COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.03.2026 N= 5247

OBIIASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO TIPEITAPATA "705)

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Kuzabo, 40 Mr/mi1, KOHLIIEHTpAT JUIsl IPUTOTOBIICHUS pacTBOpa Jist HH(y3uit

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JleiicTByro1iee BeIIecTBO: kKaba3uTakces.

B | mn koHmeHTpara UIs HPUTOTOBICHHMS pacTBopa g UHQY3ui copepxurcs 40 wmr
Kaba3uTakcena.

Onun dnakon 1,5 M npemapara conepxkut 60 Mr kabazuTakcena.

B 1 M pacTBOpa mociie nepBoOHauaIbHOTO Pa3BEeICHUs BCEM pacTBOpUTETeM conepkutcs 10 mr
KabasuTakcena.

OnuH (QrakoH ¢ paCTBOPUTEIIEM CONEPIKUT ITAaHOT 96 % — 573,5 Mr

[TonHbI epeyeHb BCIOMOTaTeIbHbBIX BEIECTB MPUBENICH B pa3aene 6.1.

3. JEKAPCTBEHHASA ®OPMA
KoHmieHTpar a1 puroToBICHUS pacTBOpa I HHPY3UH.

KonneHnrtpar

HpospaqHaﬂ MaCJITHUCTas )XKUJAKOCTh OT KCJITOI0 JO KOPUYHEBATO-KEJITOI'0 IBETA.

PacTBOpuTens

[Ipo3paunas GecrBeTHAs KUAKOCTb.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHus K NPUMEHEHHIO

MeracTtaTnueckuii KaCTpPallMOHHO-PE3UCTEHTHBIM PakK IPEICTAaTEIbHOM KEJIe3bl y IalMEeHTOB,
paHee TMOJIy4aBILIMX XUMHOTEpANMIO C BKIIOYEHHEM JolleTakcena (B KOMOMHALUUU C
MIPETHU30JIOHOM ).

4.2. Pe:xuM 103UPOBAHNS U CIIOCO0 NMPUMEHEHUs

[Ipumenenne mnpenapata Kuzabo IOKHO NPOBOAMTHCA TOJIBKO B  CIEHUATU3UPOBAHHBIX
OHKOJIOTUYECKUX OTJEJIECHUAX MO HaOJII0IEHUEM Bpaya, UMEIOIIETo CIEeUUaIbHYI0 OATOTOBKY
TI0 ITPOBECHUIO TPOTUBOOITYX0JIEBOI XUMHUOTEpanuu. B oraenennn 10omkHbI ObITh HEOOXOAUMBIE
yCIOBUS M MEIOUKAaMEHTBl Il OKa3aHWs IOMOLIM IIpM BO3HUKHOBEHUM pEaKkLui
THIIEPYYBCTBUTEIBHOCTH, TAKUX KaK CHWXKEHUE apTepHaibHoro nasienus (AJl) nu Oponxocnasm

(cm. paznmen 4.4).
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IIpemenukanms

I[J'ISI YMCHBIICHHUA PHUCKA PA3BUTHUA H TAKCCTU peaKHI/II\/JI TUINICPYYBCTBUTCIBHOCTU TICPECI
BBEJICHHEM Kaba3HuTakcena MpOBOJUTCS IPEMEINKALINS CIICAYIONIMMU BBOIUMBIMU BHYTPUBEHHO
JICKapCTBCHHBIMH ITperiapaTaMu:
— aHTUTHCTAaMHHHBIE Npenaparthbl (IeKCXJIOpPEHUpaMHUH 5 MI WK JU(PEHTHApPaMUH 25 MT
VIA aHAJIOTMYHBIN npemnapart B 5KBUBAJICHTHBIX I[OBaX);
—  TIIOKOKOPTHKOCTEPOHIBI (JIeKcaMeTa30H § MI WM SKBHUBAJICHTHBIC JIO3BI JPYrOro
TIIFOKOKOPTUKOCTEPOUIa);
— ©Onokaropsl H2-rucTaMHHOBBIX pEelenTOpOB (PAaHUTUAMH WIM aHAJIOTMYHBIN IpenapaT B
SKBUBAJICHTHBIX J103aX) (cM. paznen 4.4).
PexomeHayercst mpodmiiakTH4eckoe MpUMEHEHHE TPOTUBOPBOTHBIX CPEJICTB BHYTPbh HIIH, NIPU
HEOOXOIMMOCTH, BHYTPUBEHHO.

PexxuM J1o3upoBaHus

PexoMeHIOBaHHAs /1032 Kaba3uTaKcenda COCTAaBIseT 25 Mr/mM? IUIOMAAM MOBEPXHOCTH Tela,
KOTOpasi BBOJWTCSA IIyTEM OJHOYACOBOW BHYTPUBEHHOW WHQY3WM KaXIble 3 HEICIH B
KOMOWHAIIMKA C TPUEMOM BHYTpPb HpeAHHM30I0HA 10 MI €XEeIHEBHO B TEYCHHUE BCErO MEpPHOA
JIeueHus Ka0a3uTaKCEIOM.

Koppexkiuus BBOAMMON 1036l

PexkomenryemMble M3MEHEHHUS BBOIMUMOW 03Bl W3-32 PAa3BUTHA HEOIArONpPUSATHBIX PEaKIHii

y MalMeHTOB, MoTyYarolux npenapara Kuzabo.

HebnaronpustHpie peakiuu W3menenne BBOOUMOM 0351

Jumrenbras (6onee 1 Hemenw) HewTporneHus | OTCpodyka CIEAYIOMIETO IMKIA JICUCHUS [0
>3  cTemeHW  TSHKECTH, HECMOTpST  Ha | BOCCTAHOBJIEHUS KOJIMYeCcTBa HEUTPO(DUIIOB B
MPUMEHEHHE COOTBETCTBYIOIIETO JIeUeHHs], | nmepudepuueckoit KpOBU Oonee
BKIIOYas  BBEJEHHME  TpaHyiaonurapHoro | 1500 kneTox/MM®, 3aTeM CHMKEHME 103l B
KOJIOHUECTUMYJTUPYIOIETO daxTopa | mocneayIOImMX MUKIAX ¢ 25 MI/M> MIOMaIH
(I'-KCD). noBepxHoctu Tena jgo 20 MT/M?  TIOMIA M

TIOBCPXHOCTH TECJIA.

debpunbHas HEUTPOIICHUS wi | OTcpouka CIEQYyIOIIEro IUKiIa JIEYEHUs 10
HEHUTponeHNYeCcKast HH(EKIIHSL. YMEHBIIIEHUsI WIN paspenieHus (HeOpribHOM
HEUTPONICHUM W 10  BOCCTAHOBIICHHUS
KOJIMYECTBA HEUTPOPHIIOB B epudepuIecKon
kpoBu Gosnee 1500 kmeTok/mMMm®, 3aTem

CHMXCHHUC 103bI B MNOCICAYIOIUX IUKIAX C




el
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20 Mr/m? II0IMA M TOBEPXHOCTH TeNa.

Juapest >3 CTENeHU THKECTH WM YIOPHO
IIpOJOJDKAIOIIAsACS Juapesi, HECMOTps Ha

IIPOBEJICHUE COOTBETCTBYIOIIEW Tepanuu u

OTtcpouka cleayrouero LUKIa JIeYeHHs 0
YMEHBIIEHUS UK pa3pelieHus: uapeu, 3aTeM

CHMXCHHUC I03bI B MNOCICAYIOIIUX IUKIAX C

OTBETCTBYET 3KCTMEPTHOMY OTUETY

BOCITOJTHEHHE MOTEPh JKHJIKOCTH v | 25 Mr/M?> TIomamM TOBEPXHOCTH Tena 0
BJIEKTPOJUTOB. 20 Mr/M? TUTOTIATH MMOBEPXHOCTH TeTa.

[Mepudepuueckas Heiponatust >2 crenenu | OTcpoyka — JIeUYeHUS 0  YMEHBIICHHS
TAXKECCTH. CHUMIITOMOB, 3aTEM CHHNXXCHUC J1O3bI B

MOCIEAYIOMUX IUKIax ¢ 25 MI/M? TUTOTIATH
noBepxHocTd Tenma no0 20 MI/M? TUIOIAN

TOBCPXHOCTHU TCJIA.

Eciu y naupeHTa IpH BBEJCHMM IIpenapara B jo3e 20 Mr/M? IUIOIAaAy HOBEPXHOCTH Tena
HPOJOJKAIOT BO3HUKATH JIO0BIE M3 YKa3aHHBIX BBIIIE PEAKINHA, TO PEKOMEHYETCS CHU3UTD 7103y
kabasuTakcena 10 15 Mr/mM? IUIOIAAM MOBEPXHOCTH Tejla MM PAacCMOTPETh BOIPOC O
NpeKpalleHnH JieueHus: kabasutakceaoM. J[aHHbIe 0 IPUMEHEHUH TpenapaTa B 103¢ MeHee 20
MI/M? TIOIIAIH TOBEPXHOCTHU Tella OFPAHHYEHBL.

Ocobnie T'PYIIIBI TAIIMCHTOB

Tayuenmsi nodcunozo eospacma

He Ttpebyercst cnenuaibHON KOPPEKIMH pPeXHMa JTO3UPOBAHMUSA TPU MPUMEHEHHM Ipernapara
Ku3abo y manueHToB moxmioro Bo3pacrta (cM. Takxke pasaenst 4.3, 4.4 u 5.2).

Ilayuenmul ¢ neuenouHou HeOOCMAMOYHOCMbIO

[Ipenapat Knu3zabo B 0CHOBHOM MeTabOIH3UPYETCS MEUEHBIO.

VY manueHToB ¢ NeUYeHOYHON HEJOCTATOYHOCTHIO JIETKOW CTENeHH TskecTH (o0rmmii OunnpyOouH
ceiBopotkn  kpoBu >1 wm  <1,5xBI'H (Bepxneli rpanumnsl Hopmbl) wiu ACT
(acmapraramuHoTpancdepasza) ceiBopoTkH KpoBu >1,5xBI'H) nmo3y kabasuTakcena criemyer
cHM3UTh 10 20 Mr/M? MIomamM TMOBEPXHOCTH Tena, HpHU ITOM TpebyeTcs coOIoaaTh
OCTOPOKHOCTh, THIATEIHHO KOHTPOJIHPOBATH COCTOSIHHE MAIMEHTOB M MPOBOJIUTH MOHUTOPUHT
HexenatenbHbix peakiuii (HP).

VY nmanueHToB ¢ NeYeHOYHON HEeJ0CTaTOYHOCThIO CpeHEN cTeneHu TshkecTu (o0muii OnnupyouH
>1,5 u <3xBI'H) makcuMmanpHas HepeHocMMas 103a KabasuTakcenda cocTapiseT 15 mr/m?
IUIOMIAIA TOBEPXHOCTU Tena. Eciau mpeaycMOTpeHO JiedyeHHe MAalMeHTOB C MEYCHOYHOH

HEOAOCTATOYHOCTBIO CpGI[HCﬁ CTCIICHU TSXKCCTHU, JO03a kKaba3uTaKceia HE AO0JIKHa NPCBbIIIATH
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3¢ heKTHBHOCTH ITOH JTO3HI.

KaGasurakcen npoTuBonokasaH NaleHTaM ¢ Ne4YeHOYHON HeIOCTATOYHOCTHIO TSKEION CTETIeHU
(oOmuit 6unupyOouH ceiBOpOoTKU KpoBu >3xBI'H) (cMm. pasmensi 4.3, 4.4, 5.2).

Tayuenmsi ¢ noueynol He0OCMAamoyHOCMybIO

Kaba3uTakcen BBIBOANUTCS MOYKAMHA B MUHUMAJIBHOM CTETICHU.

He tpebyercs koppekiuu pexxuma J03UPOBaHUsS y MAIIMEHTOB C MOYEYHON HEIOCTAaTOYHOCTHIO
0e3 mpoBeneHus remoauanusa. OAHAKO, y MAIMEHTOB C TEPMUHANBHON CTaaued MOYeYHON
HEJOCTAaTOYHOCTH (KIUPEHC KpeaTnuHuHa <15 MII/MUH) B CBS3M C HUX COCTOSHHEM U
OTPaHUYECHHBIMU JTAHHBIMH JICYCHHUE CIIETYET MPOBOANUTH C OCTOPOKHOCTBIO U MPH TIIATEIEHOM
MEIUIIMHCKOM KOHTPOJIE BO BPeMs JICUCHHSI.

OnHOBpEMEHHOE NPUMEHEHHE KabasuTakcena ¢ HWHAYKTOpaMH M I/IHFI/I6I/ITODaMI/I I/ISOd)CDMCHTOB

nonaceMmerictea CYP3A

Crnenyer m3beraTh OJHOBPEMEHHOTO NMPHMEHEHHs Kaba3WTakcena W JIEKAPCTBEHHBIX CPEICTB,
KOTOpBIE SIBIIIOTCS CHJIBHBIMH HMHAYKTOpaMu wu3odepmeHToB mnojacemeiictea CYP3A wmum
CWIbHBIMU WHTHOUTOpamMu u3zohepmeHTtoB mozacemeiictBa CYP3A. Opnako, eciau maieHTty
HEOOXOJUMO OJHOBPEMEHHOE TMpUMEHEHHE Kaba3WTakcela W CWIBHBIX HHTHOWTOPOB
nzopepmerToB mojacemeiictea CYP3A, crmegyeT paccMOTpPeTh BONPOC O CHIDKCHUH JO3BI
kabasurakcena Ha 25 % (cm. pasnensl 4.4, 5.2).

Jletr 1 moapocTKU Jio 18 ner

besonacHocTh 1 3 PeKTHBHOCTD Kaba3uTakcena y neTeil 1 mogpocTKOB 10 18 et B HacTosIee
BpeMs HE YCTaHOBJIEHBI (cM. pasnen 5.1).

Crocob nmpuMeHeHUs

[IpenapaT npumeHsieTcs MyTeM BHYTPUBEHHOM HHDY3UU.

Bo BpeMs BHYTpHBEHHOTO BBEACHHUS HH(PY3HMOHHOTO pPACTBOpa Kaba3uUTaKcena HCIONb3yHTe
BCTABJICHHBIN B CHCTEMY /Uil BHYTPUBEHHBIX HH(PY3UH GHIBTP ¢ HOMUHAJIBHBIM JHAMETPOM I10p
0,22 MKM.

[Tpenapat Ku3zabo, KOHIEHTpAT [UIsl IPUTOTOBJICHUSI pacTBOpa AJist MH(Y3uid, epesa 1006aBieHneM
B MH(]Y3UOHHBIA pacTBOp ciexyer Bceraa pa3Boautb BCEM conepUMbIM IpHaraeMoro
pacTBOpPUTESL.

[Ipenapar Ku3abo HE MOMKEH CMEMIMBATHCS C APYTUMH JIEKAPCTBEHHBIMH NpenapaTaMu H
pacTBopamu, 3a UCKIIIoUeHneM 5 % pactBopa nekctpossl u 0,9 % pacTBopa HaTpus Xjiaopuia.
[Ipenapat Kuzabo comepkuT B cBoeMm coctaBe mnonucopdbar 80, KOTOpHIA, Kak H3BECTHO,
YBEIIMYHUBAET CKOPOCTh IKCTPAKIUU TH-(2-3Trarekcun) ¢ranara uz nonusuHmixiaopuaa (I1BX).

B cBsi3M ¢ 3TUM HENb3s UCMOIB30BATh KOHTCHHEPHI sl MHPY3HMOHHBIX *)uakocTed n3 [IBX u
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BBEJICHUSI MH(PY3HMOHHOTO pacTBOpa Kaba3uTaKcea.

WHCTpyKUMY 11O PUTOTOBIIEHUIO JIEKAPCTBEHHOTO Tpernapara nepes] IpuMEeHEHUEM CM. B pa3zielie

6.6.

4.3. IlpoTuBONOKA3aHUS

— ['unepuyBCTBUTENBHOCTh K KabOa3WTakcely WM OPYTMM TaKcaHaM, WIW K JIoO0OMy U3
BCIIOMOTATEJIbHBIX BELECTB, IEPEUHUCICHHBIX B pa3zene 6.1

— KonuuecTso Helitpoduinos B nepudepudeckoii kposu Menee 1500/mm?

