COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 06.03.2024 N 4418
(NOCNENQBATENEHOCTL 0002)

OBLIAS XAPATKEPUCTHUKA JIE
1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA
Horerakcen, 20 Mr/mi1, KOHIIEHTPAT AJIsl IPUTOTOBJICHUS pacTBOpa i HHPY3Ul

2. KAYECTBEHHBI 1 KOJIMYECTBEHHBIN COCTAB

JlelicTBytO1I€€ BENIECTBO: TOLIETAKCEI.

Kaxxap1ii M1 KOHLIEHTpaTa Ui MPUTOTOBJICHUS pacTBopa ais uHQY3uil comepxutr 20 Mmr
JoreTakcena (B BUAE TPUTUIPATA).

Kaxnerit prakon 1 ma comepxkut 20 Mr gonerakcena (B BUIE TPUTHIPATA).

Kax et prakon 2 mia conepxkut 40 Mr monerakcena (B BUIE TPUTHIPATA).

Kaxnprit ¢piaakon 4 mu cogepxut 80 Mr nomerakcena (B BUAE TPUTHAPATA).

Kaxnprit ¢paakon 5 mu cogepxxkut 100 Mr gorerakcena (B BUAE TPUTHUIPATA).

Kax et pakon 5,5 ma conepxkut 110 Mr monerakcena (B BUIE TPUTHIPATA).

Kax et prakon 6 mi comepxkut 120 Mr monerakcena (B BUIe TPUTHIPATA).

Kaxnprit ¢paakon 6,25 mia conepxut 125 Mr nonerakcena (B BUAe TPUTHIPATA).

Kaxnprit ¢paakon 7 mu cogepxut 140 mr gorerakcena (B BUAE TPUTHUIPATA).

Kax et pakon 7,5 ma conepxkut 150 Mr gonerakcena (B BUIE TPUTHIPATA).

Kax et pakon 8 mi comepxkut 160 Mr monerakcena (B BUIe TpUTHIPATA).

Kaxnprit ¢paakon 9 mu cogepxxkut 180 mMr gorerakcena (B BUAEC TPUTHUIPATA).
BcnomoratenbHbIe BelIecTBa, HATHYKUE KOTOPHIX HAZO0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npemnapara: 3taHo’a (cM. pazaen 4.4.).

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.
3. JEKAPCTBEHHASY ®OPMA

Kon1enTpar asst IpUroToBICHUs pacTBOpa Ui HHPY3UH.

[Ipo3payuHblii MACIISTHUCTBINA PACTBOP OT CBETIIO-KEITOr0O JO KOPUYHEBATO-KEITOTO LIBETA.
4. KIMHUYECKHUE JAHHBIE

4.1. Iloxka3zaHus K NIPUMEHEHHIO

IIpenapar Jlonerakces mokasaH K IPUMEHEHHIO Y B3POCIIBIX.

Pax mosounoii xkenessl (PMXK)

AO0vrosanmnas u HeoaovIOEAHMHASA mepanus

Aovrosanmuas mepanu:

Omnepabenbubiii  PMXK  (mouerakcen B KOMOMHAmuu € JOKCOPYOMIIMHOM |
nukiodochamMuiom):

e omnepabenbHbiii PMX ¢ nopakeHrneM pernoHapHbIX JTUM(POY3JI0B;
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e omepabenpHbli PMX 06e3 mnopaxeHus DGFHOHE{ELII‘EI.I:K_I %(ﬁb“ygmtw- 'nl;ﬁi/férll'r'o'k,

KOTOPBIM  TIOKa3aHO  TPOBEACHUE  XHMHOTEPAllMUd  COMJIACHO  YCTaHOBJICHHBIM
MEXIYHAPOJHBIM KPUTEPHsIM OTOOpa IS MEePBUYHONW XUMHUOTEpANH PAHHUX CTaJIHA
PMXK (mipu Hanmuumu oxHOTO Mk 6oiee (PakTOPOB BBICOKOTO PHCKA PA3BUTHUS PEIUANBA:
pa3mep oryxoiu 6oiiee 2 ¢M, OTPUIIATEIBHBIN CTAaTYC CTPOTEHOBBIX U MPOTeCTEPOHOBBIX
PEIenTOPOB, BBICOKAsi CTENEHb 3J0KaYeCTBEHHOCTH OMyXOJiH (CTerneHb 2-3), BO3pact
MeHee 35 jer).

Omnepabensubiii  PMXK ¢ omyxoneBoii runepskcnpeccueir HER2  (moxcopyOuumu

nukinodochamMun ¢ TOCASAYIOIMIMM TMPUMEHEHHEM JIOIleTaKkcesla B KOMOWHAIUU  C

Tpacty3ymabom (cxema AC TH)).

Heoaoviosanmnas mepanus

OmnepaGenbHBINE 1 MecTHO-pacnpocTpaHeHHbId PMXK (moxcopyburina u nukinodochamum ¢

MOCIIEAYIOIUM MPUMEHEHUEM JI0LETaKCeNa).

MeracTaTudecKkuii /Wi MECTHO-pacrpocTpaneHubii PMOK:

®  MECTHO-PacHpOCTpaHEHHBIN uiau MeractaTudeckuii PMOK (momerakcen B KoMOMHAIINU C
JIOKCOPYOUITMHOM, Teparnus 1-o¥ TUHUN).

e wmeractatudeckuii PMJXK ¢ omyxomeBoit rtumepakcnpeccuern HER2 (momerakcen B
KOMOWHAIINK C TpacTy3ymaboM, Tepanus 1-oit JuHun).

®  MECTHO-PacCIpOCTpaHCHHBIH WM Meractaruueckuii PMOK mnpu  HedphekTuBHOCTH
MpEIIIeCTBYIONIEH XUMUOTEpANy, BKIIOYABLICH aHTPALMKIUHBI WM aIKWIMPYIOIINe
CpezcTBa (Jlo1eTakcesl B MOHOTEPAIINN).

®  MECTHO-PacCIpOCTpaHCHHBIH WM Meractarnueckuii PMOK mnpu  HedphekTuBHOCTH
NPEIIIECTBYIONIEH XUMHOTEPANUY, BKIIOYABIICH aHTPAIMKIUHBI (JOLIETaKceT B
KOMOWHAIIUK C KareIUuTaOMHOM).

Hewmenkoxierounslii pak jgerkoro (HMPJI)

®  MECTHO-pacnpocTpaHeHHbIH unu Meracrtatndeckuii HMPJI npu nHespdekTuBHOCTH
MpEIeCTBYIONIEH XUMUOTEpAUH (JI0LIETaKCeNl B MOHOTEpaIun);

e  Hepe3eKTaOeNbHBIH  MECTHO-PACIPOCTPAHEHHBIM  wiau  Meractarnueckuii  HMPJI
(momerakcen B KOMOWHAIIMM C IIUCIJIACTHHOM, JOIIETaKcel B KOMOWHAIUU C
KapOOIUJIATHHOM TPENICTABIISICT allbTEPHATUBHBIA BapUaHT JICUCHUS JJII OCHOBAaHHOW Ha
LUCIUIACTUHE Tepanuu, Tepanus 1-oi JIMHUN).

Pak suyHUKOB

®  MeTacTaTHMYECKUH pak SUYHHMKOB MPH HEI(PPEKTUBHOCTH MPEALIECTBYONIEH Tepanuu 1-i

JUHUM (J0LIeTaKcel B MOHOTEpAuy, Tepanusi 2-oi JTUHUHN).

2



ot 06.03.2024 N 4418
(NOCNEQCBATENEHOCTE 0002)

Pak nipecrareInLHON JKele3hl

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

®  METacTaTUYECKWH, KacCTPalMOHHOPE3UCTEHTHBIA  paK  MPEACTaTeJIbHON  KeJe3bl
(mouerakcen B KOMOMHALIMY C MTPETHU30HOM UJIH MTPETHU30IOHOM);

®  METacTaTMYECKHIl TOPMOHOUYBCTBUTENIbHBIN paK MPeAcTaTeNbHON Kele3bl (oleTaKkces
B KOMOMHanmuu ¢ aHThaHaporeHHoil Ttepammeidr (AAT) ¢ mnpenHU30HOM WK
NPEIHU30JI0HOM WK 6€3 MpeTHNU30HA WM TPEAHN30JI0HA).

Pak xenynka (aJeHOKapurHOMa)

e MeTacTaTH4YecKas aJeHOKapIMHOMA JKEIyJKa, BKIOYas aJCHOKAPIMHOMY 30HBI
MUIIEBOTHO-KETYJOYHOTO Tepexoja (IomeTaKcell B KOMOWHAIIMKA C MHCIUIATUHOM U
dbropyparuiom, Tepanus 1-i TUHUN).

Pak roJyioBEI U 11IEU

®  MECTHO-pPaclpOCTPaHEHHBIH IJIOCKOKJICTOYHBI paK TOJIOBBI M IIeW (JOIETaKced B
KOMOHMHAIMH C HUCILIATUHOM U (PTOPYpaLUIOM, HHIYKIIUOHHAS Teparusi).

4.2. PexxuM 103MPOBAHMS U CNIOCOO MPUMEHEHHUS

Jleuenne mpemaparoMm Jlomerakcen cienyeT MPOBOAUTH TOJBKO IO/ HAOIOJCHHEM Bpauya,

UMCIOIIETO  OMBIT  TPOBEJCHHUS IPOTUBOOMYXOJEBOH XHMHOTEpAMd B  YCIIOBHSX

CIEIMAIM3UPOBAHHOTO CTAI[IOHAPA.

PexxuM 103upoBaHus

Jns mpenynpexaeHuss pa3BUTHs PEAKIM THUIEPUYYBCTBUTEIBHOCTH, a TaKXe C IIENbI0
YMEHBIICHUS 3aJCPXKKH JKUJIKOCTH BCEM TMAallUeHTaM, MOJYYaroIIMM JoIeTaKcen (KpoMme
IIalIguCHTOB C paKOM Hp@I[CTaTeHBHOﬁ KCJIC3hI, peKOMeHI[aI_[I/II/I 110 HpeMGI[I/IKaI_II/II/I JJIS
KOTOPBIX CM. HHXKE), B ClIy4ac OTCYTCTBHUS NPOTHBOIIOKA3aHUN IPOBOAUTCS IPEMEIUKALUS
TTFOKOKOPTUKOCTEPOHIOM, HAallpUMeEp, J€KCaMEeTa30HOM BHYTPb B J103€¢ 16 Mr/cyTku (1mo 8 mr
JIBa pa3a B CYTKH) B TeueHHUe 3-X JHEH, HauMHas 3a |1 eHb 10 BBEJACHUS JOIIETaKCena.

Y nanueHToB ¢ METAaCTaTUYECKUM KaCTPalMOHHO-PE3UCTCHTHBIM DPAKOM IPEACTATEIIBHOU
KCJIC3hI, nonyanoumx COHYTCTByIOH_Iee JICUCHUC Hpe,Z[HI/IBOHOM N HpGI[HI/ISO.HOHOM,
MIPOBOJIUTCS TPEMEIUKAIUs JEKCAaMETa30HOM BHYTPh B j03¢ 8 mr 3a 12 u, 3 w u 1 4 no
HavaJia BBEJACHMS JOLIETaKCEa.

y ITaIITMCHTOB C METAaCTAaTHUYCCKUM FOpMOHO-‘-IYBCTBI/ITe.HBHBIM paKOM Hp@I[CTaTeHBHOﬁ
JKEJIE3bl HE3aBUCHUMO OT O,Z[HOBpeMeHHOI‘O HCITIOJIB30BAHUSA HpQI[HI/I3OHa NN HpQI[HI/IBOJIOHa,
MPOBOJAUTCA MpPEMEIUKAIUs JEKCAMETa30HOM BHYTPbh B f03¢ 8 Mr 3a 12 4, 3 u u 1 4 no
HavaJia BBEJACHMS JOLIETAKCEa.

Jns  cHuXKEHusT pUCKA pa3BUTUSA TI'EeMATOJIOTUYECKONM TOKCHYHOCTH PEKOMEHIYETCS

npopMIAKTUIECKOe BBEJICHHE TPAHYJIOIHUTAPHOIO KOJOHUECTUMYIHpyromero ¢akrtopa (I'-



COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 06.03.2024 N 4418
KC®D). (MOCNEOOBATENEHOCTL 0002)

Paxk monounoii scenesvt (PMIK)

Aovrosanmuas mepanu:

[Ipu ambproBanTHOW Tepamuu onepabenpHoro PMIXK ¢ mopakeHHeM perHoHapHBIX
muMmdoy3inoB u omepabenpbHoro PMJXK 06e3 mopakeHHMsT peruoHapHBIX JHUMQOY3TI0B
peKoMeHyeMasl 103a JOIETaKcela cOCcTaBIseT 75 Mr/mM? depes | W mocie BBeIeHHUS
nokcopyburmaa (50 Mr/m?) u nuxaopochamuna (500 mr/m?) Kaxkable TpH HeAenH (cxema
TAC). Beero 6 nukmioB (cM. Takke nanee «Koppekius 103 Mpu XUMHOTEPATTAN ).
[Ipn agbrOBaHTHOW Tepamuu TAIMEHTOB C ONEpalOeIbHBIM PAKOM MOJIOYHOW IKEIE3bl C
omyxoineBoi rumnepakcrpeccueit HER2 pexomenaytoTcst ykazaHHbIe HMXKE 03Bl IpemnapaTa
Jlomerakcei.
Xumuotepanus o cxeme AC TH
o AC (uukiubr 1-4): pmokcopybunmn (A) 60 Mr/M> ¢ MOCJIEIYIOLIUM BBEJICHHEM

nukinopochamuaa (C) 600 Mr/M? Kaxple 3 Hemenu, 4 1uKia.
e TH (uuxknsl 5-8): goueraxcen (T) 100 mr/m? 1 pa3 B 3 Hemenu, 4 MUKIA U TpacTy3ymad

(H), BBOmMMBI €XEHEeETHbHO B COOTBETCTBHH CO CICIYIOMEH CXEMOM:

UK 5 (HaunHaeTcs uepes3 3 Heaenu nocie nociaeanero mukia AC):

Oenv 1: TpacTy3ymab 4 mr/kr (Harpy3odHas 103a),

Oenw 2: moreraxcen 100 mr/m?,

Oenv 8 u 15 Tpactyzymal 2 Mr/Kr;

LUKIBI 6-8:

dens 1: oneraxcen 100 Mr/m? u TpacTy3syma6 2 Mr/kr,

OeHnv 8 u 15: TpacTy3ymal 2 MI/KT.
Yepes tpu Henenu nociie AHs 1 nukma 8: Tpacty3ymad 6 MI/KT Kaxable 3 HeIelu.
Tpacty3ymal BBOIUTCS B OOLIEH CI0XXHOCTH B TeyeHue 1 roza.

Heoaoviosanmnas mepanus

I[J'I}I IMPOBCACHU A HeoaHBIOBaHTHOﬁ TCpalyu MauCHTOB C OHepaGGHBHBIM U MECTHO-

pacrpoCcTpaHEHHBIM PAaKOM MOJIOUYHOM KeJle3bl PEKOMEHAYIOTCS YKa3aHHbIE HUXKE 03B

npenapara [lonerakcen:

e AC (uukmsl 1-4): pokcopyoummn (A) 60 Mr/mM?> ¢ TIOCTEIyIOIMM BBEICHHEM
nuknodochamuaa (C) 600 Mr/m? kaxbie 3 Heenu, 4 MUKIIA.

e T (umkmsr 5-8): nouerakcen (T) 100 mr/m? 1 pa3 B 3 Henenw, 4 1UKIIA.

Mecmmno-pacnpocmpanennwiil unu memacmamudeckui PMJK

[Ipn mecTHO-pacnpocTpaHeHHOM Miau MetactarndeckomM PMOK B xadecTBe Tepanuu nepBoi
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JIMHWM JOIeTaKceN 75 Mr/m? PUMECHSICTCS B BOM6HHaﬂ%':;W§ngUﬂ; '5(-5 -'1(4'13/;\/'11; B

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

KauecTBE Tepaluu 2 JTUHUU PEKOMEHIOBaHHAs /1032 JIOLETAaKCeNla B MOHOTEPAUU COCTABIISIET
100 mr/M2.

Jns xomOuHanuu JoueTakcen IUIIOC TpacTy3yMald peKoMeHJyemasl J03a JolleTakcelna
cocraBmsier 100 Mr/m? Kaxasle 3 HEIEIH C EKEHEICHbHBIM BBEICHHEM TpacTy3ymaoa.
[TepBoHauanbHass BHYTpUBEHHAs WH(Y3Hs AOLETAKCceNIa MPOBOJAMUTCA HA CIEAYIONIMHA JCHb
mocJie BBEACHHsSI MEpPBOM 03Bl TpacTy3dymada. [locnenyromme 10361 JAOIETaKCeNa BBOJSTCS
HEIMOCPEICTBEHHO TOCie OKOHYaHUsI BHYTPUBEHHOW MH(Y3UHU TpacTy3ymada (mpu xopoiiei
MEePEHOCHMOCTH TPEANISCTBYIOMEH 03bI TpacTy3yMaba). st momydeHuss uHGOpMAIUU O
J03aX M Coco0e BBEACHUS TPACTy3yMada CM. HHCTPYKIIHIO IO MEIUIIMHCKOMY TIPUMEHEHUIO
TpacTy3ymaoa.

[Ipn xkoMOMHaIMKM C KameruTaOMHOM PEKOMEHIOBaHHAs J103a JOIETaKcella COCTaBIsAeT 75
Mr/M% Kakiple 3 Heslenu, a Karnenutaduna - 1250 Mr/m? BHYTpb JIBa pasa B CYTKHU (B TEUEHHE
30 MuH mOC)E €/bl) B T€UEHHE 2-X HEAeNb C MOCJIEAYIOIUM OJHOHEACIbHBIM MEPUOI0M
otnbixa. J{ns pacdera 1036l KanmeuuTaOMHA B COOTBETCTBUU C TUIOIIAILI0 TOBEPXHOCTH Tella
CM. MHCTPYKIIMIO 10 TPUMEHEHUIO KareuuTadnHa.

Hemenxoxnemounwiii paxk neeko2o

VYV nmauueHToB, HE MOJYYaBIIMX paHEE XUMHUOTEPANHIO, PEKOMEHIYETCs CleAyIolas cxema
JNledeHus: JoIeTaKkcen 75 Mr/mM2, cpasy Iocie Hero BBeJeHHE UCIIATUHA 75 MI/M? B TeueHHe
30-60 mun nnu kap6orutatuaa (AUC 6 mr/mi/mMun) B TeueHue 30-60 MuH.

s neuenus mocie Hed((EKTUBHOCTH XMMHUOTEpPANUMU HA OCHOBE NPENapaTroB IUIATHUHBI,
pEKOMeH IyeTcsl MOHOTEpPAMHS IOLETAKCENIOM B 03¢ 75 Mr/m2,

Memacmamuueckuii pak AUYHUKOB

Jnst 2-0of NMHUM Tepanuu paka SIMYHUKOB PEKOMEHIyeTcs ao3a gorerakcena 100 Mr/M?
KaXKble 3 HeZeu B MOHOTEPAIUH.

