COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 02.05.2023 Ne 827
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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1003

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA
Mertotpekcat-POHLI, 10 Mr/mi, pacTBop At HHbEKLIUH.

2. KAUECTBEHHBIN U KOJTUYECTBEHHBIN COCTAB

JlelicTBytol11I€€ BEIIECTBO: METOTPEKCAT.

Kasxnprit Mt pacTBopa Jij1st MHBEKIHHA coaepkut 10 Mr meToTpekcaTa (B BUIE JMHATPUECBOU
COJIN).

Kaxnpiii haaxon 2 miut conepxut 20 Mr MmeToTpekcaTa (B BUI€ AUHATPUEBOM COJIH).

Kaxnpiii haaxon 5 miut copepxut 50 Mr metoTpekcata (B BUE AUHATPUEBOM COJIH).
BcnomoratenbHbIe BellleCTBa, HATMYUE KOTOPBIX HAJI0 YUYUTHIBATh B COCTABE JICKAPCTBEHHOTO
npenapara: HaTpuid (cM. pazzaen 4.4).

ITomubIi MEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB ITPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
PacTBop a1 nHBEKLUI.
IIpo3pauHblil paCTBOP HKENTOrO LIBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxkazanusl K NpUMEHEHUI0
Mertotpekcar-POHL] nmoka3aH K NPUMEHEHUIO y B3pOCIBIX M JETeH Ul JIGYEHUs CIeIyHOIuX
3a00JIeBaHU!
* TpoobracTuyeckue onyxoiu;
* OCTpbI€ JIeiik0o3bl (0c00eHHO MMM(pOOITACTHBIN U MUEIOOTACTHBIA BapUAHTHI);
* HEUpOJIEUKEMUHU;
* HEXO/KKMHCKHE TUM(pOMBI (BKIHOYast TuM(pOocapKoMy);
* paK MOJIOYHOH KeJe3bl, TNIOCKOKIETOYHBIH PaK TOJOBBI U IIEH, PaK JIETKOTO, paK KOXKH,
paKk IIeHKH MaTKH, paK BYJBBBI, paK MHIIEBOJA, PAK MOYEBOTO ITy3BIps, paK sSUYKa, paK
SMYHUKOB, PaK MOJOBOTO YJeHa, PETUHOOIAaCTOMA, METyJII00JIacTOMA;
* OCTEOTeHHas capkoMa M capKoMa MITKHUX TKaHeH;
* TpUOOBUIHBIA MUKO3 (aJIEKO 3alIEIIINE CTAANN);
s TsKkenble (opMBI Tcopuasa, ICOPUATHYECKUH apTPUT, PEBMATOMAHBIN apTpur,
IOBEHWIbHBI XPOHMUYECKUH apTpHUT, JepMaTOMHO3MT, CHUCTEMHas KpacHas BOJIYaHKa,
AQHKUJIO3UPYIOUINM CITOHINUI0APTPUT (TIpU HEIPPEKTUBHOCTU CTAaHAAPTHON Teparun).

4.2. PexxuM 103MPOBaHUS U CNIOCO0 MPUMEHEHHU S

MeTtoTpekcaT BXOJUT B COCTaB MHOTHUX CXEM XMMUOTEPANleBTUYECKOTO JICUYEHHS], B CBSI3U C UEM,
npyu BbIOOpE MyTH BBEIEHUS, peKMMa M 103 B KaXKJIOM HHAMBHIYaJbHOM Cly4yae CJexyeT
PYKOBOJICTBOBAThCS JJAHHBIMHU CIIEIMabHON uTeparypsl. [lanmeHToB cnenyer nHGOpMHUPOBAThH
U o0yyaThb MpaBUJIBHOM TEXHHKE BBEAEHUS NpenapaTa MPH CaMOCTOSTEIbHOM MNPUMEHEHUH
MeTOTpeKcaTa. BBeneHue nepBoil 1036l mpenapara JOKHO OCYLIECTBIISITHCS MOJ KOHTPOJIEM
MEAMIIMHCKOTO MePCOHAaNIa.

PexxnMm n103upoBanus

B3pocnbie




COOTBETCTBYET 3KCTIEPTHOMY OTUETY

Tpoghooracmuueckue onyxonu: 15-30 Mr B 1eHB|B Teuerte 5 I-[H-l‘i%% &TCE%M Me%zty-lm'rbc'aMH

1 nnm Gonee Henenb (B 3aBUCUMOCTH OT IPU3HAKOB TOKCHYHOCTH) u/uiu 50 mr 1 pa3 B HEAEmIo ¢
WHTEPBAJIOM HEe MeHee | Mecsiia, mpu MOBTOPEHUH Kypca 3—5 pa3 g0 cymmapnoi 103s1 300—400
mr. OOGBIYHO TOCIIE HOPMAJIM3ALUU KOHIIEHTPALMU XOpHOHHYecKoro roHagorponuHa (XI') B
Moue, KoTopas nocie 3 uinu 4 Kypca J0JKHA BO3BPAaTUTHCS K HOPME WIIM COCTaBIATh MeHee 50
ME/cyTku, nocie yero B TeueHUe mepuoja ot 4 10 6 Hexenb CieayeT MOJTHOE MCUE3HOBEHUE
HoKa3aresel, CBUIETENbCTBYIOIUMX O NopaxeHusx. [locne Hopmanuzaumu coxpepxkanus XI°
pPEKOMEHIyeTCs IPOBECTH JONOJHUTEIBHO 1—2 Kypca Tepaluu METOTPEKCATOM.

Conudnvle onyxonu: B KOMOMHAIIMH C PYTUMH IPOTHBOOITYXO0JIeBBIME Npenapatamu 30—40 mr/m?
1 pa3 B Hezemto.

Jleiikoszor u numgpomvr: 200-500 mr/m? 1 pas B 2—4 Henenu.

Heriponerixemus: 12 mr/m? 1 unmu 2 pasa B HeJIelio.

I'pubosuonsiti muxoz: mo 50 Mr 1 pa3 B HeAIO Wi 110 25 MT 2 pa3a B HEJIEJIO B CYTKU B TEUCHUE
HECKOJIbKUX Hezlenb win MecsieB. CHIDKEHHE [103bl MM OTMEHa BBEJIEHHUS Ipenapara
oIpeieNsIeTcs peakyei naueHTa 1 reMaToJI0rMYeCKUMHU [T0Ka3aTeIsIMH.

Pesmamouonwiti apmpum: HadalbHas 1032 OOBIYHO COCTaBIseT 7,5 MI' OAMH pa3 B HENENo,
KOTOpasi BBOJUTCSA OAHOMOMEHTHO, WJIM 10 2,5 Mr uepe3 Kax/ple 12 yacos (Bcero 3 no3sl). s
JOCTIDKEHUS] ONTHMAaJIbHOTO d3(deKra HemenpHas 1032 MOXKET ObITh MOBBIMIEHa (1o 2,5 mr B
HEZeNI0), NpU 3TOM OHAa He JobkHa mpesblmiaTh 20 Mmr. Korma gocruraercs ontuMaibHBIN
KIMHUYECKHH et (00brdHO uepe3 4—8 Hemenb), clelyeT HauyuHATh CHIDKCHHE JIO3bI 0
JIOCTYIKEHHUST HamOoJjiee HU3KOW J(PQPEKTUBHON moaIepKuBammeid 10o3bl.  OnTuMaibHas
JUINTEJILHOCTh T€paluu He yCTaHOBJICHA.

Ilcopuaz u ncopuamuueckuii apmpum: 3a HEJEIIO 10 Hayaja JICYEHUsI PEKOMEHIyeTCs BBECTH
HapeHTepallbHO TecT-103y 5—10 Mr Merorpekcara sl BBISBICHHS BO3MOXHBIX peakLUl
HENEPEHOCUMOCTH.

PexoMennyemas HauanbHast 103a 7,5 MI OJIUH pa3 B HEAEIIO BHYTPUBEHHO WM BHYTPUMBIILIEYHO.
Jlo3y 00BIYHO HapaIMBaOT MOCTENIEHHO, PU 3TOM MaKCHUMaJlbHas /1032 HE JOJKHA MPEBbIIAThH
30 mr MeroTpekcaTa B Heaento. OTBET Ha JiedeHHe OOBIYHO HAcTymaeT yepe3 2—6 Hexenb. [lpu
JOCTHKEHUHU ONTUMAJIbHOTO KIMHUYECKOT0 3(h(peKkTa HaUMHAIOT CHUKEHHUE JI03bI A0 TOCTHXKEHUS
HanOoJiee HU3KOM AP (HEKTUBHOM HO3BI.

Lepmamomuosum no 7,5-15 mr B Hexemo. B nmanpHeilneM 103y CHHKAIOT JO JOCTUKEHHUS
HanOonee HU3KOW 3(P(PEKTUBHOM 103bl U MPUMEHSIOT JJIUTEIbHO, MECSAAMH, B KOMILIEKCE C
MOIEPKUBAIOILEH 10301 TTIFOKOKOPTUKOCTEPOUIOB.

Cucmemnas kpacnas éonyanka. o 15 mr B Henento. Kypc nedenns cocrasisier 6—8 Helenb, 3aTeM
MPUMEHSIETCS MOIIEPKUBAIOIIAs /1032 B TEUEHHE MHOTHUX MECSIIEB.

OcoOble rpynnbl NalyueHToB

Iayuenmul nodrcuno2o 6o3pacma

[ToxxunbeiM mareHTaM (crapiie 65 JieT) MOXKeT MoTpedoBaThcs CHUKEHHME 103 METOTpeKcara,
MIOCKOJIBKY € BO3pAacTOM yXyamaercss (yHKIUS MEeUeHH M MOYeK, a TAaKXKe CHIKAETCs 3arac
¢donaToB B opranusme.

Iayuenmel ¢ Hapywienuem @yHKYUU noYex

[TanmenTam ¢ HapyuieHHeM (YHKIMM MOYEK HEOOXOJMMa KOPPEKLHUs JI03bl B 3aBUCUMOCTH OT
KIIMPpEHCAa KpCaTUHUHA U KOHICHTPAIM METOTPEKCATA B IJIa3MC€ KPOBH. CDYHKI_[I/ISI IIOYEK MOXET
YXYILIATbCA P IPUMEHEHNN METOTPEKCATA.
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CMEPTHOMY OTUETY

KIIUPEHCOM KpEaTHMHHWHA CJIEIyeT OXHAATh JUINTEIbHBIX TIOBBIICHHBIX KOHICHTpPAIUI
METOTpEKCaTa B IJIa3Me KPOBH, YTO MOXKET IPUBECTHU K TSIKEIIBIM HEKEIATeIbHBIM PEAKITUSIM.
CrnenoBarenbHO, y MAUEHTOB C HAPYIIEHHOW QyHKIMEH modek (cM. pazaenst 4.3 u 4.4) cneayer
MPUMEHSTh COOTBETCTBYIOIINE CXEMBI IO3UPOBAHUS B 3aBUCHMOCTH OT KJIMPEHCA KpeaTUHUHA U
TUIa3MEHHOW KOHIICHTPAIIH METOTPEKcaTa.

Koppekuus 103 IpH NpUMEHEHMHM MeToTpekcata >100 Mr/mM? y manmeHTOB ¢ HapylIeHHEM
GbyHKIMH MOYeK (TPUMEHEHUE METOTPeKcaTa B CPEIHUX/BBICOKUX J03aX)

Knupenc kpeatnHnHa (MJ1/MUH) Jo3za
>80 M/MuH PexoMeHnioBaHHas cranaapTHas 1032
=80 mu/mMuH 75% peKOMeHJ0OBaHHON CTaHIapTHOM J03bI
=60 Mi1/MHUH 63% pPEeKOMEHI0BAaHHOW CTaHAAPTHOM 103l
<60 mn/MuH [IpuMmeHeHne anbTepHATUBHBIX BUIOB JICUYCHUS

Koppekuus 103 IpH HpUMeHEHHH MeToTpekcata <100 mr/m? y NanueHTOB ¢ HapylIeHHEM
GyHKIUM OYeK (IPUMEHEHHE METOTpEKcaTa B HU3KUX J103aX)

Knupenc kpeatnHnHa (MIJI/MUH) Jo3za
>60 M1/MHH PexkoMeHi0BaHHas CTaHAapTHAS 1032
30-59 mi/mMuu 50% pexoMeH0BaHHOW CTaHAAPTHOM 103l
<30 ma/MuH [TpuMeHeHNEe aTbTePHATHBHBIX BUJIOB JICUCHUS

THayuenmoi ¢ HapywieHuem QYHKYUU neveHu
VY manueHToB ¢ HapylmIeHUSMU (DYHKUIHU MEYEHH METOTPEKCaT MPUMEHSIOT C OCTOPOKHOCTBIO.
MeTtoTpekcaT Helb3sl IPUMEHSTh PU KOHIIEHTpaIuy OminpyOrHa B miazme 6omnee 5 mr/am (85,5
MKMOJIB/JT).

eTH
BcenencrtBue orpaHudYeHHBIX JaHHBIX 10 A(G(EKTUBHOCTH H OE30MaCHOCTH TPUMEHEHUS
METOTpeKcaTa y AeTeil Miutajiie 3 JIeT He PpeKOMEHIyeTCs PUMEHSTh MpernapaT y JaHHOUW TPYIIIbI
nanuenToB. [Ipu mpuMeHeHnn MeToTpeKcara y eTel B KaYeCTBE UMMYHOCYITPECCUBHOM Tepanuu
(mpu mcopuase, peBMAaTOUTHOM apTPUTE, FOBEHUIILHOM XPOHUYECKOM apTpUTE, TEPMATOMHO3UTE
Y CUCTEMHOM KpAacHOW BOJIYAHKE) CJIEIYET TIIATEIbHO PACCMOTPETh COOTHOIIEHUE MOJIb3a/PUCK
MIPUMEHEHUS.
Hetiponetixemusa: naTpaTekanbHo B TeueHue 15-30 cexynn 1 nnm 2 pasa B HeZelo.
Jlo3y moabuparoT B 3aBUCMMOCTH OT Bo3pacTa pebeHKa: AeTAM B Bo3pacTe 10 1 rojia Ha3HAYaroT
6 mr, geTsiM B Bo3pacte 1 roga - 8 mr; netsiM B Bo3pacte 2 jeT - 10 mr, 1etsM B Bo3pacTe 3 JeT U
crapuie - 12 mr. [lepen BBeeHHEM clienyeT MPOU3BECTH yAATICHUE CITMHHOMO3IOBOM )KUIKOCTH B
o0bemMe, MpUOTU3UTEITLHO PAaBHOM 00BbEMY JICKAPCTBEHHOTO CPEACTBA, KOTOPOE MPEIT0IaraeTcs
BBECTH.
Jepmamomuoszum: no 2,5-7,5 mr B Heneno. B pganpHeleM 03y CHUXKAKOT J0 JTOCTHKEHHS
Haubosee HU3KOM dPPEKTUBHON M03bI U MPUMEHSIOT JUTUTEIHHO, MECSAIaMHU, B KOMIUIEKCE C
MOJAEPKUBAIOLIEN O30 TIIFOKOKOPTUKOCTEPOUIOB.
Cucmemnas kpacnas eonuanxa: mo 7,5-10 mr/m2. Kypc nedenns 68 Heens, 3aTeM IpHUMEHseTCs
MOJJIEPKUBAIOIAS /10332 B TEUEHUE MHOTHX MECSIIEB.
FOsenunvhuiii xponuueckuti apmpum: y nereit 1o 16 ner B mose 10-20 mr/m? 1 pas B Hefeno.
06561980 > dexTuBHOH m030i ABIsercs 10-15 mr/m? B Hexmemo. IlepBoHAYATBHO TIpemapar
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epes Hehemo

MPUMCHSIOT TIOJMHYI0 1103y. Y JeTell W MOJPOCTKOB NpPU HEOOXOIMMOCTH MapEHTEPaTHHOTO
BBEJICHUSl TMpemnapara, BCJICACTBUE TOTO, YTO WMCIOIIMECS JaHHbIE 10 0e30MacHOCTH
BHYTPUBEHHOTO  BBEJCHUS  OTPAHUYEHBI, CJIEAYET  HCIOJb30BATh  IMOJKOXHBIM  WIK
BHYTPHUMBIILICYHBIN MyTh BBEACHHUS.

Crioco0 nprMeHeHus

[IpemapaT BBOAWUTCS BHYTPHUMBIIIEYHO, IMOAKOKHO, BHYTPHUBEHHO, BHYTPHUAPTEPHAIBHO WU
HUHTPATEKAJIbHO.

Jlo3bpl mpemapara cBbime 100 Mr/mM?> BBOIAT TONBKO BHYTPHBEHHO KamembHo! PacTop

npeBapuTeNbHO pa30aBiIsIOT 5 % pacTBOPOM AEKCTPO3bl. [IpM MpUMEHEHUHM BBICOKHMX J103
npenapara (Beie 100 Mr/m%) 06s3aTeIbHO MOCIETYIONIEE BBEICHNE KanbIus (ONHHATA.

B CJIyda€ HWHTPATCKAJIBbHOIO MPHUMCHCHUA MCTOTPCKCATA MAKCUMaAJIbHAasA KOHLICHTpALUA
METOTpeKcaTa He IOJDKHA MPEBBIMATh 5 MI/MIL.

MertoTpekcar sl Tepaluy PEBMAaTHYECKUX 3a00JIeBaHUN WM 3a00JIEBAaHUH KOXHU JTOJDKEH
NPUMEHSTHCS TOJIBKO MO CXEME OJIH pa3 B HEJEI0!

HenpaBwibHOE TNPUMEHEHHUE METOTPEKCaTa MOXKET IPHBECTH K Pa3BUTHIO CEPhE3HBIX
HEXXeNaTeNbHbIX 3P (EKTOB, B TOM YHCJIE C JIETAIHBIM UCXOJIOM!

OCTOPOKHO: HEITB3sI BBOJUTH KAIBIHS (DOTHMHAT HHTPATEKAILHO!

