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[loTeHuyiane

Cknap:
itoya pedoBmnHa: cmngeHadiny umTpar;

1 Tabnetka MicTUTb cungeHadiny umTpaTy y nepepaxyBaHHi Ha cungeHadin -
50 mr a6o 100 wmr;

ZornomixkHi pedoBuHM: LENn03a MiKpOKpUCTasiyHa, HaTpilo KpoCKapMmesnosa,
rinpomMenosa, MarHito cTeapaT, KpeMHilo Aiokcuma KonoigHun 6e3BoAHUN, TUTaHy
aiokena (E 171), Tanek, nponineHrnikonb, nonietunenrnikonb 6000 (Makporon
6000), inaurokapMiH (E 132).

Jlikapcbka ¢popma:
Tabnetkun, BKpuUTi 060/10HKOLO.

OCHOBHI piznKo-xiMi4Hi B1aCTUBOCTI:

Tabnetkn kKpyrnoi ¢opmn, BKpUTI 060510HKOKD, 6nakuUTHOro kKonbopy (4ns
Ao3yBaHHA 50 Mr) abo cMHboro konbopy (a9 AosyBaHHA 100 Mr), BepXHS i HUXKHS
NOBEpPXHi AKMX onykni. Ha po3nami npu po3rndgaHHi nig nynow BWUAHO S4pO,
OTOYEHEe OAHUM CYLiSIbHUM LLIapoM.

dapmMmakoTepaneBTUYHa rpyna:
3acobun, WO 3aCTOCOBYIOTLCS MpU epekTunbHin ancdyHkuii. CunaeHadin. Kog
ATX G04B EO3.

DapMaKoJIOridyHi B/1aCTUBOCTI:
QapmakognHamika.

MexaHi3M paii. CungeHadin € npenapaToM ANs nepopasibHOro 3acToCyBaHHS,
NpU3HaAYeHUn ANa NiKyBaHHS epeKTUAbHOI AUChYHKUii. Mpn cTtaTeBoMy 36yAXEHHI
npenapaT BiAHOBJ/IIOE 3HMXEHY epeKTUNbHY (YHKLUIO LASXOM MNOCUNEHHS MPUTOKY
KpOBi 40 neHica.

Qi3ioNoriyHMM MexaHisM, WO 3YMOBJ/IIOE epeKLito, BK/IKOYAE BMBIIbHEHHS OKCUAY
a3oTy (NO) y KkaBepHO3HMX Tinax nig 4ac crateBoro 36yaxeHHs. BuBinbHEHUN OoKCUA
a30Ty aKTMBYE EepMeHT TryaHinaTtumknasy, LWo CTUMYE MiABULLEHHS piBHS
UMKNIYHOro ryaHo3uHMoHodochaty (ufM®) wo, y CBOW 4epry, BUKIINMKAE
po3cnabneHHs rnageHbKoi MyCKynaTypu KaBepHO3HUX Tisl, CApUSOUM MPUTOKY
KpOBi.



CungeHadin € nNOTYXHWUM Ta CcefeKTUBHUM iHribitopom uyIrMOd-cneundiyHoi
docdoaiectepasn 5 (PAES) y kaBepHO3HUX Tinax, ae ®AES5 Bignosigae 3a po3naa
urMo. Edektn cungeHadiny Ha epekuito MakwTb NepudepuyHnin  xapakTep.
CunpgeHadin He YnHUTbL 6e3nocepedHbOI penakcytUoi Aii Ha i301bOBaHIi KaBEpPHO3Hi
Tina nanHU, ane rnoTy>XHO nocuntoe poscnabnotody gito NO Ha gaHy TKaHuHy. Mpu
akTuBauii MetaboniyHoro wnaxy NO/ulMM®, wo BiabyBa€ETbCA NpU CeKCyasnbHiIn
CcTUMynsauii, iHribyBaHHsa cungeHadinom OAES5 npu3soauTb A0 NiABULLEHHS pPiBHS
UM® y KaBepHO3HUX Tinax. TakMMm 4YMHOM, Anda Toro, wob cunaeHadin CnpMYnMHMB
noTpibHUN papMakonoriyHmn edekT, HeobxigHe cTaTeBe 36yAKEeHHS.

Bname Ha dapmakoanHamiky. [ocnigXeHHs in vitro npoaeMoHCTpyBanu, WO
cunpeHadin € cenektmeHuMm ao ®AES5, wo 6epe akTMBHY y4yacTb y Npoueci epekuil.
Edekt cungeHadiny Ha OLAES5 noTyXHiWwuWn, HiXX Ha iHWI BigoMi docdoaiectepasmn.
Llen edpekT y 10 pa3 noTyxHiwnn, Hixx edekt Ha OLE6, wo 6epe yyacTb y npouecax
doTonepeTBopeHHS Yy CiTKiBUi. MpK 3acTOCyBaHHi MakKCUMasbHUX PEKOMEHAO0BAHMUX
A03 CcenekTuBHiICTb cungeHadiny pno OOES5 y 80 pasiB nepeBullye mnoro
cenektusBHictb go ®AE1, y 700 pasis Buwa, Hix go ®AE2, ©O4E3, ®E4, ®LE7,
OOE8, ®AE9, ®AE10 Ta ®AE11. 30KkpeMa cenekTuBHICTb cunaeHadiny ao ®AES vy
4000 pasiB nepeBuWYyE MNOro cenektmeHictb o OAE3 - ulfMO-cneuudiyHoi
i3odopMn docdoaiectepasmn, Wo bepe yyacTb y perynsauii cepueBoi CKOPOTAMBOCTI.

dapMaKoKIiHeTUKA.

Abcopbuis. CunpeHadin wWBMAKO abcopbyeTbcsi. MaKcuMManbHi  NJa3MOBI
KOHUEeHTpauii npenapaTty gocsaratoTbcs npotarom 30-120 xsBunuH (i3 mMeagiaHow 60
XBWAWH) MiCNs MOro nepopasibHOro 3acTtocyBaHHs HaTwe. CepegHsi abcontoTHa
6io40CTYNHICTb NiCNA NepopasibHOro 3acTocyBaHHA cTaHoBUTb 41 % (3 aiana3oHoM
3Ha4yeHb Bia 25 % Ao 63 %). Y pekoMeHaoBaHOMY Adiana3oHi o3 (Bia 25 ao 100 mr)
nokasHmkn AUC Ta Cmax cungeHadiny nicnsg nMoro nepopasibHOro 3aCTOCYBaHHS
NiABULLYIOTBCA NPONOPLIMHO A0 A03MWU.

Mpu 3actocyBaHHi cungeHadiny nig 4yac npumoMy iXi CTyniHb abcopbuii
3HUXYETbCS i3 cepefiHiM NoaoBXeHHSAM Tmax no 60 XBUINH i cepefHiM 3HMXEHHAM
Cmax Ha 29 %.

Po3rnogin. CepeaHin piBHOBaXkHMI 06'eM po3noainy (Vd) ctaHoBuTb 105 niTpis,
WO CBig4YUTbL NpO pOo3MoAin npenapaTty y TKaHWHax opradiamy. llicng ogHOKpaTHOro
nepopasnbHOro 3actocyBaHHsA cungeHadiny B ao3i 100 Mr cepenHs MakCcuMasibHa
3aranbHa naa3MoBa KOHUEHTpauia cungeHadiny crtaHoBuTb npumbansHo 440 Hr/mn
(koediuieHT Bapiauii ctaHoBUTb 40 %). OcKinbku 3B'A3yBaHHA cungeHadiny ta noro
ronosHoro N-gecMmeTun-metabonity 3 6inkamm nnasmm pgocsirae 96 %, cepeaHs
MaKCMManbHa Naa3MoBa KOHUEHTpauis BinbHOro cunaeHadiny gocsirae 18 Hr/mn (38
HMOMb). CTyniHb 3B'A3yBaHHA 3 6inkamMu nNna3mMu KpPOBi HE 3aNeXWuTb Big 3aranbHUX
KOHUeHTpauin cungeHadiny.

Y 3p00poBux A06pOBONbLIB, AKi 3aCTOCOBYBann cungeHadin ogHOKpaTHO B A03i
100 Mr, yepe3 90 XBUIMH B esAKynaATi BU3Havyanocb MeHwe 0,0002 % (B cepeaHbOMY
188 Hr) 3actocoBaHOi A0O3MW.



biotpaHcgopmayis. MeTaboniam cungeHadiny 34iMCHIOETLCA TONIOBHUM YMHOM 3
y4yacTio MikpocoManbHux i3odepmeHTiB nediHkn CYP3A4 (ronoBHuUin wnax) Ta
CYP2C9 (apyropsgHuin wnsx). FOMOBHUMMA UMPKYOKOYMKA MeTaboniT yTBOPHETLCS
wnaxoMm  N-gemetunioBaHHa  cunpeHadiny. CenekTuBHICTb  MeTaboniTy no
BigHoweHHIO o OAES cniBcTaBHa 3 CeNeKTUBHICTIO cungeHadiny, a aKTUBHICTb
meTabonity BigHocHO ®AES5 ctaHoBuTb NpubnnsHo 50 % aKTUMBHOCTI MO4YaTKOBOI
pevyoBunHU. MNna3mMoBi KOHUeHTpauii uboro Metabonity ctaHoBnsaTb npubnansHo 40 %
KOHUeHTpauin cungeHadiny y nnasMi Kposi. N-gemetTnnboBaHnn MeTabonit 3a3Hae
noganbworo metaboniamy, a nepiog MOro HaniBBUBeAEHHS CTaHOBUTb nNpubaunsHo 4
rOANHMN.

