IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

JTedpno®

(Lefno®)

CKnao:
Oitoua peuosuHa: nedpmayromin (leflunomide);
1 tabneTka micTuTh JepayroMigy 20 Mr;

0ONoOMIJCHI peyo8uHU: CTapiaak*, MOBIIOH, HATPil0 KpOCKapMeio3a, HaTpilo Jaypuicybdar,
KPEMHiI0 IiOKCUI KOJIoimHuY 0e3BOOHUM, TanmbK, Komikoat IR 6imuii II.

* Craprak: TaKTO3W MOHOTIiOpaT, KPOXMallb KYKypyO3sSHUH.

JIikapcbka ¢opma. TabreTku, BKpUTiI 060I0HKOIO.

OcHogHI (i3uko-ximiuHi 81acmueocmi: OBaJIbHi ABOONYKJIi TaOneTKu 6iJIoro KOIbOPY, BKPUTI
000JI0HKOIO.

®apMakoTepaneBTUYHA Ipyla.

AHTHMHeOIJTaCTUYHI Ta iMyHOMOOY/TI00Yi 3aco0u. IMyHOCcynpecanTu. IHribiTopu
nurigpoopoTtaTaerigporenasu (OTOMOT). Jlepnyromin. Kog ATX LO4A KO1.

®apmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

JlednynoMip - 11e xBopobomoarikyounit aHTUpeBMaTUYHUH 3acid 3 aHTUIIPOJTihepaTUBHUMHU
BJIACTUBOCTSIMU.

Jledmyromin epeKTUBHUY Ha TBAPUHHUX MOOENSAX apTPUTY Ta iHIIUX ayTOIMyHHUX
3aXBOPIOBAHb 1 TPAHCIIAHTallil, TOJIOBHUM YHMHOM SIKIIIO0 3aCTOCOBYETHLCA Iif] 9ac ¢a3u
ceHcuOinizanii. Mae iMyHOMOAYTI0I0Yi/iMyHOCYIIPECUBHI BTaCTHABOCTI, fli€ SIK
aHTUIpPOIipepaTUBHUY 3acib, a TAaKOXK BUSBJISIE MIPOTU3aNalibHi BIacTUBOCTI. JlednyHnomin
NEMOHCTPYE HauKpalluid 3aXUCHUY e(eKT Ha TBAPUHHUX MOMEJIIX ayTOIMyHHUX
3aXBOPIOBaHb, KOJIM 3aCTOCOBYETHCSA Ha PaHHIM CTafil PO3BUTKY XBOPOOHU.



In vivo nedpnyHoMim UIBUAKO i MaiiKe MOBHICTIO MeTab01i3yeTbest 1o A771726, skuit akTUBHUM in
Vitro Ta BBaXKa€ThCS BiATIOBiJaIbHUM 3a TepaneBTUYHUMN e(PeKT.

MexaHi3M mil.

A771726, akTuUBHUN MeTa0OJIIT nedIyHOMiny, IPUTHIYYE TIOACEKUN pepMeHT
nurigpooportatgerigporernady (IT'OMI) i BusiBnsie aHTUNpoIipepaTUBHY aKTUBHICTh.

dapmakoKiHemuxka.

JledmyHOMip IIBUAKO ITEPETBOPIOETLCS HA aKTUBHUM MeTa0omiT A771726 uinsaxoMm MeTabosizaMy
IIePILOro MPOXOXKEHHS (BiKPUBaHHAM Kifblis) ¥ CTIHKAX KUIIEYHUKa 1 IedinIy. Y JOoCTiaXKeHHi 3
MidYeHUM pafioaKTHBHUM i3oTonoM 14C-nednyHoMigoM y 3MOpoBUX HOOPOBOIIBIIB He 0YII0 BUSIBIEHO
He3MiHeHOTo n1edIyHOMIiny B IIN1a3Mi, cedi uu dekamiix. B iHIMX HOCTiIXKEHHSAX PiBHI HE3MIHEHOT0
nednyHOMIinTY y IIa3Mi KPoBi BUSIBIISIINCS PigKo. €EOUHUM MeTa0oJiTOM, SIKUY BUSIBIISIBCS Y I/Ta3Mi
KpoBi, 6yB A771726. 1le#t MmeTabomiT 00YMOBIIIOE TOJIOBHUM YMHOM BCIO aKTHBHICTH JiehayHOMINY B
OpraHismi.

BcMOKTYBaHHSA

BcMmokTyeThes Big 82 mo 95% mo3u nednyHominy. Yac fOCATHEHHS MaKCHMallbHOI KOHIIEHTPallil
A771726 y nna3mi KpoBi fyxKe BapitoeTbCA: Bifg 1 1o 24 ronguH Imiciasg pa30BOro 3aCTOCYBaHHSA.
JledrmyHOMig MoKHa MpUMMaTH 3 i7Kel0, OCKiTbKY 00'€M BCMOKTYBaHHS IIpU NIPUIOMI ITperaparty
icIIst igu i HaTIe CXOXKuM. Y 3B’SI3KY 3 Iy2Ke NOBTUM IlepiogoM HamniBBuBemeHHsS A771726
(mpubnu3HO 2 THXKHI) Oy 3abe3nedeHHs MBUIKOTO HOCATHEHHS cTabimpHOro piBHs A771726
3aCTOCOBYBajlacs HaBaHaTaxyBaibHa fo3a 100 mr npotsrom 3 ni6. BctaHoBeHo, 1m0 6e3
3aCTOCYBaHHS HaBaHTaXXyBaJIbHOI 103U [JIS HOCSITHEHHS CTabiIbHOI KOHIIEHTPAllil y IIj1a3Mi KpoBi
Moxe OyTH MOoTpiOHO Maiixke gBa Micslli MpruiioMy npenapaty. [JocifKeHHs, B SKMX BUBYA/IM Pi3Hi
M03yBaHHS IIpenapaTy IPOAeMOHCTPYBaly, o ¢dapMaKOKiHETUYHI mapaMeTpu A771726 € niHIKHUME
IIpY 3aCTOCYBaHHI IIpemnaparTy B Aiana30Hi 103 Big 5 7o 25 Mr.

Y nux mociifKeHHSIX KIiHiYHUY epeKT OyB TiCHO IOB’I3aHUM 3 KOHIeHTpallieio A771726 y nna3mi
KpOBi i 3 m060B0OI0 m03010 nedyHoMigy. Y pasi 3acTocyBaHHs no3u 20 Mr/mo0y cepemHs
KOHIeHTpalis A771726 y nna3Mi KpoBi B CTaflii HACUYEHHS CTAHOBUThL NPUOIU3HO 35 MKT/MII. ¥V
cTafii HacCMYeHHS KOHIeHTpalis A771726 y mna3mi kposi mpubnu3Ho B 33-35 pasiB Bullle B
IIOPIBHAHHI i3 TAaKOO IIpU OJHOKPATHOMY 3aCTOCYBaHHI IIpernapary.

Po3mnopin

Y nna3mi mopuau A771726 Malike TIOBHICTIO 3B’sI3yeThCs 3 OinkoM (anbOymiHoMm). He3B’ si3aHa
dpaxkiis A771726 cknagae 6nu3bpko 0,62%. 38’s3yBanHs A771726 € niHiiHUM y MexKax
TepaneBTUYHHUX N03. 3B's13yBaHHsA A771726 BUSBUIIOCS Oel0 CIabIuM i GifbIl BapiaTUBHUM Y
T71a3Mi KPOBi MAIiEHTIB 3 PEBMATOINHUM apTPUTOM ab0 XPOHIUHOI0 HUPKOBOIO HEJOCTATHICTIO.
ExcreHcuBHe 3B’a3yBaHHA A771726 3 61IKOM MOXKe IPU3BONUTH [0 BUTICHEHHS IHIIUX PEUOBUH, SIKi
3HAYHOI0 MipOo 3B’3yI0ThCs 3 Ginkamu. OfHaK pe3ynbTaTy OOCTiIXKEeHHS B3aEMOII] IpY 3B’ A3yBaHHi
3 6imkaMu B yMOBax in vitro i3 3acTocyBaHHSAM BaphapuHy y KITiHIYHO AOIIBHUX [[03aX B3aEMOii He
noka3zayu. [TomiOHi JocHiKeHHS MPOIeMOHCTPYBaH, 1o ibynpodeH i nukinobeHak He BUTICHAH
A771726, B TOY 4ac 9K B IPUCYTHOCTI TonOyTaMiny He3B'si3aHa ¢ppakuis A771726 3pocrana B 2-3
pasu. A771726 ButicHaB iOynpodeH, nuknodeHak i TonbyraMif, TpoTe He3B s13aHa (Hpakxiis Iux
3aco6iB 3pocrana nuie Ha 10-50%. Hemae cBigueHs mpo Te, 110 11i eeKTH MaloTh KITiHiuHe
3HauyeHHs. [Ipu 3HaUHOMY 3B’s13yBaHHi 3 Ginkamu A771726 Mae HU3bKUYN 0UYEeBUIHUN 00'€M PO3MIOALTY
(mpubmu3Ho 11 miTpiB). [TepeBaxkHOTO MOTIMHAHHS €PUTPOLIUTAMHU He BilOyBa€ETHCS.



Mertabomizm

JlednyroMig MeTab0mi3y€eThCS 0O OMHOTO0 OCHOBHOTO (A771726) i 6araThoxX APYrOPSIIHUX
MeTabomiTiB, BKmodaoyu TOMA (4-tpudTtopMeTtunatinia). Metaboniuna 6ioTparchopmariis
nednyHoMiny Ha A771726 i HacTynmHuHM MeTabomi3mM A771726 He KOHTPOJIOIOTHCS OMHUM IIEBHUM
dbepMeHTOM, i, IK OyJI0 IT0OKa3aHo, BifOyBAETHCS B MiKPOCOMHUX i IIUTO30JIbHUX KITITUHHUX QPAKITiTX.
Pe3ynbTaTi gOCHigKeHb B3aEMOJil 3 3aCTOCYBaHHIM IIUMETUANHY (Hecmenudiynoro iHribitopa
utoxpomy P450) i pudamminuny (Hecnenudigaoro iHgykTopa nuroxpomy P450) BKa3yoTh Ha Te, IO
B yMoOBax in vivo pepmeHTy CYP GepyTh ydacTs y MeTabomi3Mi tepiyHOMiAY TiNbKY B HE3HAYHIN Mipi.

