IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Jlepkanigunin-TeBa

(Lercanidipine-Teva)

Cknao:
0itoya pevoBuHa: NepKaHIIUIIIHY TiTPOXIOPU, 110 €KBiBaJIEHTHO IePKaHIAUIIIHY;

1 TabneTka, BKpHTa IIiBKOBOIO 000JIOHKOIO0, MiCTUTh JIepKaHiguminy rigpoxiopuany 10 mMr
(exkBiBaNIEHTHO NepKaHiguminy 9,4 mr) abo JIepKaHigumniny rigpoxnopuny 20 Mr (eKBiBaJI€HTHO
nepKaHiguminy 18,8 mr);

00NOMINCHI PeyoBUHU:

TabmeTku 10 MTr: TOBigOH; HATPil0 KPOXMAIBIIIKONAT (TUI A); TaKTO3X MOHOTIPAT; 1eI0I03a
MIKpPOKPUCTaIiyHa; MarHiio cTeapaT; CIUPT IOJIiBIHIIOBUYM, YaCTKOBO TiIPOIi30BaHUN*; TUTAHY
miokcup (E 171)*; makporom*; Tanbk*; 3amiza okcup xKoBtuit (E 172)%;

*y cknani Opadry IT Yellow 85F32553.

TabmeTky 20 MTI: TOBigOH; HATPil0 KPOXMAJBIIIKOIAT (THHI A); TaKTO3X MOHOTIPAT; LeI0I03a
MiKpPOKPHUCTaliyHa; MarHiio cTeapaT; CIUPT IIOJIiBiHIIOBUHM, YaCTKOBO TiIPOIi30BaHUN*; TUTAHY
miokcun (E 171)*; makporomn*; Tanbk*; 3amiza okcup xkoBTul (E 172)*; 3amiza okcupg yepBouuil (E
172)*.

*y ckinapi Opadry II Pink 85F34564.

JIikapcbka ¢opma. TabrneTKu, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: KpyTJli, ABOOIYKIIi K0BTi ab0 poxkKeBi, TOKPUTi TabIeTKH
miameTtpoM 6,5 + 0,3 MM a6o 8,5 = 0,4 MM, 3 PUCKOIO 3 OOHOTO OOKY, IITaMIoM «L» 3 iHIIIOTO OOKY.

®apMakoTepaneBTU4YHa rpyna. CeJeKTUBHI aHTArOHICTY KaJIbLIil0 3 IepeBaXkKHOI A€l Ha CyIUHMU.
[Moxipni puripponipununy. Kog ATX CO8C A13.

Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

JlepKaHIguIiH - IIe aHTarOHICT KaJbllil0 AUTiAPOMipUAXHOBOI TpynH. IHri0ye TpaHCcMeMOpaHHUM MOTIK



KaJlbI[if0 BCepPeOrHYy KapOiOMiOIIMTIB Ta I'JIaAKOM I30BUX KIITHH CyouH. MexaHi3M
aQHTUTINEPTEH3UBHOI Ail IepKaHiAUMIiHY 3yMOBJIEHUH IPSMUM PEIaKCyl0uUNM BIIMBOM Ha IIafkKi
M’'SI31 CYOUH, 3a PaXyHOK YOT0 3MEHIIYEThCSA 3arajlbHUN CYOUHHUY NTepudepruyHuil omip.
HesBaxkarwuyu Ha KOPOTKUY IIePiod HAITiBBUBEEHHS 3 IIJTa3MHU KPOBI, IEPKAHIAUIIIH YUHUTH
IIPOJIOHTOBaHY aHTUTINIEPTEH3UBHY [il0 3a PaxyHOK M0Oro BUCOKOTO KoedilieHTa MeMOpaHHOTO
po3mopiny. 3aBAsSKYA BUCOKiM CyOUHHINM CeJIeKTUBHOCTI IIpenapaT He YNHUTh HeTaTUBHOI iIHOTPOTIHO1
nii. ['ocTpa apTepianbHa rinoTeH3is 3 peIeKTOPHOI TaXiKapAi€lo BUHUKAE PigKO 3aBOSIKU
IIOCTYIIOBOMY PO3BUTKY Ba30[OMJIaTallil IPU IPUKOMI IepKaHIAUIIIHY.

4K i gns IHIMX acCUMeTpUYHUX 1,4-OUTiAponipuanHiB, aHTUTIEPTeH3MBHA aKTUBHICTh
JIepKaHiAuIiHy B OCHOBHOMY 3YMOBJIEHA MOTO S-eHaHTIOMEPOM.

Kniniuna epekTuBHICTH i 6e3MeKa 3aCTOCYBaHHS JIepKaHiguminy y go3si 10-20 Mr oguH pa3 Ha go0y
Oynu BUBYEH] y MMOABIMHOMY CIIinoMy maie00-KOHTPOIbOBAaHOMY KJTiHIYHOMY AOCTiXKeHH] (B AKOMY
1200 marrieHTiB OTPUMYBaIM NepKaHigumid, 603 marieHT oTpuMyBau miaie6o) Ta B aKTUBHO
KOHTPOIbOBAHUX i B HEKOHTPOIbOBAaHUX JOBrOTPUBAJIUX KITIHIYHKAX MOCITIAKEHHIX i3 3araibHO0
KinbKicTio 3676 Mali€eHTiB 3 TiepTeH3i€lo.

o 6inmbIIocTi gocmigKeHs Oynu 3alydyeHi MallieHTH 3 eCeHIlialbHOIO TilepTeH3ielo 1erkoro abo
IIOMIpHOT0 CTYIEHS TSIKKOCTI (BKJII0Yal04y MallieHTiB JIITHHOTO BiKy Ta XBOPUX Ha I[yKPOBHH fiabeT),
SIKi OTpUMYBaJIu JepKaHIOUIIiH 9K MOHOTepamiio abo y kombiHarii 3 iHribiTopamu AII®, miypeTukamu
yu 6eTa-6;10KaTOpaAMH.

