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OBIIASI XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHWE JEKAPCTBEHHOTI'O ITPEITAPATA

Kab6azurakcen, 40 Mr/mi1, KOHIICHTPAT JUIsl IPUTOTOBIICHUS PACcTBOPA M1l HHDY3HMA.
2. KAUECTBEHHBIN 1 KOJJMYECTBEHHBIA COCTAB

JlelicTByro1IIeE BEIIECTBO: KaOa3UTAKCEL.

Kaxnp1ii M1 koHIIeHTpaTta coaepkuT 40 Mr kaba3zuTakcena.

Kaxnpriii ¢paaxon 1,5 mi conepxut 60 Mr kabasurakcena.

BcrmomorarennHbIe BCIICCTBA, HAJIMUYUC KOTOPLIX HAJO0 YUYWUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npenapara: 3tanon (cM. pasaen 4.4.).

[TonHBI IEpeYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B paszaede 6. 1.

3. JEKAPCTBEHHAS ®OPMA

KoHneHTpar ans npuroToBiIeHUs pacTBopa sl HHPY3Hid
becuBeTHas WM OT KEITOBATOrO UM KOPUYHEBATOTO JI0 JKEITOTO MM KOPUYHEBATO-KEITOTO
[[BETA MPO3pavyHasi MaCJISTHUCTAS KUIKOCTb.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusl K NPUMEHEHH IO

KabGa3uTakcen moka3aH K TPUMEHEHHUIO Yy B3POCHBIX JUIsl TEpalud METacTaTUUeCKOTro
KacTPallMOHHO-PE3UCTEHTHOTO paKa MpeICTaTEIHLHON KeJe3bl y MalMeHTOB, PaHee MOTYYaBITuX
XUMHOTEPANHIO C BKIIOUEHHEM JIoIeTaKceNna (B KOMOMHAILIUY C TIPETHU30IOHOM).

4.2. Peskum 103MPOBaHNS M CIOCO0 NPUMeEHEHUs!

[Ipumenenue npemnapata Kaba3zurakcen MOKHO MPOBOAUTHCS TOJHKO B CHEIIHATM3UPOBAHHBIX
OHKOJIOTHYECKUX OTICICHUSIX IO HaOII0IeHHEM Bpada, UMEIOIIET0 CIeNUAbHYIO TOATOTOBKY
M0 TPOBEICHUIO TPOTHUBOOIYXOJEBOM XHMHOTEpanuu. B oTaeneHun JODKHBI  OBITh
HEOOXOUMBIC YCIOBUS U MEIUKAMEHTHI JJIsi OKa3aHWs MOMOIIM MPU BO3HUKHOBEHUU PEaKIIHiA
TUINEPYYBCTBUTEIBLHOCTH, TAKUX KaK CHIDKEHUE apTepuanbHoro naeneHus (AJl) u 6porxocmnam
(cM. pazzmen 4.4).

IIpeMmenukanus

Jlns yMeHBIIIEHHsI pPUCKA PA3BUTHUS M TSDKECTH PEAKIMA TUMEPUYBCTBUTEIBHOCTH TEpea

BBCACHHUCM IIpCIiapara KaG%HTaKCGH OpOBOAUTCA IMpEMEAUKalUA CICAYIOINMU BBOAWMBIMU

BHYTPUBEHHO JICKAPCTBEHHBIMHU IIpeapaTaMu:

- QHTUTUCTaMUHHBIE TIpenapaThl (AEKCXJIOPPEHUpPAMHUH 5 MI UM AU(DEHTHIpaMUH 25 MI WM
aHAJIOTMYHBIN IIpenapaT B SKBUBAJIECHTHBIX J03aX);

- TJIFOKOKOPTUKOCTEPOUBI  (IEKCaMeTa30H &8 Mr WM OSKBHBAJICHTHBIC [I03BI JPYrOro
TJIFOKOKOPTHKOCTEPOU1A);
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- OmokaTopbl Hp-THCTaMHHOBBIX PEIENTOPOB (pwmiﬂ%-ﬁcﬁféﬁg&ﬁﬁﬁ Trﬂ)gﬁg'i- B

SKBUBAJICHTHBIX J103aX) (CM. pazzen 4.4).
Pexomennyercst mpouirakTuyeckoe MpUMEHEHHE MPOTUBOPBOTHBIX CPEACTB BHYTPH WIIH, TPU
HEO0OXOIMMOCTH, BHYTPUBEHHO.

PexxuM 1o3upoBaHus

PexomennoBannas no03a npemnapata Kabasurakcen cocraBmisier 25 Mr/M’ TUIOMA K IMOBEPXHOCTH
TeJa, KOTOpas BBOJIUTCS IYTEM OJHOYACOBOW BHYTPHUBEHHON WMHQY3MM KakIbple 3 Henenu B
KOMOMHAIMM C NIPUEMOM BHYTPb NpPEAHM30J0HA 10 MI €KEeJHEBHO B TEUEHHUE BCEro IEpUoAa
nedeHus npenaparoM Kabazurakcer.

Koppekiiyst BBOAUMOM 10351

PexomenyeMble M3MEHEHMsI BBOAMMOW J03bl M3-3a Pa3BUTHsI HEOJIarONpUSATHBIX peakuui y
NAlUEHTOB, oyyarouux npenapat Kabasurakcen

Heﬁ.]'lal"Ol'[pI/IﬂTHble peakuumn HN3meHenne BBOAMMOIi 103bl

JimmrenpHast (6onee 1 Hemenw) HewTpornieHus |OTCpoUYKa CISAYIONIETO IUKIA JICUYCHUS IO
> 3 CTENEeHH TSDKECTH, HECMOTPS Ha |[BOCCTAHOBJICHHUS KOJIMYECTBA HEHTPO(HUIOB B
MIPUMEHEHHE COOTBETCTBYIOIICTO JICUCHHUS, |IIepUPEepHISCKOn KpOBH 10 Oonee
BKJIIOYass  BBeAeHHE TpanynouutapHoro |1500 KJIeTOK/MMB, 3aT€M CHID)KEHHE J03bl B
KoJoHuectTumyaupytomero  ¢akropa (I'- |[mocnenyrommx mukinax ¢ 25 MI/M? TIIOmaH
KCD). nopepxnoctu g0 20 Mr/M? [UIOLIAAN
MTOBEPXHOCTH TEJIa.

debpunbHas HEUTPONICHUS win |OTcpoyKka CIEAYIOLIEr0 LUKJIA JIEYEHUs [0
HEUTpOTIeHUYECKast HH(EKIHs. YMEHBIIEHUSI WU pa3pemieHust GeOpuIbHON
HEUTPONIEHMM U JO  BOCCTaHOBIEHUS
KOJIMYECTBAa HEUTpopmiioB B mepudepruueckoi
KpoBu g0 Oonee 1500 KIeTOK/MM, 3aTeM
CHM)KEHME JI03bl B MOCIEAYIOUIMX LUKIaX ¢ 25
Mr/M® TTomaTH nosepxHoctu A0 20 Mr/m?
IO/ TOBEPXHOCTH Tea.

Huapest > 3 creneHu TsHKeCTH WM yHopHO |OTCpodka CIEAYIOIIEro LHKIa JEYEeHUs M0
MIPOJIOJDKAFOIIASICS AUApesi, HECMOTPS Ha YMEHBIIEHUS UK Pa3pelIeHNs] TUapeu, 3aTeM
MPOBEACHUE COOTBETCTBYIOLLEH TEpanuM W |CHHXKEHHME J103bI B MOCIEIYIOUIUMX IUKIaX C
BOCIIOJTHEHHE MOTePh JKUIKOCTH u |25 Mr/m? IJIomaAnu MoBepxXHOCTH Tena a0 20
3IEKTPOJIUTOB. MI/M? TIOmaIu MOBEPXHOCTH TeJa.

[Tepudepuueckas nevponatus > 2 crenenu |OTcpoyka JICYECHUS hi(o) YMEHBIICHUS
TAKECTH CHUMIITOMOB, 3aT€éM CHWKEHHE JO3bl B
MOCTEAYIOUX LHUKIaX ¢ 25 MI/M? IJIOIIa N
noBepxHoctu Tena jo 20 Mr/M°  IUIOIAH
MMOBEPXHOCTHU TEJIA.

Ecnn y manueHnta npu BBeAeHUM Ipenapara B jgo3e 20 MI/M° TUIOIIAH IIOBEPXHOCTH TeNa
IPOIOJDKAIOT BO3HMKATh JIOObIE M3 YKa3aHHBIX BBIIIE PEAKIMi, TO PEKOMEHIYeTCS CHU3UThH
no3y mnpenapata KaGasurakcen mgo 15 MI/M° TUIOIA/HM MOBEPXHOCTH Te€Ja WM PACCMOTPETh
BOIIPOC O TpeKpauleHuu JedeHus mnpemnapatoM Kabasurakcen. JlaHHble O NpUMEHEHUU
npemnapara B 1o3e menee 20 Mr/M? TLIoMmAHM MOBEPXHOCTH TeJla OTPAHUYEHBI.
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Oco0nie T'pYHOIIbI TAaMEHTOB

THayuenmor noxcunozo 6ospacma
He TpeOyeTcs crienuaibHON KOPPEKIMU pEXHMMa JO03MPOBAaHUSI MPH NMPUMEHEHUH Tpenapara
Kabasurakcen y maieHTOB MOKUIIOTO Bo3pacTa (CM. Takxke pasaenst 4.3, 4.4 u 5.2).

Tlayuenmoi ¢ neueHoYHOU HEOOCMAMOYHOCIBIO

ITpenapat Kabazurakces, B OCHOBHOM, METa0OIU3UPYETCS IIEUEHBIO.

VY ManueHToB ¢ MeYSeHOYHOH HEAOCTATOUYHOCTHIO JIETKON CTENEeHU TshKeCTH (00mmil OnnmupyOnuH
ceiBOpoTKH KpoBu >1 u <1,5 x BI'H (Bepxwneii rpanuiisl HopMbl) uiai ACT CBIBOPOTKH KpOBH >
1,5 x BI'H) 103y kaGasuTakcena cieayer CHH3UTh 10 20 Mr/m’ IUIOIaa MOBEPXHOCTH Tea,
npu 3ToM Tpelyercs coOIoAaTh OCTOPOXKHOCTb, TINATENbHO KOHTPOJMPOBATH COCTOSHUE
HALUCHTOB U MPOBOAUTh MOHUTOPUHT HexenarebHbIX peakiuii (HP).

VY nanueHToB ¢ NeYeHOYHOH HEJOCTAaTOYHOCTBIO CPEJHEN CTeNeH! TshKeCTH (001mmii OumupyOuH
>1,5 u < 3 x BI'H) makcumanibHas mepeHocumasi jo3a kKaba3uTakcela cocTaBiser 15 Mr/M°
IUIONIaM IOBEPXHOCTU Tena. EciM npeaycMOTpeHO JIeYEHHE MAalUMEHTOB C II€YEHOYHOU
HEJ0CTAaTOYHOCTBIO CPEHEN CTENEHM TSKECTH J103a Kaba3uTakcena He JOJDKHA MpeBbllIaTh 15
Mr/M°  IUIOMAXM TOBEPXHOCTH Tena. OJHAKO HMMEIOTCS —OrpaHHYCHHBIE JAHHBIE 00
3¢ (HEKTUBHOCTH 3TOM JTO3BI.

[Ipenapar Kaba3zurakcen NpPOTUBONOKAa3aH MAlUMEHTaM C IE€YEHOYHOM HEJ0CTaTOYHOCTHIO
TsKEJNoN cTeneHu (oOwmui ominpyOouH ceiBopoTku kpoBu >3 x BI'H) (cMm. pasgensr 4.3, 4.4 u
5.2).

Tayuenmol ¢ noueunol HeOOCMamMoUHOCMbIO

Kabasurakcesn BBIBOIUTCS MOYKaMU B MMHUMAJIBHOW CTETICHHU.

He tpeOyercst KoppeKIMK pexxuMa JO3MPOBAHUS Y MAIlMEHTOB ¢ MOYEYHON HEI0CTaTOYHOCTHIO
6e3 mpoBeneHus remonuanusa. OAHAaKO y MAIMEHTOB C TEPMHUHAIBHOM CTague Mo4yeyHOM
HEJIOCTATOYHOCTH (KIMpeHe KpeaThHuHa < 15 mn/mun/1,73 M%), B CBS3M C WX COCTOSHHEM H
OTpaHMYEHHBIMU JJAHHBIMH, JICYEHUE CIIEYET MPOBOJUTE C OCTOPOKHOCTBIO U IPU THIATEIBHOM
MEAMIIMHCKOM KOHTPOJIE BO BPEMsI JICUEHHUS.

OnHOBpEMEHHOE MIPUMEHeHNe Kaba3uTakcena ¢ MHIAYKTOpaMU U MHTHOUTOpaMu M30hepMEHTOB
noaceMmerictea CYP3A

Crnenyer u3beratb OJJHOBPEMEHHOI'O MPUMEHEHUS JICKAPCTBEHHBIX CPEACTB, KOTOPHIE SBIISIOTCS
CHIIBHBIMU WHAYKTOpaMu n3opepmeHToB nojacemeirictea CYP3A wim CHIIBHBIMA HHTHOUTOpaMHU
nzopepmentoB nojacemerictea CYP3A. OgHako, eciii MarueHTy HeoOX0IMMO OJTHOBPEMEHHOE
npuMeHeHne Kaba3WuTakcella W CHIBHBIX MHTHOMTOpPOB M3odepMeHTOB mojacemeiictBa CYP3A,
CJIeIyeT pacCMOTPETh BOIMPOC O CHIKEHHUH 103kl KabazuTakcena Ha 25 % (cm. pasnensl 4.4 u

5.2).
CTHU

be3onacHocth n 3pdexkTuBHOCTD MpenapaTta Kabasurakcen y nereit B Bozpacte ot 0 go 18 jer
Ha JTAHHBII MOMEHT HE YCTaHOBJICHBI. MIMeromuecst Ha CEeroJHSAIIHUI IeHb TaHHBIC TPHUBEICHBI B
pazzaene 5.1, oqHAKO HEBO3MOXKHO JAAaTh PEKOMEH/IAIIUU 110 PEKUMY TO3UPOBAHUS.

Croco0 IIpuMeHeHus

BryTtpuBennas uady3usi.
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Hudopmarnus mo padboTe ¢ IUTOTOKCHYECKUMU TIperiapaTaMu IpuBeIcHa B pazzaene 6.6.
WHCTpYKIIMM TI0O TPHUTOTOBICHHUIO JIGKAPCTBEHHOTO IMpemnapara Tepes MNPUMEHEHHEM
cM. paszzen 6.6.

4.3. IlpoTUBONOKA3AHHS

— T'unepuyBcTBUTENBHOCTh K KaOa3uTakcelly WM JAPYIMM TaKCcaHaM, WIM K JIIOOOMY U3
BCIIOMOTaTEIbHBIX BEILIECTB, IEPEUNCIIEHHBIX B pa3zene 6.1.

—  KonmdecTBo HeifTpoduios B neprudeprdeckoii Kposr Meree 1500/mm’.

— [IleyeHouHass HEIOCTATOYHOCTh TSDKENOM creneHH (oOmmii OMIMpyOUH CBIBOPOTKH
kposH > 3 x BI'H).

— OJHOBpEMEHHOE NPUMEHEHHE C BAaKLMHON HPOTHB XKENTOH JIMXOPAaJKH, a TaKkKe C
JPYTMMHU KUBBIMH OCJIa0JICHHBIMU BaKLMHAMU (CM. paszen 4.5).

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

YTrHEeTeHNE KOCTHOMO3TOBOI'O KPOBCTBOPCHUA

[Tpu npumeHeHNM Kaba3UTaKcesla YTHETEHUE KOCTHOMO3IOBOI'O KPOBETBOPEHUS MPOSIBISIETCS B
BUJIC HEUTPONIEHUH, AaHEMUH, TPOMOOLIUTONIEHUH, MJIM BO3MOXKHO PAa3BUTHE MAHIUTONEHUU (CM.
HIDKE JIONOJHUTENBHYI0 HH(pOpMAIHIO B ojpasenax «HedTponeHus» u «AHEMUS»).

Heittponenus

B cootBercTBUM ¢ pekOMEHIAUUSAMU AMEPHUKAHCKOro O0IecTBa KIMHUYECKONW OHKOJIOTUHU
W/WIN  COBPEMEHHBIMH  YTBEP)KICHHBIMM  PYKOBOJCTBAMM  JUId  YMEHBLIEHHS  pHCKa
BO3HUKHOBEHUS WJIN JIEUYCHHUS HEUTPONEHWYECKUX OCIOXHEeHul ((pebdpuiabHas HeHUTponeHus,
IPOIOJDKUTEIbHAS HEHTPONIEHUST WIN HEHTporeHnuecKass MHPEKIHs) NalUeHThl, TOIyJatolue
neuenue npenapatoM Kabasurakcen, Moryt ¢ npodunaktTuueckoi 1enpko norydars [ -KCO.
Crnemyet paccCMOTPETh BOTPOC O MEPBUUHOMN NpoduiiakTrKe HeUTporeHuu ¢ nmomotpio [-KCD y
NAlMEHTOB C BBICOKUMHU (DaKTOpaMHM pUCKA BO3HUKHOBEHHMS HEUTPONEHHMH, KOTOpHIE
YBEJIMYUBAIOT BEPOSITHOCTh PA3BUTHSL OCIOKHEHUH OT NPOAODKUTEIbHOM HeHTponeHuu
(Bo3pacTt crapuie 65 jeT, HU3KHE MOoKa3aTesd OOILIEro COCTOSHUS, MPEIIIECTBYIOIINE SMTHU30/IbI
(beOpubHONH HEUTPONEHNWH, MHTEHCUBHAs NPEAIIECTBYIOIIAs JIyueBasi Teparus, MOHWKEHHOE
NUTAaHUE WU JPYTUE Cephe3HbIE COMYTCTBYIOIINE 3a00I€BaHuU).

beuto noxazano, uto npumeHeHue ['-KC® yMmeHbIIAaeT 4acTOTy BO3HUKHOBEHHS M TSKECTh
HEUTPOIICHUH.

