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OBIIASI XAPAKTEPUCTHKA JEKAPCTBEHHOFPO TIPERAPATA U002)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
KABA3UTAKCEIJI DJIb®A, 40mMr/mi1, KOHIIGHTPAT I TPUTOTOBJICHHS pacTBOpa sl HH(Y3HId.

2. KAUECTBEHHBIN Y KOJIUYECTBEHHBIN COCTAB

JlelicTByrol1I€€ BEIIECTBO: Kaba3uTakcel.

B 1 mn koHmeHTpara Ui TPUTOTOBICHHS pacTBopa mius uHpy3uil comepxkutcs 40 mr
kaba3uTakcena (B BUA€ Kaba3uTakcena STUIALeTaTHOTO COJIbBATa).

Kaxnpiit ¢pnaxon 1,5 M copepxxkut 60 Mr kabasutakcena (B BUe Kaba3uTakcesa TUIALETaTHOTO
COJIbBATA).

B 1 M pacTBOpa mociie nepBOHAYaIBLHOTO Pa3BeICHUsI BCEM pacTBOpUTeeM coaepkutcs 10 mr
Kaba3uTakcena.

BcrnomorarenbHbIe BelIecTBa, HATMYME KOTOPBIX HA/IO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
mpernapara: KakKIpli (pIakoH ¢ pacTBOPUTENIEM CONEPKHUT ITAHOI (CIUPT ATHIOBHIH) 96 % - 573,3
Mmr (cm. pazzen 4.4.).

[TonHbIi TepeyeHb BCIIOMOTaTEIbHBIX BEIIECTB MPUBEIICH B pazzeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

KonnenTpar ass npuroToBieHus pacTBopa Ajs HHPY3Hil:

Konnenrpar

Hpo3paqHLH71 MAacCJITHUCTBIN PaACTBOP OT XKEJITOI'0 10 KOPUIHEBATO-KEIITOT'O LIBETA.

PacTBOpuTENH

[Ipo3paunblii OECIIBETHBIN PacTBOP.

4, KIIMHUYECKHUE JAHHBIE

4.1 Tloka3aHus K NPUMEHEHUIO

[Ipenapatr KABA3UTAKCEJI DOJIb®A mnokazaH K NPUMEHEHHIO Yy B3pOCIBIX Uil Tepanuu
METacTaTHYECKOT0 KaCTPALMOHHO-PE3UCTEHTHOI'O PaKa MPeACTaTeIbHOM Kese3bl Y MaleHTOB,
paHee TMOJIy4aBUIMX XMMHOTEpAlMIO C BKJIIOUEHHEM JolleTakcena (B KOMOMHAIUMU C
MPETHU30JI0HOM).

4.2 PexuM 103MPOBaHMSA M CIIOCO0 NPUMEHEHUS

IIpumenenne mnpenapata KABA3SUTAKCEJI 3JIbPA 10/KHO HPOBOAUTHCS TOJIBKO B

CIICIUAJIM3UPOBAHHBIX OHKOJIOTHYCCKUX OTHCJICHUAX I10[J Ha6J'IIO,Z[eHI/ICM Bpada, HMCIOLICTO
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JOJI?)KHBI 6bITb HCO6XOIII/IMBIC yciioBuad W MCAUKAMCHTBI [1Jid OKa3aHUuA I[IOMOLIU IIpU
BO3HUKHOBCHHNU peaKLII/Iﬁ TUINICPUYYBCTBUTCIIBHOCTH, TAKHX KaK CHHWXCHHC apTCPpHATIBHOIO
nasienus (AJl) u 6porxocmasm (cM. paznen 4.4).

Ilpemenukanus

JUis yMEHBIIEHMs] pUCKAa pa3BUTHS M TSDKECTU PEAKIHUM THUIIEPUYyBCTBUTEIBHOCTH TEpE]

BBeneHueM mnpenapata KABA3UTAKCEJ DJIb®A npoBoauTcst nmpeMenukanuus ciaeayouuMu

BBOJMMBIMU BHYTPHUBEHHO JIEKAPCTBEHHBIMU IIPETIapaTaMu:

- aHTUTMCTaMUHHBIE IpenapaTsl (JeKcxJIoppeHupaMuH 5 Mr WU JAUQEHTruApaMuH 25 M Wiu
aHAJIOTMYHBIN MpernapaT B SKBUBAJIEHTHBIX J03aX);

- IJIFOKOKOPTUKOCTEPOUIbI  (IEKCAaMEeTa30H &8 MI WM OSKBUBAJIEHTHbBIE JI03bl JIPYroro
TJTFOKOKOPTUKOCTEPOU/IA);

- Giokatopbl Hz-rHCTaMMHOBBIX pelenTopoB (pPaHUTHUAMH WM aHAJOTMYHBIM Mpenapar B
SKBUBAJICHTHBIX J103aX) (cM. pazzaen 4.4).

Pexkomenayercs npoduinakTuyeckoe MpUMEHEHHEe MPOTUBOPBOTHBIX CPEJICTB BHYTPh WJIHU, MPH

HE00XO0JMMOCTH, BHYTPUBEHHO.

Pexxum no3upoBanusa

PexomennoBannas no3a npenapata KABASUTAKCEJI DJIb®A cocrasisier 25 MI/M? TUTOLIa M
MMOBEPXHOCTH Teja, KOTOpas BBOAUTCS ITyTEM OJIHOYACOBOW BHYTPHUBEHHON MH(Y3UM KaXKIbie 3
HEJIeNW B KOMOMHAIIMU C MPUEMOM BHYTPb MpenHn3o0joHa 10 Mr eXeIHEeBHO B TEYCHUE BCETO
nepuoja jgedeHus npenapatom KABASUTAKCEJI DJIbDA.

Koppexkis BBoguMoi 1036l

PGKOMGHI[yeMBIe HU3MCHCHUA BBOI[PIMOﬁ J03bl H3-3a PA3BUTHUA He6HaFOHpI/IHTHBIX pCaKHHI;'I y

nanueHToB, noiay4daromux npenapat KABASUTAKCEJL DJIbOA:

HeOsaronpusiTHbie peakiuu N3menenne BBOIMMOM 103bI

JnurenbHas (6onee 1 Henenu) Heirponenus |OTcpouka  CIHEAYIOUIETO  LMKJIA — JIGYCHHUS IO

> 3 CTeneHW TSDKECTH, HECMOTPS Ha [BOCCTAHOBJICHUS  KOJIMYECTBA  HEUTPOQHIIOB

MPUMEHEHHE COOTBETCTBYIOLIEIO JIeUeHHUsI, |epruepudecKoi kpoBu g0 Oomee 1500

BKIIOYAs  BBEJEHHE  IPaHYJIOLUTAPHOIO |KIETOK/MM®, 3aTeM CHUKEHHE J03bI B IOCIIEAYIOMIUX
2

KoloHuectTumynupytomero  ¢akropa (I'- |uuknax ¢ 25 mr/mM” muomaau mnoBepxHocTu g0 20

KC®). MI/M? ILIOIA U TIOBEPXHOCTH TeJa.
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He0saronpusiTHbie peakuuu

O ARP AR TP 002

debpurnbHas HEUTPOIICHUS U

HelTporeHnuecKas HHQEKIus.

OTcpouka ClEAyIOIIEr0 I[MKJIA JICYCHHS 10

yIyUYlICHUsT WM pa3peuieHuss COCTOSHHUS H 10

BOCCTAQHOBJICHHS ~ KOJIHMYECTBa HEUTPOYMIOB B

nepudepudeckoi kposu 10 6oee 1500 kreTox/MM,

3aTeM CHIDKEHHE JI03bI B OCIEIYIOMINX IUKIAX C 25
2 2

MTI/M” TIONIa U MTOBEPXHOCTH 10 20 Mr/M” IIIomanm

IMOBEPXHOCTHU TECJIA.

Huapest > 3 cTeNneHu THKECTH WM YIOPHO
IIPOJOJDKAIOINAACA JUapesi, HECMOTPS Ha

IIPOBEJICHUE COOTBETCTBYIOIIEH TEpANMUA H
BOCIIOJIHEHUE

IMOTEPhb KHUIOKOCTHU n

OJICKTPOJINTOB.

Otcpouka cleIyromlero IUKiIa JIeYeHUs [0
YMEHBIICHUS WIHN pa3pellieHus: AMapeu, 3aTeM

CHIKEHHE J103b1 B OCTEAYIOMHX IUKIAX ¢ 25 Mr/m?
IJIOIIAAN MOBEPXHOCTH Tena 10 20 MT/M? TUTOIIAIN

IMMOBEPXHOCTHU TEJIA.

[Tepudepuyeckas HevponaTus > 2 CTENEHU

TAXKECTU

OTcpouka JIeUYeHHUs JIO YMEHBIICHUS CHMIITOMOB,
3aTE€M CHWKEHHE J03bI B MOCIEIYIOMNX UKIAX ¢ 25

2 2
MI/M” IUIOMIAaM TOBEpXHOCTH Tena 1o 20 mr/m

mIonmajayv rmoBEPXHOCTH TEJIA.

Eciu y manmeHTa TpM BBEJCHHM TIperapata B go3e 20 Mr/M? IUIOMAam MOBEPXHOCTH Tena
MIPOJOKAIOT BOSHUKATH JIIOOBIE U3 YKA3aHHBIX BBILIE PEAKLINMA, TO PEKOMEHIYETCSl CHU3UTH 103y
npenapatra  KABA3UTAKCEJI 2JIb®A mo 15 MI/M?  TITOIATH MOBEPXHOCTU Tejla WU
paccMmotpetrh Bompoc o mnpekpanieHud JjedeHus npenapatoM KABA3SUTAKCEJI DJIbOA.
JlaHHble O NpUMEHEHHH MpenapaTta B jgo3e MeHee 20 MI/M? MUIOMAAM MOBEPXHOCTH Teja

OT'PaHHUYCHBI.

OcoOble T'PYHITBI TAIWEHTOB

Tayuenmsi nodscunozo ospacma

He tpebyetcs crenuanbHOW KOPPEKIMH PEXHMMa JT03WPOBAHMS MpPU MPUMEHEHUU Ipernapara
KABA3UTAKCEIJI DJIb®A y nanueHToB HOXKUIOT0 Bo3pacTa (cM. Takxke pasnensl 4.4 u 5.2).
Ilayuenmol ¢ neueHoyHoU HEOOCMAMOYHOCMbIO

[Tpenapatr KABA3UTAKCEJI DJIb®A, B 0cCHOBHOM, METabOIN3UPYETCSI IEYEHBIO.

VY NanueHToB ¢ NeYEeHOYHOIH HEAO0CTaTOYHOCTBIO JIETKOHM CTeNeHH TsbkecTH (o0l ounmupyOuH
ceiBopoTkr kpoBu >1 u <I,5 x BI'H (Bepxueii rpanuusl Hopmbl) umn ACT
(acmapratamuHOTpaHCchepasa) chIBOPOTKH KpoBH > 1,5 x BI'H) mo3y kabazutakcena cremyer
cH3uTh g0 20 Mr/mM? IUIOmAaaM TMOBEPXHOCTH Tejla, NPHU 3TOM Tpebyercs CcoOmoaaTh

OCTOPOKHOCTDH, TINATCIBHO KOHTPOJMPOBATH COCTOSAHUC IMAIIUCHTOB U IPOBOAUTH MOHUTOPUHT
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HeesarenbHbIX peakiuit (HP).

VY nanueHToB ¢ IeYeHOYHOH HEJOCTATOYHOCTBIO CPEHEN CTENEeHU TsDKECTH (00mmii OunupyOuH
>1,5 u < 3 x BI'H) MakcumanbHas mepeHocuMas 03a KabasuTakcena cocTapiseT 15 mr/m?
IUIOLIaM TOBEPXHOCTH Tena. Eciau npeaycMOTpeHO JIeYeHHE MAlMEeHTOB C II€YEHOYHOH
HEJOCTAaTOYHOCTBIO CPEJHEN CTENEeHM TSKECTH J103a Kaba3uTakcesna HE JIOJKHA MpeBbIaTh 15
Mr/M? IJIONTA M TTOBEPXHOCTH Tea. OHAKO MMEIOTCS OrpaHUYeHHBIE JaHHbIE 06 (G (PEeKTUBHOCTH
9TOU JI03BL.

[Ipemapar KABA3UTAKCEJI DOJIb®A mnporuBomoka3zaH MalMEHTaM C IEYEHOYHOMH
HEJ0CTAaTOYHOCTBIO TSDKEJIOW cTeneHu (oOmuil OunmpyOouH celBOpoTKU KpoBu >3 x BI'H) (cm.
paznenst 4.3,4.4u 5.2).

llayuenmul ¢ noueunoii HeOoCMamoyHOCMbIO

Kaba3uTakcen BRIBOOUTCS MOYKaMU B MUHUMAJIbHOW CTENIEHHU.

He tpelyercs koppekuuu pexxuma J03UPOBaHUS Y MallMEHTOB C MOYEYHOW HEJOCTATOYHOCTHIO
0e3 mpoBeneHus remomuanu3a. OJHAKO y TAIMEHTOB C TEPMHHAIBHOW CTaJueld TOYECIHOU
HEJIOCTAaTOYHOCTH (KIMPeHC KpeaTHHWHA < 15 mu/Mmu/1,73 M?), B CBSI3M C MX COCTOSHHEM H
OTrpaHMYEHHBIMU JTAHHBIMU, JICYEHUE CIIeTyeT MPOBOJUTH C OCTOPOKHOCTBHIO U MPH TIIATEILHOM
MEJHUIIMHCKOM KOHTPOJIE BO BPEMS JICUCHHS.

Og[HOB[!CMeHHOG IMPUMCHCHUC Kaba3uTaKcea ¢ HHAYKTOPAMU U I/IHFI/I6I/ITO|23MI/I I/ISO[lze[!MCHTOB

noxceMerictrea CYP3A

Crnenyet nz0eratb OTHOBPEMEHHOI'O IPUMEHEHUS JIEKAPCTBEHHBIX CPENICTB, KOTOPbIE SIBJISIOTCS
CHWJIBHBIMHM UHIYKTOpaMu n30depmeHToB mnojacemeiictea CYP3A uinm cuiabHBIMU HHTHOUTOpAMU
n3odepmentoB nojacemeiictea CYP3A. OnHako, eciu MalueHTy He0O0XO0JUMO OJTHOBPEMEHHOE
NPpUMEHEHHE Kaba3WTakcenaa W CHIbHBIX MHTHOMTOPOB m3odepmeHToB mojacemerictBa CYP3A,
ClIeIyeT pacCMOTPETh BOIIPOC O CHIKEHUU J103bI kKaba3uTakcena Ha 25 % (cM. paznenst 4.4 u 5.2).
eTH

Jlemu u noopocmxu 0o 18 rem

bezonacunocts u 3pdextuBHoCTh Mpenapata KABASUTAKCEJI DJIbDA y aereii u moIpoCTKOB
1o 18 et B HacTosiiee BpeMs He YCTaHOBJEHBI (cM. paszen 5.1).

Cnocob IPUMCHCHUA

BuytpuBenHas undysus.

Mepvl  npedocmopoosicHocmu, npuHuMmaemvie neped HPUMEHEHUeM npenapama uiu npu
obpawjenuu ¢ HUM

WNudopmanus no pabore ¢ HUTOTOKCHYECKMMHU IIpenapaTaMy MpHUBeJeHa B pasene 6.6.
WHCTpyKIMK MO MPUTOTOBJICHUIO JIEKAPCTBEHHOI'O Mpernapara nepes NpUMEHEHHEM CM. pa3fiel

6.6
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Buemnwuii Bua BOCCTaHOBIEHHOTO pacTBopa (I1p eMI/IKca)L; QE'@%%&%M%;{ IK_I'/IHEQC-:I]I: OT

KENTOro 0 KOPHYHEBATO-)KEITOTO LIBETA.

4.3 TIpoTuBONOKA3aHUSA

- I'umepuyBcTBUTENBHOCTh K KabOa3uTakceny WM JAPYTHMM TakKcaHaM WM K JI00oMy U3
BCIIOMOTaTEJIbHBIX BEIIECTB, IEPEUNCICHHBIX B pazene 6.1.

- KomuuecTBo HeitTpohuio B nepudepudeckoii kposu menee 1500/mm>,

- [leyeHo4yHast HEIOCTATOUHOCTH TSKEIOM cTeneHu (00muii OMIMpyOuH CHIBOPOTKU KPOBU > 3 X
BI'H).

- OgHOBpEMEHHOE TPHUMEHEHUE C BAKIIMHOW NMPOTHB XKEJITOW JIMXOPAIKH, a TAKXKE C APYTUMH
YKUBBIMU OCJIA0JICHHBIMH BaKIIMHAMU (CM. paznen 4.5).

4.4 Oco0ble yka3aHUsi 4 MepPbl MPEI0CTOPOKHOCTH MPH MPUMEHEHHH

VraereHue KOCTHOMO3TOBOI'0 KPOBETBOPECHHUS

[Ipn npuMeHeHnun kaba3uTakcesna yrHETEHHE KOCTHOMO3TOBOI'O KPOBETBOPEHUS MPOSIBISETCS B
BUJIE HEUTPOIIEHNH, aHEMUHU, TPOMOOIIUTONIEHNH, WJIM BO3MOKHO Pa3BUTHE MAHIIUTONEHUU (CM.
HIUKE JIOTIOJTHUTENbHYI0 HHPOpMAIIHIO B Ioapasaenax «HelTponeHusn» u « AHEMUs»).
Heitrponenus

B cootBeTcTBHU ¢ pekoMeHAAUAMA AMEPUKAHCKOTO 00IIeCTBA KIMHUYECKON OHKOJIOTHH W/UJIH
COBPEMEHHBIMH YTBEPKACHHBIMU PYKOBOJICTBAMM JUIsl YMEHBIIEHUSI pPUCKa BO3HUKHOBEHHS WU
JICYEHUS HEUTPONEHUUYECKUX OCIOKHEHUH ((eOpuiabHas HEHUTpOneHus, MPOJOKUTEIbHAS
HEHUTpONEHUs WM HeUTporneHnyeckast UH(EKLINs ) MallUeHThI, MOIyYarolie JISYeHHE MPernapaTom
KABA3SUTAKCEJI DJIb®A, moryT ¢ npoduiakTuueckoi 1emnbio nmonydats [-KCO.

