COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.12.2025 N= 30026

(MOCNEOCBATENEHOCTE 0003)

OBIHIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Kabasurakcen-IIpomomen, 40 Mr/mi1, KOHIEHTPAT sl IPUTOTOBJICHUS paCTBOPA Uil HHQY3UH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JleiicTByro11€€e BEIIECTBO: Kaba3uTaKcen.
1 M koHIIEHTpaTa coaepkuT 40 Mr kaba3uTakcena.
Kaxnpiit paaxon oobemom 1,5 mi coaepxut 60 Mr kabaszuTtakcena.

1 M3 pacTBOpa TOCJE IMEPBOHAYAIBHOTO Pa3BEICHUS BCEM pACTBOpPUTENEM coaepkur 10 mr
kaba3uTaxcena.

BeHIeCTBa, HAJINMYHUEC KOTOPBIX HAAO YYHUTHIBATH B COCTABC JICKAPCTBCHHOI'O ITperiapara: Ka)K}IBIfI
Gi1akoH ¢ pacTBOpUTENIEM coaepKuT 3taHoa 95 % — 582,4 mr (cm. paznaen 4.4).

[TomHbIi TEepedeHpb BCIIOMOTaTeIbHBIX BEMIECTB MpUBEIeH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

KonnenTpar A npuroToBieHus pacTBopa Ajas HHPY3Hil.

Konnenrtpar

HpospaqHaﬂ MacCJIsTHUCTass XHUIKOCTh OT 66CHB€THOI‘O A0 CBETJIO-XKCITOTO HJIXM KOPUYHECBATO-
KEJIITOro uBeTa.

PacTBOpuTENH

[Ipo3paunas GecrBETHAS KUIKOCTb.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxa3aHusl K NPUMEHEHUIO

[Ipemapar Kaba3zutakcen-IlpoMmomen mokazaH K TPUMEHEHHIO Yy B3POCHBIX [UIS Tepamnuu
METaCTaTUYECKOT0 KaCTPAIlMOHHO-PE3UCTEHTHOTO paka MPEACTATENbHON JKele3bl y MalueHTOB,
paHee TONMY4YaBUIMX XUMHUOTEpANHI0 C BKIIOYEHHEM JoleTakcena (B KOMOWHAUUMU ¢
MIPETHU30JI0OHOM).

4.2. Pe:xuM 103MPOBAHUSA U CIIOCO0 TPUMEHEHUs

[Ipumenenne mnpenapata KaGasurtakcen-IlpomoMen  AOMKHO  TNPOBOAUTHCA  TONBKO B
CHEIMATM3UPOBAHHBIX OHKOJOTHYECKUX OTIENCHUAX IO/ HaONI0JIEHUEM Bpada, HUMEIOIIEro
CHENHaTbHYI0 MOATOTOBKY IO MPOTUBOOMYXOJEBOM XMUMHOTEpanuu. B oTaeneHnn NOMKHBI ObITh
HEO0OXOMMBIE YCIOBUS M MEIWKAMEHTHI Ui OKa3aHHs IMOMOIIY MPH BO3HUKHOBEHHH DPEAKIIHA
TUINEPYYBCTBUTEIFHOCTH, TaKUX KaK CHIDKEHHE apTepuanbHoro nasieHus (AJ]) m Oponxocmazm
(cm. paznen 4.4).
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Ilpemenukanus

JI1st yMEeHbIIEHUS pUCKA PA3BUTHS U TSHKECTU PEAKLUM TMIIEPYyBCTBUTEIBLHOCTH IIEPE] BBEICHUEM
npenapara KaGasutakcen-Ilpomomen mnpoBoauTCs NpeMeauKanus CIEAYIOIUMH BBOAUMBIMU
BHYTPUBEHHO JICKAPCTBEHHBIMU IIPENIapaTaMH:

- aHTUTUCTAMUHHBIE Tpemnapartbl (JekcxiopdeHupaMud 5 Mr wiu IudeHruapaMuH 25 Mr Wid
aHAJIOTMYHBIN MTpernapaT B SKBUBAJIEHTHBIX J03aX);

- TJIFIOKOKOPTHUKOCTCPOH AbL (IICKC&MCTB,?;OH 8 MIT HWJIX J3KBUBAJICHTHBIC AO3BI  Apyroro
TJIFOKOKOPTHUKOCTEPOU/IA);

- Onokaropsl Hz-rucTaMMHOBBIX peLENTOpOB (PAaHUTHAMH WM AaHAJOTUYHBIA Ipernapar B
SKBHUBAJIEHTHBIX /103aX) (CM. paznen 4.4).

PexkoMeHnayercss mpoduiiakTUyecKkoe NPUMEHEHHE MPOTHUBOPBOTHBIX CPEJCTB BHYTPb WM, MpPH
HE00XOJUMOCTH, BHYTPUBEHHO.

PexxuM n1o3upoBanus

PexomeH0BaHHas 103a mpemapata Kabasurakcen-IlpoMoMen cocraBiser 25 Mr/M? IDIomany
MOBEPXHOCTU TeJla, KOTOpash BBOJAUTCS IMyTEM OJHOYACOBOW BHYTPUBEHHOW HH(Y3UH Kaxable
3 Hepenw B KOMOWHAIIMK C TIPUEMOM BHYTPH TpenHu300Ha 10 Mr eXeJTHEeBHO B TEYEHHE BCETO
nepuoa aedeHus npenaparom Kabasurakcen-Ilpomomer.

Koppexkist BBOIMMON J1I0361

PexomenayeMbpie M3MEHEHHsI BBOJIMMOM 03Bl M3-3a Pa3BHUTHS HexenaTenbHbIX peakuuid (HP) y
MalMeHTOB, MoyJatomux npenapar Kadasurakcen-IIpomomen.

HeOsaronpusiTHbie peakiuu HN3MeHeHHe BBOAUMOM 103bI
JlmuTenpHast (6omee 1 Henenn)| OTcpodka CIEAYIOMIETO ITMKIA JICYCHHS 10
HEUTpOTIEHUsT > 3 CTENMeHHM THKECTH,| BOCCTAHOBJICHHS KOJWUYECTBA HEUTpOUIOB B
HECMOTpS Ha MpUMEHEHHe | TepudepuIecKoi KpOBH hi (0] Oonee
COOTBETCTBYIOIIEro JieueHns, BKimrouas| 1500 xmerox/mMM®, 3areM CHWKEHHE 1O3BI B
BBEJ/ICHUE IPaHyIOLMTAPHOTO| MOCHEAYIOIMX LMKIaX ¢ 25 Mr/mM? miomanu
KOJIOHUECTUMYJIUPYIOLIETO daxTopa| mosepxHocT Tema o 20 Mr/mM? mIomanu
(T-KCD). MIOBEPXHOCTH TeJIa.

OebOpuiibHass HEUTPOIIEHUS win | OTcpouka CHEAYIOWEro IUKIa JIEYEHHs [0
HeHTponeHn4eckast UHQEKIus. YMEHBIICHUST WM paspelieHus ¢GeOpriibHOR

HEUTPONEHUH U [0 BOCCTAHOBJICHUS KOJIUYECTBA
HEHUTpO(HIOB B IeprupEepUIECKO KpOBHU 10 OojIee
1500 kmeTok/MM°, 3aTeM CHIKEHHE J03bI B
nocleqylomuX HUKIaX ¢ 25 Mr/m? miomamm
MOBEpXHOCTH Teda fo 20 Mr/mM? momamm
MOBEPXHOCTH Tela.

Z[Hapeﬂi:% CTCIICHU TAKCECTU UJIU YIIOPHO OTcpqua cdiIeayromero nukjiaa JICUCHUuA 10
npoaoJDKaromasica Auapest, HECMOTpA Ha | YMCHBIICHUS WIIH pa3pClICHUd OAUApEH, 3aTCM
IIPOBCACHUC COOTBCTCTBYIOH_ICI\/'I Tepannunu CHMXCHUC [O3bl B TIOCICAYIOIIUX IHUKIAX C
U BOCIOJHCHUC TMOTCPhL KHUAKOCTU U 25 Ml"/M2 rjionraJiv mMoBEpXHOCTHU TCJIa 10 20 Ml"/M2
QJICKTPOJIUTOB. Jjionrajiv rmoBEpxXHOCTH TEJIa.
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He0saronpusiTHbie peakuuu HN3meHeHnne BBOAMMOM 103bI
[epudepuyeckas Heriponatus | OTcpouka J€4eHUs 1O YMEHBIIEHHUsS] CUMIITOMOB,
> 2 CTETICHU TSHKECTH. 3aTEM CHUIKEHHUE JI03bI B MOCIEAYIOINX HUKIIAX C

25 Mr/M? IIJI0IAAM TTOBEPXHOCTH Tena 10 20 Mr/m?
IUIOILAH TOBEPXHOCTH TEJIA.

Ecnu y manueHTa mpu BBEJEHHM mHpemapata B go3e 20 Mr/mM? IUomamyu IOBEPXHOCTH Tela
MIPOJOJDKAIOT BO3HUKATH JIHOObIE M3 YKa3aHHBIX BBILIE PEAKLUN, TO PEKOMEHIYETCS CHU3UThH J03Y
npenapata Ka6asurakcen-IIpomomen 1o 15 mr/m? miomany MOBEPXHOCTH Tela WM MPEKPATHTH
neueHue npenapaToM. /lanHele o npuMeHeHuu npenapara Kabasurtakcen-IIlpomomen B 103e MeHee
20 Mr/M? IIOmaaM TOBEPXHOCTH Teja OrPAHHYEHB.

Oco0bIe TPVIIILI MAIHEHTOB

./Tub;a NOJ2HCUTIOCO 803pacma

He Ttpebyercs cnennanbHONW KOPPEKLIUU pexuMa JO3UPOBAaHUS MPU MPUMEHEHUH Kalba3zuTakcena y
MaIMEeHTOB MOXUJIOTO Bo3pacTa (cM. pazaensl 4.3, 4.4 u 5.2).

Hab;ueHMbl C NOYEYHOU HeOOCMAmoO4HOCHbIO
Kab6a3urakcen BBIBOJUTCA ITOYKaMU B MHHHMAaJIbLHOU CTCIICHH.

He tpebyetcst koppekuu pexxuma J03WpPOBaHUS Y TAIMEHTOB ¢ TIOUYEYHOW HEJ0CTAaTOYHOCTHIO 0e3
npoBeneHus remoauanuiza. OgHako y TMalMeHTOB C TEPMHUHAJIBHOM CTaaued MOYEeYHOU
HEJIOCTAaTOYHOCTH (KIMpEHC KpeaTuHuHa < 15 mu/mmu/1,73 M%) B CBS3M C MX COCTOSIHHEM H
OTpaHUYEHHBIMU JAaHHBIMU JICUEHUE CJIEAYET MPOBOAUTH C OCTOPOXKHOCTHIO U MPH TIIATEIBHOM
MEIUIIMHCKOM KOHTPOJIE BO BpeMsl JICUECHHS.

Tayuenmoi ¢ neueHOuHOU HEOOCMAMOYHOCBIO
Kaba3uTakcen B OCHOBHOM METa0OIU3UPYETCS TICUCHBIO.

VY nanmueHToB C MEYEHOYHOM HENOCTATOYHOCTHIO JIETKOM CTENeHU TsKecTH (00mui OminpyOuH
ceiBOpoTKM kKpoBu > 1 m < 1,5 x BI'H (BepxHeit rpanursl HOpMbI) uau  ACT
(acmapraramuHoTpaHncdepasza) ceiBOpoTKHM kpoBu > 1,5 x BI'H) nmo3y kabasutakcena ciemayer
cHI3UTH 70 20 Mr/M? TIIOMIAAH TOBEPXHOCTH TeJa, IPH STOM TpeOyeTcs COBI0aTh OCTOPOKHOCTS,
THIATEeNIbHO KOHTPOJIMPOBATh COCTOSIHUE MAIlIEHTOB U MPOBOAUTH MOHUTOPUHT HP (cM. pasznenst 4.4
u5.2).

VY MmanueHToB ¢ MEYEHOYHOW HEAOCTATOYHOCTBHIO CPEHEN CTENeHU TshKecTH (00uuil oumnupyOuH
>1,5 no < 3 x BI'H) makcumanpHasi mepeHocuMas 1o03a Kaba3uTakcella COCTaBiseT 15 MT/M?
IUIONIaM TOBEPXHOCTH Tena. Eciam mnpeaycMOTpeHO JeueHHe MalMeHTOB C IEeYCHOYHOU
HEJIOCTaTOYHOCTBIO CpPEAHEH CTENMeHHW TSDKECTH, /1032 Kaba3uTakcela He JO0/DKHA IPEBBIIIATH
15 mr/m? mionaau HoBepXHOCTH Tena. OHAKO MMEIOTCS OrpaHHYeHHbIE JaHHbIE 00 3DOEKTUBHOCTH
3TOU JIO3EL.

KaGa3uTakcen mpoTHBOMOKa3aH MallMEHTaM C MEYECHOYHOW HEeIOCTaTOYHOCTHIO TSHKEIOW CTETeHU
(oOmumii OunupyOuH ChIBOPOTKU KpoBH > 3 x BI'H) (cMm. pasmensi 4.3, 4.4 u 5.2).

OoHospemennoe npumeHneHue Kabasumaxkcenida ¢ UHOYKMOpamu U UHeUOUMopamu u3oghepmenmos

CYP34

Cnenyer n30eraTb OJHOBPEMEHHOIO MPUMEHEHMs JIEKAPCTBEHHBIX CPEACTB, KOTOPBIE SBISIOTCS
CHJIBHBIMU MHIYKTOpamMu Hn3opepmeHToB CYP3A Mau CuiIbHBIMM MHTHOUTOpaMH H30(EpMEHTOB
CYP3A. Opnnako, ecny MAalMeHTY HEOOXOJMMO OJHOBPEMEHHOE NMPHMEHEHHE Kaba3uTakcesla U
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CWIBHBIX HHTUOUTOPOB m3odepmernToB CYP3A, cnemyer paccMOTpeTh BOMPOC O CHIKEHUH 03I
kabazutakcena Ha 25 % (cm. paznaensl 4.4 u 5.2).

CTH

bezonacuocts u 3¢dexruBHOCTS Mpenapara Kabdaszurakcen-IIpomomen y mereit B Bozpacre ot 0 10
18 et Ha JaHHBII MOMEHT HE yCTaHOBJEHbI (cM. pa3zaen 5.1). JlaHHbIE OTCYTCTBYIOT.

Cnoco0 rmpuMeHeHus

[Ipenapat Kabasurakcen-IIpomomen BBOIUTCS C OMOIBIO BHYTPUBEHHON HH(PY3HH.
WNudopmanus o pabore ¢ HIUTOTOKCUYECKUMH IIpenapaTaMy IIpUBEJEHA B pasnene 6.6.

I/IHCTPYKIII/II/I MO0 TMPUTOTOBJICHUIO JICKAPCTBCHHOT'O Ipfrapara IMepca IMPUMCHCHHUEM CM. B
pasznene 6.6.

4.3. IIpoTuBONOKA3aHUS

— l'unepuyBcTBUTENBPHOCTh K KalOa3WTakceny WM JAPYrUM TakcaHaMm, WM K Jo0oMy W3
BCIIOMOTaTENbHBIX BELIECTB, IEPEUNCIECHHBIX B paznene 6.1.

— KonuuecTBo HeHATpoduIoB B mepudepuueckoii kposu Meree 1500/mm°,

— IleyeHouyHast HEIOCTATOYHOCTH TSKENOW creneHu (oOmui OUITUPYOMH CHIBOPOTKH KPOBU
>3 x BI'H).

— OpaHOBpeMEHHOE MPHUMEHEHHUE C BAKIIMHOW MPOTUB JKEITOM JMXOPAIKH, a TAKXKE C JIPYTUMHU
YKHBBIMH OCJTa0JICHHBIMU BaKIIMHaMU (cM. pasaen 4.5).

4.4. OcoOble yka3aHusi U MepPbl PEA0CTOPOKHOCTH NP MPUMEHEHUN

VraereHne KOCTHOMO3TOBOI'0 KPOBETBOPEHHS

[Tpu npumeHeHn Kaba3uTakceaa yrHETeHHE KOCTHOMO3TOBOTO KPOBETBOPEHUS IPOSIBIISIETCS B BUJIE
HEWTPOTICHUH, aHEMHUH, TPOMOOIIMTOIICHUH WM BO3MOXHO pa3BUTHE MAHIMTONCHUU (cM. Hudice
donoHumenvHy ungopmayuio 8 noopazoenax «Heimponenus» u «Anemusy).

Heittponenus

B cooTtBercTBUU ¢ pekoMeHAAUUAMH AMEPUKAHCKOrO OOLIECTBA KIMHUYECKOW OHKOJOTMH W/WIH
COBPEMEHHBIMHU YTBEP)KJICHHBIMU PYKOBOJICTBAMHU [UIsl YMEHBILICHUS PUCKAa BO3HUKHOBEHUS WIIU
JICYCHUS HEWUTPOINEHWYECKUX OCIOXHeHUH ((eOpunbHas HEHUTPONEHUs, MPOJOIDKUTEIbHAS
HEUTpONEHUSI WJIM HEUTponeHWYeckas UHQEKIHs) TMalueHTaM, MOJydYaloluM JIeYeHHE
Ka0a3uTaKkceIoM, MOKHO C MPOPHUIAKTUYECKON 11e1bt0 BBOAUTH [ -KCO.

Crnenyet paccMOTpeTh BOIPOC O MEPBUYHON mpoduiakTuke HelTporneHnuu ¢ nomoirsio [-KCD y
MAIMEHTOB C BBICOKUMHU (PaKTOpaMU PHCKa BOSHUKHOBEHHUS HEHUTPOIEHHH, KOTOPbIE YBEIMUYMUBAIOT
BEPOSITHOCTh Pa3BUTHUS OCIIOKHEHUN OT MPOJOHKUTEILHOM HEUTPOIIeHHU (BO3pacT crapiie 65 jer,
IJI0X0€ 00Iee COCTOSIHKE, MPEAISCTBYIOMNE SMH30/1bl (GeOpUIbHON HEHTPONECHUH, HHTEHCUBHAS
MpeaulecTBYIONIas JiydeBas Tepamnus, HEAOCTaTOYHOE TMHTAHWE WJIM JPYTue Cephe3HbIC
comyTCcTByoIue 3aboneBanusi). bouio mokazano, uro npuMeHnenue [-KC® ymeHbliaeT 4actoTy
BO3HUKHOBEHHUS U TSKECTh HEUTPOTICHUU.

