dapMakKoOKiHEeTHKA

Abcopbuis

3aHigin® IMOBHICTIO BCMOKTYETHCS ITiCIIS II€pOpabHOro npuromy y go3i 10-20 wr,
MaKCHMallbHi KOHIIeHTpallil y ria3mi Kposi 3,30 ur/ma * 2,09 c.B. Ta 7,66 Hr/™MI *
5,90 c.B. BiilIOBiDHO PEECTPYIOThCS MPUOIIN3HO Yyepe3 1,5-3 roguHu.

IlBa eHaHTiOMepHU JIePKaHIAUIIIHY AeMOHCTPYIOTh IOoAiOHUM Mpodinb PiBHIB y mna3mi
KPOBi: 4aC HOCATHEeHHS MaKCHMMaJIbHOl KOHIIeHTpaIlil y IJla3Mi KPOBI TaKH¥ CaMUM,
MaKCuMaJibHa KOHIeHTpallisd Ta rnoka3Huk AUC B cepegubomy B 1,2 pa3za BulLli gida S-
€HaHTioMepa, a Iepioq HalliBBUBEeOEHHS OBOX €HaHTiOMepiB, 110 CyTi, OMHAKOBUM.
B3aemoriepeTBOpeHHS €eHaHTIiOMEPIB in Vivo He BiMidalocCh.

BHacmimok BuCOKOTo MeTaboIi3aMy Mpu MEPBUHHOMY ITPOXOMKEHHI Uepes MediHKy
abcomoTHa 6i0OCTYITHICTh JIEPKaHIIUNIiIHY, IPUUHATOTO MMAlliEHTOM IIepPOPasbHO Micys
igu, ctaHoBUTHL pubMu3HO 10 %, X0Ya BOHa 3MeHIIIyBajacs 0o %3 IbOTo 3HAaYEeHHS],



SIKIIIO TIperapaT 3aCTOCOBYBalIX 3[0POBi JOOPOBOJIBII HaTIIe. AKIIO IIpernapaT
NpurMaTH He Mi3Hillle HiXK Yepe3 2 TOOUHU IIiCJIsA BXKUBAHHSA Oy2Ke XKUPHOI 1XKi, K0T0
O6iogoCTyIHICTh 30iNbINTYETHCSA V 4 pa3u. ToMy JIepKaHiOuMmiH ciim mpuiiMaTH 0o
BXKHBAHHS 1Xi.

Po3noodina

Poznopin 3 myia3Mu KpPoBi y TKAHUHU Ta OPTaHM € IMIBUOKUM Ta o0mupHUM. CTyIiHb
3B’s13yBaHHA JiepKaHiguminy 3 6inkaMu cupoBaTKu nepeBuiye 98 %. OckinbKu piBeHb
0inka y maa3Mi KpoBi 3MEHIIIEHUH Y IMAIliEHTIB i3 TAXKKUMU NOPYIIEHHAMU (YHKIII1
HUPOK Ta IeYiHKU, BilbHa (Gpakilid mpenapaTy MoxKe 30iIbIITyBaTUCS.

BiompaHcpopmauisn

3aHigin® ekcTeHCUBHO MeTaboi3yeThcsa isopepmenToM CYP3A4, He3MiHEeHUU
mpemapaT y cedi 4u KaJjli He BUSBISIETHCSA. BiH ITepeTBOPIOETHCS IIEPEBAXKHO Y
HeaKTHBHi MeTabonitu, mpubnu3Ho 50 % OpuiHSITOL 403U BUBOOUTHLCS 3 CEUelo.

ExcnepumMmeHTH in vitro 3 jIr0OChKUMHU MIKpOCOMaMU IIE€YiHKU CBig4YaTh, IO
nepkaHigumiH geilo npurdiyye CYP3A4 ta CYP2D6 npu KOHLIEHTpalisaX, BIOIIOBIAHO Y
160 i 40 pasiB BULIKX, HiXK MOT0 MaKCMMaJibHa KOHILIEHTpallis y Ijla3Mi KPOBi, sKa
OOCATa€EThCA Mmicisd npurioMy mo3u 20 mr. Kpim 11p0ro, JoCHigKeHHS JTiKapChKO1
B3a€eMo[il y moael IpogeMOHCTPYBaIH, 110 JepKaHIgUuIliH y ni1a3Mi KpoBi He 3MiHIOE
piBeHb Mimazomnamy, TunoBoro cyoctpaty CYP3A4, abo MeTOnposIony, TUIIOBOTO
cyoctpaty CYP2D6. TakuM 4MHOM, IPU 3aCTOCYBaHHI JIepKaHiOUMIiHY y
TepaneBTUYHUX [J03aX He 04UiKyeTbCcs OioTpaHcdopMallil mpemaparis, 110
MmeTabomnisyoTbcss CYP3A4 a6o CYP2DG6.

BuseoeHHsAa

EniMmiHanisa npoxoguTk B OCHOBHOMY HIIsiXoM OioTpaHcdopmartrii. CepenHin
TepMiHaIbHUY MIePion HaliBBUBEeOeHHS CTaHOBUTH 8-10 roguH, a TepaneBTUYHA Oid
TpuBa€e 24 rOOWHU BHACIIIOOK BUCOKOI'0O CTYIIEHS 3B A3yBaHHSA JIEPKAHINUIIIHY 3
JImigaMu KIiTUHHUX MeMOpaH. [Ipu mOBTOPHOMY 3aCTOCYBaHHI KyMYyJISLlis He
CIioCTepirasacs.

