IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

JTedpno®

(Lefno®)

CKknao:
ditoua peuosuHa: nepnyromin (leflunomide);
1 TabneTka MicTuTh nednayHominy 20 Mr;

donomidcHi peyo8uHU: CTapjiak*, IOBIgOH, HATPil0 KPOCKapMeo3a, HaTpilo JaypuiacynbdaT, KpeMHi0
OIOKCHUI KOJIOimHUY 0e3BOOHMH, TalbK, KojikoaT IR 6imuit I1.

* CTapiak: TaKTO3W MOHOTIAPAT, KPOXMaJlb KYKYPYO3sTHU.

JIikapcbKa ¢opma. TabrmeTku, BKPUTi 060TI0HKOIO.

OcCHOBHI (hi3uK0-XiMIUHI 81aCMUBOCMI: OBaNIbHi OBOOIYKJI TaObmeTKu 6illoro KONbopYy, BKPUTI
000JI0HKOIO.

®dapMakoTepaneBTUYHa Irpyna.

Imynocynpecopu. Kog ATX L04A Al3.

dapmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Jlednyromin - e xBopobomoardikyounit aHTUPeBMAaTUYHUH 3acib 3 aHTUIIPOJTihepaTUBHUMHU
BJIACTHUBOCTSIMH.

Mexani3M mii

A771726, akTuBHUYN MeTabOIT NednyHOMiny, TPUTHIYYE TIOACEKUE GepMeHT
murigpooportatgerigporeHady ([II'OMI’) i BusiBnsie aHTUNIPOJipepaTUBHY aKTUBHICTb.

dapmakokiHemuxka.

JlemyHOMIf IIBUOKO MTEPETBOPIOETHCS HA aKTUBHUN MeTa0oIiT A771726 UIIAXOM IPECUCTEMHOTO0
MeTabomi3My (BiIKpHBaHHSIM Kilblis) V CTIHKAX KUIEYHUKY i mevinIr. PiBHi He3aMiHeHOT0



nedyHOMIiTY v TIa3Mi KPOBi BUSIBIIIINCS PigKo. EOMHUM MeTa0OoJIiTOM, IKUW BUSIBIIIBCS Y IJIa3Mi
KpoBi, 6yB A771726. Lle#t meTabomiT 06yMOBITIOE TOJIOBHUM YMHOM BCIO aKTUBHICTH JleiyHOMInY B
OpraHi3mi.

BcMOKTYBaHHS

BcMokTyeThes Big 82 mo 95% mo3u nednyHoMiny. Yac mOCSATHEHHS MaKCHMallbHOI KOHIIEHTPallii
A771726 y nya3Mi KpoBi fyKe HEOOHAKOBUU: Bil 1 0o 24 ropuH miciis pa30BOro 3aCTOCYBaHHS.
JledmyHOMig MOXKHa MpUMMAaTH 3 i7Kel0, OCKiTbKY 00'eM BCMOKTYBaHHS IIpU MIPUIOMI ITperapary
IIiCIIs 1O¥ i HaTIne CXOXKuU. Y 3B’S3Ky 3 Iy2Ke NOBTUM IlepiogoM HaniBBuBeneHHS A771726
(mpubnu3HO 2 THXKHI) o5 3a0e3MeveHHs MIBUTKOTO NOCATHEHHS cTabimbHOro piBHsg A771726
3aCTOCOBYyBajacs HaBaHaTaxyBaibHa fo3a 100 mr npotsrom 3 gi6. BctanosmneHo, mo 6e3
3aCTOCYBaHHS HaBAHTAXKYBAJIbHOI I03H [JIS OCSITHEHHS CTabi/IbHOI KOHIIEHTPAIlil V Ij1a3Mi KPoBi
Moxke OyTu MOTpiOHO MaiiKe [Ba Micsli mpuiioMy mpemnapaty. JocmigKeHHs, B IKUX BUBYAIH Pi3Hi
NO3yBaHHA IIpenapaTy IPoAeMOHCTPyBaH, o hapMakKOKiHeTHYHI mapaMeTpu A771726 € MiHITHUMA
IIpY 3aCTOCYBaHHI IIpenaparty B Aiana30Hi 103 Big 5 7o 25 Mmr.

Y nux mocmimKeHHSIX KiHiyHUM epeKT OyB TiCHO 1OB’sI3aHUM 3 KOHIIeHTpallieio A771726 y mna3mi
KpOBi i 3 m0o60BoI0 03010 nednyHoMiny. Y pasi 3acTocyBaHHS no3u 20 Mr/moby cepenHs
KOHIIeHTpalisg A771726 y nna3mi KpoBi B CTaflii HAaCUYeHHS CTaHOBUTD NIPUOIKU3HO 35 MKI/MIL. Y
cTafii HacM4eHHS KOHUeHTpauig A771726 y mna3Mi Kposi npudnu3Ho B 33-35 pasis Bullle B
IIOPIBHAHHI 13 TAKOI0 IPX ONHOKPATHOMY 3aCTOCYBaHHI IIpenapary.

Poznopin

Y nna3mi mopuau A771726 MaliKe TIOBHICTIO 3B'13yeThcs 3 6inkoM (anbOyMiHoMm). He3B ss3aHa
dpaxkiis A771726 cknagae 61u3bko 0,62%. 38's13yBanus A771726 € niHiliHUM y MexKax
TepaneBTUYHUX [03. 3B's13yBaHHA A771726 BUSIBUIOCS [el[o caabmuM i 6inbll BapiaTUBHUM Y
1I71a3Mi KPOBi MAIli€HTIB 3 PeBMATOIIHUM apTPUTOM ab0 XPOHIYHOI0 HUPKOBOIO HEIOCTATHICTIO.
ExcrencuBHe 3B’a3yBaHHsA A771726 3 6iIKOM MOXKe IPU3BOAUTH [I0 BUTICHEHHS iHIIUX PEUOBUH, SKi
3HAYHOIO Mipo10 3B’s13yI0ThCs 3 Oinkamu. OgHaK pe3ynabTaT JOCTiIXKEeHHS B3a€MOil TPy 3B’ I3yBaHHI
3 6ilKaMu B YMOBaX in vitro i3 3acToCcyBaHHSAM BapbapuHy y KIiHIYHO OOLINTbHUX N03aX B3a€MOIil He
nokasanu. [TonibHi mocmigXeHHS TPOOEeMOHCTPYBay, 110 ibynpodeH i fuknodeHak He BUTICHSAIN
A771726, B TOY 4Yac gK B IPUCYTHOCTI TonOyTaminy He3B'si3aHa ¢pakuis A771726 3poctana B 2-3
pas3u. A771726 ButicHsB iOympodeH, nukinodeHak i TonbyTamin, TpoTe He3B'si3aHa (Hpakxilis Iux
3aco0iB 3pocTtana numie Ha 10-50%. Hemae cBimueHsb mpo Te, 1110 1Ii e(eKTH MaloTh KIiHiYHe
3HaueHH4. [Ipu 3HaYHOMY 3B’si3yBaHHI 3 Oinkamu A771726 Ma€e HU3bKUN 04eBUTHUN 06'€M PO3MOTiNLY
(mpu6nu3Ho 11 miTpiB). [TepeBaxkHOTO MOTIMHAHHS €PUTPOLMTAMK He BiOyBa€eThCS.

Mertabomaizm

JlepryrHoMig MeTab0mi3y€eThCS 0O OMHOTO OCHOBHOTO (A771726) i 6araThoxX APYrOPSIAHUX
MeTabomiTiB, BKmodaouu TOMA (4-tpudTtopMeTtunatinia). Metaboniuna 6ioTparchopmariis
nednyHoMiny Ha A771726 i HacTynmHuM MeTabomi3M A771726 He KOHTPOJIIOIOTHCS OIHUM IIEBHUM
dbepMeHTOM, i, IK OyJI0 IT0OKa3aHo, BiOyBAETHCS B MiKPOCOMHUX i IIUTO30JIbHUX KITITUHHUX QPAKITiIX.
Pe3ynbpTaTi goCIigKeHb B3a€EMOJil 3 3aCTOCYBaHHIM IIUMETUANHY (Hecmenudiynoro iHribitopa
utoxpomy P450) i pudamminunry (Hecnenudigaoro iHgykTopa nuroxpomy P450) BKa3yooTs Ha Te, IO
B yMoOBax in vivo pepmeHTy CYP GepyTh y4acTs y MeTa00mi3Mi TedyHOMiAY TiNbKY B HE3HAYHIN Mipi.

BuBeneHHsa

BuBenennst A771726 BinOyBa€eThCS MOBIIBHO i XapaKTEPU3YETHCA OUYEBUAHUM KilipeHcoMm 31 mm/rog. V



TAIliEHTIB Mepiof HaMiBBUBEOEHHS CTAHOBUTD MPUOIU3HO 2 TUXKHI. ITic/is 3acTOCyBaHHS MidueHOl
pamioHyKIimoM mo3u nedIyHOMIoy pafioaKTUBHICTh B OMHAKOBOMY 00CsI3i crocTepiranacs y
dekanisx, “MOBipHO, 3a PaXyHOK OinmiapHoro BuBeneHHs, i B ceui. A771726 mpogoBKyBaB BUSBIISITUCS
B cedi i pekanisx yepes3 36 mib micnsa pa3osoro npuitomy. OCHOBHUMHK MeTa0oJiTaMu, SKi BUBOOUIUCS
3 cedelo, OyNu TTIOKYPOHIAX mednyHOMiny (TOJIOBHUM YHHOM Y 3pa3Kax, BifiOpaHUX IPOTATOM
nepioi gobu (0 - 24 rox) micns npuiioMy npemnapary) i moxigHe okcasniHoBol Kucimotu A771726.
OCHOBHUM KOMIIOHEHTOM, SIKW# BUBOOUBCA 3 dekamisimu, OyB A771726.

