Ckian

Oitoua peuosuHa: nedpnayrHomin (leflunomide);
1 TabneTka mMicTuTh nepnayHomingy 20 Mmr;

00ONOMIJICHI pedyoBUHU: CTapiak*, MOBimMOH, HATPil0 KpocKapMesio3a, HaTpito
naypuncynbdart, KpeMHilo mioKcum KojmoigHuM 6e3BOaHMNM, TanbK, KomikoaT IR 6imui II.

* Crapiak: JIaKTO3W MOHOTIOApAT, KPpOXMalb KyKyPYyO3siHUU.
JIikapcbKa ¢opMma

TabneTku, BKpUTi 000I0HKOIO.

OcCHOBHI (pi3uko-ximMiuHi 81acmueocmi: oBajIlbHi ABOOIIYKJIi TabmeTKu 6ilIoro KOIbopy,
BKPUTi 060JT0OHKOIO.

®dapMaKoTepalneBTHYHA rpymna
Imynocynpecopu. Kog ATX LO4A Al3.
®apMmakoguHaMiKa

JledbnyHoMin - 11e xBopobomMoaudikyounii aHTUPEBMaTUUYHUY 3acio 3
QHTUITPOTiepPaTUBHUMHU BIIACTUBOCTSIMHU.

MexaHism 0ii

A771726, akTuBHUM MeTaboOIT nediyHOMiny, MPUTHIYYE MIOACHKUM HEepPMEHT
purigpooportatgerigporeHady ([IT'OMI) i BusiBnsie aHTUNIPOJIiepaTUBHY aKTUBHICTB.

®dapMaKOKiHeTHKa

JledbnyHOMID IIBUOKO IEPETBOPIOETHCS Ha aKTUBHUM MeTabomiT A771726 minsasxom
ITPECUCTEMHOT0 MeTaboni3My (BigKpHUBaHHSM KiJbllsd) YV CTIHKaX KUIIEYHUKY i MediHIIi.
PiBHiI He3MiHEHOTO0 NedIyHOMINY y IJ1a3Mi KPOBi BUSBIISAINCS PigKOo. EAMHUM
MeTaboIiTOM, IKUU BUSBISBCS Y IJ1a3Mi KpoBi, 6yB A771726. Lleit meTabomiT
00yMOBIIIOE€ TOJIOBHUM YMHOM BCIO aKTUBHICTh JlepJIyHOMiny B OpraHi3mi.

BcmokmyeaHHA

BcmokTyeThea Big 82 go 95% mo3u nednayHoMiny. Yac mocarHeHHS MaKCHUMaJlbHOL
KOHIIeHTpalil A771726 y nina3mi KpoBi AykKe HeOgHaKOBUU: Bif 1 0o 24 roguH micis



pPa30BOT0 3acTOCyBaHHs. JledmyHOMim MOKHA ITpuMaTH 3 12Ke10, OCKiTbKH 00'€M
BCMOKTYBaHHS IIPU NPUUOMI IIpemaparty Iic/s 10U 1 HaTIme CXOXuM. Y 3B'SI3Ky 3 AyXKe
OOBTUM IlepiomoM HamiBBuBeneHHS A771726 (mpubnu3HOo 2 THUXHI) 11 3abe3nedyeHHs
IIBUOKOTO OOCSATHEHHS cTabinbHOTO piBHSA A771726 3acTOoCOByBalacs
HaBaHaTaxXyBanbHa go3a 100 mr npotsrom 3 fi6. BctaHOBNEHO, 1110 6€3 3aCTOCYBaHHSA
HaBaHTaXKyBaJIbHOI O3H OJIsS OOCSITHEeHHs cTabibHOI KOHIIeHTpAllil y IJ1a3Mi KpoBi
MOzKe OyTU MOTPiOHO MalzKe OBa MicsIli IpuioMy npemnaparty. [OCHTiIKeHHs, B IKUX
BHMBYAJIH Pi3Hi JO3yBaHHS IIpelapaTy IpPOogeMOHCTPYBaIH, 110 PapMaKOKiHETUYHI
napameTpu A771726 € niHIMHMMEU IPU 3aCTOCYBaHHI IIpenaparTy B Aiama3o0Hi J03 Bifg 5
mo 25 mr.

Y nux gocrmigKeHHSX KITiHIiYHUN eeKT OyB TiCHO MOB’I3aHUM 3 KOHIIEHTPAIIi€I0
A771726 y nna3mi KpoBi i 3 mo60oB0oI0 003010 nedayHoMiny. ¥ pasi 3acTocyBaHHS 03U
20 mr/mo6y cepenHst KOHIIeHTpallisgs A771726 y nia3Mi KpoBi B cTafii HAaCUYeHHS
CTAaHOBUTH NMPUOIM3HO 35 MKI/MJI. Y cTafil HaCUYeHHs KOHIleHTpalis A771726 y
J1a3Mi KpoBi mpubau3xo B 33-35 pasiB Bullle B ITOPiBHSHHI i3 TaKO0 IIpu
OJOHOKpPaTHOMY 3aCTOCYBaHHI IIpernapary.

Po3noodina

Y nna3wmi mopguau A771726 Malixke IMOBHICTIO 3B’I3YETHCS 3 OimkoM (anb0yMiHOM).
He3sp’s13aHa ¢pakiiis A771726 cknagae 61u3bko 0,62%. 3B’ si3yBanHs A771726 €
JIIHIMHUM y MeXaX TepaleBTUYHUX 003. 3B’a3yBaHHA A771726 BUABUIIOCS [EIO
crabmuM i GilbIll BapiaTUBHUM Y IIJIa3Mi KPOBi MalliEHTIB 3 peBMaTOIHUM apTPUTOM
ab0 XpOHIYHOIO HUPKOBOIO HEIOCTaTHICTIO. EKCTeHCUBHE 3B’a3yBaHHS A771726 3
0iTKOM MOXKe ITPU3BOAUTHU IO BUTICHEHHS iHIINX PEYOBUH, SIKi 3HAYWHOIO MipOI0O
3B’sI3yI0ThCs 3 Oinkamu. OfgHaK pe3yIbTaTU OOCIIIXKEeHHS B3a€EMO/il MPU 3B’I3yBaHHI 3
O0inkaMu B yMOBax in vitro i3 3actocyBaHHsSM BaphapuHy YV KITiHIiYHO OOLITLHUX T03aX
B3aeMopil He moka3anu. [1onibHi gocigXKeHHs IPOaeMOHCTPYBaJH, 110 ibympodeH i
ouknodeHak He BUTICHAMU A771726, B TOM 4ac SIK B IIPUCYTHOCTI TONMOyTaMimoy
He3B’s13aHa ¢pakiisg A771726 3pocrtana B 2-3 pa3u. A771726 BuTicHaB iOynpodeH,
nukiodeHak i TondyraMin, mpoTe He3B si3aHa ¢pakxiiis 1ux 3acobiB 3pocTarsa JUllle Ha
10-50%. Hemae cBigueHb IO Te, IO i eeKTU MalTh KITiHigYHe 3HadeHHd. [Ipu
3HAaYHOMY 3B’sI3yBaHHi 3 Oinkamu A771726 Ma€e HU3bKUUN 0OYeBUAHUM 00'€M PO3MOOiITY
(mpu6mu3Ho 11 smiTpiB). [IepeBazkKHOTO MOTJIMHAHHSA €PUTPOIIUTAMU He BifOyBa€ETHCH.

Memaboaizm

JlebnyHOMim MeTabOITi3yeTHCSA A0 OOHOTO OCHOBHOTO (A771726) i 6arathox
OpyTopsimHUX MeTabomiTiB, BKiItodaiouu TOMA (4-tpudTopMeTHUsIaHimin).
MeTabomniuna 6ioTpaHcdopmartiis nedhiayHominy Ha A771726 i HacTynHUM MeTaboTi3M
A771726 He KOHTPOJIIOIOTHCSI OOHUM IIeBHUM (QepMEeHTOM, i, SK Oy/I0 ImoKa3aHo,
BimOyBa€eThCS B MiKPOCOMHMUX i IUTO30IbHUX KIIITUHHUX (pakiliax. PedynbraTu



OOCITim»XKeHb B3aEMO/il 3 3aCTOCYBaHHSIM IUMeTUANHY (HecrenudivyHoro iHridiropa
uuToxpoMmy P450) i pudamninmay (HecnemupidyHOro iHOYKTOpa uToxpomy P450)
BKa3yIOThb Ha Te, III0 B yMOBax in vivo ¢epmenTu CYP 6epyTh y4acTh y MeTaboJ1i3ami
nedayHOMIOY TiIbKW B HE3HAYHIN Mipi.

BuseoeHHsA

BuBepenus A771726 BinOyBa€eTbCS MOBINTBHO i XapaKTEePU3yETHCS OUEBUIHUM
Kiipeacom 31 mn/rof. ¥V nmauieHTiB nepiof HalliBBUBEOEHHS CTAHOBUTDH IIPUOIU3HO 2
THKHI. [Ticiia 3acTocyBaHHS MideHOl PagiOHYKIIiAOM O03u JiepIyHOMIOy
pagioaKTUBHICTh B OOHAKOBOMY 00Cs3i crmocTepiranacs y ¢ekajisx, UMOBipHO, 3a
paxyHoK OiyliapHOro BUBeeHHs, i B cedi. A771726 mpoaoBKyBaB BUSBISITUCS B Cedi i
(ekamnissx yepes 36 mib micns pa3doBoro npuriomMy. OCHOBHUMHU MeTaboniTamMu, ki
BUBOJMIINCSA 3 ceyelo, Oynu rIoKypoHiau jtediayHoMiny (TOJTOBHUM YMHOM Y 3pa3Kax,
Bimi6paHux nmpotsarom mnepiuoi gobu (0 - 24 ropm) micns nmpuiioMy Ipernapary) i moxigHe
okcasiHoBol Kkucjiotu A771726. OCHOBHUM KOMIIOHEHTOM, SIKUI BUBOIUBCS 3
dbekamnissmu, 6yB A771726.

