COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 26.09.2024 N= 20736

OBIIASI XAPAKTEPHCTHKA JIEKAPCTBEHIOrO TIPEAPATA *2 1)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
NPUHOTEKAH-/I)K, 20 mMr/mi1, KOHIIEHTpAT AJIs1 TPUTOTOBJICHHS pacTBopa 11k HHPY3Ui

2. KAYMECTBEHHBINA U KOJIMYECTBEHHbBIN COCTAB

JeiicTByrolee BEIECTBO: HPUHOTEKAH.

Kaxxnprit M KOHIIEHTpaTa Ijisi NMPUTOTOBJEHHUS pacTBopa s uMH(y3uit comepxkut 20 mr
UpUHOTEKaHa (B BHJIE THAPOXJIOPUIA TPUTHAPATA).

Kaxnprii ¢guakon 2 mu coxepxxut 40 Mr mpuHorekana (B BHAEC MPHHOTEKAHA THAPOXJIOPHUAA
TPUTHIpATA).

Kaxnprit ¢pmakon 5 ma comgepxkutr 100 Mr mpuHOTeKkaHa (B BHAE MPUHOTEKAaHA THUAPOXJIOPHAA
TPUTHIPATA).

BcenomorarenbHble BelllecTBa, HAMYME KOTOPBIX HAJI0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npernapara: CopoOUTOI, HAaTpHid (cM. pasnen 4.4).

ITonubIi MEPCUCHb BCIIOMOT'aTCIIbHBIX BCHICCTB HpI/IBe,Z[éH B pas3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
KoHuenTpar A npuroToBieHue pacTBopa st UHPY3Ui.

HpO3p8.‘lHBII>i pacTBOpP OT CBECTJIIO-KCIITOTO O KEJIITOI'O IIBETA.

4. KIMHUYECKUE JAHHBIE

4.1. Tloka3aHusl K NIPUMEHEHHUIO

IIpemapar TPUHOTEKAH-JUK noka3aH K NpUMEHEHHUIO Yy B3pPOCIBIX MAaLUEHTOB C MECTHO-
pacrpocTpaHEHHBIM UM METACTATUUECKUM pakoM 000JI0UHON U MPSIMOM KUILIKH:

- B KOMOMHaIMU ¢ GTOPYpaLMIOM U Kanbliys (GOJIMHATOM Yy MAllMEHTOB, paHEE HE MOJy4aBLINX
XUMHUOTEPAIHIO;

- B MOHOTEpANHH y MalMeHTOB C IPOrPECCUPOBAHNUEM OO0JIE3HU MOCIE MPOBEACHUS CTaHIapTHOM
IIPOTUBOOITYXOJIEBOM TEPANHH.

4.2. Pesxum 103MpOBaHNS U cNIOCO0 NPUMEHEHUs!

PexxuMm no3upoBanus

IIpenapat npeaHazHa4YeH TOJIBKO AJIs B3pPOCIIBIX.
NPUHOTEKAH-/IXX mnpumensercss kak B BHJE MOHOTEpalnud, Tak U B KOMOMHAIMM C
¢ropypaumioM u ¢onuHatoM Kanbius. [Ipu BbIOOpe 103bI M peXKHMMa BBEACHMS CIEIYET

oOpataThecs K CeualbHOM TuTepaType.
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COOTBETC TEn'ET SKCTNEPTHOMY OTYETY

IIOBEPXHOCTU TeJla €XKEHENEIbHO B TeueHue 4 Henenb B BUJE 90-MUHYTHONH BHYTPUBEHHOU
MHQY3UU ¢ MepephIBOM B 2 Helenu, a Taxke 350 Mr/mM? B BHE OJHOYACOBOM BHYTPUBEHHOM
nH(DY3UU Kaxable 3 Helemu.

B cocmase xombunuposannou xumuomepanuu ¢ pmopypayuiom u Kaivyus GoiuHamom Ao3a
npenapara MPUHOTEKAH-JI)K cocTapisieT: Ipu exeHeIeNbHOM BBEAeHUM — 125 Mr/m?, mpu
BBEJICHUH ITyTeM IIPOJOJKUTENbHOM uH(y3uu 1 pas B 2 Hemenu — 180 mr/m2. JIo3bl U peskum
BBeJleHUs (pTopypanuia u Kaiblus (HoirHaTa noaApoOHO OMKMCAHBI B CIIEMAILHON JIUTEpaType.
[Ipu mo6oi u3 npennokeHHbIX cxeM npumenenus npenapata MPUHOTEKAH-IIXK tepamnuto
CIIEYET MPOJIOIKATH IO TEX IO, TOKa OTMEYAETCSI OTBET Ha JISUEHUE I HE HAOII01aeTCst pocTa
onmyxonu. Crneayer IOCTOSHHO KOHTPOJIMPOBATb COCTOSHUE TMallUEHTa IpU pa3BUTUU
TOKCUYHOCTH, KOTOpas HE KYHMUPYETCS CHIDKEHHEM [03bl Mpernapata U MOAJCp>KUBAIOIIEH
Tepanuen.

Pexomenoayuu no moouguxayuu 003wel

B pexume monHoTepanuu cHukeHue HadanbHOW A03bl mpenapata MPUHOTEKAH-IXK ot
125 mr/M? o 100 mr/m? 1 ot 350 mMr/M? o 300 Mr/mM?, a TakkKe CHIDKEHHE 10361 0T 125 Mr/m? 1o
100 mr/m? u ot 180 mr/m? mo 150 Mr/m? B pexxuMe KOMOMHHPOBAHHON TEparMH, MOXKET ObITh
PEKOMEH/I0BAaHO Y MTAllMEHTOB B BO3pAcTe 65 JIET U cTaplile, P MPEAIIECTBYIOIIEH SKCTEHCUBHON
Jy4eBOU Teparuu, MpH MoKaszaTesie 00IIero COCTOSIHUS TAI[UEeHTa, PABHOTO 2, MPHU MOBHIIIICHHON
KOHIIEHTpaLuu OMIMpyOrHA B KPOBH, IPH COMMYTCTBYIOIIEM paKe KeTy/Ka.

IIpu npumenenun mnpenapata MPUHOTEKAH-/K B kxomOuHanum ¢ KanequTaOMHOM Y
TIAIMEHTOB B BO3pacTe 65 JIeT M cTapile, cIeyeT CHU3UTH 103y KanenuraduHa 10 800 Mr/m? 1Ba
pa3a B CyTKH, B COOTBETCTBUU C MHCTPYKIMEH MO0 MpUMEHEHUIo KanenuraduHa. Takxke cienyer
00paTUTHCS K PEKOMEHJAIMSM 10 IPUMEHEHUIO KanenuTabuHa B KOMOMHUPOBAaHHOHN Tepanuu B
CIELIMAJIBHOM JIUTEpaType.

Beenenue npenapara MPUHOTEKAH-J)K He cnenyer npoBOAUTH 10 TE€X MOP, TOKA KOJIUYECTBO
HelTpo¢uiIoB B nepudeprueckoit Kpou He MpeBbIcUT 1500 KIIeTOK/MKIT KPOBH, U ITOKa HE OYAYT
MOJTHOCTBIO KYIIMPOBAHBI TAKHE OCIIOKHEHUS, KaK TOIIHOTA, PBOTa M 0COOCHHO Auapes.. Beenenue
npernapara 10 pa3penieHus BceX NOOOYHBIX SBIEHUI MOKHO OTJIOXKHUTH Ha 1-2 Henenu. B ciyuae,
eclii Ha ()OHE JICUeHHUs pa3BUBAETCs BBIPA)KEHHOE YTHETEHNE KOCTHOMO3IOBOT'O KPOBETBOPEHUS
(kommuectBo HedTpodmioB Menee S500/MKIT KpOBH, W/HIM KOJUYECTBO JICHKOIIMTOB MEHEE
1000/Mkn kpoBH, W/uiu KoiaumdecTBO TpomboruToB MeHee 100000/Mkn) wimm (ebOpunbHas
HelfTporienust (konuyectBo HedTpoduioB 1000/MKI M MeHee B COYETAaHHMHM C MOBBIIIEHUEM

TeMmeparypsl Tena 6onee 38 °C), i MHPEKINOHHBIE OCIIOKHEHUS, WU TSKeNas 1uapest, Win
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NPUHOTEKAH-/IX u, npu Heo6xoaumocTH, (pTopypanunia cieayer cHu3uth Ha 15-20 %.

[lpy  mosiBIeHMHM  OOBEKTHBHBIX  NPU3HAKOB  IPOTPECCUPOBAHUS  3JI0KAYECTBECHHOTO
HOBOOOpa30BaHMs WM Pa3BUTUM HEKOHTPOJIMPYEMOH TOKCHYHOCTH TEPAIMIO IPErnapaToM
NPUHOTEKAH-/IX cnenyeTr npekpaTuTh.

Oco0ble rpynisl MalueHToB

Iayuenmsi ¢ HapyweHuem hyHKyuu neyeHu

[Ipu KoHIIEHTpauK OUITMPYOHHA B CBIBOPOTKE KPOBHU, MTPEBBILIAIOICH BEPXHIOIO TPAHUILY HOPMBI

He 6osee yeM B 1,5 pasa, B CBSI3U C MOBBIIIEHHBIM PUCKOM Pa3BUTHS BBIPAXKEHHOIN HEUTPOIIEHUU

clleqyeT TIIATEIbHO KOHTPOJIMPOBATh I10Ka3aTead KpoBU y nanueHTa. I[lpu mnoBblieHun

KOHIIEHTpanuu OmmupyomHa Ooiniee yeM B 3 pasa seuenue npenaparom WPUHOTEKAH-/K

CIIeTyeT MPEKPATUTb.

Ilayuenmul ¢ Hapywenuem ynKyuy novex

JlanHbie 1o 6e30macHOCTH 1 3(pPEKTUBHOCTH OTCYTCTBYIOT. [Ipemapar He0OX0MMO TPUMEHSITH

C OCTOpOXXHOCThIO. [IpemapaT He pekoMeHJyeTcs MalueHTaM, MOJy4YaroUluM TeMOJHalIn3.

Ilayuenmwl nodxxcunozo 6o3pacma

Kakue-nu6o ocobennoctu npumenenus npenapara UPMUHOTEKAH-/IXX y moxunbix monei

oTrcyTcTBYIOT. Jlo3y mpenapara B KaXJOM KOHKPETHOM cllydae CledyeT Noa0uparh ¢

OCTOPOXHOCTBHI0. Heo0XoAMMO TIIaTenbHO KOHTPOJIMPOBATH COCTOSHUE MAIIMEHTOB B BO3pacTe

65 neT U crapiie B CBSI3U C TOBBIIIIEHHBIM PUCKOM Pa3BUTHUS paHHEH Muapeu y JaHHOUW TPYIIbI

MalUEeHTOB.

Tayuenmut co chudicennou akmuenocmoio YI'TIAI

[TarmenTs! ¢ BapuantamMu YI'T1A1*28 unu *6 (0coOEHHO TOMO3UTOTHBIE) UMEIOT MOBBIIIEHHBII

PUCK BO3HUKHOBEHHS MOOOYHBIX 3P (PEKTOB, TAKMX KaK HEUTPOTIEHUS U Jrapesi. ¥ TOMO3UTOTHBIX

MAIMEHTOB CJIEYeT PACCMOTPETh BO3MOXKHOCTh CHIKEHHUS HaualbHOW J03bI HPUHOTEKaHA (CM.

paznen 4.4). Kpome Toro, *28 m *6 roMO3UTOTHBIE M TETEPO3UTOTHBIC MAIMEHTHI JOJKHBI

HaXOJUTHCS MO TIIATEIbHBIM HAOI0IEHUEM Ha IPEIMET HAJTM4MsI HEUTponeHUH U auapeu. s

JAHHOM MOMYJSLMU MAllMEHTOB HET YETKUX PEKOMEHJAIMI 110 KOPPEKLIUHU J103bl U YMEHBIIEHUE

J103bI MperapaTa clielyeT IPOBOJUTh HA OCHOBAHUH UHAUBUYaJTIbHON NEPEHOCUMOCTH JICUECHHUS.
eTu

besonacuocts u a3 pextuBHOoCTs pemapata MPUHOTEKAH-/IX y neteit B Bo3pacte ot 0 10 18

JIET HE YCTaHOBJIEHBI. /[aHHbIE OTCYTCTBYIOT.

Cnoco0 nmpuMeHeHus

[Ipemapar MMPUHOTEKAH-JI’)K  BBOgMTCS B BHUJAE  BHYTPUBEHHOM  HHQY3UH

MIPOJIOKUTENIBHOCTRIO HE MeHee 30 MuHyT U He Oosiee 90 MUHYT.
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WNHCTpYKIIMIO O TMPUTOTOBIICHUIO JIEKAPCTBE
pasznene 6.6.

Mepwi  npedocmopodcHocmu, npuHumMaemvle nepeod NpUMEHEHUeM Npenapama uiu npu
oopaweHuu ¢ HUM

WNudopmanus no pabore ¢ MUTOTOKCHYSCKUMHU IIpenapaTaMy pUBEeHA B pasjene 6.6.

4.3. [IporuBonoOKa3aHus

o ['unep4ayBCTBUTEIHHOCTh K UPUHOTEKAHY WIIH K JIFOOOMY U3 BCIIOMOTATEIILHBIX BEIIECTB,

IIEPEYUCIICHHBIX B pazzene 6.1;

o XpOHNYECKHE BOCTIATIUTEIbHbBIE 3a001€BaHNS KMIICUHUKA U/UIM HApYIIEHHs KUIIEYHON
IIPOXOJUMOCTH;

o BripaxkeHHOE yrHEeTeHHEe KOCTHOMO3I'OBOTO KPOBETBOPEHUS;

o KonuenTpauusa OunupyOuHa B ChIBOPOTKE KpPOBH, IpeBbIIIaomias Oosee yeM B 3 pasa

BEPXHIOIO TPAHHILY HOPMBIL;
° O6miee cocrosiHue manueHToB, onenuBacmoe mo mkaine ECOG (Eastern Cooperative

Oncology Group) > 2;

o OpnHOBpeMEHHOE NPUMEHEHUE C BAKLIMHOM JKEITOH JINXOPAIKHY;
o bepemMeHHOCTD U IIEpUOJI TPYIHOTO BCKapMJIMBAHNUS;
. Jerckuii Bo3pacT (AaHHbIE IO 6€30MaCHOCTH U 3(h(PEKTUBHOCTH Yy I€TEH OTCYTCTBYIOT).

4.4. OcoOble ykazaHusl 1 MepPbl NPeI0CTOPOKHOCTHU NPH NPUMEHEeHUH

C 0CTOPOKHOCTEIO

JlydeBass Tepanus (B aHamMHe3e) Ha 00jacTh OpIOIIHOM MOJIOCTH WM Ta3a (BBICOKUN pHUCK
pPa3sBUTHSL MHEJOCYIPECCUH), JIEHKOUNUTO3, MAlMEHTHl XEHCKOro Imojia (TIOBBIIIAETCS PHUCK
pa3BUTHS JUapew), TMOYeYHas HeIOCTATOYHOCTh (JaHHBIE 1O O€30MacHOCTH OTCYTCTBYIOT),
THITIOBOJIEMHSI, TTOBBIIICHHBIH PUCK BEHO3HBIX TPOMOOIMOOIHUYECKUX OCIONKHEHUH, MOKHION
BO3pacT.

Oco0ble yKkazaHus

Jleuenne mnpenapatom UPMHOTEKAH-/IK nomxHO TPOBOAUTHCS B CHEIHATH3UPOBAHHBIX
XUMHOTEPANEeBTUUECKUX OTHAEICHUSIX MOJ HaOJIOJEHWEM Bpada, UMEIOUIEr0 OMBIT paboThl C
IIPOTUBOOITYXOJIEBBIMU MpENapaTaMu.

