MUHUCTEPCTBO 3IPABOOXPAHEHUS POCCUMCKON ®EIEPALIMI
WHCTPYKLIUA
[10 MEAMLIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPETIAPATA
KABATOKC
Perncrpaunonubiii HOMep:
Toprosoe naumenoBanue: Kabarokc
MexayHapoaHoe HeNaTEeHTOBAHHOE HAUMEeHOBaHue: Kaba3urakcen
JlexkapcrBennasi popMa: KOHUEHTPAT A/ IPUTOTOBJICHUA pacTBOpa /Ui HHY3UH.
Cocras
B 1 ¢naxone (1,5 Mi1) ¢ KOHLIEHTPATOM COJEPKUTCA: Oeticmayroujee seujecmso.: KabasuTakces —
60,00 mr; ecnomocamenvivie gewjecmea: nonucopdbar 80 — 1560,00 mr, n1uMOHHAs KHCII0Ta
Oe3BoanHas — 2,25 Mr.
B 1 dnakone ¢ pacTBOpUTEIEM COAEPKUTCSA: ITAHO (CIIUPT ITHIOBBIN) 95 % — 573,5 Mr, Bozia Ui
MHBEKUMH 10 4,5 ML
Onucanue
Konyenmpam ona npucomosnenus pacmeopa o1 uHgysuu: po3padyHas MacasHUCTas KHAKOCTD
OT JKeJITOr0 0 KOPUYHEBATO-JKEJITOrO LIBETA.
Pacmeopumens: npo3pauHasi OecLBETHAs XKHU/IKOCTb.
®apmakoTepaneBTHYecKasi FPyNNa: IPOTHBOOIYX0JIEBOE CPEACTBO, aIKATOM/L.
Kox ATX: LO1CD04
®apmaKo/J0rHyecKue CBOMCTBA
Dapmarkoounamuxa
Kaba3surakcen sBiseTcs NPOTHBOOIYXOJEBBIM CPEACTBOM, KOTOPOE /EHCTBYET MyTeM
paspyleHus KJIETOYHOH ceTH MHUKpoTpybouek. Kabasurakcen cs3biBaeTcsi ¢ TyOYJIMHOM M
criocodcTByeT cbopke TyOynuHa B MUKPOTPYOOUKH H OAHOBPEMEHHO MHIMOMPYET MX pa3bopky.
OTO MpUBOAMT K CTabMIM3aLMM MHKPOTPYGOUYEK, YTO B MTOTe MHIMOMPYET MUTOTHYECKYIO H
HHTEp(Da3HYIO aAKTUBHOCTB KJIETKH.
Kabasurakcen nposeMOHCTPHPOBAN MIMPOKMH CIEKTP MPOTUBOONYXOIEBOH AKTHBHOCTH B
OTHOIICHMM TO3[HMX CTAAMH OIYXO/JEH 4YenoBeKka, KCEHOTPAHCIUIAHTHPOBAHHBIX MBbIIIAM.
Kabasurakces akTvBeH B OTHOLIGHHH YyBCTBHTE/IBHBIX K [0LIETaKceny omyxoneii. Kpome storo,
Kaba3nTakce/ 10Ka3an akTHBHOCTb B OTHOIUEHHH OIyXOJIEBBIX MOJEJEH, HEeUYBCTBUTE/IBHBIX K
XHMHOTEpPAINH, BKIIIOYAs A0LETAKCE.
Dapmakokunemuxa
[onynsunonsslit aHanu3 (apMakOKMHETHYECKHX [IOKa3aTeqel MPOBOIMICA Y MALMEHTOB C

MECTHO-pACIPOCTPAHEHHBIMHA COJIMAHBIMH OMYXOJISIMH, METAacTaTUYECKHUM pakKoMm MOJIOYHOM



KENe3bl M METAaCTaTHYeCKMM paKOM [Ipe[cTaTe/IbHOM jKesie3pl. DTH MauHeHThl I0J1ydYallu
kabasuTakcen B auanasode 103 10-30 mr/m? miomaau MOBEPXHOCTH Tesa €KEHEeLENbHO HIIU
Ka)XJiple 3 HEeJeu.

Abcopbyus

ITocie OIHOYACOBOM BHYTPMBEHHOW MH(Y3uM Kabasurakcena B 103 25 Mr/m? miouwaau
MIOBEPXHOCTH TeJia Yy TMAlMEHTOB C MeTacTaTMYECKHM PpaKkoOM IPEACTAaTEebHOH IKele3bl
MakcumanbHas KoHuUeHTpauus (Cmax) kabasuTakcesna B IUIa3Me€ KPOBM JOCTHMIajgach K KOHILY
oaHouacoBoi HHPY3UH (Tmax), cpeanee 3HaueHUe Cmax cocTaBs10 226 Hr/mi. CpeaHee 3HaYeHHE
womaan noa (apMakOKMHETHYECKOH KpuBOH «xoHueHTpauus-spems» (AUC) coctaBisio
991 Hr-u/mn.

Y nmanueHToB ¢ MECTHO-PACIPOCTPAHEHHBIMU COTHIHBIMH OMYXOJISMHU He Ha01104an0ch 001X
OTKJIOHEHMH B JI030MPONOPLHOHAIBHOCTH KOHLEHTpaUui kaba3uTakcesna B IUla3Me KpPOBH B
nuanasose 103 10-30 Mr/m* nommaay noBEpXHOCTH Tea.

Pacnpeoenenue

O6bem pacripeneneHus B paBHoBecHOM coctostHuM (Vss) coctaBmsn 4870 1 (2640 a/m* s
NAIMEHTOB ¢ MEIHaHOM IUIOLIAIM [TIOBEPXHOCTH Teja, cocTrapisioeit 1,84 Mz).

In vitro cBs3p kaba3uTakcena ¢ 4elI0BEYECKUMH CHIBOPOTOUHBIMU Oejikamu cocTtasiisiia 89-92 % u
Ob1a HeHachlmaemMod 10 KoHueHTpauumu 50000 wHr/mn, koropas mnpeBbllaeT  Cumax,
Ha0JII0AaBIIYIOCA TIPH KIMHMYECKOM NPUMEHEeHUH npenapata. KabazuTakcen, riaBHbIM 00pa3zoM,
CBA3BIBAETCS C CBIBOPOTOYHBIM anbOymuHom (82,0 %) u nunonporennamu (87,9 % mis
JIMIIONIPOTEMHOB BBICOKOM IIOTHOCTH, 69,8 % M1 MMMONpoTenHOB HU3KOM IoTHOCTH M 55,8 %
JUISL JIMIIONIPOTEMHOB OY€Hb HU3KOH IUIOTHOCTH). IN Vitro B yenoBeyeckoil KpoBM COOTHOLIEHHE
KOHIEHTpAIMK B KPOBH ¥ KOHLIEHTPALIMHU B TUIa3Me KpOBU Haxoautcs B auanaszone 0,90-0,99, yro
YKa3bIBaeT Ha OJIMHAKOBOE pacrpejeaeHne kabasurakcena B KDOBH U IJ1a3Me KPOBH.
Hccnenopanus, nmpoBeeHHbIC HAa JKMBOTHBIX, MOKa3alH, YTO Kaba3suTakcea M €ro MeTaboauThI
SKCKPETHPYIOTCS B IPYZHOE MOJIOKO, a KaDa3zuTakcen elie MPOHHMKAeT W uepe3 MilalleHTapHBbIH
Oapsep.

Memabonuzm

Kabasurakcen uuTeHCHBHO Mertabonmsupyercs B medend (> 95 %), rnaBHbIM 00pas’oM, ¢
noMousio u3opepmentos nozacemeiictsa CYP3A (80-90 %). Kabasutakcen sBasieTcss OCHOBHBIM
COCIMHEHHEM, LMPKYJIUPYIOIMM B IUla3Me KpoBu. IlomMuMmo Hero, B IuiasmMe KpoBH ObLi1o
UACHTHQUUHMPOBAHO 7 MeTaboaMTOB (BKJIIOYas 3 aKTHUBHBIX MeTaboiuTa, 00pasyloluxcs B
pesynbrare O-gemermnupoBanus). KoHUeHTpauust B IUIa3Me KpOBM TJIABHOIO M3 ITHX
MeTabOoIUTOB COCTABIACT 5 % OT KOHLEHTPALMH B IUIa3Me KPOBHM HEM3MEHEHHOT0 kaba3uTakcerna.

Oxkoso 20 metabouTOB Kaba3uTakcena BBIBOAATCS C MOYOH M KaJIOM.



[TIo gaHHBLIM HCCe0BaHUM iN Vitro moreHuManbHBI PUCK MHIHOMPOBaHUA Kaba3HMTaKCEJIOM B
KJIMHUYECKHM 3HAYMMBIX KOHIEHTPALMAX MeYeHOYHOro MeTaboaM3Ma BO3MOKEH B OTHOLIEHHH
TpenaparoB, KOTOpbIE, [JIaBHBIM 00pa3oM, ABIAIOTCA cybcTpaTaMi H30(epPMEHTOB M0JCEMENCTBA
CYP3A. OaHako OTCYTCTBYET KaKo#-11u00 MOTEeHIHaNbHbIH PpUCK HHrMOUpoBaHus MeTabosin3ma
MpenapaToB, KOTOpPbIE ABIAOTCA cybcTparamu apyrux nsodepmentos CYP (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2El u CYP2D6). Tawke in vitro xaba3urakcen
He uHayuupyer nsodpepmentsl noacemeiicrea CYP1A, nzopepment CYP2C9 u uzodepmeHTh!
nozacemeiictea CYP3A.

HWccnenoBanus 1Mo B3aMMOAEHCTBHIO, NPOBEACHHBIE Y YeJIOBEKa, IOKa3aaH, 4yTo KabaszuTakcen
(BBOJIMMBIi1 B BH/IE OTHOYACOBO BHYTPUBEHHOM HH(Y3NH B 03¢ 25 MI/M? III01IA/IM TOBEPXHOCTH
Tena) He M3MEHsUI IUIa3MEHHBIX KOHIEHTpallMH MMAa3onama, 3TaJOHHOro cydcTpara
usodpepmentoB nozacemeiictea CYP3A. Takum oOpasom, in Vivo kabasutakcen He HHIHOMpPYeT
n3zodepmenTsl noacemeiicresa CYP3A.

CuiibHbIE MHAYKTOPBI MM MHTMOMTOPBI M30(epMenToB nojacemeincta CYP3A moryT u3mMeHATh
TU1a3MEHHbIE KOHIIEHTpalMy Kaba3uTakcena B Iula3Me KPOBH, Tak Kak kaba3uTakcell B OCHOBHOM
MeTaboau3upyercs ¢ noMouibio n3opepmenton noacemericrsa CYP3A.

IIpeauusonon, npuHuMaemblii B go3ze 10 Mr/cyrku, He wu3MeHseT (apMaKOKHHETHKY
kaba3uTakcena.

In vitro kabGasurakcen He HHrHOMpyeT O€lKM MHOKECTBEHHOM PE3UCTEHTHOCTH K
xumuorepaneBTuyeckum mnpenaparam (MRP1 u MRP2) wnm Tpancnoprep opraHudeckux
katuoHoB (OCT1). Kabasurakcen uurudupyer tpancnopt P- riukonporenta (P-gp) (aurokcus,
BUHOIACTHH), O€IKOB pPE3HCTEHTHOCTH K XHMMHOTEPANeBTHYECKUM IIperaparamMm IpH pake
Mou104HO¥M xeje3sl (BCRP) (MeToTpekcar) U MOIMNENTHI0B, TPAHCIOPTHPYIOIMX OPraHUYECKUE
annonsl (OATP1B3) (xoneuncrokuuun - CCK8), B KOHUEHTpauuaxX, Kak MUHUMYM, B 15 pa3
MPEBBIIAKLIMX KOHUEHTPALMH, HA0II01aeMble B KIMHUYECKHX YCIIOBUSX, a TAKKE HHIHOUpYeT
tpancniopr OATP1B1 (3ctpamuon-17B-raokypoHHa) B KOHUEHTpAUMAX, TONBKO B 5 pas
NMpeBBINIAIOMIMX HAaOMOAaeMble B KIMHHYECKHX yCI0BHAX. [ToaTomy B 03¢ 25 mr/m? mnomanu
MOBEPXHOCTH Tella PUCK B3aUMOJEHCTBUs KabaszuTakcena in vivo ¢ cyberparamu MRP, OCTI,
P-gp, BCRP u OATP1B3 manoseposTeH. Puck B3anMoaeicTBus KabasuTakcena ¢ TpaHCmopTepoM
OATPIBI Bo3moskeH, B 0COGEHHOCTH, BO BpeMs IPOBEIEHUS BHYTPUBEHHOM nudy3uu (1 4) 1 10
20 MMH nocJie OKOHYaHUs HHDY3UH.