Byno moka3aHo, II0 B JIIOAWHH ITepopaibHe 3aCTOCYBaHHS CyCIIeH3il
TTOPOIIKOIOAiOHOT0 aKTUBOBAHOI'O BYTijyisg abo KonecTupaMiHy ITPU3BOAUTDH OO
IMIBUOKOTO 1 3HAYHOT'0 30i/IbIIIeHHS MIBUOKOCTI BUBeneHHsI A771726 i 3MeHIIIeHHS H0oT0
KOHIIeHTpallil y nmia3Mi KpoBi (auB. po3ain «ITepemo3yBanHHs»). BBaxKaeThCs, M0 1ie
OOCSITAETHCS 3a PaXyHOK MeXaHi3My HIJTYHKOBO-KUIIIKOBOTO [iasi3y i/abo
MPU3YNUHEHHS €HTePOorernaTuyYHoro MeTaboJIivHOTr 0 IUKITY.

dapmaKkoKiHemuka npu HUpkositi HedocmamHocmi

dapMmakokiHeTuka A771726 y cy0’eKTiB, sIKi IPOXOOUIN TPUBAJINM ePUTOHEaIbHUN
miamni3 (TTIO), BusiBunacs momgioHo0 10 ¢papMaKOKiHETUKY Yy 3MOPOBUX TOOPOBOJIBIIIB.
Binbi mBunke BuBeneHHss A771726 cnoctepiranocs B cy0’€KTiB, sIKi ITpOXOouIn
reMofiasi3, 10 He acoIlifoBajioCcs 3 eKCTparyBaHHSIM JIiKapChKOro 3aco0y 3 miamisary.

dapmakokiHemuka npu nevyiHkogiu HedocmamHocmi

CTOCOBHO JIiKyBaHHS IAli€HTIB 3 IT€YiHKOBOI HEJOCTATHICTIO JaHUX HeMa€E. AKTUBHUU
MeTabomiT A771726 3HAUHOIO MipOI0 3B’sI3y€ThCS 3 OiNTKaMu i BUBOOUTHLCS 3a PaxyHOK
IMe4iHKoBOTro MeTabosi3My i cekpeliil 3 koBuy. Lli mpoiiecu MOXKYTh IMOPYIIIYBATUCS
BHACJIIAOK OUCQHYHKITIl HEeYiHKH.

dapmakokiHemuka 8 nediampuyHux nauieHmia

IMTamierTH 3 Macor Tita <40 Kr 3a3HAI0Th MEHIIIOl CUCTEMHOI il (BU3HAYAETHCA SIK
Css) A771726 nOpiBHSIHO 3 HOPOCIUMHU NalliEHTaMU 3 peBMaTOIgHUM apTPUTOM.



dapmakoKiHemuka 8 ocib n1imHb020 8iKy

Iani mpo papMaKoKiHETHKY B 0Ci0 JIiITHROTO BiKy (>65 poKiB) oOMekeHi, mpoTe
BiTIOBiHAIOTh JaHUM IIPO papMaKOKIHETHUKY y OOPOCIIUX JTI0OeX MOJIOAIIOTO BiKY.

IToxa3aHHSA

JIikyBaHHST XBopoOoMoaudiKyrouuM aHTUPEBMaTUUYHUM 3aco0om (XMAP3) aKTUBHOIL
(pa3u peBMaTOIMHOTO apTPUTY ¥ AOPOCIIUX.

JIikyBaHHSI aKTUBHOI (pa3u IICOPiaTUYHOT0 apTPUTY Y OOPOCIIUX.

HemomaBHo oTpuMaHe ab0 OOHOYACHE JIiKyBaHHS relaTOTOKCUYHUMU abo
reMaToToKCHYHUMU XMAP3 (Hanpukiag MeTOTPeKCaTOM) MOKe IPU3BOOUTH [0
MTiOBUIIIEHHS PU3UKY CEPUO3HUX MOOIYHUX peaklliif; TaKUM YMHOM, IOYaTOK JIiIKyBaHHS
neIyHOMIZOM CJIi peTebHO PO3TJIafaTé 3 ypaXyBaHHSAM KOPUCTI/PU3HUKY.

Kpim nporo, nepexin 3 nednyHominy Ha iHmmit XMAP3 6e3 npoBegeHHS ITPOIleaypHu
BUBeOeHHs (OuB. po3min «OcoOIUBOCTI 3aCTOCYBaHHA») TAaKOXK MOXKe MiIBUIITyBaTU
PU3UK CEPUO3HUX MOOIYHUX peaklliii, HaBiTh MiCJIg TPHUBAJIOTO IepioAy micis
nepexony.

HpOTHHOKaSaHHH

o [limBUllleHa YyTIUBICTH OO nediyHoMiny (0COOIMBO ¥ pa3i HasIBHOCTI B aHaMHe3i
cungpomy CriBeHca-[[2)KOHCOHa, TOKCUYHOTO eMifepMaJbHOr0 HEKPOJIi3y,
noJyriMmop(gHO1 epuTEMH), 4O OCHOBHOTO aKTUBHOT'O MeTaboIiTy TepudayHaMigy
a60 [o iHIIMX KOMIIOHEHTIB ITpenapary;

e IOPYyLIEHHS QYHKIIi1 I€YiHKH;

e TSXKKi iMyHOmedinmuTHi ctanu (y T.4. BIJI-iHQeKis)

e BUpaXKeHi MmopymieHHs GyHKIIM KiCTKOBOTrO MO3KYy a00 BUpaxkKeHa aHeMis,
JIEMKOIIEeHisI, HeUTPOoIeHiss abo TPOMOOIIUTOIIEHisI BHACTIAOK iHIINX ITPUYNH
(okpiM peBMaTOImHOTO ab0 IICOPiaTUYHOTO apTPUTY);

e iH(deKIIil TSAKKOTO0 1epebiry;

e TOMipHa abo TsKKa HUPKOBA HEOOCTATHICTh (Uepe3 He3HAUYHUM JOCBIi KIiHIYHUX
CIIOCTEpPEXKEHD Y IIiMl TPYIIi XBOPHUX);

e TsIJKKa TirnorpoTeineMis (y T.4. IIpu HePPOTUYHOMY CUHIPOMI);

e BaAriTHICTE;

e IIepiof rogyBaHHS I'PYOOIO;

e 3aCTOCYBaHHS XKiHKaM PeNPOOyKTUBHOIO BiKy, sIKi He BUKOPUCTOBYIOTh HaJilHOI1
KOHTpAUEIIlil y Iepiof JiKyBaHHS Ta IiC/IA JIIKyBaHHS, ¥ pa3i AKIIO PiBEHb
aKTHBHOTO MeTaboJIiTy y Ij1a3Mi KpoBi cTaHOBUTH MoHaf 0,02 mr/im.



Heo06xigHO BUKITIOYUTH MOKJIMBICTh BariTHOCTI Ilepef ToYaTKOM JTiKyBaHHS
nednayHOMigoMm!

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

IlocniaKeHHsT B3a€EMONIU IPOBOAUIIOCS TiJIBKM 3a y4acCTIO JOPOCIINX Malli€HTiB.

IMTocunenHs MOGIYHUX peakiliii MOXKJIMBE Y Pa3i HelllogaBHLOro ab0 OMHOYACHOTO 3
nedIyHOMIOOM IPUMOMY TellaTOTOKCUYHUX a0 reMaTOTOKCUYHUX IIpernaparTiB abo y
pasi Teparii nepnyHomimoMm 6e3 oUiKyBaHHS BUBEOEHHS 1IMX IIpernapariB 3
opraxiamy.TakmM 4YMHOM, Ha II09YaTKOBOMY €Talli 3aCTOCyBaHHS IeQayHOMiny (mmicas
Iepexony 3 Tepallil remaTOTOKCUYHUMU a00 reMaTOTOKCUYHUMHU IIperiapaTaMu)
PEKOMEHYETHCS PETEIbHUN MOHITOPUHT PiBHSA IMEeYiHKOBUX (PEPMEHTIB i
reMaTOJIOTIYHUX ITOKA3HUKIB.

Memompekcam

[Tpu ogHOYaCHOMY 3acTOoCyBaHHi nednyHominy (y mosi Big 10 go 20 Mr Ha moby) 3
MeToTpekcaTtoM (y mo3i Big 10 mo 25 Mr Ha TUXK[OEeHb) CIIOCTepirajgocs NigBULIEeHHSA
pPiBHiB Me4iHKOBUX (PepPMEHTIB y 2-3 pa3Hu.

Y mailieHTiB 3 peBMaTOIfHUM apTPUTOM He OyJI0 BUSBIEHO (apMaKOKiHETUYHOL
B3aeMopil Mix nednyHoMigom (v mo3i Big 10 mo 20 mr Ha go0Oy) i MeToTpekcaToM (y
mo3i Big 10 mo 25 MT Ha TUXOEHb).