Pax npedcmamenvhoii scenesvl

Memacmamuueckuii KACMpPAyUUOHHO-PE3UCINEHMHbLU PAK NPEOCMAMENbHOU HCENe3bl

Jnst  yiledeHus TMAaNMEeHTOB C METAcTaTUYECKUM  KacTPallMOHHO-PE3WCTCHTHBIM — PaKOM
MPECTAaTEeNbHOM JKeJie3bl PEKOMEHIOBaHHAs J103a JOIETaKcela COCTaBseT 75 mr/m? 1 pa3 B
Tpu Heaenu. IIpeqHn30H WK NpeJHNU30JI0H TPUHUMAIOT JJIUTENBHO 110 5 MI BHYTpPb 2 pa3a B
CYTKHU.

Memacmamuueckuii 20pMOHOYYECMEUMENIbHBII DAK NPE0CMAMEeIbHOU Jceles3bl

ﬂJ’IH JICUCHUA IMalfM€HTOB C MCTACTaTUYCCKUM  T'OPMOHOYYBCTBUTCIIBHBIM  paKOM

TIpesIcTaTeNbHOM JKee3bl peKOMEHI0BaHHAs /1034 JoLeTaKcena cocTapuser 75 mr/m? 1 pas B
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10 Mr BHYTpB €XEIHEBHO.

Pax scenyora (adenoxkapyunoma)

Jlis nevyeHus MalyueHToB C aIeHOKapPIIMHOMOM JKeyIka peKOMEHI0BaHHas J103a JI0oleTaKcea
cocraBiuser 75 Mr/M?> B BHAE OJHOYACOBOH BHYTPHBEHHOH HH(Y3MH C IOCIETyIOMeH
BHYTpPUBEHHOH uH(y3ueil mucriatuua B go3e 75 mr/m® B Teuenue 1-3 4 (o6a mpemapata
TOJIKO B TEpPBBIA J€Hb KaXAOro LHKIAa Xumuorepanuu). [lo 3aBepiieHun BBeIEHUSA
[UCIIJIATHHA TPOBOAAT 24-4acCOBYI0 BHYTPHUBEHHYIO WH(]y3uio ¢ropypammia B goze 750
MF/MZ/CyTKI/I B TeueHue S5 cyrtok. Jleuenue mnoBTopsercs kaxnaple 3 Heaenu. l[larueHTs
JOJDKHBI  TIOJIy4aTh MpPEMEAUKALMIO MPOTHBOPBOTHBIMHU IMpenapaTaMd U aJIeKBaTHYIO
TUAPATALMIO TPU BBEICHUM LUCIUIATHHA. JIJIsI YMEHBIIEHHS] pPHUCKA TE€MaTOJOTHYECKOU
TOKCMYHOCTH (cM. nmanmee «Koppekius 103 TpH XUMHOTEpPANuu») ¢ MPOoPUIaKTHIECKOU
epio mokasano Beenenue [-KCO.

Pax 2onosvt u weu

[TanreHTh! TOMKHBI MOTYYaTh MPEMEIUKAIMI0 TPOTUBOPBOTHRIMY MIpenapaTaMu, UM JOJKHA
POBOAMTHCA aJeKBaTHas TuapaTanus (1o W Tocjie BBeAeHHs muciuatuHa). Crenyer
MPOBOAUTh NPOGUIAKTHKY pPa3BUTHS HEWTponeHudeckux uHpexknuil. Bce mnanueHTs, Yy
KOTOPBIX IPUMEHSIIIUCH CXEMBI JISYCHUS, COJIePIKAIIe TOIETaKCell, TOTyJald aHTHOMOTUKH C
npopHIAKTHIECKOH LENbIO.

HUnoyxkyuonnas xumuomepanus ¢ nocieoyouwel 1yyesol mepanueu

Jns  WMHOYKIMOHHOM — Tepamwul TPH  MECTHO-PACIpOCTPAHEHHOM  HeolepadeIbHOM
MJIOCKOKJIETOYHOM pPaKe TOJOBBI U LIEUM PEKOMEHJOBAHHAs J03a JIOLETaKceNla COCTaBisieT 75
Mr/M? B BHE OJHOYACOBOH BHYTPMBEHHOW WH(Y3HMHM C TIOCTEIYIOIIMM BBEICHHEM
[MCIUIATHHA B 103€ 75 Mr/M? B Teuenue 1 u (o6a mpemnapaTa BBOJSATCS TOJIBKO B TIEPBBINA JICHD
KOKJIOTO IHKJIa Xumuorepanuu). [locie 3Toro mpoBOAWTCS HENpEphIBHAS BHYTPUBEHHAS
uHy3us Gropypanuia B 1o3e 750 Mr/M%/CyTKU B TedeHHe 5 CyTOK. DTa cXeMa HOBTOpSETCS
Kaxaple 3 Hexenu B TeueHue 4-X 1ukioB. [locine xuMuoTepanuu marueHTaM JI0JDKHA OBITh
MIPOBEJICHA JTyueBas TEparms.

Hnoykyuonnasa xumuomepanus ¢ ROCIeOVIOUWel XUMUOAY4esol mepanue

JIist MTHAYKIIMOHHON Tepanuyd MECTHO-PACIPOCTPAHEHHOTO TIOCKOKJIETOYHOTO pakKa rOJIOBBI
U meu (TEXHUYECKH HEpPe3eKTa0eNbHOr0, C HHU3KOW BEPOSTHOCTHIO XHUPYPTHUECKOTO
U3JICUCHHS] WJIM C IIeNbI0 COXPAHEHWs OpraHa) pEKOMEHJOBaHHas J03a JIoIeTaKcena
cocTaBiseT 75 Mr/mM? B BHE OJHOYACOBOH BHYTPHBEHHOH MH(Y3MH ¢ mocnexyromeit 0,5-3-

4acoBOH BHYTPHBEHHOM MH(Yy3Hel nucmiatuHa B 1o3e 100 Mr/m? (06a mpemapaTa BBOASATCS
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BHYTPUBEHHOM uH(DYy3uei propypauuia B noze 1000 Mr/m?/cyTku ¢ 1 o 4 nenb. DTa cxema
JIeYeHHsI TTOBTOPSIETCS Kaxkaple 3 Henenu, Bcero 3 nukia. [locne xumuoTepanuu nanueHTam
JI0JDKHA OBITh TPOBEIEHA XUMHUOIydeBast Tepanus. [ morydeHus! CBeleHUui 0 KOPPEeKIUU
no3 1ucratuHa ¥ gropypanmiaa, cM. OXJII wim MHCTPYKIIMKM TO MPUMEHEHHIO AITHX
IpernapaToB.

Koppexyus 003 npu xumuomepanuu

Obwue pexomenoauuu

[Ipenapar  Jlomerakcen JOJDKEH  BBOAUTHCA TPH  KOJWYECTBE  HEUTpOoDUIOB B
nepugepuyeckoir kpoBu > 1500/mkn. B cmydae pasButHs (GeOpHIbHOW HEHUTPONECHUH,
CHWKEHMsT uyucia HeutpodmioB < 500/MKI  AIUTETHHOCTBIO 0OOJee OJHON HEIeNH,
BBIPQKEHHBIX WM KYMYJSITHBHBIX (YCHJIMBAIOIIUXCS MPHU TOBTOPHBIX BBEICHHSIX) KOMXHBIX
peaKkIuii, Uiu BeIpaXEHHOU nepudepruyeckoi Heliporatuu Ha POHE Teparmuu JTOIETaKCeIOM,
ero 703a MpU CIEIYIONUX BBEJCHUAX OKHA OBITH cHukeHa co 100 mr/m? go 75 mr/m?
wumn ¢ 75 mr/mM®> 1o 60 mr/m% Eciu momoOHBIe peakiuy COXPAaHSIOTCS M HPU J103€
nonerakceina 60 MF/MZ, JICYEHHUE UM CIIEAYET NPEKPATUTbD.

Kombunuposannas mepanus, skurovyarowias oouemaxcen, o aeyenus PVMOK

ATbIOBaHTHAS TEpaMus paka MOJIOYHOMU KeJle3bl

[TariueHTkaM € pakoM MOJIOYHOM JKENe3bl, TONYYAIOUIMM abIOBAHTHYIO TEpaIUIo
JIOTIETAKCEJIOM B KOMOWHAIMU ¢ JoKcopyourmHoM u mukiaodpochamuaom (cxema TAC), ¢
IEJIBI0 TIEPBUYHON MPOGUIaKTUKH pekomeHayercs BBenenue [-KC®. [TanmenTkam, KOTOpbie
nepeHecny (GeOpUIbHYI0 HEHTPONEHUIO WIM HEUTPONECHUYECKYI0 HWH(EKIHUI0, BO BCEX
MOCTeYIONMX IUKIAaX HEoOXOAMMO YMEHBIIUTh 103y JomeTakcena a0 60 wmr/m% Y
NAI[UEHTOK, Y KOTOPBIX pa3BWICA CTOMATUT 3 wWid 4 CTENeHU TAKECTH, HEOOXOAUMO
CHUKEHHME JI03bI JIoneTakcesa 10 60 Mr/M2.

JHouerakcen B xumuotepanesruueckon cxeme ACT

[Ipu omepabenbHOM U MECTHO-PACIIPOCTPAHEHHBIM paKe MOJOYHOW JKEJIe3bl TOCTe AH30/1a
(beOprIIbHOW HEUTpONEeHUU WM WH(EKIuM Ha (OHE HEOaIbIOBAHTHOM TEpaNHMH IO CXEME
ACT neobOxoaumo ¢ podrrakTudeckoi 1enbio mpuMeHaTh [-KCD Ha Bcex mociemayromumux
HMKIIaX, a qo3a gouerakcena B cxeme ACT momkHa 6bITh cHibkeHa co 100 Mr/mM? o 75 Mr/m2.
Jouerakcen B xumnorepanesruueckoi cxeme AC TH

[Ipu omepabenbHOM pake MOJIOYHOM JKeJe3bl C OImyXxojeBoil runepakcnpeccueir HER2 mocne
snu3ona (HeOpuIbHOM HEUTponeHWH Wi WHGEKIuu Ha (OHE aTbIOBAHTHON TEpaNuH IO

cxeMe AC TH neobxomumo ¢ mpoduiaktuueckoil nenpio npumensts [-KCO Bo Beex
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MOCJICTYIONIUX IUKIIAX, 103a JOIEeTaKcesa B CKkemMe AC”I@%ME‘%I@D 'é'ﬁkgige;é' 'c'c; ':1*60

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Mr/M? 110 75 Mr/™m2.

Tak Kak B KJIMHUYECKOM MpaKTUKE HAOIIOJAIOCh PAa3BUTHE HEHTPOICHHHM Ha TIEPBOM K€
UKJIE XUMHOTEpaNnuu, CIeAyeT YYUThIBaTh HEUTPONEHUYECKHH PHUCK M OOIICTIPUHATHIE B
HACTOSIIIeEe BpeMs peKOMEHAAINHU U TIPU HE0OX0AuMOCTH puMeHsITh [ -KCO.

B cnyuae pa3Butus cromarura 3 win 4 CTENEHU TSHKECTU 103y nonerakcena B cxeme AC TH
cnenyer cHu3UTh co 100 mMr/m? 10 75 Mr/M?,

Jlnsg xoppekuuu A03bl TpacTy3ymaba cM. MH(OPMALKIO B HMHCTPYKLUHU IO MPUMEHEHUIO
TpacTy3ymaoa.

JloreTakcea B KOMOMHALIMY C KaIleIUTa0MHOM

s KoppeKIMy J03bl KarenuTaduHa MpHU ero KoMOMHauuu ¢ gonerakceaom cm. OXJIIT /
MHCTPYKIHIO [0 METUIUHCKOMY IPUMEHEHUIO KanelnuTaduHa.

[Tpu mpuMeHeHHH AOLETaKcena B KOMOMHALMK C KaleuuTaOMHOM IpU MEPBOM MOSBICHUU
TOKCHUYHOCTH 2 CTEMEHU TSHKECTH, KOTOpas COXPAHSETCS K Hadally CJIEAYIOIIEro IUKIIA,
CIEIYIOIUNA UK JICYCHHUS MOXET OBITh OTJIOKEH J0 CHIDKEeHUs TokcwmuHoctu no 0-1
CTEINEHU TSDKECTH, TPH BO300HOBIIeHNH JeueHus BBoaUTCs 100 % nmepBoHAYaIbHOM H03BI.

VYV nanueHToB ¢ MOBTOPHBIM PA3BUTHEM TOKCUYHOCTH 2 CTENEHU TSKECTU WM IMEPBBIM
pPa3BUTHEM TOKCUYHOCTH 3 CTENICHH TSDKECTH B JTI000€ BpeMs ITUKJIA, ICYCHUE OTKJIAIbIBACTCS
JI0 CHIDKEHHMS TOKCMYHOCTH 10 0-1 cTemeHu TsKEeCTH, 3aTeM JIeYeHUE JOLIETAKCEIOM
BO30OHOBJIETCS B 03¢ 55 MI/M2.

[Ipu nr060M MOCHEAYIOMEM Pa3BUTHU TOKCHYHOCTH WJIM PA3BUTHH JIIOOOH TOKCHYHOCTH 4
CTETICHH TSHKECTH BBEICHUE JOLIeTaKcea JOMKHO OBITh TPEKPAIIEHO.

KOM6MHMDO€CZHHCZ}1 mepanusi, eKirudarouiai douemaKcer, NpUu HEMEJIKOKIIEMOYHOM pdaKe

J1€2K020
JoneTakcen B KOMOMHAIIMY C ITUCTIIIATHHOM HJIA KapOOTUTAaTUHOM

VY nanuMeHToB, KOTOpbIE MEPBOHAYAILHO IIONydand JOLEeTakced B po3e 75 mr/m? B
KOMOWHAINH C IUCIUIATHHOM MU KapOOIUIATHHOM U Y KOTOPBIX KOJHYECTBO TPOMOOIIUTOB B
NpeabIayIeM IUKIe cHmwkKaiaoch 10 25000/Mkn (KOMOWHAIMSA C ITUCIUIATHHOM) HWJIM 10
75000/mMkn (koMOWHaANUA € KapOOIUIATWUHOM), WX Yy TAIMEHTOB, y KOTOPBIX pa3BHIACH
beOpunpHas HEUTpONEHWS, WIKM Yy TaIlMeHTOB C TSOKEIOH  HEereMaroJIorHuecKoi
TOKCHYHOCTBIO, /1032 JIOIETAKCeNNa B MOCIEAYIONMX IUKIAX JOJDKHA OBITh CHIDKEHA 10 65
Mr/M2.

st koppekiuu 10361 iuciiatuHa cM. OXJII / HHCTpYKIHIO TT0 MPUMEHEHHIO ITUCTIIIaTHHA.

Loyemaxkcen 6 KOM6MHCZHMM C yucniaiamuHom u CmeDVDaouZOM npu pake .?iC'e]ZVdKa ujiu pake




COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 06.03.2024 N 4418
ON08bL 1 e (NOCNEQCBATENEHOCTE 0002)

[TanreHTsl, MOMyYaronMe J0IeTakcel B KOMOMHALIMU C IMCIJIATUHOM M (hTOpYpalusoM, B
COOTBETCTBUU C CYUICCTBYIOIIMMHU KIMHUYECKUMU PEKOMEHAALMSIMHU JOJDKHBI MOJIY4aTh
MPOTUBOPBOTHBIE TIpenapaTtbl M aJeKBaTHYIO rujapaTanuio. Jlis yMeHbIIEHUS pHCKa
OCJIO)KHEHHOH HEUTPOIICHUH clenayer MPUMEHSATH rpaHyJIOUUTaPHBIN
kononuectumynupyroumii pakrop (I'-KCD).

Ecnu, necmotpst Ha npumenenue [-KC®, Bo3HUKAIOT 31u301b1 (HeOpHIIbHON HEHTPOICHUH,
MIPOJIOJDKUTEIIFHON HEUTPONEHWH WIIM HEUTPONCHUYECKON HH(EKIHNH, 03y IOoIeTaKcesa
cleyeT yMeHbHTH ¢ 75 1m0 60 wmr/m% TIpu THOCHemyromEeM pa3BUTHH SITH307I0B
OCIIOKHEHHOH HEHTPONEHNH PEeKOMEH0BAHO YMEHBIIUTH 03y JoleTakcena ¢ 60 mMr/m? 1o
45 wmr/m?. Tlpu pasBuTuM TpOMOOLMTONEHMH 4 CTeNeHH TSHKECTH 03y JOIEeTaKcena
PEKOMEHIyeTcsl YMEHBIIUTH ¢ 75 Mr/m? 1o 60 mr/m2. Tlocieayronme UKIE ¢ TPUMEHEHHEM
JoTIeTaKceIa BO3MOXKHBI TPH KojudecTBe HeuTpoduimoB > 1500/Mkn u TpoMOOUHMTOB >
100000/mxn. Ilpu coxpaHEeHHMM JaHHBIX TOKCHYECKMX NPOSBICHUI JI€eYEHUE CIEeayeT
MIPEKPATHUTb.

Tadauna 1. PexomMeHI0BaHHAsi KOpPpPeKNUs /103 NPH Pa3BUTHM TOKCHYHOCTH Y
NAUMEHTOB, MOJYYAKIIUX JoleTaKceJ] B KOMOMHAMM ¢ IUCIUVIATHHOM H
dropypaunsiom (®Y)

ToOKCHYHOCTH Koppexuusi pexxuma 103upoBaHus

Huapes 3 crenenu [1epBb1it snu304: yMeHbIINTH 103y DY Ha 20 %.

TOKECTH [ToBTOpHBIN AMIU30/: YMEHBIINTH A03Y nouerakcena Ha 20 %.
Huapes 4 crenenu IlepBblii 3MM30/1: YMEHBIIUTH 1036l AoreTakcena u @Y Ha 20 %.
TSDKECTH [ToBTOpHBIN AMIU301: TPEKPATUTH JICUCHHUE.

[1epBb1it snn304: yMeHbIINTH 103y DY Ha 20 %.
CtoMaTtuT/mMmyKo3uT 3 [ToBTOpHBIN ANIU30/: TPEKPATUTH TOJIBKO TTprueM DY Bo Bcex
CTETEHH TSKECTH MOCTEAYIOIUX UKIIAX.

Tpetuii anM30/; yMEHBIINTH A03Y Houerakcena Ha 20 %.

[TepBblii 31M30/1: PEKPATUTh TOILKO puem @Y Bo Bcex

CroMatut/mMyKko3uT 4
MOCIICTYIONINX IIKITaX.

CTCIICHU TAXCCTHU

[ToBTOpHBIN 311M304: YMEHBIINUTH 03y AoueTakcena Ha 20 %.

Jnis monydeHuss peKOMEHIAUMK IO KOPPEeKUMH 103 LUCIUIaTHHA H (Topypauuia CM.
UHCTPYKIIUHU 0 UX TIPUMEHEHHIO.

