IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

JIepkaHigunmin-TeBa

(Lercanidipine-Teva)

CKnao:
Oitoua pevosuHa: JIEPKAHIOUIIIHY TIAPOXJIOPUL, 10 €KBIBaJIEHTHO JIePKaHIAUIIIHY;

1 TabneTka, BKpHTa IIiBKOBOIO 000JIOHKOI0, MiCTUTh JepKaHiguminy rigpoxiopuny 10 mMr
(exBiBasIeHTHO NepKaHigumniny 9,4 Mr) ab6o nepkaHiguminy rigpoxnopuny 20 Mr (eKBiBaJIeHTHO
nepkaHigumniny 18,8 mr);

0ONOMIJCHI PeUOBUHU:

TabneTku 10 Mr: TOBiAOH; HATPil0 KPOXMaIbITIKONAT (TUI A); TaKTO3U MOHOTIIpaT; LeI0i03a
MIKpPOKPHCTaJliyHa; MarHitoo cTeapaT; CIUPT IOJIiBIHIIOBUY, YaCTKOBO Tigpoi3oBaHun™®;
tuTany giokcup (E 171)*; makporon*; Tanek*; 3amiza okcup xkoBTtuil (E 172)%;

*y cknani Opadry IT Yellow 85F32553.

Tabnetky 20 Mr: TIOBIJOH; HATPil0 KPOXMAJbIJIIKONAT (TUI A); TaKTO3U MOHOTIAPAT; IeI03a
MIKpPOKpPHCTaJliuYHa; MarHitoo cTeapaT; CIUPT IOJIiBIHIIOBUY, YaCTKOBO TigpoIi3oBaHum™®;
tuTany giokcup (E 171)*; makporom*; Tanpk*; 3amiza okcup xkKoBTuu (E 172)%; 3amisa okcup
yepBoHu (E 172)*.

*y ckmapi Opadry II Pink 85F34564.

JIikapcbka ¢opma. TabmeTKy, BKPUTI ITiIBKOBOIO 000I0HKOIO.

OcHogHi (i3uko-ximiyHi 81acmueocmi: KPyriii, ABOOMYKJIi K0BTi ab0 poXKeBi, TOKPUTi TabIeTKH
miametpoMm 6,5 = 0,3 MM abo 8,5 + 0,4 MM, 3 PUCKOIO 3 OOHOTO OOKY, mTaMmIoM «L» 3 iHII0r0 GOKY.

®dapMakoTepaneBTUYHA rpyna. CeleKTUBHI aHTArOHICTH KaJIbLilo 3 IEPeBakKHOI0 Ai€I0 Ha CyJUHU.
[ToxigHi purigponipuguny. Kog ATX CO8C Al13.

dapmako102iuHi e racmueocmi.

®apmakoduHamika.



JlepKaHiguIiH - Ile aHTarOHICT KaJbIlil0 AUTiAPONipUAXHOBOI IpynH. IHTi0yeE
TpaHcMeMOpaHHUH MOTIK Ka/bIlil0 BCEpeaUHY KapaiOMiOLUTIB Ta TMTafKOM I30BUX KITiTUH
CynuH. MexaHi3M aHTUTINEePTEH3UBHOI [Iil IePKaHIAUIIIHY 3yMOBJIEHAN IPSIMUM
penaKCyro4uM BIJIMBOM Ha I'/IafKi M’'SI3U CYAWH, 3a paXyHOK YOT0 3MEHIIYEThCS 3arabHUN
CymMHHUY Nepudepuynnui omnip. He3paxkamyy Ha KOPOTKUY MePion HalliBBUBEOEHHS 3
IIJIa3MU KPOBI, JIEPKaHIIUIIIH YUHUTH IIPOJIOHTOBAHY @HTUTINIEPTEeH3UBHY [il0 3a PaxXyHOK
110T0 BUCOKOT0 KoedilieHTa MeMOPaHHOTO PO3MOMiNy. 3aBOSKYU BUCOKiM CyIUHHIN
CeNIeKTUBHOCTI IIpenapaT He YUHUTh HEraTHBHOI iHOTPOMHOI mil. ['ocTpa apTepianbHa
rinoTeH3is 3 peIeKTOPHOIO TaXiKapi€lo BUHUKAE PiIKO 3aBOSKU IIOCTYIIOBOMY PO3BUTKY
Ba3ofuIaTallil Py IPUKXOMi JIepKaHiguIiHy.

4K 1 gng iHImMX acuMeTpuYHuX 1,4-IUTigpONipUAYHIB, aHTUTiIIEePTeH3UBHA aKTUBHICTh
JIePKaHIOUIIiHY B OCHOBHOMY 3yMOBJIEHA OT0O S-eHaHTiOMEPOM.

KniniuyHa epekTuBHICTD i Oe3MeKa 3aCTOCYBaHHS JIepKaHigumiHy y mo3i 10-20 Mr oguH pa3 Ha
no0Oy Oyny BUBYEHi y MOOBIMHOMY CIIiIIOMY I1alle00-KOHTPOJIbOBAHOMY KIIiHIYHOMY
nochipxkeHHi (B skoMmy 1200 malieHTiB OTpUMyBaIu JepKaHiguimiH, 603 namieHTu
OTPUMYBAJH MIale60) Ta B aKTUBHO KOHTPOJILOBAHUX i B HEKOHTPOJIbOBAHUX IOBIOTPUBAINX
KJTIHIYHUX JOCHIIXKEHHSX 13 3arajbHOI0 KiIbKiCTI0 3676 MallieHTiB 3 rinepTeHs3i€n.

o GinmpIocTi mocmigkeHb OyTU 3aydeHi MallieHTH 3 eCeHIliabHO TiepTeH3ie Terkoro
a00 MOMIpHOTO CTyIEeHS TSXKKOCTI (BKJII0HUalOUM MAalliEHTiB JIITHHOT'O BiKY Ta XBOPUX Ha
IIyKpOBUii fiabeT), AKi OTPUMYBaIM JIepKaHiAUIIH K MOHOTepalilo abo y koMOiHarril 3
inribiTopamu AIl®, miypeTukamu 4u OeTa-0110KaTOpaMHu.

