OBIIASI XAPAKTEPMCTHKA JJEKAPCTBEHHOT'O IIPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
METOTPEKCAT, 10 mr wmu 50 mr, nuodmiau3aT Ul TPUTOTOBJICHHS pacTBOpa JUIA
MHBEKIUHN.

2. KAYUECTBEHHBII U KOJJUYECTBEHHBI COCTAB

OmuH (IaKOH COAEPKUT delicmaylowjee 6eujecmeo — METOTpeKeaT (B BUIE METOTpEKcaTa
HaTpus) — 10 mr wim 50 mr.

TTOMHBIH CITECOK BCIIOMOTaTeIbHBIX BEIIECTB CM. B paszene 6.1.

3. JEKAPCTBEHHASI ®OPMA

JInoum3aT 11st IPUTOTOBJICHUS PACTBOPA UL MHBEKIIHH.

l_[OpI/ICTaH Macca HJIKM IIOPOIIOK OT JKEJITOTO, OpaH)KeBOFO 0 )KeHTO-KOpI/I‘IHeBOFO IBE€Ta
HEOJHOPOJHON OKpPAaCKH, THTPOCKOITHYEH.

4. KINMHUYECKHUE JAHHBIE

4.1 Iloxa3zaHus K IPHUMEHEHHIO

IIpenapar MeToTpekcaT, nMO(HIM3AT [UIs TPUTOTOBICHHS pAacTBOpa ISl WUHBEKLHH,
NPUMEHSETCS y B3POCIbIX, MOAPOCTKOB U JeTeil oT 3 MecAneB (TOJbKO HHTPATEKaTbHOE
BBelleHUE, M pasnen 4.2, 6).

OnKonozuueckue 3a60.1e6aHuA

Mokasanusi K npuvMenennio MeToTpekcaTa B MHHUMAIBHBIX (<100 mr/m? niomann
MoBePXHOCTH Tesa) u cpeanebicoknx (100-1000 mr/m? muIomanay MOBEPXHOCTH Tella)
ao3ax: ,

mpogobracmuyeckue onyxoau (ny3vipHslll 3aHOC, XOPUOKAPYUHOMA)

KaK MOHOTEpAIUs y TAlMEHTOB C XOPOIIHM ITPOTHO30M («HU3KHH PHCK»),

B KOMOWHAIIMKA C APYTHMH [UTOCTATHUYECKUMH IpernaparaMd y MAlMEHTOB C «BBICOKHM
PHUCKOM »;

PAK MONOYHOU Dicesie3bl. B COYETAHWM C JPYTMMM IUTOCTATUYECKMMH Iperaparamu It
aIbIOBAHTHON TEPaJIMM TI0C/Ie PE3EKIMH OIYXOJH MIIM MACTIKTOMUH M Ul NaTHaTHBHOU
TEpaIuu;

KapyuHombvl 6 obracmu 20/1068bl U wiey: TaJLITAaTABHAS MOHOTEpANusl B METaCTaTHYECKOM
CTaJluU WU PEUUINB;

HeX0ONCKUHCKUE TUM@POMbL: JIEUCHUE HEXOMKKHHCKUX JIMM(OM CPeIHEro WM BBICOKOTO
YPOBHSI B COUETAHHUHU C IPYTHMH HUTOCTATHUECKUMH IIpernapaTaMu;

ocmpulil aumghobracmuviil netikos (OJIJ1): B KOHTEKCTE MPOTOKOJIOB JIEYEHUS B COYETAHHH C
JPYTHUMH [HMTOCTAaTUYECKHMMH TIpernapaTtamM Ui HWHIYKIMH DPEMHUCCHH, IOIIEPKAHUS
PEMHCCHUH, a TaKXKe Ul TPO(QUIAKTUKY U JICUYCHHUS JIEHKO3HOTO MEHUHIHTA.

[Mokazanusi K NpuMeHennio MeToTpeKcaTa B BbICOKHX 103ax (>1000 mr/m? nuromanu
NOBEPXHOCTH TeJja):

HEeX00ICKUHCKUE NUMDOMbL: JIEYEHHE HEXOUKKHHCKHX JIMMGOM ¢ MpEeMMyYINECTBCHHOH
JIOKaJIM3alkel B IIEHTPATIbHOM HEPBHON CHCTEME JI0 JIyYEBOM TEpaIuu;

ocmpuwiti aumgpobracmuwiil netikos (OJ1),

npounaKmuxa 1euk03H020 MeHUH2Uma.

pyzue nokazanua

AKMUBHbBLU PEEMAMOUOHBLU APMPUM Y 3DOCIIbIX,




noauapmpumusle opmbl MANKCEL020, AKMUEHO20 I0BEHUNLHOSO DeeManmouon020 apmpuma
(FOPA) npu HeaJeKBaTHOM TeparneBTHYECKOM OTBETE Ha HECTEPOUIHBIE
NPOTHBOBOCIAMTEIBHbIE MTPETIApaThI (HIIBII);

msicenviti, pegpaxmepHbli, uHgaNUOUUpYIOWULl  ncopuas, Ui KOHTPOJIA KOTOpOTO
HEIOCTAaTOYHO JAPYTUX TEeparneBTHUYECKHUX METOJOB BO3JIEMCTBHS, TAKUX Kak (oTOTEpamus,
PUVA-Tepanusi 1 pETHHOUBI,

misioce bl ncopuamyuec;cuﬁ apmpum y 63pOCJIblX.

4.2 Pe:xuM J103HPOBAHHS H CNOCO0 MPHMEHEHHUS.

HasHaueHHe MeTOTpeKcaTa OCYIIECTBISETCS TOJBKO BpadyoM, HMEIOUMM  OIBIT  €ro
TIPUMEHEHHUS U CTPOTO IO MMOKA3aHUIM.

PeuM 103MPOBAHHS IIPH OHKOJIOTHYECKHX 3200/1eBAHHUSAX

JTo3a pacCUMTHIBAETCS UCXOMS M3 IO MOBEPXHOCTH Tela. MenuuuHCKHe pabOTHHKH
JOJDKHBI TIOMHMTB, @ MALHEHTHl JO/DKHBI OBITh MPOUH(GOPMHPOBAHBI O TOKCHHECKHX
s¢dexTax MeToTpeKcara.

Jloza METOTpeKcaTa B COCTaBe IMOJMXUMHOTEPANUU IPH 3JI0KAUECTBEHHBIX OMyXOJIX I
eMOBIACTO3aX 3aBHCHT OT MOKA3aHMH M HA3HAYAETCS MHIMBHLYAIbHO C YUETOM OOIIero
COCTOSIHMSI M pe3yJbTaTOB aHain3a KpoBH. [IpuMEeHEHHME HHU3KMX 103 (pa3oBas 1o3a
<100 mMr/m?), cpemHeBBICOKHX 103 (pasosas moza 100 - 1000 MI/M?) WM BBICOKHMX J03
(pasoBas no3a > 1000 Mr/M?) 3aBHCHT OT KOHKPETHOTO pEeXHMa JICHCHHUS. [ToaTomy
ciaenyromas WHpOpManus O J03MPOBAHUM SBJIACTCA JIAIIb 06IUM PYKOBOJCTBOM.
Heo6X0IMMBIii TPOTOKOJT TEPAITHHU OIPEIeISET JIeYalui Bpay.

O6wiunas mepanus memompexcamom; 6e3 IPUMEHEHUs Kalblus GoNMHaTa;

— 15-20 mr/m? (8/B) — 2 pasa B HEJIEIIO;

—30-50 mMr/m? (B/B) — 1 pa3 B HEZIEIIO;

— 15 mr/M?/ness (8/B, B/M) — 5 nHeid.

JleyeHne OBTOPSIOT Yepe3 2-3 HEIENH.

Cpednue 003b1 Membdmpexcama:

— 50-150 mr/m? (B/B nHBeKIMs) 63 npuMeHeHus Kanblus dponunara. [IoBTOpHO Hepe3 2-3
HEJIeIH.

— 240 mr/™m? (8/B nHOY3MS B TeueHue 24 1) ¢ IPUMEHEHHEM Kaylblis QoJMHATA. [ToBTOpPHO
yepes 4-7 qHei.

— 0,5-1,0 t/™* (B/B uH(py3Hus B TeueHwe 36-42 4) ¢ NPUMEHEHHEM KaJblUs ¢bonuHara.
[ToBTOpHO uepe3 2-3 HEENN.

Tepanusi 8bICOKUMI 003aMU MemompeKcama;, TpeGyeTcs IPUMEHEH e KabLus QoTuHaTa:
—1-12 r/m? (8/B uHOY3us B Teuenue 1-6 4). [ToBTopHO Yepe3 1-3 Heaemy.

a) cucTeMHoe (BHYTPMBEHHOE W BHYTPHMBINIEYHOE) MPHMEHEHHE METOTPEKcaTa
Tepanus uu3kumu (oaqHOKpaTHas No3a Huke 100 Mr/m?) u cpeaHumu (OXHOKPATHASI
mo3a ot 100 mr/m? no 1000 mr/m?) go3zammu

3nokauecmeennsie onyxonu mpogobracma (ny3vipHbLil 3aHOC, XOPUOKAPUUHOMA):
nayuenmvl ¢ XOPOWUM NPOSHO30M («HU3KUL PUCK»): B KauyeCTBE MOHOTEpANMU B 03¢
0,4 MI/Kr Macchl Telda B JHM ¢ | 1O 5, MOBTOpEHHE IMOCE 7-IHEBHOTO IEpepbIBa MM
0,25-1 mr/kr Maccel Tena B 1, 3, 5 U 7 IHHW, MOBTOpPEHHE MOCIE 7-AHEBHOTO IEPEPHIBA;
KaJIbIUs poMHAT Yepe3 24 yaca Mocie KaXI0ro BBEJICHUS METOTPEKCaTa;

nayuenmol ¢ NIOXUM NPO2HO30M  («8bicokuil  pucky): 300 Mr/M’> B/B B COCTaBe
KOMOMHUPOBAHHOM TEPAITHH.

Pax monounoii xcenesvt: 40 mr/M> MeToTpekcara B/B B JHM 1 W 8 B COuYeTaHHM C
nuksiodochaMuioMm U GTOPypalHioM aHAIOTHYHO IMPOTOKOITY CMF (mmkiaodocdamun,
MeToTpekcar, S-propypaumnm).

Kapuyunome! ¢ obnacmu 2010661 u uieu. 40-60 Mr/m?> MeToTpekcaTa B/B 1 pa3 B HEJENIO B
Ka4eCTBE MOHOTEPAIIHH.



ni1ty/

Hex003cKuHCKaa aum@oma: B cocTaBe KOMOWHMPOBAHHOM Tepamuy pasoBbIC JO3bI
meToTpekcara 120 Mr/M2.

Ocmpetii  1umgobnacmupiii  1eiiko3: Ul TIOJIEPKAHUS  peMHUCCHH B KOHTEKCTE
[IPOTOKOJIOB KOMILTEKCHON TEpAruM pa3oBble 03k METOTPEKCATa COCTABIIAIOT OT 20 mo 40
MT/M2, .

Tepanus BLICOKMMH 103aMH MeTOTpeKcaTa (pa3oBas 1032 6o.ree 1000 mr/m?)
Hexo00xcKuHCKUue numg@omsl ¢ npeumMyuiecmeeHHou nokanusayueu ¢ IJHC: He MOXeT
OBITH yKa3aHO EIMHOTO pEeXHMa TEpalud M peXuMa NO3MPOBAHMSL. HWccnenoBanus
MoKa3aJi, 4To pa3oBble 10361 0T 1500 mr/m? 10 4000 Mr/m? MeToTpekcaTta B/B B TEYCHHE
HECKOJIBKHX IAKJIOB, B KAYeCTBE MOHOTEPAITHH WM B KOMOMHAIMH C JTy4eBOH TeparnueH 1 /
WIM C MHTPATEKATbHO BBEIEHHBIM METOTPEKCATOM WIIM APYTHMH XMMUOTCPANCBTHICCKUMH
JIeKapCTBEHHBIMH TIpenapartamy, ObutH dddexTuBHBIMU. 3a noxpoGHo# MHbOpMaLHeH
cleayeT 0OpaTUThCS K CIEIHaTM3MPOBAHHON JIMTEPATYPE.

[Ipi JeYeHHH HEXOKKHHCKAX JIMM(POM C TPEMMYIIECTBEHHOM nokanuszanueit B LIHC y
MAalMEHTOB ¢ HWMMYHOCYIpECCHEH, Hampumep, BCJIEICTBHC BUY-undexumu, 3a
nH]OpManueit cnenyet o6paTHTHCS K CeUaTM3MPOBAHHON JIHTEPATyPe.

Ocmpytit aumgpoonacmusiii aeikos (OJ1I):

OJIJ1 y 63pocnwix — pasosasi 103a MeToTpekcara 1500 Mr/M? B cocTaBe KOMOMHHPOBaHHBIX
CXEM Teparuy,

OJIJT y demeti u nodpocmkos — OOBIMHBIE PA30BbIC 03kl HAXOMATCS B QHANa3OHE OT
1000 mr/m2mo 5000 Mr/M?B cocTaBe KOMOUHMPOBAHHBIX CXEM TEPAIIHH.

0) HHTpaTeKaJbHOE IPMMEHEHHE METOTPEKCATA

UHTpaTeKalbHOE NMPUMEHEHHE METOTpEKcaTa IMOKa3aHO Uls MPOQUIAKTHKH M JICICHHS
MEHUHT€IbHON JICHKEMHH HITH U JICYCHHUS IEPBATHBIX nepeOpatbHBIX TUM(OM.

[Ipy MHTpaTeKaJbHOM MPHUMEHEHMH METOTpPEKCaT CIIEAyeT I03UpOBaTh B COOTBETCTBUH C
BO3PACTOM:

— getu < 3 Mecsila: 3 MI METOTpeKcaTa MHTPaTeKalIbHO,

— et B Bozpacte oT 4 10 11 MecsueB: 6 M METOTpEKcaTa HHTPATEKaIbHO,

— J1eTu B Bo3pacte 1 roga: 8 Mr MeToTpeKcaTa HHTPATEKaIbHO,

— netu J0 2 neT: 10 Mr MeToTpekcara HHTpaTeKaIbHO,

— neTu B Bo3pacTe oT 3 10 8 sier: 12 Mr MeToTpeKkcaTa HHTPaTeKalbHO,

— MalMeHTsl cTapiie 8 jeT: oT 12 Mr 10 MakcuMyM 15 Mr MeToTpeKcaTa MHTpaTeKaIbHo.
YacToTa M NPONOIKHTENBHOCTh NMPUMEHEHHs WHTPATEKaJbHBIX HHBEKIHHA METOTpEeKcara
OTPEJICNISIOTCS JICYAIUM BPayoM C YUYETOM IPOTOKOJIOB JICUCHHS ¥ KIIMHHYECKOTrO CIIy1ast.

Brumanue: npenapaTrbl METOTpPEKCaTa /W UX pacTBOpPBI, B COCTaB KOTOPBIX BXOJAT
KOHCEPBAHTHI, HEC NOJKHBI UCII0JIb30BATHCSI HHTPATCKAJILHO HJIH B OoJIbIIMX )103ax!

Pexxum 1031poBaHHs NPH Ay TOMMMYHHBIX 3200/1€BaHUAX

JInsa nevenus peemMamuyeckux u 0epmamono2udeckux 3a601e6anuii Memompexcam OoNiceH
NPUMEHAMbCA MONBKO 00UH Pa3 6 HeOemlo U 3mom OeHb O0NdiceH Obimb onpedeieH KaxK
«0eHb UHBEKYUUY.

Quiubku Mo2ym npusecmu K Cepbe3HbIM HedCeNiamenbHblM PeaKyusiM, BKII0UAs cMepmb.
Peemamouonuiii apmpum:

B3pocnvie: nis BBIIBIEHUS BO3MOMKHBIX HEXKENATENbHBIX PEaKLUi 3a HENeNMo N0 Havajla
Tepanuy peKOMEHIYeTCs MapeHTepaqbHOE BBEJEHHE TeCTOBOW m03bl. HavanbHas no3a
COCTaBJISET 7,5 MI' METOTpeKcaTa, BBOJAMMOTO II/K WM B/M WM B/B OJMH pa3 B Hexemo. B
3aBHCHMOCTH OT WHIMBHMIYaJbHOM aKTUBHOCTH 3a00JI€BaHMs U MEPEHOCUMOCTH MAHEHTOM
710332 METOTpEKCaTa MOXET TOCTENEHHO OBITh yBEIWYEHA Ha 2,5 MI' B HEZEIIO. HenenbHas
J03a He JI0/DKHA TpeBbImaTh 25 Mr. Bmecre ¢ TeM no3a oosiee 20 Mr/Hea MOXXET BbI3BATh
3HAUUTEJILHOE YBEJIMYEHHEe TOKCHYHOCTH, B IIEPBYIO OYepe/lb, yTHETEHHE KOCTHOTO MO3Ia.

OTBeT Ha TEparMio MOXHO OKHJaTh NMpUMepHO depe3 4-8 menmenb. Ilocme NOCTHXECHHSA
!




M 1
JKENAEMOT0 TepaNeBTHIECKOTO Pe3yJbTaTa 103y MOCTENECHHO CHIDKAIOT 0 MHHMMAIBHO
BO3MOXKHOH 3P (HEKTUBHOM TTOIEP)KUBAIOIIEH TO3BI.
Jemu u nodpocmku: pekoMeHyemas [103a COCTaBJIACT 10-15 mr/M*> B Hememo. B
PE3UCTEHTHBIX K JICYCHUIO CITydyasiX HeJeNbHas 103a MOXET COCTABIATE 10 20 mr/m%. Ecin
NPUHATO peElIeHHe 00 YBEIMYEHHH J03bl METOTpEKCaTa, JOJDKHA OBITH YBEJIHYEHA
KpPaTHOCTH ~ OCMOTPOB  BpPAuOM-CIECIHATUCTOM €  KOHTPOJEM  IeMaToJIOTHICCKHX,
[IeYEHOYHBIX, TIOYEUHBIX TAPAMETPOB U JIETOYHON QYHKIHH.
V3-32 OrPaHAYEHHOCTH JAHHBIX O BHYTPHBEHHOM TpPUMEHEHHH Y JETEH W IOAPOCTKOB
TMapeHTepaIbHOE  BBEICHHE —OTPAHMMUBACTCS  MOIAKOXKHBIMH U BHYTPUMBILIEUYHBIMH
UHBEKIHSIMH.
[Manuentos ¢ FKOPA credyeT HampaBisATh B PEBMATOJOTHYECKHH IIEHTP, KOTOPBIA
CMIELMAIM3UPYETCSA Ha JIEYEHUHN JETeH/TI0IPOCTKOB.
Vcnonp30BaHue y AeTel B BO3pACTe 0 3 JIeT He PeKOMEH/Iy€eTCsl IIPA IaHHO! NaTOIOrHH U3~
3a HEJOCTATOYHOCTH JAHHBIX 00 3 eKTHBHOCTH U 6e30macHOCTH (CM. paszien 4.4).
ITcopua3s u ncopuamuueckuii apmpum
Jlosuposanue 'y nayuenmog ¢ MANCENbIMU Gopmamu  ncopuasa: PEKOMEHIYETCA
nmapeHTepaibHOE BBeleHHE MpoOHOH m03bI 5-10 Mr 3a Henemo N0 Hayajga TeparuiH.
PexoMeH/yeMasi CTapToBasi 1103a MeTOTpeKkcara — 7,5 MT, KOTopas BBOJAMTCS I/K I B/M
wi B/B 1 pa3 B Henemo. J[03a MOKET ObITh IOCTENEHHO yBenuueHa. MaxcuManbHas
HeJeNbHasl 03a He JOJDKHA MpeBBIIaTh 25 Mr MeToTpekcaTa. Jlo3a Bbiue 20 MI' B HEJIGITIO
MOYXET OKa3aTh TOKCHYECKOE BIIMSIHHE, B IIEPBYIO 0YEPEb — MUEJIOCYIIPECCHIO.
OTBeT Ha TepalMI® OOGBIMHO MOXHO OXHAATh NpUMepHO deped 2-6 Hexmens. Ilocme
JOCTMIKEHHUSI HKEJAEMOr0 TEpaIeBTHUECKOro pe3yJsibTara J03y IMOCTENIEHHO CHMIKAIOT 0
MUHUMaTBHOU 3¢ HEeKTUBHON MOAIEP)KUBAIOIIEH TO3BI.
B HEKOTOPBIX MCKITIOUMTENBHBIX CITydasX MOXeT ObITh KIMHHYECKH 00ocHOBaHa Ooee
BBICOKAs /10332, HO OHa HE JOJDKHA IIPEBBIIATh MAaKCHMAIbHYIO HEACIBHYIO 03y
meroTpekcara 30 Mr, B IPOTHBHOM CITydae 3aMETHO BO3pacTacT TOKCUYHOCTb.
Oco0ble rpynnbl NanHeHTOB
Iayuenme! c napywienuem (ynKyuu nouex
MeToTpeKcaT BbIIENSETCS Yepe3 MOYKH B 3HAYUTEIBHOM CTENEHH W MO3TOMY NPHMEHSATH
TpemnapaT y MalHeHTOB C MOYEYHOM HEJIOCTATOYHOCTHIO CIEAYET C OCTOPOXKHOCTHIO (CM.
paznensl 4.3 u 4.4). Moxer noTpeboBaTbCsi KOPPEKTHPOBKA J03bI JIS MPEAOTBPALICHUSA
HAKOIUIEHHsI MeTOoTpekcaTta. Mo)keT moTpeOoBaThCs AajbHEHINAs KOPPEKIHUs NO03bI H3-3a
60JIBII0I MEXKCYOBEKTHOH U3MEHUNBOCTH (hapMaKOKHHETHKH.
Criexyronye 1035l HCIOJIB3YIOTCS Y MAMEHTOB ¢ HapyIIeHHEM (QyHKIIMHI MOYEK:
Ta6muua 1a: Koppexius 10361 y MAIMEHTOB ¢ HapyIIeHHeM (yHKIUH MOYeK s 103
metotpekcara <100 mr/m>

Knupenc kpearnHuHa (MJI/MUH) % OT BBOJUMOM JO3BI
>60 100
30-59 50
<30 METOTpEKCAT HE CIIEAYET BBOJUTh

Ta6muua 1b: Koppexiws 10361 y MAlMEHTOB ¢ HapyIIeHHeM (QyHKIHH MOYEK JUIs 103
meToTpekcara >100 mr/m?