EnimiHayis. 3aranbHunii KnipeHc cungeHadiny ctaHoBuTb 41 n/roa, 3yMOB/OOYN
nepioa MOro HaniBBMBeAEHHS TpUBanicTio 3-5 roauH. AK nicna nepopasnbHOro, Tak i
nicns BHYTPILWHbOBEHHOr0 3aCTOCYBaHHA eKckpeuia cungeHadiny y Burnagi
MeTaboniTiB 34INCHIOETBCA TO/IOBHMM 4YMHOM i3 KanoMm (npubnusHo 80 % Big
BBEAEHOI nepopanbHOi A03M) Ta MeHWow Mipoto 3 cedetwo (nNpubnusHo 13 %
BBeAEHOI nepopasibHOI A03M).

dapMmaKoKiHeTUKa B 0CO6IMBUX rpyn rnayieHTIB.

layieHTy JIITHbOro BiKYy. Y 340poBuUX A06pOBOSbLLIB NiTHLOrO BiKy (BikoM Big 65
POKiB) BiA3HAYanoOCA 3HWMXXEHHS KipeHcy cungeHadiny, wWwo 3yMOBOBaNo
NigBUWEHHS NJA3MOBUX KOHUEHTpauin cunaeHadiny Ta Moro aktuBHoro N-
AeMeTunboBaHoro metabonity npubnmnsHo Ha 90 % nMOpIBHSAHO 3 BiANOBIAHMMMU
KOHUEHTpauisMn y 340poBuXx Aob6poBonbuiB Monoaworo Biky (18-45 pokiB). Y
3B'SI3KY 3 BIKOBUMMW BiAMIHHOCTSIMM Yy 3B'a3yBaHHi 3 6ifKaMM njaa3Mu  KpoBi
BiANOBiAHE NiABULWEHHS MAa3MOBOI KOHUeEHTpauii BilbHOro cungeHadiny craHoBUNO
npnbansHo 40 %.

HupkoBa HegoctaTHicTb. Y p[O6pPOBOMbLUIB i3 MOPYWEHHAMU (QYHKUIT HUPOK
nerkoro Ta noMipHoro ctyneHsa  (knipeHCc  kpeaTuHiHy  30-80  mn/xB)
dapmakokiHeTMKa cunpeHadiny 3anumuwanacs He3MiHHOK MiCNsg MOro OAHOKPAaTHOro
nepopasnbHOro 3acrocyBaHHs Yy pno3i 50 wMr. CepepgHi AUC Ta Cmax N-
AeMeTuNboBaHOro MeTtabonity niasumwyBanuca Ha 126 % Ta 73 % BianosigHoO
NMOPIBHSAHO 3 TaKMMKM MNOKa3HWKaMu y A06pOBOMbLIB Takoro X Biky 6e3 nopylleHb
dyHKUIi HMpokK. OagHaK yepe3 BMUCOKY iHAMBIAYyanbHY BapiabenbHiCTb Ui BigMIHHOCTI
He O6ynuM CTaTUCTUYHO 3Hayywmmn. Y p[06poBONbLIB i3 TAXKUMU MNOPYLUEHHSAMMU
dyHKUIT HUpoK (KnipeHC KpeaTuHiHY Hwx4ye 30 MA/xXB) KipeHC cungeHadiny
3HWXXYBABCH, WO Npu3Boanao Ao cepeHix niasuweHb AUC Ta Cmax Ha 100 % T1a 88
% BIigNOBIAHO MOPIBHAHO 3 A06POBONBLUAMKM Takoro X Biky 6e3 nopylweHb GYHKLUIT
HMpok. KpiMm TOro, 3HauyeHHa AUC Ta Cmax N-geMeTunboBaHoro metabonity
3Hauyuwe nigsuwysannca Ha 79 % T1a 200 % BignosigHo.

[leyiHkoBa HeaocTaTHiCTb. Y [O6pOBOMbLUIB i3 LMPO30OM MNEYiHKU Nerkoro Ta
nomipHoro ctyneHsa (knacie A Ta B 3a knacudikauiero Yanmnga-N'w) knipeHc
cunpeHadiny 3HuXyBascs, Wo npussoamno Ao niasuweHHa AUC (84 %) ta Cmax
(47 %) nopiBHSAHO 3 A06pOBONLUSAMM aHaNOr4HOro Biky 6e3 nopyweHb (QYHKUiN



nedviHkn. @®apMakokiHeTMKa cungeHadiny y nauieHTiB i3 NOpyLeHHSMU YHKLUIN
NeYiHKKN TSXKOro CTyrneHs He BMBYanacs.

lNMoka3aHHsA:

MNpenapaT peKOMEHAYETbCA 3acTOCOBYBATM  YOSIOBiKAaM 3  €peKTU/IbHOK
ANCOHYHKLIED, SKa BU3HAUYAETLCA K HE3AaTHICTb AocartM abo niaTpuMaTn epekLito
CTaTeBOro 4sieHa, HeobXiAHy AN YCnillHOro CTaTeEBOro aKTy.

Ons edpekTUBHOI Aii npenapaTty noTpibHe cTaTeBe 36yaXKEeHHS.
fMpoTnnokasaHHsA:

MiagBneHa YyTAUBICTb A0 aKTUBHOI peyoBMHU abo A0 6yab-SKOi 3 AOMOMIDKHUX
peyoBUH npenapary.

OaHo4yacHe 3acToCyBaHHS i3 AOHOpaMM okcumay a3oTy (TakMMKU K aMinHITpuT)
abo HiTpaTtamn y 6yab-sKin opMi NpoTMNnoKasaHe, OCKiSibKK BiAOMO, WO cunaeHadin
Ma€E BMJNB Ha LLTAXN meTaboniamy okcuay a30TYy/UMKIYHOIro
ryaHosnHMoHodocdaTy (UFM®) Ta NOTEHUIIOE MiNOTEH3UBHUI edeKT HiTpaTiB.

OpHo4yacHe 3acTtocyBaHHSA iHribiTopie ®OES5 (y TOMYy uucni cungeHadiny) 3i
CTUMYIATOPaMK ryaHinatumknasu, TakmMmn 9K piouuryaT, NpoTUNOKasaHe, OCKIiNIbKK
MOXXe MpU3BeCcTU A0 CUMNTOMATUYHOI rinoTeHsii (amB. po3ain «B3aemopis 3 iHWUMK
NniKapCcbKMMKM 3acobamum Ta iHLWI BUAW B3AEMOAIN>»).

CTaHn, Npn sSKMX He peKkoMeHAOBaHa CTaTeBa aKTMBHICTb (Hanpuknag, TSaXKi
cepueBoO-CyAMHHI po3naan, Taki aK HectabinbHa CTeHoKapAais Ta cepuesa
HEeAOCTaTHICTb TSXKOr0 CTYyMeHs).

BTpata 30py Ha OAHEe OKO BHAC/MIAOK HeapTepianbHOI nepenHbol ilWeMidyHol
HenponaTii 30pOBOr0 HepBa, He3aseXxHo Bi4 TOro, nos's3aHa Uusd naTtosoria i3
nonepeaHiM 3acTocyBaHHAM iHribiTtopis ®AES5 uun Hi.

HasfABHICTb TakuMX 3axBOpPHOBaHb HAK MNOpPYyLWeEeHHS @YHKUIT NeYiHKU TSXKOro
CTyneHs, apTepianbHa rinoTeHsia (aptepianbHUM TUCK Hwx4de 90/50 MMm. pT. cT.),
HeloAaBHO rMepeHeceHnn iHCyNnbT abo iHdapkT Miokapga Ta BiAOMi cnagKoBi
AereHepaTUBHI 3axXBOPKOBAHHSA CIiTKIBKW, TaKi K MNIrMEHTHUW peTUHIT (HeBenuka
KiNIbKICTb TakuUX MaUIEHTIB Ma€E reHeTu4Hi posnaam docdoaiectepas CiTKiBKU),
OCKinibkn 6e3neka cungeHadiny He AocniaxXyBanacs y Takux niagrpynax naui€eHTiB.