Y nanmueHTOB € IJIOCKOKJIETOYHBIM pPakoM TOJOBbl M IIE€H, y KOTOPBIX pa3BUIIACh
OCJIO)KHEHHAsT HEUTpOmneHus (BKJIIOYas MPOJOHTHPOBAHHYIO HEHTpOIeHHio, (heOpuipHyro
HEUTPOIIEHHUIO MIIM MH(EKIIHIO), BO BCEX MOCIEAYIONINX IUKIAX C MPO(YUIAKTUYECKON LENbIO
pexomenayercs npumeHenue I'-KC® (manpumep, ¢ 1 o 15 nens nuxia).

Oco0rIe I'pYHOIbI TAaNMEHTOB




ot 06.03.2024 N 4418
(NOCNEQCBATENEHOCTE 0002)

Hauuenmbl nOJ2HCUTIOC0 803pacma

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

Hcxonst M3 [MaHHBIX MOMYJSIMOHHOTO (PAapMaKOKMHETHYECKOTO aHallM3a, OTCYTCTBYIOT
CHelManbHble YKa3aHWsA [0 MPUMEHEHHIO Npenapata y JHUI[ MOXWIOrO Bo3pacta. Y
naiueHToB 60 Jer u crapumie Opud  KOMOMHAIMM JIOLETaKcena ¢ KarneuuTaOMHOM
pEeKOMEHAYeTCsl CHUXKEHHE N03bl KarmenuTtabuna Ha 25 % (cM. OXJIIl / uHCTpyKUHIO MO
NPUMEHEHMIO KareUTa0nHa).
Tayuenmoi ¢ HapywieHuaMYU YHKYUU neyeHu
Hcxons 3 hapMakOKMHETHUECKUX JAHHBIX, TOJYYEHHBIX JJIS JoLeTakceaa B MOHOTEpanuu B
no3e 100 MF/MZ, y narueHToB ¢ akTuBHOCTHIO AJIT w/umu ACT > 1,5 BI'H unu akTHBHOCTBIO
menoyHoit Qocdarassl > 2,5 BI'H, pekomenmoBaHHas 703a JAOLETaKcela COCTaBISAET 75
Mr/M?. Y MallMeHTOB C TOBbILEeHHEM KOHIIEHTpaluu owinpy6una B kposu (> 1 BICH) u/unu ¢
noBeimenreM aktuBHocth AJIT m ACT (> 3,5 BI'H) B coderanunm ¢ TOBBIIIICHUEM
aKTHUBHOCTH TesIouHOU ¢ocdaTasbl (> 6 BI'H), He MoxkeT ObITh PEKOMEHJOBAaHO CHUKCHHUE
70361 U HE cheayer 0e3 CTpOruxX NOKa3aHWW TNPUMEHATh jouerakcen. KomOunarms
JIoLIeTaKceNa ¢ MUCIUIATUHOM U (TOPYpalroM NpU JICUCHUH TMAIUEHTOB C PAKOM JKEIIy/aKa
HE TIPUMEHSIAch y ManueHToB ¢ noseimeHneM aktuBHOCTH AJIT w/umu ACT (> 1,5 BI'H) B
COYETAaHWH C TOBBIMICHUEM aKTHBHOCTH IeI04HOM ¢ocdaTasbl (> 2,5 BI'H) u moBeimennem
KOHIIEHTpauuu Omnupyouna B kposu (> 1 BI'H).
VY Takux ManMeHTOB HE MOXET OBITh PEKOMEHIOBAHO CHIKEHHE JI03bl M HE cieayer 0e3
CTPOTHX MOKa3aHUM MPUMEHSTH AOLETaKCeNl.
B Hacrosiiee Bpemsi OTCYTCTBYIOT JaHHBIE OTHOCHUTENBHO MPUMEHEHHUs [OlleTakcenaa B
KOMOUWHAIIMY C IPYTUMH TpenapaTaMy y HalMeHTOB ¢ HApYIIEHUAMHU QYHKIIMU TICUSHH.
[Ipu nmpuMeHeHHM [OLETaKceNna y MAIMEHTOB C HapylleHHEM (YHKIMHM TEYEHU CIIeAYeT
YYUTHIBATh HAJTMYUE STAHOJIA B KAYeCTBE BCIIOMOTaTeIbHOI0 BemecTna (cm. pasnen 4.4.).
Tayuenmul ¢ napywenusamu hyHKyuu novex
OTCyTCTBYIOT JaHHble 1O TPUMEHEHHUIO JIOLIETAaKCesla Yy TMAIUeHTOB C TKEIbIMU
HapyIEeHUAMHU QYHKIHUU TOYEK.

eTu
be3onacHocTh 1 3 hEeKTHBHOCTH JOIETaKceNa y neTeld He n3ydeHa. MimeeTcs: orpaHnueHHbBIN
OTIBIT MPUMEHEHHS JoLeTakcena y nereil. He ycranosnena 3ppekTuBHOCT U 6€30MaCHOCTD
IPUMEHEHHUs JOLIeTaKcesa MPU pake HOCOIVIOTKU y JeTeil M MoApocTKoB oT 1 mecsua no 18
ner. [louerakcen He NpPUMEHSUICS y JAETEH MO MOKa3aHUAM: paK MOJIOYHOM JKeJe3bl,
HEMEJIKOKJIETOUHBIN pak JIErKoro, pak MpeAcTaTeIbHOM JKele3bl, paK kKellyJKa U pak TOJ0BbI

¥ 1IeH, 32 UCKIoYeHueM mManoauddepenpoBanHoro paka Hocornotku (tur | u 11).
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(NOCNEQCBATENEHOCTE 0002)

Cnoco0 rmpuMeHeHus

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

[Ipenapar Jlomerakcen BBOOUTCS MyTEM OJIHOYACOBOW BHYTpUBEHHOW MH(Y3uu 1 pa3 B 3
HEZEIN.

WHCTpYKIIMIO TO TNPUTOTOBIEHUIO pacTBopa Uisi MHOGY3UH W Mepbl MPEeAOCTOPOKHOCTH,
MIpUHUMAaEMBbIe TIPY 0OpallleHuH ¢ pernaparom Jlorerakcen cM. B paszzene 6.6.

4.3. IlporuBomoka3zaHusi

e [unepuyyBCTBUTENBHOCTh K JOIIETAKCeNy WM JIIOOOMY W3 BCIOMOTAaTEIbHBIX BEILECTB
npernapara, NEpeUnCIeHHbIX B IyHKTE 6.1.

e KomuuectBo HeliTpodmiios B nepudepuueckoit kposu < 1500/MKiI.

e  BripaxxeHHble HapylIeHUs QYHKIUHU [IEUYEHU.

e bBepeMeHHOCTb U MEPHO IPYAHOTO BCKAPMIIUBAHUSI.

[Ipu npuMeHeHMH [oOIleTaKcesla B KOMOMHAIMU C JPYIMMHU TpenapaTamMH CIEAyeT TakKxke
YYUTBIBATh IPOTUBOIIOKA3aHUS K UX IIPUMEHEHHUIO.

4.4,  Ocobble yKa3aHUsi © MePbI IPEeI0CTOPOKHOCTH NPH MPUMEHEHHH

Helitponenus

CnengyeT mNpOBOAUTH 4YAaCTblii KOHTPOJb KIMHUYECKOIO aHalii3a KpPOBH Yy NAIMEHTOB,
MOJTYYaIOIIUX TEPAIUIO JO0IETaKceIoM. MakcuManbHOE CHHKEHHE KOIM4YecTBa HelTpoduios
HacTymaeT K 7 [HIO, HO Yy TMAIMEHTOB, paHee NPOXOAMBIIMX WHTCHCUBHBIA KypcC
XUMHOTEpanuy, O3TOT HHTEpBaI MOXeT ObIThb Kopode. I[lpu pa3BUTHUM BBIpaKEHHOM
HertponieHnn (<500/MK;1 B TeueHuWe 7 AHEH) BO BpEeMs Kypca Tepamuu IOIETaKCeIOM
PEKOMEHAYETCSI CHU3WUTH J03y TIpernapara Ha MOCIEAYIOIIMX LMKIAX WM TNPUMEHATH
aJIcKBaTHbIE CcUMITOMaruyeckue Mephl. IIpojgomkarh jedyeHHne AOLETaKCeIOM BO3MOXKHO
MOCJIE BOCCTAHOBJIEHUS yucia HeuTpoduios >1500/MKi1.

B cnyuae BBemenuss [-KC® manmeHTam, MOJyYarONIMM JIOIETAKCe B KOMOWHAIMUA C
UCIUIATUHOM H  TopyparuioM (xumuoTtepanesrudeckoid cxembl TCF), debpunbnas
HEUTpOIIeHUs] W/UIM HEHTpONeHndYeckue MHQEKIUN pa3BuBaoTcs pexe. [Ipu mpumeneHnn
cxembl TCF neoO6xomumo BBenenue [-KC® ¢ nmpodunakTHueckoi MeNbio ISl yMEHBIICHUS
pUCKa pa3BUTUA OCJIOXHEHHON HelTporeHnn (heOprIbHOW HEUTPOTICHUH, TUTEIHHOU
HEUTpoIeHNH, HeUTponeHndeckoil nHpekun). Creayer TIAaTeIbHO CISIUTh 32 COCTOSSHUEM
U 1a00paTOPHBIMU MTOKA3aTeNSIMH MMAUEHTOB, MMOJTyYaroImux xumuoTepanuio 1o cxeme TCF.
VYV manuMeHToB mojdy4aromux nepBudHyro npodmiaktuky ['-KC® (c mepBoro mukia) mpu
MIPUMEHEHUH JIOIeTaKcella B KOMOWHAIMK C JOKCOPYOHITMHOM U uKiodochamumaom (pexum
xumuotepariun  TAC) ¢eOpuiibHas HEHTpoONeHUs W/HWIM HEHTporeHHYecKass WHQEKIUI

pasBuBaroTcs pexe. IIpyn anblOBaHTHONM XMMHOTEpAIlUHA PaKka MOJIOYHOM JKele3bl IO CXEMeE
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TAC pna yMeHBIIEHUS PHUCKA Pa3BUTHUA ocokneHibi | @%ﬁE%EH'F : Bﬁﬁrﬁnﬁﬁéﬁ

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

HEUTPOIIEHUH, JUIMTENIHOW HEHTPONEHUH, HEHTPONEHNYeCKO HH(pEKUnu) ciexyer
paccMmoTpeTh Borpoc o mpodumirakTuueckoM BBeaeHun [-KC® ¢ mepsoro nukina. Cruemyer
THIATEIBHO CIEOUTh 3a COCTOSHUEM IIallUEHTOB, IOIYYAIOIIUX XUMHOTEPANEBTHYECKYIO
cxemy TAC.

Peakiiuu co CTOPOHBI XKETYI0YHO-KMIIIEYHOr0 TPaKTa

PexoMeHayercst coO0IeHUE OCTOPOKHOCTH Yy TAIMEHTOB C HEHUTpONEHHeH, 0COOEHHO TpH
pHUCKE pa3BUTHUS KEITYAOUYHO-KUILIEYHBIX OCIOXKHEHHUH. Pa3BuTHE SHTEPOKOINTA BO3MOXKHO HA
MPOTSKEHUH BCETo JICYCHHs. DHTEPOKOIUT MOXKET MPUBECTH K CMEPTH JlaXKe B MEPBbIil JeHb
cBoero pazsutus. [lanMeHTsl AOMKHBI MPOXOAUTH TIIATEIbHBI MOHUTOPUHI Ha MPEIMET
PaHHUX MPOSIBICHUN CEPhE3HOM KETYTOUHO-KUIIICUHON TOKCHUYHOCTH (CM. paszzaen 4.8.).

Peaknum runep4yBCTBUTEILHOCTH

C unenbro BBIABICHUS PAa3BUTHS PEAKUHUH TMIIEPUYBCTBUTEIBHOCTH IALIMEHTOB CIEAYET
TIIATEJILHO HAOIIOAaTh, OCOOCHHO BO BpeMms MepBod u Bropod wuH(py3uu. Peakuum
THIIEPUYBCTBUTEIIBHOCTH MOTYT DPa3BUThCS B TEUCHHME CaMbIX IEPBBIX MHHYT HH(}Y3UH
JIOLIeTaKCeNa, I0ITOMY IIPU €ro BBEACHUU HEOOXOAMMO HMMETh JIEKAPCTBEHHBIE CPEACTBA U
o0opynoBaHue JuIsl JIeUYEHHMs apTepUaIbHOM TUINOTOHMM U OpoHxocmasma. Jlerkue
NPOSIBJICHUS] TUIEPYYBCTBUTEIBHOCTH (NMOKPAaCHEHUE JIMIAa WM JIOKAJM30BAHHBIC KOXKHBIC
peakiuu) He TpeOyIOT MpephiBaHUs BBEACHMS Ipenapara. EcTe cooOuieHus o pa3BUTUH
TSDKEJIBIX ~ PEaKIHMHd TUIEPYYBCTBUTEIBHOCTH, TAaKMX KAK BBIPAXCHHOE CHIKCHHE
apTepuanbHOTO AABICHMs, OpPOHXOCHAa3M WM TE€HEpaIM30BaHHAs ChIIIb/IPUTEMA U OYEHb
pPENKO JIETAIBbHBIX aHa(QUIAKTHMYECKUX peakuuid y mnanueHToB. PasButue peaknuit
THIIEPUYBCTBUTEIBHOCTH TPeOyeT HEMEMJICHHOTO MpEeKpamleHHsl BBEIEHHs JOLleTaKcela M
IIPOBEJCHUS COOTBETCTBYIOIEH Tepanuu. [lanmeHTam, NepeHECIIMM TSDKENbIE pEaKLUuu
TUIIEPUYYBCTBUTEIIBHOCTH, HE CIIEAYET BO3OOHOBIIATH JICUEHUE IOLIETAKCEIIOM.

VY nanueHToB ¢ peakiUeil runepuyBCTBUTENBHOCTH HA MAKIUTAKCENI B AaHAMHE3€E, BO3MOXKHO
pa3BUTHE NIOTEHLUUAIbHO JIETAIbHONW pEAaKIMHU TMIIEPUYBCTBUTEIBHOCTH IIPpU BBEIACHHUU
JoLIeTaKcena.

KoxxHbIe peakuu

[Ipn mnpumeHeHHH HAOIETaKceNa HAOMIOANACh JIOKATM30BaHHAS dpUTEMa KOHEUHOCTEH
(TamoHel M CTymHEH) ¢ OTEKOM W TOCIEAYIONIUM IIeNyleHueM (J1aJ0HHO-TIOIOIIBEHHBII
cuaapoMm) (cMm. pasmen 4.8.). Ilpm mpumeHeHWHW OIETaKceaa COOOMIAIOCh O Pa3BUTHHU
TSDKEJIBIX KOXKHBIX pEaKkIuid Takux Kak cuHapoMm CtuBeHca-/[>KOHCOHA, TOKCHYECKUU

SMUACPMAIBHBIA HEKPOJIU3 M OCTPBIA T'€HEPAIU30BAHHBIM 3K3aHTEMAaTO3HBIM IIyCTYJIE3.
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
_oT I:lEi.:.'::- 2024 N° 4_41!5' N
[TarueHTHl AOKHBI OBITH MH()OPMUPOBAHBI C CHMHT(SII:J['a:':-'-aErHD'ﬁ%':a}Zgg %Jfﬁi"-geﬁﬂ&'ﬁélk

KOXKHBIX PEaKIMi M HAXOAMTHCS IMOJ HaONIOJCHHEM Bpauda. B cimyyae pa3BUTHS cepbe3HBIX
KOXKHBIX PEaKLMi ClIeyeT paCCMOTPETh BOIIPOC O MPEKPALICHUN TEPAUH JTOLETAKCEIOM.

ITarmeHThl ¢ 1EYEHOYHON HETOCTATOYHOCTBIO

VYV nmanueHToB, MOJYYarolMX MOHOTEpAnuio aolerakcesoM B goze 100 MI/M? ¥ MMEIOIIHX
MOBBIIIEHHYIO aKTUBHOCTD «II€YeHOYHbIX» TpancamuHa3 (AJIT w/unu ACT), 6omnee yem B 1,5
paza npesimaronryto BI'H, B coueTanuu ¢ moBbIIEHHEM aKTUBHOCTH IeTI0YHOM (ocdaTassl,
Oomee yeM B 2,5 pasa Beime BI'H, kpaifHe BBICOK PHCK pPa3BUTHUS TSHKEIBIX TOOOYHBIX
3 QeKTOB, TaKWX KaK CEMNCHUC, IKEIyJOYHO-KHIICUHbIE KpOBOTEUYCHUsS, (eOpuiibHas
HelTponeHus,, MHPEKINUH, TPOMOOIMTONCHHS, TSDKEIbIe TOKCUYECKHE TMOPAKEHUS KOXKHU
BIUIOTh JO JIETAIHHOTO MCXOJla, a TAaKXKE€ CTOMAaTUTAa U aCTeHHH. B CBA3M € 3TUM y Takux
MAIMEHTOB C MOBBIIICHHBIMU MOKA3aTEISIMU (PYHKIIMOHAIBHBIX MPOO MEYeHU peKOMEHayeMast
703a JIONETaKceda COCTaBiseT 75 Mr/m2. OYHKIIMOHATBHBIE TPOOBI TEUYEHU JOJIKHBI
MPOBOJIUTHCS 1O Hayaja JICUCHHS M TMepel KaXKIbIM MOCISAYIONIMM LHUKIOM Tepanuu
JOIIeTaKceIoM. Y TMAIMEHTOB C TMOBBIMICHHBIMA KOHIICHTPAIMSMH OWIUPYOWHA W/WIN
noBbimeHHOW akTuBHOCTRIO AJIT m ACT (>3,5 BI'H) B coueraHum ¢ TMOBBIIIICHUEM
aKTUBHOCTH ImesouHor ¢ocdaraser > 6 BI'H, He MoxeT ObITh pEKOMEHIOBAHO CHUXEHHUE
JI03BI U HE clieAyeT 0e3 CTPOruX MoKa3aHui MPUMEHSTh JOIETaKCell.

B nacrosmuii MOMEHT OTCYTCTBYIOT JaHHBbIE OTHOCHTEIIBHO MPUMEHEHUs JolleTaKcenaa B
KOMOMHAIIMM C APYTMMHU MpernapaTamMu Yy MHaleHTOB C HapylIeHUAMU (YHKUHUU TMEYEHHU.

3azepKKa JKUJIKOCTH

HeoGxoaumo TiiarenpHOoe HaOMIOAEHHE 33 TMAalMEHTaMHU C BBIPAXKEHHOW 3a/I€p)KKOM
KUAKOCTHU: C BBIIIOTOM B IUIEBPAIbHYIO IOJIOCTh, IIEpUKAp UK ¢ acuuToM. Ilpu nosiBiennn
OTEKOB IOKa3aHO OIPaHUYECHUE COJIEBOTO U MUTHEBOTO PEXKUMA U IPUMEHEHHE JTUYPETUKOB.

