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OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Kab6azurtakcen OBEP ®apma, 10 Mr/mi1, KOHIEHTpAT AJIsl IPUTOTOBIICHHUS PacTBOpa it HHQY3HA.

2. KAMECTBEHHBIN 1 KOJJMYECTBEHHBII COCTAB

JeiicTBytoliee BelecTBo: kaba3uTakces.

1 M1 KOHLIEHTpaTa AJIs MPUTOTOBJICHUS pacTBopa As uHby3uit cogepkut 10 Mr kabazuTakcena.
Kaxnpiii piaxon 4,5 mi conepkut 45 Mr kabasuTakcena.

Kaxnprit praxon 5 Mt conepxkut 50 mr kaba3zurakcena.

Kaxnprit praakon 6 mi comepkut 60 Mr kabasutakcena.

BcnomorarenbHbie BeliecTBa, HaM4KME KOTOPBIX HAJ0 YYHMTHIBATh B COCTaBE JIEKAPCTBEHHOIO
mpernapara: 3TaHod (cM. pazzaen 4.4).

[TonHbIN TIEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

KoH1eHTpar a1 npuroToBIEHUS pacTBOpa st HHPY3UH.

HpO3p3.‘lHBIfI pacTBOp CJICTKA KCJITOBATOI'O IIBETA.

4. KIMHNYECKHUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

Kabasurakcen OBEP ®apma mnoka3aH K MNpPUMEHEHHIO Yy B3POCIBIX Uil TEpanuu
METAaCTaTHYECKOTO KAaCTPalMOHHO-PE3UCTEHTHOTO paKa MPeCTaTEIbHOM JKeJle3bl Y MalMeHTOB,
paHeC IMOJy4dYaBIIHMX XHUMHOTCPAIIMIO C BKIIOYCHHUEM JOLCTAaKCEIa (B KOM6I/IHaHI/II/I C

NPEIHU30JI0HOM).

4.2. PesxuM 103MPOBaHMsI U CTIOCO0 MPUMEHEHHUsI

[Ipumenenue mnpemnapata Kabasutakcen OBEP ®apma 10mKHO TPOBOAUTHCA TOJIBKO B
CHEIMAIM3UPOBAHHBIX OHKOJIOTHUYECKUX OTICNCHUSAX IOJ HAaOJII0JCHHEM Bpada, HMEIOIIETO
CIICIHUAJIBHYIO TOATOTOBKY IO IIPOBCACHUIO HpOTHBOOHYXOHCBOﬁ XUMHOTCpAIInu. B OTACIICHUU
JIOJKHBI ObITh HEOOXOJUMBIE YCIOBHMSI M MEIMKAMEHTHI JUIsl OKa3aHWsA IIOMOIIM IIpU
BO3HUKHOBCHHUU peaKHI/Iﬁ TUNICPUYYBCTBUTCIBHOCTH, BKJIIOYasd CHMIXKCHHUC apTCPpHUATIBHOIO

naienus (AJl) u 6ponxocnazm (cM. paznuen 4.4).
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IIpeMmenukarys

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

JUis yMEHBIIEHUS PUCKA DPa3BUTHS M TSHKECTH PEAKUUH TUNEPYYBCTBUTEIBHOCTU TIepes
BBeJeHUeM npernapara Kadasutakcen OBEP ®dapma npoBoauTcs npemeaukanus cleIyroluMu
BBOJMMBIMU BHYTPUBEHHO JIEKAPCTBEHHBIMU MIPETIapaTaMu:
® AHTUTHCTAMHUHHBIC TMpenaparbl (IeKcxjoppeHupamMuH S5 Mr win JUGEHTHAPAMUH 25 MT
WM aHAJOTHYHBIN NpenapaT B 9KBUBAJICHTHBIX J103aX):
® TJIIOKOKOPTUKOCTEPOUABI (JIeKcaMeTa30H 8 M MM SKBUBAICHTHBIC O3Bl JPYroro
[IIIOKOKOPTUKOCTEPOHIA);
e Ouokatopbl Hz-rHCTaMHHOBBIX PEeLENTOPOB (PaHUTHIUH WM aHAJIOTHYHBINA Iperapar B
SKBUBAJICHTHBIX J103aX) (cM. pazzaen 4.4).
Pexomenmyercst mpouirakTudeckoe MpUMEHEHHE MPOTUBOPBOTHBIX CPEACTB BHYTPh WIIH, NPH
HEOO0XO0/IMMOCTH, BHYTPHUBEHHO.

Pexxum 103upoBaHus

PexomennoBanHas no3a npernaparta Kabasurakcen SBEP ®apma cocrasuser 25 Mr/m? IJI0IA a1
MOBEPXHOCTH TeJla, KOTOPasi BBOJUTCS ITyTE€M OJHOYACOBOW BHYTPUBEHHOW MH(DY3UU KaxKIble
3 Henenmu B KOMOWHAIIMY ¢ TIPUEMOM BHYTPb IIpenHn30I0Ha 10 MT €KeHEBHO B TEUCHHUE BCETO
nepuofa nedenus npemnapatom Kabazurakcen OBEP ®apwma.

Koppekius BBOAMMOMN 1035l

PekoMenayemble M3MEHEHHS BBOAMMOMN /03Bl M3-32 Pa3BUTHsI HEOJIArONPUSTHBIX peakuui y

ManucHTOB, MOJTYYarOIIUX Kaba3uTaKcell.

HeGnaronpusTHble peakuuu

3meneHne BBOOUMOI J0O36]

JnrenbHast (6onee 1 Henenun) HEUTPONEHUS

>3 CTENeHU TAKECTH, HECMOTpsS Ha

MNPUMCHCHUC COOTBCTCTBYIOLICTO JICUCHUA,
BKJIKO4Yas

BBCACHUC T'panyJIOOUTAPHOIO

KOJIOHUECTUMYJIUPYIOLIETO ¢bakTopa

OTcpoyka CIEIYIOIIEro IHKIA JICYCHHS JI0
BOCCTAHOBJICHHSI KOJIMYECTBA HEUTPODHUIIOB B
nepugepudeckoi KpPOBHU 10 Oounee
1500 kiaeTok/MM®, 3aTeM CHU)KEHHE I03bI B

MOCIEAYIONMX [UKIaX ¢ 25 MI/M?  TLTOTIATH

HeHTponeHn4eckast HHQPEKIus.

(T’-KCD). noBepxHocTH Tema go 20 Mr/m?  momanu
MIOBEPXHOCTH TelTa.
debpubHast HEUTPOTIEHUSI wii | OTCpoYKka CIIEAYIOIIEro I[HKIa JICYCHUS JI0

YMEHbILIEHUs WIH paspemieHus ¢edpuabHon

HEHTPOIIEHMM W 1O  BOCCTAHOBJICHUS
KOJIMYECTBA HEUTPOPHIIOB B mepudepuuecKoit
kpou g0 Oonee 1500 kietok/mMM3, 3aTem

CHIDKEHHE JI03bl B TMOCIEAYIOIMMX ITUKIAX C
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HebnaronpusitHele peakuuu

T el rerie Babaion Hoder D00~

25 Mr/M? MIOmMAAM TOBEPXHOCTH Tela  JI0

20 Mr/m? Tiomanu MTOBEPXHOCTH TeJIa.

Huapess >3 cTeneHH TSHKECTH WU YIOPHO
[IpOJOJDKAIOIIAsAcAd Jauapes, HECMOTps Ha

IIPOBEACHUE COOTBETCTBYIOLIEH TEPANUU U

Otcpouka cleAyronero IUKiIa JICYEHUS 0
YMEHBIICHUSI WU Pa3pelICHUs TUapeH, 3aTeM
CHIIKEHHE J03bl B MOCIEAYIONIMX IHUKIAX C

25 Mr/m?

BOCIIOJIHCHHE  TOTePh  JKUIAKOCTH | IUIOIIAM TTOBEPXHOCTH TeJa JI0
3JICKTPOJIUTOB. 20 Mr/m? rwiomaan MMOBEPXHOCTH TeJIa.

[Tepudepuueckas Heiiponatust > 2 creneHu | OTcpodka JIeYeHUs IIo YMCHBIIICHUS
TSHKECTH. CHUMIITOMOB, 3aT€M CHIDKEHHE JO03bl B

MOCNEAYIOIMX LUKIaX ¢ 25 MI/M?  ILIOIIAIH
nosepxHocT Teda a0 20 Mr/mM? momanu

IMMOBEPXHOCTHU TECJIA.

Ecnyu y manmueHTa TpH BBEJEHHM Tipemapata B jgo3e 20 Mr/m? miomamd MOBEpPXHOCTH Tena
MPOJOHKAIOT BOSHUKATh JIO0BIEC U3 YKa3aHHBIX BBIIIE PEAKIIUNA, TO PEKOMEHYeTCSl CHU3UTh 103y
npenapara Kabasutakcen DBEP ®apma 10 15 Mr/m? miomamd MOBEPXHOCTH Tela MM
paccMOTpeTh BOMPOC O TMpeKpaileHuu JedeHus mnpenaparom Kabasutakcen DBEP ®dapwma.
JlaHHBIE O TpPUMEHEHMH IIpemapata B o3¢ MeHee 20 MI/M? IUIOMaAM MOBEPXHOCTH Teja
OTPaHUYEHBI.

Oco0ble TPVIIILI TAIMEHTOB

THayuenmor nodcunozo 6o3pacma
He Tpebyercs cnennanbHOM KOPpEeKIMH peXHMMa JO3MPOBAHUS NPH NMPUMEHEHHUHU Ipernapara
Kabasurakcen DBEP ®apma y narueHToB OXuiioro Bo3pacra (cM. pasneinst 4.4, 5.2).
Tlayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCIBIO

Kaba3uTakcesn, B OCHOBHOM, METa0OJIM3UPYETCS MTEUYEHBIO.

VY manueHToB ¢ Me4eHOYHOW HEeTOCTaTOYHOCTHIO JIETKOM CTENeHU TshkecTH (00mui OunpyOuH
CBIBOPOTKM  KpoBH  >1 <15xBI'H (Bepxuss HOPMBI)

0 Ui

rpaHuIa
acrapraramuaoTpancgepasza (ACT) cwBopotkn kpoBu >1,5x BI'H) mo3y kaba3urakcena
cnenyer cHm3UTH 10 20 Mr/mM? MIoMmany MOBEPXHOCTH Tena, TIPH 3TOM TpebyeTcs cOBII0AaTh
OCTOPOXKHOCTh, TIIATEILHO KOHTPOJIUPOBATH COCTOSIHHE MAIUEHTOB M MPOBOAUTH MOHUTOPUHT
HekenaTenbHbIX peakimii (HP).

VY nmanueHToB ¢ MeYeHOYHON HEeJ0CTaTOYHOCThIO CpeAHEN cTeneHu TshkecTu (o0muit OnnnpyOouH

ceiBOpoTKH KpoBu > 1,5 nmo <3 x B['H) makcumanbhHas mepeHocuMas [03a Kaba3uTakcena

cocTapyseT 15 Mr/m? miomanay HoBepXHOCTH Tena. Eciu mpeycMOTpeHo jedeHne TIalueHToB ¢
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MEYCHOYHOM HEJOCTATOYHOCTBIO CpPEIHEU CTElICHU Tﬂﬁ@ r/r_lgy; giﬁgagglhaﬁcena -He' ’ZI'—J)-TIBKHa

npeBsImath 15 Mr/mM2 miomaay moBepXHOCTH Tena. OHAKO, MMEIOTCS OTpaHMUEHHBIE TaHHBIE 00
3¢ (HEKTUBHOCTH 3TOM JT03BI.

[Ipenapar Kabasutakcen DOBEP ®apma mnpoTuBONOKa3aH TMalMEeHTaM C IEYEHOYHOU
HEJI0OCTAaTOYHOCTBIO TSDKENON crerneHn (oOmuid OunmupyOuMH CBHIBOPOTKHM KpoBH > 3 x BI'H)
(cm. pasznmensr 4.3, 4.4 1 5.2).

Tayuenmoi ¢ noueunol HedOCMamouHOCmMuio

Kabasurakcen BEIBOJUTCS TTOYKAMH B MUHUMAIIBHOM CTEIICHHU.

He tpebyercst koppekuuu pexxuMa JO3UPOBAHUS y MAlMEHTOB C MOYEYHOM HEJOCTaTOUYHOCTHIO
0e3 mpoBeneHus remoauanusa. OAHAKO, y MAIMEHTOB C TEPMUHAIBHOW CTaJuel MOYEYHOU
HEJJOCTATOYHOCTH (KIMpeHC KpeaTHHWHA < 15 Mi/mMun/1,73 M%), B CBA3M C MX COCTOSHHEM H
OTPAaHUYEHHBIMHU JAHHBIMH, JICUCHUE CIICYET MPOBOJUTH C OCTOPOKHOCTHIO U TIPU TIIATEIHHOM
MEAUIIMHCKOM KOHTPOJIE BO BpeMsl JICUCHHUS.

OaHOBpEMEHHOE NMPUMEHEHNE Kaba3uTakKcena ¢ HHAYKTOpaMHu 1 I/IHI‘I/I6I/ITODaMI/I I/ISO(bCDMCHTOB

noacemerictrea CYP3A

Crnemyer n30eratb OJJHOBPEMEHHOTO TIPUMEHEHUS JIEKAPCTBEHHBIX CPEICTB, KOTOPHIC SBISIOTCS
CHJIBHBIMU MHAYKTOpaMu u3opepmenToB nojacemeiicrsa CYP3A win cuiibHBIMH HHITHOMTOpaMU
uzodpepmentoB noacemerictea CYP3A. Oxgnako, eciu nmanyueHTy HeoOXOAMMO OJJHOBPEMEHHOE
IpUMEHEHHE Kaba3uTakcena U CUIbHBIX MHTMOMTOPOB M3o(pepmeHToB mnojacemeiictBa CYP3A,
CJIEZIyeT PacCMOTPETh BOIIPOC O CHIKEHUH J03bI Kaba3uTakcena Ha 25 % (cm. paszaensi 4.5 u 5.2).
eTu
bezonacHocts u s dexTuBHOCT NpenapaTta Kadazutakcen O9BEP ®apma y nereii B Bozpacrte oT
0 no 18 ner Ha JaHHBI MOMEHT HE yCTaHOBIIEHBI. MMeromuecs Ha CeroHANIHNN ACHb JaHHbBIE
IpUBENEHBI B pasaene 5.1, oHaKo, HEBO3MOXKHO J1aTh PEKOMEHIAIUH 110 PEXUMY JO3UPOBAHUSI.

Crrocob nmpuMeHeHus

Buyrpusennas nundysusi.

Mepwi  npedocmopoodicHocmu, npuHumaemvie nepeo NpUMEHeHUeM Nnpenapama uiu  npu
obpawenuu ¢ HUM

Nudopmanus mo paboTe ¢ MUTOTOKCHYECKUMU TIperapaTaMu MpuBeieHa B pasnene 6.6.
WHCTpyKIIMM 1O TNPUTOTOBIEHUIO JIEKAPCTBEHHOTO Ipernapara Iepel MPUMEHEHHEM CM. B

paszzene 6.6.

4.3. IlpoTUBONOKA3aAHHS
e [unepuyBCTBUTENBHOCTh K Kaba3WTakcely, ApYTMM TakcaHaMm, nosmcop6ary-80 mmm k

T000MY U3 BCIIOMOTATEIbHBIX BEIECTB, IEPEYUCICHHBIX B pa3zene 6.1,
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e KonuuecTBo HEUTPODHUIIOB B IEpUPEPUYESCKOM K%%B]&fgg%ﬁB%Hc CTE 0003)

e IleueHOYHas HEAOCTATOYHOCTH TSDKEIOW CreneHu (oOumMid OWIMPYOUH CHIBOPOTKH
kpoBu > 3 x BI'H);
e OHOBpEMECHHOE TPHUMEHEHHE C BAKIMHOW MPOTHB SKEITOM JIMXOPAJKH, a TakkKe C

JPYTHMH JKUBBIMH OCJIa0JICHHBIMH BakI[MHAMHK (CM. pas3zedn 4.5).

4.4. OcoOble yka3aHHMsl M Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

YrHEeTeHHnEe KOCTHOMO3TOBOI'O KPOBCTBOPCHUA

[Tpu mpuMeHeHHH Kaba3UTaKceaa YyTHETEHHE KOCTHOMO3IOBOTO KPOBETBOPEHUS MPOSBISETCS B
BUJC HEUTPONEHHM, AaHEMHUH, TPOMOOIMTONECHUH, WIM BO3MOXHO PA3BUTHE MAHIMUTOINECHUU
(cM HUXKE TOTIOTHUTEIBLHYIO HHPOPMAITUIO B TIoipa3aeiax «HelrporneHus» u «AHEMUN»).
Hevitponenus

B cootBercTBUM ¢ peKOMEHIAMAMU AMEPUKaHCKOTo 00IIeCTBA KIMHUYECKOH OHKOJIOTHH W/UIN
COBPEMEHHBIMU YTBEP)KJCHHBIMH PYKOBOJICTBAMH, JUIsl YMEHBLIEHUS PUCKA BOSHUKHOBEHUS WIIN
JeUCHUsT HEWTPONEHUYECKNX OCIIOKHEHHH ((eOpminbHas HEHUTpPONEHus, MPONOJKHTEIbHAS
HEUTpOIIEHUs] WJIM HEWTponeHW4YecKass WHQEKIUs) MaIlMeHThl, TIOJydalolue JIeYeHue
Kaba3uTaKceJIoM, MOTYT ¢ IpouiIakTHIecKoi nenbto nonaydars I'-KCO.

