COOTBETCTBYET 2KCNEPTHOMY OTYETY

oT 23.12.2024 N= 28437

OBIIAS] XAPAKTEPUCTHKA JIEKAPCTBERHOT O IPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOT O IIPEIIAPATA

MertoTpekcaT, 5 MIr/mi1, pacTBOp Uil UHbEKLUH.

MertoTtpekcat, 10 Mr/mi1, pacTBOp ISl HHBEKITUH.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB

JelicTByrolee BENIECTBO: METOTPEKCAT.

Merorpekcar, 5 Mr/Mi1, pacTBOD JUIs MHBEKLIUHA

Kaxxp1ii M1 pacTBOpa COAEPKUT METOTPEKCAT JUHATPHUS, SKBUBAJIEHTHBINA 5 MI' METOTpEKCaTa.
Kaxnprit ¢pakon o6beMoM 1 MIT COEPKUT 5 MI METOTpEKcaTa.

Kaxnprit ¢pakon oobeMom 2 Mt conepkuT 10 Mr MeToTpekcara.

BcenomorarenbHble BelllecTBa, HAIMYME KOTOPBIX HANO YYUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npenapara: HaTpuit (cM. pasaen 4.4).

MeroTpekcar, 10 Mr/mi1, pacTBOp ULl MHBEKIINH

Kaxxaplii M1 pacTBOpa COJIEPAKUT METOTPEKCAT JUHATPHUS, SKBUBAJICHTHBIM 10 Mr MmeToTpekcara.
Kaxnprii pmakon oobemom 0,75 Mt comepkut 7,5 Mr MeTOTpeKcara.

Kaxnprii prmaxon oobemom 1 mi copepkut 10 Mr MmeroTpekcara.

Kaxnprii prnaxon oosemom 1,5 mit cogepxut 15 Mr meroTpekcara.

Kaxnprit ¢pakoH o6beMom 2 M1 conepkuT 20 M MeToTpeKcara.

Kaxnprit ¢pakon oobeMoM 5 Mt comepkuT S0 M MeToTpeKcara.

BcrnomorarenbHble BelecTBa, HAIMYME KOTOPHIX HAJO YYHTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npenapara: HaTpuit (cM. pasaen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

PacTtBOp 11 HHBEKITUH.

[Ipo3paunblii OT XKEATOTO JO OPAHKEBOr0 LIBETA PACTBOP.

4. KIMHUYECKHUE JTAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO

IIpenapat MeroTpekcar noka3aH K IPUMEHEHHIO Y B3POCIBbIX U JETEH 10 IIOKA3aHUSM:
e TpodobnacTuueckue Omyxoiu.

e Ocrtpsle J1eiiko3bl (0c00eHHO JTUM(POOTACTHBIN 1 MUEIOOIACTHBIA BapUAHTHI).
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e Heiiponelikemus.

e HexomxkuHCcKHE TUMGOMBI, BKIIOYas TUM(POCAPKOMY.

e Pak MoyI04HOM >Kene3bl, MIOCKOKJIETOUHBIM pak TOJOBHI U I, PaK JETKOro, pak KOxH, paK
KU MaTKH, paK BYJIbBBI, paK MHUIIEBO/IA, paK TOYKH, paK MOUYEBOTO ITy3BIPsl, PaK STUYKA, PaK
SMYHUKOB, paK MOJIOBOTO WiIEHA, PETUHOOIACTOMA, Me1yIo01acToMa.

e (OcreoreHHas capKkoMa M capkoMa MSITKHUX TKaHEH.

e ['puOOBHAHBIA MUKO3 (JIaJIEKO 3aIIEIINE CTAIUHN).

e Tspkenbie opMBbI IICOpUA3a, MICOPUATHICCKUN apTPUT, PEBMATOUIHBIA apTPHUT, FOBEHUJIbHBIN
XPOHUYECKHI apTPHUT, JEPMATOMHO3HUT, CUCTEMHAs KpacHas BOJYAHKA, aHKHIIO3UPYIOLIUI

CHOHAMIOAPTPUT (TIpH HEI(PPEKTUBHOCTH CTAHIAPTHOM TEpaIvn).

4.2. PexxuM 103MpOBaHNs U C1IOCO0 MPUMEHEeHUs!

MGTOTpeKcaT BXOIUT B COCTAaB MHOTHUX CXCM XUMHUOTCPAIICBTUYCCKOTO JICUCHUA, B CBA3U C YCM
npu BbIOOpE MYyTH BBEIEHUS, PEKHMMa M 103 B KaXJIOM HHIMBHIYaJIbHOM CIlyyae CIEAyeT
PYKOBOJICTBOBATBCS IaHHBIMU CIIELIUAIBHON JIUTEPATYPBHI.

HpenapaT MGTOTpeKcaT AOJDKCH Ha3HaYaTbCd BpaduoM, HMCIOIIUM OIIBIT TMIPUMCHCHUA
METOTpeKcaTa U 3HAKOMBIM C €r0 CBOHCTBAMU M OCOOCHHOCTSIMU JACUCTBUSL.

PesxuM 103upoBaHus

Tpoghobracmuueckue onyxonu

15-30 Mr BHYTPHUMBIIIEYHO, €KEJHEBHO B TE€UEHUE 5 THEH C MHTEPBAJIOM B OJHY WM Ooiee
Hezenb (B 3aBUCUMOCTH OT IPU3HAKOB TokcuuHoctn). Mnu 50 mr 1 pa3 B 5 aHell ¢ nHTEpBaJIoM HE
meHnee 1 mecsma. Kypcebl jedeHus: OOBIYHO MOBTOPSIOT OT 3 70 S5 pa3 10 CyMMapHOM 03Bl
300-400 mr.

Conuonvie onyxonu

B KOMOMHAIMM C JPYrUMM IIPOTHBOOMYXOJEBBIMU mpernapatamu 30-40 Mr/mM?> BHYTpPHBEHHO
CTpyiHO 1 pa3 B HEHEIO.

Jletikozvl u aumghomol

200-500 mr/m* myTeM BHYTpHBEHHOH uH(Y3uu 1 pas B 2-4 Hememu.

Heuponetikemus

12 mr/m? uHTpaTekanbHo B TeueHue 15-30 cexyna 1 uanm 2 pasa B HEJENIO.

Ilepen BBeneHHEM clleyeT NPOU3BECTH YAAJICHHE CIMHHOMO3IOBOH JKUAKOCTH B 00BEME,
npUOJIM3UTENIEHO PABHOM 00bEMY JIEKAPCTBEHHOTO CPEJICTBA, KOTOPOE MPEAIOIIAraeTCsi BBECTH.
I pubosuonsIll MUKO3

Bnayrpumsiieuno o 50 mr 1 pa3 B Hezelro Win 1o 25 Mr 2 pasa B HEZIeNI0 B TEUEHHE HECKOJIbKUX
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Henenb wiand MecaneB. CHIKEHHE O3Bl WK OTMeHﬁngﬁéﬂét;[; %EEQE@%E&QQE%TCH

peakiei naueHTa U TeMaToJI0THYeCKUMHU MOKa3aTeIsIMU.

Llepmamomuoszum

ITo 7,5-15 mr B Hemento. B pampHE#meM m03y CHUXAIOT 0 JOCTHOKCHHS HanOoyiee HU3KOU
3¢ exTUBHON 03Bl U MPUMEHSIOT AJIUTENBHO, MECSAaMHU, B KOMILJIEKCE C IMOJJIepPKUBaOIIen
J10301 TIIFOKOKOPTUKOCTEPOUIOB.

Cucmemmnas KpacHas 6on14anKa

B3pocasim 1o 15 Mr B Henemnto. Kypc neuenus 6-8 Henemnp, 3aTeM NPUMEHSIETCS MOIIePKUBAIOIIAS
71032 B TEYEHUE MHOTHX MECSIIEB.

Ilcopua3s u ncopuamuueckuii apmpum

3a Hemeno 0 Hayala JICYEHUsT PEKOMEHIYETCs BBECTH MapeHTEepanbHO TecT-103y 5-10 mr
METOTpeKcaTa JIJIsl BhISBJICHUS PEAKIIMH HETIEPEHOCUMOCTH.

PexoMennyemass HavanmbHasi no3a 7,5 Mr MeToTpekcara | pa3 B HEAENI0 BHYTPUMBIIICYHO,
BHYTPUBEHHO WJIM MOJKOKHO. J[03y clielyeT MOCTENEeHHO YBEIUYMBATh, IPU 3TOM MaKCUMaJbHas
n03a He JoJbKHA TpeBblmarh 30 Mr meroTpekcara B Hemenmro. OTBET Ha JIEYCHHE OOBIYHO
HacTymaer 4epe3 2-6 Hemenb Moclie Hadalla NpUMEHEeHus mnpenapara. Ilpu moctukeHuun
ONTUMAJIFHOTO KJIMHUYECKOro 3(QeKxTa HauMHAIOT CHUKEHHE J03bI JI0 JOCTIKEeHUs Haubolee
HU3KOH 3()(heKTUBHOM J03BI.

Peevamouonuiii apmpum

HavanpHast m03a OOBIYHO CcOCTaBisieT 7,5 MI' OOMH pa3 B HEACHIIO, KOTOpas BBOJIUTCS
OTHOMOMEHTHO BHYTPUBEHHO, BHYTPUMBIIIEYHO WM TOAKOXHO. g  JOCTHXKeHus
onTUManbHOTO 3PdeKTa HeAenbHas 1032 MOXKET OBITh MOCTEIEHHO MOBBIMICHA (IO 2,5 MT B
HEJIEJNI0), IIPU 3TOM OHA HE JIOJKHA MpeBbImath 25 Mr. OgHako, 10361, npesbimatonue 20 Mr B
HEJEN0, MOTYT OBITh CBSI3aHBl CO 3HAYUTENbHBIM YBEJIWYEHUEM TOKCUYHOCTH, OCOOEHHO
yrHeTeHueM (pyHKIMHU KOCTHOrO Mo3ra. Korja nocturaercst oNTUManbHbIM KIMHUYECKUH dh ekt
(oOpryHO uepe3 4-8 Hemenb TMOCIE Havajaa TEpanuu), CIeIyeT HAYWHATh CHUKCHHE J03BI JI0
JMOCTYOKEHHUST HauOoliee HU3KOW J(P(PEKTUBHON MoAnepKuUBaroImeld 103bl. OnTuMalbHas
JUIUTEILHOCTh TE€pAlMK HE YCTAaHOBJIEHA, B KaXKZIOM KOHKPETHOM cllydae JUIMTEIbHOCTh Teparnuu
OTIpEeIeIIIETCS BPAYOM.

Oco0ble rpyInel NAKUEHTOB

Tayuenmsi ¢ Hapywenuem hyHKyuu novex

[TanmenTam ¢ HapymieHHeM (DYHKIMH TTOYEK HEOOXOIMMa KOPPEKIHUs O3Bl B 3aBHCUMOCTH OT
KJIMpEHCca KpeaTuHWHa (MpU KIUpEeHce KpeaTuHuHaA Oosiee 80 MJI/MUH pPEKOMEHJIOBAHHYIO 03y
KOppEeKTUpOBaTh He TpeOyercs, TMpu KIUpeHCe KpeaTmHWHa paBHOM 80  MII/MUH

PEKOMEH/IOBaHHYIO /103y CIEAyeT CHU3UTh Ha 25 %, Ipu KIMpPEHCE KpeaTUHUHA PaBHOM
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60 MI/MHH PEKOMEHIOBAHHYI0 103y Mpenapara cieayer ciisnri-fd 3759 mpi Kapence

KpeaTuHUHa MeHee 60 MJI/MUH IPUMEHEHNE METOTPEKcaTa MPOTUBOIIOKA3aHO).
Tayuenmoi ¢ HapyuwieHuem QYHKYuU neveHu
VY nmnaunueHToB ¢ HapyuleHHeM (QYHKIMM TEYeHH Mpenapar MeToTpekcaT NPUMEHSIOT ¢
OCTOPOXKHOCTBI0. MeTOoTpekcaT Heb3si MPUMEHSTh MPU KOHLIEHTpalMu OUIUpyOHHA B IjIa3Me
6onee 5 mr/mt (85,5 MKMOTB/).
Tlayuenmur nodcunozo eospacma
[ToxxunpIM ManueHTaM MOXET MNOTPeOOBaThCS CHIDKEHHE 03 METOTpeKcaTa, IMOCKOJIbKY C
BO3pAacTOM yXyAlIaeTcs (PyHKLHS MeUYeHU U TOYeK, a TaKKe CHUXKAETCs cojiep kaHue oaaToB B
OpraHu3Me.

eTu
[Ipn mpuMeHEeHWH METOTpeKcaTa y JEeTe B KaueCcTBE MMMYHOCYIPECCHUBHOW Tepamuu (mpu
1icopuase, peBMaTOWJHOM apTPUTE, IOBEHIJIBHOM XPOHHYECKOM apTpUTE, JAEPMATOMUO3UTE U
CUCTEeMHON KpacHOW BOJYAHKE) CIIEyeT TIIATeIhHO PAaCCMOTPETh COOTHOIIEHUE TOJIb3a/PUCK
MPUMEHEHUS.
Heuponeiikemus
NutparexanbHo B TeueHue 15-30 cexynn 1 wnm 2 pasza B HeZeo.
Jlo3y moaOuparoT B 3aBUCUMOCTH OT BO3pacTa pebeHKa: AeTSIM B Bo3pacte 10 | roja Ha3HAYaloT
6 Mr, eTsaM B Bo3pacte 1 roga - 8 mr, netsM B Bo3pacte 2 jet - 10 mr, neTsam B Bo3pacte 3 JIeT U
crapuie - 12 mr. [lepen BBeaeHHEM CiieyeT NPOU3BECTH YAAIE€HUE CIIMHHOMO3TOBOM KUJIKOCTH B
o0beMe, MPUOIU3UTEILHO PAaBHOM 00BbEMY JIEKAPCTBEHHOTO CPEACTBA, KOTOPOE MPEITOIaraeTcs
BBECTH.
Jlepmamomuoszum
ITo 2,5-7,5 mr B Hexemto. B nmanpHeimieM 103y CHWXKAIOT O JOCTHXKEHHUs HanbOosee HU3KOU
3¢ exTUBHON 03Bl M MPUMEHSIOT AJTUTENBHO, MECSAaMHU, B KOMILJIEKCE C IMOJJIepPKUBaOIIEn
J10301 TIIFOKOKOPTUKOCTEPOUIOB.
Cucmemmnas KpacHas 6014aHKa
Io 7,5-10 mr/m>. Kypc nedenusi 6-8 Hemenp, 3aTeM NPUMEHSIETCA MOAJIECPKUBAIONIAS 7032 B
TE€YEHHE MHOTUX MECSIIEB.
FOsenunvnuvlll XxpoHuueckuti apmpum
V neteit 10 16 ner B goze 10-20 mr/m? 1 pas B Henemo. O6b1uHO 3G PeKTUBHOI 1030i ABIAETCS
10-15 mr/m? B Henenio. IlepBoHavaabHO Mpenapar NPUMEHSIOT B OJNOBUHHOM n03e. [Ipn ycnosun
XOPOILIEeH NEPEHOCUMOCTH Y€pe3 HENIEI0 MPUMEHSIIOT MOJHYIO A03Y. Y JeTel U MOAPOCTKOB MPHU
HEOOXOMMOCTH TIAPEHTEPATLHOTO BBEACHHUS Mperapara, BCIEACTBUE TOTO, YTO HMEIOIIHUECs

JaHHBIC I1I0 0e30macHOCTH BHYTPUBCHHOI'O BBCACHUA OI'paHUYCHBI, CICAYCT HUCIOJIb30BATH
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HO,I[KO)KHI)Iﬁ NI BHyTpPIMBII.HC‘IHBIfI IIyTb BBEACHUA.

Cnooco0 nnpuMeHeHus

[Ipenapar MetoTpekcaT B JIEKapCTBEHHOW (popMe pacTBOp A MHBEKIMHA MOXKET BBOJIUTHCS
BHYTPHUMBIILIEYHO, TOJKOXHO, BHYyTPUBEHHO, BHYTPHAPTEPUATBHO UIIM UHTPATEKAIBHO.

JInst ’HTpaTeKaNbHOTO BBEACHUS METOTpPEKcaT pa30aBisitoT A0 KoHueHTpanuu 1 mr/mi B 0,9 %
M30TOHUYECKOM PACTBOPE HATPHS XJIopuaa. BBOIUTh HHTpATEKaIbHO CIEAYET C OCTOPOKHOCTBIO.
[IpeBbiieHne peKOMEHIO0BAaHHOM 10361 IPU UHTPATEKATLHOM BBEJICHUU 3HAUUTEIIHHO MMOBHIIIAET
PUCK BO3HUKHOBEHUS BBIPAKEHHBIX MPOSBICHUA TOKCUYHOCTH.

Jossl mpemapara cBeime 100 Mr/mM> BBOAAT TOJBKO BHYTPHBEHHO KamenbHO! PacTBop

OpeBapuTeNbHO pa30aBisAioT 5 % pacTBOpOM JeKCTpo3bl. lIpM MpUMEHEHWH BBICOKHX 03

npenapara (Beime 100 Mr/m?) o6s3aTenbHO MOCHeAylollee BBEAEHHE Kamblus (ojiuHaTa. B
ClIy4a€ HHTPATEKAJIBHOTO IPUMEHEHUS METOTpPEeKcaTa MaKCHUMalbHas KOHLEHTpauus
METOTpeKcaTa He IOJIKHA MPEBBILATh 5 MI/MIL.

