COOTBETCTEBYET ZKCNEPTHOMY OTUETY

oT 27.04 2024 Nz 3555

(NOCNEQCBATENEHOCTE 0002)

OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Hoxcopyounuu-JIEKO, 10 mr, tnodunusar ajis IpuroToBICHUS pacTBopa IS

BHYTPUCOCYUCTOTO U BHYTPHUITY3bIPHOT'O BBEJICHUS,

Hokcopyouruna-AEKO, 50 mr, nuodunnsar asis IpuroToBiIeHUs pacTBopa Jis

BHYTPHUCOCYJUCTOTO U BHYTPHUITY3BIPHOI'O BBECHUS.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JleiicTByrol1ee BEIIECTBO: JOKCOPYOUIIMH

Jloxcopyounun-AEKO, 10 mr, 1noduausar Ui IPUrOTOBJISHUS DACTBOPA I

BHYTPHUCOCYAHMCTOI'O M BHYTPHUITY3BIPHOI'O BBCACHHN A

Kaxnapiii dhnaxon comepxut 10 Mr noxcopyOuiivta (B BUAE THAPOXIOPHIA).

Jloxcopyounug-AEKQO, 50 mr, tnoduiansar Ui IPUroTOBIECHUS PACTBOPA UL

BHYTPHUCOCYAHMCTOI'O M BHYTPHUITY3BIPHOI'O BBCACHHN A

Kaxnprit dpnakon conepxut 50 Mr 1okcopyOuiivHa (B BUie THAPOXIOPHUIA).

[TonHbBIN TTepevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEIEH B moapaszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Jlmounuzar Isi TPUTOTOBICHUS pacTBOpa Ji BHYTPHCOCYIMCTOTO M BHYTPHUIY3BIPHOTO
BBEJICHMUS.

Jlomkas CIIPECCOBAHHAA WUJIU IMOPUCTAs MacCa OPaHKEBO-KPACHOT'O IIBCTA.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO

Octpeiii  muM(OOTACTHBIA ~ JICMKO3, OCTPBI  MHEIOOJACTHBIA  JIGMKO3, XPOHWYECKHMA
nuMdoneitko3, Oose3Hh XOKKUHA, HEXO/KKHMHCKHE JHUMGOMBI, MHOXXECTBEHHAsT MHUEIOMa,
OCTEOTeHHasi capkoma, capkoma FOuHra, capkoMa MSTKHX TKaHei, HeipobdiacToma,

pa6,Z[OMI/IOCElpKOMa, OITYyXOJIb BI/IJ'ILMca, pak MOJIOYHOM JKCJIC3bI, paK HIeiKy MaTKH, CapKoMa
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MaTKH, paK 3HJIOMETPHs, paK SUMYHUKOB, FEPMUHOTECHHBIE OIYXOJH SIMYKa, paK MpeacTaTeIbHON
JKeJe3bl, paK MOYEBOrO My3bIps (JiedeHHe U MPO(HUIAKTHKA PEUUANBOB IOCIE ONEPATUBHOIO
BMEIIATENbCTBA),  MEJIKOKJIETOUHBI  pak  JErKoro, pak  JKeIyJdKka,  MEepBUYHBIN
renaToleIUTIONAPHBIN paK, 3JI0KAYECTBEHHBIE OMYXOJIM TOJIOBBI M WIEH, PaK ILIUTOBUIHOU
JKeJe3bl, ME30TEIMOMA, paK MHILEBO/A, UHCYJIMHOMA, KAPLUUHOU, 3JI0KAUECTBEHHAss TUMOMA,

capkoma Kanomm npu CITH/le.

4.2. Pe:kum 103MPOBAHUA U CIIOCO0 MPUMEHEHU s

[Tpemapar Jloxcopyonmnmu-JIEKO crnemyer mpuMeHSTh TOJBKO IO HAOJIOJCHUEM Bpadvei,
HMMEIOLIUX ONBIT IPUMEHEHUS! HIUTOTOKCUYECKHUX MPETapaToB.

Pexxum 103upoBaHus

Brympusennoe esedenue

B kauecTBe MOHOTEpAMH PEKOMEH IyeMas 1032 Ha IUKJI I B3POCIBIX cocTaBsaeT 60-90 mr/m?,
OO6myro 03y mpenapata B pacyeTe Ha IUKI (Kaxzable 3-4 HEAeNnru) MOXKHO BBOAHUTH Kak
OJTHOMOMEHTHO, TaK M pa3/ejMB HAa HECKOJbKO BBEJIEHHI: B TedeHue 3 AHEH Moapsa] WU B
HEepBbIi M BOCBMOM [HM LuKIa. Takke HPUMEHSETCS €XKEHEAENbHbI PpEXHUM BBEACHUSA
npenapata B n03e 10-20 mr/m% Ilpu mpuMeHEHHH HOKCOPYOMIIMHA B KOMOHHAIMHU C APYTHMH
IIPOTUBOOITYXOJIEBBIMU TIpenapaTaMu, 00JaJal0IUMU CXOAHON TOKCUYHOCTBIO, pEKOMEH1yeMast
11032 Ha UK cocTansgeT 30-60 mr/m2,

Brympuapmepuanvroe sgedenue

[TaruenTamM ¢ TemaToOLEIUIIOSPHBIM pakOM M MeTacTa3aMd B IEYeHHM ISl oOecreyeHus
WHTCHCUBHOTO MECTHOTO W T€HEPATM30BAHHOTO BO3JCHCTBUS TIPH  OJHOBPEMEHHOM
YMEHBUIEHUHN O0IIEro TOKCHYECKOro AEUCTBHS MpenapaT MO>KHO BBOJUTh BHYTpHAPTEPUAIBHO B
IIIaBHYIO MEYEHOUHYIO apTepHio B 103e 30-150 Mr/mM2 ¢ MHTEpBaIOM OT 3 HeMeNb 10 3 MeCAIIEB.
bonee BblcOKME /03Bl ClleyeT MPUMEHSTh TOJBKO B  CIy4asX OJIHOBPEMEHHOTO
AKCTPAKOPHOPATBHOIO BBIBEJIEHUS INpenapara. bornee HU3KME 103bI ABISAIOTCA MOAXOASIIUMU
JUIsl BBEICHUS TOKCOPYOUIIMHA B COYETAaHUH C HOAMPOBAHHBIM MAaCIIOM.

Brympunysviproe 6sedenue

BBenenne B MOYEBO My3bIph MPUMEHSIETCS /IS JICUSHHSI TOBEPXHOCTHBIX OIMYXOJIed MOYEBOTO
My3bIpsi, & TAK)KE€ B Ka4eCTBE MPO(HUIAKTHKH, JUIsI CHUKCHUS BEPOSTHOCTH PEIUINBA OMYXOJIH
nocie TpaHcyperpanbHoil pesekimu (TUR) y manmeHTOB ¢ BBICOKMM PHCKOM PELUAMBA.

BBenenne B MoueBoit Oy3bIpb HC TIOKa3aHO [JId JICYHCHHA HWHBA3UBHBIX OHyXOJ’ICI\/’I C
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[IpOpacTaHWE€M B MBIIIEYHYI0 CTEHKY MO4YEBOIOo Iy3blpsA. Pexomennmyemas 1o3a i
BHYTPHUIY3bIpHOH WHCTWLIANMK cocTaBiseT 30-50 mr B 25-50 mu 0,9 % pactBOpa Hatpus
xyopuna. B ciiydae pa3BUTHS MECTHOM TOKCHYHOCTU (XMMHUYECKUH IIUCTUT) PEKOMEHIYEMYIO
no3y cieayet pactBoputh B 50-100 mu 0,9 % pactBopa HaTpus xjiopuaa.

WMHCTUIIAUN MOKHO MTPOBOJIUTH C UHTEPBAJIOM OT | Hexenu 10 1 mecsna.

Oco0nlie I'PYHOIIbI TAMEHTOB

Tlayuenmoi ¢ Hapyuenuem ynKyuu nevenu

- €CJIM KOHIIEHTpaIus OMIMpyOrMHa B CHIBOPOTKE KPOBU cocTaBisieT 1,2-3 mr/mi, To BBOAUMAs
J103a mpenapara J0KHa ObITh CHIDKeHA Ha 50 % OT peKOMEeHJ0BaHHOM;

- €CJIM KOHIICHTpaI¥s OMIMPYOrHa B CBIBOPOTKE KPOBHU MPEBBIMIAST 3 MI//JI, TO BBOAMMAS 1032
npenapara JI0JbKHa ObITh CHIDKEHA Ha 75 % OT peKOMEHJOBaHHOM.