Y mnanuento, nonydarommx MPUHOTEKAH-/DK, HeoOXxoaumo exeHeAenbHO OIIEHHWBATh
pa3BEepHYTHIM KIMHUYECKUH aHalIu3 KPOBU U CIEAUTH 3a (PyHKUIMEH NeUeHN.

uapesi, BO3HUKarOIIasi Kak CIEACTBHE IMTOTOKCHYECKOTO JEHCTBUS mpernapara (OTCpOoYeHHas
napesi), 0ObIYHO OTMeuaeTcs He paHee 24 yacoB nocie BeeneHus npenapata MPUHOTEKAH-

JIK (y OonpIIMHCTBA MAIlMEHTOB, B CpeaHeM, uepe3 5 aHeil). [Ipu mosiBieHur nmepBoro 3Mmu3o/1a
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XKHUJIKOTO CTyJla HEOOXOJMMO Ha3HaueHue OOH
HEMEJUICHHOE ITPOBEACHUE NPOTUBOAMAPEHHON TEpaIllUK, BKIIOYAIOLICH MpUEM Jiollepamuia B
BBICOKHMX J/1033aX (4 MI Ha NEepBBIA IpUeM, 3aTEM 10 2 MI' Kaxable 2 4aca). DTy Teparuio
IPOIOJIKAIOT €11l B TeUEHHE He MeHee 12 4acoB 1mociie NOoCIeJHero 3M130/a )KUAKOIro CTyJia, HO
He Oonee 48 uacoB HM3-3a BO3MOXHOCTH DPa3BUTHUA Nape3a TOHKOW kumku. Ecinu nuapes
pacueHuBaeTcss Kak Tsbkenas (Oonmee 6 3MM30[0B KHUIKOTO CTyJla B TEUEHHE CYTOK WIH
BBIPaKCHHBIC TEHE3MBI), a TAK)KE, €CJIM OHA COMPOBOXKIAETCSI PBOTON MM JIMXOPAJIKOM, MALIUEHT
JOJDKEH OBITh CPOYHO TOCHUTAJIM3UPOBAH JUIsl HPOBEAEHUS KOMIUIEKCHOIO JIEYCHMS,
BKJIIOYAIOLIET0 BBEJEHHE aHTMOMOTUKOB LIMPOKOro cnekrtpa aedctsus. Ilpu ymepeHnHol win
c1a0OBBIPAXKEHHON uapee (MeHee 6 AMU3040B KHUJKOIO CTyJla B TEYEHUE CYTOK U YMEPEHHBIE
TEHE3MBI), KOTOpasi He KYIUPYETCsl B TEYCHHUE MEpBbIX 48 4acoB, HEOOXOAUMO HAYaTh MPUEM
AHTUOMOTUKOB IIHMPOKOTO CIEKTpa AEUCTBUS BHYTPb, NPH 3TOM MAlMEHTa PEKOMEH]YeTCs
rocouTanu3upoBarb. [Ipy  OZHOBPEMEHHOM BO3HMKHOBEHHMM JMaped U BbIPaKEHHOU
HEUTpoIeHNH (KOJMYECTBO JIEUKOIUTOB MeHee 500 KIETOK/MKI KpOBH) B JOINOJHEHHE K
aHTUAMAPEHHON Tepanuu C NPOPUIAKTUYECKON LEIbI0 BHYTPb HA3HAYalOTCS aHTHUOMOTHUKU
HIMPOKOro crekTpa jaedcTBus. Jlomepamua He cienyeT Ha3HauaTh MPO(UIAKTHYECKH, B TOM
qucie NaleHTaM, y KOTOPBIX Auapes oTMedaaach BO BpeMs MpeAbAyILUX BBEACHUN Ipenapara
NPUHOTEKAH-JIX.

[TaruenTa HEOOXOAMMO 3apaHee MPEeAYIPEIUTh O BOZMOKHOCTH Pa3BUTHUSL Y HETO OTCPOYEHHON
nuaped. IlanueHTs! TOMKHBI cpa3y MH(DOPMUPOBATH CBOETO Bpaya O BOZHUKHOBEHUU JTUAped U
HEMENJIEHHO Ha4aTh COOTBETCTBYIOIIIEE JICUCHUE.

[Ipy HeanekBaTHOM JIEUEHUH IUApEd MOXKET pa3BUTHCS COCTOSHHME, YIPOKaIollee >KU3HU
nanueHTa, 0COOEHHO, €CIIU AUapes pa3BIiach Ha OHE HEUTPONECHHH.

[Taumentam c¢ ¢eOpunbHON HeWTponeHued (Temmeparypa Tena > 38 °C U KOJMYECTBO
HeliTpopmnoB < 1000 KIETOK/MKI) HOKHO OBITH Oe€30TiaraTelbHO HA4yaTo BBEJICHUE
AQHTUOMOTHKOB IIMPOKOIO CHEKTpa IEHCTBUS B YCIOBHIX CTal[IOHApa.

[Ipy pa3BUTHM OCTPOrO XOJMHEPTUYECKOIO0 CHHJIPOMA, IpHU3HAKaMU DPAa3BUTUS KOTOPOTO
ABIIAIOTCS TOSIBIIEHUE PAaHHEH OUaped U COBOKYIHOCTH TAKUX CHUMIITOMOB, KakK IOTJIMBOCTD,
criactTudyeckue OO B JKMBOTE, CJE30TE€UEHHE, MHO3 M MOBBIIMIEHHOE CIIOHOOTIENICHHE, MPHU
OTCYTCTBHMM MPOTUBOIIOKA3aHUM NMOKa3aHOo Ha3HadeHue 0,25 Mr aTrpornuHa noakoxHo. Cuenyer
co0roAaTh OCTOPOKHOCTD IIPU MPUMEHEHHUH Mpenapara y HalleHToB ¢ OpOHXHAIbHON acTMOM.
VY NanueHToB ¢ yKa3aHHUAMH Ha Pa3BUTHE OCTPOrO XOJIMHEPIMUECKOTO CHHApPOMa B aHAMHE3E, B
TOM 4YMciIe W B Tsokenoil ¢opme, mepen HaszHaueHuem mpemnapara MPMHOTEKAH-IIK

PEKOMEHI0BaHO MPO(PUIaKTUYECKOE BBE/IEHUE aTPONHHA.
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[lepen KaxIbIM [HUKJIOM TEpamuu Mper
npoHIaKTHIeCKOe HA3HAYEHUE NMPOTUBOPBOTHBIX MpemnapaToB. VX HE0OX0IMMO MPUHUMATH B
JIeHb TPOBEJICHUS Tepanuu, Kak MUHUMYM 3a 30 MUHYT 70 BBEJEHUS MpHUHOTEKaHa. Takxke
ClIelyeT PacCMOTPETh BOMPOC O HEOOXOAMMOCTH IpHEMa MPOTUBOPBOTHBIX IMPENapaTroB B
JanbHelmeM 1o mnorpedHocTH. [lanmMeHToB, y KOTOpPHIX Ha (oOHE OTCPOYEHHOW Jauapeu
pa3BUBAETCs PBOTA, CIEAYET HEMEJIEHHO FOCIIUTAIN3UPOBATH /1JIs1 COOTBETCTBYIOLIETO JICUEHHUS.
Ha ¢one nprumeHeHns puHOTEKaHA OTMEYATH MOBBIIIICHHE KOHIICHTPAIINH KPEaTHHHHA B IJIa3Me
KpPOBH, a TaK)K€ a30Ta MOYEBHHBI KPOBU. Takke OTMEUaIu pelKue CIydau OCTPOW MOYEHHOM
HenoctatouyHocTH.  JlaHHbIe A(h(EKTHI O0O0BIYHO MOXHO OOBSICHUTH HH(EKIIMOHHBIMU
OCJIOXKHEHUSIMH, a TaKKe JeruapaTalyeil, BbI3BAaHHON TOIHOTOW, pBOTOM WK auapeei. Kpome
TOTO, OTMEYAIH Pa3BUTHE HEIOCTATOYHOCTH (PYHKIIMH MOYEK MPU CHHIPOME JIU3UCA OIMYXOJIH.
Hpyroit crienudpuyeckuit nonumopdusm reHa YI'TIA1 (KoTopblil CHUKAET aKTUBHOCTH ATOTO
dbepmenTa) - ’T0 MUCCEHC MyTallus, u3BecTHas kak Bapuant YI T1A1*6.

[TaruenTs! ¢ Bapuantamu YI T1A1*28 umu *6 (0cOOEHHO TOMO3UTOTHBIC) UMEIOT TIOBBIIIICHHBIN
PHUCK BO3HUKHOBEHUS MOOOYHBIX IP(EKTOB, TAKUX KaK HEUTPOIICHUS U JUapesi. Y TOMO3UTOTHBIX
MAIMEHTOB CJIEyeT PaCCMOTPETh BO3MOXHOCTh CHIDKEHHUSI HAYAIbHOW J103bI UPUHOTEKAHA (CM.
paznen 4.2). Kpome Toro, *28 m *6 rOMO3HIOTHBIE W T'€TEPO3MTOTHBIC IMAIMCHTHI JIODKHBI
HAXOJUTHCS MO/ THIATEIbHBIM HA0JII0IEHUEM Ha NPEAMET HAIU4UUs HEUTPOIIEHUH U JUAPEU.
Jns naHHOM TOMyJSIUM TAIMEHTOB HET YETKUX PEKOMEHAAIMN 10 KOPPEKIMU 03Bl U
YMEHBLIEHUWE J03bl Tpernapara ciaeAyeT TMpPOBOAWThL HAa OCHOBAaHUM WHIMBUAYAIbHOU
NIEPEHOCUMOCTH JICUEHUS.

B nensx BbISBICHUS MAIMEHTOB C MOBBIIIICHHBIM PUCKOM HEUTPONICHUH U JUAPEH MOXKET ObITh
nosie3Ho reHorunuposanue YI'T1A1. bonee noapo6Ho, renotunupoanue YI' T1A1*28 moxer
OBITH MOJIE3HBIM TSI KaBKa31IeB, adpuKaHIleB U JaTuHoamepukanies, YT T1A1%6 - s sxurteneit
Boctounoii A3uu, u komOuHupoBanHoe YI T1A1*28 u *6 - nns kuTaiilieB u AMOHIIEB, TOCKOIbKY
MMEHHO B 3TUX MOMYJISILUAX 3TH BapUaHThl 00Jiee paclpOCTPaHEHBI.

B nepuon neuenus npenaparom MPUHOTEKAH-J/I)XK He cnenyer mpuHMMaTth mpenaparbl Ha
ocHOBe 3Bepo0osi mpoabipsBieHHOro (Hypericum perforatum) (HeoOXoaUMO OTMEHUTH Kak
MUHUMYM 3a OAHY HEAENI0 0 Hayalla Tepalud UPUHOTEKAHOM), MPOTHUBOAMUICHTHYECKUE
npenapatsl (kapOamaszenuH, QeHoOapOuTarl U (PEHUTOMH), aTa3aHAaBUP U KETOKOHA30J
(He006X0IMMO OTMEHMTH KaK MHUHMMYM 3a OJIHY HEJENI0 JI0 Hayaja Tepalud UPUHOTEKAHOM),
KOTOPbIE€ U3MEHSIOT KIIMPEHC UPUHOTEKaHa.

[TarueHTKaM JETOPOTHOTO BO3pacTa PEKOMEHIYeTCS HCIOIb30BaTh BBICOKOA((EKTHUBHBIC
METO/Ibl KOHTPALENI[MN BO BPEMsI TEPANUU U B TeUeHHE 6 MeCALeB MOCie 3aBEPIICHUS JIEUCHUS

H3-3a IOTCHIHWAJIbHOI'O TCHOTOKCUYCCKOI'O )IefICTBPISI HPUHOTCKAaHA.
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I ENEHO
MyX4nHaMm, YbH TMApPTHEPLIM CIIOCOOHBI K eTonoxczreHmo PR R R e BT,
3 PEeKTUBHBIE METOAbl KOHTPALCMIIMK BO BpEMsl TepalMd U B TEUCHHE 3 MECALEB IOCIe
3aBEpILEHUS JICUCHUS U3-3a MOTEHIMATLHOTO TeHOTOKCHUECKOTO JeHCTBUS HPUHOTEKAHA.

BcnoMorarenbpHEIC BEIECTBA

Copoumon

JlaHHBIH JIeKapCTBEHHBINH IpenapaT colepKUT copobuton. [lamuentam ¢ peaKo BCTpedaromeics
HACJICICTBEHHON HENEepEeHOCUMOCThIO (DPYKTO3BI HE CIIEeAyeT MPUHUMATh 3TOT mpenapar. Ilepen
Ha3HauY€HHUEM JaHHOTO JIEKApCTBEHHOIO MpenapaTa Heo0X0AuMo coOpaTh OIPOOHBIN aHAMHE3 B
OTHOILEHUH CUMIITOMOB HacJeICTBEHHON HENEPEHOCUMOCTH (PPYKTO3bI Y KaXKI0I0 NallUEHTA.
Hampuu

Jlannblil npenapat coaepkUT MeHee 1 MMoIb HaTpus (23 Mr) Ha OJIHY /103y, TO €CTh IIPAKTUYECKU
HE COJIEP’KUT HATPUS.

4.5. B3auMmopeiicTBHe ¢ JAPYIMMH JIeKAPCTBEHHBIMH IIpenapaTaMM M Jpyrue BH/bI
B3aMMOJEHCTBHUSA

Tak xKaKk MpUHOTEKAaH O00JIAAAeT AHTUXOJIMHICTEPA3HOH aKTUBHOCTHIO, BOBMOXKHO YBEIMYCHUE
IPOJOJDKUTEIBHOCTH HEWPOMBIILICUHOW OJIOKaJIbl MPU COBMECTHOM IPUMEHEHUU C COJISIMU
CYKCaMEeTOHHS U AaHTarOHUCTUYECKOE B3aUMO/IeHICTBHE B OTHOILIEHUH HEMPOMBILIIEUHON OJI0Ka bl
IIPU COUYETAHUU C HEJETOIAPU3YIOIIUMU MUOPEIAKCAHTAMHU.

[Ipy coBMECTHOM TIPUMEHEHWH HWPHHOTEKAaHA C MHEJIOCYIIPECCUBHBIMU JICKAPCTBECHHBIMH
CpeACTBaMU M JIy4eBOM Tepamueil ycyryoiseTcss TOKCHYecKoe JeHCTBMEe Ha KOCTHBIA MO3T
(JIefikorneHust, TPOMOOIIUTOTIEHUS ).

[Ipy COBMECTHOM TNPUMEHEHUH HPHHOTEKaHA C TIIFOKOKOPTUKOCTEPOUIHBIMH IperapaTaMu
(HampuMmep, € JEeKCaMEeTa30HOM) IOBBIIIAETCS PUCK Pa3BUTHS TUIEPIIMKEMUU (OCOOEHHO Yy
NAallMeHTOB C CaXapHbIM JAMAa0eTOM MM CO CHIKEHHOH TOJEPAaHTHOCTBIO K TIJIIOKO3€) U
IUM(OIUTONIEHUH.

[lpy coBMeCTHOM TPUMEHEHHH WPHHOTEKaHAa C JIHYPETHKAMH MOXET YCYTI'YOISThCS
Jerujparanus, BO3HUKAIOIIAs BCIEACTBUE auaped U pBOoThl. COBMECTHOE NpPHUMEHEHHE
CJIa0UTENbHBIX MPENapaToB Ha (OHE Teparnuu UPUHOTEKAHOM MOXKET YCYT'YONSTh YacTOTy WIH
TSKECTh IUApPEU.

CoBMecCTHBIN TIpHEM UPUHOTEKaHA W TPOXJIOPIIEpa3HHa TOBBIMIAET BEPOSATHOCTH IMPOSBICHUS
NPU3HAKOB aKaTH3HH.

[Tpu coBMECTHOM IPUMEHEHUH HPUHOTEKAHA C IpenapaTaMu paCTUTEIbHOTO POUCXOXKICHUS Ha
ocHoBe 3Bepo0os mpoasipsBieHHOro (Hypericum perforatum), a Takske ¢ IpOTUBOCYIOPOKHBIMU
npemapatamun — wuWHAYKTOpamMu u3opepmenta CYP3A (kapbamasenuH, ¢eHoOapOuTan u

(GeHuTONH) — KOHIIEHTpanusi B TuiazMe akTuBHOro merabonmura SN-38 cHmkaercs. Cruemyer
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OLICHUTL BO3MOJXHOCTH IpHEMa IIPOTHBOCY, opomﬁﬁ}gl‘“ﬁ:‘i;le apaToB, ~HE ﬁHHVﬁHpVTOﬁlHX
U30(epMEHTHI, WIH TEPeX0J]] Ha HUX KaK MHUHUMYM 3a OJHY HEAETI0 /0 Hayajla Tepamnuu
UPUHOTEKAHOM Y MAalMEHTOB, HY)KIAIOIUXCS B JICUCHUH IPOTUBOCYAOPOKHBIMH IperapaTaMH.
3Bepo0Oi MPOABIPABICHHBIN HE CleJyeT MPUHUMATh OJHOBPEMEHHO C HMPHUHOTEKaHOM, €ro
cllelyeT OTMEHUTh KaK MMHUMYM 32 OJJHY HEJeJI0 JI0 Hayaa Tepariy HPUHOTEKAHOM.
HpunaoTekan u akTuBHBIA MeTaboauT SN-38 meraGonmusupyrorcs mocpencTBoM uzodepmeHTa
CYP3A4 u YI'T1Al. OnHoBpeMeHHOE TPUMEHEHNE UPUHOTEKAaHa U HHTHOUTOPOB M30(epMeHTa
CYP3A4 w/umn YIT1IAl MOXET NPUBOIUTH K TOBBIIMICHUIO CHCTEMHOM AKCIIO3UITUU
UpUHOTEKaHa U akTUBHOro merabonura SN-38. D10 cienyer mpuHUMaTh BO BHUMaHME IPU
NPUMEHEHUH UPUHOTEKaHa C TAKUMH IperapaTaMH.