Knupenc kpeaTnHuHa (MJI/MHH) % OT BBOJAUMOM 1035l
>80 100
~80 75
~60 63
<60 METOTpeKcaT He ClIelyeT BBOAUTD

IMayuenmul c HapywieHuem QyHKUuu neveHu
MeroTpekcar CliefyeT ¢ OCTOPOXKHOCTBIO TIPHUMEHSATh Yy TAIMEHTOB C  TKEIBIMH



1

HapyIIeHHAMH QYHKIMH IEYeHH MM HMEIOLIMMI TaKie HapyIICHNs B aHaMHE3C, 0C00EHHO
BBI3BAHHBIMH YITOTPEOIEHHEM aJIKOTOJIS.

[IperapaT MPOTHBOIIOKA3aH NIPH ypoBHE OMIMPYOHHA B KPOBH >85,5 MKMOJIB/T (CM. paszen
4.3).

IMayuenmot ¢ nAMON02UYECKUM CKONNIEHUEM JHcuokocmu (n1€8paibHbLil 6bINOM, acyum)
YV TakuxX TNAUeHTOB II€PHOA TOJYBBIBEACHHS METOTpPEKcaTa YBEJIUYCH, HTO MOXKET
noTpeboBaTh CHUKEHMS J03bI (B HEKOTOPBIX CIydasx B 4 pa3za) WM €ro OTMEHBI (cm.
paznensl 4.4 u 5.2).

Jlemu (om 3 nem u cmapuie) u nOOPOCMKU

[lpy TpUMEHEHWH MeTOTpeKkcara y JAeTed U IMOJAPOCTKOB HEoOX0auMO COOITIOIaTh
OCTOPOYKHOCTB M CIIEJOBaTh COOTBETCTBYIOIIUM IPOTOKOJIAM JICUCHHUS. VYV neauaTpr4ecKux
TMAIHEHTOB ¢ OCTPhIM JMMbobacTHeM Jeiiko3om(OJIJI) mocne BBeAeHH METOTpEKcara B
no3e 1 r/M%> oTMeuanach TsKeldas HEHpOTOKCHYHOCTH (MIOpaKeHHE HEPBHOHM CHCTEMBbI),
KOTOpasi MPOSBIIANACH B BHJE T€HEPATH30BAHHBIX MM (DOKAIBHBIX IPHCTYTIOB SMHUJICTICHH.
V CHMITOMAaTHYECKMX MAIMEHTOB NPH JHATHOCTHYECKOW BH3yalM3allM¥ HaOIIONalHCh
neiikosHIedaTonaTHs u/uiii MAKPOAHTHOMIATHYECKas! KalbIupUKaIHsL.

Ioxcunvie nayuenmout (cmapute 65 nem)

CrnelyeT paccMOTpeTh CHEDKEHHE [03bl H3-3a HENOCTaTKa (ONHEeBOH KMCIOTBHI H
OTpaHUYEHHOMU ¢ygxunn leyeHW W TO4YeK. [IOXMIble MAlMeHThl JOJDKHBI  OBITh
00cyIe10BaHbl Ha HAJTHYHE PAHHUX MTPHU3HAKOB TOKCHYHOCTH.

Cnocob npumenenus

Ipenapat MeToTpekcar, TMOMUIM3AT JUIs IPUTOTOBIEHHS PAacTBOPA /UL HHBEKIHH, MOXKET
BBOJWTHECS BHYTPHUMBIIIEYHO, TOJKOXXHO, BHYTPUBEHHO, BHYTPHAPTEPHAIBHO  HIIH
HHTPATEKAJIBHO.

Y B3pOCIIBIX BHYTPHBEHHOE BBEJIEHHUE JOJDKHO BBIIOJIHATBCS B BU/IE OOIFOCHOH HHBEKIUH.
[Tpoa0IKUTETEHOCTD TPUMEHEHUS

O611ast MPOIOIKUTENBHOCT TEPATUH OMPEIEIIIeTCS BPadoM.

JleyeHHe METOTPEKCATOM pEBMATOMIHOTO AapTPUTA, IOBEHHJIBHOTO —MIMONATHYECKOTo
apTpUTa, THKEJIOro BYJIBrapHOTO ICOpHa3a M ICOPHATHYECKOTO apTpHTa MPEACTaBIISACT
coOOM UTUTENBHBIN MpOLECC.

PeBmaTonaHbIi apTpUT

VYV nauuMeHTOB C PEBMATOMIHBIM apTPUTOM OTBET Ha TEPANHUI0 MOXHO OXHIaTh 4epe3
4-8 Henenb. CHMIITOMBI MOTYT BO30OHOBHUTECS I0CIIE NPEKPAIICHHS JICYCHHS.

Tsxenbie GopMBI BYJIBrapHOTO ICOpHa3a U ICOPHATHYECKOr0 apTpUTa

OTBET Ha Tepanuio 0OBIYHO MOXHO OXHJATh IIPUMEPHO Yepe3 2-6 Henenb. B 3aBucuMocTH
OT KJIMHHYECKOW CHTyalliM W HM3MEHEHHUs JIaOOpaTOPHBIX IIOKa3aTesied TEparuio MOXHO
MPOJOJIKUTH HITH TIPEKPATUTD.

[IpeaynpexaeHus

[Ipu mepexome OT,mnpueMa BHYTPh K IapeHTEPAIbHOMY BBEACHHIO H3-32 HW3MCHCHHS
OMOIOCTYITHOCTH METOTpeKcaTa MOXKET NMOTpeOoBaThCsl CHUKEHHE JI03BI ITperapaTa.
[Tpumenenue GoIMEBOM KHUCIOTHI PEKOMEHIYETCS COMVIACHO KIMHHYECKHM MPOTOKOJIAM.
[Ipy neyeHHH METOTpEKCATOM PEKOMEHAYETCS HCCIIEIOBAaHUE €ro YPOBHS B CBIBOPOTKE
KpoBH. BBeneHHe MeToTpekcaTa B pa3oBoii jo3e oT 100 Mr/mM? JODKHO COINPOBOXIAThCS
BBE/ICHUEM KalbLiUs QouHAaTA.

JUIsl HHTpaTeKANbHOrO BBENEHHsT MeToTpeKkcar pa30aBisfioT IO KOHLEHTpaluu 1 Mr/mi B
COOTBETCTBYIONIEH CTEPUITBHO#M cpesie 6e3 KOHCEepBAaHTOB, Tako# kak 0,9% pacTBop Xnopuaa
HATpHS JUISI UHBEKLIHAHN.

B ciiyuae WHTpaTeKalbHOTO NMPUMEHEHHUs] MaKCHMajlbHas KOHIIEHTpAlHs METOTpEeKcaTa HE
JI0JKHA TTPEBBIIATE 5 MI/MIL

[Tepen BBeieHHEM PACTBOP JODKEH OBITh BU3yaJlbHO OCMOTPEH HA HAJIMYHEC MEXaHHYCCKHUX
npumMeceit. ToBKO MPO3pauHbIil pacTBOP IMPHUTOJACH K UCIIOIB30BAHHIO.




VHCTPYKIIMKM MO TPUTOTOBJIEHHIO JIEKAPCTBEHHOTO Mpemapara TEpea NpPUMEHEHHEM |
HEe0OXOIMMBIE MEPBI ITPEIOCTOPOKHOCTH MPUBEACHBI B pa3/IeiIc 6.6.

4.3 IIpoTnBONOKAa3aHHS.

- TMIEPYYBCTBHUTEIBHOCTh K METOTPEKCATY;

- TsKeNble, OCTPBIE WM XpOHWYeCKkne HH(eKmu (Hanpumep, Ty6epkyne3 wim BUY);

- CTOMATHT, S13BBI [T0JIOCTH pTa U KeITyJ0YHO-KUIIIEYHOT O TPAKTa;

- 3260/1eBaHMSI TIEUEHH BCJIEACTBAE XPOHHUYECKOTO 3IIOYMOTPEOICHHUS alKOroneM MM
JpyrHe XpOHUUYeCKHe 3a00IeBaHus IEUeHHU (CM. pasaie 4.2);

- 3HaYMTENbHBIE HApyIIeHHUs QYHKIMK nedeHn (cM. pasaen 4.2);

- Tskenas modednas muchyHKums (kmmpeHc kpearmHuHa <30 MJI/MHH) UIS 103
meToTpekcata <100 Mr/m?, Tskenas M yMepeHHas IMCOYHKIHUS MOYCK (kpeHc
KpeaTHHUHA <60 MJI/MUH) I 103 MeToTpekcata >100 mr/m? (cM. paszmenst 4.2 u 4.4);

- NATONOTMYeCKHe HM3MEHEHHs B KPOBH (THMIOIUIA3Msi KOCTHOTO MoO3ra, JEHKONEHHS,
TPOMOOIMTOIEHHSI, TSHKEIas aHEMHUS);

- KJIMHAYECKHE U J1abopaTopHbIe MPU3HAKA HMMYHOIeUIINTA;

- 3J0yMOTpeOJICHHE ATTKOTOJIEM;

- paHee CyIIeCTBOBaBIIEE 3a00JI€BaHUE KPOBH;

- TpyaHOE BCKapMupBaHue (cM. paszen 4.6);

- GepeMeHHOCTh, ECITU HET XKU3HEHHO BaXKHBIX TOKa3aHUi (CM. pa3fien 4.6);

- OJHOBpEMEHHas BaKIIMHALUS XMBBIMU BaKIIHHAMH.

4.4 Oco0ble ykazaHusl H Mepbl NIPEI0CTOPOKHOCTH NMPH NPUMEHEHHUH.

Tepanust 10/DKHA Ha3HA4YaThCs M IPOBOAMTHCS BpavoM, MMEIOLIUM JIOCTATOYHBIA OIIBIT
JICUYSHHSI METOTPEKCATOM.

Toxcuynocme

[lanMeHTsl ¢ PEeBMATONIOTMYECKHIMHU MM JEPMATOIOTMYECKHUMHU 3a00JI€BaHUSAMHU JIOJDKHBI
ObITh YeTKO WH(POPMUPOBAHEI O TOM, YTO MPENapaT BBOIUTCS TOJIBKO OIUH pa3s B HEJEIO, a
He KaX/blii JaeHb. HenpaBuibHOE MpPUMEHEHHE METOTpEKcaTa MOXET MPHBECTH K
CEPBE3HBIM, B TOM 4uHCIe (aTalbHBIM, HEeXeIaTeJbHBIM peakuusM. MeauuHckue
paGOTHHKM M TIALMEHTHI JOJKHBI OBITh IPOMHCTPYKTHPOBAHBI HA 3TOT CYET. B 4acTHOCTH,
co00IIATOCh O CIIydasx JIETAIBHBIX UCXOJOB y MOXHIIBIX JIFOJCH C PEeBMAaTOJIOrHYCCKUMU
WM JIEPMATOJOTHYECKMMH 3a00JIeBaHUSAMHU II0CNIE CIIyYalHOTO €XKEIHEBHOrO BBCICHUA
€XKEHEJIETIbHON 03I,

Bo BpeMs JleueHHsl METOTPEKCATOM CIIEyeT BHUMATENbHO HAOIIOAATh 3a MAllHEHTaMH 13-3a
BO3MOYKHOCTH CEPbE3HBIX TOKCHYECKUX PEAKLUH (KOTOpbIe MOTYT IPUBECTH K JICTAIBHOMY
HCXOY) C LEJBI0 PAaHHETO BBISIBJICHUS] CUMIITOMOB HHTOKCHKAIUH.

TTanueHToB ciaexyeT HHGOPMHPOBATH O TIOTEHIHAIBHBIX MOJIb3€ H PUCKAX (BKIIOYas paHHHE
NPU3HAKH W CHMIITOMBI TOKCHYHOCTH) TEpamuu MeToTpekcatoM. Kpome Toro, OHM J0IDKHEI
OBITH TIPOMH(OPMHPOBAHBEI O HEOOXOJUMOCTH HEMEUIEHHO 00paTHThCs K Bpady IpH
MOSBJIEHWH CUMIITOMOB TOKCHYHOCTH M O HEOOXOJMMOCTH MOHHTOPHHIA TAKUX CHMIITOMOB
(BKJTFOUAsI peryJisipHble 1a00paTOPHBIE AHATU3HI).

[IpexpalieHne MPUMEHEHHUsT METOTpeKcaTa He BCErJa IMPUBOIUT K MOTHOMY YCTPaHCHHIO
BO3HHKIIIUX HEXeNATeIbHbIX PeakLu.

Jleyenue MeToTpeKcaTOM TpeOyeT OMpeieIeH!s] YPOBHs METOTPEKCaTa B CBIBOPOTKE.
MeToTpekcaT MEUICHHO BBIBOAMTCS M3 [MATOJOTMYECKOr0 CKOIUIEHHS JKHKOCTEH B
MOJIOCTSAX Tela (T'aK HA3bIBAEMOM «TPETHEM MPOCTPAHCTBE»), TAKUX KaK acUUT HIH
IJIEBPAIBHBIA BBINOT, YTO NPUBOJUT K IVIATENHHOMY MEPHOIY €ro IOJTYBBIBEACHHA W3
CBIBOPOTKH W HEOXHJIAHHOM TOKCHYHOCTH. Eciu 5TO BO3MOXHO, TakKhe CKOTLICHHS
KUIKOCTH JIOJDKHBI OBITH YIJIEHBI IyTeM IyHKIMHM JI0 Havalla Teparii METOTPEKCATOM.
Jlo3uposanue npu ncopuase u nCOpUAmMuU4ecKom apmpume