[IopaTkoBO [0 KIIiHIYHUX OOCIIiAXKEHb, IPOBENEeHUX I NiATBePOKEeHHS TepalleBTUUHUX [10Ka3aHb,
Iofasblile HEBeJIMKe HEKOHTPOJIbOBaHe, ajle PaHIOMi30BaHe OOCIiIKeHHd IIpenapaTry 3 y4acTio
MAIliEHTIB 3 TSIXKKOI0 apTepialbHOIO TillepTeH3iel0 (CepelHE + CTaHIapPTHE BiOXUJIEHHS PiBHSA
[iaCTOJIiYHOTr0 apTepianbHOro TUCKy 114,5 + 3,7 MM pT. CT.) IPOAEMOHCTPYBAJIO HOpMaJli3allito
aprepiansHOro TUCKY Y 40% 3 25 malieHTiB, SKi mpuiiManu nepKaHigumid y gosi 20 mr 1 pa3 Ha #o0y,
Ta 'y 56% 3 25 malfieHTiB, IKi npuiimManyu JepKaHigumid y 1o3i 10 Mr 2 pa3u Ha fo0y. Y moaBiitHOMY
CHIioMy paHAoMi30BaHOMY IJ1alie60-KOHTPOILOBAHOMY [OCTIIXEHH] y MallieHTiB 3 i30J1b0BaHOI0
CHCTOJIIYHOIO TillepTeH3i€l0 IepKaHiguMiH e(eKTUBHO 3HNKYBaB CUCTOIIYHUY apTepiaJbHUM TUCK i3
CEepPemHbOT0 II0YAaTKOBOTO 3HaUYeHHdA 172,6 £ 5,6 MM pT. ¢T. ;o 140,2 £ 8,7 MM PT. CT.

Kniniyaux gocnigKeHb y OUTSAYiN IOMYIALil He TPOBOLUTIN.
dapmakoKiHemuka.

AGcop0iris

JlepKaHiAUIiH MOBHICTI0O BCMOKTYETHCS MIiCJIA IIePOpaIbHOTO puiioMy y fo3i 10-20 Mr, MakcuMasbHi
KOHIIeHTpallil y mia3mi Kposi 3,30 ur/mn = 2,09 c.B. Ta 7,66 Hr/™M1 + 5,90 c.B. BigmoBigHO
peecTpyIoThCa Tpubnru3Ho yepes 1,5-3 roguHmu.

IIBa eHaHTiOMEPH NEPKaHITUIIiHY IeMOHCTPYIOTh ofiOHMUM nTpodink piBHIB y ma3Mi KpoBi: yac
MOCATHEHHST MaKCUMaJIbHOI KOHIIEHTpallil y IJla3Mi KpOBi Takuil caMuii, MaKCMMaJibHa KOHILIeHTpallis
Ta moka3HuK AUC y cepeguboMy B 1,2 pa3a BUILI A1 S-eHaHTioMepa, a Mepiof HalliBBUBEAEHHS [IBOX
€HaHTIOMeDIB, 10 CyTi, ODHAKOBUY. B3aeMonepeTBOPEeHHs €HAHTIOMEDIB in Vivo He Bif3Ha4alocCh.

BHacnimok BuCoKOro Metaboni3aMy Ipu epBUHHOMY ITPOXOMIXKEHHI yepes MmeviHKy a0CoMoTHA
OiomoCTyIHICTE NepPKaHIgUIiHy, MPUHHSATOTO MAI[iEHTOM IIePOPAIBHO MMiCIs i1, CTAHOBUTH
npubnu3no 10%, Xxoya BOHA 3MEHIITyBaacs [0 ¥s bOr0 3HAYEHHS, SKIIO IIpenapaT 3aCTOCOBYBaIH
300pOBi MOOPOBOJIBIN HaTIIE. SAKIO MpemnapaT IPUMMaTH He Mi3Hille HiX yepe3 2 TOTUHMU IIiCIIs



BXKMBAHHS AyXKe XKUPHOI 1XKi, 10r0 6i0f0CTyNHICTE 36imbIyeThea ¥ 4 pa3u. ToMy JTepKaHigUIiH CIlif
IpUUMATH [0 BXKUBaHHS 1Xi.

Posnopin

Po3smnogin 3 nmna3mu KpoBi y TKAHMHYU Ta OPraHU IMBUAKUM Ta oOmupHUi. CTYIiHb 3B’ 93yBaHHS
JepKaHiguminy 3 OinkaMu yia3Mu KpoBi nepesuye 98%. Ockinbku piBeHb OinKa y maa3Mi Kposi
3MEHILIEeHNH Y Malli€HTiB i3 TAXKKUMU NOPYIIeHHAMY (YHKIIil HUPOK Ta MEeYiHKY, BiTbHa (Ppakiisi
npemnaparty Moxe 30i/bITyBaTHCS.

BiorpaHcdopmartis

JlepkaHigumin eKCcTeHCUBHO MeTabomni3yeThest i3opepmenTom CYP3A4, He3aMiHeHMi TpenapaT y cevi
abo KaJi He BUSIBNIAETHCS. BiH MepeTBOPIOETHCS MTepeBaxkKHO Y HeaKTUBHI MeTab01iTH, TpubiIn3Ho
50% TpUUHSTOI MO3U BUBOOUTHCS i3 CEUEIO.

ExcrnepumeHTH in vitro 3 MOOCHKUMU MIKPOCOMaMU II€YiHKY CBifYaTh, 10 JIEPKAHIOUIIIH [elo
npuraiyye CYP3A4 ta CYP2D6 nipu KoHIeHTpaligx, BianoBigHo y 160 i 40 pa3iB BUIIKX, HiXK KOT0
MaKCuMaJibHa KOHILIEHTpallisl y IIJla3Mi KPOBi, fIKa AOCATA€EThCS micisa npurioMy po3u 20 mr. Kpim
IIbOT0, JOCITiMI?KEeHHS JTiKapChKOi B3a€MO{il ¥ JII0fel MTPOeMOHCTPYBAJIH, 110 JIepKaHIgUIIiH y 1a3Mi
KPOBi He 3MiHIO€E piBeHb Mifla3onaMy, TUoBoro cyoctpaty CYP3A4, a6o MeTOIpPOIIony, TUTIOBOTO
cyoctpaTty CYP2D6. TakuM YuHOM, IIPU 3aCTOCYBaHHI JIePKaHIUIIHY Y TepaneBTUYHUX 103aX He
ouikyeThcs GioTpaHcdopMaliii mpemaparis, 1o MetabonisyioTecst CYP3A4 a6o CYP2D6.

