IHCTPYKIIA

IJIsI MEJUYHOT 0 3aCTOCYBaHHS JIiIKapChKOro 3acody

JIEPKAMEH® 10

Cknao:
Oitoua pevosuHa: lercanidipine;

1 TabneTka, BKpUTa ILUTIBKOBOIO 000JI0HKOIO0, MiCTUTh JIepKaHiguminy rigpoxmopuny 10 Mr, 1mo
€KBiBaJIEeHTHO JiepKaHiguminy 9,4 mr;

0ONOMIdCHI peYyoBUHU: TAKTO3KW MOHOTIAPAT, I1eJTI0103a MIKPOKPHUCTallidyHa, HaTpPilo
KPOXMaJbTJIiKONAT (TUl A), OBiOH, MarHito creapat, o6ononka Opadry OY-SR-6497, mo cknagy Kol
BXO[STh: TiIpOMeEJio3a, TalbK, TuTaHy giokcup (E 171), monmietunenrnikons, 3amida okcupg (E 172).

JIikapcbka ¢opma. TabneTku, BKPUTI ITiIBKOBOIO 000JI0HKOIO.

OcHosHi (¢i3uko-xiMiyHIi 81acmueocmi: XKOBTi1 KPyTJIi ABOOMYKJIi Ta0IeTKH, BKPUTI IIiBKOBOIO
000JI0HKO10, 3 PUCKOI0 IJIst OHiNy 3 omHOTo 60KYy. PrcKa myist mominy npusHadeHa Julle s
pO371aMyBaHHS 3 METOIO TOJIETIIeHHST KOBTaHHS Ta0lIeTKH, BOHa He TpU3HayYeHa [JIs oMLy
TabJIeTKU Ha PiBHI HO3W.

®apMakoTepaneBTUYHa rpyna. CejleKTUBHI aHTAarOHICTY KaJIbllil0 3 OCHOBHOIO [Ii€10 Ha CYOUHH.
[Moxigni purippomnipuguny. Kog ATX C08C A13.

®Papmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

Mexani3M mil

JlepKaHIiguUIIiH - Ile aHTArOHICT KaJbIlil0 AUTiAPONiPHAXHOBOL I'PYIIH, 110 IPUTHIUYE
TpaHCMeMOpaHHUI IPUTLJIUB KaJIbIlil0 y KJIiITUHU CEPIIS Ta I'TafeHbKuX M'g93iB. MexaHi3M #oro
AHTUTINEePTEH3UBHOI Ail 3yMOBJIEHUY IIPSIMOI0 PeIaKCYyI0UoIo [Ii€l0 Ha IMlafiKi M'93U CyOuH, BHACHIIOK
YOT0 3HUKYETHCS 3arallbHUM NepudepuyHuil omip.

dapmakomrHaMiuHi epekTH

He3Baxarouu Ha KOPOTKHUY Nepiof HaMiBBUBEAEHHS JIEPKaHIUIIIHY, BiH Ma€ IIPOJIOHTOBaHy
aHTUTINEPTEH3UBHY [il0 3a PaXyHOK BUCOKOT0 KoedillieHTa MeMOPaHHOT'0 PO3MOiNy i mo30aBieHui
HeTaTUBHOI iHOTPOITHOI il 3aBASIKKM MOT0 BUCOKiN CYAUHHIN cemeKTUBHOCTI. OCKibKY Ba3oauiIaTallis,



CIIpUYKHEHA JIepKaHiUuIiHy TiTpOoXI0PUAOM, BinOyBaeThCS MOCTYIOBO, TO TOCTPa TiMOTEeH3is 3
pedIeKTOpHOI0 TaxXiKapAi€ Y XBOPUX Ha apTepiasibHy TilepTeH3ii0 CIOCTepiraeThCsa PigKo.

4K i B iHIIMX acUMeTpPUYHUX 1,4-IUTiOPONipUOVHIB, aHTUTIIePTEeH3UBHA [if JIepKaHIUIiHY
3yMOBJIEHA TOJIOBHUM YHHOM MOTO (S)-eHaHTiOMEepOM.

KrigiuyHa eeKTUBHICTE Ta Oe3meka

Kniniyna epekTHUBHICTS i Oe3neka nepKaHiguminy B f03i Big 10 mo 20 Mr onuH pa3 Ha goOy Oyma
OILliHEHa IIiJ Yac MOABIMHO CIIiMUX M1aleb0-KOHTPOIbOBAHUX KITIHIYHUX [OCTigXKeHb (3a ydacTio 1200
TAIiE€HTIB, SKi OTPUMYyBaK JIepKaHigumiH, i 603 mamuieHTiB, sKi mpuiiMmanyu mnamne6o) i B xomdi
OOBTOCTPOKOBHUX HEKOHTPOJIbOBAHUX KIIHIYHUX JOCHIAKEHDb 3 aKTUBHUM MIPeIapaToM IIOPiBHAHHSA 3a
y4acTio 3676 malieHTiB, Ki CTpaXKaalTh Ha apTepiajibHy rinepTeHsito.

BinburicTs KniHiYHMX HoCTigKeHb OyIK MPOBENEHi 3a YYacTIO MaIliEHTiB 3 eCeHIliaIbHOI0
rimepTeH3i€l0 Bif TIETKOT0 OO0 CEPeNHbOT0 CTYIIEeHS TAKKOCTI (BK/II0Yal04H MAal[i€HTiB JIITHBOTO BiKy Ta
NAllieHTIB 3 IyKPOBUM Hia0eToM), sIKi OTpHMYyBasIX JIePKaHIOUIiH y BUTJISAI MOHOTepatil abo y
kKoMOiHaii 3 inribitopamu AII®, miypeTukamu abo GeTa-0710KaTOpaMu.

Y momoBHEHHS [0 KITiHIYHUX OOCTiAXKEeHb, TIPOBEeAEeHUX OIS MiATBEPAXKEHHS TePaleBTUUYHUX
IIOKa3aHb, 0yJI0 TPOBEIEHO 1le OOHEe HEBEJIMKe HEKOHTPOILOBAHE, ajle PaHIOMi30BaHe [OCTigXKeHHS
3 y4acCTIO TAlli€HTIiB 3 TSXKKUM CTYIIeHeM TinepTeH3il (cepeiHe 3HaUeHHsT + CTaHOapTHE BiIXUIEHHS
[iaCTOJIiYHOr0 TUCKY KPOBi cTaHOBUNIO 114,5 + 3,7 MM PT. CT.). Y X0fi LBOTO OOCTiAKEHHS
apTepianbHUN TUCK HOpManidyBaBcsa v 40 % 3 25 malfieHTiB IIpu 3aCTOCYBaHHI [03U JTePKaHIAUIIIHY
rigpoxmopupny 20 Mr 1 pa3 Ha o0y i ¥ 56 % 3 25 marieHTiB npu 3acTocyBaHHi 2 pa3u Ha fo6y 10 mr
JIepKaHIOUITIIHY TiAPOXJIOPULY. Y OABIMHOMY CIIIIIOMY PaHOOMi30BaHOMY KOHTPOJILOBAHOMY
OOCIIiJI?KeHH] Yy MaI[i€HTiB i3 CUCTOJIIYHOIO TiepTeH3i€l0 IePKaHIgUuIiHy Trigpoxiopus eheKTUBHO
3HUKYBaB CUCTOJIIYHUM apTepialbHUM THCK Bil CEpeIHbOTO 3HaYeHHs 172,6 £ 5,6 MM PT. CT. 00
3HaueHHs 140,2 + 8,7 MM pT. CT.

