ITHCTPYKIIA
IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y
METOTPEKCAT «EBEBE»

(METHOTREXAT «EBEWED»)

Cknad:
ditoua pevosuHa: methotrexate;
1 M1 po3uuny mictuTh 10 M MeTOTpeKcary;

donomidxcHi peyoguHU: HATPIilO XJIOPUA, HATPIO riIPOKCUL, BoHa AJ1s iH €Ki,

JIikapceka dopma. Po3unH s iH €KITIN.

OcHogHi (i3uko-ximiuHi 81acmugocmi: IPO30PUN KOBTUY PO3UUH.

®dapMakoTepaneBTUYHA Ipyla.
AHTUHeoONIacTUYHi 3aco0u. AuTrMeTabomiTH. CTPYKTYpHI aHanoru (osieBoi KUCIIOTH.

Kom ATX LO1B A01.

®apmako.102iuHi 8 1acmueocmi.
dapmakoOuHamika.

[TpoTupeBMaTUYHUY IIpemnapar Ajis JIiKyBaHHS XPOHIUHUX, 3allaJlbHUX PEBMATUYHUX XBOPOO i
I0JTiapTPUTHUX (HOPM I0BEHITBHOTO iAi0MaTUYHOTO apTPUTY.

MeToTpekcaT € aHTaroHicToM (oieBOl KUCTIOTH, IK aHTUMEeTab0IiT HaleXKUThb A0 K1acy
IIUTOTOKCUYHUX Pe4YOBUH. BiH fi€ MIgX0M KOHKYPEHTHOTO IPUTHIYEHHS (epMEHTY
ourigpodonmaTpenyKTa3u, TUM caMuM npurHivyiouu cunte3 [JHK. [JoTenep HeMa€e YiTKUX JaHUX
IIO0 TOTO, UM IOB’sI3aHa e(peKTUBHICTh METOTPEKCATY Y JIiKyBaHHI IIcopia3y, ICOPiaTUYHOTO
aApTPHUTY Ta XPOHIYHOTO MOJiapPTPUTY 3 IPOTHU3aNabHUM ab0 iMyHOIETpeCUBHUM e(peKTOM, a TAKOXK
SIK TI03aKJIiTHHHI KOHIIEHTpallil afieHO3UHY CIIPUSIOTEh UM epeKTaM.

dapmaxkoKiHemuxka.

[Tpubnusno 50 % MeTOTpeKcaTy 3B’SI3YETHCS B CUPOBATII KPOBi 3 GinmkaMu mira3mu. [Ticns po3nominy
METOTpeKCcaT HaKOIIUYY€EThCA IIepeBaXxHO y IeYiHlli, HUPKaXxX Ta CeJIe3iHIll Y BUTJIAAl [OJIirIyTaMarTiB,
SIKi MOXKYTb 30epiraTucs mpoTsAroM TUXKHIB Ta Mics1iB. [Ipu 3acTocyBaHHiI B HU3bKUX 003aX Y



1epe0OpocHiHaabHy PiguHy NPOHUKAE MiHiManbHa KinbKiCTh MeTOTpeKcaty. KiHnesuii nepiog
HalliBBUBEJEHHS B CePeIHbOMY CTAHOBUTH 6-7 TOOMH 1 3a71€KHO Bifi [O3U Ta CTaHY ITallicHTa MOXe
3HAYHO KonuBaTucs (3-17 rogus). Y mallieHTiB i3 TPETHOI0 KaMepOoIo PO3MOAiNy (IaeBpaJbHUM
BUIIOTOM, aCIIUTOM) Ilepiof HalliBBUBENEHHS METOTPeKCcaTy Moxke OyTH 0 4 pa3iB OinbIuM.

[Tpubnu3uo 10 % npuiHATOI 403U METOTPeKcaTy MeTaboi3yeTbes y nevini. OCHOBHUY MeTaboJIiT -
7-TimpOKCUMETOTPEKCAT.

BuBeneHHSs BinOyBa€THCS FOJIOBHUM YMHOM Y HE3MiHEHOMY CTaHi, B OCHOBHOMY HUPKaMU IIJITXOM
KJ1Iy004YKOBOI (inbTpallil Ta aKTUBHOI KaHaIbIIEBOI CEKPELlil ¥ TPOKCUMAaJIbHUX KaHaJIbIsX.

[Tpubnusno 5-20 % MeToTpekcarty i 1-5 % 7-rimpoKCUMeTOTPEeKCaTy BUBOASATHCS 3 JKOBUIO.
CnocTepiraeTbcsi 0oOpe BUpaxeHa eHTeporenaTiyHa IUPKYISLis.

Y nanieHTiB i3 mopymeHHIMU QYHKIII HUPOK BUBEOEHHS METOTPEKCaTy BimOyBa€ETHCS 3HAYHO
noBiNbHilIe. HeBimoMo, un BIIMBAIOThH MOPYIIEHHS QYHKIIII Te4iHKY Ha BUBEIeHHS IIpernapary.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.
MetoTpekcaT «EGeBe» MpU3HAYaTH O TiKyBaHHS:
aKTUBHOT'0 PEBMATOIOHOI0 apTPUTY y TAXKKiM GpopMi y TOPOCIHX;

MOJIIapTPUTHUX (POPM aKTUBHOTO IOBEHIJIBHOTO ilioNIaTUYHOI0 apTPUTY Y TAKKIN PopMi y
BUIIa[IKy HeaJeKBaTHOI peakKIlil Ha HeCTEPOIfHiI MpoTU3amnaibHi MikapchKi 3acodu (HII3JI3);

IICopia3dy BYy/IbrapHOTO TeHEepali30BaHoro0 y TAXKKil ¢hopMi, 0co0IMBO OIAIIKOBOTO THILY,
Ta IICOPiaTUYHOTO apTPUTY Y HOPOCUX MAIi€HTIB V pa3i HegoCTaTHLOI eEeKTUBHOCTI TPagULIiMHUX
BU[IiB Teparil.

IIpomunoka3saHnus.
lnmepuyTnuBiCTh 0 MeTOTPEKCATy abo o iHIIWX KOMIIOHEHTIB IIpernapary.
TsxKi, rocTpi abo xpoHiuHi iHdekil (Hampuknan, Ty0epKynso3 abo BIJI).
CroMaTHUT, BUPa3KU CIIM30BOI 000JIOHKK POTOBOI IIOPOKHUHY a00 TPABHOTO TPAKTY.

3axXBOPIOBAHHS MEYiHKK BHACIIOK XPOHIYHOTO 3JI0BXKUBAHHS aJIKorojeM abo iHri
XpPOHiIYHi 3aXBOPIOBAHHS Me4iHKM (OuB. po3min «Crocib 3acTOCyBaHHS Ta [03U»).

[TeuinkoBa HepmocTaTHICTE ([IuB. po3min «Crocib 3acToCcyBaHHS Ta HO3U»).

[MTopymenHst yHKIII HUPOK (KiTipeHC KpeaTuHiny < 50 Mi/xB, muB. po3ain «Crocib 3acTocyBaHHS
Ta OO3M|»).



HasBHi opyIieHHS 3 60Ky CHCTeMU KPOBOTBOPEHHS (30KpeMa Tinmoria3isd KiCTKOBOTO MO3KY,
TeUKOIeHist, TpoMOOIUTONE IS a00 BUpPaXkKeHa aHeMist).

ImyHOOEDIITUT.
3JI0BXKMBAHHS aJIKOI'0JIEM.
[TopymieHHs 3 60Ky CUCTEMU KPOBi B aHaMHe31.

ITepiom BariTHOCTI, SIKIO HEMA€E XXUTTEBO BaKJIMBOrO [TOKA3aHHs, ab0 rofyBaHHs rpyanio (TuB.
po3min «3acTocyBaHHS y Mepion BariTHOCTI abo rogyBaHHS T'PYAIIO»).

BaknuHallig xX¥BUMU BaKI[MHAMU Yy I1€Piof JIIKyBaHHS METOTPEKCATOM.

0Oco00 1uei 3axodu 6e3neKu.

[Tpu MaHiNynALisgX i3 mpemapaToM HeOOXiTHO MOTPUMYBATHUCS ITPABUII IIOBOAXKEHHS 3
IIUTOTOKCUYHUMU pedyoBrHaMU. HeoOXigHO B:XKMBATH 3aXO0[iB [JIs 3am00iraHHs IONaflaHHI0 PO3YHHIB
MEeTOTpeKCcaTy Ha IIKipy i cau30Bi 060710HKHU. AKIIO Mpemnapar yce X TaKu IOTPanuB Ha IIKipy abo
Cnu30Bi 0007I0HKY, ypaXKeHy OiNSHKY CIif HeraltHO IPOMUTH BEJIMKOIO KiNbKicTio Bomu. 115
YCYHEHHSI TUMYaCOBOT'0 BifUyTTs IIeYiHHA MOXHA KOPUCTYBATUCS [IOM IKIITyBaJIlbHUM KPEMOM [J1s1
pyk. ITpu HasiBHOCTI 3arpo3u abcopO1ii BeTMKOI KiTbKOCTI METOTPEKCaTy, He3aJleXKHO Bifl MIISIXY
abcopO1ii, HeoOxigHe NiKyBaHHS i3 3aCTOCYBAHHSM JIEWKOBOPUHY. BariTHUM MeIUYHUM
[IpaljiBHUKaM He MOXKHa IIpalffoBaTH 3 IpelapaToM.

Y pazi amOymaTOpHOTO0 3aCTOCYBAaHHS He CJIi[l BUTMBATHU 3aJIUIIKK IIPelapaTy B KaHaJiallioo abo
BHUKUMATHU IX 3 IHIIMMHU BigXOOaMHU.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

3acTocyBaHHS OKUCY a3omy («38ecenar4020 2a3y») MOXKe IIOCUJIIOBATH BIIJIUB METOTPEKCATy Ha
MeTaboTigHe MepeTBOPEHHS (POJTiEBOI KMCIOTH, HACIIKOM YOT0 € TSIXKKe Ta HeIIPOTHO30BaHe
IPUTHIYEHHS (PYHKLIN KICTKOBOT'O MO3KY, CTOMaTUT Ta HEMPOTOKCUYHICTH NIPU iHTpaTEKaIbHOMY
BBefleHHi. []71 3HMKEeHHS iIHTEHCUBHOCTI TaKUX SBUIL HeoOXigHe BBefleHHS (OJIiHaTy KasblIilo;
OIHOYACHOI'0 3aCTOCYBaHHSI METOTPEKCaTy CHif] YHUKATH.

L-acnapaziiaza Ma€ aHTATOHICTUYHUY BIJIUB Ha METOTPEKCAT IIPH iX CYMyTHbOMY BBEJIEHHI.

Xsopobomooupikyroui anmupesmamuyHi npenapamu (XMAPIT) ma HecmepoiOHi npomu3andabHi
3acobu (HII33) He cmifm 3aCTOCOBYBATH [0 Ta IIifl YacC JIiKyBaHHS METOTPEKCATOM Y BUCOKHUX 103aX.
CynyTHe 3acTtocyBaHHA neBHux HII33 Ta MeTOTpeKcaTy y BUCOKUX H03aX IPU3BOAUIIO OO IigBUILEHUX
Ta CTIMKHUX PiBHIB METOTpPEKCaTy B CHPOBATIIi KPOBi, 110 iHOMI MPU3BOAUIIO OO JIeTaIbHUX HACIIgKIB y
pe3ybTaTi TIKKOI reMaToIoTiyHo]l (IpUTrHiYeHHS KiCTKOBOT'O MO3KY Ta alljlacTU4YHa aHeMis) Ta
IITYHKOBO-KUIIIKOBOI TOKCUYHOCTI.

3a pe3ynbTaTamu gocuigxens, HI133, y T.4. caminuioBa KUCI0Ta, AEMOHCTPYIOTh 3HUXKEHHS
KaHaJIblIeBOI CEKpeIlil METOTPEKCATY Ta MOXKJIKUBE 30iNbIIIEHHST TOKCUYHOCTI BHACTiIOOK MiIBUIIEHHS
piBHA MeTOoTpekcary. Takum ynHOM, HII33 Ta MeToTpeKcaT B HU3BKUX [03aX CJIi 3aCTOCOBYBATH 3
obepexHicTio. [Ipy HasSIBHOCTI TakKuX (AaKTOPiB PU3UKY, SIK MOPYIIeHHs GYHKIII HUPOK (HaBiTh y



BUTIAJKaX TPAaHUYHUX 3HaUYEHb), CYMyTHE 3acTocyBaHHsg HII33 He peKOMEHAYETHCS.

[ligBuilleHy TOKCUYHICTE METOTPEKCATy He BUBYAIIH, IIPK ONHOYACHOMY 3acTocyBaHHI 3 XMAPII
(HaTIpuKJIIaf COJISIMM 30JI0Ta, MEHIIMIaMiHOM, TiTPOKCUXIIOPOXiHOM, Cylib(acara3uHoM,
a3aTioNPUHOM, IUKJIOCIIOPUHOM), TOMY HE CJIif] BUKJ/II0OYaTH BUHUKHEHHS TOKCUYHUX e(DeKTiB.

IHeibimopu npomoHHoi nomnu. ITpu OMHOYACHOMY 3aCTOCYBaHHI METOTPeKCaTy Ta iHri6iTopiB
IIPOTOHHOI IIOMITH (HAIIPHUKJIIAM, OMENpPa3oily, MaHTOIPa30J1y a00 TaHCOMPa30Ty) MOXK/INBE 3HUKEHHS
ab0 3aTpUMKa HHPKOBOT'O KJIipEHCY METOTPEKCATy i BiiMOBIAHO J0 HENPSMOTO MiIBUILIEHHS
KOHIIEHTpallil penaparty y Iya3Mi. Criig 3a MOXKJIMBOCTI YHUKATH OMHOYACHOTO 3aCTOCYBaHHS
iHri6iTOPiB MPOTOHHOI TOMIIX 3 METOTPEKCATOM y BUCOKUX fio3ax. Lli mpemapatu ciig 3 00epexkHiCcTIo
3aCTOCOBYBATH IallieHTaM 3 HUPKOBOI HEOOCTATHICTIO.

Pu3uWK remaTOTOKCUYHOI il METOTPEKCATY 3POCTaE y pa3i peryasapHOro BXKUBaHHS d/1K020.110 abo
CYIYTHHOTO IIPUUMAHHS iHIITNX 2eNamMomoKCU4YHUX Npenapamie, HampuKiaj a3aTioNpuHY,
nmedIyHOMIiTy, PETUHOIIIB Ta Ccynbdacana3uHy. 3a CTaHOM MAalli€eHTiB, AKi TPUUMAIOTh iHIII
renaTOTOKCHYHI IIpenapaTy, CJIif peTelbHO crocTepiratu. Ilig yac IiKyBaHHA METOTPEKCaTOM
BXKMBaHHS aJIKOTOJII0 CJIi[l YHUKATH.

Yepe3 BUTICHEHHS METOTPEKCATY 3i 3B’sI3KiB 3 aibOyMiHOM CHPOBATKM KPOBi TakKi JTiKapChKi 3acobu,
SIK NoXiOHi amidonipuHy, napaamiHobeH30lHa Kucsioma, bapbimypamu, dokcopybiyuH,
npomu3sanioHi 3acobu 015 nepopaabHO20 3acMoCy8aHHs, peHinbymasoH, peHimoiH, npobeHeyuo,
caniyuaamu, cyabpoHamiou, mempauukaiHu, mpaHkeinizamopu, CyAb(OoHIACeU08UHU, NEHIUUAIHU,
NPUCMUHAMIUUH MA X/A0pAMpeHiKo1, MOXKYTh MABUITYBATH Oi0HOCTYIHICTE METOTPEKCATY
(omocepenkoBaHe 30iMbIIEHHS 1031), BHACIIIIOK YOTO MiIBUIIYETHCS TOKCUYHICTh METOTPEKCATY.
Tomy peTenbHUN KOHTPOJIb 3a MalliEHTaMU TaK0XK HeOOXimHUM IIPU CYNyTHbOMY 3aCTOCYBaHHI IIUX
3aco0iB 3 METOTPEKCATOM.

Taki mikapcheki 3acobu, Ik napaamiHobeH3oliHa kucaoma, HII33, npobeHeyud, casiyusamu,
cyab(poHamiou Ta iHII ca1ab6Ki Op2aHiyHi KUC/A0MuU, MOXKYTh CIIPUYMHIOBATH 3HUKEHHS KaHAJIbIIEBO1
ceKkpetiii i3 mofanbIIM MigBUIIIEHHSIM TOKCUYHOCTI METOTPEKCaTy, 0COOJIMBO ¥ HU3bKUX N03aX. ToMy
peTeNnbHUN KOHTPOJIb 3a MalliEHTaMU TaK0XK HeOoOXimHUM IIPU CYIyTHbOMY 3aCTOCYBaHHI IIMX 3ac00iB 3
METOTPEKCaTOM.

IleHiyuaiHU ma cyab(oHamiOu y TOONUHOKUX BUIIAAKAX MOXKYTh 3HUKYBATH HUPKOBUH KITipEHC
MeTOTpPeKCaTy, BHACIIIIOK YO0 MOXKe IMigBUILIYBATUCh KOT0 KOHI[EHTPAllisl y CHPOBATI] KPOBi Ta
IIOCUJIIOBATUCh TOKCUYHA [Iil Ha CUCTEeMY KPOBOTBOPEHHS i LIITTYHKOBO-KUIIIKOBUY TPAKT.

ITunpopa0KcauuH TakoX 3HUKYE KaHATIBIIEBY CEKPEIli0 y HUPKAxX, TOMY 3aCTOCOBYBATH
METOTPEeKCaT 3 UM aHTUOIOTMKOM IOTPiOHO Iifl peTeIbHUM HaTJISIoM.

ITepopaavHi aHmubiomuku. AHTUOGIOTHKY [JIs1 TIePOPaIbHOI0 3aCTOCYBAHHS (30KpeMa TeTPalUKITiHY,
xjopaMdeHikon Ta aHTUOIOTUKY MUPOKOTO CIEKTpa fil, 1110 He abCcopOYIOTHCSA) MOXKYTh BIUIMBATH Ha
eHTeporenaTHYHY IIUPKYJIALi0 BHACTIIOK iHTi0OyBaHHS MiKpoGhIopy KUIIeYHHUKY ab0 IPUTHiYeHHS
OakTepiarbHOTO MeTaboIi3My.

ITpenapamu, aki 0itomb HecnpusAmMAUBo Ha Kicmkosull Mo30k. IIpu CcymyTHill Teparil nmpenapaTamu,
SIKi MOXKYTb CIPUYMHSATH 106iUHI eeKTH Ha KiCTKOBUY MO30K (HallpXKiaz, IOXifHi aMiHOMipuauHy,
xjiopaMbeHikon, peHiTOIH, mipuMeTaMiH, CynbdaHinaMigy, TpPU-MeTOIPUM/CyIbhaMeTakco307,
IIUTOCTATUKH), CJIil BpDaXOBYBaTH MOKJIUBICTh PO3BUTKY OibIl BUPaXKEHUX TeMaTOIOTiYHUX
IOpYIIeHs (y IOONUHOKUX BUMAAKaX - TOCTPOL MaHIUTONEHIL).



ITpenapamu, aki cnpuduHamb degivum ¢posamis. Ilpu cynyTHIN Teparii penapaTaMy, SKi
CIPUYUHSIOTh fedinuT ¢onatis (Hanpukiaf, cylbpoHaMigamy,
TPUMETOIIPEMOM/CyIb(paMeTOKCa3010M), TOKCAYHA [Aisl MEeTOTPeKCaTy MOXKe IIOCUII0BATUCS.
Ocob6nuBa 00epeXHICTh TAaKOK He0OXigHa Mpu JTiKyBaHHi NalieHTiB 3 HagBHUM gedinuToM dosmieBoi
KMCJIOTH B OpraHi3Mi. | HaBIlaku, CynyTHil mpuiioM (ostieBol KHCIIOTH a TaKOXK BiTaMiHHUX
IIpernaparis, 0 MiCTSITh (HOIieBY KUCTOTY ab0 MOro MOXimHUX MOXKe 3HUXKYBaTH e(EeKTUBHICTh
Teparnil METOTPEKCaTOM.

Xoua npu KOMOiHOBaHOMY 3aCTOCYBaHHI 3 Cy/1b(hacana3uHoM Oisi METOTPeKCaTy MOXKe
IOTEHIIII0BATUCS BHACIIOOK IPUTHIYEHHS CUHTE3Y (POJIiEBOI KUCIIOTHU CyNib(acana3uHoM (y
pe3yibTaTi 40ro MOXKe 3POCTAaTH YacToTa MoGiyHuX eeKTiB), OOHAK ITif Yac JeKiTbKOoX KIiHIYHUX
OOCIiKeHb TaKi e(peKTH CIIOCTePiraaucs Juille Y MOOAUHOKUX BUIIaAKaX.

MeTtoTpekcaT MoXke 3HUXKYBATHU KJIipeHC meodiaiHy. OTXKe, CIif nepeBipaTy piBHI Teodininy mig 9ac
CYIyTHBOTO 3aCTOCYBaHHSI METOTPEKCATY.

Hanoi, sixi micmsamb kopein i meoginin. Ilig yac miKyBaHHS METOTPEKCATOM HEOOXifHO YHUKATH
HaMipHOTO BXMWBAHHS HAIOIB, IKi MiCTITh KoeiH (KaBM, COIOIKMUX HAIOIB, SIKi MiCTATh KOdelH,
YOPHOTO Yaro) Ta TeodiNliH, OCKinbKK e(eKTUBHICTh METOTPEKCATY MOXKe 3HUKYBATUCS BHACIIIIOK
MOZKJIMBO] B3a€MO[Iil Mi’K METOTPEKCATOM Ta METUJIKCAHTUHAMHU B afleHO3WHOBUX
peLenTopax.

OnHoyacHe 3aCTOCYBaHHS METOTPEKCATy Ta e ayHoMiOy MoxKe 30ibIIUTY PU3UK ITaHIUTOIEHIl.

CynyTHE 3aCTOCYBaHHS METOTPEKCATy Ta MepKanmonypuHy Moxe IIPU3BeCTHU [0 MiABUIIIEHHS PiBHIB
MEPKaNTONYyPUHY B IJIa3Mi KpoBi. OTXKe, TaKe CYIyTHE 3aCTOCYBaHHS MOXKe IOoTpeOyBaTu KOPEeKIIil
[NO3yBaHHS.

[ToBimomsNIOCS PO CYTIPECio KICTKOBOTO MO3KY Ta 3HUXKEHI KOHLEHTPallil (G0JIaTiB IPU CyIyTHEOMY
3aCTOCYBaHHI mpuammepeHy Ta METOTPeKCaTy.

[Ipu mpoBemeHHI npomeHesol mepanii y epiof OTPUMaHHS HalliEHTOM MeTOTPeKCaTy MOXKIINBe
30inbIIIEHHS PU3UKY HEKPO3y M'IKMX TKaHWH Ta KicTok.KonecTupaMin MoxKe IIOCUTIOBATH
II03aHHPKOBE BUBEMIeHHS METOTPEKCATY 3a PaxyHOK BTPY4YaHHS y IPOLeC eHTeporemnaTuyHol
IIUPKY AL

[Tpu ogHOYACHOMY BBEIEHHI KOHUeHmpamy epumpol,umie oTpiOHUH crellialbHUM HATJIAM 3a
maIfieHToM. Y Malli€EHTiB, IKUM IIPOBOIUTHCS IePEeIUBaHHS KPOBI micis iHdy3iit MeToTpekcarty
IPOTATrOM 24 TOOWH, MOXKe Bil3HaYaTUCA IigBUIeHa TOKCUYHICTh Yepe3 TpuBaJli BUCOKI
KOHIIEHTPAIlil METOTPEKCaTy Y CUPOBATIi KPOBI.

Y noomuHOKUX BUNIaAKaX KOpmMukKkocmepoiou 3yMOBIIOBaIU AUCEMIHOBaHUY ONEPi3y0Ynu TUIIal y
TALiEHTIB 3 OMEePi3y0YuM uiIaeM abo MOCTTepIeTHYHY HEBPAJITiio IpY OJHOYaCHOMY 3aCTOCYBaHHI
MEeTOTpEeKCarTy.

Bucoxki 003u Kaavuito poaiHamy MoxXyTh HeTaTUBHO BIUTMBATH Ha e()eKTUBHICTH iHTpATEKaIbHO
BBEIEHOTO METOTPEKCATY.

3acobu 015 aHecmesii Ha OCHOBI OKUCY A30MY MOXYTb [TOCU/IIOBATH BILIUB METOTPEKCATY Ha
MeTaboTigHe MepeTBOPEHHS (POJTiEBOI KMCIOTH, HACTIIKOM YOT0 € HEIIPOTrHO30BaHe MPUTHIYeHHS
(GYHKIIIM KICTKOBOTO MO3KY BHCOKOI'O CTYIEHS TS2KKOCTI Ta CTOMATHT. [[J1s1 3HUKEHHS iIHTEHCUBHOCTI
TaKWX SIBUI HeoOximHe BBeOeHHS (DoIiHATY KalbIlio.



ITipumemamiH abo KO-mpumokca3o/a y MOEOHAHHI 3 METOTPEKCATOM MOXYThb CIIPUYUHUTHU
TIAHIUTOIEeHit0, iIMOBIpHO, Yepe3 JoJaTKOBe iHriOyBaHHS pefyKTa3u OUrigpodosieBol KUCIOTH Mif
Oi€0 IUX PEYOBUH i METOTPEKCATY.

PH3MK remaToTOKCUYHOI il METOTPEKCATy 3POCTA€E Y pa3i 3/I0BXKUBAHHS d/1K020/1eM ab0 CyImyTHLOTO
[IPUKMMaHHS iHINX TeNaTOTOKCUYHUX IIPenapariB.

[Tpu niKyBaHHI METOTPEKCATOM MAalli€HTiB, SIKi IPUIMal0Th TeMaTOTOKCUYHI IpenapaTy (HampuKiag
MeTaMi30J1), MiABUIIYETHCA PU3UK PO3BUTKY TIXKKUAX FeMaTOTOKCUYHUX e(DEeKTiB METOTPEKCATY.

Heo0xinHo 6paTy 1o yBaru hapMakoOKiHETUUHY B3aEMOLII0 MiXK METOTPEKCATOM i IPOTUCYIOMHUMHU
3acobaMu (3HUKYETHCS KOHIIEHTPAIlisSI METOTPEKCATy B KPOBi) Ta 5-hTopypaiunoM (30i/bIIyeThCsS
nepion HalliBBUBEAEHHS S-PTopypauuiy).

[Tpu koMOiHOBaHOMY 3aCTOCYBaHHi 3 iHIITMMHU TPOTUPEBMATUYHUMHU IIpelapaTaMu (HalpuKiias
COJISIMU 30J10Ta, IEeHIUIaMiHOM, TiAPOKCUXIOPOXiHOM, CyiIb(dacana3nHOM, a3aTiOIPUHOM,
[IUKJIOCTIOPUHOM) TOKCUYHA [Iis MEeTOTpPeKcaTy 3a3BrU4all He IIOCUIIOETHCH.

Y pa3si ogHOYaCHOI'0 3aCTOCYBaHHSA 3 IHIIMMYU IUTOCTATUKAMU KJIIpEHC METOTPEKCaTy MoXKe
3HUXKYBATUCH.

3HUXKEHHS PiBHS (peHimoiHy y Mia3Mi KpOBi CIIOCTEpiranocs y malieHTiB 3 rocTpuM JiMpobriacTHUM
JIeVKO030M IIif Yac iHOyKIiKHOI Teparii, SKa, Ha 0faTOK [0 MPefHi30HY, BIHKPUCTHHY i
6-MepKaINTOMypPUHY, TAKOXK BKJII0OUajla METOTPEKCAT ¥ BUCOKI 1031 3 Kasbllit0 POJIiHATOM SK 3aXUCHY
Tepalli.

BBeneHHs npokapba3uHy Iif 4ac Teparil METOTPEKCATOM Yy BUCOKHUX H03aX 30iJbIIyE PU3UK
IIOPYIIEHHS (PYHKIIil HUPOK.

CynyTHs Teparis yumapabiHom, 1110 BBOOUTLCS BHYTPIIIHEOBEHHO, 3 METOTPEKCATOM, ITI0 BBOIUTHCS
iHTpaTekaabHO, MOXKeE IIIBUIIUTYA PU3UK TSIXKKHUX HEBPOJIOTiUHUX MOOGIYHUX e(dEeKTiB, TAKUX K
roJioBHUY 0inb, mapariy, KoMa, i eni3ofiB iHCYNbTY.

[TigBuIieHHs HePPOTOKCUYHOCTI MOXKe CIIOCTepiraTuch mpu KoMOiHalii BUCOKUX N03 METOTPEKCATY 3
MIOTEHIIMHO He()POTOKCUYHUMH NpernapaTaMy (TaKUMHU SK ITUCIIIATHH).

OcCKinbKY METOTpEKCaT BIIJIUBA€ Ha IMyHHY CUCTEMY, BiH MOXKe 3MiHIOBATU peakKIlil0 Ha BaKIUHAL i
BIIJINBATH Ha Pe3yNIbTaTU TECTIB (IMyHOJIOTiYHI IPOIeOyPH AJIS OL[IHKK iMyHHOI peakiril). Y mepion
JIIKyBaHHSI METOTPEKCATOM He CJIiJ IPOBOAUTH BaKIMHAIII0 JKUBUMU BaKLIMHAMH.

MeToTpekcaT MoxKe MifBUIIyBaTU e(peKTU TepopasbHUX aHTUKOATYISHTIB TUITy KyMapuHy
(anerokyMapoiy, (eHIPOKYMOHY), 1110 IPU3BOJUTE 10 30i/1bIIeHHS IPOTPOMOiIHOBOI'O Yacy BHACIIOK
3MEHIIIeHHS PO3Majly MOXiTHUX KyMapuHYy.

[ToBimOMIIANIOCH, 110 CYIIYTHE BBEIEHHS JIeBeTUpalleTaMy 1 METOTPEKCATy 3HUXKYE KIIIpeHC
MEeTOTpEeKCaTy, II0 IPU3BOAUTH [0 30iMbIIeHH/IPOJIOHTYBaHHS KOHIIEHTpallil IbOT0 IIpernapary B
KPOBi [0 TOTEHIINHO TOKCUYHUX PiBHIB. PiBHI MeTOTpeKcaTy i neBeTupaleTaMy NOTPiOHO pPETEIBHO
KOHTPOJIIOBATHU Y IAli€HTIB, AKi OTPUMYyBa/IU CyIyTHIO Tepallilo UUMU ABOMA IIpelapaTaMy.

AMoOKcuumnia

[TeHiUWIiHY MOXKYTh 3MEHIITYBaTU €KCKPELil0 METOTPEKCATY, 1[0 MOXKe IIPU3BECTHU OO0 IIOTEHLIMHOT0
IMigBUIIEHHS TOKCUYHOCTI.



Oco6.1ueocmi 3acmocyeaHHsi.

JIiKyBaHHS METOTPEKCaTOM Ma€ 3[OiMCHIOBATUCS IIif HArJIsigoOM AOCBiIYE€HOro JIiKaps-
OHKOJIOTa.

[Tig yac Teparil METOTPEKCATOM TAIliEHTH MalOTh epebyBaTH IIif peTeIbHUM HaTrJISooM 3
METOI0 CBOEYACHOT'0 BUSIBIIEHHSI 03HAK MOXKJIMBOI TOKCHYHOI [iii Ta moOiuHux eekTis.
BpaxoByrouu pu3UK TSIXKKUX a00 HaBITh NeTaIbHAX TOKCUYHUX peakllid, MallieHTiB HeoOXigHO
IeTabHO MPOiH(GOPMYBATH II0JI0 MOXKJIMBUX YCKIIaMHEHb Ta PEKOMEHIOBaHUX 3aM00iKHUX
3aXO0/IiB.

[TpunuHeHHS TPUKOMY METOTPEKCaTy He 3aBXKOU IPHU3BOAUTE OO IIOBHOL perpecii
HeOaxkaHUX epeKTiB.

O060B’s1I3K0BOI0 YMOBOIO JIiKyBaHHS METOTPEKCATOM € BU3HAYEHHS PiBHIB METOTpPEKCATY Y
CHAPOBATILI KPOBI.

Y namnieHTiB i3 MaTONOTiYHUM HaKOMWYEHHSM PiIWHY Y TOPOKHUHAX OpraHi3My («TpeTii
IIPOCTIP»), TAaKUX 9K aCUUT a0 MIeBpalbHUN BUIIIT, TPUBAJIICTh MIEPiOAY HalliBBUBEOEHHS
METOTPEeKCaTy 3 Ija3MU KPOBi 30iMbIIyEThCA.

HeoOxifHe yCyHEHHS IJIeBPalbHOT0 BUIIOTY @00 acluTy 40 I0YaTKy Teparil i3
3aCTOCYyBaHHAM MeToTpeKkcaty. [Ipu HasiBHOCTI IJIeBpasIbHOT0 eKcymaTy abo acuuty
HeoOXiHO ITPOBECTH OPEeHYBAHHS [0 IOYaTKY JIIKyBaHHS METOTPEKCATOM. SKIIO 11e
HEMOXKJIMBO, TePAIIil0 METOTPEKCATOM He CJIiff IpU3HaYaTH.

