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10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

METOTPEKCAT

PerncrpanuoHHblii HOMep:

Toprosoe naumenosanue: METOTPEKCAT

MexayHapoaHOe HEMATEeHTOBAHHOE WM IPYNIIUPOBOYHOE HAUMEHOBAHUE: METOTPEKCAT
JlekapcTBeHHasi popma: KOHIEHTPAT AJISl IPUTOTOBJICHUS pacTBOpa sl HHPY3Hit

CocraB

1 MJI KOHILIEHTpaTa COAEPIKUT:

0ezicm6w0mee eeuecmeo.”

MeroTpekcaT auHatpus 109,68 mr (B nepecuere Ha metoTpekcaT 100,0 mr)

BCIIOMOTaTeJIbHbIE BELIECTBA!

Hatpus ruapokcun 1o pH 7,0-9,0

BOJIa U1 MHBEKIUH 10 1 MiI.

Onucanme: Ipo3payHbIil pacTBOP OT CBETIIO-OPAH)KEBOT'0 10 TEMHO-OPAHKEBOI'O 1IBETA.
dapmakoTepaneBTHYecKass TPyNna. IPOTUBOOIYXOJIEBBIE CPEACTBA, AHTHUMETA0OJUTHI;
aHajoru (OIMEeBOMN KUCIOTHI.

Koa ATX: LO1BAO1.

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

[IpoTuBOOIyX0/I€BOE, LUTOCTATUYECKOE CPEACTBO TPYIIBl AHTUMETA0OJUTOB — aHAJIOIOB
¢donueBoit KUCIOTH, oOOJafaoNnee HMMYHOCYIPECCUBHBIM U MPOTHUBOBOCHAIUTEIbHBIM
neiictBuem. HWurubupyer auruiapodonarpenykrasdy, Y4YacTBYIOIIYI0 B  BOCCTaHOBIICHUH
TUTUIPO(OINEeBON KHUCIOTHl B TETParuapo(oiIneByt0 KUCIOTY (TIEPEHOCUMK YTIIEPOJIHBIX
(GparMeHTOB, HEOOXOIAMMBIX Ui CHHTE3a ITyPUHOBBIX HYKJICOTHIOB M WX MPOH3BOIHBIX).
Topmosut cunre3, penapamuto JHK wu xnerounsnid muto3 (B ¢a3y cuntesa). Ocobo
YyBCTBHUTEIbHBI K JEHCTBHIO METOTpeKcaTa TKaHM C BBICOKOW mpoiudepanueil KIeTOoK:
OITyXOJIeBasi TKaHb, KOCTHBIN MO3T, KIIETKH JIUTENHUS CIM3HCTBIX 000JI0YeK, IMOPHOHAIEHBIC
kinetkd. Korma knerouHas mnponudepanusi 370Ka4eCTBEHHBIX TKaHeW Oojblie, 4YeM B
OOJIBIIMHCTBE HOPMAIBHBIX TKaHEH, METOTpeKcaT MOXeT MPHUBECTH K HApYyLIICHHIO pPOCTa
3JI0KaueCTBEHHBIX 00pa3oBaHMii 6€3 HeoOpaTuMoro yuiepoa it HOpMaJbHON TKaHH.
dapmakoKkunemuka

[Tocne BHYTpUBEHHOTO BBEACHMS MepBUUHOE pacrpeaeneHue cocrapisetr 0,18 n/kr (18 % or
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Macchl Tena). Pacripenenenue 10361 HACHIIICHUS — OKOH%h;a%%%TIg%H '§([)-' %:'djr:llx;llﬁic}cm

tena). [Ipu BBemeHuu BbICOKHX 703 (300 MI/Kr Macchl Tena) ONpPENesUIMCh TUIa3MEHHBIE
KOHIICHTPALlMU METOTpeKcarTa OT 4 10 7 MKI/MIL.

Oxkono 50 % wmeToTpekcaTa CBSI3bIBaeTCs C OelIKaMH IJIa3Mbl KPOBHU, MPEUMYILECTBEHHO C
anbOymMuHaMHu. BO3MOXXHO KOHKYPEHTHOE BBITECHEHHE MpPU OJHOBPEMEHHOM NPHUMEHEHUH C
Cyib(pOHAMHIAMH, CATULMIATAMH, TETPAIMKINHAMH, XJIopaMpeHukonamu, (PEeHUTOMHOM.
MetoTpekcaT HE TNPOHUKAeT dYepe3 remarodHuedanuyeckuii Oapbep NpH NPUMEHEHHH B
TEpaneBTUYECKUX J103aX. MeToTpeKkcaT MOABEpraeTcsl MEYEHOYHOMY M BHYTPHUKIETOUHOMY
MeTabonu3My ¢ oOpazoBaHHeM (apMaKOJIOTHUYECKH AaKTHUBHOW MOJUIIIYTaMUHOBOU (OpPMBI,
TaK)Ke MHTHOMPYIOMIeH TUruapodoaTpeykTa3y u CuaTe3 TUMuanHa. OCHOBHOM MeTaOOHT -
7-runpokcumeroTpekcar. HeOosblioe KOIMYECTBO MOJIUIVIIOTAMAT METOTpeKcara MOKET
OCTaBaTbCd B TKAaHAX B TEUEHUE UIMTENBHOrO mnepuona BpemeHu. CoxpaHeHHE U
MPOJOHTUPOBAHUE JICHCTBUSL aKTUBHBIX META0OJIUTOB Mpernapara pa3inyaroTcsi B 3aBUCHUMOCTH
OT THUIIA KJIETOK, TKAHEH U ONYyXOJIEH.

VY nanueHToB, NOJy4YaroUIMX BHICOKHE J103bl METOTPEKCaTa, IEPUO]T IOJYBBIBEIEHUS COCTABISET
ot 8 mo 17 u. [lepuos nonxyBbIBEACHHS] MOXKET OBIThH A0 4 pa3 MPOAOKUTENbHEE Y TAIlHEHTOB C
IUIEBPaIbHBIM BBIIIOTOM, ACITUTOM.

[Tpu XxpoHHUYECKOI TOUEYHON HEJOCTATOUHOCTH 00€ (pa3bl BEIBEICHUS METOTPEKCATa MOT'YT OBITh
3HAUUTENbHO YIUINHEHBI.

Ot 80 10 90 % mnpuHATON 03Bl BBIBOAMTCS B HEM3MEHEHHOM BHJE NMYyTEM KIyOOUKOBOM
(GWIBTpalui U KaHANBLEBOW CEKpEeLUH B TeUeHue 24 4.

Oxkono 5-20 % meroTrpekcara u 1-5 % 7-rugpokcumMeToTpeKcaTa BRIBOJUTCS C KETUBIO.
Hapymenne ¢yHKIMN MOYeK, BHIPA)KEHHBIM acIUT WM TPaHCCYAAT, a TakKe OJHOBPEMEHHOE
NpUMEHEHHE TpernapaToB, TaKUX Kak cja0ble OpPraHUYeCKHE KHCIOTBl, KOTOpbIE TaKXke
MOJIBEPTAIOTCSl KAHAJIBLEBOM CEKPEIMM, MOTYT 3HAUUTENBHO YBEIMYNUTH KOHLEHTPALUIO
METOTpeKcaTa B CIBOPOTKE KPOBH. B COOTBETCTBUU € pacpeielIeHneM METOTPEKCaT KyMYJIUpyeT
B IICUEHH, MMOYKAX U CEJIe3€HKE B BUJIE MOJMUIITYTaMaTOB U MOXET 3a/IepKUBAThCs B YKa3aHHBIX

OopraHax B TCUCHHUEC HCCKOJIbKHUX HCACIIb UJIU MCCALICB.

Iloka3zaHus K NIPUMEHEHHIO
® OCTpble JIeHK03bI (0COOEHHO TUM(POOTACTHBIN U MUET00JIaCTHBIN BApHAHTHI);
® HEXOJ/DKKHWHCKHE JUM(OMBI, BKIIIOUas TUMPOCaApKOMY;

® OCTCOI'CHHasA CapKOMa U CapKOMa MAT'KUX TKaHEH.

IIporuBonokazanus
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(TOCTIE Jg ':|:|_|4'I
e [IOBBIICHHAs YyBCTBUTENBHOCTh K METOIPEKCATY I/I}I/IJ’II/I 3%0‘6%M yr MV K MIIOHEHTY

npernapara,
e BbIpa)XEHHAs MMOYEYHAsI HEJOCTATOYHOCTh (KIMPEHC KpeaTHHUHA MeHee 60 MII/MUH);
® BbIpa)XEHHAas I€YEHOYHAs HEJOCTAaTOYHOCTb;
®  3JI0yNOTPeOJICHUE AIKOIOJIEM;
® HapyLIEHHs CO CTOPOHBI CUCTEMbI KPOBETBOPEHHUS B aHAMHE3€ (B YaCTHOCTH, TUIIOILIA3HS
KOCTHOTO MO3Ta, JICHKOIEHUS, TPOMOOIIUTONCHUS WM KIMHUYECKA 3HAUNMAasi aHeMUs);
® TSDKEJIbIE OCTPbIE U XpOHMUYECKHE UH(EKIMOHHbIE 3a00/1eBaHMsl, TAaKUE KaK TyOepKyJie3 U
BUY-undexius;
®  COIYTCTBYIOILAS BaKIMHALIMS )KUBBIMH BaKLIMHAMU;
®  53BBl POTOBOM MOJIOCTH, A3BbI JKEJIYI0UHO-KHUILIEUHOTO TPAKTa B aKTUBHOH (a3e;
e OEpEeMEHHOCTD;
® [IepUOJ TPYJHOr0 BCKapMJIMBAHUS;
e OJHOBPEMEHHOE MPUMEHEHHE MeTOoTpeKcaTta B Jno3e 15 wmr/Hem u Ooiee ¢
ALETUICATTUIIUIIOBOU KUCIOTOM.
C 0CTOPOKHOCTHIO
MeTtoTpekcaT ¢ 0CTOPOKHOCTBIO IPUMEHSIOT MPH HAJIWYWHU Y MAllMEHTOB HAPYLIEHUS (PYHKIIMH
[ICUYEHN U TIOYEK JIETKOM M CpelHell CTEeNeHW TSHKECTH, CaxapHOro auadera, OXKUPEHUs U
IPEIUIECTBYIOIEN TepanuM TIeNaTOTOKCUYECKUMHU IIpenaparaMy, JIeruapaTaliy, acluTa,
YTHETEHUS! KOCTHOMO3TOBOTO KPOBETBOPEHMSI, IUIEBPAIBHOIO WJIM MEPUTOHEAIBHOIO BBINOTA,
napasuTapHbIX U MHQPEKUHWOHHBIX 3a00JIeBaHUN BUPYCHOM, TpUOKOBOM WM OakTepHaIbHOU
IPUPOIBI — PUCK Pa3BUTHS TSHKEIOr0 reHepaln30BaHHOTO 3a00J1eBaHts (B HACTOSIILIEe BpeMsl WIIH
HE/IaBHO TIepEHECEHHbIe, BKJIIOYash HEJAaBHUM KOHTAKT ¢ OOJbHBIM) — TMPOCTON reprec,
OTOSICHIBAIOIIMIM repriec (BUpeMudeckas ¢asza), BETpsiHas oclia, Kopb; ameOua3, CTPOHTHIION103
(ycTaHOBNEHHBIM MM TIOJ03pEeBaeMblil); mojarpel (B T.4. B aHaMHe3€) WJIM YPAaTHOTO
HepoyponuTHasza (B T.4. B aHaMHe3€), MH()EKIINU U BOCTIAJICHUS CIIM3UCTOW 000I0UKH MOJIOCTH
pTa, pBOTHI, AMAPEH, SA3BEHHOM 0O0JE€3HM Kelyaka M 12-mepCcTHOW KHILIKH, S3BEHHOTO KOJIWTA,
O0OCTPYKTHUBHBIX 3a00JI€BaHMI JKETyJOUHO-KUIIEYHOTO TPAKTa, MPEIIIeCTBYIOEH XUMHO- WIH
Jy4eBOM Tepamuu, acteHuH, anuaypuu (pH Mouu menee 7), y AeTei M MaUMEHTOB IMOXKUIIOTO

BO3pacTa.

IIpumeHeHnne npu 0epeMEHHOCTH M B IIEPHOJ I'PYAHOI0 BCKAPMJIMBAHMUS

Bbepemennocmo

MeTtoTpekcaT He cielyeT IPUMEHSATh BO BpeMs OEpEMEHHOCTH, MTOCKOJIBKY UMEIOTCS IaHHBIE O

MOBBIIIICHHOM PUCKE BHYTPHUYTPOOHOW THOEN Iio/a, SMOPUOTOKCHYHOCTH, HEBBIHAIIMBAHUN
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OepeMEHHOCTH U TepaToreHHbIX dpdekrax (e eIHO-TH IR bTe. SR o=y et e Ho B ok

pa3BUTHUS U BPOXKICHHbBIE AHOMAJIUU Pa3BUTUSL KOHEUHOCTEN) y JTIOACH.

MertoTpekcaT sBJISE€TCS MOLIHBIM TEPAaTOTEHHBIM BEIIECTBOM JUIsl YEJIOBEKAa M B Ciydae
BO3EHUCTBUS BO BpeMsi 0€peMEHHOCTH ITPUBOJUT K MOBBIILIEHHOMY PUCKY CIIOHTaHHBIX a0OPTOB,
3aJIepKKH BHYTPUYTPOOHOTO pa3BUTHS IJI0AA U BPOKJIEHHBIX IIOPOKOB Pa3BUTHS.

e CrnoHranubsle abopThl ObUTH ommcaHbl y 42,5% OepeMeHHBIX KEHIIUH, MOJYYaBIIMX
METOTPEKCAT B HU3KUX J03ax (MeHee 30 MIr/He ), 10 CPAaBHEHHIO C COOOIIEHHOH 9acTOTON
B 22,5% y manMeHToK C COMOCTaBUMBIMU 3200JICBAaHUSIMH, KOTOPBIC IPUHUMAIIH JAPYTHE
penaparsl.

e TspKesble IOPOKU pa3BUTHUS ObUIM OTMEYEHBI B 6,6% ciiydaeB pOXKACHUS )KUBBIX JeTeH y
YKEHILMH, TIOJIY4aBLIMX BO BpeMsi O€peMEHHOCTH METOTpeKcaT B HU3KUX 03ax (MeHee 30
MI/HEZ), TI0 CPaBHEHHIO C 4acTOTOM OKojJ0 4% Yy MalueHTOK C CONOCTaBUMBIMHU
3a00JI€BaHUAMHU, KOTOPBIE NOJyYaIH IpYyrue npenapaThl.

Hmeercst HEIOCTATOYHO TAHHBIX O BO3ACHCTBUM METOTPEKCATa BO BpeMsi 0pEeMEHHOCTH B JI033aX
Beimie 30 Mr/Hen, oxHAKO BeposTHAa Oosiee BBICOKAs 4YacTOTa CHOHTaHHBIX abOpTOB M
BPOXKJICHHBIX IOPOKOB PA3BUTHUS.

Korna neueHue MeToTpekcaTOM MpeKpallagoch 0 3adaTus, cooOUlaliocb O HOPMaJIbHOM
MPOTEKaHUU OEPEMEHHOCTH.

