[HCTPYKIIIA

IJIs1 METUIHOT 0 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aC00y

JJEPKAMEH?20

(LERCAMEN? 20)

Cknao:
Oitoua pevosuHa: lercanidipine;

1 TabneTka, BKpHTa IUTIBKOBOIO 000JI0OHKOIO0, MiCTUTh JIepKaHiguminy rigpoxaopuny 20 Mr, 1mo
BifilOBifa€ nepkaHiguniny 18,8 mr;

0onoMidCHI peuoBuHU: TAKTO3W MOHOTIIpaT, Ie/Ii0I03a MiKpOKpHCTaligyHa, HaTpito
KpoxMaJsbriikongat (tun A), mosigoH K 30, marHito cTeapar;

060/10HKa: TOTOBA CYMIIIl [JIsT TITIBKOBOT'O ITOKPHUTTS, OO CKJIafly SIKOi BXOASTh: TilTpOMeJio3a, TajbkK,
tuTany giokcup (E 171), makporon 6000, 3amiza okcup (E 172).

JIikapcbKka ¢popma. TabmeTKy, BKPUTI MTIBKOBOIO 000JI0HKOIO.

OcHosHi (¢i3uko-xiMiyHi 8 1acmusocmi: pOKeBOTO KOIbOPY KPYTJIi ABOOMYKIIi TaONeTKu, BKPUTI
TITiIBKOBOIO 000JIOHKOIO, 3 PUCKOIO AJIS MOy 3 OMHOT0 OOKY.

TabmeTKy MOXKHa PO3MiIUTH Ha PiBHI [03H.

dapmakoTepaneBTHYHA rpyna. CelleKTHBHI aHTArOHICTU KaJbIli0 3 TIepeBakKHOIO [Ii€l0 Ha CYOUHU.
[Moxigni purippomnipuguny. Kog ATX CO8C A13.

®Papmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

Mexani3M mil

JlepKaHIiouUIIiH - Ile aHTAarOHICT KaJbIlil0 AUTiAPONipHAXHOBOL I'PYIIH, 110 IPUTHIUYE
TpaHCMeMOpaHHHU MOTIK Ka/bIlii0 V KJIITUHY CEPIS Ta I'Tafki M's3u. MexaHi3M aHTUTiIepTEeH3UBHOI
nil TepKaHifWIiHy 3yMOBJIEHUH IPSIMOIO PEJIaKCYI0UO0I0 Ai€l0 Ha IafKi M'sI3W Cy[UH, BHACIIAOK 40T0
3HUKYETHCS 3arajbHUM CyOUHHUY NTepudeprudHnil OIIip.



dapmakomvHaMiuHi epekTH

He3Baxarouu Ha KOPOTKHUY N1epiof HaMiBBUBEAEHHS JIEPKaHIUIIIHY, BiH Ma€ IIPOJIOHTOBaHy
AHTUTINEPTEH3UBHY [il0 3a PaXyHOK BUCOKOT0 KoedillieHTa MeMOPaHHOT0 PO3MOLiny i mo30aBneHu
HeTaTUBHOI iHOTPOITHOI il 3aBASKKA MOT0 BUCOKIM CYAUHHIN ceTeKTUBHOCTI. OCKiIbKY Ba3oauiaTallis,
CIIpUYMHEHA JIepPKaHIiUuIiHY TiTpoXI0puaoM, BifOyBaeThCs IIOCTYIIOBO, TO TOCTPa apTepianbHa
rinmoTeHsisa 3 peIeKTOPHOI TaxiKapAi€ y XBOPUX Ha apTepiaibHy TillepTeH3il0 CIIOCTepiraeThCs
pigko.

4K i B IHIIUX acUMeTpUYHUX 1,4-OUTiAPONipUANHIB, aHTUTIIEPTEH3UBHA [id JIEPKaHIOUIIIHY
3yMOBJIEHA T'OJIOBHUM YHHOM UOTO (S)-eHaHTiOMEPOM.

KrniniyHa ebeKTHBHICTh Ta Oe3meka

Kniniuna epekTuBHICTS i Oe3neka nepkaHiguminy B m03i Big 10 mo 20 Mr omuH pa3 Ha go0y Oyia
OlliHeHa B XOfi MOABINHOTO CIIiNoro, miaied0-KOHTPOILOBAHOT0 KITiHIYHOT0 JOCTiKeHH] (3a y4acTio
1200 marienTiB, SKi mpuiiMany nepkaHigumiy, i 603 maIielTis, SKi npuiiMany naamnedo), a TaKOX B
XOMi aKTUBHOKOHTPOJILOBAHUX i MOBrOCTPOKOBUX HEKOHTPOIbOBAHUX KITIHIYHUX MOCITIIXKEHHSX 3a
y4acTio 3676 mauieHTiB, gKi CTpaXKgaloTh Ha apTepiaibHy rinepTeHsito.

BinpiicTs KMiHIYHKUX HOCTigXKeHb OyNIM MPOBENEH] 3a y4acTIO MAlliEHTIB 3 eCEeHIliaTbHO0
apTepianbHOIO TiMEePTEH3i€l0 Bifl IETKOT0 [0 CEPEIHbOr0 CTYIEHS TSAXKKOCTI (BK/II0YalO4M IAIli€HTIB
TIOXUJIOTO BiKY i ali€HTiB 3 LyKpoBUM AiaGeToM), sIKi mpuiiMany JepKaHiIumiH okpeMo abo B
noeiHaHHi 3 iHribiTopaMu aHTioTeH3UHIIEPeTBOPIOBaIbHOTO PpepMeHTy (AIID), miypeTukamu abo
OeTa-0110KaTOpaMHU.

Ha momaTok 10 KMiHIYHKX OOCIiAXKEeHb, TPOBEeAeHUX OJId MiATBEPOKEHHSI TepaleBTUYHUX II0Ka3aHb,
IIle OHe HeBeNMKe HEKOHTPOIbOBaHe, ajie PaHaoMi30BaHe MOCIIAXKEHHS Nalli€HTIB 3 TAXKKUM
CTYII€HEM apTepianbHOI rimepTeH3il (cepeiHe 3HAUYEHHST + CTaHOapPTHE BiIXUJIEeHHS MiaCTOJIYHOTO
THUCKY KpPOBi cTaHOBUTH 114,5 + 3,7 MM pT.CT.) ITOKa3aso, 110 apTepialbHUM TUCK HOPMaJli3yBaBCs Y
40 % 3 25 marieHTiB npu IpuRoMi NTepKaHifuminy rigpoxnopuny B fo3i 20 Mr oguH pas Ha fo0y, iy
56 % 3 25 marieHTiB npu npuiioMi fBa pa3u Ha Ho0y mo 10 Mr mpenapary.

Y nopBitHOMY CIiOMy paHZOMi30BaHOMY KOHTPOJIbOBAHOMY [OCITioKEHHI TP MOPiBHSAHHI 3 miare6o
y THaLli€HTIB i3 i307IbOBAHOI0 CUCTOIIYHOIO TillepPTEH3i€10 JepKaHiAUIIiH rigpoxiopus eeKTUBHO
3HMXKYBaB CUCTOJIIYHUM apTepiaJbHUU TUCK Bifi CEpeIHBOT0 T0YaTKOBOI0 3HaUeHHA 172,6 + 5,6 MM
PT.CT. Ho 3HaueHHd 140,2 + 8,7 MM pT.CT.

