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. AuTrMeTabomiTi. CTPYKTYpHI aHanoru (osieBoi KUCIIOTH.

Kom ATX LO1B A01.

®apmako.102iuHi 8 1acmueocmi.
®apmakoduHamika.

[TpoTupeBMaTHYHUY IIpemapar s JTiKyBaHHS XPOHIUHUX, 3alalbHUX PEBMATUYHUX XBOPOO i
OTiapTPUTHUX (POPM IOBEHITBHOTO iAiOMaTUYHOTO apTPUTY.

MeToTpekcaT € aHTAaroHiCTOM ()OsTiEBOI KMCIOTH, SIK aHTUMEeTa0O0JIiT HaJleXKUTh 10 KJIacy
[UTOTOKCUYHUX PEYOBHUH. BiH fi€ MIIIXOM KOHKYPEHTHOIO IIPUTHIYEHHS PEPMEHTY
ourigpodonaTpegyKTa3u, TUM caMuM npurHivyioun cuaTe3 [JHK. [loTenep HeMa€e 9iTKUX
OaHMWX IIOM0 TOTO, YU OB’ I3aHa e(PeKTUBHICTL METOTPEKCATY V JIiKyBaHHI IIcopiasy,
IICOPiaTUYHOTO apTPUTY Ta XPOHIYHOTO MOJIiapTPUTY 3 IPOTU3anaabHUM abdo
iMyHOmENIpeCUBHUM e(eKTOM, a TaKOXK SK I03aK/IITHHHI KOHI[EeHTpAllil afleHO3UHY CIPUSIIOTh
1M epeKTaM.

dapmaKkoKiHemuxka.

[Tpu6nu3uo 50 % MeToTpeKcaTy 3B’SI3y€ThCS B CUPOBATL KPOBi 3 6inkaMu nna3mu. Ilicns po3mnopiny



MEeTOTpeKCcaT HaKOMUYY€EThCS IepeBaXxkHO y IMediHIli, HUPKaX Ta CeNe3iHIll y BUTJISOi OJIirIyTaMaris,
SIKi MOXKYTb 30epiraTucs IpOTATrOM TUXKHIB Ta MicsiuiB. [Tpu 3acToCyBaHHI B HU3BKUX 103aX Y
11epebpocIiHaabHy PiguHy MPOHUKAE MiHiManbHA KinbKicTh MeTOTpeKcaty. KiHnesuii nmepiong
HalliBBUBEJEHHS B CEPeIHbOMY CTAHOBUTH 6-7 TOOUH 1 3a/1€KHO Bifi O34 Ta CTaHY ITallieHTa MOXe
3Ha4yHO KonuBaTucs (3-17 ropgux). Y malfieHTiB i3 TPeTHOI0 KaMepOI0 PO3MOAiNy (I1eBpaJbHUM
BUIIOTOM, aCI[UTOM) Ilepiof HalliBBUBENEHHS METOTpeKcaTy Moxke OyTH [0 4 pa3iB OifbIIuM.

[Tpu6nusno 10 % mpuiHSITOI 03U MeTOTpeKcaTy MeTabomi3yeTbcs y nevinii. OCHOBHUI MeTaloIiT -
7-TIHPOKCUMETOTPEKCAT.

BuBeneHHS BifOyBa€eThCSA TOJIOBHUM YMHOM y HE3MiHEHOMY CTaHi, B OCHOBHOMY HUPKaMHU IIJITXOM
KJIy004YKOBOI (inbTpaliil Ta akTUBHOI KaHAIbIIEBO1 CEKPELlil ¥ TPOKCUMAabHUAX KaHaJIbISX.

[Tpubnusuo 5-20 % MetoTpekcaty i 1-5 % 7-rinpoKCcuMeTOTpeKCaTy BUBOASATHCS 3 JKOBUIO.
CnocTtepiraeTbcsl 0oOpe BUpaXkeHa eHTeporenaTiyHa IUPKYISALis.

Y natieHTiB i3 mopymeHHIMU QYHKIII HUDPOK BUBEOEHHS METOTPeKCcaTy Bii0yBa€eTLCS 3HAUHO
noBinbHilIe. HeBimoMo, ui BIIMBAIOTH MOPYIIEHHS (QYHKIIII TeYiHKY Ha BUBEIeHHS IIpenapary.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.
Metotpekcat «EOeBe» mpu3HavyaTy OJIs JTIKyBaHHS:
aKTUBHOT'O PEBMATOINHOT'0 apPTPUTY y TAXKKilM GopMi y OPOCIHX;

noniapTpuTHUX (POPM aKTUBHOTO I0BEHIIBHOTO iI10NIaTUYHOT0 apPTPUTY Y TAXKKIN
dbopmi y BUTIIAIKy HealleKBaTHOI peakllii Ha HecTepoigHi mpoTu3anasbHi TikapchKi 3acobu
(HII3JI3);

IICOpPia3dy BY/IbrapHOTO TeHEPaTi30BaHOr0 y TSAXKKil ¢hopMi, 0COOIUBO GISIIKOBOTO THILY,
Ta IICOPiaTUYHOTO apTPUTY Y JOPOCIIUX MNalli€HTIB y pa3i HegoCTaTHLO1 e()eKTUBHOCTI TPagULiMHUX
BU[IiB Tepartil.

IIpomunoka3aHHs.
linepuyyTnuBicTh MO MeTOTpPeKcaTy abo [0 iHIIKMX KOMIIOHEHTIB ITperapary.
TsxkKi, rocTpi abo xpoHiuHi iHdekii (Hanmpukam, Ty6epkynbpo3 abo BIII).
CTOMAaTHUT, BUPA3KH CJIM30BOI 000JIOHKK POTOBOI IOPOKHUHY a00 TPABHOT'O TPAKTY.

3aXBOPIOBAHHS MMEYiHKK BHACIIIOK XPOHIYHOTO 37I0BXKUBAHHS aJIKOTroaeM a0o iHmri
XPOHiYHI 3aXBOPIOBAHHS MEeYiHKU (OUB. po3Min «Croci0 3aCTOCYyBaHHS Ta IO3U»).

[TeuinkoBa HemocTaTHICTD (JuB. po3min «Crocib 3acTOCYyBaHHS Ta [MO3U»).

[MTopymeHHsT QyHKIII HUPOK (KiTipeHC KpeaTuHiny < 50 Mi/xB, nuB. po3ain «Cnocib 3acTocyBaHHS
Ta MO3U»).



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

ImyrOmEdIinUT.
3710BXKUBAHHS aJIKOTOJIEM.
[TopymeHHs 3 60Ky CUCTEMHU KPOBi B aHaMHE3i.

Ilepiom BariTHOCTI, SKIIO0 HEMAE XKUTTEBO BaXK/IMBOTO IMOKa3aHHs, ab0 rogyBaHHS
rpynnio (IuB. po3min «3acTOCyBaHHS Y Iepiod BariTHOCTI abo TogyBaHHS TPYIIIO»).

BaknuHalis XXMBUMU BaKLIMHAMHU Yy I1ePiof JIIKyBaHHSA METOTPEKCATOM.

Oco0auei 3axo0u 6e3nexu.

[Tpu MaHiNynALisgX i3 mpemapaToM HeOOXiTHO MOTPUMYBATHUCS ITPABHUII IIOBOMAXKEHHS 3
IIUTOTOKCUYHUMH pedoBrHaAMHU. HeoOXigHO BXKMBATH 3aXO0[IiB [JIs 3am00iraHHs IONaflaHHI0 PO3YHHIB
MEeTOTpEeKCaTy Ha IIKipy i ciu30Bi 060710HKHU. AKIIO Mpemnapar yce X TaKu II0TPaNuB Ha IIKipy abo
Cnu30Bi 0007I0HKY, ypaXKeHy OiNSHKY CIlif HeraliHO IPOMUTH BEJIMKOIO KiNbKiCTio Bomu. 115
YCYHEHHSI TUMYaCOBOT'0O BifUyTTs IIeYiHHS MOXKXHA KOPUCTYBATUCS [IOM IKIITyBaJIbHUM KPEMOM A1l
pyK. ITpu HAasIBHOCTI 3arpo3u a0copOilii BeIHKOI KiTbKOCTi METOTPEKCATY, He3aIeKHO Bif MIJIIXY
abcop6uii, HeoOxifHe NTiKyBaHHS i3 3aCTOCYBaHHAM JIEMKOBOPUHY. BariTHUM MeIUYHUM IpalliBHUKaM
He MOXKHa IIPAIllOBaTH 3 IIPernapaToM.

Y pazi amOynaTOpHOTO 3aCTOCYBAaHHS He CJIifl BUTMBATHU 3aJIUIIKY IIPelapaTy B KaHaJidallioo abo
BUKUMATHU IX 3 IHIIMMHU BigXOOaMHU.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

3acToCcyBaHHS OKUCY a3omy («38ecenA14020 2a3y») MOXKe IIOCUIIIOBAaTH BIIJIUB METOTPEKCATy Ha
MeTaboJTigHe MepeTBOPEHHS (POJTi€BOI KMCIOTH, HACIIKOM YOT0 € TSIXKKe Ta HeIIPOTHO30BaHe
IPUTHIYEHHS (PYHKLIN KiCTKOBOT'O MO3KY, CTOMaTUT Ta HEMPOTOKCUYHICTh IIPU iHTpaATEKaIbHOMY
BBefleHHi. []71 3HMKEeHHS iHTEHCUBHOCTI TaKUX SBUIL HeoOXigHe BBeleHHS (OJIiHaTy KasblIilo;
OIHOYACHOT'0 3aCTOCYBaHHSI METOTPEKCaTy CIiff yHUKATH.

L-acnapaziHaza Ma€ aHTarOHICTUYHUY BIUIUB Ha METOTPEKCAT IIPY 1X CyIyTHEOMY BBELEHHI.

Xsopobomooudikyroui anmupesmamuyuni npenapamu (XMAPII) ma HecmepoioHi npomu3andabHi
3acobu (HII33) He cmiifm 3aCTOCOBYBATH [0 Ta IIif Yac JIiKyBaHHS METOTPEKCATOM Y BUCOKHUX I03aX.
CynyTHe 3actocyBaHHA neBHux HII33 Ta MeTOTpeKcaTy y BUCOKUX H03aX IPU3BOAUIIO OO IMigBUILIEHUX
Ta CTIMKHUX PiBHIB METOTpPEKCaTy B CHPOBATI[i KPOBi, 110 iHOAI MPU3BOAUIIO OO JIeTaIbHUX HACIIgKIB y
pe3yibTaTi TIKKOI reMaToIoTiyHo]l (IpUrHiYeHHS KiCTKOBOT'O MO3KY Ta alljlacTU4YHa aHeMis) Ta
IITYHKOBO-KUIIIKOBOI TOKCUYHOCTI.

3a pe3ynbTaTamu fgocuigxens, HI133, y T.4. caminunoBa KUCI0Ta, AEMOHCTPYIOTh 3HUXKEHHS
KaHaJIbIIeBOI CEKpeIlil METOTPEKCATY Ta MOXKIIHUBE 30iNbIIeHHSI TOKCUYHOCTI BHACTiOOK MiIBUIIEHHS
piBHST MeToTpekcaty. TakuM ynHOM, HIT33 Ta MeTOTpeKcaT B HU3BLKUX J03aX CIIi[l 3aCTOCOBYBATH 3



obepexHicTio. [Ipy HasSBHOCTI TakuX (aKTOPiB PU3UKY, 5K MOPYIIEHHS (YHKIIil HUPOK (HaBiTh y
BUINIAKaX T'PaHUYHUX 3HAUEHb), CyyTHE 3acTocyBaHHA HII33 He peKOMeHAyeThCS.

[ligBulleHy TOKCUUYHICTh METOTPEKCaTy He BUBYa/IY, IIPU OOHOYACHOMY 3acToCcyBaHHI 3 XMAPII
(HaTIpUKIIaf COJISIMM 30JI0Ta, MEHIIMIaMiHOM, TiTPOKCUXIIOPOXiHOM, Cylib(acana3uHoM,
a3aTiONPUHOM, IIUKJIOCIIOPHHOM), TOMY He CIIi[] BUK/II0YaTA BUHUKHEHHS TOKCUYHUX e(eKTiB.

IHeibimopu npomoHHoi nomnu. ITpu OmHOYACHOMY 3aCTOCYBaHHI METOTpeKCaTy Ta iHribiTopiB
IIPOTOHHOI TIOMIIY (HaIpPUKJIaz, OMeIpa3oily, aHTompa30iy abo TaHCompa30i1y) MOXKIIMBEe 3HUXKEHHS
abo 3aTpuUMKa HHPKOBOT'O KJIipEHCY METOTPEKCATY i BiiMOBIAHO 70 HEMPSAMOTO MiIBUILIEHHS
KOHIIeHTPallil mpemnapaTy y mna3Mi. Ciif 3a MOXKIMBOCTI YHUKATH OMHOYACHOTO 3aCTOCYyBaHHS
iHri6iTOPiB MPOTOHHOI TOMIIX 3 METOTPEKCATOM Yy BUCOKUX fo3ax. Lli mpemapatu ciig 3 00epexkHiCTIo
3aCTOCOBYBATH NallieHTaM 3 HUPKOBOK HENOCTaTHICTIO.

Pu3uK remnaTOTOKCHUYHOI il METOTPEKCATY 3POCTaE y pa3i peryasapHOro BXKUBaHHS d/1K020.110 abo
CYIyTHBOTO MIPUMMaHHSA IHIIUX 2eNamMOmOKCUYHUX npenapamis, HalpyKiag a3aTiONpUHY,
nmedIyHOMIiTy, PETUHOIIIB Ta Cynbdacana3uHy. 3a CTAHOM MAlli€HTIB, AKi TPUUMAIOTh iHIII
renaTOTOKCUYHI IIpenapaTy, CJIif peTeNlbHO crocTepiratu. Ilig yac IiKyBaHHA METOTPEKCaTOM
BXKMBaHHS aJIKOTOJII0 CJIi[l YHUKATH.

Yepe3 BUTiICHEHHS METOTPeKCATy 3i 3B’sI3KiB 3 albOyMiHOM CHPOBATKHX KPOBi TakKi JlikapchKi 3acobu,
SIK NoxiOHI amidonipuHy, napaamiHobeH3oliHa Kucioma, 6apbimypamu, 00KCOpyOiluH,
npomu3sanioHi 3acobu 015 nepopasabHO20 3acMocy8aHHs, peHinbymasoH, peHimoiH, npobeHeyuo,
caaiyusaamu, cyabvphoHamiou, mempayukaiHu, mpaHKeiaidamopu, cyAbpoHiACeU0BUHU, NEHIUUAIHU,
NPUCMUHAMIUUH MA XA0paAMpeHiko1, MOXKYTh MiIBUITYBATH Oi0HOCTYIHICTE METOTPEKCATY
(omocepenkoBaHe 30i/blIEHHS q031), BHACIIOK YOT0 MigBUIIYETHCS TOKCUYHICTHE METOTPEKCATY.
Tomy peTenbHUN KOHTPOJIb 3a NalliEHTaMU TaK0XK HeoOXimHUM IIPU CYIyTHbOMY 3aCTOCYBaHHI LIUX
3ac00iB 3 METOTPEKCATOM.

Taxi ;mikapchKi 3acobu, sIK napaamiHobeH3oliHa kKucioma, HI133, npobereuud, casiyusamu,
cyabpoHamiou Ta iHII c1ab6Ki Op2aHiyHi KUC/A0MU, MOXKYTh CIIPUYMHIOBATH 3HUKEHHS KaHAJIbIIEBO1
ceKpetiii i3 mofanbIIuM MigBUIIEHHIM TOKCUYHOCTI METOTPEKCaTy, 0COOIMBO ¥ HU3bKUX 03aX. ToMy
peTenbHUN KOHTPOJIh 3a HalliEHTaMU TaK0XK HeoOXimHUM IIPU CYyMyTHBOMY 3aCTOCYBaHHI IUX 3ac006iB 3
MEeTOTPEKCaTOM.

IeHiyuaiHU ma cyab(poHamiou y TOOMUHOKUX BUMTAAKaX MOXKYTh 3HUKYBATH HUPKOBHI KITipEHC
METOTPEKCaTy, BHACIIIIOK YOTO MOXKe IigBUINYBAaTUCh HOT'0 KOHIIEHTPALlis ¥ CUPOBATIIi KPOBi Ta
TIOCUJTIOBATHCh TOKCHYHA [isl Ha CUCTEMY KPOBOTBOPEHHS i IITYHKOBO-KUIIKOBUY TPAKT.

LlunpogoKcayuH TaKOXK 3HUKYE KaHANBIEBY CEKPeIlil0 Y HUPKaX, TOMY 3aCTOCOBYBaTH
METOTPEKCaT 3 UM aHTHOIOTHKOM IOTPIOHO il peTeIbHUM HaTISOOM.

ITepopaavHi aHmubiomuku. AHTUOGIOTHKY [JIs TIePOPaIbHOr0 3aCTOCYBAHHS (30KpeMa TeTPaILUKITIHY,
xjopaMdeHikon Ta aHTUOIOTUKY IMUPOKOTO CIEKTPa fil, 1110 He abCOpOYIOTHCS) MOXKYTh BIUIMBATH Ha
E€HTepOoTeNaTUYHy UPKYJIALi0 BHACTIOOK iHTi0yBaHHS MiKpOQIOpU KUIIeYHUKY ab0 NpUrHiYeHHS
H6akTepiarbHOr0 MeTaboIi3My.

ITpenapamu, siKi 0itomb HeCNPUAMAUBO HA KicmKosul Mo30kK. [Ipu CymyTHiil Tepail mpenapaTaMy,
SIKi MOXKYTb CIIPUYMHSATH 1M0OIUHI eeKTH Ha KiCTKOBUY MO30K (HaIllpHKial, IOXifHi aMiHOMipuauHy,
xyopaMdeHikon, GpeHiToiH, mipuMeTaMiH, cynbdaHinaMigu, TpU-MeTOIPHUM/CyIbhaMeTakco3o7,
IIUTOCTATHUKH), CJIiJl BpaXOBYBATU MOKJIUBICTh PO3BUTKY OilbIll BUpaXKeHUX reMaTOJIOTiUHNX
MOPYIIEHD (Y TOOOUHOKUX BUIIAIKaX - TOCTPOI MaHIUTOIEHil).



ITpenapamu, siki cnpuduHsatomes degiuum ¢oaamis.

[Tpu cynyTHil Tepamil mpemapaTaMHu, SIKi CIPpUYKAHSIOTh fediuuT onaris (Hanpukmian,
cynbdoHaMifaMu, TPUMETOIPIMOM/CYTb(haMeTOKCa30/I0M), TOKCHYHA [IisT MEeTOTPeKCcaTy MOXKe
nocusmoBatucs. Ocob6nrBa 00epekHICTh TaKOXK HeoOXiflHa NpH JTiKyBaHHi MaIliEHTIB 3 HaIBHUM
nedinuToM ¢GoMi€eBOI KUCIOTH B OpPraHi3Mi. I HaBMmaku, CynyTHiN MpUiioM (OJIi€eBOl KUCIOTH a TaKOX
BiTaMiHHUX IIpelaparis, 110 MiCTSATh (POIieBY KUCTIOTY ab0 MOro MOXimHUX MOXKe 3HUXKYBaTH
epeKTUBHICTh Teparil MeTOTPEKCaTOM.

Xoua npu KoMOiHOBaHOMY 3aCTOCYBaHHI 3 Cy/1b(hacana3uHoM Oisi METOTPEKCaTy MOXKe
IIOTEHIIiI0BATUCS BHACIIINOK IPUTHIYEHHSI CUHTE3Y (POJIiEBOI KUCIIOTH Cybdacana3uHoM (y
pe3yibTaTi Y40T0 MOXKe 3p0OCTaTU YacToTa MobiyHuxX e(eKTiB), OOHAK Iif Yac JeKiTbKOoX KIiHIYHUX
OOCIiIKeHb TaKi e(peKTH CIIOCTePiraaucs Nullle Y MOOAUHOKUX BUITaAKaX.

MeToTpekcaT Moxke 3HUXKYBaTHU KiIipeHc meodiaiHy. OTxKe, CIIif TepeBipaTy piBHI Teodininy mig 9ac
CYIIyTHBOTO 3aCTOCYBaHHS METOTPEKCaTy.

Hanoi, siki micmamb kogeiH i meoginin. [1ig 4ac miKyBaHHS METOTPEKCATOM HeOOXiIHO YHUKaTH
Ha[IMipHOTO BXKMBAaHHS HAIIOIB, SIKi MiCTSATh KodelH (KaBU, COIONKUX HAIOIB, SIKi MICTATh KOdelH,
YOPHOTO0 4ai0) Ta TeoGimiH, OCKimbKY e(heKTUBHICTb METOTPEKCATY MOXKe 3HMAKYBATUCS BHACIIIIOK
MOZKJIMBOI B3a€MO[Iil Mi’K METOTPEKCATOM Ta METUJIKCAHTMHAMHU B afleHO3WHOBUX
pelenTopax.

OpHOYacHe 3aCTOCYBaHHS METOTpPEKCaTy Ta /e ayHoMi0y MoXKe 30iTbIIUTH PU3UK MTaHIIUTOIEHII.

CynyTHE 3aCTOCYBaHHSI METOTPEKCATy Ta MepKanmonypuHy Moxe IIPU3BECTHU OO MiABUIIEHHS PiBHIB
MepKaNTOoNypUHY B II71a3Mi KpoBi. OTXKe, Take CYIyTHE 3aCTOCYBaHHS MOXKe NMOTpeOdyBaTH KOpeKIIil
NO3YBaHHS.

[ToBimoMISINIOCS IPO CYTIPECio KICTKOBOTO MO3KY Ta 3HMIKEHi KOHILIeHTpallil (0/1aTiB IPU CyIyTHEOMY
3aCTOCYBaHHI mpuammepeHy Ta MeTOTPEKCaTy.

[Tpu npoBeneHHI npomeHegoi mepanii y epiof OTPUMaHHS MaI[iEHTOM METOTPEKCATy MOXK/INBE
30inbIIeHHS] PU3UKY HEKPO3y M’SIKMX TKaHUH Ta KicToK.KonmecTupamin Moxke IOCUTIOBAaTH
II03aHUPKOBE BUBEIEHHS METOTPEKCATy 3a PaXyHOK BTPY4YaHHS y IPOLeC EHTePOrenaTuyHol
LU PKY AL

[Tpu ogHOYACHOMY BBEEHHI KOHUeHmpamy epumpol,umie moTpiOHUH crelianbHUN HATTIA 3a
MaIiEHTOM. Y IAIli€HTIB, IKUM IIPOBOJUTHCS IIepeIuBaHHS KPOBI Iicisd iHQy3iid MeToTpekcarty
IPOTSAroM 24 TOOWH, MOXKe Bif3HaYaTUCA IMigBUIleHAa TOKCUYHICTh Yepe3 TpuBaJli BUCOKI
KOHIIEHTpAllil METOTPEKCATy Y CUPOBATIIi KPOBI.

Y nooguHOKMX BUNIAgKaX KOpmMukocmepoiou 3yMOBIIIOBANIU AUCEMiHOBaHUM ONEPi3y04uil NUal y
TIALiEHTIB 3 OIePi3y4YuM nuuIaeM ado IOCTTepleTHYHY HEBPATiio IpK 0JHOYaCHOMY 3aCTOCYBaHHI
MEeTOTpeKcarTy.

Bucoki 0o3u Kaavuyito poaiHamy MoxyTh HETaTHBHO BIJIMBATH HA €(EKTUBHICTh IHTPAaTEKaIbHO
BBE[IEHOT'0 METOTPEKCATy.

3acobu 014 aHecme3sii Ha OCHOBI OKUCY A30MY MOXKYTb IIOCUTIOBATH BIIJIMB METOTPEKCATy Ha
MeTabosiyHe mepeTBOPEHHS (OIiEBOI KMCIIOTH, HACTiAKOM YOTr'0 € HETIPOTHO30BaHe IIPUTHIYEeHHS
(GYHKIIIM KiCTKOBOTO MO3KY BHCOKOT'O CTYTIEHS TSI2KKOCTi Ta CTOMATHT. [[J1s1 3HUKEHHS iIHTEHCUBHOCTI



TAKUX SIBUI HeoOXimHe BBeOeHHS (DOIiHATY KabIIio.

ITipumemamiH abo KO-mpuMOKCa3o, y IOEOHAHHI 3 METOTPEKCATOM MOXKYTh CIIPUUUHUTHU
MaHIIMTOIIEeHiI0, iIMOBiIpHO, Yepe3 MoJaTKOBe iHTi0OyBaHHS PedyKTa3u OUrigpodosieBol KUCIIOTH IIif
Oi€0 X PEYOBUH i METOTPEKCATY.

PU3MK remaTOTOKCUYHOI [Iil METOTPEKCATY 3POCTAE ¥ pa3i 3710BXKUBAHHS d/1K020/1eM ab0 CYyIyTHHOTO
MIPUMMaHHS IHIIWX TeNaTOTOKCUYHUX IIpernaparis.

3acTocyBaHHS [OaTKOBUX reMaTOTOKCUYHHUX JIIKAPCHKUX 3ac00iB MigBUINYE HMOBIPHICTB
TSIKKHUX T€eMaTOTOKCUYHUX NMOOIYHUX peaklliii Ha MeToTpekcaT. OflHOYacHe 3aCTOCYBaHHS
MeTaMi30Jy Ta METOTPEKCaTy MOXKe IIOCUIUTH IeMaTOTOKCUUHY [il0 METOTPEKCaTy,
0CO0IMBO Y MAI[iEHTIB TITHBOTO BiKy. TOMY CJIiff yHUKATHA OGHOYAaCHOTO 3aCTOCYBaHHS IIUX
Ipernaparis.

Heo06xigHo OpaTu [0 yBaru papMakKOKiHETUUYHY B3a€EMOZII0 MiK METOTPEKCATOM i MPOTUCYIOMHUMU
3aco6aMu (3HMKYETHCS KOHIIEHTPAIlisl MEeTOTPEKCaTy B KPOBi) Ta 5-pTopyparuioM (36ibIyeThCs
mepion HaliBBUBeAEeHHS S-QTopypauuiny).

[Tpu koMOiHOBaHOMY 3aCTOCYBaHHI 3 iHITUMHU TPOTHPEBMATUYHUMH IIpelapaTaMu (HalpUKiIaz
CONISIMU 30J10Ta, MEeHIUIaMiHOM, TiIPOKCUXIOPOXiHOM, CyiIbdacanra3uHOM, a3aTiOMPUHOM,
IIUKJIOCIIOPMHOM) TOKCUYHA [isi METOTPEeKCaTy 3a3BUYall He IMOCUITIOETHCS.

Y pa3si ogHOYaCHOI'0 3aCTOCYBaHHS 3 IHIIMMU LIUTOCTaTUKAMU KJIipEHC METOTPeKCcaTy MoXKe
3HUXKYBaTUCH.

3HUXKEHHS PiBHS (peHimoiHy y m1a3Mi KpoBi CIIOCTepiranocs y marieHTiB 3 roctpuM JiMpobracTHUM
JIeMKO030M IIif] Yac iHOyKIifHOI Teparii, sSKa, Ha [0aTOK [0 MPefHi30HY, BIHKPUCTHHY i
6-MepKaNTONypUHy, TAKOXK BKJII0OUajla METOTPEKCaT Y BUCOKIN 031 3 KaJbLilo (OJIiHaTOM SK 3aXUCHY
Teparito.

BBenmenHs npokapba3uHy IIif 9ac Teparii MeTOTPEKCATOM Yy BUCOKHUX H03aX 30ibIIye PU3UK
IOPYIIEHHS (PYHKIIil HUPOK.

CymyTHS Teparis yumapabiHoM, 110 BBOGUTHCS BHYTPIIIHBOBEHHO, 3 METOTPEKCATOM, III0 BBOOUTHCS
iHTpaTekaabHO, MOXKeE MIiABUIIATYA PU3UK TIKKHAX HEBPOJIOTIUHUX OOIYHUX e(eKTiB, TaKUX SIK
roJIoBHMI Oinb, mapariy, KoMa, i enmizofiB iHCYNbTY.

[TigBuIeHHS HePPOTOKCUYHOCTI MOXKeE CIIOCTepiraTuch mpu KoMOiHalii BUCOKUX H03 METOTPEKCATY 3
TIOTEHIINHO HE)POTOKCUYHUMY IIperapaTaMu (TaKUMHU SK LUCIIJIATHH).

OcCkKinbKY METOTpPEKCaT BIIJIUBA€ Ha IMyHHY CUCTEMY, BiH MOXKe 3MiHIOBaTU peakl(il0 Ha BaKIMHALI i
BIIJIUBATYU Ha Pe3yIbTaTU TECTiB (IMyHOIOTiYHI IpoLefypu A7 OLiHKY iIMyHHOI peakiii). Y mepion
JIIKYBaHHSI METOTPEKCAaTOM He CJIiJ IPOBONUTY BaKIMHAIII0 JKUBUMU BaKLIMHAMU.

MeToTpeKkcaT MoxKe MigBUIlyBaTy e(peKTH epopabHUX aHTUKOATYISHTIB TUITY KyMapuHy
(auneHokyMapony, (eHIPOKYMOHY), 1110 IPU3BOAUTE 10 30iblIeHHS IPOTPOMOIHOBOT'0 Yacy BHACIIOK
3MeHIIeHHS po3Nay MOXiMHUX KyMapuHYy.

[ToBimOMIIANIOCH, 1110 CYIIYTHE BBEEHHS JIeBeTUpalleTaMy i1 METOTPEKCATy 3HUXKYE KIIIpeHC
MEeTOTPEKCaTYy, II0 MPU3BOAUTH [0 30iIbIIeHHs/IPOIOHTYBaHHS KOHIIEHTpAIlil IbOT0 IIperapary B
KPOBi [0 TTOTEHIINHO TOKCUYHUX PiBHIB. PiBHi MeToTpeKcaTy i neBeTupaleTaMy MOTpPiOHO peTeIbHO



KOHTPOJIIOBATH Y MAIiE€HTIB, SIKi OTPUMYBaJIK CYIyTHIO Tepalliio MK OBOMA IIpernapaTaMH.
AMoxkcuiuiig

[TeHIIUTiHY MOXYTh 3MEHIITYBAaTH €KCKPEIIil0 MEeTOTPEKCATY, III0 MOXKe IMPU3BECTH [0 IMOTEHITHHOT0
MiNBUIIEHHSI TOKCUYHOCTI.

Oco6 1ueocmi 3acmocye8aHHs1.

JIikyBaHHS METOTPEKCaTOM Mae€ 3[iMCHIOBATHUCS i HATISAA0M JOCBIIYEHOTO0 JTiKaps-
OHKOJIOTa.

[lig yac Teparil METOTPEKCATOM TAIliEHTH MalOTh epebyBaTH Iif peTeIbHUM HarIsagoM 3
METOI0 CBOEYACHOT'0 BUSIBJIEHHSI 03HAK MOXKJIMBOI TOKCHYHOI [iii Ta moOiuHux eeKTiB.
BpaxoByrouu pu3UK TSIXKKUX a00 HaBiTh JeTaIbHAX TOKCUYHUX peakllid, MallieHTiB HeoOXigHO
IeTaabHO MPOiH(POPMYBATH 010 MOXKJIMBUX YCKIIaAHEHb Ta PEKOMEHIOBaHUX 3aM00iKHUX
3axO0/IiB.

[IpunvHEHHS MPUNOMY METOTPEKCATy He 3aBXKIU IMPU3BOAUTE [0 MTOBHOI perpecii
HeOaxkaHUX epeKTiB.

O060B’sI3K0BOI0 YMOBOIO JIiKyBaHHSI METOTPEKCATOM € BU3HAUYEHHS PiBHIB METOTPEKCaTy y
CHAPOBATIi KPOBI.