Tlayuenmur nosicunoeo eospacma

Pexomenayercst npuMeHenne 00siee HU3KUX 7103 WIIM YBETUUCHUE MHTEPBAIIOB MEXKY IMKJIaMHU.
pyeue cneyuanvhvie epynnvl nayueHmos

[TaruenTam, KOTOpBIE paHee TMOJNy4add MHTCHCUBHYIO XHMHOTEparuio, MalueHTaMm ¢
oXxupeHueMm (ecnu macca Tena cocraBmsier Oomee 130 % OT onTUMaIbHOM, OTMEYaeTCs
CHW)KCHHE CHCTEMHOI0 KIIMPEHCA Mpernapara), Takke MalueHTaM ¢ OIyX0JIeBO HH(PUIbTpamen
KOCTHOTO MO3ra PEKOMEH/yeTCsl TPUMEHEHHE 0oJiee HU3KHX JI03 WM YBEIIMYCHUEC HHTECPBAIOB
MEX]Ty [IUKJIAMHU.

Jemu

Pexomenayercst npuMeHenne 00yiee HU3KUX 7103 WIIM YBETUYCHUE MHTEPBAIIOB MEXKY IIMKJIaMHU.

Criocob nnpuMeHeHus

Mepul npedocmoposicHocmu, npuHuMaemvle neped npuMeHeHue npenapama uiu npu oopawjeHuu
C HUM

WNudopmanus o paboTre ¢ MUTOTOKCHYECKUMH TpenapaTaMy IpecTaBiIeHa B paszene 6.6.
IIpumeHsieTcss BHyTPUBEHHO, BHYTPHUApTEPUAIbHO, BHYTPHUITY3BIPHO.

WHCTpyKIIMM TO pPAacTBOPEHUIO JIEKAPCTBEHHOTO Tperapara Tmepe] NpPUMEHEHHEM CM. B
paznene 6.6.

Brympusennoe 6sedenue

HOBTOpHBIe BBCACHUA IIp€riapaTa BO3MOXKHBI TOJIBKO IIPU HCUYC3HOBCHHMU BCCX IIPU3HAKOB
TOKCUYHOCTH (B OCOOEHHOCTH eIy I0YHO-KUIIIEUHON U TeMaTOJIOTHUECKOi ).

Jlis yMeHbIIEHHST pUCKa pPa3BUTHS TPOMOO30B M OKCTpaBaszallud IMpermapaT PEeKOMHIYeTCs

BBOAWTH dYepe3 TPYyOKy CHCTeMbl Uisi BHyTpUBEHHOM uH(py3unm Bo Bpems unHpyszuu 0,9 %
3
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pacTBopa HaTpus Xjopunaa wik 5 % pactBopa nekcTposbl. lIpomomxurenbHOCT, HHDY3HH
JIoJDKHA cocTaBisiTh oT 3 1o 10 muayr. CymmapHas 11032 JOKCOpYOHMIIMHA HE JOJDKHA
TnpeBbImaTh 550 Mr/m?

[TarmenTam, TONy4YaBIIMM  paHee JIy4eBYH TEpamuid Ha  O0JIaCTh  CPeAOCTeHHS/
MEepPUKAPIUATBHYIO 001acTh WIM MPUHAMABIIUM JIPYTHE KapAHMOTOKCHYECKHE Mperaparsl, Mpu
HEOOXOAMMOCTH YBEIMYCHHS CYMMapHOMW 103bl JoKcopyOuimHa Oosee 450 Mr/M?, BBEICHHE
npenapara ciaeayeT MPOBOJAUTH MO CTPOTUM MOHUTOPHUHTOM (PYHKITUU CEp/Iia.
Buympuapmepuanvroe 6sedenue

[TockonbKy 3TOT METO/ (BBEACHHSI B IVIABHYIO TIEYCHOYHYIO apTEPHIO) SBIISCTCS TOTECHIIUATBHO
OMACHBIM M MOKET MPHUBECTH K PACIPOCTPAHCHHOMY HEKPO3y TKAaHH, BHYTpHApPTEpUATBHOE
BBEJICHUE JOJDKHBI OCYIIECTBISATH TOJBKO Bpaud, B COBEPIICHCTBE BJaJCIOLIUE TaHHOU
METOIUKOMH.

Buympunyzvipnoe ssedenue

WHCTWINSAMI0O B MOYEBOH TMY3bIPh CIEAYeT MPOBOJUTH C TIOMOINBIO KaTeTepa, MPU ITOM
mpemnapaTr JOJKeH OCTaBaTbCcsd B MOYEBOM Iy3blpe B TedeHue 1-2 yaco. Ml oOecrnedeHus
PaBHOMEPHOTO BO3JCHCTBHS MperapaTa Ha CIM3UCTYI0 MOUYEBOTO Iy3bIps MAIIMEHTY BO BpeMs
WHCTWUIIIUU  CJIEAyeT TMOBOpauMBaThcsi ¢ OOKy Ha Ookx. Bo wu3bexaHwe upe3sMepHOro
pasz0aBicHHs Mpernapara MOYOW, MAIUEHTHI JIOJDKHBI OBITH MPEXYNPEkKICHBI O TOM, YTO UM
CleyeT BO3AepKaThCs OT MpUeMa KHUAKOCTU B TeueHue 12 4acoB 10 MHCTUIUIALMU. B KoHIe

HWHCTHUJUUIAOWU MMAIIUCHT JOJIZKCH OIOPOKHUTDH MOYEBOM IMy3bIPb.

4.3. IlpoTuBONOKa3aHUS

- ['unep4yBCTBUTEIBHOCTh K JOKCOPYOUILIMHY WM K JIOOOMY M3 BCIIOMOIaTENbHBIX BEIIECTB,
NIEPEYUCIIEHHBIX B pazzaene 6.1., a Taxke K JpyruM aHTpALMKIMHAM U aHTPaLEHANOHAM.
- bepeMeHHOCTh 1 NepHoJI IPyAHOTO BCKAPMIIMBAHMS

- BHyTpuBEHHOE BBEIEHHWE MPOTUBOINOKA3aHO NPHU: CTOMKOW MHUEIOCYNPECCUH, TAKEIbIX

HapylmeHUsX (yHKIMU MeYeHH, TSHKEION cepleuHON HEAOCTAaTOUYHOCTU U TSDKEJBIX apUTMUSX,
HE/IaBHO IMEPEHECEHHOM HH(apKTe MHOKapja, MPEAIIECTBYIONIEH Tepanuu JAOKCOPYOUIIMHOM,
JAyHOPYOUIIMHOM, SHUPYOMIIMHOM, UAApyOWLIMHOM W/WIM JAPYTUMHU aHTPALMKIMHAMU U
aHTpaLEHIMOHAMHU B IPEJENIbHBIX CYMMapHBIX J03aX

- BBeneHue B MOYEBOH Iy3bIph IPOTHBONOKA3aHO IIPHU: I/IH(beKI_H/I}IX MOYCBBIBOAANIINX HyTCfI,

BOCIIAJICHUU MOUYCBOI'O ITYy3bIpsd, TCMATYypPHHU.
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4.4. OcoOble yka3aHMsl M1 Mepbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

- IlanueHTsl ¢ akTOpaMU PHCKA PA3BUTHS KapAMOTOKCHYHOCTH

- TlamueHTsl, MOTyYaBIINe PaHee UHTCHCHBHYIO XUMHUOTEPAITHIO

- [ern

- Tloxuibple manueHThl

- IlanMeHTHI ¢ OKUpEHUEM

- Ilopmarpa

- YparHslii HeppoinTHas (B T.4. B aHAMHE3€)

- 3aboneBanus cepana (KapJAHUOTOKCUYECKOE ACHCTBHE MOKET OTMEYAThCs MPH O0JIee HU3KUX
CYMMAapHBIX /1033X)

- Ilamuentsl ¢ omyxosieBoi HHQUIBTpalMeld KOCTHOTO Mo3ra (MOXKET MOTpeboBaThbCs
CHIYKEHHE CTApPTOBBIX /103 WM YBEIMYCHUE UHTEPBAJIOB MEXKIY J03aMU

- YrHeTeHue KOCTHOMO3TOBOI'O KPOBETBOPEHUS

- Ilpumenenue B cocTaBe KOMOWHHUPOBAHHON MPOTHUBOOIYXOJIEBOM Tepamuu, a Takke B
COYETaHUH C JTyYEBOW WJIU APYTrOM MPOTUBOOITYXOJIEBOM Tepanuen

- [lanumentsl ¢ HapymieHHEeM QYHKIMA TICUYCHH

JlokcopyOuIIMH CclieayeT NPUMEHSATh TOJBKO IO/ HAOIOJCHHEM Bpauyei, MMEIOIIUX OIIbIT
OPUMEHEHUs LUTOTOKCHYECKMX npenapatoB. Jlo Hauyama Tepamuu OCTpPble TOKCHYECKHE
3pdeKThl TpeablayIed MUTOTOKCHYECKOH Tepanuu (Takue Kak CTOMAaTUT, HEWTpONeHHMs,
TPOMOOLIUTONEHHS U CUCTEMHbIE MH(PEKIIMHU) TOJKHBI ObITh KYTUPOBAHBI.

