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OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI'O IIPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOTI'O ITPEITAPATA
MeTtoTtpekcar, 2.5 MT H 5 Mr, TabJIeTKH, MOKPBIThIE 000IOYKOA.

2. KAYMECTBEHHBIN M1 KOJJMYECTBEHHBII COCTAB

Metotpekcar. 2.5 Mr, TaGIEeTKH, NOKPBITHIE 060IOUKOH

Kaxnas tabneTka Conepxur deticmgyioujee 6euyecmeo: METOTPEKCaT — 2,5 MT.
Mertotpekcat, S Mr, TaGIeTKH, HOKPBITBIE 060I0YKOH

Kaxxnas TabneTka conepsxut deiicmsyloujee 6euyecmeo: METOTPEKCAT — 5 MT.
Benomozamenvuvie  6ewecmea, nanuuue komopuix HA00 yuumvieamv 6 COCMAGe
Jexapemeennoeo npenapama: 1akto3sl MoHoruapat, FD&C xenterit No 6/coHeynbIii 3akar
xenteit FCF amomunuensii nak (E 110).

TlonHBI# CIIMCOK BCIIOMOTATENbHBIX BELIECTB CM. B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Metotpekcat, 2.5 Mr, TabIeTKH, OKPIThIE 0600YKO#

TabneTky ABOSKOBBHTIYKIIBIE, TOKPBITHIE MIEHOYHOH 060I0YKOM JKEJITOTO [(BETA.
MeroTtpekcart, 5 Mr, TabJIETKH, TOKPBITBIE 060I0UKOM

TabmeTkn KBOSKOBBITYKIIBIE, TOKPBITHIE IIIEHOYHOM 060J10UKO#H OpaHKEBOTO 1(BETA.

4. KINHUYECKHWUE JAHHBIE

4.1 Tloka3zannsi K NPUMEHEHHIO. ;
Merotpexkcat, 2,5 Mr u 5 Mr, TabIeTKH, TOKPBITEE 060JIOUKOM, IPUMEHSAETCS Yy B3POCIBIX
JUISL IEYEHHST PEBMATOJIOTHYECKHX U IEPMATOJIOTHYECKHUX 3200 I€BaHMIA:

- aKTHBHOT'O PEBMAaTOMIHOTO apTPUTA;

-TSDKEJIBIE, HEMOJUIAOIIMeCs JICUCHHIO, WHBAIMAM3UpYIOmMe (OpMBI TcopHasa IMpH
HEed(QYEKTUBHOCTH IPYTMX BHIOB TEpAlMM, TakuX Kak (oroTepanus, ITYBA-Tepamus u
PETHHOM/IBI, @ TaKXKe TSHKEIIbIE (POPMBI ICOPHATHYECKOTO apTPUTA.

MertoTpekcar 1IpUMEHSETCS Yy NAUMEHTOB CO 3JOKAYECTBEHHBIMH OMYXOMSMH M
reMo0IacTo3aM1 BO BPeMs TIOJIMXMMHOTEPAIIHH, KOT/1a [TOKa3aH IPHEM TIPEapaToB BHYTPb.

4.2 PesxxuMm 103MpPOBaHHS M CIOCO0 MPUMEHEHMS.
Peemamonocuuecrkue u oepmamono2uieckue 3a601e6anus

Basicnoe npedynpescoenue o pexcume Oosuposanus memompexcama: IS JeUCHWS
PEBMAaTHYECKHUX U IEPMATOJIOTHYECKHX 3a00JIEBAaHUI METOTpPEKCAT M0JKEH MPUMEHSThCS
TONBKO 1 pa3 B Henmenmo. HenpaBuibHOe 03WpOBaHKE METOTPEKCATa MOTYT IPHBECTH K
CCPLE3HBIM  HEIKETFATENIEHBIM  PEaKIHAM, BKJIOYas JIETATbHBIA Hcxon. [loxkanyiicra,
MPOYTHTE JIAHHBIH pasjesn obmed XapakTepUCTHKH JIEKapCTBEHHOIO Ipernapara O4eHb
BHHMAaTeJbHO.

Hasna4enne meToTpexcaTa OCYIIECTBISETCS TOJBKO BPauoM, HMEIOIIMM OIBIT paGoTHI ¢
TIpenapaToM 1 0COOEHHOCTSMH €ro JA€HCTBHS.

Crenyet nHbOpPMHpPOBaTH NAIlHEHTA O TIPHEME TIperapaTa OJMH pa3 B HENENIO, Bpad MOXKET
yKa3aTh B PELEINTE IE€Hb MPUEMA.

Jlo3upoBKa ¥ MPOAYIDKUTENIBHOCTD TEPAITMH 3aBHCSAT OT MOKA3aHUM ¢ Y4ETOM KIHHHYECKOH
KapTHHBI U TIEPEHOCUMOCTH METOTpPEKCaTa.

PexxuM f03upoBanus




Pesemamouonwlii apmpum
Pexomenyemas HavaabHas 103a COCTABISET 7,5 MI' METOTpEKcaTa OJIMH pa3 B HEACIIO.
B  3aBHCHMMOCTH OT aKTHBHOCTH 3a00ji€BaHHMs Ha TCpaluio W HMHIMBUIyalbHOH
MEPEeHOCHMOCTH MAIlMEHTOM, /1032 MOXET ObITh IOCTCNEHHO yBEIMYeHa Ha 2,5 MT' B HE/IEITIO.
MaxkcumanbHas 103a coctapiser 20 Mr B Heemo. Jlo3bl, mpesbinaromue 20 Mr B HEJIEIO,
MOTYT OBITh CB3aHbl CO 3HAYMTEIBHBIM YBEIMYCHHEM TOKCHYHOCTH, OCOOEHHO ¢
cympeccuelt kocTHoro mosra. [Ipu HeaddekTHBHOCTH mepopanbHbIX (opM (HarpuMmep, B
CJIEZICTBME HEIOCTATOYHOM abCcopOUMH) MM Yy TMAIMEHTOB C IJIOXOH MEPEHOCHUMOCTHIO,
11eJ1eCO00pa3HBIM ABJISETCSA MEPEX0/] Ha MapeHTEPAITBHYIO Gopmy.
PekoMeH/IyeTCs JIQNOJHUTENBHBIA MpueM 5 Mr (onuMeBod KHCIOTBI 2 pa3a B HEJIEINIO,
UCKJIIOYas JIEHb lIpUeMa MeToTpeKcara.
OTBeT Ha TCPANMUIO MOXHO OXKHAATh mpuMepHO uepe3 4-8 nenmens. Ilocie nocTHXEHHS
KEJIAEMOTr0 TEpaneBTUYECKOT0 pe3yJibTara, IMOICPXKUBAKOLIas 1038 METOTPEKcATa JI0OJDKHA
OBITH CHIDKEHA 10 MUHUMAJIBHO BO3MOXKHOH.
[Tocne npexpalneHust JeYEHUsE CHMIITOMBI MOTYT BO30OHOBHTBCS.
JleueHre XpOHMYECKOTO PEBMATOMIHOIO apTPHTa METOTPEKCaTOM TpeOyeT UIMTENLHOM
TEpaIuu.
Tsoicenvle ghopatb ncopuaza u nCopuamuyecko2o apmpuma
Pexomennyemas HavyajibHas J103a COCTaBJISET 7,5 MI OJIMH pa3 B HEJEIIO.
[Ipp HeoOxo/MMOCTH m03a MOXET OBITh yBEJIMYEHa, HO HE JIOJKHA IPEBBINATh
MakCHMaJIbHY10 HelenbHyI0 103y 30 mr. OTBeT Ha Tepamui0 MOXKHO 0XHAATh NMPHUMEPHO
yepes 2-6 wHexens. Ilpm momydeHWHM KenaeMOro TEpanmeBTUYECKOro pe3ysbTaTa
noiepkuBaroas 103a J0KHA GBITh CHIDKEHA IO MHHHMATIBHO BO3MOXKHOM.
3nokauecmeennvie onyxonu u 2emobIACmMo3bL
MeroTpekcaTr BXOOMT B COCTaB KOMOMHHUPOBAHHOM CXEMBI XHMHOTEPANEBTHYECKOIO
nedeHus. Jlo3y ycTaHaBIMBAIOT WHAMBHIYAIBHO B 3aBUCHMOCTH OT MOKa3aHWH, MPUHUAMAS
BO BHUMaHHWe ofmIee COCTOSHHE M KapTUHY KpoBH. [IpweM BHYTph MeTOTpeKcaTa
NPOBOJMTCS HHU3KMMH J03aMH M 3TO, Kak TIpaBWIIO, SBISIETCS [JOMOJIHEHHEM K
MapeHTEepaIbHOMY BBEICHHIO.

1
Oco0ble rpynIbl MaNUEeHTOB
Ilayuenmui ¢ napywenuem yHkyuu noyex
MeTtoTpekcat crieyeT MPUMEHSTh C OCTOPOXKHOCTBIO Y MAIMEHTOB ¢ HAPYLICHHEM (YHKIHHU
noyex. JIo3y ciie/lyeT CKOppeKTHPOBATh CIEAYIOMINM 06pa3oM:

Kinpene kpeatnHuHa (MJI/MHH) % oT J103b1
Honee 60 100
30-60 50
<30 METOTPEKCAT HE CIEAYET IPUMEHSATh

Ilayuenmer ¢ napywenuem pynkyuu nevenu

MertoTpekcaTr cneyer NMpHHUMATh C OCOOOM OCTOPOKHOCTBIO MAIMEHTaM C TEKYLIHM
TSDKEJIBIM HapyllleHHeM (YHKIHM MEYSHH WM MMEIOIIMM TaKHe HapylIeHHs B aHaMHese,
0COOEHHO BBI3BAHHBIEC YIOTPEOICHHEM AITKOTOJIS.

[IpemapaT npoTuBonoOKa3aH npu ypoBHe Ouaupy6una >5 wmr/mn (85,5 Mkmons/m) (cM.
Paznmen 4.3).

Hayuenmvr noscunozo eospacma (cmapwe 65 rem)

Crnenyer paccMOTpeTh CHHIKEHHE [03bI H3-32 HENOCTaTKa (ONMEBOM KHMCIOTHI |
OrpaHM4YeHHOH (QYHKIMH TNe€4eHH H T1oYeK. [loXKuible MalMeHTOB TOJKHBI OBITh
00c¢Iie10BaHbl Ha HATHYME PAHHUX TPU3HAKOB TOKCHYHOCTH.

Iayuenmvr ¢ namonozuyeckum HAKONIEHUEM JICUOKOCMU 6 HNONOCMAX mend (acyum,
nieepum)

ITockompKy 11€pHO MONYBBIBEACHUST METOTpeKcara y MAlMEeHTOB C I1aTOJOTHYECKHM
HaKOIUICHHEM JKHJIKOCTH B TOJIOCTAX Tena (acIuT, MUIEBPHT) U3 IUIa3Mbl yBEIUUMBaeTcs B 4
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pasa, B HEKOTOPBIX CIIydasx, MOXET MOTpeOoBaThCS CHHXKEHHE 103l METOTPEKCATa WK €ro
oTMeHa (cMm. pazjensl 5.2 u 4.4).

Cnocob npuMeHEHHs

TabneTku MpUHUMAIOT BHYTPb, HE pa3)KeBBIBasl, 3aNTUBast OOJBIINM KOJIMYECTBOM KHUAKOCTH
(Boma, 6€3 MOJIOUHBIX IMPOJIYKTOR).

Tabnerku nmpUHUMAIOT BHYTpb HE3aBHCHMMO OT MpHeMa IHINHM, €CJIM Ha3HaueHHas /103a
MeToTpekcata < 15 mr, B 103e >15 Mr — He MeHee, yem 3a 1 yac g0 uam uepe3 1,5-2 yaca
nocrne enbl. CooOmanock O 3alep)KKe BCacCBIBAHHS IpPU TNpHeMe OoJiee BBICOKHX 03
MeToTpeKcaTa rnpu OHOBPEMEHHOM MpUEME MUIIH, 0COOEHHO MOJIOYHBIX MTPOIYKTOB.

[TpomomxuTe /1LHOCTE MPUMEHEHHs! Ha3HaYAeT JIeYallii Bpad.
Tepanus Tsxenbx GopM peBMaTOMIHOTO apTPUTA, NICOPHA3a U MCOPHATHYECKOTO apTPHUTA
SIBISIETCS IOJITOCPOYHOM.

4.3 IIpoTuBONOKA3aHM.

-  THNEPYYBCTBHTEJIBHOCTh K JEHCTBYIOLIEMY BEIIECTBY MWJM K JIOOOMY U3
BCIIOMOTATEIbHBIX BELIECTB, NEPEYUCIICHHBIX B pasjene 6.1;

- TsDKEIbIe. OCTPhIE WM XpOHHUYEeCcKHe HHPEKUWH (HanmpuMep, Tybepkynes win BUY);

- CTOMATHT. A3BBI [IOJIOCTH PTa M XKEJTyIOYHO-KHIIICYHOTO TPAKTa;

- 3a0osieBaHus TIEYEHH BCIEACTBHE XPOHMYECKOTO 3JI0YNMOTPEONEHHs] alKOToIeM MK
ApyrHe XpoHU4ecKHe 3aboneBanus neueHu (cM. paszaen 4.2);

- TsDKelble HapyljeHus QyHKLIUM neyeHu (cM. pasaen 4.2);

- TshKenas mo4euHas nucyHKuus (KinupeHe kpeaTuHnHa <30 MIT/MUH), cM. pasaen 4.2;

- CYLIECTBYIOLIWE WJIH INPEAMIECTBYIOLIME HApyIIEHHs reMoros3a (B TOM YHCJe MOocie
XUMHO-HIIM JIyHCBOW TEpalMM), TaKHe KaK THIOIUIa3hss KOCTHOI'O MO3ra, JIEHKOIEHHS,
TPOMOOIIMTONECHHS HITH BBIPAXKEHHAS aHEMHS;

- MMMYHOJe(HUHUT;

- 370ynoTpebiieHHe alKoToJIeM;

- paHee CyllecTBoBaBIIee 3aboneBaHue KPOBH;

- OJHOBPEMEHHAs BaKIMHAIUS )KUBBIMHU BaKIIHHAMM,

- OepeMeHHOCTB W NEPHOJ] TPYAHOrO BCKapMIIMBanus (cM. paszen 4.6);

- BO3pact 0 18 ner.

4.4 OcoOble yka3aHus M MepbI IPEA0CTOPOKHOCTH NPH NPHMEHEHHH.

[TauuenTsr j10/kHBI GBITH OCBEZOMIICHBI O BaXHOCTH COONIONEHMS PEXMMA MpHEMa
npenapara — | pa3 B Henemo. Bpad momken ykasartb B pelienTe A€Hb HENENH, B KOTOPKIii
Oyner Bbinucan npenapat. Hasnavaroumvii ieuenye Bpad JOMKeH yOEIHTHCS, 9TO MAlHEHTHI
WM JIALA, OCYIIECTBISIOUIME YXOX, CMOTYT COOJIONATh PEXHM JIeUeHHs OIMWH pa3 B
Hesiemo. HempaBuibHOE J03MpOBaHKHE METOTpEKCATa MOXET IPHBECTH K CEPhe3HBIM
HEXeTaTeIbHBIM SBJICHHUAM, BKIIIOUYas JeTalbHbIH ucxod. Kpome Toro, oHM 1OKHEBI OBITH
NPOMH(POPMHUPOBAHBI O HEOOXONMMOCTH HEMEUIEHHOTO OofpalieHus K Bpady MpH
MOSABICHUH CHMITOMOB HHTOKCHKALMH HITH NMOOOYHBIX pEakUWd U O MOCTIEAYIOIEM
MOHHTOPHHIC CHMIITOMOB HMHTOKCHKALUHH (Bxmovass 1abopaToOpHBIE HCCIIEIOBAHUS).
Henenvbhas n103a Beime 20 M MOXKET BBI3BAaTh 3HAUMTENHHOE YBEIHUEHHE TOKCHYHOCTH, B
YaCTHOCTH CYIIPECCHIO KOCTHOTO MO3Ta.

ToxcuuHOCTH

HenpapuisHoe 103MpoBanye METOTpeKcaTa MOXKET TIPHBECTH K CEPbE3HBIM HEXEJIaTeTbHBIM
peaKIHsAM, BKIIOYAs JETAIBHBIX MCXOA. B 9acTHOCTH, coOOMmAToch O CMEPTH TOKHIBIX
MalMeHTOB MOCIIC CITYYaHHOr0 €XEAHEBHOTO MPUMEHEHHUS HEeJIeJIbHOM /{0351,

W3-3a Bo3MOXHOCtM CepBe3HBIX TOKCHUYECKHX peakiuil (KOTOphIE MOTYT MPHBECTH K
JIETAIBHOMY HCXOJly) METOTpPEKcaT, 0OCOOEHHO B YMEPEHHBIX M BBICOKHMX J03aX, CIIEAYET
NPHMEHATE TOJIBKO y TAMEHTOB C TSKEJIBIM, PE3UCTEHTHBIM K JICYCHHIO W MPHUBOISIINAM K



UHBAJIUIHOCTH 3366neBaHHeM, KOTOpPO€ HE OTBEuaeT aleKBaTHO . Ha,  JPYTHE METOJIbI
JICUEHHS.

Bo Bpems JleueHHs METOTPEKCAaTOM ClieAyeT BHMMATENIbHO HAOMIONaTh 3a MalMEHTaMH C
LEJIBIO PAHHETO BBISBIICHHS] CHMIITOMOB HHTOKCHKAIIHH.

[TaunenToB cieayeT HHGOPMHUPOBATH O MOTECHIMAIBHBIX MOJIb3E U PUCKAX (BKIIOYas paHHHE
MPU3HAKU U CUMIITOMBI TOKCHYHOCTH) Teparnuu MeTtoTpekcatoM. Kpome Toro, OHH J10KHBI
OBITh TTPOMH(GOPMHUPOBAHBEI O HEOOXOJMMOCTH HEMEJIEHHO OOpaTHThCS K Bpady IIpH
TOSIBIIEHAM CHMIITOMOB TOKCHYHOCTH M O HEOOXOIMMOCTH MOHMTOPHHIA TAKUX CHMIITOMOB
(BKJIIOYas peryJisipHble 1abopaTOpHbIE aHATHU3bI).

[Ipekpamenne nMpUMEHEHUs: METOTpEeKcaTa He BCErja MPUBOAUT K IMOJHOMY YCTPaHEHHIO
BO3HUKIIMX HEXENATENbHBIX PEaKIHii.

Heobxoaum perynspHblif MOHHTOPHHT YPOBHS METOTPEKCATA B CHIBOPOTKE.