Heiitponenus snsiercss Hanbosee yacto Berpedaromieiicss HP mpu mpumeHneHun kaba3uTakcena.
Tpebyercst exXeHeNeNbHBIN KOHTPOIb KOMUYECTBA (DOPMEHHBIX AJIEMEHTOB KPOBH (TIOJHBIN 00Ut
aHallM3 KPOBM) BO BpeMsl MEPBOTO IUKIa (LUKI 1) JedeHus U 3aTeM Mepel KaXIbIM CIeIyOIM
IUKIIOM JICYSHHUS JIIsl TOTO, YTOOBI MPU HEOOXOAUMOCTH YMEHBIIUTD 03y MpernapaTa B CIeAyoeM
ke (cm. pazaen 4.2).
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[Tpu pazButum (HeOpHIbHON HEUTPONEHUH WM MPOJOJDKUTENLHOW HEHTPOIEHWH, HECMOTPS Ha
IIPOBOAMMOE COOTBETCTBYIOIIEE JICUEHHE, JIEUEHHE Kaba3UTAKCEIOM MOXKET ObITh IPOAOIDKEHO
TOJIBKO TIOCJIE MOBBIIEHHs KOJIMYECTBA HEHTPo(DUIOB B mepudepudeckoit kposu 10 > 1500/mm3
(cMm. pazzen 4.3).

Peakinn TUIICPYYBCTBUTCIIbHOCTH

Bce ITaITUCHTBI nepena BBCJIACHUEM kaba3urakcesna JOJI’)KHBI oJIyuaTb npeMecIuKanto
(cMm. pazzen 4.2).

[TaneHTsl  OJDKHBI  THIATENBHO — HAOMIONATHCS ~ HA  MPEAMET  Pa3BUTHS  pPeaKlHi
TUTIEPUYYBCTBUTEIBHOCTH, OCOOEHHO BO BpeMs TE€pBOM W BTOPOW BHYTPUBEHHOW WHQY3UU
kaba3uTakcena. Peakuuu runepyyBCTBUTEIBHOCTH MOTYT Pa3BUTHCA B TEUYCHHE TMEPBBIX MHUHYT
Mocjie Hayaja BHYTPUBEHHONW WH(Y3MM Kaba3uTakcena, IMOSTOMY HEOOXOJIMMO HWMETh BCE
HeoOXxoAruMoe 000pyI0BaHUE U JIEKAPCTBEHHBIE MPETIapaThl AJI1 OKa3aHUsI HEOTIIOKHOU MTOMOIIH TTPH
camxennn AJl wiam pa3BuTUM OpoHXOocmazma. MoryT pa3BUBAThCS TSKENIbIE PEAKIMU, TAKUE Kak
reHepain30BaHHasl KOXKHAas ChINb/Aputema, cHimkenrne AJl u 6ponxocnasm. [1pu pa3BUTHHN TSKETBIX
peakIii TUIePYyBCTBUTEILHOCTH TPeOyeTCsl HEMEJIEHHOE MPeKpaIieHue BHYTPUBEHHON HHDY3UH
kaba3uTakcesna v mpoBeIeHHe HeoOXxoauMoro jiedueHus. [larmenTaM, IMEBIITUM B aHAMHE3€ TSKETYIO
pEaKIHio THUIEPUYyBCTBUTEIBHOCTH, HEIb3s IPOBOJUTHL IIOBTOPHOE BBEJEHHE KabasuTakcesna
(cm. paznmen 4.3).

PHCK TOIMIHOTEI, PBOTHI, IHAPEN U 00e3BOKHBAHUS

Ecmu y manmeHTOB pa3BUBaeTCs Auapes MOCie BBEJICHHs KaOa3uTakcela, UM CIIeIyeT MPOBOAUTH
Jie4eHHe OOBIYHO MPHUMEHSIEMBIMU NPOTHUBOIMAPEHHbIMU mpenapaTamu. Crenyer NpuUHUMATh
COOTBETCTBYIOIIME MEPhI MO0 BOCCTAHOBJIEHUIO MOTEPh KHUAKOCTH U ONPEACTCHUI0 U KOPPEKIUU
ANIEKTPOJIMTHOTO COCTaBa CHIBOPOTKH KPOBHU, OCOOCHHO KOHIIEHTPAIlMM HOHOB Kanus. J[napest Moxer
yallle pa3BUBaThCs y MAIIMEHTOB, KOTOPHIM paHee Obljla MPOBeeHa JTydeBasi Tepanusi abJOMHUHAIBHO-
Ta30BoM o6sacTu. OOEe3BOKMBAHKE Yallle pa3BUBACTCA Y AIMEHTOB 65 et u ctapie. [1pu pazsurun
avapeu > 3 CTENEeHU TSKECTH MOXKET MOTPedOBAThCS OTCPOUKA CIEAYIONIETO IMKIA JICUSHUS WU
yMeHbIIeHHE 10361 (cM. pasaen 4.2). Ecau y manuenTta HaOIr01aeTCs TOIIHOTA M PBOTA, BO3MOKHO
MIPUMEHEHHE TPOTUBOPBOTHBIX CPEICTB.

Puck pa3BUTHS cephe3HBIX PECAKIIMNA CO CTOPOHKI JKEIYI0YHO-KHIIISYHOI'0 TPaKTa

Coo0manoch 0 pa3BUTHH KEITYAOYHO-KUIIECUYHBIX KpPOBOTEUEHU u mepdopanuii, KUIIeYHOU
HEMPOXOJUMOCTH, KOJUTA, B TOM YHCJIE U C JIETAJIBHBIM HCXOJOM Y MAllMeHTOB, MOJIYYaOUIUX
nedyeHue kabasutakcenoM (cMm. pasnen 4.8). CinemyeT coOi0aTh OCTOPOKHOCTh Y TMAllUEHTOB C
BBICOKMM PHCKOM pPa3BUTHUA >KENyIOYHO-KUIIEYHBIX OCJIOKHEHHWI, a MMEHHO: y TMallUeHTOB C
HEHUTpONEHUEH, TMOXUJIOro  BO3pacTa, OJHOBPEMEHHO  MPUHUMAIOIIUX  HECTEPOHIHBIC
npotuBoBocnanutensHbie npenapatel (HIIBIT), momydaronmx aHTHATPEraHTHYIO TEPAIUIO HIIH
AHTHKOATYJISHTHI, a TAK)KE Y MallMEHTOB C paHee MPOBEICHHON JIy4eBOM Teparuell OpraHoB Majaoro
Tasa, 3a0oJeBaHUsAMU KernygouHo-kumiedHoro tpakta (OKKT), TakuMu Kak siI3BeHHBbIE MOPaKEHUS
XKKT u xemy104HO-KUIIEYHOE KPOBOTEUECHUE B aHAMHE3E.

PanHUMU TPOSBICHUSIMU CEPHE3HOW IKENYAOYHO-KUIIEYHOH TOKCHYHOCTH MOTYT OBITH TaKHe
CUMITOMBI, KaKk abJOMHHANIbHBIE OOJIH M OOJE3HEHHOCTh B OOJACTH KUBOTA, TUXOPAJIKA, YIOPHBIH
3amop, auapes ¢ Heiltpornenued wiam 0e3 HeiTporneHuu. CremyeT peryisipHO MOHHMTOPHUPOBATH
COCTOSIHME TAIlMeHTa Ha HallM4uhe STHUX CUMIITOMOB, W B cllydyae WX OOHapyXeHHs HEMEAJICHHO
MPOBOJNTh WX JiedeHHEe. MoxeT mnoTpeboBaThCs OTCPOYKAa WM MpEKpalleHue JIeYCHHUs
Kaba3UTaKCEIOM.

Hepnd)epnquKaﬂ HeliponaTus
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VY manueHToB, MOJYYaBIIMX JEYCHHE Kaba3uTakceloM, HaOMIOAaINCh ciydau mnepudepuueckont
HEHpOIaThy, BKIIOYas TMepudepruuecKylo CEHCOPHYIO HEHpOIaTHio (mMapecTe3us, TU3eCTe3us) U
nepudepruyeckyro MOTOpHYyI0 Helponartuio. [lanrenTam, moay4yaromum JiedeHne Kaba3uTaKceIoM,
CIIelyeT PEeKOMEHIOBATh Nepe] IPOIOJKEHUEM JIeUeHU MH(POPMHUPOBATH CBOETO JIYAIETO Bpaya O
Pa3BUBIIMXCS y HAX CHUMIITOMax HEHpOMATHH, TAKUX KaK OO0JIb, YyBCTBO JKKCHHUs, NOKAJIBIBAHUE,
OHEMEHHE WJIM TOBBIIIEHHAs YTOMJISIEMOCTh. Bpad IOMKEH OIEHMBATh HAJWYHE WM yCHUJICHUE
CHMIITOMOB HEMPOIIaTHH Mepe]] KaXKIbIM IIUKIOM JieueHus. BBenenue kabazuTakcena J0KHO OBITH
OTJIO)KEHO JI0 yMEHbIIEHHs cuMnToMOB. Ilpu mepcuctupyromeil nepudepuyeckoi HeHponaTuu
> 2 CTENeHH TSHKECTH 71033 Kaba3uTaKceNa JOKHA ObITh CHIKEHA ¢ 25 MI/M? ILIOIIA 1 TIOBEPXHOCTH
Tena 10 20 Mr/m? IIONTa M HOBEPXHOCTH Tenia (cM. pasaen 4.2).

Puck pa3ButHs nmouyeyHoi HEJI0CTATOYHOCTH

Coo01anoch 0 HapyIIeHUs X (PYHKIMH MOYEK B COUETAHUU C CETICUCOM, TSDKEIIBIM 00€3BOKMBAHUEM
BCJICJICTBUE JMApEHd M PBOTHI U OOCTPYKTHUBHOH ypomartuen. Halmromanock pa3BuUTHE MOUYEYHOM
HEJ0CTAaTOYHOCTH, BKJIIOUas CIy4yau C JeTalbHbIM HcX010M. CenyeT NpUHUMaTh COOTBETCTBYIOIINE
MEpHI 17151 BBISBIICHUS IPUUMHBI Pa3BUTHS MMOYECUHON HEJIOCTATOYHOCTH M TIPOBOJIUTH MHTEHCHUBHYIO
Tepanuio MalueHTOB C Pa3BUBAOIIEHCS TOYEYHOM HEe0CTaTOUYHOCThI0. ClielyeT MOHUTOPUPOBATH
(YHKIUIO TTOYEK.

[Tpu nmeyeHnn kaba3UTAKCEIOM CJISIYeT MPOBOIUTE aJICKBAaTHYIO THApATAIMIO HarnueHTa. [laruenty
ClIelyeT PeKOMEHJIOBaTh HEMEUICHHO COOOIIATh O JTFOOBIX M3MEHEHHSX B 00BEME BBIJCIIEMOM 3a
cyTku Moun. ClieflyeT OonpeeiaTh CoJepKaHue KpEaTHHHHA B CBIBOPOTKE KPOBH TIEpe]] JICUCHUEM,
MIPH KKJOM HCCIICIOBAaHUH OOIIETro aHaIM3a KPOBH U B CITydae COOOIIESHUS MalieHTa 00 N3MCHCHUH
BBIZICJICHUST MOYH. B ciydae pa3BUTHS MOYCUHON HETOCTATOYHOCTH > 3 CTENEHH TSHKCCTH JICUCHHE
Ka0a3uTaKCceIoM JIOJDKHO OBITh MPEKPAIIEHO.

[Ipenapar ciemyeT NpUMEHSTh ¢ OCTOPOKHOCTHIO Y MAIIMEHTOB C TEPMUHAJIBHOM CTaANEeH MOYEUHOU
HEJI0OCTaTOYHOCTH (KIMPEHC KpeaTuHUHA < 15 MJI/MUH) (B CBS3H C KX COCTOSTHUEM M OTPAaHUYCHHBIMH
JAHHBIMU, JICYEHHE CJIeAyeT MPOBOJUTH C OCTOPOXKHOCTHIO M MPH THIATEIBHOM MEIUIIUHCKOM
KOHTPOJIC BO BpeMs JiedeHus1) (CM. pa3zenst 5.2 u 4.2).

Puck pa3BUTHS IHCTHTA BCICACTBUE d)CHOMCHa BO3BpAaTa JYYECBOU peaKInu

VY mnauMeHToB, MOMyYaBIIMX paHee Jy4yeBYIO Tepamuio B OO0JIaCTH Ta3a U CXEMy JICUEHHS,
COJIEpIKaIYI0 JIOLIETaKCcel, COOOIANOCh O Pa3BUTHM LIMCTUTAa BCIEICTBUE ()EHOMEHa BO3BpaTa
Jy4eBOM peaklnK B paHee o0ydeHHou ooactu. [loaromy npu pazButuu ganHo HP nosmkHBI OBITH
MIPUHSATHI COOTBETCTBYIOIIME MEepPhl. MOKET BOZHUKHYTh HEOOXOAUMOCTh MIPEPhIBAHMS I OTMEHBI
Tepanuu Kaba3uTaKCceIoM.

Puck pa3BuTys HapyIISHUNA pUTMa cepana

Coo0maioch 0 pa3BUTHH HApPYIICHHUI PUTMA cepiia, HanboJiee YacTo TaXUKapIUH U MeplaTeIbHON
aputmuH (cM. pazzaen 4.8).

Puck pa3BuTHs HapYIISHUNA CO CTOPOHBI JBIXaTECIbHON CUCTEMBI

Coobmranoch 0 Clly4asX  pa3BUTHUS  HMHTEPCTHUIMAIBHOM  MHEBMOHWHW/TTHEBMOHHTA,
MHTEPCTULIMATBHON OOJIE3HU JIETKUX, OCTPOT0 PECIIUPATOPHOTO AUCTPECC-CUHAPOMA, B TOM YHCTIE C
JETabHBIM HCXO0JIOM (cM. pazzen 4.8).

HpI/I Pa3BUTHU HOBBIX CUMIITOMOB CO CTOPOHBI JBIXaTEJIbHOM CUCTEMBI UIIN YXyAUICHUHA UMCIOIINUXCS
CHUMIITOMOB H606XOI[I/IMO THIATCJIBbHO Ha6J'IIOJIaTL 3a COCTOAHHUCM ITAaUCHTOB, OIICPATUBHO
O6CJ'I€,Z[OBaTI> HX W IPOBOAUTH COOTBCTCTBYIOLICC JICUHCHUC. PeKOMeHI[yeTCH npepBaTrb TEpaAIUNIO
Ka0a3uTaKkceIoM A0 NOATBCPIKACHUA AHUATrHO34. Pannee IMPUMCHCHUC no;[;[epmHBalomeﬁ TCpanununu
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CMOCOOCTBYET — YJYYIIEHUIO COCTOSIHMS —TmaiueHrta. [loab3a OT BO30OHOBJICHHS — TEPAITHH
Ka0a3UTaKCEIOM JIOJKHA ObITh TIIATEILHO OLICHEHA.

TlanueHThl TOYKUJIOr0 BO3pacTa

[TarueHTHI TOKUIIOTO BO3pacTa (> 65 jet) MoryT ObITh 0OJIee MPEeAPaCTIONOKEHBI K HeKOTOphiM HP,
BKJIFOYasi HEUTPOIICHUIO WM (PeOPHITbHYI0 HEUTpOICHHUIO (cM. pasen 4.8).

TlanueHThl ¢ IeYeHOYHOW HEAOCTATOYHOCThIO

Kaba3urakcen WHTEHCUBHO MeTa0onusupyercs B medeHH (cM. pasmen 5.2). KabGasurakcen
MIPOTHBOMIOKA3aH Yy TAIlMEHTOB C IEYEHOYHOW HEAOCTATOYHOCTBIO TSKEJIOW CTerneHu (0Omuid
omwmupyoun > 3 x BI'H) (cMm. pasznmenst 4.3 u 5.2). YV manueHTOB ¢ MEYSHOYHOW HEIOCTATOYHOCTHIO
JIETKOW CTeNeHu TsbkecTH (oOumii 6unupyOuH ceiBopoTkr KpoBd > 1 m < 1,5 x BI'H wnmm
ACT > 1,5 % BI'H) u cpenneii crenenn Tspkectd (o0mmid oumupyoun > 1 u < 3 x BI'H) cnenyer
YMEHBIIUTh J103y Kabazutakcena (cMm. pasgensl 4.2 u 5.2). Ilpu stom Tpebyercs coOIOAATH
OCTOPO’KHOCTB, TIIATEIbHO KOHTPOJIUPOBATH COCTOSIHUE MAallMEHTOB U MPOBOAUTH MOHUTOpUHT HP.

Anxemus

VY nanueHToB, NOJYYalOIIMX JIeYeHHe KaOa3WTaKCeIoM, COOOMIAoCh O pPasBUTHH aAHEMHUH
(cM. pasznen 4.8). Tloka3arenu reMorioOMHAa U TeMAaTOKPUTA JOJDKHBI OBITH MPOBEPEHBI J0 Havasa
TCparnun Ka633HTaKCCHOM, a TakKKE, C€CJIIM Yy MAallMCHTOB OTMECYAKOTCA CHUMIITOMBI WJIM IMPU3HAKU
AHCMHWH W KPOBOIIOTCPHU.

PGKOMGHHyeTCH C OCTOPOXHOCTBIO IPHUMCHATH Kaba3uTakcen Yy HanucHTOB C COACPKAHUCM
remornioonHa B mepudepudeckoii kpoBu < 10 r/mn. Crmemyer mpoBOIUTH COOTBETCTBYIOIIHE
JedyeOHbIE  MEpOTPUSTHS, HalpaBJICHHbIE Ha TOBBIIICHHE COACP)KAaHUS TreMoriioOnHa B
nepudepudecKoil KPoBH.

JIekapcTBEHHOE B3aUMOJIEHCTBUE

OIHOBPEMEHHOTO TPUMEHEHHUsI CUIIBHBIX MHTHOUTOPOB W MHAYKTOpoB u3odepmeHToB CYP3A c
Kaba3uTakcelaoM ciexyer u3berarb, Tak Kak OHU MOTYT, COOTBETCTBEHHO, YBEJIWYHUBATh WIIU
YMEHBIIIATh IJIA3MEHHYIO KOHIIEHTpAIHio kKabazutakcena (cMm. pazaensl 4.2 u 4.5).

