20.04.2023

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITIPEITAPATA

Kamriro IIC, 20 mMr/mi, KOHIIEHTPAT AJI TPUTOTOBJICHHS pacTBOpA st HHY3UH.

2. KAUECTBEHHBIN 1 KOJJTMYECTBEHHBIN COCTAB

JleficTByrolee BEIECTBO: HPUHOTEKAH.

Kaxxapiit M1 koHLIeHTpaTta cofepuT 20 Mr upuHOTeKaHa (B BUJIE TUAPOXJIOpUIA TPUTHIIPATA).
Kaxxnprit ¢pnakon 5 mit conepxut 100 Mr upuHOTeKaHa (B BUJIC THAPOXJIOPHIA TPUTHIPATA).

Kaxnapiii dpmakon 15 M cogepxut 300 Mr uprHOTEKaHa (B BHJIC THIPOXJIOPHIA TPUTHAPATA).

BcnomorarennHbie BCIICCTBA, HAJIMYMUC KOTOPLIX HAJA0 YUYHUTBIBATH B COCTABC JICKAPCTBCHHOI'O

npenapara: JI-copouTos, HaTpuii (cMm. pazaen 4.4).

[TonHbIN TEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEJIECH B paseie 6.1.

3. JEKAPCTBEHHAS ®OPMA
KoHueHTpat 17151 IpUroTOBIEHUS pacTBOPA AJIst HHPY3UH.
[Tpo3paunblii, OT OECIIBETHOI'O C JKEJITOBAaThIM OTTEHKOM JIO CBETJIO-KEITOr0 WJIM CBETJIO-

3CJICHOBATO-XKCJITOTO IBETA paCcTBOP.

4. KIMHUYECKHUE JJAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

IIpenapar KamnTo I[C mnokazan juis jedeHUs MAlMEHTOB C MECTHO-PACIPOCTPAHEHHBIM WIIN
METAaCTaTUYECKUM PaKkoM 000 JOYHOMN U MPSIMOM KHUILIKH;

- B KOMOMHaIMU ¢ TOpypanuaoM U Kajablus (HOJTUHATOM y MALMEHTOB, paHee He MOIy4aBIIuX
XUMHUOTEPAIHIO;

- B MOHOTEpAaINuM y MalueHTOB ¢ MPOrpecCHpoBaHUEM OO0JIE3HH MOCie POBEACHUS CTaHAapTHON

HpOTHBOOHyXOHCBOﬁ TCpaIunu.

4.2. Pe:kum 103UPOBaHNS M CIIOCO0 MPUMEHEHHU s

[Ipenapat npeaHa3HaueH TOJIBKO JAJISl B3POCIBIX.
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[Ipenapar Kamnro IIC mpumeHsercs kak B BHJIE MOHOTEpAlUd, TaKk U B KOMOWHAIMHM C
bTopypaumiom u Qonunarom kanbuusg. [Ipu BeiOOpe H03bI M pekMMa BBEIACHHS CIEAYET
oOpalarbecs K ClieUaIbHOM JINTEPATYPE.

PexxuM J103upoBaHus

B peacume monomepanuu npenapar Kamnro 1IC npumensercst B 1o3e 125 Mr/m? moBepXHOCTH
Tela EXKEHeIeIbHO B TeueHue 4 Hemenb B BHiue 90-MHUHYTHON BHYTPUBEHHOW HH(QY3UU C
TIepephIBOM B 2 HeJeNH, a Takxke 350 Mr/mM? B BUJIE YacOBOM BHYTPHBEHHOH MH(Y3HH Kakble 3
HEZENu.

B cocmage kombunuposannoit xumuomepanuu ¢ GTopypanusioMm U Kaublus (OJIMHATOM 032
npenapata Kamnro I[C cocTapiseT mpu exXeHeAenbHOM BBEACHHMH 125 MI/M2, mpu BBEICHHH
yTeM MPOOJLKUTENbHON uHYy3un 1 pas B 2 Hememu - 180 mr/m2. JI03bl M peXuM BBEIEHHS
¢dTopypanmia u Kaneus GponrHaTa MoAPOOHO OMMUCAHBI B CHIEIIMATIBHOMN JIUTEpaType.

[Ipu nro6oit u3 npemiokeHHbIX cxeM npuMmeHenus npernapata Kamnro LIC tepanuto criemyer
IPOJOHKATh O TEX IMOp, MOKa OTMEuYaeTcss OTBET Ha JieYeHHWe WM He Halrojaercs pocra
onyxonu. Creayer TMOCTOSHHO KOHTPOJIMPOBaTh COCTOSIHUE TMAlMEHTa TIPU  Pa3BUTUU
TOKCUYHOCTH, KOTOpasi HE KYyNHUPYETCS CHIKEHHEM J03bl Ipernapara M MOJAEpKUBAIOIIEH
Tepanuen.

Pexomenoayuu no moougpukayuu 003l

B pesxnMe MOHOTEpaIiH CHIKEHNEe HadanbHo# 10361 Kammro 1IC ot 125 mMr/m? 1o 100 Mr/m? 1 ot
350 mr/m? mo 300 Mr/mM2, a Takxke CHIbKeHHe 1036l oT 125 Mr/M? 10 100 mr/m? u ot 180 mr/m? 1o
150 Mr/M? B pexuMe KOMOMHHPOBAHHOH Tepaliy MOKET OBITh PEKOMEHIOBAHO y MAIEHTOB B
Bo3zpacte 65 JeT W cTrapuie, IpU NPEAIIECTBYIOLIEH SKCTEHCHUBHOM JIy4eBOW Tepamnuu, MHpu
nokaszarese OOILIero COCTOSIHMS MAIMeHTa, PaBHOrO 2, NpPU IOBBIIEHHONW KOHILIEHTPAIUH
OmMpyOrHa B KPOBH, IIPU COMYTCTBYIOIIEM PaKe JKeITyaKa.

[Tpu npumenenuun npenapara Kamnro LIC B xomMOMHanuu ¢ kanenuTaOMHOM Y TalMEHTOB B
BO3pacTe 65 NeT u cTaple, clefyeT CHU3HTh 103y KanenuTaduna g0 800 mr/m® Ba pasa B CyTKH,
B COOTBETCTBHH C MHCTPYKILHUEH MO MpUMEHEHUIO KamernuraduHa. Takxke cienyer oOpaTUThes K
pPEKOMEHIalMsIM 110 IPUMEHEHHUIO KareunTabruHa B KOMOMHUPOBAHHOMN Tepamnuy B CHEHaTbHOM
JUTEepaType.

Beenenne npenapara Kamnro IIC He cnexyer mpoBOAMTH OO TEX IOp, MOKAa KOJIUYECTBO
HelTpoduiaoB B nepudepuyeckoit KpoBu He MpeBbICUT 1500 KIeTOK/MKI KpOBH, U TIOKa HE OyIyT
MOJIHOCTHIO KYITMPOBAHBI TAKHE OCIIOKHEHUS, KaK TOIIHOTA, PBOTAa U 0coOeHHO Auapesi. BBenenue
mpenapara Jo pa3perieHus: BceX MoOOYHBIX SBICHUN MOXHO OTJIOXHTH Ha 1-2 Henenu. B ciyuae
ecnu Ha (OHE JIeUSHHsI Pa3BUBAETCS BHIPAXKEHHOE YTHETEHHE KOCTHO-MO3TOBOT'O KPOBETBOPEHHUS

(kommuecTBO HedTpouiaoB Menee S500/MKI KpPOBH W/MIM KOJMYECTBO JIEHKOIIMTOB MEHEE
2 u3 38



20.04.2023

1 000/mMxn kpoBu, w/mim KommdecTBO TpomOomuToB MeHee 100000/mkn) wnm (ebpuabHas
HerTponeHus (konumdectBo HerTpodmioB 1 000/MKI ¥ MeHee B COYECTAHMHM C IOBBIIICHHEM
temrneparypsl Tena 6onee 38 °C), wim HHPEKIMOHHBIE OCIIOKHEHUS, WIN TsDKENas Auapes, WiIu
Jpyras. HEreMaroJIoTMYecKass TOKCUYHOCTh 3-4 CTENeHH, MOCIEAYyIOIUEe J103bl Ipernapara
KamnTo IIC u npu HeoOXoaumMocTH ¢Topyparnuia cieayer cHu3uTh Ha 15-20 %.

[Ipu  mosiBIEHMM  OOBEKTHBHBIX  MPU3HAKOB  IPOTPECCUPOBAHUS  3JI0KAYECTBEHHOIO
HOBOOOPA30BaHU MU PA3BUTUU HEKOHTpOJIMpyeMoi TokcnuHocTH Tepanuto Kammnro LC cnenyer

IIPEKPATUTD.

Oco0nIe T'pYIHIIBI NAlIMCHTOB

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

[Tpu KoHUEHTpaluy OUIMPyOHUHA B CHIBOPOTKE KPOBH, MPEBBIIIAIONIEH BEPXHIOIO IPAHUILy HOPMBI
He Oornee, yeM B 1,5 pasa, B CBS3H C MOBBIIICHHBIM PHCKOM Pa3BUTHS BBIPAKEHHOW HEHTPOIIEHUH
cienyeT TIIATEIbHO KOHTPOJIMPOBAaTh IMOKAa3aTeld KpOBH Yy mauueHrta. llpu mnoBbleHnn
KOHIIEHTpanuu Oounupyouna Oonee yeM B 3 pasa, jeuenue mnpemnaparom Kammnro LIC crnemyer

IIPEKPATUTB.

Tayuenmoi ¢ napywenuem hynkyuu novex
JlanHble o 6e30MacHOCTH U 3PPEKTUBHOCTH OTCYTCTBYIOT. [IpenapaT He0OXOAMMO PUMEHSTS C

0CTOPOXKHOCTRIO. [IpenapaT He pekoMeHIyeTcs MalueHTaM, MoIy4YarolluM FreMOoAHalu3.

HauueHmbl NnoJHCUI020 8o3pacma

Kakune-nm60 oco6ennoctu npumenenus npenapata Kamnro L{C y moXuIbIX 110/1€# OTCYTCTBYIOT.
Jlo3y mpemapara B KaXJOM KOHKPETHOM CiIydae CleQyeT MOA0MpaTb C OCTOPOXKHOCTBIO.
HeoOxoaumo TiiaTeslbHO KOHTPOJIMPOBATh COCTOSIHUE MAllMEHTOB B Bo3pacte 65 JIeT U cTapuie B

CBs3U C INTOBBINICHHBIM PUCKOM pPa3BUTHUA paHHeﬁ AUuapen 'y JaHHOI TpYHIIbI TAITUCHTOB.

Hayuenmuol co cnuoicennou akmuenocmoio YI'TIA I

[TaruenTts! ¢ Bapuantamu YI'T1A1*28 unu *6 (0coO€HHO TOMO3UTOTHBIE) UMEIOT MOBBIILIEHHBIN
PHUCK BO3HUKHOBEHUS TOOOUHBIX AP (HEKTOB, TAKUX KaK HEUTPONEHHs U quapes. Y TOMO3UTOTHBIX
MAIMEHTOB CIEAYyEeT PacCMOTPETh BO3MOKHOCTh CHIDKEHHUS HA4allbHOM J103bI HPUHOTEKaHa (CM.
paznen 4.4). Kpome toro, *28 u *6 TOMO3HIOTHBIE W TE€TEPO3UTOTHBIC IMAIUCHTHI JTOJIKHBI

HaXOJIUTHCS TOJ] TIIATEILHBIM HAOIIOACHUEM Ha TIPEIMET HAJTUYH HEHTPONICHUN U JHAPEH.
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Jns maHHOW TOMYJSALMM TAIMEHTOB HET YETKUX PEKOMEHIAIMA IO KOPPEKIMH 03Bl |
yMEHBIIIEHWE J03bl TIpemapara CjeAayeT NPOBOJWTh Ha OCHOBAHWHM WHIAWBHUIYaJIbHON

IIEPEHOCUMOCTH JICUEHUSI.
eTH
bezonacHocth u 3¢ dexkTuBHOCTh npenapaTta Kamnro LIC y nereit B Bo3pacte ot 0 1o 18 jet He

YCTaHOBJICHBI. /[aHHBIE OTCYTCTBYIOT.

Croco0 rmpuMeHeHus

[Tpenapat Kamnto LIC BBoguTCS B BHIe BHYTPUBEHHON HH(Y3UU MTPOJOIKUTEIFHOCTHIO HE MEHEE

30 munyT U HE 601ee 90 MUHYT.

WNupopmanus o padbore ¢ HUTOTOKCUYECKUMU TIperaparaMy puBeieHa B paszaene 6.6.
WHCTpYyKIIMKM 1O MPUTOTOBIICHUIO JIEKAPCTBEHHOTO IIpermapaTa Mepel MNPUMEHEHHEM CM. B

pasnene 6.6.

4.3. IIpoTuBONOKA3aHUS

®  THUIEpPUYYyBCTBUTEIBHOCTh K MPHUHOTEKaHY WJIM K JI0OOMY U3 BCIOMOTaTENbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B paszene 6.1;

e  XpOHMYECKHE BOCHAJIUTENbHbIE 3a00J€BaHMS KHUIIEYHUKA W/WIM HapyIIEHUS KUIIEYHOH
POXOIUMOCTH;

®  BBIPAXEHHOE YTHETEHHE KOCTHOMO3IOBOTO KPOBETBOPEHUS,

e  KOHIEHTpauus OunMpyOMHa B CHIBOPOTKE KpOBH, MpeBbIIIaromas Oosiee yeM B 3 pasa
BEPXHIOIO TPaHUILy HOPMBI;

e oOmee cocrosHME TManueHTOB, oreHuBaeMoe mno Imkane ECOG (Eastern Cooperative
Oncology Group) > 2;

®  O/IHOBpPEMEHHOE NMPHUMEHEHHE C BaKI[MHOM JKEJITOH JTMXOPaIKH;

e  OepeMEeHHOCTb U MepUO] IPYAHOTO BCKAPMIIMBAHUS,

e  JIETCKHIi BO3pacT (JaHHbIE M0 O0e30MacHOCTH 1 3P(HEKTUBHOCTH Y IeTel OTCYTCTBYIOT).
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4.4. OcoOble yka3aHHus 1 MepPbl NPeI0CTOPOKHOCTH MPH MPUMeEHEeHUH

C ocmoposcnocmoio

JlyueBas Tepanus (B aHAMHE3€) Ha 00JIACTh OPIOIIIHOM TOJIOCTH UM Ta3a (BBICOKUN PUCK Pa3BUTHS
MUEJIOCYTIPECCUH), JICUKOLUTO3, MAIMEHTHI JKEHCKOTO Mojia (MOBBIIIACTCS PHUCK Pa3BUTHS
Japer ), TIoYeyHasi HeJIOCTaTOYHOCTh (JTaHHBIE 1O 0€30IMaCHOCTH OTCYTCTBYIOT), THIIOBOJIEMHSI,

MMOBBIIICHHBIN PHUCK BEHO3HEBIX TpOM603M6OJ'H/ILIeCKI/IX OC.]'IO)KH@HHFI, MMOKUJION BO3pacT.

Ocoovle ykazanus

Jleuenue mpemapatom Kamnto IIC 1gomkHO mNpOBOAUTHCS B ClEHUAIM3UPOBAHHBIX
XUMHOTEPANEeBTHUECKUX OTACNEHUSAX IMOJA HaONI0JIEHUEM Bpaya, MMEIOIIEro OIMBIT paboThHl ¢
MIPOTUBOOITYXOJIEBBIMH TIPETapaTaMu.