BuBenennsa

EnimiHalis MpoXomuTh B OCHOBHOMY IIIsixoM OioTpaHcdopmartii. Cepenniit TepMiHaIbHUN mepiofn
HalliBBMBEJEHHS CTaHOBUTE 8-10 roguH, a TepaleBTUYHA [is TpuBa€ 24 TOOWHYU BHACIIOOK BHCOKOTO
CTyTIeHd 3B’I3yBaHHS JIEPKaHIAUIIHY 3 JinifaMy KIiTUHHUX MeMOpaH. [Ipu moBTOpHOMY
3aCTOCYBaHHI KyMyJIALisl He CIIOCTepiraaach.

JIiHIMHICTL/HeMHINHICTE

[Tpu mepopabHOMY 3aCTOCYBaHHI JIepKaHIOUIIIHY UOr0 KOHLIEHTpAllis ¥ [IJIa3Mi KPOBi He € IIPSIMO
MIPOIOPLIMHOI0 MPUKHATIN H03i (HemiHiiHa KiHeTuKa). [Ticnsa npuiiomy 10 mr, 20 Mr i 40 mr
MaKCHMaJlbHi KOHIIEHTPAIlil ¥ IIJIa3Mi KPOBi, SIKi CriocTepiranucs, Many chiBBigHomeHHS 1:3:8, a
TIJTOIMI ITifT KPMBUMHU 3a/1e2KHOCTI KOHIIEHTPallil y Ij1a3Mi KpoBi Biff 4yacy Manu criBBigHOumeHHs 1:4:18,
1110 BKa3y€e Ha ITOCTYIIOBe HaCHYeHHs MeTabo0Ii3My IIpy ImepuIoMy IpoxoaxkeHHi. TakKuM 4YUHOM,
GiomoCcTymHICTE NepKaHiguminy 30iNbIIyETHCSA 3 MiABUIIEHHSAM O3H.

[TopaTkoBa iH(OpMaIlid 040 OKPEMUX I'PYII Nalli€HTiB

Byno nokasano, mo ¢hapMaKOKiHeTHKa JIEPKaHIOUIIIHY y HMali€HTIB JIITHBOTO BIKYy Ta Yy Ialli€HTIB 3
nucdyHKIie0 HUPOK abo nevinky c1abkoro abo cepeqHbOro CTyNeHs TIKKOCTI CX0Xa Ha Taky, II0
CIIOCTEPIraeThCs y 3arasbHill TPYIIi MallieHTiB. Y XBOPHUX i3 TIKKHAM CTyIIeHeM AUChYHKIIiI HUPOK abo
y miasnizo3aseKHUX XBOPUX KOHIIEHTPaIllil TikapchKoro 3aco0y Oy OifibIn BUCOKUMHU (TIPUOIU3HO
70%). V nauieHTiB i3 cepenHiM abo TSIKKUM CTYIIEHEM MOPYIIeHHs QYHKIII MeYiHKu cucTeMHa
6iomocTymHICTE NepKaHiguminy, iMOBipHO, 30iMbIIYETHCS, OCKIIBKY BiH MeTa00I1i3yETHCS TOTIOBHUM
YUHOM Y IIeYiHIIi.

Kniniuni xapakKTepuCTHKH.



IToxka3auns.

EceHianbHa rinepTeH3is 1erkoro abo moMipHOT0 CTYTIEHS TSIKKOCTI.

IIpomunoka3aHHs.

- T'imepuyTnuBicTh m0 NepKaHigumiHy abo {0 6yab-IKOr0 KOMIOHEHTa IIpemnapary.

- OOCTPYKIIis BUBiZHOTO Bifminmy JIIBOTO LIJIYHOYKA.

- HemnikoBaHa 3acTiliHa ceplieBa HEJIOCTATHICTE.

- HecrabinbHa cTeHOKapmis abo HemomaBHiu (mpoTsarom 1 micsis) iHGapKT Miokapaa.
- TsaXKa nedinkoBa HEOOCTATHICTh.

- Ts2kKa HUPKOBA HEOCTATHICTH (K/IipeHC KpeaTuHiHy <30 MJI/XB), BK/II0Yal04y Mal[i€eHTiB Ha
reMopiaiai.

- OpHOYacHe 3aCTOCYBaHHS 3 MOTyKHUMH iHriGiTopamu CYP3A4, IUKIOCTIOPUHOM, TpeindpyToM abo
TPern@pyTOBUM COKOM.

B3aemodia 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

ITpomunoka3aHe 00HOYACHE 3dCMOCYBAHH S

IHei6imopu CYP3A4

JlepkaHigumin MeTaboi3yeThcs mif mieio pepmerTty CYP3A4, Tomy iHribiTopu Ta iHAYKTOpPH LIbOTO
(bepMeHTY, 110 3aCTOCOBYIOTHCS OGHOYACHO 3 JIePKaHIAUIIIHOM, MOXYTh BIIMBATH Ha MeTabo0JIi3M Ta
enimMiHalito nepkaniguniny. [ocmifKeHHs B3aEMOII] TepKaHIiAUITIHY 3 MOTYKHUM iHTi6iTOpOM
CYP3A4 keTOKOHA30JI0M IIPOEMOHCTPYBa/IN 3HaUYHe MiABUIIEHHS PiBHA JIepPKaHIAUIIHY Y I1JIa3Mi
KpoBi (15-kpaTHe migBuiieHHs noka3Huka AUC Ta 8-KpaTHe HigBUINIEHHS MaKCUMaIbHOI
KOHIIEHTPallil eyToMepa S-TepKaHifuIIiHy).

Cnip yHMKATH OHOYACHOT'0 3aCTOCYBaHHS JiepKaHiguminy 3 iuribitopamu CYP3A4 (i3
KETOKOHA30JI0M, iTpaKOHAa30/I0M, PUTOHABIPOM, EPUTPOMIIIMHOM, TPOIEAaHOOMILIMHOM,
KJIapUTPOMIIIUHOM).

