COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 19.02.2026 N= 3163

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “0%)

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O CPEJICTBA

KABA3UTAKCEJI, 40 mr/mi, KOHIEHTPAT JJIsl IPUTOTOBJICHUS pacTBOPA Uit HHPY3UH

2. KAUECTBEHHBIN 1 KOJJTMYECTBEHHBIN COCTAB

JlelicTBy1OIIIEE BEIIECTBO: Kaba3uTaKkcen

1 M1 KOHIIEHTpaTa JJIsl IPUTOTOBJICHUS pacTBOpa it MHQY3uid comepkut 40 mMr kabazurtakcena.
Kaxnpriii paakon oobemom 1,5 mit copepkut 60 Mr kabazuTakcena.

1 M pacTBOpa mOCi€ HEPBOHAYAIBLHOTO Pa3BEICHUS BCEM PACTBOPUTENIEM coaepx HuT 10 mr
Kaba3zuTakcena.

BcromorarenbHbpie BeliecTBa, HAIMYME KOTOPHIX HAJ0 YYHTHIBATH B COCTABE JIGKAPCTBEHHOTO
mperapara: KaxIblii (UIaKOH ¢ pacTBOPHUTENIEM COJIEPKUT dTaHoda 96 % - 5733 mr (cm.
paznen 4.4).

ITonHbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHASI ®OPMA

KonneHTpar ans npuroToBiIeHUs pacTBopa sl HHQPY3HA.

KoHuenrpar

[Ipo3paunasi MacisTHUCTasT KUJKOCTh OT OECIIBETHOM JO >KEITOr0 WJIM KOPUYHEBATO-KEITOTO
[IBETA.

PactBopurenn

Hp03paqHa;1 6CCI_IB6THa$I KUIKOCTD.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxka3zaHusi K NPUMEHEHUIO

KABA3UTAKCEJI mnoka3aH K NPUMEHEHHIO Yy B3pPOCIBIX JUIsl TE€paluM METacTaTH4eCKOIo
KaCTpallMOHHO-PE3UCTEHTHOI'O paka MpeJCTaTeIbHON JKeJe3bl y MallMeHTOB, paHee MOTyYaBIInX

XUMHUOTEPANHIO C BKIIFOUCHHEM JIoIeTaKcesNa (B KOMOMHAIIMY C TIPEAHU30JIOHOM ).

4.2. Pe:kum 103MPOBaHNS M CIOCO0 MPUMeEHEHHUs

[Ipumenenne  npemnapata  KABA3BUTAKCEJI  pgomxHO  mpOBOAMTBCA  TOJIBKO B
CHEHAIN3UPOBAHHBIX OHKOJIOTMYECKUX OTIEJIEHUSAX IO0J] HaOJII0JCHHEM Bpauda, HUMEIOIIETo
CHELHATbHYIO MTOATOTOBKY IO MPOBEICHUIO POTUBOOITYXOJEBOW XUMHOTepanuu. B oTnenennun

JOJIDKHBI OBITh HGO6XOI[I/IMI>IG yciioBusds W MCIAUKAMCHTBHI [JISI OKa3aHWd IIOMOIIW IIpU
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nasienus (AJl) u 6ponxocmazm (cM. paznen 4.4).

IIpemenukanus

I[J'IH YMEHBIICHUA PHCKA Pa3sBUTUA W TAXKCCTU peaKHHfI THIICPUYYBCTBUTCIBHOCTH IICPEO

BBegeHueMm npenapatra KABA3UTAKCEJI mnpoBomuTcs mOpeMeauKanus — CIAeAyHOIIUMHA
BBOJIMMBIMU BHYTPUBEHHO JICKAPCTBEHHBIMH MpErapaTaMu:

- QaHTUTUCTAMUHHBIC Mpenaparthl (AeKcxjIopheHupaMuH 5 Mr wid JU(GEeHruapaMuH 25 MT WIH
aQHAJIOTUYHBIN MperapaT B SKBUBAICHTHBIX J03aX);

- TJIFOKOKOPTHUKOCTEPOWIbl  (JIEKCaMEeTa30H 8 MI' WM JKBUBAJICHTHBIC O3Bl JIPYrOTO
TIFOKOKOPTUKOCTEPOHIA);

- Onokatopel Hz-THCTaMHMHOBBIX peUENTOPOB (PAaHUTHUANH WM AHAJIOTMYHBIA Mpernapar B
SKBUBAJICHTHBIX J103aX) (CM. pazaen 4.4).

Pexomenayercsi nmpodunakTuueckoe MPUMEHEHHE MPOTUBOPBOTHBIX CPEACTB BHYTPb WM, IpU
HE0OXOAMMOCTH, BHYTPUBEHHO.

PexxuM 103upoBaHus

PexomennoBannas gno3a npenapara KABA3UTAKCEJI cocraBnser 25 Mr/M%  TUTOIIATH
MOBEPXHOCTU Telld, KOTOpasi BBOJUTCS IyTEM OJHOYACOBOW BHYTPUBEHHON MH(Y3UU KaxKIble
3 Henenmu B KOMOWHAITMY ¢ IPHEMOM BHYTPb IpeaHu300Ha 10 MT eXeIHEBHO B TEUCHHUE BCETO
nepuopa nedenus npenapatom KABA3UTAKCEJL.

Koppexyus 6sooumoti 003v1

PexoMenayeMble M3MEHEHHS BBOAMMOMW O3Bl M3-32 Pa3BUTHsI HEONAronpHUATHBIX PEaKiuil y

nanueHToB, nomyyatonux npenapat KABASUTAKCEJI:

He0saronpusitHble peakuun

N3MeHneHnne BBOAMMOM 103561

JnurenpHas (Gonee 1 Hemenu) HEUTpOIEHUS

>3 CTCIICHU TAXKCCTH, HECMOTpPA Ha

MMPUMCHCHUEC COOTBETCTBYIOLICTO  JICYHCHMA,

BKJTIOYAst BBEJICHUE IPAaHYJIOLUTAPHOTO

KoJoHuectumympyromero ¢paxropa (I-KCD).

OTcpouka CleAyIOUIero MUKIIA JEYeHUs 0
BOCCTaHOBJICHHUSI KOJMYECTBA HEUTPO(DUIOB
B nepudepuueckoil kposu a0 6oxee 1500
KJ'ICTOK/MM3, 3aTEM CHMXXCHHE JO03bI B
TIOCTEAYIONIUX MUKIAX ¢ 25 Mr/m? miommaam
TOBEpXHOCTH Teda g0 20 Mr/m? miomany

IMOBCPXHOCTH TECJIA.

debOpuibHast HEUTPOIICHUSA W

HCﬁTpOHCHH‘-ICCK&SI I/IH(l)eKLII/IH.

OTtcpouka cleQyoIero NUKIa JEYEHUs 10
YMEHBUICHHUS UJTH pa3pelieHus GeOpuibHoOMl

HeﬁTpOHCHHH n BOCCTaHOBJICHHUA

bi (0]
KOJIMYECTBA HEUTPOHUIIOB B

nepudepuyeckoid kpoBu 10 Oosee 1500
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MOCJIEIYIONIUX IUKIIaX ¢ 25 MI/M? TLIOIA K
noBepxHoctu Tena g0 20 MI/M? TIIOIIAIH

IIOBEPXHOCTHU TECJIA.

Juapes > 3 cTeneHM TsDKECTH WM YNOpHO | OTCpodYKa CIEIYIOIIEro IUKJa JICYEHUS 10
MPOJIOJDKAIONIASICS  AMapes, HECMOTpsl Ha | yMEHBIICHUST WIM pa3pelieHus JIuapew,

IIPOBEACHUC COOTBGTCTBYIOIHeﬁ TEpallii MW | 3aTCM CHHXKCHUC [1O03bl B IIOCICAYIOLIUX

BOCIIOJTHEHUE HOTEPh KHUJKOCTH M | IUKIax ¢ 25 MI/M? IIOmaad MOBEPXHOCTH
JIEKTPOJINTOB. Tena g0 20 Mr/mM? IUIOMAAM MOBEPXHOCTHU
Tena.

[Tepudepuueckas Heliponatus > 2 crtenenu | OTcpoyka JI€YEHHMs /10  yYMEHBIICHUS
TSDKECTH CHMIITOMOB, 3aT€M CHIDKCHHE JI03bl B
TOCIEAYIOMKUX HUKIaX ¢ 25 Mr/mM? miomaam
noBepxXHOCTH Teda n0 20 Mr/m? miomanu

IIOBCPXHOCTHU TCJIA.

Eciu y manueHTa NpH BBEJGHHM Hperapata B no3e 20 MI/M? IIOMAAM MOBEPXHOCTH Teja
MpoaOIKAOT BO3HUKATh JII00OBIE U3 YKa3aHHBIX BBIIIC peaKuHﬁ, TO PCKOMCHAYCTCA CHU3UTH 103y
kabasuTakcena 10 15 Mr/mM? mIomam moBepXHOCTH Tella MM HPEKPaTUTh JIedeHHe MPETapaToM.
JlanHble O MPUMEHEHHH Tpemapata B o3¢ MeHee 20 Mr/mM? miomany TOBEPXHOCTH Teja
OTPaHUYEHBI.

Oco0ble TPVIIILI TAIMEHTOB

llayuenmul nodxxcunoco 6o3pacma

He tpeOyetcs crenuanbHON KOPPEKIMH PeKMMa JO3UPOBAHMS MPHU NMPUMEHEHUHU Ipernapara
KABA3UTAKCEJI y nanueHToB MoKUI0ro Bo3pacta (cM. Takke paszaenst 4.4 u 5.2).
Ilayuenmul ¢ neuenouHol HEOOCMAMOYHOCMbIO

[Tpennapatr KABA3UTAKCEJI, B 0CHOBHOM, MeTa00JIU3UPYETCS MIEYEHbIO.

VY manueHToB ¢ MeYEeHOYHOW HEeIOCTAaTOYHOCTHIO JIETKON CTENEeHU TshKecTH (00muil OunmpyounH
ceiBOpoTkH kpoBu >1  mo <1,5 x BI'H (BepxHeii TpaHHUIIBI HOPMBI) WU
acmapraramuHoTpancdepasa (ACT) ceiBopoTku kpoBH > 1,5% BI'H) 103y kaba3urakcesa ciaeayer
cHm3uTh 10 20 Mr/M? TIIONIAMM TIOBEPXHOCTH Teia, TNPH 3TOM TpeOyercs COOIIONaTh
OCTOPOKHOCTb, TIIATEIbHO KOHTPOJIUPOBATh COCTOSIHUE MALMEHTOB U MPOBOJUTH MOHUTOPHHT
HeXenarenbHbIX peakiuii (HP).

VY ManueHToB ¢ MEYCHOYHOW HETOCTATOYHOCTRIO CPEIHEN CTEIIeHH TshKECTH (00Imii OumupyOouH
>1,5 no <3 x BI'H) makcuManbpHas nepeHocumMasi fo03a Kaba3uTakceaa COCTaBiseT 15 Mr/M2

IJIOLIA U IIOBEPXHOCTH Teja. Eciau mpeaycMOTpEeHO JieuyeHuEe IIalMEHTOB C II€YEHOYHOH
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15 Mr/M? miomamu moBepXHOCTH Tenma. OJHAKO MMEIOTCS OrpaHMYEHHbIE JAaHHBIE 00

3¢ (HEKTUBHOCTH 3TOM JT03BI.

[Ipenapar KABA3UTAKCEJI npoTrBomnokasaH nanydeHTaMm ¢ MeYEHOYHOH HEJOCTATOYHOCTHIO

TSOKEJION cTeneHu (00Iuii OnmMpyOHH CBIBOPOTKH KpoBHU >3 x BI'H) (cMm. pasnenst 4.3,4.4u 5.2).

Tayuenmoi ¢ noueuHo HedoCMamouHOCMuio

Kaba3urakcesn BEIBOIUTCS MOYKaMU B MUHUMAJIbHOW CTETICHH.

He Ttpebyercst koppekuuu pexxuma JO3UPOBAHUS y MALUEHTOB C MOYEYHOM HEJOCTaTOUYHOCTHIO

0e3 mposeneHusi remoguanusza. OIHAKO y MAaUEHTOB C TEPMUHAIBHOM CTaiuel MOYeuHOI

HEJJOCTATOYHOCTH (KIHpeHc KpeaTHHHMHA < 15 mu/MuH/1,73 M%), B CBS3M C MX COCTOSHHEM H

OTpaHUYEHHBIMU JIaHHBIMHU, JICYCHUE CIIEIYET IPOBOJAUTH C OCTOPOKHOCTHIO U MPH TIIATEIHHOM

MEAMIIMHCKOM KOHTPOJIE BO BPEMsI JICUEHHUS.

O0Ho8pemenHoe npumMeHeHue Kabasumaxcena ¢ UHOYKmMopamu u uHeubumopamu uzoghepmenmos

noocemeticmea CYP3A

Crnenyet u3beraTb OAHOBPEMEHHOI'O TIPUMEHEHUS JIEKAPCTBEHHBIX CPEACTB, KOTOPHIE SIBIISIFOTCS

CHIIBHBIMU WHAYKTOpamu n3opepmenToB nojacemeiictsa CYP3A win cuibHBIMA HHTHOUTOpaMU

nzodpepmentoB noacemerictea CYP3A. Oxgnako, ecinu manueHTy HeOOXOAMMO OTHOBPEMEHHOE

npUMeHeHHe Kaba3uTakcesla M CHIBHBIX MHTHOMTOpPOB n3opepMeHTOB mnojacemeiictBa CYP3A,

CIIe/TyeT pacCMOTPETh BOMIPOC O CHUYKEHHH JI03bI KabasuTtakcena Ha 25 % (cM. paszaenst 4.4 u 5.2).
eTH

Jlemu u noopocmxu 0o 18 nem

bezonacunocts u 3pdextuBHocTs npenapata KABASUTAKCEJI y nereit B Bo3pacte ot 0 10 18

JET Ha JaHHBIH MOMEHT HE YCTaHOBJIEHbI. MMmeromiyecss Ha CErOAHAIIHUN JIEHb JIaHHBIE

IPUBENIEHBI B pazene 5.1, oJHaKo HEBO3MOXKHO JaTh PEKOMEHIAllUU 110 PEKUMY J103UPOBAHUS.

Crrocob nnpuMeHeHus

Buyrpusennast unyzus.

Mepbi  npedocmopodicHocmuy, npuHumaemvlie nepeo NpUMEHeHUeM Nnpenapama uiu  npu
obpawenuu ¢ HUM

Nudopmarnus mo paboTe ¢ MUTOTOKCHYECKUMU TIperapaTaMu MpuBeieHa B pasnene 6.6.
NHcTpykuMM 1O TPUTOTOBJICHUIO JIEKAPCTBEHHOrO  Mpemapara Imeped NpUMEHEHUEM

cM. pazzen 6.6.

4.3. IlpoTUBONOKA3aAHHS
- ['unepuyBCcTBUTENBHOCTD K Ka0a3uTakcey, APYTruM TakcaHam, rmoaucopOaty 80 mim k aodomy

N3 BCIIOMOT'aTCIIbHBIX BCUICCTB, ICPCUNCIICHHBIX B pa3aciic 6.1.
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- IleyeHo4Hass HEAOCTATOYHOCTh TSKENIOW creneHu (oOuwii OMIMpyOMH CHIBOPOTKH KPOBH
>3 x BI'H).
- OHOBpEeMEHHOE IPUMEHEHHE C BAKLMHON IPOTHUB JKEITOH JMXOpaiKH, a TakkKe C JPyTHMHU

JKUBBIMHU OCJIA0JICHHBIMH BaKIIMHAMU (cM. pasnen 4.5).

4.4. OcoOble yka3aHMsl M Mepbl IPeI0CTOPOKHOCTH NPH NPUMEHEHUH

VYrHeTeHHne KOCTHOMO3IOBOT'O KPOBETBOPEHHS

[Tpu mpuMeHeHMH Kaba3UTaKceaa yTHETEHHE KOCTHOMO3IOBOTO KPOBETBOPEHUS IPOSBIISETCS B
BU/JIE HEUTPOIIEHUH, aHEMUU, TPOMOOLIMTONIEHUH, WJIM BO3MOXKHO pPa3BUTHE NAHIIUTOIIEHUU  (CM.
HIDKE JIOTIOJHUTENbHYI0 HH(POPMAIHIO B TIoapasenax «Heirponenus» u « AHeMHS»).
Helitponenus

B cooTBercTBUM ¢ peKOMEHIAMAME AMEPUKAaHCKOTo 00IIeCTBA KIIMHUYECKOH OHKOJIOTHH W/UIN
COBPEMEHHBIMH YTBEP K/IEHHBIMH PYKOBOACTBAMH /Il YMEHBIIECHUS PUCKA BOSHUKHOBEHUS UJIU
JeYCHUsT HEUTPONEHUYECKUX OCIIOKHEHHI ((eOpninbHas HEHTPONEHUs, MPOJOJDKHTEIbHAS
HEUTpolleHUs] WIM HEeWTponmeHuyeckass HWHQPEKUus) MalUeHThl, MOIy4Yarollue JeYeHHUe
Kaba3uTaKCceJIoM, MOTYT € IPOPHIAKTHYECKOH Lenbto nonyyaTs [-KCO.

CremyeT paccMOTPETh BOIIPOC O MIEPBUYHON MTPOPIIIakTUKE HelTpornieHnu ¢ momoipio [-KCD y
NAlUEHTOB C BBICOKUMHU (akTOpaMu pHCKa BO3HUKHOBEHHUS HEWUTPONEHUH, KOTOpPbIE
YBEJIMYHBAIOT BEPOSITHOCTh PA3BUTHS OCIIOKHEHUH OT MPOAOJKUTENBHOM HeTponeHnH (Bo3pact
crapme 65 1neT, HM3KHE IIOKa3aTeldd OOILEro COCTOSIHUSA, MPEIIIECTBYIOIUE AIHU30/bI
(beOpuabHONH HEUTpPONEeHNWH, UHTEHCUBHAs NPEIIECTBYIOUIas Jy4yeBas Tepamus, MOHMKEHHOE
MUTaHUE WU IPYTHE CEPhE3HbIE COMYTCTBYIONINE 3a00JI€BaHNS).

beuto mnokazano, yto npumeHeHne ['-KC® ymeHbIIaeT 4acTOTy BO3HUKHOBEHHUS U TSDKECTh
HEUTPOIICHUHU.