JIiHiUHIiCMb/HEeAIHIUHICMDb

[Tpu nepopanbHOMY 3aCTOCYBaHHI JIepKaHIAUNIiIHY MOT0 KOHIIEHTpallig y nja3Mi KpoBi
He € IIPSAMO HNPOHOPIINHOI0 A0 IPUNHATOL 003U (HesmiHiliHa KiHeTHuKa). [licnsa npuriomy
10 mr, 20 mr i 40 Mr MakCcuUMaJIbHI KOHIIEHTPAIlil y IIJ1a3Mi KpPOBi, SKi cIiocTepiranucs,
MaJiu ciiBBigHOmeHHs 1:3:8, a mioli nig KpUBUMHU 3aJIe?KHOCTI KOHIIEHTpallil y
I1J1a3Mi KpOBI Biff yacy Masnu coiBBigHOIIeHHS 1:4:18, 110 BKa3dye Ha IOCTYIIOBE
Hacu4eHHS MeTaboJ1i3aMy IIpHU IeplIIoMy IIPOXOaXKeHHi. TakKuM 4YuHOM, 6i0IOCTYITHICTh



JIePKaHIAUIiHY 30iTbIIyETHCS 3 IMiOABUINEHHSIM T03H.
Ilooamkoea iHpopmauia w000 oKkpemux 2pyn nauieHmia

Byno nmoka3aHo, 110 (papMaKOKiHETHKA JIEPKAHIOUIIHY y HDalli€HTiB JIITHBOTO BiKy Ta y
MalieHTiB 3 AUCPYHKITi€I0 HUPOK abo medviHKu cnabKoro abo cepemHboro CTYIIeHs
TSAXKKOCTI CX0zKa Ha TakKy, 110 CIIOCTEPIraeThCs y 3arajbHiid Irpyli namieHTiB. Y XBOPUX
i3 TAXKKUM cTyreHeM AucGYHKIII HUPOK abo y mianmizo3anexkHUX XBOPUX KOHIIeHTpallil
JIiKapchKOT0 3aco0y Oynu Oinbin BucokuMu (mpubnuszo 70 %). Y xBopux i3 cepegHiM
ab0 TSIXKKUM CTyIeHeM MOPYIIeHHs QYyHKIIil me4iHKu cucTeMHa 0i0g0CTyIIHICTh
JIepKaHigumiHy, iMOBipHO, 30ibIIYETHCS, OCKIJIBKY BiH MeTab0J1i3yETHCS TOJIOBHUM
YUHOM Y IEeYiHIIi.

Iloxa3aHHs
EceHilianbHa rinepTeH3isa 1erkoro abo IIoMipHOTO CTYIEeHS TSKKOCTI.
IIporunoka3aHHs

e [limBUIlleHa YYTIUBICTH OO JepKaHiguniny abo o Oyab-aKOT0 KOMIIOHEHTa
npemnapary.

e OOCTpPYKIIisi BUBIiAHOTO BiffiTy JIiBOTO IIITyHOYKA.

e HenikoBaHa 3acTiliHa ceplieBa HeJOCTaTHICTb.

e HecTabinbHa cTeHOKAPis UM HellomaBHiM (mpoTsarom 1 micsiis) iHgapKT
MioKapma.

e TsKKa Me4YiHKOBa HEOOCTATHICTh.

e TskKa HUPKOBa HEOOCTATHICTh (KIipeHC KpeaTuHiny < 30 MJI/XB), BKIIOYalO49ld
IalieHTiB Ha reMofiaisi.

e OgHO4YacHe 3aCTOCyBaHHSA 3 NOTyXKHUMMU iHribiTopamu CYP3A4, IIMKIOCIIOPHUHOM,
rpeun@pyToM YU rperundpyTOBUM COKOM.

B3aeMmopisi 3 iHIIEMH JTiKapCHKHMH 3aCO00aMH Ta iHIII BHOIH B3a€EMOIIiH

[TpoTunoKa3aHO OOHOYACHE 3aCTOCYBAHHS

IHeibimopu CYP3A4

JlepkaHigunin Metaboni3yeThcs min gieo pepmenty CYP3A4, Tomy iHribiTopu Ta
IHOYKTOPY LILOTO epPMEHTYy, SIKi MPUNMalOTh OMHOYACHO 3 JIEPKAHIANUIIIHOM, MOXKYTh
BIIZIUBATU Ha MeTabo0J1i3M Ta BUBEEeHHS JiIepKaHiguminy. [lociigKeHHs B3aeMoii
JIepKaHigumniny 3 notyKHuM iHriditopom CYP3A4 KeTOKOHA30JI0M IPOAEMOHCTPYBaI!
3Ha4YHe MiABUIIEHHS PiBHA JIePKaHIOUIIIHY y I1a3Mi KpoBi (15-KpaTHe HigBUILlEHHS
noka3Huka AUC Ta 8-KpaTHe MigBUIIIeHHS MaKCUMallbHOI KOHIIEHTpallil eyToMepa S-



JIepKaHigumIiny).