KpoB Ta miMmdpaTruHa cucTeMa

MeToTpeKkcaT MOXKe IPUTHIYYBaTU reMOII0e3, CIPUYUHSI0YY aHEeMII0, allJIaCTUYHY aHEMIIO,
TAHITUTOIEHiI0, TIeMKOIeHi0, HEUTPOIeHio Ta/abo TPOMOOIUTOIIEHiIO.

[Tpu nikyBaHHI IyXJIMHHUX 3aXBOPIOBaHb Tepallil0 METOTPEKCAaTOM CIIifi IIPOOOBXKYBaTH,
TiJTBKY SKILO IOTEHIITHA KOPUCTh NTepeBaxye PU3MNK TAKKO1 Miemocymnpecil. [Tepmumu
O3HaKaMU LIUX HeOe3MeYHUX [ KUTTS YCKIagHeHb MOXYTh OyTu: mponacHuus, 6inb y
ropJIi, BUpa3Kyu CIU30BOi 000JIOHKY IIOPOKHUHU POTa, TPUNONOAIOHI CUMIITOMH, CUJIbHE
BHCHaXKEHHS, HOCOBI i IKipHi KpoBoTedi. [1ig 9ac TpuBanol Tepartil y Iami€HTiB JIiTHHOTO BiKYy
cIiocTepiranaach Merano0jlacTHA aHEMid.

MeToTpeKkcaT He CJIifl 3aCTOCOBYBATH Y Pa3i HasIBHOCTi BUPA3K0OBOI XBOPoOH a0 BUPa3KOBOTO
KOJITY (OuB. po3ain «[IpoTunokasaHHS»).

[Ticns mikyBaHHS NTiKapChbKUMU 3aco0aMu 3 KyMYISTUBHOIO Mi€IOTOKCUYHICTIO ab0 micys
3aCTOCYBaHHS ITPOMEHEBOI Teparlii, 110 BIJIUHYI0 Ha QYHKIIIOHYBaHHS KiCTKOBOTO MO3KY,
CJIiT BpaXOBYyBaTH IOPYIIeHHS poOOTH KiCTKOBOTO MO3KY, a caMe IigBUIIEeHHS YYTJIMBOCTI KiCTKOBOTO
MO3KY [I0 Tepallil METOTPeKCaToOM 3 IIOCUJIEHUM IIPUTHIYeHHSIM TeMOII0eTUYHOI cucTeMu. [Ipu
ITPOBEIEHHI MOBrOTPUBAJIOL Teparlii i3 3aCTOCYyBaHHSIM METOTPeKcaTy HeoOXimHe TpoBeneHHs bioncii
KiCmK08020 MO3KY.



Y pasi roctporo niM}po61acTHOTO NTEMK03y METOTPEKCAT MOXKE CIIPUYUHUTH Oiflb y NTiBiH
BEPXHIU YaCTHHI KUBOTa (3allaJieHHs KalCy/lIu CeJIe3iHKU BHACIIOOK PyUHYBaHHS JIEUKO3HUX
KJIITHH).

OVHKIIIF TeYiHKH

OcCKiIbKM METOTpeKCcaT YNHUTh TOKCHUUHY [il0 Ha MEeYiHKYy, Y [Iepiof JiKyBaHHA IIpernapaToM
He cJtif 6e3 siBHOI HeOOXiMHOCTI MpU3HAaYaTH iHIII relaTOTOKCHUYHI mpemnapaT. Takox
HeoOxXimHO YHUKATh a0 3HAYHOI0 Mip0oi0 00MEXKHUTH CIIOKUBAHHS aJIKOTOJTIO0.

MeToTpekcaT MOXKe CIPUYUHUTY IOCTPUY I'ellaTUT Ta XPOHIYHY, 3 MOXKJIUBUM JIeTaJIbHUM
HaCJIiJKOM, ITe4iHKOBY TOKCUYHICTD ((pi6po3, 11po3), ane 3a3BUYal TiIbKU IIiCIIST TPUBAJIOTO
3acToCyBaHHSA. HacTO CIIOCTEPIraeThCA CTiliKe MifABUIEHHS PiBHIB IE€YiHKOBUX (EPMEHTIB,
1110 3a3BUYall € TUMYACOBUM Ta 0€3CHMITOMHUM Ta He € MONEPeIHbOI0 03HAKOI0
IIOAJIbIIOr0 3aXBOPIOBAHHS II€YiHKU.

MeToTpekcaT MOXKe CIPUUYMHUTH peakTuBaliio iHdexkiii rematuty B abo 1 yckmamHeHHs, abo
3arocTpeHHs renatuty C 3 IeTalbHUM HACIIKOM y AeSKUX BUMagKax. [lesKi BUTagKu
peakTHBallil rernaTUTy B crocTepiranmucs micns BifMiHM MeTOoTpeKcaTy. ToMy mallieHTaMm 3
renatutoM B a6o C B aHaMHe3i CJIii MPoBOAUTH KJIiHiUHi Ta 1ab0paTOPHi JOCTigXKeHHs, 11100
BH3HAYUTH AOLIJBHICTh TEpaIil METOTPEKCaTOM.

Oco0OnuBa o0epexHiCTh HeoOXigHa MPY JTiKyBaHHI MAIliEHTIB 3 HEAKTUBHUMU, XPOHIYHUMU
iHbeKIiaMU (TaKUMU SK ONepi3yBabHUM NMuUlllal, TyOEepKyIbo3, renaTuT B abo C) uepes
IXHIO0 MOXKJIUBY aKTHUBaLilo.

OcobnuBa 00epexkHiICTs TOTPiOHa IIpY MPOBEAEHH] Teparil nalieHTam i3 iHCyTiHO3aneXXKHUM
ITYKPOBUM [iabeTOM, OCKIJIbKY € IOBiOMJIEHHS PO OKPEMi BUIIAIKA PO3BUTKY IIUPO3Y
TIeYiHKY Ha TIIi Tepalii i3 3acToCyBaHHSIM MeTOTpeKcaTy 6e3 onepegHboro 30imbIIeHHs
aKTUBHOCTI TpaHCaMiHa3.

OYHKITIST HUPOK

Yepe3 3HUKEHHS €KCKpeIlil MeTOTpeKCcaTy JIiKyBaHHS MAIliEHTIB 3 MOPYIIEeHHIM (QYHKIIiI HUPOK CITif
IIPOBOAMTH 3 MiIBUIEHOI0 00epPeXHICTIO Ta B HU3bKUX N03aX (AuB. po3fin «Crocid 3acTocyBaHHS Ta
OO3U»).

[Tig gac mikyBaHHS METOTPeKCaTOM (PYHKLIIOHYBaHHS HUPOK MOXKe IOTIpIIyBaTUCS , 1110
CYIIPOBOIXKYETHCS 30iIbINIEHHSIM PiBHIB MEeBHUX 1a00pPaTOPHUX IMOKA3HUKIB (PiBEHD
KpeaTuHiHy, CEYHOBUHU Ta C€4Y0BOI KMCJIOTH B CUPOBATLi KPOBI), 1[0 MOXKe MPU3BECTHU [0
rOCTPOI HUPKOBOI HEIOCTATHOCTI 3 oirypi€eto/anypieto. Le, iMoBipHO, 00YMOBJIEHO
BUIIalaHHSAM 0Cafly METOTpeKcaTy Ta/abo 1oro MeTaboMiTiB y HUPKOBUX KaHaJIbISX.

[Topy1meHHs, SKi TpU3BOASATEL N0 3HEBOMHEHHS, TaKi K OJIIOBaHHS, Hiapesi, CTOMAaTHUT,
MOXKYTh IIOTEHI[IIOBAaTH TOKCHUYHY [il0 METOTPEKCATY 3a PaxyHOK IiABUIIEHOTO PiBHA Ail0Y0l
PEYOBHUHHU. Y LIUX BUIIA[KaX CJIif] IIPOBECTHU HiATPUMYIOYy Teparito, a JIiIKyBaHHA
METOTPEKCATOM IOTPiOHO MPUIUHUTHY 10 3HUKHEHHS CUMIITOMIB.

HOQyI_HeHHH 3 60Ky MITYHKOBO-KUIMKOBOT'O TPAKTY



[TopyureHHs, 110 € IPUYKUHOIO 3HEBOAHEHHS OpraHi3My, Taki K OJ0BaHHS, Aiaped,
CTOMATHUT, MOXKYTh IiIBUIIYBaTA TOKCUYHUY BIIJIUB METOTPEKCATy BHACIINOK 30iIbIIeHHS
110TO KOHIIEHTpallil. Y TaK¥X BUIIafKaX [IOAasIblle MPOBEeAEeHHS Tepallil C/Iil THM4YacoBO
IIlepepBaTy 00 YCyHEHHS TAaKUX CUMIITOMIB. [lyXKe BaXX/JIMBO BUSBUTH IAII€HTIB i3 MOXKJIUBUAM
30i/1bIIeHHSIM KOHIIEHTPallii MeTOTpPeKcaTy MPOTIroM 48 ToOOuH Iic/is BBEJEeHHS, OCKINIbKY B
iHIIIOMY BUTIaAKy TOKCHYHUM BIIMB METOTPEKCATY MOXKe OyTH He3BOpOTHUM. [liapes Ta
BMPA3KOBUYM CTOMATUT MOXYTh OyTH IIPOsIBaMHU TOKCHYHOI'O BIIJIUBY Ta BUMAarakoTh
THM4YaCOBOT0 IPUIMHEHHS [TOAAJIbIIOL Teparil, y IPOTUIeKHOMY BUIIaAKY MOKJIABUYI
reMoparigyHui eHTePUT Ta JIeTaJlbHUY HaCJligoK dyepes nepdopario CTiHKY KUIIEYHHUKY.

YV Bumapaky 6/110BaHHS 3 [IOMIIIIKaM# KPOBi, YOPHOTO KOJIbOPY BUIIOPOXKHEHbL ab0 HAsIBHOCTI Y
BUIIOPOXKHEHHAX KPOBI ITOJabllly Tepalliio CIifi CKacyBaTH.

HepBoBa cuctema

[Ticnsa BHYTPIIIHBOBEHHOI'O BBEIEHHS METOTPEKCaTy y IallieHTiB, SKAM IIPOBOAUIIACH
KpaHialbHa IpOMeHeBa Tepallis, CIlocTepiranach nekoeHedanonaTis.

XpoHiyHa JIeMKOeHIedanonarisi TaK0XK CIIOCTepiraaack y Nali€HTiB, SKUM IPOBOAUIOCH
IIOBTOPHE JIIKyBaHHSI METOTPEKCATOM y BUCOKMX [03aX i3 3aCTOCYBAHHSM KaJIblifo (POIiHATY
0e3 mornepenHbOi KpaHialbHOI TPOMEHEBOI Tepartii.

€ mawi, 1m0 KoMOiHOBaHe 3aCTOCYBaHHS KpaHiaJbHOT'O OIPOMiIHEHHS OJTHOYACHO 3
iHTpaTeKaIbHUM BBEIEHHSM METOTPEKCATY IiBUIIYE YAaCTOTY PO3BUTKY
nenikoeHnedarnomnarii (quB. TakKoxk po3min «I1o0iuHi peakirii»).

[licns iHTpaTeKaJIbHOIO BBEEHHS METOTPEKCATY CJIiJ CIIOCTepiraTy 3a HaljieHTaMu A1
BUSIBJIEHHS 03HAK HEMPOTOKCUYHOCTI (IIOPYIIEHHS HEPBOBOI CUCTEMU, HAIIPUKJIa[ MEHIHTIT,
TPaH3UTOPHUY a0 MMOCTiMHMI Mapasiy abo eHledanonaris).

Bunagky TSXKKUX HeBPOJIOTiYHUX Mo0iYHUX eeKTiB Bifl T0JIOBHOTO GO0JIIO0 [0 MTapasivyy, KOMU
1 IHCYyJIBTY CIIOCTEPIrasuch y HifIiTKIB i MOJIOOUX IAIiEHTIB, IKi OTPUMYBaAJIU METOTPEKCAT B
OEMHAHHI 3 uumapabiHoOM.

[Tig yac Teparmil METOTPEKCATOM B BUCOKMX [A03aX CIIOCTEPIraBCcs NepeXigHUN TOCTPUM
HEBPOJIOTIYHUY CUHIPOM, SIKUU MOXKe MPOSIBISATUCSH, 30KpeMa, Yepe3 IOBEeiHKOBI aHOMail,
JIOKaIbHI CEHCOMOTOPHI CUMIITOMH (BKJIIOYAIO4YX TUMYACOBY CJIIIOTY) i aHOMAaJIbHI pedIiekCH.
To4yHa NpuYrvHa He BCTaHOBJIEHA.

OVHKIIIA JIereHb

MeToTpeKcaT CJIifi 3aCTOCOBYBaTH 3 BEIMKOI0 00epexKHiCTIO IPY JiKyBaHHI MAIliEHTIB 3
NOPYIIEHHSAM (QYHKIIi1 JIETEHb.

JlereHesBi yCKafiHEHHS, TIJIeBPaIbHUY BUIIIT, a/TbBEOJIT a00 MHEBMOHIT 3 TAKUMHU
CUMIITOMaMH, IK CYXUi HeIIPOOYKTUBHUY Kallle/lb, INXOMaHKa, 3arajibHe He3yKaHHS,
Kallesnb, 0ilb y Tpyasx, 3afullKa, TiToKCceMis Ta BUSBIIEHUN Ha PEHTTeHOIpaMi rpymHoi
KITiTKY iHQinbTpaT abo HecnenrdiyHa MTHEBMOHIS, 1110 BUHUKAIOTD i Yac JTiKyBaHHS
METOTPEKCAaTOM, MOXYTh CBIIUUTH PO MIOTEHINNHO HeOe3MmeuHe Ta, MOXKJIMBO, JIeTaJIbHe



ypaXeHHs. 3aXBOPIOBaHHSA JIETEHIB, CIIPUYUHEHI METOTPEKCaTOM, He 3aBXOU € IIOBHICTIO
000pPOTHUMH. 3aXBOPIOBAHHS JIETEHIB, CIPUUYMHEH]I METOTPEKCATOM, TaKi, SIK THEBMOHIT,
MOXKYTb ITIOYMHATHCS PAIITOBO Ta Ha OyOb-IKOMY eTalli Teparllii, He 3aBXI1 MUHAIOTh
IIOBHICTIO, Ta CIIOCTepiraaucs Mpu 3aCTOCyBaHHI METOTPEKCaTy yCiMa TepalneBTUYHUMU
no3aMu (y TOMy YHCJIi HU3BKOIO 03010, 10 7,5 Mr/TuxkaeHb). Kpim Toro, Ha QoHi mpuiiomy
METOTPEKCaTy IOBITOMIISAIOCH PO JIeTeHeBY albBEOIIPHY KPOBOTEYY IIPU PEBMATOIOTiYHUX
Ta MOJiOHUX MOKa3aHHX. Lle gBullle TaK0XK MOXKe OyTH MOB’si3aHe 3 BACKYJIiTOM i iHIIUMU
CyIyTHIMU 3aXBOpIOBaHHAMU. CJIifi BpaX0BYyBaTU pe3yJIbTaTU eKCIIPeCc-TeCTiB IIPU IIif0o3pi Ha
JIereHeBY albBEeOJIIPHY KPOBOTEYY A/ MiATBEPOXKEHHS [iarHOo3Yy.

TOKCUYHYI BIIWB Ha LIKIPY.

[ToBimOMISAIOCS MPO PO3BUTOK TAKKHX, iHOMI 3 JIeTaTbHUM HaCIIiIKOM, IIKiPHUX pPeakllii,
TaKUX K cuHApPoM CriBeHCa-][I;KOHCOHA i TOKCUYHUY ellilepMaJIbHUN HEKPOJIi3 (CHHOPOM
Jlaitenna) micss omMHOPa30Boro abo TPUBAJIOTO 3aCTOCYBAHHSI METOTPEKCATy.

[IcopiaTuuHi ypaxKeHHS MOXKYTh 3arOCTPIOBATUCA Micisa Y O-0onpoMiHEHHS IPU CYyIyTHIN
Teparril MeToTpekcaToM. [1ig Yac Teparii METOTPEKCATOM iCHY€E PU3UK BUHUKHEHHS
IIPOMEHEBOT0 IEPMATUTY i COHSIYHUX OMIiKiB (peruauB mobiyHux eeKTiB IpOMEHEBOL
Teparrii).

IMyHHa cucTema

Y nepiop Teparil i3 3aCTOCyBaHHSIM METOTPEKCATy MOXKJIMBi ONOPTYHICTHAYHI iH(eKIil, B TOMy
YUCJIi JIa3MOKJIITUHHA ITHEBMOHIS, 110 MOXKe IIPU3BECTH [0 JIeTaJIbHOT0 HacIigKy. [Ipu
HasIBHOCTI y MallieHTa CUMIITOMIB IOPYILIEHb JlereHeBuX (GYHKIIN CJIiff IpUMaTHU OO yBaru
MOXKJIMBICTh HasIBHOCTI IJTa3MOKJIITUHHOI ITHEBMOHil.

OCKUIBKY METOTpeKCaT BIUIMBAE Ha IMyHHY CUCTEMY, BiH MOXe 3MIiHIOBATU peaklilo Ha
BaKLMHAIIIO 1 BIUIMBATH Ha pe3yJIbTaTU IMyHOJIOTIYHUX TeCTiB. YV nepion nmiKyBaHHS
METOTPEKCAaTOM He CIIif IIPOBOOUTH BaKIIMHAII0 XKUBUMHU BaKIIMHaAMHU.

Ocob6nuBa o0epexHiCTh HeoOXigHa MPH JTiKyBaHHI METOTPEKCATOM IIAIli€HTIB 3
IIPOrpecyrdYruMy iHpeknisiMu. MeToTpeKkcaT MPOTUIIOKAa3aHUH TMMallieHTaM 3 CUHIPOMaMU
iMyHOmEIIuUTYy, SKi € 0ueBUOHUMHU a0o0 MiATBEpAXKEHi pe3yabTaTaMu 1a00paTOPHUX TECTIB.
KpiM 115010, 3 00€peKHICTIO CITifl 3aCTOCOBYBAaTH METOTPEKCAT IMallieHTaM 3 iHQeKITiIMH, 110
CIIPUYMHIOIOTH BITPSIHY BiCIy Ta ONEpPi3yOUUy JIAIIAK.

HoBoyTBOpeHHA

Y nmaui€eHTiB 31 MIBUOKO3POCTAIOYMMU IIYXJIMHAMU MEeTOTpEKCaT, SK 1 IHIII IIUTOCTaTUYHi
nmiKapchKi 3ac00M, MOXkKe BUKJIMKATU CUHAPOM JIi3UCy MyXIuHU. [IpoBeieHHS BiAMOBigHOI
IigTPUMYI0490]1 MEJHKaMEeHTO3HOI Tepallil Moxke 3amobirtTd po3BUTKY ab0 3MEHIIUTH ITPOSBU
NaHUX YCKIaJHEHD.

MeToTpeKkcaT MOXKe IiABUIIYBaTU PU3UK PO3BUTKY HOBOYTBOPEHB (IepeBaxHO miMpoM).
310sKiCcHI 1iM(pOMU MOXKYTh PO3BUBATUCS 1 ¥ MAI[IEHTIB, AKi ONEPXKYIOTh METOTPEKCAT y
HU3bKUX [03aX. Y TaKUX BUIQJKaX IIpemnapar CJIifi BIAMIHUTH. fKIO CIIOHTAHHOL perpecil
niMGbOMH He CIIOCTePiraeThCs, CNif IPU3HAUUTH Tepaliio UIUTOTOKCUYHUMY IIpernapaTaMi.



HOQyLHeHHH 3 60Ky CKEeJIeTHO-M's30B0l CUCTEMH i CHOJ'I;Z‘-IHOI TKAaHWHHA

Y pasi npoBemeHHS IPOMEHEBO1 Teparil Ha (POHI IpUioMy MeTOTPeKCaTy MiABUINYETHCS
PU3UK HEKPO3y M'SIKUX TKaHWH ab0 KiCTOK.

IIpenapaTy domxieBol KUCIOTH

HedimuT ormieBol KUCIOTH MOXKE MiABUIUTA TOKCUYHICTh METOTPEKCATY (IUB. PO3Oin
«B3aemoqis 3 iHIMMHU JTiKapCbKUMM 3aco0aMu Ta iHII BUOM B3AEMOMi»).

BiTamiHHI IpenapaTu Ta iHII IPOAYKTH, 10 MICTSATh (QOIIEBY KUCIOTY, (POTIHOBY KACIOTY
ab0 Ix moximHi, MOXYTh 3HUXKYBATH TOKCUYHICTh METOTPEKCATY (IIUTYHKOBO-KHIIKOBI
CHMIITOMM, CTOMATHT, aJIOTellis Ta 30ibIIeHHS aKTUBHOCTI MMeYiHKOBUX (PEPMEHTIB).

[lepen npuiioMoM JIiKapChbKuX 3aco0iB, 110 MiCTSATH POJiEBY KUCITOTY, PEKOMEHAYETHCS
IIepeBipPATH BMICT BiTaMiHy B,,, OCKiIbKY 3aCTOCyBaHHS (OIaTiB MOXKe MacKyBaTH Aedinut
BiTaMiHy B,,, 0c061uB0 B 0Cib BikoM moHan 50 poKiB.

PekoMeHIOBaHi DOCHIIKEHHS Ta 3aH00iXkKHi 3aX00u

CTaH nalieHTiB, IKi IPUUMaTh METOTPEKCAT, CIIifi PpeTEeIbHO KOHTPOJIIOBATH 3 METO0
HEeraHOTO BUSBIIEHHS TOKCUYHUX e(EKTiB.

[lepen no4yaTKOM JIiKyBaHHS MeTOTpPeKcaToM abo NPy MPONOBXKEHHi Teparil micis nepepBu
HeoOXigHO TPOBOOUTHU aHasli3 KPOBi 3 BU3HAUYEHHSIM JIEUKOIMTapHOl POopMynu i KimbKOCTi

TPOMOOIIUTIB, PiBHIB Ie4yiHKoBUX pepMeHTiB, OinipyOiHy, anbOyMiHy CUPDOBATKM KPOBi, aHaJi3
Ha BUsBNIeHHs renatuty (A, B, C) a TakoxX peHTreHorpadiyHe 06CTexKeHHs OpraHiB rpygHol
KJTITKY 1 QyHKIIOHaIbHI HUPKOBI TeCTU. [Ipy HaIBHOCTI KITiHIYHUX ITOKa3aHb IpA3HaYaTH
IOCTIiIKEHHS 3 MEeTOI0 BUKJTIOYEHHS TyOepKy/Ibo3y Ta TenaTuTy. Y pasi mifgo3pu Ha
3axXBOPIOBaHHS JIeTeHb (HAIpUKIaL, iIHTepCTUllialbHa THEBMOHIS) CIIifl TPOBOLUTHU NTePeBipKy QyHKIIl
JIeTeHb, 0COBIMBO ¥ pa3i HasABHOCTI pe3y/IbTaTiB IMOMepeqHbo MTPOBENEeHUX aHali3iB.

3aeXHO Biff 103yBaHHA a00 3aCTOCOBAHOIO IIPOTOKOITY Teparllii, HeoOXifHO TPOBOOUTHI
PEryIsApHi IepeBipKU piBHA METOTPEKCaTy y CHPOBATIIL KPOBi, 30KpeMa IIifi Yac Ta Micla
Tepallii BUCOKMMU [03aM{ METOTPeKCcaTy (OuUB. TaKOX po3[in «Ilepemo3yBaHHI»).
KopuryBaHHS 1031 METOTPEKCATy Ta MPOBEAEHHS 3aXUCHOI Teparil fa€ 3MOTry 3Ha4HO
3HM3UTYU TOKCUYHICTh Ta MOTEHI[INHY CMEPTHICTh Ha (POHI JTiKyBaHHS METOTPEKCATOM.
[TamienTy, AKi CTpaXkKaalTh Ha IJIeBpajIbHUU BUIIIT, aCLIUT, AeTiapaTalito, 3HuxKeHHs pH
ceui, 06CTPYKIIil0 MITYHKOBO-KUIIKOBOT'O TPAKTY, IKAUM ITPOBOAUIIACH ITOMIEPENHS Tepallis
IIUCIIJIaTAHOM, ab0 MallieHTH 3 MOPYyIIeHHSIM (PYHKIIil HUPOK MalOTh IiABUIIEHUN PU3UK
30inbiIeHHs a00 MOBITBPHOTO 3HUXKEHHS PiBHIB METOTPEKCATY V CUPOBaTIli KpoBi. CTaH TaKux
TIAI[l€HTIB CIIiJl peTeJIbHO KOHTPOJIIOBATH.

Y mesiK¥X MallieHTiB MOXKJIMBE TaKOXK YIIOBiIbHEHE BUBENEHHS MeTOTpeKcaTy 0e3 BKa3aHUX
Bullle pu4uH. [IpoTarom 48 rogus micnis BBeAeHHS IpenapaTy BaXKJIMBO NIEPEBIPATH
KOHIIEHTpAIIil0 MeTOTPEKCaTY, OCKiIbKHY 11 30iNbIIIeHHS MOXKe TPU3BECTH OO0 HE0OOPOTHOI
TOKCUYHOCTI METOTPEKCaTYy.

IIpu BBefeHHI MeToTpeKcaTy B f03i moHaz 100 mr/m® IIIIT ciif IPOBOOMTH 3aXUCHY Tepalliio



Kasblito osiHaToM. 3ameXKHO Bifi [03X METOTPEKCaTy Ta TPUBaJIOCTi iHdy3il cif
3aCTOCOBYBaTH Pi3Hi 103U KaJibliio GomiHaTy A7 3aXUCTy HOPMaJIbHUX KJIITUH Bifl TOKCUYHOI
Iil MeTOTpeKcary.

HanexHy 3axyCHY Tepalliio KaJbliio (GOIiHaTOM CIIifl pO3MOYNHATHA NPOTATOM 42-48 ToguH
Iic/g BBeIeHHS MeToTpeKkcaTy. OTXKe, CIIii KOHTPOJIIOBATH PiBHI METOTPEKCaTy
ImoHalMeHIe yepes 24, 48 Ta 72 ropuH i, y pasi HeoOXimHOCTI TPOOBXKYBaTH
KOHTPOJIIOBATHU [JIs1 BU3HAUYEHHS TPHUBAJIOCTI 3aXMCHOI Tepallil Kanbllito QPoIiHaTOM.

[Tig yac Tepamil MeToTpeKcaToM HeoOXiTHO TPOBOAUTH ITOBHHUM aHali3 KPOBi 3
nudepeHIliaTbHUM aHali30M KPOBi, BKII0YA04H MigpaxyHOK TPOMOOITUTIB i IEMKOLUTIB
(mogHs ab0 IIOTHUXKHS).

ITo moyaTKy KOMOiHOBaHOI Teparii, BKII04alyu IPUoM METOTPEKCAaTy ¥ BUCOKHUX [103aX,
KiTbKiCTb JIEMKOIUTIB Ta TPOMOOLIMTIB OBMHHA OyTH BHIIE MiHiMaJbHUX 3HAYeHb, BKa3aHUX
y BifimoBimHOMY IIPOTOKOI NiKyBaHHsA (merikouuTH: Big 1000 mo 1500/mMK, TPOMOOIUTH: Bif
50000 mo 100000/MmK1).

MakcuManbHe 3HUKEHHS PiBHS LUPKYJIIOYUX JIEUKOLUTIB, TPaHyIONUTIB HEUTPOQITIiB Ta
TPOMOOITUTIB 3a3BUYail CIIOCTEPIraEThCS yepe3 5—13 OHIB Mmicst BHYTPIlTHEOBEHHOTO
BBeIeHHS METOTpeKcaTy ((peHOMeH PUKOLIETY BigMidaeThcs yepe3 14-28 guis). [HOmi
PEECTPYIOTH BA MaKCHMaJIbHUX 3HUXKEHHS PiBHSA JTEUMKOLUTIB Ta TPaHYIOIUTIB HEUTPODIIiB,
nepiue - yepes3 4-7 OHIB, a Ipyre - 4yepe3 12-21 geHs 3 momaabiuM (PeHOMEHOM PUKOIIETY.

PerynsipHo cIif mpoBOAUTH QYHKITIOHATbHI HUPKOBI Ta IEeYiHKOBI Mpo0u, a TaK0oXK aHari3
ceul.

[ToBigomnsny PO TPaH3UTOPHE MigBUINEHHSA PiBHIB TpaHCaMiHa3 (g0 2-3 pa3iB Bullle
BEPXHBOI MeXKi HOPMH) ¥ OesSKUX Malli€HTiB. Y pa3i CTIKKOro MiABUILIEHHS aKTUBHOCTI
e4iHKOBUX (hepMEeHTIB HeoOXigHO 3HMKYBATH H03U a00 MPUIKHATH TiKyBaHHS
METOTPEKCATOM.

[TpoOu Oonsi BU3HaYEeHHS aKTUBHOCTI (h)epPMEHTIB He [I03BOJISIOTh HAMIiMHO MPOTHO3yBaTH
MOPGOJIOTiYHi 3MiHM BHACJIiIAOK IrelaTOTOKCUYHOI'0 BIIMBY, TOOTO HABiTh IPU HOPMaIbHUX
piBHSAX TpaHCaMiHa3, HagBHUYU (HiOP0O3 MOKINBO BU3HAYUUTHU JIUIIIE 3@ Pe3yIbTaTaMu
ricTonoriyHoro aHami3dy, abo, piAile, HasgBHUY LKAPO3 MEYiHKHY.

Crnig KOHTPOJIOBATH PiBHI KpeaTUHiIHY, CEUOBHHHU Ta €JIEKTPOIIiTiB, 0COOIMBO MpHU
3aCTOCYBaHHI METOTPEKCATy Y BUCOKHUX [103aX, Ha 2-i Ta 3-i leHb AJIs1 BUABIEHHS OyIb-IKOT0
MOZKJIMBOTO IIOPYILIEHHS BUBEJeHHSI METOTPEeKCaTy Ha PaHHIU CcTafil.

fAKII10 € 03HaKU MOPYILIeHH (QYHKIII HUPOK (HampuKial BUpaXkeHi HebaxkaHi epeKTH
IIOTIEpPeNHbOI Teparil MeToTpekcaToM abo HEePOXiMHICTh CeYOBUX LINAXIB), HEOOXiTHO
BU3HAYUTH KIIipeHC KpeaTuHiHy. JIikyBaHHS METOTPEKCATOM y BUCOKMX H03aX CJIif
IIPOBOJUTH TiJIbKY, IKIIO PIBHI KpeaTUHIHY 3HaXOOAThCS B MeXaX HOPMHU.

fAK110 piBHI KpeaTuHiHy 30iNbIIYIOTHCS, HO3Y CIif 3MEHIIUTH. Y BUNAMKY IiIBUIEHHS BMICTy
KpeaTHHIHY B CUPOBATL] KPOBi [0 PiBHSA IIOHAL 2 MI/MJI IIOfAJIbIIy Teparlio i3 3aCTOCyBaHHAM
MEeTOTPeKCaTy IMPOBOAUTH He ciin. HeobximHO peTelbHO KOHTPOJIIOBATH CTAH IMAlli€HTIB, y



SKUX MOXKJIMBI IOPYIIEHHS (PYyHKIIil HUPOK (HallpUKJIaf, XBOPUX JITHBOTO BiKy). Lle 0co6n1mBo
BaXJIMBO y pa3i CynyTHLOI Teparil mpemnapaTaMi, 1110 3HUXKYIOTh EKCKPEIlil0 METOTpeKCary,
YUHSTH HECIIPUSATIIMBY [Iil0 Ha HUPKU (30KpeMa HeCTePOIgHi mpoTu3amabHi npenapaTi) abo
Ha CACTeMYy KPOBOTBOPEHHS.

[Tig yac npoBemeHHS iHQPY3il METOTPEKCATy CIIil KOHTPOIIOBATH CeKpellito cedi Ta pH ceui.
[ 3HUKEeHHS HUPKOBOI TOKCUYHOCTI Ta MOIepeXKeHHS PO3BUTKY HUPKOBOI HELOCTaTHOCTI
IIpY JIIKyBaHHI BUCOKUMU [03aMU MeTOTPEeKCaTy CJIi BHYTPIIIHEOBEHHO BBOLUTY NOCTATHIO
KIJIBKICTh PiIUHYU Ta miftyxKyBaTu ceuy (pH ceui = 7).

[Tomus ciim MpoBoOUTH 00CTEXKEHHS POTOBOI IIOPOXKHUHU Ta IoOpJia AJIST BUSBIEHHS 3MiH
CIU30BUX 000JIOHOK.

Cmig TpoBOAUTH PETEbHUYN KOHTPOJIb CTaHy MalliEeHTa y pa3i monepegHbol iIHTEHCUBHOL
IIPOMEHEBO1 Tepallii, MoripIIeHHs 3araJbHOr0 CTaHy, a TAKOX Y MiAJiTKiB a00 MmaIlieHTiB
JIITHBOT'O BiKY.

YacrTime cnip mepeBipsATH CTaH Ha MOYaTKY JiKyBaHHS, IPU KOpPeKIii no3u abo y pasi
MiOBUIIEHOT0 PU3UKY 30iNbIIEHHS PiBHS METOTPeKcaTy (HalpuKiiaf, JeTimpaTallis,
TOPYIIIeHHST QYHKIIII HUPOK, HOJATKOBI CYIMyTHi JTiKapChKi 3acobu a00 30inbIeHHS KiTbKOCTI
CYTyTHIX MiKapchKux 3aco6iB, TaKUX K HECTEPOIOHI IpOTU3amabHi 3acobn).