[TaneHT MO/DKEH OBITh OCBEIOMIIEH O HEOOXOIMMOCTH €XEHEIEIBPHOr0 NPUMEHCHHUA
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n1Yv
npenapara. CyuaifHOe €XKeTHEBHOE TPUMEHEHNE TIPUBOJIMT K CMEPTENIbHON TOKCHIHOCTH.
Pesmamoudnviii apmpum, éxknodas FOPA
Camuuumnats! (acnupun), HIIBIT n/unn HU3KHe J03b1 CTEPOUIOB MOTYT OBITH TTPOJIOJIKEHBI,
XOTS BO3MOMKHOCTH YBEJIMUEHHSI TOKCHYHOCTH MPH MX COMYTCTBYIOLIEM C METOTPEKCATOM
IIPUMEHEHHH TIpM  peBMaTOMAHOM apTpute, Bkmouas IOPA, mHe Oblla OKOHYATEJIbHO
U3y4eHa.
Kpoewb u numgpamuueckas cucmema
MeToTpekcaT MOXET TOJABISATh KPOBETBOPEHHME, BBIBIBAS AHEMHIO, aIIACTHIECKYIO
AHEMHIO, TIAHIIUTONEHHIO, JTEHKOTIEHHIO, HEUTPOIICHUIO H/WIX TPOMOOLIMTOIIEHHIO.
[lepBBIMM MpPU3HAKAMH 3TUX ONACHBIX JUIA JKM3HH OCJIOXKHEHHH MOTYT OBITH JTUXOPAJKA,
60N B TOpJE, H3bA3BICHHE CIH3UCTOH OOOJIOYKH IIOJOCTH pTa, TPUIIIONON00HBIE
CHMITOMBI, CHJIbHAS YCTAIOCTh, KPOBOTEYEHHS M3 HOCA U KPOBOM3IIHSHHUS B KOXKY.
[Ipy J€YeHWHM HEOIUIACTHYECKUX 3a00JI€BaHMN TEpamnuio METOTPEKCaToM  CIIEIYCT
MpOIOJIKATh, TOJBKO €CIM TOTEHIMalbHas I0Jib3a IPEBOCXOTUT  PHUCK TSKEIION
muesocynpeccun. Coobmanoch 0 MeragobiacTHONH aHEMHH, OCOOCHHO NpH JUTHTENTEHON
TEpaIuH Y TMOXHIIBIX TallMEHTOB.
MeToTpekcaT He CHEQyeT Ha3HayaTh MpPH HAJIAYMH S3BEHHOHW OOJE3HH WM S3BEHHOTO
konuTa (cM. paszuen 4.3).
[Ipy COCTOSHMHM TIOCNTE JIeYeHHs JIEKapCTBEHHBIMH IperapaTaMH C KyMyJISTHBHOH
MHETOTOKCHYHOCTBIO, a TaK)Ke JIy4eBOM TE€panuu ¢ BKIIOUYECHHEM KOCTHOTO MO3ra, CICAyeT
YYHTBHIBATH OrPaHHYEHHE KOCTHOMO3TOBOTO pe3epBa. DTO MOXET IPUBECTH K MOBBIICHHOH
YyBCTBUTEILHOCTH KOCTHOTO MO3Ta K TEpalnui METOTPEKCATOM C YCUJIEHHBIM IOaBJICHHEM
reMONOITHYECKOW  cHcTeMBl. [IpM  UIMTENbHOH  Tepamuk  METOTPEKCaToM,  MpH
HEOOXOIMMOCTH, MOXKET OBITH BBIIOJIHEHA OMOTICUS KOCTHOTO MO3ra.
IIpu octpom nuM(MOOGTACTHOM JEHKO3e METOTPEKCAT MOXET BBI3BIBATH OONB B JICBOH
BEpXHEH YacTH J>KHBOTa (BOCHAJCHME KalCyJbl CEJIE3CHKH BCIICACTBHE DPa3pyIICHUs
NeUKEMUYECKUX KIIETOK).
DyHKyus neveHu
BcaencrBue MOTEHIMATBLHO TeMaTOTOKCHYECKOrO JEHCTBHS METOTpeKcara BO BpEMs
TEparud  PEKOMEHIyeTCs He TMPUMEHATh JONOJHHUTEIbHO TIEMaTOTOKCHYECKHE HIIH
MOTEHIMAILHO TelNaTOTOKCHYECKUE JIEKApCTBEHHbIE IIpemaparbl M OTKa3aTbCsAd  OT
ynoTpeOaeHus: aTKoroJist THO0 3HAYUTENBHO Er0 OTPAHUYHUTE.
MeToTpekcaT MOXXET BBI3BIBATH OCTpPBIM TEMaTUT M XPOHHYECKYIO, IOTCHIHMAIBHO
JIETABHYIO, TE€MaTOTOKCHYHOCTH ((GUOpo3 M LUPpO3 NEYEHH), KaK MPaBUIIO, TOJBKO IPH
JUTATEIbHOM TpuMeHeHnH. Yacto HaOmogaeTcs ocTpoe, OOBIYHO TPaH3WUTOPHOE |
0eCCHMNTOMHOE TMOBBIIICHHE YPOBHsA (EPMEHTOB II€YEHH, KOTOPOE HE HMEET
MPOrHOCTHYECKOTO 3HAYEHHUS JUTS TIOCIIEIYIOIIEro 3a00IeBaHUs IEUEHH.
XpoHUYeCcKass TenaTOTOKCHYHOCTh KaK TMPaBWJIO BO3HHMKAET IIOCIE  JUTMTEIBHOIO
npumeHeHus: (06bMHO 2 roma u Gonee) M TMOCiIe CyMMapHO# no3sl He meHee 1,5 r. B
MCCIIEIOBAHUAX Yy TMALMEHTOB C IICOPHA30M T'eMaTOTOKCHYHOCTh 3aBHCENa OT OOmIei
KyMYJISTUBHOM /03I M YCHJIMB&IACh IpPH 3JI0YNOTPEOJCHUM aJIKOrOJIEM, OXKHPEHUH,
caxapHoM jauabere W y MAIMEeHTOB IOXHJIOTO0 Bo3pacTa. buorcus nedeHu, B3sATas Mocie
JUTUTEJBHOTO TIPUMEHEHHUS, MOKa3aja THCTOJOTHYECKHE HM3MEHEeHHUs, BKIoyas (uopo3 u
UMppo3 Ne4YeHu. '
MeToTpekcaTr BbI3BIBAJ peakTHBAlMIO renmatuta B wimm oboctpenue rematuta C, 4ro B
HEKOTOPBIX CIIydyasx MPUBOJIHMIIO K JIETAIbHBIM HcxodaM. HekoTopele ciydan peaKkTHBalUH
renatuta B MpOM3OILIM TOC/IE MPEKpAIleHHs JEYCHUs: METOTPEKCaToM. Y MAlUeHTOB C
renatutamMu B wim C B aHAMHE3€ JOJDKHBI BBINOJIHSTHCS KIMHUYECKHE U J1abOpaTopHbIC
TECTHI JUISl OLIEHKM PaHee CyIEeCTBOBABIIMX 3aboyieBaHMil medeHd. B pesynbrare jedeHHE
METOTPEKCATOM MOXET 0Ka3aThCsl HEMOAXOAAIMM JUIsi HEKOTOPBIX MAlluEHTOB.
Crenyet Taxxe coOmoaaTs 0co0yr0 OCTOPOKHOCTD U IPH MHBIX HEAKTHBHBIX XPOHUIECKHX
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MH(EKIUAX, TaKUX KaK ONOSCBHIBAIOMIMI Treprec Wi TyGepKyJies, u3-3a MX BO3MOMKHOH
aKTHBAIUH.
Cnegyer cobmonars 0co0yio OCTOPOKHOCTb MpH  TEpariH MAllMEHTOB C HHCYJIHH-
3aBUCHMBIM CaxapHbIM JHaGeTOM BBHAY BO3MOXHOIO pPasBHTHsS LAPpO3a MEHCHH 6e3
MOBBIIIEHUS] YPOBHS TPaHCAMHWHa3.
DynKyus novex
V MALMEHTOB ¢ OYeYHON HEOCTATOUHOCTHIO (HAPUMEp, Y TIOXKMIIBIX MALMEHTOB) Tepanus
METOTPEKCATOM JIOJKHA IPOBOJUTHECA ¢ O0COOOH OCTOPOXKHOCTBIO M B CHMKCHHBIX J03aX
BBHIy 3aMeJUICHHOM 2IMMUHALIMH (CM. paszien 4.2).
[Ipy Hamuuu¥u (HaKTOpOB pHCKa (TAaKUX KaK HapyIICHHE (yHKIMH T0YeK, B T.d. JIETKOE)
cosmectHoe npuMenenue HIIBII ¢ meToTpekcaToM HE pEKOMEHTYETCA.
Tepamusi METOTPEKCATOM MOXKET BBI3BaTh HapyIIeHHE (QYHKIHH MOYEK C IMOBBIIICHAEM
3HAYEHMHl COOTBETCTBYIOLIMX JTabOPATOPHBIX MOKa3aTeseil ChIBOPOTKH KPOBH (KpEAaTHHHH,
MOUEBHHA M MOYEBas KHCJIOTAa) M TPHUBECTH K OCTPOH IIOYEYHOH HEIOCTaTOYHOCTH C
onurypueii/anypueii. BeposTHO, 3TO CBA3aHO C OCAXICHHEM METOTpEKcaTa H €ro
MeTa0OJUTOB B MOUYEUHBIX KaHAJIbLAX.
COCTOSIHMS, KOTOPBIE MPUBOIST K 00€3BOKMBAHHIO OpraHM3Ma, TaKME Kak pBOTa, AHAped,
CTOMATHT, MOTYT CIIOCOOCTBOBATh Pa3BUTHIO TOKCHYHOCTH METOTPEKCATa W3-3a MOBBIIICHHS
€ro ypoBHs. B 3THX ciydasx ciedyeT HayaTh MOICPXKUBAOLIYIO TEPANUIO U paCCMOTPETh
BOIPOC O MPEeKPaLICHAH TPUMEHEHUSI METOTPEKCATa 10 UCUE3HOBEHUS CHMIITOMOB.
JKenyoouno-kuueunvle paccmpoucmea
[Ipy BO3HHKHOBEHHH SI3BEHHOTO CTOMATHTa MJIM JHAPEH, PBOTHI C KPOBBIO, CTyJIA YCPHOTO
BeTa WJIM KpPOBW/ B Kajie Tepamus MHOJDKHA OBITh MpepBaHa, B IPOTHBHOM cCiy4ae
nepdopaius KHIeUHHKA MOXKET IPUBECTH K TEMOPPArn4eCKOMY SHTEPHUTY U CMEPTH.
Hepenas cucmema
Coofuwanoch 0  ciydasX  pa3sBUTHSL  [porpeccupyromeil  MyJbTH(OKaIbHOU
neitkosunedanonaruu (IIMJI) npu mpUMEHEHHH METOTpeKcaTa, B OOJIBIIMHCTBE CIIy4acs
PH COBMECTHOM IMPUMEHEHHUH C JPYTUMH HMMYHOCYIPECCHBHBIMH JICKAPCTBEHHBIMU
npenaparaMi. [IMJI MOXeT MPUBECTH K JETATHHOMY MCXOAy. Bpayam cremyer peryispHo
OllIEHMBATh MAIMEHTOB Ha Hanuuue cumntomoB [IMJI u mpoBomuTh IuddepeHIHaTbHyIO
JIMAarHOCTUKY Y TAIMEHTOB C OCIa0JIEHHBIM MMMYHHUTETOM IIPH TOSIBJICHUU HOBBIX HIIH
YXYALIEHUH UMEIOIIUXCS HEBPOJIOTHYECKUX CUMIITOMOB.
Coobmiamocs 0  ciaydasx JIeWKOdHIedanonaTUuud IOCiIe BHYTPUBEHHOTO  BBEICHHS
METOTpEKCaTa y NMalMeHTOB ¢ MPEIIIECTBYIOIIEH TyueBoil Tepanuel Ha 00J1acTh FOJIOBBL
XpoHuyeckast neﬁxofaﬂueq)aﬂonamﬂ TaKXe HaOMoaaIach y MalMeHTOB, KOTOPBIE MOJTyYaln
TIOBTOPHYIO TEPANHI0 METOTPEKCaTOM B BBICOKMX 103aX ¢ Kamblus (omuHatoM u 06e3
NpeIIECTBYIOMEH TyueBOH Tepanuu Ha 001acTh TOJIOBBL.
MMeroTCst TaHHbIE, CBUIETEIBCTBYIOIINE O TOM, YTO JIydeBas Tepanus Ha 00JacTh TOJIOBBI
COBMECTHO C MHTpAaTeKaJbHBIM BBEJEHHEM METOTpPEKcaTa YBEJIIMYHUBACT YacTOTY
neiikosHnedanonarun (cM. TaKkxke pasaen 4.8).
Taxke uMenuch cooOILIeHUs 0 caydasx JeHKodHuedantonaTuy y MalkueHTOB, MOTyYaBIINX
METOTpEeKCaT MepopaIbHO.
I[Tocne uHTpaTeKalbHOrO BBEIEHHsS METOTpEKcaTa MAlHEHTBl JOKHBI HAXOMUTHCH O[T
TIIATEFHBIM HAOMIOJIEHMEM Ha TpeAMET BBISABICHUS TPH3HAKOB HEHPOTOKCHYHOCTH
(moBpeXIeHHEe HEPBHOW CHCTEMBI, TAKOE KaK BOCIIAJIEHHE MO3TOBBIX 000JI0YEK, BPEMEHHbIN
WJTH TIOCTOSTHHBIN Mapaind, dHuedanonaTus).
Cilyyau Cephe3HBIX HEBPOJIOTMYECKHX HEKEIATENbHBIX PEaKLWH, HaunHas OT OJIOBHOU
oMM W 0 TapagMya, KOMbl M  MHCYJIBTONOMOOHBIX  JMH30/10B, HAOIIONATHCH
NPEUMYIIECTBEHHO y JeTed U  TOAPOCTKOB, KOTOpBIC TMOJNydYald METOTpeKcaT
MHTpPATEKATbHO B COUETAHNHM C BHYTPUBEHHBIM BBEJICHHEM LUTapaOuHa.
BpeMeHHBI OCTPBIH HEBPOJOTMYECKUNH CHHAPOM TakKe HaOMIOJANCs MNPU  Tepanuu
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BBICOKMMH JI03aMH METOTpEKcaTa, B YaCTHOCTH, MOBEIEHYECKUE OTKIOHCHHU:, 0HaroBbIC
CEHCOMOTOPHBIE CHMIITOMBI (BKJIHOYasi BPEMEHHYIO CJIETOTy) M HapyIueHHs pedeKcoB.
Toynas MpuUYHHA HEU3BECTHA.

DYyHKYUst 1e2KUX

Oco6asi OCTOPOKHOCTH TpeOyeTcs B ClTydae MalHeHTOB ¢ HApyUICHUIMH GYHKIUH JTETKHX.
OCJIOXKHEHHs CO CTOPOHBI JIETKHMX, [JICBPaIbHBIA BBINOT, albBEONMT WM IHCBMOHHUT C
TAaKUMH CHMIITOMaMHM, KaK CyXOW pasfpa’karollMi Kallesb, Kallejb, JIMXOpalKa, obmmee
HEIOMOTaHHe, 60Jb B IPY/HM, OJBINIKA, THIIOKCEMHs M WHQUIBTPATHI IIpHU penrtrenorpaduu
rpYJHOM KJIETKM WM Hecrenududeckas NMHEBMOHHs, BO3HMKAIOmas BO BPEMs TEpalHH
METOTPEKCaTOM, MOTYT OBITh NpPU3HAKaMH IOTEHIMAIbHO ONACHOTO TMOBPEXACHUA €
BO3MOJKHBIM CMEPTENbHBIM HCXO0A0M. [IpH H3ydeHHH OHOTICHH JICTOYHON TKAHH OTMEHAIIHCh
pasnMuYHbIE HApyIIeHHWs (HalpuMep, WHTEPCTUIHAIBHBIA  OTEK, MOHOHYKJICAPHBIC
MHQUIBTPATHl WM HEKa3eo3Hble TrpaHyineMbl). [Ipd MOJO3peHMHM HAa HAIMYIHC TaKHX
OCJIO)KHEHHWM METOTpeKcaT HEMEUICHHO OTMEHSIOT W  BBINOJHAIOT  TIIATEIBHOC
obcre1oBaHuE, B YACTHOCTH JUTA MCKITIOUEHHS HATM9rst HHGEKIMY U OIyXOoJd. 3a60eBaHus
JIETKMX, BBI3BAHHBIE METOTPEKCATOM, MOTYT BO3HHKATh B JII0OOE BpeMs Te€paliy, HE BCeraa
SBJIATHCS MOJIHOCTBIO OOpPaTHMBIMM M HAOJIOAATBCS JaXe MPHU Teparnuu TaKUMH MaJlbIMU
JI03aMH, KaK 7,5 MTr B HEJIEJItO.

Takxke cooOmMAIOCh O JIETOYHOM AQJIbBEOJIIPHOM KPOBOTEYEHHMHM IIpH IPUMEHCHUH
METOTpeKCcaTa IIPH PEBMATONOTHYECKHX M CBA3aHHBIX NMOKa3aHMsX. DTO TakKe MOXKET ObITh
00yCIIOBIEHO BAaCKyJTHTOM H JPYTMMH COIYTCTBYIOIIMMH 3aboneBanusmu. Ciexyer
YUHTBIBATh pe3yjbTaTbl OBICTPHIX MCCIIEIOBAaHHH IIPU TIOJO3PEHHH Ha JIETOYHOE
AJIbBEOJIIPHOE KPOBOTEUEHHUE JIs TOATBEPKACHUS IHarHo3a.

3abonesanusn kodxicu u NOOKONICHOU KIem4amKu

HaGmoganuch ciy4an TSOKENbIX, HHOT/A JIETATbHBIX KOJKHBIX PEaKLUi, TaKUX KaK CHHIPOM
CruBeHca-J[)KOHCOHA, TOKCHYECKHH SNuaepManbHbli Hekpormm3 (cuuapom Jladenna),
noauMopdHast SpuTeMa, pa3BUBABIINXCS Yepe3 HECKOJIBKO JHEH MOC/e OMHOKPATHOTO MM
JUTMTEJILHOTO TIPUMEHEHHUS METOTpeKcaTa.

[TarMeHTaM He ClefyeT TOJABEpraTh KOXY COJHEYHOMY OOTYYeHHIO WM 3JI0yHOTPeOATh
nammoii VPO, Tak Kak BO3MOXHA peakuus (oToceHCHOWIM3anMU. Y IalMEHTOB C
TICOPHA30M BO3MOXHO 060CTpeHHe 3ab0yeBaHus Ha (oHE yIbTPadHOIETOBOTO OOIyUESHHS
NpH Teparmud METOTpeKcaToM. Bo Bpemsi Tepamuu METOTPEKCATOM CYIIECTBYET PHCK
BO3HHKHOBEHHS JIy4EeBOTO JE€PMaTHTa M COJHEYHBIX OXXOroB (MECTHas BOCHAJIUTEIIbHAS
peakius B paHee 00@yueHHOH obactn).

Hmmynnas cucmema

Bo BpeMs Tepanmue METOTpEeKCaTOM MOTYT BO3HMKAaTh IOTEHIHAJIBLHO JIETAJIbHBIC
OTNIMOPTYHUCTHYECKHE HH(DEKIIHK, BKIIIOYasi THEBMOHHUIO, BEI3BAHHYIO Prneumocystis carinii.
[Ipy pa3BUTHH y ManMeHTa CHUMITOMATHKH CO CTOPOHBI JIETKMX CIIEAYET 3arloJ03PUTh
BO3MOKHOCTb Pa3BUTHUS THEBMOIIUCTHON ITHEBMOHHUH.

MeTtoTpekcaT crmocoOeH HapymaTh OTBET Ha BaKIMHALMIO M HCKAKaThb pE3YJILTAThI
MMMYHOJIOTHYECKHX aHAJIM30B. BakIWHAIMs BO BpeMs Tepalud METOTPEKCAaTOM MOXXET
ObITh HedddeKkTHBHA. B CBSI3M ¢ MOBBIIIEHHBIM PHCKOM 3apa)K€HHsl, BAKLIMHALUS )KUBBIMH
BaKLIMHAMM HE JI0JIXKHA POBOJIUTHCS BO BPEMsI TEPAITHH METOTPEKCATOM.

MetoTpexcar crnenyer mpuMeHSTh ¢ 0COO0#M OCTOPOKHOCTHIO Y MAIMEHTOB C AKTHBHBIMH
nHpexuamMu. Cnenyer coOMOAaTh OCTOPOXKHOCTH IPH NPUMEHEHMH METOTpeKcaTa y
TMAl[MEHTOB, MOABEPraOUIMXCs BO3JEHCTBUIO TaKMX BO30yIHTENEeH, KaKk BHPYC BETPSHOM
OCTIbI WJIM BHPYC OMOSICHIBAIOIIETO JIUIIIASL.

Hosoobpaszosanus

YV nanuMeHTOB ¢ OBICTPO pacTyUIMMU OIYXOJIIMH METOTpeKcaT, Kak M Jpyrue
[IUTOCTAaTHYECKHE JIEKAPCTBEHHBIE MPENapaThl, MOXKET BBI3BIBATH CHHPOM JIM3HCA OITYXOJIH.
[IpoBe/ieHHE COOTBETCTBYIOLIEH I1OICP)KUBAIOINEH MEIMKAMEHTO3HOW TEepanuu MOXET
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MPeIOTBPATHTH UITH OOJIETYUTH 9TO OCIOKHEHHUE.

Ha (oHe Tepanmuu MajibMM J03aMH METOTpEKcaTa COOOIANoCh O HEHACTBIX CIydastx

Pa3BUTHs 3/0KAQ4ECTBEHHBIX JMM(POM, KOTOphIE B HEKOTOPBIX CIydasdX pasperaimuch

CaMOCTOSITENILHO MOCIE OTMEHBI METOTpEKCaTa, He TpeOyst IPUMEHEHHUS IIUTOCTATHKOB. [Tpu

pa3BUTHH TUM(pOMBI CHayala ClieyeT MPEKPAaTUTh TEPAITHIO METOTPEKCATOM, H TOJILKO CC/H

nmuMdoMa He pa3pelIuTcss CaMOCTOATENbHO, HayaTh COOTBETCTBYIOIIYIO HEOOXOIUMYIO

Tepanuio. B HelaBHEM HCCIIEI0BAaHUH HE OBUTO OOHAPYKEHO yBETMYCHHUS JaCTOThI pasBUTHA

AMM(POM NIPH JICYEHUH METOTPEKCATOM.

Mcronb30BaHHEe METOTpeKcaTa B BBICOKOJO3HBIX PEXHMMax PEKOMEHIYETCs TOJBKO MO

YTBEPXKIEHHBIM TIOKa3aHUsM. [IpeHMyINeCTBO BBICOKOJO3HBIX PEXHMOB IPH  JPYrAX

HEOIIACTHYECKHUX 3a00JIeBaHUSIX HE YCTaHOBJICHO.

3abone6anus ckenemHbIX MblUulY, COCOUHUMENbHOU MKAHU U KOCmeU

[IpyMeHeHWe METOTpeKcaTa B COYETAHWM C Jyd4eBOW Tepamuedl MOXET MNPUBOAUTH K

TOBBIIIEHHIO PHCKA PA3BUTUS HEKPO3a MATKHX TKaHEH UM KOCTEH.

QDonuesas kucroma

Jedbuuur ¢onara MOXKET YyBEIHYUTh TOKCHYHOCTb METOTpEKCaTa (cM. paszmen 4.5).

[Ipumenenne ¢onueBoit WM  (OJIMHOBOM KHCIOTBI MOXET CHH3UTH TOKCHYHOCTD

MeToTpeKcaTa (KeJyJ0YHO-KUIIEUHbIE CHMIITOMBI, CTOMATHT, AJIONEIHIO W MOBBIIICHUC

ypoBHEH (EPMEHTOB MEYECHHU).

[Ipexne dYeM NpPHHUMATH TNpenaparsl (OIMeBON KHUCIOTBI, PEKOMEHIYETCs MPOBEPHUTDH

YPOBEHb BHUTaMHHA B2, MOCKOJIBKY TpHeM (OTHEBOM KHUCIOTHI MOXET MaCKHpPOBATH

nebuuuT BUTaMuHa Bi2, ocobenHo y nmarueHToB crapme S0 JieT.

Pexomenyemble 00c1e10BaHUSI H MepbI 0€30N1aCHOCTH

B npomecce Tepamuu HEOOXOAUMO  THIATENBHOE HAOMIOJEHHWE TANMEHTa Ul

CBOEBPEMEHHOT'O BBISBJIEHUS] CHMIITOMOB TOKCHUYHOCTH.

Mo nauana mepanuu METOTPEKCATOM HEOOXOAUMO BBITOJHHTS!

- pa3BepHYTHI aHanu3 KpoBH ¢ au(depeHINpOBaHHEIM IIOJCYETOM JIEHKOIMTOB H
TPOMOOIUTOB,

- ompenenenne ypoBHs TmedeHounblx (epmento (ACT, AJIT, II®), Gumupybuna,
CBIBOPOTOYHOTO aTbOyMHUHA,

- aHaju3 nokasarejied QYHKIUH MOYeK (IPH HEOOXOIMMOCTH C ONpPEJe/ICHUEM KIIMpEHCa
KpeaTHHHUHA), i

- CEepOJIOTHYECKOE UCCIIEI0BaHKUE Ha BUPYCHI renaTutoB (A, B, C),

- Tpu HeoOXOIMMOCTH CledyeT WCKIIOYMTh TyOepKyne3 H CIeNaTh pPEeHTreHorpaduio
OPraHoB I'PYIHON KJIETKH.

[Tpu momo3peHnH Ha Hajauyue 3a00JIeBaHUs JIETKUX, a TaKXKe MPHU HAIWYMHM HCXOIHBIX

pedepeHTHBIX MmoKa3aTelie 1eecoo0pa3Ho HCcIe0BaTh QYHKIMIO BHEITHETO AbIXaHUS.

Heo6X01iMo peryisipHO KOHTPOIMPOBATh CHIBOPOTOYHBIE YPOBHH METOTPEKCATa, OCOOCHHO

BO BpeMs M IOCIE TepalnuM BBICOKAMH Jo3aMH (cM. Takke paszen 4.9). Tak MOXHO

3HAYUTEFHO CHM3UTh TOKCHYHOCTH M BEPOSTHYIO JIETAIPHOCTH Ha (DOHE Tepanuu

METOTPEKCATOM. ’

B 4acTHOCTH, pUCK pa3BUTHs TMOBBIIMIEHHBIX YPOBHEH METOTpeKcaTa HJIH 3aMEIJICHHOIO

CHI)KEHHMS €ro YpOBHEH WMEIOT MAalUeHThl C IUIEBPAJIBHBIM BBEIIIOTOM, AaclUTOM,

HETMPOXOJUMOCTBIO  KENTYJI0YHO-KUIIEYHOr0  TPaKTa, IPEIUIeCTBYIOMEH — Tepamuei

[UCIUTATHHOM, JETHIpaTalueil, CHMKEHHBIM TMoka3areneM pH MouM wWin HapylmeHHeM

dyHKuEK Touek. Takue MalMEeHThl I0JDKHBI HAXOAMUTBCS MO TIIATETBHBIM KOHTpONEM. Y

HEKOTOPBIX IMALMEHTOB MOXET HaOMI0AaThCs 3aMEUIEHHOE BBIBEJICHUE METOTpEKCATa JaXe

IpU OTCYTCTBHHM BBINIEHA3BAaHHBIX COCTOSHMH. TakuxX NAIMEHTOB BAXHO BBIABIATE B

TeYeHHe TEPBHIX 48 YacoB mocie Hayana TEpalMu IpernapaTtoM, MOCKOJIBKY B IPOTHBHOM

cJTydae TOKCMYHOCTh METOTPEKCATa MOXKET 0Ka3aThCs HEOOPATHMOH.

