IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

3AHIOIIT®
(ZANIDIP®)
CKnao:

ditoua pevosuHa: 1 TabneTka MicTuTh 10 MI TepKaHIgUIiHy TigpoxJIopuay (ekBiBaleHTHO 9,4 MT
nepkaniguniny) abo 20 Mr nepkaHigumniny rigpoxmopuny (ekBiBaneHTHO 18,8 Mr nepkaHiguminy);

0onoMidCcHI peuoBUHU: TAKTO3W MOHOTIIpAT, eIi0I03a MiKpOKpHCTaligyHa, HaTpiio
KpOoXMaJsbriikongat (tun A), mosigoH K30, MarHiwoo cTeapar;

o0ooHKa i TabaeTKy 3 mo3yBaHHSAM 10 MT: CyMilll [7Is TTiBKOBOTO MTOKPHUTTS (TilIpoMenosa,
TanbK, TUTaHy giokcup (E 171), makporon 6000, 3amiza okcup xKoBtuit (E 172));

000JT0HKa 11 TabIeTKY 3 Mo3yBaHHAM 20 MT: CyMiIll i7Is1 TUTiIBKOBOTO MOKPUTTS (TiTpOMeno3a,
TanbK, TuTany piokcup (E 171), makporon 6000, 3amisa okcup yepBoruu (E 172)).

JIikapcbka ¢opma. TabmeTKy, BKPUTI IT1iIBKOBOIO 000I0HKOIO.
OcHosHi (pi3uko-xiMiuHi 81acmugocmi:

TabneTKy, mo MicTaTh 10 MT TepKaHIifUIiHY TiIpoXI0pULAY, - TaOIeTKH, BKPUTI MJIiBKOBOIO
000JI0HKO10, 2KOBTOT'0 KOJIOPY, KPYTJIi, OBOOMYKIIi, 3 HAaCiUKOI0 3 ONHOTO OOKY;

TabneTKy, mo MicTaTh 20 MT JIepKaHIifUIiHY TiIpOXI0pULY, - TaOIeTKH, BKPUTI MJIiBKOBOIO
000JI0HKO010, POKEBOT'0 KOJIbOPY, KPYTJIi, OBOOMYKIIi, 3 HAaCiUK0I0 3 OMHOTO OOKY.

®apMakoTepaneBTUYHa rpyna. CejleKTUBHI aHTArOHICTY KaJIbLi0 3 IepeBaXHOI A€l Ha CyIUHMU.
[Toxigai purigponipuguny. Kog ATX CO8C A13.

dPapmakonoziuHi e1acmueocmi.
dapmakoOuHamika.

JlepKaHiguIIiH - 1le @aHTATOHICT KaJlblil0 AUTiIpONipuaNHOBOI rpymu. [Hribye TpaHCMeMOpaHHMM MTOTIK
KaJIbI[il0 BCepEeqUHY KapaiOMiOLUTIB Ta IJIafKOM I30BUX KIIITUH CyouH. MexaHi3M
aAHTUTINEePTEeH3UBHOI il IepKaHiAUIIiHY 3yMOBJIEHUH IPSMUM PeIaKCyIouuM BIJIMBOM Ha I'IagkKi
M’I13U CYyOUH, 32 PaXyHOK 400 3MEHIIYETHCS 3araJlbHUl CyOUHHUY ITepUubepUdHUi OIIip.
He3Baxkawuy Ha KOPOTKHM IIepiof HaliBBUBEOEHHS 3 Ma3MHU KPOBi, TePKaHIAUIIH YUHUTD
IIPOJIOHTOBAaHY aHTUTIIEPTEH3UBHY [il0 3a PAXYHOK BUCOKOTO KoedimieHTa MeMOPaHHOT0 PO3IOIiny.
3aBOsgKM BUCOKiM CYOWHHINM CEIEeKTUBHOCTI MpenapaT He YNHUTh HETaTUBHOI iHOTpOMHOI fil. 'ocTpa



apTepianbHa rinoTeH3iq 3 pedIeKTOPHOIO TaXikapAicio BUHUKAE PiAKO 3aBOSIKU IIOCTYIIOBOMY
PO3BUTKY Ba30oAwIaTallil Ipy NpUUOMi JepKaHIguIiHy.

4K i gnd IHIMX acCUMeTpUYHUX 1,4-OUriaponipuanHiB, aHTUTIEPTeH3MBHA aKTUBHICTh
JIePKaHIgUIiHy B OCHOBHOMY 00yMOBJIeHa HOT0 S-eHaHTioMepoM.

Kniniyna epeKkTHUBHICTH i 0€3MEeYHICTh 3aCTOCYBaHHS JiepKaHifguminy y go3i 10-20 Mr oguH pa3 Ha
no6y Oynu BUBYEHi B IIOABiMHO cinmomy mane60-KOHTPOJILOBAaHOMY KITiHIYHOMY HOCTiXKeHHi (B
skoMy 1200 namieHTiB oTpuMyBasu nepKaHigumid, 603 malieHTH OTPUMYBaIH I1ae60) Ta B aKTUBHO
KOHTPOJIbOBAHUX i B HEKOHTPOJILOBAHUX NOBIOTPUBAJIAX KITIHIYHUX JOCIIIAKEHHIX 3 3arajlbHO0
KinbKicTio 3676 Malli€HTiB 3 TiepTeH3i€l0.

o 6inmbIocTi gocmigKeHs Oynu 3alydyeHi MallieHTH 3 eCeHIlialIbHOIO TilepTeH3ielo 1erkoro abo
IIOMIpPHOT'O CTYIIEHS TSKKOCTI (BKJTI0Yal04y Malli€eHTiB JIITHHOTO BiKYy Ta XBOPUX Ha I[yKPOBUH fiabeT),
SIKi OTPpUMYBaJIu JepKaHIgUIIiH 9K MOHOTeparniio abo y kombiHarii 3 iHribiTopamu AII®, miypeTukamu
yu GeTa-6710KaTOpaAMH.