BuBeneHHda

BuBenennst A771726 BinOyBa€eThCS MOBIIBHO i XapaKTEPU3YETHCSA OUEBUAHUM KilipeHcoMm 31 mi/rog. V
TIallieHTiB Tepiof] HaliBBUBEIeHHS CTAHOBUTD MPUOMU3HO 2 TUXKHI. [Ticyig 3acToCcyBaHHS MideHOl
pamioHyKIIimoM no3u nednyHoMiny pafioaKTUBHICTL B OMHAKOBOMY 00Cs3i criocTepiranacs y
dekanisx, ®MOBipHO, 3a PaXyHOK OinmiapHoro BuBeneHHs, i B ceui. A771726 mpogoBKyBaB BUSBIISITUCS
B cedi i pekamnisax yepes 36 mib micns pa3osoro npuitomy. OCHOBHUMHU MeTa0oiTaMu, SKi BUBOOUIIUCS
3 ceyelo, OyNu TIIOKYPOHiAY ednyHOMiTy (TOJTOBHUM YHHOM Y 3pa3Kax, BiflidpaHUX MPOTITOM
nepioi gobu (0 - 24 ron) micns npuiioMy mpemnapary) i moxigHe okcaHinoBoi kucimotu A771726.
OCHOBHUM KOMIIOHEHTOM, KW BUBOAUBCS 3 dekamisimu, OyB A771726.

Byno mokasaHo, 1110 B JTIIOAUHY IIepopabHe 3aCTOCYBaHHS CYCIIeH3il OpOIKOIOoAi6HOTO
aKTHBOBAHOTO BYTi/Is ab0 X0JIeCTUPaMiHy IPU3BOOUTD A0 IIBUAKOTO i 3HAYHOTO 30iIbIIeHHS
IIBUOKOCTI BuBefeHHsT A771726 i 3MeHIIIeHHST MOT0 KOHIIEHTpAllil Y IJ1a3Mi KpOoBi (IUB. Po3[in
«Ilepeno3yBaHHs»). BBaxkKa€eThCA, 110 1€ [OCATAETHCS 3@ PaXyHOK MeXaHi3My IIYHKOBO-KUIIKOBOTO
mianizy i/abo Mpu3ynuHeHHS eHTePOrenaTUYHOro MeTaboIiYHOTO ITUKITY.

®apmMakOKiHEeTHKa IPY HUPKOBiA HEOOCTATHOCTI

®apmakokineTrka A771726 y cy6’€KTiB, SKi TPOXOAUNIY TPUBAIUM epuToHeanbuuii giamiz (TI1I),
BUSIBUJIACS MOMIOHOI0 10 hapMaKOKIiHETUKH Y 3MOPOBUX JOOPOBOJIBINB. BinbIl MIBUOKE BUBEIEHHS
A771726 cnocTepiranmocst B cy0’eKTiB, SIKi TPOXOAUIIM reMofiai3, 0 He acolliloBanocs 3
eKCTparyBaHHSM JIiKapChKOTO 3aco0y 3 fiami3aTy.

dapMakoKiHETHKA IPY MEeYiHKOBi HEIOCTATHOCTI

CTOCOBHO JTiKyBaHHS TAIiEHTIB 3 IeYiHKOBOIO HEIOCTATHICTIO JaHUX HeMa€e. AKTUBHUM MeTabomiT
A771726 3Ha4HOIO Mipo10 3B’SI3yE€ThCA 3 OiTKaMU i BUBOIUTHCS 3a PaXyHOK MEUiHKOBOTO MeTabomi3my
i cexpetii 3 2k0Buy. Lli mpomecu MOXKYyTh ITOPYLIYBAaTHUCS BHACTIIOK OUCOYHKIII MeYiHKM.

®apMakKoOKiHETHKA B MTeIiaTPUYHUX MAIlEHTIB

[TamieHTH 3 Macoio Tila <40 Kr 3a3Ha0Th MEHIIOI CHCTeMHOI il (Bu3HayaeThes K C,) A771726
TIOPIBHSHO 3 MOPOCIMMH TTAIliEHTaMHU 3 PEBMATOITHAM apTPUTOM.

dapMmakoKiHeTHKA B 0Ci6 JIITHLOTO BiKY

Hani mpo hapmMakoKiHeTHKY B 0cib JIiTHBOTO BiKy (>65 poKiB) 06MeKeHi, TpoTe BiANOBiAalOTh faHUM
1po papMaKoKiHETHKY y JOPOCTIUX JIIOAEN MOJIOAIIOTO BiKY.

KrinigHi XxapaKTepHCTHKH.



IToxka3auns.

JIikyBaHHS xBopoOoMoaudikyrounM aHTUpPeBMaTUYHUM 3acoboM (XMAP3) akTuBHOI pa3u
PEBMAaTOITHOTO apTPUTY ¥ LOPOCTIUX.

JlikyBaHHSI aKTUBHOI (pa3u ICOPIaTUYHOTO apTPUTY ¥ AOPOCIIHX.

HemopmaBHo oTprMaHe ab0 0gHOYACHE JTiKyBaHHS IellaTOTOKCUYHUMHU a00 reMaTOTOKCUYHUMHU
XMAP3 (manpuknag METOTPEKCaTOM) MOXKe IPU3BOAUTH [0 MiABUIIEHHS PU3UKY CEPUO3HUX
no0iYHMX peakIliii; TAKUM YMHOM, IT0YATOK JIiKyBaHHS 1edIYHOMIIOM CIIifi PETEJIbHO PO3TJIAIaTH 3
ypaxyBaHHSIM KOPUCTI/PUBUKY.

Kpim 1mporo, nepexin 3 nebayHoMminy Ha inmuit XMAP3 6e3 npoBefieHHS IIPOlleypy BUBEOEHHS (IUB.

po3min «Ocob6IMBOCTI 3aCTOCYBaHHS») TaKOK MOXKe IIiIBUIYBAaTH PU3UK CEPHO3HUX MOOIUHUX
peakliiii, HaBiTh MiC/Is1 TPUBAJIOTO IePioAy Micis mepexony.

IIpomunoka3aHHsA.

- [TinBuiieHa YyTNUBICTL fo nedayHOMIAY (0COOIHMBO ¥ pa3i HasgBHOCTI B aHAaMHE3i CHHIPOMY
CriBeHCca-[]2KOHCOHA, TOKCHYHOTO0 €eIlilepMaJIbHOT0 HEKPOJIi3y, IOIi(pOpPMHOI epUTEMH), O OCHOBHOTO
aKTHBHOT'0 MeTaboriTy TepudayHaMiny abo Jo iHIIMX KOMIIOHEHTIB IIpernapary;

- nopyueHHs QyHKINI Ie4iHKY;

- TSXKKi iMyHOmedinuTHi ctanu (y T.4. BlJI-iHdekia);

- BUpaxeHi MopyieHHs QyHKIIYA KiCTKOBOT0 MO3KY a00 BUpaXkeHa aHeMisl, TeUKOTeHid,
HelTpomeHiss abo TPOMOOLIMTONEHIST BHACIIOK iHIIMX MPUYKH (OKPiM peBMaToigHOTo abo
IICOPIaTUYHOI 0 apTPUTY);

- iHGexIii TIKKOTo nepebiry;

- moMipHa a0 TsKKa HUPKOBA HENOCTATHICTD (Yepe3 He3HAUYHUM [OCBi KITiHIYHUX
CIIOCTepeXkKeHb Y Liil TPyIIi XBOPHUX);

- TSKKa TinonpoTeiHneMis (y T.4. IpU HepPOTUYHOMY CHHIOPOMI);

- BaTiTHICTB;

- nepiof rogyBaHHS TPYALIO;

- 3aCTOCYBaHHS XKiHKaM PENpPOOYKTUBHOTO BiKy, SKi He BUKOPHACTOBYIOTh HaiHOI KOHTpaLeil
y mepion MiKyBaHHS Ta IiC/s JTiKyBaHHS, V pa3i SKIIO piBeHb aKTUBHOI'0 MeTabOoJIiTy y Ia3Mi KpoBi

cTtaHoBuTh moHax 0,02 mr/m.

Heobxi0HO sukat04umu mMoxcausicms 8a2imHocmi neped noyamkom AiKy8aHHs aepayHomioom!

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.



[ocnimKeHHS B3a€MOIiil TPOBOAUIIOCS TiIbKY 3a y4acTIO JOPOCIINX IMalli€HTiB.

[Tocunenus noOiYHUX peakiliil MOXKIINBE y pa3i HeIogaBHKOro abo 0OgHOYACHOTO 3 1edIyHOMIigoM

3aCTOCyBaHHS renmaTOTOKCUYHMUX a00 reMaTOTOKCHYHUX IIpenapaTiB abo y pa3si Teparil
nednyHOMigoM Oe3 04iKyBaHHS BUBEEHHS LIUX IIpenapaTiB 3 opraHiaMy. TakuM YWHOM, Ha
II0YaTKOBOMY eTalli 3aCTOCYBaHHS JIe(IyHOMIAY MiCysa IepexXxony PeKOMEHOYEThCS peTeIbHUN
MOHITOPHHT PiBHS MEYiHKOBUX (P€PMEHTIB i reMaTOJIOTiYHUX ITOKAa3HUKIB.

MeToTpekcar

[Tpu ogHOYACHOMY 3acToCyBaHHi nedayHoMiny (v mo3i Big 10 mo 20 Mr Ha go0y) 3 MeTOTpeKcaToM (y
no3i Big 10 go 25 Mr Ha TUXK[EHB) CIOCTepPirajocs MiABUIIEHHS PiBHIB Ie4iHKOBUX (DEePMEHTIB y 2-3
pasu. IligBuireHi piBHi epMeHTIB MOBEPHYIHUCS 10 HOPMHU 3 ITPOMIOBXKEHHSIM IPUHOMY 060X
JiKapchbKuX 3aco0iB, abo micis MpUNMHEHHS NpUiioMy JiedIyHOMInY.

Y nmarieHTiB 3 peBMaTOIIHUM apTPUTOM He O0yJ10 BUSIBIIEHO (papMaKOKiHETUYHOI B3aEMOZIl Mix
nednyroMigom (y mo3i Bim 10 mo 20 Mr Ha moby) i MeToTpekcaToM (y mo3i Bim 10 mo 25 Mr Ha
THUXKEHD).

BaxknuHarisg

Kniniynux gaHux npo epekTUBHICTD i 6e3MeKy BaKIMHallil y mepio 3acToCyBaHHS JTeQIyHOMITY
HeMae, OOHaK BaKLMHallig XKMBUMY BaKIIMHAMU He peKoMeHpoBaHa. CIIifl BpaxOByBaTH TPUBaJIUU
nepion HalliBBUBeeHHS 1edIyHOMIiNY, KOJIU IIJIAHYEThCS BBeIeHHS KKBO1 BAKI[MHU IiCIIS
IPUIIMHEHHS 3aCTOCYBaHHS JIiKapChKOTro 3aco0y.