BcnoMorarennpHBIE BEllecTBa

ITpenapar Kab6asurakcen-IIpomomen comepxkut 582,4 mr stminoBoro crupra 95 % (sranona) B
coctaBe pactBoputenss Ha | ¢riakoH, 4to paBHO mnpuMmepHo 14 M nuBa wiM 6 M BHHA
COOTBETCTBEHHO.

HCO6XOI[I/IMO YUUTBIBATh IIpU NMPUMCEHCHUUN IIpCliapara y IMAallMCHTOB C aJIKOT'OJIU3MOM, a TAKKC Yy
MalMEHTOB I'PYHIIBI BBICOKOI'O pUCKa (HaHI/ICHTOB ¢ 3a00JIEBaHUSAMU MTEYEHU U 3HHJ’I€HCH€I>1).

4.5. B3auMmopeiicTBMe ¢ [PYrMMH JeKAPCTBEHHbIMHM MpenaparaMd M Jpyrue BH/bI
B3alMOJAeHCTBUSA

Nuaruburops! nzodpepmenros CYP3A

Mertabonu3m kaba3uTakcenaa U3MEHSETCS PH OJHOBPEMEHHOM NPUMEHEHUH BELIECTB, U3BECTHBIX
Kak cuibHble HMHruOuTopsl u3opepmentoB CYP3A (Hampumep, KETOKOHA30J, HTPaKOHA30I1,
KJIApUTPOMMIIMH, aTa3aHaBUp, MHIWHABHP, He(a30[0H, HeI(pUHABUDP, PUTOHABUP, CaKBUHABUD,
TEJIUTPOMULIMH, BOPUKOHA30I1).

Cnenyer uzberaTb OJHOBPEMEHHOI'O IPUMEHEHUS CUIIbHBIX HHTHONTOPOB M30depmento CYP3A ¢
kabazurakcenoM. Ecnu Henmb3s n36exarb 0JHOBPEMEHHOI'0 IIPUMEHEHUs kaba3uTaKkcea U CUIIbHOTO
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uaruouropa wuzopepmentoB CYP3A, HE0OXOIUMO pPAacCMOTPETh BONPOC O TIIATEILHOM
HAOJIFO/ICHUH 3a MAlMEHTOM M CHIDKEHHH JI03bI KabazuTakcena (cM. pasaenst 4.2 u 4.4).

Cnemyer coOmoaTh OCTOPOXKHOCTb IIPH OJHOBPEMEHHOM IIPUMEHEHHM Kala3uTakcelna u
yMepeHHbIX HHruouTopoB n3opepmentoB CYP3A.

Wuayvkropsl uzobepmentos CYP3A

Metabonmm3m kaba3uTakceaa U3MEHSETCS MPH OJHOBPEMEHHOM NMPUMEHEHUH BEIIECTB, H3BECTHBIX
Kak cuibHble HHAYKTOpHl m30(epmenTtoB CYP3A (mampumep, ¢eHuTOoMH, KapOamasemnuH,
pudamnuuy, pudadyTus, pudaneHTnH, peHodapOuTan).

Cnenyer m30eraTtb OJHOBPEMEHHOTO MPUMEHEHHsI CHJIBHBIX HHIYKTOPOB m3opepmeHToB CYP3A,
TaK KaK OHH MOTYT YMEHBIIUTh CHCTEMHYFO SKCIIO3HIINI0 KabazuTakcena (cM. pasneinsl 4.2 u 4.4).

3Bep0o00H IPOIBIPIBIECHHBIN

HaHI/IeHTBI, MnoJiydaromue JICUCHUEC Ka6aSI/ITaKCGJ'IOM, AOJDKHBI  BO3JCPIKHUBATHECA OT IIpUCMa
MpenapaToB TpaBbl 3BEp000s TPOJBIPSIBICHHOTO (TaK KaK OH TaKXKe SBISIETCS HMHIYKTOPOM
uzodepmenta CYP3A4).

CyOcTpaTsl TPaHCHOPTHOTO moJinnenTtiaa opraundecknx annouHoB (OATP1B1)

In vitro xabGa3uTakcen Takke MPOJAEMOHCTPUPOBAI CrocoOHOCTh MHrHOMpoBaTh OATP1B1. Puck
B3aumojieiictBusi ¢ cyocrpatamu OATP1B1 (manmpumep, unruoburopamu I'MI'-KoA-pemykrassi
[cTaTuHamMu|, BaJcapTaHOM, pEMarjiuHUIOM) SIBISETCS BO3MOXHBIM BO BpeMsl IMPOBEACHUs
BHyTpuBeHHON MH(QY3uu (1 yac) u 10 20 MUHYT MOCJE€ €€ OKOHYAHUS, U B 3TO BPEMSI BO3MOXKHO
yBeIIMYeHUue CcHucTeMHOW »skcrno3umuu cyoctpatoB OATP1Bl. Pexkomenmyercs coOmroneHue
CIIEIYIONINX BPEMEHHBIX HHTEPBAJIOB NMPU OJHOBpPEeMEHHOM mNpuMeHeHuu cybcrpatoB OATPIB:
MPUHUMATh WX 3a 12 4yacoB /10 BBeIEHUs Kaba3uTakcela W 4epe3, Kak MUHHUMYM, 3 daca IocCIe
BBeIeHUS Kada3uTakcesna.

[Ipenuu3zonon

[Mpenuu3oa0H/IpeIHU30H, TpUMeHsieMblii 110 10 M eKeIHEBHO, HE OKa3blBaeT BIUSHHUS Ha
(hapMaKOKHMHETHKY Ka0a3UTaKcena.

Bapdapuu

Kaba3urakcen He wuHrubupyer in Vitr0 riaBHbI nyTh Ouorpanchopmaiuu BapdapruHa B
7-ruapokcuBapdapuH, KOTOPBIN ocymiecTBisieTcs ¢ moMmonisio nzopepmernta CYP2C9. [loaromy He
OKUJAaeTcs Kakoro-nmubo (hapMakOKMHETHYECKOro B3aMMOJIEHCTBUS KabazuTakcena U BapdapuHa
in vivo.

Baknuunanun

HpI/IMeHeHI/IC JKMBBIX BaKIIMH HJIN 0CIa0JIE€HHBIX JKUBBIX BaKIUH Yy MAallUCHTOB CO CHUWKCHHBIM B
PE3YIbTATC JICHCHUA XUMHUOTCPAINICBTHYCCKUMU HpeliapaTaMu UMMYHHUTCTOM MOXKCET IIPUBOAUTH K
Pa3BUTUIO CCPLE3HLIX HIIM JICTAJIbHBIX I/IH(1)CKI_II/II7L Cnez[yeT n30erathb BaKIIMHAlIUM >XHNBBIMHU
0CIa0IEeHHBIMHA BaKIIMHAMHU Yy MTAalUCHTOB, IMOJYYaroHmiuXx JICHCHUC Ka0a3UTaKCEIOM. y6I/ITbIe, U
HWHAKTHUBUPOBAHHBIC BAKIIUHBI IPUMCHATL MOXKXHO, OJHAKO PCAKIMA OpTraHU3Ma Ha TAKUC BAKIUHbBI
MOJKET OBITh MCHEE BBIan(eHHOﬁ.

4.6. ®epTUWILHOCTD, 0€PEMEHHOCTDb U JIAKTALMS

KoHTpauenmus y My>K4Y1H M SKSHIITHH

B cBs3u ¢ IOTEHIIMAIBHBIM BO3/IEHCTBHEM 4Cpe3 CCMCHHYIO X XKUAKOCTh MYIKUNHAM, Y KOTOPLIX €CTh
nmapTHepmu C ACTOPOAHBIM  MOTCHOHUAJIOM, CICAYCT HCIOJb30BATH HAICKHBIC MCTObL
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KOHTpAlENIUA Ha MPOTSHKEHUHM BCEro Kypca JIYeHHMs] M B TeueHHe 4 MecsIeB Iocie IMpuemMa
MOCIEHEN JI03bI IIpenapara.

B cBs3u ¢ MNOTCHIUUAJIbHBIM TMOCTYIIJIICHUEM Kaba3uTakcena B CCMCHHYIO XHUJAKOCTb, MYXXYUHBEI,
IMoJIydaromue JICHCHUC Ka6a3I/ITaKCCHOM, BO BpCMs JICUCHUA OOJDKHBI NMPCAOTBpAIlaTb KOHTAKT
OAKYJIATa C TKAaHAMU APYTOro 4CjI0BCKA, BKIIIOYASA 6€p€MCHHI>IX " KOpMAIHUX I'PYAbIO KCHIITHUH.

bepeMeHHOCTD

JlaHHble O IPUMEHEHNHU Kaba3uTakcena y OepeMEHHbIX KEHIIMH OTCYTCTBYIOT. bbu10 noka3aHo, 4To
Kaba3uTakcen o0JagaeT TeHOTOKCHYHOCTHIO IO aHCYIeHHOMY MEXaHU3My. B JIOKIMHHUYEeCKHX
WCCIICIOBAHMSIX Ha KpbIcCaX M KpOJIMKAX OBbUIO IMOKa3aHO, YTO Kaba3uTaKCeNn MPOSBIISICT
AMOPUOTOKCUYHOCTh, (PETOTOKCHUYHOCTh U OKa3bIBaeT a0OPTHBHOE JEHCTBUE NPU BO3JAEHCTBUU
3HAYUTEIIBHO MEHBIIEM, YeM OXHUIAJIOCh IMPH PEKOMEHIYEMOM YPOBHE JO3bI IS YelIOBEKA.
Kaba3zuTakcen mpoHHKaeT yepe3 IUIalleHTapHbIN 6apbep.

[Ipenapat He cneayeT NPUMEHSATh pU OEPEMEHHOCTH.

JlakTanus

Nwmetomuecs nanHble 110 papMaKOKWHETUKE Y )KUBOTHBIX YKa3bIBAIOT Ha SKCKpELMIO Kaba3uTakcena
U €ero MeTa0O0JIMTOB C MOJIOKOM.

HpenapaT HEC CJICOAYCT MPUMCHATH BO BPEMA I'PYJHOT'O BCKapMJIMBAHUA.

depTUabHOCTE

JlaHHBIC O BIIMSHUM Kaba3uTakcena Ha (EPTHIHLHOCTH YeJIOBEKa HEW3BECTHHI. VcciemoBaHus Ha
JKUBOTHBIX MMOKa3aJld, YTO Kaba3WTakcesd BIUSCT HAa PENPOIYKTHBHYIO CUCTEMY y CaMIIOB KPBIC U
co0ax.

My>xunHaM, MOJy4aroluM JiedeHHe Kaba3uTaKceIoM, peKOMEHAYETCsl MPOKOHCYIbTHPOBATHCS 1O
BOIIPOCaM KOHCEpBALIMU CIIEPMBI 10 Hayalla JeUeHUsl.

4.7. BausiHue HA CHOCOOHOCTH YNPABJASATHh TPAHCNOPTHBLIMH CpeACTBAMH W padoTraTth ¢
MeXaHU3MaMH

I/ICXOI[SI u3 l'IpO(l)I/IJ'IH 0e30macHOCTH Ka6aSI/ITaKCCHa, OH MOXCET OKa3bIBaTb YMCPCHHOC BJIMSIHUC Ha
CIIOCOOHOCTE YOpaBJATh TPAHCIIOPTHBIMU CPEACTBAMU HJIM IIOJB30BATHECA APYTUMH MCXaHU3MaMU,
TaK KaK MOXKET BbI3bIBATh ITIOBBINICHHYI YTOMJIIEMOCTDb U I'OJIOBOKPYKCHHUC.

[Ipu mnossinenun mnonoOHeix HP Bo Bpems neueHuss namueHTaM cleAyeT pPEKOMEHIOBATh
BO3JIEP)KAThCS OT YIPABIECHUS TPAHCHOPTHBIMU CPEICTBAMHU U 3aHATUN APYTUMHU MOTEHIUATBHO
OMACHBIMU BUJAMH JESTEIBHOCTH, TPEOYIOIIMMH TOBBIIIEHHOW KOHILEHTPALMW BHUMAHUS U
OBICTPOTHI ICUXOMOTOPHBIX PEAKIUH.

4.8. HexxentaTesibHbIE peaKkIun

Pesrome npoduist 0e300acHOCTH

BesomacHocTh Kaba3uTakcena B KOM6I/IH8.I_II/II/I C Hpe,Z[HI/ISOHOHOM/HpeI[HI/ISOHOM OILICHUBAJIACh Yy
371 MManueHTa ¢ METACTATUYCCKUM KACTPALIMOHHO-PE3UCTCHTHBIM PAaKOM HpeHCTaTCHLHOﬁ KCJIC3bI.
Menuana MMOJIYUYCHHBIX MalUCHTAaMH TUKJIOB kaba3uTaKcesa cocTaBisuia 6 IUKJIOB.

Ouenpb yacto BeTpeuaronumucs (= 10 %) HP 1-4 creneHu TSDKECTH ObLIM aHEMUS, JICUKOTICHUS,

HelTporeHus, TpOMOOLIUTONIEHH, AUapes, MOBBIIICHHAsS YyTOMIIIEMOCTb, TOIIHOTA, PBOTA, 3aIOp,
acTeHus1, abJJOMUHAIIbHBIE O0JIH, TeMaTypusi, 00U B CIIUHE, apTPaJITHsl, aHOPEKCHSL, Tepr(epruecKas
Heljponatust (BKIOYas mnepudepuyeckylo CEHCOPHYI0 M MOTOPHYIO HEWpOIaTHH), JTUXOpajKa,

9
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OJBIIIKA, TUCT'CB3Us, KallICJIb U aJIOIICIIHA.

Yacro Berpevaromumucs (= 5 %) HP > 3 crenenu TshkecTd Ipy IPUMEHEHUU Kaba3uTakcenia Obuin

HEHTpOreHus, JIeHKOmeHus, aHemus, (GeOpuiabHas HEUTPOINeHHs, Juapesi, IOBBIIICHHAS
YTOMJISIEMOCTb U ACTCHMUSL.

[Mpekparienue sedenus: BeneactBue pasuthss HP mmeno mecto y 68 (18,3 %) manueHTos,
MIOJIy4aBIINX JiedeHue kabaszurakcenoM. Hamnbonee yacto Berpevaromumucs HP, npuBoasimumu
MIPEKPALIEHUIO JIEUEHHUS KaOa3uTaKcesIoM, ObUIM HEUTPONEHUS U ITOYe€YHasi HEJOCTaTOUYHOCTb.

Haunbonee vacteimu HP, mpuBoASIMMHE K JIETaTLHOMY MCXO/Y Y MAIIMEHTOB, MOTYYaBIINX JICUYCHHUE
kaba3urtakcenoM, ObuiM MHGpekuuu. bonpmuHcTBo HP B Buae pa3Burus neranbHbIX HH(EKIMMA
BO3HHKAJIO IOCJIE ONHOKPATHOI'O BBEJICHUS Mpenapara.

Huxe npencrasnenst HP, paznenennbie no cucteMHO-OpraHHBIM KJ1accaM COTJIacHO Kiaccu(uKaiuu
MenuuuHcKoro cioBapsi Ajs HopMaTHUBHO-mipaBoBoi nesitenbHOCTH (MedDRA). Tskects HP
KJIacCCU(UIMPOBaANIach B COOTBETCTBUU ¢ OOIIETPUHITHIMU TEPMUHOJIOTUYECKUMH KPUTEPUSAMH JIJIS

HP (CTCAE 4.0) (ctenenp Tsokectn = 3 = G = 3).

TabauaHOoe pe3roMe HEXKEIATEIBHBIX PeaKIIui

Wcnonk3oBanace kiaccudukanuss dvacTtoThl Bo3HUKHOBeHUss HP Bceemwupnoit Opranuzanmu
3npaBooxpanenust (BO3): ouens yacto (= 1/10); wacto (= 1/100, Ho < 1/10); Heuacto (= 1/1000, HO

< 1/100); penko (= 1/10000, no < 1/1000); ouens pemxo (< 1/10000), wacrora HemsBecTHa (Ha
OCHOBaHUM UMEIOIIUXCSI JaHHBIX OIICHUTH HEBO3MOKHO).

B mpenenax kaxaoW Tpynmbl MO 4acTtoTe BceTpedaemoctd HP mocnennue naHbel B mopske
YMEHBIIICHUSI KX CEPhE3HOCTH.