Cnig yHMKATH OOHOYACHOTO 3aCTOCYBAHHS JiepKaHinguminy 3 inriditopamu CYP3A4
(KeTOKOHA30JI0M, iTPAaKOHA30JI0M, PUTOHABIPOM, EPUTPOMIIIMHOM,
TPOJIEaHOOMIIIMHOM, KJIIaPUTPOMIIITMHOM).

IMukaocnopuH

[Tpu omgHOYAaCHOMY 3aCTOCYBaHHI JTePKaHIOUITIHY i IIMKJIOCIIOPUHY ITiABUITYETHCS
piBeHb 000X PEYOBUH Yy IJ1a3Mi KPoBi. [locigKeHHs 3a Y4acTi0 MOJIOOUX 3[IOPOBUX
noOpOBOJIBIIIB ITOKA3aso, 1110 3aCTOCYBaHHS LIMKJIOCIIOPUHY Yepe3 3 TOOUHU Mics
NPUKMOMY JIEPKaHIAUNiIHYy He 3MiHIOBAJIO PiBeHb JIEPKAHIOUIIIHY y IJ1a3Mi KPOBI,
BomHoYac nmoka3HukK AUC nukiocnopuny 30inbiiryBaBcsa Ha 27 %. OgHak ogHOYacHe
3aCTOCyBaHHS JIEPKaHIOUTIHY i IUKIOCIIOPUHY IIPU3BOOUTH A0 3-KPaTHOTO
30inbIlIeHHS PiBHSA JIepKaHIgUIIiHY y IIa3Mi KpoBi Ta 30inbiieHHs nmokasuuka AUC
LUKJIOCIIOpuHY Ha 21 %.

LIuknocnopuH Ta JIEpKaHIAUIIIH He CJIi 3aCTOCOBYBAaTU pa3oM.
I'petinppym uu epetuingppymosuu Ccik

AK i g iHmuX gUTigpomnipuanHiB, MeTabo0Ti3M TepKaHigUITiHy YIIOBiIbHIOETHCS ITif
BILIMBOM COKY rpeundpyTa 3 HoJasbIIiM ITigBUIIEHHSIM CUCTEMHOI JOCTYITHOCTI
JIepKaHiOUuIIiHYy Ta IIiJgCUIeHHIM TilloTeH3uBHOI Ail. He ciig mpuiiMaTy 0gHOYaCHO
JIEpKaHIOWIIiH Ta rpeundpyT 94U rpeundpyToBUH CiK.

He pekoMeHOOBaHO OHOYACHE 3aCTOCYBaAHHS

Inoykmopu CYP3A4

Heo0xigHO 3 00€peXHiCTIO 3aCTOCOBYBATH JIE€PKAHIAUIIIH OMHOYACHO 3 iHAyKTOpaMu
CYP3A4, TakuMHM SIK IPOTUCYHOOMHi 3acobu (¢eHiToiH, heHoOapbiTasn, kapbamMasermin)
Ta pupaMIIiITHOM Yepe3 MOXKJINBE 3HUIKEHHS aHTUTINEePTEeH3UBHOI Ail JIEPKaHIAUIIHY.
Y nux BUNagKax peKOMEHOOBaHO YacCTIiIUi KOHTPOJIb piBHA AT.

AK0201b

Crninm yHUKaTU BXKUBAHHS aJIKOT'OJII0 Yepe3 MOXKJIMBE IIOTEHIIiII0OBaHH S
Ba3oauIaTalliiHOTO e(PeKTy aHTUTITIEPTEH3UBHUX JIIKapChKUX 3aco0iB.

B3aeMogii, siKi moTpeOyioTh KOpPeKIIil mo3u

Cybcmpamu CYP3A4

Cnig 6yTu 00epeXKHUM IIPU OOHOYACHOMY 3aCTOCyBaHHi JIepKaHiAuNOiHY 3 iHIIUMHT
cyoctpatamu CYP3A4, TakuMu siK TepdeHaanH, acTeMi30J1, 3 aHTUAPUTMIYHUMHU



3acob6amu III Kknacy, TaKUMH SIK aMiomapoH, KBiHiOWH, COTaJIOoJ.
Midazonam

[Tpu ogHOYaCHOMY 3acToCyBaHHi 20 MT JTepKaHiguniHy Ta Mima3onamMy y moOPOBOJIBIIIB
JIITHBOTO BiKy aOcopOilis TepKaHiguIliHy migBuityBanach (mpubnusuo Ha 40 %), a
IIBUOKICTH abcopOIiil 3HUKyBanach (tmax momoBxKyBanach 3 1,75 mo 3 roguH).
KoHueHTpanisa Miga3onaMy He 3MiHIOBaAjack.