Byno mokasaHo, 1110 B JTIOAWHY IIepopalbHe 3aCTOCYBaHHS CYyCIIeH3il IOpPOIKOIOAi6HOTO
aKTUBOBAHOI'0 BYTi/Is abo KOJeCTHpaMiHy MPU3BOAUTE [0 IIBUAKOTO i 3HAYHOTO 306iTbIIeHHS
IIBUOKOCTI BuBefeHHsI A771726 i 3MeHIIIeHHS MOT0 KOHIIEHTpAIlil Y IJ1a3Mi KpOBi (IUB. PO3Min
«Ilepenmo3yBaHHs»). BBaxKa€eThCS, 110 1€ OCATAETHCS 3a PaXyHOK MeXaHi3My IITYHKOBO-KUIIKOBOTO
mianizy i/abo Mpu3ynuHeHHS eHTePOrenaTUuYHOro MeTaboIigYHOTO IUKITY.

®apMaKoOKiHETHKA TPYU HUPKOBIM HEOOCTATHOCTI

dapmakokineTuka A771726 y cy6’eKTiB, SIKi MIPOXOOUIN TPUBAJIUI TepuTOHeanbHu miamis (TITI),
BUSIBUJIACS MOAIOHOI0 10 hapMaKOKiHETUKH Y 3MOPOBHX JOOPOBOJIBINB. BibIll MIBUAKE BUBEIEHHS
A771726 cnocTepiranmocst B cy0’€KTiB, SKi TPOXOAUIIM reMofiai3, 10 He acolliloBanocs 3
eKCTparyBaHHSM JIiKapChbKOTO 3aco0y 3 fiami3aTy.

d®apmakOKiHETHKA IPY MEeYiHKOBii HEIOCTATHOCTI

CTOCOBHO JiKyBaHHS TAIliEHTIB 3 II€4YiHKOBOIO HEOCTATHICTIO laHUX HeMa€e. AKTUBHUM MeTaboiT
A771726 3Ha4HOI0 Mipo10 3B’SI3y€ThCA 3 OiTKaMH i BUBOAUTHCS 3@ PaXyHOK MTEYiHKOBOTO MeTabomi3my
i cexpetii 3 kK0Buy. Lli mpomecu MOXKyTh IOPYLIYBaTHCS BHACTIIOK OUCHYHKIIII MeYiHKY.

®apMakOKiHeTHKAa B MeliaTPUYHUX MalllEHTIB

[MTamieHTH 3 Macoo Tila <40 Kr 3a3HAI0Th MEHIIOI CHCTEeMHOI [il (Bu3HadaeThCs K C,) A771726
TIOPIBHSHO 3 MOPOCIMMH TAIliEHTaMHu 3 PeBMATOITHUM apTPUTOM.

dapMakoKiHeTHKa B 0Ci0 JTITHEOI'O BiKY

IaHi mpo ¢hapMaKOKiHETHKY B 0Ci0 ITITHLOTO BiKy (>65 poKiB) 00MeXeHi, TpoTe BiAMOBigal0Th
OaHUM IIPO (papMakKOKiHETHKY y HOPOCIINX JII0Je! MOJIOAIIOTO BiKYy.

KitiHiuHi XapaKTepHuCTHKH.
Iloka3anus.

JlikyBaHHST XBOp0oOOMOOUDIiKyIOUUM aHTHpPEeBMaTUUYHUM 3acoboM (XMAP3) akTHBHOI ¢pa3u
PEBMATOIMHOTO apTPHUTY Y HOPOCTIHX.

JIikyBaHHST aKTUBHOI (a3 ICOPiaTUYHOTO apPTPUTY ¥ HOPOCIIHX.

HemrogaBHo oTpuMaHe a00 OfHOYACHE JIiKyBaHHS relaTOTOKCUYHUMU a00 reMaTOTOKCUYHUMHU
XMAP3 (Hanpukiiag METOTPEKCATOM) MOXKe IPU3BOAUTH [0 MifBUIIEHHS PU3UKY CEPUO3HUX
no0iYHUX peaklliii; TAKUM YMHOM, IT0YATOK JIiKyBaHHS 1e(IyHOMIIOM CJIifi PETEJIbHO PO3TIAfaTH 3
ypaxyBaHHSIM KOPUCTi/PU3UKY.



Kpim uporo, nepexin 3 nedpnynominy Ha iummit XMAP3 6e3 npoBefieHHS IPOIeypy BUBENEHHS (OUB.
po3min «Oco6IMBOCTI 3aCTOCYBAHHS») TAKOXK MOXKe MigBUIIYBAaTH PU3UK CEPHUO3HUX MOBIYHUX
peaxtiiii, HaBiTh IIiC/ISl TPUBAJIOTO IIEPioAy IMicisd IIepexXony.

IIpomunoka3aHHs.

- [TigBuIleHa YyTIUBICTE [0 NednyHOMiny (0co6IHMBO V pa3i HasBHOCTI B aHAMHEe3i CHHOPOMY
CriBeHca-]I:KOHCOHA, TOKCUYHOTO €IliflepMaIbHOT0 HEKPOJIi3y, momiMop(HOI epuTeMH), O OCHOBHOT'O
aKTUBHOTO MeTabomiTy TepudnyHaMiny abo [0 iHIINX KOMIIOHEHTIB ITpenapary;

- OpyuIeHHS QYHKIII Te4iHKY;
- TSIXKKi iMyHOmedinuTHi cTanu (y T.4. BIJI-iHdekIIis);

- BUpaxKeHi mopymeHHs QyHKIINA KiCTKOBOI'0 MO3KY a00 BUpaXkeHa aHeMisl, TeMKOIeHis,
HeUTpomeHist abo TPOMOOLMTONEHIsT BHACTIMOK iHIIUX MPUYKMH (0KpiM peBMaToigHOro abo
IICOPIaTUYHOT0 apTPHUTY);

- iHdekii TaKKOro mepebiry;

- moMipHa a0 TsSKKa HAPKOBA HEOOCTATHICTh (Yepe3 He3HAYHUM [OCBi KITiHiYHMX
CIIOCTEPEeXkKEeHb y il TPYTIi XBOPUX);

- TSAXKKa TinonpoTeiHeMid (y T.4. 1pu HeQPOTUYHOMY CHHIPOMI);
- BariTHICTE;
- nepiof romyBaHHS IPYALIO;

- 3aCTOCyBaHHS XXiHKaM PeNpORyKTUBHOTO BiKY, SIKi He BUKOPHCTOBYIOTh HaflillHOI KOHTpAIlemIlil
y mepiop niKyBaHHS Ta Iic/s JiKyBaHHS, Y pa3i IKII0 piBeHb aKTUBHOT'0 MeTaboJIiTy y IJa3Mi KpPoBi
cTta”HoBuTh nmouan 0,02 mr/m.

Heo6xiOHO sukouumu Moxicaugicms 8azimHocmi neped noYamkom AiKye8aHHs aepayHomioom!

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
HocmigXeHHS B3aeMOfiY IPOBOAUIIOCS TiIBKY 3@ YYaCTIO JOPOCIIUX Talli€HTIB.

[TocunenHs nobiYHUX peakiliii MOXKIINBE Y pa3i HellogaBHKOro ab6o 0OgHOYACHOTO 3 1edIyHOMIigoM
IIPUHOMY IT'elaTOTOKCUYHUX ab0 reMaTOTOKCUYHUX IIpelapaTiB abo y pa3i Tepamil nedayHominom 6e3
OYiKyBaHHS BUBEIeHHS LIUX IIpelaparTiB 3 opraHizMy.TakuM 4MHOM, Ha II0YaTKOBOMY eTalll
3acTocyBaHHA jnedyHOMiny (Iicsa mepexony 3 Teparil renaTOTOKCHYHUME a00 reMaTOTOKCUYHUMU
penapaTaMy) PeKOMEHIYETLCS PETEIbHUM MOHITOPUHT PiBHS MEYiHKOBUX (PEPMEHTIB i
reMaToJIOTiYHUX TIOKa3HUKIB.

MeToTpekcar

[Tpu omHOYacHOMY 3acTocyBaHHi nednyrominy (y mo3i Big 10 mo 20 mMr Ha moby) 3



MeToTpekcaToM (y go3i Big 10 go 25 Mr Ha TUXK[eHb) CIIOCTepiraaocs MifABUIEHHS PiBHIB
IIe4YiHKOBUX (DEPMEHTIB y 2-3 pa3u.