MetoTpekcar AJisl Tepanii peBMaTHYeCKUX 3200/1eBaHUIl WM 3200J1eBAaHUIT KOKH 10JIKeH
NPUMEHSATBLCS TOJBKO N0 CXeMe OMH pa3 B HeAelo!

HenpaBuiibHOe NpHUMEHEHHE METOTPEKCATa MOKeT NPUBECTH K Pa3BHTHIO CEPbe3HBIX
HexkeJaTeJbHbIX 9 deKToB, B TOM YHCJIE C JIeTAJbHbIM HCX0I0M!

OcCTOpOoXHO: HETH3s1 BBOAUTH KAJIBIU (POIMHAT UHTPATEKAIBHO!

Mepbi npedocmopodcHocmu, npunumMaemsle nepeo NpUMEHeHUeM npenapama uni npu pabome ¢ HUM

Nudopmarnus mo paboTe ¢ MUTOTOKCHYECKUMU TIperapaTaMu MpuBeieHa B pasnene 6.6.

4.3. lIlpoTuBONOKA3aHNUS

[Ipu mpuMeHEeHNH IO BCEM MOKA3aTeIsIM:

® TUIEPYYBCTBUTEIHHOCTbh K METOTPEKCATy W/WIM K JOOOMY M3 BCIIOMOTATENIbHBIX BEIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1;

® [oYeYyHas HEIOCTATOYHOCTh TSDKEJIOW CTEMeHM TSKECTH (KIMPEHC KpeaTMHHHA MeHee
30 MI/MUH TIpM NIPUMEHEHHMHM METOTpeKcaTa B HM3KuX 103ax (< 100 mr/m?) u modeuHas
HEJO0CTaTOYHOCTh CPEIHEH CTeNneHu TsHKEeCTH (KJIMpeHC KpeaTHHHHA MeHee 60 MJI/MUH) mpH
NpPUMEHEHHH METOTPEKcaTa B BRICOKHX 033X (> 100 mr/m?);

® TsDKEJble HAapyIIeHUs (QyHKIIMHM neueHH (KOHIEHTpalus OminpyorHa B rua3me oosee 5 Mr/amn
(85,5 MKMOIIB/));

® HapyLEHHUsS CO CTOPOHBI CHCTEMBbI KPOBETBOPEHMS B aHaMHe3€ (B YaCTHOCTH, T'MITOIUIA3US
KOCTHOTO MO3Ta, JIEHKOMEHHUs, TPOMOOILIUTONICHHS WIIM KIMHUYECKH 3HAYMMasi aHeMUs );

® TSDKEJbIE OCTPhIE M XPOHWYECKHE MH(EKIMOHHBIC 3a00JIeBaHMs, TaKue Kak TyOepKyle3 u

BUY-undexrus;
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®  BBIPAKEHHBI UMMYHOJEHUIUT;

e OEpEMEHHOCTB;

® [epHOJ KOPMJICHUS TPYIbIO;

® OJHOBPEMEHHOE MPUMEHEHUE METOTpeKcarTa B 103e 15 Mr/Hen u 6olee ¢ aleTHIICATUIIUIOBON
KHUCJIOTOM.

[Ipy npuMeHEeHUU MO NOKa3aHUIO «TshKenble (OpMbI TICOpHa3a, MCOPUATHUUECKHM apTpHT,

PEBMATOUIHBIM apTPUT, IOBEHUJIBHBIH XPOHUYECKHI apTpUT, AEPMATOMUO3UT, CHUCTEMHAas

KpacHasl BOJTYAHKA, aHKHJIO3UPYIONMUN CIIOHAUIOAPTPUT (MIpH HEAIP(HEKTUBHOCTH CTaHAAPTHON

TEpAaIuu)» JOTMOTHATEIHFHO MPOTUBOMOKA3aHO:

® CONYTCTBYIONIAsl BAKIIMHAIUS )KUBBIMU BaKIIMHAMU;

® 3JI0YNOTPeOJICHNE AIKOTOJIEM;

® 3BBl POTOBOWM IMOJIOCTH, SI3BEHHAsl OONIe3Hb kemymouHo-kumieyHoro tpakta (OKKT) B

aKTUBHOMH (a3ze.

4.4. OcoOble yKa3aHUs U MepPbI NPeTOCTOPOKHOCTH NPH MPUMEHEHUN

[TpUMEHSIOT C OCTOPOKHOCTHIO IPU HAJTMYUH Y TTAIIUEHTOB:

[Ipenapatr MeroTpekcar sABIseTCS UTOTOKCUYECKUM IPenapaToM, IO3TOMY B 0OpaIlieHuH ¢ HUM
HE0OXOAMMO COOTIOAATh OCTOPOKHOCTH (CM. paznen 6.6).

[lepen HazHaueHHEM MeETOTpeKcaTa CiielyeT yOequThCs B HaJUYUU BO3MOKHOCTH OINpeesieHuUs
TUIa3MEHHOW KOHIIEHTPAIUH IIperapara.

[IpuHrMas BO BHUMaHUE BO3MOXKHOCTh Pa3BUTHS TSHKEJBIX TOKCUYECKUX PEAKIIHid, B TOM YHCIIE C
JIeTabHBIM HCXO0/I0M, Bpau 00s13aH OIpOOHO MPOUH(POPMUPOBATH MAIIMEHTA O BO3MOXHOM PUCKE
¥ HEOOXOAMMBIX Mepax MpeI0CTOPOKHOCTH.

MertoTpekcaT, 0COOEHHO B CPETHUX M BBICOKHX JI033X, JIOJKEH IPUMEHATHCS TOJBKO Y MAIIEHTOB
C MOTEHLUAIBHO KU3HEYTPOXKAIOIIMMU 37I0Ka4eCTBEHHBIMH HOBOOOPA30BAHUSMHU.

Onucanpl ciydau JEeTalbHBIX MCXOJOB TOKCHMYHOCTH Ha (hoHE Tepamuu npenaparoMm. OTMeHa
METOTpeKcaTa He BCET/1a MPUBOJIUT K IOJTHOMY pa3pelIeHUIO HeKeTaTeIbHBIX PEaKIIHiA.
Be3onacHOCTh M MOTEHIMATbHbBIE TPEUMYIIECTBA IPUMEHEHHSI BHICOKUX /103 METOTpEKcaTa BHE
paMoK 0JI00pEHHBIX MMOKa3aHUI HE YCTAaHOBJICHBI.

B npomecce newyenus mnpemapaToM MeTOTpeKkcaT MAalMEHThl JOJDKHBI HAXOIUTHCS MOJ
THIATETbHBIM HAOIOJCHUEM C IENbI0 CBOEBPEMEHHOTO BBISIBICHUS MPU3HAKOB BO3MOXKHOIO
TOKCHYECKOTO JEUCTBUS W HeOmaronpusaTHbeIX s¢¢ektoB. Ilpm npumeHeHun mnpemnapara o
HEOHKOJIOTUYECKUM TIOKa3aHUSAM ClEAyeT OoOpaTuTh 0cob00e BHUMAaHME MAIlMEHTa Ha TO, YTO

npernapar NpUHUMAETCs He €XKEIHEBHO, a OJIMH Pa3 B HENENIO.

Crpanuna 6 u3z 39



COOTBETCTBYET SKCMEPTHOMY OTHETY
ot 23.12.2024 Ne 28437

N3-3a BO3MOXXHOCTH Pa3BUTHUS CEPHE3HBIX (U II TeHuHa@%:ﬂgﬁgﬁ%%E%&LﬂXj}:)Qélﬂunﬁ

METOTPEKCAT CJIENYET IPUMEHSATD TOJIBKO Y MTALIUEHTOB C TSKEIOU MEPCUCTUPYIOIIECH U BEAyIIEn
K MHBAJIMAM3anuU GOpMOH Ticoprasa, He MO IAI0IeHCs JICYCHUIO JPYTUMHU METOIaMH.

3a ManMeHTaMH, MOJYYalOUIMMH JICYEHHE METOTPEKCATOM, CIIEAyeT INPOBOJUTH TILATEIbHOE
HaOJIIOIGHUE C TEeM, YTOObl MOXKHO OBLIO BBISIBJIATH M OLCHMBATh IPU3HAKU BO3MOXHBIX

TOKCHYECKUX A(PPEKTOB WIN HEKEJIATSIBHBIX PEaKIi ¢ MUHUMAIBHOM 3aICPKKOM.

[epen Hauanom seyeHus mpernapaToM MeToTpekcaT WM NMPH BO30OHOBICHHUU TEPAINUU MOCTe
nepepriBa HEOOXOAMMO MPOBOIUTH KIMHUYECKHI aHaM3 KPOBHU C MOJCYETOM JICUKOLIUTAPHON
dbopMyIbl U KOJUYECTBA TPOMOOLIMTOB, OLEHUBATh aKTUBHOCTh «II€UEHOYHBIX» TpaHCaMHHa3,
KOHIIGHTpaluio OmnupyOrHa, anbOyMHHA MJIa3Mbl KPOBH, KOHLEHTPAIIMIO MOYEBOI KHCIOTHI B
IUIa3Me KpOBH, (DYHKIMIO TOYeK (a30T MOYEBHMHBI, KIMPEHC KpeaTHMHWHA W/WIU KpPEeaTWHUH
I1a3Mbl KPOBH), a TaKKe PEHTreHOrpapuueckoe UCCIIeJOBaHUE OpraHOB IrpyAHON KieTku. [lpu
HAJIMYUU KIMHUYECKUX TIOKa3aHUIl Ha3HAYaloT UCCIIeI0BAaHUS C LIeTbI0 NCKIIOUeHUsI TyOepKye3a
Y BUPYCHBIX T€IIaTUTOB.

Hasnauenue BBICOKHX 103 METOTPEKCATa BO3MOKHO TOJIBKO B CJIy4ae HOpMajbHOW KOHIIEHTpaluK
KpeaTHHHMHA B IUIa3Me KpoBU. Eciam oTMedaercs MOBBIIEHUWE KOHIIEHTPALUU KPEaTMHUHA, 1034
npernapara J0KHA ObITh CHHYKEHA, IIPU TOBBIIIEHUH KOHIICHTPAlMU KpeaTHHUHA OoJiee YyeM Ha
2 M/ IPpUMEHSATH Mpenapar He cleayer.

[Tepen koMOMHUPOBAHHON Tepanueil, BKIIOYAIOIICH JIEYCHHEe METOTPEKCATOM B BBICOKHX J103aX,
KOJIMYECTBO JIEWKOLIUTOB W TPOMOOIIMTOB JOJDKHO OBITh BBIIIE MHUHUMAJIbHBIX 3HAYCHUH,
YKa3aHHBIX B IPOTOKOJIE JiedeHHs (KoinuecTBO JiehkonuToB oT 1000 mo 1500/MK1, KOTUYECTBO
tpombormToB ot 50 000 o 100 000/mKi1).

Camblif HU3KHH YpOBEHb IIUPKYJIUPYIOMIUX JEUKOIIUTOB, HEUTPO(DUIOB U TPOMOOIIUTOB OOBIYHO
OTMedaeTcs B repuoa ot 5 10 13 gHel mocie BHYTPUBEHHOTO (B/B) MPUMEHEHHS METOTpEKcaTa
(c mepuogom BocctaHoBieHus oT 14 mo 28 nmueii). KonudecTBo JEHKOIMTOB W HEHTpO(DHIIOB
MOJKET MHOT/Ia CHUXKATbCs [1BA pasa: MEpBbIi pa3 uepe3 4-7 nHel, a BTOPOH pa3 MUHUMAaJIbHBIE
3HaueHUsl OoTMevaroTcs uepe3 12-21 nHell ¢ mocieayroluM BOCCTAHOBIEHHEM. Y IOXKHUIIBIX
MAI[MEHTOB OMHCAHO Pa3BUTHE MErajgo0JacTHON aHeMUU Ha (OHE MPONOIIKUTENILHON Tepanuu
METOTPEKCATOM.

B npomecce neuenus npenaparom MetoTpekcar (€:KeMecsiuHO B MEpBbIe 6 MECAIEB U HE Pexe,
yeM Kaxjaple 3 Mecsla B JajbHEHIeM, NpU TOBBILICHUM 03 Ieeco00pa3HO YBEIMYUBAThH
4acTOTy 00CIIeIOBaHUI) TIPOBOIAT CIIEIYIONINE UCCIICTOBAHMS:

1. OGcnenoBanye pOTOBOM MOJOCTH U TJIIOTKH JIJISI BBISIBIICHUSI U3MEHEHUN CITU3UCTHIX 000JI0YEK.
2. AHanu3 KpOBH € OIpeIeNICHUEM JIEHKOIIMTAPHOH (hOpMYJIIBI i KOJIMYeCTBAa TPOMOOIIUTOB. Jlaxe

Ipu NpuMCHCHUU B OOBIYHBIX TCPANICBTUUYCCKUX J03aX MCTOTPCKCAT MOXKCT BHC3AIIHO BbI3BATH

Crpanuna 7 u3z 39



COOTBETCTBYET SKCMEPTHOMY OTHETY
ot 23.12.2024 Ne 28437

YrHETEHHE KpOBETBOpEeHUsA. Bo BpeMs edueHus MCTOTpéQ%Bﬂ%?&TTI%E%&;gJ R:Qr;l'éil&oﬁ

OT €KEIHEBHOM 710 OZHOTO pa3a B HEJEI0) KOHTPOJIMPOBATH MTOKa3aTean 00IIero aHaan3a KpoBH,
BKJTIOYAs JICHKOIMTApHYIO (OpPMYNly M KOJMUYECTBO TPOMOOLMTOB. B ciydae 3HauUMTENHHOTO
CHI)KEHMSI KOJMYECTBA JIEHKOIMTOB WJIM TPOMOOLMTOB JieUeHHE TMpenaparoM MeroTpekcar
HEMEIJIEHHO MNpPEeKpallaloT M Ha3HA4YaloT CHMIITOMATUYECKYIO IMOJAJEPKUBAIOIIYIO TEpamuio.
[TaneHTHl TOMKHBI OBITH MPOMHCTPYKTUPOBAHBI O HEOOXOJMMOCTH HEMEUIEHHO COOO0IIATh
Bpady O JIOOBIX MPU3HAKAX M CHMITOMAX, CBUICTEIHCTBYIOMIMX O pa3BUTHH WHGpekuuu. [Ipu
COMYTCTBYIOIIEH WJIM paHee MPOBOJUBIICHCS TEpanud TeMaTOTOKCUYHBIMU TpernaparaMu
(manmpumep, nedIYHOMHIOM), JIYYEBOH Tepamuu HEOOXOJAMMO BHHMATEIBHO CIEAUTh 3a
KOJINYECTBOM JIEHKOIIUTOB W TPOMOOIMTOB B KpoBU. [Ipy HEOOXOIMMOCTH IenecooOpa3Ho
BBINOJIHEHHE OMONICHH KOCTHOTO MO3Ta.

3. OyHKIWOHANBHBIE TICYCHOUYHBIE mMpoOkl. Ha QoHe mNpoAOKUTENHPHOTO TPUMEHEHUS
METOTpeKcaTa BO3MOXKHO  DPa3BUTHE OCTPOrO TremaTHUTa U SIBICHUHW  XPOHUYECKOMH
renaTtoToKCUYHOCTH (pubpo3 u muppo3 mnedenun). Ocoboe BHUMAHHE HEOOXOAMMO YACNSATH
BBISIBJICHHIO ITPU3HAKOB MOBPEXKICHUA TeueHH. Jleuenue mpenaparom MeToTpekcaT He cielyer
HAYMHATh WM HEOOXOIMMO MPUOCTAHABIMBATh B Clyuyae BBISBICHUS OTKJIOHEHUN Pe3yiIbTaToB
(GYHKIIMOHAJIBHBIX MMEYECHOYHBIX TECTOB WM Ouoncuu nedenu. Ha ¢one Tepanuu npenaparom y
13-20 % mnanuenToB Habmomaercss 2-3-KpaTHOE TPAH3UTOPHOE TIOBBIIICHWE AKTUBHOCTHU
«MIEYCHOYHBIX» TpaHCaMHUHAa3, 4Yalle Bcero, OeccumnToMmHoe. Kak mpaBuio, 3TO He sBIsSeTcs
MOBOJIOM JIJIsl K3MEHEHUS CXEMBI JIEUeHHsI, OOBIYHO MOKA3aTeIN HOPMAJIM3YIOTCS B TEUEHHUE BYX
HeJZIeNb, TI0CTIE YEero JIeUeHUe Mo PEIICHUIO Bpaya MOXeET ObITh BO300HOBIEeHO. OJTHAKO, B Cllydae
BBISIBJICHHUSI CTOMKOTO TOBBINICHUST AKTUBHOCTH «II€YCHOYHBIX» TpaHCAMHHA3 HEOOXOIMMO
CHIDKEHHME 03Bl MJIM OTMEHa JiedeHHs mpenaparom MeroTtpekcaT. [lockonbKy MeToTpekcar
OKa3bIBAaeT TOKCHYECKOE JCWCTBHUE Ha IMEYeHb, B MEPUOJ JICUCHUS MpEenaparoM He clieyer 0e3
SBHOM HEOOXOJUMOCTU MPHUMEHSTHh JAPYrUe TelnaTOTOKCUYHBIE MpernapaThl. Takxke clieqyer
u30eraTh UM CUJIBHO CHU3UTH NOTpebsieHue 3tanona. Oco6eHHO BHUMATENbHO KOHTPOJIUPOBATh
AKTUBHOCTh «IIE€UYECHOYHBIX» (PEPMEHTOB CIEAYeT y MAIMEHTOB, MMOJIYYalOMIUX COMYTCTBYIOIIYIO
TEpanuio JPYrUMH TIeNaTOTOKCMYHBIMH M T'€MAaTOTOKCHYHBIMH IpernapaTamMu (B YacTHOCTH,
neITyHOMHUIOM).