Crnemyer paccMOTpPETh BOMPOC O NMEPBUYHOMN NpoduiakTuke HelTporennu ¢ momoinpio ['-KCD y
MAalUMEHTOB C BBICOKUMHU (PakTOpamMu pHCKa BO3HUKHOBEHHS HEHTPONEHHH, KOTOpHIE
YBEJIMUYMBAIOT BEPOATHOCTD PA3BUTHS OCJIOKHEHUN OT MPOIOJKUTEIBHON HEHTpOoIeH! U (BO3pacT
cTapuie 65 J5eT, HHM3KUE T[IOKa3aTeau OOIIero COCTOSHUSA, MPEAIIECTBYIONINE 3IH30/IbI
(beOpuIbHONM HEUTPONeHUH, MHTEHCUBHAs MPEIIIECTBYIOUIAs NyuyeBas Tepamusi, MOHMKEHHOE
MUTAaHUE UITU APYTUE CEPhE3HbIE COMYTCTRYIOMINE 3a00JIEBaHNUS).

beio mokazano, yto npumeHeHue ['-KC® ymeHbmiaeT 4acToTy BO3HUKHOBEHHUS U TSAXKECTh
HEUTPOIICHUU.

Heiirponienus sBnsercs HauOosee uyacTo BcTpeuatomiedics HP mpu mpumeHeHum mnpemnapara
KABA3UTAKCEJI DJIb®A (cm. pa3zaen 4.8). TpebyeTcst exxeHe1eIbHbIM KOHTPOJIb KOJIMYEeCTBA
(OpPMEHHBIX 2JIEMEHTOB KPOBH (TIOJIHBIA OO aHANIKU3 KPOBU) BO BpeMs MEPBOI0 IUKIA (LUK
1) neueHust U 3aTeM Mepes KaXabIM CJIEIYIOUMM LHKIOM JIEYEHHs Ui TOTO, 4TOOBI IpH
HE00XOIMMOCTH YMEHBIIUTH 103y Ipenapara B claeIyouieM Hukie (cM. paszaen 4.2).

ITpu pa3Butun GeOpUILHON HEUTPONEHUN MIIH MPOAOJDKUTEILHON HEHTPOIIEHNH, HECMOTPS Ha



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 09.08.2024 N= 16486

MMpOBOAMMOC COOTBCTCTBYIOIICC JICUCHUC, JICUHGHHNC Ka6g;II/F_II‘;Kl%MJ)EQ‘I:@EE BBMCHO

TOJIBKO TIOCJIE TIOBBIIIEHHs KOIMYECTBA HEHTPO(IoB B nepudeprueckoil kposu 10 > 1500/mm3
(cm. pazzen 4.3).

Peakinu TUIICPUYYBCTBUTCIIHbHOCTH

Bcee nanuentsl nepen Beenenuem npenapara KABA3UTAKCEJL DJIb®A nomxHBI 10JIy4aTh
npemMeauKanuio (cm. paszuen 4.2).

[lanieHTBI  JOJDKHBI — TIIATENBHO  HAOMIONATBCS  HAa  TPEAMET  Pa3BHTUSA  PEaKUui
THIEPYyBCTBUTEIBHOCTH, OCOOEHHO BO BpEeMs IEPBOM M BTOPOl BHYTPUBEHHOH HH(Y3UU
Kaba3urakcena. Peaknuu THIIEPUyBCTBUTEIBHOCTH MOTYT pPa3BUThCI B TEUYCHHE TIEPBBIX
HECKOJIbKUX MHHYT TIOCI€ Hadalla BHYTPUBEHHOH WHQY3uHM Kaba3uTakcena, MOITOMY
HE00X0JMMO UMETh BCE HEOOX0AUMOE 000PYJOBAaHHE U JIEKAPCTBEHHBIE NTpenapaThl 115l OKa3aHUs
HEOTJIOXKHOHM moMoIu npu cHkeHnn AJ] nnum pasButum OpoHXocmasma. MoryT pa3BHBaThCS
TSDKEITbIC PEaKIINH, TaKWe KaK TeHepaIn30BaHHAas ChINTb/3pUTeMa, CHIKeHue A/l u OpoHXOCTa3M.
[lpr pa3BUTHM TSDKENBIX PEAKIU THIEPUYBCTBUTEIBHOCTH TpeOyeTcs HeMeUIEHHOE
MpeKpalieHiue BHyTPpUBEHHON HH(]Y3uu Kaba3nuTakcena M MPOBEICHUE HEOOXOIMMOTO JICYCHHSI.
[TanmeHTaM, MMEBIIMM B aHAMHE3€ TSDKEIYIO DEaKIUI0 THUIIEPUYYBCTBUTEILHOCTH, HENb3s
npoBoauTh nmoBTopHOE BBeAeHUE npenapata KABASUTAKCEJ DJIb®A (cm. paznen 4.3).

Puick pa3BUTHA TOIIHOTHI, PBOTHI, AUAPEN U 00C3BOKUBAHUS

Ecnu y maumenToB nocie BeeaeHus npenapara KABA3UTAKCEJI DJIb®A pa3zBuBaetcs nuapes,
UM CJIeyeT IPOBOAUTH JieUeHHE OOBIYHO MPUMEHSIEMbIMU MPOTHBOIMAPEHHBIMY MpenapaTaMu.
Cnenyer mnNpUHHMATh COOTBETCTBYIOIIME MEpPbl MO BOCCTAHOBJIEHUIO MOTEPh KHUAKOCTH,
ONpEACNCHUI0 U KOPPEKIUH HIIEKTPOJUTHOTO COCTaBa CHIBOPOTKH KPOBH, OCOOEHHO
KOHIIEHTpAllMl MOHOB Kanus. [uapes uaiie MOXKeT pa3BUBAThCA y MAllMEHTOB, KOTOPHIM paHee
ObUTa IMpoBeleHa JIydyeBas Tepanusi adJOMHHalIbHO-Ta30BOM oOmactu. OOe3BOKMBaHUE Yalle
pa3BHBaeTCs y maleHToB 65 set u ctapuie. [Ipu pa3Butun quapeu > 3 CTENEHU TSHKECTH MOKET
MoTpebOBaThCA OTCPOUKA CIEAYIOUIETO IIUKIa ICUSHUS U YMEHBIIIEHHE 10361 (CM. pazen 4.2).
[Ipy BOBHMKHOBEHUU y MAIlMEHTa TOIIHOTHI U PBOTHI, BO3SMOXXHO MPUMEHEHHE MPOTUBOPBOTHBIX
CpPEICTB.

Puck pa3BUTHS cephe3HBIX PECAKIIMI CO CTOPOHBI JKEIYA0YHO-KHIIIEYHOI'0 TPaKTa

Coobmanoch 0 pa3BUTHUHU JKENTYA0YHO-KUIIEUHBIX KPOBOTEUYEHUH M mepdopaiuu, KUIIeYHOH
HENPOXOAUMOCTH, KOJIMUTA, B TOM YHUCIIE U C JIETAIBHBIM HCXOJOM Yy IALUEHTOB, MOIYYaroluX
neueHue kabazurakcesnoM (cm. paszen 4.8). Crneayer cobm0aaTh OCTOPOKHOCTh Y MAIUEHTOB C
BBICOKMM PHCKOM DPa3BUTHS KEIYJIOYHO-KUIIECYHBIX OCIOKHEHHH, a UMEHHO Yy IallMEHTOB C
HEUTPOINICHUEH, IOXKUIIOTO BO3pacTa, OJHOBpeMeHHO npuHumaromux HIIBII, nmomywarommx

AHTHArpCraHTHYIO TCpAlUIO NI AHTUKOATYJIAHTBI, a TaKXKC Yy MAIIUCHTOB C PAHEC HpOBCI[CHHOﬁ
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TaKUMH KaK SA3BCHHBIC MOPAXCHUA KCIYJOYHO-KUIICYHOI'O TpaKTa U KCJIYAOYHO-KUIICUHOC
KPOBOTEYCHHUE B AHAMHE3E.

PanHMME TIPOSBICHUAMHU CEPHE3HOM JKENYJA0YHO-KUIIEYHOW TOKCHYHOCTH MOTYT OBITH TaKue
CHMIITOMBI, KaK a0JoMHHaJbHBIE OOMM M OOJIE3HEHHOCTh B 00JACTH KMBOTA, JIMXOPAJIKA,
VIOpHBIN 3amop, auapess ¢ HelrporeHueld wnm 0Oe3 Heirpornenun. Cremyer peryispHo
MOHHUTOPHUPOBATH COCTOSIHHEC MAllMCHTA Ha HAJIW4YHUC I3THUX CHMIITOMOB, W B CJlIy4dac HX
06Hap}I)K€HI/I$[ HCMCIJICHHO IIPOBOJUTH HUX JICUCHHC. Moxert HOTp€6OBaTI>C$I OTCpOYKa HJIN
IIPEKpaIlEHUE JICUEeHUs Ka0a3UTaKCEIOM.

Ilepudepuueckasg HelponaTus

VY nmauueHToB, NOJIy4yaBIIMX JIEYeHHE Kaba3uTaKceaoM, HaOMIoJalNuCh ciiydyau nepudepuyecKoi
HelporaTuy, BKITI0Yast nepruepruveckyo CEHCOPHYIO HelpornaTHio (apecTesnsl, AU3ecTe3us) u
nepudepudeckyro  MOTOpHYIO  Heipomarmro.  [lammeHTtaM,  TOJTyYarOmUM  JIEYCHHUE
Ka0a3uTaKcenoM, CIeayeT PEeKOMEHAOBaTh Mepea NPOJODKEHHEM JieueHHs WHPOPMHUPOBATH
CBOCTO JICHAlICro Bpaya 0 pa3sBMBHIUXCA Y HUX CUMIITOMAxX HeﬁpOHaTHH, TaKHUX KakK 60.]'[5, 9yBCTBO
KIKCHHA, MOKAJIbIBAHUEC, OHCMCHUC WJIM MOBBIIICHHAA YTOMIACMOCTD. Bpaq JOJKEH OLICHHUBATH
HAJIMYHME WIN YCUJICHHWE CUMIITOMOB HEHPOMATHUHU Tiepel] KaXKIbIM IUKIOM JieueHus. BBeneHne
Kaba3uTakcena JOJDKHO OBITh OTJIOKEHO 10 YMEHBIIEHUs cUMITOMOB. [Ipu mepcuctupyromei
nepudepuIecKoil HelponaTuu > 2 CTENEH! TSHKECTH J103a Kaba3uTakcesa I0JDKHA ObITh CHIDKEHA
¢ 25 mr/m? 1o 20 Mr/M? Tmomam moBepXHOCTH Tena (cM. paszaen 4.2).

Puck pasButus No4eYHOU HETOCTATOYHOCTH

Coo0mianoch 0 HapymeHUAX (YHKIMM T1OYeK B COYETAHUU C CEICHUCOM, TSKEIbIM
00e3BOKMBAHUEM BCIIEACTBHE JAUApPEH, PBOTHI U OOCTPYKTUBHOW ypomatueil. Habnromamoch
pa3BUTHE TMOYEYHON HEJOCTATOYHOCTH, BKJIIOYAs CIy4dau C JIeTalbHBIM HcxonoM. Cnemyer
MPUHUMATh COOTBETCTBYIOUIME MEphl [UIS BBISBICHUS TMPUYUHBI PA3BUTHS TOYEHHOMN
HEJOCTATOYHOCTHU M MMPOBOJUTH MHTEHCUBHYIO TEPAIHIO MAIMEHTOB C Pa3BUBAIOICICS MOUYEYHON
HEJ0CTaTOYHOCThI0. ClielyeT MOHUTOPUPOBATh (PYHKIIMIO MTOYEK.

[Ipn neyenun kaba3uTAaKCENIOM CIeAyeT MIPOBOAMTH AaJEKBATHYIO THAPATALMIO TMAlMEHTA.
[TanuenTy cnemyeT peKOMEHIOBAaTh HEMEUIEHHO COOOLIaTh O JIIOOBIX M3MEHEHHUSX B 00beMe
BBIJIEISIEMOM 3a CyTKM Moud. ClielyeT ONpeaesaTh COAEp)KaHNe KPEaTHHIUHA B CBIBOPOTKE KPOBU
nepes JeueHueM, Ipu KaJI0M UCCIIEOBaHUM OOIIEro aHajan3a KPOBH M B CIydae COOOIICHUS
nanueHTa 00 U3MEHEHUH BBIJIENICHNs MOYU. B ciiydae pa3BUTHS MOYEYHOM HEOCTATOYHOCTH > 3
CTETIeHH TSKECTH JIeUeHHEe Kaba3uTaKkceIoM JOHKHO OBITh MPEKpaIleHo.

[Ipenapar cnegyeT HNpUMEHSATH C OCTOPOXKHOCTHIO Yy MAIMEHTOB C TEPMHUHAIBHOW CcTagueit

MOYEYHOM HEAOCTaTOYHOCTH (KJ'II/IpCHC KpeaTHuHMHA < 15 MJ'I/MI/IH) (B CBA3U C UX COCTOSAHHUEM U
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OrPAaHUYCHHBIMHU JAHHBIMH, JICUCHUE CIIELYET OBOﬂﬂfggl&;lglﬂ%%ﬁg&gg%@IE‘B.{Q%&%'HOM

MEJIMIIMHCKOM KOHTPOJIE BO BpeMsl JieueHus1) (cM. pasnens 5.2, 4.2).

Puck passutus nucrtura Beaeacteue deHOMEHA BO3BPATA JIVUEBOU PEAKIIUU

VY manuMeHTOB, MOJYYaBIIUX paHee JYy4YeBYIO TEpamuio B 00JacTH Ta3a, M CXEMY JICYCHHS,
COJIEpIKAIIYI0 JOLETAKCEN, COOOIANOCh O Pa3BUTUM LIUCTUTA BCIEJICTBUE (peHOMEHa BO3BpaTa
JNy4eBOM peakuuu B paHee oOmydyeHHOW oOmactu. I[loaToMy mpu pa3BUTUM JTaHHOU
HeXeJIaTeIbHOU PCaKiun JOJDKHBI OBITH IMPUHATBI COOTBCTCTBYIOIIHUEC MCPHI. Moxet BO3HUKHYTb
HGO6XOI[I/IMOCTI) MNpEepbIBaHUA WU OTMCHBI TCPAIIUA Ka0a3UTaKCeIOM.

Puck pa3BuTusa HapyIIIEHUHN PUTMA CEP/IIA

CoolOmanioch 0 pa3BUTHH HApyIIEHWH pHUTMa cep/ia, Haubojiee 4YacTo TaxXWKapAuWu W
MepIlaTeabHOl apuT™Mun (CM. pazzaen 4.8).

Puck pa3BuTHsa HapVIIIEHUH CO CTOPOHBI AbIXaTEIbHOU CUCTEMBI

Coobmanoch 0  ciaydyasx  pa3BUTHA  WHTEPCTHIIMAIHHOM  IMHEBMOHHMH/TTHEBMOHUTA,
WHTEPCTUIINATBHON 0OJIE3HHU JIETKUX, OCTPOTO PECITUPATOPHOTO TUCTPECC-CHHIPOMA, B TOM YHUCIIC
C JICTAJIbHBIM UCX0JIOM (CcM. paznen 4.8).

HpI/I pa3BI/ITI/II/I HOBBIX CHUMIITOMOB CO CTOpOHI)I )IBIX&TGJ'IBHOI\/’I CUCTEMBI WJIN YXYJIHIGHI/II/I
AMEIOIHUXCS CHMIITOMOB HEOOXOJMMO TINATENBHO HAOII0JaTh 3a COCTOSIHHEM IIAI[MEHTOB,
orepaTHBHO O0OCJIEIOBaTh WX W IPOBOJUTH COOTBETCTBYIOIIEE JICYCHHE. PekoMeHyercs
MpepBaTh Tepamnuio Kada3WTaKCceJIOM JI0 TOJTBEPXKICHHS JHarHo3a. PaHHee NpUMCEHCHHE
MOJIJICP)KUBAIOINIEH TEepariu CIIOCOOCTBYET YJYUYIICHHIO COCTOSIHUS TarueHta. [lois3a or
BO300HOBJICHUS TEPATMU Ka0a3UTAKCEIOM JOJKHA OBITh TIATEIHHO OICHEHA.

IlanmueHTHl MOKMIIOr0 BO3pacTa

[MareHThI TOXUIOTO Bo3pacta (> 65 neT) MOryT ObITh OoJiee MPEAPACTIONOKEHBI K HEKOTOPBHIM
HP, Brirouast HeiitponeHuto uin HeOprIIbHY 0 HEHTpoTieHu o (cM. pasaen 4.8).

IlanueHThl ¢ NeYeHOYHOM HEJOCTAaTOUYHOCTRLIO

Kaba3uTakcen WHTEHCMBHO MeTabomusupyercss B meueHu (cMm. pazgen 5.2). Ilpemapar
Kaba3uTakcen mpoTMBOMOKa3aH y MAIMEHTOB C IMEUYEHOYHOM HEIOCTATOYHOCTBIO TSXKEION
crenienu (o0muii Ounnpyoun > 3 x BI'H) (cm. paznenst 4.3 u 5.2). Y nanueHToB ¢ MeYEHOYHOM
HEJOCTAaTOYHOCTHIO JIETKOM CTETEeHHU TshKecTH (00Imuii OunupyOouH ceiBOpoTKH KpoBu >1 u <1,5 x
BT'H wnu ACT > 1,5 x BI'H) u cpeaneli crenenu tsokect (o6muii ounupyoun >1,5 mo < 3 x
BT'H) cnexyetr ymeHbIINTH 103y Kaba3zurtakcena (cM. pazaensl 4.2 u 5.2). [Ipu atom Tpebyercs
COOMIOIaTh OCTOPOXKHOCTh, THIATENFHO KOHTPOIUPOBATH COCTOSHUE MAIIMEHTOB U MPOBOIHTH
MOHUTOpPHUHT HP.

AHemus

vy ManMEeHTOB, MOJYyYaromux JICUCHUC Ka6aSI/ITaKCCJ'IOM, COO6I.I.I3.J'IOCB O PAa3BUTHU aHECMHUU (CM.
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TCparnun Ka6a3I/ITaKCCHOM, a TAKXKEC, €CJIM Y NalUCHTOB OTMCYANOTCA CUMIITOMBI UKW MMPU3HAKA
AHEeMHUU WM KpPOBOIOTEpPH. PEKOMEHIyeTcs C OCTOPOXKHOCTHIO MPUMEHATh KaOa3uTakcel y
MAlMEeHTOB C COJEpKaHWeM remorjoOnHa B mnepudepudeckoir kpoBu <10 r/mn. Crnemyer
IMpOBOANTE COOTBCTCTBYIOIIMC j1eueOHbBIE MCPOIIPpUATHUSA, HAIPAaBJICHHBIC Ha IOBBINICHUC
COJICpIKaHUs TEeMOTJIOONHA B TepU(EePHUECKON KPOBH.