CoBMecCTHBIN NpHEM MPHUHOTEKaHa C ara3aHaBUpoM, HHruOuTopoM m3opepmeHToB CYP3A4 u
VYI'T1AI, a Taxxe ¢ KETOKOHA30JI0M MO>KET BbI3BaTh MOBBIILIEHHE KOHIEHTPAIUHU B IIa3Me KPOBH
aktuBHOro merabonura SN-38. DTo HEOOXOQMMO YYHUTHIBATH NPU OAHOBPEMEHHOM IpHEME
yKa3aHHBIX TpenapaToB. Clenyer MpeKpaTuTh MpPUEM KETOKOHA30Jla KaK MHHHMYM 3a OJHY
HEJIeNI0 0 Havyaja Tepanuy U He IPUHUMATh KETOKOHA30J1 B TEYCHUE TEPAITUN UPUHOTEKAHOM.
HpuHoTekaH He cieyeT CMEIINBATh C JPYTUMHU MpernapaTaMu B OJHOM (IIaKOHE.

BBenenue JKMBBIX WM OCHA0JIEHHBIX BaKLMH MAlUEHTaM, HPOXOAALIMM KypC JEeYeHHs
IPOTHBOOITYXOJIEBBIMU CPEJICTBAMH, BKIIOYAsi HPUHOTEKAH, MOYKET IPUBECTH K CEPbE3HBIM WIIN
daranpubM HHPeKuaM. HeoOxoaumo n3berath BakIIMHAIIMY )KUBBIMU BaKIIMHAMU Y TIAIIUEHTOB,
HOJYYaloIUX MPUHOTEKaH. YOWUTas WIM WHAKTUBHPOBAHHAS BaKLMHA MOXET OBITh BBEJCHA,
OJIHaKO OTBET Ha TAaKyIO BaKIIMHY MOKET ObITh OcalJieH.

[Ipy omgHOBpEeMEHHOM TPHUMEHEHUH HWpUWHOTEKaHa W OeBammu3ymaba He OBUIO OTMEYEHO
3HAUUTENBHOTO BIMAHUA OeBann3yMada Ha papMaKOKMHETHKY UPUHOTEKaHa U ero MetadoynTa
SN-38, TeM He MeHee, 3TO He UCKIIF0YAET MOBBIIIEHNE B3aUMHON TOKCUYHOCTH.

BzanmoaeicTBUS, XapaKTEPHBIE 171 BCEX MPOTHBOOMYXOJIEBEIX MPEapaToOB

Y TnanueHTOB C OIyXOJEBHIMH 3a00JICBaHUSIMU TPUMEHEHHE AHTUKOATYJISIHTOB SIBIISETCS
OOBIYHOM MPAKTUKON B CBSI3U C MOBBIIIEHHBIM PUCKOM pPa3BUTHUSI TPOMOOTHYECKUX sBJIEHUH. B
cillyyae €ciM II0Ka3aHO NpUMEHEHHE AaHTaroHucToB BuTamuHa K, crexyer Oonee dacto
KOHTpOJHMpOoBaTh 3HaueHuss MexayHapoanoro Hopmanuzosannoro Otnomenus (MHO). Oto
CBSI3aHO C TEM, YTO JJaHHAS IPYIIa MpenapaToB 00Ja1aeT y3KUM TeparleBTHUECKIM HHIEKCOM, a
TaKKe€ B CBS3M C BBICOKOW BHYTPHUHAWBHIYAIIbHOW BapuaOeIbHOCTHIO CHOCOOHOCTH K
TpoMOOOOpa30BaHUIO M BO3MOXHOCTHIO  B3aUMOJICHCTBHA ~ MEXAYy  HEpOpPAIbHBIMU
AQHTUKOATYJIIHTAMU U TpenapaTaMy IPOTUBOOITYXO0JIEBOW TEPaIHH.

OOHOGPQMQHHOQ NPpUMEHEHUE NPOMUBONOKA3AHO.!
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— BaKIIMHA KEJITOH JIMXOPAAKH: PUCK Pa3BUTHS ‘I/ICTeMHBrilaI‘f):éa—rlc
JIETabHBIM UCXOJIOM.

Oonospemennoe npumenenue He peKOMeHOYemcs:

— JKHMBBIC OCJIa0JICHHbIC BaKIUHBI (KPOME BAaKIMHBI JKEITOH JIMXOPAIKH): PUCK PA3BUTHUSA
CHCTEMHBIX 3a00JIEBaHUI, BO3MOXKHO C JIETAILHBIM UCXO0JI0M (Hampumep, uHpeknunit). Takoun
PUCK MOBBIIIACTCS Y MAIIMEHTOB, HMMYHHUTET KOTOPBIX YK€ OCIIa0JIeH OCHOBHBIM 3a00JIEBAHUEM.
VY TakuxX TAIMEHTOB CJIEAyeT MPUMEHSATh WHAKTHBUPOBAHHBIC BaKIMHBI (HAIPUMEp, MPOTHUB
MTOJIMOMHUEITNTA).

— (eHUTOUH: PUCK OOOCTPEHHS CYIOpOT B CBSI3M CO CHHXKEHHEM aOcopOIuu (GeHUTOMHA B
KEITYT0YHO-KUIIIEYHOM TPaKTe Ha (POHE OAHOBPEMEHHOT'O TPUMEHEHUS C MPOTUBOOITYXO0JICBBIMU
npernapaTaMi WM TOBBIIICHHBIA PUCK YBEIUYCHHSI TOKCHYHOCTH Ha (oHE Ooyiee aKTUBHOTO
MeTa0oIM3Ma B IIEYCHU, HHYITUPOBAHHOTO ()EHUTOMHOM.

Cnedyem npumensims ¢ OCMOPOACHOCMBIO.

—  UUKIOCIOPHWH,  TaKpOJMMYC:  3HAa4UTelbHAs  HWMMYHOCYNIPECCHS C  PHUCKOM
auMborpodeparum.

Her nndopmarmu, 4To UpUHOTEKAH TIOJBEPKEH BIMSHUIO [IETYKCUMala HITd Ha000pOoT

4.6. bepeMeHHOCTDb M JIAKTAIUA

)KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHGHHI/Iﬂ Y MY)XYHMH U )KCHIIII/IH)

[TarueHTKaM AETOPOAHOIO BO3pacTa ClIeAyeT UCKIIOYUTh Haludhe OEpeMEHHOCTH /10 Haudaja
npuMeHeHus upuHoTekaHa. Crenyer us30erarb OepeMEHHOCTH, €CJIM OJMH W3 MapTHEpPOB
IIPUHUMAET UPUHOTEKAH.

[TaniueHTKaM JETOPOAHOTO BO3pacTa PEKOMEHAYETCS MCIOJIb30BaTh BBICOKOI(PHEKTHBHBIC
METO/Ibl KOHTPALIETIIIMU BO BpEMs TEpalluu U B TeUEHHE 6 MECSLEB MOCIE 3aBEPIICHMS JeUEHUs
13-3a IOTEHIIMAJIbHOTO FEHOTOKCUYECKOTO JEHCTBUS MPUHOTEKAHA.

MyXuuHaM, 4YbM HAPTHEPIIM CIIOCOOHBI K JETOPOXKICHHMIO, PEKOMEHIYETCs HCII0JIb30BaTh
3¢ (deKTUBHBIE METO/bl KOHTpALENIUM BO BpEeMs Tepanud U B TEUYEHHE 3 MECSIEB IOCIe
3aBEepLICHUS JIEYEHUSI U3-3a MOTEHI[MAIbHOTO T€HOTOKCUYECKOTO IeHCTBUS MPUHOTEKAHA.
bepemenHoCTh

AJIEKBATHBIX XOpOLIO KOHTPOJMPYEMBIX HCCIIEIOBAaHUN NPUMEHEHUS HPUHOTEKaHa Yy
OepeMeHHBIX He MPOBOAMWIOCH. VIpMHOTEKaH MOXET MPUBOJUTH K MOBPEXKACHUIO IUIOJA MpPH
IPUMEHEHUHU y OepeMeHHbIX (cM. pa3zen 5.3).

JlakTanus

JlocTynHble TaHHbBIE OTPAaHUYEHBI U MOJIYYEHBI OT OJHOW NAIUEHTKU. Y POBHU UPUHOTEKAHA U €T0
aktuBHOrO Merabonuta SN-38 ObuUM W3MEpeHBI B TPYAHOM MOJIOKE OJHOW ITallMeHTKH.

Bo3zneiicTBue Ha HOBOPOXKICHHBIX JETEH/MIIaICHIICB HEU3BECTHO. M3-3a BO3MOXKHBIX CEPHE3HBIX
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HEXKEJIATENIbHBIX PEaKLM Yy I€TeH, HaXOAAIINUX
IIPEKPATUTH TPYJHOE BCKapMJIMBAHUS BO BpeMs IPUMEHEHUSI UPUHOTEKaHa (cM. pa3zaen 5.3).

4.7. Bausinue HAa CHOCOOHOCTH YNPABJSATH TPAHCNOPTHBIMH CpeACTBAMHM M padorarhb ¢
MeXaHU3MaMHu

[TaureHTOB HEOOXOAMMO MpPEAYNPEIUTh O BO3MOXKHOCTU IIOSBJIEHHS BO BpeMs JICUCHMS
npenapatoM UPMHOTEKAH-JIDK ronoBokpyXeHHMsI U 3pUTENBHBIX PacCTPOWCTB, KOTOpBIE
pa3BHUBalOTCSI B TeueHUE 24 4yacoB IMOCJE BBEAECHUS HMpUHOTEKaHa. [IpumeHeHue mnpemnapata
NPUHOTEKAH-IDK MoxeT mnpoBOLMPOBaThH pPa3BUTHE CYIOPOT.

HpI/I BO3HHKHOBCHUU

YKazaHHBIX CHUMIITOMOB, IIallUCHTaM PCEKOMEHAYCTCIA  BO3JACPKATHCA OT  YyIpPaBJICHUA

TPAHCIIOPTHBIMU CPEICTBAMU U IPYTHMH MEXaHU3MaMH, a TAKXKe COOTI0IaTh OCTOPOKHOCTh TIPU
3aHATHUHA ITIOTCHIHUAJIBHO OITACHBIMU BUJIAMU ACATCIIBHOCTU.
4.8. HexkennaTeibHbIE peakunu

TabanuHoe pE3IOME HEKENATEILHBIX PEaKIUH

B Tabnune npencTaBieHbl HeXeNnaTeIbHBIE PEaKIN 10 cucTeMHO-opranHbeiM Kiaccam (COK) u
yacToTe. BHYTpM KaXXI0W YaCTOTHOM TIPYIIbl HEXENAaTeJbHbIE PEAKUUU pPACIOJIAraroTcs B
nopsike yObIBaHUS BhIpaK€HHOCTH. YacToTa pa3BUTHS OIpeaesseTcs Kak: 04eHb 4acto (> 1/10),
gacto (> 1/100, vo < 1/10), Hewacto (> 1/1 000, Ho < 1/100), peaxo (> 1/10 000, Ho < 1/1 000),
oueHb peako (< 1/10 000) u yacTora HeM3BeCTHA (HA OCHOBAHWH MMCIOIIUXCS TAHHBIX OIICHUTH
HEBO3MOKHO):

Ta@mua Heofceﬂameﬂbﬂblxpeam;uﬁ npu npumMeHeHuu UpuROmeKarna 6 Kkavecmee MoLomepanuu.

CucremHo- Ou4eHb yacTo Yacro Heuacro Peaxo Ouensb HenssectHo
OpraHHbIi KJaacc (= 1/10) (=1/100, (>1/1000, | (=1/10000, penxo (HEeBO3MOKHO
Ho < 1/10) Ho < 1/100) |mo < 1/1 000) (<1/10 | ycraHoBuUTH 1O
000) HMEIOLIHMCS
JaHHBIM)
WNudexuun u mHpeKun cenicuc
HWHBA3UHU
JloOpokauecTBeHHbIE, CHHIpOM  JIM3Hca
3JI0KQ4eCTBEHHBIC U ommyxosu
HEYTOYHECHHBIC HOBO-
00pa3oBaHUA
(BKJIFOYAsT KUCTHI U
TIOJIMITBI)
Hapymenus co HelTponeHus,
CTOPOHBI KPOBH H IeHKOICHHUS,
TuMpaTUIeCKOn aHeMus,
CHCTEMBI TpomMOoIHTO-
TTCHYST
Hapymenust co aHadwuIak-
CTOPOHBI UMMYHHOI TUYECKUHN
CHUCTEMBI IIOK,
aHadwuIak-

10
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CucremHo-
OpraHHbIi KJacc

OueHb Yacro
(= 1/10)

Yacrto
(=1/100,
Ho < 1/10)

I.I 1 :
Heuacrto

e If.élnl.l‘c«_(')D."'. | |-

4YC€Hb

TR A¥ L

IOt ll
HCI/ISBQCTHO

(= 1/1 000,
Ho < 1/100)

(= 1/10 000,
1o < 1/1 000)

penxo
(<1/10
000)

(HEBO3MOIKHO
YCTAHOBHUTBH MO
HMeEIOLIHMCH
JaHHBIM)

TOUIHBIE
peaknuu

Hapymenus
MeTabosu3Ma U
MU TaHUA

CUIOKAJIUEMHUS,
CHUIIOMArHHEMHS,
CUIOHATPUEMHS,
CHIDKEHHE  MAacChl
Tena,
meruapaTams,
CUITOBOJIEMHS

Hapymenus co
CTOPOHBI HEPBHOMU
CHCTCMBbI

OCTpBIit
XOJTMHEPTU-
MEeCKUM
CUHAPOM

HETTPOM3BOJILHBIE
IMBIILIICYHBIC
HO[[epFI/IBaHI/ISI HIIn
CyIoporH,
MapecTe3wH,
HapyIIeHHEe
[IOXOJIKH,
CITyTaHHOCTH
CO3HaHus,
rOJOBHAs 6011b,
[pexoasaye
HapyLIECHUs peYu

Hapymenus co
CTOPOHBI CepALa

TUIIOTOHMUA,
HEJI0CTaToY-
HOCTB
KpoBOOOpa-
IICHUS

CepeUHO-
COCYZMCTBIC
[paccTpoucCTBa,
oo B obmactu
[PYIHOH  KJIETKH,
0OMOpOYHBIE
COCTOSIHHS

Hapymenus co
CTOPOHBI COCYA0B

CTEHOKApIHs,
TpoM003 apTepui,
MHCYJIBT,
HapYIICHHS
MO3TOBOTO
KPOBOOOpAIeHHSI,
TpomMOodreduT
LTy OOKHIX
HIKHUX

BCH

[KOHEYHOCTEH,
TpoMO03IMOOTHS
COCYZIOB  HWKHUX
KOHEYHOCTEH,
0OCTAaHOBKa Cep/Ilia,
mHpapKT
MHOKapaa, HIIEMUA
ceplIeyHon
MBILIIIB,
HApyIICHHE
pOBOOOpAIICHUS B
ﬁiepmbepnqecmx