Y marifieHTiB i3 MaTONOTiYHMM HAaKOMUYEHHSIM PiIUHU Yy IOPOKHUHAX OPraHi3aMy («TpeTin
IIPOCTip»), TAaKMUX SIK acIUT a0o IJIeBpabHUM BUIIIT, TPUBAIICTh IEPioy HalliBBUBEIEHHS
MEeTOTPeKCaTy 3 IJIa3MHU KPOBi 30i/IbIIyETHCS.

HeoOxinHe yCyHEHHS IJIEBPAIbHOTO BUIOTY a00 aCIUTY [0 MOYaTKy Teparii i3
3aCTOCYBaHHSM METOTpeKcaTy. [Ipu HasiBHOCTI IIJIeBpPajibHOTO eKCyaaTy abo aciuTy
HeoOXiqHO TPOBECTH [PEeHYBaHHS [I0 IIOYATKY JIiKyBaHHS MeTOTPeKcaToM. fKIIO 1ie
HEMOXKJINBO, TEPAIlil0 METOTPEKCATOM He CJIifl MpHU3HavYaTH.

KpoB Ta giMdaTryHa cucTeMa

MeToTpekcaT MOXKe IPUTHIYYBATU I'eMOIIOe3, CIIPUYUHAI0YY aHEMIIO, allJIaCTUYHY aHEMIIO,
IIAHITUTOIEHiI0, TeMKOIEeHit0, HEUTPOIIeHit0 Ta/abo TPOMOOITUTOIIEHiIO.

[Tpu nikyBaHHI NIyXJIMHHUX 3aXBOPIOBaHb Tepallil0 METOTPEKCATOM CIIifi IIPOLOBXKYBaTH,
TiJIbKY SIKIIO ITOTEHIIiiHA KOPUCTD ITepeBaXKye PU3UK TAKKO1 Mienocymnpecii. [Tlepmumu
O3HaKaMU IIUX HeOe3MeuHUX [JIsg KUTTS YCKIagHEeHb MOXKYTh OyTHU: IIporacHulls, 6inb y
rOpJIi, BUPa3Ku CIHM30B0i 000JIOHKY ITOPOXKHUHN POTa, IPUIIONOAIOHI CUMIITOMH, CUIbHE
BHCHaXKEHHS, HOCOBI 1 MIKipHi KpoBoTedi. [1ig 9ac TpuBanol Tepartil y Iali€HTiB JIiTHHOTO BiKYy
cIocTepirajgack Meranao0jacTHa aHEMiS.

MeToTpeKcaT He CJliff 3aCTOCOBYBaTH Y pa3i HasBHOCTi BUPa3K0OBOI XBopoOu abo BUPa3KOBOT0
KOJITY (OuB. po3min «[IpoTunokasaHHS»).



[Ticnsa nmikyBaHHS TiKapChbKAMM 3aco0aMy 3 KyMYISTUBHOIO Mi€JIOTOKCUYHICTIO a0o micns
3aCTOCYBaHHS ITPOMEHEBOI Teparlii, 1110 BIIMHYI0 Ha QYHKIIIOHYBaHHS KiCTKOBOTO MO3KY,
CJIiT BpaXOBYBaTH IOPYIIEeHHS poOOTH KiCTKOBOT'O MO3KY, a CaMe ITigBUIIEeHHS YYTIMBOCTI KiCTKOBOTO
MO3KY [I0 Tepallii METOTPEeKCaToOM 3 IIOCUJIEHUM IIPUTHIYeHHSIM TeMOIIOeTUYHOI cucTeMu. [Ipu
TPOBEIeHHI MOBrOTPUBAJIOL Teparlii i3 3aCTOCYBaHHIM METOTPeKCcaTy HeoOXimHe ITpoBeneHHs bioncii
KICMK08020 MO3K).

Y pasi roctporo niM}po6r1acTHOrO NEMK03y METOTPEKCAT MOXKE CIIPUYUHUTH Oifb y JTiBiH
BEPXHill YaCTUHI XXUBOTa (3anajieHHs KallCyJIU CeJle3iHKY BHACJIIIOK PYUHYBaHHS JIEUKO3HUX
KJTITHH).

OYHKIIIA IEeYiHKH

OCKUIBKY METOTpeKCcaT YNHUTHL TOKCUYHY [iI0 Ha [IeYiHKY, y [Iepiof JIIKyBaHHS IIperapaToM
He crtig 6e3 IBHOI He0OXiMHOCTI TPU3HAYaTH iHII remaTOTOKCHYHI pemnapaT. TaKoxk
HeoOxifHO yHUKaTU ab0 3HA4YHOI Mipot0 00MEXKUTH CIIOKUBAHHS aJIKOTOJII.

MeToTpeKcaT MOXKe CIPUYMHUTH TOCTPUM TellaTUT Ta XPOHIYHY, 3 MOXKJIMBUM JIETalIbHUM
HaCJIiIKOM, ITeYiHKOBY TOKCHUYHICTE ((ibpo3, 1I1p03), ane 3a3BUYal TiJIbKHU ITiCIS TPUBAIOTO
3acToCyBaHHSA. YacTO CIIOCTEPIraEThCA CTiMKe MiABUIEHHS PiBHIB MIEYiHKOBUX (EPMEHTIB,
IO 3a3BHYal € TUMYACOBUM Ta 0€3CHMIITOMHUM Ta He € IONePeIHbOI0 03HAKOH0
IIOOaIbIIOr0 3aXBOPIOBAHHS MMEYiHKH.

MeToTpekcaT MOXKe CIPUUYMHUTH pPeakTuBalio iHdekIii rematuty B abo i ycknagHeHHs, abo
3arocTpeHHs renatuty C 3 eTalbHUM HaCJiOKOM y AesIKUX BUMafgKaXx. [lesKi BUllagKu
peakTHBallil renaTuTy B criocTepiramucs micis BiIMiHKM MeTOTpeKcaTy. ToMy malfieHTam 3
rematuToM B ab6o C B aHamMHe3i CJIif MpoBOAUTH KiIiHiuHI Ta 1abopaToOpHi OCTiIXKeHHS, 11100
BU3HAYUTH MOLIIBHICTh Tepallil MEeTOTPEKCAaTOM.

OcobmuBa 00epexHicTh HeoOXiIHa ITPY TiKyBaHHI Malli€HTiB 3 HEAaKTUBHUMU, XPOHIUHUMU
iHdekIisiMU (TaKUMHU SIK OIlePi3yBalIbHUM NUllIal, Ty0epKynbo3, renatut B abo C) yepes
IXHI0O MOXKJIMBY aKTHBALIilo.

OcobnuBa 00epexkHiCTL TOTPiOHa IIpU NMPOBEEHH] Teparil nalieHTam i3 iHCyniHO3aneXXKHUM
ITYKPOBUM [iabeTOM, OCKIJIbKY € IOBiTOMJIEHHS IIPO OKPEMi BUIIAIKA PO3BUTKY ITUPO3Y
IeYiHKM Ha TIIi Tepail i3 3acCToCyBaHHSIM MEeTOTpeKcaTy 6e3 monepeaHboro 30iMbIeHHs
aKTHUBHOCTI TpaHCaMiHa3.

OVHKITII HUPOK

Yepe3 3HUKEHHS €KCKpellil MeTOTpeKCcaTy JIiKyBaHHS MAI[i€HTIB 3 MOPYIIEHHIM (YHKIil HUPOK CIIif
IIPOBOAMTH 3 MiBHUINEHOI 06ePeXHICTIO Ta B HU3bKUX N03aX (muB. po3min «Crocid 3acTocyBaHHS Ta
DO3MU»).

[Tig gac mikyBaHHS METOTpPeKcaTOM (DYHKIIOHYBaHHS HUPOK MOXKE IOTIiPIIyBaTUCS , 110
CYTIPOBOMKYETHCS 30iNbIIIEHHSIM PiBHIB ITeBHUX 1a00paTOPHUX MTOKA3HUKIB (piBeHb
KpeaTuHiHy, CEHOBUHU Ta CEY0BOI KMCJIOTH B CUPOBATIIi KPOBI), 1[0 MOXKe IMPU3BECTHU IO
rOCTPOI HUPKOBOI HEIOCTATHOCTI 3 oirypieto/anypieto. Lle, iMoBipHO, 00YMOBJIEHO
BUIIalaHHSAM 0Caly METOTPEKcATy Ta/abo 1oro MeTaboMmiTiB y HUPKOBUX KaHAJIBIAX.



[TopymeHHs, SKi IPU3BOASATEL N0 3HEBOAHEHHS, TaKi K OJIIOBaHHS, Hiapesi, CTOMATHUT,
MOXKYTb ITOTEHITII0BATH TOKCUYHY [Iif0 METOTPEKCATY 3a PaXyHOK IiJBUILIEHOTO PiBHS Hil04901
PEeYOBUHMU. Y IIUX BUNALKaX CJIiT IPOBECTU MIITPUMYOUY Tepallilo, a JIiKyBaHHS
MEeTOTPEeKCaTOM MOTPiOHO IPUMUHUTHY OO0 3HUKHEHHS CHMIITOMIB.

HOQSZHJGHHFI 3 60K§Z IMIIYHKOBO-KUIIMTKOBOT'O TPAKTY

[Topy1eHHs, 110 € MPUYKMHOIO0 3HEBOMHEHHS OpraHi3My, Taki K OJIl0BaHHS, Hiapes,
CTOMATUT, MOXYTb ITiABUIIYBATH TOKCUYHUN BIIJIUB METOTPEKCATY BHACIIIOK 30iNbIIeHHS
10ro KOHIIEHTpallil. Y Takux BUMAfKaX MMOabIile MPOBeeHHS Tepallil CJTii TUM4YacoBO
IepepBaT 40 YCYHEHHS TaKuX CUMIITOMIB. [lyzKe BaxK/IMBO BUSIBUTY IALlEHTIB i3 MOXKJIUBUM
30inbIIIEeHHSIM KOHIIEHTPaIlil METOTPEKCATy IPOTSATroM 48 roguH Miciisg BBEeHHS, OCKIJIbKY B
iHIIIOMY BUTIagKy TOKCUYHUM BIIJIUB METOTPEKCcAaTy Moxe OyTy He3BOPOTHUM. [liapes Ta
BHPA3KOBUM CTOMATUT MOXKYTb OyTH IPOSIBAMU TOKCUYHOTO BIIJIUBY Ta BUMAraioTh
THMYacOBOTO MMPUIIMHEHHS MOJalbInol Tepallil, y IPOTUIEXKHOMY BUIAAKy MOKINBUI
reMopariyHuii eHTEPUT Ta JeTalbHUU HACHIAOK Yepe3 nepdopallito CTIHKYA KUIIEYHUKY.

YV Bumagky 0/10BaHHS 3 [OMIIITKaM¥ KPOBi, YOPHOTO KOJIbOPY BUIIOPOXKHEHL a00 HASIBHOCTI y
BUIIOPOXXHEHHAX KPOBI ITOJaIbly TEpaIlilo CJIil CKacyBaTH.

HepBoBa cucrema

[Ticyist BHYTPIIIHEOBEHHOI'0 BBEJEHHS METOTPEKCATy Y Malli€eHTiB, IKUM IIPOBOLUIIACH
KpaHianbHa IPOMEHeBa Tepallis, CIocTepiraaach nerkKoeHnedanomnaris.

XpoHiyHa NerKoeHUedanonaTia TakKoX CIOCTepiranach y Nali€HTiB, SKUM IPOBOAUIOCE
IIOBTOPHE JIiKyBaHHSI METOTPEKCATOM y BUCOKMX [03aX i3 3aCTOCYBaHHSM KaJbllifo (osiHaTy
0e3 mmomepeqHbOI KpaHiabHOI TPOMEHEBOI Teparil.

€ maHi, 10 KoMOiHOBaHe 3aCTOCYBaHHS KpaHialbHOTO OITPOMiHEHHS OOHOYACHO 3
iHTpaTeKalbHUM BBEJEHHSIM METOTPEKCATY IMiIBUIIYE YaCTOTY PO3BUTKY
nerkoeHnedamonarii (quB. TakoX po3Min «ITob6iuHi peakiii»).

[Ticns iHTpaTeKalbHOI'0 BBEIEHHS METOTPEKC ATy CJIifl CIIOCTepiraTy 3a naljieHTaMu Ajs
BUSIBJIEHHS 03HAK HEMPOTOKCUYHOCTI (IIOPYIIEHHSI HEPBOBO1 CUCTEMH, HAIIPUKJIa[ MEHIHTIT,
TPaAH3UTOPHUM a00 MOCTiHUM Mapasid abo eHnedasnomnaris).

Bumagku TSXKKUX HEBPOJIOTiUHUX MOOIYHMX edeKTiB Biff T0JI0BHOT0 000 [0 Iapaiidy, KoMu
1 IHCYJIBTY CIIOCTEPIrajIuCh V MiMJIITKIB 1 MOJIOOUX ITALlI€HTIB, SIKI OTPUMYBAJIM METOTPEKCAT B
IIOETHAHHI 3 yumapabiHoM.

[Tig yac Teparil METOTPEKCAaTOM B BUCOKHUX [I03aX CIIOCTepPiraBcs IepexigHui roCTpui
HEBPOJIOTIYHUM CHHAPOM, KUK MOXKe IPOSBIATUCSA, 30KpeEMa, Yepe3 ITOBeAiHKOBi aHOMaTil,
JIOKaIbHi CEHCOMOTOPHI CUMIITOMH (BKJIIOYAI0YX TUMYACOBY CJINIOTY) i aHOMaJbHI pedJieKCcH.
ToyHa npuYrHa He BCTaHOBJIEHA.

OYHKIIIA JIerTeHb

MeToTpeKcaT CJIifi 3aCTOCOBYBATH 3 BEIMKOI0 00epexkKHiCTIO IIPH JiKyBaHHI MAIliEHTIB 3



OPYIIEHHAM QYHKIIiI JIeTeHb.

JlereHeBi yCKagHeHHS, MIJIeBPaIbHUY BHUIIIT, albBEOJIIT a0 MTHEBMOHIT 3 TAKUMU
CHMIITOMaMH, fIK CyXUU HENPOAYKTUBHUY Kalllellb, IUXOMaHKa, 3arajbHe He3oyKaHHs,
Kallesnb, 0inb y Tpyasx, 3afullKa, TiToKCeMis Ta BUSBIIEHUN Ha PEHTTeHOoIrpaMi rpymHol
KJIiTKY iHinbTpaT abo HecnenudiyHa MHEBMOHIS, 1110 BUHUKAIOTH IIifl Yac JIiKyBaHHS
METOTPEKCaTOM, MOXKYTh CBIIUUTH IIPO NOTEHIINHO HeOe3eUHe Ta, MOXKJIIABO, JIeTaJIbHEe
ypaxKeHHs. 3aXBOPIOBaHHS JIET€HIB, CIPUYMHEH] METOTPEKCATOM, HE 3aBXKAU € IIOBHICTIO
000pOTHUMH. 3aXBOPIOBAHHS JIETEHIB, CIPUYMHEHI METOTPEKCATOM, TakKi, SIK THEBMOHIT,
MOXKYTh [TIOYMHATHUCS PAITOBO Ta Ha OyAb-KOMY eTalli Teparil, He 3aBXAU MUHAKTh
IIOBHICTIO, Ta CIIOCTepPirajucs Ipu 3aCTOCyBaHHI METOTpeKCcaTy yCciMa TepalneBTUYHUMU
no3aMu (y TOMy 49HCJIi HU3BKOIO 003010, 110 7,5 Mr/TuXpaeHsb). KpiMm Toro, Ha QoHi npuiiomy
MEeTOTPEKCATy MOBIOMIISJIOCH [IPO JIET€HEBY albBEOIIPHY KPOBOTEUY IIPY PEBMATOJIOTIYHUX
Ta NMOAiOHUX MMOKa3aHHAX. Lle fABUIlle TaKOXK MoxKe OyTHU IOB’'sI3aHe 3 BAaCKYJITOM i iHITUMU
CyIyTHIMM 3aXBOproBaHHAMU. CJIifi BpaX0BYyBaTU pe3y/IbTaTU €KCIPeCc-TeCTIB IPU Mifo3pi Ha
JIETEHEeBY aJIbBEOJIAPHY KPOBOTEUY AJIS MiATBEPAKEHHS OiarHO3Yy.

TOKCHMYHWN BOIWB Ha IIKipy.

[ToBimOMIIANIOCS PO PO3BUTOK TAKKHX, IHOAL 3 JIeTaJlbHUM HaCJIiIKOM, IIKIPHUX peaklii,
TaKUX 9K cuHApPoM CriBeHCa-][I;)KOHCOHA i TOKCUYHUY elliflepMalbHUN HEKPOIIi3 (CHHOPOM
Jlaitenna) micisg omHOPa30Boro abo TPUBAJIOTO 3aCTOCYBaHHSI METOTPEKCATy.

ITcopiaTruHi ypaXkeHHS MOXYThb 3arOCTPIOBATUCA Micis YO-0NpOMiHEHHS IPU CYIyTHIN
Teparii MeToTpekcaToM. I1ig yac Teparmil MeTOTpeKCaToM iCHY€e pU3UK BUHUKHEHHS
IIPOMEHEBOT0 EPMATUTY i COHAUYHUX OIIKiB (peruauB no0iyHuX ePeKTiB TpoMeHEeBO1
Teparrii).

domoceHcubinizauis

YV mesiK¥x TMAIliEHTIB, SKi 3aCTOCOBYBAJIM METOTPEKCAT, CIIocTepiranacs ¢poroceHcubimnizaiis, 1o
IIPOSIBIIANIACS y BUTTISAAI peakilil moxibHol 10 COHSAYHOTO OmiKYy (AuB. po3nin «I1obiuHi peakiii»). Cuin
VHUKATH BIIJIUBY iIHTEHCUBHOI'O COHSTYHOTO CBiT/Ia ab0 Y®-IpoMeHiB, SIKII[0 HEMA€ MEOUYHUX
mOKa3aHb. [TalieHTH MOBUHHI BUKOPHUCTOBYBATH HaJIeKHUH 3aXUCT Bifl COHII, 1100 3amo0irt BIJIUBY
iHTEHCHMBHOI'O COHSTYHOT'O CBiTJIA.

IlepMaTHUT Ta COHSYHI OIiK{, CIPUYMHEHI BUITPOMIHIOBAaHHSIM, MOXKYTh IIOBTOPUTHUCS IIifl Yac
3aCTOCYBaHHSI METOTpPeKCcaTy (Tak 3BaHi peakilil maM’sTi).

[IcopiaTuyHi ypaKeHHS MOXKYThb ITIOCUTIOBAaTUCA i giero YO-BUNIPOMIHIOBaHHS IPU OOHOYaCHOMY
3aCTOCYBaHHI METOTpPEKCaTy.

IMyHHa cucTeMa

Y nepiop Teparril i3 3aCTOCyBaHHSIM METOTPEKCATy MOXKJ/IMBI ONOPTYHICTUYHI iH(eKIIil, B TOMY
YUCJIi M1a3MOKJIITUHHA ITHEBMOHIS, 110 MOXKe IIPU3BECTH [0 JIeTalbHOTO HACigKy. [Ipu
HasBHOCTI y MalliEHTa CUMIITOMIB ITOPYILIEeHb IereHeBuX GyHKIIM CJIif IpUMaTH OO yBaru
MOXKJIMBICTh HAsSIBHOCTI I1JIa3MOKJIITUHHOI ITHEBMOHIl.

OcCkKiTbKM METOTpeKCaT BIUIMBAE Ha IMyHHY CUCTEMY, BiH MOXKe 3MiHIOBATH pPeakliio Ha



BaKLWHAIIIIO 1 BIUIMBATH Ha pPe3yJIbTaT! IMyHOJIOTIYHUX TeCTiB. YV nepion nmiKyBaHHS
METOTPEKCAaTOM He CIIif IIPOBOOUTY BaKIIMHAIII0 XKUBUMU BaKIIMHaAMHU.

Ocob6nuBa o0epexHiCTh HeoOXigHa MTPH JTiKyBaHHI METOTPEKCATOM IIAIliEHTIB 3
IIPOrpecyrdYruMy iHpeknisiMu. MeToTpeKkcaT MPOTUIIOKa3aHUH MMallieHTaM 3 CUHIPOMaMU
iMyHOmEiIuUTYy, SKi € 0ueBUOHUMHU abo MiATBEPAXKEHi pe3yabTaTaMu 1a00paTOPHUX TECTIB.
KpiM 115070, 3 00€peKHICTIO CITifl 3aCTOCOBYBAaTH METOTPEKCAT IMallieHTaM 3 iHQeKITiIMH, 110
CIIPUYMHIOIOTH BITPSIHY BiCIy Ta ONEpPi3yIOUUy JIALIAK.

HoBoyTBOpEHHA

Y naui€eHTiB 31 IIBUOKO3POCTAIOYMMU IIYXJIMHAMU MEeTOTpEKC AT, SK 1 IHII [IUTOCTaTUYHi
niKapchKi 3ac00M, MOXkKe BUKJIMKATU CUHAPOM JIi3UCy MyXIuHU. [IpoBeieHHS BiAOBigHOI
IigTPUMYI0490]l MEJUKaMEHTO3HOI Tepallil Moxke 3amobirtTd po3BUTKY ab0 3MEHIIUTH IIPOSIBU
NaHUX YCKIaJHEHb.

MeToTpeKkcaT MOXe IiABUIIYBaTU PU3UK PO3BUTKY HOBOYTBOPEHB (IIepeBaxHO miMpoM).
310sKicHI 1iM(pOMU MOXKYTh PO3BUBATUCS 1 ¥ MAI[IEHTIB, SKi ONEPXKYIOTh METOTPEKCAT y
HU3bKUX [03aX. Y TaKUX BUIQJKaX Ipenapar CJIifi BIAMIHUTH. KO CIOHTAaHHOL perpecil
niMGOMH He CIIOCTePiraeThCs, CNifg IPU3HAUUTH Tepalliio UIUTOTOKCUYHUMY IIpernapaTaMi.

[TopyieHHs 3 60Ky CKeJIeTHO-M I30B0i CUCTEeMHU i CIIOTYYHOI TKaHUHU

Y pasi npoBefieHHS IPOMEHEBO1 Teparil Ha (OHI MPUXOMY METOTPEKCaTy HiABUIIYETHCS
PU3UK HEKPO3Y M'SIKUX TKaHUH a00 KiCTOK.

[TpenapaTtu GhoJi€eBOl KUCIOTH

Hediuut QormieBol KUCIOTHA MOXKe MigBUIIATH TOKCUYHICTh METOTPEKCATY (OUB. PO3MiN
«B3aemoqis 3 iHIIMMHM JTiIKapChKUMHM 3aco0aMu Ta iHIIT BUIKW B3AEMOMIN»).

BiTamiHHI nIpenapaTtu Ta iHII IPOAYKTH, 10 MICTATh (OIiEBY KUCIOTY, (POIIHOBY KACIIOTY
abo ixX MOXifHi, MOXKYTh 3HUKYBATU TOKCUYHICTh METOTPEKCATy (IJTyHKOBO-KUILIKOBI
CUMIITOMH, CTOMATHUT, aJlomelis Ta 30inbIlIeHHs aKTUBHOCTI MeYiHKOBUX (DEPMEHTIB).

[lepen npuiioMoM JIiKapChbKuX 3ac00iB, 1[0 MiCTATH POJIiEBY KUCTIOTY, PEKOMEHAYETHCS
IIePeBipSITH BMICT BiTaMiHy B,,, OCKinbKM 3acTOCyBaHHS (DOaTiB MOKe MacKyBaTé OediruT
BiTaMiHy B,,, 0co61uB0 B 0ci6 BikoM moHap 50 pokiB.

PekoMeHIOBaHi DOCHIOKEHHS Ta 3al00iXkKHi 3axonu

CTaH mallieHTiB, IKi IPUUMaTh METOTPEKCAT, CIIil peTeIbHO KOHTPOIIOBATH 3 METOI0
HeraHOTO BUSBIIEHHS TOKCUYHUX €()EKTiB.

[lepen no4yaTKOM JIiKyBaHHS MeTOTpPeKcaToM a0 IpY NPONOBXKEHHI Tepallil micis nepepBu
HeoOXiTHO TPOBOUTH aHalli3 KPOBi 3 BU3HAYEHHSIM JIEMKOIUTAPHOI (GOPMYNH i KiTbKOCTI

TPOMOOIIUTIB, PiBHIB ITe4iHKOBUX (pepMeHTiB, 0inipyOiHy, anbOyMiHy CHPDOBATKM KPOBi, aHaJi3
Ha BUsBJIeHHA remaTtuty (A, B, C) a Takoxk peHTreHorpadiune 06CTeKeHHS OpraHiB IpygHOI
KJIITKY 1 QyHKIIOHa/IbHI HUPKOBI TeCTHU. [Ipy HaIBHOCTI KJTiHIYHUX ITOKa3aHb IPU3HAYaTH
MOCIIXXKEeHHS 3 METOI0 BUKJTIOUeHHS TyOepKyIbo3y Ta IemnaTUTy. Y pasi migo3pu Ha



3aXBOPIOBAHHS JIeTeHb (HAIPUKIIal, iHTepCTUIliabHa ITHEeBMOHIS) CIIifl TPOBOOUTH MEPEBipKy QyHKIIi1
JIeTeHb, 0COOIMBO ¥ Pa3i HAsIBHOCTI pe3y/IbTaTiB MOMePeqHbO MPOBEOEeHUX aHaTi3iB.

3anmexKHO Biff Jo3yBaHHS a00 3aCTOCOBAHOTO ITPOTOKOIIY Tepallii, Heo0XigHO TPOBOOUTH
PeryispHi IepeBipKy piBHA METOTPEKCcaTy y CUPOBATIIL KPOBi, 30KpeMa IIifi Yyac Ta Micls
Tepallil BUCOKMMU [03aMU METOTpeKcaTy (OuB. TaKOX po3fin «Ilepemo3yBaHHg»).
KopuryBaHHS 0031 METOTPEKCATy Ta MPOBEAEHHS 3aXUCHOI Teparlil [a€ 3MOTy 3Ha4YHO
3HU3UTHU TOKCUYHICTh Ta MOTEHIIINHY CMEPTHICTh Ha (POHI JTiKyBaHHS METOTPEKCATOM.
[TanieHTH, AKi CTpaXaalTh Ha IIJIeBpaJbHUM BUIIIT, aCLUT, AerigpaTalito, 3HuxXeHHsa pH
cedi, 0OCTPYKIIii0 IITyHKOBO-KUIITKOBOT'O TPAKTy, IKUM IIPOBOOUJIACH IIOTIEPENHS Tepalis
ITUCIIJIATAHOM, ab0 MallieHTH 3 MOpPYyIIeHHIM (PYHKIII HUPOK MalOTh IiABUINIEHUN PU3UK
30inbIeHHs a0 MOBiTPHOTO 3HUKEHHS PiBHIB METOTPEKCATY Y CHpPOBaTIi KpoBi. CTaH TaKUX
TTALIlEHTIB CIIi PETEIbHO KOHTPOIIOBATH.

V mestkux malfieHTiB MOXKJIMBE TAKOX VIIOBiTbHEHE BUBEIEHHS MeTOTpPeKcaTy 0e3 BKa3aHUX
Bulre npu4uH. [IpoTsirom 48 roguH miciis BBeIeHHS IIperapaTy BaXkKIUBO EPEBipSITH
KOHIIEHTpAIlil0 MEeTOTPEKCaTY, OCKiIbKHY 11 30iNbIIIeHHS MOXKe TPU3BECTH OO0 HE0OOPOTHOI
TOKCUYHOCTi METOTPEKCaTy.

IIpu BBefieHHi MeToTpekcaTy B f03i moran 100 mr/m’ IIIIT CIif IPOBOAMTY 3aXMCHY TepaIlio
Kasblito osinaToM. 3anmexkKHO Bifi 103X METOTPEKCATy Ta TPpUBaJIOCTi iHdya3il cif
3aCTOCOBYBATH Pi3HI 03U KaJbLilo (POJIiHATY 41 3aXUCTy HOPMaJbHUX KJTITUH Bif] TOKCUYHOL
Oil MeTOTpeKcary.

HanexHy 3axyCHY Tepallilo KaJblliio (OIiHaTOM CIIifl pO3MOYNHATHA NPOTATOM 42-48 roguH
ITicJIsl BBeeHHS MeTOoTpeKkcaTy. OTxke, CJIif KOHTPOIIOBATH PiBHI METOTPEKCATY
ImoHaliMeHIe yepes 24, 48 ta 72 ropuH i, y pa3i HeoOXimHOCTI TPOIOBXKYBaTH
KOHTPOJIIOBATHU [JIs1 BU3HAUEHHS TPHUBAJIOCTi 3aXMCHOI Tepallil Kanbllito QPoIiHaTOM.

[Tig yac Tepamil MeToTpeKcaToM HeoOXiTHO TPOBOAUTH ITOBHUM aHAaJli3 KPOBi 3
nudepeHIliaTbHIM aHali30M KPOBi, BKII0YA0YH MigPaxyHOK TPOMOOITUTIB i IEMKOLUTIB
(mopHs a00 IOTUXKHS).

o moyaTKy KOMOiHOBaHOI Tepallii, BK/II04al0Yy MIPUHUOM METOTPEKCATY ¥ BUCOKUX [03aX,
KiTbKiCTh JTIEMKOIUTIB Ta TPOMOOLIUTIB TOBMHHA OyTH BUIlE MiHiMaJbHUX 3Ha4€Hb, BKa3aHUX
y BifimoBimHOMY IPOTOKOI NikyBaHHs (merikouuTy: Big 1000 mo 1500/MK1, TPOMOOIUTH: Bif
50000 mo 100000/mK1).

MakcuManbHe 3HUKEHHS PiBHS IUPKYJIIOYUX TEUKOLUTIB, TPaHyIOIUTIB HEUTPOQITiB Ta
TPOMOOLIMTIB 3a3BUYal CIIOCTEPIraeThCs Yyepe3 5—13 [HIB Mic/is BHYTPIIIHbOBEHHOTO
BBeIEHHSI METOTpeKcaTy ((peHOMeH pUKOLIEeTY BigMidaeThbcs yepe3 14-28 nguis). [Homi
PEECTPYIOTH ABA MaKCHMaJIbHUX 3HUXKEHHS PiBHSA JTEUKOLUTIB Ta TPaHYIOIUTIB HEUTPODIIiB,
nepie - yepes3 4-7 OHIB, a Apyre - 4yepe3 12-21 meHs 3 momanbinuM (peHOMEHOM PUKOIIETY.

PerynsipHo ciig mpoBOoauTH QYHKITIOHATbHI HUPKOBI Ta IEeYiHKOBI Mpo0u, a TaK0XK aHari3
ceyi.

[ToBigomnsinu PO TPaH3UTOPHE MiABUINEHHS PiBHIB TpaHCaMiHa3 (Ho 2-3 pa3iB BUllle
BEPXHBOI MeXKi HOPMH) ¥ OesSKUX MallieHTiB. Y pa3i CTIKHKOro migBUIIEHHS aKTUBHOCTI



eYiHKOBUX ()epMEHTiB HeoOXiqHO 3HUKYBATH NO3U a00 IPUIMHSTH JTiKyBaHHS
METOTPEKCaTOM.

[TpoOu nnsi BU3HaYEeHHS aKTUBHOCTI (h)epPMEHTIB He [I03BOJISIOTH HAMIiIMHO MPOTHO3yBaTH
MOPGOJIOTiYHi 3MiHM BHACJIiIAOK IrellaTOTOKCUYHOI'0 BIIMBY, TOOTO HABiTh TP HOPMaIbHUX
piBHSAX TpaHCaMiHa3, HagBHUYU (HiOP0O3 MOKINBO BU3HAUUTHU JIMIIE 3@ pe3yIbTaTaMu
ricTonoriyHoro aHami3dy, abo, piaiie, HasgBHUY LKXPO3 MEYiHKHY.