4.3. IIpoTuBONMOKA3AHUS

* ['Uep4yBCTBUTEIBHOCTh K METOTPEKCATY WIIH K JIIOOOMY M3 BCIIOMOTaTEIILHBIX BEIICCTB,
MepEUYUCIICHHBIX B pazjeine 6.1;

e TSDKENoe HapylieHue (yHKIUU MOoYeK (KJIMpeHC KpeaTMHHHa MeHee 30 MI/MUH) mpu
IPHMMEHEHHN METOTpeKcaTa B HU3KHX 103ax (<100 mr/m?) (cm. pasaens: 4.2 u 4.4);

e HapylieHHe (QYHKIMH MOYEK CpPeJHEH CTenmeHW TsSxecTH (KIMpPEeHC KpeaTHHHHa MeHee 60
MII/MHH) TIpH IPUMEHEHHH METOTPEKCcaTa B BBICOKMX 103ax (>100 mr/m?) (cM. paszmenst 4.2 u
4.4);

e TsDKENoe HapylleHue (yHKLMHU NeYeH! (KOHLEeHTpauus ounupyOuHa B mazme Oosiee 5 Mr/nn
(85,5 MKkMoOITB/11));

e 3JIOYNOTPEOJICHUE ATTKOTOJIEM;

e HApYIICHHUS CO CTOPOHBI CHUCTEMBI KPOBETBOPEHHS B aHaMHe3e (B YaCTHOCTH, THIOILIA3US
KOCTHOT'O MO3Ta, JISHKOMEHHUS; TPOMOOIIUTONICHHSI WU KIMHUYECKU 3HAaYNMast aHEeMUs );

e HApYIICHUS CO CTOPOHBI CUCTEMBI KPOBETBOPEHHUS MOCIE TYyUEBOM Tepanuy U XUMHOTEPATINH;

e UMMYHOAC(UIINT;

e TSDKEIBIC OCTPBIE U XpOHHYECKHE HH(EKITMOHHBIC 3a00JIeBaHus, TAKUE KaK TyOepKyse3 u BUUY-
uHpeKIus;

e COITYTCTBYIOIAs BaKIIMHAIINS KUBBIMH BaKI[HHAMH,

e S3BBI POTOBOM TOJIOCTH, I3BEHHASI OOJIC3HB KEITyTOYHO-KHUIIIEYHOTO TPAaKTa B aKTUBHOH (a3e;

e 0OEepeMEeHHOCTS;

e TIEPUOJ KOPMIICHUS TPYAbIO;

e OJIHOBPEMEHHOE MPUMEHEHHE METOTpeKcara B o3¢ 15 Mr/Hea u Goliee ¢ aleTUICaTUIIIOBOM
KHCJIOTOM.

4.4. Ocobble yka3aHusi 1 Mepbl MPeI0CTOPOKHOCTH NPH IPUMEHEeHUH
Oco0ble ykazaHus
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IIpemapar Merorpekcat-POHLL  sBnsieTcs LIHTOTOI&QI 'ecgl%v; Flﬁ'pe-lﬁ%%n;r' TS tohty B

oOpalieHnd ¢ HUM HE00XOAMMO COONI0AAaTh OCTOPOXKHOCTb. [Ipemapar MoimKeH Ha3HAYaThCS
BpayoM, HMMEIOLIUM OIIBIT IPUMEHEHUs METOTPEKCaTa M 3HAKOMBIM C €r0 CBOWCTBAMHM U
ocobenHocTsMH jeicTBHs. [lepen Ha3HAueHHWEM METOTpeKcaTa CleayeT YOenuThCsl B HAJIMYUU
BO3MOKHOCTH OIIPEJEIICHUS IUIA3MEHHON KOHLIEHTPAaLUy IIpernapara.

ITpuHMMas BO BHUMAaHHE BO3MOKHOCTb Pa3BUTHUS TSKEIIBIX TOKCUYECKUX PEAKIIMM, B TOM YUCIIE C
JeTa’IbHBIM HCXOJI0M, Bpay 00s513aH 0IpOOHO NPOUH(DOPMUPOBATh MALIUEHTA O BO3MOKHOM PHCKE
U HEOOXOIUMBIX MEpax MpPeAOCTOPOKHOCTU. MeToTpekcar, 0COOEHHO B CPEJHHMX M BBICOKHMX
J103aX, JOJDKEH IIPUMEHATHCS TOJIBKO y NAIMEHTOB C NOTEHLUAIBHO JKU3HEYIPOXKAIOIIUMU
3JI0KQUYECTBEHHBIMA  HOBOOOpazoBaHusiMH. Ommcanbl ciaydan  (aTalbHBIX MPOSBICHHUNA
TOKCHYHOCTH Ha (oHe Tepanuu mpenapatoM. OTMEHa METOTpeKcaTa He BCerja MPUBOJIUT K
IIOJIHOMY PA3PEILICHUIO HEXKENIATEIbHbIX SABJICHU.

be3onacHOCTh M NMOTEHUMAIBHBIE PEUMYIIECTBA IPUMEHEHHUs BBICOKMX 103 METOTpEKcaTa BHE
paMoK 0JJOOPEHHBIX NTOKa3aHUH HE YCTaHOBJICHA.

B npouecce neuenus npenaparom Merorpekcar-POHIL manueHTsl NOJKHBI HAXOIUTBHCS IMOJ
TIIATEJIbHBIM HAOJIOJCHUEM C LEIbI0 CBOEBPEMEHHOI'O BBISABICHHS NMPHU3HAKOB BO3MOKHOTO
TOKCHYECKOro JAEHUCTBHS M HeOnaronpusaTHbIX 3¢dextoB. [Ipun npumeHeHuu mnpemnapara 1o
HEOHKOJIOTUYECKUM IOKa3aHUsM cieayeT oOpaTUTh BHUMaHUE MAlMEHTa Ha TO, YTO IMpemnapar
IIPUHUMAETCS HE €XKETHEBHO, a OJMH Pa3 B HEAECIIIO.

N3-3a BO3MOKHOCTH Pa3BUTHS CEPbE3HBIX (M MOTEHIMAIBHO JIETAIbHbIX) TOKCUUECKUX peaKIuil
METOTPEKCAT CJIEYyET IPUMEHATh TOJIBKO Y ITALIMEHTOB € TSYKEJION MEPCUCTUPYIOLIEH U BEAYyILEH
K MHBAJIMAM3aLUU GOPMOH 1copuasa, He MOIAI0LIeHCs JIGYEHUIO APYTUMH METOaMHU.

3a MauMeHTaMu, IOJY4YalOUIMMM JIEYEHHE METOTPEKCATOM, CIEAYeT IPOBOAUTH TIIATEIBHOE
HaOJIr0IeHne C TeM, 4TOObl MOXXHO OBIJIO BBIABIATH M OLICHWBATh TNPH3HAKHM BO3MOXKHBIX
TOKCHUYECKUX A(PPEKTOB WIN HEKEJIATEIBbHBIX PEaKIUi ¢ MUHUMAJIbHOM 3aJepKKOH.

Tepen Hauanom jedennus_npenapatom Metorpexcar-POHII® unu npu Bo306HOBICHUH Tepariu
nocie TmepepbiBa HEOOXOIUMO MPOBOJAUTH KIMHUYECKUH aHAIW3 KPOBU C IIOJICYETOM
JEHKOUUTAPHON (POPMYJIBI U KOJIMYECTBA TPOMOOIIMTOB, OIIEHUBATh AKTUBHOCTH 'TICUEHOYHBIX"
TpaHCaMHHa3, KOHIIEHTpaI1Io OninpyOrHa, aTb0yMuHa MIa3Mbl KPOBH, KOHIIEHTPAIUIO MOYEBOM
KHUCJIOTHI B IUIa3M€ KPOBH, (DYHKLHIO MOYEK (a30T MOYEBMHBI, KIMPEHC KpPEaTMHWHA W/WIIHU
KpPEaTUHUH IJ1a3Mbl KPOBH), a TaK)Ke PEHTreHorpauuecKkoe HCCIIEOBaHUE OPraHOB IPyIHON
kJeTKU. [Ipy HanvunMy KIIMHAYECKUX TOKA3aHUI Ha3HAYaAI0T UCCIIEN0BAHUS C LENBIO HCKITIOUEHUS
TyOepKye3a 1 BUPYCHBIX I€aTUTOB.

Ha3naueHue BBICOKUX 103 METOTPEKCaTa BO3MOYKHO TOJIBKO B CIIy4ae HOPMaJIbHON KOHILIEHTpaLUU
KpEaTHHHMHA B IUIa3Me KpoBU. EciyM oTMedaeTcs MOBBIIEHNE KOHIIEHTPALMK KPEaTHHHMHA, 1032
npernapara JoJKHa ObITh CHM)KEHA, P MOBBIIICHUN KOHIIEHTPAIMKN KpeaTHHIHA OoJiee yeM Ha 2
MT//171 IPUMEHSATH Tperapar He ClIeyerT.

[Tepen koOMOMHUPOBAHHOM Tepanuel, BKIIOYAIOIIEH JICUEHNE METOTPEKCATOM B BBICOKHX J103aX,
KOJINYECTBO JIEHKOIIMTOB M TPOMOOLMTOB JOJDKHO OBITh BbIIE MHUHHMAJIbHBIX 3HAUCHHIA,
yKa3aHHBIX B MPOTOKOJIE JIedeHUs (KoinuuecTBo JerkonuToB oT 1000 1o 1500/mMKi1, KOITHYECTBO
tpomboruToB ot 50 000 1o 100 000/MKi1).

Camblif HU3KHH YpOBEHb LIUPKYJIUPYIOHIUX JEHKOIIMTOB, HEUTPODUIOB U TPOMOOIIUTOB OOBIYHO
oTMeuaeTcst B mepuoa oT 5 1o 13 paHeil mocie B/B MpUMEHEHHs MeTOTpekcara (C MepuosioM
BoccTaHOBJICHUS OT 14 mo 28 mueit). KonmdecTBo NEHKOMTOB U HEUTPODUIOB MOKET MHOTIA
CHIDKAThCA JIBA pasa: NEpBbIM pa3 yepe3 4—7 IHEW, a BTOpPOM pa3 MHUHUMAJbHbIC 3HAYEHUS

5



COOTBETCTBYET SKCTEPTHOMY OTYETY

oTMevaroTcs yepe3 12-21 geHp ¢ mocieayromum Bocha-HGB—hF\:Qﬂe@r K’EF{I%BI;'hAH CI.'-ITOB

OMHKCAaHO pa3BUTHE MerajoOnacTHOW aHeMuu Ha (OHE MPOJOIDKUTEIBHON —Tepanuu

METOTPEKCATOM.

B nponecce neyenust npenaparom MetorpekcaT-POHL] (e:xeMecssuHO B niepBble 6 MECSIIEB U HE

peke, yeM KaKzple 3 Mecsia B AajJbHEHIeM, IPpY TOBBIILIEHUH 03 1I€IeCO00pa3HO YBEINYUBAThH

4acToTy 00cieI0BaHU) IPOBOAST CIEAYIOLINE UCCIIEIOBaHMSL:

1. O6cneoosanue pomosoii nonocmu u enomku Ajsl BBIIBIEHUS U3MEHEHHUH CIIM3UCTBIX 000JI0YEK.

2. Ananu3z Kpoeu ¢ onpeoeneHuem NetiKoyumapHou Gopmynst u Koruvecmsa mpomboyumos. Jlaxe
IPY IPUMEHEHUH B OOBIYHBIX TEPANIEBTUYECKUX J03aX METOTPEKCAT MOKET BHE3aITHO BbI3BATh
YTHETEHUE KpPOBETBOpPEHMs. Bo Bpemsi jeueHuss METOTPEKCAaTOM CJEAYyEeT IOCTOSIHHO (C
YaCTOTOW OT €KEIHEBHOU J0 OJHOTO pa3a B HEAETI0) KOHTPOJIMPOBATH MOKA3aTeNHu OOIIEro
aHaJM3a KPOBH, BKIIIOYAsl JIEUKOUTAPHYIO (OPMYITY M KOJIMYECTBO TPOMOOIMTOB. B ciyuae
3HAUUTENBHOIO CHUYKEHUS! KOJMYECTBA JIEMKOLUTOB UM TPOMOOLIUTOB JICUEHHE MPENapaToM
Metorpekcat-POHLl HemeaneHHO 1npeKkpamjaloT M HA3HA4alOT CUMITOMATUYECKYIO
HOJ/ICP)KUBAIOLTYI0  Tepanuto. IlanuMeHTsl JO0KHBI  OBbITh  MPOMHCTPYKTHUPOBAHBI O
HEOOXOMMOCTH HEMEMJICHHO Ccoo0IlaTh Bpady O JIIOOBIX MpH3HaKaX M CUMIOTOMaX,
CBUJIETEJICTBYIOIUX O pa3BuTuu MH(eknuu. Ilpu comyTcTByromel Tepanuu WM paHee
IPOBOJUBIICHCS TepallK TeMAaTOTOKCHYHBIMH TIperaparaMu (Harmpumep, JeIyHOMHUIOM),
Jy4yeBOM Tepanuu HEoOXOJUMO BHHUMATEIbHO CIEAUTHh 32 KOJMYECTBOM JIEMKOLUTOB U
TPOMOOIIMTOB B KpoBH. [Ipr HEOOXOAUMOCTH 11€7€CO00Pa3HO BHIIOJIHEHHE OMOTICHH KOCTHOTO
Mo3ra.

3. @yuxkyuonanrvhvie neuenouHvle npodvl. Ha ¢doHE TPOJOHKUTENHHOTO MPUMEHEHUS
MeToTpekcaTa (0OBIYHO Mocie 2 jeT M Oosee) BO3MOXKHO pPa3BUTHE OCTPOrO remaTura U
SBJICHUHA XPOHMYECKON IrenaToTOKCUYHOCTH ((pubpo3 u muppo3 nedeHu). Ocoboe BHUMaHME
HEOOXOIMMO YZAEJATH BBIBICHUIO NPH3HAKOB MOBPEXAEHUS NeueHH. JleueHue mpenapaTtoM
Mertotpekcar-POHL] He criegyer HauMHaTh MM HEOOXOAMMO MPHUOCTAHABIMBATH B Cilydae
BBISIBJICHUSI OTKJIOHEHUM pe3yJbTaTOB (PYHKIIMOHAIBHBIX MEUYEHOUHBIX TECTOB MM OMONCUU
neuenn. Ha ¢one tepammu nmpemaparom y 13-20% nanueHToB HaOmogaercsi 2—3-XKpaTHOE
TPaH3UTOPHOE TIOBBIIIEHWE AKTUBHOCTH '"TEYEHOUYHBIX" TpaHCaMUHAa3, 4Yalle BCEro,
6eccumnromHoe. Kak mpaBuio, 3To He ABISETCS MOBOJOM ISl U3MEHEHUS! CXEMBI JICUCHMUS,
OOBIYHO MOKa3aTeN HOPMAJIM3YIOTCS B TEUEHHUE JBYX HEJeNb, IOCJIe Yero JieueHHe I10
pELICHUIO Bpaya MOXET ObITh B0300HOBIEHO. OJHAKO B CiIy4yae BBISBICHUS CTOHKOTO
MOBBIIIEHUS] AKTUBHOCTH "TIEYEHOUHBIX" TpaHCaMMHA3 HEOOXOAMMO CHW)KEHHE J103bl WU
oTMeHa JiedeHust npenaparoM Merorpekcar-POHLI. Ilockonbky mpenapar MertoTrpekcar-
POHII oxa3bpIiBaeT TOKCHYECKOE JICMCTBHE HA MEYEHb, B MEPHUOJ JICUCHUS IpEnapaToM He
cienyer 6e3 IBHOM He0OX0JUMOCTH IPUMEHSATH APYyTUe renaToTOKCUYHbIE penapathl. Takxke
cienyer u3deraTh WIM CUIIBHO CHM3UTH MHOTpebieHue 3TaHosna. OcoOEHHO BHUMATENBHO
KOHTPOJIMPOBATh aKTUBHOCTH "MEYEHOUYHBIX" (PEPMEHTOB CleAyeT Y NallMeHTOB, MOIYYarOIIuX
COITYTCTBYIOILYIO TEPAIIUIO IPYTUMH reNaTOTOKCUYHBIMHA M T€MaTOTOKCUYHBIMU IIpenapaTaMu
(B yacTHOCTH, Te(DITYHOMHIOM).

B ciydae mpomoKUTENBHOTO JICUEHHs,, OCOOEHHO TsKeNblX (opM Icopuasza, BKIIOYas

IICOPUATUYECKUM  apTpUT, BCIEACTBHE  BO3MOJKHOTO  IE€MATOTOKCHYECKOIO  JIEHCTBUSA

METOTpeKcaTa, yUuThIBasi, YTO PUOPO3HBIE H/WIIM IUPPOTUUECKUE U3MEHEHUS MOTYT Pa3BUBAThHCS

Ha (hOHE HOPMATILHBIX MTEUYEHOYHBIX P00, OMOTICHS TTeYeHU HEOOXO0IUMa B CIEAYIOIINX CIydasX:



COOTBETCTBYET 3K

ot 02.05_2

PN N S

1. Y nmaruenToB 6e3 (hakTOPOB PHUCKA A0 JOCTHRCHHS cy’xxﬂ'&%ﬁﬂ@?ﬁy‘ﬂ;ﬁ%ﬁ I,Z[(I??aIlI,U—Il,S r

CMEPTHOMY OTUETY

OuoIICUs IEYEHU HE MOKa3aHa.

2. Ha ¢one mpucyrctBus Takux (aKTOpOB pHCKa, KakK 3JI0YNOTpeOJICHHE alIKOTOJIEM,
MEPCUCTUPYIOIIEE TOBBIIICHUE AKTUBHOCTH 'MEYEHOUYHBIX" TpaHCAaMHHA3, XPOHUYECKUN
BUPYCHBIH T'€NIaTHT, CEMEHHBII aHaMHe3 3a00JIeBaHNs IEYEHH, a TAK)KE JUIS MAIUEHTOB C MEHEE
3HAYUMBIMU (PaKTOpaMH pUCKa, TAKUMU KaK CaXapHBIA 1uabeT, 0)KUpeHUE, aHaMHECTHYECKHE
JAaHHBIE O BO3JCHCTBUM IreNaTOTOKCUYECKHUX JIEKAPCTBEHHBIX CPEICTB/XMMHUUYECKUX BEIECTB,
Ouoricus neyeHu A0KHA ObITh BBINOJNIHEHA uepe3 2-4 Mecdla rnocie Hadamia jedeHus. [locne
JOCTHDKCHHST CyMMapHOM KyMyJISTUBHOM 10361 1,0—1,5 T pekomMeHayeTcs moBTOpHAs OMOTICHUS
IIEYEHH.

buornicus nedeHn He MokazaHa y MOXKUJIBIX MALMEHTOB; Y HAlMEHTOB C aKTHUBHBIMU OCTPBIMHU

3a00sieBaHUAMU  (HampuMmep, AbIXaT€IbHOW CHUCTEMbI); y MAlMEHTOB C  HAJIMYUEM

NPOTHBONOKA3aHUN K OMOIICHU TIeUeHHU (Hampumep, HecTaOWiIbHAs TeMOAMHAMUKA, N3MEHEHUE

napaMeTpoB KOAaryJorpaMMbl); y MalMEHTOB C HEOJIArompUATHBIM MPOTHO30M B OTHOILICHUU

MPOJOKUTEITLHOCTH KU3HU.

