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PerncrpauuoHHbINH HOMeEP:

Toprosoe HaumeHnoBanue: Kaneuurabun

MesKIyHAPOIHOE HeNATeHTOBAHHOE H/IH IPYNNHPOBOYHOE HANMEHOBAHME: KalleUHTa0uH
JlexapcTBenHasi popma: TabIeTKH, TOKPHITHIC IIEHOYHOM 060109KOM

Cocras

1 Tabnerka, MOKPHITAS IJIECHOYHOH 000I0UKON, COAEPIKHUT:

HUeiicmgyrouiee seuiecmeo.

Kaneuurabun 150,0 mr, 500,0 mr

BcnomozamenvHble geuecmea:.

I'unpomeriosa — 3,0 mr/ 10,0 Mr, kapGokCMMeTHIKpaxMal Hatpus (mpumorens) — 9,3 mr/
31,0 mr, komoBuaoH — 1,5 mr/ 5,0 mr, kpockapmeiuio3a Hatpus — 4,8 mr/ 16,0 Mr, J1aKTO3bl
monoruapat — 30,6 mr/ 102,0 mr, maruus creapar — 2,25 mr/ 7,5 mr, Tansk — 1,95 mr/ 6,5 wr,
LEJUII0J103a MUKpOKpHcTamndeckas (tum 101) — 15,6 mr/ 52,0 mr

T'omosas eodopacmeopumasi naenounas obonouka: 6,0 mr/ 20,0 mr (CoctaB 00070YKH:
runpomesnnosa- 74,2 %, makporon 6000 — 14,3 %, turana amoxcua- 3,5 %, tanek-2,3 %,
KpaCHTEIb jKeje3a OKCHI XKeThli-4,3 %, KpacuTeb Xkelle3a OKCH KpacHblii-1,4 %).

Onucanue

Jlns 103upoBky 150 Mr: Kpyriisle JBOSKOBBIMYKIIbIE TAOTETKH C PUCKOH, MOKPBITBIE MIEHOYHOM

000J1049KOH, OT CBETIO-KOPUUHEBOTO 10 KOPUYHEBOI'O LIBETA.

Jlna no3upoBku 500 Mr: KarcCyJOBHUAHbBIE ABOSKOBBIIYKJIbIE TaONETKH, MOKPHITHIE IJIEHOYHOM
000J104KO#1, OT CBETJI0-KOPHUHEBOI'O 10 KOPUYHEBOT'O LIBETA.

Ha nomnepeunom paspese Tabserka 6es10ro UBeTa.

@dapMakoTepaneBTHYECKasi FPYIIA: IPOTHBOOITYXO0JIEBOE CPEICTBO, AaHTUMETA0OIHUT

Kox ATX: LO1BCO06

dapmako0ruyecKme CBOMCTBA

DapmakoounHamuka

Kanenurabun - Mpou3BOAHOE GTOPIUPUMUAMHA KapOamara, NEpOpabHBIM IHMTOCTATHK,
aKTUBHMPYIOLUMICSA B TKaHM OIMYXOJIM M OKA3bIBAIOLIMH HAa HEE CEJIEKTHBHOE LIMTOTOKCHYECKOE
IOEeHCTBHE.

In vitro xameuurabun He 00JamaeT LUTOTOKCHYECKHM 3(deKToM, iN VIiVO mpeBpauaercs BO

dropypaunn (PVY), KOTOPHIH MOABEPraeTcs AanbHeHeMy METaboIU3MY.



OGpaszoBanrie DY NPOUCXOAMT IMPEUMYIIECTBEHHO B TKaHM ONYXOJIH IIOJ JIeUCTBUEM
OMyXOJIEBOr0 aHrMOreHHOro (akrTopa - TUMHAMH(OCHOpHUIA3BI, YTO CBOAUT K MHHUMYMY
cucTeMHoe Bo3zeictere @Y Ha 3710pOBbIE TKAHM OpraHU3Ma.