MeroTpekcar MeJIEHHO BBIBOAMTCS K3 [ATOJOTMYECKOTO CKOTUIEHHS IKHUIKOCTEH B
MOJIOCTSIX Teja (TaK Ha3hbIBAEMOM «TPEThEM IIPOCTPAHCTBE)), TAKMX KaKk acCLUT WK
TUIEBPATIBHBIA  BHITIOT, YTO IMPUBOJUT K JUIMTEILHOMY TMEPHOAY €ro IMOJYBBIBEACHHS U3
CBIBOPOTKH W HEOXXHIAHHOH TOKCHYHOCTH. ECIM 3TO BO3MOXHO, TaKue CKOIUIEHHs
XKUJIKOCTH JI0JKHBI OBITH yIaJIeHBI ITyTeM ITyHKIMH [0 Hayajla TEPArTii METOTPEKCATOM.
KpoBb 1 iumdaruueckas cucrema

MetoTpekcar MOXeT TONaBISTh KPOBETBOPEHHE, BBI3bIBAS AHEMMIO, AIlJaCTHUYECKYIO
AQHEMUIO, MAHLIUTOTIQHHUIO, JICHKONIEHHIO, HEHTPOTICHUIO H/WITH TPOMOOIIMTOIIEHHIO.
[lepBbiME MpH3HAKaMM 3THX OMACHBIX Ul JKH3HH OCIOKHEHHH MOTYT OBITH JTHXOpaiKa,
0ok B ropie. H3BA3BICHHE CIU3UCTON OGOJOYKH TMOJOCTH pTa, TPHIIIONOAOGHBIE
CHMIITOMBI, CHJIbHASL YCTAIOCTh, KPOBOTEYEHHS U3 HOCA U KPOBOM3IIHSIHUS B KOXKY.

Ilpn  neyennn HeommacTHyeckux 3aGoNeBaHHMI TepaNmMI0 METOTPEKCATOM  CIIEAYET
NpPOAOJDKATb., TOJNBKO €CIH MOTEHLHWaIbHass IO0/b3a IPEBOCXOJUT PHCK  TSHKETON
muenocynpecciu. Coobmanock 0 MeranobnacTHOW aHeMHH, 0COOEHHO TIPH JUTHTEIHHOH
TEPaNyHu y TOXKHUIIBIX TALIHEHTOB.

Merotpekcar He crnenyer HasHayaTh NPH HAIMYUM A3BEHHOM GOJIG3HM WM S3BEHHOTO
KosiuTa (cM. pasznen 4.3).

[Ipy cocrosmum mocne sedeHHst JEKAPCTBEHHBIMHM CPENCTBAMH C  KYMYJISTHBHOM
MHETIOTOKCHYHOCTBIO, & TAKXKE JIyYeBOW TEpPaNMHU C BKIFOYEHHEM KOCTHOTO MO3ra, ClieIyeT
YUYHUTBIBATE OIPAHHYEHHE KOCTHOMO3TOBOI'O Pe3epBa. JTO MOXKET MPHUBECTH K IOBBILIEHHOM
YyBCTBHTEJIbHOCTH KOCTHOTO MO3Ta K TEPallH¥ METOTPEKCATOM C YCHJIEHHBIM I101aBIeHHEM
FEMOMOSTHYECKOH  cucTeMbl.  [Ipu  JUMTeNBHON  Tepamuum  MeTOTpeKcaToM,  INpH
HEOOXOIMMOCTH, MOXKET OBITh BBITIONHEHA GHOTICHS KOCTHOTO MO3Ta.

3aboeBanys CKEIETHBIX MBIIIIL, COEIMHUTETLHOM TKAHK B KOCTEl

IIpuMenenne MeToTpekcata B COYETaHMM ¢ JIydyeBOM Tepamueil MOXeT IPUBOJIUTE K
TIOBBIIIEHUIO PUCKA PAa3BUTUS HEKPO3a MATKUX TKaHEH WJIH KOCTEH.

BpeMeHHBIH  OCTpEI  HEBPONOTHYECKUH CHHAPOM TakXke HabIIOIAICs NpU  Teparuu
BBICOKHMH /103aMH 'METOTpeKcaTa, B Y4aCTHOCTH, NOBENCHYECKHE OTKIOHEHHS, 0YaroBble
CCHCOMOTOPHbIE CHMITOMBI (BKJIIOYas BPEMEHHYIO CIIETIOTY) W HapylleHHs pedIeKcoB.
Tounas npuurna Hen3BecTHa.

Ciy4an cepbe3HBIX HEBPOIOTHYECKHX MOGOUHBIX 3(h(hEKTOB, HAYMHAS OT FOJOBHOH 6O ¥
A0 napajnn4a, KOMbI U MHCYJIBTONOAOOHBIX SMH30[0B, HAOMIONAINCEH TIPEUMYIIECTBEHHO Y
AETEH M MOJAPOCTKOB, KOTOPBIE MOJIydYald METOTPEKCAT MHTPATEKANbHO B COYETAHHH C
BHYTPUBEHHBIM BBEJICHHEM LIUTApaOHHA.

Ocobast  0cTOPOKHOCTS TPebyeTcss NMPH OXHOBPEMEHHOM HA3HAYEHHH HECTEPOHIHBIX
MPOTHBOBOCIIATMTENIBHBIX ~ MIpemapaToB M MeToTpekcata. CooOmanocs O Cepbe3HbIX
noOOYHBIX S(dekTax, B TOM 4YHMCIE CO CMEPTENLHBIM HCXOZOM, BKJIIOYAs CHIBHOE
YrHETeHHE (DYHKIMH KOCTHOrO MO3ra, aluIaCTHYECKYI0 aHEMHIO M KEJYI0YHO-KHIIEUHYIO
TOKCHYHOCTb, 0COOEHHO T10CTIE BBEIEHHS BLICOKHX J103 METOTPEKCATA.

DyHKIHS IeYeHH




BenenctBue MOTEHUHATbHO TeNAaTOTOKCHYECKOrO IEHCTBHA * METOTpeKcaTa 'BO BpeMs
TEeparuud PEKOMEHIYETCS He TNPUMEHSATh JOMOJHUTEIBHO - FEeaTOTOKCHYECKHE — HITH
IOTEHLMAIbHO TeNaTOTOKCUYECKHUE JIEKAPCTBEHHBIE Tpermapartbl M OTKa3aThCs  OT
ynoTpebeHus anKkoros JU00 3HAYUTEIEHO €r0 OrPaHUYHTh.

MeroTpekcaT MOXeET BBI3BIBATH OCTPBIH TEMaTHT M XPOHHUYECKYIO, TOTEHIIMAIBHO
JIETAJIbHYIO, 1'CMAaTOTOKCHYHOCTh ((udpo3 M UMPpO3 MEYEHM), KaK MPaBHIIO, TOJIBKO TPH
JUIMTENBHOM nNpuMeHeHHH. Yacto HabmromaeTcs OCTpoe, OOBIMHO TPAH3HTOPHOE |
OeccMMNTOMHOE MOBBIIEHHE YPOBHA (PEPMEHTOB TEYEHH, KOTOPOE HE HMMEeT
IIPOTHOCTHYECKOT0 3HAYEHHS JUIS ITOCIE1YIOMero 3a00IeBaHusl TIEUEHH.

XpoHuveckass TOKCHYHOCTh OOBIMHO BO3HMKAJa MOC/E MPUMEHEHHs Tperapara B TCUCHHE
IUTUTENIBHOTO TepHona BpemeHHW (0OBIYHO uepe3 2 roaa wiMm Oosiee) W mocie obieH
COBOKYNMHOW 1103bI He MeHee 1,5 r. MccrnenoBaHusi MalMeHTOB € IMCOPHA30M BBISBHIIH
3aBHCHMOCTh B Pa3BUTHHM TOKCHYHOCTH TEYEHHU OT OOLIeH MpUMEHIEMON COBOKYITHOM J103bI,
IPH 3TOM TOKCHYHOCTD MOBBIMIAETCS H3-3a 3JI0YNOTPEOICHHUS alKOrojeM, OXHPEHHS,
InabeTa ¥ TMOXHJIOro BO3pacTa. BHOINCHM MedeHH, NPOBEJEHHBIE MOCTE JUTHTETHHOTO
JIEYEHUSI METOTPEKCATOM, YacTO IOKA3bIBAIOT TMHCTOJOTHYECKHE W3MEHEHUs. Takxe yacTo
coobmanock 0 Gudpo3e U HUppo3e NeyeHH.

MeToTpeKcar BbI3bIBal peakTHBaNMIO renaruta B wmm o6octpenne rematura C, 4To B
HEKOTOPBIX ClTy4asX MPHUBOAMIIO K JIETATbHBIM HCX0AaM. HekoTopeie ciiyyan peakTuHBaiiiu
remaruta B npousowun mocne mpekparieHus JeueHMs METOTpeKcaToM. Y MalHeHTOB C
renatutamMi B wim C B aHamHe3e JODKHBI BBITONHATHCS KIMHHYECKHE M J1abopaTopHbIe
TECTBI I OIICHKH paHee CyIIECTBOBABINMX 3aboyieBaHMH NeueHH. B pesynbrare nedenue
METOTPEKCATOM MOXET 0Ka3aThCsl HEMOAXO/IAIINM JUTS HEKOTOPHIX MAlHEHTOB.

Crnenyer taxke cobmonark 0co6yI0 OCTOPOKHOCTb U TIPH HHBIX HEAKTHBHBIX XPOHUYECKHX
HH(EKIMAX, TaKuX' KaK OMOSCHIBAIOIIMH Tepec MM TyGepKyles, W3-3a X BO3MOYKHOI
aKTHBAIIHH.

Cnenyer cobmonate 0co6yl0 OCTOPOKHOCTH MpH Tepamd¥ TalHEHTOB C HHCYIHH-
3aBUCHMBIM CaXapHbIM JWa0E€TOM BBHIY BO3MOXKHOTO DPa3BHTHA LMPpO3a MEYEHH 6e3
TIOBBILIEHUS YPOBHS TpaHCAMHHA3.

QyHKIMS T0YEK

Y NMauueHToB ¢ HapyuleHneM GYHKIMH HO4YeK (HAIPUMED, Y MOXKHMIBIX NAIHEHTOR) TEPAITHs
METOTPEKCATOM [OJDKHA MPOBOIUTHECA C 0COO0H OCTOPONKHOCTBIO H B CHHIKEHHBIX I03aX
BBH]Y 3aME/UICHHON 3NMUMUHALMK (cM. pasnen 4.2). [Ipu Hamumunu GakTopoB pucKa, TAKHX
KaKk HapyIeHue (QYHKUHH MOYeK, BKJIIOYAs JErKoe, COBMECTHOE BBEJIEHHE HECTEPOMIHBIX
TPOTHBOBOCTIAJIN TEIILHBIX IIPENAPATOB HE PEKOMEHIYETCS.

Tepamusi MeTOTpeKcaTOM MOXET BbI3BATh HapylleHHe (DYHKIHH [OYEK ¢ [OBBILIEHHEM
3HAYEHHH COOTBETCTBYIOIMX TaGOPaTOPHBIX MOKa3aTeNel CHIBOPOTKH KPOBH (KpPEaTHHHMH,
MOYEBMHA M MOYeBas KHCIOTAa) M TIPHUBECTH K OCTPOM IIOYEYHOH HENOCTATOYHOCTH C
OTMrypHeii/aHypuell. BeposTHO, 3TO CB3aHO € OC@KIEHHEM METOTPEKCaTa M ero
MeTabOoJIHTOB B OYEYHBIX KaHAJBIAX.

CocrosiHus, KOTOpbIC NPUBOLAT K 06E3BOKMBAHMIO OPTaHM3MA, TAKHE KaK PBOTA, auapes,
CTOMATHUT, MOT'YT CIIOCOOCTBOBATh Pa3BHTHIO TOKCHYHOCTH METOTPEKCATA M3-3a TIOBBIIICHHUS
€ro ypoBHs. B 5THX ciryqasx crejtyeT HauaTh NOANEPXKUBAIONIYIO TEPAITHIO H PACCMOTPETH
BOIIPOC O MPEKPALIEHAH IPUMEHEHHUS METOTPEKCATA 10 HCYE3HOBEHHS CHMITTOMOB.
KenyouHo-kHnieuHbIE PacCTPOHCTRA

[Ipn BO3HMKHOBEHHH S3BEHHOTO CTOMATHTA I THAPEH, PBOTHI C KPOBBIO, CTyJIa YEPHOTO
BCTA WA KPOBH B Kajle Tepamus [OJDKHA OBITh TNpepBaHa, B NPOTHBHOM Cllydae
nep(opanys KMIIeYHHKa MOXKET IPHUBECTH K FeMOPPArHuecKOMY SHTEPHTY H CMEPTH.
HepsHas cucrema

XpoHuyeckas JeiKkodHnedanonatus Habmoganach y MalMEHTOB, KOTOPbIE MONyYain
TIOBTOPHYIO TEPANUIO METOTPEKCATOM B BBICOKMX J03aX C Kamplus QoamuHatom u 6e3




NPEAIIECTBYIOIEH Ty4eBOH Tepanuu Ha 001acTh rojoBbL” Takke WMEIHCh COOOIIEHUS O
cryqasx JIeHKosHIehanonaTiy y NaiueHToB, OMyYaBIIHX-METOTPEKCAT [IEPOPATHHO.
[Iporpeccupytotiiast MynbTudokanbHas seiikosHuedanonarus (IIMJT)

Coobmanoch 0 caydasx OpOrpecCHpyIouield MyJTbTHHOKATBHOW Jeiiko3HIedatonaTiu
(TIMJI) y manueHToB, MOJYYaBIIMX METOTPEKCAT, B OCHOBHOM B COYETAHWH C JPYTUMH
HMMyHocyrIpeCCHBHLIMH npenapatamu. [TMJI MoXxeT NpUBECTH K JIETATLHOMY HCXOIY. DTO
ClleqyeT  yuuThIBaTB  NpH  JubdEepeHUHabHOM  JHArHOCTHKE  MAlMeHTOB  C
MMMYHOIE(DHLIUTOM, Y KOTOPBIX 3aQUKCHPOBAHO YXY/IIIEHHE WIIM IOSBJIEHUE HOBBIX
HEBPOJIOTHYECKUX CHMITTOMOB.

DYHKIHS JIETKUX

Ocobast 0cTopoKHOCTE TpedyeTes B ClIydae MAlMEHTOB ¢ HAPYMIEHUAMH (hYHKIIMH JIETKHX.
Oco’KHEHHS! CO CTOPOHBI JIETKHX, IIEBPAILHBIA BBINOT, ANLBEOJMT MIIM ITHEBMOHHT C
TaKMMH CHMIITOMaMH, KaK CyXOH pas[pakarollHii Kalleib, Kallelb, JUXOpaaka, odree
HeJloMOraHnue, 60Jib B Ipy/IH, OJIBIIIKA, THITOKCEMUS] ¥ MHOHUIBTPATHI NIPH PEHTreHOrpaduu
TPYAHOW KJICTKM WM HecrenrdHyeckas MTHEBMOHHs, BO3HHKAIOIIAs BO BPEMs Tepanuy
METOTPEKCATOM, MOTYT OBITh NpPH3HAKaMH TOTEHIMATBHO ONACHOTO TOBPEXKICHHS C
BO3MOJXXHBIM CMEPTENIBHBIM HCX010M. [Ipn u3ydeHur OGMOTICHH JIErOYHOM TKAHM OTMEYAIHCh
PasIMYHBIC HapyIIeHWs (Hamp¥Mep, HHTEPCTHLHAIBHBIH OTEK, MOHOHYKIIEapHbIE
MHQUIBTPATBI MJIW HEKA3€03HBIE TPAHYIEMBI).

IIpu nonospennn Ha HaMMYMEe TAKUX OCIOKHEHHH METOTPEKCAT HEMEUICHHO OTMEHSIOT
BBITOJTHAIOT TINATEIbHOE 00C/IEI0BAHNE, B YACTHOCTH ISl HCKIIFOYEHHS HANMYHS HHPEKIMH
¥ omyxond. 3a00IeBaHus JIETKUX, BHI3BAHHBIE METOTPEKCATOM, MOTYT BO3HHKATh B JTIO00E
BPEMSI TEPAIMH, HE BCETAa SIBIATHCS MOJHOCTBHIO OOpAaTHMBIMH M HabJIOAATBCS JaXke MpH
TEPAIINA TaKMMU MATTBIME JI03aMH, KaK 7,5 MT B HEJIEO.

Taxke coolwanock o JETOYHOM aNbBEOJSAPHOM KPOBOTEYEHWM TMPH IPHMEHEHHH
METOTpEKCaTa IpU PEBMATOJOIHYECKUX M CBSA3aHHBIX MOKA3aHHAX. DTO TaKKe MOIKET OBITH
00yCJIOBNIEHO BACKYJIHTOM M JAPYTMMH COMYTCTBYIOIIMMH 3a00JI€BAHUSMH. Cnenyer
YYMTBIBATh PE3yNbTaThl OBICTPBIX HCCIENOBAHWII MPH IOJO3PEHHHM HAa JIETOYHOE
AJIbBEOJIIPHOE KPOBOTEYEHHE /AJIS IIOATBEPIKACHHSI JUArHO3a. ’
Bo Bpems Tepanmmm MeTOTpeKCaTOM MOTYT BO3HHKATh OMIOPTYHHCTHYECKHE HHQEKIHH,
BKJIIOYas THEBMOLMCTHYIO ITHEBMOHHUIO, KOTOPask MOXET MPUBECTH K JICTATHHOMY HCXO.LY.
Ecnu naupent nabmonaer y cebs COOTBETCTBYIONIME CHMITOMEI, CIEIYET PACCMOTPETH
BO3MOXXHOCTh ITHEBMOLIMCTHOM MTHEBMOHHH.

3a601eBAHUS KOKH ¥ T10JIKOXKHON KIE€TYATKH

Habmonanncs ciiyuan TSKeIbIX, HHOT/A JIETATBHBIX KOKHBIX PEaKIHi, TAKHX KaK CHHJIPOM
CruBenca-/[)K0HCOHA, TOKCHYECKUH SIHAEPMATBHBIH HEKPOIH3 (cunapom Jlaitenna), mocre
OHOKPATHOTO WM JUTHTEIBHOrO IPUMEHEHHST METOTPEKCATA.