— IleueHounasi HEAOCTATOYHOCTh TSDKEJION cTeneHu (00mmii OUITMpyOHWH CHIBOPOTKH KPOBHU
>3xBI'H)

— OJIHOBpPEMEHHOE MPUMEHEHHE ¢ BAaKLIIMHOW MPOTHUB KEJITOH JTUXOPAIKH, a TAKXKE C IPYTUMHU
YKUBBIMH OCJIA0JICHHBIMH BaKIIMHAMU (CM. pazzaen 4.5)

— Jlerckuii ¥ TOAPOCTKOBBIA Bo3pacT 10 18 ner (6e3omacHOCT, U 3(h(HEKTHBHOCTH HE
yCTaHOBJEHBI) (CM. paznen 5.1)

4.4. OcoOble yKka3aHUsl M MepPbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0OCTOPOKHOCTBIO

— VYV nanueHToB ¢ TEPMUHAJIBHOM CTa el MOYeYHONH HEJOCTaTOYHOCTH (KJIMPEHC KpeaTHHHUHA
<15 mu/mMuH) (B CBS3M C UX COCTOSIHUEM M OIPAaHUUYEHHBIMH JaHHBIMHM, JICYEHUE CIETyeT
IIPOBOAUTH C OCTOPOYKHOCTBIO M MpPHU THIATEIBHOM MEAMIMHCKOM KOHTPOJIE BO BpPEMS
nedenus (cM. paszgenst 4.2, 5.2))

— V¥ nauueHTOB C MEYEHOYHOM HEIO0CTaTOYHOCTBIO JIETKOW (0OuIuii OMIupyOuH CHIBOPOTKU
kpoBu >1 u <I,5*BI'H umu ACT ceBopotku kpoBu >1,5xBI'H) u cpenneit (oOumit
owmpyoud >1,5 u <3,0xBI'H) crenenn tsoxectu (cM. pasaenst 4.2, 4.4, 5.2)

— V manueHToB ¢ coJiep)KaHueM TeMOrIoOnHA B Tiepudeprudeckoit kposu <10 1/m

— V¥ NanueHToB € COCTOSHHUSMM WM 3a00J€BaHUSAMH, MPEIPACHOaraloliiMu K Pa3BUTHIO
HEHTPOIIEHNHN W/WIM YBEIWYCHUIO OCJIOXHEHUH TPU TMPOJODKUTENFHOW HEUTPOTICHUN
(Bo3pact crapuie 65 5eT, HHM3KHE IOKa3aTelu OOLIEro COCTOSHMS, HU3Kas Macca Tela,
MPEIIECTBYIONIME 3MU30/bl (peOpuIbHONl HEUTPONEeHNH, MPEeALIeCTBYIOIIAs WHTCHCUBHAS
JdydyeBas Tepamus, JpyTue Cepbe3Hble COMYTCTBYIOLIMe 3aboneBanusi) (Tpelyercs
TIIATENBHBIA MEIUIIMHCKHIA KOHTPOJb BO BPEMS JICYCHHUS, BOSMOXKHO MPOPUIAKTHIECKOE
BBeaeHHE [-KCD)

— VY NarueHToB ¢ BBICOKUM PUCKOM Pa3BUTHS KEITYyAOUYHO-KUILIEYHBIX OCI0KHEHH: TAI[UEHTOB
C HEUTPONEHHWEH; MAUUEHTOB IOXWIOIO BO3pacTa; MALUEHTOB, OIHOBPEMEHHO
IMPUHMMAIOIIMX  HECTEpPOUAHBIE  INPOTHBOBOCHanuTenbHble  npemapatel  (HIIBII),

AHTHArperaHThbl HJIM AHTUKOATr'YJISIHTBI; IIAIITUCHTOB C 3a00JIeBaHUSIMU KCITYyJOUYHO-KHIICYHOT'O
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KHIIIEYHbIE KPOBOTCUCHUS B aHAMHE3€

— YV ManueHToB C aJKOT0JIM3MOM, IMAIIMEHTOB ¢ 3a00JIEBAHUSMU ITEYSHU U SMUJICTICHEH (TaK KaK
B COCTaB MPUJIAraéMoro pacTBOPUTEISI BXOJIUT 3TaHOM) (cM. paznen 4.4)

— VYV mamnueHToB C paHee MPOBEIECHHOW JTy4eBOW Tepanueil abJOMHHAIBLHO-TA30BOM 00IacTH
(cm. paznen 4.4)

— V  [anueHToB, OJHOBPEMEHHO TNPUHUMAIONINX CHJIBHBIC/YMEPEHHBIE HWHTUOUTOPHI
m3odepmenToB noacemeiictea CYP3 A u cuimbHbIE HHIYKTOPHI H30(EPMEHTOB MOACEMENCTBA
CYP3A (cm. pazgensi 4.2, 4.4,4.5,5.2)

— VY nanueHToB, OJHOBPEMEHHO NPUHUMAIOIIUX MpernapaTsl 3Bepo0osi MPOIBIPSBICHHOIO
(cm. pasgensi 4.2, 4.4,4.5,5.2)

YrHeTeHHe KOCTHOMO3IOBOI'0 KPOBETBOPEHHUS

[Ipn npumMeHeHnun kaba3zuTakcena YrHETEHHE KOCTHOMO3TOBOI'O KPOBETBOPEHUS IMPOSBISETCS B
BUJIC HEUTPONEHUH, AHEMHUH, TPOMOOLUTONEHMHM WIM BO3MOXKHO pa3BUTHE MAaHLUUTONCHUU
(cM. HMXKe JIOTIOJIHUTENbHYI0 HMHpopManuio B monpaszznenax «Heirpornenus» u «AHemus» B
paznene 4.4).

Heivirponenus

B cootBercTBUM ¢ peKOMEHIAIUAME AMEPUKAaHCKOro 001IecTBA KIMHUYECKOH OHKOJIOTUH W/WITH
COBPEMEHHBIMH YTBEPKICHHBIMU PYKOBOACTBAMM JJII YMEHBUICHHsI PUCKAa BOSHUKHOBEHHUS WU
JeUeHUs] HEUTPONEHUYECKUX OCJIOKHEHUH ((peOpunbHas HEUTpONEeHHUs, MPOAOIDKUTEIbHAS
HEUTPONEHUs] WM HEUTpOoNeHHWYecKas MWHQPEKUUs) MNalueHTaM, [OJIy4alouluM JIeUeHHe
Ka0a3uTakceIoM, MOKHO C MPOGUIAKTHIECKON 11ebi0 BBOAUTH [ -KCO.

Crenyer paccMOTpETh BONIPOC O NEPBUYHOM npodunakTuke HelHTponeHuu ¢ nomoinsio [-KCD y
NAallMeHTOB C BBICOKUMHU (paKTOpaMHM pHCKa BO3HUKHOBCHHMS HEUTPONEHUH, KOTOpHIE
YBEJIMYUBAIOT BEPOSTHOCTD PA3BUTHSI OCJIOKHEHUH OT MPOIOJKUTENIbHON HEHTponeH!H (Bo3pacT
crapme 65 JeT, HHM3KME I[OKa3aTeau OOIIEro COCTOSHMS, MPEALIECTBYIOIINE SIU30/bl
(beOpuIbHON HEUTPONEHNUH, MHTEHCUBHAs MpPEIIECTBYIONIas JTydeBas Tepanus, MOHMKEHHOe
NUTAaHUE UM JPYTHE Cephe3HbIe COMYTCTBYIOLINE 3a00ICeBaHNs).

beulo nokazano, yto npumenenue [-KC® ymeHblaeT 4acTOTy BO3HUKHOBEHHUS U TSDKECTh
HEUTPOIICHHH.

Heiitponienus sBnsiercst Hanbosee yacto Berpevatomeiics HP mpu npumenennn kabasurakcena
(cM. pasgen 4.8). TpeOyeTcs eXeHEAETbHBIH KOHTPOJb KOJMYECTBA (DOPMEHHBIX 3IIEMEHTOB
KpOBH (ITOJTHBIN OOLIHI aHATTM3 KPOBH) BO BpeMs IIEPBOTo LUKJIA (LUK 1) JIedeHus 1 3aTeM Iepes
KQKIBIM CIIEAYIOUIUM IIUKJIOM JIEYEHUS 1711 TOT0, YTOObI IPU HEOOXOAUMOCTH YMEHBUIUTD 103y

mpemnapara B cleayromieM Iukie (cMm. pazaen 4.2).
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POBOJMMOE COOTBETCTBYIOIIEE JICUCHHUE, JICUCHNE Ka0a3UTaKCeIOM MOXKET OBITh MPOIOIKEHO
TOJILKO TOCJIE TIOBBINIEHHs KOIMYecTBa HeHTpoduIoB B nepudepuueckoii kposu 10 >1500/mm>
(cMm. pazzmen 4.3).

Peakimu TUIICPYYBCTBUTCIIbHOCTH

Bce nanuents! nepen BBeaeHueM npernapara Kuzabo [0JDKHBI MOMydaTh MPEMEIUKALUIO (CM.
paznen 4.2).

[lanieHTBI  JOJDKHBI  TIHIATENIBHO  HAONMIOJAThCs HA  MPEAMET  Pa3BUTHS  PEaKIH
TUINEPYYBCTBUTEILHOCTH, OCOOCHHO BO BpeMsl TEpBOM U BTOPOW BHYTPUBEHHOW WHDY3UU
Ka6a3I/ITaKCCJ'Ia. PeaKHI/II/I TUNICPYYBCTBUTCIBHOCTU MOT'YT Pa3BUTHCA B TCUCHHUC ICPBLIX MHUHYT
MocJIe Hauvajga BHYTpUBEHHOW MH(QY3uu mpemnapara Kuza0o, mosToMy HEOOXOIUMO MMEThH BCE
HeoOXxouMoe 000pyTIOBaHUE U JIEKAPCTBEHHBIE TIPenapaThl IS OKa3aHUsl HEOTIOKHOM MOMOIIIH
npu cHKeHnn AJl uian pa3BuTHH OpoHXOcTa3Ma. MoryT pa3BUBaThCS TSKEIbIe PEAKIIUU, TAKUE
KaK TeHepaIn30BaHHasl ChIb/ApuTeMa, cHmkenne AJl m 6porxocnasm. [lpu pa3BUTHH TSHKETBIX
pEaKIyii THIIEPYyBCTBUTEIBHOCTH TpeOyeTCcsl HEMEIJICHHOE TpPEKpalieHne BHYTPHBEHHOM
uH}y3un npenapata Kuzabo u npoBeneHre HEOOX0IUMOTO JiedeHus. [lanmeHTaM, IMEIONMM B
AHAMHEC3C TAXKCIYIO PCAKIIHUIO TNIICPUYYBCTBUTCIBHOCTH, HCJIB3S MIPOBOJUTH ITOBTOPHOC BBCICHUC
npenapara Kuzabo (cm. paznen 4.3).

Puck Pa3BUTUA TOITHOTHI, PBOTHI, AMAPEU U 00€3BOKMBAHUS

Ecnn y manumentoB mocne BBeleHus mnpemnapara Kusza®o pas3BuBaercss Auapesi, UM CIEAyeT
IPOBOJUTH JIeYEHHE OOBIYHO NPUMEHSEMBIMH NPOTUBOIMApEHHBIMU Npenapatamu. Cienyer
IPUHUMATh COOTBETCTBYIOLINE MEPHI IO BOCCTAHOBJICHUIO MOTEPH >KUJKOCTH, ONPEACICHUIO U
KOPPEKILIHHU JIEKTPOJIUTHOTO COCTaBa CIBOPOTKU KPOBU, OCOOEHHO KOHILIEHTPALIMHA HOHOB KaJlus.
Jluapest yaiie MOXET pa3BUBAThCS y MAIMEHTOB, KOTOPHIM paHee Oblla MPOBEACHA JydyeBas
Tepanus abIOMUHANIBHO-Ta30BON 00sacTu. OOe3BOKMBaHME Yallle pa3BUBACTCS y MALIUEHTOB 65
aetr u crapuie. Ilpu pa3Butum auapen >3 CTENEHU TSHKECTH MOXKET MOTpPeOOBAaThCS OTCPOUKA
CJIEIyIOIIETO LIMKJIA JICUYEHUS! WIM yMEHbIIEHUE A03bl (cM. pa3zaen 4.2). [Ipy BO3SHUKHOBEHUH Y
NalMeHTa TOIHOTHI ¥ PBOTHI BO3MOXKHO TPUMEHEHHE TPOTUBOPBOTHBIX CPEJCTB.

PuCK pa3BUTHS CEPhE3HBIX PEAKIIUM CO CTOPOHBI JKEJIYA0YHO-KUIIISUYHOI0 TPaKTa

Coo01manoch 0 pa3BUTUHU JKEIYA0YHO-KHMIIEUHBIX KPOBOTEUEHHUH M mepdopanuu, KUIIeYHOU
HENPOXOJAUMOCTH, KOJIUTA, B TOM YHCJIE U C JETAIbHBIM UCXOJOM, Y MAllUEHTOB, MOIYYarOIINX
nedyeHue kabaszurakcesnoM (cMm. pasnen 4.8). Crnexyer coOtoaaTh OCTOPOKHOCTD Y MAIIMEHTOB C
BBICOKHM PHUCKOM Pa3BUTHUS KEITYJOYHO-KHUIIEYHBIX OCIOXHEHHH, a MMEHHO: y TAIlMeHTOB C
HEUTPOIICHUEH, IMOXKUIOr0 BO3pacTa, oJHOBpeMeHHO npuHumaromux HIIBII, momydarommx

AHTHArpCraHTHYIO TCpaIlunio, MpAMbIC WKW HCIPAMBIC aHTHKOAr'yJIAHTBI, 4 TAKXKC Y MallUCHTOB C
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KUAIIEYHOTO TPaKTa, TAaKUMH KaK S3BCHHBIC IOPAXCHUS JKEITyJIOYHO-KUIICYHOTO TPaKTa H
KEITyA0YHO-KUIIEYHOE KPOBOTEUECHUE B aHAMHE3E.

PaHHMMU TIPOSIBICHUSIMU CEPBE3HOM KENMyI0OYHO-KUIIEYHOW TOKCUYHOCTH MOTYT OBITh Takue
CUMIITOMBI, KaK 00JIM U OOJIE3HEHHOCTh B 00JIACTH KUBOTA, JIMXOPAJIKa, YIIOPHBIN 3a1op, Auapes
¢ HelTponeHuen win 6e3 HeUTPOeHUH.

Crnenyet peryiasipHO MOHUTOPHPOBATh COCTOSTHUE MAllMeHTa Ha HAJIM4YUEe 3THUX CUMITOMOB U, B
ciiy4ae ux oOHapy >KeHUs, HEMEJUICHHO MMPOBOJIUTH UX JieueHrne. MoxeT moTpedoBaThCsl OTCPOUKa
WY TIpeKpalieHue JeUeHUs Kaba3uTaKCeIOM.

Tlepudepuueckast HelipoaTus

VY nmanueHToB, NOJIy4yaBIINX JIeueHUEe Kaba3uTakcelioM, HaOIIoAaduch ciiydyau nepudepudeckon
HeliponaTuu, mnepudepruueckoll CEHCOpHOW Helpomatuu (mapecres3us, TU3ECTe3us) U
nepudepruaeckoilt MOTOPHOU HEHPOTIATHH.

[TanmenTtam, nomywaroum JjeudeHue mnpenapatoM Kuzabo, ciegyer peKOMEHIOBaTh MeEpen
NPOAODKEHUEM JieueHUs MH()OPMHpPOBATH CBOEroO JieHalllero Bpaya O Pa3BUBIIMXCS Y HHX
CUMITOMAax HEWPOMAaTHUH, TaKMX KakK OO0Jib, UyBCTBO >KXKEHUS, MOKaJbIBaHHE, OHEMEHHE WU
MOBBILIEHHAS YTOMJSIEMOCTh. Bpau [OKEH OUEHHMBATh HAIMYKME WIM YCHJICHUE CUMIITOMOB
HeMpomaTHy Iepe/1 KaKIbIM IIUKIOM JiedeHns. BBeneHne kabazutakcena JOIKHO OBITh OTIIOKEHO
710 yMeHbIIeHHus cuMntomoB. [Ipu nepcuctupyromieil nepudgepuyeckoil Heliponatuu >2 CTENEHU
TAKECTH [03a KabaszuTaKcena J0KHA ObITh CHUKEHA ¢ 25 Mr/M? IIIOMa 1 HOBEPXHOCTH Tela [0
20 Mr/M? IOIAIH MOBEPXHOCTH Tena (cM. pazzaen 4.2).

Puck pa3BuTHs IoYeUYHON HENOCTATOYHOCTH

Coobmanoch 0 HapymeHUusx (YHKIMH TOYEK B COUYETAHUU C CETCHCOM, TSHKEIIBIM
00€3BO’KMBaHUEM BCJICIICTBHE JHUAPEH U PBOTHI M OOCTPYKTUBHON ypOonaTHeH.

Habmoganock pa3BuTHe OYCUHOW HEJOCTATOYHOCTH, BKIIOYASI CIIyYau C JICTaIbHBIM UCXOJIOM.
CrnenyeT mpuHUMATh COOTBETCTBYIOIIUE MEPHI JUIS BBISBICHHS MPUYUHBI PA3BUTUS MOYCYHOU
HEJOCTATOYHOCTH M MTPOBOJANTH HHTCHCUBHYIO TEPAITHIO MAIUEHTOB C PA3BUBAIOIICHCS TOYCTHON
HEIOCTaTOYHOCTHIO. ClielyeT MOHUTOPUPOBATH (DYHKITHIO ITOYEK.

[lpu neueHnn Kkaba3WUTaKCEIOM CIIEAYET IMPOBOAMTH aJCKBATHYIO THAPATALMIO TAIMEHTA.
[ManmenTy cnemyeT peKOMEHIOBATh HEMEIJICHHO COOOINATh O JIFOOBIX M3MEHEHHSX B 0O0beMe
BBIJICTISIEMOI 32 CyTKH MouH. ClielyeT OnpeeaTh ColepKaHne KpEaTHHHHA B CBIBOPOTKE KPOBU
nepes JISYeHUEeM, MPH KaKJOM HCCIICOBAaHUH OOIIETO aHaju3a KPOBU U B CIIydae COOOUICHHUS
narueHTa 00 U3MEHEHHUH BBIICIICHUS MOUU. B cilydyae pa3BuTHsI OYEYHON HEJIOCTATOYHOCTH >3

CTEIICHH TSAXKECTH JICUCHHE Ka0a3uTaKCEIOM JOJIDKHO OBITh IpCKpalCHo.
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VY mamueHToB, TMONYYaBIIMX paHee JydeBYIO Tepamuio B 00JacTH Taza W CXeMy JICUeHWUs,
COJIEPKAIIYIO JIOIIETAKCeN, COOOIIANOCh O Pa3BUTUH IMCTUTA BCIIEIACTBHE (PEHOMEHA BO3BpaTa
Jy4EeBOM peakIuy B paHee 00IyueHHOH 00JIacTH.

[MoaToMy mipy pa3BUTUU JaHHON HEXKENATeIbHOW pEAKIMH JOJKHBI OBITh TMPUHSTHI
COOTBCTCTBYIOIINEC MCPBHI. Moxet BO3HUKHYTH H€06XOI[I/IMOCTI) MNpepbIBaHUA WX OTMCHDBI
Tepanuu Kaba3uTaKCeIOM.

Puck pa3BuTHs HapylIeHUH pUTMa cepalia

CooOmmanocr 0 pa3BUTUU HAPYIIEHWH pUTMA ceplia, Haumboliee 4acTo — TaxXUKaApAWH U
MeplaTeIbHON apuT™Muu (CM. paszzen 4.8).

Puck pa3sBUTH HApYIIEHHUH CO CTOPOHBI AbIXaTEeJILHOU CUCTEMEI

CooOmaioch 0  ciay4asx  pa3BUTHS ~ WHTEPCTUIMANIBHON  MHEBMOHUHW/ITHEBMOHMHTA,
WHTEPCTUIIUATBHOMN O0JIE3HU JIETKHUX, OCTPOTO PECITUPATOPHOTO TUCTPECC-CHHIPOMA, B TOM YHUCIIe
C JICTAJIbHBIM UCX0JIOM (cM. pazzen 4.8).