IocnenoBarensHas (epmeHTHas Guorpancdopmauns kameuutabuna B DY cosnaer Gosee
BBICOKHE KOHIIEHTPALIMHU [Iperapara B TKaHAX ONMYyXOJH, YEM B OKPYXKAIOUIMX 30POBBIX TKAHAX.
I[Tocne nepopaibHOr0 Ha3HA4YeHHUs KarneuuTabuHa MauueHTaM C KOJOPEKTAIbHBIM PaKOM (N=R)
koHueHTpauus ®Y B Tkauu omyxonu B 3.2 pasza Oobll€ €ro KOHUEHTPALHH B MPHIEKAIMX
3710pOBBIX TKaHsAX (auana3zoH oT 0.9 no 8.0).

CooTHoLIeH)e KOHIeHTpaluii @Y B TKaHU OIyXOoJH ¥ MmiasMme - 21.4 (muanason ot 3.9 10 59.9),
COOTHOLIEHHE €ro KOHIIEHTpallM{ B 3J0POBBIX TKaHSX W B Iu1azme - 8.9 (amamason ot 3.0 10
25.8). AKTUBHOCTh TUMHAHH(OCHOPHIIA3H! B IIEPBUYHOM KOITOPEKTAIBHON OIyXOIH TaK ke B 4
pasa BblIlle, 4eM B MPHJIEXKALIMX 310POBbIX TKAHAX.

B 0myxoJieBbIX KJIETKaX y MAlUEHTOB C PAKOM MOJIOYHOM JKEJIE3bl, JKEIyIKa, KOJOPEKTalbHbIM
pakoM, IUEHKM Marki M SMYHUKOB  COZEPXKHMTCA  Oojee  BBICOKMH  YpOBEHb
tumuarHpochopuiassl, criocobHoit npespammars 5’-JAPYP (5’-nezokcu-5-gpropypuaus) B PV,
4eM B COOTBETCTBYIOLMX 3A0POBBIX TKAHSX.

Kak 3m0poBble, Tak M OIyXoieBble KieTkd Merabonusupytor DY B 5-drop-2-
nesokcuypuauaMonopocpar  (©@aYM®P) u  S-dropypumuntpudochar (PYTD). Ortu
MeTaboIMThl MOBPEXIAKOT KJIETKM MMOCPEACTBOM JABYX Pa3IMYHBIX MEXaHHW3MOB. Bo-nepsbiX,
OaYM® wu  Qonarneiii  xodakrop N!'’-merunenrerparumpodonar  cBs3bIBAOTCE €
tumuauaarcuTazoi (TC) ¢ oOpa3oBaHMEM KOBAJIEHTHO CBSA3aHHOIO TPETHYHOIO KOMILIEKCA.
DT0 CBA3BIBAHME MOAaBsieT 00pa3oBaHHEe TUMHUAWIATa M3 ypauunaa. THMHIWIAT SABIAETCH
HEOOXOAMMBIM TIPELIECTBEHHUKOM TUMUAMHTPU(OChaTa, KOTOPBIH, B CBOK 0Yepelb, KpanHe
BaeH Ui cuHTe3a JJHK. Tak 4yTO HeoCTaTOK 3TOro BELIECTBA MOXET MIPUBECTH K YTHETEHHIO
KJIETOYHOT'O JICJICHHUS.

Bo-Bropsix, B mponecce cuntesa PHK TpancKpununoHHble GepMEHTBI sApa MOIYT OIMO0YHO
BKJIIOYNTH B Hee DY T Bmecro ypuauntpupocdara (YTD). Dta merabonudeckas «omudOKa»
Hapywaert npoueccur PHK u cunres 6enka.

DapmakoKunemuxa

Bcacvieanue

[Tocne mpuema BHYTPb KamnequTaOWH BCachIBAaeTCsi OBICTPO M MOJIHOCTBIO, IIOCJIE YETrO
MPOMCXOAMT ero Tpanchopmauus B Metabonutsl 5’-ae3okcu-5-gpropuntuant (5°-APLUT) u 5°-
JAOVYP. [Tuuia yMeHbIIaeT CKOPOCTh BCAChIBAaHUA KalleMTaOWHa, OJHAKO Ha BEJIMYMHY ILIOIIAIH
noJ KpuBoi «koHueHTpauusi-spems» (AUC) 5’-ADYP u ciaenyromero meraboaura OY Biuser

He3HaunTe/IbHO. [Ipy Ha3HAueHHH KaneuuTabMHA NoC/Ie npuemMa nuuwy B 1o3e 1250 mr/m? Ha 14-



Blif eHb MaKCHMalbHble KOHUEHTpauy B miasme (Cmax) Kaneuurabuna. 5°-A®UT, 5’-ADYP,
®V u D®BAJI cocraBuiu cooTBercTBeHHO: 4.47, 3.05, 12.1,0.95 u 5.46 wmxr/ma. Bpems
JOCTHXeHUs MakcuManbHoH KoHueHTpauuu (Tmax) paBasizocs 1.50, 2.00, 2.00, 2.00 u 3.34 4,
AUC 0. cocTaBmia 7.75, 7.24, 24.6, 2.03 u 36.3 MKT X 4/MJI, COOTBETCTBEHHO.