Heiitponenus siBnsercss Hanbosiee yacto Berpeuatomneiics HP mpu npumenenun mnpemnapata
Kab6aszurakcen (cm. paznmen 4.8). Tpebyercst exxeHenenbHBIH KOHTPOIb KOJTMYEeCTBa (POPMEHHBIX
3JIEMEHTOB KPOBH (ITOJIHBIHM 00N aHaIU3 KPOBH) BO BpEeMs IIEPBOr0 HUKIA (LUK 1) TeueHus u
3aTeM IMepesl KaKIbIM CIEIYIOUIMM LMKIOM JICYEHUs AJIS TOro, 4TOObI MPU HEOOXOAUMOCTH
YMEHBIIUTH 703y MpernapaTa B CJICIYIOMEM IUKIe (CM. pa3zaen 4.2).

[Tpu pazButuu GeOpUILHON HEHTPOICHUU UM MPOAODKUTEILHON HEUTPONIEHHH, HECMOTPS Ha
IPOBOJMMOE COOTBETCTBYIOIIEE JICUCHHUE, JICUEHUE KaOa3UTAKCEIOM MOXET OBITh MPOJOIKEHO
TOJIBKO TIOCTIE MOBBIIICHHS KOMUECTBA HEHTPODUIOB B ITepHdepHueckoil KpoBr 10 > 1500/mm°
(cm. pazzen 4.3).
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Bce manmentsl nepen BBegeHueM mpenapara Kabasurakcen JODKHBI IOIyYaTh MPEMETUKAITUI0
(cm. paznen 4.2).

[TarueHTHl  JODKHBI — TIIATENBHO  HAONIONATHCA HA  OPEIMET  Pa3BUTUS  PEAKIIHA
TUIEPYYBCTBUTEIHLHOCTH, OCOOCHHO BO BpEMsl IEPBOM M BTOPOW BHYTPUBCHHON WH(QY3UHU
kabaszurakcena. Peaknuu TUNEpYyBCTBUTEILHOCTH MOTYT Pa3BUTHCSA B TEYCHHE TMEPBBIX
HECKOJIbKMX MHHYT TIOCJIe Havaja BHYTPHBCHHOW WHQY3uu Kaba3uTakcena, MOITOMY
HEOOXOMMO WMETh BCE HEOO0XOAUMOE OO0OpYAOBaHHE W JICKAPCTBEHHBIC MpEnaparhbl s
OKa3aHMsI HEOTJIOXHON moMoly mpu cHmwkeHud AJl wmiam passuthm OpoHXocma3ma. Moryt
pa3BUBATHCS TSDKEJIBIE PEAKIMH, TAKHE KaK T'eHEpaI30BaHHAs ChINb/IpUTeMa, CHIbKeHue AJl n
Oponxocrna3zMm. [Ipum pa3BUTUU TOKENBIX PEAKIMH THIICPIYBCTBUTEIBHOCTH TpeOyercs
HEMEJICHHOE TpEKpalleHHe BHYTPHUBCHHOW WH(Y3MH Kaba3uTakcela W  TPOBEIACHHE
HeoOxomumoro  JyiedeHus. llamueHTaM, WMEBIIMM B aHaMHE3€ TSKEIYI0  PEaKIHUIo
TUIIEPYYBCTBUTEILHOCTH, HEIB3sl MPOBOJIUTH IMOBTOPHOE BBeIeHHUE mpemnapara Kabasurtakcen
(cm. pasnen 4.3).

Puck Pa3BUTH TOIMHOTHI, PBOTHI, JUAPEU U 00€3B0OKNBaHUS

Ecnu y nmanuenToB nocie BBeAeHus npenapara Kadazurakces pa3BuBaeTcs auapes, UM CleqyeT
IPOBOAMTDH JIEYEHUE OOBIYHO IMPUMEHSIEMBIMU IMPOTUBOAMAPEHHBIMU MpenapaTamu. Crenyer
IPUHUMATh COOTBETCTBYIOLINE MEPHI M0 BOCCTAHOBIIEHUIO MOTEPDH JKUIKOCTU, OMPEICICHUIO U
KOPPEKIMH JIEKTPOIUTHOTO COCTaBa CHIBOPOTKU KPOBU, OCOOEHHO KOHIIEHTPAILIMH HOHOB KaJIHS.
Juapest yaie MOXeT pa3BHUBAThCS y MALMEHTOB, KOTOPBHIM paHee OblIa NMpOBENCHA JlyyeBas
Tepanus abJJOMUHAIBHO-Ta30BON 06sacT. OOE3BOKMBAHME Yallle Pa3BUBACTCS Y MAIUEHTOB 65
aet u crapue. [Ipu pa3Butun auapen > 3 CTENEHH TSHKECTH MOXKET MOTpebOoBaThCs OTCPOUKA
CJIEIYIOIIEro LMKJIA JIEUYEHHUs] WIN yMEHbIIeHUe 103bl (cM. paszaen 4.2). Ilpu BOZHUKHOBEHUHU Y
MalUeHTa TOIHOTHl M PBOTHI, BO3MOKHO PUMEHEHHE MPOTUBOPBOTHBIX CPEJCTB.

Puck pa3BUTHUS CEPhE3HBIX PEAKIIMI CO CTOPOHBI KEIYA0YHO-KUIIIEYHOI'O TPAKTa

Coo01manocs 0 pa3BUTUHM JKENIYIOYHO-KUIIEUHBIX KPOBOTEUYEHUH M mnepdopaiuu, KUIIEYHOH
HENPOXOJUMOCTH, KOJIUTA, B TOM YHCJE U C JIETAIbHBIM HMCXOJOM Y HAIlMEHTOB, MOJYYaOLIUX
nedyeHue kabaszurakcesnoM (cM. pasnen 4.8). Crneayer cobmr01aTh OCTOPOKHOCTD Y MAIIMEHTOB C
BBICOKMM DPHCKOM Pa3BUTHS KEITYJAOYHO-KUIIEYHBIX OCJIOKHEHHI, a UMEHHO y TAlleHTOB C
HEHUTPOIEHUEHN, MOXKUIOro BO3pacTa, ogHoBpeMeHHO mnpuHuMaronmx HIIBII, nosmywaromux
AQHTHArpEraHTHYIO TEPANNIO WIM aHTUKOATYJISTHTBI, a TAK)KE y MAllMEHTOB C paHee MPOBEIEHHOM
Jy4eBOM Tepamueil OpraHoB Majoro Tasa, 3a00JIeBaHUSAMH KETyJOYHO-KUIIEYHOIO TpakKTa,
TaKUMM KaK SI3BEHHBIE IOPAKEHUS >KEIyJOYHO-KUIIEUYHOTO TPaKTa M JKEIYJOYHO-KHILIEYHOE
KPOBOTEUYEHHE B aHAMHE3E.

PanHuMU TIPOSIBIEHUSIMU CEPbE3HON >KEITYAOYHO-KHIIEYHOW TOKCUYHOCTH MOTYT OBITh TaKue
CHMIITOMBI, Kak abmoMuHanbHbIE O0NMM W OOJE3HEHHOCTh B OO0JACTH JKMBOTA, JUXOPAIKa,
VIOpHBIA 3amop, Auapess ¢ HeWTponeHuedl wnmu 0Oe3 HeiTponenuu. CreyeT perysispHO
MOHUTOPHUPOBATh COCTOSIHHE NALMEHTa Ha HAIWYME O3THUX CHMIOTOMOB, M B Cllydae HX
oOHapyXeHHsI HEMEIJICHHO MPOBOAMTh HMX JiedeHHe. MoxkeT moTpeOOoBaThCS OTCPOUYKA HIU
npeKpalleHne JeueHst Kaba3uTaKCeIOM.
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INepudepuueckast HEUpoIIaTUI

VY ManueHToB, MOJy4YaBIInX JeUCHHE Ka0a3uTaKceIoM, HaOI0JaUCh CIyvan epudepudeckoi
HeliponaThy, BKIItoYasi mepuepruuecKyo CCHCOPHYIO HEHponaTHio (apecTesusi, TU3eCTe3us) U
nepudepuyeckyro  MOTOpHYIO  Heidipomatuio.  [lanmeHTaMm,  HOJyYalOUMM  JICYEHUE
Kaba3uTaKceJIoM, CIEIyeT PEKOMEHJOBaTh Iepea MPONOJDKEHHEM JeueHHs MH(POPMHUPOBATH
CBOETO JIEYAI[ET0 Bpada O Pa3BHBIIMXCA y HUX CHUMIITOMAax HEHpONAaTHH, TaKUX Kak OoJb,
YYBCTBO JK)KCHUS, TIOKAJbIBAHUE, OHEMEHHUE WIIM TIOBBIIICHHAs YTOMJISIEMOCTh. Bpad moymkeH
OILICHUBATh HAJIMYHC WIH YCUJICHHE CHMIITOMOB HEHPOIATHH IMEPe] KaXKIbIM IIUKIOM JICYCHUSI.
BBenenne kaba3uTakcena JOJDKHO OBITh OTJIOXKEHO IO YMEHBIICHHS CHUMITOMOB. [lpum
NEPCUCTUPYIONICH MeprdepruuecKoil HeWponaTuu > 2 CTENEeHU TSHKECTH J03a KabasuTakcelna
JIOJKHA GBITH CHIDKEHA ¢ 25 Mr/M” 110 20 Mr/M? IIIOWIAIM TTOBEPXHOCTH Tena (CM. pasaen 4.2).

Puick pa3BuTHS TOYEUYHON HEJOCTATOYHOCTH

Coobmanoch © HapylleHUsSX (YHKIUM TOYEeK B COYETAaHUM C CEICHUCOM, TSDKEIbIM
00€3BO’KMBAaHUEM BCIIEACTBUE IMApEeH, PBOTHI M OOCTPYKTHBHOM ypomnaruedl. HaOmromanoch
pa3BUTHE IOYEYHOM HEJOCTATOYHOCTH, BKJIIOYAs cCiay4yau C JIeTalbHBIM HcxoaoM. Cienyer
IPUHUMATh COOTBETCTBYIOIIME MEpbl JJI BBIABICHHUS [PUYMHBI Pa3BUTHS I[1OYEUHOU
HEJOCTaTOYHOCTH U MPOBOJUTh HHTEHCHUBHYIO TEpalHi0 MAallMeHTOB C pa3BHUBarolIeics
MOYCYHON HEJTOCTATOYHOCTHIO. ClIelyeT MOHUTOPUPOBAThH (DYHKITHIO TIOYCK.

[Ipu neyenun kabOa3UTaKCEIOM CIEAYeT NPOBOAUTH AJEKBATHYIO THIpPATALMIO MAalMEHTA.
[TatmenTy crnenyeT peKOMEHJ0BAaTh HEMEUIEHHO cOO0IIaTh O JIIOOBIX M3MEHEHUSX B oObeMme
BBIIETSAEMON 3a CyTKM Mouu. Crienyer ONpeaensiTb COAEpKAHME KpEaTHHHWHA B CHIBOPOTKE
KPOBU TIepe]l JEeYeHHeM, IpPU KaKIOM HCCIeJOBaHMM OOIEro aHajau3a KpPOBU M B cCllyyae
cooOlleHns nalnveHTa 00 W3MEHEHMM BBIJEJIEHUs MOYM. B ciyuyae pa3BUTHS TOYEYHOMH
HEJ0CTAaTOYHOCTH > 3 CTENEHM TSKECTH JIeUeHHE Ka0a3UTaKCeIOM JOJIKHO ObITh PEKPAIIEHO.
[Ipenapar crnenyer NpUMEHATH C OCTOPOXHOCTBIO Yy MAllMEHTOB C TEPMHUHAIBHOM CTajuen
MOYEYHON HEIOCTATOYHOCTH (KIMpEHC KpeaTMHHHA < 15 MiI/MUH) (B CBS3HM C UX COCTOSTHUEM U
OTpaHUYEHHBIMU JIaHHBIMHU, JICUEHUE CIIEIYET MPOBOJIUTH C OCTOPOKHOCTHIO U MPH TILATEIHHOM
MEIUIIUTHCKOM KOHTPOJIE BO BpeMsl JieueHus ) (cM. pazfiensl 5.2, 4.2).

Puck pa3BuTHd IMCTUTA BCIEICTBHE (DEHOMEHA BO3BpATA JIVUEBOI PEAKIINHU

VYV mnanueHToB, MOJYYaBIIMX paHEE Jy4yeBYIO Tepamnuio B OOJAcTH Ta3a, U CXEMY JIeueHus,
CoJIeprKallylo JOLEeTaKcesd, cOOOIanoch O pa3BUTUN LIMCTUTA BCieAcTBUE (peHOMEHa BO3BpaTa
Jy4eBOM peakuuud B paHee oOiyueHHOH oOmactu. IlosTomMy mnpu pa3BUTHM JAHHOM
HEXKENAaTeNIbHOM peakuuy JIOJDKHBI OBITh TMPHUHATHI COOTBETCTBYIOIIHME Mepbl. MokeT
BO3HUKHYTh HEOOXOMMOCTb ITPEPHIBAHUS MM OTMEHBI TEpanuy Kaba3uTaKCeIoM.

Puck pa3sButus HapyIIeHUA pUTMa Cepiia

Coobmanoch 0 pa3BUTHM HapylIeHUH pUTMa cepaua, Hauboyiee YacTo TaxHKapAuu |
MeplLaTeabHON apuTMHH (cM. paszen 4.8).

Puck pa3sBuTHs HapyIHIEHUHN CO CTOPOHBI JbIXaTEJILHON CUCTEMEI

CooOmaioch 0  ClIy4asX  pa3BUTHS  WHTCPCTUIMAIBHOH  ITHECBMOHHH/TTHCBMOHUTA,
WHTEPCTUIIHAIBHON OOJIC3HU JIETKHX, OCTPOTO PECIHPATOPHOrO JHUCTPECC-CHHIPOMA, B TOM
YHCIIE C JETAIbHBIM UCX0/10M (cM. pazzen 4.8).
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TIpH pasBUTHH HOBBHIX CHMITOMOB CO CTODDHBI TBIXATCTLEOH - CHCTEMEE Win | xyAricHm

UMEIOIMXCS CHUMITOMOB HEOOXOAMMO TINATEIbHO HAOIIOAATh 3a COCTOSHHEM IalieHTOB,
OMEpaTUBHO OOCIEAOBaTh MX U MPOBOAUTH COOTBETCTBYIOIIEE JiedeHHe. PekomeHmyercs
[pepBaTh TEPANMIO Kabda3uTaKCeJIOM [0 MOATBEPXKACHUS JAuarHo3a. PaHHee NpuMeHEHHE
NOJ/ICP)KUBAIOIICH Tepamuy CIOCOOCTBYET YIYYIICHHIO COCTOSHUS mNauueHTa. [lomb3a ot
BO300HOBJICHUS TEPAIMK Ka0a3UTaKCEJIOM J0JKHA OBITh TIATEIbHO OLIEHEHA.

[TanmeHThl OKMJIOTo BO3pacTa

[TarenTh! MOXXUIIOTO BO3pacTa (= 65 jer) MoryTt ObITh OoJiee PEAPACTIONOKEHBI K HEKOTOPBIM
HP, Bxitouast HeliTponieHuro v (GeOpuiIbHyI0 HeHTporneHuto (cM. pasaen 4.8).

ITaredThl ¢ IEYEHOYHON HETOCTATOYHOCTEIO

Kaba3urakcen WHTEHCHMBHO MeTabonmusupyercs B mnedeHn (cM. paszmen 5.2). Ilpemapat
Kaba3urakcen NpOTHBONOKAa3aH y TMAlMEHTOB C MEYEHOYHOH HEIOCTaTOYHOCTBHIO TSDKEIOH
creniean (00mumii Onmupyoun > 3 x BI'H) (cm. pasnmenst 4.3 u 5.2). Y NaIMeHTOB ¢ TICYCHOYHOM
HEJOCTAaTOYHOCTBIO JIETKOM CTeneHH TshkecTH (00muid OunmpyOuH celBOpOTKH KpoBu >1 u <1,5
x BI'H nimn ACT > 1,5 x BI'H) u cpenneit crenenu Tspkectu (o6muit 6mmupyous >1,5 mo < 3 x
BI'H) cnenyer ymensmuth 103y Kabaszurtakcena (cM. pasznensl 4.2 u 5.2). [Ipu stom tpebyercs
coOI0AaTh OCTOPOKHOCTh, THIATENFHO KOHTPOJIUPOBATH COCTOSHUE MAI[MEHTOB U MPOBOIUTH
MoHuTopuHr HP.

Ab»emus

VY nmanueHToB, MOJIyYarolMX JeyeHne Kaba3uTaKceIoM, COOOIIalIoCh O Pa3BUTHH aHEMHUU (CM.
pazznen 4.8). Ilokazarenu reMorinoOMHa M reMaTOKpUTa JOJKHBI OBITH MPOBEPEHBI /10 Havaja
Tepanuy Kaba3WTaKCEeIIOM, a TaKKe, €CH Y MallMEHTOB OTMEYAIOTCSl CHMITTOMBI MJTH TPU3HAKH
aHEeMHUU WM KpPOBOIOTEpH. PEKOMEHIyeTcsi ¢ OCTOPOXKHOCTHIO MPUMEHSTHh KabazuTakcenl y
MalMeHTOB C Cojep)KaHueM TremorjoOuHa B mnepudepudeckoi kpou <10 r/mm. Crnemyer
IPOBOJUTh COOTBETCTBYIOIME JIEYEOHBIE MEPONPHUATHS, HAIpaBICHHBIE Ha TOBBIIICHUE
coJiep’KaHusl TeMOryIo0nHa B epu(epruyeckoil KpoBH.

JlekapcTBEHHOE B3aMMOJENCTBUE

Cnenyer u3beratb OJHOBPEMEHHOIO MPUMEHEHHE CHUJIbHBIX HHTHOUTOPOB M HHAYKTOPOB
nzodepmentoB nonacemeiictea CYP3A ¢ kaba3zutakcesnoMm, Tak Kak OHU MOT'YT, COOTBETCTBEHHO,
YBEJIMYUBATh WM YMEHbIIATh KOHIEHTPALMIO Kaba3uTaKkcena B Iuia3Me KpoBH (CM. pazzensl 4.2
u4.5).