B crnydae mpomoKUTENBHOTO JIeUeHHUs, OCOOEHHO TsKeNbIX (opM TIcopuasa, BKIOYAs
NICOPUATUYECKUNA  apTPUT, BCJIEACTBUE  BO3MOXKHOIO  TEMAaTOTOKCHYECKOTO  IeHCTBUSA
METOTpeKcaTa, yYuThIBasi, YTO PUOPO3HBIEC U/WIIK IUPPOTUUECKUE U3MEHEHUSI MOTYT Pa3BUBATHCS
Ha (hOHE HOPMAJTILHBIX ITEYEHOYHBIX MPOO, OMOTICHS TTIEeYEeHU HEOOX0IUMA B CIEAYIOIINX CIydasX:
1. V nanuenToB 6e3 (pakTopoB puCKa 10 TOCTUKEHUS CYMMapHOW KyMyJIsITUBHOM 10361 1,0-1,5 T

OUOIICHS IEUYEHU HE MMOKA3aHa.
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2. Ha done mnpucyrctBusi Takux (akTop pHCKﬁU':k%QE%%%%%TM%eM,

NEPCUCTUPYIOIIEE TIOBBIIICHUE AaKTUBHOCTU «IIEYCHOYHBIX» TpPAHCAMUHA3, XPOHUYECKHM
BUPYCHBII TelaTHT, CeMEHbII aHaMHe3 3a00JIeBaHuUs MIEYEHH, a TAKXKe JIJIs MAIlEeHTOB C MEHEe
3HAYUMBIMH (aKTOpaMH PUCKA, TAKMMHU KaK caxapHbIil JHadeT, OKUpeHHEe, aHAMHECTHYECKHE
JIAHHBIC O BO3JICUCTBHM TEMAaTOTOKCHYECKUX JIEKAPCTBEHHBIX CPEICTB/XMMUYECKUX BEIIECTB,
Ouorncus TeueHH JOJDKHA ObITh BBIMOJHEHA uepe3 2-4 mecsma mocie Havana jedeHus. [locie
JOCTHKEHUSI CYMMapHOH KyMyJsiTUBHOU 1036l B 1,0-1,5 r pekomMeHyeTcsi MOBTOpHAs OMOTICHS
HICYCHU.

3. buoricus nedeHn He MOKa3aHA y MOXKHMIIBIX MAMEHTOB; y MAMEHTOB C AKTUBHBIMU OCTPBIMH
3a0oneBaHUAMU  (HAmpuUMep, JbIXaTelIbHOM CHCTEMBI); Yy MAIMEHTOB C  HaJIUYHEeM
IPOTHBOINOKA3aHUN K OMOIICHU Te4YeHU (Hampumep, HecTaObuibHas TeMOJUHAMUKA, U3MEHEHHE
HapaMeTpoB KOAryJlorpaMMbl); y TAIEHTOB C HEOJArONPHSATHBIM MPOTHO30M B OTHONICHHUHU
HPOJODKUTEIBHOCTH KWU3HU. Eciam mpu OMOINCHM TIeYeHW BBIABISIIOTCS TOJBKO H3MEHEHUS
HeOoubII0# BeipaxkeHHOCTH (cTenensb I, I nmu [1a mo mkane Roenigk), BO3MOXXHO MPOAOKEHHE
TEpanuy METOTPEKCATOM IPH YCIOBHH THIATEIHHOTO HAONIOJCHHS 32 COCTOSIHMEM MalMeHTa.
[Ipenapar gomKeH OBITh OTMEHEH B CIIy4ae BBISABICHUS yMEPEHHBIX WIIM BBIPAKCHHBIX H3MEHEHNH
(IITb u IV crenens no mikane Roenigk), nunu B ciiydae oTka3a OT OMOICHH IEUYCHU TAIUCHTA, Y
KOTOpPOro  HaOJIOMaeTcsl MEepCUCTUPYIOIIEee  TOBBIUICHHE AKTUBHOCTH  «II€YEHOYHBIX)
TpaHcaMHHa3. B ciydae BBISBICHHS yMepeHHOro (GpulOpo3a MM IUppo3a MEYEHH METOTpeKcar
JOIDKeH OBITh OTMEHEH, B ciydae (uOpo3a MUHMMAJIBHON BBIPAKEHHOCTH PEKOMEHIYETCS
HIOBTOpHAsl OWOICHS TeYeHH 4depe3 6 MecsieB. Takue M3MEHEHHS, KaK >KHPOBast TUCTPOGUS
NIEUYEHU WM CJ1a00 BBIPAKEHHOE BOCMAJICHHE MOPTAIbHBIX BEH SIBISIOTCS JAOCTATOYHO YaCTOU
HAXOJKOH MpH OWOICHU MEYCHH Yy MAIMEHTOB, MOJYYAIOIIUX METOTpeKcaT. XOTS BBISBICHHE
TaKMX W3MEHEHUH, KaK TpaBWIO, HE SBIAETCA IIOBOAOM JUIS TPHHATHS PpEIICHHS O
HEeIeneco00pa3sHOCTH WM OTMEHBI TEPAaIui METOTPEKCATOM, CIeTyeT cOOII0IaTh OCTOPOXKHOCTh
NP JICYCHUU TaKHUX MMalMEHTOB.

4. OyHKIHMOHAIBHBIE MOYEYHBIE MPOOBI W HccieAoBaHMEe Moud. [lOCKOJBKY mpemapar
MeroTpekcaT 3KCKpETHPYETCsl NMPEUMYIIECTBEHHO IOYKaMH, y TAIMEHTOB C HApYIICHUSAMH
(GYHKIMM TOYeK MOXKET HaOII0JaThCs HOBBIIICHNE KOHIICHTPAI[MHA METOTPEKCaTa B IIa3Me KPOBH,
CIIEZICTBUEM YEro MOTYT OBbITb TsDKENble HeXenaTelbHble peakuud. KOHTpoiab ypoBHs
KpeaTHHUHA, MOYEBUHBI U AJIEKTPOIUTOB PEKOMEHIYETCSl IPOBOJAUTH B JHU 2 U 3, 0COOEHHO BO
BpeMsl JICUYCHHS METOTPEKCAaTOM B BBICOKMX J03aX, JUISI pPaHHEW JMArHOCTHKH HENU30eKHOTOo
HapyIIEHHUs YKCKPEIMN MEeTOoTpeKcara. Ecian mMeroTcs Mpu3Haku HapymeHHs (QYHKIHH MOYEeK
(HampuMep, BEIpaKEHHbIE HeXKeaTeIbHbIe PEaKIH MPEeIIeCTBYIONIEH Tepanuu METOTPEeKCaTOM

WM HApPYHMICHUC TIPOXOAUMOCTH MOYCBBIBOAAIINX HYTeﬁ), CJICAYCT OIPCACIUTL KIUPCHC
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KpeaTUHHHA. JledeHne MEeTOTpPEeKCaTOM B BBICOKHUX no@gl:gjﬁ%%@gﬁﬂgqgﬁh%[g 'tom

cllydae, eclii 3HaueHUE ypOBHS KpeaTHHWHA HAXOAWTCS B TUANA30HE CTAHIAPTHHIX 3HAYCHHIA.
Ecnu ypoBeHb kpeaTHHUHA TIOBBIIICH, JT03Y CIIEAYeT CHU3HTD; JICYCHHE METOTPEKCATOM B CPETHHUX
M BBICOKHX 103aX (> 100 mMr/m%) He cieyeT MpoBOAUTH NPH 3HAYEHMSX KIMPEHCA KpeaTHHUHA
< 60 mu/muH (cM. pazaensl 4.2 u 4.3). [IpumeHenne MeToTpekcaTa He cieayeT HaduHaTh pu pH
moun < 7,0. HeoOxo1uMo OIleHHBaTh MOIICIAYMBAHIE MOYU B T€UCHHUE KAaK MHHIUMYM ITEPBBIX
24 4 moce Havyana BBEJEHUS Iperapara ¢ mocleayomuM KoaTpoieM pH (mpu 3HaYeHHSIX BEIIIIE
WJIM PaBHBIX 6,8).

Jledenne MeTOTpekcaToM B HH3KMX g03ax (< 100 mr/m?) He clielyeT NPOBOAMTH MpH
KOHIIEHTPAIIUU KpeaTHHUHA B CHIBOPOTKE KPOBHU BBIIIE 2 MI/AJ U YPOBHE KpEeaTMHUHA B IIa3Me
kpoBu < 30 mu/mMuH. [Ipu morpaHUYHBIX ypOBHSX (PYHKIHMH TMOYEK (HAPHUMEp, Y MAICHTOB
MOXKMJIOTO BO3pacTa) HaOJ0ICHUE JOJKHO OBITh TIIATEIBHBIM. DTO OCOOCHHO BaKHO B CIydae
COMYTCTBYIOIIEH  Tepaluyd MpernapaTamMH, CHIDKAIONIMMHM  3KCKpELUHMI0O  METOTpeKcara,
OKa3bIBAIOIIMMH HEOJaronmpusTHOe JEHCTBME HA TOYKA (B YACTHOCTH, HECTEPOUIHBIMHU
npoTuBoBOcHanuTeNbHbIMY Ipenapatamu (HIIBII)) nnu Ha cuctemy kpoBeTBopeHMs. OnucaHsbl
CIIy4ad Pa3BUTHS TSHKENBIX HEXENaTeNbHbIX peakiuid y nmauueHToB, npuHuMasiux HIIBIT na
dboHEe Tepanmuu METOTpeKcaToM (O0COOEHHO, B BBICOKMX J103aX), BKJIIOYAs CIIy4aWl Pa3BUTHUS
TSDKEJIOTO YTHETEHHS KOCTHOMO3TOBOTO KPOBETBOPEHUS, AINIACTUYECKOW aHEMUU, TOPaKCHUS
KKT u neranbHOro ucxoja.

Bo Bpemst uHdy3un MmeroTpekcata cieAyeT TakkKe KOHTPOJIUPOBATH IKCKPEIMI0 MOYU U €€
sHauenne pH. JIyiss CHMKEHUS TMOYEYHOW TOKCHUYHOCTH W B IHENIAX MPOPUIAKTHKH TMOYECYHOU
HEJOCTATOYHOCTH TPHU JICUEHUU METOTPEKCATOM B BBICOKHX J03aX aOCONIOTHO HEO0OXOIUMO
JIOCTaTOYHOE BHYTPUBEHHOE OOECTeUeHUE >KUIKOCThIO M MoAmenadynBanue moun (pH > 7).
JleueHne METOTPEKCATOM MOXET yXyIIIaTh (PYHKIMIO MOYEK C MOBBIIIEHHEM OMNpPEIEIeHHBIX
71a00paTOPHBIX TMOKa3areneil (KpeaTWHWHA, MOYEBUHBI, MOYEBOW KHCIOTHI B CHIBOPOTKE), YTO
MO>KET MPUBECTU K OCTPOH MOYEYHOU HEAOCTATOYHOCTH C ONUTypUeH/aHypuen. ITo, BEPOSTHO,
00YCIIOBJICHO OCaXJICHUEM METOTPEKCaTa M €0 METa0OIMTOB B TOUCYHBIX KaHAbIIAX.

5. O0OcnenoBaHue ObIXaTelIbHONW cucTeMbl. He00X0aMMO BHUMATEILHO CIEAUTH 38 CUMIITOMaMM
BO3MOXXHOTO pa3BUTHUS HapylleHUH (QyHKIMM JIerKuX M, NpU HEOOXOAWMOCTH, Ha3HA4aTh
COOTBETCTBYIOIIINE UCCIETOBAHUS ISl KOHTPOJIST PYHKIMH JIeTKUX. [[osBIIeHUE B TEPUO/T JICUCHUS
npemapatoM  MeTOTpeKcaT  COOTBETCTBYIONIEH  CHUMITOMATHKH  (OCOOCHHO  CYyXOro,
HENPOAYKTUBHOIO  Kallis) WM  pa3BUTHE  Hecnenupuyeckoro MHEBMOHHMTA  MOTYT
CBUJICTENLCTBOBaTh O TMOTEHIHMAIBHON OMAaCHOCTH MOpaXeHUs JeTKHX. B Takux ciydasx
npernapar MeToTpekcar ciieyeT OTMEHUTh U MPOBECTH TIHIATEIhLHOE OOCIIeOBaHKE MAIHCHTA.

XOoTs KIMHHYECKas KapTuHa MOKCT BapbHUPOBATH, B TUIIMYHBIX ClIydadX, KOoraga CUMIITOMBI CO
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CTOPOHBI JBIXaTeNIbHOM CHCTEMbI BBI3BAHBI HpHMé&g&%%@ME%%CE%Q&LETCH

NOBBIIIIEHUE TEMIeEpaTypsl Tena, olliee HeJoMoraHue, 0ojb B TPYJHOH KIETKE, Kalelb C
OJIBILIIKOM, THITIOKCEMHs, a TAKXKE JIETOYHbIE MH(DUIbTpAThl HA PEHTTEHOBCKUX CHUMKax. [lpu
OMOICUU JIETKUX OIpPeNesUINCh pa3InyHble U3MEHEHUs (HalpuMep, UHTEPCTULIMATIBHBIA OTeK,
MOHOHYKJI€apHble MHQWITPAThl WK TpaHyjieMa 0e3 Ka3eo3Horo Hekpo3a). [lopaxkeHue nerkux,
BbI3BAHHOE INPUMEHEHUEM METOTPEKCaTa, MOYKET BO3HUKATH BHE 3aBHCHUMOCTH OT JaBHOCTHU
IPUMEHEHHUS IIperapara, UCIoIb3yEMbIX 103 (OIUCaHBbI CIydan pa3BUTHS IOPAXKEHUS JIETKUX IPU
NPUMEHEHWH METOTpeKcaTa B HM3KHX J03aX, B TOM 4ucie 7,5 mr/Heaemo). Kpome Toro,
C000111a7I0Ch O BHYTPHAIBBEOISIPHOM KPOBOM3IMSIHUM MPHU UCIOIB30BaHUU METOTpeKcara Mpu
PEBMaTOJIOTUYECKUX U CBSI3aHHBIX NOKa3aHUAX. JlaHHas HE)KenaTeNlbHasl PEaKLUs TakKe MOXKET
OBITH CBSI3aHA C BACKYJIMTOM U IPYTMMHU COIYTCTBYIOLIMMHU 3a0oeBanusmMu. [1pu mogo3pennn Ha
BHYTPHAJIBBEOJIIPHOE KPOBOUBIIUSHHUE CIENAYET PACCMOTPETHh BONPOC O CPOYHOM MPOBEICHUHU
oOcreoBaHus AJIsl TOJTBEPKACHUS TUarHo3a.

I[Ipu nuddepeHnuanTbHOW IUArHOCTUKE CIIEAYeT HUCKIIOUUTh HHQPEKIHMOHHYIO TMPHPOLY
3aboneBanusa. Ha ¢oHe Tepanuu METOTpeKcaTOM BO3MOXKHO Pa3BUTHE MOTEHIIMAIBHO OMACHBIX
(BIUIOTH 10 JIETAJIbHOTO KCXOJ1a) OMMOPTYHUCTUYECKUX MH(EKIUH, BKIIOYas MTHEBMOLMCTHYIO
IIHEBMOHHIO. B ciydae pa3BUTHSI CHMIITOMOB CO CTOPOHBI JIBIXaTE€JIbHOM CHUCTEMBI y IMAlMEHTAa,
MOJIyYaIOLIETO METOTPEKCAT, CIEAYeT HCKIYUTh I[THEBMOHUIO, BBI3BAHHYIO Pneumocystis
Jirovecii.

B cnydae yBenmdueHHs 03Bl IIpenapara 4JacToTa 06CJ'ICI[OBaHI/II\/'I JOJIDKHA OBITh YBCJINYCHA.

Bcnencreue uMMyHOIETPECCUBHOTO JEHCTBUS METOTpEKCaTa HEOOXOJMM OTKa3 OT UMMYHHU3alluU
(ecmu oHa He ofOOpeHa BpadyoM) BO BpeMs JIEUCHHS TMpEnaparoM W B HHTEpPBAIEC OT 3 N0
12 mecsnieB nocine 3aBeplieHus pueMa Mpernapara; 4ieHaM CEMbH MallueHTa, TPOKUBAIOIINM C
HUM, CJelyeT OTKa3aThCsi OT MMMYHH3alUU MEePOpPAIbHON BAKIMHOW MPOTUB IMOJTHOMHUENINTA
(mauuenty cnenyeT wu30eraTb KOHTakTOB C JIIOAbMH, I[OJYYHMBIIUMHU BaKIUHY MPOTUB
MOJIMOMHUEIIUTA, WJIM HOCUTD 3aIIUTHYIO MACKY, 3aKPBIBAIOIIYIO0 HOC U POT).

