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MUHUCTEPCTBO 3/IPABOOXPAHEHM ST POCCUNCKON ®EJEPALINU

NMHCTPYKIIMA
1O MEJULIUHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O
[IPEITAPATA

AnpubaacTuH® ObICTPOPACTBOPUMBII

Pecucmpayuonnwiii nomep: 11 N013798/01

Topzosoe naumenosanue: Anpu6aacTur® GBICTPOPACTBOPUMBIN
Meostcoynapoonoe HenameHmosaHHOe UAU ZPYRRUPOBOUHOE HAUMEHOBAHUE:
JIOKCOPYOHITUH

Jlexapcmeennaa ¢popma: nmodunuzar AJisI OPUTOTOBICHUS pacTBOpa A
BHYTPUCOCYAUCTOTO U BHYTPHUITY3bIPHOTO BBEJCHUS

Cocras

Kaorcowiii pnaxon cooeporcum:

Axmusnoe gewecmaso: nokcopyouruaa ruapoxiaopua — 10 mr wiaum 50 mMr
(axBUBaNIEHTHO 9,36 MT WK 46,8 MT TOKCOPYOUIIMHA, COOTBETCTBEHHO);
Bcnomoeamenvhnvie ewecmea: MeTuimaparuapokcubensoar — 1 mr wim 5 wr,
sakTo3a 6e3BoaHas — S0 mr wiu 250 Mr, COOTBETCTBEHHO.

Kaowcoas amnyna ¢ pacmeopumenem cooepacum. Boaa il UHbEKIUNA — 5 MII.
Onucanue

Jluogpunuzam: nuOPUIN3UPOBAHHBINA TMOPOIIOK WM TMOPHCTAasi Macca KpPacHOTO
1[BETA.

Pacmeopumens (015 0o3upoexu 10 me): ipo3payHas 6eCliBETHAS KUJIKOCTb.
dapmakoTepaneBTUYECKASA rpynmna: MPOTUBOOIMYXO0JIEBOE CPE/CTBO,
AHTUOMOTHK.

Kon ATX: LO1DBO01

dapmMakoJI0rn4ecKue CBOMCTBAa

Dapmakoounamuxa
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JIoKkCOpyOUITMH — IUTOTOKCUYECKHUM aHTPAIIMKIMHOBBIN aHTUOMOTHK, BbIJICTICHHBIN
U3 KyJIbTyphl Streptomyces peucetius var. caesius.

[{uToTOKCHMYECKOE NEWCTBUE MOKCOPYOWIIMHA B OTHOIICHUHM 3J0KAYECTBEHHBIX
KJIETOK M €ero Tokcuyeckue HPGEeKTbl Ha pas3dyHble OpraHbl, BEPOATHO,
oOyCJIOBIIEHbI HWHTEPKAISAIMEH HYKICOTUIHBIX OCHOBAaHUW U CIIOCOOHOCTHIO
JIOKCOPYOUITMHA CBSI3BIBATHCSA C JIUMTUAMHU KJIETOYHOU MeMOpaHbl. MHTepKamsus
WHTUOUPYET peruiMKaiuio HykiaeotuaoB U aktuBHocTh JJHK- u PHK-nomumepas.
B3aumopeiictBue nokcopyouiHa ¢ Tomnousomepaszor |l ¢ obpasoBanuem JIHK-
pacHIEIUISIEMBIX KOMIUJIEKCOB CUMTAIOT BaXXHBIM MEXaHU3MOM IIUTOTOKCHUYECKOTO
JENUCTBUS TOKCOPYOUITMHA.

DapmaKkoKunemuxa

Pacnpeoenenue

HavanbHbli mepuoa  TONYBBIBENCHUSA  COCTABISET OKOJIO S5 MHHYT U
CBUIETEIBCTBYET O OBICTPOM pachpeneieHuH JOKCOPyOWIIMHA B TKaHSX;
TepMUHAIBHBIN niepuo noiyBeiBeaeHUs — 20 — 48 4. CBs3b TOKCOPYOUIIMHA U €T0
IJIABHOTO METaboJnuTa, JOKCOPYOUIIMHOIIA, ¢ OeJIKaMU TJIa3Mbl KPOBU COCTaBJISICT
74-76 % v He 3aBUCUT OT KOHIIEHTpAIlMU JOKCOPYOWIIMHA B TIa3Me KPOBH (JI0
1,1 Mxr/mom).

JlokcopyOUIIMH HE TPOHUKAET uepe3 remMaTosHiehaaTndeckuii 6apbep.
Memabonusm

@depMEHTAaTHBHOE  BOCCTAHOBJICHHE B TIOJIOKEHUHM 7 W paCIICIICHUE
JAyHO3aMUHOBOTO  caxapa TPHUBOJUT K OOpa30BaHUIO AarjuKOHOB, YTO
COMPOBOXKIACTCS TaKKe 00pa3oBaHUEM CBOOOMHBIX panukaioB. [lociaennue moryT
oOyCJIOBIIMBATh  KapJauOTOKcHueckue dApdextsr  nokcopyounumua. Ilepuon
MOJIYyBBIBEJICHUSI  JIOKCOPYOUIIMHONIA CXOJEH C TaKOBBIM JOKCOPYOHUIMHA.
CooTHoOIIIEHHE MEKIy IUIOMAAbI0 TOJ KPUBOHM «koHIEHTparmsa-Bpems» (AUC)
nokcopyouriuaona 1 AUC nokcopyOuiiHa mo CpaBHEHHIO C JOKCOPYOHUIIMHOM

cocrasiget 0,4 —0,6.
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Buvigeoenue

KnupeHnc noxkcopyOuimHa oCylIECTBISIETCS, B OCHOBHOM, IyTeM MeTaboju3Ma U
skckpenuu ¢ xemubto. [Ipumepno 40 % m03bI BBIBOAMUTCS C KETYbIO B TEUCHHE
5 nueit. Tonapko 5 — 12 % nokcopyOuiiiHa 1 ero MeTaboJIUTOB 0OHAPYKUBAETCS B
MOY€ 3a TOT K€ MEPHOJ] BpeMeHH. B TeueHue 7 mAHEH B BUAC JOKCOPYOHITMHOJIA
yepes MOYKH BRIBOAUTCS MeHee 3 % /103bl.

CucTeMHBI KIHUPEHC JOKCOPYOMIIMHA 3HAYUTEIBHO CHIDKAETCS Y JKEHIIUH C
OKHPEHHEM, Macca Tella KOTOphIxX cocTapigeT 6osee 130 % oT onTuManbHOM.
DapmaxorunemuKka 8 0coObLX epynnax

Jlemu

Knupenc nokcopyOuimHa y Jerei crapuie 2-X JeT MNPEBBIIMIACT TAKOBOU Y

B3pocibiX. Knupenc y neredt mmanme 2-x JieT OpUOIMKAaeTCs K 3HAUYCHUSIM
KJIMPEHCA Y B3POCIIBIX.

Loowcunvie

Koppekuuu 103561 ¢ yaeToM Bo3pacta He TpedyeTcs.

Llon

CpenHuii KIMPEHC TOKCOpYyOULIMHA Y MY>KUMH 3HAYUTENIbHO BBIIIE, YEM Y JKEHILUH.
OpnHako, TEpMUHAJIBHBIA MEPUOJ MOJYBBIBEACHHS JOKCOPYOUIIMHA y MY>KUHUH —
0oJee ITUMTENbHBINA 10 CPABHEHUIO € XKeHIMHAMU (54 1 35 4 COOTBETCTBEHHO).
Paca

BnusHue pacel Ha (papMaKOKMHETUKY JOKCOPYOHIIMHA HE U3y4ajloCh.

Hapywenue ¢pynkyuu nevenu

VY nmnanueHToB C HapylieHHeM (YHKIMHM TMEYEHU KIUPEHC JOKCOpyOullMHA U
JIOKCOPYOUITMHOJIA CHUKAETCS.

Hapywenue ¢pynxyuu nouex

Bnusgnue QyHKIIMM noyek Ha (PapMaKOKMHETUKY JOKCOPYOMIIMHA HE U3y4YaJoCh.