Jlo Havana ¥ BO BpeMs Teparuy IpenapaToM He0OXOIUMO KOHTPOJIHPOBATH (DYHKIHIO Cepla,
4TOOBI CBECTH K MHHHMYMY PHUCK €r0 TSIKEJIOro MnopaxkeHus. s sToro ciemyer perysspHO
onpenenaTh (pakiHio BHIOpOCA JIEBOTO KENyI0YKa W HEMEJIEHHO MPEKpaTHTh JeUueHHe MpU
NOSIBJICHWH TIEPBBIX TPU3HAKOB HapymieHus (yHkmum cepana. K agekBaTHbBIM  MeTozaM
KOJIMUECTBEHHOT0 aHanu3a QyHKIUH cepAla (u3MepeHue ppakinii BbIOpoca JI€BOTo KeIy10uKa)
oTHocATcs paauounsoronHas auruorpadus (MUGA) u sxokapauorpadus.

Jlo Hayana nedeHus: peKoOMeHayeTcs OolleHuTh GyHKImIo cepaua ¢ nomousio IKI™ 1 ogHoro u3
CIIETYIOINX METOJIOB — PAJHOM30TOITHOTO CKAaHMPOBAHUS WM 3XOKapauorpaduu, ocoOeHHO y
NalMeHToB ¢ (akropamMu  pHCKa  TIOBBINIEHHOHW  KapAMOTOKCUYHOCTH  (HAmpuMep,
CUMIITOMAaTHYEeCKOe WM OECCUMIITOMHOE 3a00JieBaHHE CEpAEYHO-COCYTUCTON CHUCTEMBI,

MNpeaAMICCTBYOIAA UK COIMMYTCTBYIOIIAA JIyUCBas TCpaliusd B obmactu CpC,Z[OCTCHI/IH/ nepukapaa,
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IIPEALIECTBYIOIIAs Tepalus C NPUMEHEHUEM APYIMX aHTPALMKIMHOB WM AHTPALCHAWOHOB U
COMYTCTBYIOIIasg Tepamusi IpernapaTaM, CHIDKAIOIIMMU COKPATUTEIbHYI0 CIOCOOHOCTh
MHUOKap/la, HAPUMEDP, TPACTYy3yMaOOM).

He cnenyer nmpuMeHsTh aHTpaLMKIMHBI, BKIKOYas JOKCOPYOUIIMH, OJHOBPEMEHHO C JAPYTUMU
KapJIMOTOKCUYECKUMH TpenapaTaMu 0 TeX MOp, MOKa HE MPOBEIEHO HUCCIEI0BaHUE (DYyHKIHH
cepaua mnauveHta. [lpy nNpUMEHEHMM AHTPALMKIMHOB Yy MAallM€HTOB, KOTOPBIM HEJIABHO
MPOBOAMIIM TEPAINHUIO JAPYTUMHU KapAHMOTOKCHYECKUMHU IMpernaparaMu, 0COOCHHO IMpernapaTamMu C
JUIUTETIbHBIM TE€PUOJIOM TOJYBBIBEACHHS (TaKMMHM Kak TpacTy3yMald), Takke MOXKET ObITh
NOBBIINIEH PHUCK pa3BUTHS KapAMOTOKCHYHOCTU. Ilepuoa TodyBbIBeNEHHs TpacTy3yMaba
BapuabeneH. TpacTy3ymald MOKET IPUCYTCTBOBATh B KPOBOTOKE B Te€UEHHE 7 MecsieB. B cBszu
C JTUM PEKOMEHJyeTCs IO BO3MOXKHOCTH H30eratb Tepanuud aHTPALWKIMHAMU B TEUCHUE
7 MecsleB 1ocie OTMEHbI TpacTy3ymaba. B cimydae HeoOXoguMOCTH MpUMEHEHUS
AQHTPALMKIIMHOB 10 OKOHYAHHUs 3TOr0 CPOKa, CIEAYET TIIATEIbHO KOHTPOJIUPOBATH CEPACYHYIO
GyHKIUIO.

Opakiuo BbIOpoca JIEBOrO J>KEIyJouka CieayeT H3MepsTh B JAMHAMUKE, OCOOEHHO IpHU
YBEIMYEHUU KyMYJISTUBHBIX J103 aHTpanukiuHa. llpu sTOoM 1enecoobpa3HO MOCTOSHHO
HCIIOJIB30BaTh OJIMH U TOT 7K€ METO/.

Puck pa3BuTusi XpOHUUECKOU CEpJCYHOM HETOCTATOYHOCTH, COCTABJISIOMIUNM OkoJio 1-2 % mpu
IPUMEHEHNN KyMyJISATHBHON 10361 300 Mr/mM% yBenmumBaercs MeIEHHO 1O JOCTHKEHHMS
CyMMapHOU KyMYJSITUBHOM 10361 450-550 MT/M?, TIOCIIe Yero OTMedaeTcs pE3KOE yBEIUUYECHHUE
pucka. B cBs3u ¢ 5THUM MakcHUManbHas KyMyJISTUBHAS 7033 He JOJDKHA MPEBHIIATh 550 Mr/m2,
MOHHUTOPUHT (PYHKIIMU CEpAlLla JOJKEH ObITh OCOOEHHO CTPOIMM Yy MAI[MEHTOB, MOIYyYarolIuX
BBICOKHE KYMYJISTUBHBIE J03bI Tperapara U y MalHeHTOB ¢ (aKTOpaMU PHCKa MOBBIIIEHHON
KapJIMOTOKCUYHOCTH. OIHAKO KapIMOTOKCUYHOCTh MOKET Pa3BUTHCS U MPU MPUMEHEHUH Ooliee
HU3KUX KyMYJISITUBHBIX 703 JOKCOPYOUIIMHA HE3aBUCUMO OT HaJI4us (DaKTOpPOB PHUCKa.

Y gerel M NOAPOCTKOB MOBBIIEH PHUCK PAa3sBUTHS IO3JHEW KapAMOTOKCHYHOCTH
JIOKCOpYyOUIIHA.

VY JKEHIIMH 3TOT PUCK MOXET OBITh BBIIIE, YeM Yy MYX4YUH. PekoMeHayercs nepuoandeckui
KOHTPOJIb COCTOSIHUS CEPJIEYHO-COCYANCTON CHCTEMBI TIOCIIE OKOHYAHUS TEPAITHH.

ToKCHMYHOCTh JOKCOPYOMIIMHA M JPYrMX AaHTPAIMKIMHOB WJIM AHTPALEHIHMOHOB, BEPOSITHO,

HOCHUT aAJUTHBHBIN XapaKkTep.
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Kak u npyrue nuTOTOKCHYECKHE CPEICTBA, JOKCOPYOMIIMH MOXKET BBI3BaTh MUEJIOCYIPECCHIO.
OO0muii aHaau3 KpoBH, BKIIIOUAs JIEHKOIUTApHYIO (OpMYITy, ClIeyeT MPOBOIUTH O U BO BpPeMs
KKIOro LHMKIAa Tepanuu JokcopyOunuHoM. Jlo3o3aBucumasi oOpatumas JEeHKONEHHUS H/WIn
IPaHyJIOUTONEHUSI (HEUTPOIIEHUS) SIBJISAIOTCS OCHOBHBIM IIPOSIBIEHUEM I'€MaTOJIOIMYeCKON
TOKCHYHOCTH JIOKCOPYOMIIMHA W CaMblM 4YacThIM HPU3HAKOM OCTPOW TOKCHYHOCTH,
JTUMUTHpYIOIIEH a03y mpenaparta. JleiikomneHus W HEHUTpomeHHs B OONBIIMHCTBE CIy4yacB
JIOCTUTAIOT MaKCUMaJlbHOW BbIpakeHHOCTH uepe3 10-14 nHelt mocie BBeIeHUS Tpernapara,
MIPUYEM YHUCIIO JICHKOIMTOB/HEUTPOHUIOB BO3BpaIaercs K Hopme K 21-omy nHIO. Bo3MoxkHO
TaKXKe pa3BUTHE TPOMOOLUMTONCHMH U aHeMHuH. KIMHUYECKHE OCIIOKHEHHS —TSKEIon
MUEIOCYTIPECCHU BKIIIOYAIOT B CE0sI JIMXOPANKY, HHPEKINH, CENICHC/CENTHIIEMHUIO, CENTUYECKUN
10K, KPOBOTEUEHHUSI, TUTIOKCHIO TKAHEH WITU JIETAIbHBIN HCXO/I.

Y mnanueHToB, MONYyYaBIIMX aHTPALMKIMUHBL, BKIIOYas JIOKCOPYOWIIMH, OMHUCAHBI Clydau
pa3BUTHUsI BTOPUYHOTIO JieHKo3a ¢ mpeseiikeMudyeckoil a3oil win 6e3 Hee. BropuuHslil 1eiko3
yalle BCTpe4yaeTcs NpH NPUMEHEHHWH J3THUX I[IpernapaToB B KOMOMHAaUUMU C JAPYyTUMHU
MIPOTUBOOITYXOJIEBBIMU CPEACTBaMH, BbI3bIBaromumu nospexaeHue [JHK, mydeBoit Tepanuei, a
TakKe y MAIUEHTOB, MOJYYaBIIUX pPaHEe HMHTEHCHUBHYIO LUTOTOKCUYECKYIO TEpalui0 WU
AQHTPALMKIMHBI B BBICOKHUX J03aX. BTopuuHble JI€HKO3bI MOTYT HMMETh JIATEHTHBIA IMEPUOJ
JUTUTEIBHOCTRIO 1-3 roga.