ITomaTKOBO [0 KTiHIYHUX JOCIiAXKeHb, IPOBEAEHUX A/ MiATBEPAXKEHHS TepalleBTUYHUX M0Ka3aHb,
Iofasblile HEBeJIMKe HEKOHTPOJIbOBaHe, ajle paHIOMi30BaHe NOCIiIKeHHd IIpernapaTy 3a y4acTo
MAIEHTIB 3 TAXKKOIO apTepialbHOIO TiepTeH3i€0 (CepeqHe + CTaHOapTHE BiIXUIEeHHS PiBHS
[iaCTOJIiYHOTr0 apTepianbHOro TUCKy 114,5 + 3,7 MM pT. CT.) IPOAEMOHCTPYBAJI0 HOpMaJTi3allilo
apTepianbHOro TUCKY Y 40 % 3 25 malfieHTiB, SKi npuiManu 3aHigin® y mo3i 20 Mr 1 pa3 Ha go0y, Ta
y 56 % 3 25 mallieHTiB, AKi IpuiManu 3aHigin® y mo3i 10 Mr 2 pa3u Ha f00y. Y moaBiitHO ciinomy
paHpgoMi3zoBaHOMY I1ane60-KOHTPOILOBAaHOMY [OCiI2KEHH] y MallieHTiB 3 i30/7Tb0BaHOI0 CUCTOJIIYHOIO
rineprensieio 3aHifgin® ehekTUBHO 3HUKYBaB CUCTOIYHNI apTepiaabHuil TUCK i3 CEpeHbOTO
II04YaTKOBOI0 3Ha4eHHA 172,6 £ 5,6 MM pT. cT. 1o 140,2 + 8,7 MM pT. CT.

KniniuHi mocmigXeHHS y OUTAYiN MOMYy ALl He TPOBOMUIUCS.

dapmakoKiHemuxka.

AGcop6irist

3anigin® MOBHICTIO BCMOKTYETHCS IICIIS IIepPOpasIbHOro npuruomMy y mosi 10-20 mr, MakcumaibHi
KOHIIeHTpallil y mma3mi Kposi 3,30 ur/mn + 2,09 c.B. Ta 7,66 ur/mn = 5,90 c.B. BigmoBigHO
peecTpyloThca Tpubnu3Ho yepes 1,5-3 rogunm.

IIBa eHaHTiOMEPH NePKaHIOUIIiHY JeMOHCTPYIOTh ofiOHUM nTpodink piBHIB y M1a3Mi KpoBi: 4ac
NOCATHEHHSI MaKCUMaJIbHOI KOHIIEHTpallil y IJla3Mi KPOBi Takuil caMuii, MaKCMMaJibHa KOHIIeHTpallis
Ta moka3HuK AUC B cepemHboMy B 1,2 pa3a BUIlli AJI S-eHaHTiOMepa, a Iepiof HamiBBUBEOEeHHS OBOX
€HaAHTIOMEDIB, 10 CyTi, OHHaKOBUM. B3aeMonepeTBOPEeHHSI €HAHTIOMEDIB in Vivo He BigMidasocCs.

Bracnimok BuCcokoro Metaboni3aMy Ipu epBUHHOMY ITPOXOMIKEHHI Yepe3 MeviHKy a0COMIoTHA
6iomOoCTYIHICTD NEePKaHIgUIIiHy, MPUUHSATOTO MAI[iEHTOM IIePOPAIBHO MMiCIIs i1, CTAHOBUTH
npu6nu3no 10 %, Xoya BOHA 3MEHIIyBasacs 0 ¥s bOro 3HaYeHHsI, SKIIO IIpenapaT 3aCTOCOBYBaIM
300pOBi MOOPOBOJIBIN HaTIIE. fAKINO MpemnapaT IPUMMaTH He Mi3Hille HiXK yepe3 2 TOTUHMU IIiCiIs
BXKMBaAHHS AyKe XKUPHOI 1XKi, 10r0 6i0f0CTYNHICTE 36inmbIIyeThCS ¥ 4 pa3u. ToMy JepKaHifUIIiH CIlif
IPUUMATH [0 BXKUBAHHS 1Xi.

Po3mnopin

Po3smnogin 3 mna3mMu KpoBi y TKAHUHYU Ta OPTaHHU € MBUAKUM Ta OOMMPHUM. CTYIIiHb 3B’SI3yBaHHS
JepKaHiguminy 3 OinkaMu cupoBaTKu nepeBuinye 98 %. OckinbKy piBeHb OinKa y m1a3mi KpoBi



3MEHIIeHUH Y TaIliEHTIB i3 TIXKUMU MOPYIIeHHAMY QYHKIIII HIPOK Ta MEeYiHKH, BinbHa GpaKilis
pernapary Moxe 30i/bIryBaTHCS.

BiorpaHcdopmariis

3amifgin® ekcTeHCHBHO MeTabo0mi3yeThest i3opepmenTom CYP3A4, He3MiHeHuH penapaT y cedi uu
KaJli He BUSIBIISIETHCS. BiH epeTBOPIOETHCS ITePEBAXKHO Y HeaKTHUBHI MeTabomitu, mpubnu3xao 50 %
IPUUHATOL 03U BUBOJUTHCS 3 CEUEID.

ExcrniepumenTH in vitro 3 mOACHKUMHU MiKpOCOMaMH MEYiHKY CBig4YaTh, 110 JIEPKaHIAUIIIH Aell0
npurHiuye CYP3A4 ta CYP2D6 nipu KoHUeHTpanifax, Bianosiguo y 160 i 40 pa3iB BUILKX, HiX HOTO
MaKCHUMaJibHa KOHIIEHTpaLlid y IIJla3Mi KPOBi, Ka J0CATa€eThCA Micid nmpuruoMy ao3u 20 mr. Kpim
IIbOTO, JOCIIiI2KEeHHS TiKapChKOl B3aEMOI1 Y JTI0fell MPOAeMOHCTPYBAJIH, 110 IePKaHIAUIIIH y I1a3Mi
KPOBi He 3MiHIOE pPiBeHb Mifa3zonamy, TunoBoro cyocrpaty CYP3A4, a6o METOIPOJIONY, TUIIOBOTO
cyoctpaty CYP2D6. TakvM YMHOM, IIPK 3aCTOCYBaHHI JIePKaHIAUIIIHY y TepalleBTUYHUX J03aX He
ouikyeThcs OioTpaHchopMalii mpemnaparis, 1o MetabonisdyioTscss CYP3A4 abo CYP2D6.