BakuuHauis

Kniniunux gaHux npo epeKTUBHICTH i 0€31eKy BaKIMHallil y ITepiof 3aCTOCyBaHHSI
nedayHOMINY HEMa€, OOHAK BaKIMHAIlig XKUBUMHU BaKIIMHAMU He peKOMeHOOBaHa.
[Ticnst mpunMHEHHS NNiKyBaHHS nedyHOMiToM HEOOXiMHO MOTPUMYBATUCS BiIIOBImHUX
TEPMiHIB 00 UOT0 BUBEOEHHS 1 MOXKJIUBOCTL 3aCTOCOBYBaTU XXKUBY BaKIIUHY.

BapgapuH ma iHwi KymapuHo8i aHmMukKodaz2yAaHmu

[ToBimoMiisiyiocst IPO MiABHUINEHHS MPOTPOMOIHOBOTO Yacy IPU CyMiCHOMY
3acTocyBaHHi nedpnyHoMminy 3 BapdapruHoM. BusBneHo ¢papMakKoaAMHaAMIUHYy B3aEMOII0
Bapdapuny 3 A771726. IIpu 3acTocyBaHHi BapdapuHy abo iHIIIOT0 KyMapuHOBOT'O
aHTUKOATYJITHTY XBOPUMH, 1110 OTPUMYIOTE nedriyHOMif, HeoOXigHO IPOBOOUTH
MOHiTOpuHT MHB (MixkHapogHe HOpMaJli30OBaHE BiTHOIIEHHS).

HII33/kopmukocmepoiou

[MamienTH, Ki BXKe OTPUMYIOTh HECTEPOIAHI MpoTu3ananbHi 3acobu (HII33) Ta/abo
KOPTUKOCTEPOIIH, MOXKYTh IPOAOBXKYBATH 1X 3aCTOCYBaHHSI OQHOYACHO 3
nednyHOMigOM.



XosecmupamiH, akmusosaHe 8y2i111

[NTamienTaMm, sIKi TpUUMarTh J1e(QIYHOMI, HE PpEKOMEHOYETHCS JIIKyBaHHS
XO0JIeCTUpaMiHOM abo0 IMOPOIIKONOAiOHUM aKTUBOBAHUM BYTIiIJIIM, OCKiIbKHY 11
MIPU3BOAUTH 10 HMIBUAKOTO i 3HAYHOI'0 3MeHIIIeHHS KOHIeHTpalii A771726 (aKTUBHOTO
MeTaboniTy nedayHoMiny) B maa3Mi KpoBi. BBaxKa€eThCs, 10 MeXaHi3M IIbOTO SIBUIIA
00yMOBJIEHUY TTPU3YIIUHEHHSIM €HTEPOrenaTUYHOro MeTaboIigyHOro UKy i/abo
[IIJTYyHKOBO-KUIIIKOBUM fianizom A771726.

IH2ibimopu ma iHdykmopu CYP 450

HocnigKeHHS in vitro Ha MiKpocoMax HNe4YiHKHU JIIOOWHU CBig4YaTh MIPO Te, IO IUTOXPOM
P450 (CYP) 1A2, 2C19 i 3A4 Gepe yuacTh B MmeTabomni3mi nedpayHoMiny. [JocmigKeHHS
B3aeMopil nedpayHOMIAY i MUMeTUAUHY (HecrnenupidyHoro ciabKoro iHribiTopy
nuToxpoMmy P450) npogeMOHCTPyBaJo BiICYTHICTh iCTOTHOTO BIIJIUBY Ha pPiBHI
A771726.

[Ticns cninbHOTO BBEIEHHS OOHOPA30BOl 403U JieIyHOMIOYy cy0’eKTaMm, sKi
OTPUMYIOTh OaraTopa3oBi mo3u pudamnoinuHy (HecneudigyHOro iIHAYKTOPY LIUTOXPOMY
P450), criocTepiranocs 30inbiieHHs mpubnu3ro Ha 40% mikoBux piBHIB A771726, Tomi
K nmokKal3HuK AUC (mmoilia i KpUBOIO KOHIIEHTPallisi-4ac) iCTOTHO He 3MiHUBCH.
MexaHi3M 1IOTO €heKTy HEBIIOMUMN.

Brnus nedbnyHoMiny Ha iHIII IpenapaTtu

IlepopasavHi KOHMpPauenmueau

Y 300poBUX XKiHOK-OJOOPOBOIBIIIB, SIKi TpuiiManu jedayHOMio OgHOYaCHO i3
Tpuda3HUMHU ITePOPaTbHUMHU KOHTPALEeIITUBAMHU, 1110 MicTUIU 30 MKT
eTHUHiIeCcTpamiony, He BUSIBJIEHO 3HUKEHHS KOHTPAlleITUBHOTO e(PEeKTYy OCTaHHIX i
dapmakokineTuka A771726 3HaXOOUJIKMCS B MezKaX IIPOTHO30BaHUX [iala30HiB.
dapMaKOKiHETHYHI B3aEMO/il 3 IepopalbHUMM KOHTPAlleIITUBAMHU CIIOCTEpIiranu y
A771726.

OTpuMaHi pe3yabTaTé OOCIiAXKEHbD M0N0 (apMaKOKiHETUYHUX Ta
dbapmMakoguHaMiYHUX B3aeMOLin 3 A771726 (0CHOBHUU MeTabOIT nedayHoMiny)
TMOBUHHI OyTH BpaxoBaHi [ medyHOMiny, OCKibKM NMoaiOHI B3aEMOil HE MOXKYTh
OyTu BUKJIIOYEHi [JIs MMalli€HTIB, 10 OTPUMYIOTh JiIeIIyHOMIZI B PEKOMEHIOBAaHUX
Jo3ax.

Bnaue Ha penaaaiHid (cybcmpam CYP2C8)

Ha migcraBi gaHuX in vivo 1000 3pOCTaHHs cepedHix 3HaueHb Cmax i AUC
penarmininy (B 1,7 i 2,4 pa3u BignmoBigHO) Ha (oHI TOBTOPHOTO BBeOeHHs A771726



MIPUITYCKalOTh, 10 A771726 € inri6itopom CYP2C8. HeoOximHUM € MOHITOPUHT 3a
nmalieHTaMu, siKi Ha ¢oHi Teparril nedIyHOMiTOM OTPUMYIOTH JTiKapChKi 3acobu, 1110
MeTabo1i3yl0ThCs 3a gonomoroo CYP2C8 (pemnariHifg, nakiitTakces, mioriita3od abo
PO3UTIIiTAa30H), OCKIJIBKH MOXK€e CIIOCTepiraTucs ix OiJIbIl BUCOKA KOHIIEHTPAIlisl.

Bnaue Ha kogein (cyocmpam CYP1A2)

Ha mipcTaBi maHuX in vivo 1omo 3MeHIIIeHHS cepefHix 3HaueHb Cmax i AUC Kodelny
(Ha 18% i 55% BignmoBigHO) Ha GOHI MOBTOPHOTO BBeAeHHI A771726 NpUIlyCKalTh, 10
A771726 moxe 6yTu cinabkuM iHgyKTOopoM CYP1A2. Crnin 3 o6epexXkHicTIO
3aCTOCOBYBATH JIiIKapChKi 3aco0u, siKi MeTaboi3yioThcsa 3a gonomoroion CYP1A2
(HampuKiam, OyJI0KCETHH, aJloCeTPOH, Teo(ismiH i Tu3aHioWH), Ha QOHI Teparmil
s1eTyHOMIZOM, OCKiJIbKM MOXK€e CIIOCTEpPIraTucs 3HUKEHHS 1X e(DeKTUBHOCTI.

Bnaue Ha cybcmpamu mpaHcnopmepa op2aHiyHux aHioHie 3 (OAT3)

[Ticns moBTOpHUX mo3 A771726 cnocTepiranocs 30iIbllIeHHS cepefHix 3HadyeHb Cmax i
AUC nedaxknopy (8 1,431 1,54 pa3u BiAOOBiOHO), III0 HiATBEPAXKYE, 110 A771726 €
inridiTopom OAT3 in vivo. ToMy Ipu ogHOYaCHOMY 3acToCyBaHHi cyocTpaTiB OAT3,
TaKUX K 1edakiop, 0eH3uNNeHiIuIiH, TUITPo@I0KCcalliH, iHIOMeTalluH, KeTOIIpodeH,
dbypocemin, nMMeTUOWH, METOTPEKCAT, 3UOBYINH, PEKOMEHIYETHCS HOTPUMYBATUCS
00epexKHOCTi.