3aCTOCYBaHHA OiTAM

[Ipu 3acToCcyBaHHI METOTPEKCATY [AiTSAM Ta MifJIiTKaM CJIif JOTPHMYBaTUCh 00ePeKHOCTI Ta
BUKOPHCTOBYBATH BiIIOBifIHI CIlellialbHO po3po0ieHi A7 [AiTel IPOTOKOJIHU JTiKyBaHHS. Y
miTel 3 TOCTPUM NiMpO0OIaCTHUM IEMKO30M TsAKKa HEUPOTOKCUYHICTh MOXKE CIIOCTEPIiraTUCh
MiCJIst JIiKyBaHHSA MOMipHO BUCOKMMY fo3amu (1 r/m” ITIIT) meToTpekcaTy. Bil yacTo
PO3TIIHA€ETLCS SIK TeHepalli3oBaHu a00 0CepeIKOBUY emiIeNTUYHNM Hamnaf. Y
CHMIITOMAaTUYHUX XBOPUX IIPY OiarHOCTUYHIN Bidyasi3allii 3a3BUYal CIocTepiranach
nerikoeHIedanomnarisa Ta/abo MiKpoaHTionaTHYHa Kanbludikalis.

3acTOCyBaHHA MalliEHTaM JIITHBOI'O BIiKY

[Ipu nikyBaHHI MAIliEHTIB TITHLOTO BiKy HE0OXiflHa 0c0o0IMBa 00ePEeXKHICTh. 3a MallicHTaMu
CJIi[l peryJsipHO CIIOCTepiraTH i BUSABJIEHHS PaHHIX 03HAK TOKCUYHOCTI. K/iHiyHa
(dhapmMakoioria MeToTpeKcaTy y NallieHTiB JIiITHHOTO BiKy ITOBHICTIO HE BUBYEHA. [103y
MeTOTpPeKCaTy CJli KOpUT'yBaTH 3a/IezkHO Bifl cCTaHy (QYHKII1 HUPOK Ta mediHku. [[o3y ciif
3HM3UTHU 3BaXKal0uM Ha JIiTHiYU BiK. [I71 Malli€HTiB JIITHOTO BiKy (BiKOM Bif 55 pokiB) Oynu
po3pobieHi 4acTKOBO Moar(iKoBaHi MPOTOKOIY, HAIPUKIIaM, OIS JTiKyBaHHS TOCTPOTO
niMpo6macTHOTO NENKO3Y.

PenponykTiBHa GVHKIII

[ToBigoOMIISAIOCS, 110 METOTPEKCAT MOXKE CIPUYMHATU OJIIrOCIIEPMIit0, IOPYILLIEHHS
MEHCTPYaIbHOT0 ITUKJTy Ta aMEHOpEIO IIifl Yac Tepallil Ta MPOTATOM HETPHUBAJIOro Iepiogy
micyis il IpUNUHEHHS, 1110 MOXKe IIPU3BECTHU [0 IOPYIIEHHS PEePTUIBHOCTI, CIPUYUHAIOYN
IIOPYIIIEHHST OBOT'€HE3Y Ta CIiepMaToreHe3y IIifl yac jikyBaHHS. Lli ehekT € 000POTHUMU
IiCJIst MPUNIMHEHHS Tepallil MpernapaToM.



TepaTOreHHICTh - PEIPOOYKTUBHUYN PU3UK

MeToTpeKkcaT CIpu4YuHsSI€E eMOPiOTOKCUYHICTh, BUKUOHI Ta BHYTPIIIHbOYTPOOHI IAaTOJIOTii y
mopen. OTXKe, JTiKap Mae NONepeqUuTy KIiHOK PENPOAYKTUBHOIO BiKy PO MOXKIIUBUY BIIIUB
Ha PEeNpORyKTUBHY (DYHKIII0, BUKUIHI Ta BPOIXKEHI Bagy PO3BUTKY IJI0fa (OUB. PO3MLNT
«[Tobiyni peakuii»). 2KiHKM pPENPOAYKTUBHOTO BiKy MalOTh KOPUCTYBaTUCA eHEeKTUBHUMU
KOHTpPalLeNITUBHUMH 3ac00aMy y Tepiof MiKyBaHHS, a TAKOXK IMPOTATOM IIECTU MiCSIIiB MiCs
3aKiHYEeHHS Tepallil METOTPEKCATOM.

3aCTOCYBaHHSA Y0I0BiKaM

MeToTpeKkcaT MOXKe MPOSBISATYA T€HOTOKCUYHICTh. TOMY YOJIOBIKM MalOTh KOPUCTYBATUCS
e(eKTHBHUMHU KOHTPAIENITUBHUMU 3aco0aMy y Mepiofl JTiKyBaHHS, a TAKOXK IIPOTSATOM IIECTH
MICSIIiB IiC/S 3aKiHYeHHS Tepalil MeToTpeKcaToM. OCKiJIbKM METOTPEKCAT MOXKe IIPU3BECTHU
[0 CEepPHO3HOTO Ta MOTEHIIHHO HEOOOPOTHOTO MOPYIIEHHST CIIePMAaTOreHe3y, Y0JI0BiKaM CIIifl
PO3TISTHYTH MOXKJIMBICTh KPiIOKOHCEpPBAIlil CIIepMU [0 IMOYaTKYy Tepartil (IuB. po3min
«3aCcToCyBaHHS y Iepiof BariTHOCTiI ab0 romyBaHHS I'PYILI0»).

Po3uunu gng iHdy3il 3 KoHIleHTpallielo MeToTpekcaty 0,1 mMr/mn abo 3 Mr/mi, MPUTOTOBaHi
IIJISTXOM po3BefieHHsT MeToTpekcaty «Eb6ese» 0,9 % po3unHOM HaTpito xyopuny, 5 %
PO34rHOM I'1I0K03H, 10 % pO3urHOM IJIIOKO3H, @ TAaKOXK JIaKTaTHUM po34yurHOM PiHrepa, €
¢GisuyuHO i XiMigHO cTabiTbHUMU IIIOHAWMEHIIE MTPOTIroM 24 TOOuH y padi 30epiranug y
3axMILeHOMY Bifl CBiT/ia Micii npu TeMmmepaTypi 5 + 3 °C abo KiMHaTHiit TemnepaTypi (20-25
°C).

3 MiKp0oO0ioJIOTiuHOI TOUKM 30PY PO3YUH [ iH(Y3iit HeoOXimHO BBOOUTH OAPa3y XK ITiCIs
IIPUTOTYBaHHS.

Lle#t mikapceKui 3acib MicTUTh MeHIe HixX 1 MMoJb HaTpito (23 Mr) Ha (akoH, TOOTO, IO
CYTi, € TaKUM, 10 HE MICTUTH HATPILO.

[Iporpecyioya MynbTudOKaIbHA NelKOeHIIedanonaTis

[ToBimomIsiIOCS IPO BUINIaKHU IIPOTPECy0U0l MyIbTH(dOKaIbHOI etikoeHuedanonarii (ITMJI) y
IallleHTiB, SKi 3aCTOCOBYBa/M METOTPEKCAT, IePEBaXKHO B MOEAHAHHI 3 IHIIUMY iIMyHOCYIIPECUBHUMU
npenapaTtamu. [IMJI moxe matu ¢daTanbHi Hacmigku. e ciig BpaxoByBaTy Npu AU epeHLIinHIN
MiarHOCTHIN V TallieHTiB 3 iMyHOmedinuTOM, y IKUX 3adikcoBaHO MoripimeHHs abo mosiBa HOBUX
HEBPOJIOTIYHUX CUMIITOMIB.

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py0010.

KIiHKH PenpoayKTUBHOIO BiKY/ KOHTPALIEMNIid V KiHOK

B nepiopn nmikyBaHHSI METOTPEKCATOM KiHKaM He CIlif BariTHiTA. HeoOXigHO KOPHUCTYBaTUCS
epeKTUBHUMY KOHTPALEITUBHUMU 3aco0aMu y Tepiof TiKyBaHHS i IIIOHAUMEHIIIE TPOTATOM
6 MicAIiB micns 3aKiHYeHHS Tepalil MeToTpeKcaToM (OuB. po3ain «Oco6IuBOCTi
3aCTOCYyBaHHS»). [lepe[l MoYaTKOM JIiKyBaHHS XKiHOK PENPOAYKTUBHOTO BiKy HEOOXiTHO
IpOiH(GOPMYyBaTH PO PU3UK HETATUBHOIO BIJIMBY METOTPEKCATY Ha IJI[ Ta BUKITIOUUTHI



BariTHICTH LIJIIXOM BUKOPUCTAHHSA HaJIe’KHUX METO[IB, TAKUX K TECT Ha BariTHICTh. B
mepion iKyBaHHS TECTH Ha BariTHICTh HEOOXiMHO MPOBOAUTH 3a KITiHiYHOI MOTpebu
(mampukmap, micas O6yab-sIKoi TepepBu KoHTpameniril). 2KiHOK penpogyKTHBHOTO BiKY
HeoOXigHO KOHCY/IbTYBaTH ILIOMO0 MTONePeNKEeHHS Ta IJlaHyBaHHS BariTHOCTI. [Tapu mOBUHHI
IIPOKOHCYJIbTYBATUCA 3 JIIKapeM II0A40 CePMO3HUX PU3UKIB AJ1id IIJI0fa, SKILIO IIif Yyac
JIIKyBaHHS HACTa€ BariTHICTb.

KoHTpalieniriss y 40JI0BiKiB

HeMae gaHux 1070 BMiCTy MeTOTpeKcaTy y cruepmi. B mocmimkeHHSX Ha TBapuHax O0yio
BUSIBJIEHO T€HOTOKCHUYHICTh METOTPEKCATy, TOMY PU3UK I'eHOTOKCUYHOIO BIIJIUBY Ha
CIIepMaTo30i0u He Moxe OyTH IMOBHICTIO BUK/IIOUeHUN. OOMexXeHi KIiHiuHi qaHi He cBim4aTh
PO MigBUINEHUN PU3UK BaJ PO3BUTKY UM BUKUOHS IIiCIIS BIIJIUBY HEBEJIUKUX 03
MeTOTpekcaTy (MeHIIe 30 MI Ha TUK[eHb) Ha OpPraHi3M MallieHTa. [laHuX HegOCTaTHbO OIS
OLIIHKY PU3UKY BUHUKHEHHS Bajl PO3BUTKY UM BUKU[IHS ITiCJIsI BIIUBY OiNTbIIT BUCOKHUX [03.

4K 3anobikKHUM 3aXi, CeKCyallbHO aKTUBHUM IIaIliEHTaM 4Y0JI0BiuOi cTaTi abo ix mapTHepaM
PEKOMEHMYEThCSI KOPHUCTYBATHCS HaMIMHUMY KOHTPAIIEIITUBHUME 3aco0aMu y mepiof
JiKyBaHHS TMalliEHTa YOJI0Bi4Ol CTaTi i IOHaWMeHIIIe TPOTATOM 3 MiCSIIiB MiC/s 3aKiHYeHHS
Teparlii MeToTpekcaToM. YooBikaM He ciIif OyTH MOHOpPAMU CIIEPMU B IePiofl JTiKyBaHHS Ta
IIPOTATOM 3 MIiCSIIiB IiCyIsi MPUITMHEHHS 3aCTOCYBAHHS METOTPEKCATY.

BaritHicTb

3acToCyBaHHS METOTPeKCcaTy 3a HEOHKOJIOTIUYHUMY [0Ka3aHHSIMU B IIepiof BariTHOCTL
IIPOTUIIOKa3aHe (AuB. po3min «IIpoTunoka3aHHa»). AKIIO MallieHTKa BCe XK TaK{ 3aBariTHIE B
nepiof NiKyBaHHS MeTOTpPeKcaTOM abo MPOTIroM 6 MICAIIiB Mic/Isa 3aKiHYeHHS JTiKyBaHHS, 11
HeoOXigHO MPoiH(GOPMYyBaTH PO PU3KK HETaTUBHOTO BIIJIMBY METOTPEKCATY Ha . Takoxk
He0oOXiTHO TPOBOUTH YIbTPA3BYKOBI HOCTIIXKEHHS IJIS MigTBEPHAKEHHS HOPMabHOT0
PO3BUTKY IJIOTA.

B mocmimXeHHSX Ha TBapuHax OyJ10 BUSBIIEHO PEIPOIYKTUBHY TOKCUYHICTh METOTPEKCATY,
0Cc0o0IMBO B IIepIIOMY TpuMecTpi. Bysio BUSBIIeHO TEpaTOTeHHY [Iil0 METOTPEKCATy,
TIOBiMOMIISITIM TIPO JIeTaJbHUM HACIIIOK [JIS 7oA, BUKUHI Ta/abo BpomKeHi aHoMatil
(HampuKIag Bagy PO3BUTKY IHUIIbOBOl YaCTUHHU Yepella, CepleBO-CyIUHHOI CUCTEMH,
IIeHTPaJIbHOI HEPBOBOI CUCTEMHU Ta KiHITIBOK).

MeToTpeKkcaT € IMOTYKHUM TePaTOTeHOM [JIsl JIIOOWHY. Y pa3i BIJIUBY B MePiof BariTHOCTI
MEeTOTpPeKCaT IiABUIIY€E PU3UK BUHUKHEHHS CIIOHTAaHHUX BUKU[IHIB, 3aTPUMKH
BHYTPIITHLOYTPOOHOT'0 PO3BUTKY Ta BPOMXKEHUX Bajl PO3BUTKY.

CnoHTaHHI BUKUAHI Oynu 3apeecTpoBaHi y 42,5% BariTHUX, 5SIKi 3aCTOCOBYBaJIM HU3bKIi 03U
MeToTpeKkcaTy (MeHine 30 Mr Ha TUXKAEHb), IPOTU 22,5% y MallieHTOK, sIKi 3aCTOCOBYBAJIH iHIII
mpernaparTu.

3HauHi BpomaXeHi nedeKTu BUHUKAIN Y 6,6% KUBOHAPOIXKEHUX [iTel, MaTepi SKUX
3aCTOCOBYBaJIM HU3bKIi 103U METOTpPeKcaTy (MeHIle 30 MT Ha TUXK[EHb) B IIepiod BariTHOCTI, TPOTHU
npubnu3Ho 4% XKUBOHAPOMXKEHUX [iTel, MaTepi SKUX 3aCTOCOBYBAJIM iHII ITpemapaTH.



HepocTaTHBO JaHUX LIOJ0 3aCTOCYBaHHS B IIEPiOf BariTHOCTI METOTPEKCATY B f03aX IIOHAN
30 Mr Ha TUXKMEHb, ale 04YiKyeThCs OiNbII BUCOKHM PiBEHb CTIOHTAHHUX BUKU[IHIB Ta
BPOIXKEHUX Bajl PO3BUTKY. [Ipy nIpunrHEeHH] 3aCTOCYBaHHSI METOTPEKCATy A0 3a4aTTsd
IIOBIIOMJISJIYA IIPO HOPMAaJILHY BariTHICTb.

[Tpu 3acTOCYBaHHI 3a OHKOJIOTIYHMMHU ITOKA3aHHAMU METOTPEKCaT He CJIi BBOOUTHU B IIepiof
BariTHOCTI, 30KpeMa IIPOTATOM IIEPIIOr0 TPUMECTPY BariTHOCTI. Y KOXKHOMY KOHKPETHOMY
BUIIAAKY HeoOXigHO 3BaXKHUTH KOPUCTH Bifl JTIKyBaHHS Ta MOXKJIMBUM PU3UK [JIS IJIoAa. AKIIO
IIpernapaT 3aCTOCOBYIOThH B IePiof BariTHOCTI abo SKINO MaIlieHTKa, sIKa JTKYEThCS
MEeTOTPeKCaTOM, 3aBariTHie, ii HeoOXigHO ITPOiHGOPMYBaTH PO PU3UK HETATUBHOTO BILIUBY
MeTOTpeKcaTy Ha IIJIif.

['onyBaHHA TPYOOI0

OCKiTbKM METOTPEKCAT eKCKPETYETHCS ¥ TPYAHE MOJIOKO Ta MOXKe CIIPUYUHUTHA TOKCUYHUMN
BIIJIUB HA HEMOBJIAT, AKi mepeOyBaioTh Ha TPYAHOMY BUTONOBYBaHHI, METOTPEKCAT
IIPOTUIIOKA3aHUM B MEPiof roAyBaHHS IPYyOAlo (AuB. po3min «IIpoTumnoka3aHHa»). AKIIIO
3aCTOCYBaHHS IIpenapaTy B Iepion rogyBaHHS TPYAII0 € HeOOXimHUM, TOJyBaHHS TPYOII0
HeOoOXiTHO MPUNIMHUTHY IIepe[] IOYaTKOM Tepairii.

PenponykTuBHa QVHKIIIS

MeToTpeKcaT BIIMBA€ Ha CIIePMaTOTeHE3 i 00TeHe3 i MoXKe 3HUKYBaTU (PePTUITBHICTD.
[ToBigomusiny, 110 Y JIIOOEU MeTOTpPeKcaT MOXKe BUKJIMKATU OJIirOCIepMito, OPYyIIeHHS
MEHCTPYyaJIbHOT'0 LIUKJIy Ta aMeHopelo. B 6inbirocTi BumagkiB 11i e(peKTH BUSBISIOTHCS
000pPOTHUMHU IIiCJI IPUIUHEHHS Tepailil.

[Tpu 3acToCyBaHHI METOTPEKCATY 3@ OHKOJIOTIYHUMU ITOKa3aHHAMU XKiHKaM, SKi IIJIaHYIOTh
3aBariTHITH, PEKOMEHIOBAHO 3BEPTATHUCS M0 IEHTPIB TeHeTUYHOI'0 KOHCY/IbTYBaHHS, 0axXaHOo
I11e [0 MOYaTKYy Tepallil, a Y0JI0BiKaM CJIiff PO3TJISHYTH MOXKJIMBICTh KPiOKOHCEPBAallil CliepMu
[0 TTOYATKY Teparllii, OCKiTbK1 MeTOTPeKcaT ¥ BUCOKUX [103aX MOxkKe OyTH reHOTOKCUUHUM
(muB. po3min «OcoBIUBOCTiI 3aCTOCYBAHHS»).

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MeXaHi3Mamu.

[Tpu niKyBaHHI METOTPEKCaTOM MOXKYThb CIIOCTepiraTucs Taki nmobiuxi epekTu 3 60ky LIHC 5K
CTOMJTIOBAHICTb i CIIJTyTaHiCTh CBimoMocTi. MeToTpekcat «EGeBe» YMHUTE ca0Kuil abo MOMipHUN
HECIIPUATIUBUIM BIJIUB HA 30ATHICTh KepPyBaTH aBTOTPAHCIOPTOM a0 iHIIMMM MeXaHi3MaMu.

Cnocid 3acmocyeaHHsi ma do3u.

JIiKyBaHHA X80pUX HA pesMamoiOHUl apmpum ma ncopias.

JlikyBanHs1 MeToTpekcatoM «EGeBe» He0OXiqHO 3OiMiCHIOBATH IIil HATJISIOM JliKapsi-peBMarosora abo
IiepMaToJiora, a TakoXk TeparneBTa. [IpemapaT BBOAUTH MiALIKipHO, BHYTPIlTHEOM 5130B0 ab0



BHYTPIITHBOBEHHO.
ITo3u 015 dopocaux, X8opux HA peeMamoioHull apmpum

PexoMeHgoBaHa moyaTKoBa fgo3a - 7,5 MI MeTOTpeKcaTy 1 pa3 Ha TUXK[AeHb MigIIKipHO,
BHYTPIIIHEOM 5130B0 @00 BHYTPIIIHEOBEHHO.

3a3BUYail TEpaneBTUYHUN e(PEeKT IMPOSIBISETHCS Micsa 4-6 TUXHIB Tepartii. AKiro micns 6-8 TuxkHIB
JIiKyBaHHS O3HaK IOJIMIIeHHs, @ TaK0XK 03HaK TOKCUYHUX e(eKTiB HeEMAE, 103y MOXKHa IIOCTYIIOBO
30inpIIyBaTH Ha 2,5 MT Ha THXKJeHb. 3a3BUYal ollTUMalbHa TUXKHEBA J03a CTaHOBUTH 7,5-15 Mmr. He
CJIif TIepeBUIlyBaTU MaKCUMaJIbHy [03y 25 MI' Ha TUXKAEeHb. AKIO micisa 8 TUXKHIB JIiKyBaHHS y
MaKCHUMaJbHiN 103i epekTy HeMae, MeTOTPeKCcaT CJIifl BimMiHUTH. Y pa3i HoCcSATHEeHHS 0aKaHOT0
TepaleBTUYHOTO e(QeKTy JiKyBaHHS IPOAOBXKYBaTH y MiHIMaIbHO MOXKJIUBIiN e(peKTHUBHIN
migTpUMYyBabHil [03i. OnTHManbHa TPHUBAIICTh TEpallil METOTPEKCAaTOM IIOKH 10 He BU3HAUEHa,
OJHaK IOIepenHi JaHi cBifyaTh Ipo 30epexKeHHS T0YaTKOBOr0 e(eKTy MoHAUMEHIIIE IPOTSATOM 2
POKiB y pa3i IpogoBKeHHS MigTPUMYyI0Uol Teparil. [Tic/is NpunuHeHHS JTiKyBaHHS METOTPEKCaTOM
CHMIITOMH XBOPOOU MOXKYTh ITOBEPTATUCS Yepe3 3-6 THUKHIB.

[o3u 015 x8opux Ha ncopias i ncopiamuyHul apmpum.

PexomeHOyeThCSl IpOOHE TapeHTepaibHe BBefeHHsA 5-10 M MeToTpeKcaty 3a 1 TUXOeHb 40 MOYaTKy
Teparii 3 MeTo BUSIBIEHHS imiocuHKpa3iiiHux HebaxaHux epeKTiB. PeKoMeHIOBaHa II0YaTKOBa 103a
- 7,5 Mr MeToTpekcarty 1 pa3 Ha TUXKAEHb MiAMKIPHO, BHYTPIIIHHOM s130B0 a00 BHYTPIIIHHOBEHHO.
o3y MOXKHa IIOCTYIIOBO 30i/bIIyBaTH, OMHAK HE CIIi[l TepeBUIIyBaTH MaKCUMalbHy TUXHEBY 103y 30
MI' METOTPeKcaTy. 3a3BHuall TepaneBTUUHUMN eDeKT MPOSABISETHCS MPUOIU3HO MiCIA 2-6 TUXKHIB
Teparil. Y pasi gocsirHeHHs 0aXKaHOT0 TepaleBTUYHOTO e(DeKTy JiKyBaHHS NIPONOBXKYBaTH Y
MiHIiMaIbHO MOXKJIUBIY e(peKTUBHIY MigTPUMyBaJIbHIN HO3i.

03VBAHHA I OiTel BikoM 0o 16 pPoKiB, gKi cTpazKOaloTh Ha DONiapTPUTHI GOPMHU I0BEHITbHOTO
igionaTUYHOTO aPTPUTY.

PexoMeHoBaHa 1n03a CTaHOBUTH 10-15 Mr/m* TIOBEPXHi Tiya/TuXKmeHb. Y pa3i HegOCTaTHLOI [ii
THKHEBY 103y MOXHa 301IbmuTH 70 20 MI/M’ IOBEPXHI Ti/la/THKIEHb.

[Ipu 10BEHIIBHOMY iiOIAaTUYHOMY apTPUTI IIpenapaT 3aCTOCOBYBATH TUIBKU BHYTPIIIHLEOM I30BO,
OCKiJIbKM HeMa€ JOCTaTHIX JaHUX LIO0N0 MigIKIPHOr0 Ta BHYTPIIIHHOBEHHOI'0 3aCTOCYBAHHS AiTSAM.

TpuBamicTs Ta croci6 3acTocyBaHHS.

MeTtoTpekcaT «EOeBe» y monepeqHb0 3allOBHEHUX MITIPUIAaX MPUAATHUMN [JIs CaMOBBEIEHHS
nalieHToM. Y bOMY BUIIAAKy PEKOMEHAYETHCS TPOBEIeHHS iHCTPYKTaxKy 3 O0KY JiKaps.

[ToKpOKOBa iHCTPYKILIiA OIS MOMKIPHUX iH' €KIIN



Kpok 1

BuiiHATH BKIafeHy YIIaKOBKY, 1[0 MiCTUTh IIOIIEPETHLO
3al0BHEHUH IITIPHUI] i YITAKOBKY 3 TOIKOIO.

BigkpuTy ynakoBKYy 3i IIIIPHUIIOM, IIOTSATHYBIIHN 3a KYTOBUM
KjamnaH. BUMHATH OoNepeIHbO 3aIIOBHEHUH IITIPUII.

3HIMITh Cipull TyMOBUY KOBIAYOK, IOKPUTHU IIaCTUKOM, 3i
IIIPHUIa, He TOPKAIOYNUCh OTBOPY NMONEPEeIHLO HAIOBHEHOT'O IIIIPHUIla
(OuBIiTHCS MAJIIOHOK 1).

I

MamtoHoKk 1

Kpoxk 2

[TomicTuTH IMIIPHXI] Ha3ald B YIAKOBKY. 2KOBTHUM PO3YMH HE 3MOXKE
BUTEKTH.

[TepeBipTe eTUKETKY IIJTaCTUKOBOTO PyTaApa, SKUM MICTUThH
ronky. ETukeTka Mae O6yTH HENOMIKOIXKEeHOI0 (MUBITHCA MaTIOHOK 2)

I

MasoHOK 2

Kpok 3

3HIMITh KOBITQYOK IJTaCTUKOBOT'O PyTisgpa I'OJIKH, TOBEPHYBIIH
1Or0 Ta MOTATHYBIIU. [JUBITHCS MaIOHOK 3.1

O6epeXHO HAKPYTIiTh TOJIKY Pa30M i3 IJIaCTUKOBUM QYTISIPOM Ha
LIITPULL [0 YIIOPY. [IUBITECSA MAJOHOK 3.2

I

Kpoxk 4
: BubepiTs micte iH'ekIrii B 061aCTi KUBOTa
abo CTEeroH i MPOTPIiTh #OT0 TAMIIOHOM, 3MOYEHUM CIIpPTOM. He
TOpKauTecs 1iei obmacTi mepeq in’ekieo (muB. Mamonku 4.1 1 4.2).

E E

Kpoxk 5
. 3HATH YIIAaKOBKY 3 TOJIKK. BifKmacTu 110
YIaKOBKY.

He crmig TopKaTUCS CTEPUIIBHOI TOJIKH.
fAKio e cTaHEThCS, 3BEPHYTUCS [0 JiKaps abo IpoBi3opa I0[0
3aminu ronku. CTUCHYTH LIKipy IBOMa MabIIMU, 1100 yTBOPUIIACS
IIKipHAa CKJIafika, 1 BBECTU T'OJIKY Y CKJIafKy MalKe BepPTUKAJbHO.

[=]
Kpok 6
: BBecTu ronky ImOBHICTIO y CKIIafKy LIKIpH.
[ToTiM MOBiINMBHO MITOBXATH MOPIIEHb BHU3 i BBECTU BCIO PiAUHY Tif
LIKIpY.

Kpok 7

O06epekHO BUMHATH TOJIKY i IPOMOKHYTH Miclle iH’ekIil TamnonoMm. He
TEePTH, OCKINIbKY Ile MOXKe BUKJIMKATHU ITOApa3HeHHS y MicIi iH’eK1Iil.

=]



[[To6 yHUKHYTH OyOb-IKUX TPABM, CJIiJl yTUIi3yBaTh BUKOPUCTAHI IITTPUITH, TIOTIEPEIHBO
3aKPHUBIIY BUKOPUCTAHY TOJIKY.

Jlikap BUpilly€e MUTaHHS IIOAO 3arajibHOI TPUBAJIOCTI JIIKYBaHHS.

[Tpu nepexomi Bif mepopanbHOro O0 MapeHTepaJbHOT0 3aCTOCYBaHHS MOXKe BUHUKHYTH rmoTpeda y
3HUKEHHI N031 Yyepe3 Pi3Hy 6i0g0CTyIHICTh METOTPEKCATY MicIis IepopPaIbHOTO 3aCTOCYBaHHS.

MoxnuBUM € fomaBaHHS (DOIIEBOI KUCIOTH 3TiTHO 3 IOTOYHUMU TePAleBTUYHUMY KEeDiBHUIITBAMU.
JIlixyeaHHA nayieHmis i3 nopyweHHAMU (PYHKUII HUPOK.

MeTtoTpekcaT «EOeBe» He00XimHO 3 00epeXKHiCTIO IpU3HAYaTH NallieHTaM i3 IOPyIeHHAME (YHKILI
HUPOK. [103y KOPUTYBATU 3aJIe’KHO Bifl KJIipEeHCY KpeaTUHIHY (IIpu KilipeHCi > 50 MJI/XB 3HUXKYBATU
mo3y HeMae notpebu, mpu KiipeHci 20-50 My/xB 03y 3HUKYBaT Ha 50 %, a mpu KiipeHci < 20 mi1/xB
MEeTOTpEeKCaT He CJIif TpU3HadaTH).

JIikyeaHHA nayieHmis 3 NOpyweHHAMU PYHKUII NeviHKU.

MeTtoTpekcaT «EGeBe» He0OXimHO 3 BEIMKOI0 00ePexKHICTIO MpU3HaYaTH (SKIIO 1ie KOHYe MOTPiOHO)
nalieHTaM 3i 3HAUHUMU IOPYIIeHHIMYU QYHKIIII meviHKy (HassBHUMH YU B aHaMHe3i, 0C00IUBO
CIIPUYMHEHUMH 37I0BXKHBaHHSM aJIKOT0ojieM). MeToTpeKcaT He MOXKHa 3aCTOCOBYBaTH IIPU PiBHI
6inmipy06iny 85,5 MKMOB/I.

JIikyBaHHA nauieHmis AimHb020 BiK)Y.

OcCkinbKY 3 BiKOM IOTipUIyETHCS (PYHKITS MEYiHKM Ta HAPOK, a TAaKOXK 3HUKYIOTLCA Pe3epBU (PoyaTis,
MoKe O6yTH OOUiITbHUM 3HUXKEHHS 03 IJIS Malli€HTiB TITHHOTO BiKY.

Himu.

PekomeHparii 11oq0 3aCTOCYBaHHS OiTSIM HaBegeHo Y po3mini «CrmociO 3aCToCyBaHHS Ta HO3U».

Ilepedo3yeanHns.

[licnspeecTpaliHui TOCBIA 3aCTOCYBaHHSI METOTPEKCATy CBIIUUTH IIPO Te, LI0 BUIIaAKKU
IIepeno3yBaHHS MEeTOTPeKCaTy BifMidasucs K IIiC/Is IepopasibHOro, Tak i micusa
BHYTPIIIHLOBEHHOT'0, BHYTPIIITHHOM 130BOT'0 @00 iHTpaTeKalIbHOTO BBEIeHHS. TaK0K
IIOBiOMJISJIOCS PO BUIIaAKHU IIePef03yBaHHs [IPU [IOMUIIKOBOMY IIEPOpPaIbHOMY IIPUKXOMI
MEeTOTpPeKCaTy IOIHS 3aMicTh 1 pa3y Ha THXMOEeHb (y BUIJISAI 3arajibHOI M03u a00 y BUTISA/I
OEKiNbKOX OKPEMHUX [103).

Cumnmomu nepedo3ysaHHs. I1icis mepopanbHOTo a60 BHYTPIIHEOBEHHOT'O BBEIEHHS
CIIOCTePIramThCs IIepeBaKHO CUMIITOMY, [10B’s13aHi 3 IPUTHIYEHHAM CUCTEMHU KPOBOTBOPEHHS Ta
TpaBHOI cucTeMu. CUMIITOMaMH € JIEHKOITUTOIIeHisT, TPOMOOIIUTOIIEHisI, aHEMisl, TaHIIUTOIeHis,
HEUTPOIEHisl, MyKO3UT, CTOMATUT, BUPa3KOBe YpakKeHHS CIIM30BUX 000JIOHOK POTOBOI IIOPOKHUHH,
HynoTa, 6J110BaHHS, BUPA3KOBE ypaXKeHHS IITYHKOBO-KHIITKOBOTO TPAKTY Ta IIJTyHKOBO-KUILIKOBI



KPOBOTEUi. Y esSKuX MallieHTiB 03HAKHU Mepefo3yBaHHs MOXYTh OYTH BiICYyTHI. € MOBiIOMIIEHHS IIPO
JleTabHUM HACJIiAOK OJ1s MalliEHTiB BHACIIOK CEIICUCY, CEITUYHOIO II0OKY, HUPKOBOI HEIOCTATHOCTI
Ta allJIaCTUYHOI aHeMil.

Y pazi nepemo3yBaHHs IMiC/s iHTPATEKANbHOTO BBeIeHHS 3a3BU4all BUHUKAIOTh CUMIITOMH 3 OOKY
LITHC, a came ronoBuuit 06ib, HymoTa Ta 6/10BaHHS, cygoMu ab0 Hammafy Ta rocTpa TOKCUYHA
eHiedanonarTiia. B geskux BUIIagKax CUMITOMM He CIIOCTepPiranuch. B iHIMX BUlagKax
epeno3yBaHHS IIiC/IS iHTPaTeKaJlbHOTO BBEEHHS MaJjio JieTaJbHUN HACIIIOK; ITOBIAOMIISAIOCH IIPO
MO3KOBY I'PUXKY Ta 30i/IbllIeHHS TUCKY CIMHHOMO3KOBOI PiAWHMY, 5K i IPO TOCTPY TOKCUYHY
eHnedamonarizo.