BuBeneHHdA

EniMiHaliis mpoxomuTh B OCHOBHOMY IIIsIX0M GioTpaHcdopMarii. CepenHiii TepMiHaNbHUM T1EPiof
HalliBBUBEJEeHHS CTaHOBUTH 8-10 roguH, a TepaleBTHUYHA i TpuBa€ 24 TOOWHU BHACIILOK BUCOKOTO
CTYIIeHs 3B’sI3yBaHHA JIePKaHIOgUIiHYy 3 nimigaMu KIiTHHHUX MeMOpaH. [Ipyu mOBTOPHOMY
3aCTOCYBaHHI KyMyJISLisl He CIIOCTepiraaacs.

JIiHIMHICTH/HeTIHINHICTD

[Tpu nmepopanbHOMY 3aCTOCYBaHHI JIEpKaHIOUIIHY 10T0 KOHIIEHTPAIligd y IIa3Mi KpOBi He € IIPSIMO
IIPOTIOPIIMHOIO 10 MPUMHATOI 03U (HemiHiliHa KiHeTuka). [Ticinsg npuitomy 10 mr, 20 mr i 40 mr
MaKCUMaJlbHi KOHIIEHTpallil y IJ1a3Mi KpOoBi, SKi CIlocTepiranucs, Manu CciiBBigHomeHHs 1:3:8, a
IIJTOINI ITifT KPMBUMHU 3a/1e2KHOCTI KOHIIeHTPallil y Ij1a3Mi KpoBi Biff 4yacy Manu criBBigHOUmeHHST 1:4:18,
1110 BKa3y€e Ha IIOCTYIIOBe HaCHUyeHHs MeTab0Ii3My IIpy IepuIoMy IPOXoaKeHHi. TakKuM YUHOM,
6iomoCTymHICTE NepKaHiguminy 30iIbIIyETHCSA 3 MiABUIIEHHSIM JO03H.

[TopaTkoBa iH(OpMaIlid IM0O0 OKPEeMUX IPYII Nalli€HTiB

Byno nokasano, 1m0 ¢papMakoOKiHETHKA JIePKaHIOUIIIHY y MaLli€HTiB JIiTHHOTO BiKY Ta y Malli€HTIB 3
nucyHKIie HUPOK abo neviHky c1abkoro abo cepeqHbOro CTyNeHs TIKKOCTI CX0XKa Ha Taky, 10
CIIOCTEPIraeThCs y 3arasbHil IPYIIi MalieHTiB. Y XBOPHUX i3 TAKKHAM CTyIeHeM AUChYHKIIiI HUPOK abo
y miamizo3amekHUX XBOPUX KOHIIEHTPAIlil TikapchKoro 3aco0y Oynu Gibin BUCOKUMHU (IPUOIU3HO

70 %). Y xBopux i3 cepenHim abo TSAXKKUM CTyIeHEM NOPYIIeHHS QYHKII IeYiHKM CUCTEMHA
6iomocTymHIiCTE NepKaHiguminy, iMoBipHO, 30iMbIIYETHCS, OCKINMBKY BiH MeTa00I1i3yETHCS TOJIOBHUM
YWHOM Y IIeyiHIi.

KiiniuyHi XapaKTepHUCTHKH.
Iloka3aHnHus.

EceH1lianbHa TrinepTeH3is 1erkoro abo MoMipHOTO CTYIIEeHS TSXKKOCTI.



IIpomunoka3aHHs.

- [TimBuIleHa YyTIUBICTH [0 NepKaHiguminy abo mo O6ymb-IKOT0 KOMIIOHEHTa Ipemnapary.
- OOCTPYKIIis BUBITHOTO BimIiNy JiBOTO MITYHOYKA.

- HenikoBaHa 3acTiliHa cepiieBa HEJOCTATHICTb.

- HectabinbHa cTeHOKapHis 4y HellomaBHil (mpotsiroM 1 Micsinst) indapKT Miokapaa.

- TsakKa nedyiHKoBa HEJOCTATHICTh.

- Ts2KKa HUPKOBa HeIOCTATHICTh (KJlipeHC KpeaTuHiny < 30 MJI/XB), BKJIIOYalO4M IAIiEHTIB Ha
reMopianmisi.

- OpgHoYacHe 3aCTOCYyBaHHS 3 IOTYKHUMHU iHTiOiTopamMu CYP3A4, UKIIOCTIOPUHOM, I'perndpyToM
YU rpeunpyTOBUM COKOM.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

HQOTTIUHOKGSCIHO 00HOYdCHe 3dCmMoCyBAdHHA

IHneibimopu CYP3A4

JlepkaHigumin MeTtabosidyeThest min mieo pepmerty CYP3A4, Tomy iHTiOiTOpH Ta iHOYKTOPH I[HOTO
bepMeHTYy, SKi IpuiiMalTh OMHOYACHO 3 JIEPKaHIAWIIiIHOM, MOXKYTh BIIMBATHA Ha MeTaboi3M Ta
BUBe[IeHH JlepKaHigumniny. [locmigkeHHs B3a€MOfil TepKaHifuMiHy 3 OTyKHUM iHTiOiTopoM CYP3A4
KETOKOHA30JI0M IIPOEMOHCTPYBa/IN 3Ha4YHe MiABUIIEHHS PiBHA JepKaHIAUIIHY y 1a3Mi Kposi (15-
KpaTHe migBuiieHHs mokasHuka AUC Ta 8-KpaTHe MigBUIlIeHHS MaKCHMaIbHOI KOHIIEHTpaIllil
eyToMepa S-lIepKaHiguIiny).