Pacnpedenenue {cessvieanue ¢ bearkamu,)

Uccnenosadue in Vitro B miasme KpoBH YelOBEKa MOKA3aI0, 4TO /1A KaneuuTabuna, 5'-IIPLT,
5-JIOYP u OV cBa3b ¢ Genkamu (IIaBHBIM 06pa3oM, ¢ anbOyMuHOM) coctaBiser 54%, 10%,
62% 1 10%, COOTBETCTBEHHO.

Memabonuzm

[TepBHYHO METaGOIM3UPYETCS B NIEYEHH [10J BO3/EHCTBHEM KapOOKCHIICTEPa3hl 10 MeTabomuTa
5°-JJ®LT, xoropeii 3areM  TpaHchopmupyercs B 5’-JIOYP  non  meictBHEM
LUMTHIMHAE3aMUHA3bl, HAXO/AALIEHCS B OCHOBHOM B [IEYEHM M OMYXOJIEBBIX TKaHAX. JlanpHeiias
TpaHchopMauus [0 aKTHBHOIO  LMTOTOKCHYecKoro Mmerabomura @Y  mpoucxoiut
NIPEMMYILECTBEHHO B TKAHHM OIyXOJIM IOJ JEHCTBHEM OIyXOJEBOro aHrMOreHHOro Qakropa -
tuMuIUH(OCHOpHIasbl.

AUC nns @Y B miasme B 6-22 pasa MeHbLIE, YeM I10CJI€ BHYTPUBEHHOIO 00II0CHOrO BBEAECHHS
@V B mo3e 600 Mr/m>. MeTaGomuTh! KanenuTab1Ha CTAHOBATCS IMTOTOKCHYHBIMU TOJIBKO T10CHIE
npeobpazoBanus B PY u merabonutsr PV.

Janee @Y karabonusupyercss ¢ 0Opa3oBaHMEM HEAKTHBHBIX METabOJMTOB: AMIMIAPO-5-
dropypaumna (O®YHa), 5-dropypennonponronoBoit kucnorel (OPYIIK) u a-prop-B-anannna
(®BAJI); »TOT mpouecc NMPOUCXOIUT IOJ BO3ACHCTBHEM JUIMIPONMPHUMHUIMHICTHAPOreHA3bI
(AT1[), akTHBHOCTh KOTOPOH OIpaHMYMBAET CKOPOCTh PEAKIIMH.

Buvigeoenue

I[Tepuon nonyBsIBeIcHUS U3 opranu3ma (ti2) kaneuutaduna, 5°-APUT, 5’-ADYP, ®Y u OBAJI
cocrasiser 0.85, 1.11, 0.66, 0.76 u 3.23 w4aca, cooTBeTCTBeHHO. {DapMaKOKMHETHKY
KarenutabuHa m3yyanum B Ao3ax oT 502 mo 3514 mr/m? B cyrku. DapMakoKMHETHYECKHE
napameTpsl Karneuurabuna, 5’-JAPUT u 5’-ADYP Ha 1-it u 14-# nenp 6putn ogunakoBel. AUC
@V yBenmnuuBanach K 14-omy aHio Ha 30-35% wu Gonblue He Bospacrana (22-# naeHs). B
JMana3oHe TeparneBTHYECKUX 103 (apMaKOKMHETHUYECKHE MapaMeTphl KareuuTabuHa M ero
MeTab0JIMTOB, 3a UCKIoYeHHeM DY, HOCHIIH J0303aBUCHMBIN XapaKTep.

