COOTBETCTBYET 3KCNEPTHOMY OTUETY
ot 26.01.2023 N= 1431

(Bxogawmia M3 N24220448)

MUHHUCTEPCTBO 3JIPABOOXPAHEHU S POCCUNMCKOM ®EJEPAIINU

WUHCTPYKIIHS
110 MEJIVIIMHCKOMY [TPUMEHEHHIO JIEKAPCTBEHHOT'O
TIPETTAPATA |
METOTPEKCAT-9BEBE

Perncrpanmosnbiii HoMep:

Toprosoe HanmenoBanue: Merotpekcar-206eBe.

MexayHapoaHoe HenaTeHTOBAHHOe HJIM IPYNIHPOBOYHOE HAMMEHOBAHHE:
METOTpEKCaT.

JexapcTBennasi (opMa: KOHIEHTPaT s IPHIOTOBIEHHS pAacTBOpa I
HHOY3U.

Cocras:

1 M KOBIIEHTpaTa COREPXKUT: Oeticmeylouee eeujecmeo: METOTPEKCaT TUHATPHS —
109,673 mr (coorBercTByeT MeroTpekcaty — 100,000 Mr); ecnomozamenvuvie
gewecmeaq: HaTpuA rupoxcun — 17,618 mr, Bojxa s uabekuut — 929,382 mr.
Onucanue: npospaqHLIﬁ PacTBOp HKEITOrO LIBETA.

®apmakoTepaneBTHYECKAA rpynna: HPOTUBOOIYXOJIEBOE CPEACTBO,
aHTHUMETa0OIHT.

Koa ATX: LOIBAOI.

PapmakoJiorHyecKne cBoiicTBa

Dapmarxoounamuxa

ITpoTrBOONYX0JIEBOE, MUTOCTATMYECKOE CPENCTBO TPYNIBI AaHTHUMETA0OIUTOB —
aHaloroB  GoJMEBOH  KHCNOTHL, — OOJNajaollee  HMMMYHOCYIPECCHBHBIM |
IPOTHUBOBOCHANUTEILHEIM JeficTBueM. WHrubupyer muruapodonatpeaykrasy,
YYacTBYIOIIYI0 B  BOCCTAHOBJIEHMM  JUIHAPOGOIHEBOM  KHUCIOTHI B
TETparugpo(oNueByl0  KUCIOTY (HIEPEHOCYMK YIIEPOJHEIX  (parMeHToB,
HEOOXOMUMBIX JUIS CHHTE3a IyPUHOBBIX HYKICOTHHAOB H HX IPOU3BOIHEIX).

Topmosur cuntes, pemapamuio JIHK m xnerounsii muto3 (B (asy cunresa).
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YET SKCTIEPTHOMY OTYETY

Oco00 d9yBCTBUTENBHBI K JAEHCTBUIO METOTpeKcara TKAaHH C BBICOKOH
npoaudepaimeil KJIETOK: OIyXO0JeBas TKaHb, KOCTHBI MO3r, KIETKH OSIUTEIASA
CIIM3UCTHIX 000J109eK, SMOpuoHaibHbIe KieTkd. Koraa kiertounas nponudeparus
3JI0KaYE€CTBEHHBIX TKaHell Ooiblie, ueM B OOJIBIIMHCTBE HOPMANbHBIX TKaHEH,
METOTpEKCAaT MOXET IPUBECTH K HApYHNICHUIO pOCTa 3ITOKAYECTBEHHBIX
obpazoBanuii 6e3 HeoOpaTUMOro yiiepOa s HOpMaJIbHOM TKaHU.

DapmakoKunemuxka

[Tocne BHYTpMBEHHOTO BBECHMSA NIEPBUYHOE pacupeaenenue cocrapnser 0,18 i/kr
(18 % ot maccel Tena). Pacnipenenenue Go3sl HackimeHus — oxoso 0,4—0,8 s/kr
(40 %-80 % OT Maccsl tena). [Ipu BBeeHuH BEICOKUX 103 (300 MI/Kr MaccHl Tena)
OTIPE/IETISITUCH TLIa3MEHHEIE KOHIIEHTPAIUH METOTPEKCATa OT 4 10 7 MKI/MIIL
Oxono 50% wmeroTpekcara CBs3BIBaeTCd C OelnkaMu IUIa3Mbl  KPOBH,
TIPENMYIIECTBEHHO ¢ aMbOyMUHAMU. B0O3MOXKHO KOHKYPEHTHOE BHITECHEHHE IIPH
OJHOBPEMEHHOM  IpUMEHEHMH ¢  cynbhoHaMHIaMH,  CalUIMIaTaMH,
TeTpaMKINHAMHU, XTopaMmdenuKogamu, GEHUTANHOM.

MetoTpekcaT HE NpPOHMKaeT uepe3 TreMaTodHnedanuyeckuii Oappep Ipu
IPUMEHEHUH B  TEpaleBTUUECKMX  Jo03aX. MeroTpekcaT  IoJBepraercs
NeYeHOYHOMY ¥  BHYTPHMKIETOYHOMY  MeTaboiusMy ¢  00pa3oBaHHEM
bapMaKoIOrHIeCcKu aKTMBHOM IIOJIUI Ty TAMUHOBOM (bopMEI, TaKXKe
paTHOHpyromel  muruapodonaTpeaykrasy u cuHTe3 THUMEAMHA. (OCHOBHOU
MeTaboauT 7-TUAPOKCUMETOTpeKkcaT. HeOonpmioe KOIUYECTBO IIOJUINTyTamMaT
METOTpeKcaTa MOJKET OCTaBaThCsi B TKaHAX B TEYCHHE JUIMTENBHOIO IIEpHOZA
Bpemenn. CoxpaHeHHE M IPOJIOHTHMPOBAHUE JEHCTBUS AKTUBHEIX METaOOIUTOB
nperapara pa3jid4gaioTcs B 3aBUCUMOCTH OT TUIIA KJIETOK, TKaHEH U OIyXOJEH.

Y  [nanmMeHToB, MOJY4YalOIIMX  BBICOKHE JO3BI  METOTpEKcaTa, IMEpPHUOX
HOJTyBEIBEZEHHS cocTaBisgeT oT 8§ o 17 4. Ilepuosi nofyBBIBEJEHUS MOXKET OBITh
o0 4 pa3 MpoAOIDKMTENRHEE y HAMEHTOB C ILIEBPAJBHBIM BBIIIOTOM, ACIUTOM.
IMpm xXpoHWYECKOM IOYEYHON HEFOCTaTOYHOCTH 00€ (a3sl  BBIBEEHUA

METOTpeKCcaTa MOTYT OBITh 3HAUUTENHHO Y IMHEHE.



COOTBETCTBYET 3KC
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NMEPTHOMY OTYETY

Ot 80 mo 90 % mnpunsATON 03Bl BHIBOJUTCS B HEM3MEHEHHOM BHJE ITyTEM
KJIyOOUKOBOH (PUNBTpAIMY U KaHAIBIIEBOM CEKpENH B TeUeHUE 24 .
Oxono 5-20 % mertorpekcara u 1-5 % 7-rHApOKCHMETOTPEKCATa BEIBOIUTCA C
KEITIBIO.
Hapymenne QyBKIMH [OYEK, BBHIPRXKEHHBIM aCIUT WIM TPaHCCYHaT, a TaKKe
OJJHOBPEMEHHOE IPUMEHEHNWE IpenapaToB, TaKMX Kak ciadkle OpraHMYecKHe
KHCJIOTEL, KOTOPHIE TaKKe MOABEPratOTCS KaHANbLEBOH CEKpelud, MOIyT
3HAYUTENBHO YBEIMUUTh KOHIIEHTPAIMI0 METOTpeKcaTa B CHIBOPOTKE KpoBu. B
COOTBETCTBHM C PACHPEACICHUEM METOTPEKCAT KYMYJIHpPYET B MCYCHH, MOYKaX M
CEJe3€HKE B BHJE NOJUIIYTAMAaTOB M MOXKET 3a/IePKUBATHCS B lea?,aHHBIX
OpraHax B TEYEHUE HECKOJIBKIX HEJIENb HITH MECALEB.
IMoxazanus K NpEMeHEHNIO
¢ OCTpBIE JIEHKO3bI (0COOEHHO TMM(POOITACTHEII U MUETOOIACTHEIM BApHAHTHI);
® HEXOKKMHCKHE TUM(OMBL, BKIIIOYas JIMPOcapKoMy;
® OCTEOTCHHAas CapKoMa M CapKOMa MSTKUX TKaHEH.
IIporuBonOoKasanus

* IOBBHINIEHHAA YYBCTBHTENBHOCTh K METOTpEKCaTy W/HIH JIOOOMY JIpyroMmy .
KOMIIOHEHTY IIpenapara;

° BBHIp@KEHHAs II0YEYHAs HENOCTAaTOYHOCTh (KIMPEHC KpeaTHHWHAa MEHee
60 Mu/MuRH);

* BBIpa)KCHHAs IEYEHOYHAS HEJOCTaTOYHOCTD;

* 3JI0yIOTpeOIeHIE AIKOTOJIEM;

* HApYLICHUSA CO CTOPOHBI CHCTEMBI KPOBETBOPEHHS B aHaMHe3e (B YaCTHOCTH,
TUIOILIA3Usd  KOCTHOTO  MO3Ta, JIEMKONEHUS, TPOMOOIMTONCHUS KM
KIMHAYECKH 3HAUNMas aHeMH),

* TsDKeIble OCTPHIE U XPOHMYECKUE WHGEKIUOHHBIE 3a00JICBaHMS, TaKUE Kak
TyOepkyie3 u BUU-undexuns;

* COILYTCTBYIOLIAsl BAKIIMHAIIYS JXUBRIMHU BaKIIMHAMH,

® S3BHI pOTOBOfI MOJIOCTH, A3BBI KCIYJOUHO-KHIICYHOI'O TpakKra B aKTHUBHOU

hase;
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* OepeMEHHOCTE;
* [IEpUO] KOPMIICHUS IPYABIO;
* OIHOBPEMEHHOE IIPUMEHEHHE METOTpekcaTta B o3¢ 15 mr/Hem u Goiee ¢
aleTIICATUIUIIOBON KUCIOTOM.
C 0cTOpOIKHOCTBIO
IIpenapar ciefyer NPUMEHATH C OCTOPOXHOCTHIO IPH HAJUYUH y TAIMEHTOB
HapylleHWs (DYHKIUHM [E€YEHW W II0YEK JIETKOW M CpeaHed CTEHNeHH TIKECTH,
CaxapHOro nuabera, OXKHUPEHUS 17§ HPEIIIECTBY IOIEH Tepanuu
TeaTOTOKCUYECKAMY  TIpelnaparamu, JAeTWApAaTalyd, aclUuTad, yrHETEHHS
KOCTHOMO3I'OBOIO KPOBETBOPEHHS, IUIEBPAILHOTO MJIM ITEPATOHEATHHOTO BEIIIOTA,
HapasuTapHbIX ¥ HHPEKIMOHHBIX 3a00JIeBaHUI BUPYCHOM, TpHOKOBOM MM
OaxTepualbHOM IPHUPOABI — PUCK PpA3BUTUS TDKEIOTO TI'eHEPAM30BAHHOIO
3a0oneBaHus (B HacTOsIIEEe BpeMsl HIHM HEJAaBHO TEPEHECEHHBIC, BKIIOYas
HEJaBHUHA KOHTAaKT ¢ OOJBHBIM) — IIPOCTOM TepIec, OMOACHIBAIOUIMN Treprec
(Bupemuyeckas (asa), BeIpsHas ocha, Kopb, ameOHas, CTPOHTHIOHIO3
(yCTaHOBNEHHBIM WM TNOAO3pEeBacMblit); mojarpsl (B T.4. B aHaMHE3e) HIIH
ypaTHOoro HedpoypoimTHaza (B T.4. B aHaMHe3e), HUHQEKIMM H BOCHAJICHUI
CIIM3UCTON 000J0UKM NONOCTH PTa, PBOTHL, JUAPEH, SI3BEHHOU OOJIC3HH JKelyAKa 1
12-epCcTHON  KWINKYM, SI3BEHHOI'O KOJNWTA, OOCTPYKTUBHBIX 3a00JeBaHMi
JKEIyAOUHO-KUINEYHOTO TPAaKTa, MpEeJIUECTBYIOIEH XUMHO- WIH Jy4eBoit
Tepalny, aCTeHHUH, auypud (pH Moun MeHee 7) y feTelt 1 NHOXKUIBIX MaIUEeHTOB.
IIpumenenne npu 6epeMeHHOCTH H B IIePHOJ FPYIHOr0 BCKAPMJIABAHHUS

Fepemennocmn

MeToTpeKkcar He CliefyeT NPUMEHSTH BO BpPeMA OEPEMEHHOCTH, IIOCKOJILKY
AMEIOTCSl [TaHHBIE O TOBBIIIEHHOM pUCKE BHYTPHYTpOOHOH rubend mioja,
SMOPHOTOKCHYHOCTH, HEBHIHAIIIMBAHNN OEPEMEHHOCTH | TepaToreHHLix a¢dexrax
(4eperHo-MIEBbIE, CEPIEYHO-COCYUCTHIE IIOPOKH Pa3sBUTHA ¥ BPOKICHHBIE
aHOMAJIMU pa3BUTHS KOHEYHOCTEH) y O IeH.

MertoTpekcaT ABISETCS MOIHBIM TEPAaTOr€HHHEIM BEIIECTBOM ISl YENOBEKa U B

cily4ae BO3IEHUCTBUS BO BpeMst OEPEMEHHOCTH NPUBOJUT K IOBLIMIEHHOMY PHCKY
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CIIOHTAHHBIX a0OpTOB, 3aJCPXKKM BHYTPHUYTPOOHOTO pa3BUTHUA IUIOJA U
BPOXKJICHHEIX TIOPOKOB Pa3BUTHSI.

. CnonTtanHbie abopTel ObUTH ommcaHkl y 42,5 % OGepeMEHHBIX XEHIIWH,
IOJTyYaBIIHX METOTPEKCAT B HHU3KHX J03ax (MeHee 30 MI/HEX), IO CPaBHEHHIO C

COOOIIECHHOM yacToTol B 22,5 % y MarueHTOK ¢ CONOCTABUMBIMHU 3a00JIEBAHUSAMY,

~ KOTOpBIE IPUHUMAITH APyTHE IpenapaTsl.

. Tspkensle IOPOKN pa3BUTUS OBLIM OTMEUYEHHI B 6,6 % CIyuyacB pOXKICHMS
JKUBBIX JIETeH Yy >KEHIIMH, MMOJy4YaBIINX BO BpeMs OEpeMEHHOCTH METOTpeKcar B
HU3KKX fAo3ax (Menee 30 Mr/Hen), 1O CpaBHEHMIO C 4acTOTOH okoio 4 % y
MAIMEeHTOK C COMOCTAaBUMBIMH 3a00JIEBaHUSIMH, KOTOpHIE IIOJNydYald JpyTue
[pPENaparsl. |

MeeTcss HENOCTATOMHO JAHHBEIX O BO3JNEWCTBUMM METOTpeKcaTa BO BpeMs
OepemMeHHOCTH B Ho3ax Beime 30 Mr/HeA, OZHAKO BeposiTHa Oosee BHICOKAs
YaCTOTA CIIOHTAHHBIX a00PTOB U BpomeHHBIX IIOPOKOB Pa3BUTHSI.