KriHiuHi gocmigXKeHHS 3a y4acTio [iTeld He IPOBOAUINCS.

dapmaxkoKiHemuxka.

Ab6copbirist

JlepkaHIouUIiHY TiAPOXJIOPUL IIOBHICTIO BCMOKTYETHCS IIiC/IA IepOPabHOro 3acTocyBaHHs 10-20 mr, a
MaKcCHUMaJibHa KOHIIeHTpallis y IIJla3Mi KpoBi, gKa cTaHoBUTH 3,30 Hr/mMi + 2,09 ctTaHgapTHOTO
BimxuneHHs Ta 7,66 Hr/Ma + 5,90 cTaHmAPTHOTO BiAXWIEHHS BifIOBIOTHO, MOCATA€ETLCSA yepe3 1,5-3
TOAVHU IIICIISI IPUUOMY.

[IBa eHaHTiOMepH NEPKaHIOUIIIHY HeMOHCTPYIOTh CX0KUYU POQish KOHIEHTpallil y IIa3Mi KpPoBi: 4ac
OOCSATHEHHSI MaKCHMaJlbHOI KOHIIEHTPallil y IJ1a3Mi KpOBi € OQHaKOBUM, MaKCHUMaJlbHa KOHILIEHTpallis
y mna3mi Ta AUC y cepenaboMy B 1,2 pa3sa Builie y (S)-eHaHTioMepa, a epiof HalliBBUBEEHHS BOX
€HaHTIOMePiB B OCHOBHOMY OJJHAKOBUU. B3aeMonepeTBOPEeHHS €HaHTiOMePiB y JOCTiAXKEeHHIX in Vivo
He CII0CTepiramocs.

Bracmigok BECOKOro MeTabos1i3aMy IIpH IePIIOMY ITPOXOMXKeHHI abcomoTHa 6i000CTyIHICT
TEePKaHIUTIHY TigpOXIOPUAY, MPUAHSATOTO MALliEHTOM IiCIsA iy, CTaHOBUTH MpuOnu3H0 10 %, mpu
IILOMy BOHa 3MeHIIyBaach [0 '/, IIbOT0 3HaYeHHH, AKI0 IperapaT 3aCTOCOBYBAIA 3[[0POBi
noOPOBOJIBII HATIIE.



BiogocTynHicTh TepKaHIgUIiHY TigPOXJIOPUAY IiC/s IepopabHOro MPUitoMy 30inbIIyeThCI B 4
pasy, SKIIo M0ro IpUiMaTH He Mi3Hille IK Yyepe3 2 TOOUHY IiCJg BXKUBaHHS AyXKe XKUPHOI 1XKi, TOMy
JIePKaHIOUIiHY TiAPOXJIOPUOY CIIif MpUiMaTH Iepef IPpUMoMOM 1Xi.

Po3mopin
Po3mopin 3 mna3Mu y TKaHUHY Ta OPTaHU € IMIBUOKUM Ta OOIIUPHUM.

Cryminb 3B’sI3yBaHHS JIepKaHiguIiHYy 3 OiTKaMy cUpOBaTKX KpoBi nepesuiye 98 %. OCKinbKu BMiCT
OiNKiB II;1a3MHU y MALi€HTIB 3 TSIXKKUM CTYIIeHEM MOPYIIeHHS (YHKIil HUPOK ab0 MedYiHKU 3MeHIIeHNH,
TO BinTbHa (pakilis JiKapchkoro 3acoby Moxe OyTH 36iblleHa.

BiorpaHcdopmatiis

JlepKaHigumiHy TigpoxJIOpUL akTUBHO MeTaboni3yeTscsa pepMerToM CYP3A4; He3MiHeHUY IIpemnapar
y cedi Ta KaJli He BUSBISETHCS. BiH MepeTBOPIOETHCS T'OJIOBHUM YHHOM Y HEAKTUBHI MeTaboJiTH, i
61113bK0 50 % TPUUHSATOL 403U BUBOTUTHCS 3 OPraHi3My 3 cedero.

ExcnepumenTH in vitro 3 MIOOCHKUMU MIKPOCOMaMU II€YiHKYU IIPONEMOHCTPYBaIH, 1110 JIepKaHIquIliH
newo npurHiuye CYP3A4 ta CYP2D6 nipu korIeHTpauisgx y 160 i 40 pasiB BignoOBigHO BUILIKX, HiXK
1OTO MiKOBi KOHIIEHTPallil y Ija3Mi KpoBi, sIKi JOCATAI0ThCS Micisa 3acTocyBaHHS 0o3u 20 mr. Kpim
IIbOT0, BUBYEHHS B3a€EMO[Iii y JTIofeX JoBeJIo, 10 JIepKaHiguIliH He Mogu(ikye piBeHb Mifa3oamy,
tumnoBoro cyoctpaty CYP3A4, y nnma3mi KpoBi abo MeTomponony, TunoBoro cyocrtpary CYP2D6;
TaKMM YMHOM, [IPX 3aCTOCYBaHHI JIepKaHIAUMIIHY TiIPOXIOpULY Yy TEPAeBTUUYHUX [03aX NPUTHIYeHHS
6ioTpancdopmartii mpenaparis, 1o MetabonizyioTecsi CYP3A4 a6o CYP2D6, ouikyBaTu He Cif,.

Eniminanis
EniMinaris BinOyBa€eThCS TOJIOBHIM YHMHOM 4epe3 OioTpaHchopMmallio.

Cepe[iHiil Yac TepMiHaIbHOI eNliMiHaIllil, 3a po3paxyHKaMu, CTaHOBUTD 8-10 romuH; yepe3 BUCOKY
CIIOPigHEHICTh 3 MimigHUMY MeMOpaHaMu TepaleBTUYHa aKTUBHICTEL TpuBae 24 roguH. [licns
IIOBTOPHOTO 3aCTOCYBaHHS KyMYJISLil HE CIIOCTEPIranocs.

JIiHIMHICTL/HeMHINHICTE

[Ipu nepopabHOMY 3aCTOCYBaHHI JIEPKaHIAUIIHY TigpOXJI0PUAY MOTO KOHIIEHTPaLlis y I1a3Mi KpOBi
He € IIPSMO IIPOTOPLIiMHOI0 10 IPUUHATOL 103U (HemiHilHa KiHeTuKa). ITicnsa npuiiomy 10, 20 i 40 Mr
MaKCHUMaJlbHi KOHIIEHTPAIlil y IIJIa3Mi KPOBi, SIKi criocTepiranucs, Many chiBBigHomeHHS 1:3:8, a
IIJTOIMI ITifT KPUBUMHU 3a/1e2KHOCTi KOHIIeHTPallil Bifl Yacy y Iy1a3Mi Manu criBBigHomeHHS 1:4:18, 1m0
BKa3ye Ha MTOCTYIOBe HaCHUeHHs MeTabo0Ii3My IIpy MepuIoMy IPoXomakKeHHi. TakKuM 4YuHOM,
OiomoCTymHICTE NepKaHiguminy 30iNbIIyETHCSA 3 MiABUILIEHHSIM J03H.