[Ipr pa3BUTHM HOBBIX CHMIITOMOB CO CTOPOHBI JIBIXaTEIBHOH CHCTEMBI WA YXYIIICHUN
MMEIOIIUXCA CHMIITOMOB HEOOXOIMMO TINATEIBHO HAOIIONAaTh 3a COCTOSHHEM IIAIlMEHTOB,
OHGpaTI/IBHO OGCHGI{OB&TB HXnu HpOBOI[I/ITI: COOTBGTCTByIOH_IGC JICUCHUC. PGKOMGH,Z[YGTC}I HpepBaTb
Tepanmuio  Kaba3WTakcelloM 10  TONTBEPXKICHUS  JUarHo3a. PaHHee  NpPUMCHECHHE
MOJIICP)KUBAIOIIEH Tepamnuy CIOCOOCTBYET YIIYUIICHHIO COCTOSHUS mTamnueHrta. [lonp3a oT
BO300OHOBJICHHS TEPANMMH KAOA3UTAKCEIOM JIOJDKHA OBITh THIATEIHHO OIEHEHA.

ITarueHThl MOXKUIOr0 BO3pacTa

[arenTrl OXUIIOTro Bo3pacrta (=65 y1eT) MoryT ObITh OoJiee MpeapacioiIOkKEeHbl K HEKOTOPhIM
HP, Bxitouast HelTponieHuio U GeOpuiIbHYI0 HEUTponieHuto (cM. pazzaen 4.8).

ITarmedTsl ¢ NEYEHOYHOU HETOCTATOYHOCTEIO

Kaba3urakcen MHTEHCHBHO MeTabonu3upyercs B meueHu (cM. paszen 5.2). IIpemapat Kuza6o
MPOTUBOMOKA3aH MAalMeHTaM C TEYCHOYHON HEJOCTAaTOYHOCTHIO TSDKEIOW CTereHd (o0muid
Ounnpy6uH ceiBOopoTKH KpoBH >3xBI'H) (cm. pa3nens 4.3, 5.2).

VY manueHToB ¢ MEYEHOYHOW HEIOCTATOYHOCTHIO JIETKOHM CTETEeHH TsoKecTd (0oO0mui onmmupyOounH
ceiBopoTkH KpoBu >1 u <1,5xBI'H wnmu ACT >1,5xBI'H) u cpenneit crenenu tsxectu (0OLIHiA
ounmnpyOun >1,5 u <3xBI'H) no3y kaba3zuTakcena cienyeT yMEHBIIUTh (CM. pa3aen 4.2 u 5.2).
[Ipn sToM Tpebyercs coOMIOAaTh OCTOPOKHOCTb, TILATENBHO KOHTPOJIUPOBATH COCTOSHUE
MalUEHTOB U MPOBOAUTH MOHUTOpUHT HP.

AHemus

VY manueHToB, MOJIyYaIOUIMX JeYeHHe Kaba3uTaKCeIoM, cOOOINaIoch O Pa3BUTUH aHEMHUU (CM.

paznen 4.8). Iloka3arenu remMorioOMHa W TeMaTOKpUTA JOJDKHBI OBITH MPOBEPEHBI J0 Havaia
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aHEeMHH WJIH KpPOBOIOTEpH. PEKOMEHIyeTcss ¢ OCTOPOKHOCTHIO IMPHMEHSATh Kaba3WTakced Y
MalMeHTOB C COJep’KaHueM TremorjoOuna B mnepudepudeckoit kpou <10 r/m1. Cnemyer
NPOBOJUTh COOTBETCTBYIOIME JICYCOHBIC MEPOIPHUATHS, HAIPABICHHBIC HA TIOBBIIICHHE
CoJIepKaHUs TeMOTI00MHA B Tepr(eprHuecKoil KPOBH.

JlekapcTBEHHOE B3aMMOJENCTBUE

OnHOBpeMEHHOE TPHUMEHEHUE CHIIBHBIX HMHTHOMTOPOB M HHAYKTOPOB H30(EPMEHTOB
noncemeiictBa CYP3A ¢ kabasuTakceraoM cienyer wu30eratb, TaKk Kak OHH  MOTYT,
COOTBCTCTBCHHO, YBCIMYNBATH WJIM YMCHBIIIATH KOHLICHTPAI[HUIO K3.63.3I/ITaKCCJIa B IJIa3M€ KPOBHU
(cm. paznensi 4.2, 4.5).

BcnoMorarenbHEIC BEIISCTBA

B cocraB npuiiaraemoro pactBopureins BXoauT 573,5 mr 3tanona 96 %, 4uto cienyer yuuThBaTh
IIpY NPUMEHEHUU IIpernapaTa y MAalMEHTOB C AJKOTOJIM3MOM, a TAK)XKE Yy MAlMEHTOB IPYyIMIIbI
BBICOKOI'O PHCKa (MallMEeHTOB ¢ 3a00JIEBAHUAMHU NIEYEHU U HUIICTICUEH).

4.5. B3auMmopgeiicTBHe ¢ JPYrHMHM JIeKAPCTBEHHbIMH MpenapaTamMM W Jpyrue BHbI
B3aMMOJCHCTBUSA

Muaruburopsl nzobepmenTon noacemericrea CYP3A

Metabonu3m Kaba3uTakcena M3MEHSETCS TIPH OJHOBPEMEHHOM TPHUMEHEHUH BEIECTB,
M3BECTHBIX KaK CWJIbHbIE HMHTHOMTOPHI u30depmeHTOB mojacemeiictBa CYP3A (mampumep,
KETOKOHA30J1, UTPAKOHA30J1, KIIApUTPOMHUIINH, aTa3aHaBUp, UHANHABHP, He(a300H, HeTPUHABUD,
PUTOHABUD, CAKBUHABUP, TEIUTPOMHULIMH, BOPUKOHA30II).

Cnenyer uszberaThb OJHOBPEMEHHOTO TNMPUMEHEHHsS KabasWTakcela U CHIBHBIX HHTHOMTOPOB
n3zodepmentoB nojcemeirictea CYP3A. Ecim Henb3st n30exaTh OJHOBPEMEHHOTO NMPUMEHEHHUS
kaba3uTakcena W CHIBHOrO HMHrubutopa wu3odepmentoB mnoxacemeiictBa CYP3A, cnemyer
paccMOTpeTh BOMPOC O THIATEIBHOM HaOMIOIEHWH 3a TAIlMeHTOM U CHIDKEHUH 03Bl
kabasurakcena (cM. paznensl 4.2, 4.4).

Crnenmyer coOmogaTh OCTOPOKHOCTh TPH OJHOBPEMEHHOM TPUMEHEHUHM Kala3uTakcenla H
YMEPEHHBIX HHTHOUTOPOB M30hepmMeHToB nojacemerictea CYP3A.

Huanykropsl nsobepmenTos noacemericrea CYP3A

Metabonu3m Kaba3uTakcena M3MEHSETCSs IPH OJHOBPEMEHHOM IPHUMEHEHUH BEILECTB,
M3BECTHBIX KaK CHJIbHBIE HWHIYKTOpH m30depmentoB moxacemeiictea CYP3A (mampumep,
dbenurounH, kapbamazenus, pudamnunuH, pudadyTuH, pudaneHTH, GeHodbapouTa).

Crnenyer m3beraTb OJHOBPEMEHHOIO IPUMEHEHHUs Kaba3uTakcena M CUIBHBIX HHIYKTOPOB
u3zodepmenToB nojacemeiictea CYP3A, Tak Kak OHU MOTYT YMEHBUIUTh CUCTEMHYIO SKCIIO3HIIUIO

kabasurakcena (cM. paznensl 4.2, 4.4).
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3Bep0o0OU IIPOALIPABICHHBIN

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[ManpeHTHI, TOMyYaromMe JieYeHHEe Kaba3WTaKCEeIOM, IOJDKHBI BO3ICPKUBATHCS OT TpUEMa
IpernapaToB TpaBbl 3Bepo00sT MPOIBIPIBICHHOTO (TaK KaKk OH TAaKKe SBISIETCS HWHAYKTOPOM
uzodpepmenra CYP3A4).

Cy0cTpaTsl TPAaHCOOPTHOrO nojurentuaa oprannyeckux anuoHos (OATPIB1)

Kabaswurakcen in vitro Takxe IpoaeMOHCTpUpOBaI criocoOHOCTh nHTHONpoBaTh OATP1B1. Puck
B3aumoeicteus ¢ cyocrpatamu OATPIBI1 (mampumep, nuaruouropamu ['MI'-KoA-penykrassi
[cTaTuHamMM|, BaJicapTaHOM, pEMArjJMHUIOM) SBISETCS BO3MOXHBIM BO BpeMsl MPOBEICHHS
BHYTpUBeHHOW MHQY3uu (1 4) m B TeueHne 20 MUHYT Mocie ee OKOHYaHHsS. B 310 Bpems
BO3MOXXHO yBEJIMYEHHE cucTeMHOW »skcno3uuuu cyoctparoB OATPIB1. Pexkomennyercs
COONIIOJIEHNE CIIEAYIOIIMX BPEMEHHBIX WHTEPBAJIOB IPH OJHOBPEMEHHOM IPUMEHEHHUHU
cyoctpatoB OATPIB: npuruMath ux 3a 12 yacoB 10 BBelIeHHMs Kaba3uTakcena U yepes, Kak
MHUHHMYM, 3 yaca rocje BBeJeHHUs Kaba3uTakcena.

[Ipennunzonox

[Ipenuuszonon, npuHuMaemblii 1o 10 Mr exemHEBHO, HE OKa3blBa€T BIHSHUA Ha
(apMakOKMHETUKY Kaba3uTakcena.

Bapdapun

Kaba3uTakcen He WMHTrHOMpPYET in Vitro TIIaBHBIA MyTh OWoTpaHchopmarmu BapdapuHa B 7-
THIpOKCcUBap(apuH, KOTOPBIN ocyiecTBiIsieTcs ¢ momonibio n3odgepmenra CYP2C9. ITostomy He
0’KHJIaeTCS KAaKOT0-TM00 (papMaKOKWHETHYECKOTO B3aUMOJICHCTBUA Kaba3uTakcena u Bapdapuna
in vivo.

Bakiunanyu

[IpuMeHeHre )KUBBIX BaKIIMH WM OCTIA0JICHHBIX KHUBBIX BAaKIUH y MAMEHTOB CO CHI)KEHHBIM B
pe3yJibTare JIeUeHUs] XUMUOTEPaneBTHYECKUMH NpernapaTaMu UIMMYHHUTETOM MOKET IPUBOJUTH K
Pa3sBUTHIO Cepbe3HbIX MM (aTanbHbIX MH(pekuui. Ciaenyer u3deraTb BaKLMHAILMM >KUBBIMU
ocna0JIeHHBIMU BaKLIIMHAMH Y TIAIIUEHTOB, MOJTYYaIONUX JeueHHe Kaba3uTakceaoM. Y OuThie Win
MHAKTHBHPOBAHHBIC BAKIIMHBI IPUMEHSATH MOKHO, OTHAKO PEAKIINs OpTaHN3Ma Ha TAKWE BaKIIMHBI
MOJKET OBITh MEHEE BBIPAKEHHOIA.

4.6. ®epTHIBHOCTb, 0EPEMEHHOCTDH U JJAKTALMS

KOHTDaHGHHI/Iﬂ Y MYKYMH U XCHIIWH

B cBsA3M ¢ NOTEHIMAIBHBIM BO3ACHCTBUEM UYEPE3 CEMEHHYIO KMIKOCTh MY’KUYMHAM, Y KOTOPBIX
€CTh MApTHEPIIN C JICTOPOTHBIM TMOTCHIHAJIOM, CJICAYeT HCIOJIb30BaTh HAICHKHBIC METOIBI
KOHTpAICTIIUK Ha MPOTSHKEHHH BCErO Kypca JEYCHUS W B TeUCHHE 4 MECAICB IMOCIe MpremMa
nocneaHe 10361 npenapata Kuzabo.

B cBsa3u ¢ MNOTCHIHUAJIbHBIM HOCTYIIJICHUCM Kaba3uTakcena B CCMCHHYIO JXUIAKOCTb MYKXYUHBI,
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IAKYISITA C TKAHSAMH JAPYTOTO YEJIOBEKa, BKITFOYAs OEPEMEHHBIX U KOPMSAIIUX TPYAbIO )KCHIIHH.
bepeMeHHOCTB

JlaHHBIE O IPUMEHEHUH Kaba3uTakcena y OepeMeHHbBIX JKECHIIIMH OTCYTCTBYIOT. BbITO TIOKa3aHo,
4T0 Kaba3uTakcen 001a/1aeT FTeHOTOKCUYHOCTBIO 110 aHEYTEeHHOMY MEXaHU3MY. B JOKITMHUYEeCKIX
UCCIICIOBAHMSIX Ha KpbhICaX M KpPOJMKAX OBLUIO TOKa3aHO, 4TO Kaba3WTakcesl IPOSBISET
AMOPUOTOKCHYHOCTh, (PETOTOKCUYHOCTh W OKa3bIBacT aDOPTHBHOE JCHCTBHE MPH BO3JACHCTBUH
3HAYUTEIBHO MEHBIIIEM, YEM OXHJIATOCHh IPH PEKOMEHIYEMOM YPOBHE JI03bI JJIS YEITOBEKA.
Kaba3urakcen npoHUKaeT yepes IUTaleHTapHbIi Oapbep.

[Ipenapat Kuzabo He cienyeT npuMeHsTh IpU OEPEMEHHOCTH.

Jlakranms

Nmeromuecss naHHble MO (apMAKOKMHETHKE VY JKUBOTHBIX YKAa3bIBAIOT HAa OAKCKPEIHIO
Ka3aburakcena v ero MeTabOIUTOB C MOJIOKOM.

[Ipenapat Knu3zabo He ciemyeT MPUMEHSITh BO BPEMs TPYTHOTO BCKaPMIIUBAHUS.

DepTHABHOCTE

JlaHHBIE O BIUSHUM Kaba3uTakcena Ha (GepTHIIBHOCTh YelloBeKa HEM3BECTHBI. VccnenoBanus Ha
JKHUBOTHBIX IIOKa3ajlu, 4TO Kaba3uTaKcell BIUIET Ha PCIIPOAYKTUBHYIO CUCTEMY Yy CaAMIIOB KPbIC U
co0ak.

Myx4rHaM, MOJyYaloluM JIeUeHHe Kaba3uTaKkCceIoM, PEKOMEHIyEeTCsl MPOKOHCYJIBTUPOBATHCS
10 BOIIPOCaM KOHCEPBALIMU CIIEPMBI 10 Hadajia JICUEHHUs..

4.7. BunsiHue Ha CNOCOOHOCTH YINPABJIATH TPAHCIOPTHBIMHM CpPeACTBAMH H padoTaTh ¢
MeXaHUu3MaMH

Hcxons n3 npoduist 6e30macHOCTH Kaba3uTakcena, OH MOKET OKa3bIBaTh YMEPEHHOE BIUSHHE HA
CHOCOOHOCTh ~ YHPAaBIATh TPAHCHOPTHBIMM  CPEACTBAMM  WJIM  TOJb30BAaThCS  JIPYTMMHU
MeXaHU3MaMH, TaK KaK MOXKET BbI3bIBAaTh MOBBIIICHHYIO YTOMJISIEMOCTb U TOJIOBOKpYskeHue. [1pu
IIOABJICHUU HOIIOGHBIX HCXKCIIATCIIbHBIX peaKuHﬁ BO BpCM:A JICHCHUA MalUCHTAM CICAYCT
PEKOMCHAOBATL BO3ACPIKATHCA OT YIPABJICHUA TPAHCIIOPTHBIMU CPCACTBAMU U 3aHATHI APpyruMu
NOTEHIMAJIbHO ONACHBIMM BUAAMHU JIE€ATEIBHOCTH, TPEOYIOIMMH HOBBIIIEHHON KOHLEHTpalUU
BHUMAaHHUS U ObICTPOTHI ICHXOMOTOPHBIX pEaKIii.

4.8. HexxennaTesibHbIE peaKkIuu

Pesrome npodung 0e3omacHOCTH

be3onacHocTh kaba3uTakcesna B KOMOWHAIIMU C TIPEIHU30JIOHOM/TIPETHIU30OHOM OIICHUBAJIAChH Y
371 nammMeHTa ¢ METACTAaTHYECKUM KACTPAIIMOHHO-PE3UCTCHTHBIM pPAaKOM MPEICTaTeIbHON
KCJIC3hI. MGI[I/IaHa HOJIy‘-IeHHBIX IMalIMCHTAMU ITUKJIOB Ka6a3I/ITaKC€Ha COCTaBJIsJIa 6 IIUKJIOB.

Ouensb yacto BcTpeuarommmucs (>10 %) HP 1-4 crenenu tspkect ObUTH: aHEMUS, TIEHKOTICHHUS,
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o (noc B HOC TR 0006
HEUTPOTICHHSI, TPOMOOLIUTOTICHHUS, TUAPES, TOBK HIGHHa}I'GFOMU;IMGLE['L;Tl%EE{IéTa:JBDT& 34110,

Ao

acTeHusi, abJOMUHANbHBIE OONHM, Tremarypusi, OONM B CIHMHE, apTPajrusi, aHOPEKCHS,
nepudepudeckas HeWponatus (BKiIo4as TepUPEPUIECKYyI0 CEHCOPHYID W MOTOPHYIO
HelponaTum), TMXopajKa, OJbIIIKa, TUCTE€B3Hs, KaIlelb, aTONeLHs.

Yacro Bcrpeuarormmmmucs (=5 %) HP >3 crenenu TsokecTr pu NpUMEHEHUH Kaba3uTakcena ObLIH:
HEUTpONeHusl, JIeHKONEeHUs, aHemus, ¢eOpuibHas HEUTpomeHus, Juapesi, IOBbIIICHHAs
YTOMJIIEMOCTD M aCTEHHUS.

[Ipexpamenue neuenust Bcnencrsue pazputuss HP umeno mecro y 68 (18,3 %) mamueHros,
MOJTy4YaBINUX JiedeHHe kabazurakceraoM. Haubomnee gacto Berpevaromumucs HP, nmpuBoasimumu
K [IPEKPALLEHUIO JIeUeHUs] Kaba3uTakceaoM, ObUTM HEHTPONEHUS U IT04YEeYHasi HEIOCTATOYHOCTb.
HaunGonee wacteimu HP, npuBogsmumm k cMepTH y NalMEHTOB, MNOJIYYaBIIUX JEYCHHE
kabazurakcenom, ObuTH MHGeKunu. bonpmmHcTBo HP B Buae pazputus QaranbHbix MHGEKINUN
BO3HHKAJIO ITOCIIE OHOKPATHOTO BBEJICHUS Kaba3uTakcea.