Crnig KOHTPOJIOBATH PiBHI KpeaTUHiIHY, CEUOBHHU Ta €JIEKTPOJIiTiB, 0COOIMBO MpU
3aCTOCYBaHHI METOTPEKCATy Y BUCOKHUX [103aX, Ha 2-i Ta 3-il leHb AJIs1 BUABIEHHS OyIb-IKOT0
MOZKJIMBOTO IIOPYILIEHHS BUBEJeHHS METOTPeKCcaTy Ha PaHHIU CTafil.

AK1I10 € 03HaKu MOpPYILIeHH (QYHKII HUPOK (HampuKiag BpaXeHi HebaxkaHi epeKTH
IIOTIEpeNHbOI Teparil MeToTpekcaToM ab0 HEeIPOXiMHICTh CeYOBUX LIIAXIB), HEOOXiTHO
BU3HAYUTH KIIipeHC KpeaTuHiHy. JIikyBaHHS METOTPEKCATOM y BUCOKMX H03aX CJIif
IIPOBOJOUTH TiJIbKH, SKIIO PIBHI KpeaTUHIHY 3HaXOOAThCS B MeXXaX HOPMHU.

Ao piBHI KpeaTHHiIHY 30iBIIYIOTHCS, [03Y CJIil 3MEHIIUTH. Y BUMAAKY IiIBUILIEHHS BMIiCTY
KpeaTHHIHY B CUPOBATL] KPOBi [0 PiBHSA IIOHAL 2 MI/MJI IIOfAJIbIIY Teparlio i3 3aCTOCyBaHHAM
MEeTOTPeKCaTy IMPOBOAUTH He ciin. HeobximHO peTeIbHO KOHTPOJIIOBATH CTaH IMAlli€HTIB,
SIKUX MOKJIMBI MOPYIIEHHS QYHKIIII HUPOK (HAPUKJIIa[, XBOPUX IMITHROTO BiKY). Lle 0co61uBO
BaXJIMBO y pa3i CynyTHLOI Teparil mpernapaTaMi, 110 3HUXKYIOTh EKCKPEIlil0 METOTpeKCary,
YUHSATH HECIIPUSATIIMBY [Iil0 Ha HUPKU (30KpeMa HeCTepOIgHi MpoTu3amabHi npenapaTu) abo
Ha CACTeMY KPOBOTBOPEHHS.

[Tig yac npoBemeHHS iHPY3il METOTPEKCATy CIIil KOHTPOIIOBATH CeKpellito cedi Ta pH ceui.
I71s1 3HNKEeHHS HAPKOBOI TOKCUYHOCTI Ta MOMePeXKeHHS PO3BUTKY HUPKOBOI HEJOCTATHOCTI
IIpY JIIKyBaHHI BUCOKUMU [03aMU MeTOTPEKCaTy CJIi[ BHYTPIIIHEOBEHHO BBOLUTYU NOCTATHIO
KiTBKICTh PifWHY Ta mignyxkyBaTu cedy (pH ceui = 7).

[ITomHs CIIim MPOBOAUTH 00CTEXKEHHS POTOBOI IIOPOXKHUHK Ta IOpJia [JIsS BUSBICHHS 3MiH
C/IM30BUX 000JIOHOK.

Cmiig IpoOBOAUTH PETEIbHUYM KOHTPOJIb CTaHy MalliEeHTa y pa3i monepegHbol iIHTEHCUBHOL
IIPOMEHEBO1 Tepallii, MoripIIeHHs 3arajJbHOr0 CTaHy, a TAKOX Y MiAJiTKiB abo MmaIlieHTiB
JIITHBOT'O BiKY.

YacrTinie cnif mepeBipsATH CTaH Ha IOYaTKY JiKyBaHHS, TPX KOpPeKIii mo3u abo y pasi
MiOBUIIEHOT0 PU3UKY 30iNbIIEeHHS PiBHS METOTpPeKcaTy (HalpuKiiaf, JeTigpaTalis,
OPYIIeHHST PYHKIIiI HUPOK, HOJATKOBI CYIMyTHi JTiKapCchKi 3aco6u a00 30inmbIeHHS KiTbKOCTI
CYTyTHiX TiKapchKuX 3ac06iB, TaKUX K HECTEPOIOHI MpOTU3amaibHi 3aco0n).

3aCTOCYBaHHA OITAM

[Ipu 3acToCyBaHHI METOTPEKCATY [AiTSAM Ta MifJIiTKaM CJIif JOTPHMYyBaTUCh 00ePeKHOCTI Ta
BMKOPHUCTOBYBATH BifTIOBIHI creniambHO Po3po0iieHi ojs miTed MPOTOKOJIHU JIiKyBaHHS. Y
miTein 3 ToCTpUM JTiMGbOOTaCTHUM JIEHKO30M TSIKKa HEMPOTOKCUYHICTh MOXKE CIIOCTePiraTuch
miciis TiKyBaHHSA DOMipHO BuCOKMMY fo3ami (1 r/m” ITIIT) meToTpekcaTy. Bin wacto
PO3TIIANAETLCA K TeHepasi3oBaHul ab0 0CepenKOBUY eMiIeNTUYHUY Hanap. Y



CHMIITOMATUYHUX XBOPUX IIPY OiarHOCTUYHIX Bidyasi3allil 3a3BUYall CIIOCTepiranach
nenikoeHredarnomnaris Ta/abo MikpoaHTriomaTU4yHa KaibIudikailris.

3aCTOCYBaHHA IallieHTaM JiTHbOTO BIKY

[Ipu nikyBaHHi IalliEHTiB TITHHOTO BiKy HeoOXigHa oco0nuBa 06epeXHiCTh. 3a MallieHTaMu
CJIi[I PeryJIsipHO CIIOCTepiraTy i BUABJIEHHS PaHHIX 03HAK TOKCUYHOCTI. KiiHiyHa
(dapmakooria MeToTpeKcaTy y IallieHTiB JIITHBOTO BiKy ITOBHICTIO HE BUBY€eHA. [103y
MEeTOTpPeKCaTy CJIi KOPUTyBaTH 3a/IeKHO Bifl CTaHy QYHKII1 HUPOK Ta MediHKu. [[o3y crif
3HM3UTY 3BaXKalO4YX Ha JIiTHIX BiK. [l MallieHTiB JTiTHHOTO BiKYy (BikKOM Bifl 55 poKiB) Oynu
po3pobieHi 4acTKOBO MoaX(iKOBaHi IPOTOKONY, HAIPUKJIIAf, OIS JIiKyBaHHS TOCTPOTO
niMp06IaCTHOTO JIEHKO3Y.

PenponyvkTuBHA GQVHKIIS

[ToBimoMuIsAIOCH, 110 METOTPEKCAT MOXKE CIPUYUHATHU OJIIrOCIIEPMII0, IOPYILIEHHS
MEHCTPYaIbHOIO IIUKJTy Ta aMeHOpeEIO IIifl Yac Tepallil Ta MPOTATOM HETPHUBAJIOro Iepiogy
ITicIIst 11 IPUNIMHEHHS, 1110 MOXKe ITPU3BECTH OO0 MOPYIIeHHS PepTUIbHOCTI, CIPUYNHSIIOYN
TIOPYIIIEHHSI OBOTE€HE3Y Ta CIiepMaTOTreHe3y Iifl Yyac jikyBaHHS. Lli ehekT € 000POTHUMHU
iC/Is IPUNIMHEHHS Tepallil mpernapaToM.

TepaTOreHHICTh - PEIPOOYKTUBHUN PU3UK

MeToTpekcaT CIpuunHI€e eMOPiOTOKCUYHICTh, BUKUAHI Ta BHYTPIIHLOYTPOOHI IIaTOJOTi y
mogen. OTxKe, JTiKap Ma€ MONEPEeNUTH KiHOK PENPOOYKTUBHOTO BiKy IIPO MOXK/IMBUY BIIJINB
Ha PEeNpOAyKTUBHY (YHKIII0, BUKHUOHI Ta BPOAXKEHI Bagu PO3BUTKY IJI0fa (OUB. PO3MALN
«[Tob6iuni peaktii»). 2KiHKK penpogyKTUBHOIO BiKy MalOTh KOPUCTYBaTUCS e(HEeKTUBHUMU
KOHTpalleNTUBHUMU 3ac00aMy y IIepiof JIiKyBaHHS, @ TaKOXK IIPOTATOM IIEeCTH MICAILIB Micis
3aKiHYeHHS Tepallil METOTPEKCaTOM.

3aCTOCYBaHHS Y0JIOBiKaM

MeToTpekcaT MOXKe IPOSABIATU T€HOTOKCUYHICTE. TOMY YOJIOBIKY MalOTh KOPUCTYBATUCS
e(pekTUBHMMY KOHTPALENITUBHUMU 3aco0aMu y Nepiof JiKyBaHHS, a TAaKOXK POTIATOM IIECTH
MICSIIIB MiC/IS 3aKiHYeHHS Tepalil MeToTpekcaToM. OCKiJIbKA METOTPEKCaT MOXKe IIPU3BECTH
10 CEPUO3HOTO0 Ta MOTEHLIKNHO HeOOOPOTHOT O MTOPYIIEHHS CllepMaToreHe3y, Y0JI0BiKaM CIIif
PO3TISHYTHA MOXKJIUBICTh KPIOKOHCEPBALlil CIIePMH [0 IT0YaTKy Tepallil (IUB. PO3Mia
«3acToCyBaHHS Y Iepiof BariTHOCTI ab0 rogyBaHHS T'PYAIIO»).

Po3uunu mns iHdy3il 3 KoHIeHTpallielo MetoTpekcaty 0,1 Mr/mn abo 3 Mr/mi, IPUTOTOBaHi
IJITXOM po3BefeHHs MeToTpekcaty «E6ese» 0,9 % po3unHOM HaTpio XJI0puny, 5 %
po3umHOM T'0K03H, 10 % po3YrHOM T'/TIOKO3H, @ TAaKOXK JIaKTaTHUM PO3UYMHOM PiHrepa, €
GisuyuHO i XiMiyHO cTabiTbHUMU IIIOHAWMEHIIEe MTPOTIroM 24 TOOWH y padi 30epiranHs y
3axMIeHOMY Bifl cBiTnia Micii nmpu TemmepaTtypi 5 + 3 °C abo KiMHaTHi# TemmepaTypi (20-25
°C).

3 MiKp0oO0ioTOTiuHOI TOUKM 30PY PO3UYUH [ iHGY3ilt HeoOXimHO BBOOUTH OAPa3y XK ITiC/s
IIPUTOTYBAHHSA.



Lle# nmikapceKuii 3aci6 MicTUTh MeHIIe HizK 1 MMonb HaTpito (23 Mr) Ha ¢p1akoH, TOOTO, 1O
CyTi, € TAKUM, 1110 HEe MICTUATH HATPIO.

[Iporpecywova MyIbTU(OKaIbHa NefKoeHIebanonaris

[ToBimomIsiNioCs PO BUIMIaAKYU IIPOTPECY0U0l MyIbTHU(DOKaIbHOI elikoeHuedanonarii (ITMJI) y
IallleHTIB, fKi 3aCTOCOBYBa/M METOTPEKCAT, IePEBaXKHO B IOEAHAHHI 3 IHIIUMY IMyHOCYIIPECUBHUMU
npenapaTtamu. [IMJI moxe matu ¢aTanbHi Hacmigkuy. e ciig BpaxoByBaTy Npu AUGepeHLinHIN
[iarHOCTHII V TallieHTiB 3 iMyHOmepinuTOM, y IKUX 3adikcoBaHO MOripmeHHs abo mosiBa HOBUX
HEBPOJIOTIYHUX CUMIITOMIB.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2py00to.

KIiHKH PenpOoayKTUBHOIO BiKY/ KOHTPALIENIid V KiHOK

B nepiop nmikyBaHHSI METOTPEKCATOM KiHKaM He CIlif BariTHiTA. HeoOXigHO KOPHUCTYBaTUCS
eeKTUBHUMY KOHTPALEITUBHUMU 3aco0aMu y 1epiof TiKyBaHHS i IIIOHAUMeEHIIIEe IPOTATOM
6 MicsiiB micnsg 3aKiHYeHHS Tepallii MeToTpekcaToM (IuB. po3min «OcobmuBOCTi
3aCTOCyBaHHS»). [lepefl MoYyaTKOM JIiKyBaHHS XKiHOK PENPOAYKTUBHOTO BiKy HEOOXiTHO
IpoiH(OpPMYyBaTH IIPO PU3UK HETAaTUBHOTO BIIMBY METOTPEKCATY Ha ILTi[ Ta BUKIIOUYUTH
BaTiTHICTD IIIIXOM BUKOPUCTAHHS HaleXHUX METOMIB, TAaKUX K TECT Ha BariTHICTL. B
mepion JiKyBaHHS TECTH Ha BariTHICTh HEOOXiMHO MPOBOAUTH 3a KJTiHiYHOI MOTpebu
(HampuKaf, micns 0yab-sKol mepepBu KoHTpatenilii). 2KiHOK pernpoayKTUBHOTO BiKy
He0oOXiTHO KOHCYNIbTYyBaTH LIOJ0 MOMepPeKeHHS Ta IJIaHyBaHHS BariTHOCTI. [Tapu mOBUHHI
IIPOKOHCY/IbTYBATHUCS 3 JIIKapeM ILIOA0 CEPUO3HUX PU3HUKIB [JIS MJI0Aa, SKIIO IIif 9ac
JIIKyBaHHS HACTa€ BariTHICTb.

KoHTpalieniris y 40JI0BiKiB

HeMae gaHux 1070 BMiCTy MeTOTpeKcaTy y cuepMmi. B gocnigkeHHSIX Ha TBapuHax O0yio
BUSIBJIEHO T€HOTOKCHUYHICTh METOTPEKCaTy, TOMY PU3UK I'eHOTOKCUYHOTO BIIJIUBY Ha
CIIepMaTo30i0u He Moxe OyTH IMOBHICTIO BUK/IIOUeHUN. OOMexXeHi KIiHiuHI qaHi He cBim4aTh
IIPO IMigBUINEHUN PU3UK Baj PO3BUTKY UM BUKUOHS IIiCIIS BIIJIUBY HEBEJIUKUX 03
MeTOoTpekcaTy (MeHiIe 30 MI Ha TUK[eHb) Ha OpTraHi3M MallieHTa. [laHuX HegOCTaTHbO OIS
OLIIHKM PU3UKY BUHUKHEHHS Bajl PO3BUTKY UM BUKU[IHS ITiCJIST BIIUBY OiNTbIIT BUCOKHUX [03.

4K 3anobikKHUY 3aXi], CeKCyallbHO aKTUBHUM IIalliEHTaM Y0JI0BiuOi cTaTi abo ix mapTHepaM
PEKOMEHYEThCS KOPHUCTYBATHCS HaMIMHUMM KOHTPAIIEIITUBHUME 3acobaMu y mepiof
JiKyBaHHS TMalliEHTa YOJI0Bi4Ol CTaTi i I[OHaWMeHIIIe TPOTATOM 3 MiCSIIiB MiC/Is 3aKiHYeHHS
Tepalii MeToTpekcaToM. YooBikaM He ciIif OyTH MOHOpPaMU CIIEPMU B IEPiof JTiKyBaHHS Ta
IPOTATOM 3 MICSLIB IMiCJIS MPUMNMHEHHS 3aCTOCYBaHHS METOTPEKCATY.

BaritHicTh

3acTOoCyBaHHSA METOTPEKCaTy 3a HEOHKOJIOTIYHMMY [TOKa3aHHSIMHU B [IePiof BariTHOCTI
IIPOTHUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHg»). AKIIO MalliEHTKa BCe K TaK{ 3aBariTHIE B
mepiof JIiKyBaHHS MEeTOTPEKCaTOM a0o MPOTSIroM 6 MiCSIIiB MicIs 3aKiHYeHHS JTiKyBaHHS, i
HeoOXigHO MPOiH(pOPMyBaTH PO PU3KK HETaTUBHOTO BIIJIMBY METOTPEKCATy Ha IIif. TakKoxk



HeoOXiTHO ITPOBOOUTH y'J'ILTpa3By'KOBi OOCIIAXXKEeHHS [T HiJITBepI[}KeHHH HOPMAJIBHOT O
PO3BHUTKY IIIIOOA.

B mocnigXeHHAX Ha TBapuHax 0yJi0 BUSIBIEHO PENPONYKTHUBHY TOKCUYHICTh METOTPEKCaTy,
0CO0ONIMBO B IIEPLUIOMY TPUMeCTPi. ByJio BUSIBIEHO TepaTOTeHHY [Iil0 METOTPEKCATY,
TIOBIIOMIJISINIM TIPO JIeTANbHUM HACIOK [JIs TJI0fa, BUKUAHI Ta/ab0 BpomkKeHi aHoMatil
(HampuKyag Bafyu PO3BUTKY JIUI[LOBOl YACTUHY Yepela, CepLeBO-CYIUHHOL CUCTEMY,
IIeHTPAJIbHOl HEPBOBOI CUCTEMH Ta KiHIIIBOK).

MeToTpekcar € IIOTYKHUM TepaTOTeHOM [JId JIIOAVHU. Y pa3i BIJIMBY B I1ePiof BariTHOCTI
METOTPEeKCAaT IiABUILIYE PU3UK BUHUKHEHHS CIIOHTAHHUX BUKUAHIB, 3aTPUMKU
BHYTPIITHLOYTPOOHOT'0 PO3BUTKY Ta BPOIXKEHUX BaJl PO3BUTKY.

CnouTtaHHi BUKUAHI Oynu 3apeecTpoBaHi y 42,5% BariTHUX, sIKi 3aCTOCOBYBaJId HU3bBKi 103U
MeTOTpeKcaTy (MeHIe 30 MI Ha TUXKAEHb), IPOTU 22,5% y NallieHTOK, Kl 3aCTOCOBYBaJIH iHIII
Ipenapary.

3HayHi BpopxKeHi nedheKTu BUHNKaIM ¥ 6,6% XKUBOHAPOMXKEHUX IiTel, MaTepi SKUX
3aCTOCOBYBaJIM HU3bKIi 103U MeTOTpeKcaTy (MeHuIe 30 MI Ha TUX[EHb) B IIepiof BariTHOCTI, IPOTU
npu6nu3Ho 4% KUBOHAPOMXKEHUX [iTel, MaTepi SIKMX 3aCTOCOBYBaJIM iHII ITpemnapaTy.

HepocTaTHBO faHUX 100 3aCTOCYBAHHS B IIepiof BariTHOCTI METOTPEKCcaTy B 403aX IIOHA[
30 Mr Ha TUXKMEHb, ale 04YiKyeThCs OiNbIl BUCOKHM PiBEHb CTIOHTAHHUX BUKU[IHIB Ta
BPOIXKEHUX Bajl PO3BUTKY. [Ipy nIpunrHEeHH] 3aCTOCYBaHHS METOTPEKCaTy J0 3a4aTTs
IIOBiIOMJISJIYA IIPO HOPMaJIbHY BariTHICTb.

[Tpu 3aCTOCYyBaHHI 3a OHKOJIOTIYHUMHM ITOKa3aHHAMU METOTPEKCaT He CIIii BBOOUTHU B IEPiof
BariTHOCTI, 30KpeMa IIPOTATrOM IIEPIIOr0 TPUMECTPY BariTHOCTL. Y KOKHOMY KOHKPETHOMY
BUIIAAKY HeOOXiqHO 3BaXKUTH KOPUCTH Bifl JTIKyBaHHS Ta MOXKJIMBUM PU3UK [JIS IJIofa. AKIIO0
IIpernapaT 3aCTOCOBYIOThH B IePiof BariTHOCTI abo SKINO MaIlieHTKa, IKa JTKYEThCS
MEeTOTPeKCaTOM, 3aBariTHie, ii HeoOXigHO IPOiHGOPMYBaTH PO PU3UK HETATUBHOTO BILIUBY
MeTOTpeKcaTy Ha IIJIif.

['onyBaHHA IPYOOI0

OCKUIBKM METOTpPEKCaT eKCKPETYETHCS Y IPYAHE MOJIOKO Ta MOXKE CIPUYUHUTU TOKCUUHUU
BIIJIUB HA HEMOBJIAT, AKi mepeOyBaiOTh Ha TPYAHOMY BUTONOBYBaHHI, METOTPEKCAT
IIPOTUIIOKA3aHUM B MEPiof rofyBaHHS TPyOAio (AuB. po3min «IIpoTumnoka3aHHa»). AKII0
3aCTOCYBaHHS IIpenapaTy B IIepiof rogyBaHHS TPYAMI0 € HeOOXimHUM, TOfyBaHHS TPYAAI0
HeoOXigHO MPUIMHUTY IIepel T0YaTKOM Tepaiii.

PenponykTuBHA QVHKIIS

MeToTpeKkcaT BIIJIUBA€E Ha CIeEpMaTOTEHe3 1 00TeHe3 i MOXKe 3HUXKYBaTU (PEePTUNTHHICTS.
IToBimoMIiany, 110 y NI0OeN MeTOTPEKCAT MOXKe BUKIUKATU OJIIr0CIepMilo, IOPYIIeHHS
MEHCTPYyaJIbHOT'0 LIUKJTy Ta aMeHopelo. B 6inbirocTi Bumagkis 11i e(peKTy BUSBISIOTHCS
000pPOTHUMHU IIiCII IPUIUHEHHS Tepairil.

[Tpu 3acTOCyBaHHI METOTPEKCATY 3a OHKOJIOTIYHUMU ITOKa3aHHAMU KiHKaM, SKi IJIaHYI0Th



3aBariTHITH, pEKOMEHI0BAHO 3BEPTATHUCS OO0 IEHTPiB TeHEeTUYHOI0 KOHCY/IbTYBaHHS, OaxkaHo
I1le [0 MOYaTKY Tepallii, a Y0I0BiKaM CJIiff PO3TTISHYTH MOXKJIMBICTb KPiOKOHCEpPBallil ciepMu
[0 TTOYATKY Teparlii, OCKiTbKM MeTOTPeKCaT ¥ BUCOKUX [103aX MOxKe OyTH reHOTOKCUUHUM
(ouB. po3pin «OcoBIUBOCTI 3aCTOCYBaHHI»).

30amuicmb enausamu Ha weudKicmb peakuyii npu KkepysaHHi asmompaHcnopmom abo
I[HWUMU MexaHi3mamu.

[Tpu niKyBaHHI METOTPeKCaTOM MOXKYTb CIiocTepiraTucs Taki mobiuxi epektu 3 6oky LIHC 5K
CTOMJTIOBAHICTD i CIINTyTaHiCTh CBimoMocTi. MeToTpekcat «EGeBe» YMHUTE Cca0Kuil abo moMipHUM
HECTIPUSATIIMBUM BIJIMB Ha 3[@THICTh KePyBaTH aBTOTPAHCIOPTOM abo iHIMMMHU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHsi ma do3u.

JIiKky8aHHA X80pUX HA peeMamoi0HuUll apmpum ma ncopias.

JlikyBanHst MeToTpekcatoM «E6eBe» He0oOXiqHO 3OiMiCHIOBATH IIifl HATJISOM JIiKapsi-peBMarosora abo
IlepMaToJIoTa, a TaKoX TeparneBTa. [Ipenmapat BBOOUTH MiALIKipHO, BHYTPIIITHHOM 130B0O a0
BHYTPIILIHLOBEHHO.

lo3u 014 dopocaux, Xx8opux HA peeMamoioHuUl apmpum

PexoMmeHoBaHa moYaTKOBa 403a - 7,5 MI MeTOTpeKcaTy 1 pa3 Ha TUX[EeHb MigIIKipHO,
BHYTPIIIHbOM 5130B0 @00 BHYTPIiIIHEOBEHHO.

3a3BuYall TepaneBTUUYHNUN e(eKT NPOSABIAETHCS Micnsa 4-6 TUXKHIB Teparil. Ko micnsa 6-8 TuXKHIB
JIiIKyBaHHSI O3HAK IOJIIMIIEHHS, a TaKOX 03HaK TOKCUYHUX e(PEKTiB HEMa€, 103y MOXKHA ITOCTYIIOBO
30inmbIIyBaTH Ha 2,5 MT Ha THXKJeHb. 3a3BHYall ONTUMajbHa TUXKHEBa [03a CTaHOBUTD 7,5-15 mr. He
CJIif IepeBUILlyBaTH MaKCUMaJIbHy 103y 25 MTI' Ha TUXKOEHb. fAKIIO micisa 8 TUXKHIB TiKyBaHHS y
MaKCHUMalbHil 103i eeKTy HeMae, MEeTOTpeKCaT CJIifl BiTMiHUTH. Y pa3i JOCSATHeHHS 0axKaHOTo
TepaneBTUYHOTr0 e(eKTy JTiKyBaHHS IPOJOBKYBATH y MiHIMaIbHO MOXKIINBiM eheKTUBHIN
HiATPUMYyBa/IbHIM [03i. ONTHManbHa TPUBAIICTh TEpalil METOTPEKCATOM IIOKY IO He BU3HAUEHa,
OJHAK ITOIEepeNHi JaHi cBimyaTh Ipo 30epexKeHHs M0YaTKOBOT0 e(eKTy II0OHAUMEHIIIE TPOTSATOM 2
POKiB y pa3i IpogoBKeHHS MigTpUMYy0Uoi Teparil. ITicns npunuHeHHS JTiKyBaHHS METOTPEKCaTOM
CHMIITOMH XBOPOOM MOXKYTh ITOBepTaTUCS depe3 3-6 THUKHIB.

Ilo3u 014 x8o0pux Ha ncopias i ncopiamuyHull apmpum.

PekomeHayeThCst TpoOHE TapeHTepanbHe BBeleHHs 5-10 M MeTOoTpeKcaty 3a 1 TUXIeHb [0 IIoYaTKy
Teparllii 3 MeTol0 BUSIBIIEHHS iTiocHHKpa3iiHux HebaxaHuX edeKkTiB. PeKoMeHI0BaHa IMOYaTKOBA J03a
- 7,5 Mr MeToTpekcarty 1 pa3 Ha TUXKAEHD MiAMKIPHO, BHYTPIIIHHOM 30B0 a00 BHYTPIIIHHOBEHHO.
o3y MOXHa IIOCTYyIIOBO 30i/bITyBaTH, OOHAK He CJIi[ IepeBUIyBaT MaKCUMalbHy TUXKHEBY 103y 30
MTI' METOTPEKCATy. 3a3BHUYail TepaneBTUYHUN e(DeKT MPOSIBIASETHCS TPUOIU3HO MicsA 2-6 TUKHIB
Teparil. Y pasi gocsirHeHHsT 6aXKaHOT'0 TePaleBTUYHOT0 eeKTy MiKyBaHHS MPOMOBXKYBATH Y
MiHiMaJIbHO MOXKJIUBiY €e(eKTUBHIY MiATPUMYBaJIbHIN [03i.

03VBaHHS I OiTel BikoM 00 16 pokKiB, SKi CTpazKOaloTh Ha DONiapTPUTHI GOPMHU IOBEHITbHOI'O
igionaTUYHOTO aPTPUTY.



PexoMeHoBaHa 1n03a CTaHOBUTH 10-15 Mr/m* TIOBEPXHi Tiya/TuXKmeHb. Y pasi HeJOCTaTHLOI [ii
THKHEBY 103y MOXHa 30iMbmuTH 70 20 MI/M’ IOBEPXHI Ti/la/THKIEHb.

[Ipu 10BEHIIBHOMY iiOIAaTUYHOMY apTPUTI IIpenapaT 3aCTOCOBYBATH TUIBKU BHYTPIIIHLEOM 30BO,
OCKiJIbKM HeMa€ JOCTaTHIX JaHUX LI0N0 MigIIKIPHOT0 Ta BHYTPIIIHOBEHHOI'0 3aCTOCYBAHHS AiTSAM.

TpuBamicTh Ta croci6 3acTocyBaHHS.

Mertorpekcat «EGeBe» y IonepefHb0 3all0BHEHUX IINIPULIaX IPUAATHUYN AJISI CaMOBBEIEHHS
NalieHTOM. Y IbOMY BUIIAAKy PEKOMEHAYETLCS IPOBEeieHHS iHCTPYKTaxXy 3 OOKY Jikaps.

[TOKpOKOBa IHCTPYKIIIA O NIOMKIPHUX 1H €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
1Oro0 Ta MOTATHYBIIX. [JUBITHCS MaIOHOK 3.1

O6epeXHO HAKPYTIiTh TOJIKY Pa30M i3 IJIaCTUKOBUM QYTISIPOM Ha
LIITPULL [0 YIIOPY. [JUBITECSA MAOHOK 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 6i040CTyIHICTh METOTPEKCATY IicIs IepopPaIbHOTO 3aCTOCYBaHHS.

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

MetotpekcaT «EOeBe» HEOOXiIHO 3 00epekKHICTIO MPU3HaYaTH NallieHTaM i3 MOPYIIeHHIMHI
GbyHKII1 HUPOK. [103y KOPUTYBaTH 3a/IezKHO Bifl KITipeHCY KpeaTuHiny (mpu KiipeHci > 50
MJI/XB 3HMXKYBaTH 03y HeMae notpebu, mpu kiipenci 20-50 Mn/xB 0o3y 3HUKYyBaTH Ha 50 %,
a npu KiipeHci < 20 Mi/XB METOTPeKCaT He CIIif IpU3HavyaTH).

JIiKyBaHHA nauieHmia 3 NOpyweHHAMU (PYHKUII NeYiHKU.

MetotpekcaT «EOeBe» HEOOXIIHO 3 BeTUKOI 00epeXHICTIO MpHU3HavYaTH (SKIIO IIe KOHYe
oTpiOHO) NalieHTaM 3i 3HaYHUMHU OPYIIEeHHSIMU QYHKIII MeYiHKY (HasgsBHUMU YU B
aHaMHe3i, 0CO0JIMBO CIIPUYNHEHUMHU 3JI0BXKUBAHHSIM aJIKoroneM). MeToTpekcaT He MOXKHa
3aCTOCOBYBaTH IIpH PiBHi Ginmipy6iny 85,5 MKMOIB/I.

JIiky8aHHA nauieHmis AiMmHb020 BIK)Y.

OCKinbKY 3 BIKOM IOTipUIyETHCS (PYHKITS TEYiHKY Ta HUPOK, & TAaKOXK 3HUKYIOTHCSA Pe3epBU (POTaTis,
Moxke OyTH JOUiTbHUM 3HUKEHHS 03 [JIs Malli€HTiB JIITHHOTO BiKY.

Himu.

PexkoMeHpanii 1Moo 3aCTOCyBaHHA OiTAM HaBeOeHO y po3mini «Cnocib 3acTocyBaHHS Ta I03U».

Ilepedo3yeanHsi.

[TicnspeecTpaliiiHUM AOCBiA 3aCTOCYBaHHS METOTPEKCATy CBiIUMTH IIPO Te, 1[0 BUMAAKHU
Iepeno3yBaHHS METOTPEeKCcaTy BigMidyanucs SK IiCid IepopasbHOTO, TakK 1 Mmiciag
BHYTPIITHbOBEHHOT'0, BHYTPIIIHHOM s1I30BOT0 ab0 iHTpaTeKaIbHOTO BBeIeHHs. Takox
IIOBIZOMJISIJIOCS IIPO BUIIaAKY IIepef0o3yBaHHS IIPU TIOMUIKOBOMY II€POPaIbHOMY IIPUMOMI
MEeTOTPEeKCaTy IOAHS 3aMicTh 1 pa3y Ha TUXOeHb (Y BUTJIAML 3araibHOI 0034 ab0 y BUTTIAMI
IEKiNbKOX OKPEMHUX [103).