MyKo3uT/CTOMaTUT OOBIYHO pa3BUBACTCS BCKOPE IOCIE BBEACHHUS IpenapaTa U B TSKEIbIX
cllydasix B T€UEHHE HECKOJBbKHX THEH MOXET NMPHUBECTH K M3BSA3BICHUIO CIM3UCTOM 00O0I0UYKH
MOJIOCTH pTa. Y OOJBIIMHCTBA MAIIMEHTOB 3TH HEXKEJATeNIbHbIE SIBJICHUS KyIUPYIOTCS K TPEThel
Heziele Tepanuu.

Jlo Havanza ¥ BO BpeMsl Tepalnuu IpernaparoM y MHAlMEeHTOB HEOOXOJMMO KOHTPOJIMPOBATH
nokaszarenu (pyHKIMM MedyeHU (KOHLEHTpaluio o0Iiero OuaupyOuHa B CHIBOPOTKE KPOBH). Y
NAlMEHTOB C MOBBIIIEHHONW KOHIIEHTpaluel OWIMpyOMHAa BO3MOMKHO 3aMEJUIEHHE KIMpEHca
npernapara U yCujieHue 00111eld TOKCUYHOCTH.

[Ipy mosBIEHMH TEPBBIX MPHU3HAKOB OHKCTpaBa3allMM JOKCOPYOMIMHA (AOKEHHE WU
0O0JIE3HEHHOCTh B MeCT€ HHBEKIMH) HH(QY3UIO CleAyeT HEMEMJICHHO NpeKpaTtuTh. TodHoe
coOrofieHre MHCTPYKIMU 110 NPUMEHEHUIO IpernapaTa MO3BOJISET CBECTH K MUHUMYMY PHCK
pazButus hraeduta/TpoMO0dIednuTa B MECTE HHBEKITUH.

[Ipu BHYTpUITY3BIDHOM TNPUMEHEHUHM IIpernapara oco0oe BHHUMAHUE CJIEeIyeT YJIeNsATh
COCTOSIHUSIM, CO3AIOLIUM IPENATCTBUS JUId KaTeTepu3aluu (Harmpumep, oOCTPYKIMS ypeTphl,

00yCIIOBJIEHHAs: MACCUBHBIMU OITyXOJIIMUA MOUYEBOTO ITY3bIPs).
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[Tpu npuMeHEeHUU TOKCOPYOUITMHA MOKET HAOIIOIAaThCS TUIIEPYPUKEMUS BCIIEACTBHE OBICTPOTO
JIM3MCa OMYyXOJIEBBIX KIETOK, B CBSA3M C 4YeM INAI[MCHTaM BO BpEMs Tepaliu PEeKOMEHIYeTCs
OMPECIIATh KOHIICHTPAIIUIO MOYCBOM KHMCIIOTHI, KaJlns, KaJbIMs U KpEaTHHHHA B KPoBH. Takue
MEPONPHTHS KaK THUApATaIus, OleaduBaHUEe M MPO(MUIAKTHKA C MOMOIIBI0 aJUIONypUHOIA
JUTSL TIPEIOTBPAICHUSI TUMIEPYPUKEMHUHU TTO3BOJSIOT CBECTH K MHUHHUMYMY PHCK OCIIOXHCHHIA,
CBSI3aHHBIX C CHHIAPOMOM JIM3UCa OMyXOJIH.

Y namueHToB ¢ OCIa0JIeHHBIM Ha (OHE IMTOTOKCHYECKOW Tepamuu (B TOM YHCIE
JIOKCOPYOUITMHOM) HMMMYHHUTETOM IPHUMEHCHHE JKUBBIX M OCJIA0JICHHBIX BaKIUH MOXET
MPUBECTH K CEPHhE3HBIM MH(EKIHSIM, B HEKOTOPBIX CIy4asX C JEeTaIbHBIM mcxonoMm. Cremyer
n30eratb MPUMEHEHHSI )KUBBIX BAKIMH Y MAIUEHTOB, MOTYYAONIUX TOKCOPYOUIINH. Y OUTHIC HITH
WHAKTHBUPOBAHHBIC BAKIIMHBI TIPUMCHSTH JIOIyCTUMO, TEM HE MEHEE OTBET Ha BBEJCHHE ATHX
BaKI[MH MOXKET OBITH OCIa0JIEH.

VY KEHIIMH JTOKCOPYOHIIMH MOXET BBI3BaTh OecIuione u aMmeHoper. OBYISAINS © MCHCTPYaIun
OOBIYHO BOCCTAHABIIMBAIOTCS TOCJIC IMPEKPAICHUS JICUCHUS, XOTSI BO3MOXHO HACTYIUICHUE
paHHEH MEHOMAY3HbI.

VY My»X4HMH JOKCOPYOHUIIMH OKa3bIBa€T MyTareHHOE NEHCTBUE U MOKET BBI3bIBATH MOBPEKICHUE
XpOMOCOM  criepMaTo3ouoB.  OnurocnepMus WM a300CIEPMHUST  MOTYT  OKa3aThCs
HEOOpaTUMBIMH, XOTS B HEKOTOPBIX CIIy4asX OTMEYAJIOCh BOCCTAHOBJICHHWE 4HCIIA
CIIEPMAaTO30MI0B, HHOT/Ia YepPe3 HECKOJIBKO JIET MOCIIe MPEKPALICHUS JICUSHHUSI.

My>X4iHBl U SKSHIIUHBI, MOJYyYaloIlUe Tepamnuio TOKCOPYyOHUIIMHOM, JOJKHBI HCIOIB30BaTh

HaACKHBIC METOAbI KOHTPALCTILUH.

4.5. B3amMmopeiicTBHMe ¢ JPYTHMH JICKAPCTBEHHBIMHM MNpenapaTtaMH M JApyrue BHIbI

B3aNMOdeHCTBUA

Hokcopyourua ~ sBiisiercst  cyoctpatom  u3zodepmenta CYP3A4 u CYP2D6, a Ttakke
P-rnuxonporenna (P-gp). KnmHuyecku 3HaunMMmble B3aUMOACWCTBUS OBLIM OTMEYEHBI MpU
npuMeHeHun UHruouropos uszogpepmentoB CYP3A4, CYP2D6 w/mmm P-gp (mampumep,
BEparamiil), TPHUBOJUBINNE K TOBBIIICHUIO KOHIIGHTPAMM © KJIWHUYeCKoro sddekra
nokcopyourmHa. Uaaykroper nm3opepmenta CYP3A4 (manpumep, dheHobapOurTan, GeHuTounH,
npenapaTthl 3Bepo00si MPOIBIPSIBIECHHOI0) U WHAYKTOPHI P-Jp MOTYT CHHM3UTh KOHIIEHTPAILUIO

JIOKCOpYyOUIIHA.
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OpnHOBpeMEHHOE MPUMEHEHHE LUKIOCIOPHMHA U JOKCOPYOMIIMHA MOXET NPUBOIAUTH K
yBenudueHuto AUC o6oux mnpemnapaTtoB. IOTOT 3((EKT, BO3MOKHO, CBS3aH CO CHHKXEHUEM
KJIMPEHCAa HEM3MEHEHHOT 0 Npernapara U CHUKEHHEM MeTabou3Ma Jokcopyoununona. Mmerorcs
NPENOI0KEHUS, YTO OJHOBPEMEHHOE MPUMEHEHHE IUKIOCIOPHHA M JIOKCOPYOMIIMHA MOXKET
NPUBOJUTH K OOJiee TSHKEIOW M JIMTEIBHONH TIeMaTOJOTUYECKOW TOKCHYHOCTH, YeM TIpHU
IPUMEHEHHUHU TOJIBKO JO0KcOopyOuiuHa. MiMerorcss cooOIIeHust 0 pa3BUTUU KOMBI U CYAOPOI IIpU
OJIHOBPEMEHHOM ITPUMEHEHUH UKIOCIIOPUHA M JOKCOPYOULIHA.

[Tpu npuMeHeHUH AOKCOPYOHUIMHA B KOMOMHAIMU C APYTMMH LUTOTOKCHUYECKHMMHU CPENCTBAMU
BO3MOKHO TPOSIBICHUE AJINTUBHOW TOKCHUYHOCTH, OCOOEHHO B OTHOLIECHMHM KOCTHOTO MO3Tra/
CUCTEMBI KPOBH U XKEITyJ0YHO-KUIIEUHOT O TPAKTa.