[lemiaTpuyHa rpyiia namieHTiB
KopHux KTiHiYHUX BUIPOOYBaHb Yy HiTel He TPOBOAMIIOCS.
dapmMaxkoKiHemuxka.

AGcop0biris

JlepkaHiguMiHy TigpOXJIOPUL IIOBHICTIO BCMOKTYETHCS MiC/IA IepOpabHOro 3acTocyBaHHs 10-20 mr, a
MaKCuMaJIbHa KOHLIeHTpallisl y Iy1a3Mi KpoBi, fika cTaHoBUTh 3,30 *+ 2,09 ar/mi ta 7,66 + 5,90 Hr/Mn
BI[ITIOBIIHO, JOCATAETHCS yepe3 1,5-3 roguHU micNsa IPUUoMYy.

[IBa eHaHTiOMEPHU JIEPKAHIAUIIIHY IeMOHCTPYIOTh CX0XKHUU NMPoGinb KOHIEHTpallil y Ija3Mi KpoBi: 9ac
INOCSATHEHHSI MaKCHMaJIbHOI KOHIIEHTPallil y I1J1a3Mi KPOBi € OqHaKOBUM, MaKCHMMaJlbHa KOHILIEHTpallis
y mna3mi Ta AUC B cepeHbOMYy B 1,2 pa3a Buille y (S)-eHaHTioMepa, a epiof HalliBBUBEAEHHS JBOX



€HaAHTIOMEPiB B OCHOBHOMY OJHAaKOBUU. B3aeMonepeTBOPEeHH €HaHTIOMEDIB y JOCTIAXKEHHIX in Vivo
He CIIOCTepiranocs.

Bracmigok BUCOKOro MeTabos1i3aMy IIpU MePIIOMY IPOXOAXKEeHHI Yepe3 IediHKy abCooTHa
6i0IOCTYIHICTH JIepKaHIAUIIIHY TiZPOXIOpUAY, IPUUHSTOTO MAlliEHTOM ITiCIis 1M, CTAHOBUTH
npubnu3no 10 %, npu 11boOMy BOHA 3MEHIIIyBaacs o0 %3 IbOTO 3HaYEHHS, SIKINO IpernapaT
3aCTOCOBYBa/IM 300POBUM JOOPOBOJIBISIM HaTIIE.

BiogocTynHicTh mepKaHIgUIIIHY TiTPOXJIOPUAY IIiC/s IepopanbHOro MpuitoMy 30inbIIyeTHCS B 4 pasy,
SKIII0 MO0 MPUMMaTH He paHillle HiX 4epe3 2 TOOUHMU IIiCJIg BXKUBaHHS AyXKe XKUPHOI 1XKi, TOMYy
JIepKaHigUIiHY TiTPOXJIOPUA CIIif IPUKUMaTH Iepef MPUUoMOM IxXi.

Poanopin
Po3mopin 3 mna3mMu KpPoBi y TKAHUHU Ta OPTaHU € UIBUOKUM Ta OOIITHPHUM.

Ctyninb 3B’'s13yBaHHS JIepKaHiguminy 3 6inkamMu cupoBaTKu KpoBi nepesutnye 98 %. OCKinbKu BMiCT
OinKiB my1a3Mu y Malli€HTIB 3 TSXKKUM CTYIIeHEM MOPYIIeHHS QYHKIIII HUPOK abo MeviHKy 3MeHIIeHHH,
TO BiJIbHa ¢paKilis 1iKapchbKoro 3aco0y Moxe OyTu 30inbieHa.

BbioTpancdopmariris

JlepKaHiguminy rigpoxyopum akTUBHO MeTabomidyeTscs pepmerToM CYP3A4; He3MiHeHUM mpemapar
y cedi Ta KaJli He BUSBISEThCS. BiH MepeTBOPIOETHCS TONIOBHUM YMHOM Yy HEAKTUBHI MeTabomiTy, i
61113bK0 50 % IMPUMHATOL 403U BUBOJUTLCS 3 OpraHi3My 3 cedelo.

ExcniepumenTH in vitro 3 NOACBKAMU MiKPOCOMaMU IIEYiHKY IPONEMOHCTPYBaIY, 110 JIePKaHIIUIIiH
nemro npurHiyye CYP3A4 ta CYP2D6 npu KonneHnTpanisx, y 160 i 40 pa3siB BigoBigHO BUILIUX, HiXK
10T0 TIiKOBi KOHIIEHTpALlil ¥ IIJTa3Mi KpOoBi, fKi OCATal0ThCA Micg 3acTocyBaHHS 103U 20 Mr. Kpim
IIbOTO, BUBYEHHS B3aEMOI1 Y IOl IOBEIO, 110 JIEPKaHIOUIIiH He MoOu}iKye piBeHb Mifla30/1aMy,
tunosoro cyocrpaty CYP3A4 y nna3mi kpoBi abo MeTomnposony, Tunosoro cyocrpary CYP2D6. Takum
YUHOM, IIPYU 3aCTOCYBaHHi JIePKaHITUITIIHY TiTPOXJIOPUAY ¥ TepaneBTUYHUX No3ax 6ioTpaHcdopMmarrii
npernaparis, o MeTabomi3yioThcsi CYP3A4 a6o CYP2DG6, ouikyBaTu He CIIif.

EniMinalisg
Eniminaris BinOyBa€eThCS TOJIOBHUM YHHOM 4Yepe3 GioTpaHchopmallio.

CepepnHiu nepion HamiBBUBeEeHHS CTaHOBUTE 8-10 roguH, a TepaneBTUYHA A TpuBa€ 24 rogUHU
BHACJTIIOK BUCOKOTO CTYIIeHs 3B’SI3yBAaHHS JIePKAHIAUIIIHY 3 MimigamMu KIiTUHHUX MeMOpaH. [1pu
IIOBTOPHOMY 3aCTOCyBaHHI KyMyJIdllid HEe CIIOCTepiranacs.

JIiHINHICTh/HeHINHICTD

[Ipu mepopalbHOMY 3aCTOCYBaHHI JIEPKaHIOUIIIHY TigPOXJIOPULY MOTO KOHIIEHTPaLllis y Ij1a3Mi KPOBi
He € MPSIMO IIPOIIOPIIiIHOI0 N0 MPUUHSATOI 103U (HemiHiliHa KiHeTuKa). ITicna mpuiiomy 10, 20 a6o 40
MTI' MaKCHMaJlbHi KOHIIEHTpallil y I71a3Mi, SKi crocTepiranuck, Masnu criBBifgHomeHHs 1:3:8, a momi
i KpUBUMM 3aJ1e2KHOCTI KOHIIEHTpallil Biff Yacy y mia3mi Maju criBBigHoIeHHs 1:4:18, 1m0 BKa3ye
Ha IIOCTYIIOBE HaCHYEeHHS MeTaboIi3My IIpu MepIIoMy ITPoXoaxKeHHi. TakuM YMHOM, 0i0OIOCTYIIHICTh
JePKaHiguMiHy 36ibINYETHCS i3 MiIBUILIEHHSM TO3H.