¢
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[Tpu Tepanuu MeTOTpeKkcaToM B 103ax 100 MI/M2 1 6osiee HEOOXOAUMO TPOBOAMTDH TEPATIHIO
NIPUKPBITUS ¢ IPHUMEHEHHEM Kalblus (oIHHATA. Jlo3a Kxanblusi (HoIMHATA TTOAOUPACTCS B
3aBMCHMOCTH OT JI03bI METOTPEKCATA M [UTNTEILHOCTH HHY3HH.

Tepanuio TPHKPHITUS € TNPUMEHEHHEM KaJlbLHs donvHaTa HAYMHAIOT B TEUCHHE
42-48 yacoB TIOCTE TPOBEAEHMS TEpAallMM METOTPEKCATOM, YPOBHH METOTpEKCaTa
KOHTPOJIMPYIOT KaK MUHUMYyM depe3 24, 48 u 72 yaca H, €Clii Tpebyercs, najnee ¢ LeNbIo
Ompeese s HEeOOXOMUMOM MPOIOKMTENPHOCTH —TEpanuy MPUKPBITHA € KaJIbIHA
b onuHATOM.

Bo épema mepanuu METOTPEKCATOM HEOOXOIMMO BBITIOJIHATH Pa3BEPHYTHIN aHAIN3 KPOBH C
i GepeHIIPOBAaHHBIM TTOICYETOM JICHKOLUTOB H TPOMOOIUTOB (€XKEIHEBHO HIIH PEXKE, HO
HE MEHee OJJHOTO pa3a B HEJIENIO).

[Tepen HauaoM KOMOMHUPOBAHHOM TEPaNMH, BKIFOYAONIEH METOTPEKCAT B BEICOKHX /103aX,
KOJIMYECTBO JICHKOIIMTOB M TPOMOOIMTOB JOJDKHO OBITH BBIIE MHUHUMAIbHBIX 3HAYECHUH,
VKa3aHHBIX B COOTBETCTBYIOIIEM MPOTOKONE (JIEHKOUMTBI OT 1x10%1 mo 1,5%10%x,
TpoMBoLuTh 0T 50x10%/1 10 100%10%/1).

JleiikorieHust, TPOMOOIMTONEHHS U CHIDKEHHE YPOBHS HEHTPOGHIBHBIX IPaHYJIOUHUTOB, KaK
mpaBuio, HaGmomatorcs  depe3  5-13  nHed  mocie  BBEACHMS — METOTpeKcaTa
(c BocctaHoBNeHHeM uepe3 14-28 nuei). Muorma ormedaeTcs NBYKPAaTHOE CHHMIKCHHC
YPOBHSI JIEHKOIUTOB ¥ HEUTPOPUITEHBIX IPaHyJIOLUTOB: IEPBOE MPOUCXOUT yepes4-7 OHEH,
BTOpOE — Yepe3 12-21 neHsp, mocje 4ero ceIyeT MOBBIIICHHUE.

D yYHKIHOHABHBIE IEYEHOUYHBIE MTPOOBI, TPOBEPKY QYHKIMHU MOYEK, a TAKKE aHAIU3bl MO
CllelyeT MPOBOAMTE Yepe3 PEryIsspHBIE IPOMEXKYTKA BPEMEHHU.

IIpexosinee MOBBIIEHHE YPOBHS TPaHCAMHHA3 B 2-3 pa3a BbILIEC BEPXHEH IPaHULIBI HOPMBI
otMeuanoch y 13-20% mnanuentoB. OOBIMHO 3TO He TpeOyeT M3MECHEHHs CXEMBbI JICYCHHUS.
TeMm He MeHee, CTOMKHE MATONOTMYECKHE M3MEHEHHS YPOBHEH MEUEHOUHBIX (EPMECHTOB H
(MIM) CHWKEHHE YPOBHSI CHIBOPOTOYHOTO albOyMHMHa MOTYT YKa3bplBaTb Ha TKEIYIO
rernaToTOKCHYHOCTh. B ciyyae CTOHKOrO MOBBIIIEHHS YPOBHS TIeYeHOYHBIX (DEPMEHTOB
CIIEAyeT PacCMOTPETh BO3MOXKHOCTb YMEHBINEHHMs JO3bI Mpenapara HIH TMPEpbIBAHUA
Tepanui. Y TAIMEHTOB C JUTUTENHHO CYLIECTBYIOLINMH HapyIMIEHUSAMH (QYHKIMH TEYSHH
METOTpPEKCAT CIIEAYET OTMEHHUTD B JIIOOOM ciIydae.

['ucronornueckuM u3MeHeHusM, (uOpo3y u, pexe, LHPPO3y TMEYEHH MOryT HE
peIIECTBOBATh aHOMAJIBHBIE TECThl (DYHKIMM MEYeHH. BBIBAIOT Ciiy4an nMppo3a MEUYCHH
TIPH HOPMAJIBHBIX YPOBHSAX TpaHCAMHHa3. [103TOMy B JOMOJHEHHE K TEUYEHOYHBIM IIpodam
CeZyeT PAacCMOTPeTh HEMHBA3MBHBIE METO[bI JMATHOCTHKH JUIS KOHTPOJS (yHKIMHA
nedeHu. BHOIICHIO TIEUEHH CIIeyeT pacCMaTpUBATh B HHAWBHYaTbHOM IOPS/IKE, IPUHAMAs
BO BHHMMaHHE COIyTCTBYIOIIME 3a00JeBaHMs TAIMEHTa, HCTOPHIO OONIE3HH M PHCKH
ouorncuu.

dakTopbl pHCKa TeMaTOTOKCHYHOCTH  BKIIIOYAIOT  IPEIIIECTBYIOLIEE  YPE3MEPHOC
yrnotpebaeHne anKorons, CTOMKOE IOBBIIIEHHE AKTHBHOCTH IEYEHOYHBIX (EPMEHTOB,
3a00/1eBaHUs TEUYEHH B aHAMHE3e, HACJEICTBEHHble 3a00JIeBaHUS INIE€YEHH B CEMEHHOM
aHaMHe3e, caxapHblil [uabeT, OXKHMpEeHHe, MPEeAIIecTBYIONee U JUIMTEILHOE BO3JICHCTBUE
rernaToTOKCHYECKUX MpernapaToB WM XUMHYECKHX BELIECTB, JICYEHHE METOTPEKCATOM.

Bo Bpemsi Jie4eHHs METOTPEKCATOM HeNb3sl INPUMEHATh JApPYrHe TIenaTOTOKCHYECKUE
mpenapaThl, 3a HCKIIOUEHHeM ciydaeB KpaifHedl HeobxommmoctH. Cremyer wu3berath
ynotpeGieHus ainkorois (cM. pasaenst 4.3 u 4.5).

VY manueHToB, OJHOBPEMEHHO NMPUHUMAIOIINX JPYTHe renaroTOKCHYECKHe JIEKapCTBCHHBIC
npenaparsl, ClIeIyeT MPOBOAUTH TIIATENbHBIM MOHHTOPUHI AKTHBHOCTH MCYCHOYHBIX
(bepMeHTOB.

[ToBBIIEHHAS OCTOPOXKHOCTH TpeOyeTcs y MAlMEHTOB HHCYJINHO3aBHCHMBIM CaXapHbIM
nuabeToM, Tak Kak y HHMX [MppO3 T[EYeHH MOXKET pa3BUBaThCs 0€3 MOBBINICHHUS
TpaHCaMHHa3.
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[Ipy NpHMEHEHNH METOTPEKCaTa BO3ZMOXKHO yxyoutenue @ynxkyuu nodex. Ha 2-e u 3-e CyTKH
Tepami| METOTPEKCATOM, OCOOEHHO MpH MPUMEHEHMH BBICOKMX /03, PEKOMEHTy€eTCs
MPOBOJUTH KOHTPOJIb YPOBHS KPEAaTHHUHA, MOYECBUHBI H SJICKTPOJIMTOB C LIEJIBIO BBISIBIICHUS
HapylIeHU BHIBEICHUs METOTpEKcaTa Ha PaHHHUX JTarax. Teparnvsi METOTPEKCATOM MOXKET
BBI3BATh OCTPYIO TSDKETYIO NMOYEYHYIO HEJOCTaTOYHOCTH C onurypueit u (MIM) aHypuen u
MOBBIIIIEHHEM YPOBHS KpeaTHMHWHA, 4YTO, BEPOATHO, 06YCIOBJIEHO ~ TIPEIUNHUTALIHEH
MeTOTpeKcara U ero MeTaboJIMTOB B MOYCYHBIX KaHAJIBIIAX.

CiemyeT KOHTPONMpOBaTh (GYHKIHMIO TOYEK, BKJIOYAs MOMACPKAHUC aJIeKBaTHOM
THIpaTalii | MOAIIeaYuBaHAE MOYH, U3MEPEHHE YPOBHS METOTpEKcaTa B CBIBOPOTKE H
MOHHTOPHUHT MOYEHCITYCKaAHHUS.

[Ipy HaIM4M¥ TPU3HAKOB HapyleHHs (QYHKIMM MO4YeK (Hampumep, BBIPAKCHHBIX
He)XelaTeIbHbIX ~pPEeakiMi TpH IPEeIIIecTBYIONEH Tepamuu METOTPEKCATOM  WIIH
HEMPOXOIMMOCTH MOYEBBIBOUIIIMX ITyTeH) CiefyeT ONMPENesATh KIMPCHC KpeaTHHHHA.
Tepanuio BBLICOKMMH 103aMH MeToTpekcata (>100 Mr/M?) MOKHO MPOBOIUTEH TOJIBKO MPH
HOpPMaJIBHBIX 3HAYEHHAX KIMpeHca KpeaTWHuHA (>80 Mu/MuH) (cM. paspensl 4.2 u 4.3).
[TOCKOTBbKY METOTPEKCAaT BBIBOJMTCS B OCHOBHOM IOYKaMH, NMpPH CHWDKCHHM KIMPEHCA
KpeaTHHHHA OXHMIAETCsS U CHIKCHHE BBIBEIEHHS METOTPEKCaTa, YTO MOXET INPHUBECTH K
TSDKEJIBIM HEeXKeIaTeJIbHBIM PEAKIUIM. :

[Ipu MOBBILIEHWH YPOBHs KpeaTHHMHA 03y MpernapaTa CIeIyeT CHU3HTD. [Ipn kIHpeHce
kpeaTuHuHa MeHee 30 MJI/MHH TEpamui0 METOTPEKCATOM NPOBOAMTH HEIb3A. Tepanus
BBICOKMMH 103aMH MeToTpekcata (>100 Mr/m?) MpoTHBOIIOKa3aHa TIPH YPOBHE KpeaTHHHHA
B CHLIBOPOTKE BhIE 176,8 MKMOIB/T (2 MI/mI) ¥ KIHpEeHCe KpeaTHHUHA HIDKE 60 Ma/MUH
(cM. pasmensl 4.2 u 4.3). Tepanuto meroTpekcatoM B jpo3ax 100 Mr/mM? ¥ BBIIIE HEJB3S
HauMHaTh, ecau pH Moun Hike 7,0. OmenaynBanre MOYHU CJIEYET KOHTPOIUPOBATH ITyTEM
pEryJIsIpHOM OleHKH MoKa3arens pH Mo4n B TeyeHHe KaK MUHUMYM NEPBBIX 24 gacoB 1mocie
Hauasa IpuMeHeHus npenapata (pH pasen wiam 6onee 6,8). IIpu Tepanuy METOTPEKCATOM B
BBICOKHX J103aX HEOOXOIUMO 00ECIeUUTh aleKBaTHYIO BHYTPUBEHHYIO THIpaTallMIo.
JleueHre HU3KMMHM JO3aMH METOTpEKcaTa He ClelyeT HauWHaTh IPH yPOBHE KpCaTHHUHA B
CBIBOPOTKE >2 MI//UT U KJIUpeHce KpeaTHHHHA <30 MJI/MUH.

Ecinu CyliecTBYeT BEpOSITHOCTh HapylleHHs (YHKIMH TOYEeK HIM IIpH MOTpaHUYHOM
GyHKIMM mOouYeK (HAmpuMep, B IMOXKHJIOM BO3pPACTE€) MOHHTOPUHI CIIEAYET OCYIICCTBIATH
yare. ITo 0COGEHHO BaYKHO, €CITH MPUMEHSIOTCS IPYTHe MPerapaTsl, ClIOCOOHbIC ITOBIUSATH
Ha BBIBEICHHE METOTpeKcaTa, OKa3aTh He(pOTOKCHYECKOe NeHCTBHE (HamphMep, HITBIT)
WJTH BBI3BATh HApyLIEHUE KPOBETBOPEHHUS.

[Ipu Hanmuuuu (GakropoB pucKa (TaKMX Kak HapylleHHe (QyHKIMH [OYeK, B T.. JIETKOE)
coBMecTHOe puMeHernue HITBIT ¢ mMetoTpekcaroM He pekomenayercs. Crexyer nsderath
OJHOBPEMEHHOTO IPUMEHEHHUsT HHIMOMTOPOB TPOTOHHOW IMOMIIBI M BBICOKHX /103
METOTpeKcaTa, OCOOEHHO Yy TMAIMEHTOB C HAPYIIEHHAMH QYHKIUH TOYEK.

Cocmosinus, eedywue Kk oecuopamayuu, TaKH€ KakK pBOTa, AWapes MM CTOMATUT, MOTYT
YCHJIMBATh TOKCHYHOCTh METOTpEKcaTa BCIIEACTBHE MOBBINIEHHS €ro ypoBHed. B Takmx
cllydasx MHpPUMEHEHHEe METOTpeKcaTa ClEAyeT IPHOCTAHOBUTH 10 HMCUYC3HOBCHHUSA
CUMIITOMOB.

HeoOXoauMO BBITIOHATD €X#CeOHEBHbIU O0CMOMmMp noaocmu pma u 3e6a Ha TPEAMET
M3MEHEHUHN CITU3UCTOM.

Ocobenno cmpozoe Habnwoenue TpeOyeTcs 3a COCTOSHHEM MALMEHTOB  TOCTE
TIpe/IIeCcTBYIOMEl MHTEHCUBHOM JIy4eBOi TepariH, ¢ 0CIabIeHHbIM OOIIMM COCTOSHHEM, a
TaK)Ke MaIMEHTOB MOJAPOCTKOBOIO U MOXHJIOTO BO3pacTa.

B nauane Tepamuu, TpU M3MEHEHWH 03Bl Npenapara WX B NEPHOJBI BBICOKOTO PHCKa
TIOBBIIEHHs YPOBHEH MeTOTpeKcara (HanpuMep, Mpu AerupaTanud, HapyIICHHH GbyHKLIUH
[IOYeK, JOTMOJHHUTEILHOM TPUMEHEHHHM WM YBEJIMYCHHH 03Bl  COMYTCTBYIOIIMX
npenapartos, Takux kak HITBIT) MoryT motpe6oBaThes 60miee yacToie oOcnenoBaHus.
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Ipumenenue y oemeti u NOOPOCMKOB

CremyeT cobmoaaTh 0Co0yI0 OCTOPOKHOCTD MPU NPUMEHEHHH METOTPEKCaTa I JICICHUA
neTeil W TOAPOCTKOB. JleyeHue cleayeT MNPOBOAWTH B COOTBETCTBAM C TIPOTOKOJIAMH
Teparnuu, pa3paboTaHHBIMHU CHIELUAIILHO JUTS TIEAUaTPHH.

V meauMaTpHyecKWX TMAlMEHTOB € OCTPbIM JTUM(}OOIACTHBIM JIEHKO30M (OJUJI) moxeT
HaOI0AaThes TsXkKeas HEMPOTOKCHYHOCTh Ha (poHE MPUMEHEHHs METOTpEKCaTa B CPCIHHX
nozax (1 /M%), uro Hamboyiee 4YacTO TPOSBIAETCS B BHUJAE TCHEPATH30BAHHOIO HIIH
(DOKAIBHOTO  SIHIENTHYECKOrO MpHUMamKa. Y CHMITOMATHYECKHX —IALMEHTOB MpH
JIMAarHOCTHYECKOMBU3yalIN3aIHH HaOJTI01aTHCh JelKosHIedaronaTus W/WIH
MHUKpOAHTHONaTH4YeCcKasi KalbLU(UKALIUS.

Ipumenenue y nosdcunvix nayueHmos

Ocobast OCTOPOKHOCTh TakXe TpeOyeTcss NMpH JIEYEHHWH MAlMeHTOB CTapLIero BO3pacTa.
[TanueHTOB cileayeT 4Yacto oOcienoBaTh Ha INPEAMET PAaHHHUX MPHU3HAKOB TOKCHYHOCTH.
Knuaudeckast (apMakoJioTHsi METOTpeKcara y IOXHJIBIX IalUeHTOB IIOJIHOCThIO HE
n3ydena. Jlo3y METOTpeKkcara clieflyeT KOPpPEeKTHPOBATh B COOTBETCTBHH C (YHKIMEH
TIEYEHH ¥ MOYEK, KOTOPHIE B TIOKMIIOM BO3pacTe OOBIMHO CHMXKEHBI. J{JIs MAallneHToB CTapIe
55 net 6bUTH pa3paboTaHbl YACTHYHO MOAU(DUIIMPOBAHHBIE IPOTOKOJIBI TEPAITUHU, HATIPUMED,
qutst nedenust OJUIL.

DepmunvHocms

Bo BpeMsi Tepanyu METOTPEKCATOM M HEMOCPEICTBEHHO TIOCTIE €€ OKOHYaHMs HabI01aIoCch
HapymieHHe (GEpTUIBHOCTH 3a CYeT BO3JEHCTBHS Ha CIEpMATOreHe3 M OOrEeHEs,
OJIUTOCTIEPMHS, MEHCTPyallbHbIE HApyLIeHHs W aMeHopes. DTH 3QQEKTH, MO-BUIAAMOMY,
SIBJISIFOTCS] OOpAaTUMBIMH M UCYE3AIOT MOCIIE MPEKPALICHHS TEPAIUH.

Tepamozennocmu

MetoTpekcaT 3MOPUOTOKCHYEH, BBI3BIBAET BBIKUIBIIIKA M BPOXIECHHBLIE IOPOKH PAa3BUTHUS.
[TosTomy 10 Hayaya Tepanuu ¢ NalUeHTaMH JETOPOJHOTO BO3pacTa )KEHCKOro ¥ MY»XCKOTo
noja HEOOXOIMMO ; OOCYIUTh BO3MOXHBIE PHCKH BO3JCHCTBHS Ha PENPOAYKTHBHYIO
bynkuuio (cM. pazzuen 4.6).

JKeHIHHBI JIETOPOIHOTO BO3pacTta BO BpeMs JICUYSHHS M B TeUeHHE 6 MeECAIEB IIOCIe
Teparnuyu METOTPEKCATOM JOKHBI TPUMEHSITh Ha/IeXKHBIE METO/bI KOHTPALIETIIIHH.

[lpi NpUMEHEHMH 10 HEOHKOJOTHYECKMM IIOKa3aHUsIM OEpPEeMEHHOCTh JO/DKHA OBITh
UCKJTIOYEHA Tepe/l HauajaoM TEepartHiH.

[Ipumenenue y Mys#cuuH

MeToTpekcaT MOXKET NMPOSIBIATh TEHOTOKCUYHOCTB. [109TOMY My’>XK4HHaM BO BpeMsl JIEUCHHsI
METOTPEKCaTOM W B TE€YEHHE HE MeHee 6 MeECsIeB I0CjIe Hero peKOMEHIyeTcs H30erarh
3ayaTus peOeHKa W NMPUMEHSTh HaJEKHBIE METOJbl KOHTpauenuuu. IIockoynbKy neyeHue
METOTPEKCATOM MOXET MPHUBOJIUTH K TSDKEIBIM M, BO3MOXXHO, HEOOpaTUMBIM HapyIIEHHIM
CIiepMaToreHe3a, 10 Hadala Tepamuk MY)XYHHaM pEeKOMEHIyeTcs oOpaTuThes 3a
KOHCYJIbTAILMEH 110 TOBOLY BO3MOXXHOCTH KOHCEpBAIUH CIIEPMBI (CM. pa3zen 4.6).
Conepxanue HATpUs

JlanHplit mpemapar coaepXuT MeHee 1 Mmonb HaTpus (23 Mr) Ha a03y, T.€. MO CYTH
HE COJEPXKUT HATPHSL.