LukaocnopuH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI IepKaHiAUMIIHY i IUKIOCIIOPUHY MigBUIIYETHCS PiBeHbL 000X
PEUYOBHH y M1a3Mi KpoBi. [JoCifiKeHHS 3 y4acTI0 MOJIOAMX 3M0POBUX HOOPOBOIIBLIIB ITOKA3asio, 110
3aCTOCYBaHHS LIUKJIOCIIOPUHY Yepe3 3 TOOUHMU IIiCIis NPUNOMY JIePKaHIqUIIiHY He 3MiHI0BAJIO PiBeHb
NepKaHifuMiny y mua3Mi KpoBi, BogHo4ac nmoka3uuk AUC nukiocnopuny 36insiryBaBcst Ha 27%.
OpHak ogHOYaCHE 3aCTOCYBaHHS JIEPKaHIOUIIIHY 1 UKIIOCIOPUHY IIPU3BOAUTH 1O TPUKPATHOIO
30inbINIeHHS PiBHA JepKaHigUIiHy y m1a3Mi KpoBi Ta 30inbineHHs noka3Huka AUC IIUKIOCIIOPUHY Ha
21%.

[I¥KJIOCTIOPUH Ta JIEPKaHIOUIIIH HE CIIiJl 3aCTOCOBYBaTU pPa30M.



I'petingppym abo epetinppymosuli cik

4K i gng iHmux gurigponipuauHiB, MeTabo01i3M NepKaHiguIiHy YIOBIIbHIOETHCS TIif] BIJTUBOM COKY
rperndpyrTa 3 NofanbIvM MigBUALIEHHSIM CUCTEMHOL JOCTYITHOCTI JIePKaHIANUIIIHY Ta MOCUJIEHHSIM
rinoteH3uBHoOI fil. He cnig npuiitMaTi 0fHOYACHO JIepKaHiguImiH Ta rpeindpyT abo rpeindpyTroBuit
CiK.

He QQKOMQH@OGGHQ 00HOYdCHe 3dCMOCYBAHHA

Inoykmopu CYP3A4

Heo06xigHo 3 06epeKHICTIO 3aCTOCOBYBATH JIe€pPKaHIOUIiH 0fHOYacHO 3 ingykTopamu CYP3A4, TakuMu
SIK IPOTUCYIOMHI 3acobu (beHiToiH, heHobapbiTan, KapOaMasernin) Ta pudbaMITilIuHOM Yepes
MOXKJIVBe 3HUKEHHS aHTUTINEePTEeH3UBHOI il TepKaHIguIiHy. Y [[UX BUNlafKaX PEKOMEHI0BaHO
YaCTIiIIU KOHTPOMb pPiBHA AT.

AK0201b

Crip yHUKaTH BXKUBaHHS aJIKOTOJII0 Yepe3 MOXK/IMBe IOTEHIIiI0BAHHS Ba30qUIaTalliitHOTO e(PEKTY
AHTUTINEePTEeH3UBHUX JTiKaPChKUX 3aC00iB.

B3aemodii, Axi nompebyomb Kopekuii 0o3u

Cybcmpamu CYP3A4

Cnig 6yTu 00epeXHUM IIPU ONHOYACHOMY 3aCTOCYBaHHI IepKaHiquIiHy 3 iHImUMEU cyOCcTpaTaMu
CYP3A4, takumu 5K TepdheHaauH, aCTEMIi30JI, 3 aHTHapUTMiuHUMHU 3acobamu III kiacy, TaKUMU K
amiofgapoH, XiHiAWH, COTaIOI.

Miodasonam

[Tpu opHOYacHOMY 3acTocyBaHHI 20 MI IepKaHigumiHy Ta Mifa3ojaaMy y JOOPOBOJIBLIIB TITHHOTO BiKy
abcopOirist nepKaHiguminy migBuImyBanack (mpubmau3Ho Ha 40%), a MBUAKICT abcopObirii 3HUKYBAIACh
(t,.x TOMOBXKYBasnachk 3 1,75 mo 3 rogun). KoHleHTpallig Miga3onamMy He 3MiHIOBalach.

Memonpoaon

OpHOYacHe 3aCTOCYBaHHS JIEPKAHITUITIHY 3 METOIIPOJIONIOM - b-6710KaTOpoM, SIKUM BUBOOUTHCS
nepeBaxkHO yepe3 MeuiHKy, He 3MiHI0e 0i0g0CTYIHICTh METOIIPOJIONY, ajlie IPU3BOAUTh [0
3MeHIIeHHs 0iogoCcTymHOCTI nepKaHiguminy Ha 50%. Lle# edeKT MOXKIIMBUM BHACIIOOK 3MEHIIIEHHS
IIe4iHKOBOTO KPOBOTOKY, ITI0 CIIPUYUHSETHCS b-0710KaTOpaMu, TOMy MOXKe BUHUKATH y pasi
3aCTOCYBaHHS 3 iHIIMMU IIpenapaTaMu 1iel rpynu. OTxKe, TepKaHiguIliH MOXHa 3aCTOCOBYBaTH 3 b-
agpeHo0JI0KaTOpaMH, ajie IpHU IIboMYy MoXke OyTH oTpibHe KOPUTYBAHHS NO3MU.

IlueokcuH

[Tpu ogHOYacHOMY 3acToCyBaHHI 20 MTI JIepKaHIOUIIHYy NalieHTaM, SIKi IOCTIMHO IPUUMA0Th
b-MeTHIIUTOKCHH, He 0YyJI0 BUSIBIIEHO MOKa3iB papMaKOKiHETHUYHOI B3aeMogil. [TpoTe
criocTepiranocs nigsuiienss C,,, OUTOKCUHY B cepegHboMy Ha 33%, Toxi gk moka3Huk AUC i
HUPKOBUM KJIIpEHC 3HAYHO He 3MiHIoBaIucs. CTaH MalieHTiB, SKUM OOHOYACHO IIPU3HAYUIIU
OUTOKCHH, CJIi[l peTeTbHO KOHTPOJTIOBATH IIOA0 O3HaK iHTOKCHUKALlil AUTOKCUHOM.