Ecniu mpu Ouorncuu mMeYeHW BBIABISIIOTCS TOJNBKO M3MEHEHHs] HEOONbIION BBIPAKEHHOCTH

(crenens |, Il wnm I1la mo mkane Roenigk), BO3MOXKHO IpOJOJKEHHE TEPAIIMH METOTPEKCATOM

IpU YCJIOBUM THIATEJIBHOTO HAONIOACHMS 3a COCTOSIHMEM mauueHta. llpenapar noykeH ObITh

OTMCHEH B Clly4yae BBISIBIICHHUS YMEPECHHbBIX WM BhIpOKCHHBIX m3MeHeHu# (crenens b u IV o

mikasie Roenigk), uinu B ciyvae oTkaza OT OMOINCHY NICYCHU MAIMEHTa, Y KOTOPOTro HaOIoaaeTCs

MEPCUCTUPYIOIIEE MOBLIIICHNE AKTUBHOCTU "TMIEUEHOYHBIX" TpaHCaMuHa3. B ciiydae BhISIBICHUS

yMepeHHoro (Gudpo3a Wi IUppo3a MEYEHH METOTPEeKcaT JOJHKEH ObITh OTMEHEH, B clydae

¢bubpo3a MUHUMANIBHON BBIPAKEHHOCTH PEKOMEHAYETCSl MOBTOpHAss OWOICHS TIEUYEHU Yepes

6 mecsueB. Takue W3MEHEHHMs, KaK JKUpOBas IUCTpo(us NeueHH WM clabo BBIPAKEHHOE

BOCTIQJICHUE MOPTAIBbHBIX BEH SBIISIOTCS JOCTAaTOYHO YAaCTOM HAXOJKOW Mpu OMOICUU MEYEHU Y

NAIUEHTOB, MOJIYYaOINUX METOTpEKcaT. XOTs BBIBICHHE TaKMX W3MEHEHHH, KaK IPaBUIIO, HE

ABJIIETCS. TOBOJOM JUIsl IPUHSTHS PEUICHHs O HEIelecOO0pa3HOCTH WM OTMEHBI Tepanuu

METOTPEKCATOM, CIIEYeT COOII0aTh OCTOPOKHOCTD MPH JICYEHUH TAaKUX MAIlUEHTOB.

4. QDyukyuonanvHvle noveunvle npobwvl u uccreoosanue mouu. IlockonbKy mnpenapar
Mertotpekcat-POHL] skckperupyercs NpeUMyIIECTBEHHO [OYKaMH, Yy NAlUEeHTOB C
HapylmeHUs MU~ (QYHKIMM TOYEK MOXKET HalOJoJaTbcs MOBBIINIEHHE KOHLEHTpaluu
METOTpeKcaTa B IIa3Me€ KpPOBH, CIIEJACTBUEM Yero MOTYT OBITh TSDKENIble HeXKeslaTelIbHbIe
peakuuu. KoHTponb ypOBHSI KpeaTUHNUHA, MOYEBUHBI W DJIEKTPOJUTOB  PEKOMEHIYETCs
IPOBOJUTH B THU 2 U 3, 0COOCHHO BO BpeMs JICUEHHUSI METOTPEKCATOM B BBICOKHX J103aX, IS
paHHe  JMarHOCTUKU HEW30€XHOro HapyIIeHHs OKCKpeluuu MeToTpekcara. Ecmu
UMEIOTCS IPU3HAKK HapyLIeHUs] QYHKIMH MOYeK (HampuMep, BhIpaKEHHBIE HEXeJlaTelbHbIe
peakuuu TpeALIeCTBYIOMIEeH Tepanud METOTPEKCaTOM WM HapylIeHHe MPOXOAUMOCTH
MOUEBBIBOJIAIMX  IyTeH), cleayeT ONpelesuTh KIUpEeHC KpeaTMHHHA. JleueHue
METOTPEKCATOM B BBICOKHX J103aX CJIEIyET IPOBOAMUTH TOJIBKO B TOM CIy4ae, €CIM 3HAUECHUE
YPOBHS KpEaTMHUHA HaXOAUTCS B UANa30HE CTaHAAPTHBIX 3HAUEHUH.

Ecnn ypoBeHb KpeaTHHUHA NIOBBILIEH, 103y CJIEAYET CHU3UTD; JICHEHHE METOTPEKCATOM B CPEHUX

¥ BBICOKHX 103aX (>100 Mr/M?) He clieTyeT MpoBOIUTH NPH 3HAYEHUSAX KIMPEHca KpeaTHHIHA <60

Mi1/MuH (cM. pazaensl «lIpotuBonokazanus» u «Crnocod nmpuMeHeHus U J103bD»). [IpuMenenue

MeTOTpekcaTa He cieayer HauumHaTth mnpu pH wmoum <7,0. HeoOxomumo oreHWBATH



COOTBETCTBYET SKCTEPTHOMY OTYETY

MoAIIeTaYMBAHNE MOYH B TCUCHUE KaK MUHUMY nepBLD& D M&r@ameMer'ﬂﬁe abaTa

¢ mocienyouuM KouTpoaeM pH (npu 3HaueHUSX BbIlIE WIK PaBHBIX 6,8).

Jleuenne MeToTpekcaToM B HH3KHMX 103aX (<100 Mmr/m?) He cieayeT HPOBOIUTHL IIPH

KOHIICHTPALlMM KpeaTWHHWHA B CHIBOPOTKE KPOBHU BBIIIE 2 MI/IUI M KIUpeHce KpearnHuHa <30

wi/mMuH. [Ipy MOrpaHUYHBIX YPOBHSAX (YHKIHMM TOYEK (HampuMmep, Y MalUEHTOB MOXHIOTO

BO3pacTa) HAOJIOJECHHWE JODKHO OBITh TIIATENBHBIM.  OJTO OCOOCHHO Ba)XKHO B Cllydae

COIYTCTBYIOIEH Tepanmuu IpenapaTamMy, CHIDKAIOIUMU — JKCKPELHIO METOTpEKCcaTa,

OKa3bIBAIOLIMMH HEOJIaronpusTHOE JACHCTBUE HA IOYKH (B YACTHOCTH, HECTEPOMIHBIMU

npoTuBoBocnanuTenbHbiMU  npenaparamu  (HIIBII)) wunm  Ha cucteMy KpOBETBOPEHHS.

Omnucanbl ciy4au pa3BUTHUS TSDKENBIX HEXKENATENbHBIX PEAKIMM y MAalMEeHTOB, NPUHUMAaBIINX

HIIBII na ¢one Tepanuu MeTOTpeKcaToM (OCOOCHHO, B BBICOKMX J[03aX), BKJIOYas CiIydau

pa3BUTUS TSKEJIOrO YTHETEHHs] KOCTHOMO3IOBOTO KPOBETBOPEHMS, aIlJIaCTUUECKON aHEMMH,

nopaxernust JKKT u neranpHOro mcxoma. Bo Bpems mHDy3mm MeToTpekcara CIEIyeT TaKKe

KOHTPOJIMPOBATh HKCKPELHI0 MOUYH U ee 3HaueHue PH. [t cHuKeHus: no4eyHoH TOKCUYHOCTH U

B LIeJIAX MPO(UIAKTUKH [TOYEYHOM HEJOCTATOYHOCTU IPU JIEYEHUH METOTPEKCAaTOM B BBICOKHMX

703ax a0COJIOTHO HEOOXOJUMO JOCTaTOYHOE BHYTPUBEHHOE OOECHeueHHE MKHUIKOCTbIO U

noamenayrnBanue moun (pH >7).

JleyeHre METOTPEKCATOM MOXKET YXYIIIaTh (PYHKIMIO MOYEK C MOBBIIMICHUEM OMpPEIeTICHHBIX

1a00paTOPHBIX IMOKa3arenaeil (KpeaTWuHHHA, MOUYEBUHBI, MOYEBOW KHCIOTHI B CHIBOPOTKE), YTO

MOJKET MPUBECTH K OCTPOM MOYCHHON HEJIOCTATOYHOCTH C OJUTYPHECH/aHypHEe. DTO BEPOSTHO

00yCIIOBJIEHO OCaX/I€HUEM METOTpPEKCaTa U €ro MEeTabOIMTOB B IOYEUYHBIX KaHAJIbLAX.

5. Ob6cnedosanue ovixamenvrou cucmemsvi. Heo0X0aMMO BHUMATEIBHO CIIEAUTH 3a CUMIITOMAaMU
BO3MOYKHOT'O Pa3BUTHUS HapylIeHUH (YHKIMM JIETKHMX M, IpU HEOOXOAMMOCTH, Ha3HA4yaTh
COOTBETCTBYIOIIME HCCIEAOBAHUS Uil KOHTpossd (GyHKUuU Jerkux. IlosBineHue B mepuon
neuenust npenapatom MetoTtpekcaT-POHL] cooTBeTcTByOmENH CHMOTOMATUKH (OCOOEHHO
CYXOro, HENpPOJAYKTHBHOI'O Kallulf) WM Pa3BUTHE HECHEeUU(PUYECKOTO MHEBMOHUTA MOTYT
CBUJIETEJLCTBOBATh O IMOTEHIMAIBHOM ONAacCHOCTU MOpa)XXeHHs JIETKUX. B Takux ciydasx
npenapatr Merotpekcar-POHL] cienyer oTMeHMTh M MPOBECTH TIIATEIBHOE OOCIEI0BaHUE
nanueHTa. XOoTs KIMHWYeCcKash KapTHMHA MOXKET BapbHUpOBaTh, B TUIMYHBIX ClIydasx, Korja
CUMIOTOMBI CO CTOpPOHBI JIbIXaTEIbHOW CHCTEMbI BbI3BaHBI IPUMEHEHHEM IIpernapaTa
Merotpekcar-POHI®, nabmoaeTcs IOBBIIEHHE TEMIEPATYphl Tela, oblee HeOMOTaHHE,
00J1b B TPYJTHOM KJIETKE, Kalllellb ¢ OJIBIIIKOM, THIOKCEMUS, a TAK)KE JIETOYHbIE HHPHIBTPATHI
Ha PEHTTeHOBCKUX CHMMKax. [Ipu OWOINCHU JIErKHX ONpeNesuIuCh pa3ivyHble U3MEHEHHUs
(HampuMep, UHTEPCTULMAIBHBIA OTeK, MOHOHYKJI€ApHble UH(MUIBTPAThI WU IpaHysieMa 0e3
Ka3€03HOro Hekpo3a). [lopaskeHue JIerkux, BhI3BAaHHOE MPUMEHEHHEM METOTpeKcaTa, MOKET
BO3HHMKATh BHE 3aBUCHUMOCTH OT JIaBHOCTH MPHUMEHEHUs Ipernapara, HCHOJIb3yeMbIX 03
(omucaHbl cllydad pa3BUTHS MOPAXEHHS JIETKUX MPU MPUMEHEHUH METOTpEeKcaTa B HU3KHUX
no3ax, B ToM uucie 7,5 mr/Henemo). Kpome Toro, coobmanock 0 BHYTpUAIbBEOJISIPHOM
KPOBOM3JIMSHUU NPU HMCIIOJIIB30BAaHUM METOTPEKCAaTa MPU PEBMATOJIOTMYECKUX M CBA3aHHBIX
nokazaHusax. [laHHas HexeyaTelbHas peakius TakKe MOXET ObITh CBA3aHA C BACKYJIMTOM U
JPYTUMH COIMYTCTBYIOIIMMHU 3a0oneBaHusMU. [Ipy moJ03peHHH Ha BHYTPHAILBEOISIPHOE
KPOBOM3JIUSHUE CIIEIyeT PACCMOTPETh BOMPOC O CPOUYHOM IPOBEACHUHU OOCIEeNOBaHUS IS
MOJITBEPK/ICHUS TMAarHO3a.

[Ipu auddepeHnnanbHOR IUArHOCTUKE CIEAYET HWCKIIOYUTh HHQEKIHMOHHYIO MPHUPOAY

3aboneBanus. Ha ¢oHe Tepanuu METOTpeKCaToM BO3MOXKHO Pa3BUTHE MOTEHIIMAIBLHO OMACHBIX
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PN N N IR F

(BIUIOTH JI0 JIETAJIHHOTO HMCXO0Ja) OMIOPTYHHUC yecknx q/III:IId-Jaél‘H'Il?J;, igﬂwﬁﬁegﬁoﬁﬁé{hy}o

MTHEBMOHMIO. B cllydae pa3BUTHS CUMIITOMOB CO CTOPOHBI JBIXaTEIbHOW CUCTEMBI y IMAIUCHTA,
HOJIY4YaloIIero METOTpeKcar, CIeAyeT WCKIIYUTh ITHEBMOHHIO, BbI3BaHHYIO Pneumocistis
jirovecii.

B cnyuae yBenuueHus 10361 IIpemapaTa 4acToTa 0OCIeIOBaHUH TOJKHA ObITh YBEITHYCHA.
BcenenctBue  MMMYyHOJENpPECCMBHOTO — JIEUCTBUS —~ METOTpEKcaTa, HEOOXOIMM OTKa3z  OT
MMMYHH3AIIH (€CJIM OHA He 0100peHa BpayoM) BO BpeMs JISUSHHUS ITPernapaToM U B HHTEpBAJIE OT
3 nmo 12 wmecsueB Imoclie 3aBepLICHUS MpHeMa I[penapara; 4WieHaM CeMbU OOJIbHOTO,
MPOXKUBAIOUINM C HUM, CJIEIyeT OTKa3aTbCsl OT UMMYHM3AIMH MEPOPATBbHON BAaKIIMHON MPOTHUB
nonuomMuenuTa (TMalMeHTy CleayeT u30eraTh KOHTAaKTOB C JIIOJbMH, MOJYyYHUBIIUMHU BaKIHMHY
MPOTUB TIOJMOMHEITUTA, UM HOCUTH 3aIIUTHYIO MAacKy, 3aKPBIBAIOIIYI0 HOC U POT).

Takxe BCIEACTBHE BO3MOKHOTO BJIMSHHS METOTpEKcaTa Ha MMMYHHYIO CHCTEMY BO3MOXKHO
UCKQKXCHUE PEe3yJIbTaTOB OLECHKH 3()PEKTUBHOCTH BaKIWH H TECTOB (MMMYHOJOTHYCCKHE
MPOLEAYPHI A1 PETUCTPALUH UMMYHHOH peaKinu).

Eciu Ha ¢oHe Tepamuu METOTPEKCATOM OTMEUAIOTCs SIBJICHUS CTOMAaTUTa WIH JTUAPEH,
KPOBOXapKaHbsl, MEJICHBI WM TMOSBJICHUS MPUMECEl KPOBH B CTYJIE, HEOOXOAMMO HEMEJIEHHO
OTMEHUTH IMpernapaT BCJIEICTBUE BBICOKOIO pHUCKA pPAa3BUTUSA MOTEHIMATBHO (aTaabHBIX
OCIIO’)KHEHUH, TAKMX KaK TeMOPPArndecKuil JHTEPUT U TPOOOICHIE CTCHKH KUIIICYHUKA.

Takue CUMITOMBI, KaK JMXOpajKa, 00b B TOpJie, TPHUIIIONOJI00HBIE CHMIITOMBI, U3bSBIICHUE
CIIM3UCTOH OO0OJIOYKM TOJOCTH PTa, BBIPAKEGHHAs o00mIas cliadocTh, KPOBOXapKaHbE,
reMopparudeckasl Chillb MOTYT OBITh TPEIBECTHUKAMH PA3BUTHS KHU3HEYTPONKAFOIINX
OCJIOKHEHUM.

[Ipy BbISIBIECHMM Yy TAalMEHTa COCTOSIHHM, MPUBOIAIIMX K HAKOIUIEHUIO 3HAYUTEIHHOTO
KOJIMYECTBA JKUJKOCTH B MOJOCTSAX Teda (THIPOTOpaKC, acIUT), YUYUTHIBAs yAJUHEHHUE MepHoa
MOJTyBBIBEJICHUS Tpenapara y TaKuX IMalMeHTOB, Tepamuio mpenaparoM Mertorpekcar-POHIL]
ClelyeT MPOBOANTH C OCTOPOKHOCTBIO, MIEPE/ HAYaIOM TE€PAIHH MPEemapaToM KHUAKOCTh CIIeIyeT
ABAKyUPOBAThH MyTEM JAPEHUPOBAHUS, JIMOO OTKA3aThCS OT MPUMEHCHHSI Iperapara.

Oco0yr0 OCTOPOKHOCTH CIEAyeT COOMI0JATh MPHU JICUEHUH TAIMEHTOB C WHCYJIMH-3aBUCHUMBIM
caxapHbIM JuabeToM, TaK Kak ONHCAaHBl CIIy9al pa3BUTHS [Uppo3a TieYeHH Oe3
MPEAINIECTBYIONIETO MOBBIIIECHUSI aKTUBHOCTH "TEYEHOUHBIX" TpaHCAMUHA3.

Kak u ngpyrue nurocraTudyeckue npenaparsl, METOTPEKCAT MOXKET BBI3BIBATH Pa3BUTHE CUHIPOMA
JAU3MCa  OMyXOJM Yy TAIMeHTOB C HWHTEHCHBHO  PACTYIIMMH  3JI0KauYeCTBEHHBIMU
HOBOOOpazoBaHusMU. [[ns mpemoTBpallieHus] pa3BUTUS JTaHHOTO OCIOKHEHHUS HEOOXOIUMO
MpeIPUHUMATH COOTBETCTBYIOIINE MEPHI MOACPKUBAIOIIEH TeparuH.

[TpruMeHeHne METOTpeKcaTa B COYETaHUH C JIy9eBOH Teparueil MOXKeT MPUBOIUTE K MTOBBIICHUIO
pHUCKa pa3BUTHS HEKPO3a MATKUX TKaHEH MM OCTCOHEKPO3a.

CrnemyeT 0COOEHHO TINATEIBHO KOHTPOJIUPOBATH COCTOSHHE TAIMEHTOB C IPEIICCTBYIOMICH
JY4eBOU TEparmei, a Takke HapYIICHHBIM OOIIHM COCTOSTHUCM.

Jleruaparaiys TakkKe MOXET MOTSHIIMPOBaTh TOKCUYECKOE JeicTBHE mpenapata MeToTpekcar-
POHII, mosTOoMy IpH pa3BUTUU COCTOSHUM, KOTOPBIE MOT'YT MPUBECTH K PA3BUTHIO IETHIPATAIIUN
(BBIpa’KE€HHAsl PBOTA, AHapesi), Tepariio METOTPEKCATOM CJIEeIyeT MPEePBaTh 10 Pa3peIICHHs ITUX
COCTOSTHH.

OnucaHpl CIy4aW pa3BUTHS JICHKORHICPATONATHA Y TAIMEHTOB, TOIYYAIONINX TEPAITHIO
BBICOKMMH JI03aMHU METOTpeKcaTa, B TOM YHCIIe TIEPOPaIbHO, B COUYCTAHHUH C KATBITUA (POJTMHATOM
(6e3 mpenmecTBYIOMIEH JTy4eBOH Teparmuu Ha 00JIaCTh TOJIOBHI).
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CMNEPTHOMY OTUETY

NOsBIICHHE OOJM B JICBOW AMMUracTpajlbHOW OOJIACTH, BCIEICTBHE Pa3BUTHUS BOCHAIUTEIHLHOTO
npoliecca B KarcyJie cele3eHKU Ha (JOHE pacia/ia OIyXOoJEBBIX KIETOK.