Oco0auBi TPYIIN MAITIEHTIB




Byno nmokasaHso, mo ¢apMaKoKiHeTHKa JIePKaHiOUIiHy y Talli€HTiB JIiTHHOTO BiKYy Ta y IAli€HTIB i3
TIOpYLIEeHHSIM QYHKIii HUPOK abo meyinku cnabkoro abo cepegHbOro CTYIEeHs TSIXKKOCTI mofiOHa 10
TaKOI, IIJ0 CIIOCTEPITAETLCS Y 3arajbHid MOMYyIALil. Y XBOPUX i3 TAKKUM CTyIeHEM OUCOYHKIII HUPOK
abo y XBOpHUX, IKUM IIPOBOISATHCS CEAHCU TeMofiiani3y, KOHIIeHTpallil TiKiB Oyu BUITUMU (ITPUOIU3HO
70 %). Y natieHTiB i3 cepenHiM a0 TSIKKHAM CTyIIeHEM MOPYIIeHHsS QYHKIIl Ie4iHKKA CUCTEMHA
6iomoCTymHICTE NepKaHigumiHy, iMOBipHO, 30iMbIIYETHCS, OCKITBKY BiH MeTa00I1i3yETHCS TOJIOBHUM
YUHOM Y IeYiHIIi.

[TokJiHiyHi gaHi Oe3nexu

IaHi, oTprMaHi ¥ X0fi JOKJTiHIYHAX CTaHOAPTHUX (PapMaKOoJIOTiYHUX JOCIigKeHb 3 6e3MeKH,
OOCIIXKeHb 3 TOKCUYHOCTI 6araTopa30BUX 103, TEHOTOKCUYHOCTI, KaHIIePOTeHHOTO MTOTeHIliany, a
TAKOXK PENMPONYKTHBHOI TOKCUYHOCTI, BKa3yIOTh Ha BiICYTHICTh 0C00/IMBOI HeOe3meKH JTiKapChKOoro
3aco0y s momen.

®apmaxkosoriuni gocmifkeHHs 3 6e3neKy, sIKi IPOBOOWIN Ha TBapUHAaX, II0Ka3aJy BiflCYTHICTH
BIUINBY Ha BeTeTaTUBHY HEPBOBY CUCTEMY, Ha LIEHTPaJIbHy HEPBOBY CUCTeMYy abo Ha IITyHKOBO-
KHUIIKOBY (QYHKIII0 IPY aHTUTINEePTEH3UBHUX N03aX.

3HauHi eekTH, SKi CITOCTEpiranucs y TpuBaaux OOCTiIKEeHHSX Ha IIypax i cofakax, mpsMo abo
no0iyHOo OyJK 1MOB’I3aHi 3 BiOMMUM BIIJIMBOM BUCOKHUX [I03 aHTArOHICTiB Kasbllito, TOOTO Oynu
HACJIiIKOM HagMipHO BHCOKOI (hapMaKOOMHAMIYHOI aKTUBHOCTI.

JlepKaHiguIliH He € TeHOTOKCUYHUM Ta He IPOSBIISE KAHIIEPOTeHHOI HeOe3meKHu.
Ha ¢eptunpHicTh i 3aranbHy penpofyKTHUBHY 3OATHICTD y IIyPiB T€pKaHiAUIIiH He BIJIMBAB.

JIiKkyBaHHS JIEPKaHIOUIIIHOM He MaJio HiIKOT'0 BIJIMBY Ha TE€PaATOTEHHICTh Yy LIyPiB Ta KPOJIiB, IPOTeE, Y
IypiB BBE[IEHHST BUCOKUX 003 MMPU3BOAUIIO N0 3aruberti MOTOMCTBA y epef- i mocTiMIIaHTaIliiHu}
1epiofi, a TaKOXK [I0 YIIOBiIbHEHHS BHYTPIIIHbOYTPOOHOTO PO3BUTKY.

3acToCcyBaHHS BUCOKHUX [103 JIepKaHiguminy rigpoxnopuny (12 mr/kr/mo0y) mif dac moJioriB Moxke
IPU3BOUTHU [0 AUCTOIIil. [Ipollec po3nofiny JepKaHiguminy i/abo #oro MeTaboJIiTiB B opraHi3mi

BariTHUX TBAPHUH Ta ix IIPOHUKHEHHS Y MOJIOKO HE BUBYAIIH.

OuiHKy MeTa0oJliTiB y TOKCHKOJIOTIUHUX [OCTiIKEHHSIX OKPEMO He ITPOBOOMIIH.

KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

EceHn1ianbHa rineprensis 1erkoro abo moMipHOT0 CTYTIEHS TSKKOCTI.

IIpomunoka3aHHs.

- [TigBuIeHa YyTNUBICTE [0 Ail040l peuoBUHHU ab0 [0 6yab-sIKOi, JOTTOMIiKHOI PEYOBUHHU
TiKapceKoro 3acoby (ouB. po3min «Ckian»).

- OOCTPYKIIis CyOuH, 110 BUXOMASTD 3 JIiBOTO IIJTYHOYKa.



- HenikoBaHa 3acTiiiHa cepiieBa HeIOCTATHICTb.

- HecrtabinbHa cTeHOKapAis abo HellogaBHO mepeHeceHuy (mpotsaroM 1 Micsiid) iHpapKT
MioKapaa.

- TskKa nedyiHKoBa HEJOCTATHICTb.

- Tsaxka HUpKoBa HepmocTaTHICTh (IIIK® < 30 M1/xB), BKI0Yal04YX NAIiEHTIB, SKi IPOXOOSITh
miasmis.

- OpHoYacHe 3aCTOCyBaHHS 3 CUIbHUMH iHTiOiTOpamMu CYP3A4, HMKIOCIIOPHHOM, TpeindpyToM
abo cokoM rpeindpyra (ouB. po3nin «B3aemopis 3 iHIMME TiKapChbKUMU 3aco0aMy Ta iHIII BUOU
B3aEMOJIIN»).

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemodiii.
OO0HoyacHe 3acmoCcy8aHHA NPOMUNOKA3AHO

Iurioitopu CYP3A4

Bimomo, 110 mepkaHigumnin MeTtaboni3yeThes mif BrrBoM hepmeHTy CYP3A4, i Tomy iHTiGiTOpH
dhepmenTy CYP3A4, 1110 3aCTOCOBYIOTHCS PAa30M i3 JIEPKaHITUITIHOM, MOXKYTh BIIJIUBATH Ha IIPOLIEC
roro metabomi3mMy Ta emimiHariii.

HocmimxeHHsT B3aemofii 3 cunbHUM iHTi6iTopoM CYP3A4, KeTOKOHA30J10M, IT0Ka3aao0 3HaUYHe
TiBUIIEHHS V TJIa3Mi KPOBi KOHIleHTpalil nepkaniguniny (15-pa3ose 36inbiienHs 3HayeHHs AUC
(mmommi mim KpuBOIO) Ta 8-pa3oBe 30inbieHHST 3HaYeHHS C,,, eyToMepa S-IepKaHiguIiny).

Cnip yHMKaATH OHOYACHOT'0 3aCTOCYBaHHS JiepKaHiguminy 3 iuribitopamu CYP3A4, TakuMu siK
KETOKOHA30JI, iTpaKOHa30J1, PUTOHABIP, EPUTPOMIIINH, TPOJIEaHOOMIIIMH, KITaPUTPOMIIIUH (OUB. PO3MAin
«IIpoTUNIOKa3aHHS»).