11
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CucremHo- Ouenb 4acTo Yacro Heuacro |~ 'Péawo— | 'Oueni —| — HemssecrHo
OpraHHbIii Kiacc (=1/10) (=1/100, (>1/1 000, | (=1/10 000, peaxo (HEeBO3MOKHO
HO0 <1/10)  |Ho <1/100) |Ho <1/1000) | (<1/10 | ycTaHOBHTH Mo
000) HMEKIIHMCSI
JaHHBIM)
cocymax,
TpoMO03MOO0JIHS
ITErOYHON apTepuH,
BHE3aIlHAasE CMEPTb,
TpomMOodedurT,
COCYIUCTHIC
HAPYIICHHsI
Hapymenwus co OJIBIIIIKA, JIETOYHBIC
CTOPOHBI MH(UITBTPATHI,
JIbIXaTeTbHOU PUHUT
CUCTEMBbI, OPTaHOB
TPYAHOH KJIETKHU U
CpemoCTeHHUs
Kemynouro- TOIITHOTA, BaropsI TICEBIOMEMO- AHOPEKCH,
KHUIIEYHBIE pBOTA, paHO3HBIH MYKO3HTBI,
HapYIICHHs muapest, 6oJH KOJIHT, KaHIHI03
B JKHBOTE KHAIIIETHAS PKEITY IOUHO-
HETPOXO/IH- KHIIIEYHOTO TPAKTA,
MOCTb, MKOTa
KpOBOTEUYEHUS
u3
eIy OUHO-
KHIIIEYHOTO
TPaKTa,
nepdoparust
KHIIEYHAKA
Hapymenust co MIOBBIICHUE
CTOPOHBI IEYCHU U AKTHUBHOCTHU
JKEIIYEBBIBOAAIIINX aMHJ1a3bl u
nyTeu JIUIIA3bl
Hapymienus co AITOTIeIIHsI KOKHasl CHITIb,
CTOPOHBI KOXKH U KOXKHBIE
MOIKOKHBIX TKaHeH TPOSBIICHUS
Hapymenwus co HapylIeHne MHPEKINH
CTOPOHBI TOYEK U GyHKIAH MOYETIONOBOM
MOYECBBIBOAAIIUX II0YCK, ICUCTEMbI
nyTeu pasBuTHe
ocTpoi
MMO4YEeUHOU
HEJI0CTaToY-
HOCTH
OO1ye HapyLIeHHsT  TUXOpajKa 001Ib, MECTHBIC
U peaKiiy B MecTe peakimu
BBEJICHUSI
JlabopaTopusie u TpaH3UTOPHOE
WHCTPYMCHTAJIbHBIC MIOBBIIIICHHUEC
JaHHBbIC AKTUBHOCTHU
TpaHCaMHHA3,

12
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N
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CucremHo-
OpraHHbIi KJacc

OueHb Yacro
(= 1/10)

Yacrto

|.I 1
Heuacrto

=

e If.élnlkw_dcﬁ."'. I

|-

L IF|=F

1
4YC€Hb

=801
~ HéussecTHo

(= 1/100,
Ho < 1/10)

(= 1/1 000,
Ho < 1/100)

(= 1/10 000,
1o < 1/1 000)

penxo
(<1/10
000)

(HeBO3MOIKHO
YCTAHOBHUTBH MO
HMeEIOLIHMCH
JaHHBIM)

[CJIIOYHOMI
(bocdarassl,
raMMarIyTaMu
TpaHcdepassbl,
KOHLICHTPALIHH
onpyOnHa,
KpeaTHHHHA
a3oTa

nu

MOYCBHHBI B

ICBIBOPOTKE

KPOBH

Ta6ﬂuua HeoreeamelbHblxX peakuuﬁ, B03HUKAOWux npu NpUMEHEeHUU upurHonekana 6 cocmaee

KOMOUHUPOBAHHOU Mepanuu.:

CucreMHoO- OuyeHb YacTo Yacto Heuacro Peaxo Ouyenb HeunssecTrHo
OpPraHHbI| Kjaacc (= 1/10) (=1/100, (=1/1000, | (=1/10000, peaxo (HEBO3MOKHO
HO <1/10)  |Ho <1/100) |Ho <1/1000) | (<1/10 | ycTaHOBHTBH Mo
000) HMEIIHMCSI
JaAHHBIM)
HNudeximu u MHPEKIHH
HHBa3UU
Hapytuenus co HelTponeHus, |(heOpubHast
CTOPOHBI KPOBH U AHEeMUSI, HEWTpOTIECH s
TUMQATHICCKOH TpOMOOIIHTO-
CHUCTEMBI MCHUSL
Hapymenust co [peakuu rumnep-
CTOPOHBI I/IMMyHHOﬁ [1YBCTBUTCJIIBHOCTH
CHUCTEMBI
Hapymenus co OCTpBbIi
CTOPOHBI HEPBHOM XOJIMHEPTH-
CHCTEMBI MECKUI CHHIPOM
Hapymenus co MTreMus/mHpapKT
CTOPOHBI Cep/la IMHOKapIa
Hapymenus co Tpom003/
CTOPOHBI COCY/IOB rpoM603MO0ITHS
Kenynouno- TOIITHOTA,
KHUIIEYHBIE [pBOTa, IHapest
HapyILICHUs
OO61re HapyIIeHUS Imxopajaka
U peakKiuy B MECTe
BBEJICHUSI
Taéﬂuua Heofceﬂameﬂbublxpeakuuﬂ, BblAB/IEHHbIX 6 nocmMapKemuH.eoebzﬁ nepuod:
CucremHo- OueHb yacTo Yacro Heuacrto Penxo Ouensb HenspectHo
OpraHHbId Kjaacc (= 1/10) (=1/100, (>1/1000, | (=1/10 000, peaxo (HEBO3MOKHO
HO <1/10)  |Ho <1/100) |Ho <1/1000) | (<1/10 | ycTaHOBHTH Mo
000)
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

fHGCAERCEATEREHGET ST
S - = 7| “uMelomumcst

JaHHBIM)

Wndexmn n 0OaKTepHuaIbHEIE,
WHBa3uN rpUOKOBEIE
BUpYCHBIE

MHp KUK

nu

COO6H_IGHI/IC 0 ITOAO03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmate O TMOJO3PEBAEMBIX HEXKENATENbHBIX PEAKIUSAX T[OCIE PErucTparuu
JICKapCTBEHHOTO TMpemnapara ¢ Melibl0 00eCTIeUeHUs] HEPEPHIBHOTO MOHUTOPHHTA COOTHOIIICHUS
«I0Jb3a — PHUCK» JIEKapCTBEHHOro mpemnapara. MeAUIMHCKUM pPaOOTHUKAM DPEKOMEHIyeTcs
co00IaTh O JIOOBIX MOJ03PEBAEMbIX HEXKENATEeNbHBIX PEaKIMSIX JIEKapCTBEHHOIO Ipemnapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIEHUS O HEXENIaTeIbHbBIX PEaKIMIX TOCYAapCTB — WICHOB
EBpazuiickoro 3K0HOMHYECKOr0 COI03a

Poccuiickas ®@eoepayus

denepanbHas ciayxba 1Mo Haa30py B cdepe 3apaBooxpaneHus (Poc3apaBHaazop)

Anpec: 109012, r. Mocksa, CraBstHCKas III0IIab, 1. 4, cTpoeHue 1

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

OnekrponHas nmourta: pharm@roszdravnadzor.gov.ru

Caiit B nH()OpPMAIIOHHO-TEICKOMMYHHUKAITMOHHOM cetu: https://www.roszdravnadzor.gov.ru/
4.9. llepeno3upoBka

CuMIITOMBI

VY 4enoBeka NMpH OJHOKPATHOM TpHeMe 103 10 750 Mr/m? HexenaTelnbHble PEaKIHH OBLIH
AQHAJIOTMYHBI TaKOBBIM, 3apErHCTPUPOBAHHBIM IMPU PEKOMEHIYEMBIX PEKHMMax J103WPOBAHUA.
CooOmranoch 0 Mepeao3upoBKe B clydasx MPUMEHEHHUs 103, NpUOIM3UTENLHO B JBa pasa
MIPEBBIMIAIOIINX PEKOMEHIYEMYIO TEPANeBTUUYECKYIO JT03Y, YTO MOXKET MPUBECTH K JICTATHHOMY
ucxony. Hanbonee 3Ha4MMBIMU HEXKENATEIBHBIMU PEAKIUSAMU OBUTH TsDKENask HEUTPOTICHUSI U
TsDKENas auapes.

Jleuenue

AHTHIOT TIpH TEPeNO3UPOBKE HPUHOTEKAHA THUAPOXJIOPHAA TPUTHApPATa HEU3BECTEH.
Pexomenmyercst moanepxkka GyHKIIMHA IbIXaTEILHON U CEPACUHO-COCYAUCTON cuctem. Cremnyer
MIPOBOANTH MaKCUMAILHOE MOICPKUBAIOIIIEE JI€UeHUE IS IPEIOTBPAIICHUS 00€3BOKUBAHUS B

CBsA3H C ,Z[Hapeeﬁ n aJjid JJICYCHUA THO0BIX I/IH(bCI(I_II/IOHHLIX OCJIO)KHEHUH.

5. DPAPMAKOJIOTHYECKUE CBOHMCTBA

5.1. ®apmakoaMHAMHYECKHE CBOICTBA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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(MOCOENCQBATENEHOCTS 0001)

®dapMakoTepaneBTUYECKas TPYIIa: MPOTHBOOIT
MIPOUCXOXKICHUS U APYTUe MPUPOTHBIC BEIIECTBA; HHTUOUTOPHI TOMTOM30MEpasHl .
Kon ATX: LO1CEOQ2

MexaHu3M IeHCTBUS

NPUHOTEKAH-/)K, xoHIeHTpaT isi NPUTOTOBJICHHUS pacTBOpa Uil UHQY3UH, SBISICTCS
IPOTHBOOITYXOJIEBBIM CPEACTBOM, IPEACTaBUTENEM Kjacca MHIHOMTOPOB Tomouszomepasbl |.
HpuHoTekaHa ruApOXJIOpUAa TPUTHAPAT — 3TO MPOU3BOAHOE KaMmmToTelHMHA. KamnToTenuHs
B3aMMOJICHCTBYIOT crienuuuecku ¢ TomousomepazaMu |, KoTopble OcnabisiOT TOPCHOHHOE
Hanpsokenue B JIHK myrem BHeceHHMs OJHOLETIOYEYHBIX PAa3pblBOB C  MOCIECAYIOLIUM
BOCCTaHOBJIeHHEM. VprHOTEKaHa TUAPOXJIOpUIA TPUTHAPAT U €ro akTHUBHBIN MeTabomut SN-38
CBSI3BIBAIOTCS C KoMmIuiekcoM Tomouzomepaza | — JIHK wu mnpemorBpamaroT mnoBTOpHOE
JUTUPOBAHME 3TUX OJIHOLENOYEUYHBIX pa3pbIiBOB. COBpPEMEHHBIE UCCIIEI0BAHUS IOKA3bIBAIOT, YTO
UTOTOKCUYHOCTh HUPUHOTEKaHA TUIPOXJIOpUIA TpUTHApaTa OOYCIOBIEHA MOBPEXKICHUEM
neyxienouedno JJHK, Bo3HUKarOImMMM B mporiecce ee CHHTEe3a IPU B3aUMOACHCTBHH (DEPMECHTOB
peTUTUKALIMK C TPOMHBIM KOMIUIEKCOM, 00pa30BaHHBIM MO AeiicTBUeM Tonou3omepassl |, JIHK u
b0 UpUHOTEKaHa rupoxiopuaa Tpuruapara, moo SN-38. KineTku MiekonuTarommux He MOTyT
3¢ (peKTUBHO BOCCTAaHABIMBATH 3TH JIBYIIEIIOYEUHBIE PA3PBIBHI.

HpuHoTekaHa TruapoxJjopuia TPUTHAPAT BBICTYAeT B KAadeCTBE BOAOPACTBOPHUMOIO
npeaecTBeHanKa unopuiasHoro merabomura SN-38, koroperit mpumeprno B 1000 pa3 Goiee
3¢ (dHeKTUBHO, UeM HPUHOTEKaHa TUAPOXIOPU TPUTUIPAT, YTHETAET aKTUBHOCTH TOTIOM30MEPAa3hl
|, BbIIETEHHOM W3 KIETOK OMyXoJjiell uenoBeka M TpbI3yHOB. OJHAKO TOYHBIX JaHHBIX O
Bo3zaerictBuM SN-38 Ha aKTUBHOCTh HPHHOTEKaHAa THAPOXJIOpUAA Tpuruapara Her. Kak
MPUHOTEKaHa FMAPOXJIOpHIa TPUTHIpAT, Tak U SN-38 CyllecTBYIOT B aKkTUBHOM (hopMe JTaKTOHA
U B HEAaKTMBHOH (popMe aHMOHA THIPOKCUKUCIOTHL. CiBUr pH B KHCITYIO0 CTOPOHY CITOCOOCTBYET
00pa30BaHUIO JIAKTOHA, TOT/AAa Kak OoJsiee ILIeNouHas cpefa OaronpusTCTBYeT 0Opa3oBaHHUIO
AQHUOHA I'MJIPOKCUKHUCIIOTHI.

BBenenue upHHOTEKaHa TUIPOXJIOpUIA TPUTHApATa JEMOHCTPUPOBAIO IPOTHBOOITYXOJIEBOE
JIEHCTBHE Ha 3JI0KAYECTBEHHBIE 0OOpa3oBaHUs (XapaKTepHBIC /s TPBHI3YHOB) y MBIIIEH U
KCEHOTPaHCIUJIaHTaThl KAPLIMHOMBI YEJIOBEKA PA3JIMYHbIX TUCTOJIOTMUYECKUX TUTIOB.

HpuHoTekaHa TUIpPOXJIOpUJA  TPUTHAPAT  SABIAETCS  HEKOHKYPEHTHBIM  HMHTHOUTOPOM
AlETUIIXOJUHACTEPa3bl, U €ro MPUMEHEHHUE COMPOBOXKAACTCS XOJIUHEPTUYECKUM CHHAPOMOM
(cM. pazzen 4.8).

Knuanyeckue uccieIoBaHus

IIpuMeHeHne HpPUHOTEKaHa THAPOXJIOPHAA TPUTHApPATa HW3Y4aJIOCh B KIMHUYECKHX

WCCJICIOBAHMSIX B KOMOWHAIUK C (PTOPYpPAIMIIOM M Kbl (POJTMHATOM B KadyeCTBE Tepanuu
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(MOCTENOBA .

TENEHOCTE 0001)

NEpPBOM JIMHUU TPU METACTaTUYECKOM KOJI
npuMeHsieMoil B ciaydae HeI()(EKTUBHOCTM Tepanmuu NepBoil yuHUM. [Ipu mpuMeHeHHH
MPUHOTEKAaHA TMJIPOXJIOpUJA TPUTHApATa B BHUJE MOHOTEpPAIIMU M3YYadd CXEMbI IPUMEHEHUs
1 pa3 B Henemto u 1 pa3 B 3 Henenu. [Ipu npuMeHeHNN HPUHOTEKAaHA TMAPOXJIOPHIA TPUTHApaTa
B BMJI€ KOMOMHUPOBAaHHOM TEpaluy M3ydalld CXEMbl IPUMEHEHMs 1 pa3 B HEAEII0 U KaKible
2 Henenu. IlamueHTtsl ¢ mokasareneM oOIIEro cocTosiHUS 3 WM 4, COIIaCHO KPUTEPUSIM
Bcemupnoit opranmszanuu 3apaBooxpanHeHus (BO3), B KIMHUYECKHX HCCIEAOBAHUSAX HE

y4acTBOBaH (CM. Tadsmiry 1).

Tabauya 1. llxkana BO3 ons oyenku obugeco cocmosinus 300p06usi

IToxa3aTean 001I€ero COCTOSTHUSA 3A0POBbLA II0 HIKAJIE BO3

0 ITamueHT MOJHOCTHIO aKTUBEH U CIoco0€H BBIITOIHITEL BCE 3aJa4un 0e3

OFpaHquHHﬁ, KakK 1 a0 3a0051eBaHus.

1 [TatmeHT orpanWyeH B (HU3MYECKOW AEATENBHOCTH, HO CHOCOOEH

NepCABUTaThLCA U BBIIIOJIHATH pa60Ty JICTKOI'O UJIK CUAAYCTO XapaKTepa.

2 [TanmeHT cnocoOeH K MEePEeBIKEHHIO U ITOJTHOMY CaMOO00CTY)KUBAaHHIO,
HO He crocoOeH BBINOJHATH 00y pabory; Oosee 50 % BpemeHH

6OI[pCTBOBaHI/I$I IMPOBOAWT B BEPTUKAJIbHOM ITIOJIOKCHHUH.

3 ITamuenTt Ccroco0eH JHIIb K OIrpaHU4YCHHOMY CaMOOGCHY)KPIBaHI/IIO,

6onee 50 % BpemeHu 00IPCTBOBAHMS TPOBOIUT JIeKA I CHUJIS.