JlexkapCcTBEHHOE B3aMMOJIENCTBUE

Cnenyer wu3beraTb OIHOBPEMEHHOTO IPUMEHEHHE CHUJIBHBIX WHTHOMTOPOB M HWHIYKTOPOB
nzopepmentoB nojacemeiictea CYP3A ¢ kaba3urakcenoM, Tak Kak OHH MOT'YT, COOTBETCTBEHHO,
YBEJIMYMBATH WJIM YMEHbIIATh KOHLIEHTPALMIO Kaba3uTaKkcena B Iia3Me KpoBu (cM. pasjensl 4.2

u 4.5).

BcnoMorarenpHble BellecTBa

B cocraB mpumiiaraemoro pactBoputens BxoauT 573,3 mMr cmnmpra stwioBoro 96 %, uto
He0oOXO0JMMO YYUTHIBATh NPU MPUMEHEHUH MpernapaTa y HallMeHTOB ¢ aJKOT0JIM3MOM, a TaKkKe y
MAIMEHTOB IPYIIIBI BHICOKOTO PHUCKA (MAallMEHTOB C 3a00JIEBaHUSAMHU MEUEHU U AHUIICTICUEH ).

4.5 B3aumopeiicTBHe € JPYIMMH JIEKAPCTBEHHBbIMHM IMpenapartamMu W JApyrue (opmsl
B3aUMOJAEHCTBHUSA

Muaruburopsl nzodhepmenrton noacemericrea CYP3A

Mertabonmu3m kaba3WTakcena W3MEHSETCS TpPH OJHOBPEMEHHOM NPUMEHEHHH BEIICCTB,
W3BECTHBIX KaK CHJIbHbIE HMHrHOMTOpHl M30depMentoB mnojacemeiictBa CYP3A (mampumep,
KETOKOHA30JI, HWTPAaKOHA30J, KIAPUTPOMUIIMH, aTa3aHaBHp, WHIWHABHD, He(a3olIoH,
HesUHABUD, PUTOHABUD, CAKBUHABHP, TEJIUTPOMHIIMH, BOPHKOHA30I).

Cnenyer wu30eraTh OJIHOBPEMEHHOTO IPUMEHEHUS CWJIBHBIX HWHTHOUTOPOB H30(hepMEHTOB
noacemeiictBa CYP3A. Ecnu Henb3st n30ekaTh OJHOBPEMEHHOI'O IPUMEHEHHS Kaba3uTakcesna u
CUJIBHOTO MHTHOUTOpa n30depmeHToB nojacemericrea CYP3A HE0OX0aMMO pacCMOTPETh BOIIPOC
O TIIATEJILHOM HaOJFOJICHUH 32 MTAIIMEHTOM U CHIKCHHUU JI03bI Kabazurakcelna (cM. pa3zensl 4.2 u
4.4).

Crnenyer cobmtogaTh OCTOPOKHOCTh IPU OJHOBPEMEHHOM MPHUMEHEHHH Kaba3uTakcena u
yMepeHHbIX HHTUOuTOpOoB n3odepmento noacemeiictsa CYP3A.

Nunykrops! nzobhepmenTon noacemericrea CYP3A

Mertabonu3m kaba3uTakcena H3MEHSAETCS NpU OJHOBPEMEHHOM IIPUMEHEHHUHU BEIIECTB,
U3BECTHBIX KaK CHJIbHBIE HMHIYKTOpbl H30(depmenToB mnoxacemeiictBa CYP3A (mampumep,
¢denuTonH, kapbamaszenuH, pudpamMnuLuH, pudpadyTuH, pudaneHTit, GeHodapOuTam).

Cnenyer wu3beraTb OJHOBPEMEHHOI'O TPHUMEHEHMsS CHUJIBHBIX WHAYKTOPOB H30()epMEHTOB

noacemeiictea CYP3A, Tak Kak OHH MOTYT YMEHBIIUTh CUCTEMHYIO SKCIIO3UIMIO Kaba3uTakcena
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(cm. pazpnensl 4.2 u 4.4).

3Bep000H IIPOALIPIBICHHBII

[ManueHThl, TONyYaroNUe JICYCHUE KaDa3MTAKCEJIOM, JOJDKHBI BO3ICPIKUBATHCS OT HpUEMa
npenaparoB TPaBbl 3BEpPO0O0s MPOJABIPSIBICHHOrO (TaKk KaK OH TAaKXKe SBISICTCS WHIYKTOPOM
nzodepmenta CYP3A4).

Cy06CTpaThl TPAaHCIOPTHOTO MOJUNENTHAA opranndecknx annoHoB (QATP1B1).

In vitro xaGasurakceln Takke MpoAEMOHCTPUPOBAI criocoOHOCTh nHrnOupoBats OATP1BI1. Puck
B3anmozeicTBus ¢ cyocrparamu OATP1BI1 (manpumep, naruburopamu I'MI'-KoA-penykrasbl
[cTaTuHamMu|, BajcapTaHOM, pENarjJuHUAOM) SBISETCS BO3MOXHBIM BO BpeMsl IPOBEICHUS
BHyTpUBeHHOH MH(Yy3uu (1 yac) u 1o 20 MUHYT MOCIEe €€ OKOHYaHMSI, U B 3TO BPEMsI BO3MOKHO
yBeJIMUEHUE CcUCTeMHOW skcro3uumu cyoctpatroB OATPIBI. Pexomennyercs coOitojeHue
CJIEYIOIIMX BPEMEHHBIX UHTEPBAJIOB MPH OAHOBPEMEHHOM NpuMeHeHnu cyoctparoB OATP1B:
MIPUHUMATh KX 3a 12 yacoB /10 BBeleHUsl Kaba3uTakcena U yepe3, Kak MUHUMYM, 3 Yaca mocie
BBe/IeHUs Kaba3uTakcena.

[Ipeanun3onox

[Ipeaau3onon/mpenuu3oH, mpuHUMaeMbiii mo 10 Mr eXeaHeBHO, HE OKAa3bIBaCT BIMSIHUS Ha
(hapMaKOKHMHETHKY Ka0a3UTaKcena.

Bapdapun

Kaba3urakcen ne MHruOupyer in VItro riaBHblii myTh OWoTpaHchopmanuu BapdapuHa B 7-
ruapoKkcuBapdapuH, KOTOPBIH ocymecTBisieTcs ¢ moMotisio nzodepmenta CYP2CO. [Toatomy He
OKHMJIaeTCs KaKOTO-T100 (hapMaKOKMHETHYECKOTO B3aUMOCHCTBUSA Kaba3uTakcesna u BaphapruHa
in vivo.

Baknunanus

[IpyMeHeHue )KUBBIX BaKIMH WM OCIA0JICHHBIX KUBBIX BaKIUH y MallMEHTOB CO CHIKEHHBIM B
pe3yIbTare JeYeHUs XUMUOTEepareBTHYECKIMU MIperapaTaMiu UMMYHUTETOM MOKET MPUBOJIUTH K
Pa3BUTHIO cepbe3HbIX WU (paTanbHbIX HMHOpexuuid. Cienyer u3derarb BaKIMHALUU KUBBIMU
ocnabIeHHBIMU BaKI[MHAMH Y TAIIUEHTOB, MOJIYYAIOUIUX JIEYeHHE Kaba3uTakcenoM. Y OUThIe WU
WHAKTHBUPOBAHHbBIE BAKIIMHBI TPUMEHSITh MOXHO, OJTHAKO PEaKI[Us OpraHM3Ma Ha TaKHe BaKLIUHBI
MOXKET OBITH MEHEE BBIPAYKEHHOM.

4.6 PepTHWIBLHOCTDH, 0ePEMEHHOCTb M JTAKTALMSA

KoHTpauenmnus y My>K4Y1H M SKSHIITHH

B cBs3u ¢ NOTEHIIMAIBHBIM BO3ACHCTBUEM 4gepe3 CEMCHHYIO JKXKUJAKOCTb MYXKXYHMHAM, Y KOTOPBIX
€CThb MAapTHEpIIN C ACTOPOAHBIM IMOTCHLIUAIOM, CICAYCT MHCIIOJIB30BATh HAACKHBIC MCTOIbI
KOHTpalCINKU Ha TPOTAKCHUN BCCI'O KypcCa JICUCHHUA U B TCUCHUC 4 MCCALCB ITOCIIC IPUMCHCHUA

nocneanen no3sl npenapara KABASUTAKCEJI DJIbDA.
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TalaTl e 5[ i i oy
B CBS3M ¢ MOTEHIMAIBHBIM IIOCTYILICHHEM Ka03 suTakcela 'c&%ﬂmﬁa W’rﬂ; ;!/-I%th"m'l,

MOJTyYaroIue JiedeHne Kaba3uTakceIoM, BO BpeMs JICUSHHsI TOJDKHBI TPEJOTBPAIaTh KOHTAKT
ISKYJIATA C TKAHSAMH JPYTOro YeloBeKa, BKI0Uas OEpeMEHHBIX U KOPMSIINX TPYIbIO KEHIIUH.
bepeMeHHOCTD

JlaHHble O IPUMEHEHUH Kaba3uTakcena y OEpeMEeHHbIX KEHIUH OTCYTCTBYIOT. bbulo nokasaso,
9T0 Kaba3uTakcen 00agaeT reHOTOKCHYHOCTBIO 110 aHEYTeHHOMY MeXaHu3My. B noKkimMHnYecKux
WCCIICIOBAaHMSIX Ha KpbICaXx M KpPOJMKaxX OBLIO MOKa3aHO, YTO Kaba3WUTaKced IPOSBIIET
AMOPHOTOKCUYHOCTD, (PETOTOKCHYHOCTh U OKa3bIBaeT aOOPTUBHOE JIEHCTBHE MPH BO3JCHCTBUU
3HAYUTENIBHO MEHbIIEM, YeM OKHUJAJIOCh NMPU PEKOMEHIYEMOM YpPOBHE 03Bl JJIS 4YeJOBEKa.
Kaba3zuTtakcen mpoHHUKaET yepes3 MIaleHTapHbIi 0apbep.

[Ipenapatr KABASUTAKCEJI DJIb®A He crneayeT NpUMEHsATh IpU OEpEMEHHOCTH.

Jlakranus

Nmeromuecss naHHble M0 (apMaKOKMHETUKE Yy JKUBOTHBIX YKa3bIBalOT Ha OAKCKPELHIO
kaba3uTakcena U ero MeTaboJIUTOB C MOJIOKOM.

[Ipenapatr KABA3UTAKCEJI OJIb®A He cnexyeT NpUMEHATH BO BpEMS TPYIHOTO
BCKapMJIMBaHUSI.

DepTUILHOCTE

JlaHHBIC O BIIMSAHUN Kaba3WTakcesa Ha (epTUIHLHOCTh YeIOBeKa HEM3BECTHEI. MccenoBanus Ha
YKUBOTHBIX ITOKA3aJIH, YTO Kaba3uTaKCes BIHMICT Ha PEIPOYKTHBHYIO CHCTEMY Y CaMIIOB KPBIC U
co0ax.

My>K4rHaM, TMOJyYaONUM JICYCHHE Ka0a3uTaKCeIOM, PEKOMEHIYETCS MPOKOHCYJIbTHPOBATHCS

I10 BOIIpOCaM KOHCEpBallvKU CIICPMbI 10 Ha4Yajla JICYCHUS.

4.7 Biaunsinue Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHU CpPeACTBAMH M PadoTaTrh C
MeXaHU3MaMH

Hcxons u3 mpoduns Ge3omacHOCTH Kaba3uTakcesna, IpernapaT MOXKET OKa3blBaThb YMEPEHHOE
BIIUSIHUE HA CIIOCOOHOCTH YMPAaBISATh TPAHCIOPTHBIMU CPEACTBAMH WIIM MOJIb30BATHCS IPYTUMU
MEXaHU3MaMH, TaK KaK MO>KET BBI3bIBATh MOBBIIICHHYIO YTOMIISIEMOCTh U TOIOBOKpYx)eHue. [Ipu
MOSIBJICHUH TOJOOHBIX HEXENaTeJIbHBIX pEeakUui BO BpeMsl JICUCHHUS TMAalUeHTaM ClIeTyeT
PEKOMEHI0BATh BO3/IEPKATHCS OT YIPaBJICHUS TPAHCIIOPTHBIMH CPEACTBAMU U 3aHITUM IPYTUMU
MOTEHIIMATBFHO OMACHBIMH BHUJAMU JIEATEIHHOCTH, TPEOYIOIMMH MOBBIIIEHHONW KOHIICHTPAIMH

BHUMAaHHUA U 6BICTpOTBI MNCUXOMOTOPHBIX peaKHHﬁ.
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4.8 HexesaTeJibHbIC peaKIMU

Pesrome nipoduiist 0e30nacHOCTH

be3onacHocTh kaba3uTakcena B KOMOWHAIIMH C TPEAHU30JIOHOM/IIPEJHU30HOM OIICHUBAJIACh Y
371 nammeHTa C METACTaTHYECKHUM KacTPAlMOHHO-PE3UCTEHTHBIM PAKOM IPEICTaTeIbHOM
xene3bl. Menuana mojy4eHHbIX MalueHTaMu IIUKIOB Kaba3uTakcela CoCTaBIisiia 6 IUKIIOB.
Ouensp yacto Berpeyaromumucs (> 10 %) HP 1-4 crenenu TsoKecTH ObLTH aHEMUS, JICHKOTICHHS,
HEHTPONIEHUS, TPOMOOIIUTOTICHHSI, IUAPEs, MOBBIIICHHAS] YTOMIIIEMOCTb, TOIITHOTA, PBOTA, 3a110p,
acTeHusi, abJoMUHaNBHBIE O00NHM, remarypusi, OOIM B CIMHE, apTPajlrus, aHOPEKCHS,
nepudepudeckas HeWpornatus (BKIOYas TNEpUPEPUUECKYI0 CEHCOPHYIO M MOTOPHYIO
HEHpOomaTum), TMX0pajKa, O/bIIIKa, TUCTEeB3HsI, Kallleb, OIS

Yacto Berpevaronumucs (> 5 %) HP > 3 cremeHn TsKeCTH TpU  NMPUMEHEHHH
kaba3uTakcenaObulM HEUTPOIEHUs, JIEHKONeHUs, aHeMus, (eOpuibHasi HEHUTpoNeHus, auapes,
MOBBIIIEHHAS YTOMIIIEMOCTh U aCTCHHUSL.

[Ipexpaimenue neueHus BciaenctBue pasutus HP umeno mecto y 68 (18,3%) marueHros,
MOJTy4aBIUX JieueHne kabasutakceraoMm. Hanbonee yacto BecTpeuatommmucs HP, mpuBoasmyuMu
K MIPEKPAIIECHUIO JICYSHUST KaOa3uTaKCceIoM, ObLTH HEHTPOIIEHUS M TTOYeUHas! HEJJOCTATOYHOCTb.
HaubGonee wacteiMu HP, mpuBogsfmumu K CMEPTH Y NAIMEHTOB, MOJy4YaBIIMX JEUYEHUE
kabazutakcenom, OblTH MHpekuu. bonsmuHcTBO HP B BUae pa3Butus daTanbHbIX WHPEKINUN
BO3HMKAJIO TIOCJI€ OJTHOKPATHOT'O BBEJIEHUS Kaba3uTakcena.

Pesrome HexenaTeabHbIX PeaKIni

Huxe mnpencraBnenst HP, pasnenenHble 1m0 CHCTEMHO-OpPraHHBIM —KJIaccaM — COTJIACHO
kiaaccupukauyn MeIUIUHCKOTO CIIOBaps Ik HOPMaTHBHO-IpaBoBoi nestensHoctd (MedDRA).
Tsoxects HP knmaccuduimpoBanach B cOOTBETCTBUM ¢ OOIICTIPUHATHIMU TEPMUHOJIOTUYECKUMU
kpurepusimu it HP (CTCAE 4.0) (crenens Tsokect > 3 = G > 3).

Hcnonb3oBanace kinaccudukanus 4acToThl Bo3HHMKHOBeHHs HP Bceemwuphoii Opranuzanuu
3apaBooxpaHeHus: odeHb yacto (> 1/10); gacto (> 1/100, o < 1/10); newacro (>1/1000, HO <
1/100); peako (> 1/10000, rHo <1/1000); ouens penxo (<1/10000); yacToTa HeusBecTHA (Y4acTOTY
HEBO3MOYKHO OIICHUTH M0 HUMEIOIIUMCSI JAHHBIM).

B mpenenax kaxmol rpymmbl 1o yactore BcTpedaemoctd HP, mocienHue naHbl B MOpsIKe
YMEHBIIICHUS UX CEPhE3HOCTH.

I/IH(beKHI/II/I 1 MHBA3UH

Yacmo: cenTU4ecKkuil MoK (Bce cllydan > 3 CTENeHU THKECTH); CeTrcuc (Bce ciiydau > 3 CTEeNeHu
TSKECTH ); BOCHIAJIEHUE TIOJIKOKHO-)KMPOBOU KJIETUATKU, MHPEKIIUU MOUYEBBIBOISIINX ITyTEH BCeX
CTeTIeHEeW TSHKECTH; TPUIII; IUCTUT; WHQPEKIMU BEPXHUX IbIXATENbHBIX MyTel; MH(EKINH,

BbI3BaHHbIe Varicella zoster (repmec 30ctep); KaHAUI03.
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COOTEETCTEYET 3KCNEPTHOMY OTUETY
. aT 03 ':IE:ECIE# N2 16486 i
Heuacmo: BocnaneHue mNOAKOKHO-KUPOBOM eTuaTiy| '%*37 Crérieti L’I‘Qj&&"ﬂ% TLH/IQT’IIJII’; > 3

CTCIICHU TAXCCTH.

Hapyuienus co cTOpoHBI KPOBU U JIMMGATUYECKON CUCTEMBI

Ouenv yacmo: HEUTPONIEHUS BCEX CTENEHEN TSKECTH, BKIIOYAs HEUTPOIIEHNIO C KIMHUYECKUMHU
MIPOSIBJICHUSAMU > 3 CTENEHM THKECTH; aHEMHs BCEX CTEIEHEW TSDKECTH; JIEMKOINEHHUs BCEX
CTENEHEN TAXKECTH; TPOMOOIIUTONICHUSL.

Yacmo: deOpunbHasi HEUTPONECHHUS, BCE CIydaw > 3 CTENEHH THKECTH, TPOMOOUUTONEHUS > 3
CTEIIEHU TSKECTH.

Heitponnennueckne OCJIOKHEHUS BKITFOYAJIN HEUTPONEHUYECKYIO UH]EKIHIO,
HEUTPONICHUYECKUI CENICUC U CENTHYECKUH IIOK, KOTOPhIE B HEKOTOPBIX CIy4YasX NPUBOJINIMN K
JIETaIbHOMY HCXOJY.

bouio noxazano, uto npumeHeHue I'-KC® ymeHblIaeT 4acToTy BO3HUKHOBEHHUS U TSDKECTh
HelTponeHuu (cM. paszzensl 4.2 u 4.4).