Lluknocmo PHUH

CnocTepirasmocs 30inblIeHHST KOHIIEHTpAIlil B IJIa3Mi KPOBi K JIepKaHiAUIiHY, TaK i IIMKIIOCIIOPUHY
IIpY 1X OMHOYACHOMY 3aCTOCYyBaHHi. [JOCTiI>KEeHHS 3a y4acTi0O MOJIOOUX 300POBUX NOOPOBOJIBIIIB
II0Ka3aslo, 10 SKII0 ITPUHNOM IIUKIIOCIIOPUHY BinOyBaBcs yepe3 3 TOOUHY ITiCIIS TPUHOMY
JIepKaHIiAuIiHy, TO KOHIIEHTPallid JepKaHIiAUIIiHY y IIJla3Mi KPOBi He 3MiHIOBajIacs, TOOI SK 3HaUEHHSI
AUC nuknocnopuny 36inbinyBanocs Ha 27 %. OgHak ogHOYaCHe 3aCTOCYBaHHS JePKaHIOUIIiHY Ta
IIUKJIOCIIOPUHY CIIpUUYMHSIE 30inbIlIeHHs KOHIIEHTPallil IepKaHiIuIiHy y mnna3mi KpoBi y 3 pa3y, a
3HaueHHd AUC nuknocrnopuny 30inpiryerses Ha 21 %.

LI¥KTOCTIOPUH Ta JepKaHiAUIIIH He CJIif 3aCTOCOBYBaTH pa3oM (AuB. po3min «IIpoTunoKa3aHHSI»).

CpendpyT abo cik rpeindpyTa

4K i B iHIMMX gurigponipuanHis, MeTab0i3M NepKaHIKIIHY YIIOBITBHIOETHCS il BIIJIUBOM
rpeundpyra abo coky rpeindpyTa 3 MOOALIINM IiIBUIIEHHSIM CUCTEMHOI JOCTYITHOCTI
JIepKaHITUIIiHY Ta TOCUJIEHHSM TillOTEeH3UBHOI Aii. JIepKaHiAUIiH He CIif MpuiiMaTH 3 rperundpyTom
abo cokoM rpeiindpyTa (ouB. po3nin «[IpoTunoKa3aHHI»).

OdHouacHe 3acmoCy8adHHs He peKkoMeHAYembCsi




IugykTopu CYP3A4

Cnip 3 06epeXHiCTIO 3aCTOCOBYBaTH JiepKaHiaumin 3 iHgykTopamu CYP3A4, TakuMu SIK TPOTUCYOOMHI
3acobu (manpuknag, GeHiToiH, peHobapbiTan, kapbaMaselin) Ta pudaMITilH, OCKiTbKY MOXKe
3HU3UTHUCS aHTUTINEPTeH3UBHUYN eheKT. TaKoXK CIIif YacTille, HiXK 3a3BUYail, KOHTPOIIOBATU
apTepianbHUM THUCK (AUB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

ANKOromnp

Crig yHMKaTH BXKMBaHHS aIKOTOJII0, OCKIJIbKY BiH MOXKe€ IMiICUJIIOBATH Hif0 BA30OUAIATYIOUNX
AQHTUTINEPTEH3UBHUX JiKiB (IUB. Po3ain «Oco0MMBOCTI 3aCTOCYBaHHST»).

3axodu 6e3neku, 8K/1104a104YU KOPU2Y8AHHSs1 003U

Cy6crpatu CYP3A4

Cnig 6yt 06epexXHUM IIPU ONHOYACHOMY 3aCTOCYBaHHI IepKaHiguminy 3 iHmuMu cyocTpaTaMu
CYP3A4, TakuMmu gk TepbeHaOuH, acTeMi3os, aHTHapuTMiuMi 3acobamu III knacy (Taki sk
aMiomapoH, KBiHITWH, COTAIO0N).

Miga3onam

OpHouacHe 3aCTOCYBaHHS Mifla3oiaMy Ta JiepKaHiguminy y 1o3i 20 Mr y 7oOpOBOJIBIIB JIiITHEOTO BiKY
TIPU3BOMUIIO 10 30ibIIIEHHS BCMOKTYBaHHS JiepKaHiguminy (mpubau3uo Ha 40 %) Ta g0 3MeHIIeHHS
IIBUAKOCTI 10r0 BCMOKTYBaHH4A (T,,., 3 roguHU 3aMicTh 1,75 roguHu), a KOHLEHTpallisl Mifa3onaMy He
3MiHIOBaIach.

MeTompornon

OpHoYacHe 3aCTOCYyBaHHS JepPKaHIOUIIIHY Ta MeTOIposiony (B-6710KaTop, 110 BUBOOUTHCS 3 OpraHi3aMy
IIepeBaxkKHO Yyepe3 MediHKy) He BUABUIIO 3MiHU 0i0JOCTYIIHOCTI METOIIPOJIONY, TOAi IK 0i0JOCTYIIHICTh
JepKaHiguminy 3HuKYyBanacs Ha 50 %. Llei edekT Moxke OyTH OB’ sI3aHUH 3i 3MEHIIIEHHSIM
NIeYiHKOBOTO KPOBOTOKY, 1110 CIIPUYUHSETLCS P-afpeHo6I0KaTopaMy Ta MOXKe BUHUKATHU IIPU
3aCTOCYBaHHI iHIUX ITpemnapariB 1boro Knacy. OTxke, NTepKaHigumnig MoxHa 0e3 3acTepekeHb
3aCTOCOBYBaTH i3 B-afipeHOOIOKATOPaMH, ajie Py I[bOMY MOXKe IOTpedyBaTUCsa KOPUTYBaHHS HOT0
NO3H.

HUrokKcuH

OpHOYacCHe 3aCTOCYBaHHS JIEPKaHIAUMIHY y 1031 20 Mr malieHTaM, siKi IOCTiMHO MpuuManu B-
METUJIIUTOKCHUH, He BUSBUIIO HisTKOI (hapMaKOKiHETHYHOI B3aeMopii. OgHak BimMidyanocs migBUIIeHHS
Cox IMTOKCUHY Ha 33 %, Tofi 9K He BigOyBasnocs 3Hauymux 3MiH Hi AUC, Hi HUPKOBOTO KJIipeHCY.
[TamieHTH, sIKi OMHOYACHO 3aCTOCOBYIOTD JIEPKAHIMUIIIH Ta MUTOKCUH, TIOBUHHI lepebyBaTH IIif
CYBOPUM KOHTPOJIEM IIIOJ0 MOKJIMBOI IIOSIBU O03HAK iHTOKCHUKAIIl TUTOKCUHOM.

OdHouacHe 3acmoCy8aHHs 3 iHWUMU jJiKapcbKumu 3acobamu

dnyokceTnH

HocmimkeHHS 000 B3aeMofii 3 himyokcetrHoM (iHribitopom CYP2D6 ta CYP3A4), 110 mpoBOAuUIu 3a
y4acTio 0oOPOBOJIBIIB BikOM 65 + 7 POKiB (cepefHe 3HaYeHHS * CTaHJapTHE BiAXuIeHHS) IoKa3anu



BiICYTHICTbH KJTiHIYHO 3HAYyIIKX 3MiH (papMaKOKiHETHUKY JepPKaHiguIIiHy.

HI/IMeTI/IﬂI/IH

OpHOYacHe 3aCTOCYBaHHS IUMETHANHY Y 0o00Bii 1031 800 Mr Ha go0y He CIPUYUHSE CYyTTEBUX 3MiH
KOHIIEHTPaIlil IepKaHigumIiHy B KPOBi, ane mpu Oinbiriii mo3i Tpeda OyTy 00epeXKHUM, OCKITbKU MOKe
30inmbImuTHCS 6i0MOCTYTHICTE i aHTUTINIePTEH3KBHA [is JIepKaHIgUuIiHy.