Takxe BCIEACTBHE BO3MOXKHOTO BIUSIHUS METOTpPEKCaTa Ha MMMYHHYIO CHUCTEMY BO3MOXKHO
UCKaXEHUE pEe3yNbTaTOB OIEHKU A(PGEKTUBHOCTH BAKUMH U TECTOB (MMMYHOJIOTMYECKHE
MPOLEAYPHI A PETUCTPALUN UMMYHHOH peakiuu).

Ecniu Ha (oHEe Tepamuu METOTPEKCATOM OTMEUAIOTCS SIBIICHUS CTOMATHUTa WIH JHUAPEH,
KPOBOXapKaHbs, MEJICHBI WM TMOSBICHUS MpUMeEcei KpOBU B CTylle, HEOOXOIUMO HEMEIJICHHO
OTMEHUTH TMpenapar BCIEACTBHE BBICOKOIO pHUCKAa Pa3BUTHS NOTEHUUATIbHO JIETAIbHBIX
OCIIO’)KHEHUH, TAKMX KaK FreMOpparndeckuil SHTEPUT U MPOOOIEHUE CTEHKH KUIIIEYHHUKA.

Takue CHUMIITOMBI, KaK JIMXOpajka, 00Jb B TOpPIE, TPUIIIONOI00HBIE CUMITOMEBI, U3bS3BICHUE

CIIM3UCTOW  OOOJIOUKM TIOJIOCTH PTa, BbIpaXKeHHas oO0mas c1abocTh, KpPOBOXapKaHbE,
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reMoppartueckas Chillb MOTYT OBITb TIp /:[BeCTHﬁEH;'/fI:I-l IE;&;?B%ITILEHRH%H&;E%{HHX

OCJIOKHEHUH.

[Ipu BBISIBIEHNH y MallMEHTa COCTOSHUM, NPUBOIAIIMX K HAKOIJIEHUIO 3HAYMMOI'O KOJUYECTBA
KUAKOCTU B TMOJIOCTSX Tena (THIPOTOPaKC, acluT), Y4YWThIBas YIJIMHEHHWE Mepuoia
MOJIYBBIBEJICHU IIpenapara y TakuX MNalUEHTOB, TEpaIUIo0 NpenapatoM MeToTpekcaT ciaeayer
IIPOBOAMTH C OCTOPOKHOCTBIO, IEPE Ha4aJIOM TE€pPAIUM KUIKOCTh CIEIyEeT IBaAKyUPOBaTh IIyTEM
JPEHUPOBAHMS, JINOO OTKA3aThCS OT MPUMEHEHUS Mpenapara.

Oco0y1o OCTOPOXKHOCTH ClIelyeT cOOII0AaTh MPHU JICYCHUH MAllMEHTOB C MHCYJIWH3aBUCHUMbBIM
caxapHplM JuabeToMm, TaK Kak ONHMCAaHbl Cllydad pa3BUTUSA LUppo3a TMedYeHu 0e3
IPEILIECTBYIOLIETO OBBIIIEHHS] aKTUBHOCTH «II€YEHOYHBIX)» TPAHCAMUHA3.

Kak u npyrue nutoTokcudeckue npenaparbl, METOTPEKCAT MOXKET BbI3bIBAaTh PA3BUTHE CUHAPOMA
JU3MCAa  OMYyXOJW Yy TMAalMeHTOB €  HMHTEHCHBHO  PACTYIIMMH  3JI0KQ4€CTBEHHBIMH
HOBOOOpazoBaHUsAMU. [[nsi mpenoTBpalieHUs] Pa3BUTHS JAHHOTO OCJIOXKHEHHUS HEOO0XOIUMO
IpEeIIPUHUMATDh COOTBETCTBYIOIINE MEPHI IIOJEPKUBAIOLIEN Tepanuy.

IIpuMeHeHne METOTpEKCaTa B COYETAHUH C JIy4EBOM Teparued MOXKET IIPUBOJUTD K IIOBBIILIEHUIO
pUCKa pa3BUTHS HEKPO3a MATKUX TKAHEH UM OCTEOHEKPO3a.

Cnenyer 0COOEHHO TIIATEIHHO KOHTPOJMPOBATH COCTOSIHME MAIMEHTOB C IMPEALIECTBYIOIIEH
JTY4eBOHM Tepamuei, a Takke HapYIICHHBIM OOIIMM COCTOSIHMEM. Jleruaparaiusi TakKe MOXKET
NOTEHLIMPOBAaTh TOKCHUYECKOE JAEHCTBHE mpernapara MeroTpekcar, MO3TOMY IpH pa3BUTUU
COCTOSTHUH, KOTOPbIE€ MOTYT MPUBECTH K Pa3BUTHUIO JeTUIpaTaluu (BIpaKeHHAs pBOTA, JUapes),
TEpaNUI0 METOTPEKCATOM CIIEIYET MPEPBATH 10 Pa3PELICHUs] 3TUX COCTOSHUM.

Onucanbl ciy4ad pa3BUTHUA JeWKOdHUIe(daronaTud y MAIMEeHTOB, IOJYYalolIUX TEparnuio
BBICOKMMH JI03aMH METOTpPEKCaTa, B TOM YMCIIE TIEpOPAIbHO, B COYETAHUH € KalbLUs (POTMHATOM
(6e3 mpenmecTByIoMIEH Ty4yeBOr Tepanuu Ha 00JacTh TOJIOBHI).

[Ipy mpuMeHeHHH METOTpeKcaTa MO MOBOJXY OCTporo auMdosieiKko3a MOMKET OTMedaThCs
NosBIICHHE OOJHM B JICBOW AMMracTpajbHOW 00JAaCTH, BCIEICTBUE PA3BUTHS BOCHAIUTEILHOTO
npoliecca B KarcyJlie celie3eHKU Ha (DOHE paciiaia OMmyXoJIeBbIX KIETOK.

Pekomennyercs mnpepBarh JiedeHue IpenapaToM MeToTpekcar 3a  OQHY HENENI /10
XUPYPrU4eCcKOro BMEIIaTeNIbCTBAa M BO30OHOBUTH Uepe3 OJHY WM JIBE HEAEH MOCTe ONEepaltH.
Crnenyer cobmogaTb 0COOYI0 OCTOPOKHOCTh NMPU MPUMEHEHWH METOTpEeKcaTa y MAIMEeHTOB C
aKkTUBHbIMM MH(pekuusmu. [IpuMeHeHHe MeTOTpekcaTa Yy MAlUeHTOB C CHHAPOMOM
UMMYHOe(HUITMTA TPOTUBOIIOKA3aHO (cM. paznen 4.3).

[Ipu moBeimenun Temmneparypsl Tena (6onee 38 °C) snuMuHAIMA METOTpeKcaTa 3HAYUTEIBHO
3aMeUISETCSL.

MeToTpekcaT MOKET MOBBIIIATH PUCK PA3BUTHSI HOBOOOpA30BaHUH (TJIaBHBIM 00pa3oM JTUMQPOM).
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HewacTo coOBMIATOCH O Pa3BUTHH 370KAYeCTBEHHBIX . NHNOM LY CAIFCHTOR, ~HOHyHArOIIX

METOTPEKCAT B HU3KUX J03aX. B Takux ciydasx mpemnapar ciaeniyeT OTMEHUTh. Eciau cioHTaHHO!
perpeccuu TuMQpOMBI He HAOII01aeTCs, Ha3HAYAI0T COOTBETCTBYIOIIYIO TEPAIHIO.

N3yuaeTcss MCHONb30BaHUE PEKUMOB C BBICOKOW JI030M IS JICUEHHUS HOBOOOpA30BaHWM BHE
0J100peHHBIX MOKa3aHMil; TepaneBTHYECKas M0JIb3a HE JOKa3aHa.

Coo001manoch 0 BO3HUKHOBEHUHU TSKEJIBIX, HHOT/Ia CMEPTENIbHBIX KOXKHBIX PEaKLUi, TaKUX Kak
cunapom CrtuBeHca-/[P)KOHCOHA U TOKCUYECKUI AIUAEpMaNIbHBIN HeKpoan3 (cunapom Jlaitenna),
MOCJIe OJJHOKPATHOTO WJIU JJTUTEILHOTO IPUMEHEHUSI METOTpeKcaTa.

Ha ¢one npumeHeHuns: MeToTpeKcaTa MOBBIILIAETCS BEPOSITHOCTh PA3BUTHS A€pPMATUTA U 0)KOTOB
KOXKHBIX TOKPOBOB IMOJ JCHCTBHEM CONHEYHOro H yibTpaduoneroBoro (Y®) obnydenus. He
ClIeZlyeT MOJBEpraTh HE3AIIUIICHHYIO KOXY CIHMIIKOM JIUTEIFHOMY COJHEYHOMY OOIYYEHHUIO
WIN 370ynOoTpeOasaTh Jammoi Y D-o0mydeHus (Bo3MokHa peakuusi GHOToCeHCHOUIu3anum). Y
MaIMEeHTOB C TICOPUA30M BO3MOKHO 00OCTpeHue 3a0oaeBanus Ha (pone Y D-001yueHus BO BpeMs
JIEYEHUSI METOTPEKCATOM.

[Ipu Tepanuu BBICOKMUMH [03aMH BO3MOXHO BBINQJIEHUE OCaJKa METOTpEKcaTa WM €ro
MeTaboNUTOB B MOYEUHBIX KaHajibllaX. B Takux ciydasx B KadecTBe MPO(HUIAKTUKH JaHHOTO
OCIIO’)KHEHUSI PEKOMEHYeTCsl MpoBeeHne MHPY3MOHHOM Tepanuu U 3aleladuBaHusl MOYH 10
noctxeHus pH 6,5-7,0 mocpencTBoM mepopanbHOTo (5 TabieTok mo 625 Mr kaxaple 3 yaca) Win
BHYTPHUBEHHOT'0 BBEICHUS HAaTpus OMKapOoHaTa iy anerasoiamua (500 Mr mepopaibHO YeThIpe
pasa B CyTKH).

Ha ¢one Tepanuu MeToTpekcaToM BO3MOXKHO OOOCTPEHHE XPOHUYECKOIO0 BUPYCHOIO remaTrura
(peakTuBanus Bupyca renatuta B wim C) ¢ BO3MOXXHBIM JICTaIbHBIM UCXO0M. TakKe ONuCaHbl
Cllydal peakTHBallMM BUpyca rematura B mocie oOTMeHbl MeToTpekcata. B ciydae
HEO0OXOUMOCTH Ha3HA4YeHMs MpernapaTta MalueHTy ¢ aHaMHE30M BHUPYCHOTO IerlaTuTa, CleqyeT
MIPOBECTH TIIATENIbHOE KIMHUUECKOE U TabopaTopHOe 00CiIeI0BaHHeE.

[lo pe3ymbratam »THX 0O0CIEIOBaHUN JIEYEHUE METOTPEKCATOM MOXET OBbITh MPU3HAHO
HEMOAXOISAIINM JJI1 HEKOTOPBIX MAI[HEHTOB.

Kpome TOro, npu HajauuuMy TaKMX HEAKTHBHBIX XPOHHUYECKHUX HMH(MEKIHH, KaK OMOSCHIBAIOIINN
repriec Win TyOepKyJses, cieayeT coOaoaaTh OCTOPOKHOCTD U3-3a UX BO3MOXKHOM aKTHBAIIUH.
Hanuune neBpanbsHOro BbINOTA, acuuTta, HapymeHus npoxoaumoctu JKKT, comyrcrByromeit
Tepanuu UCIUIATUHOM, ACTUpATaIllui, HapylieHne (pyHKIUNA TIEYeHU Wi CHUXKeHne pH moun
3aMeJUIsIeT BBIBEJIEHUE METOTpEKcaTa, BCIEACTBHE YEro BO3MOXHO IMOBBIINIEHNWE KOHIEHTPAaLUU
npenapara B ua3me KpoBu. KpaiiHe BaXKHO BBISIBJICHHE KYyMYIIALIMU Npenapara B OpraHu3Me B
Te4eHUe TMepBbIX 48 4YacoB, Tak Kak BO3MOXHO pa3BUTHE HEOOPATHUMBIX MOCIEICTBHMA

TOKCUYHOCTH Ipernapara.
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Oco0y10 OCTOPOKHOCTD CIEAYET MPOSBIATH MIPH anMeﬂw;igﬂge%%‘f'J ?ME& ﬁ%ﬂro&

UX COCTOSTHHE CJIEyeT KOHTPOJIMPOBATH Yallle, YeM Y MalleHTOB 0oJiee MOJIOJOTO BO3pacTa, Ha
NpEeJAMET BBISBJICHHUS PAaHHUX NPU3HAKOB TOKCHMYHOCTH Tepanuu. [Ipu JieueHWH NanueHToB
JETCKOT0 BO3pacTa clieAyeT pyKOBOICTBOBATHCS MEAUATPUUECKUMHU JIeU€OHBIMU TPOTOKOJIAMHU.
VY neauatpuyeckux MalHUEHTOB C OCTPHIM JTUM(POOIACTHBIM JEHMKO30M BO3MOXKHO pa3BUTHE
BBIPAKEHHOIH HEHPOTOKCUYHOCTH Ha (hoHe mpuMeHenus cpennux (1 r/m?) 103 MeToTpeKcaTa, 4To
HamboJee YacTO TMPOSBISETCS KIMHUYECKH KaK TEHEPaTM30BaHHBIM WM TapluuaIbHBINA
SMWJICHTUYECKUI MPUITAJIOK. Onucano pa3BUTHE nerkosHIearonaTun W/
MUKPOAHTUONATUYECKUX KaJIbLIMHATOB MPU MPOBEACHUH WHCTPYMEHTAIbHBIX HCCIEIOBAaHUMN Y
TaKUX MalMEHTOB.

[Ipy npumeHeHUM BBICOKMX /03 METOTpEKCaTa OINUCAHO pa3BUTUE MPEXOMASIIEed OCTpOoil
HEBPOJIOTUYECKOW CHUMITOMATHKH, KOTOpas MOXET MPOSBISATHCS B TOM UHCIE U3MEHEHUSIMU
MOBE/ICHUA, JIOKAIbHBIMU HApYyIIEHUSIMH CO CTOPOHBI OPraHoOB YYBCTB  (BKIIOYas
KPaTKOBPEMEHHYIO CIIENIOTY) W JABUTATEIbHOW CHCTEMBI, HapylieHHueMm peduiekcoB. TouHbie
MPUYUHBI PA3BUTHS JTAHHBIX HEXKEJIATEIbHBIX PEAKIINI HEU3BECTHBI.

[Ipu mpUMeHEeHHH MeToTpeKkcaTa B jo3e Bbime 100 Mr/mM? 06s3aTeNbHO MPUMEHEHHE «Tepanin
criaceHus» KanbIus GomuHaToM depes3 42-48 4 mocie BBeAeHUsT MeToTpekcara. Jlo3a KambIus
donuHaTa OmMpeneNnseTcs B 3aBHCHMOCTH OT BEIMYMHBI NMPHUMEHEHHOH J03bl METOTpEeKcara,
MPOJOKUTENFHOCTH ero MHQYy3uu. KOHIEHTpalnuio MeToTpeKkcara HEOOXOJUMO OMpEeIeIsiTh
yepe3 24, 48 u 72 4 u ipu HEOOXOUMOCTH B TEUCHHUE JTUTEIIBHOTO BPEMEHU JIJIsl ONIPEIACIICHHS
ONTUMAJILHOW MPOJOIKUTEILHOCTH Tepanuu Kanblus QoauHaroMm. [IpuMeHeHne MeToTpekcara
COBMECTHO ¢ WH(QY3HEH SpUTpOLUTAPHONH Macchl (B TedeHwe 24 4) TpeOyeT TIIATeIbHOTO
KOHTPOJIS 32 COCTOSTHUEM MAIlMEHTa, TaK KaK BO3MOKHO MOBBIIICHHE MJIA3MEHHOM KOHIIEHTPALUU
npernapara.

BcnoMorarenbHEIC BEIISCTBA

JlanHblii ipenapaT coaepxkuT Menee 1 Mmodb (3,2 mr) HaTpus B 1 M1 pacTBOpa JUIsl JO3UPOBKH
5wmr/ma u (3,7 mr) Hatpus B 1 mi pactBopa s 103upoBkH 10 MI/mMi, TO ecTb IO CYTH HE

COJICP’KUT HATPUS.

4.5. BzaumojeiicTBie ¢ JPYTHMH JICKAPCTBEHHBIMHM MpenapaTaMM H Jpyrue BHABI
B3aMMOJEHCTBHUSA

BepoATHOCTh remaTOTOKCMYHOTO JEHCTBUS METOTPEKCaTa BO3PACTacT B CIIydae PEryJsipHOTO
YIOTPEONCHUsI aIKO0207si W COIYTCTBYIOIIETO IPUMEHEHUS JPYTHX 2enamomoKCUUHbIX
npenapaToB (HampuMep, azaTHONpUH, JedayHoMu, cynbdacana3us, peTHHOUAbI). [laruenTsl,

JOMMOJIHUTCIIBHO  MOJYYaromHue TCIIATOTOKCHUYHBIC JICKAPCTBCHHLIC IMIPCIIAPAThl, JOJIKHBI
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HaXOIWUTLCS IIOJ TIIATEIbHBIM HaOmomenneMm, Bo Bﬂél&%i3n%§é%§-ﬂ§r%‘§&'§&¥w3%%hyeT

UCKITIOUUTH YIIOTPEOICHUE aIKOTOJISL.