Hwxe mnpencrasnenst HP, paspeneHHble 10 CHCTEMHO-OPraHHBIM — KJIacCaM  COTJIACHO
kiaccuukanuu MeauimHCKOTro ciaoBaps s HOpMaTUBHO-TIpaBoBoM festeabHocTH (MedDRA).
Tsoxects HP xnaccugunuposanack B cooTBeTcTBUM ¢ OOLIEIPUHATEIMU TEPMUHOIOTHYECKUMHU
kputepusmu 111 HP (CTCAE 4.0) (ctenens tsokectu >3 = G >3).

PesromMe HexxenaTeapbHbIX PEaAKI

Hcnonp3oBanace kinaccuukanusi 4acToTsl Bo3HMKHOBeHHss HP BcemmpHoit Opranuzamuu
3npaBooxpaHeHus: oueHb yacTo (=10 %); gacto (=1 % u <10 %); newacto (=0,1 % u <1 %); penko
(>0,01 % u <0,1 %); ouens penko (<0,01 %); yacToTa Hem3BecTHA (IO UMEIOIIMUMCS JAHHBIM
OINpeAENINTh 4acToTy BcTpeuaemoct HP He npezncraBiisieTcss BO3MOXKHBIM).

B npenenax kaxzmod rpynnel 1o 4dacrore Bcrpedaemocth HP, mocnennue naHel B mopsiake
YMEHBIIECHUS UX CEPhE3HOCTH.

Unghexyuu u unsazuu:

YacTO — CENTUYECKHI IOK (BCE Cydyau >3 CTENEHH TSHKECTH), CETICHC (BCE Cydau >3 CTENEeHU
TSKECTH ), BOCTIAJIEHUE MOAKOKHO-)KUPOBOH KJIETYATKH, MHPEKIUU MOYEBBIBOSAIINX TyTEH BCEX
CTEMEeHEeH TSKECTH, TPUII, UCTUT, MHPEKUUU BEPXHUX JIbIXaTENbHBIX IMyTeH, WH(EKIUH,
BbI3BaHHBIE Varicella Zoster (repriec 30CTep), KAaHIANUI03;

HEYacCTO — BOCHAJEHHE IOJKOXXHO-)XKMPOBOW KJIETYATKU >3 CTENEHU TSKECTH, LUCTUT >3
CTETIEHH TSAKECTH.

Hapywenus co cmoponul Kposu u numgamuieckou cucmemvi:

OUYEHb YaCTO — HEUTPONEHHS BCEX CTETECHEN TSHKECTH, BKIII0Yasi HEUTPOIICHUIO C KITMHUYECKUMU
IPOSIBICHUSAMHU >3 CTENEHW TSKECTH, aHEMHUS BCEX CTENEHEH TSKECTH, JICHKONEHMsI BCEX

CTETICHEH TSKECTH, TPOMOOIIUTOTICHHS,

13
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yacto — (ebOpusbHas HeWTponeHus (Bce ciayyau >3 'Elll‘elnellllra‘jfﬂﬁc'&w I:‘Hl)lb'llv'r O:Iillletl)‘lff:e'HHﬁ

>3 CTENEeHH TSHKECTH.

Heittponnennyeckue OCJIO’KHEHUS BKJTIOYAJIU HEUTPONIEHUYECKYIO HH(}EKIHIo,
HEUTPONEHNUECKUI CeNCcUC M CeNTUYECKUH IIOK, KOTOphIE B HEKOTOPBIX CIIydasX MPUBOAMIM K
CMEPTEIBLHOMY HCXO.Y.

beulo nokazano, yto npumenenue [-KC® ymeHblIaeT 4acTOTy BO3HUKHOBEHHUS U TSDKECTh
HeUTporneHuu (cM. pasneisl 4.2, 4.4).

Hapywenus co cmoponvl umMmyHHOU cucmembi:

4acTO — pEaKUMM T'MIEPYYyBCTBUTEIBHOCTH, B TOM YMCIE M TSKENBIE PEAKLHUU, TAKUE Kak
TeHepaIM30BaHHAs CBIII/9pUTEMa, CHIKEHHE apTepuabHoro nasieHus (AJl) m 6poHxocmnasm.
Hapywenus memadonuzma u numaHusi:

OYEHb YaCTO — AHOPEKCHS;

4acTo — 00€3BOKMBAHUE BCEX CTENCHEH TSKECTH, TUIIEPTIIMKEMUS], TUTIOKATTHEMUST;

HEYaCTO — AaHOpPEKCUs >3 CTENEHU TSKECTH, THUIEPIIMKeMHUs >3 CTENeHH TSHKECTH,
TUIIOKAIUEMUs >3 CTENEHH TAKECTH.

Hapywenusa ncuxuxu:

4acTo — OECIOKONUCTBO, CITyTAHHOCTb CO3HAHUSI.

Hapywenusi co cmopoHbl HepeHOll cucmembl.

OUYEHb YaCTO — JUCTEeB3Us (M3BpalllEeHUE BKyCa);

yacTo — nepudepuueckas Heilponatus: nepudepuueckas CeHCOpHas Helponarus (mapecTesus,
J3eCTe3Ns, TUIecTe3us ) 1 nepudepruieckas MOTOpHAs HeHponaThs, FOJ0BOKPYKEHUE, TOJIOBHAS
00JIb, IETAPTHsI, UITHAC;

HeuacTo — mnepudeprueckas HeWponaTus >3 CTENEHU TSDKECTH, nepudepudeckas CEHCOpHas
HeWponaTus >3 CTENEeHH TSHKECTH, JIETAPTUsl >3 CTENEHU TAKECTH, UIHAC >3 CTEIECHH TSHKECTH.
Hapywenus co cmoponwl opeana 3penus:

4acTO — KOHBIOHKTUBUT, YCUJIEHHOE CJI€300TEIICHHUE.

Hapywenusi co cmopoHbl opeana ciyxa u 1a0upunmuble HapyuleHus.

4acTO — 3BOH B yIlIaX, BEPTUTO (4yBCTBO OTKJIOHEHUS WU KPY>KEHHUSI COOCTBEHHOI'O Tejla MU
OKPY’KaIOIIMUX MPEIMETOB).

Hapywenus co cmoponul cepoya:

4acTO — ApUTMHUM >3 CTENEHHU TSHKECTH, MeplLaTesibHas apuTMus (GuOpmiuianus npeacepaui),
TaXUKapaus (HA OJHOTO ClTydyasi TaXUKapAUK >3 CTENEHU TAKECTH);

HEeYacTo — MepluarenbHas apuTMus (GuOpruIsiuus npeacepanii) >3 cTeneHu TSHKECTH.

[Ipu npueme kaba3uTakcena HAOMIOAATUCH CIIy4ad Pa3BUTHS CEPIACYHOM HEIOCTATOYHOCTH

(y nByx manueHntoB). OIMH TalMeHT B TpyIIe Kaba3uTakceiaa yMmep OT CepAcHYHOU
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HEIOCTATOYHOCTH. Hablronaiuce JnerajibHbIE d)I/I6DI/IJI|:JgIIIIII:/I:$I-| %h&ﬁg@tkj"i _'LtlﬂeltII{T'a u

Ao

OCTaHOBKa cepana y 2 manueHtoB. OIHAKO HU OJMH M3 3THUX CIydaeB HE ObUI paclieHEeH
HCCIIEIOBATENSAMH, KaK CBA3aHHBIN C MPUMEHEHHEM Kaba3uTakcena.

Hapywenus co cmopoHul cocy0os:

yacto — cHmkeHue AJl, moBeimeHue AJl, TpoM003 TITyOOKHX BEH BCEX CTETECHEW TKECTH,
OpTOCTaTUYECKasi TUMOTOHUS, «IPWIMBBD KPOBH K KOXKE JIMIIAa C YyBCTBOM >Kapa, TUIIEPEMUs
(TOKpacHEHHE KOXH);

HeyacTo — cHmwkeHne AJl >3 cremeHu TsoKkecTH, MoBbimieHHe AJ] >3 cTemeHu TsKecTH,
OpTOCTaTUYECKasi TUIIOTOHUS >3 CTENEHU TKECTH.

Hapywenus co cmoponsl OvixamenbHOoU cucmemsl, Op2aHos epyOHOU KIemKU U CPeOOCMEeHU!
OUYEHb YaCTO — OJIbIIIKA, KallleJh;

4acTO — OJBIIIKA >3 CTENEHU TSKECTH, 00JIb B POTOBOI MOJOCTU U TJIOTKE, THEBMOHHMS BCEX
CTEIICHEN TSAKECTH.

OTMedanuck cirydau pa3BUTHS HHTEPCTUIIMATBHON THEBMOHUHY/TTHEBMOHHTA, HHTEPCTUIINATHLHON
00JIe3HN JIETKUX, OCTPOr0 PECHUPATOPHOTO TUCTPECC-CUHAPOMA, B TOM YHCIIE C JIETaJbHBIM
UCXOOM.

Kenyoouno-kuuieunvie Hapyuenus:

OYEHb YaCTO — JHapes, TOIIHOTa, PBOTA, 3arop, abIOMUHATIBLHBIE 00JIH;

4acTO — Juapesi >3 CTENEHU TSHKECTH, TOIIHOTa >3 CTENEHU TSHKECTH, pBOTa >3 CTENEHU
TSKECTH, 3a1op >3 CTENeHU THKECTH, a0JOMUHANbHbIE 00K >3 cTEeNeH! TAXKECTH, TUCTICTICHS,
00nM B SIUracTpalbHOM o0NacTu, reMoppoi, ractpossodareanvHas pediaroKcHas OONe3Hb,
KPOBOTEUECHHE U3 MPSMOM KHIIIKH, CyXOCTh CIM3UCTON 000JIOUKH TOJOCTH PTa, B3AYTHE KUBOTA;
HEYACTO — KPOBOTEUYECHUE U3 MIPSMOM KHIIKHU >3 CTETICHH TSKECTH, CYyXOCTh CIU3UCTON 000JI0UKH
MOJIOCTU PTa >3 CTENEHU TSHKECTH, B3yTHE KUBOTA >3 CTENIECHU TSHKECTH;

4acTOTa HEW3BECTHA — COOOWIATOCh O Pa3BUTHH KOJHUTA, OJHTEPOKOIUTA, TacTpHUTa,
HEUTPOTICHNYECKOTO JHTEPOKOIUTA, KEIYyAOYHO-KUIIEYHOTO KPOBOTEUEHUs U mnepdopanuu
YKEITYIOYHO-KHUIIIEYHOTO TPAKTA, KAIIIEYHOU HEMMPOXOAUMOCTH U KUIIIEUHON OOCTPYKIIUU.
Hapywenus co cmoponsl Kodtcu 1 NOOKOHCHBIX MKAHELL:

OUYEHb YaCcTO — aJIOTEIINS;

YaCTO — CYXOCTb KOXH, IpUTEMA.

Hapywenus co cmoponul mbiueyHou, ckeiemHou U coeOUuHUmenbHot mKau:

OUYEHb 4acTO — OO0JIM B CIIMHE, apTPaITus;

4yacTo — O00JM B CNHHE >3 CTENEHU TSHKECTU, apTpalrus >3 CTENEeHH TSKECTH, OONlu B
KOHEYHOCTSIX BCEX CTEMEHEH TSKECTH, MBIIIICUHBIE CTIa3MbI, MHAJITHSI, MBIIIICYHO-CKEJIETHBIC 00N

B 00J1aCTH IpyAHOM KJIETKH, 00JIM IO OOKOBBIM OBEPXHOCTSAM TYJIOBHILA;
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HEYaCTO — MHAJIrus >3 CTCICHU TKCCTH, wblmeqH(gQQe::-r:r;lﬁtEfE %Eﬁ%t%'é{agﬁll’[;{/ﬁHOﬁ

Ao

KJIETKH >3 CTETIeH! TSHKECTH, 00 10 OOKOBBIM TIOBEPXHOCTSIM TYJIOBHINA >3 CTETICHH TSKECTH.
Hapywenus co cmoponbl nouek u Mo4esbi800AWUX Nymeli:

OUYEHb YaCTO — reMaTypusl BCeX CTeNEeHEe! TshKecTH (B 2/3 cilydaeB ONpeAeNsuch OTATOIIAI0IINe
(dakTophl, TakMe Kak MporpeccHpoBaHUe 3a00JIeBaHUS, MHCTPYMEHTAJIbHbIE BMEIIATEIbCTBA,
COITyTCTBYIOIIME WH(EKINH, OJHOBPEMEHHBIH TIpPHEM AaHTUKOATYJSHTOB, HECTEPOUIHBIX
MPOTUBOBOCTIATIUTENbHBIX PENapaToB, alleTUICATUIIUIOBON KHUCIOTHI);

4acTO — OCTpas TModYeyHas HEeAOCTaTOYHOCTh BCEX CTEMEHEH TSHKeCTH, MoYeyHas
HEI0CTaTOYHOCTh BCEX CTETEHEH TSHKEeCTH, AU3YpHs, IoUYeyHas KOJIMKa, reMaTypusi >3 CTereHu
TSOKECTH, TOJUIAKUYpHS, THAPOHE(PpO3, 3aJepKKa MOYHM, HEAEp)KaHWE MOYH, OOCTPYKIIHS
MOUYETOYHUKOB BCEX CTEMEHEH TSKECTH;

HEYAaCTO — IMIOYeYHas KONIMKAa >3 CTeMeHU THKECTH, MOJUIAKHYpHsl >3 CTENEeHU TSIKECTH,
THIIPOHEPPO3 >3 CTENEHH TKECTH, 3a/IeP’KKa MOUYH >3 CTENCHU TSHKECTH.

Hapywenus co cmoponsl penpo0ykmusHou cucmembsl U MOJTOYHBIX HCee3.

yacTo — 00JIM B 00JIACTH MaJoro Ta3a;

HEYacTo — OO0NM B 00aCTH MaJoOro Ta3a >3 CTENEeHU TSHKECTH.

Obwue paccmpoiicmea u HapyuleHus 8 Mecme 66e0eHUs.

OYEHb YaCTO — MOBBIIIEHHAS YTOMIISIEMOCTb, aCTEHUS, TUPEKCHS;

4acTO — TIOBBIIIEHHAs] YTOMJISIEMOCTh >3 CTENEHH TSHKECTH, aCTCHHSI >3 CTENEHU TSHKECTH,
MUPEKCHs >3 CTETIeHHU TKECTH, TepudepruuecKre 0TeKH, BOCTIaIEHUE CIIM3UCTBIX 000104k, 001
BCEX CTEIEeHeH TsKecTH, 00N B TPYIHOM KIIETKe, OTEKH, 03HOO, HEZJIOMOTaHHUE;

HEeYacTo — mnepudepruyeckie OTeKH >3 CTENEeHH TSHKECTH, BOCTIAJICHUE CIU3UCTHIX 000JI04eK >3
CTCTICHH TSDKECTH, OOJIU B TPYTHOM KIIETKE >3 CTENEHH TSHKECTH, OTEKH >3 CTETICHHU TSHKECTH.
Jlabopamophvie u uHcmpymeHmanbHvle OaHHble:

4acTO — CHIDKEHHUE Macchl Telna, yBenuueHue akTuBHOCTH AJIT B CBIBOpOTKE KPOBH;

HEYacTO — YBEJIMUYEHHE CHIBOPOTOYHON KOHIIEHTPALMH OMIMpyOMHA, yBETUUYEHUE aKTMBHOCTU
ACT B chIBOPOTKE KPOBH.

HP v 0co0OBIX I'pyIII ITAIIMEHTOB

HauueHmbl NnoJHCUs10c0 so3pacma

W3 371 namnuenTa, MOMy4aBIINX JeueHHE Kaba3UTaKCEIOM B MCCIICIOBAHUM 1O JICUCHHIO PaKa
npezcTaTeNbHol kene3sl, 240 mammeHToB ObUIM B Bo3pacte 65 ner u crapme, u3 Hux 70
MalMEeHTOB — CTapiie 75-JIeTHEro BO3pacTa.

Cnenyromue HP Bcrpewanuce Ha >5 % damie y manMeHTOB B Bo3pacTe 65 JieT M crapiie 1o
CpaBHCHHIO C IAallUCHTAMU Ooiee MOJIOAOr0 BO3pacTa: TMOBBIICHHAA YTOMIISICMOCTD,

HGfITpOHeHI/IH C KIMHHUYCCKUMHU IIPOABJICHUAMHU, aACTCHHUA, TIUPCKCHA, TOJOBOKPYKCHHUC,
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(NMOCNEOOBATENEHOCTE 0006)

UH(EKIIMY MOYEBBIBOASAIINX MyTEH 1 00€3BOKUBAHHE.

Yacrora cnenyromux HP >3 crenenu Tsbkectr Oblia BBIIIE Y MAIIMEHTOB >65 JETHETO BO3pacTa
[0 CPAaBHEHHUIO C TMalWeHTaMu Oojee MOJIOJOr0 BO3pacTa: HEUTPONEHHUS MO pe3ysibTaTtaM
71a00paTOPHBIX aHAJU30B, HEUTPONMEHHUS C KIMHUYECKUMHU TMPOSBICHUSIMU U (peOpuibHas
HelTponeHus (cM. pasznensl 4.2 u 4.4).

N3 595 maumeHToB, moiy4yaBIIUMX JieueHHWE Kabasutakceraom B uccienoBanuu EFC11785 mo
JICYCHUIO paKa MpecTaTeIbHON *kene3bl, 420 marueHToB ObUTH B BO3pacTe 65 JeT W crapiie.
Crnenyromue HP BcTpeuanuch Ha 5 % wdaine y manudeHTOB B Bo3pacTe 65 jeT u crapiie, Mo
CPaBHEHHMIO C TAIMEHTaMH Oo0Jiee MOJOJOr0 BO3pacTa: Juapes, MOBBIIMICHHAS YTOMIISIEMOCTb,
ACTCHMsI, 3arop, HEHTPONCHHS C KIMHUYCCKUMH TMPOSIBICHUSIMH, (eOpuibHAs HEUTPOIICHUS,
OJIbIIIIKA.

ITocTperucrpanoHHbIC JaHHBIE

Hapywenus co cmoponvl nouek u mMouesvigo0Awux nymei: He4aCTO — LMCTUT, PA3BUBLIUIICS
BCJIECTBHE ()EHOMEHA BO3BpaTa JIy4eBOI PEakIiy B paHee 00IydeHHOH 00JIacTH.