Y [auMeHToB ¢  ICOPMa3’OM  BO3MOXKHO O0OOCTpeHHe 3a60JeBaHMs  Ha ¢one
yAbTpaHONeTOBOro OGMyYeHHs NpH TepaluH MeTOTpekcaToM. Bo Bpems Tepamum
METOTPEKCATOM CYLIECTBYET PHCK BO3HWKHOBEHMS Jy4EBOTO JAEPMATHTA M COJHEYHBIX
OJKOTOB (MECTHasl BOCTIAJIUTENbHAS PeakiKs B paHee 06TydeHHo# 061acTn).
Ceemouyscmeumenvruocme

Y HEKOTOpBIX JTI0/IGH, IPHHUMAIONINX METOTPEKCaT, HabIIoaanach ($oTOUYBCTBUTETBHOCTS,
NPOSBIIAIOIAANCA B BHAE YCHJICHHOW pPEaKLMH Ha COJHEYHBIH oxor (cM. pasaen 4.8).
Crenyer u3Gerath BO3JEHCTBUS WHTEHCHBHOTO CONHEYHOTO CBETA HITH yABTPaHONETOBBIX
JTy4eH, ecim 3T0 He OOYCIOBIEHO MEIMIMHCKMMH TOKa3aHWSIMH. IlalkeHTam cienyer
MCITOJIL30BAaTh COOTBETCTBYIOIIMM COJTHLIEAIIUTHBIN KPeM [UIs 3allUThl OT WHTEHCHBHOTO
COJIHEYHOI'O CBETA.

MMmyHHas cucTtema

Puck MHQUUMpOBAHUS TOBBINAETCS TOCTE BAKIMHALMM JKHBBHIMH BAKLMHAMH HAa (one
IMTOCTaTHYECKOH Tepamuu. CoobwWwanoch 0 ciyyasX JUCCEMHHMPOBAHHBIX HMH(MEKIIHil
BHPYCOM KOPOBbEH OCIIBI 110CIIE BaKIIMHALMH MIPOTHB BETPSHOM OCIbl. [[UTOCTATHKH MOTYT
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CHIJKaTh 0OpazoBaHHe aHTHUTEIN MOC/IE BaKIIMHAIIMH MIPOTUB IPHUIITIA.

MetoTpekcar crnocoGeH HapymaTh OTBET Ha BaKUHHAIMIO M. UCKAKAThH PE3yNbTaThI
UMMYHOJIOTHYECKMX aHAJU30B (Ul BBIABJICHHS MMMYHOPEAKTHBHOCTH). BakuuHamms BO
BpPEMsI Tepaniu METOTpPEeKcaToM MOXeT ObITh Hed(h(dekTHBHA. B CBA3M C MOBBIIIEHHBIM
PHCKOM 3apaK€HHsl, BAKIIMHALIMS )KUBBIMH BAKIIMHAMU HE JIOJDKHA MPOBOJMUTHCSH BO BpEMs
Tepaliy METOTPEKCATOM.

MetoTpekcaT cienyeT IpHUMEHSATH ¢ 0CO00HM OCTOPOXKHOCTBIO y MAIMEHTOB ¢ aKTHBHBLIMH
MHQEKIUAMH. MeToTpekcaT NPOTHBOMOKA3aH MAlMEHTaM, KOTOPHIE HMEIOT SBHBIE HWIH
nabopaTOpHO IMArHOCTHPOBAHHbIE MpH3HAKH HMMyHoxeduuuta. Cremyer cobmonaTsk
OCTOPOXKHOCTh  MpPH  NPUMEHEHHH METOTpeKcara Yy IallMeHTOB, TI0/IBEPraloluXCs
BO3LAEHCTBHUIO TaKUX BO3OyaUTENEH, KaK BUPYC BETPSHOM OCIIBI MJIM BUPYC OMOSCHIBAIOIIETO
JUIas.

HoBoo6pasopanus

Y nauueHToB ¢ OBICTPO pACTYMIMMH ONMYXOJNSMH METOTpEeKcaT, Kak M Jpyrue
LHMTOCTAaTHYECKUE JIEKApPCTBEHHBIE CPEJCTBA, MOKET BBI3BIBATH CHHIPOM JIM3MCA OIYXOJIH.
IIpoBenenne cooTBETCTBYIOMEH MOICPKUBAIONIEH MEIUKAMEHTO3HON TEparHM MOYXKET
NPEIOTBPATUTE HITH OOJIETYUTH 9TO OCI0KHEHHUE.

Ha ¢oune Tepanum mameiMm no3amm MeroTpekcata cOOGIIANOCh O HEYACTHIX CIyHasx
PasBUTHA 3/I0KAQYECTBEHHBIX IMM(OM, KOTOpble B HEKOTOPHIX CIIyYasX pa3perainuch
CaMOCTOSATE/IbHO MTOCIIE OTMEHBI METOTPEKCATa, He TPeOyst IPUMEHEHHS [IATOCTATHKOB.

I1pn pasBuTuu MMbOMEI CHaYana CliefyeT NPeKpaTUTh TEPAITHIO METOTPEKCATOM, H TOJNBKO
eciy TuM(pOoMa He paspenIuTCs CaMOCTOSITENIbHO, HAYaTh COOTBETCTBYIOIIYIO HEOGXOMHMYIO
Tepanuio. B HEJaBHEM HCCIIeIOBAHMH HE 6b1UT0 0OHAPYKEHO YBE/IMYEHHUS HaCTOThI PA3BHTHS
MUMQOM MY JIEYEHHH METOTPEKCATOM.

Donuesas KuCI0TA

Jledbuuut ¢onara MOXeT yBENMYMTH TOKCHYHOCTH MeTOTpekcaTa (cM. pasuen 4.5).
[Ipumenenne QonueBolt WM  (OTUHOBOH KHCIOTBI MOXET CHH3UTh TOKCHYHOCT
METOTpeKcaTa (JKeIyJI0YHO-KHIIEYHBIE CHMIITOMBI, CTOMATHT, AIONEHUIO U TOBBIIICHHE
ypOBHEH (PEPMEHTOB I€YEHH).

Ilpexxne vem mpunMMath mnpemaparhl (ONHEBOH KHMCIOTHI, PEKOMEHIYETCS MPOBEPHTH
YPOBEHb BHTamMuHa Bl2, mockosibKy npweM (oNHeBO# KHCIOTBI MOXET MacKHpOBATH
nebuuut BuTaMuHa B12, ocobenno y manuenTos crapme S0 Jer.

DepTUIBHOCTD

Bo Bpems Tepanii METOTpeKcaToM M HEMOCPEACTBEHHO MOCIIE €6 OKOHYAHHS HABIIOAAI0Ch
HapylIeHHe (EPTUIBHOCTH 3a CYeT BO3ACHCTBHS Ha CIEPMATOreHe3 M OOTeHe3,
OJIUTOCTICPMH s, MEHCTPYaJIbHBIC HApyUIEHWS W ameHopes. DTH 3((eKTrl, Mo-BHIANMOMY,
SIBJISIOTCS] OOPATUMBIMK M HCYE3AIOT [0CIIE TPEKPAIEH s TEPATTHH

TeparoreHHocTh

MetoTpekcar SMOpHOTOKCHYEH, BBI3BIBACT BHIKU/IBINIM M BPOXK/ICHHBIC MOPOKH Pa3sBHUTH.
[TosToMy 110 Havana Tepamuu ¢ MalHeHTaMn AETOPOHOTO BO3PACTA KEHCKOTO H MYIKCKOTO
moja HeoOXoAWMO OOCYAMTH BO3MOXKHBIE DPHCKH BO3JEHCTBHS Ha PENPOLYKTHBHYIO
ynxmmro (em. pasaen 4.6).

Ilepen npumenenugm npenapara HeOGX0MMO HCKITIOUHTE GEPEMEHHOCTB.

JKeHIMHBI JICTOPOHOTO BO3pacTa BO BpeMs JICUCHHS M B TEYEHHE 6 MECALEB MOCIe
TEpaiK METOTPEKCATOM JOJDKHBI IPUMEHSTH HAI)KHBIE METOIbI KOHTPALIETIIIHH.
MyX4HHaM BO BpeMs JI€YeHHs METOTPEKCATOM M B TEUEHHE HE MEHee 3 MECANEB Mocie
HETO peKOMeHAayeTcs u3berarth 3ayaTusi peGEHKA W NPUMEHSTh HAJEKHBIE METO/IbI
KoHTpauenuuu. [TocKobKy NedeHHe METOTPEKCATOM MOYXKET MPUBOJHTL K THKENIBIM H,
BO3MOXHO, HEOOPATUMBIM HapyIICHHSIM CIIEpMATOTEHE3a, [0 Hadajla Tepalku MYKYHHAM
PEKOMEHyeTCsl 0OpaTHTHCS 3a KOHCYJIbTAlWEH IO TOBOAY BO3MOXHOCTH KOHCEPBAIIHH
crepmel (cM. paszaen 4.6).

Pexomennyembie 00cie10BaHus H Mepbl 6€30NACHOCTH




B npouecce Tepanuu HeobOXomMMo TImaTenabHOE  HaOMIONEHWE ! MAlMeHTa  JUIA
CBOEBPEMEHHOT O BBISBICHUS CHMITOMOB TOKCHUHOCTH.

Mo nauana mepanuu METOTPEKCaTOM HEOOXOIMMO BbIOIHATE:

- pa3BepHYTHI aHATH3 KPOBH C aud(EpeHIHPOBAHHBIM MOICYETOM JIEHKOUMTOB H
TPOMOOITHTOB,

- onpeneneHue ypoBHs mneudeHouyHbIXx (epmentoB (ACT, AJIT, II®P), OGunupybuna,
CBIBOPOTOYHOTO anbOyMHHa,

- aHaJM3 noKasaTened QyHKIMH 1mouek (Mpu HeoOXOIMMOCTH ¢ ONpeeIeHHeM KIIMpeHca
KpEaTHHUHA),

- CEpOJIOTHYECCKOE MCCIIEOBAHUE HAa BUPYCHI renaTuToB (A, B, C),

= npu HeoOX0auMOCTH CJIEAYET HCKITIOYUTH Tyﬁeplcynea U caeyiate peHTreHorpadamo
OpPraHoB Ipy/IHON KJIETKH,

- TIpH NOJO3PEHHH Ha HaMuyue 3a00JeBaHMs JIETKHX, a TAKXKe MPH HAJIHYHH HCXOIHBIX
pedepeHTHBIX MoKa3aTeneil 1erecoo6pasHo HCCIeN0BaTh (PYHKIUIO BHENTHErO AbIXaHMUS.
Heo6xoaumo perynspHo KOHTPOIMPOBATH CHIBOPOTOUHBIE YPOBHH METOTPEKCATa, 0COOEHHO
BO BpEMs W TMOCHEs TEPANIHK BBICOKHMH J103aMH (cM. Taioke paszzen 4.9). Tak MoxHO
3HAYUTEILHO CHM3UTh TOKCHYHOCTH M BEPOATHYIO JIETATLHOCTH Ha (hOHE Tepanuu
METOTPEKCATOM.

B 4acTHOCTH. pUCK pa3BHTHs MOBBILIEHHBIX YPOBHEH METOTpeKcaTa MM 3aMeICHHOIO
CHH)KEHHMs €ro YpPOBHEH HMMEIOT TMAalMeHThl C IUIEBPAIBHBIM BBIIOTOM, AaCIMTOM,
HEMPOXOMMUMOCTBIO  JKEITyJJOYHO-KHMIIEYHOr0  TpaKTa, MpPEJUIECTBYIOMEH  Tepanuei
LMCIUTATHHOM, JIETHIpATAlMeH, CHHXKEHHBIM I0Ka3zaTeneM pH Moud Wik HapylmieHHem
dynkuun novex. TaKMe MAMEHTHI JOKHBI HAXOTUTHCS MO/ THIATETHHBIM KOHTpOJeM. Y
HEKOTOPBIX MallMEHTOB MOXET HAOMIOAaThCs 3aMEUICHHOE BBIBEAECHHE METOTpPEKCATa Jaxe
MpH OTCYTCTBHH BBIIICHA3BAHHBIX COCTOSHHH. TakWX MALMEHTOB BaXXHO BBIABIATH B
TEYCHUE NMEPBRIX 48 4acoB Mocie Hayana TeparnM MPEenapaToM, MOCKOAbKY B IIPOTHBHOM
CJTy4ae TOKCHUHOCTh METOTPEKCATa MOXKET OKa3aThCsl HEOOPATUMOM.

IIpu Tepanun MetoTpekcarom B go3ax 100 Mr/M? u Gosiee HEOGXOIMMO TIPOBOJUTE TEPATTHIO
TNIPUKPBITHS C IPUMEHEHHEM Kaiblius (onunarta. Jlo3a xamsius (oimHaTa nmoabupaercs B
3aBUCHMOCTH OT JI03bI METOTPEKCATA U [UTUTEILHOCTH HHDY3HH.

Tepanuio NpuUKpBITHS C NpUMEHEHWEM Kablus (OJTMHATA HAYMHAIOT B TeueHHme 42-
48 yacoB  mocne MpOBEIEHHS TEPANMH  METOTPEKCATOM,  YPOBHH METoTpeKcaTa
KOHTPOJIUPYIOT KaK MUHUMYM 4epe3 24, 48 u 72 4yaca u, eciu TpebyeTcs, nanee ¢ el
OTIPENIEICHAs  HEOOXOMMMOH TMPONO/DKHTEIBHOCTH —TEpandd TPHKPBITHS C  KAIBLHS
donuraTom.

Bo epema mepanui (exeHenensHO — B TeueHHe MEPBBIX 2-yX He/IENb TEpaIuM, B TCYECHHE
MOCNENyIOmero Mecsiua — 1 pa3 B 2 HemelnM; 3aTeM, B 3aBHCHMOCTH OT KOJIHYECTBA
JICHKOLMTOB M COCTOSIHUS MALMEHTA, — MUHUMYM | pa3s B MECAI B TEUEHHE MOCIEYIOIHX
6 MecsleB U MUHUMYM | pa3 B 3 Mecsina BNOCIEACTBHN):

[lpn  yBennvennn 103bI ClEyeT paccMOTPETh BO3MOXKHOCTh YBEJTHYEHHS HaCTOTHI
OCMOTPOB, y MO HUJIBIX TAIMEHTOB CIIEAYET KOHTPOJIMPOBATh HAIMYHE PAHHUX MPHU3HAKOB
TOKCHYHOCTH 4epe3 KOPOTKHE MPOMEXYTKU BPEMEHH.

1. Ocmomp norocmu pma u 3e6a na ipeMeT H3MeHEHHH CTM3HCTO.

2. Paseepnymulii ananus kposu ¢ Ougepenyuposannvim nodcuemom NeuKoyumos u
mpomboyumoe. Tlepen HavaoM KOMOHHUPOBAHHOM TepaNuH, BKIIOYAIOMIEH METOTpEKcaT B
BBICOKMX 033X, KOJIMYECTBO JIEHKOIIMTOB M TPOMOOLMTOB JODKHO OBITH BBINIE
MHHHUMAJIbHBIX 3HAYCHHH, YKA3aHHBIX B COOTBETCTBYIOIIEM MPOTOKOJE (JIEHKOUMTHI OT
1x10%1 mo 1,5%10%m, tpomGommter ot 50x10%1 0 100x10%n). Jlefixonenns,
TPOMOOUMTONEH NS U CHI)KEHHE YPOBHS HEHTPOQHIBHBIX IPaHyJIOUUTOB, KaK IMpaBUIIO,
HabmonaioTes yepes 5-13 aHei mocie BBeEHHs METOTpeKcaTa (¢ BOCCTAHOBICHUEM yepes
14-28 nweil). MHorna oTMewaeTcss IBYKpaTHOE CHHIKEHHE YPOBHs JIEHKOLUTOB H



HEHTPO(DHILHBIX MPAHYJIOLHTOB: MEpBOe MTPOUCXOIUT Yepe3 4-7 JHeir, Bropoe '~ depe3 12-
21 meHs, moclie 4ero ClemayeT MOBBIICHHUE.

3. Monumopiiie akmueHocmu neveHouHbIX hepMenmos 6 CbleOPOmKe KpoGu.

Ha d¢one Ttepanuum mnpenapatom y 13-20% mnamueHToB Habmomaercs 2-3-KpaTHoe
TPaH3UTOPHOE TIOBHIIIEHHE AKTHBHOCTH «II€YEHOYHBIX)» TpaHCaMHHA3, dYalle BCEro,
OeccumnTomHoe. OGBIMHO 3TO HE SBIAETCS MPHYMHOM JUIsi H3MEHEHHS CXEMBI Tepanmuu. Tem
HE MEHEEe, CTOMKHE MaTOJOTHYECKHE U3MEHEHHS YPOBHEH NMEYEHOYHBIX (GEPMEHTOB U (MiIH)
CHIDKCHHE ypPOBHS CHIBOPOTOYHOro anb0yMHHa MOTYT YyKa3blBaThb Ha TSKEIYIO
rermaToTOKCHYHOCTh. B cilyuae CTOMKOro MOBBIIIEHHS YPOBHS MEYCHOYHBIX (EPMEHTOB
CIIClyeT pacCMOTPETh BO3MOXKHOCTh YMEHBINEHHs 03Bl Mpenapata WM [pephIBaHUS
Tepanuu. Y MalUeHTOB C JUTMTEIBHO CYIIECTBYIOLIMMH HAPYIIEHHSAMHM (QYHKIIMM TeYeHH
METOTpEKCaT CJIeAyeT OTMEHHTH B JTIOOOM CiTydae.

Onpenenenre ypoBHs (EpPMEHTOB HE MO3BOJSET NOCTOBEPHO MPOTHO3MPOBATH PA3BHTHE
MOP(OIOTHYECKH BBIABIAEMON IeMaTOTOKCHYHOCTH, T.C., JAXKE MPH HOPMAIBLHOM YPOBHE
TpaHCaMHHa3 MOXeT, 0TMe4aThes (Gudpo3 MK pexe HHPPO3 MEYEHH, KOTOPBIE BBIABIISIOTCS
TOJIBKO THCTOJIOTHYECKH.

Beiencreue renaroTokcHueckoro neicTBuS MeTOTpeKcaTa IpPH JUIMTENBHOM JICYEHHH
MalkeHTaM ¢ TOKEIBIMH (OpMaMH IICOpHasa CJeAyeT INPOBOAMTL OMOICHIO TEYEHH
(eM. «Buoncust newenuy)

4. OynxyuonanbHeie noveuHvle NPobbL U UCCIEO08AHUSL MO,

OyHKUHMS TOYeK JNODKHA KOHTPOJMPOBATHCA C TOMOIIBIO (DYHKIMOHAIBHBIX MOYEYHBIX
npob u anamm3oB Moun. Ha 2 u 3-e cyTku Tepamum MeTOTpekcaToM, 0COGEHHO TpH
NPUMEHCHHH BBICOKHX 03, PEKOMEHIYETCS MPOBOJMTH KOHTPOJIb YPOBHS KpEaTHHUHA,
MOYCBHHBI U 3JICKTPOJUTOB C IEJIBIO BBIIBICHUS HAPYLICHUI BBIBEIEHHS METOTpEKcaTa Ha
PaHHUX JTarnax.