OueHb YacTo Yacro Heuacto YacroTa
HEeH3BeCTHA

HUnghexyuu u unsazuu

CENTHYCSCKHM IIOK (BCC BOCIIAJICHUEC

cllydau > 3 CTENeHH TIOJTKOKHO-

TSKECTH) KUPOBOM
KJICTYATKH
> 3 crerneHu
TSHKECTH

cericuc (Bce citydau IUCTUT

> 3 CTENEHU TSHKECTH) | > 3 CTENCHH
TSHKECTH

BOCIIAJICHHUC ITIOAKOKHO-
)KHpOBOﬁ KJIICTYAaTKH1

HH(EKIUH
MOYEBBIBOSIINX ITyTEH
BCEX CTENEHEN THKECTH
TpUIIT

LIUCTHUT

MH()EKINH BEPXHUX
JIBIXaTeNbHBIX MyTel

10



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.12.2025 N= 30026
(MOCNEOCBATENEHOCTE 0003)

OueHb YacTo Yacto Heuacto YacrToTa
Hen3BeCTHA

I/IH(beKI_II/II/I, BbI3BAHHBIC
Varicella zoster (repmec

30¢Tep)

KaHIU103
Hapywenus co cmoponul kposu u tumgpamuueckoi cucmembl
HEeHTponeHus* Bcex (bebprpHas
CTCIICHEH TSKECTH, HEUTPOIICHUs, BCE
BKJTIOYAS cllydad > 3 CTENEHH
HEUTPOIICHUIO C TSIKECTH
KITMHUICCKIMH
MIPOSIBIICHUSIMHU
> 3 CTCNEHU TSHKECTH
aHEeMUS BCEX TPOMOOIIUTOTICHHS
CTCTICHEH TSKECTH > 3 CTEIeHU TSHKECTH

JIEUKOIIEHUS BCEX
CTEIIEHEN TIKECTU

TPOMOOIIUTOTICHUS

Hapywenus co cmoponvl ummynHou cucmembl

peakuuu
THIIEPYYBCTBUTENBHOCTH,
B TOM YHCIIE U TSHKEIIBIE
peakuuu, TaKue Kak

reHepaIn30BaHHAs
CBITIB/IpUTEMA
camxenue AJl u
OpoHXOCIa3M
Hapywenus memabonuzma u numarus
AHOPEKCHS 00€3B0OKMBaHUE BCEX AHOPEKCHS
CTeNeHe! TsHKECTH > 3 cTeneHu
TSOKECTH
TUTICPTIINKEMUS TUTICPTIIMKEMUS
> 3 creneHu
TSDKECTH
TUTTOKAJTUEMUS THUITOKAJTUEMUS
> 3 creneHu
TSDKECTH

Ilcuxuueckue HAPpYyUuweHusl

O€ECIIOKOIICTBO

CITYTaAHHOCTb CO3HAHUA

Hapywenus co cmoponul HepeHoll cucmembl

JMCTeB3Us nepudepuyeckas nepugepudeckas
(u3BpaleHue BKyca) | HeilporaTus: HelponaTus
nepudepuyeckas > 3 cTeneHu
CEHCOpHas HeWpomnaTHs | TSHKECTH
(mapecre3us,
JU3ECTE3Hs,
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ot 03.12.2025 N= 30026
(MOCNEOCBATENEHOCTE 0003)

OueHb 4aCTO Yacro HeuacTo Yacrora
HeHn3BeCTHA
TUIIECTE3Us) U
nepudepuyeckas
MOTOpHAsI HEMpOonaTus
TOJIOBOKPYKEHHUE nepudepudeckas
CEHCOpHas
HeWponartus
> 3 crerneHu
TSKECTH,
JeTaprus

> 3 crenenu
TAXKECTHU, U1 ac
> 3 creneHu
TSOKCCTU

TOJIOBHAsT 00JIb

JeTaprus

uimuac

Hapywenus co cmoponul opeana 3penus

KOHBIOHKTUBUT

YCHIICHHOE
CIIC300T/ICTICHNE

Hapywenus co cmoponwl opeana cnyxa u nabupun.

ma

3BOH B yIlIax

BEpTUTO (4yBCTBO
OTKJIOHEHUS WITH
KPYKCHHS
COOCTBEHHOTO Tefla Wn
OKPY KaIOIIHX
MIPEAMETOB)

Hapywenus co cmoponwvl cepoya™

ApUTMHH > 3 CTEIICHU
TSKECTH

MeplaTebHas apUTMUs
(bubpumATIUS

npeacepauii)

MeplaTeIbHast
apuUTMUs
(bubpuIATIHAS
npeacepauii)

> 3 crerneHu
TSHKECTH

TaxuKapaus (HA OJHOTO
cllyyasi TaXuKapJuu
> 3 CTeNEeHU TKECTH)

Hapywenus co cmoponwl cocyoog

cHkeHue AJl

cHkeHue AJl
> 3 creneHu
TSDKECTH

noBeIieHue AJl

noBsIeHne AJl
> 3 cTeneHu
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.12.2025 N= 30026

(MOCNEOCBATENEHOCTE 0003)

OueHb YacTo Yacto Heuacto YacrToTa
Hen3BeCTHA

TAXKCCTU

TpOMOO3 TITyOOKUX BEH | OPTOCTaTHYECKAs
BCEX CTEIMEHEH TSHKECTH | THITOTOHHS

> 3 cTeneHu
TSHKECTH

opTocTaTuyeckas
TUTIOTOHHS

KIIPUIIUBBD> KPOBU K
KO’K€ JIMIIa C 4YyBCTBOM
xKapa

TUTICPEMUS
(moKpacHEeHHUE KOXKH)

Hapywenus co cmoponul ovixamenvHotl cucmemsl, Op2anos epyOHOU KIemKu U CpeooCmeHs]

OJBIIIKA OJILIIIIKA > 3 CTEIIEHU
TAXKECTHU
Kalenib 00116 B pOTOBOM

TIOJIOCTH U TJIOTKE

THEBMOHHUA® BCEX
CTENEHEN TIHKECTH

HapymeHuﬂ CO CMOpPOHbL cheﬂydouHO-KumeuHoeo mpaxkma

mapest nuapesi > 3 CTereHH KPOBOTEUYCHHE W3 | KOJUT
TSHKECTH NpSIMON  KHIIIKH
> 3 cTeneHu
TSHKECTH
TOIIIHOTA TOIHOTA > 3 CTEIEHU CyXOCTh SHTEPOKOJIUT
TSKECTH CIIM3UCTOM
000JI0YKHU

MOJIOCTH PTa
> 3 crerneHun

TSKECTH
pBOTa pBOTa > 3 cTeneHu B3/IyTHE )KUBOTA | FacTPUT
TSKECTU > 3 cTeneHu
TSKECTH
3amnop 3anop > 3 cTeneHu HEUTPONIEHUYECKUI
TSKECTH SHTEPOKOIIUT
abnoMuHaJIbHBIE 00K | a0OMUHAIBHEBIE 00N KEITyJOYHO-
> 3 CTeleHU TSHKECTU KUIIIEYHbIE
KPOBOTEUYCHHUS U
nepdopanun XKKT
JUCTICTICUS KUIIIEYHAS
HEMPOXOJUMOCTh
00JH B SMIUTACTPAIBHON KUIIIEYHAS
obsacTu OOCTpYKIIHS
reMoppoi
ractpos3odareanbHast

pedurokcHast 601€3Hb

KpPOBOTCUYCHUC U3
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
(MOCNEOCBATENEHOCTE 0003)

ot 03.12.2025 N= 30026

OueHb YacTo

Yacto

Heuacto

YacrToTa
Hen3BeCTHA

NIPSIMOM KMILIKHU

CyXOCTb CIIM3UCTOMN
000JI0YKH MOJOCTHU pTa

B3AYTHC ) XUBOTA

Hapywenuﬂ CO CMOPOHbL KOIHCU U NOOKONCHbIX MKAHEL

aJIoneuus

CyXOCTb KOXH

spuremMa

Hapywenus co cmoponvl mvluieynoti, KOCMHOU U COEOUHUMENTbHOU MKAHU

0011 B CIIMHE 0011 B CIIMHE MHUAaJITUs
> 3 CTENEHU TKECTH > 3 crenenu
TSKECTH
apTpaITHst apTpayrys > 3 CTENEHN | MBIIIEYHO-

TAXKECTHU

CKeJIETHBIE 00U

B oOJractu

TPYJIHOMN KIIETKH

> 3 cTeneHn
TSKECTHU

00JIM B KOHEYHOCTAX
BCEX CTENEHEN TIHKECTH

0o0JH 110
OOKOBBIM

IMOBEPXHOCTAM

TYJIOBHUIIA
> 3 creneHn
TSDKECTH

MBIIIICYHBIC CITa3MBbI

MHaJIrus

MBIIIIEYHO-CKEJIETHbIE
0071 B o0y1acTu
TPYJAHOU KJIETKH

00J11 110 OOKOBBIM
MTOBEPXHOCTSIM
TYJIOBHUIIA

Hapywenus co cmoponuvl nouex u Mouesvlgo0sauux nymei

reMaTypusi Bcex
CTETICHEH TsKeCTH (B
2/3 cnyuaeB
OTIPEIEIISITNCh
OTATOIIAFOIINE
(baxTOpbl, TAKHE KaK
MIPOrPECCUPOBAHKE
3a00JIeBaHU,
WHCTPYMEHTAJIbHBIC
BMEIIIATEIbCTBA,
COIyTCTBYIOIIIHE
UH(pEKINH,
OJIHOBPEMEHHBIN
npueMm
AHTHUKOAryJISTHTOB,

oCTpasia IHo4uyc4yHasa
HCJOCTAaTOYHOCTh BCEX
CTEIIEHEH THKECTH

moyc4dyHas KOJIHnKa

> 3 creneHu
TSKECTH
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.12.2025 N= 30026
(MOCNEOCBATENEHOCTE 0003)

OueHb yacTo Yacto Heuacto YacrTora
HEH3BeCTHA
HIIBII,
alCTUIICAIINITHIOBOM
KHCJIOTHI)
IodeyHas MOJUTAKUYPUS
HEIOCTAaTOYHOCTh BCEX | > 3 CcTElEeHU
CTEICHEH THKECTH TSKECTH
T3y pHUS ruporedpo3
> 3 crenedu
TSKECTH

noyc€yHas KOJIMKa

3aJiepiKKa MOYH
> 3 creneHu
TSIXKCECCTHU

reMaTtypus > 3 CTeleHu
TSKECTH

MOJITTAKUy pust

ruaponedpos

3a/IepKKa MOIH

HEJIepKaHHEe MOYH

00CTpyKLIUS
MOYCTOYHHUKOB BCEX
CTEIIEHEN TSKECTH

Hapywenus co cmoponuvl penpodykmusHotl cucmemsl U MONOYHBIX Jicelle3

0o B 00J1aCTH MaJIOTO
Tasa

0oii B oOnactu
MAaJIoro tasa
> 3 creneHn

TSHKECTH
Obwue Hapywenus u peakyuu 8 Mecme 66€0eHUs.
[TOBBIIIICHHAS ITOBBIIIICHHAS nepudepudeckre
YTOMJIIEMOCTb YTOMJISIEMOCTD OTEKH
> 3 CTENEHHU THKECTH > 3 cTeneHu
TSHKECTH
ACTEHMS acTeHus > 3 cTeneHu BOCIIAJIEHUE
TSHKECTH CIIM3HUCTBIX
000J10U€EK
> 3 cTeneHu
TSHKECTH
MTHPEKCHS MUPEKCUs > 3 cTerneHu | OO B IPYAHOM
TSHKECTH KIJIETKE
> 3 cTeneHu
TSOKECTH
nepudeprudecKkue OTeKu | OTEKU
> 3 cTeneHu
TSHKECTH

BOCIIAJIEHUE CIIU3UCTBIX
000m10ueK

00JI1 BCEX CTEEHENR
TSKECTU
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.12.2025 N= 30026

(MOCNEOCBATENEHOCTE 0003)

OueHb YacTo Yacto Heuacto YacrToTa
Hen3BeCTHA

00JH B TPYTHOU KIIETKE

OTEKH
03HO0

HEAOMOI'aHHEC

Jlabopamopnvle u uncmpymenmanvHvle OaHHble

CHW)KEHHE MAacChl T€JIa | YBEIIMYEHUE
CBIBOPOTOYHOM
KOHLICHTPalluH
ounupyOuHa

YBEIIMUCHHUE YBEIIMYCHHUE
aktuBHOCTH AJIT B aktuBHocTH ACT
CBIBOPOTKE KPOBU B CBIBOPOTKE
KPOBH

* CM. oIycaHue OTACIBHBIX HEXCIIATCIBbHBIX peakunﬁ.

Onuncanne OTACABHBIX HEXKEIATSIbHBIX PEaKITUM

Heumponenus

HeiiTponennueckue OCIOKHEHUS BKIIOYAIM HEUTPOIIEHUYECKYI0 MH(EKIHNI0, HEUTPOIIEHUYECKHM
CEeNCHUC M CEeNTHYECKUN IIOK, KOTOPhIE B HEKOTOPBIX CIIydasX NMPUBOJAWIM K JIETAIHHOMY HCXOY.
bruto mokazano, uro mnpumenenue [-KC® ymeHbliaer 4acTOTy BO3HUKHOBEHHSI M TSIKECTb
HeuTponieHuu (cM. pasznuensl 4.2 u 4.4).

Hapywenus co cmoponwvl cepoya

[Ipu npueme kabazutakcena HaOMIONATUCH CIIy4au Pa3BUTHS CEPACUYHON HEAOCTATOYHOCTH (Y ABYX
nanueHToB). OOUH MalUEHT B Ipynne Kaba3uTakcena yMep OT CepAeYHOW HeIOCTaTOYHOCTH.
Hab6monanucey netanbHble QUOPHILISAIUS >KETyJOYKOB y | ManuMeHTa M OCTaHOBKAa ceplua y
2 nmaupenToB. OJHAaKO HU OJMH U3 ATHX CJIy4yaeB HE ObLI pacCLEHEH MCCIEI0BaTENISIMH, Kak
CBSI3aHHBIN C MPUMEHEHHEM Kaba3uTakcerna.

Hapywenus co cmoponul Ovixamenvhoti cucmemsi

OTMedaanch CJIydyau pas3BUTHA HHTepCTHHHaHBHOﬁ HHeBMOHI/II/I/HHCBMOHI/ITa, HHTepCTHHHaHBHOﬁ
0oJie3Hn JIETKUX, OCTPOro peCcnrupaTropHoOro IUCTpPECC-CMHApPOMA, B TOM YHCIIC C JICTAJIbHBIM
HCXOA0M.

IIpoune 0CO0KBIe OO YA

J]zma noJ#CUIoco eo3pacma

N3 371 manueHTa, MOJy4aBIIUX JieUeHHWE KaOa3UTAKCEIOM B HCCIECIOBAHUHU IO JICYCHHUIO paka
npeAcTaTeNbHOM kene3bl, 240 manueHToB ObLIM B BO3pacTe 65 JeT u crapiie, 3 Hux /0 marueHToB
— crapmie 75-netHero Bo3pacrta. Cnenyromue HP Berpeuanncy Ha > 5 % wvaie y maiueHTOB B
BO3pacTe 65 NeT U cTapiie Mo CPaBHEHHUIO C MallMeHTaMu 0oJiee MOJIOJIOT0 BO3pPACTa: MOBBIIIEHHAS
yTOMJIIEMOCTb, HEUTPONEHHS] C  KIMHUYECKUMHU  TPOSBICHHUSIMH, ACTEHMs, MHPEKCHS,
TOJIOBOKPY>KeHHE, HH(PEKIIUU MOUYEBBIBOISAIIMX MyTeH U 00€3BOKHBAHHE.

Yacrota cneayronux HP = 3 crenenu Tsxectu Oblia BbINIE Y MAIMEHTOB > 65 JETHETO BO3pacTa Mo

CpaBHEHHIO C MAIMEHTaMH 00Jiee MOJIOJIOTO BO3pACTa: HEUTPOTICHHUS 110 Pe3yJIbTaTaM JIA00PaTOPHBIX
aHAJIM30B, HEUTPOINECHUS C KIMHUYCCKMMH TPOSIBJICHUSIMH U  (GeOpuiabHas HEHTPOICHUs
(cMm. paznenbl 4.2 u 4.4).

16



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.12.2025 N= 30026

(MOCNEOCBATENEHOCTE 0003)

W3 595 nanueHToB, mory4aBmux jJeueHue kabazurakcenaoM B uccienoanuu EFC11785 no neyenuro
paka mpeacTaTensHOM Kene3sl, 420 manueHToB ObUH B Bo3pacte 65 net u crapme. Crenyromue HP

BCTpEYAINCh HA = 5 % yallle y IallMEHTOB B BO3pacTe 65 JIET U cTapllie 10 CPAaBHEHUIO C allUeHTaMu
0oJiee MOJIOZIOTO BO3pacTa: AUapes, NOBBIIICHHAS YTOMIISIEMOCTh, aCTCHHS, 3a1I0P, HEUTPOIICHHS C
KIMHAYECKHUMH TTPOSBICHUAME, (DeOpHIIbHAS HEUTPOTICHHUS, OJIBIIIIKA.

IlocTperucrpaliioHHbIE TaHHLIE

Hapywenus co cmoponuvl nouex u Mouesvlg00sauux nymei

Heuacmo: 1nmctuT, pa3BUBIIMIACA BCIEACTBHE (pEeHOMEHa BO3BpaTa JIydeBOW pEakIMH B paHee
00ydeHHON 00J1acTH.

Co00I1IeHHE 0 TTO03PEBAEMBIX HEXKEIATEIbHBIX PEAKIIAIX

BaxHo coo0mare O MOJO3PEBAaEMBIX HEKEJIATENbHBIX PEAKUUAX IMOCIE PErucTpalyu
JIEKapCTBEHHOI'0 IIperapara C LEeJIbl0 O0EeCreueHUs: HENPEpPbIBHOIO MOHUTOPHHIA COOTHOIIECHUS
«II0JIb3a — PHUCK» JIEKApCTBEHHOrO Ipenapara. MeIuIUHCKUM paOOTHHKAM PpPEKOMEHIYeTCs
co00IIaTh O JHOOBIX MMOI03PEBAEMBIX HEKEIATEIBHBIX PEAKIMAX JIEKAPCTBEHHOrO IpernapaTa 4epes
HalTMOHAJIbHBIE CHUCTEMBI COO6HI€HI/I$I 0 HCEXKCIATCIBbHBIX PpPCAKIUAX TOCYyAapCTB — YIICHOB
EBpa3uiickoro 5KOHOMHUYECKOTO CO03a.

Poccuiickas @enepanus

denepanpHas cnyx0a 1Mo Haa30py B chepe 3apaBoOOXpaHEHUS

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

Tenedon: +7 800 550 99 03

Dnexrponnas moura: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru
Caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMITOMBI

O)I(I/I,Z[aCMBIC CHUMIITOMBI IIEPEAO3HUPOBKU: YCHUIICHHUEC O0303aBHCHMBIX HP, TaKuX KaK CHUMIITOMBI
IMOAaBJICHUA KOCTHOMO3I'OBOI'O KPOBETBOPEHUA N HAPYHICHUSA CO CTOPOHBI KKT.

Jleuenue

OTCYTCTByeT HW3BECTHBIN AHTHU 0T Kaba3uTakcena. B ci1ydac nnepeao3upoOBKH MAMUECHT JOJXKEH OBITH
IIOMCIICH B CIICHHUAIIM3UPOBAHHOC OTACICHUC 110 TIIATCIIbHOC MEAULIMHCKOC Ha6J'II-O,I[€HI/IC. Ilocme
TOro, Kak CTAHCT HU3BCCTHO O IICPCAO3HPOBKE, INAIMMCHTBI AOJDKHBI KaK MOXHO CKOpPEC HAdaTb
oJIyuarTrb I'-KC®. Taxxe CJICAYCT MMPOBOAUTDL APYIro€ CUMIITOMATUYCCKOC JICUCHUC.