IHoxa3aHus K NPUMEHECHUIO
Octpaiii TuM(}OOIACTHBIN JIEHKO03, OCTPBIM MUEIO0JIACTHBIN JIEHKO3, XpPOHUYECKUI

auMdoneikos3, 6one3np XOMKKIHA, HEXOKKUHCKUE JTUM(OMBI, MHO)KECTBEHHAs
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MHEJIOMa, OCTEOreHHas capkoma, capkoma FOuHra, capkoMa MSTKHX TKaHEH,
HelpoOiacToma, pabJoMHUOCapKoMa, OIMyXoJib BuibMca, pak MOJOUYHOM >KeJe3bl,
pak [IIEHKHM MaTK{A, CcapkoMa MaTKH, paK »>3HIOMETPHUs, paK SUYHUKOB,
TEPMUHOTECHHBIE OIYXOJId SIMYKA, PaK MPEACTATEIbHOW JKEJIEe3bl, paK MOYEBOIO
ny3plps  (JedeHne U TOpOoQUIAKTHKA PEHUAMBOB  TIOCIE  ONEPAaTUBHOTO
BMEILIATEIbCTBA), MEJIKOKIETOUYHBIA pakK JIErKOrO, pakK JKelyJKa, NEpBUYHbBIN
renaToOUECIUIIOSIPHBIN  PaK, 3JIOKAUECTBEHHBIC OIYXOJM TOJIOBBI M IIEH, PAK
IIMTOBUJIHOM JKEJE3bl, ME30TEIMOMa, PaK IMHILEBOJA, MHCYJIMHOMA, KapUUHOWI,

3JI0Ka4eCTBEHHAs: TuMoMa, capkoMa Kanomm npu CITM le.

IIporuBonokazanus

[ToBbilIEHHAs] YYBCTBUTEIBHOCTh K JOKCOPYOMIIMHY WJIM JPYIMM KOMIIOHEHTaM
Ipernapara, a TakKe K ApyruM aHTPAalMKIMHAM U aHTPALICHANOHAM.

bepeMeHHOCTh U Iepuo TPy AHOTO BCKaPMIIMBAHMUS.

BHYTpUBEHHOE BBEJICHUE MPOTUBONOKA3aHO NPU CTOMKOW MUEIOCYIIPECCUH,

TSDKEJIBIX HApYIIECHUSIX PYHKIUU TEUYSHU, TSHKEJION CepJIeYyHON HEJOCTAaTOUHOCTU U
TSOKEJIBIX ~ apUTMUSX,  HEJaBHO  TEpeHeCeHHOM  WH(papKTe  MHOKapaa,
MPEANIECTBYIONICH Tepanuu JOKCOPYOUITUHOM, TayHOPYOUIIMHOM, SITUPYOUIIMHOM,
UIapyOUIIMHOM W/WIM JPYTMMHM aHTpPAlUKIMHAMU W aHTpAllCHAUOHAMHU B
NpeAeabHbIX CYMMAapHBIX J03aX.

BBCI[@HI/IC B MOYEBOM IY3BIPb IIPOTUBOIIOKA3aHO IIPHU I/IH(l)CKI_[I/IHX MOYECBBIBOIAIITNX

HYTeﬁ, BOCIIAJICHUN MOYCBOTO ITY3bIp:A, ICMATYPHUH.

C 0CTOPOKHOCTHIO

[TariuenThl c (akTOpaMu pHUCKA Pa3BUTUS KapAUOTOKCUYHOCTH;, TAI[UEHTHI,
MOJTy4YaBIlIME€ pPaHEE WHTECHCHUBHYI0 XUMHOTEPAIUIO, JIETHU, MOXKHUJIbIC MaIlMEHTHI,
MalMUeHThl ¢ OKUPEHUEM, TMojiarpa, yparHblidi HepoauTras (B T.4. B aHAMHE3e),
3a0oseBaHus cepara (KapIMOTOKCHIECKOE JEHCTBHE MOKET OTMEUAThCS Tipu OoJiee
HU3KUX CyMMAapHbIX J03aX), MalUEeHThl C OMyXOJEBON MHOUIbTpaIell KOCTHOTO

Mo3ra (MOXET MOTpeOdOBaTbC CHU)KEHHE CTApTOBBIX 03 WM YBEIHMUYCHHUE
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UHTEPBAJIOB MEXJy J03aMH), YTHETEHHME KOCTHOMO3IOBOI'O KpPOBETBOPEHUS;
IPUMEHEHUE B COCTaBE KOMOMHMPOBAHHON IPOTUBOOITYXO0JIEBOM TEpAIIUH, a TAKKe
B COYETAHUHU C JYyYE€BOW WIIM APYTOM MPOTHUBOOITYXOJIEBOM TEpANMEN; NALUEHTHI C

HapyleHueM (QyHKIMH ITEUEHU.

IIpumeHeHnune npu GepeMEHHOCTH U B MIEPUOJ IPYJIHOT0 BCKAPMJIMBAHMS

Hapywenue gpepmunvrocmu

VY OKEeHIMH JOKCOPYOMIIMH MOJKET BbI3BaTh O€cCIUIONUE BO BpeMs IpHeMa
npenapara. JJokcopyOUIIMH MOKET BbI3BaTh aMeHopero. OBYIIALNS 1 MEHCTPYyalUn
OOBIYHO BOCCTaHABJIMBAIOTCS IIOCJIE MPEKPALIECHUsI JIEUYEHUS, XOTS BO3MOKHO
HACTYIUICHHE PaHHEN MEHONAY3bl.

VY MyX4MH OKCOPYOMIIMH OKa3blBa€T MyTareHHOE JEHCTBHE U MOKET BbI3BaTh
NOBPEXKJICHUE XPOMOCOM CHEPMATO30MI0B. OurocrnepMus WIM a300CHEPMUS
MOTYT OKa3aTbCid HEOOpaTUMBIMH, OJHAKO B HEKOTOPBIX CIy4yasxX OTMEYaloCh
BOCCTAaHOBJICHHE YMCJIa CIIEPMATO30MA0B, MHOTAA 4Yepe3 HECKOJIbKO JIET MOcie
OpeKpaleHus] JeueHus. MyX4YMHbI, MOJy4Yarolue Teparnuio JOKCOPYOUIIMHOM,
JOJKHBI MCHOJIb30BaTh 3(P(QEKTUBHBIE METOJbI KOHTpauenuuu. M MyxduHam, u
KEHIIMHAM  [epell HadyaJioM JIEYEHUs CJEeAyeT MPOKOHCYJIbTHPOBATHCSA
OTHOCHUTEJIbHO COXpaHEHUs! (PePTUIBHOCTH.

bepemennocmo

[TpumeHeHue npenapara npu 6EpeMEHHOCTH U B IEPUOJL TPYTHOTO BCKApMJIIMBAHUS
MPOTHUBOIIOKA3aHO.

Kenwunvi, cnocobnvle kK 0emopodcOeHUu0/KOHMPAYEnYUusl y MyAICUUH U HCEHUWUH
XKenmmnaaMm, CrocOOHBIM K JIE€TOPOKICHHUIO, CIEIyeT PEKOMEHA0BaTh M30erartb
OEpEeMEHHOCTH BO BpEMs JICUEHUSI W MCHOJb30BaTh 3(PQPEKTUBHBIE METOMAbI
KOHTPALICMIIIUU BO BpEMS JICUCHUS TOKCOPYOUIIMHOM U 110 MEHBLIECH Mepe B TEUCHHE
6 mecsitieB u 10 gHell mociie moy4yeHus: mociieqHer A03bl npenapara. MyK4uHBI,
UMEIOIINE TapTHEPIL, CIOCOOHBIX K JAETOPOXKIEHUIO, JOJHKHBI HCIOJIb30BATh

3¢ (deKTUBHBIE METOABl KOHTPALICTIIIUU BO BpeMs JICUCHUSI JOKCOPYOUIIMHOM U TIO
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MEHBIIIEH Mepe B TeueHue 3 MecsiieB U 10 qHel rmocie nojy4eHus MociaeHel 10356l
npernapara.
I'pyonoe eckapmausanue
JlokcopyOMITMH BBIACISIETCS B TPYJHOE MOJIOKO. B CBSI3M ¢ BO3MOXKHOCTBIO
Pa3BUTHS CEPHE3HBIX HEXKENATEIbHBIX PEAKIIUi Y HOBOPOXKICHHBIX, HAXOAIIUXCS
Ha IPYJIHOM BCKAapMJIMBaHUU, KEHIMHAM HE CJIEYET KOPMUTh TPYAbI0O BO BpEMs
JICUCHUS JIOKCOPYOMIIMHOM M IO MEHbIeH Mepe B TeueHue 10 mHel mocie

MOJy4YE€HU MOCIEAHEN T03bI penapara.

Cnocod npumMmeHeHMsI ¥ 103bI

BHyTpHBEHHO, BHYTPUILY3bIPHO WJIM BHYTPHAPTEPUAIIBHO.

BoccTranoBieHHBIN pacTBOP Mpenapara peKOMEHAYETCs UCIIOIb30BaTh Cpa3y MOCIIe
IIPHUT'OTOBJICHUA.

BHyTpUBEHHOE BBEIEHUE

B kadecTBe MOHOTEpanuH PEKOMEHAYEMas CTaHJapTHas 032 Ha LMK JUIS
2

B3pocibiX coctaBisger 60-90 mr/m~. OOIIyI0 03y Mmpernapara B pacueTe Ha ITUKI

(kaxnple 3-4 Helenu) MOXHO BBOJUTH KaK OJHOMOMEHTHO, TaK M Pa3/eiiuB Ha

HECKOJIBKO BBEJICHHI: B T€UEHHE 3 AHEH MOJPSA WIH B NEPBBIA U BOCBMOW JHU

LUKJIA.