Crnig yHMKaTH OOHOYACHOTO 3aCTOCYBaHHS NepKaHiguminy 3 inribitopamu CYP3A4 (KeTOKOHA30J10M,
ITPaKOHAa30JI0M, PUTOHABIPOM, €PUTPOMIIIMHOM, TPOJIE€aHOOMIIIMHOM, KIIaPUTPOMIIIUHOM).

HukaocnopuH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI IepKaHiAUMIIHY i IUKIOCIOPUHY MigBUIIYETHCS PiBeHBL 000X
PEYOBUH Y IJIa3Mi KpoBi. [JoCcmigKeHHS 3a y4acTi0 MOJIOAUX 300POBUX JO0OPOBOJIBIIB ITIOKA3aJIo, 10
3aCTOCYBaHHS LIUKJIOCIIOPUHY Yepe3 3 TOOUHU IIiC/Id IPUMOMY JIePKaHIIUIIIHY He 3MIHIOBAJIO PiBEHb
JIepKaHiguIiHy y maa3Mi KpoBi, BogHo4dac noka3Huk AUC 1nukinocnopuny 36inbinyBaBcs Ha 27 %.
OpHak OflHOYaCHe 3aCTOCYBaHHS JIEPKAHIOUIIIHY i HUKJIOCIIOPUHY IIPU3BOAUTH OO 3-KPaTHOTO
30inbIIIeHHS PiBHA JIePKaHiAUIiHY y M1a3Mi KpoBi Ta 30inbineHHs noka3Huka AUC IIUKIOCIIOPUHY Ha
21 %.

[I¥KIJIOCTIOPUH Ta JIEPKaHIOUIIIH He CIIiJ 3aCTOCOBYBATH Pa30M.
I'petingppym uu epetungpymosul Cik

4K i gnsg iHmuxX gUrigponipuouHiB, MeTab0Ii3M NepKaHigUIIiHy YIOBIIbHIOETHCS TIif] BIIJTUBOM COKY
rpeundpyrTa 3 MofanbIIkM MigBULIIEHHSIM CUCTEMHOI JOCTYITHOCTI JIePKaHIANIIIHY Ta MigCHUIEeHHAM
rinoTeH3uBHOI Ail. He cnig npuiiMaTi 0qHOYACHO Je€pKaHIOUIiH Ta TpedndpyT YU rpeunppyToBui
Cik.



He pekomMeH008aHO 00HOYACHe 3ACMOCYBAHH A

Indykmopu CYP3A4

Heo06xigHo 3 06epeKHICTIO 3aCTOCOBYBATH JepKaHIOUIIiH ofHO4YacHO 3 ingykTopamu CYP3A4, TakuMu
K TIPOTHCYNOMHi 3acobu (deniToin, penobapbiTan, kapbaMaszerin) Ta pudaMIiluHOM Yepes
MOXKJIMBe 3HUKEHHS aHTUTINePTeH3UBHOI [Iii TepKaHiguminy. Y 1[uX BUllagkKaX PeKOMEHI0BaHO
YacTimuy KOHTPOJIb piBHA AT.

AKo2010b

Crnip yHMKaTH BXKUBAHHS aIKOTOJII0 Yepe3 MOXKJIMBE MOTEHIIiI0OBaHHS Ba30UIaTalliiHOTO ePEKTY
AHTUTIEePTEeH3UBHUX JIIKaPChKHUX 3aC00iB.

B3aemo0ii, aki nompebyoms Kopekuii 0o3u

Cyb6cmpamu CYP3A4

Cnip 6yTr 06epeXHUM IIPY OOHOYACHOMY 3aCTOCYBaHHI JIepKaHIiAuIiHYy 3 iHImMMU cyOcTpaTaMu
CYP3A4, Takumu gk TepbeHanH, acTeMi3oJl, 3 aHTUapuTMidHUMM 3acobamu Il Kimacy, TakuMu siK
aMiogapoH, KBiHIOWH, COTAJION.

Mioazoaam

[Tpu ogHOYacHOMY 3acTocyBaHHi 20 MT JIepKaHigUIiHy Ta Miga3oiaMy y oOPOBOJIbLIIB JIiTHHOTO BiKY
abcopO11is nepKaHiguminy migBuiiyBanack (mpubnu3no Ha 40 %), a mBUAKicTh abcopOiii
3HUXKYyBasnacs (t,,, mogosxkyBanach 3 1,75 go 3 roguH). KoHIleHTpaLis Mifa30/1aMy He 3MiHIOBaIack.

Memonposaon

OpHOYacHe 3aCTOCYBaHHS JIEPKAHITUITIHY 3 METOIIPOJIONIOM - b-6710KaTOPOM, SIKUM BUBOIUTHLCS
TIepeBaXHO yepe3 MeviHKy, - He 3MiHI0€e Oi0M0CTYHICTE METOIPOJIONY, ajle MPU3BOOUTH [0
3MeHIIeHHs 6iogocTymHOCTI nepKaHiguminy Ha 50 %. Lle# eeKT MOXKIMBUM BHACIIOOK 3MEHIIEHHS
TIe4iHKOBOTO KPOBOTOKY, ITI0 CIIPUYKUHSIEThCS b-0710KaTOpaMu, TOMY MOXKe BUHUKATH V pPasi
3aCTOCyBaHHS 3 iHIIMMU IpenapaTami 1€l rpynu. OTxke, TepKaHIiguIiH MOXKHa 3aCTOCOBYBaTH 3 b-
agpeHo06I0KaTOpaMHu, ajie IpU oMY MOxKe OyTH OoTpiOHe KOPUTYBAaHHS HO3HU.

Huz2oKkcuH

[Tpu ogHOYacHOMY 3acTocyBaHHI 20 MT IepKaHiAUMIiHY NallieHTaM, SKi MOCTiMHO MTPUKUMAaIOTh b-
METUJITUTOKCUH, He OyJ0 BUSIBIIEHO NOKa3iB (papMaKoKiHeTHYHOI B3aeMopil. [IpoTe crocTepiranocs
nigsuienHs C,,, JUTOKCUHY B cepenHboMy Ha 33 %, Tofl aK noka3HUK AUC i HUPKOBUU KJTIpEHC
3HA4YHO He 3MiHIOBanuCch. CTaH MaIli€HTIB, SKUM OJHOYACHO NPHU3HAUYEHUM OUTOKCHH, CIIi[l PETEIbHO
KOHTPOJIIOBATH OO0 O3HAK iHTOKCHUKALIil TUTOKCUHOM.