Korzma nedenme METOTpEKCAaTOM MPEKpamanoch OO 3a4aTWs, COOOIIAIoCh O
HOPMAaJIbHOM IPOTEKaHuH OEpEMEHHOCTH.

[ToaToMy y J>KEHINMH pENpORYKTUBHOIO BO3pacra IIE€pe] HayaloM JIEUCHUS
CJIEyeT JOCTOBEPHO HCKIIOUHUTH OEPEMEHHOCTH € IIOMOILIBIO COOTBETCTBYIOINX
Mep, HarlpuMep, TECTOB Ha OEpEMEHHOCTb.

[Taper cnexyeT B HONHOM Mepe IPOMH(OPMUPOBATE O CEPHE3HBIX PHCKaX I
IUTOZIa B CIIy4Ya€ BOHUKHOBEHWS OEPEMEHHOCTH BO BpEMs fTeveryA.

XKeHmpHaMm HENb3s JONMyCKaTh OEpeMEHHOCTH BO BpeMs IIPUMEHEHUS
MeToTpekcara. IlauenTam ¢ JETOpOAHBIM IOTEHIIHAIOM (MYXKCKOTO U KEHCKOI'0
10J1a) ceQyeT HCIONB30BaTh 3P(EKTUBHBIE METOABI KOHTpALENIUY BO BpeMs
NedeHus M B JaNbHEHNIEM B T€YEHME MUHUMYM 6 MECSAIEB IIOCIE IPEKPAICHHS
JE€YESHHUS.

XKenmpHaMm, NONydYaIOIIMM  OHKOJOIMYECKYIO  XMMHOTEPAIlUIO,  CIEyeT
PEKOMEHIOBATh IUIAHUPOBaTh OEPEMEHHOCTF MHHUMYM depe3 1-2 roza mocie

MpeKpalleHus JICUCHHUS.
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Ecnu Bce e 6epeMEHHOCTs BO3HHKIIA BO BpeMs 3TOT0 NEPUOAa, WX HEOOX0JUMO
OpUMEHEHUEe Tpemnapata y OEpeMEHHOM JKEHIMHBI, CIEAYeT IPOBECTH
MEIUIMHCKOE KOHCYJBTHPOBaHUE O PHCKE U BPEAHBIX s peGeHka sddexTax,
CBSI3aHHBIX C IIPEMEHEHHEM IIperapaTta.

Cremyer TpPOBECTH JIOMONHUTENBHOE YIBTPa3BYKOBOE HCCIEOBAaHHE YIS
MIOATBEPIKACHHUS HOPMAIBFHOTO Pa3BUTHS IIOJA.

ITockONMbKY METOTpeKcaT MOXKET OKa3blBaTh I'€HOTOKCHYECKUH 3(@eKT, mapam,
JKENalonMM UMeTh pe0eHKa, ClieyeT pPEeKOMEH/I0BaTh OoOpaTuThCs B IEHTP
TEHETUIECKOr0 KOHCYJHTUPOBAHUSA U TIOMYYUTh UHGOPMAIMIO O PUCKE BIUSHUS
Ha PEmpolyKTUBHOE 3I0POBKE EIIE 10 Hayasa JCUCHUSI.

I pyonoe ecxapmausarue

ITockonbKy MeETOTpeKcaT HPOHHKAET B IPyJHOE MOJOKO M MOXET OKa3blBaTh
Tokcuyeckue >deKThl Ha jeTel, HAXOAANMXCA HA TPYIHOM BCKApMIMBAHWY,
KOPMJICHHE TPYABIO 3allpEIIeHo BO BpeMs JieueHus. Eciy neyeHne METOTpEeKcaToM
HeoOXOAMMO B TIIEpHO] JIAKTAWHM, IIepel HadajJoM TEpamuu TPYITHOE
BCKapMJIMBaHHE CIIELYET IPEKPATUTh.

Depmunvrocmb

MeroTpekcaT BIMSET Ha CIIEpMAaTOreHe3 W OBOIEHE3, UTO MOXKET IPHBECTH K
CHIDKEHUIO (bepTI/IJIBHOCTI/I. Coobmanoch O pa3BUTUHA  OJUTOCIEPMHY,
MEHCTPYaJIbHOM OUCOYHKIMHA ¥ aMeHOpeH Yy IMalMeHTOB, IPpUHUMABIIHNX
MeToTpeKcaT. ITH 3QQEKTH, MO-BUAUMOMY, JOJDKHBI OBITH OOpaTHMBIMH IIpU
OTMeHe Tepanuu. HeT HNaHHBIX, HAaKaIUIMBAeTCS JIM METOTpPEKCaT B CHEpME.
OrpaHuueHHBIE JaHHBIE KIMHMYECKMX HCCIENOBaHMM He YKa3hBAalOT Ha
HOBBHIIEHHBI PUCK HEBHIHANIMBAHMSA OCPEMEHHOCTH WIM BO3HUKHOBEHHS
nopbKOB pa3BUTHS IUIOAA B CIIydae JICUSHUS NAIHEHTOB MYXXCKOT'0 TOJIa HU3KUMU
J03aMi MeToTpekcata (MeHee 30 Mr B Hexemo). B ciyuae mpumeHenns Gosee
BBICOKHX J103 JaHHBIX HEIOCTATOYHO JUISA OIIEHKH PUCKA BO3ZHUKHOBEHHS TOPOKOB
Pa3BUTHS Y TUIOJIA WM HEBBIHAIMMBAHUS OEpEeMEHHOCTH.

[TockonsKy MeTOTpekcaT o0JaaeT TeHOTOKCHYECKUMH CBOMCTBAMM, My KIMHAM

BO BpE€M: JICUCHUA U B TCUCHUC 6 MCECAUECB MOCJIC HETO HE CICOYET INIAaHUPOBATH
6
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3agaTue, a [0 Hadaja Tepanuu cleayeT oOpaTHUThCsA 3a KOHCYJIbTal[de o
BO3MOJKHOCTH KOHCEPBAlMH CIepMBL. MyXKUHHEI He AOJDKHBI OBITH JOHOpamu
CIEPMBI BO BpeMs JICUCHUS HIM B TEUCHHE 6 MECSIeB IIOCIE OTMEHE
METOTpeKcaTa.

Cnoco6 npuMeHesus 1 03I

MerToTpexcaT BXOIUT B COCTAB MHOTUX CXEM XUMHOTEPAINIEBTUIECKOro JICUCHHUS, B
CBSI3M C YeM, NpH BHIOOpPE IyTH BBEICHHSA, PEXKHUMA M 103, B KaKIOM
HUHIMBUAYAIBHOM CIIydae CIEAYET PyKOBOJCTBOBATHCS IAHHBIME CIICI[HATBHOM
NUTEPATYPHL. |

Ilpenapar MeroTpekcar-O0eBe B JIGKAPCTBEHHOH (opMe KOHUEHTpaT Mt
OPUTOTOBJIEHNA PACcTBOPA I MHQY 31 NIPUMEHSETCS TOIHKO BHYTPHBEHHO.
Crenyer m3berath KOHTAKTa KOMKH M CIM3HCTBIX C METOTpeKcaToMm. B ciyuae
3arpsi3HEHUs NOPAKEHHBIE YYAaCTKH CJeAyeT HEeMEJICHHO IMPOMBITH OOJBIIAM
KOJINYECTBOM BOJEL.

IlIpenapam Memompexcam-I6e6e & nexapcmeeHHol Gopme KOHyeHmMpam Ois
npuzomoenenus pacmeopa oaa un@ysuti (100 me/mn) He npucoden Ons
UHMPAMEKANbHO20, 6Hympmbzmeqnozb WAl BHYMPUAPMEPUATILHO20 66E0EHUSL.
[IpuMensior crepyromye pexuMbl TO3UPOBaHMS (NPEJCTABICHHBIE CXEMBI
JIeYeHUs IIPUBOJSATCS UCKIIOUUTENIFHO B KAUECTBE ITPUMEPOB):

Ocmpuwie  neikossl  (mum@obnacmuvilt. 4 MUCA0OIACMHBIY  8ADUAHMbBL) U

HexoQockunckue aumgomsr: 200-500 Mr/M? yTeM BHYTpUBEHHOM nHdy3um 1 pa3

B 2—4 Henenw.

Buvicokodosnas_mepanus_ocmpoz2o levld706jlacmH020 JIEUK03A, HEXOOHCKUHCKUX

JUMPOM, OCMEO2EHHOU CAPKOMbL U_CapKombl MazKux mxaneili: 1-12 r/M> B Buie

3—24 4gacoBoil BHyTpMBEHHOH HHOY3WH Kaxsle 1-3 Hemenu ¢ o0sI3aTeNbHBIM
HOCTIEeNYIOIUM BBEACHHEM KalbIHsl GOIMHATA, KOTOPOE OOBIYHO HAYHHAIOT Yepe3
24 4 nmocne Havana WHQY3HH METOTpeKcaTa M BBOIAT  KaXK/IBIE
6 gacoB B o3¢ 3—40 mr/mM> (06saHO 15 Mr/M?) M BHIIIE B 33aBHCHMOCTH OT
KOHIIEHTpAallMl METOTpeKcaTa B CHIBOPOTKE KpoBM B TeueHwe 48-72 u (cm.

MHCTPYKIHUIO IO IPYMEHEHUIO Kalblus Gponusara).
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Hauuenmbz C HapyuiteHuem dwﬂkuuu novyex

Ilpn npumeHeHun npenapaTé MerotpekcaT-O0eBe y NalMEeHTOB C IOYEUHOU
HENOCTATOUHOCTEI0 PEKOMEH/TYETCS KOppeKIMs Jo3bl. IIpu KimMperce KpeaTHHHHA
Gomee 80 M/MUH HET HEOOXONMMOCTH B KOPPEKIMK JI03Bl; HPH KIMPEHCE
KpeaTHHUHA DaBHOM 80 MI/MHMH pEKOMEHIYeMyIo 03y Ipemapara clegyer
CHM3UTH Ha 25 %; npu KIHpeHce KpeaTHHUHA paBHoM 60 MJI/MUH PEKOMEHIYEMYIO
Jl03y Ipenapara cClefyeT CHU3WTh Ha 37 %; Ipu KIMpEHCE KpeaTMHUHA MEHEe

60 MJI/MHH PUMEHSTH NIpenapaT He PEKOMEH Ty €Tcsl.

Hayuenmy ¢ HapyuieHuem QYHKYUY NeYeHY

IIpenapar Merotpexcar-30eBe cilefyeT MPUMEHATh ¢ KpaiiHell 0CTOPOKHOCTHIO

W He IIPUMEHATH BOOOLIE, OCOOCHHO Yy MAlWEeHTOB C TEKYIIUMH WK
' IIEPEHECEHHBIMHU 3a00JIEBaHUAMY IIEYCHH, B YACTHOCTH BOZHUKIIMMHU B PE3yJIETATe

ynotpebiieHus stanona. [Ipy koHIEHTpauuu 6Hnnpy6nnai3 I1a3Me KpoBu Gonee

5 mr/100 M (85,5 MxMonb/1T) NpUMEHEHHE TIpenapaTa IPOTHBONIOKA3aHO.

Ilayuenmor noxcunozo eospacma.

B cBA3M ¢ BO3MOXKHEIM BO3pPAcTHBIM CHIXEHUEM (YHKIUU IEYEHH W IOYEK M
HU3KHM pe3epBOM (ONMEBOX KUCIOTHI y TIOXHIBIX MALHCHTOB IIpenapaT
Mertotpekcar-O0eBe peKOMEHIy €TCs IIPUMEHATE B 60Jiee HU3KHUX 1033aX.
IToGo4Hoe aeiicTBUE

YacToTa M TSKECTh HEKEIATeTbHBIX peakiuii OOBLIYHO 3aBUCAT OT JO3BI H
IIPOJOJDKUTENBHOCTH  JICYEHHS  MeToTpekcaroM.  IIOoCKONBKYy — TsKelsie
HEXeJIAaTeJIbHbIE PEaKIIUKA MOTYT BO3HUKATD JIaXKe Y IPUMEHEHNM HU3KUX JI03 U
B 000 MOMEHT BO BpeMs TepalMHd, HEOOXOAMMO pEryJisipHOe HaOoIeHue
JeyamyM BpayoM 4epe3 KOpPOTKHME MHTEPBalIbl BPEMEHH. DOJBIIMHCTBO
HEXENATeNbHBIX peakuuid oOpaTuMbl Ipu padHel auarHocTuke. OmHAKO
HeKoi“opLIe yKa3zaHHBIC HIDKE TSDKEJIBIC HEXKeTaTelNbHbIE PEakdi B OYCHb PEAKHX
cnyqaax MOTYT BBI3bIBaTH BHE3AIIHYIO CMEPTb.

Ilpy BO3HMKHOBEHHMH HEXENaTeNbHOMI pealcun-u ClIeyeT CHHU3UTH J03Y WIH
BPEMEHHO MpPEKPATUTH JICYCHHE B 3aBUCUMOCTH OT TSHKECTH W MHTCHCUBHOCTHU

pcaknuy, a TakKiXE€ M[PpEAIIPHUHATL COOTBETCTBYIOIUE MCPBI (CM. pasacin
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WET JKCNEPTHOMY OTUETY

«IlepemosmpoBkay). Ecinu neyenne METOTpeKcaToM BO30OHOBIIIETCS, €TO CIEAYET
IPOMOJDKATh C OCTOPOMKHOCTHIO IIOCHE TINATENBHOH OLEHKHM HEOOXOXUMOCTH
TEpanuy, a TaKXKe C IMOBBIIEHHOM HACTOPOXKEHHOCTBIO CIIENYET OTHECTUCH K
BO3MOXHBIM PELUANBAM TOKCHYHOCTH.

Muenmocynpeccsi W MYKO3UT OOBIYHO  SBISIOTCS  JJO30JMMHUTHPYIOIAMHE
TOKCHYeCKAMH dbdekramu. HX TOKECTh 3aBUCHT OT JO3Bl, crocoba H
HPOAODKATENBHOCTH UCTIOIB30BaHUA METOTpeKcaTa. MyKO3HUT OOBIYHO BO3HHKAET
yepes 3-7 JHell TOCNE MCHONB30BAHMA METOTpeKcaTra, JEHKONEHHS |
TPOMOOIMTONICHHsS. BOSHMKAIOT d4epes 5-13  JHEHW ©ocine HCIOIb30BaHMUs
METOTpeKcaTa. Y TAIMeHTOB ¢ HEHAapyIIeHHBIMH MEXaHU3MaMHU BBIBEJCHUS
MHEJIOCYIPECCUS M MyKO3UT OOBIYHO 0OpaTHMB! B TedeHue 14 qHelt.

HauGoxee 9acTo OTMEYAIMCh Takue HEXKENaTeNbHBIE  peakIuu, Kak
TPOMOOLUTONEHNS, JEHKONEHHUs, TOJOBHAag 00k, TOJOBOKPY)XEHHE, Kallleb,
[OTEps alleTuTa, Juapesi, 60Jb B JKUBOTE, TOIHOTA, PBOTA, SI3BEHHBIH CTOMATHUT
(0coOcHHO B TIEPBEIE 2448 u mocre IPUMEHEHUST METOTpeKcara), MOBHIIICHUE
AKTUBHOCTH «II€UCHOYHBIX» TpaHCAaMUHA3 W OunupyOuHa, anomnenus, CHUKEHHBIN
KJIMPEHC KpeaTHHHMHA, NOBBINECHHAs YTOMISIEMOCTh U HEOMOT aHHE.