Cumnmomu nepedo3dyearHs. ITicns nepopanbHOro abo BHYTPIITHEOBEHHOTO BBEEHHS
CIIOCTEPIral0THCA IePeBazKHO CUMIITOMY, II0B’A3aH] 3 IPUTHIYEHHAM CACTEMU
KPOBOTBOPEHHS Ta TPaBHOL cucTeMu. CUMITOMaMU € JIEMKOIMTONEHis, TDOMOOLIUTOIEHIS,
aHeMisl, TaHUIUTOINEHIsI, HEUTPOIIeHis, MyKO3UT, CTOMaTHUT, BUPa3KOBe YpaxKeHHs CIIU30BUX



000JIOHOK POTOBOI ITOPOXKHUHMU, HYyOOTa, O/II0BaHHS, BUPA3KOBe ypaKeHHS IIIYHKOBO-
KUIIIKOBOT'O TPAKTy Ta IUIYHKOBO-KUIIKOBI KPOBOTEYl. Y NeAKUX MallieHTiB 03HAKU
1epeno3yBaHHsI MOXYTh OYTH BiICYyTHi. € MOBiMOMIEHHS PO JIeTAIbHUYN HACIIMOK [JIs
TaIli€HTIB BHACIIOK CEINICUCY, CEITUYHOTO 0Ky, HUPKOBOI HEOCTATHOCTI Ta aniaCTUYHOl
a"ewMil.

Y pagsi nepeno3yBaHH4A MiC/s iHTpPaTEKalIbHOTO BBeIeHHS 3a3BU4all BUHUKAIOTh CUMIITOMY 3 OOKY
LTHC, a came ronoBuuit 0iib, HymoTa Ta O6/10BaHHS, CyqoMu a00 Halmagy Ta rOCTPa TOKCUYHA
eHnedamonarisi. B gesikux BuUMlafKaxX CUMIITOMU He CIIOCTEPIranuch. B iHIMMX BUNagKax
Ilepeno3yBaHHS IIICIA iHTpaTeKalbHOT0 BBEIEHHS MaJIo JieTalbHUM HaCJIigoK; II0BIIOMIISAIOCE IIPO
MO3KOBY I'pUXKY Ta 30i/IbllIeHHS TUCKY CIIMHHOMO3KOBOI PiiMHHY, SIK i ITPO TOCTPY TOKCUYHY
eHIedanonariio.

Ipoginakmuka nepedosysarusa. IIpu BBeIeHHI METOTPEKCATy B mo3i moHam 100 mr/ m° III1T,
Tepario HeoOXiHO CYIIPOBOMXKYBAaTH BBeIEHHSIM KaJlbllito GoJIiaHTy.

JlixysanHA npu nepedo3y8aHHi. CnenupiyHUM aHTUAOTOM METOTPEKCATY € KaJbI[ii0
domninar. Bin HeWTpamidye nobiuHi TOKCUYHI e(peKTH METOTPEKCATY.

JIiKkyBaHHS CUMIITOMIB iHTOKCHKAIIil DY MPUKAOMi METOTPEKCATy y HU3bKMX H03aX (OKpeMa
mo3a < 100 mr/M* [II1T), 110 MOXKHa MOSICHUTH nedinuToM TeTparigpodosieBol KUCIOTH.

Cnip HeraitHO BBeCTH 6-12 MT Kablliio ¢GomiHaTy BHYTPIIIHEOBEHHO a0 BHYTPIIITHEOM 130BO
3 HaCTYIIHMM BBeIEHHSM aHaJIOTi9HOl KiJTbKOCTi KabIlifo PoIliHaTy KiflbKa pa3iB
(mmonariMeH1Ie 4 pa3u) 3 iHTepBanoM 3-6 roguH. binbi geTanbHy iHMOPMAIIio Ipo
IHTEHCUBHY TepaIlio Kaiblito (oIiHaTOM y pa3i CIOBiIIbHEHOT'0 BUBEIEHHS METOTPEKCATY
I Yac JiKyBaHHA METOTPEKCATOM Y IIOMIPHO BUCOKMX Ta BUCOKMX [03aX AUB. Y CIeliabHIiN
JliTeparypl.

YuM [oBLINY iIHTEPBaa Yacy MiX BBeIEeHHSIM METOTpPeKCaTy i Kasblilo (PosIiHaTy, TUM HUXYa
e(eKTHUBHICTD Kasblliio ¢GosiHaTy. [I719 BU3HaUYeHHS ONTHMAaJIbHOl 03U Ta TPUBAJIOCTI
BBEeIEHHS KaJbIlifo POJIiHATY CIIii KOHTPOJIIOBATH CUPOBATKOBI PiBHI METOTpPEKCaATYy.

[Tpu 3HAYHOMY IIepefo3yBaHHI He0OXilHa TigpaTallis Ta MianTyKyBaHHS Cedi [JIs MolepeaKeHHs
BUITQlaHHS B OCafl METOTPeKcaTy Ta/abo #oro MeTabomiTiB y HUPKOBUX KaHAbIIIX. AKIIO
IHTOKCHKallisl CIpUYMHEHa [yKe IOBIIbHUM BUBEIEHHIM (3BEPTATH yBary Ha piBeHb METOTPEKCaTy B
CHUPOBATII KPOBi!), HAIpHKIazg, BHACHIMOK rOCTPOI HUPKOBOI HEOOCTATHOCTI, CIIifl TPOBECTHU
reMopiani3 Ta/abo remonepdysiio. 3abe3neyuTy epeKTUBHUIM KITipEHC METOTPEKCATy MOXKHA IUISTX0OM
IHTEHCHUBHOT'0 IHTEPMITYI04YOI0 reMofiiani3y 3 BAKOPUCTaHHAM [iai3aTopiB i3 BUCOKOI IIPOHUKHICTIO
(«high-flux»). 3Bu4aiiHul remMofiani3 i nepuTOHeaNbHUY Iiali3 He MOKPAIlyIOTh BUBEIEHHS
METOTpEeKCaTy.

BumnagkoBe mepefo3yBaHHS IIPY iHTpaTeKalbHOMY BBeJE€HHI MOXKe BUMaraT BXKUTTSA iHTEHCUBHUX
CHCTEMHUX 3aXO[iB: CHCTEMHE, HeiHTpaTeKanbHe! BBeJIeHHS Kallbllil0 QOJIiHATy ¥ BUCOKUX [03aX,
TyKHUY Oiypes i MBUAKAN IpeHaX CIIMHHOMO3KOBOI PiTMHU Ta BEeHTPUKYIIoMoMOaIbHa mepdyais.

ITo6iuni peakuii.

YacToTa i TAXKKIiCTh TOOIYHUX peakililf, K IpaBuiio, 3ajiexkaTh Bif 403H, CIIoco0y 3aCTOCYBaHHSA Ta



TPUBAJIOCTI TiKyBaHHS MeTOTpeKcaToM. OCKinbKM TSAXKKi MOOIUHI peakilil MOXKYTb BUHUKaTH HaBiTh
IPU HU3bKIiM 1031 i Ha Oyab-sIKOMY eTari Teparrii, HeoOXiTHUN PETYIAPHUM i YaCTUM KOHTPOJIb 3 GOKY
nikaps. BinmpiricTs moOivHUX peakiii € 000POTHUMHU IIPH 1X BUSBJIEHHI Ha paHHiN cTamii. OmHaK mesiKi
3 TAXKKUX MOGIYHUX peakiliii, Ha3BaHUX HUXKYe, MOXKYTh B IyKe PigKiCHUX BUIMIafKaX IIPU3BECTH [I0
PanToBOro JIeTaJIbHOI0 HACTIAKY.

[Tpu BUHUKHEHHI TOOIYHUX peakliil Cllig 3MEHIIUTH 003y, SKIIO Ile HeoOXimHO, 3a/IeXKHO Bifl TSIXKKOCTI
Ta iIHTEHCUBHOCTI, a00 MPUIHUHUTY TEPAIIii0 i BXXUTU HaJIeXHUX 3aX0MHiB (IUB. PO3/isn
«Ilepeno3yBaHHs»). KO0 TiKyBaHHSI METOTPEKCATOM IIOHOBJIIOETHCS, MO0 CJIifl TPOLOBXKYBaTHU 3
00epexkHiCTI0, 32 YMOBH PETEJIbHOI OLIHKK HeoOXiTHOCTI Teparil Ta migBUIeHOI MUIBHOCTI III0H0
MOZKJIMBOTO PELUONBY TOKCUYHOTO BILJIUBY.

Mienocympecis i 3amajeHHST CIM30BOi 000JIOHKH, SIK IIPABUIIO, € HO30JIIMITYIOUYUMHU
TOKCUYHUMU e(eKTaMu. X TAXKKiCTh 3a/IeXKUTh Bifl O3M, crioco0y i TpuBanocTi
3aCTOCYBaHHS METOTPEKCaTy. 3alajieHHs CJIM30B0i 000JI0OHKK BUHUKAE MPUOIN3HO yepe3 3-7
[HIB ITiC/s1 3aCTOCYBAHHSI METOTPEKCATY, IEMKOIEHis i TPOMOOLUTOIIEHISI BUHMKAE Yepes
5-13 mgHiB micis 3acTOCyBaHHSA MeTOTpeKcaTy. Mienocympecis i 3amaneHHst CIU30BO1
000JI0HKM 3a3BHMYall MUHAIOTh MPOTATOM 14 [IHIB y MaLli€HTiB 3 HETIOPYIIEHUMH MeXaHi3MaMu
BUBEJEHHS.

HattuacTime moBigoMIIsiIu IPO Taki moOiuHi peakiril SK TPOMOOITMTOIIEHis, IEHKOIIeHisI, CTOMATHT,
6inb y XKMBOTIi, aHOpPEKCisl, HyfoTa i 6/10BaHHS, 3aMajeHHs Ta BUPa3KyU CIU30B0I 000JIOHKH
ITOPOXKHUHY POTa Ta ropia (0CoOIMBO MPOTATOM Iepmux 24-48 roguH Mmicisi BBEIeHHS
MeTOTpeKcaTy), MiABUILIeHHS PiBHIB eYiHKOBUX (pepMeHTiB Ta 0inipybiHy, 3HUKEHHS KITipeHCY
KpeaTHHiHY, BTOMa Ta He3[yKaHHs. Bupa3ku ciau30B0i 000JT0HKY TOPOKHUHY POTA 3a3BUYall €
IepIIUMU KIIHIYHUMU 03HaKaMU TOKCAYHOCTI.

3HaYeHHS YaCTOTH BU3HAYEHi 3 BUKOPUCTAHHSIM TaKUX YMOB: oyxke dacTo (> 1/10), vacto (>
1/100, < 1/10), meuacto (> 1/1000, < 1/100), pigko (> 1/10000, < 1/1000), gy=xe pigko (<
1/10000), gactoTa HeBimoMa (He MoxKe OyTH OlLliHEHA 3a HaSIBHUMU JaHUMHU).

[Hpekuii ma iHeasii: 4aCTO - ONePi3yIUnil IUllal; HeYacTo - OMOPTYHICTUYHI iH(peKIil, gKi
MOXKYTb OyTH JIeTAIbHUMH; PiTKO - CEIICHC (BKJIOYAIOYH JIeTallbHi HACMTiIKX); OyXKe PigKo -
HOKapAio3, riCToI1a3mMo3, KPUIITOKOKOBUY MIKO03, TellaTUT, CIPUYUHEHUU BipyCcOM IIPOCTOr0
repiecy, po3cissHe ypazxKeHHs BipyCOM IIPOCTOTO TepIecy, IIMTOMETranoBipycHi iHpeKIil
(BK/II0Yal4X ITHEBMOHI0), THEBMOHIsI, CIpUYMHEHA BipycoM pneumocystis jirovecii. YactoTta
HeBijoMa: THEBMOHIs, peaKTUBallif renatuty B, 3aroctpenHs rematuty C.

ILlobposkKicHi, 3105KicHI ma HecheuugiyHi HoBOyMBOpeHHs (BKAHUAOYU Kicmu ma noainu): He4acTo
- 3JI0SIKICHI HOBOYTBOPEHHS; OyXK€e PIOKO - CUHOPOM JIi3UCY NYXJIUHU.

3 boky cucmemMu Kpo8OmMBOPeHHA ma AimpamuyHoi cucmemu: OyKe 4acTo - JIeHKOIeHis,
TPOMOOLMTOIEHisT; YaCTO - aHEMisl, HAHIMTOIIEeHis, Mi€JTOCyTIpecis, arpaHyJIOIUTO3; PidKO -
Merasno0acTHa aHeMisl; oyxKe PigKo - anjlacCTU4Ha aHeMisi, e03UHOMiITis, HEUTPOIEHis,
nimdageromnaTis (4acTkKoBo 000poTHA) Ta iiMdomnpomridhepaTuBHi po3nagy (4acTKOBO 000POTHI).

3 60Ky iMyHHOI cucmemu: HEYaCTO - aJlepPriyHi peakilil, aHa(iTaKTUYHUN 0K, IPOTIACHUILS,
iMyHOCyIIpecis; nyzxKe pigKo - rimoraMarioOysiHemis.

IopyweHHs 0OMiHY pe4osuH i xapuyeaHHs: HEYACTO - YKPOBUY mialberT.



IIcuxiuHi po3sadu: HEYaCTO - Oelpecis; pigKo - KONMUBAaHHS HaCTPO0, MUHYIII PO3Nlafu
YyTIIUBOCTI.

3 60Ky Hepeosoi cucmemu: TyXKe 4acTo - TOJIOBHUM Oiflb, 3alITaMOPOYEHHS; YaCTO -BTOMa,
COHJIMBICTB, IAPeCTe3il; HevacTo - CymoMu, eHlledasonarisi/nerikoennedanomnaris (y pasi
ITapeHTEePaNbHOr0 3aCTOCYBaHH), reMinapes, CIIyTaHIiCTh CBIIOMOCTI; PiAKO - mapes,
po37amy MOBJIEHHS, BK/IIOYAl0OUM AM3apTpiio i adagzito, miemomnatis (micis mom0OanbHOTO
3aCTOCYBaHHS); TyKe PigKO - He3BMYalHe KpaHialbHe CEHCOPHE CIPUUHSATTS, MiaCTeHis,
Oinb y KiHIIIBKaX, TOPYIIEHHS CMaKy, TOCTPUYM aCeNTUYHUM MEHIHTIT 3 MEHIHTi3MOM; YacToTa
HEeBiloMa - HEMPOTOKCUYHICTh, apaXHOIIUT, IIapalljieris, CTyIop, aTakcis, JeMeHIli,
30inbIIIeHHS TUCKY CIIMHHOMO3KOBOI PiUHU MicJg iHTpaTeKaabHOT0 BBEOEHHS.

BHyTpiuTHROBEHHE BBEIEHHS METOTPEKCATY TAKOK MOXKE IIPU3BECTH IO TOCTPOro eHuedamirty i
roCTpoI eHlledanomnarii 3 T1eTaJTbHUM HaCITiZKOM.

3 60Ky op2aHie 30py: YACTO - KOH'IOHKTHUBIT; PigKO - MOPYIIEHHS 30pY (3aTyMaHEHHS 30Dy,
IIOMYTHIHHS 30DPYy), BaXKKa JU30IIis HEBiOMOI eTioNoril; fyX&e pigko - nepiopOiTanbHul HaOPSIK,
6nedaput, cnpo3oTeya i CBiTI00053Hb, MUHYIIA CIIIIIOTa, BTPaTa 30py.

3 6oky cepus: OyxKe PidKo - IepEKapOUT, €KCyIaTUBHUM TePUKAPOUT, TaMIIOHaa MTOPOXKHUHU
niepuKapa, epuKkapauT.

3 6oky cyOuHHOi cucmemu: HEYaCTO - BaCKYJIIT, ajJlepriuHuid BaCKyJIiT; PiAKo - apTepiajibHa
rimoTeHsiss, TpoMO0eMOOTiuHi SBUIIA (BK/II0Ya04Yu apTepianbHu TpoM003, TPOMOO3 CYyOuH
TOJIOBHOT'O MO3KY, TpoMb0gebiT, TpoM003 rmuboKuX BeH, TPoMOO03 BeH CiTKiBKH i JIeTeHEeBY
eM00J1i10).

3 60Ky pecnipamopHoi cucmemu, opeaHia 2pyoHoi KAimKu i cepe0oCMiHHA: Oy3Ke 4acTo - Kalllellb,
YacTo - JIeTeHEBi YCKIIaJHEHHS Ha OCHOBI IHTePCTULIaJIbHOTO0 ITHEBMOHITY, ajIbBEOJIITY, SIKi MOXKYThb
MaTH JieTalbHUM HaCifoK (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»); He4acCTo - JiereHeBui Gpibpos,
TJIEBPHUT, PiOKo - GapuHriT, 3yNIMHKA OUXAHHS, JIeTeHeBa eMOOJTis; Ayxe pifko - XpoHiuHe
inTepcTulianbHe 06CTPYKTUBHE 3aXBOPIOBaHHS JIeTeHb, aCTMOIMOAIOHI peakilii 3 KalljeM, 3aiUIIKO0
Ta MATOJIOTiYHUM PEe3yJIbTaTOM TECTY JieTeHeBoi (QyHKIIii, MHeBMOLMCTHA THEBMOHIS; YacToTa
HeBifoMa - 6inb y TPYOAX, TIMOKCIisl, leTeHeBa aibBeosigpHa KpoBoTeda (IOBigOMIISIETHCS TIPU
3aCTOCYBaHHI METOTPEKCATY 3a PEBMAaTUYHUMHU Ta M1OB’I3aHUMU ITOKa3aHHSIMU).

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy: MyKe 4acTo - CTOMATHT, Oifib Y JKUBOTI, aHOPEKCis, Hy0Ta,
6moBaHHS, miapes (0CO0IMBO IPOTATOM Nepiuux 24-48 roguH Iicis BBeJeHHS METOTPEKCaTy);
HeYyacCTo - IITYHKOBO-KUIIKOBI BUPa3Ky i KPOBOTEYi, TAHKPEATUT; PIIKO - EeHTEPUT, TIHTIBIT, MEJIeHa;
IyKe PiKo - KpuBaBe OJIIOBAHHS; YaCTOTa HeBioMa - HeiHQEeKI[INHUY TePUTOHIT, TOKCUYHUHN
MeTraKO0JI0H, Tepdoparisi TOBCTOI KUIIKH, TJIOCHT.

3 60Ky oc08408UBIOHUX WAAXIB: TyXKe YaCTO - 30ibIIeHHST aKTUBHOCTI MeuiHKoBUX GepmeHTiB (AJIT
(GPT), ACT (GOT)), nyxHoi ¢ocdarasu Ta 0imipybiHy; HEYACTO - T€IIAaTOTOKCUYHICTh, JKUPOBI
IIePETBOPEHHS MeYiHKY, XPOHiyHUN (i6po3 MeuiHKY i 1MpOo3 MediHKY, 3HMKEHHS CUPOBATKOBOTO
anb0yMiHy; PiIKO - TOCTPHM TelaTUT; OyXKe PiAKO - TOHOBJIEHHS XPOHIYHOT'0 TeaTUTy, TOCTPUH
HEKpO3 IIeYiHKHU, TOCTPE 3aXBOPIOBAHHS MEYiHKH, ITIEYiHKOBAa HETOCTATHICTE.

3 60Ky wKipu ma niOwKipHoi H#cupo.oi KaimkoguHu: OyXKe 4acCTo - aJIOMellis, 4aCcTo - eK3aHTeMa,
epuTeMa, cBepOixK, BUpasKu Ha INKipi; HEYaCTO - TSIKKi TOKCUYHI IPOSIBY: TePIETUYHUM IKIPHUN
BUCHUI, cuHAPOM CTiBeHca-[I:KOHCOHA, TOKCUYHUU emdigepMabHU HEKPOIIi3 (CUHIPOM



Jlaitenna), KpONUB'STHKA, ITOCKJIEHHS IIirMeHTallil MKipu, HOAyIb03, 60IiCHI epo3il rmcopiasy,
TIOPYIIIEHHS 3aTOEHHS PaH, Peakllil CBITIOYyTIMBOCTI; PidKO - aKHE, BUPA3KHM IIKipH, CHHIII,
epuTteMa, 0oJticHI epo3il mcopia3y, moCUIeHHs mirMeHTallil Hirtie, oHixonisuc, 30inbIIeHHS
pPeBMaTUYHUX BY3JIiB; AyXKe PigKo - QypyHKYIb03, TeNleaHTieKTa3isl, rocTpa mapaHixis; 4acToTa
HeBifloMa - IIKipHi peakiiii, 1[0 CYyIPOBOAXKYIOThCS e03nHOGimi€l0 Ta cucTeMHuMu tposiBamu (DRESS),
IepMaTuT.

3 60Ky ckesiemHo-M’ 30801 cucmeMu i CnoAy4YHOi MKAHUHU: HEYACTO - apTparisg/mianrig,
OCTeOIIOpO03; PiIKO - IIepeJioM Y 3B'I3KY 3 HAallPyXKeHHSIM; YaCcTOTa HeBijoMa - 0CTEOHEKPO3
mesneny (BTOPUHHUY 0o niMdorpornipepaTUBHUX PO3/1afiB), M I30Bi ClIa3Mu.

3 60Ky HUPOK ma ceyosuBiOHUX WAAXI8: MyXkKe YacTo - 3HUKEHHS KIipeHCYy KpeaTUHiHY; HEYacTo -
Ts2KKa HedpomnaTisg, HIPKOBa HELOCTATHICTh, IIUCTUT 3 BUPA3KO0I0, IOPYIIEHHS CEYOBUITyCKaHHS,
OU3ypis, omirypisi, aHypis; pifko - rinepypukemis, migBUIeHHS KOHIIEHTPAllii CEHOBUHMU i KpeaTUHIHY
B CHpOBATIIi KPOBi, a30TeMisl; JyXKe piKo - reMaTypis, IpoTeinypid.

BazimHicmb, nicaano10208ull nepio0 ma nepuHamaavHi CMAaHu: HeYacTo - BPOMXKEeHi Baoy IJ10/1a;
pinko - abopT; myXKe PigKo - NeTanbHUM HACTiAOK AJIS IJI0Ja.

3 60Ky penpodykmugHoi cucmemu ma MO/A04YHUX 3d/103: HEUaCTO - BariHa/bHi BUPA3Kyu Ta
3anajeHHs; PIOKO - MUHYIIA OJIroCIepMis; AyKe PiAKo - IOPYIIEeHHSA 0BOreHe3y/ CliepMaToreHesy,
iMmmoTen1iss, 6e3migns, BTpaTa nmi0imo, BUMiITEHHS 3 MiXBH, IOPYIIEHHS MEHCTPYaIbHOTO IUKITY,
pO3Nafu UMKy, TIHEKOMACTisl; 4aCcToTa HeBiloMa - epeKTUIbHA OUCHYHKILIS.

3azanbHi nopyweHHA ma 3MiHU 8 Micui 88e0eHHA: OyXKe 4aCTO - BUCHAXKEHHS, He30yKaHH;
HEeYacCTo - IIPeKCid, IpU BHYTPIIIHbOM 130BOMY BBEEHHI METOTPEKCATy MOXKJIMBI MiCLIEeBI
nobiuHi peaknii (BiguyTTs neuinHsa) abo ymkomxkeHHs (popMyBaHHS CTEPHUIBHOTO abclecy,
pyUHYBaHHS XKUPOBOi TKAHWHU) V MiClli BBe[IeHHS; IyXkKe Pifko - 03HOO.

ITobiuHi peakuii npu iHmpameKkaabHOMY 3dCMOCYBAHHI Memompekcamy

TokcuuHicTh ans LTHC, MoXKrBa miciis iIHTpaTeKaJIbHOTO 3aCTOCYBaHHS METOTPEKCATy, MOXKe
IIPOSBIISATUCS M10-Pi3HOMY:

- rocTpuy XiMiYHUHE apaXHOIOUT (3amaneHHs MaByTUHHOI 000JI0HKH), SIKUH IIPOSIBIISIETLCS Yepes
TOJIOBHUY 0iNTb, TOPCAITiI0, PUTIMHICTh MOTUIMYHUX M’S3iB i TPOIACHUIIIO;

- MigrocTpa Mienomnaris, 10 XapaKTePU3YEThCS, HAPUKIIal, Ilapallape3oM/Iapar’erieio (3a
y4acTIo OTHOTO ab0 [eKiTbKOX KOPiHIIiB CITMHHOTO HEPBA);

- XpOHiYHa JIeMKOoeHIedasnonaris, gKa MIPOSBIIETbCS Yepe3 CITyTaHiCTh CBiOMOCTI, APaTiBNUBICTh,
COHJIUBICTB, aTakCilo, JeMeHIi, cynoMu i Kkomy. Lle otpyerHsa LIHC moxe nporpecyBaTu fgaiii i
IIPHU3BECTH [0 JIETAJIbHOT'O HACIIIKY.

IcHYIOTh NiATBEPIXKEHHS TOTO, 110 CYIIyTHE YepEIHe ONPOMIHEeHHS Ta iHTpaTeKaJlbHe 3aCTOCYBaHHSA
MeToTpeKcaTy 30i/bliIye 4acToTy nerkoeHedaomnarii. [Ticis iHTpaTeKalbHOTO BBeIeHHS
MEeTOTPEKCAaTy CJIi[l peTeNIbHO NePEeBipsATY MallieHTa 040 MOXKJIUBUX 03HAK HEMPOTOKCUYHOCTI
(mogpa3HeHHsT MO3KOBUX 000JIOHOK, MUHYIINY ab0 IOCTiMHUY ITaparid, eHiledanomnaris).

[uTpaTeKanbHe i BHYTPINTHEOBEHHE BBEIEHHS METOTPEKCATY TaKOXK MOXKE IIPU3BECTH [0
rOCTPOro eHnedarity i rocTpol eHlledanonaTil 3 JeTaIbHUM HaCTigKOM.



Bynu moBifoMIIeHHS PO MallieHTiB 3 IEPUBEHTPUKYIspHO0 TiMbomoro ITHC, y skux BUHUKaIa
MO3KOBa IrpuKa Iic/isg iHTpaTeKaabHOT0 3aCTOCYBAHHS METOTPEKCATY.

ITobiuHi peakuii npu BHyMpPIiWHLOM 13080MY 3dCMOCYBAHHI Memompexcamy

[Tpu BHYTPILIHEOM I30BOMY 3aCTOCYyBaHHI METOTPeKCaTy MOKJINBI MiclieBi mobiuHi peakuil (BiguyTTs
nedinHs) abo ymKogxkeHHS (PopMyBaHHS CTEePUIbHOTO abcliecy, pyiHyBaHHS KUPOBOI TKAHUHU) Y
MiCLli BBE[I€HHS.

Tepmin npudamHocmi. 2 POKH.

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

30epiraTy y HegOCTYIHOMY [JIst MiTeH MicCIIi.

HecymicHicme.

OCKinIbKY [OCTiIXKEHHST CyMICHOCTI He TPOBOIUIIY, 11 JIiKapChbKuM 3acib He MOXKHa 3MIlTyBaTH 3
iHIIIIMYU JTiKapCbKUMM 3aCo0aMH.

VYnaxoBka.

ITo 0,75 mn (7,5 mr), mo 1 mn (10 mr), mo 1,5 mi (15 mr), mo 2 mn (20 mr) y nonepensHso
3anoBHeHoMY mmpuiii. [To 1 abo mo 5 nmonepenHbO 3alIOBHEHUX IITIPUIIIB Y KAPTOHHIN
KOpoO11i pa3oM 3i CTePUIbHOIO iH EKITINHOIO T'OJIKOIO Ta CEPBETKAMH.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHUK.

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

OAPEBA VYHTepax I'm6X



Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MiCIsi IPOBaIKeHHs MOro JisIbHOCTI.

Monp3zeewmtpacce 11, 4866 YaTepax am ATTep3ee, ABCTpis

IHCTPYKIIIA
VIS MEIMYHOTO 3aCTOCYBaHHs JTiKapChKOro 3aco0y
METOTPEKCAT «EBEBE»

(METHOTREXAT «EBEWE»)

Cknao:
ditoua pevosuHa: methotrexate;

1 M1 po3urHy MicTUTh 10 MI' MeTOTpeKcaTy;



00ONnoMidicHI peyo8uUHU: HATPIlO XJIOPUI, HATPilo TigpoKCHUf, Boda Ajs iH eKIIi.

JlikapcbKa ¢popma. Po3uuH [ns iH €KIIi.

OCHOBHI (pi3uKo-XiMiyHI 8/1acMUBOCMI: IPO30PUN KOBTUU PO3YHUH.

dapMakoTepanmeBTHYHA I'pymna.
AHTHHeoOITaCTUYHI 3aco0u. AHTUMeTaboiTH. CTPYKTYPHI aHamoru QoJjIieBoOl KUCIIOTH.

Kom ATX LO1B AO1.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

MeToTpeKkcaT € aHTaroHiCcToM (oJieBOi KMCIOTH Ta HaJeXKUTh 0O IIUTOTOKCUYHUX 3ac00iB Ki1acy
antumeTtabomiTiB. BiH mie mim yac S-pa3u KMITHHHOTO UKITY i KOHKYPEHTHO iHTi6ye pepMeHT
murigpodonaTtpenyKkTa3dy, 3anobiraloyy TaKUM YMHOM BiTHOBJIEHHIO OUrifipodonaTy oo
TeTparigpodonary, mo € HeobxiguuM s cunTe3y JHK Ta pemnmikartiil KimiThH. AKTUBHO
nportidepyodi TKaHWHHU, TaKi 5K 37109KICHI yTBOPEHHS, KICTKOBUM MO30K, (peTanbHi KITITHHY, CIU30Ba
000JI0HKA POTOBOI IOPOXKHUHMY 1 KUIIEYHUKY, KIITUHU CEYOBOTO MiXypa, 3a3BU4ai OifbIl YyTIUBi 1O
MeToTpeKcaTy. OCKibKY IIBUOKICTD MpoJTidepaliil 3M0IKICHAX TKaHUH IIBUAIIA 38 HOPMY,
MEeTOTpeKCcaT MOXKe IOPYIIyBaTH 1X PO3BUTOK, He 3aBAal04y He00OPOTHOI ITKOX 300POBUM
TKAQHVHAM.

MexaHi3M [il MeTOTpeKCcaTy IPU PEBMATOIGHOMY apTPUTI OCTaTOYHO He BCTAHOBJIEHUM, MOXKIIMBO, BiH
BIIJIUBA€E Ha iMyHHi QYHKIIil.

[Tpu ncopia3i mBUAKICTE pemIiKallil emiTeniaabHUX KIITHH Y Kipi HabaraTo Builla 3a HOpMY. Lis
pi3HUIA ¥ MIBUAKOCTI IpoJidepallil € mifcTaBoIo AT 3aCTOCYBaHHS METOTPEKCATY OISl KOHTPOJIIO
IICOPIaTUYHOTO MPOLIECY.

dapmakoKiHemuxka.

[Tpubnusno 50 % MeToTpeKcaTy 3B’sI3y€eThCs 3 Oinkamu miaa3Mu Kposi. ITicnst po3nopineHHs
MEeTOTPEeKCaT HaKONMUYYEThCs IIepPeBakHO y IediHIli, HUPKaX Ta CeJle3iHIll y BUTJIAMAL IOJIIrIyTaMaTiB,
SKI MOXKYTh YTPUMYBATUCS IIPOTATOM THKHIB Ta MicaliB. [Ipy 3acTOCyBaHHI y HU3BKUX [03aX B
11epeOpocHiHanbHy PigUHYy IPOHUKAE MiHiMasbHa KiNTbKiCTh MeToTpeKcaty. TepMiHanbHuM nepion
HalliBBUBEJeHHS METOTPEKCATy Bapiloe y IMUPOKUX Mexkax (3-17 roguH) i B cepeqHbOMY CTaHOBUTD
6-7 ropuH. Y mauieHTiB i3 TPEThOI0 KaMepOI0 PO3MOMiNy (IIJieBpaJbHUM BUIIOTOM, aCLIUTOM) IIEPIOf
HalliBBUBEJIEHHS METOTPeKcaTy Moxke OyTy fo 4 pa3iB OinbLUInM.

[Tpu6nusno 10 % mpuiHSATOI 103U MeTabomi3yeTbes y nediniri. ['omoBHUM MeTaboTiTOM
METOTpeKCaTy € 7-TiIpOKCUMETOTpeKCaT.