Crenyer paccMOTpPETh BOIIPOC O EPBUYHOI npoduinakTuke HeiiTporennu ¢ nomoiipio I'-KCD y
NAlMEHTOB C BBICOKUMHU (akTOpaMu pHCKa BO3HUKHOBEHHUS HEUTPONEHUH, KOTOpPbIE
YBEJIMYUBAIOT BEPOSTHOCTD PA3BUTHS OCJIOKHEHUHN OT MPOIOJKUTENIbHON HEHTponeH!H (Bo3pact
crapme 65 1eT, HM3KHE IOKa3aTeau OOIIEro COCTOSIHUSA, IPEIIIECTBYIOIUE 3IHU30/bI
(beOpubHONW HEUTPONEHNWH, WHTEHCUBHAs IMpPEIIIeCTBYIOLIas JydyeBas Tepanus, MOHMKEHHOe
NUTaHUE WU IPYTHe Cephe3HbIe COMYTCTBYIOIINE 3a00JI€BaHNUs).

beulo mokazano, yto npumenenue ['-KC® ymeHblIaeT 4acTOTy BO3HUKHOBEHHUS U TSKECTb
HEUTPOIICHUH.

Heiitponienus siBrsiercst Haubosiee yacto Berpeuatouierics HP npu npuMenenun kabasurakcena
(cm. pasnmen 4.8). TpebOyercs exeHeIENbHBIM KOHTPOJIb KOJMYECTBAa (DOPMEHHBIX 3JIEMEHTOB
KpOBH (TIOJTHBIN 00N aHAIM3 KPOBH) BO BPEMsI IIEPBOTO ITUKJIA (LUK 1) JICUSHHS U 3aTeM TIepe
KaX/IbIM CJIEIYIOIUM IIUKJIOM JICYEHUS JUISl TOTO, YTOOBI TPU HEOOXOAMMOCTH YMEHBUIUTD 103y
npemnapara B CIeIyoLeM HUKIe (cM. pazzaen 4.2).

[Tpu pa3Butun ¢GHedpuIbLHON HEUTPONEHUH WM MPOJOJIKUTENbHON HEHTPONEHUH, HECMOTPS Ha
IIPOBOJIUMOE COOTBETCTBYIOLIEE JICUEHUE, JICYEHNUE KaOa3UTaKCeIOM MOXKET OBbITh MPOAOIKEHO
TOJIBKO TIOCJIE TIOBBIIEHHs KOJHYECTBA HEHTPO(UIOB B epudepudeckoii kposu 10 > 1500/mm°
(cm. paznen 4.3).

Peaknmm TUIepuyBCTBUTCIILHOCTH
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CMEPTHOMY OTUETY

npemMeauKanuio (cM. pasaen 4.2).

[TarueHTsl  JOJDKHBI  TIIATEABHO  HAOMIONATbCd  HAa  NPEAMET  pa3BUTHUA  peakuui
TUIICPYYBCTBUTEIBHOCTH, OCOOCHHO BO BpeMsl IICpBOM W BTOPOH BHYTPUBEHHOW HH(DY3UH
kaba3urakcena. Peakiuy TUIEpYyBCTBUTEIBHOCTH MOTYT Pa3BHThCS B TEYCHHE IEPBBIX
HECKOJIbKUX MUHYT TI0CJIC Hauana BHYTPUBEHHOM HH(]Y3un kaba3uTakcena, Ho3ToMy Heo0X0IuMO
UMETh BCE He00X0TMMOe 000pyTOBaHHE U JICKAPCTBEHHBIC MPENapaThl Il OKa3aHUs HEOTIIONKHON
MOMOIIM TIpH CHWKEeHMH AJ] wim pasBurum OpoHXocIasma. MOTYT pa3BHBAThCS TSAXKEIIbIC
pCaKIuy, TakKhe KaKk TeHepaIM30BaHHAs KOXHAs ChINb/3puTeMa, cHkeHne AJl u OpoHxocasMm.
[Ipy pa3BUTUM TSKENbIX pEAKUUl TUIEPUyBCTBUTEIBHOCTH TpeOyeTcsi HEMEJIEHHOE
MpPEeKpalieHNe BHYTPUBCHHONW WH(Y3UU Kaba3uTakcena U MPOBEICHUE HEOOXOAMMOTO JICUCHUSI.
[TarimeHTamM, WMEBIIMM B aHAMHE3€ TSDKEIYIO PEaKIHI0 THIIEPUYyBCTBUTEILHOCTH, HEJb3s
MIPOBOJIUTH ITOBTOPHOE BBeIeHKE npernapaTta Kadasurakcen DBEP ®apma (cM. pasnen 4.3).

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

Ecnu y manmentoB nociie BBenenus npenapara Kadasurakcen DBEP ®apma pazBuBaercs auapes,
UM ClIe[lyeT IPOBOAUTH J€UEHUE OOBIYHO MPUMEHIEMBIMU MPOTHUBOIUAPEHHBIMU MpenapaTaMu.
CnenyeT nOpUHHMMATh COOTBETCTBYIOIIME MEPhI IO BOCCTAHOBICHHUIO MOTEPh KHUAKOCTH,
ONPENEICHUI0 W KOPPEKIMH JJIEKTPOJIUTHOTO COCTaBa CBIBOPOTKH KPOBH, OCOOEHHO
KOHICHTPAIMX MOHOB KaJluA. I[I/Iapeﬂ qJame MOXET pasBUBATHCA 'y MAIMCHTOB, KOTOPBIM paHEC
OblIa MpoBeleHa JiydeBas Tepamus a0JOMUHAIBHO-Ta30BOM obnacTu. OO0e3BOKHMBAHHE 4Yallle
pa3BUBaeTCs y MAlMEHTOB 65 5eT u crapiue. [Ipu pa3Butun quapeu > 3 CTENEHU TAKECTH MOXKET
noTpeOoOBaThCS OTCPOUKA CICAYIONIETO IUKIIA JISUCHUS WU YMEHBIICHHE 10361 (CM. pazzaen 4.2).
HpI/I BO3HHMKHOBCHHHU Yy MallUCHTA TOIIHOTBI U PBOTHI BO3MOKHO INPUMECHCHNUE ITPOTUBOPBOTHBIX
CPEJICTB.

Puck pa3BUTHS cepbe3HBIX PEAKIIMN CO CTOPOHBI JKEIYI0YHO-KHIIIEYHOI'0 TPAKTa

CooOwianioch 0 pa3BUTUHU KENTYTOYHO-KUIIEYHBIX KPOBOTEUEHHH U mepdopaiuu, KUIIeYHON
HENPOXOJAUMOCTH, KOJIUTA, B TOM YHCJE U C JIETAIbHBIM HCXOJOM Y MAI[MEHTOB, MOJYYaIOIIUX
nedeHue kabasutakcenom (cM. pasnen 4.8). CrnemyeT coblito1aTh OCTOPOKHOCTD Y MAlMEHTOB C
BBICOKMM PHCKOM pa3BUTHUA KEIYJOUYHO-KUIIEYHBIX OCIOKHEHHWI, a UMEHHO Yy MalMEeHTOB C
HEUTPOIICHUEH, TMOXKHUIIOr0 Bo3pacTta, oAHOBpeMeHHO npuHuMaromux HIIBII, nmomywarommx
AHTHArperaHTHYIO TEPAIUI0 WIM aHTHKOATYJISHTBI, a TaKXKe y MallieHTOB C paHee MPOBEACHHOMN
Jy4eBOW Tepamueil OpraHoB Majoro Tasa, 3a00JeBaHHUSAMH >KETYJOYHO-KHIIEYHOTO TpPaKTa,
TAKUMHU KaK SA3BCHHBIC MOPAXCHUA KCITYJOYHO-KHIICYHOI'O TpPaAKTa W KCIYJOYHO-KHIICYHOC

KPOBOTCYCHUC B AaHAMHE3E.
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PanHUMU MPOSABIEHUSIMU CEPHE3HON JKETYA0Y 10-kImIdAHO TokenaiocT %;'}'}:TTGL'I:][;D%&KW

CUMITOMBI, KaKk a0JOMHUHAJIbHBIE 00N W OOJE3HEHHOCTh B OONACTH JKMUBOTA, JUXOPAIKA,
YIIOPHBIA 3amop, auapest ¢ HeWrponeHued wnmu 0e3 HeiTpornenun. Creayer peryispHo
MOHMTOPUPOBATb COCTOSIHUE IIallME€HTa HA HaJIM4Me D3THUX CUMITOMOB, M B CIy4Yae HUX
oOHapyKeHHsl HEMEUIEHHO MPOBOAMTh HX JedeHue. MoxeT morpeGoBaThCs OTCPOUYKA HIIH
npeKpaleHne JeUeHUst Kaba3uTaKCeIOM.

Tlepudepuueckas HelponaTus

VY manueHToB, MOJIYYaBIINX JICYCHHE KaOa3HTaKCeIOM, HAOMIOIAIKNCh Clydan rmepudepruecKoi
HelponaThy, BKIItoYas neprudepruueckyro CEHCOPHYIO HEHpOmaTuio (TapecTe3us, TU3eCTe3 s ) U
nepudepudecKkyr0  MOTOpPHYIO  Heipomarmro.  [larmueHTtam, — TOMyYarOIIMM  JICUYCHHUE
Ka0a3uTaKceIoM, CIIeyeT PEeKOMEHIOBATh Tepei MPOJOKCHHEM JICUCHUST HH(POPMHUPOBATH
CBOETO JICUAIIET0 Bpaya O Pa3BUBIIHUXCS Y HUX CUMIITTOMAaX HEHPOIIATHH, TAKUX KaK 00JIb, YyBCTBO
MOKEHUS, TOKAJIBIBAHUE, OHEMEHHUE MU MOBBIIICHHAS YTOMIIIEMOCTb. Bpau OKEH OlleHUBATh
HAIMYUE WM YCUJICHHE CUMIITOMOB HEWPOIATHUU TMEpell KaXKIbIM ITUKIOM JieucHHs. BBenenue
Kaba3uTakcena JOJHKHO OBITh OTIIOKEHO J0 YMEHBIICHHsS] CUMOTOMOB. [Ipu mepcuctupyromieit
nepudeprudeckoi HelponaTiy > 2 CTCICHH TSKECTH 7032 Kaba3uTakcesa JoJKHa ObITh CHH)KEHA
¢ 25 mr/M? 10 20 mMr/M? mromaam MMOBEPXHOCTH Tena (cM. pasaen 4.2).

Puck pa3BuTus moyeyHou HeJJOCTATOYHOCTH

Coobmanoch 0 HapymeHusx (QYHKIUU TOYEeK B COYETAHUU C CEMCHCOM, TSDKEIIBIM
00€3BOKMBAaHUEM BCIEACTBHE AMAPEH, PBOTHI UM OOCTpYKTHBHOU ypomatueil. Habmiomanocsk
pa3BUTHE MOYEYHOM HENOCTATOYHOCTH, BKJIIOYAs Cllydau C JeTalbHbIM HcxoaoM. Cnemyer
MPUHUMATh COOTBETCTBYIOIIME MEPHI JUIA BBISIBJICHUS TPUYUHBI PA3BUTUSA TMMOYCHHOU
HEJI0OCTATOYHOCTH U TPOBOIUTH HMHTEHCUBHYIO TEPAIHUIO MAIMEHTOB C Pa3BUBAIOIICICS MOYECYHOM
HEJO0CTAaTOYHOCTHI0. ClieyeT MOHUTOPUPOBATH (DYHKITUIO MTOYEK.

[Ipu neyenun kaba3WTaKCeNIOM CIEeAyeT MPOBOAMTH AaJeKBATHYIO THApATAIMIO MalHeHTA.
[TanineHTy ciemyeT peKOMEHJI0OBaTh HEMEIJIEHHO COOOIIaTh O JIFOOBIX M3MEHEHUSX B O0OBbeMe
BbIIETIsIeMOH 3a cyTKU Mouu. ClielyeT onpeensiTh coiep KaHue KpeaTHHUHA B CBIBOPOTKE KPOBU
nepes JeueHUueM, Py KakKJIOM HCCIEAOBaHUU OOIEro aHaian3a KPOBH M B CiIydae COOOIICHUS
nanueHTa 00 M3MEHEHHH BBIJICNIEHUsI MOUd. B ciydae pa3BUTHsI MOYEYHON HEJOCTATOUHOCTH > 3
CTEMEeHH TSKECTH JIeUeHHEe Ka0a3UTaKCeJIOM JOJIKHO OBITh IPEKPALICHO.

[Ipenapar cneayeT NPUMEHATh C OCTOPOKHOCTBIO Yy MAIMEHTOB C TEPMHUHAJIBHOW CTaJuei
MOYEYHON HEAOCTATOYHOCTH (KIUpPEHC KpeaTHHHHA <15 Mi/MuH) (B CBSI3U C UX COCTOSIHUEM U
OTPAaHUYEHHBIMHU JAHHBIMH, JICUEHUE CJIEYET MPOBOJUTH C OCTOPOKHOCTHIO U MIPH TIHIATEIILHOM
MEIUIIMHCKOM KOHTPOJIE BO BpeMsi JicueHus ) (cm. paszgen 5.2., 4.2).

Puick pa3BHUTHS IIMCTHUTA BCIACJICTBUC (beHOMeHa BO3BpaTa JIYYCBOM peaKIINU
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VY manMeHToB, MOJIyYaBIIUX pPAaHEE JIYUYEBYIO Tepannﬁm'%:::0 %ﬁ'“&@%&e&? I:Eé;lljé.i{l/lﬂ,

COJIEPIKALIYIO JIOIIETAKCeN, COOOIANIOCh O PAa3BUTHH IMCTUTA BCIIEACTBHE (DeHOMEHa BO3Bpara
JTy4EeBOW peakiuu B paHee oOmydeHHOU obnactu. [loatromy mipu pa3sButuu nanHoit HP momkHbl
OBITH MIPUHSTHI COOTBETCTBYIOIINE MEPbl. MOXET BO3HUKHYTh HEOOXOAMMOCTh IPEPHIBAHUS HITU
OTMEHBI Tepanuy Kaba3uTaKceIoM.

Puck pa3BuTusg HapyIIEHUHN pUTMAa CEPALIA

Coo0manoch 0 pa3BUTHM HaApyIIEHUH pHUTMA cepala, Haumbolee YacTo TaxUKapIuu |
MeplaTeIbHOU apuT™Muu (cM. pazaen 4.8).

Puick pa3BuTHs HapyIIEHUH CO CTOPOHBI AbIXaTeILHON CUCTEMBI

CooOmasioch 0  ClIy4asx  pa3BUTHS  WHTCPCTUIMAIBHOH  ITHEBMOHHH/ITHCBMOHHTA,
WHTEPCTUITUATBHON O0JIE3HU JICTKHX, OCTPOTO PECITUPATOPHOTO TUCTPECC-CHHAPOMA, B TOM YHCIIC
C JIETANbHBIM UCXOA0M (cM. pazzaen 4.8).

[Ipu pa3BUTHH HOBBIX CHUMIITOMOB CO CTOPOHBI JBIXAaTEIBHOW CHCTEMBl WIH YXYALICHUU
MMEIOIIUXCSA CUMIITOMOB HEOOXOAMMO TINATEILHO HAOIIOMAaTh 3a COCTOSHHEM IIAIl[ME€HTOB,
OTIepaTUBHO 00CJICIOBATH MX U POBOIUTH COOTBETCTBYIOIIEE JICUeHUE. PekoMeHTyeTCs ipepBaTh
Tepanmuio  Kaba3WTaKCceIOM 10  IOATBEPXKICHHUSA  JuMarHo3a. PaHHee  NPUMCHEHHE
NOJICP)KUBAIONICH Teparuu CIIOCOOCTBYET YIYYIICHHIO COCTOSIHUS manueHTa. [losib3a ot
BO300HOBJICHUS TEPANMMH KAaOA3UTAKCEIOM JOJKHA OBITh TIIATEIHHO OIEHEHA.

[lanmeHThl TOYKWJIOT0 BO3pacTa

[TanMenTh! MOXUIIOTO BO3pacta (= 65 51eT) MoryT ObITh OoJiee MpeIpacioNoKeHbl K HEKOTOPhIM
HP, Bxumtouast HeliTponeHnto win GpedpuiIbHyI0 HeTporeHuto (cM. pa3zaern 4.8).