Heiitponenus siBisiercs Haubosee yacto Berpevarouieiicss HP npu npumenennu xabasuraxcena
(cm. pasnmen 4.8). Tpebyercs eXeHeIETbHBIM KOHTPOJH KOJIWYECTBA (DOPMEHHBIX SJIEMEHTOB
KPOBH (ITOJTHBIN OOIIMI aHaJIM3 KPOBH) BO BpeMsl IEPBOTO IUKJIA (LMK 1) JIedeHus U 3aTeM 1epes
KaX/IbIM CJIEYIOIINUM [UKJIOM JIEYSHUS JUIsl TOr0, YTOOBI MPH HEOOXOJUMOCTH YMEHBIIUTD 103y
npenapara B cleayromiem ukie (cm. pazaen 4.2).

[Tpu pa3Butun ¢GHedOpuIbLHON HEUTPONEHUH WM MPOJOJIKUTENbHON HEHTPONEHUH, HECMOTPS Ha
IPOBOJIMMOE COOTBETCTBYIOIIEE JICUEHHUE, JIeUeHUE KaOa3UTaKCeIOM MOXKET OBITh MPOJOIKEHO
TONBKO MOCTIE TIOBIIICHHS KOJTMYECTBA HEHTPO(UIOB B mepudepuueckoii Kposu 10 > 1500/mm°
(cm. pazmen 4.3).

Peaknmm TunepyyBCTBUTEIILHOCTH
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npemMeanKanuio (cM. pasaen 4.2).

[TateHTsl  JODKHBI  TINATENBHO  HAOMIOAATBCS  HA  MPEIMET  PasBUTHI — peaKiuid
TUIEPYYBCTBUTEIBLHOCTH, OCOOCHHO BO BpeMsl NEpBOM U BTOPOl BHYTPUBEHHOW HH(Dy3uU
kaba3zurtakcena. Peakiuu TrunepyyBCTBUTENBHOCTH MOTYT pa3BUThCI B TEUYCHHE MEPBBIX
HECKOJIbKMX MUHYT ITOCJIe Hayajla BHYTPUBEHHOM HH(DY3UH Kaba3uTakcena, mo3ToMy He0OX0IuMO
UMETb BCE He00X0AMMOe 000PYAOBaHHE U JIEKAPCTBEHHBIE IIPenapaTsl 1J1sl OKa3aHHUs HEOTIOKHOU
NOMOIIM Tpu cHIKeHuu AJ] wnm pasButun OpoHxocma3ma. MOryT pa3BUBAThCSl TSXKENbIE
peakiuu, Takue Kak I'eHepalM30BaHHAs Chllb/apureMa, cHuxkenue AJ| u Oponxocnasm. Ilpu
Pa3BUTHH TSDKEJIBIX PEAKIUN TUIEPUyBCTBUTEIBHOCTH TPeOyeTCsl HEMEIUICHHOE IpeKpalleHHe
BHYTPHBEHHOW MH(QY3MH Kaba3uTakcena W MPOBEACHHE HeoOXomumoro sedeHus. llanmenTam,
MMEBIIMM B AaHAMHE3€ TSKEIYI0 PEaKlWi0 THIePYyBCTBUTEIBHOCTH, HENb3sl MPOBOJIUTH
noBTopHoe BBeneHue npenapata KABASUTAKCEJI (cm. pa3aen 4.3).

Puck Pa3BUTHA TOIMHOTHI, PBOTHI, JUAPEU U 00€3B0OKHNBaHUS

Ecnu y nanuentoB nocne BBeneHus npenapara KABA3UTAKCEJI pazBuBaetcst auapesi, UM
ClelyeT TPOBOAMUTH JIEUEHHUE OOBIYHO MPUMEHSEMBIMH MPOTUBOAMAPEHHBIMU TMperapaTaMu.
CnepgyeT mOpUHMMATh COOTBETCTBYIOIIME MEphl MO BOCCTAHOBIEHHUIO MOTEPh KUAKOCTH,
OTPENIENICHNI0 W KOPPEKIMH JJIEKTPOJIUTHOTO COCTaBa CBIBOPOTKH KPOBH, OCOOEHHO
KOHIICHTPAllMM MOHOB Kanus. J[napes daiie MOKET pa3BHBATHCS Y NAIMEHTOB, KOTOPHIM paHee
Obula TpoBeJeHa JydeBas Tepamnus adJlOMHHAIbHO-Ta30BOM oOmacti. OOe3BOXKHMBAHME Yallle
pa3BUBaeTcs y ManueHToB 65 et u crapiue. [Ipu pa3BuTim quapeu > 3 CTENeHH TSAKECTH MOXKET
noTpeOoBaThCS OTCPOUKA CICAYIONIETO IUKIIA JISUSHUSI WU YMEHBIIICHHUE 1036l (CM. pazzaen 4.2).
[Tpy BOZHWKHOBEHHH y TIAIIMEHTA TOITHOTHI U PBOTHI, BO3MOKHO MPUMEHEHUE TIPOTHBOPBOTHBIX
CPEJICTB.

Puck pa3BUTHUS CEPhE3HBIX PEAKIIMI CO CTOPOHBI KEIYI0UYHO-KUIIIEYHOI'O TPAKTa

Coo0manocr 0 pa3BUTHU KEITYJOUYHO-KHIIEUHBIX KPOBOTECUEHUN W mepdopaiuu, KUIICYHON
HEMPOXOJAUMOCTH, KOJIUTA, B TOM YHCJIE U C JIECTAIbHBIM MCXOJIOM Yy MAllMEHTOB, MOJIYYaOIIUX
nedeHue kabasutakcenom (cM. pasnen 4.8). Crnemyer coOlito1aTh OCTOPOKHOCTD Y MAIUEHTOB C
BBICOKMM PHUCKOM Pa3BUTHS JKEIIYJOYHO-KUILIEUYHBIX OCJIOKHEHUH, & UMEHHO y NALUUEHTOB C
HEUTPOIIEHUEHN, TMOXKUIIOr0 Bo3pacTa, ogHOBpeMeHHO mnpuHuMaromux HIIBII, momyuaronmx
AHTHATPETAHTHYIO TEPANUIO WU aHTUKOATYJISIHTHI, 4 TAKXKE Y MAllUEHTOB C paHee MPOBEICHHOM
Jy4eBOW Tepamueil OpraHoB Majoro Ta3a, 3a00JEeBaHMSIMH >KEITYyJOYHO-KHIIEYHOTO TpPaKTa,
TAaKUMHU KaK S3BEHHBIE NOPAKEHUS KEIYJOYHO-KUIIEYHOIO TPAKTA U KEIYAOYHO-KUIIEYHOE

KPOBOTCYCHUC B AaHAMHE3EC.
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CHUMIITOMBI, Kak a0AoMHUHalbHBbIE OOMM M OOJE3HEHHOCTh B OOJIACTH KHBOTA, JHXOPAJKa,
YIOOPHBIA 3amop, auapess ¢ HeWrponeHued wimmu 0Oe3 HelTpornenun. CreayeT peryssipHO
MOHMTOPUPOBATb COCTOSIHUE IIallME€HTa HA HAJIM4YME D3THUX CUMITOMOB, M B CIy4ae HX
OoOHapy’>KeHUsI HEMEUIEHHO INPOBOAMTh WX JedeHue. MoxeT moTpeOoBaThCsl OTCpPOYKA HIIU
IpeKpalleHue JIeYeHUs Kaba3uTaKCeIoM.

[lepudepuueckas HelponaTus

VY nanueHToB, MOJIyYaBIINX JICYCHHE KaOa3UTaKCeIIOM, HAOIIOAAIUCh cllydan nepudepudeckoi
HeHponaThy, BKIItoYas neprudepruieckyto CCHCOPHYIO HEHpomaTuio (apecTe3us, TU3eCTe3 s ) U
nepudepudecKkyr0o  MOTOpPHYIO  Heiiponartwro.  [larmueHTam, — TOJMy4aromuM  JICUYCHUE
Ka0a3uTaKCceIoM, CIIeyeT PEeKOMEHIOBAaTh Tepei MPOJOKCHHEM JICUCHUS HH(POPMHUPOBATH
CBOETO JICUAIIEer0 Bpaya O Pa3BUBIIUXCS Y HUX CHMIITOMAaX HEUPOIIATHH, TAKUX KaK 00JIb, 9yBCTBO
MOKEHUS, TTOKAJIBIBAHUE, OHEMEHUE WJIH MOBBIIICHHAS YTOMIISIEeMOCTh. Bpad ODKeH OleHUBATh
HAIMYUE WM yCHJICHUE CUMIITOMOB HEWPOIATUH TMepe]l KaXKIIbIM ITUKIOM JIedeHHs. BBenenue
Kaba3uTakcena JOJHKHO OBITh OTIIOKEHO 0 YMEHBIICHHsSI CUMOTOMOB. [Ipu mepcuctupyromei
nepudepruyeckoi HelponaThy > 2 CTEICHH TSHKECTH J03a Kaba3uTakcesa J0JKHa ObITh CHI)KEHA
¢ 25 mr/M? 10 20 mMr/M? mromaam MMOBEPXHOCTH Tena (cM. pazaen 4.2).

Puck pa3Butusg nodyeuyHoi HETOCTATOYHOCTH

Coobmanocs 0 HapymeHusx (QYHKIUKM TOYEeK B COYETAHUU C CEICHCOM, TSDHKEIIBIM
00€3BOKMBAaHWEM BCIEACTBHE JAMAPEH, PBOTHI U OOCTpYKTHBHOU YypomaTtueil. Habmiomanoch
pa3BUTHE TMOYEUHOH HENOCTATOYHOCTH, BKJIOYAs ClIy4yau C JIeTalbHBIM HcxoaoMm. Cremyer
NPUHUMATH COOTBETCTBYIOIIME MEphI JUIS BBIABICHUS NPUYUHBI PA3BUTHS TMOYCTHON
HEJOCTATOYHOCTH M MTPOBONTH HMHTCHCHUBHYIO TEPAITHIO MAIMEHTOB C PAa3BUBAIOIICHCS TOYCTHON
HEJIO0CTAaTOYHOCTHI0. ClieyeT MOHUTOPUPOBATH (DYHKIIUIO MTOYEK.

[Ipu nedyenun kaba3WTaKCeNIOM CclEAyeT MPOBOAHWTH aJIeKBAaTHYIO THApATAIMIO TAalHeHTa.
[TaniueHTy cieayeT peKOMEHIIOBaTh HEMEIJIEHHO COOOIIaTh O JIIOOBIX M3MEHEHUSX B O0OBheMe
BBIJICIISIEMOM 3a CyTKH MouH. ClielyeT OnpeIeNiATh COJIepKaHne KPEaTHHHHA B CBIBOPOTKE KPOBH
nepes JeueHUueM, Py KakJIOM HCCIEAOBaHUM OOIIEro aHaian3a KPOBH U B CiIydae COOOIICHUS
nanueHTa 00 M3MEHEHHH BBIJIENIEHUsI MOUW. B ciydae pa3BUTHsI MOYEYHOW HEJOCTATOUHOCTH > 3
CTCTICHH TSDKECTH JICUCHHEe Ka0a3uTaKCceJIOM JOJHKHO OBITh TPEKPAICHO.

[IpemapaT ciexyer TPUMEHATH C OCTOPOXKHOCTHIO y TAIUEHTOB C TEPMHHAIBHOW CTaauen
MOYEYHON HEIOCTATOYHOCTH (KIMPEHC KpeaTHHHHA < 15 MiI/MUH) (B CBSI3U C UX COCTOSIHUEM U
OTPaHWYEHHBIMH JTAHHBIMH, JICYCHUE CIEAYET MPOBOJUTH C OCTOPOKHOCTHIO U MIPH TIIATEIHHOM
MEIUIIUHCKOM KOHTPOJIE BO BpeMst jicueHus) (cM. pasenst 5.2, 4.2).

Pyick pa3BHUTHS IIMCTUTA BCIACJICTBUC dl)eHOMeHa BO3BpaTa JIYUYCBOM peaKIINU
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COJIepPIKALIYIO JIOIIETAKCeN, COO0IANIOCh O PAa3BUTUH IMCTUTA BCIEACTBHE (heHOMEHa BO3Bpara
Jy4eBOW peaknuu B paHee oOdMydeHHOW oOmactu. I[losromy mpu pa3BUTUM JAaHHOU
HE)KeNaTeJIbHOM peakluy AOKHBI ObITh IPUHATHI COOTBETCTBYIONIKE MEPbl. MOKET BOZHUKHYTh
HEOOXOIMMOCTh MPEPHIBAHMS UJIM OTMEHBI Teparnuu Kaba3uTaKCceIoM.

Puck pa3BuTusg HapyIIEHUN pUTMA CEPALIA

Coo0manoch 0 pa3BUTHM HapyILIEHWH pUTMa cepAaua, Haubojee 4YacTo TaxXUKapIuud U
MeplaTeIbHOU apuT™Muu (cM. pazaen 4.8).

Puick pa3BuTHs HapyIISHUH CO CTOPOHBI AbIXaTeILHON CUCTEMBI

CooOmasioch 0  Ciay4asX  pa3BUTHS ~ WHTCPCTUIMAIBHONH  ITHEBMOHHH/ITHCBMOHMTA,
WHTEPCTUIIUATBHON 00JIE3HU JICTKHX, OCTPOTO PECIIUPATOPHOTO TUCTPECC-CHHAPOMA, B TOM YHCIIC
C JICTAJIbHBIM UCX0JIOM (cM. pasnen 4.8).

[lpu pa3BUTHH HOBBIX CHMIITOMOB CO CTOPOHBI JBIXaTEIIbHOW CHCTEMBl WJIH YXYyAIICHUU
HMEIOIIUXCSA CUMIITOMOB HEOOXOAMMO TINATEIBHO HAOII0JAaTh 3a COCTOSHHEM IAI[ME€HTOB,
OTIepaTUBHO 00CIICIOBATH MX U POBOUTH COOTBETCTBYIOIIEE JIcUueHUE. PekoMeH 1yeTcs mpepBaTh
Tepanmuio  Kaba3WTaKceIoOM 10  IOATBEPXKICHHUS  JUarHo3a. PaHHee  IpPHMEHEHHE
NOJICP)KUBAIOICH Teparuy CIIOCOOCTBYET YJIYYIICHHIO COCTOSIHUS manueHTa. [losib3a ot
BO300HOBJICHUS TEPANMMH KaOA3UTAKCEIOM JIOJKHA OBITH TIATEIHHO OlEHEHA.

[TanmeHThl OYKMJIOT0 BO3pacTa

[TanMeHTh! MOXUIOTO BO3pacTta (> 65 5eT) MoryT ObITh OoJiee MPepacnooKeHbl K HEKOTOPBIM
HP, Bxumtouas HeliTponeHnto win GpedpuiibHY0 HelTporeHuto (cM. pa3zaern 4.8).

ITarenTrl ¢ IEYEHOYHON HETOCTATOYHOCTEIO

Kaba3zurakcen wWHTEHCMBHO MeTabonu3upyercss B meueHu (cM. pasgen 5.2). Ilpemapar
KABA3UTAKCEJI nmpoTuBonoka3aH y NMallUEHTOB C MEYEHOYHON HEAOCTATOYHOCTBIO TSXKEION
crenenu (06muii Oumupyoun > 3 x BI'H) (cM. pa3nenst 4.3 u 5.2). Y nanueHToB ¢ MEYSHOYHON
HEJ0CTAaTOYHOCTBIO JIETKOM CTETIEHH TSKeCTH (001U OMIMpyOHH CHIBOPOTKU KpoBU > 1 < 1,5 x
BI'H umun ACT > 1,5 x BI'H) u cpeaneit crenenu tspkectu (00mmii Oumupyoun >1,5 qo < 3 x
BI'H) cnenyer ymeHbIINTH 103y kabasurakcena (cM. pazaenst 4.2 u 5.2). [Ipu atom Tpedyercs
COOJII0JIaTh OCTOPOKHOCTD, TIIATEIBHO KOHTPOJMPOBATH COCTOSHUE IMAlMEHTOB U MPOBOAMTH
MoHuTopuHr HP.

Anemus

VY nanMeHToB, MONYyYalOIIMX JieYeHHe Kaba3uTakceloM, COOOIIANIOCh O PAa3BUTHHU aHEMHHU
(cM. pazgen 4.8). [TokazaTenu reMorno0MHa U T€MaTOKPUTA JTOJKHBI OBITH TPOBEPEHBI 0 Havyasa
Tepanuy Kaba3UTaKCeIoM, a TaKXKe, €CIIM Y NalMeHTOB OTMEYAarOTCs CUMITOMBI WM MPU3HAKU

aHEMHUM WIM KPOBONOTEpH. PeKoMEHAyeTCsl ¢ OCTOPOXKHOCTHIO MPUMEHATh Kaba3uTakcel y
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MNpoOBOAUTL COOTBCTCTBYIOIIHC JIe4eOHbIE MCPOIIPUATHA, HAIPABJICHHBIC Ha ITOBBINICHUC
COJIepKaHUs TEMOTIIOONHA B TepH(PEepHUIECKO KPOBH.

JlekapcTBEHHOE B3aUMOJIEHCTBUE

Cnenyer wu3beratb OJHOBPEMEHHOT'O IPUMCHEHHS CHIIBHBIX HMHTHOUTOPOB M HWHIYKTOPOB
uzopepmentoB noacemericrea CYP3A ¢ kabazurakcenoM, Tak Kak OHH MOTYT, COOTBETCTBEHHO,
YBEJIMYMBATH WIM YMEHbBIIATh KOHLEHTPAIMIO Kaba3uTakcena B miia3Me KpoBU (CM. paszensl 4.2
u4.5).