COO6H.[GHI/IG 0 IMOA03PEBACMBIX HEXKCJIATCIBbHBIX PCAKIINAX

BaxxHo coo0miath o mo103peBacMbIX HEeXKeENaTeIbHBIX PEAKIUAX MOCIe PEruCcTpalliy rmpemnapara ¢
[EeNbl0  O0ECIEeYeHHs HEMPEPbIBHOIO MOHUTOPHUHTA COOTHOIIEGHHUS «IOJb3a — PHCK»
JIEKapCTBEHHOI'0 mpernapara. MeIuIuMHCKUM pa0OTHUKAM PEKOMEHIYETCs CO00IaTh O JIF0ObIX
MI0JI03PEBAEMBIX HEXKENATEIbHBIX PEAKLMAX JIEKAPCTBEHHOrO Ipenapara 4yepe3 HalMOHaJIbHbIE
CUCTEMBI COOOIICHMSI O HEKEeJIaTEeNbHBIX pEaKIusiX TOoCylapcTB — wieHOB EBpasuiickoro
3KOHOMHUYECKOI'0 COI03a.

Poccuiickas @enepanus

®denepanbHas c1yx0a 1Mo Haa30py B cdepe 3apaBooxpaneHus Poccuiickoii deneparym

Anpec: 109012, r. Mocksa, CnaBsiHcKas miomazis, a. 4, ctp. 1.

Tenedon: +7 (800) 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B M”HPOpPMaIIMOHHO-TEJIEKOMMYHUKAIIMOHHON ceTu «IHTepHeT:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMOTOMBI

O>knaeMble CHMITTOMBI TIEPEI03UPOBKHU: YCHIICHHE T0303aBHCUMBIX TOOOYHBIX 3(PPEKTOB, TAKMX
KAK CHUMIITOMBI TIOJIaBJIEHWS KOCTHOMO3TOBOTO KpPOBETBOPEHHS M HAPYIIEHHS CO CTOPOHBI
YKETYIOYHO-KHILIEYHOTO TPAKTA.

JleueHnne

OTCcyTCTBYET M3BECTHBIM aHTUIOT Kaba3uTakcena. B ciyuyae mepeso3upoBKH MAIIMEHT JOJKEH
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(o OBL HOCTEODDG)
6I>ITI> IIOMCIIICH B CHGI_II/IaHI/ISI/IpOBaHHOG OTOCIICHUC 11O TE{&TEMG’I&GH@EH{OG'II%HIDHCII{HG.

IIocne TOro, Kak CTaHCT M3BCCTHO O IMCPCAO3UPOBKE, MANMCHTHI AOJIKHBI KaK MOXXHO CKOPEC

Hayath nojy4ath ['-KC®. Takxke cienyer NpoBOJUTh IPYro€ CUMITOMATHYECKOE JICUEHUE.

5. DPAPMAKOJIOTMYECKHE CBOVCTBA

5.1 ®apmakoguHaMHYeCKUEe CBOMCTBA

®dapmakoTepaneBTUUYECKas IPYIIA: MPOTUBOOIYXO0JIEBBIE CPEACTBA; ANKAJIOUIBI PACTUTEIBHOTO
MIPOUCXOKICHHS U IPyTHe IPUPOJHBIE BEIIECTBA, TAKCAHBI.

Kon ATX: LOICD04

Mexanusm nelicTeus

Kabasurakcen sBIsSeTCS MPOTUBOOIYXOJICBBIM CPEICTBOM, KOTOPOE JEHUCTBYET IyTeM
pa3pylIeHHUs KIETOYHOH ceTn MUKPOTpyOouek. KabasuTakcen CBSI3bIBaCTCS ¢ OSITKOM TYOYIHHOM,
CHOCOOCTBYET ero cOOpke B MUKPOTPYOOUKH M OJHOBPEMEHHO MHTHOMpYET UX pa3dopky. ITo
NPUBOJUT K CTAOMIM3AIMM MHKPOTPYOOYEK, YTO B HUTOr€ HMHTHOMPYET MHUTOTHYECKYIO W
MHTEP(A3HYI0 aKTUBHOCTH KIICTKH.

dapmakoaugamuyeckue 3P PeKTol

Kaba3urakcen o0manaeT MIMPOKUM CIEKTPOM MPOTHUBOOITYXOJIEBOW aKTUBHOCTH B OTHOIICHHUH
MO3JIHUX CTaaui OIMyXOJied YeoBeKa, KCEHOTPaHCIUIAaHTHPOBAaHHBIX MblmaMm. Kabasurtakcen
aKTHBEH B OTHOIIEHUHU YyBCTBUTEIBHBIX K JIOIIETaKcely omyxoneil. Kpome storo, kabasurakcen
MOKa3aJl aKTUBHOCTh B OTHOLIEHUU OIYXOJIEBBIX MOJIENIEH, HEUYBCTBUTEIBHBIX K XUMUOTEPAIIHH,
BKJIFOYAsl IOLETAKCEIL.

Kimmanueckas 3¢ hekTUBHOCTD M 0€30I1aCHOCTD

B3pocnvie nayuenmut

D¢ heKTUBHOCT, W 0€30MacHOCTh Kaba3uTakcela B KOMOWHAIMA C TPEIHU30JOHOM HIIH
NPEIHU30HOM OBUIM  OLIGHEHHl B  PaHAOMHU3MPOBAHHOM  OTKPBITOM  MEXAYHApOIHOM
MHoroueHTposoM uccienoBanuu Il ¢aser  (uccnemoBanme EFC6193) y mnamuentoB ¢
METaCTaTUYECKUM KaCTPALlMOHHO-PE3UCTEHTHBIM PpPaKOM IPEICTATEeNIbHOM JKene3bl, paHee
MOJTyYaBIIUX PEXKUMbBI XUMUOTEPAIUH, BKIIOYABIINX JIOIIETAKCEIL.

[TepBuuHOI KOHEUHO TOUKOW HccnenoBaHus Oblia o01ast BekuBaeMocTh (OB).

BropuuHble KOHEYHBIE TOYKHM BKJIIOYAIM BBDKMBAeMOCTb 0e3 mporpeccupoBanus (BBII),
oTIpeieNsIeMy 0 KaK BpeMsi OT paHAOMH3AIMH IO TPOrPECCUPOBAHUS OITyXOJH, OMOXUMHYECKOTO
nporpeccupoBanms (1o ypoBHIo npoctaT-cnerupuueckoro anturena [[ICA]), mporpeccuun 6o
WIM CMEPTU MO JI000il MpUYKHE, B 3aBUCHMOCTH OT TOTO, YTO MPOHM3OMIET paHbIIE, 4acTOTy
otBeta omyxonu 1o kputepusim RECIST (Tumor Response Rate based on Response Evaluation

Criteria in Solid Tumors), mporpeccuto o yposHto [ICA (ompenensemyto kak > 25 % yBenudeHue
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0 B4 HOCTE D005
wu >50 % yBenuuenue ypoBHs [ICA y nanueH10B, HE ofgeqa‘R;IIEMOTE%X Tlep'a'IIII/IIO,

COOTBETCTBEHHO), OTBET 10 ypoBHIO [ICA (cHmxenue koHueHtpauuu [ICA B cbIBOpOTKE KpOBU
kak MUHUMYM Ha 50 %), mporpeccuio 6011 (OLIEHUBAIACh C MOMOUIBIO IIKaJIbl HHTEHCUBHOCTHU
6omu (Present Pain Intensity [PPI]) u3 onmpocuuka McGill-Melzack u ananpretnyeckoil mkasbl
(Analgesic Score [AS]) u OTBET B OTHOIIEHWHM HMHTEHCUBHOCTH O0M (OmpenensieMblii Kak
CHI)KEHHE B 2 pas3a IO CpaBHEHMIO ¢ 0a30Boil mMeauaHoi 3HaueHust PPl mpu orcyrcrBuun
BO3pacTanus OayioB mo AS, uinu ymenbiienueMm > 50 % B HCHOIb30BaHUM aHAIBIETUKOB IO
CPaBHEHMIO C MCXOJHBIM CpPEIHUM 3HAueHHEM MO IKajge AS 0e3 0JHOBPEMEHHOIO YCHUJICHHUS
WHTEHCUBHOCTH OOJIH).

B o0meit cnoxHOCTH 755 mManMeHTOB OBUIM PAaHIOMU3UPOBAHBI JISi TOJIYYCHUS TEpPaIUH
Kaba3UTaKCENOM B 103¢ 25 MI/M> IO/ HOBEPXHOCTHU TeJla BHYTPHBEHHO KaXKIble 3 HE/IeiH B
TedeHue MakcuMyM 10 LMKIOB B KOMOMHALIMU C MPEAHU30JIOHOM WM NPEIHU30HOM B J103€
10 MI/cyTKU eKeJHEBHO (KOJIMYECTBO IAlUEHTOB 378) WM MUTOKCAHTPOHOM B 03e 12 Mr/m?
BHYTPUBEHHO KaXK/ble 3 HEAENU C MPEJHU30JIOHOM WM NMPEAHU30HOM B Ao03e 10 Mr BHyTpb
€XEeIHEBHO (KOJIWYECTBO MAIueHTOB 377).

B 3710 uccnenoBanue BKIIOYAIUCH MALMEHTHI cTapiie 18 jleT ¢ MeTacTaTHYeCKUM KacTpallMOHHO-
PE3UCTEHTHBIM PAKOM IIPEJICTATENBHOM JKele3bl ¢ u3MepsieMbIMU odaramu 1o kpurepusim RECIST
WIH C HEU3MEpsAEMbIMH O4araMu, HO ¢ Bo3pacrtaromuM ypoBHeM [ICA nnu ¢ nosiBjieHHMEM HOBBIX
0YaroB, ¥ C COCTOSIHUEM (YHKIIMOHAIBHOM akTuBHOCTH naruenTta no ECOG (Eastern Cooperative
Oncology Group - 3amagnas KoomepartmBHas Omnxonormueckass rpymma) or 0 go 2. B
MCCIIEIOBAHHE BKJIIOYATUCH TOJNBKO TAIMEHTHl C KOJIMYECTBOM Heifrpodunos > 1500/mm>,
Tpom6Go1uToB > 100000/MM°, KOHIIEHTpaMsAMK reMornoouna > 10 r/m, kpeatnnuna < 1,5xBTH
(BepXHsis TpaHHUIA HOPMBI), obmero Ommupyomna < 1 x BI'H, ACT/TOTC < 1,5 BIH u
AJIT/TTITC < 1,5 BT'H.

[TanueHTsl ¢ yKa3aHUsAMU B aHAMHE3€ Ha 3aCTOMHYIO CepACUHYI0 HEIOCTaTOYHOCTh UM HH(PAPKT
MHOKapJla B TEYEHUE IOCIEAHUX O-TH MECSLEB WM MalMEHTbl C HEKOHTPOJIMPYEMBIMU
HApyIICHWSIMA CEPJIEYHOTO pPUTMa, CTEHOKApAMEH W/WIM apTepHalbHOM THIEPTEH3WEH B
UCCIIEIOBAaHUE HE BKJIIOYAIIUCH.

JleMorpadguueckue XapaKTepUCTUKH, BKJIOYas pacoOBYIO IPUHAIJIEKHOCTb, M COCTOSHHUE
¢yHkunonanbHO# akTuBHOCTHU 10 MKane ECOG (0-2) Opun cOamaHCHPOBaHBI MEX Ty IPyNIIaMu
nedeHus. B rpymie kaba3uTakcenna cpeHUA BO3PACT MAIUEHTOB cocTaBmi 68 et (46-92 rona),
a pacmpelereHue MO pacoBOM mpuHamiexHoctd Obuto: 83,9 % — epomeounsl, 6,9 % —
MOHroJIonabl, 5,3 % — Herpouasl U 4 % — Opyrue pacsl.

MenuaHna ymcia IUKIOB COCTaBisUIa 6 IMKIOB B Ipymie Kaba3uTakcena u 4 MUKIA — B TPyIIe

MHUTOKCAHTPOHA. Komngecto MaUCHTOB, MOJYUYUBIINX 3allJIAHUPOBAHHBIC 10 IMUKJIOB TCpallru,
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coctaBwio 29,4 % B rpymnmne kabazurakcena I

COOTBETCTBYET =

3KCMEPTHOMY OTYETY
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ot 16.03.202 B N 5247

13.5 A0S ERORATE AT F0BR) s

BBEDKHBAEMOCTH ObliIa 00Jiee TPOJOKUTEIBLHON B TPYIITe Kaba3uTakcesa, PUCK CMEPTH CHUZHIICS

Ha 30 % B rpymre kaba3zuTakcesna o CPaBHEHUIO € TPYIIION MUTOKCAHTPOHA [OTHOILIEHHE PUCKOB

=0,70, 95 % U (0,59-0,83)] (cm. Tabnuna 1 u Pucynok 1).

Tabnuna 1. DddexTuBHOCTS Kaba3zuTakcena B ucciaepoBanuu EFC6193 mpu nedeHny nanueHToB

C MCTACTATHUYCCKUM KACTPAIIMOHHO-PE3UCTCHTHBIM pPaKOM HpeJICTaTeHBHOfI KCIIC3bI

KabGasurakcen +

MuTOKCaHTpPOH +

TIPETHA30II0H TIPETHU30JI0H
n=378 n=377

OO01mast BBDKMBAEMOCTH

YHCIo MaMeHToB C JIETATbHBIMHA Ucxoaamu (%) 234 (61,9 %) 279 (74 %)

Menauana BepkuBaeMocTH (Mecsubl) (95 % JAN)

15,1 (14,1-16,3)

12,7 (11,6-13,7)

Otnommenue puckos (OP)! (95 % JAN)

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

p-3HauCHHE

<0,0001

' OP ornennBanocs ¢ ucrnonpizoBanreM COX-MOIEIH, OTHOIICHHE PHCKOB MEHee 4eM | CBHACTEIECTBYET B

OoJIb3Y kaba3uTakcesa

Pucynok 1. Kpussie o0uieii BepkuBaemoct Kamnan-Maiiepa (uccnenoBanue EFC6193)

100 -
90:
80-
70:
60:
50:
40

30 1

Kpussie 06111ei BBKHBaEMOCTH

20 1

10 1

28—
S

mitoxantrone
+ prednisone
cabazitaxel

+ prednisone
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CEPTHOMY OTUETY

MpuTtokcaHTpOH+ : UL
377 300 188 67 11 1

NIPEAHU30JI0H

Kabasurakcen+mnpenunzonon 378 321 231 90 28 4

BrepkuBaeMocTh 0€3 MpOrpeccHpoBaHUsl B TpyIe Kaba3uTakcenla MO CPAaBHEHHIO C TPYMIIOHf
MUTOKCAHTpOHa cocTtaBuia 2,8 (2,4-3,0) mec. mpotus 1,4 (1,4—1,7), coorBerctBenno, OP (95 %
J11) 0,74 (0,64-0,86), p <0,0001.

YacroTa oTBeTa OMyXOJdH B Tpymie kaba3uTakcena Oblja JOCTOBEPHO BhIlIE U cocTaBuia 14,4 %
(95 % AU: 9,6-19,3) mpotus 4,4 % (95 % JAU: 1,6-7,2) B rpymme NAMEHTOB, MOTYYaBIIHX
Tepanuio MUTOKcaHTpoHom, p=0,0005.

[IpeumymiectBo kaba3urakcena OBLIO TMPOJEMOHCTPUPOBAHO B OTHOIIEHMH BTOPHYHBIX
KOHEYHBIX TOYEK, OLIEHEHHBIX 1Mo u3MeHeHUto ypoBHs [ICA. Meaunana mporpeccupoBaHus 1Mo
ypoBHio [ICA cocrasuna 6,4 mec. (95 % JAU: 5,1-7,3) ayis manueHToB B TpyIe Kaba3uTakcena
no cpaBHenwuto ¢ 3,1 mec. (95 % [AU: 2,2—4,4) B rpynme mutokcantpona, OP 0,75 mec. (95 % AU
0,63-0,90), p=0,0010. OtBet B otHommeHuu ypoBHs [ICA Obut otmeueH y 39,2 % manueHToB B
rpynne kabasutakcena (95 % AN: 33,9-44,5) nporuB 17,8 % y mnauueHTOB B TIpymie
muTokcaHTpoHa (95 % JU: 13,7-22,0), p=0,0002. MurokcaHTpoH NOKa3aH A TEpanuu
MAIMEHTOB C TOPMOHOPE3UCTEHTHIM PAKOM TPEeACTaTeNIbHON jKeJIe3bl ¢ 00JIeBBIM CHHApOMOM. He
OBLIIO OTMEYEHO CTATUCTUYECKU 3HAUMMBIX pa3Iuunii B 00€UX IPYIIax B OTHOIIEHUH [TPOrPeCcCun
00JIM 1 YaCTOTHI OTBETA B OTHOLIEHUH YPOBHS 0OIH.

B MHOroOmeHTPOBOM MHOTOHAIMOHAIBHOM PaHJAOMH3UPOBAHHOM OTKPBITOM HCCIICAOBAHUH
mu3aitna  «non-inferiority» III  ¢as3sr  (uccmemoBanme EFC11785) 1200 mamueHToB C
METaCTaTUYECKUM KaCTPAallMOHHO-PE3UCTEHTHBIM pPaKOM MPEJCTaTeNIbHOM JKele3bl, paHee
MOJTyYaBIIUX XUMHOTEPAIINIO, COACPIKAIIYIO TOIETaKCeN, ObUTA paHJOMU3UPOBAHBI HA 2 TPYTIIbL:
Tepanus kabazurakcenoM B go3e 25 mr/m? (n=602) unu B go3e 20 mr/m? (n=598). INepBuuHOii
KOHEYHOH TOYKOU HccieToBaHus Obuta 001mas BeokuBaeMocTh (OB).