[Ipu KOMOMHUPOBAHHOMN TEpAaTUN METOTPEKCATOM U J1ehlyHOMUOOM BO3PACTACT PUCK PA3BUTHSA
HaHIUTONIEHUH.

Tenuyunnunol, yunpoghnoxcayun, yeparomun, eiukonenmuosbl U CyibhOHaAMUuObl MOTYT CHUKATh
MIOYEYHBIN KIMPEHC METOTPEKCATa, BCIEACTBUE YErO MOXKET MOBBIIATHCS €r0 KOHIEHTpALus B
1J1a3Me KpOBU U YCHIIMBAThCA TOKCHUECKOE JieicTBUE Ha cucteMy kKpoBeTBopeHus u KKT.
IIpobeneyuo, crabvie opeanuyeckue KUciomsl (Hanpumep, nemiegvlie OUypemuxu) U nUpazovl
(henunboymaszon) MOTYT 3aMEUIATh DIUMHHAIIMIO METOTPEKCcaTa, BCJICACTBHE YErO0 MOXKET
MOBBIIIATHCS €r0 KOHIIEHTPALIMS B IJIa3ME KPOBU U YCUIIMBATHCA T€MATONOTHYECKAst TOKCUYHOCTb.
bonesnv-moougpuyupyrowue anmupesmamuueckue npenapamsi (EMAPII) w HIIBII ue cinenyet
NPUMEHSTh NEpe]] UM BO BpeMs JIEYeHHsI BHICOKMMH J03aMH MeToTpekcata. OgHOBpeMEeHHOE
npumeHenue HIIBII u BbpICOKMX 703 MeETOTpeKcaTa BBI3BIBAJIO CTOHWKOE YBEJIUYCHHUE
KOHIIEHTpAllUM METOTpEKcaTra B IIa3ME KpPOBH, IIPUBOJIMBIIEE K CMEPTHU BCIIEJICTBUE TSKEION
reMaToJIOTHUECKO (TMoaaBIeHre (QYHKIMM KOCTHOIO MO3ra M aIuIaCTHYeCKash aHeMHs) |
JKENyJ0UYHO-KMIIIEYHON TOKcHYHOCTH. B wuccnegoBanum y xuBoTHBIX HIIBII, Bkimrouas
AlETUIICATMIIMIIOBYIO KHCIIOTY, BBI3bIBAJIM CHIKEHHE KaHAJIbLIEBOM CEKpELUU METOTpeKcara u
TEM CaMbIM MOBBIIIAIN €r0 TOKCUYHOCTh BCIEACTBUE YBEIMUYCHHS KOHIIEHTPAIUU METOTpEeKcaTa.
ITosromy HIIBII n Hu3KkMe 103bI METOTpPEKCATa CIENYET NPUHUMATh OJHOBPEMEHHO TOJBKO C
OCTOPOKHOCTBIO.

[Ipu Hanuuuu ¢GakTOpoOB pHUCKA, HAMpPUMEp, MOTPAHUYHOM CTENeHUu (QYHKIMH I0YeK, He
pexkoMmennyercs coBmectHoe npumenenue HIIBIT u meTorpekcara.

CoBmectHOoe mpuMeHeHHe MeToTpekcata ¢ BMAPII  (manpumep, coramu  3010ma,
NeHUYUTLIAMUHOM, 2UOPOKCUXTIOPOXUHOM, CYIb(ACANA3UHOM, A3AMUONPUHOM, YUKIOCNOPUHOM)
HE M3y4yaJloCh, I[IO3TOMY HeENb3s MCKIIOYUTh BO3MOXKHOCTh TIIOBBIIIEHUSI TOKCHUYHOCTHU
MeToTpekcaTa. Takue nepopaibHble aHTUOMOTHKH, KaK MempayuKkiutbl, X10pampenuxon u He
BcaceiBaemble B JKKT aHTHOMOTHKH MIUPOKOTO CIEKTpa ACHCTBHS MOTYT CHHXKATh BCAaChIBAHUE
METOTpeKcaTa B KHIIEYHUKE WM BIHUATH HA MEYEHOYHO-KUILIEYHYIO [IUPKYIISIUIO TOCPEACTBOM
WHTUOMPOBAaHMS MHUKPOQIIOPHl KHUIIEYHHKA W MeTaboiam3Ma MeToTpekcara Oaktepusmu. [lpu
COITYTCTBYIOILEH Teparuu npemnaparaMu, KOTOPbIE MOTYT OKa3bIBaTh HEOJIArONPUATHOE ACHCTBHE
Ha KOCTHBIH MO3T (Hampumep, cyibgoHamuoamu, mpumMemonpumom/cyib@amemorcasonom,
X0pameheHuKoiom, nupumemamunom), CJleayeT TMPUHUMATh BO BHHMMAaHHE BO3MOXKHOCTh
pazButus Ooyiee  BBIPAKEHHBIX TEeMaTOJOTMYecKUX HapymeHuil. OmnucaHo pa3BUTHE
NAHIUTONIEHUN IPHU HCIIOJIB30BAaHUM METOTPEKCAaTa B COYETAHUU C KO-MPUMOKCA30J0M WIN

nupumemamurom, BCPOATHO, BCJIICACTBHC AJIUTUBHOTO I/IHFI/I6I/IpOBaHI/I}I PCAYKTA3bI
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IUTUAPO(GOINEBON KMCIIOTHI H3-3a B3aUMOICHCTBHS 3TH@3£{&E{Q'§ M&Béﬂé%-r 5 0001)

[Ipu comyTtcTByIOWIEH Tepanuu npenapamamu, vizvisaowumu oepuyum goaramos (Harpumep,
cyrbonamuoamy,  MpUMEmonpuMom/cyibphamemorcazoiom),  TOKCHUECKOE  JICWCTBUE
METOTpeKcaTa MOKET ycuiuBarhes. [loaToMy mpenapat Takke ciaeayeT UCIOJIb30BaTh C 0CO00M
OCTOPOKHOCTBIO MPH YK€ nMerolemcs nedunnre GoneBoil KUCIOTHL.

OOHOBpEMEHHOE TPUMEHEHUE  HEenpsAMbIX — AHMUKOARYNAHMOE W CUNOIUNUOEMUYECKUX
npenapamos (korecmupamun) yCUIIMBaeT TOKCUYHOCTh METOTpEKcara.

[ToBbIlIaeT KOHLIEHTPALIMIO MOYEBOM KHUCIOTHI B KPOBH, MOSTOMY IpPU JICUEHUU MAIMEHTOB C
COMYTCTBYIOIIEH THNEPYPUKEMHEH M TOAArpol MOXKET TMOTPEOOBAThCS KOPPEKIUS 03B
APOMUBONOOACPUUECKUX CPEeOCE (ALIONYPUHON, KOJIXUYUH, CYIbDUHNUPA30H); TIPUMEHEHHE
VPUKO3YPUHECKUX NPOMUBONOOASPUYECKUX JIeKAPCMBEHHBIX CPeOCmE MOXKET YBEIIMUUBATh PHUCK
pa3Butus HepomaTuu, CBI3aHHOMN C MOBBIIIEHHBIM 00pa30BaHWEM MOYEBOI KHCIOTHI Ha (oHE
JIeUEHUsI METOTpEKCcaToM (TIpU HEOOXOAUMOCTH OJTHOBPEMEHHOTO TPUMEHEHUS IPEATIOYTUTEIHHO
IPUMEHSTDH aJUIOMYPUHON).

B ciiyuae olHOBpeMEHHOTO IPUMEHEHHUS CYibghacanasuna u METOTpeKcaTa JeHCTBUE OCIETHETO
MO>KET OTEHIIUPOBATHCA BCJIEICTBUE HHIMOMPOBAaHUS CHHTE3a (DOJINEBOI KUCIOTHI.

[Tpu coyeTaHHOM MPUMEHEHHHM METOTpEKcaTa U UHSUOUMOPO8 NPOMOHHOU nomnsl (HaIpUMeEp,
omenpaszona WA NAHMonpa3zoaad) o4eYHas STMMHUHALUS METOTPEKCcaTa MOXKET 3a/IepKUBAThCS, a
MaHTOMPAa30JI MOXKET WHTUOMPOBATH MOYECUHYIO HIIMMHUHALINIO MeTaboIuTa
7-TUIPOKCUMETOTPEKCcaTa, YTO B OJHOM CIIy4ae CONPOBOXKAAIOCH PAa3BUTUEM MHAITUH U
Tpemopa. I[losToMy coBMecTHOE NPUMEHEHHWE MHTUOUTOPOB MPOTOHHOM MOMIIBI C BBICOKUMU
J03aMH  METOTpeKcaTa ClelyeT HUCKIIOYHUTh, OCOOCHHO Yy TAIMeHTOB C IOYEYHOM
HEI0CTaTOYHOCTBIO.

B nepuon nedeHns METOTPEKCATOM ClelyeT U30eraTh Ype3MEepHOro YINoTPeOIeHUs] HanumKos,
cooepacawux kogeun u meoguiiun (kode, claaKkue HAMUTKU, COAepKamue KopenH, YepHBIA
yaif). MeToTpekcaT CHUXKAeT KIMpeHc TeopmuimHa. HeoOXoauMo NpHUHHMATh BO BHHMaHHE
(apMaKOKMHETHYECKOE B3aMMOACUCTBHE MEXIY METOTPEKCATOM W (DIVKIOKCAYULIUHOM W
npomueosInUIenmuyecKkumu npenapamamu (CHUXKAETCS KOHLEHTpPAlLMs METOTpeKcaTa B KPOBH),
¢dmopypayurom (yBeIUUUBACTCS TIEPUOJT TIOTYBBIBEACHUS (DTOpYypaIuia).

B ciyuae coueTaHHOT0 MPUMEHEHHUS C APYTUMHU [IUTOCTAaTUKAMHU KIMPEHC METOTpEKcaTa MOXKET
CHUKATHCH.

JlexkapcTBeHHBIE Mpenapatbl U JIpYyrue MPOIYKTHI, coaepkauiue (oaueBy0 Wi (HOIMHUEBYIO
KHCJIOTHI (B TOM YHCJIC TTOJTMBUTAMUHBI) MOTYT CHIKATh d(PPEKTUBHOCTh TEpaAIlUU MpernapaToM
(0THOBPEMEHHO YMEHbINAsi TOKCUYECKOE JICHCTBHE METOTPEKCATa).

BCHGI[CTBI/IG KOHKYPCHTHOTI'O CBA3BIBAHUSA C OeIKaMHU IUIa3MBI KpOBU MCTOTPCKCATa TOKCUIHOCTb
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nmpemnapara MOXKET ObITh yBenuueHa Ha ¢oHe onHémglelﬁrgFoa%{;ﬁﬂ&%gﬁﬂT%Qgi;gdmoe

AMUOONUPUHA, NAPAAMUHODEH3OUHOU KUCIOMbl, 6apOumypamos, 00KcopyouyuHa, nepopaibHbix
KOHmMpayenmueos, (heHun0ymaszona, penumouna, npobeneyuda, Catuyuiamos, cyib@oHamuoos,
MempayukiuHos, mMpaHKEUIU3Amopos, Nnpenapamos Cyab@OoOHUIMOYEBUHb], NEeHUYULTUHOS,
npucmamuyura M xaopamgenurona. 1losToMy mnpu COBMECTHOM NPUMEHEHUH METOTpeKcara
MAIMEHTHl JIOJDKHBI HAXOAWUTHCA TOJ THIATENbHBIM HabOmoneHueMm. Ilpu HeoOXxomumocTu
OJHOBPEMEHHOro  IpumeHeHus Merorpekcata u  HIIBII  cienyer  KOHTposMpoBath
nepudepuIecKyro KapTUHY KpoBH (TToAcUeT (OPMEHHBIX JIEMEHTOB KPOBH) M (DYHKITHIO TIOUEK.
CHmxeHue KOHIEHTpAUu geHumouna B 1iaa3Me KpoBH HAOII0JAIOCh Y MAlMEHTOB C OCTPBIM
auMGOOTACTHBIM JICHKO30M BO BpeMs HHAYKIIMOHHOW Tepamuu, KOTOpas, B JOMOJIHEHUE K
NPEOHU30I0HY, BUHKPUCTIUHY T 6-MepKanmonypuny, TakKe BKIIOYaia METOTPEKCaT B BBICOKOU
J103€ B COYETAHUU C KalbIUs POITUHATOM.

VY HEeCKONbKUX MAalMEHTOB C MCOPHA30M WU T'PUOOBUIHBIM MHMKO30M, MOJIyYaBUIMX JICUEHUE
METOTpeKcaToM B KoMOuwHammu ¢ [1YBA-mepanueii (memoxcaren u Y®-obnyuenue), ObLI
BBISIBJICH PaK KOXKH.

Coueranue c¢ .Jyuegou mepanuer MOXKET YBEIMYMBATH PHUCK HEKPO3a MSITKHX TKaHEH.
MeTtoTpekcaT MOKET CHUKaTh UMMYHOJIOTHYECKHUIT OTBET Ha BakuHaIuio. [Ipu onHOBpeMeHHOM
MPUMEHEHUU C HCUBOL 8AKYUHOU MOTYT Pa3BUTHCS TSHKEIIbIC aHTUTEHHBIC PEAKIUH.
Acnapacunasa CHUXaeT BBIPAKEHHOCTHh MPOTUBOOIMYXOJIEBOTO JCHCTBHUS METOTpEKcaTa 3a CUeT
MHTUOMPOBAHUS PEIUTUKALUN KIIETOK.

[IpoBenenne anecte3uu ¢ UCHOIB30BAHUEM oKcuda aszoma (IUHUTPOreHA OKCUIA) YCHIIMBAET
NeiicTBHE MeTOoTpekcaTa Ha MeTabonu3M (OIMeBOl KHUCIOTHI, MOBBIIIAS €r0 TOKCHYHOCTHh U
MPUBO/IS K TSDKEION HEMPOTHO3UPYEMOM MUEIOCYTIPECCHH, CTOMATUTY U HEMPOTOKCUYHOCTH MPH
MHTPATEKAJIbHOM TPUMEHEHHH. TSKECThb S3TUX HapyUIeHHH MOXeT ObITh CHIXKEHA Mpu
MCIIOJIb30BaHUU KaJbIHs (OoIUuHATA.

AMmuooapor MOXKET CIIOCOOCTBOBATH U3BSI3BICHHUIO KOXKHU.

OnHOBpEeMEHHOE TIPUMEHEHUE MepKanmonypuHa U METOTpeKcaTa YBEJINYHMBACT IIA3MEHHYIO
KOHIEHTPALUIO U OMOJ0CTYMHOCTh nepBoro. [Ipu coBMecTHON Tepanuu MOKET MOoTpedoBaThCs
KOPPEKLHSI J03bl MEPKANTOIYpHHA.

Heomuyun nns mpuemMa BHYTPh MOKET CHIKATh aOCOPOIIMI0 METOTpeKcaTa Ajisl IpueMa BHYTPb.
[IpumeHeHne KoJecTUpaMHHA MOXKET HapyllaTh MEYCHOYHO-KUIICUHYIO PEIUPKYISIUIO
METOTpeKcaTa, yBeIMUnBas AIMMUHALIMIO MTpernapaTa.

[Ipenapartsl, CIOCOOHBIE BBI3BIBATH nedunuT ¢domaroB (cynvhonamuoul,
MPUMEMONPUM/CYIb@Pamemokcason) B OpraHU3Me WM CHUXKATh TYOYJSIPHYIO CEKPEIHIO

(yunpognoxcayun, napaamurodensounas xucioma, HIIBII, npobeneyuo, canuyuiamol,
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JEHCTBHE METOTPEKCATA.

HedpoTokcHYHOCTh MeETOTpeKcaTa MOXKET TIOBBIIIATHCA TNPU KOMOHMHAIMM BBICOKHUX 103
METOTpeKcaTa M MOTEHLUHAIbHO TOKCHYHBIX XHMHUOTEPANeBTUYECKUX CPEACTB (Hampumep,
YUCNAAMUHQ).

CoBMecTHOE NPUMEHEHUE METOTpEKCaTa U 21H0KOKOPMUKOCMEPOUOOE MOKET MPOBOLUPOBATH
pa3BUTHE JHCCEMHUHHPOBAHHOW TePHETUYECKONM WH(MEKUUH, pa3BUTHE IOCTTEPIETHUECKOM
HEBPAJITHH.

Ha ¢one coBMecTHOU Tepanuu yumapaburHom BO3PACTACT PUCK HEXKEIATEIBHBIX PEAKIMA CO
CTOPOHBI HEPBHOM CHCTEMBI, BKJIIOYasl TOJIOBHYIO OO0Jb, Mapajiny, KOMY, MHCYJIBTONOA0OHbIE
SIU30/BbI.