Bapdapus Ta iHNIi KyMaprUHOBI aHTUKOATVISHTUA

[ToBimoMmIsNIOCS TIPO MiABUINEHHS TPOTPOMOIHOBOTO Yacy IPH CyMiCHOMY 3aCTOCYBaHHi nedryHOMingy
3 BapdapuHoM. BusiBneno papmakoguHamMiuHy B3aeMomio Baphapuny 3 MeTabositom A771726.
ToMy npu 3acTocyBaHHI BapdapuHy a60 iHIIOr0 KyMapHHOBOTO aHTUKOATYIJISTHTY XBOPUMH, IIIO
OTPUMYIOTH JIedpIyHOMI[], HeoOXigHO MPOBOOUTH PETENbHUY MOHITOPpUHT MHB (MikHapogHe
HOpMaJli30BaHe BiTHOIIEHHS).

HII33/kopTHKOCTEPOION

[TamieHTH, SIKi B3Ke OTPUMYIOTh HECTEPOigHi mpoTu3amnanbHi 3acobu (HI133) Ta/abo KOPTUKOCTEPOIAH,
MOXKYTbh IPOMOBXKYBATH 1X 3aCTOCYBaHHS OJHOYACHO 3 1e()IIyHOMILOM.

XoJiecTupaMiH, aKTUBOBaHE BYTiIIIA

[TamieHTaM, sKi MpuitMaloTh 1edIyHOMIT, He PeKOMEHIYEThCS JIiIKyBaHHS X0JieCTUpaMiHoM abo
IIOPOIIKOIONIOHUM aKTUBOBAHUM BYTIJISIM, OCKIJIbKY 1€ IPU3BOOUTE [0 IIBUAKOTO i 3HAYHOTO
3MeHIIeHHS KOHIleHTpalil A771726 (akTuBHOTO MeTabomiTy nedryHoMiny) B Ia3Mi KPoBi.
BBaxa€eThbcs, 110 MEXaHi3M IIOTO SBHUIA 00YMOBIEHUY MMOPYIIEHHSIM PEIUPKYIIsiii MeTabomiTy
A771726 y neuinui i TOHKI# Kumi Ta/abo MOPyIIEHHSIM HOT0 IUTYHKOBO-KUIIIKOBOTO Aiai3y.

IuribiTopu Ta imgykropu CYP 450

HocnimxeHHs iHTiOyBaHHS in vitro, mpoBeneHi Ha MIKPOCOMax MEYiHKY JTIOOUHU CBig4aTh PO Te,
mo rutoxpoM P450 (CYP) 1A2, 2C19 i 3A4 Gepe y4yacTb B MeTaboJ1i3Mi tedayHOMITY.
HocnimxkeHHs B3aemofil nedayHoMiny i mumeTuauny (Hecneuudiunoro cmabkoro iHribiTopy



uToxpomy P450) mpogeMOHCTPYBaio BiICYTHICTh iCTOTHOT'O BIIJIMBY Ha €KCIIO3HIIi0
metabomity A771726.

[Ticrst OmMHOYACHOT'0 3aCTOCYBAHHS OMHOPAa30BOI1 103U Jle(IyHOMITy Ccy0’eKTaM, SKi OTPUMYIOTh
6araTopa30Bi go3u pudamminuuy (HecneuudpiyHoro iHOyKTOPY 1uToxpomy P450), croctepiranocs
36inpmenHs npubnau3no Ha 40% mikoBux piBHIB A771726, Toni sk mokasHuk AUC (moina mif KpuBoio
KOHIIEHTpallig-4yac) iCTOTHO He 3MiHUBCS. MeXxaHi3M I[bOT0 e(eKTy HeBiJOMUM.

Bnaug aepayHomidy Ha iHwi npenapamu

[IepopanbHi KOHTPALIEOTUBU

Y 3m0poBUX KiHOK-TOOPOBOJIBINB, Ki IpuMany 1edIyHOMI OGHOYACHO i3 Tpuda3HuMU
IlepopasibHUMU KOHTpaleNTUBaMH, 1o MicTunu 30 MKT eTHHINeCTpaniosy, He BUSBIEHO 3HUKEHHS
KOHTPALENTUBHOTO e(heKTy OCTaHHiX i (hapMakokiHeTrKa MeTabonity A771726 3HaX0OUIUCS B
MezKaX IPOTHO30BaHUX fiana3oHiB. ®apMakKOKiHETUYHI B3a€MOZIl 3 IepopalbHIMU
KOHTpaleNnTuBaMu crioctepiranu y A771726.

OTpumaHi pe3ynbTaTy OOCIiAXKeHb MoA0 ¢hapMaKOKiHETUUHUX Ta (papMaKofUHaMIiYHUX B3a€EMOMIi 3
A771726 (ocuoBHUIt MeTabomiT mednyHominy) noBunHi OyTH BpaxoBaHi s medIyHOMINY, OCKiTbKY
nonibHi B3aeMofiii He MOXYTh OyTU BUKJIIOUEHi [7151 Malli€HTiB, 10 OTPUMYIOTE JiedIyHOMIN B
PEKOMEHI0BaHUX 03aX.

BnnuB Ha penarninin (cy6ctpat CYP2C8)

[Ticns 3acToCyBaHHS IOBTOPHUX 03 MeTabonity A771726 crocTepiranocst 3poCTaHHS CepefHix
3HaueHs C,,, 1 AUC penarmnininy (8 1,7 i 2,4 pa3u BifilIOBIgHO) 110 CBiTYUTH PO Te, 10 A771726 €
inriditopom CYP2C8 in vivo. TakuM 4MHOM, PEKOMEHAYETLCS CIIOCTEPIraTH 3a MallieHTaMu, SKi Ha
doHi Tepamii nedayHOMiTOM OTPUMYIOTH JIiIKAapPChKi 3ac06H, 1110 MeTab0Ii3yI0ThCS 3@ HOMOMOT 00
CYP2C8 (pemnarimiHif, mak/IiTakces, miorIiTa30H ab0o PO3UTIIITa30H), OCKIIbKKM MOXKe CIOCTepiraTucs
ix GiyTbII BUCOKA KOHIIEHTPAIIis.

BB Ha Kodein (cy6ctpaT CYP1A2)

[Ticrmst 3acTOCYBaHHS MOBTOPHUX M03 MeTabomity A771726 croctepiranocs 3MeHIIIEeHHS CepenHix
3Havensb C,,, i AUC kodeiny (CYP1A2 cyGcTpaty) Ha 18% i 55% BigmoBigHO, 1110
TiATBEPOXKYE MPUIYIEHHS, 1110 MeTabomiT A771726 Moxe O6yTH clnabKUM iHITYKTOPOM
CYP1AZ2 in vivo. Crig 3 00epeXHiCTIO 3aCTOCOBYBATH JIiKapChKi 3aco0H, SKi
MeTabo11i3yioThcs 3a mornoMoroo CYP1A2 (Hanmpukiaf, OyJIOKCETHH, aJlIoCeTPOH, TeodimiH i
TH3aHiOIWH), Ha GOHi Teparii 1edIyHOMITOM, OCKIIBKYA MOXKe CIIOCTEPIraTUCs 3HUKEHHS 1X
€(EeKTUBHOCTI.

BrnnuB Ha cy6cTpaTy TpaHCIOPTepa OpraHiyHux aHioHiB 3 (OAT3)

[Ticst 3acTOCyBaHHS IIOBTOPHUX N03 MeTabomity A771726 crocTepiranocst 30i/bIIeHHS
cepepnHix 3HaueHb C,,, 1 AUC nedaxknopy (8 1,43 1 1,54 pa3u BiAmoBiAHO), 110 MiATBEPAXKYE,
mo A771726 € inribitopom OAT3 in vivo. ToMy Ipu 0gHOYaCHOMY 3aCTOCyBaHHi cyO6CTpaTiB
OAT3, Takux gk 1nedakniop, OeH3UNINEHIIWUIIH, TUIPOoGI0KCallMH, iIHIOMeTalllH,
KeTonpodeH, GypoceMis, TUMETUANH, METOTPEKCAT, 3UAOBYOUH, PEKOMEHYEThCS
NOTPUMYBATHCST 00€PeKHOCTI.



BnnuB Ha cy6cTpatu 6inka CTiMKOCTi paky Mono4uHoi 3an03u (BCRP) i/ab6o cy6CcTpaTH mOMinenTumiB
B1 i B3, 110 nepeHocATh opraHiyHi anionu (OATP1B1/B3)

[Ticnst 3acTOCyBaHHS IOBTOPHUX 103 MeTabomnity A771726 crocTepiramocst 30ibIIeHHS
cepepHix 3HaueHb C,,,, 1 AUC po3yBacTtaTtuny (8 2,65 i 2,51 pa3u BignosigHo). [Ipu nboMy He
Bi3HAYasioCcs MOMITHOTO BIIMBY 30iJbIIIEHOI IIJTa3MOBOI €KCITO3UIlil pO3yBacTaTUHY Ha
akTuBHICTb 'MI'-K0A-penykra3u. [1pr ogHOYaCHOMY 3aCTOCYBaHHI i3 medayHOMigOM mo3a
PO3yBacCTaTHHY He MOBUHHA NepeBuiyBatu 10 Mr oguH pa3 Ha mo6y. [llomo iHmux
cyocrpariB BCRP (Hanpuknag, MeTOTpeKcaTy, TOIOTeKaHy, Cynbdacana3uny,
nayHopyOinuHy, mokcopy6inuny) i cimeiicTBa cy6crpaTiB OATP, ocobnuBo iuribitropis I'MI -
KoA-penykTa3u (Hanpukiiaf, CUMBaCTaTAHY, aTOpPBaCTaTHUHY, IpaBacTaTUHY, METOTPEKCATY,
HaTeTriHixy, penarnininy, pudaMmiunuHy), CIIif TAaKOXK AOTPUMYBATUCS 00€peKHOCTI IIPH 1X
CIIiTBHOMY 3aCTOCYBaHHi i3 medpnyHoMigom. [TamieHTH MOBUHHI TepeOyBaTH Mif peTeIbHUM
HaTJISIOOM [IJIS1 BUSIBJIEHHSI O3HAK i CUMIITOMIB, 1110 BKa3yIOTh Ha 30ilbIIeHHS €KCIIO3UIIil ITUX
niKapchKUX 3ac00iB, i y TaKMX NALli€HTIB CIIiJ PO3TIAHYTH MUTAaHHS IIPO 3MEHIIeHHS 03U
ITUX JTiIKapChKUX 3aC00iB.