Taxke NpPUMEHSETCS €XKEHENCNbHBI PpPEXUM BBEICHUS Ipernapara B J03€

10-20 mr/m?. Tlpu NpUMEHEHHMH MOKCOPYOMIMHA B KOMOMHALMU C JPYTHMH

IPOTUBOOITYXOJIEBBIMU TIperapaTaMu, OOJaJaroIIUMU CXOJHOW TOKCHYHOCTHIO,
2

peKoMeHIyemasi 103a Ha UK cocTaBisieT 30-60 Mr/m*.

[ToBTOpHBIE BBEACHUS Mpenapara BO3MOXHBI TOJBKO MPU HCUE3HOBEHUH BCEX

OPU3HAKOB  TOKCMYHOCTH (B OCOOEHHOCTH,  JKEIYJOYHO-KUIIEYHOW U

reMaTOJIOTHYECKOMN ).

Jns  yMmMeHbIIEHUST  pUCKA  pa3BUTUA  TPOMOO30B M 3KCTpaBa3aluu

Anpubnactua® OBICTPOPACTBOPUMEIA PEKOMEHIAYETCS BBOIWTHL Yepe3 TPyOKy

CUCTEMBI JIJIsl BHYTpUBEHHOU HH(DY31uH, Bo BpeMs undysuu 0,9 % pactBopa HaTpus
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xyopuaa wim 5 % pactBopa aAeKcTpo3bl. [IpogonKuTebHOCTh HH(PY3UH JOJKHA
COCTaBJIATH OT 3 A0 10 MUHYT.

CyMMmapHas 1032 JOKCOPYOULIMHA He JOJDKHA IpeBbIarh 550 Mr/m?2,

[TanenTaM,  MOJy4YaBIIMM  paHee  JIydeBYIO  Tepamuio  Ha  o0JacTh
CPEIOCTCHUS/TICPUKAPAUATBHYIO ~ 007acTh  WJIM  TPUHUMABIIUM  JPYTHE
KapJIUOTOKCHYECKUE TIPermapaThl, MPU HEOOXOJAMMOCTH YBEIHMYCHHS CYMMAapHOMN
103b1 JI0KcopyOunuHa 6onee 450 Mr/M?, BBeJieHHE TIpenapaTa clieqyeT IPOBOAUTh
MOJT CTPOTUM MOHUTOPUHTOM (DYHKITUH CEP/IIA.

HaDVW@HH@ GbVHKI/H/lM nevyenu.

- €CJIi KOHLIEHTpauus OuanpyOuHa B ChIBOPOTKE KPOBU cocTaBisieT 1,2-3 mr/m,
BBOJIMMas J103a Ipernapara JoJbKHa ObITh CHIbKeHa Ha 50 % OT peKOMEH10BaHHO;
- €CJIM KOHILIEHTpalusi OMmIMpyOuHa B CHIBOPOTKE KPOBM MPEBBIMIAET 3 MI/IJI, TO
BBOJMMas J103a IIpenapara JoJDKHA ObITh CHUKEHA Ha 75 % OT peKOMEHJOBaHHOM.

ﬂpyeue cneyuailibHbvle epynnsvl nadyuermos

Pexomennyercss nmpumeHeHue OoJjiee HM3KUX 103 WM YBEJIMYEHUWE WHTEPBAJIOB
MEXIy [HUKJIAMH TIallMeHTaM, KOTOphIE paHee TOJyYad HWHTCHCHBHYIO
XUMHUOTEPAIUIO, IETSAM, TTAIMEHTaM TTOKUIIOTO BO3pacTa, MalueHTaM C OKUPEHUEM
(ecm macca Tena cocrapiset 6osee 130 % oT onTUMaTBHOMN, OTMEYAETCS CHIKCHUE
CUCTEMHOTO KIMpEHCa Tpermapara), a TakXke TMalueHTaM ¢ OIyXOJICBOM
UHOUIbTpAIME KOCTHOTO MO3ra.

HDMZOI’I’IOG]ZGHMG pacmeopa

PactBopute nuodunmsar Bomod mia uabekumid uau 0,9 % pacTtBopoM HaTpus
xnopuaa. Crenyer ydWThIBaTh, YTO COJEPKUMOE (DIIaKOHA HAXOIUTCA TIOJ
OTpHUIIATEIBHBIM JaBlIcHHEeM. Heo0X01uMo TIPOSIBIISITH 0COOYIO OCTOPOIKHOCTH TIPH
MPOKAJIBIBAHUM KPBIIKHU (hJIaKOHA UTII0OH, 9TOOBI CBECTH K MUHUMYMY 0Opa30BaHUe
a’po30Jii BO BpeMs BOCCTaHOBJICHHs pacTBopa. CrenyerT m30erath BIbIXaHUS
a’p030JIs IperapaTa BO BpeMsl MPUTOTOBIICHUS PacTBOpA.

Bseoenue 6 mouesoii ny3sipb

BBGI[CHI/IC B MOYEBOH ITy3bIPpb IMPUMCHACTCA JId JICUCHHA ITOBCPXHOCTHBIX

onyxoneﬁ MOYCBOTO ITY3bIps, 4 TAKIKC B Ka4CCTBC HpOClJI/IJ'IaKTI/IKI/I, A1 CHUXKCHUA



C.8

BEPOSITHOCTH PELUIMBA MTOCIIE TPAHCYPETPAIbHOU pe3ekiuu. BBejenre B MoueBoi
ny3bIpb HE MOKa3aHO [IJIsl JICUEHUS WHBA3UBHBIX OIyXOJEH C MpOpacTaHUEM B
MBIIIEYHYIO0 CTEHKY MOYEBOro my3bIps. PekomeHmyemas no3a Juisi MHCTHILISALUN
coctaBisier 30-50 mr B 25-50 ma 0,9 % pactBopa HaTpus xjopunpa. B ciyuae
pPa3BUTHS MECTHOM TOKCHYHOCTH (XMMUYECKUN LIUCTUT) 03y CIEAYET PACTBOPUTH
B 50-100 M1 0,9 % pactBopa HaTpus xyopuaa. MHCTHILIAIMY MOXKHO TTPOBOJIUTH C
uHTEepBajoM OoT 1 Henenu 10 1 Mecsria.

NHCTHIUSILMIO CIIEAYyEeT MPOBOJAUTH C MOMOILIBIO KaTeTepa, MpU 3TOM Mpernapar
JOJDKEH OCTaBaThCs B MOYEBOM Iy3blpe B TedueHue 1-2 4. JIns oOecnedenus
PABHOMEPHOT'O BO3JICHCTBHS IIpenapara Ha CJIM3HCTYI0 MOYEBOTO IIy3bIps NAUEHTY
BO BpeMsl MHCTHUISILIMU CJIelyeT NoBOpayuBaTbes ¢ 00Ky Ha Ook. Bo m30exanue
Ype3MEpHOro pa3daBieHUs] Ipermapara MOYOH, MAaIlMEHThl JOJHKHBI OBITh
NPEAYNPEXICHB O TOM, YTO UM CJEAYyET BO3AEPKAThCA OT MPHUEMaA KUIKOCTU B
TeyeHue 12 4acoB A0 MHCTWUIALMHU. B KOHIlE MHCTWUISIMM MALMEHT TOJKEH
OIOPOKHUTH MOYEBOMU ITy3bIPb.

BHVmpuapmepuaJZbﬂoe 66e0¢CHUe

BonbHBIM € TrenaToueiUTIoNISIPHBIM pPakKOM M MeTacTa3aMH B I€UEHH IS
o0OecrieueHus: THTEHCUBHOTO MECTHOTO W T€HEPaJIM30BAaHHOIO BO3JICUCTBUS TPHU
OJIHOBPEMEHHOM YMEHBIIIEHUH OOIIETO TOKCUYECKOTO JCUCTBUS MpernapaT MOKHO
BBOJIUTh BHYTPHUAPTEPUAIBHO B TIJIABHYIO I[I€YCHOUYHYIO apTEpUI0 B J103€
30-150 mr/m? ¢ mHTEpBanoOM OT 3 Helenb A0 3 MecdAleB. bonee BBICOKHE JO3bI
CleAyeT NMPUMEHATH TOJIBKO B CIydYasiX OJHOBPEMEHHOTO 3KCTPaKOPIOPAIBHOTO
BBIBEJICHUS Mpernapara. bonee HU3KKE J03bI SABISIIOTCS MOAXOSIIMMHU 151 BBEJCHHUS
JIOKCOPYOMITMHA B COYETAaHUU C MOAUPOBAHHBIM MaciioM. I[TO0CKOJIbBKY ATOT METOA
ABJISIETCA TOTEHUUAIBHO OMACHBIM U MOXKET MPUBECTU K PACHPOCTPAHEHHOMY
HEKpO3y TKaHHU, BHYTPHAPTEPUAIBHOE BBEJICHHE JOJKHBI OCYILIECCTBIISITH TOJBKO

Bpayu, B COBEPIICHCTBE BIACIONINE TAHHOW METOIUKOA.