Buiseoenue

INocne onHouacoBoii BHyTpHBeHHON MH(Y3uu ['*C]-kabasuTakcena (MEUEHOro PagHOM30TONOM
kabasurakcema) B f03e 25 Mr/M* MIIOWaAM MOBEPXHOCTH Tela y OHKOJOTHYECKHX MALMEHTOB

npudnusutensHo 80 % BBEIEHHOH 1031 BHIBOAMTCS B TeYeHHE ABYX Henenab. Kabasurakcern,



IIaBHBIM  00pa3oM, BBIBOAMTCS M3 OpraHM3Ma 4Yepe3 KHMIIEYHHK (C KaaoM) B BHIE
MHOTOYHCIEHHBIX MeTa00IUTOB (76 % 103B1); B TO BpeMs KaK MoveyHas IKCKpelns Kabasurakcesna
M ero MerabonuToB cocTaBinser MeHee 4 % oOT BBeaeHHOM 10361 (2,3 % BBEAEHHOH M03bI
BBIBOJIUTCS C MOYOH B HEH3MEHEHHOM BH/IE).

Kabasurtakcesn nMeeT BBICOKMH IUTa3MEHHBIH KIMpEHC, cocTapistomuii 48,5 n/u (26,44 n/u/m?
IO/ OBEPXHOCTH TeNa y MALMEHTOB C MEAMAHOM ILIOaAl MoBepXHOCcTH Tena 1,84 m?), u
JUIMTEIBHBIN NIEPHO/ TOIYBBIBEACHHUS, COCTABIAIOMIHIM 95 u.

Ocobvie 2pynnovt nayuenmos

Ilayuenmul nosicunozo 6o3pacma

[Ipu nonynsauuorHOM aHanu3e (papMaKOKHHETHYECKHX [JaHHBIX MALMEHTOB B Bo3pacte 65 jeT u
crapiue He HabJII01a10Cch Kakoro-mbo BIHAHMS BO3pacTa Ha ()apMakOKHHETHKY kabaszuTakcena.
Ilayuenmul 0emckozo 6o3pacma

Besonacnocts u s dextuBHOCTs npenapara Kabatake y mereit u moapocTkoB a0 18 mer He
YCTAHOBJICHBI.

[lewenoynas nedocmamournocms

Kaba3surakces BEIBOAUTCS M3 OpraHM3Ma B OCHOBHOM I1yTeM I1€YEHOYHOr0 MeTabom3Ma.
[leyeHOYHas HEZOCTATOUHOCTD JIerKoi (06wmit GuIHpyOHH chIBOpOTKH KpoBu >1 u <1,5 x BI'H
[BepxHss rpanuua Hopmel] min ACT [acnmapratamuHOTpaHcdepasa] ChIBOPOTKM KPOBH
>1,5x BI'H) u cpeaueit (o6mwmit OGunupybun > 1,5 u < 3,0 x BI'H) creneHu TAKecTH He
OKa3blBajlia BIMSHHMA Ha (apMaKOKMHETHKY Kaba3uTakcena y MalMEHTOB B CIEIHATIbHOM
MCC/IEZIOBAHUH. VY IALMEHTOB C IEYEHOYHOH HEJOCTATOYHOCTHIO TSKEIOH cTeneHu (oOuimit
Ouwpybun >3,0 x BI'H) nHabmioganoch cCHHKEHHE KiIMpeHca Kabasurakcena Ha 39 %, 4To
YKa3bIBaeT Ha BJIMAHHE TSKEJION CTENEHH NMEYEHOUHOH HEI0CTaTOYHOCTH Ha (hapMaKOKHHETHKY
npernapara.

[loueunas neoocmamournocms

Kabasurakcen He3HaunTEIbHO BBIBOAKTCS M0YKaMu (2,3 % 0T 103b1).

[lonmynauuoHHbIH (apMaKOKHHETHUECKHI aHa/IU3, IPOBEACHHBIH MO AaHHBIM 170 MaluMeHTOB, B
cocTaBe KOTOPBIX ObUIO 59 MalMeHTOB ¢ MOYEYHOM HEA0CTATOYHOCTBIO JIETKO# CTENEeHH TSKECTH
(kmupenc kpeatnrnna 50-80 M1/MUH) U 14 MAaMEHTOB C MOYEYHOH HENOCTATOYHOCTBIO CPEIHEH
CTENEeHHM TSKECTH (KaupeHe kpeatuHiHa 30-50 Mi1/MHH) OKa3as, 4To MoYeyHasi HeJ0CTaATOYHOCTh
JIETKOH M CpeAHed CTemeHH TSHKECTH He OKa3blBaja CYIIECTBEHHOrO BIMSHMS Ha
hapmakokuHeTHKY KabasuTakcena. 10 ObLIO MOATBEPKIAEHO CPABHUTEIBHBIM HCCIEA0BAHHEM
(hapMaKOKMHETHKH y MALMEHTOB C COMHMJAHBIMU OIYXONSAMH C HOPMATBbHOM (BYHKLMel noyex
(8 MaUMEHTOB), MALMEHTOB C IOYEYHOH HEAOCTATOYHOCTHIO CpPENHEH CTEeNeHH TAKECTH

(8 manMeHToOB) M MALMEHTOB C MOYEYHOH HEJOCTATOYHOCTBIO TSKEION CTENeHH (9 nauuenros),



KOTOpBIE TOJIy4a/IH JieueHne KabasuTaKkceIoM B BUAE BHYTPUBEHHOM HH(Y31H B 103€ 10 25 Mr/m?
TUIOLIAZN TMOBEPXHOCTH Tena. B uccinenoBanum ObL1o Ba malMeHTa ¢ KJIMPEHCOM KpeaTHHHHA
<15 m/mun/1,73 m* (8 ma/mun/1,73 mPn 14 ma/mun/1,73 Mm2). CleaoBaTenbHO, HMEIOTCS
OrpaHWY€HHbIC JaHHBIE O MPUMEHEHUH Kaba3uTakcesla y NMAlMEHTOB C TEPMHHAIBHON CTaauei
[I0Y€YHOH HEN0CTATOYHOCTH. Pe3ynbTaThl McciaenoBaHMs (HapMaKOKMHETHKHM M 0e30MacHOCTH
kabasuTakcea Ha 8 malMeHTax MOKa3a/u, YTO TKeJIast [I0YeYHas HeJ0CTaTOYHOCTD He OKa3bIBala
3HAYUTEBHOIO BIMAHUA Ha (papMaKOKHHETHKY M 0e301acHOCTh Kaba3uTakcea.
DapmaKkokuHemuyeckoe 63aumooelicmaue ¢ Opy2umu 1eKapCmeeHHbIMU CPeOCmeamu
Kabasurakces, riaBHbIM 06pa3om, MeTaboIH3UPyeTCs ¢ IOMOMIbIO H30(EPMEHTOB MoAceMeicTBa
CYP3A.

Kypcosoii npuem kerokonasona (400 Mr 1Ba pa3a B CYTKH), CHIIBHOIO HHIHOMTOpA U30()ePMEHTOB
nojacemerictea CYP3A, npuBoaun K yMeHbLUEHHIO KiupeHca kabasurakcena Ha 20 % c
cooTBeTCTBYIOIKMM yBeauyeHreM ero AUC nHa 25 %. OnHOBpeMeHHOE PUMEHEHHE alpenuTaHTa,
yMepeHHoro unHruburopa usodepmentoB noacemeiictea CYP3A, ne okxasbiBano sddexra Ha
KJIMPEHC ¥ CUCTEMHYIO 9KCIIO3HLIMIO Kaba3uTakcea.

Kypcosoit npuem pudamnuna (600 Mr oauH pa3 B CyTKH), CHIIBHOTO MHAYKTOPA W30()ePMEHTOB
noacemeiicta CYP3A, npuBoann k yBenuueHHio kiaupeHca Ha 21 % M COOTBETCTBYIOILEMY
ymenbienuto AUC Ha 17 %.

IToxkazanus K npuMeHeHHIO

MeracTaTuyeckuit KacTpallMOHHO-PE3UCTEHTHBIH pPaK IpeACTaTeNbHOM Kele3bl Y MalHeHTOB,
paHee IIOJy4aBLIIMX XHMHOTEPAlMIO C BKIIOYEHHEM JoueTakcena (B KOMOMHAUMM ¢
IIPEIHU30JIOHOM).

IlpoTuBonoxkazanus

- YKaszaHus aHaMHe3a Ha TSDKeNble peaklUd TMIepuyBCTBUTEILHOCTH Ha KabasuTakcen MM

ApYTHE TaKCaHbl, MM BCIIOMOTaTe/IbHBIC BEIIECTBA NpenapaTa (moaucopbar-80).
- Konmuuectso nelttpoduinos B nepudepuyeckoit kposu menee 1500/mm?.
- Tsokenas neyeHo4Has HEI0CTATOYHOCTD (0OMMIA GUIMPYOHH CHIBOPOTKH KpoBH >3 x BI'H).

- OnHOBpEMEHHOE MPUMEHEHHE C BAaKIUMHON MPOTHB JKENTON JMXOPajKH, a TAaKkKe C APYTHMH
KMBBIMM ~ OC/Ia0JICHHBIMM ~ BakuMHamu  (cM. pasgen «BsaumopeicTBue ¢ Apyrumu
JIEKapCTBEHHBIMHU CPE/ICTBAMMY).

- letckuit ¥ nompocTkoBelif  Bo3pact g0 18 ser (GesomacHocth M 3(dEKTHBHOCTH
HE YCTaHOBJICHBI).

C 0CTOpPOKHOCTBIO

- Y NAaUKEeHTOB C TEPMMHATBHOMN CTajuell MOYEYHOH HEJOCTATOYHOCTH (KIMPEHC KpeaTHHHHA

<15 M/MuH) (B CBSI3M C HMX COCTOSIHHEM M OIPAHMYEHHBIMH [aHHBIMH, JEYEHHE creayer



[IPOBOAMTE C OCTOPOXKHOCTBIO U IIPH TLIATEIbHOM MEJIMUMHCKOM KOHTPOJIE BO BpEMs JIEUEHUA

(cMm. pazaenst «DapmakokuHeTHKa», «Croco6 MpUMeHEHH),

- Y NalMeHTOB ¢ MeYEHOYHON HEA0CTATOYHOCTBIO JIerKoi (001t GUIHpYOHH CHIBOPOTKM KPOBH
>l u <1,5 x BI'H [Bepxusas rpanuua Hopmbi] wmi ACT [acnapratamunoTpancdepasa]
CBIBOPOTKM KpoBH > 1,5 x BI'H) u cpeaneit (o6mmit 6umupyoun > 1,5 u <3,0 x BI'H) crenenn
TsOKeCTH (cM. pasjenst «PapmakokuHeTnka», «Crocod npuMeHenus u a03b» M «OcobObie
yKa3zaHus»),

- Y mauueHToB ¢ cojaepkanueM remoriobuna B nepudepudeckoit kposu < 10 r/mi.

- Y DNauMeHTOB C COCTOSHMAMH WM 3a00J€BaHUAMH, MPEAPACIONAralOlIUMA K Pa3BHTHIO
HEUTPONEHUH H/UJIH YBETHYEHHUIO OCIOKHEHUH TPH MPOAODKUTEIBHOM HEelTponeHnH (Bo3pacT
crapuie 65 jeT, HU3KUE MOKa3aTeNu obIIero COCTOsIHMS, HU3Kas Macca TeJa, Mpe/IlecTBYOIMe
3nM30/1bl  (eOpUIbHOM HEHTPONEeHHH, MNPEAIIeCTBYIOIAas HHTEHCHUBHAS JlydyeBas Tepamus,
Apyrue Cephe3HbIE CONMYTCTBYIOIIME 3abosieBaHus) (TpeOyeTcs TINATEIbHBIH MEAMLUHCKHIM
KOHTpPOJIb BO BpEMs JIEYEHHs, BO3MOKHO NPO(QUIAKTHYECKOE BBEICHHE I'PAHYIOLHUTAPHOIO
KoJIOHHeCTHUMYHpytomero ¢axropa (I'-KCD)).

- Y NauMeHToB ¢ BBICOKMM PHUCKOM Pa3BUTHS XKENTYJA0YHO-KHILEYHBIX OCI0KHEHHI: MALMEHTOB C
HEHTPONEHMEH; NMAUMEHTOB MOXKMUIOrO BO3pacTa; MalMEHTOB, OAHOBPEMEHHO MPUHMMAIOLIUX
HECTepOMAHBIE MpoTHBOBOCManuTenbHble npenaparst  (HIIBII), autuarperantsl  wiam
AHTUKOArYJISAHTHI; MAlMEHTOB C 3a00JEBaHUAMH JKEMYI0YHO-KHIIEYHOTO TPAKTa, TAKUMH Kak

A3BCHHBIC TTOPAKEHUSA KETYA0YHO-KHUIIEYHOTO TPAKTa H JKEIYA0YHO-KHUILICYHbIE KPOBOTCYECHHA

B dHAMHE3E.

- Y nauueHToB C AJIKOTOJIM3MOM, ITALIMEHTOB ¢ 3a00J1eBaHUSAMHU TI€YEHH M SITHIICIICHEN (TaK KaK B
COCTaB IpUJIaraéMoro paCTBOPUTEIISA BXOAUT 3TaHOH) - CM. pa3aein «Ocobble YKasaHus».

- ¥V nauMeHToB C paHee NPOBEACHHOH Iy4eBOil Tepanuell abaOMHMHAIBLHO-Ta30BOI 061acTH

(cm. paszaen «Ocobble ykazaHusy).