[lpy  mpuMeHeHMM  JOKCOpyOMLIIMHA B  KOMOMHaMM C  JAPYTMMH  [TOT€HIHMAJIbHO
KapJIMOTOKCUYECKUMHU XMMUOTEPANEBTUYECKUMHU CPEICTBAMH, a TAKXKE CEPJICYHO-COCYAUCThIMU
npenapataMu (Hampumep, OJOKaTopaMH «MEIJICHHBIX» KaJbIMEBBIX KaHAJIOB) HEOOXOAMMO
KOHTPOJIMPOBATH (DYHKIIMIO CEP/IIa.

beutn  onmcanel  ciyyan  O0OCTpEHHsST ~ IeMOPpParuyeckoro  IMCTUTA,  BBI3BAHHOTO
ukinopochaMuiom, U yCUIIEHHE renaTOTOKCHYHOCTH MEPKaIITOIypUHA.

JlokcopyOUITMH MOKET yCHUIIMBATh BRI3BAHHOE O0y4eHUEM TOKCHYECKOE JICHCTBHE Ha MUOKAP/,
clu3ucThie  O0OJIOYKM, KOXY W Te4eHb. VI3MeHeHus (QYHKIMM TICUYEHH, BBI3BAHHBIC
COIyTCTBYIOILIEH Tepamued, MOTyT OTpa3uThcs Ha Merabonu3me, (apMaKOKMHETHKE,
TepaneBTHUECKON FPPEKTUBHOCTH U/UIIM TOKCUYHOCTH JJOKCOPYOUIHHA.

BBenenue naknuTakcena A0 JOKCOPYOHMIIMHA MOKET MPUBECTU K YBEIMYEHHIO KOHILIEHTpALMN
JOKCOpYOMIIMHA W/WAM €ro MeTabOoJIMTOB B IUIa3Me€ KpOBU. OITOT 3(GeKT sBisercs
MUHHMMAaJIbHBIM, KOTJIa IOKCOPYOULIMH NMPUMEHSIOT J0 MaKJINTaKcena.

[Tpu ogHOBpEeMEHHOM NMpPUMEHEHHMH ToKcopyoOuuuHa U copadenuda B goze 400 mr nBa pasa B
cytku ormeuanu kak yBemuueHue AUC (21-47 %), Tak U OTCYTCTBHE HM3MEHCHHUS TAQHHOTO
noka3zarens. KimHndeckoe 3HaueHne JaHHOTO HAaOJI0IeHUsI HEM3BECTHO.

[lpy neyeHMHM TUNEPYPUKEMUH M IOJArpbl MOXET MOTpeOOBaTbCAd KOPPEKLUs pexUMa
JIO3UPOBaHUsl TPOTHUBONOAATPUUECKUX JIEKAPCTBEHHBIX CPEACTB B PE3YJIbTATE IOBBIIICHUS
KOHIIEHTPALlMU MOYEBOM KUCIIOTHI Ha (JOHE JICUEHUS MpenapaToM.

JlokcopyOuIuH HeNb3sl CMEIIMBATh ¢ APYTrUMU MpenaparaMu. He cienyeT nomyckarh KOHTaKTa
CO IIEJTOYHBIMHM PACTBOPAMHM, MOCKOJIbKY 3TO MOXET MPUBECTH K THAPOJU3Y JOKCOPYOUIMHA.
N3-3a XMMHUYECKOH HECOBMECTUMOCTH JOKCOPYOMIIMH HEJb3sl CMEIIMBaTh C remapuHoM (Ipu

CMEITMBaHUH 00pa3yeTcsi 0CAOK).



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 27.04. 2024 N= 8555

(NOCNEQCBATENEHOCTE 0002)

JlokcopyOUIIMH Henb3sl CMEImuBaTh ¢ (GTOpypaunioM (HampuMmep, B OAHOM HH(Y3UOHHOM
[aKeTe WM BBOAUTH Yepe3 OJMH KaTeTep), TaK KaK 3TO MOXKET IPUBECTH K BBINAJCHHUIO OCaJIKa.
B ciydae HEOOXOOMMOCTH OJHOBPEMEHHOIO NPUMEHEHHs 3THX IpenapaToB PEKOMEHIyeTcs
IPOMBITh KaTeTep MEX/y BBEACHUSIMH JIOKCOPYOHIIMHA U (pTOpyparmia.

OnHOBpeMEHHOE NPUMEHEHHUE C MPOTeCTEPOHOM YCHIIMBAET JAOKCOPYOULMH-UHIYLIMPOBAHHYIO

HEUTPO- U TPOMOOLUTOTICHHUIO.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JJAKTALMS

>K€HH_[I/IHLI C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaL[eHI_II/ISI Y MYKYMH U )KeHIJ_[I/IH)

MY)K‘II/IHBI N JKCHIIWHBI, MOJYyYarolIue TEpalnro I[OKCOPY6I/II_[I/IHOM, JOJDDKHBI HMCIIOJIB30BaTh
HaJIC)KHBIC MCTOAbl KOHTPALCIIITNH.

bepemeHHOCTD

[TpumeHeHrne JOKCOPYOUITHA MPU OEPEMEHHOCTH MPOTHBOIIOKA3aHO.

JlakTauus

[IpumeneHue B mepuoja TpPYAHOTO BCKapMIUBaHUS MPOTHUBOIOKa3aHO. JlokcopyOunux
BBIJICJISIETCS] B TPYAHOE MOJIOKO. B mepuos Tepanuu T0KCOPYOUIIMHOM TpYyIHOE BCKapMIIMBAHUE
CIEAYET NPEKPATUTD.

DepTUabHOCTD

VY JKEHIIMH JOKCOPYOHUIIMH MOXKET BBI3BaTh Oecruioane u aMmeHopero. OBYJISALMS U MEHCTpYaIlH
OOBIYHO BOCCTAHABJIMBAIOTCS MOCIE MPEKpAIIeHUs JIEYeHHs, XOTS BO3MOKHO HACTyIUIEHHE
paHHEW MEHOIIAY3bl.

Y MyXudH JOKCOpPYOMILIMH OKa3blBa€T MyTareHHoe JEWCTBHE U MOXET BBI3bIBAThH

MOBPEXACHUE XPOMOCOM CIIEpMaTo30MA0B. OnUrocnepmMust WIN a300CHEPMUSI MOTYT OKa3aThbCs
HEOOpaTUMBIMH, XOTS B HEKOTOpPBIX CIIy4asX OTMEYaJIOCh BOCCTAHOBJIGHHE 4HCIa

CIICpMAaTO30MJ0B, MHOT'JIa UC€PE3 HCCKOJIBKO JICT MOCJIC MPCKPAIICHWA JICUCHUS.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMU CpeACTBAMHM M padoTath ¢
MeXaHM3MaMH

[Ipu mpuMeHeHMM JOKCOpYOWIIMHA MOTYT pa3BUTHCS TOIIHOTA, PBOTA, COHJIMBOCTH U JApPYyTHE
CHUMIITOMBI, BIMSIOIIME Ha 00lee cocTossiHue. B CBs3u ¢ 4eM, MpU MOSBJICHUU BBIIIEYKa3aHHbBIX
no00YHbIX 3((PEKTOB PpEeKOMEHAYeTCS BO3JEp>KaThbCS OT YIPaBJICHUS TPAHCHOPTHBIMU

cpencTBamMu M pabOThI ¢ MEXaHU3MaMH.
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4.8. HexenarejbHbIe peaKuuu

HesxenarennHbie p€akuuu, 3aperuCTpUpPOBAaHHBIC B CBA3HM C IMPHUMCHCHUCM HOKCOPY6HHHH3,

NEPCUUCICHBI HUXKE 10 KAaTCTOPUAM KJIaCCOB CUCTEM OpraHOB IIO CJIOBApHO MedDRA wu yacTote

BCTPEYaEMOCTH.

KaTeropun 4acToThl ONpeneNnsioTcs cleayloumM obOpasom: odeHb yacto (> 10 %), wacto

(> 1%, <10 %), neyacro (> 0,1 %, <1 %), penxo (> 0,01 %, <0,1 %), ouens peako (< 0,01 %)

N HCU3BECTHO (HGBOSMO}KHO OIIPE€ACIINTG HA OCHOBaAHWH MMCIOINXCA ,Z[aHHBIX).