Bnaue Ha cybcmpamu BCRP (Breast Cancer Resistance Protein) i/abo cybcmpamu
noainenmudis B1 i B3, w0 nepeHocambs op2aHiuHi aHioHu (OATP1B1/B3)

ITicnst moBTOpHUX H03 A771726 cocTepiranocs 30iNbIIeHHS cepefHix 3HayeHb Cmax i
AUC posyBacTtaTtuny (B 2,651 2,51 pa3u BignosigHo). [Ipu iboMy He Bif3Hadanocs
TTIOMITHOT'O BILIUBY 30ibIII€HOI I1J1a3MOBOI €KCITO3U1Iil pO3yBacTaTUHY Ha aKTUBHICTh
I'MTI'-KoA-penykTa3u. [Ipu ogHOYacHOMY 3aCTOCYBaHHI i3 nedgayHOMigoM go3a
po3yBacTaTUHY He MOBUHHA mepeBuinyBaTu 10 Mr oguH pa3 Ha goOy. Illomo inmmx
cyoctpatiB BCRP (Hanmpukian, MeTOTpeKcaTy, TOIIOTeKaHy, Cyjibdacala3uny,
mayHopyOilmHYy, HOKCcOpyOiuHy) i cimerictBa cyocTpaTtiB OATP, ocobmuBo iHribiTOpiB
I'MTI'-KoA-penykTa3u (Hallpukiaz, CUMBacTaTUHY, aTOpBacTaTUHY, IIpaBacTaTUHY,
MeTOTpPeKcaTy, HaTerlIiHify, penariiHiny, pudaMITiiiHy), CJIif TaK0XK JOTPUMYyBaTUCH
00epeXKHOCTI IIPH iX CIIiIJIbBHOMY 3aCTOCYBaHHi i3 nednyHomigoMm. ITalieHTH MOBUHHI
nepeOyBaTH IIif peTeIbHUM HaTJISIA0M AJI BUSIBJIEHHS CUMIITOMIB, III0 BKa3ylOTh Ha
30iyIbIIIeHHS eKCITO3UIIil ITUX JTiIKapChbKUX 3ac00iB, i y TaKUX IMAIi€HTIB CIIil PO3TJISHYTHU
MMUTAHHS PO 3MEHIIEHHS OJO3M 11X JIIKapChKUX 3aco0iB.

Bnaue Ha npomu3anaioHi 3acobu (siki micmsamub 0,03 m2 emuHinecmpadiony ma 0,15
Me s1eeo0HOpz2ecmpeny)



[Ticnst moBTOPHUX m0o3 A771726 cnnoctepiranocs 30inbllIeHHS cepefHix 3HayeHb Cmax i
AUCO0-24 etuninectpagiony (B 1,58 i 1,54 pa3sa BigmoBigHo) i Cmax i AUCO0-24
neBoHoprectpeny (B 1,331 1,41 paza BignoBimHo). Xo4ya HeOaxKaHOT'O BIJIUBY IIi€l
B3aeMoOfil Ha e()eKTUBHICTh IepOpaIbHUX MPOTUI3ANIIimHUX 3aCc00iB HE OYiKy€ETHCH,
PEKOMEHOYETHCS BPpaXOBYBaTU TUII 3aCTOCOBYBAHOI'0O IIEPOPAIbHOTO IIPOTU3AILIIAHOT O
3aco0y.

Bnaue Ha sapgpapun (cypcmpam CYP2C9)

[ToBTOpHI mo3u A771726 He BIIUBaIOTh Ha apMaKOKiHETHUKY S-BapdapHHY, IO
BKa3ye Ha Te, 1110 A771726 He € iHribiTopoMm abo ingykTopom izopepmenty CYP2C9.
OpHak Ipu 0OOHOYaCHOMY 3acTocyBaHHI A771726 3 BapapuHOM crioctepiranocsk 25%-
€ 3HUXKEeHHs MaKCUMaJlbHUX 3HadyeHb MHB B NOpiBHAHHI 3 TaKUMU [IPU IPUKUOMi
omHOTO BapdapuHy. ToMy Ipu OOHOYAaCHOMY 3aCTOCyBaHHI 3 BappapuHOM CJIif
peTenpHO KOHTpotoBatu MHB.

Oco006/1MBOCTi 3aCTOCYBaHHS

He pekoMeHOy€ETHCS OOgHOYACHE 3aCTOCYBaHHS renaTOTOKCUYHUX abo
reMaToTOKCu4YHUX XMAP3 (Hanpukian, METOTpPEKCaTy).

AxkTuBHUM MeTabomiT nedpnynominy A771726 Mae OoBru mepion HaliBBUBEIEHHS,
SIKUM, SIK ITPaBUJIO, CKiIapmac€ Big 1 go 4 TuXKHIB. M0XKyTh BUHUKATU CEPHO3Hi HebaxKaHi
edekTHu (Hanmpukiaaj, rernaToTOKCUYHICTh, TeMaTOTOKCUYHICTh ab0 aJiepridyHi peakirii;
OUB. HUXKYe) HaBiTh TOAI KOMU JIiKyBaHHS NedIyHOMimoM OyI0 IpUMIUHEHO. TaKuM
YHWHOM, IIPU BUHHKHEHHI TaKUX TOKCUYHUX e(PeKTiB abo 3 OyAb-AKO]1 iHIIOI TPUYUHHU
CJIif IIIBUOKO BUBECTHU 3 opraHidamMy A771726 i mpoBeCTu NpoLenypy BUBeOeHHd. L1g
Ipoleaypa MoxKe ITOBTOPIOBATUCS 3aJIe’KHO Bif KITiHiUYHUX nOTPeO.

[Tpouenypu BUBEIEHHS Ta iHIII peKoMeHOoBaHi il y pa3i 6axkaHol abo
He3allJTaHOBaHOl BariTHOCTiI HaBeOeHO y PO3Aili «3acToCcyBaHHS y Mepiof BariTHOCTI
abo romyBaHHS TPYOOIO».

Peaxuii 3 60Ky neuiHKu

[ToBigoMIIATIOCS PO PiOKICHI BUIIAAKU TSAXKKOT0O YPa*KeHHS IIe4YiHKY, Y T.4. 3
JIeTaJIbHUM HACJIIOKOM, [if 4ac JIiKyBaHHSA J1e(IyHOMigoM. BilbIIicTh IMX BUNIAOKIiB
BUHUKaJIa IPOTATrOM IEePIINX 6 MiCALiB JIiKyBaHHSA. [Ipy IbOMYy 4acTO BUSABIISAIIU
OOHOYACHE JiKyBaHHS iHIIMMM I'eIaTOTOKCUYHUMU JTiIKapChbKUMU 3acob0aMu.
HeoOxigHUM € CyBOpe OOTPUMaHHS pPeKOMeH[allil II0A0 1X CyMiCHOTO 3aCTOCYBaHHS.

PiBai AJIT (I'TITC) cnig mepeBipsiTH Iepeld II04aTKOM 3aCTOCYBaHHS jledayHOMIOYy i3
TAKOI0 CaMOI0 PEryJIIpHICTIO, SIK i IPOBEOEeHHS PO3TrOPHYTOr0 aHasli3dy KpoBi (1 pa3 Ha
2 THKHi), IPOTATOM IEePIINX 6 MICSIIiB JIIKyBaHHS i 4yepe3 KOXKHIi 8 TUXKHIB MiCIsA MOTO0



3aKiHUYEeHHS.

IMTpu mipgBuinenHi pisuiB AJIT (I'TITC) B 2-3 pa3u Bullle BEPXHLOl MeKi HOPMHU CIIif
pO3TIsAOaTU MOXKJIUBICTE 3MeHIIeHH 003U jgediayrominy 3 20 mr go 10 mr. Pisri AJIT
(I'TITC) HeoOximHO BU3HAYaATH IOTUXKHEBO. AKino piBens AJIT (I'TITC) TpuBanuit yac
IIepeBUIIYE BOBiIYi BEPXHIO MeXKY HOPMU ab0 SKIIIO BUSBJIEHO TPUKPATHE MiABUIIEHHS
OaHOTO MOKa3HUKa, IPUMoM nedIyHOMIAy CIIif IPUIXHUATH i pO3I0oYaTH IIPOLEenypy
BuBefeHHd. [liciga mpUnUHEHHS IPUKUOMY J1e(IyHOMiTy peKOMEHOYEThHCS
MIPOOOBXKYBaTH MOHITOPUHT PiBHS ITe4YiHKOBUX (DEPMEHTIB JOTH, OOKM AaHi MOKa3HUKU
He IIOBEPHYTHCA OO HOPMU.

y 3B’H3Ky 3 MO2KJIMBUM BHUHUKHEHHJIM OOOATKOBHUX I'€IIaTOTOKCUYHUX e(l)eKTiB
PEKOMEHOYETBCA YHUKATHU B2ZKUMBAHHA AaJIKOT'OJIIO Iig 9ac J'IiKYBaHHH J'Ie(I)J'Iy'HOMiJIOM.

OCKinbKY aKTUBHUM MeTabomiT nedpnayHominy A771726 3Ha4HOIO MipoI0 3B’I3YETHCS 3
OiTkaMu i BUBOOUTHCS 3a PaxyHOK ITeYiHKOBOT0 MeTabosi3My i cekpellil KoBYi,
nepenbavaeThCS MiABUINIEHHS PiBHIB A771726 y mia3Mi KpoBi mallieHTiB i3
rinmomnpoTeineMiero. JledpnyHOMia MPpOTUIIOKa3aHUM IMalliEHTaM 3 TIXKKO0I0 (POPMOIO0
rinmomnpoTeineMii abo mopyieHHSIM (QyHKIIII mediHKu (QuB. po3min «[IpoTUnoOKa3aHHI»).

I'emamoano2iuHi peakuii

PasoMm 3 KoHTponeM piBHiIB AJIT nmepen mo4yaTKOM JIiKyBaHHS J1e(PIyHOMIZOM, a TaKOXK
1 pa3 Ha 2 THXKHI IPOTATOM IIEPIIUX 6 MICALIB JIIKyBaHHA 1 1 pa3 Ha 8 THUXKHIB MiCIA
MOT0 3aKiHYEeHHS CJIif IIPOBOAUTU PO3TOPHYTUM aHalli3 KpPOBi, BKIIIOUAO4YU
BH3HAYEHHS JIEUKOIIUTAapPHOI GOPMYJIH Ta KiJTbKOCTI TPOMOOIIMTIB.