- Y  NauMeHTOB, OJHOBPEMEHHO MPHHMMAIONIMX  CHJIbHbIC/YMEPEHHBIE  MHTMOUTOPSI
usopepmentos noacemeiictea CYP3A u cHiIbHBIE HHAYKTOPBI H30(EPMEHTOB MOACEMEHCTBA
CYP3A (cm. paszenst «DapmakokuHeTHKa», «Criocod npuMeHeHus U 10351y, «B3auMoaeiicTeue
C APYTMMH JIEKapCTBEHHBIMH CpeIcTBaMu», «Ocobble yKazaHHs»).

- Y nNauueHToB, OAHOBPEMEHHO MPHHUMAIOIIMX [Ipenaparsl 3Bepo6os MPOABIPABICHHOIO
(cm. pasziensr «DapmakokuHeTHKa», «Crocob mnpuMeHeHMst M 103bl», «B3auMmoseiicTBue ¢
APYTMMHU JICKAPCTBEHHBIMHU cpeacTBaMm», «Oco0ble yKazaHUA»).

Crnocob npuMeHeHus! U 103bI

[Ipumenenne npenapara KaGatskc MOMKHO NPOBOAMTBCS TONBKO B CHELMATH3MPOBAHHBIX

OHKOJIOTHYECKHUX OTAEJIECHUAX MO HaOIIOAeHHEM Bpa4ia, HMCIOLIETO CIICUHAIbHYIO0 MOATOTOBKY
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IO MMPOBEACHHIO HpOTHBOOH}’XOﬂCBOﬁ XUMHOTEpAITHH. B otaenenun 10KHbI ObITH HEOOXOIMMBbIE

yCIOBMS M MEIMKAMEHTBI JUI1 OKa3aHMs [IOMOLUM TpPH BO3HUKHOBEHHMHM  peakUHi
TUNIEPYYBCTBUTEILHOCTH, TAKHX KaK CHHXKEHME apTepuaibHOro aasnenus (AJl) u 6ponxocnasm.
Ilpemeduxayusn

Jlis yMEHBIIEHHS pPHUCKAa pa3BHTHA M TSKECTH pEakKUMil THIIepYyBCTBHTEILHOCTH MEPE]]
BBeJIeHHEM npenapara KabaTokc npoBOAMTCS IpeMeAuKauus CIEAYIOIIUMH BBOINMBIMU

BHYTPHBEHHO JIEKapCTBEHHBIMH IIperapaTaMu:

- aHTMIMCTAMHHHBIE IIpenaparhbl (AeKCXJI0ppeHUpaMuH 5 Mr Wi JudeHruapamuu 25 mr wiu

aHaJIOTHUYHBIN [IperapaTr B SKBUBaJICHTHBIX 1103ax);

= TJIHOKOKOPTHKOCTEPOUIBI (nexcamerawﬂ 8 Mr HMIM OSKBHUBAJEHTHBIE 03Bl

ApPYroro
TTIOKOKOPTHKOCTEPOUA);

- Omokatopsl H>-rHCTaMMHOBBIX pELENTOPOB (PaHUTHIMH WM aHAJIOTHYHBIM Mpenapar B
3KBHBAJIEHTHBIX /103aX).

Pexomenayercs npoduiakTHueckoe MpUMEHEHHe MPOTHBOPBOTHBIX CPEACTB BHYTPb WIIH, MPH

HEOOXO0IMMOCTH, BHYTPUBEHHO.

Pesicum dozuposanusn

PexomenoBanHas 103a npenapara Kabarokc coctaaser 25 Mr/m? miiomaau oBepXHOCTH Tena,

KOTOpasi BBOJIUTCS ITYTEM O/IHOYACOBOH BHYTPUBEHHON HH(Y3UH KaXKabie 3 Heaeau B KOMOHHALIUH

C TMPHEMOM BHYTph MNpeaHu3onoHa 10 Mr exeaHeBHO B Te4YeHHE BCEro Mepuoja JedyeHHs

npernaparom Kabarake.

Koppexyus 6s600umoit 003wt

PexoMeHyeMble U3MEHEHHS BBOIAMMOI [03bl M3-3a Pa3BUTHS HeONArONpPHATHBIX PEAKUMH Y

TNAlMEeHTOB, MTOJy4aroIuX npenapar Kadarakc.

HeGnaronpusrHele peakunu

W3meHeHHe BBOAMMOH 1035l

JnutensHas (6onee 1 Heaenu) | OTcpouka CIEAYIOLIEro MHMKJIa JICYEHHs [0

HEUTPONIEHUs. > 3 CTENMEeHM TSKECTH, | BOCCTAHOBJICHHS KOIMYeCTBAa HEHTpo(uIoB B

HECMOTpS Ha NMpUMEHEHUe | nepudepuyecKon KPOBH 710 Bonee

COOTBETCTBYIOLIErO JedeHHs, Bkmouas | 1500 ki1eTok/MM’, 3aTeM CHHXKEHME 103bI B

Beesienue [-KCO. NOCIEAYIOWMX HMKIaX ¢ 25 Mr/mM® muomanu
MoBepXHOCTH Tena a0 20 wr/m* miomaau
IIOBEPXHOCTH TeJIa.

DebpunbHas HEUTpOneHus wii | OTcpouka CcHeayloulero UMKJIa JIeYeHHs [0

HelTponeHnyeckas HH(EKIUs.

YMEHBIIEHUs WM paspemienus GedpuibHOi
HEHTPOIEHUH U JI0 BOCCTAHOBJIEHHS KOJIMYECTBA
HEHTpoOHI0B B nepudepHyeckoil KpOBH [0
6onee 1500 k1eTOK/MM?’, 3aTeM CHH)KEHHE 03I
B MOCIEAYIOMUX LMKAaX ¢ 25 Mmr/m* mnomaau
noBepxHocTd Tena ao 20 mr/M*  miomanu
MOBEPXHOCTH TeJa.




Hunapest > 3 cTenenu TsHKeCTH WM yropHo | OTcpouka CIIEAYIOLIEro UMKIA JICYeHHs [0
NpOO/DKAIONIAsACA AHapes, HECMOTPS Ha | YMEHBILUEGHMS WM pa3pellieHHs Auapeu, 3aTeM
IIPOBEJICHHE COOTBETCTBYIOIIEH TEpAlMi U | CHW)KEHHE J03bl B MOCIHEAYIOUIMX LHMKIAX C
BOCIIOJIHEHHE  TIOTEPh  KMAKOCTH M | 25 Mr/m® Iiomaau MOBEPXHOCTH Tejla /10

3JIEKTPOJIMTOB. 20 Mr/m? niommaayM MoBEpXHOCTH TeJa.
ITepudepuueckas Hedponatus | OTcpouka Ie4eHHs 10 YMEHbILIEHHUS CHMIITOMOB,
> 2 CTeNeHH THKECTH. 3aTeM CHIJKEHME J03bl B IOCIEYIOUIMX LIMKIaX

¢ 25 mr/M* muomaad MOBEPXHOCTH Tela /0
20 Mr/m? mI0MaAH MOBEPXHOCTH TeJa.

Eciu y maumenta mpuM BBeJeHMM npenapara B jo3e 20 Mr/m? miomaau MOBEPXHOCTH Teia
MPOJOJIKAIOT BO3HUKATH JIIOOBIE M3 YKA3aHHBIX BbIIIE PEaKIHid, TO PEKOMEHIYeTCS CHU3UTh 103y
npenapara KaBatoxc a0 15 mr/m? miomaau noBepXHOCTH Tena WM NpPEKPaTHTh JICUCHHE
npenapatoM KaGatokc. [laHHble O MpUMEHEHHM fperaparta B 703 MeHee 20 mr/m? mmomaau
MOBEPXHOCTH TeJla OrPaHUYEHBI.

Ocobvie 2pynnuvt nayuenmog

Hemu u noopocmiu do 18 nem

besonacuocts n 3¢ dexkruBHOCTh mpenapara Kabarake y aereit u noapoctkoB a0 18 ner B
HACTOsIIEE BpeMs HE YCTAHOBIICHBI.

Ilayuenmol noxcunozo 6o3pacma

He tpebyercs crnenuanbHOH KOPPEKUMH peKMMa J03MpPOBAaHMSA MPH NMPUMEHCHHM Mpenapara
Kabaraxc y manueHTOoB IOKHIOro BO3pacTa.

Ilayuenmul ¢ neveHoYHOU HEOOCMAMOYHOCMbIO

Y NauMeHToB ¢ NeYeHOYHOH HE0CTaTOYHOCTBIO JIETKOH CTENeHH TshKecTH (00umit 6uanpyoun
cbiBOpoTKH KpoBu >1 g0 <1,5x B'H umu ACT ceiBoporkn kpoBu > 1,5 x BI'H) npo3y
Kaba3uTaKcesna ciaeayeT CHU3UTh 0 20 Mr/mM? miomany noBEpXHOCTH Tesa, MpH 3ToM TpebyeTcs
co0MI0aTh OCTOPOXKHOCTD, THIATETbHO KOHTPOIMPOBATH COCTOSHHME MAlMEHTOB M IPOBOIMTH
MOHUTOPHHT TOOOYHBIX peakumi (cM. pasgensl «DapmakokuHeTHKa», «C OCTOPOKHOCTHION,
«Oco0Oble yKazaHun»).

Y MauMeHToB ¢ NeYE€HOYHOH HeJOCTATOYHOCTBIO CPeIHel CTeneHH TskecTH (06muil GuanpyouH
>1 po < 3 x BI'H) makcuManbHas mepeHocuMas 103a KabGasuTakcena cocraBaseT 15 mr/m?
TUIOLIA/I TOBEPXHOCTH Tena. EcnM mpenycMOTpeHO JiedeHHe MalMeHTOB ¢ IEYEHOYHOM
HEJI0CTATOYHOCTBIO CPEAHEN CTENEHM TAKECTH 103a kaba3urTakcena He [OJDKHA MPEBHILIATH
15 mr/M* nnomamum mosepxHOCTH Tema. OJHAKO HMMEIOTCS OTpaHMYCHHbIC JIaHHbIE 00
3G dexTHBHOCTH 3TOH 103bI (CM. paszensl «C 0CTOPOKHOCTBION, «Ocobble yKa3aHHAY).

[Ipenapar KabaTakc mpoTHBOMOKa3aH MalMEHTaM C MEYEHOYHONH HEAO0CTATOYHOCTBIO TSIKENON

crenenu (00wmit 6unpy6oun ciBOpoTKH KpoBH >3 % BI'H) (cM. paszensl «DapMakoKHHETHKaY,



«IIporuBonokaszanus», «Ocobble yKa3aHUA»).

Ilayuenmsl ¢ noyeyHoUu HEOOCMamMoOyYHOCMbIO

Kaba3urakcen BHIBOAUTCS MOYKAMHU B MHHMUMAJIbHON CTEMEHH.

He TpebyeTcst KOppeKLnH pexxuMa JI03MPOBAHHS y TALIMEHTOB C IOYEYHOH HEJ0CTaTOUHOCThIO 0e3
nposegeHuss remoauanu3a. OJHAKO Yy MNAUMEHTOB C TEPMMHAIbHOW CTaJMed I[OYEYHOH
HEJIOCTaTOYHOCTH (KJIMpEeHC KpeaTMHHMHa < 15 MJI/MHH), B CBf3M C HMX COCTOSIHUEM U
OrpaHUYEHHbIMHU JaHHBIMH, JI€YEHHE CJIE/IyeT MPOBOAUTH C OCTOPOKHOCTBIO U MPH TINATEILHOM
MEIMLMHCKOM KOHTpOJe BO BpeMsa JjedeHus (cM. pasgensl  «DapMakOKMHETHKa»,
«C OCTOpPOKHOCTBION).

Oornospemennoe npumeHeHue Kabazumakcena ¢ UHOYKmopamu u ukeubumopamu uzogpepmenmos

noocemericmea CYP3A

Cnenyer u3beratb OJHOBPEMEHHOIO MPUMEHEHHUS JIEKAPCTBEHHBIX CPEACTB, KOTOPBIE SABIAIOTCA
CHJIbHBIMM MHAYKTOpaMu u3odepmentos noacemerictea CYP3A unu cunbHbIMH MHTHOMTOpaAMHU
u3opepmentoB nojacemeiictea CYP3A (cm. paszaenst «@apMakoKMHETHKa» U «B3auMoaencTBUe ¢
APYTHMH JIEKapCTBEHHBIMH cpeicTBaMm»). OHAKO, €C/IM MalMEeHTY HE0OX0AMMO OZIHOBPEMEHHOE
npuMeHeHne kabaszuTakcena W CHIBHBIX MHIHOMTOPOB M30(epmenToB nojacemeiictea CYP3A,
CIIeyeT pacCMOTPETh BONPOC O CHMKEHHMH 103bl Kabasurakcena Ha 25 % (cMm. pasgensl
«DapmakoKkuHETHKa» U «B3auMoieiicTBHE C IPYTUMHU JIEKAPCTBEHHBIMU CPEICTBAMMY).

Cnocob esedenusn

BryrpuBenHas uagysus.

Bo Bpems BHYTPMBEHHOIo BBeJICHMS HH(QY3MOHHOrO pacTBopa KabasuTakceaa HCIONb3YHTE
BCTABJICHHBIH B CHCTEMY /ISl BHYTPMBEHHBIX MHQY3MH (GHUIBTP C HOMHHAIBHBIM JAHAMETPOM
nop 0,22 MxMm.