CuMBacTaTUH

Konu nepkanigumid y go3i 20 Mr mOBTOPHO OJHOYAaCHO 3aCTOCOBYyBaiu i3 40 MI' cCUMBacTaTUHY,
noka3HuK AUC flepKaHIigUIiHy 3MiHIOBaBCS He3HA4YHO, TOfi 9K nokKa3HUK AUC cuMBacCTaHTUHY
30inmbImyBaBcs Ha 56 %, a mokasHukK AUC #oro akTUBHOTO MeTaboiTy b-rinpokcukucnotu - Ha 28 %.
ManoiMoBipHO, 10 TaKi 3MiHHU € KJIiHIYHO 3HAYymIKUMU. He 04iKyeThCsl B3a€EMOil, SKIIO
JIepKaHIiAuIIiH IpUuiMaTy BpaHLi, a CUMBaCTaTUH BBeYeDi, AK Ile PEKOMEHI0BAHO [JId 3aCTOCYBaHHS
IILOTO JTIKAapCHhKOTO 3acoly.

Iiypeturu Ta inribiropu AII®

JlepkaHiguImin MoxHa 6e3IeYHO 3aCTOCOBYBATH Pa3oM 3 fiypeTHKam# i 3 inribiTopamu AITD.

IHmi mikapceki 3aco6u, 110 BIIMBAIOTL HA apTepiaTbHUNA TUCK

4K i mpu 3aCTOCYBaHHI iHIIKUX TiMIOTEH3UBHUX JTIKapChKUX 3aC00iB, TOCUIEHHS TiIOTEH3UBHOI Ail
MOXKe CIIOCTepiraTucs Ipu CYMICHOMY 3aCTOCYBaHHI JIEDKAHIOUIMIHY 3 iHIIUMU JIIKapCbKUMU
3acobaMu, II0 BIUIMBAIOTh Ha apTepiaabHUM TUCK, TAKUMU 5K ajibga-010KaTopH, 110 3aCTOCOBYIOTh
IJIS TIKyBaHHSI CUMIITOMIB 3 60Ky CEYOBUX IIUISAXiB, TPULUKITIYHUMU aHTUAEIIPeCAaHTaMH,
HeliponenTukamu. 3 iHIIoro 60Ky, ocabaeHHs TiMOTEeH3KWBHOI Ail MOXKe CIIOCTEpIraTUCs MpU
OJHOYAaCHOMY 3aCTOCYBaHHi 3 KOPTUKOCTEPOigaMu.

Oco06.1ueocmi 3acmocyeaHHsi.

CuHOpoM cr1abKOoCTi CHHYCOBOTO BY3Jla

Tpeba 6yt 0co611BO 00epPeKHUM MPU 3aCTOCYBAHHI TEePKAHIOUITIHY MallieHTaM i3 CHHAPOMOM
c1abKOCTi CHHYCOBOT'0 By3J1a, SKUM He iMIIJTaHTOBAHUY KAapOiOCTUMYJISITOP.

UChVHKIIIA JIIBOTO IIIVHOYKA

3 o6epexkHICTIO MpU3HAYATH NPY AUCOYHKIIII JTiBOr0O IMITYyHOYKA CEPIs, He3BaXKalo4yu Ha Te, II0
reMOMHaMiYHO KOHTPOJIbOBaHi NOCTII)KeHHS He BUSIBUJIN XKOJHUX NOPYLIEeHb GYHKIII IUTyHOYKIB.

[iremiyna xBopoba ceplid

[TpunyckaeThCs, M0 AesKi AUTIAPOMipUANHYA KOPOTKOYACHOI [Iil aCOIil0I0TLCS 3 MiABUILIEHUM
CeplLeBO-CYAMHHUM PU3UKOM Y TALli€HTIB 3 imeMiuHo0 XxBopoOoio cepisi. He3Baxkaouu Ha Te, 110
JepKaHIUIIIH € IpernapaToM LOBrOTPUBAJIOL Aii, MIPOTe TaKUM XBOPUM JIiKapChKUM 3acib crifg
3aCTOCOBYBATHU 3 00€PEXKHICTIO.

Hesiki gurigponipuavHY MOXKYTh Y TOOOMHOKHUX BUIIaAKaX CIPUYMHUTYA BUHUKHEHHS 00JII0 Y AiNSHIT
cepus abo creHokappii. [lyxKe pigko mallieHTu 3 yKe HasBHOIO CTEHOKAPMIi€l0 MOXKYTh Bifl3Ha4aTH
30i/IbIIEHHS YaCTOTH, TPUBAJIOCTI Ta TSIXKKOCTI 1 HamafdiB. B okpeMux BuIlafkax MOxKe



crioctepiratucs indapkT Miokapga (ouB. po3min «I1o0iunHi peakirii»).

3acTocyBaHHS DU MOPYIIeHH] QYHKINI HUPOK ab0 MeYiHKN

[Tpu niKyBaHHI MallieHTiB 3 AUCHYHKIII€I0 HUPOK CIabKOT0 YU ITOMIpPHOTO CTYIIEHS CIIif BUSBISATH
ocobnuBy o0epexkHicTh. He3Baxkalouu Ha Te, II0 3a3BUYal peKoMeHoBaHa fo3a 10 Mr Ha fo0y Moxe
HOPMAaJIbHO TEPEHOCUTHUCS Li€I0 TPYIIOI0 MAIliEHTIB, M0 30inbineHHs 003U A0 20 Mr Ha fo0y MOTpibHO
nifgxonuty 3 o0epexHicTio. ['imoTeH3UBHa i TiKapChKOro 3ac00y MOXKe ITOCUJTIOBATUCS Y MAlli€HTiB 3
nucGhYHKIIEIO TeYiHKY TOMIPHOTO CTYTIEHS TSKKOCTi; OTKe, B TAKUX BUIIAKaX MOXke MoTpedyBaTUCs
KOPUTYBaHHS [O3H.

JlepKaHiguIIiH MPOTUIIOKA3aHO 3aCTOCOBYBATH MalliEHTaM 3 TSKKOI0 ITeYiHKOBOIO a00 TSIKKOI0
HUPKOBOIO HemocTaTHiCTIO ([IIK® < 30 Mi1/XB), BK/IIOYAIOUM IAIiEHTIB, SIKi MPOXOOSATh reMOo/iai3
(ouB. po3min «Crocib 3acTocyBaHHS Ta HO3u» Ta «[IpOTUIIOKA3aHHA»).

[TepuTOHEaNLHUY Oiami3

[Tpuiiom nepkaHiguminy OyB acolliioBaHUi 3 TOMYTHIHHSM [liali3aTy y MallieHTiB Ha
IIepUTOHeanbHOMY Aianizi. [ToMyTHiHHS 00YMOBIEHO MiIBUILIEHOI0 KOHIIEHTPALi€l0 TPUTIIIIEPUAIB ¥
miasisaTi, 0 37TMBA€EThCA. X04Ya MEXaHi3M PO3BUTKY LbOT0 SBUIIA He 3'ICOBAHUM, IOMyTHIHHSA
3HMKae€ He3abapoM Iicnis BigMiHU NepKaHiguminy. Cifl BpaxyBaTH 110 0COOIUBICTh, OCKIIbKU
TIOMYTHIHHS [ianizaTy Moxe OyTH TOMUJIKOBO IIPUMHATO 3a iH)eKUilHUN IEPUTOHIT, a Ije MOXe
IIPU3BECTH 10 HEMOTPiOHOI rocmitanizalii i mpu3HavYeHHs eMIIipruYHOl aHT6IOTUKOTeparril.