Y natieHTiB 3 peBMaTOIIHUM apTPUTOM He 0yJI0 BUSIBIIEHO (hapMaKOKiHETUYHOI B3aEMOil
Mix nednyHomimoM (y mo3i Bim 10 mo 20 mMr Ha goOy) i MeToTpekcaToM (y mo3i Big 10 mo 25
MT Ha TUXKJEHb).

Baxkiunaria

KniniyHux maHux npo eeKTUBHICTH i 6e3MeKy BaKLMHAllil y TIepiof 3aCTOCYBaHHS
nmedIyHOMIOY HEMae€, OOMHAK BaKIMHAIISA XKUBMMY BaKI[MHAMH He PeKOMeHoBaHa. [licns
IPUNIUHEHHS JTiKyBaHHS 1edIyHOMiIoOM HeoOXiIHO HOTPUMYBATHCS BiOIOBIIHUX TEPMIiHIB
IIIOJI0 MOTr0 BUBEOEHHS i MOXKJIMBOCTI 3aCTOCOBYBAaTH KUBY BaKLIUHY.

BapdapuH Ta iHINI KYMapUHOBI aHTUKOATVIISHTH

[ToBimoMIsinocs mpo MigBUIIEHHS TPOTPOMOIHOBOT'O Yacy IIPpK CYMiCHOMY 3aCTOCYBaHHi nednyHoMiny
3 Bap(apuroM. Buseneno papmMakoguHaMigHy B3a€EMOfi0 Bapdpapuny 3 A771726. [Ipu 3acTocyBaHHI
BapdapuHy abo iHIIOr0 KyMapuHOBOTO aHTUKOATY/ISTHTY XBOPUMH, 10 OTPUMYIOTh IedIyHOMIT,
HeoOXigHO TPOBOIUTH MOHITOPUHT MHB (MixXHapogHe HOPMali3oBaHe BiqHOIIEHHS).

HIT33/kopTuKOCTEPOIIN

[MamienTy, sIKi BXKe OTPUMYIOTh HECTEPOIHI mpoTH3ananbHi 3acobu (HII33) Ta/abo KOPTUKOCTEPOIaH,
MOKYTb IIPOIOBXKYBATH iX 3aCTOCYBaHHS OJHOYACHO 3 JIeQIIYHOMIIOM.

XonecTApaMiH, aKTUBOBaHE BYTINIA

[TauieHnTaMm, SIKi IpUMarTh 1e(IyHOMI, He PEKOMEHAYEThCS TiKyBaHHS X0IeCTUPaMiHOM
a00 MOPOMIKOMOAIOHUM aKTUBOBAHUM BYTiJJIIM, OCKiIbKY 1€ TPU3BOAUTH [0 IIBUAKOTO i
3HAYHOT'0 3MeHIIeHHs KOHIeHTpalli A771726 (akTuBHOTO MeTabomiTy nedayHoMiny) B
n71a3Mi KpoBi. BBaxKa€eThCs, 110 MeXaHi3M LIbOTO SBUIA 00YMOBIEHUM TPU3YIUHEHHSIM
E€HTEepOTeNnaTHYHOr0 MeTabOJIiYHOT0 IUKITY i/ab0 IITyHKOBO-KUIIKOBUM mianmizom A771726.

IuribiTopu Ta imgykropu CYP 450

IocnigxkeHHS in vitro Ha MiKpocoMax MeYiHKY JTIOAUHY CBigYaTh Ipo Te, mo uutoxpoM P450 (CYP)
1A2, 2C19 i 3A4 6epe yuyacTb B MeTabomni3mi nednyrominy. JocmigkeHHS B3aeMofil nednyHoMimy i
IUMeTHIUHY (HecmenudiyHoro cinabkoro inribitropy mutoxpomy P450) mpogeMOHCTPYBao
BIICYTHICTbh iCTOTHOT'O BILIMBY Ha piBHI A771726.

[Ticns cminbHOTO BBEOEHHS OMHOPA30BOi N03u JTedIyHOMIny cy0’eKTaM, Ki OTPUMYIOTh OaraTopa3oBi
no3u pudamninuny (HecnerudpivyHoro ingykTopy nuToxpomy P450), crioctepiranocs 36imbIeHHS
npubnu3Ho Ha 40% mikoBux piBHiB A771726, Tomi sik moka3HuK AUC (mroIma i KpuBOio
KOHIIEHTpAllig-4yac) iCTOTHO He 3MiHUBCS. MexaHi3M I[bOT0 e(peKTy HEeBiJOMUM.

Bnaus nepayHomidy Ha iHWi npenapamu

IlepopanbHi KOHTPALENITUBY

Y 3m0poBUX KiHOK-TOOPOBOJIBINB, SIKi MpUMany nedIyHOMIL OQHOYACHO i3 Tpuda3HuMu
IlepopaibHUMU KOHTpaLeNnTuBaMy, 1110 MicTuiu 30 MKT eTUHINIeCTpagiony, He BUSBIIEHO 3HUXKEHHS



KOHTpaIeNTABHOT0 e(eKTy OCTaHHiX i papMakoKiHeTrKa A771726 3HaXOOUIKCS B MexkKax
IIPOTHO30BaHUX Oiana3o0HiB. PapMaKOKiHETUYHI B3a€MOZIl 3 TepopaJbHUMHI KOHTpalenTHBaMu
crioctepiranu y A771726.

OTpuMaHi pe3ynbTaTé OOCiAXKeHb MON0 hapMaKOKIHETUYHUX Ta (papMaKOmIUHAMIYHUX B3aEMOMIN 3
A771726 (ocuoBHUIT MeTabomiT MedmyHominy) noBuHHI OyTH BpaxoBaHi s medIyHOMINY, OCKiTbKU
nofiOHi B3aeMopii He MOXKYTb OyTH BUKJIIOYEH] [JI MaIli€HTiB, 110 OTPUMYIOTh JIepIyHOMIT B
PEKOMEH0BaHUX [03aX.

BrnnuB Ha penarninin (cy6ctpar CYP2C8)

Ha mipcraBi maHux in vivo mono 3pocTaHHS cepefHix 3HadeHb C,,, i AUC penarmninigy (8 1,712,4
pasu BiANoBigHO) Ha (POHI TOBTOPHOTO BBefeHHA A771726 npunyckaoTs, 1o A771726 € inribiTopom
CYP2C8. HeoOximHUM € MOHITOPUHT 3a IallieHTaMH, sIKi Ha ¢QoHi Teparmii 1ehpayHoMigoM 0TpUMYIOTh
nmikapchKi 3acobu, 1m0 MeTaboi3yoThest 3a moromoroi CYP2C8 (penarsiuif, makmiTakcer,
mioTTiTa30H ab0 PO3UTIITA30H), OCKIIBKY MOXKe CIIOCTepiraTucs ix Oifbll BHCOKa KOHIIEHTPAITis.

BrnnuB Ha Kodein (cy6cTpar CYP1A2)

Ha mipcraBi manux in vivo mono 3MeHIIeHHs cepenHix 3HadeHb C,,, i AUC kodeiny (Ha 18% i 55%
BifTIOBigHO) Ha (OHI MOBTOPHOTO BBeNeHHS A771726 npumyckaioTs, mo A771726 Moxe 6yTu
cnabkum iHmykTopoM CYP1A2. Crig 3 00epekHICTI0O 3aCTOCOBYBATH JTiKapChKi 3acobu, sKi
MeTabomi3yoThcs 3a gonomoroo CYP1A2 (Hampukiag, JyJTOKCETUH, aJloCETPOH, Teodisin i
TH3aHiOuH), Ha GOHi Teparlil 1ehTyHOMIIOM, OCKiIbKM MOXKe CIIOCTepiraTucs 3HUXKEHHS 1X
e(eKTHUBHOCTI.

BB Ha cyOCTpaTH TPaHCIOPTepa OpraHiyHux aHioHiB 3 (OAT3)

[Ticnsa noBTopHUX 003 A771726 cnocTtepiranocs 30inbIleHHST cepenHix 3HadeHsb C,,, i AUC
medakmopy (B 1,43 i 1,54 pa3wu BiAmoBimHO), 1110 MigTBEpAXKYE, 1110 A771726 € iHribiTOpoM
OAT3 in vivo. Tomy ipu 0gHOYaCHOMY 3acTocyBaHHi cyOcTpaTiB OAT3, Takux sK 11edakiop,
OeH3UNIEHIINITiH, TUITPOQIOKCalluH, iHmoOMeTalllH, KeTompodeH, pypoceMis, IMMETUIVH,
MEeTOTPeKCaT, 3UI0BYOUH, PEKOMEHAYETHCS HOTPUMYBATUCS 00€PEKHOCTI.