VY nanuenrtos, nonyyatonux Kamnro L{C, He00X0aMMO €XEHEEIbHO OLEHUBATh Pa3BEPHYTHIN
KJIIMHUYECKUI aHaIW3 KPOBU M CIEAUTh 3a (yHKIHMEeH mnedeHu. J(uapes, BO3HUKaromas Kak
CJIEJICTBUE ITUTOTOKCUYECKOTO IEHCTBUS Ipernapara (0TcpoueHHas Auapesi), OObIYHO OTMeUaeTCst
He paHee 24 yacoB mocie BBenaeHus mnpernapata Kamnro L[C (y OoibIIMHCTBA MAlMEHTOB B
cpenHeMm uepe3 S5 nuei). Ilpu mosBiIeHHH MEPBOTO SMU30[a KUAKOTO CTyJa HE0OXOAUMO
Ha3HA4YE€HHE OOWJIBHOTO TUThS, COJAEPXKAIICTO DSJICKTPOIUTHI, M HEMEIJEHHOE IPOBEICHUE
MPOTUBOAMAPEHHON Tepanuu, BKIIOYAIOIIEH MpHEeM JiomepaMua B BBICOKHX J103aX (4 Mr Ha
MEPBBIN MIPUEM U 3aTEM M0 2 MT KaKable 2 Jaca). Ty Tepanuio MPOoJ0IKAIOT €Ille B TeUeHUE He
MeHee 12 4YacoB MOcCie TMOCHEIHEro SIMHU30/1a KHUAKOTO CTyJa, HO He Oosiee 48 yacoB u3-3a
BO3MO>KHOCTH Pa3BUTHS MMape3a TOHKOM KUIIKU. Eciu quapest paciieHuBaeTcs Kak Tspkesas (6osee
6 SIH30JI0B JKUJKOTO CTyJa B T€UYEHHE CyTOK WIIU BBIpaXCHHBIE TEHE3MBI), a TAKXKe, €CIIM OHA
COTIPOBOXKAAETCS PBOTOM WJIM JIMXOPAJAKOW, MAIUEHT JOJKEH OBITh CPOYHO TOCIUTATM3UPOBAH
JUISL TIPOBEJICHUSI KOMIUIEKCHOTO JICYEHUS, BKJIFOYAIOIIETO BBEJIEHUE aHTUOMOTHKOB IIMPOKOTO
criekTpa aercTus. [Ipu ymepenHol min c1aboBbIpaXeHHOM quapee (MeHee 6 AMH30710B KUIKOTO
CTyJla B TEUEHHE CYTOK U YMEPEHHbIE TEHE3MBbI), KOTOpasi He KYIUPYETCs B TEUCHHUE MEePBhIX 48
4acoB, HEOOXOAMMO HauyaTh MpPUEM aHTHOMOTHKOB IIUPOKOTO CIEKTpa ACUCTBUS BHYTpPb, MpU
ATOM TAlMEHTa PEKOMEHAYETCS TOCIHUTAIM3UPOBaTh. [Ipy OMHOBPEMEHHOM BO3HMKHOBEHUU
JMapeu M BBRIPAKEHHON HEUTpOTNeHn! (KOJIMIeCTBO JeHKOUTOB MeHee 500 KIIeTOK/MKII KPOBH) B
JOTIONTHEHWE K aHTHAWAPEHHOW Tepanmuu ¢ NpOoUIAKTUYECKOW IENbI0 BHYTPh HAa3HAUYAIOTCS
AHTUOMOTHKM  IIMPOKOTO  CHeKTpa JedcTBus. Jlomepamua He  clenyeT Ha3HAa4yaTh
NpOoPUIAKTHYECKA, B TOM YHCIE TaIlMEeHTaM, Y KOTOPBIX Juapest OoTMeJaliach BO BpeMs

npeapIAyIux BBeAeHui npenapara Kamnro L[C.
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[TaruenTa HeoOXoaUMO 3apaHee MPeryNpeaUuTh O BO3MOKHOCTH PAa3BUTHS Y HETO OTCPOUYEHHOU
nuapeu. llanueHTs! TOKHBI cpa3y MH(POPMHUPOBATH CBOETO Bpauya O BO3HUKHOBEHHUH JTUAPEH U
HEMEIJIEHHO Ha4aTh COOTBETCTBYIOIIIEE JIEUCHUE.

IIpy HeaneKBaTHOM JIEYEHMM AMAPEU MOXKET Pa3BUTbCS COCTOSHUE, YTPOKAIOLIEEe KU3HU
naueHTa, 0COOCHHO, eclii Auapesl pa3Buiiach Ha oHE HEUTPOIEHUN.

[Taniuentam ¢ ¢edOpunbHON HeWTponeHuel (temmeparypa Tenma >38 °C M KOJIMYECTBO
HeitpodunoB < 1000 KIETOK/MKI) JOIKHO OBITh 0O€30TiIararelbHO HAayaTo BBEJCHUE
AQHTUOMOTHKOB IIMPOKOIO CHEKTpa JIEHCTBUS B YCIOBUIX CTAl[MOHApa.

IIpu pa3BuUTUH OCTPOTrO XOJIMHEPrUYECKOIO0 CHUHIAPOMA, IPU3HAKAMHU pa3BUTUSA KOTOPOIO
ABJISIFOTCSA TOSIBJICHUE PAHHEW AMApEed M COBOKYIHOCTH TAKUX CHUMIITOMOB, KakK IOTJIMBOCTb,
cracTMYeckue OOJM B JKUBOTE, CIE30T€UEHHE, MUO3 U IOBBIIIEHHOE CIIOHOOTAENEHUE, Mpu
OTCYTCTBUM IPOTHBOIOKAa3aHUM MoKa3aHo HazHayeHue 0,25 Mr atponuHa nojkoxHo. Ciemyer
co0iroaaTh OCTOPOKHOCTD MPU IPUMEHEHUH Mpenapara y MalueHTOB ¢ OpOHXHAIbHON acCTMOH.
VY nanueHToB € yKa3aHUSIMU Ha pa3BUTUE OCTPOTO XOJIMHEPTUYECKOIO CUHAPOMA B aHAMHE3E, B
TOM 4YHCIIE U B TsDKeJod (opme, nmepen HazHauenueM npenapara Kamnro L[C pekomengoBaHo
po(UIAKTUUECKOE BBEICHUE aTPOIIHHA.

[Tepen xaxapiM 1ukiaoM Tepanuu npenapatom Kamnro LHC pexkomeHnayercs npopuiakTHueckoe
Ha3HaueHHe NMPOTUBOPBOTHBIX NpenapaToB. X HeEoO0X0AMMO NMPUHMMATh B JI€Hb NPOBEICHUS
Tepanuy, Kak MUHUMyM 3a 30 MUHYT 10 BBEICHUS UPUHOTEKaHA. Takke CleLyeT pacCMOTPETh
BOIIPOC O HEOOXOIMMOCTH IpHUeMa IPOTHBOPBOTHBIX MpENapaTroB B JallbHEHIIEM 110
noTpeOHocTH. [1anineHToB, y KOTOPBIX Ha JOHE OTCPOUCHHOM JTMapEN Pa3BUBAETCS PBOTA, CIEAYET
HEMEJIEHHO MOCIUTAIM3UPOBATh JIsl COOTBETCTBYIOILETO JICUEHUS.

Tak kak jekapcTBeHHas (popMma rpenapara B KaueCTBE BCIIOMOTaTEIbHOTO BEIIECTBA COJACPKHUT -
cop6uron, Kamnro LIC Henb3s NpUMEHSTh y MAIUEHTOB C HACJIEICTBEHHOW HEIEPEHOCHMOCThIO
GpPYKTO3BI.

Ha ¢one npumeHeHus: HpUHOTEKaHa OTMEYaJi MOBBIIIEHUE KOHIICHTPALMN KPeaTHHUHA B TUIa3Me
KpPOBH, a TaK)K€ a30Ta MOYEBHMHBI KpOBU. Takke OTMEHalll PEIKHUE CIIydad OCTPOH IMOYEHHOMN
HenoctatoyHOCTH.  JlaHHble 2((deKTl 00BIYHO MOXXHO OOBSCHUTh HH(EKIIMOHHBIMU
OCJIOXKHEHUSIMH, a TaK)Ke JeTuapaTaiiel, BBI3BAaHHON TOIIHOTOM, pBOTOM Min auapeei. Kpome
TOT'0, OTMEYAJIM PA3BUTHE HETOCTATOYHOCTH (DYHKIIMM MOYEK MPH CUHAPOME JIN3UCA OMYXOJIH.
Hpyroit cnenuduueckuii nonumoppusm reHa YI'TIA1 (koTopblif CHMKAaeT aKTUBHOCTH ATOTO

dbepMeHTa) — 3TO MUCCEHC MyTalus, u3BecTHas kak BapuanT YI T1A1*6.
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[Tattuents! ¢ Bapuantamu YI T1A1*28 wim *6 (0cOOEHHO TOMO3UTOTHBIE) UMEIOT TTOBBIIICHHBIN
PHUCK BO3HUKHOBEHUS MOOOYHBIX () (PEKTOB, TAKUX KaK HEUTPOIIEHUS U [uapes. Y TOMO3UTOTHBIX
NAUEHTOB CJIEIYyET PAaCCMOTPETh BO3MOKHOCTh CHMKEHUSI HauyalbHOW J03bl UPUHOTEKAHA (CM.
paznen «Crnocob npuMeHeHus u 10361»). Kpome Toro, *28 1 *6 TOMO3UTOTHBIC ¥ TETEPO3UTOTHBIC
MNAIUEHTHl JOJKHBI HAaXOJUTHCS MOJ THIATENbHBIM HAOMIOJEHHEM Ha NpeaMeT HalIuyus
HEUTPONECHUH U JTUAPEH.

Jis naHHOM MOMyJSALMM NALMEHTOB HET YETKUX PEKOMEHJAlUN 110 KOPPEKLIUH 03Bl U
YMEHBILIEHUE J03bl Ipenapara, CcleAyeT INPOBOAUTh HAa OCHOBAaHUM WHIUBUIYaJIbHOU
MEPEHOCUMOCTH JICUCHUSI.

B nensx BbISBICHMSI MALMEHTOB C MOBBIIIEHHBIM PHUCKOM HEHTPONEHUH U JUAPEU MOKET OBITh
nosne3Ho renorunupoBanne YL T1Al. bonee monpo6no, renotunupoBanne YI TIA1*28 moxer
OBITH TIOJIC3HBIM JJIs KaBKa3lleB, appuKaHIleB U JTaTuHoaMepukaHieB, YI TIA1*6 mis xutenei
Bocrounoii A3uu, n komouaupoBanaoe YI'TIA1*28 u *6 i KUTAWIIEB U SITIOHIEB, TOCKOJIBKY
MMEHHO B 3TUX MOMYJISAIMAX 3TH BapUaHThI 00JIee pacpOCTPaHEHBI.

B nepuon neuenus npemapatom Kamnro L[C He crnemyer mpuHHMAaTh mpenaparbl HA OCHOBE
3Bepobos mpoabipssiaecHHOro (Hypericum perforatum) (Heo0X0AMMO OTMEHHUTh KaK MHHUMYM 32
OJIHy HEJIEeNI0 J0 Hayaja Tepanud HPUHOTEKAaHOM), MPOTUBOSIMIENTUYECKUE IIpernaparhbl
(kapbamazenuH, ¢eHobapObuTan u (QEHUTOMH), aTa3aHaBUP M KETOKOHa30d (HEeoOXOIuMO
OTMEHUTh KaK MHUHHUMYM 3a OJHY HEJIeJI0 J0 Hayana Tepanud UPUHOTEKAHOM), KOTOpPbHIE
M3MEHSIOT KJIINPEHC HPUHOTEKaHa.

Bo Bpewms neuenus npenaparom Kamnro L{C u, no kpaiiHeil mepe, B TeueHue 3 MecCsIEB MOCIe
MPEeKpaIeHUs TepAniy, JOHKHBI TPUMEHSATHCS Ha/IEKHBIE METO/IbI KOHTPAIICTIIIHH.

[Tpu npurotosnenuu pactBopa npenapata Kamnro L{C u oOpaiienuu ¢ npenapaTtom, Tak ke, Kak
U TpU HCIONb30BAaHUM JIPYTUX TPOTHUBOOIYXOJEBBIX CpPEICTB, CIEAYeT COOJ0IaTh
OCTOPOXKHOCTb.

Heo6xoanMo monp3oBaThes nepyaTkaMu, MacKOH U OUKaMHu.

[Tpu nonaganuu pactopa npenapara Kamnro L[C wnn nuHdy3u0oHHOTO pacTBOpa Ha KOXKY Cpasy
XKe MmpoMonTe ee BoJIoM ¢ MmbutoM. [Ipu monaganun npenapara Kamnro L{C unm ero pactBopa Ha
CIM3UCTHIE 000JIOYKHA HEMEIJIEHHO TIPOMOMTE X BOJIOM.

Bce maTepuarbl, UCIIONB30BaHHBIE TSI TPUTOTOBICHUS PacTBOpa U JIJIsl €T0 BBEICHUS, JOJKHBI
OBITh TOJBEPTHYTHl YTWJIM3AIIMK B COOTBETCTBHH CO CTAaHAAPTHOW MPOLEAYPOU YTUIH3AIUU

LIUTOTOKCUYECKUX IPENapaToB, IPUHATON B JaHHOM CTallMOHApE.
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BcnoMorarebHEIC BEIIECTBA

JlaHHBII TeKapCTBEHHBIN Mpenapar cCoAepKUT MeHee 1 Mmoib HaTpus (23 MT) Ha OJHY 7103y, T. €.

MMPAKTUYCCKU HEC COACPKUT HATPUA.

JlaHHBII JIEKapCTBEHHBIM TperapaT COACPXKUT J-copouTon (cMm. pazaen 2.2). Jl-copbuton
ABIIIETCS HCTOUHUKOM (pyKTO3bl. [laninenTam ¢ HacIeACTBEHHON HEEPEHOCUMOCThIO (PPYKTO3BI
(HFT) Henp3st Ha3HAYATH JAHHBIN JIEKapCTBEHHBIN MTpernapat 0e3 KpaitHeit HeooxoaumocTu. [lepen
Ha3HauYEHHEM JJAHHOTO JICKAPCTBEHHOT'O MpernapaTa Heo0XoauMo coOpaTh MO gpOoOHBI aHAMHE3 B

OTHOIICHHWH CUMIITOMOB HaCHeHCTBeHHOfI HCIICPCHOCUMOCTHU (bp}IKTOSBI Y KaXXO0ro mnanucHTa.

4.5. B3auMmopeiicTBHe ¢ APYrMMH JeKAPCTBEHHbIMH NpenapaTaMM W [pyrue BHAbI
B3aMMO/ el CTBHA

Tak kKak MPUHOTEKaH 00JANAeT AHTUXOJMHACTEPA3HOH aKTUBHOCTBHIO, BO3MOXKHO YBEIHUCHHE
MPOJOHKUTEIFHOCTH HEHPOMBIIIEYHON ONOKaAbl MpPU COBMECTHOM MPUMEHEHUU C COJSIMHU
CYKCaMETOHUS M aHTarOHUCTUYECKOE B3aMMOJCHCTBHE B OTHOIICHUH HEHPOMBIIIIEYHON OI0KaIbI
IPY COYETAaHUH C HENEMOSAPU3YIOIIMMU MHOPETIaKCaHTaMH.

[Ipy COBMECTHOM MPHUMEHEHHH HWPHUHOTEKaHA C MHEJIOCYNPECCUBHBIMH JIEKAPCTBEHHBIMU
CpeACTBaMU W JIy4eBOH Tepamuel ycyryoOnsieTcss TOKCHYECKOe JeHCTBHE Ha KOCTHBIM MO3r
(JIefikorneHus1, TPOMOOIIUTOTIEHUS ).

[Ipy coBMECTHOM NpPHUMEHEHHH HWPHHOTEKAHA C TIFOKOKOPTHKOCTEPOWTHBIMHU MperapaTamMu
(Hampumep, ¢ JEKCaMeTa30HOM) IMOBBIIIACTCS PUCK Pa3BUTHS TUIEPTIUKEMUU (OCOOEHHO Y
NAallMeHTOB C CaXapHbIM JMa0eTOM WM CO CHIKEHHOH TOJEpPaHTHOCThIO K TJIIOKO3€) U
JIUM(OIUTONIEHUH.

[lpy coBMECTHOM TPUMEHEHWH MPUHOTEKAaHA C JAUYPETHKAMH MOXET YCYryOJIsAThCsS
JeTUApaTanus, BO3HHUKAIONIAs BCIEACTBUE auapern © pBOTHL. (COBMECTHOE IpHMEHEHHE
CJIa0UTEeNbHBIX MpEnapaTtoB Ha (poHe Tepanuu UPUHOTEKAHOM MOXKET YCYryONIaTh 4acTOTy WU
TSKECTh TUAPEH.

CoBMeCTHBIN TIPHEM HWPHHOTEKaHAa W IMPOXJIOpIepa3uHa TOBBIIIACT BEPOSATHOCTH IMPOSBICHUS
NPU3HAKOB aKaTH3HH.

[Tpu coBMECTHOM MPUMEHEHUH UPUHOTEKaHa C MpernapaTaMu pacTUTEIBHOTO IPOMCXOXKACHUS Ha
ocHOBe 3Bepo0ost mpopipsiBieHHoro (Hypericum perforatum), a Takke ¢ mpOTUBOCY TOPOKHBIMU
npenaparamu - wuHAyKTOopamu wu3odepmenta CYP3A (xapbamazenuH, ¢eHobapbutan u
(EHUTOWH) - KOHIICHTpAIMs B IIa3Me akTUBHOro merabomurta SN-38 cHmkaercs. Crnemyer
OLICHUTh BO3MOKHOCTh TIpHEMa MPOTUBOCYIOPOXKHBIX TpenapaToB, HE HWHIYLHUPYIOLIHX

I/I30(1)€pM€HTLI, WM 1ICpPEeXO0A Ha HUX KAK MUHHUMYM 3a OJHY HCACIIO OO0 Haydajla TCpaliuu
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UPUHOTEKAHOM Y TMAllMeHTOB, HY>KIAIOMIMXCS B JICYCHUH MPOTUBOCYIOPOKHBIMU TperapaTaMu.
3Bepo00ii MPOJBIPSBICHHBIA HE ClIeyeT NPUHUMATh OJHOBPEMEHHO C HWPUHOTEKAHOM, €ro
cleayeT OTMEHUTh KaKk MUHUMYM 32 OJIHY HEJIEINIO 10 Hayalla Tepanuy UPUHOTEKAHOM.
HpuHoTekan M akTuBHBIH MeTabomutr SN-38 MeTa0omu3upYIOTCS MOCPEICTBOM H30(EpPMEHTa
CYP3A4 u YI'TIA1. OnHoBpeMeHHOE IPUMEHEHUE UPUHOTEKaHa M HHTHOUTOPOB M30(pepMeHTa
CYP3A4 wwm VYI'TIAl MOXET NPUBOAUTH K TIOBBIIICHUIO CHCTEMHOM SKCIO3UIIUN
UPUHOTEKAaHAa U akTUBHOro meradosmra SN-38. DTo ciieqyer nmpuHUMaTh BO BHMMAHHE IIpU
MPUMEHEHUN UPUHOTEKAHA C TAKUMH IperapaTaMu.