OdHovacHe 3acmocy8aHHA 3 iIHWUMU AIKAPCbKUMU 3dcobamu
@ 1yoKCemuH

BuBueHHS B3a€MOZii pu 0gHOYACHOMY 3aCTOCyBaHHi 3 (iyokceTuroM (inribitopom CYP2D6 i
CYP3A4) y no6poBobIliB BikoM 65 + 7 pokiB (cepefHiit *+ C.B.) He BUSBUJIO KJTiHIYHO 3HAYYIIO] 3MiHU
(hapMakKOKiHETUKY JIePKaHigUIIiHY.



Iumemuoun

OpgHoYacHUM pUiioM HEMeTUANHY y 1031 800 Mr Ha goOy He CIPUYMHSE 3HAUHUX 3MiH KOHIIeHTpaIlil
JIepKaHiguIiHy y IJ1a3Mi KpoBi, ane ciif 0yTu 06epekHUM IIPU 3aCTOCYyBaHHi OilbIll BUCOKUX 03
yepe3 MOXKJIUBICTh 30ibIeHHST Oi0MOCTYIHOCTI i aHTUTiINEPTEH3UBHOTO e)EKTY JIEPKaHIINIIIHY.

CumsacmamuH

Konu nepkanigunid y go3i 20 Mr ogHO4YaCHO 3aCTOCOBYBanu 3 40 M cuMBacTaTUHY, TOKa3HUK AUC
JIepKaHiguIiHy iCTOTHO He 3MiHIOBaBCH, TOHi 9K noka3HuK AUC cuMBacTaTHHY 30inbIIyBaBcs Ha 56 %
i ey e OKa3HUK HOr0 aKTUBHOTO MeTabomiTy b-rinpokcukucnoTy - Ha 28 %. ManoiMOBipHO, 1110
TakKi 3MiHK MalOTh KJliHiuHe 3HauyeHHs. He o4iKyeThCsl B3a€MOil MixK MMM IIpernapaTamMy, SKIIO
JIepKaHIgUIliH IpUKMMaTH 3paHKy, @ CUMBAaCTaTUH - yBeuepi, IK BKa3aHO [JI LbOT0 IIpelapary.

Liypemuku ma iHzibimopu AIT®

JlepkaHigumiH MOXHa 3aCTOCOBYBaTH ONHOYACHO 3 AiypeTuKaMu Ta iHribiTopamu
aHTiI0TEH3WHIEPETBOPIOBAJIBHOTO (DEPMEHTY.

THwi nikapcvki 3acobu, siKi enauearome Ha apmepianbHull muck

4K i gns BCiX aHTUTIMEPTEH3UBHUX MIPeIapaTiB, MOXKJIMBE ITOCUIIEHHS TilTOTeH3UBHOTO e(PeKTy pu
OJHOYACHOMY 3aCTOCYBaHHi JIepKaHigUIiHy 3 iHIIUMH JIiIKapCbKUMU 3aco0aMH, SIKi BIIMBAIOTh Ha
apTepianbHUM THUCK, TAKUX SK A-0JIOKATOPH [JIT CUMIITOMATUYHOTO JIIKyBaHHS 3aXBOPIOBAHb
Ced4O0BOT0 MiXypa, TPUIMKIIIYHI aHTUAENPECaHTH, HEUPOIENTUKHY.

HaBmaku, MoXKe CIIOCTepiraTucs 3HUKEHHS TIOTeH3UBHOr0 e(heKTy IIPU OGHOYACHOMY 3aCTOCYBaHHI
3 KOPTUKOCTEPOITaMHU.

Oco6.1ueocmi 3acmocyeaHHsi.
CuHOpom caabkocmi cuHycoeo20 8y31a

JlepKaHiguIi# cJIif 3aCTOCOBYBAaTH 3 00€PeXKHICTIO NallieHTaM i3 CHHIPOMOM CJIabKOCTi CHHYCOBOTO
By3Jla (0e3 iMIIJTaHTOBAaHOTO KapAiOCTUMYISITOPA).

LucgyHkuia ni8020 wayHoUYKa cepys

Xoya reMoiHAMi9YHO KOHTPOJIbOBaHI AOCIIIXKEHHS HE BUSBUIIYU MOTIPIIEHHS LITYHOYKOBOI QYHKII], 3
00epexkHiCTI0 TPpU3HAYATH IPU AUCOYHKITI JTiBOTO IITYHOUKA CEPIIA.

TwemiuHa xeopoba cepys

Bymno BUCIOBIIEHO IPUMYIIEHHS, 110 OesKi AUTigpomipuOuHN KOPOTKOI Mii MOXKYTh OyTH IIOB’s13aHi 3
MifBHUIEHNM CepLEeBO-CyOUHHAM PU3MKOM V HAIliEHTIB 3 ileMigHO00 XBopo6oo ceprsd. Xoda 3aHimin®
€ IIpenapaToM JOBrOTPUBAJIOL fiil, IPOTE TaKMM XBOPUM IIpemnapaT CJIifi 3aCTOCOBYBaTH 3
obepexHicTio. [lesKi qurinponipuanHu PifKo MOXYThH IPU3BOAUTH [0 IIPeKopAianbHoro 6010 abo
cTeHoKapgil. [lye pifAKo y mallieHTiB 3 paHillle iCHyI040I0 CTeHOKaPIi€l0 MOXKINBe 30iIbIIeHHS
YaCTOTH, TPUBAJIOCTi ab0 TSIKKOCTI LIMX HamamiB. MoXyTh Bif3HaYaTUCS IOOOUHOKI BUTIAOKU
iH(papKTy MioKapaa.