IlomaTKOBO IO KIIIHIYHUX [OCIIiIXKEeHb, IPOBEIEeHUX [JIS MiATBEePAXKEHHS TepaleBTUYHUX
[I0Ka3aHb, II0faJIbllle HeBeIMKe HEKOHTPOJIbOBaHe, ajle PaHIOMi30BaHe JOCIiIXKEeHHS
IpernapaTy 3 y4acTIO Ial[ieHTiB 3 TAKKOI0 apTepianbHOIO TillepTeH3ielo (cepeqHe +
CTaHAAPTHE BiOXWJIEHHS PiBHS OiaCTOJIIYHOTO apTepianbHOro Tucky 114,5 + 3,7 MM pPT. CT.)
IIPOAEMOHCTPYBaI0 HOpMasli3aliio apTepianbHOro TUCKy Y 40% 3 25 maui€eHTiB, AKi
IpUUMany TepKaHigumin y no3i 20 mMr 1 pa3 Ha o0y, Ta 'y 56% 3 25 mallieHTiB, 5SKi mpuiiManu
nepKaHigumid y 7o3i 10 Mr 2 pa3u Ha go0y. Y mogBiiHOMY CJIioOMy paHZOMi30BaHOMY
n1a1e060-KOHTPOIFOBAaHOMY [IOCTIiAKEHHi y TallieHTiB 3 i3071b0OBaHOI0 CHCTOJIiYHOIO
riepTeH3i€l0 TepKaHiauIiH e)eKTUBHO 3HUKYBaB CUCTOJIIYHUY apTepialbHUANM TUCK i3
CepemHbOro 0YaTKOBOIr0 3HaueHHs 172,6 + 5,6 mM prt. cT. go 140,2 + 8,7 MM pT. CT.

KniHIYHYX DOCTiAXKEHb y OUTSAYiN TOMyJIAllil He TPOBOOUIIN.

dapmakoKiHemuxka.

AGcopOitis

JlepKaHIOUIIIH ITOBHICTI0O BCMOKTYETHCA IIIC/IA IepPopaIbHOTo mpuiioMy y £o3i 10-20 Mr,
MaKCHMalbHi KOHIIEHTpallil ¥ mma3Mi Kposi 3,30 ur/mn + 2,09 ¢.B. Ta 7,66 ur/ma * 5,90 c.B.
BiIMOBIAHO PEECTPYIOTHCSA MPUOIN3HO Yepes 1,5-3 ronunu.

IIBa eHAHTiOMEpPH JIePKaHIOUIIiHY HEMOHCTPYIOTDH MOAiOHUY Mpodinb PiBHIB y mIa3Mi KpoBi:
YJac NOCATHEHHS MaKCUMMaJlbHOl KOHILIEHTpallil y Ijla3Mi KPOBi TaKui CaMul, MaKCUMaJlbHa
KOHI[eHTpalid Ta moka3Huk AUC y cepemuboMy B 1,2 pa3a Bullli s S-eHaHTioMepa, a



IIepiof HaliBBUBENEHHS IBOX €HAHTIOMEPIB, 10 CYyTi, O0HAKOBUU. B3aeMonepeTBOPEHHS
€HAaHTiOMePIB in Vivo He Bil3HA4asoCh.

BHacnigok BUCOKOT0 MeTab0Ii3My IIpY TEPBUHHOMY ITPOXOMKEHHI Yepe3 MediHKy
abcomtoTHa 6i0MOCTYIIHICT NEePKaHIIUIIHY, TPUUHSITOrO MMalliEeHTOM IIePOPabHO micys iny,
cTaHoBUTH npubau3HO 10%, X04a BOHA 3MEeHIIyBajacs g0 %5 [[bOr0 3HaUEHHS, AKIIO IpenapaT
3aCTOCOBYBaJIM 3M0POBi HOOPOBOIBL HaTIIE. AKINO IpenapaT IPpUAMaTH He Mi3Hille Hik
yepes 2 TOAUHU IiCIIs BXXUBAHHS AyXKe XKUPHOI 1XKi, 10r0 6i00CTYNHICTh 30inbIIyeTHCA ¥ 4
pa3u. Tomy nepKaHigUIiH CIif NIpUIMaTy 00 BXKUBaHHS 1XKi.

Posnmopin

Po3nopin 3 mma3Mu KPOBi ¥ TKAHWHU Ta OpPTaHU MIBUAKKY Ta o0mwrpHuil. CTymiHb
3B’sI3yBaHHS JIepKaHiguMiHy 3 OinkaMu mna3Mu Kposi nepesuttye 98%. OckinbKu piBeHb
Oinka y mma3Mi KpoBi 3MeHIIIeHUH Y TAIli€HTIB i3 TIXKKUMHU MMOPYIIeHHIMY QYHKIIII HUPOK Ta
IIeYiHKY, BibHa ¢Gpakiiis mpenapaTy Moxke 30iTbITyBaTUCH.

Biotpancdhopmartiis

JlepkaHigunid eKCTeHCUBHO MeTabomi3yeThest i3opepmenTom CYP3A4, Heaminenuil mpemapar y
ceui a0o0 Kajii He BUSIBISETHCSA. BiH IEPETBOPIOETHCS IIEPEBaXKHO Y HEAKTHUBHI MeTaboIIiTH,
mpubnu3Ho 50% mpUNHSITOI J03U BUBOOUTHCS i3 ceyelo.

ExcrnepuMeHTH in vitro 3 IIOACBKAMU MiKPOCOMaMH IMEYiHKY CBiYaTh, 0 JIEPKAHIIUIIIH
peto npuraiyye CYP3A4 ta CYP2D6 npu KoHIleHTpauifax, Bignosigao y 160 1 40 pasis
BUIIMX, HiXK MOTr0 MaKCHMaJlbHa KOHIIEHTpaLlis Yy I1a3Mi KpPOBi, siKka JOCATa€ThCS IiCsA
npuiioMy mo3u 20 mMr. KpiMm 1poro, HOCTiAKEeHHS JTiKapChKOl B3aEMOI1 Y T0fen
IIPOZEMOHCTPYBAJIY, 110 JIePKaHIqUIIiH y I1J1a3Mi KpPOBi He 3MiHIO€ piBeHb Mifja3oiamy,
tunoBoro cyoctpaty CYP3A4, a6o MeTomponomny, TumnoBoro cyoctpaty CYP2D6. Takum
YWHOM, IIPY 3aCTOCYBaHHI JIEPKAHIAUIIIHY Y TepaleBTUYHUX [03aX He OYUIKYETHCA
6ioTpancdopMmarliil npemnapartis, mo Metabonizyorscst CYP3A4 a6o CYP2DG6.