Hapyiesus co cTopoHbEI HMMYHHOW CUCTEMBI

Yacmo: peakuuy TUIEPYYBCTBUTEIBHOCTH, B TOM YHCIE M TSDKEIbIE pPEaKIUH, TaKhHe Kak
reHepajin3oBaHHasl ChIlb/3puTemMa, cHuxkeHnne A/l u OpoHxocnasm.

Hapymenus MeTa00oa13Ma ¥ HUTaHUS

Ouenb yacmo. aHOPEKCHSI.

Yacmo: 06€3BOKUBAHNE BCEX CTETIEHEH TSKECTH, TUIIEPTIIMKEMHUS], TUTIOKATNEMUSL.

Heuacmo: anopekcus > 3 CTeNeHM TSKECTH, THUIEPIIMKeMHs] > 3 CTENeHU THKECTH,
TUIMOKAMEMUs > 3 CTENEHH TSKECTH.

Ilcuxnyeckre HapyIIeHUS

Yacmo: 6CCHOKOfICTBO, CIIYTaHHOCTb CO3HAHMA.

Hapyiienust co CTOpOHBI HEPBHOM CHCTEMBI

Ouenb yacmo: nUcreB3us (U3BpalllEHUE BKYyCa).

Yacmo: nepudepuueckas Helponartus: nepudepuueckas ceHcopHas HeWporartus (mapecresus,
JM3EeCcTe3us, TUIecTe3us ) u nepudeprieckas MOTOpHas HEUPOIATHS; TOJIOBOKPYKEHHE, TOIOBHAS
00J1b, IETAprus, UIIUAC.

Heuacmo: nepucdepuueckas HeWipornatus > 3 CTENEHU THKECTH; Nepudeprueckas CeHCopHas
HelponaTHs > 3 CTENEHU TSHKECTH, JIETAprus > 3 CTENEHU TSHKECTH, UIINAC > 3 CTENEHU TSHKECTH.

HapyIieHus co CTOpOHBI OpraHa 3peHus

Yacmo: KOHBIOHKTUBUT, YCUJICHHOC CJIC300TACIICHUC.

HapyliieHus co CTOpOHBI OpraHa ciyxa u JI8.6I/IDI/IHT8.

Yacmo: 3BOH B yaiax, BEpTUTo (‘-IYBCTBO OTKJIOHCHUS WJIN KPYKCHUA COOCTBEHHOIr'0 Tella WU

OKPY’KaIOIIHUX MPEIMETOB).
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 09.08.2024 N= 16486
(MOCNEOCBATENEHOCTE 0002)

Hapyienus co CTOpoHEI cepiia

Yacmo: MepuatenbHas apuTMus (GUOPHILTALNS IPEACEPanii), TaxuKapaus (HH OJHOTO CiTydast
TaXUKapIuH > 3 CTEIEHU TAKECTH), APUTMUU > 3 CTENIEHU TAKECTH.

Heuacmo: mepuarenbHas apuTMus (GuOpHILUISIINA Tpeacepanii) > 3 CTEeNeHH TSHKECTH.

[Ipu npueme kaba3uTakcesa HAOMIOAAINUCH CIydad Pa3BUTHUSL CEPJICYHOM HEIOCTATOYHOCTH (Y
JBYX nanueHToB). OJIMH NallMeHT B TpyMIie kKaba3uTakcena yMep OT CepJIeYHON HEJOCTaTOYHOCTH.
Habnronanuce neranpHbie GUOPHMIIIAIUS HKETYJOYKOB y | MampeHTa U OCTaHOBKa cepiuna y 2
narrenToB. OJHAKO HM OAMH W3 AITHX CIlydyaeB HE OBUI pACIlCHEH HCCIEIOBATEISIMH, Kak
CBSI3aHHBIN C MPUMEHEHHEM Kada3uTakcerna.

Hapyiesus co cTopoHBI COCYI0B

Yacmo: cumxenue AJl, moseimenue AJl, Tpom003 ri1yOOKHMX BEH BCEX CTENEHEH TSIXKECTH,
OpTOCTaTUYECKasi TUMIOTOHUS, «IPUJIUBBD KPOBH K KOXKE€ JIMIIA C YyBCTBOM Xapa, TUIIEPEMUs
(moKpacHEeHHUE KOXKH).

Heuacmo: cuamwxenme AJl > 3 cremenu TsbkecTH, moBbimeHue AJl > 3 cTeNeHU TIKECTH,
OpPTOCTaTHYECKasi TUTIOTOHUSI > 3 CTENEHHU TSAKECTH.

HapyIieHns co CTOpOHBI AbIXaTeIbHON CHCTEMBI, OPIraHOB I'PYIHON KISTKH U CPEIOCTCHHS

Ouenb yacmo'. OJbIIIKA, Kalleb.

Yacmo: opnpliika > 3 CTENEHHU TSHKECTH, OOJb B POTOBOM IMOJIOCTH U TJIOTKE, THEBMOHHUS BCEX
CTEIICHEH TSKECTH.

OTMeuanuch Ciaydan pa3BUTHS MHTEPCTUIIMAIEHON THEBMOHUH/TTHEBMOHHUTA, MHTEPCTUITHATBLHOM
OOJIE3HH JIETKUX, OCTPOTrO PECIHPATOPHOTO TUCTPECC-CHHIPOMA, B TOM YHUCJE C JICTAIbHBIM
HCXOJIOM.

Kely109HO-KHIITeYHbIC HAPYIICHHS

Ouenv yacmo: nuapes, TOUIHOTA, PBOTA, 3a0pP, a0JOMUHAIbHbBIE OOJIH.

Yacmo.: nuapess > 3 CTENEHU THKECTH, TOIIHOTA > 3 CTENEHU TKECTH, PBOTA > 3 CTENEHHU
TSKECTH, 3a10p > 3 CTEINEeHU TSHKeCTH, abJOMUHANIbHBIE 00JIU > 3 CTENEeHH TSHXKECTH, TUCTIETICHS,
00U B ANUTacTpadbHON 00JacTH, reMOppoH, racrpo3zodareanbHas pedirokcHas O00Je3Hb,
KPOBOTEUYEHHE U3 MPSIMON KUIIKU, CYyXOCTh CIU3UCTONW 000JIO0YKH MOJIOCTU PTa, B3AYTHE KUBOTA.
Heuacmo: xpoBoTe4deHHE U3 MPSIMOI KUIIKU > 3 CTETIEHH TSHKECTU, CYXOCTh CIM3UCTON 000JI0UYKH
MOJIOCTH PTa > 3 CTETEHHU TSHKECTHU, B3IyTHE KUBOTA > 3 CTEINIEHU TSKECTH.

Yacmoma HeuszsecmHa. COOOIIAIOCH O PAa3BUTHUM KOJHWTA, DSHTEPOKOIHMTA, TacTPUTA,
HEHUTPONMEHUYECKOTO HHTEPOKOIUTA, JKETYJOYHO-KUIIEYHOTO KPOBOTEUYEHUS U mepdopaiuu
KEITYAOYHO-KUIIIEUHOTO TPAKTa, KUIIIEUHON HEMTPOXOJUMOCTH U KUIIIEUHOW 0OCTPYKIIHH.

HapyiieHus co CTOpOHbBI KOKHU U TOJAKOKHBIX TKaHEH

Ouenv yacmo: aJIOIICI .
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 09.08.2024 N= 16486
(MOCNEOCBATENEHOCTE 0002)

Yacmo: CYXOCTb KOXH, SpUTCMaA.

Hapyienus co cTopoHBI MBIIIIEYHOMN, CKEJIETHOW Y COEAVMHUTEILHOU TKAHU

Ouenb wacmo: 601U B CHUHE, apTPAJITHUsL.

Yacmo: 6o B crnuHE > 3 CTENEHU TSIKECTH, apTpalrus > 3 CTENeHH TSKeCcTH, Oomu B
KOHEYHOCTSX BCEX CTENEHEH TAMKECTH, MbIIICUHBIE CI1a3Mbl, MUAJITUs, MBIILIEYHO-CKEJIETHbIE 00U
B 00J1aCTH TPYAHOM KIETKH, O0IH 110 OOKOBBIM MOBEPXHOCTSIM TYJIOBHILA.

Heuacmo: muanrust > 3 cTeneHH TSHKECTH, MBILIEYHO-CKEJIETHBIE 0011 B 001aCTH TPy THOM KIETKH
> 3 CTeNeHu THKECTH, 00N 10 OOKOBBIM IMTOBEPXHOCTSAM TYJIOBHUIIIA > 3 CTEIICHU TSDKECTH.

HapymieHns co CTOpOHBI MOYEK M MOYEBBIBOJISAIINX NYTEH

Ouenb yacmo: TeMaTypus BCeX CTETICHEH TshKeCTH (B 2/3 ciydaeB ONpeesuIiCh OTATOIIAOIINE
(bakTopbl, Takue KaK IpPOrpecCUpoBaHUE 3a00JIEBaHUS, WHCTPYMEHTAJIbHbIE BMELIATENbCTBA,
COIMYTCTBYIOIIUC I/IH(l)eKIII/II/I, OI[HOBpeMeHHBIﬁ IpHUEM AHTUKOATYJIAHTOB, HCECTCPOUAHBIX
MIPOTHBOBOCITAJTUTEIIBHBIX MTPETapaTOB, aAllCTHIICATHIIIIOBOW KHCIIOTHI).

Yacmo: octpas TIOYeYHAs HEJAOCTATOYHOCTh BCEX  CTEMEHEH  THKECTH; IOYeYHas
HEJ0CTATOYHOCTh BCEX CTEIICHEH TSDKECTH; TU3YpHs; MOYeYHas KOJIMKA; TeMaTypus > 3 CTEICHU
TSDKECTH, TIOJUTAKUYpHs; THAPOHEPPO3; 3aaepkKa MOYH; HEACpXKAaHWE MOYH, OOCTPYKITHS
MOYETOYHHUKOB BCEX CTEIIEHEH TSHKECTH.

Heuacmo: mouedHass Koimka > 3 CTENEHU TSDKECTH, IMOJUIAKHYPHS > 3 CTENEeHH TSKECTH,
THIPOHEPPO3 > 3 CTENEHH TSHKECTH, 33aJIepKKa MOUH > 3 CTETICHH TSHKECTH.

Hapyienus co CTOpOHBI PENPOAYKTUBHOM CUCTEMBI I MOJOYHBIX JKEIe3

Yacmo: 0051 B 00J1aCTA MaJIOT0 Ta3a.
Heuacmo: 601y B 001aCTH MaJIOro Tasa > 3 CTENEHU TKECTH.

O6H_[I/Ie HapyIEHU U pEAKIIMHU B MECTC BBCACHU A

OueHb yacmo: NOBBIILIEHHAS YTOMJIIEMOCTb, ACTCHHUSI, IUPEKCUSI.

Yacmo: TOBBIIIEHHAs yTOMIISIEMOCTh > 3 CTENEHU TSHKECTU; acTEHUS > 3 CTENEHU TSHKECTH;
MUPEKCUS > 3 CTENeHU THKECTH; Mepu(epruyecKue OTEKH; BOCIAJICHUE CIM3UCTBIX 000JI0YEK;
00111 BCeX CTEeMeHel TSKeCTH; 00U B TPYTHOM KIIETKE; OTEKH; 03HOO; HEJOMOTaHHeE.

Heuacmo: nepudepuueckrue 0TeKu > 3 CTENEHH TSKECTH, BOCMAICHUE CIM3UCTBIX 000JI0UeK > 3
CTETEeHHU TSKeCTH, O0JIM B TPYTHOM KIETKE > 3 CTENEHU TSKECTH, OTEKH > 3 CTENEeHH TSKECTH.

Ha6ODaTODHLIe U MHCTPYMCHTAJIBHBIC JaHHBIC

Yacmo: cCHUKEHHE MacChl Tena, yBenndeHne akTUBHOCTH AJIT B CHIBOPOTKE KPOBH.
Heuacmo: yBenuueHHe ChIBOPOTOYHOM KOHLEHTpaluu OUIMpyOMHA, yBeTUYEHUE aKTHUBHOCTH
ACT B CBIBOPOTKE KPOBH.

IlocTperucrpalinoHHBIC IAHHBIE

Hapymele CO CMOPOHbL NOYEK U MO‘!QGblGO()}Zu/ﬁ/lX nymeﬁ
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COOTBETCTEBYET ZKCNEFTHOMY OTUYETY
o1 03.08.2024 N2 16486
Heuacmo: 1yMcTuT, pa3BUBILIUKCS BCIEICTBUE d)eHOMeHgl‘é:USEEalla' E}?IQHEFBE&EHQ ‘B'"SéHee

00Ty4eHHOH 00nacTu.

IIpoune ocoOble MOMYIAUN

Iayuenmul nodcunozo eospacma

W3 371 mamuenra, moyry4aBIIuX JICYeHHE KaOa3MTAaKCEIOM B MCCIICIOBAHUH IO JICUCHHUIO paka
npejacTaTenbHol Jkene3bl, 240 manueHToB ObUIM B Bo3pacTe 65 et u crapuie, u3 Hux 70
MalKUeHTOB - cTapiie 75-metHero Bo3pacra. Cnemyromue HP Bctpeuwanucs Ha > 5 % wyame y
MalMEeHTOB B BO3pacTe 65 JIeT U cTapiiie o CPaBHEHHUIO C TAIMEHTaMU 00JIee MOJIOI0r0 BO3pacTa:
IOBBIILICHHAA YTOMJIIACMOCTD, HGfITpOHGHI/ISI C KIMHUYCCKUMHU [MPOABJICHUAMHU, aACTCHUA,
MUPEKCHS], TOJIOBOKPYKEHHE, NH(PEKINN MOUYEBBIBOISALINX MTyTeH 1 00€3BOKUBAHUE.

Yacrora cnegyromux HP > 3 crenenu TspkecT ObUTa BBIIIE Y TTAIMEHTOB > 65 JIETHET0 BOo3pacTa
M0 CpPaBHEHMIO C TAlMEHTaMH OO0Jee MOJIOJOTO BO3pacTa: HEUTPONEHHUs IO pe3yjbTaTam
71ab0paTOPHBIX AaHAIU30B, HEUTPONEHMsS] C KIMHUYECKUMHU TMpOSBIECHUSIMU U (edpuiabHas
HelTponenus (cM. pasaenst 4.2 u 4.4).

N3 595 manmeHTOB, MOJIyY4aBIIUX JieueHHEe Kaba3utakcenoM B uccienaoBanmu EFC11785 mo
JIEYCHUIO paKa TMpeJCTaTeNbHON xkeme3bl, 420 mamueHToB ObUTM B BO3pacTe 65 JeT W crapiie.
Crnenytomue HP Bcrpeuanuchy Ha > 5 % yamie y manueHToB B Bo3pacte 65 JeT U crapiie, 1o
CPaBHEHMIO C MAaIlMeHTaMU OoJjiee MOJIOAOTrO BO3pacTa: Auapesi, MOBBIIIEHHAS YTOMJIIEMOCTb,
acCTEeHHMsl, 3arop, HEHUTPOMEeHMs] ¢ KIMHHUYECKUMH MHpPOsBIECHUSMH, (peOpuiipHas HeHTpomeHwus,
OJIBIIIIKA.

Coo01ienre 0 moA03peBaeMbIX HESKEIATEIbHBIX PeaKIUIX

Baxxno coo0mmate o mo/103peBaeMbIX HEXeJIaTeIbHBIX PEaKIUIX OCIIe PErucTpaluy mpenapara ¢
Lenbl0 O0ecreueHus HENpepblIBHOTO MOHUTOPUHTA COOTHOILIEHUS «IOJIb3a —  PHUCK»
JIEKapCTBEHHOI0 Mpemnapara. MeIuIuHCKUM pabOTHUKAM PEKOMEH]IyeTcs COOO0IaTh O JIF0OBIX
M0/I03PEBAEMBIX HEKEJIATEIbHBIX PEaKLUIX JIGKAPCTBEHHOrO IMpernapara yepe3 HallOHAJIbHbIE
CHUCTeMBbl COOOILEHHS O HEXKeJIaTeNbHBIX pEeaKlUUiX TOocylapcTB — uieHOB EBpasuiickoro

3KOHOMMHYCCKOI'O COIO3a.

Poccuiickas ®@eoepayus

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3paBoOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBstHCKas 1iomaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnektponHas mouta: pharm@roszdravnadzor.gov.ru

Caiir B MHGOPMAIMOHHO-TEIIEKOMMYHHUKAITHOHHOM CeTu «HTepHe™:!

https://roszdravnadzor.gov.ru/
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 09.08.2024 N= 16486
(MOCNEOCBATENEHOCTE 0002)

Pecnybnuxa Apmenus

AO3T «HayuHblil IEHTp 3KCIEPTU3bI JIEKAPCTB U MEAULIMHCKUX TEXHOJIOIMM UM. AKkajeMuka 3.
Iabpuensna

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5

Tenedon: (+374 10) 231682, 230896, 234732, 232091

daxkc: (+374 10) 232118, 232942

Tenedon ropsueit TMHAN OTAETa MOHUTOPUHTA OE30ITaCHOCTH JIEKAPCTBEHHBIX CPEJICTB:

(+374 10) 200505, (+374 96) 220505

OnektponHas mouta: admin@pharm.am, vigilance@pharm.am

Caiit B nH()OpPMALIMOHHO-TEIEKOMMYHUKAIIMOHHOM cetn «HTepreT»: http://www.pharm.am

Pecnybnuxa benapyco

VII «lleHTp 3KCnepTu3 U UCIBITAHUHI B 3PABOOXPAHECHUI
Anpec: 220037, r. Munck, ToBapunieckuit nep., 2a
Tenedon: +375 (17) 299 55 14

daxc: +375 (17) 299 53 58

Tenedon otaena papmaxkonamzopa: + 375 (17) 242 00 29
Dnexrponnas moyra: rcpl@rceth.by

CaiiT B nH(pOpPMAIIMOHHO-TEJIEKOMMYHHUKAIMOHHOM ceTr «HTepHeT»: http://www.rceth.by

Pecnyonuxa Kazaxcman

PI'TI na IIXB «HammoHanbHBIA UEHTP SKCHEPTU3BI JIEKAPCTBEHHBIX CPEJICTB M MEIULIMHCKHUX
m3nenuit» Komurera MemuumuHCKOro U ¢apManeBTUYECKOro KOHTpoJds MuHHCTEpCTBa
3npaBooxpaneHus Pecnyonuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonslp, yi. A. UmanoBa, 13

Tenedon: +7 (7172) 78 99 11

Dnektponnas mouta: farm@dari.kz

Caiit B mH()OPMAIIMOHHO-TEIIEKOMMYHUKAITHOHHOM cetn «MHTepueT»: http://www.ndda.kz

Kuipevizckasn Pecnybnuka

JlemapTaMeHT JIEKApCTBEHHBIX CPEACTB U MEOUIIMHCKUX U3Jenuid mnpu MuHHCTEpCTBE
3npaBooxpanenust Keipreizckoit PecyOnuku

Anpec: 720044, r. bumkexk, yiu. 3-1 Jlunus, 25

Tenedon: +996 (312) 21 92 78

OnekrponHas noura: dlomt@pharm.kg

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHHUKAIMOHHOM ceTn « HTepHeT»: http://www.pharm.kg/
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(MOCNEOCBATENEHOCTE 0002)

4.9 Ilepeno3supoBka

CuMIITOMBI

OxuaemMple CUMIITOMBI TIEPEIO3UPOBKH: YCUIIEHUE /10303aBUCUMBIX HP, Takux kak cuMnToMbl
MOJABJICHUS KOCTHOMO3TOBOTO KpPOBETBOPEHHS M HAPYLIEHUS CO CTOPOHBI JKEIyA0YHO-
KHIIIEYHOT'O TPaKTa.