SI3BEHHBIN CTOMATHUT OOBIYHO SBIACTCS IEPBEHIM IPU3HAKOM TOKCHYHOCTH.

ITo nanusiM BeemupHoii opranusanuu 3apaBooxpaHenus (BO3) HexxenarensHbie
peaknuy KJIAacCUQHUIIMPOBAaHBI B COOTBETCIBUM C YacTOTOH UX pPa3BUTHS
crexyomuM o6pazoM: oueHs yacto (>1/10), gacto (ot >1/100 no <1/10), Hewacto
(ot >1/1000 mo <1/100), pemxo (ot >1/10000 mo <1/1000), oueHsr peako
(<1/10000); yacroTta HEH3BECTHA — TI0 UMEIOIAMCS JAHHBIM YCTaHOBUTh 9aCcTOTY

BO3HHKHOBCHU HE IIPEACTABIIAIOCH BO3SMOKHBIM.

HHd)eKl{MOHHble U napasumapHbsie 3abonesanus

yacmo: ONOSICHIBAIONTHN repIiec;
Heuacmo: ONIOPTYHUCTHUCCKHUC I/IH(pCKHI/II/I C BOSMOXHBIM JICTAJIIBHBIM UCXOOO0M;,

pedKo: cercuc (BKIFOYAst CETICHC C JICTATBHBIM HCXO/I0M);



N

O4eHb pedKo: TENATUT, BBI3BAHHEBIN BHPYCOM IPOCTOrO repIieca, KPUIITOKOKKO3,
THCTONJIa3MO3, IUTOMETAJOBUPYCHBlE UH(peKuu (BKIOYas IHEBMOHHIO),
JUCCEMUHMPOBAHHBIA NPOCTOM repliec, HOKapAr03, THEBMOIMCTHAS THEBMOHUS*;

yacmoma HeussecmHa:. THEBMOHMS, peaKTUBALUs BUpYyca renarturta B, yxyamenne
TeueHus renatuta C.

ﬂ06DOKa'{€CI’I’l6€HHble, 3/IOKAYECMBEHHblE U _HEYMOYHEHHblE H06006Da30661Huﬂ

(BKIFOYAS KUCIILL U NOJUNDBL)

Heyacmo: 310KaYECTBEHHBIE TUM(POMBI*;

OYeHb peoKo: CHHAPOM JIM3UCa Oy XO0Ju*;

yacmoma HeuzgecmHa: pak Koxu (cM. paszmen «BsaumoneiicTBue ¢ APyruMHU
JIEKapCTBEHHBIMU CPEJICTBAME ). |

Hapywernus co CHIOPOHbBL cUcmembvl Kposu U szwd)amuueczcoﬁ cucmemul*

O4eHb 4acmo: NeUKONEHust, TPOMOOIUTONICHHUS;

yacmo: aHEMHUS, IIAHIATOIICHUS], MUEJIOCYIPECCHUS, arpaHyJIOUTO3;

peoxo: Merao01acTHas aHEMUS; '

O4YeHb  pedxo.  allacTMUeCcKasd  aHeMHs, DO3MHOQWIMS,  HEUTPOUCHUS,
auMpaneHonaTus (4JacTHYHO oOpaTmMas), JII/IM(bOHpOJII/I(bepaTI/IBHBIC 3a00€BaHUSA
(dacTuuHO O0OpaTHMBIE), TKENOE IPOrPECCUPYIONIEE YrHETEHHE GYHKIUM
KOCTHOTO MO3Ta.

Hapyuteﬁuﬂ CO COpPOHbI WWMVHHOMV cucmembvl

Heuacmo: OT QJUIEPTMYECKUX peakiyi [0 aHaWIAKTHYECKOro  IoKa,
UMMYHOCYIIPECCHSL;
0YeHb pedKo. TUIOraMMarioty IIMHEMHSL.

Hapyuwienus co CHOpPOHbBI obmena seuiecme u numarnuA

Heuacmo: caxapHslii 1uaber.

Hapyvwenus ncuxuxu

Heuacmo: NeTpecCus;
pedxo: TpaH3UTOPHOE HapylIeHHE KOTHUTHBHBIX (YHKIMH, 3MOLHOHAIbLHAS

JTaOUIBHOCTD.
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Hapyuwienus co cmopouvl Hep8HOU cucmembl

OYeHb uacmo. TOJ0BHAs 00k, BEPTUTO (TOJIOBOKPYKEHUE);

Yacmo: COHIMBOCTD, TAPECTEe3Ns/THIIECTE3HS;

Heuacmo: TeMuuapes, CIyTaHHOCTh CO3HAHWS, CyHOpOrH (IIpH MapeHTEpaIbHOM
UCTIONB30BaHMM ), JICHKodHIIedanonaTys/>Hnedanonatus™ (Ipy napeHTEpalbHOM
UCTIONIb30BAHHH );

peoko: Tape3, HapylIEHHs .pedud, BKIIOYas OU3apTpHIo U adasuio, MUEIONaTHs
(rocie moMOaILHOTO BBECHHUS);

O4eHb peOko. MHUAcTeHWss M OO0Jb B KOHEYHOCTAX, M3BpallleHHE BKyca
(MeTayuI9ecKuii NPUBKYC BO PTY), OCTPBIA aCENTUYECKUA MEHUHIHT, MEHHHIU3M
(mapanwy, pBOTa), CHHAPOMBI HOPaXEHHUA YEPEITHO-MO3TOBBIX  HEPBOB,
0eccoHHmIa,

yacmoma Heu3eecmHa: HeMPOTOKCUYHOCTD, apaXHOUAUT, NIapalierus, CTynop,
ATAKCHSL, IEMCHI[YS, ITOBBIIICHUE JABICHIS CIIHHEOMO3TOBOM JKHIKOCTH.

Hapywenus co cmoporsl op2ana 3penus

yacmo: KOHbIOHKTUBHT;

pedko: HapylleHus: 3peHus (JacTHYHO TSDKENble), TOKENBH TpoM003 BeH
CEeTYaTKY;

O4eHb pedko: TepUOpOUTAIBHEIA 0TeK, Onedapurt, cliesoTeeHTE H CBETOOOS3HE,
TIPEXOISAIIAs CIENOTA, TIOTEPS 3PEHS;

yacmoma neussecmuda. pCTUHOIIATHA.

" Hapyvuenusa co cmopoHbl cepoya

O4eHb pelKo:. TICPUKAPIWUT, TaMIOHaJa II0JOCTU IEepUKapla, BHIIOT B HOJNOCTH
nepuKapaa.

Hapyuenusa co cmoporvl cocyoos

Heyacmo: BACKYJIAT, AJUIEPIHYECKAN BACKYJIUT;
pedxo. CHIDKEHUE apTepHalbHOIO JaBJICHUs, TPOMOOIMOOINYECKHAE OCIOKHEHHS
(Bkiroyass apTepualbHbie TPOMOO3Bl, TpoMOO3 COCYyZOB TOIOBHOIO MO3Ta,

TpomOodeduT, TPOMO03 TITyOOKHX BEH).

11
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- Hapywenusi co cmopoHbl QblxamelbHOU CUCEMDbl, OP2aH08 2DYOHOU KIemKU U

cpeoocmenus™®

oueHdb yacmo. Kallelb;

Yacmo. MHTePCTUIHANBHEIH THEBMOHUT/ANBBEONUT (B TOM 4KcCHe (aTalibHb, BHE
3aBUCUMOCTH OT JI03BI U JUIMTEIBHOCTH TEpanuy MeToTpekcaToM). CHUMIITOMEL,
CBUJICTENBCTBYIOIIUE O IIOTEHUMAIBHO CEPBE3HOM IIOBPEXKACHUU JIETKUX I[IpU
UHTEPCTULIMAIBHOM ITHEBMOHUTE: CYXOM, HEIpPOJYKTUBHBIA Kallenb, OXBIIIKA,
IPOTrPECCUPYIOMIas IO OJBIIIKHA B HOKOE, 00JIb B TPy M, OBBIIICHUE TEMIIEPATYPEIL
Teia. [Ipy BOSHUKHOBEHHHU JAHHBIX CHMIITOMOB JICYCHHE METOTPEKCATOM JOIDKHO
OBITh HEMEUIEHHO IPEKPaIIeHO, TAKKE CIeIyeT UCKIIOUYUTh MH(EKIMH HIKHUX -
JBIXAaTENbHBIX Iy TEH;

Heuacmo: Gudpo3 Nerkux, BEIIOT B HHeBpaHBHbe II0JIOCTB;

peoko: GapuHrur, napaimq JBIXaHUsL, TPOMGOIMOOIIHS JIETOYHON apTEPUH, allHoDd,
HOCOBOE€ KPOBOTEYEHHE,

O4YeHb pedko: XPOHMWYECKas WHTEpCTHLMAJIbHASA JeroyHas OO0Jie3Hb, pPEakLud,
nofo0HbIe  OpOHXMANBHOM acTMe (COIMPOBOMKAAIONIUECS KallzeM, OJIBIIIKOl,
OTKJIOHEHUSMH B (yHKIMOHAJBHBIX JIETOYHBIX Mp0o0ax), HTHEBMOHWS, BHI3BaHHAS
Pneumocystis jirovecii, OCTPBIN OTEK JICTKHX;

4Yacmoma Heuseecmya: GONb B TPY/JM, TUIOKCHA, JICTOYHOE albBEOJLIPHOE
KpOBOTEYEHHE.

Hapywenus co cmopomsl aceny00yrHo-KUmeyHo20 mpaxkma*

OYeHb uacmo: TOTEps ammeTuTa, auapes (0coO0eHHO B mepBele 24-48 4 mocne
Hayana JedeHus), 6oxb B o0NacTd >KMBOTA, TOUIHOTA W PBOTA), S3BEHHEIH
cromMatuT (0coOeHHOo B niepBrie 2448 4 mocie Havyana JeUeHUs ), JUCTICTICHS;
Heyacmo. W3BS3BICHUE CIM3UCTON OO0OJOYKM IKEyZOYHO-KMIHEUYHOTO TpakTa
(CKKT), xpoBoteuenue u3 KKT, mankpearur;

peako SHTEPUT, THHTUBUT, MEJIEHA, CHHIPOM MalbadcopOIuuy;

OYeHb peOKo: TeMaTeMe3uc (KpoBaBas pBOTa), TOKCHUECKUI METraKOJIOH;

yacmoma HeuzeecmHa: HEMHQPEKIMOHHBIA EPUTOHUT, Nephopanus KUINCYHHKA,

[JIOCCHT.
12



Hapywenus co cmoponwl neuenu u mcemeswéo@;zugux ngmeﬁ

OYeHb  yacmo: TIOBBIIEHWE  AaKTUBHOCTH  «IICUYEHOUHBIX»  TPaHCAMHUHA3
(ananunamunoTpanchepassl  (AJIT), acmapratamunotpanchepassl  (ACT)),
menoyHoit GocdaTasbl, HOBHIIEHNE KOHLIEHTpaluy OunnpyOuHa B I1a3mMe KpoBH;
Heyacmo: TeNaToTOKCUYHOCTh, PasBUTHE CTeaTo3a, hubposa uiu Uppo3a NEYEHH,
CAN0ATE0Y MUHEMUS,;

peoKo: OCTpEI renarTur;

OYeHb peOko. ocTpas JucTpoduss nedeHd (B T.4. Ha- (OHE OCTPOro
repIIeTHUECKOT0 IernaTiTa), OCTpast IE9EHOYHAast HEAOCTaTOYHOCTh, OCTPEIil HEKPO3
[IEYCHHU.

Hapywenus co cmoponvl K0icu 1 NOOKONHCHbIX mxaneu™

OUeHb 4acmo. aNoTELYs;
uacmo: SK3aHTEMa, SPHUTEMa, 3yJ KOXKHBIX IOKPOBOB, (OTOUYBCIBHTENBHOCTD,
U3bA3BICHHA KOXU;

Hewacmo. 3I0KAa4eCTBEHHAs OKCCyHaTWBHas ospuTeMa (cuHapoMm CTHBeHCa-
JIKoHCOHA)*, TOKCHYECKHMI SIJiepMalbHbIl Hekponus (cunapom Jlailienna)*; B
BUJIE TDKEJBIX TOKCHIECKHX 2 (EXTOB: repreTuhOpMHBIC BBICHITAHNS HA KOXKE,
KPAIMBHHLA, YCHICHAE IUIMEHTALMH KOXXH, HOZYJIE3, 3aMeICHHe 3aKUBICHIS
pag;

peoKo: aKkHe, ITIETEXWH, SKXHMO3BI, MYyJIbTU(QOpMHAs >pUTEMa, SpUTEMAaTO3HAs
CHIIlb, IMTMEHTAINA HOT'TEH, OHUXOMHN3; |

ouenb peoxo: QypyHKYyIIe3, TeJeaHTH0IKTa3Msl, OCTPEIi NapOHUXUM, THAPAICHUT;
vacmoma HeuseecmHa: JEKAPCTBEHHAS CHIb ¢ 303MHOMMIMEH M CHCTEMHBIMU
IIPOSIBIICHUSIMU (DRESS-cunnpom), JlepMAaTHT, LIy HICHUE
KOXW/3KCHONMATHBHEIN TepPMATUT, HEKPO3 KOXKH (B MECTE BBEIICHHA).

Ha ¢one Tepanuu METOTpEKCaTOM BO3MOXKHO PAa3BUTHE OCIOKHEHUH CO CTOPOHEI
IICOPUATHYECKHX  Y3€JKOB  BCIEGACTBAC BO3NCHCTBHA  yIBTPapHONETOBOrO

U3y YeHU.
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Hapywenus co cmoponur CKeNeMHO-MbIUEYHOU CcUCmeMbl 1 COEOUHUMENbHOU

mMKaHu

Heuacmo. apTpalTus, MUAJITHA, OCTE0NOPO3;

PeoKo. CTPECCOBBIN MEPENIOM;

yacmoma HeuzgecmHa: OCTEOHEKPO3, OCTEOHEKPO3 HYENIOCTH (BCIICACTBHE
yudMoTIpoNH(EpaTHBHEIX paCCTPOMCTB). |

Hapywenus co cmoponvl nouex 1 Mouesblgoo0suux nymet

0YeHb uacnio: CHIKEHHE KIUPEHCa KPeaTHHUHA,

Heuacmo. Hedpomarus, MOYEYHash HEJOCTATOYHOCTh, IHMCTHT C M3BSI3BICHUEM
CITU3UCTOM OOOJOYKMA MOYEBOTO Iy3EIpA (M BO3MOXHOHM remMarypueil), ausypus
(paccTpoiicTBa MOUEHCITY CKAHUS ), OJIATYPUSI, aHy PHSL;

peoko: TUIIEPYypUKEMHUS, TTOBHIIIEHIE KOHIECHTPaluy MOUYEBHHEl M KpeaTMHUHA B
CHIBOPOTKE KPOBH, a30TEMUST;

04eHb pedKo.: TeMaTypHsl, IPOTCHHY PUSL.

Bruanue Ha meuenue 6GepemeHHOCHUY, NOCAEPOO06ble U NePUHAMAIbHLIE

COCmosHUA

Heuacmo: aHOMAJIMY Pa3BUTHS IUIOAA;

peoxo: IPSXKIECBPEMEHHOE IIPEpHIBaHNE OEPEMEHHOCTH;
04eHb pedKo: THOEIb IIOJA.