Y natieHTiB 3 aHEMi€l0, TENKOIEeHi€l0 i/abo TPOMOOIIUTOIIEHIEIO, @ TAKOXK y MAaIliEHTIB
i3 mopymeHHsaIM QyHKIIiI KiCTKOBOTO MO3KYy ab0 y MalliEHTiB 3 PU3UKOM ITPUTHIYEHHS
(pyHKIIil KiICTKOBOTO MO3KY iCHY€ IMiABUINEHUM PU3UK I'eMaTOJIOTiYHuX po3nafis. [Ipu
BUHUKHEHHI TaKuX e(PeKTiB CJIig pO3rasgaTy MOXKJIMBICTh BUBEIEHHS IIpemnapary (OuB.
HUXK4Ye) 3 METOI0 3MEHIIIeHHs PiBHIB A771726 y nia3Mi KpOBi.

Y pasi BUHUKHEHHS TSAXKKHUX reMaTOIOTiYHUX e(PeKTiB, BKIII0Yal04u IIaHIIUTOIIEHIIO,
npuiioM jedIyHOMIAY Ta OyOb-IKMX Mi€TOCYIPECUBHUX MpelaparTiB Ciif OPUIUHUTH i
PO3MOYMHATU NPOLeAYPY BUBEOEHHA NledIyHOMInY.

IToeOHaHHA 3 iIHWUMU cnocobamu AiKYB8AHH S

3acTtocyBaHHS nedIyHOMINYy 3 MPOTUMANISAPiNHUMU 3acoO0aMu, SIKi MPU3HA4YaloTh IIPU
pPeBMaTUYHUX 3aXBOPIOBAHHAX (HallpUKIIaMd, 3 XJIOPOXiHOM i TiIPOKCUXIIOPOXiHOM),
ImperiapaTaMu 30JI0Ta [AJI BHYTPIIIHHOM S30BOT0 ab0 IepopaabHOoro npuiomy, D-
MeHIUIaMiHOM, a3aTiONIPUHOM Ta iHITMMHU iMyHOCYIIPECUBHUMM 3acobaMu,
BKJIIOYauu asnbga-inriditopu TNF (3a BUHATKOM METOTPEKCATY; OUB. PO3Mil



«B3aemogis 3 iHImMMMM TiKapchbKUMU 3acoO0aMu Ta iHIII BUOM B3a€EMOMIi») IO IILOTO
4Jacy He AocCifxKyBasocs. PU3uK, mos’s3aHuil 3 KOMOIiHOBaHOIO Tepalli€e, 0COOIUBO
IIpU OOBrOTPUBAJIOMY JIIKyBaHHI, HeBimoMuu. OCKIJIBKY TaKa Teparlis Moxe
MIPU3BOOUTH [0 OOOATKOBOI ab0 HaBiTh B3aEMHOMIIACHUITIOBAJILHOI TOKCUYHOI il
(HammpuKiam, rernaTo- abo reMaTOTOKCUYHOCTI), ITOeEAHaHH 3 iHmumMu XMAP3
(HampuKJian, 3 METOTPEKCaAaTOM) He PEKOMEHOYEThCH.

3acTocyBaHHs TepudayHaMmigy 3 medIyHOMIgOM He PEKOMEHOYETHCS, OCKIIbKH
TepudayHaMmia € MeTaboIiTOM OCTaHHBOTO.

ITepexio Ha iHWi cnocobu AiKYy8aHH s

Ockinbku nedIyHOMIO Ha JOBTUU Yac 3ajIMINAEThCSA B OPraHi3Mi, Ilepexia Ha iHIIUU
XMAP3 (sanpukian, MeToTpeKkcaT) 6e3 IpoBeIeHHS IIPOoLeNypPU BUBEOEHHS
npenaparty (OuB. HUXKYe) MOXKe MigBUIIMUTH UMOBIPHICTh JOOAaTKOBUX PU3UKIB HaBIiTh
IiCJIA TPUBAJIOTO Iepiody micisd nmepexony (KiHeTUYHa B3a€EMO[isl, TOKCUYHUU BIJIUB
Ha OpraHu).

Tak caMo HeIoJaBHO MepeHeceHe JTiKyBaHHS relaTOTOKCUYHUMU abo
reMaTOTOKCUYHUMMU JTiKapChbKUMU 3acob0amMu (HallpUKiiaZ, METOTPEKCATOM) MOXKe
MTPU3BOAUTHU IO ITOCUJIEHHS MOOIYHUX peakili. TaKUM YMHOM, TOYHUHATHU JIIKyBaHHS
nednyHOMigOM HeOOXiHO ITiC/IsT PETEJIbHOI OIIiHKM KOPUCTi/PU3UKY, @ Ha IT0YaTKOBOMY
eTarli IIicJisg Iepexony PEKOMEHAYETHCS PEeTEJIbHUY MOHITOPUHT CTaHy IallieHTa.

Peaxuii 3 60Ky wKipu
Y pasi BUHMKHEHHS BUPa3KOBOT0 CTOMATUTYy HIPUUOM JiepIyHOMIOY CIIif IPUIIUHUTH.

[ToBigoMiisiziocs PO OyXKe pigkicHi Bunagku cuHapoMy CTiBeHca-lI?KOHCOHa,
TOKCUYHOTO enifepmanibHOro Hekpoiidy Ta DRESS-curgpoMy y naiieHTis, gKi
JikyBanucs nedayHoMinoM. Y pa3i BUHUKHEHHS peakIliii 3 00Ky IKipu i/abo cIu30BUX
000JIOHOK, SIKi MOXKYTb aCOIlil0BaTHCS 3 PO3BUTKOM BHUIIle3a3HAYEHUX pPeakliii 3 00Ky
IIKipu, npuiioM nedayHoMiny i Oyab-IKUX iHIIUX JTiIKapChKUX 3ac00iB, siKi, UMOBIpHO,
MOXKYTh OyTH ITOB’I3aHUMHU 3 BUHUKHEHHSIM TaKUX peakilili, CJIi IPUIIUHUTH i
HeramHo po3moYaTH NpPolenypy BUBeOeHHS edayHoMiny. Y TaKux BUMIagKax BaXKJIUBe
3HaUYEeHHS Ma€ IIOBHE BUBEOEHHS IMpemnapary. [IoBTOpHe 3aCTOCyBaHHS JIeDIyHOMIOY
TaKMM XBOPUM IIPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIIOKa3aHHS»).

[ToBimomMIsAIOCA PO BUIIAOKU IIyCTYJIBO3HOI'O IICOPia3dy i 3aroCTpeHHs IIcopia3y Iicis
BUKOpPUCTaHHSA nedryHoMiny. 3a HeoOXigHOCTI MOkKe OyTH PO3ITISHYTE IPUNIUHEHHS
JIIKYBaHHS3 ypaXyBaHHSIM XBOpOOU mallieHTa i aHaMHe3y.

IHgekuitiHi 3ax80prOBAHHA



Bimomo, 110 nmikapchKi 3acobu 3 iMyHOCYITPECUBHUMU BIIaCTUBOCTSIMU, IMMOOIOHUMU IO
BJIaCTUBOCTEN nedIyHOMiy, MOXKYTh BUKJIMKATU Y NALi€HTiB OilbIITy CXUIbHICTH A0
iHQEeKIIIMHNX 3aXBOPIOBaHb, BKIIIOUAIOYM OMOPTYHICTUYHI iHQEKITilHI 3aXBOPIOBAHHS.
IH(dekIIitiHI 3aXBOPIOBaHHS MOXKYTh OyTH OiJIbIII CEPHO3HUMM i, TAKUM YUHOM, MOXKYTh
BAMaraTy paHHBOI'O 1 IHTEHCUBHOI'O JIIKyBaHHA. Y pa3i TAXKKUX HEKOHTPOJILOBAHUX
iHQeKUIiNHMX 3aXBOPIOBaHb MOXK€e BUHUKHYTHU HEOOXigHICTh MPUMTMHEHHS TiKyBaHHS
e IyHOMIZOM i IPOBEeIEHHS NPOLieAyPU BUBEOEHHS IIpenapary, dKa ONUCY€EThCSI
HUXYe.

[ToBimoMiisiyiocst PO PiAKiCHI BUMAOKM MPOTrpecyodol MyIbTU(OKaIbHOI
nerikonepebpanbHol guctpodii (ITMJI]II) y malieHTiB, siKi oTpuMyBanu j1eIyHOMIT
pa3oM 3 iHIMUMU iMyHOCYIPECUBHUMHU 3acob0aMu.

[Tepen moyaTKoOM IiKyBaHHS nedJIyHOMIIOM BCi IMallieHTH MOBUHHI OyTHU 00CTEXKEeHi
IIIOJI0 BUSIBIEHHS aKTUBHOTO a00 HEaKTHUBHOTO («JIaTEHTHOTO») TyOEPKYJIbO3y
BIOIIOBIOHO OO 3araJbHOIIPUUWHATHAX PEKOMEHOalllli. 3a malieHTaMiy, 110 MaloTh
00TSAXKEeHUU aHaMHe3 M0N0 TyOepKyJIbo3y Ta OTPUMYIOThE JieIyHOMIM, CHIil peTeIbHO
CIIOCTepiraTu yepes3 pU3UK peaKTHBallil iHdeKIrii.