I[Tocne npuema KareuuTabMHa BHYTPb €ro MeTabOIUThI BHIBOAATCS TJIaBHBIM 00pa3oM IOYKaMH.
Bonbas dacte (95.5%) npuHATOH 103bl KaneuMTabMHA BBIBOAMTCS MOuYKamMM. BeiBeaeHue ¢
KajloM MHHHMabHO (2.6%). OcHOBHBIM MeTaboauToM B Moye sBisercss PBAJI, Ha KOTOpBIH
npuxomutcs 57% npunaTod 036l Okono 3% INPUHATOM H03b1 BHIBOAMTCHA IIOYKaMH B

HEU3MCHCHHOM BUIC.



Kombunuposannas mepanus
Kakoro-mu6o Bo3aeHcTBUs  KameuutabuHa Ha  (apMaKOKMHETHKY JIOLETaKkcena  HIIH
nakiaurakcena (Cmax 1 AUC), a Taxke BO3AEHCTBHMsA AOLIETAKCena MM MaKIWTaKcena Ha
hapmakoxuHeTuKy 5’-[JDPYP (ocHOBHOrO MeTabomMTa Kaneuutabuna) He 06HAPyKEHO.
DapmaKoOKUHEMUKa 6 0CO0bLX KTUHUYECKUX 2pynnax
[lon, HAIMYME MIM OTCYTCTBHME METACTa30B B IEYEHH [0 Hauaja JIeYeHHs, MHAEKC oOulero
COCTOSHMS [ALMEHTa, KOHIEHTpalus oblero OWIMpyOMHA, CHIBOPOTOYHOIO anb0yMHHA,
aktuBHocth ACT u  AJIT He oOKasblB&IM CTaTUCTHYECKH 3HAYUMOro dd¢exkra Ha
(apmakokunetnyeckue cBoicrsa 5’-JIOVYP, @Y u OBAJL
Ilayuenmvl ¢  neueHouHoU  HeOOCMAamouyHOCMblo,  00YCI06NICHHOU  MemacmamuyecKum
nopasicenuem neveHu
V NaluMeHTOB C JIEFKOHM M CPeJHEH CTEeNeHbI0 HapyLIeHHH QYHKUMHM reyeHH, 00yCIOBIEHHbBIX
MeTacTa3aMy, KIMHMYECKH 3HAUMMOro M3MeHeHHs OHOoakTHBAaUMM U (apMaKOKHHETHKH
KanenuuTabuHa He MPOMCXOAMT. JlaHHbIE MO (PApMAKOKMHETHKE Yy IIalMEHTOB C TSDKEJIBIM
HapyleHueM QYyHKIMH NIe4eHH OTCYTCTBYIOT.
ITayuenmsi ¢ Hapywenuem QyHKyuu nodex
Pe3ynbrarsl hapMaKOKMHETHYECKOTO HCCIIEIOBAaHUA MOKa3bIBAIOT, YTO NPH Pa3IMYHON CTENEHH
(oT Jerkod A0 TSKENOH) MOYEeYHOHW HEeJOCTATOYHOCTH (apMAaKOKHMHETHKAa HEM3MEHEHHOTO
npenapara 1 @V He 3aBucut ot kiupenca kpeatnanta (KK). KK Bnusier na enmnuuny AUC 5°-
JOVYP - menocpencrsenHblit npeamectseHHUK OV (yBenuuenne AUC Ha 35% npu CHMKEHUH
KK na 50%) u ®BAJI (yBenmnuenne AUC Ha 114% npu cHmkenun KK na 50%). ®BAJT -
metabonuT, He oOmajaroUMi  aHTUNpoONU(epaTUBHOH  aKTHBHOCTBIO;, 5’-JIOVP -
HEIOCPEICTBEHHBIN NpeaecTBeHHUK DY,
Ilayuenmul nodcunozo ozpacma
Bospact He Biuser Ha QapmakokuHeTuky 5’-JIOYP u ®Y. AUC OBAJI ysennuuBanach C
BO3pacToM (yBelM4eHHe Bo3pacTa maumeHToB Ha 20% compoBoxaanoch yenudenueM AUC
®BAJI Ha 15%), 4T0, BEpOATHO, 00YCIOBIEHO H3MEHEHUEM (YHKIIMU TTOYeK.
Paca
dapmMakOKHHETHKA KareuuTabuHa y MalueHTOB HerpoMAHOM pPachl HE OTJIMYAETCA OT TAKOBOHU Y
NalHeHTOB €BPONIEOUTHOM PACHI.
IToka3aHusl K IPUMEHEHHUI0
Pak monounoii scenesnl

e KomOunupoBaHHas Tepanus C [JOLETAKCEJOM MECTHOPACHPOCTPAHEHHOrO MM

METACTaTHYECKOr0 paka MOJIOYHOW d>Kene3bl NMpHu Hed(P(EKTHBHOCTH XMMMOTEpAIHH,

BKJIIOYAIOIIEH aHTPALIMKIMHBI.