Hapyuwienus co cmoponwl noioswvlx 0p2anos i MOJIOYHOU Jiceie3vl

Heuacmo: BarMHUT U U3bS3BICHUE CIU3UCTOM 000JI0YKY BIAraniia;

peoko: | OpeXOsIIe HapyIIeHUS MEHCTPYadbHOrO IMKIA, IPEXOJIsiiast
OJIUTOCTICPMUS;

O4eHb pedxo: HapyIICHUs OBOreHe3a/crepMaroreHesa®, Oecruionue®, HapymeHus
MEHCTDPYalbHOTO UMKIA, IOTeps JMOMIO0, WMIOTCHIHS, [IATONOIHIECKHE
BJIArajIMIHEIE BBIICNCHUS, THHEKOMACTH;

Yyacmoma Heusgecmua. yporeHUTaNbHas TuchyHKIIS.

Obwne HapyuleHyus U pacCmpoicmed 6 Mecme 66e0eHUs.

OYeHb Yacmo: NMOBLINICHHAA YTOMIIAACMOCTD, HCAOMOT'AHUE,

Heuacmo: TMX0pajKa,
14



OT Lo |
A"

(Bxogawmit M3 N=4220446)

YET SKCTIEPTHOMY OTYETY

Yacmoma Heu36ecmHa: 03H00, OTEKH. -

*cM. pasgen «Oco0bIe yKasaHmsD».

IlepenosupoBka

Cumnmompl. TIaBHBIM 0615a30M HaOMIOAAIOTCS. CHMIITOMBI, CBS3aHHEIE C
YTHETEHHEM CHCTEMEI KPOBETBOPEHHSI.

Jleuenue: criepUUECKUM aHTHIOTOM METOTpEKcaTa ABISETCA Kalblysa QOoIMHaT.
OH HelTpanu3yeT HeONaronpusITHEIE TOKCHYECKUE dPQEKTHI.

[Ipu coydaiiHO NEPENO3UPOBKE HE MO3KE 4eM dYepe3 Yac IOCHC BBEICHUS
MeToTpeKcaTa BBOST Kanblus (GoiuHaT (BHYTPUBEHHO MM BHYTPUMBIIIEYHO) B
Jl03e, PaBHOM WM TpeBBINIAIOMEH 03y MeETOoTpekcara. BeneHue KaubLus
douHATA IPOLOIDKAIOT 10 CHYKEHHUS KOHIIEHTPAIlMy METOTPEKCaTa B CHIBOPOTKE
KpoBH H¥DKe ypoBHs 107 MMoB/I1.

ITpu 3HAYNTENHHON IEPEIO3UPOBKE MOXKET NOTPEOOBATHCS THAPATAIM OpraHU3Ma
U omenayuBanue Mouu (pH Gosiee 7) s MpeNOTBpaIleHNs BBIIAJCHUS OCaIKa
METOTpeKcaTa W/WIH €ro MeTadOJIUTOB B NOYEYHBIX KaHablax. I'eMoxuamis u
MIEPUTOHEANBHEI UaNIN3 HE YIIy4YHIaloT 3IMMUHANUN MeToTpekcaTa. ObecneunTh
5 GEeKTUBHEIHA KITMpEHC METOTpeKcaTa MIO3BOJISIET UHTEHCUBHBIH
UHTCPMUTTUPYIOUMHA TeMOAHANM3 C HCIOJb30BAHMEM BBICOKOIPOHUIIAEMBIX
(«high-flux») quanuszaTopos. .

Biaumo/eiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMHU CPEACTBAMH

BeposiTHOCTS TeNaTOTOKCHMYHOTO AEUCTBUS METOTpeKcaTa BO3pacTaeT B Ciiyyae
PEryJISPHOro YIOTPEGICHHS. aIko20MA W CONYTCTBYIONMIErO NPYMEHEHHS APYTHX
2enamomoKcuyHvlX ~ TIpemnapartoB  (HampuMep, a3aTHONpHUH, JehIyHOMHUI,
cynbbacanasuH, peruHounsl). llanueHTEl, JONOJHATENBHO MOJyYalOIIHe
renaToTOKCHYHBIE JIEKapCTBEHHBIE IIpenapaThl, JODKHEI HaXOJUTHCS IIOJ
TIaTeNBHBIM HaOmoZeHMeM. Bo Bpems JedeHus METOTPEKCAaTOM CJEIyeT
UCKJIIOYUTH yIOTpEOICHNE aJIKOT OIS,

[pu KOMOWHHPOBAHHOM Teparui METOTPEKCATOM U JIe@ayHOMUIOM BO3PACTAET

PHUCK pa3sBUTHA IMAHITATOIICHUN.
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Henuyunnunor, yunpoguoxcayun, yeganomun, enuxonenmuodvl U CylbQoHamuobvl
MOIYT CHIDKATh IIOYEYHBIH KIUPEHC METOTPEKCaTa, BCJIEJCTBHE YEr0 MOXET
IIOBBIIATECS €r0 KOHIEHTpalus B IUIa3Me KPOBH H yCI/IJiI/IBach;I TOKCHYECKOE
AeiicTBre Ha cucteMy kpoBeTBopenus u JKKT.

IIpobeneyuo, crabvie opeanuyeckue KUCIOmMyl (Hanpumep, nemuesvle OUypPemuKu)
u nupasonvt (Qenunbymason) MOTYT 3aMeUIATh SIMMHMHALMIO METOTpeKcara,
BCIEACTBUE YEro MOXKET IOBHIATLCA €r0 KOHLEGHTpAlMsi B IUIa3Me KPOBH M
yCHJIUBAaThCS TEMATONOTHIECKAs TOKCUIHOCTb.

bonesnp-MoguduIupyomue aHTUPEBMATUYECKUE Ipenaparsl (BMAPH) 59

" HECTEpOMAHbIC IIPOTHBOBOCuanuTeNbHble npenapatst (HIIBIT) ne crmenyer

NOPUMEHATE IEPEJ{ MM BO BPeMs JIEYEHUS BBICOKMMH JI03aMH METOTpeKcara.
Onnospemennoe npumerenre HIIBII u BHICOKMX 03 METOTpeKCaTa BEI3BIBAJIO
CTOHKOE yBENHYCHWE KOHIECHTPAIMM METOTpeKcaTa B IUIa3M€  KPOBH,
NPHBOJUBIIEE K CMEPTH BCIIEACTBHE TSDKEIOW I'€MaTONIOTHYECKOM (II0JaBICHHUE
(QYHKIMH KOCTHOTO MO3Ta W aIlIacTUYecKas aHeMWs) W JKEIIyA0YHO-KHIIEUHOH
TOKCUYHOCTH.

B uccnenosanun y sxuBoTHBIX HIIBII, BKIFOUas aumeTnncamviimioByi0 KUCIOTY,
BHI3BIBAJIM CHIDKCHHE KaHAJBLEBOM CEKpeluy METOTpeKcaTa M Te€M CaMBIM
TOBBIIANIA  €r0  TOKCHMYHOCTH  BCHIEACTBHE  YBEJIMYEHUS  KOHIIEHTPAIHH
meroTpekcara. Ilooromy HIIBII m Huskme J0O3BI METOTpEKcaTa CJEAyeT
HpI/IHI/IMa;I‘L OJHOBPEMEHHO TOJIBKO C OCTOPOIKHOCTEIO.

Ilpn Hanmyyuu (akTOpoOB PHCKA, HAIPUMEP, HMOTPAHWYHOW CTENECHH (GYHKIUK
IIOYCK, HE pexomenayercs coBMecTHoe npumenenne HIIBII u meToTtpekcara.
CosmecTHOE MpuMeHeHHEe MeToTpekcaTa ¢ BMAPII (anpumep, conamu 3on0ma,
NEHUYULAMUHOM,  2UOPOKCUXTIOPOXUHOM,  CYIbQACANA3UHOM, QA3AMUONPUHOM,
YUKNOCNOpUHOM) HE W3YHaNoch, I09TOMY HENb3S HCKIIOYHTh BO3MOXKHOCT
MIOBBIIICHUSA TOKCHYHOCTH METOTpeKcara. Takue nepopaibHble aHTUOMOTHKH, KaK
mempayuknunel, xaopamgenukon n He BcackiBaeMsle B JKKT anTubuoTHKm
IIUPOKOTO CIEKTpa AEHCTBHMA MOTYT CHIDKATh BCACHIBAHME METOTpeKcara B

KHINCYHUKE WU BJIHUATH Ha HGHCHOHHO—KHIHCHHYIO III/IpKyJI}IU;I/IIO HOCpe,ILCTBOM
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MHTHOMPOBAHUS MHKPOQIIOpPHl KHUINEYHWKA W MeTaboim3Ma METOTpeKcara
OaKTepusIMY.

[pu comyTcTBytomeit Tepamuu npenapaTraMd, KOTOpbIe MOIYT OKa3bIBaTh
HeOIaronpusaTHOE JeiCTBHE HAa KOCTHBIA MO3r (HampuMep, Cylb@OHaAMUOAMU,
MPUMEMONPUMOM/CYTbPAMEMOKCAZ0NIOM, XAOPAMPEHUKONIOM, NUPUMEMAMUHOM),
CHeIyeT TPUHUMATh BO BHAMAHUE BO3MO)KHOCTH Pa3BUTUS 00Jice BEIPAXKEHHBIX
reMaTojorMyeckux HapymeHu#. OnucaHo pa3BUTHE NaHIUTOIICHUH IIPU
UCIIONB30BAHUE METOTpeKcaTa B COYETAHHH C  KO-MPUMOKCA3010M WA
NUPUMEMAMUHOM, BEPOSTHO BCICACTBUE aJIUTUBHOTO I/IHI‘I/Iﬁl/Ip(')BaHI/IS{ pemyKTa3sl
IUTUApoQONIMEeBOif  KHCIOTHI H3-3a  B3aMMOJAEUCTBHMSI 3THUX BCINECTB W
METOTpeKcaTa.

[Ipu conyTCTBYIOIIER TEPAIINY npenapamami, Gul3vlaruumy oeuyum gdoramos
(HampuMmep,  cynvoHaMuOaMy,  MPUMEMONPUMOM,  CYIbPAMEMOKCAZ0N0M),

TOKCHYECKOE JIEHCTBUE METOTPEKCATa MOXKET yCWamBaThes. [1oaToMy mpemapar

- TAKXKE CICOYCT HCIOJNB30BATH € OCO6OI?/'I OCTOPOXKHOCTBIO TIPH YIXKEC HMCIOHIEMCS

nedunmre GonueBoi KUCIOTHL.

- Ilpumenenne npoxapbazuna Bo BpeMs TEPAIIMH BHICOKHME J03aMH METOTPEKCATa

TMOBBIIIAET PHCK HApyIIEHHUS (yHKIUY IOYEK.

OnHOBpEMEHHOE IpUMEHEeHHe HenpAMbIX AHMUKOAZYNISAHINOG u
2UNONUNUOEMUYECKUX Npenapamos (Konecmupamut) YCUINBAeT TOKCHIHOCTD
METOTPEKCaTa.

IToBBIIIAET KOHIEHTPAIIMIO MOYEBOH KHCIOTHI B KPOBH, IO3TOMY IPH JICUESHAN
HAllAEHTOB €  CONYTCTBYIOIIEW THUIEpypuKkeMHel H ~ MoJarpoif  MOXeT
OTpeOOBATHCS KOPPEKLUS 03Bl HPOMUBONOOAZPULECKUX CPEOCME (AIONYPUHOI,
KOJIXUYUH, CYNbPUHRUPAZOH), [IpUMEHEHYE VDUKO3YPUYECKUX
NPOMUBON00ASPULECKUX TIeKAPCMBEHHBIX CpedCcmE MOXKET YBEINYUBATh PUCK
pa3BUTHs He(hpOIATUH, CBA3AHHOW € MOBBILICHHBEIM 00pa3oBaHWEM MOYEBOI
KHACIIOTEI Ha (OHE JieyeHHWs  MeToTpekcaTtoM (mpH  HEoOXOAMMOCTH

OJ{HOBPEMEHHOT'0 IPHUMEHEHUS IIPEAIOYTATEILHO IIPUMEHATH AJUIOYPHHO).
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WET SKCNEPTHOMY OTUETY

B cioydac OJHOBPEMEHHOTO NPUMEHEHUS cynvgacalazuna W METOTPEKCcara
AEHCTBHE MOCNEIHET0 MOXET IIOTEHIMPOBATHECA BCICACTBAE WHIMOMPOBAaHUS
cuHTE3a (HONMEBON KUCIOTHI.

Ilpu coueTaHHOM IPUMEHEHUH METOTpEKcaTa U UH2UObUmopoe npomoHHO NOMNbL
(nampuMmep, omenpasond Ul NAHMONPA30AG) — TIOYEUHAs anﬁMnHaunﬂ
METOTpeKCcaTa MOXKET 3aJepKUBAThCsd, a ITAHTOIPA30J MOXKET I/IHm6I/Ip01§.aTL
MOYECYHYIO DJIMMHMHAIMIO MeTabonura 7-THIPOKCHMETOTpeKcara, 4TO B OIHOM
CiIlydae COIPOBOMIATIOCH pa3BUTHEM MHUAJIIMK ¥ TPEMOpA.

[ToaToMy coBMECTHOE NPUMEHEHNE HHIMOUTOPOB IPOTOHHOMH OMITBI C BBICOKUMHU
J03aMH METOTpeKcaTa CIEeNyeT HCKIIOUATH, OCOOEHHO y MAIMEHTOB € MOYEYHOH
HEI0CTATOYHOCTEIO.

B nepuon neuenns METOTpEKCaTOM ClieyeT U30eraTh, Upe3MepHOro yrnoTpeOaeHus
Hanumkoe, cooepocawux xogeun u meogurrun (Kode, cragxue HATUTKH,
colepKamMX KodeuH, dYepHBIM wai). MeTOTpeKcaT CHIDKAeT —KIMPEHC
TeouIUIHHA.

Heo6xoqumo npUHEMMaTh BO BHEMaHHE (apMaKOKHHETHUECKOE B3aMMOJCHCTBHIE
MEXTy METOTPEKCATOM H (DIYKIOKCAYUIIUHOM T HpOMUBOSTIUNENMUYECKUMIL
npenapamamu  (CHWXaeTCA  KOHHEHTpAalUs  METOTpeKcaTa B KPOBH),
@mopypayunom (yBeITIIUBACTCA TIEPHO/ IOy BEIBEAEHUS HTOpYpalliia).

B ciydae codeTaHHOTO NPUMEHEHHSA C JPYTHMH YUMOCHAMUKAMY KIHPEHC
METOTpEKCaTa MOXKET CHIKATHCS.

HCKapCTBCHHBIé Opernaparsl 4 Apyrue NMpOAYKTHI, cojepxamue (OJMEBYIO WU
¢donuHKMEBYI0 KHUCIOTHL (B TOM YHCIE MOJMBHATAMHMHBEI) MOIYT CHIKATh
3¢ (PEeKTUBHOCTL TEparuu ﬁpenapaTOM (OIHOBPEMEHHO YMEHbIIAs TOKCHYECKOE
JEHCTBUE METOTPEKCATa).