CoBMeCTHBIM MTPUEM MPUHOTEKAaHa C aTa3aHaBUpoM, MHruOutopom nzodepmentoB CYP3A4 u
YI'TIA1, a Takxke ¢ KETOKOHA30JI0M MOYKET BBI3BATh MOBBIIIICHHE KOHIICHTPAIMH B TIa3Me KPOBU
akTUBHOTO Merabonura SN-38. OT0 HE0OXOAMMO YYUTHIBATH IMPH OJHOBPEMEHHOM IpUEME
yKa3aHHBIX TpenaparoB. Creayer MpeKkpaTUTh NMPHEM KETOKOHA30Ja KaK MUHUMYM 3a OJHY
HEJISJNIO JI0 Havyayia Tepanuy U He TPUHUMATh KETOKOHA30J1 B TEUYCHUE TePAITUU UPUHOTEKAHOM.
HpuHoTekaH He cleAyeT CMEIIUBaTh C IPYTUMU MpenaparaMu B 0JTHOM (IiakoHe.

BBenenue XuBOM WM OCNAa0JEHHON BaKIMHBI MAlMEHTaM, MPOXOAAIIUM KypC JICYEHHS
MPOTUBOOITYXOJIEBBIMHU CPEJICTBAMHM, BKJIIOYAsT UPUHOTEKAH, MOXKET MPUBECTH K CEPbE3HBIM HIIU
datanbHBIM WHpeknusM. HeoOxoaumo n30eraTh BaKIMHAIIMKA JKUBOW BAKIIMHOW Y IMAIMCHTOB,
MONyYalolUX UPUHOTEKaH. YOWTas WM MHAKTUBUPOBAaHHAs BaKIMHA MOXXET OBITh BBEJICHA,
OJIHAKO OTBET Ha TaKyI0 BaKIMHY MOXET OBITh OCcTIabIIeH.

[Ipu onHOBpeMEHHOM TIPUMEHEHHWHW HWPUHOTEKaHa W OeBanu3ymaba He OBUIO OTMEYEHO
3HAYUTENILHOTO BIMAHMS OeBanu3ymada Ha (papMakOKMHETUKY UPUHOTEKaHa W €ro MeTadoInTa

SN'38, TEM HC MCHEC, OTO HC UCKIIIOYACT IMOBBIICHHUEC B3aMHOM TOKCHYHOCTH.

Bzaumooeiicmsus, xapakmephvie 015 6cex NPOMUEOONYX01e6bIX NPENapamos

VY mnanueHToB C OIMyXOJEeBbIMU 3a00J€BaHUSIMH NPUMEHEHHE AaHTUKOAryJISIHTOB SIBJISETCS
OOBIYHON MPAKTUKOM B CBSA3M C MOBBIIIEHHBIM PUCKOM Pa3BUTHs TPOMOOTHUECKUX sBICHUNA. B
cllydyae eciM II0Ka3aHO MPHMEHEHWH aHTaroHucToB BuTamuHa K, ciemyer Oonee wyacto
KOHTpOJIMpoBaTh 3HaueHus: MexayHapogHoro HopmamuszoBannoro Otnomenus (MHO). Dto
CBSI3aHO C TEM, UTO JIaHHas IpyIma IpernaparoB 00JagaeT y3KUM TepaneBTUIECKUM MHIEKCOM, a
TaKKe B CBS3M C BBICOKOW BHYTPUMHIMBHIYaJIbHOH BapHaOEIbHOCTBIO CIIOCOOHOCTH K
TpOoMOOOOpPa30BaHUIO KPOBH M BO3MOXKHOCTBIO B3aUMOJEHCTBHS MEXAY IEpOpaIbHBIMU
AQHTUKOATYJISIHTAMM U MperapaTaMy IPOTUBOOITYXOJIEBOM TEPAIIHH.

Oo0HospemenHoe npumeHeHue npomueoNnoKa3aHo:

- BaKIMHA YKEJITOU JINXOPAJAKH: PUCK PA3BUTUS CUCTEMHOM PEAaKLMU HA BAaKLVHBI, B TOM YHCIIE C

JICTAJIbHBIM HUCXOA0M.
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OonospemenHoe npumeHeHue He peKoMeHOYemcs:

- KHUBBIe OcJabJeHHbIE BaKUWHBI (KpOME BaKLUMHBI KEITOM JHMXOpPaJKh): PUCK Pa3BUTHI
CUCTEMHBIX 3a00JIEBaHUH, BO3MOKHO C JIETAIbHBIM HCX0I0M (HampuMmep, nHpekmii). Takoit puck
MOBBINIACTCS Y MAIIMEHTOB, HIMMYHHUTET KOTOPBIX YK€ 0CclIabJIeH OCHOBHBIM 3200JICBAaHUEM.

Y Takux MaUeHTOB CJeayeT MPUMEHSATh HMHAKTUBUPOBAHHBIC BaKIMHBI (HaIpuUMep, MPOTHB
MTOJITMOMHUEITNTA).

- (QeHUTOMH: pHUCK O0OCTPEHHs CYAOpPOr B CBS3H CO CHIDKCHHEM aOcopOuuu (eHuTOMHA B
KEITYA0YHO-KUIIIEYHOM TPaKTe Ha (JOHE OJHOBPEMEHHOTO MMPUMEHEHHSI C IPOTUBOOITYXOJIEBHIMH
npernapaTaMi WIM TOBBIILIEHHBIH PUCK YBETUYEHUS TOKCUYHOCTU Ha (poHe Oojiee aKTUBHOTO
MeTabonu3Ma B eYeHU, UHYIIMPOBAHHOTO (DEHUTOUHOM.

Cnedyem npumeHams ¢ 0OCMOPOICHOCIBIO:

- MUKJIOCIIOPYH, TAKPOJIUMYC: 3HAUUTEIbHAI HMMYHOCYIIPECCHS C pUCKOM M OoTpoaudepaiuu.

Het nndopmaryn, 9To HPUHOTEKAH OBEPKEH BIMSIHUIO ETYKCHMa0a Ml Ha000poT.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JJAKTALHS

)KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTD&HGHL{I/I?[ Y MY>KYMH N )KCHHII/IH)

[TanreHTKaM 1eTOPOJHOIO BO3pacTa CleAyeT HCKIIOYUTh HAJIMYue OEPEMEHHOCTH 10 Hadaja
npUMeHeHHs upuHoTekaHa. Cneayer nzberatb OEpeMEHHOCTH, €CIIU OJMH U3 apTHEPOB
IIPUHUMAET UPUHOTEKAH.

[TarueHTKaM JI€TOPOAHOIO BO3pacTa PEKOMEHJIYETCS HCIO0JIb30BaTh BbICOKOA((EKTUBHBIE
MCTOJIbl KOHTpALCTIIUK BO BPEMA TCPAIIUN U B TCUCHUC 6 MCCALECB MOCJIC 3aBCPUICHUA JICUCHUS,
13-3a IOTEHIIMAJIbHOTO FEHOTOKCUYECKOIO JEMCTBHSI HPUHOTEKaHa.

MyxXunHaMm, YbM NapTHEPIIH CHOCOOHBI K JETOPOXKACHUIO, PEKOMEHIYeTCs HCIOJIb30BaTh
3¢ (deKTUBHBIE METOAbl KOHTpALIENLIMM BO BpeMs Tepalud U B TEUYEHHE 3 MECALEB IOCIE

3aBCPIICHUS JICUCHU A, N3-3a TOTCHUOHWAJIBHOI'O TCHOTOKCHUYECKOT'O JleﬁCTBPISI HPHUHOTCKAaHA.

bepemeHHOCTD

AJIEKBATHBIX  XOpOIIO KOHTPOJIMPYEMBIX HCCIEIOBAaHUN NPUMEHEHUS HPUHOTEKaHa Yy
OepeMeHHBIX HE MPOBOAMIOCH. VpHUHOTEKaH MOXET MPHUBOJIUTH K MOBPEKICHHUIO IUIOAA MpU

NpUMEHEHHH Y OepeMeHHBIX (cM. pa3zaen 5.3).

JlakTarms

JlocTymHBIE TaHHBIE OTPAHWYEHBI U MTOJYYEHBI OT OJHOW MAllMeHTKU. Y POBHH HPHHOTEKAHA U €TI0
aktuBHOro Metabonmuta SN-38 ObUTM M3MEpEeHBI B TPYJHOM MOJIOKE OIHON TMalMEHTKH.

BozneiicTBue Ha HOBOPOXKIEHHBIX JETEH/MIIAZICHIIEB HEU3BECTHO. M3-32 BO3MOXKHBIX CEPhE3HBIX
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HE)KeNaTeJIbHbIX PEeaKIUil y eTell, HaxOqAIIMXCs Ha TPYAHOM BCKapMIIMBAaHUH, PEKOMEHIYETCs

HPEKPATUTh TPYAHOE BCKAPMIIMBAHUE BO BpeMsl IPUMECHEHHsI HPUHOTEeKaHa (M. pasaen 5.3).

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padorath ¢
MeXaHU3MaMHu

BnusiHue mpuHOTEKaHa Ha CIIOCOOHOCTh YHPABJIATh TPAHCIOPTHBIMU CPEACTBAMH U paboTaTh €
MEeXaHM3MaMH HE OLEHHBAJIOCh. TeM He MeHee, MalMeHTOB HEOOXOIMMO MpPEeayNpeauTh O
BO3MO>XHOCTH TOSIBJIEHUS] TOJIOBOKPYKEHUS WIN 3pUTENIBHBIX PACCTPONCTB B T€UeHHE 24 4acoB
IIOCJIE BBEJIECHUS HMPUHOTEKAHA M PEKOMEHIOBATH IPU BO3HUKHOBEHHH JaHHBIX CHMIITOMOB

BO3JCPKATHCA OT YIIPABJIICHUS TPAHCIIOPTHBIMU CPEACTBAMHU U pa6OTBI C MCXaHU3MaMHU.

4.8. Hexkes1aTelbHbIe peaKIUH

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIINM

B Tabmauiie npeacTaBieHbl HeXelaTeIbHBIC PEaKIuu 10 cucTeMHo-opraHHbiM Kinaccam (COK) u
yacTtore. BHYTpM KakIoW 4YacTOTHOW TPYIIBI HEKEJIATENIbHBIC PEaKIUU pacloyiaraloTcs B
HOpsIIKE YOBIBaHUS BRIPOKEHHOCTH. YacToTa pa3BUTHS OpeessieTcsl Kak: o4eHb yacto (> 1/10),
gacrto (> 1/100, no < 1/10), meyacro (> 1/1 000, ro < 1/100), peaxo (> 1/10 000, no < 1/1 000),
oueHb penko (< 1/10 000) u yacToTa HeM3BeCTHA (HA OCHOBAHMH MMEHOIIUXCS JaHHBIX OIICHUTh
HEBO3MOJKHO):

Tabnuua HedxcenamenvHviX peaKyuil npu HNPUMEHEHUU UPUHOMEKAHA 6 Kauecmee

MOHOmMepanuu.
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CucreMHo- Ouenb Yacro | Heuacro Penko |Ouenb| HeunssectHo
opraHHbIii Kiace, uwacro | (=>1/100, |(=>1/1000,|(=>1/10000, |peako| (HEeBO3MOKHO
(>1/10) |no < 1/10) jno < 1/100)no < 1/1 000)|(< 1/10| ycTaHOBHTH 1O
000) HMEOIMMCSE
JAAHHBIM)
Nudexun u MHpEKITIH Cercuc
WHBa3HH
JloOpokadecTBeH CHHJIPOM JTU3UCa
HBIC, OITYXOJIN
3JI0KaYEeCTBEHHBIC
Y HEYTOYHCHHBIC
HOBOOOpa30BaHUs]
(BKJIHOYAst KUCTBI
Y TIOJIUIIBI)
Hapymenusi co | HeTpon
CTOPOHBI KpOBH U | CHHA,
numbaTuyeckoii | IEHKOTE
CUCTEMBI HHA,
aHeMHS,
TpoMOO
IUTOIICH
usi
Hapymenus co aHaduIakT
CTOPOHBI MYECKHUU
UMMYHHON LHOK,
CHCTEMEL aHauIaKkT
OWJIHBIE
peaknuu
Hapymenus CUIOKATUEMHUS,
MeTabonu3ma u CUTIOMarHHUeMHUsI,
MUTAHUS CUTIOHATPUEMHUS,
CHIDKCHUE MaCChI
Tena,
IeTuIpaTaIms,
CHTTOBOJICMHUS
Hapymennsi co  ocTpbrit HEMPOU3BOJIbHBIC
CTOPOHBI XOJTMHEPTH, MBIIICYHBIE
HEPBHOMN HgeCKUit MOePTUBAHUSI UITU
CUCTEMBI CUHIPOM CyJIOpOTH,
MapeCcTe3wH,
HapyIICHHE
MOXOJIKH,
CITyTaHHOCTH
CO3HAHMSI,

rOJI0BHAsT 0OJIb,
MPEXOISAIINE

HapyILICHUs peYu
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CTOPOHBI COCYZIOB

Hapytienwust co CUIIOTOHUS, CeplIeuHo-
CTOpPOHBI Cep/la HEI0CTATOYH COCYIUCTBIC
0CTh pacctpoiicTBa, 60I1b
KpOBOOOpaIie B 00JIaCTH TPYIHOU
HUS KJICTKH,
0OMOPOYHEIE
COCTOSIHUA
Hapyrienwust co CTEHOKap,IHs,

TpoMO03 apTepHid,
MHCYJIBT,
HApYIICHUS
MO3rOBOT'O
KPOBOOOPAIICHHSI,
TpoMOodIeduT
[ITyOOKHX BEH
HUKHIX
[KOHEYHOCTEH,
TpoMO0IMOOITHS
COCY/I0B HUKHHX
KOHCYHOCTEH,
OCTaHOBKa CEepJIa,
MH(papKT MHOKap/a,
MILIEMUS CEPACYHOMN
MBIIIIIBI,
HapyIIeHHEe
[KpPOBOOOpAIEHHS B
nepudeprudecKkux
cocynax,
TpoMO0OIMOOITHS
FIErOYHOM apTepuH,
BHE3AITHAsI CMEPTh,

TpoMOohIeouT,
COCYIUCThIE
HapyLIEHUS
Hapymenus co Opplika, JErOYHbIE
CTOPOHBI MH(DUIBTPATHI,
JIbIXaTeIbHON [PUHUT.
CUCTEMBI,
OpraHOB I'PyAHOU
KJIETKH U
CPEIOCTEHNS;
Kenynouno- TOILHOT | 3amopsl rceB1IoMeMOp) AHOpEKCHS,
KHUIICYHBIE a, pBOTa, AHO3HBII MYKO3HUTBI,
HapyIIeHHs Anapes, KOJINT, KAHTHI03
KHILIEYHast DKEITYJOYHO-
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HapyLICHUs U
peaKkiuu B MecTe
BBEJICHUS

6onu B HEIPOXOI1UM KHUILIEYHOT O TPAKTa,
JKUBOTC OCTb, MKOTa
KPOBOTEUYECHH
113
PKEJTYJOUHO-
KHUIIIEYHOTO
TpakTa,
nepdoparus
KHUILIEYHHKA
Hapymenus co MOBBILICHHE
CTOPOHBI MIEYEHU AKTUBHOCTH
u AMUJIa3bl 1
YKETYEBBIBOISAIIN ITUTIa3bI
X IyTeH
Hapymenus co | anoneun KOYKHAst
b
CTOPOHBI KOXKHU U CHIIIB,
MOJIKOYKHBIX
. KOXKHBIE
TKaHEel
MPOSIBIICHU
o
Hapymenus co HapylIeHHE MHGpeKIuu
CTOPOHBI IOYEK U byHKiH MOYETIOJI0BOM
MOYEBBIBOISAIINX CHUCTEMBI
. TIOYEK,
nyTei
pa3BUTHE
OCTpOM
MOYEYHOH
HEJIOCTaTO4
HOCTH
Ob6mue Imuxopaaka 0011b, MECTHBIE

peaxiumn

JlaGoparopHsble u
VHCTPYMEHTAJIbH
bI€ JTaHHBIE

TPAH3UTOPH
o€
MOBBIILICHU
e
AKTUBHOCTH
TpaHCaMUH
a3,
[ETTOYHOM
(bocdarazs
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raMMariyTa
MUITpaHch
epasbl,
KOHIICHTPA
nyees
ouTpyOuH
a,
KpeaTHuHUH
a 1 a30Ta
MOYCBUHBI
B
CHIBOPOTKE