Pexomennyercs npepBaTh JieueHue mpenapatoMm Metorpekcat-POHLL 3a ogHy Hepemo 10
XUPYPrUYECKOr0 BMEIIATENCTBA U BO30OHOBUTH Yepe3 OJIHY WIIM JBE HEAEIH MOCIIE ONEepPaIHH.
Cnenyer cobmoaath 0co0yI0 OCTOPOKHOCTb NMPU MPUMEHEHUU METOTpeKcara y MalMeHTOB C
aKTUBHBIMU HHpeKkuusMu. IlpuMeHneHue wmeroTpekcara y MalMEHTOB C CHHIPOMOM
UMMYHOJEPUIIUTA IPOTUBONOKA3aHO.

[Ipu moBeimenun Temmneparypsl Tena (6onee 38 °C) snuMUHAIMA METOTpeKcaTa 3HAYMTEIIBHO
3aMeISIeTCS.

[Tpenapat Metotpekcat-POHL] MoxeT moOBBIIATE PHCK pa3BUTHS  HOBOOOpa3OBaHUI
(rmaBHBIM 0Opazom JuMdom). HewacTo coobmanoch 0 pa3BUTUH 37I0KAYECTBEHHBIX JIUMPOM y
NAIMEHTOB, MOJYYAIONIMX METOTPEKCaT B HU3KUX J03aX. B Takux ciydasx mpemapar cienyet
oTMeHUTh. Ecnu cnoHTaHHoi perpeccun nuMGoMbl  He HaAOMIOJaeTCs, Ha3HAYaroT
COOTBETCTBYIOIIYIO TEPAIIHUIO.

W3yvaercs HCMONb30BaHUE PEKUMOB C BBICOKOW J030M ISl JieUeHUsT HOBOOOPAa3OBaHMM BHE
0J100pEHHBIX MOKa3aHMil; TeparneBTHYECcKas MoJib3a He JoKa3aHa.

Ho navana neuenus npenaparomM Metorpekcar-POHIL] Heo0X01uMo UCKITIOYUTH OEPEMEHHOCTbD.
[Ipenapar Metotpekcat-POHLl oOnamaer SMOpHOTOKCHYECKUM JEWCTBUEM, CIOCOOCTBYET
IOpephIBaHUI0  OEepeMEeHHOCTH H  (OPMHUPOBAHHMIO AaHOMANWi pa3BUTHs IUIofA. Tepamus
npenapatoM MetotpekcaT-POHL conpoBoxaaercs yrHeTeHUEM CIEpMaToreHe3a U OBOIeHe3a,
YTO MOXKET MPHUBOJUTH K CHIDKEHUIO (epTmibHOCTH. [locie oTMEHBI Tepamuu MpenapaTrom
Ha3BaHHbIE APPEKTHI CIOHTAHHO perpeccupyior. B nepuon tepanuu npenapatoMm MeTtoTpekcar-
POHII 1 Ha MpOTSHKEHUH LIECTH MECALEB MOCNIE €€ 3aBepIICHUs MalueHTaM PEeKOMEHAyeTcs
UCIOJIb30BaTh Mepbl KOHTpauenuu. Cieayer npouH(pOpMUpOBaTh NAIIUEHTOB PENPOYKTUBHOTO
BO3pPacTa, a TaKXe MX MapTHEPOB O BO3MOXKHOM BIMSHUM npenapata Metorpekcat-POHL] Ha
PENPOYKTHBHOCTh M pa3BUTHE IUI0/1a. MY>KYMHBI PETPOAYKTUBHOTO BO3pPACTa JOJDKHBI OBITH
IPEIYTPEkKACHBI 00 UMEIOIINXCS PUCKaX, HE PEKOMEHIYETCsI OTIIOBCTBO BO BpPEeMs JICUCHHUS U B
Te4eHue 6 MecsIeB IMocie OTMEHbI npenaparta. [lockoibKy B mpoliecce JIeYeHHs] BO3MOXKHO
pa3BuTHE HeoOpaTUMOro OecIulofus, MYKYMHAM CIEAyeT pacCMOTPETh BO3MOYKHOCTb
KPHOKOHCEPBAIMU CIIEPMBI TIepe/l HauaioM JICUEHHUS.

Coo001manoch 0 BO3HUKHOBEHUH TSDKEJBIX, MHOT/IA CMEPTENbHBIX KOXKHBIX PEakIUil, TaKuX Kak
cuHpoM CtuBeHca-J[>KOHCOHA U TOKCUYECKUH SMHJIepMalbHbIM Hekponu3 (cunapom Jlaitenna),
10CJI€ OJTHOKPATHOIO WIIH JUTUTEIBHOTO IPUMEHEHHS] METOTpeKcara.

Ha ¢oHe nmprMeHeHNs] MEeTOTpeKcaTa TOBBIMIASTCS BEPOSITHOCTD PAa3BUTHS JEPMATHUTA U 0)KOTOB
KOXKHBIX TOKPOBOB IO/ JIEHCTBHEM COJHEYHOTO M yibTpaduoneroBoro odmydeHus (Y®). He
clelyeT MOJIBEpraTh HE3aIlIMIIEHHYI0 KOXY CIMIIKOM JUTUTEIbHOMY COJHEYHOMY OOIYYEHHIO
WM 370yNOTpeOsaTh Jammoil Y D-o0myuenus (Bo3MoKHA peakiusi GoToceHCHOumu3anuu). Y
HaIMEeHTOB C IICOPUA30M BO3MOXKHO o0ocTpeHue 3aboeBanus Ha poHe Y D-001ydeHus Bo BpeMs
JI€YSHHUSI METOTPEKCATOM.

[Ipu Tepanmuu BBICOKMMM J03aMH BO3MOXKHO BBINAJEHHE OCaJKa METOTpeKcaTa WM ero
MeTa0O0JIUTOB B MOUYEUHBIX KaHaJblax. B Takux ciyyasx B KauecTBe NMPOQHIAKTUKU JTaHHOTO
OCJIOXKHEHHUSI PEKOMEHIyeTCsl TIpOBe/leHNe MH(PY3MOHHON Tepanmuy M 3alieauuBaHis MOYH 0
noctmwkerus pH 6,5-7,0 mocpeacTBom nepopanbHOro (5 TabieTok mo 625 Mr Kakple 3 yaca) win
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pa3a B CyTKH).

Ha ¢one Tepanuu MeTOTpeKCaToM BO3MOXKHO OOOCTPEHHE XPOHHUYECKOTO BUPYCHOTO T'elaTHTa
(peaxtuBanus Bupyca renaruta B win C) ¢ BO3MOXKHBIM JIETaIbHBIM UCX0/10M. Takxke onucaHsl
cllydad peakTHBallUM BUpyca remarura B mocie oTMeHsl MeToTpekcara. B ciayuae
HE0O0XOMMOCTH Ha3HAa4YeHHUs MpenapaTa MalUeHTy ¢ aHaMHE30M BUPYCHOI'O renaTrura, Ciegyer
IIPOBECTH TILATEIBbHOE KIMHUYECKOE U J1abopaTopHOe 00CcIe10BaHue.

[To pesynbraTam 5TUX OOCIENOBAaHUI JIEUEHHE METOTPEKCATOM MOXET ObITh MPU3HAHO
HENOIXOJALIMM JUIsl HEKOTOPBIX ITAL[UEHTOB.

Kpome Toro, mpu HaJMYUM TaKMX HEAKTUBHBIX XPOHUYECKUX MH(EKIHH, KaK OMOSCHIBAOIINI
reprec Wwin TyOepKyIies, ClieAyeT coOII01aTh OCTOPOKHOCTD U3-32 UX BO3MOXKHON aKTHBALIUH.
Hanuumne neBpasibHOro BbINOTA, acuura, HapywmeHus npoxoaumoct JKKT, comyrerByromen
TEpanuy UUCIUIATHHOM, JCTHIpaTalliy, HapylieHne GYHKINUU MeYeHN WM cHkeHue pH moun
3aMeJUIsIeT BBIBEIEHUE METOTPEKCATa, BCIEACTBUE YEro BO3MOXKHO ITOBBIIIEHUE KOHLEHTPALUU
npenapara B IiasMe kpoBu. KpailHe BaXKHO BBIABICHHE KyMYJIALIMM IIpernapaTa B OpraHU3ME B
Te4eHUe mepBbIX 48 4YacoB, TaKk Kak BO3MOXHO pa3BUTHE HEOOpAaTHUMbIX IOCIEICTBUN
TOKCUYHOCTH IIpernapara.

Oco0y10 OCTOPOXKHOCTB CIEAYET MPOSBIATH IPU IPUMEHEHUU [IpenapaTa y IOKUIbIX NallMeHTOB,
UX COCTOSIHHE CJIEyeT KOHTPOJIMPOBATh Yallle, YEM Y MALIMEHTOB 0o0Jiee MOJIOAOIO BO3pacTa, Ha
IpeIMET BbBISBICHUS PAHHUX NPU3HAKOB TOKCUYHOCTH Tepanuu. [lpu jneyeHuM nanueHToB
JIETCKOT'0 BO3pacTa CleAyeT pyKOBOACTBOBAThHCS IEANATPUUECKUMHU JI€U€OHBIMU TPOTOKOJIAMH.
VY nenuaTpuyecKkux MALMEHTOB C OCTPHIM JIMM(OOIACTHBIM JIEHKO30M BO3MOYKHO pa3BUTHE
BBIPA’KEHHON HEHPOTOKCHUHOCTH Ha (hoHE MpuMeHeHus cpeanux (1 T/M?) 103 MeToTpeKcara, 4To
HauOojiee YacTO TMPOSABISAETCA KIMHUYECKH KaK TEeHEPaJM30BAHHBIA MM HaplUaJbHBIN
ANWIECNTUYECKUN  NPUNAAOK. Onucano  pasButue  JelkosHuedamomaTuu  W/WIK
MUKPOAHTMONATUYECKUX KAJIBLUHATOB IIPH NMPOBEACHUH MHCTPYMEHTAJIBHBIX HCCIIECJOBAHUN y
TaKHUX MallEeHTOB.

[Ipy nprMeHEHHWU BBICOKMX JI03 METOTpEKcaTa OINMCAHO pa3BUTHE MpPEeXOAsIIeld OCTpoil
HEBPOJIOTUYECKONW CHMIITOMATHUKH, KOTOpas MOXET IMPOSIBIATHCS, B TOM YHCIE W3MEHEHUSIMU
MOBE/ICHUS, JIOKAIbHBIMU HapyLIEHUSIMH CO CTOPOHBI OpPraHoB 4YYBCTB  (BKJIIOYas
KpPaTKOBPEMEHHYIO CIJIENIOTY) M JBHMraTeIbHONM CUCTEMbl, HapylleHue peduiekcoB. TouHble
IIPUYMHBI Pa3BUTHUS JAHHBIX HEXKEJIATEIbHBIX PEAKIIUN HEU3BECTHBI.

IIpu nmpUMeHeHHH MeTOTpeKcaTa B o3¢ Bbime 100 Mr/M? 06s3aTenbHO MpUMEHEHHe "Teparuu
cnaceHus" kanplus (onuHaToM yepe3d 42-48 wacoB mocie BBeAEHHUS MeToTpekcara. Jloza
Kanplus (GoJuHATa ONpeNeNsieTcs B 3aBUCHUMOCTH OT BEJIMYMHBI MPUMEHEHHOM J103bI
MeTOTpeKcaTa, MPOJOJIKUTEILHOCTH €ro HHPY3UH.

KoHmnenTpanuio MeToTpekcara HEOO0XOauMO ompenensaTh depe3 24, 48, 72 waca u, mpu
HEOOXOJUMOCTH, B TEYEHHE JUINTEIBHOIO BPEMEHM, JMJi1 OINpeAeNieHUs ONTUMAIbHON
IPOIOJDKUTEIBHOCTH Tepanuu Kaiublus ¢oauHatoM. [IpuMeHeHne MeToTpekcaTa COBMECTHO C
uH}y3uel >puUTpouUTapHO Macchl (B TeueHHe 24 4) TpeOyeT TIIATEIbHOIO KOHTPOJIA 32
COCTOSTHUEM MALIMEHTA, TaK KaK BO3MO>KHO NOBBIIICHHE IJIa3MEHHON KOHIIEHTPALUH Mpernapara.
C 0CTOpPOKHOCTBIO

C 0CTOPO’XKHOCTBIO MPUMEHSIOT Mpenapar NMpU HaJIUMYWK Yy TMAlKMEHTOB HapylIeHHUs (QyHKIUU
MEYeHW U TMOoYeK, CcaxapHoro auabera, OXHUPEHUS M MPEALIECTBYIOMIEH Tepanuu
renaToOTOKCMYECKMMH IIpernapaTtaMy, AeTHJIpaTalyy, AaclUTa, YTHETEHHs KOCTHOMO3TOBOTO
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KpPOBETBOPEHUS, IJIEBPATIHLHOTO WIIH IEPUTOHEAN[HHOTO BEHIOTﬁjEﬂ%M%%T/IH&CRﬁH HHBIX

3a00JIeBaHU BUPYCHOM, IPUOKOBOM MM OaKTEpUAIBHOW MPUPOJBI — PUCK PA3BUTHS TKEIIOTO
TeHepaTM30BaHHOTO 3a00JIeBaHUs (B HACTOALIEE BPEMs WM HEIAaBHO IEPEHECEHHBIE, BKIIOYAs
HEIaBHUI KOHTAKT C O0JIBHBIM) — IIPOCTOM I'epIiec, OMOSCHIBAIOIINIA repriec (BupeMuieckas gaza),
BeTpsiHAsl OcCHa, KOpb, ameOuas, CTPOHTHIOH03a (YCTAaHOBJICHHOTO WJIHM I10J03PEBAEMOTO0),
nojarpsl (B TOM 4KCJI€ B aHAMHE3€) WIHM ypaTHOro HeppoyposinTHasa (B TOM YHCIIE B aHAMHE3E),
UHQEKIMH U BOCHIAIIEHUS CIM3UCTOIN 000JI0UKH [TOJIOCTH PTa, PBOTHI, 1UAPEH, SI3BEHHOH 00J1e3HU
Kenynka U 12-nepcTHOM KUIIKH, SI3BEHHOTO KOJIUTA, 0OCTPYKTUBHBIX 3a00JI€BaHUI XKeTyJOUHO-
KHIIEYHOI'0 TPAKTa, MPeIIIeCTBYOMEH XUMUO- WU JIy4e€BOI Tepanuu, acTeHuH, auuaypuu (pH
MOUHU MeHee 7), y 1eTell U MOXKWIbIX Tal[UEHTOB.

BcnomorarenbHble BelecTBa

Hampuu
JaHHBIN Mpenapar coAep UT MeHee 1 MMouib (23 Mr) HaTpus Ha | M1 pacTBOpa AJisi UHBEKIU,
TO €CTb 10 CYyTH HE COJIEPIKUT HATPUS.

4.5. BzaumoaeiicTBue ¢ JPYrHMH JIeKAPCTBEHHBLIMH MpenapaTtaMM U JApyrue BH/bI
B3aNMOJAeHCTBUSA

BeposTHOCTh renaroTOKCHUYECKOro AEMCTBHSI METOTpEKCaTa BO3PACTAET B CIIydae pPEeryssipHOTO
YOOTPEOJIEHUSI anK0207s W COMYTCTBYIOIIETO MPUMEHEHMSI JPYIHX 2enamomoKCUdHbIX
npenapaToB (HarpuMep, a3aTHONPHUH, JeIyHOMHU, Cyibdacana3suH, peTHHOUIbI). [larueHTsl,
JIOTIOJIHUTENIBHO TIOJYYalOUIMe TIeMaTOTOKCUYHBIE JIEKApCTBEHHbIE IIpernaparbl, JOJKHbI
HAXOAMUTHCS TOJ THIATETbHBIM HaOIrofeHHeM. Bo BpeMs JiedeHHS METOTPEKCATOM CIIEAyeT
UCKITIOYUTH YIOTPEOIEHUE aKOroJIsl.

[Ipy KOMOMHHUPOBAHHON TEpaNmUU METOTPEKCATOM U .J1eghIyHOMUOOM BO3pACTa€T YaCTOTa
pa3BUTHS MAHIIUTONICHUH.

THenuyunnunvl, yunpogroxcayun, yeaiomun, 2iuKonenmuobl u cy1boHamuobl MOTYT CHUKATh
MOYEYHBIH KIMPEHC METOTPEKCaTa, BCIEACTBHE YEro MOKET MOBBIIIATHCS €r0 KOHIIEHTpAIUs B
IJ1a3Me KPOBH M YCUIIMBATBHCSA TOKCHUYECKOE JeCTBHE Ha cucteMy KpoBeTBopeHus U JKKT.
IIpobeneyuo, cnabvie opeanuueckue KUCiIomvl (Hanpumep, nemiegvle OUYPEMuKu) U nuUpazojivl
(penunboymaszon) MOTYT 3aMEUISATh DIMMHUHAIIMIO METOTPEKcaTa, BCIIEICTBHE YEro MOMXKET
MOBBIIIATHCS €r0 KOHIIEHTPAIHS B IJIa3Me KPOBHU U yCUITUBATHCS T€MATONIOTMUECKasi TOKCUYHOCTb.
bonesuv-moougpuyupyrowue anmupeemamuueckue npenapamol (BMAPII) n HecTepouHbIE
npotuBoBocnanuTenbubie npenaparsl (HIIBIT) He crnenyer mpuMmeHSTH Mepel WU BO BpeMms
Jie4yeHHsI BBICOKUMHU J]03aMu MeToTpekcara. OgHoBpemenHoe npumenenue HIIBII u Beicokux 103
METOTpeKcaTa BbI3bIBAJIIO CTOMKOE YBETUMYEHHE KOHILIEHTpAllMU METOTpeKcara B IIa3Me KpOBH,
MPUBOJUBIIEE K CMEPTHU BCIEJICTBUE TSDKEIOW TIeMaToJornyeckoil (mojaBieHue (yHKUIUU
KOCTHOTO MO3ra U arjlacTU4YecKass aHeMHs) U IKeNyJOYHO-KHUIIEYHOW TOKCHYHOCTH. B
uccinenoBannu 'y >kuBOoTHbIX HIIBII, Bkirouas aneTwicalMIUIOBYIO KHCIOTY, BBI3BIBAIIN
CHI)KCHHME KAaHAIBIIEBOW CEKpPEIMU METOTpPEeKcaTa U TE€M CaMbIM MOBBIIIAIA €0 TOKCHYHOCTH
BCJIE/ICTBUE YyBEIWYEHUs] KOHUEHTpauuu wmerorpekcara. [loaromy HIIBII m Huskue no3sl
METOTpEKcaTa ciaeAyeT MPUHUMATh OJJHOBPEMEHHO TOJIBKO C OCTOPOKHOCTBIO.

[Ipn Hanwuuu ¢GaKTOpPOB pHUCKA, HAMpPUMEP, MOTPAHUYHOM CTeneHW (YHKIUU TIOYeK, He
pexoMeHayetcs copmectHoe npuMmenenne HIIBII u metoTpekcara.