IToaToMy y >KEHIIMH PENpPOLyKTUBHOTO BO3pacTa Iepe]] HadyajaoM JIEUEHUs CIENYET JOCTOBEPHO
UCKJIIOUUTh OEpPEeMEHHOCTh C IOMOIIBIO COOTBETCTBYIOIIMX MeEp, HampuMmep, TECTOB Ha
OEpEMEHHOCTb.

[Taps! criegyer B MoJIHOM Mepe MpoMH(GOPMHUPOBATH O CEPHE3HBIX PUCKaX Ul IJI0Ja B CIIydae
BO3HUKHOBEHUS OEPEMEHHOCTH BO BpeMs JICUEHUSI.

XKenmuHaMm Henb3sl JOMycKaTh OEPEMEHHOCTH BO BpeMs IPUMEHEHUs METOTpeKcaTa, oITOMY
clelyeT HCHOJb30BaTh A((PEKTUBHBIE METOAbl KOHTpAlENIMU BO BpeMsl JIEUEHUS U B
JaIbHENIIEM B TeYEHHE MUHUMYM O MECSIIEB TOCTe MPEKPaIIeHUs JeUEHUsI.

KenmynaMm, NPUMEHSIONUM METOTPEKCAaT 110 OHKOJIOTMYECKUM [OKa3aHUSAM, CJIEAYeT
PEKOMEHI0BaTh IUIAHUPOBaTh OEPEMEHHOCTh MHHMMYM 4depe3 1—2 roja rmocie MnpekparieHus
JIEYEHUS.

Ecnu Bce e 6epeMeHHOCTh BO3HUKIIA BO BPEMsI 3TOT0 MepHoa, Ui HE0OXOAUMO TPUMEHEHNE
npemnapara y OepeMeHHOM KEHILUHBI, CJIeyeT IPOBECTU MEIUIIMHCKYIO OILIEHKY PHCKOB U Bpea
Juis peOeHKa, CBSI3aHHBIX C NpHMeHeHHeM npenapata. CieayeT NMpPOBECTH IOMOJHUTEIHHOE
YJIBTPa3ByKOBOE UCCIIEIOBAHUE JIJISl IOATBEPKACHHUSI HOPMAJIBHOTO Pa3BUTHS IIJI0A.
[TockonbKy MeETOTpeKcaT MOXKET OKa3blBaTh N€HOTOKCHUYECKHHM 3((eKT, mapam, >KeIarolum

UMeTh pebeHKa, CleayeT peKOMEHJOoBaTb OOpaTUTbCS B IEHTP TE€HETHYECKOIo
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KOHCYJIbTUPOBAHUS U MOIYYUTh HHPOPMAIUIO O PUCKE EQ%HE%&ﬁBEM%%Eé 3%&)';') bre
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€IIC JO Hadajia JCUYCHHUA.

FDV@HO@ 6CcKapmauearue

[TockonbKy METOTpEKcaT MPOHUKAET B TIPYIHOE MOJOKO M MOXET OKa3blBaTh TOKCHUYECKHE
3¢ dexTsl Ha AeTel, HAXOAALUIUXCSA Ha TPYAHOM BCKapMIIMBAHUU, KOPMJICHHE TPY/IBIO 3aMIPEIIECHO
BO BpeMs JieueHus. Eciu nedeHne METOTpPeKCaTOM HEOOXOAMMO B TIEPUOJ JAKTAIlUH, MEPe]
Ha4yaJIoM Teparnuu IrpyaHOe BCKapMJIMBAHHUE CIIEYET MPEKPATUTb.

Depmunvrocmo

MeroTpekcar BIMSET Ha CIIEPMATOreHE3 M OBOTCHE3, YTO MOJXKET IPUBECTH K CHUIKECHHIO
(bepTUIBLHOCTH.

Coo0manoch 0 pa3sBUTHM OJHUTOCIEPMHUHU, MEHCTPYAIbHOW AMCOYHKIUHM W aMEHOPEH Y
NAalMEeHTOB, IPUHUMABIIUX METOTpeKcar. DT APQPEKTb, MO-BUAUMOMY, JOJKHBI OBITH
00paTHMBIMU TIPH OTMEHE TEPAITUH.

Het nanHBIX, HaKaruIMBaeTCs JIM METOTpEKcaT B criepMme. OrpaHnveHHbIC TaHHBIE KIIMHUYECKUX
UCCIICIOBAaHUI HE YKA3bIBAIOT HA IIOBBIIICHHBI PUCK HEBBIHAIIMBAHUS OCPEMEHHOCTH WIIH
BO3HHMKHOBEHHUS TIOPOKOB pPa3BUTHS IUIOJA B Cllydae JICUCHHS MYKYMH HHU3KUMH J03aMH
merorpekcata (MeHee 30 mr B Henemto). B ciiyuae nmpumeneHus Oojiee BBICOKMX /103 JaHHBIX
HEOCTaTOYHO IS OIEHKH pHUCKAa BO3HWKHOBEHHS TMIOPOKOB DAa3BUTHS y IUIOA WM
HEBBIHAIIMBAHUS OEPEMEHHOCTH.

[Tockonbky MeToTpekcaT 00J1aaeT TeHOTOKCHMYECKUMH CBOICTBaMH, MY)KUYMHaM BO BpeMs
JeYeHHsI U B T€UEHHE 3 MECSIEB MOC/Ie HEro He cilelyeT IUIaHMpOBaTh 3ayaTHe, a 10 Hayania
TEpanuy CIEAyeT OOpaTUTHhCS 3a KOHCYJIbTAIlMEW O BO3MOKHOCTH KOHCEpBAI[MH CIIEPMBI.
My»X4UHBI HE TOJDKHBI OBITH JJOHOPAMH CIIEPMBI BO BpEMs JICUCHHS WIIM B TEUEHHE 3 MECAIEB

IMMOCJIC OTMCHBI METOTPEKCATA.

Cnocod npuMeHeHHs U 103bl

MeTtoTpekcaT BXOJUT B COCTaB MHOTHUX CXEM XMMUOTEParleBTUYECKOTO JICYEHHS], B CBSI3U C UEM,
npyu BbIOOpE MYyTH BBEIEHHUS, PEeKHMA M J103 B KXJIOM HHAMBHUIYaIbHOM cClydae CJleayeT
PYKOBOJICTBOBAThCS JAHHBIMU CHIEIIUATIBHON JTUTEPATYPHI.

[TIpemapar METOTPEKCAT B nekapcTBeHHOW QopMe KOHUEHTpAT [Uisl HPUTOTOBJICHUS
pacTBopa JUIsl HHPY3Uil TPUMEHSIETCS TOJIbKO BHYTPUBEHHO.

Crnenyer n30eratb KOHTAKTa KOKHM M CJAM3UCTBIX C METOTpeKcaToM. B ciyuae 3arpsizHeHUs
MOpa)KEHHBIE YYACTKHU CIIEAYET HEMEJIEHHO MTPOMBITH OOJIBIIMM KOJIMYECTBOM BOJIBI.
Ilpenapam METOTPEKCAT 6 nexapcmeennoii hopme Konyenmpam 0 npucomoeieHus

pacmeopa 0an  ungysui (100 me/mn) wHe npucoden 01a  UHMPAMEKATLHOZ20,
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CNENOBATENBHOCTE 0004)
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SHYMPUMDBIUIEYHO20 UTIU 6HYMPUADMEPUATIbHO20 86e0eDu7l

[TpuMEeHSIIOT caeayouIe pexXKUMbl 103UPOBaHUs (IIPEICTABIECHHBIE CXEMBI JIEUEHUS IIPUBOASITCS
UCKJIIOYUTENIBHO B KAUE€CTBE IPUMEPOB):

Ocmpele neiko3vl (MUMBOOIACMHbLL U MUEIOONACMHBLI 6APUAHMDL) U HEXO0O0NCKUHCKUE
aumgpomsr: 200 — 500 Mr/m? myTeM BHYTpUBEHHOM HHMY3MH 1 pa3 B 2—4 Heeny.
Boicokoooznaa mepanua ocmpozo aumgodaacmmnozo n1eiKko3a, Hexo0HCKUHCKUX aumpom,
0CMeozeHHOIl CapKoMbl U capkombl Mazkux mkauei: 1-12 t/mM®> B Bume 3-24 uacoBoii
BHYTPUBEHHON HH(Y3uM Kaxaple 1-3 Hemenn ¢ 00s3aTENbHBIM MOCIEAYIONIMM BBEACHHUEM
Kanpiusl (ponmuHata, KOTOpoe OOBIYHO HAYMHAIOT yepe3 24 4 mocie Havana UHOy3uu
METOTpeKCaTa M BBOJAAT Kaxkible 6 uacoB B 03¢ 3—40 mr/m? (o6eruno 15 Mr/m?) u BbIIE B
3aBUCUMOCTH OT KOHIIEHTPAIIMM METOTpEKcaTa B CHIBOPOTKE KpOBU B TeueHue 48—72 4 (cm.
MHCTPYKIUIO MO0 MPUMEHEHHIO Kanblius (onuHara).

Ilayuenmut c HapywienHuem YyHKyuu nouex

[Tpu npumenenun npenapatra METOTPEKCAT y nmanueHTOB ¢ MOYEYHOM HEAOCTATOYHOCTHIO
pexoMeHayeTcss Koppekuus mo3bl. [lpm kmmpence kpearmHuHa Oonee 80 MI/MUH HET
HEOOXOJUMOCTH B KOPPEKLUMHU [03bl; MpU KIUpPEHCe KpeaTMHHHa paBHOM 80 MII/MUH
PEKOMEHIyeMYI0 103y IMpenapara clieyeT CHU3UTh Ha 25 %; npu KiupeHce KpeaTHHHHA PAaBHOM
60 MJI/MUH pEKOMEHIyeMYI 103y Tpemnapara cieayeT CHU3UTh Ha 37 %; mpu KiIMpeHce
KpeaTnHUHA MeHee 60 MJI/MUH IPUMEHSATH Tpenapar He peKOMEHYEeTCsl.

Ilayuenmul c napywenuem yuKyuu newenu

ITpenapar METOTPEKCAT cnenyet npuMeHATh C KpaiiHEH OCTOPOKHOCTBIO UM HE IPUMEHSTH
B0OOI1Ie, 0COOCHHO y MAalMEHTOB ¢ TEKYIIMMH WIH NEPEHECEHHBIMH 3a00JI€EBaHUSMU I1EUEHH, B
YaCTHOCTH, BO3HUKIIMMHU B pe3yibTare ynorpeOsieHuss drtaHona. [lpu KoHIEHTpanuu
OounupyOuHa B miuazme kpoBu Oosiee 5 mr/100 mut (85,5 MKMOIB/11) mpUMEHeHHE Ipenapara
IIPOTUBOMNOKA3aHO.

Ilayuenmut noxcunozo eéo3pacma

B cBs13u ¢ BO3MOKHBIM BO3PaCTHBIM CHIDKEHHEM (DYHKIIUH TIEUEHHU U MOYEeK U HU3KUM PE3EPBOM
(onMeBOi KUCIOTHI Y MOXKUIIBIX MAIUEHTOB METOTPEKCAT PEKOMEHAYeTCs MPUMEHATh B Ooliee
HU3KHUX J103aX.

IToGouHoe neiicTBHE

YacroTa U TSKECTh HEXeNaTeNbHbIX PEaKIMi OOBIYHO 3aBUCUT OT J103bl M MPOJOIKUTEILHOCTH
JIeYeHUs1 METOTpEeKCaTOM. I10CKOIBKY TSXKENbIE HEXKeENaTeIbHbIE PEAKIIMM MOTYT BO3HUKATh JaXKe
IpY IPUMEHEHUH HU3KUX 703 U B JI000H1 MOMEHT BO BpeMs Tepanuu, He0OOXOAUMO peryisipHOe
HAOJIO/IEeHUEe JIeYal[uM BpayoM Yepe3 KOPOTKHE MHTEpBalbl BpPEMEHHU. bOJBIIMHCTBO

He)KeNaTeNIbHbIX peaklnii 00paTUMbl IpHU paHHEN nuarHocThke. OJHAKO HEKOTOphIE YKa3aHHbIE
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HUKE TAXKECIIBIC HEXKCIIATCIIBHBIC PCAKIIUH B OUCHDb DG,I[KI/II-lEI EM%;I%FMEIEIIQ&I ﬁ]:;lgglgﬁlllm

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

CMEpTb.
[Tpr BOBHUKHOBEHUY HEXKEIATEIBHON PEaKIIU CIeAYeT CHU3UTD J103Y WJIM BPEMEHHO MTPEKPATUTH
JIeYeHUE B 3aBHUCHUMOCTH OT TSDKECTH M HMHTEHCHBHOCTH PEaKIMH, a TaKXKe MPeJIpUHSATH
COOTBeTCTBYIOIIKME Mepbl (cM. pasnen «llepemosupoBka»). Eciu jeueHue MeTroTpekcaTom
BO300HOBIISIETCSA, €r0 CIEAYeT MPOA0JDKATh C OCTOPOXKHOCTBIO IIOCHIE THIATEIBHON OLIEHKU
HEOOXOJMMOCTH TEpaNuM, a TAKKE C MOBBIMICHHOW HACTOPOKEHHOCTHIO CIIEYeT OTHECTUCH K
BO3MOXXHBIM pelUIBaM TOKCUYHOCTH.

Muenocyrnpeccusi U MYKO3UT OOBIUHO SIBJISIFOTCSL  JI030JIMMUTUPYIOUIUMH  TOKCHYECKUMU
spdekramu. X TsHKECTh 3aBUCUT OT JI03BI, CIIOCO0A M MPOAOKUTEIHHOCTH HCIOJB30BAHUS
MeToTpekcaTta. MyKO3UT OOBIYHO BO3HUKAaeT uYepe3 3 — 7 JHEH IMOocie HCIMOJIb30BaHUS
METOTpEeKcaTa, JICWKONEHUsS M TPOMOOLMTONEHUS BO3HUKAIOT uvepe3 5 — 13 nHelt mocne
UCIIONIb30BAaHUsl METOTpeKcara. Y NAallMeHTOB C HEHApYIICHHBIMH MEXaHHU3MaMH BBIBEICHUS
MUEJIOCYIIPECCHSI I MYKO3UT OOBIYHO OOpaTUMBI B TeUueHUE 14 THEH.

Haubonee wacto oTMEUaMCh TaKWe HEXKENIATCNbHBIC pPEaKIHH, KaK TPOMOOIMTOTICHHSI,
JIeKOMNeHHsl, TOJIOBHas 0OJb, TOJOBOKPY)KEHUE, Kallellb, MOTepsl alleTuTa, auapes, 00ib B
JKUBOTE, TOIITHOTA, PBOTA, SI3BEHHBIN CTOMAaTUT (0OCOOEHHO B MepBbie 24 — 48 1 mocie MpuMeHEeHHUS
METOTPEKCaTa), MOBHIICHNE aKTUBHOCTHU (IIEUYCHOYHBIX)» TPaHCAMUHA3 U OMITUPYOHHA, aIOTeIus,
CHW)KCHHBIN KJIIMPEHC KPEaTWHWHA, MOBBIMICHHAS YTOMIIIEMOCTh M HEJOMOTaHWe. SI3BEHHBIN
CTOMATHUT OOBIYHO SBIISAETCS IEPBHIM MPU3HAKOM TOKCUYHOCTH.