KpOBH

Taﬁﬂuua HexcenamesibHblX peakuuﬁ, 603HUKawouiux npu npumeHenuu upuHomeKkana 6

cocmaee KOM6qulp08aHHOﬁ mepanuu

CucremHo- Ouenb Yacro | Heuacro Penko |Ouyenb| HenssectHo
opraHubIi Kjiacc, 4acro | (=>1/100, |(=1/1000,|(=1/10000, |[peaxo| (HEeBO3MOKHO
(> 1/10) | Ho < 1/10) o < 1/100)mo < 1/1 000)|(< 1/10| ycTaHOBHUTH MO
000) AMEIOIIUMCSI
JAHHBIM)
Nudexnun u MHpEKIH
WHBa3HH
Hapymenust co | Heiirpon | ¢pedpuib
CTOpPOHBI KpoBH | CHU, Had
mavdarmaeckoil | AHEMUSA, | HEHTpOITE
CHCTEMBI TpomOO | Hus
IIUTOTICH
us
Hapymenus co [peaKInu
CTOPOHBI HIIEPYyBCTBUTEI
MMMYHHOM HOCTH
CHCTEMBI
Hapymenus co OCTpBII
CTOPOHBI XOJTMHEPTU
HEPBHOU 4ECKUU
CHCTEMBI CHHIIPOM
Hapymenuns co MIIeMUs/ MTHPapKT
CTOPOHBI CepIa MHOKap/aa
Hapymenus co TpoM0603/
CTOPOHBI COCY/IOB TPOMOOIMOOTHS
XKenynouno- TOLITHOT
KUILIEYHBIE 4, pBOTA,
HapyIIeHHs Anapest
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OO0mue mIxopaaka
HapYIICHUS U
pCaKIuu B MECTE
BBCICHUS

Taﬁﬂuua Heofceﬂameﬂbnblxpeakuuﬁ, 6blAB/ICHHBIX 6 nocmmapxemuﬂzoeblﬁ nepuod:

CucremMHo- Ouenn Yacro Heuacto Peaxo Ouenn HeunsBectHO
opraHHbIii Kjiace, uwacro | (=>1/100, |(=1/1000,|(=>1/10000, |[peako| (HEeBO3MOKHO
(>1/10) |no < 1/10) jno < 1/100)no < 1/1 000)|(< 1/10| ycTaHOBHTH IO
000) HMEOIMMCSE

JAHHBIM)
WNudexunu n OakTepuaTbHbIC,
WHBA3HH rpUOKOBBIC U
BUPYCHbBIE
MHpeKIn

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxHno cooOmare 0 T1OJ03pEeBaEMbIX HEXKETATENbHBIX PEaKUUsX IOCJe  PEerucTparyu
JIEKQpCTBEHHOTO Tperapara C IeJbl0 00eCTeYeHus] HEMPEPhIBHOIO MOHHTOPUHTA COOTHOILICHHS
«T0Ilb3a — PHCK» JIEKAPCTBEHHOTO mpernapara. MeauuMHCKUM pabOTHHKaM pPEeKOMEHyeTcs
co001IaTh O JIFOOBIX MOI03PEBAEMBIX HEXEIAaTEIbHBIX PEAKIUAX JEKapCTBEHHOTO MIperapaTa yepes3
HAI[MOHAJIbHBIE CHCTEMbI COOONICHHS O HEXKENATeIbHBIX PEAKIUsIX TOCyJIapCTB — UYICHOB

EBpa3suiickoro 5Kx0OHOMUYECKOTO COHO3a.

Poccuiickas ®exepanus

®denepanibHas city>x0a Mo Ha30pY B cdepe 3ApaBOOXpPAHECHUS
Anpec: 109012, Mocksa, CrnaBsHCKas Momap, a. 4, ctp. 1
Ten.: +7 (499) 578-02-20

On.noyra: info@roszdravnadzor.gov.ru

http://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CHMITOMEI

VYV d4enoBeka mpu OJHOKpaTHOM mpuemMe a03 1o 750 MI/M? HeXeJaTebHbIE SIBJICHUS OBLIH
AQHAJOTUYHBl TaKOBBIM, 3apETUCTPUPOBAHHBIM INPU PEKOMEHIIYEMBIX PEXKUMAaX J03UPOBAHUS.
Coobmanocr 0 mepero3upoBKE B ClAydasx MPUMEHEHHs /103, NPUOTU3UTENFHO B JBa pasa

MPEBBIIIAIOIINX PEKOMEHYEMYIO TepareBTUYECKYIO 103y, YTO MOKET MPUBECTU K JETAIbLHOMY

16 u3 38


http://www.roszdravnadzor.gov.ru/

20.04.2023

ncxony. Haubonee 3HAaYMMBIMH HEXKEIATEIHHBIMM SIBIICHUSIMHU OBLIU TsDKenas HeﬁTpOHeHHH u

TsDKEIasd quapes.

Jleuenne

AHTHIOT TIpM TEPEeJO3UPOBKE HPUHOTEKAHA THAPOXJIOPHAA TPUTHUApPATA HEU3BECTEH.
Pexomenayercs nmoajiepka pyHKIIUN AbIXaTEIBHOM M CEPACYHO-COCYIUCTON cucteM. Cremayer
MIPOBOJIUTh MaKCUMAJIbHOE TOICP)KUBAFOIICE JICUCHHE IS TIPEIOTBPAIICHUS 00C3BOKUBAHUSI B

CBSI3U C TUapeei U AJisl JIeYeHus! IIOOBIX NH()EKIMOHHBIX OCI0KHEHUH.

5. PAPMAKOJIOT'MYECKUE CBOMCTBA
5.1. @apmakoauHAMHYeCKHe CBOiiCcTBa
dapmakoTeparneBTHUECKas TPyIa: MPOTUBOOIYXOJIEBBIC CPEIICTBA; ATKAIONIbI PACTUTESIHLHOTO

MIPOUCXOKICHHS U IPyTHe IPUPOIHBIC BEIIECTBA; MHTMOUTOPBI TOOU30MEPa3HI .

Kox ATX: LO1CEQ2

MexaHu3M ASHCTBUS

Kamnro IIC, koHIeHTpaT MAjii MNPUTOTOBIEHUS pacTBopa Ansi uHDy3wuii, sBIseTcs

MMPOTHUBOOITYXOJICBEIM CPEACTBOM, IMPEACTABUTCIICM KilacCa I/IHFI/I6I/ITOpOB TOIIOU30MEPA3bI l.

HNpuHoTekana ruapoxjiopuga TPUTUIpPAT — 3TO NPOU3BOAHOE KaMIToTenuHa. KamnToTenuHsl
B3aMMOJICHCTBYIOT cHeU(pUIecKH C TOmouzoMepazamu I, KOTopble OCIalNSIIOT TOPCHOHHOE
HanpspkeHue B JIHK mnyrem BHeceHHMS OJHONLEMOYEYHBIX PAa3pbIBOB C  MOCIEAYIOIIAM
BOCCTaHOBJICHHEM. MIpHHOTeKaHa THAPOXJIOPHIA TPUTHAPAT U €ro aKTUBHBIN MeTabomut SN-38
CBS3BIBAIOTCA C KoMIulekcoM Tomousomepasza | — JIHK wu mpemoTBpamaior moBTOpHOE
JUTUPOBAHME ITUX OJTHOLENIOYEYHBIX pa3pbiBOB. COBPEMEHHBIE UCCIIEIOBAHUS MTOKA3BIBAIOT, YTO
[IATOTOKCUYHOCTh HMPUHOTEKAHA THUIPOXJIOpUIA TpHUTHApaTa OOYCIOBJIICHA TOBPEKICHUEM
neyxinenoueunort [JHK, Bo3HuKarommm B mporiecce ee CHHTe3a MpH B3auMOIeHCTBUH (DEpMEHTOB
PETUIMKAIY C TPOWMHBIM KOMILIEKCOM, 00pa30BaHHBIM MO AeiicTBreM TomonzomMepassl I, JJTHK u
arn60 UpUHOTEKaHa THAPOXJIOpHIa Tpuruapara, moo SN-38. KieTku MIeKONMUTAIIMNUX HE MOTYT

3¢ (HEeKTUBHO BOCCTaHABIUBATh 3TU JBYIIETIOYEUHBIE Pa3pbIBbI.

HpuHoTekaHa TUAPOXJIOpUAA TPUTHUAPAT BBICTYNMaeT B KaueCTBE BOJOPACTBOPUMOTO
npeiecTBeHHnKa aunoduinsHoro Metabonura SN-38, koropselii npumepHo B 1000 pa3 Goinee
3¢ (peKTUBHO, YeM HpPUHOTEKaHAa TUAPOXJIOPWUA  TPHUTHApAT, YrHETaeT  AaKTHBHOCTD
Tororzomepassl [, BbIICICHHON W3 KJIETOK OIMyXOJIed 4YeloBeKa M TpbI3yHOB. OHAKO TOYHBIX

JAHHBIX 0 Bo3AeicTBUU SN-38 Ha aKTUBHOCTh UPUHOTEKAHA THAPOXJIOpUIa TpUuruapara ner. Kak
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MPUHOTEKaHA TUAPOXJIOPUAA TPUTUIPAT, Tak B SN-38 CyIIecTBYIOT B aKTUBHOU (pOpMeE JIaKTOHA
U B HEaKTUBHOM (hopMe aHHOHA TUAPOKCUKUCIOTHL. CaBur pH B KHCITyI0 CTOPOHY CIIOCOOCTBYET
00pa30BaHUIO JIAaKTOHA, TOT/Ia Kak Ooiyiee mienoyHas cpefa OJarompusiTcTByeT 00pa30BaHUIO

AHHUOHA TUAPOKCUKHUCIIOTHI.

BBenenue upuHOTEKaHa T'MIPOXJIOpPHIA TPUTHApaTa JIEMOHCTPUPOBAIO IMPOTUBOOIYXOJIEBOE
JEICTBUE Ha 3JI0KAaYECTBEHHbIE O0pa30BaHUs (XapaKTEpHBbIE MJs TPBI3YHOB) y MbIEH H

KCCHOTPAHCINIAHTAThl KAPIIUHOMBI YCJIOBCKA PA3JIMYHBIX THCTOJIOTMYCCKHUX TUIIOB.

I/IpI/IHOTeKaHa ruapoxiopuaa Tpuruapar SABJIICTCA HCKOHKYPCHTHBIM I/IHFI/I6I/ITOpOM
ANCTUIIXOJIMHOCTEPA3bl, U €ro MpPUMCHCHUC COIMPOBOKIAACTCA XOJIHMHCPIrUYCCKUM CHUHAPOMOM

(cM. pasnen 4.8).

Kinnuyeckue ucciieqoBanus

[IpumeHeHHe MpHUHOTEKaHa T'MAPOXJIOPUAA TpPUTHApaTa H3y4alloch B  KIMHUYECKHX
UCCIICIOBAaHUSX B KOMOMHAIMU C (TOPYpPALlIIOM M KajbIHs (OJMHATOM B KaYeCTBE TEPaIHUU
NEepBOM JIMHUU TpPU METACTaTUUYECKOM KOJIOPEKTAJIbHOM pake M B BHJAE MOHOTEpAIluH,
npuMeHsieMoil B ciay4dae HeI((EKTUBHOCTM Tepanuu nepBoil suHuM. Ilpu mnpuMeHeHHH
UPUHOTEKaHa TUAPOXJIOPUAA TPUTHIIPATA B BUJIE MOHOTEPANTUU U3Yy4alal CXeMbl IpUMeHeHus 1
pa3 B Hezemto U 1 pa3 B 3 Henenu. [Ipu npruMeHeHNH HPUHOTEKAaHA TUAPOXIOPUAA TPUTHIPATA B
BUJI€ KOMOMHUPOBAHHOW Tepamuy H3ydalld CXeMbl NMpuUMeHeHUs 1 pa3 B HENeNto U Kaxk/ble
2 Henenu. [lanueHThl ¢ mMoka3aTeneM OOIIEr0 COCTOSHUS 3 MM 4, COIJIaCHO KpUTEpHUsIM
BcemupHoit opranuszaiuu 3apaBooxpaHenus (BO3), B KIMHMYECKHMX HCCICAOBAHUIX HE

ydacTBOBaH (cM. Tabmuiry 1).

Ta6auua 1. lkxana BO3 115 oueHkyn 00111ero cocTosiHUS 310POBbSI

IMoxka3zarenn o mkajae BO3
oourero
COCTOSTHHSI
310POBbSI
0 ITarueHT MOTHOCTRIO aKTUBEH U CIIOCOOEH BBIIIOJIHATE BCE 3a4a4u Oe3
OrpaHMYEHUH, KaK 1 J10 3a00JIeBaHUS.
1 [TarueHT orpanndeH B pU3NUECKON ACSITETLHOCTH, HO CIOCOOCH MepeIBUTaThCsI
Y BBITIOJTHATH pa0bOTY JIETKOTO WM CUJSTYETO XapaKTepa.
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2 [TaneHT cMOCOOEH K MEPEIBIKEHHIO U TIOJTHOMY CaMOOOCITYKMBaHUIO, HO HE
croco0OeH BHIOIHATS JII00YyI0 paboty; 6omee 50 % BpemeHu 001pCTBOBAHUS

MMPOBOAUT B BEPTUKAJIbHOM ITOJIOKCHHUH.

3 [TarueHT crocoOeH JIMITh K OTPaHUYEHHOMY caMoo0cTy)XKuBanuto, 6onee 50 %

BpPEMCHHU 60,I[pCTBOBaHI/I$I IIPOBOAMT JICKA UJIU CHUIA.

4 [TosHas MHBaNMANU3ANHNS;, HE MOXKET OCYIIECTBIATH CAMOOOCTYKUBAHUE;

IMOJIHOCTBIO ITPUKOBAH K KPOBATHU WUJIX CTYIIY.

Komobunuposannaa mepanus nepgoi 1uHUU MEMACMAMUYECKO20 KOJIOPEKMAIbHO20 PAKA

JIBa paHAOMH3UPOBAHHBIX OTKPBITBIX KOHTPOJIUPYEMBIX MEXKIYHAPOIHBIX KIMHUYECKUX
uccnenoBanus (assl [1I 060CHOBBIBAIOT MPUMEHEHHE HPUHOTEKaHA THAPOXJIOPUIA TPUTHIPATA B
KaueCTBE Tepaluy NEPBOM JIMHUU y TALIMEHTOB ¢ METACTaTUYECKUM PAKOM TOJICTOM MJIU IPAMON

KHIIKH. PeKUMBI I03UPOBaHUS B 3TUX MCCIICIOBAHUSIX 0000IICHBI B TA0IHIIC 2.
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Tadauua 2. PeskxuMbl 103UPOBaHUs B HCCJIE0BAHUSIX M0 OllEHKE TePaANUM NepBoii JTUHUI

METACTATHYIECCKOI'0O KOJIOPEKTAJIBHOI0 paKa

I'pynna BemecrBo Pexum n03upoBaHus B Pexum 103UpoBaHus B
uccjaenopanum 1 Uccse10BaHuu 2

A |Vpunorekana |125 mr/m?MpHHOTEKaHa He npumenumo
THJPOXJIOPU  [THJIPOXJIOPHIA B BUJIE B/B

uH}y3un B TeueHue 90 MUHYT.
Jleuenue npoBoauinock 1 pa3 B
HEJIENI0 B TEYEHUE YEThIPEX
HeJlelnb ¢ BO30OHOBICHUEM
Kypca B JieHb 43.

Bl |Mpunorekana |125 mr/m? upuHOTEKaHA 80 Mr/mM? npuHOTEKaHA
THJIPOXJIOPU]  [THJIPOXJIOpPHIA B BUJIE B/B THJIPOXJIOPH]I B BUJIE€ B/B UH(Y3UHU B
KaJIbLIUS uHby3un B Tedenue 90 MuHyT |TedeHne 90 MuHYT mmoc 500 Mr/m?
dbonuHaT C TIOCJICIYIOIINM BBEJICHHEM  |KaJIbIHUS (DOJIMHATA B BUJC B/B
dropypammn |20 mr/m? kaneims GonuHaTa B |MH(Y3ME B TEUEHHE ABYX YacOB C

BUJIC B/B OOJIIOCHON MHBEKIMH, |IOCIEAYIOLUIMM BBEICHUEM

a 3ateM 500 Mr/m? 2300 Mr/m? propypanuna B Buje
¢Topypauuia B BUJe B/B B/B MH(Y3UH B TeueHHE 24 4acoB.
0O0JIOCHOW MHBEKIUH.

Jleuenne npoBoamiiocsh 1 pa3 B |Jledenne npooauiiock 1 pa3 B
HEJIENIO B TEUEHUE YEThIpEX  |HEJEI0 B TeUCHHE IIECTH HEJENb C
HeJleNnb ¢ BO30OHOBJIEHUEM BO300OHOBJICHUEM JICUEHHUS B
JedeHus B JIeHb 43 (pexxum nenb 50 (pexxum AIO)?