[pu Hanmumy npu3HaKoB HapyweHUs GYHKUMH MOveK (HarpuMep, BBIpa’KEHHBIE T0O0YHBIE
3 deKThl npeIecTBYIOME TepaNKK METOTPEKCATOM HIIM HAPYLICHAS OTTOKA MOYH)
HEOOXOIMMO OTPEIENHTh KIIMPEHC KpeaTHHUHA. [Ipy MOBBIEHHH yPOBHS KpeaTHHHHA 03y
Tnpenapara ClIeIyeT CHH3HMTh. Tepanmus METOTPEeKCaTOM MPOTHBONOKA3aHA NPH YPOBHE
KpeaTHHHHA B CHIBOPOTKE BBIIIE 2 MI/AN M KIMpEHCe KpeaTHHHHA Hike 30 Miu/MHH (cM.
pazzennst 4.2 u 4.3).

Bonee wacTelii KOHTpONL HEOGXOMMM Y MALHEHTOB €O CHEKEHHOM dyHkme# movex
(HarpuMep, y MOKHIIBIX MALUEHTOB), @ TAKXKE TPH COBMECTHOM IIPUMEHEHUU TIpenapaTos,
KOTOpBIE BIIHAIOT Ha BBIBEICHHE METOTPEKCATA, BBI3LIBAIOT MOBPEX/ICHHE [I0YEK (HATIpUMeED,
HIIBII) wim noTeHImansHo MOTYT IPUBOAUTE K HAPYIIEHHIO (GYHKIAHA KpoBeTBOpeHus. He
PeKOMEHAyeTCst coBMecTHOe npuMmeHeHue ¢ HIIBIT y mammentoB ¢ daxropamu pucka,
TaKMMH KaK MO4evHask HE0CTATOYHOCTh, BKIIOYAs JIETKYIO CTEIEHb. Y CJIOBHSI, IPUBOISIIHE
K 00€3BOXKMBAHHMIO, TaKME KaK pBOTA, AMapesi, CTOMATHT, MOTYT YBEIHYHTb TOKCHYHOCTD
METOTpEKcaTa 3a CYET IIOBBILICHHUS €ro KOHLUEHTPAlMH. B 3THX ciyyasx Tepamuio
METOTPEKCATOM HEOOXOAMMO NPHOCTAHOBHTH JIO NpPEKpPAIIEHHs CHMITOMOB. [[0BbIIEHHE
YPOBHS NperapaTa BaXXHO BBIABUTH B TE€YEHHE MEPBRIX 48 4YacoB mocliie Hayama Tepamnuw,
TIOCKOJIBKY B MPOTHBHOM Cily4a€ TOKCMYHOCTh METOTPEKCaTa MOMKET O0Ka3aThes
HeoOpaTUMOii.

5. Oynryus neaxux. Ocobyl0 OCTOPOKHOCTH CIEAYET IPOSIBIATL Yy MAIUEHTOB C
HapymeHHOH ¢yHkuuel nerkux. IIpw  BOCTANCHHH JIETKHX Tpebyercs  ObICTpoe
TIOATBEPXKACHUE HAarHO3a M OTMEHA MeTOTpeKcara. JIerodHsle OCIIOXHEHHs, Takhe Kak
TUIEBPUT, albBEOJIMT WM IYJIBMOHUT C TAKUMHM CHUMITOMaMHM, KaK CyXOM Kallels,
JAXOpajiKa, HeJoMOoraHue, OONb B TPYIOM, JMUCIIHOI, THIOKCEMHS, MHOMILTPATHl HIH
Hecrenuduyeckas — IHEBMOHHs BO  BpeMmsl — TEpalMM  METOTPEKCATOM  MOTYT
CBHUACTEILCTBOBATE O TOTEHLUHATBHO OMNACHBIX MOPAKEHUSX M TpeOyIT NpeKpauieHus
JIEYEHH U TILATEJTBHOTO 00C/e10Banks (BKIIFOYAs PEHTIEH TPYIHOM KIIETKH).



Coobmanock 0 ciydasx OCTPOrO MM XPOHHYECKOTNO. MHTEPCTHIHAILHOFO  [THEBMOHMTA,
aCCOIMUPOBAHHOTO' ¢ 303WHODUINEH KPOBH, KOTOPBIH MPUBOAM/ K JIETANbHOMY. MCXOMY.
[TanMeHTh! DOKHBI HEMEIUIEHHO 00paTUTHCS K Bpayy B ClIydae IOSBICHUs CTOMKOIo Kallis
WK croiikod oneiku. Ha ¢one mpuema MeToTpekcara MOXKET MOBBIIIATHCS YacTOTA
OIMMOPTYHUCTHYECKUX MH(EKIMH, BKIIOYash MHEBMOLUCTHYIO MHEBMOHMIO, KOTOpast MOXKeT
OBITh (paTambHON. Y MALMEHTOB C JIETOUHBIMA CHMITOMaMH BEPOSTHOCTH ITHEBMOLMCTHON
TTHEBMOHHUY NOJ’KHA OBITH NMPHUHATA BO BHUMaHWe. KpoMe TOro, cooGImanochk O Jero4HoM
abBEOJIIPHOM KPOBOTEYEHHH BO BpEMs TEpalHH METOTPEKCATOM, HCIOJIB3YEMBIM IPH
PEBMATOJIOTHUECKUX M JAPYIrMX ayTOMMMYHHBIX 3a00JIeBaHHAX. DTO TaKXKe MOXKET OBITh
CBSI3aHO C BACKYJINTOM H JIPYTHMH CONYTCTBYIOUIMMHU 3aboneBanusMu. [Ipu momo3pennn Ha
JIETOYHOE aJIbBEOJISIPHOE KPOBOTEHUCHHE CIIEAYET HEMEIJICHHO IIPOBECTH O6CJIClIOBaHPIC s
NIOJITBEPXKIEHHUS IUarHo3a.

Y NauMeHTOB C JIETOYHBIMH CHMITOMAaMH CIEIYeT NPEeKpaTHTh TPHEM METOTpeKcaTta H
MPOBECTH TIIATENIbHOE 00C/IeN0BaHUE (BK/IIOYAs PEHTrEHOrpadMIo IpyaHON KIETKM) s
HCKITIOYEHHs HH(EKIHK U omyxoseit. [Tpy Mo03peHnH Ha 3a60IeBaHue JIETKHX, CBA3AHHOE
C METOTPEKCATOM, CIIElyeT HayaTh JICYEHHE KOPTHKOCTEPOUAAMH M HE BO30OHOBIATH
JIeUeHHE METOTPEKCATOM.

Jlerounbie cuMnTOMBI  TPeGYIOT OBICTPOH MMATHOCTMKH M TIPEKpAIIEHHs Teparuu
METOTpEKCaTOM. BBI3BaHHBIH METOTPEKCATOM MyTEMOHHT BO3HHKAET OCTPO, B JI060€ BpeMst
TEpaluM, HE BCEI/la MOJTHOCTBIO 00paTUM M HaOJIOAeTCs PH BCEX J103aX (BKJIIOYAs HU3KHE
J03bI 7,5 Mr/Henemp).

buoncus neuenn. JlokasarenscTBa HEOOXOAMMOCTH BBIMOJIHEHHS OWOINCHH TEUEHH C
[€JbI0 MOHUTOPHHTA reMaTOTOKCHYHOCTH Y MAIlMEHTOB C PEBMATOJIOTHYECKOH MaTONOTHElH
OTCYTCTBYIOT.

Benencrsue renaroTokcHueckoro neicTBHS MeTOTpeKcaTa IpPH JUTHTEIBHOM JICYEHHH
MalMeHTaM C TsHKENbIMKE (OpMaMH TIcOpHasa ClieyeT MPOBOAHTE OHOIICHIO MIEYCHH.
IpenBapuTensHo HEOGXOMMMO OLEHUTE CTENEHb PUCKA TOBPEKACHH!S TIEYEHH Y ALHEHTa:
a) nanueHThs 6e3 GakTopoB pHcka.

B cooTeTcTBMM ¢ aKTyanibHBIMM JAaHHBEIMH OHMONCHS TI€YEHH /0 JOCTHIKCHHS
KyMyJISATHBHOH 110361 1,0-1,5 r MeToTpekcaTa He TpeOyeTcs.

0) mauueHTs ¢ JakTOpaMH PUCKa, K KOTOPEIM OTHOCSITCSL:

- 37I0ynoTpebieHHe aJIKOT0JIEM B aHAMHE3e,

- CTOMKOE MOBBILICHHE YPOBHS MEYCHOYHBIX (PEPMEHTOB,

- 3aDosieBanye neveHy B aHaMHe3e, BKIIIOYas XpOHHUECKHit rematut B wm C,

- CEMEHHBIN aHaMHe3 HACJIEACTBEHHOTO 3a00JIeBaAHUS TIEYEHH,

- CaxapHblit 1uaber,

- 0)KHpEHHE,

- IIPUMCHEHHUEC ICMaTOTOKCHYCCKHUX JIEKAPCTBEHHBIX CPEJACTB HIIH XMMHYECKHX BEIIECTB B
aHaMHese.

Takum namvenTam GHONCHS NMEYeHH PEKOMEHIOBAHA BO BpeMsl MJIM BCKOpE IOCJIe Havaja
Teparmui  MeToTpekcatoM. [IoCKONIbKY HEGONBINONH MPOLEHT MAlMEHTOB NpeKpaInaet
TEpanuio 1Mo pasjMYHbIM NPUYHHAM CIYCTd 2-4 Mecsila, MPOBEAEHHE ITIEPBOH OGHOICHH
MOXHO OTJIOXKHTH 10 OKOHYAHHs 3TOW HavalbHOH (a3bl. Ee HeoOXomnMo mposectH, eciu
€CTh OCHOBAHHMA IMOJIaraTh, YTO MPEACTOUT HOJIEE JOITOCPOYHAs Teparus.

IToBTOpHBIE GHONCHH NEYeHH PEKOMEHAYIOTCS TOC/E JOCTHKCHHS cyMMapHoO# n03s1 1,0-
I,5r.

buoncus nevenn He nokasana:

- Y HOXWIbIX TAlIUEHTOB,

y MAllUEHTOB C OCTPBIM 3ab0JIeBaHHEM,

Y TAIHCHTOB C NPOTHBOINOKA3aHHSIMH K OMOICUM TeueHH (Hampumep, HecTabuiibHas
CepAevHas IeATeIbHOCTh, HApYIIEHHUs TapaMeTPOB KOAryJIorpaMMel),

Y TAlMEHTOB C HEONArONpUATHBIM MPOTHO30M B OTHOIIEHWH MPOAOIKHTEIBHOCTH

!
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KHU3HU. !
Ecnu pesynbraT OHOTICHH TEYEHH IMOKA3bIBAET TOJIBKO HE3HAYMTEIBHBIE THCTOJIOTHYECKHE
usmenenus (I, II wmm Illa mo mkane Roenigk), Tepamusi METOTPEKCATOM MOKET OBITh
IPOJOJDKEHA ITPH COOTBETCTBYIOIIEM KOHTPOJIE MAIlMEHTa.
[IlpumeHeHne MeToTpekcaTa JMOJDKHO ObITh MNPEKpalleHo Yy Jioboro mnanveHTa, pu
TIOBTOPHBIX ~aHOMAJIBHBIX pe3yjbTaTaX (YHKIMOHAIBHBIX IIEUYEHOYHBIX TECTOB H
OTPULATENIBHBIX pe3y/NbTaTax OWONCHU TEYEHH MM MPH BBIIBICHHM YMEPEHHBIX MM
TSOKEJIBIX TUCTONornYeckuX uameHenni neuenu (I1Ib wim IV o mkane Roenigk).
B caydae ymepernoro ¢ubpo3a WM LUppo3a IPUEM MeETOTpeKcata IOJDKEH ObITh
npekpaies. [Ipu He3HaunTensHOM (GuOpo3e pekoMeHIyeTcs MOBTOpHas Ouorncus uepes 6
MecsneB. MeHee ceppe3Hble M3MEHEHHs, MPEeALIECTBYIOIINHE HAadally TepanyH, Takue Kak
)KUPOBBIE M3MEHEHHs HIIM HE3HAUYWTEIbHOE BOCMAICHHE BOPOTHOH BEHBI SBIAIOTCA
JOBOJIBHO PacrpoOCTPaHEHHBIM SBJICHHEM. XOTS 3TH HEOOJIbIINE U3MEHEHHUS, KaK MpaBHJIo,
HEe SBJAIOTCS NPUYMHOM, OTKa3a WJIM TNPEKpalleHUs Tepardd  METOTPEKCaToM,
JICKapCTBEHHbIN Mpenapar ciaeIyeT UCMOJIb30BaTh ¢ OCTOPOKHOCTHIO.
Heobxomumbl  IOTIONHUTENBHBIE HCCIIEIOBAHHS, YTOOBI ONPENENHTE [PUMEHMMOCTh
HETPEPBIBHBIX TECTOB (DYHKIMH MEYEHHU WM ONpPEAC/ICHUs] YPOBHS MPOMENTHAA KOJUlareHa
[IT Tvna 11 BBISBIICHUSI TEMIATOTOKCHYHOCTH. [IpH 5TOM clie[lyeT BBIAENSTh MalMeHTOB 0e3
(axTopoB pucka m ¢ (akTopamMH pHCKa, TAKHMH KaK 3JI0YNOTpeGJeHHEe aJKOrojeM B
aHaMHE3€, YCTOHIMBOE MOBBICHHE YPOBHSI NMEYCHOYHBIX (HEPMEHTOB, 3a00ICBaHMS [IEYECHH
B aHaMHe3e, BKJo4Yas XpoHudeckuit renatut B wim C, Oose3HH NeYeHn y poACTBEHHHKOB,
caxapHbIi JMabeT, 0XKHUPEHHE, BO3ACHCTBHE IeMaTOTOKCHYHBIX MPENapaToB U XMMHYECKHX
BEIIECTB B aHaMHEe3€e, JUIMTEJbHOE JIEYEHHE METOTPEeKCaTOM MM CyMMapHas Jo3a
npenapara 1.5 r u Oonee. Ilpu ycTOWYHBOM MOBBIIEHHH YPOBHSA (EPMEHTOB IEYEHH
CIIElyeT PacCMOTPETh YMEHBIIEHHE 03Bl WJIM OTMEHy Ipemapata. Bo Bpems Tepamuu
METOTPEKCATOM, €CJIM HET IBHOH HEOOXOAMMOCTH, CIIEAYET UCKITIOUYMTh COBMECTHBIN TIPHEM
TeMaTOTOKCHYHBIX TpenapaToB M M30erath MM 3HAYUTEIHHO YMEHBIIHTH yrmoTpedbieHue
ankoross (cM. pazzen 4.5).
B ciyyae mocTOSHHOrO MOBBIMIEHHS aKTMBHOCTH MEYEHOYHBIX (PEPMEHTOB HEOOXOIMMO
CHHU3UTD 03Bl H/IH CJIEAYET PACCMOTPETH BOIPOC O NMPEKPAIIEHUH TEPAITHH.
M3-3a noTeHuManrbHOro TOKCHYECKOrO BO3JEHCTBHA Ha MEYEHb BO BPEMS JICHCHHMS
METOTpEKCAaTOM  HE  CJIEAYeT IPUHUMATh  JOINOJHHUTEIbHBIE  TIeNaTOTOKCHYECKHE
JIEKapCTBEHHbIC CPEIICTBA, 3a MCKIKOYEHHEM CIlydaeB KpaifHeld HEeOOXOIMMOCTH, a TakKkKe
cieryeT usberaTh UM yMEHbIIATh MOTpediieHre akoros (cM. pasaen 4.5).
Y mauueHToB, 0JHOBPEMEHHO IPUHUMAIONIMX IPYTHE TeNaTOTOKCHYECKHE JeKAPCTBEHHDIC
cpeacTBa (Hampumep, neIyHOMH), CIe/lyeT POBOAUTE GOJiee TIATENBHBIH MOHHTOPHHT
epmentoB neuenn. DTo TaKKe ClEAYET YYHTHIBATH TMpPH OJHOBPEMEHHOM IPHMEHEHHH
reMaTOTOKCHYECKHX JIEKAPCTBEHHBIX CPEJICTB.
Y OHKOJOTMYECKHX  MALHMEHTOB,  TOJNyYaBUIMX  METOTpeKcaT,  HaOJoJanack
sHIeDATONaTH/NeRKOIHIIedaNONaTHs, pa3BUTHE KOTOPOH HE MOXKET OBITh HCKITIOYEHO TPH
TEpauy METOTPEKCATOM I10 NTOKa3aHUSIM, HE CBS3aHHBIM C OHKOJIOTHEH,
Moryt notpe6opathes Gonee uacTbie 06CIEOBAHUS B Hayajle TEPANMHM, MPH H3IMEHEHUH
AO3BI TpenapaTa, B MEPUOIbI BBICOKOTO pPHCKA TMOBBINIEHHS YPOBHEH MeTOTpeKcara
(Hampumep, TpM  NETHApAaTALMM, HApylIeHHH (QYHKIHH [OYEK, JOMOJHHTEIBHOM
NPUMCHEHUH U/ YBEITHYCHUH J03bI COMYTCTBYIOMINX MpemnaparoB, Takux kak HITBIT).
Ipumenenue y noxcunvix nayuenmos
[Toxunex  naMenToB criexyer 4acto o6cnenoBaTh HA MPEAMET DPAHHAX TPU3HAKOB
TOKCHYHOCTH. J[03y MeTOTpekcara clieqyeT KOPPeKTUPOBATH B COOTBETCTBHH C (yHKIMEH
TICYCHHM M TTOYEK, KOTOPHIE B IIOXKHUIIOM BO3pacTe OOBIMHO CHIKEHBI (CM. pa3jen 4.2).
Benomoratensuble BemecTBa, HaJIHYHE KOTOPHIX HE0OX0AHMO YUHTHIBATH B COCTABE
JIEKAapCTBEHHOT0 Mpenapara.

!
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[Ipemapat comepXUT JakTo3bl MoOHOrHapaT. [lanuenTam: (¢ peaKo: ‘BCTpedarotencs
HACJIEZICTBEHHOH HENEepPEeHOCHMOCTBIO TaNakTo3bl, Je(QHUIUTOM JaKTa3bl. JOHapeH—Hin
TIFOKO30-TaJIaKTO3HON MaiibabcopOineit He cielyeT MPUHUMATh TOT Tpernapar.

I[Tpenapar coupepxut azokpacuteib — FD&C xenteiit No 6/conHeunsiit 3akar sxentsii FCF
amomuuueBbii ak (E 110), MoXeT BBI3bIBaTh AICPrHUECKHE pPEAKIHMH, IMO3TOMY OH
IIPOTUBOIIOKA3aH K MIPUMEHEHHUIO Y JIETEH.

IIpumenenue ' demet

[Ipumenenne y neredi muamme 18 nmer mpotuBomokaszano (cMm. pasgen 4.3), MOCKOJBbKY
naHHBIX 00 3 (ekTHBHOCTH U GE30MacCHOCTH B 3TO# IpyIine HEAOCTaTOYHO.