IToGouHoOE nelicTBHE
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HexenaTenbHbIE peakldd, 3aperUCTPUPOBAHHBIE B CBS3M C TPUMEHEHUEM
JOKCOPYOHUIIMHA, TICPEUYHCIICHBI HIDKE 110 KaTeTOPHUSM KJIACCOB CUCTEM OPTaHOB I10
coBapto MedDRA u wactoTe BcTpeuaeMocTH. KaTeropuu 4acToThl ONpenesiFoTCs
cienyromuM odpa3zom: odeHb vacto (= 10 %), yacto (> 1 %,< 10 %), HeuacTo
(=0,1 %, <1 %), peaxo (= 0,01 %, <0,1 %), ouens penko (< 0,01 %) u HEU3BECTHO

(HEBO3MOKHO ONPEACIUTh HA OCHOBAHUH UMEIOIIUXCS JIAHHBIX ).

Tabanua HexeJaTeJbHBIX peaKIuil

NH}pexuuonHbie U MapasuTapHbie 3200/1¢BAHUA

Ouenb yacto [Ipucoenunenre BTOPUIHBIX HHPEKITHIA

Yacto Cencuc

IlOﬁpOKa‘leCTBeHHLle, 3JJOKAYECTBCHHBIC U HCYTOYHCHHBIC

HOB0OOpa30BaHUs (BKJIIOYAsi KHCTHI M MOJHIIbI)

Hewussectno OcTtpaiil UM OIEITKO3, OCTPBIN MUETOJICUKO3

HapyuieHust co CTOPOHBI KPOBH U JIUM(PATHUECKOI CHCTEMbI

OueHp yacTo JletikonieHUs, HEUTPONICHUSI, AHEMUS, TPOMOOITUTOTICHUS

Hapyuienust co CTOpOHBI HMMYHHOM CHCTEMbI

HewnssecTHO AHadunakTuueckas peakuus

Hapymienust co cTOpoHbI 00MeHa BellleCTB M MU TAHUA

O4eHb YyacTo CHIXEHHE arneTuTa

HewnssecTtHO O06e3BOXUBaHUE, TUIIEPYPUKEMUS

HapyimeHusi co0 CTOPOHBI HEPBHOM CHCTEMBI

Hewussectno [Tepudepuueckas Hevponatusi (IpU BHYTpHUAPTEPUATHLHOM
BBEJCHUU JIOKCOPYOMIIMHA, OOBIYHO B KOMOUHAIIMU C
IUCIJIATUHOM), CYJIOpOTH, KoMa (B KOMOHWHAIUU C

[IUCIUIATUHOM W BUHKPUCTHHOM)

HapyuieHnusi co CTOpOHBI OpraHa 3peHust

Yacto KOHBIOHKTUBUT

HewnssecTHO KepaTtut, NOBBILIEHHOE CIIE300TAEICHUE
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HapyuieHusi co cTOPOHBI cepana

Yacro XpoHUYeCcKasi cepledHas HEIOCTaTOYHOCTh, CHHYCOBas
TaxuKapaus
HewnssectHo ATpHOBEHTpUKYJISIpHast OJIOKajga, TaxuapuUTMHs, OJoKaaa
HOXKH ITydka ['uca
Hapyenust co cTOpoHbI COCY10B
Heuacto OMOonus
HewnssecTHO [llok, remopparus, TpoMmOohaeour, GaeOUT, «IPUIUBH)

KpPOBH K KOKe Juiia (Ipu ObICTPOM B/B BBEICHUH )

Hapyue

HHUS CO CTOPOHLI KEJIYTOYHO-KHIIECTHOI'0 TPAKTa

O4eHp YyacTo

Bocmanenne cnusucro 000JI0YKH KCIYAOYHO-KHUIICYHOT'O

TpakTa/CTOMAaTUT, AUapes, PBOTA, TOIIHOTA

Yacto

D30darut, 60J1b B 0071aCTH KUBOTA

HewusBecTHO

>K€J'IYILOLIHO-KI/IHI€‘-IHOG KpPpOBOTCUYCHHUC, 3p03HBHBIﬁ TracTpur,

KOJIUT, U'3BMCHCHHC [IBCTA CIIN3UCTOMN 00O0JIOYKH IOJIOCTH pTa

HapyumieHusi co CTOPOHBI KOKH M MOJAKOKHBIX TKaHel

Ouenb yacto CuHapoM  JAJOHHO-TIOJIOIIBEHHOM  3PUTPOAU3ECTE3UH,
asnoneuus

Yacto Kpanusnuiia, CBIIIb, TUNIEPIIUTMEHTAIIHS KOXHU,
TUIIEPIUTMEHTALINS HOTTE!

HewnssectHo Peaknust (pOTOUYBCTBUTENBHOCTH, TMIEPYYBCTBUTEIBLHOCTD
pa3IpaXeHHOU KOXH (peakius Ha 00JydeHHEe B aHaMHE3e),
3y, U3MEHEHU KOXKH, IpUTEMA KOHEUHOCTEMN, OHUXOJIU3HC

Hapyumiennsi co CTOpOHBI MOYEK M MOYEBBIBOASIIIINX MyTel

Hewussectno Xpomatypusi (OKpalivBaHle MOYU B KpACHBIH 1BET)?

Hapyuienusi co CTOPOHBI MOJIOBBIX OPraHOB U MOJIOYHOM KeJIe3bl
Hewussectno AMeHopesi, a300CTIEPMUSL, OJTUTOCTIEPMHUS

Oo0mmue

PacCCTPOICTBA U HAPYLIEHHUS B MeCTe BBeleHUsA

O4eHb YyacTo

JIuxopasxka, obmiast c1abocTh, 03HOO
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Yacto Peakuus B Mecte nHQy3un

HewunssecTtHO HG,HOMOFaHHe, IMOBBINICHHAA YTOMIIAACMOCTD

I[aHHLIe naﬁopaToleﬂx N HHCTPYMEHTAJbHBIX l/ICCJIeI[OBaHI/lﬁ

Ouensb yacto YMmeHblieHne ¢pakiuu  BbIOpOcAa JIEBOTO  JKENMyJI0uKa,
OTKJIOHEHHE OT HOPMBI TApaMETPOB IEKTPOKAPIUOTPAMMBI,
OTKJIIOHEHHSI OT HOPMBI aKTUBHOCTU  «IEYCHOYHBIX)

TpaHCaMHWHa3, ITIOBBIINICHNUEC MACChI TeJ'Ia6

4 B TeueHue OJHOTI'O UJIHN JIBYX ,HHeﬁ IIOCJIC ITPUMCHCHHUA IIPCIIapaTa

® 3aperncTpupoBaHO y NALMEHTOB C PAHHUM pAKOM MOJIOYHOM IKENe3bl,
MOJIyHaroIIMX  aJbIOBAaHTHYI0  TEpamuild HAa  OCHOBE  JOKCOPYOWIIMHA

(uccnemoBanne NSABP B-15)

Heoicenamenvhvie aenenus co cmopomsi cepoya

[Ipu Tepanuu aHTpAIMKINHAME CYIIECTBYET PUCK PA3BUTHS KaPAUOTOKCUYHOCTH —
paHHeH (T.e. OCTPOI) UK TTO3IHEH (OTCPOUCHHOM).

[TposiBneHuemM panner KapAUOTOKCUYHOCTH JOKCOpYOMIIMHA SIBISETCS, B
OCHOBHOM, CHHYCOBasi Taxukapausi u/mnn anomanuu Ha OKI' (Hecneuuduueckue
u3MeHeHus: BoysiH ST-T). Takke MOTYT OTMEYaThCsl TaXUAPUTMUU (BKIIOUas
KEJIyAOYKOBYIO HKCTPACUCTOJIMIO M HKEITyI0UKOBYIO TaXUKapAMI0), Opaaukapaus,
aTPUOBEHTPUKYJIsApHas OJiokana u OJokaaa Hoxek mydka ['uca. Ity s3pdekTsl He
BCEr/a SIBIISIFOTCSL NPOTHOCTHUYECKUM  (AKTOpOM  pa3BUTUS  BIOCJEACTBUU
OTCPOYECHHOM KapJUOTOKCUYHOCTH, PEAKO OBIBAIOT KIMHUYECKH 3HAUMMBIMHU H
OOBIYHO HE TPeOYIOT OTMEHBI TEPAMUH MPEAPATOM.