MOHOTepaHHH MECTHOPACIPOCTPAHEHHOI'O0  HJIK METAaCTAaTHYCCKOTO paka MOJIOYHOH
JKeNe3bl PE3UCTCHTHOIO0 K XHMHOTCpAIInH TaKkCaHaMM M aHTpAaUMKIWHAMH, HJIH IIpH

HaJIN4YHUH npomsonoxazzannﬁ K HUM.

Konopexmanwnutii pak

e AnpioBaHTHas Tepanus paka Toinctod kuwmku III cragum mocne XUpypruveckoro

JICUCHHUA.

e Tepamnusa METaCTATHYECKOT0 KOJOPEKTAIBHOIO paKa.

Pax scenyoxa

e Tepanus nepBoi TMHUM PACIPOCTPAHEHHOTO paKa Kely/Ka.

I[IpoTruBOnoOKa3aHus

[ToBblIEHHAs YYBCTBUTEJLHOCTh K KaneuuTabMHy MM JPYTMM KOMIIOHEHTaM
npenapara;

[ToBblIEHHAA YYBCTBUTEABHOCTh K (TOpypauMily HIM IPH 3apPETHCTPHPOBAHHBIX
ClydasX pasBUTUs HEOXKHIAHHBIX HIM TSDKEIBIX IOOOYHBIX pEeaKUMd Ha JIeYeHHe
IPOU3BOIHBIMU GTOPIUPHMHUINHA B aHAMHE3E,;

VcTaHOBNIEHHBIH  AeDUUUT auruaponupuMuanHaeruaporedasel  (JAII), xak u s
ApyruxX GTOPIUPUMHUAMHOB;

OIHOBpEMEHHBIH IIPHEM C COPUBYIMHOM MM €r0 XHMHUYECKMMH aHaloraMu, Harpumep,
OpHUBYAMHOM;

[TedyeHOYHAs! HEOCTATOUHOCTD TSXKEJION CTEIIEHH;

Tsoxenas nedkoneHus, Heutponenus (mexnee 1,5 x 10°/n), tpombouuronenus (Mexee 100
x 10%/n);

Tsxenas noyeunas HegocratouHocTs (KK Menee 30 Mi/mun);

bepeMeHHOCTB;

[lepriog KOpMIIEHHS TPYAbIO (B XOAE TEpaluM NPEnapaToM M B TEYEHHME 2-X HEIENb
T0CJIe MOCJIEAHEro NpremMa rpernapara);

Jlerckuit Bo3pact n0 18 ner (3ddexkTuBHOCTL M 0€30MacCHOCTb NPUMEHEHHs HE

YCTaHOBJIEHBI).

Ecny cymecTBYIOT HPOTHBOIOKa3aHMs K JIOOOMy Apyromy INpenapaTy KOMOMHMPOBaHHOW

CXEMBI TE€pamnuy, TO 3TOT IpernapaTr HEJIb3sI IPUMEHATD.

C 0CTOpPOKHOCTBIO

Wmemuueckas 6one3Hb Cepala, MOYeYHas HeAOoCTaTouHocTh cpeaHer cremenn (KK 30-

50 MI/MHH), II€YEHOYHAss HEJOCTATOYHOCTh JIETKOH M CpelHEeH CTEeNeHM TSKECTH, MOXKMUIION

Bo3pact (60 mer W crapuie), OAHOBPEMEHHBIN INPHUEM C MEPOPATBLHBIMU AHTUKOATYJISHTAMU



KYMapMHOBOTO psja, 3a0ojieBaHHsi LEHTPAIbHOH M INepu(pepUvecKod HEPBHOW CHUCTEMBI,
caxapHblii quabeT W HapyIIeHHs BOAHO-3JIEKTPOJIMTHOrO OanaHca, MMIO- U THIEpPKAIbLHEMHS,
CEpIEYHO-COCYAUCThIE 3a00neBaHus (aPUTMUM, CTEHOKApAWs) B aHaMHe3e, y IMaLUEHTOB C
yacTuyHbiM  gepuuurom  JAITJ; 1npu  OJHOBpEMEHHOM  NPUMEHEHHHM  IPENaparos,
merabonusupyronmxcs uuroxpomom P450 2C9 (denuromH); HENEPEHOCHMOCTb JIAKTO3bI,
neUUMT JaKTa3bl, CHHAPOM IUTI0K030-TalaKTO3HOH ManbabcopOuuHm.