5. DPAPMAKOJIOTHYECKHAE CBOMCTBA

5.1. @apmakoguHAMHYECKHE CBOHCTBA

cDElpMElKOTepEll'[CBTI/I‘-IeCKaf{ rpyimma: HITpOTUBOOITYXOJICBBIC CPCACTBA, AJIKAJIOUABI PACTHUTCIBHOI'O
MPOUCXOKACHUA U NJPYTUC NPUPOAHBIC BCIICCTBA, TAKCAHBI.

Kon ATX: LO1CDO04.

MexaHn3M neicTBUSA

Kabazurakcen sBiseTCs MPOTHBOOMYXOJEBEIM CPEICTBOM, KOTOPOE JACUCTBYET MyTEeM pa3pyIlICHUS
KIIETOYHOM ceTH MUKpOTpybOouek. Kaba3zuTtakcen cBs3bpIBaeTCs C TyOyJIMHOM U CIIOCOOCTBYET COOpKE
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TyOyJMHa B MHUKPOTPYOOYKM M OJHOBPEMEHHO MHIHOMpPYeT HX pa300opKy. DTO HPUBOAUT K
CTa0MIIM3al MUKPOTPYyOOUeK, YTO B HTOre HHTUOMPYET MHTOTHYECKYI0 U HWHTep(a3HyIo
aKTUBHOCTH KJICTKH.

dapmakoanaamMmueckie YhhEKTHI

Kaba3urakcen mNpoaeMOHCTPUPOBAI UIMPOKHHA CHEKTP MPOTHBOOITYXOJIEBOW AaKTUBHOCTH B
OTHOLIEHWH TNO3JHUX CTagUuil OIyXOJE€H 4YelIOBEKa, KCEHOTPAHCIUIAHTUPOBAHHBIX MBIIIAM.
Kaba3urakcen akTHBEH B OTHOUICHWM YyBCTBUTENBHBIX K JOIeTaKkceny omyxoneid. Kpome storo,
Kaba3uTaKkceal MOKa3aJl aKTUBHOCTh B OTHOIICHHH OITYXOJIEBBIX MOJIENEH, HEUyBCTBHUTEIBHBIX K
XUMHUOTEPANUH, BKIKOYAs JOLIETAKCEL.

Kimmanueckas 3ddekTHBHOCTE U 0€30I1aCHOCTD

BBpOCJZble nayuernmaol

O¢ddexTuBHOCT M 0Oe30macHOCTh Kaba3uTakcerda B KOMOMHAIMM C TMPEJHU30JIOHOM MU
NPEJHU30HOM  OBUIM  OIEHEHBl B  PaHJAOMH3MPOBAHHOM  OTKPBITOM  MEXKIyHApPOIHOM
MHoroueHTpoBoM uccienoBanuu |l daser  (uccnenoBanme EFC6193) y manmeHTOB C
METAaCTaTHYECKUM  KacCTPAIlMOHHO-PE3UCTEHTHBIM pPaKOM TIPEACTaTeNbHOM  JKENle3bl, paHee
MOJTyYaBIIAX PEKUMBI XUMHUOTEPAITNH, BKITIOUABIINE JOIETAKCEL.

[TepBuuHOI KOHEYHOM TOYKOM HICCIIeIOBaHUs Obliia 0011ast BEDKHBaeMocTh (OB).

BropuuHble KOHEUHBIE TOYKM BKJIIOYAIM BBDKMBaeMOCTh 0e3 mnporpeccupoBanus (BBII),
OTIpeIeNIIEMYI0 KaK BpeMs OT PaHAOMH3AIMH J0 MPOTPECCHPOBAHUS OITyXOJH, OMOXUMHUYECKOTO
nporpeccupoBaHusi (1o ypoBHIO mipoctat-crienuduaeckoro anturena [[ICA]), mporpeccuu 601u niu
CMEpTH MO JI000H MpUYMHE, B 3aBUCUMOCTH OT TOTO, YTO NMPOMU3OMJIET paHbllle, 4acTOTy OTBETa
omyxouu o kpurepusm RECIST (Tumor Response Rate based on Response Evaluation Criteria in

Solid Tumors), mporpeccuro mo yposuio [ICA (ompenensemyro kak = 25 % yenuuenue win > 50 %

yBennueHue ypoBHsS [ICA y manmueHToB, HE OTBEUYAIONIMX M OTBEYAIOIIMX Ha TEPAUIo
COOTBETCTBEHHO), 0TBET 10 ypoBHIO [ICA (cHmkenue konnentpaiuu [ICA B CBIBOpOTKE KPOBH Kak
MuHUMYM Ha 50 %), mporpeccuto 00u (OICHHBANIACH C MOMOIIBIO IIKAIBI HHTEHCHBHOCTH 0OJU
(Present Pain Intensity [PPI]) u3 onpocuuka McGill-Melzack u anansrernueckoii mkaisr (Analgesic
Score [AS]) 1 0TBET B OTHOIICHHH HHTEHCHBHOCTH 00K (OMpeaesieMblii Kak CHIDKEHHE B 2 pa3a Imo
CpaBHEHHUIO ¢ 0a30BOI MenuaHol 3HadeHus1 PPl mpu oTcyTcTBHM Bo3pacTtanus 6ayuioB mo AS, wim

YMEHBIICHUEM > 50 % B HCHOJB30BAaHUM AHAJIBI'E€TUKOB II0 CpaBHCHHUIO C HMCXOAHBIM CpCIHHUM

3Ha4YeHHEM 110 mKaie AS 0e3 0JHOBPEMEHHOTO YCHUJICHUSI MHTEHCUBHOCTH 0O0JIN).

B oOmieit cnoxuoctn 755 marnueHTOB ObUIM pPaHIOMU3MPOBAHBI M TONYYCHHs] Teparuu
Kaba3uTaKceaoM B J103€¢ 25 MI/M? IJIOIIAAN MOBEPXHOCTH Tela BHYTPUBEHHO Ka)KJple 3 HEJEIH B
TedyeHrne MakcuMyMm 10 HUKIOB B KOMOMHALIMU C TMPEAHU30JIOHOM WM TPEIHU30HOM B J03€
10 mr/cyTku €XeqHEBHO (KOJUYECTBO ManueHToB 378) WM MHTOKCAaHTPOHOM B ja03e 12 MT/M?
BHYTPUBEHHO KaXJple 3 HeAeNU C MPEJHU30JOHOM MM MPEeAHU30HOM B 103¢ 10 mr BHYTph
€XKETHEBHO (KOJIMYECTBO MAIueHToB 377).

B 310 uccrnenoBanue BKIIOYAIUCH MAlMEHTHI cTapiie 18 JeT ¢ MeTacTaTUYeCKUM KacTpalHOHHO-
PE3UCTEHTHBIM PAKOM MPECTATENBLHOM Keye3bl ¢ u3MepsieMbIMu ouaramu mo kpurtepusim RECIST
WM C HEM3MEPSIEMBIMU Oouaramu, HO ¢ Bo3pacratomumM ypoBHeM [ICA wiu ¢ mosiBIeHHEM HOBBIX
04YaroB, ¥ ¢ cocTosiHMeM (YHKIMOHAIbHOM akTiuBHOCTH manuenta no ECOG (Eastern Cooperative
Oncology Group — 3anaanas Kooneparusaas Oukonoruueckas rpymma) ot 0 g0 2. B uccrnenoBanue
BKJTIOYANIMCh TONBKO MAIMEHTBI C KOJUYECTBOM HelTpodumos > 1500/mm3, TpomGouutos
> 100000/MM*, KoHIEHTpanusaMu remornobuna > 10 r/an, kpeatunmua < 1,5 x BI'H (Bepxuss
rpaHuiia HopMal), obmero ounupyouna <1 x BI'H, ACT/TOTC < 1,5 BI'Hu AJITTTITC < 1,5 BT'H.
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[TaneHThl ¢ yKa3aHUSMHM B aHaMHE3€ Ha 3aCTOMHYIO CEpACYHYIO HEJIOCTaTOYHOCTh WIIM MH(ApPKT
MHOKap/ia B TEUYEHUE IMOCIETHUX O-TH MECAUEB MM [AUUEHThl C HEKOHTPOJIUPYEMBIMU
HApyIIEHUSIMH ~CEPJICYHOTO0 pHUTMA, CTCHOKApAWeW W/WiIM apTepualbHOM THIEpTEeH3uEeH B
UCCIICIOBAHUE HE BKIIIOYAJINCH.

JleMorpaduueckie XapaKTepPHCTUKH, BKIIOYAas PAcOBYIO MPHUHAICKHOCTh, W COCTOSIHHE
byukroHanbHo# aktuBHOCTH 10 mKkaie ECOG (0-2) Obuin cOamaHCHpPOBAaHBI MEXKIY TPYIIIAMU
nedeHus. B rpymie kaba3uTakcena cpelHUN BO3pACT MAIlMEHTOB cocTaBmi 68 et (46-92 roma), a
pacrpeeneHre 1Mo pacoBoi mpuHaAIEKHOCTH O0bU10: 83,9 % — eBponeonsl, 6,9 % — MOHIOJIOUIBI,
5,3 % — merpounsl u 4 % — npyrue packl.

Mennana yucna IUKIOB COCTaBiisia 6 IMKIOB B Tpymnie Kadazurtakcena M 4 LMKJIA — B IpymIe
MUTOKCaHTpOHA. KOJMUecTBO ManueHToB, MOJYYMBINUX 3aIlulaHUpoBaHHbIE 10 MUKIOB Tepamuu
cocraBuiio 29,4 % B rpymmne kabazutakcena u 13,5 % — B rpynme murokcaHTpoHa. OOmas
BBEDKHMBAEMOCTh OblTa O0J1ee MpOoIOJDKUTENBHON B TPpyIIe Kaba3uTaKkcena, puck CMEPTH CHU3HIICS Ha
30 % B rpymnme kaba3zuTakcena 10 CPaBHEHHUIO C TPYNION MUTOKCAHTPOHA [OTHOIIEHHWE PUCKOB =
0,70, 95 % AN (0,59-083)] (cm. Tabmura 1 u Pucynok 1).

Tabmuma 1. DdpdekruBHOCTS Kaba3uTakcena B uccienopannu EFC6193 mpu JieueHUM MAIMEHTOB ¢
MECTACTATUYCCKUM KaCTPAITMOHHO-PE3NCTCHTHBIM PAKOM Hpe}ICTaTeHLHOﬁ JKEIIE3bI

Kaba3zuTakcen + npeaHn3010H MuUTOKCAaHTPOH + TPEAHU30JIOH
n=2378 n=377
O01as BEHDKUBAEMOCTD
Uucmo  ManmueHToB € 234 (61,9 %) 279 (74 %)
JEeTaJbHBIMH ~ UCXOJIAMHU
(%)
MeauaHa BBDKMBAEMOCTH 15,1 (14,1-16,3) 12,7 (11,6-13,7)
(mecsipl) (95 % AN)
Otnomenne puckos (OP)? 0,70 (0,59-0,83)
(95 % 1)
p-3HaYCHHE < 0,0001

OP! omeHwBanOCh C HCIOJIB30BAHHEM Cox-MoJienu; OTHOIIIEHUWE PHUCKOB MeEHee ueM |
CBUJICTEILCTBYET B MOJIB3Yy Kaba3uTakcea.
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Pucynok 1. Kpussie o0uieli BebkuBaemoctu Kartan-Meiiepa (uccienoBanne EFC6193)

BrepkuBaemocTs 0€3 MporpeccHpoBaHUs B TpyImie Kaba3uTakcelda IO CPaBHEHHIO C TPYIION
MHTOKCaHTpoHa coctaBmia 2,8 (2,4-3,0) mecsama mpotus 1,4 (1,4—1,7) coorBerctBenno, OP (95 %
JIN) 0,74 (0,64-0,86), p < 0,0001.

Yacrora oTBeTa OIMyXOJIM B rpynie kabazuTakcesa ObLIa IOCTOBEPHO BbIlie u coctaBuia 14,4 %
(95 % AU: 9,6-19,3) mpotus 4,4 % (95 % JIU: 1,6-7,2) B rpyIiiie NAMSHTOB, MOJYYaBIIHX TEPAITUIO
MuTokcantponom, p = 0,0005.

[IpeumyniecTBo kabazutakcena ObUIO MPOJEMOHCTPUPOBAHO B OTHOLICHUHM BTOPHUYHBIX KOHEYHBIX
TOYEK, OIlEHeHHBIX Mo u3MeHeHuto ypoBHA IICA. Menuana nporpeccupoBanus 1mo ypoHio [ICA
cocraBuna 6,4 mecsues (95 % [AW: 5,1-7,3) nis naiueHToB B Tpynie kada3uTakcesna o CpaBHEHUIO
¢ 3,1 mecauamu (95 % [AU: 2,2-4,4) B rpynne mutokcantpona, OP 0,75 mecsue (95 % AU 0,63—
0,90), p = 0,0010. OtBet B otHOMmeHHH ypoBHs [ICA 6bu1 0T™MeueH y 39,2 % MalMeHToB B rpyIine
kabazurakcena (95 % JAU: 33,9-44,5) npotus 17,8 % y naunueHToB B rpymmne MUToKcaHTpoHa (95 %
JIN: 13,7-22,0), p = 0,0002.

MI/ITOKCEIHTpOH IMOKa3aH JIA TCpalliu IMaukeHTOB C TOPMOHOPC3UCTCHTHBIM PAKOM HpeﬂCTaTeJIBHOﬁ
JKeJe3bl ¢ 00JIEBBIM CUHAPOMOM. He ObLI0 OTMEYEHO CTATUCTHYECKU 3HAYMMBIX pa3J'IPI‘lPII>i B 00enx
rpynimax B OTHOIICHUH ITPOrpeCcCUU 0OJIM ¥ YaCTOTHI OTBETA B OTHOILICHUH YPOBHHA 00JIH.

B MHOro1neHTpoBOM MHOTOHAlIMOHAIBHOM PaHIOMU3UPOBAHHOM OTKPBITOM HCCIEOBAaHUU JU3aliHa
«non-inferiority» 1l ¢daser (uccnegoBanue EFCI11785) 1200 mamuMeHTOB ¢ MeTaCTaTHYSCKUM
KACTPAallMOHHO-PE3UCTEHTHBIM ~ PakoOM  MPEACTAaTeNIbHOW  JKeNe3bl, paHee  MOJy4yaBIIUX
XUMHOTEPANHI0, COACPIKAIYI0 JOIeTaKceNl, ObUIM PaHIOMH3UPOBAaHBI Ha 2 TPYMMbL: Tepamus
kabaszurakcenoM B jo3e 25 mr/m? (N = 602) unu B go3e 20 mr/m? (N = 598). IlepBuuHOil KOHEUHOH
TOYKOU uccienoBanus o6puia OB.
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HccnenoBanue JOCTUINIO TEPBUYHOW KOHEYHOH TOYKH, IPOJEMOHCTPUPOBAB HE MEHBIIYIO
3¢ dekTUBHOCTS KabaszuTakcena B o3¢ 20 MI/M? 110 CpaBHEHHMIO ¢ 1030i1 25 Mr/M? (cM. Tabmuiy 2).
YacToTa orseTa 1o IICA 6bia CTaTHCTHYECKHU JOCTOBEPHO BhIIIE B IpyIIe Kabasurakcena 25 mr/m?
(42,9 %) mo cpaBHenuIo ¢ Tpymmoi 20 Mr/m? (29,5 %), p < 0,001. B rpymme kabazurakcena 20 mr/m>
puck nporpeccupoBanus 10 [ICA ObLI CTATUCTUYECKH JOCTOBEPHO BBIIIIE, YEM B IPYIIIE MAMCHTOB
¢ 1030# 25 mr/m? (OP 1,195; 95 % HU: 1,025-1,393). CTaTuCTUYECKH JOCTOBEPHOTO PA3TUUHUS
MEXTy TPYIIIIaMK CPAaBHEHHSI B OTHOIIICHUH JAPYTHX BTOPHYHBIX KOHEYHBIX TOUYEK OTMEUEHO HE OBLIO
(BBDKMBAEMOCTh 0€3 MPOTrPeCCHPOBAHMS, OTBET OIYXOJIM U OTBET B OTHOIICHUH OOJIU, TIPOrPECCHs
omyxonu W Oonu, 4 moakKareropur (GpyHKIMOHAILHOW OLIEHKH MPOTHBOOIYXOJICBOW Teparnuu
npencrarensHoi xene3sl (FACT-P)).

Ta6muma 2. O6mas BebKHBaeMOCTh B uccnenopanuu EFC11785 B rpynme kabasurakcena 25 mr/m?
110 CPAaBHEHHIO C TPYIIIOi kKabaszurakcena 20 Mr/m>.

Ka6azu20 + I1 Kab6azu25 + I1
(n =598) (n =602)
OO611ast BEDKMBAEMOCTh

Cayuau cmepti, N (%) 497 (83,1 %) 501 (83,2 %)

Memmana OB (95 % 1) 13,4 (12,19-14,88) 14,5 (13,47-15,28)

(Mecsitpl)

OTHolIeHue pUcKoB?

[Tporus Kabazu25 + I1 1,024 -

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

1-ctoponnuti 95 % LCI 0,922 -
Ka6a3zu20 = xkabasurakcen 20 wmr/M%, Ka6asu25 = kaGasurakcen 25 wmr/m?, II =
npeaau3onon/nmpeaauszon, JIM = nmoeputenbHbld  uwHTepBan, LClI = HmwkHSsS rpaHuna

noeputenbHoro uatepsaia, UCI = BepxHss rpaHuiia 1oBepuTebHOr0 nHTEpBaia, OB — oOmas
BBEDKUBAEMOCTb.

® — OTHOIIICHHE PUCKOB OIICHUBAJIOCH C Hcnojbp3oBannem Cox Propotional Hazard model.

CootHomenne < | yka3blBaeT Ha MEHbBIIMI PHCK B Ipymnme kabasurakcena B jgo3e 20 Mr/m? mo
CpPaBHEHHUIO C J1030i1 25 MI/M2.