ITaruedTrl ¢ IEYEHOYHON HEIOCTATOYHOCTEIO

Kaba3zurakcen wuHTEHCMBHO MeTabonu3upyercss B meueHu (cM. pasgen 5.2). Ilpemapar
Kab6asurakcen D9BEP ®apma npoTHBONOKa3aH y MAalUEHTOB C MEYEHOUYHOM HEAOCTATOUHOCTHIO
TsoKenon creneHu (oOmui oumupyoun > 3 X BI'H) (cm. pazgenst 4.3 u 5.2). ¥V nmauueHToB c
MEYEHOYHON HEJOCTATOYHOCTHIO JIETKOM CTeneHW TsKecTH (00mui OMIMpyOUMH CHIBOPOTKHU
kpoBu > 1 ©<1,5x BI'H uiiu ACT > 1,5 x BI'H) u cpenneii ctenenu tsokect (001mmii OumupyonH
> 1 no <3 x BI'H) cnenyer ymMeHbIIUTh 103y Kabazurtakcena (cM. paznensl 4.2 u 5.2). Ilpu stom
TpeOyeTcst coOM0IaTh OCTOPOKHOCTh, TIIATEIBHO KOHTPOJIMPOBATH COCTOSHHE MAllUEHTOB M
MpOBOAUTH MOHUTOpUHT HP.

AHemus

VY nanMeHToB, MONyYarOIIMX Jie4eHHEe Kaba3MTaKceloM, COOOIIaIoCh O pa3BUTHH AHEMHUH
(cM. pazzaen 4.8). [TokazaTenu reMora00MHA M TEMAaTOKPUTA JTOJKHBI OBITH TPOBEPEHBI 0 Havyasa
Tepanuy Kaba3UTaKCeIoM, a TAKKe, €CIM Y MallUeHTOB OTMEYAIOTCA CUMITOMBI WM IPU3HAKU

aHEMHUHM WJIM KpPOBONOTepH. PekoMeHayeTcs ¢ OCTOPOXKHOCTHIO MPUMEHSATh Kaba3uTakcenl y
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MalMeHTOB C COJIEp)KaHUEM TeMOIJIOOMHA B nepn@égﬁ;{e&gy% h@bﬁﬁﬂkﬁéﬁ/;}ﬁ -'é';[éﬁyeT

MNpOBOAUTL COOTBCTCTBYIOIIUC j1eueOHbIe MCPOIIPUATHA, HAIIPABJICHHBIC Ha I[MOBBIINICHUC
COJIepKaHUsl TEMOTIIOONHA B TepH(PEepHUIECKOi KPOBH.

JlekapcTBEHHOE B3aUMOJIEHCTBUE

Cnenyer wu30erath OJHOBPEMEHHOIO IPHUMEHECHHS CHJIBHBIX HWHTHOUTOPOB M HMHIYKTOPOB
uzopepmentoB noacemerictBa CYP3A ¢ kaba3uTakcenoM, Tak Kak OHU MOTYT, COOTBETCTBEHHO,
YBEIMYMBATh WM YMEHBIIATh KOHIIEHTPAIMIO Kaba3uTakcena B 1miia3Me KpoBH (CM. pasneinst 4.2
u4.5).

BcnoMorarenbpHEIC BEIECTBA

Kaxxnprii M1 KOHIIEHTpaTa Ui MPUTOTOBICHUS pacTBopa s uH(y3mid comepxutr 197,5 mr
JTaHoOJMA.

1 dbnakon 4,5 mn conmepxur 888,8 mr sranona (19,75% wm/o). KonuuectBo 4,5 M B 1aHHOM
JIEKapCTBEHHOM MpenapaTe SKBUBaJICHTHO 22,5 MiI uBa Wi 9,4 MJ1 BUHA.

1 ¢makon 5 mn coxepxut 987,5 mr stanona (19,75% wm/o). KonudectBo 5 Mi B JTaHHOM
JIEKApCTBEHHOM Ipenapate 3kBuBajieHTHO 25,0 mut nuBa win 10,4 M BUHa.

1 ¢nakon 6 mn comepxut 1,185 mr stanona (19,75% wm/0). KonuuectBo 6 M B JaHHOM
JIeKapCTBEHHOM mpenapate skBuBasieHTHO 30,0 M1 muBa win 12,5 M1 BUHA.

[Tpu npuMeHEHUN y JUI] C AIKOTOJIM3MOM CTOHUT COOJTIOATh OCTOPOKHOCT.

Heo6xoauMo yuuThIBaTh TaKUM TPYINIaM BBICOKOTO PHUCKA, KaK MAIMEHTHI C 3a00JICBaHUSMU

MCYCHHU U SIIUIICIICUEH.

4.5. B3anMojeiicTBMe C JAPYrHMH JIeKAPCTBEHHbIMHM TMpenaparamMu W JApyrue BH/bI
B3aNMO/1eiCTBUA

Nurudurops! nzodepmenton noacemeiictea CYP3A

Metabonu3m kaba3uTakcena H3MEHSETCS MpPH OJHOBPEMEHHOM TMPUMEHEHMHM BEIIECTB,
U3BECTHBIX KakK CHJIbHbIE HHTUOUTOpHl H3odepmeHToB mnojcemeiictBa CYP3A (manpumep,
KETOKOHA30J1, UTPAKOHA30J1, KIIAPUTPOMUIINH, aTa3aHaBUP, UHAUHABHUP, He(a300H, HeIPUHABHD,
PUTOHABUP, CAKBUHABUD, TEIUTPOMHUIINH, BOPUKOHA3O0I).

Cnenyer wu3berarb OJHOBPEMEHHOTO MPHUMEHEHUS CHIIBHBIX HMHTHOMTOPOB H30(EPMEHTOB
noacemeiictea CYP3A. Ecnu Henb3s n30ekaTh 0THOBPEMEHHOTO MPUMEHEHHs kKaba3uTakcesna u
CHJILHOTO MHTHOMTOpa mM3ohepmenToB mojcemerictea CYP3A cieayer paccMOTpeTh BOMPOC O
TIIATETFHOM HaOIOJEHUH 3a MallMeHTOM M CHIDKCHHUH J103bl Kaba3uTakcena (cMm. paszaensl 4.2
u44).

Cnenyer cobnoaTh OCTOPOKHOCTH NIpPH OJHOBPEMEHHOM IPHMEHEHUHM Kaba3uTakcena u

YMEPEHHBIX HHTHOUTOPOB M30hepmeHToB noacemeiictea CYP3A.



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 22.09.2023 N= 18458

Wunaykrops! m3odbepMenToB moacemeiictea CYH3A (MOCNEAOBATENEHOCTE 0003)

Metabonu3m Kaba3uTakceaa M3MEHSETCSs IMpU OAHOBPEMEHHOM IPUMEHEHHH BEIECTB,
U3BECTHBIX KaK CHJbHBIE HHIYKTOpHl u30(pepmentoB mnoxacemeiictBa CYP3A (manpumep,
¢dbenutounH, kapoamazenuH, pudamnunud, pudadyTuH, pudaneHTuH, heHodapOuTam).

Cnenyer un30eraTtb OJHOBPEMEHHOIO TPUMEHEHHUS CHJIBHBIX HHIYKTOPOB H30(EpMEHTOB
noacemerictBa CYP3A, Tak Kak OHM MOTYT YMEHBIIUTh CHCTEMHYIO SKCIIO3UINIO Kaba3uTakcena
(cm. paznenst 4.2 u 4.4).

3Bep000i IIPOALIPIBICHHBII

[TanuenTel, TMONyYaroNMe JeYeHHe Kaba3HTaKCeJIOM, IOJDKHBI BO3JEPKUBATHCA OT IpHEMa
MpenapaToB TPaBbl 3BEpPO0O0ST MPOJBIPSIBICHHOTO (TaK KaK OH TaKXKe SIBISIETCS WHIYKTOPOM
uzopepmenta CYP3A4).

CyOcTparsl TPAaHCHOPTHOrO mojuientuaa opraunyeckux annonos (OATP1B1)

KabasuTakces in Vitro rakxe mpoaeMOHCTpUpoBai criocoonocts nuruouposat OATP1BI1. Puck
B3aumozeiicteus ¢ cyoctparamu OATP1B1 (manpumep, uarubutopamu ['MI'-KoA-peaykrass
(cTatmHaMu), BaJCapTaHOM, PEMArIMHUIOM) SIBJSICTCSI BO3MOXKHBIM BO BpEMsS IPOBEICHHUS
BHYTpuBeHHOI uHOYy3uu (1 yac) u 70 20 MUHYT MOCJIE €€ OKOHYaHHs, U B 3TO BPEMsI BO3MOKHO
yYBEJIMUEHUE CHUCTeMHOHN HsKkcro3uiuu cyoctpatroB OATPIBI. Pexomennyercs cobunroneHue
CJIEIYIOIINUX BPEMEHHBIX HHTEPBAJIOB IIPU OJHOBpeMEHHOM IpuMeHeHuu cyoctpatos OATP1B1:
IPUHUMAThH UX 3a 12 yacoB 10 BBe/leHHUs KabazuTakcenaa U 4epe3, Kak MUHUMYM, 3 yaca Iociie
BBEJICHUS Kaba3uTakcea.

IIpeann3onox

[Tpenau3on0H/npeIHU30H, NpuHEMaeMblii 1o 10 MT eXeIHeBHO, HE OKa3bIBAaeT BIUSHHS Ha
(dhapMaKOKMHETUKY Kaba3uTaKkcea.

Bapdapun

KabGaszurakcen He wmHruoOupyer in Vitro rnaBHbBIA myTh OuoTpaHcopmanmu BapdapuHa B
7-runpoxcuBapdapuH, KOTOpbIN ocyliecTBiseTcs ¢ noMoipio nzopepmenta CYP2C9. Tlostomy
HE OXHUJAETCS KakKoro-immbo (papMakOKWHETHYECKOTO B3aMMOJCUCTBUS Kaba3WTakcena u
Bapdapuna in vivo.

Bakimnanus

[IpriMeHeHre KUBBIX BAaKIIMH WM OCIA0JICHHBIX )KMBBIX BAKIMH y MAIllUEHTOB CO CHUYKEHHBIM B
pe3yJibTaTe JeUeHUs: XUMUOTEepaeBTUUECKUMHU MTperapaTaMi UMMYHUTETOM MOKET IPUBOIUTH K
Pa3sBUTHIO CEPbE3HBIX WM JeTalbHbIX MH(exkuuid. Crnemyer n30erath BaKIUHALUK >KUBBIMU
oca0IeHHBIMU BaKLIMHAMH Y MTALMEHTOB, MOTYYaIOIINX JeYeHHEe Ka0a3uTakceaoM. Y OUThIE HITH
WHAKTUBUPOBAHHBIE BAaKIIMHBI MPUMEHSITh MOKHO, OJHAKO, pPEaKIMs OpraHu3Ma Ha TakKue

BaKIIWMHbI MOXECT OBITH MEHEe BBIp&)KCHHOfI.
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(NOCNEQCBATENEHOCTE 0003)

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JIAKTAIMSA

KOHTD&HCHHHSI Y MYXYWH U XCHITWUH

BcenencrBrue moTeHIMAIbHOTO HEXKENATEIbHOTO BO3ACHCTBUSA HAa MYXKCKHE TaMeThbl (I10JIOBbBIE
KJIETKH) W TOTEHIHAJBLHOTO TOCTYIUICHHS Ipernapara B CEMEHHYIO J>KHAKOCTh, MY>KUHHBI,
MOJTyJaroliue JeYeHHe Kaba3uTaKceIoM, M HX CeKCyaJdbHbIE NapTHEPIIA C JETOPOIHBIM
IIOTCHOHUAJIOM OOJI?)KHBI UCIIOJIb30BaTh HAACKHBIC MCTOIbI KOHTpaI_IeHI_[I/II/I BO BpCMSI JICHCHHUA U B
TeueHue 6 MecsIEeB MOCJIe BBEIECHUS MTOCIEAHEN 036l Kaba3uTakcea.

bepeMeHHOCTh M JaKTaIus

B cBa3u ¢ MNOTCHIHAJIBHBIM IOCTYIINICHUCM KabasuTakceaa B CEMCHHYIO KUIKOCTb, MYKUUHBI,
MoJIy4Jaromue JICYCHHC Ka6a3I/ITaKC€JIOM, BO BpCMsA JICUCHUA OOJDKHBI NPCAOTBpAIlaTh KOHTAKT
9AKYJIATa C TKAHAMUA JAPYroro 4€JI0BCKa, BKIOYas 6epeM€HHI)IX 1 KOPpMAIIUX I'PyAbIO JXCHIIWH.

DepTUabHOCTD

HaI_II/IeHTaM, KOTOPBIM IUJIAHUPYCTCA JICHCHUC Ka6aSI/ITaKCCJ'IOM, PEKOMCHAYCTCA MPOBECTU

KPHUOKOHCCPBAIHIO CIICPMBI IICPECA HAYAJIOM JICUHCHU .

4.7. BaiusiHue HAa CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPeICTBAMH H padoTaTh C
MeXaHU3MaMH

Hcxons u3 npoduins 6e3onmacHOCTH KaOa3uTakcesna, MpernapaT MOXKET OKa3blBaTb yMEpPEHHOE
BJIIMSHHAE Ha CIIOCOOHOCTH YIpaBJIATE TPAHCIIOPTHBIMU CPECACTBAMHA WJIM I10JIB30BATHCA APYTHMU
MeXaHU3MaMH, TaK KaK MOKET BbI3bIBAaTh MOBBIICHHYIO YTOMJISIEMOCTh U TOJIOBOKpYskeHue. [Ipu
nosBiaeHUH no00HbIX HP BO Bpems eueHus nayeHTam cieyeT peKOMEeHI0BaTh BO3/1EPKaThCs
OT YIpPaBJICHUA TPAHCIIOPTHBIMHU CPCACTBAMHU U 3aHATHI APYruMy MOTCHUOUAJIBHO OIIaCHBIMH
BUJaaMH JCATCIIBHOCTH, Tpe6YIOHII/IMI/I MMOBBIIIIEHHOM KOHULOCHTpAllMKM BHHUMAaHHA U 6BICTp0TBI

INCUXOMOTOPHBIX peaKL{HfI.

4.8. HexeaTeJbHbIE peaKNu

Pesrome nmpoduist 6e300acHOCTH

bezonacHocTh kaba3uTakcena B KOMOMHAIMM C MPEAHU30JIOHOM/TIPETHU30HOM OLIEHUBAJIACh Y
371 namMeHTa ¢ METACTaTMYECKHMM KacTPAallMOHHO-PE3UCTEHTHBIM PAKOM IpeAcTaTeIbHON
)KeJe3bl. Merana OoJTyYeHHBIX IMallMeHTaMu IIMKIIOB Kaba3uTaKcella COCTaBIsIa 6 IUKIIOB.

Ouenb yacto Berpevarouumucs (> 10 %) HP Bcex cTeneneii TskecTu ObLITH aHEMUS, JTIEUKOTICHHUS,
HEeUTpoIeHus:, TPOMOOLIUTONIEHUS, AUApEsl, OBBIICHHAs YTOMIISIEMOCTb, TOIIHOTA, PBOTA, 3a110p,
acTeHus, abJlOMHUHAIbHbIE O0JIM, remMarypusi, OOJIM B MO3BOHOYHMKE, APTPANITHs, aHOPEKCHS,
nepudepudeckas HeWponaTus (BKIOYas TEpUPEPUUECKYI0 CEHCOPHYIO H  MOTOPHYIO

HEWpOMaTHH ), TUXOPAJKa, OJIBIIIKA, TUCTEB3Hs, KAIlIeh, AJIOTCIIHS.
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Yacro Berpeuaroummucs (= 5 %) HP > 3 crefienn Tﬂﬁ@gﬁl—mrl MEHCRT KAGASTakEeTa

OBLTM HEUTpOTECHHUS, JICHKONEeHUs, aHeMusl, (eOpuIbHAsT HEUTPOIICHUS, TUapesi, MOBHIIICHHAS
YTOMJISIEMOCTh U ACTCHHUSI.

[pekpainenue jeucHus BeaeacTBue passutus HP wmmeno mecro y 68 (18,3 %) marmeHTOB,
MOJTyYaBIIUX JieueHUe kaba3urakcenoMm. Hanbosee yacto Berpevaromumucs HP, npuBoasmmmu
K MIPEKPAIECHUIO JICUCHUS KaOa3uTaKCeIoM, ObUTM HEUTPOTICHHSI U TIOUEYHAST HEAOCTATOUYHOCTD.
HaubGonee wacteivu HP, mpuBomsmmmu K CMEpTH y MAlMEHTOB, IOJYYaBIIUX JICYCHUE
Kaba3uTakcenaoM, Obutd nHpeKkuu. bonpmuHcTBO HP B BUe pa3BUTHS JIeTANBHBIX WHQPEKIHMA
BO3HHKAJIO ITOCIIE OJJHOKPATHOTO BBEJICHHS Kaba3uTakcea.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIINI

Hwxe mnpencrasnenst HP, paspeneHHble 10 CHCTEMHO-OPraHHBIM — KJIACCaM  COIVIACHO
Ki1accudukaru MeIuIMHCKOTO CIIOBapsI A1l HOPMaTHUBHO-TTPaBoBoOi festensHocTH (MedDRA).
Tsoxects HP xnaccudunmpoBanack B cooTBeTCTBUU ¢ OOIICTIPUHATHIMUA TEPMUHOJIOTUYECKUMU
kpurepusivu 11t HP (CTCAE 4.0) (ctenens Tsbkectu > 3 = G > 3).