[TogaTkoBa iHbopMallis B 0COO6IMBUX TPyIaX MAIliEHTIB

Byno nokasano, 1m0 ¢papMaKoOKiHETHKA JIePKaHIOUITIIHY y MalLli€HTIiB JIiITHHOTO BiKY Ta y Malli€eHTIB 3i
3HUKEHUMHU MOKa3HWKaMu GYHKIII HUPOK abo meuyinKky 1erkoro abo IoOMipHOTO CTYIEHS TSIKKOCTI
nofiOHa 4o Takol, 110 CIIOCTEPIra€ThCS y 3arajbHil MOMYJIAllii. Y XBOPUX i3 TAXKKUM CTyIIeHEM
nucyHKII HUPOK ab0 Y XBOPHUX, SIKUM IIPOBOASITHCS CEaHCH reMofiianidy, KOHIIeHTpalil JIiKiB Oynu
BuinuMy (mpubmusno 70 %). V xBopux i3 moMipHUM a0 TSIKKUM CTYIEeHEeM MOPYIIeHHS QYHKIII
TeYiHKY CUCTEMHa 6i0IOCTYMIHICTh NTepKaHiguIiny, iMOBipHO, 30iIbLUIYETHCS, OCKIIbKY 3a3BUYail BiH
€KCTeHCUBHO MeTab0Ii3yeThCS Y MediHIli.



IaHi, OTpMMaHi y XO[Ii MOKJIIHIYHUX CTaHIAPTHUX (apMaKOIOTiUHUX OOCIiIKeHb 3 Oe3IeKy,
IOCTiAKeHb 3 TOKCUYHOCTI 6araTopa3oBuX 103, TEHOTOKCUYHOCTI, KaHIIEPOTe€HHOT'0 MTOTeHIIiany, a
TAKO0X PENPONyKTUBHOI TOKCUYHOCTI, BKA3yI0Th Ha BiCYyTHICTh 0COGIMBOI HeOe3MeKH TiKapChKOTro
3aco0y it TIONUHH.

dapmakonoriuHi mocmimkeHHS 3 0e3MeKH, SKi TPOBOAUIIM Ha TBAPUHAX, IT0OKA3ald BiICyTHICTh
BIIJIUBY Ha BeTeTaTUBHY HEPBOBY CHUCTEMY, Ha LIeHTPaJIbHy HEPBOBY CUCTeMY ab0 Ha ITyHKOBO-
KUIIKOBY (YHKIIIO IIPX aHTUTINIEPTEeH3UBHUX A03aX.

3HauHi eeKkTH, SIKi CIIOCTEpiranucs y TpuBaaux OOCHiIKeHHIX Ha IIypax i cofakax, mpsMo abo
no0iyHOo OyJK 1OB’g3aHi 3 BiOMMUM BILJIMBOM BHCOKHUX [I03 @HTArOHICTiB Kasbllifo, TOOTO Oynu
HACJIiIKOM HagMipHO BHCOKOI (hapMaKOOMHAMIYHOI aKTUBHOCTI.

JlepKaHiguIliH He € TEHOTOKCUYHUM Ta He MPOSIBIsiE KaHIIePOreHHOl Hebe3neKwu.
Ha ¢eptunpHicTh i 3aranbHy penpoAyKTUBHY 30ATHICTD y IIyPiB JepKaHIAUIIIH He BIIMBAB.

JIiKyBaHHS JIEPKaHIOUIIIHOM HE MaJio HiIKOI'0 TepaTOTE€HHOTO BIJIUBY V IIYPiB Ta KPOJIiB, IPOTE
BBe[IeHHS BUCOKHUX [[03 V IIyPiB MPU3BOIUIIO J0 3arubesti MOTOMCTBA V Iepefi- i MOCTiMIIaHTaI[inHUuN
nepion, a TAaKOXK IO YIOBLIbHEHHS BHYTPIITHHOYTPOOHOT'O PO3BUTKY.

3acTocyBaHHS BUCOKHUX [[03 JIepKaHigumiHy rigpoxnopuny (12 mMr/kr/mo0y) mif dac moJioTiB Moxke
IIPU3BONUTHU [0 AXCTOIIil. [Ipoliec po3nofminy mepkKaHigumniny Ta/abo #ioro MeTaboiTiB B OpraHiamMi

BaTiTHUX TBAPHUH Ta ix IIPOHUKHEHHS Y MOJIOKO HEe BUBYAJIH.

OuiHKy MeTa0o0JliTiB y TOKCHKOJIOTIUHUX [OCTiAKEHHSIX OKPEMO He ITPOBOAMIIH.

KriniyHi xapaKTepHCTHKH.
IToka3zanHus.

EceHl1ianbHa rinepTeH3is 1erkoro abo moMipHOT0 CTYTIEHS TSIKKOCTI.

IIpomunoka3aHHsA.

- [TigBuilleHa YYTIMUBICTH [0 [i040l pe4oBUHU ab0 10 OyOb-IKOl MOMOMiKHOI peYOBUHU
TiKapchKOro 3acoby (muB. po3min «Ck1a0»).

- OOCTPYKIIist CYO¥H, 110 BUXOMSTE i3 JTIBOTO MITYHOYKA.
- HemikoBaHa 3acTiliHa ceplieBa HEIOCTATHICTE.

- HectabinbHa cTeHOKapmist abo HemogaBHO (mpoTsarom 1 Micsiisg) nepenecenuy inpapkT
MioKappa.

- TsaxxKe nopyueHHS (PyHKIIII EYiHKH.



- Tsxke nopyueHHs: yHKII HUPOK (IIK® < 30 mMi1/xB), y TOMYy YHCIIi ¥ IALi€HTIB, SAKi
3HaXOoOAThCs Ha Aiasmizi.

- OmHOoYacHe 3aCTOCYyBaHH4 i3: cuibHUMMY iHTiIOiTOpaMu CYP3A4, IUKIIOCIOPUHOM, TpeindpyTomM
abo cokoM rpeundpyra (OuB. Po3min «Baaemodis 3 iHWUMU AikapcbKumu 3acobamu ma iHwi sudu
83aeMO0il»).

B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

IIpomunoka3anHs 00 00HO4ACHO20 3aCMOCY8AHHA

Iari6itopu CYP3A4

Bimomo, 1m0 nepkanigumnin MetabomnisyeThes mif BinuBoM hepmenTy CYP3A4, i Tomy inribiTopu
dbepmenTy CYP3A4, 110 3aCTOCOBYIOTECS Pa30M i3 JIEPKaHIOUMIIHOM, MOXKYTh BIIJIMBATH Ha IIPOLEC
1oro Metabomi3mMy Ta emimiHatiii.

HocmimxeHHsT B3aemofii 3 cunbHUM iHTiOiTOpoM CYP3A4 KeTOKOHA30JI0M ITOKa3aa0 3HAYHe
TiIBUINEHHS y M7Ia3Mi KPOBi KOHIIEHTpaIlii mepKaHiguminy (15-pa3ose 36inbimenus 3navenss AUC
(mmormi iy KprBOIO) Ta 8-pa3oBe 30inbINeHHST 3HaUYeHHS C,,, eyToMepa S-TepKaHiguminy).

Crnip yHMKATH OHOYACHOT'0 3aCTOCYBaHHS JiepKaHiguminy 3 iuribitopamu CYP3A4 (Hampuknazg
KETOKOHA30JI0M, iTpaKOHAa30/I0M, PUTOHABIPOM, EPUTPOMIIIMHOM, TPOIEaHOOMIIIMHOM,
KJIapUTPOMIIIMHOM) (OUB. PO3Min «[IpomunokasaHHs»).