BrnnuB Ha mepopanbHi DpoTU3amIigHi 3acobu (gki MicTaTs 0,03 Mr etuHinecTpamiony ta 0,15 Mr
JIEBOHOPTECTPeNy)

[Ticnst 3acTocyBaHHst IIOBTOPHUX 03 MetaGomity A771726 criocTepiranocs 30inblIeHHs
cepepnHix 3HaueHs C,,, 1 AUC, ,, eTuninectpagiony (8 1,58 1 1,54 pa3a Bignosiguo) i C,, 1
AUC,_,, neBoHoprectpeny (B 1,33 i 1,41 pa3a BigmoBifHO). Xo4a He 04iKyeThCd HeOazKaHOTO
BIIJIUBY Ili€l B3aeMopil Ha e()eKTUBHICTh IIePOPaIbHUX MIPOTU3AILIIAHUX 3aC00iB,
PEKOMEHAYEThCS BPaxOByBaTH TUII 3aCTOCOBYBAHOTO II€POPaIbHOTO IPOTU3ATLIIIIHOTO
3aco0y.

BrnnuB Ha Bapdaput (cy6ctpat CYP2C9)

3acTocyBaHHsS IIOBTOPHUX 103 MeTabomnitTy A771726 He BIIMBalOTh Ha ¢GapMaKOKiHETUKY S-
BapdapuHy, 10 BKa3ye Ha Te, 110 meTtabomit A771726 He € iHribiTopom abo iHIYKTOPOM
izopepmenty CYP2C9. OgHak npy 0OQHOYACHOMY 3aCTOCYBaHHI metabomity A771726 3
BappapuHOM crocTepiranoch 25%-e 3HUXKEHHS MaKCUMallbHUX 3HaueHb MHB y nopiBHsAHHI
3 TAKUMU [IpY IPUIOMi OOHOT0 BapdapuHy. ToMy IIp¥ OGHOYACHOMY 3aCTOCYBaHHI 3
Bap(papuHOM CJIifi peTelbHO KOHTpomoBaT MHB.

Oco6 1ueocmi 3acmocy8aHHs1.

He pekoMeHIy€eThCSI OOHOYACHE 3aCTOCYBaHHS IenaToTOKCUYHUX ab0 reMaToOTOKCHUYHUX XMAP3
(HampuKkIaf, METOTPEKCATy).

AkTuBHUU MeTaboiT mednyHominy A771726 Mae TpuBaIuy Mepion HalliBBUBENEHHS, SKUM 3a3BUYal
cknapae Big 1 mo 4 TuXHiB. MOXKYyTh BUHUKATH CEPHO3HI HeOaxaHi epekTy (HampuKiaf,
rernaToTOKCUYHICTh, TeMaTOTOKCUYHICTh a00 anepriyfi peakilii; AUB. HUXKYe) HABITh TOMI KOIK
nikyBaHHS JTedayHOMimoM OyI0 MpUNUHEHO. TaKUM YUHOM, IIPU BUHUKHEHH] TaKUX TOKCUYHUX
edekTiB a0 3 Oymb-sKOI iHIIOI MpuunHU MeTabomiT A771726 ciif MBUAKO BUBECTH 3 OpraHi3My i
IIPOBECTH IIPOLEAYypy BUMUBaHHA. Ll mpoleiypa MoXe IIOBTOPIOBATUCS 3aJIeKHO Bifi KJIIIHIYHUX
noTpeb. [Iponienypy BUMKUBaHHS Ta iHIII peKOMeHAOBaHi [ii y pa3i 6axkaHoi abo He3amIaHOBaHOI



BariTHOCTI HaBeIeHO Y PO3MiNi «3acToCyBaHHS y Mepiof BariTHOCTI abo romyBaHHS TPYOII0».

Peakiiii 3 60Ky Ne4iHKH

[ToBimOMIIANIOCS PO PIAKICHI BUMIAOKU TAKKOIO YpaXkKeHH [IeYiHKY, Y T.4. 3 JIETAJIbHUM HaCJIigKOM,
i Yac JikyBaHHS JieQayHOMiToM. BibLIicTs IIUX BUMaKiB BUHUKAIA IPOTATOM IEPIINX 6 Mics1liB
JikyBaHHSA. [Ipu 11bOMY 4aCTO BUSBIISAIA OOHOYACHE JIIKyBaHHS IHITUMY renaTOTOKCUYHUMU
nikapcekuMu 3acobamu. HeoOXigHUM € MOHITOPUHT Ta CyBOpe JOTPUMAHHS PEKOMeH/allii om0 ix
CyMICHOI'0 3aCTOCYBaHHS.

Pieui AJIT (T'TITC) cnip nepeBipATH Iepeq I0YaTKOM 3aCTOCYBaHHS JIe(QIyHOMITY i3 TAKOI0 CaMO0
PEeTyIAPHICTIO, 5K i IPOBEEHHS PO3TOPHYTOro aHaidy KpoBi (1 pa3 Ha 2 THUXKHI), IPOTATOM MIEePIINX
6 Mics1iB TiKyBaHHS i uepe3 KOXHi 8 TUXKHIB Hafali.

[Tpu migBumenHi piBHiB AJIT (I'TITC) B 2-3 pa3u Bullle BEPXHbOI MeXKi HOPMHU CJIifl pO3TIafaTh
MOXKJIUBICTb 3MeHIleHHs 03U nedayHoMminy 3 20 mr go 10 mr. PiBui AJIT (I'TITC) HeobxigHO
BU3HadaTy oTuxkHEBO. fAKio piBers AJIT (I'TITC) TpuBanuid yac nepeBUIIye BOBIYi BEPXHIO MEXY
HOpMHU a00 AKIIO0 BUSIBIIEHO TPUKPATHE MiABUINIEHHS JaHOTO II0Ka3HUKA, IPUIOM JIehIyHOMINY Cif
IPUNMHUTH i PO3MOYaTH MPOLeAyPy BUMUBaAHHSA. [1ic/Isl MPUNIMHEHHS TPUAOMY JehIyHOMITY
PEKOMEHIYEThCS IPONOBXKYBaTH MOHITOPUHT DiBHS IEYiHKOBUX ()EPMEHTIB JOTHU, LOKYU AaHi
IIOKa3HUKY He MOBEPHYTHCS 0O HOPMH.

Y 3B’513Ky 3 MOXKJIMBUM BUHUKHEHHSIM JONaTKOBUX relIaTOTOKCUYHUX €(DEKTiB PEKOMEHIYETHCS
YHUKATH BXKMBaHHS aJIKOTOJIIO IIifl Yac JIiKyBaHHA 1e(IyHOMigoM.

Ockinbky akTUBHUYN MeTaboJiT nednyHoMiny A771726 3Ha4HOIO MipoIo 3B’3y€eThCs 3 Oinkamu i
BHMBOMIUTHCS 3a PaXyHOK ITe4iHKOBOT0 MeTabomi3My i cexperii koBui, mepen6adaeTbCs MigBUIIEHHS
piBHIB A771726 y nna3Mi KpoBi malfieHTiB i3 rinonpoTeinemiero. JlehnyHoMin MpoTUIIOKa3aHUM
nalieHTaM 3 TSIKKO0I0 popMoIo rinmonpoTeineMii abo mopymeHHAM QYHKII] TeYiHKU (IUB. PO3MAiN
«[IpoTUNIOKa3aHH»).

CemMaTOJIOTiYHi peakirii.

Pa3owm 3 koHTpOseM piBHIB AJIT nepen mo4aTKoM JIiKyBaHHS J1e(IyHOMIIOM, a TakoxX 1 pa3 Ha 2
TUXKHi TPOTATOM TEePIIUX 6 MicsiB miKyBaHHs i 1 pa3 Ha 8 THXKHIB HafasIl CJIi MPOBOOUTHA
PO3TOPHYTHUY aHali3 KPOBi, BKIIIOYal0YX BU3HAUYEHHS JIEMKOIUTAPHOI GOPMYIH Ta KiTbKOCTI
TPOMOOLIUTIB.

Y natieHTiB 3 aHEMi€l0, JTeKOMNeHiel0 i/abo TPOMOOIUTOIIEHIEI0, @ TAKOXK Y MAIiEHTIB i3 MOPYIIEeHHIM
GyHKIIII KICTKOBOTO MO3KY a00 y MaIlieHTiB 3 pU3UKOM NPUTHIYeHHS (YHKIIil KiICTKOBOTO MO3KY iCHYE
IiABUIIEHNYN PU3UK TeMaTOJIOTiYHUX po3nafiB. [Ipy BUHUKHEHH] TaKuX e(PeKTiB CHif po3rngaaaTu
MOXKJIUBICTh BUBE[eHHA IIpenapaTy (OUB. HUX4Ye) 3 MeTOI 3MeHIlIeHHs piBHIB A771726 y nna3mi
KPOBI.

Y pasi BUHUKHEHHS TSXKKUX reMaToJIOTiYHUX e(eKTiB, BKITIOYal0UX MaHIUTONEHII0, TPUHOM
nednyHOMiny Ta Oymb-IKUX Mi€JIOCYIIPECUBHUX MIpeapaTiB CIil MPUIUHUTY i PO3MOYNHATH
IpOLEeOyPY BUBEOEHHS NedIyHOMIAY.

[ToenHaHHA 3 iHIIUMYU criocobaMu TiKYBaHHS

3acTocyBaHHS 1ehIYHOMIAY 3 TPOTUMANIPiHHUMYU 3aco0aMH, SKi MpU3HAYaI0Th IIPU PEBMATUYHUX
3aXBOPIOBAHHAX (HAIpHUKIaf, 3 XJIOPOXiHOM i TiIPOKCHUXJIOPOXiHOM), IIpernapaTaMu 30J10Ta AJIs



BHYTPIIITHEOM I30BOT0 200 IIEPOPaIbHOTO IpHitoMy, D-ieHiMIaMiHOM, a3aTiONPUHOM Ta iHITUMHU
iMyHOCyTIpecuBHUMHY 3acobaMu, BKITIOUa04H anbda-iuriditopu ¢pakropa Hekpo3y nyxnuH (TNF) (3a
BHHSITKOM METOTPEKCATy; IUB. PO3Min «B3aeMofist 3 iHIMMMU TiKapChKUMU 3aco0aMu Ta iHIII BUOH
B3aEMO[il») [0 I[bOTO Yacy He HOCTigKyBasocs. PU3uK, 1MOB’g13aHuii 3 KOMOIHOBAHOIO TepaIli€lo,
0C00/IMBO IIPX OOBTOTPUBAJIOMY JIiKyBaHHI, HeBigoMuii. OCKinbKM TaKa Tepallisg Moxke IIPHU3BOAUTH 10
IOOaTKOBOI ab0 HaBiThH B3a€MHOITIICUTIOBAIbHOI TOKCUYHOI [Iii (HampuKiam, remnato- abo
reMaTOTOKCAYHOCTI), MoegHaHHS 3 iHmuMu XMAP3 (Hanpukiag, 3 METOTPEKCATOM) He
PEKOMEHAYETHCH.