Hcnonp3oBanace kinaccupukanusi 4acToThl BO3HMKHOBeHHs HP Bceemumpnoit Opranuzanmn
3npaBooxpaneHusi: o4eHb yacto (> 1/10); wacto (= 1/100, HO < 1/10); HeuacTo (= 1/1000, HO
< 1/100); penko (> 1/10 000, o < 1/1000); ouenp penko (< 1/10 000); yacTora HEeu3BecTHA (HA
OCHOBAHHHU UMEIOIUXCS TAaHHBIX OIICHUTh HEBO3MOKHO).

B mpenenax kaxmod rpymnmsl 1o 4dactore BcTpedaemoctd HP, mocnenHume naHel B mopsike

YMCHBIICHUSA UX CCPbLC3HOCTHU.

Knaccuduxarnms Yacrora
Ouensp 9acTo Yacro Heuacro
MedDRA HEH3BECTHA
Hngpexyuu u Centuueckuii ok | Bocnanenue
UHBA3UU (Bce cimydyau > 3 TIOJTKOKHO-

CTETICHH TSDKECTH); | )KUPOBOM

cericuc (Bce KJIETYaTKH > 3
CITy4au > 3 CTETeHNU | CTEMEHH TSHKECTH,
TSDKECTH); LUCTHT > 3 CTETNeHU
BOCTIAJICHHE TSDKECTH
MOJTKO>KHO-’KUPOBOIA

KJIETYaTKH,

uHpeKImn

12
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MOYECBBIBOIAIINX

(MOCTEOOBATEDN

. e
AL T UL )

ITyTEH BCEX CTEIEHEN
TSDKECTH;, TPHUIIIL;
LIUCTUT;

UH(EKIMH BEPXHUX
JIbIXaTeIbHBIX ITyTEH;
WH(EKINH,

BbI3BaHHbIE Varicella

zoster (reprec

30CTep);

KaH/IU03
Hapywenuss  co | Heiitponnenust Bcex| deOpuibHas
CMOPOHBL KpOBU U | CTENIEHEN TSKECTH,| HEUTPOIICHHs, BCE

Jum@amuyeckoli | BKITOYast clly4yau > 3 cTeleHu
cucmemvl HEUTPOTIEHUIO C| TSDKECTH;
KIIMHUYECKUMU TPOMOOIUTOIICHUSI
MpOsIBICHUSIMU > 3| >3 CTETCHU
CTEIIEHU TSHKECTU™;| TSHKECTH
aHeMus BCEX
CTeleHed TSKECTH,
JICUKONIEHHUSI ~ BCEX
CTEIICHEH TSKECTH,
TPOMOOIIMTONICHUS
Hapywenus  co Peaxiyn
CMOPOHYL TUIIEPYYBCTBUTEIIb-
UMMYHHOU HOCTH, B TOM YHCJIE
cucmembl u TSDKEJIbIE
pEaKLuK, TaKue Kak
TeHepaTU30BaHHAS
CBITTB/3pUTEMA,
cHwkenue AJl wu
OpoHxocna3M
Hapywenus AHOpeKcus 0O06e3BOXKUBaHKE AHopekcuss > 3
Memabonusma u BCEX CTENIEHEN | CTETIEHH  TSKECTH;
numanus TSDKECTH; TUIepriimKemMus > 3
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.09.2023 N2 18498
TUIIEPTITUKEMMS; '(Q‘IG,:II‘I'EHH—'"J'Tﬁééﬁl;l HOCTE 0003]
TUITOKAJTUEMUST rUrnokamiemust > 3
CTEMEHH TSHKECTH
Tcuxuueckue becnokoiicTso,
HapyweHus CITyTaHHOCTh
CO3HAHMS
Hapywenuss  co | lucres3us Iepudepuyaeckast [Tepudepuieckas
CMOPOHDL (u3BpaieHue HeWpomnaTus: HelipornaTus > 3
HepBHOlL BKyca) nepudepruieckas CTENEHU TSHKECTH;
cucmembl CEHCOpHast nepugepudeckas
HeWponaTus CEeHCOpHas
(mapecresus, HelipornaTus > 3
JI3ECTe3us, CTENICHN  TSDKECTH,
TUTIECTE3HsA) U jeraprus > 3
nepudepudeckas CTeNeHn
MOTOpHAs TSDKECTH,
HEWpPOTaTHS; ummac > 3 cTerneHu
TOJIOBOKPYXEHHE, TSDKECTH
rOJI0BHAs OO0JIb,
JIeTaprs,
UIIIHAC
Hapywenuss  co KOHBIOHKTHBHUT,
CMOPOHBL Opeana YCHJICHHOE
3penus CIIE300T/ICIICHNE
Hapywenuss  co 3BOH B YIIIaX,
CMOPOHYBL OpeaHa BEPTUTO  (IyBCTBO
cnyxa u OTKJIOHEHHS WM
Jabupurma KPY>KCHUS
COOCTBEHHOr0 Telna
WIM  OKPYKaroIux
MPEAMETOB)
Hapywenus  co MepuarensHas MepuarenbHas
CMOPOHDL aApUTMUS apUTMHS
cepoya’ (puOpmmIsIIIS (buOpmmIsITIIS
npezacepauii), npezcepauii) > 3
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TaxXUKapaust (Hu

Al R e =

. e
AL T UL )

OJIHOT'O ciryJast
TaXuKapIuu > 3

CTETICHH TSDKECTH)

Hapywenus
CMOPOHYL

€ocyoos

co

Cumxenue A/Jl,
nioBbIieHre AJl,
TpoMO03  TITyOOKHX
BEH BCEX CTEleHel
TSDKECTH,
opTocTaTHYecKas
THITOTOHHMS,
«IIPUIMBBD) KPOBH K
KO)Ke  JiMIa c
YYBCTBOM xKapa,
TUTIEpEeMUST

(TIOKpacHeHHe

KOKH)

Camwxkenne AJl>3
CTEIEHH  TSDKECTH,
noBbIcHHEe AJl> 3
CTETNICHH  TSDKECTH,
OpTOCTATHYECKas
THITOTOHHUSA > 3

CTCIICHU TSAOKCCTHU

Hapywenus
CMOPOHbL
ObIXAMENbHOU

cucmemal,

co

0peanos8 2pyoHoll

Knemku

cpedocmenus™

u

OJIbIIIIKA, KallICIb

Onpimika > 3
CTETICHH TSDKECTH,
60> B POTOBOM
THIOJIOCTH U TJIOTKE,
IIHCBMOHHUSI  BCEX

CTeleHeN TSHKECTU
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 22092023 N2 18498
Kenyoouno- Jluapes, TomHOTa,| Juapes >3 clrenenu 'ﬂ:‘yg};o}g%hi/%“qrﬁy 'ﬁ(')n‘fml-,:' 0003]
Kuueymvle pBOTa, 3arop,| TSHKECTH, TIPSIMOM KUIIKK > 3 | SHTEPOKOJIHT,
Hapyuenus abJIOMHHANIbHBIE TOIIHOTA > 3| CTeneHu TSHKECTH, | TaCTPHT,
6o CTEMEHU  TSHKECTH, | CYXOCTh CIM3UCTOM | HEUTPONEHUYECKHUI
pBota>3  creneHu | O00JIOYKM TIOJOCTH | SHTEPOKOJUT,
TSDKECTH, 3amop=>3| pra> 3 CTENEHH | KEITyJ04HO-
CTENEHH  TSDKECTH, | THKECTHU, B3AYTUE | KHILICYHbIE
a0ZoMUHATIbHBIE KHMBOTA > 3 CTETEHU | KPOBOTECUEHHUS,
6om1>3  CTeNeHH | TSHKECTH nepdoparms
TSDKECTH, KEITyJOYHO-
Jucnericus, O0omu B KUIIIEYHOTO TPaKTa,
AMUTACTPATHLHOMN KUIIICYHAs
005acTi, TeMOpPPOiA, HETIPOXOAUMOCTb;
racrpolsodareaibHa KUIIICYHAS
s pedmrokcHas 00CTpYyKIIUS
00JIE3Hb,
KpPOBOTEUECHHE U3
IIPSAMON KHMILIKH,
CYXOCTh  CIIM3HCTOU
00OJIOUKH  TOJIOCTH
pTa, B3IyTHE )KUBOTA
Hapywenuss  co | Anoneuus Cyxoctb KOXH,|
CMOPOHBL  KOJICU spUTEMA

U HOOKONCHBIX

mKawenl

16




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.09.2023 N2 18498

Hapywenus  co | bonn B| boym B 'M‘&'&iﬂﬂzﬁ"‘l - I_%“" té' HOCTE 0003]
CMOPOHDbL [I03BOHOYHUKE, MO3BOHOYHMKE > 3| CTENEHH TSDKECTH,
MbIUUEYHOL, apTpairus CTENEHH  TSDKECTH, | MBIIICYHO-
CKellemHou u aptparrus > 3| CKeJeTHble 00N B
COeOUHUMENbHOU CTENEHH  TSDKECTH, | 00NacTh  TPYIHOM
MKaHU 001 B KOHEYHOCTSIX | KIIETKU > 3 CTEleH!

BCEX CTereHel | TsbkecTH, 0o To

TSDKECTH, OOKOBBIM

MBIIICYHBIE CIa3MBbl, | TOBEPXHOCTSIM
MUAJITHS, MBIIIIEYHO- | TYJIOBUIIIA
CKeJIeTHBIE OOonMM B| > 3 CTENeHU
o0rmacT  TPYAHOM | THKECTU

KJIETKH, OOl MO

OOKOBBIM

MIOBEPXHOCTSAM

TYJIOBUILA
Hapywenus  co | I'emarypus Bcex| Octpas  moueyHas | [loueunas komuka >
CMOPOHbI NOYeK U | CTETICHEH TSHKECTU™ | HEeIOCTaTOUHOCTb 3 creneHu TAKECTH,
MOYEBbIBOOAUUX BCEX CTENEHEN | oIakuypuss > 3
nymeii TSDKECTH; TI0Y€YHas | CTENEHU  TSDKECTH,

HEJIOCTaTOUYHOCTh ruapoHedpos > 3
BCEX CTCIICHEH | CTEIICHH  TSDKECTH,
TSDKECTH;, JAM3YPHS | 3a/IepKKa Mo4d > 3
MoveyHasi  KOJIMKA; | CTEMEHH TSHKECTH
remarypus > 3
CTEICHU TSDKECTH™;
TIOJITAKU Y PHST;
ruapoHedpo3s;
3aIepKKa MOYH;
HeJIep)KaHue MOYH;
00CTpyKLUS
MOYETOYHHKOB BCEX

CTENEHEN THKECTU

17
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TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 22.09.2023 N2 18498
Hapywenus  co Gomi B obnactu| Gomir B oBtacm P | 2 DO
CMOPOHDbL MaJioro Tasa Majoro Taza > 3
PenpooyKmueHou CTEMEHH TSHKECTH
cucmemvl u
MOJIOYHBIX Jicene3
Obwue [loBplIEHHAs IToBbinieHHas [epudepuyeckue
Hapyuenus U | yTOMJISIEMOCTb, YTOMJIIEMOCTh > 3| OTeKH > 3 CTENeHU
peaxkyuu 6 mecme | aCTEHUS, TUPEKCHsI | CTETICHU  TSHKECTH, | TSHKECTH,
66€0eHsl acTeHHs > 3 CTeleHH | BOCHaJICHUE
TSDKECTH, TMPEKCHS | CITU3UCTHIX
> 3 creneHu | obomouek > 3
TSDKECTH, CTEMEHH  TKECTH,
niepudepuaeckme 0o B TPyIHOH
OTEKH, BOCHAJIEHHUE | KIETKE > 3 CTEleHU
CITM3HUCTBIX TSDKECTH, OTeKU > 3
000J10YEK, 0O0JH | CTETICHH TSHKECTH
BCEX CTEIEHEeN
TSDKECTH, OOIM B
TpyIHON KIIETKE,
OTEKH, 03HO0,
HEJIOMOTaHHe
Jlabopamopnvie CHmwKeHue Macchl| YBeIMUYCHHE
U UHCMpYMeH- Tena,  YBEIMYEHHE | CBIBOPOTOUHOM
manvHvle OaHHble AKTUBHOCTHU KOHIIEHTpAIIUU
TaHMHAMUHOTpaHC | OwmpyOuHa,
depazer  (AJIT) B| yBenmuueHue
CBIBOPOTKE KPOBU aktuBHoctu ACT B
CBIBOPOTKE KPOBHU

*CM. OIKMCaHue OTACIBbHBIX HCXCIIATCIIbHBIX peaKI_II/Iﬁ

HOCTDGFI/ICTD&HI/IOHHI)IG JaHHBIC

Hapywenus co cmoponsl nouek u Mouesbigo0awux nymet

Heuacro: nucTut, pa3BUBIIMICS BClieAcTBUE (PeHOMEHa BO3BpaTa JIyUeBOM peakiMM B paHee

00Iy4eHHON 00IacTH.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.09.2023 N= 18498
Onvcanve OT/IebHBIX HEKEIATENbHBIX PEAKIIN (NOCNEOCQBATENEHOCTL 0003)
Hevumponenus
Heitrponennueckue OCJIOKHEHUS BKJIFOYAJIA HEUTPOIIEHUYECKYIO UH(DEKIHIO,

HEUTPONICHUYECKUH CETICUC U CENTUYECKUM ILIOK, KOTOPbIE B HEKOTOPBIX CIIydasx MPUBOAWIN K
JIETAILHOMY HCXOAY.

bouio noxazano, yto npumeHeHue ['-KC® ymeHblaeT 4acTOTy BO3HUKHOBEHHUS U TSKECTb
HelTponeHuu (cM. paznensl 4.2 u 4.4).

Hapywenus co cmoponul cepoya

[Ipu npueme kaba3uTakcena HaOMIONANHUCh CIydal DPa3BUTHUA CEPAECYHON HEAOCTATOUHOCTH
(y nByx mamnmentoB). OnauH mDAalMeHT B TIpylne KadasWTakcena ymep OT CepaedHOM
HenmoctaToyHocTH. Habmromamuch jeranbHble GUOPWILIAINM KETyIOYKOoB y 1 manueHTa u
OCTaHOBKa cepiaua y 2 mauueHToB. OIHAKO, HU OJMH M3 AITHUX CIy4aeB HE ObLI pacleHEeH
UCCIIeI0BAaTEIsIMU, KaK CBA3aHHBIN C IPUMEHEHUEM Kaba3uTakcera.

Hapywenus co cmopoHbl 0bixamenbHou cucmembl

OTMeyanuch cirydau pa3BUTHS HHTEPCTUIIHMATIHHON THEBMOHUH/ITHEBMOHHUTA, HHTEPCTULUAIBHON
00JIe3HH JIETKHX, OCTPOr0 PECIUPATOPHOIO JUCTPECC-CUHAPOMA, B TOM YUCIE C JIETAJbHBIM
HCXOZOM.

Temamypus

B 2/3 cnyuaeB omnpenensuiuck oTsromaronue (akTopbl, TaKHe KaK IPOrpecCHpOBaHUE
3a00JeBaHMs, UHCTPYMEHTAJIbHBIE BMEILIATENIBCTBA, COIIYTCTBYIOILIAE uHpeKIuH,
OJIHOBPEMEHHBIN  NPUEM  AHTHKOAryJsHTOB,  HECTEPOMAHBIX  IPOTHBOBOCHAIMTEIBHBIX
[penapaToB, aleTHIICATUIIMIOBON KHCIOTHI.

[Tpoune ocoObIe MOMYJIAIINNA

HaZ/ﬂ/tEHmbl NnoOJHCUI020 8o3pacma

W3 371 namnuenTa, MOTy4aBUIMX JieUeHHE KaOa3UTaKCEIIOM B MCCIEIOBAaHUM I10 JICUCHHUIO pakKa
npejcTaTenbHoi skerne3pl, 240 manuMeHToB ObUM B Bo3pacTe 65 ner u crapmie, u3 Hux 70
NanueHToB — cTtapuie 75-metHero Bo3pacra. Cnenyromne HP Bctpewanuchs Ha >5 % wame y
NaIMEeHTOB B Bo3pacTe 65 JIET U cTaplile 0 CPaBHEHHIO € MAllMeHTaMH 00Jiee MOJIOI0T0 BO3pacTa:
MOBBIIIICHHAS] YTOMJIIEMOCTh, HEWTPOINEHUS C KIMHUYECKUMH TIPOSBICHUSIMH, AaCTEHUS,
MUPEKCHS, TOJIOBOKPYKEHHE, NHPEKLINN MOUYEBBIBOIALINX MyTel U 00€3BOKUBAHHE.

Yacrora cienyromux HP > 3 crenenu Tspkectu Obuta BhIIE Y TAITMEHTOB > 65 JIeTHEr0 BO3pacTa
[0 CPaBHEHHUIO C MalMeHTaMu Oojiee MOJOJOr0 BO3pacTa: HEUTPONEHHs IO pe3yiabTaTam
7a00paTOPHBIX aHAIU30B, HEUTPONEHUS C KIMHUYECKHMMM MPOSBICHUSAMU M (peOpuibHas
Heirporenus (cm. pazaens 4.2 u 4.4).