HI/IKHOCHOQI/IH

4K ms mepKaHigUIiHy, Tak i A7g IUKIJIOCIIOPUHY CIIOCTepiranocs 30inblleHHs X KOHIIEHTpallii B
IIJIa3Mi B pe3yJibTaTi CYMICHOTO 3aCTOCYyBaHHA. [OCIIIIXKEHHS, 1110 IIPOBOAUIIA Ha MOJIOAUX 3[0POBUX
noOpPOBOBLAX, TOKA3asIo, 10 SKIIO0 IPUHOM IUKJIOCIIOPUHY 3MiMCHIOBABCS Yepe3 3 TOOUHY IiCs
IPUUOMY JIepKaHIAUIIHY, TO KOHLIEHTpallisl JIepKaHiAUMIiHY y I71a3Mi He 3MiHIOBasacs, TOLL 9K
3HaueHHs AUC pmsa uuknocmnopuny 30inbiryBanocs Ha 27 %. OgHak cyMicHUM npuiioMm
JIEPKaHITUIIIHY 3 IUKJIOCTIOPUHOM CIIPUYUHSIE TPUPa30Be 30iIbIIIeHHS KOHIIEHTPAIlil TepKaHiguIiny y
na3Mi Kposi i 30inbirenns: 3HaueHHsT AUC nukimocnopuny Ha 21 %.

LIMKTOCTIOPHH i TIepKaHiguIliH He CIIiJ 3aCTOCOBYBaTHU Pa30oM (IUB. PO3Min «[IpomunoKasaHHsa»).

penndpyT abo cik rpeindpyTa

4K i B iHImIMX gurigponipuauHis, MeTab0i3M IepKaHIIKUIIHY YIIOBIIBPHIOETHCS il BIIJTUBOM
rpeundpyra abo coky rpeindpyra 3 MOHabIIMM ITiIBUIIEHHSM CUCTEMHOI JOCTYIHOCTI
JIePKaHIgUIiHy Ta IIOCUJIEHHSAM TilOTeH3UBHOI fil. JIepKaHIAUIIiH He CIIif IpuMMaTH 3 TPerun@pyToM
abo cokoM rpeindpyra (ouB. po3nin «[Ipomunoka3aHHs»).

OdHouacHe 3acmoCcy8dHHs He peKkoMeHAYeEmbCs

IagykTopu CYP3A4

Ilo omHO4YaCHOT0 3aCTOCYBaHHA JiepKaHiguminy 3 ingykropamu CYP3A4, TakUMU K IPOTUCYIOMHI
3acobu (manpuknan enitoid, penobapbiTan, kapbaMa3zerin) i pudaMIiluH, CIIi TigX0OuTH 3
00€epexkKHiCTIO0, OCKIJIbKM MOXKe 3MEHIIUTUCh aHTUTIePTeH3UBHA [ifl, a apTepiaJibHUM TUCK CIIif



KOHTPOJTIOBATH YaCTillle, Hixk 3a3BuYai (IuB. po3misn «Ocobusocmi 3acmocyB8aHHs»).

AJKOT0JIb

Crnipm yHMKATH BXKWBAHHS aJIKOT'0JII0, OCKIJIbKY BiH MOXKe ITOCHUJIIOBATH [Iil0 CYTUHOPO3UINPIOBAIEHUX
AQHTUTINEePTEeH3UBHUX JTiKapChKUX 3ac0o6iB (OuB. po3min «Ocob.ausocmi 3acmocyB8aHHs»).

3axodu 6e3neku, y momy yucai Kopuz2yeaHHs 003u

Cy6crpatu CYP3A4

Cnig moTpuMyBaTHCh 00€PEKHOCTI IPU OIHOYACHOMY 3aCTOCYBaHHi IepKaHiquIiny 3 iHImuMu
cyoctparamu CYP3A4, TakuMu K TepdeHaguH, acTeMi30, 3 aHTUapuTMiuHUMEU 3acobfamu III Knacy,
TaKHMHU K aMiofapoH, XiHiAWH, COTalOII.

Miga3onam

OpHOYacHe 3aCTOCYBaHHS Mifa3oaMy Ta JepKaHiguminy y mo3i 20 Mr y moOpOBOJIBILB TITHEOTO BiKYy
IPU3BOAUIIO [I0 36inmbIneHHs nTpubnu3Ho Ha 40 % BCMOKTYBaHHS JIEPKAHIMUIIIHY Ta 3MeHIIeHHS
IIBUIKOCTi 0T0 BCMOKTYBaHHS (3 TONUHM 3aMicTh 1,75 TOOUHY [0 HOCATHEHHS MaKCUMaJbHOI
KOHIIeHTpallil). KoHIleHTpallis Miga3ojlaMy He 3MiHIOBanach.

MeTompornon

OpHoYacHe 3aCTOCYBaHHS JEePKaHITUIIIHY Ta MeTOIposiony (B-6710KkaTop, 110 BUBOOUTELCS 3 OpraHiaMy
IlepeBaXHO yepe3 NediHKy) He BUSABUIO 3MiHU 0i0HOCTYNHOCTI METOIIPOJIONY, TOAI K Oi0MOCTYIHICT
JepKaHiguminy 3uuxKyBanacs Ha 50 %. et ehekT Moxke OyTHU OB’ sI3aHUM 31 3MEHIIIEHHSIM
IIe4iHKOBOTO KPOBOTOKY, ITI0 CIIPUYMHSETHCS P-agpeH0bI0KaTOpaMy Ta MOXKe BUHHUKATH IIPH
3aCTOCYBaHHI iHIUX IpemnapariB 1boro Kiacy. OTxke, NTepKaHiguIiH MoxHa 6e3 3acTepekeHb
3aCTOCOBYBaTH i3 B-afipeHOOI0KATOPaMH, ajie Py IIbOMY MOXKe MOTpe0yBaTUCS KOPUTYBAHHS HOT0
L03H.

Hurokcua

OpHOYacCHe 3aCTOCYBaHHS JIEPKaHIAUMIHY y 1031 20 Mr maIieHTaM, sKi IOCTiMHO MpuuManu p-
MEeTUJIIUTOKCHUH, He BUSIBUIIO (hapMaKOKiHeTHYHOI B3aeMmopmil. OmHaK CIIoCTepiramocs migBUIEHHS
C,.ox IMTOKCUHY B cepefHboMy Ha 33 %, Topi sk AUC i HUPKOBUM KJTipeHC 3HAYHO He 3MiHUIUCS.
XBopi, IKi 0MHOYACHO 3aCTOCOBYIOTh JIEPKAHIINITIH i IUTOKCUH, TIOBUHHI Tepe0yBaTH Iif
CYBOPUM KOHTPOJIEM IIIOA0 MOKJIMBOI IIOSIBY O3HAK iHTOKCHUKAIlil IUTOKCUHOM.

O0dHouyacHe 3acmMOCy8aHHs 3 iHWUMU jJiKapcbKumu 3acobamu

OIyoKCeTHH

HocnigxkeHHS OO0 B3aeMoTil 3 hiyokceTuHoM, iHridiTopom CYP2D6 Ta CYP3A4, sike TpPOBOJUIH 3
y4acTIO 300POBUX NOOPOBOJBIIB BiKOM 65 + 7 POKiB (cepenHe 3HAUEHHS + CTaHOAPTHE BiIXUIEHHS)
He BUSIBUJIO KJTiHiYHO 3HauyIoi Mopudikalii papMakoKiHETUKY TepPKaHIOUIIiHy.