Ilpenapar Kabarakc, KOHLEHTpaT /s NPUrOTOBIEHHS pacTBoOpa Juls HMHQY3Hi, nepej
nobasnenreM B MH(Y3HOHHBIH pacTBOp ciexyeT Bceraa pasBoauth BCEM  comepxumbiM
NPHJIaraéMoro pacTBOPHUTEA.

[Ipenapar Kabatokc He J0MKEH CMELIMBATLCSA C APYTMMH JIEKapCTBEHHBIMH [pErapaTtamMu U
pacTBopamu, 3a UCKIoYeHueM 5 % pactBopa aekctposst U 0,9 % pacTBopa HaTpHs XJIOpHAA.
IIpenapar Kabarakc comepkuT B CBOeM cocTaBe moiucop6ar-80, KOTOpBIM, Kak HM3BECTHO,
YBEJIMYMBAET CKOPOCTh SKCTPAKUUK Au-(2-3THarekcun) ¢ranara u3 nonusuHunxaopuaa (IIBX).
B cBsA3M ¢ 3TUM HENb3s MCNOJIb30BATh KOHTEHHEPBI /Ui MH(QY3HOHHBIX )KuakocTedl u3 [IBX u
HabOpBI U MPOBEACHHS BHYTPMBEHHBIX MHOY3MH M3 [OJMYpETaHa JUIs NPUIOTOBIEHHS M
BBEJEHHs HHQY3MOHHOrO pacTBOpa kaba3uTakcena.

Ilpuzomosnenue pacmeopa onsa ungysuii u o6pawienue ¢ npenapanom

Kak u npu pabore ¢ ApyrMMH NpPOTHBOONMYXONEBBIMM IperapaTaMu, CIeAyeT coO/II0aaTh



OCTOPOKHOCTh M HCIIO/Ib30BaTh mepyaTku mpu pabore ¢ mpenaparom Kabatoke u mnpu
MIPUTOTOBJIEHUH ero HH(Y3HOHHOTO pacTBoOpa.

Ecnu pactBop npenapara Kabatdoke Ha mro60oM stane paboThl ¢ HUM IOMal Ha KOXKY, ClI€AyeT
HEMEJUIEHHO M TIIATEIbHO [POMBITH €€ BOJOW C MBUIOM, @ €CJIM - Ha CIM3UCTYIO 000JI0YKY, TO
OJIHOM BOJIOH.

Pabotats ¢ npenaparoM KabaTaKe 10/KEH TONBKO MEPCOHA, BIAICIOIMI HaBbIKaMU 00pallieH s
C UIUTOTOKCHYECKHUMH TpernapaTamu.

bBepemeHHbIe )KEeHIUMHBI HE 10JDKHBI paboTaTh ¢ 3TUM IpenapaToM.

CrneayiiTe HHCTPYKIUMSIM I10 IIPHTOTOBJIEHUIO pAaCTBOPA, MPEICTABICHHBIM HHIKE.
IIpuzomosnenue pacmeopa 0 UHQY3ULL NPOBOOUMCS 6 ACENMUYECKUX YCIOBUAX 6 2 Imana.
Oman 1. [lepsonauanvroe pazeedernue npenapama Kabamskc, konyenmpam 015 npueomoe1eHus
pacmeopa Ona uH@y3utl, npuIazaemvim pacmeopumenem.

OcMmortpute ¢rakon koHueHnTpata Kabatoke u npuiaraiomuiics K HeMy pacTBopurens. PacTBop
KOHLEHTpaTa JA0JKEH ObITh MPO3payHbIM.

Hssnekute BCE cozmepxkumoe mpuiiaraeMoro pacTBOPUTENsS C IMOMOIUBIO ILINPUIA, HEMHOIO
HaKJIOHUB (1aKoH, W BBeauTe BO (pakoH ¢ koHueHtparom Kabarixc. s MakcHMalbHOro
YMEHBIIEHHS] TeHOOOpa3oBaHUs TIPHM BBEJECHMHM pACTBOPUTENS uepe3 Hrily BO (IakoH ¢
KOHLIEHTPAaTOM HAalpaB/IsiiTe UITy Ha BHYTPEHHIOK CTEHKY (plakoHa M BBOAMTE PAacTBOPHUTENb
ME/UIEHHO.

Yjanure INPHUIL U UIVIy U NepeMellnBaiiTe cogepxkumoe (1akoHa NpubIM3UTENbHO B TEUYEHHE
45 cexyH/, OCTOPOKHO HECKOJIBKO pa3 mepeBopauuBas (IakoH, A0 IOJYYEHUs NPO3PayHOro
rOMOT'€HHOTI'O pacTBOpa.

OcraBbTe MOCTOATH IMOJYYEHHBIH PacTBOp B TE€UEHHE HECKOIBKMX MUHYT (MPHOIM3UTENBHO B
TEYEHHE 5 MHMHYT) M 3aTEM IPOBEPHTE PACTBOP HA FOMOTEHHOCTb M MPO3pPayHOCTh. B TeueHue
3TOr0 BPEMEHH B HOPME BO3MOXKHO COXPaHEHHE HEOOBIIOr0 KOJTMYECTBA MEHBI.

[lony4uBinascs B pe3ynpTaTe cMech (MPEMHKC) MMEET KOHUEHTpaluio kabasurtakcena 10 mr/mi
(u3BnekaeMblii 06beM cocTaBnger 6 mi). [IpeMukc 1o/mkeH OBITh HEMEMIEHHO JOMOJIHUTENBHO
pa3BeJieH Ui MOIy4YeHUs pacTBopa Ans uH(y3uit (cM. stam 2).

Oman 2. Ilpuzomoénenue pacmeopa 011 uH@y3ui

M3BnekuTe HEOOXOAMMOE KOIMYECTBO IMEPBOHAYAIBLHO pa3BeaeHHOro mnpenapara Kabatikce
(pactBOp ¢ koHUEeHTpauuei 10 Mr/mi kabazuTakcena) C IOMOLIBIO IPAAYHMPOBAHHOIO LITIPHLIA (13-
32 BO3MOJKHOCTH COJI€P)KaHHUA BO ()JIaKOHE NMEHbI BBOAMTE MIVIY LUMPHULA BO BPEMS H3BJICYCHHUS
pacTBopa B cepeanHy NpoOkH (h1akoHa) M BBEUTE €r0 B CTEPUIIBHBIN KOHTEHHED ¢ HH(Y3HOHHBIM
pactBopoM (kpome koHTeiHepa u3 IIBX) (5 % pactBop aexctposs unu 0,9 % pacTBop HaTpus

xnopuaa). Konuenrpauus HHY3HOHHOTO pacTBopa Kabasurakcesna A0/kHa 661Th 0T 0,10 Mr/mn
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10 0,26 mr/mi.

Jlns BBelleHMS NPEANMCAHHOH 10361 MOKeT mnoTpeboBatecs Oosnee oaHOro (rakoHa
TNIepBOHAYAILHO Pa3BeICHHOrO PacTBoOpa.

M3BnexkuTe IINPHUIl M IepeMellaiTe CoiepkKuMoe HH(Y3HOHHOTO KOHTeiiHepa WM (akoHa
BPYUYHYIO [TOKQUHBAIOIIUMH JIBUKECHUAMH.

Kak u Bce apyrue pacTBOpbI Ul NApEHTEPAJIbHOIO BBEACHHSA, MOJYYMBIIMHCS B pe3yjbTaTe
pacTBOp HOJKEH OBITh BU3yaJbHO OCMOTpEH Iepel IpuMeHeHHeM. PacTBop, B KOTOpOM
cozlepKaTcs IMPEeLMIIUTAThl, BBOAUTH MALMEHTY HEIb3s, M €ro CleayeT YTHJIW3HPOBaThb B
COOTBETCTBHH C HALMOHAJIbHBIMHU TPEOOBaHHUAMH 110 YTHIIM3ALMH TAKUX BELIECTB.
Hudy3nonnsiit pactBop KabaToke 1o/mKeH BBOAUTHCS cpasy e rocie npurotosnenus. OaHako
NPy  CHEeUMaIbHBIX YCIOBHAX (CM. HMXE) BpeMs €ro XpaHeHHs MoxeT ObiTh 6onee
NPOAOJIKUTETLHBIM.

Heucnonb3oBaHHBIA TIperapar WM pacxXojHble MaTepuainbl JO0/DKHBl YTHJIM3UPOBATHCS B
COOTBETCTBHMHM C HALIMOHAIBHBIMH TPEeOOBAHUAMM 110 YTHIM3ALMHU TaKUX BEILECTB.

Yenosua xpanenusn pazeeoennozo pacmeopa

CmabunbHocmb nepeoHA4anbHO PA36e0eHHO20 KOHYEHMPAmada NpuiaeaembiM pacmeopumenem
(npemuxca) 60 ¢hnaxone. Tlocne mnepBOHa4YanbHOrO pasBeaeHus npenapara Kabatike
NpUJIaraéMbIM PacTBOPUTEIEM MONYYHBIUASCA B PE3y/JbTaTe CMECh KOHLEHTPAT-PaCTBOPUTED
(MpeMHKC) OCTAETCsl XUMUYECKU M (PU3MYECKU CTaOMIbHOM B TeYeHue | yaca npu XpaHeHUH MpU
obbrynoi Temneparype (15 °C — 25°C). C MHKpOOMOJIOTMYECKOM TOYKHM 3pPEHHS CMECh
KOHLEHTPAT-PacTBOPUTE/b JI0JKHA HCIIOIb30BAThCS HEMEUIEHHO IOCie NMpUroToBieHus. Eciu
OHa HE HCIOJb30BaHA HEMEIEHHO II0CJE NPUIOTOBIEHMS, TO OTBETCTBEHHOCTb 3a BpeMs M
YCJIOBHS €€ XpaHEeHMs HeceT nojb3oBaresb. OObIMHO ee He ceayeT XpaHuTh Oosee 24 yacoB npu
temnepatype 2 °C - 8 °C, npu ycioBuu, 4To pa3BeieHHe ObLIO MPOBEAECHO B KOHTPOJIUPYEMBIX U
BAJIMIMPOBAHHBIX aCENITHYECKUX YCIOBHUSX.

Cmabunbnocms OKOHYAMENbHO pazBedeHHo20 pacmeopa 6 un@ysuonHou emxocmu. Tlocre
OKOHYATEJIbHOr0 pa3Be/IeHust B MH(Y3MOHHON eMKOCTH/(akoHe XMMHYeckas M (u3udeckas
CTabMIBHOCTL pacTBOpa OblIa NMPOAEMOHCTPUPOBAaHA B TeYeHHE 8 YacOB MPU KOMHATHOM
TeMnepatype (BKIIO4as |-4acoByl0 BHYTPUBEHHYI0 HH(]Y3MI0) ¥ B TeueHue 48 4YacoB npu
XpaHeHHH B XonoauiabHUKe. C MHKpOOMOIOrHMYECKOM TOYKH 3peHHst MH(Y3MOHHBIH pacTBOp
JIOJIKEH BBOJMTBLCS HEMEUIEHHO [10CJIe MPUroToBIeHUs. Eciin oH He BBeeH HEMEUICHHO 110¢I1e
NPUTOTOBJICHHUS, TO OTBETCTBEHHOCTh 33 BPEMS M YCJIOBHS €I0 XPAHEHHs HECET IOJIb30BaTelb.
OO6p14HO ero He cienyer XpaHuTh Oonee 24 yacoB npu Temmnepatype 2 °C - 8 °C, npu yclI0BuH,
4TO pa3BeJieHHe ObUIO NPOBEACHO B KOHTPOJIMPYEMBIX M BATMAMPOBAHHBIX aCENTHYECKHMX

YCIIOBHSIX.
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Tak kak HMH(Y3MOHHBIH pacTBOp SABIAETCS IEPEHACHIILEHHBIM, OH MOKET CO BPEMEHEM
KPHCTA/IN30BaThCcs. B 3TOM ciydae, pacTBOp BBOAMTBCS HE JOMKEH M JOMKEH ObITh
YTHJIM3UPOBAH B COOTBETCTBHH C HALIMOHAIBHBIMHM TPEOOBAHUAMM MO YTHIM3ALHH TAKMX BELLIECTB.
IToGounoe aeiicTBHe

besonacHocTh kaba3urakcesna B KOMOMHALMK ¢ IPEIHU30JI0HOM OLeHMBanach y 371 nauueHTa c
METAaCTaTU4YeCKHM KacTPallMOHHO-PE3UCTEHTHBIM PAKOM IIpeACTaTe/IbHOH jkene3bl. Meaunana
MIOJTy4EHHBIX [TAallMeHTaMH LIMK/I0B Kaba3uTakcena cocTanisia 6 LIHKIOB.

Ouenp yacto BeTpevarommmucs (> 10 %) nexenarensHbiMu peakuusmu (HP) Bcex crenenen
TsOKeCTH ObUIM aHeMusl, JICMKOINEeHUs, HEeHTPONeHUsl, TPOMOOLMTONEHHS, AHapesi, MOBbIIIEHHAs
YTOMJIIEMOCTb, TOIIHOTA, PBOTA, 3arop, acTeHus, abJoMuHaIbHble O0nM, remarypus, 6onu B
MO3BOHOYHMKE,  apTpairus,  aHOpeKkcus,  mnepudepuyeckas  Helporatus  (BK/IIOYas
nepupepuyecKyl0 CEHCOPHYIO M MOTOPHYIO HEHpONaTHH), MUPEKCHs, OJBILIKA, AMCTeB3HS,
Kauesb, ajoneuus. Yacto scrpevarommmucs (= 5 %) HP > 3 crenenu TsokecT npu MpUMEHEHUH
kaba3urtaxcesna ObLIM HEHTPONEHHUS, NEHKONEeHUs, aHeMusi, GpedpuibHas HEHTponeHus, anapes,
TIOBBILIEHHAS YTOMIISIEMOCTb U aCTEHHS.