ITepumoHeanvHul Oianis

3aCTOCYBaHHS JIePKaHIAUIIIHY [10B'A3Y€ETHCS 3 PO3BUTKOM [IOMYTHIHHS [IEPUTOHEANIBHOTO EKCyHaTy y
NallieHTiB Ha IepUTOHeaIbHOMY Aianisi. [loMyTHiHHS 00yMOBIEHO MiIBUIIEHOI0 KOHIIEHTPALi€l0
TPUTJIiLIEePHUiB B €eKCyLaTi 04epeBUHN. X04a MeXaHi3M HeBifoMui, el epeKT Ma€ TeHIEHII0
3HUKATYW HEBHOB3i MicJisd BiAMiHM NepKaHiguminy. Lled B3a€MO3B’I30K CJIiff B3SATH A0 YBaru 3amjis
YHUKHEHHS BUIIAOKiB, KOJIU IIOMYTHIHHS II€PUTOHEAIbHOT0 eKCYNaTy Moxke OyTH IIOMUTIKOBO
IPUUHATO 3a iHQEeKIinHUYN IePUTOHIT 3 ITOMAIbIIIOK HEMOTPIOHOIO IoCHiTai3allielo Ta eMIipUYHIM
BBeJEeHHSIM aHTHOiOTUKIB.

Jlakmosa
Lleit mikapchbKu# 3acid MiCTUTH TaKTO3Y.

[TarienTaM 3 pigKiCHUMM CIIafKOBUMU ITpobieMaMy HellepeHOCHMOCTi TajlakKTO3H1, 3arajibHol
JIAKTa3HOI HeIOCTATHOCTi ab0 TII0K030-TralaKTO3HOI MaIbabCcopOIlil He CJTif 3aCTOCOBYBATH IieH
niKapchKuy 3acib.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHs 2pydoio.

KriHiyHUY 0OCBiA 3aCTOCYBaHHS JIePKaHIOUITIIHY y Iepiof BariTHOCTI BiACYTHIN. [locigy Ha TBapuHaX
He BUSBUIIM TEPATOTEHHOTr0 e(eKTy, aje BiH CIIOCTepiraBCs Iif 4ac 3aCTOCYBaHHS iHIINX
OUTIOPOIIpUANHOBUX CIIONYK. He peKoMeH0BaHO 3aCTOCOBYBATH JIEPKaHIOUIIIH BariTHUM Ta XKiHKaM
PETIPOAYKTUBHOIO BiKY, SKIIIO0 BOHU HE 3aCTOCOBYIOTh €(DEeKTHUBHY KOHTpAIEMNLi0.

TouyHO HEeBimOMO, UM IIPOHUKAE JIepKaHiAuIiH abo oro MeTaboJIiTH y TPyAHE MOJIOKO. TOMY PU3UK
[JIsT OUTUHY He MoxKe OyTy BUKII0YeHUM. He ciif 3acToCcOByBaTH JIepKaHI[UIIIH IIifl Yac TOAyBaHHS

TPyRLro.

depmuabHicmb

Kniniyni mani mopmo BIIKMBY NepKaHiAuIiHy Ha GepTUIbHiCTh BigcyTHi. HasBHi maHi mpo 060poTHi
GioximMiuHi 3MiHU B TOJiBLi CIIepMAaTO30iMiB, 1[I0 MOXKYTh BIUIMHYTH Ha MOXKJIABICTh 3allIifHEHHS, ¥
Malli€HTIB, SKi JIiKyBamucs 0JI0KaTOpaMM KajlblliEBUX KaHaJiB. Y pa3i HOBTOPHOTO HEYCIIIIHOTO
3amIifHeHHs in vitro Ta 3a BiACYTHOCTI iHIIUX MOSCHEHD LIOO0 L[LOTO CJIif PO3TJIAHYTHA 3aCTOCYBaHHS
6710KaTOPiB KasblliEBUX KaHAJIiB K MOXKJIUBY IIPUYUHY.

30amnicms eniueamu Ha weudKicmsb peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHnizmamu.

BnnuB nepkaHiguIiHY Ha 30AaTHICTh KePYBaTH TPAHCIIOPTHUM 3aco60M abo iHIMMMU MexaHi3MaMu
He3HauyHuU. OmHaK HeoOXigHO B3SITH [0 YBAaru MOXKJIMBICTh 3allaMOPOYEHHS, CJ1Ta0KOCTi, MigBUIIIEHOI
BTOMJIIOBAHOCTI, PIAKO - COHIUBOCTI.

Cnoci6 3acmocyeaHHss ma do3u.

PekomeHoBaHa [1o3a cTaHOBUTHL 10 Mr mepopanbHo 1 pa3 Ha go0y He MeHIIe Hix 3a 15 XBUINH [0



IpUioMy 1Xi. 3alekKHO Bif iHIUBiAyaIbHOI peakiii malieHTa Ha JIiKyBaHHS 103y MOXKHA IiIBUIIUTH
oo 20 mr.

[TinOip mo3u Mae OyTH MOCTYIOBUM, OCKiJIbKM MaKCHMMaJlbHa aHTUTiIePTEeH3UBHA il PO3BUBAETHCS
IIPOTATOM 2 TUXKHIB JIIKyBaHHS.

[NTamieHTaM, THUCK SKUX afleKBAaTHO He KOHTPOJIIOETHCS IIPU MOHOTEPallil aHTUTiNePTeH3UBHUMU
npenapaTaMy, Moxe OyTH 3alpOIIOHOBAHO NOAATH 3aHimin® y cXeMu JIiKyBaHHS 3 b-
agpeHob6IoKaTopaMu (aTeHOJI0N), AiypeTukamu (rimpoxnopria3um) abo inribiTopamu AIT®
(kanTompui abo eHaIaIpuII).

OckinbkM KpuBa «go3a-ePeKT» Ma€ IaTo B IPOMiKKy m03 20-30 Mr, ManoiMOBipHO, III0
e(eKTUBHICTD IpenapaTty 30iMbIIUTHCS IPYU 3aCTOCYBaHHi BUIIOI MO3HU, TOMI SK PU3UK BUHUKHEHHS
m06iuHNX eheKTiB MOXKe 30i/TbIIUTHUCE.