LuMeTunuu

OpgHoYacHe 3aCTOCYBaHHS IUMETUANHY Y 0000Bii f03i 800 Mr He CIpUYUHSIE CYTTEBUX 3MiH
KOHIIEHTPallil IepKaHiguIiHy B KPOBi, ane mpu Oinbirii mo3i Tpeda 6yTu 00epeXKHUM, OCKITbKYA MOXKEe
36inpmuTHCS 6i0OOCTYIHICTD i AHTUTINEPTEH3MBHA [is IepKaHIAUIiHY.

CuMBacTaTHUH

Konu nepkaniguniny rigpoxsopup y go3i 20 Mr moBTOPHO OGHOYACHO 3aCTOCOBYBAJIH i3
cuMBacTaTuHOM y 1031 40 Mr, moka3HuK AUC nepKaHiAuIiHy 3MiHIOBaBCS HE3HAYHO, TOMI IK
nokasHuk AUC cuMBacTaTuHy 36ibiryBaBcs Ha 56 %, a moka3Huk AUC aKTUBHOTO MeTaboIIiTy b-
TiOPOKCUKHUCIIOTH - Ha 28 %. MaoiMOBipHO, 1110 TaKi 3MiHU € KJTiHIYHO 3HauymuMu. He
OYiKY€ETBHCS B3a€EMOI], AKIIO JIePKaHIAWIIIH IPHUMaTy BpaHIli, @ CAMBaCTaTHH yBedepi, K Iie
TI0OKA3aHO [IJIs I[bOTO JIIKapChKOTo 3aco0y.

HiypeTuru Ta inribiropu AII®

JlepkaHiguImin MoxHa 6e3IeYH0 3aCTOCOBYBATH Pa3oM 3 fiiypeTuKam# i 3 inribiTopamu AITD.

Inmi gikapceki 3aco6u, 110 BITMBAIOTH HA apTepiaTbHUNA THCK

4K i Ipy 3acTOCyBaHHI iHIMNX TITOTEH3UBHUX JIIKAPCHKUX 3aC00iB, IOCUIEHHS TiIOTEH3UBHOI il
MOZKe CIIOCTepiraTucs IPU 3aCTOCYBaHHI JIepKaHIgUMiHy 3 iHIIUMU TiKapCbKUMU 3aco0aMu, 1110
BIIJIUBAIOTh Ha apTepianbHUN TUCK, TAKUMHU 5K asib(a-010KaTOPH M7 KyIipyBaHHS CUMIITOMIB 3 OOKY
CEYOBUBITHUX LIUISXiB, TPULMKITIYHI aHTUIEIIPECAHTH, HEUPOJIENITUKHU. 3 iHIIOro 00Ky, ocnabneHHs
TinOTEeH3UBHOI [iil MOXKe CIIOCTEePIraTHCS IIPU CyMiCHOMY 3aCTOCYyBaHHI 3 KOPTUKOCTEPOIaMHu.

Oco6 1ueocmi 3acmocy8aHHs1.

CunOpoM cr1abKOoCTi CHHYCOBOTO BY37la

JlepKaHIguIiH CJIifi 3aCTOCOBYBaTH 3 00EPEXKHICTIO XBOPUM i3 CHHOPOMOM CJ1a0KOCTi CHHYCOBOTO
By3Jla, SKUM He IMIIJITaHTOBAHUU KapHiOCTUMYIATOP.

UChYHKITIA JTIBOTO IIITVHOYKA

3 06epexKHICTIO MpU3HAYATH NPY OUCOYHKIII JTIBOTO IITYHOYKA CEPIs, He3BaXKal4yu Ha Te, II0
reMOMHaMiYHO KOHTPOJIbOBaHi NOCTII)KeHHS He BUSIBUJIN XKOJHUX IOPYLIEHDb GYHKIII IUTyHOYKIB.

[memiyHa xBopoba cepist

[TpunyckaeThCs, 10 AesKi AUTiAPOMipUAXHA KOPOTKOYACHO] [Iil aCOIiI0I0TLCS 3 MiABUILIEHUM
CepIIEBO-CYAMHHUM PU3KUKOM Y TAlli€eHTIB 3 illeMigyHO0I0 XBOpo00Io cepisi. He3Baxkaiouu Ha Te, III0
JIePKAHITUIIIH € MperapaToM OOBTOTPHUBAJIOI [Iii, TAKMM XBOPUM JIiIKapCHKHUH 3acib CyIif 3aCTOCOBYBATH
3 00ePeKHICTIO.

IesiKi QUTiIPOMiPUANHY MOXKYTh Y MTOOOMHOKHMX BUIIQAKAX CIPUYNHUTYA BUHUKHEHHS 0010 V¥ OiISHII
cepus abo creHokapmii. [ly»Ke pigko MmaIieHTH 3 yKe HasBHOIO CTEHOKAPMIIE0 MOXKYTh Bi3HA4YaTH
30i/TbIIIEHHS YaCTOTH, TPUBAJIOCTI Ta TSIXKKOCTI 1 HamafdiB. B okpeMux BuIlafKax MOXKe
crmocTepiratucs iHpapkT Miokapaa (muB. po3min «ITobiuHi peakuii»).



3aCTOCYBAHHY IIPHU IOPVIIEHHI GVHKINI HUPOK a00 HeUiHKu

[Tpu niKyBaHHI MAaI[iEHTIB 3 MOPYIIeHHIM (YHKIIii HUPOK Cc/1abKOro 4u IOMiIpHOTO CTYIEHS CIIif
BUSIBIISITH 0COONMMBY 00epekHiCcTh. X0o4a 3BMYaiitHa peKoMeH0BaHa m03a 10 Mr Ha go0y Moxe
HOpPMAJIbHO NTepeHOCUTHCS, [0 30inbinenHs qo3u go 20 Mr Ha fo6y ciif migxoauTy 3 00epPekHiCTIO.

linoTeH3WBHA [is MOXKe IIOCUJTIOBATUCS Y MAIli€HTIB 3 IOMIPHUM MOPYIIEHHSAM (PYHKIIi1 eYiHKY;
OTXKe, B TAKUX BUIIQIKax MOXKe MOTpeOyBaTUCS KOPUTYBAHHS NO3MU.

JlepKaHIiguIiH IPOTUIIOKAa3aHUY MAllieHTaM 3 TSXKKUM IOPYLUIeHHSAM (QYHKIII1 eYiHKu abo HUPOK
(OIK® < 30 my1/xB), y TOMY YKCJIi IallieHTaM, IKi 3HaXOASAThCS Ha fianisi (quB. po3minu «Cnocid
3acmocysaHHA ma 0o3u» i «[I[pomunoKasaHHsa»).