BTopsie IepBUYHBIC 310KAYECTBCHHBIC HOB006D330BaHI/I$I

[Ipy npuMeHeHMHM KOMOHMHALMM JOLETaKcena ¢ JPYTMMU XHUMHOTEPANEBTHUYECKUMHU
npenapartamMm, aCCOUMHUPOBAHHBIMH C PA3BUTUCM BTOPLIX IMNCPBUYHBIX 3JIOKAYCCTBCHHBIX
HOBOOOpa30OBaHU, BO3MOXKHO  pa3BUTHE  BTOPHIX  MNEPBUYHBIX  3JI0KAYE€CTBEHHBIX
HOBOOOpa30BaHMK (BKJtOYAs OCTPBIA MHUEIOWUIHBIA JICHKO3, MHEIOIUCIIIIACTHICCKUI
CHHJIPOM, HEXOKKUHCKYIO TUM(POMY U pak Nmoyku). TpebdyeTcs MOHUTOPUHT MAallMEHTOB Ha
npeaMeT pasBUTUA BTOPUYHBIX 3JIOKAYCCTBCHHBIX H013006pa3013aH1/1171, KOTOPBIC MOTI'YT
BO3HUKHYTh 4Yepe3 HECKOJbKO MECSIeB WM JIET [0oclie MPUMEHEHHsS JOLeTaKce-
coZepIKalllel Tepanuu.

KapanoTokCHYHOCTD
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Y mnanueHToB, TMOJIYYaBIIMX JOIETAKCENT B (0M6HHdEli%:JEr%géV3wgg@;'ngjﬁb§6ﬁ'y

metacratndeckoro PMJK ¢ omyxoneBoi rumnepskcnpeccueii HER2, ocobenno mocne
XUMHOTEpAINH, COACPIKaIleld aHTPAIMKIMHBI (JIOKCOPYOULIMH WM 3pUPYOHUIIMH), BOZMOXKHO
pasBUTHE CEPACYHOM HEIOCTATOYHOCTH, KOTOpas MOXKET OBITh CpemHEH TSDKECTH WM
TSDKEJOW M TPUBOAMTH K cMepTH. Korzma mamueHTKe MOoKa3aHo JIeYeHHE JIOLETaKCeIoM B
KOMOMHAIIMK C TPacTy3ymMaOOM, OHa JOJDKHA MPOUTH KapAHOJIOrHyeckoe o0cieoBaHue 110
Hauana Tepanuu. Kaxapsle Tpu Mmecsdua cieayeT KOHTPOIUpPOBAaTh (DYHKIUMHM Cepiala, uTo
HI03BOJISICT BBISBUTH MAIMEHTOK, Y KOTOPBIX MOXKET Pa3BUTHCS CepJedHas He0CTaTOUYHOCTb.
bosee mompoOHO CM. HHCTPYKIIHIO TTO IPUMEHEHHUIO TpacTy3ymaoa.

VY manueHToB, MOJYYaBIIUX JOLETaKCceT B KOMOMHALIMYU C JIOKCOPYOHIIMHOM, (TOPYpaIiIOM
u/wim nukiodochamMuaoM, cooOIIANOCh O PA3BUTUHU KETYJOYKOBOM apUTMHUH, BKIIOYAs
JKEIyTOYKOBYIO TaXUKapAnto (MHOT/Ia ¢ JIETAIbHBIM HCX00M) (cM. pasaen 4.8.).
Pexomenmyercst orieHKa HCXOAHBIX (JI0 Havasia JCUCHHs ) IMoKa3areael QyHKIMK ceplia.

HapynieHus co cTOpOHBI OpraHa 3peHus

Y ManmuCeHTOB, IMOJYYaBIIUX JICUCHUC JOLCTAKCCIOM, a TaKKC APYIrUMH TaKCaHaAMU,
c0001IaI0OCh O Pa3BUTHU KHUCTO3HOTO OT€Ka MakKyinbl. [allMeHThl, y KOTOPBIX BO3HHUKAIOT
HapylleHus 3peHHs, JOJDKHBI TMPOWTH CPOYHOE U IMOJHOE O(TaIbMOJIOTHYECKOE
obcienoBanue. B crmydae AMarHOCTUpPOBaHHS KHCTO3HOTO OTEKa MAaKyJbl JICUCHHE
JOLCTAaKCCIOM ciaecayerT MNpCKPaTUTh, )41 MangucHTY JOJI?KHO GBITB Ha4dyaTo
COOTBETCTBYIOIICE JIeueHue (cM. paszaen 4.8.).

ITanmeHTHI MOKHIIIOTO BO3pacTa

[lo cpaBHeHMIO ¢ mauMeHTaMu Mosoxe 60 neT y nmanueHToB B Bo3pacte 60 jeT u crapiie,
MONyYaloluX  KOMOMHHMPOBAHHYIO  XHMHOTEPANUI0  JOLeTakced +  KalenuTaOWH,
Ha0JI0/1aI0Ch YBETTMUYEHHUE YaCTOTHI CBS3AHHBIX C JICUCHHEM HEeXeNlaTeNbHbIX peakuuit 3 u 4
CTETNEeHH TSKECTH, CBS3aHHBIX C JiedeHHeM cepbe3Hbix HP u panHell oTMeHBl jeueHus
BciiencTBue passutus HP.

NmMmerorcss  orpaHWdYEHHBIE JIlaHHBIE O TPUMEHEHUM KOMOWHAIMK  JOIETaKcena ¢
JIOKCOPYOUITMHOM U K0 ochaMuIoM y TaliueHToB crapiie 70 ner.

VYV nmamueHToB 65 JIET U cTapiie, MOJy4aBUIMX JICYECHUE JTOLETAKCEIOM KaXAble 3 HEACIH 10
MOBOJly paKa MPEACTAaTENIbHOM JKEJIe3bl, YacTOTa HU3MEHEHUW HOITEH, Pa3BUTUA AHEMUHU,
UHQEKIMA, aHOPEKCUH, CHIDKEHUSI Macchl Tena Obuta Ha >10% Oosble, YeM y MalnueHTOB
Oosiee Mos10110T0 Bo3pacta. OmHAKO pa3inuuuii Mo 3PGEKTHBHOCTH TEPAMK NPH CPaBHEHUHU
MOXKWIBIX W 0Oojiee MOJOABLIX ITallMEHTOB BBIABICHO He Obl10. M3 545 mnanueHToB,

MOoJIydyaBIIUX  JICHCHUC  HOLCTAKCCIIOM  KaX/bIC 3 HCACIN B TCpalliud TOPMOHO-
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qyBCTBUTENHHOTO PaKa INPEACTATENLHON KEIe3bl (STA%E@'%@G%HE@;&T&QS%)

Obutd B BO3pacTte 65 neT u crapuie, a 48 manueHToB ObLIM B BO3pacTe 75 JeT WM CTaplie.
Coobmenus o HP ¢ moblenHo# yactoToii (o Menbiieit mepe Ha 10%) cpeau manueHToB B
BO3pacTe 65 JIeT U cTapiie Mo CPpaBHEHHUIO ¢ 0o0Jiee MOJIOJABIMU MAIlMEHTaMH OTCYTCTBYIOT. B
HEOOJIBIIION MOArpyIIe MAIMEHTOB B BO3pacTe 75 JeT U crapiie HaOIoqanach TCHACHIUS K
6onee uvacteiM HP mo cpaBhHenuto ¢ Oomnee monoapimMu mnarueHtamu. Coobmaercs o
MOBBIIIEHHON 4acTOTE BOSHUKHOBEHU (10 MeHbIed mepe Ha 10%) HeWTponeHuu, aHeMuH,
JUapeu, OJIBIIIKK U MHPEKINH BEPXHUX JbIXaTeIbHBIX MyTel Y MallUeHTOB B BO3pacTe 75 JeT
U CTaplle 10 CPaBHEHUIO ¢ 0oJiee MOJIOABIMU nanueHTaMu. OLieHKa IPUYMHHO-CIIECTBEHHON
cBsi3u paHHelx HP ¢ neuenmem He mpoBoamiack. OnHako pasnuyuii mo 3¢QQGEeKTHBHOCTH
TEpanuy MPH CPABHEHUH MOXKUIIBIX U 00JIee MOJIO/IBIX NAIIMEHTOB BBISIBIICHO HE OBLIO.

[Tpy npumMeHeHnn KOMOMHALMY JOLETaKceNna ¢ MUCIIATUHOM U (TopypaluioM CleAyroIne
MoOOYHBIE PEaKIUU (BCEX CTETECHEW TSIKECTH): JIeTaprusi (COHIMBOCTh, 3aTOPMOKEHHOCTD,
OLICTICHEHUE), CTOMATHUT, (peOpHiIbHAsT HEUTpOoNIeHHs/HEUTpOoTIeHnYecKass HH(EKIU, Tuapes y
NalMeHToB crapuie 65 jer orMevanuch Ha >10% damie, yeMm y manueHToB Oosee MOJIOJ0TO
Bo3pacta. [ToaToMy marnueHTsl cTapiie 65 JeT, oJyJaronife 3Ty KOMOWHAIIHNIO, HY)KIAIOTCS B
TIIATEJIbHOM HAOJIOJCHUN.

Heo0xoauMocTh KoHTpateniuu (cM. paszien 4.6.)

MyX4nHaM ¥ OKEHIIMHAM JETOPOJHOTO BO3pacTa BO BpEMs JIEUCHHUS JIOIIETAKCEIOM
HEOOXOJMMO TPHUMEHSTh HAJIC)KHBIE METOJbI KOHTpaleniuu. Tak Kak B JOKIMHHUYECKUX
UCCIICIOBAaHHUSIX OBLIO IMTOKA3aHO, YTO JIOIETAKCENl UMEET TeHOTOKCUIECKOE JICHCTBHE U MOXKET
HAPYIIUTh MYXCKYIO (epTUIBLHOCTh (CIIOCOOHOCTh K 3a4aTHIO), MYKYHMHAM, MOJyYarOIUM
JIeYCHHE JOIETAKCEJIOM, PEKOMEHIYETCsl BO3JEpKHBAThCA OT 3adaTHsi peOeHKa BO BpeMs
JICYCHHMSI TOTIETAKCEIIOM U B TEUECHHE HE MEHEe 6 MECSIIEB M0CIe OKOHYaHUSI XUMUAOTEPAITUU 1
CJIeZlyeT MMOPEKOMEHIOBATH J0 Havyalla JICYCHHUS TIPOU3BECTH KOHCEPBAIIUIO CIICPMBI.
XenmuHam B ciayvae HACTYIUICHHsI OEPEMEHHOCTH BO BpEMs JICUSHUS JOLIETAKCEIOM CIIEayeT
CPOYHO COOOLTUTH 00 ITOM CBOEMY JIeHallleMy Bpady.

HelipoTOKCHYHOCTE

Pa3zButHe TsoKeI0M CEHCOPHOM HEMponaTHU TPeOyeT CHIKEHHS 1036l JOIIeTaKcena.

HeoaabroBaHTHAS XUMHOTEDPAIIUS paKa MOJIOYHOM JKEIE3bI

[Ipu noCTHXKEHWUU TOIHOTO WM YacTHYHOTO MOP(OJIOTHYECKOTO perpecca OIMyXOiW Ha
HEO0abIOBAHTHOM XMMHOTEPANUU, MPOBOJUTCS XUPYPrUUYECKOE yNAJICHHE OIMYXOJH U MpHU
BO3MOXKHOCTH  THojMbIieyHass — JuMpoauccekuus.  [IpoBeneHne  AOMOTHUTENBHON

aﬂBIOBaHTHOﬁ XUMHOTCpaInn II0CJIC JOCTUIXXCHUA IIOJIHOT'O HIIN YaCTU4YHOI'O

15



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 06.03.2024 N 4418

MOP(OIIOTHYECKOTO  perpecca He  yIydniadr BEDKIBACMOCTH - HATHEHT OB, - E‘fbg"fé'lvrlﬂf,

IMPOBCACHUC aI[’bIOBaHTHOI\/'I XUMHOTCpPAIIUN HE O6OCHOBaHO JUIA IMalUCHTOB, JOCTUIIIIHMX
MOJTHOTO WJIM YaCTHYHOTO MOPQOJIOTHYECKOTO perpecca OMyXOJIH IOCIe HEOaIbIOBAHTHON
xumuorepanuu. Ecnu  oTBeT sABIsSETCS MHMHMMAIbHBIM IIOCJIE€ HECKOJBKHUX IHKJIOB
HEOaJbIOBAHTHOM XHMMHOTEpanuu, WIKM OO0JNe3Hb MpOrpeccupyer, B JO00OM MOMEHT
HE00X0IUMO paccMOTpeTh ANbTCPHATUBHBIN pexuM XUMHUOTEPAIUHA u/unn
HpGI[OHepaI_[I/IOHHOI\/'I Hy‘-IGBOI\/'I TCparru ¢ NOCICAYIOINUM XUPYPru4CCKUM BMCIIATCIILCTBOM, B
BUJIE MAaCT3KTOMUU C MOAMBIIIeyHON nmuMmdoanccekunei. [locneonepanuonnas aaboBaHTHAsS
Tepanus I 3THX MAlUEHTOB COCTOMT U3 3aBEpIICHUS 3allJIaHUPOBAaHHOW XMMHOTEpAIlHH,
eclii OHa He ObUIa 3aBeplieHa A0 XUPYPTHUECKOTO BMEIIATENBCTBA, C MOCIEAYIOMIEH
I‘OpMOHa.HBHOI\/'I TepaHI/IeI\/'I Y KCHINUH C HOJOXHUTCIbHBIM CTAaTyCOM O3CTPOTCHOBBIX I/I/I/I.HI/I
MPOTECTEPOHOBBIX PELENTOPOB. Y MAIMEHTOK C PaKOM MOJIOYHOM KEJe3bl C OIMyXOJIEBOM
runiepakcnpeccueit HER2 nasnagaercs tpacty3ymab 10 0JTHOTO Toj1a.

CHHIPOM JIM3HUCA OIIYXOJIH

Coobmanoch 0 ciydasx pa3BUTUS CHHApPOMA JHM3UCA ONYXOJIH NpU TNPHUMEHEHHUH
nouerakcena. [laliMeHThl ¢ pUCKOM pa3BUTHUS CUHAPOMA JIM3KCA OMYXOJH (T.€. ¢ HapyIIeHUEM
GyHKIIMM TOYeK, TUNepypukeMuei, OOBEeMHOH OMyXOJbI0) JAOKHBI HaxXOIUThCS TOJ
TIIATEIbHBIM HAOJIIOICHUEM I COOTBETCTBYIOLIETO KOHTPOJIS 3TOro cCMHApoMa. Jlo Havaia
JIEYEHUsT PEKOMEHIYETCs CKOPPEKTUPOBAaTh JETHApATAllMl0 M IPOBECTU JICUECHHUE,
HaIpaBJIEHHOE HA CHI)KEHHE MOBBIIIEHHOT'O YPOBHS MOYEBOM KUCIIOTHI.

BcnoMorarenbHEIC BEISCTBA

B npenapare [louerakcen Coaep HUTCS 3TaHON (COUPT ATUIOBBIM Oe3BoaHBIN) - 395 mr B 1
MII. 3TO cnez[yeT HpI/IHI/IMaTI: BO BHUMAHHC HpI/I HpI/IMeHeHI/II/I npenapaTa y ITalIgMCHTOB C
AJKOTOJIM3MOM W TIAIIUEHTOB W3 TPYIIBl pHCKa (TAIMEHTOB C 3a00JICBaHUSMHU IICUYCHH,
MEYCHOYHON HEJOCTATOYHOCTHIO U ATHIICTICHECH ).

Ta1<>1<e C.HG,Z[yGT HpI/IHI/IMaTB BO BHUMAHHEC BO3MOKXHOC BJIUSHUC O3TAHOJIA HA I_[eHTpaJII:HYIO
HEPBHYIO CUCTEMY.

DTaHOJ, COJIEpKAIMICI B JTaHHOW JICKapCTBEHHOW (opMme, MOXKET H3MEHSTh JCHCTBHE
JPYTUX JIEKapCTBEHHBIX MPEMApPaTOB.

4.5. B3auMopeiicTBMe C JAPYTHMH JIEKAPCTBEHHBIMH MpenapaTaMu W JApPyrue BH/bI
B3aUMO/IeHCTBHUA

BemecTBa, MHOyHUpYVIOME WX HHruoupyrome nsodepMentsl muroxpoma CYP3A wmm

MeTadoausupyromnmecs ¢ noMmornbo nsodepmenrtos CYP3A

HccnenoBanus in Vitro mokasanu, 4to OMOTpaHC(OpMAIHS IMpernapaTa MOXKET U3MEHSATHCS
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OpyU OJHOBPEMEHHOM MPUMEHEHHHM BEIIEC1B, HHJ%QME'“JJ%H%;%EQHG%%

uzopepmentsl utoxpoma CYP3A, unu MeTabonu3upyIONIMXCs ¢ UX MOMOIIBI0, TAKUX KakK
[UKIIOCTIOPHH, TepPeHATNH, IPUTPOMUIIUH U TPOJICAHIOMULIMH. B CBSI3U C 3THM HEOOXOAUMO
coOiroaaTh OCTOPOKHOCTh MPH OJHOBPEMEHHOM NPUMEHEHUU IMOJO0OHBIX IIPEraparos,
YYUTBIBAsI BO3MOXKHOCTH BBIPA)KEHHOTO B3aMMOIECHCTBHS (CM. pasnen 4.4.).

[Ipu ogHOBpEeMEHHOM TPHUMEHEHUH C CHJIBHBIMH uHTHOMTOpamMu uzodpepmenta CYP3A4
4acToTa Pa3BUTHS MOOOYHBIX A(PGPEKTOB JOIETAKCENa MOXKET YBEIMYUBATHCS BCICIICTBUE
3aMeJUIeHHs ero merabonusma. B gapMakOKMHETHYECKOM HCCIIEOBAHUM C Yy4acTHEM 7-MU
MAIMEHTOB, COBMECTHOE NMPUMEHEHHUE JOIeTaKceNna U CUIBHOrO0 MHrHOuTOopa m3odepmMeHTa
CYP3A4 kerokoHa3oya MPUBOAMIO K JOCTOBEPHOMY yMEHbIIeHUIO (Ha 49 %) kimpeHca
nouerakcena. Ecim  HEeBO3MOXKHO — M30€XaTh COBMECTHOTO INPUMEHEHHUS  CHIIBHBIX
uaruoutopoB  mzodepmenra CYP3A4  (Takmx Kak  KETOKOHA30J, HMTPAKOHA3O0I,
KJIApUTPOMULIMH, WHIWHABUDP, HePa3oJ0H, HeIPUHABUP, PUTOHABHP, CAKBUHABUD,
TSIUTPOMHUIIMH W BOPUKOHA30Jl), TO JaHHYI0O KOMOWHAIIMIO CJEAyeT TPUMEHSTh C
OCTOPOXKHOCTBIO;, TPH 3TOM TpeOyeTcs TIIATeNbHOE KIMHUYECKOe HaOJIIoJeHue W IpH
HEO0OXOIUMOCTH KOPPEKILIUS 03Bl JOLIeTaKcea.