CooOmjaioch O CHHXKEHHHM KJIMpEHCa METOTpeKcara TIpd COBMECTHOM NPHUMEHEHUU
Jesemupayemama i METOTPEKCATa, YTO IPUBOJAWIO K MOBBIIICHUIO KOHIEHTPAUU MOCIEIHETO
JI0 TOTEHLUAJIbHO TOKCHYECKUX YPOBHEH M K YBEJIMYEHUIO MPOJOJIKUTEIBHOCTH HAXOXIACHUS
npenapata B miuazMe. KoHIEHTpalMu METOTpeKcaTa M JIEBETUpalleTaMa CIIEQYyeT TIIATEIbHO
KOHTPOJIMPOBATh Y MALIMEHTOB, COBMECTHO MOIYYaIOIIKX 00a 3TUX Mpernapara.

OnucelBauCh ciay4yau MOAaBIE€HUS (YHKIIMM KOCTHOTO MO3ra M CHUKEHMSI KOHIEHTpaluu
¢onara npyu COBMECTHOM NPUMEHEHUH mpuammepera 1 METOTpeKcaTa.

Haznauenue npoxapbasuna Ha HoHE TPUMEHEHHUST BBICOKHX /103 METOTpPEKCaTa MOBBIIIAECT PUCK

HapyleHus QyHKIUN OYeK.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTAUMS

depTUabHOCTD

MeroTpekcar BIHSET Ha CIIEPMATOreHE3 M OBOTCHE3, YTO MOXKET IPHBECTH K CHU)KCHHIO
dbeptunpHOCTH. COOOMIANIOCH O PAa3BUTUU OJUTOCIIEPMUH, MEHCTPYATbHON TUCHYHKIMH |
aMEHOpEeH y MalMEHTOB, MPUHUMABIINX METOTpeKcaT. ITu 3((eKTbl, MO-BUAUMOMY, TOJKHBI
OBITH 0OpaTUMBIMU IIPU OTMEHE TEPATIHH.

[TockonbKy METOTpeKcaT MOKET OKa3bIBaTh I'€HOTOKCHYECKOE BIMSHHE, BCEM IUIAaHUPYIOIIUM
3a0epeMEeHeTh  JKCHIIMHAM  PEKOMEHAyeTcsl  OOpaTHTbCS B IEHTP  T'eHETHYECKOTO
KOHCYJIbTUPOBAHHMS JI0 Havyasa jeueHus. HeT maHHbBIX, HAKAIJIMBAeTCs JIM METOTPEKCAT B CIIEpME.
MetoTpekcaT TPOSIBHJI T'€HOTOKCHYECKHH 3((EeKT B HCCIEIOBAHUSAX Ha MYKCKUX OCO0sX
KHMBOTHBIX, T0O3TOMY T€HOTOKCHYECKHUH 3 HEKT Ha KICTKH CIEPMBI Y JIIOACH Helb3sl HCKIII0YaTh.
OrpaHuueHHbIC NaHHbIC KIMHUYECKHX HCCIEOBAaHMH HE YKa3bIBAIOT HA ITOBBIIICHHBIH PHUCK
HEBBIHAIIMBAHUS OEPEMEHHOCTHU MJIM BOZHUKHOBEHHS TIOPOKOB Pa3BUTHSI IJTI0/1A B CIIyYae JICUCHUS

NaIMEeHTOB MY)KCKOTO T0Jla HU3KUMU JI03aMHU MeToTpekcaTta (MeHee 30 mr B Henenmo). B ciydae
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MOPOKOB Pa3BHUTHUS Yy TUI0/Ia MJIM HEBBIHAIIMBAHUS OEPEMEHHOCTH.

KOHTDaHeHHH}I Y MYXYUH U KXCHITUH

[Tockonpky MeToTpekcaT o0jajaeT T€HOTOKCHUYECKHMMH CBOMCTBAMHU, MYXXYMHAM BO BpeMs
JICYEHUSI U B T€YeHHE 6 MECSILEB MOCIE HETO HE CleAyeT IUIAHUPOBATh 3adaThe, a 10 Hayana
TEpanuu OOpaTUTHCS 32 KOHCYJIbTAIIMEH O BO3MOXXHOCTH KOHCEPBALUU CIIEpMbl. My)KUMHBI He
JIOJDKHBI OBITH JOHOPAMH CHIEPMBI BO BpeMs JICUCHHS WM B T€UCHUE 6 MECSIEB MOCIE OTMEHBI
METOTpEKCcaTa.

JKeHIIUHEI ¢ ICTOPOIHLIM TOTSHITATIOM

VY OKEHIIMH penpoayKTHBHOTO BO3pacTa IEepe] HayajJoM JICYEHHUS CJIEeIyeT JIOCTOBEPHO
UCKITIOUYUTh OCPEMEHHOCTh C TOMOIIbIO COOTBETCTBYIOIMX MeEp, HAlpHMeEp, TECTOB Ha
OEpEeMEHHOCTb.

[Taps! cnenyer B moJHOM Mepe MPOUH(DOPMHUPOBATH O CEPhE3HBIX PUCKAX UIS TUIOAA B Cilydae
BO3HUKHOBEHUSI OEPEMEHHOCTH BO BpEMs JICUCHUSI.

XKenmunam Henp3s JOMycKaTb OEpPEeMEHHOCTH BO BpeMs INPUMEHEHHUS METOTpeKcaTta, |
HalUeHTaM C JIETOPOJHBIM MOTEHIMAIOM (MYXCKOTO U KEHCKOTO I0J1a) CelyeT UCIOJIb30BaTh
3¢ pexTHUBHBIE METO/IbI KOHTPALECIIIIMHI BO BpEeMs JICUCHUS U B JajbHEHIIeM B TeUeHHE MUHUMYM
6 Mecs1IeB N0CiIe MPEKPAIICHUS JICUSHUS.

XKenmuHaMm, MOMYYAIOIUM OHKOJIOTUYECKYI0 XHMHOTEPAIUIO, CIEAYyeT pPEKOMEHI0BaTh
IUIAHUPOBATh OEPEMEHHOCTh MUHUMYM uepe3 1-2 roja nocie npekpamieHus Je4eHus.

Ecnu Bce jxe 6epeMeHHOCTh HACTyMHIa BO BPEMs 3TOTO MEepHOJia WM HEOOXOAUMO PUMEHEHNE
npenapara y OepeMEHHOM >KEHIIUHBI, CIEAYyeT MPOBECTH MEIUIIMHCKOE KOHCYJIbTHPOBAHUE O
pHUCKe U BpeIHBIX Ui peOeHKa 3 dekrax, CBA3aHHBIX ¢ IPUMEHEHHUEM Tpernapara.

CnenyeT mpOBECTH [OMOJHUTENBHOE YIbTPA3BYKOBOE HCCIEAOBAaHUE I MOATBEPIKICHUS
HOPMAJIbHOT'O Pa3BUTHS TIOAA.

[TockonbKy METOTpEKCAT MOKET OKa3bIBaTh TEHOTOKCHUECKUH AP PEKT, mapam, xKelarouM UMETh
pebeHka, cienyer peKOMEHIOBaTh OOpaTUThCA B LEHTP T'€HETHYECKOTO0 KOHCYJIbTHPOBAHUS U
MOJIYYUTh HH(OPMALIHIO O PUCKE BIUSHUS Ha pENPOAYKTUBHOE 3/I0POBBE €lIe 10 Havasla JIeUeHUsI.
bepeMeHHOCTB

MertoTpekcaT He cleyeT IPUMEHSITh BO BpeMsi OEpEMEHHOCTH, MIOCKOJIBKY UMEIOTCS JaHHbIE O
MOBBIIIEHHOM PHUCKE BHYTPHYTpOOHOW rubenu 1ioaa, SMOPHUOTOKCHYHOCTH, HEBBHIHAIIUBAHUH
OCpEeMEHHOCTH W TEPaTOTCHHBIX d(PdeKTax (YepermHO-JIUIIEeBbIC, CEPACIYHO-COCYIUCTHIE TOPOKU
Pa3BUTHS U BPOXKIACHHBIE aHOMAIMH Pa3BUTHS KOHEUHOCTEH) y Joei.

MetoTpekcaT SIBISICTCS MOIIHBIM TEpAaTOICHHBIM BEIIECTBOM Ui 4YEJIOBEKa W B clyyae

BO3/CUCTBUS BO BpeMsi O€peMEHHOCTH IPUBOJIUT K MOBBIIIEHHOMY PUCKY CIIOHTaHHBIX a0OpTOB,

Crpanuna 19 u3 39



COOTBETCTBYET SKCMEPTHOMY OTHETY
ot 23.12.2024 Ne 28437

3a/IepKKH BHYTPHYTPOGHOTO pasBUTHs TI0za 1| BposkacHNbx nopdKes passiris — | = 007

e CrnoHranHbsle abopThl ObTM omucaHbl y 42,5 % OepeMeHHbIX J>KEHIIWH, MOIy4aBIINX
METOTpEKCaT B HU3KHX J03aX (MeHee 30 Mr/Hen), Mo CpaBHEHUIO C COOOIIEHHOM 4acTOTON B
22,5 % y MalueHTOK C COMOCTaBUMBIMU 3a00JICBAHUSMH, KOTOPHIC MPUHUMAIH JPYTHE
MpenapaThl.

e Tspkenble MOPOKU pa3BUTHSA ObUIM OTMEYEHHI B 6,6 % ciyuyaeB pOXKJIEHUS JKUBBIX JeTed y
KEHILMH, IOJIy4aBIIUX BO BpeMsi OEpeMEHHOCTH METOTpeKcaT B HHU3KHX J03ax (MeHee
30 mr/Hen), mo CpaBHEHHMIO C YacTOTOW okojio 4 % y MalueHTOK C COMOCTaBUMBIMU
3a00JIeBaHUSAMHU, KOTOPBIC TIONyUYaIH IPYTHE MPEemapaThl.

Hmeercs HEOCTaTOYHO JAaHHBIX O BO3JIEHCTBHM METOTPEKcaTa BO BpeMsi OEpeMEHHOCTH B J103aX

Bble 30 MI/Hell, 0JHaKO BeposiTHA OoJiee BHICOKAs YAaCTOTa CIIOHTAHHBIX a00PTOB U BPOXKIEHHBIX

MOPOKOB Pa3BUTHSIL.

Korma neueHwe MeTroTpekcaToM MpPeKpamiagoch A0 3adaTHs, COOOIIAIOCh O HOPMAIbHOM

OepeMEHHOCTH.

Jlakranus

[Tockonpky MeTOTpeKcaT MPOHUKAET B TPYJHOE MOJOKO M MOXKET OKa3blBaThb TOKCHUYECKHE

s ekt Ha AeTel, TPyIHOe BCKApMIIMBAHHE 3alpelIeHO BO Bpems jeueHus. Eciu nedeHue

METOTPEKCaTOM HEOOXOJMMO B TMEPUOJ JIAKTAIlMH, Tepe] HadaloM Tepanuu TpyaHOE

BCKapMJIMBaHHE CIEAYET MPEKPATUTh.

4.7. Biusinue Ha CIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CPeICTBAMH M PadoTaTh ¢
MeXaHMu3MaMH

N3-3a BEpOSITHOCTH TMPOSIBICHUS TAaKUX HEXKENAaTEeIbHBIX PEaKIMi, KaK COHJIMBOCTh, TOJIOBHAS
00JIb, TIOBBINIEHHAs YTOMJISIEMOCTh M TOJIOBOKPY)KEHHE (BEpPTHTO), CleAyeT CcoO01aTh
OCTOPOKHOCTH HPHU 3aHATHUAX NMOTCHIUAIBHO OMACHBIMU BUAAMU ACATCIIBHOCTH, Tp€6y10H_II/IMI/I
MOBBIIIEHHON KOHLEHTPAIIMH BHUMAHHS U OBICTPOTHI IICUXOMOTOPHBIX peakiuii. ITH 3¢ (HeKThI
MOT'YyT YCUJIMBATBHCA IMPU COBMCCTHOM YHOTp€6JIeHI/II/I AJIKOI'OJI4. HpI/I IIOABJICHHUU OIIMCAaHHBIX
HE)KENaTeNIbHbIX peaKkIuil cleayeT BO3JAEpPKAaTbCsl OT BBIIOJHEHUS YKa3aHHBIX BHJIOB

JCATCIIBHOCTH.

4.8. HexxennaTesibHbIE peaKIUU

Pesrome mpoduiist 6e3onacHOCTH

YacToTa n TSHKECTh HEXKeNaTeIbHBIX peaKuHﬁ OOBIYHO 3aBUCHT OT 03Bl U TPOAOJIKUTCIIBHOCTHU
JICYCHUS MCTOTPCKCATOM. HOCKOJII:Ky TAXKECIJIBIC HCKCIIATCIIbHBIC PCAKIITUU MOT'YT BO3HUKATL JaKC

pY IPUMEHEHUU HU3KUX JI03 U B JTIOOOKH MOMEHT BO BpeMs Tepamuu, HeoOX0IUMO PEryisipHOe
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HaGfONCHMe JICYAlMM  BpaudoM depe3 KopoTkie | mirrepBanht - BpeMeri - BoAbIIAKETBO

HEeXKeNaTeNIbHBIX peakluii 00paTHMbl IpH paHHel auarHoctruke. OHAKO, HEKOTOPHIE YKa3aHHBIC
HIUKE TSDKEJIbIE HeXKeNlaTeIbHbIe PEaKIIU B OUE€Hb PEJKHUX CIydasX MOTYT BbI3bIBATh BHE3AMHYIO
CMEPTb.

[Ipy BO3HUKHOBEHHMH HEXENATEIBHON PEAKIIUU CIEAYET CHU3UTD J03Y WJIK BPEMEHHO MTPEKPATUTh
JICYCHUE B 3aBUCHUMOCTH OT TSXKECTHU M HMHTEHCUBHOCTH pPEAaKLHUM, a TAKXKE MNPEANPUHSTDH
COOTBETCTBYIOIIKE Mephl (cM. pazaen 4.9). Eciau Tepanus MeToTpekcaToM BO30OHOBISETCS, €€
CIIeTyeT MPOJOIKATh C OCTOPOKHOCTBIO MOCJIE TIIATEIHLHONW OIIEHKH HEOOXOAMMOCTH Teparui, a
TaK)K€ C IOBBIIMIEHHOW HACTOPOXEHHOCTBIO CJIEAYET OTHECTHCh K BO3MOXHBIM pELUINBAM
TOKCHUYHOCTH.

Muenocynpeccusi ¥ MYKO3UT OOBIYHO SIBJISIFOTCS JIO30JIMMHUTHPYIOIIUMU TOKCHYECKHUMHU
s dexramu. VX TaxKecTh 3aBUCUT OT JI03bI, CIIOCO0A M MPOJOJIKUTEILHOCTH HCIIOJIb30BAHUS
MeToTpekcaTta. MYyYKO3UT OOBIYHO BO3HUKAET dYepe3 3-7 JHEW Toclie MCIOJIb30BaAHUS
METOTpeKcaTa, JICHKONEeHUusT W TPOMOOLMTONECHHUs BO3HHMKAIOT uepe3 5-13 nHeil mocne
UCIIOJIb30BAaHUSI METOTpeKcara. Y NAlMEHTOB C HEHApyLICHHBIMH MEXaHU3MaMH BbIBEJICHUS
MHUEJIOCYIIPECCHUSI U MYKO3HT OOBIYHO OOpaTUMBI B TeueHue 14 mHel.

Haubonee wuacTto oTMeyanuch Takhe HEXKeNaTeIbHbIE pEeaklHUd, KaK TPOMOOLUTONEHHUS,
JICHKOTICHHSI, TOJIOBHAsI 00JIb, BEPTUTO (TOJIOBOKPYXKEHHE), Kallledb, OTEPs anmeTuTa, auapes,
00nb B JKMBOTE, TOIIHOTA, PBOTA, SI3BEHHBI CTOMATUT (0COOCHHO B TiepBbie 24-48 4 mocie
NPUMEHEHHUS METOTpEeKcaTa), MOBBIIICHHE aKTHUBHOCTU «II€YCHOYHBIX» TpaHCaMUHA3 U
OmnnpyOnHa, anomnerus, CHUKEHHbIH KIMPEHC KpeaTMHHHA, MOBBIINICHHAs YTOMIIAEMOCTb U
HeZIOMOTaHue. SI3BeHHBIN CTOMATUT OOBIYHO SIBISETCS MEPBLIM MPU3HAKOM TOKCHYHOCTH.

TabauyHOoE PEe3IOME HEXKENATEIbHBIX DEAKIINI

HesxenarenbHbIe JIGKAPCTBEHHBIC PEaKIUU MPUBEICHBI B COOTBETCTBHU C CHCTEMHO-OPTaHHOM
knaccudukanueir BO3 u nepeuncieHs! mo yactoTe. YacToTa pa3BUTHS HEXKETATSIbHBIX PEAKIIHH,
MEPEYUCIICHHBIX HIDKE, OINMpEAeNsiach COOTBETCTBEHHO CIEAYIOIIECH TPaJalluH: OYeHb 4aACmO
(= 1/10); yacmo (= 1/100 mo < 1/10); newacmo (= 1/1000 mo < 1/100); peoxo (= 1/10 000 mo
< 1/1000); ouenw peoxo (< 1/10 000); vacmoma nHeuzeecmua (He MOXKET OBITH OIICHEHA Ha OCHOBE
UMEIOIINXCS TAHHBIX ).