IIpexpamenue neuenus seaeacTaue pazsutus HP umeno mecrto y 18,3% nauueHToB, noay4yaBimx
neyenue Kabasurakcenom. Hambomee wacto BeTpevarommmucs HP, npuBoasmmmm K
NpeKpalleHuIo leyeHus kabasurakcenom, ObUTM HEHTPONEHUS U NTOYEYHAs HEAOCTaTOYHOCTb.
Haubonee wacteiMm HP, npuBoasimiumu K CMEpPTH Yy MALMEHTOB, MOJYYaBIIMX JI€YEHHE
kabasuTakcenom, ObuiM MHGMEKUMH. BONBIIMHCTBO NOOOYHBIX peakuWii B BHAE pa3BUTHSA
(aTanpHBIX MHGEKIMH BO3HUKAIIO MOCTIE OJHOKPATHOrO BBE/IEHUA KabasuTakcena.

Humxe npexacranenst HP, pasgeneHHble 10 CHCTEMHO-OPTraHHBIM — KJaccaM  COTJIACHO
K1accuukanun MeaMuMHCKOro ¢0Bapst A/1si HOpMaTHBHO-NIPaBoBOM aesTensHocTH (MedDRA).
Tsoxecrs HP knaccuduuuposanacy B cootBeTcTBUU ¢ OOIIENPHHATHIMH TEPMHHOJIOTHYECKHMH
kputepusamu s HP (CTCAE 4.0) (crenens Tsxecta > 3 = G > 3).

Hcnonp3oBanacs knaccuukaums 4actoThl Bo3HMKHOBeHMs HP Beemuproit Opranusanuu
31paBooxpaHeHus: oueHb 4acTo (> 10 %); wacto (> 1 % u < 10 %); newacto (> 0,1 % u < 1 %);
peako (= 0,01 % u <0,1 %); ouens peako (< 0,01 %); HeusBecTHas 4acToTa (MO0 UMEIOLIMMCS
JaHHBIM OIPEIEIHUTh YacToTy BcTpeuaeMocTd HP He npeacraBiseTcs BO3MOKHBIM).

B npenenax kaxao# rpynmsl mo yactore BcTpedaemoctd HP, mocneanue naubl B mopsiake
YMEHBIIEHHS UX CEPbE3HOCTH.

Hugpexyuonnvie u napazumapnovie 3a601e6anus

HYacmo: centuuecKui mOK (BCe Cay4au > 3 CTeMeHM TSUKECTH); Cercuc (BCe caydau > 3 CTeneHu
TSDKECTH); BOCIAIEHUE MOAKOKHO-)KMPOBOH KJIETYATKH, HH(EKIIMK MOYEBBIBOIAIIMX MyTeil Bcex

CTEMEHEeH TSKECTH; TPUMNIL; LUMCTHT; MH(PEKUMM BEPXHMX [BIXATENbHBIX IMyTel; HHpEKUHH,
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BhI3BaHHbIe Varicella zoster (repmnec 30cTep); KaHAUIO03.

Heuacmo: BocTiaJIeHUE MOIKOKHO-)KMPOBOM KJI€TYATKH > 3 CTENEHH TSHKECTH, LIMCTUT > 3 CTENEHH
TSDKECTH.

Hapywenusa co cmoponst Kpoeu u num@pamuqeckoit cucmemol

Ouenb yacmo: HEUTPOIIEHUS BCEX CTENEHEH TAKECTH, BKIOYas HEHTPOIEHUIO C KIIMHUYECKUMHU
NPOSABICHUAMU > 3 CTENEHHM THKECTH; aHEMHS BCEX CTENEHEeH TSHKEeCTH; JIeHKONEHHs BCeX
CTEeIeHeH TAKECTH; TPOMOOLIUTONEHHSL.

Yacmo: ¢ebpunbHas HEHTPONEHHMs, BCe Cllydyan > 3 CTENEHH TSKECTH, TPOMOOLMTONEHUS
> 3 CTENEeHH TAKECTH.

HelTponeHnyeckue 0CI0KHEHU BKIIIOYAIN HEUTPOIIEHHYECKYIO0 HH(EKIHMIO, HEHTPOTIEHUYeCKHU
CETCHC M CENITHYECKHUH 10K, KOTOPbIE B HEKOTOPBIX CIy4asiX MPUBOAUIN K CMEPTEIbHOMY UCXO/LY.
beiio mnokaszano, yto npumeHenue [-KCD ymeHblaer 4acToTy BO3HMKHOBEHHMS M TAXKECTh
HeiTponeHuu (cM. pazaenst «Crnocob npumeHeHus U 103b» U «OcoOble yKazaHum).
Hapywenusa co cmoponst UMMYHHOU CUCHeMbl

Yacmo: peakuMu T'MIEPYYBCTBHUTENBHOCTH, B TOM YHCIE M TsDKEIble pEeaklMH, TaKHE Kak
reHepaau30BaHHas Chlllb/3pUTeMa, CHIKeHne AJl u GpoHXxoCHasMm.

Hapywenus co cmoponvt obmena seuwgecme

Ouenb yacmo.: aHOPEKCHSL.

HYacmo: 00€3B0OKMBAHUE BCEX CTENEHEH TAKECTH, TUIIEPIIMNKEMHS, THIIOKATHEMHUS.

Heuacmo: anopekcust > 3 CTENEHH TSHKECTH, THUIEPIIIMKEMHS > 3 CTENEHHM TKECTH,
TUIIOKAJIMEMHUS > 3 CTENEeHH TAXKECTH.

Hapywenus ncuxuxu

Yacmo: 6ecriOKOHCTBO, CIIYyTaAHHOCTh CO3HAHHUS.

Hapywenus co cmoponst nepenoit cucmemot

Ouenv yacmo: nucreB3us (U3BpalllEHHUE BKyCa).

Hacmo: nepudepuyeckas HeliponaTus: nepudepuyeckas CeHCOpHas Heiipornarus (napectesus,
AM3ECTe3Usl, THIIECTE3UsA) U neprdepuueckas MOTOPHAsE HEHPONIATHSA; FOJIOBOKPYKEHHE, TOJIOBHAS
001, €Taprus, HIIMac.

Heuacmo: nepudepuueckas HelponaTus > 3 CTeNEeHH TSDKECTH; nepudepuyeckas CEHCOpHas
HeHponaTus = 3 CTeNEH! TSHKECTH, JeTaprus > 3 CTEeNeHM TSHKECTH, UILIHAC > 3 CTEMEeHHU TIKECTH.
Hapywenus co cmoponst opeana 3penus

Yacmo: KOHBIOHKTUBHT, YCHJICHHOE C/I€300T/AEIEHHE.

Hapywenusn co cmoponwt opzana cnyxa u 1abupunmmuvle napyuienus

HYacmo: 3BOH B ymIax, BEpTHro (UyBCTBO OTKJIOHEHHS WM KDPYKEHMS COOCTBEHHOTO Tena MM

OKpPY’KaIILIHUX MPEIMETOB).
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Hapywenus co cmoponest cepoua

Yacmo: mepuarensHas aputMus (Gubpuniasuus npeacepauit), Taxukapaus (HU OJHOTO Cry4vas
TaXMKapAUH >3 CTENEHH TAKECTH).

Heuacmo: mepuareiabHas apuT™Mus (GuUOpHIUISLMSA peacepinit) = 3 CTENEHH TAKECTH.

IIpu npueme kaba3urakcena HaOJIIOJAIMCh CIydad pa3BUTHA CEPACYHON HEJOCTATOYHOCTH
(y iByx manmenTtoB). OauH maumeHT B rpynne kabasuTakcena ymep OT CEpACYHOU
HegocratoyHocTH. Habmioganmuce neranbHble GuOpHUIAUMS JkenyaoukoB y | mnauueHra H
OCTaHOBKa cepaua y 2 maumeHToB. OZHaKO HM OJMH M3 3THX Cly4aeB He Obl1 pacLEeHEeH
MCCIIeI0BaTE/IAMH, KaK CBA3aHHBIN ¢ IpUMeHeHneM Kabazurakcena.

Hapyuwienusa co cmoponut cocyoos

Yacmo: cuwxenue AJl, nopeimenue AJl, Tpom003 riayOOKMX BEH BCEX CTEMEHEH TAKECTH,
noseiieHne A/, opTocTaTHyeCKas FTMITIOTOHMS, «IIPUIIMBBI» KPOBH K KOXKE JIM1IA C YYBCTBOM XKapa,
runepemMus (OKpacHEHUE KOKH).

Heuacmo: cumxenve AJl > 3 cremenu TsbkectH, nosbiieHue AJl > 3 cremeHM TSIKECTH,
OPTOCTATUYECKasi TUIIOTOHUS > 3 CTENEHHU THKECTH.

Hapywenus co cmoponst Ovixamensnoi cucmemsl, 0p2anos 2pyoHol Kiemku u cpedocmenus
QOuenb yacmo. OMBIIIKA, Kalllesb.

Yacmo: opplka > 3 CTENEHH TsKecTH, 00Jab B POTOBOH MOJOCTH M IJIOTKE, MHEBMOHMS BCEX
CTEINEHEH THKECTH.

Ormeyanuch cay4yan pa3BUTHS HHTEPCTHLHMATBHON THEBMOHUH/THEBMOHUTA, HHTEPCTUIIHAILHOM
00J1e3HM JIETKHMX, OCTPOrO PECHHPATOPHOrO JUCTPECC- CHHAPOMA, B TOM YHCIE C JIETAIbHBIM
HCXOJIOM.

Hapywenus co cmoponbst sceny0ouno-Kuuieunozo mpaxkma

Ouenb yacmo. nuapes, TOLIHOTA, PBOTA, 3a110p, abAOMHUHAIbHBIE 6OJIH.

Yacmo: nuapes > 3 CTENEHM TSKECTH, TOIIHOTA > 3 CTENEHH TSHKECTH, PBOTA > 3 CTENEHH
TSKECTH, 3a10p > 3 CTENeHHU TAKECTH, abJOMHHAIbHBIE 00K > 3 CTENEHH TSHXKECTH, JUCTIENCHS,
Oonu B smuracTpanbHOM 007acTH, reMOppoM, ractpossodareanbHas pedIrOKCHas 0071e3Hb,
KpPOBOTEYEHHE U3 MPAMON KHMIIKH, CYXOCTh CIIM3UCTOH 000I0UKH MOJIOCTH PTa, B3/IyTHE KHUBOTA.
Heuacmo: xpoBoTeyeHHE U3 MPAMO KHIUKH > 3 CTENEHH THKECTH, CYXOCTh CIU3UCTOM 060104KH
TI0JIOCTH PTa = 3 CTENEHH TSIKECTH, B3IyTHE KMBOTA > 3 CTEIEHH TSAKECTH.

Heuseecmnasa uacmoma: coobumianoch O pa3sBUTHH KOJIMTA, OJHTEPOKOJIMTA, TacTPHTa,
HeHUTPONECHUYECKOTO JHTEPOKOJINTA, JKETYAOYHO-KHIUEYHOr0 KpOBOTEUEHHsI M nepdopauuu
KETYI0YHO-KHILICYHOTO TPAKTa, KMIIEYHOH HEMPOXOANMOCTH M KHILEYHOH 00CTPYKIMH.
Hapywienus co cmoponst Kodcu u RoOK0NCHbLX mKaHeil

Ovyenb yacmo: ajaorneums.
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Yacmo. cyxoCTh KOXH, IpUTEMA.

Hapywienus co cmoponst ckenemmno-molitednol u coeOUHUMeNbHOU MKAHU

Ouenv yacmo: 6014 B IO3BOHOYHHKE, apTPAJITHUS.

Yacmo: 6011 B MO3BOHOYHMKE > 3 CTENEHH TSHKECTH, apTpairus > 3 CTENEHM TSKECTH, 60 B
KOHEYHOCTSAX BCEX CTENEHEH TAKECTH, MBILLIEYHbIE CIIa3Mbl, MHAJITHS, MBILIEYHO-CKEJIETHBIE 60N
B 00J1aCTH TPYAHOM KIIETKH, 601 110 OOKOBBIM MOBEPXHOCTAM TY/IOBHILA.

Heuacmo: Muanrus > 3 CTeNeHH TSHKECTH, MBILLIEYHO-CKeIeTHbIe 6011 B 06/1aCTH IPYAHON KIIETKH
> 3 CTeneHy TAKeCTH, 601 110 GOKOBBIM [TOBEPXHOCTSM TYJIOBUILA > 3 CTEINEHH TSHKECTH.
Hapywenus co cmoponst nouex u mo4eevle00auqux nymeit

Ouenb wacmo: reMaTypHs BCeX CTeneHei TshkecTH (B 2/3 ciaydaeB ONpeesiuch OTATONIIAIONIHE
(axTophl, TakMe KaK MNPOrPEeCCHpOBaHHE 3a00JEBAHMS, MHCTPYMEHTAJbHbIE BMELIATEIbCTBA,
CONMYTCTBYIOIIWE HMH(MEKUMH, OJHOBPEMEHHBbIH IpPUEM aHTHKOAryJISHTOB, HECTEPOUIHBIX
MPOTHBOBOCHAIUTEIBLHBIX MPENApaTOB, ALUETUICATHLIMIOBOM KHCIIOTHI).