IIpeonusonon

dapMaKOKHHETHKA JIOIIETaKCceNla B IPUCYTCTBUH MPEAHU30JI0HA OblIa H3yUeHa Y AI[UeHTOB C
METAaCTaTUYECKUM paKOM TMpEeACTAaTeNbHONW jKene3bl. HecMoTpst Ha TO, YTO JIOIETaKCel
Merabonuzupyercs ¢ momomiplo u3opepmenta CYP3A4, a npemHH30JI0H SIBISETCS
uHaykTopoM u3odepmenta CYP3A4, He HaOMIOOANOCh CTaTUCTHYECKH JOCTOBEPHOTO
BIIUSTHUS TIPETHU30JIOHA Ha (DapMAKOKWHETUKY JOIeTaKCea.

JlekapCTBEeHHBIC IIpenapaThl, IPOYHO CBA3LIBAIOIIUECS C OCJIKaMH I1J1a3MbI KpOBH

Jlorietakcesn HMMEET BBICOKYIO CBs3b C OelkamMu Iia3mbl KpoBu (> 95 %). In vitro
JICKapCTBEHHBIC IMPENapaTthl, MPOYHO CBSI3BIBAIOIINECS ¢ OeIKaMH IIa3Mbl KPOBHU, TaKHE KaK
OPUTPOMHULIMH, AU(DEHTUAPAMUH, TPOMPAHOION, MpomadeHoH, (EHUTOWH, CaTHIIMIATHI,
Cynb(haMeTOKCa30JI U HATPHUsl BAIBIIPOAT, HE HAPYIIAIOT CBSA3BIBAHUS JIOIETAKCENa OelKaMu
TUTa3Mbl KpoBH. JlekcameTa3oH Takke He BIUSET Ha CTENEHb CBS3BIBAHMS JIOICTAKCENa C
OeJKaMu TIIa3Mbl KPOBH.

JlotieTakcen HE BIUSET HA CBSI3bIBAHUE TUTHTOKCHUHA C OEIKAMU TJIa3Mbl KPOBH.
HHokcopyouyun u yuxnogocghamuo

dapmMaKkOKMHETHKA JOIIeTaKCceNa, JOKcopyounuHa u nukiodochamuaa He U3MEHsIIach TIPH
UX COBMECTHOM NPUMEHECHUH.

Kapo6onnamun
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VIMeroTcsl cBeleHUs O B3aWMOJCHCTBUM IoIeTaKcesa ' 'K'ép%gr;h'a' “HEEE'EH "-i}p];ﬁéhéf'rﬂrh

KOMOMHAIMK KapOOIUTaTHHA | JIOIeTaKceNna KIMpeHe KapOoraTiHa yBenuuuBaercs Ha 50 %
110 CPaBHEHUIO C MOHOTepanuen KapOorIaTHHOM.

4.6. @epTUIBLHOCTH, 0EPEMEHHOCTD M JIAKTAIIUA

bepemeHHOCTD

[Ipenapar Jlomerakcen MpOTUBOIIOKa3aH B mepuoa OepeMeHHOCTH. JKEHIIMHaM B ciydae
HACTYIUICHHUSI Y HUX OCpPEMEHHOCTH BO BpeMs JICUEHUS CIIEAYeT CPOYHO COOOIIUTH 00 3TOM
CBOEMY JIeHalleMy Bpady.

Jlakranus

[Ipenapar Jlomerakcen mpoTUBOMIOKA3aH B MIEPUO/ TPYTHOT'O BCKaPMIIMBAHMS.

DdepTUabHOCTD

MyX4yrHaM U JKEHUIMHAM JETOPOJHOTO BO3pacTa BO BpeMs JIEUEHHUS JOLETaKCEeIOM
HEOOXOUMO TPUMEHSTh HAAEKHbIE METOAbl KOHTpaleNnuuu. Tak Kak B JOKIMHUYECKHX
UCCIIEIOBAaHUAX OBUIO IMOKA3aHO, YTO JIOLIETAKCENl UMEET TeHOTOKCHYECKOe JICHCTBHE U MOXKET
HApYIIUTh MYXCKYIO (epTUIBLHOCTh (CIIOCOOHOCTh K 3a4aTHIO), MYXYHMHAM, MOJTYyYaroluM
JieYeHUE JIOLETaKCEeIOM, PEKOMEHIYeTCS BO3IEpKUBATHCS OT 3ayaTHsl peOeHKa BO BpeMms
JIeYeHus JOLIETaKCeJIOM U B TE€YEHHE HE MeHee 6 MEeCAIIeB M0CIe OKOHYAHUS XUMUOTEpay 1
clIeZlyeT MOPEKOMEHI0BATh J0 Havyalla JICYeHHUs IIPOU3BECTH KOHCEPBALIUIO CIICPMBI.

4.7. BuunsiHMe HAa cNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMM U padoTy ¢
MeXaHHu3MaMH

He npoBoaunoch Kakux-inOO HCCIENOBaHUI MO BIUSHUIO Ha CIIOCOOHOCTH YIPAaBIATh
TPAHCIIOPTHBIMU CPEICTBAMH M HCIOJIB30BaTh MeXaHWU3Mbl. OJHAKO pa3BUTHE MOOOYHBIX
peakuuii co CTOPOHBI HEPBHOW CHUCTEMBI, OpraHa 3pPEHMs, JKEeTyJOUYHO-KHIIEYHOTO TPaKTa U
Ip., @ TAKXKe HAIMYUE B COCTaBE MperapaTa 3TaHOJIa MOT'YT MPUBECTH K CHIKEHUIO CKOPOCTH
MICMXOMOTOPHBIX PEaKIUU U BHUMaHus (cM. pasaeinst 4.4., 4.8.). TIoaToMy MalMeHThI JOKHBI
OBITh MPEAYNPEKICHBI O BO3MOXHOCTU MOTEHIIMAILHOTO BIUSHUS MOOOYHBIX d(P(PEKTOB Ha
CIIOCOOHOCTH YIMPABJIATh TPAHCIIOPTHBIMH CPEJCTBAMH M HUCIOJIb30BAaTh MEXAHHU3MBI, U UM
PEKOMEHAYETCSI BO BpeMs JICUEHHS, €CIM Y HUX MOSBISAIOTCS MoOouHbIe 3G (dEKTh, HE
VIPaBIsATh TPAHCHOPTHBIMU CPEJICTBAMHU MJIM TOJIb30BATHCA MEXaHM3MaMM, a TaKXkKe He
3aHUMATHCS JPYTUMHU MOTCHIIMATHLHO OMACHBIMU BUIAMHU JESTCIIbHOCTH.

4.8. HexenarenbHble peakunu

TabauuHoOe pe3roMe HeXeIaTelIbHbIX PEaKIH

Heoicenamenvuvie peakyuu, ooHapysicenHvlie 8 Xxo0e KIUHUYECKUX UCCIe008aHULl U Nepuood

nocmpecucmpayuoOHHO20 HAOI00EeHUs.
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COOTBETCTEBYET 3KCNEPTHOMY OTYETY
~ oT06032024 N= 4418
YacToTa BOZHMKHOBEHHS HEKENATENbHBIX PEAKIINI (HE)—&}@%ﬁ%ﬁEE@L'cldb*lllBgft'TlBI'zI'H' 'c

KiIaccupukanueld BcemMupHOW opraHu3anuu 3JpaBOOXpaHEeHHs: o4yeHb 4acto (> 1/10),
gacto (> 1/100, vHo < 1/10), mewacto (> 1/1000, Ho < 1/100); peaxo (> 1/10000, HO <
1/1000), ouenp peako (< 10 000), gwacTtoTa Heu3BecTHa (Ha OCHOBAHHH HMMEIOIIUXCS
JTAHHBIX OLIEHUTh HEBO3MOXKHO).

Ta6auna 2. MoHoTepanus npenaparom gouerakces (75 mr/m?u 100 mr/m?)

CucreMHo- YacroTa He:kenarenbHble peakuuu

OPraHHbIN KJacc |BO3HUKHOBEHHS

Hapymenus co | OdeHp yacTo OOparumas ¥ HEKYMYJISITUBHAS (HE YCHJIMBAIOIIASICS
CTOPOHBI KPOBU U Npd  TOBTOPHBIX  BBEACHHUSAX)  HEUTPONEHUS,
auMbaTHIeCKOH HaOmonaBmasics y  96,6%  manueHToB, HE
CHUCTEMBI nonyyapmux [-KC®. KommuectBo HelTpohuio

CHHMXKACTCA OO MHUHUMAJIIBbHBIX 3HAUYCHUI B CpcaHEM
yepe3 7 nHed (y TAIMEHTOB C WHTCHCHUBHOM
NPEIIECTBYIONIEH XUMHUOTEpPANIUE HTOT TEPUOL
MOXET OBITb KOPOYE), CPEIHSSI TPOIOJDKUTEIEHOCTh
BeIpakeHHOM HeuTpormennn (<500  KJIETOK/MKII)

TaK)K€  COCTaBJSIET 7/  JHEW. DebpuibHas
Heiftporienusi, anemust (remornobuH < 11 1/mm).
Wudexun

Yacto Tspxensle UHPEKIUHA, COYETAIOIINECS CO CHIDKCHHEM

KOJIM4YeCcTBa HEUTPOPHIIOB B nepudepruueckoit KpoBr
< 500/mk; TsDKEnble WH(EKIUU, BKITIOYast CETICHC U
ITHEBMOHMIO, B TOM YHCII€ U C JICTAJIbHBIM HCXOO0M;
tpomOonmronieHus:  <100000/mMk;  KpoBOTEUeHUS,
couetaromumecs ¢ Tpomboruronenuendn <50000/MKit,
TsDKeJIas aHeMHUs TeMOTTIOONH <8 1/]171)

Heuacto Tspxenast TpOMOOIIMTOTICHHS
Hapymenus co|OueHnb yacto AJnnepruueckue peakuuu, OOBIYHO BO3HHMKAIOIIUE B
CTOPOHBI TEUEHWE HECKOJIBKUX MHHYT TIOCJe  Hadaja
WMMYHHOH BHYTPUBEHHOW WH(Y3UM JoleTaKcena, OBIBAIOT
CHUCTEMEI JIETKO WJIM YMEPEHHO BBIPAKCHHBIMH («IIPHIUBBD)

KPOBH K KOXHBIM TOKPOBaM; ChIllb B COYETAaHUU C
3yZ0oM 1 0€3 Hero; 4yBCTBO CTECHEHHUS B IpyaAu; 00b
B CIIMHE; OJBIIIKA; JEKApCTBEHHAs JMXOpPagKa WIH

03H00)

Yacto Tsoxenble aJUIEPTUYECKUE peaKkuum,
XapaKTEePU3YIONIUECsS CHUXEHUEM apTepUaIbHOTO
JTaBJICHUS n/nnn OpoHXOCITa3MOM 1501051

TEeHEPATM30BAaHHOM CHITIBIO/APUTEMON (pa3pemainuch
mocje MPEeKpalieHuss BHYTPUBEHHON HH(Y3Uu U
MIPOBEJICHUS] COOTBETCTBYIOIIEH TepaIum)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 06.03.2024 N 4418

CucreMHo- Yacrorta He:xenhrenpnpre peakm - — 0 == T UUUS
OPraHHbIN KJIACC (BO3HMKHOBEHMS

Hapymenus co | OdeHp yacTo Jlerko wim ymepeHHO BBIpaKeHHas mepudepudeckas
CTOPOHBI HEPBHOM CEHCOpHasl HeWpomarus: MapecTe3us, IU3ecTe3us,
CUCTEMBbI 0011, BKJIIOYash 4yBCTBO >KEHHS, HEHPOMOTOPHbBIE

peaknuM, IJIABHBIM  00pa3oM  IMPOSBISIOIINECS
MBIIIEYHONH  CJIAa0OCTBIO, HApYIIEHHE BKYCOBBIX
OILYILEHHI

Yacto Tspxenas nepudepudeckas ceHCOpHasi HeHponaTus u

nepudepuyeckas MoTopHas  Hewlpomarus  (3-4
CTETIEHH TSHKECTH), B HEKOTOpBIX ciydasx (2%)
TpeOyIoIIHe MPEKpaIIeHuUs JICICHUS

Penxo Tsoxenoe HapylieHHE BKYCOBBIX omlymieHui. IIpu
BO3HUKHOBEHHMH 3TUX HEBPOJIOTHYECKUX CHUMIITOMOB
CleayeT MIPOBECTHU KOPPEKLHUIO pexuma
no3upoBaHuA.  Eciv  cUMOTOMBI  HEWpPONATHH
COXPAHSIIOTCSI, TO JICUCHHE CIEAYyEeT TMPEKPaTUTh.
Cpennee BpeMs [0 CIOHTaHHOIO pa3pelieHus
HEUPOTOKCUYECKUX PEAKLHI COCTaBswIo 81 IEeHb OT
ux Havana (ot 1 mo 741 nus)

Hapymenus co|Yacro Hapyenus cepaeqnoro purma

cTopoHHBI cepana |Hewacto CepneuHast HEJOCTaTOYHOCTh

Hapymenus co |Yacro [loBbillieHME WM~ CHM)KEHHUE  apTEpPUaJIbHOIO
CTOPOHBI COCY/IOB JABJICHUS

Hapymenus co | OueHb yacTo Oppika

CTOpPOHBI Yacto Tsxenas oaplKa

IBIXaTeIbHOU

CUCTEMBI, OpPraHOB
TPYIHOU KJIETKH U

CPEIOCTEeHUS
Kenynouno- Ouenb yacto TomHoTa, pBOTa, IMApEs, aHOPEKCUSI, CTOMAaTUT
KUIICYHbIE Yacro Tspkenast TOIIHOTA; TSOKETasi pBOTA; TsDKENask quapes;
HapyILICHUS 3amop; TSDKENBId CTOMATUT; 330¢arut; Oomu B
KUBOTE, BKIIIOUasl CHJIbHBIC; JKETTyI0YHO- KHUIIIEYHBIE
KPOBOTEUYECHHUS
Heuacro Tsoxenble KeIyJOYHO- KHUIICYHBIE KPOBOTECUCHHS,
TSDKEJIbIE 3aTI0PbI, TSHKEIBINA 330(aruT
Hapymenus co|Yacro IToBpiienne axtuBHoctw ACT, AJIT, menouHoi
CTOPOHBI TEUYCHH U dbocdharazpl W  KOHIEHTpanuu OwimpyOWHa B
JKEITYEBBIBOASAIINX CBIBOPOTKE KpoBH, Oomee dYem B 2,5 paza
nyTeu npesbimaronme BI'H
Hapymenus co|OueHb yacto OOpatuMble KOXKHBIE pEaKIMH, OOBIYHO CIa00 WU
CTOPOHBI KOXH H YMEPEHHO BbIpaKCHHBIE! JIOKQJIN30BAHHBIE
MIOJIKO>KHBIX BBICBHINTAHUS, TJIABHBIM 00pa30M, Ha KHCTSAX U CTOMAX
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.03.2024 Nz 4418

CucremMHoO- Yacrora Hesxeahrenbnore pearmir - — == TR VUL

OPraHHbIN KJIACC (BO3HMKHOBEHMS

TKaHel (BrITIOUAS TSOKENBIN JIAIOHHO-IIOJOIIBEHHEIN
CHHIPOM), a TaKKe Ha pyKax, JHUIE W TPYITHOU
KJIETKE, KOTOpBIE YacTO COIMPOBOXKIAIOTCA 3YIIOM.
Brichimanuss OOBIYHO BO3HUKAIM B TEYEHHUE OIHOU
HEJIeNU M0Clie BHYTPUBEHHON WH(Y3UU J0lleTaKkcena.
Hapyiienust co CTOpOHBI HOITEM XapaKTEpU3YIOTCS
TUIIO- u TUNIEPIUTMEHTALINEH, 00110 u
OHUXOJIM3UCOM (OTCIIOGHHEM HOTTEBOM IIJIACTUHKU
OT HOTTEBOTO JIOXKA). AJIOTICIUS

Yacto Tsxenble KOKHBIE PEaKIUH, TAKME KaK BBICHITTAHUS C
MOCHEAYIOEeH JeCKBaMalued, KOTOpPhle MOTYT
noTpedoBaTh  MPEPHIBAHUS WM  MPEKpaIICHUS
JICUCHUS TOIETAKCEIIOM
Heuacto Tspxenas amomnenus

Hapymenus co | OdeHb yacTo Muasnrus

CTOPOHBI Yacto Aptpanrus

MBIIICYHOM,

CKEJIETHOM u

COCIUHUTEILHOMN

TKaHHU

OO6mue OueHb YacTo AcTteHus, BKJTIOYAs TSHKEITYIO ACTEHMUIO;

HapyIIeHUs u TCHEPAM30BAaHHBIM ¥ JIOKAIM30BAaHHBIN  00JIEBOI

peakIMu B MeCTe
BBEIECHUS

CUHIPOM, BKJIOYas OO B TPYJHOM KIEeTKe 0e3
BOBJICUEHHUSI Ceplla WIM JIbIXaTeNbHBIX IyTEH.
3amepxKKa OKHIKOCTH: COOOINANIOCh O Ppa3BUTUHU
nepudepuyeckix OTEKOB U YBEITMUEHUH MAacChl Tela
U MEHee 4YacTo O pa3BUTHH IUICBPAIbHOTO U
NEPUKAPAUAIBHOTO BBINOTA, ACIIUTA.

[Tepudepuueckne oTekH OOBIYHO HAYWHAIUCH C
HIOKHUX KOHEYHOCTEl M MOIJIM NEpexXoIuTh B
reHepaln30BaHHbIE C YBEMYCHUEM Macchl Teja Ha 3
Kr u Oonee. 3aaepikKa SKUIKOCTH SIBISIETCS
KYMYISTUBHON (yBENMYHBACTCS TIPU TOBTOPHBIX
BBEJICHUAX IIpenapara). 3aJep’KKa JKUIKOCTH HE
COIIPOBOKAANACh OCTPBIMU AMH30JaMH  OJIUTOYPUH

HJIM CHUIKCHUS apTCPUAILHOTO JaBJICHU

Yacto

Peaknium B MecTe BBeIEHHUsS TMpemnapara, OOBIYHO
cnabo BBIpAXEHHBIC, W TPOSBISIOTCS B BHIE
THIIEPIIUTMEHTAIMH, BOCTIAIICHUS, TTOKPACHCHUS HITH
CYXOCTH KOXH, (pIeOUTOB, SKCTpaBa3alluy WA OTEKa
BCHBI.