IlpumMeHeHune npu GepeMeHHOCTH U B IIEPHOA IPYAHOr0 BCKAPMJIMBAHHSA

[TpumMeHeHHe TPOTUBOIOKA3aHO.

Cnoco0 npuMeHeHHs U 103bl

KaneuuraOuH NpUHUMAIOT BHYTPb LIEIMKOM, 3allUBas BOJOH, He no3aHee yeM yepe3 30 MUHYT
nocsie enpl. TabieTku He ciieyeT ApoOUTh MM pa3iaMbiBaTh (cM. pasaen «Ilobounoe
neiictBue», noapaszaen «llocrpeructpaluoHHOE HAOIIOAEHHUEY).

Eclii nanyeHT He MOXKET MIPOTJIOTHTH TableTKy LEeIUKOM, TO Ipo0JIeHHE HIIH Pa3laMbIBaHHE
JI0JDKEH OCYIIECTBUTh MEIULIMHCKUH crienuanuct (cM. paszen «Ocobble yka3aHus», 110pa3ae
«OOpaleHue ¢ HeUCIIOIb30BaHHBIM [IPENApaTOM U MPENapaToM ¢ HCTEKILIMM CPOKOM
TOZHOCTHY).

Cmanoapmuulil pexcum 003upo6anus

Monomepanus

KonopexmanwHwlil pak, pax moacmou KUWKU U pak MoN0YHOU dicene3sl

PexoMeHI0OBaHHas 103a npenapara coctasisger 2500 Mr/mM? B CyTKH, pas3/ielieHHas Ha 2 pueMa
1o 1250 mr/m? yTpoM u Beuepom B TeueHue 14 gHel ¢ MOCIeayIOIMUM 7-1HEBHBIM [EPEPHIBOM.
Kombunuposannas mepanus

Pax monounoii osicenesvi

B KOMOMHAIMK C JOLETAKCEIOM NperapaT Ha3HayalT B Ao03e 1250 mr/m? 2 pasa B CyTKU B
Teuenue 14 JIHel ¢ MOCIEIyIOIKM 7-IHEBHBIM MepepbiBoM. JloneTakcen BBOAAT B 103€ 75 Mr/m?
B BHJI€ YaCOBOM BHYTpHUBEHHON MHGY3uu 1 pa3 B 3 Henenu. [Ipemenuxauus npoBOAMTCS Nepen
BBEJICHHEM JIOLIeTaKCeNa B COOTBETCTBUH C MHCTPYKIHMEH I10 €ro MPUMEHEHHUIO.
KonopexmanvHolii pak, pak moacmou KUWKU U paK Hcenyoxa

B cocraBe KOMOMHMPOBAHHO# Teparnuy (3a UCKIIIOYEHUEM Tepanuy B KOMOMHALMH C
MPHHOTEKAHOM) 103a nperapaTa Kanenutabun coctasnser 800-1000 mr/m? 2 pasa B CyTKU B
TedeHue 14 QHEH ¢ MOCIeIyIONHM 7-HEBHBIM IIepepbIBOM MM 625 Mr/M? 2 pa3a B CYTKU IpH
HETIPEPBIBHOM PEXUME.

B cocraBe koMOuHMpOBaHHOM Tepanuu ¢ upuHoTekaHoM (pexuM XELIRI) pexomennoBanHas

n03a nperapara Kanenuta6bun cocrapnser 800 Mr/m? 2 pasa B CyTKM B TeueHue 14 aueit ¢



TOCIIeAYIOIHMM 7-THEBHBIM IepepblBoM. [loGaBienue GeBauuszymaba kK KOMOMHUPOBAHHON
Tepanuy He BIMsAET Ha HavyalbHYI0 103y npenapara KaneuuraOu.