B3aemogia 3 iHWNMK nnikapCbkMMm 3acobamm 1a iHWIi BUAN B3a€EMOLIN:
Edektn iHWKUX nikapcbkux 3acobie Ha cunaeHadin.

[JocnigxeHHsa in vitro. Metaboniam cungeHadiny BiabyBa€eTbCs nepeBaxkHO 3
yyacTio izopopmn 3A4 (ronoBHUn wnax) Ta isodpopmm 2C9 (ApyropsaHuMn WASX)
untoxpomy P450 (CYP). ToMmy iHribiTopy umx i30dpepMeHTiB 34aTHI 3HUXYBATU
KnipeHc cungeHadiny, a iHAYKTopu uMx i3o0pepMeHTiB MOXYTb MigBULLYBATU KNipeHC
cunpeHadiny.

AocnigxeHHsa in vivo. [lonynauitHunm @apMakoKiHETUYHUIWM aHaniz  AaHuX
KNiHIYHWUX [ocnigXXeHb NPOAEMOHCTPYBaB 3MeHLEeHHs KiipeHcy cungeHadiny npu
Moro ogHo4YacHoMy 3acTtocyBaHHi 3 iHribitopamn CYP3A4 (TakKMMKU sIK KETOKOHA3071,



€PUTPOMIUMH, UMMEeTMAMH). XOo4a Npu OAHOYACHOMY 3aCTOCYBaHHIi cungeHadiny Ta
iHri6iTopie CYP3A4 3pocTaHHA 4acTtoTu nobiyHUX SBULL He cnocTepiranocs, cnig
PO3rNSHYTU MOXJ/IMBICTb 3aCTOCYBaHHS NOYAaTKOBOI 403U cungeHadiny 25 mr.

OagHo4vacHe 3acTocyBaHHS  iHribiTopy BlJl1-npoTea3n puToHaBipy, AyXe
NOTY>XHOro iHri6itopy P450 y cTaHi piBHOBaxHoi KoHueHTpauii (500 mMr 1 pa3 Ha
noby) ta cungeHadiny (pasosa gosza 100 mr), npussoamno Ao niasuweHHs Cmax
cunageHadiny Ha 300 % (y 4 pa3un) Ta niasmuweHHa nna3mosoi AUC cunageHadiny Ha
1000 % (y 11 pasiB). Yepe3 24 roavHM nnasMmoBi piBHI cungeHadiny Bce we
ctaHoBuan npmbnmsHo 200 Hr/MA nNOpiBHAHO 3 piBHeM npubnansHo 5 Hr/mn,
XapakTepHUM Af8 3aCTOCyBaHHSA cungeHadiny OKpeMo, Wo BiAMoOBiAAE 3HAYHOMY
BMJIMBY PUTOHAaBiIpy Ha WMpoKui cnekTp cybctpaTtiBs P450. CungeHadin He BNAMBaE
Ha QapMaKoKiHETMKY pUTOHaBipy. 3 ornsgay Ha Ui dapMakKoOKiHETUYHI AaHi
oAHOYacCHe 3acTOoCyBaHHSA cungeHadiny Ta puUTOHaBipy He pekoMeHAYeTbCsa (AuMB.
po3ain «OcobnBOCTI 3acTOCyBaHHA»); Y O6yAb-AKOMY BUMAAKYy MakKcMManbHa [03a
cunpgeHadiny 3a XogHux obCTaBMH He Ma€e nepesuwyBatn 25 Mr npoTtsarom 48
rOAVH.

OpnHouacHe 3acTocyBaHHSA iHribiTopy BIJl-npoTea3sn cakBiHaBipy, iHribiTopa
CYP3A4, y no3si, wo 3abe3neyye piBHOBaxHy KoHueHTpauito (1200 Mr Tpuui Ha aoby)
Ta cunpgeHadiny (100 mMr pasoBo) npm3Boanao A0 niasuweHHa Cmax cunaeHadiny
Ha 140 % Ta 36inbweHHa cncteMHol ekcno3uuii (AUC) cunpenadiny Ha 210 %. He
BUAB/IEHO BMMBY cungeHadiny Ha QapMakoKiHEeTUKY cakBiHaBipy (AWB. po3ain
«Cnoci6 3acTtocyBaHHS Ta Ao3wm»). lNepenbavaerbcs, wo 6inbl MOTYXHI iHri6iTOpU
CYP3A4, TaKki K KeTOKOHa30/ Ta iTpakoHason, 6yayTb MatTm 6inbl BUpaXKeHuin
BMJIMB.

Mpwn 3actocyBaHHi cunageHadiny (100 Mr pa3oBo) Ta epUTPOMILMHY, NMOMIPHOro
iHri6itopy CYP3A4, y piBHOBaxHOMY cTaHi (500 Mr asiui Ha poby npotarom 5 aHiB)
cnocTepiranocs NigBULLEHHSA CUCTEMHOI eKkcno3unuii cungeHadiny Ha 182 % (AUC). Y
300poBUX A06POBOSbLLIB YONOBIYOI CTaTi HE CrocTepiranocs BNAWMBY a3uUTPOMIUMHY
(500 mr Ha poby npotsarom 3 mi6) Ha AUC, Cmax, TmaX, KOHCTaHTy LWBUAKOCTI
eniMiHauii Ta noganblWni nepioa HaniBBUBeAeHHS cungeHadiny abo Moro ronoBHoOro
umpkyntdoro  Metabonity. UumetrmamH  (iHribitop  uutoxpomy P450 Ta
HecneundiyHun iHribitop CYP3A4) y no3i 800 Mr npn oagHO4YaACHOMY 3aCTOCYBaHHi i3
cungeHadinom y gosi 50 Mr y 3goposux gobposonbuiB Npu3soanB A0 NiABULLEHHS
NAa3MoOBUX KOHLUEHTpauin cungeHadiny Ha 56 %.

penndpyToBun Cik € cnabkmm iHribitopom CYP3A4 y CTiHUI KUWEYHUKY i MOXe
CNPUYMHUTK MOMIpHE NiABULLIEHHS piBHIB cungeHadiny y nnaa3sMi Kposi.

OnHOKpaTHe 3aCTOCYBaHHSA aHTauMaHuX 3acobiB (MarHito rigpokcuay/antoMiHito
riapokcuay) He BNAMBano Ha 6io40CTYNHICTb cunaeHadiny.

Xo4ya pgocnigxeHb cneundivyHoi B3aeMoaii 3 yciMa fnikapcbknMm 3acobamy He
npoBoaunu, 3a JAaHNUMU nonynsiuinHoro dhapMaKOKIHETUYHOIO aHanisy
dapmakokiHeTMKa cunpgeHadiny He 3MiHOBanacs npm  MOro  OAHOYACHOMY
3aCTOCYBaHHI 3 nikapCbKMMKU 3acobamu, WO HanexaTtb A0 rpynu iHribiTtopis CYP2C9
(TonbyTamin, BapdapuH, @eHiToiH), rpynu iHribitopis CYP2D6 (Takmnx sk cenekTUBHI



iHFIBITOPN 3BOPOTHOrO 3axOMNJAEeHHSA CEPOTOHIHY, TPUUMKAIYHI aHTuaenpecaHTn),
rpynu Tia3nmgHux Ta Tia3maonodibHMX AiypeTukiB, NeTnbOBUX Ta Kaninsbepiratoumx
AiypeTukiB, IHri6iTOpiB aHrioTeH3MHNEpPEeTBOPOBASIbHOMO (epMeHTy, aHTaroHicTiB
KanbLilo, aHTaroHicTiB 6eTta-agpeHopeuenTopiB abo iHAykTopiB meTtabonizamy CYP450
(Takmx sk pudamniumH, 6apbitypaTtn).

Y xopi focnigXeHHs 3 y4yacToo 340poBuxX A06pOBO/bLUIB-YOMO0BIKIB O0AHOYACHEe
3aCTOCYBaHHS aHTaroHicta eHaoTeniHy 6oceHTaHny (noMipHun iHaoykTop CYP3A4,
CYP2C9 Ta, moxnueo, CYP2C19) y piBHOBaXXHOMY CTaHi Ta cungeHaodiny vy
piBHOBaXXHOMY CTaHi npussoanno Ao 3HmxeHHs AUC ta Cmax cungeHadiny. Tomy
OAHOYaCHe 3aCTOCYBaHHSA TakuMX MNOTYXHuX iHAYKTOpiB CYP3A4 ak pudamniH Moxe
npm3BoanTn A0 6inbll BUPAXKeHOro 3HMXXEHHS KOHUeHTpauii cungeHadiny y nnasmi
KpOBi.

Hikopanaun asnde coboto ribpma aktmBaTopa KanbUIiEBUX KaHaniB Ta HiTpaTy.
HiTpaTHMN KOMMNOHEHT 3YMOBJIIOE MOXJ/MBICTb MO0 Cepro3HOi B3aeMoaii 3
cunpeHadinom.