[To nmanueiM BcemupHoil opranuzanuu 3apaBooxpaHeHus (BO3) HexenaTenbHbIE peaKIHH
KJIACCHU(UITUPOBAHBI B COOTBETCTBHH C YACTOTON UX PA3BUTHS CIICTYIOIIUM 00pa30M: OYCHb YaCTO
(> 1/10), gacro (ot > 1/100 g0 < 1/10), meuacto (ot > 1/1000 g0 < 1/100), peaxo (ot > 1/10000
10 < 1/1000), ouenp peako (< 1/10000); yacToTa HEW3BECTHA — MO HUMEIOUIMMCS JaHHBIM
YCTaHOBUTH YaCTOTY BO3HUKHOBEHUS HE MPEACTABISIOCH BOZMOYKHBIM.

Hngpexyuu u unsazuu

yacmo: OTIOSICHIBAIOIININ TepIIec;

Heyacmo. ONMMOPTYHUCTUYECKHE NH(MEKINH ¢ BO3MOYKHBIM JIETATHHBIM UCXOA0M;

peoxo: cerncuc (BKII0Yas CETICHC C JIETATbHBIM UCXOJI0M);

OYeHb pedKo: TENaTHUT, BBI3BAaHHBIA BHPYCOM ITPOCTOTO Teprieca, KPUNTOKOKKO3, THCTOILIa3MO3,
ITUTOMETAIOBUPYCHBIC HH(EKIUN (BKIOYAsl ITHEBMOHHIO), JTUCCEMHUHHPOBAHHBIA IMPOCTOM
repriec, HOKapAn03, MHEBMOIIMCTHAS THEBMOHUS

yacmoma HeuzéecmHa: THEBMOHUS, PEaKTHBAIWs BUpyCa remarutra B, yxXyalieHHe TedeHUs
renatuta C.

ﬂoﬁpoxauecmeennble, 3/10Ka4eéCmeeHHble U HEeYyMmOUYHEHHble Hoeooﬁpaa’oeauuﬂ (81(.7110'{“}1
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(MOCNEOOBATENEHOCTE 0004)

Kucmosl u n0]llll’lbl)

Heuacmo: 310KayecmseenHvle TMMQPOMBI*,

OueHb peOKo. CUHAPOM JIM3HCA OIyXOIu™;

yacmoma Heusgecmua: paxK Koxu (cM. pasznen «BzaumozeiicTBue ¢ qpyruMu JeKapCTBEHHBIMU
Cpe/ICcTBaMHu).

Hapywenusa co cmoponst cucmemst Kposu u aumpamuueckoii cucmemut™

OUeHb Yacmo: JIEHKONECHUs, TPOMOOIIUTONICHHUS;

yacmo: aHeMUs, TAaHIIUTOIICHUS, MUEJIOCYIIPECCHUSI, arPaHyJIOIUTO3;

peoko: Merano0iacTHas aHeMus,

OUYeHb peOKo: atlacTUUecKasi aHeMUsl, Y03MHOPWIIHSL, HEUTPOTICHU S, JIUM(aAeHONaTHsI (4YaCTUIHO
oOparumast), auMmdonponudepatuBHpie 3a00eBaHUS (JaCTHYHO OOpAaTHUMBIE), TSIKEIOE
mporpeccupylomiee yroerenue (yHKIIMU KOCTHOTO MO3Ta.

Hapywenus co cmopoHbt UMMYHHOU CUCHEMbl

Heuacmo: OT aJNIEPTHUECKUX PEaKIHid 10 aHA(DUIAKTHYECKOTO I0KA, IMMYHOCYIPECCHS;

OueHb pedKo. TUIOTaMMario0y TMHEMUSI.

Hapywenue memabonuzma u numanus

Heuacmo. caxapHbIii quader.

Ilcuxuueckue napywienus

Heuacmo' IETPeccusl;

PeoKo: TPAH3UTOPHOE HAPYIIEHNE KOTHUTUBHBIX (PYHKIIHM, SMOIIMOHAIbHAS Ta0UIBbHOCTb.
Hapywenua co cmoponst HepeHOIl cucmemol

OYeHb Yacmo: TOIIOBHAS 00JIb, BEPTUTO (TOJIOBOKPYKEHHUE);

Yacmo: COHJIIMBOCTb, TAPECTE3HsI/ TUTIEPCTE3US;

Heyacmo. TeMUIIape3, CIyTaHHOCTh CO3HAHMsI, CyIOpOTH (IIPH MapeHTEepaTbHOM UCTIOJIb30BaHUN ),
netikosHIedanonarus/suiedaronarus* (mpu mapeHTepaTbLHOM UCIIOIb30BAHUH);

pedko: Tiape3, HapylIeHUs peuyd, BKJIOYas au3apTpuro u adasuio, Muenonarus (Tmocie
TOMOATEHOTO BBE/ICHHS);

OYeHb pedKo: MUACTEHHS U 0OJIb B KOHEYHOCTSIX, U3BpAllleHHEe BKyca (METaJUIMUECKUN MPUBKYC
BO PTY), OCTPBIi aceNTUYECKUII MEHUHTUT, MEHUHTU3M (MIapaliny, pBOTa), CHHAPOMBI TOPAKCHUS
YepEeIMHO-MO3TOBBIX HEPBOB, OECCOHHUIIA,

yacmoma Heu3gecmHa: HEHPOTOKCUYHOCTh, APaxXHOWIWT, IIaparuieTusi, CTYNOp, AaTaKCHS,
JIEMEHIIHS, TOBBINICHUE TaBICHUSI CTMHHOMO3TOBOM JKUKOCTH.

Hapywenua co cmoponst opzana 3peHus

4yacmo: KOHbIOHKTUBUT;

PpeoKo: HapyILIeHHs 3peHUs (YaCTHYHO TSKETIbIC), TSXKEIbIil TpOMOO3 BEH CETUATKH;
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OueHb pedko. MEPUOPOUTAIBHBIA OTEK, Oyedapur, cnea'-gjr'g!;e;lﬁélg %ﬁ&%@(‘fﬂﬁc Eﬁ&%‘%‘}lhaﬂ

CJIETIOTA, ITOTEPS 3PEHUSL.
yacmoma Heu3eecmua: peTUHONATHUS.

Hapywenusa co cmoponwl cepoya

OYeHb peoKo. TIEPUKAPANUT, TAMIIOHAA MTOJIOCTH MEPUKap/ia, BHIIIOT B MOJIOCTh MepUKapa.
Hapywenusa co cmoponwt cocyoos

Heuacmo. BaCKYJIUT, aJUIEPrUUECKUN BaCKYJINT;

peoKo: CHIKEHUE apTepUuanbHOrO JAaBlIEHUS, TPOMOOIMOOIMYECKUE OCIOKHEHHsS (BKIIOYast
apTepualibHble TPOMOO3bI, TPOMOO3 COCYIOB TOJIOBHOTO MO3ra, TpomMOoduiedur, TpomO03
[JIyOOKHX BEH).

Hapywenus co cmoponst 0vixameapbHoul cCucmembl, OP2aH06 2ZPYOH Ol K1emKU U cpedocmenus™
OYeHb 4acmo: Kallellb;

yacmo: UTHTEPCTUIHAIbHBIN THEBMOHUT/ANbBEOTIUT (B TOM uncie (aTaabHbli, BHE 3aBUCUMOCTH
OT 1036l W JUIMTENBHOCTH TEpamuu MeToTpekcatoM). CHUMNTOMBI, CBUAETEIBCTBYIOIINE O
NOTEHIMAJIHLHO CEPhE3HOM TOBPEKACHUH JIETKUX MPU MHTEPCTUIIMATHHOM ITHEBMOHUTE: CYXOM,
HENPOAYKTUBHBIN Kalllelb, OABIIIKA, POTPECCUPYIOIIas A0 OJBIIIKA B MOKOE, 001b B IPyaH,
MOBBILIICHHE TeMIleparypbl Tena. llpu BO3HUKHOBEHHMM JAaHHBIX CHMIITOMOB JICUEHHUE
METOTPEKCATOM JJOJIKHO OBITh HEMEJIEHHO MPEKPaIleHO, TAK)KE CIEeIyeT UCKIIOUNTh NH(EKIUH
HIDKHUX JIBIXaTENbHBIX ITyTEH;

Heuacmo. (puOpPO3 JErKuX, BHIOT B IUIEBPAIBHYIO MOJIOCTH;

peoko: (apUHTHUT, Hapainud JbIXaHWUs, TPoMO03MOONUs JIErOYHOM apTepuH, arHod, HOCOBOE
KPOBOTEUYEHHUE;

OYeHb pedKo: XpOHMYECKas HWHTEPCTUIMAbHAs JieroyHas OOJie3Hb, pEaKIHH, MO0J00HbIE
OpOHXMaNbHOW acTMe  (CONPOBOXKIAIOIIMECS  KalluleM, OJBIIIKOW, OTKJIOHEHHUSMH B
(yHKIMOHATBHBIX JIETOYHBIX Mpo0ax), MHEBMOHUsI, BbI3BaHHAass Pneumocystis jirovecii, octparit
OTEK JIETKUX;

yacmoma Heuzgecmua: O0Ib B TPy, TUIIOKCUS, JIETOYHOE AJIbBEOJISIPHOE KPOBOTEUEHHUE.
Kenyoouno-kuweunvle napyuwienua™

OYeHb yacmo: TIOTeps amnmeTuTa, Auapes (0coOeHHo B mepBble 24—48 4 mociie Havana JIeYeHHs ),
00J1b B 00J1aCTH JKUBOTA, TOIIHOTA ¥ PBOTA), SI3BEHHBINA CTOMATUT (0COOCHHO B mepBbie 2448 4
MOCJIe Havata JISYCHUs ), TUCTICTICHS;

Heuacmo: W3bSA3BIEHHE CIM3UCTOW OOOJOYKM KemynouHo-kumeuHoro Tpakra (OKKT),
kpoBoteuenue u3 XXKT, nankpearur;

peoKo. SHTEPUT, THHTUBUT, MEJICHa, CHHIPOM MajibaOCoOpOITnu;

oueHb pedKo: TeMateMe3nc (KpoBaBasi pBOTa), TOKCUYECKHUI METaKOJIOH;
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yacmoma Heuleecmua. HCI/IH(i)eKHI/IOHHHﬁ IECPUTOHUT, ﬁ%‘&&plﬁ%&ﬂ@ﬁ@;&gacﬁ%m'

Hapywienus co cmoponst neuenu u Hceauesvlé00aujux nymeil

oueHb yacmo: TIOBBIIIICHUE aKTUBHOCTH «TICYCHOYHBIX) TpaHCaMHHAa3,
(amannnamuHoTpanchepassl  (AJIT), acmaprarammHorpanchepazsl  (ACT)), memounoun
¢docdaraspl, TOBBIIICHUE KOHIICHTPAIUKA OMIMPYOHHA B TIa3Me KPOBH;

Heyacmo: TeNaTOTOKCUYHOCTh, pa3BUTHE cTearo3a, (ubpo3a wWiIM IUPpo3a IICUCHH,
TUI0AIEOYMUHEMUS;

PpeoKo: OCTPBIN TeNaTuT;

oueHb pedxo: ocTpas TMCTpodus medeHu (B T.4. Ha (JOHE OCTPOro repreTHYECKOro renaTuTa),
OCTpas MeYeHOYHAst HEIOCTATOYHOCTh, OCTPBIA HEKPO3 TICUCHH.

Hapywienus co cmoponst Koxycu U NOOKOMHCHbIX MKaHe™

OYeHb Yacmo: anornenus;

yacmo: 3K3aHTeMa, dPUTEeMa, 3y KOXKHBIX IMOKPOBOB, (DOTOYYBCTBUTEIBHOCTb, H3bS3BICHUS
KOXH,

Heyacmo. 3JI0KAYeCTBEHHAas »JKccydaruBHas ospurema (cungpom CruseHca-/[)xoHcoHA)™,
TOKCHYECKHI 3MUepMaIbHbIi Hekponu3 (cuuapom Jlaienna)*, B BUAE TOKENBIX TOKCHUYECKUX
3¢ dexToB: repreTuopMHbIE BHICHINIAHNS HA KOKE, KPANMBHUIIA, YCUJICHHE MUTMEHTAIIUN KOXKH,
HOJyJIe3, 3aMe/JIEHUE 3aKUBJICHUS PaH;

peoKo. aKHe, TIeTeXHH, DJKXUMO3bI, MYJIbTH(POPMHAS DJpPUTEMA, DPUTEMATO3HAsl CHIIb,
MUTMEHTAIUs HOTTEH, OHMXOJIN3;

0YeHb pedxo. PypyHKYIe3, TeIeaHTHOdKTa3usl, OCTPBIA MAPOHUXUN, THUIPAICHUT;

yacmoma HeuzBecmua: JEKAPCTBEHHAs CHINb C 03WHO(DUINENH W CHCTEMHBIMH TPOSBICHUSIMA
(DRESS-cuHapoMm), IepMaTHT, HEKPO3 KOKH (B MECTE BBE/ICHMS).

Ha d¢one Tepanuu MeTOTpeKCaTOM BO3MOXXKHO Ppa3BUTHE OCJIOXHEHUH CO CTOPOHBI
NICOPUATUYECKUX Y3€JIKOB BCIIEJCTBUE BO3AECHCTBUS YIbTPa()HOIETOBOTO U3ITyUEHHS.
Hapywenusn co cmoponst MbluieuHoll, CKe1emHOoi U COCOUHUMENbHOU MKAHU

Heuacmo: apTpalTHsi, MUAIITHS, OCTEOIIOPO3;

PeoKo. CTPECCOBBIH MepesoM;

yacmoma Heusgecmua: OCTEOHEKPO3, OCTEOHEKPO3 YeJIOCTH (BcnencTBue
muMdornponrdepaTuBHBIX PaCCTPOMCTB).

Hapywenusn co cmoponst nouexk u Mo4esvle00auux nymeil

OUeHb Yacmo. CHUKEHUE KIIMPEeHca KpeaTHHHHA,;

Heuacmo: Hedppomatus, IMOYEYHas HEJOCTATOYHOCTb, IMCTUT C H3BSI3BICHUEM CIH3UCTOM
000JI0YKM MOYEBOTO My3bIps (M BO3MOXHOH Temarypuei), mu3ypus (paccTpoicTBa

MOYEHCITYCKaHHUsl ), OIUTYPHUSL, aHypHS;
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peoKo: TUNEPYPUKEMHUs], TIOBBIIICHUE KOHIICHTPALUU M%Eﬂlﬁﬂg Ef(“bl:-gfl;lt[ﬁl}';ﬁcg %Iggg]%me

KPOBH, a30TEMHUS;
OueHb pedKo: TeMaTypusi, IPOTEHHYPUSI.
Bepemennocms, nocnepooogwlii nepuoo u nepunamaivhvle COCMOAHUA
Heuacmo: aHOMAJIMM Pa3BUTHS IUIOAA;
Ppeoko. IPeKAECBPEMEHHOE ITpEephIBaHUE OEPEMEHHOCTH;
ouenb pedxo.: THOENb TII0AA.
Hapywenua co cmoponst penpooyKmueHoil cucmemsl u MOJI0YHBIX dcele3
Heuacmo.: BATUHUT U U3bA3BIICHUE CIIM3UCTOM 000JI0UKH BIIarajuiia;
Ppeoko. IPEeXo e HApYIICHUS MEHCTPYAIBHOTO IUKJIA, TPEXOAIIAst OJUTOCIICPMUS;
oueHb  pedKo:  HaApyIIEHUs  OBOIEHe3a/crepMaToreneza*,  Oecruionue™,  HapymIeHHUs
MEHCTPYQJIbHOTO LUKJIA, HOTeps JMOMI0, HWMIIOTEHLUS, IATOJOIMYECKHe BiarajuIiHble
BbIJICJIEHUS, THHEKOMACTHS;
yacmoma HeuzeecmHa: yporeHUTaIbHAS TUCHYHKITHS.
Obwue napywenus u paccmpoiicmea 6 mecme 66e0eHUA
OueHb Yacmo: TIOBBIILIEHHAs YTOMJIIEMOCTh, HEZJOMOTaHHE;
Heuacmo: TUX0PaJKa;
yacmoma Heuzgecmua: 03H00, OTEKH.