Ipopinakmuka nepedosysarHts. IIpu BBeIeHHI METOTpeKCcaTy B f03i moxap 100 mr/ m* IIIIT, Tepamito
HeoOXigHO CYIIPOBOMKYBAaTH BBEOEHHSIM Kallbllil0 QOIiaHTy.

JIikysaHHA npu nepedo3ysaHHi. CrienupiyHUM aHTUAOTOM METOTPEKCATy € KasblIlito ¢osiHaT. Bin
HelTpanidye mobiuyHi TOKCUYHI ehpeKTH MeTOTpPeKCcary.

JIikyBaHHSI CUMIITOMIB iHTOKCHKAIIil TPX OIPHUOMi METOTPEKCATy YV HM3bKUX 03aX (OKpeMa
mo3a < 100 mr/m® IIIIT), 1m0 MoXKHa DOSCHUTH NedilluTOM TeTparinpodomieBoi KUCIOTH.

Cnip HeraitHO BBeCTH 6-12 MT Kablliio ¢GomiHaTy BHYTPIITHEOBEHHO ab60 BHYTPIITHEOM 130BO
3 HaCTYITHMM BBEE€HHSM aHaJIO0Ti9HOl KiTbKOCTi KabIlifo QoJIiHaTy KiflbKa pa3iB
(mmonakMeHIIe 4 pa3u) 3 iHTepBanoM 3-6 roguH. binbi geTanbHy iHMOPMAIIio IPo
IHTEHCUBHY TepaIlito Kaiblito (oIiHaTOM y pa3i CIIOBIIbHEHOT'0 BUBEIEHHS METOTPEKCATY
IIiJ Yac JiKyBaHHA METOTPEKCATOM Y IIOMIPDHO BUCOKMX Ta BUCOKMX [03axX AUB. Y CIeliabHIiN
JiTepaTypi.

YuM goBIIMY iHTEepBal 4acy MiX BBeeHHSIM METOTPeKcaTy i KasnbIliio GojiHaTy, TUM HAXKYa
e(eKTHBHICTD Kasbliio ¢GosiHaTy. [I79 BU3HaUYeHHS ONTHMAaJIbHOl 03U Ta TPUBAJIOCTI
BBEIEHHS KaJbIlifo (POJIiHATY CIIii KOHTPOJIIOBATH CUPOBATKOBI PiBHI METOTpPEKCATY.

[Tpu 3HAYHOMY Nepefo3yBaHHI HeoOXigHa TigpaTalis Ta MiATyXKyBaHHS cedi OIS onepenXKeHHs
BUIIAJaHHS B 0Caj METOTPeKcaTy Ta/abo 1oro MeTaboJIiTiB y HUPKOBUX KaHaIbLAX. AKIIO0
IHTOKCHKallisl COpUYMHEHa AyXKe MMOBIIbHIM BUBEJEHHIM (3BepPTaTH yBary Ha piBeHb METOTPEKCATy B
CHPOBATII KPOBi!), HaIpHKajl, BHACIIIOK TOCTPOi HUPKOBOI HEIOCTATHOCTI, CJIiJl TPOBECTH
reMopiani3 Ta/abo remonepdysiio. 3abe3neynuTy epeKTUBHUM KITipEHC METOTPEKCATy MOXKHA IUISTX0M
IHTEHCUBHOTO IHTEPMITYIOYOr0 reMofiani3dy 3 BAKOPUCTAHHAM [iajli3aTopiB i3 BUCOKOK IIPOHUKHICTIO
(«high-flux»). 3Buuaiiaui reMofiani3 i IepUTOHeaNbHUN [iajli3 He MOKPAIIyl0Th BUBEIEeHHS
MeTOTpPEKCaTy.

BumapkoBe nepeno3yBaHHS IIPU iHTpaTeKalbHOMY BBEIEHHI MOXKe BUMAaraTy BXKUTTS iHTEHCUBHUX
CHCTEMHUX 3aXO[iB: CHCTEMHE, HeiHTpaTeKanbHe! BBeIeHHS Kaslbllil0 QOJIiHATy ¥ BUCOKUX [03aX,
TYKHUU Aiypes i MBUAKAN IpeHaX CIIMHHOMO3KOBOI PifUHU Ta BEHTPUKYIonioMbanbHa mepdy3is.

ITo6iuni peakuii.

YacToTa i TAXKKIiCTh TOOIYHUX peakililf, SIK IPaBuUiio, 3ajiexkaTh Biff 403U, CII0co0y 3aCTOCYBaHHSA Ta
TPUBAJIOCTI TiKyBaHHS MeToTpeKcaToM. OCKiTbKM TSKKi M06iuHi peakilil MOXyTbh BUHUKATH HaBiTh
IIPU HU3bKIiN 1031 i Ha Oy#b-sIKOMY eTami Teparlii, HeoOXiIHUN PETyIApHUM i YaCTUN KOHTPOJIb 3 6OKY
nikaps. BinbiicTs moGivyHUX peakiriit € 000pOTHUMY IIpH 1X BUSBIIEHHI Ha paHHiU cTafil. OgHak



IesKi 3 TAKKUAX MO0IYHUX peakIliii, Ha3BaHUX HUXK4Ye, MOXKYTh B IyKe PiAKICHUX BUIagKax
IIPU3BECTHU [I0 PAlTOBOIO JIETaJIbHOTO HACIIKY.

[Tpy BUHUKHEHHI MOOIYHUX peakliiit C/Iif 3MEHIIUTH 03y, SKIIO I1e He0OXiTHO, 3a/Ie3KHO Bif TSKKOCTI
Ta iIHTEHCUBHOCTI, a60 MPUIIMHUTH TEpPaIlilo i BXUTH HaJIeXKHUX 3aXO0HiB (OUB. PO3MiN
«ITepemo3yBaHH»). AKIO JTiKyBaHHA METOTPEKCATOM IIOHOBIIOETHCS, UOTO CIIifi IPOAOBXKYBaTH 3
00epexkHiCTIO, 32 YMOBH PETEJIbHOI OLIiHKY He0OXiMHOCTI Teparil Ta migBUIEHO0I MUIBHOCTI 00
MOZKJIMBOT'O PELUOUBY TOKCUYHOTO BILJIABY.

Mienocympecis i 3amaneHHs CIU30B0I 000JIOHKH, SK IIPABUIIO, € 030 IIMITyIOUMMHU TOKCUUHUMU
edexTamu. X TAKKICTD 3a1e3KUTh Bif| 7034, CIIOCOOY i TPUBAIOCTI 32CTOCYBaHHS METOTPEKCATY.
3ananeHHs CIX30BOi 000JIOHKY BUHUKA€E IPUOIN3HO Yepe3 3-7 OHIB Mic/ig 3aCTOCYBaHHSA
MEeTOTPEKCaTy, JIEMKOIEHis i TPOMOOLMTONEHIST BUHUKAE Yepe3 5-13 OHiB micns 3acToCyBaHHS
MeToTpeKcaTy. Mienocymnpecis i 3ananeHHs clI130B01 000JIOHKK 3a3BUYal MUHAIOTh MPOTSTroM 14
[HIB y MALli€HTIB 3 HEIIOPYIIEHUMU MeXaHi3MaMy BUBEIeHHS.

Haituacrime moBigoMsiiu mMpo Taki mobiuHi peakiii Sk TPOMOOILIUTOIEHsI, TeHKOIEeHist, CTOMATHT,
6inb y XKMBOTi, aHOpPEKCisl, HyoTa i 6/10BaHHS, 3aMajeHHs Ta BUPAa3KHU CIM30B01 000JIOHKH
ITOPOXKHUHY POTa Ta ropia (0CoOIMBO MPOTATOM Iepmiux 24-48 roguH micis BBeIeHHS
MEeTOTpeKCaTy), MiIBUILIeHHS PiBHIB eYiHKOBUX (epMeHTIB Ta OinipybiHy, 3HUKEHHS KITipeHCY
KpeaTuHiHy, BTOMa Ta He3[qyxkaHHs. BUpa3ku cIm30B01 000JI0HKY IMTOPOXKHKUHY POTa 3a3BUYall €
MIEPILIVMU KIIIHIYHUMYU 03HaKaMU TOKCUYHOCTI.

3Ha4YeHHS 4aCTOTY BU3HAUYEHI 3 BUKOPHUCTAHHSIM TaKUX YMOB: AyxKe 4acto (> 1/10), gacto (>
1/100, < 1/10), mewacto (> 1/1000, < 1/100), pigxo (> 1/10000, < 1/1000), gyxe pigko (<
1/10000), yacToTa HeBimoMa (He MoxkKe OyTH OlliHeHa 3a HasSiBHUMHU JaHUMHU).

[Hpexkuii ma iHeasii: 4aCTO - OMepi3younil Nullal; HeYacTo - OMOPTYHICTUYHI iH(peKil, gKi
MOXKYTb OYTH JIeTAIbHUMH; PiTKO - CEIICUC (BKJIOYAIOYH JIeTallbHi HACMTiIKK); OyXKe PigKo -
HOKapAio3, riCToIa3mMo3, KpUIITOKOKOBUY MIKO3, TellaTUT, CIPUYUHEHUH BipyCOM IIPOCTOr0
repriecy, po3cisiHe ypaKeHHS BipyCOM IIPOCTOTO TepIiecy, IIUTOMEeTranoBipyCHi iH(peKIil
(BK/II0Yal04YX ITHEBMOHI0), THEBMOHIsI, CIpUYKHEHA BipycoM pneumocystis jirovecii. YactoTta
HeBigoMa: THEBMOHIs, peaKTHBallisl renatuty B, 3aroctpesHs rematuty C.

IlobposKicHi, 3105KicHI ma HecheuugpiyHi HoBoyMBOpeHHs (BKAKUAOYU Kicmu ma noainu): He4acTo
- 3JI04KICHI HOBOYTBOPEHHS; [yKe PiIKO - CUHOPOM JIi3UCY IyXJIUHU.

3 boky cucmemMu Kpo8OMBOPEHHS ma AimpamuyHoi cucmemu: OyKe 4acTo - JIeHKOTeHis,
TPOMOOLUTOIIEHIS; 4aCTO - aHEMis, TAHIUTOIEHis, Mi€JIOCYTIpecis, arpaHyJIOIUTO3; PidKO -
Merano0acTHa aHeMisT; JyXKe PigKo - amIaCTUYHA aHeMist, e03uHOoDisiss, HeUTPoIeHis,

niMmbapeHomnaTis (4acTkoBo 000poTHA) Ta JiMdomnporidhepaTHBHI po3nangy (4YacTKOBO 000POTHi).

3 6oky iMmyHHOT cucmemu: HEYaCTO - aJlepriyHi peakilil, aHa(ilaKTUYHUN IIOK, TPOTIaCHUIS,
iMyHOCYyIIpecis; oyzxKe pigko - rimoramarioOysiHemis.

ITopyweHHs 06MiHY peuoB8uH i xapuyBaHHs: HEYACTO - IIYKPOBUH fiaberT.
ITcuxiyHi po3snadu: HeYaCTO - Jelpecis; PiAKo - KONMMBaHHSA HACTPOI0, MUHYIII PO3JIafil YyTIUBOCTI.

3 60Ky Hepeosoi cucmemu: OyxKe 4acTo - TOJIOBHUY 6ifib, 3aI1aMOPOYEHHST; YaCTO -BTOMa, COHJIUBICTH,
napecTesil; He4acTo - CygoMH, eHIleanomnaris/nerikoennedanonaris (y pa3i napeHTepaabHOT0



3aCTOCYBaHHS), reMinapes, CIIyTaHICTh CBIIOMOCTI; PiiKO - mape3, po3/1aAy MOBJIEHHS, BKIYal04u
nu3apTpito i adaziro, mienonaris (micns moMOanbHOTO 3aCTOCYBAHHS); AyKe PiIKO - He3BUYalHe
KpaHiaJbHe CEHCOpPHEe CIIPUUHSATTS, MiacTeHis1, Oinb y KiHIiBKaxX, MOPYIIEHHS CMaKy, TOCTPHUM
ACeNTUYHWI MEHIHTIT 3 MEeHIHTi3MOM; YaCTOTa HEBiOMa - HEHPOTOKCUYHICTh, aPAaXHOIMHUT,
naparnieris, CTyIop, aTakcis, meMeH1is, 30iIbIIeHHs TUCKY CIIMHHOMO3KOBOI PigUHH MicIs
iHTpaTeKaabHOTO BBEIEHHS.

BryTpimHbOBEHHE BBEIEHHSI METOTPEKCATy TaKOXK MOKe IIPU3BECTH [0 FOCTPOTO eHIedariTy i
roCTpoOI eHlledanomnarii 3 T1eTaTbHUM HaCITiTKOM.

3 60Ky op2aHie 30py: Y4aCTO - KOH'IOHKTHUBIT; PigKO - MOPYIIEHHS 30pY (3aTyMaHEeHHS 30Dy,
IIOMYTHIHHS 30pYy), BaXKKa U301 HEBiOMOI eTiooril; fyxKe pigko - nepiopOiTanbHuil HaOPSIK,
6nmedapurt, cmpo30Teda i CBiTIOO0S3Hb, MUHYIIA CIIINIOTa, BTPaTa 30py.

3 60Ky cepus: myxe pifko - TepeKapauT, eKCyOaTUBHUN MEpUKapPAUT, TaMIIOHa[a MMOPOXKHUHU
nepuKapaa, MepuKapaur.

3 60Ky cy0uHHOI cucmemu: He4acCTO - BaCKYJIiT, ajlepriyHuii BacKyJIiT; PifiKo - apTepianbHa
rinoTensis, TpomOoeMO0IiUHi SBUINA (BKITI0Ya0UK apTepianbHui TpoM003, TpoM603 CyOuH
TOJIOBHOTO MO3KY, TpoM0O0(ebiT, TpoM603 ri1ubOoKuX BeH, TPOMOO3 BeH CiTKiBKHU i IeTeHEBY
eM0o71i10).

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyoHoi KAimKu i cepe0oCmiHHA: Oy¥XKe 4acTo - Kalllellb,
YacTo - JIeTeHeBl yCKIIafHeHHs Ha OCHOBI iHTePCTULIIaIbHOTO ITHEBMOHITY, aJIbBEOJIITY, sIKi MOXKYThb
MaTH JieTalbHUM HACTiMOK (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»); He4acCTo - JiereHeBui Gpibpos,
TIJIEBPUT, PidKO - papuHTiT, 3yIIMHKA IUXaHHS, TereHeBa eMOOIis; OyXKe PiAKo - XpoHiuHe
iHTepcTunianbHe 06CTPYKTUBHE 3aXBOPIOBaHHS JIeTe€Hb, aCTMOMOAIOHI peakilii 3 KalijeM, 3aiUIIKOI0
Ta MATOJIOTiYHUM Pe3y/IbTaTOM TECTY JeTeHeBol (PyHKIIii, THEBMOLMCTHA ITHEBMOHIS; YacTOTa
HeBifmoMa - 6inb y TpyAsx, TilnoKCis, TereHeBa aabBeoIsipHa KPOBOTeda (MOBiIOMIISIETLCS TIPU
3aCTOCYBaHHI METOTPEKCATy 3a PEBMaTUYHUMH Ta [10B’I3aHUMU ITOKa3aHHSIMU).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY: MyKe 4aCTO - CTOMATHT, 6ifib ¥ JKMBOTi, aHOPEKCist, HyI0Ta,
OmoBaHHS, miapes (0COOIMBO MPOTATOM Iepiux 24-48 roguH Iiciisg BBeJeHHS METOTPEKCaTy);
HeYacTo - [IIYHKOBO-KUIIIKOBI BUPa3Ky 1 KPOBOTEYi, IAHKPEATUT; PIKO - EHTEPUT, TIHTIBIT, MeJIeHa;
IyKe PifKo - KpuBaBe OJIIOBAHHS; YaCTOTA HeBifoMa - HeiH(QEeKI[INHNY TePUTOHIT, TOKCUIHUN
MEerakoJIOH, mepdopariis TOBCTOI KUIIIKH, I'TTOCHUT.

3 6oky aco8408UBIOHUX WAAXIB: TyXKe YacTo - 30iIbIIeHHST aKTUBHOCTI MediHKoBUX GepmeHTiB (AJIT
(GPT), ACT (GOT)), nyxHoi ¢ocdartasu Ta 6inipybiHy; HEYACTO - T€IIaTOTOKCUYHICTh, JKUPOBI
IIePEeTBOPEHHS MeYiHKU, XPOHIYHUY HiOP03 MeUiHKY i ITMP03 NeYiHKY, 3HUXKEHHS CHPOBAaTKOBOTO
anb0yMiHy; PifKO - TOCTPHY TelaTUT; OyXKe PiAKO - TOHOBIEHHS XPOHIUHOT0 TeTaTUTy, TOCTPUHI
HEKPO3 [IeYiHKHU, TOCTPe 3aXBOPIOBAHHS IIE€YiHKY, I€YiHKOBA HEOCTATHICTG.

3 60Ky wKipu ma niOwKipHoi Hcupo.oi kaimkoguHu: OyXKe 4acCTo - aJIOlellis, 4acTo - eK3aHTeMa,
epuTeMa, cBepbix, CBITIOUYT/IUBICTh, BUPA3KU Ha IIKipPi; HEYacTO - TSAKKi TOKCHYHI IPOSIBHU:
repneTUYHUY WKIpHUY BUcUll, CUHOPOM CTiBeHca-[[:)KOHCOHA, TOKCUYHUM ellifepMaJIbHUU HEeKPOJli3
(cunppowm Jlalienna), KpOIUB THKA, TOCUIEHHS IMirMeHTallil MmKipy, Hogy1bo3, 60JTicHi epoaii
1Icopia3y, MOPYIIeHHs 3arO€EHHS PaH; PiAKO - akHe, BUPA3KH IKipH, CHHIIi, epuTeMa, 00JTicHi epoail
1Icopia3y, MOCUIEHHS MirMeHTallil HirTiB, OHixomi3uc, 36imbIIeHHS PEBMAaTUYHUX BY3JIiB; AyKe PimKo -
GypYHKYIbO3, TelleaHTieKTa3isl, rocTpa MapaHiXid; YacToTa HeBigoMa - MIKipHi peakiiii, 110
CYIIPOBOIKYIOThCSI €03uHOMiniel0 Ta cuctemMuumu nposieamu (DRESS), nepmatur.



3 60Ky cKkesnemHo-M’ 5130801 cucmemu i CnoAyYHOI MKAHUHU: HEYACTO - apTpaJris/mianris,
OCTEOIIOPO03; PIAKO - IIepesioM y 3B'3KYy 3 HallPyKEHHSIM; YaCTOTa HeBiloMa - OCTEOHEKPO3
meseny (BTOPUHHUY 00 TiMGonposiepaTUBHUX PO3JIafiB), M’ I30Bi CIa3MH.

3 60Ky HUPOK ma ce4oBuBiOHUX WAAXi8: TyXKe YacTo - 3HUKEHHS KIIipeHCY KpeaTUHiHY; He4acTo -
Ts2KKa HedpomnaTis, HIPKOBa HENOCTATHICTh, IIUCTUT 3 BUPA3KOI0, IIOPYIIEHHS CEYOBUITyCKaHHS,
OU3ypisi, onirypisi, aHypis; pifko - rinepypukeMmis, migBUIeHHS KOHIIEHTpPAllil CEHOBUHMU i KpeaTUHIHY
B CHpOBATIi KPOBi, a30TeMisl; JyXKe pifKo - reMaTypis, IpoTeiHypid.

BaeimHicmb, nicasano10208ull nepio0 ma nepuHamasbHi CMaHu: He4acTo - BPOAKEHi Bagu IJI04a;
pimko - abopT; myxKe PigKo - IeTanbHUM HACTIMOK IS II0/a.

3 6oky penpodykmueHoi cucmemMu ma MO/A0YHUX 3d/103: HEYACTO - BaTiHalbHI BUPA3KH Ta
3anajieHHs; PigKo - MUHYIIA OJIroCcIepMis; OyKe pPiAKo - IOPYIIEeHHS 0BOreHe3y/ CliepMaToreHesy,
iMmmoTen1is, 6e3mnigns, BTpaTa n1ibimo, BUAiIIEHHS 3 MMiXBY, IOPYIIeHHS MEHCTPYaIbHOTO ITUKITY,
po3nagy LMKIy, TIHEKOMACTisd; YacTOTa HeBifoMa - epeKTUJIbHA JUCPYHKIIIS.

3aezanbHi nOpyweHHA ma 3MiHU 8 Micui 88e0eHHA: OYXKe YaCTO - BUCHAXKEHHS, He30yKaHH;
HeYacTo - IipeKcis, IIpYU BHYTPIMIHBOM 130BOMY BBEI€HHI METOTPEKCATy MOXKIIUBI MiCLIeBl
nobiuHi peakil (BiguyTTs nedinHsa) abo yIKoaxKeHHS (popMyBaHHS CTEPUIBHOTO abclecy,
PYUWHYBaHHS XKUPOBOI TKAaHUHU) ¥ MiClli BBeIeHHS; [yXkKe PigKo - 03HOO.

ITobiuHi peakuii npu iHMpamexaabHOMY 3ACMOCYBAHHI Memompekcamy

TokcuuHicTh gs LTHC, MoxkvBa micyis iIHTpaTeKaJIbHOT0 3aCTOCYBaHHS METOTPEKCaTy, MOXKe
IIPOSABIIATUCS [10-Pi3HOMY:

- TOCTPUM XiMiYHUM apaxXHOIAUT (3amaneHHs MaByTUHHOI 000JIOHKM), SKUM IIPOSIBIIIETLCS Yepes
TOJIOBHUY 0iflb, IOPCAITiio, PUTINHICTE MOTUIUYHUX M’SI3iB i TPOIACHUIIIO;

- migrocTpa Mienomnaris, 0 XapaKTepU3yEeThCS, HAllPUKIIal, Ilapalape3oM/Iapal’erieio (3a
y4acTio OTHOTO a0 [IeKiTbKOX KOPiHIIiB CIMHHOTO HEPBA);

- XpOHiYHa JIeMKOoeHIedasnonaris, Ka IPOSBIAETHCS Yepe3 CIUTyTaHICTh CBiOMOCTI, APaTiBIUBICTh,
COHJIUBICTB, aTaKCilo, JeMeHIio, cygomu i komy. Lle orpyernsa LIHC Moxe mporpecyBaTu gati i
IIPU3BECTH [0 JIETAJIbHOTO HACIIKY.

[cHyIOTE NiATBEPIXKEHHS TOTO, 10 CYIIyTHE YepellHe ONPOMIHEeHHS Ta IHTpaTeKaJlbHe 3aCTOCYBaHHSA
MeTOTpeKcaTy 30i/bIIye 4acToTy neKkoeHnedamonarii. ITicns iHTpaTeKanbHOTO BBEAEHHS
METOTpPeKCaTy CJIif] peTelbHO IIePeBipaTH IallieHTa 040 MOXK/INBUX 03HAaK HEMPOTOKCUYHOCTI
(mompa3HeHHST MO3KOBUX 000JI0HOK, MUHYLIUYM ab0 MMOCTiMHUM Maparsiy, eHmnedanonaris).

[HTpaTeKkanbHe i BHYTPIIHLOBEHHE BBEIEHHSI METOTPEKCATy TaK0XK MOXKe IIPU3BECTU 10 TOCTPOTO
eHnedarity i roctpoi eHiedanonarili 3 1eTaIbHUM HACTiIKOM.

Bynu noBimoMIeHHS PO MAIiEHTIB 3 TePUBEHTPUKYIIPHOIO NiMpoMmoio ITHC, y AKuxX BUHUKAaTa
MO3KOBa I'puxKa IiCs iIHTpaTeKalbHOI'0 3aCTOCYBaHHSA METOTPEKCATy.

ITobiyHi peakuyii npu BHyMpIiWHLOM’ 13080MY 3dCMOCYBAHHI Memompexkcamy

[Tpu BHYTPILIHEOM S130BOMY 3aCTOCYBaHHI METOTPEKCATY MOXKJIUBI MicueBi mobiuHi peakiii (BiguyTTs
nevinHg) abo yurkomxkeHHs (GopMyBaHHS CTEPUIIBHOTO abcliecy, pyHHYBaHHS XKHUPOBOI TKAHUHU) Y
Miclli BBeIeHHS.



Tepmin npudamHocmi. 2 POKH.

YMmoBH 30epirannsi.
30epiraTy B OpUTiHaNbHIN yIAKOBIIi IpK TeMIiepaTypi He Buire 25 °C.

30epiraTy y HeMOCTYIIHOMY [JIs MiTeH MiCIIi.

HecymicHicme.

OCKinbKY [OCTiIKEeHHST CyMICHOCTI He TPOBOIUIIY, 11eH JIiKapChbKuM 3acib He MOXKHa 3MIlTyBaTH 3
iHIITUMM JTIKapCbKUMM 3aCO0aMH.

YnakoBka.

ITo 0,75 mm (7,5 mr), mo 1 mn (10 mr), mo 1,5 mi (15 mr), mo 2 mn (20 mr) y nmonepegHso
3anoBHeHoMY mmmnpuiii. ITo 1 abo mo 5 monepeaHbO 3aTIOBHEHUX IITIPUIIIB Y KAPTOHHIN
KOpoO11i pa3oM 3i CTePHUIbHOIO iH EKITINHOIO I'OJIKOIO Ta CEPBETKAMH.

Kareropis Bignycky.

3a pelemnToM.

BupoOHHUK.

(8i0noeidasvHul 3a 8unyck cepiu)

EBEBE ®apma I'ec.m.6.X. Hpr. KI'

abo

OAPEBA YHTepax I'M0X

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajfipeca Micls MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

Monpzeemrpacce 11, 4866 YuTepax am ATTep3ee, ABCTpis



IHCTPYKLIA
II7IT MEJUYHOTO 3aCTOCYBAHHS JTiKapChKOT0 3aco0y

METOTPEKCAT «EBEBE»



(METHOTREXAT «EBEWE»)

Cknao:
ditoua pevosuHa: methotrexate;
1 M1 po3uuHy MicTUTh 10 MI' MeTOTpEKCaTy;

0ONOMIdiCHI peyoBUHU: HATPilO XJIOPU, HATPilo TiAPOKCHU, BOMa OIS iH'€KITIH.

JIlikapcbka dopma. Po3uuH 11 iH'eKIIin.

OcHoBHi (i3uko-xiMiuHi 81acmuBocmi: IPO30PUM KOBTUM PO3UHUH.

®apMakoTepaneBTHUYHA I'pyna.
AHTHHeoITacTUYHI 3aco0u. AHTUMeTabo0iTH. CTPYKTYPHI aHamoru GposiieBol KUCIIOTH.

Kong ATX LO1B AO01.

Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

MeToTpekcaT € aHTaroHiCTOM (DOTiEBOI KUCTIOTH Ta HaJlEKUTh 0 IUTOTOKCUYHUX 3ac0o0iB Kiacy
antuMeTabonitiB. Bin gie mig yac S-a3u KIITUHHOTO IUKITY i KOHKYPEHTHO iHTi6ye dpepmMeHT
purigpodonaTtpenykra3y, 3anobiraloyy TakKuM YMHOM BiIHOBJIEHHIO gurigpodonaTy mo
TeTparigpodonary, 1mo € HeobximHuM s cuHTe3y HK Ta pemmikartril KmiTuH. AKTUBHO
nposidepyodi TKaHUHHY, TaKi IK 37I05KiCHI YTBOPEeHHS, KICTKOBUY MO30K, (eTasbHi KJIiITUHY, CIU30Ba
000JI0HKA POTOBOI IOPOXKHUHMY i KUIIEYHUKY, KIITUHYU CEY0BOT0 MiXypa, 3a3BU4ai OiNbIl YyTIUBi 1O
MeToTpekcaTy. OCKibKY MBUAKICTH Mpostidepalii 37105KICHUX TKaHWH IIBUAIIA 38 HOPMY,
METOTpPeKCaT MOXKe MOPYIIyBaTH 1X PO3BUTOK, He 3aBAal04y HE0OOPOTHOI IIKOY 3M0POBUM
TKaHUHAaM.

MexaHi3M [ii MeTOTpeKCcaTy IPU PEBMATOITHOMY apTPUTI OCTaTOYHO He BCTAHOBJIEHUM, MOXKIIMBO, BiH
BIIJIBA€E Ha iIMyHHI QYHKIIIL.

[Tpu ncopia3i WBUAKICTE perutikalil emiTemiaTbHUX KITiTHH Y MKipi HabaraTo Builla 3a HOpMYy. LIs
Pi3HUIS y MIBUOKOCTI Ipoidepaliil € migcTaBoo AJIs 3aCTOCyBaHHS METOTPEKCATY HJIg KOHTPOJIO
[ICOPiaTUYHOI0 IIPOLIECY.

dapmaxkoKiHemuxka.

[Tpubnusno 50 % MeToTpeKcaTy 3B’sI3y€eThCst 3 Oimkamu mma3Mu KpoBi. ITicnst po3mnopinenHs
METOTpeKCcaT HaKOIUYY€EThCSA IIepeBaXHO y IeyYiHlli, HUPKaXxX Ta CeJIe3iHIll Yy BUTJIAAl [OJIirIyTaMarTiB,
SKI MOXKYTb YTPUMYBATUCS IPOTATOM TUXKHIB Ta MicALiB. [Ipu 3acTOCyBaHH] y HU3bKUX 038X B



1epe0OpocHiHaabHy PiguHYy NPOHUKAE MiHiManbHa KibKiCTh METOTPeKcaTy. TepMiHaIbHUM IIEPion
HalliBBUBEJEHHS METOTPEKCATy Bapiloe y MIMPOKUX Mexkax (3-17 roguH) i B cepegHbOMY CTaHOBUTH
6-7 ropuH. Y mali€HTiB i3 TPEThOI0 KAMEPOIO PO3MOMiNy (MIJIeBpaJbHUM BUIIOTOM, aCLIUTOM) IIEPIOf
HalliBBUBEJIeHHSI METOTPeKcaTy Moxe OyTu fo 4 pa3iB OinbuIuM.

[Tpubnusno 10 % mpuiHSATOI 103U MeTabomi3yeThes y neyuinir. ['omoBHUM MeTaboTiTOM
METOTpeKCaTy € 7-TiIpOKCUMETOTpeKCaT.

MeToTpeKcaT eKCKPETYETHCS MEePeBaXKHO Y HE3MiHEHOMY BUTJIAAI HUPKaMU (IIIgXoM (inbTpatiil y
KJIy004YKax i aKkTUBHOI CeKpellil y TPOKCHMaIbHUX KaHabIISIX).

[Tpubnusno 5-20 % MeToTpekcarty i 1-5 % 7-rimpoKcuMeTOTpeKcaTy BUBOAATHCS 3 XK0BUI0. HasBHA
BHpaXkeHa eHTeporenaTAyHa PelupKyJ/alis MeTOTPeKCarTy.

Y nanieHTiB i3 mopymeHHIMU QYHKIII HUPOK BUBEOEHHS METOTPEKCaTy BimOyBa€ETHCS 3HAYHO
noBiNbHilIe. HeBimoMo, Yi BIIMBAIOTh MOPYIIEHHS QYHKIIII Ie4YiHKY Ha BUBE[IeHHS METOTPEKCATy.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

Jlixapcekuit 3aci6 MeTtorpekcat «EGeBe», po3unH gjis in’ekuiit 10 Mr/Mi 3aCTOCOBYETLCS TS
JIIKyBaHHS JOPOCJINUX, Ta OiTeX BIKOM Bif 3 POKIB.

Jlikapcekuii 3aci6 MeTorpekcar «EGeBe» y Hu3bKHX (pa3oBa fo3a < 100 mMr/m’mosepxsi Tina [III1T])
Ta CepemHLO-BUCOKHX A03ax (pa3osa mo3a 100-1000 mr/m [TII1T]) npu3sHadeHuii 15 TiKyBaHHS
TAKUX OHKOJIOTiYHUX 3aXBOPIOBaHb:

3/105KicHI mpogobaacmuyHi nyxauHu (0obposaKicHa 2ecmaujitina mpogpobaacmuyHa xeopoba,
XOpioKapuuHoMma):

- sIK MOHOXIMiOoTeparisa s XIiHOK I'PYyIU HU3bKOI0 PUSUKY;
- B KoMOiHa1ii 3 iHITMMU ITUTOCTaTUYHUME 3aC00aMu [JIS XKiHOK T'PYIIH BUCOKOT'0 PU3UKY;
pax Mo/04HOI 3a.a103U:

- B KoMOiHallii 3 iHIIUMY IUTOCTaTUYHUMHU 3acoOaMu {7 afi TOBaHTHOI Teparil mics pe3ekirii
nyxJauHU a00 MacTeKTOMii Ta [JIs majiaTUBHOTO JTiKyBaHHS Ha IMi3Hi# cTafil;

pax 20408u ma wui:
- 71 IaliaTUBHOI MOHOTepalii Ha cTaflil MeTacTa3yBaHHS a0 y pasi peluiuBy;
HexX00JCKIHCbKa AiMpoma:

- IJIS TiKyBaHHST HEXOMXKKIHCHKOI TiM¢p oMU TPOMiKHOT0 a60 BUCOKOT'0 CTYIEHS 3JI0SIKICHOCTI B
KoMOiHaIlil 3 iHITUMY IIUTOCTaTUYHUMH 3aC00aMU;

2ocmputl aimpobaacmHutl aetliko3:

- B PaMKaXx KOMIIJIEKCHUX ITPOTOKOJIIB Teparii B KoMOiHaIlil 3 iHIUMY IUTOCTaTUYHUMU



3acobaMu, 1S MigTPUMYIOUOl Teparil B Iepiof CTaHOBNIEHHS peMicil i Ang npodinakTuku Ta Teparil
KapLUXHOMATO3HOI'0 MEHIHTITY.