OdHouacHe 3acmocy8aHHA 3 iIHWUMU AiKAPCbKUMU 3dcobamu



d1yoKcemuH

BuBueHH$ B3a€MOZIl Ipy 0JHOYACHOMY 3aCTOCyBaHHI 3 dhiyokceTnHoM (iHribitopom CYP2D6 i
CYP3A4) y noGpoBObIIiB BikOM 65 + 7 pOKiB (cepenHill £+ C.B.) He BUSBUIIO KTiHIYHO 3HAYYIIO] 3MiHU
(dbapMaKOKiHETUKY JIePKaHIIUIiHY.

IHumemuoun

OpgHoYacHUM MpUoM HHMeTUANHY y f03i 800 Mr Ha go0y He CIPUYMHSE 3HAUHUX 3MiH KOHLIEHTpaIlil
JIepKaHiguIiHy y IJ1a3Mi KpoBi, ane ciif 0yTu 06epekHUM IIPU 3aCTOCYyBaHHi Oi/IbIll BUCOKUX [03
yepes3 MOXKJIUBICTh 30ibIeHHST Oi0MOCTYIIHOCTI Ta aHTUTiNePTeH3UBHOT0 ePEKTy JIepKaHIOUIIiHY.

CumsacmamuH

Konu nepkanigunid y go3i 20 Mr ogHO4aCHO 3aCcTOCOBYBanu 3 40 Mr cuMBacTaTUHY, TOKa3HUK AUC
NepKaHifUMIiHy iCTOTHO He 3MiHIOBaBCS, TOAI K moka3HUK AUC cuMBacTaTuHY 306iblnyBaBcs Ha 56%
i me¥ e MOKA3HMUK HOT0 aKTUBHOT'0 MeTabomiTy b-rifpoKCuKucnoTu - Ha 28%. ManoiMoBipHO,
II0 TaKi 3MiHK MalOTh KJIiHiYHe 3HaYeHHsA. He 049ikyeThCsa B3a€EMOil MiXK I[UMHU
IpenapaTtaMy, SKINO JIEPKaHIOUIIIH IPUMMaTH 3paHKy, a CAMBaCTaTHH - yBedepi, SK BKa3aHo
IJIST IbOT'O TIPerapary.

Liypemuku ma iHzibimopu AIT®

JlepkaHiguIiH MOXKHa 3aCTOCOBYBATH OJHOYACHO 3 [liypeTUKaMu Ta iHribiTopaMu
aHTi0TeH3WHIIEPETBOPIOBAIbHOTO (DEPMEHTY.

THwi nikapcwvki 3acobu, AKi 8nausaroms Ha apmepiaabHUll MucK

4K i ong BCiX aHTUTINEPTEeH3UBHUX IIpeapaTiB, MOXKIINBE TOCUIEHHS TiIOTEH3UBHOIO e(peKTy IIpu
OIHOYAaCHOMY 3aCTOCYBaHHI IepKaHiOUMiHY 3 iHIIMMU JIiKapCbKUMU 3aco0aMu, SKi BIIMBAIOTh Ha
aprepiaTbHUM TUCK, TaKUX K A-0JI0KQTOPH [AJI CUMITOMaTUYHOTO JIIKyBaHHS 3aXBOPIOBaHb
Ce40BOro MixXypa, TPULMKIIIYHI aHTUAENPECaHTH, HEUPOIENTUKY.

HaBnaku, MoXke CriocTepiraTucsl 3HUKEHHS TIOTeH3UBHOTO e(eKTy IIPU OAHOYAaCHOMY 3aCTOCYBaHHI
3 KOPTUKOCTEPOigaMHu.

Oco06.1ueocmi 3acmocy8aHHs1.
CuHOpoMm caabkocmi CuHyco8020 8y3/1a

JlepKaHiguIiH cJIif 3aCTOCOBYBaTH 3 00€PEeXKHICTIO NallieHTaM i3 CHHIPOMOM CJ1abKOCTi CHHYCOBOTO
By3Jla (0e3 iMIIJTaHTOBAaHOTO KapAiOCTHMYISATOPA).

HucgyHkuia 1i8020 wayHOUYKa cepys

Xoya reMoiMHAMi9YHO KOHTPOJIbOBaHI AOCIIIXKEHHS He BUSBUJIU MOTIPIIEHHS MITYHOYKOBOl QYHKII],
ciip 3 06epekHiCTIO MpU3HaYaTy IpU AUCGHYHKIIIl TiBOTO IITyHOYKa Cepli.

TIwemiyHa xeopoba cepus

Byno BUCIOBIIEHO IPUMYILIEHHS, 110 OesKi AUTiApOmipuaNHN KOPOTKOI Mii MOXKYyTh OyTH IIOB’s13aHi 3



MigBUIIIEHUM CEPIIEBO-CYOIUHHUM PHU3UKOM Y TAIli€HTIB 3 illeMiuyHO0I0 XBOp0o0O0oIo cepirsd. Xodya
Jlepkanigumin-TeBa € MpemapaToM JOBrOTPUBAIOl Iil, IPOTe TaKUM XBOPUM IIpemnapar CIIif
3aCTOCOBYBaTH 3 00epexHicTI0. [lesKi qurinpomipuauHu Pifko MOXKYTh IPU3BOAUTH [0
npekoppianbHoro 6010 abo creHoKapii. [lyxKe pigko y MallieHTiB 3 paHillle iCHYI049010 CTeHOKapIieto
MOXK/IMBe 30ilbIlIeHHS YaCTOTH, TPUBAJIOCTI ab0 TSIKKOCTI I[UX HamagiB. MoXyTh Bifl3Ha4aTHUCS
IIOOAMHOKI BUMIaIKY iH(apKTy MioKappa.