3acTtocyBaHHS TepudayHaMiny 3 nednyHoOMigoM He peKOMEHIYETHCS, OCKIIbKY TepudIyHaMif €
MeTab0J1iTOM OCTaHHBOTO.

[Nepexin Ha iHII cmoco6u TiKyBaHHS

Ockinbku nednyHoMin Ha JOBrUM YacC 3aIUINAETLCS B OpPraHi3Mi, mepexin Ha inmmi XMAP3
(HampuKIlaf, MeToTpeKkcaT) 6e3 MpPoBeleHHs IIPOlleIypPY BUMUBAHHS MpernapaTty (IUB. HUXKYe) MOXKe
MigBUIIUTYA UMOBIPHICTh OJATKOBUX PU3UKIB HABITH ITiCJIg TPUBAJIOTO MEPIOAY HiCIIs EePexXony
(KiHeTMYHA B3a€EMO[isI, TOKCUYHUM BILIMB Ha OPTaHHU).

Tak caMo HeIlofaBHE JIiKyBaHHS T'elIaTOTOKCUYHUMHU ab0 TeMaTOTOKCUYHUMH JIiIKapChbKUMU 3aco0aMu
(HampuKJIaf, METOTPEKCATOM) MOXKe IIPU3BOIUTH [0 ITOCHUJIEHHS MOOIYHUX peakiiii. TaKuM YUHOM,
IIOYMHATHU JIiKyBaHHS 1edIyHOMinoM HeoOXimHO Iicig PeTeNbHOl OLiHKK KOPUCTI/pU3UKY, a Ha
II0YaTKOBOMY eTalli [iC/Is IepeXoy PEKOMEHYEThCS PeTeIbHUY MOHITOPUHT CTaHy MallieHTa.

Peakiiii 3 60Ky IIKipu

Y pasi BUHUKHEHHS BUPA3KOBOTO CTOMATUTY NIPUMOM 1e(IIYHOMIAY CIIif IPUIUHUATH.

[ToBimoMIIsANIOCS PO OyXKe PifKicHI Bunlagku cuHgpoMy CriBeHca-[|KOHCOHA, TOKCUYHOI'0
emifgepManbHOro Hekponidy Ta DRESS-cuHgpomy y nati€eHTiB, sKi JiKyBanucs negayHoMigoM. Y pasi
BUHUKHEHHS peakiliii 3 60Ky IKipu i/abo cnu30BuX 0060I0HOK, SIKi MOXKYTb acOIil0OBaTUCS 3
PO3BUTKOM BHIIe3a3HaueHUX peakliil 3 00Ky IKipu, mpuiioM nedayHoMiny i Oyab-IKUX iHIIUX
JiKapChbKUX 3aco0iB, SIKi, IMOBIPHO, MOXKYTh OyTU IIOB’I3aHUMU 3 BUHUKHEHHSIM TaKUX Peakli, CIIif
IPUIMHUTY i HETaHO PO3M0YaTy NPOIEeNypy BUMUBaHHSA TehIyHOMINY. Y TaKuX BUMIafKax BaKJINBe
3HAUYEeHHS Ma€ [I0BHe BUBeEeHHS npenaparty. [IoBTOpHe 3acToCyBaHHS 1e(IyHOMINY TaKUM XBOPUM
IIPOTUIIOKa3aHe (OuB. Po3min «IIpoTUIOKa3aHHSI»).

[ToBimOMIISANIOCS PO BUMAAKHU MYCTYJIBO3HOI0 IICOpia3dy 1 3aroCTPeHHs 11copia3y Micig 3aCTOCYBaHHSA
nednyHOoMiny. 3a HeoOXigHOCTI MoXKe OyTH PO3TIAHYTE NMPUNMHEHHS JIIKYBaHHS 3 YpaxyBaHHSIM
XBOpOOM TallieHTa i aHaMHe3y.

[Tig 9ac 3acTocyBaHHS J1e(IyHOMIy y MAI[i€eHTiB MOXKYTh BUHUKHYTH BUPa3KH MIKipu. fAKIIO €
mimo3pa Ha BUpa3Ky LIKipH, OB’g3aHy 3 nedayHoMinoM, abo SKIIO BUPa3KU LIKipU He 3HUKAIOTh,
He3BaXKaloYH Ha BiITOBIAHY TEpariio, CJif PO3TJITHYTH MOXKJIUBICTh IPUIMHEHHS IPUAOMY

e IyHOMIOY Ta 3aCTOCYBaHHS IPOLEOypHU IIOBHOTO BUMUBAHHS NIpenapary. PimeHHs mpo
BiTHOBJIEHHS JIIKyBaHHS J1edIyHOMIIOM ITiCJI BUPA30K LIKIpKU Ma€ I'PYHTYBATUCS Ha KIIIHIYHIN
OL[IHIIi HaJIe’KHOT'0 3arOEHHS PaHU.

[HbeKiHI 3aXBOPIOBAHHSI

Bigomo, 110 nmikapchKi 3ac00u 3 iMyHOCYTIPECUBHUMMY BIIaCTUBOCTSIMHU, TOAIOHMUMU 10 BIaCTUBOCTEM
nednyHOMiTy, MOXYTh BUKJIMKATH Y MAIli€HTIB GBIy CXUTBbHICTh J0 iHPEKITIHHNX 3aXBOPIOBAHE,



BK/IIOUAIOYH OTIOPTYHICTHYHI iH(MeKIiHI 3axBopioBaHHS. [HPEKIIiliHi 3aXBOPIOBaHHS MOXKYTh OyTH
OiybII CEpUO3HUMM i, TAKUM YMHOM, MOXKYTh BUMaraTy PaHHBLOTO i iHTEHCUBHOTO JTiKyBaHHS. Y pas3i
TSKKUX HEKOHTPOJIbOBAHUX iHGEKIIINHUX 3aXBOPIOBaHb MOXK€e BUHUKHYTH HEOOXiqHICTh IPUIHHEHHS
TiKyBaHHS JTehIyHOMINOM i IPOBENEHHS IPOLeNyPH BUMUBaHHS IIPenapary, sKa OMUCYEThCS HUXKYE.
[ToBimoMusANIOCS TIPO PifKiCHI BUMTagKU MPOTrpecyioydol MynbTH(OKaIbHOI JeliKollepebpanbHol
puctpodii (IIMJI]]) y mamieHTiB, SKi 0oTpuMyBanu JiehayHOMI pa3oM 3 iHIINMU iMyHOCYTPECHBHUMU
3aco0aMu.

[Tepen moyaTKOM NTiKyBaHHS JeIyHOMiZOM BCi IallieHTU MOBKUHHI O0yTH 00CTEXEHi 00 BUSBIEHHS
AKTHBHOT'0 a0 HEAaKTUBHOTO («JIaTEHTHOT0») TYOePKYIb03y BifIOBIOHO M0 3arajIbHOIPUNHSITUX
pekoMeHpani. Lle Moxe BKJI0YATH iCTOPit0 XBOpOOU, MOXKIIUBI ITOMIepeHi KOHTAKTH 3 HOCiMU
TyOepKybo3y Ta/abo, K10 HeoOXimHO, BiONIOBiIHMI OISy (PEeHTreH JIeTeHiB, TyOepKyIiHoBa mpoba
i/abo anami3 inTepdepon-ramu). Jlikapi, SKi mpu3HA4alOTh IPeapaTy, IOBUHHI MaM’ITaTH PO PU3IUK
XOHOHETaTUBHUX PE3YNIbTATiB TyOEPKYJIiHOBOI LIKipHOI TPOOH, 0COONIMBO Y TSKKOXBOPUX IAIli€HTIB
a0o malieHTiB, SIKi CTpaXkaaloTh Ha iMyHOmeillUTHI 3aXBOPIOBAHHS.

3a mallieHTaMH, 110 MaloTh 00TSXKEeHUM aHaMHe3 00 TyO0epKy/Ibo3y Ta OTPUMYIOTE 1edIyHOMIT,
CJIi[l peTeNIbHO CIIOCTepPiraTé Yepe3 pU3MK peaKTuBalil iHeKIIil.

Peakiiii 3 60Ky OuxXalbHOI CHCTEMHU

[ToBimoMIISIIOCS IIPO BHUITAAKY iHTEPCTHUIIIaIbHOI XBOPOOH JIETEHIB, @ TaKOXK OKpeMi BUTIagKU
JIeTeHeBOl TinepTeH3sil mig 9ac nikyBaHHA nedayHoMinoM (ouB. po3pin «I[1obiyHi peakuii»). Pusux
BUHUKHEHHS IIMX 3aXBOPIOBAHb MOXKe OyTH BHUIIMM V MAIli€HTIB, SKi MalOTh JaHEe 3aXBOPIOBAHHS B
aHaMHe3i. I[HTepcTHIlianbHa XBopoba JIeTeHiB MOXkKe MaTH JIeTaIbHUN HACIIOK, SKUH MOXKe
PO3BUHYTHUCS T'OCTPO IIif 9ac Tepartii. Taki cuMnToMu 3 OOKY JIETEHIB K Kalllellb i AUCITHOE MOXKYTh
OyTH IPUYKHOIO [I7II IPUIIMHEHHS Tepallii i, 3a/iexKH0 Bifi cuTyatlii, TpoBedeHHS MTOfaIbIIOT0
00CTeXKeHHs.

[TepudepuyHi HexponaTii

Bunagku nepudepuyHux HedpomaTiii 6ynu omrcaHi y malfieHTiB, 1110 3aCTOCOBYBaNu JiedhayHOMIf.
BinpmiicTs BUNagKiB 3aKiHYyBaIKCS MOKPAIIEeHHSIM CTaHy MAal[i€HTIB MiCId IPUNUHEHHS IPUAOMY
npemnapaty. OgHaK Hacligkyu neprudepruyHuX HelpomnaTiii MOXYTh OyTH pi3HUMU. 30KpeMa, y JesKuX
IAIi€HTIB IPOsIBU HEUPOIATiX IOBHICTIO IPOXOASATH, @ Y OEIKUX - CIIOCTePIraeThCsa NePCUCTYIOYUN
nepebir CMMIITOMIB yCKTagHeHHS. PU3uK mosiBu nmepudepryHuX HelponaTiii 3pocTae y mallieHTiB
BikoM mmoHay 60 pPoKiB IpH OOHOYACHOMY MIPHUMOMIi iHIIMX HEMPOTOKCHYHUX 3aC00iB Ta ¥ XBOPHUX HA
IIyKpoBuii miabeT. KO0 y nanieHTa Ha QoHi mpuoMy 1e@IyHOMITy PO3BUHYINUCS 03HAKU
nepubepryHOl HeWpomaril, CIif PO3TSHYTH IUTAaHHS 00 IPUINHEHHS Tepallil Ta BUKOHaHHS
IIpollefypy BUMHUBaHHA IpemapaTy (AuB. po3ain «OcoOMMBOCTi 3aCTOCYBaHHSA»).