Brnnus Ha cyOcTtpaty BCRP (Breast Cancer Resistance Protein) i/abo cy6cTpaTu
nomnenTtumiB Bl i B3, 1110 neperocsaTs opradivyHi anionu (OATP1B1/B3)

[Ticnst moBTOPHUX M03 A771726 cniocTepiranocs 36inbineHHsT cepeqHix 3Hauens C, ., i AUC
po3yBacTaTuHy (B 2,65 12,51 pa3u BigmoBigHo). [1py 1bOMY He Bii3HAYAIOCS IIOMITHOTO
BIIJIUBY 30i/IbII€HOI IIJTa3MOBOI €KCII03UIIiil po3yBacTaTUHY Ha aKTuBHICTb MI-Ko0A-
penykTasu. [Ipu ogHOYACHOMY 3aCTOCYBaHHI i3 nedIyHOMiIOM [03a pO3yBacTaTUHY HE
IOBMHHA mepeBuinyBaTu 10 Mr oguH pa3 Ha moOy. [Ilomo iHmux cy6crpaTtie BCRP
(HampuKiam, MeTOTPEKCaTy, TOIOTeKaHy, Cynbdacana3uny, JayHopyOiluHy, JOKCOPYyOiluHY)
i cimetricTtBa cy6cTpatiB OATP, ocobnuBo inridiTopiB 'MI-KoA-penykTa3u (Hampukiag,
CUMBaCTaTHHY, aTOPBaCTaTUHY, IpaBaCTaTUHY, METOTPEKCaTy, HaTeTIiHioy, penariiHiay,
pudaMIinuHy), Cif TaK0XK OOTPUMYBaTUCS 00ePEeKHOCTI IIPH iX CIIiTbHOMY 3aCTOCYBaHHI i3
nednyHoMigom. I1alieHTy TOBMHHI TepebyBaTH IIif peTeIbHUM HaTJISA0M [JI BUSBIIEHHS
CUMIITOMIB, 1110 BKa3ylOTh Ha 30ibIIIeHHS €KCIIO3UIIi] KX JTIKapChbKUX 3aco0iB, i y Takux
TIAIli€HTIB CIIif PO3T/ISHYTHA NUTAHHSA PO 3MEHIIeHHS A03U LUX JIiKapChKUX 3ac00iB.



BB Ha npoTU3aIIigHi 3acobu (gki Mictsats 0,03 Mr eTuHinectpamiony Ta 0,15 mMr
JIEBOHOPTeCTPENy)

[Ticnst moBTOPHUX 03 A771726 ciocTepiranocs 30inblieHHsT cepenHix 3Havyens C . i AUC, ,,
eTuHinecrpagiony (B 1,58 i 1,54 pasa Bignosigno) i C,,,, i AUC,_,, neBoHOprecTpeny (8 1,33 i
1,41 pa3sa BigmosigHOo). Xoya HeOakaHOTO BIIUBY Lliei B3aEMOil Ha e(eKTHUBHICTD
TIepopaIbHUX MPOTU3AITiTHIX 3aC00iB HE OUIKYEThCS, PEKOMEHIYETHCSA BPaXOBYBATHU THUII
3aCTOCOBYBAHOTO ITePOPaIbHOTO IIPOTU3ATIiIHOTO 3ac00y.

BriuB Ha BapdapuH (cyocTtpat CYP2C9)

[ToBTOpPHI 03U A771726 He BIIMBalOTh Ha ()apMaKOKiHETHKY S-BapdapuHy, 110 BKa3ye Ha
Te, 10 A771726 He € inribiTopoM ab6o iHgyKTOpoM i3odepmenTy CYP2C9. OgHak mpu
OJHO4YacHOMY 3acTocyBaHHi A771726 3 BappapuHOM crocTepiranoch 25%-e 3HUKEHHSI
MaKCHMaJlbHUX 3HaueHb MHB B mopiBHSHHI 3 TAKMMHU IIPY IPUKAOMi OQHOTO BapdapHuHY.
ToMy IIpu 0OHOYACHOMY 3aCTOCYBaHHi 3 Bap(papuHOM CIIifl peTeabHO KOHTpomoBaT MHB.

Oco6.1ueocmi 3acmocyeaHHsi.

He pekoMeHOyeThCSI OMHOYACHE 3aCTOCYBaHHS IenaTOTOKCUYHUX ab0 reMaToOTOKCHUYHUX XMAP3
(HampuKJIaf, METOTPEKCATY).

AkTuBHUM MeTabomiT mednyHominy A771726 Mae HOBrull nepion HaniBBUBENEHHS, IKUM, SIK IIPABUIIO,
cknapae Big 1 mo 4 TuxHiB. MOXyTh BUHHKATU CepHO3Hi HeOaxkaHi epekTu (Hanpukiam,
renaToTOKCHUYHICTh, TeMaTOTOKCUYHICTh ab0 anepriydi peakiril; OuB. HUXKYe) HABITh TOMi KOIH
NiKyBaHHS JTedayHOMinoM OyI0 MPpUNUHEHO. TaKuM YUHOM, IIPU BUHUKHEHH] TAaKUX TOKCUYHUX
edexTiB abo 3 6yab-9KOI iHIIIOI TPUYMHM CIIif] IIBUAKO BUBECTH 3 opraHi3mMy A771726 i mpoBecTH
Ipollefypy BuBemeHHs. LIs mpoliegypa Moxe IIOBTOPIOBATHUCS 3aJIeKHO Bif KITiHIiUHUX 1TOTPeO.

[Tpouemypu BUBEOEHHS Ta iHIN peKoMeHoBaHi Ail y pa3i 6axkaHoi abo He3alIaHOBAHOI BariTHOCTI
HaBe[eHO Yy POo3[ini «3acToCcyBaHHS y Mepiof] BariTHOCTI abo TOfyBaHHS TPYIHIO.

Peakiiii 3 60Ky me4iHKu

[ToBigoMIIANIOCS IIPO PiAKICHI BUMTAAKU TAXKKOIO ypaxKeHHs IIe4iHKY, y T.4. 3 JIeTaJIbHUM HaCJIiIKOM,
Iig 9ac niKyBaHHS Je(payHOMigoM. BinbIIicTs 1[uX BUIIA[KiB BUHKMKAaIa IPOTITOM IIEPIIXX 6 MiCAIiB
JIiKyBaHHA. [Ipy bOMY 4aCTO BUSBIANIU OQHOYACHE JIIKyBaHHS iHIIMMU IrenaTOTOKCUYHUMU
nmikapcbKUMU 3aco0aMu. HeoOXimHUM € CyBOpe OTpUMaHHS PeKOMeHMAlil 00 iX CyMiCHOTO
3aCTOCYBaHHS.

Pieui AJIT (T'TITC) cnip nepeBipATH Iepeq I0YaTKOM 3aCTOCYBaHHS Je(QIYHOMITY i3 TAaKOI0 CaMO0
PETYJSPHICTIO, 4K i IPOBeeHHS PO3TOPHYTOr0 aHasi3y KpoBi (1 pa3 Ha 2 TUXKHi), IPOTATOM MIEePIINX
6 MicAIiB JIIKyBaHHS i Yepe3 KOXKHI 8 TUXKHIB MiC/Is UOT0 3aKiHYEeHHS.

[Tpu migBumenHi piBuiB AJIT (I'TITC) B 2-3 pa3u BUllle BEPXHbOI MeXKi HOPMHU CJIifl pO3TIsgaaTh
MOZKJIMBICTb 3MeHIIeHHs 703U jJedmyHominy 3 20 mr go 10 mr. Pisai AJIT (I'TITC) HeobXigHO
BHM3Ha4daTH WOTHUXKHEBO. Akio piBers AJIT (I'TITC) TpuBanuii 4ac MEPEBUIIYE BABIYi BEPXHIO MEXY
HOpMHU a00 SKIIO BUSIBIIEHO TPUKPATHE IMiABUINEHHS [aHOTO IOKa3HUKA, IPUHOM JtedayHOMInYy cif
IPUNUHUTHY i PO3M0OYaTH NPOLeAyPYy BUBeAeHHS. [licnsa NpUnuHeHHS NPUIOMY JIe(IyHOMITy
PEKOMEHIYEThCS NMPOAOBXKYBAaTH MOHITOPUHT PiBHS NMEYiHKOBUX ()EPMEHTIB IOTH, JOKHU AaHi



IIOKAa3HUKH HE IIOBEPHYTHCSA OO HOPMHU.

Y 3B’sI13Ky 3 MOXKJTUBUM BUHUKHEHHSIM JOOATKOBUX IelIaTOTOKCUYHUX e(DeKTiB PEKOMEHIYEThCS
YVHUKAQTH BXKWBAHHS aJIKOTOJIIO IIifl Yac JIiKyBaHHS JIe(QIyHOMIIOM.

Ockinbky akTUBHUYN MeTa0oIiT nednyHoMiny A771726 3Ha4HOI MipoIo 3B’93yeThecs 3 Oinkamu i
BHMBOIUTHCS 3@ PaXyHOK ITEUiHKOBOTO MeTabomi3My i cexperil K0BUi, TepenbadaeThCs MigBUIIEHHS
piBHIB A771726 y nna3Mi KpoBi MAIi€HTIB i3 rinonpoTeinemiero. JlebayHOMin NIPOTUIIOKa3aHUN
nalieHTaM 3 TSIKKO0I0 GopMoIo rimompoTeinemii abo mopymeHHAM QYHKIII TeYiHKY (IUB. PO3Mi
«ITpoTUIOKa3aHHS»).

['eMaTOmOTiYHi peakirii.

Pa3omMm 3 koHTpoeM piBHIB AJIT nepen mo4aTKOM JIiKyBaHHS nedIyHOMIOOM, a TakoX 1 pa3 Ha 2
THUXKHI IPOTATOM NepIInX 6 MicALiB JIiKyBaHHSA 1 1 pa3 Ha 8 TUXKHIB IiC/Ig MOr0 3aKiHYEHHS CIIif
IIPOBOAMTY PO3TOPHYTHYM aHasIi3 KPOBi, BK/II0Ual0YX BU3HAYEHHS JIEMKOIIMTapHOl (OpMyIH Ta
KilTbKOCTi TPOMOOITUTIB.