11030HA5 KapAMOTOKCUYHOCTh OOBIYHO pa3BMBAETCS HA MO3JHUX CTaAHsIX Kypca
TE€pauy WU B TCUCHUE 2-3 MECSLIEB MOCIE €€ MPEKPAIIEHHUs, OJJHAKO, BO3MOXKHO
pa3BUTHE OTCPOUYCHHBIX MOOOUHBIX AP (HEKTOB (Uepe3 HECKOIBKO MECSIIEB WIIH JaKe
JIET MOCJI€ OKOHYAHHUS TepaIun).

[To3aHsg KapIMOTOKCUYHOCTD MPOSIBISIETCS CHUKEHUEM (DpaKIMK BIOPOCA JIEBOTO
KENIyA0YKa W/UIM CHUMITOMAMH XPOHHUYECKOM CEepIeYHOM HEI0CTaTOUYHOCTH,

TaKMMH KaK OJbIIIKa, OTCK JICTKHUX, OTCKH, KapAUOMCTalIusd W ICIIaTOMCTalIv:,
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OJIUTYpHSl, AaCLUT, SKCCYJATUBHBIA IJIEBPUT W PUTM rajomna. Takxke MOryT
OTMEUaThCs MOJIOCTPhIE SBJICHUS, TAKWE KaK NEPUKAPAUT U MUOKapauT. Haubomnee
TSOKENOM (QOpMOM, BBI3BAHHOM aHTPALMKIMHAMU KapJIMOMHOINATHH, KOTOpas
OTpaHUYMBACT KYyMYJSITUBHYIO 103y Tperapara, sIBJSETCS YrpoKarolasi >KU3HU
XpOHHUYECKasl cepieyHasi HeIOCTaTOYHOCTb.
[Ipy mpuMeHEeHUM AOKCOPYOUIIMHA, KaK U JPYTUX LUTOTOKCHYECKUX CPEICTB,
WHOT/Ia HAOJI0AIOCh pa3BUTHE TpoMOodaeduTta M TpoMO0IMOOIHH, BKIIHOYAs
TpoMOOAIMOOJUIO JIETOYHOM apTepud (B HEKOTOPBIX Ciydasx C JCTAIbHBIM
HCXOJIOM).

Mecmuwvie peaxuuu

OKcTpaBazalldsi BO BpeMsi BHYTPUBEHHOM WHQY3UM JOKCOPYOUIIMHA MOXKET
NPUBECTU K TMOSBICHUIO OO0JIM, TSKEIOMY TOpaXKEHUI0 TKaHU (0Opa3oBaHUE
My3bIpeH, TSXKEIBIN LEJUTIONUT) U HeKpo3y. [Ipu BBegeHuu npenapara B HEOOIBIITYIO
BEHY WJIM IIPU €T0 MMOBTOPHOM BBEJICHUU B OJIHY U TY K€ BEHY BO3MOKHO Pa3BUTHE
baebockieposa.

Beeoenue 6 mouesoti nyzvipn

BBenenne B MOYEBOM Iy3bIpb MOXKET IIPUBECTH K IOSBICHHUID CHMITOMOB
XUMUYECKOTO  UUCTUTA  (AU3ypusl, TOJIUYpHUSA, HUKTYpus, OOJIE3HEHHOE
MOYEHCITyCKaHUe, reMaTypusi, TMCKOM@POPT B 00JIACTH MOYEBOTO ITy3bIPSl, HEKPO3
CTEHKHA MOYEBOT'0 IMY3bIpsI) U KOHCTPUKLIUNA MOYEBOTO ITY3bIPSI.

BHVmpuapmepuaﬂbHoe 86e0¢eHUe

BHyTpuapTepuanbHOe BBeIeHHE JOKCOPYOUIIMHA MOXKET BbI3BaTh B TOTIOJHEHHUE K
CUCTEMHOM TOKCHUYHOCTH W3BA3BICHUE KEIyAKAa W JABEHAAATUIEPCTHOM KHILIKH
(BO3MOXKHO 3a cyeT pedJirokca mpernapara B JKEeTyJI0YHYI0 apTepUI0) U CYKEHUE
YKETYEBBIBOSIIMX MYyTEH (JIEKapCTBEHHBIN CKICPO3UPYIOIINM XOJAHTHT), a TaKkKe
pacnpocTpaHEHHBIN HEKpO3 nepdy3upyemMoil TKaHu.

Bmopuunwvit ocmpoiil MueaouoHvlil 1euKo3 U MueaoOUCnaIacmudeckuil CUHOPOM

Kak u B ciaydae Apyrux NpOTMBOOIYXOJIEBBIX areHToB, noBpexaarommx JIAHK, y

MNangueHTOB, IIOJYyYaBIINX KOM6I/IHI/IpOBaHHO€ JCYCHUEC C I[OKCOpY6I/II_II/IHOM,
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BTOPUYHBIA OCTPBIM MMEJIOUIHBIN JIEMKO3 U MHUEJOAUCIUIACTUYECKUNA CHHIPOM

OTMCYAJIUCH PCOKO.

Ilepeno3upoBka

Octpas nepeno3upoBKa JTOKCOPYOUIIMHA MOXET MPUBECTH K PA3BUTHUIO TSXKEIOM
MUEJIOCYTIPECCUU  (MMPEUMYIIIECTBEHHO JICHKOIIGHHWH W TPOMOOIMTOIICHUN),
TOKCUYECKHUX 3PGHEKTOB CO CTOPOHBI HKEIYAOUYHO-KUIIIEYHOTO TPaKTa (B OCHOBHOM
MYKO3HT) ¥ BbI3BaTh OCTPHIC TTOPAKEHUS CEP/IIA.

AHTUJIOT K IOKCOPYOHUIIMHY HE U3BECTEH. B cilydyae nepeno3upoBKu peKOMEHIyeTCs

CUMIITOMATHUYCCKAA TCpaIIusl.

B3aumopneiicTBHe ¢ APYTrMMH J1eKAPCTBEHHBIMH CPeICTBAMH

JHoxcopyourun sBisietcs cyoctpatom uzodepmenta CYP3A4 u CYP2D6, a takxke
P-rmukonporenna (P-gp). KiumHuyecku 3HaYMMBbIE B3aUMOJICUCTBUSI  ObUIH
OTMEUEHBI TpU TpuMeHeHnn HHruouTopoB uzodepmentoB CYP3A4, CYP2D6
u/umu P-gp (Hanpumep, BepanaMuil), MPUBOJUBIINE K MOBBIIIEHUIO KOHLIEHTPAUU
U KIuHu4Yeckoro sddexra nokcopyourmaa. Muamgykropsr uzodepmenta CYP3A4
(manpumep, peHobapoOuTa, PEHUTOUH, IPENAPATHI 3BEPOOOSI IPOABIPSIBICHHOTO) U
WHAYKTOPHI P-gp MOTYT CHU3UThH KOHIIEHTPAIINIO TOKCOPYOUIINHA.
OnHOBpeMEeHHOE MPUMEHEHHE LIMKJIOCTIOPUHA U JOKCOPYOHUIIMHA MOYKET IPUBOUTh
k yBenmuennio AUC ob6oux mpemapaToB. DTOT 3(PQeKT, BO3MOKHO, CBSI3aH CO
CHIDKEHHEM KIIMPEHCAa HEU3MEHEHHOro Ipernapara M CHIDKEHHEM MeTabojn3Mma
nokcopyOunuHona. IMeroTcs mpeanonokeHusi, YT0 OJJHOBPEMEHHOE TPUMEHEHHE
LIUKIOCIIOPMHA U JIOKCOPYOMIIMHA MOET NPHUBOAUTH K OoJjiee TSXKEIOW U
JUINTEJIBHON TIeMaTOJIOrMYeCKOM TOKCHYHOCTH, Y€M IPH NPUMEHEHUU TOJIBKO
nokcopyourmHa. MMeroTcss cooOlieHns O pa3BUTUM KOMBI M CYyAOpOr Mpu
OJIHOBPEMEHHOM MPUMEHEHHUH LIMKJIOCIIOPUHA U IOKCOPYOHUIIMHA.

[Tpu npuMeHeHuu JoKcOopyOuIIMHA B KOMOWHAILIMYU C IPYTUMHU LUTOTOKCUYECKUMU
CpEIICTBAMH BO3MOXKHO MPOSIBIICHUE AJJUTUBHON TOKCUYHOCTH, OCOOEHHO B

OTHOILIEHUH KOCTHOI'O MO3ra / CUCTEMBI KPOBH M JKCIIYJOYHO-KHUIICYHOI'O TpPAKTA.