BusBenmenns

EniMiHallis mpoxoguTh B OCHOBHOMY LInsixoM OioTpaHcdopmaiiii. CepenHilt TepMiHanbHUH
mepion HamniBBUBEOeHHS CTaHOBUTH 8-10 roguH, a TepaneBTUYHA Oisd TpUBa€ 24 TOOWHYM BHACHIIOK
BUCOKOTO CTYIEHS 3B’sI3yBaHHS JIEpKaHIAUIIHY 3 Jinigamu KmiTuHHEX MeMOpaH. [Ipu moBTOpHOMY
3aCTOCYBaHHI KyMYyJISLisl He CIIOCTepiraaacs.

JIiHIWHICTE/HETiHINHICTD

[Tpu mepopalbHOMY 3aCTOCYBaHHI JIEPKaHIAUIIIHY MOT0 KOHILIEHTPAallid y IIJla3Mi KPOBI He €
IIPSIMO NIPOMOPLINHOK NPUKHATIN 0031 (HeniHiiHa KiHeTuka). [Ticnsa npuromy 10 mr, 20 mr i
40 Mr MaKcuMallbHi KOHIIEHTpallil y Iy1a3Mi KpoBi, SIKi criocTepiranucs, Manu
criBBigHOIeHHS 1:3:8, a MIOLIi i KpUBAMY 3a71€2KHOCTI KOHIIEHTpaIlil y m1a3Mi KpoBi Bif
yacy Masu criBBimHoOIIeHHs 1:4:18, 1110 BKa3ye Ha IIOCTYIIOBE HAaCUYeHHST MeTaboIi3aMy mpu
IIepIIOMY ITPOXOMKeHHi. TakuM 4nHOM, 6i0OMOCTYIIHICTh NepKaHIAUIiHYy 30iIbIITyEThCS 3
IIiIBUIIIEHHSIM O3MU.



[TomaTkoBa iHdopMalris 1010 OKPEMUX I'PYII Nalli€HTIB

Byno nokasano, mo ¢papMaKOKiHeTHKa JIEPKAHIOUIIIHY V IaLi€HTIB JIITHBOTO BIKYy Ta Y IAlli€HTIB 3
nucyHKIIE0 HUPOK abo mediHKu c1abKoro abo cepemHbOTr0 CTYIEHS TIKKOCTI CX0Xka Ha Taky, 10
CIIOCTepiraeThCs y 3arajibHill Tpymi mauieHTiB. Y XBOPUX i3 TAKKUM CTyIeHeM OUChYHKIII HUPOK abo
y miasnizo3aexXHUX XBOPUX KOHIIEHTPaIlil JTikapchbKoro 3aco0y Oy OisbIln BUCOKUMHU (ITPUOIM3HO
70%). Y naiieHTiB i3 cepengHiM ab0 TSIXKKUM CTYIIeHEM MOPYIIeHHS QYHKIIII TeYiHKY CUCTEMHA
6iomocTymHIiCTE NepKaHiguminy, iMOBipHO, 30iMbIIYETHCS, OCKINMBKY BiH MeTa00I1i3yETHCS TOJIOBHUM
YWHOM Y IIeYiHIIi.

KrinigHi xapaKTepHCTHKH.
IToka3zanHus.

EceH1iianbHa rinepTeH3is 1erkoro abo oMipHOT0 CTYTIEHS TSIKKOCTI.

IIpomunoka3sanus.

- TimepuyTnuBicTh 0O NepKaHiguminy abo mo Oyob-IKOT0 KOMIIOHEHTAa IIpernapary.

- OOCTpPYKIIisi BUBITHOTO Bifmimy JIIBOTO LIJIYHOYKA.

- HenikoBaHa 3acTiliHa cepiieBa HEJOCTATHICTh.

- HecrabinpHa crenokapmist abo HelogaBHiM (mpoTsarom 1 micss) iHbapKT MioKappa.
- TgKKa Me4yiHKOoBa HEIOCTATHICTh.

- Ts2kKa HUPKOBA HEOCTATHICTD (KJIipeHC KpeaTuHiHy <30 MJI/XB), BK/IIOYalO4y Mal[i€HTiB Ha
reMopianmisi.

- OpHOYaCHe 3aCTOCYBaHHS 3 NOTyKHUMHU iHTiOiTopamu CYP3A4, IUKII0CIOPUHOM, TpeindpyToM abo
rpeundpyTOBUM COKOM.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

HQOTTIUTIOK(13GHQ 00HOYdCHe 3dCMOCYyB8dHHA

IH2i6imopu CYP3A4

Jlepkanigumin metabonisyetbes mif mieto hdepmenty CYP3A4, Tomy inribiTopu Ta iHAyKTOPH LbOTO
(dbepMeHTY, 10 3aCTOCOBYIOTHCSI OOHOYACHO 3 JIEPKAHIAUITIHOM, MOXKYTh BIIUBATH Ha MeTa0o0JIi3M Ta
efniMiHalio nepkKaHiguminy. [JocmimKeHHS B3aEMOIii TepKaHIgUITiHy 3 MOTYKHUM iHTi6iTOpOM
CYP3A4 KeTOKOHA30JI0M IIPOAEMOHCTPYBa/IN 3HaYHe MiABUIIEHHS PiBHA JepKaHIAUIIHY Y IJ1a3Mi
KpoBi (15-kpaTHe mimBuieHHs nokasuuka AUC Ta 8-KpaTHe MiIBUIIEHHS MaKCUMallbHOI
KOHIIEHTPaIlil eyToMepa S-IepKaHifuIinHy).

Crnip yHMKaTH OIHOYACHOT'0 3aCTOCYBaHHSA JiepKaHiguminy 3 iuribitopamu CYP3A4 (i3



KETOKOHA30JI0M, iTpaKOHAa30JI0M, PUTOHABIPOM, EPUTPOMIIIMHOM, TPOIEeaHAOMILIMHOM,
KJIapATPOMILIUHOM).