CoBmecTHOe mpuMmeHeHue MetoTpekcata ¢ BMAPII  (mampumep, consamu  3010ma,
REHUYUTIAMUHOM, 2UOPOKCUXTIOPOXUHOM, CYTbACANAZUHOM, A3AMUONPUHOM, YUKIOCHOPUHOM)
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HE M3Yy4yaloCh, IOATOMY HeENb3s HCKIIOYYTH BOIMOKHOCTE- - HOBEMIICHIA - ToKCHHHOCTH

MeToTpekcaTa. Takue mepopajibHble aHTUOMOTHKH, KaK TETPALMKIMHBI, XJIOpaM(pEHUKOI U He
BcaceiBaemble B JKKT aHTHOMOTHKM HIMPOKOTO CIIEKTpa JEHCTBUS MOTYT CHUXKATh BCAChbIBaHHUE
METOTpEKCaTa B KMILIEYHUKE WM BIMATH HA IE€YEHOYHO-KUIIEYHYIO LUPKYJISALNIO0 TOCPEACTBOM
MHTUOMPOBAaHUST MHUKpPO(IOpPHl KUIIEYHHKA W MeTabonu3ma MeroTpekcata Oakrtepusimu. Ilpum
COITYTCTBYIOILIEH TepaIuu MpenaparaMu, KOTOpPbIE MOTYT OKa3bIBaTh HEOIArOMPUITHOE IeHCTBUE
Ha KOCTHBIA MO3T (HAmpuUMmep, cyibponamuoamu, mpumemonpumom/cyib@amemorxcasoniom,
XI0pameheHuKoiom, nupumemamunom), CjieayeT IMPUHUMATh BO BHHMMAaHHE BO3MOXKHOCTh
pa3Butus Oojiee  BBIP@XEHHBIX TI€MaTOJIOTUYECKUX HapyumieHud. OnucaHo pa3BUTHE
NAHIUTOIIEHUU IPU HCIIOJI30BAHMM METOTpPEKCaTa B COUYETAHUU C KO-MPUMOKCA3010M WIN
nUpUMemamMuHomM,  BEPOSATHO  BCIEIACTBUE  QJJUTUBHOTO  WHIMOMpPOBAaHUS  pEAyKTa3bl
TUruApo(OINEBO KUCIOTHI U3-3a B3aUMOJICHCTBHUS 3TUX BELIECTB M METOTpEKCaTa.

[Tpu comyTCTBYIOLIEH Tepanuu npenapamamu, evizvlearowumu oeguyum goramos (Harpumep,
MPUMEMONPUMOM/CYTbDAMEMOKCA30I0M), TOKCUYECKOE JEHCTBHE METOTpeKcara MOKET
ycunuBatbes. [loaToMy mpenapar Takke ClieyeT HCIOIb30BaTh ¢ 0CO00 OCTOPOKHOCTHIO TIPU
yke umeroiemcs nedunnre GonueBoit KUCIOTHL.

OnHOBpEMEHHOE IPUMEHEHUE  HenpsAMblX — aHMUKOA2YIAHMOE U SUNOAUNUOEMUUECKUX
npenapamoe (KoiecmupamuH) yCUInBaeT TOKCUYHOCTh METOTpEKcaTa.

[ToBbIlIaeT KOHLEHTPALMIO MOYEBOM KHUCJIOTHI B KPOBH, MOITOMY IPU JIEUEHUU HAIIUEHTOB C
COMYTCTBYIOIIEH THUMEPYPUKEMHEH M TMOJArpol MOXET MOTPeOOBAThCS KOPPEKIHUS 03B
APOMUBONOOAPSULECKUX CPeOCME (QJIONYPUHOI, KOJIXUYUH, CYIbOUHNUPA30H), TIPUMEHEHHE
VPUKO3YPUHECKUX NPOMUBON00APSUYECKUX CPeOCm8 MOXKET YBEJIMYMBATh PHUCK Pa3BUTHUS
He(poIaTuy, CBA3aHHON C MOBBIIMIEHHBIM 00OPa30BaHUEM MOYEBOW KUCIOTHI Ha (hOHE JIeUCHUS
METOTpeKcaToM (MpU HEOOXOIUMOCTH OJHOBPEMEHHOIO IMPUMEHEHHs MPEeANOYTHUTEIbHO
IPUMEHSTH aJUIONYPUHON).

B cnyuae ofHOBpeMEHHOT0 IPUMEHEHUS cyabdacanrazuna U METOTpeKcaTa IeHCTBHE MOCIEAHETO
MO’KET IIOTEHIIMPOBATHCS BCIIE/ICTBUE MHTMOMPOBAaHUS CUHTE3a (POJTMEBOM KHCIOTHI.

[Tpu coueTaHHOM MPUMEHEHUHU METOTpPEKcaTa U UHSUOUMOPO8 NPOMOHHOU nomnsl (HaIIpUMeED,
OMenpazona unu NaHmMonpasoia) No4eyHas STMMUHALMS METOTPEKcaTa MOXKET 3a/1epKUBAThCS, a
NAHTONpPa30Jl  MOXKET  MHIMOMpOBaTh  IMOYEYHYIO  JNMMHMHALMIO  Meraboimuta  7-
TUAPOKCUMETOTPEKCATA, YTO B OJJHOM CIIydae CONPOBOKIAIOCH PA3BUTHEM MHUAJITUU U TPEMOPA.
[TosTOMy COBMECTHOE HpPHUMEHEHME HMHTMOUTOPOB IMPOTOHHOW IOMIIBI C BBICOKUMH J03aMHU
METOTpeKcaTa CilelyeT HCKIIIOUYUTh, 0COOEHHO Y MallMeHTOB ¢ MOYEYHON HEJOCTATOYHOCTHIO.

B nepuoa neueHuss METOTpEKCaToOM ClieAyeT M30eraTb Ype3MEepHOro YINOTpPEeOIeHUs HAnumxos,
cooepacawux Kogeun u meoguiiun (kode, CIaaKue HAMUTKH, COAepKaime KopenuH, YepHBIA
yaif). MeToTpekcaT CHUXaeT KIUPEHC Teo(UIUINHA.

HeoOxomumo mnpuHuUMaTh BO BHHMaHHE (PApMaKOKMHETUYECKOE B3aUMOJICHCTBUE MEXITY
METOTPEKCATOM U (PIVKIOKCAYULIUHOM U NPOMUBOINULENMUYecKuMU npenapamamu (CHIKaeTcs
KOHIIGHTpalusi ~MEeTOTpeKcaTa B  KpPOBH), ¢mopypayurom  (YBEIMYUBAECTCS  IEPHOJ]
NOJTyBbIBE/IEHUS (pTopyparuia).

B ciyuae coueTaHHOTO IPUMEHEHUS C APYTUMU YUmMoCmamukamuy KINPEHC METOTPEKCAaTa MOYKET
CHUXKATbhCSL.

JlexapcTBeHHbIE Mpenaparbl U JPyrue MPOAYKTHI, cojepkauiue (oJueByr WiIH (POIMHHUEBYIO
KHUCJIOTHI (B TOM YHUCJIE€ MOJMBUTAMUHBI) MOTYT CHUXATh 3()(PEKTUBHOCTh Tepanuu MpernapaTrom
(OTHOBpEMEHHO YMEHbIIIask TOKCHUECKOEe JIEHCTBUE METOTPEKCATa).
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PN N N IR F
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BeeicTBHE KOHKYPEHTHOTO CBA3BIBAHMS ¢ OelkaMu T b MeToTpekchta ToKCHHHOCTE

npenapata MOXXET ObITh yBelndeHa Ha ()OHE OJHOBPEMEHHOTO IPHUMEHEHUS O0epusamos
AMUOONUPUHA, NAPAAMUHODEH30UHOU KUCIOMbL, 6apOumypamos, 00KcopyouyuHa, nepopaibHbix
KOHMPAayenmueos, ¢enunbymasona, Genumouna, npobeneyuoa, canuyunamos,
CYNbDAHUNAMUO08, MEMPAYUKIUHOE, MPAHKEUIUZAMOPOS, NPEnapamos cCyibOHUIMOYEBUHD,
NEHUYWIIUHO8, Npucmamuyuna u xiopam@enuxonra. [1o3ToMy mpu COBMECTHOM NMPUMEHEHHU
METOTpeKcaTa MAIMEeHThl JOJDKHBI HAXOIUThCS TMMOJ TIIATEIbHBIM HaOmwoneHueM. [lpu
HEOOXOJIMMOCTH  OJIHOBPEMEHHOTO  IpuMeHeHuss MeroTpekcata u  HIIBIT  cimemyer
KOHTPOJIMPOBATh MEPUPEPUICCKYIO KApTHHY KPOBH (T10CYeT (POPMEHHBIX JIEMEHTOB KPOBH) U
(YHKIHIO TOYEK.

CHuXEeHHEe KOHLEHTPALMH (heHumouHa B 1ia3Me KpOBU HAOIIONATIOCh Y HMAIIMEHTOB C OCTPBIM
nuMGOOTIACTHBIM JICMKO30M BO BpeMsi WHIYKIIMOHHOW Tepamnuu, KOTOpas, B JIOTIOJHEHUU K
NPeOHU30HY, BUHKPUCMUHY T 6-MepKanmonypuHy, TaKxKe BKIF04Yajga METOTPEKCAT B BRICOKOH 7103
B COYCTAHUH C KaIbIUs (POJTMHATOM.

VY HECKOJBKMX MAIlMEHTOB C NCOPHA30M HIIM TPHOOBHIHBIM MHKO30M, TOJYYaBIIUX JICUYCHHUE
METOTpeKcaToM B KoMOuHanmu c [1YBA-mepanueii (mMemokcanen u yiompaguonemogoe
0011y4enue) ObLI BBISIBJICH PaK KOXKH.

Coueranue ¢ 1yuesoti mepanuell MOXKET yBEIIMIUBATh PUCK HEKPO3a MITKHUX TKAHEH.
MeToTpekcaT MOKET CHIDKATh HMMYHOJIOTHYECKUH OTBET Ha BakKIWHAIMIO. [Ipy 0 THOBpEeMEHHOM
NPUMEHEHHU C HCUBOU 8AKYUHOU MOTYT Pa3BUTHCS TSKEIbIe aHTUTCHHBIC PEAKIINH.
Acnapaeunasa CHUXAET BBIPAKEHHOCTh IMPOTUBOOIYXOJIEBOTO JCHCTBUS METOTpPEKcaTa 3a CUeT
WHTUOMPOBAHUS PEIUIMKAIIUU KIIETOK.

[IpoBeneHue aHECTE3WH C MCIOJIB30BAHHEM OKcuoa azoma (IUHUTPOTCHA OKCHIIA) yCHUJIMBACT
NeiicTBHE MeTOoTpeKcaTa Ha MeTabonu3M (OIMEBOM KHUCIOTHI, MOBBINIAS €r0 TOKCHYHOCTHh U
MPUBO/JIS K TSDKEION HEMPOTHO3UPYEMOM MUEIOCYTIPECCHH, CTOMATUTY U HEUPOTOKCUYHOCTH MPU
WHTPATEKAIbHOM TPUMEHEHHH. TSKECTh OSTUX HapyUIEHUH MOXET OBITh CHUXKEHa MpHU
WCTIOJIB30BaHUH KaIbIHs (ponmHaTa.

AmMuo0apor MOXET CIIOCOOCTBOBATH U3BSI3BICHUIO KOXKH.

OnHOBpEeMEHHOE TPUMEHEHUE MepKanmonypuHa W METOTpeKcaTa YBEIMYHMBACT IIA3MEHHYIO
KOHIICHTPAIIMIO M OMOJOCTYITHOCTh TepBoro. IIpu COBMECTHOH Teparnuu MOXKeT oTpeOoBaThCs
KOPPEKIHSI T03bI MEPKANTOITYPHHA.

Heomuyun n1is npremMa BHyTPb MOKET CHUKATh aOCOPOIIMIO METOTpeKcaTa AJis MpreMa BHYTPb.
[IpumeHeHue xorecmupamuna MOXET HapyIIaTh TEYEHOYHO-KHUIICYHYIO PEIUPKYISIUIO
METOTpeKcaTa, yBEIMUNBas HIIMMUHAIIMIO TIperapara.

[Ipenapartsl, CIIOCOOHBIE BBI3BIBATH nedunuT ¢donaros (cynvghanunamuoni,
MPUMEMONPUM/CYIbamemorcazon) B OpPraHW3ME WA CHIDKaTh TYOYISIPHYIO CEKPEIUio
(yunpoghroxcayun, napaamunobeH30UHAs KUCIOMA, HeCmepouoHvle NPOMUBOBOCNAIUMENbHbLE
npenapamol, npobeHeyuod, Caluyuiamsl, Cyib@aHuIamMuowl, ciabvie opeaHuyecKue Kucaiomol)
MOTYT YCHJIUBATh MUEIOCYTPECCUBHOE JICHCTBIE METOTpEKcaTa.

HedpotokcnyHOCTh METOTpeKcaTa MOXKET TMOBBIMIATHCS TNPU KOMOHMHAIMKM BBICOKHX JI03
METOTpeKcaTa M TOTEHIUATbHO TOKCHYHBIX XHMHOTEPANIEBTUYECKUX CPEACTB (HAIMpHUMep,
YUCHIamuHaQ).

CoBMecTHOE TPUMEHEHHE METOTPEKCaTa W 2H0KOKOPMUKOCMEPOUOO8 MOXKET TPOBOIMPOBATH
pa3BUTHE JMCCEMHUHHUPOBAHHON TrepneTuyecKoil HMH(EKIUH, pa3BUTHE IOCTrepleTHYECKON
HEBPAJITHH.
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CTOPOHBI HEPBHOH CHCTEMBI, BKIIOYas TOJIOBHYIO OOJb, Mapajlny, KOMY, MHCYJIbTONOJ00HBIC
AIU30/1bI.

Coo0manoch 0 CHWKCHHHM KJIMpPEHCa METOTpeKcaTa IpH COBMECTHOM IPUMEHEHUHU
Jegemupayemama U METOTPEKCATa, YTO MPUBOANUIIO K MOBBIILEHUIO KOHIIEHTPALUH T1OCJIETHETO
JI0 OTEHLIUAJIbHO TOKCHYECKUX YPOBHEH M K YBEIMYCHMIO NPOJOJDKUTEIBHOCTH HAXOXKICHUS
npernapara B IazMe. KoHIEHTpaluu MeTOTpeKcaTa M JIEBETUpaleTaMa CIeQyeT TINATEIbHO
KOHTPOJIMPOBATh y MAIIMEHTOB, COBMECTHO MOIy4aroLIMX 00a Ipenapara.

OnuchIBaIMCh Cllydau IOJABICHUS (PYHKLUUM KOCTHOTO MO3ra M CHW)KEHHUS KOHIIEHTPAaLUU
¢onara npyu COBMECTHOM NMPUMEHEHUH mpuammepera U METOTpEeKcara.

Haznauenue npoxapbasuna Ha HoHe IpUMEHEHHUSI BBICOKHX JI03 METOTPEKCATa MOBBIIIAECT PUCK
HapymeHus QyHKIUH OYeK.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

MeTtoTpekcaT He ciieyeT IPUMEHATh BO BpeMsi OEpEMEHHOCTH, MOCKOJIbKY UMEIOTCS JaHHBIE O
MOBBILICHHOM PHCKE BHYTPUYTPOOHOI rubenu 1mioga, SMOPUOTOKCHYHOCTH, HEBBIHAIIUBAHUU
OEpeMEHHOCTH U TEePaTOTEHHBIX dPQeKTax (YepernHo-TUIEeBhIe, CEPACYHO-COCYTUCThIE TTOPOKU
Pa3BUTHS U BPOXKACHHbBIE AHOMAJIMU Pa3BUTUSI KOHEUHOCTEN) y JTOEH.

MertoTpekcaT SBISETCS MOIIHBIM TEPAaTOT€HHBIM BELIECTBOM JUIsl 4YEJIOBEKa M B cCllydae
BO3JICUCTBHS BO BpeMsi OEpEMEHHOCTH MPUBOIUT B MOBBIIIEHHOMY PUCKY CIIOHTAaHHBIX a0OpPTOB,
3aJIep>KKH BHYTPUYTPOOHOTO pa3BUTHS II0/1a U BPOXKICHHBIX TOPOKOB PA3BUTHUSL.

CrnionTanHble a00OpThI ObUTH OMHCaHbI y 42,5 % OepeMeHHBIX KEHILWH, TOTyYaBIINX METOTPEKCAT
B HU3KHX jg03ax (MeHee 30 Mr/Hexd), MO CPaBHEHHMIO C COOOIIEHHOW yacTtoToil B 22,5 % y
MAIUEHTOK C COTIOCTAaBUMBIMU 3a00JIEBaHUSAMU, KOTOPbIE TPUHUMAJH JIPYTHE MPEenapaThl.
Tsok€nple OPOKK pa3BUTHS ObLTM OTMEYEHBI B 6,6 % ciydaeB pOKIEHUS JKUBBIX IETeH y
JKEHIIMH, [TOJIy4aBILIHX BO BpeMsi 0€peMEHHOCTH METOTPEKCaT B HU3KUX A03ax (MeHee 30 Mr/Hex),
10 CPaBHEHMIO C YaCTOTON 0K0JI0 4 % y MallMeHTOK C COMOCTaBUMBIMU 3a00JIEBAaHUSIMU, KOTOPbIE
NOJTy4daIu Ipyrue rnpenapaThl.

HmeeTcst HEIOCTaTOYHO JaHHBIX O BO3JIEHCTBUU METOTpEKCaTa BO BpeMsi OEpEMEHHOCTH B J03axX
BhIie 30 MI/Hel, 0JHaKO BEpOsiTHA OoJiee BHICOKAs YaCTOTa CIOHTAHHBIX a00PTOB U BPOXKIEHHBIX
MOPOKOB Pa3BUTHSL.

Korpa nedeHne MeTOTpeKcaTOM IMpeKpallajgoch 10 3ayaTHs, COOOIIATIOCh O HOPMaJIbHOM
OepeMEeHHOCTH.

[ToaToMy y JKEHIIMH PENpOyKTUBHOTO BO3pacTa Mepes] HauajloM JIeUeHUs CIeayeT JOCTOBEPHO
UCKJIIOYUTh OEpPEeMEHHOCTh C MOMOUIbI0 COOTBETCTBYIOIIMX MeEp, HAalpUMep. TEeCTOB Ha
O6epeMeHHOCTh. Bo Bpemsi JieueHus ciaeyeT MOBTOPATh TECThI HA O0ePEMEHHOCTh MO KIMHUYECKOMH
HEO0OXO0JUMOCTH, HApUMeEp, MOCIIe 3HAUUTEIbHBIX MIEPEPHIBOB B MPUMEHEHUN KOHTPALIEIIIUH.
[Tape! cnemyer B OMHOM Mepe MPOMH(OPMHUPOBATH O CEPhE3HBIX PUCKAX IS IUIOAA B CiIydae
BO3HMKHOBEHUSI OEPEMEHIIOCTH BO BpeMs JICUEHUSI.