[IepuTOHEaNbHUM Oiami3

3aCTOCyBaHHA JIepKaHIAUIIHY 0B A3aHe 3 PO3BUTKOM IIOMYTHIHHS IEPUTOHEAJIBHOTO BIITOKY Y
nali€eHTiB, sKi nepeOyBaloTh Ha IepUTOHeaTbHOMY mianizi. [IoMyTHIHHS [TOB’sI3aHe 3 MigBUIIEHOI0
KOHIIEHTpALli€l0 TPUTIIILEPUAIB IEPUTOHEAIBHOTO BiATOKY. X04a MeXaHi3M PO3BUTKY HEBIIOMUU,
IIOMYTHIHHS 3HMKA€E HEBOOB3i Mmicis BigMiHU nepKaHiguminy. HeoOxigHO BpaxoByBaTH Iek
B3aEMO3B’S130K, OCKIJIbKY [TIOMYTHIHHS ITePUTOHEATbHOTO BifTOKY MOXKe OyTH ITOMUJIKOBO IPUUHSTO
3a iH(eKIiHNN IePUTOHIT, 10 MOXKe IIPHU3BECTH N0 HeNOTPiOHOI rocmiTanilanii i eMIipuYHoro
IpU3HaYeHHS aHTUOIOTHKIB.

Iugpyktopu CYP3A4

Iapyktopu CYP3A4, Taki K TpOTUCYAOMHI 3acobu (Hampuknag ¢eHiToiH, KapbaMasenin) i
pudamMmIinmH, MOXKYTh 3HUXKYBaTH KOHIIEHTPALIiI0 JePKaHIOguIiHy y m1a3Mi KpoBi, i ToMy
e(peKTUBHICTH [il IepKaHIAUIIHY MOXKe BUSBUTUCS HUXKUYE OUiKyBaHOI (OUB. pPo3Oin «B3aemoodis 3
iHWuMu aAiKapceKuMu 3acobamu ma iHwi sudu 83aemooiil»).

AJKOT0JIb

Crlifi yHUKATH ONHOYACHOTO BXKMBAHHS alKoroJo Ta Jlepkameny® 10, ToMy IO Ije MOXe IIPU3BECTH
10 TIOCUJIEHHS CYOMHOPO3IINPIOBANIbHOI aHTUTINIePTeH3UBHOI il TiKapCchKuX 3ac00iB (OUB. pO3min
«B3aemo0is 3 iHWuMU AiKapcbKuMu 3acobamu ma iHwi sudu 83aemo0iil»).

JlakTo3a

Lle#t mikapchKui 3aci6 MicTUTH TakTO3Yy. [TallieHTH 3 PiIKiCHOIO CIIagKOBOIO HEITEPEHOCUMICTIO
rajlakTo3H, 3arajibHUM AediuToM TakTa3u abo riIroK030-rajJJakTo3HOI0 ManbabcopOilieto He crif
IPUUMATH IeH JTiKapChKui 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BariTHicTb

[aHuX W00 3aCTOCYBaHHA JIEPKAHINUIIIHY BariTHUM XiHKaM HeMae. [[0C/IiiKeHHs Ha TBapUHax He
BUSIBUJIM T€PATOTeHHUX eheKTiB (IUB. MOKIiHIYHI gaHi 3 6e3MeKu), O0HAK BOHU CIIOCTEPIraaucs Mpu
3aCTOCYBaHHI IHIINUX MOXIAHUX OUTIOPONIpUAUHY. JIepKaHIgUIiH He PEeKOMEHYEThCS IPOTATOM
BariTHOCTI abo XXiHKaM PeNnpOgyKTUBHOTO BiKY, SKi He 3aCTOCOBYIOTh KOHTpALIEIIilo.



T'ogyBaHHS TPYOIIO

HeBimomo, 41 BUAINSIOTHCS JIEPKAHIAUITIH/MeTaboiTH y TPYAHE MOJIOKO JIIONUHU. PU3UK mist
HOBOHAPOIKEHUX/HEMOBIIAT He Moxe OyTU BUKIIOUeHUH. JIepKaHiauiH He CJifl 3aCTOCOBYBATH Iifl
yac rogyBaHHS I'PyOALo.

®epTUNLHICTD

KrniniuHi maHi CTOCOBHO JepKaHigUMIiHy BiACyTHI. Y mesKuX MalieHTiB, IKUX JiKyBaau 6710KaTopaMu
KaHaJIiB, MTOBIMOMIISIIOCS PO 000POTHI OioxiMiuHi 3MiHU B T'OJTiBIli CIIepMaTo30ifa, 37aTHI HeTaTUBHO
BIIJINBATH Ha 3allyligHeHHs. [Ipy MOBTOPHUX HEBOANKUX CIIPoOaxX eKCTPAKOPIOPaIbHOI0 3allTiTHEeHHS
Ta IIPY BIACYTHOCTI IHIIWX IIOSACHEHD CJIi B3ATU 0O YBAaru MOXJIMBICTD TOT'O, II[0 IPAUYUHOIO LIUX
HeBOa4y MOXYTh OyTU OII0KaTOPU KaJbIli€eBUX KaHAJIiB.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

JlepKaHigumiH Ma€ He3HAYHUM BIIJIUB Ha 3MATHICTh KEPyBaTU aBTOTPAHCIIOPTOM abo IIpallloBaTH 3
IHIMMMHU MexXaHi3MaMu. [IpoTe ciig OyTH 00epeXHUM, OCKiTbKHA MOXKYTh BUHHKATH 3allaMOPOYEHHS,
aCTeHis, BTOMJ/IIOBAHICTh, @ B PiAKICHUX BUIIafKaxX - COHIUBICTb.

Cnoci6 3acmocyeaHHss ma do3u.

Cmocib 3acTocyBaHHS

3axonu 6e3meKy, SKUX CIIifl OTPHMYBATUCS MIPU MPUoMi JTikapchbKoro 3aco0y abo Ipu IOBOAXKEHH] 3
HUM:

- nmiKapchbKUM 3acib i mpuitMaTH ITepeBaXHO BPaHIli, TPHHAWMHI 3a 15 XBUIUH [0
CHiIaHKY.

- Lleit mikapchbKu# 3acib He citifg mpuiMaTu 3 COKOM IrpeindpyTa (IUB. pO3miIu
«I[Tpomunoka3aHHsa», «B3aemo0dis 3 iHWUMU AiKapcbKumu 3acobamu ma iHwi 8udu 83aemMo0iil»).

o3yBaHHA

PekoMeHpoBaHa fio3a ctaHoBUThL 10 Mr nepopanbHo 1 pa3 Ha mo0y nmprHalMHi 3a 15 XBUNIUH
[0 1ou; 003y MOXKHA MigBUIIXATH [0 20 Mr 3aJIe’XHO Bif iHOUBiAyalbHOL YyTIUBOCTI MaIli€HTa.
[TinOip mo3u Mae OyTH MOCTYIIOBUM, OCKiTbKM MaKCUMallbHa aHTUTINIePTeH3UBHA i MOXe
IIPOSIBUTUCS Yepe3 2 TUXKHI ITiCIId I0YaTKy JIIKyBaHHS.

g mesaxux ocid, y SKUX He BOAETHCS aleKBaTHO KOHTPOJIIOBATH PiBEHb TUCKY OTHUM
aQHTUTINEPTEH3UBHUM IIperapaToM, Moxe OyTH OOIINMbHUM JIiKyBaHHS JIePKaHIgUIiHY rigpoxIopuaoM
pa3oM 3 6710KaTOPOM PB-aipeHOpPeNenToPiB (aTeHO0I0M), OiypeTUKOM (TigpoxiopoTia3um) abo
inri6iTopoM aHTi0TeH3MHIIEPETBOPIOBAILHOTO PepMeHTy (KamTomnpuil abo eHalampu).