LukaocnopuH

[Tpu ofHOYaCHOMY 3aCTOCYBaHHI NTepKaHiAUIIIHY i IUKIOCIIOPHHY MigBUALIYETHCS PiBeHb 000X
PEYOBUH Y IJIa3Mi KPoBi. JoCigKeHHs 3 y4acTi0 MOJIOOUX 3M0POBUX TOOPOBOJIBIIIB
II0Ka3aJio, I10 3aCTOCYBaHHS LIUKJIOCIOPUHY Yepe3 3 TOOUHMU IiC/Is IPUUOMY JIepKaHIAUIIIHY
He 3MIiHIOBaJIO PiBEHS JIEPKaHIOUIIIHY V IJIa3Mi KpOBi, BogHOo4ac rmoka3Huk AUC
ITUKJI0CTIOPUHY 30inbIryBaBcs Ha 27%. OgHak ogHOYaCHE 3aCTOCYBaHHS JIEPKaHITUITIHY i
ITUKJIOCIIOPUHY IIPU3BOAUTH IO TPUKPATHOTO 30iMbIIeHHS PiBHS NEePKaHIOUIIIHY V IIa3Mi
KpOBi Ta 30inbimenHs nmokasuuka AUC nuknocnopuny Ha 21%.

[T¥KJIOCIIOPUH Ta JIEPKAHIOUIIIH HE CIIif] 3aCTOCOBYBATH Pa30M.
I'petlingppym abo 2petinppymosutl cik

4K i gng iHmux gurigponipuauHiB, MeTab0MMi3M JIepKaHIIUIIIHY YIIOBiITbHIOETHCS IIifl BIIMBOM
COKY rpeundpyTa 3 MOAaIbIINM MigBUIIeHHIM CUCTEMHOI JOCTYITHOCTI JepKaHiIuIiHy Ta
IIOCUJIEHHSIM TilTOTeH3UBHOI Oil. He crig mpuiiMaTé OMHOYACHO JIEPKaHIAUIIiH Ta rpeundpyT
abo rpeundpyToBui CikK.

He pexomeHOo8aHe 00HOYACHE 3ACMOCYBAHHA
Inoykmopu CYP3A4

Heo06xigHo 3 00epeKHICTI0 3aCTOCOBYBATH JIePKAHIOUIIiH OMHOYACHO 3 ingykTopamu CYP3A4, TakuMu
SIK IPOTHCYMOMHi 3aco0u (deniToin, penobapbiTan, kapbaMaszerin) Ta pudaMIiluHOM Yepes
MOXKJIMBE 3HUKEHHS aHTUTIEPTEeH3UBHOI il IepKaHiguIiHy. Y X BUIagKaX PEKOMeHI0BaHO
YacTimui KOHTPOIb piBHS AT.

AKo2010b

Crnip yHUKaTH BXKUBaHHS aJIKOTOJII0 Yepe3 MOXKJIMBe IIOTeHIliI0BaHHS Ba30AUIaTaliiitHOT0
eekTy aHTUTiIMEePTEH3UBHUX TiKapChKUX 3aC00iB.

B3aemodii, axi nompebyomb Kopekuii do3u

Cybcmpamu CYP3A4

Crnig OyTy 00epekHUM IIPY 0GHOYACHOMY 3aCTOCYBaHHI JIepKaHIAUIIHY 3 iHITNMU
cybcrpatamu CYP3A4, TakuMu 5K TepheHaarH, aCTeMi307, 3 aHTUapPUTMIYHUMU 3aco0aMu
IIl knacy, TakUMU 9K aMiofapoH, XiHiguH, COTAJIOIN.

Mioazoaam

[Tpu omHOYacHOMY 3aCTOCyBaHHi 20 MT TepKaHiIuIiHy Ta Miga3oamMy y oOPOBOJIBIIIB
JTHBOTO BiKy abcopOiiist mepKaHiguminy migBuuryBasach (mpudnu3no Ha 40%), a MBUAKICTD
abcop6buii 3HMKYyBanacs (t,,,, mogoBxkysanach 3 1,75 go 3 rogun). KoHlleHTpalis Mifa3onaMy
He 3MiHIOBaIach.



Memonposaon

OpHouyacHe 3aCTOCYBaHHS JIEPKaHIAUIIIHY 3 METOIIPOJIONIOM - b-010KaTOPOM, SKUH
BUBOJIUTHCS ITePEBaXKHO Yepes MediHKy, He 3MiHI0€e 0i0JOCTYIIHICTh METOIIPOJIONY, ajle
IPU3BOJUTD 0O 3MeHIIeHHs 6i00CTyMHOCTI nepKaHiguminy Ha 50%. Lleit edheKT MOXKITUBUM
BHACJIOK 3MEHIIeHHS IeYiHKOBOI'0 KPOBOTOKY, 110 CIIPUYHUHAETLCSA b-0I0KaTOpaMu, TOMY
MOXKe BUHUKATH Y pa3i 3aCTOCYBaHHS 3 iHIIMMHU IIpenapaTaMu 1iel rpynu. OTxe,
NepKaHIguIliH MOXKHa 3aCTOCOBYBaTH 3 b-ampeH06I0KaTOpaMy, aje Ipu oMY MOXKe OyTH
NOTPi0OHE KOPUTYBaHHS OO3U.

IlueokcuH

[Tpu ogHOYaCcHOMY 3acTOoCyBaHHI 20 MTI JIepKaHIOUIIiHY MallieHTaM, IKi IOCTiMHO IPUUMAaIOTh
b-metunmurokcuH, He Gy10 BUSBIIEHO NOKa3iB (hapMakoKiHeTHYHOI B3aeMonmii. [TpoTe crmocTepiramocs
nigsuiienHs C,,, OUTOKCUHY B cepenHboMy Ha 33%, Toxl aK noka3HUK AUC 1 HUDKOBUY KJTipeHC
3HAYHO He 3MiHoBanucs. CTaH MallieHTiB, SKUM OOHOYACHO MPU3HAYMUIINA OUTOKCHUH, CHil PpETENbHO
KOHTPOJTIOBATH II0OJ0 O3HAK iHTOKCHUKAIIl IUTOKCUHOM.