Benencrsue KOHKYPEHTHOIO CBA3HIBAHHS € OeNkaMy IUIa3MBI  KPOBH  IIPH
OJTHOBPEMEHHOM IIPUMEHEHUMH METOTpeKcaTa TOKCHYHOCTh METOTpEeKcaTa MOJKET
OBITE  yBeNMYEHa Ha (OHE TIPUMEHEHUS Oepusamod  amudOnupuHd,
nAapaamMuHo6eH301HOU Kuciomel, 6apoumypamos, 00KCopYGUyuHa, nepopanvHuix

KOHMpAayenmueos, QeHunobymasona, QeHumouna, npobeHeyuoq, Canuyuiamos,
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CYNLPOHAMUO08, MEeMPAYUKIUHOB, mpaﬁxeuﬂwamopoe,v npenapamos
CYIbPOHUTMOUEBUHYI, NEHUYUWIIUHOS, NPUCTHUHAMUYUHA W XNOPaAMPEHUKONaA.
IToaToMy mpH ‘COBMECTHOM NpPUMEHEHHM METOTpEKCcaTa ITaluMeHThl JOJDKHEI
HaXOJHUTHCA O] TIIATE/bHBIM HAOIOICHHEM.

CHmxenne KOHIEHTpanuu (EHHTOMHAa B IUIA3Me€ KPOBH HAOIOAANOCh Y
IAllUEHTOB € OCTPHIM JIM(OOIACTHEIM JleﬁlcdaoM BO BpeMs HHIYKIIHOHHOU
TEpalMy, KOTOpasg, B JONONHEHUH K  HPeOHU3OHY, GUHKPUCUHY W
6-mepkanmonypury, TaxKe BKIOYalia METOTPEKCAT B BRICOKOM 03¢ B COUYETAHHUU
¢ Kaubus GoTMHATOM.

Y  HECKOJBKMX IIAUMEHTOB , ¢ IICOPHA30M WM TIPHOOBHJIHBIM MHKO30M,
NOJly4aBIIAX JICYEHHE METOTpEeKcaToM B KoMmOuHammu c¢ [IVBA-mepanueii
(Memoxcanen u ynempaguonemosoe 0b1y4enue) ObLT BEIABICH PaK KOXH.
Coueranne ¢ syyesoii mepanueii MOXET YBEIMYMBATH PUCK HEKPO3a MSATKHX
TKaHEH.

MeroTpeKkcaT MOXKET CHIKaTh MMMYHOJIOTHUECKMI OTBET Ha BakIMHaNuio. IIpu
OJTHOBPEMEHHOM TIPHMEHEHHUU C JCUGOU 6aKYUHOU MOTYT Pa3BHUTHCS TSDKEJIBIE
AHTUTCHHBIC PEaKIUH.

Acnapazunaza  CHWKA€T  BBIP@KEHHOCTh  NPOTHBOOIYXOJEBOrO  JEHCTBHS
METOTPEKCATa 38 CUET MHIMOMPOBAHUS PEILTUKAIN KIETOK.

IlpoBenenye aHECTE3MH ¢ UCHOIB30BAHUEM OKcuda azoma (IUHUTPOTCH OKCHJA)
YCHIIMBACT ACHCTBUE METOTPEKCATa Ha MeTaboIn3M (QOTMEBOM KUCTOTHI, ITOBEIIIIAS
€ro TOKCHYHOCTH ¥ INIPHUBOAS K TKETIOH HENPOTHO3UPYEMOH MHUENOCYIPECCHH,
CTOMATHUTY M HEHPOTOKCHYHOCTM NP HHTPATEKAIbHOM INpUMEHEHWH, TsDKEeCTh
9TUX HapyIICHUH MOXKET OBITh CHMKEHA IIPH MCIIONB30BaHMY KaJIbIHs (oJHaTa.
Amuooapon MOKET CiocOOCTBOBATH U3BA3BICHUIO KOXKH.

OIHOBPEMEHHOE TIPUMEHEHHE Mepxanmohypuua U METOTpEeKcaTa YBETUYHUBACT
NUIa3MEHHYIO KOHLEHTpanuio ¥ OGHOJOCTYIIHOCTH HGpBOl“O.‘ Ipu COBMECTHOH
TEPAIMK MOXKET IOTPeOOBATHCS KOPPEKLIUS J036I MEPKANTOITY pHHA.

Heomuyur 1711 nipyieMa BHYTPH MOJKET CHIDKATh aOCOPOIMIO METOTpeKcara s

npuemMa BHYTPb.
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IlpuMeHeHHE  KoMecmupaMuHa  MOXET  HapymaTh [EYCHOUHO-KHUIIECYHYIO
PETMPKY JIIUI0 METOTPEKCATa, YBEINYUBAs JIMMUHALIMIO IIpenapara.

[IpemapaTsl, CcHOCOOHEIC BBHI3EIBATE jAeguuar  (onatos  (cyrsdonamudnt,
mpumemonpum/cynopamemokcason) B OpraHU3ME WM CHIDKAThb TyOyJIApHYIO
CEKpelyio  (yunpoghnokcayur, napamuHOOEH30UHAS KUCIOmMA, HECmepouoHbsle
NPOMuUBOBOCNANUNENbHbIE npenapamvl, npobeneyuo, canuyunamuli,
cynb@oHamuobl,  crabvle  opeaHuveckue — KUciomei) — MOTYT — YCHIIUBATH
MUEIIOCYIPECCUBHOE JICHCTBHE METOTPEKCATA.

HedpoToxCHYHOCT, METOTpeKcara MOXET IIOBBIIATHCS 'npn KOMOMHAIMU
BBICOKHX /103 METOTpeKcaTa U MOTEHIMAIFHO TOKCUYHBIX XUMUOTEPAIIEBTHIECKHUX
cpencTB (HalpUMEp, YUCHIAMUHA).

CoBMecTHOE NIPUMEHEHUE METOTpeKcaTa U 2MOKOKOPMUKOCMEPOUOOE MOXKET
[POBOIMPOBATh pA3BUTHE JHCCEMHHHPOBAHHOW TIepHEeTHYEcKod uHpexmum,
Pa3BUTHE NOCTIEPIIETHUECKON HEBPAJITHH.

Ha ¢oHe coBMecTHOI Tepamuu yumapaburom BO3PACTAET PUCK HEKENATEIBHBIX
peakuif co CTOpOHBI HEPBHOW CHCTEMBI, BKIIOYas T'OJOBHYIO 00Jb, Hapaind,
KOMY, MHCY IFTOIIO0OHBIE DIU30IBI.

Coo01aioch 0 CHIKEHUM KIMPEHca METOTpeKcaTa Ipy COBMECTHOM NPUMEHEHNH
Jlesemupayemama U METOTPEKCATa, YTO NPUBOJMIIO K MOBHIICHHUIO KOHIICHTPAIUH
MOCJEOHEero JO IOTCHI[MAbHO TOKCHMYECKUX YPOBHEH U K YBEIHYCHHIO
MPOAOJDKUTEIHHOCTH HaXOXJAEHUs Impenapata B Mmuasme. KoHieHTpanuu
METOTpeKcaTa U JIeBeTHpaleTaMa CIeIyeT TINATEeIbHO KOHTPOJIUPOBATH Y
[aMEHTOB, COBMECTHO IOIYyYalONMX 00a 3TUX Mpenapara.

OnuchHBaIUCh CIyyau IMOJABICHUS (QYHKIMHA KOCTHOTO MO3ra W CHIDKCHUS
KOHIIEHTpanuy Qoiara IPA COBMECTHOM TPHMCHCHUH mMpUAMmepeHa wu
METOTpeKcaTa. |

Oco0ble ykazanusi

IIpemapar MeroTpekcaT-O0eBe  SABIAETCS LUTOTOKCUYECKHM  IIpenapaToM,
03TOMY B OOpalieHuy ¢ HUM HeoOX0auMO coOMr01aTh 0CTOpOKHOCTS. [Ipenapar

JOJDKCH Ha3HA4YaTbhbCA BpavdoM, HMCIOIINUM OIIBIT IIPHMCHCHUA METOTPEKCAaTa U
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3HaKOMBIM c ero CBOYCTBAMHU 74 0COOCHHOCTSIMH ~ ACHUCTBUA.
Ilepen HasHAYEHHEM METOTpeKcaTa cliefyeT YOeqUThCS B HAIMYMH BO3MOXKHOCTH
OlIpeJIeNe U IIa3MEHHON KOHILIEHTpalMy IIpernapara.

[IpuHriMas BO BHUMaHUE BO3MOXKHOCTB Pa3BUTHUS TSDKENBIX TOKCUYECKHUX PEAKIUH,
B TOM YHCIIE € JIETAJIBHBIM UCXOOM, Bpad 00513aH MOAPOOHO NPOUHPOPMUPOBATEH
[IaLUEHTa O BO3MOXKHOM pPHCKE U HEOOXOAUWMBIX Mepax IpeNoCTOPOKHOCTH.
MertoTpekcaT, 0COOEHHO B CPEJHMX U BBICOKHX 033X, JOJDKEH MNPUMEHSATHCS
TOJIGKO Y MALMEHTOB C NOTEHUHMAIBHO XKU3HEYIPOXKAOIMMU 3JI0Ka4€CTBEHHBIMU
HOBOOOpa3zoBaHusAMHU. OncaHbl ciiyyan ¢aTalbHBIX MPOSBICHUN TOKCHYHOCTH Ha
¢one Tepanum npemaparoM. OTMEHa MeETOTpeKcaTa HE Bcerja IPUBOJAUT K
TIOJTHOMY Pa3peIICHIIO HEXXETATENBHBIX PEaKIHA.

be3omacHOCTh M TOTEHUMANBHBIE IIPEUMYIIECTBA HPUMEHEHHUS BBICOKHX [103
METOTpPEKCaTa BHE paMOK ONOOPEHHBIX [TOKa3aHUi HE yCTaHOBIICHA.

B mponecce nedeHus mnpenaparoM MeroTpekcar-O0eBe NanUeHTH  JTOJKHBI
HaXOJUTbCS MOJ TINATENbHBIM HAOMIONEHHEM C IEIBI0 CBOEBPEMEHHOIO
BEISBJICHNS IIPU3HAKOB BO3MOXXHOTO TOKCHUYECKOTO JEHCTBUS M HEONArONpUATHBIX'
apdexToB. Ilpn npuMeHeHUH NOpernapara MO HEOHKOJOTHMYECKUM ITOKa3aHUSM,
cienyer oopaTuTh 0co00e BHUMaHKE MTAIMeHTa Ha TO, YTO Ipernapar IpHHAMAETCS

HC CXKCOAHCBHO, 4 OIUH pa3 B HECJACIIO.

Ilepen HayanoMm JeyeHud IpemaparoM Merorpexkcar-O6eBe miIm  Ipd

BO300HOBJIEHUHU TEpaIuM MOCHe NepepriBa HE0OXOMMO TPOBOJANUTE KIMHIYCCKHUIA
aHaIM3 KpOBU C IIOJCUETOM JIeliKoUMTapHOW (OpPMYJIBI W  KOJIMYECTBA
TpOMOOIIUTOB,  OLEHMBATH  AKTHBHOCTh  IEYCHOYHHIX»  TpaHCAMHHa3,
KOHI[EHTpanuio ouimpyOuHa, ans0yMUHa I1a3Mbl KPOBY, KOHIEHTPAIUIO MOYEBOMA
KHCIOTEI B IUIa3Me prBn, GyHKIUIO TOYeK (a30T MOYEBHMHBI, KIMPEHC
KpeaTHHVMHA W/WIM KPEATHHHUH IUIa3MBl KPOBH), & Takke PEeHTTeHorpaduieckoe
HCCIIEJOBaHUE OPTaHOB IPYyIHOU KIEeTKH. [Ipy HANMYMU KIMHUYECKUX ITOKa3aHui
Ha3HAYalOT MCCIEOBAHUA C IENBbI0 HCKIIOYEHMsS TyOepKyine3a W BHPYCHEIX

renaTruToB.
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Haznauenue BEICOKHX 103 METOTPEKCaTa BO3MOXHO TOJIBKO B CIy4ae HOpMAJIbHOU
KOHI[EHTpAllil KpeaTWHHWHA B ILIasMe KpoBW. Ecmm OTMeuAeTCs MOBHIIICHHE
KOHIIEHTpAIMM KPEaTHHUHA, J103a IIpenapara AODKHA OBITh CHIDKEHA, IIPU
HOBRIIIEHMM KOHUCHTpAIMd KpeaTHHWHA Oojee 4eM Ha 2 MI/MI IPUMEHATH
penapar He CIEAyeT.

[Tepen xoMOWHUMPOBaHHOH TepalMel, BKIIOYAIOMICH JICYCHUE METOTPEKCATOM B
BBEICOKHX J[033X, KOJHMYECTBO JEHKOIHMTOB H TPOMOOLMTOB JOJDKHO OBITH BEIMIE
MHUHAMAJGHEIX  3HAYCHHUM, yKa3aHHBIX B IPOTOKOJE JICYEHMS (KOJIMYECTBO
neiixonuros or 1000 mo 1500/mxn, xomumuectBo TpomOouuToB oT 50 000 mo
100 000/mK).

CaMmpbili HU3KMI YpPOBEHb IHUPKYJUPYIOIHMX JIEHKOIUTOB, HEHTpopmiIoB M
TpOMOOIUTOB OOBLIYHO OTMEYaeTcs B Iepuox oT S5 o 13 mHell mocne B/B
an/IMeHeHHi MeToTpekcara (C IIEpHOIOM BOCCTaHOBIEHHA OT 14 mo 28 nueil).
KosinuecTBO JIEHKOIMTOB M HEHTPOQHIOB MOXET MHOTAA CHIDKAThCA ABa pasa:
HEpPBEIA pa3 uepes 4-7 gHEH, a BTOPOH pa3 MUHUMAJIbHEIE 3HAYEHHUs OTMEYatoTCs
yepe3 12-21 AeHb ¢ MOCIHeLYIOIUM BOCCTAHOBICHUEM.

VY IOXWIBIX TAIMEHTOB OIKCAHO Pa3BUTHE MerajgoOiacTHOW aHeMuH Ha (DoHE
IIPOIOJKUTENHHON TEpaIii METOTPEKCATOM.

Craenyer y4uThIBaTh HCTONIEHME KOCTHOMO3IOBOTO PE3€pBa B COCTOSHUH IIOCIE
JeqeHns npenaparaMd ¢ KyMyJATHBHOM MHEIOTOKCHYHOCTBIO, a TakKe
00Jy4eHHs B TOM YUCIIE U KOCTHOI'O MO3ra. 9TO MOXKET npﬁBecm K TIOBBIIIEHUIO
YyBCTBUTEABHOCTH KOCTHOI'O MO3ra K Tepanuyd METOTPEKCaTOM C YCHIIEHHBIM
TI0/IaBJIEHHEM CUCTEMBI KDOBETBOPEHUS.