C.14

[Ipn npuMeHeHHH IOKCOPYOMIIMHA B KOMOMHALIMM C APYTMMH MOTEHLUUAIBHO
KapJMOTOKCUYECKUMHU XUMHOTEPANIEBTUYECKUMH CPEJCTBAMU, a TAKKE CepJeUHO-
COCYAMCTHIMHU MpenapaTtaMu (Hampumep, 6J1I0KaTopaMu «MEATIEHHBIX» KaJbIIUEBbIX
KaHAJIOB) HEOOXOJIMMO KOHTPOJIUPOBATH PYHKIUIO cepAlla. bbuin onucansl ciydau
00OCTpEHHSI TEMOPPAarudecKOro IMCTUTA, BBI3BAHHOTO IHHKIO(ochamumom, u
YCUWJIEHHE TeNaTOTOKCHUYHOCTH  MepKanTtonypuHa. JlOKcopyOMUMH  MOXET
YCWJIMBATh BBI3BAHHOE OOJYYE€HHEM TOKCHYECKOE JIeWCTBHE Ha MHUOKapi,
CIIM3UCTBIE 000JIOUKH, KOXKY U Me4YeHb. M3MeHeHus: pyHKINM MeueHu, BhI3BaHHbIC
CONYTCTBYIOLIEH  Tepamuei,  MOryT  OTpa3UTbCs  Ha  MeTaboJu3Me,
bapMakOKMHETHKE, TepaneBTHUYeCKo A((PEKTUBHOCTH W/WIM TOKCUYHOCTH
JTIOKCOpYOUIIMHA.

BBenenue nakiauTakcena 10 JOKCOPYOMIIMHA MOXKET MPUBECTH K YBEIMUYEHHUIO
IJIa3MEHHBIX KOHIIEHTPALMA JTOKCOPYOMIIMHA W/UIM €ro METa0OJIMTOB B IIa3Me
KpOBU. ITOT 3((PEKT SABIAAETCA MUHUMAIBHBIM, KOTAa JTOKCOPYOULIMH MPUMEHSIOT
JI0 TaKJIUTaKCeNa.

[Ipu olHOBpeMEHHOM MPUMEHEHUU AOKcOopyOulrHa u copadenunda B o3¢ 400 mr
JIBa paza B CyTku oTMeuann kak yBenudenue AUC (21 — 47 %), Tak ¥ OTCYTCTBHUE
M3MEHEHUs] TAaHHOTO TNoKa3zaTend. KilmHuyeckoe 3HauyeHue JAAHHOrO HaOII0ACHUS
HEU3BECTHO.

[Ipyn neyeHuu TUNEPYPUKEMUU M TMOJATPHl MOXKET MOTPEOOBATHCS KOPPEKIIHS
peXuMa JI03UPOBAaHMSI MPOTHUBOMNOJArPUYECKUX JIEKAPCTBEHHBIX CPEICTB B
pe3yibTaTe TOBBIIICHUS KOHIEHTPAIIMM MOYEBOM KHUCIOTHl Ha (OHE JIeUeHUs
npenapaTom.

JlokcopyOMIIMH HeNb3s CMEIMBaTh € JpyruMu npenaparamud. He criemyer
JIONyCKaTh KOHTAKTA C IIEJIOYHBIMU PACTBOPAMH, TOCKOIBKY 3TO MOXKET IPUBECTH
K TUAponu3y  JokcopyOounuHa. M3-3a XUMHUYECKOM  HECOBMECTHMMOCTHU
JIOKCOPYOMITMH HEJb3sl CMEIINUBATh C TenapuHOM (IIpU CMEIIMBaHUU 00pa3yeTcs
0CaI0K).

JlokcopyOMIIMH HENb3sl CMeluBaTh C (ropypauusioMm (Hampumep, B OJHOM

UH(QY3UOHHOM TMaKeTe WM BBOJUTH 4Y€pe3 OJUH KaTeTep), TaK KaK 3TO MOXKET
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NPUBECTU K BBIMAJEHUIO Ocajika. B ciyyae HE0OXOAMMOCTH OJHOBPEMEHHOTO
OPUMEHEHUsI DJTUX TMpEnapaToB PEKOMEHAYETCS TMPOMBIThH KaTeTep MEXIy
BBEJICHUSIMU JIOKCOPYOUIIMHA U (pTOpypaIunia.

OOHOBpEMEHHOE TMPUMEHEHHUIO C MPOTreCTEPOHOM YCUIIMBAET JTOKCOPYOHUIMH-

UHAYLUPOBAHHYIO HEUTPO- U TPOMOOIIUTOIICHHIO.

OcoOble ykazanus

®  OBICTPOPACTBOPUMBIA  CJIENYyeT IMPUMEHATH TOJLKO O]

Anpubnactux
HaO0JI0ICHUEM Bpayeil, UMEIOIIMX OIbIT IPUMEHEHUS IIMTOTOKCUYHBIX MPErapaToB.
Jlo Hauanma  JieyeHHUS ~ OCTpble  TOKcHueckwe  dPGEeKThl  MpeablayIen
ITUTOTOKCHUYECKOM Teparu (TaKue Kak CTOMAaTUT, HEHTPOTIEHHU S, TPOMOOITUTOTICHHUS
U CUCTEMHBIE MHPEKIINN) JOJIKHBI ObITh KyTTUPOBAHBI.

Jlo Hayama u BO BpeMs Tepamuu IMpenapaToM HEOOXOAWMO KOHTPOIUPOBATH
GyHKIHIO cepAra, YTOOBI CBECTH K MUHUMYMY PHUCK €T0 TSKEJIOro mopaxeHus. J{msa
ATOTO CIEAYET PETYJSIPHO OMPENesaTh (PPaKIMi0 BHIOPOCA JEBOTO KEMyJA04YKa U
HEMEJJICHHO MPEKPATUTh JICUCHHUE TP MOSBJICHUH TIEPBBIX MIPU3HAKOB HAPYIIICHUS
bynkuun cepamna. K agexkBaTHpIM MeTO/IaM KOJUYECTBEHHOTO aHalu3a (DyHKIUH
cepana (u3MmepeHue (Gpakiuu BbIOpOca JIEBOTO  KEIYJI0YKa) OTHOCSITCS
paguounsoronHas anruorpadus (MUGA) u sxokapauorpadus. Jlo Hauana jeyeHus
peKOMeHlyeTcsl OLeHUTh (yHkuuioo cepana ¢ nomouipto DKIT u onHoro wus
CIIEYIOIINUX METOIO0B — PAJIMON30TOMHOTO CKAaHUPOBAHUS WM dXOKapAuorpaduu,
OCOOEHHO Yy MAIMEeHTOB C (haKTOpaMu PHUCKA TMOBBIIIICHHOW KapJAHOTOKCUYHOCTH
(HampuMep, CUMITOMATHYECKOE WM OECCUMIITOMHOE 3a00JieBaHHE CepeYHO-
COCYAMCTOM CHCTEMBI, TPEIIIECTBYIONIAs MIIH COMYTCTBYIOIIAs TyueBas Tepanus B
0o0JacTH cpeAoCTeHus/epruKap/ia, MPeAIIecCTBYIOMas Tepanusi ¢ MPUMEHEHHUEM
JIPYTUX aHTPAIMKINHOB WM aHTPAICHIMOHOB W COIYTCTBYIOIIAs Teparus
npernapaTamM, CHIDKAIOIIMMH — COKPAaTUTENBHYIO  CIHOCOOHOCTh  MHOKAapja,
HaIpuMep, TpacTy3ymadbom).

He crnenyeT npuMeHsTh aHTPALUKIMHBI, BKIIOYas IOKCOPYOUIIMH, OJJHOBPEMEHHO C

JPYTUMHU KapJAHOTOKCUYECKHMH NIpernaparaMHu J0 TE€X MOp, MOKa HE MPOBEACHO
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UCCIIEJOBaHKE CepJeuHOM (pyHKIMHU nauueHTa. [Ipy npuMeHeHnn aHTpaUKINHOB
y  TAUMEHTOB, KOTOPBIM  HEAABHO  IPOBOJWIM  TEPalMI  JIPYyTUMHU
KApAMOTOKCUYECKUMH TIpenaparami, OCOOEHHO mpenaparaMd C JJIMTEIbHBIM
NEPUOAOM TOJIYBBIBEJACHUS (TaKUMU Kak TpacTy3ymal), TakkKe MOXKET ObITh
NOBBIIIEH PHUCK pa3BUTUA KapAUOTOKCMYHOCTH. Ileprnoa  moOTyBbIBEACHUS
TpacTy3ymaba BapuabeneH. TpacTy3ymad MOKET MPUCYTCTBOBAaThH B KPOBOTOKE B
Te4eHue 7 MecsAleB. B CBA3M € 3TUM pEeKOMEHIYeTCs 10 BO3MOXKHOCTH M30erartb
Tepanuy aHTPAMKINHAMH B T€UEHHE 7 MECSIIEB MOCJIe OTMEHBI TpacTy3ymaba. B
clly4ae HE0OXOIMMOCTH MPUMEHEHHS aHTPALUKIMHOB 10 OKOHYAHUS 3TOTO CPOKa,
CJIEy€eT TIIATEIbHO KOHTPOJIUPOBATh CEPACUHYIO (PYHKIIHIO.