4.5 B3ammojeiicTBHe ¢ JPYrHMH JIEKADCTBEHHBIMH MPENapaTaMHd H JApyrue BHIbI
B3aHMOJEeHCTBHA.

[Ipy mpuUMeHEeHWH ’ BBICOKHX 103 METOTpeKcarta B KOMOMHAIMM C MOTEHIHATBHO
HEPPOTOKCHYECKHUMH XHMHOTEPANEeBTHYECKMMH areHTaMd (HarmpuMep, UHCIUIATHHOM)
MOXET YCHINBATHCS HEPPOTOKCHUHOCTb.

OKcHJIbI a30Ta

[IpuMenenre OKCHIOB a30oTa (3aKMCHM a30Ta) M AHECTETHKOB HA OCHOBE OKCHA a30Ta
YCHIIMBACT NEHCTBHE METOTPEKcaTa Ha MeTaboM3M (oMeBOH KHUCIOTBI M TPUBOIAMT K
TSDKEJIOH, HENPEIBUICHHON MMENIOCYIPECCHH B CTOMaTHTy. HecMoTpst Ha To, 4TO JaHHBIE
3G (PeKTHI MOXKHO TIPEOTBPATHTDH IyTEM BBEAECHHS KaiblUs (onMHaTa, CleayeT u3beraTh
OZIHOBPEMEHHOTO MPUMEHEHHS OKCH/IA a30Ta U METOTPEKCATa.

L-acnaparunasa

L-acnapazunasa SBnseTcs aHTarOHUCTOM METOTPEKCATA TIPH OHOBPEMEHHOM TIPUMEHEHHMH.
Konectupamun

KosiecTupaMiH MOXET yBEIHUMBATH 3KCTPapeHAbHYIO IHUMHUHALMIO METOTpeKcaTa M3-3a
HapyIIEHHs SHTEPOTeNaTHIEeCKO LUPKYJISIHH.

HIIBII, canuumioBast KHCIOTA

WccenenoBanus Ha KMBOTHBIX TMOKasaiu, yto npuMenenue HITBI, canununoBoi KUCIOTHI
CHHMJKAeT KaHaJIbIIeBYIO CEKPELHMI0O METOTpeKcaTta M COOTBETCTBEHHO YBEJIHYHBAET €ro
Tokcudeckhe spdexre. Cnemyer cobmomath OCTOpoXHOCTh Tpu coveranuu HIIBIT ¢
HH3KMMH J103aMH MeToTpekcaTta. CooOmanochk O Cepbe3HBIX HEXKENATEIbHBIX PeaKIhsX,
BKJIOYAs CMEPTh, HEOXNHJAHHO CHIIBHOE MOJABIICHHE KOCTHOTO MO3Ta, AIllacTHYECKylo
AHEMHIO U JKeNYI0YHO-KHIIEYHYI0 TOKCHYHOCTD, IIPU OAHOBPEMeHHOM npumenerun HITBIT
H, B YaCTHOCTH, METOTPEKCcaTa B BHICOKHMX 103ax. [Ipu Hanmnunm GakTopoB pucKa, TAKHX KaK
HapyuieHue (YHKIMM TI0YeK, B TOM 4HCJE [OrPAHHYHOE, HE pPEKOMEHIYeTcs
OJHOBPEMEHHOE NpHMEHeHHe MeToTpekcaTa ¢ HITBII.

basoBas Tepamnus

KoMbunnposannoe mnpuMeHeHHss MeToTpekcara u 06a3oBoi Tepamuu  (Hampumep,
COCIMHEHMs 30JI0Ta, MEHUIMIUIAMHH, THAPOKCHXJOPOXHH, Cyib(acanasuH, a3aTHONpPHH,
UHMKIIOCTIOPHH) HE WM3y4aloch M HENb3sl MCKIIOYATh YBEJIMYEHHE TOKCHYECKOTO HEeHCTBHS
METOTpeKcaTa.

HWHruOUTOpEI IPOTOHHOM MOMITBI

OnHOBpeMEHHOE  NPUMEHEHHE  MHIMOMTOPOB  NPOTOHHOH  MOMIIBI (omempa3sona,
MIaHTOMpa3osia, JIaHCOMpa3oJia) MOXKET MPUBECTH K 3aMEUICHHWIO WIIM HHIMOMPOBAHHIO
TIOYEYHOH JMMMWHAIMA METOTPEKCaTa M TMOBBILIEHHIO €ro0 YPOBHS B IJa3Me KDOBH C
Pa3BUTHEM K/IHHHYECKHX NPHU3HAKOB M CHMITOMOB TOKCHYHOCTH MertoTpekcata. Criemyer
u30erath 0HOBPEMEHHOTO MPHUMEHEHHS HHTUOMTOPOB TMPOTOHHOM TOMIBI C BLICOKOMH
10301 METOTpeKcaTa, 0COOEHHO Y MAHEHTOB ¢ HAPYLIEHHON (yHKIMEH MoyYeK.

AJIKOTOJIb ¥ IeNaTOTOKCHYHBIE IPENapaThl

Perynsipoe ymoTpeGneHne ankoross wiM TNpUMEHEHHE TeNaTOTOKCHYHBIX MpErnapaToB
(Hanmpumep, aszaTHONpHMHA, Je(IyHOMMIA, cynb(acanazuHa, pPETHHOMJOB) MOXET
YBEJIIMYUBATh TEMaTPTOKCHYHOCTH MeToTpekcara. HeobOXxomumo oOecrneduTsh TIHATEIhHOE
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HaONIONIEHNEe 3a MallMeHTaMM, KOTOpBIE JOMOJHHUTEIBHO  MIPUHUMAIOT TeMaTOTOKCHYHbIE
npenapaTbl. Crenyer nzberatsh ynorpedaeHus alkoross BO BpeMs JIeUeHHs MeTOTPEKCATOM.
ITpumeHeHHe NOTIOHHTENBHO TeMaTOTOKCHYHBIX TpernapaToB (HAlpuMep, MeTamu30l1a)
YBEJIMYHBACT BCPOSITHOCTh CEPbE3HBIX MOOOUHBIX I(D(PEKTOB METOTPEKCATA.

Canunmnatel.  penunOyTazon,  jgudeHwarugantonH  (benutoun),  6apOUTYpaThl,
TPaHKBUIN3ATOPbL. _NEPOPATLHBIC  KOHTPANCHTHBLL  TETPAIMKIMHBL  POU3BOJIHbIC
aMHJIONUPHUHA, CYJIbhaHUIAMUIBL, TapaaMUHOOEH30MHAsA KUCIIOTa

[Ipon3BoaHble  aMUAONUpPHUHA, napaaMHHOOEH30#Has  KHUCIoTa,  OapOUTypaTsl,
JIOKCOpYOWIIMH, OpalbHbIe KOHTPANeNTHBBI, (eHunOyra3oH, (EHHUTOMH, NpoGEHENH,
CATHLUIIATHI, CYJIb(paHuIaMu/Ibl, TETPALHKINHEI, TPAHKBUIM3ATOPEI, CYJIb(GOHUIMOYEBHHA,
NEHULMJUIAHBI, TTPUCTHHAMHUIIMH ¥ XJIOpPaM(PEHHKOJ BBITECHSIOT METOTPEKCAT M3 CBS3EH C
anbOyMUHOM ChIBODOTKM KPOBH H, TAaKuM 06pa3oM, MOBBINAIOT €ro OGHOAOCTYIHOCTH
(o6ecmieunBas KOCBEHHOE TOBBILICHUE €T0 103bI). [103TOMY OXHOBpEMEHHOE NIPUMEHEHHUE
METOTpeKcaTa A0JKHO TIIATEIIBHO KOHTPOJIHPOBATHC.

HIIBC u Hu3KHe [103bI METOTpEKcATa

CHuXeHME KaHANBIEBOM CEKPEUMM M, KaK CIEACTBHE, IIOBBILIEHHE TOKCHYHOCTH
METOTpeKCcaTa, OCOOEHHO MpPHM HHU3KHMX J03aX, MOTYT BBI3BaTh CJEMYIOIIME IpENapaThl:
TIapaaMHUHOTHIITYPOBasi KHCJIOTA, HECTEPOM/IHBIE MPOTHBOBOCHANHTENBHBIE IPENApaThI,
NMpoGEHeIH I, CanIMIaTH, Cynb(haHuIaMUIBI U Apyrie ciabbie opranuyeckue KHCIoThl, B
Cily4ae COBMECTHOH Tepamniu HeoOXOAMMO NMPOBOJAMTH aHATH3 KPOBH M KOHTPOIMPOBATH
dynkumo nouvex. Cnenyer cobmonate ocTopokHocTs, ecnd HITBIT wu METOTpeKcaT
NPUHAMAIOTCS B TE€YEHHE 24 4acoB, MOCKONBKY B 3TOM CIIy4ae YpOBEHb METOTpeKcaTa B
TIa3Me KPOBH MOXET YBEIHYUTLCS M IIPHBECTH K TIOBBIIEHHIO TOKCHIHOCTH.
IIeHNIMIMHBL, [TMKOTIeNTH/BL, CY/Ib(aHuIaAMHIbL, THTPOdIOKCAIHH, edaToTHH
Ilernumme u cynbpaHMIaMHIBl B OTAENBHBIX CIyYasX MOTYT CHHXKATh [1OYEYHbIH
KJIIMPEHC METOTPEKCAaTa, NPHBOAS K TOBBIIIEHHIO €r0 KOHIEHTPALHH B CHIBOPOTKE KPOBH C
BO3MOXHBIM pa3BUTHEM €r0 reMaToJIOTMYECKOM M HKeJTy109HO-KHIIEYHONH TOKCHYHOCTH.
Llunpodokcauuu

[unpodokcalmn  CHIXAeT KaHATBLEBYIO CEKPELHIO B IOYKaX. [TosTromy mnanueHTsr,
MOJTy4aroIIHe KOMOUHALMIO METOTPEKCaTa C ITHM JIEKAPCTBEHHBIM MPENapaToM, OJIKHBI
HaXOUTBCS MOJI TINATEIbHBIM HAOIOIEHUEM.

IlepopasbHblie aHTHOMOTHKH

Ilepopanbhble  aHTHOMOTHKH, B  YaCTHOCTH  TETPALMKIMHEL, XJIopaM(pEHHKONT |
HeabcopOupyrommecs aHTHOWOTHKH WIMPOKOTO CIEKTpa JeiCTBHS, MOTYT CHHXXaTh
KMIIEUHYI0 abcopOuMio MeTOTpeKcaTa MM OKa3blBaTh BIHSHHE HA €ro KMIIEYHO-
TIEYCHOYHYIO [IMPKYJIALHUIO BCICACTBHE HHTHOMPOBAHNS KHIIEUHOM (JIOPHI HIIH T101aBICHUS
MeTabonu3mMa OaKTepHid.

Iperniaparel, cnocoGHbIe BEI3BIBATE HEXeENATETbHBIE PEAKIIMH CO CTOPOHBI KOCTHOTO MO3ra
ITpu onHOBpPEMEHHOM HITH MpPEIIECTBYIONIEM MPHEME MPENAPATOB, CHIOCOGHBIX BbI3BIBATH
HEXCIATE/IbHBIC PEAKIMH CO CTOPOHBI KOCTHOrO Mo3ra (Halpumep, NPOM3BOIHBIX
aMUJIONMPHHA,  (CHUTOMHA, CymbhaHHIAMHAOB, KOMOWHAUMM  TPHMETONPAMA W
cynb(ameTokcasona,  Xnopam(peHuKkona, MHPHMETAMMHA, [IUTOCTATHKOB),  CIICIyeT
YIUTBIBATE BO3MOKHOCTh Pa3BHUTHS BBIPAXKEHHBIX HapyIIEeHHMH remorossa. Habmomanock
NoJaBIeHHe (hYHKLUMA KOCTHOTO MO3ra M CHHKEHHE YPOBHs (hojiaTa MpH OJHOBPEMEHHOM
BBEICHHH TPHAMTEPEHA U METOTPEKCaTa.

[Ipenaparel, Bh3bIBarOUHE JehUIAT DOTHEBOI KHCIOTHI

KomOuunpoBanne ¢ jiekapcTBeHHBIMH npenapaTamu, BBI3LIBAIOIIMMHU JeGHUIHUT (osaTta B
Oprausme  (Hampumep, — CynbhaHHTAMUAaMH, KOMOMHALMEH  TPHUMETONpUMA W
CymbpamMeToKca3ona), MOXET YCHJIMBATH  TOKCHYHOCTB MetoTpekcata.  Ocobyro
OCTOPOYKHOCTh cresyer COONMIONaTE NPU HCTONB30BAaHMM METOTpEKCaTa y IAlMEHTOB,
CTpajalomux JAeHIUTOM (ONHEBOH KHCIOTHI B opranusme. C apyroif CTOpPOHBI,
OZHOBPEMCHHOC [PUMEHEHHE MpPernapaToB MM BHTAMHHOB, COJCPXKAIUUX (HOIMHOBYHO
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KUCIIOTY, (DOJIMEBYIO KHCIOTY WM HX IPOM3BOJHbIE, BIHACT  'Ha DG (PEKTHBHOCTH
METOTpeKcaTa.

Cynedacanazun

KoMmGuHMpoBanne MeToTpekcata M cyib(acania3znia MOXeT NOBBIIATh 3PPEKTHBHOCTD
MepBOro 3a cyeT HHruOUpoBaHus cylb(acaTasHHOM CHHTE3a (POIHMEBON KHMCIIOTHI, W, TAKHM
o0pa3oM, MOXET TPUBOJNTH K I[OBBIUIEHHIO PHCKAa HEXENATeNbHbIX PEaKIUH, 4YTO
OTMEYaJIOCh Y OT/JEJIbHBIX MALIUEHTOB B HECKOJIBKHX UCCIIEI0BAaHMSIX.

Teodbumun

MertoTpekcaT MOXET YMEHbUIHTH KiupeHe TteoduinuHa. IlosaTomy npu COBMECTHOM
MPUMEHEHNH METOTpPEKCaTa M TEOMHIUIMHA HEOOXOIUMO PETYISPHO ONMpPEeNATh YPOBEHb
TeopHIUTHHA B 11/1a3Me.

Bo Bpems Tepamum MeTOTpekcaToM cliexyeT wu30eratb Ype3MEepHOro ymnoTrpebieHHs
HAIUTKOB, cojepxamux KopewH ©u TeopwummH (Kode, MpOXTaJUTEIbHBIE HAMUTKH,
cozepxamue KopeuH, YepHBIH 4aif), Tak Kak 3(HEeKTHBHOCTE METOTpeKcaTa MOKET OBITh
YMEHBIIEHA 3a CYET B3aMMOJEHCTBHS MEXIY METOTPEKCATOM M METUIKCAaHTHHAMH Ha
YPOBHE PELENTOPOB aZICHO3MHA.

PeTrHOUIBI

VY  namueHTos. oﬁﬂoapemeﬂno MOJTYYalOUMX PETHHOUIBI, HAmpuUMep, OSTPETHHAT H
METOTPEKCAT. CJIeIyeT BHUMATEIBHO OLEHUTh PUCKH M3-32 BO3MOXXKHOTO TMOBBIIIECHHS
renaToTOKCHYHOCTH.

Jlednynomu

MosxeT yBenmu4UTh PUCK MAHIUTONEHUH.

Mepxkanronypux

CoBMecTHOE TpPUMEHEHHE MEPKanTONYpPHHA M METOTPEKcaTa MOXET — YBEIMYHTh
OHOIOCTYIHOCTh MEPKANTOIMYPHHA, BEPOSTHO, 38 CUET MHTHOMPOBAHHs €ro MeTaboIu3Ma.
[TosToMy npu KOMOWHHPOBAHHOM NMPHUMEHEHHH JAHHBIX NPENapaToB MOXKET MOTPeGOBATHCS
KOPPEKIIHS UX J103.

Amuonapon

AMHOIapOH  BBI3BIBAT HM3BS3BICHHE KOXH Yy [MAlMEHTOB, TOIYYalONIMX Teparuio
METOTPEKCATOM I10 MOBOY ICOpHa3a.

PUVA-tepanus

Coolmmanock 0 pake KOXKH Yy HEKOTOpbIX MAlMEHTOB C ITICOPHA30M MPH COBMECTHOM
npuMeHeHuH MeToTpekcata U PUV A-tepanumu.

JlyueBas tepanusi

JlydeBas Tepanus npH JNEYEHHH METOTPEKCATOM MOXKET IPUBECTH K YBEJIHUYEHHMIO PHCKA
HEKpO3a MATI'KMX TKaHEH MJIH KOCTEH.

OpUTpoMTapHAas Macca

ConyrcTBylolmiee  BBElCHHE OPHTPOLMTAPHOM Macchl M MeToTpekcara  Tpebyer
CNENHATBbHOr0 MOHHTOPHHTA MALMEHTOB, TOCKOIBKY MOXKET BO3HHKATH MOBBIIIEHHBII PHCK
TOKCHYHOCTH H3-3a JUTUTEJIbHBIX BHICOKMX KOHLEHTPALMIA METOTPEKCATa B CHIBOPOTKE.
Kopruxocrepou sl

B ornenpHpIX ciydasx COBMECTHOE NPHMEHEHHE METOTpEKcaTa H KOPTHKOCTEPOM/IOB
NPUBOJIMIIO K [MCCEMHHHPOBAHHOMY TEpIieCy Y TNAlHEHTOB C ONOACHIBAIOLIAM TePrecoM
WJIK TTOCTTEPIIETUYECKOHN HEBpAITHEH.

[TvupuMeTamMuH UM KOTPUMOKCA301

[TupumMeTamMuH WM KOTPUMOKCA30 B KOMOUHALMH € METOTPEKCATOM MOTYT MPUBECTH K
NaHIUTOTICHHUH, BEPOSITHO, u3-3a JOTIOJTHUTETLHOT O UHIUOMpPOBaHUS
auruapoonaTpe1yKTasbl STHMHU [penapaTaMyi U METOTPEKCATOM.

IIpoTHBOCYIOPOIKHBIE TIPENAapaThl

Heo6XomuMo yuuThiBaTh (papMaKOKHHETHYECKOE B3aHMOJIEHCTBHE MEXKIY METOTPEKCATOM,
IPOTHUBOCY/I0POKHBIMH CPEICTBAMHU (CHMIKEHHE CHIBOPOTOYHBIX YPOBHEH METOTpeKcaTa) U
S-ropypaunioM (yBeandeHue Nepruoa MOTyBEIBEIEHHS S-QTopypanuna).




I/IMMYHOMOIIVJTHDVIOHIHC npenaparbl

CJ'ICH}'GT cobmoaaTe OCTOPOXXHOCTh ITpH COBMECTHOM.  ITPDHUMEHECHHH METOTpEKCaTa C
HMMYHOMO/IVJIMPYIOILIAMH TIpCriapaTaMy, 0COOCHHO B ciy4dae OpTOHClIH'—ICCKOFI XHPYPrHH,
TI€ PUCK 3apa’X€HUA BBICOK.

uHTOCTaTHKH

Heobxomumo y4MTBHIBaTH 3aMEJICHHBIH KIMPEHC METOTpeKcara IpH €ro NpUMEHEHHH C
JPYTUMH UTOCTAaTHKaMH.