BrinuB cusgeHaginy Ha iHLWi 1ikapCbKi 3acobu.

[AocnigxeHHs in vitro. CungeHadin - cnabkuin iHriéitop izodopm 1A2, 2C9,
2C19, 2D6, 2E1 T1a 3A4 uutoxpomy P450 (IK50 > 150 MKMonb). OCKifibKM MiKOBI
naa3MoBi KOHUeHTpauii cungeHadiny [OpiBHIOWTbL MpubanM3Ho 1 MKMONb, BMMB
npenapaTy Ha KjipeHc cybcTpaTiB UMX i30pepMeHTiB MasloMMOBIPHUNA.

BiacyTHi AaHi woao B3aemoaii cmngeHadiny ta Takux HecneundivyHuxX iHribitopis
docdoaiectepasu gk TeodiniH Ta Aunipuaamon.

AocnigxeHHs in vivo. Ockinbkyu BigoMO, WO cungeHadin Mae BMAMB Ha
meTaboniaMm okcumay asoTy/UMKNIYHOro ryaHo3uHMoHodocdaty (ufMod), 6yno
BCTAHOBJIEHO, WO UeW npenapaT MOTEeHUIOE rinOTEH3MBHY Ail0 HiTpaTiB, TOMY WOro
oAHOYacCHe 3aCTOCyBaHHS 3 AOHOpaMM oKCuAy a3o0Ty abo 3 HiTpaTamu y 6yab-sKin
dopmi npoTnnokasaHe (AnB. po3ain «lMpoTUNoKasaHHa»).

PiounryaT. JOKNiHiIYHI AOCNigKEeHHS NpOAEMOHCTpyBann aAUTUBHUIA CUCTEMHUN
edeKT 3HUXEHHS apTepiasbHOro TUCKY MpU OAHOYACHOMY 3aCTOCyBaHHI iHri6iTopis
OOES5 3 pioumryatoM. KniHidHI gocnig)XeHHs NpoAeMOHCTpyBanu, Wo piouuryart
NMOCUNIOE TiNOTEH3UBHY Aito iHribitopie ®AES5. Y nauieHTiB, sKki 6pann y4yactb y
AOCMIAXEHHI, He cnocTepiranocs NO3MTUBHOIMO KJliHIYHOrO edekTy Bi4 0AHOYACHOro
3aCTocyBaHHsa iHribitopie ®AE5 3 pioyuryatom. [IpoTMnokasaHe oAHo4YacHe
3aCToCyBaHHSA piounryaTty 3 iHribitopamn O®AES5 (y ToMy uuncni cungeHadinom) (ams.
po3a4in «MpoTunokKasaHHsa»).

OnHovacHe 3aCTOCYBaHHS cunpeHadiny Ta 6nokaTtopis anbda-
ajpeHopeuenTopiB MOXe NpPUM3BECTU A0 PO3BUTKY CUMNTOMATUYHOI TriNOTeH3il Yy
AEAKNX CXUNbHMX A0 UbOro nmnauieHTiB. Taka peakuia HanyacTiwe BMHMKANA
npoTaromMm 4 roguvH nNicna 3acTtocyBaHHA cunaeHadiny (amse. po3ginm  «Cnocib
3aCTOCyBaHHA Ta [o3u» Ta <«0cobnmBOCTi 3acTtocyBaHHsS»). [lpn ogHOYaCHOMY
3aCTOCyBaHHi cunaeHadiny Ta AOKCA303MHY Yy Maui€eHTiB, cTabinizauia craHy sSKux



byna gocsarHyTa npu 3acToCyBaHHi AOKCA303UHY, iHOAI NOBIAOMNSANOCSA NPO PO3BUTOK
CMMMNTOMATUYHOI OPTOCTATUYHOI riNOTEH3ii. Y uUMX NOBIAOMJIEHHAX WMLWNOCA Mpo
BUMNAAKWN 3anaMOpPOYeHHS Ta CTaH nepea HenpuUTOMHICTIO, ane 6e3 cMHkone.

He cnocTtepiranocs XoOAHWMX 3HaAYywMX B3AEMOAIN nNpU  OAHOYACHOMY
3acTtocyBaHHi cunpgenadiny (50 mr) i Tonbytamigy (250 mr) abo BapdapuHy (40 mr),
wo MeTtabonizytoTbca CYP2CO.

CvnpgeHadin (50 w™Mr) He npusBoAMB A0 TMOAOBXEHHS 4acy KpoBoTeui,
CNPUYMHEHOIT 3aCTOCYBaHHSAM aueTunicaniunmnoBoi kuciotm (150 mr).

CunpeHadin (50 Mr) He noTeHUilOBAB riMOTEH3MBHY Ail0 afKOrosaw 340p0BUX
A06poBOIbLUIB NpU CepeaHiX MakCUManbHUX PiBHAX eTaHony B Kposi 80 mr/an.

Y nauieHTiB, £AKi 3actocoByBanun cungeHadin, He Ccrnoctepiranocs >XOAHUX
BigMiHHOCTEN npodinto NobiyHMX edekTiB MOpiBHSAHO 3 nnauebo npu ogHOYACHOMY
3aCTOCYBaHHI TaKMX KJ/aciB TFiNOTEH3MBHUX NiKAapCbKUX 3acobiB sK AiypeTuku,
6nokaTtopu 6eta-agpeHopeuenTopis, iHri6iTopn AMN®, aHTAroHICTM aHrioteH3sunHy II,
aHTUriNepTeH3uBHI NikapcbKi 3acobu (CyaMHOPO3LWMPIOBANbHI Ta UeHTpanbHoI Aii),
6nokaTopu agpeHepriyHMxX HeMmpoHiB, 6/10kaTOpU KanbUiEBMX KaHanie Ta 6sokaTopwu
anbda-agpeHopeLenTopiB.

CunpgeHadin y posi 100 Mr He BnaAvMBaB Ha (QapMaKOKIHETUYHI MOKA3HUKMU
iHri6iTopiB BIJI-npoTea3un, cakBiHaBipy Ta pUTOHaBipy, siki € cybctpatamn CYP3A4.

Y 3p0poBMX A06poBOMbLUIB 4OMOBIYOI CTaTi 3acToCyBaHHA cungeHadiny y
piBHOBa)>XHOMY CTaHi npu3soanno Ao niasmuweHHs AUC ta Cmax 6oceHTaHy.

Oco6/1MBOCTIi 3aCTOCYBaHHS:

o nouaTky Tepanii cnig 3i6bpatM MeaAMYHUN aHaMHe3 NauieHTa Ta NpOBeCcTU
diznkanbHe obCcTexeHHsa AN AiarHOCTUKU epeKTUNbHOT ANCHYHKUIT Ta BUSHAYEHHS i
MOXJIMBUX MPUYNH.

dakTopn pU3MKY CepueBO-CYAUMHHMX 3axBoptoBaHb. OcCKinbkn cTaTteBa
AKTUBHICTb CYNpPOBOAXYETLCS MEBHUMM PU3NKOM 3 60Ky cepus, A0 noyaTky 6yab-
SIKOr0 NiKyBaHHSA epeKTWIbHOI AUCHYHKUIT Nikap Ma€E oOuiHUTM CTaH CcepueBo-
CYAMHHOI cucTeMu nauieHTa. CungeHadin YMHUTb CYAMHOPO3LWUMPIOBaNbHY Aito, WO
NPOSIBASIETbCS JIerKMM Ta KOPOTKOYACHUM 3HWXKEHHSIM apTepiasbHOro TUCKY (AuB.
po3ain «®apMmakoauMHamika»). [Jo npuaHadeHHA cungeHadiny nikap Ma€ peTesibHO
3BAXWUTU, YN MOXeE Takuin edeKT HeCnpUSaTIMBO BMJMBATU HA MNALIEHTIB i3 NEBHUMMU
OCHOBHMMM 3aXxBOplOBaHHAMKU, 0cobnMBO y KOMbiHaUil 3i cTaTeBol aKTMBHICTIO. [0
nauieHTIiB i3 NiABULLEHOK YYT/IMBICTIO 4O BasoAMNaTaTopiB HasexaTb NauieHTU 3
06CTpYyKLUi€ED BMBIAHOMO TpaKTy NiBOro wnayHoyka (Hanpukiag CTEHO3 aopTy,
rineptpodiyHa ob6CTpyKTMBHA KapaiomionaTis) abo nauieHTn 3 piagKiCHUM CUHAPOMOM
MY/bTUCUCTEMHOI aTpodii, 0OA4HMM i3 MPOSBIB SKOI € TSXKKE MNOPYLUEHHS perynsuii
apTepianbHOro TUCKy 3 60Ky BeretaTUBHOI HEPBOBOI CUCTEMMU.