Jlikapcwekuii 3acib MetoTpekcaT «EGeBe» y BUCOKUX Ho3aX (pa3oBa mo3a >1000 mr/m” III1T)
IpU3HaYEeHUU OIS IiKyBaHHS TaKKMX OHKOJIOTIYHUX 3aXBOPIOBAHb:

*  HeXOOXKiHCBhKa JiMpoMa, gKa IepeBaxHO JIOKaIi3yeThCS B OiNSAHIIL IleHTPaabHOI HEPBOBOIL
CHCTeMH, 0 IPOMEHEeBO1 Teparil;

*  rocTpuii niMpobracTHUN TEeNKO03;
. npodinakTUKa Ta Tepalisd KapIuHOMATO3HOI'0 MEHIHTITY.

Takox MeTtoTpekcat «E6GeBe», po3uuH ms iH’ekiii 10 Mr/mMi1 moka3aHuM IPU HACTYITHUX
3aXBOPIOBAHHSX:

. JIikyBaHHSI peBMAaTOIAHOTO apTPUTY.

. JIikyBaHHS 1copia3y, 0co6IKMBO IOUIMPEHOI0 IICOPiasy, MOMIMPEHOT0 IYCTYIL03HOT0 IIcopiasy,
IICOPiaTUYHOTO apTPUTy abo ICcopiaTUYHUX YpaxKeHb HIrTiB.

IIpomunoka3saHnus.
linepuyyTnuBicTh MO MeTOTPeKcaTy abo [0 iHIIUX KOMIIOHEHTIB IIperapary.
TsxKi, rocTpi abo xpoHiuHi iHdekil (Hanmpukan, Ty0epKynpo3 abo BIJI).
CToMaTHUT, BUPa3KU CIIM30BOI 000JIOHKK POTOBOI IOPOKHUHY a00 TPABHOTO TPAKTY.

3axBOPIOBAHHS MEYiHKYM BHACIINOK XPOHIYHOTO 37I0BXKMBAHHS aJIKOTojieM abo iHIm XpoHiuHi
3axBOPIOBaHHS NeYiHKy (OuB. po3fin «Crocid 3acToCcyBaHHS Ta JO3U»).

[TeyiHKOBa HeOCTATHICTH (OuB. po3fin «Crocib 3acToCyBaHHS Ta HO3U»).

[MTopymenHst PyHKIII HUPOK (KiTipeHc KpeaTuHiny < 50 Mi/xB, muB. po3ain «Cnocib 3acTocyBaHHS
Ta OO3|»).

HasiBHi mopy1ieHHs 3 60Ky CHCTeMU KPOBOTBOPEHHS (30KpeMa Tilmoria3is KiCTKOBOTO MO3KY,
JIeMKOIeHis, TpoMOOLIUTOIEHisT a0 BUpaXkKeHa aHEMis).

ImyHOZEdIUT.
3710BXUBAHHS aIKOTOJIEM.
[TopyienHs 3 60Ky CUCTEMHU KPOBi B aHAMHe3i.

[Tepiom BariTHOCTI, SKIIIO HEMAE KUTTEBO BaXKJIMBOT'O ITOKA3aHHS, ab0 TOMyBaHHS TPYIOIO (OUB.
po3[in «3acTOoCyBaHHS y Iepiof BariTHOCTI abo romyBaHHS TPYILIO»).

BaxkinHaris XUBUMH BaKIIMHAMH y r[epiou JIiKYBaHHH METOTPEKCATOM.



0Oco00 1uei 3axodu 6e3nexu.

[Tpu MaHinynALiAX i3 mpemnapaToM HeOOXiTHO TOTPUMYBATHCS IIPABUJI IIOBOJXKEHHS 3
IIUTOTOKCUYHUMU pedoBUHaMU. HeoOXimqHO BXKUBATU 3aXO0[iB (KOPUCTYBATUCS 3aXUCHUMU
PyKaBHYKaMH Ta OKyJiSpaMu) [Jis 3amo0iraHHs momafgaHHI0 PO3YMHIB METOTPEKCcaTy Ha IIKipy i
cnu30Bi 000710HKH. FKIIO IIpemnaparT yce X TaKy MOTPaIKB Ha IIKipy abo cl1u30Bi 060I0HKY, YpaxKeHy
OUISHKY CJIif HeTalHO IPOMUTH BEJIMKOIO KiJIBKICTIO BOOU. [1711 yCyHEeHHS TUMYaCOBOI0 BiIUyTTs
IIeYiHHS MOXHA KOPUCTYBATUCS IIOM’ SIKIITyBaJIbHUM KPEMOM 11 PYK. [Ipy HagBHOCTI 3arpo3u
abcop01il BeMKOI KiTbKOCTI METOTPEK ATy, He3alekXHo Bif miaxy adcop6buii, HeoOxifHe NTiKyBaHHS
i3 3aCTOCYBaHHAM JIEMKOBOPUHY. BariTHUM MeIUYHUM IIpalliBHUKAM He MOXKHa IIpaloBaTu 3
IIpernapaToM.

3aJIUIIKY IIperapaTy i BCl iIHCTPYMEHTH Ta MaTepiaiy, siKi BAKOPUCTOBYBAJIUCS [JIS IPUTOTyBaHHS
po3uuHy A iHdy3il i BBeeHHS NpenapaTy, HeoOXiIHO 3HUIIYBATH 3TiJHO 3 3aTBEPKEHOIO
IIPOLIeIyPOI0 YTUIIi3allil BifX0MiB IUTOTOKCUYHUX PEYOBHH.

Y pasi am0y/1aTOpHOTO 3aCTOCYBaHHS He CIIi[l BUJIMBATH 3aJIUIIKK IIpelapaTy B KaHaJi3allio abo
BUKHUATH iX 3 IHIIIMMH BigXogaMHu.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

3aCcTOCyBaHHS OKUCY a3omy («38ece/1A14020 2a3y») MOXKe IIOCUJIIOBAaTH BIJIUB METOTPEKCATy Ha
MeTaboiyHe mepeTBOPeHHS (HOTi€eBOl KMCIIOTH, HACTIIAKOM 4YOT0 € TSKKe Ta HEIIPOTHO30BaHe
IpPUTHiYeHHS (PYHKIIiM KiCTKOBOTO MO3KY, CTOMaTUT Ta HEMPOTOKCUYHICTh IIPU iHTpaTeKaIbHOMY
BBefleHHi. [ 3HMKEeHHS iHTEHCUBHOCTI TaKUX SBUIL HeoOXimHe BBefeHHs (OJIiHaATy Kasbllilo;
OJHOYACHOT'0 3aCTOCYBaHHSI METOTPEKCATY CJIi[l yHUKATH.

L-acnapaeiHa3a Ma€ aHTarOHICTUYHUY BIIJIUB Ha METOTPEKCAT NIPU 1X CyIyTHEOMY BBELEHHI.

Xsopobomooupikyroui anmupesmamuyHi npenapamu (XMAPIT) ma HecmepoiOHi npomu3andabHi
3acobu (HII33) He cifm 3aCTOCOBYBATH [0 Ta IIif Yac JIiKyBaHHS METOTPEKCATOM Y BUCOKHUX I03aX.
CynyTHe 3acTtocyBaHHS neBHuX HII33 Ta MeTOTpeKcaTy y BUCOKUX H03aX IPU3BOAUIIO OO IMigBUILEHUX
Ta CTIMKHUX PiBHIB METOTpPEKCaTy B CHPOBATI[i KPOBi, 110 iHOMI MPU3BOAMUIIO OO JIeTaIbHUX HACIIgKIB y
pe3yibTaTi TIKKOI reMaToIoTiyHo]l (IpUTrHiYeHHS KiCTKOBOT'O MO3KY Ta alljlacTU4YHa aHeMis) Ta
IIJTyHKOBO-KUIIIKOBOI TOKCUYHOCTI.

3a pe3ynbTaTamu fgocuigxens, HI133, y T.4. caminunoBa KUCI0Ta, EMOHCTPYIOTh 3HUXKEHHS
KaHaJIbIIeBOI CEKpeIlil METOTPEKCATY Ta MOXKJIIKUBE 30ibIIEHHS TOKCUYHOCTI BHACIOOK MiIBUIEHHS
piBHA MeToTpeKcaTy. Takum yuHoM, HII33 Ta MeTOTpeKcaT B HU3LKHUX [03aX CJIifi 3aCTOCOBYBaTHU 3
obepexHicTio. [Ipy HasSIBHOCTI TakKuX (AKTOPiB PU3UKY, SIK MOPYIIeHHS GYHKIII HUPOK (HaBiTh y
BUIMagKax T'PaHUYHUX 3HaUeHb), CyyTHE 3acTocyBaHHA HII33 He peKOMeHAyEeThCS.

[TigBUIleHY TOKCUYHICTh METOTPEKCATY HE BUBYAJIU, IIPA OOQHOYACHOMY 3acToCyBaHHI 3 XMAPII
(HamIpuKJIaf COJISIMM 30JI0Ta, IEHIIMIaMiHOM, TiIPOKCUXJIOPOXiHOM, CyNib(acana3uHoM,
a3aTiONpPHUHOM, IUKJIOCIIOPUHOM), TOMY HE CIIi[l BUKJII0UaTU BUHUKHEHHS TOKCUYHUX e(EKTiB.

IH2i6imopu npomoHHoi nomnu. IIpu ogHOYACHOMY 3aCTOCYBaHHI METOTpeKcaTy Ta iHTribiTopiB
IIPOTOHHOI IIOMITH (HAIIPHUKJIIaM, OMENpa3oily, MaHTOIPa30Jy abo JTaHCOIPa30yIy) MOXK/INBE 3HUKEHHS
abo 3aTpuUMKa HAPKOBOTO KJIipEHCY METOTPEKCaTy i BiAMOBIAHO J0 HEIPSAMOTO MiABUIIEHHS
KOHIIEHTpAllil mpenaparty y mna3Mi. Criig 3a MOXKIUBOCTI YHUKATH OMHOYACHOTO 3aCTOCYBaHHS
iHri6iTOPiB MPOTOHHOI MOMIY 3 METOTPEKCATOM Y BUCOKUX 03aX. Lli mpemapaTu cnif 3 06epexkHiCTIO



3aCTOCOBYBATH MalieHTaM 3 HHUPKOBOIO HEeIO0CTaTHICTIO.

Pu3uK remaTOTOKCUYHOI il METOTPEKCATY 3POCTa€E y pa3i peryasapHOro BXKUBaHHS d/1K020.110 abo
CYIYTHBOTO IPUUMAaHHS iHIIINX 2eNamMomoKCU4YHUX npenapamie, HapuKiaj a3aTioNpuHY,
nmedIyHOMIiy, PETUHOIIIB Ta Cynbdacana3uHy. 3a CTaHOM IAlli€eHTiB, AKi TPUUMAIOTh iHIII
renaTOTOKCHYHI ITpenapaTy, CJIif peTelbHO crocTepiratu. Ilig yac niKyBaHHSA METOTPEKCaTOM
BXKMBaHHS aJIKOTOJII0 CJIi[l YHUKATH.

Yepes BUTICHEHHSI METOTPEKCATY 3i 3B’sI3KiB 3 albOyMiHOM CHPOBATKH KPOBi TakKi JTiKapchKi 3acobu,
SIK NoxiOHi amidonipuHy, napaamiHobeH30lHa Kucsioma, bapbimypamu, dokcopybiyuH,
npomu3sanioHi 3acobu 015 nepopasabHO20 3acMOCy8aHHA, peHinbymasoH, peHimoiH, npobeHeyuo,
caniyuaamu, cyabpoHamiou, mempauukaiHu, mpaHkeiaizamopu, CyAb(OoHIACeU08UHU, NEHIUUAIHU,
NPUCMUHAMIUUH MA XA0pAMpeHiKo1, MOXKYTh MIBUITYBATH Oi0HOCTYIHICTE METOTPEKCATY
(omocepenkoBaHe 30ibIIEHHS 1031), BHACIIIIOK YOTO MiBUIIYETHCS TOKCUYHICTh METOTPEKCATY.
Tomy peTenbHUN KOHTPOJIb 3a NalliEHTaMK TaK0XK HeOOXimHUM IIPU CYNyTHbOMY 3aCTOCYBaHHI IIUX
3aco0iB 3 METOTPEKCATOM.

Taki mikapcheki 3acobu, Ik napaamiHobeH3oliHa kucaoma, HII33, npobeHeuud, casiyusamu,
cyab(poHamiou Ta iHII €a1ab6Ki Op2aHiyHi KUC/A0MU, MOXKYTh CIIPUYMHIOBATH 3HUKEHHST KaHAJIbIIEBO1
ceKpetiii i3 moanbIINM MigBUIIEHHSIM TOKCUYHOCTI METOTPEKCaTy, 0COOJIMBO ¥ HU3bKUX f03aX. ToMy
peTeNnbHUN KOHTPOJIb 3a MalliEHTaMU TaK0XkK HeOOXimHUM IIPU CYIMyTHbOMY 3aCTOCYBaHHI 1IMX 3ac00iB 3
METOTPEKCaTOM.

ITeHiyuaiHu ma cyavpoHamiou y TOOOUHOKUX BUAMIafKaX MOXKYTh 3HUXKYBaTH HUPKOBUM KJTipEHC
MeTOTpeKCaTy, BHACIIIIOK YOro MOXKe IMiABULIYBATUCh UOT0 KOHIIEHTpAaLllisl y CUPOBATI KPOBi Ta
IIOCHIIOBATHACh TOKCUYHA [Iig Ha CUCTEMY KPOBOTBOPEHHS i MIyHKOBO-KUIKOBUY TPAKT.

I[TunpogpaokcayuH TaKOXK 3HUXKYE KaHaIbIEBY CEKPELlil0 y HUPKaX, TOMY 3aCTOCOBYBaTH
MEeTOTPeKCaT 3 IIUM aHTHOIOTHKOM IMOTPIOHO ITifl peTeTbHUM HATISIOM.

ITepopaavHi ahmubiomuku. AHTUOGIOTUKY IJIs1 IEPOPAIbHOT'0 3aCTOCYBAHHS (30KpeMa TeTPaIUKIIiHH,
xjiopaM¢eHikon Ta aHTUOI0TUKY IKUPOKOT0 CIIEKTPa Aii, 110 He aBcopOyI0ThCS) MOKYTh BIIJIUBATH Ha
eHTeporenaTAYHYy IUPKYJIALiI0 BHACTIIOK iHTi0OyBaHHSA MiKpoGhIopy KUIIeYHUKY ab0 IpPUTHiYeHHS
OakTepiasbHOTO MeTaboIi3My.

ITpenapamu, AKi 0itomb HecnpuAmMAUB0 HA Kicmkosull Mo30k. IIpu CymyTHill Teparil nmpenapaTamu,
SIKi MOXKYTb CIPUYMHATH 106IUHI e(eKTH Ha KiCTKOBUY MO30K (HallpXKiaz, IOXifHi aMiHOMipuauHy,
xjiopaMdeHikon, peHiTOIH, mipuMeTaMiH, CynbdaHiTaMigy, TPUMETOIPUM/CyIbpaMeTaKC0307I,
IIUTOCTATUKH), CJIifl BpDaXOBYBaTH MOKJIUBICTh PO3BUTKY Oi/bIl BUPaXKEHUX reMaTOJIOTiYHUX
OPYILIEHb (Y IOOOUHOKUX BUIIaKaX - TOCTPOI MaHUUTOIEHil).

ITpenapamu, aki cnpuuuHamb degivum ¢posamis. Ilpu cynyTHIiN Teparil IpenapaTaMy, SKi
CIIPUYMHSIOTH AediluT QomnaTiB (Hanpuknag, cyabhoHaMigaMu,
TPUMETOIIPUMOM/CyIb(PaMeTOKCa30I0M), TOKCAYHA il MEeTOTPeKCaTy MOXKe IIOCUITIOBATHUCS.
Ocob6nuBa 00epeXHICTh TAaKOXK He0oOXigHa Mpu JIiKyBaHHI NallieHTiB 3 HagBHUM fedinuToM domieBoi
KICJIOTH B OpraHi3Mi. | HaBak#, CyImyTHiM IpuiioM (OJIieBOI KUCIIOTH, & TaKOXK BiTaMiHHUX
Ipemnaparis, 10 MicTsATh GoJieBy KucnoTy abo ii moxigHi, Moxe 3HUXKYBaTH e(PeKTUBHICTH Teparii
METOTPEKCaTOM.

Xoua mpu KoMOiHOBaHOMY 3aCTOCYBaHHI 3 Cy/1b(hacana3uHoM Oisi METOTPEKCaTy MOXKe
IOTEHIIII0BATUCS BHACIINOK IPUTHIYEHHS CUHTE3Y (POJIiEBOI KUCIIOTH CyNbdacana3suHoM (y
pe3ybTaTi Y0T0 MOXKe 3pOCTaTHU YacToTa MobiuHuxX eeKTiB), OOHAK Iif Yac AeKiTbKOX KIiHIYHUX



OOCHImXKeHb TakKi e(l)eKTI/I CHOCTepil"aJII/ICH JInIIie y MOOOWMHOKHNX BUIIaJKaX.

MeToTpeKkcaT MOXKe 3HUXKYBaTH KIipeHC meogiaiHy. OTXKe, CNif IepeBipsATH PiBHI Teodininy mifm yac
CYIyTHBOTO 3aCTOCYBaHHSI METOTPEKCATy.

Hanoi, ski micmsamb kopein i meoginin. Ilig 9ac niKyBaHHS METOTPEKCATOM HEOOXifHO YHUKATH
HaMipHOTO BXKMBAHHS HAIIOIB, SIKi MiCTSTh KOdelH (KaBU, COIONKUX HAIOIB, SIKi MICTITh KOdelH,
YOPHOTO Yalo) Ta TeodiniH, OCKinbKY e(PeKTUBHICTh METOTPEKCATY MOXKe 3HUKYBATUCS BHACIIIOK
B3a€EMO[Iil MizK METOTPEKCAaTOM Ta METUIKCAHTUHAMH B afIeHO3MHOBUX PEIeNnTopax.

OpHOYacHe 3aCTOCYBaHHS METOTPEKCATy Ta e 1yHOMiOy MOxKe 30ibIIUTH PU3UK MTAHIIUTOIIEHII.

CynyTHE 3aCTOCYBaHHS METOTpPEKCATy Ta MepKanmonypuHy MOXe IIPU3BeCTU [0 MiABUIIEHHS PiBHIB
MEPKANTONyPUHY B Iyia3Mi KpoBi. OTXKe, Take CYIyTHE 3aCTOCYBaHHS MOXKe IOoTpeOyBaTu KOPEeKIIil
[NO3yBaHHS.

[ToBimomIsiNIOCS IPO CYTIPECio KICTKOBOTO MO3KY Ta 3HUXKEHI KOHLIeHTpallil (0/IaTiB IPU CyIyTHEOMY
3aCTOCYBaHHI mpuammepeHy Ta METOTPeKCarTy.

[Ipu mpoBemeHHI npomeHesol mepanii y epiof OTPUMaHHS MalliEHTOM MEeTOTPEKCaTy MOXKIINBe
30inbINIeHHS PU3UKY HEKPO3y M'SIKUX TKaHWH Ta KicToK. KoyecTupaMiH MoxKe IIOCUTIOBATH
II03aHMPKOBE BUBEMIeHHS METOTPEKCATY 3a PaxyHOK BTPY4YaHHS y IPOLEC eHTeporenaTuyHol
IUPKY AL

[Tpu ogHOYACHOMY BBEIEHHI KOHU,eHmpamy epumpol,umie oTpiOHUM crelianbHUM HATTIAM 3a
NalieHToOM. Y MallieHTiB, SKUM IIPOBOAUTLCS IIepe/uBaHHS KPOBi Micyd iHGy3iil MeToTpekcaTy
IPOTAroM 24 TOOWH, MOXKe Bij3HaYaTUCA IMigBUIeHa TOKCUYHICTh 4Yepe3 TpuBaJli BUCOKI
KOHIIEHTPAIlil METOTPEKCaTy Y CUPOBAaTIi KPOBi.

Y moopuHOKUX BUNIafKaX KOpmMuKocmepoiou 3yMOBIIOBaIU AUCEMIHOBaHUY ONEPi3y0Yn UIIan y
NALiEHTIB 3 0NEepi3yyuM nuiraeM abo MOCTTepIeTHYHY HEBPAJITiio IPpXU 0OJHOYaCHOMY 3aCTOCYBaHHI
MeTOTpeKCcaTy.

Bucoki 0o3u kaavyito ¢posiHamy MOXKYTb HETaTUBHO BIIJIMBAaTU Ha e(EeKTUBHICTh iHTpPaTEKaIbHO
BBEJIEHOT0 METOTPEKCATy.

3acobu 015 aHecmesii Ha OCHOBI OKUCY a30mMYy MOXKYTb ITOCHJIIOBATH BIIJIUB METOTPEKCATY Ha
MeTaboTiyHe IepeTBOPEHHS (OJTiEBOI KMCIOTH, HACTIIKOM YOI0 € HeIIPOrHO30BaHe IPUTHIYeHHS
(GyHKIIIM KICTKOBOTO MO3KY BHCOKOT'O CTYTIEHS TSI2KKOCTI Ta CTOMATHT. [[J151 3HUKEHHS iIHTEHCUBHOCTI
TaKWX SIBUI HeoOximHe BBeOeHHS (omiHaTy Kalblliio.

ITipumemamiH abo KO-mpuMoKca3o y IOEOHAHHI 3 METOTPEKCATOM MOXKYTh CIIPUUNHUTH
IIAHIUTOIIEeHil0, iMOBIpHO, Yepe3 NoJaTKOBe iHriOyBaHHS pefyKTa3u OUTifpodosIieBol KUCIOTH IIifg
Oiero KX PEYOBHH i METOTpPEKCATY.

PU3uK renaToTOKCUYHOI Iil METOTPEKCATY 3POCTA€E y pa3i 31I0BXKUBAHHS d/1K020/1eM ab0 CYyIyTHLOT'O
IPUIMaHHS iHIINX TeaTOTOKCUYHUX MperapaTis.

[Ipu nikyBaHHI METOTPEKCaTOM MALli€HTIB, IKi IPUUMaOTh TeMaTOTOKCUYHI IIpenapaTy (HanpuKiazn
MeTaMi30J1), MiABUIIYETLCS PU3UK PO3BUTKY TIKKHUX reMaTOTOKCUYHUX e(DeKTiB METOTPEKCaTy.



Heo06xigHo OpaTu [0 yBaru papMakKOKiHETHUYHY B3a€EMOZII0 MiK METOTPEKCATOM i MPOTUCYIOMHUMU
3acobaMu (3HMAKYETHCS KOHIIEHTPAIlisi METOTPEKCaTy B KPOBi) Ta 5-pTopyparuiom (36ibIyeThCs
nepion HaliBBUBeAEeHHS S-QTopypauuiny).

[Tpu koMOiHOBaHOMY 3aCTOCYBaHHi 3 iHITUMHU TPOTHPEBMATUYHUMHU MIpelapaTaMu (HaIpUKIIaz
COJISIMU 30J10Ta, IEeHIUIaMiHOM, TiIPOKCUXIOPOXiHOM, CyiIbdacana3uHOM, a3aTiOMPUHOM,
IIUKJIOCIIOPMHOM) TOKCUYHA [isi METOTPEeKCaTy 3a3BUYall He IMOCUITIOETHCS.

Y pa3zi ogHOYaCHOI0 3aCTOCYBAHHS 3 IHIIUMH IIUTOCTATUKAMU KJTipeHC METOTPEKCaTy MoxKe
3HUKYBATHUCS.

3HUXKEHHS PiBHS (peHimoiHy y m1a3Mi KpoBi CIIOCTEpiranocs y marieHTiB 3 rocTpuM JiMpobracTHUM
JIeMKO030M IIif] Yac iHOyKILifHOI Teparii, sKa, Ha [I0laTOK [0 MPeHi30HY, BIHKPUCTHHY i
6-MepKanTONypuHy, TAKOXK BKJII0Uajla METOTPEKCaT ¥ BUCOKIiY 031 3 KaJbLilo (OJIiHaTOM SK 3aXUCHY
Teparito.

BBepmeHHSsT npokapba3uHy Tif 4ac Teparii MeTOTPeKCaTOM Y BUCOKUX H03ax 30i/bIIyEe PU3UK
NOpYIIeHHS (YHKIIil HUPOK.

CymyTHS Teparis yumapabiHoM, 110 BBOGUTHCS BHYTPIIIHBOBEHHO, 3 METOTPEKCATOM, III0 BBOOUTHCS
iHTpaTeKaabHO, MOXKeE MiABUIIATYA PU3UK TIKKHAX HEBPOJIOTIUHUX OOIYHUX e(eKTiB, TaKUX SIK
roJIoBHUI Oinb, mapariy, KoMma, i enmizofiB iHCYNbTY.

[TigBuIeHHs HePPOTOKCUYHOCTI MOXKe CIOCTepiraTuch mpu KoMOiHalii BUCOKUX H03 METOTPEKCATY 3
TIOTEHIINHO HE()POTOKCUYHUMY IIperapaTaMu (TaKUMHU SK LUCIIIATHH).

OcCKinbKM METOTpEKCAT BIIJIUBA€ Ha IMyHHY CUCTEMY, BiH MOXKe 3MiHIOBATU peakllif0 Ha BaKIMHALI i
BIIJIUBATYU Ha Pe3yIbTaTU TECTiB (IMyHOIOTiYHI IpOoLefypy A7 OLIHKYM iMyHHOI peakuii). Y mepion
JIIKyBaHHSI METOTPEKCATOM He CIIi[ IPOBOAUTY BaKIMHAIII0 XKNUBUMU BaKIIMHAMU.

MeToTpeKkcaT MoxKe MigBUIyBaTy e(peKTU epopasbHUX aHTUKOATYISHTIB TUITY KyMapuHy
(aneHokyMapony, (eHIPOKYMOHY), 1110 IPU3BOIUTE 10 30i/1blIeHHS IPOTPOMOIHOBOT'0 Yacy BHACIIOK
3MeHIIeHHS po3Nafy NOXiIHUX KyMapuHYy.

[ToBimOMIIANIOCH, 1110 CYIIYTHE BBEEHHS JIeBeTUpalleTaMy i METOTPEKCATy 3HUXKYE KIIIpeHC
MEeTOTPEeKCaTYy, II0 MPU3BOAUTH [0 30iIbIIeHH/IPOIOHTYBaHHS KOHIIEHTpAIlil IbOT0 IIperapary B
KPOBi [0 TOTEHIINHO TOKCUYHUX PiBHIB. PiBHi MeTOTpeKcaTy i neBeTupaleTaMy MOTPiOHO peTeIbHO
KOHTPOJIIOBATH y TAIiEHTIB, SKi OTPUMYBaIM CYIyTHIO Teparilo UMY ABOMa IpernapaTaMu.

AMoKcuyuai

[TeHIMIIHY MOXYTh 3MEHIIIyBaTH €KCKPEL[il0 MEeTOTPEKCaTy, 110 MOXKe IIPU3BECTU [0 IIOTEHIINHOTO
MigBUINIEHHS TOKCUYHOCTI.

Oco06.1ueocmi 3acmocyeaHHs1.
JIikyBaHHSI METOTPEKCATOM Mae€ 3[iMCHIOBATUCS IiJl HArIAA0M JOCBIqYEHOr0 JIiKaps-0HKOJIOra.

[Tig yac Tepamil MeTOTPEKCATOM IallieHTH MaloTh epedyBaTH Iif peTeIbHUM HaTIsg0M 3 METOI0
CBOEYACHOT'0 BUSIBIIEHHS O3HAK MOXKJIMBOI TOKCUYHOI Ail Ta m0oGiyHUX e(deKTiB. BpaxoByioun pusuk
TSIKKUX a00 HaBiTh JIeTaIbHUX TOKCUYHUX PEaKIlii, MallieHTiB HeoOXimHO meTanbHO MPoiHdopMyBaTH



00 MOZXKIJIMBUX YCKIIaHEHb Ta PEKOMEHIOBAHUX 3an00iKHUX 3aXOJZ[iB.

[TpunvHeHHS MPUAOMY METOTPEKCATY He 3aBXKIU IIPU3BOAUTH OO MOBHOI perpecii HebaxkaHUX
edexkTis.

O00B’sI3K0BOI0 YMOBOIO JTIKyBaHHSI METOTPEKCATOM € BU3HAUEHHS PiBHIB METOTpEKCaTy y CUPOBATII
KPOBI.

Y narieHTiB i3 IaTOJIOriYHUM HaKONMYEHHSAM PifVHY Y IIOPOXHUHAX OPraHi3My («TpeTid IpoCTip»),
TAKUX K acuuT abo MeBpaJbHUN BUIIIT, TPUBAJIICTD N1ePioAy HalliBBUBEeHHs METOTPeKCaTy 3
T71a3MU KPOBi 301NIbIIYETHCS.

HeoOxigHe yCyHeHHS IIJI€BPaIbHOT0 BUIIOTY a00 acIUTY OO ITOYATKY Teparllii i3 3aCTOCyBaHHSAM
MeToTpekcaTy. [Ipu HasIBHOCTI IIJIEBPaIbHOTO eKCyaaTy a0o acIuTy HeoOXimHO MPOBECTH APEeHYBAHHS
[0 I0YaTKY JIiIKyBaHHSI METOTpPEeKCcaToOM. fAKIIo 1ie HEMOXKJIMBO, Tepallil0 METOTPEKCAaTOM He CIIif
Ipu3HavYaTH.

KpoB Ta jmiMdaTryHa cucreMa

MeToTpekcaT MOXKe IIPUTHiYyBaTU IeMOI0€e3, CIPUYMHSIYY aHEeMil0, alljlaCTUYHy aHeMilo,
MAHIIMTOIIEeHiI0, TeMKOIeHil0, HeUTPOIeHilo Ta/abo TPOMOOIIUTOIEHiIO.

[Ipu nikyBaHHI NYXJIMHHUX 3aXBOPIOBaHb TEPAIIil0 METOTPEKCATOM CIIi[i IPONOBKYBaTH, TiIIbKU SKILO
IIOTEHIIITHA KOPUCTh IIepeBaXkye PU3UK TAKKOI Mieocympecil. [IepmumMu 03HaKaMu [UX
He0e3MeyHuX 15 XKUTTSA YCKIagHeHb MOXKYTh OyTH: mpornacHulls, 6i7b y TOpIli, BUpa3KU CIIM30BO1
000JIOHKM TIOPOKHUHU POTa, TPUIONOAiI0OHI CUMITOMY, CUIbHE BUCHAXKEHHS, HOCOBI i IIKipHi
KpoBoTeui. [Tif yac TpuBasnoi Teparii y marieHTiB miTHOTO BiKY CIIOCTepiranach Merano6iacTHa
a"ewmis.

MeToTpeKcaT He CJIif 3aCTOCOBYBATH Y pa3i HASBHOCTI BUPa3KOBOi XBOPOOU a00 BUPA3KOBOTO KOJITY
(muB. po3min «IIpoTunoka3aHHg»).

[Ticns mikyBaHHS JTiKapChKUMHU 3acobaMy 3 KyMYJISTUBHOIO Mi€JIOTOKCHYHICTIO abo0 micis
3aCTOCYyBaHHS [IPOMEHEBOI Tepallil, 0 BIIMHYJIO Ha (PYHKIIIOHYBaHHS KiICTKOBOTO MO3KY, CJIiT
BPaxOBYBaTH MOPYIIEHHS POOOTH KiCTKOBOTO MO3KY, a CaMe IIiIBUILIEHHST Yy TIUBOCTi KiCTKOBOTO
MO3KY [0 Tepallii MeTOTpeKCaTOM 3 IIOCUJIEHUM IPUTHIYeHHSIM reMOIIOeTUYHOI cucTeMu. I1pu
ITPOBEIEHHI MOBrOTPUBAJIOL Teparlii i3 3aCTOCYBaHHSIM METOTPeKcaTy HeoOXimHe TpoBegeHHs bioncii
KICMK08020 MO3KY.

Y pagzi roctporo nimMm¢p0o061acTHOTO JIEHKO03y METOTPEKCAT MOXKe CIPUYMHUTHU Oib y MiBill BepXHiii
YaCTHHI KUBOTa (3allajleHHs KalICyJIu CeJle31HKYU BHACIINOK PYUHYBAHHS JIEUKO3HUX KITITUH).

OYHKINA TeYiHKA

OcCkinbKM METOTPeKCaT YMHUTh TOKCUYHY [il0 Ha MEeYiHKYy, Y [1epiof JTiKyBaHHS IIpernapaToM He CIIif
6e3 siBHOI HeOOXiMHOCTI IpHM3HaYaTH iHIII TellaTOTOKCUYHI IpenapaTy. TakoXk HeoOXifHO YHUKATH
a00 3HAYHOI0 MipOi0 0OMEKUTH CIIOKUBAHHS aJIKOT'0JIIO.