3anpTia)’.

B2 |HUpunorekana |He npumeHumo 180 mr/m? upUHOTEKaHa
TUIPOXIIOPHU TUAPOXJIOPHIA B BUE B/B HHDY3UH
KaJIbIHS B TeueHue 90 MUHYT B J€Hb 1, a
dbonuHaT yepes 1 gac 200 Mr/M? KaJTbIHs
bTopyparmn ¢donuHara B BU€ B/B UH(Y3UHU B

TEYEHHUE JIBYX YaCOB C
MOCTIeIYFOIIIUM BBEICHHEM

400 mr/m? ropypammna B BUE B/B
6omocHo nEbekud 1 600 Mr/m?
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I'pynna Bemectso Pesxxum no3upoBaHus B Pesxxum 1o3upoBaHus B

ucciaegosanum 1 HCCJIeIOBAHUH 2

¢dTopypauunia B Buje B/B HHPY3UH B
TeyeHue 22 4acoB B AHU 1 u 2.
JleueHue NPOBOUIIOCH KaXKIbIE 1B

Henenu (pexxum ne ['pamona)?

Cl  |Kampuus 20 mr/m? kanpius ponuaara B |500 Mr/m? kanbius GonuHATA B
dbonmHAT BH/JIC B/B OOJIOCHON MHBEKIIMH (BHJIC B/B HH(Y3HH B TCUCHHE JIBYX
dTopypanui  |c MOCICIYIONIMM BBSJICHHEM  [4acOB C MOCIEAYIOMICH B/B

425 mr/m? propypanuna B Buse uHdpy3ueii 2600 Mr/m? GTopypanuna

B/B OOIFOCHOHN MHBEKIIUU. B TeyeHue 24 4acos.

Jleyenue npoBOUIOCH B Brenenue npenapara

TEeUeHUE 5 THEH Moapsia ¢ OCYIIECTBIISIOCH €XKEHEIETHHO B
MIOBTOPEHHUEM B JIeHb 29 TE€YEHUE LIECTU HEEIb C

(pexuMm «xmuaukn Mayo»)?.  |Bo3oOHOBIIEHHEM B ieHb S0 (pexum

AlO)?,
C2 |Kampmus He mpumenumo 200 Mr/M? KabIms (dbonuHaT B BUIE
¢donuHaT B/B MH(QY3HUH B T€YEHHE IBYX YaCOB
bTopyparun C mocienyoiei B/B 00IIOCHON

uabeknueit 400 mr/m? GTopypanuia
u B/B uH(ys3ueir 600 mr/m>
¢dbropyparuia B TeueHHe 22 4acoB B
man 1 u 2.

JleueHne NPOBOIMIIOCH KaXKIbIe 1B

Hegenu (pexum ne ['pamona)?

®Ha ocHOBaHMM pPEXHUMOB JI03UpOBaHUA 3anbTia, «KIMHUKH Mayo», ne ['pamona wu
Acconanuy MeIMIMHCKONW OHKoJIoruu HeMerkoro oHkosioruueckoro odmectna (Association
of Medical Oncology of the German Cancer Society — AlO)

21.]'[5[ HpO(i)I/IJ'IaKTI/IKI/I W/WIN JIeYEeHN CHUMIITOMOB, BO3HUKIIHX IIOCJIIC KypcCa JICUYCHHUA, B obonx
HCCIICAOBAHUAX MMAOUCHTAM Ha3HAYaJIUCh COMYTCTBYIOMHNE JICKAPCTBCHHBIC CPEACTBA, TAKHE KaK
MPOTUBOPBOTHBIE CPEJICTBA, ATPONUH W Jonepamuia. B uccrienoBanuu 2, eciu OTCpOUYEHHAs
ouapest CoXpaHsuiach Oojee 24 yacoB, HECMOTpST Ha TMpHUEM JoNepaMuia, Ha3HAdaICs
PO UITAKTUIECKUN 7-THEBHBINA KypC aHTHOMOTHKAMHU (PTOPXHUHOJIOHOBOTO psisia. Y TAlMeHTOB, Y

KOTOPBIX JIMapes CoXpaHsiiack 0Ooisiee 24 yacoB, HECMOTPS Ha IPUEM JIONIEPAMHU/JIA, UIIH Y KOTOPBIX
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B JIOTNIOJIHEHHE K JHapee pa3BHBANACh JIMXOPAJaKa, ObUIO HAYaToO JIeYeHUE (PTOPXUHOIOHOM
nepopaibHo. Takke jedeHHe (TOPXHUHOIOHOM IEPOPATBLHO MPOBOAMIOCH Y MAIHEHTOB, Yy
KOTOPBIX abconoTHOe KomuuecTBo Heifrpodunos (AKH) cocrasnsmo < 0,5 x 10%m, naxke mnpu
OTCYTCTBUH JIMXOPAJAKU WJIW JUAPCU. HaI_[I/IeHTBI TAKXXC II0JIydalin aHTI/I6I/IOTI/IKOTepaHI/IIO
BHYTPHUBEHHO, €CIIH Y HHX HaOJI0Jajgach CTOWMKas Juapes WM JINXOpajKa, WU pa3BUBAIach

KHIICYHAasA HCIIPOXOJUMOCTD.

B o0oumx wuccienoBaHusSX KOMOWHHUPOBAHHAs Tepamus HWPHHOTEKAaHA THAPOXJIOPHA
TPUTHAPATOM/(PTOPYPAITMIOM/KAIBIUS (OJTHMHATOM NPUBOAMIA K 3HAYUTEIBHOMY YIIyUIICHHIO
YpOBHsSI OOBEKTHBHOTO OTBETa OIyXOJIM, BPEMEHHU 110 TporpeccupoBanus omyxonu (BIIT) u
BBEDKMBAGMOCTH 10 CPaBHCHHIO C MOHOTEpamueld (Topypariom/Kansiius (GoamHatoM. DTh
pa3nuyuHs B BEDKUBAEMOCTH HAOIIOAINCh HECMOTPS Ha MCITOJIb30BAHNE TEPAITHMH BTOPOU JTMHHUH
MOCJIE 3aBEPIIICHUS UCCIICIOBAHNS, BKITFOUAsT PEKUMBI, COJIepIKAINE UPUHOTECKAH, Y TIAIIMCHTOB B
KOHTPOJBHON Tpymme. XapaKTepUCTUKH TMAlMeHTOB M OCHOBHBIC pE3yJbTaThl OLCHKU

3 PEKTUBHOCTH MPEACTABICHBI B TAOIHIIC 3.
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Taoauna 3. KomOuHupoBaHHasi Tepanus NepBoil TUHUN METACTATHYECKOT0

KOJIOPEKTAJILHOT0 paka. Pe3yjbTaThl HCC/Ie0BAHUS

HccaenoBanue 1

HUccaenoBanue 2

JIeYeHUS (MECSIThI)

Jdemorpajpuueckue Hpunorexkana  dropypauu| Upunore |MUpuHorekana| ®@ropypau
XapaKTePUCTHKH U THAPOXJIOPU | JI/KAJBIUA | KaHa |[THAPOXJOPHA/ | WI/KaabIuU
npuMeHeHue npenapara | ®Oropypauns/| ¢oauHar |ruapoxJio | propypauus/ | ¢poaumHar
KaJIbIUA pua KAJbIUA
(oaunar (posmnar

KonnuectBo nanueHToB 231 226 226 198 187
JKenckuit/Mys)xcKoi o 34/65 45/54 35/64 33/67 47/53
(%)
MenuaHHbIi BO3pacT B 62 (25-85) | 61 (19-85) |61 (30-87)| 62 (27-75) |59 (24-75)
rojiax (JIMara3oH)
O6iuee cocrosuue (%)?

0 39 41 46 ol o1

1 46 45 46 42 41

2 15 13 8 7 8
Mennana nepBUYHOM
omyxoiu (%)

TOJICTasi KAILIKA 81 85 84 55 65

npsiMast KAIIKa 17 14 15 45 35
MenunanHoe BpeMs C
MOMEHTa MOCTaHOBKH
JMarHo3a 10
paHIOMHU3AINH 1,9 1,7 1,8 45 2,7
(MecsIBI, THATIa30H) (0-161) (0-203) |(0,1-185) (0-88) (0-104)
[IpenmecrByromas
aJbIOBAHTHAsI Tepanus
¢dropypanuiaom (%)

Her 89 92 90 74 76

Ha 11 8 10 26 24
Menanannas
MPOJIOKUTEIIEHOCTh 55 4.1 3,9 5,6 4.5
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HUccaenoBanue 1 HccaenoBanue 2
demorpadguueckue HNpunorexkana  ®@ropypauu| Upunore (Mpunorexkana| @ropypan
XapaKTePUCTHKH H THAPOXJIOPH] | JI/KAJBIMS | KaHA |THAPOXJIOPH]/ | HiI/KAJIbIH
npuMeHeHue npenapara | @ropypauny/| doauHaT |ruapoxio | propypaumi/ | g poauHaT

KAJIbIUs pua KaJIbIUs
doaunar donunar
MennanHast OTHOCUTEIIbHAS
WHTCHCUBHOCTh
no3upoBanus (%)
Wpunorexkan 72 -- 75 87 -
bTopypannn 71 86 -- 86 93
Pe3yabTarsl oeHKH 3(p(PeKTUBHOCTH
[ToaTBepkieHHAs YacToTa 39 21 18 35 22
O0OBEKTHBHOTO OTBETA [33-46] [16-27] [13-24] [28-42] [16-29]
omyxomu® (%) [95 % U]
MenuanHoe Bpems 10 7,0 4.3 4.2 6,7 4.4
MPOTrPECCUPOBAHUS [5,4-8,0] [3,7-4,6] | [3,9-5,0] [5,7-8,0] [3,2-5,5]
omyxoyia (Mecsbl) [95 %
JAN]
Menuana BLIKUBA€EMOCTH 14,8 12,6 12,0 17,4 14,1
(Mecsitpl) [12,3-17,1] |[11,1-14,6] [11,3-13,5]| [15,2-20,2] [12,6—
[95 % JIN] 17,4]

# Cm. Tabnuny 1.
® TTonTBep)IeHa Yepe3 > 4—6 Hezenb MocIe MOMyYeH s IEPBOTO TTOATBEPKICHNS 00HEKTHBHOTO
OTBETA.

ITokazaTenn dacToThl OTBETA MU BPpEMCHHU 10 IMPOrpe€CCUpOBaHUA OIIYXOJIW BO BCEX
I[eMOI‘pa(pI/I‘{CCKI/IX noArpymniax v mnoArpyItiax, CBA3aHHBIX C 3a00JIeBaHUEM (HO KaTCropuiam
BO3pacTa, 1moJjia, STHUHYCCKOIro NPOUCXOXKICHUA, O6H.ICI"O COCTOsIHUS, CTCIICHU MOPAXKCHU OPraHOB
pakKoM, BpEMs OT IIOCTAHOBKHU AWMArHo3a 3JI0KA4YC€CTBEHHOT'O HOBOO6paSOBaHI/I$I, Hpe}lIHCCTBYIOHIeﬁ
a}I[”bIOBaHTHOI\/'I TEpAIMi U OTKIIOHCHUSA na6opaT0pHHx ImoKa3aTeliel oT HOPMEBEI Ha HCXOJHOM

ypOBHC) ACMOHCTPUPOBAJIN YIYUYIICHUC B UCCIICAOBAHUAX KOM6I/IHI/IpOBaHHOI71 TCpaIiiu Ha OCHOBC

UPUHOTEKaHa TUAPOXJIOPUAA TPUTHIPATA 10 CPABHEHUIO € PTOPYPALIMIOM/KAIbLUs (POTHMHATOM.

B o6oux uccnemoBanmsx ucrnonb3oBaics ONMPOCHHUK OIEHKW KadecTBa Xu3HHM EBponeiickoi

OpraHu3aIy 1Mo HucciaeaoBaHuio U JiedeHnto paka (European Organisation of Research and
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Treatment of Cancer Quality of Life Questionnaire — EORTC QLQ-C30). Hecmotps Ha
OTCYTCTBUE CTATHCTUYECCKHX JIOKA3aTEILCTB TOTO, YTO MEXIY KOMOWHUPOBAHHOHM Tepamuei
UPUHOTEKAaHA  THAPOXJIOpPHAA  TPHUTHApAToM/GTopypaumiom/Kanblus  (QonruHaTOM |
dTopypanmioM/Kaneiius (OIMHATOM B BHJIE MOHOTEpAaNWH HAOIIOJAINCH CYIECTBCHHBIC
pa3ynyusi B OTHOIICHUH YiTydieHus kadectsa xu3Hu (KXK), onucaTenbHble JaHHBIC YKa3bIBAIN
Ha OOIIYIO TEHJICHIIUIO B 1OJB3Y yiyunieHus: KK v MeHee BEIpakKeHHOTO YXY/IIECHHS B TIOJIb3Y

KOMOWHHUPOBAHHOM Teparuu Ha OCHOBE UPUHOTEKaHa TUIPOXJIOpUIA TPUTHIPATA.

Monomepanua npu peyuousupyrouiem Ui  HPOZPECCUPYIOUEM Memacmamuieckom
KOJI0PeKmanbHoM paKe nociie Kypca jledeHus Ha 0cHoge (hmopypayuna

Cxema nnpuMenenus 1 pa3 B HENEIIO

Bo Bcex Tpex MHOTOIICHTPOBBIX OTKPBITBIX HCCieqoBaHUsAX (a3sl I, KoTopsie MPOBOAMIKCEH B
CIIA u ¢ yyactuem B o0uel ciioxHocTH 304 nanueHToB, UCIOIb30BAINCH TOBTOPHBIE IIUKJIbI
JeYeHHsI UPUHOTEKaHa THApoXjaopuaa TpuruapaTom 1 pas B Henento B TeueHue 4 Heleb NoApsia
C IMOCIEIyIOIUM IEPEepPbIBOM JIUTEIBHOCTBIO JBE HEAEIH. OTH HCCIeloBaHHUsA ObLIU
pa3paboTaHbl AJIs OLIEHKH YacTOThl OTBETA OIYXOJIM U TOKCUYHOCTH HPUHOTEKaHA TUApOXJIopuaa
TPUTHIPATa Yy MAIMEHTOB C METACTATHYECKIM KOJIOPEKTAIHBIM PAKOM, PEIHIUBUPOBABIINM HITH
IOPOTPECCUPOBABIINM T0OCIIE MPEIIIECTBYIONEH XMMHUOTEpallud Ha OCHOBE (TOpypauuia.
HauanbHble 10361 HPUHOTEKaHA THAPOXJIOPUIA TPUTHAPATA B 3TUX MCCIEAOBAHUIX COCTABIISIIN
100, 125 mmm 150 mr/m2, ipu 3ToM 103a 150 MIr/mM? MIoXo MepeHOCHIAch M3-3a HENPHEMIIEMO
BBICOKOM YacTOTBl OTCPOUYEHHOW nuapen U (eOpuibHOW HEHUTponeHMH 4 CTENEeHU TAKECTHU.

Pe3y.J'IBTaTLI HCCJIeI0BaHUM IMPUBCJICHLI B Ta6J'II/II_Ie 4,

Tadoauua 4. Knunuyeckue uccienopanus ¢asnpl II co cxemoii npumenenus 1 pa3 B Heien1o

HccnenoBanue
A B c? c?

KonnyecTBO manueHToB 48 90 64 102
Jlo3a (Mr/m%/uen. x 4) 125° 125 125 100
[IpenmecTBytomias Tepanus Gropypaiuiom (%)

J171s1 JIeyeHnss MeTacTaTHYECKOro 81,3 65,5 73,4 67,7

3a0oJieBaHus

< 6 MecHI1IEB TI0CIIE aIbIOBAHTHOMN 14,6 6,7 26,6 275

Tepanuu
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> 6 MecsLIEB 10CIIE aIbIOBAHTHON 2,1 15,6 0,0 2,0

Tepanuu

Knaccudukanus Hem3BecTHA 2,1 12,2 0,0 2,9
[TpoK0IKUTENIBHOCTD JICUCHHS 5,4 3,5 3,9 3,3

(MeraHHas, MECSIIBI)

MenuanHass OTHOCUTEIbHAS 74 67 73 81

WHTEHCUBHOCTH J103bI (%)°

Yactora oobekTuBHOTO OTBEeTa (%0)" 20,8 13,3 14,1 8,8
[95 % U] [9,3-32,3] | [6,3-20,4] [5,5-22,6] |[3,3-14,3]
Bpewms 1o orBera (MenuaHHOE, 2,6 15 2,8 2,8
MECSIIbI)

JImuTenbHOCTh OTBETA (MEIMaHHas, 6,4 5,9 5,6 6,4
MeCSIIbI)

BopkuBaeMocTh (MequaHHas, 10,4 8,1 10,7 9,3
MECSIIbI)

4 [TeppoHauanbHas 103a B uccnegoBanuu C cocTapiusia 125 Mr/m?, HO ObUIa CHIDKEHA 10
100 Mr/mM%, TOCKONBKY TOKCHYHOCTH TIPH HAdYalbHOW J03€ CuMTajzach OONbIIEH, dYeM B
MpeNbIAYIINX HCCIeAOBaHUAX. Pe3ynpTaThl AN JABYX HayalbHBIX J03 aHaJIU3UPOBAIU
OTJICTIBHO.