Peaxuii 3 60Ky duxaavHoi cucmemu

[ToBigoMIIsiyioCcst PO BUITAAKM iHTEPCTHUIliaIbHOI XBOPOOU JIETeHiB, a TaAK0OXK OKpeMi
BUIIQJKM JIETE€HEBOI TimepTeH3il mif Yac JIikyBaHHS JiepIyHOMIOOM (OUB. PO3min
«IToGiuHi peaxkilii»). PU3UK BUHUKHEHHS ITUX 3aXBOPIOBaHb MOXKe OyTH BUIIUM Y
MaITiEHTIiB, SIKi MalOTh JaHe 3aXBOPIOBAaHHS B aHaMHe3i. I[HTepcTUlliabHa XBOpoOa
JIET€HiB MOXKe MaTH JieTaJIbHUM HacCJiOOoK, SKUU MOXKe PO3BUHYTUCS I'OCTPO IIif yac
tTeparii. Taki cumnTomMu 3 OOKY JIETeHiB SIK KallleJIb i IUCITHOEe MOXKYTh OYTH IPUYHUHOIO
OJig IPUIIMHEHHS Teparril i, 3aJIe2KHO0 Bifl CUTyallil, IPOBEIEeHHS I0JaIbIIOr0
00CTeXKEeHHS.

ITepugepuuHi Heliponamii

Bunanku nepudepryHux HelponarTii Oyu oIMcaHi y malliEHTIB, III0 3aCTOCOBYBaJIx
nednyHoMin. BinbuiicTe BUIIaAKiB 3aKiHYyBaluCs NOKpallleHHAM CTaHy NallieHTiB
IIiCJIg IPUIIMHEHHS NpuiioMy npemnapaTy. OgHaK HacligKu nepud@epruyHmX HeruponarTii
MOXKYTb OyTH pisHUMU. 30KpeMa, y JesIKUX MallieHTiB ITPOsSBU HeUpoIaTilii ITOBHICTIO
ITPOXOOSTh, @ V OeSIKUX — CIIOCTEePIiraEThCs MEePCUCTYIOUYUM Tepedir CUMIITOMIB
YCKJIagHEeHHS. PU3UK 110s1BY NepudeprudHnX HEUPOIaTii 3pOCTa€ y Malli€HTiB BIKOM
nmoHapn 60 poKiB MpY OOHOYACHOMY ITPUMOMI iHITUX HEMPOTOKCUYHUX 3aCO0iB Ta y
XBOPHUX Ha LyKPOBUU Oiabet. AKIo y nalieHTa Ha ¢oHi mpuiioMy J1eDIyHOMIOY
PO3BUHYJIUCS O3HAKU IepupepudHOol HeWpomarTil, CIIig PO3TISAHYTH IUTaHHS 00
NPUIIMHEHHS Tepalil Ta BUKOHAHHS IMPOLeOypPy BUBEOEHHS IIpelapary (OuB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).



Koaimu

[ToBimOMIAIOCA IPO BUHMKHEHHS KOJIITiB, BKJII0UYal0UX MIKPOCKOIIYHI KOJIITH, IpU
Teparil 1ednayHomigoM. [TosiBa XpOHIYHOI Aiapel HEBIIOMOTO I'eHe3y y IMalli€HTIiB Ha
¢doni Tepanii nedpyHOMimoM BUMarae mMpoBeAeHHS BiATIOBIOHUX AiarHOCTUYHUX
npouenyp.

ApmepiaabHuu muck

ApTepianbHUM TUCK CJIi[ IEePEeBIipATU Hepel I0YaTKOM JIiKyBaHHS J1e(hIyHOMIooM i
IepioguYHO MiCJIs MOro IIPOBEOEHHS.

Penpooykuisa (pexkomeHOauii 0151 40108iKiB)

Ha croropHi HeMa€ JOKJIIHIYHUX Ta KJIIHIYHUX OaHUX, K1 JEMOHCTPYIOTh PU3UK
TOKCHUYHOI [il Ha eMOpPiOH/IIJIig CIEpPMHU YO0JIOBiKiB, IKi 3aCTOCOBYIOThH JIE(DITYHOMIZ.
OpHak iCHyBaHHS TaKOl MMOBIPHOCTI He BUKJIIOUeHe. TOMYy MaIlieHTH Y0JIOBidOl CTaTi
MMOBUHHI OyTU MONlepeaXeHHi Mpo HeoOXigHICTh 3aCTOCOBYBaHHS HaOiHO1
KOHTpalleIlil i yac nmikyBaHHA. 111 MiHiMi3alil Oyab-IKOTro pU3UKYy 4YOJIOBiKaM, SIKi
0axaloTh cTaTu OaThbKaMM, CJIif] PO3TJISHYTU MOXKJIMBICTh IIPUINHEHHS IIPUNOMY
nedIyHOMIAY i mOJanbIIoro BUKOHAHHS MTPOLleAypy BUBEOEeHHS IIpenapary. Y Oyab-
sIKOMY BUNQOKYy CJIiZ ABidi (ogpa3y IIicis IpUNUHEHHS IIPUoOMy Ipemnapary Ta 3
iHTepBasoM mIoHatiMeHIle 14 1i6) BU3HAUUTU KOHIIeHTpalio A771726 y nna3mi KpoBi.
Ax1o obuaBa pa3u KoHIeHTpalliss A771726 y niima3mi Kposi mena 0,02 Mr/i, a TaKox
yepe3 3 Micslli Imicas NPpUIXHEeHHS Tepalil 1edgIyHOMigoM, PpU3UK TOKCUYHOI Oil Ha
IIJIig BBAXKA€ETHCS OyXKe HU3BKUM.

ITpouedypa susedeHHA nepayHOMIOy

[TputimaTH xonecTupamin o 8 r 3 pa3u Ha go0Oy ab6o 50 r aKTUBOBAHOT'O BYTiJls,
MoapiOHEeHOro B ITOPOIIOK, 4 pa3u Ha go0y. TpuBamicTh IIpoIlleaypyu ITIOBHOTO
BUBEJIEHHSsI, SIK ITPAaBUJIO, CTAaHOBUTL 11 mi6 Ta MozKe 3MiHIOBATHCS 3aJIe3KHO Bif
KIiHiYHUX ab60 n1abopaTOPHUX ITOKA3HUKIB.

JIlakmosa

ITo ckiany mpemnapaTy BXOOUTH JIaKTo3a. AKII0 y Bac BCTaHOBIIEHO HETIEPEHOCUMICTh
OessKUX LYKPiB, IPOKOHCYIbTYUTECS 3 JIIKapeM, IIepIll HiXK NpUuuMaTH Lieu JIIKapChbKUU
3acio.

Kpoxmanv Kykypyo3aHuu

IIo ckagy mpenapaTy BXOOUTb KPpOXMaJllb KYKYPYO3sSHUM, TOMY 1IeM TiKapChbKul 3acid
He CJIi 3aCTOCOBYBaTH XBOPUM Ha IIeJliakiio (IJII0TEHOBY €HTEePOoIIaTiio).



3maTHiCTh BIUIMBATH HA IIBHIKICTH peakiIliili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

Y pa3i BUHUKHEHHS TaKoro MoOiYHOro epeKkTy K 3allaMOpPOYEHHS MOXKE MOPYIIUTUCS
3[aTHICTh MalliEHTa KOHIIEHTPYBaTH yBary Ta BUSBJIATA HeOOXigHY peakiiifo. Y
nmoniOHUX BUIlafgKax IMalli€HTy CHIil yTPUMAaTHUCh Bil KepyBaHHS aBTOMOO0ieM i poboTu
31 CKlagHUMHU MeXaHi3MaMHu.

3acTocyBaHHs y nmepioa BaritTHocTi a00 rogyBaHHsI IPyaaio

BaeimHicmb

€ 1mimo3pu Ha Te, II0 aKTUBHUU MeTalomiT nedpnyHoMiny A771726 € IpUYUHOIO
TSIXKKHUX OedeKTiB PO3BUTKY IJIOAA ITPY 3aCTOCyYBaHHI edgayHOMIOY y mepion
BariTHOCTI. [Ipenapat JlehpHO® mpoTHUIIOKa3aHUHU y mepiod BariTHOCTI.

2KiHkKaM penponyKTUBHOTO BiKy CJIiil BAKOPUCTOBYBaTU e(eKTHUBHI 3acobu
KOHTpAIEeIIlil IPOTITroM 2 POKIB ITicJis 3aKiHYeHHS JTiKyBaHHS IpernapaToM (OuB.
«Ilepiom ouikyBaHHs» HUkKYe) abo mo 11 mHiB micig 3akKiHUYeHHS TiKyBaHHS (OUB.
«IIpouenypa BuBeAeHHs nedIyHOMIiAy» HUXKUE).