KenmuuaMm Henb3s JOMycKaTh OEPEeMEHHOCTH BO BpeMsi NPUMEHEHHUS MeTOTpeKcara, u
MAIUEeHTaM C JIETOPOJIHBIM MOTEHIIMATIOM (MYXCKOTO U KEHCKOTO T0JIa) CIeAyeT UCTIOIb30BaTh
3¢ heKTUBHBIC METO/IBI KOHTPAIISTIIIMK BO BpEMs JICUCHHUS U B JTATbHEHIIIEM B TCYCHHE MUHUMYM
6 Mecs1EeB NOCIE MPEKPAILCHUS JICUCHUS.
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IUIAHUPOBATh OEPEMEHHOCTh MUHUMYM uepe3 1-2 rosa nocie npekpaiieHus Je4eHus.

Ecnu Bce jxe 6epeMEeHHOCTh HACTYIHJIA BO BPEMsI 3TOTO MEPHOa UK HEOOXOAMMO IPUMEHEHNE
npernapara y OepeMEeHHOW XKCHIIUHBI, CIEAYeT MPOBECTH MEAMIWHCKOE KOHCYJIHTHPOBAHUE O
pHICKE U BpPEIHBIX i pebeHKa 3¢ (dexrax, CBI3aHHBIX C IPUMEHEHUEM IIperapara.

Crnenyer mpoBecTH JOMNOJHUTENIBHOE YJIbTPAa3ByKOBOE MCCIEJOBAHUE JUISI IOJITBEPHKIAECHUS
HOPMAaJIbHOTO Pa3BUTHUSA IUIOJA.

[TockonbKy METOTpEKCaT MOXKET OKa3bIBaTh F€HOTOKCHUYECKHH 3 eKkT, mapam, xenarouim UIMETh
pebeHka, cielyeT peKOMEH/J0BaTb OOpaTUThCSA B LIEHTP NEHETUYECKOI'O KOHCYJIBTUPOBAHMS U
MOJYYHUTh HH(OPMAIIHMIO O PHCKE BIUSHUS HA PENPOTYKTUBHOE 3JOPOBbE €IIE 10 HavYasa JICYCHHUSI.
Jlakranus

[Tockonpky MeTOTpeKcaT HPOHUKAET B IPYJHOE MOJIOKO U MOXKET OKa3blBaTh TOKCHYECKUE
3 deKTsl Ha JeTeH, rpyIHOE BCKAPMIIMBAHHE 3allpelieH0 BO BpeMs JiedeHus. Ecnmu yedeHue
METOTPEKCaTOM HEOOXOJMMO B MEpUOJ JIAKTalluM, [epe]l HayajJoM Tepanuu TIpyaHoe
BCKapMJIMBaHUE CIIEAYeT PEKPATUTb.

DepTHIILHOCTD

Tepanust METOTPEKCATOM COITPOBOXKIAETCS YTHETEHUEM CIIEPMATOr€He3a U OBOT€HE3a, YTO MOXKET

MMPpUBOJUTH K CHUIKCHHIO (bepTI/IJ'II)HOCTI/I. ITocne oTmeHbI TCpariuu MCTOTPCKCATOM Ha3BaHHBLIC
3 EeKTHl CIIOHTAaHHO PETrpeccUpyloT. B mepwoa Tepamuu METOTPEKCATOM M Ha MPOTSHKEHUH
MGTOTpeKcaT BJIMACT Ha CICPMATOrCHE3 MW OBOICHE3, 4YTO MOXKCET IMPHUBCCTH K CHHIKXCHHUIO
¢deprunpHOCcTU. CoOOOLIATIOCH O Pa3BUTHM OJUTOCIHEPMHUHU, MEHCTPYaJIbHOM AMCPYHKIUU H
aMEHOpeu y MalMeHTOB, IPUHUMABIIUX METOTpeKcaT. ITH 3P (EeKThl, MO-BUAUMOMY, AOJKHBI
ObITb OOpaTHMMBIMH IIpU OTMEHE Tepanmud. I[lOCKONBKY METOTpeKcaT MOXKET OKa3bIBaTh
T€HOTOKCUYECKOE BIIMSHUE, BCEM IUIAHUPYIOIIMM 3a0epeMEeHETh JKECHIIMHAM PEKOMEHayeTcs
00paTUTHCS B LEHTP T'€HETUYECKOT0 KOHCYJIBTUPOBAHHUS 10 Havyasa JICUEeHUsl.

Her pfaHHBIX, HakamiuMBaeTcs JM MeETOTpeKcaT B crepMe. MeToTpekcaT —MpOsSBHI
T€HOTOKCHYECKHUH 3(1)(1)CKT B HCCICOOBAHUAX Ha MYKCKUX 0co0sIx JKUBOTHBIX, IIO3TOMY
FeHOTOKCHMYECKU 3((}EeKT Ha KIETKU CHEepMbl y JIOAEH Helb3s HUCKiItoyaTh. OrpaHudyeHHbIE
JaHHBIC KIIMHHUYCECKHUX I/ICCJ'IC)IOBaHI/Iﬁ HC YKa3bIBarOT Ha TTOBBITIIEHHBIA PUCK HCBLIHAILIMBAHHWA
6epeM€HHOCTI/I HNJIM BO3HHUKHOBCHHA IMOPOKOB PAa3BUTHA IJIOJAa B ClIy4dac JICUCHUA IMAlIMCHTOB
MY’KCKOTO TI0J1a HU3KUMH J103aMU MeToTpekcara (MeHee 30 Mr B Hezlento). B ciyuae npumenenus
0oJ1ee BBICOKHUX /103 JTaHHBIX HEAOCTATOYHO JUIs OLIEHKU PUCKA BOSHUKHOBEHUS IOPOKOB Pa3BUTHUS
y IJI0/ia WM HEBBIHAIIMBAHUS O€PEMEHHOCTH.

[Tockonbky MeTOTpekcaT 00J1aJaeT TeHOTOKCHMYECKMMH CBOMCTBaMH, MYy)KUYMHAM BO BpeMs
J€YCHUS U B Te4eHHe 6 MecsAIeB IOCie HeTo He CIeAyeT IUIaHWPOBaTh 3adaThe, a JI0 Hadajia
TEparnn O6paTI/ITI)C$I 3a KOHCYJ'II)TaHI/IeI\/’I O BO3MOKHOCTHU KOHCEpBAIMU CIICPMBI IIEPEC HAYAIOM
JICUCHUA.

MY)K'-II/IHBI HE JOJIDKHBI OBLITH AOHOpaMHu CIIEPMBI BO BpEMA JICUCHUA WM B TCUCHUC 6 MECIIIEB
10CJIe OTMEHBI METOTpEKcaTa.

4.7.B1usiHMe HAa CINOCOOHOCTH YNPABJATH TPAHCHOPTHBIMM CpPeACTBAMHM MU padoTaTh C
MeXaHM3MaMH
H3-3a BCPOATHOCTU NPOABJICHUA TAaKUX HEKCIATCIbHBIX peaKHHfI, KaK COHJIHUBOCTH, I'OJIOBHAsA
00Jb, TOBBILIEHHAs] YTOMJIIEMOCTb U TOJIOBOKPYXEHHE (BEpTHUIO), CIEQyeT CcoOJ0/1aTh
OCTOPOKHOCTE IIPU 3aHATHAX IMOTCHHUAJIBHO OIMMACHBIMHU BHUAAMHU JCATCIBHOCTU, Tpe6YIOHII/IMI/I
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MOTYT yCHJIMBATHCS TPU COBMECTHOM YMOTPEOJICHUH aNKoroiis. [Ipy MOsSBIEHUM ONMHUCAHHBIX
HEXEJNAaTeNbHBIX pEeaKIui CleayeT BO3JEPKAaThbCs OT BBINOJIHEHUS YKa3aHHBIX BUJIOB
IEeATEILHOCTH.

4.8. HexesiaTeIbHbIE peaKIUU

Pesrome nmpoduisg 6esonacHOCTH
YacToTa U TSHKECTh HEXENATENbHBIX PEAKIN 00BIYHO 3aBUCHT OT JI03bI U MPOJOIKUTEILHOCTH

Je4eHus1 MeToTpekcaToM. I10CKONIbKY TSXKEIbIe HeXelaTelbHble pEAKIIMU MOTYT BO3HUKATh JaKe
IpY MPUMEHEHUH HU3KHX 103 M JII0OOH MOMEHT BO BpeMs Tepamnuu, He0OXOAUMO perysspHoe
HAOJIO/IEHUE JIeHalllUM BpadoM uepe3 KOPOTKHME MHTEpBalbl BpeMeHU. boiabmmHCTBO
HE)KeJaTeJIbHbIX peakiuil o0paTuMbl Ipu paHHel nuarHoctuke. OAHaKO, HEKOTOPBIE YKa3aHHbBIE
HUKE TSDKETIbIE HeXKeNaTeNIbHbIE PEAKIIMU B OUYEHb PEJIKUX CIIy4asX MOTYT BbI3bIBAaTh BHE3AMHYIO
CMEPTb.

[Tpy BOBHUKHOBEHUU HEXKENATEIbHON peaKuy CelyeT CHU3UTh 103y WM BPEMEHHO IIPEKPATUTh
JICYCHHE B 3aBHCUMOCTH OT TSDKECTH W HWHTEHCHUBHOCTH PEAaKIMH, a TaKXKe INPEANPHHATH
COOTBETCTBYIOIHE Mephl (cM. pazaen 4.9). Ecinu Tepanusi METOTpEKCATOM BO30OHOBIICTCS, €€
CJIeIyeT MPOJO0JIKATh C OCTOPOKHOCTBIO M10OCJIE TIIATEIbHON OLIEHKH HEOOXOIMMOCTH TE€paruH, a
TaKk)K€ C MOBBIIICHHOW HACTOPOXEHHOCTHIO CIIEAYyeT OTHECTUCh K BO3MOXKHBIM DPELHINBaAM
TOKCUYHOCTH.

Muenocynpeccusi U MYKO3UT OOBIYHO SBIAIOTCS JO30JUMUTHPYIOUIMMH TOKCUYECKUMU
s dexramu. X TaxKecTb 3aBUCUT OT JI03bI, CIOCO0a U MPOJOHKUTEIHLHOCTH HCIOJIB30BaHUS
MeToTpekcaTta. MyKO3UT OOBIYHO BO3HHUKAeT dYepe3 3—7 JAHEH Tociie HCIOJIb30BaHUS
METOTpeKcaTa, JIEWKONEHUsT M TPOMOOIMTONIEHUS BO3HUKAIOT dYepe3 5-13 nHelt mnocie
UCIIOJIb30BAaHUsl METOTpeKcaTa. Y MalMeHTOB C HEHApYIIEHHBIMH MEXaHW3MaMH BBbIBEJICHUS
MHUEJIOCYTIPECCHUSI U MYKO3HUT OOBIYHO OOpaTUMBI B TeueHue 14 mHei.

HaubGonee wuacto oTMeyanuch Takue HeKeIaTeIbHbIE pEeaklWUd, KaK TPOMOOLMTONEHHUS,
JIeKOTeHHsl, TOJIOBHAsI 0OJb, BEPTUTO (TONIOBOKPYKEHHE), Kalllelb, MOTEPs anmneTuTa, quapes,
007b B JKMBOTE, TOIIHOTA, PBOTA, SI3BEHHBIN CTOMATUT (0coOeHHO B mepBble 24—48 4 mocie
NPUMEHEHHUS METOTpEeKcaTa), TOBBIIIEHHE aKTUBHOCTH «IEYEHOYHBIX» TpaHCAaMUHA3 U
OunupyOuHa, anomenus, CHIKCHHBI KIUPEHC KpPeaTWHUHA, TMOBBIIIEHHAS YTOMIISEMOCTh H
HEJIOMOTaHue.

SI3BEHHBIN CTOMATUT OOBIYHO SBJISCTCS IMEPBBIM MPU3HAKOM TOKCHYHOCTH.

Pe3roMe HexennaTeabHbIX PEAKIIUUI

[To nmannbiM Bcemupnoit opranuzanum 3xapaBooxpaHeHust (BO3) HexenarenbHbIE SBIEHUS
KJIacCU(UIIUPOBAHbBI B COOTBETCTBUH C YACTOTOM MX PA3BUTHUS CIEIYIOIIUM 00pa3oM: OUYEHb 4aCTO
(>1/10), wacto (>1/100 o <1/10); Heuacto (>1/1 000 mo <1/100); peaxo (>1/10 000 no <1/1 000);
oueHb peako (<1/10 000), yacTroTa HEM3BECTHA — MO UMEIOIIUMCS JaHHBIM YCTAaHOBUTH YaCTOTY
BO3HHUKHOBEHUS HE MPECTABISIOCH BOZMOXKHBIM.

Hngpexyuu u uneasuu

4acTOo: OTMOSCHIBAIOIINIA repriec;

HEYacTo: ONIMOPTYHUCTUYECKUE HHPEKIUH (B TOM uncie (pataabHbIe);

penko: cerncuc (B ToM yucie (hataabHbIN);
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[IUTOMETAIOBUPYCHbIE WH(MEKIuu (BKIOYAs MHEBMOHHUIO); IMCCEMUHUPOBAHHBIN IPOCTON
repriec, HOKapAno3, MHEBMOIIMCTHAS THEBMOHUS *;

4acTOTa HEHM3BECTHA: TMHEBMOHHUS, PEAKTHBAIMS BHUpycCa TermaTtuta B, yXynlleHWe TeYeHUS
renatuta C.

Hobpokauecmeennvie, 310KauecmeeHHble U HEYMOYHEHHbLE HOB00OPA308AHUSA (8KIIOYUAS

KUCMbl U NOJIUNBL)

HEYacTo: 3710KauecTBeHHas uMpoma™;

OUYCHb PENIKO: CHHPOM JIM3UCA OIyXOJn™;

Y4aCcTOTa HEU3BECTHA: PaK KOXU.

Hapywenus co cmoponul Kpogu u iumg@amuyeckou cucmembl

OUYEHB YaCTO: JICHKONIEHUS, TPOMOOIIMTONICHHUS;

4acTo: aHEMUsI, MAHIIUTOIICHUS, MUEJIOCYTIPECCHS; arPAHYJIOIUTO3;

penko: Merano0acTHasi aHEMUS;

OUYCHb  PEIKO: alulacTHYecKass aHemus, JuMpazcHonatus (YacTUYHO  oOparumasi),
muMdornposmdeparuBHbie 3a001€BaHUs (YJACTUYHO OOpAaTHMbIC), Y03UHOPUINSA, HEHTPOIICHHUS,
TSDKEII0€ TIPOTrPECCUpYIollee YrHeTeHHE (YHKIIMH KOCTHOTO MO3Ta.

Hapywenus co cmopoHbl uMMYHHOU CUCTeMbl

HEYACTO: AJUICPTHUSCKHUE PEAKITUH BIUIOTH JI0 aHA(DHMIAKTHICCKOTO MIOKa, IMMYHOCYTIPECCHS;
OYCHB PEJIKO: THIIOraMMAarIO0yITNHEMHUS.

Hapywenus memabonuzma u numanus

HEYaCTO: CaxapHbIi JUadeT.

Tcuxuueckue napywenus

HEYacTo: JIeNpeccus;

PENKO: TPAaH3UTOPHOE HAPYIIEHHE KOTHUTUBHBIX (DYHKIIUNA, SMOLMOHANIbHAS JIAOUIBHOCTD.
Hapywenus co cmopoHbl HepeHOll cucmembl

OYEHb YaCTO: TOJOBHAS 00JIb, BEPTUTO (TOJIOBOKPYKEHUE);

9acTO: COHIIMBOCTH;

HEJacTo: CYIOPOTH, pa3BUTHE reMHIapesa, CIIyTaHHOCTH CO3HaHWS,
sHIIeanonaTus/IelKkosHIepanonaTis® (B TOM 4KCIe JIeTalbHbIE CITydan);

penKo: Tape3, HapylIeHUs pedH, BKIOYas au3apTputo U adaszuro, wmuenonatus (mpu
WHTpPATEKabHOM BBEJICHUN);

OUYEHb PEJIKO: MHACTEHUs, O0JIb B KOHEYHOCTSIX, U3BpAllleHHE BKyca (METaUTMUYECKUN IPUBKYC BO
PTY), OCTPBIN aceNTUYECKHII MEHUHTUT C SBJICHUSMU MEHUHTH3MA (Tapajind, pBOTa), CHHAPOMBI
MTOPaKCHHSI YEPEITHBIX HEPBOB, OECCOHHUIIA, TAPECTE3MS/THITCCTE3HS,

4acTOTa HEU3BECTHA: IIOBHIIICHUE JIABJICHHSI B CIIMHHOMO3TOBOM KaHaJIe (II0CJIe HHTPATeKaIbHOTO
BBEJICHUS ), Pa3BUTUE T'PHDKH CIIMHHOTO MO3ra (I0Cie MHTPATEKAIBHOTO BBEJACHHS IO ITOBOIY
MEPUBCHTUKYJISIPHOH JTUM(OMBI), HEUPOTOKCUIHOCTH, APAXHOWIWT, Taparuierds, CTyIop,
aTaKcusl, IeMEHITHUS.

Hapywenus co cmoponul opeana 3penus

9acTO: KOHbIOHKCTUBUT;

pENKo: HapyLIeHUs 3peHUs (YaCTUYHO TsHKEIbIE), BRIPAXKEHHBIN TpoMO03 BEH CETYATKH,

OYCHb PEAKO: MEepUOpOUTAIBHBIN OTEK, Oyiedaput, ciie30TeueHne, CBETOOOS3HB, MPEXOIIIas
CIICTIOTa, TTOTEePS 3PEHUST;

4acTOTa HEM3BECTHA: PETUHOIATHS.
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Hapywenus co cmoponvl cepoya

OYEHB PEIIKO: IEPUKAPINT, BEITIOT B TIOJIOCTh MEpPHUKap/a (BKIIOYAs TAMIIOHALY CEp/IIIa).
Hapywenus co cmoponuvl cocyoos

HEYaCTO: BaCKYJIUT;

pPEIKO: CHUXCHHE apTePUAIBHOTO JaBIICHUS, TPOMOOIMOOINYECKUE OCIOXKHEHHS (BKIIIOUast
apTepualibHble TPOMOO3bI, TPOMOO3 COCYJIOB TOJIOBHOIO MO3ra, TpomOodiedut, TpomO03
rTyOOKHX BEH).

Hapywenus co cmoponsl ObixamenvHoU cucmemsl, Op2aHo8 epyOHOU KIemKU U CPeOO0CmeHUs]
OUYEHb YaCTO: KallleJhb;

9YaCcTO: MHTEPCTUIIMATBHBIA THEBMOHHT/aIbBEONUT (B TOM YHclie (paTaabHBIA, BHE 3aBUCIMOCTH
OT JI03bl W JUIMTEIFHOCTH Tepamuu MeToTpekcaToM). CHMIITOMBI, CBHUAETEIHCTBYIOIIUE O
MOTEHIIMATBHO CEPHE3HOM MOBPEKICHHUH JITKUX MPU MHTEPCTHIIMATHLHOM ITHEBMOHUTE: CYXOH,
HENPOAYKTHBHBIN KaIlllellb, OJBIIIKA, MPOTPECCUPYIONIAs O OJBIINIKK B IOKOE, 00JIb B TPY.IH,
MOBBILICHHE TeMmIeparypbl Tena. [Ipy BO3SHMKHOBEHMHM JaHHBIX CHUMIOTOMOB JI€UEHUE
METOTPEKCATOM JIOJIKHO ObITh HEMEICHHO MPEKPAIEHO, TAKXKE CJIeTYET UCKIIOUNTh HHPEKIIUU
HUKHHX JbIXaTeIbHBIX MyTEH.