BcnoMorarensHble BEIECTBA

B cocraB mpenapara Bxomutr 496,5 Mr sTtaHonma AErHAPATHPOBAHHOTO, YTO HEOOXOIMMO
YYHUTHIBATH MPU NPUMEHEHHUH NpEerapaTa y MalueHTOB C aJIKOTOJIM3MOM, a TakKe y MalUeHTOB
IPYMIIBI BEHICOKOTO pUCKa (MAIIMEHTOB ¢ 3a00JI€BaHUSAMU MTEYESHU U SIUIICTICHEN ).
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4.5. B3anmopeiicTBie ¢ APYTHMH JeKkapeTheHHbIMH ipemaparamin. It fpyrie- (hopmbr

B3aNMOJAEeHCTBUSA

Nurudurops! nsodepmenton noacemeiicrea CYP3A

Mertabonu3m Kaba3WTakcena W3MEHSETCS TIPU  OJHOBPEMEHHOM TIPUMEHEHHUW BEIIECTB,
W3BECTHBIX KaK CHJIbHbIE WHTHOMTOpPHI H30depMeHToB moxacemeiictea CYP3A (manmpumep,
KETOKOHA30JI, HWTPAKOHA30J, KJIAPUTPOMUIIMH, aTa3aHaBHp, HWHIWHABHp, He(a30/I0H,
Hen(UuHABUP, pPUTOHABUD, CAKBUHABUP, TEIUTPOMHIIMH, BOPUKOHA30IT).

Crnenyer wn3beraTtb OJHOBPEMEHHOTO TNPUMEHEHHUS CHIIBHBIX HWHTUOMTOPOB H30()EPMEHTOB
noncemeiictea CYP3A. Eciiu Henb3s n30exaTh OJJHOBPEMEHHOTO TIPUMEHEHUS Kaba3uTakcena u
cuiapHOTO wuHrHOHMTOpa wm30dhepmenToB mnoxacemeiictBa CYP3A HE00X0IMMO paccMOTPETh
BONPOC O TIIATEILHOM HAOJIIOJICHHM 3a IMAllMeHTOM W CHUKCHUHU J103bI Kaba3urTakcena (CM.
pasnensl 4.2 u 4.4).

Crnenyer coOM0aTh OCTOPOXKHOCTh IPH OJHOBPEMEHHOM NPUMEHEHHH Kaba3WTakceida |
YMEpEHHBIX HHTHOUTOpPOB n30hepmenToB noacemerictea CYP3A.

Nunvkrops! nzodepmenton noacemeiictsa CYP3A

Metabonu3m kaba3uTakcena HU3MEHSETCS TMPU OJHOBPEMEHHOM TPUMEHEHUHU BEIECTB,
M3BECTHBIX KaK CHJIbHBIE HUHAYKTOpb u30odepmeHtoB mnonacemeiictea CYP3A (nmampumep,
¢dennronH, kapbamazenuH, pudpamMnunrH, pudadyTuH, pudanenTut, GpeHodapoura).

Crnenyer wu3beraTb OJHOBPEMEHHOTO TPHUMEHEHHS CHIBHBIX HHIYKTOPOB H30()EpPMEHTOB
noncemerictBa CYP3A, Tak Kak OHM MOTYT YMEHBIIUTh CHCTEMHYIO OJKCIIO3UITHIO
Kabasutakcena (cM. pazzaensl 4.2 u 4.4).

3Bep0o0OH IPOABIPABICHHBIN

[ManueHThl, MONyYarOIIKe JICYeHUEe KaOa3MTaKCeIOM, JOJDKHBI BO3JCPKUBATHCS OT MpUEMa
MpenapaToB TPaBbl 3BEPO0O0ST MPOJBIPSIBICHHOTO (TaK KaK OH TaKXe SBIAECTCS HHIYKTOPOM
usodepmenta CYP3A4).

Cy06cTpaThl TPaHCIIOPTHOTO MOJUNENTHAA oprannyecknx annonos (QATP1B1)

In vitro kaba3uTakcen TaKke MPOJSMOHCTPUPOBAN crocoOHocTh HHTHOMpoBaTh OATPI1BI.
Puck B3aumopeiictBust ¢ cybcrparamu OATP1B1 (mampumep, unruburopamu I'MI-KoA-
penyKTas3bl [CTaTMHaMH|, BaJcapTaHOM, pENarjJuHUAOM) SBJSETCS BO3MOXHBIM BO BpeMs
npoBefeHusT BHyTpuBeHHOW MH(py3un (1 yac) mu g0 20 MUHYT ociie ee OKOHYaHUsS, U B 3TO
BpeMs BO3MOXKHO YBEJIMYEHHE CUCTeMHOM skcno3unuu cyoctpatoB OATP1BI1. Pexomenayercs
COOJIIOJIEHHE CIEAYIOIIMX BPEMEHHBIX HWHTEPBAJIOB MpPU OAHOBPEMEHHOM TNPUMEHEHUU
cyocrpatroB OATPIB: mpunuMaTh ux 3a 12 yacoB 10 BBeAEHHUs Kaba3uTakcela M depes, Kak
MHUHHMYM, 3 4aca 1ocie BBeJeHUs Kaba3uTakcena.

IIpenHu30510H

[TpeaHU307I0H/IPEeAHU30H, MPUHUMaeMblii o 10 Mr exenHEBHO, HE OKa3bIBAaeT BIHMSIHHUA Ha
(apMakOKMHETHUKY Kaba3uTaKkcena.
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Bapdapun (NOCNEOCBATENEHOCTE 0008)

KabGasurakcen ne mHrubupyer in Vitro riaBHbIi myTh OMOTpaHcopmanuu BapdapuHa B 7-
ruIpoKkcuBapdapuH, KOTOPBIH ocymiecTBisieTcs ¢ momouibio uzodpepmenta CYP2CY. Tlostomy
HE OXHJAeTCs Kakoro-aubo ¢GapMaKOKMHETHYECKOTO B3aWMOJCHCTBUA KabasuTakcena u
Bap¢apuHa in vivo.

BaknuuHanms

[TprMeHeHHe KUBBIX BaKLIWH WIHA OCJIA0JICHHBIX JKUBBIX BAKIIMH Y MAIIMEHTOB CO CHM)KEHHBIM B
pe3ynbTaTe JICYEHUsT XUMUOTEPAIIEBTUYECKUMH IIpEnapaTaMyu UMMYHUTETOM MOXET IIPUBOJIUTH
K Pa3BUTHUIO CEPbE3HBIX WM (aTanbHBIX MHekmuid. Crnenyer u3berath BaKIMHAIUN >KUBBIMU
oca0JIeHHBIMU BaKIIMHAMH Y TTAlMEHTOB, TOTYYAONINX JeUeHHE Ka0a3uTakceaoM. Y OUThIE HITH
WHAaKTUBUPOBAHHbIE BAKLUMHBI NPUMEHSITh MOXKHO, OJHAKO pEAaKLMs OpraHuM3Ma Ha TaKue
BaKIIMHBI MOXKET ObITh MEHEE BhIPAKECHHOM.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDb U JJAKTALMS

KoHTpauenuus y My>K4YiH M KSHIITUH

B cBsA3M ¢ NOTEHIMAIBHBIM BO3JACHCTBUEM YEPE3 CEMEHHYIO KUJIKOCTh MYK4YMHAaM, Y KOTOPBIX
C€CTh HapTHEpIH C ACTOPOAHBIM IMMOTCHHOUAIOM, CICAYCT HCIIOJb30BAaTh HAJACKHBIC MCETOJbI
KOHTpauClnuun Ha MPOTAKCHHUU BCCrO KypcCa JICHCHUA U B TCUCHUC 4 MCCAILICB IIOCJIC MpUCMa
nocJyieiHen 1036l npenapata Kadasurakcern.

B cBsa3m ¢ NMOTCHUUAJIIBHBIM MOCTYIIJICHUCM KabasuTakceia B CeMeHHYIO KHUIKOCTb, MYXYUHEI,
MOJTyYarolie JIeueHne Ka0a3uTakceIoM, BO BpeMs JICUeHUS JOJDKHBI MPeqoTBpaliaTh KOHTAKT
ISKYNATA C TKAHSMU JPYTrOTo YeIOBeKa, BKIIIOUas OEPEMEHHBIX U KOPMAIIUX IPYAbIO KEHIIHH.

bepeMeHHOCTh U JIaKTallus

JlanHble 0 MpUMEHEHNUHU Kaba3uTakcesna y OepeMEeHHbBIX KEHIIIMH OTCYTCTBYIOT.

bruto mokasano, uyTo kaba3zuTakcen 007a1aeT TeHOTOKCUYHOCTBIO TI0 aHEYTEHHOMY MEXaHU3MY.
B nokIMHMYECKHUX UCCIIEOBAHUAX HA KPbhICAX M KPOJIUKax ObUIO MOKA3aHO, YTO Kaba3uTakcen
MPOSIBIISIET dMOPHOTOKCUYHOCTh, (DETOTOKCHMYHOCTh W OKa3bIBaeT a0OPTHBHOE ACHCTBHE MpH
BO3/ICHICTBUM 3HAYUTEIHLHO MEHBIIEM, YeM OKUIAIOCh IIPU PEKOMEHIYEMOM YPOBHE J03BI IS
yenoBeka. Kabasurakcen mpoHUKAET yepes MIaleHTapHbIA Oapbep.

[Ipenapar Kaba3urtakcen He cieayeT MPUMEHATh P OEPEMEHHOCTH.

JlakTanus

Wmeromuecst naHHble 1O  (apMakOKMHETHKE VY IKUBOTHBIX YKa3bIBAIOT HA JKCKPEIHIO
Kaba3nuTakcesa 1 ero MeTad0JINTOB C MOJIOKOM.
[Tpenapatr Kaba3utakcen He ciielyeT IpUMEHSATh BO BpeMs IPYAHOT0 BCKApMIIMBAHHUSL.

DepTUabHOCTD

JlaHHbBIC O BIUSHUY Kaba3uTakcena Ha (epTUILHOCTh YeJIOBEKA HEM3BECTHBI.
HccnenoBanuss Ha >KUBOTHBIX IIOKa3alM, 4TO Kaba3UTaKcesl BIUSET Ha PENpOIyKTHBHYIO
CUCTEMY y CaMIIOB KPbIC U COOaK.
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4.7. BiusiHde Ha CHOCOOHOCTHL YNPABJISATH pancnd;DFi{'},{]lﬁﬂ'Q&bﬁI%:E Tﬁhgﬂjr'éf'fb c

MEXaHU3MaMHU

Hcxons w3 mpoduns 0e30macHOCTH Kaba3uTakcena, Mmpenapar MOXKET OKa3bIBaTh YMEPEHHOE
BJIMAHHUEC HaA CHOCO6HOCTB YIIPABJIATH TPAHCIIOPTHBIMH CPCACTBAMU HJIM ITOJIB30BATHCA APYTrUMU
MCXaHU3MaMH, TaK KaK MOKCT BbI3bIBATH IOBBIIICHHYIO YTOMJIICMOCTD U I'OJIOBOKPYZKCHHC. HpI/I
IIOABJICHUU HO,IIO6HBIX HEXKEJIAaTCIbHbBIX peaKHI/Iﬁ BO BpCMA JICUCHUA HNAaOUCHTaAM CJICAYCT
PEKOMEH/IOBaTh BO3IEPXKATHCS OT YIPABICHHS TPAHCIOPTHBIMH CpPEACTBAMU M  3aHSITHH
JIPYrUMH  TIOTCHIMAJIBHO OMACHBIMH BHAAMH JCSITEIbHOCTH, TPEOYIOUIMMHU TOBBIIICHHOM
KOHIICHTPALUK BHUMAHUSI U OBICTPOTHI ICUXOMOTOPHBIX PEAKIIUH.

4.8. HexxesaTesIbHbIE peaKIIHU

Pesrome mpoduisg 6e3onacHoOCTH

bezonacHocTh kabasuTakcesna B KOMOMHALIMK C MPEIHU30JIOHOM/TIPETHU30HOM OIEHHBAJIACh Y
371 mammeHTa € METACTAaTHMYECKHM KaCTPAalMOHHO-PE3UCTCHTHBIM PAKOM IPEICTaTeIbHON
xene3bl. Menuana mojlydeHHbIX MalleHTaMH IIUKJIOB Kaba3uTakcena CoCTaBisia 6 IUKIIOB.
Ouenp dacto Bcrpedaromumucs (> 10 %) HP Bcex cremeHel TsXecTH ObUTH aHEMUS,
JeUKOIeH!sI, HeHTpoIreHus, TPOMOOLUTONICHHUS, AUapes, OBbIILIEHHAs] YTOMIIIEMOCTh, TOIIHOTA,
pBOTA, 3a10p, acTeHMs, a0JJOMHUHAIbHbIE 00JM, remMarypus, 00K B MO3BOHOYHMKE, apTpalrus,
aHopekcus, nepudepudeckas Heiiponatus (BKitodast nepudepruyecKyro CEHCOPHYIO U MOTOPHYIO
HelponaTum), TMX0pajKa, O/IbIIIKa, TUCTE€B3Us, Kalllelb, JIONELHs.

Yacro Berpevaromumucs (> 5 %) HP > 3 cremenu TsbKecTH TpU NMPUMEHEHHH Tperapara
Kaba3urakcen ObuiM HEUTpOIEHHUs, JIEHKONEHUs, aHeMusi, (peOpuiibHas HeHTponeHus, auapes,
TIOBBIIIIEHHAS] YTOMIIIEMOCTD M aCTCHHUSI.

[Tpexpaienue neyeHust BcieacTBue pa3Butus HP nmeno mecro y 68 (18,3%) manueHTos,
NOJy4aBIINX JieueHHe kabasurakcenaoM. Hanbomnee yacto Berpevaromumucs HP, npusonsmmmu
K IIPEKpAaILEeHHIO JIeYeHUs Kaba3uTakcenoM, ObUIH HEMTPOIIeHHsI U TToYeYHast HeA0CTaTOUHOCTb.
HauOonee wacteiMu HP, npuBogsfmiuMu K cMepTH Yy HalMEHTOB, MOJYYaBUIMX JIeYEHUE
KabasutakcenaoM, Ob MH(pekuuu. bonasmuucTBo HP B Buze pa3Butus ¢aTtanbHbIX HHGOEKIUI
BO3HHKAJIO ITOCIIE OJHOKPATHOTO BBEJCHUS Kaba3uTaKcena.

PesromMe HexenaTeabHbIX pPeaKIIiil

Hwuwxe mnpencrasnenst HP, pas3zneneHHble 1O CHUCTEMHO-OPraHHBIM — KjlaccaM — COIJIACHO
kinaccupukanun  MeIWIMHCKOTO — CJIoBapst  JUIi  HOPMATHUBHO-TIPABOBOWM  JIEATENILHOCTH
(MedDRA). Tsokects HP  xmaccuduiumpoBanach B COOTBETCTBHH ¢ OOMICTIPUHSITHIME
tepmuHOornueckuMu kputepusmu it HP (CTCAE 4.0) (crenens Tsbkectu > 3 = G > 3).
Hcnonp3oBanach kiaccupukanus YacToTel Bo3HUKHOBeHuss HP Bceemupnoii Opranuzanuu
3npaBooxpaHeHus: oueHb 9acto (> 1/10); wacto (> 1/100, Ho < 1/10); Hewacto (>1/1000, HO <
1/100); penko (> 1/10000, mo <1/1000); ouens peaxo (<1/10000); gacTora HEM3BeCTHA (YACTOTY
HEBO3MOXKHO OLICHUTH 10 UMEIOLIUMCS JaHHBIM).

B mpenenax kaxmoil rpynmsl Mo yactoTe BeTpedaeMoctd HP, mocnennume maHel B mopsiike
YMEHBIICHUS UX CEPhE3HOCTH.

10
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Nudexnun 1 nuBasuu

Yacmo: cenTUuecKui 1MOK (Bce Cilydau > 3 CTENEHU TSKECTH); CENCUC (BCe cllyyau > 3 CTEleHH
TSDKECTH); BOCIAJICHUE MOJKOXHO-)KUPOBOW KIJIETYATKU, WH(PEKIUN MOYEBBIBOIALIMX ITyTEH
BCEX CTENEHEH TSHKECTH; TPHUIII; UCTUT; MH(EKINU BEPXHUX JbIXaTENIbHBIX MyTel; nH(pEKInH,
Bbi3BaHHbIe Varicella zoster (repriec 30cTep); KaHIUI03.

Heuacmo: BocnajeHue IOAKOKHO-)KUPOBOM KJIETYATKU > 3 CTENEHU TSDKECTH, LUCTUT > 3
CTEIEHU TSKECTH.

Hapviienus co ctopoHbl KpoBU U JIMMGMATUYECKOU CUCTEMBI

Ouenv yacmo: HEUTPONIEHUSI BCEX CTEIIEHEH TSKECTH, BKIIOYAsi HEUTPOIIEHUIO C KIIMHUYECKUMHU
IPOSIBICHUSIMU > 3 CTENEHU TSKECTU; AHEMHUS BCEX CTENEHEW TSKECTH; JIEMKONEHHUS BCeEX
CTEIEHEH TAXKECTH; TPOMOOLUTONICHHUSL.

Yacmo: peOpunbHas HEUTPONEHUS, BCE CiIydyau > 3 CTENEeHU TSHKECTH, TPOMOOLMTONEeHUs > 3
CTETICHU TSKECTH.

Hentponennueckue OCJIOKHEHUS BKJIOYAIIH HEUTPONCHUUYECKYIO UHEKIHIO,
HEHUTPONIEHUYECKUI CETICUC U CENITUYECKHUM IIOK, KOTOPhIE B HEKOTOPBIX CIIydasiX NPUBOJUIMN K
JETAIILHOMY UCXOAY.

beulo mnokazano, yro npumeHnenue I'-KC® ymeHblIaeT 4acTOTy BO3HMKHOBEHMSI U TSAKECTb
HelTponeHuu (cM. pasaensl 4.2 u 4.4).