Ta0nuia HeXenaTeIbHbIX ABJICHUN

Nudexnuu u nHBa3uu

QueHb 4acTo

[TpucoenHeHnEe BTOPUYHBIX WHPEKITHIA

Yacrto

Cercuc

JloOpokadecTBeHHbIE, 3JI0KQYeCTBEHHbIE U HEYTOYHEHHBIE HOBOOOPa30BaHUs (BKJIIOYAsi KUCTHI U

TTOJIMITBI)

HewnsBectHo

Octpsiii UM OIIEIK03, OCTPBIN MUEIOIEHKO3

Hapymienust co CTOpOHBI KpOBU U JIMM()ATUICCKOU CUCTEMBI

QueHb 4acTo

JleiikonieHust, HEUTPOTICHU S, AHEMUSI, TPOMOOITUTOIICHUST

Hapymenns co cTopoHbl MMMYHHOUM CHCTEMBI

HewnssectHo

AHadunakTuyeckas peakuus

HapymeHmI MeTa00a13Ma U MUTaHUS

QOueHp 4acTo

CHIKEHHE aIllleTUTa

Hewn3ssectHo

O06e3BoXHMBaHNE, TUIIEPYPUKEMHUS

Hapymienus co cTopoHbl HEpBHOW CUCTEMBI

Hewn3ssectHo

[Tepudepuyeckas Helpomnatus (NP BHYTpUAPTEPHAILHOM BBEICHUU
JOKCOpYOUIlMHA, OOBIYHO B KOMOWHAIIMM C LHUCIUIATUHOM), CYAOPOTH,

KoMa (B KOMOMHAIMH C HUCIUIATUHOM U BUHKPUCTUHOM)

Hapymienuns co ctopoHbl oprasa 3peHust

Yacrto

KoHBIOHKTUBUT

HewnssectHo

KepaTI/IT, TTOBBIIIEHHOC CIIC300TACIICHUC

Hapymenns co cTopoHsl cepana

Yacto

XpOHI/I‘ICCKaSI cepacuHad HEAOCTATOYHOCTE, CHHYCOBasA TaXUKapaAnUAa

HewnssectHo

ATpHUOBEHTPHKYJISIpHasi OJI0Kasna, TaXUapuTMHs, OJIOKaJa HOXKH ITydKa

T'uca

11
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Hapy1enus co cTopoHBI COCYyA0B

Heuacto

DmOousa

HewnsBectHo

ok, remopparusi, TpomOodedut, GpaeduT, «IPUIUBLY KPOBH K KOXE

nuna (mpu ObICTPOM B/B BBEICHUH)

Keny10uHO-KHIIIEYHbI

€ HapyLICHUs

OueHs 4acTo

Bocmanenue ciau3ucTOM  000J0YKH KCITYJOUYHO-KMIICYHOI'0 TpPAaKTa,

CTOMATHUT, JUapes, pBOTa, TOIIHOTA

Yacto D30darut, 0016 B 0071aCTH )KHBOTA

HewussecTtHo KemynoyHO-KUIIEUHOE KPOBOTEYEHHUE, HPO3UBHBIM TaCTPUT, KOJIMT,
M3MEHEHHUE [[BETa CIM3UCTON 000JI0YKU NOJIOCTH PTa

Hapymenuns co cTOpoHBI KOXKHU U MOJKOKHBIX TKaHEH

Ouensb yacTo CuHApPOM J1aIOHHO-TIOIOIIIBEHHOW 3PUTPOIU3ECTE3NH, ATOTICIIUS

YacTto KpanuBauna, cbinb, TUNEPIUTMEHTAMS KOXKH, THUIIEPIUTMEHTAIUS
HOI'TEN

HeussectHo Peaxnus (OTOUYBCTBUTEITHHOCTH, TUTNIEPUYYBCTBUTEIIBHOCTD

pa3apaxkeHHOW KoXu (peakiusi Ha oOJIyuyeHHMe B aHaMHese), 3y,

HU3MCHCHHUA KOXKHU, SpUTCMA KOHCHHOCTCﬁ, OHUXOJIU3UC

HapymeHI/m CO CTOPOHBI ITOYCK U MOYCBBIBOAAIIUX HYTeﬁ

Hewn3ssectHo

Xpomatypus (OKpalImBaHUE MOYH B KPACHBIH 1IBET)?

HapymeHI/m CO CTOPOHBI perOﬂYKTHBHOﬁ CHUCTCMBI 1 MOJIOYHBIX KCJIC3

HewnsBectHo

AMeHopesi, a300CTIePMHUS, OJTUTOCTIEPMUS

OO0mue HapyIIeHUS U PEaKIMU B MECTE BBEICHUS

QueHb 4acTo

Jluxopanka, obmas ci1aboctb, 03HOO

Yacrto

Peakuust B Mecte HHQY3UN

HewnsBectHo

HCJIOMOFaHI/Ie, IMOBBIIICHHAA YTOMIIACMOCTD

JlaGopaTopHble U HHCTPYMEHTAJIbHbIE JaHHBIE

QueHb 4acTo

VYMenbuieHne (pakuuu BbIOpOca JIEBOTO JKENYyJO0YKa, OTKJIOHEHHE OT
HOpPMBI T1apaMETPOB DJIEKTPOKApAMOTrpaMMbl, OTKJIOHEHHUS OT HOPMBI

AKTUBHOCTHU «IICYCHOYHBIX» TPpaHCAMHHA3, ITOBBINICHUC MACCHI Tena6

2 B TeucHue OOHOTI'0 WJIK ABYX JHEH 1mocie NMpUMCHCHUSA TIpCIIapara.

® 3aperucTpupoBaHo

Yy MNagueHTOB C PpPaHHUM PaKoOM MOJIOYHOM JKCJIC3bI, II0JIyYaBIINUX

aILIOBAHTHYIO TEPAIMIO Ha OCHOBE J0KcopyOuimaa (ucciaemqopanne NSABP B-15)

12
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Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKL[I/If/'I

HeoicenamenvHvie aenenus co cmopomnvl cepoya

[Tpu Tepanuu aHTPALMKIMHAMU CYLIECTBYET PUCK Pa3BUTUS KAPAUOTOKCUYHOCTU — PaHHEH (T.e.
OCTpO) WK 1TO3/IHEN (OTCPOUYECHHOM).

[TposiBneHueM paHHEH KapIAMOTOKCHYHOCTH JOKCOPYOWIIMHA SIBISIETCS B OCHOBHOM CHHYCOBas
taxukapaus u/unu anomamu Ha DKI (Hecnerupuueckne usmenenus BojH ST-T). Taxxke moryt
OTMEYaThCsl TaXWAPUTMHUM (BKJIIOYAs JKEIIyJOYKOBYIO HKCTPACHCTOJIUI0 U IKEIyA0YKOBYIO
TaXUKap/AuI0), Opaaukapausi, aTpMOBEHTPUKYJIsApHas Oyiokaja W Oiokana Hokek myuka ['mca.
Otu 3¢ dexTr He Bcera SBISIOTCS MPOTHOCTHYECKUM (DAKTOPOM IOCIEAYIOMIETO PAa3BUTHA
BITOCJIC/ICTBMH OTCPOYCHHOW KapAMOTOKCHYHOCTH, PEIKO OBIBAIOT KIMHUYECKH 3HAYMMBIMH U
0OBIYHO HE TPeOYIOT OTMEHBI TepaNuy IpenapaToM.

[To3HsAsA KapJMOTOKCUYHOCTh OOBIYHO Pa3BMBAETCS HA MO3AHUX CTaJUAX Kypca Tepamuu WK B
Te4eHHe 2-3 MECSLEB I0C/ie €€ MPEKpalleHUs, OJHAKO BO3MOXKHO Pa3BUTUE OTCPOUEHHBIX
000YHBIX 3P (PEKTOB (Uepe3 HECKOIBKO MECALIEB HIIU JIaXe JIET TI0CIe OKOHYAHUS TePaIIHH).
[To3HsAS KapAMOTOKCUYHOCTh HPOSBIISAETCS CHWKEHHEM (pakIMK BbIOpOCA JIEBOTO XKEJy10UKa
U/WIM CUMIOTOMaMM XPOHHYECKOH cepleyHON HEJOCTaTOYHOCTH, TAaKUMHM KaK OJbIIIKA, OTEK
JIETKUX, OTEKH, KapJHOMETANINs U TeIIaTOMETalus, OJUTYPHsl, aCLIUT, SKCCYIaTHBHBIN TUIEBPUT H
put™M raioma. Takke MOTYT OTMEYaTbCs IIOJOCTPHIE SIBJICHUS, TaKUe KaK MEPUKAPAUT U
muokapaut. Haumbonee Tskenoil ¢opMoll BBI3BAHHOW aHTpALMKIMHAMU KapIUOMHUOIATHH,
KOTOpas OrpaHUYMBAeT KyMYJATUBHYIO /103y Ipernapara, SBISETCS YrpoKaroulas >KU3HU
XpOHHUYECKasl cep/ieyHasi HeI0CTaTOYHOCTb.

[lpy mpuMeHeHMHM JOKCOpYOWIIMHA, KaK H JPYTUX [UTOTOKCHYECKHUX CpPEICTB, WHOT/AA
HaOmroanoce  pasButue TpomOoduedura M TpPoMOOIMOOIMH, BKIIOYas TPOMOOIMOOIHIO
JIETOYHOMN apTepuH (B HEKOTOPBIX CIyYasiX C JETaJIbHBIM UCXOJI0M).

Mecmnvle peakyuu

DKcTpaBazanus BO BpeMs BHYTPUBEHHOW WHQY3MHM JTOKCOPYOWMIIMHA MOXKET TPHUBECTH K
HOSBICHUIO 0OJIH, TSHKEJIOMY MOpaKeHUIO TKaHU (0Opa3oBaHUE IMy3bIpel, TSHKEIbIN 1EeJUTIOIHT)
u Hekposy. Ilpu BBeneHnM npenapara B HEOOJBIIYIO BEHY WM IIPH €ro IOBTOPHOM BBEJICHUH B
OJIHY U Ty K€ BEHY BO3MOXKHO pa3BUTHE (IiedocKiieposa.