% JleBATH MAI[EHTOB noxyyanu 150 MI/M? B KaueCTBE HAYaJIbHOM J03bI; 2 MAHEHTA (22,2 %)
OTBETHJIM HA TEPAITHIO HPUHOTEKaHA THAPOXIIOPHUIA TPUTHUIAPATOM.

® OTHOCUTENbHAS MHTEHCHUBHOCTH MI03bI JUIS WPHHOTEKAaHAa TUAPOXJIOpUIA TPUTHUIpaTa Ha
OCHOBAHWM 3aIUIAHUPOBAHHON WHTEHCHMBHOCTH 103b1 100, 83,3 u 66,7 Mr/M%/HEem., 9TO
COOTBETCTBYET HauaabHBIM f03aM 150, 125 u 100 MI/M?, COOTBETCTBEHHO.

" bbulo moy4yeHo 2 MOJHBIX OTBETa U 38 YaCTUYHBIX.

N3 304 nanueHToB, MOMy4YaBIINX JICYEHUE B UCCIIEIOBAHUAX (pa3bl 2, 4ACTOTA OTBETA HA TEPATTHIO
WPUHOTEKaHA TUAPOXJIOPUAA TPUTHUIPATOM Oblja aHAJTOTUYHOW y MY>KUYMH U JKCHIIUH U CPEIr
MAIMEeHTOB B Bo3pacTe miaiamie 65 met. YacTora Takke ObUTa CXOAHOW Yy MAIIMEHTOB C PaKoM
TOJICTOM KHIIKH WM PAKOM MPSMOM KHIIKH, a TaKKe y MAI[MEHTOB C OJHOW M HECKOJIbKUMU
METaCTaTUYECKUMH OMYXOJISIMH. Y TAIMEeHTOB C MoKa3areiieM oOmiero coctosiuus (0 mo mkanie
BO3 wuyactora otBera coctaBuna 18,5 %, u 8,2 % — y mammeHTOB C MOKa3aTejaeM OOIIETro

cocroguus 1 mm 2.

Ha wactoTy oTBeTa mpHW TpPUMEHEHWW HPUHOTEKAHA THUIPOXJIOpPHUIA TPHUTHUIpaTa HE BIHSIIA
MoKa3aTelu OTBeTa Ha MPEALIECTBYIOIIYI0 TEpalnui0 Ha OCHOBE (Topypaluia Mo IOBOAY
MeTacTaTU4eckoro 3aboneBanus. [lalMeHTHI, KOTOpBIE paHee MOMydalw OOydeHHWE OPTraHOB

MaJIor0 Ta3a, TaKXKe OTBEYAJM Ha Tepanui0 HPHHOTEKaHAa TUAPOXJIOpUIA TPUTHIPATOM
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npUOIM3UTENIBHO C TaKOM e YacTOTOM, KaKk M MAalMeHThl, KOTOpbhle paHee He MOoIydalu

obJrydeHue.

B menoMm B OMOPHBIX HCCIEIOBAHUSX CTAOMIIbHOE 3a00JIeBaHHE OBLIO 3aperucTpupoBaHo y 148
(48,7 %) u3 304 manueHTOB B BBHIOOPKE «IAIMEHTHI, KOTOPHIM HA3HAUCHO JieueHHe» U y 145
(55,6 %) u3 261 MaIUEHTOB B BHIOOPKE «ITAIUEHTHI, IPUTOIHBIE /IS OLICHKH». B COOTBETCTBHH C
pe3ynbratamu uccienoBanus C cTabmiIbHOE 3a00JI€BaHIE BO BPEMsI Tepallii PETHCTPUPOBATH Y
HECKOJILKO OOIbIIel TIPOLEHTHON JOIM MAllMeHTOB, MOMyYaBIINX HAYalbHyIO 103y 125 mr/m?

(53,4 %; 103/193), uem HavansHyio 103y 100 mr/m? (39,2 %; 40/102).

Cxema npumenenus 1 pas B 3 Hexgenu

bbu10 npoBeieHo 1Ba MHOTOLIEHTPOBBIX paHAOMU3UPOBaHHbBIX uccienoBanus ¢assl 111 co cxemoit
npuMeHeHus 1 pa3 B 3 Helenu y MAalMEHTOB C METAaCTaTUYECKUM KOJIOPEKTAJIbHBIM PaKOM,
PELUINBUPOBABIIMM WM MPOrPECCHPOBABIIAM [OCHe Tepanmuu ¢ropypammiom (n = 535).
Bropyto MHUIO Tepanuu UpUHOTEKaHa FUAPOXJIOPUIA TPUTUAPATOM CPaBHUBAIN C HAWITy4IlEH
MOJIJICP)KUBAIOIIEH Tepanueld B OJTHOM HCCIICIOBAaHUM W ¢ WH(PY3MOHHOUM Tepanuell Ha OCHOBE
dropypaiuia BO BTOpoM rcciaeaoBanuu. [lepBHUHON KOHEYHOM TOYKOM B 000MX UCCIEA0BAHUAX
ObLy1a BBKUBAEMOCTh. Takke OIleHUBAMCH MMOKa3aTeIN KITMHUYECKON MOJIb3bI U KaUueCTBA KU3HU.
HauansHast m03a cocTapisna 350 Mr/M? M BBOAWIACH BHYTPHMBEHHO B TedeHme 90 MHHYT JI0
JOCTHXEHUSI MaKCUMalIbHOM o01eit 10361 700 Mr. [Ins nanmenToB B Bo3pacte 70 JeT u cTapiie u
JUIS TIaIMEHTOB C ITOKasaTeneM oOIero cocrtosHus 2 mo mkaie BO3 wavanbHasg mo3a Obuia
cHmkeHa 10 300 mMr/m2. B KadecTBe MoaepKUBAONIEH Teparii IPHMEHSIIHCH TPOTHBOPBOTHEIE
CpEeNCTBA, aTPOIUH M JIOTIEpaMHU/I, IPU 3TOM OTCPOUYEHHAas Auapesi coxpaHsuiach Oojee 24 4acoB
HECMOTpS. Ha TO, YTO JIONEpaMHJl COINPOBOXAAIU 7-AHEBHBIM KypCcOM aHTHOMOTHKA

(TOPXUHOIOHOBOTO psfa.

Bb110 poieMOHCTPUPOBAHO 3HAUYUTEIHLHOE MPEUMYIIECTBO B BEKMBAEMOCTH MIPU MIPUMEHEHUHN
MPUHOTEKaHa THUIPOXJIOPUAA TPUTHApaTa IO CPABHEHUIO C HAWIy4dlIEeHd MOJJIEPKUBAIOIICH
Tepanuel win UHPY3MOHHOM Tepanueil Ha ocHoBe ¢Topypanmia. C MonpaBKoil Ha UCXOIHBIE
MOKAa3aTelu TMAlUeHTOB (HAampuMmep, oOIlee COCTOSHUE) BBDKUBAEMOCTh CpEIH TMAIEeHTOB,
MOJTy4aBIIUX UPUHOTEKAaHA THUAPOXIOpUIA TPUTUIPAT, OCTABATACh 3HAUUTENBHO OONbIIEH, YeM B
KOHTpOJbHBIX momynsnusax (p =0,001 B uccnemoBanwu | u p=0,017 B wuccienoBaHuu 2).
[Tokazarenu KIMHUYECKOW MOJIb3bI B MCCIEAOBAHUU 1, ompenenseMble M0 BbDKMBAEMOCTH 0e3
00 1 BBIXKMBAEMOCTH 0€3 CHIDKEHUSI MacChl Tela, ObUIM 3HAYUTENLHO OONBITNMH Y TIAIIHEHTOB,

MOJIy4aBUINX UPUHOTEKAHA TMAPOXJIOpUAA TPUTUAPAT, YEM y MALUEHTOB B IPYIIIE HAUITy4IlIeH
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noanepxuBatorei Tepanuu (p = 0,01 u p = 0,05 cooTBeTCTBEHHO). Pe3ynbpTaThl IpeACTaBICHBI B

Tabymue 5.

Tabauna 5. Knuanyeckne ucciegosanns ¢gasol 111 co cxemoii npumenenus 1 pa3 B 3 Henesn

HUccaenoBanue 1 HUccaenoBanue 2
Hpunorexana |Hannmyumas | UpuHoTekana |DTopypamir®
TUAPOXJIOPH/IA | IOAICPKH- | THAPOXIOPHIA
TPUTHUIPAT BaroIIast TPUTHUIPAT
Tepanus

KonuuecTBo nmanueHToB 189 90 127 129
[IpenmecTByromas Tepanus
dropypauuiom (%)

s neyenus 70 63 58 68

METAaCTaTHYECKOTO

3a00JeBaHus

< 3/6 mecsueB nocue 27 36 38 23

aJbIOBAHTHOM Tepanuu®

> 3/6 mecseB mocie 3 0 5 9

aJbIOBAHTHOM Tepanuu®
[Ipon0mKUTENBHOCTD JI€UEHUS 4,6 -- 4.4 3,7
(cpenusist, MeCSIIbI)
[95 % U] [4,2-5,0] [3,8-5,0] [3,3-4,1]
MenuanHass OTHOCUTEIbHAS 94 -- 95 8199
WHTEHCUBHOCTH J103bI (%)°
BepkuBaemMocTs (MeIuaHHasl, 9,2 6,5 10,8 8,5
MECSIIIBI) [8,4-10,7] [5,0-7,6] [9,5-12,8] [7,7-10,5]
[95 % U]
1-netHss BEDKHBaeMOCTh (%) 36,2 13,8 44,8 32,4
[95 % U] [29,3-43,1] | [6,7-20,9] | [36,2-53,4] | [24,3-40,5]
BrepxkuBaemocts 0e3 -- -- 4,2 2,9
MporpeccupoBanus (MennaHa, [3,8-4,8] [2,6-3,7]
Mmecsbl) [95 % U]
BrepxuBaemocTs 0€3 CUMIITOMOB 5,9 4.1 8,1 7,0
(menmana, Mecsisl) [95 % U] [3,8-7,6] [2,2-6,9] [6,1-10,7] [4,4-8,7]
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BrepxuBaemocts 0e3 00iu 6,9 2,0 10,3 8,5
(MeauaHa, MECSIIbI) [5,8-8,4] [1,8-5,1] [7,8-**] [6,2-10,2]
[95% U]

Menrana BEDKHBAEMOCTH 0€3 5,7 3,3 6,4 51

YXYALIEHHS 00IIEro COCTOSHUS [4,3-6,6] [1,9-3,7] [5,2-7,6] [4,2-6,2]
(%) [95 % JA]

Bpewmst 10 cHuKeHuUs1 Macchl Tena 6,4 4,2 8,9 7,4
> 5 % (meamuana, Mecssl) [95 % [5,5-7,6] [3,4-5,1] [6,7-12,3] [4,7-11,6]
AN]

? Micnonp30Baly O/IHY M3 CIEAYIONINX CXEM Teparnuu GTopypaluioM:

(i) Kanpuus ponuaat B 103e 200 Mr/mM2 B/B B TeueHHe 2 4acos, 3aTeM (ropypanui 400 mr/m? B/B
6omocHo, 3aTeM (GTopypanmi B 103e 600 Mr/M? B BUE HENMPEPHIBHOK B/B MH(Y3HH B TEUECHHE
22 4acoB B 1HU | ¥ 2 Kaxaele 2 HEACIH.

(ii) ®ropyparmn B go3e 250-300 Mr/M%/CyTKE B BUJE JTMTEIbHON HEMPEPHIBHON B/B HH(DY3UHU
10 MIPOSIBJICHUS TOKCHYHOCTH.
(iii) dTopypanun B mo3e 2,6-3 r/M%/CyTKH B/B B TeueHHe 24 4acoB KaXKAYIO HEJEIO B TeUeHHE
6 Henmenb ¢ Kanpusa QoauHatom B mo3ze 20-500 MF/MZ/CyTKI/I nnu 0e3 Kanblus (GoJiMHATa B/B
KOKIYIO HEJICNI0 B TeUeHUE 6 HEeIeb C 2-HeIeIbHBIM NIEPEPHIBOM MEXKTY ITHKIAMH.

® Yccnenopanue 1 < 6 Mecsies; uccnenopanue 2 < 3 MecsLes.

® OTHOCHUTENbHAS MHTCHCUBHOCTH JI03bI HPUHOTEKaHA THAPOXJIOPHUIA TPUTHAPATA HA OCHOBAHHH
3aMIaHMPOBAHHONW HMHTEHCHBHOCTH 1036 116,7 Mr/M?/Hememo. MHTEHCHBHOCTH 03B Y
MAIMEHTOB, TOMyJYaBIINX (TOPYpAlli B HUCCICIOBAHUH 2, BApbUPOBAIACH B 3aBUCUMOCTH OT
THUIIA PEKUMA.

** HeBO3MOXXHO paccUMTaTh M3-3a HEOOJBIIOTO pa3Mepa BEIOOPKH.

B naByx wuccrnenoBanusix asel [II kauecTBO KH3HM OLIEHMBAJIM C IOMOIIBIO ONPOCHUKA
EBponeiickoit opranmzanuu mo wuccienoBanuto u JjedeHuto paka (EORTC QLQ-C30). B
uccienoBaHuM | mokaszarenb OOIIEro KauecTBa H3HM ObUI 3HAUMUTENIBHO BBILIE y MAllMEHTOB,
NOJYYaBIIMX MPUHOTEKaHAa THAPOXJIOpUAA TPUTHApAT, YeM Yy TNalHueHTOB, MOJIy4aBIIUX
HaWIy4Iyto nojaaepskupatonryto tepanuio (p = 0,0013). B uccnenoBanuu 2 nokasarenu o01Iero
KayecTBa KU3HU ObUTM aHAJIOTMYHBIMH y MAllMEHTOB, MOJyYaBIIUX UPUHOTEKaHa THIPOXJIOpHIA

TPUTHAPAT WIK GTOPYpPALUI B BUAE HHPY3HH.

Hpyeue uccnedosanus

SlnoHCKOE OTKpBHITOE HEKOHTpOJUpyemoe ucciefoBaHue ¢aspl II ¢ ydacTuem manueHToB ¢
HEMEJIKOKJIETOYHBIM PakoM JIETKOTO BKJIIOYaJI0 B 00miei crnokHocTH 153 manmenta. B stom
UCCIIIOBAaHUM TTHEBMOHUT ObLI 3apeructpupoBad y 6,2 % (9/146) nmauuentoB. OMH ManueHT
yMeEp OT MHTEPCTUIMAIBHOTO MHEBMOHUTA. MpHHOTEKaHa THAPOXIOpUAA TPUTUAPAT BBOIUIM B

no3e 100 mr/m? BHYTpHBeHHO 1 pa3 B Hezemo. Koppekius 10351 IPOU3BOAHIACH B COOTBETCTBHH
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C TOKCHYHOCTBIO, a JICHCHHUC IMPOAOIKAJIM 0 IMPOrpeCCUpOBaHUA 3a00JICBaHNs WK IOSBICHUS
HEMIPUEMIIEMOTI'O YPOBHA TOKCUYHOCTHU (Ka)KI[BIﬁ IMalMCHT OOJIXKCH ObLI IIOJIYYHUTh HC MCHECC TPECX

1103).

5.2. @apmMakoKHHeTHYeCKHeE CBOIiCTBA

AOGcopOuus

B pexomengyemom auanaszone 103 50350 mr/m? AUC npuHOTEKaHA THAPOXJIOPHAA TPUTHIPATA
JUHENHO yBenuuuBaeTcst ¢ yBenuueHueM nA03bl; AUC SN-38 yBenuuuBaeTcs MeHee, 4eM
MIPOMOPIIMOHAIBHO J103€. MaKkCcHMalIbHbIE KOHIIEHTPAIIMU aKTUBHOTO MeTabommuTa SN-38 00bIYHO
HaOmoaloTcss B TedyeHue 1 yaca mocne okoH4yaHus 90-MuHyTHON WHGY3UUM HPUHOTEKaHa

TUAPOXJIOPUAA TPUTUAPATA.

®apMaKOKMHETUYECKHUE [TapaMeTpbl UPUHOTEKaHa ruapoxaopuaa Tpuruapara u SN-38 nociue 90-
o 2

MUHYTHOH wuH(Y3un B jgo3ax 125 wu 340 mr/mM“, ompelneneHHbIX B JBYX KIMHHUYECKHX

HCCJICIOBAHMSIX Y MAlMEHTOB C COMUIHBIMU OMYyXOJISIMH, 00001IeHBI B TaOIHUIIE 6.