OO0HOYAaCHe 3aCmoCY8AHHA 3 IHWUMU AIKAPCbKUMU 3dCObamu

®1yoKCemuH

BuBueHHS B3a€MOil IPU OOJHOYACHOMY 3aCTOCyBaHHI 3 pryokceTuroM (iHribitopom CYP2D6
i CYP3A4) y noO6poBobliiB BikoM 65 * 7 pOKiB (cepenHilt + €.B.) HEe BUSIBUJIO KJTiIHIYHO
3HAYyII0] 3MiHU (papMaKOKiHEeTUKY JIepKaHiAUIIiHY.

HumemuouH

OpgHoYacHUY NMpuiioM HuMeTuANHY v 003i 800 Mr Ha m00y He CIIpUYMHSIE 3HAYHUX 3MiH
KOHIIEHTpAllil TepKaHiIumIiny y maa3Mi Kposi, ane ciig 6yTu 06epekHUM IIPU 3aCTOCYBaHHi
OiNTBII BUCOKHUX 03 Yepe3 MOXKJIUBICTh 30i/bIIeHHS 6i0M0CTYITHOCTI Ta aHTUTIIEPTEH3UBHOTO
eeKTy NepKaHiguIiHy.

CumsacmamuH

Komnu nepkanigumid y go3i 20 Mr ogHOYaCHO 3aCTOCOBYBanu 3 40 M CHMBaCTaTHHY,
nnoka3HuK AUC epKaHIAuIIiHy iICTOTHO He 3MiHIOBaBCH, TOMI AK noKa3Huk AUC
CMMBacCTaTUHY 30inbiyBaBcsa Ha 56% i 11eil XKe MOKa3HUK MOT0 aKTUBHOTO MeTaboIiTy b-
TIAPOKCUKUCIOTH - Ha 28%. MamoiMOBIpHO, 1110 TaKi 3MiHU MalOTh KJliHiuHe 3HauyeHHs. He
OYiKYEThCS B3AEMOIil MiXK LIMMU IIpernapaTaMu, SKIIO JTepPKaHiOuIliH TPUAMaTH 3PaHKYy, a
CHMBaCTaTHH - yBeuepi, K BKa3aHOo OJIs LIbOT0 IIpenapary.

Liypemuxu ma iHeibimopu AII®

JlepkaHigumin MOXkKHa 3aCTOCOBYBAaTH OMHOYACHO 3 AiypeTuKaMu Ta iHTibiTopamMu
AQHT10TEH3UHIIEPETBOPIOBAJIBHOIO (PEPMEHTY.

IHwi nikapcvki 3acobu, siKi enauearome Ha apmepianbHuUll muck

4K 1 A7 BCiX aHTUTINEePTEeH3UBHUX IIpeliapaTiB, MOXKJIUBE OCUJIEHHS TiII0TEH3UBHOTO
eeKTy Ipu 0OJIHOYACHOMY 3aCTOCYBaHHi JepKaHiAUIiHy 3 iHIMMMU JIiKapChKUMU 3acobaMy,



SKi BIIJIMBAIOTh Ha apTepialbHUM THUCK, TaKUX SIK -07I0KaTOPH [AJISI CUMITOMaTUYHOTO
JIIKyBaHHS 3aXBOPIOBaHb CEYOBOI'0 MiXypa, TPULMKIIIUHI aHTULEIIPECAHTH, HEUPOJIEIITUKH.

HaBmaku, MOXKe CIIOCTepiraTuCs 3HUXKEHHS TiTOTeH3UBHOTO e(QeKTy IIPHU OMHOYAaCHOMY
3aCTOCYBaHHI 3 KOPTUKOCTEPOiTaMHu.

Oco6.1ueocmi 3acmocyeaHHsi.
CuHOpom caabkocmi cuHycoso20 8y31a

JlepkaHigumiH CI1ig 3aCcTOCOBYBATH 3 00€PeXHiICTIO MallieHTaM i3 CUHIPOMOM Cl1a0KOCTi
CHHYCOBOTO By3na (6e3 iMIJIaHTOBaHOTO KapgiOCTUMYIATOPA).

[ucgyHkuia nieo20 wayHo4yKa cepys

Xo4a reMogMHAMiYHO KOHTPOJILOBAHI HOCTIIXKEHHST He BUSIBUIYU IOTipIIeHHS IITYHOYKOBOI
GbyHKIII, crif 3 00epexkHiCTIO TpU3HaYaTy IpY OUCQYHKIIiI JTiBOTO MIITYHOYKa CEPIS.

TwemiyHa xeopoba cepus

Bymno BUCIOBIEHO MPUMYIIEHHS, 110 AedKi AUTigPOIiPpUANHYA KOPOTKOIl Ail MOXYTh OyTH
TI0B’513aHi 3 MiIBUILI[EHUM CEPIEBO-CYIUHHUM PU3UKOM Y IAIli€HTIB 3 illleMidH00 XBOP00O0I0
cepus. Xoua Jlepkauigunis-TeBa € IperapaToM JOBIOTPUBAJIOL Ail, IPOTEe TaKUM XBOPUM
Ipernapar CJIifi 3aCTOCOBYBaTH 3 00epexkHicTI0. [lesKi AUTIAPOMipUANHY PiIKO MOXKYTh
IIPHU3BOOUTHU [0 IpeKopaianbHOro 6010 abo creHoKapmil. [lyKe pigKo y MallieHTiB 3 paHiiie
iCHYI04O0I0 CTeHOKap/Iie0 MOXKIHMBe 30i/IbIIeHHS YaCTOTH, TPUBAIOCTI ab0 TAKKOCTI ITUX
HanapiB. MoxXyTh Bil3HAUYaTHUCS TOOAMHOKI BUMIAAKX iH(papKTy MioKapza.