BcnoMorarebHEIC BEIECTBA

B cocraB mpumaraemoro pactBoputens BxoauT 573,3 wmr stuwnoBoro crmmpTta 96 %, uro
H€06XOZ[I/IMO YUUTBIBATH IIPU NPUMCHCHHUU IIpCliaparta y MaluceHTOB C AJIKOTOJIM3MOM, a TAKKE Yy

ManuCHTOB I'PYIIIbLI BBICOKOI'O pHUCKa (HaHI/IeHTOB ¢ 3a00/1€BaHUSIMH II€YEHH U SHHHGHCHeﬁ).

4.5. B3aumopeiicTBHe ¢ JPYrMMH JIeKAPCTBEHHBIMH MpenapaTaMu U Jpyrue (Gopmbl
B3auUMOAEliCTBUA

Nurudurops! n3odepmenron noacemerictea CYP3A

Mertabonu3m kaba3uTakcena M3MEHSETCS IpU OAHOBPEMEHHOM IPUMEHEHMM BEIIECTB,
U3BECTHBIX KaK CHJIbHbIE HHTUOMTOpBl M30(pepmeHToB mnojcemeiictea CYP3A (nmampumep,
KETOKOHA30J1, UITPAKOHA30JI, KIIAPUTPOMHUIIVH, aTa3aHaBUp, UHANHABUD, He(ha3010H, HelnpHUHABHUD,
PUTOHABHp, CAKBUHABUD, TETUTPOMHULIMH, BOPUKOHA30M).

Crnenyer wn30eraTtb OJHOBPEMEHHOTO TNPUMEHEHHUS CHIIBHBIX WHTHOMTOPOB H30(EPMEHTOB
noacemeiictBa CYP3A. Eciu Henb3s n36exaTh OTHOBPEMEHHOT'O MPUMEHEHHS Kaba3uTakcena u
CHWJIBHOTO MHrHOuTOpa n3opepmentoB nojcemericrsa CYP3 A HeoOX01MMO pacCMOTPETh BOIIPOC
0 TILATEeILHOM HAOJIIOIEHUH 32 TALIMEHTOM U CHWXKEHMH J103bl Kaba3uTakcena (cM. paszens! 4.2 u
4.4).

Cnenyer co0moaTh OCTOPOXKHOCTH HPHU OJHOBPEMEHHOM IPUMEHEHUH Kaba3uTakcena u
yMEpEHHbIX UHTHOuTOpOB n30depmenToB noacemericrea CYP3A.

Hunykrops! nzodepmenton noacemeiictea CYP3A

Metabonu3m Kkaba3uTakcena H3MEHsSETCSs IMpU OAHOBPEMEHHOM IPUMEHEHHM BEIECTB,
M3BECTHBIX KaK CHJbHBIE HHIYKTOpH wm30(depmentoB moxacemeiictBa CYP3A (Hampumep,
¢dbenuTonH, kapbamasenuH, pudamnunut, pudaldyTus, pudaneHTus, peHodapOuTan).

Crnenyer wu30eraTtb OJHOBPEMEHHOTO TPUMEHEHHUS CHIBHBIX HMHIYKTOPOB H30(EepMEHTOB
noacemerictBa CYP3A, Tak Kak OHM MOTYT YMEHBIIUTh CHCTEMHYIO SKCIIO3UIINIO Kaba3uTakcena
(cm. paznenst 4.2 u 4.4).

3Bep000H IIPOALIPIBICHHBIN
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HpernapaToB TPaBbl 3BEpO0O0s MPOABIPSIBICHHOTO (TaKk Kak OH TaKXKE SBISICTCS MHAYKTOPOM
uzodpepmenta CYP3A).

CyOcTpaTsl TPAaHCOOPTHOrO HoJuIenTuaa opraunyeckux annonos (OATP1B1).

In vitro kabasuTakcen Tak:Ke MPOAESMOHCTPUPOBAI criocobHoCTh MHrHOUpoBaTh OATP1B1. Puck
B3aumoeiicteusa ¢ cyocrparamu OATP1BI1 (manpumep, uarudutopamu ['MI'-KoA-pexykra3zbl
[cTaTMHAMM|, BajcapTaHOM, PEMarjiMHUIOM) SBISIETCS BO3MOXHBIM BO BpEMs IPOBEACHUSA
BHYTpUBeHHOI nHOYy3uu (1 yac) u 10 20 MUHYT MOCJEe €€ OKOHYAHUS, U B 3TO BPEMSI BOZMOKHO
yBEIUYCHUE CHUCTEMHOM skcrno3uiuu cyoctpatoB OATP1B1. Pexomenayercs cobmtoneHue
CJICAYIOUINX BPEMEHHBIX WHTEPBAJIOB MPH OJHOBpEMEHHOM npuMeHennu cyocrpatoB OATP1B:
IPUHUMATH UX 3a 12 yacoB 710 BBeJIeHUs Kaba3uTakcenaa U 4epe3, Kak MMHUMYM, 3 yaca Ioclie
BBEJICHUS Kaba3uTakcena.

IIpenHu3osoH

[Ipenau30710H/IpeHU30H, MPUHUMAaeMbIi 1Mo 10 Mr eXeIHEBHO, HE OKa3bIBaeT BIMSHUS Ha
(dhapMakOKMHETUKY Kaba3uTaKkcesa.

Bapdapun

Kaba3urtakcen He WHrHOUpyeT in Vitro riaBHbI myTh OuoTpaHchopmanuu Bapdapuna B 7-
rUIpoKcuBap(apuH, KOTOPBIH ocymiecTBiseTcs ¢ momotbio uzodepmenta CYP2CI. [TosTomy He
0’KHJIaeTCs KaKOTro-I11u00 (papMaKOKHHETHYECKOTO B3aUMOICHCTBHUS Kaba3uTakcena u BapdapuHa
in vivo.

Bakuunanus

[IpumeHeHne KUBBIX BAKIIMH WU OCIA0JICHHBIX KUBBIX BAKIMH Y MAI[UEHTOB CO CHI)KEHHBIM B
pe3ynbTare JIeYeHUsI XMMUOTEParieBTUYECKUMU ITpenapaTaMi UMMYHUTETOM MOXKET IPUBOJUTD K
Pa3BUTHIO CEPBhE3HBIX WM JNeTalbHbIX WHGpekuuil. CreayeT u3berat BaKIMHALWU KUBBIMU
ocnabieHHBIMU BaKIMHAMH Y MAIMEHTOB, MOJYYAIOIINX JICYeHHE KaOa3uTaKcelIoM. Y OUThIe U
WHaKTUBHUPOBAHHBIC BAKIIMHBI IPUMEHITH MOXHO, OJTHAKO PEaKITUs OPTaHn3Ma Ha TAKNE BAaKIIMHBI

MOJKET ObITh MEHEE BBIPA’KEHHOM.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALUSA

KOHTD&HGHHHH YV MYKYMH U )KCHIITUH

BceneacTerue moTEHIMAIBHOTO HEXKEIATSIBHOIO B0321€I\/'ICTBI/I$I Ha MYXCKHUC TaMEThI (HOJ’IOBBIe
I(J'ICTKI/I) U TNOTCHHUAJIBHOI'O IIOCTYIUUICHUSA TIIpf€rapara B CCMCHHYIO XUIAKOCTb, MYXYUHBI,
MoJIiydaroumue JICUCHUC Ka6aSI/ITaKCGHOM, U HUX CCKCYAJIbHBIC MNAPTHECPIIN C ACTOPOAHBIM
MOTCHIHUAJIOM AOJIKHBI MCITOJIB30BAaTh HAACKHBIC MCTOAbI KOHTPALCIIIUHU BO BPEMS JICUCHUA U B

TeyeHue 6 MecCsILEB MOCIIE BBEACHUS MTOCIEAHEN 036 Ka0a3uTakcea.
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bepeMeHHOCTE M JIAaKTaIU

B cBs3u ¢ MNOTCHUHAJIbHBIM IMOCTYIVICHUCM Kaba3uTakcesa B CCMCHHYIO JXUIAKOCTb, MYXXYUHBI,
MmoJriyJaromue JICYCHHUC K363.3I/IT3.KC€JIOM, BO BpCM: JICUCHUA OOJDKHBI MPCAOTBPAIlaTh KOHTAKT
OSKYJIATA C TKaHAMU APYTOIro YCIOBCKA, BKIIIOYAA 6epeMeHHBIX N KOpMAIIUX I'PYAbIO KCHIIWH.

DepTUILHOCTE

[TanmenTam, KOTOPBHIM IUIAHUPYETCS JIEYCHHE KaDa3UTaKCEeIOM, PEKOMEHIYETCs MpPOBECTU

KPHUOKOHCEPBALUIO CIIEPMBI IIEpE] HayaJIoM JICUEHMUS.

4.7. BausiHde HA CNOCOOHOCTH YIPABJIATHL TPAHCIOPTHBIMHM CpeICTBAMH W padoTaTh ¢
MeXaHU3MaMu

Hcxons mu3 mpoduiisi 6e30macHOCTH Kaba3uTakcesa, Mpermapar MOXKET OKas3bIBaThb yMEPEHHOE
BJIMSTHUE Ha CIIOCOOHOCTH yMHPAaBISATh TPAHCIOPTHBIMU CPEACTBAMU WIIM TOJB30BATHCS IPYTUMU
MEeXaHHU3MaMH, TaK KaK MOKET BBI3bIBATh MOBBIIICHHYIO YTOMIIIEMOCTh U TOJIOBOKpYskeHue. [Ipu
IIOSABJICHUN HOI[O6HI)IX HEXKEJIaTCIIbHBIX peaKHI/If/'I BO BpCEMA JICUCHUA ITallUCHTaM CJIICOYCT
PECKOMCHAOBATL BO3ACPIKATHLCA OT YIIPABJICHUA TPAHCIIOPTHBIMU CPECACTBAMUA U 3aHSTHU APpyruMunu
MOTEHILIMAIbHO OMACHBIMH BHJIAMU JI€ATEIHHOCTH, TPEOYIOIIMMH MOBBIIIEHHOW KOHIICHTPAIIUU

BHHMMAaHHA U 6LICTpOTbI MICUXOMOTOPHBIX peaKuHﬁ.

4.8. HexkesaTelbHbIe peakiuu

Pesrome mpoduis 6e3onacHOCTH

bezonacHocTh kaba3uTakcena B KOMOWHAIMU C MPEIHU30IOHOM/TIPETHU30HOM OIIEHUBANACh Y
371 mnanMeHTa C METACTaTUYECKHMM KacTPallMOHHO-PE3UCTEHTHBIM pPAKOM IpeAcTaTeNbHON
Kene3bl. MenaHa MoJay4YeHHBIX MallMeHTaMu [IUKJIOB Kaba3uTaKcesa CoCTapisuia 6 IIUKIOB.
Ouenp yacto BcTpevatorumucs (> 10 %) HP Bcex creneneil TsxecTu ObLIM aHEMUS, TICHKOTICHUS,
HEUTpONEeHHsI, TPOMOOLIUTONICHUS, AUapesl, MOBBIIIEHHAs YTOMIISIEMOCTh, TOIIIHOTA, PBOTA, 3a10p,
acTeHus, abJIOMUHANBHBIE OOJH, TeMaTypus, OOJM B TO3BOHOYHHKE, apTPaIThs, aHOPEKCHS,
nepudepudeckas HeWponatus (BKIOYas TEpUPEPUIECKYI0 CEHCOPHYID W MOTOPHYIO
HEHponaThy), TUXOPAIKa, OABIIIKA, TUCTeB3HUs, KAIlleNb, ATOTEIIHS.

Yacto Bcrpeuatrommumucs (= 5 %) HP > 3 crenenu TsokecTH nmpu NMpUMEHEHUH Kaba3uTakcesa
OBUTH HEUTpOTNEHUS, JIEHKOMEeHUsI, aHeMus1, (eOpuiibHasT HEHUTPOIICHUsI, AUapesi, TOBBIIICHHAS
YTOMJISIEMOCTD U aCTEHUS.

[Tpexpamenue nedenust BcheactBue paszputus HP umeno mectro y 68 (18,3 %) manueHTOB,
MOJTy4YaBINUX JiedeHne kaba3zutakcenoM. Hanbonee wacto Berpeuatomumucs HP, mpuBoasimumu
K MPEKPAIEHUIO JIEYEeHHs] KaOa3uTaKcenIoM, ObTH HEUTPONEeHHs U MTOYeYHAasi HeJOCTaTOYHOCTb.

HaubGonee wacteiMu HP, npuBogsmmmu K cMepTH Yy MalMEHTOB, MOJyYaBIIUX JICUEHUE
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BO3HHUKAJIO MMOCJIIC OAHOKPATHOI'O BBCACHUA Kaba3HuTaKcea.

Tabauunoe pPE3IOME HEXKENATCIbHBIX PEaKIINM

Huxe mnpencrasnenst HP, pasneneHHble 1O CHCTEMHO-OpPraHHBIM — KJlaccaM — COTJIACHO
kiaaccupukanuu MeIuIMHCKOTO CII0Baps Uik HOPMaTHBHO-IPaBoBoi aestenbHoctd (MedDRA).
Tsokects HP xnaccudummpoBanack B cooTBeTCTBUU ¢ OOMICTPUHATHIMA TEPMHHOIOTHYSCKUMU
kpurepusivmu 15t HP (CTCAE 4.0) (crenens Tsbkectu > 3 = G > 3).

Hcnonp3oBanace kinaccudukanus 4acToThl Bo3HUKHOBeHHMss HP Bcemumpnoit Opranumszanuu
3npaBooxpaHeHus: o4eHb ydacto (>1/10), wacto (>1/100, mo <1/10), meuacto (>1/1 000, HO
<1/100), peako (=1/10 000, o <1/1 000), ouens penko (<1/10 000), yacTora HeH3BeCTHA (HA
OCHOBaHUHW UMEIONINXCS JAHHBIX OIICHHTHh HEBO3MOXKHO).

B mpenenax kaxmol rpyImmsl Mo yacToTe BcTpedaemoctd HP, mocnegnue naHbsl B mopsake

YMCHBIICHUA UX CCPBLE3HOCTH.

Kaacce cucrem opranos
Yacrora
HexenaTenbHasi JIeKAPCTBEHHAasI peaKkuus
Hugpexyuu u unsazuu
Centuyeckuil OK (Bce ciyyau > 3 CTEHEHH TKECTH) Yacro
Cernicuc (Bce cnyyau > 3 CTEHCHH TSKECTH) Yacrto
BocnasieHne noaKkoKHO-)KUPOBOU KJIETYATKH Yacro
WHubekurn MOUeBHIBOAANINX MyTeH BCEX CTENEHEN TSHKECTH Yacro
['punn Yacro
[uctut Yacto
MH}ekn BepXHUX AbIXaTeNbHBIX MyTeH Yacro
Wudeximu, Bei3Bannbie Varicella zoster (repmec 3octep) Yacto
Kanannos Yacro
Bocnanenue noak0XHO-KUPOBOU KJIETYATKH > 3 CTENEHU TSKECTH Heuacto
[{ucTuT > 3 CTENEeHN THKECTH Hewacto
Hapywenus co cmoponvl kposu u numgamuieckou cucmemol
Heiitpornienust Bcex creneHen TsSHKECTH, BKII0Yasi HEUTPOIIEHUIO C Ouensb yacto
KJIIMHUYECKUMU TPOSBJICHUSIMU > 3 CTETICHH TSHKECTU™
AHeMHs BCeX CTETICHEH TSHKECTH OueHp yacTo
TpomboruTonenus Ouensp yacto
JlelikoneHus BCeX CTENEeHEN TIKECTH OueHp yacTo
@PeOpuiibHasi HEUTPONEHUSs], BCE Cay4yau > 3 CTENEHHU TshKecTu™ Yacrto
TpomboruTonenus > 3 cTeneHu TSHKECTH Yacrto
Hapywenus co cmoponvl umMmMyHHOU cucmembl
Peakuuu runepuyBCTBUTENBHOCTH, B TOM UHCIIE U TSHKEIIbIE Yacro
pEaKIuu, Takhe Kak TeHepaln30BaHHas ChINb/IPUTEMa, CHIDKEHUE
A/l u GpoHxocmasm
Hapywenusa memabonuzma u numanus

AHOpeKcHst Ouensp yacto
O0e3BOKMBAHHNE BCEX CTETICHEH TSHKECTH Yacto
['unepraukemus Yacro
['unokanuemus Yacro
AHOpeKcHs > 3 CTeNEHU TAKECTH Heuacto
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['uneprivikemMust > 3 CTENEHU TIKECTH

I'nnokanuemMus > 3 cTENEHU TSHKECTH HeqaCTo
Tlcuxuueckue napyuienus

becnokoiicTBo Yacto

CnyTaHHOCTbH CO3HAHHUS Yacro

Hapywenus co cmopoHul HepsHoll cucmeMmbl

Jucressus (U3BpalieHue BKyca)