Hapyiiienns co cTOpOHBI KMMYHHOM CHUCTEMBI

Yacmo: peakuuy TUNEPYYBCTBUTEIBHOCTH, B TOM YMCIE U TSDKEIbIE PEaKIMM, TaKHE Kak
reHepaln30BaHHasl ChIlb/3puTemMa, cHuxkeHue AJ[ u OpoHxocmnasm.

Hapymienus MeTa00I13Ma U MUTaHUS

Ouenv wacmo: aHOPEKCHUS.

Yacmo. 00€3BOKMBAHNE BCEX CTEIIEHEH TSHKECTH, TUTIEPTITMKEMHUS, THTTOKAIEMUSL.

Heuacmo: aHopekcus > 3 CTENEHU TSIKECTH, THUIEPIIUKEMUS > 3 CTENEHH THKECTH,
TUITOKAJTUEMUS > 3 CTCIICHHU TSKCCTH.

[Icuxuyeckue HapyIIeHUs

Yacmo. 6eCIOKONCTBO, CITyTAaHHOCTh CO3HAHMSL.

Hapyiienus co cTOpoHbI HEPBHOM CHCTEMEI

Ouenb yacmo: TUCTEB3Us (U3BpAIlEHUE BKYCA).

Yacmo: nepudepudeckas HelponaTus: nepudeprueckas ceHcopHas Heiporatus (mapecresus,
IU3ecTe3ns, THUIleCcTe3us) M mepudepuyeckas MOTOpHas HeMpomaTtus; TOJOBOKpPYKEHUE,
ToJIOBHAs 00JIb, JIETAPTHs, UIITHAC.

Heuacmo: nepudepuueckas HeWporatusi > 3 CTENEHU TSXKECTH; nepudepuyeckas CeHCOpHas
HelponaTtuss > 3 CTENEHW TSKECTH, JIETaprus > 3 CTENEHU TSKECTH, MIIMAac > 3 CTENEeHU
TSKECTH.

Hapymienusi co CTOpoHBI opraHa 3peHus

Yacmo: KOHBIOHKTHUBHUT, YCUJIICHHOC CJIC300TACIICHUC.
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Hapymenus co cTOpoHEI oprasa ciyxa ¥ JaOupyHTa

Yacmo: 3BOH B ylIax, BEPTUrO (4yBCTBO OTKJIOHEHUS WJIM KPYKEHHS COOCTBEHHOIO Teja WU
OKPY>KaIOIIHUX MPEAMETOB).

Hapynienus co cTOpOHEI cepAlia

Yacmo: mepuatenbHas aputMus (GUOpUIUISAIUS TIpeAcepauii), Taxukapaus (HA OJHOTO Cliydas
TaXUKapJIuu > 3 CTENEeHU TAKECTH), APUTMUU > 3 CTETHICHH TSKECTH.

Heuacmo: mepuarenbHas aputMust (GUOpHILIISIINS TpeAcepanii) > 3 CTETeHU TSHKECTH.

[Tpu npueme kaba3uTakcena HaOMIOAATHCH CIydyaW Pa3BUTHSA CEpACYHON HEIOCTATOUYHOCTH (Y
IByX nmanueHTtoB). OauH mnamueHT B Tpynmne Kaba3uTakcena yMep OT CepACHHOU
HenoctaTouyHocTH. Habmomanmuce neranbHble (GUOPHMIUIAIUS JKEIyIOYKoB y | mamueHta u
OCTaHOBKa cepana y 2 mnanueHtoB. OAHAKO HU OAMH M3 3THX CIIy4aeB He ObUI paclieHeH
UCCIIEIOBATENISIMU, KaK CBA3aHHBIN C MpUMEHEHHEeM Kaba3uTakcena.

Hapyiuenus co cTOpoHBI COCYI0B

Yacmo. camxenne AJl, TpoM003 TIIyOOKMX BEH BCEX CTEICHEHW TsKecTH, NoBbimicHHEe A]l,
opTocTaTuyecKasi TUIIOTOHUS, «IPUJIMBBD) KPOBU K KOXKE JIMIIA C YyBCTBOM Xapa, TUIEPEMHUS
(TTOKpacHEHHUE KOXKH).

Heuacmo: camxenne AJl > 3 crenmeHW TsbkecTH, moBbimieHHe AJl > 3 cTeleHU TSKECTH,
OpPTOCTATUYECKAsI TUTTOTOHUS > 3 CTENEHHU TSKECTH.

HaDVHIGHI/ISI CO CTOPOHBI HLIX&TGHLHOﬁ CUCTEMBI, OPTaHOB T‘DVI[HOﬁ KJICTKHU U CPEAOCTCHUA

Ouyenb wacmo: ONbIIIIKA, KAIlENb.

Yacmo: oppllika > 3 CTENEHH TsHKECTH, OOJIh B POTOBOM MOJOCTH U TJIOTKE, THEBMOHHS BCEX
CTEINEHEeN TKECTH.

OTtMeuanuce ciyvyau pa3BUTHUSA WHTEPCTUIIUATBHON MTHEBMOHHH/TTHEBMOHUTA,
MHTEPCTULUAIBHON OOJIE3HU JIETKUX, OCTPOTO PECIUPATOPHOrO AUCTPECC-CUHIPOMA, B TOM
YUCJIE C JETATHHBIM UCXOJI0M.

KenyaodHo-KHIISYHBIC HAPYIICHUS

Ouyenv wacmo: auapes, TONTHOTA, PBOTA, 3a1op, a0JOMUHAIBHEIE 0O0JIH.

Yacmo. nuapest > 3 CTENCHHW TSDKECTH, TOIIHOTA > 3 CTENEHW TSDKECTH, pBOTa > 3 CTENeHU
TSDKECTH, 3a1op > 3 CTENeH! THKECTH, a0JOMUHATIbHBIE 00N > 3 CTENEHU TSHKECTH, TUCTICTICHSI,
001 B AMUTACTpalIbHOM OO0JACTH, TeMOpPpOH, ractpod3odareanbHas peditokcHas O00JIe3Hb,
KPOBOTEUCHHE M3 TPSIMOI KUIIIKH, CYXOCTh CITM3UCTON OOOJIOYKH TIOJIOCTH PTa, B3AYTHE )KUBOTA.
Heyacmo: XpoBOoTedueHHE W3 TPSIMON KHUIIKA > 3 CTEMEHH TSDKECTH, CYXOCTh CIH3HCTOM
000JIOUKY TOJIOCTH pTa > 3 CTENCHH THKECTH, B3AYTHE )KUBOTA > 3 CTETICHU TIKECTH.

Yacmoma HeuzsecmHna: COOOIIAIOCH O Pa3BUTHUM KOJHTA, DJHTEPOKOJIHUTA, TacTPUTA,
HEUTPONIEHNYECKOTO JHTEPOKOIUTA, KEIyIOYHO-KUIIEUHOTO KPOBOTEUEHHUs M mepdoparun
KEITYTOIHO-KHIICYHOTO TPAKTA, KHIEYHON HEMPOXOIUMOCTH U KHIIEYHON OOCTPYKITHH.

HapyiueHus co CTOpOHBI KOXKHU U IOJKOKHBIX TKaHEN

Ouenv wacmo: anoneuus.
Yacmo: CyXOCTb KOXH, SpUTEMA.
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HapyIieHns co cTOpOHBI MBIIIEYHOH, CKEJIETHON H coenHunterdbHon Tar | o - TE DI0E)

Ouenv yacmo: OONM B CIIMHE, apPTPAIITHSL.

Yacmo: 60onu B crnuHE > 3 CTENEHU TSKECTH, apTpairust > 3 CTENEHU TSHKECTH, OOnMM B
KOHEYHOCTSIX BCEX CTENEHEH TSHKECTH, MBIIICYHBIC CIIa3Mbl, MHUAITHs, MBIIIEYHO-CKEIETHBIC
60111 B 00J1aCTH TPYIHON KIETKH, O0IH 10 OOKOBBIM MOBEPXHOCTSIM TYJIOBHILA.

Heuacmo: Muanrust > 3 CTENEHHM TSHKECTH, MBIIIEYHO-CKENIETHbIE 00NMM B 00JacTU TPYAHOM
KJIETKH > 3 CTENEeHU THKECTH, 00NN MO OOKOBBIM IOBEPXHOCTSAM TYJIOBHIIA > 3 CTENCHU
TSDKECTH.

HaDVLHeHI/ISI CO CTOPOHBI ITOYCK U MOYCBBIBOAAIINX HVTCP’I

Ouenwv yacmo: reMaTypus BCeX CTeNeHel TspkecTH (B 2/3 ciiydaeB Onpenessiiiuch OTATOMIAIOIHE
(dakTophl, TaKMe Kak MpOrpecCUpoBaHHE 3a00JieBaHMs, WHCTPYMEHTAIbHBIC BMEIIATEIbCTBA,
COIYTCTBYIOIIME HWHQPEKIUH, OIHOBPEMEHHBIH MPHEM aHTHKOArYJISIHTOB, HECTEPOHIHBIX
NPOTHBOBOCIAJIMTEIBHBIX TPENapaToB, alleTUICATAIIUIOBON KUCIOTHI).

Yacmo: octpas TOYEeYHash HEJAOCTaTOYHOCTh BCEX CTEMEHEH  TSHKECTH, MoYeuHas
HEAOCTAaTOYHOCTH BCEX cTereHen TAKCCTH; JU3YPHA, TOUCHHAA KOJIUKA, ICMaTypusl > 3 cremeHu
TSDKECTH; TIOJUIAKUYPHS; THAPOHEePpO3; 3aJep)KKa MOYM; HEAEp)KaHHEe MOYH; OOCTPYKIUS
MOYETOYHUKOB BCEX CTEIIEHEH TSKECTH.

Heuacmo: movedHass KOJWKa > 3 CTENEHU TSHKECTH, TOJUIAKHYPHSI > 3 CTCICHH TSDKECTH,
THIPOHEPPO3 > 3 CTENEHH TSHKECTH, 33JepKKa MOYHU > 3 CTEIICHH TSKECTH.

HaDVHIGHI/Iﬂ CO CTOPOHBI DCHDOJIVKTHBHOﬁ CHUCTEMBI 1 MOJIOYHBIX XKCJIC3

Yacmo: 0051 B 00JIaCTH MaJIOTO Ta3a.
Heuacmo: 0o B 001aCTH MaJIOr0 Ta3a > 3 CTEIEHU TSHKECTH.

O6H_[I/Ie HapvyIIcHHUA M pCaKIiMy B MCCTC BBCACHUA

Ouenb yacmo. TOBBITIICHHAS! YTOMJISIEMOCTD, aCTECHUSI, TUPEKCHUS.

Yacmo: TIOBBIICHHAS yYTOMJIIEMOCTh > 3 CTENEHU THKECTU; aCTeHHS > 3 CTENEeHH TSIKECTH;
MUpEeKCcHst > 3 CTENEeHU TSKECTH; TepudepruiecKue OTeKH; BOCTAIICHUE CIM3UCTBIX 000JIOYEK;
00JI1 BCEX CTENeHel TSHKECTH; 00N B TPYAHOM KJIETKE; OTEKH; 03HOO; HEJJOMOTaHHE.

Heyacmo: nepudeprueckne OTeKU > 3 CTETIEHU TSHKECTH, BOCMIAIICHHUE CITH3UCTHIX 000JI04eK > 3
CTETICHH TSDKECTH, OOJU B TPYJHON KIIETKE > 3 CTENEHU TSHKECTH, OTEKU > 3 CTETICHH TSIKECTH.

Ha6ODaTODHBIC N MHCTPYMCHTAJIbHBIC TaHHBIC

Yacmo: CHUXEHNE MacChl Tella, yBenndeHne akTuBHOCTH AJIT B CBIBOPOTKE KPOBH.
Heuacmo: yBennueHHe ChIBOPOTOUYHOM KOHIEHTpalMM OMIMpYyOWHA, YBEJIWYEHHUE aKTUBHOCTH
ACT B CBIBOPOTKE KPOBH.

HOCTDeFI/ICT]f)aHI/IOHHI)Ie JaHHBIC

Hapywenus co cmoponvl nouex u mouesvbi8o0sauux nymeil
Heuacmo: mUCTHT, pa3BUBIIMICS BCIEACTBHE (DEHOMEHA BO3BpaTa JIy4e€BOH pEaKIMU B paHee
00JTydeHHON 00J1aCTH.
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IIpoune ocoOble IONYIISIIIHNA

Tlayuenmsi nodxcunozo eospacma

N3 371 manmeHTta, MOJMy4aBIIMX JiedeHHE mpernapatoM Kabasutakcen B HMCCICIOBAHUU I10
JICYEHUIO paKa IpeacTaTeabHOM xene3bl, 240 nanueHToB OblIM B Bo3pacTe 65 JIET U cTaplie, U3
Hux 70 manueHToB - crapiie 75-nmetHero Bo3pacrta. Crenyroue HP BcTpeuanucs Ha > 5 %
Yamie y MayeHToB B Bo3pacTe 65 JeT U CTaplle M0 CPAaBHEHHIO C MalMeHTaMu 0oJiee MOJIOA0TO
BO3pacTa: TIOBBIIICHHAS YTOMJIIEMOCTb, HEHTPONEHUS C KIMHUYECKHMMHU TPOSBICHUIMH,
ACTEHMsI, IUPEKCUSl, TOJIOBOKPYKEeHHE, NH(PEKIIMY MOUYEBBIBOIAIIUX MTyTeH U 00€3BOKUBAHUE.
Yacrora cinenytounx HP > 3 crenenu TsxecTu Obliia BBILIE Y MAUEHTOB > 65 JIETHET0 BO3pacTa
[0 CpPaBHEHUIO C MalueHTamMu OoJiee MOJIOJOIO BO3pacTa: HEUTPONEHHs IO pe3yiabTaTam
71a00paTOPHBIX AaHATM30B, HEUTPONEHUS C KIMHUYECKUMHU MPOSBICHUSAMU U (edpuibHas
HerTporneHus (cM. pasaensl 4.2 u 4.4).

N3 595 mnaumenToB, mnojydaBIIMX JiedeHHWEe mnpemnapatom Kabasurtakcen B uHCCIeIOBaHUHU
EFC11785 no neyenunto paka npeacraTeabHOH xeme3sl, 420 manueHToB ObLIH B Bo3pacte 65 et
u crapme. Cienyromue HP BcTpeuanucs Ha > 5 % yamie y manueHToB B Bo3pacte 65 ner u
CTapuie, 1O CpPaBHEHHMIO C TalHMEHTaMH Oojiee MOJOAOro BO3pacTa: Juapesi, MOBBIIICHHAsS
YTOMJISIEMOCTb, ACTEHHMs, 3al0p, HEUTPOIEHUsI ¢ KIMHUYECKUMH TMPOSIBICHUAMU, (heOpuibHas
HEUTPONEHHU S, OJIBIIIKA.

Coo011IeHne 0 1Mo103pEeBaEMBbIX HEXKEIATEIbHBIX PEAKIHIAX

BaxxHo coobmath 0 mog03peBaeMbIX HeXeNaTeIbHbIX PEaKIUAX MOce PErucTpaluy Mpenapara
C Lenbl0 o0ecredeHHus HENpPepblBHOTO MOHUTOPHHIA COOTHOIIEHUS «IOJIb3a — PHCK»
JIEKapCTBEHHOI'0 mpemnapara. MeIuIuHCKUM pa0OTHUKAaM PEKOMEHIYeTCs coo0LaTh O JII0OBIX
M0JI03PEBAEMBIX HEXKENATEIbHBIX PEaKLMAX JIEKAPCTBEHHOIO IpernapaTa yepe3 HallOHalIbHbIE
CUCTEMBl COOOILEHUS O HEXKeNaTeIbHBbIX pEeaKUMsIX TocylapcTB — wieHoB EBpasuiickoro
HKOHOMUYECKOTO COI03a.

Poccuiickas ®@eoepayus

®denepanbHas ciyx0a 1o Haa3opy B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. Mocksa, CraBsiHCKasl Iiiomanp, 1. 4, ctp. 1

Tenedon «ropsiuas nunus» Pocznpasnanzopa: +7 800 550 99 03

DJeKTpOHHas MoYTa:

JUI  JiepyKaTesiell  peruCcTPallMOHHBIX YIOCTOBEPEHWH W TPOU3BOIMTENEH JIEKapCTBEHHBIX
npenapatoB: pharm@roszdravnadzor.gov.ru

JUTST MEAUITMHCKHUX OpraHu3anuii: npr@roszdravnadzor.gov.ru

WNutepuer-caitt: https://roszdravnadzor.gov.ru/

Pecnyonuxa Apmenus

AO3T «HayuHblIil IEHTp KCIEPTU3BI JIEKAPCTB U MEAMIIMHCKUX TEXHOJIOTHM UM. AkageMuka O.
["aGpuensiHa»

Anpec: 0051, r. EpeBan, np. Komuraca, 49/4

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

@axc: (+374 10) 232118, 232942

TenedoH ropsyeiil TMHUN OT/AETIa MOHUTOPUHTA 0€30IIACHOCTH JIEKAPCTBEHHBIX CPEJICTB:

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

DnexTponHas moura: admin@pharm.am, vigilance@pharm.am

Wurepuer-caiir: http://www.pharm.am
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VII «LIeHTp 3KCIEepTU3 U UCIIBITAHUM B 3{PaBOOXPAHCHUN»
Anpec: 220037, r. Munck, ToBapuiieckui miep., 2a
Tenedon: +375 (17) 299 55 14

®axc: +375 (17) 299 53 58

Tenedon oraena papmakonanzopa: + 375 (17) 242 00 29
DnexTponHas moura: rcpl@rceth.by

WurepHer-caiit: http://www.rceth.by

Pecnybnuxa Kazaxcman

PI'TI na IIXB «HanuoHanbHBIM HEHTP AKCOEPTU3bI JEKAPCTBEHHBIX CPEACTB U MEAUIIMHCKUX
u3nenuit» Komurera MEIWIMHCKOTO W (papMameBTHYECKOTO KOHTPOJII MUHHUCTEPCTBA
3npaBooxpaneHus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. ImanoBa, 13

Temedon: +7 (7172) 78 99 11

DnekTponHas noyra: farm@dari.kz

Wurepuer-caiit: http://www.ndda.kz

Kuipevizckaa Pecnyonuka

JenapTamMeHT JIEKapCTBEHHBIX CPEACTB W MEIUIMHCKUX HU3JACIUA 1npu MUHHCTEPCTBE
3npaBooxpanenus Koiproizckoi PecriyOnuku

Anpec: 720044, r. buiukek, yiu. 3-a Jlunus, 25

Tenedon: +996 (312) 2192 78

Onekrponnas moura: dlomt@pharm.kg

Wurepuer-cait: http://www.pharm.kg/

4.9. llepeno3npoBka

CUMOTOMBI

O)I(I/I)IaeMI)IG CUMIITOMEBI IEPEAO3UPOBKU: YCUIICHHUE JO303aBUCUMBIX HP, TaKUX KaK CUMIITOMBbI
MoAaBJICHUSA KOCTHOMO3TOBOT'O KPOBETBOPCHUA W HAPYHICHUA CO CTOPOHBI KCJIYAJOYHO-
KHIICYHOI'O TpAaKTa.