IagykTopu CYP3A4

IagykTopu CYP3A4, Taki sk mpoTUCymoOMHi 3aco0u (Hanpukian GeHiToin, kapbaMasernin) i
pudaMIinmH, MOXYTh 3HUXKYBaTH KOHLEHTPALIII0 JepKaHIgUIiHy y I1a3Mi KpPoBi, i ToMy
e(eKTUBHICTH [il TIepKaHigUIiHy MOXe BUSIBUTUCS HUXK4Ye 0YiKyBaHOI (OUB. po3min «B3aemopisa 3
iHIITIMM JTiKapCbKUMM 3aco0aMu Ta iHII BUOM B3aEMOIii»).

AJKOT0JIb

Crig yHUKATHA OOHOYACHOTO BXKMBAHHS aJIKOT0JII0, OCKIJIbKY 1Ie MOXKe IIPU3BECTU [0 ITOCUJIEHHS
CYIHMHOPO3IINPIOBAIbHOI aHTUTINIePTEeH3UBHOI [l TikapchKux 3aco0iB (quB. po3min «B3aemois 3
iHITUMY JTiKapChbKUMM 3aco0aMu Ta iHII BUOYM B3aEMOIii»).

JIakTO3a

Lle#t mikapchKu# 3acib MiCTUTH JTaKTO3y, TOMY MOT0 He CIIiJ MpUAMaTH NallieHTaM i3 pigKicHuMU
CIIafIKOBUMU 3aXBOPIOBaHHSIMU: HETIEPEHOCUMICTIO TajlakKTO3H, BUPaKeHOI0 HeJOCTATHICTIO TaKTa3u
ab60 ManbaObcopOITieto TTI0KO3U-TaTaKTO3MH.

1 tabnetka 20 Mr, BKpuTa IJIiBKOBOIO 000JIOHKOI0, MiCTUTh 60 MI' JTaKTO3U MOHOTifIpaTy.
Hartpiu

Lle#t nmixapcbkui 3aci6 mictuTh MeHIIe 1 MMonb (23 Mr)/TabneTky HaTpito, TOOTO MPAKTUYHO
«BINTBHUM Bifl HATPilO».



[TemiaTpuyHa MOMyJIALiA

Beamneky Ta epeKTUBHICTh 3aCTOCYBaHHS JIePKaHiAUMIIHY Y miTeil He OyI0 DOBEemeHO.

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py0010.
Barirsicte

[laHi Ipo 3aCTOCYBaHHS JIEPKAHIAUMIHY BariTHUM BifgCyTHi. [lOCIigXXeHHS Ha TBApUHAX HE BUSBUIIU
TepaToreHHUX ePekTiB (quB. HOKIiHiYHi maHi 3 6e3MeKu), OHHAK BOHU CIIOCTEPIraaucs mpu
3aCTOCyBaHHI iHIIKX noxiguux gurigponipuaunay. JIEPKAMEH® He peKOMEHI0BaHO 3aCTOCOBYBAaTU
IIi Yac BariTHOCTI ab0 XKiHKaM pelnpoAayKTUBHOTO BiKY, SKi He 3aCTOCOBYIOTh KOHTPAIEIIIiIO.

TogyBaHHA TPYANI0

HeBigomo, uu TpOHUKAE JepKaHigumin abo #ioro MetabomiT B TpyiHEe MOJIOKO iofuHu. He MoXHa
BUK/IIOUUTHY PU3UK [IJI HOBOHapoaxkeHux abo rpyguux giteir. JEPKAMEH® He crig npuiiMaTH Iif
Yyac rogyBaHHA I'PYOAIO0.

DepTUNLHICTL

KriniyHi gaHi moao nepkKaHigunidy BincyTHI. [10BigOMIIsIOCS PO BUNALKY, KOJIU Y OesKUX Malli€HTiB
0J10KaTOpM KaHaliB BUKIHKAIM 000POTHI 6ioxiMiuHi 3MiHM B TOJIOBII CIIepMaT030ifa, 3aTHi
HeTaTUBHO BIIJIMBATH Ha MPOIlEC 3aIlTifHeHHs. [Ipy MOBTOPHUX HEBOANIUX CIIpobax
€KCTPaKOPIOPaIbHOTO 3alIifHEHHS 3a BiICYTHOCTI iHIINX MOSICHEHD CIIif B3SITHU A0 YBary, 110
IPUYHUHOIO MOXKYTb OyTH OJI0KATOPH Ka/IbI[iEBUX KaHAIIiB.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aamompaHcnopmom abo iHwumu
MexaHi3mamu.

JJEPKAMEH® Ma€ He3HaUHWUI BIIJIMB Ha 3JaTHICTh KEPYBAaTH aBTOTPAHCIIOPTOM abo IIpaIffoBaT 3
inmuMu MexaHizmamu. IIpoTe citig 6yTH 00epekXHUM, OCKITbKM MOXKYTh BUHUKATH 3allaMOPOYEHHS,
aCTeHis, BTOMJIIOBAHICTh, @ B PiAKICHUX BUIIafKaX COHJIUBICTb.

Cnoci6 3acmocyeaHHsi ma do3u.

Cnoci6 3acToCcyBaHHS

JlepkaHIiouIiH C/Iig NpUUMaTH BpaHLi NIpUHaUMHi 3a 15 XBUNIUH [0 CHIaHKY.

Lle#t mikapchbKuy 3acib He cif mpuiiMaTH i3 coKoM rpeindpyTta (quB. po3min «IIpoTunoka3aHHSI» Ta
«Bzaemogis 3 iHIIUMY JTiIKapPCHKUMHU 3aco0aMy Ta iHIIM BUTU B3aEMOIIN»).

[o3ysaHHA. PekoMeHnoBaHa go3a cTaHOBUTH 10 Mr 1 pa3 Ha go0y, IKy CJIif npuiiMaTy IpHHANMHI 3a
15 xBunuH 1o igu. o3y MoxkHa migBumuty 0o 20 Mr, 3a7eKHO Bif iHAWBIAyanbHOI Yy TIUBOCTI
natienTa. [Tin6ip mo3u Mae OyTH MOCTYIOBUM, OCKiTbKM MaKCHMMallbHa aHTUTiIePTEeH3UBHA His MOXKe
IIPOSBUTHUCS Yepe3 2 TUXKHI MICJId I0YaTKy JIIKyBaHHA.



g mesxux ocid, y AKUX He BOAETHCS aleKBaTHO KOHTPOJIIOBATH PiBEHb TUCKY OTHUM
AHTUTINEPTEH3UBHUM IIPEenapaToM, Moxke OyTH OOLINbHUM JIiKyBaHHS JIePKaHIgUIiHY TigpoxIopuaoM
pa3oM 3 6110KaTOPOM PB-aipeHOpPeIenToPiB (ATeHOII0M), OiypeTUKOM (TigpoxsiopoTia3um) abo
inriiTopoM aHTi0TeH3MHIIEPETBOPIOBAILHOTO PepMeHTy (KamTomnpuil abo eHalampum).