OueHsp 4acTo

[Tepudepuyeckas Heilponatus: nepudepudeckas CeHCOpHas Yacro
Helponatus (mapecTes3us, JU3ecTe3us, TuIecTe3us) u
nepudepruyeckasi MOTOpHasi HeWpOaTHs
I'0510BOKpYIKEHHE Yacro
["onoBHas 60Jb Yacro
Jleraprus Yacro
Mmmac Yacro
[Tepudepuyeckas Hellponatus > 3 cTENEHU TSKECTH Heuwacro
[lepudepuyeckas ceHCOpHasE HelponaTHsi > 3 CTENECHU TSHKECTH Heuacto
Jletaprus > 3 cTeneHu TSHKECTU Heuacto
WNumac > 3 creneHu TsKecTu Heuacto
Hapywenus co cmoponul op2ana 3penus
KOHBIOHKTUBHT Yacro
YcuneHHoe Cie300TAeICHHIE Yacro
Hapywenus co cmoponvl opeana ciyxa u aabupunma
3BOH B yIlIax Yacto
BepTuro (4yBCTBO OTKIIOHEHUS WM KPY>KEHHSI COOCTBEHHOTO TeJa Yacro
WIN OKPY’KAIOUIMX NPEIMETOB)
Hapywenus co cmoponul cepoya™
MepuarenbHas aputMust (GuOpHILIALUS Tpeacepauii) Yacro
Taxukapausi (HM OJHOTO ciaydasi TAXUKAPAUU > 3 CTENEeHU TSHKECTH) Yacro
MepuarenbHas aputMus (GuOpMILIALUS Ipeacepauil) > 3 cTeneHu Heuacto
TSKECTU
Hapywenus co cmoponul cocydos
Cuamxenne AJl Yacto
[ToBbrmenne AJl Yacto
Tpom0603 r1yOOKHX BEH BCEX CTENEHEH TSHKECTH Yacro
OprocTtaTnueckas TMIOTOHHUS Yacro
«IIpuanBel» KPOBH K KOXKE JIMIA C YYBCTBOM XKapa Yacro
['nnepemMus (MOKpacHEHUE KOXKH) Yacro
Caumxenne AJl > 3 cTeneHu TSHKECTH Heuacto
[ToBbrmienne AJl > 3 cTeneHu TSKECTH Heuacto
OprocraTnueckas TMIOTOHMSI > 3 CTENEHU TSHKECTU Heuwacto

Hapywenus co cmoponul OvixamenvHoti cucmemsl, Op2aHos8 2pyOHOU KIemKU U

cpedocmenus™
OppImka OueHb 9acTo
Kamens OdeHp 9acTo
Opplika > 3 CTENEHU TIOKECTU Yacto
b0 B pOTOBOM IOJIOCTH U TJIOTKE Yacrto
ITHeBMOHUS BCceX cTENEHEN TIKECTH Yacro

Kenyoouno-Kuuieunvie HapyuleHus

Huapes OuyeHp yacTo
TomnHoTa OueHb YacTo
Psora OdeHp 9acTo
3anop OuyeHp yacTo
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[uapes > 3 cTeneHu TsKECTH Yacro
TomHOTa > 3 CTENEHH TSHKECTU Yacto
PBota > 3 creneHu TsKecTH Yacrto
3anop > 3 CTEeNEeHH TSHKECTH Yacrto
AOoMUHANBHBIE 00JIM > 3 CTEIEHU TIKECTH Yacto
Jucnencus Yacro
Bonu B snuractpanbHOil 061acTu Yacto
I'emoppoii Yacro
I"actpon3odareanpHas pedurrokcHas 00JI€3Hb Yacto
KpoBoTeyenue u3 npsiMoil KUILIKH Yacro
Cyx0ocCThb CIM3UCTON 000JI0YKH MOJIOCTH PTa Yacro
B3nytue xuBota Yacto
KpoBoTreueHue u3 npsiMoil KMILKH > 3 CTENEHU TSHKECTH Heuacto
CyX0CTh CIM3UCTOM 000JIOUKH MOJIOCTH PTa > 3 CTENCHH TSHKECTH Heuacto
B3nyrtue )xuBota > 3 CTENEHU TSKECTH Heuacto
Koaut YacToTa Hen3BeCTHA
DHTEPOKOIUT YacToTa HeHM3BeCcTHA
I"acTput YacToTa HEU3BECTHA
HelitponeHn4yecKkuii S3HTEPOKOJIAT YacToTa Hen3BeCTHA
JKenmyno4HO-KUIIEYHbIE KPOBOTEYECHMS YacToTa Hen3BeCTHA
[Tepdopartus xenyJ0UHO-KHIIEYHOTO TPAKTa YactoTa HEeM3BeCTHA
Kuieunas HEMpoOXOaAUMOCTh M KUIIIEYHAs] OOCTPYKIIUS YacToTa HenM3BecTHA
Hapywenus co cmopoHul Kodtcu 1 n0OOKONCHBIX MKAHell
Anonernust Odensp yacTo
CyX0CTh KOXH Yacro
Oputema Yacro
Hapywenus co cmoponuvl mbluleyHotl, ckeiemuou U COeOUHUMENbHOU MKAHU
bonu B m03BOHOYHMKE Ouensp 4acTo
ApTtpairus OueHb yacTo
bonu B 103BOHOYHMKE > 3 CTETIEHH TSHKECTH Yacto
ApTtpanrus > 3 cTeneHu TsKeCTH Yacro
boJiv B KOHEUHOCTSAX BCEX CTENEHEH TSHKECTH Yacro
MpIIIEYHBIE CIIa3Mbl Yacto
Muanrus Yacro
MBpllIe4HO-CKeNeTHRIE 00 B 001aCTH TPYAHOM KIETKH Yacrto
bonu o O0OKOBBIM MOBEPXHOCTSAM TYJIOBHINA Yacrto
Muaiirust > 3 CTeNeHU TIKECTH Heuacto
MBpIeqHO-CKeNneTHbIE 001U B 00JIaCTH TPYAHON KIETKH > 3 CTEeHH Heuacto
TSKECTU
Bbonu o 00KOBBIM MMOBEPXHOCTSM TYJIOBHUIIA > 3 CTENEHU TSHKECTU Heuacto
Hapywenus co cmoponvl nouex u mouesvbigo0suux nymeil
['ematypus Bcex cTeneHel TsHKecTu™ Ouensp yacto
OcTpast nouyeyHasi HEAOCTATOYHOCTh BCEX CTENEHEN TAKECTH Yacto
[ToyeuHas HETOCTATOYHOCTh BCEX CTENEHEH TSKECTH Yacrto
Husypus Yacro
[Toueynas koimka Yacto
['ematypus > 3 cTeneHu TsHKeCTU™ Yacrto
[Tosutaknypus Yacro
['uaponedpo3 Yacto
3aepx’Ka MOYH Yacto
Henepxanue mouu Yacro
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OG6CTpYKIMsT MOYETOYHHKOB BCEX CTereHei Tipkecry || - = | =--EA
[ToueuHas KoJiMKa > 3 CTENEHHU TKECTU Heuacto
[Tonnaknypus > 3 cTeneHU TSKECTH Heuacto
I'maponedpo3 > 3 CTENEeHH TSHKECTH Heuacto
3asepKKa MOYM > 3 CTENECHH TSHKECTU Heuacto
Hapywenus co cmoponuvl penpo0yKmusHOU cucmembl U MOJIOYHBIX Jcele3
boau B o61acTu manoro taza Yacto
bonu B obsiacTi Masioro Tasa > 3 CTENEHHU TSHKECTU Heuacto
Obwue HapyweHus: U peakyuu 8 Mecme 68e0eHuUs
[ToBbIlIeHHAS YTOMJISIEMOCTh Ouensb yacTo
Actenus Ouensb yacTo
ITupexcust OuyeHpb yacTo
[ToBbIlIEHHAS] YTOMJIIEMOCTD > 3 CTENIEHU TSHKECTU Yacro
AcTtenusi > 3 CTENeHU TKECTU Yacto
ITupexcus > 3 cTeneHu TKECTH Yacrto
[lepudepudeckne oTeKku Yacro
Bocnanenue cau3ncThix 000J1049€eK Yacto
bosu Bcex creneHen TsHKecTu Yacrto
bonu B rpyAHOM KJIETKE Yacro
Ortekn Yacto
03100 Yacrto
Henomoranne Yacto
[lepudepruyeckne 0TeKH > 3 CTENEHHU THKECTU Heuacto
Bocnanenue ciu3ucThix 000104€K > 3 CTeNEeHU TIKECTU Heuacto
Bonu B rpyaHOI KiIeTKe > 3 CTENEeHH TSHKECTH Heuacro
Oteku > 3 cTeNeHu THKECTH Hewacro
Jlabopamopnvie u uncmpymenmanvHole OaHHble
CHUKEeHHE MacChl Tesa Hacro
YBennueHnne aktuBHOCTH AJIT B CBIBOpPOTKE KPOBH Hacro
YBennueHne ChIBOPOTOYHOM KOHIIEHTpAUU OMnnpyOuHa Hewacro
YBennueHnne aktuBHOCTH ACT B CBIBOPOTKE KpOBHU Heuacro

* CM. OIIMCaHHE OTACIBbHBIX HCXKCIIATCIIbHBIX peaKLII/Iﬁ

HOCTDGFI/ICTD&III/IOHHBIG JaHHBIC

Hapywenus co cmopoHbl nouexk u Mouegbleo0suux nymetl
Heuacro: nucTut, pa3BUBIIMICS BClieACTBUE ()EHOMEHA BO3BpaTa JIyueBOW pEakiMk B paHee
00myueHHOU 001acTH.

Omnwncanue OTACIBHBIX HCXKCIIATCIbHBIX DeaKHI/II\/’I

Heumponenus

Helitponennyeckue OCJIOKHEHUS BKJIIOUAJIN HEHUTPONEHNYECKYIO MHQEKIHIO,
HENUTPONEHUYECKUH CETICUC U CENTUYECKUH 10K, KOTOPbIE B HEKOTOPBIX CIIydasx MPUBOAMIN K
JeTanbHOMY Hcxony. bputo mnokazano, uro mnpumeHeHue [-KC® ymenpmaer yactoTy
BO3HUKHOBEHHUSI U TSDKECTh HEUTPOTICHUU (CM. pasnensl 4.2 u 4.4).

Hapywenus co cmoponwvl cepoya
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[Ipu nmpueme kaba3uTakcena HaAOMIOJAINCH CIYYad pa3lg/n"1/r;1 %E&Hgg%%;mgo I-':ri (y

JBYX manueHToB). OuH MalUeHT B IpyIe kabazuTakcesa yMep OT CEpI€UHON HEIOCTAaTOUYHOCTH.
Habmioganuce neranbuble GUOPHIUIALUS KETyJOUKOB y | manmeHTa U OCTaHOBKa cepana y 2
nanueHToB. OJHAaKO HU OAMH W3 JTUX CJIy4yaeB He ObUI pacIeHeH HCCIIEOBaTeIsIMHU, Kak
CBSI3aHHBIN C MPUMEHEHHEM Kaba3uTakcena.

Hapywenus co cmopoHuvl Ovixamenvhoti cucmem

OTMeyanuch cirydau pa3BUTHS HHTEPCTUIMATHHON THEBMOHUH/TTHEBMOHUTA, HHTEPCTUIIHATILHON
00JIe3HN JIETKUX, OCTPOr0 PECHUPATOPHOIO IUCTPECC-CUHAPOMA, B TOM YHCIIE C JIETaIbHBbIM
HCXOJOM.

Temamypus

B 2/3 ciny4aeB remaTypun onpeaensuIiuch OTATOIAomue GakTophl, TAKHe Kak IPOTrpecCUpOBaHHE
3a0oJeBaHus, WHCTPYMEHTAJIbHBIC BMeEIIaTeNbCTBA, COITyTCTBYIOIIHE UH(pEKINH,
OJIHOBPEMEHHBIII  MpHEM  aHTHKOAryJHTOB, HECTEPOUJHBIX  IPOTHBOBOCHAIUTEIBHBIX
[IPENnapaToB, aleTHIICATUIIMIOBON KMCIOTHI.

IIpoune 0coObIe MONVYIISLUA

HGI/!MEHmbl nooJKIcus1020 eo3pacma

W3 371 mauuenra, mojiydyaBIIUX JieYeHHE KaOa3UTaKCEJIOM B HCCIIEIOBAaHUU IO JICUCHHUIO paka
npejcTaTeNnbHol Jkene3pl, 240 manueHToB ObUIM B Bo3pacte 65 yer u crapue, u3 Hux 70
MalUeHToB — crapuie 75-netHero Bo3pacta. Crnenytoume HP Berpewanucs Ha > 5 % wame y
MAIMEHTOB B Bo3pacTe 65 JIeT U cTaplile o CPaBHEHUIO C MalMeHTaMH 0oJiee MOJIOAOTO BO3pacTa:
MOBBIIICHHAS yTOMJIIEMOCTb, HEUTPONEHUs C KIMHUYECKUMH TPOSBICHUSIMH, aCTEHUS,
MUPEKCHS], TOJIOBOKPYKEHHE, NHPEKIIMN MOUYEBBIBOAAIIMX MyTeld U oOe3BokuBaHue. Yactora
cienytomux HP > 3 crenmenu TsokecTu Obuta BBINIE y MAIlUEHTOB > 65 JIETHETO BO3pacTa IO
CpPaBHEHHMIO C TallMeHTaMH OoJiee MOJIOJIOTO BO3pacTa: HEUTPOIEHUs IO pe3yibTataM
71ab0paTOPHBIX aHAJM30B, HEUTPONMEHUS C KIMHUYECKHMMH TMPOSIBICHUSIMU U (peOpuiibHas
HelTponeHus (cM. paznensl 4.2 u 4.4).

N3 595 manueHToB, MONyYaBIIUX JiedeHHEe KabaszutakcenoMm B uccienoBanuu EFC11785 mo
JICYEHUIO paKa MpelCcTaTeNbHOM kene3bl, 420 manueHToB OBLTM B BO3pacTe 65 NeT U crapiie.
Cnenyroumme HP Berpewanuch Ha > 5 % yamne y manveHToB B Bo3pacTe 65 JieT W crapiie, 1o
CpPaBHEHHUIO C TMAIMEHTaMH 0o0Jiee MOJIOJOTr0 BO3pacTa: auapes, MOBBIIICHHAS YTOMIISIEMOCTD,
aCTEeHMsI, 3arop, HEUTPONEHHS C KIMHUYECKHUMH MpOSIBICHUSIMH, (HeOpuiabHas HEUTpOINeHus,
OJIBIIIKA.

COOGH.IGHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo01math 0 mo/103peBaeMbIX HeXKeNaTeIbHBIX PEAKIUAX OCIIe pErucTpaluy npemnapara ¢

18(SA18:310) obecneyeHus HEMIPEPBIBHOT'O MOHUTOPHHTA COOTHOIIICHUA «II0JIBb3a-pUCK»
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JIEKapCTBEHHOTO Tmpernapara. MeauuHCKUM pa 60THI/IKE{Q I%éKM@J&%H&&aEE g:JI;%{SHX

MO/I03PEBACMbBIX HEXKEJIATENbHBIX PEAKIUAX JICKAPCTBEHHOTO Iperapara 4yepe3 Hal[MOHAJIbHbIC
CHUCTEMBI COOOIICHUSI O HEXENATeNbHBIX PEAKIUAX TocyldapcTB — uieHOB EBpasuiickoro
3KOHOMHYECKOI'O COI03a.

Poccuiickas @enepanus

®DenepanbHas ciry:k0a 1o Haa30py B cdepe 3ApaBOOXPaHECHUS

Anpec: 109012, r. MockBa, CnaBsHCKas TUIOIIA b, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03.

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTH «VIHTepHET»:

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

4.9. Ilepeno3upoBka

CuMITOMBI

OxuaemMbple CUMIITOMBI TIEPEIO3UPOBKHU: YCUIIEHHE 10303aBUCUMBIX HP, Takux Kak CUMIITOMBI
MOJIaBJICHUS] KOCTHOMO3TOBOTO KpPOBETBOPEHHUSI W HApYLIEHHS CO CTOPOHBI KEIyAO4YHO-
KHILIEYHOTO TPAKTA.

Jleuenue

OTCyTCTBYET M3BECTHBIM aHTUIOT KabazuTakcena. B ciyuyae mepeso3upoBKH MAIUEHT JOJDKEH
OBITH TIOMEIICH B CICIHATU3UPOBAHHOE OT/ACNICHUE MO/1 TIIATEIHbHOE MEIUIIMHCKOE HAOTIOCHHE.
[Tocne Toro, Kak cTaHeT M3BECTHO O MEPENO3UPOBKE, MALMEHTHI JTOJKHBI, KAK MOYKHO CKOpee,

Hayath nosrydats [-KC®. Takxke cieayer NpoBOAUTH APYroe CUMIITOMAaTHYECKOE JICUEHHUE.

5. PAPMAKOJIOTUYECKUE CBOHCTBA

5.1. ®apMakoIMHAMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TPyIa: MPOTUBOOIMYXOJIEBEIE CPENICTBA; ATKAIOUIBI PACTUTEILHOTO
MIPOMCXOXKICHUS M PYTHE IPUPOIHBIC BEIIECTBA; TAKCAHBI.

Koxg ATX: LO1CDO04

Mexannsm geiicTBus

Kaba3urakcen sBisieTCs MPOTUBOOIYXOJEBBIM CPEICTBOM, KOTOpPOE JIEHCTBYET IyTeM
pa3pylieHHus] KJIETOYHOM ceTH MHKpOoTpyOouek. KabaszuTakcen cBSI3bIBaeTCsl ¢ TyOyJIMHOM U
CHocOOCTBYeT cOOpKe TyOylIHHA B MUKPOTPYOOUYKH M OJTHOBPEMEHHO MHTHOUPYET UX pa30opKy.
OTO NMPUBOAMUT K CTAOMIU3AIMM MUKPOTPYOOUYEK, YTO B UTOr€ MHTUOMPYET MHUTOTHYECKYIO U
UHTEp(a3HYI0 aKTUBHOCTh KJIETKH.

dapmakognaamuyeckue 3P HeKTeI
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Kaba3uTakcen mpoaeMOHCTPUPOBAI ITUPOKUY CHGKTIIDH Irllbbtllﬁﬂ—'tl)"d Vx%%ggolﬁ"&xrrﬁsﬁdﬁh B

OTHOLICHHUU TO3AHUX CTAJUM OIyXOJIEH 4YEeJOBEKa, KCEHOTPAHCIUIAHTUPOBAHHBIX MBIIIAM.
Kaba3urakcen akTUBEH B OTHOIIEHUH YyBCTBUTENIBHBIX K JOIETaKceny omyxoneid. Kpome sroro,
Kaba3uTaKces MO0Ka3ajl aKTUBHOCTb B OTHOLIEHHUHU OITyXOJIEBBIX MOJEJEH, HEUyBCTBUTEIIBHBIX K
XUMUOTEPANNH, BKIIOYast JOLETAKCEL.

Kinnanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

B3pocnvie nayuenmoi

OddexTuBHOCT M 0Oe30macHOCTh Kaba3uTakcela B KOMOMHAIMM C MPEIHU30JI0OHOM WU
NPEJHU30HOM OBLTM  OIEHEHBI B  PAaHIOMHU3UPOBAHHOM  OTKPHITOM  MEXIyHApOIHOM
MHororieHTpoBoM uccienoBanuu Il ¢a3er  (uccnemoBanme EFC6193) y mamueHToB ¢
METACTaTUYECKUM KaCTPAIIMOHHO-PE3UCTECHTHBIM pPAaKOM TMPEICTAaTeIbHON JKEle3bl, paHee
MOJTYYaBIIUX PEKUMBI XUMUOTEPAITUH, BKIFOYABIIUX JIOIETAKCEI.

[TepBUYHOI KOHEYHOI TOYKOM Hcciie0BaHus Obl1a 00mas BebkuBaeMocth (OB).

BropuuHble KOHEUHBIE TOYKM BKJIIOYAIM BBDKHBAEMOCTh 0Oe3 mporpeccupoBanus (BBII),
OTIpe/ICIIIEMY0 KaK BPeMsI OT PaHIOMHU3AIH J0 MIPOrPECCUPOBAHUS OITYXO0JIH, OMOXHMHUYECKOTO
nporpeccupoBaHusi (1o ypoBHIO mpoctar-cnenududeckoro anturena [[ICA]), nporpeccuu 6osun
WIA CMEPTH 10 JIFOOO0H MPUYMHE, B 3aBUCUMOCTH OT TOTO, YTO MPOU3OMICT paHbIIIe, YacTOTY
otBeta onmyxonu o kpurepusim RECIST (Tumor Response Rate based on Response Evaluation
Criteria in Solid Tumors), mporpeccuto o yposuio [ICA (onpenensemyto kak > 25 % yBenuueHue
i > 50 % yBenuuenue ypoBHs [ICA y nmanneHToB, HE OTBEYAIOIIMX U OTBEYAIONINX HA TEPATHUIO,
COOTBETCTBEHHO), OTBET 10 ypoBHIO [ICA (cHmxkenue koHneHtpauu [ICA B cHIBOPOTKE KPOBU
kak MUHUMYM Ha 50 %), mporpeccuto 601 (OLlEHUBaaCh C MOMOUIBIO IIKaJbl HHTEHCUBHOCTHU
6o (Present Pain Intensity [PPI]) u3 onpocauka McGill-Melzack u ananbreTudeckoit mikassl
(Analgesic Score [AS]) u oTBeT B OTHOIICHWH HWHTEHCUBHOCTH 00JH (OMpeiessieMblii Kak
CHI)KEHHME B 2 pa3a MO CpaBHEHHIO C 0a30Boil MmenuaHoil 3Hadenust PPl mpu otcyrcTBumM
BO3pacTanus O0ayuioB o AS, mwim yMmeHbiiearneM > 50 % B UCHOIB30BaHUU aHAJIBICTHKOB TIO
CPaBHCHHIO C UCXOJHBIM CPETHUM 3HaUYeHHWEM 1o Imkaie AS 0e3 0JHOBPEMEHHOTO YCHIICHUS
WHTCHCUBHOCTH OOJIH).

B o0meii crnoxxHocTH 755 mWanMeHTOB OBUTH PAaHIOMH3UPOBAHBI JJIsl TOMYYEHUS TEparuu
Kaba3MTAKCENIOM B 03¢ 25 MI/M? IIIOMA N OBEPXHOCTH Tejla BHYTPHBEHHO KaXKIbIe 3 HEJIeH B
TeueHne MakcuMyM 10 IUKJIOB B KOMOMHAIIMU C TPEIHU30JI0HOM WM TIPEIHU30HOM B 103¢ 10
MT/CYTKH €XeJHEBHO (KOJIMYECTBO MAIMEHTOB 378) MIIM MHTOKCAHTPOHOM B jg03e 12 Mr/m?
BHYTPUBEHHO KaXK/ble 3 HEAENTU C MPEAHU30JOHOM WM MPEAHU30HOM B a03¢ 10 Mr BHYTpH

€XETHEBHO (KOJMYECTBO MaIueHToB 377).
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(QCHENORATENEHOCTS 000a)
B 310 HccienoBanye BKIIIOYAINUCh MAUECHTHRI cTapiue 18 JieT ¢ CTATHYECKUM KaCTPALlNOHHO-

PE3UCTEHTHBIM PAKOM IPECTATEIbHOM JKEJIE3bI C U3MEpsieMbIMU ouaramu 1o kpurepusim RECIST
WIM C HEU3MEpSAEMBbIMU O4aramu, HO ¢ Bo3pacraromumM ypoBHeM [ICA win ¢ nosiBI€HHEM HOBBIX
0YaroB, M ¢ COCTOssHHEM (YHKIIMOHAIRHOM akTuBHOCTH naruenta mo ECOG (Eastern Cooperative
Oncology Group - 3amagnas KoomepartuBhas Omnkonorndeckas rpymma) or 0 go 2. B
HCCIeIOBAHME BKIIOYANMCh TOJNBKO MAIMEHTHI C KONMYECTBOM HeHTpoduiaos > 1500/mm°,
TpoMmGormTOB > 100000/MM3, KOHIIEHTparMsAMHU TemornobuHa > 10 1/, kpeatunuHa < 1,5 x BTH
(BepxHssl TpaHMIla HOpPMBI), obmiero Ounmupyomna < 1 x BI'H, ACT/TTITC < 1,5 BI'H u
AJIT/TIITC < 1,5 BI'H.

[TaneHTHI ¢ yKa3aHUSIMHU B aHAMHE3€ Ha 3aCTOMHYIO CEpACYHYIO HEIOCTaTOYHOCTh MITH HH(APKT
MHOKapJla B TEUEHUE IIOCIHEAHUX O-TU MECSLEB WM NalMEeHTbl C HEKOHTPOJIMPYEMBIMU
HApyUICHUSIMH CEpPJCYHOTO PUTMA, CTCHOKapAMEW W/WIW apTepuaIbHOW TUNEpTeH3Hel B
HCCJIEIOBAaHNE HE BKIIIOYAIHCH.

Jemorpaduueckue XapakTEpUCTUKH, BKJIOYas pacoOBYI0 IPHUHAJIEKHOCTb, M COCTOSIHHE
byuknnonaabHO#N akTBHOCTH 110 mKajge ECOG (0-2) Obutn cOaaHCHpOBaHbI MEXKIY IPYyIITaMu
nedeHus. B rpymnmne kaba3urakcena cpeHUIA BO3pacT MaMeHToB cocTaBui 68 net (46-92 roxa), a
pacnpeziesieHue 1o pacoBOM MpUHaIeKHOCTH ObLT0: 83,9 % - eBporeon b, 6,9 % - MOHTOJIOUTBI,
5,3 % - merpounst u 4 % - ApyTHE PACHL.

Menaunana yuciia HUKIOB COCTaBisla 6 LIUKIIOB B Ipymne Kaba3uTakcena U 4 LMKIA - B TPyMIe
MUTOKCaHTpoHa. KonmnuecTBO manueHToB, NOMYyYUBIINX 3aljaHupoBaHHbe 10 UKIOB Tepanuu
coctaBuiio 29,4 % B rpymnne kabazurtakcena u 13,5 % - B rpyrnie MUTOKCaHTPOHA.

OO61ast BBDKMBAEMOCTh ObuIa 0OoJiee MPOIOJKUTENIBHON B IrpyIie Kaba3uTakcena, pucKk CMEpTH
camswica Ha 30 % B rpynme kaba3uTakcena IO CPABHEHUIO C TPYMNIOM MHTOKCAHTPOHA
[oTHOMIEHHE prckoB = 0,70, 95 % AU (0,59-0,83)] (cm. Tabauna 1 u Pucysok 1).

Ta6muna 1. DddpexTuBHOCTL KadazuTakceaa B ucciegopanuu EFC6193 npu sneyenuu

MAHUEHTOB ¢ METACTATHYECCKUM KaCTPAlUOHHO-PE3IUCTEHTHBIM pPaKoOM HpeHCTaTEJILHOﬁ

JKeJ1e3bl
Kaba3urakcesa + MuUTOKCAHTPOH +
MPETHU30JI0H NP eTHU30JI0H
n=378 n=377

O01masi BBLKUBAaeMOCTh
Uwrcno manueHToB ¢ JeTaTbHBIMHA UCX0aMU 234 (61,9%) 279 (74%)
(%)
Menuana BepkuBaeMoctu (95% JIN) 15,1 (14,1-16,3) 12,7 (11,6-13,7)
OtHomenue pruckos (OP)? 0,70 (0,59-0,83)
(95% aAN)
p-3HAYCHUE <0,0001
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kabazuTakcena
Pucynok 1. Kpuble o0meii BbizkuBaemoctn Kansian-Meiiepa (ucciienopanue EFC6193)
100 1

MHTOKCAHTPOH
+HOpeIHA30H

*+——e

Q0 1 S KadazHTAKCE]
+IpeIHA30H

80 1

701

60 -

50 1

40 1

30 -

[Iponopiinu 06111€# BHIKHBAEMOCTH

20

10 1

O-

T T T T

0 6 12 18 24 30

HucneHHoCTh Bpems (mecsiibl)

MuTokcaHTpoH

+ IpeTHI30TION 377 300 188 67 11 1

Kabasurakcen

+ PE/HH30I0H 378 321 231 90 28 4

BrpxuBaemocTs 6€3 mporpeccHpoBaHus B TpyIie Kaba3uTakcena MO CPaBHEHHIO C TPYIION
MHUTOKCAaHTpOHa cocTtaBuia 2,8 (2,4-3,0) mecsia mpotus 1,4 (1,4-1,7), coorBerctBenno, OP (95 %
JAN) 0,74 (0,64 - 0,86), p <0,0001.

YacroTa oTBETa OMYXOJIH B TpyMIe kaba3uTakcena Obljia JOCTOBEPHO BhIIIE U cocTaBuia 14,4 %
(95 % AU: 9,6-19,3) mpotus 4,4 % (95 % AW: 1,6-7,2) B rpymnmne MamueHTOB, MOTYYaBIINX
Tepanuio MUTOKcaHTpoHoM, p=0,0005.

[IpeumymiectBo kaba3uTakcena OBUIO TPOJEMOHCTPUPOBAHO B OTHOIICHWH BTOPHYHBIX
KOHEYHBIX TOYEK, OLEHEHHBIX Mo u3MeHeHuio ypoBHs [ICA. Menuana mporpeccupoBaHHsI IO
ypoBHio I[ICA cocraBuna 6,4 wmecaueB (95 % JAW: 5,1-7,3) ansd mauumeHTOB B TpyImie
kabazuTakcena rmo cpaBaeHuto ¢ 3,1 mecsmamu ((95 % JAU: 2,2-4,4) B rpymie mutokcanTpona, OP
0,75 mecsies (95 % AU 0,63-0,90), p=0,0010. OtBet B oTHOMmIEeHUH ypoBHS [ICA OblT 0OTMeueH
y 39,2 % manueHToB B rpyme kabazutakcena (95 % JAN): 33,9-44,5) npotus 17,8 % y narueHToB
B rpy1ine MutokcanTpona (95 % JU: 13,7-22,0), p=0,0002.

20



COOTBETCTE '1~"!ET _i_"_l‘iﬁ. li:_ [NEFTHOMY OTYETY

ot 19.02_.2026 N2 3165
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IpeCTaTEeNIbHOM KeJe3bl ¢ 00JIEBBIM CHHAPOMOM. He ObU10 0TMEYEHO CTaTUCTUYECKH 3HAYMMBbIX
pa3nuymii B 00eX Ipymiax B OTHOIICHUH MPOrPECCHH OOJIM MIJIM YacTOTHI OTBETA B OTHOILCHUH
ypOBHS 60IH.

B MHOroLEeHTPOBOM MHOTOHAIIMOHATBHOM PaHJAOMU3UPOBAHHOM OTKPBITOM HCCIEIOBAHUU
nu3aiiHa  «non-inferiority» 1l daser  (uccnenoBanme EFC11785) 1200 mnanueHTOB ¢
METAaCTaTUYECKUM KaCTPAalMOHHO-PE3UCTEHTHBIM PAaKOM IIPEACTATeNIbHOW JKeJe3bl, paHee
MOJTyYaBIIUX XUMHUOTEPAIINIO, COJEPKAIIYIO TOIETaKCell, ObUTH paHAOMU3UPOBAHbI HA 2 TPYIIIbL:
Tepanus KabasuTakceaoM B 103e 25 mr/m? (N=602) mmu B mo3e 20 mr/m? (n=598). TlepBuuHoOii
KOHEYHOH TOYKOU HMccieIoBaHus Obuta 00mmas BeokuBaeMocth (OB).

HccnenoBanue AOCTHINIO TEPBHYHOW KOHEYHOW TOYKH, MPOJAEMOHCTPUPOBAB HE MEHBIIYIO
3 deKkTUBHOCTh Kabasurakcena B fo3e 20 MI/M2 1o cpaBHEHHIO ¢ 1030H 25 Mr/m? (cm.
Tabmumy 2). Yactora otBera mo [ICA Obula CTaTHCTUYECKH [TOCTOBEPHO BBINIE B TPYIIE
kabasurakcena 25 mr/m? (42,9 %) 1o cpaBHeHHIO ¢ rpynmoi 20 Mr/m? (29,5 %), p < 0,001. B
rpynne kabasutakcena 20 Mr/mM® puck mporpeccupoBaHus 1o IICA ObUT CTaTHCTHYECKH
JIOCTOBEPHO BBIIIIE, YeM B IPyIIIE MAIUEHTOB ¢ 7030i1 25 Mr/m? (OP 1,195; 95 % JIU: 1,025-1,393).
CTaTuCTHYECKH JTOCTOBEPHOIO Pa3jMuvs MEXAy TpYyNIaMH CPaBHEHUS B OTHOIICHUU IPYTHX
BTOPUYHBIX KOHEYHBIX TOUEK OTMEUECHO HE ObIIO (BEDKHMBAEMOCTh 0€3 MPOTPECCUPOBAHUS, OTBET
OMyXOJM W OTBET B OTHOWIEHWH OO0JIM, MpoOrpeccus OMyXoiau U Oonu, 4 NoIKATeropuu
(yHKIIMOHATBHOU OIIEHKH MPOTHBOOIYXOJICBOH Tepanuu npescrarenbHoii xenessl (FACT-P)).
Tab6auua 2. O6mas BeixkuBaemMocTsb B uccjaenosanuu EFC1178S B rpynne kada3urakcena

25 Mr/m? o cpaBHEHHIO ¢ TPyNIoii kaasurakcenaa 20 Mmr/m?,

Ka6a3un20 + 11 Ka6azn25+ I1
(n=598) (n=602)

Oﬁlllaﬂ BbBIZKHBA€MOCTHb

Caygau cmept, N (%) 497 (83,1 %) 501 (83,2 %)

Memana OB (95 % JIN) 13,4 (12,19-14,88) 14,5 (13,47-15,28)

(Mecsiiipi)

OTHoI1IEHNE PUCKOB?

npotuB Kabazu25+ I1 1,024 -

1-ctroponnuii 98,89 % UCI 1,184 -

1-croponnnii 95 % LCI 0,922 -
Kaba3u20 = kabasurakcen 20 mr/m?, Kabasu25 = kabaszurakcen 25 mr/m?, T1 = peHU30J10H/IPETHH30H, an
= noBepurenbHblii uHTepBan, LCl = HwkHss rpaHuna goBepurenbHoro uHrepsana, UCI = BepxHss rpanuna

JIOBEpUTENBHOTO HHTEepBana, OB — o011as BEHKHBAEMOCTb.
a - OTHOIIIEHHE PUCKOB OIIEHUBAIIOCH ¢ Mcmoib30oBanuemM Cox Proportional Hazard model.

CootHomenue < 1 ykasplBaeT Ha MEHBILIMI PHCK B Ipymre Kabasurakcena B 1o3e 20 Mr/mM? 1o CpaBHEHHUIO C J10301
25 mr/m2.