Buympuapmepuanvnoe 6sedenue

BuyTpuaprepuanbHoe BBeI€HUE HOKCOPYOUIIMHA MOXKET BbI3BaTh B JIOMOJIHEHHE K CHCTEMHOU

TOKCHUYHOCTHU HU3BA3BJICHUC KCIYyJAKa U HBCHaﬂHaTHHepCTHOﬁ KHUIIIKH (BO3MO)KHO 3a CYET
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peduirokca TpemapaTa B OKEIYAOYHYIO apTEpUI0) M CYXKCHHE JKETYCBBIBOMSIINX ITyTeH
(JIeKapCTBEHHBIN  CKJICPO3UPYIOLIMIA  XOJAHTHT), a TaKXe paclpoOCTPaHEHHBIH HEKpO3
nepdy3upyemMoit TKaHu.

Beeoenue 6 mouesoii ny3vips

BBeneHre B MOUYEBOW My3BIPh MOXKET MPUBECTH K MOSBICHUIO CHMITOMOB XHUMHYECKOTO
mucTuTa (OU3ypHsi, TIOJNHYpPUs, HHUKTYpUs, OOJE3HCHHOE MOYCHUCITyCKaHHE, TeMaTypHs,
TUCKOM(MOPT B 00JIACTH MOYEBOTO ITy3BIPsI, HEKPO3 CTEHKH MOYEBOTO ITy3bIPS) U KOHCTPHKIIHU
MOYEBOTO Y3bIPS.

COOGH.ICHI/IC 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmare 0 TOM03PEBACMBIX HEXKEJIATEIbHBIX PEAKIUAX TOCIHEe PETUCTPAINH
JIEKAapCTBEHHOTO Tpernapara ¢ 1eIbl0 00eCIICUCHHS] HEPEPLIBHOTO MOHUTOPUHTA COOTHOIICHUS
«oJb3a - PHUCK» JICKAPCTBEHHOIO mpernapara. MenuUuHCKUM pPaOOTHHKAM PEKOMEHAYEeTCs
co00IIaTh O JIFOOBIX TOJ03PEBACMBIX HEXKEIATSIBHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIEHUS O HEXKEJIATeNbHBIX PEAKIUAX TOCYIapCTB — YWICHOB
EBpazuiickoro 3KOHOMHUYECKOTO CO03a.

Poccuiickas ®@enepanus

OdenepaiibHas Ciryx0a 1Mo Ha3OPY B chepe 31paBOOXpaHCHUSI.

109012, r. MockBa, CraBstHCKasl IIoIiaab, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

OnektpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B nH(bOpMaIlMOHHO-TEIEKOMMYHUKAIIMOHHON ceTn «HTepHET»:!

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

4.9. Ilepeno3upoBka

CuMIITOMBI

Octpas mepeno3upoBKa JIOKCOPYOUIIMHA MOMKET TPUBECTH K TKENON MHEToCcynpeccuu
(MpeuMyIeCTBEHHO — K JIEMKONEHWH U TPOMOOIMTONEHUH), K TOKCHYECKHM 3ddeKkTam co
CTOPOHBI JKETYIOYHO-KHUIIIETHOT'O TPAKTA, BEI3BATH OCTPHIC MTOPAXKESHUS Cep/ria.

Jleuenue

AHTUIOT K JOKCOPYOMIIMHY HEW3BECTeH. B cioyuae Tmepemo3upoBKH PEKOMEHIYeTCs

CUMIITOMATUUCCKas TCpaInusi.
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5. DPAPMAKOJIOTMYECKUE CBOHCTBA

5.1. ®apmakoauHaAMHYeCKHE CBOMCTBA

dapmakoTepaneBTUYECKass TPyIIa:  MPOTHBOOIYXOJEBBIE  CPEACTBA;  ITUTOTOKCHYECCKHE
aHTI/I6I/IOTI/IKI/I nu pOI[CTBeHHbIe COCAUHCHUA, aHTpaLII/IKJII/IHLI nu pOHCTBCHHbIe COCIMHCHUSL.

Kox ATX: LO1DBO01

MexaHu3M IeHCTBUS

JlokcopyOuIIUH - IUTOTOKCUYECKUN aHTPALUKINHOBBIA aHTUOMOTHK, BbIICTICHHBIN U3 KYJIbTYPbI
Streptomyces peucetius var. caesius.

[{uTOTOKCHYECKOE JCUCTBHE JOKCOPYOWIIMHA B OTHOIICHUH 3JIOKAYCCTBCHHBIX KJIETOK U €ro
TOKCHYEeCKHEe J(PQPEKThl HAa pa3UYHBIC OPraHbl, BEPOSTHO, OOYCIIOBICHBI WHTEPKAIAIHCH
HYKJICOTHJHBIX OCHOBAaHHH M CHOCOOHOCTBIO JIOKCOPYOMIIMHA CBSI3BIBATHCS C JIMIUJAMU
KJIETOYHOM MeMOpaHbl. VHTepKananus WHTHOUPYET PeIrUIMKAIUI0 HYKJICOTHAOB U aKTUBHOCTD
JHK- u PHK-nomumepas. B3zaumonelictBue mokcopyOummaa ¢ Tomou3omepazoi Il ¢
obpazoBannem  JIHK-pacmiemiseMplx  KOMILJIEKCOB  CUMTAIOT  BaXXHBIM  MEXaHH3MOM

IIUTOTOKCUYECKOTO JEHCTBUS TOKCOPYOUIINHA.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

Pacnpenenenue

HauanbHbli nepro1 moTyBbIBEIEHHS COCTABISIET OKOJIO 5 MUHYT M CBUJIETEIBCTBYET O OBICTPOM
pacrpeneneHnu JOKCOpyOUIHA B TKaHIX; TEPMUHAIBHBINA TTEPHO/T TIOTYBBIBEICHUS COCTABIISET
20-48 4. CBs3b MOKCOpPYOHMIIMHA M €r0 TJIABHOTO MeTaboNuTa, JOKCOPYOMIMHONA, ¢ OeKaMu
IUIa3Mbl KPOBU cocTaBiisieT 74-76 % W He 3aBHCUT OT KOHIEHTpALUU JTIOKCOPYOUIIMHA B TJIa3Me
KpoBH (110 1,1 MKr/mi).

JoxcopyOuIivH He TPOHUKAET Yepe3 reMaTodHIehaTnIecKuii bapbep.

buorpaucdopmarms

depMeHTaTUBHOE BOCCTAHOBJICHHE B MOJIOKEHUU 7 M paclleIUIeHHe J1ayHO3aMHUHOBOTO caxapa
IOPUBOAUT K 00pa30BaHUIO arjMKOHOB, YTO COIMPOBOXKAAETCS TaKkke 00pa30BaHUEM CBOOOIHBIX
panukainoB. [locnennue moryt oOyciaBiuBaTh KapAUOTOKCHYECKHE IPPEKTHI TOKCOPYOUIIMHA.
[lepwon  mOMyBBIBEACHUST  TOKCOPYOHWIIMHONA CXONIEH C TaKOBBIM JIOKCOpYOHWIIMHA.
CooTHOIIEHHE  MEXIy  IUIONIAAbI0  MMOJ  KPUBOM  «KoHUeHTpanus-Bpems»  (AUC)
nokcopyourmaona u AUC nokcopyOuiivHa MO cpaBHEHUIO ¢ JOKCOpYOHIIMHOM cocTaBiser 0,4-

0,6.

15



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

- 4 W4 be OEED
oT 27.04 2024 Nz 3555

(NOCNEQCBATENEHOCTE 0002)

DIMMUHALIUA

Knupenc nokcopyOuiinHa OCYIIECTBISIETCS B OCHOBHOM ITyTeM METa0OJM3Ma U SKCKPELUUU C
)kenupto. [Ipumeprno 40 % 10361 BBIBOAUTCS € JKeM4bl0 B TeueHue S5 mHed. Tompko 5-12 %
JIOKCOpYOUIIMHA M ero MeTabOJUTOB OOHApYKHMBAETCS B MOYE 32 TOT K€ MEepHoja BpeMeHH. B
Te4eHue 7 THEeH B BUJE TOKCOPYOULIMHOIA Yepe3 TOYKU BBIBOAUTCS MeHee 3 % 03bl.
CucTeMHBIN KIHPEHC TOKCOPYOUIIMHA 3HAUUTEIBHO CHIDKAETCS Y JKEHIINH C OKUPEHHUEM, Macca
Tena KOTopbIx coctapisieT 6onee 130 % oT onTUManbHOM.

eTu
Knupenc nokcopyouinHa y Aereit crapiie 2-X JeT MPeBbIIIaeT TaKoBO# y B3pocibix. KinupeHc y
JeTer muaame 2-X JIeT NpUOIMKaeTCsl K 3HAYCHUAM KIUPEHCA Y B3POCIIBIX.
Iloxuibie
Koppekuuu 10361 ¢ y4eToM Bo3pacta He TpedyeTcs.
Hon
Cpennuii KIMPEHC NTOKCOPYOWIIMHA y MYXYMH 3HAYUTEIIHHO BBINIE, YeM Yy jkeHImuH. OaHaKo
TePMHUHAIIBHBIN MEPHOJ| MOTYBBIBEACHUS TOKCOPYOUIIMHA Yy MYKUUH OoJjiee JIUTENbHBINA O
CPaBHEHHUIO ¢ XKeHIIUHAaMU (54 1 35 4 COOTBETCTBEHHO).
Paca
BrnusiHue packl Ha apMaKOKHHETUKY JTOKCOPYOHMIIMHA HE U3y4alloCh.