MeTOoTpeKcaT eKCKPETYETLCS IIEPEeBaKHO Y He3MiHEHOMY BUTJISIAI HUPKaMU (IIJITXoM QinbTpariii y
KJIy00YKax i aKkTUBHOI CeKpellil y TPOKCHMaIbHIX KaHalbIISgX).



[Tpu6nusuo 5-20 % MeToTpekcaty i 1-5 % 7-rigpoKcuMeTOTpeKcaTy BUBOOATHCS 3 XKOBUI0. HasBHA
BUpaXKeHa eHTeporenaTUyHa pelupKyJsIdalis MeToOTpeKcary.

Y mairieHTiB i3 mopyuieHHIMY QYHKIII HUPOK BUBENEHHS METOTPEKCATY BimOyBa€ThCSI 3HAYHO
noBinbHime. HeBinoMo, ¥ BIIMBAIOTE NOPYIIEHHS QYHKIIII IeYiHKY Ha BUBENEHHS METOTPEKCATY.

Kniniuni xapaKTepuCTHKH.
Iloka3zaHHA.

Jlikapcekuii 3acib MetotpekcaT «EOeBe», po3unH [ans il €Kil 10 Mr/MJT 3aCTOCOBYETHCS IS
JIIKyBaHHS IOPOCIINX, Ta OiTeX BIKOM Bif 3 POKiB.

Jlikapcekuii 3acib MetoTpekcaT «EOGeBe» y HU3bKUX (pa3oBa fo3a < 100 Mr/M° moBepxHi Tina [TIIIT])
Ta CepeNHbO-BUCOKHX f03ax (pa3osa go3a 100-1000 mr/m” [TII1T]) npu3HadeHui AJis JIiIKyBaHHSA
TaKUX OHKOJIOTiYHUX 3aXBOPIOBaHb:

3/105KicHi mpogob.aacmuyHi nyxauHu (0obposikicHa 2ecmauitina mpogobaacmuyHa xeopoba,
XOpioKapuuHoma):

- sIK MOHOXIMIOTeparlis Ajis XIHOK I'PYyIY HU3bKOI'0 PU3UKY;
- B KoMOiHallii 3 iHIMMY IUTOCTaTUYHUME 3aco06aMu [JIs XKiHOK I'PYIIU BUCOKOT'O PU3UKY;
pPaxK MO/04HOI 3a.103U:

- B KOMOiHallii 3 iHIMXMY IUTOCTaTUYHUMHU 3aco00aMu [IJIs aji FOBAHTHOI Teparil micis pe3exirii
nyxJIMHU a00 MacTeKTOMil Ta [Jis MaliaTUBHOTO JIiIKyBaHHS Ha IMi3HiM cTapii;

pak 20108u ma wui:
- 7 TTaiaTUBHOI MOHOTeparii Ha cTaflii MeTacTa3yBaHHS a0 y pasi peluiuBy;
HexX00XCKiHCbKa aim¢poma:

- OJIs JTIKyBaHHS HEXOMXKKiHCBKOI TiMGbOMU MTPOMizKHOTO ab0 BUCOKOTO CTYIIEHS 3J7I05IKiCHOCTI B
KOMOiHaIlil 3 iHIMUMHY IIUTOCTAaTUYHUMHU 3aC00aMU;

e2ocmputl aimgpobaacmHull 1etKo3:

- B PaMKaX KOMIIJIEKCHUX ITPOTOKOJIIB Teparil B KoMOiHaIlil 3 iHIUMY IUTOCTaTUYHUMU
3acobamu, IS MiATPUMYI04Oi Teparii B epiofl CTAHOBJIEHHS peMicii i ansg npodinakTuku Ta Teparmii
KapLUXHOMATO3HOI'0 MEHIHTITY.

Jlikapcekuit 3aci6 MeTtoTpekcat «EGeBe» y BECOKMX [03ax (pa3oBa go3a >1000 mr/m’ III1T)
pHU3HAYEeHUU 719 JIiIKyBaHHS TaKUX OHKOJIOTiYHMX 3aXBOPIOBAHL:

*  HeXOOXKiHCBHKa JiM¢poMa, dKa TepeBaxHO JIOKaIi3y€eThCS B OiNSAHIIL IIeHTPaabHOI HEPBOBOL
CHCTeMH, [0 IPOMEHEeBO! Tepatil;

e rocTpuii mimboOnacTHUN TeHKO03;



*  mpodinakTHKa Ta Teparmis KapIMHOMATO3HOI'0 MEHIHTITY.

Takox MeTtoTpekcat «EGeBe», po3uuH O iH’ekiii 10 Mr/mMi1 moka3aHuM IPU HACTYITHUX
3aXBOPIOBaAHHSAX:

. JlikyBaHHSI peBMAaTOIAHOTO apTPUTY.

. JlikyBaHHS 1copia3y, 0co6IMBO IOUIMPEHOT0 TICOpiasy, MOMIMPEHOT0 IYCTYIL03HOT0 IICopiasy,
IICOPiaTUYHOTO apTPUTy abo ICcopiaTHYHUX ypaxKeHb HIrTiB.

IIpomunoka3aHHs.
lnepuyTnuBicTh 0 MeTOTPeKcaTy abo o iHIIKWX KOMIIOHEHTIB IIpernapary.
TsxkKi, rocTpi abo xpoHiuHi iHdekii (Hanmpukam, Ty6epkynbpo3 ado BIII).
CroMaTHuT, BUpa3KU CIM30BO1 000JIOHKK POTOBOI IOPOXHUHY @00 TPaBHOTO TPAKTY.

3axBOPIOBAHHS MTEYiHKM BHACIILOK XPOHIYHOT0 3JI0BKUBAHHS ajIkorojeM abo iHIi XpoHiuHi
3aXBOPIOBAHHSA IMeYiHKYU (IUB. po3[in «Crmoci0d 3aCTOCYyBaHHS Ta HO3U»).

[TeyiHKOBa HeOCTATHICTH (OuB. po3xin «Crmocib 3acToCyBaHHS Ta HO3U»).

[MTopymenHs: QyHKIII HUPOK (KiTipeHC KpeaTuHiny < 50 Mi/xB, nuB. po3ain «Cnocib 3acTocyBaHHS
Ta OO31»).

HasiBHi mopy1ieHHs 3 60Ky CHCTeMU KPOBOTBOPEHHS (30KpeMa Timoria3is KiCTKOBOTO MO3KY,
JIeMKOIeHist, TpoMOOLIUTOIEHisT ab0 BUpaXkeHa aHEMis).

ImyHOZEdIIUT.
3710BXUBAHHS alIKOTOJIEM.
[TopymeHHs 3 60Ky CUCTEMM KPOBi B aHaMHe31.

[Tepion BariTHOCTI, SKIIIO HEMAE KUTTEBO BaXKJIMBOTO [TOKA3aHHS, ab0 TOMyBaHHS TPYAOIO (OUB.
po3[in «3acToCyBaHHS y Iepiof BariTHOCTI abo TOmyBaHHS TPYALIO»).

BaknuHallig XXKMBUMHU BaKI[MHAMU Yy I1€Piof JTiKyBaHHS METOTPEKCATOM.

Oco061uei 3axo0u 6e3nexu.

[Tpu MaHiNynALisgx i3 mpemnapaToM He0OXiIHO HOTPUMYBATHCS MIPaBUII IIOBOAXKEHHS 3
IIUTOTOKCUYHUMU pedoBuHaMu. HeoOXimHO BXKMBATU 3aXO0[iB (KOPUCTYBATUCS 3aXUCHUMU
PYKaBHYKaMH Ta OKYJISIpaMu) IJIs 3amo0iraHHs momagaHHI0 PO3YMHIB METOTPEKCATy Ha IIKipy i
cnr30Bi 000710HKY. SKIIO mpemaparT yce XK Taky IOTpanuB Ha LIKipy abo cu30Bi 000JI0HKH, YpaxKeHy
OiISHKY CJIi HErauHO IPOMUTHU BEIMKOIO KiJIbKICTIO BOOU. [J1s1 yCYHEHHSI TUMYacOBOT0 BiI4yTTs
IIeYiHHSA MOXHa KOPUCTYBATUCH [IOM AKIIyBaJIbHUM KpeMOM [Jis pyK. [Ipu HasgBHOCTI 3arpo3u
abcopOi1il BeMKOl KiTbKOCTi METOTpeKcaTy, He3alexKHo Bif misaxy abcopbiii, HeoOxifHe MiKyBaHHS
i3 3aCTOCYBaHHAM JIEMKOBOPUHY. BariTHUM MeIWYHUM IIpalliBHUKaM He MOXKHa IpalfloBaTH 3



TIPerapaToM.

3aIMIIKY IIpenapary i BCi iIHCTpyMeHTH Ta MaTepialy, siKi BAKOPHUCTOBYBaIUCS AJIS1 IPUTOTYBaHHS
po3uuHy Ais iHGYy3ik i BBeIeHHS MpenapaTry, HeoO0XigHO 3HUITYBATH 3TiIHO 3 3aTBEPAKEHOI0
IIPOLIeyPOI0 YTUITi3allil BifX0AiB IUTOTOKCUYHUX PEUYOBUH.

Y pasi amM0ynmaTOpHOTO 3aCTOCYBaHHS He CIIiJ] BUIIMBATH 3aJIMIIKY IIPellapaTy B KaHali3allio abo
BHUKHMOATH iX 3 iHIIMMHU BiTXOOaMH.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

3acTOCyBaHHS OKUCY a3omy («38ecenfay020 2a3y») MOXKe IMOCUIIOBAaTH BIIMB METOTPEKCATY Ha
MeTaboTiyHe mepeTBOpeHHs (HOTieBOi KUCIOTH, HACIIAKOM 4YOTO0 € TSKKe Ta HEIIPOTHO30BaHe
IPUTHIYEHHS QYHKIIiN KiCTKOBOT'O MO3KY, CTOMaTHUT Ta HEMPOTOKCUYHICTh IIPH iHTPaTEKAIbHOMY
BBefleHHi. [ 3HMKEeHHS iIHTEeHCUBHOCTI TaKUX SBUIL HeoOXigHe BBefieHHs (OJIiHaTy Kasbllilo;
OJIHOYaCHOT'0 3aCTOCYBaHHS METOTPEKCaTy CIIifl YHUKAaTH.

L-acnapaziHa3a Ma€ aHTarOHICTUYHUY BIIJIUB Ha METOTPEKCAT IIPHU IX CYIyTHHOMY BBEIEHHI.

Xeopobomooupikyroui anmupesmamuyHi npenapamu (XMAPIT) ma HecmepoiOHi npomu3andabHi
3acobu (HII33) He cmifi 3aCTOCOBYBATH [0 Ta IIifl YacC JAiKyBaHHS METOTPEKCATOM Y BUCOKUX [I03aX.
Cynytae 3actocyBaHHs neBHUX HII33 Ta MeToTpekcaTy y BUCOKUX 403aX MPU3BOAUIIO OO HiABUIIEHUX
Ta CTIMKUX PiBHIB METOTpPEKCaTy B CHPOBATIIi KPOBi, 1110 iHOAI MPU3BOAUIIO OO JIeTaIbHUX HACIIOKIB y
pe3ynbTaTi TSIXKKOI reMaToJIOTiYHO]I (MPUTrHiYeHHS KiCTKOBOTO MO3KY Ta allylaCTU4YHa aHeMis) Ta
IITYHKOBO-KUIITIKOBOI TOKCUYHOCTI.

3a peldynbTaTaMu gocaigxkess, HI133, y T.4. canmiuunoBa KUCI0Ta, AEMOHCTPYIOTh 3HUKEHHSI
KaHaJIblIeBOI CeKpellil MeTOTPEeKCAaTy Ta MOXKJIMBe 30iTbIlIeHHS TOKCUYHOCTI BHACIIIOK MigBUIIIEHHS
piBHA MeToTpeKcaTy. Takum yunoM, HII33 Ta MeTOoTpeKcaT B HU3LKUX [03aX CJIifi 3aCTOCOBYBaTHU 3
obepexHicTio. [Ipy HasBHOCTI TakuX (GaKTOPiB PU3UKY, SIK MOPYIIEeHHS (YHKIII HUPOK (HaBiTh y
BUNAJKax T'PaHUYHUX 3HaUeHb), CyyTHE 3acTocyBaHHA HII33 He peKOMeHAyeThCS.

[TigBUIleHy TOKCUYHICTh METOTPEKCATY HE BUBUYAJIU, IIPYA OJHOYACHOMY 3acToCyBaHHI 3 XMAPII
(HamIpuKJaf COJIIMU 30JI0Ta, IEHINUIaMiHOM, TiIPOKCUXIJIOPOXiHOM, Cy/ib(acana3suHoM,
a3aTiOMPHUHOM, LIMKIIOCIIOPMHOM), TOMY HeE CJIiJl BUKJIIOUaTH BUHUKHEHHS TOKCUYHUX e(EKTiB.

IHeibimopu npomoHHoi nomnu. IIpu ofHOYACHOMY 3aCTOCYBaHHI MeTOTpeKcaTy Ta iHri6iTopis
IIPOTOHHOI MOMIIY (HaPHUKIIa, OMENPAa301y, TaHTOIMPa30iy abo TaHCOMPa30I1y) MOXKJIMBE 3HUKEHHS
a00 3aTpUMKa HUPKOBOT'O KJIipEHCY METOTPEKCATY i BiiMIOBIAHO 70 HEIIPSIMOTO MiIBUILIEHHS
KOHIIEHTpallil Tpenaparty y mia3Mi. Criig 3a MOXKIMBOCTI YHUKATH OMHOYACHOTO 3aCTOCYBaHHS
iHri6iTOpiB MPOTOHHOI TOMIIK 3 METOTPEKCATOM y BUCOKUX fio3ax. Lli mpemapatu ciig 3 00epexkHiCcTIo
3aCTOCOBYBaTHU Ial[ileHTaM 3 HUPKOBOX HENOCTaTHICTIO.

Pu3WK remaToTOKCUYHOI il METOTPEKCATY 3POCTaE y pasi peryasapHOro BXKUBaHHS d/1K020.110 abo
CYIYTHBOTO IIPUUMaHHS 1HIINX 2eNamomoKCU4YHUX npenapamie, HapuKiaf a3aTioOlpuHy,
nmedIyHOMIiy, PETUHOIIIB Ta Ccynbdacana3uHy. 3a CTAaHOM IAlli€HTiB, SKi MTPUUMAIOTh iHIIi
renaTOTOKCHYHI ITpenapaTH, CIIif peTelbHO crocTepiratu. I1ig 4ac miKyBaHHA METOTPEKCaTOM
BXKMBaAHHS aJIKOTOJII0 CJIifi YHUKATH.

Yepes BUTICHEHHSI METOTPEKCATy 3i 3B’s13KiB 3 aibOyMiHOM CHPOBATKM KPOBi Taki JlikapchKi 3acoby,
SIK NOXiOHI amidonipuHy, napaamiHobeH30liHa Kucsioma, bapbimypamu, dokcopybiyuH,



npomua3sanaioHi 3acobu 015 nepopaabHO20 3dCMOCYB8AHH A, (peHinbymasoH, peHimoiH, npobeHeyuo,
caaiyusaamu, cyabvphoHamiou, mempayukaiHu, mpaHKeiaidamopu, cyAb(poHIiACeU0BUHU, NEHIUUAIHU,
NPUCMUHAMIUUH MA XA0pamMpeHikos, MOXKYTh MiABUITYBAaTH Oi0HOCTYIHICTE METOTPEKCATY
(omocepenkoBaHe 30i/bLIEHHS 0031), BHACIIIOK YOT0 MigBUIIYETHCSI TOKCUYHICTH METOTPEKCATY.
Tomy peTenbHUN KOHTPOJIb 3a NalliEHTaM{ TaK0XK HeoOXimHUM P CYNyTHbOMY 3aCTOCYBaHHI LIUX
3ac00iB 3 METOTPEKCATOM.

Taxi ;mikapchKi 3acobu, siK napaamiHobeH3oliHa Kucaoma, HI133, npoberHeuud, casiyusamu,
cyabpoHamiou Ta iHII ca1abKi Op2aHiyHi KUCA0Mu, MOXKYTh CIIPUYMHIOBATH 3HUKEHHS KaHaJIbLIeBO1
Cekpelrii i3 moasbIIUM MigBUILEHHSIM TOKCUYHOCTI METOTPEKCATY, 0COOIMBO Y HU3BKUX I03aX. ToMy
peTenbHUN KOHTPOJIh 3a NalliEHTaMK TaK0XK HeoOXimHUM IPHU CYyMyTHbOMY 3aCTOCYBaHHI IUX 3ac006iB 3
METOTPEKCaTOM.

ITeHiyuaiHu ma cyabhoHaMiou y TOOOUHOKUX BUIaIKaX MOXKYTh 3HUKYBaTH HUPKOBUU KITipeHC
METOTpeKCaTy, BHACIIIOK YOr0 MOXKe MMiABUIIYBAaTACh MOr'0 KOHI[EHTpALlid y CUPOBaTLi KPOBi Ta
IIOCHUJIIOBAaTUCh TOKCUYHA [Iisl Ha CUCTEeMY KPOBOTBOPEHHS i LITYHKOBO-KUIIIKOBUM TPAKT.

IunpogpaokcayuH TaKOXK 3HUXKYE KaHaIbIEBY CEKPeLlil0 y HUPKaX, TOMY 3aCTOCOBYBaTH
MeTOTpPeKcaT 3 IIUM aHTHOIOTHKOM IOTPIOHO ITifl peTeTbHUM HATJISIIOM.

ITepopaavHi ahmubiomuku. AHTUOGIOTUKY IJ1s1 IePOPaIbHOT0 3aCTOCYBaHHS (30KpeMa TeTPaluKIIiHHY,
xjiopaM¢eHikon Ta aHTUOIOTUKY IKUPOKOT0 CIIEeKTPa Aii, 110 He abcopOyI0ThCS) MOKYTh BIIJIUBAaTH Ha
eHTeporenaTAYHYy IUPKYJIALiI0 BHACTIIOK iHTi0OyBaHHSA MiKpoGhI0py KUIIeYHUKY ab0 IPUTHIiYeHHS
6akTepianbHOTO MeTaboIi3My.

ITpenapamu, aki 0itomb HecnpuAmMAUBO HaA Kicmkosull mMo30k. IIpu CynmyTHil Teparil npenapaTaMu,
SIKi MOXKYTb COPUYMHSATH MOOIYHI eeKTH Ha KiCTKOBUIT MO30K (HAIpPUKIIaM, MOXigHI aMiHOMipUANHY,
xjiopaMdeHikon, (peHiTolH, mipuMeTaMiH, CynbhaHiTaMigy, TPEMETOIPUM/CyIbpaMeTaKC0307I,
IIUTOCTATHUKH), CITiJl BpAaXOBYBATH MOKJIMBICTh PO3BUTKY Oi/IbIll BUPaXKeHUX IeMaTOIOTIUHIX
IIOpYIIeHb (y MOOOUHOKUX BUIAAKaX - FOCTPOL aHIUTOIEHil).

ITpenapamu, siki cnpuduHAaoms Oegiuum ¢osamia. [1pu cynyTHIU Tepalil IpenapaTaMu, SKi
CIIPUYMHSIOTH AedinuT QosnaTiB (Hanpukiag, cyibhoHaMifaMu,
TPUMETOIIPHMOM/CyIb(paMeTOKCa3010M), TOKCHYHA [isl METOTPeKCaTy MOXKe TIOCUTIOBATHUCS.
Ocob6nuBa 00epeXHICTh TAaKOXK He0OXigHa MY JIiKyBaHHI NallieHTiB 3 HagBHUM fgedinuTtoM domiesol
KICJIOTH B OpraHi3Mi. | HaBak#, CyImyTHIN IPUIOM (POJIiEBOI KUCIIOTH, & TaKOXK BiTaMiHHUX
Ipemnaparis, o MicTATh GoJieBy KUCI0Ty abo ii moxigHi, MoXe 3HUXKYBaTH e(eKTUBHICTH Teparii
METOTPEKCaTOM.

Xoua npu KoMOiHOBaHOMY 3aCTOCYBaHHi 3 Cy/1b(hacana3uHoM Oisi METOTPEeKCaTy MOXKe
IIOTEHIIiI0BATHUCS BHACIIINOK MPUTHIYEHHSI CUHTE3Y (OJIiEBOI KUCIIOTH CyJibdacana3uHoM (y
pe3yibTaTi 40T0 MOXKe 3pOCTaTU YacToTa MobiyHuX e(eKTiB), OOHAK i Yac JeKiTbKOoX KITiHIYHUX
OOCIiIXKeHb TaKi e(peKTH CIIOCTEPiraaucs Nullle Y MOOJAUHOKUX BUITaAKaX.

MeToTpeKkcaT MOXKe 3HUXKYBaTH KiIipeHC meogiaiHy. OTXKe, CNif epeBipsATH PiBHI Teodininy mifg yac
CYIyTHBOTO 3aCTOCYBaHHSI METOTPEKCATY.

Hanoi, sxi micmamb kopein i meoginin. Ilig 9ac niKyBaHHS METOTPEKCATOM HEOOXifHO YHUKATH
HaMipHOTO BXKMBAHHS HAIIOIB, SIKi MiCTSTh KOdelH (KaBU, COIONKUX HAIOIB, 5SIKi MICTATh KOdelH,
YOPHOTO Yalo) Ta TeodiniH, OCKinbKY e(PeKTUBHICTh METOTPEKCATY MOXKe 3HUKYBATUCS BHACIIIOK
B3a€EMO[Iil MizK METOTPEKCAaTOM Ta METUIKCAHTUHAMH B afIeHO3MHOBUX PEIeNnTopax.

OpHOYacCHe 3aCTOCYBaHHS METOTPEKCATy Ta e 1yHOMiOy MoxKe 30ibIIUTH PU3UK MTAHIIUTOIEHII.



CymyTHE 3aCTOCYBaHHSI METOTPEKCATY Ta MEepKanmonypuHy MoXe IIPU3BECTH [0 MigBUIIEHHS PiBHIB
MEPKANTONyPUHY B My1a3Mi KpoBi. OTKe, Take CYIyTHE 3aCTOCYBAHHS MOXKe OoTpeOyBaTu KOPEeKIIil
I03yBaHHS.

[ToBimomIsiNIOCS IPO CYTIPECiio KICTKOBOTO MO3KY Ta 3HUXKEHI KOHIIeHTpallil (0/1aTiB IPU CyIyTHEOMY
3aCTOCYBaHHI mpuammepeHy Ta METOTPEKCaTy.

[Ipu mpoBemeHHI npomeHesol mepanii y epiof OTPUMaHHS MalliEHTOM MEeTOTPEeKCaTy MOXKIINBe
30inbINIeHHS PU3UKY HEKPO3Yy M'SIKMX TKaHWH Ta KicToK. KoyecTupaMiH MoxKe IIOCHTIOBATH
II03aHUPKOBE BUBEJEHHS METOTPEKCATy 3a PaXyHOK BTPy4YaHHS Yy IIPOLleC eHTepOrenaTuaHol
U PKY AL

[Tpu ogHOYACHOMY BBEIEHHI KOHUeHmpamy epumpotl,umie moTpiOHUM crelianbHUM HATTIA 3a
IAIiEHTOM. Y IAIli€HTIB, IKUM IIPOBOJUTHCS II€peIuBaHHS KPOBI Iicisd iHQy3id MeToTpekcarty
IPOTSATroM 24 TOOWH, MOXKe Bif3HaYaTUCA IMigBUIeHAa TOKCUYHICTh 4epe3 TpuBaJli BUCOKI
KOHIIEHTpaAllil METOTPEKCATy Y CUPOBATIIi KPOBI.

Y noomMHOKUX BUMIaAKaX KOpmMukocmepoiou 3yMOBIIIOBaJI AUCEMIHOBaHUM ONEPi3y0Ynil IUIIan y
NaLiEHTIB 3 0Nepi3yyuM nuiraeM abo MOCTTepIeTHYHY HEBPAJITiio IPXU 0OJHOYACHOMY 3aCTOCYBaHHI
MeTOTpEKCaTy.

Bucoki 0o3u Kaavuito poaiHamy MOXKYTh HETaTUBHO BIIJIUBAaTU Ha e(eKTHUBHICTL iIHTPaTeKaIbHO
BBEIEHOT0 METOTPEKCaTy.

3acobu 015 aHecme3sii Ha OCHOBI OKUCY a30my MOXKYTh IIOCUIIOBATHU BIUIMB METOTPEKCATY Ha
MeTaboiyHe mepeTBOpPeHHs (HOTieBOi KUCTIOTH, HACTIIIKOM YOT0 € HEIIPOTHO30BaHe MPUTHIUeHHS
(GYHKIIIM KICTKOBOTO MO3KY BHCOKOT'O CTYTIEHS TSI2KKOCTi Ta CTOMATHT. [[J151 3HUKEHHS iIHTEHCUBHOCTI
TaKWX SBUI] HeoOximHe BBeJeHHS (oiHaTy KalbIlio.

ITipumemamiH abo KO-mpuMoOKCa3o y IOEOHAHHI 3 METOTPEKCATOM MOXKYTh CIIPUUUHUTH
IIAHIUTOIIEeHil0, iIMOBIpHO, Yepe3 NoJaTKOBe iHriOyBaHHS pefyKTa3u OUTiApodosIieBol KUCIOTH i
Oi€0 WX PEYOBUH i METOTPEKCATY.

Pu3WK remaTOTOKCUYHOI [il METOTPEKCATY 3POCTa€E y pa3i 37I0BXKUBaHHS d/1K020/1eM abo CyIyTHLOTO
MpUMMaHHS IHIIWX TeNaTOTOKCUYHUX Mpernaparis.

3acTocyBaHHS [OMATKOBUX TeMaTOTOKCUYHMX JIiKapChKUX 3aC00iB MiIBUIIY€ UMOBIPHICTh TSIXKKUX
reMaTOTOKCUYHUX MOOIYHMX peaklil Ha MeToTpeKkcaT. OmHOYacHe 3aCTOCYBaHHSI METaMi30iIy Ta
METOTPEKCaTy MOXKe IIOCHUJIUTU TeMaTOTOKCUYHY [Iil0 METOTPEKCaTy, 0COOIMBO Y MallieHTiB JTITHHOTO
Biky. ToMy CIiff yHUKQTU OOHOYACHOT0 3aCTOCYBAaHHS LIUX IIpernaparis.

Heo0OxinHo 6paTy mo yBaru ¢GapMakoKiHETUUHY B3aEMOZII0 MiXK METOTPEKCATOM i IPOTUCYIOMHUMHU
3acobaMu (3HUKYETHCS KOHIIEHTPAIlisSi METOTPEKCATy B KPOBi) Ta 5-bTopypaiunoM (30i/IbIIyeThCs
nepion HalliBBUBEAEHHS S-PTopypauuiy).

[Tpu koMOiHOBaHOMY 3aCTOCYBaHHi 3 iHIITMMHU TPOTUPEBMATUYHUMHU IIpellapaTaMu (HapUKiias
COJISIMU 30J10Ta, IEeHIUIaMiHOM, TiAPOKCUXIOPOXiHOM, CyIbdacana3nHOM, a3aTiOIPUHOM,
[IUKJIOCTIOPUHOM) TOKCUYHA [Iis MEeTOTpeKcaTy 3a3BU4ail He IIOCUIIOETHCH.

Y pa3si ogHOYaCHOI'0 3aCTOCYBaHHSA 3 IHIIMMY IUTOCTATUKAMU KJIIpEHC MEeTOTPEKCaTy MoXKe
3HUXKYBATUCH.

3HUXKEHHS PiBHS (peHImoiHy y M1a3Mi KpOBi CIIOCTEpiranocs y maiieHTiB 3 rocTpuM JTiMpobriacTHUM



JIeUKO030M IIif Yac iHOyKILikHOI Teparii, 1Ka, Ha J0faTOK [0 pefHi30HY, BIHKPUCTUHY i
6-MepKaITOMypPUHY, TAKOXK BKJII0OUajla METOTPEKCAT ¥ BUCOKIi 1031 3 Kasbllil0 POJIiHaTOM SK 3aXUCHY
Teparito.

BBemeHHS npokapbasuHy Iif 4ac Teparlii MeTOTPeKCaToOM Y BUCOKHUX H03aX 36ibInye PU3UK
mOpyLIeHHA QYHKII1 HUPOK.

CynyTHs Teparis yumapabiHom, 110 BBOOUTLCS BHYTPIIIHEOBEHHO, 3 METOTPEKCATOM, ITI0 BBOIUTHCS
iHTpaTeKaabHO, MOXKE IiABUIUTH PU3UK TIKKHUX HEBPOJIOTiUHUX MOOiYHMX e(PeKTiB, TaKuX SIK
roJIoBHUY 0inb, mapariy, KoMa, i eni3ofiB iHCYNbTY.

[TipBuimeHHs HeQPOTOKCHUYHOCTI MOXKe CIIOCTepiraTuch mpu KoMmOiHallii BUCOKUX N03 METOTPEKCATy 3
MIOTEHIIMHO He()POTOKCUYHUMH MpernapaTaMy (TaKUMHU SK ITUCIIIATHH).

OcCkKinbKY MeTOTpPEKCaT BIJIMBA€E Ha IMyHHY CUCTEMY, BiH MOXKe 3MiHIOBAaTU pPeaklilo Ha BaKIMHALI i
BIIJIUBATHU Ha pe3ylbTaTU TECTiB (IMyHOIOTiYHi Ipollelypu [ OLiHKY iMYHHOI peakiiii). Y mepion
JIIKyBaHHSI METOTPEKCATOM He CJIiJ IPOBOAUTY BaKIMHAIII0 JKUBUMU BaKLIMHAMU.

MeToTpekcaT MoxKe MifBUITyBaTU e(peKTU TepopabHUX aHTUKOATYISHTIB TUITy KyMapuHy
(amreHOKyMapoiny, GeHIPOKYMOHY), 110 TPU3BOAUTD 00 30i/IblIeHHS MPOTPOMOIiHOBOTO YacCy BHACIILOK
3MEHIIEeHHS po3nafy MNOXifHNX KyMapuHy.

[ToBimoMIsizioCs, 110 CYIIyTHE BBEOEHHA JIeBeTUpAlleTaMy 1 MeTOTpeKcaTy 3HUXKYE KIIipeHC
MEeTOTPEKCaTYy, 10 IPU3BONUTH 0 30iMbIIeHH/IPOJIOHTYBaHHS KOHIIEHTpAallil IHOT0 IIpernapary B
KPOBI [10 TOTEHIIIHO TOKCUYHUX PiBHIB. PiBHI MeTOTpeKcaTy i neBeTupaleTamMmy IoTpibHO peTeabHO
KOHTPOJIIOBATH Yy TALIEHTIB, SKi OTPUMYBa/IM CYIIYTHIO Tepallilo LMY ABOMa IIpernapaTaMu.

AMoKcuuyuaiH

[TeHIIUTIHK MOXKYTh 3MEHIITYBAaTH €KCKPEIIil0 MEeTOTPEKCATY, III0 MOXKe IMPU3BECTH [0 MOTEHITIHHOT0
MiNBUIIEHHS TOKCUYHOCTI.

Oco6.1ueocmi 3acmocy8aHHs1.
JIikyBaHHSI METOTPEKCATOM Mae€ 3[iMCHIOBATUCS Il HATrJIAIOM JOCBIMYEHOr0 JIiKaps-0HKOJIOra.

ITig yac Teparmii METOTPEKCATOM MAIliEHTH MalOTh mepedyBaTH Iif peTeIbHUM HATJISIO0M 3 METO0
CBOEYACHOT'0 BUSIBJIEHHS 03HAK MOXKJIMBOI TOKCUYHOI [Iil Ta moOiuHuX edeKTiB. BpaxoByouu pusuk
TSKKUX a00 HaBiTh JIeTaJIbHUX TOKCUYHUX Peaklliid, malieHTiB HeoOXimHO feTanbHO MPoiHdopMyBaTH
010 MOXKJIMBUX YCKJIaHEHD Ta PEKOMEHI0BaHUX 3amo0ixKHUX 3aX0iB.