*cM. paznen «OcoOble yKa3aHus»
Ilepeno3upoBka
Cumnmompi: TIaBHBIM 00pa30M, HAOIIOAAIOTCS CUMIITOMBI, CBSI3aHHBIE C YTHETEHUEM CHUCTEMBbI
KPOBETBOPEHHSL.
Jleuenue: crneuuuueckuM aHTHIOTOM METOTpeKcara sBiseTcsl Kanblusg ¢onauHaT. OH
HeHTpanu3yer HeOIaronpusITHbIe TOKCUYECKHE 3P (EKTHI.
[Tpu cnyyaifHo# epe03upoBKe HE MO3KE, UEM Yepe3 Jac Mociie BBeICHUS METOTpeKcaTa BBOIST
KaJblHs (GOJTMHAT (BHYTPHUBEHHO WJIM BHYTPUMBIIIEUHO) B J03€, PABHOW WJIM MPEBBIIIAIONICH
103y MeTOoTpekcaTa. BBemenue kanpnus (ormHaTa MPOJODKAIOT A0 CHIDKEHHS KOHIIEHTPAIH
METOTpEeKCaTa B CBIBOPOTKE KPOBU HIke YpoBHs 107 MMOmIB/1.
[lpr 3HaYMTENBHON TNEpero3UPOBKE MOMKET TOTPeOOBaThCS TUApATallis OpraHu3Ma u
omenaunBanue Mmoun (PH Gosee 7) st pe0TBpAIeHHs BBIMaICHHS OCaIKa METOTPEeK caTa u/uim
€ro MeTabOJIMTOB B TOYEYHBIX KaHAIbIaX. [ eMOoInan3 v MepuTOHEATBHBIA THAIIN3 HE YIy4IIaloT
IMMUHALMK MeToTpekcara. ObGecrieunTs 3()(PEeKTUBHBIA KIMPEHC METOTpeKcaTa MO3BOJISET
UHTCHCUBHBIH HMHTEPMUTTUPYIOUIMI T'€MOJMANN3 C HCHOJIH30BAHUEM BBICOKOIPOHUIIAEMBIX
(«high-flux») quamuzaTopos.

B3aumopneiicTBHe ¢ APYrUMH JIeKAPCTBEHHBIMH CPeACTBAMM

11



ot 14.03.2025 N 6882

BepoaTHOCTh renaTOTOKCUYHOTO JEUCTBUSA MeTOTpeKcéqlé:' Eol'éa%%{%ﬂ@@m&': -Ip_é'rgj;};'f)lﬁoro

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

YIOTPEONCHUsI  aIK020/isi W COMYTCTBYIOIIETO NPUMEHEHHS JAPYTHX 2enamomoKCUYHbIX
npernapaToB (HampuMep, a3aTHONPHUH, JedIYHOMU, Cyib(acala3uH, peTUHOUAbI). [laruenTsr,
JIOTIOJIHUTEJIBHO IOJYYaKIUe TI'eNaTOTOKCUYHBIE JIEKapCTBEHHBIE Ipenaparbl, JOJIKHBI
HAXOJUTHCS TOJI TUIATETbHBIM HaOJIOZeHHEeM. Bo BpeMs JiedeHHs METOTPEKCAaTOM CIleAyeT
UCKITIOUUTH YIIOTPEOICHHE AIKOTOJISL.

[Tpr KOMOMHHPOBAHHOW TEpANIH METOTPEKCATOM H J1e@IYHOMUOOM BO3PACTACT PUCK PA3BUTHA
MaHLIUTOIECHUMU.

Tenuyunnunsl, yunpoghrokcayun, yeghaiomun, eruKonenmuosl u Cyib@hoHamudbl MOTYT CHUKATh
MOYEYHBIH KIMPEHC METOTPEKCaTa, BCJIECACTBUE YErO0 MOXKET IOBBIIIATHCS €r0 KOHIEHTpalus B
IJ1a3Me KPOBH M YCWIIMBATBHCS TOKCHUYECKOE JeNCTBUE Ha cucteMy KpoBeTrBopeHus u JXXKKT.
Ilpobeneyuo, crabvle opeanuueckue KUCIomvl (Hanpumep, nemiesvlie OUypemuKi) u nupazonvl
(penunbymazon) MOTYT 3aMEUIATh DIUMHHAIMIO METOTPEKCaTa, BCIIEACTBHE YEro MOXKET
MOBBILIATHCS €r0 KOHI[EHTPALMS B IJIa3M€ KPOBU U YCUIIMBATHCS F€MaTOJIOTH4YECKasi TOKCUUHOCTb.
Bbonesnp-moguduuupytomme antupeBmatuueckue mnpenapatel (BMAPII) u HecrepoumHsie
npotuBoBocnanuTenbubie npenaparsl (HIIBIT) He crneayeT mpumeHsTh mepen W BO BpeMs
JICYeHUS BBICOKMMHU J103aMH MeToTpekcara. OgHoBpemenHoe npuMenenue HIIBIT u Bricokux 103
METOTpEKCcaTa BbI3bIBAIIO CTOMKOE YBEITMYEHHE KOHIIEHTPAIMM METOTpeKcaTa B IJIa3Me KPOBH,
NPUBOJUBIIEE K CMEPTH BCIEJICTBUE TSDKEIOW TIeMaroJIorMyeckoil (monaBieHue (QyHKUINUU
KOCTHOT'O MO3T'a U aljacTU4ecKas aHeMHUs1) U ey JOUHO-KUIIEYHONH TOKCUYHOCTH.

B wuccnenosanun y xuBotHbIXx HIIBII, BKIItOYWas aneTuicaaviMIOBYIO KHUCIOTY, BBI3BIBAIU
CHI)KEHHME KaHAJBIEBOM CEKpelUuu METOTpeKcaTa M T€M CaMbIM IMOBBILIAIM €r0 TOKCUYHOCTh
BCJICJICTBUE YBEIIMYEHUs KOHIEHTpauuu Merorpekcara. Ilostomy HIIBII m Huskme no3sl
METOTpEKcaTa clIeAyeT IPUHUMATh OJHOBPEMEHHO TOJIBKO C OCTOPOXKHOCTBIO.

[Tpu Hamuuum (akTOpOB pHCKa, HANpUMep, MOTPAHUYHOM CTemeHW (YHKIUM IOYeK, He
pexoMenayercs copmectHoe npumeHenue HIIBII u metoTpekcara.

CoBmecTHOe mTpuMeHeHHe MetoTpekcata ¢ BMAPII  (mampumep, consamu  3010ma,
NEHUYUTTAMUHOM, 2UOPOKCUXTIOPOXUHOM, CYTbDACANAZUHOM, A3AMUONPUHOM, YUKIOCHOPUHOM)
HE M3y4yaJloCh, II0O3TOMY HENb3s MCKIYUTh BO3MOXKHOCTH IIOBBIIIEHUS TOKCHYHOCTHU
MeToTpekcaTa. Takue nmepopajibHble aHTUOMOTHUKH, KaK mMempayukiuHbl, X10pampenukonr U He
BcaceiBaemble B JKKT aHTHOMOTHUKM IIMPOKOTO CHEKTpa AEHCTBHUS MOTYT CHH)KaTh BCachIBaHUE
METOTpEKCaTa B KMIIEYHUKE WM BIHUATH HA NIE€YEHOYHO-KUIIECYHYIO LUPKYJSALUIO0 OCPEACTBOM
UHTUOMPOBAHUS MUKPOQIIOPHI KUIIIEYHUKA U METa00IM3Ma METOTpeKcaTa OaKTepHUsIMHU.

[Ipu comyTcTBylOIIEH Tepanmuu mpenaparaMy, KOTOpble MOTYT OKa3blBaTh HEOJIaronpHUsTHOE

JNEWCTBHE HAa  KOCTHBIM  MO3T  (Hampumep,  cyabgonamudamu,  mMpumMemonpumom/
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CynbGamemorcazonom, XiopampeHuxKoniom, nupuMe%%;ﬂmc %ﬁlﬁ@#“'ﬁ%&%&" BO

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

BHUMaHHE BO3MOXHOCTh pa3BUTHS 0ojiee BBIPAKCHHBIX TI'€MAaTOJOTHYECKUX HaPYIICHUI.
Onucano pa3BUTHE MAHIMTONECHUU TPU HCIOIH30BAHUM METOTPEKCAaTa B COYETAHHH C KO-
MPUMOKCA30I0M WU NUPUMEmaMuHoM, BEPOATHO BCIEACTBHUE aJTUTUBHOTO WHTHOMPOBaHUS
peayKTasbl AUrHAPOPOIUEBOM KUCIOTHI H3-3a B3aUMOICHCTBHS 3TUX BEILIECTB M METOTpEKcara.
[Tpu comyTCTBYIOLIECH TEpanuu npenapamamu, bi3vléaruwumu oeguyum goramos (Harpumep,
cynvpoHamuoamu,  MpUMEmoOnpuMom,  Cyibpamemorcazoniom), TOKCUYECKOe JIeHCTBHE
METOTpeKcaTa MOKET ycuiuBarbes. [loaToMy npenapar Takke cieAayeT UCIOJIb30BaTh C 0COO0M
OCTOPOKHOCTBIO MPH YK€ uMerolemcs nedunnre GoanueBoil KUCIOTHI.

[Tpumenenue npoxapbasuna BO BpeMs TEPAITUU BBICOKUMH JI03aMH METOTPEKCATa MOBBIIIAET PUCK
HapyleHus QyHKIUN TTOYEK.

OnHOBpeMEHHOE TPUMEHEHUE  HenpsaMbulX  AHMUKOAZYIAHMO8 U SUNOJUNUOEMUYECKUX
npenapamos (Kojiecmupamut) yCuInBaeT TOKCUYHOCTh METOTpEKcaTa.

[ToBbImaeT KOHIEHTPAIMIO MOYEBOW KHCJIOTHI B KPOBH, MOATOMY NpPHU JICYCHHH NAIMEHTOB C
COITYTCTBYIOIIEH THIEPYpPUKEMUEH M TOAArpOl MOXET MOTPeOOBaThCS KOPPEKIHS O3B
NPOMUBONOOACPULECKUX CPeOCmE (ALIONYPUHONL, KOJIXUYUH, CYIb(UHNUPA30H); TPUMEHEHUE
VPUKO3YPUHECKUX NPOMUBONO00ACPUYECKUX NeKAPCNEEHHBIX CPeOCmE MOKET YBEITUYUBATh PUCK
pa3BuTHs He(hpONaTHH, CBSI3aHHOHN C MOBBIIICHHBIM 00pa30BaHMEM MOUYEBOW KHCIOTHI Ha (oHe
JICYSHHSI METOTPEKCATOM (TIpH HEOOXOIMMOCTH OJTHOBPEMEHHOTO IIPUMEHEHUS ITPEIOYTHTEITHHO
NPUMEHATH aJIONYPUHON).

B cnyyae ofHOBpeMEHHOT0 IPUMEHEHUS cyab@acanrazuna U METOTpeKcaTa 1eHCTBHE MOCIIEHETO
MOYKET MOTEHIIUPOBATHCS BCICACTBAE MHTHOMPOBAHUS CHHTE3a (POTHEBOI KHCIIOTHI.

[Ipu coueTaHHOM TPUMEHEHUH METOTpEKCaTa M UHSUOUMOPO8 NPOMOHHOU nomnyvl (HaIIpuMep,
OMenpazona uiu NaHmMonpasojia) MoYeyHast SMTUMUHAINS METOTPEeKcaTa MOXKET 3aAepKUBATHCS, a
MaHTOIPa30J MOKET WHTHOUPOBATH MOYCYHYIO AIMMUHALINIO MeTabonurta
7- THAPOKCHUMETOTPEKCaTa, YTO B OJHOM CIydae CONPOBOXAAJIOCH pPa3BUTHEM MHAITUU U
TpeMopa.

[TosTOMy COBMECTHOE MpPUMEHEHHE HMHIMOUTOPOB IMPOTOHHOW MOMIIBI C BBICOKMMH J03aMHU
METOTpeKcaTa CileyeT HCKIIOUUTh, 0COOEHHO y MAIlMEHTOB ¢ TOYEYHON HEJOCTATOYHOCTHIO.

B mepuon nedeHus METOTpEKCaToM ClIeAyeT M30eraTb Ype3MEepPHOTo YIOTPEOICHHUS HANUmKos,
cooepaxcawux Kogeun u meogunnun (kode, ClaaKue HAMUTKU, COAEpKame KOGeruH, YepHBIA
qaif). MeToTpekcar CHUXKAET KIMPEHC TeOPIIIITHHA.

Heo6xomuMo mnpuHMMaTh BO BHUMaHHE (DapMaKOKMHETHUYECKOE B3aUMOJICHCTBHE MEXIY
METOTPEKCATOM U (IVKIOKCAYULTUHOM Y NPOMUBOINULENMUYeCKUMU npenapamamu (CHUKAeTCs

KOHIIGHTpAaIlus  METOTpeKcaTa B  KpOBHU), @mopypayuiom  (YBEIUYUBACTCA  TEPUOJ
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ot 14.03.2025 N 6882

(MOCNEOOBATENEHOCTE 0004)

MOJTYBBIBEZICHUS (PTOpyparmia).

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

B ciryuae coueTaHHOTO IPUMEHEHHUS C APYTUMH YUMOCMAMUKAMY KITAPEHC METOTPEKcaTa MOKET
CHIDKATBCS.

JlexapcTBeHHbIE Mpenaparbl U JIPYyrue MPOAYKTHI, colepskaniue (oaueBy0 HiIn (HOJIUHUEBYIO
KHUCJIOTHI (B TOM YHUCJIE MOJMBUTAMUHBI) MOTYT CHUXaTh 3()PPEKTUBHOCTH TEpANUU MpernapaToM
(OTHOBPEMEHHO YMEHbIIIasi TOKCUUECKOE JEHCTBUE METOTPEKCATA).

BernencTBue KOHKYPEHTHOTO CBS3BIBAaHMS € O€JIKaMH IUIa3Mbl KPOBH IPH OJHOBPEMEHHOM
NPUMEHEHUH METOTpeKcaTa TOKCHUYHOCTh METOTpEeKcaTa MOXET ObITh yBeluueHa Ha (QoHe
MPUMEHEHUS 0epusamos amuooOnupurd, napaamMuHoOeH30UHOU KUuciomsel, O6apoumypamos,
00KCOpYOUYUHA, NEPOPATbHbIX KOHMPAYenmueos, Genundymasona, enumouna, npobeneyuod,
canuyunamos,  Cyib@oHaMuo08,  MempayukiuHos,  MPAHKEUIU3AMOPOS,  NPenapamos
CYIbGOOHUIMOUEBUNBL, NeHUYUTLIUHOS, NPUCMAMUYUHA U XTI0PAMGDEHUKOIA.