UccnenoBanue OOCTUIIIO MEPBUYHOM KOHEYHOM TOYKH, MPOJEMOHCTPUPOBAB HE MEHBIIYIO
s dexTuBHOCTL KabazuTakcena B 1o3e 20 MI/M? 110 CpaBHEHHIO ¢ 1030i 25 Mr/m? (cm. Tabmuiy
2). Hactora otBeta 1o [ICA Obu1a CTAaTUCTUYECKHU TOCTOBEPHO BBIIIE B TPYyIINe Kaba3uTakcena 25
mr/m? (42,9 %) no cpasHeHuto ¢ rpynmoit 20 Mr/m? (29,5 %), p<0,001. B rpynne ka6asuTakcena
20 mr/m? puck nporpeccuposadus o IICA Gl CTaTHCTHYECKH JOCTOBEPHO BHIIIIE, YEM B IPYIITIE
MALHEeHToB ¢ 1030i 25 mr/m> (OP 1,195; 95 % JU: 1,025-1,393). CTaTHCTHYECKH JIOCTOBEPHOT'O
paznuuus MEXIy TpyNIaMd CpPaBHEHHS B OTHOIICHHWH JAPYTUX BTOPUYHBIX KOHEYHBIX TOUEK
OTMEUEHO He ObUIO0 (BBDKMBAEMOCTh 0€3 MpPOrpecCUpOBaHUS, OTBET ONYXOJUW M OTBET B
OTHOIICHUU OOJIM, MPOTrpeccusi OmyXoiau M Oonu, 4 moakareropuu (GyHKIUOHAJIHLHOW OLEHKU

MIPOTUBOOITYXOJIEBOM Tepanuu npeacTaTenbHoi xenesbl (FACT-P)).
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Tab6muna 2. O0mias BEBDKUBAEMOCTE B HCCIIEOBAHUN EFCﬂl;éS-laEr%glﬁﬁ'é%glcEIﬁli:_achTeﬁé'bé‘lM'r/Mz

110 CPaBHEHHMIO C TPy kabasutakcena 20 mMr/m>,

Ka6a3u20+ IT (n=598) | Kaba3u25+ I1 (n=602)

OO011ast BBDKUBAEMOCTD
Cnyuau cmepty, n (%) 497 (83,1 %) 501 (83,2 %)
Menauana OB (95 % JI) (mecsiisi) 13,4 (12,19-14,88) 14,5 (13,47-15,28)

OTtHOlIEHNE PUCKOB®

npotuB Kabazn25+ I1 1,024 -
I-croponnnii 98,89 % UCI 1,184 -
I-croponnmii 95 % LCI 0,922 -

Kab6a3n20 = xabasurakcen 20 mr/m>, Kaba3u25 = kabazutakcen 25 mr/m>.

1 = npegunzonon/npenuuson, AW = nosepurensusiii naTepBai, LCI = HXHAA TpaHUIa JOBEPUTEIHHOTO
uaTepBana, UCI = BepxHss TpaHUIa JOBEpUTEIHLHOTO HHTEpBaia, OB = 00mas BEDKHBAEMOCTbD.

¢ — OTHOLIEHUE PUCKOB OLEHUBAIOCH C Hcmoib3oBanueM Cox Propotional Hazard model. CootHomenne
< 1 ykaspIBaeT Ha MEHbIIHI PHCK B TpymIe KabasuTtakcena B 1o3e 20 MI/M’ 1O CPaBHEHHMIO C J030i 25
MT/M2.

Uccnenopanne EFC11785 mokazano mydmuii npoduias 0€30MacCHOCTH y Kaba3uTakcena B J103€
20 mr/m%. Tlpo¢unb GesomacHocTH KabasuTakcena 25 wMr/m?, HaGMIOAaBLIMIiCS B 9TOM
UCCIICIOBAaHUM, OBII KOJIMYECTBEHHO M KayeCTBEHHO CXOX ¢ mpoduiaeM Oe30MacHOCTH,
HaOmonaBuiemcss B uccinenoBanuu EFC6193. Menunana konudecTBa KypcoB —Tepanuu
Ka0a3UTaKCeIoM MalMeHToB B rpynne 20 Mr/mM> coctaBuia 6 KypcoB (MeIuaHa JTMTEILHOCTH
Tepamuu — 18 Heslenk), B TO BpeMs KaK MeMaHa Tepanuy B rpytie 25 mr/m? — 7 IUKI0B (MeanaHa
JUTUTENBHOCTH Tepanuu — 21 Henens). B rpynne ka6asutakcena 25 mr/m? y 128 nanuentos (21,5
%) 11032 JIeKapCTBEHHOTO IIpenapara OblIa cHikeHa ¢ 25 10 20 mr/m?, y 19 namuenTos (3,2 %)
no3a kabasurakcena cHmxena ¢ 20 10 15 mr/m? u 'y 1 mauuenta (0,2 %) 1032 J1eKapCTBEHHOTO
npenapaTa Obla cHIkeHa ¢ 15 10 12 mr/m?. B rpynme ka6asutakcena 20 Mr/m” y 58 maIueHToB
(10,0 %) mo3a Obuta cHMkeHa ¢ 20 10 15 Mr/M> |1 y 9 mauuenTos (1,6 %) ¢ 15 mo 12 mr/m>. Bee
HE)KeJIaTeNIbHbIe PeakIy JI000H CTeNeH: TsHKECTH ¢ 4acToToit 6onee 10 % ormedanuch vamie y
NaLMEHTOB, NOMyYaBIIUX 25 MI/M%, 4eM y HalueHToB, nomydasmux 20 mr/m*: auapes (39,8 %
npotuB 30,7 %), Tomnota (32,1 % npotus 24,5 %), cnadocts (27,1 % npotus 24,7 %), reMatypus
(20,8 % mpotus 14,1 %), acrenus (19,7 % mpotus 15,3 %), nonmwxkenusii annetut (18,5 %
npotuB 13,1 %), pora (18,2 % npotus 14,5 %), 3amop (18,0 % npotus 17,6 %), 6016 B crivHe
(13,9 % mpotuB 11,0 %), ximanueckas Hewrponenus (10,9 % mporus 3,1 %), unbekus
mMoueBbIBosANMX mmyTeit (10,8 % mpotus 6,9 %), nepudepuyeckas cencopHas Heiiponatus (10,6
% mpotuB 6,6 %) n nucressus (10,6 % npotus 7,1 %). HexenatenpHble peakMy cO CTENEHbBIO

TSOKECTH >3 ¢ 9acToToi Ooubie 5 % HaOIIOJAINCh TOJNBKO Y MAIIMEHTOB, MOMyYaBIIUX 03y 25
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Mr/mM%: KiuHMuYeckas Heiftponenus (9,6 % mpu 25 MEAP- o2 YR B 56 WY u

Ao

(ebpunsuas Heitrponenus (9,2 % npu 25 mr/m> npotus 2,1 % npu 20 mr/m?). CornacHo
71a00paTOPHBIM JaHHBIM MEHbIlIEe KOJIMYECTBO HApPYIIEHWH T'eMaTOJIOrMYecKHUX IoKa3aTesen
0TMEYasoch y MalueHToB, MONyYaBIuX Kabasurakcen 20 MI/M?%, 10 CPaBHEHUIO C MALMEHTaMH,
nonyyaBmux 25 mr/m?: 73,3 % npu 25 mr/m? npotus 41,8 % npu 20 Mr/m? 1 HelftponeHun > 3
crenenu Tsokecty, 13,7 % npotus 9,9 % cOOTBETCTBEHHO JUIsi aHEMUU > 3 CTENEHU THKECTH, 4,2
% mpoTuB 2,6 % COOTBETCTBEHHO JIJIsi TPOMOOITUTOTICHUH > 3 CTETICHH TSKECTH.

eTu
Kaba3urakcen omeHHUBaICS B MHOTOLIEHTPOBOM OTKPBITOM HCCIIEIOBAHUH, MIPOBOJUMOM B JIBYX
dazax (n=39). B 1 d¢a3e Opuia momoOpaHa MaKCHMalbHO TmepeHocuMas pno3a (MTD)
kaba3uTakcena y aerei (B Bo3pacTe 4—18 ner) ¢ penuauBUPYIOMMMH WU pedpaKTepHBIMU
COJMIHBIMU OIyXOJSIMH Ha OCHOBaHHH Jno3onuMutupytomeii Tokcuunoctu (DLTs). Bo 2 daze
UCCIIeIOBaHMsI ObUTa OIICHEHAa AaKTHMBHOCTh W 0€30MacHOCTh NpPHUMEHEHHUs KabasuTakcena B
MaKCUMaJIbHO TIEPEHOCHMOM J03¢ y nered (B Bo3pacte 3—16 JeT) ¢ peluuauBUPYIOIIEH WU
pedpakTepHOll TIMOMOW BBICOKON CTETMEHH 3JIOKAYeCTBEHHOCTH WM ¢ AUG(Y3HOU TIHOMOI
MOCTa TOJIOBHOTO MO3ra. [IepBHUHBIMU KOHEUHBIMH TOYKaMU 2 (a3bl UCCIICOBAHUS SBISUINCH
OTIpe/ieNIeHUE YaCTOTH OOBEKTUBHBIX OTBETOB M JUTUTEITLHOCTH OTBETA.
Bce mnamuentsr monyuanu npodunaktuky [-KC®. B 1 dasze wuccrnemoBanus 23 mamnueHTa
NoJNy4mId KabasuTakcen B g03ax oT 20 mr/m?> 1o 35 mr/m?. MakcuMajbHO MepeHocHMas 103a
cocrasmia 30 mr/m>2.
Bo 2 (a3ze wuccrnemoBanus 16 mnanumeHToB mody4yniad Kabasutakcen B jgo3e 30 MI/M.
D¢ dexTuBHOCTH Tepanuu Obu1a oneHeHa y 11 marmenToB. Y nmanueHToB ¢ 1udGy3HON TITHOMOM
MOCTa T'OJIOBHOT'O MO3ra U INIMOMOW BBICOKOW CTENEHH 3J10KaUYECTBEHHOCTU HE ObUIO OTMEUYEHO
O00BEKTUBHBIX OTBETOB Ha TEPAIUIO.
CaMbIMHU 4aCTBIMU HEXKENATEIbHBIMU PEaKIUIMHU JII000H CTENEHH TAKECTH, BOSHUKAIOUIUMH Ha
done neuenus (> 25 %) 6 cnabocth (39,1 %), ronoBHas 00k, MUapesi, TOMHOTA (B IEJIOM
34,8 %), peota (30,4 %) u 3anop (26,1 %) B 1 dhasze uccnenopanus; auapes (43,8 %), nucharus
(37,5 %), Tomnota (31,3 %), pBora u roioBHas 0onb (00e y 25,0 %) y mauueHtoB Bo 2 daze
UCCJICTOBAHHS.
Cepbe3Hble HEXeTIaTeNbHbIe PeaKlMu, OTMEUaBIIrecs Oosee yeM y 2 manueHToB B JI1000ii daze
UCCIIEIOBaHMS, BKJIIOYAIN B ce0si: B 1-if aze — GpeOpunbHast HeWTponieHus y 5 mauueHToB (21,7
%) u Bo 2-1 (haze — ¢pedpuibHas HEHTpoNeHMs, aHapUIaKTHYECKast peaKIHsl U IPOrpecCupoBaHue
3a0oneBanus y 3 narueHToB (18,8 %).
5.2. apmakoknHeTHYECKHUE CBOMCTBA

[HonmynsuuoHHblil aHanu3 (apMakOKMHETHYECKHX IIOKa3aTesied MPOBOAWICA Y MAlUEHTOB C
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MCCTHO-PACTIPOCTPAHCHHBIMHU COJIMAHBIMU OII) XOHSIMI/I Mﬂagl‘;mﬁiec%t Bla'KOM IM(HI'O"-IHOI/I

(CIEPTHOMY OTUYETY

JKCJIE3bl W MCETACTATUYCCKHM pPaKOM HpeI[CTaTeJIBHOﬁ JKeJe3pl. DT MAalUCHTBI IMOJIyYalin
kabasuTakcea B auamasoHe 03 10-30 mr/m? mromann MOBEPXHOCTU TeJla €KECHEACIbHO WIN
KaXK7ble 3 HeJeINu.

AOGcopbuus

IMocne oxHOYACOBOH BHYTpUBEHHOW MHQY3MH KabasuTakcena B o3¢ 25 Mr/m? miomaam
MOBEPXHOCTU Tejla Yy TMAalMeHTOB C METacTaTMUYECKUM paKOM IPEACTAaTeNbHON Keye3bl
MakcuMainbHas KoHueHTpanus (Cmax) Kaba3uTakcena B IUIa3Me€ KPOBHU JOCTUTANACh K KOHILY
onHo4acoBoi HHPY3UH (Tmax), Tpu 3TOM cpearee 3HaueHHE Cmax COCTaBISIO0 226 Hr/Mi. Cpennee
3HAUCHHUE TOKA3aTeNsl TUIOMIAIN Mo (PapMaKOKHHETUICCKOW KPHBOW «KOHIICHTPAIUS-BPEMSD)
(AUC) coctaBmsuno 991 ar*u/mi.

Y manMeHTOB € MECTHO-PACIpOCTPAHEHHBIMH CONUIHBIMU OIyXOJSIMH HE HaOI01a10ch
3HAYUTEIbHBIX OTKJIIOHEHUHN B AO030ITPONTOPLHHUOHAIBHOCTHU KOHI_IGHTpaI_II/Iﬁ Ka6a3I/ITaKC€Ha B
1a3Me KpoBH B uanasone 103 10-30 Mr/m? Iiomaay noBepXHOCTH TeNa.

Pacopenenenune

O6beM pacrpe/eleHus B paBHOBECHOM cocTosHuH (Vss) cocTapisn 4870 1 (2640 n/m* — s
MAalKMEeHTOB ¢ MEUAHOM MIIONIaAu MoBepxXHOoCcTH Tena 1,84 Mz).

In vitro cBs3b Kaba3uTaKceNa ¢ YEIOBEYSCKUMHU CHIBOPOTOYHBIMH OenkaMu coctaBiisiia 89—-92 %
u Obuta HeHacklmaeMoi 10 KoHmeHtparuu 50000 Hr/mn, koTtopas mnpeBbImacT Cmax,
HaOJII01aBIIYIOCS IPU KIIMHUYECKOM IIPUMEHEHNH Ipenapara. KabaszuTakcen, riaBHbIM 00pa3oM,
CBSI3BIBACTCS C CBHIBOPOTOUHBIM anbOymMuHoM (82,0 %) u nunomporenHamu (87,9 % — s
JIMIONPOTENHOB BBICOKOM IUIOTHOCTH, 69,8 % — U1 NUNONPOTEMHOB HU3KOH IUIOTHOCTH U
55,8 % — mid IUNONPOTEMHOB OYEHb HU3KOM IJIOTHOCTH). [n Vifro B 4YEIOBEUECKOH KpPOBU
COOTHOILIEHUE KOHIIEHTPALUU B KPOBH U KOHLIEHTPALIMH B IU1a3Me KPOBU HAXOJIUTCS B AMAIIa30HE
0,90-0,99, uTo yka3bIBaeT Ha OJAMHAKOBOE paclipeleiicHHe Kaba3uTakcela B KPOBH M IIa3Me
KPOBH.

WccnenoBanus, npoBeeHHbIE HA KUBOTHBIX, MOKa3aJIM, YTO Kaba3uTakcead U €ro MEeTadOJIUThI
9KCKPETUPYIOTCS B IPYAHOE MOJIOKO, TaKkKe Kaba3uTakcesl MPOHHMKAET U uepe3 IUIalleHTapHBIN
Oapbep.

Metaboausm

Kaba3urakcenm HMHTEHCHBHO MeTabonmm3upyeTcss B medeHu (>95 %), riaaBHBIM 0o0pasoM, ¢
nomouibio n3opepmenton noacemeiictea CYP3A (80-90 %).

Kaba3uTakcen sBiIsieTcss OCHOBHBIM COE€UHEHUEM, LIUPKYJIUPYIOIIUM B IU1a3mMe KpoBu. [Tomumo
HEero, B IUIa3M€ KPOBU OBbUIO HACHTHU(PHUIMPOBAHO 7 MeTabOIMTOB (BKJIIOYAsh 3 aKTHBHBIX

MeTtabonura, obOpasyromuxcs B pesyibrare O-gemerunupoBanusi). KoHieHTpanus B mia3zme

24



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.03.2026 N= 5247

(S1OL OB HOCTE 0005
KPOBU TJIABHOTO M3 ATUX META0OJMTOB COCTABILACT S '%‘ -lll?d%nékTg%HB' HJ]I_aéNIe “KpoBu

Heu3MeHeHHoro kabasurakcena. Okono 20 MeTaboauToB Kaba3UTaKcesla BbIBOJATCS C MOYOU U
KaJoM.

[lo maHHBIM McCIEeNOBAHUM in Vifro TOTEHIMAIbHBIM PUCK MHTMOMPOBAaHUS KabOa3UTaKCEIOM B
KJIMHUYECKH 3HAYMMBIX KOHILIEHTPAIUSAX MEUEHOYHOro MeTaboiM3Ma BO3MOXEH B OTHOILICHHUU
IpenapaToB, KOTOPBIE, TIIABHBIM 00pa3oM, SBISIFOTCS CyOcTpaTaMu n30(epMEHTOB IO ICEMECTBA
CYP3A. Ognako OTCYTCTBYEeT KaKOH-JIMOO MOTCHIIMAIBHBIA PUCK HHTMOUPOBAHUS METa0O0IM3Ma
IpenapaToB, KOTOpbIe ABIAIOTCS cyOcTpaTtamu npyrux nzopepmentoB CYP (CYP1A2, CYP2B6,
CYP2CS8, CYP2C9, CYP2C19, CYP2El u CYP2D6). Takxe in vitro xaba3WTakcead HeE
unnynupyet m3opepment CYP2C9 u nzodpepmentsl moacemeiictea CYP1A u CYP3A.
HccnenoBanus o B3aMMOJICHCTBUIO, MPOBEJICHHBIE y YeJIOBEKa, MOKa3alu, 4To KabazuTakcel
(BBOZIMMBIA B BUJE OJHOYACOBOHW BHYTPMBEHHOH HH(y3uuM B 03¢ 25 Mr/M’> IUIOIaau
MOBEPXHOCTH Teja) HE M3MEHSJ IUJIa3MEHHBIX KOHILIEHTpPAlMil Mua3ojama, 3TajJOHHOIO
cybcrpara uzodepmentoB noacemerictea CYP3A.

Takum o06pa3om, in vitro kabazutakces He UHTHOUpyeT uzodepments nojacemerictea CYP3A.
CunbHble MHIYKTOPBI WIIM UHTUOUTOPHI M30depmenToB noacemeiictBa CYP3A MoryT usmMeHATh
IUTa3MEHHBIE KOHIIEHTPAIlMKN Kaba3uTakcena B IIa3Me KpPOBH, TaK Kak Kaba3uTakcesl B OCHOBHOM
MeTaboJIM3upyeTcs ¢ momMoIbio u3odepMmenToB noacemeiictea CYP3A.