Y naiieHTiB 3 aHEMi€l0, JIeKONeHie0 i/abo TPOMOOIUTOIIEHIEI0, @ TAKOXK Y MAI[iEHTIB i3 MOPYIIEHHIM
GyHKIIII KICTKOBOTO MO3KY a00 y MaIlieHTiB 3 pU3UKOM NPUTHIYeHHS (YHKIIil KiICTKOBOTO MO3KY iCHYE
IiABUIIEHNYN PU3UK TeMaToJIOTiYHUX po3nafiB. [Ipy BUHUKHEHH] TaKuX e(PeKTiB CHIif po3TiaaaTa
MOXKJIUBICTh BUBEIEHHS IIpenapary (OuB. HUX4Ye) 3 MeTOI0 3MeHINeHH PiBHIB A771726 y nna3mi
KDOBI.

Y pasi BUHUKHEHHS TSXKKUX reMaToJIOTiYHUX e(eKTiB, BKIIIOYal0UX MaHIUTONEHII0, TPUHOM
nednyHOMiny Ta 6ymb-IKUX Mi€JIOCYIIPECUBHUX MpeapaTiB CIifl MPUIUHUTY i PO3MOYNHATH
IpOLIEeOyPY BUBEOEHHS 1edIyHOMIAY.

[ToenHaHHA 3 iHIMIKUMYU criocobaMy TiKyBaHHS

3acTocyBaHHS ehIYHOMIAY 3 TPOTUMANIPiHHUMYU 3aco0aMH, SKi MpU3HAYai0Th IIPU PEBMATUYHUX
3aXBOPIOBAHHSX (HAMPHUKIIaM, 3 XJIOPOXiHOM i TigpOKCHUXIOPOXiHOM), IIperapaTaMy 30J10Ta OIS
BHYTPILTHEOM 5130BOT0 a00 IepopasibHOro mpuiioMy, D-TeHilnIaMiHOM, a3aTiONPUHOM Ta iHIIUMU
iMyHOCyTIpecuBHUMU 3acobamu, BKI04aouu anbda-iuribitopu TNF (3a BUHATKOM METOTPEKCATY;
OUB. pO3ain «B3aemMopisi 3 iHIIMMY TiKapChKUMU 3aco0aMU Ta iHII BUOU B3a€MOZil») IO IBOTO Yacy
He JOCIiIKyBanocs. PU3uK, MOB’g3aHui 3 KOMOIHOBAHOO Tepali€io, 0COONIMBO MPH HOBTOTPUBAIOMY
nmikyBaHHi, HeBimoMui. OCKilIbKM TaKa Tepallis MoxKe IPU3BOAUTH [0 IOMATKOBOI a00 HaBiTh
B3aEMHOITIICUITIOBAJIBHOI TOKCUYHOI [Iii (HampuKiIaz, remato- abo reMaTOTOKCUYHOCTI), TOEOHAHHS 3
inmmmMu XMAP3 (Hanpukiaf, 3 METOTPEKCaTOM) He PEKOMEHAYEThCS.

3acTtocyBaHHA TepudIyHaMiny 3 1e@IyHOMigoM He peKOMEHAYETLCS, OCKIIbKY TepuIyHaMif €
MeTab0J1iTOM OCTaHHBLOTO.

[Nepexin Ha iHII ciocoOu TiKyBaHHS

Ockinbku nednyHOMiA Ha JOBrUY Yac 3aIMIIAETLCA B OpPraHi3Mmi, mepexin Ha iHmmy XMAP3
(HampuKaf, MeToTpeKkcaT) 6e3 IpoBefieHHs IPOLeyPU BUBENEHHS IIpenapary (OuB. HUXK4Ye) MOXKe
MigBUALIATYA UMOBIPHICTh JOOATKOBUX PU3UKIB HABITH MIiCJIA TPUBAJIOTO IIEePioxy MHiCsd Iepexony
(KiHeTMYHa B3a€EMO[is, TOKCUYHUU BIIIMB Ha OPTaHuU).

Tak caMo HeIogaBHO IlepeHeceHe JIiKyBaHHSA TeNaTOTOKCUYHUMHU ab0 reMaTOTOKCUUHUMU
JIiKapChKUMU 3aco0aMy (Halpukian, MeTOTPeKCaTOM) MOXkKe MPU3BOAUTH [0 ITOCUIEHHS MOOIYHUX
peaxiiii. TakuM YMHOM, IOYUHATH JIiKyBaHHS JIeQIyHOMiTOM HEOOXiHO MiC/Isi PETETbHOI OLiHKY



KOPHCTi/pU3UKY, a Ha TI0YAaTKOBOMY eTalli MiC/Is epexony PeKOMEHAYEThCS PeTeIbHUN MOHITOPUHT
CTaHy HallieHTa.

Peakirii 3 60Ky IIKipu

Y pa3si BUHUKHEHHSI BUPa3KOBOI'0 CTOMATHUTY IIPUNOM JIe(IyHOMITY CIIiff IPUIUHUTH.

[ToBigomusnocs Ipo AyXke pifkicHi Bunagku curaapomy CTiBeHca-[:KOHCOHA, TOKCUYHOI0
emigepMmanbHOro HeKponidy Ta DRESS-cuHgpoMy y maui€eHTiB, SKi TiKyBaIucCs
nednayHoMigoM. Y pa3i BUHUKHEHHS peakllii 3 00Ky IKipu i/abo cnu3oBux 000TI0HOK, SKi
MOXKYTb aCOIif0BaTUCS 3 PO3BUTKOM BUIlle3a3HAUEHUX peakKlliit 3 00Ky WIKipu, mpuiioM
nednayHoMiny i Oyob-gIKUX iHIUX JTiKapChKUX 3aco0iB, SKi, IMOBIpHO, MOXYTh OyTH

OB’ I3aHUMU 3 BUHUKHEHHSIM TaKWX Peakllili, CJIifi IPUIUHUTH i HeraHo po3Mmo4aTu
IIPOLIENYPY BUBEOEHHS JlehIyHOMiny. Y TaKuX BUIlaKaX BaXKJIMBE 3HaUEHHS Ma€ II0BHE
BUBEeHHS npemnapary. [IoBTopHE 3acTOCyBaHHS 1e(IyHOMINY TaKUM XBOPUM
IIpOTUIIOKa3aHe (OuB. po3ain «IIpoTUnoKa3aHHI»).

[ToBigOMIISAIIOCS IIPO BUITAAKHU IYCTYILO3HOIO IICOPia3y i 3aroCTPeHHS Icopia3y micis
BUKOPUCTAHHS NTehIyHOMITy. 3a He0OXigHOCTI MOKe OyTH PO3TIISIHYTEe MPUIKMHEHHS JTiIKyBaHHA3
ypaxyBaHHSIM XBOPOOU TallieHTa i aHaMHe3y.

[HbekLiHI 3aXBOPIOBAHHS

Bimomo, 110 mikapchKi 3aco6u 3 iMyHOCYIIPECUBHUME BJIACTUBOCTSIMHU, MTOAIOHUMHU [0 BIAaCTABOCTEH
nedIyHOMITY, MOXKYTh BUKJIMKATH Y MALi€HTiB OiMIbINy CXUNIbHICTD 10 iHPEKUiNHUX 3aXBOPIOBAHB,
BKJIIOYAIOYHY OTOPTYHICTUYHI iH}eKUifiHi 3axBopioBaHHS. [HPEeKLilHI 3aXBOPIOBaHHS MOXKYTb OyTH
OinbII CEPHO3HUMHU i, TAKUM YMHOM, MOXKYTh BUMaraTi PaHHLOTO i iHTEHCUBHOTO JTiKyBaHHS. Y pasi
TSKKUX HEKOHTPOJIbOBAHUX iHDEKI[INHNX 3aXBOPIOBaHb MOXK€e BUHUKHYTU HEOOXiAHICTh MPUIUHEHHS
JiKyBaHHS JTe(IyHOMIIOM i TpoBeeHHS IPOlLiefypy BUBEEHHS MpernapaTy, ka ONUCYEThCSI HUXKYE.

[ToBimoMsANIOCS TIPO PifKiCHI BUMTagKU MPOTrpecyioydol MynbTU(OKaIbHOI JielikollepebpaibHol
puctpodii (IIMJI]]) y mamieHTiB, SKi 0oTpuMyBanu JiehIyHOMI pa3oM 3 iHIIUMU iIMyHOCYIPECHBHUMU
3acobamu.

[Tepen moyaTKOM JTiKyBaHHS JeIyHOMiZOM BCi IallieHTU MOBKUHHI OyTU 00CTEXKEHi 00 BUSIBIEHHS
AKTHBHOT'0 a0 HEAaKTUBHOTO («JIaTEHTHOT0») TYOePKYIb03y BifIOBIOHO M0 3arajbHOMPUNHSITHX
peKoMeHfalii. 3a malieHTaMy, 1110 MaloTh 00TSIXKeHUH aHaMHe3 010 TYOePKYJIb0o3y Ta OTPUMYIOTh
e IyHOMIf, CITig PeTeIbHO CIIOCTepiraTu 4Yepe3 PU3UK peaKTHUBallil iHPeKIIil.