HevacTo: GuOPO3 JIETKUX, BHINOT B IUIEBPATIbHYIO MOJIOCTH;

penko: (apHHTHUT, Mapalud JbIXaHUs, TPOMOOIMOOIHS JIETOYHOW apTepuu, arHOd, HOCOBOE
KPOBOTCUCHWC,

OUCHb PEIKO: XPOHUYECKAas WHTEPCTULMAIbHAS JIETOYHAs OO0Je3Hb, PEAKIUH, IOJ00HbBIE
OpoHXHaNbHOM acTMe (COMPOBOXKIAIOIIMECS  KallllieM, OJBIIIKOW, OTKJIOHCHHSIMHU B
(GYHKIIMOHATIBHBIX JICTOYHBIX MPO0ax), MHEBMOHHSI, BbI3BaHHAss Pneumocystis jirovecii, octpsbrit
OTEK JIeTKUX;

4acTOTa HEM3BECTHA: 0OIb B TPY/IU, TUIIOKCHS, JIESTOYHOE AIbBEOJISIPHOE KPOBOTEUCHHE.
Kenyoouno-kuuieunvie napyuenus*

OUeHb YaCTO: TMOTEps amnmneTuTa, Auapes (ocobeHHO B mepBble 24-48 v mocie MpUMEHEHUs
MeTOoTpeKcaTa), 00Jib B AKHUBOTE, TOIIHOTA, PBOTA, I3BEHHBIN CTOMATUT (OCOOEHHO B IMEpBbIE 24—
48 4 nocye NpUMEHEHUsI METOTpEKCaTa), JUCIIETICHS;

HEYaCTO: W3bS3BICHUE CIM3UCTOM OO0OJOUKM KemynodHo-kumeyHoro tpakra (OKKT),
kpoBoreuenue u3 JKKT, mankpearur;

PENKO: SHTEPUT, THHTUBUT, MEJICHA, CHHAPOM MalbaOCOPIIHH;

OUEeHb PENIKO: TeMaTeMe3nc (KpoBaBasi pBOTa);

YacToTa HEM3BECTHA: HEWH(EKIMOHHBIM TEePUTOHUT, Mepdopanus KHUIIEYHHKA, TIOCCHUT,
TOKCHYECKHI METaKOJIOH.

Hapywenus co cmoponvl neuenu u xcenuegbleo0auux nymeti

OYCHB YacTO: MOBBINIEHNE AKTUBHOCTH 'TIEYEHOUHBIX' TPAaHCAMUHA3, IIEJIOYHOU
(docdarassl, mOBbIIIIEHNE KOHIIEHTPANU OMINpyOUHA B TIJIa3Me KPOBU;

HEYaCTO: TeMmaTOTOKCHYHOCTh, pa3BUTHE cTearo3a, (ubOpo3a wWiIM [OHpPpo3a TEUeHH,
TUII0AIbOYMUHEMUST;

PEAKO: OCTPBIH TE€IIATHT;

OUYCHb PEIKO: OcTpas AUCTpodusi eueHu (B T. 4. Ha OHE OCTPOTO repIeTUUYECKOTO IrenaTruTa),
MEYCHOYHAs HEJJOCTATOYHOCTh, HEKPO3 TIEUCHHU.

Hapywenus co cmopoHul Kodcu u nOOKOMCHbIX mKaHeu *

OYEHB YaCTO: AJIOTCIINS;

4acTo: FK3aHTEMa, SPUTEMA, 3/l KOXKHBIX TOKPOBOB, ()OTOTYBCTBUTEIHLHOCTD, U3bSI3BICHUS KOXKH;
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HEYACTO: 3JIOKAYECTBEHHAsl AKCCyJIaTHUBHAS Bpl/ITengll I(C‘I:llg/:t%b'l& @Ea{éa&ﬁmor{ ﬂa*),

TOKCHYECKUH 3MUepMalIbHBINA HeKpou3 (cunapom Jlaitemna*), repnetudopmMubie BEICHIIAaHNUS HA
KOXK€, KpamMBHHIA, YCHJICHHE NMUTMEHTALUU KOXH, HOIYJe3, 3aMeIJICHHE 3a)KHMBIICHHS DaH,
00JIe3HEHHBIE YPO3UH NICOPHUATUIECKOM OJISAIIKY;
pelKO: aKHe, MeTeXUH, IKXUMO3bI, MYJIbTU(POPMHAS SPUTEMa, IMOSBICHUE HA KOXKE Y3EIKOB,
OOJIE3HEHHBIX JPO3UH, ICOPUATHYECKUX OJIALIEK, NHUIMEHTAlUsl HOITeH, OHUXOJIM3HC,
YBEJIMYEHUE Pa3MEPOB PEBMATOUIHBIX Y3€JIKOB;
OUYCHb PENIKO: PYPYHKYJIE3, TEJIEAHMOAKTa3Msl, OCTPbIN MAPOHUXUH, TUAPAJICHUT;
YacTOTa HEM3BECTHA: JICKAPCTBEHHAs ChIIIb C 303MHOO(PHUINEH W CHUCTEMHBIMHU MPOSIBICHUSIMHU
(DRESS-cuHapoM), 1epMaTuT, METyIICHUE KOKH/IKC(HOIMATHBHBINA IEPMAaTUT, HEKPO3 KOXHU (B
MECTE BBEJICHUS).
Ha (¢one Tepamuu MeTOTpEeKCaTOM BO3MOXKHO pa3BUTHE OCJIOXXHEHHUH CO CTOPOHBI
NICOPHATUYECKUX Y3EJIKOB BCIIEJCTBHE BO3ACUCTBUS YIBTPA(PHOIETOBOTO U3ITyICHUSI.
Hapywenus co cmoponvl mbluieunoti, ckeiemuoti u coeOuHUmenNbHou mKanu
HEYacTo: apTpajirusi, MUAITUs, OCTEONOPO3;
PENIKO: CTPECCOBBIH MepesoM;
4acToTa HEU3BECTHA! OCTEOHEKpPO3, OCTEOHEKPO3 YEJHOCTH (BcnencTBue
muMponposmpepaTUBHBIX PAaCCTPOICTB).
Hapywenus co cmopoHbl nouex u Mo4egbleo0AuUx nymei
OYCHb YACTO: CHMIKCHUE KIIMPEHCA KPEaTHHHHA;
HEYacTo: TsoKenast HehponaThsi, TOYeYHast HeIOCTaTOYHOCTb, IIUCTUT C U3b3BICHUEM CIIM3UCTON
000JIOYKM MOYEBOTO ITy3bIpss (M BO3MOMKHOW TemaTypuei), HapylIeHHs MOYEHCITyCKaHMs,
IU3ypust (paccTpoiicTBa MOYEHUCITYCKAHNUs ), OJIUTYPUS, aHYPHUS;
pENKO: THIepYpPUKEeMHUs, MOBBIIIEHNE KOHIIEHTPALMU MOUYEBUHBI B IJIa3Me€ KPOBH, MOBBILICHHUE
KOHIIEHTPALlMN KpeaTUHHHA B IJ1a3Me KPOBH, a30TEMUS;
OYEHb PEJIKO: TeMaTypusl, IPOTEUHYPHSL.
EBepemennocmo, nocnepo0ogoii nepuoo u nepuHamanbHvle COCMOAHUS
HEYacTO: aHOMAJIMU Pa3BUTHS TUIOJA;
PENKOo: TpexkIeBpeMEHHOE pephIBaHNe OEPEeMEHHOCTH;
OY€Hb PeIKO: THOeNb MI0/a.
Hapywenus co cmopoHbl penpoO0yKmugHoU cucmembvl U MOTOYHbIX HCele3
HEYacTO: BarMHUT U U3BSIBIIEHUE CIM3UCTOM 000JIOUKHY BIIarajauina;
pEeNKO: MpexoslIre HapyIIeHHsI MEHCTPYaIbHOTO LIUKJIA, TPEXOINAsi OJUTOCIIEPMUS;
OUYCHb PEAKO: HapyIIEeHUs OBOTeHe3a/criepMaTroreHe3a®, MMIOTEHIMs, Oecruioaue®, moteps
TMOUI0, TPEXOASIIasl OJUTOCTIEPMHUS, MATOJIOTHYECKHE BIIATaIHIHBIC BBIICICHUS, HAPYIICHHS
MEHCTPYAJIBHOTO [IUKJIa, THHEKOMACTHSI.
94acTOTa HEM3BECTHA: YPOTCHUTAIbHAS TUCHYHKIIUS.
Obwue napywenus u peakyuu 8 Mmecme 68€0eHuUs
OYEHb YaCTO: MOBBIIICHHAS! YTOMJISIEMOCTb, HEIOMOT'aHUE;
HEYacTo: JINXOPAJIKa;
4acTOTa HEU3BeCTHA: 00Jb B IPyAH, O3HOO, OTEK.

*Cwm. pazoen 4.4
Heoicenamenvnvie peakyuu, 603HuKaowjue npu UHMpameKaibHOM 66e0eHUU MEMOmMpeKcama
OcCTpplii XUMHUYECKUH apaxHOMAWT (KIMHHYECKHE MPOSBICHUS BKIIOYAIOT TOJOBHYIO OOJb,
JIOpCAIITUI0, OHEMEHHE B 00JIaCTH IIEH U JIMXOPAJKY), MOJIOCTPYI0 MUeNonaTuio (mapanapes win
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naparierus B 00J1acTd MHHEPBALUK OJTHOTO I H%KOH&%EM&E{EE{%H%BE Critrtoro

MO3ra), XpPOHHYECKYIO JIEHKO’HLEe(DANIONaTuio, YbM TPOSIBICHHUS BKIIOYAIOT CIyTaHHOCTh
CO3HAHMS, NOBBILIEHHYIO Pa3/IpakKUTEIbHOCTh, COHJINBOCTh, aTAKCUIO, AEMEHLHUIO, CYAOpPOTH U
pa3BUTHE KOMATO3HOIO COCTOSHUSA. B cilyyae mnporpeccupoBaHusl yKa3aHHbBIE IPOSBIICHUS
TOKCUYHOCTH MOT'YT IIPUBECTU K CMEPTHU IMALlMEHTA.

CoBMecTHOE NMPUMEHEHUE MHTPATEKAJIbHOI'O BBEJICHMSI METOTpEKcaTa U OOJydeHHs TOJIOBHOTO
MO3ra IMOBBIIIAET PUCK pa3BUTHs JeikosHuedanonatuu. Ilocne mHTpaTekaabHOro BBEICHUSA
npenapara cienyeT TIIATeIbHO KOHTPOJIMPOBAaTh COCTOSHUE IMAlMeHTa Ha MpeIMeT pa3BUTUS
BO3MOYHBIX [TPU3HAKOB HEMPOTOKCUYHOCTH (MEHUHTU3M, [Tapaany, SHIEaTonaTus).
WHuTparekanipHOE M BHYTPUBEHHOE IPUMEHEHUE METOTpPEKCaTa TaKKe€ MOXKET IPUBECTU K
Pa3BUTHIO OCTPOTO PHIIE(DATUTA U OCTPOH SHIIE(PAIONATHH, TPUBOISIIIEH K CMEPTH.

HmeroTcs cooOmmieHuss 0 mManuMeHTax ¢ nepuBeHTpukyisipHod imumpomoint [THC, y xoropsix
Pa3BUJIOCHh BKJIMHEHHUE TOJIOBHOTO MO3Ta IIOCIIE MHTPATEKAIBHOIO JIEUEHUSI METOTPEKCATOM.
Heowcenamenvnule peakyuu, 6o3nuxarowjue npu HYmMpUMblUEYHOM 88€0eHUU MemompeKcama
[Tocie BHYTPUMBIIIEYHOTO MCIIOJIB30BaHUS METOTpEKcaTa B MECT€ MHBEKIIMU MOT'YT BO3HUKATh
MECTHbIE HEXeJaTeJIbHble peakUud (YyBCTBO JOKEHMs) WIM MOBpexJeHHs (oOpa3oBaHue
acenTU4eckoro adcuecca, pa3pylieHue XUPOBOH TKaHHU).

Heoicenamenvuvie peakyuu, 603HUKAIOWUe nNpu UHMPAMEKATbHOM G6€0CHUU MemompeKcama
OcTpblil XUMHUYECKHH apaxHOMIUT (KJIMHUYECKHE IPOSBICHUS BKJIIOYAIOT TOJOBHYIO OOIb,
JIOpCAJITUIO0, OHEMEHHME B O0JACTH ILIEW U JIMXOPAJKY), HOJOCTPYIO MUeNonaTvio (mapes wiu
naparjieryus B 00J1acTH MHHEPBALlUU OJTHOTO MM HECKOJBKUX MOPAKEHHBIX KOPEIIKOB CIIMHHOTO
MO3ra), XpOHHUYECKYI JEeHKO’HLe(halonaTuo, 4YbW TMPOSIBIECHUS BKIIOYAIOT CIyTaHHOCTh
CO3HAHUs, NOBBIIIEHHYIO pa3pa)kKUTEIbHOCTb, COHJIMBOCTh, aTaKCHUIO, JIEMEHLUIO, CYyJIOPOTH U
pa3BUTHE KOMATO3HOTO COCTOSHUA. B cilydae mnporpeccMpoBaHUs yKa3aHHbBIE IPOSBIICHUS
TOKCUYHOCTH MOTYT IIPUBECTU K CMEPTH INMALUEHTA.

CoBMecTHOE NMPUMEHEHUE MHTPATEKAJIbHOIO BBEJICHHMSI METOTpEeKcaTra M OOJydyeHHs TOJIOBHOTO
MO3ra IOBBIIIAET PUCK pa3BUTUA JeiikosHuedanonartuu. Ilociae MHTpaTeKalbHOrO BBEICHUS
npenapara cieayeT TIIATeIbHO KOHTPOJIMPOBATH COCTOSIHME MallMeHTa Ha IPEAMET pPa3BUTHS
BO3MOJKHBIX MPU3HAKOB HEHPOTOKCUYHOCTH (MEHUHTU3M, MTapajiny, SHIePanonaTus).
CooO11eHne 0 N0J03peBAEMBIX HEXKEIATENIbHbBIX PEAKIUIX

Baxxno COO6I_I_IaTb 0 TOAO3PCBACMBIX HEIKECIIATCIIbHBIX PECAKIHAX ITOCJIC PETUCTPpallUU IIpeliapaTra C
(5185340 06CCHC‘-ICHI/I}I HECTIPEPBLIBHOI'O MOHUTOPHUHI'Aa COOTHOIICHHA  «I10JIb3a — PHUCK»
JICKApCTBCHHOT'O IIpCriapara. MCI[I/ILII/IHCKI/IM pa6OTHI/IKaM PCKOMCHAYCTCA COO6I_I_IaTB (0] J'IIOGLIX
MoAO3pCBACMBIX HCKCIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIPCIiapaTa 4Cpe3 HAIlMOHAJIBbHBIC
CUCTEMBI COOOILEHUS O HEXKeJaTeNbHbIX pEaKIUsiX TrocyAapcTB — ujeHoB EBpasuiickoro
3KOHOMHUYECCKOT'O COrO3a.

Poccuiickas @enepanus

109012, r. Mocksa, CnaBsiHCKas II0OMAAb, 1.4, CTpoeHHE 1.

DdenepanbHas ciry:k0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)

Tenedon: +7 (499) 578-06-70, +7 (499) 578-02-20

DnekTpoHHas modra: NPr@roszdravnadzor.gov.ru

Caiir: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka
CuMIITOMBI
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psmrend, o iepbosnboka Mdorpekcarom

ol

OCHOBHOM IIPOUCXOJWJIa TpU INEPOPaIbHOM

MNPUMCHCHHUH, OJHAKO TaKXXC BO3HHUKAJA IIpU

BHYTPHUBEHHOM U BHYTPUMBIIIEYHOM CIIOCOO€ BBEJACHUA. B cOOOIIEHUAX O Mepeo3upoBKe Mpu
NEepOpAIIbHOM TMPUMEHEHHH €XEHeAeTbHas J03a MpenapaTa HEnpeAHaMEpEeHHO MPUMEHSIIACh
©XKEeHEBHO (KakK OJlHa /1032 WK pa3elIieHHas: Ha HECKOJIBKO OTAENbHBIX 103). [locie mepopanbHOit
WIA BHYTPUBEHHOM INEpPEeIO3MPOBKUM METOTPEKCATOM B OCHOBHOM BO3HMKAJIU CHMIITOMBI CO
CTOPOHBI CUCTEMBI KPOBETBOPEHUS U KEIyJOYHO-KUIIEYHOTO TpakTa (Hampumep, JeHKONEeHHUs,
TPOMOOLIUTONEHUS, AHEMHMs, IAHIUTONECHUs, HEHTPONEHUs,, MHEJOCyNpeccus, BOCHAJIEHUE
CJIN3UCTBIX 000JI0UEK, CTOMATHT, SI3BbI CIIM3UCTON 000JI0UYKH ITOJIOCTH PTA, TOIIHOTA, PBOTA, A3BbI
JKKT u ey 104HO-KUIIEUYHBIE KPOBOTCUCHHUS.

B HEKOTOpBIX Cilydasix CUMIITOMOB HHTOKCUKAITMH HE HAOIIO1AI0Ch.

Coo01manocs 0 JeTanbHBIX UCXO0JaX B pe3ysbTaTe Nepeo3upOBKU. B JTaHHBIX Cilydasx Takke
HaOJII01aJHCh CETICUC, CENTHYECKHUH MIOK, IIOYE€YHAst HEIOCTATOYHOCTh U arjlacTUYecKas aHeMHUSI.
Jleyenue

CrienuduueckuM aHTUJIOTOM MeETOTpeKcara sBiseTcd Kainblus ¢onauHat. OH HeWTpamusyer
HeOJaronpusATHbIC TOKCHUECKHE 3P PEKTHI.

[Ipy cHMXEHUM YypOBHS JICHKOLMTOB IOCIE HE3HAYMTEIBHON MEpe03UPOBKU METOTPEKCATOM
BBOJAT Kaiblus (OJIMHAT (BHYTPHUBEHHO WJIM BHYTPUMBIIIEYHO) B J03€¢ 6—12 Mr Kak MOXHO
CKOpee, U 3aT€M IIOBTOPHO B TOM e J103€ HECKOJIBKO pa3 (Kak MUHUMYM 4) ¢ UHTepBajgamMu 3—06 .
D¢ dexTnBHOCTD KanbIHs (POTMHATA CHUKAETCS C yBEITMUYESHUEM HHTEPBajla MEX1y IPUMEHEHUEM
METOTpeKcaTa ¥ BBeAeHHEM Kanblus (onmuaTa. s ompeneneHus ONTUMANbHOW JO3BI U
JUINTEJIbHOCTU BBEJIEHHs KajblMsg (oJuHATa HEOOXOJMMO KOHTPOJIMPOBATh KOHIIEHTPALUIO
METOTpeKcaTa B I1a3Me KPOBH.