ITayieHmu AiMHbO20 BIKY.

3rigHO 3 faHUMHU (PapMaKOKiHETUYHUX Ta KIiHIYHUX AOCIiIXKEHb 3anigin® MoxHa 3aCTOCOBYBATU
XBOPHUM JIiITHBOTO BiKy 6e3 creliaJlbHOro KOPUTYBaHHS NO3H, ajle IOYMHATH JIiKyBaHHS MallieHTaM
JIITHBOTO BiKy HEOOXiIHO IIif HaTISIOM.

ITauieHmu 3 HUPKOBOI0 abo ne4iHK0B80OH He0oCmMamHicmio.

XBOpUM 3 HUPKOBOIO ab0 MeYiHKOBOI HEJOCTATHICTIO JIETKOTO Ta CEPEeIHbOTO CTYIEHS JTiKyBaHHS
npemnapatoM 3aHifin® clif HOYMHATH IIif HaryIagoM. 3BAYaliHa PeKOMeHLoBaHa fo3a 10 mMr
IIepPeHOCUTHCS TAIliEHTaMU IIUX IiATPYI, SIK IpaBuiio, mobpe, migBuilleHHs 7031 [0 20 Mr moTpebye
00ePeKHOCTI.

Y nari€eHTiB 3 IE€4iHKOBOI HELOCTATHICTIO MOXKJINBE MMiIBUINEHHS aHTUTIIEPTEeH3UBHOTO ePEKTY
npemnapary, 1o notpedye KOpekKii Jo3u.

[IpoTunokasaHe 3aCTOCYBaHHS JIEPKAHIOUIIIHY MAI[ileHTaM 3 TSXKKOI0 AUCHYHKINEI IeYiHKU YU
TAKKOI0 JUChYHKITI€I0 HUPOK (KiIipeHC KpeaTuHiHy < 30 MJI/XB), BKJII04Yal04uHu MAI[iEHTIB Ha
reMopiaJiai.

Cnocib 3acToCcyBaHHS.

[Tepepn 3acTOCyBaHHSIM IIpenapaTy HeoOXimHO B3STH [0 yBary, IIo:
- 3aCTOCOBYBATH IIpernapar 0akaHO BpaHIli, He MeHIIe HiXK 3a 15 XBUIMH [I0 CHiIaHKY;

- 11el TiKapcbKui 3acib He MOXKHA MPUNMATHU 3 TPeUTIPPYTOBUM COKOM.

Himu.

BesneynicTh Ta eheKTUBHICTh 3aCTOCYBAHHS JTiKapChKOTro 3acoby miTsaM BikoM 1o 18 pokiB He
OOCHIIAXKYBaJIACS, AaHi 100 3aCTOCYBaHHSA AiTIM BifiCyTHI.



Ilepedo3yeanHs.

[IpoTsiromM mepiomy micnsipeecTpalivHOTr0 3aCTOCYBaHHS MOBIIOMIISIOCS IIPO AeSKi BUMIagKU
nepeno3yBanHd (Big 30-40 mr mo 800 Mr, y ToMy uuci cripoba cyinumy).

CuMnTomu. 3a aHaJIOTi€0 3 IHIIUMY OUTIAPONipUIUHAMY, IIPY NTepef0o3yBaHH] JIepKaHIIUIIHOM CIIif
OYiKyBaTH BUHMKHEHHS HafIMipHOI epudepudHol Ba3oguaTallil i SBHOI apTepialbHOl TiIOTeH3il Ta
pednekTopHOi Taxikapmil. OgHaK IpH AyKe BUCOKUX [[03aX IepudepriHa CeIeKTUBHICTL MoXKe OyTH
BTpaueHa, 1[0 MOXe CIPUYMHUTU OpaguKaphiio i HeraTHBHUM iHOTponHUM eeKT. Hanbinbi
nolupeHi mobiuHi peakiril, oB’s13aHi 3 Tepefo3yBaHHAM, - Iie TiOTeH3is, 3allaMOpPOYEeHHS,
rOJIOBHUY OiNlb Ta IIOCHIIEHE CepIieOuTTS.

JlikyBanud. [Ipu TAXKKil apTepianbHii rinoTeH3il He0OXiMHO BXKUTH 3aXO0[iB aKTUBHOI
KapAioBaCKyISPHOL MiATPUMKH, BKIIIOYaI0YW YaCTUM MOHITOPUHT CEpIIEeBOl Ta JUXaIbHOL QyHKIIIN,
HaaHHA MALieHTy TOPU30HTAJIBHOTO IIOJIOXKEHHS 3 IPUIITHATUMY HUXKHIMY KiHI[IBKAMHU, KOHTPOJIb
piguHY, 10 IUPKYJIIOE, Ta CEYOBUIIYCKaHHA. 3 OTJIIAY Ha IIOf0BXKEeHY (papMaKOJIOTiyHy [i0
JepKaHiguIiHy y pa3i mepefo3yBaHHS € HeOOXiIHUM HarJsA[ 3a CTAHOM CeplieBO-CYAUHHOI CUCTEMHU
TaKUX MAll€HTIB IIOHaNMeHIIe IPOTAroM 24 TOOuH. 3 OTNIsIAy Ha BUCOKE 3B’sI3yBaHHA JIePKaHIAUIIHY
3 Ginkamu, giasmiz Moxe OyTH Hee(peKTUBHUM. [1allieHTH 3 04iKyBaHOIO IIOMIPHOIO a00 TSXKKOIO
iHTOKCUKalli€lo MatoTh OyTH Mif HArAsSg0M B yMOBaX iHTEHCUBHOI Teparril.

ITobiuni peakuii.

3rifgHO 3 MAaHWMM KITiHIYHUX OOCTIMZKEeHb Ta IiCIsIpeecTpalifHoro 3aCToCyBaHH M06iuHiI peakilii, aki
3ycTpivanucs HalvacrTille, - e nepudepuydHi HaOPSIKYU, TOJTOBHUYN OiNlb, IPUIIIUBY, TaXiKapmis i
IIOCUJIeHEe CepIebuTTs.