Jleuenue

OTcyTcTBYeT M3BECTHBIM aHTUIIOT Kaba3uTakcena. B ciydyae mepeqo3MpoBKHM MAalMEHT AOKEH
OBITH TOMENIEH B CHCIUATM3UPOBAHHOE OTACJICHHE TII0J] TIIATEIbHOE MEIUIIMHCKOE
Habmonenue. [locne Toro, kak craHeT W3BECTHO O MEPEAO3MPOBKE, MAIUEHTHI JOJKHBI, KaK
MOXXHO cKopee, Hauarb mnonydatb [-KC®. Takxe crueayer MNpoOBOAUTH JAPYroe
CUMIITOMAaTUYECKOE JICUCHHUE.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYEeCKHE CBOMCTBA

®apMaKkoTEpaneBTUYECKAsl TPYIIA: IPOTUBOOITYXOJIEBBIE CPEACTBA; AJIKAJIOUIBI PACTUTEIBHOTO
IPOMCXOXKACHUS U Jpyrue NPUPOIHbIE BEIIECTBA; TAKCAHBI.
Kon ATX: LO1CD04
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MexaHu3M IeHCTBUS

Kabasurtakcen sBIsI€TCS NPOTHBOOITYXOJEBBIM CpEICTBOM, KOTOpOE JAEHCTBYEeT IyTeM
paspyleHust KJIETOYHOH ceTh MHKpoTpyOouek. Kabasurakcen cBsi3pIBaeTcs ¢ TyOylIWHOM U
crocoOCTByeT cOopke TyOylInHa B MUKPOTPYOOUKH M OJHOBPEMEHHO MHIHOUPYET UX Pa30opKy.
OTO MPUBOAUT K CTAOMIM3AIMH MUKPOTPYOOUEK, YTO B UTOTe MHTMOMPYET MHTOTHUYECKYIO U
UHTEpa3HYI0 aKTUBHOCTH KJIETKH.

dapmakoauaamuyeckue d3PHeKTol

Kaba3urakcen npoaeMOHCTPUPOBAN INUPOKUN CIEKTP IMPOTUBOOIYXOJIEBOH AaKTUBHOCTH B
OTHOLICHHUU TO3JHMX CTAJUM OIyXOJIed 4YeIOBEKa, KCEHOTPAHCILUIAHTUPOBAHHBIX MBIIIAM.
Kaba3urakcen akTHBEH B OTHOILIEHHH YyBCTBUTEIBHBIX K JIOIIETaKcely omyxoiei. Kpome atoro,
Kaba3uTaKces MOoKa3al akKTUBHOCTh B OTHOLIEHUH OIyXOJIEBBIX MOJENEH, HEUYBCTBUTEIbHBIX K
XUMHOTEpANNH, BKJIIOYas JOLETAKCEN.

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

B3pocnvie nayuenmut

OddexTuBHOCTF M 0€30MaCHOCTh Kada3uTakcena B KOMOWHAIMU C TMPEAHU3OJOHOM WIIH
OPEIHU30HOM OBUTM  OIEHEHBl B  PaHAOMHU3UPOBAHHOM  OTKPBITOM  MEXKIYHAPOIHOM
MHOTOIeHTpoBOM HuccienoBanuu I daser  (uccnenosanne EFC6193) y mamueHtoB ¢
METACTaTUYECKUM KaCTPallMOHHO-PE3UCTEHTHBIM paKOM TMpEACTAaTeIbHOU JKeNe3bl, paHee
MOJTYYaBIINX PEKUMbBI XUMUOTEPAITNH, BKIFOYABIIUX JOIIETAKCEI.

[TepBruHOIT KOHEUHOI TOYKOM MCCIeA0BaHUs OblIa 001mas BebkuBaeMocTh (OB).

BropuuHble KOHEUYHBIE TOYKM BKJIIOYAIM BBDKHUBaeMOCTh 0Oe3 mnporpeccupoBanust (BBII),
oTpeeNieMyto Kak BpeMsl OT paHIOMHU3alLUH A0 IPOrPECCUPOBAHUS OMYX0JIH, ONOXUMUYECKOTO
nporpeccupoBanus (1o ypoBHIo npoctar-crenugudeckoro anturera [[ICA]), nporpeccun 601u
WIM CMEPTHU 1O JI000H MpHyYrHE, B 3aBUCHUMOCTH OT TOTO, YTO MPOU3OUIET paHblle, YaCTOTY
otBera omyxonu no kpurepusm RECIST (Tumor Response Rate based on Response Evaluation
Criteria in Solid Tumors), nporpeccuto mo yposHio IICA (ompenensiemyro kak > 25%
yBenuueHue unu > 50% yBenuuenue ypoBHsS I[ICA y mnanueHTOB, HE OTBEYAIOUIMX U
OTBEYAIOIMX Ha Teparuio, COOTBETCTBEHHO), OTBET o ypoBHIO [ICA (CHM)KeHHE KOHIEHTpaluu
IICA B ceiBOpoTKE KpoBU Kak MHHUMYM Ha 50%), mporpeccuto 00 (OIEeHUBAIACh C TTIOMOIIIBIO
mkansl wHTeHcHuBHOCTH Oostn (Present Pain Intensity [PPI]) u3 ompocuuka McGill-Melzack u
aHajpreTudeckoi mkaibl (Analgesic Score [AS]) u oTBEeT B OTHOLICHUH WHTEHCHBHOCTH OOJIH
(ompenensiemMblil Kak CHUKEHHUE B 2 pasa Mo CpaBHEHUIO ¢ 0a30BOM MeamaHow 3HaueHus PPl nmpu
OTCYTCTBHM BoO3pacTaHusi OawioB mo AS, wim yMmeHbmeHueM > 50 % B UCHOJIB30BaHUU
AQHAJIbIETUKOB IO CPaBHEHUIO C MCXOIHBIM CpeAHMM 3HayeHueM Mo mmkane AS 06e3
OJTHOBPEMEHHOT'0 YCUJICHUSI MHTEHCUBHOCTH OOJIH).

B oOmieii cnoxxHocTH 755 manmueHTOB ObUTM paHIOMM3HPOBAHBI JUISL TOJNYYEHHs TEparuu
KaGa3MTAKCENOM B 03¢ 25 MI/M> ILIoma m MOBEPXHOCTH TeJIa BHYTPUBEHHO KaXK[ble 3 HeleIH
B TeueHHe MakcuMyM 10 IUKIOB B KOMOMHAIMK C MPEIHU30JIOHOM WIIU MPEIHU30HOM B J103€
10 mr/cyTKu exeaHeBHO (KOJIMYECTBO MareHToB 378) MM MUTOKCAaHTPOHOM B j03e 12 Mr/m?
BHYTPUBEHHO KaX/ble 3 HEAENU C MPEIHU30JOHOM WM MPEIHU30HOM B no3e 10 Mr BHYTpb
€XETHEBHO (KOJWYECTBO MAIueHTOB 377).

B 3T0 nccnenoBanye BKIIOYAIMCh MAIIMEHTHI CTapie 18 JeT ¢ MeTacTaTu4ecKUM KacTpalluOHHO-
PE3UCTEHTHBIM PAKOM TPEACTATEIbHON JKeNe3bl ¢ H3MEPSIeMbIMH OuYaraMd IO KpPUTEPHUSIM
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RECIST wunu ¢ Heu3MepsAeMbIMH OYaraMu, |HO ¢ ﬂ&b'cm%}kémcﬁE D0

NOSBIICHMEM HOBBIX OYaroB, M C COCTOSHHEM (DYHKIIMOHAJIBHOW AaKTMBHOCTH IallMEHTA IO
ECOG (Eastern Cooperative Oncology Group - 3amagnas Koomnepartuuas OHKOIOrHueckast
rpynna) or 0 nmo 2. B wuccienoBaHMe BKJIHOYAIUCh TOJBKO IALIMEHTHl € KOJUYECTBOM
neiitpoduos > 1500/mm°, TpomGormToB > 100000/MM°, KOHIEHTpaIHsMH reMorTobuHa > 10
r/mn, kpeatuauHa < 1,5 x BI'H (BepxHss rpanuiia HopMsbl), obmiero ounmupyouna < 1 x BI'H,
ACTTOTC < 1,5 BI'H u AJITTIITC < 1,5 BI'H.

[TarueHTsl € yKa3aHUSIMH B aHaMHE3e Ha 3aCTOMHYIO CEpJEYHYI0 HEIOCTaTOYHOCTbh WJIH
nH(papKT MUOKap/a B TEUCHUE MOCIEAHUX 6-TH MECAIIEB WU MAIUEHTHl C HEKOHTPOJIUPYEMBIMU
HApYIICHUSMU CEpJICYHOTO pPUTMa, CTEHOKApAWEH W/WIM apTepHaIbHOM TUIlEpTEeH3ueH B
HCCJIEJOBAaHHUE HE BKIIIOYAIIHCH.

Jemorpaduueckne XapakTEpUCTUKH, BKIIOYas pacoOBYIO MPUHAJIEHKHOCTb, U COCTOSHUE
dyHkronanpHoi aktuBHOcTH o Mmkage ECOG (0 - 2) Obumn cOasiaHCHPOBaHBI MEXKITY
rpynnamu jedeHus. B rpymnmne npenapara Kabasurakcen cpenHuii Bo3pacT MalMeHTOB COCTABUI
68 ner (46-92 roma), a pacmpeneleHHEe IO PacoBOM MpUHAIEKHOCTH OblIo: 83,9 % -
eBporneouibl, 6,9 % - moHrosnounsl, 5,3 % - Herpouasl u 4 % - npyrue pacsl.

Menuana yucna IIUKIOB COCTaBIIsANa 6 UKIOB B TpyIIe KabazuTakcena U 4 1UKIA - B TPYIIE
MUTOKCaHTpoHa. KonnuecTBo manueHToB, NOJYyYUBIINX 3alUIaHUpoBaHHble 10 LUKIOB Tepanuu
cocraBuiio 29,4 % B rpymnne kabasutakcena u 13,5 % - B rpynmne muTokcaHTpoHa. OOmas
BBDKMBAEMOCTh ObUtla 0OoJiee TMPOAOKUTENBHOW B Tpymme Kada3uTakcena, PHUCK CMEPTH
camswics Ha 30% B rpymnme kaba3uTakcela IO CPaBHEHUIO C TPYNIOW MUTOKCAHTPOHA
[oTHOIEHHE prckoB = 0,70, 95 % U (0,59-0,83)] (cm. Tabnuua 1 u Pucynok 1).

Ta6nmuna 1. DdpdexTuBHOCTh KabazuTakcena B ucciaenoBanun EFC6193 npu sedenun
NANMEHTOB € METACTATHYECKHM KACTPAIMOHHO-PE3MCTEHTHHIM PAKOM IMpeacTATeJbLHOM
JKeJie3bl

Kaba3urakcen + MurokcaHTpoH +
npeaHn30/10H n=378 npeaHu3010H n=377

Oﬁlllaﬂ BbI)KHBA€MOCTDb

'Yyc10 manueruToB ¢ JIeTAILHBIMU 234 (61,9%) 279 (74%)
ncxonamu (%)
Meanana BEDKUBAEMOCTH

(Mecsbt) (95% JTH) 15,1 (14,1-16,3) 12,7(11,6-13,7)
Ornourenne prckoB(OP)' (95%
J11)

p-3HAYCHUE <0,0001

'OP ownenuBasioch ¢ wucnoib3oBaHueM Cox-MOAENH; OTHONIEHWE PHUCKOB MEHEE YeM

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

1 cBuzeTENBCTBYET B M0JIB3Y Kaba3uTakcena

18



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 06.12.2023 N= 25676

Pucynok 1. Kpusble o01meii BbIZKHBAEMOCTH Kanan-Viditepa-thceteropamne-EFC6193)

100 1
Murokcantpon
t NPCIAHH30JI0H
90 1 Kabasurakcen
Hlpc_lllll 30/10H
80 4
=
2 70 1
8
2 601
2 501
¥ 40 1
o
é 30 1
=9
=~ 20 1
10 4
0 L T T T T T
0 6 12 18 24 30
YuUciIeHHoCTh
Murokcantpon | 377 300 188 67 11 1
+OPEIHU30JI0H
Kaba3urakcen

+mpenauzonon | 378 321 231 90 28 4

BrenkuBaemMocTs 0€3 MPOrpecCUpoBaHUs B TpylIie Kaba3WTakcella IO CPaBHEHHUIO C TPYIIIOH
MUTOKCAaHTpoHa coctaBmuia 2,8 (2,4-3,0) mecsna npotus 1,4 (1,4-1,7), coorBerctBernHo, OP (95
% 1) 0,74 (0,64 - 0,86), p <0,0001.

YacroTa oTBETa OMYXOJHU B TpyIe kabazutakcena ObUIa TOCTOBEPHO BhIIIe U coctaBuia 14,4 %
(95 % AU: 9,6-19,3) mpotus 4,4 % (95 %JAU: 1,6-7,2) B rpynmne HanyeHTOB, MOJy4aBIINX
TEpanuio MUTOKcaHTpoHOM, p=0,0005.

[IpeumymiecTBo kaba3wrakcena OBLIO MPOJEMOHCTPUPOBAHO B OTHOIICHWHW BTOPHYHBIX
KOHEYHBIX TOYEK, OICHEHHBIX 1Mo m3MeHeHunio ypoBHs [ICA. Menuana mporpeccCHpOBaHHS 10
ypoBaio IICA cocraBmma 6,4 wmecsmeB (95 % JW: 5,1-7,3) nns manueHTOB B TPYyIIe
kabazuTakcena o cpaBHenuio ¢ 3,1 mecsmamu ((95 % AU: 2,2-4,4) B rpynme MUTOKCAaHTPOHA,
OP 0,75 mecsmieB (95 % AN 0,63-0,90), p=0,0010. OtBer B oTHOImeHun ypoBHs [ICA Obut
oTrMeueH y 39,2 % manueHToB B rpymnie kadasutakcena (95 % JAU1): 33,9-44,5) npotus 17,8 % y
MAIMEHTOB B Ipymme MUTOKcanTpoHa (95 % J1U: 13,7-22,0), p=0,0002.

MUTOKCAaHTPOH TIOKa3aH MJig Tepalud TAalUeHTOB C TOPMOHOPE3UCTEHTHIM  pPaKkoM
MPEJICTAaTeIbHOM JKele3bl ¢ OOJEeBBIM CHHAPOMOM. He OBIIO OTMEUEHO CTaTUCTHYCCKH
3HAYUMBIX Pa3InIMid B 00CHUX TpyIIax B OTHOMICHWH MPOTPECCUU OOJHM MM YacTOThI OTBETA B
OTHOIIEHUU YPOBHS OOJIH.

B MHOTrOIIEHTPOBOM MHOTOHAIIMOHAIBHOM PaHJIOMHU3UPOBAHHOM OTKPBITOM HCCIICIOBAHUT
nuzaitna  «non-inferiority» 11l ¢aser  (uccnegoBanme EFC11785) 1200 mamueHToB ¢
METACTaTUYECKUM KaCTPAlMOHHO-PE3UCTCHTHBIM PaKOM TMPEACTATeIbHONW IKENe3bl, paHee
MOJTyYaBIINX XHWMHUOTEPANUIO, COJICPXKAILIYI0 JOIETaKceNd, ObUIM paHJAOMU3UPOBAHBI Ha 2
IPYIIBL Tepamus KabasurakcenoM B 1o3e 25 mr/m® (m=602) mwm B go3e 20 mr/m° (1=598).
[TepBUYHOI KOHEYHOM TOYKOW HCCIIeIOBaHMUs Obli1a 001ast BelkuBaeMocTh (OB).
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UccnenoBanue OOCTUIIO MNEPBUYHOM KOHEYHOM TOqﬁﬂ,':'Ep%%%%rggﬁg%j QE%YIO

>pdeKTHBHOCTS KabasuTakcena B go3e 20 Mr/M° 1O CPaBHEHHIO ¢ 1030H 25 mr/m® (cM.
Tabmuny 2). Yacrora otBera mo IICA Obula CTaTUCTUYECKH JOCTOBEPHO BBINIE B TPYIIE
kaGasurakcena 25 Mr/M® (42,9 %) no cpaBHeHuio ¢ rpymmoii 20 mr/m® (29,5 %), p<0,001. B
rpynme kabGasurtakcena 20 Mr/m® puck mporpeccupoBarus mo IICA GBI CTATHCTHYECKH
JIOCTOBEPHO BBILIE, YEM B IpyNIE MALMEHTOB C J030H 25 mr/m? (OP 1,195; 95 % AU: 1,025-
1,393). CratucTuyecku IOCTOBEPHOTO Pa3JIMUUs MEXKIY TpyIIaM CpaBHEHUS B OTHOIICHHUH
JpYyruX BTOPUYHBIX KOHEYHBIX TOYEK OTMEUYEeHO He ObUI0  (BBDKHMBaEeMOCTh  0e3
IIPOTrpecCUpOBaHMs, OTBET OIYXOJIHU U OTBET B OTHOLIEHUU OOJIH, POrPECCHs OIyX0iu 1 Ooinu, 4
NOJKATerOpuu (YHKIMOHAJIBHONH OIIEHKH MPOTHUBOOIYXOJIEBOH Tepamuy MpeacTaTeIbHON
xene3bl (FACT-P)).