4 ITomnas WHBATWIN3aII; HE MOKET OCYILIECTBIIATh

caMooOCTy>KMUBaHHUE; TTOJIHOCTHIO MPUKOBAH K KPOBATH WIJIH CTYITY.

Kombunuposannas mepanus nep6oii 1uHuu Memacmamuyecko2o KoJiopeKmaibHO20 paKd

JIBa paHIOMH3MPOBAHHBIX OTKPBITBIX KOHTPOJUPYEMBIX MEKIYHAPOIHBIX KIMHUUYECKHUX
uccienoanus gaszel |1l 060cHOBBIBaIOT MpUMEHEHUE UPUHOTEKaHa TUAPOXIIOpUAa TPUTUIPATA B
KayecTBE Tepanuy NepBOM JIMHUU Yy MAllMEHTOB C METACTaTUYECKUM PAKOM TOJICTOM M MPSIMOM

KUIIKHU. PeXnuMBI AO3UPOBAHUS B 3TUX UCCIICAOBAHUAX O606H.[CHBI B Ta6n1/1ue 2.

Tabnuya 2. Pedxcumbvl 003upo8anusi 6 UCCIE008AHUAX NO OYeHKe mepanuu nepeou JIUHUU

memacmamudecKkoco KOJIOpeKmailbHO20 paKka

I'pynna | BemectBo Pexxum no3upoBanus B Pexxum no3upoBanus B
uccjaenosannu 1 HCCJICIOBAHMH 2
A UpunoTekana | 125 Mr/m? nupuHOTEKaHA He npumenumo.
TUAPOXJIOPHU] | TUAPOXJIOPUAA B BUJIE B/B
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HHOGHERCEATEREHCCTL 000
I'pynna | BemecrBo Pesxxkum no3upoBanus B Pe HUA B
uccjaenosanmnu 1 HCCJICJOBAHNH 2

uH(py3un B TeueHne 90 MUHYT.

Jleuenue npoBouiiock 1 pa3 B

HEJIENIO B TEUCHUE YETHIPEX

HeZIeNb C BO30OHOBIIEHUEM

Kypca B JieHb 43.

Bl UpuHoTtekana | 125 mMr/mM? upuHOTEKaHa 80 Mr/mM% MpHHOTEKaHa
THJIPOXJIOPHU]T | TUAPOXJIOPUIA B BUJE B/B THIPOXJIOPHIA B BUJIE B/B
KaJIBLIAS uH}y3uu B Teyenne 90 munyt ¢ | uHpy3uu B reuenue 90 MUHYT
dbonuHaT MOCTIEAYIOLIUM BBEACHHEM mmoc 500 Mr/M? KabIys
dropypamun | 20 Mr/m? kansims GonMHATA B donuHaTa B BUj€E B/B UH(Y3uU B

BUJIC B/B OOJIOCHON MHBEKINH, | TEYCHHE JBYX YaCOB C

a 3aTeM 500 Mr/M? QTOpypaImIa | MoCIeayIONIM BBEICHUEM

B BUJIE B/B OOJIFOCHOM 2300 mr/m? ¢dropypanuna B

UHBEKIUH. BU/JIE B/B UH(Y3UH B TCUCHUE

Jleuenune npoBoaminock 1 pa3 B | 24 yacos.

HEJICIIO B TEYCHUE YETHIPEX Jleuenne mpoBomIIOCH 1 pa3 B

HeJelnb ¢ BO30OHOBICHUEM HEJIENI0 B TEYEHHUE 1IECTH

JiedeHus B JeHb 43 (pexxum HeJlelnb ¢ BO30OHOBICHUEM

BanbTia)?. JedeHus B 1eHb 50 (pexum
AIlO)2.

B2 Hpunorekana | He npumenumo. 180 Mr/m? upuHOTEKaHA
TUAPOXIIOPH] THJIPOXJIOpHIa B BUJE B/B
KaJIBLIMS nH(py3uu B TeueHue 90 MUHYT B
¢donuHaT nens 1, a uepes 1 gac 200 mr/m?
bTopyparun Kanpius GoNMHATa B BUJIE B/B

UH(Y3UU B TEUYCHHE JABYX YacOB
C TOCJIEAYIONINM BBEJICHHEM
400 mMr/mM? TOpypamma B BHIE
B/B OOJIIOCHOI MHBEKIMU U

600 mr/mM? hTopypanmia B BHE
B/B UH(Y3UHU B TeueHue 22

qacoB B THU 1 1 2.
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' lodon P ERLHOETFLE

I'pynna

BeniecTrBO

L™,
Pesxxkum no3upoBanus B

— 1
g .IE,l_l.P'D"'IEJIErI U=

uccaegosanuu 1

HCCJAeI0BAHUN 2

JledyeHune poOBOIUIOCH KaXK/IbIe
JIBE HEJIEH (PEXKUM /e

I'pamona)®.

C1

Kanpius

dbonmHAT

dbTopyparui

20 Mr/m? Kanplus (pojuHaTa B
BHUJIE B/B OOJIFOCHON UHBEKINH C
MOCIIEAYIOLIUM BBEACHUEM

425 mr/m? GTopypanuia B BUJIE
B/B OOJIFOCHOU MHBEKIIHH.
Jledyenue npoBOAUIIOCH B
TE€YEeHHE 5 THEH TOapsIa C
MMOBTOPEHHEM B JICHB 29 (pexum

«xHUKE Mayo»)?.

500 mr/m? Kasplys GoNMHATA B
BHJIC B/B MH(Y3UH B TCUCHUE
JIBYX 4acCOB C IOCJEIYIOLIel B/B
uny3ueit 2600 mr/m?
¢dTopypauunia B TeueHue 24
YacoB.

BBenenue npenapara
OCYIIECTBIISUIOCH €KEHEIEIBHO
B TCUCHHE IIECTH HEIEIh C
BO300HOBIICHHEM B JieHb 50

(pesxum AlO)?.

C2

Kanpous

dbonuHaT

bTopypanun

He npumenumo.

200 Mr/m? Kaablus (pONMHATA B
BUJIC B/B UH(Y3UU B TCUCHUE
JIBYX 4acOB C MOCJENYIOIeH B/B
00TIOCHOM MHBEKITUEH

400 mr/m? BpTopypanuia u B/B
uHpy3uei 600 mr/m?
¢bTopypanuna B Tedenue 22
4acoB B IHU 1 u 2.

JleueHne npoBOAMIIOCH KaX/ble
JIBE HEJIEH (PEXKUM Jie

I'pamona)®.

2 Ha OoCHOBaHHMH PEKHUMOB JO3UPOBAaHUs 3anbTia, «KIMHUKH Mayoy, ne I'pamMoHa m Acconuanuu MeTUIIUHCKON
onkonornd Hemernkoro onkosornueckoro obmiectsa (Association of Medical Oncology of the German Cancer
Society — AlO)

Jnst mpopunakTUKU W/WIM JIEYEHHUS CHMIITOMOB, BO3HHUKIIUX IMOCIE Kypca JIeYeHHUs, B 000HX
MCCJICTOBAHMSIX MAIIMEHTaM HAa3HAYaJIUCh COMYTCTBYIOIINE JICKAPCTBEHHBIE CPEICTBA, TAKUE KaK
MIPOTUBOPBOTHBIC CPEJCTBA, aTPOIMH M JiomepamMua. B ucciienoBanuu 2, €CliM OTCPOUYCHHAs
oonee 24 wuacos,

auapesa COXpaHsIachb HECMOTpA Ha IMPUCM JIOII€paMHuJa, Ha3HA4YaJICAa
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l'-._IE OBATENEHOCTE 0007)

npoMIaKTUYECKUN 7-THEBHBIN KypC aHTUOMOTHKAMU d)TODXI/IHO HOBOIG psiaa 'V HAIUCHTOB, Y

KOTOPBIX JMapes CoXpaHsuiach 6ojee 24 yacoB, HECMOTPS Ha ITPHUEM JIOTIEPaMUIA, U Y KOTOPBIX
B JIONIOJIHEHHE K JHMapee pa3BUBANACh JIMXOpaJKa, ObLJIO HA4YaTo JieYeHHE (TOPXUHOIOHOM
nepopaibHo. Takke JliedeHne (TOPXUHOIOHOM TMEepOpaiIbHO MPOBOAMIOCH Y MAllMEHTOB, Y
KOTOPBIX abCOMIOTHOE KommuecTBo HeiTpodmnos (AKH) cocrasmsumo < 0,5 x 10%m, naxe npu
OTCYTCTBUHM JIUXOPAAKU WM Jauaped. [lalMeHThl Takke Moydyand aHTHOMOTHUKOTEPAInio
BHYTPUBEHHO, €CIM Y HUX HAONIOAanach CTOMKas AMapes WM JIMXOPajKa, WM Pa3BHBAJACh
KHILEYHAS HEMTPOXOUMOCTb.

B o0oux wucciaenoBaHusix KOMOMHHUpOBAHHas Tepamusi HPUHOTEKAaHA TUAPOXJIOpUAA
TPUTHAPATOM/(PTOPYPALIMIIOM/KANBIUSA (POTMHATOM MPUBOJMIA K 3HAYUTEIHHOMY YIIYYLICHUIO
YPOBHSI OOBEKTUBHOTO OTBETA OIYXOJIM, BpEeMEHHU 0 mporpeccupoBanus omyxoyu (BAIl) u
BBDKMBAEMOCTH IO CPAaBHEHHMIO C MOHOTepamnuei ¢Topypanuiom/Kaneiius (QoauHaToM. OTu
pa3inurs B BBDKMBAEMOCTH HAOIIOAAUCH HECMOTPS HA UCIOJIB30BaHUE TEPAllUU BTOPOI JTMHUU
MI0CJIE 3aBEPILEHHS UCCIICIOBAHUS, BKIIIOYAs PEKHUMBI, COJEPKAIIEe HPHHOTEKAH, y TAIIHEHTOB B
KOHTPOJBHOM Tpymme. XapakTepUCTHKH IAallMEHTOB W OCHOBHBIE pE3YJbTaThl OIEHKU

3 PEKTUBHOCTH MPEACTABICHBI B TAOIHIIE 3.

Ta@mua 3. KOM6MHMp06‘aHHa}Z mepanus nep@oﬁ JUHUU Memacmamu4eckKkoco KOJ10peKmalbHO20

paxa. Pesynomamul ucciedosanusl

HccaenoBanue 1 HccaenoBanue 2

Jdemorpaduueckue Hpunorexana | ®ropypaunn/ | Upunorekana | Upunorexkana | ®ropypauni/
XapaKTepUCTUKHA H THAPOXJIOPHA/ | KaJabLus TUAPOXJIOPUA | TMAPOXJIOPH/ | KAJbLUs
npuMeHeHHue ¢ropypauuns/ | ¢poaunar ¢ropypauns/ | ¢poaunar
npenapara KaJIbIHUsA KaJbIMs

$osmmnar dosmmnar
KonnyecTBo marnueHToB 231 226 226 198 187
KeHckuit/My»KCKOH  110J1 34/65 45/54 35/64 33/67 47/53
(%)
MeauaHHbIi BO3pacT B 62 (25-85) 61 (19-85) 61 (30-87) 62 (27-75) 59 (24-75)
rojax (Juara3oH)
Oomiee cocrosiaue (%)*
0 39 41 46 51 51
1 46 45 46 42 41
2 15 13 8 7 8
Menuana MIepBUYHOMN
omyxouu (%)
TOJICTAsE KUTIIKA 81 85 84 55 65
npsiMast KAIIKa 17 14 15 45 35
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Hccaenosanne 1 tHEER E:" pEA TEHcIcHe;(I)FB;Hh I 2= il
Jdemorpaduueckue Hpunorexana | ®ropypauni/ | Upunorexkana | Upunorexkana | ®ropypauui/
XapaKTePUCTHKH H THAPOXJIOPUA/ | KaJdbIHs THAPOXJIOPHA | THAPOXJOPHI/ | KaJbIus
NMpUMEHeHne ¢ropypanni/ | ponunar ¢ropypammn/ | ponunar
npenapara KaJIbIHs KaJIBIHUS

$osmmnar dosmmnar

MenuanHoe BpeMs ¢
MOMEHTA ITOCTAHOBKH
IMarfo3a a0
paHIoOMU3auH (MECSIIbI, 1,9 1,7 1,8 4.5 2,7
JIMATa30H) (0-161) (0-203) (0,1-185) (0-88) (0-104)
IIpenmecTBytomas
aIbIOBAHTHAsl ~ Tepamus
¢dropypaumiom (%)
Her 89 92 90 74 76
Ha 11 8 10 26 24
Mennanaas 55 4,1 3,9 5,6 45
MIPOJIOIKUTENEHOCTD
JiedeHHs (MECSIIBI)
MenuanHas
OTHOCHTENbHAs
HWHTEHCHUBHOCTB
no3upoBanus (%)
Upunorekan 72 - 75 87 -
dropyparn 71 86 - 86 93
Pe3yabTaThl oueHku 3pGeKTUBHOCTH
[NonrBepxaeHHAs 39 21 18 35 22
4acToTa OOBEKTHBHOIO [33-46] [16-27] [13-24] [28-42] [16-29]
oTBeTa ormyxosu® (%)
[95 % U]
MenauanHoe BpeMsl 10 7,0 4.3 42 6,7 4.4
MPOTPECCUPOBAHUS [5,4-8,0] [3,7-4,6] [3,9-5,0] [5,7-8,0] [3,2-5,5]
OIyX0JIn (MECSIIBI)
[95 % AN]
Meanana 14,8 12,6 12,0 17,4 14,1
BBDKHBAEMOCTH [12,3-17,1] [11,1-14,6] [11,3-13,5] [15,2-20,2] [12,6-17,4]
(mecstp) [95 % U]

2 CMm. Tabmmmy 1.

5 [ToxTBepxkaeHa yepes > 4—6 HellENb MOCIIE MOTYYEHHs! IEPBOTO MOATBEPKIEHUS 00BEKTHBHOTO OTBETA.
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JE, TR 00013

s A i

_NNEPTHOMY OTYETY

IlokasaTenu 4acTOTBl OTBETa M BPEMEHM | IO Hf.)of%gélnl BaHUA oﬁvi'(l)'nn' BO~ Bcex
nemMorpaduueckux MOATpyNnax W MOJATPYIINAX, CBA3AHHBIX C 3a0ojieBaHUEM (TI0 KaTEropusimM
BO3pacTa, 1oJja, STHHIECKOT0 MPOUCX 0K ICHUS, OOIIET0 COCTOSHUS, CTENICHN TTOPAKCHUSI OPTAHOB
paKoMm, BpeMsi OT IOCTAHOBKH JUarHo3a 3JI0Ka4eCTBEHHOI'0 HOBOOOPA30BaHMUsL, PEAIIECTBYIOIIEH
aJbIOBAaHTHON Tepamuu M OTKJIOHEHUS JabOpaTOPHBIX MOKa3aTesied OT HOPMBI Ha HCXOJIHOM
YPOBHE) IEMOHCTPUPOBAIIN YIIYYIIEHUE B MCCIEAOBAHUIX KOMOMHUPOBAHHOW Tepanuy Ha OCHOBE
UPHUHOTEKAHA THIPOXJIOPU/IA TPUTHAPATA 10 CPABHEHHIO C PTOPYPAIHIIOM/KATIUS (POTMHATOM.
B o06oux uccnemoBaHusx ucronb3oBajics ONPOCHHK OIEHKH KauecTBa XU3HHM EBponeickoi
opraHu3allii 0 HCCIeaoBaHMIO W JiedeHuto paka (European Organisation of Research and
Treatment of Cancer Quality of Life Questionnaire — EORTC QLQ-C30). Hecmotps Ha
OTCYTCTBHE CTAaTHUCTHYECKUX JOKA3aTeIbCTB TOrO, UYTO MEXIYy KOMOMHUPOBAHHOW Teparuen
UPUHOTEKaHAa  TUAPOXJIOpUAa  Tpuruaparom/dropypauuioM/kanblidsg  (OJIMHATOM U
dTopypammiom/kaneius  GoaMHATOM B BHIE MOHOTEpanuu HaOIIOJAMCh CYIIECTBEHHbIE
pas3nuuus B OTHOIICHUH yiydineHus kadecta ku3Hu (KOK), onucarenbHbie naHHbIe YKa3bIBAIH
Ha OOIIYIO TSHCHITUIO B O3y yayumienus KXK wim MmeHee BRIpaKeHHOTO YXYAIICHUS B ITOJIb3Y
KOMOMHHMPOBAHHOW Tepaluy Ha OCHOBE UPUHOTEKAaHA THIPOXJIOPUIA TPUTHApATa.
Mounomepanusi  npu  peyuousupyrowem Ui NPOSPEeCccUpyroulem  MemacmamuiecKkom
KOJIOPEKMAbHOM paKe Nnocie Kypca jledeHus Ha 0CHo8e hmopypayuid

Cxema nipuMeHeHus 1 pa3 B HENIEIIO

Bo Bcex Tpex MHOTOIEHTPOBBIX OTKPBITHIX HccienoBaHusx ¢asbl ||, koTopsie mpoBoauIKCh B
CIIA u ¢ ygactueM B o0miei cioxHoctd 304 manueHToB, UCTOIb30BAINCH MOBTOPHBIC ITUKJIIBI
JICYCHUS] UPUHOTEKaHA THIPOXJIOpU/Ia TPUTHUIpATOM | pa3 B HENEJI0 B TeueHUe 4 HeAeNb TOIPST
C TIOCIEIYIOUIUM TIEPEPHIBOM JUIUTEIBHOCTHIO JIBE HENIENH. OTH HCCIEI0BaHUS ObUIN
pa3paboTaHbl 7S OLIEHKHU YacTOTHI OTBETA OMYXOJIH U TOKCHYHOCTH HPUHOTEKaHA TUAPOXIIOpUIA
TPUTHAPATA Y MALIMEHTOB C METACTATUYECKUM KOJIOPEKTAIbHBIM PAKOM, PELIUIMBUPOBABILIUM UJIH
MPOTPECCUPOBABIIMM TIOCJE MPEAIISCTBYIONIEH XUMHOTEpAud Ha OCHOBE (Topyparuia.
Hauanpubie 10361 MpHUHOTEKaHA TUIPOXJIOPUIA TPUTHIPATA B ITUX HCCIIECIOBAHUIX COCTABIISUIN
100, 125 nam 150 mr/m2, mpu 5ToM 103a 150 MI/M? MIIOXO TIEpPEeHOCHIIACch M3-3a HEMPHEMIIEMO
BBICOKOH YacTOTBHl OTCPOUEHHOW muaped U (eOpuiabHOW HEHTpomeHHH 4 CTENeHU TIKECTH.