N3 595 manmeHTOB, MONyYaBIIMX JiedeHHE Kaba3zuTakcesoM B ucciaenaoBanuu EFC11785 mo
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JICYEHUIO pakKa MpeAcTaTeabHON xene3bl, 420 HaHHer&l%;Ilﬁ%:%%ﬂ—%'@g: freTu %'%z;ﬁme.

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Cnenyronme HP Becrpewanucs Ha > 5 % wyaie y nmanueHToB B Bo3pacte 65 JeT u crapiie, 1o
CpPaBHEHHMIO C TalMeHTaMu OoJiee MOJIOIOTO BO3pacTa: Juapes, MOBBIIIEHHAs YTOMIISIEMOCTbD,
aCTEHUsI, 3arop, HEUTPONCHUs C KIMHHUYECKUMH MPOSBICHUSAMH, (peOpuibHas HEUTPONCHHUS,
OJTBIIIIKA.

COOGH.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIATCIbHbBIX PCAKIINAX

BaxxHo co001m1aTh 0 M0103pEBAEMBIX HEXKENIATENbHBIX PEaKIUAX [TOC]IE pEruCcTpaliy Npenapara ¢
HEeNbl0  O0ECleueHUs] HENPEPHIBHOTO MOHUTOPUHIAa COOTHOILICHHUS «IOJb3a — PHUCK»
JIKapCTBEHHOTO Mpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYETCs COOOIIaTh O JI0ObIX
MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKLIMAX JIEKAPCTBEHHOT'O MpErapara yepe3 HAaUUOHAJIbHbBIC
CHUCTEMBI COOOIICHUS O HEXENATeNbHBIX PEAKIUAX TOoCyAapcTB — uieHOB EBpasuiickoro

3KOHOMHNYCCKOI'O COIO3a.

Poccuiickas ®@eoepayus

Dedepanvras cuyscoa no Hao3opy 6 cghepe 30pasooxparnenusi Poccuiickoi @edepayuu
Aopec: 109012, Mockesa, Cnasauckasn niowaos, 0. 4, cmp. 1

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

E-mail: pharm@roszdravnadzor.gov.ru

Beb-caiim: https://roszdravnadzor.gov.ru

Pecnyonuxa benapyco

Munucmepcmeo 30pasooxpanenus Pecnyonuxu benapyco
Pecnybnuxanckoe ynumapnoe npeonpusmue «lLlenmp sSKkcnepmu3z U UCHLIMAHULL 8
30PABOOXPAHEHULY

Aopec: 220037, Munck, Tosapuweckuti nep. 2a

Tenegpon: +375 17 231-85-14
@Daxc: +375 17 252-53-58
Onexmpounnas nouma: rceth@rceth.by

Caum: https://rceth.by

4.9. Ilepeno3npoBka
CumMnTOMBI
O>xujjaeMble CUMITOMBI MEPEO3UPOBKU: yCHIIeHHe 10303aBUcuMBbIX HP, Takux kxak cuMOTOMBI

MoAaBJICHUS KOCTHOMO3TOBOT'O KPOBCTBOPCHUA W HAPYHICHHA CO CTOPOHBI IKCIYAOYHO-
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COOTBETCTBYET . -'I'" CI EF'T H-""r-T'---" OTYETY

KHIICYHOI'O TpaKTa.

Jleuenne

OTcyTCTBYET M3BECTHBIM aHTUIOT KabazuTakcena. B ciydyae mepeno3upoBKH MAlMEHT JIOJDKEH
OBITH ITOMEIICH B CIICIIHATM3UPOBAHHOE OT/ICJICHHUE MO/ TIIATEILHOE MEIUIIMHCKOE HAOI0/ICHNE.
[Toce Toro, Kak CTaHET M3BECTHO O MEPEIO3MPOBKE, MAIIUEHTHI TOJDKHBI, Kak MOXKHO, CKOpee,

Hayath nosyyats ['-KC®. Takxke cieayer NpoBOAUTH PYroe CUMIITOMAaTHUECKOE JICUEHHE.

5. DPAPMAKOJIOTUYECKUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

dapmakoTepaneBTHYeCKAass  IPyNNa:  OPOTUBOONYXOJIEBBIE  CPEICTBA;  AJIKaJOWJbI
PaCTUTENBHOIO MPOUCXOKIACHUS U JPYTHe PUPOJIHbIEC BEIIECTBA; TAKCAHBI.

Kon ATX: LO1CDO04

Mexanusm geiicTBus

Kaba3urakcen sBiseTcss NPOTUBOONYXOJEBBIM CpPEACTBOM, KOTOpPO€ JEWCTBYET IyTeM
paspyleHusl KJIETOYHOM ceTu MHUKpoTpyOouek. KabGasurakcen cBs3bIBaeTcs ¢ TYOYIMHOM HU
CIOCOOCTBYET cOOpKe TyOyJIHHA B MUKPOTPYOOYKH M OJTHOBPEMEHHO HHTHOMPYET X pa30opKy.
OTO MPUBOAMUT K CTAOMIM3ALMKA MUKPOTPYOOUEK, YTO B UTOr€ MHTUOMPYET MUTOTHUYECKYIO U
UHTEp(Pa3HYI0 aKTUBHOCTh KJIETKH.

dapmakogngamuyeckue 3P HeKTol

Kaba3urakcen npoaeMOHCTPUPOBAN IIUPOKUN CIEKTp IMPOTHUBOOIYXOJIEBOM AKTUBHOCTH B
OTHOULIEHUU TIO3[IHUX CTaJuil OIyXOJel ueloBeKa, KCEHOTPAHCILIAHTUPOBAHHBIX MBbIIIAM.
Kaba3urakcen akTUBEH B OTHOILLEHUH YyBCTBUTENBHBIX K JoleTaKceny omyxoneidl. Kpome storo,
Kaba3uTakces MoKa3ajl aKTUBHOCTh B OTHOILIEHHUHU OIYyXOJIEBBIX MOJEJEH, HEUyBCTBUTENIBHBIX K
XUMHOTEpANNH, BKJIIOYas JOLETAKCEN.

Kinuanueckas 2¢dekTHBHOCTE U 0€30I1aCHOCTE

B3pocnvie nayuenmoi

OddexTtuBHOCTF M 0€30MacCHOCTh Kaba3uTakceda B KOMOMHAIIMM C TPEIHU30JIOHOM WU
OPEIHU30HOM OBUIHM  OLIGHEHBl B  PaHJAOMU3MPOBAHHOM  OTKPBITOM  MEXKIYHAPOJIHOM
MHoOTOLIeHTpoBOM uccienoBannu Il ¢daser (uccnegosanme EFC6193) y mamueHTtoB ¢
METAaCTaTUYECKUM KaCTPAIMOHHO-PE3UCTCHTHBIM PAaKOM IIPEACTATEeIIbHON KeJe3bl, paHee
MOJTYYaBIINX PEKUMbBI XUMUOTEPAITNH, BKITFOYABIIUX JOIIETAKCEI.

[TepBu4HOI KOHEUHOI TOUKOU UCCIe0oBaHMs Oblia o0mIast BehkuBaeMocTh (OB).

BropuuHble KOHEYHBIE TOUYKHM BKJIIOYAIM BBDKHBAeMOCTh 0Oe3 mporpeccupoBanus (BBII),
OTpeNIeTIEMYIO KaK BpeMs OT PaHIOMHU3AIMH J0 MPOTPECCUPOBAHUS OMYXO0JIH, OMOXUMHUIECKOTO

nporpeccupoBanus (1o ypoBHIO npoctar-crernuduueckoro anturena (IICA)), nporpeccuun 6omu
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 22.09.2023 N° 18498

WIM CMEPTU 1O Jt000I MpUYrHE, B 3aBUCUMOCTH OT f&gi:q}gqfﬁgﬁ‘égg%%hﬁﬁbﬂ *I'%iéJrOTy

otBera omyxonu 1o kputepusim RECIST (Tumor Response Rate based on Response Evaluation
Criteria in Solid Tumors), nporpeccuto o yposhio [ICA (onpexnensiemyto kak > 25 % yBeanueHHe
i > 50 % yBennuenue ypoBHs [ICA y manieHToB, HE OTBEYAOIIMX U OTBEYAOIINX Ha TEPAIUIO,
COOTBETCTBEHHO), OTBET 10 ypoBHIO [ICA (cHmxkenue konreHTpanuu [ICA B CBIBOPOTKE KpOBU
Kak MUHUMYM Ha 50 %), mporpeccuto 00U (OLIEHUBAIACH C TIOMOIIBIO IIKAIbI HHTEHCUBHOCTH
6omu (Present Pain Intensity (PPI)) u3 onpocauka McGill-Melzack u aHaabreTHUECKOM IIKAIIBI
(Analgesic Score (AS)) u oTBeT B OTHOIICHHH HHTEHCHBHOCTH O0JM (OIpeacIseMblii Kak
CHIDKEHHE B 2 pasza 10 CpaBHEHHIO ¢ 0a30Bol MemuaHoi 3HaueHus PPl mpu orcyrcTBUmM
BO3pacTtanus OawioB mo AS, wim ymenbineHueM > 50 % B UCHOIB30BaHWN AHAIBIETHKOB TIO
CPaBHEHHUIO C UCXOJHBIM CPEIHHM 3HAYCHUEM MO mKaie AS 0e3 OJHOBPEMEHHOTO YCUIICHUS
WHTEHCUBHOCTH OOJIH).

B oOmeit cnoxHOcTH 755 manMeHTOB OBLIM PaHAOMU3HPOBAHBI ISl MOJTYYCHHs] Tepanmuu
Kaba3UTaKCeNoM B 103€ 25 MI/M? IIOIIA[1 HOBEPXHOCTH Tela BHYTPUBEHHO KaXKIbIe 3 HeleNH B
TeueHue MakcuMyM 10 IHKIOB B KOMOMHALMU C MPEIHU30JIOHOM WM TPEIHU30HOM B J03€
10 mr/cyTku exenHeBHO (KOJIMYECTBO MAMEHTOB 378) WJIM MHUTOKCAHTPOHOM B J03e 12 MI/M?
BHYTPUBEHHO KaxKible 3 HElIeNH C MPEJHU30JIOHOM WU NpeIHU30HOM B no3e 10 Mr BHYTph
€XeJIHEBHO (KOJIMYeCTBO ManueHToB 377).

B 510 uccnenoBanue BKIOUAIUCH MAIMEHTHI cTapiie 18 JeT ¢ MeTacTaTuuecKUM KacTpalmoOHHO-
PE3UCTEHTHBIM PAKOM IPECTATENILHON JKele3bl ¢ u3MepsieMbIMu oyaramu 1o kputepusim RECIST
WIN C HEU3MEpseMbIMH OYaraMu, Ho ¢ Bo3pactarouum yposHeM [ICA niu ¢ nosiBlIeHHEM HOBBIX
0YaroB, U ¢ cocTosiHueM (yHKIMOHaIbHOU akTUBHOCTHU nauuenTa no ECOG (Eastern Cooperative
Oncology Group — 3Bamamnas KoomepatuBhas Omkonorudeckas rpymma) or 0 mo 2. B
HCCTIEIOBAHNE BKTIOUATHCH TONBKO TAIMEHTHI C KOJHMYECTBOM HelTpodumos > 1500/mme,
TpomboruToB > 100 000/Mm3,  KoHIEHTpauusMu remornobmua > 10 /11, KpeaTwHHHA
< 1,5 x BI'H, obmiero 6mmupyouna < 1 x BI'H, ACT/TOTC < 1,5 BI'H u AJIT/TTITC < 1,5 BI'H.
[TarueHTsI € YKa3aHUSIMH B aHAMHE3€ Ha 3aCTOMHYIO CEpJICUHYIO0 HEAOCTATOYHOCTh WM UH(DAPKT
MHUOKapJia B TEUEHHE TOCIEAHUX O-TH MECSIEeB WU TAIHMeHTHl C HEKOHTPOIHPYEMBIMHU
HapyLICHUSAMU CEpJCYHOTr0 PUTMa, CTEHOKApAWEH W/WIM apTepuajbHON TUIepTeH3ueil B
HCCJIEIOBAaHHE HE BKIIIOYAIIHCH.

Hemorpaduueckue XapakTepUCTUKU, BKIIOYas PacOBYIO IPUHAJUIEKHOCTb, U COCTOSIHHE
¢dynkunonanbHO# akTuBHOCTH 10 1mKaie ECOG (0-2) Obutu cOanaHcupoBaHbl MEXIY IpyNIaMu
neuyenus. B rpynne kaba3zuTakcena cpeIHUI BO3pacT MalMeHTOB cocTaBui 68 set (46-92 rona), a
pacmpeneneHde 10 pPacoBOM MpHUHAUICKHOCTH Obuto: 83,9 % — eBpomeounsr, 6,9 % —

MOHTOJIONIBI, 5,3 % — Herpounsl U 4 % — Apyrue pacsl.
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MUTOKCaHTpoHa. KonuuecTBo nanueHToB, NOJyYUBUIMX 3alljaHupoBaHHbe 10 LUKIIOB Tepanuu
cocraBmiio 29,4 % B rpymnme kabazurakcena u 13,5 % — B rpyrmie MUTOKCAaHTPOHA.

OOmmast BBDKMBAEMOCTh Oblia 0oiee MPOJOIDKUTENFHON B IpyIIe Kaba3uTakceaa, pUCK CMEPTH
cam3mwica Ha 30 % B rpymme kaba3uTakcena MO CPaBHEHHIO C TPYNIOH MHUTOKCAaHTPOHA
(otHOIIEHHE prckoB = 0,70, 95 % noeputensubiii uaTepsai (1) (0,59-0,83)) (cm. Tabmuma 1 u
Pucynok 1).

Tabmuua 1. IddexkTuBHOCTL KabasuTakcega B uccienoBanuu EFC6193 npu Jedenun
MAIMEHTOB € MeTACTATHYECKHM KACTPAIHOHHO-PE3UCTEHTHBIM PAaKOM MpencTaTebHO|
JKeJe3bl

Kabazurakcen + MMuTOKCAHTPOH +
MpeIHH30JI0H MpeIHH30JI0H
n=2378 n =377
O0nIas BLIXKHBA€eMOCTh
Yucio manueHToB ¢ JeTaabHBIME ucxoaaMu (%) 234 (61,9 %) 279 (74 %)
Menuana BepkuBaemMoctH (Mecsipl) (95 % JI1) 15,1 (14,1-16,3) 12,7 (11,6-13,7)
Otnomenue puckos (OP)! (95% JIN) 0,70 (0,59-0,83)
p-3HaUYCHUE < 0,0001

1 OP onenuBanoch ¢ ucnonssoBanrem COX-MOJIENH; OTHOIIEHHE DHMCKOB MeHee deM |
CBUJIETEJIBCTBYET B MOJIb3Yy Kaba3uTakcenaa

Pucynok 1. Kpussle o6meii BbxuBaemoctn Kannan-Meiiepa (uccinenosanue EFC6193)

100 1
MHuTokcaHTpoH
+IIpeaHn30I0H
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=

3 701

=
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2 30 1
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~ 20 1

10 1
0 1 T T T T T T
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UncneHHOCTh Bpewms (Mecsisl)

MHTOKCAaHTpOH
+OpeHH30I0H 377 300 188 67 11 1
Kaba3surakcen
+IpeHH30I0H 378 321 231 90 28 4
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BepkuBaemMocTe 0€3 MpOrpecCHpoOBaHUsS B TpyOIe KaBasitancera QS-TM%%G%HOIZ

MUTOKCaHTpoHa cocraBwia 2,8 (2,4-3,0) mecaua npotuB 1,4 (1,4-1,7), coorBerctBernHo, OP
(95 % AN) 0,74 (0,64-0,86), p < 0,0001.

YacroTa oTBeTa OMYyXOJIH B TpyIie kaba3utakcena Obljia JOCTOBEPHO BhIlIE U cocTaBuia 14,4 %
(95 % JU: 9,6-19,3) npotus 4,4 % (95 % JAU: 1,6-7,2) B rpymime Mar{eHTOB, MOJTyYaBIIUX
Tepanuro mutokcantpornom, p = 0,0005.

[IpeumymiecTBo Kkaba3uTakcena OBLIO MPOJAEMOHCTPUPOBAHO B OTHOIICHWH BTOPUYHBIX
KOHEYHBIX TOYEK, OLIEHEHHBIX 1Mo u3MeHeHuto ypoBHs [ICA. Menuana nporpeccupoBaHUs IO
ypoBHio ITICA cocraBuna 6,4 wmecaueB (95 % HAW: 5,1-7,3) nns manueHToB B TpYIIe
kabasuTakcena 1o cpaBHeHHIO ¢ 3,1 mecsamu ((95 % AU: 2,2-4,4) B rpymie MutokcanTpona, OP
0,75 mecsmes (95 % AU 0,63-0,90), p=0,0010. OtBet B oTHOmIEeHNU ypoBHS [ICA ObUT OTMEUEH
y 39,2 % nauueHToB B rpymnme kabasutakcena (95 % [AU1): 33,9-44,5) npotus 17,8 % y nanueHTos
B rpymre MuTokcanTpona (95 % JAW: 13,7-22,0), p=0,0002.