HccnenoBanne EFC11785 nokazano myummmii npoduias 6e30macHOCTH y Kaba3uTakcena B 103e 20

mr/m2. TIpoduns Ge3omacHocTH KabasuTakcena 25 Mr/mM2, HaGIIOAABIIHIICS B TOM HCCIIEIOBAHNH
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uccienoBanuu EFC6193. Mennana konudecTBa KypcoB Tepanuu Kaba3uTaKCceIoM NAlMEHTOB B
rpynie 20 Mr/m? cocTaBuia 6 Kypcos (MeuaHa ITHTeILHOCTH Tepanuy - 18 Helens), B To BpeMs
KaK MeJMaHa Tepamuy B Tpymme 25 Mr/mM? - 7 IUKIOB (MeIMaHa MTHTENLHOCTH Tepamuu - 21
Henens). B rpynme kab6asurakcena 25 mr/m? y 128 manmentos (21,5 %) 103a JeKapCTBEHHOTO
npenapata Obuia cHIkeHa ¢ 25 10 20 mr/m?, y 19 marumentos (3,2 %) no3a kabazuTakcena
camxena ¢ 20 1o 15 mr/m? u y 1 marmenra (0,2 %) 103a J1eKapcTBEHHOTO IIperapara Oblia
cHmkeHa ¢ 15 mo 12 mr/m? B rpynme kabasutakcena 20 mr/m? y 58 mammentos (10,0 %) nosa
6buta cHmkena ¢ 20 o 15 Mr/m? u y 9 manmenTos (1,6 %) ¢ 15 no 12 mr/m?. Bee HexemaTenbHbIe
peakuuu 000N CTENneHu TshKecTu ¢ yactoroil Oonee 10 % orMeuanuch yalle y NanUeHTOB,
TONMy4aBIIEX 25 MI/M2, 4eM y MamueHToB, nodydasumx 20 mr/m%: muapes (39,8 % npotus 30,7
%), TomHoTa (32,1 % npotus 24,5 %), cnabocts (27,1 % npotus 24,7 %), rematypus (20,8 %
npotuB 14,1 %), acrenus (19,7 % npotus 15,3 %), nonnxennsiit annetut (18,5 % nportus 13,1
%), pota (18,2 % mipotus 14,5 %), 3anop (18,0 % nportus 17,6 %), 601s B ciiuue (13,9 % npotus
11,0 %), xmuanyeckast HeiTponenus (10,9 % npotus 3,1 %), HHPEKIMS MOYEBBIBOASIINX Ty TEH
(10,8 % mpotus 6,9 %), nepudepudeckas cencopnas Heifponatus (10,6 % npotus 6,6 %) u
mucres3us (10,6 % mpotuB 7,1 %). HexenarenpHble peakiuu CO CTENEHBIO TSKECTH > 3 C
yacToToit Gombiie 5 % HAOMIOAATHCH TONBKO y MAIMEHTOB, TONYYaBIIMX 03y 25 MI/MZ:
KIMHWYecKas HeiTpornenus (9,6 % npu 25 mr/m? npotus 2,4 % mpu 20 Mr/m?) u dhebpunbHas
neitrponenns (9,2 % npu 25 mr/m? npotus 2,1 % npu 20 mr/m?). CornacHo 1a60paTOPHBIM
JTAHHBIM MEHbIIIee KOJUYECTBO HAPYIIEHUWH I'eMaTOJOTHUECKUX IOKa3aTesnell OTMedanoch Y
TAIMEHTOB, OTy4aBIIHX Kaba3utakcen 20 Mr/M2, o CpaBHEHHIO ¢ TAIHEHTaMH, TTOJTyJaBIINX 25
Mr/m?: 73,3 % nipu 25 mr/m? npotus 41,8 % mpu 20 Mr/m? 11s HeHTpOTIeHny > 3 CTeNeHH TSKECTH,
13,7 % npotus 9,9 % COOTBETCTBEHHO JIs1 aHEMUU > 3 CTENeHH TsxkecTH, 4,2 % npotus 2,6 %
COOTBETCTBEHHO JIJIs1 TPOMOOILIUTONIEHUHN > 3 CTETIEHU TSXKECTH.
eTn

Kaba3urakcen orieHHBajiICcsS B MHOTOIICHTPOBOM OTKPBITOM HCCIIEOBaHUH, TPOBOJIUMOM B JIBYX
dazax (n=39). B 1 d¢a3e Opuia momoOpaHa MakcuManbHO TMepeHocuMas pgo03a (MTD)
KabasuTakcena y jaereil (B Bospacte 4-18 jer) ¢ penuaAMBUPYIOUIMMU WU pepakTepHbIMU
COJIMAHBIMU OIyXOJISIMH Ha OCHOBaHHM J1030JUMUTHpYIoueil TokcuyHoctu (DLTS). Bo 2 dase
UCCIIIOBaHMsT OblIa OIICHEHAa AaKTHBHOCTh W O€30MacHOCTh INMPHMEHEHHs Kaba3zuTakcena B
MaKCHMaJbHO NEPEHOCUMOMN J03€ y Aerel (B Bo3pacTe 3-16 7eT) ¢ penuauBHpYIOIIEH WIN
pedpaKkTepHOIl TIIMOMOW BBICOKOH CTENEHM 3JI0KAYeCTBEHHOCTH WiH ¢ Mud@dy3HON rimomon
MOCTa TOJIOBHOTO MO3ra. [IepBHUHBIMM KOHEUHBIMH TOYKaMHU 2 ¢a3bl UCCIEAOBAHUS SIBISLTUCH

OMnpeaACIICHUE YaCTOThBL OOBEKTHBHBIX OTBETOB U JJIUTCIIBHOCTH OTBETA.
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nonyunnu kabasurakcen B 103ax oT 20 mr/m? 1o 35 mr/m% MakcUMalbHO TepeHoCHMas 1034
cocrapuia 30 mr/m?.

Bo 2 dase wuccnenoBanuss 16 manuMeHTOB MONy4YWiIM Kabasutakcen B jno3e 30 MI/M?.
D¢ dekTuBHOCTL Tepanuu Obuia oreHeHa y 11 maruenToB. Y nmanueHToB ¢ 1udGy3HON TITHOMON
MOCTa TOJIOBHOTO MO3Ta U TJIMOMOM BBICOKOM CTEMEHU 3JI0KaYeCTBEHHOCTH HE OBLIO OTMEUEHO
O00BEKTHBHBIX OTBETOB Ha TEPAIHIO.

CaMbIMH 4acTBHIMU HEXEJAaTeIbHBIMU PEaKIUSIMHU JIF000H CTENEHH TSKECTH, BOSHUKAIOUIMMH Ha
done neuenus (= 25 %) 6wu cnadbocts (39,1 %), ronoBHas 60k, IUapes, TOUHOTA (B IEJIOM
34,8 %), peota (30,4 %) u 3anop (26,1 %) B 1 dase uccnenosanus; auapes (43,8 %), mucharus
(37,5 %), romnorta (31,3 %), pBoTta u rosioBHas 601k (00e y 25,0 %) y manueHToB BO 2 (aze
HCCJICIOBAHMSI.

CepnesHble HexKeNaTeNbHbIE PeakIui, OTMeUaBIIrecs 0ojee 4yem y 2 MaiueHToB B 11000 daze
UCCIIeI0BaHMs, BKIIIOYaNH B ce0si: B 1-ii pase - peOpusibHas HelTponenus y S maiuenTtos (21,7 %)
U BO 2-ii (haze - ¢eOpuipHas HEUTPONCHUs, aHA(DUIAKTHYECKAsT PEaKusl ¥ MPOrPECCHPOBAHNE

3a0oneBanus y 3 mauueHtos (18,8 %).

5.2. apmakoKUHEeTHYeCKHUE CBOHCTBA

[TonmynsiuuoHHbI aHaKM3 (apMaKOKMHETHUECKUX IOKa3aTejael MpOBOAMJCS Y MAalUEHTOB C
MECTHO-PACIPOCTPAHEHHBIMUA COJUAHBIMH OITYyXOJIIMH, METACTATHUYECKUM pAaKOM MOJOYHOM
JKene3bl M METACTaTHYECKUM pPAKOM MPEJCTAaTEeIbHOM »Kene3bl. OJTH MAalMEHTHl MOoJydalu
kabasurakcesa B auamaszone 103 10-30 Mr/M? TUiomann MOBEPXHOCTU TeJa €XKEHEACIbHO WU
KaKple3 HeOeu.

Abcopbrus

Ilocne oaHOYACOBOW BHYTpUBEHHOH HH(Y3MH KabasuTakcena B 103 25 MI/M? IIomanu
MOBEPXHOCTU TejJa Yy TMAalMeHTOB C METacCTaTMUECKUM paKoOM IPEICTaTeIbHON Keye3bl
MakcuMaibHas KoHUeHTpauus (Cmax) Kabazurakcenaa B IUIa3Me€ KPOBHU JOCTUTAACh K KOHILY
onHouacoBoit HHPY3UH (Tmax), cpennee 3HaueHNe Cmax cocTaBisio 226 Hr/mi. CpeHee 3HaUCHUE
ioaau noj ¢papMakOKHHETUYECKON KpuBOH «koHIeHTparus-Bpems» (AUC) coctasmsuio 991
HT * 9/MJL.

VY manueHToB ¢ MECTHO-PACIPOCTPAHEHHBIMH COJTUAHBIMU OIMYXOJISIMU HE HAa0JTF0/1a710Ch OOJIBIINX
OTKJIOHEHUI B JI030MPOMOPIIMOHATHHOCTH KOHIIGHTpaluii kaba3WTakcena B IJIa3Me€ KPOBU B
nuanasose 103 10-30 Mr/m? mIomaau MoBepXHOCTH TeNa.

Pacnopenenenue
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TALMEHTOB C MEMAHOM TIOMAIH TIOBEPXHOCTH TeNa, cocTapsomeit 1,84 m?).

In vitro cBs3p kaba3uTakcena ¢ 4eJIOBEYECKUMH CHIBOPOTOYHBIMU OekaMu coctasisiia 89-92 %
u Obuta HeHachlmaeMod 10 koHueHTpamuu 50000 Hr/mi, kotopas mnpeBbimaeT Cmax,
Ha0JI0IaBUIYIOCS MTPHU KIIMHUYECKOM MpUMEeHeHu! npenapata. Kabazurakcesn, riiaBHbIM 00pa3oM,
CBSI3BIBACTCS C CHIBOPOTOYHBIM anbOymuHoMm (82,0 %) u nunomporennamu (87,9 % mns
JUTIONPOTENHOB BBICOKOM IIIOTHOCTH; 69,8 % 1UIst TUIONPOTEMHOB HU3KOM TUIOTHOCTH U 55,8 %
JUTSL JTATIOIIPOTEMHOB OYCHb HU3KOW TUIOTHOCTH). IN VItro B yenmoBeveckoil KPOBU COOTHONICHUE
KOHIIEHTpAllUU B KPOBH U KOHIICHTpAIMH B T1a3Me KPOBU HaxoauTcs B nuanazone 0,90- 0,99, uto
yKa3bIBaeT Ha OJIMHAKOBOE paclpeieieHne Kaba3urakcena B KPOBU U IJIa3Me KPOBH.
HccnenoBanusi, MpOBECHHBIC HA JKUBOTHBIX, NIOKA3aJM, YTO Kaba3WTaKCeNl M ero MEeTaOOIHTHI
9KCKPETUPYIOTCS B TPYJHOE MOJOKO, a Kaba3uTakcesl TakkKe MPOHUKAET uepe3 IJIalleHTapHbIN
Oapsbep.

Metaboau3m

Kabasurakcen MHTEHCHBHO MeTaboiu3upyercss B medeHu (> 95 %), rimaBHBIM o0paszom, ¢
nomoInkio uzodepmenton noacemeiicrsa CYP3A (80-90 %). KabasuTakcen sSBISETCS OCHOBHBIM
COCIMHEHUEM, LUPKYIUPYIOIIUM B IIa3Me KpoBH. [lomumo Hero, B IutasMe KpoBU ObLIO
uAeHTU(GUIMPOBaHO 7 MeTaboNUTOB (BKJIOYas 3 aKTUBHBIX MeETa0oJuTa, OOpa3yloIIUXCS B
pesynprare O-memerunupoBaHus). KoOHIEHTpamwsi B TUla3Me€ KpPOBH TJIABHOTO W3 JTHX
METa0O0JIUTOB COCTABISIET 5 % OT KOHIIEHTPAllUH B IJIa3Me KPOBU HEM3MEHEHHOT 0 Kaba3uTakcea.
Oxo1o 20 MeTaboauTOB Kaba3uTakcena BEIBOAITCSA C MOYOM U KajoM.

[To maHHBIM HCClieMOBaHUU IN VIr0 MOTEHIMANBHBIA PUCK MHIHOMPOBaHMS Kaba3UTaKCEIoM
MEYEHOYHOTO MeTaboJM3Ma B KIIMHHYECKH 3HAYMMbIX KOHIIEHTPAIMSIX BO3MOXKEH B OTHOIICHHH
IpenapaToB, KOTOPbIE, INIABHBIM 00pa3oM, SBIIOTCS cyOcTpaTaMu H30(epMEHTOB MoiceMeicTBa
CYP3A. OnHako OTCYTCTBYET KaKO-1100 MOTEHIMAIBHBIA PUCK MHTMOUpOBaHUs MeTaboIu3Ma
npernaparoB, KOTOpbIE SIBISIOTCS cyocTpaTamu npyrux uzodepmentoB CYP (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2E1 u CYP2D6). Takxe in vitro kaba3zuTakcen He
unayuupyet uzopepment CYP2C9 u uzopepments! noacemeiictsa CYP1A u CYP3A.
HccnenoBanust Mo B3aMMOJICHCTBHIO, TIPOBEJICHHBIE Y YeNlOBEKa, MOKa3ajii, YTo Kaba3uTakcen
(BBOAMMBIH B BHIE OJHOYACOBOH BHYTPHBEHHOH WH(Y3HMH B 103 25 Mr/mM? muomanu
MOBEPXHOCTH Tella) HE W3MEHSI IUIa3MEHHBIX KOHIICHTpPAIlMii MHIa30jlamMa, 3TaJOHHOTO
cyocrpara uzodpepmentoB noacemerictea CYP3A. Takum obOpasom, In Vivo kaba3uTakcen He

uHruoupyer msodepmentsl noacemerictsa CYP3A.
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TUIa3MEHHBIE KOHIIEHTPAIMK Kaba3uTakcena B Ila3Me KPOBH, TaK Kak Kaba3uTaKcell B OCHOBHOM
MeTaboIM3UPYETCs ¢ MOMOIIBI0 n3ohepMeHToB nojcemeiictea CYP3A.

[Ipenau3onoH, mnpuHuMaeMmbli B go03¢ 10 Mr/cytku, He wu3MeHseT (HapMaKOKHHETHKY
Kaba3uTakcena.

In vitro kaba3urtakcen He MHrHOMpyeT OCJIKM MHOXKECTBEHHOM PE3HCTCHTHOCTH K
xumuoTepanesTndeckum npenapatam (MRP1 u MRP2) wnu tpancmoprep oOpraHu4eckux
katuonoB (OCT1). Kabasurakcen uarubupyer Tpancrnopt P-rimkonporenna (P-gp) (Iurokcus,
BUHOIACTUH), OEJIKOB PE3UCTEHTHOCTH K XHMMHOTEPAleBTHMUECKHUM IIpernapaTaM IpHU pake
MosouHoi xkene3sl (BCRP) (MeToTpekcaT) v MOJUIENTH/IOB, TPAHCIIOPTHPYIOMIUX OPraHUYSCKUE
annonsl (OATP1B3) (xoneuucrokunud - CCKS8), B KOHIIEHTpalusix, Kak MUHUMYM, B 15 pa3
MPEBBIIIAIOIINX KOHLIEHTPALUU, Ha0II01aeMble B KIIMHUUECKUX YCIOBUSX, a TAKXKEe HHTHOUpYeT
tpanciopt OATPIB1 (3ctpamuon-17B-ritoKypoHUa) B KOHIIEHTpAIMAX, TOJBKO B 5 pa3
TIPEBBIIAIONMX HAaOM0gaeMble B KIMHAYECKHX yCIOBUAX. I1osToMy B 03¢ 25 Mr/mM? miomanu
MIOBEPXHOCTH TeJIa PUCK B3aMMOJICHCTBHsI Kaba3urakcena in vivo ¢ cyocrparamu MRP, OCT1, P-
gp, BCRP u OATP1B3 manoBepositen. Puck B3anmozeiicTBus kabazurakcesaa ¢ TpaHCIOPTEPOM
OATPI1BI Bo3MOXkeH, B 0COOEHHOCTH, BO BpeMs ITPOBEICHUSI BHYTpUBeHHOM nH(Yy3uu (1 1) u 10
20 MuH TIocjie OKOHYaHus HHQY3uu (cM. pasaen 4.5).

BeiBenenue

ITocne oaHOYaCOBOI BHYTpuBeHHON MHpYy3un [**C]-kabasuTakcena (MEYEHOTo PagHOU30TONIOM
KabaszuTaKcena) B J03e 25 MI/M? TIJIOIIAAM TOBEPXHOCTH Tela Y OHKOJOTHYECKHX MAIEHTOB
npubim3uTenbHo 80 % BBEIEHHOM 103bI BHIBOJAUTCS B TEUEHHUE ABYX Henenb. Kabaszurtakcen,
IJIaBHBIM  00pa3oM, BBIBOJUTCA M3 OpraHW3Ma uYepe3 KUIIEYHUK (C KajioM) B BHJIE
MHOTOUUCIEHHBIX MeTabonuToB (76 % m03bI); B TO BpeMs Kak TOYEYHAas OHKCKperus
Kaba3uTakcesa u ero MeTaboIMTOB cocTaBisgeT MeHee 4 % oT BBeieHHOM 103! (2,3 % BBEJCHHOM
JI03bI BBIBOJIUTCSI C MOYOW B HEM3MEHEHHOM BH/JIE).

Kaba3uTakcen nMeeT BHICOKMi TIAa3MEHHBIH KIMPEHC, COCTaBIsiommil 48,5 n/a (26,44 n/4/m?
TIJIONIA/M TTOBEPXHOCTH TeNa y TMAIMEHTOB ¢ MEIMAHOMN IIOMAIN MoBepXHOCTH Tena 1,84 M?), u
JUTUTENbHBINA MIEPUO/I MTOTYBBIBEICHHUS, COCTABIAIOMUMA 95 u.

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmol nodcunozo 6o3pacma
[Tpu nonmynsiMoHHOM aHanu3e PapMaKOKMHETUYECKUX JaHHBIX MAllMEHTOB B Bo3pacTe 65 NeT u
cTaple He Ha0It01a710Ch KaKOro-T100 BIHSIHHS BO3pacTa Ha (hapMaKOKWHETHKY Kaba3uTaKcena.
Ileuenounas HedocmamoyHocmy

Kabasurakcen BBIBOAUTCA U3 OpraHu3Ma B OCHOBHOM ITYTEM IIEYCHOYHOT'O MeTaboau3Ma.
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wm ACT [acmapTaramuHOTpaHcdepasa] cbIBOpOTKH KpoBu > 1,5 x BI'H) u cpeaneit (06U1Hﬁ
ounmupyoun > 1,5 u < 3,0 x BI'H) crenenu TskecTr He OKa3blBasia BIUSHUS HA (DapMaKOKUHETHKY
kaba3uTakcena y MAalUMEHTOB B CIELMAILHOM HCCIEIOBaHUHM. Y MAlUMEHTOB C IEYCHOYHOU
HEJI0OCTaTOYHOCTHIO TSKEIOM cTeneHu (oomuii onnupyoun > 3,0 x BI'H) nHabmtomanock cHUKEHNE
KIUpeHca kabasurakcena Ha 39 %, 4TO yKas3bIBAaeT HA BIMSHUE TSKEIION CTENEHU NMEYCHOYHOU
HEI0CTaTOYHOCTH Ha (papMaKOKUHETHKY Ipernapara.