OckinbKY KpHrBa 3a/1eKHOCTI «403a-BiANIOBIgb» KpyTa Ta Ma€ I1aTo npu gosax 20-30 wr,
MaJIOMMOBIPHO, 1110 e(eKTUBHICTh OyZe BUIlla IPX 3aCTOCYBaHHI GiNbIl BUCOKUX [03; y TOM Yac 5K



yacToTa no0igHuX ePeKTiB MoxKe 30iMbIIyBaTHCS.

ITauieHmu AimHb020 BiKY: X04a (hapMaKOKIHETUYHI JaHi 1 KJTiHIYHUY JOCBIiT CBigYaTh, 110
KOpUT'YBaHHS 1000BOI 1031 He MOTPiOHe, CIIif IPOsIBIATH 0COONINBY yBary Ta 00epeXKHiCTh Ha
[I0YaTKY JIIKyBaHHS MAli€HTIB JITHHOTO BIKY.

[Tayienmu 3 HUPKOBOI abo neuiHkosow HedocmamHicmro: CIif OyTU 0COONMMBO 00EPEKHUM Ha
II0YaTKY JiKyBaHHS IAIiEHTIB 3 MOPYIIEeHHSIM (QYHKIIii HUPOK a00 IMeYiHKM Bifl IETKOTO 10
IIOMIPHOI'0 CTYIeHs TAXKKOCTI. He3Baxkarwuu Ha Te, 1[0, K [IPaBHUJIO, LIl IallieHTH
IIepPeHOCATh IpenapaT HopMaibHO, 30ibIneHHs 1060B01 103U A0 20 MT CIIifi TPOBOAUTH 3
00€epexkHICTI0. AHTUTINEPTEeH3UBHUY e(eKT MoxKe OyTH ITOCUIEHUH y Talli€HTiB 3
OPYIEeHHAM GYHKIII MeYiHKK, OTKe B TAKUX BUIAKaX HeoOXimHe KOPUTYBaHHS MO3M.

JlepKaHigumiHy rigpoxJIOPH[ MPOTUIIOKa3aHU MaIliEeHTaM i3 TSXKKUM IMOPYIIEHHSAM QYHKIII MeviHKu
a6o 3 TssKKUM nopyimeHHIM Gyl Hupok (IIIK® < 30 m1/xB), y TOMY YHUCJIL TALlEHTaM, SIKi
3HAXOMSTHCS Ha Oianisi (DuB. po3minu «B3aemoldis 3 iHWuMU AiKapcbKuMu 3acobamu ma
iHwi sudu 83aemo0itl» i «Ocobausocmi 3acmocy8aHH»).

Himu.

3acTocyBaHHA NepKaHiAUIiHY AiTAM (BikoM 10 18 pOKiB) He peKOMEHAYETHCS, OCKITBKY BiCyTHIN
KJTiHiYHUY JOCBif.

ITepedo3yeaHHs.

3 micnsApeecTpaliiHOr0 AOCBiAY 3aCTOCYBaHHS JIEPKaHIAUIIIHY BiIOMO IIPO [eKiIbKa BUMAJKiB
nepeno3yBaHHA (miama3oH [03 Bif 30-40 Mr go 800 Mr, y TOMy 4HCIIi TOBifOMJIEHHS IIPO CIIpo0y
camory0OcCTBa).

CuMnToMu

4K i y BUMTaAKy iHIIUX OUTiAPONiPUANHIB, epef03yBaHHs JIePKaHiAUIIIHOM NTPU3BOAUTE 0 HAAMipHOI
nepudepUYHOl Ba3oguIaTallil i3 BUpaxkeHo1 apTepianbHOIO TiMOTeH3i€l0 Ta pedhIeKTOPHOIO
Taxikappiero. OgHaK Py 3aCTOCYBaHHI IIpemapaTy B AyKe BUCOKUX J03aX MOXKJIMBa BTpaTa
nepudepuyHoi BUOIPKOBOCTI, 1110 BUK/IMKA€E OpafguKapmilo i HeraTUBHUM iHOTPONIHUN e(eKT.
Hait6inbir yacTuMy MOGIYHUME pPeakilisMyu, BUKIMKAHUMU ITepefo3yBaHHAM, OyIu apTepiaabHa
rinoTeH3is, 3alTaMOpOYEeHHS, TOJIOBHUY Oisb i BigUyTTs cepuebUuTTS.

JIiKyBaHHSA

[ManieHTH 3 KITiHIYHO 3HAYYILOI0 apTEPialbHOIO TimoTeH3ie0 n0Tpedye aKTHBHOI KapAioBaCKyIsSPHOI
MiOTPHUMKH, 1110 BK/II0YA€E YaCTUX KOHTPOJIb CEPIIEBOl Ta AUXAJIbHOI (PYHKIIil, TOPU30HTAJIbHE
TIOJIOXKEHHS 3 IPUITIIHATUMY HUKHIMU KiHIIiBKAMH, KOHTPOJIb 00’€My IUPKYJII0I0Y0l PiIWHU Ta
niype3y. BpaxoByiouu IpoJIOHTOBaHy (hapMaKOJIOTiuHY Aii0 JIepKaHiANIiHy, BaXK/IMBO CIIOCTEPiraTu 3a
CTaHOM CepIeBO-CYOUHHOI CUCTEeMHU MallieHTa IpUHaWMHI 1poTaroM 24 roguH. OCKiIbKY TiKapChKUM
3acib Ma€ BUCOKUI CTyIiHb 3B’s13yBaHHS 3 O6iTkaMu, fiasni3, iMoBipHO, He O6yne ebeKTUBHUM. Y pa3i
IiI03pU Ha OTPYEHHST CEPEOHBOT0 a0 TSIKKOTO CTYIEeHs CIIOCTEPeXKEHHS 3a CTAHOM IaIlieHTiB i
IIPOBOAMTH Y BiffiieHHi iHTEeHCUBHOI Teparrii.



ITo6iuni peakuii.
3aranpHui npodins 6e3meku

Besmneka 3acTocyBaHHs nepKaHiguminy B 0o3i Big 10 mo 20 Mr oguH pa3 Ha mo0y Oyria oliHeHa IIif
Yac MOABINHO CIIinoro maanebo-KOHTPOIBOBAHOTO KITiIHIYHOTO HOCTigKeHHs (3a y4acTio 1200
TALiE€HTIB, SIKi OTPUMYyBaK JTepKaHiaumiH, i 603 mauieHTis, sKi mpuiiMmanyu nnamne6o), a TaKOX y Xofi
OOBTOCTPOKOBHX HEKOHTPOJIbOBAHUX KIIHIYHUX JOCHIAKEHDb 3 aKTUBHUM MIPeIapaToM IIOPiBHAHHS 3a
y4acTio 3676 malieHTiB, gKi CTpaXXgaloTh Ha apTepiaibHy TillepTeH3ilo i OTpUMyBaiu IepKaHiAUuIiH.

[ToGiyHi peaxiiii, mOBimOMIEHHS PO SIKi Hal4acCTillle OTPUMYBaIX B XOMi KITiIHIYHUX [OCHIIXKEHb i
micnsapeecTpaliiftHoro Harnsany: nepudepudti HabpSKU, TOJTOBHUM 0iflb, MPUIIIKB KPOBi 10 00NIUYYS,
Taxikapmis i mocuneHe cepreduTTs.