Yacmo: ocTpas novyeyHas HEJAOCTATOUHOCTh BCEX CTENEHEH TKECTH; I0YeYHas HE0CTATOUHOCTh
BCEX CTENEHEH TAKECTH; AM3YpHs; IOYeyHas KOJMKA, reMarypus > 3 CTENeHH TSKECTH;
OJUTAKMYpPHs; THAPOHE(PO3; 3a1epiKKa MOUYM; HelepiKaHue MOYH; OOCTPYKILMS MOYETOYHHUKOB
BCEX CTENEeHEeH TAKECTH.

Heuacmo: novedHas KonMka > 3 CTeNEHH TSKECTH, MOJUIAKHYPUS > 3 CTENEHH TSKECTH,
rUAPOHE(dPO3 = 3 CTENeHH THKECTH, 3aAepXKKa MOYH > 3 CTENEHH TAKECTH.

Hapywenus co cmoponst noiogvix opzanos u Moa104HOu dcenesnl

Yacmo: 6onu B 061aCTH MaJIOro Ta3a.

Heuacmo: 6omu B 061acTH Masioro tasa > 3 CTeneHH TSKECTH.

Obugue paccmpoiicmea u napyuienus ¢ mecme 66e0eHus

Ouenb yacmo: NOBBILICHHAS YTOMJISEMOCTD, ACTEHHS, TUPEKCHSL.

HYacmo: NOBBIIEHHAs YTOMISEMOCTh > 3 CTENEHH THKECTH; aCTEHUsS > 3 CTEMEHM TAKECTH;
MUPEKCHs > 3 CTENEHH TAKECTH; MepudepuyecKkrue OTEKH; BOCIAIEHHE CIM3HCTBIX 000/0YeK;
Oomu Beex cTeneHel TskecTH; 60MM B IPYAHOM KIIETKE; OTEKH; 03HOO; HEeOMOTraHMUeE.

Heuacmo: nepudepuyeckue 0Tekn > 3 CTENEHHU TSKECTH, BOCTATEHHE CIM3UCTHIX 060m04uek > 3
CTEMEHHU TSDKECTH, OO B IPY/IHOH KJIETKe > 3 CTENeHH TSKECTH, OTEKH > 3 CTENEeHH THKECTH.
Jlabopamopusie u uncmpymenmanvnvie danmnvie

HYacmo: cHuKeHHE MacChl TeNa, yBenndeHne akTuBHOCTH AJIT B CHIBOPOTKE KPOBH.

Heuacmo: yBenudeHHe ChIBOPOTOUHON KOHLEHTpALMU OMIMpYyOMHA, YBeIMuYeHHE aKTHBHOCTH

ACT B CbIBOPOTKE KPOBH.
HP y ocobuvix epynn nayuenmos

Hauueumbz noX#cUI020 8o3pacma
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M3 371 naunuenTa, nojy4aBumIMX JiedeHHe Kaba3uTaKCeJIOM B MCCIEAOBAHHM IO JICYEHHIO paKa
npeacTaTeabHOM xkenessl, 240 nauneHToB ObLIH B Bo3pacTe 65 et u crapiue, u3 Hux 70 nauueHToB
cTapuie 75-1eTHero Bo3pacra.

Cnenyromme HP Berpewanucs Ha > 5 % yauie y nmauueHToB B Bo3pacte 65 JieT M cTaplue Io
CPaBHEHHIO C NallMeHTaMH 60J1ee MOJIOOT0 BO3pACTa: MOBbIILIEHHAS YTOMISIEMOCTb, HEHTPOIEeH!S
C KIMHUYECKMMHM IIPOSBIEHUAMM, aCTECHHS, IIMPEKCHS, TOJIOBOKPYKEHHE, HHDEKUHH
MOYEBBIBOAILMX ITyTeH 1 00€3BOXKHBAHHE.

Yacrora cnenyromux HP > 3 crenenu Tsxecti Obuia Beliie y MalneHToOB > 65 jeTHEro Bo3pacTa
N0 CPaBHEHMIO C MalMeHTaMH Oosiee MOJIOJOTO BO3pacTa: HEHTPOIEHHS [0 pe3yabTaTaM
71abOpaTOPHBIX aHAIM30B, HEHTPONEHHS C KIMHUYECKUMH NpOSABIEHUAMH U (pebpuiabHas
HEHTPOIEHHUS.

M3 595 naumenToB, nomy4aBmMX JedeHHe Kabaszurakcenom B uccrnepoBanuu EFC11785 mo
JICYEHHIO paKa Mpe/cTaTeabHON xkene3bl, 420 mauueHToB OBUIM B BO3pacTe 65 jeT M crapiue.
Cnenyroume HP Berpewanucs Ha > 5 % waie y maumeHToB B Bo3pacre 65 JeT u crapiie, 110
CPaBHEHMIO C MauveHTaMu Oosiee MOJIOZOro BO3pacTa: JAuapesi, MMOBBILIEHHAS YTOMIISEMOCTb,
acTEHHMs, 3alop, HEHTPONEHHS C KIMHHUYECKMMH MPOSBICHUAMHM, (eOpuiabHas HEHTpOIeHus,
OJIbIIIKA.

Iocmpezucmpayuonnvie dannsvie

Hapywenus co cmoponbl nouex u Mo4egvlg00suyux nymetl

Heyacmo: 1McTUT, pa3BUBIIMICA BCIEACTBHE (pEHOMEHA BO3BpAaTa JIy4eBOM PEaKIMH B PAHEE
061y4eHHOM 00acTH.

ITepeno3upoBka

Cumnmomut

OsxuztaeMble CUMIITOMBI IIEPEI03UPOBKH: YCHIICHHE 10303aBUCHMBIX 1060YHBIX 2 ()EKTOB, TAKMX
KaK CHMIITOMBI TIOABJIEHUS KOCTHOMO3rOBOrO KPOBETBOPEHHMA M HApYLICHHS CO CTOPOHBI
KEJTyJ0YHO-KUIIEYHOTO TPAKTA.

Jleuenue

OtcyTcTBYeT M3BECTHBIH aHTHAOT KabasuTakcena. B ciyuae mepeno3MpoBKH MALMEHT AOJKEH
OBITh MOMENIEH B CHIENHATH3UPOBAHHOE OT/AE/IEHHE MO/ TIIATEIbHOE MEAMUHHCKOE HabII0IeHHe.
Iloce TOro, Kak CTaHET M3BECTHO O MEPENO3UPOBKE, MALMEHTHI JO0KHBI, KAK MOXKHO CKOpEe,
Hayath nosry4ats I'- KC®D. Taxoke cneayer npoBoAUTh APYroe CHMITOMATHYECKOE JIEUEHHE.
B3aumopeicTBue ¢ APYrUMH JIEKAPCTBEHHBIMH CPEACTBAMHU

Hnzubumopwr uzogpepmenmos noocemeticmea CYP3A

Metabosm3m kaba3uTakcesna H3MEHAETCS IPU OHOBPEMEHHOM TPHMEHEHHH BEILIECTB, H3BECTHBIX

KaK CHJIbHbIE MHIHOMTOPBI M30(pepMeHTOB moacemeiictBa CYP3A (Hampumep, KETOKOHA30J,
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MTPaKOHa30J1, KIapUTPOMULMH, ata3aHaBup, MHauHaBup, Hedaszon0H, HeaduHABUDP, PUTOHABHUP,
CaKBHHABUD, TEJIUTPOMULIMH, BOPUKOHA30).

Crnemyer us3beraTb OIHOBPEMEHHOrO MPHUMEHEHHS CHJIBHBIX HMHTMOMUTOPOB H30(epMEHTOB
nozcemeiictea CYP3A. Ecau Henb3s u3bexars 0JHOBPEMEHHOrO NIPUMEHeHHs kaba3uTakcea u
CHJIBHOrO MHruburopa msodpepmentoB noacemeiicrea CYP3A cieayer paccMoTpeTs BOIPOC O
TIIATEJIbHOM HAOIIOJEHNH 3a MalMeHTOM M CHIKCHMHM [03bl KabasuTakcena (CM. pasjielibl
«Crioco6 npuMeHeHUs 1 10361 U «DapMaKOKMHETHKAY).

Cnenyer cobmoaaTh OCTOPOXKHOCTH IIPH OJHOBPEMEHHOM IPHMMEHEHHHM KabasuTakcena H
YMEpPEHHBIX HHTHOMTOPOB M30(hepmenToB nojacemeiictea CYP3A.

Hnoykmoput usogpepmenmos noocemeticmea CYP3A

Mera6onu3m kaba3uTakcena U3MEHAETCS IPU OIHOBPEMEHHOM IIPUMEHEHHUH BEIIECTB, H3BECTHBIX
KaK CWIbHbIE MHAYKTOpHl H30odepmentoB mnoacemeiicrea CYP3A (uampumep, (eHHUTOMH,
kapbamasenus, pudamnuuuy, pudabyrun, pudanentun, henobapouran).

Cnemyer wusberath OJHOBPEMEHHOIO IPUMEHEHHMs CHJIBHBIX MHIYKTOPOB H30(EPMEHTOB
noacemeiictea CYP3A, Tak Kak OHM MOTYT YMEHBIINTh CHCTEMHYIO SKCIIO3HLIMIO Kaba3uTakcena
(cm. pasgenst «Croco6 npuMeHeHus U 103b» U «DPapMaKOKMHETHKAE»).

38epoboii npodvipseneHHbIl

[lanuenTsl, Mmosnyyaromue JedeHHe Kaba3uTakcenaoM, AOMKHBI BO3IEPKMBATBCA OT MpHEMA
npenapaTtoB TpaBbl 3Bepo00s MPOABIPABICHHOro (TaKk Kak OH TakkKe SBISETCS HHIYKTOPOM
n3opepmenta CYP3A4).

Cybcmpamul  mpancnopmnozo noaunenmuda opeanudeckux auuonos (OATPIBI). |n vitro
Kaba3uTakcesl Takxe IpPOJEMOHCTPHPOBaN crnocobHocTs uHrubuposats OATPIBI. Puck
B3aumozeicTBus ¢ cybcrpatamu OATPIBI (nanpumep, unruburopamu ['MI'-KoA-peaykrassl
[cTaTMHamu], BajcapTaHOM, pENArJHHUIOM) SBJISETCS BO3MOXKHBIM BO BpeMs [POBEACHUS
BHYTPUBEHHOM HHPy3uu (1 yac) u 10 20 MUHYT NOC/IE €€ OKOHYAHMS, U B 3TO BPEMS BO3MOKHO
YBEIMYCHHE CHCTEMHOM sKcnosuuuu cyberpatoB OATPIBI. Pexkomenayercs cobmioaeHue
CACAYIOIMX BPEMEHHBIX HHTEPBAJIOB MPH OJHOBPEMEHHOM NpuMeHeHHH cyoctpatoB OATP1B:
NPUHUMATh MX 3a 12 4acoB 10 BBeaeHMs Kaba3uTakcena W 4yepes, KAK MHHMMYM, 3 yaca rocie
BBe/IeHHs Kaba3zuTakcena.

[Ipeonusonon

IIpesHu3010H, npuHMMaeMsli 11o 10 Mr exe/IHeBHO, He OKa3bIBAET BIMAHMS HA (PAPMAKOKMHETHKY
kabasuTakcena.

Bapghapun

Kabasurakcen we unrubupyen in vittro rnasubii myrs Guorpancdopmanuu Bapdapusa B 7-

THAPOKCHBAp(apuH, KOTOPbIH ocymmecTBIseTes ¢ momotsio u3odepmenta CYP2CY. [Tostomy He
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0’KHJIaeTCs KaKoro-a1bo apMaKOKHHETHYECKOr0 B3auMoeicTBUs kaba3urakcena v Bapdapuna
in vivo.

Bakyunayuu

IIpuMeHeHue KUBBIX BaKUMH MM 0C1abICHHBIX )KUBBIX BAKUMH Yy MALMEHTOB CO CHHIKEHHBIM B
pe3ysbTaTe JIeYeHUs: XUMUOTEPANIeBTHYECKUMH IIperapaTaMi HMMYHHTETOM MOKET NPHUBOAUTH K
Pa3sBUTHIO Cepbe3HbIX WM (aranbHblX MHGMexkumit. Crenyer nizberarth BaKUMHALMH KHBBIMU
oc1abeHHBIMH BaKIMHAMH Y TAIMEHTOB, MONyYaloUHUX JedeHne kabazurakcenoM. YOuTsie Win
MHAaKTHBMPOBAHHBIE BAKLHHBI IPUMEHATh MOJKHO; O/IHAKO peaklMs OpraHu3Ma Ha Takne BaKLHHBI
MOJKET OBITh MEHEe BBIPaKEHHOM.