B mporiecce geueHus npenaparoM MetoTpekcar-O0eBe (€KEMECSIYHO B IEPBHIE 6

MECSIIEB M HE peKe YeM KaxJple 3 Mecsila B HaJbHEHIIEM IIPH IOBBIIICHUHA 103

LEeIeco00pa3Ho  YBEIMYMBATE YacTOTY O6CJICIIOB&HI/II7I) OPOBOAAT CICAYIOIHC

HCCIICAOBAHUIA

1. Obcnedosanue pomoeoll noaocmu U 210mKy ISl BBIABICHUS W3MEHEHUN

CIIA3UCTEIX 000JIOUEK.
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2.  Aunamuz xpoeu c onpedeneHuem JelKOYUMApHOU Gopmynsl u Koaudecmea
mpomboyumos. Jlaxe Npy NPYMEHEHHH B OOBIMHBIX TEPANCBTHYECKHMX H03aX
METOTpEeKCaT  MOXXET ~ BHE3alHO  BBI3BATH  YTHETCHHE  KPOBETBOPEHHUS.
Bo Bpems JleUeHnsT METOTPEKCATOM CEAyeT INOCTOSHHO (C dYacToTolf OT
CKEIHCBHOM /IO OJHOIO pa3a B HENETI0) KOHTPOJIUPOBATH IIOKA3aTeNH OOIHNEro
aHAJIN3a KPOBHU, BKIIIOYAS JEUKOIUTAPHYIO (GOpMYTy ¥ KOJIAYECTBO TPOMOOLIUTOB.
B ciydyae 3HAYMTENIHHOIO CHIDKEHHS KOJIMYECTBA JEHKOIUTOB MIIM TPOMOOLIUTOB
neueHne TmpemaparoM  MertoTpekcaT-30eBe, HEMEMJICHHO IpeKpamalT H
HA3HAYalOT ~CHMITOMATHYECKYIO MOANCPKHUBAIONIYI0 Teparuto. Ilaruentst
JOJDKHEL OBITH IPOMHCTPYKTHPOBAHBI 0 HEOOXOJMMOCTH HEMEJICHHO COO0IIATh
Bpady O JHOOBIX IIPU3HAKAX W CHMIITOMAX, CBUETESIBCTBYIOIIUX O PasBUTHH
nadexknuu. [lpm comyTcTByromeil WM paHee IPOBOJMBLICHCA Tepaluu
reMaTOTOKCHYHBIMUA  IIpenaparamMu (HanmpuMep, Je(QiIyHOMHIOM), JIy4EBOH
Tepalii HEeoGXOIMMO BHHMATEIBHO CIIEIMTh 3a KOJTHYECTBOM IEHKOIUTOB 1
TpoMOGOIIUTOB B KpoBU. Ilpm HEOOXOAMMOCTH MENECOOOPa3HO BBHINOJIHEHNE
GHOIICHH KOCTHOTO MO3Ta.

3.  Oyuxyuonanvhvie neueHouyHvie npobei. Ha (oHE MNPOLOIKUTENLHOIO
OPUMEHEHMS METOTpeKcaTa BO3MOXKHO pa3BUTHE OCTPOTO TelaTUTa U SBICHUM
XPOHUYECKOH PeTATOTOKCHIHOCTH (dubpo3 u muppo3 neuenu). Ocoboe BHIMaHKE
HEOOXOMUMO YJICHSATh BBISBICHUIO NMPU3HAKOB IOBPEXKICHUS NedycHU. JledeHme
npermapatoM MertoTpekcar-O06eBe HE ClefyeT HauuHATh WM HEOOXOIUMO
npﬁobTaHaBﬂnBaTL B ciiydae  BBIBICHMS  OTKJIOHEHMH  pe3yJbTaToB
(yHKIIMOHATEHBIX NEYCHOYHBIX TeCTOB WM Ouorncuu nedenu. Ha done Tepanun
npenapatoM y 13-20 % nanmentoB Habmopaercs 2-3-KpaTHOE TPAH3UTOPHOE
TOBBINICHUE  aKTUBHOCTH  «IEUYCHOUYHBIX»  TpaHCaMHMHa3, 4Yalle  BCETO,
6eccumnrTomuoe. Kak mpaBuiio, 370 He SBISETCS MOBOJOM JUIsl H3MEHEHUS CXEMBI
nedenusi, 00BIYHO TOKa3aTelnd HOPMAIM3YIOTCS B TEYCHHE JIBYX HEJNENb, IHOCIE
Yero JICYCHHE IO PEIICHUI0 Bpada MOJKeT OBITh BO300HOBIEHO. OTHAKO B ciIydae
BBISIBJICHUS CTOMKOTO IOBBIINCHUS AKTUBHOCTH «II€YEHOYHEIX» TpaHCaMHUHA3

H€06XOI[I/IMO CHIDKCHHC JO3BbI WA OTMCHaA JICYCHUA HpeﬂapaTOM
.
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Merotpekcar-O6ese. [lockombky mnpenapar MeToTpekcar-O0eBe OKa3bIBaeT
TOKCHYECKOE JICHCTBIE Ha TICYEHb, B IIEPUO/] JICUCHNS [IPEIIapaToM He cienyeT 0e3
SBHOM HEOOXOOUMOCTH TIPUMEHATH JpyTUe TIeNaTOTOKCHYHBIE IIperaparsl.

Taxe cienyer u3berath WM CHIBHO CHU3UTH MoTpebieHue 3taHoira. OcoOeHHO

BHUMATEJLHO KOHTPOJIUPOBATH aKTI/IP;HOCTB’ «IIEYEHOYHBIX» (EPMEHTOB CIEAYEeT Y

HAIEHTOB, HOJTy JaIOIUX COITY TCTBYIOIIY O TEPanMIo JpyTHMH

reMaTOTOKCHYHEIME W TE€MAaTOTOKCUYHBIMH  IIpenapaTaMd (B 4acTHOCTH,

eIy HOMUZOM).

B ciygae npomOJDKUTENIBHOTO JIEUEHUS, OCOOEHHO TOKEITEIX dbopMm 1ncopuasa,

BKJIIOYAs [ICOPUATUYECKUI apTPUT, BCIEJCTBHE BO3MOYKHOIO I'elaTOTOKCUYECKOrO

NeACTBUS METOTpeKcaTa, Y4MTHIBas, 49TO (GHUOpO3HBIE W/WIN IUPPOTHYECKHUE

M3MEHEHUS MOIYT pPasBHBAaTbCsS Ha (OHE HOPMANBHBIX I[CYCHOYHBIX IO,

Ouorcus ne4eHu HeoOXoauMa B CIEAYIOIUX CIIydasX:

1. V nanuenToB 6e3 GakTOpoB pucKa X0 JOCTHKEHUS CyMMAapHOH KyMyJIATHBHON
no361 1,0-1,5 r Omornicus IeueHn He IoKa3aHa.

2. Ha ¢one mnpucyTcTBHs Takux (akTOpoB pHCKa, Kak 3I0ynoTpedleHne
aJIKOroJIeM, IIEPCUCTHPYIOIIEE IOBBICHUE aAKTUBHOCTU  «IIE€YEHOYHBIX)»
TpaHCAMMHA3, XPOHMYECKMI BUPYCHEI TeNaTuT, CeMeHBIA aHamue3
3a00J1eBaHVs TICYECHY, 4 TaKXKe JJIS MAIMEHTOB C MEHEE 3HAYNMBIMU (DaKTOpaMu
pHCKa, TAKMMH KaK caxapHblit Auaber, OKupeHue, aHaMHECTUIECKUE JaHHEIE O
BO3ACUCTBUMA TIENATOTOKCUYECKUX  JIEKAPCTBEHHBIX  CPEICTB/XUMUYECKUX
BEIIECTB, OMOTICHSA NI€YEHN JIOJDKHA OBITH BBHINIOJHEHA Uepe3 2—4 MecsIa 1ocie
Havana nedeHus. 11ocle JOCTHKCHHS CYMMAapHOHA KyMyJIITUBHOM 703K B 1,0—
1,5 r pexoMenAyeTCsl HOBTOPHAsH OMOTICHS TICYEHH.

brorncus nedyeHy He II0Ka3aHa y MOXKWIBIX AIUEHTOB; Y NAllUEHTOB € aKTUBHBIMU

OCTpbIMU 3a0o0JsieBaHUSIMH (HapUMep, [bIXaTeIbHOM CHCTEMBI); Y MAlHEHTOB C

HaJIM4¥eM TNPOTUBONOKA3aHMi K Ouoncuu IedyeHu (HampuMmep, HecTaOuiIpHas

reMOJMHAMUKE, H3MCHCHHE IapaMeTpoB KOaryJiorpaMMBbl); Y TAIlMEeHTOB C

HeﬁﬂaFOHpI/IHTHBIM IIPOTrHO30M B OTHOIICHHUH HPOJOJDKHTECILHOCTH XXU3HMH.
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Eciim npu OHONCHM TE€YEHM BBIABISIOTCS TOJBKO HU3MEHEHHS HeOoIbIIoi
BelpakeHHOCcTH (ctemiens 1, II wnm Illa mo mxame Roenigk), BO3MOXHO
IPOJIOJDKEHNUE Tepaluil METOTPEKCATOM IIPU YCIOBUM TINATEIBHOTO HAOIIOEHUS
3a COCTOSHMEM TanueHTa. [Ipenapar qomkes OBITh OTMEHEH B CIIydae BBISBICHUSA
yMEPEHHBIX WK BeipaxkeHHbIX u3menenuit (I1Ib u IV cremens no mkasize Roenigk),
WM B cliydae OTKa3a OT OMONCHHU TEYCHU MalMeHTa, ¥ KOTOpOro HabiromaeTcs

NCPCUCTHUPYIOICC IOBBIUICHUC AaKTHBHOCTH «II€YCHOYHBIX» TpaHCaMHHa3. B

cllydyae BBIABJICHHS yMEpEHHOro ¢udpo3a WM MuUppo3a IEUeHH METOTpEeKcaT

JOJDKEH OBITh OTMEHEH, B ciydac (ubpo3a MHHUMAIBHOM BBIPAKCHHOCTH
pEKOMEH Ty eTcsl IOBTOpHAs OMOICUS IIeUeHU yepe3 6 MecsieB. Takue u3MeHEHUs,
KaK »>KUpoBasg JucTpodus IeyeHH WM cjJabo BBEIpaKEHHOE BOCIACHUE
TOPTANBHBIX BEH ABISIOTCA JOCTATOYHO YACTOH HAXOAKON TpH GHONCUH [IEUeHH Y
TAIAEHTOB, TOJyYAIONIEX METOTPEKCAT. XOTs BHIBICHHAE TAKUX M3MEHEHMIT, KaK
IPaBUIIO, HE SBJIAETCA MOBOJOM JJII IPUHATHS PELICHUSA O HEIenecooOpasHoCcTu
WA OTMEHBI TEPANNU METOTPEKCATOM, CIEAyeT COOM0AaTh OCTOPOKHOCTH IPHU
JICYCHUH TaKUX MalUeHTOB.

4. @DyuxyuonanvHvie noyeyHvle nNpobvl U UcCIe008aHUue Moyu. TIOCKONBKY

npenapaT MetoTpekcar-D0eBe dKCKPETHPYETCsl TPEHMYUIECTBEHHO ITOYKaMH, Y

IIaIMUCHTOB ¢ HAPYIICHUAMU (I)}’HKIIPII/I II04CK (HaanMep, Y IIalUC€HTOB ITOXKHJIOTO

BO3pacTa) MOXET HaOMIoNaThCAd MOBBIIICHHE KOHIEHTPAlUM METOTpEeKcaTa B
IJ1a3Me KPOBH, CIIEJICTBHEM YEr0 MOTYT OBITH TSDKEJbIe HEXENaTeNbHBIC PEaKITHH.
KonTposs ypoBHA KpeaTMHHHA, MOYEBHHBEI M JJIEKTPOIUTOB PEKOMEHAYETCS
IPOBOAUTH B JHU 2 ¥ 3, 0OCOOEHHO BO BpeMsi ICUYSHUS METOTPEKCATOM B BBICOKHX
J03aX, g paHHEHd [OUATHOCTHKYM HEW30€XKHOIO HapyIIEHHS HKCKPEIHH
MeToTpekcara. Ecim UMeIOTCs IpU3HAKU HapylIeHus QyHKIMK MoYeK (Hampumep,
BBIDAKEHHBIE  HEKENaTeNbHBIE  peakiWy  NPEAIIECTBYIONIEH  Tepamuu
METOTPEKCATOM WU HapymeHHé IPOXOAXMOCTH MOYEBBIBOJSIINX IyTel),

CIIEIyET OLPENENNTh KIUPEHC KpeaTuHnHa. JIeueHne METOTPEKCaTOM B BBICOKHX

03ax CIeayeT NpOBOAUTE TOJBKO B TOM cnyqae, €CJI1 3HA4YCHUC YPOBHA

KpeaTHHHHA HAXOMUTCS B TUAIIA30HE CTAHAAPTHBIX 3HAYCHUH.
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Ecnu ypoBeHb KpeaTHMHWHA TMOBBIICH, 03y CHEAyeT CHH3UTH; JICYECHUE
METOTpEeKCaTOM HE CclelyeT MpPOBOAUTh IPH 3HAYCHHMAX KOHLEHTPAILMH
KpeaTHHWHA B CHIBOPOTKE KpOBU Bhiie 2 Mr/l. Ilpy HOrpaHUYHBIX YPOBHAX
GyHKIMM TOYeKk (Hampumep, y Nal[MEeHTOB IIOXWJIOrO BO3pacTa) HAOIIOACHHE
JIOJDKHO OBITH TIIATENBHBIM. OTO OCOOEHHO Ba)KHO B CIydae COIIyTCTByIOUIEH

TE€paluu IpenapaTtamMmu, CHAXAOUNMEI 3KCKPEHUIO METOTPEKCaTa, OKa3bIBatOIMUMN

'H66JlaFOHpI/I$ITHOC JICHCTBHE HA IIOYKHA (B YaCTHOCTH, HECTCPOUITHBIMHA

IPOTHBOBOCHANMTENbHEIME  Hpenaparamu  (HIIBII)) wm ma  cucremy
KpoBeTBopeHus. OnucaHbl CITydan pa3BUTUS TSHKEIBIX HEXKENaTeIbHBIX PEaKIuA y
nanuenToB, npuauManinux HIIBIT Ha dore Tepanmu MeToTpekcaToM (0COOEHHO B
BBICOKMX  JI03aX), BKIIOYash CJIydad pasBUTUS  TSDKEIOTO  yTHETEHHSA
KOCTHOMO3IOBOI'O KPOBETBOPCHIS, aIuacTHIeckoi amemu, nopaxenus XKT u
JIETATbHOTO UCXO0Ja.

Bo Bpems undys3uu MeToTpeKcara Cliexyer TaKoKe KOHTPOJIMPOBATH IKCKPEIUIO
MOYH W ee 3HAYCHHE pH. ns CHMXKEHHS NOYEYHOM TOKCHYHOCTH U B LEIIX
NPOQIIAKTHKN ITOYEYHONH HENOCTATOYHOCTH IIPU NeveHHH METOTPEKCAaTOM B
BBICOKMX J03aX a0CONIOTHO HEOOXOAMMO  JOCTaTOYHOE BHYTPUBEHHOE
obecneueH e XUIKOCTRIO U o ImenaynBanue mour (pH >7).

Jledyenme METOTpEKCATOM MOXKET YXYAIAaTh (PYHKIMIO MOYEK C IOBHIICHUEM
OTIPEACTCHHBIX JTa0OPaTOPHBIX IOKaszaTenacl (KpeaTWHHHA, MOYEBUHBI, MOYEBOMH
KACJIOTHI B CHIBOPOTKE), YTO MOXET NPUBECTH K OCTPOH ITOYEUHOH
HEMOCTATOYHOCTH C  OJIUTypuei/aHypueil. 3TO, BEpOATHO, 0OYCIOBIEHO
OCaXIECHNEM METOTpEKcaTa ¥ €10 MeTab0JIUTOB B IOYEYHBIX KaHANbBIAX.