[ToaToMy mpu COBMECTHOM NPHUMEHEHHWU METOTpeKcaTa MalUeHTHl JOJDKHBI HAXOIUTHCS TOJ
THIATEIHHBIM HAOIOICHUEM.

CHuXeHHEe KOHIICHTpauuu (EHUTOMHA B IUIa3ME KPOBHM HAONIONANOCH y MAIMEHTOB C OCTPBIM
auMGOoOTIACTHBIM JIEMKO30M BO BpeMsl WMHAYKIHOHHOM Tepamuu, KOTOpas, B JOMOJHEHHH K
NPeOHU30HY, BUHKPUCTMUHY U B-MepKkanmonypuHy, TakKe BKIIOYalia MEeTOTPEKCaT B BRICOKOM /103€
B COYETAHUH C KTbIHUs (POTMHATOM.

VY HECKOJBKHX MAIMEHTOB C NCOPHA30M WM TPUOOBUIHBIM MHKO30M, TOJYYaBIINX JICUYCHHE
METOTpeKcaToM B KoMOuHauuu c [IVBA-mepanuei (memokcanen u yasmpaguonemogoe
06nyuenue) ObLI BBISBIICH PaK KOXH.

Coueranue ¢ 1yuesotl mepanueli MOXKET YBEIIMIUBATh PUCK HEKPO3a MATKUAX TKAHEH.
MeToTpekcaT MOKET CHIKAaTh UMMYHOJIOTHYECKUH OTBET Ha BakIMHaNuW0. [Ipr oTHOBpeMEHHOM
MPUMEHEHUU C HCUBOL 8AKYUHOL MOTYT Pa3BUTHCS TSHKEIbIE aHTUTEHHBIE PEaKIUH.
Acnapacunasa CHIXaeT BBIPaXKEHHOCTh IPOTUBOOITYXO0JIEBOIO AEUCTBUS METOTpPEKCaTa 3a CueT
WHTUOMPOBAHUS PETUTMKAIINH KIIETOK.

[IpoBeneHue aHecTe3WH C MCIOIB30BAHHEM OKCUOA a30ma (TUHUTPOTCH OKCHIA) YCHIIMBAET
NeificTBUe METOTpeKcaTra Ha MeTabonu3M (OJIMEBOW KHUCIIOTHI, MOBBIMIAS €0 TOKCHYHOCTh U
NPUBOJIA K TSDKEJIOM HEMPOTHO3UPYEMON MUEJIOCYIIPECCUH, CTOMAaTUTY U HEHPOTOKCUYHOCTH MIPU
MHTPATCKAIbHOM TIPUMEHEHUHW. TSDKECTh OJTHUX HAPYIICHWA MOXET OBITh CHIDKEHAa MpU
UCTIOJIB30BaHUH KaIbIHS (ponmHaTa.

Amuoodapon MOXET CIOCOOCTBOBATh U3bA3BICHHIO KOXKH.

OnHOBpEeMEHHOE NPUMEHEHUE MepKanmonypuHa U METOTpeKcaTa YBEJIWYHBACT IJIa3MEHHYIO
KOHIEHTPALUIO U OMOJOCTYIHOCTh HepBoro. Ilpu coBMecTHOM Tepanuu MoKeT HoTpeboBaThCs

KOPPEKLHS J03bl MEPKANTOIypHHA.
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ot 14.03.2025 N 6882

Heomuyun nyist npueMa BHYTPh MOXKET CHUKATh a6cop6ﬂi];llllc_1' :&M%aﬁﬁjﬂh#%%ﬁd%h

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

[IpumeHeHue xorecmupamuna MOXET HApPYIIaTh IMEUYCHOYHO-KHUIICYHYIO PEIUPKYIISIUIO
METOTpEKCaTa, YBEIMUMBas JIIMMUHAIIMIO TIperapara.

[Ipenapartsl, CIOCOOHBIE BBI3BIBATH nedunut dosatoB (cynvghonamuowt,
MPUMEMONPUM/CYIbpamemokca3on) B OpPraHU3ME WIH CHWXKATh TYOYJISAPHYIO CEKPELHUIo
(yunpogproxcayun, napamurnoOeH30UHAS KUCIOMA, HeCMepouoHble NPOMuU8080CHAIUMENbHbLE
npenapamul, RPobeHeyuo, CaTuYuIamsl, Cyib@OHaAMUObL, C1AOble OP2aHUYeCKUe KUCIOMbl) MOTYT
YCUJIMBATh MUEIIOCYIIPECCHBHOE JICHCTBHE METOTPEKCATA.

HeppoTokCHYHOCTh METOTpeKcaTa MOJXKET TMOBBIIMIATHCS IMPH KOMOWHAIIMHM BBICOKHX 103
METOTpEeKCaTa W TOTCHIHUATHHO TOKCHYHBIX XHMHUOTECPANIEBTUYCCKUX CPEICTB (HAIpHUMeED,
YUCNAAMUHAQ).

CoBMeCTHOE NMPUMEHEHHE METOTPEKCAaTa U 2MOKOKOPMUKOCHEPOUO08 MOKET TPOBOLUPOBATH
pa3BUTHE IMCCEMHUHHMPOBAHHOW TEPIETUYECKON WH(GEKIUU, pa3BUTHE IOCTIEPIETUYCCKOM
HEBPAJITHH.

Ha ¢one coBmecTHOl Tepanuu yumapabunom BO3PACTAET PUCK HEXKENATEIBHBIX PEaKlUid CO
CTOPOHBI HEPBHOW CHUCTEMBI, BKIIIOYasl TOJIOBHYIO 0OJIb, Mapaiuy, KOMY, HHCYJIbTONOIOOHBIC
STHU30/IBI.

CooOmaioch O CHIKCHHHM KJIMpPEHCAa METOTpeKcaTa TMpPH COBMECTHOM IPHMECHCHUHU
Jleeemupayemama 1 METOTPEKcaTa, YTO MPUBOAMIO K TIOBBIMIEHHIO KOHIICHTPALIUHU TIOCICIHETO
JI0 TIOTEHIIMATbHO TOKCHMYECKUX YPOBHEH M K YBEIUYCHHIO MPOJOJDKUTETFHOCTH HAXOXKJICHUS
npemnapata B miaazMe. KoHIEHTpalu MeToTpekcaTa W JieBeTHpaleTama CleqyeT TIIATeIbHO
KOHTPOJIMPOBAThH y MAIIMEHTOB, COBMECTHO TOJTYYAIONINX 00a STUX Ipenaparta.

OnUCHIBAITUCH CITyYaH MOJABICHUS (YHKIIMH KOCTHOTO MO3Ta M CHIDKEHUS KOHIIEHTpaIuu (oyrara

IIpu COBMCCTHOM IIPUMCHCHUU mpuammepera 1 METOTPEKCaTa.

Oco0ble ykazaHus

[Tpennapat METOTPEKCAT siBrisieTcss HUTOTOKCUYECKUM TIPErapaToM, I03TOMY B 0OpaIieHu! ¢
HUM HEOOXOJMMO COONII0JaTh OCTOPOXKHOCTh. IlpemapaT mokeH Ha3HA4yaTbCs BpauoM,
UMEIOIUM ONBIT MPUMEHEHHSI METOTpeKcaTa U 3HAKOMBIM C €r0 CBOMCTBAMHU U OCOOCHHOCTSIMU
neiicteus. [lepen HazHaueHMEM METOTpEKcaTa CleAyeT yOeIWThCS B HAJMYUU BO3MOXKHOCTH
OTIpeieNIeHus TNTa3MEHHON KOHIIEHTPAIMH Tpenapara.

[TprHuMast BO BHUMaHHE BO3MOXKHOCTD PA3BUTHUS TSKEJIBIX TOKCHUECKUX PEAKLUi, B TOM YHUCIIE C
JIeTaIbHBIM HCXOJI0M, Bpay 00513aH MOIpOOHO NPOMH(POPMHUPOBATH NAIIMEHTA O BO3MOKHOM PHCKE
U HEOOXOIUMBIX MEpax MpeAOCTOPOKHOCTU. MeToTpekcaT, 0OCOOEHHO B CPEIHUX MU BBICOKHX

A03aXx, OJOJDKCH MNPHUMCHATBCA TOJIBKO Yy HAOUCHTOB C IMOTCHHUAIBHO XHU3HCYI'POXKAIOIMIUMU
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 14.03.2025 N 6882

(Mo OB H onody .
3JI0KAYE€CTBECHHBIMA  HOBOOOPA30BaHUSMH. OHI/IcaHHn ?ﬂmu%aggﬂlﬁlﬁllx' CTI‘E[')&'STB‘J‘I Hui

TOKCHYHOCTH Ha (oHe Tepanuu mnpenapatoM. OTMEHa METOTpeKcaTa HE BCErja MPUBOAMUT K
HOJHOMY Pa3pEIICHUI0 HEKEIIATEIbHBIX PEAKIHH.

be3zonacHOCTh U MOTEHLMAIbHBIE IPEUMYIIECTBA IPUMEHEHNUS BBICOKUX /103 METOTPEKCaTa BHE
pPaMOK 0JJOOPEHHBIX [TOKa3aHUH HE YCTaHOBJICHA.

B mpouecce neuenuss npenaparom METOTPEKCAT nauuMeHThl JTOJIKHBI HaXOAUTHCS IO
TIIATEIbHBIM HAOIOJCHUEM C LEIbI0 CBOEBPEMEHHOI'O BBISIBICHHUS NPU3HAKOB BO3MOXKHOTO
TOKCHYECKOr0 JAEHUCTBUS W HeOsaronpusaTHbIX 3pdexToB. [Ipm nmpumeHeHuu npenapaTta Io
HEOHKOJIOTUYECKUM IOKa3aHMsAM, CIEAyeT OOpaTHTh 0cOo0O€ BHUMaHME NAlMEHTa Ha TO, YTO

npemnapar NpuHUMacTCs HC C)KCIHCBHO, 4 OJIMH pa3 B HEACIIIO.

[lepen nauanowm geuenus npenapatoM METOTPEKCAT wunu ipu BO30OHOBJICHUH TEPATUH TTOCIIE

nepepriBa HEOOXOAMMO MPOBOIUTH KIMHUYECKUM aHAlU3 KPOBU C MOJCYETOM JICUKOLIUTAPHON
dbopMyInbl U KOJTHMYECTBA TPOMOOILIUTOB, OLEHUBATh aKTUBHOCTh «IIE€YEHOYHBIX» TPaHCAMHUHA3,
KOHLEHTpaluo OuianpyOrHa, anbOyMHHa IUIa3Mbl KPOBU. KOHLEHTPALMIO MOYEBOW KHUCIIOTHI B
Iia3Me KpoBH, (DYHKIMIO TOYEK (a30T MOYEBHMHBI, KIMPEHC KPEaTWHHUHA W/WIH KpEeaTHHUH
I1a3Mbl KPOBH), a TaKKe PEHTreHOrpaduueckoe UCCIeJOBaHUE OPraHOB IpyAHON KieTku. [lpu
HAIMYUU KIMHUYECKUX MIOKa3aHUI Ha3HAYaIOT UCCIIEIOBAHUS C LIETbI0 HCKITIOUEHUS TYOepKyie3a
Y BUPYCHBIX T€MIaTUTOB.

Hasnauenue BbICOKHX /103 METOTpEKCaTa BO3MOKHO TOJIBKO B CITy4ae HOpMaIbHOW KOHLIEHTPALIUN
KpeaTMHMHA B IIIa3Me KpoBH. Eciay oTMedaercs MOBBILEHUE KOHIEHTPAMU KPEaTHHUHA, 1032
npemnapara J0JbKHa ObITh CHM)KEHA, IIPU MOBBIIICHUN KOHIEHTpAllUU KpeaTMHHHA 0ojiee yeM Ha
2 MT/IUT TPUMEHSITH TIperapar He ClIeayeT.

[Tepen kOMOMHUPOBAHHOM Tepanuei, BKIIOYAIOIIEH JICUEHHE METOTPEKCATOM B BBICOKHX J103aX,
KOJINYECTBO JIEHKOIIMTOB M TPOMOOIMTOB MJOJDKHO OBITH BbIIIE MHUHUMAIbHBIX 3HAUYEHUH,
yKa3aHHBIX B MPOTOKOJIE JIedeHus (KonuuyecTBo JeikouuToB o 1000 mo 1500/MKia, KOIHYECTBO
tpombo1uToB OT 50 000 10 100 000/MKT).

Campblif HU3KUH YPOBEHB ITUPKYIHPYIOMIUX JEHKOIUTOB, HEUTPODHUIOB U TPOMOOIIUTOB OOBIYHO
oTMeYaeTcst B mepuoj oT 5 10 13 naHeit mocie B/B MpUMEHEHHUS METOTpeKcara (C MepHoaoM
BOoccTaHoBJeHUs OoT 14 mo 28 gueit). KonanuecTBo NEHKOIUTOB U HEUTPO(DUIOB MOXKET WHOT/AA
CHIDKAThCA JIBa pasza: MEpBbIM pa3 4vepe3 4-7 mHeEH, a BTOPOM pa3 MUHUMAIbHBIE 3HAYEHUS
oTMeHaroTcs yepe3 12-21 neHb ¢ mocieayronmM BOCCTAHOBJIEHHUEM.

Y NOXUIIBIX MALMEHTOB OMMCAHO PAa3BUTHE METAT00IACTHOM aHEMUH Ha (POHE MPOIOTIKUTETHHOM
Tepanuu METOTPEKCATOM.

Crenyer yddThIBaTh HUCTOIIEHHE KOCTHOMO3IOBOTO pPE3€pBa B COCTOSHUM IOCIE JICYEHUS

npernapaTaMu C KyMYJISTUBHOM MHEIOTOKCHYHOCTBIO, a TaKKe OOJydeHHs B TOM 4YHCIE U
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 14.03.2025 N 6882

KOCTHOTO MO3ra. OTO MOXKET IMPUBECTH K IIOB bIIHeHPII(I)m%cqmgﬁﬁg%t@g&g?djﬂ—'(l)%ll"a K

TCpaIIuu METOTPCKCATOM C YCHJICHHBIM IMOJaBJICHUEM CUCTCMbI KPOBCTBOPCHM.

B mpormecce neuenust npenaparoM METOTPEKCAT (exxeMecsiuHO B IEPBEIE 6 MECSIIEB U HE PEXKE

gyeM KaKJbIe 3 Mecslia B JATbHEHIIIEM IIPH MOBBIIICHHUH J103 I_[CJ'ICCOO6D83HO YBCJIMYMUBATH YaCTOTY

O6CJ'I€I[OBaHI/II\/lI) IPOBOIAT CIACAVIOIMMUEC UCCICAO0OBAHN .