[Ipennu3onon, mnpuHEUMaeMbelii B 1o3e 10 Mr/cyTku, He wu3MeHSeT (PapMaKOKHHETHKY
Kaba3uTakcena.

Kabasutakcen in vitro He uUHruOMpyeT O€NKM MHOXECTBEHHOH pE3UCTEHTHOCTH K
xumuorepanesTuueckuM mpenapatam (MRP1 n MRP2) wnm Tpancnoprep OpraHmdeckux
katruoHoB (OCT1). Kabasurakcen narubupyer tpancnopt P-rimkonporenna (P-gp) (auroxcus,
BUHOJACTUH), OEJIKOB PE3UCTEHTHOCTH K XMMMOTEpANeBTUYECKMM IIpernaparaM IpU pake
MosouHo# xene3bl (BCRP) (MeToTpekcaT) 1 HOIUNENTHIO0B, TPAHCTIOPTUPYIOIIUX OPraHUYECKHe
annonsl (OATPI1B3) (xonenuctokuanudn — CCKS), B KOHIIEHTpalUsiX KaKk MUHUMYM B 15 pa3
NPEBBIMAIONINX KOHIICHTPAlUH, HAOII0IaeMble B KIIMHUYECKHUX YCIIOBHUAX, a TAK)KE€ HHTHOUpPYeET
tpancriopt OATPIB1 (3ctpammon-17B-rmrokypoHna), HO B KOHIEHTpalusx, B 5 pa3
TPEBBILAIONMX HAOTI0AaeMble B KIMHUYECKUX ycnoBusax. [lostomy B 103e 25 MI/M? miomaau
MIOBEPXHOCTH TeJIa PUCK B3aUMOJIecTBUS KabazuTakcena in vitro ¢ cyoctparamu MRP, OCT1, P-
gp, BCRP u OATP1B3 manosepositen. Puck B3aumoaeiicTBus kaba3uTakcesna ¢ TpPaHCIIOPTEPOM
OATP1B1 Bo3mMOkeH, B 0COOCHHOCTH BO BpeMsI IPOBEICHUS BHYTpUBeHHOM nHQY3uu (1 1) u 10
20 muH nocie okoH4aHus uHy3uu (cM. pazzaen 4.5).

BriBecnne

IMocne oxHOYacOBOM BHYyTpuBeHHOH MH(Yy3un ['*C]-kabasutakcena (ME4eHOrO PagdOU30TONOM
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kabaszuTakcena) B 03¢ 25 Mr/m’ IIomaay I eDXHOCQI’%EI;LEg‘I'dEkb%M&HI :halﬁneﬁTOB

npubnusutensHo 80 % BBEIEHHOHN 103BI BBIBOAMTCS B TE€UECHHE NBYX Henenb. Kabasurakcern,
TJIaBHBIM  00pa3oM, BBIBOJUTCA M3 OpraHW3Ma uYepe3 KUIIEYHUK (C KajoM) B BHJE
MHOTOUYUCIICHHBIX MeTabonuToB (76 % m[03b1), B TO BpeMs Kak TOYEYHAs OKCKpelus
kaba3uTakcesa ¥ ero MeTabOoJIMTOB COCTABIISICT MeHee 4 % OT BBEJIeHHOH /10361 (2,3 % BBEICHHOU
JI03bI BBIBOJIUTCSI C MOYOW B HEM3MEHEHHOM BHJIE).

Kaba3uTakcen nMeeT BHICOKMH TIa3MEHHBIH KIMpEHC, cocTaBusommil 48,5 /4 (26,44 n/d/m?
TUIOIIAY HOBEPXHOCTH TeNla y TALUEHTOB ¢ MEMAHOH MIOMAaau oBepXHOCTH Tena 1,84 M), u
JUINTEIbHBIN IEPUOJ MTOJIYBBIBEICHNUS, COCTABIISIONINM 95 u.

Oco0ble IPVYIIILI TAIUEHTOB

Tlayuenmul nodxcunoco 6o3pacma

[Ipu nomynsiirioHHOM aHanu3e papMaKOKMHETUYECKUX JaHHBIX MAIlMEHTOB B Bo3pacte 65 JeT u
CTapIle He HabII0Aanoch KaKoro-11u00 BIUSHHS Bo3pacTa Ha (hapMaKOKWHETHKY Kaba3uTakcena.
Iayuenmor 0emckoeo 6o3pacma

be3onacHocth M 3 QekTUBHOCTh Kaba3WTakcelna y JeTed M TMOAPOCTKOB 10 18 et He
YCTaHOBJICHBI.

Ileuenounas nedocmamounocms

Kaba3uTakcen BBIBOAUTCS U3 OpPraHW3Ma B OCHOBHOM ITyTEM MEYEHOYHOTO METa00IM3Ma.
[leyueHoyHast HEIOCTATOYHOCTH JIErKOM (00Ul OmnnpyOuH ceiBOpoTkH KpoBu >1 u <1,5xBI'H
[Bepxusis Tpanuna HopMmbl| uiaum ACT [acmapratamuHOTpaHcdepasa] CBHIBOPOTKH KpPOBH
>1,5%BI'H) u cpenneit (oOmmii 6unupyoun >1,5 u <3,0xBI'H) cTenenu TspkecTu HE oKa3bIBasia
BIMAHUS Ha (DapMaKOKMHETHKY Kaba3WTakcesa y MalueHTOB B CIEIHATbHOM HCCIEIOBaHUU. Y
NAIMEHTOB C IEYEHOYHON HEJOCTaTOUHOCTbIO TSXKEJIOH creneHu (o0umii ounupyoun >3,0xBI'H)
Ha0JI0/1aI0Ch CHIKEHUE KiIMpeHca kabazutakcena Ha 39 %, 4TO yKa3bIBaeT Ha BIUSHUE TSKEION
CTETNeHH MMEYCHOYHON HEJOCTATOYHOCTH Ha (papMaKOKMHETUKY Mpernapara.

Iloueunas nedocmamoynocmuo

Kaba3urakcen He3HAYUTEITLHO BRIBOAUTCS TToukamu (2,3 % OT JT036I).

[TonynsanroHHBIN (papMaKOKMHETHUECKUIN aHAIIU3, MPOBEACHHBIN 1O JaHHBIM 170 mamueHToB, B
COCTaBe KOTOPBIX ObLIO 59 MaIMEeHTOB C MOYEUYHON HEIOCTATOYHOCTHIO JIETKOM CTETEeHHU TSHKECTH
(xmupenc kpeatuauHa 50—80 mi/MuH) U 14 MalMEHTOB ¢ MOYEYHON HEOCTATOYHOCTHIO CpeIHEH
cTernieHu TskecTH (kimpeHc kpearmHuHa 30-50 MII/MHH) TOKasad, dYTO — I[MOYEYHAs
HEJO0CTAaTOYHOCTH JIETKOM U CpeHEH CTENEHHU TSHKECTH HE OKasbIBajla CyIIECTBEHHOTO BIIUSHUS
Ha (apMaKkOKMHETHKY KaOa3uTakcena. OITo ObUIO  TMOATBEPXKIEHO CpPaBHUTEIHHBIM
uccieioBaHueM (PapMaKOKMHETHKH Y MAIMeHTOB C COJUAHBIMH OIMYXOJSIMU C HOpPMAaJIbHOU

¢dyHKIMeH moyek (8 maleHToB), NAMEHTOB C MOYEYHOM HEAOCTATOYHOCTBIO CPEIHEN CTENEeHU
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TsoKeCTH (8 TMalMeHTOB) W TAIMEHTOB C TOHEYHOM 'Qegio-c-ltgi%';&b?-gﬁg tﬂ;cle:}_o‘_ffllc%leﬁeHH
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(9 mareHToB), KOTOpHIE MOIyYaliu JeUeHnEe Kaba3uTaKCcelloM B BUJI€ BHYTPUBEHHOW UH(Y3UU B
03¢ 10 25 Mr/m? miomann MOBEPXHOCTH Teja. B ncciaegoBanuu ObLI0 2 MANMEHTA ¢ KIIMPEHCOM
kpeatunuHa <15 mu/mun/1,73 m? (8 mu/mun/1,73 M* u 14 mn/mun/1,73 m?). CrenoBaTenbHo,
UMEIOTCSl OTPAaHUYCHHBIC JTaHHbIE O MMPUMEHEHNH Ka0a3uTakcena y MalueHTOB ¢ TePMUHAIBLHOU
CTaJMeld TIOYECYHOW HEJIOCTATOYHOCTH. Pe3ynbTaThl UCCeIOoBaHUS (PApMaKOKHHETUKH U
Oc3omacHOCTH KabasWTakcejJa Ha 8 mMalMeHTaX IOKa3ajad, 4YTo TsDKedas IodedHas
HEJIOCTaTOYHOCTh HE OKa3bIBajla 3HAYMTEIHHOTO BIMSHUS Ha (hapMaKOKUHETHKY U 0€301MacCHOCTh
kaba3HuTaKcea.

CDa‘[)MaKOKI/IHGTI/I‘IGCKOC BSaHMOHefICTBHe C APYIUMH JICKAPCTBCHHBIMH CPCACTBAMHU

Kaba3uTakcesn, rimaBHBIM 00pa3oM, METabOIU3UPYETCS C ITOMOIIBIO H30(EPMEHTOB MOACEMENCTBA
CYP3A.

KypcoBoii mpuem ketokonasosna (400 Mr aBa pasa B CyTKH ), CHIIBHOTO HHTHOUTOpa H30()epMEHTOB
noncemerictea CYP3A, mpuBoamiI K yMEHBIICHHIO KIHpeHca Kabasurtakcena Ha 20 % c
cootBeTcTBYroIMM yBennueHnuem ero AUC Ha 25 %.

OpHOBpeMEHHOE TMPUMEHEHUE AaMpenuTaHTa, yMEPEeHHOro WHruouTopa u30(hepMEHTOB
nonacemerictBa CYP3A, He okaspBasio 3(dexkra Ha KIUPEHC U CHUCTEMHYIO SKCIO3MIIUIO
Kaba3uTaKcena.

Kypcosoii npuem pudamnuna (600 Mr oauH pa3 B CyTKH), CHIIBHOTO UHIYKTOpa N30(EepMEHTOB
noacemeiictea CYP3A, mpuBoaws K yBeIMYEHHIO KiMpeHca Ha 21 % M COOTBETCTBYIOIIEMY
ymensieHnto AUC Ha 17 %.

5.3 lanHble TOKJIUHUYECKOH 0€30MaCHOCTH

OO01mas TOKCUIHOCTD

Bausnue na neuens

l'unmepruiasusi  KeNMYHBIX  MPOTOKOB, apTEpHANbHBIN/TIEpUapTepHalbHBI  HEKpPO3  W/WiIH
renaToLeIUTIOSIPHBIA HEKPO3 HaOII0JAINCh Yy COOaK TMOCie OJHOKPAaTHOTO BBeaeHHs 10361 (0,25
mr/kr [5 mr/m?]), 5-aueBHoro seenuu (0,2 mr/xr [4 mr/m?]) u exenenensHoro Beeaenus (0,325
mr/kr  [6,5 wmr/M?]). YV kpeic Habmojamack NMTMeHTanms kiaeTok Kynddepa wu
JereHepailysi/pereHepanus KeIdHbIX MPOTOKOB B MEUEHU MpPHU BO3JCUCTBUU KabazuTakcena B
HaMBBICIIEH NleTanbHO n03e, cocTapistomei 10 Mr/kr (60 Mr/mM?), B MCCeJOBAaHUM HA KPbICAX
IPOAOKUTENBHOCTHIO 10 IUKIIOB TepanuH.

HelipoTOKCHYHOCTH

VY wmbimreit uepe3 10 wnu 20 Henenb NMociae OAHOKPATHOTO BBEACHUS HabI0qanach HeoOpaTumas
nepudeprudeckasi HEUPOTOKCHYHOCTh, THCTOJOTHUECKH XapaKTepH3YIOIascs JereHepanuei

CEJAIMIIHBIX HEPBOB M KOPELIKOB ITOSCHUYHO-KPECTLOBBIX HEpBOB. Jl03a, NMpU KOTOPOH He
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Habmronanoce HeOmaronpuatHeix 3¢dexror (NOEL), éggﬁﬁgjﬁ:%&g)g#ﬂélJﬁMb’)“nc')cne
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OJIHOKPAaTHOTO BHYTPUBEHHOTO BBEICHUS B TeueHHE | yaca.

Y  Mblied  oTMEYalach ~ LEHTPAJIbHAs  HEHPOTOKCHUYHOCTD, TMCTOINATOJIOTUYECKH
XapaKTepU3yIollascs HEKPO30M W/WIM BaKyoOllM3alMel HEHpOHOB B TOJIOBHOM MO3Te,
AKCOHAJIBHBIM OTEKOM M JIET€HEpPALMEN MIEHHOIO OTAENA CIIMHHOIO MO3ra, MOCJE OJHOKPATHON
0/IHOYACOBOIl BHYTPHBEHHOM UH(Y3uK B 03¢ 15 MI/kr (45 Mr/m?), cuuTaromieiics 10CTaTOuHOM
JUJIs. IPEBBIIEHUS] MAaKCUMaJIbHOM 3KCIO3UIIMM TIpenapara y 4denoBeka. Jlo3a, mpu KOTopoill He
Habmonanocs HeOmaronpusatHeiXx d¢¢exros (NOEL), cocraBnama 10 wmr/kr (30 mr/m?)
(mpubnusurensHo 7-kpatHoe mpebiiieHrne AUC y TaIyeHToB ¢ pakoM IPH HCIIONIh30BAHUH B
PEKOMEH/IOBAaHHOM Y YE€JIOBEKa J103€) MOCe OAHOKPATHOTO BHYTPUBEHHOTO BBEJCHUS B TEUCHUE
1 yaca.

Hapyiiienns co cCTOpOoHEI I'1a3

CyOkarncynpHBI OTEK/IereHepanys BOJOKOH XpycTaluka HaOiromancs y Kpbic B TeueHue 10-
IIUKJIOBOTO HCCJICMIOBAaHUS 10 TOKcHYHOCTH B jgo3ax 10-20 wmr/kr  (60-120 MF/MZ)
(mpubnmsurensHo 2-kpaTHoe TpeBbimieHne AUC y manueHTOB ¢ pakoM TP HMCIOJIb30BAaHUU
mpemnapaTa B PEKOMEHJOBAHHBIX Yy dYeloBeka no3ax). Jloza, mpu KOTOpoW He HabIloanoch
HebnaronpusatHeix >¢dexros (NOEL) Ha Xpycramuk, cocraBisma 5 wmr/kr (30 wr/m?)
(mpubnusurenbHo AUC y manueHToB ¢ pakoM B PEKOMEHJOBaHHBIX y UE€JIOBEKa J103aX). JTU
3¢ dexTsl ObUTH HEeOOpPATHMBIMU Yepe3 8 Heelb.

OILieHKa PHUCKA JUIS OKPY KAIOIIENH CpENIbI

Pe3ynbraThl OLIEHKH pHUCKa Ha OKPYXKAIOIIYIO Cpeay TMOKa3aiu, 4yTo Kaba3uTakcea He obiamaet
KaKHUM-JTH00 3HAYMMBIM BO3JICHCTBHEM Ha OKPYXKAIOMIYI0 cpeay (cM. pazzaen 6.6).

KanneporeHsocTts

ﬂJ’II/ITeJ'IBHI)Ie HUCCIICAOBAaHMA Ha JXHUBOTHBIX J[JIA OLNCHKK KaHICPOI€HHOro IIOTCHIHMAIa
Kaba3uTakcena He IMPOBOANIINCH.

MyTtareHHOCTE

baktepuanbHblii  TecT o00patuMoil MyTareHHoOcTH (TecT OiiMca) i Kaba3uTakcena
OTPUIATETbHBIN.

I'€HOTOKCMYHOCTh

s kaba3zuTakcena HE OTMEYEHO KIIACTOTEHHOCTH B in vitro TeCTe ¢ JUMQOUUTAMHU YeIOBEKa
(kaba3uTaKceNl HE HHIYIHPOBAI CTPYKTYPHBIX XPOMOCOMHBIX a0eppanuii, HO YBEIUYHBAI
KOJIMYECTBO TMOJUTUIONIHBIX KIETOK) M WHAYIUPOBAJ YBEIHMUCHHE MUKPOSACP in vivo y KPBIC B
no3ax >0,5 mr/kr. OgHako, 3TH JaHHbBIE IO TEHOTOKCHYHOCTH (aHEYTeHHBI MEXaHNU3M ) IPUCYIIH

(bapMaKoIOTHIECKOM aKTUBHOCTH COSAMHEHUS (MHTUOUPOBaHUS ACTIONMMEPU3ALUN TyOyINHA).
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TepaToreHHOCTD

JIOKITMHUYECKUE HUCCIE0OBaHUS Ha KPbhICaX M KPOJIHMKAX TOKa3ajH, 9YTo Kaba3urakcesn o0namaer
AMOPHOTOKCHUECKUM, (PETOTOKCHYECKUM U a0OpTUpYIOImKM nerictBrueM. Korma camkam kpbic ¢ 6
no 17 geHb recTallid BHYTPUBEHHO BBOJWIM KabasuTakcen 1 pa3 B CyTkH, Habmojanach
sMOprodeTanbHasi TOKCUYHOCTh MIPU MEHbLICH CHCTEMHON SKCIO3UIMU, YeM HabIoaaeMoi y
JFO/IeH, IOMYYaBIINX KIIMHUYECKHA 3HAYUMBIE JI03bI KaOa3uTaKcea, ¥ IMPOSIBIISIIACH B BUJIE THOCIH
IUI0JIa U CHUYKEHHUH CPEIHEr0 Beca YMOPHUOHOB, CBSI3aHHOTO C 3a/I€PKKOM OCCU(PHUKAIIUU CKEJEeTa.
Kaba3utakcen He BbI3BIBAT aHOMAIIMK PAa3BUTHS IJI0Ja Y Kphic W KpoiukoB. Kabasurakcen
MPOHUKAJ Yepe3 TUIalleHTapHbIN 0apbhep y KphIC.

ITocne 0AHOKPAaTHOrO BHYTpUBEHHOTO BBeAeHus [*C]-kabasurakcena B no3e 0,08 MI/Kr camMKam
KpBIC B MEPHO/]] JJAKTAI[MU B MATEPUHCKOM MOJIOKE B TedeHHe 24 yacoB 0OHapyKUBAJIOCh MEHEE
1,5 % BBeneHHON JTO3EI.