MWUTOKCAaHTPOH TIOKa3aH IS TEpaluy IalUeHTOB C TOPMOHOPE3HCTEHTHBIM  paKOM
IPECTAaTEILHOM KeJe3bl ¢ 00JIEBBIM CHHAPOMOM. He ObUI10 0TMEYEHO CTaTUCTUYECKH 3HAYMMBIX
pa3nuuuii B 00euX TpyIiax B OTHOLIEHUH IPOrPEeCCHH OONH WM YaCTOThl OTBETA B OTHOIICHUU
YPOBHS OOJIH.

B MHOTOIIEHTPOBOM MHOTOHAIIMOHAIEHOM PaHIOMH3HPOBAHHOM OTKPBITOM HCCIICOBAaHUH
nu3aiiHa  «non-inferiority» Il ¢aser  (uccnenoBanme EFC11785) 1200 mnammeHTOB C
METACTaTUYECKUM KaCTPAIIMOHHO-PE3UCTEHTHBIM pPaKOM MPEICTATeNbHON >Kele3bl, paHee
MOJTy4aBIINX XUMHOTEPAITUIO, COJEPIKAIIYIO TOIIETaKCell, OB paHAOMU3UPOBAHBI HA 2 TPYIIIHL:
Tepanus KabasuTakceaoM B go3e 25 Mr/m? (N = 602) mwiu B nose 20 mr/m? (N = 598). Ieppuunoit
KOHEUYHOU TOUKOM uccienoBanus opi1a OB.

HccnenoBanue MOCTUTIIO TEPBUYHOM KOHEYHOW TOYKH, MPOJEMOHCTPUPOBAB HE MEHBIIYIO
>(dexTHBHOCT, Kaba3uTakcena B jgo3e 20 MI/M? 1O CpaBHEHHIO ¢ 0308 25 Mr/m? (cm.
Tabmumy 2). Yacrora otBera mo IICA Obuta CTaTUCTHYECKH IOCTOBEPHO BHIIIE B TPYIIIE
kabasuraxcena 25 mr/m? (42,9 %) no cpasHeHHIo ¢ rpymmoi 20 Mr/m? (29,5 %), p < 0,001.

B rpynme kabasutakcema 20 Mr/mM? puck mporpeccupoBaHus 1o IICA GbIT CTaTHCTHYECKH
JIOCTOBEPHO BHIIIIE, YeM B IPYIIIe MAlHeHTOB ¢ 1030ii 25 Mr/m? (OP 1,195; 95 % JIN: 1,025-1,393).
CTaTucTH4eCcKu JTOCTOBEPHOIO pa3jivyvs MEXAy TpYyINIaMyd CpPaBHEHHS B OTHOIIEHUU APYTUX
BTOPUYHBIX KOHEUHBIX TOUYEK OTMEUEHO He ObUIO (BBKMBAEMOCTh 0€3 MPOrpecCHpOBaHUS, OTBET
OMyXOJW W OTBET B OTHOIIEHWH OONM, MpOTpeccus OMyXoidu U Oomu, 4 TOIKATErOpUU

(YHKIIMOHATIBHOM OLIEHKH MTPOTUBOOITYXOJICBOM Tepanuu npeacrarenbHou xene3sl (FACT-P)).
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Taoauna 2. O0masg BLIKHBAEMOCTH B HCCJIE IOBﬂHHﬁ%%%]E%EEL'I%I:;(g&_ﬁi;;zl;llgéeﬂa

25 Mr/mM? 1o CpaBHEHHIO ¢ IPyNNoii kadasurakcena 20 mr/m?

Ka6a3u20 + IT (n = 598) Kab6a3u25+ IT (n = 602)
O01mas BLIKHBAeMOCTEL
Cayuau cmept, n (%) 497 (83,1 %) 501 (83,2 %)
Memnana OB (95 % W) 13,4 (12,19-14,88) 14,5 (13,47-15,28)
(Mecs1b)
OTHOILLIEHHE PUCKOB”
npotus Kabazu25 + I1 1,024 -
1-croponnuii 98,89 % UCI 1,184 -
1-croponnutii 95 % LCI 0,922 -

Ka6a3u20 = kabasuraxcen 20 mr/m?, Kabasu25 = kabazurakcen 25 Mr/m?,

I1 = nmpennuzonon/mpenuu3on, AW = noseputensubiii uHTEepBa), LCI = HmxHIS Tpanuia
noseputenbHOro nHTepBania, UCI = BepxHsis TpaHuUIla JOBEpUTEILHOTO HHTEpBaia, OB — obmias
BBDKHBAEMOCTD.

¢— OTHoOIIIEHUE PUCKOB OLIEHUBANIOCH ¢ ucnoiib3oBanueM Cox Proportional Hazard model.
CooTHomenne < 1 yka3plBaeT Ha MEHBIINI PHUCK B Tpymme kabasuTakcena B no3e 20 Mr/m? mo
CpPaBHEHUIO C J1030H 25 MI/M2.

Uccnenopanne EFC11785 noka3zano maydmmii mpoduiis 6€30macHOCTH y Kaba3uTakcella B J103€
20 mr/m2. TIpodune 6Ge3omacHocTH KabasuTakcena 25 Mr/mM2, HaOMIONABIIMICA B 9TOM
UCCIICIOBAaHUM, OBLI KOJIMYECTBEHHO M KadeCTBEHHO CXOX ¢ MpoduieM Oe30MacHOCTH,
HaOmomaBmemes B uccinenoBanuu  EFC6193. Meauana KkoiuuyecTBa KypcoB —Tepamnuu
Kaba3UTaKCeNoM MAlleHToB B rpymme 20 Mr/M? cocTaBmia 6 KypcoB (MeIHaHa JUTMTEIbHOCTH
Tepanuu — 18 HeJlenb), B TO BpeMs Kak MeIHaHa Teparyy B Ipymme 25 Mr/m2 — 7 UKIoB (MeanaHa
AnmTensHOCTH Tepanuu — 21 Hexens). B rpymme kabasuTakcena 25 mr/m? y 128 marueHToB
(21,5 %) no3a NeKapCTBEHHOTO Ipemapara Oblia cHIKeHa ¢ 25 10 20 Mr/mM%, y 19 mamueHToB
(3,2 %) mno3a kabasuTakcena cHmxkena ¢ 20 mo 15 MI/M? | y 1 manwmenta (0,2 %) mo3a
JIeKapCTBEHHOTO TIpenapaTa 6bl1a cHiKeHa ¢ 15 10 12 mr/m?. B rpymme kabasurakcena 20 mr/m?
y 58 marmentos (10,0 %) n03a 6bina camskena ¢ 20 1o 15 mr/m? u 'y 9 nanuenTos (1,6 %) ¢ 15 10
12 mr/mM%. Bece HP mo6oii cTemeHm TsKecT ¢ 4acToToil Gonee 10 % oTMeuanuch yamie y
MaIlMeHTOB, MOTYYaBIIUX 25 MI/M?, dem y TAlMEHTOB, Moiay4daBmux 20 Mr/M?: nuapes (39,8 %
npotus 30,7 %), TormHoTa (32,1 % mipotus 24,5 %), cnadocts (27,1 % npotus 24,7 %), remarypust
(20,8 % mporus 14,1 %), acrenus (19,7 % npotus 15,3 %), noHwkeHublit anmerut (18,5 %
npotuB 13,1 %), pBora (18,2 % npotus 14,5 %), 3anop (18,0 % npotus 17,6 %), Gonb B crinHe
(13,9 % mnpotus 11,0 %), wiuHuueckas neitrponenus (10,9 % mnporus 3,1 %), uHbeKIHs

MoueBbIBoAmMX myte (10,8 % mporus 6,9 %), nepudepuyeckas ceHcopHas HeWponaTus
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(10,6 % mpotuB 6,6 %) u mucress3us (10,6 % WpoTHB 7,r1|'5}‘o:)_lﬁﬂ'%§"éI§{gﬁﬁg TbReCTH S 3 ¢

yacToToil Gonbure 5 % HaOMOAANHCh TONBKO Y TAIMEHTOB, MOIYYaBIIMX 103y 25 Mr/m:
KIuHWYeckas Heifrponenus (9,6 % npu 25 mr/m? npotus 2,4 % npu 20 mr/m?) u debpunbHas
neiitponienns (9,2 % npu 25 mr/m? mpotus 2,1 % mpu 20 mr/m?). CormacHo 71a60paToOpHEIM
JAHHBIM MEHbIIIee KOJUYECTBO HAPYIIEHUWH I'eMaTOJOTMYECKUX IoKa3aTeled OTMedyaloch Yy
TAIMEHTOB, TIOMyYaBIKX Kabasutakcen 20 Mr/mM%, MO CPaBHEHHMIO C HALMEHTAMH, MOJTyYaBIIHX
25 mr/m?: 73,3 % npu 25 mr/m? npotus 41,8 % npu 20 Mr/m? s HelTponeHHH > 3 cTeneHH
Tsokectd, 13,7 % npotuB 9,9 %, COOTBETCTBEHHO, I aHEeMUU > 3 cTeneHu Tsbkect, 4,2 %
npoTuB 2,6 %, COOTBETCTBEHHO, 7151 TPOMOOILMTONIEHUHN > 3 CTENEHH TAKECTH.

Jlemu

Kaba3urakcen oneHUBaiICS B MHOTOIICHTPOBOM OTKPBITOM HCCIICOBAHHUH, TIPOBOJMUMOM B JBYX
dazax (n=39). B 1 ¢aze Obutla momoOpaHa MakcMManbHO mepeHocuMas no3a (MTD)
Kabasutakcena y aereil (B Bo3pacte 4-18 jeT) ¢ peuuAMBUPYIOIIMMU WU pepakTepHbIMU
COJIMAHBIMU OIYXOJISIMM Ha OCHOBaHHUM J1030JuMuTupytouiet Tokcuunoctu (DLTs). Bo 2 daze
UCCIICIOBaHUs OblIa OIICHEHAa AaKTHBHOCTh W O€30MacHOCTh NMpHMEHEHHs Kaba3zuTakcena B
MaKCHMaJbHO TEPEHOCHUMON J03€ y jaered (B BospacTe 3-16 JeT) ¢ peluauBHpYOIIEH WU
pedpakTepHOil TIIMOMON BBICOKOH CTENEHHU 3JI0KAaUeCTBEHHOCTU WM ¢ AUPPY3HOH riamomoi
MOCTa TOJIOBHOTO Mo3ra. [lepBUYHBIMH KOHEYHBIMU TOYKaMH 2 (ha3bl MCCIeIOBaHUS SBIISUINCH
OTIpeieIeHNe YaCTOThl OOBEKTUBHBIX OTBETOB U JUTUTEIHHOCTH OTBETA.

Bcee manwments! nmomyuanu npodunaktuky I'-KC®. B 1 dasze uccnemoBanus 23 mnanueHrta
nonyuuny kabasutakcen B go3ax oT 20 Mr/m? 1o 35 mMr/m?. MakcUManbHO MepeHOCHMas 1032
cocrapuna 30 mr/m?.

Bo 2 ¢dase wmccmenoBaHMs 16 NanMeHTOB MONYYHIM KabasuTakcen B jo3e 30 Mr/m2.
O¢ddexTnBHOCTH Tepanuu Obla oleHeHa y 11 manueHToB. Y nmauueHToB ¢ Aud@y3Hoii rinmomoi
MOCTa TOJIOBHOTO MO3Ta U TJTMOMOM BBICOKOM CTENEHU 3710Ka4eCTBEHHOCTH HE ObUIO OTMEYEHO
O00BEKTHBHBIX OTBETOB Ha TEPAITHIO.

CambiMu yacTeiMu HP 150000 cTeneHu TsOKeCTH, BO3HUKaOMMMU Ha (one nedenus (> 25 %)
obLH cnabocts (39,1 %), ronoBHas 6ok, Auapes, TourHoTa (B 1enom 34,8 %), peora (30,4 %) u
3amop (26,1 %) B 1 daze uccnenosanwus; quapes (43,8 %), nucharus (37,5 %), romrnora (31,3 %),
pBOTa U Tos0BHasA 6016 (00e y 25,0 %) y nanueHToB Bo 2 ¢daze uccie oBaHusl.

Cepbe3nbiec HP, ormeuaBmuecs Oosiee dem y 2 manweHTOB B 000 (ase wucciemoBaHus,
BKJIIOYaNH B ceOsi: B 1-if daze — pebpunbHas HeliTponenus y 5 nmauuentoB (21,7 %) u Bo 2-i
daze — (eOpunbHas HEWTponeHHs, aHAPUIAKTHUECKAss peakuuss M IPOrPecCUpOBaHUE

3aboneBanus y 3 manueHntoB (18,8 %).
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5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

[TomynsuoHHBIA aHANMK3 (apMaKOKMHETUYECKUX IOKa3aTejeld MPOBOAWIICS Yy MAIMEHTOB C
MECTHO-PACIPOCTPAHEHHBIMUA COJUIHBIMH OITYXOJIIMH, METACTATHYECKUM PAKOM MOJOYHON
JKeJe3bl M METACTAaTHYECKUM PAaKOM TIPEJICTATeIbHON JKelle3bl. ODTH TMAalMEeHTHl MOJIyqald
Kaba3uTakcen B auanaszoHe 103 10-30 Mr/mM? miomaay MOBEPXHOCTH TeNa KEHENETbHO WIH
KaXKJbIe 3 HEJICIIH.

AOGcopOuus

ITocne omHO4YacoBOW BHYTpHBEHHON HH(QY3uM Kaba3uTakcena B Jno3e 25 MI/M?  TITOIIATH
MOBEPXHOCTH TeJla Yy TAIMEHTOB C METAaCTaTHYECKUM pPaKOM TIPEACTATeIbHON JKeJe3bl
MakcuMainbHast KOHIEHTparus (Cmax) Kaba3WTakcena B IUIa3Me€ KPOBH JOCTHUTANACh K KOHILY
onHovacoBoi HHPY3HUH (Tmax), cpemaee 3HaueHUE Cmax cOCTaBIISIIO 226 Hr/Mi1. CpeiHee 3HaUeHNE
wiomand noa QapMakOKMHETHYEeCKOW KpuBOW «koHueHTpanus-BpeMs» (AUC) cocraBisiio
991 Hr X y/MmiI.

Y ManueHToB ¢ MECTHO-PACITPOCTPAHCHHBIME COJTUIHBIMU OIYXOJISIMHU HE HAOJF0TATIOCH OOJTBITIIX
OTKJIOHEHUH B JIO30MPONOPIIMOHATHPHOCTH KOHIICHTpaluii kKaba3WTakcela B IUIa3ME€ KPOBU B
nuanasone 103 10-30 Mr/mM? miomau MOBEPXHOCTHU TEJIa.

Pacnpenenenne

O6beM pacrpesielieHns B paBHOBECHOM cocTossHHM (Vss) coctaBmsn 4870 m (2640 n/m? nns
MalMEeHTOB ¢ MEUAHOM TUIONIAIN MIOBEPXHOCTH TeJia, COCTaBisomien 1,84 Mz).

In vitro cBs3p kaba3WTakcena C YEIOBEYECKMMH CHIBOPOTOYHBIMH OEJIKaMHU COCTaBJIsIa
89-92 % wu Obuta HeHacwimaemor no konueHTpauuu 50000 uHr/mi, xkoTopas mpeBbImaeT Cax,
HaOJIF01aBITYIOCS TP KIIMHHYECKOM IIPUMEHEHUH Tpenapara. Kabasurakcen, riaBHBIM 00pa3oM,
CBSI3BIBACTCS C CHIBOPOTOYHBIM anmbOymuHoM (82,0 %) w nunonporennamu (87,9 % ms
JIMIIONPOTENHOB BBICOKOH IIIOTHOCTH, 69,8 % 1 TUIONPOTENHOB HU3KOM MIOTHOCTH U 55,8 %
JUISL TUTOIIPOTEMHOB OYSHb HU3KOW IIOTHOCTH). IN VItro B yenmoBedeckoil KpOBH COOTHOLICHUE
KOHIIEHTpAaIlMX B KPOBU M KOHIIEHTPALMH B IIa3Me KpOBHU HaxoauTcs B auaraszone 0,90-0,99, uto
yKa3bIBaeT Ha OJIMHAKOBOE pacipeienenre kada3uTakcena B KPOBU U IIa3Me KPOBU.
HccnenoBanusi, MpOBEJCHHbIE HA KUBOTHBIX, MOKA3aJHM, YTO Kaba3uTaKcesl U ero MeTaboJIuThI
HKCKPETUPYIOTCS. B IPYAHOE MOJOKO, a Kaba3UTaKcel TakKe NMPOHUKAET 4Yepe3 IIalleHTapHbINd
Oapnep.

buorpancdhopmarms

Kaba3urakcen WHTEHCHMBHO MeTabonu3upyercss B medeHH (=95 %), riaBHbBIM o00Opas3oM, ¢
nomotikio uzodepmentor nojacemeiicrea CYP3A (80-90 %). KabGa3uTakcen sBI€TCS OCHOBHBIM
COEIMHEHNEM, NHPKYJIUPYIOIIUM B IUIa3Me KpoBu. [loMmmo Hero, B 1uia3mMe KpoBH OBLIO

UIESHTU(OUIIMPOBAHO 7 METa0ONUTOB (BKJIIOYAsh 3 aKTUBHBIX METa0O0JWTa, OOpa3yroIIuXcs B
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pesynbrate O-meMerwiupoBaHus). KoHIEHTParms ﬂnggagllge]';éﬁﬂﬂ:-%ﬁo%ﬁ G 4 rux

METa0O0JIUTOB COCTABISIET 5 % OT KOHIICHTPALIMH B IJIa3Me KPOBU HEM3MEHEHHOTO Kaba3uTakcea.
Oxo1o 20 MeTaboanTOB Kaba3uTakcena BEIBOASATCA C MOYOM U KaJIoM.