Iloueunas nedocmamounocms

Kaba3uTakcen He3HAUUTETLHO BBIBOAUTCS MoukamH (2,3 % OT 1035I).

[TonynauuoHHbIN (hapMaKOKMHETHUECKUN aHaNIW3, IPOBEACHHBIN 10 JaHHbIM 170 manueHTos, B
COCTaBe KOTOPBIX ObLIO 59 MAIMEHTOB ¢ OYEYHON HEIOCTATOYHOCTBIO JIETKOM CTENEHU TSHKECTU
(xmupenc kpeatuauHa 50-80 mu/MuH) 1 14 manMEeHTOB ¢ MOYEYHOM HEIOCTATOYHOCTBIO CpEIHEH
cTeneHn TsbkecTu (kaupeHc kpeatuHuHa 30-50 MiI/MUH) TOKasad, 4YTO MOYedHas
HEJ0CTAaTOYHOCTD JIETKOM U CpeJHEH CTENEHU TSDKECTH HE OKa3bIBajla CYIIECTBEHHOT'O BIIUSHUS
Ha (apMaKOKMHETHKY Kabasurakcenma. OTO OBUIO  TOATBEPXKICHO  CPaBHUTEIHHBIM
UCCIIEIOBaHUEM (PAPMAaKOKHHETUKH Y MAalMEeHTOB C COJHMJHBIMH ONYyXOJSIMH C HOPMAaJIbHOM
byHKIMel nmoyvek (8 marreHToB), MAUEHTOB C MOYEYHONW HEJOCTAaTOYHOCTHIO Cpe/lHEH CTeleH!
TsokecTH (8 TalMeHTOB) M MAllMEHTOB C IMOYEYHOM HEIOCTAaTOYHOCTBIO TSXKEION CTENEeHU
(9 manmeHTORB), KOTOpBIE MOTYYAIH JICUCHNE KaO0a3UTAKCEJIOM B BUJIC BHYTPUBEHHON HH(DY3HUHU B
103€ 110 25 Mr/M? TIoIaIK TOBEPXHOCTH Tefa. B uccienoBanny 66110 1Ba MAIHEHTA ¢ KITHPEHCOM
kpeaTuHuHa < 15 mn/mun/1,73 m? (8 m/mun/1,73 M? u 14 mu/mun/1,73 M?). CienoBatensHo,
MMEIOTCSl OTPaHUYECHHbIE JJaHHbIE O IPUMEHEHUN Kaba3uTakcesa y MalueHTOB ¢ TePMUHAIbHOU
CTajueldl TOYEYHOM HEIOCTaTOYHOCTH. Pe3ynpTaThl uHccienoBaHUs (apMaKOKMHETUKH U
Oe3omacHOCTH Kkaba3WTakcena Ha § TMalMeHTax TOKa3alid, 4YTO TsDKeJas MoYeyHas
HE/I0CTaTOYHOCTh HE OKa3blBaja 3HAYMTEIHHOIO BIMSHUS HAa (DapMaKOKUHETUKY U 6€30IacHOCTb
kaba3uTakcena.

Dapmakokunemuyeckoe g3aumooelcmasue ¢ OpyeUMU J1eKapcmeenHbuIMU CPeoCmeamu
Kabasurakcesn, riaBHbIM 00pa3oM, METaO0IU3UPYETCs C TOMOIIBIO U30(hepMEHTOB MoIceMeCcTBa
CYP3A.

KypcoBoii npuem ketokonazozna (400 Mr Ba pasza B CyTKH), CHJIBHOTO HHITHOUTOpa H30(hepMEHTOB
nojacemeiictea CYP3A, mpuBoIniI K yMEHBIICHUIO KIMpeHca Kabasurtakcena Ha 20 %
cooTBeTcTBytOIIMM yBennueHueM ero AUC nHa 25 %. OpHOBpEeMEHHOE NPUMEHEHHE
ampenuTanTa, yMepeHHoro uHruoutopa uzodepmenton nojcemericrea CYP3A, He oka3piBajo

s dexTa Ha KIUPEHC U CUCTEMHYIO YKCIIO3HIINIO Kaba3uTakcena.
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Kypcogoii mpuem pudammnuna (600 Mr oguH pag B CVTKI/F :CEIJ;L%EhHEFVE%%a—’:I/ESEd)'eﬁ

noacemerictea CYP3A, npuBoani k yBenuyeHuto kiupeHca Ha 21 % U COOTBETCTBYIOILEMY
ymenbuiennto AUC Hal7 %.

eTu
be3omacHocte u 3¢ddexkTHBHOCTH Kaba3WTakcena y JeTeld M TOAPOCTKOB 10 18 mer He

YCTaHOBJICHBI.

5.3. /laHHbBIEe JOKJIHHUYECKOH 0e30IacHOCTH

O6H_[aﬂ TOKCUYHOCTH

Bausnue na neuens

['mnepria3ust  JKEMYHBIX  MPOTOKOB, apTepHalbHBII/TepHapTepUabHBIA  HEKPO3  W/WIH
renaToUeJUTIONSPHBIA HEeKpo3 HaOII0Aaluch Yy co0aK Mocie OJHOKPATHOIO BBEICHHS JIO3BI
(0,25 mr/kr [5 mr/m?]), 5-nHeBHOTO BBenerus (0,2 MI/Kr [4 Mr/M?]) M eXKeHeneabHOrO BBEICHUS
(0,325 wmr/kr [6,5 mr/m?]). Y xpeic Habmomazach NUTMeHTanus KiIetok Kymbdepa u
JIeTeHepalysl/pereHeparus KeIdHbIX MPOTOKOB B TICUCHU IMPH BO3ICHCTBHHM Kaba3WTaKcella B
HaWBBICIICH JIeTaabHOM 103€e, cocTapistomend 10 mr/kr (60 MF/MZ), B HUCCJICJIOBAaHUU Ha KpbIcax
MPOJOHKUTENHHOCTHIO 10 IUKIIOB TepanuH.

HelpoToOKCMYHOCTD

V wmpimeit uepe3 10 win 20 Hepenb mociie 0JTHOKPATHOTO BBEACHUS HabOt01amack HeoOpaTumast
nepugepuyeckas HEWPOTOKCHMYHOCTb, TUCTOJOIMYECKH XapaKTepHU3YIOLIascs JereHepaunueit
CeAIMIIHBIX HEPBOB M KOPEIIKOB MOSCHUYHO-KPECTIIOBBIX HEpBOB. Jl03a, MpH KOTOpOH He
Habmonanock Hebmarompuatasix dddextos (NOEL), cocrapmsana 15 mr/kr (45 mr/m?) mocne
OJTHOKPAaTHOTO BHYTPHUBEHHOTO BBEJICHHUS B TeUeHHe | Jaca.

Y wMblmeil  oTMewanach — LEHTpalbHas  HEHPOTOKCHUYHOCTb,  THMCTONATOJIOTMYECKH
XapaKTepU3yIOIIascs HEKPO30M W/WIM BaKyoJu3aluell HEeMpOHOB B TOJOBHOM MO3Te,
AKCOHAJIbHBIM OTEKOM U JeTeHepalreil MeHHOro OT/Aea CIIMHHOTO MO3ra, MOocie OJHOKPaTHON
0/THOYACOBOH BHYTPUBEHHOH MH(Y3HHN B 03¢ 15 Mr/Kkr (45 Mr/M?), cuntaromieiics 10CTaTOUHOI
JUIS TIPEBBILICHNS MaKCHUMAJIbHOM KCIO3MIMK TpernapaTa y udenoBeka. Jlo3a, mpu KOTOpoil He
Habmoganocs HebmaronpusTHex dddektoB (NOEL), cocramsma 10 wmr/xr (30 wmr/m?)
(mpubnm3uTenpHO 7-KpatHOe mpeBbiienne AUC y manueHToB ¢ pakoM TpU UCTIONB30BaHUH B
PEKOMEHIOBAaHHOU Yy YelloBeKa /103€) Mociie OHOKPATHOIO BHYTPUBEHHOTO BBEICHUS B TEUCHHE
1 yaca.

Hapyiienus co CTOpoHEI 171a3

CyOKarncynpHBIN OTEK/mIereHeparusi BOJIOKOH XpyCTaIMKa HaOiroaancs y Kpbic B Teuenue 10-

IIMKJIOBOTO MCCIIEIOBAHHS 110 TOKCHYHOCTH B 103aX 10-20 Mr/kr (60-120 Mr/m?) (IpHOIH3HTENIEHO
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PEKOMEHIOBAaHHBIX Y YelloBeKa J103ax). [lo3a, mpu KoTopoit He HabOII0JaI0Ch HEOIArOPUATHBIX
s¢pexrop (NOEL) na xpycramuk, coctaBinsia 5 mr/kr (30 mr/m?) (mpubnusurensno AUC y
MAIMEHTOB C PaKOM B P€KOMEHIOBAHHBIX Y YeJIOBEKa /103aX ). DT 3PPeKThl ObUIH HEOOPATUMBIMU
yepes 8 Hellelb.

O11eHKA pUCKA JUISL OKPYKAIOIICH CPSIbI

Pe3ynbraThl OLIEHKH PHUCKA HA OKPYXKAIOIIYIO Cpeay MOKa3al, yTo Kaba3uTakcen He obianaeT
KaKUM-JTH00 3HaYMMBIM BO3/JICHICTBHEM Ha OKPYXKAIOIIYI0 cpeay (cM. pazzaen 6.6).

KaHI11eporeHHOCTh

,Z[JII/ITGJIBHI)IG HUCCIICAOBaHMA Ha JKHUBOTHBIX JJII OLNCHKM KaHICPOICHHOIoO IIOTCHIHAJIA
Kaba3HuTaKcesa He IMPOBOAUIINCE.

MyTareHHOCThb

baktepuanbHblii  TecT o00paTUMOl MyTareHHOCTH (TecT DOiiMca) ans  KabasuTakcena
OTPULATEIbHBIN.

' eHOTOKCUYHOCTh

Jlnst kaba3uTakcella He OTMEYEHO KJIACTOTCHHOCTH B iN VIitro tecte ¢ nuMQonuTaMu yenoBeka
(kaba3uTakcenl HE WHIYLUPOBAJ CTPYKTYPHBIX XPOMOCOMHBIX a0eppauuii, HO yBEIHYHBAI
KOJIMYECTBO MOJMIUIONIHBIX KJIETOK) U MHAYIUPOBAT YBEIMYCHUE MUKpOsiEp IN VIVO y KphIC B
no3ax > 0,5 mr/kr. OHaKo, 3TH JaHHbIE TI0 T€HOTOKCUYHOCTU MPUCYIIH (papMaKOIOTHYECKON
AKTUBHOCTH COEIMHEHUS (MHTMOMPOBaHMS JEMOIMMEPU3alluU TyOYyIMHA).

TepaToreHHOCTh

JIOKITMHUYECKME UCCIIEIOBAaHU Ha KpPbhICaX M KPOJIMKAX IMOKA3ajH, YTo Kabasurakcen obnamaer
AMOPUOTOKCUYECKUM, ETOTOKCHYECKUM U abopTUpyromuM AeiictBueM. Korna camkam kpsic ¢ 6
no 17 neHb recTauMyd BHYTPUBEHHO BBOAWIM KaOaszuTakcen 1 pa3 B CyTku, Habmoganach
sMOpHodeTaabHasi TOKCUYHOCTh MPU MEHbLIEH CUCTEMHON SKCIO3UIMM, YeM HabIroaaeMon y
JFO/IeH, IOy YaBIINX KIIMHUYECKA 3HAYMMBIE 036l Kaba3uTaKcea, v MPOSIBIISUIACH B BUJIE THOCITH
IU10J]a U CHUKEHHUH CPEIHEro Beca HMOPHUOHOB, CBS3aHHOTO C 33/IePKKOM OCCHU(PUKALIUU CKEeTa.
Kaba3utakcen He BBI3bIBAJ aHOMAJIMM Pa3BUTHUA IUIOJA Y KpbIC W KponukoB. KabGaszurtakcen
IPOHMKAJ Yepe3 MIalleHTapHbIi 6apbep y KpbIC.

TTociie OHOKPaTHOTO BHYTPHBEHHOTO BBeeHNs [1*C]-kaba3nTakcena B 1o3e 0,08 MIr/kr caMmkam
KPBIC B TEPHOJ JIAKTAIIUN B MaTEPUHCKOM MOJIOKE B TeueHHe 24 4acoB 00HApYKHUBaIOCh MEHEE
1,5 % BBeIEHHOI JTO3HI.

Hapyuienuns dbeprunbHOCTH

KaGa3urtakcen He BIMsAET HA CIOCOOHOCTH K CHAPUBAHUIO WM (DEPTHIIBHOCTD MOTYYaBIIUX €r0 B

no3ax 0,05, 0,1 u 0,2 Mr/kr/cyTku camIioB Kpbic. OJTHaKO BO MHOTOIIMKJIOBBIX UCCIICIOBAHMIIX HA
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CEeMEHHBIX ITy3bIPHKOB U aTpO(usi CEMEHHBIX KaHAJIBIIEB, a Y COOAK, MOTy4aBIINX Kaba3uTakcen B
no3e 0,5 MI/Kkr - MUHUMalbHAs TECTUKYJISIpHAs iereHepanus (MUHIMAaIbHBINA HEKPO3 OJAMHOYHBIX
SNUTEINATIBHBIX KJIETOK B anuauauMuce). CucTeMHasi 3KCIO3UIUS Y )KMBOTHBIX ObL1a OJO0HON
Wiy 0osee HU3KOHM, yeM TakoBas, HaOJIIOJaBIIAsCs y 4YeJoBeKa, IPU MPUMEHEHUH KIMHUYECKU

3HAYUMBIX 103 Kaba3uTakcesa.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTe/ibHbIX BellleCTB
KonueHnrpar

nosmcop6Oat 80

JMMOHHAs KHCTI0Ta Oe3BOAHAS

PactBopurenn

cnupT 3TUIOBBIN 96 %

BOJIa JUI1 UHBEKIUA

6.2. HecoBMeCcTHMOCTD

JIaHHBIN JE€KApCTBEHHBIM MpernapaT He CIeayeT CMEINBaThb C JAPYTMMH JIEKapCTBEHHBIMU
mpermapaTam, 3a UCKIIFOYSHUEM YIIOMSIHYTBIX B pazjene 6.6.

He ucnons3oBats uH(MY3HMOHHBIE KOHTEHHEPHI U3 monuBuHWIXIopHaa ([TBX) win nHby3noHHBIE

Ha60pI>I U3 NoJInypeTaHa AJId IIPUTOTOBJICHUA U BBCACHUS I/IH(I)y3I/IOHHOl"0 pacTBopa.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

HeBCKpBITHIN d)J'IaKOH KOHIICHTpATa U paCTBOPUTCIIA

3 rona.

YcmoBus XpaHEHHS Pa3BEICHHOTO pacTBOpa

CmabunbHocmv nepeoHaAUANbHO PA36EOEHHO20 KOHYEHmpama NpuidaeaemviM pacmeopumenem
(npemuxca) 60 ¢hraxone

ITocne nepBoHavyanbHOTO pa3zseneHus konuenTpara npenapata KABASUTAKCEJI npunaraemsiM
pacTBOpHUTENIEM TMOIyYHBIIAsACS B pe3yibTaTe CMECh KOHIIEHTPAT-pPacTBOPUTENH (IIPEMHUKC)
OCTaeTCsl XUMUYECKU U (PU3NYeCcKH cTaOMIbHOM B TeueHue | yaca mpu XpaHeHWH IpU KOMHATHON
temneparype. C MUKpOOHOIOTHYECKON TOUKHM 3pEHUSI CMECh KOHIIEHTPAT-PaCTBOPUTENH J0JDKHA
MCII0JIb30BaThCSl HEMEMJIEHHO IOCJE NMPUTroTOBIEHNA. Ecii 0Ha HE MCHOJIb30BaHA HEMENJIEHHO
10CJI€ TPUTOTOBJIEHUS, TO OTBETCTBEHHOCTh 3a BpEMS U YCIOBHMSI €€ XpaHEHUS HeceT

nosib30BateIb. OOBIYHO €€ HE clieyeT XpaHuTh Oojiee 24 yacoB npu temmneparype 2 °C — 8 °C,
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ACCIITUYCCKUX YCIOBHUAX.

CmabunbHocmb OKOHUAMENbHO PA36€0eHHO20 PACMEOPa 68 UHQPYIUOHHOU eMKOCmU

[Tocne oOKOHUATENBHOTO pa3BeleHUS B HWHQPY3MOHHOW eMKOCTH/()IaKOHE XHUMHUYECKas |
¢du3nveckas CcTaOMIBHOCTH pacTBOpa ObLIa TPOJEMOHCTPUPOBaHA B TEUCHHE & YacoOB IpHU
KOMHATHOW TeMIIepaType U B TeueHUE 48 4acoB IPU XPaHEHUH B XOJIOIUIbHUKE.

C MUKpOOHOIOTHYECKON TOUKH 3pEHUSI MH(PY3UOHHBIN pacTBOP TOJIKEH BBOAUTHCS HEMEJIEHHO
1ocjae TpPUTOTOBIICHHS. Ecium OH HE BBEIEH HEMEUIGHHO TIOCI€ NPUTOTOBICHHS, TO
OTBETCTBEHHOCTh 3a BpeMsl M YCJOBHs €0 XPaHEHWs HECeT Moib3oBaresib. OOBIYHO €ro He
cienyeT XxpaHuTh 6osee 24 yacoB npu Temneparype 2 °C — 8 °C, npu ycloBUHU, YTO pa3BeCHUE

OBLIO IMPOBCACHO B KOHTPOJIUPYEMBIX U BAIMJUPOBAHHBIX ACCTITUYCCKUX YCIIOBUAX.