Ta6naunma 6. Pe3lome cpernux ( cTaHIapTHOEe OTKJIOHeHHE) (apMaKOKHHETHYECKHUX

napaMeTpoB HPHMHOTEKaHA rUaApoxJiopuaa Tpurunapara u SN-38 y nanmeHToB ¢ COMUAHBIMU

OMYXOJISIMHU

HpunoTekaHa ruApoxJaopuaa TPUruapaT SN-38
Jo3a Cmax | AUCo-2¢ (t12 (4)| Varea CL Cmax AUCo24 | Ttz (u)
(Mr/m?)  |(ar/mar) |(|r X 9/mur) (a/m?) | (n/a/m?) | (ar/mun) |(ar X 9/mor)
125 1660 10200 |5,82+| 110 13,3 26,3 229 10,42
(n=64) | £797 + 3270 0,7 | £48,5| +6,01 +11,9 + 108 +3,1
340 3392 20604 [11,7° | 234 13,9 56,0 474 21,0°
(n=6) + 874 +6027 +10|+696| £4,00 | +£28,2 + 245 +4,3

Cmax — MaKkcHUMaJTbHasi KOHIIECHTPAIHS B IJIa3Me KPOBH;
AUCo 24 — muomans moa ¢GapMaKOKMHETHYECKON KPUBOM 3aBHCUMOCTH KOHIICHTPAIUH
Mpernapara B Ia3Me KpoBU OT BpEMEHH ¢ MOMEHTa BpeMeHH 0 10 24 4acoB MOCIe OKOHYaHUS
90-MuHYTHOW UHY3UH;
t1/2 — TepMUHANBHBIN TTEPUO]T TTOTYBBIBEICHNUS,
Varea — 00beM pacripeieNIeHus] BO BpeMsi TEpPMUHATBHON (ha3bl BBIBEICHUS;
CL — oOmmii cucTeMHBIN KITUPEHC.
3 O0pa3mpl MIa3Mbl, cOOpaHHBIE B TeueHUE 24 4acoB TMocie OKOH4YaHUs 90-MUHYTHOM
nH(py3un.
® O6pasupl mIa3MBI, coOpaHHBIE B TeueHHe 48 yacoB TOCTe OKOHUAaHMS 90-MHHYTHOM
nHpy3un. M3-3a Gosee MIUTEIBHOTO Mepruoaa cOopa JaHHBIX 3TH 3HAYEHHUS 00CCIICUMBAIOT
0ojee TOYHOE OTPAKEHHWE TEPMHUHAIBLHOTO TEpHOAa TOMYBBIBEICHUS WPUHOTEKAaHA
ruApoxJiopuaa Tpuruapara 1 SN-38.
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UccrnenoBanus  inVitr0  mMokas3pIBalOT, YTO HUPUHOTEKAaHA THAPOXJIOpUIA  TPUTHIpPAT
JEMOHCTPUPYET YMEPEHHOE CBsI3bIBaHUE ¢ Oenkamu mia3mbl kposu (30—68 % cBsasbiBanmst). SN-
38 B BBICOKOM CTETICHH CBSI3BIBACTCS C OEJIKaMH IJIa3Mbl KPOBH 4YeioBeKa (mpuMepHo Ha 95 %).
OCHOBHBIM O€JKOM IUIa3Mbl, C KOTOPBIM IPEUMYIIECTBEHHO CBSI3bIBACTCSI WPHUHOTEKAaHA

ruapoxyopuaa Tpuruapat u SN-38, saBisieTcst aTbOyMUH.

Pacnopenenenne

[Tocne BHyTpuBEeHHON WHGY3UU HUPHUHOTEKAaHA THUIPOXJIOpHUIA TPUTHApaTa y UeJIOBeKa C
pa3IMYHBIMM  3JI0KQYeCTBEHHBIMM  HOBOOOpa30BaHUSMH  KOHIEHTpAllMd  HUPUHOTEKaHa
TUAPOXJIOPUAA TPUTHUIAPATA B IUIA3ME CHIDKAIOTCS MYJIBTUIKCIIOHEHIIHAIBHO CO CPEIHHUM
TEPMHUHAIILHBIM TIEPHOIOM TIOTYBBIBEJICHHS 0KOJIO 6—12 gacoB. CpeHMA TEPMHUHATLHBIA TIEPUO]T
MOJTyBBIBEICHUsT akTUBHOTO MerabomuTa SN-38 cocraBnser 10-20 gacoB. B uccienoBannm, B
KOTOPOM HPHHOTEKAaHA THAPOXIOpUIA TPUTHAPAT BBOAMIM B n03ax 100—750 mr/m? mytem
BHYTpUBEHHON WH(pY3un B TedeHue 30 MUHYT KaXkIble TpU HEAETH, TEPMUHAJIbHBIA MEepUOJ
MOJIYBBIBEJICHUS M3 TUIa3Mbl cocTaBisl 14,2 yaca + 7,7 yaca 1l MPpUHOTEKaHA THAPOXJIOPHIA

tpuruapara u 13,8 waca + 1,4 gaca s SN-38.

BHOTD&HC¢ODM&HHH

[TontHOE pacnpenienieHne UpUHOTEKaHa TUAPOXIIOpUAa TPUTHIpAT B OpraHU3Me YeIoBeKa 10 KOHLa
HEe wu3yuyeHo. VpuHoTekaHa THAPOXJIOpPHAA TPUTHAPAT MOABEPraeTcs HHTECHCUBHOMY
METa0O0JIMUECKOMY NpeoOpa30BaHUIO PA3TUYHBIMU (DEPMEHTHBIMH CHCTEMaMM, B TOM YHCIIe
scTepa3aMu ¢ oOpa3oBaHMEM akTMBHOro Merabomuta SN-38 M omocpeaoBaHHOMY YpPUAMH
nudocdar-rimokyponmn-tpancgepazoit 1AL (YI'T1Al)  riarokyponupoBanuto  SN-38 ¢
00pa3oBaHMEM HEAKTUBHOTO TIIOKypoHUIHOTO MeTabosmta SN-38G. Merabonnueckoe
npeoOpa3oBaHUEe MPUHOTEKAaHA THIPOXJIOPHAA TPUTHApaTa MPOUCXOAUT MPEUMYIIECTBEHHO B

ICYCHMU.

HpuHoTekaH TakKe MOKET IOJBEPrarhbCs OKUCIUTENLHOMY METaboNIH3My, OMOCPEIOBAaHHOMY
CYP3A4, no HeckonbkUX (DapMaKOIOIMYECKH HEAKTHBHBIX NPOJYKTOB OKHCIIEHUS, OJUH W3
KOTOPBIX MOXET THIPOJIM30BaThcsd KapOOKCHIACTEepa3od ¢  BbIcBOOOXkIeHHMeM SN-38.
Hpunorekan okucusercs uzopepmentoM 3A4 mutoxpoma P450 (CYP3A4) c oOpazoBanuem AByx
OTHOCHUTEJIbHO  HeakTHBHbIX  MeTabomutoB, APC  (7-3tmin-10-[4-N-(5-amuHONICHTaHOBAS
KHCIIO0TA)-1-nunepuInHo |-KapOOHMIOKCUKAMIITOTEIMHA) ¥ BTOPOCTeneHHoro merabonurta, NPC

(7-5Tnn-10-(4-amMuHO- 1-IMNIEPUINHO)) KAPOOHHIOKCUKAMIITOTEIIMHA.
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OIMMUHALKSA

Pacnpenenenne UpHHOTEKaHa THAPOXJIOPUAA TPUTHAPATa B OPraHU3ME YeJIOBEKa IO KOHIA He
u3ydeHo. B HccienoBaHusX ¢ y4acTHEM MAIlMEHTOB C Pa3jMYHBIMU BHJIAMH paka BBIBEICHUE
UPUHOTEKaHa FUIPOXJIOpUIa TpUTrUapaTa ¢ Modoil coctasisio 11-20 % ot BBeleHHOM 1031, 15
SN-38 cocraBmsmio <1 %, u mis miokypoHugHoro merabonmuta SN-38 cocraBmsuio 3 %.
CoBOKyITHOE BBIBEICHHE HMpPUHOTEKaHa M ero meradbonuToB (SN-38 u  IIIOKYpPOHHIHOTO
metabonuta SN-38) C Jkelybl0 M MOUYOM B TeueHHe 48 4acoB mociie mpuemMa HPHHOTEKaHa
THJIPOXJIOpUIAa TPUTHIpaTa y JBYX MAIlMEHTOB BapbUPOBAIOCH MPUOIM3UTENBHO OT 25 %

(100 mr/M?) 1o 50 % (300 mr/m?).

Oco0Bble IPVIIILI MAIUEHTOB

JInna moyKuJioro Bo3pacra

B uccrnenoBanusax, B KOTOPBIX UPUHOTEKAHA TUAPOXIIOPUAA TPUTUAPAT BBOAMIN €KEHEIENbHO,
TePMHUHAIIBHBIN TEPUO/ MOMYBBIBEACHUS UPUHOTEKAaHA THAPOXJIOPHAA TPUTHUIpATAa COCTABIISLI
6,0 yacoB y mamnueHToOB B Bo3pacte 65 JIET U crapiie u 5,5 4acoB y MAI[MUCHTOB B BO3pacTe JIO
65 ner. HopmanuszoBannas o go3e AUCo 24 1st SN-38 y manueHToB B Bo3pacTe He MeHee 65 et
ob1a Ha 11 % BbINIE, YeM y TAIIMEHTOB B Bo3pacTte 110 65 ner. Kunernueckue qaHHBIE MO CXeMe
npuMeHeHus 1 pa3 B TpH HEJENN y MOXKHUIIBIX MAIUEHTOB OTCYTCTBYIOT. MICX0/s M3 KITMHUYECKON
TOKCUYHOCTH, HA0JIF01aeMOM TIPU ATOM PEKUME JO3UPOBAHUSA, Y TTAIIMEHTOB B BO3pacTe 65 JeT u

cTapie peKOMEHIyeTCsl PUMEHSTh 00Jiee HU3KYI0 HauallbHYIO /103y (cM. pasnen 4.2).

[IeyeHOYHAs HEAOCTATOYHOCTh

BnusitHue TsKeNOW TMEYEHOUYHOM HEJOCTAaTOYHOCTH Ha (apMaKOKMHETHYECKHE CBOMCTBA
MPUHOTEKaHa THIPOXJIOpUIA TPUTHIpATa U €ro MeTaboIuTOB oULIMaIbHO He u3ydanock. Cpenu
NAIMEHTOB C METACTaTUYECKUM KOJIOPEKTAILHBIM PAKOM U U3BECTHBIM OITYXOJIEBBIM ITOPAKEHUEM
nedeHu (OONbIIMHCTBO MaiueHToB) 3HaueHuss AUC upruHOTeKaHa THAPOXJIOpUAa TpUTHApaTa U
SN-38 0BT HECKOJBKO BBINIE, YeM 3HAUCHHS y TAlMEHTOB 0€3 MEeTacTa3oB B IEYCHH (CM.

paznen 4.4).

VY nanueHToB ¢ HapyleHueM (PyHKIIUY TeYeHH KIMPEHC HPUHOTEKaHa THAPOXIOPHUIa TPUTHApaTa
CHIDKAeTCs, B TO BpeMsl KaK OTHOCHTEJIbHAas KOHIICHTpalus aKTUBHOrO Merabonuta SN-38
yBenuuuBaercs. BennuuHa 3Tux 3 PexToB MpornopuroHalibHa CTENeHU HapylleHUsl (pyHKIHUU
MIEYCHHU, YTO OMPEACISIOCH MOBBIIICHIUEM KOHIICHTPAIMK 00IIero OmimpyOornHa u TpaHCAaMHHA3 B

CBIBOPOTKE KpoBH (cM. paznen 4.2).
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IloyeyHas HEIOCTATOYHOCTh

Bnusgane Hanuumsg IIOYCYHOM HCAOCTATOYHOCTH  Ha q)apMaKOKI/IHeTI/IKy HPUHOTCKAaHa

TUAPOXJIOPHUA TPUTHAPATa HE OLICHUBAJIOCH.

DapMaKOKMHETUKA IIPU KOM6HHHDOB3HHOI>1 TCpalinu

B xnumaMueckom wuccrnenoBanuu (asel I ¢ KOMOMHMpPOBAHHBIM MPHUMEHEHHEM HWPUHOTEKAaHA
TUAPOXJIOPHIA TpUTHApaTa, pTopyparia (hropypaiuia) u Kanpius GomHaTa y 26 TalueHTOB
C COJNIMOHBIMU OIyXOJIIMU  paclpelielieHue HMPUHOTEKaHa TUIPOXJIOpUIA TpUTHApaTa
CYILLIECTBEHHO HE U3MEHsUI0Ch. OJHAKO NP BBEACHUU UPUHOTEKaHA THAPOXJIOPHIA TPUTHApaTa C
MOCIICAYIOMUM BBeJIcHHEM Qropypammia u Kanbliius (onuaara 3Ha4eHUS Cmax 1 AUCo24
akTuBHOTO MeTabonmmuta SN-38 ObuTn cHMKEHBI (Ha 14 % u 8 % COOTBETCTBEHHO) IO CPABHEHUIO
CO 3HAYEHUSMH, PETUCTPUPYEMBIMU TMPU BBEJCHUU UPUHOTEKAHA TUIPOXJIOpPHUIA TPUTHUIpaATa B
KavecTBe MOHOTepanuu. PopMalibHbIe UCCICIOBAHUS JEKAPCTBEHHOTO B3aUMOJIEHCTBHUS IN VIVO
Wi N VItro mist OEHKH BIMSHUS MPUHOTEKAHA THAPOXJIOPHIA TPUTHIPATa HAa paclpeieieHue

dTopypaumia u Kanbius GorrHaTa He TPOBOHIIUCE.

5.3. JlaHHbIe TOKJIHHUYECKOH 0e30MacHOCTH

['eHOTOKCHUYHOCTh

HpuHoTeKkaHa THAPOXIOPUIA TPUTHIPAT OKA3bIBANI KJIACTOTCHHOE JIeHCTBHE Kak IN VItro (kietku
SUYHUKA KHTAHCKOTO XOMsIUKa), Tak U IN VIVO (MUKPOSICPHBIH TeCT Ha Mblmax). MpruHOTekaHa
ruapoxiopuaa Tpuruapar u SN-38 HE MpPOJEMOHCTPUPOBAIM MYTAareHHOCTb B TecTe OWMca

in vitro.

KaHneporeHHocTh

JlonarocpouHsle MCCIEA0BAHNUS KaHIIEPOT€HHOCTH MPUHOTEKAaHA T'MIPOXJIOpUJA TPUTHIpaTa He
npoBoauInck. OTHAKO KpblcaM BHYTPUBEHHO BBOAMIM MPUHOTEKaHa THIPOXJIOPUIA TPUTUIPAT B
no3ax 2 mr/kr wnu 25 mr/kr 1 pa3 B Henento B Teduenue 13 Henens (AUC npumepso B 1,3 paza
BHIIIE 3HAYECHUH Y TAIMEHTOB, MOYYaBIIMX TpemaparT B jgo3e 125 Mr/m?), a 3aTeM JaBaiu
BOCCTaHOBUThCS B TeueHue 91 Hexenu. B sTux ycnoBusx Habmaromanach 3HauuMasi JTUHEHHas
TEHJEHIMS. [ YacTOThl BO3HUKHOBEHHMS KOMOMHHMPOBAHHBIX CTPOMAJBHBIX MOJHUIIOB

SHAOMETPHA pora MaTKu U CTPOMAJIBHBIX CAPKOM SHAOMETPHA B 3aBUCUMOCTH OT J103BbI.