[TpunuHeHHS MPUKOMY METOTPEKCATY He 3aBXKIU IIPU3BOAUTH [I0 IIOBHOI perpecii HebaxkaHuX
e(exTiB.

OO60B’sI3KOBOI0 YMOBOIO JTIKyBaHHSI METOTPEKCATOM € BU3HAUEHHS PiBHIB METOTPEKCATy y CUPOBATIIi
KPOBI.

Y mauieHTiB i3 TaTONOTIYHUM HAKONWYEHHSIM DiAVHY Y IOPOXKHUHAX OPraHi3My («TpeTid IPOCTip»),
TaKWX K acUUT abo IeBpaibHUM BUIIIT, TPUBAJICTh N1ePiofy HalliBBHBEIeHHS METOTPEKCATy 3
1J1a3MU KPOBi 301/TBITYETHCS.



Heo0OxifHe yCyHEeHHS MIEBPAIbHOTO BUMOTY a00 acCUUTY 40 MTOYATKY Tepalil i3 3aCToCyBaHHAM
MeTOTpeKcaTy. [Ipyu HasiBHOCTI MJIeBPaIbHOTO eKCymaTy abo acuuTy HeoOXiqHO MPOBECTHU IPEHYBaHHS
IO TIOYAaTKY JIiKyBaHHS METOTPEKCATOM. SIKIIO Ile HEMOXKJIMBO, TEPaIlilo METOTPEKCAaTOM He CJIif
IpU3HaYaTH.

KpoB Ta miMdaTtryHa cucreMa

MeToTpeKkcaT MOXKe MMPUTHIYYBATH TeMOII0e3, CIIPUUNHSIIOUY aHeMil0, alljlaCTUYHY aHEeMilo,
IIAHIUTOIIEeHi10, IeNKOIeHito, HEUTPOIEeHi0 Ta/abo TPOMOOIUTOIEHIIO.

[Ipu nikyBaHHI NYyXJIMHHUX 3aXBOPIOBaHb TEPAIil0 METOTPEKCATOM CJIif IPOAOBXKYBATH, TIIBKYU SKIIO
IIOTEHIIiIHA KOPUCTh IIepeBakye PU3UK TAKKOI Mieocymnpecil. [IepmumMu 03HaKaMu IUX
He0e3MeYHuX 151 XKUTTSA YCKIagHEeHb MOXKYTh OyTHU: mponacHulls, 6i7b y TopIli, BUpa3Ku CIM30BO1
000JIOHKM TIOPOXKHUHU POTa, TPUIONOAiI0OHI CUMITOMHU, CUTbHE BUCHAXKEHHS, HOCOBI i IIKipHi
KpoBoTedi. [1ig yac TpuBasol Teparil y IallieHTiB IiITHHOTO BiKy CIIOCTepirajach Merano0iacTHa
aHeMid.

MeToTpeKcaT He CJIiff 3aCTOCOBYBATH y Pa3i HASBHOCTiI BUPA3K0BO1 XBOP0OX ab0 BUPAa3KOBOTO KOJITY
(muB. po3gin «IIpoTUnoKa3aHHA»).

[Ticns nikyBaHHS JiKapChKUMU 3ac006aMu 3 KyMyJISITUBHOIO Mi€JIOTOKCUYHICTIO ab0 micis
3aCTOCyBaHHS IIPOMEHEBOI Tepallil, 10 BIIMHYJIO Ha (PYHKIIIOHYBaHHS KiCTKOBOTO MO3KY, CJIifT
BPAxOBYBaTH MOPYIIEHHS POOOTH KiCTKOBOTO MO3KY, a CaMe IIiIBUILIEHHST Yy TIUBOCTi KiCTKOBOTO
MO3KY IO Tepallil MeTOTpeKCaTOM 3 IIOCUJIEHUM NIPUTHIYeHHIM reMOIOeTHYHOlL cucteMu. [Ipu
IIPOBEIEHHI MOBrOTPUBAJIOL Teparlii i3 3aCTOCYyBaHHSIM METOTPeKcaTy HeoOXimHe TpoBeneHHs bioncii
KICMK08020 MO3KY.

Y pagzi roctporo nimMm¢p0o06IacTHOTO JIEHK03y METOTPEeKCaT MOXKe CIPUYMHUTHU Oib y MiBill BEpXHiii
YaCTHHI XKHBOTa (3allajleHHs KaIlCYIU Cele3iHKY BHACIINOK PYHHYBaHHS JIEUKO3HUX KITiITUH).

DOyHKINIA TEeYiHKI

OCKIiNbKY MeTOTPEeKCaT YNHUTH TOKCUYHY [il0 Ha IIeYiHKY, y IIepiof JIiIKyBaHHS IIperapaToM He CIIif
0e3 siBHOI HeOOXiMHOCTI MpHM3HaYaTH iHIII TelaTOTOKCUYHI IpenapaTy. TakoX HeoOXifHO YHUKATH
a00 3HAYHOI0 MipOI0 OOMEXKUTH CIIOKUBAHHS aJIKOTOJIIO.

MeToTpekcaT MOXKe CIPUYUHUTY FOCTPUY rellaTUT Ta XPOHIYHY, 3 MOXKJIUBUM JIeTAJIbHUM HaCJIiAKOM,
IIe4YiHKOBY TOKCUYHICTh (piOpo3, 11po3), aie 3a3BUYal TiIbKY IIiC/IS TPUBAJIOr0 3aCTOCYyBaHHSA. YacTo
CIIOCTEPITaeThCS CTiliKe MiIBUILIEHHS PiBHIB N€YiHKOBUX ()EPMEHTIB, 110 3a3BUYall € TUMYACOBUM Ta
0e3CUMIITOMHUM Ta He € MOTePefHbOI0 03HAKOI0 IIOJAJIBIIOT0 3aXBOPIOBAHHS MEYiHKH.

MeToTpekcaT MoXe CIPUYMHUTH peaKTHBaliio iHdekii rematuty B abo ii ycknagHeHHs, abo
3aroctpeHHs renatuty C 3 1eTalbHUM HACNJKOM Yy OesKUX BUMaAKaXx. [lesKi BUIagKy peaKTHBallil
renaTuTy B crocrepiranucs micns BigMiHu MeToTpekcaTy. Tomy mamieHTaMm 3 rematutoM B abo C B
aHaMHe3i CJIiJ MPOBOAUTH KIIiHiuHi Ta mabopaTopHi mocmigXKeHHs, 11100 BU3HAUYUTHU OOUINTbHICTD
Teparil METOTPEKCATOM.

Ocob6nuBa 06epeXHiCTh HeoOXigHa MpH JIiKyBaHHI NalliEHTiB 3 HEAKTUBHUMY, XPOHIUHUMU
iHpeKUigMU (TaKUMU SK ONlepi3yBasibHUM NTHIIa, Ty0epKynab0o3, remaTuT B ab6o C) yepes ixHio
MOXKJIMBY aKTHUBALIilO.

Oco06muBa 06epexkHiCTh MOTPiOHA IPHU MPOBEEHH] Teparil mariesTaM i3 iHCcymiHo3alexXHUM
IIYKPOBUM [ia6eTOM, OCKi/IbKY € MOBiOMJIEHHS ITPO OKPEMi BUTTAAKKU PO3BUTKY LIMPO3Y MEUiHKK Ha



TJIi Teparmil i3 3acToCyBaHHSM MEeTOTpeKcaTy 6e3 monepegHboro 30iIbIIeHHsS aKTUBHOCTI
TpaHcaMiHa3.

DYHKITIA HUPOK

Yepes 3HUKEHHS €KCKpellil MeTOoTpeKCcaTy JIiKyBaHHS MAI[i€HTiB 3 MOPYIIeHHSIM (YHKINI HUPOK CIif
IIPOBOJUTH 3 MigBUILIEHOI 00EPEXKHICTIO Ta B HU3BKMUX A03aX (OUB. po3ain «Crocibd 3acToCyBaHHS Ta
DO3U»).

[Tig yac nikyBaHHSI METOTPeKCaTOM (YHKIIIOHYBaHHS HUPOK MOXKe MOTipIIyBaTUCH , 110
CYIIPOBOMXKYEThCS 30i/bIIIEHHAM PiBHIB EBHUX JTa00pAaTOPHUX MMOKAa3HUKIB (PiBeHb KPEaTUHiHY,
CEYOBMHH Ta CEYOBOI KMCJIOTH B CUPOBATIIi KPOBI), III0 MOXKe IIPU3BECTH [0 TOCTPOI HUPKOBOI
HEeJIOCTAaTHOCTI 3 oJlirypieto/anypieto. Lle, iMOBipHO, 00YMOB/IEHO BUIIAJ@aHHSIM 0Cafly METOTPEKCATY
Ta/ab0 ¥0oro MeTaboJIiTiB y HUPKOBUX KaHa/IbLIIX.

[TopyuieHHs, sIKi TPU3BOASTE N0 3HEBOOHEHHS, TaKi K OJII0BaHHS, iapesi, CTOMaTUT, MOXYTb
IIOTEHIIiI0BaTH TOKCHYHY [Iif0 METOTPEeKCaTy 3a PaXyHOK IIiABUINEHOTO PiBHS [il0Y0i peYOBUHU. Y IIUX
BUIIa[IKax CJIifl MIPOBECTU MiTPUMYIOUy Teparlilo, a JTiKyBaHHS METOTPEKCaTOM IOTPiOHO NMPUNUHUTHU
[0 3HUKHEHHSI CUMIITOMIB.

HOQSZLHGHHH 3 60Ky IMJTYHKOBO-KHUIMITKOBOT'O TPAKTY

[Topy1uieHHSs, 110 € IPUYNHOI0 3HEBOJHEHHS OpraHiaMy, Taki K 0/1i0BaHHS, Aiapes, CTOMaTHUT,
MOXKYTb MiJBUIITYBaT! TOKCUYHUM BIJIUB METOTPEKCATy BHACIOK 30iMbIIeHHS H0T0 KOHIIeHTpalil. Y
TaK{X BUNAAKax [T0ofaJbllle IPOBEeIEeHHS Tepallil CJIiff TAMYacoBO IIepepBaTé 40 YCYHEHHS TaKUX
cUMIITOMIB. [lyKe BazKJIMBO BUSIBUTH TAIli€HTIB i3 MOXKJIUBUM 30ilbIIeHHSM KOHIIEHTPAIIil
MeTOTpeKcaTy NpOoTAroM 48 roguH micisa BBeEeHHS, OCKIIbKY B iHIIOMY BUIIQKy TOKCUYHUU BIIJIUB
MeTOTpeKcaTy Moxe OyTu He3BOPOTHUM. [liapesi Ta BUpa3KOBUM CTOMATUT MOXKYTh OyTU IPOsiBAMU
TOKCUYHOTO BIJIUBY Ta BUMaraioTh TUMYaCOBOTO IPUIIMHEHHS IOJAJIbIIOI Tepallil, ¥ IPOTUIEKHOMY
BUIIa[IKy MOXKJIMBUM TeMOparidyHuil eHTEPUT Ta JieTaJIbHUY HaCIiIOK Yepe3 Iepdopaliio CTiHKA
KUIIEYHUKY.

YV Bunagky O/i0BaHHS 3 HOMIIITKaMU KPOBi, YOPHOT'0 KOJIbOPY BUIIOPOXKHEHb ab0 HAsIBHOCTI Y
BUIIOPOKHEHHAX KPOBi IOJAJIbIIy Teparilo CIIifi CKacyBaTH.

Hepsosa cucrema

[Ticrst BHYTPIlTHBOBEHHOTO BBEIEHHS METOTPEKCATY y Malli€HTIiB, IKUM ITPOBOOUIIACh KpaHialbHa
IIpOMEHeBa Tepallisi, CIocTepiranach ielKoeHedanomnaris.

XponiuHa nerkoeHedanonarisi Takoxk CIIOCTepiranach y Nalli€HTiB, IKUM ITPOBOOUIIOCH IOBTOPHE
JiKyBaHHS METOTPEKCATOM Y BUCOKHUX 03aX i3 3aCTOCYBaHHSM KaJbIlito ¢GosiHaTy 0e3 monepeaHbol
KpaHialabHOl IPOMEHEBOI Teparril.

€ pmani, mo koM6GiHOBaHe 3aCTOCYBaHHS KpaHiaJbHOTO OIIPOMiHEHHS OMHOYACHO 3 iHTpaTeKallbHUM
BBEeIEHHSIM METOTPEKCaTy IMifIBUIIYE YaCTOTy PO3BUTKY JIeMKOoeHIledanomnaril (IUB. TaKOXK PO3MIil
«ITobOiuHi peakirii»).

[Ticns iHTpaTeKaJIbHOI0 BBEJEHHSI METOTPEKCATy CJIiJl CIIOCTEPIraTy 3a NalliEHTaMU AJ1d BUSBIEHHS
03HaK HEMPOTOKCHYHOCTI (MOPYIIEHHS HEPBOBOI CUCTEMH, HAlIPUKJIa[ MEHIHTIT, TpaH3UTOPHUM ab0
IIOCTiMHUY Maparsid abo eHIedanomnaris).

Bunagku TSXKKUX HEBPOJIOTiYHUX 1M0OIYHMX eeKTiB Bi roM0oBHOTO 00JII0 [0 Iapaiidy, KOMH i



IHCYIBTY CIIOCTEpIranuch y MiAJIiTKIB i MOJIOOUX MALli€HTIB, IKi OTpPUMYBaid METOTPEKCaT B
MOENHAHHI 3 UumapabiHoMm.

[Tig gyac Tepamil METOTPEKCATOM B BUCOKHUX [03aX CIIOCTEPIraBCs MepexigHuU roCTpun
HEBPOJIOTIYHUM CHHAPOM, STKUU MOXKe MPOSBIIATUCS, 30KPEMa, Yepe3 MOBEeAiHKOBI aHOMaJlil, ToKalbHi
CEHCOMOTOPHI CUMIITOMM (BKJIIOYalOUM THMYACOBY CIIIOTY) i aHOMaJsbHi pedekcu. ToyHa nIpudYrHa
He BCTaHOBJIEHA.

DYHKIIIA TereHb

MeToTpeKcaT Cilif 3aCTOCOBYBaTH 3 BEJIMKOI0 00€PEKHICTIO IIPY JTiKyBaHHI MaIlieHTiB 3 MOPYIIEHHIM
GyHKIII1 ereHs.

JlereHeBi yCKIamHeHHS, T1JIeBPaIbHUM BUITIT, aIbBEOIIT a00 MHEBMOHIT 3 TAKUMU CHMIITOMAaMH, SIK
CyXy{ HETIPONYKTUBHUY Kallle/lb, TUXOMaHKa, 3arajbHe He3[yXKaHHS, Kallesb, 0ilb y TPYOsX,
3a[uIIKa, TIMOKCeMis Ta BUSIBIIEHUM Ha PEeHTreHOorpaMi rpynoHol KIiTku iHdinbTpaT abo
HecrnenugpiyHa MTHEBMOHIs, 1[0 BUHUKAIOTH IIif Yac JIiKyBaHHS METOTPEKCAaTOM, MOXYTh CBIIYUTHU IIPO
NIOTEHIIMHO He0e3e4yHe Ta, MOXKIINBO, JIeTallbHe ypaXKeHHs. 3aXBOPIOBaHHS JIeTeHiB, CIPUYNHEH]
METOTPEeKCaTOM, He 3aBXK[IU € IIOBHICTI0O 000POTHUMMU. 3aXBOPIOBaHHS JIETEHIB, CIPUYNHEH]
METOTPEeKCaTOM, TakKi, IK THEBMOHIT, MOXKYThb IIOYMHATUCS PANITOBO Ta Ha OyAb-IKOMY eTali Teparrii,
He 3aBXY MUHAIOTh IIOBHICTIO, Ta CIIOCTEPIrajucs Npu 3aCTOCYBaHHI METOTpEKcaTy yciMa
TepaleBTUYHUMHU [03aMu (Y TOMy YHCJIi HU3BKOIO 103010, 10 7,5 Mr/TuxpeHs). KpiM Toro, Ha (oHi
IIPUUOMY METOTPEKCAaTy MOBIIOMJISAIOCH IIPO JIETEHEBY aJIbBEOJIIPHY KPOBOTEUY IIPU
PEBMaTOJOTIYHUX Ta NOHiOHUX MoKa3aHHX. Lle sBuUllle Tak0K MoXKe OyTH MOB'13aHe 3 BaCKYJIITOM i
IHIMUMU CYIIyTHIMU 3axBOproBaHHAMU. CIlif BpaXOBYBaTU Pe3yJIbTaTU €KCIIPEeC-TECTIB IPU Mifo3pi Ha
JIeTeHeBY aJbBeOJIIPHY KPOBOTeYy [JId MigTBepAKeHHs AiarHo3y.

TOKCUYHUY BIIWB Ha IIKIipY.

[ToBimOMIISIIOCS PO PO3BUTOK TSAKKUX, iHOMI 3 IeTaIbHUM HACHIAKOM, IIKiPpHUX peakliil, TaKuX SK
curapoM CriBeHca-/IKOHCOHA i TOKCUYHUY ellilepMalibHUM HEKPOJi3 (cuHapoM Jlarenna) micus
OJIHOPa30BOTr0 a0 TPUBAJIOrO 3aCTOCYBAHHSI METOTPEKCATY.

[TcopiaTuyHi ypakKeHHS MOXKYTh 3aroCTpioBaTUCA micnsg Y®-onpoMiHeHHS P CYNIYyTHiN Teparil
MeToTpeKcaToM. [1ifg gac Teparil MeTOTpeKcaTOM iCHy€E PU3UK BUHUKHEHHS IPOMEHEBOT0 IEPMATUTY
i CoHsTYHUX OmiKiB (peruauB MoOiyHUX eheKTiB IPOMEHEBOI Tepairii).

d®omoceHcubinizauis

V mesikvx MaIliEHTIB, SKi 3aCTOCOBYBAJIM METOTPEKCAT, CIIocTepiranacs ¢poroceHcubimnizaris, 1o
IIPOSIBIISAIACS Y BUTTISAI peakilil moxibHol 1o COHSYHOrO OomiKy (muB. po3nin «Ilobiuni peakiii»). Cuin
YHUKAQTH BIIJIUBY iHTEHCUBHOTO COHSIYHOTO CBiT/Ia a60 Y®-IpoMeHiB, SKIII0 HEMaE METUYHUX
moKa3aHb. [TallieHTy MOBUHHI BUKOPUCTOBYBATH HaJIeXKHUM 3aXUCT Bifl COHIIS, 11100 3am00irTi BILIUBY
iHTEHCHBHOI'O COHSTYHOT'O CBiTJIA.

[lepMaTUT Ta COHSYHI OIiKU, CHPUYMHEHI BUIIPOMIHIOBAaHHSAM, MOXKYTh IIOBTOPUTHUCS IiJ 4ac
3aCTOCYyBaHHS MeTOTpeKCaTy (Tak 3BaHi peakiiil mam’siTi).

[TcopiaTuyHi ypazkeHHs MOXKYTb ITOCHTIOBATHUCS Mif fi€lo Y ®-BUIIPOMIHIOBaHHS IIPU OMHOYACHOMY
3aCTOCyBaHHI METOTPEKCATY.

IMyHHa cucTeMa




Y nepiof Tepamil i3 3acTOCyBaHHIM METOTPEKCATy MOXKJIMBI OMOPTYHICTHYHI iH(DeK1il, B TOMY YUCITi
IJIa3MOKJIITUHHA ITHEBMOHI, 1110 MOXe [IPU3BECTU [0 JIeTalIbHOr0 Hacliaky. [Ipy HagBHOCTL y
malfi€eHTa CHMIITOMIB ITOPYILIEeHb JereHeBuX (PyHKIIIM CITif MpUMaTH A0 yBaru MOXKJIUBICTh HasBHOCTI
IIJTa3MOKJIITUHHO] ITHEBMOHil.

OcCKilbKY METOTpEKCaT BIIJIUBA€ Ha IMyHHY CUCTEMY, BiH MOXe 3MiHIOBATU peaklIlit0 Ha BaKIUHALo i
BIUIMBATU Ha Pe3yJIbTaTh IMyHOJIOTIYHUX TECTIB. Y Mepiof JIiKyBaHHSI METOTPEKCATOM He CIIif
IIPOBOOUTY BaKLUKHAIIIO KUBUMY BaKI[MHAMH.

Ocob6nuBa 00epekHiCTh HeOOXigHa MPH JIiIKyBaHHI METOTPEKCATOM MAIliEHTIB 3 IPOrPeCcy0YuMHU
iHpekigsMu. MeTOTpeKCcaT NPOTUIIOKAa3aHUY MAI[ieHTaM 3 CHHAPOMaMU iMyHOOeiluTy, SKi €
oueBUOHUMU ab0 MiATBepAXKeHi pe3ynbTaTaMu 1abopaTopHUX TecTiB. KpiM 11p0r0, 3 06epexkHiCTIO
CJIi[l 3aCTOCOBYBAaTU METOTPEKCAT MallieHTaM 3 iH(QeKIiiMH, 1[0 CIPUYNHIOIOTE BiTPSHY BiCIly Ta
OTIePi3yI0YHuii IUIIa.

HoBoyTBOpPEHHS

Y nanieHTiB 3i BUAKO3POCTAIOYMMU IyXJIMHAMU METOTPEeKCaT, K 1 iHIIl IUTOCTaTUYHI JIiIKapChKi
3aco0u, MOXKe BUKJIUKATU CUHAPOM JIi3uCy MyxJIuHU. [IpoBefieHHS BifMOBIIHOI MigTpUMYyI040i
MeOKaMeHTO3HOI Tepanil Moxe 3ano6irté po3BUTKY a00 3MEHIIUTH NIPOSIBY NaHUX YCKIafHEHb.

MeToTpekcaT MoXke MigBUIIYBaTH PU3UK PO3BUTKY HOBOYTBOPEHS (IIepeBaxkHO IiMboM). 3109KiCHI
niM(bOoMHI MOXKYTh PO3BUBATHUCS 1 y ALIIEHTIB, SIKi OOEPXKYIOTh METOTPEKCaT ¥ HU3bKUX N03aX. Y TaKuX
BUTIA[IKaX MIpenapar Ciif BiTMiHATH. JAKIIO CIIOHTAHHOI perpecii mimMboMu He CIIOCTEPIra€ThCS, CIIif
IIPU3HAYUTH Tepariio DIUTOTOKCUYHUMU [IpernapaTaMu.

[NopymieHHs 3 60Ky CKeIeTHO-M S30B0I CUCTEMH i CIIONTYYHOI TKAHUHU

Y pasi npoBefeHHS TPOMEHEBOI Tepallil Ha (HOHi MpUIOMYy METOTPEKCATy MiABUIIYETHCS PU3UK
HEKpO3y M’SIKUX TKaHUH ab0 KiCTOK.

[IpemapaTyu (oItieBOl KMCIOTH

HedinuT GomieBol KUCIOTH MOXKe IiABULIUTA TOKCUYHICTh METOTPEKCATy (IUB. Po3Min «B3aemofis 3
iHITIMM JTiKapChKUMHM 3aC00aM¥ Ta iHIIM BUOM B3aEMOIii»).

BiraminHi npemnapaTy Ta iHIIi TPOAYKTH, 110 MICTATH (OITiEBY KUCIIOTY, POTIHOBY KMCIOTY abo ix
IIOXiIHI, MOXYTh 3HUKYBAaTU TOKCUYHICTh METOTPEKCATY (IIJTyHKOBO-KUIIKOBI CUMIITOMH, CTOMAaTHT,
aJiomelrist Ta 30ibINIEHHST aKTUBHOCTI ITeYiHKOBUX (DEPMEHTIB).

[Tepen mpuitoMOM JTiKApChKUX 3aC00iB, 110 MICTSTh (OJIiEBY KMCIOTY, PEKOMEHYETLCS IIEPEBIPATH
BMICT BiTaMiHy B,,, OCKilbKM 3aCTOCyBaHHS (POojIaTiB MOXKe MacKyBaTu Ae(iluT BiTaminy B,,
0co6uBo B 0cib BikoM moHap 50 pokis.

PexoMeHIOBaHI JOCHIIKEHHS Ta 3amn00ikKHi 3aX00u

CraH manieHTiB, SKi IpUIMalOTh METOTPEK AT, CJIifi peTeJIbHO KOHTPOJIIOBATU 3 METOX HEraiuHOoro
BUSIBJIEHHSI TOKCUYHUX €(PEKTiB.

[lepen mo4aTKOM JIiKyBaHHS MeTOTpeKcaToM abo Ipy OIPOJOBXKEHHI Tepalil mic/isg nepepBu
HeoOXiTHO ITPOBOJUTY aHasli3 KPOBi 3 BU3HAUEHHSIM JIEMKOUUTAPHOI POpMyIH i KinbKoCTi

TPOMOOUMTIB, PiBHIB MeUiHKOBUX GhepMeHTiB, 6inipy0iny, anp0yMiHy cCUpoBaTKY KPOBi, aHaIi3 Ha
BUSIBIIEHHS renaTuty (A, B, C) a TakoX peHTreHorpadiuHe 06CcTexkKeHHs OpraHiB rPygHOI KITITKY i



GbyHKITIOHATbHI HUPKOBI TecTH. [1py HasgBHOCTI KIiHIYHUX ITOKa3aHb IPU3HAYATH JOCTiIXKEHHS 3
METOI0 BUK/TIOUEHHS TyOepKy/Ib0o3y Ta TelmaTUTy. Y pasi mimo3pu Ha 3aXBOPIOBAHHS JIeTeHb
(HampuKIaf, iIHTEepCTHUIliaIbHa ITHEBMOHIS) CJTi IPOBOOUTY IepeBipKy GYHKIIil 1ereHb, 0COOIUBO y
pa3i HasgBHOCTI pe3yIbTaTiB IOIePeIHbO IPOBENEHUX aHali3iB.

3asekHO Bif o3yBaHHS a00 3aCTOCOBAHOT0 IIPOTOKOJIY Teparlil, HeoOXigHO MPOBOOUTH PETYISPHi
IIepeBipKHU PiBHSA METOTPeEKCaTy y CHPOBATII KPOBi, 30KpeMa IIiff Yac Ta IIiCJig Tepallil BUCOKUMU
[03aMy MeTOTpekcaty (AuB. TakoX po3pin «Ilepemo3yBanssa»). KopuryBaHHS 103U METOTpPEKCaTy Ta
IIPOBEIEHHS 3aXMCHOI Tepallii Ja€ 3MOTy 3Ha4YHO 3HU3UTHU TOKCHUYHICTh Ta IIOTEHI[INHY CMEPTHICTh Ha
¢doHi mikyBaHHST MeTOTpeKcaToM. [IallieHTH, SIKi CTpaXKaaloTh Ha IJIeBpaIbHUN BUIIIT, acIUT,
merigparatito, 3HUXKeHHS pH cedi, 00CTPYKIIif0 MIJTYHKOBO-KUIITKOBOT'O TPAKTY, SKUM ITPOBOUIIACH
TIOTIEPEIHS Teparis HUCIIaTUHOM, a00 MallieHTH 3 IOPYIIeHHSAM QYHKII HUPOK MalOTh MiBULIIEHUM
pU3HUK 306inbIeHHS a00 MOBiTbHOTO 3HUKEHHS PiBHIB METOTPEKCaTy y CUpoBaTili KpoBi. CTaH TaKUX
MTALli€HTIB CIIi pEeTEeNbHO KOHTPOIOBATH.

Y mesiKWX MAIiEHTIB MOXKJIMBE TaKOX YIIOBiTbHEHE BUBEMIeHHS METOTPeKcaTy 6e3 BKa3aHUX BUILE
npuunH. [IpoTarom 48 ropgus micns BBeOeHHS IIpenapaTy BaXK/IMBO IIePeBipsATU KOHLIEHTPAIio
MEeTOTPEKCaTy, OCKINIbKY 11 30ibIIIeHHS MOXKe IIPU3BECTH 00 He00OPOTHOI TOKCUYHOCTI
MEeTOTpPEKCaTy.

[Tpu BBegeHHI MeTOTpeKcaTy B m03i monan 100 mr/m” TITIT cin MIPOBOOUTH 3aXKMCHY TEPAIIit0 KaJlbIlito
¢doninaToM. 3aIeXHO Bifi 103U METOTPEKCATy Ta TPUBAJIOCTI iHQY3il CIi 3aCTOCOBYBaTH Pi3Hi 403U
Kasbllito QoJiHaTy A 3aXKMCTY HOPMaJIbHUX KJIITUH Biff TOKCUYHOI Ail METOTPEKCATY.

HanexHy 3axuCHY Teparliio Kasnbliito oJTiHaTOM CJIiff PO3MOYNHATH MPOTAroM 42-48 roguH micis
BBeIeHHS MeToTpekcaTy. OTXKe, CJIif KOHTPOJIIOBATH PiBHI METOTPEKCaTy L0oHauMeHIlIe yepe3 24, 48
Ta 72 roguH i, y pa3i HeoOXimHOCTI POMIOBKYBAaTH KOHTPOJIIOBATH MJIST BU3HAYEHHS TPHUBAJIOCTi
3aXMCHOI Teparrii KanbIlito GomiHaToM.

[Tig wac Teparmii MeToTpeKcaToM HeoOXigHO IPOBOAUTH ITOBHUM aHAaIi3 KPOBi 3 mubepeHiaTbHUM
aHaJIi30M KpOBi, BKJTIOYAI0UH MMiIpaxyHOK TPOMOOIUTIB i TeMKOUUTIB (I[ogHs a0o IIOTHKHS).

o mouaTKy KOMOiHOBaHOI Teparlii, BKJII0Yaiouy IIPUIoM METOTPeKCaTy V BUCOKUX [103aX, KilbKiCTh
JIEUKOIUTIB Ta TPOMOOIUTIB MOBMHHA OyTH BUIlle MiHiMalbHUAX 3HaU€Hb, BKa3aHUX V BiATIOBiZHOMY
mpoTOKOi nikyBaHHs (nekorutu: Big 1000 mo 1500/mkn, Tpom6borutu: Big 50000 mo 100000/MKk1).

MakcruMasbHe 3HUKEHHS PiBHS LHUPKYIIOIYUX JIEMKOIUTIB, TPaHYJIOUTIB HEUTPOPiIiB Ta
TPOMOOLIUTIB 3a3BHYall CIIOCTEPIraeThCs yepe3 5—13 OHiB micisa BHYTPIITHEOBEHHOTO BBEIEHHS
MeTOoTpeKcaTy ((peHOMeH pUKOIIEeTy BigMidaeThcs yepeld 14-28 nuiB). [HOmi peecTpytoTs IBa
MaKCUMaJIbHUX 3HUKEHHS PiBHSA JEUKOIUTIB Ta TPaHyJIONUTIB HEUTPO(DiniB, nepiie - yepe3 4—7 OHIB,
a mpyre - 4epe3 12-21 meHb 3 noganbiiM (eHOMEHOM PUKOIIETY.

PerynsipHo ciipg mpoBoguTy GyHKIIOHATbHI HUPKOBI Ta Me4iHKOBI Tpo0H, a TaKOXK aHai3 cedyi.

[ToBimomIsinu PO TPAaH3UTOPHE MiABUINEHHS PiBHIB TpaHCaMiHa3 (0o 2-3 pa3iB BUllle BEPXHBOI MeXi
HOPMH) Y OeSKUX TNalli€HTiB. Y pa3i CTIKKOTo MigBUIIeHHS aKTUBHOCTI IEYiHKOBUX ()EPMEHTIB
He0OXimHO 3HMKYBATH 03U a00 NPUIUHATH JIiKyBaHHS METOTPEKCATOM.