[NamieHTKy CJIif momepenuTH, 10 V pa3i 3aTPUMKU MeHCTpYyailil abo 3a HasIBHOCTI
IHIIIMX O3HAaK, 110 BKa3yTh Ha HaCTaHHS BariTHOCTI, BOHA Ma€ HeramHo IIOBIJOMUTU
PO IIe JIiKaps 3 METOI0 OlarHOCTHUKHU BariTHOCTI. AKIO TECT BUABUTHCS IO3UTUBHUM,
JIikap Ma€e 0OTOBOPUTH i3 MAIliEHTKOIO PU3UKM Teparil tedpyHoMimoM Oiis IjIofa.
Pu3uk s niopna yepes MpuMaHHA NMalliEHTKOI0 1edIyHOMiny MOXKHa 3MEHIIIUTH
IIIJISTXOM ITPU3HAYEHHS IIPOLieAypyu BUBeOeHHS 1eIyHOMIiAy 3 opraHiaMy npu
3aTpUMIIi MEeHCTpyallild.

KinkamM, sKi mpuiimMaioTh jiedayHoMin i 6aKaloTh 3aBariTHITH, PEKOMEHI0OBAHO
BUKOHATHU OOHY 3 IIPOLIeAYyP BUBeOeHHS ne(IyHOMIAy 3 METOI MaKCHUMaJIbHOTO
3MEHIIEeHHS MOXKJIMBOTO TOKCUYHOTO BIIUBY A771726 Ha 1iif (LiTb0BUM PiBEHB
A771726 mae O0ytu HUK4YUM 3a 0,02 mr/m).

Ilepio0 ovikysaHHA

MoxkHa o4iKyBaTH, 1110 KOHIIeHTpallisg A771726 y nna3mi kpoBi Oyae Buitie 0,02 mr/mn
IPOTSATOM TPHUBAJIOTO mepioay. BBaxKaeThCs, 110 MOT0 KOHIIEHTPALlisl 3MEHIIYEThCS 00
piBHS HuXK4e 0,02 Mr/n yepe3 2 POKM ITiCJIg IPUIIMHEHHS JIIKyBaHHS JIe(pIyHOMiZOM.
Ilepmnii pa3 BU3HaA4YalOTh KOHIIeHTpaLito A771726 y nyna3Mi KpOBI IMic/isg 3aKiHYeHHS
OBOpPiYHOrO nepiony odikyBaHHsA. [IoBTOpHO KOHLIeHTpawiss A771726 y nna3Mi KpoBi
BH3HAYa€ETHCA K MiHiMyM 4yepe3 14 gHiB. AKI10 MOKa3HUKU KOHIIeHTpalil A771726
mpu 000X Bu3HaUeHHAX HUuXKYe 0,02 Mr/i1, He 04iKyeThCSI TEPATOT€HHOTO PU3UKY.



[Tpouenypa BuBeOeHHS nedIyHOMIOY.
[Ticns npunuHEeHHS JTIKyBaHHSA 1eQIyHOMIIOM:

e XOJIECTHPaMiH 110 8 r repopanbHo 3 pa3u Ha Ho0y nmpoTsaroM 11 OHiB;
e K aJlbTEPHATUBA, IIepopanbHo 1Mo 50 I aKTUBOBAHOI'O BYTi/lJis, ITIOOPiOHEHOTO B
MMOpoIIoK, 4 pa3u Ha Ao0y npoTtsarom 11 oHiB.

He3zanexHo Big o6paHoro criocody enmiMiHallii mpemnapary, 0 MOMEHTY 3allJlifHEeHH
CJIif OBidi, 3 iHTepBasioM LIOHaVMeHIIe 14 nHIB, IepeBipsATU KOHLeHTpalio A771726 y
Jia3Mi, IIiC/Isa Yoro 3aYeKaTH i3 3allJIifHEeHHSAM IIPOTAroM 45 OHIB 3 MOMEHTY, KOJIU B
aHaJi3i Brepine 3adgikcoBaHa KoHIleHTpalid A771726 auxkya 0,02 mr/n. 2KiHKam
PENpPOAyKTUBHOIO BiKY CJIif MOBiJOMUTH, 10 IIepe HaCTaHHSM BariTHOCTiI HeoOXigHO
nepedekaTyd 2 POKM ITiC/IS BiIMiHU ITpemapaTty. AKINo mepion o4iKyBaHHSA NPUOIM3HO 2
POKM 3a YMOB HailfHOI KOHTpAllenilili BU3HaHUNW HENPUHUHSATHUM, TO HEOOXimHO
PEeKOMeHOyBaTU MPOBEOEHHS NPOIeAypPHU BUBEIEeHHS JTeIyHOMIOY.

I xonecTtupamiH, i akTUBOBaHe BYTiJIJIsT MOXKYTh BIIJINBATU Ha abcopOIIito eCTPOTeHiB i
IIPOTeCTOreHiB, TOMY Ha[iliHi ITepopanbHi MpoTulaniinHi 3acobu He gaoThb 100%
rapanrTil y nepiop npolenypu BuBegeHHs nedayHoMiny. PekoMeHOy€eThCS
BHKOPUCTOBYBATH aJlbT€PHATUBHI METOOU KOHTPAIEIIIil.

Jlakmauis

IocnigkKeHHsS Ha TBapUHaX CBiguaTh, 110 J1edIyHOMIn i ioro MeTabommiTu
HOTPAIlJISIOTh Y TPYOHE MOJIOKO. Y 3B’A3KYy 3 LIMM XKiHKaM, sKi rogyiTh I'PYALOIO0,
NPOTUIIOKA3aHUU IPUNOM JIepIyHOMITY.

QepPTUIBHICTD

IMocmigkeHHS Ha TBapuHaX He IIPOAEMOHCTPYBaJIN BILIMBY JiepIyHOMIOYy Ha
dbepTunbHicTh y 0Cci6 XKiHOYOI Ta 40JI0BiuOi cTaTi. OMHAK HETAaTUBHUM BIIJIUB
nednyHOMIOY Ha PENIPOOYKTHUBHI OPraHW YOJIOBiKiB MOXKJIMBUM.

Cnocid 3acTocyBaHHs Ta I03H

JIikyBaHHA nTedIyHOMIZOM Ma€ Npru3HadaTH i KOHTPOJIIOBATH JIiKap 3 AJOCBiIOM
JIIKyBaHHSI P€BMATOIHOTO i ICOPiaTUYHOTO apTPHUTY.

OnmHOYACHO i 3 OMHAKOBOIO MEPIOANYHICTIO IPOTATOM JIiKyBaHHS J1€(PIyHOMITOM CIIif
BHM3HAYaTHU KOHIIEHTpPAIlilo anaHiHaMiHoTpaHchepas3u (AJIT) abo
raoTaMmonipyBarTpaHcdepasu (I'TITC) B cupoBaTiii KpOBi, IPOBOOAUTH PO3TOPHYTUM
aHasIi3 KPoBi, BKI0Yaouu nudepeHIialbHUM aHalli3 JTeMKOIUTIB i KiJIbKiCTh
TPOMOOIIUTIB:



e 1O IIOYATKY 3aCTOCYBaHHS nedIyHOMIOy;

e 1 pa3 Ha 2 THUXKHI IPOTATOM 6 MICSLIB JIIKyBaHHS;

e 1 pa3 Ha 8 TUXKHIB ITicIs MPOBeOeHHs TiKyBaHHS (OuB. po3min «OcobmuBOCTi
3aCTOCyBaHHS»).

TabneTKu ciig KOBTaTU He PO3KOBYIOYHU Ta 3aluBaTH BOJoi0. CTyniHb abcopOilil
nedIyHOMINY He 3aJIeKUTh Bif IPUHUOMY 1XKi.

PesmamoioHut apmpum:

e HacuyyBaJibHa go03a cTaHoBUTH 100 Mr 1 pa3 Ha OeHb IIPOTATOM IIEPIIUX TPhOX
OHIiB;
e IiATpUMYyIO4Ya A03a cTaHOBUTH Big 10* go 20 mr 1 pa3 Ha goOy.

* 3a HeoOXximHOCTI 3acTocyBaHHA 03U 10 Mr ciig npuiMaTty TabJIeTKU 3 BiATIOBIAHUM
BMiCTOM [if040l PEYOBUHHU.

ITcopiamuyHulu apmpum:

e HacuyyBaJibHa g03a cTaHoBUTH 100 Mr 1 pa3 Ha OeHb IIPOTATOM IIEPILIUX TPhOX
OHIiB;
e migTpUMYyIO4a A03a cTaHOBUTH 20 Mr 1 pa3 Ha moO0y.

TepaneBTuuHUM eHeKT MOYUHAE BUIBIATUCS Yepe3 4-6 TUXKHIB Bifl TO04YaTKYy
JIIKyBaHHS 1 MOXKe IIOCUJIIOBATUCH ITPOTATOM 4-6 MICAIIB Bif OYATKY JIiIKyBaHHS

[MamieHTH BikOM ITOHam 65 POKiB: KOPEKIIisi mo3u He IOoTpibHa.

[ManieHTH 3 MOMipHOI0O HUPKOBOIO HEOCTATHICTIO: KOPEKIIisi 403U He MOoTpiOHa.
itk

[IpenapaT He 3aCTOCOBYIOTH HOiTSAM (e(peKTUBHICTL i 6e3IeKa 3aCTOCyBaHHS IIPU
IOBEHIJILHOMY PE€BMATOIHHOMY apTPUTiI HEe BCTAHOBJIEHI).