[IpuMeHeHre cXeMbl HHAYKIIMHA PEMHCCHH

CHmxenue yponnﬂ,(beﬂmouﬂa B miasMe Obul0 OOHApYXKEHO y MalUeHTOB C OCTPBHIM
nuMGONeHKo30M MpH MPUMEHEHHH CXEMbl HHAYKIIMH PEMHCCHH, KOTOpasi, B JIOTIOJHEHHE K
NPEIHU30HY. BHHKPHUCTUHY M 0-MEpKaNTONMYpPHHY, TaKXKe BKJIIOYaJla BBICOKME O3Bl
METOTpeKcaTa ¢ Kalblus GOTMHATOM JUTs KyHPYIOIIEH TeparuH.

Bakmunanus

BBumy BO3MOXHOIO BIMSHHS Ha HMMYHHYIO CHCTEMY METOTPEKCAT MOMKET HCKaXaTh
pe3ynbTaThl BaKIMHALMA H COOTBETCTBYIOUIMX HCCIEIOBAaHHH (T.e. MMMYHOJOTHYECKHX
TECTOB, MPOBOJIMMBIX JJIS OIEHKM MMMYHHOH peakuuu). Cremyer uzberaTh BaKIMHAIIUH
JKMBBIMH BaKIMHAMU Yy TIAIAEHTOB, MOJTYYaBIIAX METOTPEKCAT (CM. paznenst 4.3 u 4.4).
KymapuHOBbIE OpaibHbIE aHTHKOATYJISIHTEI

MeToTpekcar MOXET ycHIHMBaTh 3P(EKTHl KYMapHHOBBIX OpaJbHBIX AHTHKOArY/ISHTOB
(auenokymaposna, BapbapuHa) (yAJIMHEHHE TNPOTPOMOMHOBOTO BPEMEHH 3a  CUeT
YMEHbIUEHHS erPajlallii KyMapHHOBBIX TPOM3BOIHBIX).

JlepeTupareram

Coobmanock, YTO COBMECTHOE MPUMEHEHHE JIEBETHpAlleTaMa M METOTpEeKcaTa CHHKACT
KJIMPEHC TMOCJICZIHETr0 U MPUBOAMUT K YBEJTMYEHHIO KOHIIEHTPALMH METOTpeKcaTa B KPOBH JI0
MOTEHIIHAIBHO TOKCHYHBIX ypoBHEH. Il03TOMy ypoBeHb KOHIEHTpallM¥ MeTOTpeKcaTta H
JIEBETUpaNeTaMa B KPOBH JIOJDKHBI TINATENBHO KOHTPOJIMPOBATHCA Yy MAIMEHTOB,
TOJTyYaBLINX JIEYEHHE OJHOBPEMEHHO IBYMsI JIEKAPCTBEHHBIMU CPEICTBAMH.

Metamuszon

OmHOBpeMeHHOE HpPHMEHEHHE METOTpeKcaTa M MEeTaMM30Jla MOYXET [OBBICHT
réMaTOTOKCHYHOCTh, OCOOEHHO Y JIHII TI0KHIIOTO BO3PACTA.

4.6 ®epTHILHOCTH, GEPEMEHHOCTH H JIAKTALHSL.

bepemeHHOCTh

MeroTpekcar 10 HEOHKOIOrHYECKHM [O0Ka3aHHAM TMPOTHBOMOKA3aH MpH OepeMEHHOCTH
(cM. paszen 4.3). B ciyyae HacTyIuieHUs GEPEMEHHOCTH BO BPEMS JICUEHHS METOTPEKCATOM
H B NEPUOJ 10 6 MeCAIEB I0CNe MPEKpalleH!s IPUMEHEHHs METOTpeKcaTa Heo6X0MiMO
MPOKOHCYJIETUPOBATECS CO CIENMATUCTAMH OTHOCUTENFHO PHCKA HEraTHBHOTO BIIMSHHS Ha
TUJIOZT ¥ TIPOBECTH YNBTPA3BYKOBOE HCCIICIOBAHHE Ui TIOATBEPIKAECHHS HOPMAIBLHOTO
Pa3BUTHS IUTO/IA.

B uccnenoBaHWsX Ha OKMBOTHBIX ObLIO TOKAa3aHO, YTO MeToTpekcaTr obnamaer
PETPOJYKTUBHOH TOKCHYHOCTBIO, OCOOEHHO B IMEPBOM TPUMECTpe OEpeMEHHOCTH (CM.
paszen 5.3). MeroTpekcaT TepaTOreHeH [Uis YeJoBeKa; COOOMATOch O CIydasx
CaMOTIPOU3BOJIbHBIX BBIKUABINIEH H/WIM O NMOPOKAax Pa3BHUTHsS B CBS3H C METOTPEKCATOM
(HampuMep, NOPOKM PasBHTHS 4epena, KOHEYHOCTEH, CepleuHO-COCYAHCTOM M HEepBHOI
CHCTEM).

MetoTpekcar o6namaeT TepaTOreHHBIM JEHCTBHEM M B CIIydae BO3JACHCTBHS BO BpEMsl
OCpPEMEHHOCTH NPHUBOJMT K IOBBIEHHOMY DHCKY CHOHTAHHBIX abopTOB, 3a/IEPIKKH
BHYTPHYTPOOHOTO Pa3BUTHSI TJIOA M BPOXKIEHHBIX IOPOKOB Pa3BUTHS.

— Cronrannble abopTel ObuM omucansl y 42,5 % GepeMEHHBIX JKEHIIMH, MOTYYaBIIHX
METOTpeKcaT B HU3KUX 03ax (MeHee 30 Mr/Hen), Mo CpaBHEHUIO ¢ COOOIIEHHOM YacTOTOMH B
22,5 % y NAUMEHTOK C COMOCTABUMBIMH 3a00JIEBaHUSAMH, KOTOpbIE NPUHUMAIH JIpyrue
npenaparsl.



— Tspkenpie MOpoKH pa3BUTHS OBUTH OTMEYEHEI B 6,6 % ciyuaeB poKaAeHHS HKUBBIX AETEH y
KEHIIMH, MMOJy4aBIIMX BO BpeMs OEpeMEHHOCTH METOTpPEKCaT.B. HHU3KUX-j03ax(MeHee
30 Mr/Hen), Mo CpaBHEHHUIO C YacTOTOH OKoMO0 4 % y MALMEHTOK C COMOCTaBHMBIMH
3a00J1eBaHUSAMH, KOTOPBIE MOTYYaTH IPyTHE IpenapaThl.

Mmeercst HEIOCTaTOYHO JAHHBIX O BO3IEHCTBUHM METOTpEKCaTa BO BpeMsi OEPEMEHHOCTH B
no3ax Bbime 30 Mr/Hemenro, OJHAKO BeposTHa 0osiee BBICOKAs 4YacTOTa CIOHTAHHBIX
abopTOB M BPOXK/ICHHBIX TOPOKOB pa3BUTHs. Korjia iedeHne MeToTpeKcaToM MpeKparanoch
10 3a4aTusl, co0OIaI0Ch O HOPMAILHOH OEPEMEHHOCTH.

Kopmnenue rpyipio

ITockonbKy METOTpeKcaT MPOHHKAET B IPYAHOE MOJIOKO M MOXKET OKa3bIBaTh TOKCHYECKOE
BO3JI€HCTBUE Ha pebeHKa, TPyJHOE BCKapMJIMBAHHE 3aMpEelIeHO BO BpeMs JICUEHHS (CM.
pasgen 4.3). Eciau nedeHue MeETOTpeKcaTOM HEOOXOIMMO B TIE€PHOJ JIAKTaI[MH, Mepell
HaYyaJIoM TEPaIiH IPyJHOE BCKAPMIIMBAHHUE CIICAYET MPEKPATHTb.

DepTUIBHOCTE

Metotpekcar oka3biBaeT BIMSHHE HA CIEPMATOrEHE3 H OOTEHE3 M MOXCET CHH3HTH
(eprunbHOCTE. BO3MOXKHO pa3sBHUTHE OJHTOCTIEPMUH, HAPYIIEHHS MEHCTPYaIbHOTO IUKIA H
aMeHoper. ITH S(@eKkTsl B OONBUIMHCTBE CIIy4yaeB SBISIOTCS OOpaTHMBIMM TOCIE
NpeKpaleHus Teparny.

[lockonbKky ~ MeTOTpeKcaT MOMET OKas3biBaTh TEHOTOKCHUECKOE BIUSHHE, BCEM
MIAHUPYIOMMM ~ GEPEMEHHOCTh  JKEHINMHAM PEKOMEHIYETCS OOpaTUThCS B LEHTP
FEHETHYECKOr0 KOHCYJIbTHPOBAHMs [0 Havaja JieyeHHs. MyX4YMHaM TMepea HadalioMm
JIEYEHHs CIIENYeT MOIYyYHTh KOHCYIbTAllMIO OTHOCHTEIBHO BO3MOKHOCTH KOHCEpBAIMK
crniepMal (cM. pasnen 4.4).

KoHTpanenins v skeHIHMH

B03MOXHOCTHL GEpeMEHHOCTH BO BpeMst TEPANTMK METOTPEKCATOM JI0JKHA GBITh HCKITIOYEHA.
Bo Bpems jedyenus m B TedeHHe He MeHee 6 MECSAIEB IIOCHE ITPEKPAIICHHS JIEYEHHUS
METOTPEKCATOM CIEAYeT UCIIOIb30BaTh HAEKHBIE METOABI KOHTPALENIINH (CM. paszen 4.4).
Jlo Havana TepanuM KEHINMHAM AETOPOIHOTO BO3pacTa HEOOXOIMMO COOGIIMTH O PHCKeE
TIOPOKOB pa3sBUTHSA, CBS3AHHBIX C METOTPEKCATOM. TecT Ha OepeMEeHHOCTh JNOJKEH OBITh
BBINIOJTHEH HEMOCPEACTBEHHO TEpe/l HAavaloM TepaluHd W BO BpeMs JieUYeHHs. TecThl Ha
GepeMEHHOCTD 1TOBTOPSIOTCS B COOTBETCTBHH C KIMHUYECKMMH MOTPeGHOCTAMH (HATpHMED,
MOCyIe KOHTPALCNTHBHBIX MEepephiBoB). [aMeHTOB ¢ IE€TOPOJHBIM MOTEHIMAIOM CIIEAYET
MPOKOHCY/ILTHPOBATE 10 BOMPOCAM MNPEAYNPEXAEHHS W IUIAHUPOBAHUS OGEpPeMEHHOCTH.
ITapsr 1omKHbI GBITE MOTHOCTBIO MPOMH(POPMUPOBAHBI O CEPHE3HBIX PUCKAX Ul IUIOJA B
ciryqae OEpeMEHHOGTH BO BPEMsl TEpANH METOTPEKCATOM.

KonTtpanenuus y My>x4un

HenssecTHo, HakanmBaeTcs u MeToTpekcat B criepme. B HccleIoBaHHSX Ha KHBOTHBIX
OBLIO  MOKA3aHO, 4YTO METOTPEKcaT —SABIAETCS TEHOTOKCHYHBIM, [0ITOMY pHCK
TCHOTOKCHYECKOI0 BO3JACHCTBMS Ha CIHEPMYy HE MOXET OBITH IOJHOCTBIO HCKIIOYEH.
OrpaHuyeHHble KIMHHYECKHE JAHHbIE HE YKA3bIBAIOT HA IOBBIIEHHBIA DPHCK MIOPOKOB
Pa3BUTHS WJIW BBIKMIBIIA TPH NMPUMEHEHHM OTIIOM METOTpeKcaTa B HEOONBIINX J103aX
(Menee 30 mr/nenemo). s 6osiee BHICOKHX /103 HET JIOCTATOYHBIX JaHHbIX.

B KayecTBe Mep NMpefoCTOPOKHOCTH CEKCYaTbHO AKTHBHBIM MAIHEHTAM MYJKCKOTO ToJIa
HJIH UX TapTHEpIIaM JKEHCKOTO I10Jia PEKOMEHIYETCs UCIOJIb30BaTh HAJAEXKHbBIE CPENCTBA
KOHTPANCILNK BO BPEMs JIEYCHH TAIMEHTA MYXCKOTO 110J1a ¥ B TEUCHHE 110 KpaiHei Mepe
3 mecsiueB nocne MpeKpalleHns MpueMa MeToTpekcata. MyKUYMHAM He Clle/lyeT caaBath
CriepMy BO BpCMs TEpamuM WM B TEYCHHE 3 MecsueB mociae MpeKpaieHus MpueMa
METOTpeKcara.
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4.7 Bimsinne Ha COCOGHOCTH YNPaBJIATH TPAHCMOPTHBIMHA CPEACTBAMH M PaboTaTh ¢
MeXaHH3MaMH.

[Tockonbky BO BpeMsi NPHUMEHEHHMs METOTpeKcaTa MOTrYT BO3HHMKaTh HeXeaaTeIbHbIC
pPEaKIHMH CO CTOPOHBI ILEHTPAJIBHOW HEPBHOM CHCTEMBI, TaKH€ KaK YTOMIISEMOCTh H
BECTUOYJISIPHOE TOJIOBOKPYKEHHE, B €AMHMYHBIX CIyYasX MOKET HapylIaThesl CIOCOOHOCTD
K YIpaBJIEHHIO TPAHCIIOPTHBIMH CPEACTBAMH M paboTe ¢ MexaHu3mamu (cM. pasznen 4.8). B
eme Oosbllel CTE@NEHW OSTO OTHOCHTCH K COYETAHHIO NPUMEHEHHMs T[penapara ¢
yTOTpeOIeHHCM aTKOT OIS,

4.8 Hexxenate/bHbIE peaKIHH.

Yacrota ¥ cCcTemeHb TSDKECTH HEXeNaTeNbHBIX peakUdid 3aBHCAT OT 03Bl H
MPOJIOJDKUTENIBHOCTH  NPUMEHEeHUs  mperapata.  OIHAKO  MOCKOJNIBKY — TSDKEJIbIE
HEXeNaTebHbIE PEaKIUM MOTYT pa3BUBAThCs JaXke I[PH HCIOJB30BAaHHH IIperiapata B
HH3KHX J103aX, HEOOXOAMMO OCYIIECTBICHHE PEryJIIpHOr0 BpadyeOHOro HaOMIONEeHHs 3a
MalHeHTaMH Yepes KOPOTKHE MPOMEXKYTKH BPEMEHH.

BONBIIMHCTBO HeXeNnaTenbHBIX peakiMii 0OpaTUMbl TIPH paHHEM BbIABICHUH. OIHAKO
HEKOTOPBIEC U3 CEPBE3HBIX HEXKEJIATEIIHBIX PEAKLUH, YIOMSHYTHIX HUXKE, MOTYT IIPUBECTH B
OYEHb PEIKHX CITydasx K BHE3aIHON CMEPTH.

[Ipy pa3sBUTHM HEXKENATEeNBHBIX PEAKUMH B 3aBUCHMMOCTH OT CTEIEHH CEpPhe3HOCTH
HEOOXOMMMO CHH3WTh [03y Ipernapata WM BPEMEHHO IMPEKPATHTH JIEUYEHWE, HayaB
COOTBETCTBYIOLIME KOPpHUIHpyromue Mmeponpusitus (cM. paszgen 4.9). BozoOHoBieHHE
Tepanmuyd METOTPEKCATOM I10CJIE TOTO J0IKHO OCYIIECTBIATHCS C OCTOPOXKHOCTBIO, ITOCIE
TINATEILHON OLCHKH €€ HEOOXOAMMOCTH U C YYETOM BO3MOXKHOTO PEIMIMBA TPOSBICHHUIM
TOKCHYHOCTH. ;
Muenocynpeccuss M MyKO3UT OOBIMHO TPEACTABISIOT COOOH TOKCHYHBIE 3(PEKTHI,
OrpaHH4YMBaiONIME 103y. MIX TSKECTh 3aBUCHT OT 03bl, PEKHMa M IMPOJODKHTEILHOCTH
HCIIOIb30BaHUSl METOTpeKcaTa. MyKO3UT mosBiseTcs NpUOIM3NTENbHO 4Yepe3 3-7 mHei
MOCjie MPUMEHEHUs METOTpeKcaTa, JeHKONEHHS ¥ TPOMOOIEHHS TMPOMCXOMHUT dYepe3 S-
13 nHelt mocne TpUMeHeHHs MeTOTpeKkcara. Muenocynpeccuss W MYKO3HT OOBIYHO
oOpaTuMbl B TeyeHHe 14 pHEH y MAUMEHTOB C HEHAPYNICHHBIMH MEXaHH3MaMH
JJIMMHUHALAH.

HauGonee uyacTeiMM HeXenaTeNbHBIMH  pEaKLMSIMH  SABJSIOTCS  TPOMOOIMTONEHHUS,
JISHKOIEHH, roJIoBHas G0JIb, FOJTOBOKPY)KEHHE, Kalllellb, IOTePs anmeTHTa, Auapes, 601b B
KHBOTE, TOLIHOTA, PBOTA, A3BEHHBIA CTOMATHT (0cOOEHHO B mepBhle 24-48 uyacoB mocie
MPUMEHEHHSI METOTPEKCaTa), yBeIMIeHne rnokasareseii GpepMeHToB rneueny u GuipyOuna,
JTOTIENH s, CHI)KEHHE KITAPEHCa KpeaTHHUHA, YCTAIOCTh U HEJIOMOTaHHeE.

SI3BeHHbIH CTOMATHT OOBIMHO SBISETCS MEPBBIM MPU3HAKOM MPOSBICHHS TOKCHYHBIX
a¢pdexToB.

YacroTa pasBuTHs HeXeNaTeTbHBIX peakUuil MpPHBENEHA B CIEAYIOMCH TpaJallii: O4CHb
4acto (=1/10): 1acro (>1/100, Ho <1/10); mewacro (>1/1000, Ho <1/100); pemxo (>1/10000,
HO <1/1000); ouens peaxo <1/10000); yacToTa HeM3BecTHA (II0 MMEIOIMMCS JAHHBIM
ONPEJENINTh YaCTOTY BCTPEYAEMOCTH HE MPEICTABIISETCS BO3MOXHBIM).