[Ipy 3HAUUTENBHOM NEpeO3UPOBKE MOXKET MOTpedoBaThCs THApaTalis oOpraHuzMa u
olenayrBanue Mouu (pH Gosnee 7) Ans npeOTBpAIIeHHs BbIIAICHHS 0Ca/IKa METOTpeKcaTa u/uin
€ro MeTaboJIMTOB B TMOYEUYHBIX KaHalblaX. Eciau mnepeno3supoBKa BbI3BaHA 3HAYMTEIBHO
3aMeVICHHBIM BBIBEJICHMEM METOTpeKcaTa, HalpuMep, B pe3yJbTare OCTPOH MOYeUHOU
HEIOCTaTOYHOCTH, CJEIyeT pacCMOTPETh TeMOJUANIN3 W/WIH TeMornepdy3nio B KadyecTBe
BO3MOXKHBIX METOJOB JieueHus. Obecneuntsh 3(Q(HEKTUBHBIN KIUPEHC METOTpeKcaTa MO3BOJIIET
WHTCHCUBHBIH HMHTEPMUTTHPYIOIIMA T€MOJNAIN3 C WCIOJIb30BAaHHEM BBICOKOITPOHHUIIAEMBIX
(«high-flux») muamu3zatopoB. OOBIYHBINM FeMOIHANTN3 U MIEPUTOHCATBHBIN THATNA3 HE YIYYIIal0T
3IIMMUHALINN METOTpEKcaTa.

[Ipy mnepeno3upoBKe IpH HHTPATEKAIBLHOM BBEICHHMM, cpa3y IOCJI€ TOro, Kak BbISBIECHA
Hepeo3UPOBKa, CIEAyeT MPOM3BECTH IMOBTOPHBIE JTIOMOANbHbIE MYyHKIUH Uil OOecredyeHus
CIIMHHOMO3TOBOH

OBICTPOTO  JpeHa)ka

BMENIATEIBCTBO C BEHTPUKYJIOMOMOaNbHOM epdy3ueil. Bce atu npouenypsl ciieayeT BHIIOTHAT

KUIKOCTH, BO3MOXXHO  HEHPOXHPYPTrUYECKOE
Ha ()OHE MHTEHCUBHOM MOJAepKUBAIOIIEH Tepanuu U CHUCTEMHOTO BBEACHUS OOJBUIMX 03

KaJpIus pouHaTA.
5. ®PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHe CBOICTBA
®dapmakoTepaneBTUUYECKas TPYIa: IPOTUBOOIYXO0JIEBBIE CPEACTBA; aHTUMETA0OIUTHI; aHAJIOTH

(b OMEeBOM KUCITOTHI.
Kox ATX: LO1BAOL.
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MexaHu3M eficTBUS (MOCNEOCBATENBHO
HpOTI/IBOOHyXOJIeBoe, OUTOCTATUYCCKOC CpeI[CTBO prHHBI aHTI/IMeTa6OHI/ITOB - AaHaJIOT'OB

dbonmeBoil KHUCIOTHI, OO0NaNarolee WMMYHOCYNPECCUBHBIM ¥ MPOTUBOBOCIAIUTEILHBIM
JICACTBUEM.

Wurubupyer muruapodonarpeaykrasy, y4acTBYIONIYIO B BOCCTAHOBIICHHUH TUTHIPO]OIHEBO
KACIOTHl B  TETParuApodoMeByr0 KHCIOTYy (TMIEPEHOCYUK YTIEPOJHBIX  (pparMeHTOB,
HEOOXOIMMBIX ISl CHHTE3a ITyPUHOBBIX HYKJICOTHIOB U UX TPOU3BOJIHBIX ).

Topmosut cunte3, penaparuio JHK wu knerounsrii muto3 (B ¢aszy cunreza). Ocobo
YyBCTBUTEIBHBl K JICHCTBHIO METOTpEKcaTa TKaHH C BBICOKOH mposmdepanueil KIeTok:
OITyXOJieBasi TKaHb, KOCTHBIA MO3T, KJIETKH SIUTENUS CIU3UCTBIX 000JI0YeK, SMOPHOHAIbHBIE
kinetku. Korma xnetouynass mnposmdeparnusi 370Ka4eCTBEHHBIX TKaHEH Oojblie, 4YeM B
OOJBIIMHCTBE HOPMAIIBHBIX TKAHEH, METOTpPEKCaT MOMKET IMPUBECTH K HAPYIICHHIO POCTa
3JI0Ka4€CTBEHHBIX HOBOOOPa30BaHU O3 HEOOPaTUMOTO yIiepOa Jisl HOPMAITbHOUM TKaHH.
MexaHu3M JEHCTBHSI TNPH PEBMATOMIHOM apTPUTE CBS3aH C WMMYHOMOIYJIUPYIOIIMM U
NPOTHBOBOCIAJIMTEIBHBIM JCUCTBUEM TIpenapata H OOYCJIOBJICH WHIYKIUECH aronTo3a
OBICTPONTPOIU(PENUPYIOMIUX  KJIETOK (AaKTUBUPOBAHHBIX  T-muUMQouuToB, ¢GudpodIacTOB,
CHHOBHUOIIUTOB), WHTHOWIIMEH CHHTE3a TPOTHBOBOCIAIUTEIBHBIX IUTOKWHOB (MHTEPIICHKUH
(MJI)-1, dakrop HEkpo3a oOmyXxoiw anbda), YCHICHHEM CHHTE3a MPOTHBOBOCHAIHTEIHHBIX
uutokunoB WJI-4, NJI-10 u noxaBieHreM akTHBHOCTH METaJUIONPOTEHHA3.

VY manueHTOB C PEBMATOWIHBIM apTPUTOM MPUMEHEHHE METOTpPEKCcara CHUXKACT CHMITTOMBI
BocriasieHus1 (00JIb, TPUITYXJIOCTh, CKOBAHHOCTH), OJIHAKO MMEETCS OTPAaHMYCHHOE KOJHMYECTBO
UCCIIC/IOBAaHUI TP JITUTCIPHOM NPUMEHEHHHM METOTpeKcara (B OTHOIIEHHH CIIOCOOHOCTH
MOJICP)KUBATh PEMHUCCHUIO TIPU PEBMATOUIHOM apTPUTE).

[Tpu mcopuase yBemWYHBAETCS TEMII POCTAa KEPATUHOIMTOB B TCOPHATUYECKUX OJIAIIKAX IO
CPaBHEHMIO C HOpPMaJbHOU Mponudepanreil KOKHbIX KJIETOK. DTO pa3inyue B mponudeparuu
KJIETOK SIBJISIETCS OCHOBOM JIJIsl CTIOJIh30BaHMS METOTpeKcaTa AJisl JIeUeHus Iicoprasa.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOcopOuus

[Ipu BHYTpUMBIIIEYHOM BBEJIEHUH MaKCUMaJIbHasl KOHIICHTPAIIUsI METOTPEKCAaTa B IIa3Me KPOBU
nocturaercs ueped 30-60 muH. g JefiKeMHMYECKMX MAlMEHTOB XapakKTepHa IIHpPOKas
MEXHHIMBUIyallbHAsl BapuaOenbHOCTh B mpenernax oT 1 mo 3 wyacoB. OTHocHUTeTbHas
OMOJOCTYMHOCT, Y TAIMEHTOB C PEBMATOMIHBIM  apTPUTOM  COMOCTaBUMa  TOCTE
BHYTPUMBIIIEYHON WM MOAKOXHOW MHBEKIUU MPU MPUMEHEHUH OJMHAKOBBIX J103 Mperapara.
CuctemHas acopOITusi METOTpeKcaTa Tociie BBEICHHS 101 KOXKY JKUBOTa U Oe/Ipa OJIMHAKOBA.
Pacnipenenenue

[Tocie BHyTpUBEHHOTO BBEACHUS MepBUUHOE pacnpenenenue cocrasisier 0,18 m/kr (18% maccsl
tena). Pacnpenenenue 10361 HackimeHus — okoio 0,4-0,8 i/kr (40—-80% maccsl Tena).

Oxono 50% wmetoTpekcaTa CBs3bIBaeTCA C OelKaMM IUIa3Mbl KPOBH, MPEUMYIIECTBEHHO C
anbOyMuHamMHu. BO3MOXXHO KOHKYPEHTHOE BBITECHEHHME MpPU OJJHOBPEMEHHOM IPHUMEHEHHH C
CyJb(pOHAMHUIaMH, CATULUIATaMH, TETPALMKIMHAMH, XJI0paM(peHUKoIaMH, (PEHUTOMHOM.
MetoTpekcaT HE IPOHUKAET uepe3 remMarodHuedaindeckuid Oapbep NpU NPUMEHEHUH B
TEpaneBTUYECKUX J103aX. BpICOKas KOHIEHTpalnus METOTpeKcaTa B IEHTPAJIBHOM HEPBHOM
CUCTEME MOXKET OBITh JOCTUTHYTA MPU MHTPATEKaIbHOM BBEJICHUU.

buotpanchopmanus
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(apMakoIOTHYECKH  AKTHBHOM  IOJUTIYTAMHHOBOM  (OpPMBI, TakKe HMHTHOUpYIOIIEH
muruapodonaTpeaykrasy M CHHTe3 THUMHAMHA. HeOonpmoe KOJMYECTBO MOJUIITyTamar
METOTpEKCaTa MOXKET OCTaBaTbCsl B TKAHAX B TEYEHME JUIUTEIBHOIO IE€PUOJA BPEMEHHU.
CoxpaHeHue U NPOJOHTUPOBAaHUE JEHCTBUS aKTUBHBIX META0O0JIUTOB IpernapaTa pa3inyaroTcs B
3aBUCUMOCTH OT TUIIA KJIETOK, TKaHEW U OIyXOJIeH.
DIuMUHANMA
Cpennue 3Ha4eHUs MEPHOAA MOTYBbIBEICHHS IPU MPUMEHEHUN METOTpeKcaTta B 03¢ MeHee 30
MI/M? COCTaBJIAIOT 67 4. Y MalMeHTOB, MOJYYalOMUX BBICOKHE 03Bl METOTPEKCaTa, TEpHOJ
NOJTyBbIBeIeHUs cocTaBisieT oT 8 1o 17 u. Ilpum XxpoHHUECKOi MoYeuyHO!W HEJOCTaTOYHOCTH 00e
(a3bl BEIBEICHHS IIpenapaTta MOTYT ObITh 3HAUUTEILHO yIITMHEHBI.
Ot 80 mo 90% mnpuHATOW HO3bI BHIBOOUTCA B HEU3MEHEHHOM BHJE IyTeM KJIyOOUKOBOM
¢unbTpauK U KaHaAJIbLEBOH cexkperuu B TeueHue 24 4. C xenubto BeiBoAUTCS He 6osee 10 % nnm
MEHee OT BBEACHHOM J103bI ¢ ocieayomeil peadbcopOuueil B KMILICUHUKE.
Hapymenne ¢yHKUMN MOYEK, BBIPAXKEHHBIM aCUMT WM TPAHCCYJaT, a TaKKe OJHOBPEMEHHOE
IpPUMEHEHHE MpernapaToB, TaKUX KakK ciadble OpPraHMYecKUe KHCIOThI, KOTOpBIE TaKKe
HOJBEPraloTcs KaHAJIbLUEBOM CEKpPelMH, MOTYT 3HAUUTENIbHO YBEIMYUTh KOHIIEHTPALUIO
METOTpEKCcaTa B CBIBOPOTKE KPOBH. B cOOTBETCTBUY C pacnipeieieHueM METOTPEKCAT KyMyJIUpyeT
B IICUEHH, NTOYKAX U CEJIE3€HKE B BUJIE MOJMUIITYTaMaTOB U MOXET 3a/Iep>KUBAThCS B YKa3aHHBIX
OpraHax B TEUEHUE HECKOJIbKUX HE/Eb WU MECSIIEB.

eTH
VY nerell MeToTpeKkcaT OOBIYHO IHOJHOCTBEO BCACBIBACTCS IMOCIE MAapEHTEPaIbHOIO BBEJCHMUS.
[Tocie BHYTpUMBIILIEUHOTO BBEICHUS] MAKCUMaJIbHasi KOHLIEHTPALM B [11a3Me KPOBU JJOCTUTAETCs
yepe3 30—-60 MUHYT.
V neteif, momy4aBImIMX METOTpeKcaT AN JedeHus ocTporo muMdoneiikosa (0T 6,3 g0 30 Mr/m?)
MM FOBEHMJIHOTO MAMOMATHUecKoro apTputa (oT 3,75 1o 26,2 Mr/m?), KOHEUHBIH Mepuon
noJTyBbIBe/IeHUs cocTasisii ot 0,7 mo 5,8 yaca u ot 0,9 1o 2,3 gyaca, COOTBETCTBEHHO.

6. PAPMAIIEBTHUECKHWE CBOWMCTBA

6.1. [lepeyensb BcmomMorareJbHbIX BellleCTB
HaTpUS XJIOPUL

HaTpUs THAPOKCHUN (17151 Koppekimu pH)
BOJIA /ISl UHBEKIUH.

6.2. HecoBMeCTUMOCTD
JlaHHBIA JIEeKapCTBEHHBIH IpemapaT He CJeayeT CMEIINBaTh C JAPYTUMHU JIEKAPCTBEHHBIMU
nperapaTam, 3a UCKIIFOYSHUEM YITOMSIHYTBIX B pasjene 6.6.

6.3. CpoK rogHocTH (CPOK XpaHeHHs )
2 roja.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NMPH XPAHEHUH
B 3amumierHoM OT cBeTa MecTe npu Temmneparype ot 15 go 25 °C.
He 3amopaxuBars.
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6.5. XapakTep M coJep:kaHue NePBUYHON YIIaKOBKHU

[To 2 ma nnm 5 M Bo (prakoH OECIBETHOTO CTEKJA | THAPOIUTUYECKOTO KIlacca, YKYIOPEHHBIN
npoOKON M3 PEe3NHOBOI cMecH MoJI 00KATKy AJFOMUHUEBBIM KOJIITAYKOM KOMOMHHPOBAHHBIM C
IJIACTMACCOBOM KPBILIKOM.

Ha ¢nakoH HakienBarOT CaMOKIIEALIYIOCS 3TUKETKY.

I[To 1 ¢uakoHy ¢ mpenapaToM BMECTE ¢ HHCTPYKIMEN O MPUMEHEHHIO IIOMELIAI0T B KAPTOHHYIO
NayKy U3 KapTOHA JJIs MOTPEOUTENBCKOM Tapbl MAPKU XPOMOBBIH MM «XpOM-3p3a1ly.

6.6. OcoOble Mepbl  MNPEAOCTOPOKHOCTH TPH  YHMYTOKEHHH  HCNOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Ipenapara WJIM OTXO0/A0B, IOJY4YeHHBIX IOCJe NPUMEHEHHUSs
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUILyJIsIUM C IPenapaToM

[Ipenapar METOTPEKCAT-POHL] — 3TO UMTOTOKCHYECKHI JIEKaPCTBEHHBIN mpenapar, ¢
KOTOPBIM, KaK U C IPYTUMHU TOKCHUYECKUMH BEUIECTBAMH, CIIEAYyeT 00paIiaThCs C OCTOPOKHOCTBIO.
Crnenyet u3beratb KOHTaKTa KOXKHU M CITU3UCTBIX C METOTPEKCATOM.

B cnyuae 3arps3HeHHs MOpPaXKEHHBIE YYACTKH CIEAyeT HEMEIJICHHO MPOMBITh OONbIIUM
KOJIMYECTBOM BOJIbI C MBLJIOM.

Jlo3el Bemme 100Mr/M? BBOJAAT TOMBKO BHYTPHBEHHO KamelbHO (PacTBOP MpeIBapUTENHHO
pasz0aBistoT 5% pPacTBOPOM JACKCTPO3BI).

B ciydyae uHTpaTekanbHOrO NPUMEHEHMsS] MaKCHUMallbHAs KOHIIEHTpAlUsli METOTpeKcaTa He
JOJIKHA MPEBBIIATh 5 Mr/mil. J{Jis MHTpaTeKkaaIbHOrO BBeIeHUsI MeToTpeKkcaT pa30asisioT B 0,9%
pacTBope HaTpus xJiopujaa. BBOIUTh HHTpaTEKaIbHO CIEAYET C OCTOPOKHOCTHIO. [IpeBblieHue
PEKOMEHIOBAaHHOW J03bl IPU MHTPATEKAJIbHOM BBEACHMM 3HAYUTEIBHO IOBBILAET PHCK
BO3HUKHOBEHUS BBIPAKEHHBIX MPOSIBJICHUNA TOKCUYHOCTH.

@I1aKOHBI IPeAHA3HAYEHBI TOJIBKO Ul OHOPA30BOr0 IPUMEHEHN !

7. JEP)KATEJIb PETUCTPAIIMUOHHOI'O YIOCTOBEPEHUS
Poccniickas @enepanns

OI'BY "HMMUI] onkonoruu um. H. H. broxuna" Munsapasa Poccun
115478, Poccus, r. MockBa, Kammpckoe mocce, 1. 24

ten./daxc: (499) 324-14-34

azpec aneKTpoHHOM mouTkl: info@naukoprofy.ru

7.1. IIpeacTaBuTENb AEPKATE/S] PETHCTPAIMOHHOIO YI0CTOBEPEeHUs!
[Iperen3un norpeduTenell HaPaBIATh 110 AAPECY:

Poccuiickas @enepanus

OI'bY "HMMUILI onkonoruu um. H. H. bnoxuna" Munsapasa Poccun

115478, Poccus, r. MockBa, Kammupckoe mocce, a. 24, ctp. 18, punnan «Haykonpodpu» OI'BY
"HMMUII ouxonoruu um. H. H. bnoxuna" Munsapasa Poccun

ten./daxc: (499) 324-14-34

azpec 31ekTpoHHOi mouTkl: info@naukoprofy.ru

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUS
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9. IATA TEPBHYHOI PETMCTPAIIMH (MONTBEPHOHHUS PEFHCTPAHUM,

HEPEPETUCTPALIUN)
10. JATA IEPECMOTPA TEKCTA
OOmas xapakTepucTHKa JieKapcTBeHHOro nmpemnapara Merorpekcar-POHLL noctymHa Ha

UH()OPMAIIMOHHOM MopTasie EBpasuiickoro 3KOHOMHYECKOTO C€OK3a B HMH(POPMAIHOHHO-
KOMMYHHUKAIIMOHHOM cetu «HTepHe™ http://eec.eaeunion.org/
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