1. Obcnedosarnue pomogoti norocmu u 210mMKY AJ1s BBISBICHUS U3MEHEHUHN CITM3UCTBIX 000JI0YEK.
2. Ananu3z Kposu ¢ onpeoeneHuem 1etiKoyumapHou opmyisl u Koauvecmsa mpomboyumos. Jlaxe
[IPY OIPUMEHEHUU B OOBIYHBIX TEPANEBTHUECKUX JI03aX METOTPEKCaT MOXKET BHE3aIIHO BbI3BAaTh
YTHETEHUE KPOBETBOPEHUS.

Bo BpeMmsi ieueHHst METOTPEKCATOM ClIEAYEeT MOCTOSHHO (C 4acTOTOM OT €XKEIHEBHOM 10 OAHOIrO
pas3a B HEJIeI0) KOHTPOJIMPOBATH IMOKA3aTeNN OOIIET0 aHAIN3a KPOBH, BKITFOYAs JICHKOIIUTAPHYIO
bopMylly M KOJMYECTBO TPOMOOLMTOB. B cilyyae 3HAaYMTENBHOTO CHIKEHHUS KOJIMYECTBA
aeiikonMToB uinu  TpomOonmToB Jsedenne mnpenapatoMm METOTPEKCAT wemeaneHHo
IIPEKPALIAOT U Ha3HAYAI0T CUMITOMAaTUYECKYIO MOIEP)KUBAIOIILYIO TEPAIIUIO.

[TateHTHI MOJDKHBI OBITH MPOMHCTPYKTUPOBAHBI O HEOOXOJMMOCTH HEMEIJICHHO COOOIaTh
Bpauy O JIIOOBIX MPU3HAKAX U CHUMITOMAaX, CBUJETEIbCTBYIOIIMX O pa3BUTHM MHPekuuu. [Ipu
COIYTCTBYIOIIEH MWJIM paHee IIPOBOAMBIICHCA TEpallMM TIeMaTOTOKCUYHBIMHU IIpenapaTraMu
(Hanmpumep, J1eQIyHOMUIOM), JIy4€BOM Tepamuu HEOOXOAMMO BHUMATEJIbHO CIEAUTHh 3a
KOJIMYECTBOM JIEMKOLIMTOB M TpOMOOLMTOB B KpoBH. [Ipu HeoOxomumocTu I1iesecoo0pa3Ho
BBINOJIHEHHE OMONICUM KOCTHOTO MO3Ta.

3. @yunxyuonanvHvie neyeHoyHvlie npobvi. Ha (oHE NPOAOIKUTEIBHOIO MPUMEHEHHS
METOTpeKcaTa BO3MOJKHO  DPa3BUTHE OCTPOro remaTUTa M SIBJICHUW  XPOHUYECKOU
renaToToKCMYHOCTU (pubpo3 m 1uppo3 mnedeHu). Ocoboe BHUMaHHE HEOOXOAMMO YIAETSATH
BBISIBJICHUIO TPU3HAKoB MNoBpexiaeHus nedeHu. Jleuenne npenapatoM METOTPEKCAT He
cileflyeT HauuMHaTh WM HEOOXOJUMO IPHOCTAHABIMBATH B CIy4yae BBISBICHHUS OTKIOHEHUH
pe3ynbTaToB (YHKIMOHAJIBHBIX MMEYEHOYHBIX TECTOB WM Ouorcuu neyeHu. Ha ¢oue tepanuu
npenapatoM y 13-20% mnanueHToB Habmomaercss 2—3-KpaTHOE TPaH3UTOPHOE TMOBHIIICHHUE
AKTUBHOCTH «II€YEHOYHBIX» TpaHCaMHUHa3, yalle Bcero, beccumntomMHoe. Kak mpaBuio, 310 He
SBIISICTCS TIOBOJIOM JUISI M3MEHEHUS CXEMBbl JIeUeHUs, OOBIYHO IOKa3aTeI HOPMAJIHU3YIOTCS B
TE€YEHHE ABYX HEJeNb, MOCIE YEro JICYEHHE MO PEHIeHHIO Bpada MOXKET ObITh BO30OHOBIIECHO.
OpnHako B cilyyae BBISIBJICHHSI CTOMKOTO MOBBIIICHUS] aKTUBHOCTH «II€YEHOUYHBIX» TpaHCaAaMHHAa3
HE00X0/IMMO CHIXKEeHHE 1035l uiu oTMeHa JeueHus npenapatoM METOTPEKCAT. ITockonbky
npenapatr METOTPEKCAT oka3biBaeT TOKCHYECKOE JEHCTBUE HA IME€YEHb, B MEPUOJ JICUCHUS
IpenapaToM He cieayer 0e3 sSBHOM HEOOXOOUMOCTH NPUMEHSTH JIPYTHe IelnaTOTOKCHYHBIE

npernaparsl.
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Taxoke cnemyer nzberatb WM CUIBHO CHU3UTH nome6n'!:_1|{|1_alg *;ll":a'g&l%“ &gg_eﬁgbcg}ﬁdl%?éiﬁwo

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

KOHTPOJIMPOBATh AKTUBHOCTH «II€YCHOYHBIX» (PEPMEHTOB CIIEAYeT y MAlMEHTOB, MOTYYarOIIUX
COITYTCTBYIOILYIO TEPAIIUIO APYTUMU I'€lIaTOTOKCUYHBIMU U T€MaTOTOKCUYHBIMU IIpenaparamu (B
YaCTHOCTH, JISHIYHOMHJIOM).

B cinywyae npomomKUTENbHOrO JeueHUus, OCOOEHHO TsDKeNbiX (opM Icopuasza, BKIIOUas
IICOPUATUYECKU  apTpUT,  BCIEACTBHE  BO3MOJKHOIO  IE€NAaTOTOKCHMYECKOrO  JIEHCTBUS
METOTpeKcaTa, yUUThIBast, YT0 (PUOPO3HBIE W/WIIM IUPPOTUYECKIE U3MEHEHUSI MOTYT Pa3BHBAThCS
Ha (OoHE HOPMAJIBHBIX MIEYCHOYHBIX MPOO, OMOINCHUS MeYeHU HEOOX0AUMA B CIEIYIOIIMX CIIydasX:

1. V nanuenTtoB 0e3 (akTOpoB pHCKa A0 JOCTUKEHHS CYMMapHOW KyMYJISATHUBHOW JO3BI
1,0— 1,5 r Ouorncus reyeHy He IoKa3aHa.

2. Ha ¢one mpucyrctBus Takux (PakTOpOB pHCKa, KaK 3JIOYNOTPEOJICHUE aJKOTOJIEM,
MEPCUCTUPYIOLLIEE MOBBIIIEHNE aKTUBHOCTU «II€YEHOYHBIX» TPAHCAMHHA3, XPOHUYECKUI
BUPYCHBIN TeMaTUT, CEMEHHbBIN aHaMHe3 3a00JIeBaHUs MTEYEHH, a TAK)Ke IS MAllUeHTOB C
MEHee 3HAYMUMBIMH (aKTOpaMH pPHCKa, TAaKUMH KakK CaxapHbId auader, OKUpEHHe,
AQHAMHECTUYECKUE JIaHHbIE O BO3ACUCTBUM TIEMATOTOKCHUYECKUX JIEKAPCTBEHHBIX
CPEICTB/XMMHYECKHUX BEIIECTB, OMOIICUSl TIEUYEeHU JOJKHA OBITh BBHINMOJHEHA depe3 2—4
Mecsla mocie Havyana jieueHus. [locne TocTkeHus CyMMapHOM KyMYJISITUBHOM J103bI B
1,0-1,5 r pekoMeHyeTCs TOBTOpHAs OMOTICHS TICYCHH.

buoricusi meueHn He TOKazaHa y TMOXKUJIBIX TMAlMEHTOB; Yy MAI[UEHTOB C aKTUBHBIMU OCTPBIMU
3a0oneBaHusAMU  (HampuMmep, JAbIXaTeIbHOW CHUCTEMbl); Y TMAllMeHTOB C  HaJu4ueM
MPOTUBOMNOKA3aHNI K OMOTICHH TIeYeHU (HampuMep, HecTaObuiabHas TeMOJUHAMUKA, U3MEHEHUE
apaMeTpoB KOAryJorpaMMbl); y IMalME€HTOB C HEOJArompUsITHBIM NPOTHO30M B OTHOIICHUU
POJOKUTEIbHOCTH KU3HU.

Ecnu mpu Ouorncuu meyeHW BBISBISIOTCS TOJNBKO HM3MEHEHHsS HEOONBIION BBIPaXKEHHOCTU
(crerrens I, IT wmu Illa mo mikame Roenigk), BO3MOKHO MPOODKEHUE TEpAlMi METOTPEKCATOM
IIPU YCIIOBUU TILATEIBHOIO HAOIIOEHUS 33 COCTOSIHUEM MallMeHTa.

[Ipenapat noxeH ObITh OTMEHEH B Ci1y4ae BbISIBICHUS] YMEPEHHBIX HIIN BHIPAKEHHBIX H3MEHEHU N
(IlIb u IV crenensp no mkane Roenigk), nim B caydyae oTkasa oT OMONCHU MEYCHU MALUEHTA, Y
KOTOpPOro  HaOJIOAaeTcsi MEepCUCTUPYIOIIEee  IOBBIIIEHHE  AKTUBHOCTH  «II€YEHOYHBIX)»
TpaHcaMHHa3. B ciydae BBIABIEHUS YMEpPEHHOro (puOpo3a WM LUPpO3a MEYEHU METOTpeKcar
JOJKeH OBITh OTMEHEH, B ciy4yae (uOpo3a MUHUMAIbHON BBIPAXKEHHOCTH PEKOMEHIYETCs
NOBTOpHAs OMomcHs medeHn yepe3 6 MmecsueB. Takue M3MEHEHMs, Kak >KMpOBas TUCTPOPUs
NCUYEHN WM CJIab0 BBIPAKEHHOE BOCIMAJICHHUE MOPTAIbHBIX BEH SIBJSIOTCS JAOCTATOYHO YaCTOU
HAXOJKOM Mpu OMOINCUM MEYEHH Yy MAIMEHTOB, MOJIyYAIOIIUX METOTpeKcaT. XOTS BBISBICHUE

TaKHuX PISMeHeHI/Iﬁ, Kak TIIpaBWJIO, HE€ ABJIICTCA IIOBOAOM [JIA TIIPHUHATHA PCIICHHUA O
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IIPU JICYEHUHU TaKUX MalUEHTOB.
4. DyukyuoHnanvuvie noYeyHvle Npodvl U ucciedosanue Mmouu. I[lOCKOIBKY Tpemapar
METOTPEKCAT skckpeTupyeTcsi IpeuMyIIeCTBEHHO MOYKAMH, Y TAlUEHTOB C HAPYIICHUSAMHU
GbyHKIMY MTOYeK (Harpumep, y NaMeHTOB MOXKUIIOr0 BO3pacTa) MOXKET HAOJF01aThCS MTOBBIILICHUE
KOHIIGHTPAallMM METOTpeKcaTa B IUIa3M€ KPOBH, CIEJACTBHEM YEro MOTYT OBITh TSDKEJIbIe
He)KenaTellbHble peakiuuu. KOHTponb ypoBHS KpeaTMHMHA, MOYEBHHBI U 3JEKTPOJIUTOB
PEKOMEHIyeTCsI TPOBOJUTH B THU 2 U 3, 0COOEHHO BO BpeMs JICUEHHSI METOTPEKCATOM B BHICOKHX
J03ax, IS paHHEeH JUarHOCTUKM HEn30eXHOro HapylIeHUs SKCKpeluu MeToTpekcarta. Ecmu
UMEIOTCS TPHU3HAKH HapymeHus (pyHKIUH IMOouYeK (HarpuMep, BBIPAKEHHBIC HEXKEJIaTelIbHBIC
peakuuMy NpeIIeCTBYIOLIEH Tepanmuu METOTPEKCaTOM WM HapyLIEHHE IPOXOJAUMOCTH
MOUEBBIBOJIAIIUX MTyTEH), CIEAYET ONPECIUTh KIMPEHC KpeaTuHrHa. JIeueHne MeToTpekcaTtoM B
BBICOKHUX J/103aX CJE€AYyeT IPOBOJIUTH TOJBKO B TOM CJIy4ae, €CJIM 3HAaU€HUE YPOBHS KpEaTMHHHA
HAXOJUTCS B JAMANa30HE CTaHJAPTHBIX 3HaYeHWH. Eciin ypoBeHb KpeaTMHUHA IOBBILLIEH, JO3Y
CJIelyeT CHU3UTD; JICUCHUE METOTPEKCATOM HE CJIEeyEeT MPOBOIAUTH ITPU 3HAYEHUSIX KOHLIEHTPALIUU
KpeaTHHHHA B CHIBOPOTKE KpOBU BbIlIe 2 Mr/an. [Ipu morpaHuyHbIX ypoOBHSX (YHKIIMH MOYEK
(HampuMmep, y MalMeHTOB MOKUJIOr0 BO3pacTa) HAOINOIEHUE TOKHO OBITh TIIATEIBHBIM. JTO
0COOEHHO BaXKHO B CIIy4ae COIYTCTBYIOIEH Tepaluu MpenaparaMy, CHUKAIOIMIKUMU SKCKPELUIO
METOTpEeKCcaTa, OKa3bIBAIOIIMMM HEONArompusTHOe JeiicTBMe Ha NOYKH (B YacTHOCTH,
HECTEPOUIHBIMU MPOTHBOBOCHANUTENbHBIMU Tpenaparamu (HIIBIT)) wim Ha cucremy
KpoBeTBOpeHUsi. ONUCAHBI Cy4Yau Pa3BUTHUS TSKEJIBbIX HEXKENATENbHBIX PEAKUUW Y MAlUEeHTOB,
npuauMasiiux HIIBII Ha ¢pone Tepanun meToTpekcaTtoM (0COOEHHO B BHICOKHX /033X ), BKJIIOUast
ClIy4au pa3BUTHUS TSKEIOrO YIHETEHHS KOCTHOMO3IOBOT'O KPOBETBOPEHHMS, arlaCTU4eCKON
anemuu, nopaxkenust JKKT u neranpHOro ncxona.

Bo Bpems uH(y3uM MeToTpekcara cielyeT TakKe KOHTPOJIMPOBATH 3KCKPELUI0 MOYM M ee
3HayeHne pH. J{as cHuKeHHs MOYeYHOM TOKCHYHOCTH W B LENSIX NPOPUIAKTHKU MOYEYHOU
HEJOCTAaTOYHOCTU TPU JIEUEHUH METOTPEKCAaTOM B BBICOKHMX /033X aOCOJIOTHO HEOOXOAMMO
JIOCTAaTOYHOE BHYTPUBEHHOE 0OecreueHre KHUIKOCThIO U No/menaynBanue moun (pH > 7).
JleueHre METOTPEKCATOM MOXKET yXY/IIaTh (PYHKIMIO TOYEK C TMOBBIIIEHUEM OIpeeTIeHHBIX
1ab0paTOPHBIX TMOKa3aTeneil (KpeaTWHWHA, MOYEBUHBI, MOYEBON KHCIOTHI B CHIBOPOTKE), YTO
MOKET MPUBECTHU K OCTPON MOUECYHOW HEOCTATOYHOCTH C OJINTypUeH/aHypuei. ITo, BEpOSTHO,
00yCJIOBJIEHO OCaKJICHUEM METOTPEKCaTa U €ro MEeTa0OIUTOB B OYEYHBIX KaHANIbIIAX.