Memonpoaon

OnmHOYacHe 3aCTOCYBaHHS JIEPKAHIOUTIiIHY 3 METOIIPOJIOJIOM - b-GJ10KaTOpoOM, SIKUM
BHBOOUTHLCS ITepeBakKHO Yepe3 MediHKy, - He 3MiHI0€ Oi0mOCTYHICTh METOIIPOJIONY,
ajie MPU3BOOUTH OO 3MEHIIIEHHS 0i0gOCTYITHOCTI JiepKaHigumniny Ha 50 %. Lle#t edekT
MO2KJIMBHUY BHACJIJOK 3MEHIIIEHHS ITe4YiHKOBOTO0 KPOBOTOKY, 110 CIPUYMHSIETHCS b-
0JI0KaTOpaMH, TOMY MOXKe BUHUKATH Y Pa3i 3aCTOCYBaHHS 3 iHIMMMU ITpernapaTaMu
uiei rpynu. OTKe, NepKaHigUIliH MOXKHa 3aCTOCOBYyBaTH 3 b-agpeHo6I0KaTOpamMu, ane
IIPY IIbOMY MOKe OyTu MoTpiOHe KOPUTYBAHHS HO3U.

JIu20KCcuH

ITpu ogHOYacHOMY 3acToCcyBaHHI 20 MTI' TepKaHIOUITIHY TallieHTaM, sIKi IOCTIMHO
MPUUMalOTh b-MeTUNOUTOKCHUH, He OYI0 BUSIBJIEHO A0Ka3iB ¢hapMaKOKiHETUYHOI
B3aeMmoqil. [IpoTe crocrtepiranocs migBuilieHHss Cmax JUTOKCUHY B cepeaHboMy Ha 33
%, Tomi aK moka3HUuK AUC i HUPKOBUU KJIIpEHC 3HAaYHO He 3MiHOBanuchk. CtaH
MHalll€HTIB, AKUM OOHOYACHO IIPHU3HAYEHUU OUTOKCHUH, CIIil peTeIbHO KOHTPOIIOBaTHU
IITONO O3HAaK IHTOKCHKAIlil UTOKCUHOM.

OpgHoyacHe 3aCTOCYBaHHS 3 IHIIMMHU JIIKAPCHKUMHU 3acobamMu

dayokcemuH

BuB4eHHs B3aEMO[Iii TpU OOHOYACHOMY 3aCTOCYyBaHHi 3 ¢yyokceTuHoM (iHribiTopom
CYP2D6 i CYP3A4) y noOpOBOJIBIIB BikoM 65 + 7 poKiB (cepenHii + C.B.) He BUSIBUIIO
KJIiHIYHO 3HA4yIlI0l 3MiHM (papMaKOKiHETUKY JIEpKaHiOUMIiHYy.

IHumemuouH

OpHOYacHUU NpurioM muMeTuauHy y 003i 800 Mr Ha fo0y He CIIPUYUHSIE 3HaYHUX

3MiH KOHIIEHTpallii TepKaHiguIiHy y nia3mi KpoBi, ajne ciig 6yTu o6epexkHuM Ipu

3aCTOCYBaHHi OiNTbIIT BUCOKUX [03 Yepe3 MOXKIUBICTD 30inblleHHsT 6i0m0CTYyIHOCTI i
QHTUTINIEPTEH3UBHOT0 e(eKTy JIepKaHIgUuIiHy.

CumsacmamuH



Konu nepkanigunin y no3i 20 Mr ogHO4YacHO 3acTocoByBaiu 3 40 M cuMBacCTaTUHY,
noka3HukK AUC jlepkKaHIgUNIIHY ICTOTHO He 3MIHIOBaBCs, TOAL K mokKa3Huk AUC
CUMBACTaTUHY 30inbITyBaBCcs Ha 56 % i 11el Ke IMOKa3HUK MOro aKTUBHOTO MeTaboIIiTy
b-rigppokcukucnoTu - Ha 28 %. ManouMOBIipHO, 110 TaKi 3MiHM MalOTh KIIiHIiYHEe
3Ha4YeHHS. He o4iKyeThCSd B3a€MOil MiXK IIUMHU OpelapaTaMy, K0 JTepKaHITUIIiH
Ipur¥MaTy 3paHKy, a CUMBAacTaTUH - yBeuepi, SK BKa3aHO AJIsd IbOT0 IIpenapary.

Liypemuku ma iH2ibimopu AIID

JlepKaHIiguIiH MOXHa 3aCTOCOBYBATH OJHOYACHO 3 [IiypeTUKaMHu Ta iHribiTopamMu
QHTIOTEH3UHIEPETBOPIOBAJIBHOTO (PEPMEHTY.

THwi nikapcvki 3acobu, sKi enausaroms Ha apmepiaabHull Muck

fK 1 Ojig BCiX aHTUTINIEPTEH3UBHUX IIpellapaTiB, MOXKIIMBE ITOCUJIEHHS TIIIOTEH3UBHOTO
e(eKkTy Ipu OJHOYAaCHOMY 3aCTOCYBaHHI JIEPKaHIOUIIIHY 3 iHITUMH JIIKapChbKUMU
3acobamu, SIKi BIJIMBAIOTh Ha apTepialbHUM THUCK, TAKUX SIK K-OJI0KATOPU AJIS
CHMIITOMaTUYHOI'O JIIKyBaHHS 3aXBOPIOBaHb CE€YOBOI'0 MiXypa, TPULIMKIIIYHI
aHTHUOEIIPEeCaHTH, HEUPOJIEIITUKH.

HaBraku, MO2Ke CIIOCTepiraTucs 3HUKEHHS TiIIOTEH3UBHOTO €(PEKTY IIPU
OOHOYACHOMY 3aCTOCYBaHHI 3 KOPTUKOCTEPOIOdaMHu.