[Tpo6u fy1st BU3HAYEHHST aKTUBHOCTI PepMEHTIB He MO3BOISAIOTh HAMiMHO MPOTHO3yBaTH MOPGOJIOTiuHi
3MiHU BHACJIIOK TelaTOTOKCUYHOT0 BIJIUBY, TOOTO HaBiTh IPX HOPMaJIbHUX PiBHSIX TpaHCaMiHa3,
HasiBHUM (i6p03 MOKIIMBO BU3HAYUTH JIMIIE 3a pe3yIbTaTaMU IiCTOJIOTiYHOTr0 aHani3y, abo, piftue,
HasBHUU LIMPO3 MEYiHKHU.



Cnipm KOHTPOJIIOBATH PiBHI KpeaTHHIHY, CEYOBUHU Ta €J€KTPOJIiTiB, 0COOIMBO NPU 3aCTOCYBaHHI
METOTPEKCaTy Y BUCOKUX [03ax, Ha 2-U Ta 3-U [eHb O BUSBIEHHS OYOb-KOTO0 MOXKJIMBOTO
NOpYIIeHHS BUBEIEeHHS METOTPEKCATy Ha PaHHIM CTamil.

fKIII0 € 03HAKU MOPYIIeHHs QYHKII HUPOK (HampuKIad BupaxeHi HebaxkaHi eeKTH monepemHbol
Teparil MeToTpekcaToM ab0 HEMPOXiIHICTh CEYOBUX IIISIXiB), HEOOXiMHO BUSHAUUTH KITipEHC
KpeaTUHiHYy. JIIKyBaHHS METOTPEKCATOM y BUCOKUX 403aX CJIifl IPOBOAUTH TiIbKY, SIKIIO PiBHI
KpeaTHHiIHYy 3HaXOASAThCSA B MexKaX HOPMU.

Ao piBHI KpeaTuHiHy 30iNbIIYIOTHCS, HO3Y CIIif 3MEHIIUTH. Y BUNAAKY MigBUIIEHHS BMIiCTy
KpeaTHHIHY B CUPOBATILi KPOBi 0 PiBHSA IOHAL 2 MI/MJI IOJAJIbIy Tepallilo i3 3aCTOCyBaHHAM
MeTOTpeKcaTy IpoBOOUTH He ciif. HeoOximHO peTebHO KOHTPOIIOBATH CTaH Nalli€HTIB, y AKUX
MOZKJIMBI TOPYLIEHHS GYHKII HUPOK (HalpuKiak, XBOPUX JIiTHBOTO BiKY). Ile 0c00/I1BO BaXKIJIUBO Y
pasi CynyTHBOI Tepallil mpernapaTaM¥, 10 3HUXKYIOTh €KCKPEI[il0 METOTPEKCATy, YNHSATh
HECIIPUSITIIUBY MIil0 Ha HUPKM (30KpeMa HeCTepOoifHi MpoTu3amnajbHi mpemnapatu) abo Ha CUCTEMY
KPOBOTBOPEHHS.

[Tig 9ac npoBegeHH iH(DY3il MEeTOTPEKCATY CIIifi KOHTPOIIOBATH CeKpellito cedi Ta pH ceui. [1a
3HUKEHHS HUPKOBOI TOKCUYHOCTI Ta ToINepeaXkKeHHs PO3BUTKY HUPKOBOI HEIOCTATHOCTI IIpH
JIIKyBaHHI BUCOKUMU [03aMU MeTOTPEKCaTy CJIifi BHYTPIIIHEOBEHHO BBOJUTHY JOCTATHIO KiJIbKICTh
piguHu Ta migmyxysatu ceuy (pH cedi = 7).

ITomHs CITif IPOBOTUTH 00CTEKEHHS POTOBOI IIOPOKHUHY Ta TOPJIa [/ BUSIBIEHHS 3MiH CIIH30BUX
000JI0HOK.

Crnipm mpoBOOUTH peTenbHUYN KOHTPOJIb CTaHy MallieHTa ¥ pasi monepenHbol iHTeHCUBHOI TPOMEHEBO1
Teparii, ToTipiIeHHs 3arajJbHOr0 CTaHy, @ TAaKOXK y MgIiTKiB a00 NmalieHTiB MTTHHOTO BiKY.

YacrTime ciif mepeBipsATH CTaH Ha IOYaTKY JIiIKyBaHHS, IPU KOPEKIIil 031 abo y pa3i mifgBUIeHOTr0
pU3UKYy 30inblIeHHS PiBHSI METOTPeKcaTy (Halpukiaf, JerifgpaTaliis, mopyueHHs QyHKIii HUPOK,
MOOATKOBI CYMyTHI JTiKapchKi 3aco0u a0o 30iNbIIeHHS KiTbKOCTI CYyIyTHIX JTiKapChbKUX 3ac00iB, TaKUX
SIK HeCTepOigHi mpoTHU3amnaibHi 3acobu).

3aCTOCYBaHHA TIiTAM

[Tpu 3acTOCyBaHHI METOTPEKCATY HiTAM Ta MifJIiTKaM CIlif JOTPUMYyBaTUCh 00EPEKHOCTI Ta
BMKOPUCTOBYBATH BifIlIOBIifHI creliasibHO Po3po06ieHi oyist miTed MPOTOKOIM TiKyBaHHS. Y fiTed 3
rOCTPUM JTiM(p0OIaCTHUM JIEUKO30M TSIKKa HEHPOTOKCUYHICTh MOXKe CIIOCTEPIiraTUCh IiCs
JIiIKyBaHHS IOMipHO BUCOKUMH fo3amu (1 r/m° TITIT) MeTOoTpeKcaTy. BiH 4acTo po3risfifaeTsCs K
reHepa’idoBaHuil a60 0CepeNKOBUY eMiNeNTUYHNM Hamafl. Y CUMITOMAaTUYHUX XBOPUX IIPU
OiarHOCTUYHIN Bi3yasi3allii 3a3BUYal CIIOCTEpiranach elKoeHedanomnaris Ta/abo
MiKpoaHTionaTu4Ha Kanblnudikais.

3acTOCyBaHHS MallieHTaM JIiITHbOTO BiKY

[Tpu niKyBaHHI MAaIli€HTIB JTITHLOTO BiKy HeoOximHa 0co6rBa 00epexkHiCTh. 3a MmallieHTaMu CIIif
PETYIIPHO CIIOCTePiraTH [Jisg BUSIBIIEHHS paHHIX 03HAK TOKCUYHOCTI. KiiHiyHa ¢apmakonoris
MeTOTpeKCaTy y Ialli€HTiB JIITHLOT O BiKy IIOBHICTIO HE BUBYEHA. [103y MeTOTpeKcaTy CIIi KOPUT'yBaTU
3aJIeXKHO Biff cTaHy (QYHKIIil HUPOK Ta MeYiHKU. [103y CIif 3HU3UTH 3BaXKal4M Ha JIiTHIU Bik. [1s
TIallieHTIB JIITHHOTO BiKY (BikKOoM Bif 55 pokiB) Oymu po3pobieHi YacTKoBO MO (iKOBaHI MPOTOKOIH,
HaIPUKJIaf, OIS JIiKyBaHHSA TOCTPOTO 1iM¢p00IaCTHOTO JIEHKO3Y.

PenponoyvkTuBHA GMVHKIISA



[ToBimOMIISANOCS, 110 METOTPEKCAT MOXKe CIIPUYUHSATH OJIIrOCIepMmiio, MOPYIIeHHS MEHCTPYaIbHOTO
IIMKJTy Ta aMeHOpeIo IIif Yac Tepallii Ta IPOTATOM HETPUBAJIOTO MEPIOAY IicIs 1i MPUIUHEHHS, 10
MOXKe IIPU3BECTH [0 MOPYILIeHHS (ePTUIbHOCTI, CIPUYMHSAIOYY OPYILIEHHS OBOTeHEe3Y Ta
cIlepMaToreHesy Imif dac nikyBaHHS. Li epekTu € 000pOTHUMHU MicIIg IPUIKUHEHHS Teparrii
IIpernapaToM.

TepaToreHHiCTh - PEIPOOYKTUBHUYN PU3UK

MeToTpekcaT CIpUUnHSIE eMOPIOTOKCUYHICTh, BUKUAHI Ta BHYTPILIHEOYTPOOHI aTOJIOTIi ¥ Iofei.
OTXe, niKap Ma€ MOMePEeOUTH KiHOK PENPOOYKTUBHOTO BiKy IIPO MOXKJIMBUH BIIJIUB Ha
PENpOnyKTUBHY (PYHKIII0, BUKUHI Ta BPOAKEHi Bagy PO3BUTKY IIofa (AuB. po3min «I1obiuni
peaxtii»). JKiHKM penpogyKTHBHOTO BiKy MalOTh KOPHUCTYBATUCS e(pEeKTUBHUMH KOHTPAlleNTHBHUMHU
3acobaMu y mepiof TiKyBaHHS, a TAKOXK IPOTITOM LIECTH MICSIB MMic/Is 3aKiHYeHHS Teparii
MEeTOTPEKCaTOM.

3aCTOCYBaHHS YOJIOBiKaM

MeToTpeKkcaT MOXKe MPOSIBASATHA T€HOTOKCUYHICTh. TOMY 4OJIOBiKM MalOTh KOPUCTYBATUCS
e(eKTUBHUMU KOHTPAILEITUBHUMHU 3aco0aMu y IIepiofl JTiKyBaHHS, @ TAKOXK IIPOTSATOM IIIECTH MiCSIIiB
IIiC/IsI 3aKiHYEeHHS Tepallil MeToTpekcaToM. OCKiTbKM METOTPEKCAT MOXKe IIPU3BECTHU [0 CEPHO3HOTO
Ta MOTEHIIHO He0OOPOTHOTO TTOPYLIEHHS ClIepMaToreHe3y, YOJIOBiKaM CJIifi PO3T/ISTHYTH MOXKJIUBICTh
KPiOKOHCepBallii CliepMu [I0 II0YaTKYy Tepatil (quB. po3fin «3acTocyBaHHS y Iepiof] BariTHOCTI abo
TONyBaHHS IPYLOI0»).

Po3uunu ans indysii 3 KoHIeHTpalieio MmeToTpekcary 0,1 Mr/mi abo 3 Mr/mJii, IPUTOTOBaHI MIIAXOM
po3BeneHHS MeTtoTpekcaty «E6ese» 0,9 % po3unHOM HaTPiio XJIOPHUAY, 5 % POo3UMHOM TITi0K03H, 10
% pPO3YMHOM TJIIOKO3H, a TAaKOXK JJAKTAaTHUM PO3YMHOM PiHrepa, € ¢pizuyno i XimiyHo cTabinbHUMU
IIIOHAMMEHIIe TPOTATOM 24 roouH y pa3si 30epiraHHs y 3axuIilleHOMY Bifi CBiTIa MicIii pu
temrnepatypi 5 = 3 °C ab6o KiMHaTHi! Temnepatypi (20-25 °C).

3 MiKp0O6ioIOTiYHOI TOYKM 30PY PO3UMH [ iH(DY3ilt HeoOXigHO BBOOUTH Opa3y XK IiCIIs
IIPUTOTYBaHHSA.

Lle#t mikapchkui 3acib MicTUTh MeHIIe Hixk 1 MMoib HaTpito (23 Mr) Ha ¢h1akoH, TOOTO, IO CYTi, €
TaKHM, 1110 He MICTATh HaTPIo.

[Iporpecyioya MynbTudOKaIbHA NTeWKOeHIIedanonaTis

[ToBimomIsNIOCS IPO BUIMIaAKHU IIPOTPECy0U0l MyIbTU(dOKaIbHOI elikoeHuedanonarii (ITMJI) y
MallieHTIB, fKi 3aCTOCOBYBa/M METOTPEKCAT, IePEBaXKHO B IOEAHAHHI 3 IHIIUMY IMyHOCYIIPECUBHUMU
npenapaTtamu. [IMJI moxe matu ¢aTanbHi Hacmigku. e ciig BpaxoByBaTy NpH AUGepeHIinHIN
MiarHOCTHII V TallieHTiB 3 iMyHOmeimuTOM, y IKUX 3adikcoBaHO MOripimeHHs abo mosiBa HOBUX
HEBPOJIOTIYHUX CUMIITOMIB.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.

KIHKY penponyKTUBHOIO BiKY/ KOHTpALENIlid yV KiHOK

B nepiop mikyBaHHSI METOTPEKCATOM KiHKaM He CJIif BariTHiTH. HeoOximHO KOpUCTyBaTHUCS
epeKTUBHUMU KOHTPAIlEITUBHUMHU 3aco0aMu y IIepiofl JTiKyBaHHS i I[OHaMeHIIIe TIPOTIToM 6 MiCSIIiB
micys 3aKiHYeHHS Tepallil MeToTpekcaToM (ouB. po3min «Ocob6nuBoOCTi 3acTocyBaHHA»). [lepen



ITOYaTKOM JIiKyBaHHS XKiHOK PEIPOOYKTUBHOTO BiKy He0OXigHO MpoiHGOpPMYyBaTH ITPO PU3UK
HEeraTMBHOTO BIJIMBY METOTPEKCATY Ha ILIif Ta BUKJIIOUUTH BaTriTHICTDH LIJITXOM BUKOPUCTaHHS
HaJIeXKHUX METO[IiB, TAKUX SIK TeCT Ha BariTHiCTh. B mepiox NikyBaHHS TeCTH Ha BaTiTHICTH HEOOXiTHO
IIPOBOAMTH 3a KiIiHiuHOI moTpebu (HampuKiiam, micis O0yob-aKol IepepBu KoHTpatenitii). 2KiHok
PENPOAYKTUBHOTO BiKy He0OXiTHO KOHCY/IbTYBaTH IIOM0 IOTIEPEIKEHHS Ta MJTaHyBaHHS BariTHOCTI.
[Tapu nOBMHHI TPOKOHCY/IBTYBATUCA 3 JIIKapeM I040 CePUO3HUX PU3HUKIB [N IIJI0fa, SKIIO Iif Yac
JIiKyBaHHSI HACTa€ BariTHICTh.

KoHTpauenmisa y 40J10BikiB

HeMae maHUX 1100 BMICTY MeTOTpeKcaTy y ciepMi. B mociifKeHHSIX Ha TBapuHaXx Oyy10 BUSIBIIEHO
TeHOTOKCUYHICTh METOTPEKCATY, TOMY PU3UK T€HOTOKCUYHOTO BIIJIUBY Ha CIIEPMaTO30igu He MOXKe
OyTu moBHICTIO BuKIIOUeHu. OOMexKeHi KITiHiYHI JaHi He CBim4aTh PO MigBUIIEHUH PU3UK Baf
PO3BUTKY 4 BUKUOHS IiCNIS BIJINBY HEBEJIMKUX 03 MeTOTpekcaTy (MeHine 30 MI Ha TUXKIEHb) Ha
OpraHi3M natieHTa. [JaHuX HeJOCTAaTHLO I OLIIHKY PU3UKY BUHUKHEHHS BaJ PO3BUTKY YW BUKUIHS
icyIs BIUIMBY OiNbIll BUCOKUX M103.

4Kk 3amobixkHUM 3axifl, CeKCyallbHO aKTHBHUM IIallieHTaM 40JI0BiYoi cTaTi abo ix mapTHEepam
PEKOMEHIYEThCSI KOPUCTYBATUCS HaNiMHUMU KOHTPALEITUBHUMU 3aco0aMu Y Iepiof JTiKyBaHHS
TallieHTa YOJIOBiUOi CTaTi i IfOHAMMEHIIIe TPOTATOM 3 MIiCSIIB ITicIs 3aKiHYeHHS Teparii
MeToTpeKkcaToM. JooBikaM He cyif OyTu JOHOpaMM CIepMHU B Iepiof JiKyBaHHS Ta IPOTAToM 3
MICSIIIiB MiC/Ig NPUIMHEHHS 3aCTOCYBaHHS METOTPEKCATYy.

BariTHICTD

3acTOCyBaHHSA METOTPEKCaTy 3a HEOHKOJIOTIYHMMHU I0Ka3aHHIMY B IIEPiOf BariTHOCTL
IIpOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3aHHa»). AKIIO MallieHTKa BCe XK TaK{ 3aBariTHi€ B mepiof
JiKyBaHHS METOTPEKCATOM abo IMPOTAToM 6 MiCAILiB Micys 3aKiHYEeHHS JiKyBaHHS, il He00XiTHO
poiHopMyBaTH PO PU3UK HETaTHBHOI'O BIJIMBY METOTPEKCATY Ha IUTif. Takoxk HeoOXimHO
IIPOBOLUTH yJIbTPa3BYKOBIL OOCIIIAXKEHHS [ [MiATBEPIKEHHSI HOPMaJIbHOI'0 PO3BUTKY IJIOJA.

B mocnimkeHHSIX Ha TBaprHaX OyJ10 BUSIBIEHO PENPOAYKTUBHY TOKCUYHICTh METOTPEKCATy, 0COGIUBO
B [IepLIOMY TpUMeCTpi. Bysio BUSIBJIEHO TepaTOreHHY [i0 METOTPEKCATy, [IOBIAOMIIAIIN IIPO
JeTalbHUM HACMIJOK OJIS MJI0fa, BUKUAHI Ta/ab0 BpoaKeHi aHoMaltil (HanpuKiiaf Bagu PO3BUTKY
JIMIIbOBO] YaCTHUHU YepeIa, CEPLeBO-CyIUHHOI CUCTEMH, LIEHTPaIbHOI HEPBOBOI CUCTEMHU Ta KiHITiBOK).

MeTtoTpekcar € IOTyKHUM TepaTOreHOM [JId JIIOOUHU. Y pasi BIJIUBY B IIePiof BariTHOCTL
METOTPEeKCaT MiBUINY€E PU3NK BUHUKHEHHS CIIOHTAHHUX BUKUIHIB, 3aTPUMKHU BHYTPIIIHEOYTPOGHOTO
PO3BHUTKY Ta BPOOXKEHUX BaJ PO3BUTKY.

CnouTaHHi BUKUAHI Oynu 3apeectpoBaHi y 42,5% BariTHUX, sIKi 3aCTOCOBYBaIM HU3bBKi 103U
MeToTpeKcaTy (MeHule 30 Mr Ha TUXKOEHB), IPoTH 22,5% y MallieHTOK, IKi 3aCTOCOBYBAJIX iHIIT
Ipenapary.

3HayuHi BpoaXeHi nedeKTu BUHUKAIH Y 6,6% XKUBOHAPOIXKEHUX [iTel, MaTepi SKUX
3aCTOCOBYBaJIM HU3bKIi 103U MeTOTpeKcaTy (MeHIIe 30 MI Ha TUK[eHb) B IIepiof BariTHOCTI, IPOTU
npu6nu3Ho 4% KUBOHAPOMXKEHUX [iTel, MaTepi SKMX 3aCTOCOBYBaJIM iHIIIi ITpemapaTH.

HepocTaTHBO maHUX 1010 3aCTOCYBaHHA B I1€Piof BariTHOCTI METOTpeKcaTy B fo3ax noHan 30 Mr Ha
TUXK[EeHb, ajlle 0UiKyEThCS OiNIbII BUCOKUY piBeHb CIIOHTAHHUX BUKU[HIB Ta BPOIKEHUX BaJl PO3BUTKY.
[Ipu npunuHeHHI 3aCTOCyBaHHA METOTPEKCATy OO0 3a4aTTs IIOBIJOMIISIN IIPO HOPMAaJIbHY BariTHICTh.

[Ipu 3acTOCyBaHHI 3a OHKOJIOTIYHMMHU ITIOKa3aHHIMU METOTPEKCaT He CIIiJI BBOOUTHU B IIEPIOf



BariTHOCTI, 30KpeMa IIPOTSATOM IIEPIIOT0 TPHMECTPY BariTHOCTI. Y KOKHOMY KOHKPETHOMY BUIIAIKY
HeoOXiTHO 3BaXKUTH KOPUCTh Bifl TiKyBAHHS Ta MOXKIUBUY PU3UK OJIA IjIofa. SKIIO mpemapaT
3aCTOCOBYIOTH B Iepiof BariTHOCTI a00 SKIIO MallieHTKa, KA JIIKYeThCSI METOTPEKCATOM, 3aBariTHie, ii
HeoOximHO TpoiH(opPMyBaTH PO PU3UK HETAaTHBHOI'O BINIMBY METOTPEKCATY Ha ILTf.

T'ogyBaHHA TPYAOIO0

OCKiIbKY METOTPEeKCaT eKCKPETYEThCSA Y TPyIHE MOJIOKO Ta MOXKe CIPUYUHUTYA TOKCUYHUY BIJIUB Ha
HEMOBJIAT, 5IKi Iepe0yBaloTh Ha 'PYAHOMY BUTONOBYBaHHiI, METOTPEKCAT IPOTUIIOKA3aHUY B IIepion
rofyBaHHS IPyAnio (ouB. po3min «IIpoTunmokasaHHI»). KO 3aCTOCYBaHHS IIpenapaTy B Iepiof
TOOyBaHHS I'PYANI0 € HeOoOXiMHUM, TONyBaHHS TPYAAI0 HeoOXigHO IPUINHUTY Iepef 04aTKOM
Teparil.

PenponvkTuBHa QVHKIIA

MeToTpeKcaT BIUIMBA€E Ha CIiepMaToreHes i 0oreHe3 i MoXKe 3HUXKYBaTU (GepTUIbHICTh. [loBimoMsany,
10 y JII0IeX MeTOTpeKcaT MOXKe BUKJIMKATHU OJIIr0CIepMilo, IIOPYIIeHHSI MEHCTPYaIbHOTO LIUKJITy Ta
ameHopero. B GinbInocTi BuMagkiB 11i epeKTH BUABISIOTHCS 000POTHUMM IIiCTIS IPUITMHEHHS Tepartil.

[Ipu 3acTOCyBaHHI METOTPEKCATY 3@ OHKOJIOTIYHUMU II0OKAa3aHHAMHU KIHKAM, AKIi IIJIaHYIOTh
3aBariTHITH, PEKOMEHI0BaHO 3BEPTATUCS [0 LIEHTPiB TeHeTUYHOT0 KOHCY/IbTYBaHHS, 0axkaHOo IIie [0
IIOYaTKYy Tepallil, a Y0JI0BiKaM CJIif PO3TISHYTHA MOXKJIUBICTh KPIOKOHCEPBAIlil CIEPMU [0 TOYaTKy
Teparii, OCKilIbKu MeTOTpeKCcaT ¥ BUCOKUX 103aX MOXKe OyTU reHOTOKCUYHUM (OUB. PO3MiT
«Oc00IUBOCTI 3aCTOCYBaHHS»).

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepysaHHi aeBmompaHcnopmom abo iHwumu
MexaHiamamu.

[Tpu niKyBaHHI METOTpPEeKCaTOM MOXKYTb CIiocTepiraTucs Taki nmobiuxi epekTu 3 60ky LIHC 5K
CTOMJTIOBAHICTb i CIIJTyTaHiCTh CBimoMocCTi. MeToTpekcat «EGeBe» YMHUTE caOKuil abo moMipHUN
HECIIPUSATIUBUIM BIIJIUB HA 3MATHICTh KEPyBaTH aBTOTPAHCIOPTOM abo iHIIMME MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.

IlonepenxkeHHI

Ilo3y ciif KopuryBaTH BigIOBiIHO [0 IJIOLII TOBEPXHI TiNla, SKII0 METOTPEKCAT 3aCTOCOBYETHCS IS
JIiKyBaHHSA NyxiuH. [Ticis 3acToCyBaHHS HEIIPaBUJILHO PO3pax0BaHUX 403 IIOBIIOMIIAIOCE IIPO
BUIIQ[IKX iHTOKCHKAIIil 3 JIeTaTbHUM HaCJIiAKOM. MeuuHUM IepCoHal i IallieHTH TIOBUHHI Oy TH
IIOBHICTIO TPOiH(OPMOBaHi PO TOKCHYHI e(PeKTH.

IJo3a MeTOTpeKcaTy SIK YacTHHA IoJiximMioTeparii 3709KicHUX MyX/IuH a00 paKy KpoBi 3a7eKUTh Bif
[IOKa3aHHY Ta BU3HAYAETHCS IHOUBINYAJIBHO IIICIIA OLIHKY 3arajJlbHOI0 CTaHy Ta II0Ka3HUKIB KPOBI.
[lo3w, 1110 BUKOPHUCTOBYIOTHCS B 3BUYAMHOMY PEXKHUMi TiKyBaHHSI METOTPEKCATOM, B PeXKUMI
JIIKYBaHHSI METOTPEKCATOM B HU3bKIU 1031 (pa3oBa mo3a Hux4e 100 Mr/M?) i BUCOKiU 0031 (pa3oBa
no3a moHapn 1000 Mr/m?2), 3anexkaTh Bifl BiIMIOBIGHOI CXeMHU J03yBaHHS.

Tomy HUXKYe3a3HaueHi JO3U CIIif pO3TNIsANaTy JIUIIe 9K peKoMeHpalil. [loTouHi mpoToKonu Teparil
OynmyTh HafaHi JIiKylouoMy TepareBTy 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 KambliymdoninaTtauii 3axuct. Kypc moBTopuTH
yepes 4-7 OHiB.

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

JIiKysaHHA MemompeKcamom y 8ucokux 003ax - nompibeH kaavyiymgposiHamuuil 3axucm:
1-12 r/m* (8/B, 1-6 rom). Kypc nosTopuTH Yepes 1-3 THXKHI.
CucreMHe (BHYTPIIIHHOBEHHE Ta BHYTPIIIHHOM 130B€) 3aCTOCYBaHHS METOTpPEKCcaTy

JIikyBaHHS MeTOTPEKCATOM y HM3bKiil (pa3oBa mo3a MeHme 100 mr/m” IT11T) Ta mOMipHO BHCOKi# f03i
(pa3oBa fgo3a ctaHoBuTh 100-1000 mr/m* IIIIT).

3nmosikicHi TpodobracTuyHi myxnuHU (H0OPOSKicHI rectauiHi TpohoOIaCTUYHI TYXITUHHY,
XOpioKapLrHOMA)

[TauieHTH rpyny HU3BKOTO 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 BifHOBIEHHSAM Tepallil micns 7-meHHOl
mepepBu. YIIPoooBxK 24 romuH Iicis MPOBeNeHHs TaKol Teparil CiIifg po3mnoyaTy Tepariio i3
3aCTOCYyBaHHSIM KaJsibllifo (oJTiHaTy.

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

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

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

Hexo0cKiHCbka Aim(poma: pa3osi [o3u MeToTpekcaTy 1o 120 mr/m” IIIIT y cknafi Kom6iHOBaHOi
Teparrii.

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

JIiKyBaHHS METOTPEKCATOM Y BUCOKHKX [103aX (pa3oBa J03a CTaHOBUTH oHam 1000 mr/M> TIIIT):

Hexo0uckiHcbKka aiMpoma, AKa NepesadcHo 10Kani3yemuca 8 OiAsAHYI UeHMpaabHol Hepeosoi
cucmemu (LIHC). [Ins niKkyBaHHS HEXOMAXKKIHCHKOI TiMGOMH, sKa MepeBaxKHO JT0KaIi3yeThCA B OiMSHIN



LIHC, HEMa€ equHOL CXeMU Tepallil Ta Jo3yBaHHS. Y JOCIiIXKEHHSIX BHYTPIIIHbOBEeHHE BBEIEHHS
MeTOTpeKcaTy B fo3ax moHaiMerme 1500-4000 mr/m” IIIIT 6y1o epeKTHBHAM y BUTTIANI Pa30BOi
03U IIPOTSATOM [EKiNbKOX LMKIIIB IK MOHOTeparist abo B KoMOiHallii 3 mpoMeHeBOI0 Teparieio Ta/abo
BBE[IEHHSM METOTpeKCaTy IHTpaTeKaJbHO 3 IHIIUMHU XiMiOTEepalleBTUYHO aKTUBHUMU JIIKapChbKUMU
3acobaMu.

T'ocmputl aimgpobaacmuutl netikos. I'octpuit niM$poOnacTHU TeHK03 Y JOPOCINX: Pa30Bi 103U
MeToTpekcaty mo 1500 mr/m” ITIIT y cknafi KoMGiHOBAHOI Tepaitii.

TocTpuit niMmdoOracTHUM JTeMKO3 y [iTel Ta MiMiTKiB: 3BUYalHi pa30Bi HO3K 3HAXOASITLCS B
miama3oni 1000-5000 mr/m* TITIT y CKJafii KoMOGiHOBaHOI Tepartii.

IHTpaTeKaHbHe BBEJEHHSsI METOTPEKCaTy

[HTpaTekanbHe BBEIEHHSI METOTPeKcaTy 0yno eeKTUBHUM OJIsi MPODiTaKTUKK Ta JTiKyBaHHS
KapIIMHOMaTO3HOT0 MEHIHTITy abo s mikyBaHHS NepBUHHOI lepebpanbHoi miMmdomu [THC.

[Tpu iHTpaTekanbHOMY BBEe[IeHHI METOTPEKCAT CIIiJ HO3yBaTH BigIOBIHO [0 BiKY, OCKiIbKY 00’ €M
CIIMHHOMO3KO0BOI piguuu (CMP) GinbIl TiCHO KOpEToe i3 3aIesKHUM Bif BiKy 06’eMOM MO3KY, HiX i3
TIJIOLLEI0 TTOBEPXHI Tifa.

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

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.

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

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

Yac, yacToTa Ta TPUBAJIICTh iIHTpaTEKaJIbHUX iH €KII METOTPEKCaTy BU3HAYAITLCS JTIKYIOUUM
JliKapeM 3 ypaxyBaHHSM IIPOTOKOJIIB CIeIliaJIbHOI Teparlil Ta KOXKHOI KOHKPETHOI CUTYallil.

[TomepemXeHHs: TPemapaTH, 0 MiCTSITh METOTPEKcaT, Ta/ab0 POIYUHHUKH, SIKi MICTATH
KOHCEPBAHTHU, He CJIifl 3aCTOCOBYBATH iHTpPaTeKanbHO ab0 y BUCOKMX [03ax!

JIixyeaHHA nayieHmis i3 nopyweHHAMU PYHKUiT HUPOK.

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

KnipeHC KpeaTuHiHY (MJI/XB) [% Bin CTAHIAPTHOI 03U
> 80 [loBHA mo3a

80 75

60 63

50 56

< 50 MIPOTUIIOKA3aHO




[lo3y8aHHA npu aymoiMyHHUX 3aXB80PHOBAHHAX
BaxkinuBe nmonepeKeHHd 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, BKIIIOYalOUy JeTalbHUM HACTIIOK.

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

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

Crip perynsipHO POXOAUTH OTJISAT JIiKapeM.

EO3¥B8.HHH OJId XBOPHUX Ha [leBMaTOiEHHfI dPTPUT

I BuSBIeHHS crienudivyHux mobiunnx eQeKkTiB 3a TUKIEHD [I0 IIOYATKY Tepalil peKOMeHIYEThCS
IlapeHTepanabHe BBEIEeHHS TECT-O03H.

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

Bigmosigs Ha Tepamiio MoXKHa 04iKyBaTH IPUOIU3HO Yepe3 4-8 TUXKHIB.

[Ticnsa mocsirHeHHs 6aXKaHOTO pe3yJIbTaTy JiKyBaHHS, 003y IOCTYIIOBO 3MEHIIYIOTh 10 MiHiMabHOI
MOXKJIMBOI e(eKTHUBHOI MiATPUMYI0Y0]1 T03H.

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

PekoMeH0BaHa f03a cTaHOBUTH 10-15 Mr/M° IIJIOIIi TOBEPXHI Tifla Ha TUXKIEHb.