[ToripiieHHS 3arOEHHSA MiCIS0NEePalliiHUuX PaH

[MoBimoMsiiocs Ipo BUMIAAKY MOTIPIIEHHS 3arO€HHA MICsAO0NepaliiHuX PaH y Halli€eHTiB, AKi
otpuMyBanu nednynomin (nuB. po3pin «ITobiynHi peakiii»). Ha ocHOBI iHIKBigyanbHOL OLIHKY MOXKe
OyTH PO3TJISHYTO MUTAHHS MO0 MPU3YIUHEHHS JIiIKyBaHHS 1edIyHOMIOOM V IicasonepaliinoMy
Iepioni Ta IPOBeeHHA IIPOLEeAyPYU BUMUBAHHA. Y pa3si lepepuBaHHS JIIKyBaHHS PIllleHHS IIPO
BiIHOBJIEHHS IPUKOMY JIedIyHOMiy Ma€ I'PYHTYBaTUCS Ha KJIiHIUHIN OLiHIli HaJleXHOTO 3aTOEHHSI
paHu.

Komitu



[ToBimomsANioCs IPO BUHUKHEHHS KOJIITiB, BKJII0UYal0Yy MIiKPOCKOIIUHI KOIiTH, IpU Teparil
nednyromigom. ITosgBa XpoHiYHOI miapel HEBIZOMOr0 I'eHe3y y HallieHTIB Ha (OHI Tepamil
e IyHOMIZOM BUMara€ MpoBeeHHS BilIOBigHUX AiarHOCTUYHUX MPOLERYP.

ApTepianbHUU TUCK

AprepianbHUM TUCK CIIif TepeBipATH Iepef 0YaTKOM JIiKyBaHHS 1edIyHOMIgOM i mepioguyHo micis
M0T0 NIPOBEEHHS.

Penponykiiisi (pekoMeHOalii I Y0I0BiKiB)

[TanieHTaM 40JIOBiYOI CTaTi CJIif YCBiMOMITIOBAaTH MOXKJIMBICTh TOKCUYHOI il Ha IJIiA 3 IXHBOTO OOKY.
ITig vac miKyBaHHS JTiKapCHKUM 3ac000M CJTif 3a0e3MeYnTH HagiiHy KOHTPALeIIIio.

Ha cphorogHi HeMa€e mOKa30BUX OAHUX, SIKi JEMOHCTPYIOTh PU3UK TOKCHYHOI Aiil Ha eMOpPioH/mig
CIIepMHU YOJIOBIKiB, Kl 3aCTOCOBYIOTh nedyHoMin. [Jociiay Ha TBapuHaX, CIPIMOBaHi Ha OILiHKY
IIbOTO crelrdivHOro pu3uKy, He TpoBoauaKcs. [y MiHiMi3allil 6yab-IKOT0 pU3UKY YOJIOBiKaM, SKi
6akaloTh cTaTh 0ATHKAMHU, CJIifl PO3TJISHYTH MOXKJIMBICTh IPUIUHEHHS IpuiioMy nedayHoMiny i
TIOJIa/IbIIIOTO BUKOHAHHS IIPOLIelypU BUMUBAHHS Ipenapaty. Y Oyab-IKOMy BUIAAKY CITif ABidi
(ompasy micng NpUnuHEeHHS NPUIoMy IIpenapaTy Ta 3 iHTepBasioM IoHalMeHIIe 14 [i0) BU3HAUUTH
KOHIIeHTpalito A771726 y nna3Mi KpoBsi. Ao o0uaBa pa3u KoHIeHTpalis A771726 y mma3mi Kposi
MeHnma 0,02 mMr/i, a TakoX 4epe3 3 Micsli Micigd IPUNUHEHHS Teparil TeQIyHOMiIoM, PU3UK
TOKCHUYHO! [il Ha Il BBAXXAETHCA AyKe HU3BKUM.

Hpogegypa BHMWBAHHA He@HyHOMiﬂy

[TpuiitmaTu xonmectupami mo 8 r 3 pa3u Ha 7o0y a6o 50 r aKTUBOBAHOT'O BYTisIsI, TOOPiOHEHOTO B
TIOPOLIOK, 4 pa3u Ha Jo0y. TpuBamicTh Mpollefypy MOBHOTO BUMUBAHHS 3a3BUYail cTaHOBUTD 11 mib.
TpuBasmicTs MOXKe 3MiHIOBATHCS 3aJIE2KHO Bifl KTiHiYHMX ab0 1a00paTOPHUX OKA3HUKIB.

BronuB Ha pe3yiabTaTy BU3HAYEHHS BMICTY i0Hi30BAHOr0 KAJbIli0 B MJIa3Mi KPOBI.

[Tig yac 3acTocyBaHHS JedyHOMiny Ta/abo TepudnayHOMiny (aKTUBHUN MeTaboIiT nedryHOMiTy)
3aJIe’XHO Bifl aHa/Ii3aTopa, 1110 BUKOPUCTOBYETHCA (HaIpUKJIad, ra30oaHaii3aTop KpoBi), MOXYTh
crioctepiratucs xuOHi pe3yIbTaTyd BU3HAYEHHS BMiCTY i0HI30BaHOT'0 KaJIbIlii0 B IJIa3Mi KPOBi y
BUTJISIMIi TIOMHUJIKOBOTO 3HUKEHHS AAHOTO IMOKa3HWKa. TakKuM YMHOM, 3HAKEHHS PiBHS 10HI30BaHOTO
KaJIbI[IO V MallieHTa, SKUM OTPUMYE JTiKyBaHHS jednyHoMimom a0o TepudinyHoOMiToM, MoxKe He
BIfIIIOBiaTH AiMCHOCTI. Y pa3i CYMHIBHUX pe3y/IbTaTiB JOCIIiAXKEHHS PEKOMEHIYEThCS BU3HAYEHH T
KOHIIEHTPaIlil Ka/bIliio B IJIa3Mi KPOBi (3 IOMIpaBKOIO Ha 3arajbHUMN albOyMiH).

IonomixcHI peyosuHu
JlakT03a

ITo cknamy mpemapaTy BXOOUTH JaKTo3a. AKIo y Bac BCTaHOBIIEHO HEIIEPEHOCUMICTh IESIKUX IIYKPiB,
IIPOKOHCYTIbTYHTECS 3 JTiKapeM, Meplll HiXK MpuiMaTH 1ed TiKapCchbKuil 3acib.

Kpoxmanb KYKypYO3aHUK

Io cknagy mpemapaTty BXOOUTh KPOXMallb KYKYPYA3SHUN, TOMY Liei JTikapchKui 3aci0 He ciif
3aCTOCOBYBaTH XBOPHUM Ha LieJliakiio (TII0TEHOBY €HTEPOMATIIo).

Hartpiit



e nikapchbkuit 3aci6 MicTuTh MeHIre 1 MMoIb (23 Mr)/mo3y HaTpito, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpito.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
Baeimuicmb

€ mimo3pu Ha Te, M0 aKTUBHUU MeTaloiT meduyHominy A771726 € IpUUNHOIO TIXKKUX Oe(eKTiB
PO3BUTKY IJIOfa IIPK 3aCTOCYBaHHi TedIyHOMify y mepiof BaritHocTi. [Ipenapat Jledguo”
IIPOTUIIOKA3aHUM Y I1epiof BariTHOCTI.

2KiHKaM pempogyKTUBHOTO BiKY CITil BAKOPUCTOBYBaTH e(eKTHUBHI 3aC00M KOHTPAIEIIii MPOTATOM
JIIKyBaHHS IpenapaToM Ta [0 2 POKIB micis Horo 3akiHdeHHd (OuB. «[lepion o4ikyBaHHSI» HUXKYE)
abo mo 11 mHiB micns 3akiHueHHS nikyBaHHS (OuB. «IIpolenypa BUMUBAHHS JTeQIyHOMITy» HUXKYE).

[TamieHTKy CIif mMOMEepeauTH, 10 Y pa3i 3aTpUMKU MeHCTpYyalii abo 3a HasBHOCTI iHITNX O3HAK, IO
BKa3yl0Th Ha HAaCTaHHS BariTHOCTI, BOHA Ma€ HeranuHo MIOBiIOMUTH IIPO i€ JIiKaps 3 METOI0
OiaTHOCTUKM BariTHOCTI. fKIIO TECT BUSBUTHCS IIO3UTUBHUM, JIiKap Ma€ 00TOBOPUTH i3 MalliEHTKOO
PU3UKY Teparil nedayHOMigoM O miofa. PU3uK A nioga yepel3 IpuiMaHHS MallieHTKOI0
nme¢IyHOMITy MOXKHa 3MEHIIUTH 3a JOIIOMOI00 IIBUKOT0 3HUKEHHS PiBHSA aKTUBHOTO MeTabOMiTy B
KPOBI IIJITXOM ITpU3HAYEHHS IPOLIeAYPY BUMUBaAHHS JTe(IyHOMINY 3 OpraHi3aMy IIpy 3aTPUMII
MEHCTpYyaLlii.

Y HeBeNUKOMY OOCTIIIXKEHH] 3a y4acTIO XKIHOK, K1 HeOUiKyBaHO 3aBariTHIIM Iif Yac IpUUOMY
nednyHOMiTy MPOTATOM He Oinbllle HiXK TPHOX THKHIB ITiCJIS 3a4aTTS Ta IiCJg IPOLeypy BUMUBAHHS
Ipenapary, He CIIOCTEpPIraaocs CyTTEBUX BiIMiHHOCTEH y 3arajibHill 4aCTOTi TAKKHUX AepeKTiB
PO3BUTKY IJI0Aa NOPiBHAHO 3 Oyab-9KO0I0 3 IPYI IOPiBHAHHSA (Y BiAMOBIAHIN I'PyIi 3aXBOPIOBAHHS Ta Y
300POBUX BariTHUX).

Kinkawm, siKi mpuiiMalioTh nedayHoMin i 6axKalTh 3aBariTHITH, peKOMEHJ0BAaHO BUKOHATHU OJHY 3
IPOIEOyP BUMUBAHHS J1Ie(TyHOMINY 3 METOI0 MaKCUMaIbHOTO 3MEHIIIEHHS MOXKJIUBOT0 TOKCUYHOTO
BIIUBY A771726 Ha mip (uinboBuit piBeHb A771726 mae Oytu Hux4yuM 3a 0,02 mr/m).