UccnenoBanme EFC11785 mokazano myumuii nmpoduins Oe3omacHOCTH y Kaba3uTakcenaa B J103€
20 mr/m2. [Ipoduns 6e3omacHOCTH KabazuTakcena 25 Mr/M?, HaOJTIOIaBIINICS B 9TOM UCCIICIOBAHHUH,
ObUT KOJMYECTBEHHO M KayeCTBEHHO CXOX C mpoduiem Oe3omacHOCTH, HaOMIOAaBIIEeMCS B
uccnenopannn EFC6193. Menuana xonudecTBa KypcoB Tepanuu KaOa3WTaKCeJIOM IallMeHTOB B
rpynme 20 mMr/m? cocTaBuia 6 Kypcos (MeauaHa JIUTENILHOCTH Tepanuu — 18 Heslens), B TO BpeMs
KaK MeJIMaHa Teparyy B Tpymie 25 mr/m? — 7 HUKIoB (MeuaHa JINTeIbHOCTH Tepanuu — 21 Hejens).
B rpynne ka6asutakcena 25 mr/m? y 128 nanuentos (21,5 %) 103a IekapcTBEHHOrO IIpenapara oblia
CHIDKeHa ¢ 25 10 20 mMr/m>, y 19 manuenTos (3,2 %) no3a kaba3zurtakcena cumxena ¢ 20 go 15 Mr/m?
u'y 1 namuenra (0,2 %) 103a TeKapCTBEHHOro Npenapara Oblia cHuskeHa ¢ 15 10 12 mr/m?. B rpynmne
kabasurakcena 20 Mr/m? y 58 maumentoB (10,0 %) no3a Obuia camwkena ¢ 20 mo 15 Mr/mM% o y
9 martmenToB (1,6 %) ¢ 15 1o 12 mr/mM?. Bee HP mo6oii crenenn TSHKeCTH ¢ 4acToToit 6oee 10 %
OTMEUANINCh Yallle y TAlMEHTOB, TIONYYaBIuX 25 MI/M2, 4eM y MarueHToB, nomyyapmux 20 Mr/m2:
muapest (39,8 % mportus 30,7 %), TomHoTta (32,1 % mpotus 24,5 %), cnabocts (27,1 % mnpotus
24,7 %), remarypus (20,8 % mpotus 14,1 %), acrenus (19,7 % npotus 15,3 %), mOHMKEHHBIN
anmetut (18,5 % nportus 13,1 %), pBora (18,2 % npotus 14,5 %), 3anop (18,0 % npotus 17,6 %),
6oms B crimae (13,9 % nporus 11,0 %), knuanueckas Hedtpornenus (10,9 % mporu 3,1 %),
uHbpekuss MmoueBbBoAmux myred (10,8 % mnpotuB 6,9 %), nepudepuyeckas ceHCOpHas
Heitponatus (10,6 % npotus 6,6 %) u aucress3us (10,6 % npotus 7,1 %). HP co cTenensio TsbkecTH

21



ot 03.12.2025 N= 30026

(MOCNEOCBATENEHOCTE 0003)

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

> 3 ¢ wactoToii Gosblie 5 % HabmOJANMCh TOIBKO y MALMEHTOB, HOJYYaBIIUX 103y 25 Mr/m:

KIuHUYecKas HeiTponenus (9,6 % npu 25 mr/m? npotus 2,4 % npu 20 mr/m®) u pebpuabHas
Heiitponenus (9,2 % npu 25 mr/m2 npotus 2,1 % mpu 20 Mr/m?2). CornacHo 1a60paTOPHBIM TaHHBIM
MEHbIIIee KOJMYECTBO HAPYIICHWIH TE€MATOJOTMYECKHUX IOKa3aTesleld OTMEYalloch y TMAalKEHTOB,
nony4aBmux kabaszuraxcen 20 Mr/mM%, 10 CPaBHEHHMIO C MAIMEHTaMH, HOTyYaBIIMMU Kaba3HTaKCeN

25 mr/m?: 73,3 % mipu 25 mr/m? npotus 41,8 % npu 20 mr/m? = 3 crenenu TskectH, 13,7 % npoTHB
9,9 % cOOTBETCTBEHHO I aHEMUH = 3 cTeneHu TsbkecTH, 4,2 % npotus 2,6 % COOTBETCTBEHHO IS

TPOMOOIIMTONICHUH = 3 CTETICHU TSKECTH.

€T

Kaba3urakcen OIeHMBAICS B MHOTOIIEHTPOBOM OTKPHITOM HCCIICJIOBAHHH, MMPOBOJUMOM B JIBYX
dazax (n =39). B 1 daze 6p11a nogodpana MakcumaabHoO nepenocumas no3a (MTD) kabazurakcena
y neteil (B Bozpacte 4—18 51eT) ¢ peunAuBUPYIOLIUMHI UITH pedpaKTEPHBIMH COJUIHBIMU OITYyXOJISIMH
Ha OCHOBaHUU Jo03oauMuTupytomieit Tokcuarnoctu (DLTS). Bo 2 daze uccnegoanus Obl1a orieHeHa
aKTUBHOCTh M 0€30MacCHOCTh NMPUMEHEHUs Kaba3uTakcega B MaKCHUMAaJIbHO TEPEHOCHMOU J03€ y
nereit (B Bo3pacre 3—16 neT) ¢ penuauBHpyomeld win pedpakTepHON TITHOMOM BHICOKOH CTEIICHU
3JI0Ka4Ye€CTBEHHOCTHU WM ¢ T Py3HOM TIIMOMOI MOCTa TOJIOBHOTO MO3ra. [ [epBUYHBIMI KOHEYHBIMH
ToukamMu 2 (a3el WCCIICIOBAaHMS SBISUTHCH OINPEACICHHE YacTOThI OOBEKTHBHBIX OTBETOB H
JUIUTEIHHOCTU OTBETA.

Bce nanuents! nonyyanu npodunaktuky [-KC®. B 1 daze uccnenoBanms 23 narmpeHTa moryIiin
Kabasurakcen B go3ax oT 20 mMr/m2 mo 35 mr/mM?. MakcuMmaiabHO TepeHocumMasi J103a COCTaBHJIa
30 mr/m>.

Bo 2 taze uccnenoBanus 16 manueHToB MOTydHIn Kabasutakcen B 103e 30 mMr/m2. DdheKTHBHOCT
Tepanuu Obuta orneHeHa y 11 marmeHToB. Y marueHToB ¢ Au¢dy3HOH TIIMOMONH MOCTa TOJOBHOTO
MO3ra U ITMOMOM BHICOKOW CTENEHH 3JI0Ka4YeCTBEHHOCTH HE ObLIIO OTMEUYEHO OOBbEKTHUBHBIX OTBETOB
Ha Teparnuio.

CampiMu gacTbiMu HP 1110001 cTeneHH TSHKECTH, BOSHUKAIONIMMHE Ha (hoHe jteuenus (= 25 %), Obutn

crmabocth (39,1 %), ronoBHas 0ok, Auapesi, TouHoTta (B 1eaom 34,8 %), peora (30,4 %) u 3amop
(26,1 %) B 1 (aze uccnenoanus; auapes (43,8 %), mucdarus (37,5 %), romnora (31,3 %), pBota u
rojioBHas 0ok (00e y 25,0 %) y nanueHToB BO 2 (haze uccieoBaHusl.

Cepnesnbie HP, ormeuaBmmecs 6omee yeM y 2 mameHToB B JIF000M ¢a3ze uccieoBaHus, BKIFOYAIN
B cebs: B 1-i1 haze — peOpuuibHas HeliTponenus y 5 nanuenTos (21,7 %) u Bo 2-i1 daze — dpedbpunbHast

HeﬁTpOHCHHH, aHa(bHHaKTH‘{CCKaH peakuuss H IIPOTrpeCCHPOBAHUC 336OHCBaHI/I${ y 3 ITalIfMCHTOB
(18,8 %).

5.2. ®apMaKOKHHEeTHYeCKHe CBOiicTBA

HOHy.]'IHI_[I/IOHHHﬁ aHaJInu3 Q)apMaKOKI/IHeTI/IquKI/IX ToKa3aTejeu IIPOBOAUJICA Y ITALIUCHTOB C MCCTHO-
pacnpoCTpaHCHHBIMU COJIMJHBIMU OITYXOJIIMU, METACTATUYCCKHUM PpPAKOM MOJIOYHOH JKEIe3bl U
MCTACTATUYCCKUM pPAKOM HpeHCTaTeHBHOﬁ JKeNIe3bl. OTH IMalrCHTHI MMOJy4daInu KaOa3uTakcea B
JAUaIia3oHe 103 10-30 Ml"/M2 rjionrazy MOBEPXHOCTHU TEJIa €KCHCACIIBHO UJIN KAXKABIC 3 HCOCIIN.

AbGcopbuus

[locne oaHOYAcOBOM BHYTpHMBEHHOM MH(Y3MM KabasuTakcena B jgo3e 25 Mr/m? miomanu
IIOBEPXHOCTH T€JIa y MAllMEHTOB C METACTaTUYECKUM PAKOM IPEACTATENbHOMN KENE3bl MAKCUMAaJIbHAS
KoHIEeHTpauus (Cmax) KabazuTakcena B Iiia3Me KpOBH JIOCTUTANIACH K KOHILY 0JTHOYacOBOW MH(Y3UU
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(Tmax), cpemnee 3HaueHHEe Cmax cocTaBisuio 226 Hr/mi. CpeaHee 3Hau€HHE IUIOMIATH TOJ
(hapMaKOKHHETHUYECKOUN KpuBOU «koHIEHTpausi-BpeMs» (AUC) coctasmsuio 991 Hr X u/miL.

Y ManuCeHTOB ¢ MECTHO-PACIIPOCTPAHCHHBIMHA COJIMIHBIMU OITYXOJISAIMU HEC Ha6JIIOI[aJIOCB GOHBH_II/IX
OTKJIOHEHHUH B A0301IpOIIOPHUHUOHAIBHOCTH KOHHGHTpaHI/Iﬁ Ka6aSI/ITaKC€JIa B IIIa3M€ KpPOBU B
nuanasoe 103 10-30 Mr/M? mIomaay MoBEpXHOCTH TENa.

Pacnopenenenne

O6BeM pacripesienieHnst B paBHOBecHOM cocTostHuH (Vss) coctaBmsn 4870 m (2640 n/m? mus
MalMEeHTOB ¢ MEJIMAaHOM TUIONIAN MTOBEPXHOCTH TeJa, cocTapisitomiei 1,84 MZ).

In vitro cBsi3p kaba3uTakcenaa ¢ YSIOBEUSCKUMH CHIBOPOTOUYHBIMU OesikaMu cocTaBisuia 89-92 % u
Obu1a HeHacklaeMoi 1o koHueHTpaunu 50000 Hr/mi, koTopast npeBbIimaeT Cmax, HAOIIOAABIIYIOCS
MpY KIMHAYECKOM TNPUMEHEHWH mpenapara. Kaba3uTakcel, TJIABHBIM 00pa3oM, CBS3BIBACTCS C
CBIBOPOTOUYHBIM asibOyMUHOM (82,0 %) u nunomnporenHamu (87,9 % st TUIONPOTENHOB BHICOKOM
mIoTHOCTH; 69,8 % A IUMONPOTEMHOB HU3KOW TJIOTHOCTU U 55,8 % JUIsl IUIIONPOTEUMHOB OYEHb
HU3KOH IIOTHOCTH). IN VItro B desoBedYecKoil KPOBH COOTHOINEHHE KOHIICHTPAIMH B KPOBU U
KOHIIEHTpAlUM B TUIa3Me KpoBHM HaxoauTcsa B nuana3zone 0,90—0,99, uro yka3plBaeT Ha OIMHAKOBOE
pacmpeseneHue Kaba3uTakcena B KpOBHU U IIa3Me KPOBH.

I/ICCJ’IG}IOB&HI/IH, IMPOBCACHHBIC HA XWBOTHBIX, ITOKa3ajad, 4YTO Kaba3uTaKcel M ero MeTraOOJIMTHI
AKCKPETUPYIOTCSI B TPYIHOE MOJIOKO, a Kaba3uTakcesd elle MPOHHWKAeT M dYepe3 IJIaleHTapHBINA
Oapbep.

Buorpancdopmariis

Kaba3urakcen HHTCHCHBHO MeTabomu3upyercs B medenu (= 95 %), rimaBHbIM 00pa3oM, ¢ TOMOIILIO

uzodpepmentor  CYP3A (80-90 %). Kabasurakcen SBISETCS OCHOBHBIM COCIMHECHHUEM,
HUPKYJIUPYIOIUM B Iuta3Me KpoBu. [lomMuMo Hero, B mia3Me KpoBU ObLIO MAEHTU(ULIMPOBAHO
7 metabonuToB  (BKIOYAs 3  aKTUBHBIX  METa0ONHMTa, OOpa3ylIIMXCS B  PE3yJIbTaTe
O-nemermnupoBanusi). KoHueHnTpanuys B mia3Me KpoBH IJIaBHOTO U3 3TUX METa0OJIUTOB COCTaBIISET
5 % OT KOHIIEHTpAIMU B IJIa3Me KPOBH HEM3MEHEHHOTo Kabasurtakcena. Okosio 20 mMeTabonuToB
Kaba3uTakcena BBIBOJATCS C MOYOH U KaJIOM.

[To maHHBIM HCCleIOBaHUE IN VILr0 MOTCHIMAIBHBIN PUCK HHIHOMPOBAHHS KabAa3UTAaKCEIOM B
KJIMHHYECKH 3HAYMMBIX KOHIIEHTPAIMSIX IMEYCHOYHOrO0 MeTaboJM3Ma BO3MOXKEH B OTHOIICHHUU
MpenaparoB, KOTOPbIE, TJIAaBHBIM 00pa3oM, sBIIsIOTCS cyocTtpaTtamu nzodepmentoB CYP3A. OqHako
OTCYTCTBYET KaKOW-JIMOO TOTCHIUAIBHBIA PUCK WHTHOMPOBAHHMS METa0OIM3Ma IIpernapaTos,
KOTOpbIe sBisAtOTCS cyOcTparamu apyrux usopepmentoB CYP (CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2E1 u CYP2D6), a takxke in Vitro xaGasuTakcenl HE HHAYLHUPYET
uzopepment CYP2C9 u uzodepmentst CYPIA, CYP3A.

HccnenoBanus 1o B3aMMOJCHCTBUIO, MPOBEICHHBIE Y YENOBEKa, MOKa3alM, 4TO Kaba3HTaKcel
(BBOZMMBIiA B BUJIE OIHOYACOBON BHYTPUBEHHON HH(Y3UM B 103€ 25 MI/M? ILIOMAAN HOBEPXHOCTHU
TeJa) He M3MEHUT TIa3MEeHHBIX KOHIEHTPALMA MUJa30J1aMa, STAIOHHOTO cyOcTpara n30(epMEHTOB
CYP3A. Takum 0Opa3om, in Vivo kabazutakcen He uHruoupyet nzopepmentor CYP3A.

CunbHble MHAYKTOPBl WM MHrUOUTOpHl M30(pepMenToB CYP3A MoryT M3MeHATh MJIa3MEHHbIE
KOHIIGHTpallMu Kaba3uTakcesa B IIa3Me€ KpOBHM, Tak Kak KaOa3uTakcel B OCHOBHOM
MeTabonu3upyercs ¢ nomouisio n3opepmentos CYP3A.

[Ipenuu3os0H, npuHUMaeMbli B 1o3e 10 Mr/cyTku, He u3MeHseT (hapMaKOKMHETHKY Kaba3uTakcesna.

In  vitro kaba3uTakcen He UWHrUOMpYeT OCNKM MHOXECTBEHHOW PE3UCTEHTHOCTH K
xumuorepaneBTruueckuM npernapatam (MRP1 u MRP2) unu Tpancnoprep opraHmuecKux KaTHOHOB
(OCT1). Kabazurakcen uHrudbupyet tpancnopt P-rimukonporenna (P-gp) (aurokcuH, BUHOIACTHH),
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O€JKOB PE3UCTEHTHOCTH K XHUMHOTEPANEBTUYECKUM IIpernaparaM Hpu PaKe MOJIOYHOM JKeJIe3bl
(BCRP) (meroTpekcar) U NOIUNENTUIOB, TPAHCIOPTUPYIOIIMX oprannueckue anuonsl (OATP1B3)
(xoneuucrtokuauH — CCKS8), B KOHIEHTpalusaX, KaKk MHUHUMYyM B 15 pa3 mIpeBbIAIOMINX
KOHLEHTpaluu, HaOIoaeMble B KIMHUYECKUX YCIOBHSX, a TaKKE HHIHOUPYET TpPaHCIOPT
OATPIB1 (actpammosn-17B-T0oKypoHU]) B KOHIEHTpAIUSAX, TOJIBKO B S5 pa3 MPEBBIIIAIOIINX
Ha6JII0aeMble B KIMHUYECKUX YCIoBUAX. [1ooToMy B 103e 25 Mr/m? Miom[agy HOBEPXHOCTH Tela
pHCK B3aMO/IeiicTBUS KabazuTakcena in vivo ¢ cyocrparamu MRP, OCT1, P-gp, BCRP u OATP1B3
MajoBeposiTeH. Puck B3aumoneiicTBus kabasurakcena ¢ tpancrnoprepoMm OATP1B1 Bo3mokeH, B
0CcOOEHHOCTH BO BpeMs NMPOBEJCHUs BHYTpHBeHHOW uH(pYy3uu (1 dwac) m mo 20 MuHYT mocie
OKOHYaHMs UHPY3UH (cM. paznen 4.5).

DauMHHALS

IMocne onHOuYacoBoi BHyTpuBeHHOH HH(DY3uu ['*C]-kabGaszurtakcena (MEUEHOTO PagHMOU30TOIOM
kabasuTakcena) B o3¢ 25 MTI/M? IUIOMAAM TOBEPXHOCTH Tela y OHKOJOTHYECKMX MAIEHTOB
npuoim3uTensHo 80 % BBeIEHHON M03bI BHIBOAUTCS B TE€UEHUE NBYX Henenb. Kabaszurtakcer,
TJIABHBIM 00pa30M, BBIBOAMTCS W3 OPTaHU3Ma Yepe3 KUIISYHHK (C KaJIOM) B BUIC MHOTOUYMCIICHHBIX
MeTabosuToB (76 % 103B1); B TO BpeMs Kak IoueyHasi SKCKpeIus kaba3uTakcesna U ero MeTaboIuTOB
cocraBisier MeHee 4 % oT BBemeHHOW n03bI (2,3 % BBEINEHHOW 03B BBIBOJUTCS C MOYOH B
HEU3MEHEHHOM BUJIE).