CungeHadin nNOTeHUIl0E riNnOTEeH3MBHUMW  edeKT HiTpaTiB (AMB.  po34in
«[MpoTnnoKasaHHsa»).



Y NOCTMapKeTUHroBOMY nepioAi NOBIiAOMAANOCA MPO TAXKi NobiuHi peakuii 3
6oKy cepueBO-CYAMHHOI CUCTEMM, BKAO4Yatun iHdapKT Miokapaa, HecTtabinbHy
cTeHokapaito, PCC (panTtoBy cepueBy CMepTb), LWJIIYHOYKOBY apuUTMito,
LepebpoBacKkynsipHi KpOBOBWAMBMK, TPAH3UTOPHY ilUEeMiYHYy aTaky, apTepianbHy
rinepTeH3ilo Ta apTepianbHy rinoTeH3ito, AKi 3a 4yacoM 36iranncsa i3 3acToCyBaHHSAM
cunpeHadiny. Y 6inblwoOCTi nauieHTiB, ane He y BCiX, iCHyBanun @akTopu puU3uKy
cepueBo-CyaAMHHUX 3axBoploBaHb. barato Takmx Nob6iYHMX peakuin cnocrepiranocs
nig 4ac abo ogpasy nicnsg CtateBoro akTy, i KWe Kinbka Tpanunocs HeBAOB3I Nicns
3aCToCyBaHHA npenapaTty 6e3 ctaTeBOi aKTUBHOCTI. TOMY HEMOXIMBO BU3HAYUTU, YN
NOB'A3aHNMN pPO3BUTOK Takux MobiYHMX peakuin 6esnocepeaHbo 3 dakTopamum
PU3NKY, YN iX PO3BUTOK 3YMOBJIEHUN IHWNMU YNHHUKAMMN.

MpianiaMm. 3acobu ana nikyBaHHSA epekTUNbHOI ANCHYHKUII, Y TOMY 4ucni 1
cunpeHadin, cniga  npu3Hadatn 3  O06EepexHICTI0O nauieHTaM 3  aHaTOMiYHMMKU
aAedopmauisMmm neHica (TakMMM SIK aHrynsuia, KkasepHo3Hun ¢ibpo3 abo xBopoba
MenpoHi), abo nauieHTam 3i cTaHaMu, WO CNPUAIOTb PO3BUTKY MNpianiaMy (TakMMm siK
cepnonoAibHOKNITUHHA aHeMisi, MHOXWHHA MiefioMma abo nenkemis).

[Micng Buxo4y npenapaTy Ha PUHOK MNOBIAOMAANOCA MPO BMNAAKW MOAOBXEHOI
epekuii Ta npianiamy. AKWO epekuis TpuBa€E 6inbll HIX 4 roguHW, NauieHTaMm cnig
HeramHoO 3BEepHYTUCS 3a MeAMYHOK A0MNoMorow. Y pasi BiACYTHOCTI HeramHoro
NiKyBaHHS rnpianisaM MOXe NpuU3BeCTU A0 NOLWKOAKEHHSA TKaHMH rMeHica Ta A0 CTinKoi
BTPATU MOTEHUIT.

OpgHo4yacHe 3acToCcyBaHHSA 3  iHWMMKM iHribitopamn OAE5 abo iHWuMK
npenapaTtamMm Ans NiKyBaHHA epekTUNbHOI AUCHYHKUII. be3neka Ta edeKTUBHICTb
OAHOYACHOro 3aCToCyBaHHSA cungeHadiny 3 iHWUMKM iHribitopamm OOE5 abo iHWKMMK
npenapataMu ANs NiKyBaHHS rinepTeH3ii nereHeBoi apTepii, aKi MicTaTb cungeHadin
(Hanpuknag PeBauwo), abo 3 iHWKMMKM NpenapaTtaMu AN NiKyBaHHA €peKTWUSIbHOI
AMCHYHKLIT He  BMBYANIMCA, TOMY  3aCTOCyBaHHA  Takux  KoMb6iHauin  He
peKkoMeHAOoBaHe.

Bnave Ha 3ip. CnoHTaHHI NOBIAOMNEHHS MPO BUHUKHEHHSA AedekTiB 30py
HaAXoAMNN acOLINOBAHO i3 3aCTOCYBaHHAM cungeHadiny Ta iHwwuXx iHribitopis ®OES
(am.. po3ain «MobivHi peakuii»). NMpo BUNagkn HeapTepianbHOI NepeaHbOoi ieMivyHOol
HenmponaTii 30pOBOro HepBa, WO € PpiAKICHUM CTaHOM, HAAXOAWIM CMOHTaHHI
NOBIAOMJIEHHS Ta MOBIAOMNANOCA Y HaArng4oBOMYy AOCAIAXKEHHI acouinoBaHo i3
3aCToCyBaHHAM cungeHadiny Ta iHwux iHribitopie ®AES5 (ame. po3ain «lMobiyHi
peakuii»). lMauieHTiB cnig nonepeaMTn, WO Yy pasi panToBOro MOPYLWEHHS 30py
3aCTOCOBYBaHHA npenapaTy cnig npunuMHUTKM Ta HeramHo 3BepHYTUCHA A0 Nikaps
(anB. po3ain «lpoTnnoKasaHHsa»).

OnHo4vacHe  3acToCyBaHHA 3 puToHaBipoM. OpgHo4YacHe  3acTOCYBaHHS
cunpeHadiny Ta puToHaBipy He pekoMeHAYETbCs (AMB. po3ain «B3aemoais 3 iHWMMMK
NnikapcbknmMu 3acobamm Ta iHWIi BUAM B3AEMOAIN>).

OpHouvacHe 3acTocyBaHHs 3 6/10kaTopaMm a-agpeHopeuenTopiB. MNauieHTaMm, SKi
3aCTOCOBYIOTb 6noKaTopu a-agpeHopeuenTopiB, 3acTtocoByBaTun cunaeHadin cnig 3



obepexHicTIo, OCKiNbKM Taka KoMbiHauia MoXxe npum3BecT A0 CUMNTOMATUYHOI
rinoTeH3ii y AesKuX CXWUIbHUX [0 UbOro mnauieHTiB. CuMMATOMaTM4yHa rinoTeHsiqa
3a3BMYan BMHWKAE MPOTAroM 4 roAuH nicns 3acTtocyBaHHA cunaeHadiny. 3 MeToro
MiHIMi3auil MOX/IMBOro PO3BUTKY MNOCTYypasibHOI TFiNOTeH3ii Yy nauieHTiB, 4Ki
3acTocoBYylOTb 6n10KaTopu a-aapeHopeuenTopiB, iX cTaH noTpibHo crabinisyBaTtu 3a
aonoMoroto  6nokaTopiB  a-agpeHopeuenTopiB 40  NO4YaTKy  3aCTOCOBYBAHHS
cunpeHadiny. TakoxX cnig po3rnsHYTU MOXIMBICTb 3aCTOCYBaHHA MOYaTKOBOI A03MU
25 wMr (ame. posgin «Cnoci6 3actocyBaHHa Ta A4o3u»). KpiMm TOro, cnig
NpoiHpopMyBaTKU NAaUIEHTIB, 9K Ai9TM y pa3i nossBM CUMNTOMIB MNOCTYpasibHOI
rinoTeHsil.

Bnave Ha kpoBoTeui. ocnigXeHHa TpoMbouuTiB NOAWHM NPOAEMOHCTPYBaNu,
Wwo in vitro cunaeHadin NOTEHUIOE aHTMarperauinHi epekTn HaTpilo HiTponpycuay.
Hemae xoaHoi iHpopMauii woao 6e3nekn 3actocyBaHHA cunigeHadiny nauieHTamm i3
NOPYLUEHHSMW 3ropTaHHsA KpoBi abo rocTtporo nenTuYHOK BUPasKo. TaknM YMHOM,
3aCTOCyBaHHA cungeHadiny nauieHTaMm Ui€i rpynm MOXAMBE nuwe nicns peTenbHoi
OUIHKM CniBBigAHOWEHHS KOPUCTI Ta pU3UKIB.

Micna 3actocyBaHHa ago3m 100 wMr  3gopoBuMm  A06pPOBOALUSAMU  HE
cnocTepiranocsa BnavMBy Ha mopdonorito abo pyxomicTb cnepmaTo3oigis (AnB. po3ain
«dDapMakoaAnHaMiKa»).