Tabmuua 1. HexxenatenpHble peakliuy MpU IPUMEHEHUH METOTpeKcarTa

Oueunn Yacto Heuacto Penko Oueun Yacrora

qacTo pPEAKO HCU3BCCTHA

Hnghexyuu u unsazuu

OIIOACHIBAIOIIH OIMMOPTYHUCTHU- | CCIICUC (B I'CIIaTUurT, ITHCBMOHUA
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HBIC
TPOMOO3HI,
TpoM003
COCYJIOB
TOJIOBHOTO
MO3Ta,
TpoMOOBD-
7e0uT,
TpomM603
TyOOKHX

BCH)

Hapywenus co cmopoHbl ObixamenvHoll cucmembsi,

0p2aHos 2pyoH

Ol KIemKu U cpeoocmeHrus

Kariesb WHTEp- ¢ubpo3 nerkux, | papuHTUT XpoHHUYecka | 60Jb B
CTHIMATBHBIA | BBHITIOT B s rpyau
MTHEB- TJICBPATBHYIO UHTEPCTHUIH-
MOHHT/alIbBEO- | TIOJIOCTh aNbHAs
mut (B TOM JerovyHas
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. c (mocH E;llsggi-‘egﬁ.ﬂ EHOCTE 000
JIeTaIbHBIM peakuuu,
HCXOJIOM, BHE MOI00HEIE
3aBUCUMOCTH OpoHXUATh-
OT JO3bl U HOIf  acTMme
JUTUTETTHHOCTH (commpoBOX-
Tepanuu Jaromuecs
METOTpEKCa- KalllJeM,
TOM) OJIBIIIIKOM,
CHMIITOMBI, OTKJIOHEHH-
CBUJICTEIILCTBY- SIMHU B
FOIIMIE 0 byHKIIMOHA-
MOTEHIHATLHO JIBHBIX
CEpbE3HOM JICTOYHBIX
HOBPEKICHUN npo6ax)
JIETKUX npu

WHTEPCTHUIN-

aJIbHOM

ITHEBMOHHUTE:

CyXOW, Hempo-
JYKTUBHBIN
KaIlemb,
OJIbIIIKA,
MIPOTPECCUPYIO-
mas o
OJIBIIIKHT B

IIOKoe, 0O0Nb B

rpyau,
MOBBILICHHE
TEMIIepaTyphl
Tena'
napaand MTHEBMOHMS, | THUIIOKCHS
JBIXaHUS BbI3BaHHAas
Pneumocy-
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[oCH ELL%]—,%E&HL 16 000T)
Tpombo- OCTpBIl OTEK | JIETOYHOE
IMO0IHS JIETKUX abBEOJISIP-
JIETOYHOM HOE
aprepuu KpOBOTEUE-
HUE
amHod
HOCOBOE
KpPOBOTEY-
eHue
Kenyoouno-kuwieunvie HapyuieHus
noreps U3BSA3BICHHUE SHTEPUT KpOBaBast HenH(]eK-
amnrerura CIIM3UCTON pBOTa LIUOHHBIN
o6onoukn KKT (remareme- | MEPUTOHUT
3HC)
arapest KPOBOTEUCHHE | THHTUBUT nepdoparus
(ocobeHHO B u3 XKKT KHIIICYHHKA
nepBbie 24-
48
YacoB Mocie
MIPUMECHECHH
s METOTPEK-
caTa)
6011b B MaHKPEaTUT MeleHa TJIOCCUT
JKUBOTE
TOIIIHOTA CUHAPOM TOKCHYEC-
Malpabcop- KUK
orun METraKoJIOH
pBOTa
SI3BEHHBIN
CTOMATHUT

(ocobeHHO B
nepsbie 24-

48 qacoB
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p— MOCTEQDBATENEHOCTE 0001

IIPUMEHEHU
s METOTPEK-

caTa)

JUCIICTICHUA

Hapywenus co cmoponul neuenu u scenuegplgooauux nymei™*

TIOBBIIIICHUE reraro- OCTpBIi ocTpas
aAKTUBHOCTH TOKCUYHOCTh reraTuT TUcTpodus
«TeYeHOY- NeYCHU
HBIX) (B T.4. Ha
TpaHCaMU- dbone
Ha3, 0CTPOro
LIEJIIOYHOU repneru-
docdarazs YECKOTO
renaTuTa)
MTOBBIIIIE- pa3BuTHE MEeYCHOYHAS
HUE cTeaTosa, HE/I0CTaTOoyY-
KOHIICHTpAa- ¢ubpoza  wam HOCTh
002078 uppo3a
ounupyou- MeYeHU

Ha B I1J1a3M¢€

KpOBH

THIIO- HEKpPO3

b0 yMHUHEMHUS NeYeHU

Hapywenus co cmopoHul Kodcu u NOOKOMCHBIX MKaHeu *

aIoTenus 9K3aHTEMa 37I0KaueCTBE- aKHe bypyHKYyNe3 | JIeKapCTBEH-
HHas Has CBIIIb C
9KCCYJaTUBHAs 303UHOU-
apuremMa JIuen u
(curapOM CHUCTEM-
CruBeHca- HBIMU
JI>xoHCOHA™) MPOSIBIICHU-
SIMU
(DRESS-
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MOCTTENOEATENEHT C—II-/I‘-}'IE]J(I;i\h
spuTemMa TOKCHUYECKUH neTexXun TEJICaHTHO- | IEpMATUT
snuaepMa- JKTa3Us

JIbHBIN
HEKpPOJIn3
(cunapom
Jlaitemma*)
3yA  KOXHBIX | TepreTu- SKXUMO3BI OCTpBIii Ha done
MOKPOBOB (dbopMHBIE MApOHUXUN | Tepanuu
BBICBHITIAHUST HA METO-
KOXe TpeKcaToOM
BO3MOXKHO
pa3BuTue
OCJIOKHEHU
i
CO CTOpPOHBI
MCOpUATH-
YECKUX
Y3€JIKOB
BCJIE/ICTBUE
BO3JEHCTBU
A Y-
U3ITy4eHUs
GboTOUYBCTBU- | KpalMBHUIIA MYJIbTH- TUAPAJCHUT
TEJIbHOCTh dbopMHas
spuTemMa
U3BSA3BICHUS yCHUJIeHUE MOSIBJIICHUE
KOXH MUTMEHTALN Ha KOXKe
KOXH Y3€JIKOB
HOZyIE3 MUTMEHTa-
IS HOT'TEH
3aMe/JIeHHe OHUXOJIU3HC
3KUBIICHUS
paH

Crpanuna 30 u3 39




COOTBETCTBYET KCNEPTHOMY OTYETY

oT 23.12.2024 N= 28437

Gonesnennbd | yeehiderng - o £ AU TE O]
3pO3UU TICOPHU- | pa3MEPOB
aTHYECKOU peBMaTouI-
OJISIIIKA HBIX
Y3EJIKOB
Hapywenus co cmopoHvl mMbluleuHoll, CKel1emHol U COeOUHUMENbHOU MKAHU
apTpairus CTPECCOBBIi OCTEOHEK-
nepenom po3
MUANTHUS OCTEOHEK-
po3
YEIIOCTH
(BcnencTBUe
aumpon-
ponude-
paTHBHBIX
paccTpou-
CTB)
OCTEOIOopO3

Hapywenusa co cmoponul nouex

U MO4e8bl800AWUX Nymell

CHIDKCHHE TsDKeIas THIIEPYpU- | TeMaTypus
KJIMpEHCca Hedponarus KEMHUSI
KpeaTHHUHA
noyeyHas NOBBIIIICHUE | IPOTEUHY-
HEJI0CTa- KOHIICHTpa- | pus
TOYHOCTh 181207
MOYEBHHBI B
a3Me
KpPOBHU
LUCTUT C | MOBBILIEHUE
U3BA3BICHUEM | KOHLEHTpa-
CIIM3UCTON LUK KpeaTu-
000104KH HUHA B
MOYEBOI0 ia3Me
y3bIps KpPOBHU
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(1 BO3MOKHOIL [MOCHEQOBEATENMEHOLCTE 000T)
reMaTypHei)
HapYIICHHS a30TeMus
MOYEHCITYC-
KaHUs
paccTpoicTBa
MOYEHCITYC-
KaHUs
(mu3ypus)
OJIUTYpUSI
aHypus
Bepemennocms, nociepo0oogulii nepuoo u nepuHamanvhvle COCMosHUsA
aHOMaJIuu npexe- rubenb
pa3BUTHSI IUIOAA | BPEMEHHOE | TUIO/A
npephIBa-
HUC
OepeMeH-
HOCTH
Hapywenus co cmopoHvl penpoO0yKmusHoU cucmembvl U MOJIOYHBIX JHcele3
BarMHUT U | Ipexos- HapyleHUs | ypOreHUTa-
U3BSI3BIICHHE e OBOTCHE3a JTbHAS
CIIM3UCTOMN HapymeHus | /criepMaro- | nucQyHK-
0001109k MEHCTpya- | renesa* st
BJIarajuina JBHOTO
IIUKITa
pexo/Is- UMITOTSHIIUS
I1ast OJIUTO-
CriepMus
Oecrutonue*
norepst
TUOUI0
NaTOJIOTH-
YEeCKHe
BJIaraJui-
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(mocH E;I'Hgl-é-.TEﬂ EHOCTE 000
BBLIEIECHUS
HapPYIICHHS
MEHCTpYyaJTb-
HOT'O IIHMKJIa
TUHEKO-
MacTHs
Obwue HapyuweHus u peakyuu 8 mecme 66e0eHUs
[TOBBIIIIEH- JUXOpajKa 001b B
Hast rpyau
YTOMJIS-
€MOCTb
HeJIoMOra- 03HO0
HHE
HEKpO3
KOXH (B
MecTe
BBEJICHHS)

. IMPpU BOBHUKHOBCHUHU JAHHBIX CUMIITOMOB JICUCHUC MECTOTPCKCATOM JOJIZKHO OBITH HEMCAJICHHO

MPEKPALIEHO, TAKXKe CIeAYeT UCKIIOUUTh WH(EKIIMY HUKHUX JAbIXaTeIbHBIX MyTeH.

* cM. paznen 4.4.

HexenarensHbIC peakIlMy, BOSHUKAIOIIME IPH MHTPATCKATbHOM BBEJICHHN METOTpEKCcaTa

OcTpplif XUMHYECKUIH apaxHOMAMT (KIMHUYECKUE MPOSBICHUS BKIIOYAIOT TOJOBHYIO OO0Jb,
JIOPCAITHIO, OHEMEHHE B 00JIACTH IIEU U JIUXOPAIKY), TOIOCTPYIO MHUENIOIATHIO (TIapamnapes Uiu
naparuierusi B 00JacTH MHHEPBAIMK OJTHOTO WIJIA HECKOJIBKUX MOPAKEHHBIX KOPEIIKOB CIIMHHOTO
MO3ra), XpOHHYECKYIO JeiKodHIedanonaruo, 9bd TPOSBICHUS BKIIOYAIOT CIYTaHHOCTH
CO3HAaHUs, MMOBBINICHHYIO PAa3AgpaXKUTCIbHOCTb, COHJIMBOCTb, dATaKCUIO, ACMCHIUIO, CYAOPOTru U
pa3BUTHE KOMATO3HOTO COCTOSIHHMS. B cilygyae mporpeccHpoBaHHs yKa3aHHBIC MPOSBICHUS
TOKCHYHOCTH MOTYT MIPUBECTH K CMEPTH TIAIIUCHTA.

CoBMecTHOE IMPUMCHCHUC HMHTPATCKAJIIBHOI'O BBCACHHUA MCTOTPCKCATA U O6J'Iy‘-IeHI/I}I T'OJIOBHOT'O
MO3ra HOBBIIIACT PUCK Pa3BUTUA HeﬁKOBHHe(baHOHaTHH. ITocae HWHTPATCKAJIIbHOI'O BBCIACHHA
npernapara clelyeT THIATEIbHO KOHTPOJIHMPOBATH COCTOSHUE TAlMEHTa Ha MPEIMET Pa3BUTHS

BO3MOYKHBIX NMPU3HAKOB HEHPOTOKCUYHOCTH (MEHUHTHU3M, TTapaind, dHIedamonaTus).
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VHTpaTeKanbHOE M BHYTPHBEHHOE TPHMEHEHHE METOTpOKCHTal Takoke  MOKer TpHBCCIH K

Pa3BUTHIO OCTPOTo 3HIIE(aInTa U OCTPoii HLIEDATONaTUH, TPUBOIAIIEH K CMEPTH.

HmeroTcst cooOieHnst 0 MalleHTax ¢ MepUBEHTPUKYISIPHON JTUMGPOMOM HEHTPAIIbHOW HEPBHOM
CHUCTEMBI, Y KOTOPBIX PA3BUJIOCH BKIIMHEHHE I'OJIOBHOI'O MO3Ta MOCJIE HHTPATEKAIBHOTO JICUEHUS
METOTPEKCATOM.

HexenaTenbHble peakIIUi, BO3HHKAIONIWE IIPW BHYTPUMBIIICYHOM BBEJACHHHM METOTpEKcaTa

ITocie BHYTPUMBIIIICYHOT'O UCHOJB30BAHUA MCTOTPCKCATA B MECTC MHBCKIUKU MOT'YT BO3SHUKATH
MECTHBIC HEXeJNaTelbHbIC PEAaKIUU (YyBCTBO JOKEHHWS) WJIM TOBpEXIeHUs (oOpa3oBaHUE

acenTUYEeCKoro adcrecca, pa3pyuieHne )KUPOBOK TKaHM ).

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TMOJ03peBaeMbIX HEXKENATEeNbHBIX pEeaKIUsX I[0Clie PETUCTpaluu
JIEKapCTBEHHOI'0 Tpernapara ¢ 1efbio 00ecredeHns] HeMpepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«oNb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
co00IaTh O JIFOOBIX MO03PEBACMBIX HEXKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOLIECHHS O HEXEeNaTebHBIX peaklusix rocydapcTB — YJICHOB
EBpa3zuiickoro 3KOHOMUYECKOTO COH03a.

Poccniickas @enepanvs

®denepanbHas Ciryx0a 1Mo Ha30py B chepe 3ApaBOOXpaHEHUS

109012, r. MockBa, CnaBsiHCKas 1iomansp, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

DnekTpoHHas nmouta: pharm(@roszdravnadzor.gov.ru

Caiit B UH(POPMALIMOHHO-TEIEKOMMYHHUKAITTOHHON ceTu «HTEepHETY:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CuMITOMBI

['maBHbIM 00pa3oM HaONIONAIOTCS CUMIOTOMBI, CBS3aHHBIE C YTHETEHHEM CHUCTEMBI
KPOBETBOPEHHUSI.

Jleuenue

CrieruduueckuM aHTHJIOTOM METOTpeKcara sBisieTcs Kauplus (onuHat. OH HeHTpanuzyer
HeOIaronpusTHbIC TOKCHYECKHE YP(HEKTHI.

[Ipu cnydaitHO# epeao3upPOBKE HE TTO3KE, YEM YEPE3 Yac MOCJEe BBEICHUS METOTPEKCcaTa BBOJIAT
Kaiblusg (OTUHAT (BHYTPUBEHHO WJIM BHYTPHMBIIIEYHO) B /103€, PABHOM MJIM IPEBBIILAIONICH

403y MCTOTpCKCATa. BBGI[GHI/IG KaJIbII s q)OJII/IHaTa IpoaOJIKAOT OO0 CHUXKXCHUS KOHILCHTpalHun
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METOTpeKcaTa B CHIBOPOTKE KpOBH Hike yposr 107 Mo /r.| CACOEATENEHOCTE 0007)

[Ipn 3HAYUTENBHON TMEpPEeNO3UPOBKE MOXKET TOTPeOOBAaThCS THUApATAIlUS OpraHu3Ma H
omenauynBanue Mmouu (pH Gosnee 7) st mpe1oTBpaIieHUs BBIMAICHUS O0CaIKa METOTpeKcaTa u/iiu
€r0 MeTa0OJIMTOB B MOYEYHBIX KaHAIBIIAX. | eMOIMai3 U MEPUTOHEATBHBIN TUAITN3 HE YITyUYIIaloT
NMUMUHAIIMKA MeToTpekcara. OOecrnieunTh A((EKTUBHBIA KIMPEHC METOTpPEKcaTa MO3BOJISET
WHTCHCUBHBIA WHTEPMUTTUPYIOIINA Te€MOIUAIN3 C HCIOJB30BAHUEM BBICOKOIIPOHUIIAEMBIX
(«high-flux») nuanu3aTopos.