ITepumoHeanvHul Oianis

3aCcTOCyBaHHA J€PKaHIAUIIHY 0B’ A3YE€THCA 3 PO3BUTKOM IIOMYTHIHHSA IEPUTOHEAIBHOT0 €KCyaaTy y
IAli€HTIB Ha TEPUTOHeaIbHOMY Aianisi. [IoMyTHIHHS 3yMOBJIEHO MiIBUIIEHOK KOHIIEHTPALIE0
TPUTJILIEPHUAIB B €KCYHaTi OuepeBUHU. X04a MeXaHi3M HeBIOMUY, Liel e(PeKT Ma€ TEHIEHIiI0
3HMKATH HEBOOB3i IiCJis BiGMiHM NepKaHigumniny. Lleil B3a€M03B 30K CIIif B3SITH [0 yBaru 3apjis
YHUKHEHHS BUIQMIKiB, KOJIA IOMYTHIHHS IEPUTOHEAJIbHOTO €KCyaTy Moxke OyTH ITOMUIIKOBO
IPUUHATO 3a iHGEeKUiMHNY TEPUTOHIT 3 OAAJIBIIOI HeOTPiOHOI0 roCIiTai3allielo Ta eMIipUYHUM
BBE[IEHHSIM aHTUOIOTHKIB.

Jlakmo3sa

Lle#t mikapchKuii 3aci6 MiCTHTD JTakTO3y. [1allieHTaM 3 PifKiCHUMU CIaJKOBUMH IIPOOIeMaMu
HEeIIePEeHOCUMOCTI TajlaKTO3H, 3araibHOl JJaKTa3HOI HeIOCTAaTHOCTI abo I'JII0K030-TaIaKTO3HO1
MatbaOcopOi1lii He i 3aCTOCOBYBATH I1eH JTiKapChKUH 3acib.

Hampit

Lle#t mikapcbkuit 3aci6 MictTuth MeHIe 1 MMoinb HaTpito (23 mr) B 1 TabneTii, TOOTO MPAaKTUYHO
BiIbHUY Bif HATPilo.



3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00io.

KriHiuHMI 0OCBiA 3aCTOCYBaHHS JIePKaHIOUIIIHY y Iepiof BariTHOCTI BiACYTHIN. [locigu Ha TBapuHaX
He BUSIBUJIM TEPATOTeHHOTO e(eKTY, ajie BiH CIIOCTepiraBcs Iif 4Yac 3aCTOCYBaHHS iHIIUX
OUTIPOMIpUANHOBUX CIIONYK. He peKoMeH0BaHO 3aCTOCOBYBATH JIEPKAHINUIIIH BariTHUM Ta XiHKaM
PENPORYKTUBHOTO BiKYy, K0 BOHU HE 3aCTOCOBYIOTh €(EKTUBHY KOHTPALEII0.

TouHO HeBimOMO, UM NMPOHUKAE NepKaHigumIiH abo #1oro MeTaboIiTH y rpynHe MOI0KO. Tomy
PHU3UK [JI AUTUHU He MOXKe OyTH BUKTIOUeHUM. He cIif 3aCcTOCOBYBaTH JIePKaHIgUIIIH Y
mepion rogyBaHHSA I'PYAIo.

depmuabHicmb

KriHiuHi gaHi 010 BIIMBY JIepKaHIOUMIIHY Ha (epTUNbHICTh BiACyTHI. HasgBHI gaHi npo
o0opoTHi GioximMiyHi 3MiHU B roJIiBIIi CIIepMaTO30iMiB, 110 MOXKYTh BIJIMHYTH Ha MOXKJIUBICTb
3aIlJlifHEHHS, y MAli€HTiB, AKi JIiKyBanucs 0J10KaTopaMu KalbllieBUX KaHaiB. ¥ pasi
IIOBTOPHOI'0 HEYCIHIIIHOI0 3alUIifHEeHH in Vitro Ta 3a BIICYTHOCTI IHIINUX [TOSICHEHD 100
ITbOTO CJIif] PO3TJISHYTHU 3aCTOCYBaHHS 0710KaTOPiB KaJIbIli€EBUX KAaHAIB SK MOXKJIUBY
[IPUYUHY.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MeXaHizMamu.

BriuB nepKaHigumiHy Ha 3MaTHICTh KEPYBaTH TPAHCIOPTHUM 3aco60M abo iHIIMMU
MexaHi3MaMu He3HauHuU. OmHaK HeoOXigHO B3ATU OO YBaru MOXKJIMBICTh 3allaMOPOYEHHS,
cnabKOCTi, migBUIIEHOI BTOMJTIOBAHOCTI, PiKO - COHJIUBOCTI.

Cnoci6 3acmocyeaHHss ma do3u.

PekoMeHpoBaHa fio3a cTaHOBUTEL 10 Mr mepopansto 1 pa3 Ha fo0y He MeHIIe Hixk 3a 15
XBUJIMH [0 BXKUBaHHS 1Ki. 3a/Ie2KHO Bif] iHAWBiAyaIbHOI peakiil malfieHTa Ha JIiKyBaHHS J03y
MOXKHa OigBUMIUTH 10 20 MT.

[TinGip mo3u moBUHEH OyTH MOCTYIIOBUM, OCKiJIbKM MaKCUMaJlbHa aHTUTINIEePTeH3UBHA [is
PO3BUBAETHCS MPOTATOM 2 TUXKHIB JIIKyBaHHS.

[TamieHTaM, TUCK SIKHX afleKBaTHO He KOHTPOJIIOETLCS IIPU MOHOTeparil
AHTUTINEePTEeH3UBHUMM IIperapaTaMy, Moxe OyTH 3alIPOIIOHOBAHO JOMATH JTiKapChKUH 3acid
JlepkaHinumin-TeBa y cxeMu JIiKyBaHHS 3 b-agpeHo610KaTOpaMu (aTEHOIION), TiypeTHKaMu
(rigpoxnopoTia3un) abo inriditopamu AII® (kanTompun abo eHaIampul).

OckinbKu KpHBa «Hgo3a-edeKT» Ma€ IJIaTo B MPOoMixkKy 003 20-30 Mr, Mario¥MOBIpHO, III0
e(pEeKTUBHICTD JIKapChKOro 3aco0y 301IBIUIMTLCS IPY 3aCTOCYBAHHI BHIIOI JO3H, TOMI SIK PU3KUK
BUHUKHEHHS M00iYHUX e(PeKTiB MoxKe 30iTbITUTHCS.