MeToTpekcaT MOXe CIPUYMHUTY FOCTPUY relaTUT Ta XPOHIYHY, 3 MOXKJIUBUM JIeTAJIbHUM HaCJIiAKOM,
NeYiHKOBY TOKCUYHICTb (PiOpo3, m1po3), ane 3a3BUyait TiIbKY MiC/Ig TPUBAIOT0 3aCTOCYBaHHS. HacTo
CIIOCTepPIiraeThCs CTiliKe MiABUIEHHS PiBHIB MEYiHKOBUX ()EPMEHTIB, 110 3a3BAYal € TAMYACOBUM Ta
0e3CUMIITOMHUM Ta He € MOTepPefHbOI0 03HAKOI0 IIOJAJIBIIOT0 3aXBOPIOBAHHS NEYiHKH.



MeToTpekcaT MoXke CIPUYMHUTHU peaKTHUBalliio iHdekuii rematuty B abo 1i yckinagHeHHS, abo
3arocTpeHHs remnatuty C 3 TeTaabHUM HACTiOKOM y OesKUX BUNagKax. [leski BUIagKu peaKTHBallil
remnaTuTy B crocTtepiranucs micns BigMiHu MeToTpekcaTy. Tomy mamieHTaM 3 rematutoM B abo C B
aHaMHe3i CJIiJ MPOBOMUTH KIIiHiuHi Ta 1abopaTopHi JocIigKeHHs, 11100 BU3HAYMTHU OOUIIbHICTD
Teparii METOTPEeKCaTOM.

Ocob6nuBa 06epexXHiCTh HeOOXigHa MpH JIiKyBaHHI NalliEHTiB 3 HEAKTUBHUMU, XPOHIUHUMU
iHpekLigMu (TaKUMU SK OIlepi3yBasibHUM NTHIIal, Ty0epKynbo3, remaTut B abo C) yepes ixHio
MOXKJIMBY aKTHUBALIilo.

Ocob6nuBa 00epekHiCTh MOTPiOHa IPU IPOBEieHHI Teparlil nalieHTaM i3 iHCyiHO3ameKHUM
IIYKPOBUM [1ia0eTOM, OCKiJIbKM € MTOBiIOMJIEHHS ITPO OKPEMi BUMIAAKK PO3BUTKY LIMPO3Y MEYiHKY Ha
T/Ii Teparii i3 3aCTOCYyBaHHSIM METOTpeKcaTy 6e3 monepeqHboro 30ibIIeHHST aKTUBHOCTI
TpaHcaMiHas3.

DVYHKITIA HUPOK

Yepes 3HUKEHHS €KCKpellil MeTOTpeKcaTy JIiKyBaHHS MAI[i€HTIB 3 MOPYIIEHHIM (YHKIIiI HUPOK CIIif
IIPOBOJUTH 3 MiIBUIIIEHOI0 00EPEKHICTIO Ta B HU3bKUX [103aX (OUB. po3nin «Crmocib 3acToCcyBaHHS Ta
[O3U»).

[Tig yac nikyBaHHSI METOTpPeKCaTOM (YHKIIIOHYBaHHS HUPOK MOXKe MOTipUIyBaTUCH , IO
CYTIPOBOMXKYETHCS 30i/bIIIEHHSIM PiBHIB MEeBHUX JTa00PAaTOPHUX IIOKA3HUKIB (PiBeHb KPEATUHIHY,
CEYOBUHU Ta CEYOBOI KMCJIOTHA B CUPOBATIIi KPOBI), III0 MOXKe IIPU3BECTH [0 TOCTPOI HUPKOBOI
HEeJOCTaTHOCTI 3 oJlirypieto/anypieto. Lle, iMOBipHO, 00YMOB/IEHO BUIIaJaHHSAM 0Cafly METOTPEKCATY
Ta/abo 10oro MeTaboMiTiB Yy HUPKOBUX KaHAaJIbLIX.

[TopyuieHHs, sIKi TPU3BOAATE N0 3HEBOOHEHHS, Taki K OTI0BaHHSA, iapesi, CTOMaTUT, MOXYTb
IIOTEHI[I0BaTH TOKCHYHY [Ii10 METOTPEKCaTy 3a PaXyHOK IiABUINEHOTO PiBHS [il0Y0l peYOBUHU. Y LIUX
BUIAJKaX CIIif IIPOBECTH MiATPUMYIOUY Tepalilo, a IikyBaHHS METOTPEKCATOM MOTPIOHO IPUITUHUTH
[0 3HUKHEHHSI CUMIITOMIB.

HOQSZLHGHH?I 3 6OK§Z IMJTYHKOBO-KHUIITKOBOT'O TPAKTY

[TopymieHHSs, 110 € IPUYNHOI0 3HEBOJHEHHS OpPraHiaMy, Taki K 0/1i0BaHHS, fiapes, CTOMaTHUT,
MOXKYTh IiIBUIITYBATA TOKCUYHUYN BIIMB METOTPEKCATY BHACIOK 30i/IbIIIeHHS HOTO KOHIIEHTPallii. ¥
TaKVX BUIIAJKaXx [TofaJbllle IPOBEeIEeHHS Tepallil CJIiff TAMYacoBO IIepepBaTé 40 YCYHEHHS TaKUX
CUMIITOMIB. [[yKe BazKJIMBO BUSIBUTH TIAIli€HTIB i3 MOXKIUBUM 30iNbIIeHHAM KOHIIEHTPAIIil
MEeTOTPEKCaTy IpOTAroM 48 ronuH micnis BBe[eHHs, OCKIIbKY B IHIIOMY BANAAKY TOKCHUYHUN BIIUB
MeTOTpeKcaTy Moxe OyTu He3BOPOTHUM. [liapesi Ta BUPA3KOBUM CTOMATUT MOXYThL OyTH IPOsIBaMU
TOKCUYHOTO BIIMBY Ta BUMaraiTh TUMYaCOBOTO IPUIMHEHHS IOAJIbIINOL Tepatil, Y IPOTUIEKHOMY
BUIIaIKy MOXKJIMBUM TeMOpariYHuil eHTEPUT Ta JIeTaIbHUY HaC/IiIoK Yepe3 mepdopaliio CTiHKA
KHUIIEYHUKY.

Y Bunapky 6/1t0BaHHS 3 HOMIIIKaMU KPOBi, YOPHOTO KOJIHOPY BUIIOPOXKHEHb a00 HAsIBHOCTI y
BUTIOPOKHEHHAX KPOBi IOJAsIbLIy Teparilo CIIif CKacyBaTH.

HepBoBa cucrtema

[Ticrst BHYTPIlTHBOBEHHOTO BBEIEHHS METOTPEKCATY y Nalli€HTIiB, IKUM IIPOBOOUIIACh KpaHialbHa
IIpOMEHEeBa Tepallis, CIIocTepiranachk TeuKoeHIedanomaris.

XponiuHa nerKoeHedanonarisi Takoxk CIIOCTepiranach y Nali€HTiB, IKAUM IIPOBOOUIIOCH IOBTOPHE



JIIKyBaHHS METOTPEKCATOM y BUCOKHUX 03aX i3 3aCTOCYBaHHSAM KaJbIlilo GoJliHaTy 6e3 monepegHb01
KpaHialbHOl TPOMEHEBO1 Teparii.

€ mawi, mo KoMOiHOBaHe 3aCTOCYBAHHS KPaHiaJIbHOTO OMPOMIiHEHHST OMHOYACHO 3 iHTpaTeKaTbHUM
BBEJIEHHSIM METOTPEKCATY IiABHUINYE YACTOTy PO3BUTKY JIelKoeHIedasonarii (I1B. TAaKOXK PO3Mis
«TTo6iuHi peakirii»).

[Ticns iHTpaTeKaIbHOTO BBEAEHHS METOTPEKCATY CIIifl CIIOCTEPiraTy 3a MalliEHTaMu A1 BUSBIEHHS
03HaK HEMPOTOKCHUYHOCTI (MIOPYIIEHHST HEPBOBOI CUCTEMHU, HAMIPUKJIA[ MEHIHTIT, TpaH3UTOPHUM ab0
IIOCTiMHUY Mapasid abo eHiedanomaris).

Bunagku TSXKKUX HEBPOJIOTiYHUX M0OiuHMX eeKTiB Bi ronmoBHOT0 00JII0 [0 Iapaiidy, KOMH i
IHCYJIBTY CIIOCTEpIrajucCh y MifJIITKIB i MOJIOOUX IIAI[l€HTiB, IKi OTpUMYyBaId METOTPEKCAT B
MOENHAHHI 3 UumMapabiHoMm.

ITig yac Teparmii METOTPEKCAaTOM B BUCOKMX I03aX CIIOCTEPIraBcs mepexiqHui ToCTpui
HEBPOJIOTIYHUN CUHPOM, KW MOXKe IIPOSIBIITUCS, 30KpEMa, Yepe3 MOBeiHKOBI aHOMaJTil, ToKabHi
CEHCOMOTOPHI CUMIITOMHU (BK/II049al0UX TUMYACOBY CJINIOTY) i aHOManbHi pedrnekcu. ToyHa Tpu4nHa
He BCTaHOBJIEHA.

DOYHKIIIA TereHb

MeToTpeKcaT CJIifi 3aCTOCOBYBATH 3 BEJIMKOI0 00€PeKHICTIO NIPHU JIiKyBaHHi MAliEHTIiB 3 OPYIIEHHSIM
GyHKIII TereHsb.

JlereHeBi yCKagHeHHS, MJIeBPaIbHUAN BUIIIT, abBEOIIT a00 MHEBMOHIT 3 TAKUMHU CHMIITOMaMH, 5K
Cyx¥¥ HETPOOYKTUBHUY KallleJb, TUXOMaHKa, 3arajbHe He3OyKaHHs, Kalelb, 0iJib y Tpyasx,
3aduIlIKa, TiMoKCceMisl Ta BUSIBIEHUY HA PEHTreHOTpaMi rpyaHol KiliTku iHdinbTpaT abo
Hecrnenu(iyHa THEBMOHIS, 1[0 BUHUKAIOTH IIifl Yac JIiKyBaHHSI METOTPEKCATOM, MOXKYTh CBIITYUTHU IIPO
TIOTEHIIINHO He0e3meuyHe Ta, MOXKIIMBO, JIeTallbHe ypaXKeHHs. 3aXBOPIOBaHHS JIeTeHiB, CIIpUYUHEH]
METOTPEKCaTOM, He 3aBXK/IU € IIOBHICTIO 000POTHUMU. 3aXBOPIOBAHHS JIETE€HIB, CIPUYMHEH]
MEeTOTPEKCATOM, TaKi, IK THEBMOHIT, MOXYTh IIOYMHATUCS PAITOBO Ta Ha OyOb-IKOMY eTalli Teparrii,
He 3aBXKA¥ MUHAIOTh IIOBHICTIO, Ta CIIOCTEPIirajucs Npu 3aCTOCYBaHHI METOTPEKCcaTy yciMa
TepaleBTUYHUMHU [03aMu (Y TOMYy YHUCIIi HU3BKOIO 103010, 10 7,5 Mr/TuxaeHb). Kpim Toro, Ha (oHi
IPAOMY METOTPeKCaTy MOBiOMJIAIOCH IIPO JIETEHEBY allbBEOISIPHY KPOBOTEUY IIPU
PEBMaTOJIOTiYHUX Ta MONiOHUX MoKa3aHHAX. Lle SBHUIIle TaK0XK MOXKe OyTH IIOB’si3aHe 3 BAaCKYIITOM i
IHIMMMU CYNIyTHIMU 3axBOpHOBaHHAMU. CIlif BpaXx0BYBaTU pPe3y/IbTaTU €KCIPEC-TECTIB IPH Migo3pi Ha
JiereHeBY aJIbBEOIIPHY KPOBOTEYY IS HMiATBEPIXKEHHS OiarHo3y.

TOKCHYHUY BIIWB Ha IIKIipy.

[ToBimOMIISINIOCS TPO PO3BUTOK TSAKKUX, iHOMI 3 TIeTaTbHUM HACIIIKOM, IIKipHUX peakllii, TaKuX SK
curaapoM CriBeHCa-/I2KOHCOHA i TOKCUYHUY elliflepMaibHuK HEKPOJi3 (cuHapoM Jlavienna) micnsg
OIHOPA30BOr0 a60 TPUBAJIOTO 3aCTOCYBAHHSI METOTPEKCATYy.

[TcopiaTnyHi ypaKeHHS MOXKYTb 3arOCTPIOBATUCS Micyisa YO-ompoMiHEeHHS IPU CYNyTHIN Tepartil
MeToTpekcaToM. [lig 9ac Teparii MeTOTpeKCaTOM iCHy€ PU3UK BUHUKHEHHS IPDOMEHEBOTO IEPMATUTY
i COHsTYHUX OMiKiB (peruauB MoOiYHUX ePeKTiB TPOMeHeBOl Tepartii).

IMyHHa cucTemMa

Y nepiop Tepamil i3 3aCTOCyBaHHAIM METOTPEKCATy MOXKJIMBI OMOPTYHICTHYHI iH(DeK1il, B TOMY YUCIIi
IJIa3MOKJIITUHHA ITHEBMOHIs, 1110 MOXe [IPU3BECTU [0 JIeTaJIbHOr0 Hacliaky. [Ipy HagBHOCTL y



mallieHTa CUMIITOMIB ITOPYILIeHD JJereHeBuX (PYHKIIIN CITi MpUMaTH [0 yBaru MOXKJIHUBICTh HAsIBHOCTI
IIa3MOKJIITUHHOI ITHEeBMOHil.

OcCkKinbKY METOTpEKCaT BIIJIUBA€ Ha IMyHHY CUCTEMY, BiH MOXKe 3MiHIOBaTH peakl(ilo Ha BaKIMHALIi i
BIIJINBATU Ha Pe3yJIbTaTU IMyHOJIOTIYHUX TECTiB. Y Iepiof JIiKyBaHHS METOTpPeKCaToOM He CIIif
IIPOBOOUTY BaKIMHALIIO XKUBUMU BaKLIMHAMU.

OcobuBa 00epexkHiCTh HeoOXigHa Py TiKyBaHHI METOTPEKCATOM TAlliEHTIB 3 TPOTrPECYIOYUMU
indekigsMu. MeToTpekcaT MPOTUIIOKa3aHUY MAIliEHTaM 3 CHHOPOMaMu iMyHOOeiluTy, SKi €
oueBUOHUMH ab0 MiATBEpAXKEeHi pe3ynbTaTaMu nabopaTopHUX TecTiB. KpiM 11p0r0, 3 06epexkHiCTIO
CJIifi 3aCTOCOBYBaTH METOTPEKCaT MallieHTaM 3 iH(peKLisIMHU, 1110 CIPUYNHIOITh BITPSIHY BICITy Ta
OTepPi3yrynii NuiIa.

HoBoyTBOpEHHS

Y mauieHTiB 31 MBUOKO3POCTAIOYMMHU IIyXJIMHAMU METOTPEK AT, AK 1 1HII IUTOCTAaTAYHI JIIKapChKi
3acobu, MOXKe BUKIMKATH CHHIPOM JIi3WCy NyxJInHU. [IpoBegeHHS BigIOBIIHOI NiATPUMY0Y01
MeIMKaMeHTO3HOI Tepallii Moxe 3ano0irTi po3BUTKY ab0 3MEHIIUTH MTPOSIBU JaHUX YCKIagHEHb.

MeToTpekcaT MoXke MigBUIIYBaTH PU3UK PO3BUTKY HOBOYTBOPEHD (IlepeBaxkHO iMbom). 310g9KicHi
miMboMHI MOXKYTh PO3BUBATHCS 1 y TALIiEHTIB, SIKi OOepPXKYIOTh METOTPEKCaT ¥ HU3bKUX 403aX. Y TaKuX
BUIIa[IKaxX IIpemnapar CJIif BiTMIHUTH. fIKII0 CHOHTAHHOI perpecil 1iMpoMu He CIIOCTePiraeThCs, CIif
IIPU3HAYUTY Tepallilo TUTOTOKCUYHUMU IIpernapaTaMu.

HOQSZUIGHHFI 3 6OK§Z CKeJIeTHO-M'sI30BOI CUCTEMU i CHOJIy‘-IHOI TKAHWHHA

Y pasi npoBemeHHS IPOMeEHEBOI Teparil Ha (HoHi TPUIoMy METOTPEKCaTy MiABUIIYETHCS PU3UK
HEKPO3y M’SKUX TKaHUH a00 KiCTOK.

ITpenapaTtu GHoIieBOl KUCIOTH

HedinuT GomieBol KUCIOTH MOXKe IiABUIIUTA TOKCUYHICTh METOTPEKCcATy (IUB. PO3Min «B3aemofis 3
iHIMMMY TiKapChKUMU 3ac00aMu Ta iHIII BUOU B3aEMOMIIN»).

BiTaMiHHI IpenapaT# Ta iHII IPOAYKTH, IO MIiCTATH (OJIiEBY KUCNIOTY, POIiHOBY KUCHOTY abo ix
IIOXiAHI, MOXKYTh 3HUKYBATU TOKCUYHICTb METOTPEKCATY (LIUIYHKOBO-KUIIKOBI CUMIITOMHU, CTOMATHUT,
asornelis Ta 30iNbIIeHHST aKTUBHOCTI MeYiHKOBUX (DEPMEHTIB).

[Tepen npuitoMoM JTiKapChKUX 3aC00iB, 1[0 MiCTAThH QOTIEBY KUCIIOTY, PEKOMEHAYETHLCS MEPEBIpSATH
BMICT BiTaMiHy B,,, OCKinbKM 3aCTOCyBaHHS (PojiaTiB MOKe MacKyBaTu AediluT BiTaminy B,,
oco6muBo B 0cib BikoMm moHap 50 pokiB.

PexoMeHIOBaHi JOCTIIKEHHS Ta 3an00iXKHi 3aX00u

CraH nalfi€eHTiB, IKi MIPUKAMalOTh METOTPEKCAT, CIIil PETENTbHO KOHTPOIIOBATHA 3 METOI0 HETAaHOTO
BUSIBIIEHHS TOKCUYHUX e(EKTiB.

[Tepen mo4yaTKOM JiKyBaHHS MeTOTpeKcaToM abo Ipu NponoBXKeHHi Tepallii Iicisa nepepBu
HeoOXiTHO ITPOBOAUTH aHasli3 KPOBi 3 BU3HAUEHHAM JIeUKOUIUTapHOI PopMyH i KimTbKOCTI

TPOMOOLUTIB, PiBHIB MeYiHKOBUX (epMeHTiB, 6inipy0iHy, anb0yMiHy CUpOBaTKY KPOBi, aHali3 Ha
BUsBNIeHHS renaTuty (A, B, C) a Takox peHTreHorpadiuyne 06CTeXKeHHS OpraHiB rpyaHOL KITTKY i
GbyHKITIOHAIbHI HUPKOBI TeCcTH. [1py HasgBHOCTI KIiHIYHUX ITOKa3aHb IpU3HAYATU JOCTIAKEHHS 3
METOI0 BUK/IIOUEeHHS TyOepKyIb0o3y Ta renaTuTy. Y pasi mifo3pu Ha 3aXBOPIOBAHHS JIET€Hb



(HaTIpuKIIaf, iHTepCTUlliaNbHa THEBMOHIS) CITiJl TPOBOMUTH MEPEBIPKY HYHKII1 1ereHsb, 0COOIUBO Y
pa3i HasBHOCTI pe3ynbTaTiB IOIePeaHbO TPOBEIEHUX aHali3iB.

3ajiekHO Biff J03yBaHHSI a00 3aCTOCOBAHOT'0 MIPOTOKOJIY Teparlil, HeoOXigHO MPOBOAUTU PETYISAPHI
IIepeBipKY PiBHSA METOTPEKCATy y CUPOBATII KPOBi, 30KpeMa IIifl Yac Ta IIiCJis Teparlil BUCOKUMU
I03aMU MeTOTpeKcaty (AuB. TakKoXK po3min «Ilepemo3yBanHsa»). KopuryBaHHSI 103U METOTPEKCATy Ta
IIPOBEMIeHHS 3aXMCHOI Teparlil fla€ 3MOT'y 3Ha4YHO 3HU3UTU TOKCUYHICTh Ta MIOTEHI[INHY CMEPTHICTh Ha
(GoHi miKyBaHHS MeTOTpeKcaToM. [lalieHTH, SKi CTpaXaalTh Ha MJIeBpaJbHUK BUIIIT, aCIUT,
merimpaTatiifo, 3HMKeHHS PH cedi, 00CTPYKIIit0 IIJTyHKOBO-KUIIKOBOT'O TPAKTY, IKAUM IIPOBOUIIACE
TIOTIePEeIHS Teparris HUCIUIATUHOM, a00 MallieHTH 3 TMOPYIIeHHSM (QYHKIl HUPOK MAlOTh MMiIBULIEHUH
pu3uK 30inbIneHHsT ab0 MOBIIBHOTO 3HUKEHHS PiBHIB METOTPEKCATy y CUpOBaTIi KpoBi. CTaH TakKux
MTAIEHTIB CIIi PETENIbHO KOHTPOIIOBATH.

Y mesiKux mallieHTiB MOXKJIMBE TAKOXK YIOBiTbHEHE BUBEIeHHS METOTPeKcaTy 6e3 BKa3aHUX BUIIle
npuyuH. [Ipotsarom 48 roguH micns BBeeHH IIperapaTy BaXKJ/IMBO IIEPEBipsITH KOHIIEHTPALIil0
METOTPEKCaTy, OCKiNIbKY il 30ibIIIeHHS MOXKe ITPHU3BECTH 00 He00OPOTHOI TOKCUYHOCTI
MEeTOTpPEKCaTy.

[Ipu BBeneHHI MeTOTpeKcaTty B fo3i noHag 100 mr/M* TITIT cin IIPOBOJUTY 3aXUCHY TEpPaIlilo KaJblito
doninaToM. 3aie’XHO Bifi 031 METOTPEKCATy Ta TPUBAJIOCTI iHPY3il cyifl 3acTOCOByBaTH Pi3Hi H03U
KaJIbIfiio (oJiHaTy A 3aXUCTy HOPMaJIbHUX KJTiTHH Biff TOKCUYHOI il METOTPEKCATy.

Hanexny 3axucHy Teparito Kasblito (oJIiHaTOM CJIif PO3MOYNHATH IPOTAroM 42-48 rofuH micias
BBeleHHSI MeToTpeKkcarty. OTXe, CJIiff KOHTPOJIIOBATH PiBHI MEeTOTpEKCaTy LoHalMeHIe yepe3 24, 48
Ta 72 rofguH i, y pa3i HeoOXiMHOCTI MPOJOBXKYBATU KOHTPOJIIOBATH 151 BU3HAUEHHS TPUBAJIOCTI
3aXMCHOI Tepallil Kabllifo GoiHaToM.

[Tig yac Tepamnii MeToTpeKcaToM HeOOXigHO TPOBOAUTH MTOBHUM aHAasi3 KPOBi 3 AudepeHIianbHIM
aHaIi30M KPOBi, BKITIOYAIOUM MMiIpaxyHOK TPOMOOIUTIB i NeMKOUUTIB (IogHs a00 ITOTHUXKHS).

IIo mouaTKy KOMOiHOBaHOI Teparrii, BKII0Yauy IIPUHOM METOTPEKCaTy V BUCOKHX [103aX, KiTbKiCTh
JIEUKOITUTIB Ta TPOMOOITUTIB TOBHUHHA OyTH BUIlle MiHiMaTbHUX 3HAY€Hb, BKa3aHUX V BiTIOBigHOMY
poTOKOJIi nmikyBaHHS (nerikouuTH: Bim 1000 mo 1500/mkin, TpoMOoruty: Big 50000 o 100000/MKm).

MakcruMasbHe 3HUKEHHS PiBHS UAPKYIIOIYUX JIEUKOIUTIB, TPaHYJIOUTIB HEUTPODiIiB Ta
TPOMOOLUTIB 3a3BHYall CIIOCTEPIraeThCsl yepeld 5—13 OHiB micis BHYTPIITHhOBEHHOTO BBEIEHHS
MeTOoTpeKcaTy ((peHOMEeH PUKOLIETY BiiMidaeThCa Yyepel3 14-28 nHiB). IHOAI peecTpyloTh ABa
MaKCHUMaJIbHUX 3HWXKEHHS PiBHS JTEUKOLUTIB Ta IPaHyJIONUTIB HeUTPoQisiB, mepiie - yepe3 4-7 [HIB,
a opyre - 4epe3 12-21 gens 3 noganbmuM GeHOMEHOM PUKOLIETY.

PerymnspHo cnig mpoBoguTy GyHKIIIOHAIbHI HUPKOBI Ta Me4iHKOBI Mpo0H, a TaKOXK aHai3 cedi.

[ToBimoMIISINM PO TPAH3UTOPHE MigBUINIEHHS PiBHIB TpaHcaMiHas (go 2-3 pa3iB BUIlE BEPXHbOI MeXKi
HOPMH) y OesIKUX TMalli€HTiB. Y pa3i CTiKKOTo MigBUIIEeHHS aKTUBHOCTI MMEYiHKOBUX (DEePMEHTIB
HeoOXiTHO 3HUKYBATH 03U a00 MPUIUHSTH JIiIKYBaHHS METOTPEKCATOM.

[Tpo6u s BU3HaYEHHS aKTUBHOCTI (PEPMEHTIB He NO3BOISAIOTH HafiHO MPOTHO3yBaTU MOPGOJIOTiuHi
3MiHM BHACIIOK relmaTOTOKCUYHOTO BIJIUBY, TOOTO HaBiTh IPX HOpPMaJIbHUX PiBHSX TpaHCaMiHa3,
HasiBHUM (i6p03 MOKIIMBO BU3HAYUTH JIMIIE 3@ pe3yIbTaTaMH IiCTOJIOTiYHOT0 aHai3y, abo, piaire,
HasIBHUU IIMPO3 IEYiHKHU.

Crnipm KOHTPOJTIOBATH PiBHI KpeaTHHIHY, CEYOBUHU Ta €J€KTPOJIiTiB, 0COOIMBO MPU 3aCTOCYBaHHI
METOTpPEeKCaTy Y BUCOKHUX [03aX, Ha 2-U Ta 3-# [ieHb [JIg BUSBIEHHS OyOb-KOT0 MOXKJIUBOTO



TIOPYLIEHHS BUBENEHHS METOTPEKCATy Ha paHHil cTapii.

fAKI10 € 03HaKM NOpYyIIeHHs QYHKIl HUPOK (HampuKiaz Bupax)eHi HebaxaHi eheKTH MonepenHbol
Teparil MeToTpeKkcaToM ab0 HEMPOXifHICTh CEYOBUX IIJISIXiB), HEOOXiqHO BU3HAUUTH KJTipEHC
KpeaTuHiHYy. JIiIKyBaHHSI METOTPEKCATOM y BUCOKUX H03aX CJIifl IPOBOAUTH TiIbKH, SIKIIO PiBHI
KpeaTUHIHY 3HaXOOAThCS B MexKaX HOPMU.

Akimo piBHI KpeaTUHiHY 30ibIIYIOTHCS, [O3Y CIIif 3MEHIIUTH. Y BUMAMKY MiABUILIEHHS BMICTY
KpeaTUHIHY B CUPOBATLi KPOBi 0 PiBHA IIOHAL 2 MI/MJI IOJaIbIIy Tepallilo i3 3aCTOCyBaHHIM
MEeTOTpPEeKCaTy IPOBOOUTH He ciifl. HeobximHO peTenbHO KOHTPOIIOBATH CTaH IAlli€HTIB, V SKUX
MOXKJIUBI TOPYyIIeHHs QYHKIll HUPOK (HalpHKal, XBOPUX JIITHHOTO BiKYy). Lle 0c00/IMBO BaxKIIMBO ¥
pasi cynyTHbBOI Teparil mpenapaTaMi, 1[0 3HUXKYIOTh €KCKPeIlil0 METOTPeKCaTy, YNHATh
HECIIPUSATIIUBY [Iil0 Ha HUPKHU (30KpeMa HeCTepOoifHi IpoTH3amnabHi mpemnapaT) abo Ha CUCTEMY
KPOBOTBOPEHHS.

[Tig yac npoBeneHH4 iH(Y3il METOTPEKCaTy CIIif KOHTPOIIOBATH CeKpelito cedi Ta pH ceui. [Ins
3HUKEHHS HAPKOBOI TOKCUYHOCTI Ta IOIepeaXKeHHs PO3BUTKY HUPKOBOI HEOOCTATHOCTI IIpU
JIIKyBaHHI BUCOKUMU [03aMU METOTPEKCaTy CJIifi BHYTPIlIHbOBEHHO BBOJUTHU JOCTATHIO KiJIbKICTh
piguHu Ta migmyxKyBatu ceuy (pH cedi = 7).

[TomHs cIlif TPOBOAUTH 00CTEXKEHHS POTOBOI IIOPOKHKWHY Ta TOPJIa s BUSBIEHHS 3MiH CITU30BUX
000JIOHOK.

Cripg TpOBOOUTH PETENbHUM KOHTPOJb CTaHy MallieHTa Yy pa3i monepefHbol iHTEHCUBHOL IIPOMEHEBO1
Tepartil, oripiieHHs 3arajJbHOTO CTaHy, & TAaKOXK y MiAJiTKiB ab0 MallieHTiB JIiTHHOTO BiKY.

YacrTiie ciif mepeBipsATH CTaH Ha IIOYATKY JIIKyBaHHS, IIPU KOPEKIIii ;031 abo y pasi migBUileHoro
pu3HUKYy 30ibllIeHHS PiBHSI MEeTOTpeKCcaTy (Halpukiaf, AerifpaTallis, IopyleHHs QPyHKIII HUPOK,
OOOATKOBi CYIyTHI JTiKapchKi 3aco0u abo 30inblIeHHs KiTbKOCTi CYIIyTHIX TiKapChKUX 3aC00iB, TaKUX
SIK HeCTEePOiiHi mpoTHU3amnanbHi 3acobu).

3aCTOCYBaHHS OiTAM

[Tpu 3acToCcyBaHHI METOTpeKCaTy HiTAM Ta MifJIiTKaM CJIifi HOTPUMYBaTHUCh 00ePEeKHOCTI Ta
BMKOPUCTOBYBATH BifIIOBiHI creliaibHO PO3p0o0IeHi oS giTel MPOTOKOIM TiKyBaHHS. Y HiTel 3
TOCTPUM JTiM$p0OIaCTHUM JIEHKO30M TSIKKa HEHPOTOKCUYHICTh MOXKe CIIOCTEePIiraTUCh micys
NiKyBaHHS MOMIpHO BUCOKHMHE fo3aMu (1 r/m” III1T) meToTpekcaTy. BiH 4acTo po3rIafgacThCs K
reHepaizoBaHui ab0 0CEePeIKOBUM eMiIENTUYHUN Hamay. Y CUMITOMAaTAYHUX XBOPUX IIPHU
MiarHOCTUYHIiM Bidyasisallil 3a3BMyali criocTepiranach yelikoeHedanomnaris Ta/abo
MiKpoaHTiomaTA4YHa KanbIiudikallis.

3aCTOCyBaHHA Ialli€eHTaM JiTHbOTO BiKY

[Tpu niKyBaHHI MaIlieHTIiB TiTHBOTO BiKy HeoOximHa 0cob1rBa 00epexkHiCTh. 3a MmallieHTaMu CITif
PEeTyIApHO CIOCTepiraTu Ajid BUSBIEHHS paHHIX O3HaK TOKCUYHOCTI. KniHigHa ¢apmakonorisa
METOTpeKCaTy Yy Malli€HTiB JIITHBOTO BiKY ITIOBHICTIO HE BUBYEHA. [[03y METOTPEKCATY CIIiL KOPUTYBaTU
3aJIeKHO Bifl cTaHy QYHKII HUPOK Ta MeviHKu. [103y CIij 3HU3UTH 3BaKalouu Ha MiTHiU BiK. [
NaLiEHTIB MITHHOTO BiKY (BikoM Bifl 55 pokiB) Oyu po3pobiieHi 4acTKOBO MoaudiKoBaHi IPOTOKOIIH,
HAIMPUKJIIaM, IJIs JIIKYBaHHS TOCTPOTO JTiM(P0oOIaCcTHOTO JIEUKO3Y.

PenponovkTuBHA GOVHKIIIS

[ToBigoMmmsiocs, 110 METOTPEKCAT MOXKe CIIDUYUHATHU OJ'Iil"OCHGpMiI-O, IMMOPYyHIE€HHS MEHCTPYAJIbBHOT' O



IIMKJTy Ta aMeHOpeIo IIif Yac Teparlii Ta TPOTATOM HETPUBAJIOTO MEPioAy IMicis ii MPUIUHEHHS, II10
MOXKe IIPHU3BECTH [I0 MOPYIIeHHS (ePTUIbHOCTI, CIPUYHMHSIIOYY ITOPYIIEHHS OBOTeHE3Y Ta
cIlepMaToreHe3y Imif yac mikyBaHHS. Li epekTu € 000pOTHUMY MiCIII TPUIHMHEHHS Teparrii
IpernapaToM.

TepaTOreHHiCTh - PENPOOYKTUBHUMN PU3UK

MeToTpekcaT CIpuunHsIe eMOPIOTOKCUYHICTh, BUKUAHI Ta BHYTPILIHEOYTPOOHI TaTOJOTii ¥ Iofei.
OTxe, NiKap Ma€ NONEePEeIUTH XKIHOK PEIIPOAYKTUBHOIO BiKY IIPO MOXKJIMBUU BIIJIUB Ha
PENpPOnYKTUBHY (PYHKIII0, BAKUHI Ta BPOAKEHi Bagu PO3BUTKY IIofda (AuB. po3min «I1obiuni
peaxtii»). 2KiHKM penpogyKTHBHOTO BiKy MalOTh KOPHUCTYBaTUCS e(eKTHBHUMH KOHTPALEeNITHBHUMHU
3acobaMu y mepiof JTiKyBaHHS, a TAaKOXK IPOTITOM LIECTH MICALIB Mic/s 3aKiHUeHHS Teparil
MEeTOTPEKCaTOM.