Ta6auna 2. O6mas BbIKHBaeMOCTh B ucciaenoanun EFC11785 B rpynne ka6a3urakcesia
25 mMr/m” 1o CPaBHEHMIO ¢ rpynmnoi kadasurakcenaa 20 Mr/m°.

Ka6a3u20+ IT1 (n=598) Ka6a3u25+ I1 (n=602)
O01Ias BbIKHBAEMOCTD
Ciyan emeptu, n (%) 497 (83,1 %) 501 (83,2 %)
Menuana OB (95 % 1) (mecsitibr) 13,4 (12,19 - 14,88) 14,5 (13,47-15,28)
OTHOLIEHHE PUCKOB"
npotuB Kabazn25+ I1 1,024 -
1-croponnuii 98,89 % UCI 1,184 -
1-croponnuit 95 % LCI 0,922 -

Kaba3u20 = xabasurtakcen 20 MF/MZ, Kaba3u 25 = kaba3urtakcen 25 MF/MZ, [T = npcauuzonon/
npenam3oH, JIM = nosepurenbHblii wHTepBan, LCl = HmxHIS Tpanuma TOBEpUTEITHHOTO
uaTepBana, UCI = BepxHsis rpaHuIia JOBEpUTEIBHOTO HHTepBaia, OB - 00mas BBDKHBaeMOCTb.

* - OTHOLIIEHHE PUCKOB OLIEHUBAIOCH ¢ ucnoib3oBanueM Cox Propotional Hazard model.
CootHomenne < | ykas3piBaeT Ha MEHBIIUK PUCK B rpymme kKabazuTakcena B no3e 20 Mr/M° 110
CpPaBHEHHIO C J1030H 25 mr/m®.

HccnenoBanune EFC 11785 nokazano myumuit npoduibs 6e30MacHOCTH y Kaba3uTakcesna B 103€
20 mr/M%.  Tlpodumb GesomacHocTH KabasuTakcena 25 Mr/M°, HaGIIOZaBLIMHACS B 9TOM
UCCIICIOBAaHNH, OBLT KOJIMYECTBEHHO M KadeCTBEHHO CXOX ¢ mnpoduiem Oe30MacHOCTH,
HaOmromaBmemcss B uccienoBanun EFC6193. Mennana konmdecTBa KypCOB —Teparuu
Ka0a3uTaKceIoM MalKueHToB B rpymnme 20 Mr/mM? cocraBmna 6 KypcoB (MequaHa JJTUTEIbHOCTH
Tepanuy - 18 Helenk), B TO BpeMs KaK MEIWAHA TEpalud B rpymme 25 mr/m” - 7 LUKIOB
(MeauaHa JUIMTENbHOCTH Tepanmuu - 21 Henens). B rpynme kabasutakcena 25 mr/m? y 128
nanuenToB (21,5 %) mo3a jgekapcTBEHHOTO MpenapaTa Oblia cHKeHa ¢ 25 mo 20 mr/m?, y 19
narueHToB (3,2 %) no3a kabazurakcena cHmwkeHa ¢ 20 go 15 mr/m? 1 y 1 mauuenta (0,2 %) noza
JIEKapCTBEHHOTO MpernapaTa Oblia CHIkeHa ¢ 15 g0 12 mr/m% B rpymie kabasurakcena 20 Mr/M°
y 58 mauuenTos (10,0 %) no3a Obuia cHmkeHa ¢ 20 1o 15 Mr/M? 1 y 9 mauuentoB (1,6 %) c 15 no
12 mr/m?. Bee HekenaTelbHbIE peakmuu 000 CTENeHu TSKECTH ¢ dactoTor Ooyee 10 %
OTMEUAIUCh Yallle y MAlMEeHTOB, MOJY4YaBIIUX 25 Mr/M%, dem y TMAalMEHTOB, mojy4aBmux 20

20



COOTBETCTBYET 3JKCNEPTHOMY OTYETY
~ ot06.12 2023 N= 25676
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npotuB 24,7 %), remarypus (20,8 % mnporus 14,1 %), acrenus (19,7 % mporus 15,3 %),
noHwxkeHHbIN anmnerut (18,5 % npotus 13,1 %), pota (18,2 % npotus 14,5 %), 3anop (18,0 %
npotus 17,6 %), 6omnp B criune (13,9 % npotus 11,0 %), xkmuanyeckas neitponenus (10,9 %
npotus 3,1 %), undexnus mouyebiBomsammx myrei (10,8 % mpotus 6,9 %), nepudepuueckas
ceHcopHas Hedpomnatus (10,6 % mnpotuB 6,6 %) u agucreszus (10,6 % nporus 7,1 %).
HexenarenbHple peakiud CO CTEMEHBIO TsDKECTH > 3 ¢ 4acToTOoH Oosbine 5 % HabmoIaIuch
TOJBKO y MAlMEHTOB, MOJYyYaBIIUX 03y 25 Mr/M%: KIMHAYecKas Heiitponenus (9,6 % npu 25
Mr/m? npotuB 2,4 % npu 20 MF/MZ) u ¢ebpunbHas Herrpornenus (9,2 % mpu 25 mr/m? IIPOTHUB
2,1 % npu 20 mr/m?). Coraco 71a00paTOPHBIM JAHHBIM MEHbBIIEE KOJUYECTBO HapyLICHUN
reMaToJIOTHYECKUX IOKa3aTeleld OTMEYaloch y MAlMeHTOB, MOJy4YaBIIUX Kabasurakcen 20
MI/M?, TI0 CPABHEHHIO C TIALMEHTAMH, TIOTy4aBuIix 25 mr/m?: 73,3 % mpu 25 mr/m? npotus 41,8
% mpu 20 Mr/m? UL HSHTPOIICHHH > 3 CTENeHH TsiKecTH, 13,7 % mpotuB 9,9 % COOTBETCTBEHHO
JUIS aHEMUU > 3 cTeneHu TsokecTH, 4,2 % npotuB 2,6 % COOTBETCTBEHHO JJII TPOMOOIIUTONICHUN
> 3 cTeleHu TSHKECTH.

Iemu

KaGa3urakcen oneHuBaics B MHOTOIIEGHTPOBOM OTKPBITOM HCCIIEJOBAaHUH, TIPOBOJUMOM B JIBYX
dazax (m1=39). B 1 d¢a3e Obuia momoOpaHa MakcMMaabHO TmepeHocumas 1go03a (MTD)
Kabasutakcena y jaereil (B Boszpacre 4-18 jer) ¢ penUIMBUPYIOIIMMHU WM pedparTepHBIMU
COJIMJIHBIMU OITyXOJISIMH Ha OCHOBaHHU Jo3oiuMuTHpytomeii Tokcuanoctu (DLTS). Bo 2 da3ze
UCClIeIOBaHMsl ObUla OIIEHEHAa aKTMBHOCTh M 0O€30MacHOCTh NpPUMEHEHHs Kaba3uTakcena B
MaKCHUMaJbHO MEPeHOCHUMOM 103e y nered (B Bo3pacTe 3-16 5eT) ¢ peuuauBHpYIOIIEH WU
pedpakTepHOi TIMOMON BBICOKOH CTENEHU 3JI0KauYeCTBEHHOCTH WM ¢ auddy3HON rinmomoi
MOCTa TOJIOBHOTO Mo3ra. IlepBUYHBIMH KOHEUYHBIMU TOUYKaMH 2 (ha3bl MCCIEOBAHUS SBISUINCH
olpeieIeHNe YacTOThl OObEKTUBHBIX OTBETOB U JUIMTEIBHOCTH OTBETA.

Bce mamuments nmonmywanu mnpodunaktuky ['-KC®. B 1 ¢aze uccnenoBanus 23 mnarnueHra
TMONyYrIN KaGasuTakced B 103ax ot 20 Mr/m® 0 35 Mr/m?. MakCHMAIbHO IIEpeHOCHMAs 103a
cocraBria 30 mr/m>.

Bo 2 da3e wuccnenoBanus 16 manveHTOB MONy4YwiIn kabaszutakcen B no3ze 30 Mr/m2.
D¢ dekTUBHOCTH Tepanuu Obuia oreHeHa y 11 mamuenToB. Y nanueHToB ¢ AuGdY3HON TIIMOMON
MOCTa TOJIOBHOTO MO3Ta U TJIMOMOW BBICOKOW CTETEHH 3JI0KaYeCTBEHHOCTH HE OBIJIO OTMEYEHO
00BEKTHBHBIX OTBETOB Ha TEPAIHIO.

CaMbIMU 4acTBIMU HEXeNlaTebHBIMU PEAKIUAMU JI000H CTEeTeH! TSHKECTH, BOSHUKAIOIIUMH Ha
done neuenus (> 25 %) 6 cnabocth (39,1 %), TonoBHAs 0OIb, TUApEs, TOIMTHOTA (B IEIOM
34,8 %), prota (30,4 %) u 3amop (26,1 %) B 1 daze uccnenosanus; quapes (43,8 %), nucharus
(37,5 %), Tomnota (31,3 %), pBoTa u rosoBHas 60osb (00e y 25,0 %) y marueHToB BO 2 daze
HCCJIETOBAHMUS.

Cepbe3Hble HEXeNaTeIbHBIC PEaKIIuy, OTMEUaBIHEecs 0ojiee ueM y 2 MalueHTOoB B JII000H (haze
UCCIIeIOBaHMs, BKJIIOYaIu B cebs: B 1-ii daze - (eOpuibHas HEUTpONEHUs Yy 5 MalMeHTOB
(21,7%) m Bo 2-ii daze - QeOpunbHas HEUTPONEHHs, aHApHIAKTUYECKas peakuus u
nporpeccupoBanue 3aboseBanus y 3 nanuentos (18,8 %).

5.2. apmMaKkoKHHeTHYeCKHEe CBOHCTBA

[TomynsiuoHHbI aHanmu3 (apMaKOKMHETHMYECKUX IOKa3zaTejaed MpOBOAMIICS Y MAIMEHTOB C
MECTHO-PACIIPOCTPAHEHHBIMU COJMAHBIMU OITYXOJISIMH, METAaCTaTHUECKUM pPaKkoOM MOJIOYHOM
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Kabasutakcen B auamnasone 103 10-30 mMr/m° ruomaayn MmoBEepXHOCTH Tella €KEHENENbHO HITN
KaXK7ble 3 HEelu.

AOGcopOuus

[Tocne omHOYacoBOi BHYTpHUBEHHOW WH(MY3um Kaba3uTakcenaa B jgo3e 25 MI/M? IO U
MOBEPXHOCTU TeJla Yy MallMeHTOB C METacCTaTUYECKUM paKOM MPEACTAaTeIbHON >KeJe3bl
MakcHUMaibHas KoHIeHTpauus (Cmax) kaba3urakcena B IUIa3Me KPOBU JOCTUTAlIach K KOHILY
onHoyacoBoil uHGy3un (Tmax), cpeanee 3nauenue Cmax cocravimsuio 226 ur/miu. Cpennee
3HAYCHHUE IUIOHIAMU MO (apMaKOKHHETHYECKON KpHBOU «KOHIEeHTparus-Bpems» (AUC)
cocTaBisio 991 Hr * y/MII.

Y mMmanMeHToB € MECTHO-PACHpPOCTPAHEHHBIMH CONUIHBIMU OIYXOJIIMU HE HaOI01a1n0Cch
OOJIBIIIUX OTKJIOHCHHWH B JIO30MPONOPIMOHATBPHOCTH KOHIIGHTpAIui Kaba3uTakcella B IJIa3Me
KpOBH B auarna3one 103 10-30 Mr/M? IJTIONIA M TTOBEPXHOCTH Tea.

Pacupenenenue

O6beM pactipeziesienusi B paBHoBecHOM cocTosiHuu (Vss) coctaBimsut 4870 1 (2640 WM st
MalMEHTOB ¢ MEIMaHOM TUIOIIAIN MTOBEPXHOCTH TeJla, cocTapistomieit 1,84 M2).

In vitro ces3p kabasuTakcena ¢ 4eJI0BEYECKHMMH CHIBOPOTOYHBIMH OeIKaMu cocTaBisiia 89-92 %
u Obuta HeHacwlmaeMod A0 KoHmeHtpamuu 50000 wr/mu, kotopas mnpesbimaer Cmax,
HAOMIOZABIIYIOCS TP  KIMHWYECKOM TpUMEHEeHUH Tmpemnaparta. Kabaszurakcen, TIaBHBIM
00pa3oM, CBSI3BIBAETCSI C CHIBOPOTOUYHBIM anbOymuHoM (82,0 %) u nunomnporennamu (87,9 %
JUISL JIATIOTIPOTEMHOB BBICOKOM TUIOTHOCTH; 69,8 % isi TUMONPOTENHOB HU3KOM IUIOTHOCTH U
55,8 % s TUMONPOTEMHOB OYEHb HHU3KOW IUIOTHOCTH). IN VItr0 B yemoBedeckoi KpoOBH
COOTHOUIEHUE KOHLEHTpAlMd B KPOBM M KOHIIEHTPALlMM B IUIa3M€ KPOBU HAaXOAUTCS B
nuanasoHe 0,90 - 0,99, yTo yka3bIBaeT Ha OJJUHAKOBOE paclpeielieHne Kaba3uTakcena B KpOBU U
J1a3Me KpOBH.

HccnenoBanus, MpoBeACHHBIE HA KUBOTHBIX, IMOKa3ald, YTO Kaba3UTaKceNl U ero MEeTaOONUTHI
AKCKPETHPYIOTCS B TPYAHOE MOJIOKO, a Kaba3uTaKceN TakKe MPOHUKAET uepe3 IuTarleHTapHbBIN
Gapbep.

Merabonusm

Kaba3urakcen MHTEHCHMBHO MeTaOonusupyercs B meueHH (=95 %), rimaBHbIM o0Opa3oM, ¢
nomortsio  u3odepmentoB moacemerictea CYP3A (80 - 90 %). Kabasurakcenm sBisteTcst
OCHOBHBIM COEJIMHEHUEM, IUPKYIUPYIONMM B Tuta3Me KpoBH. [loMrMO HEro, B Tu1a3mMe KpOBH
ObLI0 UACHTU(PUIIMPOBAHO / METAaOOIUTOB (BKJOYas 3 aKTUBHBIX MeTaboiIHTa, 00pa3yromuxcs
B pesynprare O-nemernimpoBanusi). KoHmeHTpamuss B IUia3Me KpPOBH TJABHOTO M3 AITHX
METa0OJIUTOB cocTaBisgeT 5 % OT KOHIEHTpPAUMUd B IUIa3ME€ KpPOBH HEHW3MEHEHHOIO
kabasutakcena. Okono 20 MeTaboaUTOB Kaba3uTakcena BEIBOAITCS C MOYOH U KajIoM.

[To manHBIM HccieOBaHUE IN VItrO MOTEHIMATBHBIA PUCK MHTHOMPOBAHUS KaOa3MTaKCEIOM
MIEYEHOYHOT0 MeTabon3Ma B KJIMHUYECKH 3HAYMMBIX KOHIICHTPAIHUAX BO3MOXKEH B OTHOIICHUHU
mpenaparoB, KOTOpbIe, TJIABHBIM  00pa3oM, SBJISIOTCS  cyOcTparamMu  M30(epPMEHTOB
noacemeiictea CYP3A. OpHako  OTCYyrcTByeT  KakOW-TMOO — MOTEHIMATBHBIA  PHUCK
WHTUOMPOBaHMS MeTa0oJM3Ma TIPErapaToB, KOTOPBIE SBISIOTCSA CyOCTpaTamMu JIPyTruX
usodepmentros CYP (CYPL1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2EL1 u CYP2D6).
Taxke iIn vitro kaGasurakcen ©He wuHaynupyer wu3opepmentr CYP2C9 u wusodepmeHTHI
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nosicemeiicrea CYPLA u CYP3A, (MOCHELOBATENBHOCTL 0008)

HccnenoBanus o B3aWMOJCHCTBUIO, TIPOBECHHBIE y YEJIOBEKa, IMOKa3alH, YTO Kaba3uTaKcel
(BBOIMMBIM B BHJE OJIHOYACOBOW BHYTpPHBEHHOW wuH(Y3um B go3e 25 Mr/vM°  TUIomaH
MOBEPXHOCTH TeJa) HE W3MEHsUI IUIa3MEHHBIX KOHLEHTpPAIMi MUAa30J1aMa, STaJIOHHOTO
cyoctpara uszodpepmentoB nojacemerictea CYP3A. Takum oOpa3om, In ViVO kaba3uTakces He
uHruoupyet n3zohepmenTsl nmojacemericrea CYP3A.

CwibHBIC HHAYKTOPBI HJIM HHTHOUTOPHI n30¢epmeHToB nojacemeiicta CYP3A MoryT U3MEHSATh
IIa3MEHHbIE KOHIIEHTpaluu Kaba3uTakcena B MJia3Me KPOBHU, TaK Kak Kaba3uTakcel B OCHOBHOM
MeTaboIM3upyeTCcs ¢ MoMoIbio n3odepmenToB nojacemeiictea CYP3A.

[Ipenuu3onoH, npuHHMaeMbiii B go03e 10 wmr/cytku, He wu3MeHseT (apMaKOKUHETUKY
Kaba3uTaKcena.