4.5 B3aumopeiicTBHe ¢ JPYrHMH JIEKaPCTBEHHBIMH NpeNapaTaMH H JpPyrHe BHIBI
B3aHMO/eiCTBH .

[Ipumenenue okcudos azoma (3aKMCH a30Ta) ¥ AHECTETMKOB HA OCHOBE OKCHMIA a30Ta
YCHUIIMBaeT JNeHCTBHE METOTpeKcaTa Ha MeTabou3M (ONMEeBON KHUCIOTBI M NMPHUBOJMT K
TSDKEJOM, HEeNpeIBUICHHOW MHEIOCYNIPECCHH M CTOMATHUTY, U, B Cly4ae WHTPATEKaJbHOTO
BBEJEHHUS, K TOBBINIEHHON HeiipoTokcuunoctd. HecMoTpst Ha TO, 4TO JaHHBIE 3QEKTHI
MOHO MpEJOTBPATHTh IIyT€M BBEJIEHMs Kaiublus (onuHaTa, cieayeT usderarh
OJTHOBPEMEHHOTO MIPUMEHEHHUSI OKCHIA a30Ta U METOTpEKcara.
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L-acnapazunasza sBIS€TCS aHTarOHUCTOM METOTpEKcaTa PH OHOBPEMEHHOM IMPHMEHECHUH.
KoMOGMHHpOBaHHOE TPHMEHEHHs MeToTpekcata M 0a30BOH Tepamuu  (HampuMep,
coedunenus 3010ma, NEHUYWIIAMUH, 2UOPOKCUXIOPOXUH, CYNbpacaiasu, asamuonpu,
YUKIOCNOPUH) HE W3Y4anoch W HeNb3s UCKIIOYATh YBETHUCHHE TOKCHYECKOTO NCHCTBHS
METOTpeKcara. ¢

Anmupesvamuueckue npenapamoi, Mooupuyupylowue 3a0601esanue, U HeCmepouoHble
NpPOMUBOBOCNAIUMENIbHbIE Npenapamel He CJIEIYET BBOAUTH 10 HJIM OIHOBPEMCHHO C
BBICOKMMH JI03aMH  MeToTpekcaTta. VIMeroTcss cooOmeHus 00 yBENHYCHHH IIpH
WCIIOIb30BAHUM TaKOM KOMOWHAIIMH YPOBHS W IPOJOJDKMTEIBHOCTH OIPEICICHHUS
METOTpeKCcaTa B CHIBOPOTKE KPOBH, YTO MPUBOAUT K POCTY CMEPTHOCTH, OOYCIIOBICHHOMH
TSKEJIOW TeMaTOJOrM4ecKoi (CympeccHsi KOCTHOTO MO3ra M alulacTH4YecKas aHeMus)
KEJTyT0YHO-KUIIEYHOW TOKCUIHOCTBIO.

VccneoBanus Ha KMUBOTHBIX TOKa3aiu, 4To npumenenue HIIBII, canuyunoou Kuciomol
CHIDKAET KaHAJIBLEBYIO CEKPEUHI0 METOTpeKcaTa M COOTBETCTBEHHO YBEIHMYMUBACT €ro
Tokcudeckne 3¢hdextel. Crnenyer cobmoaaTs octopoxHocTs mpu coueranun HIIBIT ¢
HU3KHMH JI03aMH MeTOoTpekcaTa. [Ipu Hanuuuu (HaKkTopoB pHUCKA, HAIIPUMED, MOTPAHUIHOTO
COCTOSIHUSL (DYHKIMH TO4YeK, ogHOBpeMeHHoe ucnonb3oBanue HIIBIT u merorpekcara He
PEKOMEHIyEeTCSl.

OIHOBpEMEHHOE  Mpumenenue  UHUOUMOPO8  NPOMOHHOU  nomnbl  (OMENpasoia,
MIAHTONpAa30Jia, JAHCOMpPa3oja) MOXET IPHUBECTH K 3aMEUICHHUIO HJIM HHIMOMPOBAHHIO
MOYEYHOW JJIMMUHAIIMM METOTpeKCaTa W IOBBIICHUIO €r0 YpOBHS B IUIa3Me€ KpPOBH C
Pa3BUTHEM KJIMHHYECKUX IPU3HAKOB M CHMIITOMOB TOKCHYHOCTH MeToTpekcara. Ciexyer
u3beratb OJHOBPEMEHHOTO TNPUMEHEHHS WHTHOUTOPOB IPOTOHHOM IOMIIBI C BBICOKOM
JI030H METOTpeKcaTa, OCOOCHHO Y MAllUEHTOB ¢ HAPYIIECHHON (YHKIHEHN TOYEK.

PerynspHoe ynompé6ienue ankozons uiu NpUMEHeHue 2enamomoKCU4eckux npenapamos
(Hanpumep, a3zatuomnpuHa, JedayHoOMHAa, cynbpacanasWHa, PETHHOMIOB) MOXKET
yBEJIMUUBATh TelaTOTOKCHYHOCTh MeToTpekcaTa. HeoOxoaumo obecrneunTh TIIATENBHOE
HaOJIOZEHUE 3a MAaIllMEeHTaMH, KOTOpPbIE JOIOJHHUTEIbHO NMPHHUMAIOT I'eNaTOTOKCHYECKHE
npenapatel. Cienyer uzberars ynoTpeOIeHHUs aIKOTroyIsi BO BpEMs JIEYEHHSI METOTPEKCATOM.

IIpouzsoonvie  amuoonupuna,  napaamunoben3ounas — Kucioma,  bapbumypamul,
00KCOpYOUYUH, OpanbHble KOHMpPAyenmuevl, @enurdymasoH, Genumoun, npobexeyuo,
canuyunamel, " cynvpanunamuoul, mempayuKkIuHbl, MPAaHKEUNUZAMOPY,

CYNbPOHUNMOYEBUHA, NEHUYULTUHBL, NPUCTMUHAMUYUH U  X10PAMEEHUKON BBITECHSIOT
METOTpPEKCAT U3 CBA3€H ¢ abOYMHHOM CBIBOPOTKH KPOBH M, TAKMM 00pa3oM, MOBBILIIAIOT
ero OuoaoCTynmHOCTh (oOecrmeunBasi KOCBEHHOE MOBBINIEHHE ero Jo3bl). IloaTomy
OJTHOBPEMEHHOE ITPUMEHEHUE METOTPEKCaTa JOJDKHO TIIATEIEHO KOHTPOIUPOBATHCS.
CHm)keHME KaHAJIbLEBOM CEKpPEelHMH U, KaK CJIEJCTBHE, IOBBIIIEHHE TOKCHYHOCTH
METOTpeKcaTa, 0COOEHHO NPH HHU3KHX J03aX, MOTYT BBI3BAaTh CJIEAYIOIIHE IpEeNaparsl:
napaamMuro2unnypoeas Kucioma, HecmepouoHvle NpOMUEO8OCNANUMEIbHbIE Npenapambl,
npobeneyud, canuyuramel, cyibpanuiamudbl u opyeue ciabvie OpeaHuueckue Kuciomol.
[TosToMy  OIHOBpeMEHHOE  NpPHMEHEHHE  METOTpeKcara  JO/DKHO  TIIATENBHO
KOHTPOJINPOBATHCS.

Henuyunnun u cynogpanunamudet B OTAENBHBIX CIIydasX MOTYT CHHKATh NOYEYHBINH KIHPEHC
METOTpeKcara, MPUBOAA K IMOBBIIEHUIO €ro KOHIEHTPAMK B CBHIBOPOTKE KPOBH C
BO3MOXXHBIM Pa3BUTHEM €T'0 FeMaTOJIOTMYECKOH U ey IOUHO-KUIIEYHOU TOKCHUHOCTH.
Hunpoghnoxkcayun cHMkaeT KaHATIBLEBYIO CEKPELHIO B MOdYkax. [lodToMy mHarMeHTHI,
TMoJTydaroliue KOMOMHAIMIO METOTpeKcara ¢ 3THUM JIEKApCTBEHHBIM IIPENapaToM, JOJKHBI
HAaXOAUTBCS TOJ] TIIATETBHBIM HAOIIOICHUEM.

Ilepopanenvie  anmubuomuku, B YAaCTHOCTH TETPALMKIMHBL, XJIOpaMPEHHKON |
HeabcopOupyroumecss aHTUOMOTUKH IIMPOKOrO CHEKTpa JECHWCTBHs, MOTYT CHHXKAaTbh
KUUIEYHYIO a0COpPUMIO METOTpeKcaTa WM OKa3blBaTh BIMSHAE Ha €ro KMIIEYHO-
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MEYEHOUHYIO UPKYIIALMIO BCIIEACTBAC HHIHONPOBAHHS KHIICIHOH ¢ropb! WK MOJABJICHHSA
OakTepUaIBHOIO Me?a60nn3ma.

[Tpy OIHOBPEMEHHOM HJIM TIPEILIECTBYIOIIEM TIPUEME 1penapanios, CNOCOOHBIX BbI3bIEAMD
HeJlcenamenvrble peaKyuu co CMOPOHbL KOCMH020 Mo032a (HAaNpUMEp, MPOH3BOIHBIX
aMHUIONMPHHA, (DEHHTOMHA, CyIb(paHWIAMHIOB, KOMOMHAUMM  TpUMETONpUMa M
cynabhameTokcazona,  XjopampeHuKosia, MHPUMETaMUHA, [UTOCTATHKOB),  CJEIyeT
YUMTHIBATH BO3MOXKHOCTD Pa3BUTHS BRIPAKEHHBIX HAapYIICHHH reMorossa.
Kombunuposanue ¢ 1ekapcmeenHblMuU NPenapamamu, 6bl3el6aouumu oepuyum cghonama 6
opeanusme  (Hampumep,  cCyibhaHHIAMHIAMH, ~KOMOHMHAIMeH  TPUMETONpHMa U
cynbaMeToKcazona), MOXKET  YCHIMBaTh  TOKCHYHOCTH — METOTpEKcara. Ocobyto
OCTOPOKHOCTh CJIEAYET COOMIOAAaTh MPH HCIOIb30BaHWM METOTpEKcara y IalHEHTOB,
cTpamaioumx nepurmutom (onmeBoif KucioThl B opranusme. C Jpyrod CTOPOHEL
OJIHOBPEMEHHOE MPHUMEHEHHE IPENnapaToB WM BHTAaMHHOB, COJICPIKAIIMX (GoMHOBYIO
KHCIOTY, (OIMEBYIO KHCIOTY HJIM WX [POM3BOJAHBIC, BIMAET Ha 3(HEKTHBHOCTD
METOTpeKcara.

Kombunuposanue memompexcama u cynibpacandsuna MOXKET TOBBIIAT d(pHEeKTHBHOCTD
TEpBOTO 3a CYET HHTHOUPOBaHUs CylbhacanasuHOM CHHTE3a (OTUEBON KHUCIIOTHI, U, TAKUM
06pa3oM, MOXET INPHBOIAMTH K TOBBIMICHHAIO PHCKA HEXENATENbHBIX DEaKLUHH, uTO
OTMEYaJIOCh Y OT/EJIBHBIX MAIIMEHTOB B HECKOJILKUX MCCIICTIOBAHUSX.

Memompexcam modcem ymenvuiums Kiupenc meoguinuna. [1osToMy mpu COBMECTHOM
NpUMEHEHHUH METOTpeKcaTta U TeOHIUIMHA HEOOXOIMMO DETYJSIPHO ONpPENENATh yPOBCHB
TeoHTMHA B TJ1a3Me. Bo BpeMs Tepanuu MeTOTPEKCaToOM CledyeT u30eraTb Ype3sMepHoro
yroTpebaeHus. HalUTKOB, CoAep)amux KodenH u TeopuumH (Kode, mpoXiaauTe/TbHbIE
HalMTKH, cojepkamue Ko(euH, YepHbI 4aif), Tak Kak 3(Q(EKTHBHOCTH METOTpEKcaTa
MOXET OBITh yMEHBIIEHAa 3a CYeT B3aUMOJCHCTBHA MEXIYy METOTPEKCaTOM H
METHJIKCAHTHHAMH Ha YPOBHE PELENTOPOB aJl€HO3HHA.

Kombunayus memompexcama u 1e@nynomMuoa MOXKeET YBEIUIUTh PUCK MAHIIUTOTICHUH.
Coemecmnoe npumenenue MepKANMONYPUHA U Memompekcama MOXET YBEIWIHUTh
6HOI0CTYITHOCTh MEPKANTOYpPHHA, BEPOSATHO, 38 CYET HHIHOMPOBAHHS €ro MeTaboIu3Ma.
Coo6m1anock 0 mojapieHuH (YHKIMH KOCTHOTO MO3ra M CHW)KCHHH YPOBHS (onara npu
00HOBPEMEHHOM 88€0eHUU MPUAMMeEpPeHa U MemompeKkcama.

AmuoOapon BBI3BIBA] HM3BSA3BICHHE KOXHM Yy IAlMEHTOB, IMOJIyYalOUIMX TEparnuio
METOTPEKCATOM I10 TTOBOJTY NCOpHa3a.

Coobmanoce 0 pake KOXH y HEKOTOPBIX MAlMEHTOB C IICOPHA30M HMpU COBMECMHOM
npumeHnenuu memompexcama u PUVA-mepanuu.

JIyuesas mepanus MpU JEUECHHWH METOTPEKCATOM MOXET NPHBECTH K YBEJIIMYCHHIO PHCKa
HEKPO3a MIATKUX TKAHEH UJIU KOCTEH.

Konecmupamun  CBS3bIBaET  METOTpPEKCAT, YMEHBINIAET €ro  JHTEPOremaTH4YecKyro
PELUPKYJIISIHIO, YTO IPUBOAUT K CHI)KEHHUIO €r0 KOHIIEHTPAIUK B TJIa3M€ KPOBH.
Conymcmesyiowee  66e0enue  3pumpoyumapHoll  Maccbl W METOTpeKcaTa TpeOyeT
CTIEIHATBHOIO0 MOHHTOPHHTA MAIMEHTOB B TeYeHHe 24 9acoB Iocie MHQY3UH, MOCKOJIBKY
MOXXET BO3HHUKATh' IMOBBIIICHHBIH PHUCK TOKCHYHOCTH U3-3a JJIMTEIBHBIX BBICOKHX
KOHLIEHTPALUI METOTpEKCaTa B CHIBOPOTKE.

B oTnenpHBIX ciydasX COBMECTHOE MpumeHeHue Memompexkcama u KOPmuKoCmepouoos
NPUBOJMIIO K JTUCCEMUHHUPOBAHHOMY TepIiecy Y MAIMEHTOB C OMOSCHIBAIOIIUM TepriecoM
WJIH [IOCTTEPIETHUECKON HEBPAJITHEH.

Kanoyus ¢ponunam MoXeT CHWXKaTh d3(PQPEKTHBHOCTh HWHTPATEKAIBHO BBEAECHHOTO
METOTpEeKcarTa.

[Tupumemamun und KO-mpumokcazol B KOMOMHAIMM C METOTPEKCATOM MOTYT NPHBECTH K
NaHIUTOIICHUH, BEPOSITHO, u3-3a JOTIOJIHUTENIBHOTO UHTUOMpPOBAHUS
IUruapooIaTpeIyKTa3bl STUMH NpenapataMy i METOTPEKCATOM.
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PerynsipHoe ynompeobnenue anKko20.ns u 00HOBpeMeHHoe UCNONb306AHUE
2enamomoKcudeckux — J1eKapcmeenHbX — npenapamosé  TOBBIIIAET  PHUCK  PasBUTHA
rernaToTOKCHYHOCTH METOTPEKcaTa.
IIpumenenue OONOIHUMENBHO 2eMAMOMOKCUYECKUX npenapamoe (HanpuMep, METaMM30J1a)
yBEIMUYMBAET BEPOSTHOCT CEPhE3HBIX HEXKEIATENbHBIX PEaKIIHi METOTPEKCaTa.
Heob6xonumo YUUTBIBATH gapmaxokunemuieckoe gzaumooeucmaue MedHcoy
Memompexcamom, , NPOMUEOCYOOPONICHbLMU ~ npenapamamy  (CHIKCHHE  CBIBOPOTOYHBIX
YpOBHe# MeToTpekcata) W S-¢pmopypayunom (yBENMYCHHE TEPHOJA TOJTYBBIBEACHHA
S-dpropypauuna).
Cnexyer cobofaTh OCTOPOXKHOCTb HMpU COBMECMHOM NpUMEHeHUU Memompekcama ¢
UMMYHOMOOYIUPYIOWUMU NPenapamamu, OCOOEHHO B CIIydae OPTONEIWYECKOH XUpYprHH,
1€ PUCK 3apAYKEHHSI BBICOK.
Heo6XoaMMoO yuYHTHIBATH 3aMEUICHHBIH KIMPEHC METOTpeKcaTa IpU €ro npumeHenuu ¢
Opy2uMu Yumocmamuxkamu.
CHwXeHre ypoBHS (EeHHTOMHA B IUIa3Me HaOJMIOAANOCh Yy MAalMeHTOB C  OCTPHIM
mM(OITEHKO30M BO BpeMsl HHIyKIMOHHOMN Teparn, KOTOpasi, 6 ONOIHEHUE K NPEOHU30HY,
GUHKpUCMUKY U 6-Mepkanmonypuny, TAKKe BKJIOYajda BBICOKHE 03Bl METOTpEKCaTa C
KaJblust HOJIMHATOM JUISl KYTIUPYIOLIEH TEpaIuu.
Beéeoenue npoxapbazuna BO BpeMsl BBICOKOJO3HOW Te€panud METOTPEKCaTOM YBEJINYHBACT
PHUCK HapyleHus! QYHKIHH TOYEK. ;
Ha done coemecmnoii mepanuu memompekcama ¢ yumapabunom BO3pACTaeT PHUCK
HEXeNaTelIbHbIX PeaKiyii cO CTOPOHbI HEPBHON CHCTEMbI, BKIIOYAas TOJNOBHYIO 60Ib,
napajguy, KOMy, HHCYJIbTOMOI00OHBIE SIIH30/IbI.
[lpy BBeNeHMHM BBICOKMX [03 METOTpeKcaTa 6 Kombunayuu ¢  HNOMEHYUALbHO
HepPOMOKCULeCKUMU XUMUOMEpaneemuyeckumu npenapamamu (HapuMep, IUCTLUIATHHOM)
MOJET YCHJIUBATHCS HEPPOTOKCUIHOCTb.
BBuly BO3MOYXHOTO BJIMSIHUSI HA UIMMYHHYIO CHCTEMY MEMOMPEKCam MO4Cem UCKAdNCamo
pe3yibmamol 6aAKYUHAYUT U COOMEEMCMEYIouux uccie0oéanuti (T.€. IMMYHOJIOTHYECKUX
TECTOB, MPOBOJAUMEIX IUIS OLEHKH UMMYHHOM peakiun). Cnemyer usberatb 8akyuHayuu
JICUBLLMU 6AKYUHAMU Y TIALAEHTOB, MOYYaBIIMX METOTpeKcat (CM. pasziensl 4.3 u 4.4).
Memompexcam moodicem ycunueams 3¢hgpexmol KyMaApUHOBLIX OPANLHBIX AHMUKOAZYNIAHMOE
(ateHokymaposia, BappapuHa) (yIJIHHEHHE TNPOTPOMOMHOBOIO BPEMEHH 3a  CUET
YMEHbBIICHHUS AETPaJallii KyYMapHHOBBIX TPOU3BOIAHBIX).
Coob1mmanoce, 4To0 cogmecmuoe npumerHeHue 1eeemupayemama u memompexcama CHAXACT
KJIUPEHC MOCIIEIHET0 U MPUBOJUT K YBEIMUEHHIO KOHIEHTPAIIMH METOTPEKCcaTa B KPOBH 10
MOTEHIIMAIBHO TOKCHYHBIX ypoBHEH. [lo3TOMy ypOBEHb KOHIIEHTpAllMd METOTpeKcara H
JeBeTHpaneTaMma B KPOBH JOJDKHBI TINATEJBHO KOHTPOJIUPOBAThCS Yy IALMEHTOB,
NOJTy4YaBIIUX JICYEHHE OTHOBPEMEHHO BYMS JIEKapCTBEHHBIMH IIperiapaTaMHy.

4.6 DepTHIABHOCTD,; 6€PEeMEHHOCTh M JTAKTAIHUS.

Konumpayenyus y scenuyun

Bo3MoXHOCTE GEpEMEHHOCTH BO BpEMSs TEPAIIMH METOTPEKCATOM JIOJDKHA OBITh MCKIIIOYEHA.
Bo Bpems JiedeHHsS ¥ B TEYEHHE HE MeHee 6 MeCslEeB II0C/e MPEKPALICHUs JICUYCHHS
METOTPEKCATOM CJIEYET MCIOb30BaTh HAJEKHBIE METOIBI KOHTpAeNIuX (CM. paszen 4.4).
Jlo Hayana Tepamuu JKEHIIHHAM IETOPOJIHOrO BO3pacTa HEOOXOIMMO COOOIMMTL O PHCKE
TIOPOKOB Pa3BHTHS, CBS3AHHBIX C METOTpeKcaTtoM. TecT Ha GEpPeMEHHOCTh MOJIKEH OBITh
BBITIOJTHEH HEIMOCPEICTBEHHO Iepe]l HAa4YaioM TEpPaluM M BO BpeMs JedeHHs. TecThl Ha
GepeMeHHOCTh TIOBTOPSIOTCS B COOTBETCTBHH C KIIMHHYECKUMHE NOTPEOHOCTAMH (HampuMep,
ocjie KOHTPALENTHBHBIX MepephiBOB). [TallMeHTOB ¢ IE€TOPOAHBIM MOTEHIMAIOM CJICAyeT
IPOKOHCY/IBTHPOBATH 110 BOMpPOCAM MPEIYNPEXICHUS M IIAHMPOBAHHMS OEPEMEHHOCTH.
[Tapsl TOJKHBI OBITH MOJHOCTHIO NPOUH(OPMHPOBAHBI O CEPbE3HBIX PHUCKAX I IIOAA B
ciydae OepeMEHHOCTH BO BpeMsl T€paMu METOTPEKCATOM.
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Koumpayenyus y Myms#uuH

HeH3BecTHO, HAKAIUTHBACTCS JM METOTpeKcaT B crepme. B uccieoBaHMAX Ha XKHBOTHBIX
ObIO  TIOKa3aHO, dTO METOTpeKcar sIBJISeTCS TEHOTOKCHYHBIM, TO3TOMY  PHCK
FeHOTOKCHUECKOTO BO3IEHCTBHS Ha CIEpMy HE MOXET OBbITh MOJHOCTBIO HCKIIFOHCH.
OrpaHnYeHHbIE KIMHHYECKUE JAHHBIE HE YKa3blBAlOT Ha IMOBBIIICHHBIH PHCK TOPOKOB
pa3sBUTHS WM BBIKHIBIIIA MPH TPUMEHEHUHW OTIOM METOTpEKCaTa B HEeOOJBIINX J103aX
(Menee 30 Mr/uenemo). J{ns 6osiee BBICOKUX 103 HET 1OCTaTOYHBIX NTaHHBIX.