Kaba3uTakcen MMeeT BBICOKMI TIIa3MEHHBIH KIMPEHC, cocTapisommii 48,5 m/4 (26,44 n/a/m?
IJTONIA MOBEPXHOCTH TeJIa y MAIMEHTOB ¢ MEIMaHOW IUJIOMIAJA MOBEpXHOCTH Tena 1,84 MZ), "
JUINTENIbHBIN TEPUO/T ITOTYBBIBEICHHUS], COCTaBISAOMMUN 95 yacos.

Oco0bl€e IpyInsl DalUESHTOB

Toueunas nedocmamoynocms
Kaba3uTakcen He3HAUNTETLHO BHIBOAUTCS Toukami (2,3 % OT J035I).

[TonmynsimoHHBIA (papMaKOKWHETUYECKU aHajau3, MPOBEJACHHBIN MO AaHHBIM 170 manueHToB, B
COCTaBe KOTOPBIX ObLIO 59 MaMEeHTOB C MOYEYHON HEIOCTATOYHOCTHIO JIETKOW CTEMEHU TSKECTH
(xmupenc kpeatuHuHa 50—80 mu/MHuH) ¥ 14 MAIMEHTOB C MOYEYHOH HEIOCTATOYHOCTBIO CpeaHEe
CTENeHHU TsKecTH (knupeHc kpeatnHuHa 30—50 mu/MHH), TTOKa3all, YTo MoYeyHasi HeIOCTaTOYHOCTh
JIETKOW U cpe/iHel CTENEeHH TsDKECTH He OKa3blBalla CyUIECTBEHHOIO BIUSHUS HA (PapMAaKOKHMHETUKY
kaba3uTakcena. JT0 ObUIO MOATBEPKACHO CPaBHUTEIbHBIM HCCIEIOBAaHUEM (DapMaKOKUHETHKHU Y
MAIMEHTOB C COMUIHBIMU OIYXOJISIMHU C HOpMaIbHON (QyHKIMEH moYek (8 malleHToB), MalueHTOB ¢
MOYEYHON HEJIOCTaTOUYHOCTHIO Cpe/lHEl CTeneHH TshKecTH (8 MalUeHTOB) U MalMEeHTOB C MOYEYHON
HEJOCTAaTOYHOCTHIO TSKENOH cTerneHu (9 maueHToB), KOTOPhIE MOJIyYa JIeUeHHe Kaba3uTaKcelIoM
B BUJIE BHYTPUBEHHOM MH(Y3UHU B 103€ 10 25 MI/M? II0IIay IOBEPXHOCTH Tela. B uccienoBanuu
OBUIO J(Ba TAIMEHTa C KIMPEHCOM KpeaTMHMHAa < 15 mu/muu/1,73 M? (8 mu/mmu/1,73 M? u
14 mn/Mun/1,73  m?). CnenoBaTenbHO, MMEIOTCS OrpaHHYEHHbIE JAaHHBIE O HPUMEHEHHH
ka0a3uTakcesna y MalMeHTOB ¢ TEPMUHAIBHON CTaaueil MOYeYHONH HEeIOCTaTOYHOCTH. Pe3ynbraTsl
uccienoBanus GapMaKOKHMHETUKH U 0€30MacHOCTH Kaba3uTakcella Ha 8 MalMeHTaxX MOKa3ald, YyTo
TsDKENast MoYeyHasi HeIOCTaTOYHOCTh HE OKa3bIBalla 3HAYUTEIHLHOTO BIUAHUSA HA ()apMAKOKHHETUKY
1 6e30MacHOCTh kaba3uTakcena.

Tleyenounas neoocmamoynocms
KabGa3urakcen BBIBOJUTCA U3 OpraHU3Ma B OCHOBHOM ITYTEM IEUYCHOYHOT' O MeTaboIu3Ma.

IleyeHouyHast HEAOCTATOYHOCTH JIETKOM (00mMiA OunupyOouH chiBOpoTkH KpoBu > 1 m < 1,5 x BI'H
mw ACT ceiBopoTtku kpoBu > 1,5 x BI'H) u cpeaneit (o6mmit 6unupyoun > 1,5 u < 3,0 x BI'H)
CTENEHU TSDKECTH HE OKa3blBajla BIMSAHMSA Ha (apMaKOKHMHETHUKY KaOa3uTakcena y MAlMeHTOB B
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CTECUAIBHOM HCCICIOBAHUU. Y MALMEHTOB C MEUYCHOYHON HEIOCTATOYHOCTHIO TSDKEION CTEIEeHU
(o6mmii OumupyOun > 3,0 X BI'H) nabmoganocsk CHIDKeHHE KIUpeHca kabasurakcena Ha 39 %, uto
YKa3blBaA€T Ha BJIMAHUC TSDKEJIOU CTEHEHU I€YEeHOYHOU HEAOCTAaTOYHOCTHU Ha (bapMaKOKI/IHeTI/IKy
npenapara.

./]ub;a NOJ2UCUTIOCO 803pacma

[Tpu momynspoHHOM aHanu3e (apMaKOKMHETUYECKHX JAHHBIX NAIMEHTOB B Bo3pacte 65 JieT u
cTapiue He HabII0AaI0Ch KaKoro-1u00 BIUSHUS BO3pacTa Ha (hapMaKOKMHETHKY Kaba3uTakcena.

Dapmaxkokunemuieckoe 83auMooelcmaue ¢ OpyeumMu 1eKapCmeeHHbIMU CPeoCmeamu
Kaba3urakcen rnaBHbIM 00pa3zom MeTaboau3upyeTcs ¢ momotsio m3opepmenTo CYP3A.

KypcoBoii npuem kerokonaszomna (400 Mr qBa pa3a B CyTKH), CUJIBHOTO MHTHOMTOpa N30(epPMEHTOB
CYP3A, mpuBoaua K yMEHBLIEHHIO KiIMpeHca KabasuTtakcena Ha 20 % C COOTBETCTBYIOIIMM
yBenuuenueM ero AUC nHa 25 %. OpHOBpeMEHHOE TNPUMEHEHHE alperuTaHTa, YMEPEHHOTO
uHruouropa nzodpepmentoB CYP3 A, He oka3bIBajIo BIMSIHUSA Ha KIMPEHC U CHCTEMHYIO SKCITO3UIUIO
kaba3uTakcena.

KypcoBoit npuem pudamnuna (600 Mr oauH pa3 B CyTKH), CHJIBHOTO MHAYKTOpa M30()E€pPMEHTOB
CYP3A, npuBoaui k yBenuueHuo kiupenca Ha 21 % u cooTBeTcTByromeMy ymeHnbinennto AUC Ha
17 %.

5.3. JlaHHbIe JOKJIMHUYECKOI 0€30IaCHOCTH

OO0I111a8 TOKCUYHOCTD

Brusnue na nevenw

['mneprutasust  KETYHBIX ~ TPOTOKOB,  apTEPUATbHBIN/TIEPUAPTEPHAIBHBIA ~ HEKPO3  W/WIIH
renaToICIUTIONAPHBI HEKpo3 HaOMIOMaIiCh y Cco0aK IOCiae OJHOKPATHOTO BBEACHHS JO3BI
(0,25 mr/xr [5 mr/m?]), 5-nHeBrOTO BBenmeHms (0,2 Mr/kr [4 Mr/mM%]) U eXeHeIeNbHOrO BBEICHHUS
(0,325 wmr/kr [6,5 wmr/m?]). YV kpelc HaOmojanach NHTMEHTamus KiIeTok Kynpdepa wu
JIETeHepalnsl/pereHepalus MKeI9HbIX MPOTOKOB B TICYCHH IPU BO3JCHCTBHM Kaba3uWTakcela B
HauBBICIICH JIETAIBHOU M03e, cocTapistomend 10 mr/kr (60 MF/MZ), B MCCJICIOBAaHUU Ha KpbICax
MIPOJIOJDKUTENIBHOCTRIO 10 IIUKIIOB Teparuu.

HelipoToxcnyHOCTh

VY wmbrmeit yepe3 10 wim 20 Henenb Mmociae OJHOKPATHOTO BBEACHHS HaOJroazach HeoOpaTuMast
nepudepudeckas HEUPOTOKCUYHOCTh, THUCTOJIOTUYECKH XapakTepu3YIoLasics JereHeparuei
CEAIMIIHBIX HEPBOB M KOPECIIKOB ITOSCHUYHO-KPECTIIOBBIX HEpBOB. Jlo3a, MpH KOTOpOW HE
Habmonanocs HebmarompuaTHeix dddextoB (NOEL), coctaBmsna 15 mr/kr (45 mr/m?) mocie
OJIHOKPAaTHOTO BHYTPUBEHHOTO BBEACHUS B TeueHue | yaca.

Y Mbl1IeH 0TMeYanach HEHTPaIbHas HEUPOTOKCUYHOCTD, TUCTONATOJIOrMYECKH XapaKTePU3yOIIAsICs
HEKpPO30M HW/WIM BakyolIM3alMed HEHPOHOB B TOJOBHOM MO3r€, AaKCOHAJIbHBIM OTEKOM U
JiETeHepaluel MEWHOro OTAela CIIMHHOIO MO3Ta, I10CJIe OTHOKPAaTHOM OJJHOYaCOBOM BHYTPUBEHHOU
uH(by3uu B 103e 15 Mr/kr (45 Mr/m?), cunraromeiics 10CTATOUHOM /1St IPEBBILIEHH MAKCUMAJIBHOM
HKCMO3MLIMK Tpernapara y venoBeka. J[o3a, mpu KoTopod He Habirofanoch HeOIarompHsTHBIX
sppexro (NOEL), coctapnsama 10 mr/kr (30 mr/m?) (mpubIM3UTENsHO 7-KpaTHOE MpEBLIIEHHE
AUC y manueHToB ¢ pakoM MpU MCIOJB30BaHMM B PEKOMEHJIOBAHHOW y YellOBEKa JI03€) IMocie
OJIHOKPAaTHOTO BHYTPUBEHHOI'O BBE/ICHNUs B TeueHue | yaca.
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HapyIieHus co CTOpOHBI I1a3

CyOkancyibpHBI OTEK/IereHepanusi BOJOKOH XpyCTalliKa HaONIOJalNcsi y KpbIC B TEUYEHHUE
10-1MKI0OBOrO MCCIENOBAHMA IO TOKCHYHOCTH B go03ax 10-20 wmr/kr  (60-120 wmr/m?)
(mpubmm3uTensHo 2-kpatHoe mpeBbimieHHe AUC y ManueHTOB ¢ pakoM MPH HCIHOJIb30BaHUU
mpernapara B pPEKOMEHJOBAHHBIX Yy dYelloBeKa nao3ax). Jlo3a, mpu KOTopoil HE HaOI0Ianoch
HebnaronpuaTHeix  dpdexkroB (NOEL) mHa xpycrammk, cocrapmsma 5 wmr/kr (30 mr/m?)
(mpubnmsutensHo AUC y manmmeHTOB € pakOM B PEKOMEHJIOBAaHHBIX y 4YelOBEKa J103ax). OTH
3¢ eKTs ObUTN HEOOPATHMBIMH Yepe3 8 Hellelb.

O1ieHKa PUCKA JIII OKPY KAIOIICH CPEJIb

PesynbraThl OIEHKHM pHCKa Ha OKPYXKAIOIIYIO Cpeay MOKas3ald, YTo Kaba3uTakced He oOyiamaeT
KaKUM-JTM00 3HAYUMBIM BO3JCHCTBHEM Ha OKPYXKAIOIIYIO cpeay (cM. pazzaen 6.6).

KanneporeHHOCTE

I[J'II/ITGJ'[I)HBIG HCCIICAOBAaHMA HA )KUBOTHBIX IS OLICHKH KAHICPOTr€HHOT'O ITIOTCHIUAJIa Kaba3uTakcelia
HC IMPOBOANIIUCE.

MyTareHHocTb

bakTepuanbHblil TeCT 00paTUMON MyTareHHOCTH (TecT DiiMca) [t kaba3uTakcena OTpUIaTeNbHbIH.

I eHOTOKCHUYHOCTE

Jlns kaba3uTakcena HE OTMEYEHO KIACTOTEHHOCTH B IN VItro tecre ¢ nuMQOIMTaMHU YeloBeKa
(kaba3uTakcenm HE HWHIYIUPOBAI CTPYKTYPHBIX XPOMOCOMHBIX aOepparuii, HO yBEIHYHBAI
KOJIMYECTBO TMOJIMIUIOU/IHBIX KJICTOK W MHIYIMPOBAI yBEIHMUYCHHUE MHKPOsAEp IN VIVO y KpbIC B
no3ax > 0,5 mr/kr). OmHAKO 3TH JaHHBIC 0 T€HOTOKCHYHOCTH (QHCYT€HHBIA MEXaHHU3M) MPUCYIIH
(hapMaKoJIOTHYECKON aKTUBHOCTH COCTMHEHMS (MHTHOMPOBAHMS ICTIOJUMEPHU3AINN TyOYyIuHA).

TepaToreHHOCTh

JIOKIIMHUYEeCKHe HUCCIIEJOBAaHMS HAa KphICax W KpOJMKaX IOKa3alld, YyTo Kaba3uTakcesl oOiagaeT
AMOPUOTOKCUYECKUM, PETOTOKCHUECKUM U abopTupyromuM aerictBueM. Korjga camkam kpsic ¢ 6 1o
17 neHp rectrauMu BHYTPUBEHHO BBOAWJIM Kaba3uTakcen 1 pa3 B CyTKH, HaOIoanach
sMOpuoderanbHas TOKCUYHOCTh MPHU MEHbIIEH CUCTEMHOW SKCIO3UILIMM, YeM HaliIromaeMoil y
JIIOJIeH, MOJIy4aBIINX KIMHUYECKH 3HAUYMMBIE T03bl Kaba3uTakcena, U MpOsBISLIACh B BUE THOEN
IJ10J]a ¥ CHIXKEHHUU CPEIHEro Beca SMOPHUOHOB, CBSI3AaHHOTO C 33JEpPKKOM occuUKaluu CKelleTa.
KaGa3uTakcen He BbI3bIBATI aHOMAJIMU PA3BUTHUSA II0JIA Y KPbIC M KposikoB. Kabazurakcen npoHukan
yepes IJIalleHTapHbIi 6apbep Y KpbiC.

Ilocie oJHOKPAaTHOro BHyTpHBEeHHOro BBeieHus [1*C]-kabasuTakcena B no3e 0,08 MI/KT camkam
KpBIC B IEPUO/] JIAKTALIUY B MAaTEPUHCKOM MOJIOKE B TeueHHe 24 yacoB oOHapy»kuBanoch menee 1,5 %
BBEJICHHOI1 103BbI.

Hapymienus d)CDTI/IJ'IbHOCTI/I

KaGa3urtakcen He BIUSET HA CIOCOOHOCTh K CIapUBAHUIO WM (EPTUIHHOCTh IMOJYYaBIIUX €T0 B
no3ax 0,05, 0,1 u 0,2 mr/kr/cyTku caMiioB Kpbic. OJHAKO BO MHOTOIIMKJIOBBIX HCCIEIOBAaHUSIX Ha
KpBICax, IMOJyYaBIIUX BHYTPUBEHHO Kaba3zuTakceld B J03€ 5 MI/KT, HAOJIIOAANUCh JIereHeparus
CEMEHHBIX My3bIPbKOB U aTpo(usi CEMEHHBIX KaHAJBIEB, a Y cO0aK, MOTy4YaBIIMX KaOa3uTaKcen B
no3e 0,5 MI/Kr — MUHUMalbHAsT TECTUKYJISIpHAs JereHepanus (MUHUMaIbHbIH HEKPO3 OJUHOYHBIX
AMUTENUATBHBIX KJIETOK B dnuaAuauMuce). CucTeMHas 3KCIO3UIIHNS Y )KUBOTHBIX ObLIa MO100HOM min
0osiee HU3KOM, YeM TaKOBas, HAOIIOIaBIIASCS Y UeIOBEKa, IPU MPUMEHEHUH KIIMHUYECKH 3HAUUMBIX
103 Kaba3uTakcema.
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6. PAPMAIIEBTUYECKHUE CBOVMCTBA

6.1. Hepeqeﬂb BCIIOMOraTe¢/JIbHbBIX BCIICCTB

KonueHnrpar

[Tosmmcop6ar-80
JIumoHnHas kuciora 6e3BogHas

PacTBOpuTEnD

Orunossii ciiupT 95 % (3TaHON)
Bonaa n1a nHnexmi

6.2. HecoBMeCcTUMOCTH

JlaHHBIN JIEKapCTBEHHBIM TpenapaTr He CJIeIyeT CMEIMUBaTh C JIPYTUMHU JICKapCTBEHHBIMH
npenaparamu, 3a UCKJIFOUEHUEM YIIOMSHYTHIX B pazfene 6.6.

6.3. Cpok romHocTH (CPOK XpaHeHusl)

HeBckpuIThIN (hI1aKOH KOHIIEHTPATA U DACTBODPUTEIS

3 roma

}IaTa OKOHYAaHHUA CPOKa I'OJHOCTH KOHICHTpPATa B KOMINJICKTE C PACTBOPUTEIIEM ONPEACIACTCA IO
AaT€ OKOHYaHMUA CpOKa rOJHOCTH TOI'O KOMIIOHCHTA, Y KOTOPOIro OHa HACTYIIacT paHbIIC.