@pakiuio BeIOpOCa JEBOT0 KEIyA0UYKa CIeAyeT U3MEPATh B TUHAMUKE, OCOOEHHO
OpU yBEIUYEHUM KYMYJISITHUBHBIX 103 aHTpauukiuHa. [Ipu sTom nenecoobpasHo
MOCTOSIHHO MCIOJIB30BAaTh OJIUH U TOT K€ METO/.

Puck pa3BuTus XpOHUYECKON CEPACYHON HENOCTATOYHOCTH, COCTABIISFIOIINN OKOJIO
1-2 % 1pu IpUMEHEHUH KyMyISTHBHOM 1036 300 MI/M?, yBeIUUMBAETCS MEICHHO
10 JOCTHKEHUS CyMMAapHOM KyMyISTUBHOM 10361 450-550 mr/m?, mocne udero
OTMEYAeTCsd PE3KOE YBEIMYEHHE pHUCKAa. B CBA3M C O3TUM MakKcUMalbHas
KyMyJIATHBHAS 1034 HE JOJDKHA PEBBILATE 550 Mr/m>2,

MOHUTOPUHT (YHKUMHU CepAlla JIOJKEH ObITh OCOOEHHO CTPOTHM Yy MAalMEHTOB,
NOJIyYarOUIMX BBICOKME KyMYJISITUBHBIE JO3bl Mpernapara W y MalMEHTOB C
dakTopamu pucka NOBBIILIEHHON KapJIMOTOKCUYHOCTH. Opnnaxo
KapAMOTOKCUYHOCTh MOXET pa3BUTbCA W TpPHU TNPUMEHEHHH OoJjiee HHU3KHUX
KyMYJIITUBHBIX 7103 TOKCOPYOUIIMHA HE3aBUCUMO OT HaJIM4us (DaKTOPOB PHUCKA.

VY neredl U MOAPOCTKOB IOBBILMIEH PUCK PA3BUTUSA IMO3JHEH KApAMOTOKCUYHOCTU
JNoKcopyOuIuHa. Y JKEHUIMH 3TOT PUCK MOXKET OBITh BBIIIE, YEM Yy MYXKUHH.
PekomeHnyeTcss MEPUOAMYECKHN KOHTPOJIb COCTOSHHUSI CEpJIEYHO-COCYAUCTON
CUCTEMBI MOCJIE OKOHYAHUS TEPAMHH.

TOKCUYHOCTH JTOKCOPYOMIIMHA W JPYIMX aHTPALUMKIWHOB WJIM aHTPAllCHIUOHOB,

BCPOSATHO, HOCUT a,ZII[I/ITI/IBHHﬁ XapakTep.
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Kak u npyrue IUTOTOKCHYECKHE CpEACTBa, IOKCOPYOWIIMH MOKET BbI3BATH
muenocynpeccuto. O0mui aHaiu3 KpPOBH, BKIOYAs JEHKOLMTApHYIO (hopmyiy,
ClIeyeT MPOBOJAUTH 10 U BO BpeMs KaXXAOTO IMKJIA TEPauu JOKCOPYOHIIMHOM.
Jlo303aBucumast oopaTumast JIEMKONEHNs W/WIN TPaHyJIOLUUTONEHUs! (HEUTpOTIEeHHU )
ABJISIIOTCS. ~ OCHOBHBIM  IIPOSIBIICHUEM  TE€MaTOJIOTMYECKOM  TOKCHYHOCTHU
JOKCOPYOMIIMHA M  CaMbIM 4YacTbiM IPU3HAKOM OCTPOHM  TOKCHYHOCTH,
JUMUTHpPYIOIIEH 103y mnpenapata. JleilkoneHuss U HEHTponeHUs: B OOJBILINHCTBE
Clly4aeB JOCTUTAlOT MaKCUMaJIbHOW BbIpakeHHOCTH dYepe3 10-14 ngHed mocie
BBEJICHUS IpenapaTa, IpUuYeM YHCIIO JIEMKOLUUMTOB/HEUTPOPHIIOB BO3BpallaeTcs K
HOpME K 21-oMy nHIO. BO3MOXKHO Takke pa3BUTHE TPOMOOLUTOIIEHUU U aHEMUHU.
KinuHudeckre OCIOKHEHUS TSDKEJIOW MUEJIOCYNPECCUM BKJIIOYAIOT B cels
JUXOPAJKy, UH(PEKIINH, CENCUC/CENTULIEMUIO, CENTUUECKUN IIOK, KPOBOTEUECHHUS,
TUITOKCHUIO TKaHEW WJIU JIETATbHBIN UCXO/I.

VY Oo0NbHBIX, MOJTYYaBIIMX AHTPAUMKIMHBI, BKJIHOYas JTOKCOPYOMIMH, OINKCAaHbI
Clly4ad pa3BUTHUS BTOPUYHOTO JIEHKO3a C mpesekeMuueckoi ¢a3oil uinu 0e3 Hee.
BTopruHBIi JIEKO3 Yalle BCTPEYaeTCs IPU NMPUMEHEHWH 3ITHUX IPENapaToB B
KOMOMHALIUK C APYTHMMHU HPOTHUBOOIYXOJIEBBIMU CPEICTBAMH, BBI3IBAIOIIUMU
noBpexaenne JIHK, mydyeBoi Tepanuei, a Takke y NallMeHTOB, ITOIY4YaBIINX paHee
WHTEHCUBHYIO IUTOTOKCHYECKYIO TEPANIUIO MM AHTPALMKIIMHBI B BBICOKUX J103aX.
BropuuHble 1eK03bI MOTYT UMETh JIATEHTHBIN IEPUOJ IIUTENBHOCTHIO 1-3 roza.
Myko3uT/cTOMaTUT OOBIYHO Pa3BUBAETCS BCKOPE IMOCJE BBEJAEHUS Ipenapara U B
TSDKEJIBIX CIIy4asiX B TEUEHUE HECKOJBKHX JHEN MOYKET NPHUBECTH K U3bA3BICHUIO
CIIM3UCTON  OOOJOYKH TOJOCTA pTa. Y  OOJNBIIMHCTBA TAIUEHTOB JTH
HE)KEJIaTEIbHbIE SBJIICHUS KYITUPYIOTCS K TPEThEU HENleNIe TePaIlni.

Jlo Hauama W BO BpeMs Tepaluu MpenaparoM y MalUeHTOB HEOO0XOAUMO
KOHTPOJMPOBaTh TMOKa3zareau (QYHKIUU TMeyeHU (KOHLEHTpALUI0 OO0IIero
OmMpyOrHa B CHIBOPOTKE KPOBH). Y MAlMEHTOB C MOBBIILIEHHON KOHUEHTpAIUel
OmpyOrHa BO3MOXKHO 3aMEJICHHE KIUPEHCAa TMpernapara W yCWICHHE OOIei

TOKCHUYHOCTHU.
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[Tpu mosiBJIeHNH TIEPBBIX MPU3HAKOB SKCTpaBa3alliu JTOKCOpyOHIMHa (KKEHUE HITH
00JIe3HEHHOCTh B MECTE MHBCKIIMU) MHPY3HUIO CIIeIyeT HEMEICHHO TPEeKPaTUTh.
TouHOE cOOM0ACHNE HHCTPYKITUN IO TPUMEHEHUIO TIpenapara Mmo3BoJIseT CBECTH K
MUHHMYMY PUCK pa3BuTus (iiedura/TpoMO0odiedrTa B MECTE HHBEKITUU.

[Ipu BHYTpPHUITY3BIPHOM TPUMEHEHUHW TMpernapaTta 0co00e BHHUMAHHE CJETyeT
YACIATh COCTOSIHHUSIM, CO3JAIONIUM TMPEMATCTBHS JUIsl KaTeTepu3anuu (Hampumep,
OOCTpPYKIIUSL YPETPHI, 00YCIOBIEHHAS MACCUBHBIMH OITYXOJIIMU MOYEBOTO ITy3BIPS).
[Ipy mnpuMeHeHHH JOKCOPYOHMIIMHA MOKET HAOIIOMAThCSI TUIEPYPUKEMHUS
BCJIEJICTBUE OBICTPOTO JIM3UCA OIMYyXOJEBBIX KIJIETOK, B CBSI3U C YEM, MAlUEHTaM BO
BpeMsl Teparuu PEKOMEHYETCsl ONPEACssiTh KOHIEHTPAIMI0 MOYEBOW KHCIIOTHI,
KaJlis, KaJbIMs W KpPEaTMHWHA B KPOBH. Takue MEpOmpHUSTHs KaK THApATaIlns,
oleJaurBaHUE U MPOPHIIAKTHKA C TOMOIIbIO AJIJIOMYPUHOJIA IJIsl IPEIOTBPAIICHHUS
TUTIEPYPUKEMHH TIO3BOJISTFOT CBECTH K MUHUMYMY PHCK OCJIOKHEHUH, CBSI3aHHBIX C
CHHJIPOMOM JIU3HCA OITYXOJIH.