PesynbpTaThl ccnenoBaHuid IPUBEEHBI B Ta0IUIIE 4.

Tabauya 4. Knunuueckue uccreoosanus gazwvt |l co cxemoti npumenenus 1 pas 6 nedenro

HccaenoBanue
A B c? c?
KonnyecTBO manueHToB 48 90 64 102
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A B c? c?
Jlo3a (Mr/M%/Hen. x 4) 1255 125 125 100
[MpenmectByromas Tepamus Gropypanuiaom (%)
JIist IeYeHUs: METaCTaTUYCCKOTO 81,3 65,5 73,4 67,7
3a00JieBaHUA
< 6 MecHLEB 10CIIE 14,6 6,7 26,6 27,5
aJbIOBAHTHOU TEPAIUU
> 6 MecsLEB IOCIIE 2,1 15,6 0,0 2,0
aJIbIOBAaHTHOM Teparuu
Knaccudukanus HeusBecTHa 2,1 12,2 0,0 2,9
[TpoomKUTETEHOCTD JICUCHUS 5,4 3,5 3,9 3,3
(MenraHHas1, MECSIIBI)
MenuanHass OTHOCUTENbHAS 74 67 73 81
WHTEHCUBHOCTH 1035l (%0)°
Yactora 00BbEKTUBHOI'O OTBETA 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]
Bpewmst 1o otBera (MenuaHHOE, 2,6 15 2,8 2,8
MECSIIbI)
JnmuTenbHOCTH OTBETA 6,4 5,9 5,6 6,4
(MeraHHas1, MECSIIBI)
BenkuBaemMocTh (MeIuaHHasl, 10,4 8,1 10,7 9,3
MECSIIIBI)

2 TlepeoHauasibHas J103a B uccienosanun C cocrasnsia 125 mr/m% Ho Gbuta cHukeHa 10 100 Mr/m?, HOCKOJIbKY
TOKCUYHOCTH TIPY HAYAJIBLHOU J103€ CUUTANACh OOJBIIEH, YeM B TIPEbIIYIIUX UCCIEIOBAaHUIX. Pe3ynbTaThl 1Js ABYX
HAYaJIbHBIX 103 aHATU3UPOBAJIH OTAEIHHO.

6 JleBSITH MAllMEHTOB nosydanu 150 MI/M? B Ka4eCTBE HayalbHON O3BI; 2 TAIMEHTA (22,2 %) oTBEeTHIIN Ha TEPAITHIO
HMPHUHOTEKAHA THIPOXJIOpUIA TPUTUIPATOM.

® OrHocuTeNbHAsT MHTEHCUBHOCTb [J03bl I HWPHUHOTEKAaHAa TUAPOXJOpUAA TPUTHApaTa Ha OCHOBAHUU
3aIIaHUPOBAHHOM HHTEHCHBHOCTH 10351 100, 83,3 1 66,7 MI/M%/Hel., 4TO COOTBETCTBYET HadaIbHbIM f03aM 150, 125

1 100 Mr/M2, COOTBETCTBEHHO.

" BBUTO MOYYEHO 2 MOJIHBIX OTBETA U 38 YaCTUYHBIX.

N3 304 ManucHTOB, MOJTYYaBIIUX JICUCHUC B UCCIICTOBAHUAX (1)3.3191 2, JacCTOTa OTBCTA Ha TCpaIIUIO
HPUHOTCKAHA TUAPOXJIOpHUIa TPUTUAPATOM OblIa aHAJOTHYHOM Y MYKYHUH U KXCHIIHWH U CpCAU

MalreHToB B Bo3pacte miaame 65 met. Yactora Takxke OblIa CXOTHOW y TMAllMEHTOB C PaKkoM
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TOJICTOU KHUIIKHU HNIIN paKOM HpﬂMOI/I KHIIIKH, TAKXKEC V naune OB C OI[HOI/I I/I HGCKOJ’[BK‘I/IMI/I
METACTaTUYECKUMHU OMYyXOJISIMU. Y TAIMEHTOB C MOKa3aTeleM obmiero coctossaust 0 1Mo mkanie
BO3 yacrora otBera coctaBuina 18,5 %, u 8,2 % — y manueHToB ¢ moKa3aTeaeM O0IIero COCTOSTHHS

1 num 2.

Ha wgacroTy oTBeTa mpu NpHMEHEHUH HPHUHOTEKAaHA THJPOXJIOpPHIA TPUTHIpPATa HE BIUSIIH
NoKa3aTear OTBETa Ha MPEIUISCTBYIOIIYIO TEpaluio Ha OCHOBE (Topypaunuia IO IOBOIY
MeTacTaTuyeckoro 3aboneBanusi. [lalMeHThl, KOTOpbIE paHee MoJydanu OOIydeHHE OpPraHoOB
MaJoro Tas3a, TaKKe OTBeYaJld Ha TEpanui0 HUPUHOTEKaHAa THAPOXJIOpHUIA TPUTHAPATOM
NpUOJIM3UTENIBHO C TAaKOW € YacTOTOM, KaKk W MAaIlMeHThl, KOTOpble paHee He MoIydalu
o0JrydeHue.

B 1esioMm B onmopHBIX HCCIIEIOBAHUAX CTAOMIbHOE 3a00sieBaHuE OBLIO 3aperucTpupoBaHo y 148
(48,7 %) u3 304 manueHTOB B BBHIOOPKE «IIAIlMEHTHI, KOTOPHIM HAa3HAYEHO JieueHue» u 'y 145
(55,6 %) u3 261 manueHTOB B BEIOOPKE «ITAIlMEHTHI, IPUTOIHbIE ISl OLIEHKWY». B cooTBeTCTBHM C
pesynbTatamu uccnenoBanus C crabuiapHOE 3a001€BaHUE BO BpeMs TepallK PErHCTPUPOBAIH Y
HECKOJILKO OOJIbIIEH MPOIEHTHOH JO0MM MAlMeHTOB, MOMy4aBIINX HAYalbHYyI 103y 125 Mr/m?
(53,4 %; 103/193), uem Havansryio 103y 100 Mr/m? (39,2 %; 40/102).

Cxema nnpuMenernus 1 pa3 B 3 Heenu

Bb110 IpOBEIeHO IBa MHOTOIIEHTPOBBIX paHA0OMHU3UPOBaHHbIX HccinenoBanus ¢assl I co cxemoit
npuMeHeHus | pa3 B 3 Helenu y MalMeHTOB C METACTaTUYECKUM KOJOPEKTAJbHBIM DPAKOM,
PELMIMBUPOBABIINM KM TMPOTPECCUPOBABIINM Tocie Tepanuu ¢Gropypamuiaom (n = 535).
Bropyto nmuHUIO Tepanuu HPUHOTEKAHA THAPOXJIOpUIA TPUTHAPATOM CPABHUBAIN C HAWITYdILIEH
MO/JIEPKUBAIOIIEH Tepamnueil B OJHOM HCCIIEIOBaHUM U ¢ WH(DY3MOHHOW Teparuei Ha OCHOBE
dTopypaiiia BO BTOpOM ucciieoBaHuu. [IepBuYHOM KOHEUHON TOUYKON B 000MX MCCIIEIOBAHUSIX
ObU1a BBDKMBAEMOCTh. Takxke OLeHUBATUCh IOKA3aTeIl KIMHUYECKOH MOJIb3bl M KaUeCTBA KHU3HHU.
HauanbHas m03a cocTaBisia 350 Mr/mM? U BBOAWJIACH BHYTPUBEHHO B TedeHue 90 MHHYT 10
JOCTHXEHUS MaKCUMaJIbHOM o01el 10361 700 mr. [Ins nanmenToB B Bo3pacte 70 JeT u cTapiie u
JUIS TIAIMEHTOB C IMOKa3aTelieM o00Iero coctosnus 2 mo miaine BO3 pavannHas mo3a Oblia
cHmkena 10 300 Mr/m2. B kauecTBe MOJIepKUBAIOMIE Tepaliy MPUMEHSUTICh TPOTHBOPBOTHEIE
CpeZCTBa, aTPOIMH U JONEepaMHJl, IPH 3TOM OTCPOUYEHHAs Juapesi coxpaHsiack Oonee 24 yacoB
HECMOTpPS Ha TO, YTO JIONEpaMHUJ COMPOBOXKIAIN 7-THEBHBIM KypCcOM aHTUOMOTHKA
(TOPXUHOIOHOBOTO psfa.

BbL10 IpOAEMOHCTPHUPOBAHO 3HAYUTEIBLHOE IPEUMYILECTBO B BBDKMBAEMOCTH IIPU IPUMEHEHUU
UPUHOTEKAaHA THJIPOXJIOpHUJA TPUTHApaTa MO CPAaBHEHHIO C HAaWIy4llIeW IOAJEpKUBAIOIIEN

Tepanuel win UHPY3MOHHOU Teparueld Ha ocHOBe (ropypaumnia. C momnpaBKoOil Ha HCXOJHBIE
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i
MOKa3aTeNu TAlMeHTOB (HampuMmep, obmiee €OCTOsSHNE)  BLDKMBACMOCTE CPENU HAIMCHTOBR

MOJTyYaBIIUX UPUHOTEKAaHA TUAPOXIIOPUAA TPUTHIPAT, OCTaBATIACh 3HAYUTEIBHO OOJIbINECH, YeM B
KOHTposbHbIX nonyasinusax (P = 0,001 B uccnemoBanuu 1 u p = 0,017 B uccnenoBanuu 2).
[Toka3zareny KIMHAYECKOW IMOJIb3BI B MCCICIOBAHUU 1, ompenernsieMble TI0 BBDKHBaeMOCTH 0e3
00JIM ¥ BBDKMBAEMOCTH 0€3 CHU)KEHUST MAaCChI TeJla, ObLIIM 3HAYUTEIHHO OOJIBIIMMY Y TTAIIUEHTOB,
MOJYYaBIINX WPUHOTEKAHA TUAPOXJIOPHUIA TPUTHAPAT, YEM Y MALUEHTOB B TPYIIE HAWITy4IIeH
noanepxkuBatomieit repamun (P = 0,01 u p = 0,05, cooTBeTcTBEeHHO). Pe3yabTaThl MpeCcTaBICHBI B

Tabiuue 5.

Tabauya 5. Knunuueckue uccneoosanus gpasel |l co cxemoii npumenenusn 1 paz 6 3 nedenu

HcciaenoBanue

HNpunorekana Haunyumas Hpunorexana | @ropyparmr’
TUAPOXJIOPUAA | MOJAEPKUBAIOLIAsL | TUAPOXJIOpUIA
TpUTUIpAT Tepanus TpUTUIpAT

KomnuectBo 189 90 127 129

INanucHTOB

[IpenmectByromas tepanus Gropypauuiaom (%)

Jliis nedenust 70 63 58 68

METACTATUYECKOTO
3a00J1€BaHUA

< 3/6 mecsues nocue 27 36 38 23

aabIOBAHTHOM

TCp Ell'II/II/I6

> 3/6 Mecs1eB nocie 3 0 5 9

aabIOBAHTHON

Tepanuu®

[1poa0IKUTETEHOCTE 4.6 - 4,4 3,7

JICUCHUA (CpC,Z[H}I}I,

mecsttbl) [95 % ] [4,2-5,0] [3,8-5,0] [3,3-4,1]
Menuannas 94 - 95 81-99
OTHOCHUTEIbHAS

HUHTEHCUBHOCTbD JO3bI

(%)
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" HOCHED :é\B.-'l.TEﬂ'c-H o000
Npunorekana Haunyumas Upunorexana | dropypanun®
THIIPOXJIOPHIA | TIOAJICPIKUBAIOIIAS | THIPOXJIOPHIA
TPUTHPAT Tepanus TPUTHIPAT

BepkuBaemocth 9,2 6,5 10,8 8,5
(MenuaHHas1, MECSIIBI) [8,4-10,7] [5,0-7,6] [9,5-12,8] [7,7-10,5]
[95 % U]
1-nerussa 36,2 13,8 44 8 32,4
BBDKUBAEMOCTb (%) [29,3-43,1] [6,7-20,9] [36,2-53,4] [24,3-40,5]
[95 % U]
BrepxuBaemocTh 60€3 — — 4.2 29
MIPOrPECCUPOBAHUS [3,8-4,8] [2,6-3,7]
(Mennana, MECSIIbI)
[95 % JAU]
BrepxuBaemocTh 60€3 5,9 41 8,1 7,0
CUMITOMOB (MeuaHa, [3,8-7,6] [2,2-6,9] [6,1-10,7] [4,4-8,7]
Mmecsbl) [95 % U]
BrepxuBaemocTh 60€3 6,9 2,0 10,3 8,5
0o (MeauaHa, [5,8-8,4] [1,8-5,1] [7,8-**] [6,2-10,2]
Mmecsibl) [95% U]
Menuana 5,7 3,3 6,4 51
BBDKHUBAEMOCTH 0€3 [4,3-6,6] [1,9-3,7] [5,2-7,6] [4,2-6,2]
YXyALLEHUs 00IIero
cocrostaus (%) [95 %
JAN]
Bpewms o cHmxeHus 6,4 4,2 8,9 7,4
Macchl Tena > 5 % [5,5-7,6] [3,4-51] [6,7-12,3] [4,7-11,6]
(Menmana, MECSIIBI)
[95 % U]

 Micionb30Bay OJHY U3 CIEAYIOIINX CXeM Tepanuu GTOpyparuiom:

(i) Kanbius ¢onunar B noze 200 mr/m? B/B B TeueHue 2 4acos, 3ateM (ropypauna 400 mr/m? B/B GOIOCHO, 3aTeM

(ropypawun B 103 600 Mr/M? B BUJIe HENIPEPHIBHOI B/B HH(PY3UH B TedeHHe 22 4acoB B AHU 1 U 2 Kax/[ble 2 HEJENH.