Tsokenbie  GoOpMBI  3aJEpKKH  KUAKOCTH. Y
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 06.03.2024 N 4418
BATENEHDCT & 0002]

1 l_l .- TETTT
CHcTeMHO- YacrtoTa HesxeahTeanbHure peakimin

OpFaHHbIﬁ KJIAaCC |BO3HUMKHOBCHHSA

MAlMEHTOB, MOJIYYaBIIUX JIEYEHHUE JIOIIETAKCEIIOM B
MoOHOTepanuui B no3e 100 MF/MZ, MeauaHa
CyMMapHOW J03bl JO OKOHYAHUS JIEYEHHS 110
MpUYMHE 3aJepKKU JKUAKOCTH COCTaBiisjga Oosee
1000 mr/mM?, a MenuaHa BpEMEHH 10 OOPATHOTO
pa3BUTHA 3aJ€pKKU Kuakoctu - 16,4 Hepenu (ot 0
10 42 Henensb). Y NanUeHToB, KOTOPBIM NIPOBOIMIIACH
npeMeaMKanus, HabmoAasach OTCpOYKa —Havasa
YMEpPEHHOW WJIM BBIPAXKEHHOW 3aJEPKKU KUIKOCTH
(cpeanue cymMmapHble J03bl JiOLleTaKkcena, Mpu
KOTOpBIX  HaOmrojanach  3a7epkKa  KUJIKOCTH,
COCTaBSUIM TpPU  NPOBEACHUM  IPEMETUKALUU
818,9 mr/m? , a 6e3 NpOBENCHUS IIPEMETUKAIUH
489,7 wMr/m?), OIHAKO B HEKOTOPBIX CIIydasx
3aJiepKKa KHJIKOCTH pa3BUBAlach YK€ BO BpeMs
MEPBBIX KYpCOB TEPANTUU

Heuacrto Tsokenbld TeHEpalM30BaHHBIA M JIOKAITM30BAHHBIN
00JIeBOM CHHAPOM; BKJItOUYast 00U B TPYIHOM KIIETKE
0e3 BOBJICUEHHMSI CEP/ILIA U AbIXATENbHBIX MyTel

Jloyemaxcen 6 KomOuHayuu ¢ opyumu npenapamamu

HHoyemaxkcen 8 kombunayuu ¢ 0OKCOpyoOUYUHOM

B niesniom HexenarenabHbIE SIBJICHUS Y MAlMEHTOB, MOJYyYaBIINX JOLETaKced B KOMOMHALIMU C
JIOKCOPYOUIIMHOM, aHAJIOTMYHBI TAKOBBIM NPU MPUMEHEHUH JI0IIETaKCcella B MOHOTEPAITUH.
[Ipn mpumeHeHHMH [OIETaKcela B KOMOWHAIMKM C JIOKCOPYOWMIIMHOM, TIO CpPaBHEHUIO C
MOHOTEpAanuen IOIeTaKceIoM, Ha0roaanach OOJbIIas 4YacTOTa HEUTPOIEHWH, BKIIOYAs
TSOKETTYI0 HEUTPOTIeHUI0; (eOpHIIbHONW HEUTPONIEHUH; TPOMOOIIMTOIICHNH, BKITIOYAs TSHKEITYIO
TPOMOOLIMTONCHHUIO; aHEMUU; WH(MEKIM, BKIIIOYas TsbKeable MHGEKINU; TOLUTHOTHI; PBOTHI;
IUaped; BKIIIOYas TSOKEIYI0 TUapero; 3amopa; CTOMAaTUTa, BKIIOYAs TSDKENBIM CTOMATHUT;
CEpJICYHON HEIOCTATOYHOCTH; AJIONEIMH; HO MEHbINAs YacTOTa aJUIEPTUYECKUX PEaKInid;
KOXKHBIX PEaKIIMil, B TOM YHCJE U TSAKENbIX; MOPaKEHUs HOTTEH, B TOM UYHUCIE U TSHKEIBIX;
3aICPKKHA KUAKOCTH, B TOM YHUCJIEC W TSKEIOW; aHOPEKCHH, NeprudepruyecKoil CEHCOPHOM
HeljporiatTu ¥ nepudepuyeckoidl MOTOPHOM HeWponaTHH, BKIIOYAs TsDKEIble (HOPMBI;
TUTNIOTEH3UH;, HAPYIICHUH CEepACYHOTO PUTMA; TMOBBIMICHUS AKTUBHOCTH <«IICYCHOYHBIX)
TpaHCaMHWHa3, MIEJI0YHON ¢ocdaTaszpl, KOHIEHTpAMK OUTUPYyOMHA B KpPOBU;, MHUAJITHH;

ACTCHHH.
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Jloyemaxkcen 6 kombunayuu ¢ 0OKCOpyoOUYUHOM U uumo%gﬁgajﬁtggﬁfcggﬁkﬁ%T:‘ 0002)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

IIpy npuMeHEHMM OSTOM XUMHOTEPANEBTUYECKOM CXEMbl OTMEYAIUCH  CIEAYIOLIUE
HEKENaTeNIbHbIE pPeaKIMM BCEX CTEMEHEH TsSKeCTH: WH(PEKIUU, HEUTPONCHUYECKUe
uH(peKuyu, aHeMus, HeWTtporneHus (B ToM 4yucie (QeOpuibHas HEUTPONEHUs),
TPOMOOLIUTONCHUS, PEaKIMA TUIEPYYyBCTBUTEILHOCTH, AHOPEKCHS, HAapyIIEHHE BKYCOBBIX
olrynieHui, nepudepuyeckas ceHcopHas U mnepudepuyueckas MOTOpHas Heipomarus,
00MOpOK, COHIUBOCTh, KOHBIOHKTUBHUT, MOBBLIIICHHOE CIE30TCUCHUE, APUTMUS, «IIPUITHUBBD)
KpOBH, apTepuajbHas TUMOTeH3us, (Gredut, tuMdaTudecKkuii oTeK, nepudepruiIecKuil OTeK,
KallleJlb, TOIIHOTA, CTOMATUT, PBOTA, Uapes, 3amop, 00Jib B )KUBOTE, ajoMenus, MopakeHne
HOTTEH, MOpaKeHHE KOXH, MHAITHUs, apTpairus, amMeHopes, aCTEHHUs, JUXOpajKa IpHu
OTCYTCTBUHM  WMH(EKINH, yBEIWYCHHE/CHIDKEHHE Macchl Tena. lIpodunaktudeckoe
npumenenne [-KC® ymeHbIIano 4acToTy BO3HHKHOBEHMsI HeWTporeHuu (Ha 60%) u
HEUTPONICHNYECKUX HHPEKIHH 3-4 CTETICHH TSIKECTH.

JloTIOTHUTENBHO HAOMIONATUCh: KOJHUT, JHTEPUT, nepdopamust TOICTON KUIIKA 0e3
JeTalnbHBIX HUCXO0AOB (y 2-X W3 4-X MalUeHTOB NOTPeOOBAJIOCH IMPEKpalleHUE JICYCHHUs),
OCTPBI MUEIOUIHBIN JIEWKO3/MUETOAUCIUIACTUYECKH CHHIPOM, apUTMHUU BCEX CTENEHEH
TSOKECTH, apTepuaibHas TUIOTEH3UsI BCEX CTENEeHeW TsHKeCTH, 3acToHasl cepieuHas
HepocTaTouHOoCTh. [lpu monrocpounom mepuone HabmoneHus (10 mer u 5 mecsnes) ObuTH
OTMEUEHBI: 3 ciydass pPa3BUTUS 3aCTOMHONM CEpIEeYHOM HENOCTaTOYHOCTH; | ciayuai
TUJIATAIAOHHOW KapJIMOMHUOTATHH C JIETAJbHBIM HMCXOJOM; OCTphIM Jeliko3 (1 ciyuait);
ajorienisi (B T.4. C YCHJIGHHEM TPOSIBJICHUS AJONEUA BO BpeMsl HAOIIIOJCHHS), aMEHOpes,
acTeHusi, JUM(paTHUYECKUl oOTeK, nepudepudecknii OTeK, mepudepuuecKas CeHCOpHas
Helporartus. DBOJIBIIMHCTBO CTOMKUX HEXKENATENbHBIX PEaKUUi pa3peliuinuch B IEPUOJ
HaOJIFOJEHU .

Jloyemaxkcen 6 kombunayuu ¢ KaneyumaouHom

[Ipn mpuMeHeHHH OIeTaKcela B KOMOMHAIIMM C KalelUTaOMHOM OTMEUYaINCh CIEIYIOIINe
HEXeJaTeNbHbIE PEaKI[MU BCEX CTEMEHEW TSKECTU: CTOMATHUT, Juapesi, TOIIHOTAa, PBOTA,
3arop, 60Jb B )KUBOTE, OOJIb B BEpXHEH YacTH KUBOTA, AUCIIEIICUS, CYXOCTh B MOJIOCTU PTa,
JaIOHHO-TIO/IOIIBEHHBIN CHHIPOM, aJlONEIus], MOPaKEHHsI HOTTel, U3MEHEHUs 1IBeTa HOI'TeH,
OHUXOJM3UC, JEPMAaTUT, SPUTEMATO3HAs ChbIllb, AaCTEHUs, JIMXOPAaJKa, IOBbIIICHHAsS
YTOMJISIEMOCTD, CIIa00CTh, OONb B KOHEYHOCTSIX, JETaprus, OOJEBOW CHHIPOM, HApYIICHUE
BKYCOBBIX OIIYIIEHUH, MapecTe3us, TIOJOBOKPYKEHUE, TOJOBHas 0ok, mepudepuyeckas
HeliponaTHsi, aHOPEKCHsl, CHIDKCHHE ammeThTa, 00e3BOKHBaHHE, CHUKEHHME MAacchl Tela,

IMOBBIIICHHOC CJIC30TCUCHUC, MHUAITIUA, apTpajirui, 6oinp B CIIMHE, OTCKH HHXHHUX
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ot 06.03.2024 Nz 4418
¥ —y LS A =T T ‘|-v
KOHEYHOCTEH, 00Jb B TOPJIE, OJBIIKA, KAIENE, HOCOBO lK'pOEgI%I 'ﬁg,E&lf{Hfrﬁf); POTOBOI

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

MIOJIOCTH, HEUTPOTIEH!s], aHEMHUS1, TPOMOOLIUTOIICHH S, THIIEPOMITUPYOHEMUSI.

[To cpaBHeHUIO ¢ MarMeHTaMu 0oJiee MOJOJOTO BO3pacTa y mamueHToB 60 JeT u crapiie,
MOJIy4yaBUIMX KOMOMHALIMIO JIOIETaKcela C KalmenuTaOMHOM, 4Yalle OTMEuYaeTcsl pa3BUTHE
TOKCHUYHOCTH 3-4 CTENIEHU TSKECTH.

Hoyemaxkcen 6 kombunayuu ¢ mpacmy3ymaoom

Y mNanWeHToB, MOMYYaBIIMX KOMOWHAITUIO JIOIETAKCela C TPacTy3yMaOOM OTMEYalluCh
CIIEyIOIINE HEXKeNaTeIbHble PEeaKlUU BCEX CTEMEHEH TSAKECTH: aCTeHHUs, IOBBIIICHHAsS
YTOMJISIEMOCTD, BOCIIAJICHUE CIIU3UCTON 000JI0YKH, TUXOpaiKka, 00JIEeBON CUHIPOM, JETaprus,
00Jb B TPYAHOMN KJIETKE, TPHUIIIONOI00HOE COCTOSTHUE, 03HOO, AIOMEIHs, TOPAKEHUS HOTTEH,
CBIllb, dpUTEMA, MepUDEepPHUECKU OTEK, YBEIMUYEHHE MacChl Tela, JTUM(AaTUIECKUH OTeK,
TOIIHOTA, AWapesi, pBOTAa, 3amop, CTOMATUT, OOJIb B JKUBOTE, MUCHENCUS, MapecTe3us,
rojioBHast 00Jb, HapyIIeHHE BKYCOBBIX OIIYIICHWH, Turecte3us, GpeOpuiibHas HEHUTporneHus
WIH HEUTPOIIEHUYECKHI Cercuc, Ha30(hapuHTHUT, MUAITHUS, apTPANTHsl, 00Jb B KOHEYHOCTSIX,
00Jb B cIiMHE, 00JIb B KOCTSIX, KaIlleb, OJBIIIKA, 00Jb B 00JIACTH TJIOTKU U TOPTaHHU, HOCOBOE
KpOBOTEUYEHHE, pHUHOpEs, CJIE30T€YCHHE, KOHBIOHKTHBHUT, AaHOPEKCHs, OECCOHHHMIIA,
TOKCHUYECKOE MOpPaKEHHE HOTTEH.

[To cpaBHeHHI0O ¢ MOHOTEpamHel OIETaKCeIOM HAOMIOAANIOCh YBETUYCHHUE YacTOTHI
BO3HUKHOBEHUS TsHKeNIbIX HP.

Yame oTMeYanuch HeXeJaTelbHble peakuuu 4 CTeNeHH TSKECTH, ClIydau pa3BUTUA
CEpJICYHON HEOCTATOYHOCTH (OCOOEHHO Yy TMAlMEeHTOB, MPEABAPUTENHHO MOTYYaBIINX
AHTPALMKIIMHBI B Ka4yeCTBE aJbIOBAHTHOW Tepamwu), OIHAKO pEXe HaOIoaanach
HelTponeHus 3-4 CTENEHU TAKECTH.

Jloyemaxkcen 6 cxeme AC-TH (cMm. paznen 4.2.)

[IprMeHeHue 3TOi CXEMBI, 10 CPAaBHEHUIO C MOHOTEPAIHEN .JOIIETAKCEIOM, COMPOBOKIATIOCH
YBEJIMYEHUEM YacCTOThl BO3HUKHOBEHHUS MHOTHX HEXKENATeNbHBIX pPEaKIMil: yvalie
HAOMIOANMKMCh ~ aJloTelds, AaHeMHs, BKJIIOYas aHeMHUI0 3-4  CTENEeHH  TSAKECTH,
TPOMOOLIUTONICHUS, BKIIIOYasi TPOMOOIUTOINIEHUIO 3-4 CTENEeHU TSKECTH, TOIIHOTA, BKIIOYAs
TOIIHOTY 3-4 CTEneHW TSHKECTH, CTOMATUT/(PapUHTUT, U3MEHEHHE BKYCOBBIX OIIYIICHUM,
pBOTa, AuUapes, 3amop, aHOpeKcHsi, 60IM (B TOM YKCIIE CIIACTUYECKUE) B JKUBOTE, TTOBBIIIICHHE
aktuBHoctH ACT, AJIT u menouHoi ¢ocdaraszpl, runepOMIUpyOUHEMHs, MHUAITHS,
W3MEHEHUE HOTTEH, apTpairus, HHOEKIIUN C HEUTpOTIeHner 3-4 CTeTIeHH TSHKECTH, cepleTHas
HEJ0CTaTOYHOCTh. He Habmoganocs yBennueHus 4acToThl GeOpuiibHON HelTporieHnn. Pexe

OTMEUYAJIHNCh HEUTpomeHus: 3-4 CTENeHM TSKECTH, 3a/Jep)KKa KHUIKOCTH, Nepudepuyeckas

24
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CEHCOpPHas M MOTOpHAs HEHpPONATHs, CHIIb |H necﬂ@ﬁéﬂgg'ﬁh‘%ﬁ% (e Tﬁb'elm'i'pr'ﬁ.

JlonomHUTENbHO HAOMIONANNCh: OECCOHHUIA, IMOBBIINIEHUE KOHLEHTpAIMM KpeaTHHUHA B
KPOBH, TOBBIIICHHAS YTOMIISIEMOCTb, HEpETYISpHBIE MEHCTPYallHH, «IPWIMBBD) KPOBH K
KOKHBIM ~ TTOKpPOBaM, CJI€30T€UEHHE, JUCHENCHS/U3K0ra, TOJOBHasg O0ONb, OJIBIIIKA,
YBEJIMYCHUU MAacChl Tejla, CHH)KEHHUE MacChl Tena, Jxopanka (0e3 HedWTporeHuu), 001b B
KOCTSX, 00JI€BOM CHHAPOM, KOHBIOHKTUBUT, TOJIOBOKPYKEHHE, MPETO0OMOPOUHOE COCTOSHUE,
JaJIOHHO-TIO/IOIIBEHHBIN CHHJIPOM, HOCOBOE KPOBOTEUCHHE, CYXOCTh KOXHM, Kalllellb, PUHUT,
03HOO, peaklus B MeCTe BBEACHUS Ipernapara, CyXoCTb BO PTY, TaXxHKapaus (B TOM 4YHCIIE
CHUHYCOBas), apTepualbHas THUNOTEH3Us, JEUKOLUTOMNEHUs,, WH(PEKUUH C HEU3BECTHBIM
a0COJIIOTHBIM YHCIIOM HEUTPOUIIOB, HHPEKIUN 0e3 HEUTPOIICHUH.

Kombunayus ooyemaxcena c yucniamunom uiu kapooniamunom

[Tpu mpUMEHEHUHU 3TUX CXEM XHMHOTEpANUH M0 CPAaBHEHUIO C MOHOTEpANHel J0IETaKCeIoM
yale BO3HUKAIN TPOMOOLIMTONEHUS, BKIOYasi TPOMOOIUTONEHNIO 3-4 CTeneHu TSkKecTH (B
OoNbIICH CTEMEHW NpU NPUMEHEHUH KapOOIUIaTHHA); TOIIHOTA, BKJIOYas TOIIHOTY 3-4
CTETICHH TSDKECTH; PBOTA; Auapes 3-4 CTETIeHH TSHKECTH; aHOPEKCHs (B OOJbIIeH CTENEHH MpU
NPUMEHEHUHU IUCIUIaTHHA), BKIIOYasi aHOPEKCHIO 3-4 CTEneHH TSKECTH; 3arop; peakuuu B
MecTe BBeneHMs. OIHAKO peke HaOMIOJAINCh HEUTPONEHUWs, BKIIOYas HEUTpomneHuio 3-4
CTETICHU TSDKECTH; aHEMUS, BKIIIOYasi aHEMUIO 3-4 CTETIEHU TsDKECTH, HHPEKIUH; (peOprabHas
HEUTPOIIEHHS; AJJIEPrUYeCcKHe pPEaKkIK; KOKHBIE PEeaKIMM; MOpaXeHWE HOTTEH; 3aaepikka
KUAKOCTH, BKJIIOYAsl 3a/IEPKKY JKUJIKOCTH 3-4 CTENeHU TshKecTd (B OOJblIel CTeNeHH Ipu
MIPUMEHEHUHN KapOOIUTaTUHA); CTOMATHUT, IeprudeprudecKas CEHCOpHAasl ¥, B MEHBIIIEH CTENEHH,
nepugepruyeckass MOTOpHasi HEUPOATHSL; aTONEIHs; aCTEHUS U MUAJITHSL.

JlonoTHUTENBHO HAOIIOAANHNCh: JTUXOpaJKa MPU OTCYTCTBUM HH(EKIHMH, B TOM uucie 3-4
CTENEHU THKECTH; 00JIb.