FI/IHGD‘-IVB CTBHUTCJIBbHOCTD
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B knuHMueckux wuccienoBaHUsIX aHTHreHHOCTh mpenapata Kamnro IIC, koHmeHTpar mid
MPUTOTOBJICHHUS pacTBopa id UHGY3ui, HEe HaONIoAanach, HO B HCCIEJOBAHUSX IMMACCUBHOMN
KOXKHOU aHA(QWIAKCHH y MOPCKHX CBHHOK M KPOJIMKOB, & TaK)K€ B HCCJICIOBAHHSIX aKTHBHOMN
CUCTEeMHOW aHaUIAKCMW Yy MOPCKHX CBHHOK HAOJIIOAaNach aHTUTCHHOCTh HWPHHOTEKaHA
TUAPOXJIOpHUAA TpUruapara. B aTux ucneiTanusx o06a BU/1a >KUBOTHBIX BHIPA0ATHIBAIN aHTUTENA K
MPUHOTEKaHA FMAPOXJIOPHIa TPUTUIPATY, U OBLIIO 3apPETUCTPUPOBAHO HECKOJIBKO CITy4aeB CMEPTH

MOPCKHUX CBUHOK, CEHCUOMIIM3UPOBAHHBIX K UPUHOTEKAaHA THAPOXJIOPUAA TPUTHIIPATY.

bepemeHHOCTD

BHyTpHuBeHHOE BBeZIeHHE HPUHOTEKaHa THAPOXJIOpUIa TPUTHIPATa B 103€ 6 MI/KI/CYTKH Kpblcam
(AUC npumepno B 0,2 pa3za BbIllI€ COOTBETCTBYIOIIMX 3HAYEHUHN Y MAIMEHTOB, MOJYYaBIINX
npenapaT B 103 125 Mr/m?) U KposiukaMm (OKOJIO MOJOBMHBI PEKOMEHIYEMOil eKeHeleTbHOM
HAYadbHOM O3Bl JUIS 4YeJOBEKA M3 pacueTa B MI/M2) B IIEPHOJ OPraHOTeHe3a SBISETCS
SMOPHOTOKCUYHBIM, YTO XapaKTEPU3YEeTCs MOBBIIIEHHON MOCTUMIUIAHTALIMOHHON Trubenbio U
CHIDKEHHEM KOJIMYECTBAa JKUBBIX IUIOAOB. VMpHHOTEKaHa T'MAPOXJIOpHIA TPUTHApAT OKa3blBall
TEpaTOreHHOE JIEHCTBHE y KPBIC B [103aX, npeBbimaronmx 1,2 mr/kr/cytku (AUC npumepHo 1/40
OT COOTBETCTBYIOIIMX 3HAYEHHH y MAIMEHTOB, MOTyYaBIINX IpernapaT B go3e 125 Mr/m?), u'y
KpoJHKoB B 03¢ 6,0 Mr/kr/cyTku. TeparoreHHoe AelcTBUE BKJIIOYAIO Pa3JIMYHbIE BHELIHHE,

BUCHCPAJIBHBIC U CKCIICTHBIC aHOMAJINU

JlakTanus

Y KpbIC paguoaKTHBHOCTH MOSBHUIACH B MOJIOKE B TEUEHHUE 5 MUHYT MOCIE BHYTPHUBEHHOTO
BBEJICHUS] MEYEHHOTO PaJO0AKTUBHBIM M30TOTIOM HPUHOTEKAHA THUPOXIIOpUIA TPUTHAPATA, U €T0
KOHIIGHTpaIlMs YBeJIWYMBajiach 10 65 pa3 dyepe3 4 4yaca mocie BBEJAEHUS (OTHOCHUTEIBHO
KOHIIGHTpaluii B TIa3Me). BbUlo TOKa3aHO, YTO HMPUHOTEKAaHA THAPOXJIOPHAA TPUTHAPAT

HapymacT CIIOCOOHOCTH K O6y‘-ICHI/IIO " BBI3BIBACT 3aACPIKKY ITOCTHATAJIBHOT'O PA3BUTHSA Y KPBIC.

DdepTUIbHOCTD

ITocne BHYTPHUBCHHOT'O BBCACHNA HPUHOTCKAHA T'HAPOXJIOpUAA TpUTHUApAaTa KpbICaM B J03aX 10
6 MI/KT/CYyTKM 3HAa4MMBIX HEXKEJIATeNbHBIX SBICHUH B OTHOIICHWU (DEPTHUILHOCTH M OOIIei
penpoAyKTUBHON (YHKIIMM HE HaOmonanock. [locie MHOTOKpaTHOTO €KEAHEBHOTO BBEICHUS
UPUHOTEKaHa TUAPOXJIOpUAA TpUTHApaTa Habojanach aTpopusi MYKCKUX PENpOaTyKTUBHBIX
OpraHoOB Kak y IrpbI3yHOB Iipu 03¢ 20 mr/kr (3HaueHne AUC npuOIM3uTEIHHO paBHO 3HAYCHHUIO

y TalMeHToB, MOTyYaBIINX Hpenapar B no3e 125 mr/m? B Helemo), Tak M y coOaK IpH J03e
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0,4 mr/kr (3rauenue AUC npumepHo Ha 1/15 oT 3HaueHUs y MAIMEHTOB, MOJIYYaBIINX MperapaT

B 03¢ 125 Mr/mM? B HEJIENIO).

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTe/ibHbIX BellleCTB
J-Copburon

MosnoyHast Kuciaora

Harpus ruapokcun

XJI0pUCTOBOAOPOIHAS KUCIIOTA

Bona mist nabexiuii

6.2. HecoBMecTUMOCTH
JIaHHBIN JE€KApCTBEHHBIM MpernapaTr He CleayeT CMEIIMBaThb C JAPYTMMH JIEKapCTBEHHBIMU

npenaparamMu, 3a UCKJIKOUYCHUEM YIIOMAHYTBIX B pa3Jciic 6.6.

6.3. Cpok roqHocTH (CpoK XpaHeHHsl)

3 rona.

Cpok 2co0HOCmuU U yco6us XpaneHus npueomosieHHo20 pacmeopa

PactBop st MHBEKIMH TpeIHa3HAYeH TOJIBKO JUIsl OJHOKPATHOTO MCIIOJIb30BAHMS, U JIIOOYIO
HEHCII0JIb30BaHHYIO €T0 YacThb CIEAYET BEIOpAChIBATh.

Xota npenapat Kamnro LIC, KoHIIEHTpAT [UIs IPUTOTOBJIEHUS pacTBOpa AJisl HH(y3uil COBMECTHM
¢ pactBopamu st uHbekuuit (0,9 % (B OTHOIICHHH Macchl K 00BEMY) PACTBOP HATPHSI XJIOPHIA
JUIsl UHbEKIMHA U 5 % (B OTHOILIEHUU Macchl K 00bEMY) pacTBOp TJIFOKO3BI JUIsl MHBEKLIUN) MIpH
XpaHEHUU B TeUEHHE Mepuoja 0 28 AHEH, ¢ LeIbI0 CHUKEHUS MUKPOOHOJIIOTUYECKUX PUCKOB
PEKOMEH/1yeTCs TOTOBUTH HH(Y3HOHHBIE pACTBOPHI HEMOCPEACTBEHHO MEpel UX UCIIOIb30BaHUEM
Y BBOJUTH KAaK CKOPEE IOCIE PUTOTOBIICHNUS.

Ecnu npenapar He Hcnonb3yeTcs cpas3y ke MOciie BCKPBITUS YIIaKOBKH, TO OTBETCTBEHHOCTH 3a
MEPUOJ U YCIOBUS €r0 XpaHEHHUsI C MOMEHTA BCKPBITUS YIIAKOBKH [0 UCIIOIb30BaHUS BO3JIaraeTcs
Ha MeIUIUHCKHIA mepcoHan. Kak mpaBuio, AaHHOE XpaHEHHE JIOJKHO OCYIIECTBISATHCS HpU
temneparype ot 2 ao 8 °C He Oonee 24 4acoB, €Clid NMPOLEAYpbl PacTBOpEHHUs (U Apyrue

MaHI/IHy.]'ISIIII/II/I) HEC BBIIIOJIHCHEI B KOHTPOJIMPYCEMBIX U BAIIMAUPOBAHHBIX aCCITUYCCKUX YCIIOBHUAX.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NIPH XPAHEHUH
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XpaHuTh MpU Temneparype He Boiiie 25 °C, B 3alIUIIEHHOM OT CBETa MECTE.
VYcnoBus XxpaHeHus: IPUrOTOBIEHHOI'O PacTBOpa CM. B pazzene 6.3.

6.5. XapakTep u coaep:kaHue NePBUYHON YIIAKOBKHU

I[To 5,0 mn wm 15,0 M1 mnpemapara B TMOJUIPONMICHOBBIE (DIIAKOHBI SIHTAPHOTO IIBETA,
YKYTIOpEeHHBIE PE3MHOBON MpoOKoii. [IpoOka o6kaTa alFOMUHUEBBIM KOJIIIAYKOM C IJIACTUKOBOU
KpbIKoi Tuna «puun-opd». Ilo 1 prakony B KapTOHHYIO TAYKy BMECTE C TUCTKOM-BKJIa IbIIIIEM

(MHCTPYKIMEH IO TPUMEHEHHIO).

6.6. Oco0ble Mepbl NPeIOCTOPOKHOCTH TNPH YHUYTOKEHHH  HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WINM OTXO0A0B, TMOJYYEHHBIX I0CJie TNpPHUMeHEHUs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaAaHUIYJISIUM C PenapaTomM

Mepbl IpeJOCTOPOKHOCTH IPY ONPUTOTOBICHUHM M BBEACHUM IIpenapara

Kak u B ciydae ¢ ApyruMu noTeHIMaIbHO TOKCUYHBIMU IPOTUBOOITYX0JIEBBIMU JIEKAPCTBEHHBIMU
CpeACTBaMU, P OOpAIlEHUH U IIPUTOTOBJICHUU PACTBOPOB M3 KOHIIEHTpATA JJIsl PUTOTOBJICHUS
pactBopa mis uHOys3uil Kamnro LC cnexyer nposBISTH OCTOPOXKHOCTb. Pekomenayercs
UCIIOJIBb30BaTh IepuaTtku. lIpM KOHTakTe KOHIEHTpaTa MAJii NPUTOTOBJIEHHS pacTBOpa IS
uH¢y3ui Kamnro LIC ¢ koxeill, HeMeAJIeHHO U TIATEIbHO MPOMONTE KOXKY BoAOH ¢ MbuioM. [1pu
KOHTaKTe KOHIIEHTpaTa g NpUroToBiaeHus pactBopa 1 uHysuit Kamnro LIC co cnusucroi
000JI0YKOM, TIIATENFHO MPOMOMTE CIU3UCTYIO BOIOM.

[Tpenapat Kamnro LIC, KOoHIIEHTpaT A MPUTOTOBJIEHUS pacTBOpa s HH(DY3UH, HE COOEPKUT
aHTHCeNnTUYecKux cpencts. [Ipenapar npeaHasHayeH TOJIBKO ISl OTHOKPATHOIO MPUMEHEHUS Y

OJJHOI'O ImamucHTa. Bce ocratku npemapara nmoJieKat yTuin3anuu.

Hucmpyrkyus no npucomoeénenuto pacmeopa oas uHQy3uu
@DI1aKoH clleZlyeT OCMOTPETh Ha MpeIMET MOBPEXKIEHUHN 1 BUTUMBIX PU3HAKOB yTeuek. B ciayuae

OoOHapy»eHHS MOBPEXKIEHUSI HEBCKPBITYIO YIIaKOBKY CXKHUTaIOT.

[TpoBepbTe copepkumoe (hakoHa Ha HATMYME MEXaHUYECKUX BKIIOUEHHH U TOBTOPUTE OCMOTP,
KOrja JIeKapCTBEHHBIH mpemnapar orOupaercs u3 (QuakoHa B mmpuil. [Ipum oOHapykeHuuU

MEXaHUYECKUX BKIIFOUCHHI HE UCTIOIB3YHUTE COIEPKUMOE.

[Tepen wubysueit npemapar Kamnto I[C, KOHIEHTpar i TPUTOTOBJICHHUS pacTBOpa MAJis

uHdy3uid, HeoOxonumo paszBectu. Ilpemapatr Kamnro LIC, KoHUEHTpaT A MPUTOTOBJICHUS
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pactBopa i HHQY3WH, cieqyer pasBectd S5 % pacTBOpPOM TUIIOKO3bI JJII  MHBEKIMN
(mpeanouturensHo) win 0,9 % pacTBOopoM HaTpus XJOpHAa Ui HUHBEKUUHA 10 KOHEHYHOMH
KoHIeHTpauun B auanazoHe 0,12-2,8 mr/mn. B pactBop s undy3uil apyrue mnpenapaTsl
n00aBIATh HE cieayeT. JIekapcTBeHHBIE Mpemnaparsl Ui NapeHTepaIbHOTO BBEACHUS CIIEAyeT
BU3YaJbHO MPOBEPSITh HA HAJUYME MEXaHWYECKUX BKIIIOUEHUN M U3MEHEHHUE IIBeTa IMepel

BBCACHHUEM BCSKHI pa3, Koraa 3TO IMMO3BOJIAIOT paCTBOp U (bJ'IaKOH.

3anpemaercs 3amopaxuBarh cMmecu npenapara Kamnro L[C, KoHLleHTpaT ajis NPUTOTOBICHUS

pactBopa sl HH(PY3Hi, TOCKOJIBKY 3TO MOXKET MPUBECTH K OCAXJACHUIO Mpernapara.

MeDI)I OPpEAOCTOPOKHOCTH IIPHU O6D8,HICHI/II/I C JICKApCTBCHHBIM IMPEapaToM

Janee nepeyncieHsl peKOMEHIAIUH 10 3allIUTHBIM MepaMm, CBSI3aHHBIE C TOKCUYECKON MPUPOAOH

ATOTO BEIIECTBA.

e [lepconan noykeH NpoiTH 00yUYeHHE MPaBUIBHBIM METOAAM OOpaIeHHsI C TPEemapaToOM.

e bepeMeHHbIe COTPYAHUIIBI HE JOJKHBI pa00TaTh C JaHHBIM MPENapaToM.

e [lepconan, paboraromuii ¢ mpenaparom Kammnro [[C, KOHIEHTpaT IS TPHUTOTOBICHHS
pactBopa miis MHGY3UM, TOKEH HOCHTh 3alIUTHYIO ONSXKIY: 3alIUTHBIC OYKH, pabouuii
XajaT U OJHOPA30BbIC NIEPUYATKHU, U MACKY.

e C(Crnenyer OTBECTHM OIPEACICHHYIO TEPPUTOPUIO  JUISL  BBIIIOJIHEHHS  pacTBOPEHUS
(MpeAMOYTUTENHHO TOJ] CHCTEMOH JIOKamu3allid C JaMHHApHBIM TMOTOKoM). Pabouas
MOBEPXHOCTh JIOJDKHA OBITH 3alllMIleHa OJHOPa30BOM (umbTpoBambHONW Oymaroit c
MJIACTMACCOBOM OCHOBOM.

° Bce MaTcepuraibl, UCIIOJIB30BAHHLIC IJId BBCACHUA W OYUCTKU (B TOM YHUCIIC HepanKI/I),
CJIeyeT BhIOpAChIBATh B MAKETHI JIJIs1 COOpPa OTXO/I0B BHICOKOM CTENIEHU PUCKA JJIS COKUTAHUS
[IPU BBICOKUX TEMIIEpaTypax.

e Mecro mponuBa WIM YTEUKH Tpernapara cieayeT oOpaboTaTh pa30aBIeHHBIM PaCTBOPOM
runoxyuopura HaTpus (moctynHoro 1 % Xxjopa), mpearnouTUTeIbHO 3aMaulBaHUEM, a 3aTEM
BOJIOH.

e Bce marepuansl s YOOPKH CIEAyeT YTUIM3UPOBATH B COOTBETCTBUU C MPUBEACHHBIMHU
paHee UHCTPYKIUSIMHU.

e [Ipu cnydaiiHOM NoMalaHUK TIpenapara B ria3a Wik Ha KOXY, IOPaKEHHBIM y4acTOK CIe1yeT
HEeMeaJieHHO o0Opabortars. [lpw momaganwu B Tha3za cJleayeT MPOMBITh MX OOWIBHBIM

KOJIMYECTBOM BOJbI, MPU KOHTAKTE C KOXKEH MOpaXeHHBIH Y4acTOK MOKHO 00padoTath
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BOJIOM, BOZIOM C MBIJIOM, HJIU PACTBOPOM OMKapOOHATa HATPHUsI; 3aTEM CIIETyET 0OpaTUTHCS 3a
MEIUITUTHCKOW TTOMOIIIBIO.
Becp ocraBmmiics JIeKapCTBEHHBIN IIPEnapaT U OTXOAbI CIECLYET YHUYTOXKUTH B YCTAHOBICHHOM

MOPsIZIKE.

7. JEPKATEJIb PETUCTPAIIMOHHOTI'O YOCTOBEPEHU S
[Naiizep Unk., CILIA

235 Hcr 42 Crpur, Helo-Hopk, mrar Hero-Mopk 10017

Ten.: +1 (212) 733-23-23

On.aapec: https://www.pfizer.com/contact/email

7.1. lIpeacTraBuTe/Ib AepKATENsA PETHCTPANMOHHOTO YI0CTOBEPEHMS

[Iperen3nn norpedbUTENEH HAPABIATE 110 aJIPECY:

Poccuiickas ®enepanus

000 «Ipaiizep NunoBarmm»

Anpec: 123112, r. Mocksa, [Ipecnenckas Hao0., 1. 10, B «bamras nHa Habepexnoi» (bmok C)
Ten.: +7 (495) 287-50-00

®akc: +7 (495) 287-53-00

Dn.moura: Russia@pfizer.com

8. HOMEP PETUCTPAIIMOHHOTI'O YAOCTOBEPEHUSA

9. JATA TEPBUYHOM PEIMCTPAIIMM (IIOATBEPKJIEHUSI PETUCTPAIIUMH,
HEPEPETUCTPALINN)

Jlata nmepBoii peructpanuu:

10. JATA HEPECMOTPA TEKCTA

OO6mas  xapakTtepucTuka JekapcTBeHHoro mpemapara Kammro IIC  moctynmna Ha

I/IH(I)OpMaI_II/IOHHOM nopraje EBpaSHﬁCKOFO O9KOHOMHYCCKOI'0O COI3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHUKaIMoHHO# cetn «HTepHer» https://eec.eaeunion.org.
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