(ii) ®ropypaumn B noze 250-300 Mr/mM%/CyTKM B BHJE JUIMTENLHON HENPEPHIBHONW B/B MH(Y3HUM 10 NPOSBIEHUS

TOKCHYHOCTHU.
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(iii) ®ropypammn B go3e 2,6-3 r/m?/cyTku B/B B Teuenue |24 4acos 'IJ;U:OIJyK_)I Eé% E) BEW 6 e em, ¢ Ra-.IJIBI_lI/I}I

¢ponunaTom B 03¢ 20—-500 Mr/M%/cyTku WM Ge3 Kanblus (oJMHATa B/B KaX1yto HENEI0 B TeUeHHe 6 Helenb ¢ 2-
HeJIeJIbHBIM TIEPEPHIBOM MEXKIY LIMKIIaMHU.

6 UccnenoBanue 1 < 6 mecsies; uccaenoBanue 2 < 3 MecAIes.

* OTHOCHUTENbHAsI HHTEHCUBHOCTD J103bI HPUHOTEKAaHa THAPOXJIOPUIA TPUTHAPATA HA OCHOBAHWY 3aIUIaHUPOBAHHON
MHTEHCHBHOCTU 7103b1 116,7 mMr/m?/Hemeno. MHTEHCHBHOCTb [03bl y MAlMEHTOB, NONyd4aBUIUX (GTOpypalunl B
HCCIIeIOBAHUH 2, BapbHPOBAJIAaCh B 3aBUCHMOCTH OT THUIIA PSKHUMA.

** HeBO3MOXHO pacCUUTATh M3-3a HEOONBIIOTO pa3Mepa BEIOOPKH.

B nByx wuccnegoBanusx ¢aspl Il kauecTBO JKM3HM OLIGHWBAIU C IOMOUIBIO ONPOCHUKA
EBponeiickoit opranuzanuu mno wuccienoBanuo u JjedeHuto paka (EORTC QLQ-C30). B
ucciaeoBaHuM |1 moka3aresnb OOIIero KauecTBa KW3HU ObUI 3HAYUTEIHHO BBHIIIE Y MAIlMEHTOB,
MOJyYaBUIMX MPUHOTEKaHA TUIAPOXJIOpUIA TPUTHAPAT, YEeM Y [alUEHTOB, MOJYYaBIIUX
HAWIYUIIyIo nojaepxuBatoinyto Tepanuto (p = 0,0013). B uccnenoBanuu 2 mokazarenu o01iero
KauecTBa KM3HU OBLIM aHAJIOTUYHBIMU Y MAlMEHTOB, MOJYYaBIINX UPUHOTEKaHA THAPOXJIOPHIA

TPUTHAPAT WK GTOPYPALMI B BUC HHPY3HH.

pyeue uccnedosanust

SIMOHCKOE OTKPBITOE HEKOHTpOJIMpyeMoe HucciienoBanue ¢asbl |l ¢ ydacTmem nammeHToB ¢
HEMEJIKOKJIETOYHBIM PAaKOM JIETKOTO BKIIIOYANIO B oOmied ciokHoctu 153 manumenta. B stom
WCCJICIOBAaHUH TTHEBMOHUT OBLI 3apeructpupoBad y 6,2 % (9/146) nanuwentoB. OQuH HaIMCHT
yMep OT MHTEPCTULHMAIBHOTO MTHEBMOHHUTA. VIpMHOTEKaHa THAPOXJIOpUIA TPUTHIPAT BBOJWIN B
no3e 100 mr/m? BHyTpuBeHHO 1 pas B Hezemo. Koppekiius 10351 IPOM3BOMIACH B COOTBETCTBHH
C TOKCHYHOCTBIO, a JICYCHHE TPOIOIKAIN 10 MPOTPECCHPOBAHNUS 3a00JICBAHUS WA TIOSIBIICHHSI
HETPUEMIIEMOTO YPOBHS TOKCHYHOCTH (KaXKbIH MAIIMEHT JIOJKEH OBLT IMOYyYUTh HE MEHEe TpeX

J103).

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

AbGcopbuus

B pekomenryemMoM auanazone 103 50—-350 mr/m? AUC nprHOTEKaHA THAPOXJIOPHIA TPHTHAPATA
JUHENHO yBenuuMBaeTcs ¢ yBenumdeHueM 103bl; AUC SN-38 yBennuuBaeTcsi MEHee, 4eM
IPONOPLHUOHATIBHO J103€. MakcUMalbHble KOHIIEHTPAlUH aKTUBHOTO MeTabonuTa SN-38 00bI19HO
HaOmoaloTcss B TeyeHUe | waca mocie okoH4yaHus 90-MUHYTHOW HMH(QY3UM HPUHOTEKaHa
TUAPOXJIOPHIa TPUTHApATA.

PapMaKOKMHETUYECKUE NTapaMeTPpbl UPUHOTEKaHa THApoxJiopyuaa Tpuruapara u SN-38 nocie 90-
MUHYTHOH wuHQY3uM B m03ax 125 u 340 wmr/m2 ompeleneHHBIX B JIBYyX KIMHMYECKHX

WCCJICIOBAHMSX Y TTAIMEHTOB C COIUIHBIMH OITYXOJISIMU, 0000IIEHBI B TAOIHUIIE 6.
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Tabnuya 6. Pesome cpeonux (£ cmano

napamempos upunomexara 2uopoxiopuoa mpueuopama u SN-38 y nayuenmos ¢ coruouvimu

onyxousimu
HpuHoTeKkaHa rHAPOXJIOPHAA TPUTHAPAT SN-38
Jo3a Chmax AUCo 24 ti2 (9) Varea CL Cmax AUCo.24 tiz (1)
(mr/m?) | (ar/max) | (ar x 4/mun) (w/m?) | (/a/m?) | (ar/mun) | (Ar x 4/mn)
125 1660 10 200 58*+ | 110 13,3 26,3 229 10,42
(n=64) | +£797 + 3270 0,7 +485 | +6,01 +119 + 108 +31
340 3392 20 604 11,7° | 234 13,9 56,0 474 21,00
(n=16) + 874 + 6027 +10 +69,6 | +4,00 + 28,2 + 245 +4.3

Crmax — MakcuMalbHasi KOHIIGHTpaLus B IIa3Me KPOBH;

AUCq 24 — mmomans noj papMakOKHHETHYECKON KPUBOI 3aBHCHMOCTH KOHIICHTPAIWHU IpenapaTa B IU1a3Me KpOBU
OT BpeMeHH ¢ MoMeHTa BpeMeHH 0 1o 24 gacos mocie okoH9anus 90-MuHyTHON MHDY3UH;

{1/ — TepMUHAIBHBIA IEPUO]T TIOTYBHIBEICHNUS;

Varea — 00BEM pacIipeieNieHus BO BpeMs TePMHHAIBHON (ha3bl BEIBEICHIS,

CL — oOmuii CHCTEMHBIH KJIMPEHC.

2 O0pas3ipl MIa3Mbl, COOpaHHbIE B Te4eHUe 24 yacoB nocie okoH4anus 90-MuHyTHOH HHDY3HH.

 O6pasupl mnasMmbl, coOpaHHble B TedeHue 48 uyacoB mocie oxkoHyaHus 90-muHyTHON mHQY3uu. M3-3a Goiee
JUTATENIFHOTO Tiepruosa cOopa JaHHBIX 3TH 3HAYCHUS OOCCIEYMBAIOT 0OJice TOYHOE OTpPaKEHHE TEPMUHAIBLHOTO

MIepHo/ia TTOJTYBBIBEACHHUS MPUHOTEKaHa ITHAPOXJIopHaa Tpuruapara u SN-38.

HccnenoBanus in VItr0  moka3plBalOT, YTO HWPUHOTEKAHA THAPOXJOPUAA TPUTHAPAT
JEMOHCTPUPYET YMEPEHHOE CBsI3bIBaHUE ¢ Oenkamu 1mia3Mbl KpoBH (30—68 % cBsizbiBaHus). SN-
38 B BBICOKOI1 CTETEHH CBSI3bIBAETCS ¢ OeKaMU IUIa3Mbl KPOBU yesioBeKa (puMepHO Ha 95 %).
OCHOBHBIM O€NKOM TMJja3Mbl, C KOTOPBIM IPEUMYIIECTBEHHO CBS3bIBAETCS WPHUHOTEKAaHA
ruapoxyopuaa Tpuruapat u SN-38, sBisercs abOyMuH.

Pacnpenenenne

[Tocne BHyTpHBeHHON HH(Y3UM HMPUHOTEKaHAa THAPOXJIOpHAA TPUTHIpATa Yy YEIOBEKa C
pPasIMYHBIMM ~ 3JIOKAYECTBEHHBIMH  HOBOOOpA30BaHMSMHU  KOHIEHTpPALMM  HPUHOTEKaHa
TUAPOXJIOPUAA TPUTHApPATa B IUIA3ME CHWKAKOTCS MYJIbTUIKCIOHEHIMAIIBHO CO CPEIHUM
TEPMHUHAJIBHBIM [IEPUOIOM MOJTYBBIBEACHUS 0KOJI0 6—12 yacoB. CpeHuii TEpMUHAIIBHBIN IIEPUOJL
MONTyBBIBEJIeHUSI akTUBHOTO MeTabonuTa SN-38 cocrasnser 10-20 yvacoB. B uccienoBanuu, B
KOTOPOM HMpPMHOTEKaHA THAPOXJIOPHAA TPUTHAPAT BBOAWIM B H03ax 100-750 mr/m? myTem
BHYTPUBEHHON MH(Y3uHu B TeueHHue 30 MUHYT KaKIble TPU HENENH, TEPMUHAIbHBIM MEepuoJ
MOTYBBIBEJICHUS W3 TUIa3Mbl cocTaBisil 14,2 waca + 7,7 daca Wi MPpUHOTEKAHA THAPOXJIOpHUIA

Tpuruapara u 13,8 vaca + 1,4 gaca s SN-38.
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Buorpancdopmarnus

[TontHOE pacmpeneneHne MPUHOTEKAHAa TMAPOXJIOpHAAa TPUTHMApaTa B OpPraHU3ME YEJIOBEKa 10
KOHIIa He u3ydeHo. MpuHOTEeKkaHa TruApoXjopuaa TPUTUAPAT IOABEPracTcsi MHTECHCUBHOMY
METa00JIMYECKOMY MPeoO0pa3oBaHUI0 pa3IUYHBIMM (DEPMEHTHBIMU CHCTEMaMM, B TOM YHUCIIE
scTepa3aMM ¢ oOpa3oBaHuMeM akTUBHOro merabonura SN-38 M onocperoBaHHOMY YpPUIUH
mudocdat-rimokyponmin-tpancdepazoii. 1Al (YI'TIAl) rmokyponupoBanuto SN-38 ¢
o0pa3oBaHMEM HEAKTHBHOTO TIIIOKYpoHHIHOTO Metabomuta SN-38G. Merabonudeckoe
npeoOpa3oBaHUEe MPUHOTEKaHa TUAPOXJIOPUAA TPUTHApaTa MPOUCXOIUT MPEUMYILECTBEHHO B
HICUEHHU.

HpuHOTEKaH TaKKe MOXKET MOJBEPraTrhCsi OKUCIUTEIBHOMY METaboJIM3My, OIMOCPEIOBAHHOMY
CYP3A4, no Heckonbkux (papMaKoJOTMYECKH HEAKTUBHBIX MPOJYKTOB OKHCIIEHUS, OJAMH W3
KOTOPBIX MOKET I'MJIPOJIM30BaThCs KAPOOKCUIIICTEPa3oii ¢ BbICBOOOKAeHHEM SN-38.
Upunorekan okucisercs nzopepmentom 3A4 nutoxpoma P450 (CYP3A4) c o6pa3oBanneM 1Byx
OTHOCHUTEJIBHO HEaKTUBHBIX MerabonmToB, APC  (7-31mn-10-[4-N-(5-amuHoneHTaHOBas
KHCIIOTA)- 1-HrepuInHo |-KapOOHMIIOKCUKAaMIITOTEIMHA) U BTOPOCTeTIeHHOro MeTabonuta, NPC
(7->1rn-10-(4-aMuHO-1-IUIIEPUIMHO) ) KAPOOHUIOKCUKAMITOTECIIMHA.

DJIMMUHALNS

Pacnipenenenue upuHoTeKaHa rUAPOXJIOpUIA TPUTHIpaTa B OPraHU3ME YeJIOBEKa /10 KOHLA He
u3ydyeHo. B uccrnenoBaHusix ¢ ydacTheM MallMEHTOB C Pa3jMYHbIMU BHJIaMU paka BbIBEICHUE
UPHUHOTEKaHa FMIPOXJIOpHIa TpUruapaTa ¢ Mool coctaisio 11-20 % oT BBeA€HHOM 103bl, 115
SN-38 cocraBmsano < 1 %, u 18 rmokypoHuaHoro merabonurta SN-38 cocraBisuio 3 %.
CoBOKynHOE BbIBEJCHHE MPUHOTEKaHa M ero merabonuToB (SN-38 M TIIIIOKYpPOHUIHOTO
Mmetabonutra SN-38) c kemublo U MOUOH B TeueHue 48 yacoB Mocje MpUeMa MPUHOTEKaHa
THJIPOXJIOpUIa TPUTUApaTa y JBYX IAalMEHTOB BapbUPOBAJIOCH MPUOIU3UTENBHO OT 25 %
(100 Mr/M?) 10 50 % (300 Mr/m?).

Oco0ble TPVIIIBI TAIMEHTOB

Jluya noorcunoeo 6ospacma

B nccnenoBanusax, B KOTOPbIX UPUHOTEKAHA TUIPOXJIOPUIA TPUTUAPAT BBOJIUIIU €KEHENEIBHO,
TEPMUHAJIBHBIN NEPHUOJI MONTYBBIBEICHNUS MUPUHOTEKAHA TUJIPOXJIOPUIA TPUTHUIpATa COCTABIISLI
6,0 yacoB y MaiMeHToOB B BO3pacTe 65 JIeT U cTapuie u 5,5 4acoB y MAallMEHTOB B BO3pPACTe N0
65 net. HopmanuzoBannas no 103e AUCo-24 1151 SN-38 y maniueHTOB B BO3pacTe HE MeHee 65 jieT
Ob1a Ha 11 % BBIIIE, YeM y TAIIMEHTOB B Bo3pacTe A0 65 ner. Kunernueckue JaHHBIE TIO CXeMe
npuMeHeHus | pa3 B TpU HEIeNU y MOXKWIBIX MAllMEHTOB OTCYTCTBYIOT. VX051 U3 KIIMHUYECKOU
TOKCHUYHOCTH, HAOJF01aeMOM TIPH 3TOM PEXHUME IO3UPOBAHMUSI, Y TIAITAEHTOB B BO3pacTe 65 JeT u

cTapiie peKOMEHIyeTCsl IPUMEHSTh 00Jiee HU3KYI0 Ha4allbHYIO 103y (CM. pasnen 4.2).
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ITleuenounas neoocmamournocmo

BrnusiHue TspKenolW TIEUYEHOYHOM HEJOCTAaTOYHOCTH Ha (DapMaKOKMHETHYECKHE CBOMCTBA
UPUHOTEKaHa THIPOXJIOPUIA TPUTUAPATA U €0 META00IUTOB OPHUIMATBHO HE n3ydanock. Cpenun
NAUEHTOB C METAaCTaTUYECKUM KOJIODEKTAJIBHBIM PAaKOM U W3BECTHBIM  OILyXOJIEBBIM
nopaxeHueM IedeHu (OoJabpIMHCTBO nanueHToB) 3HaueHuss AUC upuHOTEKaHa TUAPOXJIOpUaa
tpuruapara u SN-38 ObUTM HECKOJIBKO BBIIIE, YeM 3HAUEHHS y MAIMEHTOB 0€3 METAacTa3oB B
neyeHs (cm. paszaen 4.4).

VY nanueHTtoB ¢ HapyumieHHMeM (QYHKLIMM I€YeHM KIMPEeHC WPHUHOTEKAaHa TUAPOXJIOopuia
TPUTHIpaTa CHUXKAETCSI, B TO BpeMs KaKk OTHOCUTEIbHAsI KOHLIEHTPALMsl aKkTUBHOI'O METa00IUTa
SN-38 yBenmnumBaercs. Benmnumna stux 3¢(eKkToB NpoOmoOpLHUOHANbHA CTENCHW HapYIIEHUS
(GYHKIMU TIEYEHH, YTO OMPEACISUIOCH MOBBIIICHHEM KOHIGHTpAaluW o0Iero OwnmpyomHa W
TpaHCaMMHA3 B CBIBOPOTKE KPOBH (CM. pazzen 4.2).