ITepio0d ouiKysaHHA

MoxHa 04iKyBaTH, 10 KOHLIeHTpalid A771726 y nna3mi kposi Oyzne Buiiie 0,02 MTI/1 IpoTATOM
TPUBAJIOTO IIepiofy. BBaxKa€eThCs, 10 UOr0 KOHLIEHTpallis 3MeHIIyeThCs 10 piBHA HUuXK4e 0,02 mr/n
yepe3 2 POKH MiCNIs IPUNIMHEHH] JIiKyBaHHS JeduyHoMigoM. [lepmuii pa3 BU3Ha4a0Th
KOHIleHTpawlio A771726 y nia3Mi KpoBi Mic/s 3aKiHYEHHS OBOPIYHOTO MEPiony O4iKyBaHHS.
[ToBTOpHO KOHIIeHTpawiga A771726 y mya3Mi KpoBi BU3HAYAETHCA K MiHIMyM 4depe3 14 gHiB. AKio
IIOKa3HUKM KOHIeHTpallil A771726 npu 060x Bu3HaueHHSAX HUKYe 0,02 MTI//1, He 04iKy€eThCS
TePaTOreHHOr 0 PU3HUKY.

ITpouedypa susedeHHA nepayHOMIOY.
[Ticna npunuHeHHS JTiKyBaHHSA J1e(IyHOMITOM:
- X0JlecTupaMiH 1o 8 r mepopasnbHo 3 pa3u Ha go0y npoTsarom 11 [HiB;

- SIK aJTlbTepHATHBA, IIepopaibHo 1Mo 50 I aKTUBOBAHOTO BYTi/Is, MOAPIOHEHOT0 B ITOPOIIOK, 4 pa3u Ha
noOy mpotsirom 11 gHiB.



He3zanexkHo Big 06paHoro crnoco0y emiminaliii mpemnapaTy, 00 MOMEHTY 3allIifHEHHS CIIif [Bidi, 3
iHTepBasioM woHalMeHIIe 14 nHiB, mepeBipsATU KOHLEeHTpalito A771726 y mna3wmi, micisg 4oro
3a4eKaTy i3 3alIifHeHHAM IPOTAToM 45 JHIB 3 MOMEHTY, KON B aHaJli3i Buepiie 3adikcoBaHa
KOHIeHTpania A771726 auxda 0,02 mr/m.

2KiHKaM pempogyKTUBHOTO BiKY CITil TOBiIOMUTH, 110 ITepef HaCTaHHSM BariTHOCTI He0OXimHO
nepedyeKkaTy 2 POKH Iicis BigMiHU mpemnapary. AKIo nepiof ouikKyBaHHS MPHUOIU3HO 2 POKU 3@ YMOB
HafifHOI KOHTpAlleINllil BU3HAHUM HETIPUUHSATHUM, TO He0OXiTHO peKOMeHAyBaTH npodiakTuyHe
IIPOBEIEHHS IIPOLIeNyPH BUMUBaHHA ehIyHOMIAY.

[ xonmecTupaMiH, i aKTHBOBaHe BYTiJII MOXKYTh BIIJIUBaTH Ha abcopOilito eCTPOTeHiB i MPOTeCTOTeHiB,
TOMY HafiliHi TepopasbHi MpoTu3aniigHi 3acobu He maioTh 100% rapanTii y nepiof mpouenypu
BUMUBaHHA nedayHoMiny. PeKOMEeHIyeThCSA BUKOPUCTOBYBATHU albTePHATUBHI METOIX KOHTPAI[EMNIIil.

ITepiod 200ysaHHs 2py0010

HocmifKeHHS Ha TBApXHAX CBig4aTh, 110 JleIyHOMIf i #0T0 MeTaboIiTH IOTPaNIAIOTh Y TPYAHE
MOJIOKO. ¥ 3B’SI3KY 3 IIUM XKiHKaM, SIKi TOOyI0Th TPYOAI0, IPOTUIIOKA3aHUW MTPUNOM IeQIyHOMITy.

Bnaue Ha pepmuabHicmyb

HocmifKeHHS Ha TBApHHAX He MPOAEMOHCTPYBaIM BIUIUBY JleQIyHOMINY Ha GepTUIbHICTE ¥ 0Ci0
JKiHOYOI Ta 40JoBivoi cTaTi. [IpoTe y mOCTigKeHHAX TOKCHYHOCTI TOBTOPHUX [I03 CIIOCTEPIramucs
no0iyHi peaknil 3 60Ky Y0JI0Bi40l PEIPOTYKTUBHOL CHCTEMH.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3Mamu.

Y pa3i BUHUKHEHHS TaKoro 1mobiuHoro eeKTy SIK 3allaMOPOYeHHS MOXKe IOPYIIUTHUCS 3JaTHICTh
nalieHTa KOHLIEHTPYBaTH yBary Ta BUSBIISATH HeoOXifmHY peaklilo. Y momiOHUX BUIAgKaXx Malli€HTy
CJIil yTPUMATHCH Bifl KEpyBaHHS aBTOMOOiieM i po6oTH 3i CKITagHUMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

JlikyBaHHS 1Te(TyHOMIIOM Ma€ NMpU3HavYaTH i KOHTPOJIIOBATH JIiKap 3 MOCBiIOM JTiKyBaHHS
PEeBMATOITHOIO i ICOPiaTUYHOTO apTPUTY.

OpHOYaCHO i 3 0HHAKOBOIO NEPIOANYHICTIO IPOTATOM JIiKyBaHHS JIe(IIYHOMIOM CJIifl BU3HA4YaTH
KOHIIeHTpallilo anaHiHaMiHoTpaHcdepa3u (AJIT) abo rimoramornipyBaTTpancdepasu (I'TITC) B
CHPOBATIIi KPOBi, TPOBOOUTH PO3TOPHYTHM aHasli3 KpOBi, BKIOYal04yu qudepeHIiaTbHUN aHai3
JIEMKOLHUTIB i KiNbKiCTh TPOMOOIIUTIB:

- 10 TTIOYaTKy 3aCTOCyBaHHS JTe(IyHOMITY;

- 1 pa3 Ha 2 TUXHI IPOTATOM 6 MiCAILB JIiKyBaHHS;

- 1 pa3 Ha 8 TuXHiB Hafani (quB. po3mdin «OcobIUBOCTI 3aCTOCYBAHHSI»).

TabmeTKu cIlifg KOBTaTH He PO3KOBYIOYH Ta 3alKBaTé Bomoio. CTymiHb abcopOiiil nedyHoMiny He



3aJ1eXKUTh Biff IPUNOMY 1XKi.
PesmamoioHuti apmpum:
- HacuyyBaiabHa g03a cTaHoBUTH 100 Mr 1 pa3 Ha fo0y MIPOTSATOM IEPIINX TPHOX [AHIB;

- migTpUMyloda o3a cTaHOBUTE Bif 10* mo 20 Mr 1 pa3 Ha {00y 3a7eKHO Bif TAKKOCTI
(aKTUBHOCTI) 3aXBOPIOBAHHS.

* 3a HeobxigHOCTi 3acTocyBaHHS mo3u 10 MT ciig mpuiiMaTi TableTKyU 3 BiAOBiTHUM BMiCTOM Mif040i
PEYOBUHHU.

fAKI10 HaBaHTaXKyBaJIbHY 003y HE 3aCTOCOBYIOTh, 3HUXKYETHCS PU3UK PO3BUTKY MOOIYHUX
peakuiii (gus. po3ain «®apMaKoIOTiyHi BIaCTUBOCTI»).

ITcopiamuyvHuti apmpum:
- Hacu4yyBajbHa fo3a cTaHoBUTHL 100 Mr 1 pa3 Ha mo6y MPOTSATOM MEPIINX TPhOX [AHIB;
- migTpuMylo4da mo3a craHoBuTh 20 Mr 1 pa3s Ha mo0y.

TepaneBTUYHUY e(peKT IOUMHAE BUSABIATUCS Yyepe3 4-6 THUKHIB Bifl MOYaTKy JTiKyBaHHS i MOXe
IIOCUJIIOBATUCH IPOTATOM 4-6 MiCSLIB Bifl IOYATKY JIIKyBaHHSA

[larieHTy 3 MOMipHOIO HUPKOBOI HEIOCTATHICTIO: KOPEKITis N03U He MOTpidHa.

[TanieHTy BikoM moHam 65 POKiB: KOPEKIIisl J03U He MOoTpidHa.

Iimu.

[Tpenapat He 3aCTOCOBYIOTH HiTsAM BikoM 10 18 pokiB (edeKTUBHICTS i 6e3meKa 3aCTOCYBaHHS IIPU
IOBEHIJTbHOMY PEBMATOIJHOMY apTPHUTi HE BCTAHOBIIEHi).

ITepedo3yeaHHs.
Cumnmomu

[ToBimoMmsiyiocst PO XPOHiYHe Mepefo3yBaHHs Y MAllieHTiB, AKi TpuiManu ednyHoMin B oO0BUX
mo3ax, sKi 10 I'SITH pa3iB mepeBUllyBaii PEKOMEeH0BaHY N0O0BY M03Y, a TaKOXK IOBiIOMIISIIOCS PO
TOCTpe Iepeio3yBaHHs Y HOPOCIUX i miTed. Y OiNbIIOCTi MOBifOMITEHUX BUIIQMIKiB ITepefo3yBaHHS
moOiYHUX peaklli He crocTepiranocs. [To6iuni peakirii, siKi BimmoBigamu mpodino Oe3neku
nednyHOMiny: Oinb y )KUBOTI, Hy[0Ta, Aiapes, MiABUIIEHHS PiBHIB Ie4iHKOBUX (epMEHTIB, aHEMId,
JIeUKOTIeHis1, CBepOiXK i BUCHII.

JIikysaHHA nepedo3y8aHHA

Y pazi nepemo3yBaHHs a00 TOKCUYHOI il 71T TPUCKOPEHHST BUBEIEHHS PEKOMEHIYEThCS IIPUHOM
X0JIeCcTHpaMiHy ab0o aKTUBOBAHOI'O BYTijisg. X0lIeCTHPaMiH, IKUY ITepopaibHO 3aCTOCOBYBAIM Y [03i 8
T 3 pa3u Ha 700y MPOTATOM 24 TOOWH TPHOM 30OPOBUM HOOPOBOJIBIISIM, 3MEHIIyBaB piBHI A771726 y



na3Mi KpoBi npubnu3Ho Ha 40% depe3 24 roguniu i Ha 49-65% vepes 48 roguH.