ITepumoHeanvHul diani3

3acToCyBaHHS JIEPKaHIOUIIIHY II0B’I3YETHCA 3 PO3BUTKOM [IOMYTHIHHA IIEPUTOHEAILHOT0 eKCyHaTy y
IIallleHTIB Ha [IePUTOHeaIbHOMY Aiasi3i. [IoMyTHIHHS 3yMOBJIEHO MiIBUIIEHOK KOHLIEHTPALi€I0
TPUTTIIIEPUIIiB B €KCYHAaTi ouepeBUHU. X04a MeXaHi3M HeBimoMui, e epeKT Ma€ TEHIEHIIII0
3HUKATU HEBOOB31 IicJd BiMMiHU JepKaHigumniny. Lleil B3a€M03B 130K CIIiT B3ATU [0 yBaru 3apjis
YHUKHEHHS BUIQMIKiB, KOJIM ITIOMYTHIHHS IEPUTOHEAIbHOTO eKCYyIaTy Moxke OyTH ITOMUIIKOBO
IPUWHATO 3a iHQeKIinHWHN IePUTOHIT 3 ITOMAJIbIIO HEMOTPIOHOIO IOCHiTali3allic€l0 Ta eMIipUYHIM
BBEOEeHHSIM aHTUOIOTUKIB.

Jlakmosa

Lle#t mikapcbku# 3aci6 MicTuTh MakTo3y. [lanieHTaM 3 PigKiCHUMU ClIafKOBUMHU ITPo6GIeMaMu
HeTlePeHOCHMOCTI TajlakKTO3H, 3arajibHol JIaKTa3Hol HeJOCTaTHOCTI a00 I/II0K030-TalaKTO3HO1
MasibabcopOiiii He cItig 3aCTOCOBYBATH 1€ JTiKapChKUM 3acib.

Hampiu

e nikapcbkuit 3acib MicTuTh MeHIe 1 MMoIb HaTpito (23 Mr) B 1 TabmeTIri, TOOTO IPAaKTUYHO
BiJILHUM Bifj HATPitO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.

KriHiuHMYE 0OCBiA 3aCTOCYBaHHS JIePKaHIOUIIIHY y IIEPiof BariTHOCTI BiACYTHIiN. [locmigyu Ha TBapruHaX
He BUSBUJIM TEPATOTEHHOT0 e(eKTy, aje BiH CIIOCTepirascs Miff 4ac 3aCTOCYBaHHS iHIIUX
OUTiOPOMipUANHOBUX CIONYK. He peKoMeHA0BaHO 3aCTOCOBYBATH JIEPKaHIOUIIIH BariTHUM Ta KiHKaM
PENpPOOYKTUBHOTO BiKY, SKIIIO BOHKA HE 3aCTOCOBYIOTh e(DEeKTHBHY KOHTPAIEIIIii0.

TouyHO HEBimOMO, UM IPOHUKAE JIePKaHiAUIiH abo 1oro MeTaboJIiTH y TPyAHE MOJIOKO. TOMY PU3UK
[ IUTHHY He Moxe OyTH BUKITIoYeHud. He iy 3aCTOCOBYBaTH JIepKaHigumin y nepion romyBaHHs
TPYAALO.

®epmuabHicMb

Kniniyni maHi mopo BIOIKBY epKaHiAUIiHY Ha (pepTUIbHICTh BigcyTHi. HasaBHi maHi mpo 060poTHi
6ioximMiuHi 3MiHU B TOMiBLi CIIepMAaTO30iMiB, 1110 MOXKYTh BIUIMHYTH Ha MOXKJIMBICTb 3allIifHEHHS, Y
TIAIlieHTiB, SIKi MiKyBanmucs 610KaTOpaMHy KaslbllieBUX KaHaJIiB. Y pa3i HOBTOPHOTO HEYCIHIIIIHOTO
3amJIigHEHHS In Vitro Ta 3a BiACYTHOCTI iHIIUX IOSICHEHD LIOA0 L[LOTO CJIifi PO3IJIAHYTU 3aCTOCYBaHHS
6710KaToPiB KasbIlieBUX KaHaNliB K MOXKIIUBY IPUYUHY.

30amHicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.



BnnuB nepKaHigUIiHY Ha 30AaTHICTh KePYyBaTH TPAHCIOPTHUM 3aco60M abo iHIMMMU MexaHi3MaMu
He3HayHuU. OmHAK HeoOXigHO B3SITH 0 YBAaru MOXKJIMBICTh 3allaMOPOYEHHS, CJ1a0KOCTi, MigBUIIEHOI
BTOMJIIOBAHOCTI, PIAKO - COHJIUBOCTI.

Cnoci6 3acmocyeaHHs1 ma do3u.

PexkoMeHpoBaHa no3a cTaHoBUTH 10 Mr nmepopanbHo 1 pa3 Ha mo6y He MeHIle HiX 3a 15 XBUIUH [10
BXKMBaHHS 1Ki. 3a/1€2KHO Bif] iHAMBigyaIbHOl PeakKIlil nali€HTa Ha JIiIKyBaHHSA A03y MOXKHA IMigBUILIATH
mo 20 wmr.

[TinGip mo3u moBMHEH OYTH MOCTYIIOBUM, OCKiIbKM MaKCHUMaJlbHa aHTUTiNTePTeH3WBHA MOis
PO3BUBAETHCSA IIPOTATOM 2 TUXKHIB TiIKyBaHHS.

[TartieHTaM, TUCK SKHX aJleKBaTHO HEe KOHTPOIIIOETHCS IIPU MOHOTEPaIlil aHTUTiNePTeH3UBHUMU
IIperapaTamMu, Moxe OyTH 3alIpOIIOHOBAHO [IOflaTH JiKapchKuit 3aci0 JlepkaHinumin-TeBa y cxeMu
nikyBaHHS 3 b-afipeH00I0KaTOpaMu (aTeHOJI0MN), AiypeThKaMu (TimpoxopoTia3un) abo
inridiTopamu AII® (kanTompun abo eHaIallpul).

OckinbKy KpuBa «f03a-eeKT» Ma€ IiaTo B IPOMiXKKY [03 20-30 Mr, MayioiMOBipHO, II0
e(eKTUBHICTb TTIKapChKOT0o 3aco6y 30iTBIIUTHCS MTPU 3aCTOCYBAHHI BUINOI 103U, TOMI K PU3UK
BUHUKHEHHS 00iYHuX epeKTiB MoxKe 30iTbIIUTHUCS.