Oco006/1MBOCTi 3aCTOCYBaHHS

CuHOpom caabkocmi cuHycoeo20 8y3/1a

JlepKaHIOUIIiH C/Ii 3aCTOCOBYBaTH 3 00E€PEKHICTIO MalliEHTaM i3 CHHOIPOMOM
c1abKOCTi CHHYyCOBOTO By37a (0€e3 iMIIaHTOBaHOT O KapOiOCTUMYJISITOpa).

HucpyHKuia niB020 WAYHOUKA cepus

Xo4a reMOOUHaMIYHO KOHTPOJILOBAHI OOCIIIIKEHHS He BUSIBUJIU IIOTipIIEeHH T
IIJTYHOYKOBO1 (QYHKIIIl, 3 00epeKHICTIO IpU3HavaTy Ipu AUCHYHKIIII TiBOTO HIJIyHOYKa
Cepls.

TwemiuHa xeopoba cepus

Byro BUCJIOBJIEHO IPUNYIIEHHS, 110 OeSKi OUTIOPOmipuaAXHNA KOPOTKOI Oil MOXKYTh
OyTu IOB’sI3aHi 3 MiABUIIEHUM CEPLIEBO-CYOIUHHUM PU3UKOM Y IMALiEHTIB 3 illIeMiYyHOI0
XxBopo06010 cepirsi. Xouya 3aHimin® € mpemapaToM AOBrOTPHBAJIOI [il, IPOTe TaKUM
XBOPHUM ITperapaT CJIiJl 3aCTOCOBYBaTU 3 00epexkHicTIo. [lesgKi JUTimpoIipuanHu PigKo
MOXKYTh IPHU3BOOUTH A0 IIpeKopaianbHOro 601110 abo cTreHoKapmil. [lykKe pigKo y
MallieHTiB 3 paHillle iCHYyI0UO0l0 CTEHOKap/ai€lo MOXKJIMBe 30ibIIIEHHS YaCTOTH,
TPUBAJIOCTi @00 TSAXKKOCTI ITUX HaMaaiB. MoXKYyTh Bifl3HAYATHUCS IIOOOUHOKI BUIAIKU



iH(apKTy MioKapgaa.
ITepumoHeaavHull 0iani3

3acToCyBaHHS JIEPKAHIOUIIHY OB A3YETHCSA 3 PO3BUTKOM IIOMYTHIHHSA
IIepUTOHEAaJIbHOI'O eKCyAaTy Yy Ialll€eHTiB Ha IIepUuToOHeaJIbHOMY Aiasi3i. [loMyTHIHHS
00yMOBIIEHO TIiABUILIEHOIO KOHIIEHTPAIIi€I0 TPUTIIIIEPU/IiB B eKCyoaTi ouepeBUHU. X0o4a
MexXaHi3M HeBigoMui, 1eu epeKT Ma€ TEeHOEHIIil0 3HUKATH HEBOOB3I ITiCJIs BigMiHU
JlepKaHigumiHy. Lleid B3a€MO3B’SI30K CJIif] B3SATH [0 yBaru 3aljis YHUKHEHHS BUIAOKIB,
KOJIM TIOMYTHIHHS IEPUTOHEAJIbHOTO eKCyoaTy Moxe OyTH IIOMUJIKOBO IIPUMHSTO 3a
iHpeKIiNHUYM TePUTOHIT 3 MOAasbIIOI HEeNOTPiOHOO roCITiTai3alli€eio Ta eMIipuYHUM
BBeJIEeHHSIM aHTHUOIOTHKIB.

JIlakmosa
Lle# mikapcbKui 3acib MiCTUTH JTAaKTO3Y.

[TamieHTaM 3 PigKiCHUMM ClIagKOBUMHU ITpoOIeMaMU HEIIEPEHOCUMOCTI rajlakKTO3H,
3arajibHOI JIJaKTa3HOl HEJOCTATHOCTI ab0 I'JII0K030-TalaKTO3HOo1 MajibabcopOiril He CITif
3aCTOCOBYBATH 1iel JIiKapChbKUM 3acio.

3maTHiCTh BIUDIMBATH HA IIBHIKICTH peakilili Mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmIMMHu MexaHi3MaMHu

Brnnus nepkaHiguniHy Ha 30aTHICThL KEPyBaTH TPAaHCIOPTHUM 3aco00M abo iHIIUMU
MeXaHi3MaMu He3HauyHUM. OgHaK HeOOXigHO B3SITH OO yYBaru MOXKJIUBICTh
3amaMOpOYeHHs, CITabKOCTIi, IMigBUIIIEHOI BTOMJIIOBAHOCTI, PiAKO - COHJIUBOCTI.

3acTocyBaHHSA y nepioa BariTHocCTi a00 rogmyBaHHsI IPyaaio

KriniyHuM OOCBiA 3aCTOCYBaHHS JIEPKaHIOUIIIHY Yy ITepiod BariTHOCTI BiACyTHIM.
Iocnigy Ha TBapuHaX He BUSBUJIM TepPaTOreHHOTo eeKTy, ajie BiH CIIoCTepiraBcs ITif
4ac 3aCTOCYBaHHS IHIINX OUTIAPOIIPUAUMHOBUX CIONYK. He peKkoMeHOoBaHO
3aCTOCOBYBAaTHU JIEPKaHIOWIIIH BariTHUM Ta XKiHKaM pPeNpOnyKTUBHOTO BiKy, SKIIIO BOHU
He 3aCTOCOBYIOTh €e()eKTHUBHY KOHTPAIIEIIIilo.