[To maHHBIM HCCIEMOBaHUU IN VIr0 MOTEHIMANbHBIA PUCK MHIMOMPOBaHHS Kaba3UTaKCEIOM
MEYCHOYHOT0 MEeTa00MM3Ma B KIMHUYECKH 3HAYMMBIX KOHIIEHTPAIUSAX BO3MOKEH B OTHOIICHUU
IpenapaToB, KOTOPbIE, IIIABHBIM 00pa3oM, SBIIOTCS cyOcTpaTaMu H30(epMEHTOB MT0ICEMENCTBA
CYP3A. Onnako, OTCyTCTBYET KaKoW-1100 MOTEHIMATBHBIN PUCK MHTHOMPOBaHUS MeTaboIn3Ma
IpenaparoB, KOTOPbIE ABIAIOTCS cyocTpaTtamu apyrux uzodepmentoB CYP (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2E1l u CYP2D6). Takxke in Vitro kabasurakcen He
unaynupyet uzopepment CYP2C9 u nuzopepments! noacemeiictea CYP1A u CYP3A.
HccnenoBanus 1o B3auMOJEHCTBUIO, IPOBEJCHHBIE Y YEJIOBEKA, MOKa3alu, 4TO Kaba3uTakceln
(BBOIMMBIM B BHJIE OJHOYACOBOW BHYTPUBEHHON HH(Y3uH B 103e 25 MI/M?  TUIOLIaIH
MOBEPXHOCTU TeJNa) HE M3MEHSUI IUIa3MEHHBIX KOHIEHTpalui MuAa3ojama, STaJTOHHOTO
cyoctpara uzodpepmentoB nojacemerictBa CYP3A. Takum oOpasom, in Vivo kaba3utakcen He
uHrnoupyet n3odepments! noacemeiictea CYP3A.

CunpHble MHIYKTOPBI UM UHTHOUTOPHI n30hepMeHToB noacemeiictea CYP3A MoryT u3MeHSTh
IIa3MEHHbIE KOHIIEHTpAuu Kaba3uTakcesna B Ila3Me KPOBH, TaK Kak Kaba3uTakcel B OCHOBHOM
MeTaboIM3upyeTcs ¢ moMoIbio u3odepmenToB nmojacemeiictea CYP3A.

[TpenHu3010H, npuHUMaeMbli B 103€ 10 Mr/cyT, He U3MeHseT papMaKOKHMHETUKY Kaba3uTakcena.
In vitro xaba3utakcear He HMHrHOUpyeT OCJIKM MHOXXECTBCHHOH PE3HCTEHTHOCTH K
xumuoTepanesTndeckuMm npenapatam (MRP1 uw MRP2) unu TpancmopTep OpraHMYecKUX
katnoHoB (OCT1). Kabasurakcen unruOupyer tpancnopt P-riukonporenna (P-gp) (nurokcus,
BUHOJIACTHH), OCIIKOB PE3UCTEHTHOCTH K XHMHOTEPAIEBTUYECKHM IIperaparaM TIpH pake
MoiouHoit xkene3sl (BCRP) (MeToTpekcar) v HOMUMENTHUIOB, TPAHCIIOPTUPYIOITNX OPTaHUYECKUE
anuonbl (OATP1B3) (xoneuucrokunun — CCKS), B KOHIEHTpallUsiX, KaKk MUHUMYM, B 15 pa3
MPEBBIMIAIOIIAX KOHIICHTPAINH, HAOII0JaeMble B KIIMHUYECKUX YCIOBUSX, a TAK)KE HHTHOUPYET
tpanciopt OATPIBI1 (actpaaumon-17p-TaioKypoHr]) B KOHIEHTpAIUsAX, TOJIBKO B S5 pas
TIPEBBIIAIONIMX HaOII0jaeMble B KITMHAYECKHX yCIOBUAX. I103ToMy B 103e 25 Mr/M? momanu
MOBEPXHOCTH TeJla PUCK B3auMOJIeiicTBHs kKaba3uTakcena in Vivo ¢ cyoctpatamu MRP, OCT1,
P-gp, BCRP u OATPIB3 wmanoBepositen. Puck B3ammopmelicTBus Kkaba3uTakcena ¢
tpancnoprepom OATPIB1 Bo3MokeH, B 0OCOOCHHOCTH, BO BpEMsl IIPOBEIICHUS] BHYTPUBEHHOMN
uH(y3uu (1 gac) u 1o 20 MuH nocne okonyanust uHQpy3uu (cm. pazgen 4.5).

DIMMHUHALKS

ITocie oxHOYACOBOH BHYTpHBEHHON MH(Y3un [*C]-kaba3nTakcena (MEYEHOTO PaJMOH30TOIIOM

kaba3uTakcena) B go03e 25 MI/M? TUTOIIAN MMOBEPXHOCTH TeJla y OHKOJOTHYECKHX IAaIlMEHTOB
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npuom3uTenbHo 80 % BBENEHHOW 103bI BBHIBQAMTCS B qgﬁ%ﬁ@&@ﬁ@}léﬂi 'E(EGH%%%C(%H,

CMEPTHOMY OTUETY

[JIaBHBIM 00pa3oM, BBIBOAWTCS W3 OpraHW3Ma 4depe3 KHIICYHUK (C KajaoM) B BHIE
MHOTOYHCIICHHBIX MeTabomutoB (76 % m03b1); B TO BpeMs Kak [OYEYHAsl JKCKpEeIus
kaba3uTakcesa ¥ ero MeTabOJIMTOB COCTABISIET MeHee 4 % OT BBEJIEHHOM 10361 (2,3 % BBeICHHOU
JI03bI BEIBOJIUTCS C MOYOH B HECM3MEHEHHOM BHJIC).

Kabasurakcen MMeeT BBICOKMH IIa3MEHHBIH KIMPEHC, COCTaBIsIomuid 48,5 n/u (26,44 n/a/m?
TJIONIAM MOBEPXHOCTH TeNa y MAIMEHTOB ¢ MEeHAHOM MIOmaau HoBepXHOCcTH Tena 1,84 m?), u
JUTUTENIbHBINA MEPHUO/I TTOTYBBIBECHHUSI, COCTABIISAIONIUNA 95 4acoB.

Oco0nIe T'pYHIIBI NAIIMCHTOB

Tayuenmsi nodxcunozo 6ospacma

[Tpu momynAuMOHHOM aHau3e (hapMaKOKMHETUYECKHX JAHHBIX MAIlEHTOB B BO3pacTe 65 JeT u
cTaplie He HabII01a710Ch KaKoro-11u00 BIMSHUS BO3pacTa Ha (hapMaKOKMHETHKY Kaba3uTakcena.
Ileyenounas nedocmamounocmo

Kaba3urakcen BBIBOAWUTCS M3 OpraHU3Ma B OCHOBHOM IIyTeM II€YCHOYHOTO METadosm3Ma.
[leueHoYHAast HEAOCTATOYHOCTH JIETKOW (OOmMii OWIMPYOWH CBHIBOPOTKH KpoBH > 1 W
< 1,5 x BI'H wiu ACT ceiBopotku kpoBu > 1,5 x BI'H) u cpenueii (o0mmuii ouwmupyoun > 1,5 u
< 3,0 x BI'H) crenenu TsSHKeCTH HE OKa3biBasia BIMSHUS Ha (apMaKOKHHETHKY KabasuTakcena y
NAlUMEHTOB B CIELUAIBHOM HCCIEIOBAaHUHU. Y MAlMEHTOB C MEYEHOYHOM HEJ0CTaTOYHOCTHIO
Tshkenol creneHu (oOmuit Ownmupyoun > 3,0 x BI'H) HaOmromanoch CHIDKEHHE KIHMpEHca
kabazutakcena Ha 39 %, YTO yKa3plBaeT HA BIMSHHUE TSDKEJIOW CTENEHU MEeYCHOYHOU
HEJOCTAaTOYHOCTH Ha (papMaKOKHHETUKY Tpernapara.

lloueunas neoocmamounocms

Kaba3uTakcen He3HAUUTETHLHO BHIBOAUTCS MoukamH (2,3 % OT 1035I).

[TomynsiuoHHBIH (hapMaKOKMHETHYECKHA aHAIIU3, TPOBEACHHBIN M0 NaHHbIM 170 manueHToB, B
COCTaBe KOTOPBIX OBUIO 59 MAIMEHTOB C MOYSUHON HeJOCTATOYHOCTHIO JIETKOW CTENEHH TSHKECTH
(xmupenc kpearuauHa 50-80 mi/MuH) U 14 TAIMEHTOB ¢ MOYEYHOM HEOCTATOUHOCTHIO CpEIHEH
cTrenieHr  TshkectH  (kimmpeHc  kpearmHuHa  30-50 Mu/MuH)  TIOKa3an, 9TO  MOYeYHAas
HEJ0CTAaTOYHOCTD JIETKOM U CpeJlHEl CTENEHU TSHKECTH HE OKa3bIBajla CYLIECTBEHHOI'O BIUSHUS
Ha (apMaKOKMHETHKY Kaba3uTakcena. ITo ObUIO  TOATBEPKIECHO  CPAaBHUTEIHHBIM
UCCIIeIOBaHNEM (PApPMAKOKHMHETUKH Yy MAalMEHTOB C COJHIHBIMU OMYXOJSMHU C HOPMaldbHOU
¢byHKIMEH moyek (8 manueHToB), NaMEeHTOB C MOYEYHOW HEIOCTAaTOYHOCTHIO CpeIHEN CTENeHU
TsoKeCTH (8 TMalMeHTOB) W MAIlMEHTOB C MOYEYHOW HEJO0CTaTOYHOCTBIO TsDKeNoi crernenu (9
NaIMEeHTOB), KOTOPBIE MONyYalld JiedeHUe Kaba3uTakCcelIoM B BHJE BHYTPUBEHHOW MH(]Y3UH B
103€ 10 25 Mr/mM? oA a1 HOBEPXHOCTH Tena. B nccienoBanuy GbLIO 1Ba NALMEHTA ¢ KIMPEHCOM

kpeatnanHa < 15 mu/mun/1,73 M? (8 m/mun/1,73 M2 u 14 mo/mun/1,73  m?). CremoBatensbHo,
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

CTagueil TMOYEYHOW HEeIOCTAaTOYHOCTH. Pe3ynbTarel ucciegoBaHus (HapMaKOKUHETHKH U
Oe3omacHOCTH Kaba3WTakcena Ha § TalMeHTaxX IO0Ka3alk, 4To TsDKeJas IovyeyHas
HEI0CTaTOYHOCTh HE OKa3blBajla 3HAYMTEIBHOIO BIMSAHUS HAa (PapMAaKOKUHETUKY M 0€30MacHOCTb
Kaba3zuTakcena.
Dapmakoxkunemuueckoe 63aumooeticmsue ¢ OpyeUMu J1eKapCcmeeHHbIMU CPEeOCmMEamu
Kab6a3zuTakcen, rmaBHbIM 00pa30M, METa0OIM3UPYETCS C TOMOIIBIO H30()ePMEHTOB MOAcEMEICTBA
CYP3A.
Kypcosoii npuem kerokonazoina (400 Mr 1Ba pa3a B CyTKH), CHIIBHOI'O HHTHOMTOPA N30()epMEHTOB
noncemeiictea CYP3A, mpuBoamin K yMEHBIIEHUIO KiHMpeHca kabasurakcena Ha 20 % c
coorBercTByromM  yBenmmuenneM ero AUC nHa 25%. OpHOBpeMEHHOE MpHMEHEHHE
amnpenuTaHTa, yMepeHHoro MHruoutopa uzodepmenton nojcemerictsa CYP3A, He oka3biBajio
3¢ ¢exTa Ha KIMPEHC U CUCTEMHYIO SKCIIO3ULUI0 Kaba3uTakcena.
KypcoBoii npuem pudammuna (600 Mr oguH pa3 B CyTKH), CHIBHOTO HHAYKTOpa W30()EepPMEHTOB
noacemerictea CYP3A, mpuBoami K yBenwdeHHIo kivpeHca Ha 21 % M COOTBETCTBYIOLIEMY
ymenbiienuto AUC Ha 17 %.

eTH
be3onacHocTh U 3(¢exTuBHOCTh KabazuTakcena y Jnaered M MOApPOCTKOB 1o 18 ner He

YCTaHOBJIEHBI.

5.3. lanHbIe JOKJIMHUYECKOI 0e30MacHOCTH

OO01as TOKCUYHOCTD

Brusnue na nevenw

'mnepriasust  KEMYHBIX  MPOTOKOB, apTepHAIbHBIN/IEpUAPTEPHATBHBIA  HEKPO3  W/HIIH
renaToIe/UTIOSIPHBIA HEKPO3 HAOMIOAaINCh y COOaK IMOCAe OIHOKPATHOTO BBEACHHS 03B
(0,25 mr/kr (5 MF/MZ)), 5-nueBnoro BBeacuus (0,2 mr/kr (4 MF/MZ)) U €KEHEIEIILHOTO BBEICHUS
(0,325 mr/kr (6,5 Mr/m?)). YV kpeic Habmojanach NHMTMeHTarus kietok Kynddepa u
JIeTeHEepaIlHst/pereHepalis KETIHbIX MPOTOKOB B IEYEHH MPH BO3JCHCTBHU KabasWTakcena B
HaMBBICIIEH JIETANBHOM J03e, cocTaBnsmomeii 10 Mr/xr (60 Mr/mM?), B Mccle0OBaHMHM Ha KpbIcax
MPOAOJIKUATENIBHOCTHIO 10 IIMKIIOB Tepanuu.

HelipoTOKCHYHOCTH

VY mbieit yepe3 10 uau 20 Hepenb Mocie OJHOKPATHOTO BBEACHUS Ha0II0jalach HeoOpaTumast
nepudepruyeckas HEWPOTOKCMYHOCTb, TUCTOJOTMYECKH XapaKTepHU3yIollascs JereHepanueit
CeJAIMIIHBIX HEPBOB M KOPEILIKOB MOSCHUYHO-KPECTLIOBBIX HEpBOB. Jl03a, MpH KOTOpOH He

Habmoanock HeOmaronpuatHeX 3¢dekro (NOEL), coctamsama 15 mr/kr (45 mr/m?) moce
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ot 22.09.2023 N2 18458
TOC OBA HOCTE 0003
OJHOKPAaTHOTO BHYTPUBEHHOTO BBEICHUS B TeudHue 1 vaca- _NEOOBATENBHOCTL 0003)
Yy MBIIICH oTMeualach LICHTpaJIbHAs HEUPOTOKCUYHOCTb, TMCTONATOJIOTUYECKU

XapaKTepU3YIOMIasiCsl HEKPO30M W/WIM BaKyoJM3alueld HEWPOHOB B TOJOBHOM MO3Te,
AKCOHAJIBHBIM OTEKOM H JICTCHEpaluel MEHHOro OT/Iena CIIMHHOTO MO3Ta, MOCIe OJTHOKPAaTHOU
OJIHOYACOBOI BHYTPUBEHHOI MHY3UHM B 03¢ 15 MI/Kr (45 Mr/mM?), cuuTaromencs 10CTaTOuHOM
JUTSL TIPEBBIIICHUS] MAKCUMATbHOW 3KCIIO3MIIMK TIpenapara y 4denoBeka. Jlo3a, mpu KOTOpo He
Habmonanocs HeOmaronpusatHeX  dddektoB (NOEL), cocrasmama 10 mr/kr (30 mMr/m?)
(mpubnm3uTenpHo 7-kpatHoe npeBbiieHne AUC y ManueHToB ¢ pakoM TPU UCIOIb30BaHUH B
PEKOMEH/IOBAaHHOH y YeJIOBEKa J03€) TOCIIe OHOKPATHOTO BHYTPUBEHHOTO BBEJICHHS B TCUCHHE
1 yaca.