[lpy mepemno3upoBKEe TP HMHTPATEKATHLHOM BBEICHHHM Cpa3y IIOCJIE TOTrO, KaK BBISBICHA
NIepEeI03UPOBKA, CIIEYeT MPOM3BECTH IMOBTOPHBIC IIOMOATbHBIE MYHKIUU sl OOECTICUCHHS
OBICTPOTO  JpeHa)ka  CHUHHOMO3TOBOM  JKHMJKOCTH, BO3MOXKHO  HEUPOXUPYPTrUYECKOe
BMEIIATEITHLCTBO C BEHTPUKYIOIIOMOAIBHOM nepdy3ueii. Bce aTu mporenyprl ciieyeT BHITOIHSAT
Ha (OHE MHTECHCWBHOHN IMOJICPKUBAIOIICH TEepalmMi W CHCTEMHOTO BBEACHHUS OOJBIINX 03

KaJblus GosiHaTa.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHuYecKHe CBOHCTBA

dapmakoTepaneBTHUECKasi TPyIa: MPOTUBOOMYXOJIEBbIE CPEICTBA; AHTUMETAOOIUTHI; aHAJIOTH
(oIMeBOI KUCIIOTHI.

Kox ATX: LO1BAO1

MexaHusM aeiictBus U dhapMakoaruHaMudeckre YO GEKTHI

[IpoTuBOOMyX0JI€BOE, IMTOCTATUYECKOE CPEACTBO TPYMIbl AHTUMETAOOJIMTOB - aHAJOrOB
¢donmeBoil  KUCIOTH, OONajamoIee HMMYHOCYIIPECCUBHBIM M IPOTHBOBOCHAIUTEIBHBIM
neiicreueM. HWHrubupyer auruapodonaTpeaykTady, yJacTBYIOIIYIO B  BOCCTaHOBIICHHH
TUTUAPO(OITUEBOH KHUCIOTHI B TETPAruApOQOIHEBYIO0 KHCIOTY (IMIEPEHOCYUK YTICPOTHBIX
(¢parMeHTOB, HEOOXOAMMBIX Ui CHHTE3a ITYPUHOBBIX HYKJICOTHIOB M HMX IPOH3BOJHBIX).
Topmo3ut cunre3, penapamuio JHK wu kxierounsnidi muto3 (B ¢a3y cuHTe3a). Ocobo
YYBCTBUTEIBHBl K JCHUCTBHUIO METOTpPEKCcaTa TKAaHWM C BBICOKOW mpojudepanueld KIETOK:
OITyXOJIeBasi TKaHb, KOCTHBI MO3T, KJIETKH JIUTENUS CIM3HCTBIX 000J0YeK, YMOPHOHAIBHBIC
kiaerkn. Korma wierounas mponudepanus 370KaYeCTBEHHBIX TKaHeH Ooublne, 4eM B
OOJIBIIMHCTBE HOPMAIBHBIX TKaHEH, METOTpEKcaT MOXKET IPHBECTH K HapYyLIICHHIO pPOCTa
3JI0KauYeCTBEHHBIX 00pa3oBaHui 0€3 HeoOpaTuMoro yiiep0a Jyisi HOpMaJbHON TKaHH.

MexaHu3M JEHCTBHSI TIPH PEBMATOMIHOM apTPUTE CBSI3aH C HWMMYHOMOAYJHPYIOUIMM U
IPOTHBOBOCTIAJIMTENBHBIM JCUCTBUEM TMIpernapata © OOYCIOBJIEH HHIYKIMEH armonTosa
OBICTPONIPOIU(PEIUPYIOMIUX ~ KIETOK  (AaKTUBHPOBAHHBIX  T[-muMQouuToB, ¢GudOpodIaCTOB,

CHUHOBHMOLIMTOB), UHTMOMPOBAHWEM CHHTE3a MPOTUBOBOCHAIIUTENbHBIX INTOKUHOB (MHTEPJICHKUH
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(WJ)-1, dakTop Hekpo3a OMyXomum ambda), |ycHICHHAEN CHETEsE ToTHAROBOCHANH T HEIX

uurtokunoB NJI-4, NJI-10 u nonaBiieHreM aKTUBHOCTH METAJUIONPOTEHHA3S.

VYV mnanueHToB ¢ PEBMATOMIHBIM apTPUTOM IMPUMEHEHHE METOTpPEKCaTa CHUMXKAET CHUMIITOMBI
BocnasieHus: (00Jib, MPUITYXJIOCTh, CKOBAHHOCTh), OJIHAKO UMEETCSI OPAaHUYEHHOE KOJIMYECTBO
UCCJIEIOBAaHUM TpU JNJIUTEIbHOM NPUMEHEHWU METOTpeKcara (B OTHOIIEHHUH CIIOCOOHOCTH
MOJJIEPKUBATH PEMUCCHUIO MIPU PEBMATOUTHOM apTPUTE).

[Ipu ncopuasze yBenWYMBACTCS TEMI POCTa KEPATHHOIMTOB B TMCOPUATHYECKHUX OJSIIKAX IO
CpPaBHEHHUIO ¢ HOPMaJbHOW TMpoiudepanueil KOKHBIX KJICTOK. DTO pazinyue B npoiudepanun
KJIETOK SIBJISIETCS OCHOBOM JIJIsl UCTIOIb30BaHUS METOTpEKcaTa /Ui JIeUeHus Icopuasa.

5.2. apmakokuHeTHYECKHE CBOHCTBA

AOGcopbuus

[Tpu BHYTpUMBIIIEYHOM BBEACHUM MaKCHMallbHasl KOHIEHTPALlMs METOTpEKcaTa B Iia3Me KPOBU
nocturaercs B tedeHue 30-60 muH. [N neHKeMUYECKUX MAaIMEHTOB XapaKTepHa IIUpPOKast
MEXUHAMBHUyalbHas BapuabenbHOCT, B mpenenax oT 1 mo 3 wuacoB. OTHOcHTENbHas
OMOJOCTYMTHOCT, Yy TAIMEHTOB C PEBMATOMAHBIM  aPTPUTOM  COIMOCTaBMMa  IOCIIE
BHYTPUMBIILIEYHON WJIM MOJKOXHOW MHBEKIHUU NMPU MPUMEHEHUU OIMHAKOBBIX J03 Mperapara.
CuctemHast abcopOITisi METOTpeKcaTa TMociie BBEICHHS 01 KOXKY KUBOTa U Oe/ipa OJIMHAKOBA.

Pacnpenenenue

[locne BHYTpHUBEHHOTO BBeIEHHs INepBHuYHOE pacupenenenue coctasiser 0,18 n/kr (18 % ot
Mmacchl Tena). Pacnpenenenue n1o3el Hackimenus - okoio 0,4-0,8 si/kr (40-80 % ot macchl Tena).
Oxkono 50 % wMeroTpekcaTa CBsI3bIBaeTCS C OelKaMU IJ1a3Mbl KPOBH, MPEUMYLIECTBEHHO C
anb0yMuHaMHu. BO3MOXHO KOHKYPEHTHOE BBITECHEHHE IMpPHU OJHOBPEMEHHOM INPUMEHEHUH C
cynb(hoHaAMHIaMH, CATMIIATIATAMH, TETPAMKINHAMH, XJIOpaMPeHUKOIAMU, (CHUTONHOM.
MeTtoTpekcaT He NpOHUKaeT dYepe3 remaTosHuedannueckuili Oapbep MpU NPUMEHEHUU B
TEpaNeBTUYECKUX J103aX. BbICOKash KOHLEHTpalus METOTpeKcaTa B ILEHTPaJIbHONM HEPBHOMH
CUCTEME MOXKET OBITh JOCTUTHYTA IMPU MHTPATEKATLHOM BBEICHUU.

Buorpancdopmarnus

MeTtoTpekcaT nojBepraeTcsi IeUeHOUHOMY U BHYTPUKJIETOUHOMY METab0IM3My ¢ 00pa3oBaHHEM
(GbapMakoJIOTUYECKH  aKTUBHOW  TOJUTIIYTAMHHOBOM  (OPMBI, TaKke HWHTHOMPYIOMIEH
auruapodonaTpeaykTasy M CHHTe3 THUMUAMHA. HeOosblioe KOJIMYECTBO IOJIUTIIIOTAMAaT
MCTOTPCKCATA MOXKCT OCTaBaTbCAd B TKAaHAX B TCUCHUC IJIUTCIBHOIO IICPUOJa BPCMCHHU.
CoxpaHeHue U MPOJIOHTUPOBAHUE JIEHCTBUS AKTUBHBIX METAaOOIUTOB Mpenapara pa3indyaioTcs B
3aBUCHUMOCTH OT THIIA KJIETOK, TKAaHEH U OMyXOJIeH.

DIMMUHALIUSA

Cpe;[HHe 3HAYCHHUA TCpruoAa IMOJYBBIBCACHUSA NPU NPUMCHCHHUU MCTOTPCKCATa B JJ0O3€ MCHCC
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30 mr/m? cocTaBisIOT 6-7 4. Y ManMeHToB, TOJ] afompfgl EL&EE%%&%B’E&E&E&QFH&;;HOH

NOJTyBbIBeJIeHUs cocTaBisieT oT 8 1o 17 4. [lpu XpoHUYeckoil mouedyHoi HeA0CTaTOUHOCTH 00€
¢a3bl BBIBEJICHUSI METOTPEKCATa MOTYT ObITh 3HAUUTEIHHO YJTHHCHBI.
Or 80 mo 90 % mnpuHATON 03Bl BBIBOJUTCS B HEU3MEHEHHOM BHJC IyTeM KIyOOUYKOBOUH
(buUIBTpaIK U KaHAJBIIEBOW CeKpeluu B TeueHue 24 4. C xemubio BIBOaUTCS He 6oiee 10 % umun
MeHee OT BBEJCHHOM J03bI C MOCIEAYIOIIel peadcopOIeil B KUIICUHUKE.
Hapymenne GyHKINK MOYEK, BRIPAKEHHBIM aCIUT WM TPAHCCYAAT, a TAKXKE OJHOBPEMEHHOE
NPUMEHEHHE TIPEernapaToB, TaKUX Kak cila0ble OpraHMYeCKHe KHCIOThI, KOTOpbIE TaKke
MOJIBEPTalOTCsl KAHAJIBILEBOM CEKpEelH, MOTYT 3HAUUTENbHO YBEIMYHUTHb KOHIEHTPAIUIO
METOTpEKCaTa B ChIBOPOTKE KPOBU. B COOTBETCTBUU € paclipeeieHHEM METOTPEKCAT KyMYJIHPYET
B MIEYCHH, NMOYKAX U CEJIE3€HKE B BUJIC TOJUIITYTAMAaTOB U MOXKET 3aJIePKUBATHCS B YKa3aHHBIX
OpraHax B T€UE€HUE HECKOJIbKUX HE/eb I MECSIIEB.

eTu
VY nmereéi MeroTpekcaT OOBIYHO TOJHOCTHIO BCACBIBACTCS TOCJE MApPEHTEPATLHOTO BBEICHUS.
[Tocne BHYTpUMBIIIEYHOTO BBEACHUSI MAKCUMaJIbHASI KOHLIEHTPAIUs B [JIa3M€ KPOBU JJOCTUTAETCS
yepes 30-60 MUHYT.
V nereif, MoNyYaBIIMX METOTPEKCAT JIs JIedeHus ocTporo auMdoneiikosa (ot 6,3 10 30 mr/m?)
WM FOBEHUIBLHOTO HAMONATHYECKOro apTputa (0T 3,75 10 26,2 Mr/m?), KOHEUHBIH Iephoa

notyBbIBeaeHus cocTaisiia ot 0,7 no 5,8 yaca u 0,9 1o 2,3 yaca COOTBETCTBEHHO.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Harpus xnopun

Hatpus rugpoxcun 1M pactBop (a5 koppexkuuu pH)

Bona st nebeKkmin

6.2. HecoBmecTUMOCTD

JlaHHBIN JIEKapCTBEHHBIM IpenapaT HE CIEAYeT CMEIIMBATh C APYTUMHU JIEKAPCTBEHHBIMU
IpenapaTamy, 3a HCKJIIOUEHUEM YIOMSIHYTHIX B paszaene 6.6.

6.3. Cpok rogHocTH (CPOK XpaHeHUs)

2 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh pH TemnepaType He Boie 25 °C B KapTOHHOH ymakoBke (Tayuke).
6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU

[To 1 M wm 2 Mt s 1o3upoBkH S5 mr/mi u o 0,75 mo, 1 mor, 1,5 M1, 2 mutr w5 mut ioist
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103upoBKH 10 MIr/MJi1 BO (pr1akOHBI TPO3PAYHOTO SecuBeTﬁG%:%ﬁ’ﬁEM&%%gﬂé{cca,

TrepMETUYHO YKYNOPEHHbIE MPOOKaMU PE3UHOBBIMH M3 CHHTETUYECKOTO OyTHIIOBOTO KaydyKa.
@nakoH, YKYHNOPEHHBIH MpPOOKOW pPE3UHOBOH, OOKUMAIOT KOJIAYKOM allFOMUHUEBBIM, C
MJJACTUKOBOM KPBIIIKOW vk 63 Hee.

Ha ¢akoHbI HAKJIEUBAIOT STUKETKY.

[lo 1 wumm 2 ¢uakoHa TOMEIIAIOT B KOHTYPHYIO SUEHKOBYIO YIAKOBKY M3 IUJICHKH
HOHHBHHHHXHOpHHHOﬁ.

l KOHTYpHYIO SYEHKOBYIO YHAakoBKY ¢ | wnm 2 ¢rakoHaMHd BMECTE C HMHCTPYKIHEH TIO
MEIUITMHCKOMY TPUMEHEHHUIO (JIMCTOK-BKIIAJIBIIT) TTOMEIIAIOT B KAPTOHHYIO YITAKOBKY (TTAUKY).
6.6. OcoOble Mepbl TMPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WIN OTX0J0B, TMOJYYEHHBIX [0OCJe MPUMeHEHUs
JIEKAPCTBEHHOI'0 MpenapaTa u Apyrue MaHUIYJISIUM C PenapaToM

Oco0bIe MephI IPETOCTOPOKHOCTH

[Ipenapat MeToTpekcar - 3T0 TUTOTOKCUYECKHUI JIEKAPCTBEHHBIN Mpenapar, ¢ KOTOPbIM, KaK U €
JPYTUMH TOKCUYECKUMU BELIECTBAMH, CIEIYET 00PaIaThCsi C OCTOPOXKHOCTBIO.

Crnenyer u3beraTb KOHTAKTa KOXKM M CIM3UCTBIX C METOTpeKcaroM. B ciiyuae 3arpsisHeHMs
HOpaKEHHBIE YYACTKHU CJIEAYET HEMEIJIEHHO IPOMBITH OOJIBIINM KOJIMYECTBOM BOBI C MBLIOM.
Jlnis MHTpaTeKaIbHOTO BBEIEHUSI METOTpEKcaT paz0aBisioT 10 kKoHueHTpanuu 1 mr/mia B 0,9 %
M30TOHUYECKOM PACTBOPE HATPUs XJI0pHaa. BBOIUTE HHTpATEKAIBHO CIELYET C OCTOPOKHOCTBIO.
[TpeBbllIeHNE PEKOMEHA0BAaHHOM 03Bl IPU UHTPATEKAIbHOM BBEJICHUH 3HAYUTEIbHO MOBBIIIAET
PHUCK BOSHUKHOBEHHMSI BBIPQXKEHHBIX MPOSIBICHUH TOKCUYHOCTH.

Jlosel mpemapara cebime 100 MI/M? BBOAAT TONBKO BHYTPHUBEHHO KamenbHo! PacTBop

IpeBapUTENbHO pa30aBisaioT 5 % pacTBOPOM JEKCTPO3HI.

drakoHEI npe€aHa3sHaA4YCHEI TOJBbKO JJISI OAHOKPATHOI0 IPUMECHCHU.

OCTOpOKHO: HENb3s BBOJUTD KalblUs (PONUHAT HHTPATECKAIBHO!

Yunusauus

Ocratku mpenapara, Bce HHCTPYMEHTHI W MaTepHallbl, KOTOpbIE HCIOIb30BAINUCH ISt
MPUTOTOBJICHHUSI PACTBOPOB JUIsi UH(Y3uM mpemnapaTa MeToTpekcaT, TOJKHBI YHHUUTOXKAThCS B

COOTBCTCTBUH C YCTAHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tp€6OBaHI/I}IMI/I.

7. AEP’KATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSI
Poccus

000 «O30H Menukay
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445043, Camapckas oomactp, r.0. Tomesartu, THP. 033 I‘H'E:T,:N/ﬁ?@-ﬁ E’“ﬂzg%ﬁgﬂ% 1 T, '%;B(léﬁne

1, xom. 37.

7.1. IlpeacraBuTeib AepKaTessi PerHCTPAMOHHOIO YA0CTOBEPEHM I

[Iperen3un noTpeOUTEIEH HAIIPABIATE 10 aJIPECY:

Poccus

000 «O30H @apm»

445043, Camapckas 061., 1.0. Tonbsitti, Tep. O33 IIIT, maructpans 3-1, 31. 11, cTp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOTI O YAOCTOBEPEHMUSA

9. JATA TIEPBUYHOW PETMCTPALIMM (MMOATBEPKIEHUS
PETACTPAIIAU, TEPEPETHCTPALIAN)

JlaTa niepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmast  xapakTepuCTUKa JIGKAPCTBEHHOTO  Mpemapara MeTroTpekcar  JOCTynmHa  Ha
WHPOPMAIIMOHHOM TIOpTajie EBpa3suiickoro SKOHOMHUYECKOTO Cor3a B HWH(POPMAIMOHHO-

KOMMYHUKaImoHHOM cetu «uTepHeT» http://eec.eacunion.org/.
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