TouyHO HEBiHOMO, Y¥ TPOHUKAE NepPKaHiguIriH abo Moro MeTaboJiTH y TPyOHE MOJIOKO.
Tomy pu3uK [OJig OUTUHU He MOXKe OyTu BUKITIOUeHuM. He ciig 3acTocoByBaTu
JIEPKaHIOUIIIH IIiJ1 Yac rogyBaHHSA I'PYOIIO0.

depmuabHiCmMb

KrniniuHi maHi 01000 BIUIMBY JIepKaHIOWIIIHY Ha (PepTUIbHICTE BicyTHI. HasgBHI gaHi
mpo 060poTHi 6i0xiMiyHi 3MiHU B T'OJIiBIli CIepMaTO30ifiB, 110 MOXKYTh BIJIMHYTHU Ha



MOZKJIMBICTD 3alTifHEHHS, V HAlli€eHTiB, SKi JTiKyBanucs 6JI0KaTopaMU KaJlbLiEBUX
KaHaJliB. Y pa3i IOBTOPHOI'O HEYCIIIIIHOTO 3allJIifHEHHA in Vvitro Ta 3a BiACYTHOCTI
IHIUX MMOSICHEHB IIOAO0 I[bOTO CJIif PO3TJISHYTU 3aCTOCyBaHHS 0JIOKATOPiB KaJbLi€EBUX
KaHaJliB AK MOXKJIUBY IIPDUYVHY.

Cnocid 3acTocyBaHHs Ta J03H

PekoMeHpOoBaHa f03a cTaHOBUTH 10 Mr mepopanbHo 1 pa3 Ha HoOy He MeHIIIe HiX 3a
15 xBUIMH OO MpUKOMY 1XKi. 3aJIe’KHO Bif iHOUBiAya/IbHOl pPeakllil mallieHTa Ha
JIIKyBaHHS 03y MOXKHAa MiABUINUTU A0 20 Mr.

[TigGip mo3u Mae OyTHU ITOCTYIIOBUM, OCKiJIbKM MaKCHUMallbHA aHTUTIEePTEeH3UBHA Tis
PO3BUBAETHCSA IPOTATOM 2 TUXKHIB JIIKYBaHHS.

[MTamierTaM, TUCK SIKMX afeKBaTHO He KOHTPOJIIOETLCS IIPU MOHOTEpaIril
QHTUTINEPTEeH3UBHUMU ITpellapaTaMu, Moxe OyTHU 3alPOIIOHOBAHO AomaTH 3aHimin® y
CXeMHU JIiKyBaHHS 3 b-ampeHoOmokaTopaMu (aT€HOJION), OiypeTuKaMu
(rimpoxmnopTia3um) abo inridiTopamu AII® (KanTonpui abo eHaIaIlIpPUI).

OcCKinbKM KpHuBa «Oo3a-edeKT» Ma€ MjaaTo B MpoMikKy 03 20-30 MI, MaJIOMMOBIPHO,
1110 e()eKTUBHICTh MpemnapaTy 30iMbIIUTLCS IPU 3aCTOCYBaHHI BUIIOI JO3HU, TOOI K
PU3UK BUHUKHEHHS IMOOIiYHUX epeKTiB MoxKe 30ibIIUTUC.

ITauieHmu AiMHBLO20 BIKY

3rigHo 3 maHMMHU (apMaKOKIHETUYHHUX Ta KIIHIYHUX OOCHIOXKeHb 3aHigin® MoxXHa
3aCTOCOBYBATU XBOPHUM JIITHBOTO BiKy 0€3 crelialbHOT0 KOPUTYBaHHS OO3U, aje
[IOYMHAaTH JIiIKyBaHHS IallieHTaM JIiTHbOTO BiKy HEOOXigHO MiJ HaraIssgoM.

ITauieHmu 3 Hupkoeo abo neviHK0B800 HeOOCMAMHICM1o

XBOopHUM 3 HUPKOBOIO a00 IMe4iHKOBOIO HEMOCTATHICTIO JIETKOT'O Ta CePeOHbOTI0 CTYIEeH S
JIIKyBaHHS IperapaToM 3aHigin® ciif moYyuHaTH i HarjisagoM. 3BU4YaiiHa
pekoMeHoBaHa go3a 10 Mr repeHOCUTHCS NalliEHTaMU [UX IIIATPYIL, IK IIPaBUJio,
noOpe, migBuileHHs A03u 0o 20 Mr moTpebye 00epezKHOCTI.

Y maifieHTiB 3 MIeYiHKOBOIO HEOOCTATHICTIO MOXKJIMBE IIiNBUIIIEHH S
AHTUTIIEPTEeH3UBHOTO epeKTYy IIperapary, 1o moTpedye KOpekKIiii mo3u.