Iloueunas neoocmamounocmo

BnusHue HamuuMsg TOYEYHOW HEIOCTAaTOYHOCTH Ha  (PApMAKOKMHETHKY HWPHUHOTEKaHa
TUAPOXJIOPHUIA TPUTHAPATA HE OLICHUBAJIOCH.

DdapMaKOKMHETHKA U KOMGI/IHI/IDOBaHHOﬁ TCpalinu

B xnuauueckom wuccienoBaHuu (a3pl I ¢ KOMOMHUPOBAHHBIM MPHUMEHEHHEM HMPUHOTEKaHA
TUAPOXJIOpHIa TpUruapaTa, Gropypanuia (Gropypanuia) U Kaablus GoaruHaTa y 26 IarueHTOB
C COJNUAHBIMU OIYXOJSIMM paclpelielieHHe HPUHOTEKaHa THAPOXJIOpHAa TpUruapara
CYIIIECTBEHHO HE M3MeHs10ch. OJHAKO IPU BBEACHUH UPUHOTEKaHa THIPOXJIOpUIA TPUTHAPATA
C TIOCHIENYIOUIMM BBeleHUeM (ropypanmia v Kauplus ¢onuHata 3Ha4eHUS Cmax 1 AUCo 24
akTuBHOTO MeTabouTa SN-38 Obun cHIkeHbl (Ha 14 % u 8 %, COOTBETCTBEHHO) 110 CPABHEHUTO
CO 3HAYCHUSMH, PETUCTPUPYEMBIMH MPU BBEIACHUH MPUHOTEKAHA THAPOXJIOPHJIA TPUTHApPATA B
KavyecTBe MOHOTepanuu. PopMaibHbIe UCCISIOBAHHS JIEKAPCTBEHHOTO B3aUMOJICHCTBHS IN VIVO
Wi N VItro 1yt OleHKH BIMSHHUS HPHHOTEKaHA THAPOXJIOPHIA TPUTHAPATa Ha pachpeieieHue
dbTopypaiia u Kanbiys GoJIMHATA HE POBOIUITUCE.

5.3. lanHbIe TOKJIUHUYECKOH 0e30MacCHOCTH

['eHOTOKCHUYHOCTh

HpuHoTeKaHa TUIPOXIOpUAa TPUTHAPAT OKa3bIBaJ KJIACTOTEHHOE JCUCTBHE Kak IN VItro (KieTku
SUYHUKA KATAHCKOTO XOMSYKa), TaK U IN VIVO (MUKpOSIICPHBIN TecT Ha Mbiiax). MpuHoTekana
rugpoxyiopuaa Tpuruapat u SN-38 He MpoaeMOHCTPUPOBAIM MYTareHHOCTh B TecTe Jiimca In
vitro.

KanmeporeHnoctb

JlonrocpouHble Hccae10BaHusl KaHLEPOreHHOCTH MPUHOTEKaHAa TMIIPOXJIOpUAa TPUTHIpaTa He

npoBoAuInck. OHAKO KpblcaM BHYTPUBEHHO BBOJWIM UPUHOTEKaHA THJIPOXJIOPUIA TPUTHUAPAT
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B 7103aX 2 MI/KT Win 25 Mr/kr 1 pa3 B HeAeTIO B Teqennéqg :1:1:'e-|HEen I:(%HJE Qﬁﬁ'ﬁéﬂoﬂﬁj I I%-Iﬁa:;a
BHIIE 3HAYEHHIl y MAIMEHTOB, NONYYaBIIMX Hpermapar B foze 125 mr/m?), a 3aTeM naBaiu
BOCCTAaHOBUTHCS B TeueHue 91 Henmenu. B aTux ycnoBusx Habmromanach 3HauMMasi JIMHEHHas
TCHACHUMUS JUIi YacTOThl BO3HMKHOBEHHS KOMOWHHMPOBAaHHBIX CTPOMAIBHBIX ITOJIMIIOB
SHJIOMETPHS POra MaTKU M CTPOMAIIBHBIX CAPKOM SHIAOMETPHS B 3aBHCUMOCTH OT JIO3BI.

FI/IHeD‘-IVBCTBI/ITCJIBHOCTB

B xinuHuYeckux HCCIeAOBAaHUAX AHTUIEHHOCTh MPUHOTEKaHa THIPOXJIOpHUJA TPUTHIpaTa B
(dopMe KOHLIEHTpaTa JIsi MPUTOTOBJIEHUS pacTBopa A MHQY3Mi He HaOmronanack, HO B
UCCIICIOBAaHUSX IACCUBHOW KOXHOHM aHa(UIaKCHU y MOPCKHMX CBHHOK M KPOJMKOB, a TaKKe B
UCCIICIOBAaHUAX AKTUBHOW CHUCTEMHOW aHaWIaKCUM y MOPCKHX CBHHOK HaOII0aach
AQHTUTEeHHOCTh HMPUHOTEKaHA TUAPOXJIOpUIAa TpUTHApaTta. B STUX wucnelTaHusx oba Buaa
KUBOTHBIX BbIpA0aThIBAIM aHTUTENA K HMPUHOTEKaHa THIPOXJOpUAA TPUTHIpPATy, U ObLIO
3apEeTUCTPUPOBAHO HECKOJIBKO CIIy4yaeB CMEPTU MOPCKUX CBUHOK, CEHCUOMJIM3UPOBAHHBIX K
MPUHOTEKaHa TUIPOXJIOpUIA TPUTHIIpATY.

bepeMeHHOCTB

BHyTpuBeHHOE BBeIeHHE HPUHOTEKAaHA FMIPOXJIOpHUIa TPUTHApaTa B 103€ 6 MI/KI/CyTKH KpbIcam
(AUC npumepno B 0,2 pasa Bblllle COOTBETCTBYIOUIMX 3HAYEHHUH Yy MAllMEHTOB, MOTYYaBIIMX
npenapar B 03¢ 125 mr/m?) u kpomukaM (OKOIO MOJOBHMHBI PEKOMEHIYeMOH ekeHeaenbHOI
HAYyadbHOM O3Bl /I YeNOBeKa M3 pacuyeTa B MI/M?) B MepHOJ] OpPraHOTEHe3a SBISETCS
IMOPHOTOKCUYHBIM, YTO XapaKTEPU3YETCs MOBBILIEHHOW MOCTUMIUIAHTALMOHHOM THOENnbl0 U
CHI)KCHMEM KOJIMYECTBA JKMBBIX IUIOJO0B. MpHHOTEKaHa IMApOXJIOpHAAa TPUTHIPAT OKa3blBall
TEpaTOreHHOE JIeHCTBUE Y KPBIC B J03aX, npebimaomux 1,2 mr/kr/cytku (AUC npumepno 1/40
OT COOTBETCTBYIONINX 3HAYEHUH y MAIMEHTOB, MOTYYaBIINX Mpemapar B 1o3e 125 mr/m?), u y
KpoJuKkoB B n03e 6,0 mr/kr/cytku. TeparoreHHoe JeiicTBHE BKJIIOYAJIO pa3iMyYHbIE BHEIIHHE,
BUCLIEPAJIBHBIE U CKEJIETHBIE AHOMAJIHH.

Jlakranms

VY KpbIC paguOaKTHUBHOCTH IOSBUJIACh B MOJIOKE B TEUYEHHWE 5 MHUHYT MOCJIE€ BHYTPUBEHHOTO
BBEJICHUSI MEUEHHOT'O PAJMOAKTUBHBIM M30TOIIOM MPUHOTEKAaHA TMIPOXJIOpUJA TPUTHIpPATA, U
€ro KOHLEHTpalMs yBeIudMBajiach A0 65 pa3 uepe3 4 dyaca mociie BBeACHHUS (OTHOCHUTEIHHO
KOHIEHTpalui B IUIa3Me). bbUI0 MOKa3aHO, YTO HMPUHOTEKAHAa TUIPOXJIOpUIAa TPUTHUAPAT
HapyIlIaeT CHOCOOHOCTh K OOYUEHUIO U BBI3BIBAET 3a/I€P’KKY MOCTHATAIBHOIO Pa3BUTHUS Y KPBIC.

DdepTUabHOCTD

[Tocne BHYTpUMBEHHOIO BBEIEHUS UPUHOTEKAHA THIPOXJIOPUIA TPUTHIpATa KpbIcaM B 103aX 10
6 MI/KI/CYTKM 3HAYUMBIX HEKEIAaTeJIbHBIX PEaKUUi B OTHOIIEHHWH (EPTUIBHOCTU M 0O1Iei

pPENPONYKTUBHONW (DYHKIIMHM HE HaOmromanock. [locie MHOTOKpAaTHOTO €XETHEBHOTO BBEIICHUS
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UPUHOTEKaHA TUAPOXJOpUIA TpUTUApaTa HaOJ
OpraHoB Kak y IpbI3yHOB 1ipu go03e 20 mr/kr (3HaueHrne AUC npuGIM3UTEIbHO paBHO 3HAYEHUIO
y MAIMeHTOoB, TONY4YaBIIMX IIpenapar B 1o03e 125 mr/m? B Heemo), Tak U y co0aK IpH 103€
0,4 mr/kr (3nauenne AUC npumepHo Ha 1/15 ot 3HaYeHHS y MAIIMEHTOB, MOTYYaBIIUX MperapaT

B 03¢ 125 Mr/mM? B HEJIEIIO).

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

CopOuTton

Monoynas kuciora

Hatpust ruapoxcun (st koppekuuu pH)

Boga mist unbekumii

6.2. HecoBmMecTHMOCTH

JlaHHBIA JIEKapCTBEHHBIN IIpemapaT HE CIeAYyeT CMEIIMBATh C JPYTHMMH JICKAPCTBEHHBIMH
npenaparamu, 3a UCKIIFOUEHUEM YIOMSHYTBIX B paszzeine 6.6.

6.3. Cpok roaHocTu (CpoK XpaHeHHs)

HeBcKphITHIN d)J'IaKOH

3 roxa.

IIpuroToBiIeHHBIN pPaCTBOP

Ecnu pasBeneHue BBINONIHEHO ¢ COOMIOEHHEM IpaBHJ aceNTUKU (HANpUMEp, B YCTaHOBKE
JAMHUHAPHOTO BO3JYLIHOI'O MOTOKA), pacTBOP Ipernapara MOXKET ObITh MCHOJIb30BaH B TEUCHHE
12 4gacoB (Bkirodas BpeMsi MHQY3UHM) B Clydae XpaHEHUs NPU KOMHATHOW TeMIiiepaTrype, U B
Te4eHHe 24 yacoB MOCJE BCKPHITHUS (pilakoHa ¢ KOHLIEHTPATOM IIPH XpaHEHUH MPHU TeMIlepaType
2-8 °C.

6.4. OcoObIe MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHH

B 3ammmensomM ot cBeta mecte nipu temmneparype He Boie 30 °C.

VYcnoBust XpaHeHUs MPUTOTOBIIEHHOTO PacTBOpa CM. B pazzene 6.3.

6.5. Xapakrep u coaep:kaHue NEPBUYHONH YIIAKOBKH

[To 2 mn (40 Mr upuHOTEeKaHa rUApoxJopuaAa Tpuruapar) win no 5 mia (100 mr upuHoTEeKaHa
TUAPOXJIOpHAA TPUTHApAT) mIpenapara BO (rakoH TeMHOro crekia (tum |), yKynopeHHbIN
PE3UHOBOM MPOOKOH, 00KaTo aJIOMUHHUEBBIM KOJIMAYKOM, 3aKpBITBI CBEpPXY 3allUTHON
IUIACTMACCOBOM KPBIIEUKON MK 6€3 KPBILIEUKH.

ITo 1 ¢pnaxony ¢ mpenapaToM BMECTE C MHCTPYKIMEH MO0 MPUMEHEHHIO B KAPTOHHYIO MAuKy.

s cmayuonapos:
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I[To 5, 10 ¢1akoOHOB ¢ paBHBIM KOJTMYECTBOM UH
C pa3JenUTeNbHBIMU IEPETOPOIKAMU HITH 0€3 HUX.

ITo 5, 10 ¢nakoHOB B MIACTUKOBBIA MOAJOH M C PAaBHBIM KOJIWYECTBOM HWHCTPYKLIHU I10
IIPUMEHEHHIO B KAPTOHHYIO KOPOOKY.

6.6. OcoOble Mepbl TNPETOCTOPOKHOCTH TNPHM YHUYTOKEHHUM  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOr0 Mpenapara WJIH OTX0A0B, IOJYYEHHBIX [Ocjde NpPUMEHEeHUs
JIEKAPCTBEHHOI0 NMpenapaTa win padoTsl ¢ HUM.

Mephl IPea0CTOPOKHOCTH IIPH pa60Te C IIpernaparom

[Tpu mpuroroBnenun pactBopa npernapara MPUHOTEKAH-JI)K u oOpamenun ¢ mpemnaparom,
TaK e, KaKk M MPH UCIOJIb30BaHUHU JPYTUX MPOTUBOOITYXOJIEBBIX CPENICTB, CIEIYET COOMIOAATh
OCTOPOKHOCTb.

HeoOxoaumo monb30BaTbes nepuyaTkaMu, MacKOM U OUKaMH.

[Tpu nmomananuu pactBopa npenapara UPUHOTEKAH-/XX unu uHdy3HMOHHOTO pacTBOpa Ha
KOXY cpasy e mpoMoiTe ee Boaou ¢ MbutoM. [Ipu nmonaganuu npenapata UPUHOTEKAH-J2K
WIM €ro pacTBOpa Ha CIM3UCTbIE 000JIOUKH HEMEUIEHHO POMONWTE UX BOAOM.

Bce maTtepuaibl, HCTIOIB30BAHHBIE /JI IPUTOTOBIICHUSI PACTBOPA U JUIsl €M0 BBEJICHHUSI, JOJIKHBI
OBITh MOABEPTHYTHl YTUIIU3ALMKA B COOTBETCTBUU CO CTaHAAPTHOW MPOIEAYypOHl yTUIU3aLUU
ATOTOKCUYECKUX TPETapaToB, IPUHATON B JAHHOM CTallMOHApE.

HMHCTPYKINSA 110 IPUTOTOBJIEHUIO PACTBODA JUISI HHDV3Uii

Pactop mpemapata MPUHOTEKAH-/[XK nomkeH TrOTOBUTBCS B aCENTUYECKUX YCIIOBUSIX.
Heo6xonnmoe konmuecTBO npemnapata cieayeT pazsectd B 250 mi 5 % pacTBopa AEKCTPO3bI UITH
0,9 % pactBOopa HaTpusi XJOpHJa U MepeMellaTh MOJYyYEHHBIH pacTBOp IMYTEM BpallleHUs
¢unakona. Ilepen BBeeHHEM PAacTBOP JOJDKEH OBITh BU3YaJIbHO OCMOTPEH Ha IPO3PadHOCTh. B
cilyyae 0OHapyKeHHs Oocajika Ipenapar J0KeH ObITh YyTUIM3HPOBaH.

PactBop mnpenapata MPUHOTEKAH-/IDK nomkeH ObITh HCHONB30BAaH cpa3y e IMocie

pa3BeneHus.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHUS

000 «/Ixxomac Dxcnoumy», Poccus

140200, MockoBckas 0011., BockpeceHnckmii p-oH, T. BockpeceHck, yia. MockoBckas, 1. 45w,
oduc 4.

Tenedon: +7 (499) 503-01-92, +7 (980) 194-89-33

E-mail: info@jodas.ru

7.1. IlpeacraBuTe/Ib AepKATEN PETHCTPALMOHHOIO YA0CTOBEPEHUsI.

[IpereH3un norpedUTENEeH HAOPABIATE 110 aIPeCy:
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000 «/Ixxomac Dxcnoumy», Poccus

140200, MockoBckas 00i1., BockpeceHckuii p-oH, T. BockpeceHck, yn. MockoBckas, 1. 45w,
oduc 4.
Tenedon: +7 (499) 503-01-92, +7 (980) 194-89-33

E-mail: info@jodas.ru

8. HOMEP PETUCTPAIIUOHHOI'O YIOCTOBEPEHUS

9. IATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHWS PETMCTPAIIMU,
INEPEPETUCTPALIMN)

Jlara nepBoii peructpanuu:

10. JATA HEPECMOTPA TEKCTA
O6mas xapaktepuctuka JjekapctBenHoro mnpenapata MPUHOTEKAH-J)K noctynHa Ha
WH(OPMAIIMOHHOM TopTaie EBpa3uiicKkOoro SKOHOMHYECKOTO COr03a B HH(DOPMAIMOHHO-

KOMMYHHUKAIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/.
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