OckinbKY KpHBa 3aJ1eKHOCTI «403a-BiANOBIgb» KpyTa Ta Ma€ Iiato npu gosax 20-30 mr,
MaJIOMMOBIpHO, 1110 e(peKTUBHICTh Oyze BUIlla IPX 3aCTOCYBaHHI GiNbIl BUCOKUX [03; y TOM Yac SK
yacToTa nobiyHux ePeKTiB MoxKe 30iMbIIyBaTHCS.

ITauieHmu aimHb020 BiKY: X04a (hapMaKOKiHETUYHI JaHi i KJIiHIYHUN JOCBif CBiAYaTh, 110
KOpHUT'YBaHHS H000BOI 1031 He MOTPiOHe, CIIif IPOsIBNISITHA 0COOMMBY yBary Ta 00epexKHIiCTh Ha
[I0YaTKYy JIIKyBaHHS MAIE€HTIB JITHHOTO BIKY.

ITauieHmu 3 HUPKOBOW abo neuiHKo8ow Hedocmamuicmio: ciif 6yTu 0co6IuBO 06epeKHUM Ha
IIOYaTKY JIiIKyBaHHS MAIli€HTIB 3 MOPYIIEeHHIM (QYHKIiI HUPOK abo IediHKHU Bif JIE€TKOTro g0 IIOMipHOTO
CTyIeHsl TAXKKOCTL. He3Baxkatouu Ha Te, 1110, IK IPABUJIO, Lii MAIlleHTU IIePEHOCATh IIpenapar
HOPMAaJIbHO, 30ibINneHHs J000B0i o3k [0 20 MT CJIif TPOBOIUTH 3 00€PEeKHICTIO.
AHTHTiIEepTEeH3UBHUM e()eKT MoxKe OyTH IIOCUJIEHUH Y TAIliEHTIB 3 MOPYIIEeHHIM QYHKIIII TedYiHKH,
OTXKe B TAKUX BUIIafIKax HeoOXifHe KOPUTYBAHHS [O3H.

JlepKaHigumiHy rigpoxJIOPH/ MPOTUII0OKa3aHO 3aCTOCOBYBATH IallieHTaM 3 TSKKOI0 IeYiHKOBOIO abo
TSI2KKOI0 HUPKOBOIO HemocTaTHiCcTIO (IIK® < 30 Mi/XB), BK/II0YAIOUM IAIli€HTIB, SKi TPOXOOSATH Hiami3
(ouB. po3min «IIpoTunoka3aHHI» Ta «OCOGIUBOCTI 3aCTOCYBAHHS»).

Himu. 3acTocyBaHHS JIePKaHIAUIIHY OiTAM BikKOM [0 18 pOKiB He PEKOMEHIYETHCS, OCKITbKY
BiICYTHI} KJTIHIYHUM OOCBIf.

Ilepedo3yeanHns.

[IpoTsarom nepiopy micnsipeeCTPaLiiHOr0 3aCTOCYBaHHS JIePKaHIAUIIIHY ITOBIAOMIIANIOCS IIPO AesKi
BUIIa[IKU mepeno3yBaHHs (Big 30-40 Mr mo 800 Mr), y ToMy yucii crmpoba cyiuny.

CumMmnToMu

4K 1y BUNIAOKy Iepefo3yBaHHS IHIMNX OUTIAPOIIPUAYHIB, Iepefo3yBaHH JIEPKaHIIUIIIHY
CIIPUYMHUTH HaAMipHY HepudepruuHy Ba30guIaTallilo i3 IOMITHOI apTepiaabHOI0
rinoTreHsi€io Ta pedIeKTOPHOIO Taxikapaieo. OgHaK MpHU AyXKe BUCOKUX [103aX MOXKe OyTH
BTpaueHa nepudepryHa CeIeKTUBHICTS, 110 CIPUYMHUTL OpafuKapilo Ta HeraTUBHUM
iHoTponHuY edpekT. HaunmomupeHimymy 1o0iYHUMY peaKIlisMy, ITOB’I3aHUMH i3 BUIIaJIKaMu
nepeno3yBaHHs, OynIu apTepianbHa TimoTeH3is, 3allaMOPOY€eHHSs, TOJIOBHUY 0iNb Ta IIOCUIIEHE
cepiebuTTs.

JIiKyBaHHS

KJliHiYHO 3Hayuyllla apTepiajbHa rinoTeH3sis, CIpUuYMHEeHa Iepefo3yBaHHIM, BUMarae
aKTHBHOI CEPIIEBO-CYOUHHOI MiATPUMKM, BKITI0Yal04YH TaKi 3aX0Ou: CIIOCTEPeXKeHHS 3a
CEepIEeBOIO Ta AUXANTbHOI0 PYHKINIAMH, MTHATTS KiHIIBOK, KOHTPOJb 00’'€MY LIUPKYII0I04901

piguHYU Ta Aiypesy.



3BaXkalouyu Ha TpuBaauy hapMaKoJIOTiuHUM e(DeKT JIepKaHiAumIiHy, HeoOXiTHO TPOOOBKUTH
CIIOCTEPEXKEHHS 3a CTAHOM CEPLIEBO-CYIMHHOI CUCTEMHU TalliEHTa MPOTITOM He MeHIe 24 ToouH. 3
OTJISINY Ha BUCOKUIL CTYIiHb 3B’I3yBaHHS Ipenapary 3 Oinkamu mepen0adaeThes, 110 Oiani3 €
HeebeKTUBHUM. [1pu mifo3pi Ha OTPYEHHS cepelHbOro abo BaKKOIo CTyIeHs MOTPiOHO crocTepiratu
3a CTaHOM TIallieHTa Y BiffiIeHH] iIHTEHCUBHOI Teparlil.

ITo6iuni peakuii.
3aranbHuY npodins 6e3nexku

Beameka 3acTocyBaHHS NepKaHigumminy B f03i Big 10 mo 20 Mr omuH pa3 Ha go0y oIlliHeHa B XOfi
TIOJIBIMHOT'O CJITIOTO0, I1aie60-KOHTPOJIbOBAHOT'0 KITiIHIYHOTO mociiKeHHs (3a ydacTio 1200
MAIliEHTIB, 1110 IPUKWMaNy JIepKaHigumin, i 603 maiieHTiB, gKi npuiiMany miaebdo), a TAaKOXK B XOfi
aKTMBHOKOHTPOJIbBAHUX Ta HEKOHTPOJIbOBAHUX OJOBrOCTPOKOBUX KITIHIYHUX AOCHIAXKEHb 3 aKTUBHUM
IpernapaToM IOPIBHAHHSA 3a y4acTio 3676 malLieHTiB, gKi cTpaxaiyu Ha apTepiajibHy rinepTeHsito i
OTPUMYBAJIU JIEPKaHIOUIIIH.

Hai6inbin yacTumMu nobiyHUMU peakilisiMy, MOBiJOMIIEHHS PO sAKi Oy/IKu OTpUMaHi B XOfi KITiHIYHUX
MOCTiIKeHb, @ TAKOXK B XO[Ii MiC/IIpeecTpaliitnoro Harisany, Oynu: nepudepuydti HaOpSIKU, TOJTOBHUMN
0intb, MPUIIIMBY, TaxiKapmis i mocuneHe cepredUTT.