6.4. OcoOble MepbI MPEI0CTOPOKHOCTH MPU XPAHEHUH
XpaHuTh B OpUTUHAIBHOMU Mauke Mpu TemrepaType He Boitie 25°C. He XpaHUTh B X0JIOAUIBHUKE.

YcnoBust XpaHeHHUs TIOCIIe Pa3BeICHUs JIEKAPCTBECHHOTO TIpernapara cM. B paszene 6.3.

6.5. XapakTep u coiep:kaHie NePBUYHON YIAKOBKHU

Opnna ynakoska npenapata KABABUTAKCEIJI conepxut 1 ¢uiakoH ¢ KoHIIEHTpaToM U 1 ¢uiakoH
C paCTBOPUTENIEM:

Konnentpar: Ilo 1,5 mu konnenTpara (60 Mr 1eiCTBYIOIIErO BEUIECTBAa) BO (pIAKOHBI TEMHOI'O
cTekia TuI I, ykynopeHHble pe3HHOBBIMU IPOOKaMU C OOKAaTKOM aJIFlOMUHHUEBBIMH KOJITAYKaAMHU C
IUTACTUKOBBIMU KPBILIKAMHU.

PactBopurens: 1o 4,5 mi pacTBopuTens Bo ¢u1akoHbI U3 OECIIBETHOTO CTEKJIa THUII |, yKynopeHHbIe
PE3MHOBBIMH NTPOOKAMHU C OOKAaTKON aJIFOMUHHMEBBIMHU KOJIMAYKaMU C MJIACTUKOBBIMU KPBIIIKAMH.
[To 1 ¢dnakoHy c koHIeHTpatoM W | (uiakoHY ¢ pacTBOPUTEIEM TMOMEIIAIOT B KOHTYPHYIO
AYEHKOBYIO YIIAKOBKY.

ITo 1 KOHTYpHOH SYENKOBON YIIAaKOBKE BMECTE C MHCTPYKIUEHN IO MEAULIMHCKOMY IIPUMEHEHUIO

(JIUCTKOM-BKJIa/IbIIIIEM ) TIOMEUIAIOT B KAPTOHHYIO MUKy .

6.6. OcolOble Mepbl MNPEeJOCTOPOKHOCTH MNPH  YHUYTOKEHHHM HMCIOJbB30BAHHOIO
JICKApCTBEHHOI0 MNpenapara MWJIH  OTXOJA0B, TMOJYYEHHBIX IOCJe TNPHUMEHEHUs!
JIEKapPCTBEHHOI'0 Npenapara, ¥ Apyrue MaHuIyJsiUU C penapaToM

[IpuroroBieHne pacTopa Uit nHGV3U U 00pallleHHe ¢ IpernapaToM
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OCTOPOXKHOCTh U HMCIIONIb30BaTh Nepuatku npu padore ¢ npenaparom KABA3UTAKCEJI u npu
NPUTOTOBIICHUH €ro MH(Y3UOHHOTO PacTBOpA.

Ecmu pactBop mpenapata KABA3SUTAKCEJI na nro6om 3tane paboThl ¢ HUM IOl Ha KOXY,
CllelyeT HEMEIUIEHHO M THIATENIbHO MPOMBITH MECTO KOHTAaKTa BOAOM ¢ MbUIoM. [Ipu momamanuu
npernapaTa Ha CIM3UCThIe 000JI0UKH, CIIETyeT HEMEIIEHHO U TIIATEIbHO MPOMBITH UX BOJIOM.
Pa6otats ¢ npenapatom KABABUTAKCEJI nomkeH TOAbKO MepcoHal, BIAJACIONUNA HaBbIKaMU
oOpallieHus ¢ IUTOTOKCUYECKUMH ITpernapaTamH.

bepemenHbIe )KEHITUHBI HE IOJDKHBI pab0TaTh C 3TUM IpernapaToM.

BuaumarensHo npountaiite BCIO Hmkecneayronry o nHGOPMAITUIO 10 TTOTOTOBKE MperapaTa s
BHYTPUBEHHOI'O BBEJCHMUSI IIEPEJ] €r0 CMEIINBAHUEM U PA3BEACHUEM.

Kaxnapiii ¢aakon ¢ konnentparom coaepxkut 60 mr mpenapara KABASUTAKCEJ B 1,5 mn
(HOMHMHAJIBHBIN 00beM) (pu 00beMe HamojHeHus (aakoHa B 1,83 MII KOJIMYECTBO Ipemapara
coctasJsier 73,2 Mr).

Kaxnpiii ¢akoH ¢ pacTBopuTeneM coiepkut 4,5 mu (HOMHHaJIbHBI 00BeM) (mpu oObeme
HaIOJTHEHHS 5,67 MJI paCTBOPUTEIIS).

Ilpumeuanue

OT1n 00beMBbI HATIOJTHEHMSI OBLII YCTAHOBIIEHBI BO BpeMs pa3pabOTKH Mpenapara Jjisi TOro, 4To0bl
KOMIIEHCHUPOBaTh TOTEPU IKUAKOCTH BO BpeMs NPUTOTOBICHHUS MpeMuKca (pacTBopa,
IIOJ[yYeHHOTO B  pe3yJbTaTe IIEPBUYHOIO  PA3BEACHMUs  KOHIEHTpaTa IPHJIAracMbIM
pactBoputenem). Takum oOpa3oM, (rakoHbsl kak koHueHTpaTa npenapata KABASUTAKCEJI,
TaK W PpacTBOPUTENS COJAEPKAaT M30BITOUHOE KOJMYECTBO JICHCTBYIOIIETO BEUIECTBA U
pacTBOpUTEIs, YTOOBI KOMIIEHCUPOBAThH MOTEPH KUJIKOCTH B IIPOLIECCE TPUTOTOBJIEHHSI pacTBOpa.
3T0 U30BITOYHOE KOJIMYECTBO JICHCTBYIOLIETO BEIIECTBA M PACTBOPUTENS FApaHTUPYET, UTO TOCIIE
pa3zBenenus koHueHtpara npenapata KABA3UTAKCEJI BCEM conepXUMbIM BXOJSILETO B
COCTaB YMaKOBKHU ()JIaKOHA C pacTBOpPUTENIEM, MPEMUKC OYIEeT CoAepKaTh pacTBOp Ipernapara
KABA3UTAKCEJI ¢ xonnentparmeit 10 mMr/mi.

Konnentpar npenapata KABA3UTAKCEJI nyxnaerca B /IBYX pa3zBeneHusx nepes BBEACHUEM.
Heo6xoanmo cienoBaTe HHCTPYKIMAM IO IPUTOTOBJICHUIO PACTBOPA, MIPEACTABICHHBIM HUXKE.

[TpurotoBneHue pacTBOpa It HH(Y3UH MPOBOIUTCS B ACEITUYSCKUX YCIOBUSX B 2 dTara.
Oman 1. Ilepsonauanvnoe pazeedenue npenapama KABASUTAKCEJI, konyenmpam 0ns

APUSOMOGIEHUSL PACMBEOPA 01 UHDY3ULL, NPUNALAEMbIM PACMEOPUMENEM.

Oran 1.1
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Ocmotpute ¢uakon konuentpara KABASUTAKCEJI n'@%ﬁa?@iﬁﬁﬁ‘cﬁ%ﬂ% '{)J&'é‘(l)%fﬁ%nb

PacTBOp KOHIIEHTpaTa JOKEH OBITH PO3PAYHBIM.

®dnakoH ®nakoH
C pacTBopuTenem C KOHUEHTpaToM
(60 mr —1,5 mn)

Jram 1.2
B acentuueckux ycnoBusx wusBiekute BCE conmepkumoe mpuiaraeMoro pacTBOPUTENST C

IMOMOIIbBIO HIITPUIId, HEMHOI'O HAKJIOHUB (bJ'IaKOH.

®nakoH
C pacTBopuTENEM

Jran 1.3

Beenute BCE conepxumoe Bo ¢uakoH ¢ koHieHTpatoM npenapata KABASUTAKCEJL

Jl11 MakCMMabHOTO YMEHbBIIEHUS IEHO00pa30BaHUs NIPU BBEACHUU PACTBOPHUTENS Yepe3 UIIy
BO (PJIaKOH C KOHIIEHTPATOM HAIpaBIIIUTE MMy HA BHYTPEHHIOIO CTEHKY (hjlakoHa W BBOJWTE
PacTBOPUTEIIb MEITIEHHO.

[Tocne noGaBneHMs pPACTBOPUTENS IOJNYyYEHHBIM pacTBOp (IpeMukc) cojepxkutr 10 mr/mi

Kaba3uTakcena.
®nakoH Cmechb KoHUeHTpaTa
C pacTeopuTenem 1 pacTsopuTens
10 mr/mn
9rtan 1.4

VYaanure ImWmpull W UMy W [EepeMEIIMBaiTe CoOJEepKUMOoe (PIakoHa, OCTOPOXKHO €ro
nepeBopaunBas, 0 IMOJy4eHHs MPO3payHOr0o W TOMOIEHHOIO0 pPAacTBOpa (10 IOJIHOTO

pacTBOpEeHUS).
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(NOCNEQCBATENEHOCTE 0009)

A0 NosiHoro
pacTsopeHun

Cmech KOHUeHTpaTa
¥ pacTeopuTens
10 mr/mn

9ran 1.5

OcTaBbTe MOCTOATH MOJYYCHHBIH PACTBOP B TEUCHHE HECKOJBKHUX MHUHYT (NIPUOJU3UTEIBHO B
TEYEHUE 5 MUHYT) M 3aT€M MPOBEPHTE PACTBOP HAa TOMOTCHHOCTh M MPO3PAUYHOCTh. B TeueHue
9TOr0 BPEMEHH B HOPME BO3MOKHO COXPAHECHHE HEOOIBIIIOTO KOJINYIESCTBA MTCHBI.

Buemnuii BUJ BOCCTaHOBIIEHHOTO pacTBOpa (IIPEeMHUKCa): MPU NPUOABICHUHM K COJACPKUMOMY
¢1akoHa ¢ mpemnapaToM oHOTO (hJIaKOHa C paCTBOPUTENIEM 00pa3yeTcs Mpo3padHas MaclIsHUCTas

KHUAKOCTh OT 6€CIIB€THOI71 A0 KCIITOro Uik KOPUIHCBATO-KECJIITOI'O IIBETA.

g’

Cmech KoHUeHTpaTa
W pacTsopuTens
10 Mr/mn

[TonyuuBiiasics B pe3ynbrare cMech (IPEMUKC) UMEET KOHIIEHTpaluio kabazurakcena 10 mr/mi
(u3BIIEKaeMBbIil 00beM cocTaBisieT 6 Mit). [IpeMUKC T0/KeH ObITh HeMeUIeHHO (B TeueHue 1 yaca)

JIOTIOJTHUTEIBHO pa3Be/IeH /Ul OJIy4YeHUs pacTBopa Ui HHY3uid (cM. Dtan 2).

Oman 2. [lpucomosnenue pacmeopa 0is uH@y3utl

Jram 2.1

Cobmromas mpaBWjla AaceNTHKH, MW3BJIEKUTE HEOOXOJUMOE KOJIMYECTBO IE€PBOHAYAIBHO
paszsenenHoro mnpenapata KABA3UTAKCEJI (pactBop ¢ koHueHntpaumeid 10 wMr/miu
Kaba3uTaKcena) ¢ MOMOIIBI0 TPaAyHPOBAHHOTO MIMpHIa. M3-3a BO3MOKHOCTH COJIEPKAHUS BO
(y1akoHe MeHbl BBOJHUTE WIJIy LINPHUIA BO BpeMs M3BJICUEHHs pacTBOpa B CEpEeIUHY MPOOKH

¢akoHa.

Cmechb KOHUeHTpaTa
v pacTBoputens
10 mr/mn

Oran 2.2
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C moMomipIo MIMpHUIla BBEAUTE HAOpaHHOE KOJIUYECTBO n%%ﬁa@ﬁ “DEEAEEQ&BF&HI')%H%aTa

KABA3UTAKCEJI B cTepriibHbIi KOHTEHHEP ¢ MH(Y3HOHHBIM pacTBOPOM (KpOMe KOHTEHHepa
u3 nomuBuHmwixiopuaa (I1BX)), coxepxamuii 5 % pactBop aekctposbl win 0,9 % pactBop
HaATpUS XJIOPUJA.

Konmentpanus nHdpy3nOHHOTO pacTBopa Kabaszutakcena gomwkHa 06tk ot 0,10 Mr/mi 1o 0,26 mr/mit.
Jlist  BBeneHUS MPEANHCAHHON 03I MOXKET moTpeboBaThcs Oosiee omHOro (hIaKoHa

MEPBOHAYAJIBHO PA3BCACHHOI'O pacTBOpaA.

/ \

Heobxoaumoe konuyecTso 5% pacTBOp AeKcTpo3sbl
CMEeCH KOHLeHTpaTa wnu 0,9% pacTsop HaTpus xnopuaa
v pacteoputens (9 mr/mn) ans nHdy3um

Oran 2.3
W3Brekute mMpuil U MepeMeliaiTe coaepKuMoe HH(PY3MOHHOrO KOHTEHHepa wiH (prakoHa

BPYYHYIO TOKAaYUBAOIIUMHU JBUKCHUSIMMU.

A ey

Jran 2.4

Kax u Bce apyrue pacTtBOphl [UIsl HapEeHTEPAIbHOTO BBEICHMS, MOITYUYHUBIIUNCS B pe3yibTare
pPacTBOp J0JKEH ObITh BU3YAIIbHO OCMOTPEH Nepe]] IPUMEHEHUEM.

PacTBop a5 uHQY3UH ciieyeT UCTO0Ib30BaTh HEMEUIEHHO MOcie NPUroToBiaeHus. OHAKO BpeMs
XpaHeHHUs TMPUTOTOBJICHHOTO pacTBOpa MOXeET ObIThb 0Oosiee MPOJOKUTENBHBIM — IIPH
OTIpe/IeNIEHHBIX YCIOBHX, YKa3aHHBIX BhIIIE (CM. pa3zaen 6.3).

Bo BpeMs BHYTpUBEHHOro BBeIEHHUS WH(Y3MOHHOrO pacTBOpa Kaba3zuTakcena HEOOXOAMMO
UCIIOJIb30BaTh BCTABJICHHBIM B CUCTEMY JUISI BHYTPUBEHHBIX MHPY3UH QUIBTP ¢ HOMHUHAIBHBIM
nuameTpoMm nop 0,22 MKM.

[Tpenapar KABA3UTAKCEJI comepxxut B cBoeM cocTtaBe mosmcopdar 80, KOTOpHIHA, Kak
U3BECTHO, YBEJIIMYMBACT CKOPOCTh AKCTPAKIUU JH-(2-3Trirekcn) ¢ranata u3 [IBX. B cBs3u ¢
3TUM HEJb3$5 UCTOJIb30BaTh KOHTEUHEPHI A1 MHPY3UOHHBIX kuakocTei u3 [IBX u nabops! amns
NPOBE/ICHUS] BHYTPUBEHHBIX HHQY3UH W3 MONMypeTaHa JUIsl MPUTOTOBIEHUS W BBEICHUS

WH(]Y3MOHHOTO pacTBOpa Kaba3uTakcena.
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Tak kak WHQY3UMOHHBI PACTBOp SBISICTCS nepeHamﬂueHEEﬂJf %HTEWJJJ;REH" cg B'p'ervreHeM

KPUCTANIU30BaThCs. B 3TOM ciydae, pacTBOp BBOAWUTHCS HE JOIDKEH M JIOJDKEH OBITh
YTWIN3UPOBAaH B COOTBETCTBUM C HAIMOHAJIbHBIMU TPEOOBAaHUSAMHU 110 YTHIM3ALUU TaKHX

BCIICCTB.

PaCTBOp, B KOTOPOM COLCPKATCA IPCHUININTATBI, BBOAUTH IMAUCHTY HCJIb3s, U €ro CICAYCT
YTUIU3UPOBATh B COOTBCTCTBHUU C HAIIUOHAJIbHBIMHU Tpe6OBaHI/I$IMI/I o YTUJIM3allUKh TaKUX

BCHIICCTB.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

000 «Dapmdpar, 390020, Psazanckas o0:., 1.0. ropon Psa3anp, . Pa3anb, Mkp. 1. DaeBatop,
cTp. 4/1.

Ten.: +7 (4912) 34-94-34, akc: +7 (4912) 34-99-97.

7.1. IlpeacTaBuTeIb Aep:KATE/Is] PerMCTPALMOHHOIO YA0CTOBepeHust Ha Tepputopun Coro3a

[IpereH3un HOTDe6I/ITeJIeI71 HalpasJIATH 110 aApECy:

6 Poccutickou @edepayuu:

000 «Dapmdpan, 390020, Pszanckas o0m., 1.0. ropon Ps3anb, . Pa3anb, Mkp. 1. DneBatop,
cTp. 4/1.

Ten.: +7 (4912) 34-94-34, daxc: +7 (4912) 34-99-97.

8. HOMEP PETUCTPALIMOHHOT'O YAOCTOBEPEHUS
JITI-Ne(001231)-(PT-RU)

9. JATA TEPBUYHOM PETMCTPAIIMU (IIOJATBEPXXJIEHUE PETHUCTPAIIUM,
HEPEPETUCTPALIUS)

Jlata nmepBoii peructpanuu:

19.09.2022

10. JATA NEPECMOTPA TEKCTA
27.11.2024
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OOmass xapakTepuCcTUKa JIEKapCTBEHHOI'O penapal';gl Gﬁﬂﬁﬁ% A—EEP.HCQIE&QI;HQI | ha

UHPOPMALIMOHHOM TopTaie EBpa3suilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHUKaIMOHHO# cetn «HTepHe» http://eec.eaeunion.org/.
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