YV BaxKKMX BUIAJKax, IOTUXKHEBa N03a MOxKe OyTH BHIIOI0 Ta CTAHOBUTHU 10 20 Mr/M? IJIOIIi MOBePXHi
Tisla Ha TUXKOeHb. [Tpu Teparmii TaKUMM BUCOKHMMM [103aMU CJIif] YacCTillle MPOBOOUTHA MOHITOPUHT
ctaHy nanierTa. OCKiTbKY JaHUX II0J0 BHYTPIIIHHOBEHHOTO 3aCTOCYBaHHS JIiKapChKOT0 3ac00y HiTAM
Ta MifJIiTKaM HEeJOCTAaTHLO, LIil TPYIIi al[leHTiB PEKOMEHAYEThCS IIPOBONUTH MIiAMIKIPHI Ta
BHYTPIIIHBOM 13081 iH'€KIIil.

[Tamientam 3 FOIA cmif 3aBKAu 3BEpTATUCS [0 JTiKaps-peBMaTosIora, IKUM Creliani3yeTbCs Ha
JIIKyBaHHI [IiTel Ta MigJiTKiB.

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

,ﬂO3yBaHHH OJIA XBOPUX 3 BA2KKHMU QhOpMaMI/I HCOQi&Sy Ta HCOQiaTI/I‘-IHOT'O dPTPHUTY

PekxoMeHOyeTLCS BBOOUTH TECT-I03Y 5-10 MT mapeHTepanabHO 3a TUXKIEHb A0 MMOYaTKY Teparril Ta
KOHTPOJTIOBATH CTAH MalliEHTa AJIsT BUSIBIEHHST XapaKTepHUX Mo0iuyHuX epekTiB. PeKoMeHI0BaHa
II04YaTKOBa [103a CTAHOBUTL 7,5 MI' METOTPEKCATY, SIKy BBOOSATh OOUH pPa3 Ha TUXKAEHb MiAIIKIPHO,
BHYTPILIHEOM'sI30B0 @00 BHYTPIIlTHROBEHHO.



o3y MOXKHa ITOCTYIIOBO 30iIbIITyBaTH: 3a3BU4Yall MaKCUMalbHa IIOTHXKHEBA 03a - 25 MT
MEeTOTpPEKCaTy.

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

Bigmosigs Ha Tepamito 3a3BUYall MOXKHa 04YiKyBaTy IpUONIU3HO Yepe3 2-6 TUKHIB.

[Ticnsa mocsirHeHHS 6aXKaHOTO pe3yJIbTaTy JiKyBaHHS O03Y IOCTYIIOBO 3MEHIIYIOThH 10 MiHiMabHO
MOXKIMBOI e(eKTHUBHOI MiATPUMY040]1 103H. []03y 3a He00XiAHOCTiI MOXKHAa 30iNbIITyBaTH, 3@ YMOBH II10
BOHA He IePeBUIllye MaKCUMabHy PEKOMEH0BaHy 003y 25 MI Ha THXKOEHb. Y IesSKUX BUHATKOBUX
BUIIAJKaX BUIA J03a MoxXKe OyTH KJIiHiYHO BUIIpaBfaHa, ajie He IIOBUHHA IIePEBUIIyBaTU
MaKCHUMaJIbHy IIOTUXKHEBY 103y 30 MI MeTOTpeKCcaTy, iHaKIle TOKCUYHICTh IIOMITHO 3pOCTaE.

JIiKysaHHA nauieHmis i3 nopyweHHAMU QYHKUil neviHKu. MeToTpekcaT «EGeBe» HEOOXigHO 3
00epexkHiCTIO, JIUIIIE ¥ pa3i KpaiiHboi HeoOXiMHOCTI, Mpu3HaYaTH MallieHTaM 3i 3HaYHUMHU
NOpYyIIeHHAMY QYHKIIN MediHKY (HasBHUMU a00 B aHaMHe3i, 0COOJIMBO CIIPUYUHEHUMHU
37I0BXKMBaHHSM aJKoroyieM). MeToTpekcaT He MOXKHa 3aCTOCOBYBATHU IpHU piBHi Oimipybiny > 85,5
MKMOJIB/TI.

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

IMauieHmu, y AKUX Has8HUU mpemil npocmip piOuHu 8 op2aHi3mi (na1espasvHull 8BUNiM, acyumu,).
OCKIinbKY y NaLli€HTIB 3 HagBHUM TPETIM IIPOCTOPOM PiAVWHM B OpraHi3Mi Iepiof HamniBBUBEOEeHHS
MOXKe TTOOBXKYBaTUCS ¥ 4 pa3u MOPiBHSHO 3 HOPMaJIbHOI0 TPUBAJIICTIO, MOXKe BUHUKHYTHU IOTpeba y
3MEeHIIEHH] 1034, a iHOfi - y IPUIIMHEHH] BBeIEHHSA METOTPEKCaTy.

Cnocib 3acToCcyBaHHS

[ BHYTPIIIHROBEHHOI'0, BHYTPILIHHOM I30BOT0, BHYTPILIHbOAPTEPiaIbHOI0, IHTPAaTEKaIbHOI'0 Ta
IHTpPaBEHTPHUKYJISIPHOTO0 3aCTOCYBaHHS IiC/IST PO3BEEHHS.

Jlikapcekuii 3acib MetoTpekcaT «EGeBe», KOHIIEHTPAT IJIsT pO34YuHY st iHdy3i, 100 mMr/m, cin
mepeq 3aCTOCYBaHHSIM PO3BECTH CTaHAAPTHUMH iHPY31MHMMU PO3UYMHAMY BiJIIOBIOHO [0 PEXKUMY
Teparil Ta yacy iH¢ys3ii. KoHIleHTpaT po3BOAsATh PO3YMHOM TJII0K03U ab0 ¢i3ioorivHuM PO3YrHOM.
4K npaBUo, BBOOATH IIpenapaT KoHIeHTpauieo 1- 2 %.

Taki po34nHU METOTPEKCATy 3a/nIIaiThCs CTabibHUME TPH TeMiiepaTypi 25 °C (kKiMHaTHi
TeMIlepaTypi) mpoTAroM 24 rofguH He3aJiexKHO Bifi TOro, 30epiraeThcs BiH B 3aXUIIEHOMY Bif CBiT/Ia
micti yu Hi. [Tpu Ginbin TpuBanomy 4aci iHdyail cnig 3aminuTu dnakoH ansg iHdys3ii.

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

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

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



Iosu moran 100 mMr/m* 3a3BM4ail BBOAATh Y BUTJISAMI BHYTPIIIHB0BEHHO] 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 ITPOTOKOJIaMU Tepailil.

Ilepedo3yeanHs.

[licnsipeecTpaliHUK JOCBIA 3aCTOCYBaHHSI METOTPEKCATy CBIMUUTH IIPO Te, 110 BUIIaAKHU
[Iepeno3yBaHHS MEeTOTPeKCaTy BigMidasucs K IIiC/Is IepopasibHOro, Tak i mcisa
BHYTPIIIHbOBEHHOT0, BHYTPIiIIHEOM 130BOT0 a0 iHTpaTeKalbHOTO BBeleHHS. TaK0XK IOBiOMIISAIOCS
IIPO BUIIAAKU Ilepefo3yBaHHS [IPU IIOMUIKOBOMY IIepOpaibHOMY IPUMOMI MeTOTPEeKCaTy LIONHS
3aMicTh 1 pa3y Ha TUXKAEHb (y BUTJIAL 3arajbHOI 103U ab0 Y BUTIISAAL OEKiNbKOX OKPEMHUX [03).

Cumnmomu nepedo3ysarHs. Ilicns mepopanbHOTo ab0 BHYTPIIIHROBEHHOT'O BBEIEHH S
CIIOCTEPIralThCS MePEBaXKHO CUMIITOMHY, IIOB’I3aHi 3 IPUTHIYEHHIM CUCTEMU KPOBOTBOPEHHS Ta
TPaBHOI cucTeMu. CUMIITOMaMH € JIEHKOITUTOIIeHisT, TPOMOOIIUTOIIeHisI, aHEMisl, TaHIIUTOIeHis,
HEUTPOIEHisI, MyKO3UT, CTOMATUT, BUPa3KOBe YpakKeHHS CIIM30BUX 000JIOHOK POTOBOI IIOPOKHUHH,
HynoTa, 671I0BaHHS, BUPA3KOBE ypaxKeHHS IITYHKOBO-KHIITKOBOTO TPAKTY Ta IIJTyHKOBO-KUILIKOBI
KPOBOTeUi. Y JedKUX NallieHTiB 03HaKU l1epefo3yBaHHSI MOXKYTh OyTU BiCyTHI. € OBiIOMIEHHS IIPO
JleTabHUM HACIiMOK OJ1s MalliEHTiB BHACIIOK CETICUCY, CEITUYHOIO II0OKY, HUPKOBOI HEIOCTATHOCTI
Ta alJIacTUYHOI aHeMil.

Y pazi nepemo3yBaHHs Mic/s iHTPATEKAIbHOTO BBeIeHHS 3a3BUYall BUHUKAIOTh CUMIITOMH 3 OOKY
LITHC, a came ronoBuu#t 0iib, HymoTa Ta 6/10BaHHS, CyqoMu ab0 Hamafy Ta roCTpa TOKCUYHA
eHiedanonartis. B gesikux BUIIagKax CUMIITOMH He CIIOCTepPiraauch. B iHIMX BUlagKax
nepeno3yBaHHS IIiC/IS iHTpaTeKaJlbHOTO BBEIEHHS MaJjio JieTaJbHUU HACiIO0K; IIOBIAOMIISAIOCH IIPO
MO3KOBY I'PUXKY Ta 30i/IbllIeHHS TUCKY CITMHHOMO3KOBOI PiANHMY, 5K i TPO TOCTPY TOKCUYHY
eHnedamonario.

Ipopinakmuka nepedosysarHs. IIpu BBeIeHHI METOTpeKcaTy B f03i moxap 100 mr/ m* IIIIT, Tepamito
HeoOXigHO CYIIPOBOIXKYBAaTH BBEOEHHSIM Kallbllil0 QOIIiaHTy.

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

JIikyBaHHSI CUMIITOMIB iHTOKCHKAIllii IPX OTPUHOMi METOTPEKCaTy Y HU3bKHX J03axX (OKpeMa [03a <

100 mr/m* TITIT), mo MoKHa HOSCHUTH DedilliToM TeTparinpodosieBoi KUCIOTH.

Cnip HeraliHo BBeCTH 6-12 MT Kanbliiio HomiHaTy BHYTPIITHROBEHHO a0 BHYTPILlTHEOM SI30BO 3
HACTYITHUM BBEJIEHHSM aHaJIOTiYHOI KiTbKOCTI Kasbliito QosiHaTy KifnbKa pa3iB (1loHaliMeHIIe 4 pa3u)
3 inTepBanoM 3-6 roguH. binei getanpHy iH(OPMALil0 IPO IHTEHCHUBHY Tepariio Kaiblioo GoaiHaToM
y pas3i CIIOBUIbHEHOI'0 BUBEJEHHS METOTPEKCATY IIifl Yac JiKyBaHHS METOTPEKCATOM Y IIOMIPHO
BUCOKMX Ta BUCOKUX [103aX OUB. V CIleliaJbHiN JIiTepaTypi.



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

[Tpu 3Ha4YHOMY ITepef03yBaHHI He0OXifHa TigpaTalis Ta MigIyKyBaHHS Cedi s MonepenkKeHHs
BUIIQMlaHHS B OCafl METOTPeKcaTy Ta/abo #oro MeTabomiTiB y HUPKOBUX KaHAJbIIX. AKIIO
IHTOKCHKallisl COpUYXHEHa AyXKe MIOBIIbHIUM BUBEJEHHIM (3BepTaTH yBary Ha piBeHb METOTPEKCaTy B
CHPOBATII KPOBi!), HampuKajl, BHACIIIOK TOCTPOI HUPKOBOI HEIOCTATHOCTI, CJIiJl TPOBECTH
reMmopiani3 Ta/abo remonepdysio. 3abe3neyuTy epeKTUBHUM KITipEHC METOTPEKCATy MOXKHA IUISTX0OM
IHTEHCUBHOTO IHTEPMITYIOYOr0 reMofiani3dy 3 BAKOPUCTAHHAM [iajli3aTopiB i3 BUCOKOK IIPOHUKHICTIO
(«high-flux»). 3BuuaiitEui reMopiani3 i IepUTOHeANbHUY [iasi3 He MOKPAIIyTh BUBEIEHHS
MeTOTpeKcarTy.

BunapxoBe nepeno3yBaHHA [IpY IHTpaTeKaJbHOMY BBEeHHI MOXKe BUMaraTu BXXUTTS IHTEHCUBHUX
CHCTEMHUX 3aXO[iB: CHCTEMHE, HeiHTpaTeKanbHe! BBeJIeHHS KaJlbllilo (OJIiHATy ¥ BUCOKUX [03aX,
TYKHUY Aiypes i MBUAKKAY OpeHaX CIIMHHOMO3KOBOI PifMHU Ta BEHTPUKYIonioMbanbHa mepdy3is.

ITo6iuni peakuii.

YacToTa i TAXKKIiCTh TOOIYHUX peakKIlilf, K IpaBuUiio, 3ajieXkaTh Biff 403H, CII0CO0Y 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 KOHTPONb 3 00Ky
nikapsi. Binpimicts no6ivHMX peakiliit € 000POTHUMMU IIPH iX BUSBIIEHH] Ha paHHiM cTapii. OgHak mesiki
3 TSIKKUX [TOOIYHUX peaklliif, Ha3BaHUX HUXKYe, MOXKYTh B IykKe PifKiCHUX BUIagKaX IIPU3BECTH [0
PaIToBOrO JIeTaJIbHOI0 HACIIIKY.

[Tpy BUHUKHEHHI MOOIYHUX peakIii iy 3MEHIIUTH 003y, SKIIO I1e HeoOXimHO, 3a/Ie3KHO Bifl TSIKKOCTI
Ta iIHTEeHCUBHOCTI, a00 MPUIHUHUTHU TEPAIIii0 i BXXUTU HaJIeXKHUX 3aX0MiB (IUB. PO3/Iisn
«Ilepeno3yBaHH»). AKIO0 NiKyBaHHSI METOTPEKCATOM IIOHOB/IIOETHCS, MO0 CJIil MPOJOBXKYBaTH 3
00epexkKHiCTIO, 3a YMOBH PETEJIbHOI OLIIHKY HeOOXiIHOCTI Teparil Ta MigBUIEHO0I MUIBHOCTI II0A0
MOZKJIMBOTO PELUONBY TOKCUYHOTO BILJIABY.

Mienocymipecis i 3ananeHHs CIU30B01 000JIOHKH, K IIPABUJIO0, € H030JIIMITyIOUMMHU TOKCUUHUMU
edexTamu. X TAKKICTD 3aI€KUTh Bif A0O3H, CIIOCO0Y i TPUBAJIOCTI 32CTOCYBaHHS METOTPEKCATY.
3ananeHHs CIU30BOi 000JIOHKY BUHUKAE MPUOIN3HO Yepe3 3-7 OHIB Mic/is 3aCTOCYBaHHS
MEeTOTpPEeKCaTy, TeUKOomeHis i TPOMOOLMTOIEHisT BUHUKAE Yepe3 5-13 OHIB micis 3aCTOCyBaHHS
MeToTpeKcaTy. Mienocympecis i 3ananeHHs ClI130B01 000JIOHKK 3a3BUYall MUHAIOTh MPOTATOM 14
[HIB y MALIEHTIB 3 HEIIOPYIIEHNMHU MeXaHi3MaMU BUBEIEeHH.

Hattuacrime moBigomiIsig Ipo Taki moOiyHi peakirii, Sk TPOMOOITUTOIIEHIs, IEHKOIIEHisT, CTOMATHT,
Oinb y 2KMBOTIi, aHOPEKCisl, HyfoTa i O/1f0BaHHS, 3aMajeHHs Ta BUPa3Ky CIM30B01 000JIOHKH
ITOPOXKHKUHY POTa Ta ropiia (0CoO6MMBO MPOTATOM Iepinx 24-48 roguH Mmicis BBEJeHHS
METOTpPeKCaTy), MiABUILEHHS PiBHIB Me4iHKOBUX (pepMeHTIB Ta 6inipyOiny, 3HUKEHHS KITipeHCy
KpeaTHHiHY, BTOMa Ta He3[yXKaHHS. Bupa3ku ciIu30B0i 000JI0HKY IIOPOKHUHU POTa 3a3BUYail €
IIEPIINMHU KITIHIYHMMY O03HAaKaM{ TOKCUYHOCTI.

3HauyeHHS 4aCTOTH BU3Ha4Y€Hi 3 BUKOPUCTAaHHSIM 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 - OIepi3ylouuil Nulllali; He4acCTO - OIOPTYHICTUYHI iH(deKIii, IKi MOXKYTh



OyTu JTeTalbHUMHU; PiKO - CENCUC (BK/II0Yal04y JIeTallbHi HAaCMigK®); OyXKe PigKo - HOKapMios,
ricTomnna3Mo3, KpUITOKOKOBUY MiKO3, TEAaTUT, COPAUYMHEHUM BipyCOM IIPOCTOT0 repIrecy, Po3CigHe
ypazKeHHS BipyCOM IIPOCTOTO TepIiecy, HUTOMETraloBipyCHI iHGeKil (BKI0Yalyy THEBMOHIIO),
ITHEBMOHIs, CIpUUYMHEHa BipycoM pneumocystis jirovecii. YacToTa HeBijoMa: THEBMOHI,
peakTuBallig renatuty B, 3aroctpeHHs renaTturty C.

LlobposkKicHi, 3105KicHI ma HecheuugpiyHi HoBOyMBOpeHHA (BKAHUAOYU Kicmu ma noainu): He4acTo
- 3JI0IKICHI HOBOYTBOPEHHS; OyXKe PIOKO - CUHOPOM JIi3UCY IIYXJIUHU.

3 60Ky cucmemu Kpo8OmMEOPeHHA ma AiM¢pamuyHoi cucmemu: TyXKe 4acTo - JTeUKOIIeHis,
TPOMOOLIUTOIEHis; 4YaCTO - aHEMis, TAHIUTOIIEeHis, Mi€JIOCYyIIpecisi, arpaHyJIOIUTO3; PidKO -
MeranobacTHa aHeMisl; yXKe PiAKo - aljlacTUYHa aHeMis, e03nHOo(Disisg, HeUTPOIeHis,
niMmdapgeHomnaTis (4acTkKoBo 000poTHA) Ta JiMdomnporidhepaTHBHI po3nany (4acTKOBO 000POTHi).

3 6oky iMyHHOI cucmemu: HeYaCTO - aJiepPriuHi peakxiii, aHadiTaKTUYHUH 10K, TPOMACHULIS,
iMyHOCYyTpecist; oyxKe pigko - rinoramarao0yniHemis.

ITopyweHHs 06MiHY pevoBUH i XxapyyBaHHsA: HEYACTO - I[yKPOBUil miaberT.
ITcuxivyHi po3aadu: HEYACTO - OeTpPecis; PiKo - KOJIMBaHHS HaCTPOI, MUHYIII PO3/Iafyl YyT/IUBOCTI.

3 boky Hepeoeoi cucmeMu: IyxkKe YacTo - TOJIOBHUIM 0iflb, 3alTaMOPOYEHHS; YaCTO ~-BTOMA, COHJIUBICTB,
napecTesii; He4acTo - CyAoMH, eHIledanomnaris/neiikoennedanonaris (y pasi mapeHTepanbHOT0
3aCTOCYBaHHS), reMinapes, CIIyTaHICTh CBIIOMOCTI; PiKO - apes, po3jiafu MOBJIEHHS, BK/II0Ya4u
nu3apTpito i adaszito, Mienonaris (micis momMOanbHOTO 3aCTOCYBaHHS); AykKe PiAKo - He3BUYalHe
KpaHia/libHe CEHCOPHE CIIPUMHSATTS, MiacTeHist, Oiyb y KiHIiBKax, IIOPYILIEHHS CMaKy, TOCTPUM
ACeNTUYHUM MEHIHTIT 3 MEHIHTi3MOM; YaCTOTa HEBiloMa - HEUPOTOKCUYHICTh, apaxXHOIIHUT,
naparnieris, CTyImop, aTakcis, feMeH1is, 30i/bIIeHHS THUCKY CIIMHHOMO3KO0BOI PiiMHMU TiC/Isa
iHTpaTeKaIbHOTO BBEIEHHS.

BHyTpiuTHROBEHHE BBEIEHHS METOTPEKCATY TAKOXK MOXKE ITPU3BECTH IO TOCTPOro eHuedamirty i
roCcTpoi eHlledanomnarii 3 T1eTaJTbHUM HACITiZKOM.

3 60Ky op2aHie 30py: YACTO - KOH IOHKTUBIT; PiKO - TIOPYIIEHHS 30PY (3aTyMaHEHHS 30Dy,
IIOMYTHIHHS 30pYy), BaXKKa JU30IIis HEBiOMOI eTioNoril; fyXKe pigko - nepiopOiTanbHu HAOPSIK,
6nedaput, cnpo3oTeya i CBiTI00053Hb, MUHYIIA CIIIIIOTa, BTPATa 30py.

3 60Ky cepus: myXxe pPigKo - MIepUKapOuT, eKCyOJaTUBHUYN TePUKAPOUT, TaMIOHAA TOPOXKHUHU
nepuKappa.

3 6oky cyOuHHOi cucmemu: HEYacCTO - BACKYJIT, alepriuHuil BaCKYJIiT; PiKo - apTepiaibHa
rinorensis, TpoM60oeMO0TiuHI gBUIA (BKI/II0YaOUX apTepiaibHuN TPoM0O03, TpoMO03 CynUH
TOJIOBHOTO MO3KY, TpoMO0o(ebiT, TpomM603 rmubOoKuxX BeH, TPOMOO3 BeH CiTKiBKHU i TIereHeBy
eM0071i10).

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0HOI KAimKu i cepe0oCMiHHA: OyXKe 4acTo - KallleJlb,
YacTo - JIeTeHEeBl YCKIIaJHEHHS Ha OCHOBI IHTePCTULIaJIbHOTO0 [THEBMOHITY, aJIbBEOJIITY, SIKi MOXKYThb
MaTH JieTaJlbHUU HaCifoK (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS »); He4acCTo - JiereHeBui Gpibpos,
IIJIEBPHUT, PiAKO - PapuHTiT, 3yIIMHKA AUXaHHS, lereHeBa eMOOTis; OyXKe PiAKo - XpoHiYHe
iHTEpCTUIliabHEe 0OCTPYKTHBHE 3aXBOPIOBAHHS JIeTeHb, aCTMOIIOAIOHI peakilil 3 KalieM, 3aHUIIKOI0
Ta aTOJIOTIYHUM Pe3y/IbTaTOM TECTY JIeTeHeBOol (HyHKIIil, THEeBMOLUKXCTHA THEBMOHIS; 4acToTa
HeBifloMa - 6inb y IpyOsx, TIilOKCis, TereHeBa anbBeosispHa KpoBoTeua (IIOBigOMIISIETHCS TIPH
3aCTOCYBaHHI METOTPEKCATy 3a PEBMAaTUYHUMHU Ta [10B’I3aHUMU ITOKa3aHHIMU).



3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: MyKe 4acTo - CTOMATUT, Oifib Y JKMBOTI, aHOPEKCis, Hy0Ta,
6rmroBaHHS, miapest (0CO0IMBO IPOTATOM IepIIKX 24-48 TOOUH Mic/s BBEOEHHS METOTPEKCATy);
HeYacCTo - [IITYHKOBO-KUIIKOBI BUPa3Ky i KPOBOTEYi, TAHKPEATUT; PIIKO - EHTEPUT, TIHTIBIT, MEJIEHa;
IyKe PifKo - KpuBaBe OJIIOBAHHS; YaCTOTa HeBimoMa - HeiHQEKI[INHUY TePUTOHIT, TOKCUYHUN
MeTraKo0JI0H, Tepdoparlisi TOBCTOI KUIIKH, TJIOCHT.

3 60Ky oc08408UBIOHUX WAAXIB: TyXKe YaCTO - 30iIbIIeHHST aKTUBHOCTI MediHKoBUX GepmenTiB (AJIT
(GPT), ACT (GOT)), nyxHoi ¢ocdarasu Ta 6imipybiHy; HEYACTO - T€IIAaTOTOKCUYHICTh, JKUPOBI
TIePEeTBOPEHHS MEeYiHKU, XPOHIUHUHN (iOp03 MeUiHKY i IIUPOo3 MeviHKy, 3HUKEHHS CHPOBATKOBOT'O
anbO0yMiHy; PiIKO - TOCTPHY TelaTUT; OyXKe PiAKo - TOHOBIEHHS XPOHIYHOT'0 TeaTUTy, TOCTPUMI
HEKpO3 IIeYiHKHU, TOCTPE 3aXBOPIOBAHHS MEYiHKH, ITIEYiHKOBAa HETOCTATHICTE.

3 60Ky wkipu ma nidwKipHOi HcUPOBOi KAIMKOBUHU: IyKe YacCTOo - aJoMellisl, 4acTo - eK3aHTeMa,
epuTeMa, cBep0ixkK, BUPa3KHX Ha IIKipi; HeYacTO - TSIXKKi TOKCUYHI IPOSIBYU: TePIETUYHUN IIKIPHUM
BucHIl, cuHAPoM CTiBeHca-[[2)KOHCOHA, TOKCHUYHHUU elMifepManbHU HeKpoi3 (cuHapoM Jlaiiemnna),
KPOTIMB'THKA, TOCUJIEHHS MirMeHTallil IKipyu, HOXyb03, 60TicHI epo3ii mcopia3y, mopyieHHs
3ar0€HHS PaH, peakllii CBITI0YYTIUBOCTI; piAKo - akHe, BUPa3KU LIKipu, CUHIIi, epuTeMa, 60JicHi
epo3ii 1copia3y, mocuneHHs MirMeHTallii Hirtis, oHixomi3uc, 30iNbIIeHHS peBMAaTUYHUX BY3IIiB; TyXKe
pinko - QypyHKYIbO3, TeleaHTieKTasis, rocTpa IapaHixis; YacToTa HeBijoMa - IIKipHi peakilii, 1110
CYIIPOBOIXKYIOThCS €03MHOOINier0 Ta cucteMHEuME nposiBamu (DRESS), nepmatur.

3 60Ky ckesnemHo-M’ 5130801 cucmemu i CnoAy4YHOI MKAHUHU: HEYACTO - apTparis/Mianris,
OCTEOII0PO3; PIAKO - IIEPEJIOM V 3B’A3KY 3 HAllPyXKEHHAM; 4acTOTa HeBIloMa - OCTEOHEKPO3 IIeJIen
(BTOpMHHUY BigHOCHO JiMdonportidhepaTUBHUX PO3JIafiB, M'A30Bi ClIa3MHU.

3 60Ky HUPOK Ma ceyosuBiOHUX WAAXi8: MyXkKe YacTo - 3HUKEHHS KITpeHCY KpeaTUHiHY; HEYACcTo -
TsKKa HedpomaTisg, HIPKOBa HEAOCTATHICTh, IMCTUT 3 BUPA3KOI0, IOPYIIEHHS CEYOBUITyCKaHHS,
OU3ypisi, OMirypis, aHypis; PiOKo - rinepypuKeMis, MigBUIIEHHS KOHIIEHTPAallil CEHOBUHHU i KpeaTUHIHY
B CUPOBATIi KPOBi, a30TeMis; AyXKe PigKo - reMaTypis, IpoTelHypis.

Bazimuicmb, nicasanoaozo8utl nepio0 ma nepuHamaavHi CMaHu: He4acTo - BPOAKeHi BaAu IIJIOAa;
pimko - abopT; myxKe pigKo - NeTanbHUM HACIIMOK [ III0/a.

3 60Ky penpodykmueHoi cucmemu ma MO/A0YHUX 3d/103: HEYACTO - BaTriHaIbHi BUPA3KU Ta
3alajieHHs; PigKo - MUHYIIA OJIIrOCIIEPMis; AyXKe PiAKo - MOPYIIEHHS 0BOreHe3y/ cliepMaToreHesy,
iMmoTeH1isg, 6e3Mnigns, BTpaTa Nibifo, BUAIIEHHS 3 MMiXBY, IOPYIIeHHS MEHCTPYabHOTO IIUKITY,
po3agy LMKIy, TIHEKOMACTisd; YacTOTa HeBifoMa - epeKTUJIbHA OUCPYHKIIIS.

3azanvHi nopyweHHA ma 3MiHU 8 MiCUi 88e0eHHA: IyXKe 4acTO - BUCHAXKEeHHS, He3AyKaHHS; He4acTo
- TipeKcis, IpX BHYTPIIIHbOM S30BOMY BBeIEHHI MeTOTpeKCcaTy MOKJIMBI MicleBi mo0iuHi peakiiii
(BiguyTTs meuinHA) abo ymKomxKeHHS ((GOpMyBaHHS CTEPUILHOTO abciiecy, pyiHyBaHHS KHAPOBO1
TKAHWHM) Y MiCIli BBEOEHHS; OyXKe PimKo - 03HOO0.

ITobiuHi peakuii npu iHmMpamexasavbHOMY 3aCMOCYBAHHI Memompekcamy

Tokcuunicts g LIHC, Moxk/uBa micisl iHTpaTeKalbHOT0 3aCTOCYBaHHS METOTPEKCaTy, MOXe
IIPOSIBJIITUCS 10-PI3HOMY:

- TOCTpUM XiMiYHUY apaxXHOIAXT (3amaneHHs TaBYTUHHOI 000JIOHKM), SKUM IPOSIBIIIETLCS Yepe3
TOJIOBHMUI OiNib, JOPCaNTiio, PUTIOHICTh MOTUIMYHUX M’S3iB i MPOMIaCHUIIO;

- IiATOCTpa Mienonaris, 10 XapakKTepu3y€eThCsl, HAIPUKIIaA, lapanape3oM/napaneriero (3a
y4acTio OMHOTO abo IeKiTbKOX KOPiHIIiB CIUHHOTO HEPBa);



- XpOHiuHa JerKoeHIledasonaris, Ka NPOSBISETHCS Yepes CITyTaHiCTh CBiIOMOCTi, OPaTiBIUBICTH,
COHJIMBICTB, aTaKCito, JeMeHLi, cygomu i komy. Lle orpyerns LIHC Moxe mporpecyBaT gati i
IIPU3BECTH [0 JIETAJIbHOT'O HACIIifKY.

IcHYIOTE IigTBEPAXKEHHS TOTO, 1[0 CYITYTHE YepeIHe ONMPOMiHEHHS Ta iHTpaTeKajibHe 3aCTOCYBaHHS
MeTOoTpeKcaTy 30i/blIye 4acToTy nerkoeHedamnomnarii. ITicis iHTpaTeKalbHOTO BBEIEHHS
METOTPEKCaTYy CIIi[l peTeNIbHO NEePEeBIPATH MallieHTa 00 MOXKJIMBUX 03HAK HEMPOTOKCUYHOCTI
(mompa3HeHHST MO3KOBUX 000JI0HOK, MUHYIIMY a00 IMOCTiMHUIM Maparsid, eHnedanonaris).

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

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

ITobivHi peakuii npu BHyMpiwHbOM 13080MYy 3ACMOCYBAHHI Memompexcamy

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

Tepmin npudamHocmi.

B opurinanbHi¥ ynakoBli — 3 POKHU.

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

30epiraTu y HeIOCTYITHOMY [JISI OiTeM MiCIii.

HecymicHicmo.

BimoMa HeCyMiCHICTb i3 CUTBHUMU 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 a0o MOMYTHIHHS PO3YUHY.

Lleit mikapchku¥ 3acib He MOXKHa 3MIITyBaTH 3 iHIUMMU JTiIKapChKUMM 3aCc06aMu.

VYnaxoBka.

ITo 1 mm (10 mr), mo 5 mn (50 mr) y pakoni; mo 1 ¢prakoHy B KapTOHHi# KopoO1i pa3om 3
IHCTPYKLI€I0 A1 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 'M6X

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Miclsi IPpOBaIXKeHHs MOro Tis/IbHOCTI.

MonpgseemTpacce 11, 4866 YuTepax am ATTtep3ee, ABCTpig