CexcyalbHO aKTHBHBIM TMAIlMEHTaM MYKCKOTO IMOJia MM WX TMapTHEpaM B KauCCTBE MEPBI
TIPEIOCTOPOKHOCTH PEKOMEH/YETCs TIPUMEHSATH HA/IS)KHBIH METO KOHTPALCIIIIMK BO BPEMA
JIeUeHHs], a TAKOke B TeUEHHE KaK MHUHUMYM 6 MeECSIEB I0C/IE MpeKpalleHuss TPUMCHCHUA
METOTpeKcara.

My 4KrHaM BO BpeMsl TE€pallM{ U B T€UYCHHE 6 MECAIEB MOCTIE TMPEKPAEHUS TPUMCHCHHA
METOTpEKcaTa He ClIeAyeT BBICTYNaTh B Ka4eCTBE JOHOPA CIIEPMBI.

Bepemennocmo

MeToTpeKkcaT Mo HEOHKOJIOTHYECKHM [OKa3aHHSIM IIPOTHBOIIOKa3aH NPU OepeMEeHHOCTH
(cM. pasnen 4.3). B ciiyuae HacTyruieHHs: O€pPEMEHHOCTH BO BpeMsI JICUCHHS METOTPEKCATOM
M B NEPHOJ 10 6 MeCsIeB Tocie TpeKpalleHus IPUMEHEHHs MeTOTpeKcaTa HeoOX0IuMO
NPOKOHCY/IBTHPOBATECS CO CIIEIHATMCTAMH OTHOCUTENBHO PHCKA HETaTHBHOTO BIIMSHUS Ha
IUIOJ M IIPOBECTH YJIBTPA3BYKOBOE WHCCIENOBAHME [UIS TMOATBEPXKICHHS HOPMAJBHOTO
pa3BUTHS TUIOJA.

B uccremoBaHMSX Ha OKMBOTHBIX OBUIO TIOKa3aHO, YTO METOTpeKcaT —oOiajgaet
PENpONYKTHBHOM TOKCHYHOCTBIO, OCOOEHHO B TIEPBOM TPHMECTpe OEpeMEHHOCTH
(cM. paszmen 5.3). MeToTpekcaT TepaToreHeH i dYeloBeKa; COOOIanock O Ciydasx
CaMOTIPOU3BOJIBHBIX BBIKUIBIIIEH H/WIM O MOPOKAaX DPa3BUTHS B CBS3H C METOTPEKCATOM
(HanpuMep, TMOpPOKH pa3BUTHS dYeperna, KOHEYHOCTEH, CEepIEeYHO-COCYJUCTON M HEPBHOM
CHCTEM).

MeTtoTpekcar 06azaeT TEpaTOTeHHBIM JCHCTBHEM M B Clydae BO3JCUCTBHS BO BpEMs
GepeMeHHOCTH TPUBOAMT K TIOBBINIEHHOMY DHCKY CIIOHTAQHHBIX aGOpTOB, 3aIepPXKKHU
BHYTPHYTPOOHOTO pa3BUTHUS TUIOAA U BPOXKIECHHBIX TIOPOKOB Pa3BUTHSL.

— CnoHrtanHble abopThl ObUIM omucaHbl y 42,5% OepeMEHHBIX >KCHIIWH, MOJy4aBIIMX
METOTpEeKcaT B HU3KUX J03ax (MeHee 30 MI/Hex), MO CPaBHEHHUIO C yKa3aHHOM 4acTOTOH B
22,5% y mMamueHTOK C COMOCTaBUMBIMU 3a00JIEBaHUSAMH, KOTOPHIC MPUHUMAIK APYrHe
npernaparsl.

— TsKesble TIOPOKH Pa3BUTHUS OBLTH OTMEYEHBI B 6,6% CITydaeB POXKICHHS XUBBIX JCTCH Yy
JKEHIIMH, IOJYYaBIIMX BO BpeMs OEpEMEHHOCTH METOTpeKcaT B HU3KHMX J03ax (MeHee
30 Mr/Hem), MO CpaBHEHHWIO C 4YacTOTOH OKono 4% Yy MalnUeHTOK ¢ COMOCTaBHUMBIMU
3a00eBaHUsIMH, KOTOPBIE MOJIyYaIl JpyTUe Ipenaparsl.

MMeeTcst HEOCTATOUHO JaHHBIX O BO3JIEWCTBMH METOTpEeKcaTa BO BpeMsi OEpEMEHHOCTH B
no3ax Bbrme 30 Mr/Hemenmo, OJHAaKO BeposiTHa Oojiee BBICOKAss 4YacTOTa CIIOHTAHHBIX
abopTOB U BPOXKICHHBIX MOPOKOB pa3BUTHs. Koraa ieuyeHne METOTPEKCATOM MPEKPAINaIoch
110 3a4aTtusi, coo0Iasoch 0 HOpMAIbHOW OEPEMEHHOCTH.

[Tpu MCcroIb30BaHUH MO OHKOJIOTHUYECKUM MOKa3aHUsIM METOTPEKCaT He CIIEAyeT Ha3HavaTh
BO BpeMsi OE€peMEeHHOCTH, 0COOEHHO B mepBoM TpuMmecTpe. [lonp3a OT jedeHHs MOJDKHA
OBITH COTMOCTABJIEHA C MOTEHIMATLHBIM PUCKOM I TJI0Ja B KaKIOM OTIEIBHOM CITydae.
Ecnu mpenapar npumeHsieTcst BO BpeMst GepeMeHHOCTH HMIJIM €CITM NalkeHTKa 3abepeMeHera
BO BpeMsl JICYEHHs METOTPEKCATOM, ClielyeT HHPOPMHUPOBATh O MOTEHIMATEHOM PUCKE UL
Ioza.

Jlakxmayus

[TockoIbKy METOTpEeKCaT MPOHHUKAET B TPYAHOE MOJIOKO M MOXET OKa3bIBaTh TOKCHYECKOEC
BO3JICUCTBHE Ha peOeHKa, TPyJHOE BCKapMJIMBAHHE MPOTHUBOIOKA3aHO BO BpPEMs JICHCHHA
(cM. paszen 4.3). Ecnu jiedeHHe METOTpPEeKCaToM HEeOOXOMMMO B IMEPHOJ JIAKTAallMH, NP/l
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HayaJoM TEpAIHK IPYAHOE BCKAPMIIMBAHUE CIIEAYET NPEKPaTUTh.

®epmunvnocmy

MeToTpeKcaT OKa3bIBaeT BIMSHHE Ha CIEPMATOreHes M OOr€He3 M MOXET CHU3HUTH
(epTHIBHOCTB. BO3MOXHO pa3BUTHE OJMTOCTIEPMHUH, HAPYIICHHS MEHCTPYAIbHOTO HAkKIa 1
ameHoped. DTH 3bdeKTbl B OOJBIIMHCTBE CIYy4acB SBISIOTCA 0o0paTUMBIMHU  TTOCJIE
MpeKpaIeHus TepaIuu.

[TOCKONBKY ~METOTpeKcaT ~MOXET OKa3hiBaTh T€HOTOKCHYECKOE —JIHCTBHE, BCEM
[UIaHUPYIOIAM ~ OEPEMEHHOCTh O KCHIIMHAM PEKOMEHAyeTCs 0OpaTHThCS B UCHTP
FEeHETHYECKOr0 KOHCYJIBTHPOBAaHMsS [0 Hadana JiedeHus. MyxuMHam Mepex HadalioM
JeUeHUs] CIeayeT MOJIyYUTh KOHCYJIBTAIHMIO OTHOCHTEIBHO BO3MOXHOCTH KOHCEpBALMH
criepMbl (cM. pa3znen 4.4).

4.7 Bausinue HAa COCOGHOCTb YIPABJISATH TPAHCIOPTHBIMHA CPEICTBAMH H paboTaTh ¢
MeXaHH3MaMH.

OxaspiBaeT HE3HAYHTENBHOE WM yMEPEHHOE BIHMSAHHE HA CIOCOOHOCTH YIpPaBIATH
TPaHCIIOPTHBIMH  CpeJicTBaMM W paborath ¢ MexaHusmamu. [lockoneKy BO BpeMs
NPUMEHEHUST METOTpeKcaTa MOTYT BO3HHMKATh HEXeNlaTeNIbHbIC PEaKIHMH CO CTOPOHBI
LEHTPATbHOM HEPBHOM CHCTEMBI, TaKHE KaK YTOMJIAEMOCTb M  BECTHOYIApPHOE
TOJIOBOKPYKEHHE, B €IMHUYHBIX CIIydasx MOXET HAapyIIaThCs CHOCOOHOCTH K YIPABICHUIO
TPaHCHOPTHBIMU CPENCTBAMH M paboTe ¢ MexaHu3Mamu. B eme Oonbinedl creneHu 3TO

OTHOCHUTCS K COYETAHMIO IPUMEHEHHS IpernapaTa ¢ YIOTPeOICHUEM alKOTOJIs.
!
4.8 HexxeslaTe/IbHbIE peaAKIIMH.

YacToTa M CTENEHb TSHKECTH HEXENATeJbHBIX pPEaKkUMH 3aBHCAT OT JI03bl H
MPOJIOJDKUTEFHOCTH BBeIeHHs mpenapara. OIHAKO MOCKOJIbKY TsDKEJbIE HEXeIaTelbHbIC
peaklMd MOTYT pa3BHUBAThCA HakKe IPH HCIOJB30BAaHMM IIpernapara B HHU3KUX [03aX,
HEOOXOIMMO OCYIIECTBIIEHHE PETYJIIPHOTO BpaueOHOro HabJIIONEHHS 3a MAlMEHTaMH Yepe3
KOPOTKHE MPOMEKYTKH BPEMEHH.

BoNBIIMHCTBO HEXeNaTeNbHBIX pPeakiui o0paTWMbl NMPU paHHEM BbIABIEHHH. OIHAKO
HEKOTOPBIEC U3 CEPhE3HBIX HEXKEJIATEIbHBIX PEAKIINH, YIIOMSIHYTBIX HH)KE, MOTYT IIPUBECTH B
OYEHb PEJIKHMX CIIydasiX K BHE3AITHOH CMEpTH.

[Ipu pa3BUTUH HEXENATENBHBIX pEeaKWil B 3aBUCHMOCTH OT CTENEHH CEepPbE3HOCTH
HEOOXOAMMO CHH3UTH J03y INpernapara WM BPEMEHHO IIPEKpPATHTh JICUCHHE, HavaB
COOTBETCTBYIOLIME KOPPUTHPYIOIIKe Meponpusths (cM. pasnmen 4.9). Bo3obHoienue
TEparui METOTPEKCATOM TOCJIE€ 3TOTO JODKHO OCYIIECTBISTBCS C OCTOPOXKHOCTBIO, MOCIIE
TIIATEILHON OLEHKH ee HeOOXOIMMOCTH M C YYETOM BO3MOKHOTO PELUAMBA MPOSABICHHUM
TOKCHYHOCTH.

Muenocynpeccuss U MYKO3MT OOBIYHO TPEACTABIAIOT CO00M TOKCHYHBIE 3(DEKTHI,
OrpaHHUYHMBAIOIIKE 103y. VX TSOKECTh 3aBHCHT OT 03bI, PEXHMMa U NPOAOKUTENLHOCTH
HCIIOJIb30BaHUSl METOTpeKcaTa. MyYKO3HUT TMOSBISETCS NPHOIU3UTENBHO 4epe3 3-7 JHeH
1ocjae MPUMEHEHUs] METOTpeKcaTa, JIEMKONEHHsT M TpPOMOOIEHHs pa3BUBAIOTCS dYepe3
5-13 nHe#t mocne /IpUMEHEHHsT MeETOTpekcata. Muenocynpeccus H MYKO3UT OOBIMHO
obpaTuMbl B TedeHHWe 14 [Hel y MAalMEHTOB C HEHAPYIIEHHBIMH MEXaHH3MaMH
JIUMUHALAH.

Hanbonee wyacTbIMM HeXeNaTeNbHBIMH  pEAKIHAMU  SBISIOTCS  TPOMOOLMTONEHHUS,
JeHKONEeHH s, TOJI0BHas 00JIb, TOJIOBOKPYKEHHE, Kalllesb, OTeps amnmeTuTa, Juapes, 601b B
)KUBOTE, TOIIHOTA, PBOTA, A3BEHHBIM cTOMAaTHT (0cOOeHHO B mepBhle 24-48 uacoB mocie
NPUMEHEHHs METOTPEeKcaTa), YBeIMueHHe nokasareyneil (pepMeHTOB MedyeHn U OumupyouHa,
o0JIbICEHHE, CHI)KEHHE KITUPEHCA KPEaTHHHHA, YCTAJIOCTh U HEIOMOTaHHUE.

SI3BEeHHBIH CTOMATHT OOBIYHO SIBJISETCS MEPBBIM IPHU3HAKOM IIPOSBICHHUS TOKCHYECKOTO
LEWCTBUS.

YacToTa pa3sBUTHS HEXeNATeNbHBIX pEaKldil MPUBEAEHA B CJIEAYIOMIEH rpajaliu: OYEHb
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gacto (>1/10); wacto (>1/100, Ho <1/10); HeHacTo (>1/1000, 1o <1/100); peaxo (>1/10000,
Ho <1/1000); ouenn peako (<1/10000); yacToTa HEU3BECTHA (Ha OCHOBAHMH HMMEIOLIMXCA
JTAHHBIX OIIEHUTHh HEBO3MOKHO).

MubeKnu 1 HHBa3UH

Yacmo: OTIOSCHIBAIOIINH repIiec,

Heuacmo: OTMOPTYHUCTHYeCKHE MHGEKIHMH (B HEKOTOPBIX CTy4asX MOTYT IpPHBOIMTE K
JETATBHOMY UCXOMY);

Pedko: cencuc (B HEKOTOPBIX CIIydasX ¢ JETAIBHBIM HCXOJOM);

Ouenb pedko: TeNaTHT, BBHI3BAHHBI BHPYCOM TIPOCTOrO reprieca, KPHITOKOKKO3,
FHCTOIIA3MO3,  [UTOMeraoBupycHas uHpeknmus (B TOM  YuCIe [THEBMOHHUS),
JIMCCEMUHUPOBAHHBIHN reprec, HOKapano3, MHEBMOHUS, BbI3BaHHAs Pneumocystis jirovecii,
Yacmoma neuseecntia; THEBMOHHS, peakTHBamys rernaruta B, o6octpenue renaruta C.
J[06pOKaYECTBEHHbIE, 3JI0KAYECTBEHHbIE M HEYTOYHEHHbIE HOBOOOpa3oBaHWs (BKIIFOYAd
KHCTBI U TIOJIUIIBI)

Heuacmo: 3710Ka4eCcTBEHHBIE TUM(POMBI;

Ouenb peOxo: CUHIPOM JIU3UCA OITYXOJIH.

Hapyienus co cTOpoHbI KPOBH U IUM(DATHUYECKON CHCTEMBI

Ouenb yacmo: NEAKOTIEHUs, TPOMOOIIMTOTIEHHUS;

Yacmo: aHEMHs], TAHIUTOTICHUS, MUEJIOCYITPECCH S, arPaHyJIOLIUTO3;

Peoxo: Merano6iacTHasl aHEMHUS

Ouenb pedko: amnacTHUecKas aHEMHUs, S03MHOMMIAS, HEHTPONEHHs, JMM(paJeHONATUs
(acT4HO oGpaTuMast), TMMGONpoTH(epaTHBHbIE 3a0071eBaHHS (JACTHYHO 0OPATHMBI).
Hapyirienusi co CTOpOHBI UMMYHHOU CHCTEMBI

Heuacmo: anneprudeckue peakUWd, B TOM 4YHClIe aHAQUIAKTHYECKHH  IIOK,
UMMYHOCYTIPECCHS;

Ouenwv pedro: TUIIOraMMarioOyJINHEMHUS.

Hapyiienus metabonu3ma ¥ NUTAHUS

Heuacmo: caxapHblii quaber.

[Icuxnyeckue HApyIIEHUS

Heuacmo: nenpeccus;

Pedxo: n3MeHeHNe HACTPOEHHUS], TPAH3UTOPHBIE HAPYIICHUS BOCIIPHATHS.

HapyuieHus co cTOpOHbI HEPBHOM CHCTEMBI

Ouenv yacmo: roa0BHast 00JIb, TOJOBOKPYKEHHE;

Yacmo: COHIUBOCTD, TAPECTE3US;

Heyacmo: remunapes, CllyTaHHOCTh CO3HAHHs, CyI0pOTrH (IPH MapeHTepaTbHOM BBEICHUH),
neiikosHuepanonarus/suepanonatus (Ipu MapeHTepaJTbHOM BBEICHUH);

Peoko: mape3, paccTpoicTBa pedd, BKIIOYAs IU3apTPHIO U adasuio, Muesonards (mocie
UHTPATEKAIBHOTO BBE/ICHHU);

QOuenv peoxo: MHACTEHHS U GOIb B KOHEUHOCTSAX, M3MEHEHHE BKyca (METaJUTMYECKHM
MPUBKYC), OCTPBIA AacCeNTHYECKMH MEHHWHTHT, MEHHHIH3M (Tapajud, pBOTA), CHHIPOM
MOpaKEHHSI YEPETTHBIX HEPBOB;

Yacmoma Heuzgecmua: HEUPOTOKCHUYHOCTh, apaXHOWIWT, Maparierus, CTYIOp, aTaKCHs,
JEMEHIHS, YBETUYCHHUE 1aBIICHUSI CTUHHOMO3TOBOM KUIKOCTH.

BuyTtpuBenHoe BBEJICHUE METOTpeKcaTa MOJKET BBI3BAThH OCTpBIA
sHIEe(aTUT/FHIE(DATOTIATHIO CO CMEPTEILHBIM HCXOOM.

Hapyuienus co CTOpoHbI OpraHa 3peHus

Yacmo: KOHBIOHKTUBHT;

Pedxo: HapyleHus 3peHus (MHOT/Ia TSOKEIbIE), TSOKEIbIH TpoMO03 BEHBI CETYATKH;

Ouenb pedxo: NepHOPOUTANBHBIN OTEK, OiedapuT, ClIe30TeYeH e, CBETOO0SI3Hb, BPEMEHHAs
CJIENIOTA, TIOTEPS 3PCHMUSL.

Hapymienus co cTOpoHbI cepna
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Ouenb pedxo: IEPUKAPIMT, SKCCYNaTUBHBIA [IEPUKAPIUT, TAMIIOHaJA CEPILA.

HapyiueHusi co CTOPOHBI COCYJIOB

Heuacmo: BacKyJIUT, aJTIEPTrUYECKHH BACKYIIHUT;

Pedxo: TANOTeH3Ms, TpoM60aMOoHs (BKITIOUask apTepHalbHbIA U nepe6pasbHbIi TPOMO03,
Tpom6Gode6uT, TPOMO03 I'TyOOKHX BEH).

HapyIinenus co CTOPOHBI JbIXaTelbHON CHCTEMbI, OPTAHOB IPYIHON KJICTKM M CPEOCTCHHA
Ovyenv yacmo: Kamelb;

Yacmo: NerodHsle OCT0KHEHHs BCIEACTBHE HHTEPCTHIMAIBHOTO ANbBEOJIHTa/THEBMOHHTA
W CBSI3aHHBIM C HUMM JIETAIBHBIM HMCXOA (HE3aBHCHMMO OT 03Bl M IMPOAOJDKHUTEIBHOCTH
JIEYEHHSI METOTPEKCATOM);

Heuacmo: nerounblit Gubpo3, mieBpaibHbIA BBINIOT;

Peoxo: GapuHIUT, OCTAHOBKA [IbIXaHHUs, JIEr04YHas SMOOIIHS;

Ouenb peoxko: XpOHWYECKasi HHTEPCTHIHATbHAs OOJIE3HD JIETKUX, aCTMATHYECKast peakiis ¢
KaluleM, OMBIIKA ¥ TATOJOTHYECKHe W3MEHEHHs IIoKa3areneld (yHKUMA BHEIIHEro
JIBIXQHHUS;

Yacmoma neuzsecmna: ©0Ib B TPyIM, THIIOKCHs, aJIbBEOJAPHOE KPOBOTEUCHHE
(coobmmanock Mpud TPHMEHEHHH METOTpeKcaTa Ul JICYCHHs PEBMATHYCCKUX M JAPYTUX
ayTOMMMYHHBIX 3a00JI€BaHHH).