Hudexnnu u nuBazuu

Yacmo: onosiceiBaroLIuii reprec;

Heuacmo: onmoptynucTHyeckne WHpeKUME (B HEKOTOPBIX CIydyadX MOTYT NMPHBOLHTH K
JETAILHOMY HUCXOTY);

Pedxko: cencc (B HEKOTOPBIX CITYYasX MOKET OBITh (haTaTbHBIM);

Ouenv  pedro: TENATHT, BBI3BAHHBIA BHPYCOM MPOCTOrO repreca, KpPHITOKOKKO3,
TUCTOILIA3MO3,  LMTOMETalOBUpYCHas MHQeKuus (B TOM  4YHCIe ITHEBMOHHS),
AMCCEMUHUPOBAHHBIN repriec, HOKapAn03, THEBMOHUS, BRI3BAHHAS Preumocystis jirovecii*;
HYacmoma neussecmna: MHEBMOHUS, peakTHBalMs renatuta B, ocioxkuenue renaruta C.
LoOpokayecTBeHHbIE, 3/I0KAYECTBEHHbIE M HEYTOYHEHHBIE HOBOOODAa30BaHHS (BKIIOYAs
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KUCTBI Y TOJIUIIBI)

Heuacmo: 3m0Ka4ecTBEHHBIE TUM(POMBI*;

Yacmoma neuszsecmua. pak Koxu (cM. paznen 4.5).

Hapy1eHus co CTOpOHBI KPOBH ¥ TUM(aTHUECKOH CHCTEMBI™

Ouenb wacmo: NeHKOTIEHUS, TPOMOOILUTOTIEHHS;

Yacmo: aHemwus, ; TAHUUTONECHUS, MHEIOCYNPECCHs, arpaHysoluo3, HapylleHUs
KPOBETBOPEH 1,

Peodko: meranobnacTHas aHEMHUS,

Ouenv pedko: amyacTH4eckas aHeMus, J03WHO(WIHs, HeHTponeHus, nuMmdaneHonaTs
(dacTHuHO o6paTumast), TumMdornpoHdepaTHBHEIE 3a001eBaHUs (JACTHYHO 00PATUMBI)".

* coobmanocy 00 OTAENBHBIX Cityyasx JuMGoMel/TUMbonpoaupepaTHBHBIX 3a001€BaHUH,
KOTOpBIE B HEKOTOPBIX CITydasiX MPOXOIHUIH MOC/Ie MpeKpalleH s Tepanuu.

Hapy1enus co cTOpoHbl UMMYHHO# CHCTEMBI

Heuacmo: annepruueckue peaknMd, B TOM uHcle aHaQUIAKTHYECKHH  IIOK,
MMMYHOCYTIPCCCHS;

Ouendb pedko: THIIOTaMMAario0yIHHEMHUS.

Hapymenus metabonu3Ma u mUTaHAS

Heuacmo: caxapHslii quaber.

ITcuxuueckue HapyIIeHUs

Heuacmo: nenpeccus;

Peoko: n3menenne HACTPOEHHS, TPAH3UTOPHBIE HAPYIIEHHUS BOCTIPUSTHS,

Hapymienus co cTOpoHbI HEPBHOM CHCTEMBI

Ouenb wacmo: rooBHas 60Tk, TOJOBOKPYKEHHUE;

Yacmo: COHNMBOCTD, MTAPECTE3NS;

Hevacmo: remunapes, ClyTaHHOCTh CO3HAHUS,

Peoxo: mape3, paccthoiicTBa peun, BKIIIOUAs IU3APTPHIO U adasHio;

Ouenv pedxo: MuacTeHHS M OGOJIb B KOHCYHOCTSX, MApECTE3Ws/THIIOICTE3US, UIMEHEHHE
BKyca (METAIIMYECKUI TIPUBKYC), OCTPhIH aCENTHYECKHM MEHUHIUT, MEHHHTU3M (TIapaiuy,
pBOTa), CHHPOM MOpPaKEHHS YEePEITHBIX HEPBOB;

Yacmoma neuzsecmua: Cynopord, HEHPOTOKCHYHOCTh, apAaXHOUIHT, [ApaIIerks, CTyop,
arakchs,  JEMCHLHs,  yBEJMYEHWE  JaBIE€HHS  CIIMHHOMO3TOBOH )KUJIKOCTH,
sH1edanonaTus/nelkosHnedaronaTus.

Hapyienus co CTOpOHBI Oprana 3peHus

Yacmo: KOHBIOHKTHBHT;

Peoxo: napymenus 3peHust (HHOTAA TSOKEIbIE), TKENbIH TPOMGO3 BEH CETUATKH,

Ouenv pedro: nepnopOUTANBHEIH OTEK, 61edapuT, cie30TeYeH e, CBETOOO0I3Hb, BpEMEHHAs
CIIETIOTA, MOTEPS 3PEHHUSL.

Yacmoma neuseecmua: peTHHONATHS.

Hapymenus co cTopoHs! cepana

Ouenv pedko: NEpUKAPINUT, IKCCYIATUBHBIH MEPUKAPIHUT, TAMIIOHAA CEPALA.

HapymeHnus co cTOpoHBI cOCYI0B

Heuacmo: BackynuT, anjgeprudecKuil BacKyJIuT;

Peoxo: runotensus, TpoM60aMOoHs (BKIIOYAs apTepHATbHBINA U LepeOpaibHbIH TPOMGO3,
TpoM60QIe6HT, TPOMOO3 MITyGOKHX BEH).

Hapyuienns co cTOpoHE! AbIXATEIbHON CHCTEMBL, OPraHOB TPYIHOMN KIETKH M cpeJlocTeH s ™
Ouenw yacmo: Kaienp,

Hacmo: nerounble OCIOXHEHHS BCIEACTBHE WHTEPCTHIMATBHOTO aTbBEOTHTA/MTHEBMOHMTA
W CBSI3aHHBIM C HUMH JIETAIBHBIH HCXO/A (HE3aBHCHMO OT 03Bl M MPOJAOJDKUTEIBHOCTH
JICYEHUS METOTPEKCATOM);

Heuacmo: nerounstit Gpubpo3, mieBpaibHblii BHINOT;

Peoko: GpapuHrHUT, OCTaHOBKA JBIXaHMS, JIETOYHAs SMOOITHS;

Ouensb peoxo: XPOHHMYECKas HHTEPCTHIMANbHAS GOME3Hb JIETKHX, ACTMATHYECKAs PEAKIHs ¢
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KalljieM, OJBIIIKA M MATOJOTHYEeCKHE OCITOKHEHHS NMpH (QYHKIHOHATHHOM JIBIXATeTbHOM
TECTE;

Yacmoma neussecmua: 6071b B TPYIH, TUIOKCHS, HOCOBOE KPOBOTCYEHHE, AIbBEOSPHOT
KPOBOTEUYEHHE.

XKenynouHo-kuueyHble HapyImeHus ™

Ouenw yacmo: noTeps anmeTuTa, auapes (0COGEHHO B TedyeHHe MepBbIx 24-48 yacos mocie
IpreMa MeTOTpeKcaTa), TOIHOTa, PBOTA, OOJIH B )KUBOTE, I3BEHHBIH CTOMATHT (OCOOEHHO B
TeueHHe MepBbIX 24-48 4acoB mociie NpUMEHEHUs METOTPEKCATa);

Heyacmo: »xemy104YHO-KUIIEYHBIE SI3BbI U KPOBOTEUYEHHU S, TAHKPEATHT;

PeOxo: 3HTEPUT, THHTUBUT, MeJICHa;

Ouenv pedko: reMaTeMe3uc;

Yacmoma neusgecmna: HEUH(EKIMOHHBI IEPUTOHUT, TOKCHYECKHH  METraKoJIOH,
NMpoOOAECHUE KHIIEYHHUKA, TIIOCCHUT.

Hapy1ienus co CTOpOHBI MEUSHHU | KETYEBBIBOIAIIMX MyTen*

Ouenb yacmo: NOBBIIIEHHE aKTUBHOCTH TTe4eHOUHBIX hepmeHToB (ANAT, AcAT, menounas
dbocdaraza u GunupyouH);

Heuacmo: renaTOTOKCHYHOCTB, JKHpOBas J€Te€HEpalus IEeYeHH, XPOHHYECKHH (HOpo3 u
LUPPO3, CHHXXEHHE aTbOyMUHA B CBIBOPOTKE KPOBH;

Peoxo: ocTphlii renaTtur;

Ouenv peoxo: OCTPBIA HEKPO3 IEYEHH, OCTpas TMedYeHOYHas AUCTPOQHs, TNeYeHOdHas
HEIOCTATOYHOCTb.

(em. Takke nHpopManuio o Guorncuu nedeHu B paszene 4.4)

Hapymenus co cTOpOHBI KOKH U MOAKOXKHBIX TKaHeH *

Ouenb uacmo: anoneuus;

Yacmo: sx3anTeMa, SpuTEMa, 3ya, HOTOCEHCUOUITH3AIINS, H3bA3BIICHHS;

Heuacmo: Tsxenble TOKCHYECKHE pPEAKUMH — TepneTH(OPMHBINA JEPMATHUT, CHHIPOM
Crusenca-/Ixoncona*, TOKCHYECKMH SMUIepMabHBIA Hekponu3 (cuuapom Jlaitena)*,
KpalMBHUIIA.  TUIEPIIUTMEHTAlHs, o0pa3oBaHHE y3€lKOB, OOJIC3HEHHBIE  OPO3UH
TICOpHATHYECKUX OIsIIEK, HapyIIIeHHEe 3a)KUBIICHUS PaH;

Peoxo: akHe, TETeXWH, SKXUMO3bI, MYJIbTH)OPMHAS 3PUTEMA, OPUTEMATO3HAs CHIIb,
THIIEPIUTMEHTALHS HOTTEH, OHUXOJIH3HUC;,

Ouenb pedko: GypyHKYIE3, TeNeaHTHIKTAZHH, 0CTpas MapOHUXWUS;

Hacmoma neuseecmna: neKapcTBEHHAs peaKIMs ¢ D03MHO(MIMEH M  CHCTEMHBIMH
cumrnromamu  (DRESS-cunapom), nepMatut, menymeHde — KoH/KCHOIHATHBHBIN
NEPMaTHT.

Hapy1enus co cTOpoHBI MBIIIEYHOM, CKENETHOM U COEIMHUTENBHON TKAHH

Heuacmo: aprpanrusi, MHJITHs, OCTEONIOPO3;

Peoko: cTpecc-niepenom;

HYacmoma neusgecmna: 0CTEOHEKPO3, OCTEOHEKPO3 YEJIOCTH (BTOPHUHBIH 10 OTHOIICHHIO K
nmuMbonponupepaTUBHEIM HAPYILEHHUAM).

Hapy1ienus co CTOpOHbI T0YeK U MOYEBLIBOASLIMX MyTei*

Ouenb yacmo: CHIKXEHHE KIMPEHCa KpeaTHHHHA,

Heuacmo: wnedponaTus, noyedHas HEAOCTATOYHOCTh, A3BEHHBIH HMCTHT (BO3MOXHO C
reMaTypuen). pacCTpoHCTBA MOYEHCITYCKAHHS, AU3YPHSl, OJTUTYPHS, aHYpHS;

Pedxo: rumepypuKemHs, IMOBBINICHHAS KOHIEHTPALMS MOYEBMHBI M KPEATHHHHA B
CBIBOPOTKE, a30TEMHSI;

Ouenv pedko: reMaTypusi, IPOTEUHYPHS.

BepeMeHHOCTh, MOCIePOIOBEIH NEPHO M NePHHATATLHBIE COCTOSHHUS

Heuacmo: nopoxu pa3BuTHS 1104,

Peoko: abopr;

Ouenv pedko: rndeys M0,

Hapyienus co cTOpOHBI penpoayKTHBHOM CHCTEMbI i MOJIOYHBIX JKENIE3




Heuacmo: BocnasieHHe U U3BA3BICHUE CIM3UCTON Bilarajyina,

Peodko: npexoisias OJMrOCIEepMHUs, BPEMEHHBIE HAPYIIEHHS MEHCTPYATbHONO HHKIIA;
Ouenv  peoxo: HapylleHHe OOreHesa/crepmarorenesa®, Oecruioane™,  HapylICHHE
MEHCTpyallblioro I{uKia, mnoTeps JMOUIO0, HMIIOTEHIMs, BarWHAIbHBIC BBIICICHHUS,
THHEKOMAaCTHSI;

Yacmoma HeuzsecmHa: yporeHUuTaIbHas TUCHYHKIUS.

OO1mue HApYIIEHUS U PEaKIIHK B MECTE BBEICHHUS

Quenv wacmo: yCTanocTh, HEIOMOTaHHE;

Heuacmo: nmupexcus;

Yacmoma neussecmua: 601b B TPyAH, 03HOO, OTEK.

]
*HUH(POPMAIMIO 0 CEPhE3HBIX HEXENATEIBHBIX PeaKilusX CM. B paszene 4.4.

CoolimeHne 0 M003peBaeMbIX HeKeJIaTeJIbHbIX PeaKIHAX

BaxxHo coo0mmaTe 0 MOM03peBacMbIX HEXENATebHBIX PEAKLUAX TOCIE PErHCTpaliy
JIEKapCTBEHHOTO Mperapara ¢ [ebi0  O00eCHeYeHUs] HENpepbhIBHOTO MOHHUTOPHHIA
COOTHOIIEHHUS «IT0JIb3a-PUCK» JIEKAPCTBEHHOrO Ipernapara. MeJWIMHCKUM pabOTHHKAM
peKoMeHIyeTcss coodum@ark o JOOBIX MOJO3PEBAEMBIX HEXKETATENBHBIX  pPeaKIMsaX
JIEKapCTBEHHOTO MMpernapara uyepe3 HalMOHAIBHYIO CHCTEMBI COOOINEHHs O HeXeaTelbHbIX
peaxuusx.

Pecny6nuka benapychb

Anpec: 220037, r. Munck, nep. ToBapuimeckuii, 2a

VII «lleHTp 3KCnepTH3 U UCIIBITAHUN B 3[pABOOXPAHEHUH )

Tenedon: +375 (17) 242-00-29

®axc: +375 (17) 243-00-29

DnexTpoHHas nouta: repl@rceth.by

Caiit: https://www.rceth.by

4.9 IlepenosupoBka.

CuMOTOMBI

Bpu10 moka3aHo, YTO CTy4Yau Mepefo3upOBKH OOBIMHO MPOUCXOAWIH MOCIE MepOpaibHOTO
NPUMEHEHHs] METOTpeKcaTa, TaK)Ke BHYTPHUMBIMIEYHOTO W BHYTPHBEHHOTO INPHMEHEHMUS.
Coobmanoce 0 ciydasx HepeO3UPOBKH, HHOTAA CO CMEPTEIBbHBIM HCXOAOM. B aaHHOM
Clly4ae HeJleNbHas J103a MpernapaTta OMUO0YHO NMPUHMMANACh KaK €XKEJIHEBHAS CyTOYHAs.
O6muMH CcHMNTOMaMH B 3THX CiIy4asX OBUIM Te€MaTOJOTHYECKHE DEaKIHuh |
HexenatenbHble peakuud co  cTopoHbl JKKT. CuMNITOMBI BKIIOYATH JIEHKOTEHHIO,
TPOMOOIMTOINCHHUIO,  AHEMHIO, MAHIHUTONEHUIO, HEWTPOIIEHHIO, MHEIOCYIPECCHIO,
BOCIAJIEHHE CIHM3UCTBIX 000/0YeK (MYKO3HMT), CTOMATHUT, S$3BBI CJIIM3UCTOH pOTOBOM
TOJIOCTH, TOIIHOTY, PBOTY, A3BbI U KpoBoTedeHus B JKKT. B HEKOTOPEBIX Cilydasx MpU3HAKH
MHTOKCHKALMM OTCYTCTBOBATM. CyIIECTBYIOT COOOIIEHHS O CMEPTENBHBIX CIIydasX
MIEPEI03UPOBKH B PE3yJIbTATe CEIICHCA, CENTHYECKOTO I0KA, MOYEUHON HEJIOCTAaTOYHOCTH H
arnyIacTHYECKONW aHEMUH.,

Jleuenue

Jlns HeHTpanu3alMKM HEXeNaTeNbHbIX TOKCHYECKHX 3(P(EKTOB HCHONB3YETCS KalbIHs
¢donuHar. ¢

JUist KynvpoBaHUs CUMITOMOB HHTOKCHKALIMH, BO3HUKINEH TIPH TEpaky HU3KHUMH J03aMH
MeToTpeKcara (pa3osast 103a <100 Mr/M?) U BEI3BAHHOIH HEJOCTATKOM TETPArHAPO(OIHEBOl
KHCJIOTBI, HJIH B CJTy4ae CHWIKEHHS 4YHMC/Ia JIEHKOUMTOB Ha (JOHE NPUMEHEHHs HM3KHX JI03
MeToTpekcarta HeoOxomumo Oe3oTnaratebHO BBecTH 6-12 Mr kanmbius (osmHaTa
BHYTPHBEHHO MJIM BHYTPUMBIIIEYHO, a 3aTEM €II€ HECKOJIBKO pa3 (1o KpaiHel Mepe ueThipe
pasa) Ty e 103y ¢ 3-6-4aCOBBIM HHTEPBAJIOM.

Jleuenue Mpo10/DKAIOT MOKa KOHIIEHTPAIUS METOTPEKCATa B CHIBOPOTKE KPOBH HE CHH3UTCS
mo 107 monn/n1. B ciydae TKeTOH MHTOKCHKAIMHM MPOBOJAT THAPATALMIO OPraHU3MA H
OlIENaYMBAaHUE MOYM IS NPEIYNpPEeKACHHsS NPEIUNUTAIMA METOTpeKcarta H/MIM €ro
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MeTaBoIMTOB B [MOYEUYHBIX KaHATbIAX. D(OPEKTUBHBIN KIHPEHC METOTPEKCATA MOKET OBbITH
JIOCTUTHYT TNYTEM 3JKCTPEHHOTO BBICOKOCKOPOCTHOTO MPEPHIBHCTOTO IEMOAMANIN3A. Jlns
MHTEHCU(ULIMPOBAHHOM Tepanuu (OJIMHATOM KalibllMs TPH 3aME/UICHHOM BBIBEICHUN
METOTpeKcaTta BO BpeMsl JIEYEHUsS CpPEIHUMH U BBICOKMMH JI03aMH METOTpeKcara,
no)kanyncra, 00paTUTeCh K ClieHaIbHON HAyYHOW JIUTEpaType.

O dexTUBHBI KIUPEHC METOTpeKcaTa MOXKET OBITh JOCTUTHYT ITyTEM TIeMOJuaiu3a C
UCIIOJIb30BAHUEM BBICOKOM CKOPOCTH IIOTOKa aAyann3arta. Hu CTaHIIapTHLIﬁ reMoauajin3, HU
TIEPUTOHEATbHBIH AUAIH3 HE MPOAEMOHCTPUPOBATH 3 QeKTa B YIYUIICHHH TUMHHALHUA
METOTpeKcaTa.