Jleuenue

OTCyTCTBYET M3BECTHBIM aHTHUIOT Kaba3zuTakcena. B ciydyae mepeqo3upoBKH MALMEHT JOJKEH
OBITh TIOMEIICH B CIICIIHATU3NPOBAHHOE OT/ICIICHHE 0T TIIATSIILHOE MEIUITMHCKOE HAOIIOICHHE.
[Tocne Toro, kKak CTaHET U3BECTHO O MEPEIO3UPOBKE, MAIMEHTHI JODKHBI, KAK MOXKHO CKOpee,

Hayath nony4dars [-KC®. Takxke cienyer mpoBOAUTH IPyroe CUMITOMAaTHYECKOE JIEYCHHE.

5. ®PAPMAKOJOTMYECKHE CBOVICTBA

5.1 ®dapMakoaMHAMHUYECKHE CBOCTBA

dapmakoTepaneBTUYECKask IPYIA: MPOTUBOOITYXOJEBBIE CPEACTBA; AIKAIONUIbI PACTUTEIBHOTO
MIPOUCXOXKACHUS U IPYyTHE IPUPOIHBIE BEIIECTBA; TAKCAHBI.

Kox ATX: LO1CDO04

MexaHu3M JIEUCTBUS

Kaba3urakcen sBisSeTCS TPOTHBOOITYXOJEBBIM CpPEACTBOM, KOTOpPOE JCHCTBYET IyTEM
paspylieHus] KIETOYHOW ceTh MHUKpOTpyOouek. Kabaszurtakcenm CBSI3BIBaeTCS C TYOYJIMHOM U
CIocoOCTBYET cOOpKe TyOyIMHA B MUKPOTPYOOUKH M OJTHOBPEMEHHO MHTHOUPYET UX pa3zOopKy.
DTO MPHUBOAUT K CTAOMIU3AIMH MUKPOTPYOOUEK, YTO B UTOr€ MHTUOMPYET MHTOTHYECKYIO H
nHTep(ha3HYI0 aKTUBHOCTh KIICTKH.

dapmakoanaamMuyeckue 3hheKTh

KaGa3uTakcen npoaeMOHCTpUPOBANl UIMPOKUN CHEKTP MPOTUBOOIYXOJIEBOM aKTHUBHOCTU B
OTHOIICHUM TMO3JHUX CTaJUil OIyXoJied 4YeloBeKa, KCEHOTPAHCIUIAHTHUPOBAHHBIX MBIIIAM.
KaGa3uTakcen akTUBEH B OTHOILIIEHUH YyBCTBUTENBHBIX K JOIETaKceny omyxoneil. Kpome atoro,
kaba3uTakcen MoKa3all aKTUBHOCTh B OTHOIICHUHU OITYXOJIEBBIX MOJIENEH, HEUyBCTBUTEIbHBIX K
XUMHOTEpAIuy, BKIIOYas T0IEeTaKCell.

Kinanueckas 3¢ dekTuBHOCTE M 0€30I1aCHOCTH

B3spocnvie nayuenmol

OddexTrBHOCT U 0€30MaCHOCTh Kaba3uTakcena B KOMOWHAIMU C TPETHU30JIOHOM WIIH
MPEIHU30HOM OBITM  OIIEHEHBI B  PaHIOMU3MPOBAHHOM  OTKPBITOM  MEXAyHApOIHOM
MHOroueHTpoBoM wuccnenoBanuu Il ¢aser  (uccnemopanne EFC6193) y marueHTtoB ¢
METaCTaTMYECKUM KaCTPAIlMOHHO-PE3UCTEHTHBIM pPAaKOM TPEJCTaTeIbHOM JKene3bl, paHee

MOJIy4aBHIUX PCIKUMbI XUMHUOTCPAIINH, BKIIFOUABHINX JOLETAKCCII.
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[TepBUYHOI KOHEUHOM TOUYKON UCCIEI0BAHUS ObLIa 06&-&'1‘33&%9&%1&5’0%%@}?(: Tk 0002)

BropuuHble KOHEYHBIE TOYKM BKIIOYAIM BBDKHBAaEMOCTb 0e3 mporpeccupoBanus (BBII),
OTIpeIeNIIEMYIO KaK BpeMs OT paHJA0MH3ALNHU A0 IPOTPECCUPOBAHMS OIYXOJIH, OMOXUMHUYECKOTO
nporpeccupoBanus (1Mo ypoBHIo npoctar-cnennpuueckoro anturena [[ICA]), nporpeccun 6omu
WIA CMEPTH MO JII000H NMpHYUHE, B 3aBUCUMOCTH OT TOTO, YTO IMPOHM3OUAET paHbIIEe, YaCTOTY
orBeta onyxouu o kputepusim RECIST (Tumor Response Rate based on Response Evaluation
Criteria in Solid Tumors), nporpeccuto o yposato [ICA (onpenensemyro kak > 25% yBelndeHne
unu > 50% yBenudenue ypoBHs [ICA y marnieHTOB, HE OTBEUYAIOIIMX U OTBEUAIOIIMX HA TEPAITHIO,
COOTBETCTBEHHO), 0TBET 10 ypoBHIO [ICA (cHmkenue xoHuentpauuu [ICA B CIBOPOTKE KPOBU
kak MUHUMYM Ha 50%), mporpeccuto 6011 (OLeHUBaNIach C MOMOIIBIO IIKaJIbl HHTEHCUBHOCTU
oosn (Present Pain Intensity [PPI]) u3 onpocuuka McGill-Melzack u ananbrerrueckoii mkanbt
(Analgesic Score [AS]) u oTBeT B OTHOLICHHH MHTCHCHUBHOCTH 00U (OMpeneNsieMblil Kak
CHIDKEHHE B 2 pas3a MO CpaBHEHHIO ¢ 0a30Boil meamaHoil 3HaueHuss PPl mpu orcyrcrBuun
Bo3pacTanusi OayioB mo AS, wim yMmeHbieHreM > 50 % B UCHOJIb30BAaHUU aHAJIBIETHKOB TIO
CpaBHEHHIO C MCXOJHBIM CpPEIHUM 3HadeHHEeM 1o mmkame AS 0e3 OJHOBPEMEHHOTO YCHIICHUS
WHTEHCUBHOCTH OO0JIN).

B oOme#t cnoxxkHocTH 755 manueHTOB OBUIM PaHJAOMU3UPOBAHBI JJISl TOJIYYCHUS Teparuu
Kaba3uTaKCeIoM B 103¢e 25 MI/M? IIONIaIM HOBEPXHOCTH Tela BHYTPHBEHHO KaXK/IbIe 3 HeJleNH B
TeyeHre MakcuMyMm 10 HHMKJIOB B KOMOWHAIMU C MPEIHU30JIOHOM WM MPEJHU30HOM B J03€
10 MI/cyTKH eXeIHEBHO (KOJNHMYECTBO MAIMEHTOB 378) MIM MUTOKCAHTPOHOM B 03¢ 12 Mr/m?
BHYTPUBEHHO Kax/ble 3 HEAENU C MPEAHU30JOHOM WM MPEAHU30HOM B 03¢ 10 Mr BHYTpb
€XKETHEBHO (KOJIMYECTBO MAIueHToB 377).

B 510 HccnenoBanue BKIOYATUCH TAIUEHTHI cTapiie 18 et ¢ MeTacTaTHueCKUM KacTpallMOHHO-
PE3UCTEHTHBIM PAKOM MPEICTATEIBLHOM Kee3bl C u3MepseMbIMU ouaramu 1o kputepusim RECIST
WM C HEeU3MepseMbIMH o4araMu, HO ¢ Bo3pacratomuM yposHeM [ICA wiu ¢ mosiBlieHHEM HOBBIX
0YaroB, U ¢ COCTOsTHHEM (QYHKIIMOHATbHOH akTuBHOCTH maienta mo ECOG (Eastern Cooperative
Oncology Group - 3amamnas KoomepartuBhas Onkosnorudeckas rpymma) or 0 g0 2. B
MCCIEIOBAHUE BKIIOYANHCh TOJBKO MAIMEHTHl C KOMMUYECTBOM Heitrpoduios > 1500/mm3,
TPOMOOILIUTOB > 100000/mm3, KOHIICHTpausaMu remMorioouna > 10 r/mi, kpearnauHa < 1,5 x BI'H
(BepxHss rpaHunia HOpMbl), oOmero Oounmupyouna < 1 x BI'H, ACT/I'OTC < 1,5 BI'H u
AJITTITC < 1,5 BI'H.

[TareHThI ¢ yKa3aHUSAMH B aHAMHE3€ Ha 3aCTOMHYIO CepJICUHYI0 HEOCTATOYHOCTh MIIM HH(APKT
MHOKapia B TEUEHHE NOCIETHUX O-THM MECSIEeB MM MNAalMEeHThl C HEKOHTPOJIUPYEMbIMU
HapyIIEHUSIMH CEPAEYHOTO pPUTMA, CTEHOKAapAWeH W/WiIM apTepualbHOM TUIEpTeH3uel B

HCCICIOBAaHUEC HC BKIIIOYAJIUCh.

19
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¢byukuuronanbHoi aktuBHOCTH 110 1iKaie ECOG (0 - 2) Obuiu cOaaHCHPOBaHbI MEX/TY I'PYyIIIIAMU
nedeHus. B rpymnme kaba3urakcena cpeHUN BO3pacT MalMeHToB coctaBui 68 net (46-92 rona), a
pacrpeieneHre o pacoBoM MPUHAICKHOCTH ObLI0: 83,9 % - eBporieousl, 6,9 % - MOHT 010U IbI,
5,3 % - merpounsl u 4 % - IpyTrHEE packl.

Menunana 4uciia MUKIOB COCTaBIsUIa 6 IUMKIOB B TpyIine Kaba3uTakcena U 4 1UKIa - B TPYIIIE
MUTOKCaHTpOHA. KOJIMUeCTBO MannueHToB, MOJyYMBIINX 3allaHupoBaHHbIe 10 IIUKIOB Tepanuu
coctaBuio 29,4 % B rpymrie kabasutakcena u 13,5 % - B rpynme MUTOKCAaHTPOHA.

OO011ast BBDKMBAEMOCTh OblIa Oosiee MPOJIOJIKUTENBLHON B Irpymme Kaba3uTakcena, puck CMepTH
camswics Ha 30% B rpynme kaba3uTakcela IO CPAaBHEHHIO C TPYNIOW MHUTOKCAaHTPOHA

[oTHOmIEHME puckoB = 0,70, 95 % AU (0,59-0,83)] (cm. Tabnuna 1 u Pucynok 1).

Tabmuma 1. DddexkTuBHOCTL Kaba3uTakcena B uccienopanny EFC6193 npu jeueHnn manueHTos

C METACTaTHYCCKHUM KAaCTPALIMOHHO-PE3NUCTCHTHBIM paKOM Hpe)ICTaTeJ'IBHOI\/II KEJIC3bI

Ka6a3urakcen + MuToKCcaHTPOH +
MpeIHu30/10H n=378 NpeIHUu3010H n=377
O01masi BBIZKHBA€MOCTh
Uucio manyMeHToB € JeTalbHbIMU
234 (61,9%) 279 (74%)

cxonamu (%)
MeanaHa BEDKHBAEMOCTHU

15,1 (14,1-16,3) 12,7(11,6-13,7)
(mecsibl) (95% JAN)

Otnomenne pruckos(OP)! (95%
1)

p-3HaueHUE <0,0001

0,70 (0,59-0,83)

'OP omenuBanoch ¢ wucnoiab3oBaHueM Cox-MOJEIU; OTHOUICHUE PHUCKOB MEHEE YeM

1 CBHUACTCIIBCTBYCT B I10JIB3Y Kaba3uTakcesa
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Pucynok 1. KpuBbie 0011e#i BbI:KMBa€MOCTH Kanian- éﬁe}ﬁ%ﬁf&ﬁlﬂﬂ‘éh‘ﬁ@%ﬂ%§

Bpewmst (Mecsiiibi)

YucieHHoCTh

Murokcantpon | 377 300 188 67 11 1

+IIpeTHU30JI0H

KabGasurakcen 378 321 231 90 28 4

+HOPEIHNU30I0H

BopkuBaemocTh 0€3 MporpeccupoBaHus B Ipymne Kaba3zuTakcena MO CPaBHEHHMIO C TPYIION
MHTOKCAHTpOHa coctaBmia 2,8 (2,4-3,0) mecsma npotus 1,4 (1,4-1,7), coorBerctBenno, OP (95
% 1) 0,74 (0,64 - 0,86), p < 0,0001.

YactoTa 0TBETa OMYyXOJH B IpymIe kaba3urakcena Obljia JOCTOBEPHO BhIIE U cocTaBuia 14,4 %
(95 % OU: 9,6-19,3) mpotus 4,4 % (95 %AU: 1,6-7,2) B rpymnmne NaudeHTOB, MOJYYaBIINX
Tepanuo MUToKcanTpoHoM, p=0,0005.

[IpeumymiectBo kabazutakcena OBLJIO MPOJEMOHCTPUPOBAHO B OTHOIICHHWHM BTOPUYHBIX
KOHEYHBIX TOYEK, OLIEHEHHBIX 1Mo m3MeHeHuto ypoBHs [ICA. Menuana mporpeccupoBaHUs MO
ypoBHto IICA cocraBuna 6,4 wmecsueB (95 % HAW: 5,1-7,3) ang mamuMeHToB B TpyIme
kaba3uTakcena o cpaBHeHuo ¢ 3,1 mecsmamu ((95 % AU: 2,2-4,4) B rpymie Mutokcantpona, OP
0,75 mecsimien (95 % AU 0,63-0,90), p=0,0010. OtBet B otHOImIeHnU ypoBHS [ICA OBl OTMEUEH
y 39,2 % nauueHToB B rpymnie kabasurakcena (95 % [AM): 33,9-44,5) npotus 17,8 % y nanmeHToB
B Ipymnie MuTokcanTpona (95 % JAU: 13,7-22,0), p=0,0002.

MWUTOKCAaHTpOH TIOKa3aH /s TEepanud TMAalUeHTOB C TOPMOHOPE3UCTEHTHIM  PaKOM

HpeHCTaTCHLHOﬁ JKelie3bl ¢ 00JIEBBIM CUHAPOMOM. He ObLI10 OTMEYEHO CTATUCTUYECKH 3HAYMMBIX
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pasnuuuii B 00euX rpymiax B OTHOINICHUH MPOIPECCHH 60t Tt HAEOTbr O TheT-H oriontermm

yYPOBHS OOJIH.

B MHOrOnEeHTPOBOM MHOTOHAIIMOHAIBHOM PaHIOMU3UPOBAHHOM OTKPBITOM HCCIIEOBAHUU
muzaiiHa  «non-inferiority» 1l ¢a3er  (uccnenoBanue EFC11785) 1200 mnaumeHToB C
METACTaTHYECKUM KaCTPAlMOHHO-PE3UCTEHTHBIM PAaKOM TIPEACTAaTEeIIbHOM JKEeNe3bl, paHee
MOJTyYaBIIUX XUMHUOTEPAITHIO, COJICPKAIIYIO AOIETaKCeN, ObLTH PaHIOMU3UPOBAHBI HA 2 TPYIIIIHL:
Tepanus KabasuTakcelnoM B no3e 25 mr/m? (m=602) umm B mo3e 20 mr/m? (1=598). INepBuunoii
KOHEUYHOM TOYKOMU HccieaoBaHus Oblia olmiast BehkuBaeMoctsb (OB).

HccnenoBanue MOCTHIIIO TIEPBUYHON KOHEYHOW TOYKH, MPOAEMOHCTPUPOBAB HE MEHBIIYIO
sddexTuBHOCTS KabasuTakcena B go3e 20 Mr/M? 1O CpaBHEHMIO ¢ 1030 25 Mr/mM? (cm.
Tabmuiy 2). Yactora orBera mo IICA Obula CTaTUCTUYECKH JOCTOBEPHO BBILLIE B TpyIIe
kabasurakcena 25 mMr/m2 (42,9 %) no cpaBHeHmMIo ¢ Tpymmoii 20 mr/m? (29,5 %), p < 0,001. B
rpynme kabasuTakcena 20 Mr/mM? puck mporpeccupoBaHus mo IICA 6bIT CTaTHCTHYECKH
JIOCTOBEPHO BHIIIIE, YeM B TPYIIIE MAIIMEHTOB ¢ 1030# 25 Mr/M2 (OP 1,195; 95 % JIW: 1,025-1,393).
CTaTHCTHYECKH JTOCTOBEPHOTO PA3JIMYMs MEXIY TpYIIaM CpaBHEHHS B OTHOLICHHWU IPYTHX
BTOPUYHBIX KOHEYHBIX TOYEK OTMEUYEHO HE ObLIO (BEIKMBAEMOCTh 0€3 MpOrpecCHpOBaHus, OTBET
ONyXOJM W OTBET B OTHOLIEHUH OONHM, TMporpeccusi omyxoinu u Oonu, 4 MOAKATErOpUu
(bYHKIIMOHAILHOMN OIEHKH IPOTHBOOIYXO0JIEBOM Tepanuu npeacraTensHoi sxeessl (FACT-P)).
Tab6auna 2. O6uas BeiKMBaeMocTh B ucciaenosanuu EFC11785 B rpynne kabasurakcesa

25 M1/M? 110 CPaBHEHHUI0 ¢ TPyNmoii kaba3uTakcena 20 mr/m2,

Ka6a3u20+ II (n=598) Ka6a3u25+ I1 (n=602)
O0mas BIXKHBAaeMOCTh
Cryuau cmept, n (%) 497 (83,1 %) 501 (83,2 %)
Memuana OB (95 % A1) (mecsiibr) 13,4 (12,19 - 14,88) 14,5 (13,47-15,28)
OTHoOIIEHHE PHCKOBY
npotuB Kabazu25+ I1 1,024 -
1-ctoponnuti 98,89 % UCI 1,184 -
1-ctoponnutii 95 % LCI 0,922 -

Ka6a3u20 = xabasuraxcen 20 mr/m2, Kabasu 25 = kabaszutakcen 25 mr/m?, I1 = MIPEAHU30JIOH/
npenau3oH, I = noBeputenbHblii uHTEepBa, LCl = HIWKHAS TpaHUIlAa JTOBEPHUTEIBHOTO
unTepBana, UC| = BepxHsis rpaHuIla TOBEPUTEIHHOTO HHTEpBaia, OB - 00mas BBKHBaEMOCTb.