ITauieHmu AimHb020 BIKY

3rigHo 3 JaHUMM (papMaKOKIHETUYHUX Ta KIiHIYHUX OOCTiAXKeHb JIepKaHiAUIIiH MOXKHa
3aCTOCOBYBaTH XBOPHM JIITHLOTO BiKy 0e3 CIelialbHOr0 KOPUTYBaHHS NO3Y, ajie IOUYUHATH JIiKyBaHHSA
malieHTaM JIiTHBOTO BiKy HeOOXiHO Iif HaTrIsIoM.

ITauieHmu 3 HUPK0B0Ow abo neyiHKkosow HedocmamHicmio

XBOpUM 3 HUPKOBOIO ab0 MeyiHKOBOI0 HEJOCTATHICTIO JIETKOTO Ta CEPEIHBOTO CTYIEHS JIIKyBaHHS
JIePKaHIAUIIIHOM CJIifi MOYMHATHU IIif HarJaggoM. 3BU4YaliHa peKoMeHAoBaHa f03a 10 MI nepeHOCUThCA
nalieHTaMy IUX HiArpym, SK IpaBuio, fobpe, migBuileHHS 10o3u 10 20 Mr noTpebye 06epexKHOCTI.

Y malieHTiB 3 MEeYiHKOBOI HEJOCTATHICTIO MOXKJIMBE MiABUIIEHHS aHTUTIIePTEH3UBHOT0 eeKTy
Ipenapary, 1o noTpebye KOpeKIil Jo3u.

[TpoTunokasaHe 3aCTOCYBAHHS JIEPKAHIAUITIHY MAllieHTaM 3 TSIXKKOI0 AUCPYHKITEO TediHKy abo
TSKKOI0 OUCPYHKIII€I0 HUPOK (KIipeHc KpeaTuHiHny <30 MJ/XB), BKJIIOYAlOYH MalliEHTiB Ha
reMopianmisi.

Cnoci6 3acTocyBaHHS.
[Tepen 3acTOCYBaHHSIM IIpenapaTy HeoOXimHO B3STH OO yBaru, IIo:
- 3aCTOCOBYBATH IpemnapaT 6axKaHo BPaHIl, He MeHIIe HiX 3a 15 XBUIIUH OO CHiTaHKY;

- 1leM TiKapCchKUi 3acib He MOXKHa IPUMMATH 3 TPEUTIPPYTOBUM COKOM.



Himu.

Beamnexy Ta eeKTUBHICTh 3aCTOCYBaHHS JIIKAPCHKOTO 3aco0y AiTsIM BikoM f10 18 pokiB He
OOCHiAXKyBasi, JaHi OO0 3aCTOCYBaHHS AiTSAM BifICyTHi.

Ilepedo3yeanHsi.

[TpoTsiroM mepiony micnsipeecTpalivHOTr0 3aCTOCYBaHHS MOBIIOMIISIN PO OesKi BUMaAKU
nepeno3yBanHs (Big 30-40 mr mo 800 Mr, y ToMmy uucii cupoba cyinuny).

Cumnmomu. 3a aHaJIOTi€l0 3 IHIUMY OUTIAPONipUAUNHAMHY, IIPU NTepef03yBaHHl JIepKaHIIUIIHOM CIIif
OUiKyBaT{ BUHMKHEHHS HafMipHOI nepudepudHol Ba30oguaTaliil i IBHOI apTepianbHOl FinoTeH3il Ta
pednekTopHOi Taxikapmil. OgHaK IpU AyKe BUCOKUX [03aX IepudepryHa CeIeKTUBHICTL MoxXe OyTH
BTPaYeHa, 1[0 MOXKe CIPUYMHUTH OpafuKapaiio i HeraTuBHUM iHOTponHuM edekt. Hanbinbim
nolupeHi mobiuHi peakiril, ToB’si3aHi 3 Mepego3yBaHHAM, - Iie TiOTeH3is, 3alTaMOpPOYeHHS,
TOJIOBHUY OiNlb Ta TIOCUIEHE CepPIeOuTTS.

JlixyeaHHA. Ilpu TSAXKKil apTepianbHiil rinoTeH3ii HeoOXiAHO BXKUTHU 3aX0MiB aKTUBHOI
KapAioBacKyISPHOL MiATPUMKHU, BKIII0YaI0YM YaCTUM MOHITOPUHT CEpIIeBOl Ta JUXalbHOI QYHKIIIMN,
Ha[laHHS MMalliEHTY TOPU30HTAIBHOTO MOI0XKEHHS 3 IPUIITHATUMY HUKHIMY KiHI[iIBKAMH, KOHTPOJIb
piguHuU, 10 IUPKYIIIOE, Ta CEYOBUINIYCKaHHS. 3 OTJIIAY Ha ITO0BXKEHY (papMaKOJIOTiyHy [ii0
JIepKaHIgUIiHY, y pa3i mepeno3yBaHHS € HeOOXiMHUM HaTJIsA[l 3a CTAHOM CEpLeBO-CYAUHHOI CUCTEMU
TaKHUX IAlli€HTIB IIOHAKMEHIIe IPOTATOM 24 TOOUH. 3 OrJisiay Ha BUCOKE 3B’SI3yBaHHS
nepKaHiguminy 3 6inkamu, fianis Moxe O0yTu Hee@eKTUBHUM. [IallieHTH 3 04iKyBaHOIO
IIOMipHOIO a0 TSKKOI0 iHTOKCHKAIIi€l0 MaloTh OyTH IIiff HArJISOOM B YMOBaX iHTEHCUBHOI
Teparrii.

ITobiuni peakuii.

3rigHO 3 HAHUMU KJIiHIYHUX OOCHTiIXKEeHb Ta MiCIAPeeCcTPalliftHOro 3aCTOCYBaHHS MMO0IYHiI peakilii, aKi
BUHUKAa/IM HalyacTile - e nepudepuyHi HaOpsKY, TOJIOBHUM Oilb, MPUIIINBY, TaXikKapmis i
IIOCHJIeHE CepIebuTTs.