Ilepego3yBaHHs

Cumnmomu

[ToBigoMIIAAZIOCS IIPO XPOHiIUHE epeno3yBaHHs Yy Nalll€HTIB, sIKi IpUUMaiu
nednyHoMin B moOOBUX [M03ax, AKi OO II'ITH pa3iB IIepeBUIIlyBaJI PEKOMEHIOBaHY
n1o00BY MO3Y, a TaKOXK ITOBiIOMIISITIOCS IPO TOCTPE Mepeno3yBaHHSA y MOPOCIUX i miTeu.
Y GinbIIOCTi TOBiMOMIIEHUX BUIIAIKIB Iepemo3yBaHHS ITOOIYHUX peaklIliii He
croctepiramnocs. ITo6iyHi peakiiii, sKi BigmoBiganu npodinto 6e3neku nedayHoMiny:
0inmb v )KUBOTI, HyOTa, Oiapes, MigBUILEHHS PiBHIB Me4iHKOBUX (DEPMEHTIB, aHEMIs,



JIEMKOIIeHiss, cBepOixXK i BUCHUIIL.
JlIikysaHHA nepedo3y8aHHA

Y pasi nepego3yBaHHs ab0 TOKCUYHOI [ii [JI IPUCKOPEHHS BUBEIEHHS
PEKOMEHYETHCS IMIPUNOM XOJIeCcTUpaMiHy abo aKTMBOBAHOTO BYTiJIsA. X0JieCTUPaMiH,
SIKUY ITepopabHO 3aCTOCOBYBasu y 0o3i 8 r 3 pa3u Ha o0y mpoTsarom 24 roOguH TPhOM
3MOPOBUM HOOPOBOJIBIISIM, 3MEHIITyBaB PiBHiI A771726 y nia3Mi KpoBi IpubIN3HO Ha
40% 4gepes 24 roguHu i Ha 49-65% 4yepe3 48 roguH.

Byno moka3aHO, 1110 3aCTOCYBaHHS aKTUBOBAHOTO BYTi/UIA (IOPOILIKY Y BUTJIALL
cycmensii) nmepopanbHO ab0 Yyepe3 Ha3oracTtpaabHul 30H[ (50 T yepes3 KOXKHi 6 ToguH
MIPOTSATOM 24 TOOWH) 3MEHITy€Ee KOHIIEHTPallilo akTUBHOTO MeTabomity A771726 y
ns1a3Mi KpoBi Ha 37% 4yepe3 24 roguHu i Ha 48% 4yepe3 48 roguH.

[Tpouenypy BuBeOeHHs 1edIyHOMIAY MOXKHa IIOBTOPIOBATU 3a HASIBHOCTI KITIHIYHUX
IIOKa3aHb.

IocnigKeHHs 3 TPOBEAEHHSIM reMofianily Ta XpoOHIiYHOT0 aMOy1aTOPHOTO
nepuToHeanbHOro mianidy (CAPD) BKa3ylOTh Ha Te, 10 aKTUBHUMN MeTabOoJIiT
nednyHominy A771726 He giami3zyeTncs.

IToOiuni peakii

IHgekuii ma iHeasii: pi3HOro pomy iHdeKIlil (B TOMY YMCJIIi pUHIT, OPOHXIT, THEBMOHIsI);
OIOPTYHICTUYHI iHeKIIil; TaXKi iH(eKIlil, BK/II04alo4yu celcuc (y TOMy 4HUCHi 3
JIeTaJIbHUM HaCJIiTKOM).

I1oOposIKicHI, 37T08KiCHI Ta Hecnelnu@idyHi HOBOYTBOPEHHS (KiCTHU Ta ITOJIIIH):
MigBUIIEHUY PU3UK PO3BUTKY 3JI0SIKICHUX HOBOYTBOPEHBb, 30KpeMa
niMmdonporipepaTuBHUX 3aXBOPIOBaHb, 30iIbIIYETHCS IPU 3aCTOCYBAHHI 3
iMyHOCYTIpECUBHUMM JIiIKapCbKUMU 3aco0aMu.

3 60Ky cucmemu Kposi: TeUKOmIeHist, aHeMist, TPOMOOIIUTOIIEHisI, HAaHIIUTOIIEHisI,
€03UHOo(isTis, arpaHyI0IUTO3.

[TontepenHe, cynmyTHE abo0 mopaabIlle 3aCTOCYBaHHS MOTEHIIIMHO Mi€IOTOKCUYHUX
IpenapaTiB Moxe OyTHU ITOB’s13aHe 3 OiNIbIINM CTYIIEHEM PU3UKY IeMaTOIOTiuHUX
edeKTiB.

3 60Ky iMyHHOI cucmemu: aneprivyHi peakilil JIETKOTO CTYIEHSs;
aHa¢inakTU4YHi/aHa}inaKTOIOHI peakilil TAXKKOTO0 CTyIIeHs, BAaCKYyJIiTH (BKJII0Yal04Hn
IIKIPHUY HEKPOTU3YIOYUMN BaCKYJIIT).



3 60Ky 06MiHY peuo8uH: 3POCTAaHHS PiBHSA KpeaTuHiHGOCHOKiIHA3M, rinmoKamiemis,
rineprminigemis, rimogocdaTemisi, 3poCTaHHS PiBHS JIaKTaTOETiAporeHa3u, 3HUXKEHHS
BMICTYy C€4Y0BOl KUCJIOTH (TimoypikeMis).

ITcuxiyHi nopyweHHA: TPUBOXKHUU CTaH.

3 60Ky Hepeosoi cucmemu: mapecTesii, royIoBHUM 0iNb, 3alTaMOPOYEHHS, TepudepudHi
HeWporIaril.

3 60Ky cepueso-cyOuHHOI cucmeMu: IMiOBUILIEHHS apTepialbHOTO THUCKY.

3 60Ky OuxasnbHOI cucmemu: iHTepCTUIliabHa XBopo0Oa j1ereHs (BKIIOYa04Yu
IHTepCTULIIaJIbHUY THEBMOHIT), y TOMY YHCJIi BUIIAAKY 3 JIETAJIbHUM HACJIIOKOM,
JlereHeBa TinepTeH3is.

3 60Ky mpasHo20 mpakmy: miapesi, HyooTa, 67oBaHHs, Oilb y 2KUBOTI, YpazkKeHHs
CIM30B0O1 000JIOHKK POTOBOI ITOPOXKHUHY (aPTO3HUM CTOMATUT, BUPA3KM), IIOPYIIEHHS
CMakKy, MaHKpeaTUT, KOJITH (BKJII0Yal04M MiKPOCKOIIIYHUAY KOJIIT, TiMpOoIUTapHUU
KOJIIT Ta KOJIaT€HO3HUU KOJIIT).

3 60Ky 2enamobiniapHoi cucmemu: 3pOCTAHHS PiBHS ITEYiHKOBUX (DEPMEHTIB
(amanimaminoTpaHcdepas3u (AJIT), raMMmarnyraTioHTpaHcdepasH i TyzKHOI
dbocdaTaszu), rinepbinipybineMisi, rermaTuT, XKOBTSIHULIS, X0JIeCTa3, TSIXKKi ypaxKeHHS
MMeviHKY (IeYiHKoBa HeOOCTATHICTh a00 TOCTpUM HEKPO3 MEeYiHKU, Y TOMY YUCII 3
JIeTaJIbHUM HaACJIITKOM).

3 60Ky wKipu ma nidwKipHOI KAIMKOBUHU: TIiABUIIIeHe BUIAIiHHSI BOJIOCCS, eK3eMa,
IIKipHi BUCUIIaHHA (Y TOMY YMCJIi MaKyJ0-TanyJjJbO3HUN BUCHUII), CBEPOiXK, CyXiCTh
IIKip¥, KPOIIMB'siHKA, moniMopdHa eputeMa, cuHapoM CriBeHca-[?)KOHCOHA,
TOKCUYHUMU ellifepMaJbHUN HEKPOJIi3, IIKIipHUU YepPBOHUM BOBYaK, Iicopia3
IIyCTYJIbO3HUM ab0 3aroCTpPeHHs IIcopia3ly, CUHAPOM TilepYyTIUBOCTI 3 e03UHO(iTiEI0
i cuctemauMu cuMmnroMamu (DRESS-curmpom).

3 60Ky Kicmkog0-M’ 5130801 cucmemu: TEHOOCUHOBIITH, PO3PHUB CyXOKHUIIb.
3 60Ky ceuosulinbHOI cucmemu: HUPKOBA HEOOCTATHICTh.

3 60Ky penpodyKmueHoi cucmemu: 3HUKEHHS KOHIEHTpallil CliepMaTo30iMiB
(o60opoTHE), 3HMKEHHS 3arajabHOl KiJIbKOCTi Ta PYXJIMBOCTi CIIEPMaTO30IMdiB.

3azanvHi nopyweHHs: aHOPEKCis, BTpaTa MacCH Tila (sIK IIpaBuUIo, He3HaYHa), aCTeHid.
TepMiH npHIaTHOCTI

3 POKH.



VYMmoBHu 30epiranHs

36epiratu npu TeMiepartypi He Buile 25 °C B opuUTiHaJIbHINM yIIaKOBLIi.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIti.

YnakoBka

[To 10 TabneTok y 6micTepi, mo 3 OmicTepu y KapTOHHIM yIIaKOBIIi.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

Kycym Xentxkep IIBT JITH.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHs
IistIbHOCTI

CII-289 (A), PIIKO Iamactpian apea, Yomnaski, bxiBami, [lict. AnBap (PagxkacTan),
Iuamis.

[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B35ATO 3 OQiIliiHOro gxkepena — J[epKaBHOTO PEECTPY

JIiKapchKuX 3aco0iB YKpaiHu.
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