Tabnuils mobGiYHUX peakItii

Y HuXK4YeHaBeneHil Tabulli mpencTaBaeHo mo0iyHi peakiril, MOBiHOMIEHHS PO SKi OTPHMAaHO B XO[i
KJIIHIYHUX [OCTIIXeHb 1 JOCBiQy MiCIApeeCcTpaliiHoro Harisigy B YCbOMY CBiTi 1 IIOAO SIKUX iCHYE
OoOTr'pyHTOBaHUM MPUYNHHO-HACIIIZKOBUM 3B’SI30K i3 3aCTOCYBaHHSM IIpelapaTy; BOHU PO3MOLiNeHi 3a
opraHaMu i cucTeMamu opratiB 3rigHo 3 MedDRA Ta 3a 4aCTOTOM0: myxke 4dacTo (= 1/10), gacto

(= 1/100 mo < 1/10), meuacto (= 1/1000 go < 1/100), pigko (= 1/10000 go < 1/1000), myxe pigko
(< 1/10000), HeBigomo (oLiHKa 3a HAsIBHUMU OJaHMMU HEMOXKJIMBA). Y KOXKHIY IPYIIi 3@ 4aCTOTOI0
no0iuHi peaxiiii, 1110 BUHUKAJY, 3a3HAY€EH] Y TOPSOKY 3MEHIIEeHHS CTYTeHS TSIXKKOCTi.

Knacudikamis
MedDRA mozo JacTo HeuacTto Pinko HeBigomo
BIUTUBY Ha CUCTE€MH
i opranu
Po3nanu 3 60Ky [inep4yTIuBiCTH
iIMyHHOI CHCTEMU
Po3namgu 3 00Ky ConoHuu 0ink  [3anmamopoueHHs |COHNIMBICTH,
HEPBOBOI CUCTEMHU HEIIPUTOMHICTh
Po3snanu 3 00Ky Taxikapmis, CTeHOKapmis
cepus [IOCUJICHE
cepreduTTs
Po3snanu 3 60Ky [Tpunnue KpoBi  [[imoTeH3is
CyIUH Mo 00/IMuyYs
Po3snanu 3 60Ky [ucnermncis, broBaHHA, [inepTpodis
[IITYHKOBO-KHUIIIKOBOT O HymoTa, Oinby  |miapes sceH’,
TPaKTy BEPXHIY 4aCTUHI [TOMYTHIHHSA
PKBOTA [IepUTOHEAIbHOTO
BiITOKY'
Po3napgu 3 60Ky [TinBuIIeHHS
MMeYiHKY Ta KOHIIEHTPallil
P’KOBYOBUBIOHUX CAPOBATKOBOL
[IIJIXiB TpaHCaMiHa3u
Po3nanu 3 00Ky BucunaHHs, Kponus'siHKa AHTiOHAOPSK'
[IIKIPY Ta MifMKIPHO- cBepOixK
PKUPOBOI KITITKOBUHU




Po3snanu 3 00Ky Mianriga
CITOJTy4YHOI TKaHUHH,
M’5130BO1 Ta KiCTKOBOI1
CHUCTEM

Po3snanu 3 60Ky [Tomiypist [Tonakiypist
HUPOK Ta
CEeUYOBUBIOHUX IIISAXIB
3aranpHi nopymenHs [[lepudepuunui |AcTeHis, bBinb y rpynax
i mopyieHHs y micui [HaOpsk BTOMJIIOBAHICTb
3aCTOCYBaHHS

' Tlo6iumi peaxiiii, OoTpUMaHi CIIOHTAHHO Y XOMi MicIspeecTpalLiiHOro Haryisioy B yChOMY CBITi.

Onuc okpeMux no6iYHUX peakilin

Y xopni nnaie60-KOHTPOILOBAHUX KITIHIYHUX [OCTiAXKEHb YaCTOTa BUHUKHEHHS TEPUPEPUIHOTO
HabpsKy ctaHoBuia 0,9 % mpu 3acTocyBaHHi nepkaHiguminy B mo3i Big 10 mo 20 mr i 0,83 % mpu
3aCTOoCyBaHHI mane6o. Y cyMapHiit JOCTiTHULBKIN MOMYJISINi, BKITI0Ya0Uy JOBIOCTPOKOBI KITiHiUHi
OOCJIiIKEeHHsI, 4aCTOTa BUHUKHEHHS cTaHoBuIa 2 %.

JlepkaHigumin He Mae 06GiYHOTO BIIJIUBY Ha PiBeHb LYKPY Y KPOBi abo NimifiB y cupoBaTili KPOoBi.
Hesiki gurigpomipuavHy PigKo MOXYTh IPU3BOAUTH 0 600 ¥ AinsgHIN cepiis abo cTeHoKapail. [yxe

PiIKO Y XBOPUX 3 y2Ke HasIBHOIO CTEHOKAPMIIE MoXke 30iMbIIyBaTHCS YacTOTa, TPUBAJIICTh abo
TSKKICTh I[UX HallafiB. MOXyTh CIIOCTEpIraTUCs MOOAUHOKI BUNIAAKHU iHPapKTy MioKapaa.

[ToBigoMIIeHHS PO Mim03pIoBaHi mo6ivHi peakirii

[ToBimomeHHs PO Migo3poBaHi MoGiYHI peakii micisg peecTpaliii 1iKapChbKOro 3aco0y Ma€ BeIUKe
3HauyeHHs. lle m03BOJIsi€ IPOOOBXKYBATU MOHITOPUHT BifHOIIEHHS KOPUCTh/PU3UK JIIKAPCHKOT0
3aco0y. [TpaliBHUKIB MeIMYHOI TajTy3i MPOCSATH MOBIJOMIISITH PO Oyab-gKi Mifo3pioBaHi mobiuHi
peaxiiii yepe3 HallioHaJIbHY CUCTEeMY OTIOBillleHHS.

TepMmiH npugaTHOCTI. 3 POKH.

He 3acTocoByBaTu npenapart IIic/i 3aKiHYEeHHS TEPMIiHY IPUOATHOCTI, 3a3HAUYEHOr'0 Ha yIakKoBIIi!

YmMmoBH 30epirannsi. CrenianbHi yMoBu 30epiraHHs He BUMaraloThcs. JlikapchKuii 3aci6 30epiratu B
OpHUTiHa/lbHIN ynakoBIi. 30epiratu y HEOOCTYIHOMY OJIs OiTel Mici!

YnakoBka. I[To 7, a6o mo 14, abo mmo 15 tabnetok y 6mictepi; 1 6micTep mo 7 TabmeTok, abo 1 yu 2
6micrepu o 14 TabneTok, abo 4 uu 6 6micTepiB mo 15 TabIeTOK ¥ KApTOHHIN KOPOOIIi.



Kareropis Bignycky. 3a pelemnToM.

BupoOHHUK.

BEPJIIH-XEMI AT

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 ajJpeca MicIsi IPOBaKeHHsI Tisl/IbHOCTI.

I'minikep Ber 125, 12489 bepnin, HimeyunHa.

3asABHHK.

Menapini [nTepremonan Onepeiionc Jitokcembypr C.A., JItokceMOypr.

MiCI.le3HaXOJI}KeHHﬂ 3asiBHHKa.

1, ABento me na 'ap, JI-1611, JTrokceMOypr.