Peakiiii 3 60Ky OuxanbHOI CHCTEMU

[ToBimoMIIsITOCS TIPO BUITQAKK iHTEPCTHUIATbHOI XBOPOOHU JIETEeHIB, a TAKOXK OKpeMi BUIIAJKu
JIeTeHeBol rinepTeH3sii mig yac nmikyBaHHs nedayHoMigoM (ouB. po3min «I[To6iunHi peakii»). Pusuk
BUHUKHEHHS IIUX 3aXBOPIOBAaHb MOxKe OyTH BUIIKMM V MAIli€HTiB, SKi MalOTh laHe 3aXBOPIOBAHHS B
aHaMHe3i. [HTepcTuIlianbHa XBopoba JIereHiB MoXKe MaTH JIeTalbHUM HACTiN0K, SKUU MOXKe
PO3BUHYTHUCS T'OCTPO Iif 9ac Teparii. Taki cMMIITOMU 3 OOKY JIeTE€HiB K KallleJlb i AUCITHOE MOXKYTh
OyTy MPUYKHOIO IJIs IPUIIMHEHHS Tepallii i, 3a/ezKHO Bif CUTYyallii, TpOBeIeHHS MMOOAJbIIOT0
00CTEeXKEeHHS.

[TepudepuyHi HelponaTii

Bunagku nepudepuyHux HelpomaTiii Oynu onKcaHi y Malli€eHTiB, 10 3aCTOCOBYBaIN Jie(hIyHOMIS.



BinpiiicTe BUNaAKiB 3aKiHYYyBaIUCSA OKPAIEeHHSIM CTaHy MAal[l€HTiB MiCg IPUNUHEHHS IPUUOMY
npenapaty. OnHaK Hacnigku nepudepuyHUX HeHpomaTii MOXKyTh OYTH pi3HUMU. 30KpEMa, Y OeSIKUX
MallieHTiB IPOSIBY HEWPONATIN IMOBHICTIO IIPOXOLATh, @ Y AESIKUX - CIIOCTEPIraeThC MEPCUCTYIOYUN
nepebir CUMIITOMIB yCKTafiHeHHs. PU3UK M0osBY NepudepryHuX HEWPOTaTii 3p0oCcTae y MallieHTiB
BikoM moHay 60 poKiB Ipu 0OgHOYACHOMY NIPHMOMi iHIINX HEVPOTOKCHYHUX 3ac00iB Ta ¥ XBOPHUX Ha
IIyKpoBuii miabeT. AKIIO y nanieHTa Ha QoHi mpuiioMy JT1eQIyHOMITy PO3BUHYINUCS 03HAKU
nepudepruyHOl HEMPOMaTil, CIIifl pO3TNISHYTH IUTaHHS LU[00 NIPUINHEHHS Tepallil Ta BUKOHAHHS
IIpollelypy BUBEIEHHS Mpenapaty (IuB. po3min «OcobIuBOCTi 3aCTOCYBAHHS»).

Kormitu

[ToBimoMIsANIOCS IPO BUHUKHEHHS KOJIiTiB, BKJII0UYal0Yy MIiKPOCKOIIiIYHi KOMIiTH, IpU Teparii
nednyromigom. ITosgBa XpoHiYHOI Hiapel HEBIHOMOro I'eHe3y y HallieHTiB Ha (OHI Tepamil
nedIyHOMIZOM BIMara€ IpoBefeHHs BiTIOBITHUX OiaTHOCTUYHUX NPOLENYyDP.

ApTepianbHUN TUCK

ApTepianbHUM TUCK CIIi[ TepeBipATH Nepef M0YaTKOM JIiKyBaHHS 1e(IyHOMIgOM i mepioguyHo micis
M0T0 NIPOBEEHHS.

Penponykiiisi (peKkoMeHOalii I Y0I0BiKiB)

Ha cphorogHi HeMa€ HOKTIHIYHUX Ta KITiHIYHUAX JaHUX, SKi HEMOHCTPYIOTh PU3UK TOKCUYHOI il Ha
eMOPiOH/ITig clilepMU YOJIOBIiKiB, Ki 3aCTOCOBYIOTh nednyHoMin. OgHaK iCHyBaHHS TaKOl MMOBIPHOCTI
He BUK/TI0YeHe. TOMy MallieHTH YO0JIOBiuOl CTaTi MOBMHHI OyTH MonepenxkeHHi Mpo HeoOXigHICT
3aCTOCOBYBaHHS HAAiMHOI KOHTpALEMNIii iy yac nikyBauHs. g MiHiMizalii Oyab-9KOT0 PU3UKY
YoJI0BiKaM, gKi 6axkaioTh cTaTy 6aTbKaMH, CJIifi PO3TJISTHYTH MOXKJIUBICTh IPUNIUHEHHS IPUHOMY
nedIyHOMIinY i IOJAIbIIOT0 BUKOHAHHS IIPOIeyPU BUBEIeHHS IIpemnapaty. Y Oynb-9KOMY BUIIAOKY
ciip gBivi (ogpady micns IpUIMHEHHS IPUNOMY IIpeliapaTy Ta 3 iHTepBaioM IoHaliMeHIe 14 fib)
BU3HAYUTHU KOHIIEHTpalito A771726 y nna3mi KpoBi. k1o o0uaBa pa3u KoHIeHTpalis A771726 y
na3Mi KpoBi MeHa 0,02 Mr/i, a TakoX 4epes3 3 Micslli micias IpUNUHEHHS Tepallil T1e(pIyHOMiToM,
PU3UK TOKCHUYHO! [il Ha IUIi[l BBAXXAETHCA AyKe HU3BKUM.

[Iponenypa BuBeneHHs nedIVHOMI

[TpuiimaTu x0nmectupamit mo 8 r 3 pa3u Ha 7o0y a6o 50 I aKTUBOBAHOT'O BYTi/Is, IOAPiOHEHOTO B
TIOPOINOK, 4 pa3u Ha no0y. TpuBamicTh MPOIEeaypH TOBHOTO BUBEMIeHHS, SIK ITPABUIO, CTAHOBUTH 11
mi6 Ta MoKe 3MiHIOBATHCS 3aJIE3KHO Bifl KITiHiuHNX ab0 1a00paTOPHUX OKA3HHUKIB.

JlakT03a

Ilo cknamy mpemapaTy BXOOUTH 1aKTo3a. AKI0 y Bac BCTaHOBIIEHO HEIIEPEHOCUMICTh IeSIKHUX IIYKPiB,
IIPOKOHCYTIbTYHTECS 3 JiKapeM, Meplll HiXK MpuiMaTH el JTiKapCchbKui 3acib.

Kpoxmanb KYKypyO3aHUK

IIo ckamy mpemnapaTy BXOOUTb KPOXMallb KYKYPYO3SHUM, TOMY Ie¥ JTiKapChKui 3acib He citifg
3aCTOCOBYBaTU XBOPHUM Ha LieJliakiioo (TII0TEHOBY €HTEPOIATIiIo).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.



BazimHicmb

€ migo3pu Ha Te, 110 aKTUBHUU MeTaboJIiT mednyHoMigy A771726 € IpUUNHOIO TIKKUAX
nedeKTiB PO3BUTKY IIJIOHA IIPX 3aCTOCYBaHHI Te(pIyHOMIAY y mepion BariTHOCTI. [IpemapaTt
JledHOo® nmpoTHIIOKA3aHUH Y Iepiof] BariTHOCTI.

2KiHKaM penpogyKTHBHOIO BiKY CIlifi BAKOPHUCTOBYBaTH e(PeKTUBHI 3aco0u KOHTpaIlenIii
IIPOTSTOM 2 POKIB IiC/d 3aKiHYEeHHS JTiKyBaHHS IpenapaTtoM (guB. «Ilepiog ouikyBaHHS»
HuxK4e) abo mo 11 mHiB micns 3akiHueHHs MiKyBaHHA (muB. «IIpolenypa BUBEOEeHHS
neayHOMioy» HUXKYe).

[TalieHTKy CIif mMOIepeauTH, 0 Y pa3i 3aTpUMKU MeHCTpYyalii abo 3a HasBHOCTI iHINX O03HAK, IO
BKa3ylOTh Ha HaCTaHHS BariTHOCTi, BOHA Ma€ HeraHO MOBIJOMUTH IIPO Lie JIiKaps 3 MEeTOI0
OiaTHOCTUKM BariTHOCTI. fKIIO TECT BUSBUTHCS IIO3UTUBHUM, JIiKap Ma€ 00TOBOPUTH i3 MalliEHTKOO
PU3UKM Teparrii 1epayHOMigoM AJIs mIoga. PU3uK Ojis miofa 4yepe3 IpuiMaHHS HallieHTKO0
nme¢IyHOMITy MOXKHa 3MEHIINTH IIISXOM IIPH3HaYEeHHS IIPOLeyPH BUBeOeHHS nediyHoMiny 3
OpraHi3My IIpU 3aTPUMI]I MEHCTPYaLliii.