3acTOCYyBaHHS YOJIOBiKaM

MeToTpekcat MOXKe IIPOSIBIIATYA T€HOTOKCUYHICTL. TOMY 4OJIOBIKY MalOTh KOPUCTYBATUCSA
e(peKTUBHUMM KOHTPAIIENITUBHUMHU 3ac00aMu y Iepiof MiKyBaHHS, a TAKOXK IIPOTSATOM IIIECTU MiCSIIiB
icIs 3aKiHYeHHS Tepallil MeToTpekcaToM. OCKiTbKM MEeTOTpPeKCcaT MOXKe IIPU3BECTH 10 CEPHO3HOTO
Ta MOTEHIIHO He0OOPOTHOTO MOPYLIEHHS CIIepMaToreHe3y, YOJIOBiKaM CJIifi PO3T/ISTHYTH MOXKJIUBICTh
KPiOKOHCepBallii CliepMu [I0 II0YaTKY Tepatil (quB. po3fin «3acTocyBaHHS y 1epiof] BariTHOCTI abo
TONyBaHHS I'PYLOI0»).

Po3uunu ans ingysii 3 KoH1eHTpalieo metoTpekcary 0,1 Mr/min abo 3 Mr/mi1, IPUTOTOBaHI MIJITXOM
po3BeneHHS MeTtoTpekcaTty «E6eBe» 0,9 % po3unHOM HaTPiio XJIOPHUAY, 5 % PO3UMHOM TTI0K03H, 10
% pO3YMHOM TJII0OKO3H, @ TaK0XK JJaKTaTHUM Po3unHOM PiHrepa, € ¢pidauyHO i xiMigHO cTabiNbHUMU
IIIOHAUMEHIIE TPOTATOM 24 ToouH y pa3i 30epiraHHs y 3aXuIeHOMY Bifi CBiTIa MicIii mpu
teMiepatypi 5 * 3 °C abo kimMHaTHi! TeMmepatypi (20-25 °C).

3 Mikpo6ioyIOTiYHOI TOYKM 30py PO3UMH A1 iHGY3ilt HeoOXiZHO BBOOUTHU OOpa3y XK Micis
IIPUTOTYBaHHS.

Lle#t mikapchKui 3aci6 MicTUTh MeHIIe Hixk 1 MMoib HaTpito (23 Mr) Ha (h1akoH, TOOTO, IO CYTi, €
TaKHM, 110 He MICTUTDb HaTPIlo.

II porpecyryda MyJ’IBTI/I@OKafIBHa HeﬁKOGHHe@aHOHaTiH

[ToBimomIsiNioCS IPO BUIIaKHU IIPOTPeCy0Uol MyabTHu(dOKaIbHOI elikoeHuedanonarii (IIMJI) y
Malli€HTIB, SKi 3aCTOCOBYBa/l METOTPEKCAT, IEPEBaXKHO B MOEAHAHHI 3 IHIIMMY iIMyHOCYIIPECUBHUMU
npenapaTtamu. [IMJI moxe matu ¢daTanbHi Hacmigku. e ciig BpaxoByBaTH NpH AU epeHLinHIN
MiarHOCTHIN V TallieHTiB 3 iMyHOmedinuTOM, y IKUX 3adikcoBaHO MoripmeHHs abo mosiBa HOBUX
HEBPOJIOTIYHUX CUMIITOMIB.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

KIHKY PenpoOyKTHBHOIO BiKY/ KOHTpAIENIlid V KiHOK

B mepion nmikyBaHHS METOTPEKCATOM XKiHKaM He CJIif BariTHiTH. HeoOxiqHO KOpUCTyBaTUCS
e(eKTUBHUMY KOHTPALENTUBHUMU 3aco0aMu y Iepiof JTiKyBaHHS i IIOHAUMEHIIe IPOTATOM 6 MiCSIiB
micys 3aKiHYeHHS Tepallil MeToTpekcaToM (ouB. po3min «OcoO6nMuBOCTi 3acToCyBaHHA»). Ilepen
II0OYaTKOM JIiKyBaHHS KiHOK PeIPOOYKTHUBHOIO BiKy HE0OXiIHO ITpOiH(GOpMyBaTH PO PUIUK



HEeraTUBHOTO BIIJIMBY METOTPEKCATY Ha ILIif Ta BUKIIOYUTH BaTiTHICTh LIJITXOM BUKOPUCTAHHS
HaJIeXKHUX METOMIB, TaKUX SIK TECT Ha BariTHiCTh. B nepion nikyBaHHS TeCTU Ha BaTiTHICTh HEOOXigHO
IIPOBOOMTH 3a KiIiHiYHOI moTpebu (HampuKiam, micis 0yob-gKol IepepBu KoHTpatenirii). 2KiHok
PETNPOAYKTUBHOTO BiKy He0OXiIHO KOHCY/IbTYBATH IIIOM0 IOTIEPEIKEHHS Ta MJTaHyBaHHS BariTHOCTI.
[Tapu nOBMHHI TPOKOHCYIBTYBATUCA 3 JIIKapeM I0O0 CEPUO3HUX PU3HUKIB [T IIJI0fAA, SKIIO IIif 4ac
JIIKyBaHHS HACTa€ BariTHICTG.

KoHTpauenmisa y 40J10BiKiB

HeMae maHUX 1100 BMICTY METOTpeKCaTy y cruepMi. B mocnimkeHHSIX Ha TBapuHaX OyJ10 BUSIBIIEHO
TeHOTOKCUYHICTh METOTPEKCATY, TOMY PU3UK T€HOTOKCHYHOTO BIIJIUBY Ha CIIePMaTO30igu He MOXKe
OyTu MmoBHiCTIO BUKMOYeHn. OOMeKeHi KJTiHiuHi faHi He CcBigYaTh PO MiABUINEHUN PHU3UK Baf
PO3BUTKY YU BUKHUIHS MICIIS BIJIMBY HEBENIMKUX 03 MeTOoTpeKkcaty (MeHie 30 MI Ha TUXK[EHb) Ha
opraHi3M natieHTa. [JaHUX HeJOCTaTHHO OJId OL[IHKY PU3UKY BUHUKHEHHS BaJ PO3BUTKY YU BUKUIHS
iCyIs BIUIUBY Oi/bIll BUCOKUX M103.

4k 3amobixKHUM 3axXi/l, CeKCyaIbHO aKTHBHUM IIalliEHTaM 40JI0Bi4Yoi cTaTi abo ix mapTHEpam
PEKOMEHIYEThCSI KOPUCTYBATUCS HAMINHUMU KOHTPALIENITUBHUMU 3ac00aMu Y Iepiof JTiKyBaHHS
TalfieHTa YOJIOBiUOi CTaTi i I[OHAWMEHIIIe TPOTATOM 3 MICSINB ITic/Is 3aKiHYeHHS Teparii
MeToTpeKkcaToM. JooBikaM He CyIif OyTU JOHOpaMy CIIepMHU B Iepiof JTiKyBaHHS Ta IPOTIToM 3
MICSIIiB MiC/Ig MPUIXHEHHS 3aCTOCYBaHHS METOTPEKCATYy.

BaritHicTb

3acToCyBaHHSI METOTPEKCaTy 3a HEOHKOJIOTIYHMMHU I0Ka3aHHIMH B IIEPiof BariTHOCTI
MIpOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3aHHa»). AKIO MallieHTKa BCe XK TaK{ 3aBariTHi€ B mepiof
TiKyBaHHS METOTPEKCATOM ab0 MPOTATOM 6 MiCAIiB Micys 3aKiHYEeHHS JiKyBaHHS, il He0OXimHO
poiHGOpPMyBaTH IIPO PU3UK HETATUBHOTO BIUIMBY METOTpPeKCcaTy Ha ITif. Takoxk HeoOxigHO
IIPOBOOUTH YJIbTPA3BYKOBI NOCIIIXKEHHS [JIg MiATBepAKeHHs HOPMaJIbHOT0 PO3BUTKY IIJIOLA.

B mocmimkeHHsSX Ha TBapUHaX OyJI0 BUSIBIEHO PENPOAYKTUBHY TOKCUYHICTh METOTPEKCATy, 0COGIUBO
B [IEPLIOMY TpUMeCTpi. Byjio BUSIBJIEHO TepaTOreHHY [i0 METOTPEKCAaTy, OBIAOMIISIIN IIPO
JeTalbHUM HACMIJOK OJIS MJI0fa, BUKUAHI Ta/ab0 BpomKeHi aHoMatil (HanpuKiiad Bagy PO3BUTKY
JIUIIbOBOI YaCTUHY Yepela, CeplieBO-CyOAUHHOI CUCTEMHU, LIeHTPaIbHOI HEPBOBOI CHCTEMHU Ta KiHIIiBOK).

MeToTpekcar € IOTyKHUM TepaTOreHOM [JId JIIOOUHU. Y pasi BIJIUBY B IIepiof BariTHOCTL
MeTOTpeKcaT MiiBUIy€E PU3NK BUHUKHEHHS CIIOHTAHHUX BUKUAHIB, 3aTPUMKHU BHYTPIIIHbOYTPOOHOTO
PO3BUTKY Ta BPOAXKEHUX BaJ PO3BUTKY.

CnoHTaHHI BUKHTHI Oynu 3apeecTpoBaHi ¥ 42,5% BariTHUX, SIKi 3aCTOCOBYBaJI HU3bKi 03U
MeToTpeKkcaTy (meHmie 30 Mr Ha TUXK[EHb), IPOTH 22,5% y MallileHTOK, SKi 3aCTOCOBYBaHX iHIIII
Ipenapary.

3HayHi BpoaxkeHi nedheKTu BUHUKAIHU Y 6,6% XKUBOHAPOIXKEHUX [iTel, MaTepi SKUX
3aCTOCOBYBaJIM HU3bKIi 103U MeTOTpeKcaTy (MeHile 30 MI Ha TUXKEHb) B IIepiog BariTHOCTI, IPOTU
npu6nu3Ho 4% KUBOHAPOMXKEHUX [iTel, MaTepi SKMX 3aCTOCOBYBAJIM iHIII ITpemapaTH.

HepocTaTHBO maHUX 100 3aCTOCYBaHHA B IIEPiOf BariTHOCTI METOTpeKcaTy B fo3ax noHap 30 Mr Ha
TUXK[IEHb, ajlle OUiKyEThCS OiNIbII BUCOKHY PiBeHb CIIOHTAHHUX BUKUIHIB Ta BPOIKEHUX BaJl PO3BUTKY.
[Ipu npunvHEHH] 3aCTOCYBaHHS METOTPEKCaTy [0 3a4aTTs IIOBIAOMIILIIN IPO HOPMaJIbHY BariTHICTG.

[Ipu 3acTOCyBaHHI 3a OHKOJIOTIYHMMHU ITIOKa3aHHIMU METOTPEKCaT He CIIil BBOOUTHU B IIepiof
BariTHOCTI, 30KpeMa IIPOTArOM IIePILIOr0 TPUMECTPY BariTHOCTI. Y KOXKHOMY KOHKPETHOMY BUIIAAKY



HeoOXiTHO 3BaKUTHU KOPHUCTH Bif] JTiKyBaHHS Ta MOXKJIMBUYU PU3UK AJIA IJIofa. fAKIo nmpenapaT
3aCTOCOBYIOTh B IIepiof BariTHOCTI a0o0 AKIIO MalliEeHTKa, sIKa JIKYEThCSI METOTPEKCATOM, 3aBariTHie, i
Heo0XigHO IPoiHGOpPMyBaTH IIPO PU3UK HETATUBHOTO BIJIMBY METOTPEKCATy Ha ILIif.

l'ogyBaHHS TPYIIIO

OcCKinbKM METOTPEKCAT EKCKPETYEThCSA ¥ TPYIHE MOJIOKO Ta MOXKe CIPUUYMHUTUA TOKCUYHUY BIIJIUB Ha
HEMOBJISAT, 5IKi TepeOyBa0Th Ha TPYAHOMY BUTOOOBYBAHHI, METOTPEKCAT MMPOTUIIOKA3aHUH B IIEPiof
rofyBaHHS Ipyanio (ouB. po3min «IIpoTunmoka3aHHSI»). AKIIO 3aCTOCYBaHHS IIpemnapaTy B Iepiof
rofyBaHHS I'PYANI0 € HeoOXimHUM, TOOYBaHHS TPYAOI0 HeOOXiMHO MIPUIMHUTH TIepef II04YaTKOM
Teparrii.

PenponovkTuBHA GMVHKITIS

MeToTpeKcaT BIUIMBA€E Ha CIIepMaTOreHes i 00TeHe3 i MOXKe 3HUXKYBaTh (GepTUIbHICTh. [loBimoMIsny,
110 y JIFOEU MeTOTpeKCaT MOXKe BUKJIMKATU OJIroClepMilo, IOPYLIeHHS MEHCTPYaIbHOI0 IUKITY Ta
aMmeHopelo. B GinbiiocTi Bunagkis 11i ehekTu BUSABNSAIOTHCS 000POTHUMH IIiC/IS IPUNMHEHHS Teparil.

[Ipu 3acTOCyBaHHI METOTPEKCATY 3@ OHKOJIOTIYHUMU II0OKAa3aHHAMHU KiHKaM, AKi IIJIaHYIOTh
3aBariTHITH, peKOMEH0BaHO 3BEPTATUCS [0 LIEHTPiB TeHeTUYHOT0 KOHCY/IbTYBaHHS, 0axkaHOo IIie [0
IIOYaTKY Teparlil, a Y0JI0BiKaM CJIif PO3TISHYTHA MOXKJIMBICTh KPiOKOHCEPBAIlil ClIEPMU [0 TOYaTKy
Teparii, OCKilIbKu METOTpeKCcaT ¥ BUCOKUX 103aX MOXKe OyTU reHOTOKCUYHUM (OUB. PO3Lin
«Oc06IUBOCTI 3aCTOCYBaHHS»).

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

[Tpu niKyBaHHI METOTPEKCaTOM MOXKYTb CliocTepiraTucs Taki nmobiuxi epekTu 3 6oky LIHC 5K
CTOMJTIOBAHICTD i CIIJTyTaHiCTh CBioMocTi. MeToTpekcat «EGeBe» YMHUTE C1a0Kuil abo moMipHUM
HECTIPUSAT/IMBUM BIJIMB Ha 3aTHICTh KePyBaTH aBTOTPAHCIOPTOM abo iHIMMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHsi ma do3u.

[TonepemxeHHST

[lo3y cnif KopuryBaTH BigIOBIAHO [0 IJIOLII TOBEPXHI TiNla, SKII0 METOTPEKCAT 3aCTOCOBYETHLCS IS
JIIKyBaHHSA NyxJIUH. [Ticig 3acTOCYyBaHHSA HENIPaBUJIBHO PO3PaX0BAaHUX [,03 IIOBIIOMIIAIOCE IIPO
BUIIQ[IKY iHTOKCHKAIIil 3 JIeTaJbHUM HaCIiIKOM. MeOu4yHuii IepcoHan i malieHTy MOBUHHI OyTH
MIOBHICTIO MPOiH(OpPMOBaHi IIPO TOKCUYHI e(PEKTH.

ITo3a MeTOTpeKcaTy SIK YaCTHHA IoiximMioTepartii 3709KicHUX MyxX/IuH a00 paKy KpoBi 3a7eKUTh Bif
[IOKa3aHHY Ta BU3HAYAETHCS IHOUBINYAJIbHO IICIIA OLIHKYM 3arajlbHOr0 CTaHy Ta II0Ka3HUKIB KPOBI.
[lo3u, 1110 BUKOPUCTOBYIOTHCS B 3BUYaHOMY PeXXUMi JIiIKyBaHHS METOTPEKCATOM, B peXUMi
JIIKyBaHHSI METOTPEKCATOM B HM3bKIiil 1031 (pa3oBa go3a HuxkYe 100 Mr/m?) i BUCOKIi 1031 (pa3oBa
no3a moHapn 1000 Mr/m?2), 3anexkaTh Bifl BiIIOBIAHOI CXeMHU JO3yBaHHS.

Tomy HUXKYe3a3HaueHi [O3U CJIifl pO3TNIsfaTu JIKlle 9K peKoMeHparlil. [loTouHi mpoToKonu Teparmil
OynyTh HafaHi JTiKyI0UOMY TepaneBTYy Ha BUMOTY.



CmaHO0apmHe niKy8aHHA Memompekcamom, KaavuiymgposiHamHuil 3axucm He nompibeH:

15-20 mr/m’ (8/B); ABiui Ha THXmeHb; 30-50 Mr/M’° (B/B); OOMH pa3 Ha THXAEHD; 15 Mr/M*/moby (B/B,
B/M); 5 gHiB. Kypc noBTOpUTH Yepe3 2-3 TUXKHI.

JIikygaHHA memompeKcamom 8 NOMIPHO BUCOKUX 003ax:

50-150 mr/m* (B/B iH’€KIis); KanbliyMpoTiHATHUN 3aXKUCT He NOTpibeH. Kypc moBTopuTH yepes 2-3
TUXKHI.

240 mr/M* (/B iH(y3is mpoTsaroM 24 rog); moTpiber Kambliymdonisatauii 3axuct. Kypc moBTopuTH
yepes 4-7 OHiB.

0,5-1,0 /™’ (8/B iH(dy3is mpoTarom 36-42 rof); moTpiGeH KambliyMboTiHATHHI 3aXKUCT. Kypc
IIOBTOPUTHU 4Yepe3 2-3 THUXKHi.

JIiKysaHHA MemompeKcamoMm y 8ucokux 003ax - nompibeH kaavyiymgposinamuuil 3axucm:
1-12 r/m* (8/B, 1-6 rom). Kypc nosTopuTH Yepes 1-3 THXKHI.
CucreMHe (BHYTPIIIHbOBEHHE Ta BHYTPIIIHHOM 5130B€) 3aCTOCYBaHHS METOTpPEKCcaTy

JIikyBaHHS MeTOTPEKCATOM y HM3bKiil (pa3oBa mo3a MeHme 100 mr/m” ITI1T) Ta mOMipHO BUCOKi# f03i
(pa3oBa fgo3a ctaHoBuTh 100-1000 mr/m* IIIIT).

3nmosikicHi TpodobracTuyHi myxnuHU (H0OPOsSKicHI rectauiHi TpohoOIaCTUYHI TYXITUHHY,
XOpioKapLrHOMA)

[NTauieHTH rpyny HU3BKOT'O PU3UKY: K MOHOTeparid B 1o3i 0,4 mMr/kr Macu Tina (MT)

BHYTPILIHEOM 5130BO 3 1-T'0 10 5-¥ meHb 3 BiTHOBIIEHHSM Tepartii micnist 7-geHHol nepepsu abo B Ho3i
0,25-1 mr/kr MT BHyTpimHLOM 130B0 y 1, 3, 5 Ta 7 [HI 3 BigHOBIEHHSAM Tepallil micis 7-geHHOl
mepepBu. YIIPoooBxK 24 romuH Iicis MPOBeIeHHs TaKol Teparil CiIif po3mnoyaTy Tepariio i3
3aCTOCYyBaHHSIM KaJsibllifo (oJTiHaTy.

TTamienTV rpyny BUCOKOTo pu3uKy: 300 mr/m’ ITIIT BHYTPIMIHLOBEHHO y CKIa/i KOMOiHOBaHOI Teparii.

Pak mosaouHoi 3aa03u: 40 mr/m” TIITT MeToTpeKcaTy BHYTPIIHLOBEHHO y 1-# Ta 8-if AHi B KomObiHamii 3
uKnogocdamigoM Ta GTOpypaLuuioM BiflloBigHO A0 cxeMu nikKyBaHHS LIM® (uukmodpocdamin,
MeTOTpeKcaT, 5-pTopypaLu).

Pak 20s108u ma wui: [o3a MeToTpekcaty mo 40-60 mr/m” IIIIT BHYTPIilIHEOBEHHO OMH pa3 Ha
TUXKAEHb K MOHOTepallisi.

Hexo02cKiHCbka Aim(poma: pa3osi [o3u MeToTpekcaTy 1o 120 mr/m” IIIIT y cknafi Kom6iHOBaHOi
Teparrii.

T'ocmputl aimpobaacmHuil Aeliko3: ojis TifTPUMKU PeMicii B paMKaX KOMIIJIEKCHUX ITPOTOKOJIiB
Teparil: pa3oBa fo3a Bifg 20 mo 40 mr/m? [IIIT MeTOoTpeKcarTy.

JIiKyBaHHS METOTPEKCATOM Y BUCOKHKX [03ax (pa3oBa J03a CTaHOBUTH oHan 1000 mr/M> TIIIT):

Hexo0uckiHcbKka aiMpoma, AKa nepesadcHo 10Kani3yemuca 8 OiAsAHYI UeHmpaabHol Hepeosoi
cucmemu (LIHC). [1ns niKkyBaHHS HEXOMAXKKIHCHKOI TiMGOMH, sIKa TepeBaXKHO JT0KaIi3yeThCA B OiMSHIN



LIHC, HeMa€ eOuHOL CXeMU Teparllil Ta J03yBaHHSA. Y JOCIiIXKEHHSIX BHYTPIIIHbOBEeHHE BBEIEHHS
MeTOTpeKcaTy B fo3ax moHaiMerme 1500-4000 mr/m” IIIIT 6y1o epeKTHBHAM y BUTTIAAI Pa30BOi
03U IIPOTSATOM JEKiNbKOX LKKIIIB IK MOHOTeparist abo B KoMOiHallii 3 mpoMeHeBOI0 Teparieio Ta/abo
BBE[EHHSM METOTpeKCaTy IHTpaTeKaJbHO 3 IHIIUMHU XiMiOTEepalleBTUYHO aKTUBHUMU JIIKapPChbKUMU
3acobaMu.

T'ocmputl aimgpobaacmuutl aetikos. I'octpuit niM$poOrnacTHUM JTeHK03 Y JOPOCINX: Pa30Bi 103U
MeToTpekcaty o 1500 mr/m” ITIIT y cknafi KoMGiHOBAHOI Tepaitii.

TocTpuit niMmdoOracTHUM TeMKO3 y miTel Ta MiMiTKiB: 3BUYalHi pa30Bi HO3U 3HAXOASITHCS B
miama3oni 1000-5000 mr/m* TITIT y CKJafii KoMOGiHOBaHOI Tepartii.

IHTpaTeKaHbHe BBEJEHHSsI METOTPEKCaTy

[HTpaTekanbHe BBEIEHHSI METOTPeKcaTy 0yno eGeKTUBHUM OJIsi MPODiTaKTUKK Ta JTiKyBaHHS
KapIIMHOMaTO3HOT0 MEHIHTITy abo s miKyBaHHS IepBUHHOI lepebpanbHoi miMmdomu [THC.

[Tpu iHTpaTekanbHOMY BBEe[IeHHI METOTPEKCAT CIIiJ] HO3yBaTH BigIOBIIHO MO BiKY, OCKiIbKY 00’ €M
CIIMHHOMO3KO0BOI piguuu (CMP) GinbIl TiCHO KOpeioe i3 3aiesKHUM Bifi BiKy 06’eMOM MO3KY, HiX i3
IIJIOLLEI0 TTOBEPXHI Tifa.

ity BikOM < 3 Micali: 3 MI' METOTPEKCATy iHTpaTeKalbHO.

Iitu Bikom 4 -11 Mics1iB: 6 MI' MeTOTpeKcaTy iHTpaTeKaibHO.

ity BikoM 1 pik: 8 M MeTOTpeKcaTy iHTpaTeKaJlbHO.

Hitu BikoM 2 poxku: 10 MIr MeTOTpeKcaTy iHTpaTeKallbHoO.

itu Bikom 3-8 pokiB: 12 MI MeTOTpeKcaTy iHTpaTeKabHO.

[TamienTy BikOM Bif 8 pokKiB: Big 12 Mr mo Makc. 15 MI MeTOTpeKcaTy iHTpaTeKaabHO.

Yac, yacToTa Ta TPUBAJIICTh iIHTpaTEKaJIbHUX iH €KII METOTPEKCaTy BU3HAYAKTHCS JIIKYIOUUM
JliKapeM 3 ypaxyBaHHSM IIPOTOKOJIIB CIIeIliaJIbHOI Teparlil Ta KOXKHOI KOHKPETHOI CUTYallil.

[TomepemXeHHs: IPemapaTH, 0 MiCTSITh METOTPEKcaT, Ta/ab0 POIYUHHUKH, SKi MICTATH
KOHCEPBAHTHU, He CJIifl 3aCTOCOBYBATH iHTpPaTEKaabHO ab0 y BUCOKMX [03ax!

JIixyeaHHA nayieHmis i3 nopyweHHAMU PYHKUiT HUPOK.

[NTamieHTaM 3 mopyieHHAM GYHKIII HUPOK METOTpeKcaT CJIifi 3aCTOCOBYBaTH 3 00epexkHicTIo. 103y
CJIii KOPUTYBATU TaKUM YHUHOM:

KiipeHC KpeaTuHiHY (MJI/XB) [% Bin CTAQHIAPTHOI 03U
> 80 [loBHA mo3a

80 75

60 63

50 56

< 50 MIPOTUIIOKA3aHO




[lo3y8aHHA npu aymoiMyHHUX 3aXB80PHOBAHHAX
BaxkinuBe nonepeKeHHd 1100 N03yBaHHS e0eTpekcaTy (MeToTpeKcaTy):

MeToTpekcart [ TiKyBaHHS peBMaTU4YHUX ab0 MKIPHUX 3aXBOPIOBAHb 3aCTOCOBYIOTH NUIle 1 pa3 Ha
TUXKOeHb. [loMuIKa B JO3yBaHHI IIpU 3aCTOCYyBaHHI METOTPEKCATy MOXKe BUKIUKATH CEPHO3Hi n00iuHi
epeKTH, BKIII0Yal0uy JeTalbHUM HACTIIOK.

MertoTpekcat MOXKYTh IPU3HAYATH TUIBKY JIiKapi, AKi MalTh JOCBif] 3aCTOCYBaHHSA
XiMioTepaneBTUYHUX TiKAaPChKUX 3aC00iB. MeTOTpeKcaT BBOIATh ONUH Pa3 Ha TUKIEHD.

PexoMeHOy€eThCSI BCTAHOBUTH KOHKPETHUM [NEeHb TUXKHS K TaK 3BaHUM «[eHb iH'€KI[il».

Crip perynsipHO IIPOXOAUTH OTJIAL JIIKapeM.

EO3¥B8.HHH OJId XBOPHUX Ha [leBMaTOiEHHfI dPTPUT

I BusSBIeHHS crienudivyHux mobiunux eQekTiB 3a TUKIEHD [I0 IIOYATKY Tepalil peKOMeHIYEThCS
IlapeHTepanabHe BBEIEeHHS TECT-O03H.

PekomenpoBana noyaTkoBa [03a CTAHOBUTH 7,5 MI' METOTPEKCATY, 1[0 BBOOUTHCI 1 pa3 Ha TUXKIEHb
IiAIIKIPHO, BHYTPIIIHEOM 's130B0 a60 BHYTPIITHLOBEHHO. 3aJIe’KHO Bifl iHAKWBiTyanbHOTO 11epeldiry
XBOpPOOY i cTaHy nallieHTa MOXHa 30i/IblIyBaTi g03y OCTYIIOBO Ha 2,5 MI Ha TUXOeHb. He crif
IIePEBUINYBATH IIOTUKHEBY 03y 25 MT. [1o3u Oinbie 20 Mr/TUXKOEHb MOXKYTh OYTH TOB'sg3aHi 3i
3HAYHUM 30iTbIIIEHHSIM TOKCUYHOCTI, ITOB'I3aH01 3 IPUTHIYeHHSIM KiCTKOBOTO MO3KY.

Bigmosigs Ha Tepamito MoXKHa 04iKyBaTH IPUOIKU3HO Yepe3 4-8 TUXKHIB.

[Ticnsa mocsirHeHHs 6aXKaHOTO pe3yJIbTaTy JiKyBaHHS, 03y IIOCTYIIOBO 3MEHIIYIOTh 10 MiHiMaIbHOI
MOXKJIMBOI e(eKTHUBHOI MiATPUMYI0Y0]1 T03H.

[To3yBaHHA O OiTel Ta MiAiTKiB 3 IOBEHINLHUM ifiomaTUYHUM apTpuToM (FOIA):

PekoMeH[0BaHa f03a cTaHOBUTH 10-15 Mr/M° IIJIOIIi TOBEPXHI Tijla HAa TUXKIEHb.

YV BaxKKMX BUIAJKax, I[OTUXKHEBa N03a MOoxKe OyTH BHIIOI0 Ta CTAHOBUTHU 10 20 Mr/M? IJIOIIi MOBEPXHi
Tisla Ha TUXOeHb. [Tpu Teparii TaKUMM BUCOKHMMM [103aMH CJIif] YacCTillle TPOBOOUTHA MOHITOPUHT
ctaHy nanierTa. OCKiTbKY JaHUX 00 BHYTPIIIHHOBEHHOTO 3aCTOCYBaHHS JIiKapChKOT0 3ac00y HiTAM
Ta MifJIiTKaM HEeJOCTaTHLO, LIil TPYIIi al[leHTiB PEKOMEHAYEThCS IIPOBOSUTH MIiAMIKIPHI Ta
BHYTPIIIHBOM 'S130Bi iH'€KIIil.

[Tamientam 3 FOIA crif 3aBXKAu 3BEPTATUCS [0 JTiKaps-peBMaTosIora, IKUM CIeliani3yeTbCsa Ha
JIIKyBaHHI [IiTe# Ta MigJiTKiB.

3acTocyBaHHS OiTIM BiKOM [0 3 POKiB He PEKOMEHAYETHCS, OCKINIbKY [JIA Ifi€l TPYIU NallieHTiB HEMa€e
ameKBaTHUX MaHUX PO e(eKTUBHICTL Ta Oe3MeKy.

,ﬂO3yBaHHH OJIA XBOPUX 3 BA2KKHUMU QhOpMaMI/I HCOQi&Sy Ta HCOQiaTI/I‘-IHOT'O dPTPHUTY

PekxoMeHOyeThCS BBOOUTH TECT-HO3Y 5-10 MT mapeHTepanabHO 3a TUXKIEHb A0 MMOYaTKY Teparril Ta
KOHTPOJTIOBATH CTaH IalliEHTa AJIST BUSIBIEHHS XapaKTepHUX Mo0iuHuX epekTiB. PeKoMeHI0OBaHa
II04YaTKOBa [103a CTAHOBUTL 7,5 MI' METOTPEKCATY, SIKy BBOOATh OOUH pPa3 Ha TUXKAEHb MiAIIKIPHO,
BHYTPILIHEOM'sI30B0 @00 BHYTPIiIlTHROBEHHO.



o3y MOXkKHa ITOCTYIIOBO 30iIbIITyBaTH: 3a3BU4Yall MaKCUMalbHa IIOTHUXKHEBA J03a - 25 MT'
MEeTOTpPEKCaTy.

Io3u, 1110 IIEePeBUINYIOTh 20 Mr Ha TUXKIOEHb, MOXYTh ITPU3BECTU O 3HAYHOT'O 30inbINeHHS
TOKCHUYHOCTI, IIOB’sI3aHOI 3 HpI/Il"Hi‘-IeHHﬂM KiCTKOBOTO MO3KY.

Bigmosigs Ha Tepamito 3a3BUYall MOXKHa 04iKyBaTy IPUONIU3HO Yyepe3 2-6 TUKHIB.

[Ticnsa mocsirHeHHS 6aXKaHOTO pe3yJIbTaTy JiKyBaHHS O03Y IOCTYIIOBO 3MEHIIYIOTH 0 MiHiMalbHO
MOXK/IMBOI e(eKTHUBHOI MiATPUMY0U0]1 103H. [103y 3a He0OXiAHOCTiI MOXKHa 30iNbIITyBaTH, 3@ YMOBH II10
BOHA He IePeBUIllye MaKCUMalbHy PEKOMEH0BaHy 003y 25 MI Ha THUXKOEHb. Y IesSKUX BUHATKOBUX
BUIIAJKaX BUIA J03a MoxXKe OyTH KJIiHiYHO BUIIpaBfaHa, ajle He IOBUHHA IIePEBUIIyBaTU
MaKCHUMaJIbHy IIOTUXKHEBY 103y 30 MI MeTOTpeKCcaTy, iHakIlle TOKCUYHICTh IIOMITHO 3pOCTaE.

JIiKysaHHA nauieHmis i3 nopyweHHAMU QYHKUil neviHKu. MeToTpekcaT «EGeBe» HEOOXigHO 3
00epexkHiCTIO, JIUIIIE ¥ pa3i KpaiHboi HeoOXiMHOCTI, Mpu3HaYaTH MallieHTaM 3i 3HaYHUMU
NOpyIIeHHAMY QYHKIIN MediHKY (HasBHUMU a00 B aHaMHe3i, 0COOJIMBO CIIPUYUHEHUMHU
37I0BXKMBaHHSIM aJKorojieM). MeToTpekcaT He MOXKHa 3aCTOCOBYBAaTHU IpHU piBHi Oinipybiny > 85,5
MKMOJIB/TI.