5. Obcenedosanue ovixamenvrol cucmemot. HeoOX01UMO BHUMATEIHHO CICIUTH 34
CHMIITOMAMH BO3MOXKHOIO PAa3BUTHSl HapyIUCHMH OQyHKIMM JETKUX H, [pH
HEeOOXOMUMOCTH, Ha3HA4YaTh COOTBETCTBYIONIME HCCIENOBAHUSA JJIL KOHTPOJIA
byukuuy jerkux. IlosBieHue B TEpUOZ JIeUeHHWs IpemnaparoM Metorpekcar-
D0eBe COOTBETCTBYIOIICH CHMIITOMATHKA (OCOOEHHO CyXOro, HENpOMYKTHBHOIO
Kaluis) WK pa3BUTHE HECTEIU(PUIECKOTO THEBMOHNTA MOTYT CBUJIETEILCTBOBATD

0 MNOTCHIHAJIBLHO OIIaCHOM NOPaXEHHH JIETKHX € BO3MOXKHOCTBIO JICTAJIBLHOI'O
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ucxona. B Takux ciyuasx npemapaT MeroTpekcar-O0eBe ClefyeT OTMEHHTH U
HPOBECTH TIIATEILHOE OOCIENOBAaHUE IAIMEHTA. XOT;I KJIMHAYECKas KapTUHA
MOXET BaphHMpOBATh, B TUINMYHBIX CIy4asX, KO[JA CHMIITOMBI CO CTOPOHEI
JBIXaTeNbHOM CHCTEMBI BHI3BaHBI IPHMEHEHWEM Ipernapara MeroTpekcar-00ese,
HaOmozaercs MOBHIIIEHHE TEMIIEPaTypsl Tena, olliee HegoMoraHue, 0oib B
TPYAHOM KJIETKe, Kallledb C OJBIIIKON, TIMIIOKCEMHS, a TaKKe JICTOYHBIE
MHGUILTPATE Ha PEHTTEHOBCKUX CHUMKax. IIpy Ouorcum JIErkux ONpeaessiinch
pasiInyHble M3MEHEHHs (HAapUMep, WHTEPCTUIMANBHEIA OTEK, MOHOHYKICapHEIe
HHOUIBTPATEl MM TIpaHyjlema Oe3 Ka3eo3HOro Hekposa). llopaxenue ierkux,
BEI3BAHHOE MPUMEHEHMEM METOTPEKCaTa, MOXKET BO3HHKATh BHE 3aBUCHMOCTH OT
JaBHOCTH [PUAMEHCHMS IHpeliapara, HCHONb3YeMBIX [J03 (OIHCaHBl ClydYau
Pa3sBUTHS IMOPKEHUS JIETKUX NPU NPUMEHEHNM METOTPEKCaTa B HU3KHX J103aX, B
TOM YHCIIe 7,5 MI/HERETIO).

Kpome Toro, cooOwanock O BHYTPUAIHBEOAPHOM KPOBOUSJIMIHME IIPU
WCIIOJIE30BaHNM ~ METOTpeKcata IIpH peBMdTonomqecmx H  CBS3aHHBIX
noxasagusax. JlanHas HexenaTelbHas peakids TakKe MOJKET OBITh CBs3aHa C
BACKyJINTOM W JPYTMHU CONYTCTBYIOIMMMH 3a0oseBaHusAMu. 1Ipn nomospenuu Ha
BHY TPHAJIEBEOJIIPHOE Kp0B0H3J1ﬁsIHHe cﬁenyeT PaccMOTpPETh BOIPOC O CPOYHOM
HpOBC,I[eHﬁH o6cIiteoBaHms s IOATBEPKACHUS TUArHO3a.

Ilpr nuddepeHumanbHON ANATHOCTUKE CHEAYET HCKIIOYUTh HMHOQEKIMOHHYIO
npupony 3aboneBanusa. Ha (oHe Tepanmuu METOTPEKCATOM BO3MOXKHO DPa3BUTHE
TIOTCHIMATEHO ONACHBIX (BIIOTH JO JIETAIBHOIO HCXO0/a) OHHOPTYHI/ICTI/I‘{éCKI/IX
pHQeKnuii, BKJIOYas IHEBMOLMCTHYI0 ITHEBMOHMIO. B ciayyae pasBuTHA
CHMIITOMOB CO CTOPOHBI JBIXaT€JIbHONW CHCTEMBI Yy TMAaIMeHTa, IOJIyYaroliero
METOTpEeKcaT, CcliefyeT WCKIIOYUTh IHEBMOHMIO, BBHI3BAHHYIO Pneumocystis
Jirovecii.

B ciyuae yBenudeHMs JIO3Bl Ipelapara 4acToTa OOCHENOBaHMN JIOJKHA OBITH

YBCJIUYCHA.

Bcenencreue MMMYHOIETIPECCHBHOrO JEHCTBUS METOTpeKcaTa, HEOOXOIUM OTKa3

OT MMMYHHU3aIK (€U OHa He 0JJ00peHa BpauoM) BO BpeMs JICUCHHUS NIPeNapaToM
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U B HHTEpBase oT 3 0 12 MecsAleB nociie 3aBeplleHus IprueMa nperapara; wieHam
ceMbH OO0JIGHOTO, TPOXKUBAIOIUM C HHM, CIEAYET OTKA3aThCid OT MMMYHU3AIUK
HEepPOPaNbHOM BAaKIWHOM NPOTUB HONUMOMHENNTa (HAOUEHTy ClexyeT Hu30eratsh
KOHTAaKTOB C JIIOJIBMM, nonyﬁannMn BaKUIUHY IIPOTUB MOJMOMHUENUTA, WK
HOCHTH 3aIATHYIO MACKy, 3aKpBIBAIOIIYI0 HOC M POT).

Taxoke, BCIIEICTBUE BO3MOKHOTO BJINSHUS MeTOTpeKcaTa Ha UIMMYHHYIO CHCTEMY,
BO3MOXHO HMCKaKEHHE DPEe3yJIbTATOB OIEHKH 3((EeKTUBHOCTH BaKLUUH U TECTOB
(MMMYHOJIOTHIECKHE IPOLEAYPH JUIS PETUCTPAMA UMMYHHOM peaKiyim).

Ecnmu Ha ¢QoHe Tepanmyt METOTPEKCATOM OTMEYAIOTCSl SIBICHHS S3BEHHOIO
CTOMAaTUTa WIM OUApEH, KPOBOXapKaHbs, MENEHBl WM IOSBICHUS IpuUMeceit
KPOBH B CTylle, HEOOXOOUMO HEMENIEHHO OTMEHMTH MpPENapaT BCIEICTBHE
BBICOKOI'O PMCKa Pa3BUTUS MOTCHLUAIBHO (DaTadbHBIX OCIOXKHEHWM, TaKUX Kak
reMOopparu4ecKuil SHTEpUT U npo66;1eHHe CTCHKH KUIIICYHHKA.

Takue CHMITOMEI, Kax JuXxopajaka, 00Jdb B ropje, TPHUIIONof{00HKE CUMIITOMEI,
U3BS3BICHME COM3UCTOW OOONOYKM IOJNIOCTH pTa, BhIpakeHHAs obmas ciaadocTs,
KPOBOXapKaHbE, TEMOpparnyeckas Chlllb MOTYT OBITh IPENBECTHUKAMH Pa3BUTUS
KUZHEYTPOKAIOIIUX OCIOKHEHUH.

[Ipu BEIABNCHMH y HaNMeHTa COCTOSHUN, IPUBOASINIX K HAKOIUICHUIO 3HAYMMOTO
KOJIMYECTBA JKUAKOCTH ' B HOJIOCTAX Tela (TUAPOTOPAKC, acluT), Y4YUTHIBas
yIAIMHEHHE NEPUOAA IONYBBIBEICHH IIPENapara y TaKuX MAlUeHTOB, TEPaluio
npenaparoMm MetoTpekcar-20eBe ciielyeT MPOBOJUTH C OCTOPOXKHOCTBIO, TEPE]
HayaJioM TEpaluy NpernaparoM JKUIAKOCTh CIHEAYyeT SBaKyHpOBaTh IIyTEM
JPEHUPOBAHUSA, MO0 OTKA3aThCs OT npnmeHeﬁmI npenapara.

Oco6yI0 0CTOPOKHOCT CIIEAYET COOIMIOAATh IIPH JICUEHNH TAUEHTOB ¢ MHCY IMH-
3aBUCHMBIM CaxapHBIM AMa0ETOM, TaKk KaK OMHUCAHBI CIy4ad PasBUTHSA HUPPO3a
nedeHr ©Oe3 TpeNInecTBYIONIEr0 IOBBIIIEHUS AKTUBHOCTH «IIEYCHOYHEIX)
TpaHCaMHHa3.

Kak u gpyrme umToTOKCHUECKHME HpenapaThl, METOTPEKCAT MOXKET BEI3BIBATH
pa3BUTHE CHHApPOMA JH3MCa OMYXONH Y NANUEHTOB ¢ MHTEHCHUBHO PAaCTyIIAMH

3JI0KAYECTBEHHBIMA HOBOOOpaszoBaHuAMH. /[l IpeJOTBpallcHUs pa3sBUTHUA
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JAHHOTO OCIIOKHEHHS HEO0O0XOIMMO INpEeRIpUHUMATh COOTBETCTBYIOIIUE MEPHI
TOJIEPKUABAIOLIEN TEpaIlly.

IIprMeHeHre METOTpEKCaTa B COYCTaHHUH ¢ JTy4eBOH Tepanyred MOXKET IPUBOAUTD
K MTOBHIINICHHIO PUCKA PA3BUTHS HEKPO3a MATKUX TKAHEH MM OCTEOHEKPO3a.
HenocrarogHocTh (GOAMEBOH KUCIOTH MOXET YCHIMBATH TOKCHYECKOE ACUCTBHE
MeToTpekcata (cM. pazaen «BzamMonelcTBHe ¢ JPYTMMH JIEKApCTBEHHBIMU
CPEACTBaMM ). |

OJIHOBpEMEHHO NpUMEHEHUE (ONMEeBOH KUCIOTHL WMIM (QONUHUEBOM KHUCIOTHI
MOXET CHI)XAaTh TOKCHYECKOE ,ueﬁcfsne MeToTpekcaTa (JKely[0YHO-KUIIEYHBIE
CHMIITOMBI, CTOMATHT, AJIOMCLHS i TOBBIIICHHE ypOBﬁ;I MEYECHOUHBIX (DEPMEHTOB).
ITepen npumenenneM mnpenapaToB (OIUEBON KUCIOTH PEKOMEHIYETCA IPOBEPHUTH
KOHIIGHTPAIMIO BHTAMHHA Bj), IIOCKOJbKY HOTpeOneHHE (ONATOB MOMKET
MaCKI/IpOBaTB‘ cocrosHue AeduunuTa BUTaMKMHA By 0COOEHHO y B3pOCIBIX B
Bo3pacte crapmie 50 jer.

Crenyer 0COOGHHO TINATENbHO KOHTPOIMPOBATh COCTOSHUE MALMEHTOB C
HpEIUIeCTBYIOMEeH JyueBoil Tepamuel, a Takke ¢ HapyIEHHBIM OOIMM
COCTOSTHHEM.

Jermapartamysi Takxke MOXET MOTEHIIMPOBATH TOKCHUECKOE IECTBHE Mpenapara
Merotpekcar-O0eBe, TO3TOMY IIpH ~PA3BUTHH COCTOSIHHIA, KOTOpBIE MOTYT
OPUBECTY K pa3BUTHIO AETWApaTalid (BEIpaKCHHas PBOTA, AMApes), TEPaImio
METOTPEKCATOM CIIEyeT IPEPBaTh JI0 pa3peliCHNs 3TUX COCTOSHUIA.

OmnucaHbl Ciy4ad pa3BUTHA JieHKosHIeQaNonaTul y IalUEHTOB, IOJIyYaroliX
TEpalii0 BBICOKMMM J03aMH METOTpEKcaTa, B TOM YHUCIE MEpOpalbHO, B-
codeTaHuy ¢ Kanpiyst GonuHatoMm (0e3 IpeamecTBYIOMEH IydeBOi Tepaluy Ha
00J1aCTh TOJIOBHI).

[lpy npuMeHeHMH MeToTpeKcaTa IO IIOBOLY OCTPOro JuMQoneiiko3a MOXKeET
OTMEYAThCS NOsBICHHE OONM B JICBOM SIHracTpanbHOW 007acTH, BCICICTBHE
pa3BUTHS BOCIAIUTENLHOTO Tpollecca B Kalcylie celle3eHKH Ha ¢oHe pachaja

OIIYXOJICBBIX KIICTOK.
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PexoMenyercss npepBaTh JIECUCHUE IpErapaToM MéTomeKcaT-96eBe 3a OJlHY
HEJIENO JIO XUPYPIAYECKOro BMEMIATEIHCTBA U BO30OHOBUTD Yepe3 OfHY WM JBE
HEJIEIH TI0CIE OTIEepar|iH.

Crenyer cobmoaaTh 0co0yI0 OCTOPOXHOCTh IpPH MPUMCHEHHH METOTpeKcaTa y
[AIMEHTOB ¢ aKTUBHBEIMH MHGbeKMIMU. 1IpiMeHeHne METOTpEKCaTa y HalueHTOB
¢ CHHAPOMOM UMMYHOJIe(pULIATa IPOTUBOIIOKA3aHO.

Ilpu mossimieHnd TeMuepatTypsl Tena (6osnee 38 °C) snuMuUHAIKS METOTpeKcara
3HAYUTEIHHO 3aMEAIIIETC.

IIpenapar  MeroTpekcar-O6eBe  MOXET  IIOBBIIATH  PHCK  PasBATHA
HOBOOOpa3zoBaHMii (rmaBHEIM oOpasom smmbom). Hewacto coobmanocs o
Pa3BUTHH 3JIOKAUECTBEHHBIX IMMQPOM Yy HAl[MEHTOB, IIOJYyYalOlHX Ipernapar
MeTtoTpekcar-D0eBe B HH3KHMX Jo03ax. B Takumx ciydasX Ipemapar CIeayer
OTMEHHTH. BCIH CIOHTAHHON perpeccyy TM(OME! He HaOMIONAeTCs, Ha3HAYAIOT
coomecmybmym TEpanmIo.

W3ydaercss WHCIONB30BAHUE PEXUMOB C BBICOKOM JO30H nOnd  JiedeHus
HOBOOOpa3oBaHMii BHE OHOOPEHHBIX IIOKA3aHMHU; TeparneBTHYECKas I0JIh3a HE
JI0Ka3aHa.

Jlo mavana nmedenus npenapatoM MeroTpekcar-O0eBe HEOOXOOUMMO UCKIIOYUTH
6epemennocts. Ilpemapar MertoTpekcar-06eBe 001agacT 3MOPHOTOKCHYECKUM
JCUCTBHEM, CIIOCOOCTBYET TIPEPHIBAHMIO OEPEMEHHOCTH U (HOPMUPOBAHHIO
aHoMaimMii  pa3BuUTHA IUloJa. Tepanus IpenapatoM  MertoTpekcar-O0eBe
COIPOBOXKIAETCS YIHETEHMEM CHEPMATOreHe3a M OBOIEHE3a, YTO MOXET
IpPUBOJUTE K CHIDKEHHIO (GepTunpHOCTH. llocie OTMEHBI Tepaluu IpenapaToM
Ha3BaHHBIC 3(QdEKTH CIIOHTaHHO perpeccupyioT. B nepuon Tepamum npenapaTom
MertoTpekcaT-O0eBe ¥ Ha NMPOTHKEHHU HIECTH MECALEB IOCIE €€ 3aBepLICHUA
[AMeHTaM pPEKOMEHIyeTCsl WUCIONB30BaTh MepHl KOHTpanemuwu. Cnenyer
nporH(GOPMUPOBATh MAIMEHTOB pPENpOAYKTHBHOTO BO3pacra, a TaKke HX
MapTHEPOB O 'BO3MOXHOM BIMSHHWM npenapata MeroTpekcar-J6eBe  Ha
PETpPOAYKTHBHOCTE ¥ pa3Burye minoaa. [Ipenapar taioke MOXKET JEMOHCTPHPOBATE

TFCHOTOKCHUYHOCTE. MY)KUII/IHBI PCIPOAYKTHUBHOI'O BO3pacTa JOJDKHBI OBITH
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IPERYNPEKICHEI 00 UMEIOIIUXCS PUCKAX, HE PEKOMEHYETCA OTIOBCTBO BO BPEMS
JedeHnss M B TeUCHHE 6 MecsAleB mociae OTMeHbl Ipenapara. ITockonpky B
npoiecce JIEYeHUS. BO3MOIKHO pasBuTHE- HEOOPAaTUMOro OECIUIONUs, My>KYUHaM
CJIEAYET PacCMOTPETh BO3MOXKHOCTh KPHMOKOHCEPBALMK CIIEPMBI IIEPEL HavyaJoM
JCYCHHUS.