VY manueHToB ¢ oclabJeHHBIM Ha (POHE IMTUTOTOKCHUYECKON Tepanuu (B TOM YHCIIC
JIOKCOPYOUITMHOM ) HMMYHHUTETOM, TPUMEHEHHUE KUBBIX WM OCJIa0JICHHBIX BaKITUH
MOKET MPUBECTH K CEPhE3HBIM MH(EKIMSIM, B HEKOTOPHIX CIIy4asX C JIETAIbHBIM
ucxomoMm. Crnemyer wusberaTh TPUMEHEHUS JKWUBBIX BaKIWH Y TAIMEHTOB,
MOJTYJArONIMX JTOKCOPYOWIIMH. YOUWThIE WJIM WHAKTUBUPOBAHHBIC BaKIIMHBI
MPUMEHSTH JOMyCTUMO, TEM HE MEHEE, OTBET Ha BBEJICHHUE ITHX BAKIIUH MOXKET
OBITH OCJIa0JIEH.

VY JKeHIIUH JOKCOPYOHIIMH MOXET BBI3BaTh Oectuiofne u aMmeHopero. OBysanus u
MEHCTpYyalMi OOBIYHO BOCCTAHABIIMBAIOTCS TMOCJE MPEKPAIICHHS JCUYCHUS, XOTS
BO3MOYKHO HACTYIIJICHUE paHHEH MEHOIIAY3bI.

Y MyX4uH JOKCOPYOMIIMH OKa3bIBa€T MYTareHHOE JIEWCTBHE M MOXET BBI3BAThH
MOBPEKJICHUE XPOMOCOM CHEpMaTo30u0B. OJUTOCIIEpMHUS WM a300CHEPMHUS
MOTYT OKa3aTbCsl HEOOPATHUMBIMH, XOTSI B HEKOTOPBIX CJydasx OTMEYAIOCh
BOCCTAHOBJICHHE YHCJIa CIIEPMATO30MIO0B, MHOTJA Yepe3 HECKOIBKO JIeT TOCIe
MIPEKpAIECHUS JICUCHHSI.

IMoOprodeTaibHas TOKCUYHOCTD
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JIOKCOpYOUITMH MOXET BBI3BIBATH T'€HOTOKCHYHOCTh. BO BpeMs W B TeUYCHHE
OTIPEIETICHHOTO TIEPUO/Ia TTOCIIE JICUYSHHUS JOKCOPYOUITMHOM TTAIIMEHTaM MYKCKOTO
1 YKEHCKOT0 T10J1a HEOOX0IUMO HCITOIH30BaTh 3D PEKTUBHBIA METOT KOHTPAIICTIIINH.
[TarmeHTam, JKENAOIMUM WMETh JCTeH IOCJE 3aBEpIICHUS Tepanuu, CIeayeT
MOJyYUTh TEHETUYECKYI0 KOHCYJBTALUIO, €CIH 3TO IIeIeCO00pa3HO U JOCTYITHO
(em. pazmen «llpumenenne mpu OEpeMEHHOCTM W B TMEPUOJ TPYIHOTO

BCKapMJIUBAHUS).

[Ipu pabore c¢ mpemapaToM HEOOXOAMMO COONIOAATh MpaBuia OOpALLEHUS C
LIUTOTOKCUYECKUMHU BEUIECTBAMHU. 3arpsi3HEHHYIO IIPENaparoM IOBEPXHOCTh
pexkoMeHayeTcsl o0paboTaTh pa30aBIECHHBIM PACTBOPOM THUIIOXJIOPUTA HATPUS
(comepxamuM 1 % xmopa). Ilpu nonmaganuu npenapata Ha KOXY - HEMEJJICHHO
IIPOU3BECTU OOMIBHOE NPOMBIBAHHWE KOXXH BOJOW C MBUIOM WJIH PACTBOPOM
OnkapOoHaTa HATpPUsl, HE MCIOJB3YUTE LIETKY, YTOOBI HE MOBPEAUTH KOXKY; €CIH
npernapar monai B 171a3a - OTTIHYTh BEKH U IPOU3BOAUTH IPOMbIBAHUE IJ1a3a (TJ1a3)
OOJBIIMM KOJIMYECTBOM BOJIBI B TE€UEHUE HE MEHee 15 MUHYT, 3aTeM HEOOXOIUMO

0oOpaTUTKCS K Bpauy.

Bausinde Ha CHOCOOHOCTH YIPABJIATHL TPAHCIHOPTHBLIMHU CpPeACTBAMH U
MeXaHu3MaMH

[Ipn mpuMeHEHHH TOKCOPYOHWIIMHA Yy TAIMEHTOB MOTYT Pa3BUBATHCS TOIIHOTA,
pBOTa, COHJIMBOCTh U IPYTHE CUMITTOMBI, BIUSIONINE Ha o0I1iee cocTosiHuE. B cBsizn
C 4YeM, NpU TOSBICHUU BBINMICYKAa3aHHBIX MOOOYHBIX Y(PPEKTOB OT ympaBIICHUS
TPAaHCHIOPTHBIMU CPEJCTBAMH M MEXaHHW3MaMH, TPEOYIOIIMMH ITOBBIIICHHON
KOHIICGHTpAIlMd BHUMAaHUS U OBICTPOTHI TICHXOMOTOPHBIX PEAKIMHA, BO BpPEMs

JICUCHUA PCKOMCHIAYCTCA BO3ACPIKATHCA.

dopmMa BbIIyCKa
- Jlnodunuzar a8 NPUTOTOBIEHUS PACTBOpAa Uil BHYTPUCOCYAMCTOIO MU

BHYTpPUIY3bIpHOTO BBeAeHMs: 1o 10 Mr mgokcopyOuimHa TUAPOXJIOpUIA B
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OecrBeTHOM cTekIssHHOM (iiakoHe tuna 1, ykynopeHHOM pe3nHoBOM MpoOKoM 1
3arevyaTaHHOM JIFOMUHUEBBIM KOJIIMAYKOM C BCTABKOU B BHJI€ TTOJIUIIPOTTHMIIEHOBOTO
JIMCKA; pacTBOPUTEIb (BOJAA JJISI UHBEKIUN): MO 5 MiI B OE€CLIBETHOU CTEKJISTHHOM
amnyne tuna l. [To 1 ¢nakony ¢ nuodunuzatom u 1 ammyne ¢ pacTBOpUTEIEM
BMECTE C MHCTPYKIMEH MO MPUMEHEHHIO MIOMEIIAI0T B KAPTOHHYIO MAUKYy.

- Jlmodunuzatr AN TPUTOTOBICHUS PACTBOpAa Ui BHYTPUCOCYAHCTOTO H
BHYTPUITY3bIpHOTO BBeAeHMs: 1Mo S50 Mr [0OKCOpyOMIIMHAa THUAPOXJIOpHAA B
OECLIBETHOM CTEKJISSTHHOM (hakoHe THMa |, yKymopeHHOM pe3nHOBOM MpPOOKOH U
3arevyaTaHHOM TFOMUHUEBBIM KOJIIMAYKOM C BCTABKOU B BHJIE TTOJIUIPOITMIEHOBOTO
nucka. Ilo 1 ¢uakoHy ¢ nuoguin3aroM BMECTE C MHCTPYKIMEH MO MPUMEHEHUIO

MMOMCIIAOT B KAPTOHHYIO IMA4YKY.

YcaoBus XxpaHeHUA

[Ipu Temneparype ot +15 °C mo + 25 °C.

XpaHUTh B HEAOCTYITHOM IS IETEN MECTE.

Cpok rogaocru

JInopunuzat — 4 roza.

PactBoputens — 5 ner.

He npumeHsTh 0 UCTEUEHUH CPOKA TOJHOCTH.

YcioBus ornycka

OTrycKkaroT 1o penenty.

Baanesen PerucrpanuoHHoro YaocroBepeHus

[aitzep Unk., CILIA

Anpec: 235 Ucrt 42-ast Ctpurt, Heto-Hopk, mrar Heto-Hopk, 10017, CIIIA
IIpousBoaureb

AxtaBuc Uramug C.n.A., Utanus

Anpec: Bua Ilacrep, 10, 20014 Hepsuano, Uranus
Opranuszanus, NPUHUMAIOIIAA IPETEH3UH NOTPeduTe e
00O «ldaiizep Nunosarum», PO

123112, r. Mocksa, [Ipecnenckas Hao., 1. 10,
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b1l «bammsa na Ha6epexunoit» (biok C).
Ten.: +7 (495) 287-50-00
daxc: +7 (495) 287-53-00

PykoBoauTenb oTAena perucrpauuu C.A. Ocunosa