Hapyiienuns dbeprunbHOCTH

Kabasurakcen He BAHSICT HAa CITIOCOOHOCTH K CIIAPUBAHUIO WIIH (DEPTHIIBHOCTH TOTYYaBIINX €r0 B
no3ax 0,05, 0,1 u 0,2 Mr/kr/cyTku camiioB Kpbic. OTHAKO BO MHOTOITMKJIOBBIX UCCJICAOBAHUSIX HA
KpbICax, MOJYYaBIIMX BHYTPUBEHHO Kaba3uTakcen B J03€ 5 MI/KT, HaONIOIaINCh JereHeparus
CEMEHHBIX ITy3bIPHKOB U aTPO(Us CEMEHHBIX KaHAIBIIEB, a Y CO0aK, MOTyYaBIINX KaOa3UTAKCEN B
no3e 0,5 MI/Kr — MUHUMaITbHAsI TECTUKYJISIPHAS JIeTeHepanus (MUHIMATbHBIA HEKPO3 OIMHOYHBIX
SMUTETUATBHBIX KJIETOK B nuauauMuce). CUCTEMHAs SKCTIO3UIUS Y )KUBOTHBIX ObLIa MOJA00HOM
wiM Oojiee HU3KOW, YeM TakoBasi, HaOIIOAABIIAsACA y YeNIOBeKa, MpU MPUMEHEHUH KIMHUYECKU
3HAYMMBIX /103 Kaba3uTakcena.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB

KoHneHnrtpar

nonucopbat 80

JUMOHHAs KHCTIOTa Oe3BOIHAS

PacTBOpuTENH

3TaHOJ (3TUIIOBBIHN ciupT 96 %)

BOJA 111 UHBEKINI

6.2. HecoBmecTUMOCTD

DTOT JEKApCTBEHHBIM TMpernapaT HE JOJDKEH CMEIIMBAaThCA C JAPYTHUMH JIEKapCTBEHHBIMU
npernapaTamu, 3a UCKIIOUYEHUEM YKa3aHHBIX B pazzene 6.6.

He wucnonb3oBate wuH(y3uOHHbIE KOHTeWHephl u3 [IBX wnu wuHdy3noHHble HAOOpHI U3

nojnyperana ajsd MpuroToBJICHUA U BBCACHUA I/IH(l)y3I/IOHHOF0 pacTBopa.
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6.3. Cpok rogHocTH (CpOK XpaHeHus)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

3 rona.

YcnoBus XpaHeHUs Pa3BeASHHOTO PacTBOPa

CmabunbHocms nepeoHaAUAIbHO PA3EEOeHHO20 KOHYEHmpAama NpUideaemviM pacmeopumenem
(npemukca) 60 ¢hraxone

[locne mepBoHawanmpHOTO pa3BeneHUs npenapata Kuzabo mnpuiaraeMbpIM —pacTBOPHTEIEM
NOJYYMBILASCS B pE3yJIbTaTe€ CMECh KOHIIEHTPAT-PACTBOPUTEND (IPEMUKC) OCTAETCSI XUMUYECKH
U ¢pu3ndecky cTaOuIbHOM B TedeHue 1 4 mpu XpaHeHuH npu oobr4Hoi Temnepatype (15-30 °C).
C  MHKpOOMOJIOTMYECKOH TOYKM 3PEHUS CMECh KOHIEHTPAaT-pacTBOPUTENh  JIOJDKHA
UCTIOJIB30BaThCSl HEMEVIEHHO TOCTIe MPUTOTOBNIEeHUS. Ecin oHa He MCronp30BaHa HEMEUIEHHO
[I0CJI€ TPUTOTOBJIEHUS, TO OTBETCTBEHHOCTh 3a BpEMS U YCIOBHS €€ XpaHEHUs HeceT
nosb3oBarenb. OOBIYHO ee He cleyeT XpaHuTh Oosee 24 4 mpu Temmneparype ot 2 °C — 8 °C, npu
YCIOBHM, YTO pa3BeleHHE OBUIO TMPOBEICHO B KOHTPOJUPYEMBIX M BaJHIUPOBAHHBIX
ACETITUYECKUX YCIIOBHSIX.

CmabunbHocmb OKOHUAMENLHO PA36€0EHHO20 PACMEOPA 8 UHPYIUOHHOU eMKOCTU

[locne oOKOHuYaTENBHOTO pa3BeACHUs B HH(QY3UOHHOW eMKOCTH/(IakoHe XHMHUYecKas H
¢u3nueckas cTabMIBHOCTH pacTBOpa OblIa MPOJEMOHCTPUPOBAHA B TeUEHHUE § U P KOMHATHOU
Temneparype (BKio4as 1-4acoByro BHYTPUBEHHYIO HH(Y3HIO) U B TeueHHE 48 4 pU XpaHEHUU B
XOJOAMIBHUKE.

C MUKpOOHOIOrHYECKON TOUKH 3pEHUS NH(PY3UOHHBII pacTBOP OJKEH BBOJAUTHCS HEMEUIEHHO
1ocjae NpUroToBieHHs. Eciaum OH He BBEJEH HEMENJIEHHO I[I0cie MPUIOTOBIEHUS, TO
OTBETCTBEHHOCTb 32 BpEeMsI M YCIOBHS €ro XpaHEHHUs HeceT Mojb3oBarenb. OOBIYHO €ro He
ciemyer xpaHuTh Oosiee 24 4 mpu Temmeparype 2—8 °C, mpu yciaoBHH, YTO pa3BeleHUE ObUIO
IPOBEIEHO B KOHTPOJIMPYEMBIX M BaJIHIUPOBAHHBIX ACENTUYECKUX YCIOBHSIX.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHH

XpanuTts nipu Temmneparype ot 15 mo 25 °C.

YcoBus XpaHeHHs ociie pa3BeCHUs JIGKAPCTBEHHOTO MIpernapara cM. B paszaene 6.3.

6.5. XapakTep u coepxkaHue NePBUYHON YIAKOBKHU

ITo 1,5 mn mpemapara Bo (uiakoH W3 mpo3padHoro crekna (tum I), yKynmopeHHBIH TpOOKOH
PE3MHOBOM, 00KaTON aTIOMMHUEBBIM KOJMAYKOM, 3aKPBITHIM CBEPXY 3aIIUTHOM MIaCTMAcCOBOM
kpblieukoi tTuna «flip-offh.

ITo 4,5 M pactBoputens Bo (piakoH U3 Mpo3pavHoro crekna (tum I), yKymopeHHBIH mpoOKon
PE3UHOBOM, 00XKATOW aTIOMHUHHEBBIM KOJITIAYKOM, 3aKPBITHIM CBEPXY 3aITUTHOM IMJIACTMACCOBOM

Kkphbieukoi Tuna «flip-ofth.
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IMPUMCHCHUIO B Ma4YKy KapTOHHYIO.

6.6. OcoOble Mepbl TNPEIOCTOPOKHOCTH TMPH YHUYTOXKEHHUHM HCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 mNpenapara WJIH OTX0A0B, TMOJYYEHHbIX TOcJde MPUMEHEHUs:
JIEKAPCTBEHHOT'0 NMpPenapara, u Apyrue MaHUIYJISIIUM ¢ PenapaTomM

IIpurorosaeHue pacTBopa Ajs I/IHd)VBI/II\/'I u O6D3HI€HI/I€ C nmpfriapaTomMm

Kak u mpu pabGore ¢ ApyruMu MNpPOTHBOOIYXOJEBBIMU IpernapaTamMH, cleayeT coOIoaaTh
OCTOPOKHOCTB U MCIIONIB30BaTh MEPUYaTKU MPH paboTe ¢ MpenapaToM U MpU MPUTOTOBICHUU €r0
UH(Y3MOHHOTO PacTBOPA.

Ecmu pactBop kabasurakcena Ha JIOOOM dSTame padOTBI C HUM TIOMAJ HAa KOXKY, CIEIyeT
HEMEJIEHHO M TIIATEIbHO MPOMBITH €€ BOJOW C MBLJIOM, a €ClIM Ha CIU3UCTYI0 000JI0YKY, TO
YUCTON BOJOM.

Paborats ¢ npenapatom Kuzabo 1oimkeH TONBKO MEPCOHAN, BIAJCIOMUI HaBIKaMU 0OpaleHHs
C IIUTOTOKCUYECKUMH IpernapaTaMu.

bepemeHHbIe )KEHIIUHBI HE IOJKHBI pab0TaTh C 3TUM MpEnapaToM.

BuaumarensHo npounTtaiite BCIO Hmkecneayromryo nHGOpMAIUIO 110 TOATOTOBKE MpernapaTa s
BHYTPUBEHHOTI'O BBEJCHMSI IIEPE] €0 CMELIMBAHUEM U PA3BEICHUEM.

Kaxnprit piiakon ¢ koHuentpatom coaepxut 60 mr npenapara Kuzado B 1,5 M (HOMUHATBHBIHA
00BeM) (mpu oObeMe HanomHeHus ¢uiakoHa 1,83 mut, comeprkamiem 73,2 MT mpemnapara).

Kaxnprit ¢makon ¢ pactBoputeneM coaepXutT 4,5 mi (HOMUHAJIbHBIM 00BeM) (Ipu oOBeMe
HATIOJTHEHUS 5,7 MJI pacTBOPHUTES).

Ipumeuanue

OTH 00bEMBI HAITOJIHEHHSI OBUTH YCTAHOBJICHBI BO BpeMsi pa3pabOTKH mpernapara JUist TOTo, 4TOOBI
KOMIIEHCHUPOBaTh MOTEPU IKUAKOCTH BO BpeMs MPHUTOTOBICHHUS MpeMukca (pacTBopa,
MOJyYeHHOTO B  pe3yjbTaTe TMEPBUYHOTO  pPa3BEACHHsS]  KOHIEHTpaTa IMpHJIaraeMbIM
pactBoputeneM). Takum oOpa3oM, ¢iakoHBI KaK KOHIIEHTpaTa Iperapara, Tak U pacTBOPHTEI
colepkaT M30BITOYHOE KOJMYECTBO AKTUBHOTO BELIECTBA U  PACTBOPUTENS, YTOOBI
KOMIIEHCHUPOBAaTh MOTEPHU KHUJIKOCTH B Ipoliecce MPUTOTOBIEHUS PacTBOpa. DTO HU30BITOYHOE
KOJIMYECTBO AaKTHBHOTO BEIIECTBA U PACTBOPUTENS TapaHTUPYET, 4YTO IIOCTE pa3BeICHUs
KoHIeHTpata mnpenapara BCEM copepXuMbIM BXOJALIET0 B COCTAaB YMAKOBKH (pakoHa ¢
pacTBopuTENEM, MPEMHUKC OYAET COAep KaTh pacTBOp Kaba3uTakcesna ¢ KoHUeHTpanuen 10 mr/mit.
Konnentpat npenapara Kuzabo nyxnaercs B JIBY X pasBenenusx nepen BBenenuem. Ciemaynre
UHCTPYKIHUSAM MO MIPUTOTOBICHUIO PACTBOPA, IPEICTABICHHBIM HIDKE.

[Ipurorosnenue pacTBopa A MHQY3Uil TPOBOAUTCS B ACENTUYECKUX YCIOBUAX B 2 JTara.
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uM@y3Ull, NpUIACAeMbiM PAcmeopumenem

— Ocwmotpute ¢nakoH KoHIeHTpara Ku3abo W mpuiararomuics K HEMY pacTBOPHUTEINb.
PacTBOp KOHIIEHTpaTa AOKEH OBITH MPO3PAUHBIM.

— MWzsnekure BCE conepxuMoe mNpuiaraéMoro pacTBOPUTENS € MOMOINBIO UINPULA,
HEMHOTO0 HAaKJIOHMB ()IaKOH, W BBeauTe BO (rakoH ¢ KoHIeHTpatoM Kwuza6o. Jlns
MaKCHMaJIbHOTO YMEHbIICHHs IEHOOOpa30BaHus IPU BBEJIEHUU PACTBOPHUTES YEPE3 UTITY
BO (DTaKOH C KOHIIGHTPATOM HaIpaBISIiTe WIy Ha BHYTPEHHIOI CTEHKY (hIakoHa U
BBOJMTE PACTBOPUTEIb MEJIEHHO.

— VYjanuTe WNpUIl U UMY U NEpEMEIINBaiTe coAepKumoe (pakoHa MPUOIU3UTENBHO B
TedeHue 45 ceKyH/, OCTOPOKHO HECKOJIbKO pa3 mepeBopaduBas (UIakoH, A0 MOTYUYEHHS
MPO3PAYHOTO ¥ TOMOTEHHOT'O PacTBOpA.

— OcraBpTe TMOCTOATH TOJIYYEHHBIH pacTBOp B TEYEHHE HECKOJIBKMX  MMHYT
(mpuOIM3UTENBHO B TEYEHHE 5 MUHYT) U 3aT€M IPOBEPHTE PACTBOP HAa TOMOI€HHOCTb U
MPO3paYHOCTh. B TeueHue 3Toro BpeMeHu B HOpME BO3MOKHO COXpaHEHHE HEOOJBIIOTO
KOJIMYECTBA TICHBI.

[MonyunBinasics B pe3ynbrare cMech (PEMUKC) UMEET KOHIICHTpaIuio kadbasurakcena 10 mr/mi
(u3BrIeKaemMbIii 00beM coctaBisgeT 6 mir). [IpeMukc nOKeH OBITh HEMEUIEHHO JOMOJHUTEIHHO
pa3BeieH IS TIOTYYEHHUS pacTBOpa Uit MHPY3Hi (cM. aTam 2).

Oman 2. [lpuecomosnenue pacmeopa 05t UHGy3uti

W3Bnekute HeoOXoauMOE KOJIMYECTBO MEPBOHAUYAIBHO pa3BEACHHOTO Mpemnapara (pacTBOp
¢ koHreHTparer 10 mr/mn kabasurakcena) C TMOMOIIBIO TPaAyHPOBAHHOTO Mmpuia (u3-3a
BO3MOXXHOCTH COJIEp’KaHusl BO (p1akoHE NEHbI BBOJUTE WUIJy IIIMPHIIA BO BPEMs H3BJICUCHUS
pacTBopa B cepeiuHy poOkH (hjIakoHa) U BBEAUTE €T0 B CTEPHIIbHBIN KOHTEHHEP ¢ HH(PY3UOHHBIM
pactBopoM (kpome koHTelHepa u3 [IBX) (5 % pactBop nexctpossl miu 0,9 % pactBop HaTpus
xyopuna). KoHneHTpamust ”HPY3MOHHOTO pacTBOpa kabasuTakcena nqomkHa ObITh oT 0,10 Mr/mi
1o 0,26 mr/mir.

Jlns  BBemeHWs TPEANUCAaHHOW JI03BI MOKET TOTpeOoBaThes Oosiee omHOro (urakoHa
MEPBOHAYAIILHO Pa3BEIEHHOTO PacTBOpA.

W3Bnekure mmpuil U mepeMenaiTe coaepkumMoe WHPY3MOHHOTO KOHTEWHepa wid (IaKoHa
BPYYHYIO IOKaYMBAIOLMMU JIBHKEHUSMHU.

Kak u Bce apyrue pacTtBOpbl [UIsl MapeHTEPaIbHOTO BBEACHMS, MOJYUYMBIIUNCS B pe3yibTare

pacTBOp JOJIPKCH OBITE BU3YyaJIbHO OCMOTPCH MEpCa IPUMCHCHUCM.
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YTWIN3UPOBaTh B COOTBETCTBUU C HAIMOHAJIBHBIMH TpPEOOBAHUSIMH TIO YTHUIM3ALMHA TAKUX
BEIIECTB.

Nudyzuonnslit pactBop npemnapara Kuzabo 1omkeH BBOIUTHCS Cpa3y K€ MOCIe MPUTOTOBICHHUS.
OpnHako TpH CHEHATBLHBIX YCIOBUAX (CM. pa3zen 6.3) BpeMs €ro XpaHeHUs MOXKET ObITh Ooiee
MPOJIOJKUTEIBHBIM.

Heucnonp3oBaHHBI mpenapar WM pacXoJHble MaTepuanbl JOJKHBI YTHIM3UPOBATHCS B
COOTBETCTBUU C HAlIMOHAILHBIMH TPEOOBAHUSMU 10 YTUIU3ALUU TAKUX BEILIECTB.

Tak kak WHQY3UOHHBI pPacTBOpP SBISETCS IEPEHACHINICHHBIM, OH MOXET CO BpPEMEHEM
KpUCTAJUTM30BaThCA. B 3TOM ciiydae pacTBOp BBOAMTHCS HE JIOJDKEH W JOJIKEH OBITh
YTWJIN3UPOBAaH B COOTBETCTBUM C HAI[MOHAJbHBIMU TPEOOBAHUSAMHU IO YTHIM3ALMU TaKUX

BCIICCTB.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

000 «<BEPOD®APM»

Poccuiickas @enepanus, 601125, Bnagumupckas 0611., [Terymmackuii paiton, moc. Boasrunckuii,
yi1. 3aBojckas, BnangeHue 120.

7.1. IlpeacTaBuTeNb AEPKATE/SI PETHCTPALMOHHOIO YI0CTOBEPEHH

[Iperen3un norpeduTeNEil HAIPABIATH 110 JPECY:

Poccuiickas @enepanns

000 «<BEPOD®APM»

Aodpec npunamus npemensuii: Poccuiickas @enepanus, 115088, . Mocksa, 2-it KO>kHOMOPTOBBIN
npoesn, a. 18, ctp. 9, stax 2.

Ten: +7 (495) 797-57-37

®axc: +7 (495) 792-53-28

E-mail: info@veropharm.ru

8. HOMEP PETUCTPALIMOHHOT'O YIOCTOBEPEHUSA
JITT-Ne(004080)-(PT-RU)

9. IATA TIEPBUYHON PETMCTPALIMUA (IIOATBEPKIEHUSI PETUCTPALIUM,

HEPEPEI'UCTPALIUN)
Hata nepBoit peructpamuu: 20.12.2023
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(NMOCNEOOBATENEHOCTE 0006)

10. IATA IEPECMOTPA TEKCTA

OO0mas xapakTepuCcTHKa JIEKapCTBEHHOTO Tpemapata Kuzabo nocrtymHa Ha WHGOPMAIMOHHOM
noprtanie EBpa3suiickoro 3KOHOMHYECKOTO CO03a B MH(POPMAITMOHHO-KOMMYHHKAIIMOHHON CeTH

«Mutepuet» http://eec.eacunion.org/
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