2Kinkawm, siki mpuiiMaoTh edayHoMin i 6aKaloTh 3aBaTiTHITH, pEKOMEHI0BAHO BUKOHATH
OIHY 3 IPOLIeNYyp BUBEIEHHS JIe(IyHOMIAY 3 METOX MaKCUMaJIbHOT0 3MEHIIIeHHS
MOXKJIMBOTO TOKCUYHOTO BINIMBY A771726 Ha nnip (1inboBui piBers A771726 mae 6ytu
Huxk4uM 3a 0,02 mr/m).

ITepiod oviKyB8aHHA

MoxHa o4iKyBaTH, 110 KOHIeHTpalis A771726 y nna3mi kposi 6yne Butie 0,02 Mr/n mpotsrom
TPUBAJIOro Nepiony. BBaxkaeTscs, 10 MOT0 KOHIIEHTPAllid 3MEHIIYeThCA 00 PiBHA HUXKYe 0,02 Mr/n
yepe3 2 POKH IIiCiig IpUNUHEHHS JIiKyBaHHS jedpayHoMigoM. [Tepmuii pa3 BU3Ha4amTh
KOHIIeHTpalito A771726 y nna3Mi KpoBi Iic/isg 3aKiHYeHHS ABOPIYHOr0 Iepiogy O4YiKyBaHHS.
[ToBTOPHO KOHUEHTpais A771726 y nna3Mi KpoBi BU3HA4Ya€ThCA K MiHIMyM 4depe3 14 gHiB. fAKino
TIOKA3HUKY KOHIIeHTpalii A771726 npu o60x Bu3HaueHHAX HuxK4Ye 0,02 M/, He 04iKyeTbCs
TepaTOreHHOI'0 PU3KUKY.

ITpouedypa susedeHH nepayHOMIOY.
[Ticns npunuHeHHS JTiKyBaHHS J1IeIyHOMITOM:
- X0JlecTUpaMiH 1o 8 r mepopasnbHo 3 pa3u Ha fo0y npoTsaroMm 11 [HiB;

- SIK allbTePHATHBA, IEePOpabHO 1Mo 50 I aKTMBOBAHOT'O BYTi/Is, MOAPIOHEHOTO B MOPOIIOK, 4 pa3u Ha
o0y nmpotsirom 11 gHiB.

HesanexkHo Bifg o6paHoro croco0y eniMiHallil mpenapaTy, 4O MOMEHTY 3allJlifHeHHS CIIif [Bidi, 3
iHTepBasioM LoHaMMeHIe 14 [HIB, mepeBipsATU KOHLEHTpalito A771726 y mna3wmi, micis 4oro
3a4eKaTy i3 3alTifHEHHSAM IPOTATOM 45 JHIB 3 MOMEHTY, KON B aHalli3i Buepiie 3adikcoBaHa
KOHIleHTpalisd A771726 auxkua 0,02 mr/n. 2KiHKaM penpogyKTUBHOTO BiKY CIIif TIOBIHOMHUTH, 110
nepeq HaCTAHHSIM BariTHOCTI He0OXigHO IMepeyeKaTy 2 POKU Iicys BiIMiHM mpenapaty. AKImo mepion
OUiKyBaHHS MPUONIM3HO 2 POKHU 3a YMOB HaAilHOI KOHTPAIEeNlii BU3HAHUN HEIIPUNHITHUM, TO
HeoOXiIHO peKOMeHAyBaTH IIPOBeleHHS IPOlLielypy BUBEOEeHHS JTe(QIyHOMInY.

[ xonmecTupaMiH, i aKTHBOBaHe BYTiJII MOXKYTh BIIJIUBaTH Ha abcopOilito eCTPOTeHiB i MPOTeCcTOTeHiB,
TOMY HafiliHi TepopasbHi MpoTu3aniigHi 3acobu He maioTh 100% rapanTii y nepion mpouenypu



BUBeNeHHS nednyHominy. PeKOMEHIYETHCS BUKOPUCTOBYBATH albTePHATUBHI METONYM KOHTPAIIETIIIl.
Jlakmauis

HocmimKeHHS Ha TBApXHAX CBig4arTh, 110 JieIyHOMIf i #0T0 MeTaboiTH IOTPANIAIOTh Y TPYAHE
MOJIOKO. Y 3B’SI3Ky 3 IUM XKiHKaM, SKi TOfyIOTh TPYAI0, IPOTUIIOKA3aHUM TPUKOM 1edIyHOMInY.

depmuabHicMb

HocmigkeHHs Ha TBapuHaX He IPOIeMOHCTPYBaJIX BIUIUBY J1e(IyHOMINY Ha (PePTUIBHICTD Y
ocib XiHo4ol Ta 4osoBidoi cTaTi. OgHAK HETAaTUBHUY BIIJIUB JIeQIYHOMINY Ha PENPONYKTUBHI
OpraHu 40JI0BiKiB MOXKJTUBHUH.

30amuicmb eniueamu Ha weudKicmb peakuyii npu kepysaHHi asmompaHcnopmom abo iHwumu
MexdaHismamu.

Y pa3si BUHUKHEHHS TaKoro 1mobiuHoro epekTy siK 3allaMOPOYEHHS MOXKe TTOPYUIUTUCS
3MaTHICTH MallieHTa KOHIIEHTPYBATH YBary Ta BUSBISATA HEOOXiMHY peakilito. Y momiOHux
BUIIa[IKax MAaI[iEHTY CIIiJ YyTPXMaTUCh Bifl KepyBaHHS aBTOMOOineM i po6oTH 3i CKIagHUMU
MeXaHi3MaMHu.

Cnocid 3acmocyeaHHss ma do3u.

JlikyBaHHS 71e(IyHOMIOOM Ma€ MPU3HaYaTH i KOHTPOIIOBATH JIiKap 3 JOCBiIOM JTiKyBaHHS
PEBMATOITHOTO i ICOPiaTUYHOTO aPTPHUTY.

OpHOYacCHO i 3 OIHAKOBOIO MEPIOANYHICTIO IPOTATOM JIiKyBaHHA 1e(IyHOMIZOM CIif BU3HaYaTH
KOHIIeHTpallilo anaHiHaMiHoTpaHcdepas3u (AJIT) abo rimoramomnipyBaTrTpancdhepasu (I'TITC) B
CHPOBATI]i KPOBi, TPOBOOUTU PO3TOPHYTHUM aHasli3 KpOBi, BKIOYal4Yu qudepeHIiaJbHUN aHali3
JIEMKOLMUTIB i KiNMbKiCTh TPOMOOIIUTIB:

- 10 I0YAaTKy 3aCTOCYBaHHS Jle(IyHOMINY;

- 1 pa3 Ha 2 TUXHi IPOTATOM 6 MiCAILB JiKyBaHHS;

- 1 pa3 Ha 8 TUXKHIB IicJIs TPOBENEHHS JiKyBaHHS (OUB. Po3ain «OcoOMMBOCTi 3aCTOCYBAaHHS»).

TabmeTKu cytifg KOBTATH HEe PO3KOBYIOYM Ta 3aluBaTH Bogow. CTymiHbk abcopOiil
nedyHOMioYy He 3a1eKUTh Bifi IPUMOMYy 1Xi.

PesmamoioHuti apmpum:
- HacuyyBa/ibHa fo03a cTaHoBUTH 100 Mr 1 pa3 Ha [IeHb IPOTArOM NEPLIUX TPhOX [HIB;
- migTpUMYylo4da fo3a cTaHOBUTE Bif 10* mo 20 mr 1 pa3 Ha mo0y.

* 3a HeobOxigHOCTi 3acTocyBaHHs mo3u 10 Mr ciig mpuiiMaTi TablIeTKyU 3 BiAIOBiTHUM BMiCTOM Mif040i
PEYOBHHU.



ITcopiamuyvHut apmpum:
- HacruyBa/IbHa [03a ctaHoBuTh 100 Mr 1 pa3 Ha geHb IPOTATOM MEPIINX TPHOX [OHIB;
- migTpuMyloda fo3a craHoBuTh 20 Mr 1 pa3s Ha o6y .

TepaneBTuuyHUY eeKT IOUNHAE BUIBIATUCS Yepe3 4-6 TUXKHIB Biff TOYaTKY JIIKyBaHHS i
MOKe ITOCUIIOBATUCh NIPOTATOM 4-6 MICALIB Biff I0YaTKY JIiKyBaHHSA

[NarmienTy BikoM moHaA 65 POKiB: KOPEKIIis Ho3K He MOoTpidHa.

[TarieHTy 3 MOMIPHOI HUPKOBOI HEOOCTATHICTIO: KOPEKIIis 403U He MOTPibHa.

Himu.

[TpemapaT He 3aCTOCOBYIOTH AiTsIM (e(peKTUBHICTD i 6e3meKa 3aCTOCYBaHHS IIPH I0BEHITEHOMY
PEeBMaTOIIHOMY apTPUTi He BCTaHOBJIEHI).