XKeny10uHO-KHINEYHbIE HAPYIICHUS

Ouenw yacmo: OTeps amIeTHTa, Auapest (0COOEHHO B TeYEHHE NepBhIX 24-48 yacoB mocine
NIPUMEHEHHUs METOTpeKcaTa), TOINHOTA, PBOTA, OONHM B JKHBOTE, S3BEHHBIH CTOMATHT
(0cOGeHHO B TeueHHe MepBhIX 24-48 4acoB rociie MPHMEHEHHS METOTPEKCATa);

Heuacmo: %enyI04HO-KUIIEYHbIE S3Bbl U KPOBOTEUEHHS, [TAHKPEATHT;

Peoko: SHTEPUT, THHTUBUT, MEJICHA;

Ouenb pedko: reMaTeMe3uc;

Yacmoma Heuzsecmua: HEUHOEKIMOHHBIA TEPUTOHHT, TOKCHYECKHH  METraKoJIoH,
npoOoIeHUE KUIIIEYHHKA, [TIOCCHUT.

HapyieHus co CTOPOHBI IEYSHU U XKETYEBBIBOMAIIMX IIyTEH

Ouenwb yacmo: TIOBBIIIEHNE aKTUBHOCTH TeueHOUHbIX hepMeHToB (ANAT, AcAT, menovnas
¢dbocdaraza u OunupyouH);

Heuacmo: renaToTOKCHYHOCTB, JKMPOBas JereHepanus MeYeHH, XPOHWYECKHH (ubpo3 u
UPPO3, CHIDKEHUE alTbOyMHHA B CBIBOPOTKE KPOBH;

Peoko: ocTpblil renatur;

Ouenvb pedko: OCTPBIA HEKPO3 TMEYEHH, OCTPOE IIOpaXKEHHE IICUCHH, TECUYCHOYHASA
HEJI0CTaTOYHOCTb.

HapymeHus co CTOpOHBI KOKH U TOAKOXKHBIX TKaHEH

Ovyenv yacmo: anonenus,

Yacmo: sx3anTeMa, SpUTEMa, 3y, GOTOCEHCUOMIN3aLUs, U3 bI3BIICHHUS,

Heuacmo. TsbKeble TOKCHYECKUE PEaKIMH — repreTHYeCKUe BBICHIITIAHUS KOXH, CHHAPOM
CruBeHca-J[)KOHCOHA, TOKCHYECKHMH OSMUIepMabHbI Hekpoiau3 (cuHmpoM Jlaienna),
KpalMBHHUIIA, THIIEPIUTMEHTALUS, O00pa3oBaHHE Y3€JIKOB, OOJIE3HEHHBIE  OPO3UH
TICOPHATUYECKUX OJIsIIeK, HapyIIeHHE 3a)KUBJICHUS paH;

Peoko: akHe, TeTEXHH, 3KXHUMO3bl, MYJIbTH(GOpPMHAs OSpUTEMA, IPUTEMATO3HAs CBIIb,
TUIIEPIIMTMEHTALMS] HOTTEH, OHUXOJIU3HC;

Ouenb peoko: GypyHKYIE3, TENCAHTUIKTA3UH, OCTpast MAPOHUXHS;

Yacmoma wneu3secmna: JEKAPCTBEHHAs peaKIHs C D03MHOQUIMEH ¥ CHCTEMHBIMU
cumnromamu (DRESS-cunapom), nepmartur.

Hapy1enus co cTOpOHBI MBIIIEYHOH, CKEICTHOU U COEIMHUTEIbHON TKaHU

Heuacmo: apTpanrus, MUaJITHsl, OCTEOIIOPO3;

Peoxko: cTpecc-nepenoM;

Yacmoma neuzgecmHa: 0OCTEOHEKPO3, OCTEOHEKPO3 YENIOCTH (BTOPHYHBIH MO OTHOLICHHUIO K
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nuMdOonposrpepaTHBHEIM HAPYIIEHUSM).

HapylieHust cO CTOPOHBI MOYEK ¥ MOYEBBIBOJIAIIMX YTCH

Oyenv yacmo: CHIKEHHE KIIMpEHca KPeaTHHHUHA;

Heuacmo: HedpomaTus, TodYedyHas HEIOCTATOYHOCTb, S3BEHHBIH IHCTHT (BO3MOXXHO €

reMaTypueif), pacCTpOCTBa MOUEUCITYCKaHHUs, IU3YPHs, OJIUTYPHSL, aHyPHS;

Pedko: THIEpypUKEMHUs, MOBBILUCHHAS KOHIEHTPALWs MOYEBHHBI M KpeaTHHHHA B

CBIBOPOTKE, a30TEMHS;

Ouenwb pedxo: remaTypHsi, IPOTEHHYPHSL.

BepeMeHHOCTh, IIOCIEPOI0BBIN MEPUO/I ¥ IEPUHATAIIbHBIC COCTOSTHUSA

Heuacmo: NOpOKU pa3BUTHUS IJI0/1a;

Peoxo: aboprt;

QOuendb pedko: THOEH IJIOMA.

HapyeHus co CTOPOHBI PEMPOAYKTUBHOM CUCTEMBI M MOJIOUHBIX JKEJIE3

Heuyacmo: BocnajieHHe U U3BSI3BJICHUE CIIM3UCTON BJIarajniia;

Peoko: mpexopasiuas OJIUroCrepMus;

Ouenvb  pedxo: HapylleHHe OOreHe3a/CriepMaToreHesa, — Oecruogue, — HapylICHHE

MEHCTPYaJllbHOTO [MKJa, [oTepst JHOMIO, HWMIIOTEHIMs, BarMHAIBHBIC BBIICICHHA,

TMHEKOMAaCTHS;

Yacmoma neuzsecmua: SpeKTUIbHAS TUCHYHKIHUS.

OO61re HapyIIeHNs ¥ peaklluy B MECTE BBEJICHUS

Ouenv yacmo: yCTaocTb, HEIOMOTAHHUE;

Heuacmo: TupeKcHs, BHYTPUMBIIIEYHOE BBEICHHWE METOTpEKCaTa MHOIJA BBI3BIBACT

MECTHBIE peakuuu (OIIyLIEHWe JOKEHWs) WIM TOBpexaeHue (abcuecc, paspyleHHe

YKUPOBOH TKaHU) B MECTE BBEICHUS;

Ouenwb pedko: 03HOO;

Yacmoma neuzgecmua: HEKpO3 B MECTE€ HHBEKIIUH.

HesxeiaTebHbIE PEAKIIUH PH HHTPATeKAJIbLHOM BBEJICHUH

HapymeHuss co CTOPOHBI LEHTPAIbHOH HEPBHOH CHCTEMBI IOCJIE HHTPATECKAIbHOTO

MIPUMEHEHUSI METOTpeKcaTa:

- OCTpBIl XMMHYECKHH apaxHOUIUT, MPOABJIMIOLIANACS TONOBHOH 60JIBIO, OONBIO B CIIMHE
WJIH TUI€YaX, PUTHIHOCTHIO MBI 3a{HEH YacTH LIEH U JIMXOPAIKOH,;

- momocTpas Muejonatus (mape3 WM Maparierds B o0JacTH WHHEPBALMU OJHOTO MM
HECKOJIbKHUX MMOPaKEHHBIX KOPEIIKOB CIMHHOTO MO3ra);

- XpOHHUECKas JeHKosHIedaTonaTus, MPOSIBICHUS KOTOPOH BKIIOYAIOT CIYTaHHOCTB
CO3HaHHUS, TMOBBIIIEHHYIO pa3ApaXXUTEIbHOCTh, COHJIMBOCTh, aTaKCHIO, JIEMEHIIHIO,
CYJIOPOTH ¥ pa3BUTHE KOMATO3HOTO COCTOSIHUSA. B cilydae mporpecCMpoBaHus yKa3aHHbIC
MPOSIBJICHUSI TOKCHYHOCTH MOTYT IPUBECTU K CMEPTH IALIUEHTA.

CoBMeCTHOE TPUMEHEHHME MHTPATEKAJILHOTO BBEIEHHS METOTpeKcaTa M  OOJydeHHs

rOJOBHOTO  MO3ra  MOBBIIAET pHUCK  pasBUTHsA  JielikosHuedanonatun.  Ilocie

HHTPATEKAJIbHOTO BBEJCHMS IIpernapara cjelyeT TIIATeIbHO KOHTPOJMPOBATH COCTOSHHE

TMalMEeHTa Ha MPEIMET Pa3BUTHs BO3MOXHBIX NPU3HAKOB HEHPOTOKCHYHOCTH (MEHHUHIHU3M,

nmapayiny, SHIedanonarus).

WuTpaTekanbHOe ¥ BHYTPUBEHHOE IMPUMEHEHHE METOTPEKCATa TaKKe MOXET MPHUBECTH K

0CTpOMY SHIEAUTY U OCTPOH 3HIE(DATONATUH CO CMEPTEIBHBIM HCXOIOM.

NMeroTess  cooOmielns 0 pasBUTHM  [epeOpaibHOW TIPBDKH  IPH  MHTPATEKAIbHOM

IPUMEHEHHH METOTPEKCaTa y MAlMEHTOB ¢ IIEPUBEHTPUKYIApHOH mumpomoi ITHC.

Hesxe/iaTejbHbIe peaKIIMH PH BHYTPHMBIIIEYHOM BBE/1eHUH

BHyTpuMBbIIIeYHOE BBEJIEHHE METOTpEKCcaTa WMHOTAA BbI3BIBAET MECTHBIC pEAKIHH

(OlIyLIEHHE MOKEHUS) MM TIOBpexk/eHue (abeuece, paspylIeHne KUPOBOH TKAHH) B MECTE

BBEJICHUS.

HesxenaTebHble PeaKIIUH NP MOJK0)KHOM BBe1eHHH

!
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[Toako)XHOE BBEJEHHE METOTpEKcaTa XOpOoUIo MEPCHOCUTCH. Habmonanucsk yMEpPEHHBIC
KO)KHBIE PEAKLIMH, KOTOPBIE YMEHBIIAIMCH BO BPEMS TEparuH.

CooGueHue 0 MoI03peBAEMbIX HeKeIaTeIbHBIX PeaKIHUsAX

Ba)kHO COOOIIATH O MOJO03PEBAEMbIX HEXENaTeIbHBIX PEAaKIMIX MOCIe perHCTpalty
JIEKapCTBEHHOrO ~Tpemapata ¢ Ieblo  OOECHedeHHs HENpPEPhIBHOTO  MOHHMTOPHHIA
COOTHOIIEHHUS «II0JIb3a-PUCKY» JIEKAPCTBEHHOTO Tpenapara. MeIunuHCKUM paboTHHKaM
peKOMeHJIyeTcsi coobmarh O MOA03PEBAEMbl HEKENATETBHBIX PEAKUHIX JICKapCTBEHHOTO
npenaparta Yepe3 HalMOHAIBHYIO CHCTEMY COOOIICHHS O HEKENATEbHBIX PEAKIHAX.
Pecny6nuka benapyce

220037, r. Musck, ToBapuiieckuii nep., 2a

VII «IleHTp 3KCHepTrU3 ¥ UCTIBITAHUH B 3PAaBOOXPaHEHUN

Tenepon otnena papmakonamzopa: +375(17)242 00 29; daxc: +375(17)242 00 29.

D1. noura: repl@rceth.by, www.rceth.by

http://www.rceth.by

4.9 IlepenozupoBka.

MMeroTcst cooOIIEHHs 0 CaydasX Mepelo3MpOBKH METOTPEKCATOM IOCIIE NMEPOPAIBHOTrO, a
TaKXe M0CJI€ BHYTPUBEHHOTO, BHYTPUMBIIIEYHOTO WJIK HHTPATEKAJIbBHOTO IIPUMCHEHHS.
Cumnmombvi

I[Ipu mepopanbHON Mepen03MpOBKE HeJeNbHas 103a Mpernapara OMKO0YHO TPHHHMAIACh
KaK eXeIHEBHAs CyTO4Has (B BHJE Pa30BOM J03bl WIIM B HECKOJNBKO MPUEMOB), HHOTJA CO
CMEPTENBHBIM MCXOIOM; B 9TUX CIIyYasX TaK)kKe cOOOIIaln O CeTCUce, CENTHYECKOM IIOKE,
TSKEJION MMOYeUHON HEJOCTATOYHOCTH U aIjIacTHYECKON aHEMUH.

CUMNTOMBI  TOCJI€ TIEpOpabHON WM  BHYTPUBEHHOW MEPENO3UPOBKH  BKIOYAIOT
JIEUKOTIEHHIO, TPOMOOIIUTONIEHHIO, aHEMHUIO, MaHIUTOIEHHUIO, HEUTPOIIECHHIO,
MHEJIOCYTIPECCUIO, BOCIIAJIEHHE CIM3UCTBIX 000J0YeK (MYKO3MT), CTOMATHT, S3BBI
CIIM3UCTONH DOTOBOM TOJOCTH, TONIHOTY, pBOTY, s3BbI # KkpoBoTeuenus B IKKT.
B HEKOTOPBIX CIIydasX MPU3HAKM HHTOKCHKAIMU OTCYTCTBOBANH. CyIIECTBYIOT COOOIICHHS
0 CMEpTENbHBIX ClydasX NepeIO3UpPOBKH B DE3yJIbTATe CEICHCa, CENTHYECKOro MIOKa,
TMIOYEYHON HEJOCTATOYHOCTH U aIlIaCTHYECKON aHEMHUH.

[Tocne WHTpaTeKaIbHOW NEPEAO3UPOBKH YACTO BO3HHKAIOT CHMIITOMBI CO CTOPOHBI
LEHTpaTbHON HEpPBHON CHCTEMBI, CBS3aHHbBIE C TOJIOBHOM GOJBIO, TOLMIHOTOH M PBOTOH,
CyZIOpOTaMH MJIM CyIOpOTaMH M OCTPOH TOKCHUYecKod sHuedanonatued. B HEKOTOPBIX
cllydasX HHKakhX CHMIITOMOB He Halbmojanock. B Jpyrux ciay4asx HWHTpaTeKaJlbHas
nepeno3upoBka ObUTa (aranibHOM, TaKke cOo00Ianoch O BKIMHEHHH TOJIOBHOIO MO3Ta,
CBA3aHHOM C TIOBBIIIEHWEM BHYTPHYEPEIIHOrO [aBJICHHS M OCTPOH TOKCHYECKOH
sHIedanonaTue.

Tepaneemuyeckue mepul 8 cryyae nepedo3uposKU

Jlnst HeWTpalu3aluu HeXeTaTeIbHBIX TOKCHUECKHX 3((PEKTOB HCIOIb3YETCS KabLUs
donuHar.

a) Jlns mpodumakTHKH HexenaTeNbHBIX 3((EKTOB JeUeHHE METOTPEKCAaTOM B J103aX OT
100 Mr/M> NOKHO COTPOBOKIATHCS BBEJEHMEM Kaiblks (onmHara. [l onpeneneHus
O3l ¥ JJUTEIBHOCTH TPUMEHEHUWsS Kaiblus (ojMHATa B KayecTBE AHTHIOTA CM.
CIIEIHMATBHYIO TPOGECCHOHATBHYIO JIUTEPATYPY.

6) JleueHue cHMNTOMOB HMHTOKCHKAllMM TPH TEepalMyd HU3KMMH J03aMH METOTpeKcaTa
(pasoBast ;03a MetoTpekcata <100 Mr/mM’> MO TOBEPXHOCTH Tela), KOTOpble MOTYT
GBIT CBS3aHBI C ACUIUTOM TeTparuapodoreBoil KUCIOTH: HEMEUIEHHO BBECTH 6-12 Mr
KaTblus QOJTMHATA BHYTPUBEHHO WMIIM BHYTPMMBILIEYHO. 3aTeM HECKOJBbKO pa3 (He MeHee
4 pa3) Ty e 103y C HHTepBaJIoM 3-6 4acoB.

OTHOCHTEIbHO WHTEHCH(DHMKAIMH aHTHAOTHOrO dddexra Kanpius QoinHATA TPHU
3aMeUIEHHOM BBIBEJICHHH METOTpeKcaTa BO BpeMsl TE€PAliK CPETHUMHU ¥ BHICOKHUMH 103aAMH
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METOTpEKCaTa CM. CIIELHATbHYIO TPOPECCHOHATBHYIO JIUTEPATYPY .

DddexkTHBHOCT, KANbUMs (ONMHATA CHHKAETCA C YBEIMYEHHEM HHTEpBAIA MEKIY
MPUMEHEHHeM METOTpeKcaTa i Kanblus omnara. Jiis onpeneneHus ONTHMAJIEHON 03Bl U
JUINTENLHOCTH BBEJICHMS Kaublisg (poJMHAaTa HEOOXOAMMO OTCIEXKHBATE  yPOBCHB
METOTpEeKCcaTa B CBIBOPOTKE.

B ciydae TSOKENOW MEpeNo3UPOBKM MOTYT MOTPeOOBATBCS I'MApATALs W OMICIaTUBAHHC
MOYM BO W30€XaHWe OCAKICHHWS METOTpeKcaTa W/HIM ero MeTaboJUTOB B TOYEYHBIX
KaHaJiblax.

EciM  WHTOKCHKAMs BbI3BAHA 3HAYHTENHHO 3aMEUICHHBIM BbIBEJeHHEM (YPOBHHU
METOTpeKkcara B CBIBOPOTKe!), Kak Hampumep, B pPe3ynbTare OCTpOW TOYEUHOH
HeJI0CTATOYHOCTH, MOXKHO PACCMOTPETh TPOBEJEHHE TeMONMANN3a H/WIM reMonepys3uu.
DdDEeKTUBHBIA KIHPEHC METOTpeKcaTa MOXKET ObITh IOCTHIHYT IMyT€M reMoIuainsa C
FICIIOJIb30BAaHMUEM BBICOKOM CKOPOCTH TOTOKA Auanu3aTta. Hu craHzapTHBIA réeMOananu3, HA
NEpUTOHEATBHBIN HATU3 HE MPOAEMOHCTPUpOBAIM d(deKTa B yIyHUICHHH STAMUHALNH
METOTpeKcara.

[lpy  mepeno3WpoBKe  TPH  MHTPATEKaJbHOM  BBEJACHHHM  CHCTEMHO  BBOASATCHA
(He HHTpaTeKaIbHO!) GOJbIIME 1035l Kalbliks (OINHATA, IPOBOJMTCS MIETOYHOH IMYPE3,
OBICTPBIH ApeHaK CITMHHOMO3TOBOMH KMIKOCTH M BEHTPUKYIOMOMOaTbHas Mephy3us.
IIpumenenue 8 pe6Mamono2uu u 0epmamolo2uu

YV NalMeHTOB C PEBMATOMAHBIM ApTPUTOM, IIOJHAPTPUTHBIMH (OpMaMH OBEHHUIIBHOTO
MIMONIATHYECKOTO apTPUTA, MCOPUATHYECKAM apTPUTOM MM OOBIKHOBEHHBIM ICOPHA30M
BBesieHure GosmeBol WK GONTMHUEBOH KUCIOT MOKET CHHYXKATh TOKCHYHOCTh METOTPEKCATa
(CUMITTOMBI CO CTOPOHBI KEYI0YHO-KUIIIEYHOTO TPAKTA, BOCHAIECHHE CIM3UCTON ITOJOCTH
pTa, AJONEIHIO U TIOBBIIEHHE AKTUBHOCTH MEYEHOYHBIX hepMeHTOB) (CM. paszien 4.5).
[lepen wcmonap30BaHHEM MpenapaToB (onueBOW KHUCIOTBI PEKOMEHAYETCS OLIEHHUTH
KOHIIEHTPALMIO BHTaMHMHA Bjz, MOCKONBKY BBefeHHE (OIHMEBONM KHCIOTBI MOXKET

MaCKHpOBaTb JIerI/II_II/IT BUTaMHHa Blz, 0COOEHHO Y B3pOCJIBIX ITAllHEHTOB B BO3PACTC crapiie

50 ner. ,

5. PAPMAKOJIOTUYECKUE CBOMCTBA

5.1 ®apmakoguHAMHYECKHE CBOHCTBA.
dapmakoTepaneBTHYECKas rpynmna: [IpoTrBOOIYX0JIEBBIE npernaparsl.

AnTUMeTab0UTEI. AHAJIOTH (OJIMEBOM KUCIOTHL.
Kox ATX: LO1BAO1.

Mexanusm oeticmeus

MeToTpekcaT SBISETCS aHTHMETAOOJUTOM TPYIIBI CTPYKTYPHBIX aHAJIOroB (oIMeBon
KUCIOTBL. Ero sddexkr oO0yciaoBieH KOHKYPEHTHBIM HHrHOMpoBaHHEM (epMeHTa
nuruapodonarpeaykTassl.  JuruapodonaTpeykraza IpeBpallaeT IUTHAPO(OIHEBYIO
KHCIIOTY B TeTparuapodosIneByro, SBISIOMYIOCS JAOHOPOM OIHOYIJIEPOAHBIX TpYINI B
CHHTE3€ MyPHHOBBIX HYKIECOTHIOB M THMHIWIATA, HeoOxomuMeix s cuute3a JIHK.

Taxum 06paszom, MeTOTpeKkcaT HapylaeT cuHTe3 U penapanunio JJHK, a Taxoke KIeTOYHBIH
MHTO3.