JIiKyBaHHA nauieHmis AimHb020 8iKY (8ikoM noHad 65 pokig). OCKiIbKU 3 BIKOM IOTipPIIYETHCS
GYHKITS MeYiHKY Ta HUPOK, a TaKOXK 3HUKYIOThCS pe3epBu (osaTiB, Moxe OyTH JOUiTbHUM
3HUXKEHH [03 [JI Iali€HTiB JIITHLOTO BIKY.

IMauieHmu, y AKUX Has8HUU mpemil npocmip piOuHu 8 op2aHi3mi (na1espasvHull 8BUNiM, acyumu,).
OcCKIinbKY y Nalli€HTIB 3 HagBHUM TPETIM IIPOCTOPOM PiAUWHM B OpraHi3Mi Iepiof HamniBBUBEOEeHHS
MOXKe TTOMOBXKYBaTUCS ¥ 4 pa3u MOPIBHSHO 3 HOPMaJIbHOI0 TPUBAJIICTIO, MOXKe BUHUKHYTHU IOTpeba y
3MEeHIIEeHH] 1034, a iHOfi - y IPUIIMHEHH] BBeIEHHSA METOTPEKCaTy.

Cnocib 3acTocyBaHHS

[ BHYTPILIHEOBEHHOI'0, BHYTPILIHHOM I30BOT'0, BHYTPILIHbOAPTEPiaIbHOI0, IHTPAaTEKaIbHOI'0 Ta
IHTpPaBEHTPHUKYJISIPHOTO0 3aCTOCYBaHHS IiC/IST PO3BEEHHS.

Jlikapcekuii 3acib MetotpekcaT «EGeBe», KOHIIEHTPAT IS pO34uHY st iHdy3ii, 100 mMr/m, cin
mepeq 3aCTOCYBaHHSIM PO3BECTH CTaHAAPTHUMH iHPY3iMHMMU PO3UYMHAMY BiJIIOBIOHO [0 PEXKUMY
Teparil Ta yacy iH¢ys3ii. KoHIleHTpaT Po3BOASATh PO3YMHOM TJII0K03U ab0 ¢i3ioorivHuM PO3YrHOM.
4K npaBUo, BBOOATH IIpenapaT KoHIeHTpauieo 1- 2 %.

Taki po34rHU METOTPEKCaTy 3a/lIuIIaiThCcsl CTabibHUME IpH TeMiiepaTypi 25 °C (kKiMHaTHiH
TeMIlepaTypi) mpoTsArom 24 rofguH He3aJiexKHO Bifi TOro, 30epiraeThcs BiH B 3aXUIIEHOMY Bif CBiT/Ia
micti yu Hi. [Tpu Ginbin TpuBanomy 4aci iHdy3il cnig 3aminuTy dnakoH ansg iHdy3ii.

[TpenapatH, 110 MIiCTSITh METOTPEKCAT, Ta/ab0 PO3UMHHUKH, SIKi MiCTSATh KOHCEPBAHTH, He CIIif
BBOOUTH IHTpPATEKaJIbHO Y BUCOKUX H03ax!

OO00B’sI3K0BOI0 YMOBOIO JTIKyBaHHS I[UM IIperapaToM € BU3HaYeHHS PiBHS METOTPEKCaTy y CUPOBaTII
KPOBI.

JlikyBaHHSI MeTOTpeKcaToM B fo3ax Big 100 mr/m” IIIT, axi 3aCTOCOBYIOTH K OKpeMi 034, CJIiT
IIPOBOMIUTH 3 MOAAJIbIINM BBEJeHHIM Kaslblliio (GOTiHATY K IperapaTy HEBIOKIagHOl JOTIOMOTH.



Iosu moran 100 Mr/m” 3a3BMdail BBOAATh Y BUTJISAMI BHYTPIIIHE0BEHHO] iHdY3il. YacTHHY 1034 MOXHa
BBOIUTU BHYTPIITHLOBEHHO B IKOCTi II0YaTKOBOI OOJIIOCHOI iH’€KIIiI.

3aranbHa TPUBAJICTh Tepallii BU3HAYAETHCS JIiKapeM.

Himu.

Y piTed Ta migIiTKiB METOTPEKCAT CJIifi 3aCTOCOBYBaTH 3 0COOJIMBOI0 00€peXkKHICTIO Ta 3TigHO 3
BiIIIOBIAHMMM ITPOTOKOIaMU Tepairil.

Ilepedo3yeanHs.

[licnsipeecTpaliHUK JOCBIA 3aCTOCYBaHHSI METOTPEKCATy CBIMUUTH IIPO Te, 110 BUIIaAKHU
[Ilepeno3yBaHHS MEeTOTPeKCaTy BifMidasucs K IIiC/Is IepopasibHOro, Tak i micisa
BHYTPIIIHbOBEHHOT0, BHYTPIiIHEOM 130BOT0 a0 iHTpaTeKalbHOTO BBeleHHS. TaK0XK IOBiOMIISAIOCS
IIPO BUIIAAKU IIepefo3yBaHHS [IPU IIOMUIKOBOMY IIepOpaIibHOMY IPUMOMI METOTPEKCaTy LIONHS
3aMicTh 1 pa3y Ha TUXKAEHb (y BUTJIAL 3arajbHOI 103U ab0 Y BUTIISAAL OEKiNbKOX OKPEMUX [03).

Cumnmomu nepedo3ysarHs. Ilicns mepopanbHOTo ab0 BHYTPIIIHROBEHHOT'O BBEIEHH S
CIIOCTEPIraloThCS MePEBaxKHO CUMIITOMHY, [IOB’I3aHi 3 IPUTHIYEHHIM CUCTEMU KPOBOTBOPEHHS Ta
TPaBHOI cucTeMu. CUMIITOMAaMH € JIEHKOITUTOIIeHisT, TPOMOOIIUTOIIeHisI, aHEMisl, TaHIIUTOIeHis,
HEUTPOIEHisI, MyKO3UT, CTOMATUT, BUPa3KOBe YpakKeHHS CIIM30BUX 000JIOHOK POTOBOI IIOPOKHUHH,
HynoTa, 671I0BaHHS, BUPA3KOBE ypaxKeHHS IIITYHKOBO-KHIITKOBOTO TPAKTY Ta IITyHKOBO-KUILIKOBI
KPOBOTeUi. Y JedKUX NallieHTiB 03HaKU llepefo3yBaHHSI MOXKYTh OyTU BifCyTHI. € MOBiIOMIEHHS IIPO
JleTabHUM HACJIiMOK OJ1s MallieHTiB BHACIITOK CEIICUCY, CEITUYHOIO II0OKY, HUPKOBOI HEIOCTATHOCTI
Ta alJIacTUYHOI aHeMil.

Y pazi nepemo3yBaHHs IMicC/s iHTPATEKANbHOTO BBeIeHHS 3a3BUYall BUHUKAIOTh CUMIITOMH 3 OOKY
LIHC, a came ronoBuu#t 06iib, HymoTa Ta 6/10BaHHS, cCyqoMu ab0 Hamafy Ta roCTpa TOKCUYHA
eHiedanonarTis. B gesikux BUIIagKax CUMITOMM He CIIOCTepPiraauch. B iHIMX BUIagKax
nepeno3yBaHHS IIiC/IS iHTpaTeKaJlbHOTO BBEE€HHS MaJio JieTaJlbHUU HACIIO0K; IIOBIAOMIISAIOCH IIPO
MO3KOBY I'PUXKY Ta 30i/IbllIeHHS TUCKY CITMHHOMO3KOBOI PiANHMY, 5K i IPO TOCTPY TOKCUYHY
eHnedamonario.

Ipopinakmuka nepedosysarHs. IIpu BBeIeHHI METOTpeKcaTy B f03i moxap 100 mr/ m* IIIIT, Tepamito
HeoOXigHO CYIIPOBOIKYBAaTH BBEIEHHSIM Kallbllil0 QOITiaHTy.

JlixysaHHA npu nepedo3ysaHHi. CrieliupiyHUM aHTUIOTOM METOTPEeKCaTy € Kajblito (osiHaT. Bin
HelTpanidye mobiuyHi TOKCUYHI epeKTH MeTOTPeKCarTy.

JIikyBaHHSI CUMIITOMIB iHTOKCHKAIllii IPX TPUKXOMi METOTpPEKCcaTy Y HU3bKHX [03aX (OKpeMa [03a

< 100 mr/m* TIIT), mo MoXHAa MOSCHUTH medilluToM TeTparinpodotieBoi KUCIOTH.

Cnip HeraliHo BBeCTH 6-12 MT Kanbliio (GomiHaTy BHYTPIITHROBEHHO a0 BHYTPILlTHEOM I30BO 3
HACTYITHUM BBEJIEHHSM aHaJIOTiYyHOI KiTbKOCTI Kasbliito QosiHaTy KifnbKa pa3iB (LioHaliMeHIIe 4 pa3u)
3 inTepBasioM 3-6 roguH. binei getanpHy iH(OPMAILIil0 IPO IHTEHCHUBHY Tepariio Kaiblioo GoriHaToM
y pa3i CIIOBIIbHEHOI'0 BUBEJEHHS METOTPEKCATY IIifl Yac JiKyBaHHS METOTPEKCATOM Y IIOMIPHO
BUCOKMX Ta BUCOKUX [103aX OUB. y CIielliaJbHiN JIiTepaTypi.



YuMm moBIIKIM iHTEPBAJ Yacy MiXK BBEJeHHSIM METOTPEKCATY i Kanbllito GosiHaTy, TUM HUXYa
epeKTUBHICTh Kanbllito ¢hominaTy. [I15 BU3HaYeHHS ONTHMAJIbHOI 03U Ta TPUBAJIOCTI BBEJEHHS
Kasbllito QoJiHaTy CJIifi KOHTPOJIIOBAaTA CUPOBATKOBI PiBHI METOTpEKCATY.

[Tpu 3HauYHOMY ITepef03yBaHHI He0OXifHa TigpaTalis Ta MigIyXyBaHHS Cedi s MonepenkKeHHs
BUIIQMIaHHS B 0Cafl METOTPeKcaTy Ta/abo #oro MeTabomiTiB y HUPKOBUX KaHAJbIIX. AKIIO
IHTOKCHKallisl COpUYMHEHa AyXKe MIOBIIbHIUM BUBEJEHHIM (3BepPTaTH yBary Ha piBeHb METOTPEKCaTy B
CHpPOBATII KPOBi!), HampuKaj, BHACIIIOK TOCTPOI HUPKOBOI HEIOCTATHOCTI, CJIiJl TPOBECTHU
reMmopiani3 Ta/abo remonepdysiio. 3ade3neyuTy epeKTUBHUM KITipEHC METOTPEKCATy MOXKHA IUISTXOM
IHTEHCUBHOTO IHTEPMITYI0YOr0 reMofiani3y 3 BAKOPUCTAHHAM [iajli3aTopiB i3 BUCOKOK IIPOHUKHICTIO
(«high-flux»). 3BuuaiiEui reMofiani3 i IepUTOHeANbHUY [iasi3 He MOKPAIIyTh BUBEIEHHS
MeTOTpeKcarTy.

BunapkoBe nepeno3yBaHHA [IPY IHTpaTeKabHOMY BBEeHH]I MOXKe BUMaraTu BXXUTTS IHTEHCUBHUX
CHCTEMHUX 3aXO[iB: CHCTEMHE, HeiHTpaTeKanbHe! BBeJIeHHS KaJlbllilo (OJIiHATy ¥ BUCOKUX [03aX,
JyKHUY Aiypes i MBUAKKAY OpeHaX CIIMHHOMO3KOBOI PifMHU Ta BEeHTPUKYIonioMbanbHa mepdy3is.

ITo6iuni peakuii.

YacToTa i TAXKKIiCTh TOOIYHUX peakKIlili, IK IpaBuUiio, 3ajieXkaTh Biff 403H, CIT0CO0Yy 3aCTOCYBaHHS Ta
TPUBAJIOCTI TiKyBaHHS MeTOTpeKcaToM. OCKinbKM TSAXKKi M06iUHi peakiil MOXKYTb BUHUKATH HaBiTh
IIpY HU3BKIiM [03i i Ha Oyap-KOMY eTalli Tepatil, HeoOXigHUY PeTyIspHUM i YaCTUU KOHTPOJb 3 00Ky
nikapsi. BinpimicTs no6GivHMX peakiliit € 000POTHUMMU IIPH iX BUSBIIEHH] Ha paHHiM cTapii. OgHak mesiki
3 TSIKKUX [TOOIYHUX peaklliif, Ha3BaHUX HUXKYe, MOXKYTh B IyXkKe PifKiCHUX BUIagKaX IIPU3BECTH [0
PaIToBOrO JIeTAJIbHOI0 HACIIIKY.

[Tpy BUHUKHEHHI MOOIYHUX peakIii Cllig 3MEHIIUTH 003y, SKIIO Ile HeoOXimHO, 3a/IeXKHO Bifl TSIXKKOCTI
Ta iIHTEeHCHUBHOCTI, a00 MPUIHUHUTHU TEPAIIii0 i BXXUTH HaJIeXKHUX 3aX0MiB (IUB. PO3/isn
«Ilepeno3yBaHHsA»). AKIO0 NiKyBaHHSI METOTPEKCATOM IIOHOB/IIOETHCS, MO0 CJIifl MPOJOBXKYBaTH 3
00epexkKHiCTIO, 3a YMOBH PETEJIbHOI OLIHKY HeOOXiIHOCTI Teparil Ta MigBUIEHO0I MUIBHOCTI II0A0
MOZKJIMBOTO PELUONBY TOKCUYHOTO BILJIABY.

Mienocymipecis i 3ananieHHsl CIU30B01 000JIOHKH, K IIPABUJIO0, € H030JIIMITyI0OUMMHU TOKCUUHUMU
edexTamu. X TAKKICTD 3aIeKUTh Bifl A03H, CIIOCOOY i TPHBAJIOCTI 3aCTOCYBaHHS METOTPEKCATY.
3ananeHHs CIU30BOi 000JIOHKY BUHUKAE MPUOIN3HO Yepe3 3-7 OHIB Mic/is 3aCTOCYBaHHS
MEeTOTPEeKCaTy, TeUKOmeHis i TPOMOOLMTOEHisT BUHUKAE Yepe3 5-13 OHIB micis 3aCTOCyBaHHS
MeToTpeKcaTy. Mienocympecis i 3ananeHHs ClI130B01 000JIOHKK 3a3BUYall MUHAIOTh MPOTATOM 14
[HIB y MALI€HTIB 3 HEIIOPYIIEHNMHU MeXaHi3MaMU BUBEIEeHHA.

Hattuacrime moBigomIsiiu Ipo Taki moOiyHi peakirii, Sk TPOMOOITUTOIIEHIs, IEHKOIIEHisT, CTOMATHT,
Oinb y KMBOTIi, aHOPEKCisl, HyfoTa i 6/1f0BaHHS, 3aMajeHHs Ta BUPa3Ky CIM30B01 000JIOHKH
ITOPOXKHKUHY POTa Ta ropia (0Co6IMBO MPOTSATOM Iepiux 24-48 roguH Mmicis BBEJeHHS
METOTpPeKCaTy), MiABUILEHHS PiBHIB Me4iHKOBUX (pepMeHTIB Ta 6inipyOiny, 3HUKEHHS KITipeHCcy
KpeaTHHiHY, BTOMa Ta He3yKaHHs. Bupa3ku ciIu30B0i 000JI0HKY ITOPOKHUHU POTa 3a3BUYaill €
IIEPIINMHU KITIHIYHMMY O03HAaKaM{ TOKCUYHOCTI.

3HauyeHHS 4aCTOTH BU3Ha4€Hi 3 BUKOPUCTaHHSIM TaKUX YMOB: oyxke 4acTo (> 1/10), gacto (>
1/100, < 1/10), meuacto (> 1/1000, < 1/100), pigxo (> 1/10000, < 1/1000), gy=xe pigko (<

1/10000), gacToTa HeBimoMa (He MoxKe OyTH OlLliHEeHa 3a HASIBHUMU JaHUMHU).

IHexuii ma iHeasii: 4acTo - OIepi3ylouyuil Nulllali; He4acCTO - OIOPTYHICTUYHI iHdeKIii, IKi MOXKYTh



OyTuU JTeTalbHUMHU; PiIKO - CENCcUc (BK/II0Yal04y JleTalbHi HAaCMligKu); OyXKe PigKo - HOKap[ios,
ricTomnna3Mo3, KpUITOKOKOBUY MiKO3, TEMAaTUT, COPAUYMHEHUM BipyCOM IIPOCTOT0 TepIiecy, Po3CigHe
ypazKeHHS BipyCOM IIPOCTOTO TepIiecy, HUTOMETraloBipyCHI iHGeKil (BKI0Yalyy THEBMOHIIO),
ITHEBMOHIs, CIpUUYMHEHa BipycoM pneumocystis jirovecii. HacToTa HeBigoMa: THEBMOHI,
peakTuBallid renatuty B, 3aroctpeHHs renaTturty C.

LlobposkKicHi, 3105KiCHI ma HecheuugpiyHi HoBoOyMBOpeHH:A (BKAKUAOYU Kicmu ma noainu): He4acTo
- 3JI0IKICHI HOBOYTBOPEHHS; OyXKe PIOKO - CUHOPOM JIi3UCY NIYXJIUHU.

3 60Ky cucmemu Kpo8OmMEOPeHHA ma AiM¢pamuyHoi cucmemu: TyXKe 4acTo - JTeUKOIIeHis,
TPOMOOLIUTOIIEHis; YaCTO - aHEMis, TAHIUTOIEeHis, Mi€JIOCYyIIpecis, arpaHyJIOIUTO3; PidKO -
MeranobacTHa aHeMisl; OyXKe PiAKo - aljacTUYHa aHeMis, e03nHOo(Disisg, HeUTPOIeHis,
niMmdapgeHomnaTis (4acTKoBo 000poTHA) Ta JiMdomnporidhepaTHBHI po3nangy (4YacTKOBO 000POTHi).

3 6oky iMyHHOI cucmemu: HeYaCTO - aJlepPriuHi peakxiii, aHadiTaKTUYHUH 10K, TPOMACHULIS,
iMyHOCYTIpecist; oyxKe pigko - rimoramarsoOymiHeMis.

ITopyweHHs 06MiHY peuoBUH i XxapyyBaHHsA: HEYACTO - I[yKPOBUil miaberT.
ITcuxivyHi po3snadu: HEYaCTO - OeIpPecis; PiKo - KOJIMBaHHS HaCTPO, MUHYIII PO3JIafyl YyT/IUBOCTI.

3 boky Hepeoeoi cucmeMu: IyxKe YacTo - TOJIOBHUM 0iflb, 3alTaMOPOYEHHS; YaCTO ~-BTOMA, COHJIUBICTB,
napecTesii; He4acTo - CyAoMH, eHIledanonaris/neiikoennedanonaris (y pasi mapeHTepaabHOT0
3aCTOCYBaHHS), reMinapes, CIIyTaHICTh CBIIOMOCTI; PiKO - apes, po3jiafu MOBJIEHHS, BK/II0Ya4u
nu3apTpito i adaszito, Mienonaris (micis momMOanbHOTO 3aCTOCYBaHHS); AykKe PiIKo - He3BUYalHe
KpaHia/libHe CEHCOPHE CIIPUMHSATTS, MiacTeHist, Oiyb y KiHIiBKax, MIOPYILIEHHS CMaKy, TOCTPUM
ACeNTUYHUM MEHIHTIT 3 MEHIHTi3MOM; YaCTOTa HEBiloMa - HEUPOTOKCUYHICTh, apaxXHOIIHUT,
naparneris, CTyIop, aTakcis, feMeH1is, 30i/bIIIeHHS THCKY CIIMHHOMO3KO0BOI PiiWHMU TiC/Isa
iHTpaTeKaIbHOTO BBEIEHHS.

BHyTpiuTHROBEHHE BBEIEHHS METOTPEKCATY TAKOXK MOXKE IIPU3BECTH IO TOCTPOro eHuedamiTy i
roCcTpoi eHlledanomnarii 3 T1eTaJTbHUM HaCITiTKOM.

3 60Ky op2aHie 30py: YACTO - KOH IOHKTUBIT; PiKO - TIOPYIIEHHS 30PY (3aTyMaHEHHS 30Dy,
IIOMYTHIHHS 30pYy), BaXKKa JU30IIis HEBIOMOI eTiooril; fyXKe pigko - nepiopOiTanbHul HaOPSIK,
6nedaput, cnpo3oTeya i CBiTI00053Hb, MUHYIIA CIIIIIOTa, BTPAaTa 30py.

3 60Ky cepus: myXxe pPigKo - MepUKapOuT, eKCyOJaTUBHUYN IePUKAPOUT, TaMIOHAA TOPOXKHUHU
nepuKappa.

3 6oky cyOuHHOi cucmemu: HEYacCTO - BACKYJIT, alepriuHuil BaCKYJIiT; PiKo - apTepiaibHa
rinorensis, TpoM6oeMO0TiuHI gBUIA (BK/II0YaOUX apTepianbHul TPoMO03, TpoMO03 CynUH
TOJIOBHOTO MO3KY, TpoMOo(ebiT, TpoM603 rimubOoKuxX BeH, TPOMOO3 BeH CiTKiBKHU i TIeTeHeBy
eM0071i10).

3 60Ky pecnipamopHoi cucmemu, ope2aHie 2pyo0HOI KAimKu i cepe0oCmiHHA: OyXKe 4acTo - KallleJlb,
YacCTo - JIeTeHEeBl YCKIIaJHEHHS Ha OCHOBI IHTEPCTULIAJIbHOTO0 [THEBMOHITY, aJIbBEOJIITY, SIKi MOXKYThb
MaTH JieTaJbHUU HaCTifoK (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»); He4acCTo - JiereHeBui Gpibpos,
IIJIEBPHUT, PiAKO - PapuHTiT, 3yIIMHKA AUXaHHS, lereHeBa eMOOTis; OyXKe PiAKo - XpoHiYHe
iHTEpCcTUIliabHEe 0OCTPYKTHBHE 3aXBOPIOBAHHS JIeTeHb, aCTMOIIOAIOHI peakilil 3 KalieM, 3aUIIKOI0
Ta MaTOJIOTIYHUM Pe3y/IbTaTOM TECTY JIeTeHeBol (QyHKIIil, THEeBMOLUKUCTHA THEBMOHIS; 4acToTa
HeBifloMa - 6inb y IPyOsX, TIilOKCis, TereHeBa anbBeosispHa KpoBoTeda (IOBigOMIISIETHCS TIPH
3aCTOCYBaHHI METOTPEKCATy 3a PeBMaTUYHUMHU Ta [10B’I3aHUMU ITOKa3aHHSIMU).



3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: MyKe 4acTo - CTOMATUT, Oifib Y JKUBOTI, aHOPEKCis, Hy0Ta,
6moBaHHS, fiapes (0CO0IMBO IPOTATOM IepIIKX 24-48 TOOUH Mics BBEOEHHS METOTPEKCaTy);
HeYyacCTo - [IITYHKOBO-KUIIKOBI BUPa3Ky i KPOBOTEYi, TAHKPEATUT; PIIKO - EHTEPUT, TIHTIBIT, MEJIEHa;
IyKe PiKo - KpuBaBe OJIIOBAHHS; YaCTOTa HeBimoMa - HeiHQEKI[INHUY TePUTOHIT, TOKCUYHUHN
MeTraKO0JI0H, Tepdoparlisi TOBCTOI KUAIIKH, TJIOCHT.

3 60Ky oc08408UBIOHUX WAAXIB: TyXKe YaCTO - 30iIbIIeHHST aKTUBHOCTI MediHKoBUX GepmeHTiB (AJIT
(GPT), ACT (GOT)), nyxHoi ¢ocdarasu Ta 6imipybiHy; HEYACTO - T€IIAaTOTOKCUYHICTD, JKUPOBI
TIePEeTBOPEHHS MEeYiHKU, XPOHIUHUHN (iOp03 MeUiHKY i IUPOo3 MeviHKy, 3HUKEHHS CHPOBATKOBOTO
anb0yMiHy; PiIKO - TOCTPHY TelaTUT; OyXKe PiAKo - MTOHOBIEHHS XPOHIYHOT0 TeaTUTy, TOCTPUH
HEKpO3 IIeYiHKHU, TOCTPE 3aXBOPIOBaHHS MEYiHKH, ITIEYiHKOBAa HETOCTATHICTE.

3 60Ky wkipu ma nidwKipHOI HcuUpPOBOi KAIMKOBUHU: IyKe YacCTOo - aJIoMellisl, 4acTo - eK3aHTeMa,
epuTeMa, cBepbixK, CBITIOYYTIUBICT, BUPA3KHU Ha IIKipi; HEYACTO - TAXKKI TOKCHYHI IPOSIBU:
reprneTUYHUN MKIpHUM BUCHUII, CHHAPOM CTiBeHca-[[2KOHCOHA, TOKCUUYHUY elifiepMallbHU HEKPOJIi3
(curppowm Jlatienna), KpOIUB THKA, IIOCUJIEHHS IMirMeHTallil MKipu, HOgy1bo3, 00JTicHI epoaii
1Icopia3dy, MOPYIIeHHs 3arOEHHS PaH; PiAKO - akHe, BUPA3KH IIKipH, CUHIIi, epuTeMa, 00JTicHi epoaii
1Icopia3dy, MOCUIEHHS MirMeHTallil HirTiB, OHixomi3uc, 36ibIIeHHS PEBMATUYHUX BY3JIiB; AyKe PimKo -
GypPyHKYIHO3, TelleaHTieKTa3isl, rocTpa MapaHiXis; YacToTa HEBigoMa - IIKIpHi peakiril, 1110
CYIIPOBOIXKYIOThCS €03UHOOINier0 Ta cucteMEuME nposiBamu (DRESS), nepmatur.

3 60Ky ckesnemHo-M’ 5130801 cucmemu i CnoAy4YHOI MKAHUHU: HEYACTO - apTparis/Mianris,
OCTEOII0PO3; PIAKO - IEPEJIOM y 3B’A3KY 3 HAllPyXKEHHAM; 4acTOTa HeBiloMa - OCTEOHEKPO3 IIeJIen
(BTOpMHHUY BigHOCHO JiMdonportidhepaTUBHUX PO3/IafiB, M'I30Bi ClIa3MHU.

3 60Ky HUPOK Ma ceyosuBiOHUX WAAXi8: MyXkKe YacTo - 3HUKEHHS KITIpeHCY KpeaTUHiHY; HEYacTo -
TsKKa HedpomaTis, HIPKOBa HEAOCTATHICTh, IMCTUT 3 BUPA3KOI0, IOPYIIEHHS CEYOBUITyCKaHHS,
OU3ypisi, ONirypis, aHypis; PiOKo - rinepypuKeMmisi, MigBUIIEHHS KOHIIEHTPAallil CEHOBUHHU i KpeaTUHIHY
B CUPOBATIi KPOBi, a30TeMis; AyXKe PigKo - reMaTypis, IpoTelHypis.

Bazimuicmb, nicasanoaozo8utl nepiod0 ma nepuHamasavHi CMaHu: He4acTo - BPOOKEHi BaAu IIJIOMa;
pinko - abopT; myxKe PigKo - NeTanbHUM HACIIMOK [ II0/a.

3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/103: HEYACTO - BaTriHaIbHi BUPA3KHU Ta
3amajieHHs; PigKo - MUHYIIA OJIIrOCIIEPMisl; AyXKe PiAKo - MOPYIIEHHS 0BOreHe3y/ cliepMaToreHesy,
iMmoTeH1isg, 6e3Mnigns, BTpaTa N1ibifo, BUAiIIEHHS 3 MMiXBY, IOPYIIeHHS MEHCTPYaIbHOTO IIUKITY,
po3nagy LUMKITy, TIHEKOMACTisd; YacTOTa HeBifoMa - epeKTUJIbHA OUCPYHKIIIA.

3azanvHi nopyweHHA ma 3MiHU 8 MiCui 88e0eHHA: IyXKe 4acTO - BUCHaXKEeHH, He3AyKaHHS; He4acTo
- TipeKcisi, Ipu BHYTPIIHbOM S30BOMY BBeIEHHI MeTOTpeKCcaTy MOKJIMBI MicleBi mo0iuHi peakiiii
(BiguyTTs meuinHA) abo ymKomxKeHHS (GOpMyBaHHS CTEPUILHOTO abciiecy, pyiHHyBaHHS KHAPOBO1
TKAHWHM) Y MiCIli BBEOEHHS; OyXKe PimKo - 03H00.

ITobiuHi peakuii npu iHmpamexasavbHOMY 3aCMOCYBAHHI Memompekcamy

Tokcuunicts g LIHC, MoxkuBa micisl iHTpaTeKalbHOT0 3aCTOCYBaHHS METOTPEKCaTy, MOXe
IIPOSIBJIITUCS 10-PI3HOMY:

- TOCTpUM XiMiYHUY apaxXHOIAXT (3amaneHHs TaBYTUHHOI 000JIOHKM), SKUM IPOSIBIIIETLCI Yepe3
T'OJIOBHMUI 0iNib, JOPCaNTiio, PUTIOHICTh MOTUIMYHUX M’S3iB i MPOMIaCHUIIO;

- IiATOCTpa Mienonaris, 10 XapaKTepu3y€eThCsl, HAlIPpUKIIaA, lapanape3oM/napaneriero (3a
y4acTio OMHOTO abo IeKiTbKOX KOPiHIIiB CIUHHOTO HEPBa);



- XpOHiuHa JerKoeHIledasonaris, Ka NPOSBISETHCS Yepes CITyTaHiCTh CBiIOMOCTi, OPaTiBIUBICTh,
COHJIMBICTB, aTaKCito, JeMeHLio, cygomu i komy. Lle orpyerns LIHC Moxe mporpecyBaTy gati i
IIPU3BECTH [0 JIETAJIbHOT'O HACIIIfKY.

IcHYIOTE IigTBEPAXKEHHS TOTO, [0 CYITYTHE YepeIHe ONMPOMiHEHHS Ta iHTpaTeKajibHe 3aCTOCYBaHHS
MeTOoTpeKcaTy 30i/blIye 4acToTy nerkoeHIedamnomnarii. ITicis iHTpaTeKalbHOTO BBEIEHHS
METOTPEKCaTYy CIIi[l peTeNIbHO NEPEBIPATH MallieHTa 00 MOXKJIMBUX 03HAK HEMPOTOKCUYHOCTI
(mompa3HeHHST MO3KOBUX 000JI0HOK, MUHYIIMY a00 IMOCTiMHUIM Maparid, eHnedanonaris).

[HTpaTeKabHe i BHYTPIlTHROBEHHE BBEIEHHS METOTPEKCATY TaKOXK MOXKe IIPU3BECTH 10 TOCTPOTO
eHIledariTy i rocTpoi eHnedanonarii 3 1eTaaTbHUM HACTiTKOM.

Bynu noBimoMieHHS PO NaLi€HTIB 3 MEPUBEHTPUKYIAPHOIO niMpomoro [THC, y sKux BUHUKasa
MO3KOBa I'pHKa IiC/Is iHTpaTeKalbHOr0 3aCTOCYBaHHS METOTPEKCaTy.

ITobi4Hi peakuii npu BHyMpiwHbOM 13080MYy 3ACMOCYBAHHI Memompexcamy

[Tpu BHYTPILIHEOM SI30BOMY 3aCTOCYBaHHI METOTPeKCaTy MOKJIMBI MiclieBi mobiuHi peakmii (BiguyTTs
nedinHs) abo ymkomxeHHs (popMyBaHHS CTepUIbHOTO abcliecy, pyiHYBaHHS KUPOBOI TKAHUHU) Y
MicIli BBeleHHS.

Tepmin npudamHocmi.

B opurinanbHi¥ ynakoBli — 3 POKHU.

YMmoBH 30epiraHHsi.
30epiraTu B OpUTiHANbHIN YIIaKOBI Ipu TeMIepaTypi He Buiie 25 °C.

30epiraTu y HeIOCTYITHOMY [JISI OiTeM MiCIii.

HecymicHicmo.

BimoMa HeCyMiCHICTb i3 CUIBHUMY OKCUAAHTAMU 1 KucjaoTaMu. [Ipu 3MillyBaHH]I PO3UKHIB
METOTPEKCaTy 3 XJIOPIIPOMa3uHy TiIpoXJIOPUA0M, APOIEPUA0IOM, ifapyOiliMHOM, METOKIIOIpaMiny
TiApPOXJIOPUAOM, TellapHHOM, IPEOHI30/I0HY HaTpilo hocdaToM i mpoMeTa3uHy TigpOXI0PUAOM
MOKJIMBe BUIIaflaHHS ocany abo MOMYTHIHHS PO3YUHY.

Lleit mikapchKku¥ 3acib He MOXKHa 3MIITyBaTH 3 iHIIUMMU JTiIKapChKUMM 3aCc06aMu.

VYnaxoBka.

ITo 1 mm (10 mr), mo 5 mn (50 Mr) y pakoni; mo 1 ¢rakoHy B KapTOHHi# KopoO11i pa3oMm 3
IHCTPYKLI€I0 OJ1s1 MEOUYHOI'0 3aCTOCYBaHHA.



Kareropis Bigmycky.

3a peLemnToM.

BupoOHHUK.

(8i0noeidasvHul 3a 8unyck cepiu)
EBEBE ®apma I'ec.m.6.X. Hpr. KI'
abo

O®APEBA VuTtepax 'Mm6X

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaJIXKeHHs HOro Tis/IbHOCTI.

MonpgseemTpacce 11, 4866 YuTepax am ATTtep3ee, ABCTpig