Ocobbie ykazanus

Yenemenue kocmnomoszoeozo kposemesopenus

[Ipy npuMenenun kabasuTakcena yrHeTeHHE KOCTHOMO3TOBOIO KPOBETBOPEHHMS MPOSBISETCS B
BHU/IE HEHWTPONEHMH, AHEMHMH, TPOMOOLMTONEHHM, WM BO3MOXHO Pa3BUTHE IAHIMTONEHUH
(CM. HIDKE JIOTOIHUTENIBHYI0 HH(pOpMaLHUIO B oapasenax «HeitponeHus» u «AHEMHS»).
Heimponenus

B coOTBETCTBUM C peKOMEHIAUMAMU AMEPUKAHCKOr0 001IeCTBA KIMHMYECKOH OHKOJIOIHH W/HITH
COBPEMEHHBIMH YTBEP)K/IECHHBIMH PYKOBOJCTBAMU Ul YMEHbILEHUS PUCKA BOSHUKHOBEHMS WMIIH
JIeYCHUS HEUTPONEHMYECKMX OCIOKHeHUH ((peOpunbHas HEUTpPONEHHs, MPOJIOIIKHTEIbHAS
HEHTPONEeHUs WM HeHTponeHnyeckas HMHQPEKUMS) MalMeHTaM, [OIy4alolMM JIEYeHHE
npenaparom KabaTske, MOXkHO ¢ npodunakTuueckoi 1enpio BBoauth [-KCD.

Creztyer paccMOTpETh BONPOC 0 NEPBHYHOM NpodHIakTHKe HeiTponenuu ¢ nomousio I'-KCD y
TMAlMEHTOB C BBICOKUMH (paKTOpaMu pHCKa BOSHUKHOBEHHS HEHTPOIIEHUH, KOTOPBIE YBEIHYUBAIOT
BCPOATHOCTb PAa3BUTUS OCJIOKHEHMH OT IPOJO/DKHMTENIbHOH HeHTponeHun (BO3pacT crapiie
65 ster, 1wioxoe obuiee COCTOSHME, MPEAUIECTBYIOLIME SMH30/bI (HeOpuabHO HelfTporneHuH,
MHTCHCHUBHAsA NMPEALICCTBYIOIUAs IyueBas Teparus, MOHMKEHHOE MUTaHHE UITH IPYTHE Cephe3HbIe
COMYTCTBYIOIIME 3a001eBaHMA).

beuto nokaszano, uro npumenenue [-KC® yMmeHbIIaeT 4acTOTYy BO3HMKHOBEHHS M TSKECTH
HEHTPOIECHUH.

Heiitponienus siBnsercs nambonmee wacto Berpedarouweiics HP mpu npumeHenuu npemapara
Kabarake. Tpebyercst exeHenenbHbl KOHTPOJIb KONMYECTBA (DOPMEHHBIX 3EMEHTOB KDPOBH
(monHbIA 00K aHAIM3 KPOBM) BO BpeMs MEPBOro wHMKIa (LMK 1) JieyeHHs M 3aTeM mepen
KQXIBIM CIIEAYIOIUM LHKIIOM JI€YeHHs /IS TOTO, YTOOBI NPH HEOOXOAMMOCTH YMEHBIIUTH 103y
npenapara B CIe1yIOIEM LIHKIIE.

Ipu pasButnn (ebpuiabHOM HEHTPONEHHH MM MPOAOKUTENLHONH HEHTPONEHUH, HECMOTpS Ha

[IPOBOAMMOE COOTBETCTBYIOIIEE JIEUEHHUE, JIeUeHHEe Kaba3uTaKCeIoM MOXKET ObITh IIPOAOIKEHO
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TOJIBKO TOCJIE MOBBIIIEHHA KOIMYECTBA HEHTPOPHIOB B epudepnueckoit kposu 10 > 1500/mm’.
Peakyuu zunepuyscmeumenvrnocmu

Bce nmauuentsl nepen BBeAaeHMeM mnpenapara Kabatskce AOMKHBI MOTydaTh MpeMeAHKalHio
(cM. paszzen «Criocob MpUMEHEHHUS U 103bI»).

[TaumeHTs!  JO/KHBI  THIATENBHO  HaOMIOgaThCst  HAa  IpPEAMET  pasBUTHS  peakLuii
TUIIEPYYBCTBHTEILHOCTH, OCOOCHHO BO BpeMsl IMEpPBOH M BTOPOH BHYTPHBEHHOH HH(QY3UH
kaba3uraxcena. Peakumy runepyyBCTBUTEIBHOCTH MOTYT Pa3BUTHCS B TEUEHHE MEPBBIX MHHYT
Mocjie Havaja BHYTPUBEHHOH HHQY3MM Kkaba3urtakcena, MOITOMY HEOOXOOMMO HMEThb BCE
HeoOxoauMoe 060py0BaHHE H JIEKapCTBEHHBIE MPENapaThl VISl OKa3aHUsi HEOTI0KHOM MOMOLIM
npu cHWxeHuH AJl unu pa3Butun 6poHXxocnazma. MoryT pa3BUBaThCS TSXKEbIE PEAKIINH, TAKUE
KaK reHepaJi30BaHHas Chlb/IpuTeMa, cHikeHne AJl u Oponxocnasm. [Ipu pa3BUTHH TAKETbIX
peaklMi THIEpYyBCTBUTEIBHOCTH TpeOyeTcs HeMeMIeHHOEe [peKpalleHHe BHYTPUBEHHOM
uHQy3un kabasurakcena M MpoBelAeHHE HeoOXoAMMOro sedeHus. [lauueHTaM, MMEBIIMM B
aHaMHEe3€ TAKENIYIO PEAaKIHIO TUIEPUyBCTBUTEIILHOCTH, HEJb3s IPOBOAUTE ITOBTOPHOE BBEJCHHE
npenapara Kabaraxc.

Puck pazgeumus mowinomot, peomsl, uapeu u 06e360xcueanusn

Ecau y maumentoB nocne BBeaeHus mnpenapata KabGarokc pa3BuBaercs auapes, UM CleayeT
NPOBOJUTH JIeYeHHEe OOBIYHO MPHUMEHSIEMBIMH INPOTHBOAMApEiHBIMU Npenapatamu. Cieayer
[IPUHUMATH COOTBETCTBYIOIIME MEPBI 110 BOCCTAHOBICHUIO MOTEPh KUAKOCTH M ONMpPEAESICHHIO, U
KOPPEKLHH 3JIEKTPOJMTHOTO COCTaBa CHIBOPOTKH KPOBH, OCOOEHHO KOHUEHTPALMK HOHOB KaJIHs.
[uapess yauie MOKET pa3BUBAThCA Y IALMEHTOB, KOTOPHIM paHee ObLIa MpOBEEHa JydeBas
Tepanus abAOMMHAIbHO-Ta30B0i obnacTH. OGe3BOXMBaHME Yallle Pa3BMBAETCA Yy NALMEHTOB
65 net u crapie. Ilpn pa3BuTHH anapen > 3 CTeNEHH TSKECTH MOXKET MOTpe6OBATLCS OTCPOUKA
CJICIYIOLIET0 LHKIIA JICYEHHs UIIM yMEHbIIEHHE 103l (cM. pasaen «Criocob npuMeHEHHs U 103b1»).
[Ipy BO3HMKHOBEHHMH Y MAILMEHTA TOIIHOTHI ¥ PBOTHI, BO3MOKHO IIPUMEHEHHE MTPOTHBOPBOTHBIX
CPEICTB.

Puck pazeumus cepve3nsix peakuyuit CO CHOPOHBL JHCENYOOUHO-KUEUHO20 MPaAKMa
Coobmanoce 0 pasBUTHH JKETyI0YHO-KHIIEYHBIX KPOBOTEYEHHH M nepdopaluy, KHIIEYHOMH
HETPOXOAMMOCTH, KOJIHMTA, B TOM YHMCJIE M C JIETAIBHBIM MCXOAOM Yy MALMEHTOB, MOJTyYarolHX
neveHue kabasurakcenom. Cieayer cobI04aTh OCTOPOKHOCTh Y MALMEHTOB C BBICOKMM PUCKOM
PasBUTHA JKEITyI0YHO-KHMILICYHBIX OCJIOKHEHHMH, a MMEHHO Yy MaUMEeHTOB C HEHTpOIEHHEH,
MOKHIJIOr0 BO3pacTa, oAHOBpeMeHHO mnpuHuMmarommx HIIBII, nomyuarommx aHTHarperaHTHy:o
TEPANHMIO MM MNpPAMbIC, WIH HENPSAMbIE AHTHKOAryJAHTBI, a TAKXKE Y IMALMEHTOB C paHee
NPOBEJICHHON JTy4eBOMH Tepanﬁeﬁ Ta30BOH 007acTH, 3a00MEBAaHUAMH KETYyJ0YHO- KHILEYHOTO

TpaKTa, TAKMMH KaK SA3BCHHBIC IIOPAXCHUS JKETYI0YHO-KHUILUEYHOrO TpakTa M XKXEITYyAO04YHO-
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KHILIEYHOE KPOBOTEYEHHE B aHAMHE3E.

PaHHUMM TPOSABIECHUSAMH CEPbE3HOM JKEeTyI0YHO-KUUIEUHON TOKCHYHOCTH MOTyT OBITh Takue
CHMITOMBI, KaK 6011 U 60/1€3HEHHOCTh B 00J1aCTH )KMBOTA, JIMXOPA/Ka, YIIOPHLIH 3arop, a1apes
¢ HedrporneHueit wim Oe3 HelTpornenuu. Cieayer peryjispHO IMPOBEPATh HAIMYME ITHX
CHUMIITOMOB, ¥ B CJlyyae MX Pa3BUTUS JO/DKHO HEMEUIGHHO IPOBOAMTBCA MX jeueHue. Moxer
noTpeboBaThCs OTCPOUKA JIedeHHs Kaba3uTakCeI0M WM IIPEKpallleHne JeYEHUS M.
Ilepughepuueckan neiponamusn

V NauMeHToB, 1MOJydYaBIUIMX JiedyeHHe KabazuTakceloMm, HabIoaanuch cirydau nepudepruyeckoi
HeliponiaTui, nNepudepHyeckoil CEHCOpHOHW HeHpomaTHH (mapecTesus, JAM3ECTE3HA) H
nepuepruyecKoil MOTOpHOH Heliponatuu. [TauneHTaM, MOMy4aloIMM JleyeHHe Kaba3uTaKceIoM,
clIeIyeT peKOMEeHI0BaTh Mepes NpOA0IKEHHEM eYeH s HH()OPMHUPOBATHL CBOETO JIEYAIEro Bpaya
0 Pa3BUBIIMXCSA Y HUX CHMIITOMAX HEMpOMaTHH, TAKUX Kak 00/1b, 4yBCTBO XIKEHHUS, TOKAIbIBAHHUE,
OHEMEHHE WJIM MOBBIIIEHHAs YTOMIAEMOCTb. Bpau J0/KeH OLEeHHUBATh HAJHYHE WM YCHIIEHHE
CUMITOMOB HeHponaTuu Iepej KakAbIM LMKIOM JieyeHus. BBeaenue xabasutakcena D0JKHO
OBITH OTJIOKEHO [0 YMEHbLIeHHs cuMnToMoB. [Ipu mnepcuctupytomeit nepudepuyeckoi
HeHponaTHm > 2 CTENeHM TsKECTH /103a KabasMTakcela JIOJNKHA ObITh CHIKeHa ¢ 25 Mr/m?
MI01aM MOBEPXHOCTH Tesa 10 20 Mr/m? niomaaym noBepXHOCTH Tena.

Puck pazeumus noveunoit Hedocmamo4Hocmu

CooOmanoch 0 HapyweHUAX QYHKUMH T[OYEK B COYETAHMM C CENCHCOM, TSIKEIbIM
00e3B0KMBaHHEM BCJIE/ICTBUE JMApEH M PBOTHI M OOCTpYKTHBHOW ypomartueit. Habmromamocs
pa3BUTHE II0YEYHOM HEJNOCTATOYHOCTH, BKJIIOYAs CIy4ad C JIeTaJbHbIM ucxoaoM. Cremyer
IPUHMMATh COOTBETCTBYIOLIME MeEpPbl JUISL BBIABICHHUS IPHUMHBI Pa3BUTUS  IOYEYHOM
HEJI0OCTaTOYHOCTH M MPOBOJIMTH MHTEHCHBHYIO TEPAIUIO MALIMEHTOB ¢ Pa3BUBAIOLIEHCS TOYEHHOI
HEJI0CTaTOYHOCTHIO. ClieyeT MOHMTOPHPOBATH (PYHKLIHMIO TOYEK.

IIpu nedeHun kaba3uTaKCeIOM CIEIyeT MPOBOANTL AJEKBATHYK THAPATALMIO Tal[HeHTa.
[TauneHTy cieayeT peKOMEHJAOBAaTh HEMEUIEHHO coo0uarh O Mo0bIX M3MEHEHHSX B 00beme
BBIJIENAEMOH 3a CyTKM Moun. Caeayer onpeensaTh coiepKaHue KpeaTHHHHA B CHIBOPOTKE KPOBH
nepea JEYEHHUEM, IPU KaxJ0M HCCIeJ0BaHHUM 00LIEro aHanu3a KPOBH M B cly4ae cOOOlIEHHs
nauMeHTa o6 M3MEHEHMHM BbIAETIEHHS MOuYM. B ciyuae pa3sBUTHSA MOYEYHOH HEIOCTATOYHOCTH
> 3 CTENEHH TAKECTH JIeueHHEe Kaba3uTaKCeIOM JOIKHO ObITh MPEKpalleHo.