Kombunayuu ooyemaxcena ¢ npeOHU3010HOM Ui NPeOHU30HOM

[Ipu mpuMeHeHUM aoIeTakcena B KOMOMHALMU C MPEAHU30JI0OHOM WM TMPEIHU30HOM IS
JICYCHHUSI METACTaTMYECKOT0 KaCTPAIlMOHHO-PE3UCTEHTHOTO paKa MpEeACTaTeNbHOU JKEeNe3bl,
[0 CPaBHEHHMIO C MOHOTEparuel JOIETaKCEeIOM, 3HAYUTENIbHO YMEHbIIajJach 4YacToTa
BO3HUKHOBeHMsT HP: anemuu, B TOM uncie W 3-4 CTENEHU TSOKECTH; WHQEKIIU;
HEUTpOIIEHNH, B TOM 4YHcie U 3-4 CTENeHU TSKECTH; TPOMOOUUTONEHUH; (eOpHIbHON
HEUTpOIIeHNH; CIa0OCTH; AJUIEPTUYECKUX peaKnuid; mnepupeprudeckoil CEHCOPHOH H
MOTOpPHOM  Heipomatuu;  ajoONEUuHd; CHIK;  JEeCKBamalMi;  TOIIHOTHL,  JUApEu;
CTOMaTuTa/(hapuHTUT; PBOTHI; AHOPEKCUHU; MUAITUU; apTPaJTHH; 3aJeP>KKH KHUIKOCTH; HO

qamie Ha6JIIOI[aJII/ICI: HapymicHus BKyCa U CCpACHHAA HCAOCTATOYHOCTD.
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- R T AR
JIOTIONHUTENBHO HAOIIOJANINCE: HOCOBOE KpO OTequHg,- Kka E;E'G£W"ﬂogmhhjelmdﬂ

YTOMJISIEMOCTb, CIIE30TEUCHHE, N3MEHEHUE HOTTEH.

[Ipn mpuMmeHeHHH OOIETaKcela B KOMOWHAIIMHA C TPETHU30JIOHOM WM TMPEAHU30HOM U
AQHTUAHJPOTEHHOW Tepanuen A JICYeHUS METacTaTU4YeCKOr0 TOPMOHO-YYBCTBUTEIHLHOTO
paka  TpeacTaTelbHOM  JKele3bl  HaOmiojanock — pasButue  ciaenayrommx — HP:
HelTponeHus/peOpuabHas HEHUTponeHusl (B TOM YuCiIe > 3 CTEMEHH TSDKECTH), aHEMUS,
peaKluy TUMEePIyBCTBUTEIHLHOCTH (B TOM YHCIE > 3 CTENECHU TSXKECTH), AuabeT (B TOM YuCIie
> 3 CTEeNeHW TSDKECTH), aHOPEKCHs, OeCCOHHMIA (B TOM YHCJIE€ > 3 CTENEHU TSHKECTH),
CEHCOpHasl HeWpomaTuss (B TOM 4Yuciae > 3 CTENEHH TSDKECTH), TOJIOBHas OOJb,
TOJIOBOKPYKEHUE, HApYIICHUE 3PEHUs, apTepUaIbHAs TUTIOTCH3HS, OJBIIIKA (B TOM YUCIe > 3
CTETICHH TSHKECTH), Kalllellb, MHPEKIIUU BEPXHHUX JbIXaTEIbHBIX MyTed (B TOM uucie > 3
CTEINEHU TSHKECTH), (hapuHTHUT, 1uapes (B TOM Yucie > 3 CTENeHH TSIKECTH ), CTOMATHUT, 3arop,
TOILIHOTA, JAMCIIENCcUsA, O0Jib B >KMBOTE, METEOpU3M, PBOTa (B TOM 4YHCIe > 3 CTeNeHu
TSDKECTH ), IONEIus (B TOM YUCIIE > 3 CTENEeHH TSHKECTH ), U3MEHEHHS HOTTeH (B TOM 4HcIe >
3 CTEneHM TSHKECTH ), ChIllb, MUAJTHUSI, TPUIITIONOA00HBIE CUMITOMBI, IETAPTHS (B TOM YHCTE >
3 cTeneHu TSHKECTH), acCTEHHs], MOBBILICHHE TEMIEpaTyphl Tena (B TOM 4Hcle > 3 cTeneHu
TSKECTH ), KaHJIUJI03 TIOJIOCTU PTa, 3aJeP>KKa JKUIKOCTH, TUIIOKaIbIIMeMHust, runodochareMus
(B TOM 4mcie > 3 CTETICHH TSKECTH ), TUITOKATHEMHSL.

Kombunayus ooyemaxcena c yucniamunom u pmopypayuiom

[Ipu mpuMeHeHUH 3TOM KOMOWHAIIMY 10 CPAaBHEHUIO C MOHOTEpAINuen JOIETaKCeIoM, Jalre
HaOMIOJAINCh HEHUTPOIICHMs, AaHEMHUs, B TOM 4YHCI€ © 3-4 CTENEeHH THKECTH;
TPOMOOIIMTONECHUSI, B TOM uucie U 3-4 crenmeHH TspKecTd; (eOpuiibHAs HEUTPONCHHS;
HelTporieHnueckue wuHpekuun (naxe npu npumeHenun [-KC®); TtomHoTa; pBOTAa;
AHOPEKCHST; CTOMATHT; Auapes; 330harut/mucdarus/00mu mpy TJIOTAaHUHU; PeXe HaOII0JAINCh
MH(pEKINY; aJUIepruuecKrue peakiuu; 3aiepikKa >KMJIKOCTH; nepudepudeckas cEHCOpHas U
nepudeprudeckas MOTOpHAs HEHPOMATHs; MHUAITHS; AJONEIHs; ChIb; 3YA; IMOpaKEHUE
HOTTEH; KOXKHasl IeCKBaMallvsl; HApYIICHHUs] pUTMa Cep/la.

JlononHuTenpbHO HAOMIOJANKCH: JIMXOpajgKa TMpPU OTCYTCTBUM HWHGEKIMH; JeTaprus
(COHNMBOCTh, 3aTOPMOXKEHHOCTb, OLCNIEHEHHE); HM3MEHEHHUS CyXa; TOJOBOKPYKEHHUE;
CJIE30TE€UYCHHE; CYXOCTh KOXXM;, W3)KOTa; WIIEMHUS MUOKap/a; BEHO3HbIC HApyIIEeHUs; O0JH,
0OYCITOBJICHHBIE OIyXOJIbIO; KOHBIOHKTUBUT; CHI)KCHHE MACChl Tela, 3arop, KEeIyZ04HO-
KHIIIEYHOE KPOBOTEUYCHHE, 00Ib (B TOM YHCIE CIACTUYECKas) B KUBOTE, HApPYIIEHHWE BKYCa,
ocsizanus U o0oHsHUSA. [Ipodunaktuueckoe npumenerune [-KCD cHmxaeT 4acToTy pa3BUTHS

beOpuIbHON HEUTPOTICHUH W/ UM HEUTPOTIEHNYECKUX NH(DEKITMOHHBIX OCTIOKHEHUH.
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Ta6auua 3. JaHHble, MNOJy4YeHHbIE IH noc%;'f;&zgpjd;ﬁ&llmH'Ef;llﬁb';&%g;lh
AoleTaKceaa
CucTeMHO-OpraHHbI| Yacrora HesxkenarenbHble peakuuu
KJace BO3HMKHOBEHHS
HeKeJIaTeJIbHbIX
peakuuii
JloOpokadecTBeHHEIE, Yacto OcTpsrit MHUEIIOUIHBIN JIENKO3 u
37I0Ka4€CTBEHHBIE U MUEIOAUCIIIATUYECKHUI CUHPOM,
HEYTOYHEHHbIE CBSA3aHHBIE C JOILIETAKCEJIOM, TPU €ro
HOBOOOpa30BaHUs OPUMEHEHUH B COYETaHWU C JAPYTUMHU
(BKITIOYAst KUCTHI U XUMHOTEPANeBTHYECKUMU CpeacTBaMu
MTOJIMIIBI) u/uam 00TydyeHuEM
YacroTa Bropeie mepBuuHBIE  HOBOOOpa3OBaHUS,
HEW3BECTHA BKIIIOYasi HEXO/KKMHCKYIO JTHMQOMY, pak
MOYeK, MpU MPUMEHEHUU JOlleTaKcenaa B
COUYETaHHUH c JIPYTHUMH
XUMHUOTEPANEBTHUECKUMH  TIpermapaTamH,
ACCOLIMMPOBAHHBIMU C Pa3BUTHEM BTOPBIX
MEPBUYHBIX HOBOOOpa3OBaHUM
Hapymenus co ctroponsr  |Yactora Coobmranock 00 YTHETCHUH
KpPOBH 1 TUM(PATUIECKONH |HEU3BECTHA KOCTHOMO3TOBOT'O KPOBETBOPEHUS U JIPYTUX
CHCTEMBI remaronorunueckux HP. Coobmanocs o
Pa3BUTUU CHHApPOMA JTUCCEMUHHPOBAHHOIO
BHyTpHucocyaucroro cBeptbiBanus ([IBC -
CHUHJPOMA), 4aCTO B COUETAHUU C CEIICUCOM
WM TTOJIMOPTaHHOW HEAOCTATOYHOCTHIO
Hapymenus co croponsl | Penko AHapunakTHYeCKWd  IIOK, HWHOTJAa C
UMMYHHOUN CHCTEMBI JeTaNbHBIM  UCXOJOM. Y  MAlUEHTOB,
MOJyYaBIINX  MPEMEAUKAIUIO,  JaHHBIC
Clydyau O4YE€Hb pPEAKO NPUBOAWIM K
JETATHbHOMY UCXOlY
Yacrota Coo01anocs 0 pa3BUTHH peakuui
HEU3BECTHA TUIEPYYBCTBUTEIBHOCTH C MOTEHLIUAIBHO
JeTalbHBIM HMCXOJIOM Ha JIOIeTaKcell, Yy
MAalMEeHTOB, Y KOTOPBIX paHEe OTMEYAIHCh
peaKuuMyd  THUIEPYYBCTBUTEIHHOCTH  HA
MaKITUTaKCe
Hapymenust merabonmusma |Yactora Coobmiamoch 0 choydasx  pa3BUTHS
U TTUTaHUS HEU3BECTHA HapyIICHUH  AJIEKTPOJMTHOrO  OanaHca.
CoobOmamoch 0 pa3BUTHH  CIIy4acB
TUIIOHATPUEMHH, TJIaBHBIM 00pa3oM, B

COYETaHMM C JerujapaTanueld, pBOTOH U

ITHEBMOHHUEM. OTMeuanuch ciy4dau
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CucTeMHO-OpraHHbIi YacrtoTa HesxeaTenppre peagmmr - - - *-H</
KJ1acc BO3HHKHOBEHHSI

HeXKeJIaTeTbHBIX

peakuuii

Pa3BUTHs TUIIOKAIMEMHH, THIIOMArHUEMHUHU
U TUNOKaJIbLIUEMUH, OOBIYHO CBSA3AHHBIE C
JKEJIYZI0YHO- KHUILIEYHBIMU HApPYLIECHUSIMH, B
yactHOCTH, ¢ juapeeil. Coolmanocs o
ClIy4asX pa3BUTHUs CHHJIpPOMa  JIM3HCA
OITYXOJIM, NHOT/A C JIETAIbHBIM UCXO0JI0OM

Hapymenus co croponsl | Penko Cynmoporn wiau  mpexoasmas  MnoTeps
HEPBHON CHUCTEMBbI CO3HAHMS, WHOI/IAa pa3BHUBAIOIIMECS BO
BpeMsi  BHYTPUBEHHOTO  HH(Y3MOHHOIO
BBEJCHUSA IIperapara

Hapymenus co croponsr | Peako Cne3oreuenue B COYETaHUHU c
opraHa 3peHus KOHBIOHKTUBUTOM WM 0O€3 HEro M OYeHb
penko - ciydau OOCTPYKLUUH CJIE3HOrO

KaHajga, MPUBOAAIIME K YPE3MEPHOMY
CJIE30TEUCHHIO, IJIABHBIM  00Opa3oM y
NAIUEHTOB, OJHOBPEMEHHO IOJIy4aBIIUX
JIpyrue IPOTHUBOOIYXOJIEBBIE IIpEnaparsl.
[Ipexondmue BU3yaJbHBIE PpPacCTPOMCTBA
(«BCTIBIIIKK CBETa» B TJa3ax, IOSBICHHUE
CKOTOM), OOBIYHO BO3HHMKAIOIIHME BO BpEMs
BHYTPUBEHHOI0 HWH(Y3MOHHOTO BBEJICHMS
Ipernapara U COYETAIOUIMECS C Pa3BUTHUEM
peakuuen TUIIEPYYBCTBUTEIBHOCTH,
KOTOpblE ~ OOBIYHO  MCUE3Id  [ocie
NpeKpalleHus BHYTpUBEHHOH HHQY3uu. Y
MAlACHTOB, MIOJIY4aBIINX JIeYeHue
JOLIETAKCEIIOM, a  TaKke  JpYruMU
TaKCaHaMH{, COOOIIAJIOCh O  CIydasx
pa3BUTHUSA KUCTO3HOI'O OTE€KAa MaKYyJIbl

Hapymenus co croponsl | Penko Cnyuan OTOTOKCHYECKOTO NEeUCTBUSA
oprasa ciyxa u mpenapara ¢ HapylIEHUSIMU CiIyXa W/HWIu
nabupuHTa norepeil  cimyxa,  BKIOYas  CIIydYad,
CBSI3aHHBIE c pUEeMOM JIPYTHX
OTOTOKCHYECKHUX IMperapaToB
Hapymenus co ctoponsr | Penko Benosnsie TPOMOOIMOOINUECKHE
cepaua OCIIO’)KHEHUS U UH(PAPKT MUOKap/ia
Yacrota VYV mnmanueHToB, MOJYyYaBIIMX JOLETAKCEN B
HEU3BECTHA KOMOWHAIMN c JTOKCOPYOHUITHOM,

dTopypammioMm u/unu mUKIohochamMugIoM
coo0manock O Pa3BUTUU JKEITYIOYKOBOM
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CucreMHO-OpranHbIi
KJ1ace

Yacrora
BO3HHKHOBEHHS
HesKeJIaTeJbHbIX
peakuuii

Home IR AR T TE 0002

apUTMUH,
TaxuKapIuio,

BKJIrO4as KCITYyAOYKOBOIO

nHoraa C JICTAJIbHBIM

HCX0a0M

Hapymenus co ctopoHbl
JIBIXaTEebHON CUCTEMBI,
OpPraHoOB I'PYAHOMN KIIETKH
U CPENOCTEHUS

Penko

OcTpsrit pecnupaToOpHbIN aucrpecc-
CUHAPOM, HHTCPCTUIHAJIbHAA HHGBMOHI/IH/
MTHEBMOHHUT, HWHTEPCTUIMANbHAA O0OJIe3Hb
JIETKUX, JETOYHBIH (GUOpPO3, AbIXaTenbHas
HEJOCTAaTOYHOCTh M (eHOMEH BO3BpaTa
MECTHOM JIy4eBOM peakuuu B

o0nyyeHHOU oO0nacTu,

paHee
KOTOpBIE  MOTJIU
IPUBOAUTL K JIeTalbHOMY wucxony. Ilpu
OJTHOBPEMEHHOM IPOBEJCHUU OOIydeHUs -
penxue

ITHEBMOHHTA

ciyvyau paguanuoOHHOTO

’KenmynouHo-KuIeyHbIe
HapyIIEeHUS

Penxo

Jeruaparanus, Kak CIEICTBHE pa3BUTUA
peakuMié  co  CTOPOHBI  JKEIyJOYHO-
KHIIIEYHOTO TPAKTa, BKIIIOYAS YHTEPOKOIIUT
U miepopario Kelyaka WIA KUIICYHUKA;
peakue  ciydau

HEMPOXOANUMOCTH ) u

wieyca  (KUIIEYHOH
KHILIEYHOU

00CTpyKIIUH

Yacrota
HEN3BECTHA

Coo0manoc 0 pa3BUTUU HHTEPOKOJINTA,
BKJIIOYAsl KOJIUT, WIIEMUYECKHM KOJIUT U
HEUTPONICHUYECKUI OHTEPOKOJIUT c

BO3MOXXHBIM JICTAJIbHBIM UCXOA0M

Hapymenus co ctopoHbl
NIEYEHU U
JKETYEBBIBOIAIINX yTEH

Ouensb penko

l'enatut, uHOrga C JETANIBHBIM HCXOAOM,
NPEUMYIIECTBEHHO Y  MAlUEHTOB ¢

COINYTCTBYIOIIIUMU 3a00JIeBaHUSMU TICYCHU
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CucTeMHO-OpraHHbIi YacrtoTa HesxeaTenppre peagmmr - - - *-H</
KJ1ace BO3HUKHOBEHUS
HeXKeJIaTeJbHbIX
peakuuii
Hapymenust co ctoponbsl | O4eHb peliko Ciyyan KOXXHOM  KpacHOM  BOJYaHKH,
KOXKH U TIOJIKOKHBIX OyJe3Hon CBITTH (Takoit KaK
TKaHen MHOTO(OpMHast pUTEMA), TSKENbIe
KOXKHBIE peakiuu (Takue Kak CHHIPOM
CruseHca-/[>)k0OHCOHa, TOKCUYECKUI
AMUAEPMAIIbHBIN HEKPOJIN3, OCTpBII
reHepaIn30BaHHbIN AK3aHTEMAaTO3HBIN

nyctyne3). CooOmanock O  pa3BUTHH
WU3MEHEHHH, TIOJOOHBIX  CKJICPOJICPMUH,
KOTOPBIM 00BIYHO MIPE/IIIECTBOBAI
nepudepudeckuii mumdocTas. B HeKOTOpBIX
CIy4asiX B pa3BUTHE OTHX COCTOSHUUN
BHOCHJIA CBOH BKJIaJ] HECKOJBKO (DaKTOPOB,
TakhMe KaK CONMYTCTBYIOIIUME WH(EKIUH,
OIHOBPEMEHHO  TMpPUHUMAaEMble  ApYyTHE
JICKapCTBCHHBIC npernapaTsl u
COMYTCTBYIOIIHE 3a00JICBAHMS

Yacrota Co0o011anock 0 ciaydasx CTOMKOHN anornenuu
HEN3BECTHA
Hapymenus co croponsr  |Yacrtora Coobmanoch 0  ciaydasx  pa3BHUTHSA
MBIIIEYHOM, CKEJIETHOM U | HEM3BECTHA MHO3UTA MPU IPUMEHEHUH JOLIETaKCENa
COEIMHUTEIIBHON TKaHU
Hapymenus co ctroponsr  |Yactora Coobmamocs 00 yxXyameHud (QyHKIUH
MIOYEK U MOYEBBIBOJSIINX |HEU3BECTHA MOYEK u pa3BUTHHI MMOYEYHOH
nyTei HEJ0CTAaTOYHOCTH, B OOJIBIITMHCTBE CIIy4aeB,
ACCOLIMUPYIOIINUXCA C  OJTHOBPEMEHHBIM
MIPUMEHEHUEM HE(POTOKCUIECKUX
MpernaparoB
OO01mue HapylIeHUS U Penxo Jeruaparanusi, OTEK JETKUX
peaKiuu B MecTe Yacrora [locne BBeneHWs AoLETaKcena B JIPyroe
BBEACHUA HEU3BECTHA MECTO HaAOII0JAJIOCH BO3HHUKHOBEHHE

peakuuMu B MECTE€ IPEBIIYIIEro BBEACHUS
(BOBHHKHOBEHHE KOXXHOW pEaKIid B MECTE
npeabIayIen SKCTpaBa3alun)

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mark 0 MOJ03peBaeMbIX HEXKENATENbHbIX PEeaKIUsAX I0Clie PETUCTpaluu
JIEKapCTBEHHOIO Mpemapara ¢ IeJbl0  00ecredYeHHus HENmpepbhlBHOTO MOHUTOpPUHTA

COOTHOILIECHUS «I10JIb3a — PUCK» JIEKAPCTBEHHOTO Mpernapara. MeIuIMHCKUM paboTHUKAM
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pEeKOMEHIyeTcsl coo0mare O JIIOOBIX 1T nozpeBa{w%i;-_l E%;éﬁaqgﬁ%lﬂf; C Tp%é:%k

JICKapCTBEHHOTO TIperapara 4epe3 HaIlMOHAIbHBIE CUCTEMBbl COOOIIEHUS O HEXeNaTeIbHbBIX
pEaKUHUIX rOCyAapCTB-WIEHOB EBpa3nuiicKOro 3JKOHOMHUYECKOr0 COrO3a.