Knunuveckas a¢hgpexkmusnocmo u 6e3onacnocmo

B Hacrosimee BpeMsi HesicHO, oOycioBieH M 3¢pQeKT MeToTpekcaTa IIpH IICOpHase,
TICOPUATHUECKOM aPTPUTE U XPOHUYECKOM TOJMAPTPUTE €0 IMPOTHBOBOCHIAIUTEIBHBIM
WM UMMYHOCYIIPECCHBHBIM JIEWCTBHEM, a TAKXKE TO, B KAKOW CTEMEHH WHAYLHPOBAHHOE
METOTPEKCAaTOM TOBBIIIEHHE BHEKJIETOYHONW KOHILEHTPAlMd aJ€HO3WHAa B oOd4are
BOCTIAJICHHUS CIIOCOBCTBYET peannu3anuy 3TUX 3PPexToB.

K neficTBHIO MeToTpekcaTa B OCHOBHOM UyBCTBUTENBHBI TKaHH C  BBICOKOH
nponudepanyeil KIETOK: OMyXojieBas TKaHb, KOCTHBIH MO3r, (eTaibHbIe KIETKH,
SMUTENUHI KOXHU, CITU3UCTBIE 0O0TOUKH.
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Bpicokas MponnpepaTHBHAs aKTUBHOCTb KJETOK B OOJIBIIEH CTENCHH XapakTepHa hid)
3JI0KAYeCTBEHHBIX  HOBOOOpPA30BaHWM, [MOITOMY METOTPEKCAT ~MOXET —JIMTEIHHO
[IPUMEHSATHCSA TIPH TEPAIMK 3JI0KAYECTBEHHBIX OITYXOJIEH, HE BBIBIBAA HeoOpaTUMOro
TIOBPEKICHUSI HOPMaJIbHOM TKaHU.

[Ipu mcopuasze mponvpepanns KIETOK SMUTEINsS 3HAYMTENBHO YBCTHIHBACTCA. JlanHOE€
pasiuuue B CKOPOCTH nponupepai KIETOK MO3BOJISIET NPHMEHATh METOTPEKCAT IpH
TSKENIOM TEHEePaTH30BAHHOM PE3UCTEHTHOM K TepaluH ICOpHase M ICOPHATHICCKOM
apTpuTe.

5.2 ®apmMakoKHHETHYECKHE CBOMCTBA.

Ab6copbyus

[Ipu BHYTPUBEHHOM ¥ BHYTPHMBIIIEYHOM BBEIEHHH a0COPOLHS 100 %.

[Tocne mpueMa BHYTPb METOTPEKCAT BCACBIBAETCS U3 XKEITYIOYHO-KHIICIHOTO TPAKTA. [Tpu
HU3KHX go3ax (ot 7,5 mr/m?* mo 80 Mr/M?) cpefHss OWOZOCTYNHOCTh METOTpeKcara
coctaBisier okono 70 %, OOHAKO ~ BO3MOXKHBI ~ 3HAUUTEJBHBIC  BHYTpH-  H
MEXHHANBUAYyanbHbIe Kojebanus (25-100 %). MakcumanbHble KOHIIEHTPALMK B CHIBOPOTKE
KPOBH JOCTHTAIOTCS B T€YEHHE 1-2 4acos.

BHOIOCTYHOCTh TIPH TMOJKOXXHOM, BHYTPHBEHHOM U BHYTPUMBINIEYHOM BBCACHHH
CXO/HAs. '

[Tocne pacnpeneneﬂim HaKaTUIMBAETC TIaBHBIM 00pa30M B IME€YEHH, MMOYKAX U CEIE3CHKE B
BHJIE TOJMIJIYTAMATOB, KOTOPbIE MOTYT COXPAHATHCA B TKaHSX B TCUCHHE HECKOJBKHX
HEJIeJIb UK MECSIIIEB.

[Ipy MHTpaTeKaIbHOM BBEICHHH METOTPEKCAT MEUIEHHO MPOHHUKACT B IIA3My, YTO MOXKET
NPUBECTH K COXPAHEHHIO TOKCHYECKMX KOHILEHTpAlMii B IUla3Me B TedeHue Ooree
JUTUTEJILHOTO TIepHUO0/ia BPEMEHH.

Pacnpeoenenue

TMocie BHYTpUBEHHOrO BBENEHHS HAYaNbHBIA 00beM pacmpenenenus cocrapiser 0,18 a/xr
(18% Macchl Tera), paBHOBECHBIH 06beM pactpenenenus cocrasiser 0,4-0,8 n/kr (40-80%
Macchl TeJa).

B mporecce nepemenienus 4yepe3 KIETOUHblE MEMOpPaHBI MyTEM AKTHBHOTO TPAHCIOPTa,
OIMOCPEIOBAHHOTO TEPEHOCUYHMKAMH, METOTPEKCAaT KOHKYPHPYET C BOCCTAHOBJICHHBIMH
donatamu. [Ipy KOHIEHTpALUAX METOTpEKCaTa B CHIBOPOTKEe KpoBH Gombme 100 MrkMOIb
OCHOBHBIM TPaHCIIOPTHBIM ITyTEM CTAaHOBUTCS accuBHast T y3us.

CBs13b ¢ 6esTkaMu TUIa3MbI cOCTaBIsIET 0Ko10 50%.

Camble BBICOKHME KOHIIGHTpAIlMM MeETOTpeKcara OOHapy)KHMBAIOTCA B IIOYKaX, XXETYHOM
My3bIpe, CeJIe3€HKe, II€YEeHHW, KOXKe, TOJICTOM W TOHKOHM kumke. [Ipu Hamuuuu Tak
Ha3bIBAEMOTO «TPETHETO TMPOCTPAHCTBA» (IUIEBPAIBHBIN BBIIOT M AaCIHT), METOTpEKcar
croco0eH MeJUIEHHO MPOHWKATh B HETO, a 3aTeM CHOBA BBICBOOOXIATHCSA (YTO MOKET
NMPHBECTH K YBEJIHYEHHIO TOKCHYHOCTH!).

[Ipy wucnonb30BaHUKM B TEPaNeBTUUYECKUX J103aX IPAKTUYECKH HE IPOHHKACT 4Yepe3
remMaTodHIepaTnYecKkuii Oapbep HE3aBUCHMO OT ITyTH BBEI€HUS. BpICOKHE KOHIIEHTPALIUH B
CIIMHHOMO3TOBOM YKHJIKOCTH JOCTHUTAOTCS TOJBKO TOCJIE MHTPATEKAJIBHOIO BBEICHHS WA
IIPU Tepani¥ B MAaKCUMAIbHBIX J03aX.

[Ipy wucmonb30BaHMM B HHU3KHMX J03aX METOTpEKcaT IIPOHHUKAET B CIIMHHOMO3TOBYIO
)KUJIKOCTh B MHHUMAJIBHBIX KOJMYECTBAX, OJHAKO MPH BHICOKUX m03ax (300 Mr/kr macchl
TeNa) KOHIEHTpalMs MeTOTpeKcata B JHMKBOpe cocTapiser 4-7 wxr/min. CpenHui
TePMUHAIBLHBIA ITIEPHOJA  TOJYBBIBEIEHUS METOTpeKcaTa COCTaBiseT 6-7 4YacoB W
XapaKTepU3yeTCcs: 3HAYUTENIbHON BapuabenbHOCThIO (3-17 yacoB). BO3MOXHO YHUIHHEHHE
IepHoJa IOJYBEIBEIEHHS B 4 pa3a OTHOCHUTENBHO OOBIYHBIX 3HAUCHHH Y IAlMEHTOB,
MMEIOIIHX BBINIOTHI B «TPEThE MPOCTPAHCTBOY (TIEBPATBHBIN BBITOT, ACIIAT).
Buompancpopmayus
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TMocse abcopOIMM METOTPEKCAT MOJIBEPraeTest METab0IM3My B ICICHH (IPENMYIIIECTBEHHO)
" BHYTPHKJIETOYHO c o0Opa3oBaHHEM IIOJINTTyTaMaTOB (MHTUOUTOPEI
AruapooNaTpelyKTashl U THMHIMIATCHHTETA3bI), KOTOPBIE MOTYT KOHBEPTHPOBATHCS B
METOTpEKCAT MO AeHCTBUEM THAPOIA3.

HeGoubImne KOTHYECTBA MOJUIITIOTAMAaTOB METOTpEeKcaTa MOIYT OCTaBaThCs B TKaHAX B
TeueHHe JUTMTENbHBIX [EPHOIOB B 3aBUCHMOCTH OT THIA KIETOK, TKaHEW W TPHPOJIBI
OTTYXOJIH.

[Ipy TpuUMeHEHHH B OOBIYHBIX [03aX HE3HAYUTEJBHO Mmerabonusupyercs 10 7-
THIPOKCUMETOTPEKCATa; NPH BBEJACHHH METOTPEKCATa B BBICOKHMX 1103aX aKKyMYJIALAA 7-
THIPOKCUMETOTpEKcaTa MOJKET OBITH 3HAYUTEJIHLHOH. PacTBOpUMOCTD 7-
IUIPOKCUMETOTpEKCATa B BOJIE B 3-5 pa3 HUXKeE, YeM y HCXOJHOTO COCANHCHHA.

[Ipy HasHA4YeHMM MeTOTpekcaTa B HH3KHMX jpo3ax (menee 30 Mr/M?) KOHEYHBIH MEPUON
MoyBBIBeEHHs cocTaBysieT 3-10 9acoB, MpU HMCHOJB30BAHMH B BBICOKHX H03aX — 8-15
4acoB.

numunayus

MeToTpeKcaT BBIBOANTCS TIPEMMYIIECTBEHHO MOYKAMH ITyTeM KiTy60uKoBOH (HUIBTpalluu U
KaHaIbLEBOH peaGcopOIHH. DIMMHUHAIMS 3aBUCAT OT 103bI M crocoba BeeneHus. Iloce
BHyTpuBeHHOTO BBeaeHUs 80-90% OT BBEIEHHON 103BI BEIBOIUTCS C MOYOH B HEU3MEHHOM
Buge B Tedenwe 24-30 wacoB. C kemubio BeIBOAMTCS 10 10% OT BBEJEHHOW 03Bl
MeToTpekcaT TOABEpraeTcs JHTEPOrenaTHdecKOd MHUPKYJSAIMH, IO3TOMYy € KajloM
BeIensgeTcs 10 10% oT BBEAEHHOM J103BI.

[Tocie BHYTPUBEHHOM WHBEKLUMH OJJIMMUHALMA METOTpEKcaTta HA4YMHACTCAd B TCUCHHE
HECKOJIBKHX MHHYT TOCIE pAachpeeleHus, MepUoj TONyBbIBEICHNs B HadalbHOH (ase
COCTABJIAET 2-3 yaca, KOHEYHBIN MEPHO/I MOTyBbIBeeHUs — 12-24 vaca.

[Tpu HapymeHHH (GYHKIUH TOYEK OXKUIAETCS 3aMeJICHHE BBIBEJCHUS C BO3MOXKHOCTBIO
Pa3BUTHS CEPhE3HBIX HEXeENATeIbHBIX peakuuil. OOHapykeHa Xoporasi KOppeIsuus MEKIy
KIMPEHCOM ~METOTpeKcaTa W KIMPEHCOM OJHIOTEHHOro KpeaTHHHWHA. OrpaHH4eHHs
9KCKPEIMH, CBSI3aHHBIE C HapylIeHUeM (YHKIMH [IEUYEHH, B HACTOSIIEE BPEMsl HE H3BECTHBL
V KpbIC U 00€3bsIH METOTPEKCAT TPOHUKAET Yepe3 IUIalleHTapHbIH Oapbep.

5.3. laHHbBIE JOKJIMHHYECKOI 0€30MacHOCTH

Xponuueckas moxkcuuHocmo

B uccienoBaHHAX XPOHHUYECKOW TOKCHYHOCTH HA MBIIIAX, KpbicaX M coOaKax BBISBIICHBI
ToKcHyeckue d(pdekTsl B  BHUAE MOPaXKEHHH  KEJIyJTOYHO-KHUIICYHOTO  TPAKTa,
MHUEJIOCYTIPECCUH B TeIaTOTOKCUYHOCTH.

Mymaczennuiii u kanyepozerHwvlLli nNOMeHyuUan

B J107TOCPOYHBIX HCCIIEIOBAaHUSAX HA KpBICAX, MBIIIAX M XOMSAKaX He OBLIM BBIABIICHBI
NpHU3HAKK OHKOT€HHOI'O IMOTEHI[Hala MeTOoTpekcara. MeToTpekcar sBJIIETCS MYyTar¢HHBIM

invivo u in vitro. [IpeamnonoxuTeapHo 00/1a1aeT MyTareHHbIM JEHCTBHEM B OTHOIICHUH
YeJIoBeKa.

Penpooykmusnas moxcuunocms
Pe3ynbTaThl MccnenoBaHuil Ha 4 BHAAaX JKMBOTHBIX (KPBICHI, MBILIH, KPOJMKH, KOLIKH)

I[NOKa3aJId HaJIM4YU€ TEPATOTrCHHOI'O neictBug. Y MaKak-pe€3yC HE OB BBISIBJICHBI ITOPOKH
pPa3BUTHSA, COITOCTABUMBIC C BOSBMOXXHBIMH Y YE€JIOBEKA.

6. PAPMALIEBTUYECKUE CBOMCTBA

6.1 Ilepeyenb BCroMoraTeIbHbBIX BENIECTB.
He npumenumo.

6.2 HecoBMeCcTHMOCTb.
[Tpenapat MeToTpeKkcaT Helb3sl CMEIIUBATh C APYIMMH JIEKapCTBEHHBIMHU IpPETapaTaMu B
OJTHOM HH()Y3MOHHOM MeIIKe M (IaKkoHe.
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6.3 Cpok roaHocTH.
2 rona.
He 1cmob30BaTh M0 KCTEYEHUH CPOKA TOJHOCTH.

6.4 OcoObie MepbI TIPEA0CTOPOXKHOCTH MPH XPAHEHUH.

XpaHUTh BO BHEIIHEH YITAKOBKE JUIS 3aIMThI OT CBETA IIPH TEMIIEPAType HE BBILIC 23°C.

C MHKpOOHOJIOTUYECKOM TOYKH 3PEHHs, TOTOBBIA PacTBOP PEKOMEHIYETCs HCHOJB30BATH
cpasy mocJie MPUTOTOBJICHHUS.

6.5 XapakTep U cofepKaHHe NEPBHYHOH YNIAKOBKH.

[To 10 mMr wam 50 Mr Bo ¢nakoHsl cTekisHHBIe. Kakaprd (iakoH BMeCTe C JIHCTKOM-
BKJTQJIBIIIIEM TTOMENIAIOT B MMAYKy U3 KapTOHA.

VnakoBka s cranuoHapoB: mo 40 ¢(IakoHOB € JUCTKOM-BKJIAQABIIIEM B TPYNIOBBIC
KOpPOOKH.

6.6 OcoOble Mepbl MNPEAOCTOPOKHOCTH NPH  YHHYTOKEHHH HCIO/Jb30BAHHOIO
JIEKAPCTBEHHOr0 TmpemapaTa WJIH OTXO0[0B, TOJYYeHHBIX T0CJe TNPHMEHCHHSH
JIeKAPCTBEHHOTO MpenapaTa uin paboThI ¢ HUM.

[Ipucomosnenue pacmeopa 1ekapcmeenHo20 npenapama

Conepxumoe (1akoHa BOCCTAHOBUT B | M1 (st niakona ¢ 10 Mr nnoduusata) 6o B 2
M (ans dakona ¢ 50 mr numodumsata) 0,9% pacTBOp HATpHs XJIOpUIA JUIS WHBEKIUH.
[Tonmy4eHHBIH pacTBOp KOHIEHTpanred 10 mMr/mi n1u6o 25 Mr/mMi, COOTBETCTBEHHO, MOXKET
BBOJMTHCS BHYTPHBEHHO, BHYTPUMBIIIEYHO JTHOO MOIKOXKHO.

KOHIIEHTpanus pacTBOpa Il MHTPATEKAILHOTO BBECHHS COCTABIAET 1 MI/MIL.
[TpuroToBIEHHE PACTBOPA JOKHO OCYIIECTBIISITHCS B ACENITUYECKUX YCIIOBHSIX.

PacTBOp JNeKkapcTBEHHOTO TMpemnapara JOJDKEH OBITh HCIOJIB30BaH Ccpasy Iocie
IIPUTOTOBJICHUS!

[Tepen BBEEHHEM PACTBOP JOJDKEH OBITH BU3yaJbHO OCMOTPEH Ha MPO3pavHOCTh. B ciydae
oOHapy>XeHUs ocaJiKa Ipenapar JOJKEeH ObITh yTHIM3HPOBaH. ‘

HNHcTpyKIMs 110 00panmeHuo

OGpaleHne MEeIMIIHHCKOTO MEPCOHaTa ¢ METOTpeKcatoM TpeOyeT COOMIONEHHs CTPOrHX
Mep NPeI0CTOPOIKHOCTH, TAPAHTHPYIOIIUX 3aIUTY COTPYIHUKA U PabOYero MoMEIICHHS.
[IpuroroBrneHne pacTBOPOB JJISi HMHBEKIHH MPOTHBOOMYXOJEBBIX MPENapaToB JI0KHO
IPOBOAUTHCS CHEIUAIBHO OOYYEHHBIMU CIIEIMATUCTAMH, 3HAKOMBIMH C HCIIOJIB3YEMbBIMH
JIEKapCTBEHHBIMH IIpenapaTaMi, B YCJIOBHSAX, OOECHEUMBAIOIIUX 3aIlUTy OKPYKAKOIICH
cpensl U OCOOEHHO — 3alUTy 370pOBbs paboTaromero ¢ HUMH IepcoHana. Jlnsg srToro
TpeOyeTcss CHEelHaTbHO IMpeIHAa3HAYeHHOE JUIsI JTHUX LeJed IOMEIIEHHE, B KOTOPOM
3anpelaeTcs KypuTh, €CTh WM IPUHUMATD TTUIILY.

[Tepconan momxeH ObITh oOecredeH COOTBETCTBYIOIIEH 3alIMTHONW OJEKION, BKIIIOYAs
XaJIaThl C UIMHHBIMYM pyKaBaMH, 3allIUTHBIE MACKH, [IAMIOYKH, 3aIIUTHBIE OYKH, CTEPUIILHEIC
OJIHOPa30BbI€ NEPYATKH, CTEPUIIbHBIE IPOCTHIHM VIS 3aLIUTHI pabodyero CTosa, KOHTEHHEPHI
U MELIKHU 17151 cOopa OTXOIOB.

C 5KCKpeMEHTaMHU M PBOTHBIMH MacCaMH CJIEAyeT 00pamarsesi ¢ OCTOPOIKHOCTHIO.
bepemenHbIe XKEHIUHBI HEe JODKHBI paboTaTh ¢ IpernapaToM.

Co BceMH MOBpEXJICHHBIMH KOHTEHHEpaMH HYXHO 00pamnaTbcs, coOMonas T€ XK€ MEpHI
NPEAOCTOPOKHOCTH, YTO M C 3arpsS3HEHHBIMH OTXOJAMH. 3arpsi3HEHHBIE OTXOJBI CIEAYET
COKUTATH B PUTOHBIX ISl 3TOTO TBEPABIX KOHTEHHEpax, CHAOMKEHHBIX COOTBETCTBYIOIIUMHU
HAIUCAMH.

[Ipu momangaHuy pacTBOpa Ha KOXKY, €ro CleAyeT HEMEIJIEHHO U TIIATEIbHO CMBITh BOJIOH.
[Tpu nonaganuu pacTBOpa Ha CIU3UCTHIE 000JIOUKH, €r0 CIIEAYET HEMEUICHHO U TINATEIbHO
CMBITh BOJIOM.

Ymunuzayus

OcTtaTK¥ JIeKapCTBEHHOTO TIperapata M MaTepHuajbl, KOTOpbIe HCIIOJIb30BATMCE UL
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paCTBOpCHI/IS{, pa36aBJIeHI/I$I M BBEIEHUSI METOTPEKCATAa, JTOJI’KHEIL OBITh YHI/I‘ITO)KCHBI B
COOTBETCTBHH C Tpé6OBaHHﬂMH )ICiICTBYIOHICFO 3aKOHOJIATEJILCTBA B OTHOIIICHUHA y,uanemm
TOKCHYECCKHX OTXOIOB.

7. IEPY)KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMSI

PVTII «benmennpenaparbi»,

Pecry6nuka Benapycs, 220007, r. MuHCK, .0 —
yn. dabpuumyca, 30, Ten./pake:(+375 17) 220 37 16, s Nd &
e-mail: medic@belmedpreparaty.com >
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[lperensuu moTpeOuTeNnell HampaBisATh MO aapecy JAepiareib pErHCTPALHOHHOTO
yJIOCTOBEPEHUS.

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

¢

9. IATA TIEPBUYHOM PETUCTPALIUH
Jlata nepBoii peructpaunu: 20 nexabps 2007 r.

10. JIATA IEPECMOTPA TEKCTA

YciaoBus OTIyCKa:
ITo penenrty. :
O6mias  XapakTepUCTHKa JIEKApCTBEHHOro MperapaTa MeroTpekcaT JIOCTyNHa Ha
oUIMATEHOM CalfTe YNOTHOMOYEHHOrO OpraHa rocyaapersa — VII «IlleHTp IKCHEPTU3 H

WCIIBITAHUNH B 3/[paBOOXPAaHEHHH» B MH(BOPMAIMOHHO-KOMMYHUKAIMOHHOH  CETH
«nTepuer» www.rceth.by.
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