? - OTHOIIIEHHE PUCKOB OIIEHUBAIOCH ¢ ucmosb3oBanuem Cox Propotional Hazard model.
CootHomenue < | ykasplBaeT Ha MEHBIIHI pUCK B rpymmne kabasurtakcena B go3e 20 Mr/m? mo

CPaBHEHHIO C 1030H 25 Mr/M2.
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20 mr/m2. TIpodmmb GeszomacHOCTH KaGasuTakcena 25 Mr/mM?, HaOMIOMABIIMICS B ITOM
UCCIICIOBAaHUHM OB KOJIMYECTBEHHO W KA4yeCTBEHHO CXO0X ¢ mpodmieM 0e30macHOCTH,
HabmonaBmemcs B uccnenoBanun  EFC6193. Menuana konudecTBa KypcoB —TEparuu
Kaba3uTaKCeIoM MalUeHToB B rpymme 20 Mr/m? cocTaBuia 6 KypcoB (MeIMaHa JUIMTEIbHOCTH
Tepanuu - 18 Hejenn), B TO BpeMs Kak MeIHaHa Teparyy B rpymme 25 Mr/m? - 7 MukiIoB (Meauana
JUTUTENTBHOCTH Tepanuu - 21 Henens). B rpynme kabasutakcena 25 mr/m? y 128 maruenros (21,5
%) 103a JeKapCTBEHHOTO Tpenapara OblIa cHukeHa ¢ 25 10 20 mr/m?, y 19 manmenTos (3,2 %)
1032 KabasuTakcena cumkena ¢ 20 1o 15 mr/m? u y 1 manuenta (0,2 %) 103a JeKapCTBEHHOTO
npenapara 6bI1a CHIDKeHa ¢ 15 10 12 Mr/m?. B rpynme ka6asurakcena 20 Mr/m? y 58 marueHToB
(10,0 %) no3a 6pia cHmkeHa ¢ 20 10 15 Mr/m? u'y 9 mammenTos (1,6 %) ¢ 15 go 12 mr/m2 Bee
HeXeJlaTeNbHbIE PEAKINH JIF00O0H CTENeHU TSHKECTH ¢ yacToToil 6onee 10 % orMevanuce yaiie y
TTAIIMEHTOB, MOMYyYaBIINX 25 MI/M%, 4eM y MalpeHToB, momydaBmmx 20 Mr/m2: mmapes (39,8 %
npotuB 30,7 %), TormHoTa (32,1 % npotus 24,5 %), cnadocts (27,1 % npotus 24,7 %), remarypust
(20,8 % mnporus 14,1 %), acrenus (19,7 % nportus 15,3 %), noumxenusiii annetut (18,5 %
npotus 13,1 %), peota (18,2 % npotus 14,5 %), 3anop (18,0 % npotus 17,6 %), Oonb B criuHe
(13,9 % mporuB 11,0 %), xnunuueckas Heurtponenus (10,9 % mnporus 3,1 %), unbexuus
MoueBbiBOAmMX myTedt (10,8 % mpotuB 6,9 %), nepudepuyeckas ceHCOpHas Helpomatus
(10,6 % mpotuB 6,6 %) u mucres3ust (10,6 % mpotus 7,1 %). HexenarenbHble peakiuud co
CTETEHbIO TXKECTH >3 ¢ 4acTOTo Oosbliie 5 % HabM0JaIuCh TOJBKO Y TAIlIMEHTOB, MOJIY4YaBIINX
103y 25 Mr/m%: knmHMYecKas Heirporenus (9,6 % npu 25 mr/m? potus 2,4 % npu 20 Mr/m?) u
¢ebpunsuas Heitrponenus (9,2 % npu 25 mr/m®> npotus 2,1 % npu 20 mr/m?). CornacHo
71a00paTOPHBIM JAHHBIM MEHbBIIEE KOJIMYECTBO HAPYIIEHUH T'€MAaTOJIOIMYECKUX IOoKa3aTesnei
OTMeuaNoch y NMalMeHTOB, MONyYaBIUX KabasuTakcen 20 MIr/M2, 10 CPaBHEHHUIO C MAllUEHTaMH,
nonyuaBmux 25 mr/m2 73,3 % npu 25 mr/m? npotus 41,8 % npu 20 mMr/m? s HelTponenun >
3 crenieru TsoKecTH, 13,7 % npotuB 9,9 % COOTBETCTBEHHO /I aHEMUHU > 3 CTENCHU TSKECTH,
4,2 % npotus 2,6 % COOTBETCTBEHHO JIJIsi TPOMOOITUTOTICHUH > 3 CTEIICHH TSHKECTH.

HHemu

KaGa3urakcen oneHUBaiICs B MHOTOLIEHTPOBOM OTKPBITOM HCCIIEAOBAaHUU, POBOJUMOM B JBYX
dazax (n=39). B 1 ¢aze Obula momobOpaHa MakcHMaibHO TmepeHocumas jgo3a (MTD)
kaba3uTakcena y jaeredt (B BospacTe 4-18 7neT) ¢ penuauBUPYIOIIMMU WIH pedpakTepHbIMU
COJIUIHBIMU OIYXOJIIMH Ha OCHOBaHWH J030JuMHUTHpYIomiei Tokcnunoctd (DLTS). Bo 2 daze
HCCIeIOBaHus ObUTa OIlEHEeHa AaKTHUBHOCTh W 0€30MacHOCTh NpPUMEHEHUs Kaba3uTakcena B
MaKCUMalbHO TMEPEHOCHUMON 03¢ y Jerel (B Bo3pacte 3-16 5er) ¢ peuuauBUPYIOMIEH HIU

pedpaKkTepHO TIIMOMOW BBICOKOH CTEMEHH 3JI0KAYeCTBEHHOCTH WM ¢ JU(y3HOU TIHOMOU
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OIpeJIeNIeHNe YacTOThl OObEKTUBHBIX OTBETOB H JUIMTEIBHOCTH OTBETA.

Bce manwmentsl momydanu npodunaktuky [-KC®. B 1 ¢aze uccnenoBanms 23 manueHTta
nonyunnu kabasutakcen B 103ax oT 20 mr/m? 1o 35 mr/m% MakcUManbHO TepeHocHMas 103a
coctauna 30 mr/m>,

Bo 2 dase wuccrenoBaHms 16 ManMeHTOB IONYYMIM KabasuTakced B jo3e 30 mr/m>.
DddexTrBHOCTH Tepanuu ObuIa oleHeHa Y 11 manueHToB. Y manueHToB ¢ AuQQPy3HON TIIMOMOM
MOCTa TOJIOBHOTO MO3Ta M TJTMOMOM BBICOKOW CTEMEHHU 3JI0OKAYECTBEHHOCTH HE OBLIIO OTMEUEHO
OOBEKTUBHBIX OTBETOB Ha TEPAITHIO.

CaMBIMU 4aCTBIMU HEXEJIATEIIbHBIMU PEAKIIUAMU JTFO00M CTETICHH TSHKECTH, BOSHUKAIOITUMH Ha
¢done neuenus (= 25 %) Oputu cnadocth (39,1 %), ronoBHas 601k, TUapes, TOIHOTA (B IEJIOM
34,8 %), peorta (30,4 %) u 3amop (26,1 %) B 1 daze uccnenoBanus; nuapes (43,8 %), nucharus
(37,5 %), Tomuota (31,3 %), pBora u roysoBHas 6016 (00e y 25,0 %) y manueHToB Bo 2 (aze
WCCIICIOBAHMS.

Cepbe3Hbie HEXeaTeIbHBIC PEAKIMU, OTMEUaBIIHECs Oosee yeM y 2 MalrueHToB B JII000H (aze
UCCIIeIOBaHMsI, BKITIOYAHU B ce0Osi: B 1-if ase - peOpusibHas HelTponenus y S maruenTos (21,7 %)
1 Bo 2-i1 (paze - dheOpriibHAS HEUTpOIICHUS, aHAPUITAKTHYECKAs PEAKIUs U TPOrPEeCcCUpPOBaHUE

3aboneBanus y 3 manueHToB (18,8 %).

5.2 dapMaKOKHNHETHKA

[TonynaumoHHel aHanu3 (apMaKOKMHETUYECKUX IOKa3aTelaed NpPOBOAWICS Yy IMALUEHTOB C
MECTHO-PAclpOCTPAHEHHBIMU COJMJHBIMU OIYXOJSIMH, METACTaTMYECKHMM paKOM MOJIOYHOM
J&Keje3bl M METacTaTU4YeCKUM pakoM IIPeJCTaTeNbHON JKene3bl. OTH IMalUeHThl MOoJyvalu
kabaszuTakcen B auanaszoHe 103 10-30 Mr/m? Iwiomaau IMOBEPXHOCTH Tela €KEHENEIbHO I
KaXOple 3 HeOeu.

AbGcopbuus

Ilocne oaHOYacOBOI BHYTpUBEHHOH MH(Y3uH KkabasuTakceaa B jo3e 25 Mr/m? miomanu
IIOBEPXHOCTH Tejla y TMAalUEHTOB C METAaCTaTUYECKUM paKoM Ipe/CTaTelNbHON JKese3bl
MakcuMalbHas KoHueHTpauusa (Cmax) kabasuTakcena B IUIa3Me KPOBU JIOCTUTallach K KOHILY
onHovacoBoi mHOy3un (Tmax), cpennee 3nauenme Cmax cocraBimsuio 226 Hr/miu. Cpennee
3HAUCHUE IUIOIAMN oA (HapMaKOKMHETHUECKOH KpHBO# «KkoHIeHTpaius-Bpems» (AUC)
cocTaBisao 991 Hr * u/mi.

VY nanueHToB ¢ MECTHO-PACIIPOCTPAHEHHBIMHU COJTMIHBIMU OIYXOJISIMU HE HAaOII01aJ10Ch OOJIBIINX
OTKJIOHEHUI B J030MpONOPLUOHAIBHOCTH KOHLEHTpalii Kaba3uTakceila B IUIa3Me€ KPOBU B

nuarmaszone 103 10-30 mr/m? miomaan IOBEPXHOCTH TEJIA.
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Pacnopenencnne

O6beM pacnpeneneHus B paBHoBecHOM cocTosiHuH (Vss) cocraman 4870 1 (2640 n/m? s
NAIMEHTOB C MeIMAHOM TIIOIAIH TIOBEPXHOCTH Tela, cocTapsomiei 1,84 m?).

In vitro cBs3p kaba3uTakcesna ¢ 4YeJI0BEYCCKHMMHU ChIBOPOTOUYHBIMH Oekamu coctaBisiuia 89-92 %
u ObUla HeHacelmaemod 10 KoHmeHtparmuu 50000 Hr/miu, xotopas mnpeBbimaer Cmax,
HaAOJIOIABIITYOCS TP KIIMHUYSCKOM IPUMEHEHUH npenapata. Kabasurakcen, riraBHBIM 00pa3oM,
CBS3BIBAETCA C CHIBOPOTOYHBIM anbOymuHoM (82,0 %) um numomporemHamu (87,9 % s
JIUTIONPOTEUHOB BBICOKOU IUIOTHOCTH; 69,8 % ISl TUIONPOTEMHOB HU3KOM TIIOTHOCTH U 55,8 %
JUTSL JIATTOTIPOTEMHOB OYCHb HU3KOM MIOTHOCTH). IN VItro B 4egoBedYeckoil KpOBU COOTHOIICHHE
KOHIICHTPALlMU B KPOBH M KOHIICHTPAIIMHU B TUIa3Me KpoBH Haxomutcs B nuanazone 0,90 - 0,99,
9TO yKa3bIBACT HA OJIMHAKOBOE pacIpe/ielicHne kaba3uTakcena B KpOBU U TUTa3Me KPOBH.
HccnenoBanusi, MpOBEJCHHBIC HA XKUBOTHBIX, ITOKA3aJli, YTO Kaba3WTaKCEeNl W €ro METabOUTHI
IKCKPETHPYIOTCS B TPYJAHOE MOJIOKO, a Kaba3WTaKceNl Takke MPOHUKAST 4depe3 IUIaleHTapHBIN
Oapbep.

Metabonn3zm

Kaba3urtakcen wHTEHCMBHO MeTabonu3upyercs B mnedeHu (> 95 %), rmaBHBIM 00pazom, ¢
nomoribio m3opepmentoB noacemericta CYP3A (80 - 90 %). Kaba3urakcen sBIs€TCS OCHOBHBIM
COEIMHEHHEM, LUPKYJIUPYIOUIUM B Iia3Me KpoBd. IlomMuMo Hero, B mjia3Me KpOBH ObLIO
UIeHTU(OUIIMPOBAHO 7 MeTaboNMUTOB (BKJIIOYas 3 aKTUBHBIX METa0OJIMTa, OOpa3yroIIMXCsS B
pesynbrare O-gemerunupoBanus). KoHmeHTpamuss B IJla3Me€ KpOBHU TIJIABHOTO M3 ATHX
MeTab0IUTOB COCTaBIAET 5 % OT KOHIIEHTPAIMH B [JIa3Me KPOBU HEM3MEHEHHOT 0 Kaba3uTakcerna.
Oxouo 20 meTabonuTOB Kaba3uTaKcesla BEIBOAATCS C MOYOM U KaJIOM.

[To maHHBIM WCCIIEAOBAHUEN N VILr0 MOTEHIMAJIbHBIA PHUCK MHIMOMPOBAaHHS Kaba3HUTaKCEIOM
MEYEHOYHOTr0 MeTaboJIM3Ma B KIMHUYECKU 3HAYMMbIX KOHIEHTPAIUSAX BO3MOXKEH B OTHOLICHUU
[pernapaToB, KOTOPbIE, IIIaBHBIM 00pa3oM, SIBIIIOTCS cyOcTpaTaMu n30(hepMEHTOB MoIceMECTBa
CYP3A. Ognako OTCYTCTBYET KaKOH-THO0 MOTEHIIMATbHBIA PUCK MHTUOMpPOBaHUS MeTaboIn3Ma
[pernaparoB, KOTOpbIE SBISAIOTCS cyocTpaTamu apyrux usopepmentos CYP (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2E1l u CYP2D6). Takxe in Vitro kaba3uTakcea He
unayuupyet uzopepment CYP2C9 u uzodpepmentsl noacemerictea CYPL1A u CYP3A.
HccnenoBanus mo B3auMOACHCTBUIO, TPOBEJICHHBIEC Y YETIOBEKa, MOKa3ald, YTO Kaba3uTakcenl
(BBOAMMBIA B BUJAE OJHOYACOBON BHYTPHBEHHOH HH(Y3MHM B 103e 25 Mr/mM? miomanu
MOBEPXHOCTH TelNa) HE M3MEHSI IUIa3MEHHBIX KOHIEHTpaluii Muaa3ojama, STaJOHHOTO
cyoctpata nzodepmentoB nojacemeiictea CYP3A. Takum oOpasom, in ViVO kabasuTakcesn He
uHruoHupyet nzodepmentsl nojacemeiictea CYP3A.

CunbHbIe MHIYKTOPBI MM UHTHOUTOPBI H30(hepMeHToB mojicemerictBa CYP3A MoryT usMeHsTh
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IUIa3MEHHbIE KOHLIEHTPAaLUK Kaba3uTakcena B Ijla3Me Kbgﬁﬁ:';@'akg'ﬁa%%%gg B Sibshom

MeTabonu3upyeTcs ¢ momomsto nzodepmertos noacemeiictea CYP3A.

[IpenuusonoH, mnpuHUMaeMbli B go03e 10 wmr/cytku, He wu3MeHAeT (HapMaKOKHHETUKY
Kaba3uTakcena.

In vitro xa0a3uTakcen He WHrHOMpyeT OCJKM MHOXKECTBEHHOW PE3MCTCHTHOCTH K
xuMuorepaneruueckum Tnpernaparam (MRP1 u MRP2) wunu TpaHcmopTep OpraHMYeCKUX
katroHoB (OCT1). Kabasurakcen unrubupyer tpancnopt P-rimkonporenna (P-gp) (aurokcus,
BUHOJACTHH), OENKOB PE3MCTEHTHOCTH K XHMHOTEPANEeBTUYECKUM TIpenaparaM IpH pake
MoJouHoi xkerne3sl (BCRP) (MeToTpekcaT) v MOJMIENTHIOB, TPAHCIIOPTHPYIOIIUX OPraHUIECKHIEe
annonbsl (OATP1B3) (xonenucrokunuH - CCK8), B KOHLIEHTpalusax, KaKk MUHUMYM, B 15 pa3
MPEBBIIAIONINX KOHIIEHTpAIUY, HA0II01aeMble B KIIMHUYECKUX YCIOBHSX, a TAK)KE MHTUOUpPYET
tpancniopr OATPI1B1 (actpanuon-17p-ritokypoHua) B KOHIEHTpalusiX, TOJbBKO B 5 pa3
TIPEBBIIAIONIMX HAOIOaeMble B KIMHWYECKUX ycIoBHAX. [103TOMY B 703€ 25 Mr/M? mIomam
MOBEPXHOCTHU TeJla PUCK B3aUMOJICHCTBHs KabazuTakcena in vVivo ¢ cyocrparamu MRP, OCTI, P-
gp, BCRP u OATP1B3 manoBepositeH. Puck B3anmoieiicTBus kabazuTakcena ¢ TPAaHCIIOPTEPOM
OATP1B1 Bo3MOKeH, B 0COOEHHOCTH, BO BpeMs IPOBEICHUsI BHYTpUBeHHOU nHDY3uu (1 1) u 10
20 muH nocne okoH4aHus nHGY3uu (cM. pazaen 4.5).