Brpata cnyxy. Jlikapam cnig nopaautu nauieHTaM MPUNUHUTUA 3acCTOCYBaHHA
iHri6iTopis ®AES, Bkntovaroum npenapat [lloTeHuiane, Ta HeramHo 3BEepHYTUCA 3a
MeAMYHOK AOMOMOIroK Yy pasi panToBOro 3HMXEHHA Yn BTpaTu cnyxy. MNpo ui asmuwia,
AKi TaKOX MOXYTb CYNpOBOAXYBaTUCHA [A3BOHOM Yy ByXaX Ta 3anaMOpOYeHHSM,
NOBIAOMIANOCS 3 acouiaui€lo y Yaci i3 3acTocyBaHHAM iHribiTopis ®AES, Bkntovatoum
cungeHadin. Bu3HaunTKi, noB’aA3aHi Ui gBmMwa 6e3nocepenHbO i3 3aCTOCYBAHHSAM
iHri6iTopiea ®AES5 un 3 iHWKUMK daKToOpaMn, HEMOXXNBO.

OnHo4YacHe 3acCToOCyBaHHSA i3 TiNOTEH3MBHMMM npenapatamu. CungeHadin
YMHUTb CUCTEMHY CYAMHOPO3LWMPIOBAsbHY Ail0 Ta MOXEe B MNOoAasibLUOMY 3HMXYBaTU
apTepiasibHUM TUCK Y NALIEHTIB, SKi 3aCTOCOBYIOTb MMNOTEH3UBHI NikapcbKi 3acobu. B
OKpeMOoMYy AoCnifgXeHHi NikapcbKol B3aeMoAil ogHOYacHe 3acToCyBaHHSA aMioamniHy
(5 Mr abo 10 mr) Ta cungeHnadiny (100 mMr) nepopanbHO CnocTepiranocs cepeaHe
AO0AATKOBE 3HUXXEHHS CUCTOJTIYHOro TUCKY Ha 8 MM pT. CT. Ta AiacToniyHoro — Ha 7
MM pT. CT.

3axXBOpPIOBaAHHSA, WO NepefarTbCa CTaTeBUM LWIAXOM. 3aCTOCyBaHHSA npenaparty
He 3axuuWwa€e Big 3axBOpHOBaHb, WO NepedarTbCss crTaTeBuMM waaxoM. Cnig
MPOIHCTPYKTYBATU NAUIEHTIB WOAO HEeObXiaAHMX 3anobiXkKHMX 3axoAiB ANs 3aXUCTY Big
3axXBOpPKOBaHb, WO nMepefarTbCcd  CTaTeEBMM  WIASXOM,  BKJOYaw4uM  Bipyc
iMyHOAEedIUNTY NIOANHMN.

3acrocyBaHHs1 y nepiog BaritTHOCTi abo rogyBaHHSI rpyAA[IO:

MpenapaT He NpM3HAYEHNIA ANS 3aCTOCYBaHHS XiHKaM.



3parHicTe BriMBatn Ha  WBMAKICTb peakyii npu  KepyBaHHI
aBTOTPaHCNOPTOM abo iHWNMN MexaHi3MaMn:

JdocnigxeHb BNAMBY nNpenapaTy Ha 34aTHICTb KepyBaTW TPaHCMOPTHUMM
3acobaMu Ta npautoBaT 3 iHLWMMK MexaHi3aMaMn He NMpoBOAMIIN.

Ockinbkn y  XoAi  KAIHIYHMX  [JOocnig)XeHb  3acToCyBaHHSA  cungeHadiny
NOBIAOMIANOCA NPO BUMNAAKM 3anaMOpPOYEHHS Ta MNopylweHHa 3 60Ky opraHis 3opy,
nepeg TUM 4K CigaTu 3a KepMO TpaHCnopTHoro 3acoby abo npauywoBatn 3
MexaHi3aMaMu, nauieHTaMm HeobXxigHO 3'AcyBaTu, AKOK € IXHSA iHAMBIAYyanbHa peakuis
Ha 3aCTOCyBaHHA npenapary.

Cnocib 3acrocyBaHHs1 Ta 4O3MU:
MNpenapaT 3aCcTOCOBYBaTM NepopasnbHO.

Zopocsi. PekoMeHgoBaHa Ao3a npenapaTty ctaHoBuTb 50 Mr, 3actocoByBaTu y
pa3i HeobxigHocTi Npubnn3Ho 3a 1 roanMHy A0 CTaTeBOi AaKTUBHOCTI. 3anexHo Big
e(eKTUBHOCTI Ta NepeHOCUMOCTI npenapaTty Ao3y MoxHa 36inbwutn go 100 Mr abo
3HU3NTKM fo 25 Mr*. MakcumanbHa pekoMeHaoBaHa Ao3a ctaHoBuTb 100 mr. YacToTa
3aCTOCYBaHHA MakKCMMasbHO peKOMeHAO0BaHOi A03M npenapaTy CTaHoBUTb 1 pas Ha
noby. lNpu 3acTtocyBaHHi npenapaTy nig 4Yac NpunuoMy XKi Aig npenapaTty Moxe
HacTaBaTW Mi3HilWe, HXK NPWY MOro 3acCTOCyBaHHI HaTLle.

lMayieHTn NiTHbOro BiKy. HeobXxigHICTb y KOpeKLUii 403M nauieHTaM NiTHbLOro BiKYy
(= 65 pokiB) BiACYTHS.

MavuieHTN i3 HUPKOBOK HEAOCTaTHICTIO. lauieHTaM i3 HUPKOBOK HEeAOCTATHICTHIO
Nlerkoro Ta MOMIpHOro CTyneHs TAXKOCTI (KnipeHC KkpeaTuHiHy 30-80 m™n/xB)
pekoMeHAoBaHa Ao03a npenapaTy € aHanoriyHow A03i, BKasaHiv Buwe y po3aini
«[opocni».

OCKiNbKW y NaUi€HTIB 3 HUPKOBOK HEAOCTATHICTIO TSAXKOro CTyneHs (KnipeHc
KpeaTuHiHy < 30 Mn/xB) KhipeHc cungeHadiny 3HWXeHWN, Ccnig po3rfisHyTH
MOXJIMBICTb 3aCTOCYBaHHSA A03M npenapaTty 25 mr*. 3anexHo Biag edeKTMBHOCTI Ta
nepeHOCUMOCTI NpenapaTty 403y MOXHa 36inbwuntn 4o 50 mr ta 100 Mmr.

MayieHTN 3 MeYviHKOBOK HepoCTaTHICTIO. OCKiNbKM Yy MNaUIEHTIB i3 Me4yiHKOBO
HeAoCTaTHICTIO  (Hanpuknag  UMpo30M)  KJipeHC  cungeHadiny  3HMXEHun,
pekoMeHAoBaHa Ao3a npenapaTty CTaHoBUTb 25 Mr*. 3anexHo Big edeKTUBHOCTI Ta
nepeHOCUMOCTI NpenapaTty 403y MOXHa 36inbwntn 4o 50 mr ta 100 Mmr.

MauieHTn, AKi 3aCTOCOBYHIOTb iHLWI NliKapCbKi 3acobu. AKLWO Naui€eHTU oAHOYACHO
3acTocoBYyloTb iHri6itopu CYP3A4 (auB. po3ain «B3aemopgis 3 iHWMMKM NiKapCbKUMK
3acobamm Ta iHWI BMAW B3AEMOAIN»), CNi4 PO3rAsHYTU MOX/IMBICTb 3aCTOCYBaHHS
No4YaTKOBOI 403K 25 Mr* (3a BUHATKOM pUTOHABIpPY, 3aCTOCYBaHHSA AKOro 04HOYacHO
i3 cnngeHadinioM He peKoMeHAYETbCA, AMB. po34in «OcobMBOCTI 3aCTOCYBaHHSA»).



3 MEeTOK MiHiMi3auii MOXIMBOro poO3BUTKY MOCTYpasibHOI FiNOTEH3il y NauieHTiB,
SIKi 3aCTOCOBYIOTb 6110KaTOpM a-agpeHopeuenTopiB, iX cTaH noTpibHoO cTabinizyBaTtn
3a [onoMmorot 6nokatopiB a-aApeHoOpeuenTopiB A0 Mo4YaTKy 3acTOCOBYBaHHS
cungeHadiny. TakoxX cnig po3rfsiHyTM MOXJ/IMBICTb 3aCTOCYBaHHSA MO4YaTKOBOI 403U
25 wmr* (ame. po3pin «OcobnmBOCTi 3acTtocyBaHHsS» Ta <«B3aemopis 3 iHWUMK
NnikapcbknMu 3acobamm Ta iHWIi BUAM B3AEMOAIN>).

* Mpu npusHadeHHi cungeHadiny y Aosi 25 Mr 3actocoByBaTu npenapat Yy
BiANOBIAHOMY A03yBaHHI abo nikapcbKin dopmi.

Hitn.