5. Obcnedosanue ovixamenvHou cucmemsl. HeoOX0AMMO BHUMATENBHO CIEAUTH 32 CUMIITOMAMU
BO3MOXXHOTO pa3BUTHA HApylIeHUN (QYyHKUIMU JErKUX M, NpU HEOOXOIMMOCTH, Ha3HAuaTh

COOTBETCTBYIOIHUE UCCICAOBAHUS AJI1 KOHTPOJIA Q)yHKHI/II/I nerkux. [losBieHue B nepuoa JICUCHUA
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npernapatrom  METOTPEKCAT  cooTBeTcTBYIOLIEH 'Q%E%EEJ E%@e@tﬁ& 'j:cl—x'é(-'oro,

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

HENPOAYKTUBHOTO  Kallls) WM  pa3BUTHE  HECMENU(UISCKOTO MHEBMOHHTA  MOTYT
CBUJIETEJIBCTBOBATh O NOTEHLUAIBHO ONTACHOM IOPAYKEHUH JIETKUX C BO3MOKHOCTbIO JIETAIBHOIO
ucxoga. B rtakux caywasx mnpenapar METOTPEKCAT cnegyer OTMEHMTh M MPOBECTH
THIaTeNbHOE OO0C/e0BaHNe MaleHTa. XOTsS KIMHUYecKas KapTHHa MOXKET BapbUpOBaTh, B
TUMHWYHBIX CIydasX, KOrJa CHUMIOTOMBI CO CTOPOHBI JbIXaTEJIbHOW CHCTEMbl BbI3BaHbI
npumenenueM mpenapatra METOTPEKCAT, nabmiogaercss MOBBIIMIEHWE TeMIIEpaTyphl Tena,
oluiee HeqoMOranue, 00Jb B TPYAHOW KIIETKE, Kallledb C OABIIIKOM, TMIIOKCEMHs, a TaKkKe
JIero4Hble MHQUIBTPAThl Ha PEHTTEHOBCKUX CHUMKax. IIpu Ouoricuu jerkux omnpeneisuiuch
pa3IUYHBIE U3MEHEHUS (HAlpUMep, MHTSPCTUITHABHBIN OTEK, MOHOHYKIICAPHBIE WHPUIHTPATHI
WM TpaHylema 0e€3 Ka3eo3HOro Hekposa). [lopaxeHue JIerkux, BBI3BAHHOE MPUMEHEHHUEM
METOTpEeKcaTa, MOKET BO3HUKATh BHE 3aBUCHMOCTH OT JaBHOCTUM NpPUMEHEHHUs IMpernapara,
UCIIONB3YEMBIX 103 (OMHCAHBI Cllydal pa3BUTUS TMOPAXKEHHsS JIETKUX MpPU NPUMEHEHUU
METOTpEeKCcaTa B HU3KUX J103aX, B TOM YHUCIIE 7,5 MI/HEJEINO).

Kpome ToOro, cooOmanocb O BHYTPHAIbBEOISIPHOM KpPOBOM3ZJIMSIHUM IPU HCIIOJIb30BAHUU
METOTpEeKcaTa MpPH PEBMATOJIOTMUECKUX W CBSI3aHHBIX MMOKazaHWAX. JlaHHas HexenareabHas
peakiusi Tak)Ke MOXKET OBbITh CBs3aHa C BaCKYJIHTOM U JPYTMMH COMYTCTBYIOIIUMU
3a0oneBanusaMu. [lpu mMOJO3peHMHM Ha BHYTPUAIbBEOJSPHOE KPOBOM3IUSHHUE CIEIYET
PaccMOTpPETh BOIIPOC O CPOYHOM MPOBEIEHUU 00CIIEIOBAHUS ISl TOATBEPKICHUS JUarHo3a.
[Ipu auddepeHnranbHON IUATHOCTUKE CIEAyeT HWCKIIOYUTh WHOEKIHOHHYI0 MPHPOAY
3aboneBanusd. [la hoHe Tepanmuu METOTPEKCATOM BO3MOXKHO pPa3BUTHE MOTEHIIMATIBHO OMACHBIX
(BIUIOTH 710 JIETAJIBHOTO MCXO0Ja) OMMOPTYHHUCTHYECKUX HMH(EKIMN, BKIIOYAs MHEBMOIMCTHYIO
MMHEBMOHMIO. B ciydae pa3BUTHSI CHMIITOMOB CO CTOPOHBI JBIXaTEIbHON CHUCTEMBI Y TIAIMEHTA,
MOJTYYaroIIero METOTPEKcar, CIAeIyeT HCKIIOYMTh ITHEBMOHHIO, BbI3BaHHYIO Pneumocystis
jirovecii.

B ciydae yBeandeHHs JI036I IIperapara 9acTora 06CJ'I€,Z10B3HHI>1 JOJIKHA OBITh YBCINYCHA.

BcenencTtBue  MMMYHOJENPECCHMBHOTO — JEHCTBUS  METOTpEKcaTra, HEOOXOJWM OTKa3z OT
MMMYyHH3AIIH (€CJIM OHA HEe 0I00peHa BpadyoM) BO BpeMs JISUCHUS TIPETapaToM U B UHTEPBAJE OT
3 nmo 12 wMecsueB mocie 3aBeplIeHUS TMpHeMa TMpenapara; 4ieHaM CEeMbH OOJBHOTO,
MIPOKUBAIOIIIUM C HUM, CIEAYeT OTKa3aThCAd OT MMMYHHU3AIUU TIEPOPATHHON BaKIIMHOW MPOTHUB
noyimoMuenuTa (MalueHTy ciaeayeT u30eraTb KOHTAKTOB C JIFOJBMH, MOJYYHBIIMMHU BaKIIUHY
MPOTUB MOJUOMUENNUTA, UM HOCUTH 3aTUTHYIO MacKy, 3aKpbIBAOILYIO0 HOC U POT).

Tak>ke, BCIEACTBHE BO3MOXKHOTO BJIMSIHUS METOTPEKCAaTa Ha MMMYHHYIO CHUCTEMY, BO3MOXKHO
UCKQXEHUE pe3yNlbTaTOB OIEHKU A(P(GEKTUBHOCTH BAKUMWH U TECTOB (MMMYHOJIOIMYECKHE

MpOLEAYpPHI A PETUCTPALUK UMMYHHOM peakiun).
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Ecnu Ha oHE Tepannuy METOTPEKCATOM OTMEYAIDTCS AR SR CHADT CTONTat i vH ABAb e,

KPOBOXapKaHbsI, MEJICHbI MM TOSBJICHUS MPUMECE KPOBU B CTyJe, HEOOXOAMMO HEMEIJICHHO
OTMEHHUTH IIpernapar BCJIEJACTBHE BBICOKOTO pHCKA Pa3BUTUS TOTCHIMAIBHO (aTaibHBIX
OCJIOXKHEHUH, TAKUX KaK reMOpparndeckuii SHTEpUT U NPoOOICHUE CTEHKU KUIIEUYHHKA.

Takue cUMITOMBI, KaK JIUXOpajKa, 00Jb B ropiie, I'PpUIINONOJO00HbIE CUMIITOMBI, U3bSA3BICHUE
CIIM3UCTOW  OOOJIOUKM TIOJIOCTH PTa, BBIpaXKEeHHas oO0mas caabocTh, KpPOBOXapKaHbE,
reMopparu4eckas Cblllb MOTYT OBITh MPEIBECTHUKAMU PA3BUTHS  KU3HEYTPOKAIOIIUX
OCJIOKHEHUH.

[Tpy BbISIBIEHMM Yy MAaLlMEHTa COCTOSHUM, MPUBOAALIMX K HAKOIUICHHIO 3HAYMMOI'O KOJIMYECTBA
KUAKOCTH B IMOJIOCTSX Tena (TMAPOTOPAKC, acUuT), YUYUThIBas YUIMHEHHWE Nepuoaa
MOJIYBBIBEJICHUS TIpernapara y Takux nanueHtoB, tepanuto mnpenapatoM METOTPEKCAT
clleZlyeT MPOBOJIUTh C OCTOPOXKHOCTBIO, IIEPEe]] HaYaJIOM Teparuy IpenapaToM >KUIKOCTh CleayeT
9BAKyMpOBATh IMyTEM JPEHUPOBAHMSL, JIMOO OTKA3aThCs OT IPUMEHEHUs Ipenapara.

Oco0yt0 OCTOPOXKHOCTH CJEAYyeT COONI0AaTh MPHU JICUEHUU TMAIMEHTOB C WHCYJIUH-3aBUCHMbBIM
caxapHbIM JHa0eTOM, TaK KaK OIHCaHbl CIlydal pa3BUTHS LUppo3a IedyeHu 0Oe3
IPE/ILIECTBYIOLIETO MOBBIIIEHUS AKTUBHOCTH «I1€4€HOYHBIX» TPAHCAMUHA3.

Kak u 1pyrue nuToToKCHUecKue npenaparbl, METOTPEKCaT MOXKET BbI3bIBATh Pa3BUTHE CUHIPOMA
JAU3Uca  OMyXOJIM Yy TAUEHTOB C  HHTEHCHUBHO  pAcTYUIMMM  3JI0KaY€CTBEHHBIMU
HOBOOOpazoBaHusAMU. /[[nsi mpenoTBpalieHUs] pa3BUTHS JAHHOTO OCJIOXHEHHUSI HEOoOXOJUMO
HOpeANpUHIUMATh COOTBETCTBYIOIINE MEPHI MOIJIEPKHUBAOILEH Teparnuu.

[TpuMeHeHHEe MeTOTpeKcaTa B COYETaHUH € JIy4eBOil Tepanueil Mo>KeT MPUBOIUTH K MOBBIIIEHUIO
pHUCKa pa3BUTHUS HEKPO3a MATKUX TKAaHEH UM OCTEOHEKPO3a.

HenocraTounocTs (hosiveBOi KUCIOTHI MOYKET YCHJIMBATh TOKCHUECKOE JIEHCTBUE METOTpEKcaTa
(cM. pazgen 4.5). OnHOBpeMEHHO NMpUMEHeHUe (POoIMeBOi KUCIOTHI WM (HOJMHUEBON KUCIOTHI
MOJKET CHM)XKaTh TOKCHYECKOE MAEeWCTBHME METOTpeKcara (MKeNlylOYHO-KHMIIEUHble CHMIITOMBI,
CTOMATUT, aJIOTELIMsI ¥ MOBBILICHHE YPOBHS IEYEHOYHBIX (DEPMEHTOB).

[lepen npuMeHeHueM MpenaparoB  (QOJUEBOM  KHUCIOTHI PEKOMEHAYETCS  IPOBEPUTH
KOHIIGHTPAllMI0 BUTaMHMHAa Bi2, MOCKOJIbKY moTpebaeHne (osiaToB MOXKET MacKHpOBaTh
cocTosiHue euTa BuTaMruHa B12 ocobenHo y B3pocibix B Bozpacte crapie 50 jer.

Cnenyer ocOOEHHO TIIATEIbHO KOHTPOJIMPOBATH COCTOSIHME MAIMEHTOB C IMPEAIIECTBYIOMIEH
Jy4eBOM Tepanuei, a TakKe ¢ HapyIIEHHBIM OOIIUM COCTOSTHUEM.

Jerunparanust  Takke  MOXET  IOTEHIUPOBATb  TOKCHYECKOE  JCWCTBUE  Ipemapara
METOTPEKCAT, no3tomy npu pa3BUTUU COCTOSIHUM, KOTOPBIE MOTYT IIPUBECTH K Pa3BUTHUIO
JeruapaTaluu (BbIpaXKEHHAsl pBOTA, AMApes), TEPANUI0 METOTPEKCATOM CIIEAYeT MpepBaTh 10

pa3pelIeHust STUX COCTOSHUM.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

BBICOKMMH JI03aMH METOTpPEKCaTa, B TOM YHKCIIE TIEPOPaAIbHO, B COUETAHUH C KLU (POITHMHATOM
(6e3 mpenmecTBYOMIEH JIy9eBON Teparuy Ha 00JIACTh TOJIOBHI).

[Ipy npumeHeHUM MeETOTpeKcaTa IO IOBOJLY OCTPOro jauMoseiikoza MOKET OTMEYaThCs
HosABJICHUE OOJM B JICBOW AMUracTpajlbHOW 00JaCTH, BCIEICTBUE PA3BUTHUS BOCHAIUTEILHOTO
npoliecca B KarcyJlie cele3eHKU Ha (JOHE pacma/ia OIyXoJIeBbIX KIIETOK.

Pexomennyercs mnpepBath jeueHue npenapatom METOTPEKCAT 3a oany Henmemo 10
XUPYPrUYECKOro BMEIIATENbCTBA U BO3OOHOBUTH Uepe3 OHY WM JIBE€ HEJEIU MOCie Olepaltu.
Crnenyer cobuogaTb 0COOYI0 OCTOPOXHOCTh NPU NPUMEHEHUM METOTpeKcara y MallUMeHTOB C
akTUBHBIMH uH(pekuusmu. [IpuMeHeHme MeToTpekcaTa Yy MAIMEeHTOB C CHHIPOMOM
UMMYHOJIE(HUIINTA TIPOTUBOIIOKA3aHO.

[Tpu noBeiiennu temmepatypsl Tena (6onee 38 °C) snmuMHUHALMSA METOTpEKCaTa 3HAUYUTEIIBHO
3aMeUIsIeTCA.

[Tpemapar METOTPEKCAT Mo’xeT MmOBbIIaTh PUCK pPa3BUTHUS HOBOOOpa3OBaHUM (TJIaBHBIM
obpa3om ymmdom). Hedacto cooOmanocs 0 pa3BUTHUHN 3JI0KAYECTBCHHBIX JIMM(OM y TIAIICHTOB,
nonyvatrouux npenapat METOTPEKCAT B Huzkux no3ax. B Takux ciydasx npenapar cieayer
oTMeHUTb. Eciau cnoHTaHHOM perpeccur JauMM@OMBI He HAOMIOAAETCs, Ha3HAYaloT
COOTBETCTBYIOLIYIO TEPAIHUIO.

N3ydaercs MCMONIb30BAaHUE PEKMMOB C BBICOKOM 030W MJIsi JIeYeHHs HOBOOOpa3oBaHMiIl BHE
0J100pEHHBIX MMOKa3aHUil; TepaneBTUUECKas 1MoJb3a He I0Ka3aHa.

Jo nauana nedenus: npenapatrom METOTPEKCAT HeoOXoauMO HCKITIOUUTH OEpEeMEHHOCTb.
[Ipemapar METOTPEKCAT o6namaer >MOpPHOTOKCHYECKUM JEMCTBHEM, CIOCOOCTBYET
IpephIBaHUI0 OEpEeMEHHOCTH U (OPMHUPOBAHUIO aHOMAIMN pa3BUTUS IJIoja. Tepamus
npenapatoM METOTPEKCAT conpoBo)k1aeTcsi yTHETEHHEM CIIEpMATOTEHE3a U OBOTE€HE3a, YTO
MOYKET MPUBOJIUTH K CHIKEHUIO pepTHiibHOCTH. [locie oTMeHbI Tepanuy npenapaToM Ha3BaHHBIE
a3 dexTh cioHTaHHO perpeccupyior. B mepuoa tepanuu npemaparom METOTPEKCAT u nHa
MPOTSHKEHUH 6 MECALIEB MOCIE €€ 3aBEpUICHUS )KEHIIUNHAM PEKOMEHIYETCSI HCIIOIb30BaTh MEPHI
KoHTparenuuu. Cinenyer npouH(GOpMUPOBATh MAIIMEHTOB PENPOIYKTUBHOTO BO3pACTa, a TAKKE
ux naptHepoB o Bo3MokHOM BiusHuuM npenapara METOTPEKCAT nHa penponyKTMBHOCTH U
pa3BUTHE TUIOJA.