BriBenenue

ITocne ogHOYACOBOM BHyTpHBeHHOH MHMY3un [Y*C]-kabasurakcena (MEYEHOTO PagHOU30TOIIOM
kabasuTaKcena) B f03e 25 MI/M? TJIOIIAAM TOBEPXHOCTH TeNa Y OHKOJOTHYECKHX MAIMEHTOB
npubm3uTensHo 80 % BBEIEHHOHN 103bI BHIBOJUTCS B TeYeHHE NBYX Heaenb. Kabasurakcedn,
[JIaBHBIM 00pa3oM, BBIBOAMTCS M3 OpraHu3Ma uepe3 KHIIEYHHK (C KajJoM) B BHJE
MHOTOYMCIECHHBIX MeTa0oauToB (76 % m03b1); B TO BpeMs KakK T[OYeYHas AKCKPEIHs
kaba3uTakcesa U ero MeTaboJIMTOB COCTAaBIsET MeHee 4 % OT BBEJIEHHOH 10361 (2,3 % BBEIEHHON
JI03bl BBIBOJIUTCSI C MOYOW B HEU3MEHEHHOM BHUJIE).

Kaba3uTakcen nMeeT BHICOKMH IUIa3MEHHBIH KIMPEHC, COCTAaBIAIOMMI 48,5 n/u (26,44 mn/u/m?
IJIOIAM HOBEPXHOCTH TeNa y MALMEHTOB ¢ MEMAHOM MIOMaaU MOBEpXHOCTH Tena 1,84 m?), u
JUTUTEIbHBIA IEPUO/ TTOTYBBIBEACHUS, COCTABISIONIHHI 95 4.

Oco0Oble I'pyHOIIbI MNAalIMCHTOB

HauueHMbl nooJKcuiloco eo3pacma

HpI/I MOMyJIINUOHHOM aHAJIN3¢ (bapMaKOKI/IHeTI/I‘-IeCKI/IX JAAaHHBIX MMAITUCHTOB B BO3pPACTC 65 ner u
cTapuic HE Ha6JHOI[aJ'IOCI> KaKoro-IT1n00 BIUSHUS BO3pacTa Ha (bapMaKOKI/IHeTI/IKy ka0a3uTaKcea.
Tleyenounas nedocmamoynocme

KaGa3urakcen BBIBOJUTCA U3 OpraHU3Ma B OCHOBHOM ITYTCM IECUYCHOYHOT' O MeTaboau3Ma.

[leyeHouyHast HEJOCTATOUYHOCTH JIErKOH (00Kt OnnupyOHH chIBOpOTKH KpoBu >1 n < 1,5 x BI'H
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wm ACT [acnapratamuroTpancdepasa] chiBoporku kpost-> 15 BIH) i éperdiei (6t

oumnpyOun > 1,5 u <3,0 x BI'H) crenenu TspkecTH He OKa3bIBasla BIUSHUS HAa (apMaKOKHHETUKY
Kaba3uTakcena y MalMEHTOB B CIEHUAIBHOM HCCIECIOBAHWU. Y MAIMEHTOB C IEUYCHOYHOH
HEI0CTaTOYHOCTBIO TSDKEJOH cTenenu (oomuit onmpy6oun > 3,0 x BI'H) nabmoganocs cHIbKeHUE
KIupeHca kabaszurakcena Ha 39 %, 4TO yKa3pIBaeT Ha BIIMSHUE TSHKEIIOW CTEIICHU IEUYCHOYHOM
HE/I0CTaTOYHOCTH Ha (hapMaKOKMHETHKY TpernapaTa.

lloueunas neoocmamounocmeo

Kaba3urakcen He3HAYUTEIBHO BBIBOAUTCS MOYKaMu (2,3 % OT 10361).

[MonynsitimonHbId (hapMaKOKMHETHYECKUIN aHalIU3, TPOBEACHHBIN 10 JaHHBIM 170 manueHToB, B
COCTaBe KOTOPBIX ObLIO 59 MallMeHTOB C MOYEYHOW HEAOCTATOYHOCTHIO JIETKOM CTENEHH TSKECTH
(xmupenc kpeatunnHa 50-80 Ma/MuH) 1 14 malMeHTOB ¢ MOYEYHON HEJOCTATOYHOCTHIO CPEeTHEH
cTeneHn TsbkecTd (kiaupeHc kpeatuHuHa 30-50 Mui/MMH) mOKaszal, 4YTO  IOYEYHAast
HEJOCTAaTOYHOCTh JIETKOM M CPEeIHEH CTENEeHU TSHKECTH HE OKa3blBasla CYIECTBEHHOTO BIUSHUS
Ha (apmMakoKMHETHKY Kaba3uTakcena. OTO ObUI0O  TOATBEPXKICHO  CPaBHUTEIIbHBIM
uccienoBaHeM (apMaKOKHMHETUKH Yy TAlHWEHTOB C COJUAHBIMHU OIyXOJSIMH C HOPMAaJIbHOM
byHkipen moyek (8 MalMeHToB), MAMEHTOB C TIOYEYHON HEIOCTATOYHOCTHIO CPEIHEH CTENeHN
TsDKeCTH (8 TaIlMeHTOB) W TMAIMEHTOB C TMOYEYHOM HEAOCTATOYHOCTHIO TsDKENIou cremeHu (9
MAIMEHTOB), KOTOPBIE MOJIyYalH JIedeHHue KaOa3uTaKcelIoM B BHUJE BHYTPHUBEHHOM MH(Y3UU B
7103€ 110 25 Mr/M? TLIOMIAI1 TOBEPXHOCTH Tela. B ucceioBaHnu GLIO [Ba MAIlMEHTA C KITHPEHCOM
kpeatnHnHa < 15 M/mMun/1,73 M? (8 miw/mun/1,73 M? u 14 mn/mun/1,73 M?). CienoBaTensHo,
HUMEIOTCSI OTPaHUYEHHBIE JaHHBIE O MPUMEHEHNH KaOa3uTakcesa y MalueHTOB ¢ TEPMUHAIBHON
CTagueld IOYeyHOW HEJ0CTaTOYHOCTU. Pe3ynbraTel uccienoBaHus (APMaKOKMHETHKH U
Oe3onmacHOCTH Kaba3uTakcesla Ha 8§ NalMEeHTaX [OKa3ald, 4YTO TsDKenas IodyeyHas
HE/I0CTaTOYHOCTh HE OKa3blBajla 3HAUUTEIBHOIO BIUSAHUS HAa (DAPMAKOKUHETUKY U 0€3011aCHOCTh
kaba3uTakcena.

Dapmaxokunemuieckoe 83auMooelicmsue ¢ OpyeumMu 1eKapcmeeHHbIMU CPeOCmeamu
Kaba3urakcen, rimaBHbIM 00pa3oM, METa00IM3UPYETCS C TOMOIIBIO H30(hepPMEHTOB MoIceMecTBa
CYP3A.

KypcoBoii mpuem kerokonazoina (400 Mr 1Ba pa3a B CyTKH), CHIIbHOI'O HHTHOUTOPA U30(EPMEHTOB
noncemerictea CYP3A, mpuBoaMia K yMEHbIIEHHIO KiHMpeHca Kabasutakcena Ha 20 % c
coorBercTByromuM yBenuuenueM ero AUC Ha 25 %. OpHoBpeMeHHOE NpUMEHEHHE
afnpenuTaHTa, yMepeHHoro uHruoutopa usopepmentos nojacemeiicrea CYP3A, He oka3bIBaio
s dexTa Ha KIMPEHC U CUCTEMHYIO SKCIIO3UINI0 Kaba3uTaKkcena.

Kypcosoii nmpuem pudamnuna (600 Mr ouH pa3 B CyTKH), CHIIBHOTO UHIYKTOpa N30(epMEHTOB

nojcemerictea CYP3A, mpuBoaui K yBelIHueHHIO KiupeHca Ha 21 % U COOTBETCTBYIOLIEMY
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(MOCNEOCBATENEHOCTE 0002)

ymenbiennto AUC na 17 %.

Jlemu
bezonacuocts u spdextuBaocTs npenapara KABASUTAKCEJI DJIb®DA y neteii u HogpoCTKOB

10 18 jieT He yCTaHOBJICHBI.
5.3 JlaHHbIe TOKJIMHUYECKOI 0e30MacHOCTH

0011128 TOKCUYHOCTD

Brusanue na neuens

['umeprnasusi  JKEMYHBIX  MPOTOKOB, apTEPHUANbHBIN/IEpUAPTEPHATBHBI  HEKPO3  W/WIH
renaToUeUIIOSIPHBIA HEKpO3 HAOMIOAAINCh Yy CO0aK IOCiie OJHOKPATHOTO BBEACHHUS J03bI
(0,25 mr/xr [5 Mr/m?]), 5-nHeBHOTO BBeneHuH (0,2 MI/KT [4 Mr/M?%]) M eXeHeIeNbHOTO BBEICHHS
(0,325 wmr/kr [6,5 mr/m?]). Y xpeic Habmomanach NHTMeHTanus kKieTtok Kymnddepa n
JiereHepalys/pereHepanus Kel4HbIX MPOTOKOB B MEUEHU NPU BO3JEHCTBUU Kaba3uTakcena B
HaMBBICIIEH JIeTaNbHOH 103e, cocTasonteit 10 Mr/xr (60 Mr/m?), B BCCIeOBAHNM Ha KpbICAX
MIPOJIOJKUTENBHOCTEIO 10 IUKIIOB Teparunu.

HelpoToKCHYHOCTD

VY wmpmmeit gepes 10 wm 20 Henens mociie OJTHOKPATHOTO BBEJEHUS HaO01amach HeoOpaTumast
nepudepuyeckas HEHPOTOKCUYHOCTb, T'HMCTOJIOTMUYECKH XapaKTepU3YIOLIasicsi JereHepalueit
CeIaJIMILIHBIX HEPBOB U KOPEIIKOB MOSICHUYHO-KPECTIOBBIX HEpPBOB. Jl03a, Mpu KOTOpOH He
Habmoanock HebmaronpuaTHeix ddexror (NOEL), cocraBmsama 15 mr/xr (45 mr/m?) mocie
OJIHOKPATHOTO BHYTPUBEHHOT'O BBEACHUS B TeueHue | yaca.

Y  Mblmed  oTMedasach  IEHTpaJbHAasg  HEMPOTOKCUYHOCTb,  T'MCTONATOJIOTMYECKH
XapakTepU3ymollascss HEKPO30M W/WIM BaKyoJu3alueld HEWpPOHOB B TOJOBHOM MO3TE,
aKCOHAJILHBIM OTEKOM U JeTeHepaluen MeWHOro OT/ena CIIMHHOTO MO3ra, Moclie OJHOKPAaTHOM
0/IHOYACOBO} BHYTPHBEHHOM MH(Y3UM B 103€ 15 MI/Kr (45 Mr/mM?), cunraromeiics 10CTaTOuHOM
JUIS TIPEBBIIICHUS MaKCUMaJIbHOW SKCIIO3UIIMM Tpernaparta y yesoBeka. J{o3a, mpu KOTOpoil He
Habmonanocs HeOmaronpusatHeix 3bdextoB (NOEL), cocraBmsma 10 wmr/kr (30 mr/m?)
(mpubnusutensHo 7-kpaTHoe npesbimieHne AUC y manueHToB ¢ pakoM IMpHU HCIOJIb30BaHUU B
PEKOMEHIOBAaHHOM y YeIoBeKa /103€) Mociie OAHOKPATHOIO BHYTPUBEHHOT'O BBE/ICHUS B TEUCHUE
1 gaca.

HapyiieHus co CTOpOHBI Iia3

CyOkarncynbpHBIH OTEK/IereHepalusi BOJOKOH XpycTainka HaOmroaaics y Kpbic B TedeHue 10-
LIMKJIOBOTO MCCIIEI0BAHHS 110 TOKCHYHOCTH B 103aX 10-20 Mr/kr (60-120 mr/m?) (mpubIM3UTeILHO
2-kpatHoe mnpesbiienne AUC y manweHTOB ¢ pakoM MpH HCIOJIB30BaHWU Ipenapara B
PEKOMEHIOBAaHHBIX Y 4YelloBeKka /103ax). [lo3a, mpu KoTopoil He HabII01aT0Ch HEOIaronpUsSTHRIX

sppexroB (NOEL) ma xpycramuk, cocraBiusia 5 mr/kr (30 mr/m?) (mpubmumsutensno AUC y
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HAlKMEHTOB C PAKOM B PEKOMEHJOBAHHBIX Y YEJIOBEKA zloi-e&')-.' %ﬁ%ﬁﬂg&hﬁﬁ{égﬁbg;ﬁﬂf)mn

yepe3 8 Hesleb.

O11ieHKa pUCKA JIJIS OKPYKAIOMICH CPEJIbI

Pe3ynbraThl OLIEHKH pHCKa Ha OKPYXKAIOIIYIO cpely mokaszanu, uto Kabasurakcen He obnamaer
KaKMM-TTH00 3HAYMMBIM BO3JICHCTBUEM Ha OKPYIXKAIONIYIO cpeay (cM. pazaen 6.6).

KanneporeHHocTh

I[JII/ITGJH)HI)IG HCCIICAOBaHMA Ha JKHBOTHBLIX [JId OLICHKH KAaHOCPOTCHHOI'0 IOTCHIMAIa
Kaba3uTaKcesa He IMPOBOAHIINCE.

MyTareHHocTb

bakrtepuanbHblii  TecT o0OpaTuMoil MyTareHHOCTH (TecT OiiMca) i Kaba3uTakcena
OTPHULATETbHBIN.

I eHOTOKCUYHOCTH

Jlns kaba3uTakcena He OTMEYEHO KJIACTOTEHHOCTH B IN VItro tecre ¢ muMdonutamu deioBeka
(xaba3zuTakcenmn HE WHIYIHUPOBAT CTPYKTYPHBIX XPOMOCOMHBIX aOepparuii, HO YBEIWIHBAI
KOJIMYECTBO MOJMIUIONIHBIX KJICTOK) U WHAYIUPOBAT YBEIHUCHUE MUKpOsIIep IN VIVO y KpbIC B
no3ax > 0,5 mr/kr. OiHaKo, 3TH JaHHbIE 10 TEHOTOKCUYHOCTH (aHEYTeHHBIM MEXaHU3M ) MPUCYIIH
(hapMakoJIOTHUECKONH aKTUBHOCTH COCIMHEHUSI (MHT'MOMPOBAHMS ICTIOTMMEPH3aIiY TyOyrHa).

TepaToreHHOCTh

JlokIMHUYeCcKre HCCAe0BaHusl Ha KpbIcaX M KPOJIMKax MOoKa3alH, YTo Kaba3zuTakcen obiagaet
AMOPHOTOKCUYECKHM, (PETOTOKCHYECKUM U abopTupyromuM aeiicteueM. Korga camkam kpbic ¢ 6
nmo 17 neHb recTaluu BHYTPMBEHHO BBOAWJIM Kaba3uTakcen 1 pa3 B CyTKH, HaOmromanach
sMOpuoderanbHas TOKCUYHOCTh IIPU MEHbIIEH CHUCTEMHOM AKCHMO3UIUU, YeM HaOII0IaeMOi y
JIIOJIeH, TONy4YaBIINX KIMHUYECKU 3HAUMMBbIe J103bI Kaba3uTakcena, U MPOosBIIsIach B BUJIE THOEIN
IJI0J]a U CHIKEHUH CPEeIHEro Beca IMOPHOHOB, CBSI3aHHOTO C 3a/IeP:KKON OCCU(UKAIINH CKelleTa.
KaGa3uTakcen He BbI3bIBANT aHOMAIMU Pa3BUTHS IJI0JA Y Kpbic M KponukoB. KaGaszuTakcen
MIPOHUKAI Yepe3 MUIalleHTapHbIN Oapbhep y KpBbIC.

Ilocye 0HOKPATHOTO BHYTPUBEHHOro BBeAeHus [1*C]-kabasurakcena B no3e 0,08 Mr/ Kr caMkam
KpBIC B TMIEPHO/I JIJAKTAIMU B MATEPUHCKOM MOJIOKE B Te4eHHE 24 4acoB OOHApyKHMBaJIOCh MEHEE
1,5 % BBeneHHOH JTO3HI.

Hapyiienus d)eDTI/IJ'IBHOCTI/I

KaGa3urakcen He BAHSIET Ha CIOCOOHOCTH K CIIAPUBAHUIO WK (DePTUILHOCTD MOTYYaBIIUX €ro B
no3ax 0,05, 0,1 u 0,2 Mr/kr/cyTku camiioB Kpbic. OJHAKO BO MHOTOIIMKJIOBBIX UCCIIEIOBAHMSIX Ha
KpbICax, MOTY4YaBIIMX BHYTPUBEHHO Kaba3uTakced B J03€ 5 MI/KT, HaOIOJAIKUCh JIereHepalus
CEMEHHBIX My3bIPHKOB U aTpo(usi CEMEHHBIX KaHAJBIIEB, a y cO0aK, MOMyuaBIINX Kaba3uTakceln B

J03€ 0,5 MI/KT - MUHUMAJIbHAs TCCTUKYJIIpHAA ACTCHCPALUs (MHHHMaﬂBHBIfI HCEKPO3 OAUHOYHBIX
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SIUTEINATBHBIX KIETOK B snuauaumMuce). CucTEMHas SkEHtOsmlfrst y AHBOTHEX BBLIE HoEOHOI

wi 0ojee HU3KOHM, YeM TakoBasi, HAOJIIOJaBIIAsCs y YeJIOBeKa, MPHU MPUMEHEHHH KIMHUYECKH

3HAUUMBIX 103 Kaba3uTakcesa.

6. ®PAPMAIIEBTUYECKHE CBOMCTBA

6.1 Ilepeyenb BcnoMoraTeJbHbIX BellleCTB

KonueHnrpar

nosucopbat 80 (Montanox 80)

JIUMOHHAsI KMCJIOTa Oe3BOAHAS

PacTBOpuTEnn

3TaHoJ (CUPT STUIIOBKIH) 96 %

BOJA 11 NHBESKIUU

6.2 HecoBmMecTUMOCTH

JlaHHBIN JIeKapCTBEHHBIM TIperapaT HE CJeAyeT CMEIMHUBAaTh C JAPYTUMH JIEKapCTBEHHBIMHU
MpenapaTamu, 3a UCKIIIOUEHUEM YITOMSIHYTBIX B paznene 6.6.

He ucnonb3oBaTh HHQPY3HOHHBIC KOHTEIHEPHI U3 nonmBuHIIXIopUaa (I1BX) wiu nndy3nonHbe
HaOOPBI U3 MOJIMYypeTaHa JJIsl IPUTOTOBJICHUS U BBEACHUS HH(PY3MOHHOTO pacTBOpA.

6.3 Cpok roaHocTu (CpoK XpaHeHus)

3 roxa.