Tabnuils mobGiYHUX PeaKIrii

Y HUK4YeHaBeneHiN Tabulli mpencTapneHi nobiyHi peakxiii, IITOA0 SKUX BCTAHOBIIEHO MPUYUHHO-
HaCJIiIKOBUM 3B’SI30K i3 3aCTOCYBaHHSAM IIpeliapaTy B pe3yJbTaTi KIiHIYHUX AOCIIAXKEHb Ta
micspeecTpaliifHoro HarIsAay B pi3HUX KpaiHax CBITy.

Bonu posnopineni cuctemaMu oprasiB 3rigHo 3 MedDRA Ta 3a yacToTo10: AyKe dacto (= 1/10),
gacTo (= 1/100 mo < 1/10), HewacTo (= 1/1000 go <1/100), pimko (= 1/10000 mo < 1/1000), myxe
pigko (< 1/10000), HeBigoMo (oLiHKa 3a HassBHUMU JaHUMU HEMOXKJIMBA). Y KOXKHIN I'PyIIi 3a
4yacTOTOI0 O0iuHi peakilii, 1110 BUHUKAJHU, 3a3Ha4Y€Hi y MOPSOKY 3MEHIIEeHHS ITPOSBIB.

Knacudikamis HacTto HeuacTto Pinko Hesigomo
MedDRA miomo
BIIJINBY Ha CHCTEMH i
oprann
3 6OKy iMyHHOI cucteMu rinepyyTIuBICTD
3 00Ky HEpPBOBOI1 rOJIOBHUY Oi/lb [3alaMOpPOYeHHS |COHTIUBICTD,
CHCTEMU CHHKOIIE
3 00Ky cepiist Taxikapmis, CTEHOKapHis
[TOCUJIEHE
cepreOuTTs
3 00Ky CyOuH [IPUILIABU apTepianbHa
rinoTeH3is
3 GOKY IITYHKOBO- MVCIIEICis, OJTI0BaHHS, rineprpodis scen’,
KUIITKOBOI'0 TPAKTy HymoTa, Oinby  |miapest [TOMYTHIHHS
BEPXHil YaCTUHI [IePUTOHEAILHOT O
PKUBOTA BilITOKY'




3 OOKy IeYiHKu Ta [MiIBUIIEHHS PiBHSA

PKOBYOBMBIIHUX IIJISAXIB CAPOBATKOBUX
TpaHCaMiHa3'

3 6OKy IIKipu Ta BUCHUIIAHHS, KPOIIUB' THKA QHTIOHEBPOTHUYHUYI

MiAIIKIPHO-2KUPOBO1 cBepOix HaOpsK |

KJTITKOBUHU

3 OOKy CIOTy4YHOI Mianris

TKQHUHY, M’ I30BO1 Ta
KiCTKOBOL CUCTEM

3 00Ky HUPOK Ta [10JIiypis [10J1aKiypis
CEeUYOBUBIOHUX IIISAXIB

3arasbHi IOPYIIEHHS i [mepudepudHi [acTeHid, Oinb y TPymsax
[MOPYIIEHHS y MicIi HaOPSIKY BTOMJIIOBaHICThb

3aCTOCYBaHHSA

1 . . . . o . . . .
[Mo6iuHi peaxkirii, sKi 6yIu BUSBIIEH] y IOCTMAaPKETUHTOBUY IIEPIOf, 3TiMHO 3i CIOHTAHHUMH TTOBiTOMIIEHHS MU
3 pi3HUX KpaiH CBiTy.

Onuc okpeMux mo6iYHUX PeaKIrin

ITig gac nnane60-KOHTPOILOBAHUX KIiHIYHUX MOCIIIXKEHb YaCTOTa BUHUKHEHHS IepPUGePUIHUX
HabpsikiB cranoBuna 0,9 % npu npuitoMi nepkanigumniny B 703i Bix 10 mo 20 mr i 0,83 % mpu nputiomi
nnaie6o0. Bcboro y mocmigKyBaHOol MOMYyJIALlii, BKITI0Yaloun JOBIOCTPOKOBI KTiHiUHiI BUTpOoOyBaHHS,
YacTOTa BUHUKHEHHS gocsrana 2 %.

JlepkaHiguImiH, UMOBIPHO, HE Ma€ HETaTUBHOI'O BIJIMBY Ha PiBeHb I'JIFOKO3U B KPOBI i piBeHB JiMifAiB B
CUPOBATIII.

IesiKi OUTiIPOMipUANHY PigKO MOXKYTh IPU3BOTUTH 00 000 y minsHI cepiis abo cTeHoKapmil. [yxe
PigKO y XBOpUX 3 yKe HasiBHOIO CTEHOKAPMi€0 MoXe 30iMbIIyBaTUCS YaCTOTa, TPUBAIICTh abo
TSIKKIiCTh IIUX HallafiB. MOXYTb CIIOCTEPIraTUCS MTOOAUHOKI BUNIAKX iHPapKTy MioKapaa.

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakiii

[ToBimomeHHS IIPO Migo3pioBaHi M0OOiYHI peakil Mmicyisg peecTpaliil TiKapchbKoro 3aco0y Ma€e BeIuKe
3HauyeHHs. Lle m03BOsIE IPOOOBXKYBAT! MOHITOPUHT CIIiBBIAHOIIIEHHS KOPUCTI/PU3UKY IPHU
3aCTOCYBaHHI J1ikapchbKOro 3aco0y. Meou4yHUM Ta ¢papMalleBTUYHUM IIpalliBHUKAM, a TAKOXK
narieHTaM abo iX 3aKOHHUM IIPeACTaBHUKAM CJIifl TOBIHOMIISITH IIPO yCi BUMIAKH Mig03PIOBAHUX
no0iYHMX peakIlill Ta BiCyTHOCTi epeKTUBHOCTI TiKapchKoro 3aco0y uepe3 ABTOMaTH30BaHY
indopMmariiHy cucteMy 3 (hapMakKOHArIsAAy 3a MOCUIAaHHSM:

https://aisf.dec.gov.ua abo uepe3s BeO-cailT Komnasii https://www.berlin-chemie.ua

TepMmiH npugaTHOCTI. 3 POKH.

YMoBu 30epiranHsi.



CoerrianbHi yMOBY 30epiraHHsT HE BUMAraloThCS.

30epiratu B OpUriHaIbHi{ yIAKOBIi B HEAOCTYITHOMY AJIS OiTEX MiCIIi.

VYnaxoBka.

[To 1 6micTepy mo 7 TabeToK, BKPUTHUX IITIIBKOBOIO 000JI0HKOIO; M0 1 abo 1o 2, abo mo 4 6icTepu mo
14 TabneTok, BKPUTHUX ITIBKOBOIO 0007I0HKO0; 110 6 abo mo 9 6ricTepiB mo 10 TabmeToK, BKPUTHUX
TITiIBKOBOIO 000JIOHKOIO, Ta iHCTPYKIIiS AJIST MEIUYHOT'0 3aCTOCYBaHHS Y KapTOHHiHM KOpOOITi.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHUK.

BEPJIIH-XEMI AT'.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCIsi IPOBaIkKeHHs HOro Jis/IbHOCTI.

I'ninikep Ber 125, 12489 Beprnin, HiMmeyunHa.

3asIBHHUK.

Menapini [nTepHemonan Onepeiinronc Jliokcembypr C.A.

Micue3HaxoaKeHHsI 3asiBHHKa.

1, ABento me ma I'ap, L-1611 JIrokcemOypr, JIrokcemMOypr.