[TpoTunoka3aHe 3aCTOCyBaHHS JIEPKAHIOUIIIHY MalliEHTaM 3 TSAXKKOIO0 OHUCHYHKIIIEIO
MEeYiHKHA YM TAKKOI0 OJUCPYHKIIIEIO HUPOK (KiTipeHC KpeaTuHiny < 30 Mi/xB),
BKJIIOYAIO4YH IAIli€HTIB Ha reMofiari3i.

Hepe;l:[ 3daCTOCYBAHHAM IIPEIIapaTy HeOoOXiTHO B3STH IO yBaruy, 1mio:



e 3aCTOCOBYBATH IIpenapaTt 0akKaHO BpaHIIi, He MeHIIe HiX 3a 15 XBUJIUH OO0
CHIJaHKY;
e IIeii JTiKapChKMUM 3aciO He MOXKHa NPUUMATH 3 TPEeUINIPPYTOBUM COKOM.

itk

Be3neuHicTh Ta eEKTUBHICTh 3aCTOCYBaHHS JTiKapChbKOTro 3aco0y miTaM BikoM Ao 18
POKIB He OOCIIiAXKYyBaJIUC, JaHi IOA0 3aCTOCYBaHHSA OiTSAM BiCYTHI.

Ilepego3yBaHHA

[IpoTsarom nepiony micasgpeeCcTpaliiHOr0 3aCTOCYBaHHS IMOBIJOMIIAJIOCS IIPO OesKi
BUNaaKu nepeno3yBaHHA (Big 30-40 mr mo 800 Mr, y ToMy YucCiIi cipoba cyiuumy).

Cumnmomu. 3a aHaJIOTi€l0 3 IHIIUMU OQUTIAPOIipUAUHaMU, IIPU Ilepefo3yBaHHI1
JIEPKaHIOWIIIHOM CJIif O4iKyBaTU BUHUKHEHHS HagMipHOl nepudeprudHol
Ba3oauiaTallil i ABHOI apTepianbHOI rimoTeH3sii Ta pednekTopHol Taxikapmii. OgHak
[IpU Oy2Ke BUCOKUX [03ax nepudepuydHa CeIeKTUBHICT, MOXKe OyTy BTpadeHa, II10
MOXK€e CIIPUYUHUTU OpafuKapmito i HeraTuBHUM iHOTponmHUM edekT. HarbinbI
nommpeHi mobivyHi peaxiiii, ToB’sI3aHi 3 Tepego3yBaHHM, - 1le TillOTeH3is,
3aIraMOpPOYeHHsI, TOJIOBHUM Oillb Ta MocusieHe CcepreduTTs.

JIikyearHs. [Ipu TAXKKiM apTepianbHil rimoTeH3il HeOOXiAHO BXKUTHU 3aXO0/IiB aKTUBHOIL
KapaioBaCKyIsIpHOI ITiATPUMKH, BKJIIOYAl0OUM YaCTUW MOHITOPHUHT CepPIeBOl Ta
ouxasbHOl QyHKIIIM, HagaHHA NalliEHTY TOPU30HTaIbHOTO ITOJIOXKEHHS 3
NPUIIITHATUMU HUXKHIMU KiHI[IBKAaMU, KOHTPOJIb PiAWHMY, 110 LIUPKYJIIOE, Ta
CEYOBUIIYCKaAHHSA. 3 OTJIAOy Ha MOOOBXKEHY (papMaKOJIOTiYHY [il0 IepKaHIOUIIiHy y pa3i
Iepeno3yBaHHS € HeOOXiIHUM HarJsa[ 3a CTAHOM CepIleBO-CyAUHHOI CUCTEMHU TaKUX
Mali€HTiB IIOHaVMEHIIe TPOTATOM 24 TOOUH. 3 OTJIAAY Ha BUCOKE 3B’I3yBaHHS
JIepKaHiguminy 3 6inkamMu, giasnis Moxke OyTu HeeheKTUBHUM. [1allieHTH 3 04iKyBaHOIO
MMOMipHOIO ab0 TSKKOIO iHTOKCHKAIII€I0 MaloTh OyTH mif HariasigoM B yMOBax
IHTEeHCUBHOI Teparil.

IToOiuHi peakmii

3rigHo 3 JaHUMMU KIIIHIYHUX OOCIiAXKEHb Ta IIiCIsapeeCcTpaliiHoro 3aCTOCyBaHHA
nmoOivuHi peakiril, SIKi 3ycTpidanucs HaldacrTille, - 1ie mepudepudHi HaOpSIKY,
TrOJIOBHUM Oinb, MPUIMJINBYU, TaxXiKapAis i mocuneHe cepleOuTTs.

Y HuK4yeHaBeeHil TabmuIli BKa3aHo Mo0iYHiI peakiiii, ITpo siKi MOBigOMIIsSIIOCS ITim Yac
KJIiHIYHUX JOCJIiOXKeHb Ta MiCIspeeCcTPaLiiHOr0 3aCTOCYyBaHHSA pemnaparTy y KpalHax
CBiTY Ta OJis SKuX OyB OOT'PYHTOBAHUM IIPUUYHMHHO-HACIIIMKOBUYM 3B’I30K i3
3acToCcyBaHHSM Ipemnapaty. [1o0iuHi peakilil HaBegeHO 3TigHO 3 Kjiacudikallieio



MedDRA Ta gyacToTOI0 BUHUKHEHHS: OyKe dacTo (=1/10), gacTto (=1/100 mo <1/10),
HedacTo (=1/1000 mo <1/100), pigko (=1/10000 mo <1/1000), myxe pigko (<1/10000),
HeBizmoMo (He MoxkKe OyTH BU3HAYEHO 3 HasIBHOI iHGopMalril). ¥ KoxkHil rpyti
BiITIOBiAHO [0 YaCTOTH BUHMKHEHHS pPeakliii 3a3Ha4eHOo B ITOPSAAKY 3MEeHIIIeHHS iIXHbOl
CEPUO3HOCTI.