ITayieHmu AiMHbO20 BIKY



3rifHo 3 maHUMHU (papMaKOKiHETUYHUX Ta KITIHIYHUX JOCTiIXKEeHb JTepPKaHIgUIIiH MOXHa
3aCTOCOBYBaTH XBOPUM JIiTHBOTO BiKy 0€3 CIlelliaIbHOTO KOPUTYBaHHS 103U, ajle I0YNHATH
JMiKyBaHHS MalliEHTaM JIITHHOTO BiKy HEOOXimHO Iif HaTJIsAI0M.

ITauieHmu 3 HUPKOBOI abo nevyiHK0B80H HedoCMamHicmio

XBOpPUM 3 HUPKOBOIO ab0 IMeYiHKOBOIO HeIOCTATHICTIO JIETKOTO Ta CEPEeIHbOTO CTYIEeHSs
JIIKyBaHHS JIEPKAHIAUIIIHOM CJIif TOYMHATH IIif HarIa4oM. 3BAYaliHa PpeKOMeHJ0BaHa 103a
10 Mr mepeHOCHUThCS TallieHTaMy IIUX MiATPYII, K paBUiio, Ko0pe, MigBUILIeHHS HO3U [0
20 Mr motpebye 06epPeKHOCTI.

Y naifieHTiB 3 IIEYiHKOBOK HEJOCTATHICTIO MOXKJIUBE ITiABUIIIEHHS aHTUTIIIEPTEeH3UBHOT O
edekTy mpermapary, 110 nmotpebye KOpekKIlii 103mu.

[IpoTunoKa3aHe 3aCTOCYBaHHS JIEPKAHIAUIIIHY MallieHTaM 3 TSAKKO0I0 OUCQPYHKIIIEI MeYiHKU
ab0 TAXKKOI0 MUCHYHKITIEI0 HUPOK (KiTipeHc KpeaTuHiny <30 MJI1/XB), BKII0YAO4H IAIiEHTIB
Ha reMofiamiai.

Cnocib 3acToCyBaHHS.
[Tepen 3aCTOCYBaHHSM IIpemnapary HeoOXigHO B3SITH [0 YBary, ITO:
- 3aCTOCOBYBATH IIpemapat 0axkaHOo BpaHIIi, He MeHIIe HiX 3a 15 XBUIIUH [0 CHiTaHKY;

- 1e¥ JTiKapCchKUM 3acib He MOXHa MPUMMATH 3 TPEUNIPPYTOBUM COKOM.

Himu.

Be3neky Ta eheKTUBHICTh 3aCTOCYBaHHS JIiKapchKOro 3aco0y miTsaM BikoM o 18 pokiB He
OOCIIIIXKYyBaIU, JaHl 00 3aCTOCYBaHHS OITAM BiICyTHI.

Ilepedo3yeanHs.

[TpoTsrom mepiomy micnsipeecTpalivHOro 3aCTOCYBaHHS MOBIIOMIISIN PO OesKi BUMaAKU
nepeno3yBanHs (Big 30-40 mr mo 800 Mr, y ToMmy uuci cmpoba cyiiuny).

Cumnmomu. 3a aHAJIOTIE 3 IHIMMMU OUTIAPOMIPpUOVHAMHY, [IPU IIepefo3yBaHHi
JIepKaHiTUIIIHOM CJIifi 04iKyBaTH BUHHKHEHHS HaAMipHOI mepudeprnyHol Ba3oAuaTallii i SBHOI
aprepianbHOi rimoTeH3il Ta pedekTopHOI Taxikapmil. OmHaK Ipu AyXKe BUCOKUX [03aX
nepudepuyHa CeTIeKTUBHICTh MOXkKe OyTU BTpauyeHa, 1[0 MOXKe CIIPUYMHUTY OpaguKapito i
HeraTUBHUY iHOTpOmHUIM edekT. Haitbinbin momupeni nobiuni peakirii, mos’si3aHi 3
Iepeno3yBaHHAM, - Iie TillOTeH3is, 3allaMOPOYeHHS, TOJIOBHUM OiNlb Ta IOCUTIeHe
ceprebuTTs.

JlikysanHs. [Ipu TSIKKiM apTepianbHil rinmoTeH3ii He0OXigHO BXKUTH 3aX0[liB aKTUBHOI



KapOioBacKyIsPHOI MiATPUMKHY, BK/II0Yal04Y YaCTUX MOHITOPHHT CEPIEBOl Ta AUXaIbHOI
(GyHKIIY, HaJlaHHS HaIl€EHTY TOPU30HTAIbHOTO MTOJIOKEHHS 3 IPUIIAHATUMY HUXKHIMA
KIHIIBKaM¥, KOHTPOJIb PIAUHY, 110 UUPKYJIIOE, Ta CEYOBUIIYCKAHHS. 3 OTJISIAy Ha IIONOBXKEHY
(dhapMakonoTiyHy Ailo NepKaHiiuIiHy, v pasi Iepeno3yBaHHs € HeOOXigHUM Harjsf 3a CTaHOM
CEepPIeBO-CYAUHHOI CHCTEMU TAKUX IAI[l€HTIB IIJOHAUMEHIIEe IPOTATroM 24 roAuH. 3 ornsagy Ha
BMCOKe 3B’sI3yBaHHs JIepKaHiguminy 3 Ginkamu, miani3 Moxe O0yTu HeedekTuBHUM. [larfieHTy 3
O4iKyBaHOI0 TTOMipHOI0 ab0 TSIKKOIO iHTOKCHKAIII€EI0 MalOTh OYTH IIifl HAaTAAI0M B YMOBax
iHTEHCHUBHOI Teparil.

ITo6iuni peakuii.

3rigHo 3 JaHUMU KITiHIYHUX JOCTiAXKeHb Ta IiCIIpeecTPpaliiiHoro 3aCToOCyBaHHS MOOi4YHi
peaxiril, SIKi BUHHKaIM HaldacTile - 1e nepudepudHi HaOpsKu, TONOBHUY OiNlb, TPUILIIUBH,
Taxikapfis i mocuneHe cepuebUTTS.