In vitro kabasurtakcenr HE HMHrHOMpYeT O€JIKH MHOXXECTBEHHOH pPE3UCTEHTHOCTH K
xumuorepanetuueckum npernaparam (MRP1 u MRP2) wiu TpaHcmopTep OpraHHYeCKHX
katroHoB (OCT1). Kaba3urakcen unruoupyer tpancnopt P-rimkonpotenna (P-gp) (auroxcu,
BUHONACTHH), OEJIKOB PE3UCTEHTHOCTH K XHWMHOTEpPAaneBTUYECKHM IpernaparaM IpU pake
mosnounoir  xkene3bl  (BCRP)  (MerorpekcaT) W MONMICNTHAOB, TPaHCIOPTHPYIOIIAX
oprannueckue aHuoHol (OATP1B3) (xonemucrokunun - CCKS8), B KOHIEHTpanusx, Kak
MUHUMYM, B 15 pa3 mpeBHIIAIONINX KOHIIEHTPAIIMU, HAaOII0JaeMble B KIIMHUYCCKUX YCIIOBUSAX, a
takke uHruoupyer tpancnopt OATPIBI (sctpaamoin-17p-ToioKypoHH) B KOHIIEHTPALUSX,
TOJILKO B 5 pa3 MpeBBIIAIONINX HaOIr0gaeMble B KIMHUYECKHX ycioBusix. [lostomy B mosze 25
MI/M? TLIOMIA/IM TIOBEPXHOCTH TeJa PHCK B3aHMOJICHCTBHS KabasuTakcena in Vivo ¢ cyGeTpaTamu
MRP, OCTI, P- gp, BCRP u OATP1B3 manoBepositeH. Puck B3aumoieiicTBusi kabazurakcena ¢
tparcnoprepom OATPIB1 Bo3MoOkeH, B 0OCOOEHHOCTH, BO BpeMsi IPOBEACHUSI BHYTPHUBEHHOMN
uHdy3uu (1 1) u 7o 20 MuH nocine okoH4YaHus MHQY3uu (cM. paszaen 4.5).

Brisenienne

[Tocne ogHOYAaCOBOM BHYTPUBEHHON MHGY3UU [YC]-kabasurakcena (Me4eHoro pagruon30TONOM
kaba3uTakcena) B jo3e 25 MI/M TUIOLIA K MOBEPXHOCTU TENA Y OHKOJOTMYECKHUX MMalUEeHTOB
npubnu3utenbHo 80 % BBEIEHHOM 103bI BHIBOAMUTCSA B TEUEHHE ABYX Henenb. Kabaszurtakcedn,
TJIaBHBIM 00pa3oM, BBIBOAMTCS M3 OpraHM3Ma uepe3 KHUIIEYHMK (C KajioM) B BHUIE
MHOTOUHCICHHBIX MeTabonuToB (76 % m03bI); B TO BpeMs KakK MOYeuHas JKCKPEIUs
kaba3uTakcena W €ro MeTradoJMTOB cocTaBisieT MeHee 4 % oT BBemeHHou 10361 (2,3 %
BBEJICHHOMW JI03bI BRIBOJIUTCS C MOYOM B HEU3MEHEHHOM BHUJIE).

Kaba3uTtakcen mmeeT BBICOKHI MIa3MEHHBIN KJIMpEHC, cocTaBisronuii 48,5 n/4 (26,44 n/a/m?
TJTOMIAAN MOBEPXHOCTH TEJa Y MAMEHTOB C MEIMAHOW TTONIaAN MOBEpXHOCTH Tena 1,84 MZ), u
JUTUTENbHBINA MIEPUO/I MTOTYBBIBEICHUS, COCTABISIOMHUMA 95 u.

Oco0ble TPVIIILI TAIUEHTOB

Tayuenmuor noxcunozo eospacma
[Tpu nonynauroHHOM aHanu3e (papMaKOKMHETUYECKUX JIaHHBIX MallMEHTOB B Bo3pacTe 65 JeT u
cTapiie He HaOII0JaI0Ch KaKOTO-T1M00 BIUSHUS BO3pacTa Ha (DapMaKOKHHETHKY Kaba3uTakcesa.

Ileuenounas nedocmamounocms

Kaba3urakcesn BRIBOIUTCS U3 OpraHW3Ma B OCHOBHOM ITyTE€M TIEYCHOYHOTO METa00IM3Ma.
[TeyeHouHast HEIOCTATOYHOCTD JIETKOM (0OIIHI OMIMPyOrH ChIBOpOTKH KpoBu >1 1 < 1,5 x BI'H
wi ACT [acnapratramuHoTpaHcgepasa] ceiBOpoTkd kpoBH > 1,5 x BI'H) u cpenneit (o6mmuit
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Ommupyoun > 1,5 uw <3,0 x BI'H) crefienu ThkeeTr = e DokastiBana - B Hds ) Ha

(dapMaKOKMHETHKY Kaba3uTakcena y NallieHTOB B CIEIMAIbHOM HCCIEIOBAaHUU. Y TAIMEHTOB C
NEUYCHOYHON HEIOCTaTOYHOCTBhIO TsDKENOM creneHu (oOmmii Ownmmpyoun > 3,0 x BI'H)
HaAOJII0JIAJIOCh CHIDKEHUE KiMpeHca KabasuTakcena Ha 39 %, 4yTO yKa3blBaeT Ha BIMSHHE
TSDKEJION CTETIeHH NeYSHOYHOW HEI0CTaTOYHOCTH Ha (JapMaKOKHMHETUKY Iperapara.

Iloueunasn nedocmamoynocmy

Kabasurakcen He3HAUUTEIHHO BEIBOIUTCS TToukamMu (2,3 % OT 1103b1).

[TonynanroHHBIN (papMaKOKMHETHYECKUI aHaIW3, TPOBEICHHBINA 10 JaHHBIM 170 marueHToB, B
COCTaBe KOTOPBIX OBUIO 59 NaIMeHTOB C MOYEYHOH HEAOCTATOYHOCTHIO JIETKOH CTENeHH
TsbKkecTH (kimpeHce kpeatnauHa 50-80 Mi/MUH) U 14 AIMEHTOB ¢ MOYEYHON HEIOCTATOYHOCTHIO
cpenHel creneHu TspkecTd (kiupeHc kpeaTuHuHa 30-50 MuI/MHMH) MOKaszall, 4TO MOYeYHAast
HEJOCTAaTOYHOCTH JIETKOM U CpeHel CTENEeHH TSKECTH HE OKa3bIBajla CYIIECTBEHHOTO BIIUSHUS
Ha (apMaKOKWMHETHKY Kaba3uTakcena. OTO  ObUIO  TOATBEPXKICHO  CPaBHUTEIHHBIM
UCCIICIOBAaHHEM (PAPMAKOKHHETUKH Yy TAIUEHTOB C COJHMIHBIMH OIYXOJISIMH C HOPMAaJIbHOM
¢GyHkimein noyek (8 marMeHTOB), MAIMEHTOB C MOYCYHON HEIOCTATOUYHOCTHIO CPEIHEH CTEIICHU
TsKeCTH (8 MalMEeHTOB) M MALMEHTOB C MOYEYHOM HEJOCTATOYHOCTHIO TsKeNoi creneHu (9
MAIMEHTOB), KOTOPbIE MOJIyYaal JeueHne Kaba3uTaKCelIoM B BHJIE€ BHYTPUBEHHOW MH(Y3UHU B
p03¢ 10 25 Mr/m® momamu MOBEPXHOCTU Tena. B wuccrienoBanuu OBUIO JBa MAlMEHTa C
KJIIMPEHCOM KpeatnuHuHa < 15 mu/mun/1,73 M° (8 mur/mun/1,73 M® u 14 wm/mun/1,73 MZ).
CrnepnoBarenbHO, UMEIOTCS] OTPaHUYCHHBIE TaHHbIE O IPUMEHEHUHU Kaba3uTakcena y MalueHTOB C
TEPMUHAJIBHOM  CTAJME€W  TNOYEYHOM  HEAOCTAaTOYHOCTH.  Pe3ynbTarsl  HMCCIEIOBaHUA
(dbapMakOKMHETUKH M 0€30MacHOCTH Kaba3uTakcena Ha 8 marMeHTaxX MoKa3aiu, YTO TshKelas
MoveyHass HEJIOCTATOYHOCTh HE OKa3blBaJla 3HAYMTEIBHOTO BIIMSAHHS Ha (PApMaKOKUHETUKY H
0e30MmacHOCTh Kaba3uTakcena.

Dapmaxokunemuyeckoe 63aumMooeticmsue ¢ OpyeuMu 1eKapcmeeHHbIMU CPeocmeamu
Kaba3uTtakcen, riaBHBIM 00pa3oMm, MeETaOOIM3UPYETCSI C TOMOIBI  H30(EPMEHTOB
noacemerictea CYP3A.

KypcoBoii mnpuem ketokonHazoma (400 mr nBa pa3a B CYTKH), CHIBHOTO HWHTHOUTOpa
nzodepmenToB nojacemeiictea CYP3A, npuBoIu K YMEHbIICHUIO KIMpEHca Kaba3uTakcena Ha
20 % c cootBercTBytomuM yBenuueHueMm ero AUC wHa 25 %. OpgHOBpeMeHHOE NMpUMEHEHUe
amnpenuTanTa, yMepeHHoro MHruoutopa uzodepmenton nojcemerictea CYP3A, He oka3biBajio
s dexTa Ha KIUPEHC U CUCTEMHYIO IKCITO3HITNIO Kaba3uTakcena.

KypcoBoii npuem pudamnuna (600 Mr onuH pa3 B CyTKH), CUIIBHOTO UHAYKTOpa U30()epMEHTOB
nojacemeiictea CYP3A, nmpuBOIvI K yBeTUYCHHIO KiuMpeHca Ha 21 % W COOTBETCTBYIOIIEMY
ymenbiennto AUC Ha 17 %.

5.3. laHHbIe JOKJIMHUYECKOI 0e30MacHOCTH

O011as1 TOKCUYHOCTD

Bnusuue na neuenw

['mneprinasust  JKEMYHBIX  MPOTOKOB, apTEpUANIbHBIN/TIEpUAPTEPHATBHBIA  HEKpO3  W/HIN
TemaToNeIUTIONSPHBIA HEKpOo3 HaOMIoJaMch y co0ak TMOcCie OJHOKPATHOTO BBEACHHS O3B
(0,25 mr/kr [5 Mr/Mz]), 5-mueBHoro BBeneHuu (0,2 mr/kr [4 MF/MZ]) U €XEHENEIILHOTO BBEIECHUS
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(0,325 wr/xr [6,5 MF/Mz]). Y xpeic Ha0On onanacn':%;ﬂgl;l%iTg%Uk:CII}H‘I&@H‘)% u

JiereHepalyst/pereHeparus KeITuyHbIX MPOTOKOB B MEYEHU NPU BO3ACUCTBHH Kaba3zuTakcena B
. . o 2

HAUBBICIIEH JIETAIBHON N103e, cocTaBisromeld 10 mr/kr (60 Mr/M”), B UCCIeIOBAaHUM HA KPbICAX

IPOJODKUTENBHOCTHIO 10 IUKIIOB Tepanuu.

HelipoTOKCHYHOCTH

V wmbieit uepe3 10 uau 20 Hexenb mocie 0JHOKPATHOTO BBEICHHS HAOIIOIaIach HeoOpaTumast
nepudepuyeckas HEHPOTOKCUYHOCTh, THCTOJOTMYECKH XapaKTepU3YIoLIascs JAereHeparuei
CETAJTMIIHBIX HEPBOB M KOPEIIKOB MOSCHHYHO-KPECTLOBBIX HEpBOB. Jl03a, MpU KOTOPOH He
Habroanock Hebmaronpustasx sddexros (NOEL), cocrapmsima 15 mr/xr (45 mr/m?) mocie
OJTHOKPATHOTO BHYTPUBEHHOTO BBEICHUS B TeueHHE | daca.

Y  Mblmei  oTMevanach  IGHTpalibHash  HEHPOTOKCHUYHOCTh,  THCTOINATOJOTHYECKU
XapaKTEPU3YIOIIAsACS HEKPO30M W/WIIM BaKyoJH3alMeldd HEHPOHOB B TOJIOBHOM MO3TE,
AKCOHAJIBHBIM OTEKOM H JICTCHEpaluel MICHHOTO OT/IeNia CIIMHHOTO MO3ra, MOCje OJTHOKPATHOM
OJIHOYACOBOW BHYTPUBEHHOW MHQY3UH B 03¢ 15 Mr/kr (45 MF/MZ), CUHUTAIOLIEHCS TOCTaTOYHON
JUISl TIPEBBILICHUS] MaKCUMAJIbHOM IKCIIO3UIIMU Tpernapara y uenoBeka. Jlo3a, mpu KOTOpOW He
Habmonanocs Hebuaronpustheix dhdexkro (NOEL), cocramsma 10 wmr/kr (30 mr/m)
(mpubnu3uTenbHO 7-kpatHoe npesbiieHne AUC y maiueHToB ¢ pakoM IpPU HCHOJIb30BAaHHU B
PEKOMEHIOBAaHHOH y YEIIOBEKa J103€) TOCIIe OJHOKPATHOTO BHYTPUBEHHOTO BBEJICHHUS B TCUCHUE
1 yaca.

HaDVHIeHI/Iﬂ CO CTOPOHBHI I'JIa3

CyOKkarncynpHBIN OTEK/IereHepaiusi BOJIOKOH XpycTaliuka Habmonancst y Kpeic B TeueHue 10-
[IUKIIOBOTO HCCIEAOBAaHUA MO TOKCHYHOCTH B no3ax 10-20 wr/kr (60-120 MF/MZ)
(mpubau3uTenbHO 2-KpaTtHoe mnpeBbiieHne AUC y ManueHToB ¢ pakoM MpU HCMOJIb30BaHUU
npenapata B pEeKOMEHIOBaHHBIX Yy uesjoBeka ja03ax). Jlo3za, mpu KoTopoil He HalIr01anoch
HeOmaronpustHeix dpdekroB (NOEL) Ha xpycramuk, coctaBmsuia 5 wMr/kr (30 MF/MZ)
(mpubamsurenbHo AUC y manueHToB ¢ pakoM B PEKOMEHJOBAHHBIX Y YellOBeKa J103ax). DTH
3¢ ¢deKThl ObUIM HEOOPaTUMBIMU Yepe3 8 HEeb.

O1eHKA pUCKA JJISI OKPYKAFOIICH CPEabl

Pe3ynbTaThl OlleHKH pUCKa Ha OKPYXAIOMIYI0 cpeny mokaszanu, uro Kabaszurtakcen He obnamaer
KaKUM-TTH00 3HAYMMBIM BO3JICHCTBHEM Ha OKPYKAIOMIYIO cpeny (cM. pazzaen 6.6).

KanneporeHnoctb

I[JII/ITCJ'IBHBIC HCCIICAOBaHUA Ha JKHUBOTHBIX JJII OLOCHKHW KaHIOCPOTCHHOI'0 IIOTCHIIMAJIA
Ka0a3HuTaKcela He MMpOBOAUIINCE.

MyTareHHocThb

BakTepuanpHbli  TeCT o0O0paTMMOil MyTareHHOCTH (TecT DOiiMca) ans kabasurTakcena
OTPHULATEIIbHBIN.

I'eHOTOKCHYHOCTD

Jlnst kaba3uTakcesla He OTMEYEHO KIIACTOTCHHOCTH B IN Vitro tecte ¢ muMQonnuTaMu denoBeka
(kaba3zuTakcen HE HMHIYLUPOBANI CTPYKTYPHBIX XPOMOCOMHBIX aleppamuii, HO yBEIHMYHBAI
KOJIMYECTBO MOJIHMIUIOMIHBIX KJIETOK) U MHAYLUPOBAJ yBEIHYCHUE MUKpOsEp IN VIVO y KpbIC B
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mozax > 0,5 mr/kr. OgHako, 5TH JaHHEIE MO rmo‘i@%M@%@&g :M%;gﬁil/lSM)

npucymu (GapMaKoJIOTHIECKOW aKTUBHOCTH COCOUHCHHS (MHTUOMPOBAHUS JIEMOTUMEPH3AINH
TyOy/uHa).
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TepaToreHHOCTH

JlokiMHUYecKue MCCle0BaHUs Ha KpbIcaX M KPOJIMKaxX MOKa3ajiH, 4yTo Kaba3zuTakcen o0jaaaer
IMOPHOTOKCUYECKHM, (PETOTOKCUYECKUM M abOpTUPYIOMMM jaelcTBHeM. Korga camkam KphIC C
6 nmo 17 neHp recrauMy BHYTPUBEHHO BBOJAMIM Kaba3zuTakcen | pa3 B cyTku, Habiarojanach
sMOprodeTanbHasi TOKCHYHOCTh IPU MEHBIIEH CHCTEeMHOM SKCHO3MIMH, YeM Ha0IltoJaeMoil y
Jro/ied, TOJMYYaBIIMX KIMHWYECKH 3HAUYMMBIE J03bl Kaba3WTakcena, W MpOsBISIACh B BHIE
rubeny 1IoJa U CHHKEHUH CPEeHEro Beca SMOPHOHOB, CBA3AHHOIO C 3aJePKKOM occH(PHUKAIIUN
ckenera. KabGasutakcen He BBI3BIBAJ AHOMAJIUW Pa3BUTUS IJI0JIAa Yy KPBIC M KPOJHKOB.
Kaba3urakcen npoHuKan yepes MialeHTapHblid 0apbep y KpbIC.