MedDRA

Kinacudikairis . .
. YacTto Heuacto Pioko HesBigomo

CHUCTEM i

Opraxis

3 60Ky iMyHHOI oigBUIlleHa
CUCTEMU YyTJIUBICTH

3 6OKY . )

. TOJIOBHUH COHJIUBICTB,
HEePBOBOI ) 3allaMOPOYEHHS ]
Oi/Ib HEIIPUTOMHICTD

CHUCTEMH

Taxikapmis,
3 OOKYy ceplisi  |IOCUJIEHE CTeHOKapmis
cepueduTTs

3 OoKy
CYOUHHOI [IPUIJIUBU rinoTeH3sis
CHUCTEMHU

3 OOKY OUCIIEeIICis, rineptpodis sicen

IIITYHKOBO- HyHoTa, 0inb y |0JII0BaHHS, 1

, IOMyTHIHHSA
KUIIIKOBOT'O BEpXHIiN niapes [IepUTOHEAJIBHOI' O

TPaKTy YaCTUHI KUBOTA eKcy')IaTy'1

3 OOKYy IeYiHKHN HiABUIIIEHHS
Ta piBHA
KOBYOBUBITHUX TpaHcaMiHa3

LIJISAX1B CUpPOBATKH KpOBi1

3 OOKy LIKipu BUCHIL
. BHUCUIIAHHS HabOpsK
Ta il IPUOATKIB CBEpBix




3 OOKY OIIOpHO-
PYyX0BO1

CUCTEMH, L
. Mianris
CIIOJIy4YHO1
TKaQHUHMU 1

KiCTOK

3 OOKY HUPOK i
CEYOBUBITHUX OJIiypis IoJIaKiypis
LIJISIXIB

3aranbHi )
|acTeHis,
IIOPYIIEHHS Ta [HepudeprudHi| . )
L OimBuUIlleHa 0inb y rpymsax
peakirii y Miciii [HaOpsakKu )

BTOMJIIOBAHICTh
BBEIEeHHSA

1 - TTo6iuHi peaxi1ii 3i CTOHTAHHUX TOBiHOMJIEHb ITiZl YacC ITiCIsIpeECTPalIifHOTr o
3aCTOCyBaHHS y KpalHaxX CBiTYy.

JlepkaHIOUIIIH He BILJIMBA€ HETaTUBHO Ha PiBeHB LIYKPY Y KPOBi Ta piBeHS JIMIfIB y
CHUpOBATIIi KPOBI.

Y nnaie60-KOHTPOIbOBAHUX KITIHIYHUX OOCHIAXKEHHAX NepudepudHi HaOpaKu
cranoBunu 0,9 % Ha ¢oHi mpuitoMy nepkKaHiguminy y mo3i 10-20 mr ta 0,83 % npu
nputioMi nmare6o. 11 wactora mocsrana 2 % B 3arajbHill IMOMYJIAIil JOCITiIXKeHHS,
BKJIIOUAIOYX OJOBTOTPUBAJI KITiHiYHI BUTPOOYyBaHHS.

3acToCyBaHHS OeAKUX OUTIAPOMIIPUOUHIB MOXKe 1HOAI IPU3BOAUTH OO IIPEKOPAIaIbHOT O
6o1io0 abo cTeHOKapmil, y BUHATKOBUX BUMAaJKaX Y IAIli€EHTIB 31 CTEHOKaPHi€I0 MOXKe
30iMBIIUTUCS YaCTOTA, TPUBAIICTL a0 TAXKKICTh HallagiB, MOXKYTh Bil3HaUYaTUCS
i3o;mpoBaHi BUIIaAKY iHpapKTy MioKappa.

TepMiH NpUIATHOCTI



3 POKH.
VYMoBHM 30epiranus

30epiratu nipu Temnepartypi He Bumle 30 °C B opuUriHanbHiM ymakoBii. 30epiratu B
HeIOCTYIIHOMY AJIsI OiTeU MicLi.

VYnakoBka

Tabnetku mmo 20 mr, 28 TabeTok y 6JricTepax B KapTOHHiM KOPOOIIi.
Karteropis Bignycky

3a penemnTomMm.

BupooHuK

PekopparTi IngacTtpia Ximika e ®apmacenTika C.m.A.

Micie3Haxo/dKeHHsI BHUPOOHHMKA Ta HOro aJpeca MicIisi IpoBaJaXKeHHSI
IisTIHLHOCTI

Bia M. Yisitamni 1, 20148 Minas, Itamniq.
[Ixepeso iHCTPYyKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY
JIIKapChbKUX 3aC00iB YKpalHH.
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