YcioBus XxpaHeHus pa3BeACHHOTO PacTBOPa

CmabunvHocms nepeoHAYANIbHO DA36E0eHHO020 KOHYEHMpama NpuiazaemvlM pacmeopumenem
(npemuxca) 6o gaaxone

[Tocne nepBonavasnibHOro paspeaeHus mnpenapara KABASUTAKCEJI DJIbOA npuiiaraembiM
pacTBOpUTENIEM TMOJYYHUBIIAsICS B pe3yJbTaTe CMECh KOHIEHTPAT-PACTBOPHUTEND (IIPEMHUKC)
OCTaeTCsl XUMUYECKH U (PU3NYECKH CTaOMIBbHOM B TeueHue | yaca mpu XpaHEeHHH IPU OOBIYHOM
temreparype (15 °C - 30 °C). C MHKpOOMOIOrHYECKON TOYKH 3PEHUS CMECh KOHIICHTpaT-
pacTBOpPUTENb JOJKHA HCIIOJIb30BATbCA HEMEMJIEHHO Iocie npurotoBieHus. Eciu ona He
MCIOJIb30BaHa HEMEICHHO MOCIIe MPUTOTOBIICHUS], TO OTBETCTBEHHOCTD 32 BPEMS U YCIOBHUS €€
XpaHeHusi HeceT moib3oBarenb. OOBIYHO €€ He cileayeT XpaHuTh Oosiee 24 yacoB Hpu
temnepatype 2 °C - 8 °C, npu ycia0BUH, YTO pa3BeJeHHEe ObUIO MPOBEICHO B KOHTPOIMPYEMBIX U
BAJIMAUPOBAHHBIX ACENTUYECKUX YCIOBUSX.

CmabunvHocms OKOHUAMENbHO Pa38e0eHH020 pacmeopa 6 UH@Y3UOHHOU eMKOCmU

Ilocne oOKOHuUATENBHOrO pa3BeAeHUs B HH(QY3MOHHONH eMKOCTH/(IakoHe XHMUYecKas U

(pI/IBI/I‘-ICCKaH CTaOUJIBLHOCTD pacTBOpa ObLTa MMPpOACMOHCTPUPOBAHA B TCUCHUC 8 dacos npu
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KOMHAaTHOW Temneparype (BkiIto4as 1-4acoByro HYTpI/I]iQi;IIyﬁ}J %ﬁﬁu Beiefine 48 aacon

NIPU XpPAaHEHHUHU B XOJIOIMIIbHUKE.
C MUKpOOHOIOTHUYECKON TOYKH 3peHUsI MH(PY3NOHHBIM pacTBOP TOJKEH BBOAUTHCS HEMEIJICHHO
1ocjie NpUroToBieHUs.. Ecin OH He BBEJEH HEMEUIEHHO I[I0CJIE€ IPUTrOTOBJIEHUS, TO
OTBETCTBEHHOCTb 3a BPEMS U YCJOBUS €r0 XpaHEHUs HECeT Mojb3oBaTeslb. OOBIUHO €ro He
cienyeT XpaHuTh Ooiiee 24 yacoB npu Temmeparype 2 °C - 8 °C, npu ycIoBuH, 4YTO pa3BeJIeHUE
OBLIO MPOBEJICHO B KOHTPOJIIMPYEMBIX U BAIMAUPOBAHHBIX aCENITUYECKUX YCIOBUSX.

6.4 Oco0Oble Mepbl PeIOCTOPOKHOCTH NPH XPaHEHUH

XpaHUTh B OPUTHHAIBHOM yIakoBKe (B TTauke) MpH Temmepatype He Boite 25 °C.

He xpaHuTh B X0JI0AUIBHUKE.

VYcnoBus xpaHeHus nocie pa3BeieHus JIeKapCTBEHHOT 0 Tipenapara cM. B paszene 6.3.

6.5 Xapakrep M coaepkaHue NEPBUYHOH YIIAKOBKH

Opna mayka cogepxuT 1 (aakoH ¢ KOHIEHTpAaTOM U 1 (IIaKOH C paCTBOPUTENIEM.

Konnentpar: Ilo 1,5 mn xoHuentpara (60 Mr neicTByromiero BeliecTBa) BO (hIakoHbBI U3
OecuBeTHOro crekia |  TUIPOIMTHYECKOTO  Kjlacca, YKYNOpPEHHble NIpoOKamMu U3
XJIOpOYTUJIKaydyyKa M KOJMayKaMHd aJIIOMHUHHEBO-TIACTUKOBBIMU. Ha (rakoH HakjaenBaroT
ITUKETKY.

PacTBOpuTEND:

ITo 4,5 mu pactBOopuTens BO (IakOHBI M3 OCCIIBETHOTO CTEKJIa | THAPOIMTHYECKOro Kiacca,
YKyHOpEeHHbIE MPOOKaMH U3 XJIOpOYTHIIKAYUyKa U KOJIMauKaMH aTlOMUHUEBO-TNIACTUKOBBIMU. Ha
(bnakoH HakiIeuBarOT STUKETKY. [1o 1 ¢umakony ¢ koHneHTpaToMm u 1 (uiakoHy ¢ pacTBOpUTETIEM
BMECTE C MHCTPYKLHEH [0 MEAULUHCKOMY MPUMEHEHHIO (JIMCTKOM-BKJIAJIBIIIEM) MIOMEHIAIOT B
KapTOHHYIO MAuKy.

6.6 OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH  YHUYTOKEHUH  HCIOJIH30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara MWJH  OTX0A0B, IMOJYYeHHBIX MocJe NpUMeHEeHHUs
JIEKAPCTBEHHOT'0 Mpenapara, 1 pyrue MaHUMyJIsiliUU ¢ NpenapaTomM

IIpuroroBiieHHE pacTBOpA JJIS I/IHd)V3I/II71 )41 06pameHHe C IMperiaparomM

Kak u mpu pabore ¢ ApyruMu MPOTHUBOOIYXOJIEBHIMU MIperaparamu, CileayeT coOIroaaTh
OCTOPOKHOCTH U HCIIOIB30BaTh nepyatku mpu padore ¢ npenaparom KABASUTAKCEJI DJIbOA
Y TIPU IPUTOTOBIIEHUH €r0 UH(Y3UOHHOTO PacTBOpA.

Ecnu pactBop npenapara KABASUTAKCEJI DJIb®A nHa mto6om 3Tamne paboThl ¢ HUM MOMal Ha
KOXY, CJeAyeT HEMEMJIEHHO M THIATEJbHO MPOMBITH MECTO KOHTakTa BOAOM ¢ mbuioM. [lpu
MOTa/IaHU U TIpernapara Ha CIIU3UCThIE 000TI0YKH, CIelyeT HEMEAIEHHO U TIIATENbHO MPOMBITh UX
BOJIOM.

Pa6orats ¢ mpenapatom KABA3UTAKCEJI DJIbDA nomkeH TOIbKO MEPCOHaN, BIAACIOIIUN
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HaBbIKaMH O6paIJ_ICHI/I$I C MUTOTOKCUYCCKHUMM II]]

BepemeHHbIe )KEHIIIMHBI HE TOJKHBI pab0TaTh C 3TUM IMPENapaToM.

BuumarensHo mpounrtaiite BCIO Hmkecnemyronyto nH(GOpMammio Mo MOArOTOBKE Ipernapara
JUIs BHYTPUBEHHOTO BBEJICHUS MIEPE]] €0 CMEIIMBAHUEM U Pa3BEACHUEM.

Kaxnpriii hmakon ¢ kornenTpaTom coaepkut 60 mr npenapara KABASUTAKCEJI DJIb®A B 1,5
MJI (HOMUHAIIBHBIA 00beM) (Tpu 00beMe HanoJHeHusI uiakoHa B 1,83 M1 KOJIMYECTBO mpenapara
cocraBisieT 73,2 Mr)

Kaxnpiii (nakon ¢ pactBoputeneMm coiaepxut 4,5 mMi (HOMHHaJIbHBIM 00beM) (Ipu oObeme
HaroJxHeHus 5,67 MJI pacTBOPUTEIIA).

Ilpumeuanue
OTu 00beMbl HAIOJHEHUSI OB YCTAHOBJIEHBI BO BpeMs pa3pabOTKH MpenapaTa JUisi TOro, YTOObI
KOMIIEHCUPOBAaTh TMOTEPH JKUAKOCTH BO BpeMs MPUTOTOBJIEHHS TpeMuKca (pacTBopa,
MOJIyYEHHOTO B  pe3yJbTaTe TMEPBUYHOTO  pa3BEACHUS  KOHIIEHTpaTa IpHJIaraeéMbIM
pactBoputeneMm). Takum oOpa3om, ¢iakoHbsl Kak koHieHTpara nmpenapatra KABA3UTAKCEJL
DJIb®A, Tak ¥ pacTBOpUTENS COJEpKAT U3OBITOUHOE KOJUYECTBO JEHCTBYIOIIErO BEIIECTBA U
pacTBOpUTEIS, YTOOBI KOMIIEHCUPOBATH MOTEPHU KUIKOCTHU B MPOIIECCE MPUTOTOBIEHUS PacTBOPA.
3710 N30BITOYHOE KOJIMYECTBO ACHCTBYIOLIETO BELIECTBA U PACTBOPUTEIIS FTAPAHTUPYET, YTO MOCIE
pa3Benenus koHueHtparta npemnapata KABA3UTAKCEJI JJIb@A BCEM copepkumbiM
BXOJIAILIIETO B COCTaB YMAaKOBKU ()JIaKOHA C pacTBOPUTEIIEM, IPEMHUKC OyAET coAepKaTh pacTBOP
npenapatra KABA3UTAKCEJI 3JIb®A ¢ konnentparueit 10 mr/mo.
Konnentpar npenapata KABASUTAKCEJI DJIb®A nyxnaerca B JIIBYX pa3Benenusx nepen
BBeseHueM. CrenyiiTe HHCTPYKLHSM I10 IPUTOTOBIICHUIO PACTBOPA, MIPEICTABICHHBIM HIDKE.
[Ipurorosnenue pactBopa s HHGY3UN MPOBOIUTCS B aCENITUYECKUX YCIOBUAX B 2 3Tarla.
Oman 1. Ilepsonauanvroe pazsedenue npenapama KABA3UTAKCEJI 3JIb DA, konyenmpam ons
npu2omosieHus pacmeopa 0Jisi UHGy3uil, npuiazaemvim pacmseopumesnem.
- Ocwmorpure ¢uakon konineHtpata npenapara KABA3SUTAKCEJI DJIbOA u
MpUJIAraloIuiicss K HeMy pacTBOpuUTesib. PacTBOp KOHIEHTpaTa JOKEH ObITh
MIPO3PaYHBIM.
- Hsenexute BCE conepxuMoe npuiaraeMoro pacTBOPUTENS C IOMOIBIO IINPUIIA,

HEMHOI'0 HaKJIOHUB ()IaKOH, M BBEAUTE BO (PJIAKOH C KOHLEHTpPATOM Ipenapara

KABA3UTAKCEIJI OJIbDA. Hns MaKCHUMaabHOT O YMEHBIIEHUS

1IeHOOOpa30BaHUsl TPH BBEIECHUHM pACTBOPUTEIN 4Yepe3 HIIy BO (DIakoH C

KOHICHTPAaTOM HaHpaBJlfIﬁTe HUIJy Ha BHYTPCHHIOKO CTCHKY (bJ'IaKOHa 1 BBOAUTEC
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PacTBOPUTENb MEJIEHHO.

- VYpanure Impulnl W UMy W [EpeMEUIMBAalTe  coxepKumMoe  (IakoHa
NpUOIM3UTENBHO B TeUEHHE 45 CEKyH]I, 0CTOPOKHO HECKOJIBKO pa3 epeBOpadnBast
(1akoH, 10 MOIYyYSHHS TPO3PAYHOT'O M TOMOTEHHOT'O PacTBOpA.

- OcTaBbT€ TOCTOATH TIOJYYEHHBIH pAcTBOpP B TEUYEHHE HECKOJIBKUX MHUHYT
(mpuOMM3UTENPHO B TEYEHHE S5 MHHYT) M 3aTeM IPOBEPhTE pacTBOp Ha
TOMOTEHHOCTh M TPO3PAaYHOCTh. B TeUeHHE 3TOro BpEMEHH B HOPME BO3MOKHO
COXpaHEeHHEe HEOOIBIIIOr0 KOJTMYECTBA ITEHBI.

[TonyuuBiasics B pe3ynibTaTe cMech (MMPEMHUKC) UMEET KOHIEHTpaluio kadbasutakcena 10 mr/miu
(u3BnekaeMblii 00beM coctaBisier 6 Mi). s modydeHus pacTBopa A MHQY3UH MPEMHKC
JOJbKEH OBbITh HeMeJIeHHO (B TeueHue | yaca) pa3BeseH (cM. atan 2).

Oman 2. [lpuecomosnenue pacmeopa 05t un@y3utl

W3BnekuTe  HEOOXOAMMOE  KOJMYECTBO  NEPBOHAYATBLHO  Pa3BEACHHOTO  Iperapara
KABA3UTAKCEIJI OJIb®A (pacTtBop ¢ KoHLeHTpauuend 10 mMr/mi kabazuTakcena) ¢ MOMOIIbIO
TpayUpOBAaHHOTO IITIPUIA (M3-32 BO3MOYKHOCTH COJIEPYKaHMsI BO (DIAKOHE TEHBI BBOAWUTE HTITY
IITpUIIAa BO BpeMsl M3BJICUEHHUS pPacTBOpa B cepeauHy MpoOkHM (jakoHa) U BBEIUTE €ro B
CTEPHJIbHBINA KOHTEHHEpP ¢ MH(Y3MOHHBIM pacTBOPOM (KpoMe KOHTEHHEpa U3 MOJIMBUHIIXJIOpUAA
(IIBX)) (5 % pactBop nekcrpossl wian 0,9 % pactBop Harpus xiopuna). KonmeHTpaius
MH(Y3HOHHOTO pacTBOpa Kaba3zuTakcena qomkHa OeTh oT 0,10 mr/mit 1o 0,26 Mr/mo.

Jns  BBeleHUS NpPENMCAaHHOM JI03bl MOXKET moTpeboBaTbes Oojee oOfHOro (akoHa
IIEPBOHAYAJILHO Pa3BEAEHHOI0 PacTBOpa.

W3BnekuTe Mnpuil ¥ nepemeraiite cogepkuMoe HH(PY3MOHHOIO KOHTEHHepa Uil (iiakoHa
BPYYHYIO IOKaYMBAIOIUMH JIBUKEHUSAMH.

Kak u Bce ipyrue pacTBOpbI Aj1s MAPEHTEPAIbHOIO BBEICHUS, [TOJyUYUBLIMICS B pe3ysIbTaTe
pacTBOp JOJKEH ObITh BU3yaJIbHO OCMOTPEH Iepesl IPUMEHEHHUEM.

WHdy31oHHBIN pacTBOp Kaba3uTakcesa JOKEH BBOJUTHCS CPasy K€ MOCIe IPUTOTOBICHHUS.
OpnHako MpH creruagbHbIX YCIOBUAX (CM. pa3zen 6.3) Bpems ero XpaHeHUs! MOXKET ObITh Oosee
MIPOAOIKUTEITHHBIM.

Bo Bpemst BHyTpUBEHHOTO BBEICHUsI HHPY3HOHHOr0 pacTBopa Kabasurakcen Heo0X0auMO
UCIOJIb30BaTh BCTABJICHHBIN B CUCTEMY Ul BHYTPHUBEHHBIX HHPY3UH GUIBTP C HOMUHAIBHBIM
auametrpoM nop 0,22 Mxm.

ITpenapatr KABA3UTAKCEJI DJIb®A coznepxuT B cBoeM cocTaBe noiaucop6dar 80, KOTOpBIH,
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KaK U3BECTHO, YBEJIIMYUBAET CKOPOCTh IKCTPAKIMHU HH-(ZQ%;IT%J&%H/IQ %[1]_35('3 HB:IC—:I;HM/I

C 9TUM HEJIb3$ HCIIOIB30BaTh KOHTEHHEPHI U1 HHPY3UOHHBIX skuakocteit u3 [IBX n Habopsl
JUISL IPOBEICHUS] BHYTPUBEHHBIX HH(Y3HIA U3 MOJIMypeTaHa /il IPUTOTOBICHHS U BBEACHUS
nH(Y3HMOHHOTO pacTBOpa Kaba3uTakcena.

Tak kak WH(Y3UOHHBI pacTBOp SBISETCA NEPEHACHIIIEHHBIM, OH MOXET CO BpEMEHEM
KpUCTAJIIN30BaThCs. B 3TOM ciywyae, pacTBOp BBOAMTBCA HE JODKEH U €ro Cieayer
YTHIU3UPOBATh B COOTBETCTBHUH C HAIMOHAJIBHBIMH TPEOOBAHUSMH IO YTHUJIM3AUM TaKUX
BEIIECTB.

PactBOp, B KOTOpPOM coaepraTcsi MPEUUNUTAThl, BBOJUTH IMAlMEHTY HENb3sl, U €ro CleayeT
YTHIM3UPOBaTh B COOTBETCTBMM C HAIMOHAIbHBIMU TPEOOBAHMUSMM [0 YTHJIM3ALMHM TaKUX
BEIIECTB.

Bechb ocraBmmiics nekapCcTBEHHBIN Mpenapar U OTXObl CIeAyeT YHUUTOXHUTh B YCTAHOBICHHOM
MOPSIJIKE.

7. JEPXATEJb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

Poccniickas @enepanns

AO «Hay4HO-TTpoM3BOJACTBEHHBIN TIEHTP «DIbdar

115088, r. MockBa, yi. Yrpemickas, a. 14, ctp. 2

7.1. llpencraBuTeNb IepKaATes PErHCTPALMOHHOIO yI0CTOBepeHusi HA Teppuropuu Coro3a

IIperensun norpeduTENE HAIPABIISITE 110 AIPECY !

Poccuiickas @enepanust

AO «Hay4HO-TTpoM3BOJACTBEHHBIN IIEHTP «DIbdar

115088, r. Mocksa, yi. Yrpeuickas, a. 14, ctp. 2

tenedon: 8 (495) 679-89-60

(bakc: 8 (495) 679-89-61

8. HOMEP PETUCTPALIMOHHOI'O YJIOCTOBEPEHUS

9. JIATA MEPBUYHOW PETMCTPALIUU (MOATBEPKJIEHUS PETUCTPALINY,
MEPEPETMCTPALIAN)

JlaTa epBO# perucTpaLnuu:

10. JIATA TMIEPECMOTPA TEKCTA

Oomas xapaktepuctuka jekapcrseHHoro npenapara KABA3UTAKCEJI DJIb®A nocrynHa Ha
MH(POPMAIIMOHHOM TopTaje EBpa3uiickoro SKOHOMHUYECKOTO COI3a B HH(POPMALMOHHO-
KOMMYHHUKaIIMoOHHOM cetn « MHTepuer» http://eec.eaeunion.org/
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