ITocne oAHOKPATHOTO BHYTPUBEHHOTO BBEACHUS [14C]-I<a6a3I/ITaKcena B no3e 0,08 mr/ kr camkam
KpBIC B [IEPHO/] JaKTal[MM B MATEPUHCKOM MOJIOKE B Te€ueHUe 24 4acoB 0OHApYKHUBAJIOCh MEHEE
1,5 % BBenEeHHOI O3

Hapymenus d)eDTI/IJ'IbHOCTI/I

Kaba3utakcen He BIHsIET Ha CIIOCOOHOCTD K CIIAPUBAaHUIO WK (PEPTUIILHOCTH TOJTYYaBIINX €T0 B
no3ax 0,05, 0,1 u 0,2 Mr/kr/cyTku camiioB Kpbic. OHAKO BO MHOTOIIMKJIOBBIX UCCIICIOBAHHSIX Ha
KpbICax, MOJTYYaBIINX BHYTPUBEHHO Ka0a3uTaKCeN B J103€¢ 5 MI/KT, HAOIIOJAINCH JIETCHEepaIus
CEMCHHBIX ITy3BIPHKOB M aTPOUsi CEMEHHBIX KaHAJBIIEB, a Y CO0AK, MOMyJaBIINX KaOa3uTaKce
B no3¢ 0,5 Mr/kr - MUHUMaIbHAs TECTUKYISApHAs JAereHepanus (MUHUMAIBHBIA HEKPO3
OJIMHOYHBIX JSIUTEIHAIBHBIX KIETOK B snumuauMuce). CUcTeMHas SKCIO3UIUS Y KHUBOTHBIX
OblTa TOMOOHON WM OoJiee HU3KOW, uYeM TakoBas, HAOJIOJaBIIAsCS Yy 4YeJIOBEKa, MpH
MPUMEHEHUN KIIMHUYECKH 3HAUMMBIX 03 Kaba3uTakcena.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Hepeqeﬂb BCIIOMOraTeJbHbIX BEIIECCTB

DTaHOJ AETUAPATUPOBAHHBIN
JInMoHHas KucI0Ta
[Tomucopbat 80

6.2. HecoBMecTUMOCTH

JlaHHBIN JIEKapCTBEHHBIN IIpemnapaT HE CJIEAYeT CMEIIMBATh C JAPYTUMHU JIEKAPCTBEHHBIMU
IpernapaTam, 3a HCKJIIOUEHUEM YIIOMSHYTHIX B paszaene 6.6.

He wucnonb3oBate uHGY3MOHHBIE KOHTeHHephl W3 mnomuBuHWwIxiopuaa (I[IBX) wmm
MH(QY3UOHHbIE HAOOpBHl M3 TMOJMypeTaHa Ui IPUTOTOBJICHHS U BBeIEHUS HWH(QY3MOHHOTO
pacTBopa.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

2 roja.

YcnoBus XpaHeHUs Pa3BeACHHOTO PacTBOPa

CmabunbHocmeb nep8OHAYANLHO PA38EOEHHO20 KOHYESHMPAma 000U 0l UHbEeKYULl 80 (laKoHe
[Tocne mepBoHauanbHOTO pa3BeneHus mnpernapata Kabasutakcenm BOMON IS HHBEKIUN
MOJTYYUBIIASCS B PE3Y/IhTaTe CMECh KOHIICHTPAT-PACTBOPUTEND (MIPEMUKC) OCTACTCS XUMUYIECKU
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n pusnueckn crabunbHOM B TeueHue 10 MHHYT mpu %éﬁéﬂﬁp}%ﬁ'ﬁr%ﬁ%ﬂ%@ §§'3@5 C

MI/IKpO6I/IOJIOI‘I/ILIeCKOI71 TOYKHU 3PCHUA CMECh KOHICHTPAT-PACTBOPUTECJIb JOJKHA UCIIOJIB30BATHCA
HCMCIJICHHO ITOCJIC ITPHUT'OTOBJICHUA.

CmabunvHocms OKOHUAMENbHO PA36e0eHHO20 pACmEopa 8 UHQY3UOHHOU eMKOCIU

[Tocne OKOHUYATENBHOTO pa3BeleHUS B HWHQPY3MOHHOH eMKOCTH/(IIakoHe XHWMHUYecKas |
¢u3nueckas cTaOMIBLHOCTH pacTBOpa ObLIA MPOJEMOHCTPUPOBAHA B TEUYCHHE § YacOB IPH
temneparype 25 °C (Bkiarodas 1-yacoByr0 BHYTPUBEHHYIO HH(]Y3HUI0) U B TeueHHe 48 4acoB mpu
temnepatype 2 °C - 8 °C.

C MHUKPOOHOIOTMYECKON TOYKU 3peHusl HH(Y3UOHHBIN PaCTBOP JTOJKEH BBOAUTHCS HEMETICHHO
nociie NpPUrOTOBIEHUA. Eciu OH He BBEAGH HEMEJIEHHO II0Ciie MPUTOTOBJICHHS, TO
OTBETCTBEHHOCTh 3a BpEMsl U YCJIOBUS €r0 XpaHEHUs HeceT Moiib3oBaTesb. OOBIYHO ero He
cienyer XxpaHuTh Ooinee 24 vacoB npu temieparype 2° C - 8 °C, mpu ycnoBuH, 4TO pa3BelieHue
OBLIIO IPOBEJCHO B KOHTPOJIMPYEMBIX U BaJIUJAUPOBAHHBIX ACENTUYECKUX YCIOBHSIX.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh 1pu Temieparype He Boiie 25 °C B KapTOHHOM Mayke.
VYcnoBus XxpaHeHus Mociie pa3Be/ieHus JIeKapCTBEHHOTO Mpernapara cM. B pasaene 6.3.

6.5. XapakTep u coep:kaHie NEPBUYHON YIAKOBKHU

ITo 1,5 ma mpenapata BO (iakoHbl M3 OECIIBETHOIO CTEKJa | THIApONIMTHUYECKOro Kiacca,
FepPMETUYHO YKYIOPEHHbIE TPOOKaMU U3 OpOMOYTHIIOBOM pe3UHBI U KOJIMauKaMU allOMUHHUEBO-
ractTukoBbIMU. Ha ¢akon HaknenBaroT 3TukeTky. [lo 1 ¢akoHy BMecTe ¢ MHCTpYKIUEH 1o
MEIUIUHCKOMY TPUMEHEHHIO (JIMCTKOM-BKJIAJBIIIEM ) TIOMELIAIOT B KAPTOHHYIO MAUKYy.

6.6. OcoOble  Mepbl  MPEIOCTOPOKHOCTH  MPH  YHHYTOKEHMH  HCIOJb30BAHHOTO
JIEKAPCTBEHHOI0 Mpenapara MJIM  OTXOAOB, MOJYYEHHBIX IOcCjJe TPHMEHeHHs
JIEKApPCTBEHHOI'0 Mpenapara, 1 pyrue MaHUNyJIsiMU ¢ penapaTomM

[TpuroroBieHne pacTeopa i HHOV3MI U 00palIeHne ¢ mpernaparom

Kak u mpu pabore ¢ ApyruMu OpPOTHUBOOIYXOJIEBHIMHU IIperapaTraMmu, CleayeT coOIoaaTh
OCTOPOXKHOCTh M HCIIOJNb30BaTh MEpUaTKH NMpu padbore ¢ mpenaparom Kabaszurakcen u npu
IPUTOTOBIICHUH €TI0 MH(Y3HOHHOTO PacTBOpA.

Ecnu pactBop mpenapara Kabaszurtakcen Ha ar0060M sTame paboThl ¢ HUM MOMAl Ha KOXY,
clleZlyeT HEMEJUIEHHO U TIIATEeNIbHO MPOMBITh MECTO KOHTAKTa BOOH ¢ MbutoM. [Ipu nonaganuu
npernapara Ha CIM3UCThIE 000JI0UKH CielyeT HEMEUIEHHO U TUIATEIbHO POMBITH UX BOJIOM.
Paborate ¢ mpemnaparom KabasuTakcen AOKEH TONBKO MEPCOHA, BIAJCIOMIMA HaBbIKAMHU
oOpallleHus: ¢ IUTOTOKCUYECKUMH ITpernapaTamH.

bepemeHHbI€ )KEHIITUHBI HE I0JKHBI pab0TaTh C 3TUM MpErnapaToM.

BuaumatenpHo mpountaiite BCIO Hmkecnenyronyro uHGOpMAIMIO MO MOATOTOBKE IMperapaTa
JUISl BHYTPUBEHHOTO BBEJICHUS MEPE]] €0 CMEUIMBAHUEM U Pa3BEACHUEM.

Kaxnpiii ¢nakon ¢ kxoHueHTpaToM coiepxkur 60 mr mnpenapata KaGaszurtakcen B 1,5 mn
(HoMUHANBHBI 00BeM) (pu oObeme HamonHeHus ¢iaakona 1,73 wmi, coxmepkameM 69 mr
Kaba3uTakcesa).
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DTOT 00bEM HAMOJTHEHHS OBLI YCTAHOBJICHBI BO Bpems pa3paboTku. Takum oOpaszom, (rakoH
KoHIeHTpaTta Kaba3uTakcen coOIep>KUT U3OBITOYHOE KOJMYECTBO Iperapara, YTOObI
KOMIICHCHUPOBATh MMOTEPH KHUJIKOCTH B IPOIIECCE MPUTOTOBJICHUS pacTBOPa. ITO U30BITOUHOE
KOJIMYECTBO JICHCTBYIOIIErO BellecTBa (CM. 3Tanm 1) rapaHTHpyeT, 4YTO IIOCIIE DPa3BEIACHUS
KOHIIeHTpaTa npenapaTta Kabazurakcen HeoOX0JUMBbIM 00bEMOM PACTBOPHUTEIS, IPEMHUKC OyIeT
cojepxkaTh pacTBop npenapara Kabaszurakcen ¢ koHneHTpamnuei 10 mr/mi.

Konnentpar npenapata Kabasurtakcen nyxmaercs B JIBYX pas3BeneHusX mepell BBEIACHUEM.
CrnenyiiTe MHCTPYKLIUSIM 110 PUTOTOBJICHUIO PACTBOPA, MPEACTABICHHBIM HIKE.
[TpuroroBneHue pacTBopa ajsi HHGY3UH MPOBOIUTCS B ACEITUYSCKUX YCIOBUAX B 2 dTara.

Oman 1. [lepsonauanvroe paszsedenue npenapama Kabazumaxcen 6000u 0151 uHvexkyuil
Ocmotpute ¢rmakoH koHieHTpara KaOasurtakcen. PacTBop KOHIEHTpara MJOKEH OBITh
IPO3PAYHBIM.

JloGaBbTe BO (UIAKOH C KOHIIGHTpATOM 5,2 MJI BOJBI JUII HMHBEKIHA C ITOMOIIBIO
rpaayrpOBAHHOTO INIpUIla (BBOAWTE WLy INNpPULIAa B cepeAnHy npoOku Quakona). s
MaKCHMaJIbHOTO YMEHbIIECHUs MEHOOOpa30BaHUs MPHU BBEICHUU PACTBOPUTENS Uepe3 Iy BO
(G1aKkoH ¢ KOHIIEHTPATOM HAMpaBisSHTe WIJy Ha BHYTPEHHIOI CTEHKY (JIakoHAa U BBOJAMTE
pacTBOPUTENb MEAJICHHO.

VYaanure mWNpuUIl U UTIy U IepeMenInBaiiTe coaepxkumoe (prakoHa MpuOIM3UTEIHLHO B TEUCHUE
45 ceKyH/l, OCTOPOKHO HECKOJIbKO pa3 mepeBopaunBasi GakoH, A0 MOJTYYEHUs MPO3PAYHOTO U
TOMOTEHHOT'O pacTBOPA.

OcTaBbTe MOCTOATH TOJYYEHHBIA PACTBOP B TCUCHHWE HECKOJIBKHX MHHYT (NMPHOIU3UTEIBHO B
TEYCHHE 5 MUHYT) M 3aTe€M IPOBEPHTEC PAaCcTBOP HA TOMOTCHHOCTh M MPO3PavyHOCTh. B TeueHue
ATOr0 BPEMEHH B HOPME BO3MOKHO COXPAHEHHE HEOOIBIIOT0 KOTNYECTBA MEHBI.

[TomyuuBmIasicss B pe3yabTaTe cMech (MPEMUKC) UMEET KOHIIEHTpaIuio kabasuTtakcena 10 mMr/mi
(u3BiEeKaeMbli 00BEM cocTaBisgeT 6 mu). s momydeHus pactBopa sl UH(DY3UH TpeMHuKc
JOJIKEeH OBITh HeMeJIeHHO (B TeueHue 10 MUHYT) pa3BeseH (cM. sTam 2).

Oman 2. Ilpueomosnenue pacmeopa 05 uHQy3uii

N3BnexuTe HEOOX0AMMOE KOJUYECTBO MEpBOHAYAILHO pa3BeleHHOro npenapata Kabasurakcen
(pactBOp ¢ KoHIeHTpanueld 10 Mr/mi kabazuTakcesa) ¢ MOMOIIBIO TPayHPOBAHHOIO ILIMPUIA
(M3-32 BO3MOXXHOCTH COJIEpaHHUs BO (DJIaKOHE TIeHBI BBOJWTE HWIJIy MINPHUIIA BO BpeMs
U3BJIEYEHHS PACTBOPA B CEpeUHY NMPOOKH (hIaKOHA) U BBEAUTE €T0 B CTEPUIIbHBIA KOHTEHHED C
MH(QY3UOHHBIM pacTBOpoM (KpoMe KoHTelHepa u3 noiauBuHmwixiopuaa (II1BX)) (5 % pacteop
nexkctposbl i 0,9 % pactBop Hatpusi xjopuzaa). KonmeHTpanus WHPY3HOHHOTO pacTBOpa
kaba3uTakcena qomkHa ObITh 0T 0,10 mr/mn 1o 0,26 Mr/mir.

Jis  BBeneHWs TpEANMCaHHOW 03Bl MOXKET moTpeboBaTbess Oonee oOJHOTrO (prakoHa
NEPBOHAYAIILHO Pa3BEIEHHOTO PacTBOPA.

W3BnexuTe MINpHIl U epeMeniaiTe coaep>kuMoe nH(PY3HOHHOTO KOHTeHepa UK (prrakoHa
BPYYHYIO IOKaYMBAIOIUMH JBH>KEHUSIMH.

Kak u Bce apyrue pacTBOpHI AJis MapeHTEPAIbHOTO BBEACHMUS, OJYUYHUBIIUICS B pe3yibTaTe
pacTBOP JIOJKEH ObITh BU3YaJIbHO OCMOTPEH Nepes IPUMEHEHHEM.

Wn¢y3uonHbIi pacTBOp KabazuTakcena J0JKEH BBOAUTHCA Cpa3y ke MOCIe MPUTOTOBICHUS.
OmHako TpH CHEIUATBHBIX YCIOBUAX (CM. pasnen 6.3) BpeMsl ero XpaHEeHUsI MOXET ObITh OoJiee
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IMPOAOIKUTCIIBHBIM.

Bo Bpemst BHYTpHUBEHHOTO BBEACHUSI MHPY3HMOHHOTO pacTBopa Kabasurakcen HeoOX01uMO
MCIIOJIb30BaTh BCTABJICHHBIN B CHCTEMY ISl BHYTPUBEHHBIX HH(PY3Hid GUIBTP C HOMUHATBHBIM
nuametpom nop 0,22 MKM.

[Ipenapar Kaba3urakcen cogepKuT B cBoeM cocTaBe nosmcopoar 80, KOTOpbIid, Kak U3BECTHO,
YBEJIMYHBAET CKOPOCTh dKCTpakiuu au-(2-stuirexcui) dpranara u3 [IBX. B cBsa3u ¢ atum
HEJIb3sI HCTIOJB30BaTh KOHTEHHEPHI 111 MHPY3HOHHBIX skuakoctei u3 [IBX u Habops! aiis
MPOBEJICHUS BHYTPUBEHHBIX HH(Y3UI U MOJIMYpETaHa AJisi IPUTOTOBICHUS U BBEICHUS
MH(Y3UOHHOTO pacTBOpa KabazuTakcena.

Yrunmsanus

Becnk ocraBmmiics J'IeKapCTBeHHHﬁ npenapar 1 pacxodHbIC MaTCPpHUAJIbI CIICAYET YHUUTOXUTL B
COOTBETCTBUH C YCTAHOBJICHHBIM HAIITMOHAJIBHBIM 3aKOHOJATCIILCTBOM Tpe6OBaHI/IHMI/I.

Tak kak HHCbYSPIOHHLIfI pacTBOp ABJIACTCA IICPCHACBIINCHHBIM, OH MOXCET CO BPEMCHEM
KPpHUCTAJIJIIN30BaTLCA. B »stom cj1ydac paCTBOp BBOAWUTHECA HC JOOJDKECH MW C€ro CICAycCT
YTUIU3UPOBATE B COOTBCTCTBMU C HAIMOHAJIbHBIMU TpGGOBaHI/ISIMI/I 0 yTUIM3allMU TaKuX
BCHIICCTB.

PaCTBOp, B KOTOpPOM COACPIKATCA HNPCUHUIIUTATBI, BBOAWUTH IMALUCHTY HCJIbB34A, U €ro CICAYCT
YTUIN3UPOBATE B COOTBCTCTBHU C HAIIMOHAJIBHBIMU Tpe6OBaHI/I${MI/I o yTUJIM3alluu TaKUX
BCIICCTB.

7. AIEP’KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®enepanus
00O «OunkoTaprer»

Anpec: 109316, Poccust, r. MockBa, BH.T€p.I. MyHUIIMNAIbHBINA OKpyr lleyaTHukH, mpocnekT

Bonrorpanckuit, 1.42, k. 24, stax 2, kom. 193.

7.1. IlpeacraBuTe/Ib AeprKaTeJIsl PerHCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3un HOTD66I/IT6JICI71 HalnpasJIATH 110 aApECy.

6 Poccuiickoii @eoepayuu, Pecnybnuxe Kazaxcman, Pecnybonuxe Apmenus, Pecnybnuxe
benapycw, Kvipavisckoii Pecnybnuke

Poccuiickas @enepanus

00O «OnkoTaprer»

Anpec: 109316, Poccus, r. MockBa, mpocniekT Bonrorpaackuit, 1. 42, k. 24.
Ten.: 8 (495) 233-01-38
e-mail: info@oncotarget.pro
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8. HOMEP PETMCTPALIMOHHOTO YIOCTOBEPEHHMSE 1CEATENEHOCTE D005)

9. IATA TIEPBUYHOM PETHCTPAIIAW/IIOATBEPXKJIEHUS PETUCTPAIIUNA/
INEPEPETUCTPAIIUN

Jara perucrpauuu:

10 AATA IEPECMOTPA TEKCTA

OOmiast  XapakTepHCTHKA JICKApPCTBEHHOro  mpemapara KabasuTakcenm — JIOCTyIHA — Ha
UH(OPMAIIMOHHOM MopTajie EBpasuiicKoro 3KOHOMHYECKOTO COI03a B  HH(OPMAI[MOHHO-
KOMMYHHUKaIMOHHOM cetn «MHTepHEeT http://eec.eaeunion.org/
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