Byno noka3aHo, 110 3aCTOCYBaHHS aKTHBOBAHOTO BYTiIIs (IOPOLIKY Y BUTJISAAL CyCIeH3il)
mmepopanbHo abo Yepe3 Ha3oracTpanbHui 30HA (50 I yepe3 KOXKHi 6 TOOUH MPOTIroM 24 TOOUH)
3MEHIIy€E KOHIIEHTPallil0 akTUBHOT0 MeTaboiTy A771726 y nna3mi Kposi Ha 37% uyepes 24 TopuHY i
Ha 48% 4epes 48 ronuH.

[Tponenypy BUMUBaHHS edIyHOMIoYy MOXKHa IIOBTOPIOBATH 3a HABHOCTI KJTiIHIYHUX IIOKA3aHb.

HocnifKeHHS 3 TPOBENEHHSIM IreMOfiai3y Ta XpOHiYHOro aMmOy1aTOPHOTO IEPUTOHEANTbHOTO Aiami3y
BKA3yIOTh Ha Te, 1[0 aKTUBHUN MeTa0oiT nednyHomigy A771726 He migmaeThes mianmisy.

ITo6iuni peakuii.

KpuTepii OlLIiHKK 4aCTOTH PO3BUTKY IMOOIYHMX peakiliii: oyxe dacTto (= 1/10); gacTo (=
1/100, < 1/10); meuacto (= 1/1000, < 1/100); pigko (= 1/10000, < 1/1000); my>xke pigko
(<1/10000); HeBigoMO (He MOXKHa BU3HAYUTHU 3a HASSBHUMM OAaHUMU). Y KOXKHIU TPy 4acToTa
PO3BUTKY NOOIYHUX peakiliii IIpeCTaB/IeHa B MOPSAKY 3MEHIIEHHS CepPHO3HOCTi.

IHpexuii ma iHeasii:
pimko - TSXKKi iH(eKIIil, BKII0Yay4y cerncuc (y TOMy YHUCIIi 3 JIeTalbHUM HaCigKoM).

4k i iHmi imyHocynpecopu, nedgnyHoMin MoxKe 30iIbIIUTYA YYTAUBICTb XBOPUX [I0 Pi3HOTO
pony iHdexil, BKII0Yady onopTyHicTUYHi iHdekKIil (quB. po3ain «OcobIuBOCTi
3aCTOCyBaHHS»). TaKUM YMHOM, 3POCTA€ PU3UK PO3BUTKY IH(PEKIiN, 30KpeMa PUHITY,
OpOHXiTy Ta THEBMOHIl.

I[lobposikicHi, 3105KicHI ma HecneyugiuHi HogoymeopeHHs (kKicmu ma noainu):

IIPY 3aCTOCYBaHHI JesKuX iMyHOCYIIPECHBHUX JTiKapChKUX 3aC00iB MigBUIIYETHCSI PU3UK PO3BUTKY
37I09KiCHUX HOBOYTBOPEHB, 30KpeMa imMdornponidepaTUBHUX 3aXBOPIOBAHb.

3 6oky cucmemu Kposi ma aimpamuuHoi cucmemu:
YacCTO - JIeHKONeHia (JIeUKOoIuTH > 2 r/m);
HEYACTO - aHEMisI, He3HayHa TpoMOouuToneHis (Tpomborutut < 100 r/1);

piIKo - MaHIMTOIIEHIsS (MMOBIpHO, 3a PaXyHOK aHTUIPOIi(pepaTUBHOI Iii), TeiKoneHis (TeHKOIUuTH
< 2 r/m), eo3uHOGinis;

IVKe PiIKO - arpaHyJI0IKTO3.

[Tonepenne, cynyTHE ab0 mofabIlle 3aCTOCYBAHHS IMOTEHIIMHO MiETOTOKCUYHUX JTiIKapChKUX 3aC00iB
Moxe OyTH MMOB’si3aHe 3 MiABUIEHUM PU3UKOM IeMaTOJIOTiYHUX e(PeKTiB.

3 60Ky imyHHOI cucmemu:

YacTo - aJepriyHi peakiiii 1eTKOro CTyIeHs;



oyXKe PioKo - aHadinakTuyHi/aHadinakToIHI peakilil TAXKKOr0 CTyIeHs, BaCKYIiTH (BKIII0Ya0un
IIKIpHUY HEKPOTUYHUY BACKYJIIT).

3 60Ky 0OMiHY PEUOBUH Ma XAPUYBAHHS:

4acTo - MiJBUILIEHHS PiBHS KpeaTHHIHPOCHOKiIHA3Y;
HeyvacTo - TinoKaieMis, rinepainigemis, rimodocdaTtemis;
pimko - migBHUINeHHST PIBHS JIaKTaTHAETriApPoreHasy;

HEBiIOMO - 3HUXKEHHS BMIiCTY CEY0BOI KMCJIOTH (TimoypikeMis).
IIcuxiyHi nOpyweHHA:

HEYaCTo - TPUBOXKHUU CTaH.

3 60Ky Hepsosoi cucmemu:

YacTo - mapecrtesii, rooBHuY 0iflb, 3aTaMoOpoYeHHs, TepudepudHi Helpomarii.
3 6oky cepueso-cyOuUHHOI cucmemu:

4acTo - IIOMipHe MifBUIIleHHS apTepiaJibHOTO TUCKY;

PiOKO - BUpaXxeHe MiABUILEHHS apTepialbHOTO TUCKY.

3 60Ky OuxaabHoi cucmemu:

pimko - iHTepcTHUIliasbHa XBopoOa jiereHb (BKII0YaYH iHTePCTUIliaIbHUY THEBMOHIT),
y TOMY YMCJIi BUNIAAKH 3 JIETAJIbHUM HACJIIAKOM;

HEBIIOMO - JIereHeBa TinepTeHsis.
3 60Ky mpasHo20 mpakmy:

YaCTO - KOJITH (BKIII04Yal0Yy MiKPOCKOIIIYHUM KOJIIT, TaKUH K NTiMGOIUTaPHUN KOJIIT Ta
KOJIaT€HO3HUM KOJIT), Aiapesi, HyoTa, OI0BaHHS, ypaXkKeHHS CI130BOi 000JIOHKH POTOBOL
IOPOXKHUHM (adTO3HUM CTOMATUT, BUPa3Ku), Oifib y KUBOTI;

HEYacTo - IOPYLIEHHS CMaKYy;
OyXKe DIIKO - TaHKPEeaTuT,
3 6oky 2enamobiniapHoi cucmemu:

yacTo - MABUIIEHHS PiBHS IeYiHKOBUX (PpepMeHTiB (anmaHiHaMmiHoTpaHcdepasu (AJIT),
raMMmariyTaTioHTpaHcdepasu i nyxkHoi ¢pocdarasn), rimepbinipybinemis;

PIOKO - TelaTUT, JKOBTIHUILI, X0JIecTas;

IyzKe PiOKo - TSXKKi ypakeHHS IediHKY (Ie4iHKOBa HelOCTaTHICTL abo roCTpuil HEKPO3 MeYiHKH,
y TOMY YHUCJIi 3 IeTaJIbHUM HaCJIiTKOM).



3 6oky wkipu ma nidwKipHOi KAIMKOBUHU:

YacTo - mocuseHe BUMAMIHHSA BOJIOCCS, €K3eMa, MIKipHUYM BUCHUI (Y TOMY YHCIIi MaKyJIo-
Nanyabo3HUN BUCHUII), CBEPOiXK, CyXiCTh LIKipH;

He4acTo - KPONIUB AHKA;

OyKe DPIOKO - TOKCUYHUU elliflepMaibHuM HeKpoJi3, cuaapoM CTiBeHca-[I;KOHCOHA, My/IbTU(HOPMHA
epUTeMa;

HEeBiOMO - MIKipHUY YePBOHKY BOBYAK, [1COPia3 MyCTYyIbO3HUM a00 3aroCTPEeHHSs I1Copia3y, CUHAPOM
TimepuyyTIUBOCTI 3 €03uHODimiE0 i cucTemanMu cumnToMamu (DRESS-cuumpom), BUpa3Ka LIKipH.

3 60Ky KicmKkogo-M’ 5130801 cucmemu:

YaCTO - TeHIOCUHOBIITH;

HEeYacTo - PO3PUB CYXOKUIIb.

3 60Ky cevosudinbHOi cucmemu:

HEBIIOMO - HUPKOBa HEIOCTATHICTE.

3 60Ky penpodyKkmugHoi cucmemu ma MOAOYHUX 3A/103:

HeBiZloMO - He3HAYHe 3HUKEeHHS KOHIIEHTpAIlil cCliepMaTo30ifiB (000pOTHE), 3HUKEHHS
3arajabHOI KiJIbKOCTi Ta PYXJIMBOCTI CIIePMaTO30i1/iB.

3a2anvbHi NOPYWeHHA:
YaCTO - aHOPEKCisA, BTpaTa MacH Tina (3a3BU4ail, He3HaYHa), aCTEeHis.

[ToBimoMIeHHS PO Mimo3pioBaHi mMo6iYHI peakirii

[ToBimomneHHs npo mo6iuHi peakilil micis peecTpaliil TikapchKoro 3aco0y Ma€ BenvKe 3HaueHHS. Le
[a€ 3MOTY IPOBOAUTY MOHITOPHUHT CITiBBiTHOIIEHHS KOPUCTh/PU3UK IIPHU 3aCTOCYBaHHI 1ILOTO
JiKapchbKOro 3acoby. MeguuHuM Ta ¢apMalleBTUYHUM IIpalliBHUKAM, a TAKOX MallieHTaMm abo ixHiMm
3aKOHHUM IIpe[CTaBHUKAM CJIif] IOBiOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BifiCyTHOCTI e(peKTHUBHOCTI TiKapCchKOro 3aco0y yepe3 ABTOMaTH30BaHy iHGOpPMalliliHy CUCTEMY 3
(dapMakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamnocmi. 3 POKU.

YMoBu 30epiranHsi.

36epiratu npu TemnepaTypi He Buie 25 °C B OpUTiHAIbHIN YIIaKOBII.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeH MiCIIi.



YnakoBkKa.

[To 10 tabnetok y Gmictepi, o 3 6icTepu y KapTOHHIM yIaKOBIIi.

Kareropis Bigmycky.

3a perenTom.

BupoOHUK.
Kycywm Xentxkep [IBT JITH/

Kusum Healthcare Pvt Ltd.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MicCIsi IPOBaIKeHHs MOro JisIbHOCTI.
CII-289 (A), PIIKO Inpmactpian apea, Yomanki, bxiBapi, [Iict. AnBap (Papxactah), [Hpis/

SP-289 (A), RIICO Industrial area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), India.