DPpPeKTHBHOCTD  KabIHS donmuHaTa CHHXAETCS C YBEIHMYCHHEM HWHTEpBajla MEXIy
IIPUMEHEHHUEM METOTpeKcaTa U KayibLus (onunara. l11g onpeneneHus ONTHMAIBHOM 036! U
JUTATEIBHOCTH  BBEJECHHWS Kanbls (ojaMHATa HEoOXOIMMO OTCJIEXKHUBATh  YPOBEHb
METOTpPEKcaTa B CHIBOPOTKE.

Ecim vHTOKCHKANKS BBI3BaHA 3HAYMTENBHO 3aMeUIEHHBIM BBIBEIEHHEM (KOHTPOJIEL YPOBHS
METOTpeKcaTta B CBIBOPOTKe!), Kak Hampumep, B pe3yjbTaTe OCTPOH IMOYEYHOM
HE0CTaTOYHOCTH, MOKHO PaCCMOTPETh IIPOBEICHHE MeMOIMAITH3a H/HITH reMornepdy3uu.
Ipumenenue ¢ pesmamonozuu u depmamono2uu

Y NAlMEeHTOB ¢ PEeBMATOMIHBIM APTPHTOM, [COPHATHYECKMM apTPUTOM HIH IICOPHA30M
BBeICHHE (ONMEBON KUCIOTHI WK (OJMHHEBOM KHMCIOT MOXKET CHHIXKATh TOKCHYHOCTB
MeTOTpekcaTa (CHMNTOMBI CO CTOPOHBI JKEIyAOYHO-KHIIEYHOTO TpPAKTa, BOCMATECHHE
CITU3HCTON IOJIOCTH PTa, AIONENMIO U TOBBIIICHHE aKTHBHOCTH NMEYEHOYHBIX (PEPMEHTOB).
Ilepen wucmons3oBanmem npenapatoB (oJMEBOH KHMCIOTEI PEKOMEHIYETCS OIEHHTh
KOHIEHTpalnuio BHTaMHHA BI2, mnockonbky BBeneHHE (ONMEBONH KHCIOTBI MOXKET
MacKHpOBaTh /JC(hUUAT BUTamMMHA B12, 0COGeHHO y B3pOCIBIX HAlMEHTOB B BO3pacTe
crape 50 nert.

5. PAPMAKOJIOTUYECKUE CBOMCTBA

5.1 ®apmakonnHAMHYECKHE CBOIHCTBA.

®apmakoTepaneBTuyeckasi rpynma: [IpOTHBOOIYXONEBBIE Mpemaparsl. AHAIOTH
(bomeBoit KHCIIOTHI.

Kox ATC: LOIBAOI.

Mexanu3m neicTBus :

Merotpekcar sBngercs aHTaroHUCTOM (ONMEBOH KHUCIOTHI M OTHOCHTCS K rpyIne
LHUTOCTATHYECKHUX AHTUMETabOoJIUTOB. Hurubupyer auruapodonarpeaykrasy,
Y4acTBYIOLIYIO B BOCCTaHOBJICHWH IHUTHIAPO(OIMEBOH KHCIOTBI B TETPAruaApopOIHEBYIO
KHCIIOTY (NIEPEHOCUAK YTIIEPOHBIX (HParMEeHTOB, HEOOXOMMMBIX JUIS CHHTE3A [TyPHHOBBIX
HYKJICOTHNIOB M WX MPOM3BOAHBIX). Topmo3uT cuuTe3, pemapaumnio JJHK u kietounyio
perenepanuio. Ocobo 9yBCTBHTENbHBI K JIEACTBHIO METOTpeKcaTa TKaHH C BBICOKOM
nposHdepanrel KIeTOK: OmMyXoJieBas TKaHb, KOCTHBIA MO3T, KJIETKH STHTENHS CITM3HCTHIX
obomnoyex nonoctu pra, JKKT u ModeBoro my3sipsi, SMOpHOHAIBHBIE KIIETKH.

Knerkn 3nokauecTBenHON omyxomu 06BMHO 06namarOT GoJbIIEH npoaudepaTUBHOM
aKTUBHOCTBI)., YeM KIIETKH Hopmaanoﬁ TKaHH, [IOOTOMY METOTPEKCAT MOXKET OKa3bIBaTh
3HAUUTENIBHOE BIIMSHME HAa MX POCT O€3 HaHeCeHMs] HeoOpaTUMOro yiepba HOpPManbHOM
TkaHu. Hapsizty ¢ mpoTHBOOIyXo/eBbIM 06.1a1a6T HMMYHOCYIIPECCHBHBIM J€HCTBHEM.
Pasuuna B mponudepaTHBHON aKTHBHOCTH KIETOK SBIAETCS OTIPaBHOM TOYKOH 15t
HCIIOJIb30BAHUS METOTPEKCATA MPH TSKEIIOM, TEHEPATH30BAHHOM, YCTONYHBOM K TEpAIHH
T[ICOpHA3e ¥ IICOPHATHYECKOM apTPHTE.

5.2 ®apmakokunernyeckue cBolicTBa.

Abcopbuus '

[Tocre mpuema BHYTPH METOTpEKcaT BeachIBaeTCs M3 JKETyIOUHO-KHIIEYHOro TpakTa. [Ipu
HU3KKMX Jo3ax (oT 7,5 mr/m® mo 80 mr/m%) cpemmss OMOIOCTYITHOCTL METOTpeKcara
cocrapnser  okono 70 %, oOHAKO ~ BO3MOXHBI  3HAYMTENLHBIE  BHYTPH- U
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MEXHH/MBH/lyalbHBle Koebanus (25-100 %). MakcumanbHble KOHICHTPAIMH B CEIBOPOTKE
KPOBH JOCTHTAtOTCs B Te4EeHUE -2 4acos.

Oxomo 50% wmeToTpekcata cBsi3biBaeTcs ¢ Oenkamu I1aasmbel. [locie pacnpeneneHus B
TKaHAX, HAXOJMUTCS B BHICOKMX KOHIICHTPAITHIX, B OCHOBHOM, B TIEUEHH, IIOYKaAX U CEJIE3CHKE
B (hopMe TONUTITyTaMaTOB, KOTOPEIE MOTYT YACPKUBATHCS B TKAHAX B TEUCHHUE HEJENb HITH
MeCSILIEB.

Pacnipenenenue

Cample BBICOKHME KOHLEHTPALMH METOTpeKcaTa OOHApy)XMBAIOTCA B IOYKAX, MKETYHOM
My3BIpe, Celle3eHKe, TedYeHH, KOXe, TOICTOM M TOHKOM KHIICYHHKE. [Tpu HamMyuu Tak
HA3bIBAEMOT'0 «TPETHEr0 MPOCTPAHCTBA» (IJIEBPAbHBIM BBITOT W AaCIMT), METOTPEKCAT
criocobeH MECIUICHHO NPOHHKATh B HEro, a 3aTéM CHOBa BLICBO60)KLIaTBC${ (‘lTO MOXKET
NPHBECTH K YBEJIHYEHHIO TOKCHYHOCTH!).

[Ipu mepopaabHOM M NAapeHTepaTbHOM BBEJICHHH B TEPAIIEBTHYECKHX 103aX MPAKTHYECKHU
HE TPOHMKAeT dYepe3 reMaTodHLepannyecknit Oappep. Bbicokve KOHUEHTpaluH B
CIIMHHOMO3TOBO#H KHIAKOCTH JOCTHTAIOTCSA TOJBKO TMOCHE WHTPATEKAIHHOrO BBEICHHS MIIH
IIPU T€pANuK B MAKCUMAJIbHBIX J103aX.

[Ipyu wucnonb3oBaHMH B HH3KHX [03aX METOTPEKCAT MPOHHKAET B CHMHHOMO3TOBYIO
KHUJIKOCTh B MUHHUMAJIBHBIX KOJHMYECTBAX, OJHAKO MPHU BBICOKHX a03ax (300 Mr/kr maccel
Tejla) KOHIEHTpalUs METOTpeKcaTa B JMKBOpe cocrasiser 4-7 wmxr/ma. Cpeanwuit
TEPMUHATIBHBIA TIEPHOJA TIOMYBBIBEICHUS METOTpEeKcaTa COCTaBIsgeT 6-7 4YacoB M
XapaKTepU3yeTCsi 3HAYUTENIbHON BapuabenbHOCTBIO (3-17 wacoB). Bo3moXkHO yanuHEHHE
NEPUO/Ia TONYBLIBEICHHS B 4 pa3a OTHOCHTENBHO OOBIYHBIX 3HAUCHHH y MAlMEHTOB,
MMEIOLINX BBITIOTHI B KTPETHE MPOCTPAHCTBOY (TLIEBPATLHEIH BBITIOT, ACIUT).
buotpanchopmanus

IIpn Hu3KO#H 103MPOBKE METOTpeKcar, Kak MpaBHJIO, HE TOBEPraeTcss 3HAUMTETLHOMY
meraboiu3my. [Ipi NpHUMEHEHHMH MeTOTpeKcaTa B BBICOKMX /033X B OCHOBHOM OH
MeTabonu3upyercs B 7-THAPOKCHMETOTpeKcaT (B TNEYEHH) M  [OJMIJIYTaMarhl
(BHYTPHKIJIETOUHO),, KOTOPBIE MOTYT KOHBEPTHPOBATBCSA B METOTpEKCAT TOj ACHCTBHEM
I'Mposias. MeTta6GonuThl MOJIMIJ1yTamara SABIISIIOTCS MHTHOUTOpaMHu
IMrupodoaTpelyKTa3sl ¥ THMHAXIATCHHTETA3BI.

HeGoubiune koiinyecTBa MOMMITIIOTAMATOB METOTPEKCAaTa MOTYT OCTABATBhCS B TKAHAX B
TCYCHHUE [UTMTEJIbHBIX TNEPHOJIOB B 3aBUCHMOCTH OT THIA KJIETOK, TKAHEH W TIPUPOIbI
OITyXOJIH.

Ilpy  nmpuvenenuu B OOBIMHBIX 038X  HE3HAYUTENHHO  MeTabOIM3MPYETCS [0
7-rUIPOKCUMETOTPEKCATa; NP BBEJCHWH METOTPEKCATa B BHICOKHX J103aX AKKYMYyJISALS
7-THAPOKCHMETOTpEKCAaTa MOJKET OBITH 3HAYUTENBLHOH, PactBopumocTh
7-rUApOKCHMETOTpEKCaTa B BOJE B 3-5 pa3 HUIKE, YEM y HCXOJHOTO COEIMHEHHS.

[Ipu Hasmayenmnn merorpekcata B Hu3kuX 03aX (MeHee 30 Mr/mM2) KOHEYHbIH epUo/
MOJIyBBIBE/ICHHsI COCTaBjIsgeT 3-10 wacoB, NMpH HCMOJIB30BAHHM B BBICOKMX 103aX — 8-
15 yacos.
DJIUMUHAIHS
MeToTpekcar BBIBOIMTCS NMPEUMYIIECTBEHHO MOYKAMH ITyTeM KIyGOUKOBOI (unbTpanuu u
KaHaIbLUEBOH peabcopOuuu. DIMMHUHALKMS 3aBUCHT OT J03bl M crocoba BBemenus. ITocie
BHYTPUBEHHOTO BBe/ieHHsl 80-90% OT BBe/ICHHOM 103BI BLIBOJUTCS C MOYUOH B HEH3MEHHOM
BHze B TeyeHue 24 yacoB. C jxemybio BEIBOANTCS 10 10% OT BBEIEHHOM 1035L. Merorpekcar
MOBEPracTCs IHTEPOrenaTHYECKO MUPKYIISALUH, TO3TOMY ¢ KanoM Beiensercs 10 10% ot
BBEJIEHHOMH T03bI.

[Tocne BHYTpUBEHHON HHBEKUMHM 3IMMMHAIMS METOTPEKCATA HAYMHACTCS B TEUEHHE
HECKOJIbKMX MHHYT TIOCJ€ pacCNpeNesieHus], TIEPUO TOMYBBIBEACHUS B HadaJbHOW (ase
COCTaBJIsieT 2-3 Yyaca, KOHEYHBIH IEPUOJI TOIYBBIBENCHHS — 12-24 Yaca.

[Ipu Hapymenuu QyHKUHH MOYEK OXMIACTCA 3aMe/JICHHE BBIBEACHHS C BO3MOXKHOCTBHIO
Pa3BUTHS CEPbE3HBIX HEKENMATENBHBIX peakiini. OOHapykeHa Xopolas KOppesius MexIy

!
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!
KIIHPEHCOM METOTpPEKCara M KIHPECHCOM JSHIOTCHHOTO  KpeaTHHHHA, OOmmii KIIHPCHC

MEeTOTpeKcaTa COCTaBJseT B cpeaHeM 12 /4, HO OH CHIBHO Bapbupyercsd M OOBIMHO
CHIDKACTCS MPH MPUMEHEHUH METOTPEKCcaTa B BBICOKHMX 103aX.

OrpaHW4eHus IKCKPELHH, CBSI3aHHBIE C HApyIIeHHeM QYHKIHUHU TIEUYEHHU, B HACTOSLIEE BPEMS
HE U3BECTHBI.

VY kpbIc 1 00€3bsiH METOTPEKCAT MPOHUKAET Yepe3 MIalleHTapHbIH Oaphep.

5.3. JlanHbIe no:cngnnqeckoﬁ 0€e30MmacHOCTH.

XPpOHUYECKasi TOKCHYHOCTD

B mccnenoBaHMsAX XpOHMYECKOH TOKCHMYHOCTH HA MBIIIAX, KphICaX M cOOAKax BBISBIICHBI
TOKCHYECKHE  3Q(EKTsl B  BHAE TNOPAKEHHH  KEIYyJOYHO-KHUIIEYHOTO  TpaKTa,
MHUETOCYIIPECCUH M T€IaTOTOKCHYHOCTH.

MyTareHHbIH 1 KaHIIEPOT€HHBIN IOTEHIHA

B 107TOCpOYHBIX HCCIENOBAaHUAX Ha KpbICax, MBIIAX M XOMSJKaX HE OBbLIM BBISBICHBI
MPH3HAKK OHKOI'CHHOTO TOTEHIHAIa METOTpeKcaTa. MeToTpekcaT SBIsSETCS MyTareHHbIM in
vivo ¥ in vitro. IlpennonoxurensHo o0MagaeT MyTareHHBIM IEHCTBHEM B OTHOIIEHHH
YeJIoBeKa.

PenponykTHBHAs TOKCHYHOCTD

Pesynbrathl uccnenoBanmit Ha 4 BHJAX XHBOTHBIX (KPBICHI, MBIIH, KPOIMKH, KOIIKH)
NOKa3aly HaJIMYUEe TePaTOTCHHOro AEHCTBUA. Y Makak-pe3yc He ObIIM BBISBIICHBI MTOPOKH
Pa3BUTHSI, COITOCTABAMBIE C BOBMOXKHBIMHU Y YeJIOBEKA.

6. PAPMALEBTUYECKHUE CBOMCTBA

6.1 Ilepevens BcmoMoraTe/bHBIX BelECTB.

JIakT03bI MOHOTHIPAT

[ToBunon K-25

Kanbuus creapar

Kaptodenbhsrit kpgxman

O6omnouxka: Onanapaii sxxentsiii nwim Onaznpail OpaHKeBbIit*.

*Cocmae Onaopaii dcenmozo: TOTMBUHUIIOBBIA CIHPT, YAaCTHYHO THIPOJTH30BAHHBIIN,
MaKpOTOJI/TIOH Y THIICHTTHKO/Ib, XHHOJIMHOBKIH HKeThINH amoMUHNeBbI naK, FD&C kenThlil
Ne 6/conmueunniit 3akar xenteiii FCF amoMuHEHEBBIH TaKk (E 110), Tanpk, THTaHA JMOKCHUI,
JKeJie3a OKCH/1 KEIThIH. .
*Cocmae Onadpaii opandice6020: NONMBUHANOBBIH CIHPT, YACTHYHO THAPOJIA30BAHHBII,
MaKpoOroJ/mousTHIeHr KOs, FD&C xentwiii Ne 6/conmnednsii 3akat kenteii FCF
amomunueBbii nak (E 110), Tamsk, THTama auokcum, skenesa okcua xentsid, FD&C
roiy6oi Ne 2/MHANTOKApMHH ATFOMHHHUEBDIH JTAK.

6.2 HecoBMeCcTHMOCTD.
He mpumennmo.

6.3 Cpok roaunocru!
3 rona.

6.4 OcobbIe MepbI IPEIOCTOPOKHOCTH TIPH XPAHEHUH.
XPpaHHTh B 3alHIIEHHOM OT BJIATH U CBETA MECTE TIPH TeMrneparype He Bbie 25 °C.

6.5 XapakTep n cogepkaHue NEPBHYHON YIAKOBKH.

ITo 10 TaGneTok B KOHTYPHYIO SHEHKOBYIO YNAKOBKY M3 TUICHKH MOJTHBHHHIXIOPHIHON H
donbru  amoMuHEEBOi. [IBe KOHTYpHBIE YNAKOBKH BMECTE C JIMCTKOM-BKIABIIIEM
MOMEINAIOT B [1aYKy U3 KapTOHa.

6.6 Ocobrie Mepbl mNpPeIOCTOPOKHOCTH MpH YHHYTOXKeHHH HCI0JIb30BAHHOT0
JIEKADCTBEHHOT0 Mpenapara MWJIH O0TX0X0B, TMOJYYEHHBIX TOC/€ NPUMEHEHHS
JIEKAPCTBEHHOTO MpenapaTa WM paboThl ¢ HUM.

Het oco6b1x TpeGoBanuii K yTHIM3aLHUH.
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Bech ocraBiIMiics JIeKapCTBEHHBIH Ipenapar M OTXOABI  CICAYeT . YHWYTOKHTH B
YCTaHOBJICHHOM TIOPSIIKE.

6.7 YcaoBus oTnycka:

ITo peuenTy Bpaua.

7. AEPY)KATEJIb PETUCTPAIIMOHHOT'O YIOCTOBEPEHUSI

PVII «Benmennpenaparsiy, "M e
Pecniy6nuka Benapycs, 220007, r. MuHck, Q' 'm_ ;
yi1. ®abpunmyca, 30, Ten./dakc:(+375 17) 220 37 16, ] O
e-mail: medic@belmedpreparaty.com cmaivd

8. HOMEP PETMCTPALIMOHHOI'O YIOCTOBEPEHUS

9. JIATA IEPBUYHOM PETUCTPALIANA
Hlata niepsoit peructparmu: 29 anpens 2008 r.

10. TATA IEPECMOTPA TEKCTA

/

Obmast  XapakTecpHCTHKA —JIEKapPCTBEHHOTO npenapata MeToTpekcat JOCTynHAa Ha
OpHIMANBHOM caliTe YIIOJTHOMOYEHHOro opraHa rocygapctsa — VI «llenTp sxcreptus u

MCIBITAaHUH B 31paBOOXPAaHEHHH» B  HH(POPMAIHOHHO-KOMMYHHKALMOHHON  CeTH
«Wntepuer» www.rceth.by.