Y HuXK4yeHaBeneHil Tabauil BKa3aHo Mo0iYHi peakilii, mpo SKi MOBimOMIISIIIOCS IIif 9ac KITHIYHUX
IOCTiAKEeHb Ta MiCIIpeeCcTpalliiiHoro 3aCTOCYyBaHHS IIpelapaTy y KpalHax CBIiTY Ta [js KX OyB
oOr'pyHTOBaHUM TPUYMHHO-HACIIIAKOBHY 3B’SI30K i3 3aCTOCYBaHHSM npenapaty. [1o0iuHi peakiii
HaBeJeHO 3rimHo 3 Knacudikarieio MedDRA Ta 4acTOTOI0 BUHUKHEHHS: IyxKe 4acTo (=1/10), wacto
(=1/100 mo <1/10), meuacTto (=1/1000 mo <1/100), pigko (=1/10000 mo <1/1000), myxe pigko
(<1/10000), HeBimoMo (He Moxke OyTH BU3HAYEHO 3 HAsIBHOI iHdopMalril). ¥ KoxkHi rpymi BigmoBigHO
[0 4YaCTOTH BUHUKHEHHS peakllil 3a3Ha4eHO0 B MOPSIAKY 3MEHIIeHHS 1XHbO1 CEPUO3HOCTI.

MedDRA YacTto HeuacTo Pigko Hesigomo
Knacudikaiis
CHCTEM i OpraHiB
3 00Ky iMyHHOI MigBUILIEHA
CHCTEMHU Yy TIIUBICTH
3 60Ky HEpPBOBOI rOJIOBHMY Oilb  [3aTaMOpPOYEHHST |COHJIMBICTB,
CUCTEMU HEIIPUTOMHICTh
3 60Ky cepIist Taxikapmis, CTEeHOKapmis
TOCHUJIEHE
cepueOuTTs
3 00Ky CyAUHHO1 [IPUTLINBU rimoTeH3is
CHCTEMU




3 00Ky LIIYHKOBO- MUCIIEICis, OTI0BaHHS, rimepTpodis

KHUIIKOBOI'O TPAKTY HY[IO0Ta, niapes cen’,
0inb y BepxHil [TOMYTHIHHSA
YaCTUHI XKUBOTa [IepPUTOHEAIbHO-TO
excynaty'
3 OOKy IeyiHKu Ta MiOBUINIEHHS PiBHS
PKOBYOBHUBIOHUX TpaHCcaMiHa3
IIIXIB CHpPOBATKM KPOBi'
3 OOKy WIKipH Ta il BUCHUII, BUCHUIIaHHSA HaOpsK'
PUOATKIB cBepOiK
3 OOKY OIIOPHO- Mianris

PYXOBOI CUCTEMH,
CITOJIyYHOI TKaHUHHU i

KICTOK

3 00Ky HUPOK i [oJ1iypis [10JIaKiypis
CEeUYOBUBIOHUX IIISAXIB

3arasnbHi IOpyIIeHHs |[nepudepuyHi ACTeHid, 6inb y rpynsax
Ta peakiiil y Micri HaOpPSIKK [IigBUILeHA

BBEIEHHS BTOMJIIOBAHICTh

'TIo6iuHi peakiiii 3i CMOHTAaHHKX TOBIMOMIIEHD IIifl YaC MiC/IIPEECTPalifHOr0 3aCTOCYBaHHS ¥
KpalHax CBiTYy.

JlepKaHIUIIIH He BIJINBA€ HETaTUBHO Ha PiBEHb LYKPY Y KPOBI Ta PiBEHb JIIMifIiB y CUPOBATI] KPOBI.

Y nnane60-KOHTPOIbOBAHUX KIIHIYHUX OOCTIIXKEeHHIX mepudepuyHi HaOpsiku ctaHoBunu 0,9 % Ha
doHi nmpuiioMy nepkaHiguniny y fo3si 10-20 mr ta 0,83 % npu npuiioMi nnanebo. Lig yactora
mocsirana 2 % B 3arasibHil TOMysii JOCTiIXKeHHs, BKII0Yaloyy JOBrOTPUBAT KITiHiuHI
BUNIPOOYBaHHS.

3acToCyBaHHS OESIKUX OUTIOTPOMIPUANHIB MOXe iHOII MPU3BOOUTH [I0 TpeKopaianbHoro 600 abo
CTEHOKapfil, y BUHSATKOBUX BUIAMIKAX y MAalli€HTiB 3i CTEHOKapHi€lo MoxKe 30iMbIINTHICS YaCcTOTa,
TPUBAJICTh a00 TAXKKICTH HalaMdiB, MOXKYTh Bif3HayaTUCS i30/IbOBaHi BUMTaAKU iHPapKTy MioKappa.

Tepmin npudamHocmi. 3 POKH.

YmoBu 30epiranns. 36epiratu npu temnepatypi He Buite 30 °C B opuriHabHilM yIakoBsIi.
30epiraTu B HEIOCTYIIHOMY [JI51 OiT€M MicCIIi.

YnakosBka.

TabmeTkH, 110 MicTsITh 10 MT IepKaHiAUIIIHY TigpoXIopumy.

14 abo 28, abo 56, a6o 98 TabneTok y GiicTepax y KApTOHHIN KOPOOIIi.
TabmeTkH, 110 MicTSATh 20 MT JIepKaHIAUIIIHY TigpOXIOpUmIy.

14 a6o 28, abo 56, abo 98 TabmeToK y GricTepax y KapTOHHIN KOPOOIIi.
Kareropis Bigmycky. 3a peLenTtom.

Bupo6HukK. Pekopmarti [ngacTpia Ximika e ®apmacentika C.1m.A.



Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.
Bia M. Yisitamni 1, 20148 MinaHx, Itamis.
3assBHHK. Pexoppati Ainenp JIta.

Micue3HaxomkKeHHs 3asiBHHKa. Pexin3 Ict, Pinreckingmi, Ko. Kopk, Ipmanmgis.