MNpenapaT He NoKa3aHWM A0 3acTocyBaHHA ocobaM BikoM A0 18 pokis.

lNepepno3syBaHHA:

Y xo4i KAiHIYHUX A0CNIAXEHHAX 3 y4yacTio Ao6poBonbUiB Ni4 Yac 3aCTOCYBaHHS
pa3oBoi Ao3n cunageHadiny ao 800 mr nobiyHi peakuii 6ynm noaibHMMmM Ao TUX, WO
crnocTepiranmcs npu 3acTtocyBaHHi cungeHadiny y HUXUYMX A03axX, ane BUHUKANU
yacTtiwe Ta 6ynuM TaXKYUMMM. 3acTocoByBaHHSA cungeHadiny y posi 200 mr He
npM3BoAMMIO A0 NiABULLEHHS €(EeKTUBHOCTI, ane CNpUYMNHAN0 3POCTaHHA KilbKOCTI
BMNAAKiB  PO3BUTKY  MOBIYHMX  peakuin (ronosHOoro  6onto, npuNAnBIB,
3anaMopoOYeHHs, AMCNEencii, 3aKn1ageHoCTi Hoca, nopyweHb 3 60Ky opraHis 30py).

Y Bunagky nepenosyBaHHA MpuM HeOobXiAHOCTI cnig BAATUCA A0 3BUMYaANHUX
NiATPUMYOUMX 3axodiB. [MpuwBualleHHs KhipeHcy cungeHadiny npu remogianisi
MasloOMMOBIpHE BHAC/MIAOK BMUCOKOro CTyneHs 3B'a3yBaHHS npenapaTty 3 6inkamu
nJaasMm KpoBi Ta BIACYTHOCTI eniMiHauii cungernadiny i3 cevero.

Mob6iyHi peaKuii:

IHdeKUiMHi Ta iHBa3MBHI 3aXBOPIOBAHHS: PUHIT.

3 60Ky IMYHHOI CUCTEMW: TiNepyYyTAnBICTb.

3 60Ky HepBOBOI CUCTEMMU: rONOBHUW 6inb, 3anaMoOpoYeHHS, COHJIMBICTb,
rinecresis, iHCYNbT, TPA@H3UTOPHA ilWeMiYHa aTaka, cyaomMu*, peunamsm cygom*,
CWMHKOMe, aTakcis, HeBpanria, HenponaTtia, napecTesisd, TpemMop, BepTUro,
aenpecisi, 6e3CoHHSA, aHOManbHi CHOBUAIHHS, 3HUXEHHSA pedneKkcis.

] 3 60Ky opraHiB 30py: MOPYLUEHHS CMPUNHATTS KOMbOpy**, po3nagu 30py,
3aTbMapeHHs 30py, po3naau CNb030BUAINEHHS***, 6inb B o4vax, ¢doTodobisg,
doToncia, rinepeMia o4yen, SACKpaBICTb 30pY, KOH'KOHKTUBIT, HeapTepiajsbHa
nepeaHs iweMiyHa HenponaTtia 30pOBOro Hepea*, OKAKO3ia9 CYAUH CiTKIBKU*,
peTUHaNbHUA KPOBOBUAMB, apTepioCcK/epoTUYHA PpeTUHONaTis, MNOpPYyLUEeHHS 3
60Ky CiTKiBKW, rnaykoMa, aedekTn nons 30py, AUNAOMISA, 3HUXKEHHS FOCTpOoTu
30py, Mionis, acTteHonid, njaBaldi MOMYTHIHHA CKJIMCTOrO Tina, MOpYyLUEHHSA 3
6oKy panay>xHoi 060N0HKK, Migpia3, NosiBa CAKYMX KPYriB HaBKOO Axepena
cgiTna (rasno) y noni 3opy, Habpsk oyen, NpUNyxiCTb 04en, NOpyLLeHHS 3 6oKy
o4yen, rinepemiss KOH'TOHKTUBMK, NoApa3HEHHS O4Yelr, aHOMasbHI Big4yTTa B O4ax,
HabpsK nosik, 3HebapBNEeHHSA CKepw.



3 60Ky OpraHiB C/yxy Ta BeCTUBYNSAPHOro anaparty: 3anaMoOpOUYeHHs, A3BiH Y
ByXax, ryxoTa.

3 60Ky cepueBO-CYAMHHOI CUCTeMU: Taxikapais, nocuneHe cepuebuttsa, PCC
(panToBa cepueBa cMepTb)*, IiHdaApKT Miokapaa, WNYHOYKOBaA aputMmia*,
dibpunauisa nepeacepab, HecTtabinbHa CTeHOKapAisa, nNpuUNANMBU, NPUNIUBU
Xapy, rinepTeHsiqa, rinoteHsia, creHokapaia, AV-6nokaaa, MirpeHb,
nocTypanbHa rinoTeH3id, iwemia Mmiokapaa, TpoMb03 CyAWH FONOBHOIMO MO3KY,
panToBa 3yrNnuHKa cepusd, nopyweHHs pesynbTtaTiB Ha EKI, kapaiomionarTis.

3 60Ky AuxanbHOI CUCTEeMU, OpraHiB rpyaHOI KIITKM Ta cepenoCTiHHSA:
3aKNafeHiCTb HOCa, HOCOBA KpoBOTeYa, 3aK/lafeHiCTb NpMAATKOBMX NasyX HOCa,
BiAYYTTS CTUCHEHHSA Yy ropni, Habpsak cnmM3oBoi 060M10HKM HOCA, CYXiCTb Yy HOCI,
6poHxianbHa acTMa, AMCNHOE, NApPUHIIT, MapUHIIT, CUHYCUT, BPOHXIT, NocuneHe
C/IMHOBUAINEHHS, NOCUJIEHHSA KaLi.

3 b6oky LLJTYHKOBO-KWULLKOBOIO TPaKTy: Hy4oTa, aucriencis,
ractpoesodareanbHa pedstokCHa xXBopoba, 6ntoBaHHsA, 6ib Y BEPXHIN YaCTUHI
XXMBOTA, CYXIiCTb Yy PpOTi, rinecresia poTOBOI MOPOXHWHW, T[NOCUT, KONIT,
ancdaria, racTpuTt, racrtpoeHTeput, e3odarit, CcToMaTuT, MOPYLUEHHS
pe3ynbTaTiB NevyiHKOBMX NMpob, pekTasibHa KpoBoTeua, MiHriBiT.

3 60Ky wWKipy Ta NigWKipHUX TKaHWH: BUCUNAHHA, cuHapoM CTiBeHca-
[>KOHCOHa*, TOKCUMYHWW enigepManbHU HeKposni3*, Kponue'sHka, repnec,
cBepbix, NITAUBICTb, BMPA3KWM WKipU, KOHTAKTHUN AepMaTUT, ekcdoniaTUBHUN
AepMaTuT.

3 60Ky CKeneTHO-M'30BOi Ta CNOAYYHOI TKaHUHW: Mianris, 6inb y KiHuiBKax,
apTpuT, apTpo3, PO3pPUB CYXOXWSA, TEHOCUHOBIT, 6inb Yy KiCTKax, MiacTeHis,
CUHOBIT.

3 60Ky HWPOK Ta Ce4vyoBMBIAHMX LWAAXIB: reMaTypis, UWUCTUT, HIiKTypis,
nigBuueHa 4actoTa Ce4OBMMNYCKaHb, HETPUMAHHS Ceui.

3 60Ky CcTaTeBMX OpraHiB Ta MOSIOYHMX 3a7103: KPOBOTEYa 3i CTAaTeBOro 4YJieHa,
npianiam*, rematocnepmis, noAoBXeHa epekuis, 36inbweHHS MOSIOYHUX 3ano3,
NopyLLUEeHHs esKkynauii, HabpsK cTaTeBMX OpraHis, aHoprasmis.

3 60Ky KpoBi Ta NiMpaTUYHOI CUCTEMU: aHEMIsI, NENKONMEHIS.

3 6oky o06MiHY peyoBMH Ta XapudyBaHHSA: cnpara, Habpsk, noaarpa,
HecTabinbHM (nNabinbHnin) uykpoBun piabet, rineprnikemisa, nepudepuyHi
Habpsku, rinepypukemis, rinornikemis, rinepHaTpieMis.

3aranbHi po3naguM Ta MNOpPYLEHHA Yy Micui BBeAeHHsA: 6inb y rpyasx,
niABMWEHA BTOMJIOBAHICTb, BIiAYYTTSA >apy, NoApPa3HeHHs, Habpsak obnnyus,
peakuii doToYyTANBOCTI, WOK, acTeHia, 6inb, panTtoBe NaaiHHSA, 6inb y XWBOTI,
BMNAaLKOBI TpaBMU.



. CneumndiyvHi Big4yTTS: panToBe 3HMXEHHS 4n BTpaTa cnyxy, 6inb y Byxax,
KPOBOBW/IMB Y OKO, KaTapakTa, CyXiCTb B oyax.

O6CTeXeHHs: NiaABMLLEHA YacToTa CEPLEBUX CKOPOYEHD.

* [MosigoMnanoca nuvwe nig 4ac AOCAIAXEeHHS nicns Buxody npenapaTy Ha
PUHOK.