[Ipemapar Takke MOXET AEMOHCTPUPOBATh T'€HOTOKCHMYHOCTb. MY)KUMHBI PENpOIyKTHUBHOIO
BO3pacTa JOJDKHBI OBITh MpPEAYNpexIeHbl 00 HUMEIOIUXCS pPHCKax, HE PEKOMEHIyeTcs
IUTAHUPOBAHME 3a4aThsl BO BpeMs JIEUEHUS U B TeUEHHUE 3 MECSLEB IOCIE OTMEHBI Mpernapara.
[Tockonbky B mpolecce JIe4eHUs BO3MOXHO pPa3BUTHE HEOOpAaTHMMOro Oecruionus, My>KUYHMHaM

CIIETyeT PacCCMOTPETh BOZMOKHOCTh KPHOKOHCEPBALIMH CIIEPMBI TIEpe]] HAYaIoM JICUSHHUSI.
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cunapom CtuBeHca-/[>KOHCOHA M TOKCUYECKUH 3MUIepMaIbHBIN Hekpoin3 (cuuapom Jlaitenna),
10CJI€ OJTHOKPATHOTO WIIM ITUTEIBHOTO IPUMEHEHHUS] METOTpeKcara.

Ha ¢one npumeHeHuss MeToTpekcaTa MOBBIIIACTCS BEPOSITHOCTh Pa3BUTHUS JIEPMATUTA U 03KOTOB
KOXKHBIX TOKPOBOB IO/ JCHCTBHEM COJIHEYHOro U yabTpaduosneroBoro odmydenus (YP). He
ClIeZlyeT MOJBEpraTh HE3AIUIICHHYIO KOXKY CIHMIIKOM JUINTEIIEHOMY COJHEYHOMY OOIYYECHHUIO
WIN 370ynoTpednsaTh nammoil Y @-o0myueHust (Bo3MoxHa peakius (oTtoceHcubunuzanum). Y
MAIMEHTOB C IICOPHA30M BO3MOXKHO 00ocTpeHue 3a0oneBanus Ha Gpone Y D-06myueHus: BO Bpemst
JICYEHUSI METOTPEKCATOM.

[lpy Tepamuu BBICOKUMH J03aMH BO3MOXKHO BBINIAJICHUE OCaJKa METOTpPEeKcara MU €ro
METa0OJUTOB B MOUYEYHBIX KaHaJbIax. B Takux ciy4asx B KauecTBe NMPOQPMIAKTUKUA JAHHOTO
OCIIO’)KHEHUSI PEKOMEHAYEeTCsl MpoBeneHne MH(PY3MOHHOM Tepaluu U 3allefladyvBaHusl MOYU JI0
noctwkerus pH 6,5-7,0 mocpeacTBoM nepopaibHOTo (5 TabIeToK 1Mo 625 Mr Kaxaple 3 Jaca) uiu
BHYTPHUBEHHOTO BBE/ICHUS HAaTpusi OMKapOoHaTa iy anerasoiamuza (500 Mr mepopaibHO YeThIpe
pasa B CyTKH).

Ha ¢one tepanum MeToTpekcaToM BO3MOKHO 0OOCTpEHHE XPOHHUYECKOrO BUPYCHOTO TeraTuTa
(peaktuBanus Bupyca renatuta B win C) ¢ BO3MOXHBIM JIETAIBHBIM UCXOAO0M. TakykKe OMUCaHbl
Cllyyau peaKkTHBallUM BHUpyca remaruta B rmocie oTMeHbl MeToTpekcara. B cioyuae
HEOOXOIMMOCTH Ha3HAYCHUs TpenapaTa MalieHTy ¢ aHaMHEe30M BUPYCHOTO TelaTuTa, CIeayeT
NPOBECTU TIHIATEIbHOE KIMHHYECKOe M J1abopaTtopHoe oOcnenoBanus. Ilo pesympratam 3THX
o0cIieZ1oBaHuil JIeueHNe METOTPEKCATOM MOJKET ObITh MPU3HAHO HEMOIXOAAIINM [Tl HEKOTOPBIX
MAIMEeHTOB.

Kpome Toro, mpu HaTMYMU TaKUX HEAKTUBHBIX XPOHWYECKUX MHQEKIIHHA, KaK OIMOSCHIBAIOIINN
reprec Wwin TyoepKyies, clieayeT coOIr01aTh OCTOPOKHOCTh U3-32 UX BO3MOXHON aKTHBALIUU.
Hanuuue muieBpainbHOrO BBINOTA, acuuTa, HapymeHus npoxogumoctu JXKT, comyrcrByromeit
Tepanuy OUCTUIATHHOM, ACTHApATalliy, HapyleHne QyHKINN TIeYeHH Wi CHkeHne pH moun
3aMe/UISIeT BBIBEJICHNE METOTpEKcaTa, BCIEICTBHE YEr0 BOSMOYKHO TOBBHIIIEHHE KOHIICHTPAITUH
npenapara B miazme KpoBu. KpaiiHe BakHO BBISBIIEHHE KYMYJSIUH IIperapara B OpraHuzMe B
TEUYEHHUE NMepBbIX 48 4, Tak KaKk BO3MOXXHO Pa3BUTHE HEOOPATUMBIX MOCIEACTBUNA TOKCHUYHOCTH
npernapara.

Oco0y10 OCTOPOKHOCTB CIIETYET MPOSBISATH PU MPUMEHEHHH IPeTrapara y MOKUIbIX IMallieHTOB,
UX COCTOSIHHE CIIelyeT KOHTPOJIMPOBATh Yallle, YeM Y MAIMEeHTOB Oojiee MOJIOIOr0 BO3pacTa, Ha
OpeIMET BBIABICHUS DPAaHHUX NPU3HAKOB TOKCHUYHOCTH Tepanuu. IIpu nedeHUM MarreHToB
JETCKOTO BO3pacTa clieAyeT pyKOBOJICTBOBATHCS MeIUAaTPUUECKUMU JI€UeOHBIMU POTOKOIAMHU.

VY neauatpuyeckux MalUeHTOB C OCTPBIM JUM(OOIACTHBIM JIEHKO30M BO3MOXHO pa3BUTHE
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

HauOoJee YacTo IMPOSABIAETCA KIMHUYECKH KaK TE€HEpPaJM30BaHHBIM WIM NapLuaibHbIN
ANWIECNTUYECKUN  NPUIAAOK. Onmcano  pasBuTHE  JIeHKOIHIE]ATONATHH u/1im
MUKPOAHTMONIATUYECKUX KaJIbLIMHATOB IIPU MPOBEACHUN MHCTPYMEHTAIBHBIX HCCIICJOBAHUN Y
TaKHUX MallMEeHTOB.

[Ipy npUMEHEHUH BBICOKMX J103 METOTpEKcara OIMCAaHO pa3BUTHE MNPEXOJAIIed ocTpoi
HEBPOJIOTUYECKONH CHUMIITOMATHKH, KOTOpPAas MOXET IPOSBIATHCA B TOM UYUCIE W3MEHEHUSMU
IIOBEJCHUS, JIOKAJbHBIMH HAapyLIEHUSAMU CO CTOPOHBI OpPraHOB 4YYyBCTB  (BKJIrOYas
KpPaTKOBPEMEHHYIO CIIENIOTY) M JBUraTeIbHOW CHUCTEMbl, HapylieHueM pediekcoB. TouHble
IPUYMHBI PA3BUTHUS JAHHBIX HEXKEJIATEIbHbIX PEaKIUi HEU3BECTHBI.

Taxoke ommMcaHbl Cllydadl Pa3BUTHS NPOTPECCHBHON MyIbTH(OKAIHHON JEeWKOdHIEdaTonaTuu
(IIMJI) y maunmeHTOB, NPUHUMAIOIIMX METOTpPEKcaT, B OCHOBHOM B COYETAaHUHM C JPYIMMHU
MMMYHOCYTIpeCCUBHBIMU nipenaparamMu. [IMJI moxeT 3akaHUMBaThCA JIETAIbHBIM HMCXOIOM U
JOJDKHA TPUHUMATHCS BO BHHMaHue Tpu AuddepeHnnanbHOi TUAarHOCTUKE MAIMEHTOB C
UMMYHOCYTIpECCHEH, Y KOTOPHIX ObLIa BIEPBBIC BBISBICHA WM OBLIO OTMEUEHO YXYALICHHE
HEBPOJIOTUYECKON CUMITOMATUKH.

IIpu npuMeHeHHH MeTOTpekcaTa B [03e Bbime 100 Mr/m? 06s3aTeNbHO MPUMEHEHHE «Tepariu
criaceHus» Kanblis GonuHaToM uepe3 42—48 4 mocie BBeJACHHUS MeToTpekcaTa. Jlo3a Kambius
¢donuHaTa ompezensercs B 3aBHUCUMOCTH OT BEJIMYMHBI INPUMEHEHHOM J03bI METOTpeKcara,
IPOJIOJDKUTENBHOCTH ero MH(py3uu. KoHIEeHTpaluio MeToTpekcara HeoOXOIUMO OIpeNeNiTh
yepes 24, 48 u 72 4 u, Ipu HEOOXOUMOCTH, B TE€UEHUE JUTUTEIBHOTO BPEMEHH, JUIsl OTpeIeIeHUs
ONTUMAJILHOW MPOJOJKUTEIbHOCTH TEPANUU KalblHsl (POIMHATOM.

[IpuMeHeHre MeToTpeKcaTa COBMECTHO ¢ MH(Y3HeW 3pUTPOLUTAPHON Macchl (B TeueHue 24 u)
TpeOyeT TIIATEIbHOTO KOHTPOJS 3a COCTOSHUEM IMAIMeHTa, TaK KaK BO3MOXKHO MOBBIIIEHUE
IUIa3MEHHOW KOHIEHTPALUU TIpernapara.

BcnoMorarensHble BEIECTBA

Hampuu
JlaHHbBIi mpenapaT COAEpKUT HATPHI B KomudecTBe MeHee | MMoub (23 Mr) Hatpus Ha 1 mi

KOHIICHTpATa, TO €CTh, 10 CYTH, HC COACPIKUT HATPHUS.

Cneyuansvnvle Mmepovl NPEOOCHOPONCHOCU NPU  YHUUMONCEHUU  HEUCNHOIb308AHHBIX
JIeKapCMEEHHbIX NPenapamoe

OcraTku npemnapara, BCC HWHCTPYMCHTbBI H MATCPUAJIbI, KOTOPBIC HCIOJB30BAJIMCh JIA
puroToBiaeHus: pactBopoB st nHy3uu npenapata METOTPEKCAT, moykHBI yHUYTOXATHCS

B COOTBETCTBUHM CO CTaHAAPTHOHW OOJBHUYHON TPOIEAYPOH  YTHUIW3AIUH  OTXOJOB
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OITIaCHBIX OTXOJOB.

BinsiHue HA COCOOHOCTH YNPABJISITH TPAHCIIOPTHBIMH CPeACTBAMH, MEeXaHU3MaMU

M3-3a BEpOSTHOCTH TPOSIBJICHUS TAaKUX HEKENATESIBHBIX PEaKIUH CO CTOPOHBI IEHTPAIbHOU
HepBHOﬁ CHUCTEMBI, KaK COHJIMBOCTH, I'OJIOBHAaA 60.]1}3, MOBBIICHHAA YTOMJIICMOCTL U BEPTUTO
(roJIOBOKpYKEHUE), CIEAYET COOMI0ATh OCTOPOKHOCTH MPHU 3aHATUSIX TOTEHIIMAIBHO OMTACHBIMU
BUJAMHU JCATEIBHOCTH, TPEOYIOIIMMHU TOBBINICHHONH KOHIEHTpPAIlMM BHUMAaHHUS WU OBICTPOTHI
NICUXOMOTOPHBIX peakiuii. ITH 3(P(HEKThI MOTYT YCHIUBATHCS NIPU COBMECTHOM YIIOTPEOJICHUN
AJIKOT'OJIA. HpI/I IIOABJICHHUMU OIIMCAHHBIX HEXKCJIIATCIBbHBIX peaKHI/If/'I CJICOAYCT BO3JACPKATHCA OT

BBITIOJTHCHHA YKA3aHHBIX BUAOB ACATCIBHOCTH.

®opMa BBIIIYCKA

KonuenTpar 11 nmpurotoBiieHus pactBopa st uadysuit, 100 mr/mur.

ITo 5 M (500 mr geiicTByromiero Bemectsa), 10 mi (1000 Mr geiicTByromiero Bemectsa) win 50
w1 (5000 Mr neiicTByrOILEro BelecTBa) BO (p1akoHbI U3 OECLIBETHOrO CTEKJIA TUI I, yKynopeHHbIe
npoOkaMu pe3uHOBbIMM TN | C¢ OOKaTKoW KojimaykamMu ajJlOMHHHEBBIMH C KpPbIIIKAMU
TUTACTHKOBBIMH.

Ha ¢akoHBI HAKIIEUBAIOT STUKETKY CaMOKJICSIIIIYFOCS.

1, 5 nim 10 ¢p1akoHOB BMECTe ¢ MHCTPYKLHUEH MO METUIIMHCKOMY MPUMEHEHHIO ITOMENIAaloT B
NayKy KapTOHHYIO.

Ynaxoexa ona cmayuonapos

30 wim 50 QrakoHOB BMECTE€ C PaBHBIM KOJWYECTBOM HHCTPYKUUH MO MEAUIHUHCKOMY

MMPUMCHCHUIO TOMCHIAOT B KOpO6Ky KapTOHHY1O.

YciaoBust XxpaHeHust
XpaHUTh B OPUTMHAIBHOMN yIakoBKe (ITauke) Mpu TeMiieparype He Boiie 25 °C.

XpaHI/ITB B HCAOCTYIIHOM IJIA JIeTeH MecTe.

Cpoxk rognocTu
3 roxa.

He MPUMCHATH 11O UCTCUCHUHN CPOKA 'OAHOCTHU, YKA3aHHOI'O HAa YITAKOBKC.

YcaoBus oTnycka

OTmycKaroT Mo pelenTy.
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(MOCNEODBATENEHOCTE 0004)

IIpousBoaurenn

Poccniickas @enepanus

000 «Dapmapay

390020, Pszanckas 0611., .0. ropos Psizans, r. Psa3ans, mxp. Daesarop, cTp. 4/1
Ten.: +7 (4912) 34-94-34, pakc: +7 (4912) 34-99-97.

Baagenen permcTpanoOHHOrO yJA0CTOBEpEeHHUsI/OPraHU3alusi, NPUHAMAKOLIASL NpPeTeH3Uu
MmoTpedouTeIs

Poccuiickas @enepanus

000 «Papmapar

390020, Psizanckas o0u1., r.0. ropof Psizans, 1. Pszans, Mxp. DneBatop, cTp. 4/1
Ten.: +7 (4912) 34-94-34, ¢pakc: +7 (4912) 34-99-97.

OnekTponHas noyra: info@pharmera.ru
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