YcioBus XxpaHeHus pa3BeACHHOTO PacTBOPa

CmabunbHocmb  NEpEOHAUANIbHO PA36€0CHHO20 KOHYEHMPAma npuiaeaemvlM pacmeopumenem
(npemuxca) 6o gaaxoue

[locne mepBOHAuYanbHOrO  pa3BeleHHs]  Kaba3uTakcena  MpUaraéMblM  PacTBOPUTENIEM,
MOJIyYMBILIAsACSA B Pe3yJIbTaTe CMECh KOHIEHTPAT-PACTBOPUTEND (MPEMHUKC) OCTAETCS XUMUYECKH U
(du3uvecku cTaOMIIbHON B TeueHre |1 yaca npu xpaneHuu npu oobraHoi temmneparype (15-30 °C). C
MUKpPOOHOJIOTMUECKON TOYKU 3PEHHUS CMECh KOHIIEHTPAT-pacTBOPUTENb JOKHA HCIIOJIB30BATHCA
HEMEJIEHHO Tociie mpurotopieHus. Eciu oHa He uUCHOIb30BaHA HEMEUIEHHO IOcCie
MIPUTOTOBJICHUS, TO OTBETCTBEHHOCTb 3a BPEMs U YCIOBHS €€ XPAaHEHHUS HECEeT IMOJb30BaTellb.
OOBIYHO €€ He cienyeT XpaHuThb Oosiee 24 yacoB mpu Temneparype 2—8 °C, mpu yCIOBHH, UYTO
pa3BezieHHE ObLIO MPOBEACHO B KOHTPOJIUPYEMBIX M BAIUIUPOBAHHBIX ACENITUYECKUX YCIOBUSAX.

CmabuibHoCcmb OKOHYAMENbHO pweedeHnoeo pacmeopa 6 MH¢_)/3MOHH01/7 emKocmu

[Tocne okoOHUATENBHOTO pa3BeeHHs B MHPY3UOHHON eMKOCTH/(IakoHe XUMHUYecKas U pusndeckas
CTaOMJIBHOCTh pacTBOpa OblLIa MPOJAEMOHCTPUPOBAHA B TeUe€HHWE & YacOoB NpU KOMHATHOMN
TeMIieparype (Bkitoyas 1-4acoByr0 BHYTPUBEHHYIO HH(Y3HIO) U B TeueHue 48 4acoB Mpu XpaHEHUH
B xonoauibHuKe. C MUKPOOHOIOTHYECKON TOUKH 3peHHs MH(Y3UOHHBIN PacTBOP JI0JIKEH BBOAUTHCSA
HEMEJIEHHO I0CJIe NMPUToTOBJIeHUA. Eciiu OH HEe BBEIEH HEMEUIEHHO II0CJIE IPUTOTOBJICHUS, TO
OTBETCTBEHHOCTD 3a BpeMs M YCJIOBUS €r0 XpaHEHHs HeCeT Mojb30BaTesib. OOBIYHO €ro He CleayeT
XpaHUThb Oosiee 24 yacoB rpu Temmneparype 2—8 °C, nmpu yciIoBHH, UTO pa3BeieHUE ObIJIO MPOBEIECHO
B KOHTPOJUPYEMBIX U BaJIHIUPOBAHHBIX ACEITUYECKUX YCIOBHSIX.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh npu TeMiepatype He Boiiie 25 °C. He XpaHuTh B XOJIOJUIBHHKE.
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VYcnoBust XxpaHeHHs JIEKapCTBEHHOTO TIperapara rmociie pa3BeicHus cM. B paszene 6.3.
6.5. XapakTep u coaepxkaHue YIaKOBKH
ITo 1,5 mn mpemnapara Bo (puakoHbl mpo3payHoro crexia (tun l), repMeTHMYHO YKYyHNOpEHHBIE

PE3MHOBBIMHU HpO6KaMI/I, o0)KaThle KOJIMauYKaMHi aJIIOMUHHEBBIMHU HJIU KOM6I/IHI/Ip0BaHHI>IMI/I.

ITo 4,5 mn pactBOopuTeNst BO (UIaKOHBI MPO3payHOro crekia (tum l), repMEeTHYHO YKyNOpEHHBIE
PE3MHOBBIMU ITPOOKaMU, 00XKaThIE KOJAauKaMH aJIFOMUHUEBBIMHU UJIM KOMOMHUPOBAHHBIMH.

1,2,3,4,5,6,7,8,9 um 10 prnakonos ¢ npenaparom u 1,2, 3,4, 5,6, 7, 8,9 wim 10 ¢rakoHOB ¢
paCTBOpI/ITCJ'ICM COOTBETCTBCHHO BMECTC C JIUCTKOM-BKJIAQJABIIIIEM ITIOMCIIAKOT B Haqu n3 KapTOHa.

6.6. Oco0ble Mepbl MPETOCTOPOKHOCTH NMPH YTHIU3AUMHU UCTIOJIb30BAHHOIO JIEKAPCTBEHHOI 0
npenapara MM OTXO0J0B, MOJYYEHHbIX IOCJe NMPUMEHEHHUs JeKaAPpCTBEHHOro mnpenapara, u
Apyrue MaHMIYJ/ISIIMU € NPernapaTom

IIpuroroBiieHe pacTBopa Jutst HHPV3IUN 1 00palleHe ¢ IIPenapaToM

Kak um mnpu pabore ¢ [ApyruMH HPOTHUBOOITYXOJIEBHIMU IpenapaTaMu, CieIyeT CoO001aTh
OCTOPO’KHOCTh M MCIOJIb30BaTh NepyaTku npu pabote ¢ npenaparom Kabazurakcen-IIpomomen u
P MPUTOTOBIIEHUH €r0 UH(PY3MOHHOTO PacTBOpa.

Ecmu pactBop kaba3uTakcena Ha 11000M 3Tare paboThl C HUM TOMal Ha KOXKY, CIIeyeT HEMEIJICHHO
Y TIIATEIFHO IPOMBITH €€ BOJIOH C MBIJIOM, @ €CJIA Ha CIM3UCTYIO 000JI0YKY — TO OJHOM BOIOM.

PabGoTate ¢ kabGa3uTakceaoM AOHKEH TOJIBKO TEPCOHAJ, BJIAJACIONIMN HaBBIKAMH OOpAIICHHs C
IIUTOTOKCUYCCKUMHU TIperiapaTaMu.

BbepemenHbie JKEeHIIMHBI HE JOHKHBI pab0TaTh C 3TUM IpernapaToMm.

Baumarensno npounraiite BCIO Hmkecnemyrontyro nHGOpMaIUIo M0 OATOTOBKE Mpernapara Jyis
BHYTPHUBEHHOT'O BBEJICHUSI IEPE]] €r0 CMEIIMBAHUEM U PA3BEICHHUEM.

Kaxxnprit gurakon ¢ xoHeHnTparoM coaepxkut 60 mr npemnapara Kabaszurakcen-IIpomomen B 1,5 M
(HoMuHaANBHBIA 00beM) (mpu oObeMe HamojHeHus (uakona 1,83 mu, coxmepkamem 73,2 wmr
npemnapara Kabasurtakcen-IIpomomen).

Kaxnprit ¢makon ¢ pactBoputenem couepxut 4,5 M (HOMHHAJIBbHBIA 00BeM) (Mpu oObeMe
HaIoJTHEHUs 5,7 MJI paCTBOPUTEIS ).

Ipumeuanue

OTH 00beMBbl HANOJIHEHUS ObUIM YCTaHOBIJIEHBI BO BpeMs pa3paOOTKU Ipernapara Ajs TOro, YTOObI
KOMIIEHCUPOBATh [TOTEPH KUKOCTH BO BpEMsI IPUTOTOBIICHHS TPEMUKCA (PacTBOPA, IOIYUEHHOIO B
pe3yJbTaTe MepBUYHOrO Pa3BeIeHNUs KOHIIEHTpaTa IpuiaraeMbIM pacTBopuTenem). Takum obpazom,
¢akoHBl Kak KOHIEHTpara npemnapara Kabasurakcen-Ilpomomen, Tak u pacTBOPHUTENS COAEPIKAT
M30BITOYHOE KOJHMYECTBO JIEHCTBYIOLIEIO BEIIECTBA M PACTBOPUTEINIS, YTOOBI KOMIIEHCHPOBATH
MOTEPU JKUJKOCTH B IMIpollecce MPHUTOTOBIEHUS pacTBOpa. OTO H30BITOYHOE KOJIMYECTBO
JEHCTBYIOLErO0 BEILIECTBA M PACTBOPUTEI TapaHTUPYET, YTO IIOCIIE PA3BEACHUSA KOHIIEHTpATa
npenapara Kabasurakcen-IIpomomen BCEM conepkuMbIM BXOJISIIETO B COCTAB YIIaKOBKU (piIakoHa
C pacTBOpHTENeM, NpeMHKC OyJeT colepxkaTh pacTBop mpenapara Kabasurakcen-Ilpomomen c
koHueHTpauueit 10 mr/mi. Konnenrpar npenapara Kabasurtakcen-IIpomomen Hyxaaercs B IBYX
pasBeneHusAX nepen BBeneHueM. CrenyiiTe MHCTPYKLIHSAM IO IPUTOTOBJIEHHIO, MPEICTABICHHBIM
HIDKE.

[Tpurorosnenue pactBopa A UH(Y3Uil TPOBOANUTCS B ACENTHUYECKUX YCIOBUAX B 2 3Tara.
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Oman 1. Ilepsonauanvroe pazeedenue KOHYeHMpama 0 NPUOmMoGIeHUs. pacmeopa 0Jis uHgysui
npuIaeaemvimM pacmeopumeinem.

- Ocmorpure ¢uakon konuentpata Kabasutakcen-Ilpomomen u mnpuiaraiomuiics K HeMmy
pacTtBopuTelb. PacTBOp KOHIIEHTpaTa 10J1KEH ObITh PO3PAYHBIM.

- U3snexkure BCE conepkumoe mpuiaraeMoro pacTBOPUTENSI € IMOMOIIBIO IITIPUIA, HEMHOIO
HaKIOHMB (makoH, W BBemuTe BO (uakoH ¢ KoHueHTpaTtoM Kabasurakcen-Ilpomomen. Jlns
MaKCHMaJIbHOTO YMEHBILIEHUS MEHOOOpa30BaHMsI IPU BBEJICHUH PACTBOPUTENS UYEpeE3 HWIUIY BO
(G1akoH ¢ KOHIICHTPATOM HAINpaBJIAWTe WITy HAa BHYTPEHHIOIO CTEHKY (pakoHa M BBOJHTE
pacTBOPUTEINIb MEJIEHHO.

- Yyianute MNpUIl U UMy U NEepEMENINBATe COAEP)KUMOE (JlakoHa MPUOIU3UTENBHO B TE€UEHUE
45 ceKyH]l, OCTOPO’KHO HECKOJIBKO pa3 IepeBopaurBas (PJIaKOH, O TOJYYEHHUsS TPO3PavyHOTO H
TOMOTEHHOTO pPacTBOpA.

- OcTaBbTE MOCTOSTH MOJTYYEHHBIH PAcTBOP B TEUEHHUE HECKOJIbKMX MMHYT (TpUOIM3UTEIBHO B
TE€YeHHE 5 MUHYT) U 3aT€M IIPOBEPHTE PaCTBOP HA TOMOTE€HHOCTh U MPO3pavyHOCTh. B Teuenue 3toro
BpEMEHHU B HOPME BO3MOXKHO COXpaHEHHE HEOOIbIIOT0 KOJUYECTBA MEHBI.

Buewnuti 6uo eoccmamnosnennoco pacmeopa. llpu mpubaBieHUM K COACpKUMOMY (priakoHa C
npernapaToM OAHOro (IakoHa ¢ pacTBOpUTETEM 0OpasyeTcsl Mmpo3pauHas OeclBEeTHasl WM CBETJIO-
YKEJTOTO IBETA KUIKOCTD.

[TonyuuBmiascs B pe3yibTaTe cMech (IIPEMHUKC) MMEEeT KOHIEHTpanuio kabazurakcena 10 mr/mi
(u3BNekaeMblii 00beM coctaBisieT 6 mi). [Ipemukc nomxeH ObITh HeMesIeHHO (B TeueHue | Jaca)
JOMOJHUTEIBHO Pa3BECH IS MOAYUYESHUsS pacTBOpa i HHOy3uii (cM. Dram 2).

Oman 2. [lpuecomosnenue pacmeopa 05t un@y3utl

W3BnekuTe HEOOXOIMMOE KOJMYECTBO MEPBOHAYAILHO pa3BeJCHHOro mpemnapata Kabasurakcen-
[Ipomomen (pactBop ¢ koHueHTparueir 10 mMr/ma kaba3uTakcena) ¢ TMOMOIIBIO TPaTyHPOBAHHOTO
mmpuia (13-3a BOSMOXKHOCTH COJEpKaHUs BO (pilakoHE TICHBI BBOJUTE WTIy IINPHIIA BO BpEMs
W3BJICYCHUSI PACTBOpA B CEPEIUHY MPOOKHU (h1akoHA) M BBEAWTE €ro B CTEPHUIIBHBIN KOHTEHHEp C
UH(Y3UOHHBIM pacTBOpoM (Kpome KoHTeiiHepa u3 mnosmBuHIiIxiopuaa (IIBX)) (5 % pactop
nexctpo3bl win 0,9 % pactBop Hatpus xiopuaa). Konuentpauuss MH(Y3HOHHOTO pacTBopa
KabaszuTakceia nopkHa O6ITh o1 0,10 Mr/ma 1o 0,26 Mr/mi.

HJ’IH BBCACHUA HpCI[HHC&HHOﬁ J03bI MOXKET HOTpe6OBaTBC5[ Ooiee OJHOTI'O (l)J'IaKOHa IEpBOHAYAIBHO
Pa3BCACHHOI'O PaCTBOPA.

W3Bnekute mnpui U TepeMellaiTe CcoAepKuMoe HH(PY3HOHHOTO KOHTeiiHepa wuiu (QuakoHa
BPYUHYIO TOKAUMBAIOIIUMU ABUKEHUSIMU.

Kak u Bce APYTHUC PACTBOPLI JIA [TAPCHTCPAIIbHOT'O BBCACHU A, HOJ'Iy‘II/IBI_HI/II‘/'ICH B pE3yJIbTaTC paCTBOP
JOJIZKCH OBITE BU3YyaJIbHO OCMOTPCH ICPEA NPUMCHCHUCM. PaCTBOp, B KOTOPOM COACPIKATCA
NpeuuIITaThl, BBOAWUTH IMALIMCHTY HECJIB3s, U €ro CICAYCT YTUWIMU3UPOBATH B COOTBETCTBUU C
HanmMOHaJIbHbIMH Tpe60BaHI/I${MI/I 110 YTUJIIN3alluU TaKUX BCIICCTB.

WHdy3noHHBIH pacTBOp Kaba3WTakceda JOKEH BBOJMTHCA cpa3y e IOoCie HPUTOTOBICHMSL.
OnHako MpH CHEeUMAIBHBIX YCIOBUAX (CM. paszzen 6.3) Bpems ero xpaHeHHs MOXeT ObITb Ooiee
MPOAOIKUTEIHHBIM.

IIpenapat Kabazurakcen-Ilpomomen npuMeHsieTcs B BUjie BHyTPUBEHHOM HH(DY3HH.

Bo BpeMms BHYTpUBEHHOTO BBeJeHHS WH(Y3MOHHOTO pacTBOpa Kaba3WTakcela HCIONIb3YHTE
BCTaBJICHHBIA B CHUCTEMY JUIsi BHYTPUBEHHBIX WH(Y3UH (QUIBTP ¢ HOMUHATBHBIM TUAMETPOM TOP
0,22 MKM.
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[Ipenapar Kabasurtakcen-IIlpoMmomen He MOKEH CMEIIUMBATBCS C JPYTUMH JIEKAPCTBEHHBIMU
rpenaparaMu U pacTBOpamu, 3a UCKItoueHueM S5 % pactBopa aexctpossl u 0,9 % pacTBopa HaTpus
XJIOpUJIA.

[Ipenapar Kabasurtakcen-IIpomomen, KOHLEHTpAT Uil MPUTOTOBJICHUS pacTBOpa sl WHQY3HI,
nepesn noOaBiieHMEM B MH(QY3HOHHBIN pacTBOp cienyeT Bceraa pasBoautb BCEM copepxumbiM
IIPUJIAra€Moro PaCTBOPUTEILA.

[Ipenapar Kabasutakcen-IIlpomomen comepkuT B cBoeM cocTaBe mnoiucop6ar-80, KOTOpHIH, Kak
M3BECTHO, YBEJIMUUBACT CKOPOCTh IKCTPAKIHK JTu-(2-3Trirekcui)dranara u3 [IBX. B cBs3u ¢ atum
HENIb3sl MCIIOJIb30BaTh KOHTEHHEpHl Uil WHQY3HMOHHBIX >kuakocteid w3 [IBX u wHabopsl s
npoBesieHUs] UHQY3UI U3 ToJauypeTaHa Juisl PUTOTOBIIEHUSI U BBEJCHHSI UH(QY3MOHHOTO pacTBopa
kaba3uTakcena.

Yrunmsanus

Bech ocraBumiics nekapCcTBEHHBIN Mpenapar U OTXOAbI ClEeIyeT YHUUYTOXUTh (YyTHIN3UPOBAThH) B
YCTaHOBJIEHHOM TOPSJIKE.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

Poccniickas ®@enepanns

000 «ITPOMOMEJ PYC»

Anpec: 129090, r. Mocksa, mpocniekt Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640 25 28

DrexkTpoHHas moyra: reception@promomed.pro

7.1. [IpencraBuTeib AepKaTeNsl PErHCTPAIMOHHOIO YA0CTOBEPEHUS

[IpeTensun morpedbuTenelt HaIpPaBsATh MO aIPECy:

Poccuiickas @enepanust

000 «ITPOMOMEJ PYC»

Anpec: 129090, r. Mocksa, mpocriekT Mupa, n1om 13, crpoenue 1, opuc 13
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (KpyrJIOCyTOYHO)
OnektpoHHas moura: hot line@promomed.pro

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. KATEI'OPUs OTIIY CKA JIEKAPCTBEHHOI'O ITPEITAPATA
JlexapcTBEHHBIH Npenapar OTHOCUTCS K KATETOPUU OTITYCKa 10 PELENTY.

O6ma$[ XapaKTCPUCTUKA JICKAPCTBCHHOI'O IIpCIiapara Ka6aBI/ITaKCCJ'I-Hp0MOMeI[ AOCTYIIHA B €ANHOM
peecTpe 3apCruCTpUPOBAHHBIX JICKAPCTBCHHLIX CPCACTB EBpa31/1171c1<0r0 3KOHOMHNYECKOI'O COX03a U Ha
o(umaNbHOM caiiTe yIoJIHOMOYEHHOTO OpraHa (9KCIEepTHON OpraHu3alyn)
http://www.grls.rosminzdrav.ru (https://Ik.regmed.ru/Register/EAEU_SmPC).
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