** TlopylWweHHs CrNpUUHATTS KOMbOPY: XJIOPOMCidA, XpoMmaToncid, uiaHoncisd,
epuUTpoOncis, KCaHTOoNCis.

***  TlopyWweHHs  C/bO30BUAINEHHS: CyXiCTb B 0O4YaX, MOpYyLIEHHS
C/IbO30BUAINEHHSA Ta NIABULLEHHA ClIbO30BUAINTEHHS.

ZocBig 3acTocyBaHHS Mic/isi BUXOA4Y Ha PUHOK.

CepueBO-CyaAuHHI Ta uepebpoBackynsapHi asuwa. MNoBigoMaanocs npo ceprosHi
cepueBO-CYAUHHI, LepebpoBacKynsipHi Ta CYAWNHHI aBuLla, BKJTHOUAOUU
LepebpoBackynsapHy KpooTedy, cybapaxHoiganbHy Ta BHYTpiWWHboUepebpanbHy
KpOBOTEuYYy, JlereHeBy KpoBOTedy, WO O6yaM noB’dA3aHi y u4aci i3 3acToCyBaHHSM
npenapaTy. binblWicTb Naui€eHTIB, ane He BCi, Manu iCHylui daKkTopn cepueBo-
CYAMHHOro pusuky. lMosigomnanocs, wo 6arato 3 uux SBULL BUHUKAM Nig yac abo
oApa3y nicng craTeBOl aKTUBHOCTI Ta AeKifibka SABULW, BUHWUKAWM oApas3y nig 4ac
3aCTOCyBaHHs npenapaTy 6e3 ctaTteBOi aKTUMBHOCTI. IHWI sBMWA BUHUKAN NPOTSrOM
HaCTynHUX roanH abo AHIB Micna 3aCTOCyBaHHA npenapaTy Ta cTaTteBOi aKTUBHOCTI.
HeMOXNMBO BCTAHOBUTW, MakwTb Ui SBMWA MPSIMUA 3B'SA30K i3 3aCTOCYBaHHSM
npenapaTy, 3i CTaTeBOK aKTUBHICTIO, i3 HAssBHUMW (paKTOpaMu PU3NKY UK i3
kKoMbiHauieo unx dakrtopis, abo 3 iHWMMKN pakTopamMu.

KpoBoHOCHa Ta fiiMaTMyHa CUCTEMU: BA30OK/HO3UBHUN KpU3. Y HEBESIMKOMY
3aBYaCHO MPUNUHEHOMY  AOCANIAXEHHI  3acTocyBaHHA  npenapaty  Pesauuo
(cnnpeHadin) Ansa NauieHTIiB 3 NereHeBOK apTepiasibHOK rinepTeH3i€eln, BTOPUHHOIO
oo ceprnonoAibHOKNITUHHOI aHeMil, Npu 3acToCyBaHHi cunaeHadiny Npo po3BUTOK
BA300KJIO3UBHMX Kpu3iB, WO noTtpebyBann rocnitanisauii, NoOBiAOMAANOCS 4YacTiwe,
Hi)XK nNpuM 3actocoByBaHHi nnauebo. KniHiyHe 3HauyeHHa Udiei iHdopMauii ans
nauieHTIB, AKi 3aCTOCOBYIOTb npenapart lNoTeHuiane 3 MeTol NiKyBaHHA epeKTUNbHOI
ANChYHKLIT, € HEBIAOMUM.

HepBoBa cuctema: TPMBOXHICTb, TPaH3UTOpPHA rnobanbHa amHesis.
CneuundiyHi BiguyTTS.

OpraHun cnyxy. lMoBigoMnA0Cca NMpo BUMagku panTOBOro 3HMXXEHHS 4YMn BTpaTu
CNyxy, NOB’A3aHi y 4aci 3 3acTtocyBaHHSAM cungeHadiny. Y [esakux Bunagkax
NOBIAOMNIANOCSA MPO HASABHICTb MeAUYHUX CTaHiB Ta iHWMUX (aKTopiB, WO MOrIu
BiairpaTn posib y po3BUTKY NobidHMX peakuin 3 6oky cnyxy. Y 6araTbox Bunagkax
iHpopMauisa WwoAo noJanbloro MeAuMYHOro CrocTepexeHHs BiACyTHHA. BusHauuty,
noe’aA3aHi ui sBmwa 6esnocepefHbO i3 3aCTOCyBaHHAM cungeHadiny, 3 HassBHUMU



dakTopamMm pusnKy BTpaTU CNyXy, 3 KOMOiHaui€ew uMx @akTopiB UM 3 iHWKUMU
dakTopamm, HEMOXMBO.

OpraHun 30py. TuM4yacoBa BTpaTa 30py, MNOYEPBOHIHHA O4Yen, NediHHA B ovax,
NiABULWEHHSA BHYTPILWHbOOYHOrO0 TUCKY, HabpsaK CiTKIBKW, CYAUHHI 3aXBOPHOBAHHSA
CiTKIBKM UM KpOBOTEeYa, BiglapyBaHHA CKJINCTOro Tina.

MNMosigoMnsanocs Npo BMNAAKM HeapTepiasbHOI nepeaHboi ilWeMivyHOi HerponaTii
30p0OBOr0 HepBa, WO € MPUUYMHOK 3HUXXEHHS 30pYy, BKJOYak4uu MNOCTiIMHY BTpaTy
30py, SKi 6ynm noe’sa3aHi y 4aci 3 3actocyBaHHAM iHribitopis ®ES, Bkaoyaroum
npenapart loTeHuiane. baraTto 3 NauUieHTIB, ane He BCi, ManM HasBHi aHATOMIi4YHi abo
CYAWHHI (haKToOpu pU3NKY pPO3BUTKY HeapTepianbHOI nepeaHbol ileMidyHoi HernponarTil
30p0OBOro HepBa, BkAk4Ya4un (ane HeoboB'sI3KOBO 0OOMEXYKUYUCb) TaKi: HU3bKE
CNiBBIAHOLWEHHA AiaMeTpa ekcKaBauil Ta AWUCKY 30p0oBOro Hepsa (3acCTiMHUW AUCK
30p0OBOro HepBa), Bik 6inble Hixk 50 pokis, rinepTeH3id, 3aXBOPOBAaHHA KOPOHApHUX
apTepin, rinepninigemMia Ta naniHHA. HeMOXNnuMBO BU3HAYMTKU, MOB'A3aHi Ui SBULLA
6e3nocepenHbo i3 3acToCcyBaHHAM iHribitopis ®AE5 un 3 HasgsBHUMKM aHATOMIYHUMM
abo cyauMHHuMMM dakTopaMm pu3snKy, UM 3 KOMOIHaUi€E uUMX BCiX dakTopiB, un 3
iHWKMMKN hakTopamu.

3BiTyBaHHA nNpo nigo3ptoBaHi Nob6iyHi peakuii. 3BiTyBaHHSA MNpoO Mig03ptOBaHi
nobiyHi peakuii nicna peectpauii Nikapcbkoro 3acoby Mae Bax/nBe 3Ha4yeHHs. Lle
AA€ 3MOry nposoanTn 6e3nepepBHM MOHITOPUHI CRNIBBIAHOLWEHHS KOPUCTI i pU3nKy,
NnoB’si3aHMX i3 3aCTOCYBaHHSAM LbOro nikapcbkoro 3acoby. JlikapsMm cnig 3BiTyBaTu
npo 6yab-aKy nigo3py Ha nobiyHi peakuii BignoBiAHO 4O BUMOr 3aKOHOA4ABCTBA.

TepMiH NpNaaTHOCTI:
3 poKMu.

YmoBu 36epiraHHsA:
36epiratv B opuriHasbHi ynakoBui npun TemnepaTypi He Buwe 30 °C.

36epirat y HeAOCTYNHOMY AN AiTen Micui.

YnakoBka:
Mo 2 Tabnetkun y 6nictepi; no 1 abo no 2 6nicTepun y Nayui 3 KapToHy;

no 1 Tabnetui y 6nictepi; no 1 abo no 2, abo no 4 6nicTepn y nayui 3 KApPTOHY.

Kareropis Bignycky: 3a peuenTtoM

Bupob6Hunk: TexHonor, YkpaiHa

IHCTpYKUis npenapaTy npeacTtaBfieHa BUKIAWOYHO 3 O3HAMOM4YoOK METOLO.
KBanidpikoBaHy AonoMory B npusHayveHHi NoTeHuiane Masi 3 MeTo NiKyBaHHSA, MOro
AO3yBaHHA, CxXeMy JNiKyBaHHA, MNPOTUNOKAa3aHHA | CYMICHICTb 3  iHWWUMU

MeAMKaMeHTaMM, MOXe HadaTu TinbkM Baw ocobuctunm nikap. [Mam'aTtante,
caMonikyBaHHS Hebe3neyHo Ans Baworo 3a0pos's!