Poccuiickas ®@enepanus.

depnepanbHas ciyx0a 1Mo Haa30py B chepe 31paBOOXpPaHCHHUS.

Anpec: 109012, r. Mocksa, CraBstHCKasl miiomaip, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Cair B WH(}OpPMAITMOHHO-TEIEKOMMYHHUKAITMOHHON ceTu «HTepHET!

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

4.9. Ilepeno3upoBka

CumMnOTOMBI

HmeeTcst He3HAUNTEIBHOE KOJIMUYECTBO COOOIICHUI O Mepea03UpPOBKE.

OCHOBHBIMU TIPOSIBIICHUSMU TIEPEAO3UPOBKU SIBISUTUCH TMOAABICHWE (DYHKIUU KOCTHOTO
Mo3ra, nepudeprudeckasi HHHPOTOKCHYHOCTh U MYKO3UT (BOCIIAJIEHUE CIIM3UCTHIX 000I0YEK).
Jleuenue

B Hactosiiee Bpems aHTHAOT K JAOLETaKcely He H3BecTeH. B ciydae mnepeno3upoBKU
MarUeHTa CleAyeT TOCHUTAIM3UPOBATh B CHEIUAIM3HPOBAHHOE OTACICHHE M TIIATEIBHO
KOHTPOJMPOBATh (DYHKIIHUIO KU3HEHHO BAKHBIX OpraHoB. [lammeHTaM clieqyer, Kak MOKHO

owicTpee, HazHauuTh [-KC®. [Ipn HeoOX0AMMOCTH - CUMIITOMATHYECKAsT TePaITHsI.

S. ®APMAKOJIOTHYECKHE CBOMCTBA

5.1. @apmakoanHaAMH4YeCKHe CBOWCTBA

@dapMakoTepaneBTUYECKass ~ TpyNna:  IOPOTUBOOIYXOJIEBBIE  CPEACTBA;  AIKAJIOUIbI
PacTUTENIBHOTO MIPOUCXOKACHUS U IpYTHe NPUPOIHBIEC BEIIECTBA; TAKCAHBI.

Kon ATX: LO1CDO2.

Mexanuszm geiicTBus

Jlouierakcen — NpOTUBOOMYXOJIEBBIN MpeNapaT PacTUTENBHOIO MPOUCXOXKACHUS (U3 TPYIIIBI
takcon10B). Ctabmnm3upyer TyOylnHH B MHKPOTPYOOUKax, MPEMATCTBYET WX pacrnaay, 4To
Hapymaer Qa3zy MUTO3a M MexQa3Hble MpOIECChl B OIMYXOJIEBBIX KieTkax. Jlomerakcen
A0JIro€ BpPCMs COXPAHACTCA B KIICTKAX, TIAC €ro KOHHOCHTpALUs JOCTUIaCT BBICOKHX
3HAYEHUM.

dapmakognaamMuyeckue P PeKTel

ﬂOHeTaKCCH AKTUBCH B OTHOIICHHWH HEKOTOPBIX, XOTA U HC BCCX, KJICTOK, IPOAYHUPYIOIIHUX B

U30BITOYHOM KOJHMYECTBE P-TIMKONPOTEHH, KOTOPBIA KOJUPYETCS T€HOM MHOKECTBEHHOM
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CIICKTP aKTHUBHOCTU B OTHOILICHHUU OHYXOJ’IGI\/'I MBIIIEH U MEPCBHUBACMBIX OITYXOJICBBIX KIJICTOK
YCJIOBCKaA.

Knnanyeckas 2dhekTHBHOCTE

Db dexkTrBHOCTH AoIETaKcena ObUIa JIOKa3aHAa B KIMHHUYECKUX HCCIEIOBAHHSX IPH pake
MOJIOYHOM  Kelle3bl,  HEMEJIKOKJIETOYHOM  pake  JIeTKOro,  pake  SIMYHUKOB,
TOPMOHOPE3UCTEHTHOM paKe MPeICTaTEIbHOM JKeTe3bl, paKe KeIyIKa, PaKe TOJIOBbI U IICH.
5.2. ®dapMakoKMHeTHYeCKHE CBOICTBA

DapMaKOKHMHETHKA Y B3POCIBIX

dapMaKkOKMHETHKA JOIeTaKcena HE 3aBUCUT OT J03bI M COOTBETCTBYET TpexdasHon
(apMaKOKMHETUYECKON MOJIENIN C TMEPHOAAMU MOTYBBIBEACHUS Ui o, B U ¥ ¢a3 - 4 MuH., 36
MHH. 1 11,1 9, COOTBETCTBEHHO.

Abcopoyus

[Tocne omHouacoBoit wH(Y3uH morerakcena B no3e 100 mr/mM2 cpegHue 3HAYCHUS
MaKCHMaJIbHOW KOHIICHTparuu norerakcena B miasme (Cmax) coctaBisuid 3,7 MKI/MI ¢
COOTBETCTBYIONICH TUIOIIAABIO IO KPUBOH «KoHIIeHTpalus-BpeMs» (AUC) 4,6 MKr*u/mi.
Pacnpeoenenue

Cpennrie 3Ha4YeHHs s OOIIEro KJIMpPEHCa W 00beMa pachlpeleNieHus B PaBHOBECHOM
coctossHUU cocTaBsuid 21 /u/M2 u 113 11, COOTBETCTBEHHO. 3HAUYCHUS OOIIETO KIMpEHCa
JIolIeTaKcesna y pa3HbIX MAallMeHTOB pa3inyairch npubnu3uTensHo Ha 50 %.
Bbuompancgopmayusn u snumunayus

Horuerakcen 6onee yem Ha 95% cBA3bIBaeTCs ¢ OeIKaMU II1a3Mbl KPOBU.

Jlotierakcen mocie OKHCIEHUS TepT-OyTHIIOBOW 3(pUpPHON Tpynmbl ¢ MOMOIIBIO CHCTEMBI
uzopepmentoB P450 B Teuenue 7 nHeH BBHIBOAUTCS 4yepe3 MOYKU, ¢ MOUOH (6% BBeAeHHOU
JI03bI) U Yepe3 KeNyA0YHO-KUILIEYHbIN TpakT, ¢ KajoM (75% BBeneHHoi 103b1). Okosno 80%
OT BBEJCHHOW JI03bI JOlleTakcela B TeueHHWE 48 YacoB BBIBOJAMUTCA C KajJOM B BHIE
MeTaboIUTOB (OCHOBHOTO HEAKTHBHOTO META0OJIMTa M TPEX MEHEe 3HAYMMBIX HEaKTUBHBIX
MeTaboIUTOB) U B OUEHb HE3HAYUTEIHHOM KOJIMYECTBE - B HEU3MEHEHHOM BHU/IE.

Bospacm u non

dapMaKOKHHETHKA JAOIETAKCeIa He 3aBUCUT OT BO3pacTa M MoJia MalueHTa.

Ileyenounas nedocmamouHocmy

[Ipu cnabo M yMepeHHO BBIPAKCHHBIX HAPYIMICHUSIX (YHKIUA TeUYeHU (AaKTUBHOCTh
ananmHamuHoTpancdepasbl (AJIT) u acmapraramunorpanchepasp (ACT) > 1,5 ux BepXHHUX

rpanun; HopMmbl (BI'H) B coderanum ¢ akTUBHOCTBHIO ImenodHoil ¢ocdaraser > 2,5 BI'H)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

3aoepoicka sHcuoxocmu
[Ipu cnaGoil WM yMepeHHOH 3aJep)KKe >KUIKOCTH KIUPEHC MAOIeTaKcena HE MEHSEeTCS;
CBEICHMI 0 ero KIMPEHCE MPU BBIPAKEHHON 3aJIePHKKE KHUIKOCTH HET.
Kombunuposannas mepanus
[Ipu KOMOMHUPOBAHHOM MPUMEHEHHUH JIOIETAKCEN He BT Ha KIMPEHC JOKCOPYOUIIMHA U
IUIa3MEHHYI0 KOHIICHTPALMIO JOKCOpYOMIMHOMa (MeTaboiauTa IOKCOpYyOWIIMHA) B IUIa3Me
kpoBu.  dapMakOKMHETHYECKME  TOKa3aTelnu  JIolleTakcena,  JOKCOpyOMIMHA U
nukiodochaMua He U3MEHSUTUCH NPU WX OJHOBPEMEHHOM MpuMeHeHud. KanenuraOuH He
BIUseT Ha (papmakokuHeTuky norerakcena (Cmax, AUC), a monieTakcen, B CBOIO ouepe/ib, HE
BIMsIeT Ha (apMaKOKMHETHKY KarenuTaOmHa M Hauboyiee BakHOro MeTabonuTa
kanerutabuaa (5-DFUR). Knmpenc nmomerakcena mnpw KOMOWHHUPOBAHHOW Tepamuu C
[UCIUIATUHOM HE MEHSEeTCsl 10 CpPaBHEHUI0 C €ro KIWPEHCOM NpU MOHOTEPAIHH.
dapMakOKMHETHYECKUH TpoQMIb IMCIUIATHHA BBOJUMOIO BCKOpe THocie HHQY3UH
JIoLIeTaKceNa He OTJIMYAJICS OT TAaKOBOT'O MPHU BBEIEHUH OJHOTO IuciiaThHa. [IpenHu3oH He
BIMSET Ha (papMaKOKMHETHKY JOLleTaKcena, BBOJUMOTO MOCE CTaHIAPTHON MpeMeauKaluu
nexkcameTazoHoM.  KoMOuHMpoBaHHasi — Tepamus — JIOIIETaKCeloM,  LHCIUIATUHOM U
dTOpypaumiom He U3MEHsET uX (hapMaKOKHUHETHYECKUX MOKa3aTeleH.

eTH
VY nereii papmakoKMHETHYECKHE MOKa3aTed MPU MOHOTEpANHU JOLIETaKCEeJIOM U Tepanuu
JIOLIETAaKCEJIOM B KOMOMHAIMM C LUCIUIATUHOM M (PTOpypauujiioM ObUIM aHAJIOTMYHBIMU
TaKOBBIM Y B3POCIIbIX.
6. ®APMAIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOTaTeJbHBIX BEellleCTB
[Tommucopbat 80
DTaHoI (CIIUPT ITUIOBBIN OE3BOIHBIN)
JlumoHHas Kuciora
6.2. HecoBmecTUMOCTH
JlaHHbBIN JIeKapCTBEHHBIN MpernapaT HE CIeIyeT CMEIIMBAaTh C JAPYTUMHU JIEKApCTBEHHBIMU
IpenapaTami, 3a HCKJIIOUEHUEM YIOMSHYTBIX B paszene 6.6.
6.3. Cpoxk rogHocTu
2 roja.
6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHHH

B 3amuiieHHOM 0T cBeTa MecTe mpu Temiieparype ot 2 1o 8 °C.
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6.5. ®opma BbINMYCKA M YIAKOBKA

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ITo 1 mm, 2 mi, 4 mut, 5 M, 5,5 M, 6 mu, 6,25 M, 7 mot, 7,5 mut, 8 M w9 mut npernapara BO
(d1aKoHBI U3 HEHTPATBHOTO CTEKJa | THAPOMUTUYECKOTO Kiacca, TePMETUYHO YKYIIOPCHHBIE
PE3UHOBBIMH NMPOOKAMHU U KOJIMaYKaMU aIFOMUHHEBO-TIACTUKOBBIMH.

[To 1 ¢pnakoHy BMeCTe ¢ TMCTKOM-BKJIQJIBIIIEM IOMEIIAIOT B KAPTOHHYIO MAYKYy.

ITo 3 umm 5 ¢GakoHOB BMECTE C JTUCTKOM-BKJIAJBIIIEM MOMEMIAIOT B KAPTOHHYIO MAdKy C
MEePEropOIKaAMH.

ITo 20, 35 wm 50 (IakOHOB C paBHBIM KOJMYECTBOM JIMCTKOB-BKJIAIBIIIEH MTOMEIIAIOT B
KOpOOKY M3 KapTOHA C MEePEropoIKaMu (JIJIs1 CTAIlMOHAPOB).

6.6. Oco0Oble Mepbl MNPeIOCTOPOKHOCTH TP YHUYTOKEHUHM HCIOJH30BAHHOIO
JIEKAPCTBEHHOr0 Mpenapara #  OTXO0JA0B, TMOJYYEHHbIX TIOCJde MPUMEHEHUs!
JIEKApPCTBEHHOI0 MpenapaTa ujiM padoThbl ¢ HUM.

[IpuroroBiaeHne pacTsopa Uit nHd y3ui

[Ipenapar Jlonerakcen, KOHIEHTPAT JIJsl IPUTOTOBIICHUS pacTBopa ais uHQy3ui, 20 mr/mi,
HE HYXJAeTcs B IMPEIBAPUTEIbHOM pa3BEIACHUU pPACTBOPUTENEM M YK€ TOTOB JUIs
no06aByieHNs B MH(Y3MOHHBIN PacTBOP.

Kaxxapiii ¢uiakoH mpemnapara npeaHa3HadeH Ui 0JIHOPa30BOr0 MPUMEHEHUS U JOJKEH ObITh
Cpa3sy ke MCIIOJIb30BaH.

[lockonbKy Tmpemapar XpaHUTCS B XOJOIWIBHUKE, IIepel €ro HUCIOJIb30BAHUEM IS
MIPUTOTOBJICHUSI pacTBOpa st UHQPy3ui, TpeOyeMoe KOIMYEeCTBO (PIIAKOHOB C TperapaToMm
HEO0OXOAMMO B TEUEHHUE 5 MUHYT BBIJEPKATh MPU KOMHATHOM TeMriepatype (He Boie 25 °C).
Heo6xoanmelii 00beM KOHILIEHTpaTa B COOTBETCTBHU C TPeOYeMOH /10301 BBOJIUTCS B MEIIOK
s uHPy3ui unm ¢aakoH, coaepxkamuii 250 ma 5 % pactBopa aekctpos3sl wim 0,9 %
pactBopa Hatpus xjopuaa. Ecou TpeGyemas mosza morerakcena mpesbimaer 200 mr, To ee
clenyeT pa3BOAWTH B OoJiblleM OOBEME pacTBOpa sl MHQPY3UH, YTOOBI KOHIIEHTpAITUs
Jolerakcesna He onuia Beie 0,74 mr/mo.

Conmepxxumoe Memka a1 uHQY3uil unn (ruakoHa creayer mnepeMeliaTb ¢ MOMOIIBIO
BpalllaTeNbHbIX JBWKEeHUN. MH(Y3Us MOTydeHHOro pacTBOpa JI0JKHA ObITh MPOBEACHA HE
no3aHee 6 4 Mocie MPUroToBIeHUs (BKItouas | 4 BBeACHHUS) MPU KOMHATHOM TeMIepaType
(ue Borre 25 °C) 1 0OBIYHBIX YCIOBUSX OCBEIIICHHOCTH.

[IpuroroBneHHsli pacTBOp Id WHQY3UH, Kak W J00ble JApyrue Mpernaparbl  JUIs
MapeHTepaIbHOTO MPUMEHEHHS, HEOOX0AUMO OCMaTpUBATh Mepesl BBEIEHUEM; IIPU HATUYUU
0CaJIKa pacTBOP CIEAYeT YHUUTOKHUTD.

O6DaH_I€HI/I€ 1 MEPBI IPEAOCTOPOKKHOCTH ITPHU OGDaH_IGHI/II/I ¢ npenapatom JloneTakcen
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NOTEHIMAJIBHO TOKCHYECKUX BEIIECTB, HEOOXOAMMO COOIIOAaTh OCTOPOKHOCTH MPU €ro
IIPUMEHEHNUHU U TIPUTOTOBIEHUH PacTBOpOB. PekoMeHyeTcst nosb30BaThes nepuatkamu. Ecin
pacTBop mpenaparta Jlouerakcen momajaeT Ha KOXY, €€ CleJyeT HEMEIJICHHO TIIATEeJIbHO
BBIMBITH BOJOM ¢ MbUIOM. [Ipu monmagaHuu KOHIIEHTpaTa WM WH(QY3MOHHOIO pacTBOpa
npenaparta Jlomerakcen Ha CIU3UCTBIE OOOJOYKM HMX CJIEAYyEeT HEMEAJICHHO TINATEeIbHO
IIPOMBITH BOJOM.

Becyr ocraBmmiics J€KapCTBEHHBIM TMpemapar W OTXOAbl CJIEAYEeT YHUYTOXHUTH B
YCTaHOBJIECHHOM MOPSIKE.

7. JEPKATEJIb PETUCTPAIIMOHHOT' O YIOCTOBEPEHUA

Poccniickas @enepanys

000 «OnkoTaprer»

Opuanueckuit agpec: 109316, r. MockBa, BH.T€p.I. MyHUIMNIAIbHBIA OKpyT [leyaTHukwy,
npocnekT Boarorpaackui, 1. 42, k. 24, stax 2, koM. 193.

Ten.: +7 (495) 233-01-38

e-mail: info@oncotarget.pro

7.1. llpencraBuTeb AepKaTessi peTHCTPALMOHHOIO YA0CTOBEPEHUSI HA TEPPUTOPHH
Comoza

IIperen3uun norpedbuTeiell HANPABIATS 10 AJIPECY:

Poccuiickas @enepanus

000 «OnkoTaprer»

IOpunnueckuii agpec: 109316, r. Mocksa, BH.Tep.I. MyHUIMINIAAbHbIN OKpyr IledyarHuku,
npocnekT Boarorpaackuid, 1. 42, k. 24, stax 2, koM. 193.

Ten.: +7 (495) 233-01-38

e-mail: info@oncotarget.pro

HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

8.  JIATA MEPBUYHOI PETMICTPALIAM (TIOXTBEPKIEHUS
PETMCTPALIMM, IEPEPETICTPALIAN)

9. JATA IIEPECMOTPA TEKCTA
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OO0mass  XapakTEepPUCTHKA JIEKAPCTBEHHOTO

COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 06.03.2024 N= 44128

npenapaitd = bHerikéet | Biolryrmia’ 4

UHPOPMALIMOHHOM TmopTane EBpa3uiickoro 3KOHOMHMYECKOTO COi03a B HH(OPMALHMOHHO-

KOMMYHUKaIIMOHHOM cetn «HTepHeT»: http://eec.eaeunion.org/.
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