Y HuXK4eHaBeqeHil TaOnMuIli BKa3aHOo MOOiYHI peakilii, Tpo SKi MOBiTOMIISIN IIif Yac
KJIIHIYHUX JOCTIIXKEeHb Ta MiCISPeeCcTPaIiiHOr0 3aCTOCyBaHHS MpenapaTy y KpalHax CBIiTy Ta
[isi IKuX OyB OOT'PYHTOBaHUM MPUYMHHO-HACIITKOBUY 3B’SI30K i3 3aCTOCYBaHHSIM IIpelapary.
[ToGiuHi peakilii HaBefleHO 3TimHO 3 Knacudikaiiero MedDRA Ta 4acTOTOI0 BUHUKHEHHS:
nyxe 4acto (=1/10), gacto (=1/100 mo <1/10), HewacTo (=1/1000 go <1/100), pimko
(=1/10000 mo <1/1000), nyxe pigko (<1/10000), yacTtoTa HeBigoMa (HEMOXKJIUBO OLIIHUTHU 3
HasBHUX JAHUX). Y KOXHi TPyIIi BifiTOBIMHO M0 YaCTOTH BUHUKHEHHS Peakilii 3a3Ha4eHo y
MOPSIIKY 3MEHIIEHHS IXHbOI CEPAO3HOCTI.

MedDRA JacTto HeuacTo Pigko JacToTa HeBigoMa
Knacudikaiis
CHCTEM 1 OpraHiB
3 00Ky iMyHHOI rinepyyTIuBiCTh
CHCTEMU
3 60Ky HEpPBOBOI TOJIOBHUY Oillb  |[3aIIaMOPOYEHHS |COHJIMBICTB,
CUCTEMU HEIIPUTOMHICTh
3 60Ky cepIist TaxiKapmid, CTeHOKapAis

IOCHUJIEHE

cepuebuTTs
3 00Ky CymMHHOI [IPUIIABU rinoTeH3is
CHCTEMU
3 00Ky LIIYHKOBO- MUCIIETICis, GroBaHHS, miapes|rinepTpodia gcen’,
KHUIIKOBOTO TPAKTY HY[IOTa, [TOMYTHIHHS

0i71b y BEpXHil [IePUTOHEATTbHOTO
JaCTHUHI JKUBOTA eK(;y);[aTy1

3 OOKy IeYiHKu Ta [TiIBUIIEHHS PiBHSA
PKOBYOBHUBITHUX TpaHCaMiHa3
IITIXiB CHpPOBAaTKM KPOBi'
3 OOKy LIKipH Ta il cBepOiK BUCUIIaHHS, QHTiIOHEBPOTUYHUUI
[IPUOaTKIB KPOIIVB THKA HaOpsK'




3 OOKY OIIOPHO- Mianris

PYXOBOI CUCTEMH,

CITOJIyYHOI TKaHUHHU i

KICTOK

3 00Ky HUPOK i [10JIypis [10JIaKiypis
CEUYOBUBIOHUX HIISAXIB

3arasnbpHi IOpyIIeHH |[nepudepudHi [acTeHid, 6inb y rpynsx
Ta peakiiil y Micri HaOpSIKK MigBUIIIeHA

BBEIEHHS BTOMJIFOBAHICTh

Tlo6iyni peaxiiii 3i CTOHTAHHUX IIOBiOMJIEHD IIifl Yac MiCIIpeecTpalifHoro 3aCTOCyBaHHS Y KpaiHax
CBITY.

JlepKaHIOUIIIH He BIUIMBAE HETAaTUBHO Ha PIBEHDb I[yKPY Y KPOB1 Ta PiBEHS JIMIfiB Y CUPOBATL
KPOBI.

Y nnaie60-KOHTPOJIbOBAaHUX KITIHIYHUX [OCITIIXKEeHHIX TepudepryuHi HaOpsSKU CTaHOBUIN
0,9% Ha T mpuitoMy nepkaniguniny y nosi 10-20 mr ta 0,83 % npu npuiiomi nnanebdo. s
YacToTa gocsrana 2% y 3araiabHill MOMyIsAIlil AOCTiAXKEeHHS, BKII0Yal0uY JOBrOTPUBAIIi
KJTiHiYHi BUTPOOYBaHHS.

3aCTOCYBaHHS [IeSIKUX OUTINPOMipUANHIB MOXKe iHOMI MPU3BOIUTH [I0 IPEKOPAianbHOro 60JII0
abo cTeHOKapil, y BUHSITKOBUX BUIIafIKaX y Malli€eHTIiB 3i CTEHOKAPAi€0 MOXKe 30i/IbIIATUCS
YacTOTa, TPUBAJICTh a00 TSIXKKICTh HalafiB, MOXKYTh Bil3HAYATHCS i3071bOBaHi BUMIAIKU
iH(apKTy MioKap[a.

ITogidomieHHs npo nido3prosari nobiuni peakuyii. [ToBimoMIeHHs mpo mobiuHi peakiii micus
peecTpartiii TiKapchbKoro 3aco0y Ma€ BaxK/IMBe 3HaUeHHs. 1le mae 3MOTy IPOBOOUTH
MOHITOPHHT CITiBBiIHOIIIEHHS KOPHCTh/PU3KUK IIPU 3aCTOCYBaHHi I[bOTO JTiKapChKOT0 3ac00y.
MenguuHUM Ta ¢papMaleBTUYHUM MIPAIliBHUKAM, a TAKOXK IMallieHTaM a00 IX 3aKOHHUM
IIpeCTaBHUKAM CJIil TOBiJOMJISITH IIPO YCi BUIAKH ITig03PI0BAHUX MOOIYHUX peakIlii Ta
BiICyTHOCTi e(peKTHBHOCTI JTiKapCchKOT0 3aco0y Yepe3 ABTOMaTH30BaHy iHQopMalliiny
cucTteMy 3 apMaKOHATrISAAY 3a IOCUIaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi.

3 pPOKH.

YMmoBH 30epiranssi.

30epiratu npu TeMiepaTypi He Buille 25 °C B opuriHabHil yIaKOBII 71T 3aXUCTY Bif BOJIOTH.
30epiratu y HEOOCTYIHOMY OJIS OiTeM MicIi.

YnaxoBka.


https://aisf.dec.gov.ua

[To 14 Tabnetox y GiicTepi; mo 2 abo mo 4 6icTepu B KOpoOIi.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHUK.

Bankaupapma-dynuuns AT.

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micis MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

Byn. Camoxkosceke moce 3, dynuauns, 2600, bonrapis.