Ilepedo3yeaHHsi.
Cumnmomu

[ToBigomsAIOCs PO XPOHiIUHE Iepeqo3yBaHHs y NAIli€HTIB, SKi IpuiiMany 1edIyHOMIf B
no60BUX J03aX, AKi OO IT'SITH pa3iB epeBUIlyBall PEKOMeHI0BaHy f000BY 103y, a TaKOXK
TIOBIAOMIISITIOCS IIPO TOCTPE IIepefo3yBaHHs Y JOPOCIHUX i [iTeld. Y GibIIOCTI MOBIAOMIIEHUX
BUIIAAKiB IIepefo3yBaHHs M0OIYHUX peaklIliii He crocTepiranocs. ITobiuni peakirii, sKi
BigmoBimanmu mpodinto 6e3neku medayHoMiny: 6inb y KUBOTI, HYIOTa, Aiapes, MigBUIIeHHS
PiBHIB Me4iHKOBUX ()epPMEHTIB, aHEMis, TEUKOIEeHisd, cBepOixK i BUCHUII.

JIixyeaHHA nepedo3yB8aHHA

Y pasi nepeno3yBaHHsa a00 TOKCUYHOI Ail 7151 TPUCKOPEHHS BUBEIEHHS PEKOMEHAYETHCS
IIPUIOM XOJIeCTUpaMiHy ab0 aKTUBOBAHOTO BYTis. X0JleCTHpaMiH, SKUU ITepopaIbHO
3aCTOCOBYBaiM ¥ m03i 8 r 3 pa3u Ha mo0y mpoTaroMm 24 roguH TPHOM 30OPOBUM
noOpoBOIBLISIM, 3MeHIITyBaB piBHI A771726 y nna3mi kposi mpubnusno Ha 40% depes 24
rogunu i Ha 49-65% 4depes 48 roguH.

Bymno moka3saHo, 110 3aCTOCYBaHHSI aKTHBOBAHOTO BYTi/IA (TOPOLIKY y BUTJIAMAL CYCIIEH3il)
mepopasnbHo a0o yepel3 HasoracTpanbHuil 30HM (50 T yepes3 KOxkHi 6 roguH mpotsirom 24

TOJYH) 3MEHIIIY€e KOHIIEHTPALlil0 akTUBHOT0 MeTabonity A771726 y nna3wmi KpoBi Ha 37%
yepe3 24 roguny i Ha 48% depe3s 48 rogus.

[Tponenypy BuBeOeHHS nehIyHOMIOy MOXKHA MOBTOPIOBATH 3a HAsIBHOCTI KITiIHIYHUAX
IIOKa3aHb.

HocmimKeHHS 3 MPOBEOEHHSIM reMofiai3y Ta XpOHiYHOro aMOyIaTOPHOT0 TePUTOHEATbHOTO Aiamiy
(CAPD) BKa3y10Th Ha Te, 1[0 aKTUBHUYN MeTaboJiT nedmyrHominy A771726 He miamisyeThes.



ITo6iuni peakuii.

Ingexuii ma iHeasii: pisHoro poay iHdexii (B ToMy YuCITi PUHIT, OPOHXIT, THEBMOHIs);
OTIOPTYHICTUYHI iHGEKII]; TAKKI iH(EKII], BK/II0UYal049yu CENCUC (y TOMY YUCIIi 3 IeTaJIbHUM
HaCJIIIKOM).

Ilo6posiKicHi, 3105KiCHI ma HecneuugiuHi HoBoyme8opeHHs (Kicmu ma nosinu): MiABUILLIEHUN PU3UK
PO3BUTKY 3/I05IKiCHUX HOBOYTBOPEHb, 30KpeMa JIiMPonpotipepaTUBHUX 3aXBOPIOBAHbE,
30iNBIIyETHCS IPU 3aCTOCYBaHHI 3 iIMyHOCYIPECUBHUMMU JTiKapChKUMU 3acobaMu.

3 boky cucmemu Kposi: TeWKOIeHis1, aHeMisi, TPOMOOIIUTOIIEeHisT, TaHI[UTONEHisT, €03MHOGIis,
arpaHyJIOLXTO3.

[TonepenHe, cynyTHE abo MoAanblile 3aCTOCyBaHHS IOTEHIIMHO Mi€TOTOKCHYHUX IIperapariB
MoxKe OyTH IOB’si3aHe 3 OiNbIIMM CTYIIeHEM PU3UKY reMaToJIOTiuHuX e(heKTiB.

3 6oky imyHHOT cucmemu: anepriyHi peakilii IETKOTO CTyIleHs; aHadinakTuyHi/aHadimakTOIgHi
peaxIlil TAKKOT0 CTyIIeHs, BAaCKYJIiTH (BKIOYal04y IIKiPDHUY HEKPOTU3YIOUUM BaCKYJIIT).

3 6oky 06MiHY peuosuH: 3pOCTAHHS PiBHS KpeaTuHiH(oChOKiHA3M, TimOKamieMis, Timeprimigemis,
rinodocdaTemisi, 3pocTaHHS PiBHA JTaKTaTHeTigporeHa3y, 3HUKEHHS BMICTy C€Y0BOL KUCIIOTH
(rimoypikemis).

ITcuxiyHi nopyweHHA: TPUBOXKHUU CTaH.

3 60Ky Hepsosoi cucmemu: TTapecTesii, ToJI0BHUY 0inb, 3alIlaMOPOYEHHS, TepUQpepUdHi
Helpomaril.

3 60Ky cepueso-cy0uHHOI cucmemu: MiABULIEHHS apTePialIbHOTO TUCKY.

3 60Ky OuxaavHoi cucmemu: iIHTEPCTUIlAIbHA XBOpoOa jereHs (BK/II0YAOUM iHTePCTUIliaTbHUN
ITHEBMOHIT), Y TOMY YMCJIi BUIIaAKH 3 JIeTaJIbHUM HaCJIigKOM, JIeTeHeBa TillepTeH3id.

3 60Ky mpasHo20 mpakmy: Oiapes, HymoTa, O10BaHHs, Oi/lb V XKMBOTi, YpaxKeHHS CIIU30BO1
000JIOHKY POTOBOI MMOPOXKHUHY (AQTO3HUYN CTOMATHUT, BUPA3KH), IOPYIIEHHS CMaKYy,
ITaHKPeaTHT, KOMITH (BKIII04Yal0YX MiKPOCKOMIIYHMUY KOJIT, TiM(pOIUTapHUM KOJIT Ta
KOJIareHO3HUHU KOJIIT).

3 60Ky eenamobisiapHoi cucmemu: 3pOCTAaHHS PiBHS MEYIHKOBUAX (PEPMEHTIB
(ananinamiHoTpaHcdepas3u (AJIT), raMmarayTaTioHTpaHcdepasy i myxHoi pocharasu),
rinep0Oinipy6iHeMisi, remaTUT, JKOBTSHHULIS, X0JIECTa3, TSIXKKi ypaXKeHHs MediHKy (meyiHKoBa
HEeJOCTaTHICTh ab0 roCTpUil HEKPO3 MEeYiHKH, Y TOMY YHCJIi 3 JIeTaJlbHUM HaCJIiIKOM).

3 6oky wkipu ma nidwKipHoi KAiMmKoBUHU: TiIBUINIEHE BUTIQiHHS BOJIOCCS, €K3eMa, IIKipHi
BUCUIIAHHA (Y TOMY YHUCJIi MaKyJIO-IamnyaIb03HUM BUCHUII), CBepOixK, CyXiCTh IIKipH, KPOIIMB THKA,
noniMopdHa eputeMa, cuHApoM CTiBeHca-[[2KOHCOHa, TOKCUYHUU eliflepMaNbHUN HEKPOJIi3,
IIKipHUI YepPBOHUY BOBYAK, IICOpia3 MyCTy/Ib03HUM ab0 3aroCTPeHH I1copia3y, CUHAPOM
Timep4yyTnuBOCTi 3 eo3uHOPinmieto i cucteManMu cumnromamu (DRESS-cuagpom).



3 60Ky Kicmkoso-M’5130801 cucmemu: TEHOOCUHOBIITH, PO3PUB CYXOKHUJITb.
3 6oky ceuosudinbHoi cucmemu: HUPKOBa HEOOCTATHICTE.

3 60Ky penpodykmueHoi cucmemu: 3HUKEHHS KOHIIEHTPallil cCriepMaTo30i1iB (000POTHE), 3HUKEHHS
3arajbHOl KiJIbKOCTi Ta PYXJIMBOCTI CIIepMaTO301xiB.

3azanvbHi nopyweHHA: aHOPEKCis, BTpaTa MacH Tila (K IpaBujio, He3Ha4yHa), aCTeHid.

Tepmin npudamHocmi. 3 poxu.

YMmoBH 30epirannsi.
36epiraTu nmpu TemmepaTypi He Buire 25 °C B OpUTiHANBHIN YIIAKOBII.

30epiraTv y HeIOCTYITHOMY [JISI OiTeM MicCIii.

YnakoBka.

I[To 10 TabneToxk y 6micTepi, mo 3 6icTepy y KapTOHHIN YIIAKOBIIi.

Kareropis Bigmycky.

3a pelLemnToM.

BuUpoOOHHK.
Kycym Xentxkep IIBT JITH/

Kusum Healthcare Pvt Ltd.

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Miclisi IPOBaXKeHHs HOTr0 Tis/IbHOCTI.
CII-289 (A), PIIKO InpmacTtpian apea, YomaHki, bxiapi, Hict. AnBap (PagxacTtan), Inmis/

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