Puck pazeumusn yucmuma ecnedcmeue gheHomena 6036pama iy4e6ou peakiyuiu

Y nauueHToB, MOIy4aBIIMX paHee JIy4eBYK Tepamui B 007acTH Ta3a, M CXEMYy JICUECHHS,
COAEpIKAILYIO JI0LETaKCeN, co00Ianoch 0 pa3BUTHH LIMCTHTAa BCIEACTBHE (peHOMEHa BO3Bpara
Jy4eBOM peakluu B paHee 06aydyeHHON obnacty. [ToaToMy npu pa3sBUTHH JaHHOM HEXeaTebHOMI

PE€AKIIUH JOJIXKHBI OBITH MIPUHATBI COOTBETCTBYIOILIHME MEPBI. MoxeTt BO3HHUKHYTb HEO0OX0AUMOCTh
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npepbIBaHUs HJIH OTMEHBI Teparnuu KabazuTakceaoM.

Puck pazeumus napyuwienui pumma cepoya

Coobmanocs © pa3BUTHM HapylleHMH pUTMa cepaua, Haubojee 4YacTo TaxXHKapAuH MU
MepuarenbHO# aputMun (cMm. paszaen «llobouHoe nencTBre»).

Puck pazeumus HapyuieHui co cmoponsl 0blLXameabHol Cucmembl

Coobmiaioch 0  ciiy4asix  pasBUTHS ~ MHTEPCTHLMAIBbHOM  [THEBMOHMH/ITHEBMOHHTA,
HHTEPCTULHAIBLHON OOJIE3HHU JIErKMX, OCTPOr0 PeCIUPaTOPHOro AUCTPECC-CHHAPOMA, B TOM YHCIIe
C JIeTaJbHbIM HCXOI0M.

[Ipy pa3sBUTHH HOBBIX CHMITOMOB CO CTOPOHBI ABIXaTEIbHOH CHCTEMBbI MM YXYIAIIECHHH
MMEIOIIMXCS CHMITOMOB HEOOXOAMMO TIIATEIbHO HaOMI0JaTh 3a COCTOSHHEM IAIIMEHTOB,
ornepaTuBHO 00CIe10BaTh UX U MPOBOAUTH COOTBETCTBYIONIEE IeueHHe. PexkoMeH 1yeTcs rnpepBarh
Tepanuio kaba3uTakceaoM 10 MOATBEPKACHHUS 1narHo3a. Pannee npuMeHeHHe NOAAEPKHUBAIOLIEH
Tepanuu CrocoOCTBYET YIYYLISHUIO COCTOSIHUS nauueHTa. [lonp3a oT BO30OHOBIEHHUS Tepanuu
Kaba3uTaKCceJIOM J10JKHA OBITh TILATEILHO OLIEHEHA.

Penpooykmuenan pynkyus

BcenencTBue MOTEHUMATBHOTO HEKENIATEIbHOrO BO3ACHCTBHS HAa MYXKCKHE raMeThl (I10JOBbIC
KJIE€TKH) M TMOTEHLMAJbHOrO TMOCTYIUIEHUS! Mpernapara B CEMEHHYIO JKHAKOCTb, MYXKYHMHBI,
NOJNy4alolMe JiedyeHHe Kaba3uTakceloM, M MX CeKCyalbHble MNapTHEPIIH C AETOPOAHBIM
NOTEHIMAIOM JI0JKHBI MCII0JIb30BATh HAIEKHBIE METOABI KOHTPALCIILIMMA BO BPEMs JICYEHHUA U B
TeyeHHe 6 MecAlEeB Mocie BBECHUS MOCIeIHEH 103kl Kaba3uTakcea.

B cBsA3M ¢ noTeHUMANbHBIM MOCTYIUIEHHEM Kaba3uTakcena B CEMEHHYIO YKHIKOCTh, MY)XYHHBI,
TnoJIyqaronme jJe4eHue kaba3suTakceaoM, BO BpeMs JICUEHUS [0JDKHBI MPeJI0TBpaliaTh KOHTAKT
9AKY/IATA C TKAHAMM JAPYTOro 4YejaoBeKa, BKItouas OepeMeHHbIX W KOPMAIIMX IPYAbIO XKEHIIHH.
[TatpienTaM, KOTOPBIM IUIAHUPYETCS JieueHHe Kaba3uTakceaoM, PEKOMEHIYETCsl IPOBECTH
KPHOKOHCEPBAIMIO CIIEPMBI NE€pe/] Ha4aa0M JICYCHHUS.

Hayuenmut noxcunozo eo3pacma

[latmenTsl MoXuI0ro Bo3pacta (= 65 net) MoryT ObITh Gonee MpeapacnonoKeHbl K HEKOTOPBIM
HP, Bkmouas Heiitponenuio u GpebpunbHyio HeitTponenuio (cM. pazaen «[lobounoe aeicTBHEY).
Iayuenmeot ¢ newenouHnol HedOCMAMOYHOCHIbIO

IIpenapar KabaTokc npoTHBONOKa3aH y MalMEHTOB C MEYEHOYHOM HEJOCTATOYHOCTBIO TSXKEIO0M
crerneHy (00mui Ouampyoun >3 x BI'H). Y nauueHToB ¢ e4yeHOYHOM HeJ0CTaATOYHOCTEEO JIErKOM
CTEneH! TsHKkeCTH (00mmi Ouanpyoun ceiBopoTku kpoBH >1-<1,5 x BI'H wiu ACT > 1,5 x BI'H)
M CpeJiHel CTeneHu TskecTH (o6mmit 6ummpybun >1 no < 3 x BI'H) crnexyer yMeHbIINTD 103y
kabasuTakcena (cM. pasaensl «C 0cTOpoKHOCTEIO», «Crocob MpuMeHeHHs U 103b1»). [IpH 3TOM

Tpe6yeTc;1 cobmoaaTh OCTOPOXHOCTH, TIIATCIBHO KOHTPOJIMPOBATbL COCTOSSHHUE MALIMEHTOB U
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IIPOBOAUTH MOHHUTOPHHTI MOOOYHBIX peaKLuii.

Anemusn

Y nauMeHToOB, MONYYalOUIMX JleueHHe Kaba3urakcenoMm, cooblianoch O pa3sBUTHHM aHEMMH
(cM. pazzmen «Ilob6ouHoe aeicTtBuer). [lokazaTenu reMorjo0MHa M reMaTOKpPUTA A0JKHBI ObITh
NpOBEPEeHbl [0 Hayana Tepanuu Kaba3uTakcesaoMm, a TaKkKe, €ClIM y IMalHEeHTOB OTMEYaloTCs
CUMITOMbI MM IPU3HAKH aHEMMHM HJIM KpOBOIOTEpH. PeKoMeHayeTcs € OCTOPOKHOCTBIO
NPUMEHATb Kaba3uTakces y MalMeHTOB ¢ COAepKaHHeM reMoriobuHa B nepuepuyeckoit KpoBu
< 10 r/an. CnenyeTr npoBOAMTH COOTBETCTBYIOLIME JieyeOHbIE MEPONPHSATHS, HalpaBJieHHbIE Ha
TMOBBIIIEHHE CO/IEPHKAHUS reMOorIo0nHa B nepudepuyeckoit KpoBu.

Jlexapcmeennoe e3aumooeicmeue

OaHOBpEMEHHOE NPUMEHEHHE CHJIBHBIX MHTHOMTOPOB M MHAYKTOPOB  HM30()epMEHTOB
noacemerictea CYP3A c kabasurakcenom cnenyer u3berats, Tak Kak OHH MOT'YT, COOTBETCTBEHHO,
YBEIMYMBATh WJIM YMEHBILUATD [U1a3MEHHYIO0 KOHLEHTPALIMIO Kaba3uTakcena.

Bcnomozamensnuvie seuiecmea

B cocraB npuiaraemoro pactBopuress BXoaut 573,5 mr stanona 95 %, 4To cieayer y4uThIBATh
NpH NPUMEHEHHH IIpenapara y MalMeHTOB C aJKOTOIM3MOM, a TaKXKe Y IallMEHTOB TPYIIIbI
BBICOKOTI'O PUCKa (MALIMEHTOB C 3a001€BaHHUSMH MEYEHH U UIICTICHEN).

Baunsinue Ha cnocoOHOCTH yNPaBASATL TPAHCHOPTHBLIMH CPEICTBAMHU M MEXAHM3MAMH
Hcxons u3 npoduis GesonacHocTH kabasuTakcena, OH MOXKET 0Ka3bIBaTh yMEPEHHOE BIIMSHHME HA
CIIOCOOHOCTb ~ YNPaBNIATH  TPAHCIOPTHBIMH  CPEACTBAMH  MJIM  [0JIb30BaThCsl  APYTMMM
MEXaHH3MaMH, TaK KaK MOXET BBI3bIBaTh IOBBIIICHHYIO YTOMJISIEMOCTH M TOJIOBOKPYXKEHHE.
[TaumenTam cieyeT pEeKOMEHAOBAaTh BO BpeMs JIEYEHHs BO3JEPKATHCA OT YIPaBIEHHS
TPAHCIIOPTHBIMH ~ CPEACTBAMHM M 3aHATHH JAPYrMMM [OTEHUMAJIbHO OIACHBIMH BHMIAMH
AEATENLHOCTH, TPeOYIOIIMMHM  TOBBILIEHHONH KOHUEHTPAUMH BHUMaHMA M OBICTPOTBI
TICUXOMOTOPHBIX PEaKIIHIA.

@opma BbINyCcKa

Konuenrpar ansa npurotoBneHus pactBopa i uH(y3uit, 40 mr/mMa (B KOMIUIEKTE C
pacTBOpUTENIEM).

Ilo 1,5 mn npenapata B GecueTHble cTekisHHbIe (nakonsl Tuma I (USP/EP), repmeTHyHO
YKyNopeHHble OpoMOYTHI0BBIMM TpoOKamu, OOKAaTBIMH ATIOMMHMEBBIMU KOIMAaukKaMH ¢
Npe0XPaHUTENIbHBIMH IIACTMACCOBBIMHU Kpbleukamu Tuma «flip-offy.

Ilo 4,5 mn pactBopuTens B GecuBeTHble crekisHHbe (uakonsl Tuna [ (USP/EP), repmMeTHuHO
YKYTNOpeHHbIe OpOMOYTHIOBBIMM MpPOOKamMu, O0OKAaThIMM ATIOMHHHEBBIMM KOJMA4YKaMH  C
NpeI0XPAHUTEIbHBIMH IACTMACCOBBIMHU Kpblieukamu Tma «flip-off.

[Io 1 ¢nakony c¢ npemapatom u | ¢rakoHy ¢ pacTBOpUTENEM BMECTE C MHCTPyKLMei Mo
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NPUMEHEHHUIO B KAPTOHHYIO M1a4Ky C IEPEropoIKOM.

I[lo 1 ¢nakony c npenaparom u 1 ¢rakoHy ¢ pacTBOpUTeIeM B MPO3PAYHYIO TIIACTHKOBYIO
YNaKOBKY HJIM B IPO3pPayHyI0 MJIACTHKOBYIO YNAKOBKY, 3aMasHHYIO MPO3pa4yHOM ruieHkoi. ITo
| 1aCTUKOBOH yNakoBKe WM | TMIACTHKOBOH YIIaKOBKE, 3alasHHO MpO3pavyHOil IIEHKOI,
BMECTE C HHCTPYKIHMEH 10 IPUMEHEHHMIO B KAPTOHHYIO MAuKy.

YciaoBust xpaHenusi

XpaHuTh B 3aLIMIIEHHOM OT CBETa MecTe IpH Temieparype ot 15 mo 25 °C.

XpaHHUTb B HEJOCTYIIHOM IS I€TEeH MeCTe.

Cpoxk rogsoctn

Konuenrpara — 3 ropna.

PactBoputens — 3 roxa.

/laTa OKOHYaHHsA CPOKA FOHOCTH KOHIEHTpPATA B KOMILIEKTE C PACTBOPHTEIEM OMPEEISETCS Mo
AaTe OKOHYaHHA CPOKA FOAHOCTH TOrO KOMIIOHEHTA, Y KOTOPOT0 OHA HACTYIIaeT paHhblIIe.

He npumensTs 1o ucTeyeHnn cpoka rOAHOCTH, YKa3aHHOTO Ha YIIaKOBKE.

YcioBust oTnycka

OtnyckaroT no peuenry.

IIponsBoauTtenn

AO «®apmacunre3-Hopa», Poccus,

FOpuouueckuii adpec: 194356, r. Caukt-IlerepGypr, gopora B Kamenky, 1.74, nom. 1-H.

Ten.: +7 (812) 240-45-15

Adpec npouseodcmeennoii nnowaoku: r. Caukr-IlerepOypr, nopora B Kamenky, 1.74, mut. A
Buiajiesien perucTpannonnoro y10cToBepeHusi/opranu3anusi, NpUHMMAIOLIAsS TPeTeH3uH
norpedureiei

AO «®apmacunre3-Hopa», Poccus,

r. CankT-TlerepOypr, nopora B Kamenky, 1.74, nut. A

ten: 8-800-100-1550

www.pharmasyntez.com

IlpencraBurens
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Mansix H.1O.
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AO «Dapmacuntes-Hopa» 77
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