Hapyuienue d)VHKHI/II/I OCYCHU

VY nanMeHTOB ¢ HapyleHHeM (YHKIMU MEYEeHU KIMPEHC JOKCOpYOUIIMHA U JOKCOPYOULIMHOIA
CHUKAETCH.

HaDVHIeHI/Ie d)VHKHI/II/I IIOYCK

Bnusaue ¢pyHKuMu novyek Ha papMaKOKMHETUKY TOKCOPYOMIIMHA HE U3y4alloCh.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeuenb BcOMoOraTe/ibHbIX BellleCTB

JIakT03BI MOHOT napar

6.2. HecoBMeCcTHUMOCTD
JlaHHBII JeKapCTBEHHBIM MpenapaT HE CJIeAyeT CMEIIMBaTh C APYTMMH JIEKApCTBEHHBIMU
npenaparamu, 3a UCKJIIOYEHUEM YIOMSIHYTHIX B pasnene 6.6. He cienyer gomyckarb KOHTaKTa

CO MICIIOYHBIMU pacCTBOpaMH, IMOCKOJIBKY 3TO MOXKET MPUBECTU K THAPOJIU3Y I[OKCOPY6I/IHI/IH3.
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N3-3a XUMHUYECKOW HECOBMECTHUMOCTH JTOKCOPYOWIIMH HENb3s CMEIIMBATh C T'emapuHOM (TIpU
CMEIIMBAaHUH 00pa3yeTcsi 0CAOK).

JlokcopyOUIIMH HeNb3sl CMEIUBaTh ¢ (TOpPypaunuioM (HampuMmep, B OAHOM HH(Y3MOHHOM
MakeTe WM BBOJUTH Yepe3 OJUH KaTeTep), TaK KaK 3TO MOXKET IMPUBECTU K BBITIAJICHUIO 0CAJIKA.
B cnydae HEOOXOAMMOCTH OJHOBPEMEHHOTO MPUMEHEHHUS JITHUX TMPENaparoB PEKOMEHIYeTCs

IIPOMBITH KaTeTep MEXKIy BBEJICHUSIMU JOKCOPYOHULIMHA U (HTOpypaluia.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

2 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHUH

B 3amuienHoM ot cBeta Mecte mpu Temmeparype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

[To 10,0 mMr wmu 50,0 Mr neWcTBYIOIIEro BEIIECTBA B CTEKJISIHHBbIC (DJIAKOHBI, T€PMETHYHO
YKyHOpEHHbIE MPOOKaMH PE3WHOBBIMU WM MPOOKaMU A7 JTHO(PUIBHON CYHIKH U O0XKaTble
ATIOMUHHEBBIMH WJIA aJTIOMUHUEBO-TNIACTUKOBBIMH KOJITAYKaMHU.

1 dmakoH ¢ HHCTPYKIMEH IO MPUMEHEHHIO B HHIMBHyJIbHYIO TIAYKy U3 KapTOHA.

10 ¢nakonoB BMecTuMOCThiO 10 Mi (cooTBeTcTBYeT 10 MI HOKCOPYOHIIMHA THIPOXJIOPUIA) C

I/IHCTPYKHHeﬁ 110 IPUMCHCHUTO B KOpO6Ky H3 KapTOHA.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUUYTOXKEHHH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WJM  OTXO0JA0B, TMOJYYEHHBIX TMOcCJe TpPUMEHEeHUs

JIEKAPCTBEHHOI0 Npenapara, u ipyrue MAaHUIMYJISIHH C IpenapaToM

Mepuvl  npedocmopodicHocmu, npunumaeMmvle neped NpPUMEHEHUueM npenapama Uil npu

obpawjenuu ¢ HuUM

[lpy moOsBIEHMH TEPBBIX MPHU3HAKOB HKCTpaBa3allMM JOKCOPYOMIMHA (AOKEHHE WU
0O0JIE3HEHHOCTh B MECT€ HHBEKIMH) HMH(QY3UIO CIeAyeT HEMEAJCHHO NpeKpaTuTh. TouHOe
COOJTIO/IEHNEe WHCTPYKIMIA MO MPUMEHEHHIO TIperapara Mo3BOJSET CBECTH K MHHUMYMY PHCK
pa3Butus aedura/rpombodaedrTa B MECTE UHBEKIIHH.

[Tpu pabote ¢ mpenapaToM HEOOXOAUMO COOJIOATh MpaBUiia 0OpaIEHHsI C IIUTOTOKCHYECKUMU

BCIICCTBaAMU. 3anH3HCHHy10 npemnapaTromMm TOBCPXHOCTDH PCKOMCHAYCTCA O6pa6OTaTL
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pa30aBJIEHHBIM pacTBOPOM T'MIIOXJIOpUTA HaTpus (coxepxkaumm 1 % xuopa). Ilpu nonaganuu
npenapara Ha KOy - HEMEIJIEHHO IMPOMU3BECTH OOMIIBHOE MPOMBIBAHHE KOKH BOAOH C MBLIOM
WM pacTBOPOM OMKapOOHAaTa HaTPHs, HE UCIIOJIB3YHTE IETKY, YTOOBI HE IOBPEAUTH KOXKY; €CIIH
mpermapar 1momnai B Iia3a — OTTSHYTh BEKH M MIPOU3BOJUTH MPOMBIBAHUE TJa3a (Tia3) O0IbIIuM
KOJIMYECTBOM BOJIbl B TEUEHUE HE MEHEe |5 MUHYT, 3aTeM HEOOXOAMMO OOpaTUTHCA K Bpady.

[IpuroroBaeHNE pacTBOpa

PactBopute nuodunuzat Boaoit ns uabekuuit unm 0,9 % pactBopom Hatpus xjopuaa. Cremgyer
YUUTBIBaTh, 4YTO COJEPKUMOE (IakOHA HAXOAUTCA IO OTPULATEIHbHBIM JIABJICHHEM.
Heo6xoanMo mposiBIsTE 0COOYI0 OCTOPOKHOCTD MPU MPOKAIBIBAHUN KPBILIKH (hIaKOHA WUIIIOH,
YTOOBI CBECTH K MHHHMYMY OOpa3oBaHHE a’po30yii BO BpeMsi BOCCTAHOBJICHHS DPacTBOpA.
Crnenyet u3beraTh BIbIXaHHS a3p0O30JIs Mpenapara BO BpeMsi IPUTOTOBJICHHS pacTBOpa.
BoccTanoBneHHBIH  pacTBOp Mpernapara pPEKOMEHIYeTCs HCIONb30BaTh cpazy  Iocie
IIPUTOTOBJICHUSI.

Yrunuzauus

Bechb ocraBmmiics iekapCTBEHHBIN MpemnapaT U OTXO/bI CIeIyeT YHUYTOKUTh B COOTBETCTBUU C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I$[M.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Poccuiickas ®enepanus

000 «KOMITAHUA «JIEKO»

129344, r. Mockga, yi. Enucetickas, a. 3, k. 4.
Ten. +7 (499) 189-63-25

7.1. IlpeacraBure/ib Aep:KaTessi periCTPALMOHHOIO YA0CTOBEPEHU

IIperen3un HOTDGGI/ITGJI?I HaImpaBJIATh 11O aAPECy:

Poccuiickas ®enepanus

000 «KOMITAHUA «JIEKO»

129344, r. Mocksa, yi. Enuceiickas, 1. 3, k. 4.
Ten. +7 (499) 189-63-25

8. HOMEP PET'HCTPAIIMOHHOI'O YIOCTOBEPEHUA
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9. TATA NMEPBHUYHON PETUCTPAIIMHA (IIOATBEPXJIEHUSA PETMCTPAIINMN,
INNEPEPETUCTPAIIN)

[ara nepBoii peructpanuu

10. IATA IEPECMOTPA TEKCTA

OO0mas xapakTepuCcTHKa JekapcTBeHHoro mpemnapara J[loxkcopyounun-{[EKO nocrynHa Ha
WH(OPMAIIMOHHOM TMopTaje EBpa3suiickoro SKOHOMHYECKOTO CO¥03a B HWH(OPMAIMOHHO-
KOMMYHHUKAIIMOHHOM cetu «uTepHe™ http://www.eec.eaeunion.org/.
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