Coobmanocs 0 BOBHI/IKHOB@H}/II/I TSDKETBIX, WHOTAA CMEPTENBHBIX KOXHBIX
peakuui, Takux Kak cuHapoM CruBeHca-/[KOHCOHA M  TOKCHYECKUIA
SMUACPMATLHEIA Hekposm3 (cuHmpom Jlaltenna), mocie OJHOKPATHOTO WM
JUIUTENHBOI0 IPUMEHEHHS] METOTpEKCaTa.

Ha ¢one npuMeHEHHs METOTpeKCaTa MOBHINIAECTCS BEPOSTHOCTH PAa3BUTHS
JepMaTHTa ¥ OXKOIOB KOXHBIX IIOKPOBOB II0J MJECHCTBHEM COJHEYHOIO H
yIbTPapuOIETOBOTO .o6nyixe}mﬂ (YO). He crnenyer mojseprarh He3alUIICHHYIO
KOXY CIMIIKOM JJIUTEIBHOMY COJHEYHOMY OOIYyYEHHIO WM 3JI0YyHNOTpeOsATh
nammoir  Y®-o6iyuenus (Bo3MokHa peaknua ¢oroceHcHOMIM3anuu). Y
IAllAEHTOB C IICOPMAa30M BO3MOXHO obocTpeHme 3aboyeBaHus Ha ¢one YO-
OOJIy4eHNU BO BpeMsI JIEYEHMS METOTPEKCATOM.

[Ipum Tepanuu BEICOKMMY J03aMHU BO3MOXHO BBIIIJICHUE 0CaJKa METOTpeKcaTa Wir
€ro MeTabOJIMTOB B MOYEYHBIX KaHAJIbIaX. B Takux cioydasx B KadyecTBe
NPOQUIAKTAKE AaHHOTO OCIIOXKHEHHS PEKOMEHIYETCs TpOBeACHNE NHDY3UOHHON
TEpalllyd M 3allejauyvBaHuA MOYM 10 AoctkeHus pH 6,5-7,0 mocperncTtBoM
nepopalbHOro (5 Tabnetok mo 625 Mr xaxaple 3 dJaca) WM BHYTPHBEHHOIO
BBEJICHUS HaTpus OuxapboHara i anerasonamuza (500 Mr mepopaibHO 4ETHIpE
pasa B CyTKH).

Ha ¢one Ttepamum METOTpEeKCATOM BO3MOXHO OOOCTpEHHE XPOHUUECKOIrO
BUPYCHOTO renatuTa (peakrtuBanus Bupyca rematuta B mium C) ¢ BO3MOXHEIM
JIETANBHEIM HCX0J0M. Takke OnHMCaHBI CIy4ad peakTHBalM¥ BHpYyca rematura B
II0CJIe OTMEHBI METOTpeKcara. B ciydae HeoOXOAMMOCTH Ha3HAYEHMs IMperapara
MAIUEHTY C AHAMHE30M BHPYCHOTO T€NaTUTa, CIeQyeT MPOBECTH THIATENHHOE

KIMHMYECKOe H  Jad 0paTopHOC obcnemoBanuga. Ilo pe3yiibTaraM  3THUX
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o0ciIeJoBaNyi JIeYEHHE METOTPEKCATOM MOXKET OBITH IPH3HAHO Hel'IO,Z[XO)IHHJ;HM
JUJI HEKOTOPBIX MAl{UEHTOB.

Kpome Toro, mpm HaJ uyuy TaKUX HEAKTUBHBIX XPOHWUUYECKHX HH(EKIHA, Kak
OTIOSICHIBAIONINI Teprec Win TyOepKyJes, CIefyeT coOmogaTh OCTOPOKHOCTh W3-
3a BX BO3MOXHOU aKTUBAIIMH.

Hanuuve muieBpanbHOrO BBIIOTA, acuura, HapyiueHus mnpoxoxzumoctud XKKT,
COIYTCTBYIOUIEH Tepamuy MIUCIUIATUHOM, AETUApaTaluy, HapyileHue (yHKImH
NEYCHH WM CHWKeHne pH MoYM 3aMeigeT BBIBEICHHME METOTpEKcaTa,
BCIIEJICTBHE YE€ro BO3MOXXHO ITOBBHIIIEHWE KOHIEHTpalMM Ipenapara B IUIasMe
KpoBu. KpaiiHe Ba)KHO BBIABICHHUE KyMyJIALWH IIpenapara B OpraHu3Me B TEUECHHE
nmepBeIX 48 4, Tak Kak BO3MOXHO pa3BUTHE HEOOpPAaTMMBIX IOCIEICTBUA
TOKCUYHOCTH IIpenapara.

Oco0yi0 OCTOpPO’KHOCTh CIIEYeT MPOSBIATh IpU NPUMEHEHUH IIpelapara y
HDOXKHUIBIX IAUEHTOB, MX COCTOSHHE CJEHyeT KOHTPOJUPOBATH Yalle, YeM y
naiueHToB 60J1ee MOJIOIOI0 BO3pacTa, Ha NPEAMET BBIABICHUs pAHHUX IIPU3HAKOB
TOKCHYHOCTH Tepanuu. IIpu JieuéHMM NalKMeHTOB AETCKOIO BO3pacra ClemyeT
PYKOBOJICTBOBATHCS NIEAUATPUIECKUMU JIEIEOHBIMU IPOTOKOIAMHU.

VY neguaTpuyecKuX MAIMEHTOB ¢ OCTPHIM JUM(GOOIACTHHIM JIEHKO30M BO3MOIKHO
Pa3BUTHE BBIPAKECHHON HEHMPOTOKCHIHOCTH HA (OHE IPUMEHEHHS CpEeNHHEX
(1 F/Mz) 03 METOTpeKcara, YTo HauboJjee YacTo NMPOSBISETCS KIMHAICCKH Kak
FeHEepaJIN30BaHHBIA WM NapUyaiIbHbIi OIMICHITUYECCKUN npﬁnanox. Onucano
pasBUTHE JeHKodHNEdaNONAaTHH W/ MAKPOAHTHONATHYECKHX KaabIIMHATOB MIPH
MIPOBEIEHUY UHCTPYMEHTAIBHBIX UCCIEIOBAaHNM Y TaAKUX HAllHEHTOB.

IIpy mpumeHeHnu BBICOKHX [03 METOTpEKcaTa OIKMCAHO pasBUTHE IPEeXOisIei
OCTpOH HEBPOJIOTMYECKOH CHUMIITOMATHKU, KOTOpass MOXET NPOSABIATHECA B TOM
YUCIC " U3MCHEHUSIMA IIOBEJEHUS, JIOKAJIbHBIMH HApYIIEHUSIMH CO CTOPOHBI
OpraHoB 4yBCTB (BK/IFOYasi KPATKOBPEMEHHYIO CIENOTY ) M JBUTATENBHON CHCTEMBL,
HapynieHneM pe¢nexcoB. TouHEIE IPUYMHEI Pa3BUTHS JAHHBIX HEXEIaTebHBIX

peaxnuii HEU3BECTHEI.
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Taroxke ommcaHel Ccioy4ad pasBUTHA  MPOTPECCHBHOM MyanmbOKanbﬁoix’I'
nelixosunedanonatun (IIMJI) y nanueHTOB, HPUHAMAIOIIMX METOTPEKCAT, B
OCHOBHOM B COYCTaHUH € APYTMMH UMMYHOCYIIPECCUBHEIMU IIpeTiapaTaMu. TIMJI
MOXKET 3aKaHIUBATECS JIETATIBHEIM HCXO0JOM M JOJDKHA IPUHUMATECS BO BHAMAHHE
npu gudOhepeHnanbHOl UarHOCTHKE MAlMEHTOB € HMMYHOCYIpECCHEH, y
KOTOphIX OBlIa BHEPBHE BHIABICHA WIH OBUI0 OTMEYCHO YXYAIICHUE
HEBPOJIOTMYECKON CUMIITTOMATHKH.

[Ipn mnpuMmeneHun MeroTpexcata B Jo3e’ Beiue 100 mr/m?> o6sg3aTensHO
NOPUMEHECHUE «TE€paldy CIACCHUsD» Kauplus QonmHatoM 4depe3 42-48 u mocne
BBeZICHHs MeToTpekcara. Jlo3a xanblys (QoiuHaTa OnpeienseTcs B 3aBHCUMOCTH
OT BCIMYMHBI MPUMEHEHHOH O3Bl METOTpeKcaTa, UPOAODKATEIBHOCTH €ro
uHQy3un. KoHLEHTpanuo MeToTpekcaTa HeoOX0/IMMO ONPEACISTE depes 24, 48 "
72 4 1, Ipy HEOOXOAUMOCTH, B T€YEHUE JUTHTEIHHOTO BpEMEHH, ISl OTPEICICHUS
ONTHMAJILHOM MPOJO/DKUTENLHOCTH Tepanuy Kanslus QomunatoM. [Ipumenenue
METOTpEKCaTa COBMECTHO ¢ HMH(Y3UeH spuTponuTapHoii Macchl (B TeueHue 24 )
TpeOyeT TINAaTEeNbHOTO KOHTPOJNSA 32 COCTOSHHUEM MallMeHTa, TaK KaK BO3MOYKHO
IIOBBIIICHHE IIa3MEHHOM KOHIIEHTPALAU Ipenapara.

Biusinme Ha COOCOOHOCTL YNPABJATH TPAHCHOPTHBIMH  CPeICTBAMH,
MeXaHH3MaMu

W3-3a BEPOATHOCTH MNpPOSIBICHUA TaKMX HEXKENATENBHBIX PEaKNuifl CO CTOPOHEI
ICHTPAIbHOX HEPBHOM CHCTEMEI, KaK COH/IMBOCTB, T'OJIOBHAS 00JIb, TIOBLIIICHHAS
YTOMIIIEMOCTD U BEPTUTO (TOJIOBOKPYIKEHHUE), CIEAYET co6mOJ_1aTL OCTOPOKHOCTh
NPy 3aHATHAX HOTCHIUAILHO ONACHBIMM BHIAMH JAEATEIBHOCTHU, TPeOyHOIUMMU
TOBBINICHHON KOHIIEHTpAMy BHUMAHHUA U OBICTPOTH IICUXOMOTOPHBIX PEaKIIUii.
O1H >QQPEKTEl MOTYT YCHIMBATHECS IIPU COBMECTHOM YIIOTPEONEHMH ajKOTOJIA.
[Ipy nosABIIEHMH ONMMCAHHBIX HEKEIATSIBHEIX PEaKIMil CIIELYeT BO3AEPkKATHCA OT
BEHIIOJHEHHUS YKA3aHHBIX BUJIOB JIEATENHHOCTH.

CneunaabHble Mephbl NIPeJOCTOPOIKHOCTH npu YHHYTOXKEHHH

HEHUCIIO0Jb30BAHHBIX JICKAPCTBEHHBIX NIpernapaToB
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OcraTky Ipenapara, BCe MHCTPYMEHTH U MaTepUalbl, KOTOPHIE UCIIOIL30BAIUCEH
J11 TIPUTOTOBIIEHUS PAacTBOPOB Jyis MHGY3uM mpenapara Merorpekcar-O6ese,
JNODKHBl YHUYTOXKATBCA B COOTBETCTBMH CO  CTaHAAPTHOW  OGONEHHYHON
IPOLEAYPON YTHIH3ALMH OTXOAOB IMTOTOKCHYECKMX BEUIECTB € YHETOM
. JEUCTBYIOIIMNX HOPMATHUBHEIX aKTOB YHUYTOKEHMS ONIACHBIX OTXO0B.

®opma BbIILYyCKA

KonresTpar Ui DpUroTOBIEHMS pacTBOPa JUId HHdy3uii, 100 Mr/mu

Ilepeuunas ynakoska

ITo 5 mm, 10 mut u 50 Mt Bo akoHbl u3 O6ecuBeTHOro cTekia (tun 1, Esp. @.),
yKyDOpeHHbIe pe3uHoBoit mpobkoit (Esp. @.) moj amomuHMEBON 0OKaTKOM, C
OTBEPCTHEM JUI1 HWIVIBI B LIEHTPE, 3aKphITHE 3alUTHOM [ONUIIPONUTIEHOBON
KPBIILKOH.

Bmopuunas ynaxoexa

o 1, 5 nmi 10 durakoHOB BMECTe ¢ MHCTPYKIUEH 110 IPUMCHCHHUIO [IOMEIIALOT B
KapTOHHYO ITa4YKy.

ITo 5 i 10 ¢iakoHOB, OMEIIECHHBIX B TIACTUKOBEIE KOHTEHHepH! «Onco-Safey,
KOTOpBIE IPeJHA3HAYCHEI Il O€30IaCHOTO TPAHCHOPTUPOBAHYSA U UCIIOIB30BaHMSA
npenapara, BMECT€ C HMHCTPYKUHUEH II0 NPUMEHEHUIO IOMEINAOT B KapTOHHYIO
[IAYKy.

IIpumMeyanue: ¢.1EIBI0 KOHTPONISL NEPBOTO BCTPBITUS C IBYX CTOPOH KapTOHHOH
[a4YKH JIOIy CKaeTcsl HAIMYKeE IIPO3PAdYHbIX HAaKJIeeK.

YeaoBus XxpaseHus

B 3amumieHHoM OT cBeTa MecTe IpH Temueparype ot 15 go 25 °C.

XpaHUTh B HEAOCTYIIHOM JUISL JETEH MecTe!

Cpoxk rogaocTn

3 roja.

He npuMeHATH 110 UCTEUEHNH CPOKA TOJHOCTH.

YcaoBus ornycka

OTryckaroT o penenty.
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IIpousBoanutenn

Hepocamenv PY: Cannos 1.1., Beposmxkosa 57, 1000 Jro6nsHa, CaoBeHus;

IIpoussedeno: ®APEBA Vutepax 'm0X, Monnzeemitpacce 11, 4866 Vurepax-
amM-ATrep3see, ABCTpusl. |
Opzanu3ayus, nPUHUMAIOWAA RPEMEH3UN nompedumeieii:

AO «Cannos», 125315, r. Mockga, JIeHUHTpajCcKuii pocnekT, 11.70;

tenedou: (495) 660 75 09, daxc: (495) 660 75 10.

Jlupextop JienapramenTa

0 pa3paboTKe NPOLYKTOB

AO «Cannos»
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