HaDVHIeHI/Iﬂ CO CTOPOHHI I'JIa3

CyOkancynbpHBI OTEK/IereHepanns BOJOKOH XpyCTaluKa HaOIIo#aics y Kphic B TEUEHUE
10-nmkI0BOTO  MICCNIEIOBAaHUS 1O TOKCMYHOCTH B jgo3ax  10-20 mr/kr  (60-120 MF/MZ)
(mpubnm3uTenpHO 2-KpatHoe mpeBbimieHne AUC y ManueHToB ¢ pakoM NpU HCTHOJIb30BaHUHU
mpernapara B pPeKOMCHIOBAHHBIX Yy dYelloBeka no3ax). Jlo3a, mpu KOTOpod He HabI0Janoch
neGnaronpuaTHeix d¢extop (NOEL) Ha xpycranmk, cocraBiasma 5 mr/kr (30 mr/m?)
(mpubnusurenbHo AUC y manueHTOB ¢ pakoM B PEKOMEHIOBAHHBIX y YEJIOBEKa J03ax). JTH
3¢ dexTh ObUTH HEOOPATUMBIMH Yepe3 8 HEeNETb.

OHGHK& PHCKA JIJIS OKPY-KAKOIIEH cpeanl

Pe3ynbTaThl OLIEHKH PUCKa Ha OKPYXAOILYI0 Cpely MOKaszajiH, 4To Kaba3uTakcen He oOnagaer
KaKUM-JTH00 3HAYMMBIM BO3JICHCTBHEM Ha OKPYKAIOLIYIO cpeay (cM. pasnen 6.6).

KanneporeHHocTh

I[J'II/ITGJ'ILHI)IG HCCIICAOBaHMA Ha JXHBOTHBIX JUJII OLOCHKKW KaHIOCPOIrCHHOIO IIOTCHIHAJIA
kaba3HuTaKcea He MMPpOBOAUIINCE.

MyTareHHOCTE

baktepuanbHblii  TecT o00paTuMoil MyTareHHOCTH (TecT OiiMca) ans  Kkaba3uTakcena
OTPHULATEIbHBIMN.

['eHOTOKCHUYHOCTh

Jlns xaba3uTakcena HE OTMEUYEHO KIIACTOTEHHOCTH B in Vitro Tecte ¢ JIuMdoIruTaMu 4eoBeKa
(kaba3uTakcen HE HWHIYIHPOBAT CTPYKTYPHBIX XPOMOCOMHBIX a0eppanuii, HO YBEIWYUBAI
KOJIMYECTBO TOJHUILIOUIHBIX KJIETOK) M MHAYIIMPOBAJT yBEIHMUECHHE MUKPOSAEDP in Vivo y KpbIC B
no3ax > 0,5 mr/kr. OnHako, 5T JaHHBIE IO TEHOTOKCHMYHOCTU MPUCYIIU (papMaKOIOTHIECKON
AKTUBHOCTH COEAMHEHUS (MHTUOMPOBaHUS ACTIONMMEPU3ALIUN TyOyTUHA).

TepaToreHHOCTH
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IMOPHOTOKCUYECKHM, (PETOTOKCUYECKUM U adopTUpYIoMM AericTBueM. Koraa camkam Kpeic ¢ 6
no 17 neHb TecTanMyd BHYTPHUBEHHO BBOMWIM Kaba3zuTakcen | pa3 B CyTKH, HaOIIOIanach
sMOpurodeTanbHas TOKCHYHOCTh MPU MEHBIIEH CHUCTEMHOM SKCIO3MIIMU, YeM HaOII0AaeMol y
JIOJIeH, TOMyYaBIINX KIMHUYECKU 3HAUUMBbIe J03bl Kaba3uTakcena, v MposIBIIAIAChH B BUE THOEIH
IUI0/1a ¥ CHUIKEHUU CPEIHEr0 Beca HMOPHOHOB, CBS3aHHOTO C 3a/IePXKKOM occuduKanum ckenera.
Kaba3uTakcen He BBI3BIBAI aHOMAJIWHM Pa3BUTHS IUIOAA Y KpbIC W KposnukoB. KabGasurakcen
MIPOHUKAJ Yyepe3 IUIalleHTapHbIi Oapbep y KpbIC.

ITocie ofHOKpaTHOTO BHYTpHUBEeHHOTO BBeaeHus [1*C]-kaba3nuTakcena B no3e 0,08 MI/KT camMKam
KpBIC B [IEPHUO/] JaKTAIl[M B MATEPUHCKOM MOJIOKE B T€UeHHE 24 4acoB 0OHApyKUBaAJIOCh MEHEE
1,5 % BBeneHHOI 03I

Hapymenus d)eDTI/IJ'IbHOCTI/I

KaGasurakcen He BIMSET HA CIOCOOHOCTH K CHAPUBAHUIO WK (DePTUILHOCTD MOJIYYaBIIUX €T0 B
no3ax 0,05, 0,1 u 0,2 mr/kr/cyt cammoB kpbic. OTHaKO, BO MHOTOIIMKJIOBBIX MCCIICIOBAHHUSIX HA
KpbICax, TOJy4YaBIIMX BHYTPUBEHHO Kaba3WTakced B J03€ 5 MI/KT, HAOIIOAIKNCh JeTeHEepaIus
CEMEHHBIX My3bIPHKOB U aTpO(Hsi CEMEHHBIX KaHAIBLIEB, a Y CO0aK, MOMy4yaBIIuX Kaba3uTakcen B
no3e 0,5 Mr/Kr — MUHUMallbHasl TECTUKYIISIpHAs IeTeHepalns (MUHUMAaIbHBIA HEKPO3 OJIMHOYHBIX
AMUTEINATBHBIX KJIETOK B dnuauauMuce). CucTeMHast SKCIO3UIINS Y )KUBOTHBIX ObLIa MOJ00HOM
uiau 0oJjiee HU3KOM, YeM TaKoBasi, HAOJIOAABIIASCS Y YeJOBEKa MPHU MPUMEHEHUU KIMHUYECKU

3HAYUMBIX 103 Kaba3uTakcea.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHp BCIOMOraTeJIbHBIX BEIECTB

[TomucopOGat 80

OraHon 6e3BOIHBIN

Makporon 300

JIumoHHas KucIoTa 6e3BOIHAS

6.2. HecoBMeCTHMOCTDH

JlanHbIil JIeKapCTBEHHBIN MpernapaT He CcleAyeT CMeIMBaTh C APYTMMHU JIEKApCTBEHHBIMU
npernaparamu, 3a UCKJIIOUYCHUEM YIOMSHYTHIX B pasjeie 6.6.

He ucnonb3oBark nH(Y3HOHHBIE KOHTEIHEPHI 13 nonmBuHWIXIopHaa (I1BX) wmm napy3nonHbe
HaOOpBI U3 MOJMYypeTaHa Il IPUTOTOBIICHUS U BBEACHUS HH(PY3MOHHOTO pacTBOpa.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

HeBckpoeIThIA (hi1akoH

2 roja.
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ITocae mepBOro BCKPLITHS, IPUTOTOBJIEHHBII pACTBOPD

C MHUKpOOMOJIOTUYECKON TOYKM 3pEHUs KOHIIEHTPAT W MH(Y3MOHHBII PacTBOpP IOJDKHBI OBITH
UCIIOJIb30BaHbI Cpasy.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPU XPAHEHUU

Xpanutb 1ipu Temmneparype He Boie 30 °C B OpUrmHaAIBHON YITaKOBKE (ITaYyKe KapTOHHOK ).

He 3amopaxuBats.

VYcnoBus XxpaHeHHs MOCIE NEPBOrO BCKPBITUS U pa3BECHUS JIEKAPCTBEHHOIO Iperapara CM. B
pasaeine 6.3.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

[MTo 4,5 o, 5 M wnu 6 MI B CTEKJISIHHBIE (DIIAKOHBI TPO3PAYHOTrO OECIBETHOTO CTEKIIa
THAPOIIUTHIECKOTO Kiaacca I BMectumocThio 10 MiI, yKynopeHHBIe TIPOOKO U3 OpoMOyTHIIOBOM
pe3uHBbl ¢ (PTOPHOIMMEPHBIM MOKPHITUEM IO/ ATIOMUHUEBON MPEeIOXpPaHUTENBHON OOKaTKOM,
CHA0XECHHOW MIACTUKOBOM KPBIIITKOH THIA «Diur-oddy.

ITo 1 ¢pnaxony no 4,5 M, 5 M1 uiau 6 MJI BMECTe C MHCTPYKIMEHN 1O NPUMEHEHHUIO (JIMCTKOM-
BKJIQJIBIIEM) B MAYKy KApTOHHYIO, Ha KOTOPYIO IOMOJHHUTEIHHO MOTYT OBITh HAaHECEHBI
3alUTHBIC HAKJICHKH.

6.6. Oco0Oble Mepbl NPeIOCTOPOKHOCTH NPH YHUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WM OTX0A0B, TMOJYYEHHBbIX IOcjle NpPHMEHEeHUus:
JIEKApPCTBEHHOI'0 MpenaparTa u Apyrue MaHUIYJISIUM C IPenapaToM

Mepbl OpeaoCcTOPOKHOCTH IPYU HPUTOTOBICHUN U IPUMEHEHUH

Kak u npu pabore ¢ ApyruMH HpPOTHBOOITYXOJIEBBIMU NpenapaTamu, CleAyeT coOIr0laTh
OCTOPOKHOCTH U HCII0JIb30BaTh IepuaTKu 1pH padote ¢ npenaparoM Kabasurtakcen OBEP ®apma
W MPUTOTOBJIEHNHU eT0 MH(]Py3rnoHHOTO pacTBopa. Eciu pactBop npemapara Kabasurakcen DBEP
®dapma Ha m10060M 3Tane padoThl ¢ HUM MONAJl Ha KOXY, CIEAYeT HEMEIJIEHHO U TIIATEeIbHO
HIPOMBITh MECTO KOHTAKTa BOJIOM ¢ MbUIOM. [IpH nmomaganuu npenapara Ha CIU3UCThIe 000JI0YKU
clemnyeT HEMEJICHHO | TIIATeIbHO MPOMBITh X BOJOU. PaboTtath ¢ mpenapatom Kabasurtakcen
OBEP ®apma pgomkeH TOJBKO TMEpPCOHAN, BIAJICIOMIMK HAaBBIKAMHU  OOpalleHus ¢
LUTOTOKCUYECKUMHU MpenapaTaMu.

BepemeHHbIe )KEHIIIMHBI HE TOJKHBI pab0TaTh C 3TUM NPETapaToM.

Buaumatensao npounTtaiite BCHO Himkecnenyronyro nHGopMalyio mo moAroToBKe mpenapara s
BHYTPUBEHHOTI'O BBEJICHMS IIEPE]] €0 CMEIIMBAHUEM U Pa3BEIACHUEM.

BuumatensHo mpoutute pasgen. Ilepen BBenenuem npenapat Kabasurakcen DBEP dapma
HE00X0IMMO pa3BecTH ouH pa3. ClieayiiTe HHCTPYKIUSAM IO TPUTOTOBICHHIO, TIPEACTABICHHBIM
HIXKE.

Crnenyroumii mpouecc pasBeleHHs AJisi MPUTOTOBJIEHUSI pacTBopa A MH(Y3uid HEoOXO0AUMO
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IMPOBOAUTH B aCCIITUYCCKUX YCIOBUAX.

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

Jlnis BBeieHUsI HA3HAYSHHOM J103bI MOXKET MOTpeOoBaThes 6oiee OAHOTO (PiIaKOHA KOHIIEHTpPATA.

Oransl OPUTrOTOBJICHUA paCcTBOpa

PactBop mns nndy3uit

Oran 1: acenTHyecKd U3BIEKAIOT HEOOXOoAuUMoe KoiudecTBO KoHIeHTpaTa (10 mr/mn
Kaba3uTakcena) rpaIydpoBaHHBIM IINPHIEM ¢ WUIIIOH. Hampumep, Ui MpUTOTOBICHUS 103BI
45 mr npenapara Kabasurtakcen DBEP ®@apma norpedyercs 4,5 M KOHIICHTpATA.

Kab6a3zurtakcen DBEP ®apma, KOHIICHTpAT /11 IPUTOTOBJICHHS pacTBopa Ayt nHy3wid, 10 mr/mur,
COJEPKUT U30BITOK IpemnapaTta. ITOT U30BITOK 0OecrieunBaeT U3BIeKaeMblil 00beM 4,5 mit, 5 mi
i 6 mi ¢ coaepxkanuem 10 mr/min kaba3zuTakcena.

Otan 2: BBOJAT COAEPKUMOE IINPULAa B CTEpUIIbHBIN KoHTelHep 0e3 [IBX, coneprkammii 1160
5 % pactBop rmoko3bl, 1100 0,9 % pacTBOp Harpus xjiopuna Uit uHpy3uil. KoHuenrpamus
pactBopa s HHPY3uid 1omxHa cocTaBiath oT 0,10 mr/mia 1o 0,26 mr/min.

Otan 3: BEBIHUMAIOT IITIPUI] U TIEPEMEITNBAIOT COJEPKIUMOE MakeTa Wwin (rakoHa it HHPY3ui
BPYUYHYIO, KOJI€0aTeIbHBIMU JBHKEHUSMHU.

Ortan 4: KaKk U B Cllydae CO BCEMU IpenaparaMu s NapeHTEpaIbHOrO BBEICHUS, MOTYyYCHHBIN
pactBop ans MH(DY3Ul HE0OXOAMMO BM3YaJIbHO IPOBEPUTH Iepen BBeaeHueM. Ilockonbky
pacTBop Ui MH(Y3U MepeHachIEHHbIN, C TEYEHUEM BPEMEHH OH MOKET KPHCTaJUIN30BATHCA.
B takoM ciydae pacTBOp HENb3s UCIIOJIb30BATh, €r0 HEOOXOAUMO YTUIN3UPOBATh.

PactBop 11 nHGYy31i HE00X0AUMO UCTIOIB30BATH HEMEAJIEHHO.

Bo BpeMs BHYTpUBEHHOIO BBEICHMsS HH(Y3MOHHOTO pacTBOpa Kaba3uTakceaa HEOOXOIUMO
MCIIOJIb30BaTh BCTaBJICHHBINA B CUCTEMY JJIi BHYTPUBEHHBIX UHQY3UH QUIBTP C HOMUHAIBHBIM
nuameTpom nop 0,22 MKM.

[Tpenapat Kabasurakcen O9BEP ®dapma conepkut B cBoeM cocTase nonucopodart 80, KOTOpbIH, Kak
U3BECTHO, YBEIIMYMBACT CKOPOCTh AKCTPAKIUU H-(2-3Trirekcui) ¢ranata u3 [IBX. B cBszu ¢
STUM HeJb35 UCIOJIb30BaTh KOHTEHHEPH! 711 MH(Y3UOHHBIX kuakocTeil u3 [IBX n Habops! ans
IIPOBE/ICHUS] BHYTPUBEHHBIX MHQY3MH W3 MOJMypeTaHa [uld IPUIOTOBJIEHHS M BBEICHUSA
UH(Y3MOHHOTO pacTBOpa Kaba3uTakcea.

[Ipenapar Kabasurakcen OBEP ®apma Henb3s cMemMBaTh HH C KakUMH JIpPYTHUMH
JICKapCTBEHHBIMU IIpenapaTaMu, KPOMe yKa3aHHBIX.

Becpb ocTaBmmiics JIEKapCTBEHHBIN MPENapar U OTXOMABI CIELYEeT YHUYTOKUTh B YCTAHOBICHHOM

MOpSIZIKE.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

ABcTpus
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SBEP Bammnmkekt I'M6X (NMOCNEOOBATENEHOCTE 0003)

O06epOypray 3, 4866 Yarepax am ATTepsee.
Tenedon: +43 7665 20 5550

DnekTpoHHas rmo4ra: office@everpharma.com

7.1. IlpencraBuTeJIb AepKaTe/isi peTHCTPAIMOHHOIO YA0CTOBEPEeHUs!

[Iperen3uu noTpedbuTeneil HAMPaBIATH 1O aIPECY:

Poccuiickas @enepanus

00O «2BEP Heiipo ®apmar»

107061, r. Mockga, [IpeoOpaskeHckas 1., 1oM 8, 3Tax 7, mom. XLIV, kom.44
Temedon: +7 495 933 87 02

Onekrponnas moura: DrugSafety.ru@everpharma.com

Pecniybnuka benapychb

[TpencraButenberBo komnanuu « IBEP Hetipo @apma ['M6X)»
220090, r. MuHnck, Tp. Jlorovickuii, 1. 22A, om. 214
Tenedon: +375(29) 651 67 73

OnekTponHas noyra: DrugSafety.ru@everpharma.com

8. HOMEP PETUCTPAIIMOHHOTI' O YAOCTOBEPEHUAA

9. JATA TMEPBUYHOM PEIUCTPAIIUU (IIOATBEPXIEHMUSI
PETUCTPALIMU, IEPEPETUCTPALIUN)

JlaTa niepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOGmras xapakTepucThKa JekapcTBeHHoro npenapara Kabasutakcen OBEP dapma noctynHa Ha
uH(MOPMAIIMOHHOM TmopTane EBpa3suiickoro HSKOHOMHYECKOTO CO03a B HH(OpPMAIIMOHHO-

KOMMYHHKaIIMOHHOH cetu «HTepHeT» http://eec.eaeunion.org/.
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