Y HuXK4YeHaBeleHii TabauIl BKazaHo nobivHi peakilii, Tpo sSKi IOBIOMIIANY i Yac KITiHIYHUX
IOCTiAXKEeHb Ta MiCIIPeeCcTpalliitHoro 3aCTOCyBaHH IIpelapaTy y KpalHax CBIiTY Ta [ys sSIKuX 0yB
00Tr'pyHTOBaHUM MPUYMHHO-HACITIZKOBHM 3B’SI30K i3 3aCTOCYBaHHSM Iipenapaty. [1o6iuHi peakiii
HaBeJ[eHO 3rifHo 3 Knacugikaniero MedDRA Ta 4yacToTOI0 BUHUKHEHHS: OyXKe 4acTo (=1/10), gacto
(=1/100 mo <1/10), mewacto (=1/1000 go <1/100), pigko (=1/10000 mo <1/1000), myxe pimKo
(<1/10000), yacTtoTa HeBigoMa (HEMOXK/IMBO OI[IHUTH 3 HASIBHUX JAaHUX). Y KOXKHIU rpyIIi
BiTIOBIHO 0 YaCTOTU BUHUKHEHHS peakilil 3a3Ha4eHO Y MOPIAKY 3MeHIIeHHS IXHbO1
CEpPUO3HOCTI.

MedDRA YacTo Heuacto Pigko JacToTa HeBigoMa
Knacudikaiis
CHCTEeM i oprasis




3 00Ky iMyHHOI rinepyyTIuBiCTh
CHCTEMU
3 60Ky HEpPBOBOI TOJIOBHUY Oiflb  |[3aIIlaMOPOYEHHS |[COHJIMBICTB,
CHCTEMU HEIIPUTOMHICTh
3 60Ky cepIist Taxikapmis, CTEHOKapMis

TOCHUJIEHE

cepuebuTTs
3 00Ky CymMHHOI [IPUILTIABU rinoTeH3is
CHCTEMU
3 00Ky LIIYHKOBO- MUCIIETICis, GrmoBaHHS, miapes|rinepTpodisd gcen’,
KUIIIKOBOTO TPaKTy HYLOTa, TOMYTHIHHS

0i71b y BEpXHil [epPUTOHEATbHOT0
YaCTHHI XKUBOTa eK(;y);[aTy1

3 OOKy IeYiHKu Ta [TiIBUIIEHHS PiBHSA
PKOBYOBUBIOHUX TpaHCaMiHa3
IITIXiB CHpPOBaTKM KPOBi'
3 OOKy WIKipH Ta il BHCHII, BUCHUIIaHHSA HaOpSK'
PUATKIB cBepOiK
3 0OKY OIIOPHO- Mianris
PYXOBOI CUCTEMH,
CITOJIyYHOI TKaHUHHU i
KiCTOK
3 00Ky HUPOK i [OJIlypis [10JIaKiypis
CEeUYOBUBIOHUX IIISAXIB
3arasnbpHi IOpyIIeHH |[nepudepudHi [acTeHid, 6inb y rpymsax
Ta peakiiil y Micri HaOpSIKK MigBUIIeHA
BBEICHHS BTOMJIIOBAHICTh

Tlo6iyni peaxiiii 3i CIOHTAHHUX IIOBIOMJIEHb IIifl Yac MiCIIpPeeCcTPallifHoro 3aCTOCyBaHHS Y KpaiHax
CBITY.

JlepKaHIAWIIIH He BIIJINBa€ HEraTUBHO Ha PiBEHb LIYKPY Y KPOBI Ta PiBEHb JIiMifIiB y CUPOBATII KPOBI.

Y nnare60-KOHTPOTbOBAHUX KITIHIYHUX JOCTIXKeHHIX mepudepruyHi Habpsku ctanoBunu 0,9% Ha Tii
npuiomy nepkaHiguminy y mosi 10-20 mr ta 0,83 % npu npuitomi mnanebo. Lis yactoTa mocsrana 2%
y 3arajbHil MOMYyJIALlil JOCTigKeHHs, BK/II0Ual0Yy NOBrOTPUBAJI KITiHiUHiI BUITPOOyBaHHS.

3acTocyBaHHS eSKUAX OUTIAPONIPUANHIB MoXKe iHOMi TPHU3BOAUTH 10 IPeKopaianbHOro 6010 abo
CTeHOKapnil, y BUHATKOBUX BUIAJKaX y Malli€HTiB 31 CTEeHOKap/ielo MoXKe 30iIbIIUTHUCS YaCTOTa,
TPUBAJIICTh a00 TSAXKKICTh HalaiB, MOXKYTh Bif3Ha4YaTHCS i30/1hOBaHi BUNIAKX iHPApPKTy MioKapaa.

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuii. [ToBimoMeHHs PO MOOiIYHI peakilil mics
peecTpaliil TiKapchbKoro 3aco0y Ma€ Bax/uBe 3Ha4eHHS. Lle jae 3MOry IPOBOAUTYA MOHITOPUHT
CHiBBiIHOIIEHHST KOPUCTH/PU3UK IIPYU 3aCTOCYBaHHi IIbOTO TiKapCchKOro 3acoby. MeguyHUM Ta
(dapMalleBTUUHUM IIpalliBHUKaAM, a TaKOX IalieHTaM a0o X 3aKOHHUM IIPeiCTaBHUKAM CJIif
TIOBIIOMJISITH TIPO YCi BUMIAOKY Mif03pI0BAHUX MOOIYHUX peaklliii Ta BiACyTHOCTI e(eKTUBHOCTI
JiKapchbKOro 3aco0y uepe3 ABTOMaTU30BaHy iHdopMaliliHy cucTeMy 3 ¢hapMaKOHATISIAy 3a
nocusiaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi.


https://aisf.dec.gov.ua

3 POKH.

YMoBu 30epiranHsi.

36epiratu mpu TeMiepaTypi He Buine 25 °C B OpuTiHabHIM YIAKOBIN A7 3aXUCTY Bif BOJIOTH.
30epiraTd y HeIOCTYITHOMY [JISI OiTeH MicCIIi.

YnakoBka.

[To 14 Tabnetok y GiicTepi; mo 2 abo mo 4 6icTepu B KOpooOii.

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHUK.

Bankaudapma-dynauns AT.

Micue3HaxoaKeHHsI BHPOOHHKA Ta ajjpeca MicIsi MPoBaIKeHHsI HOT0 Tis/IbHOCTI.

Byn. CamoxkoBchke moce 3, ynuuilg, 2600, bonrapis.