[IpoTMBOPBOTHBIE CPEACTBA U IIPEMENHKALUA 1 00eCeYeHns aleKBaTHON IHApaTalHyu
HA3HAYaIOTCs [epel BBEJACHUEM LIUCIIATHHA U OKCAIMILIATHHA COIJIACHO HHCTPYKLHAM M0
TIPUMEHEHHIO MCIUIATHHA U OKCAIHIUIATHHA IIPH IPUMEHEHNHU UX B KOMOHHALMH C TIperapaToM
KaneunTtabuH.

B agploBaHTHO#M Tepanuu paka ToncTod kuwkH III craquu pekoMeH1oBaHHAs
TIPOIOKMTEILHOCTB Tepanuy npernaparoM KanenuTaGuH cocTaBseT 6 Mecsues, T.e. 8 Kypcos.

B xoMOMHALMHU C IUCILIATHHOM

[Ipenapat HaszHavatoT o 1000 Mr/M> 2 pasa B CyTKH B TeueHue 14 aHell ¢ mocieayrouwmm 7-
JHEBHBIM II€PEPHIBOM B KOMOMHALMHU ¢ wucriatiHoM (80 mr/m? 1 pas B 3 Hezmenu B BHze 2-
4acoBOil BHYTPUBEHHON WHQY3MH, nepBas WHQY3Us HA3HAYAETCs B NEPBbIA JEHb LHMKIA).
I[TepBas m03a KameuuTabMHA Ha3HAYaeTCsA BEYEPOM B IIEPBBIM JA€Hb LMKIA, IOCIEIHSA — YTPOM
Ha 15 geHp LuKia.

B KOMOMHAIIMK ¢ OKCAIMILIATUHOM WM C OKCAJIUIIIATHHOM U OeBalzyMmabom

Ipenapar HasHayaioT no 1000 mr/m? 2 pasa B cyTku B TeueHue 14 aHeil ¢ mocneayrouum 7-
JIHEBHBIM [IEPEPHIBOM B KOMOMHALMM C OKCAIMIIATHHOM MM C  OKCAIMIIATHHOM
Gesauusymabom. IlepBas mo3a kameuuraOMHA Ha3HayaeTcs Be4yepoM B 1-H J€Hb LHMKIA,
nocneaHss — yrpom Ha 15-i nenp uukia. bepaumzymab BBoauTcst B no3e 7,5 mr/kr 1 pas B 3
HeJIeNH B BHJE BHYTPUBEHHOU MH(Y3uH B TeyeHue 30-90 MuUHYT, nepBas HHQY3Hs Ha3HAYAETCS
o 2
B 1-# nens nukia. Ilocie GeBamusymMaba BBOAMTCS OKCANUIUIATHH B go3e 130 mr/m” B Buae 2-
4aCcOBOM BHYTPUBEHHON MH(DY3HH.

B KOMOMHAIMHK ¢ SIMPYOUIIMHOM U IIPENapaToM Ha OCHOBE IIATUHBI

[IpenapaT Ha3zHayawoT 1Mo 625 MI/M? 2 pa3a B CYTKM B HENPEPHIBHOM PEKHME B KOMOMHALMH C
snupy6ummEoM (50 Mr/m? 1 pa3 B 3 Hejenu BHYTPMBEHHO GOJIOCHO HAadMHas C IIEPBOTO JIHS
LIMKJIa) ¥ TIpernapaToM Ha OCHOBE IUIaTHHBL [IpemapaT Ha OCHOBE ILIATHHBI (LUMCIUIATHH B J103€
60 Mr/mM* WiIM OKCaTHIUIaTHH B Ko3e 130 Mr/m?) nomkeH ObITh BBeAEH B 1-if JeHb LHMKIA B BHAC

B/B HH(]Y3UM B TeueHHe 2 4, fajnee | pa3 B 3 Hexenu.
B koMOUHALMY ¢ UPUHOTEKAHOM WJIM C UPMHOTEKAHOM M OeBanu3ymabom

IIpenapar HasHawaloT mo 800 mr/m> 2 pasa B CyTKM B TedyeHue 14 mHeil ¢ mocnemyrommm 7-
JIHEBHBIM I1EPEPHIBOM B KOMOHHALMK C HPHHOTEKAHOM MIJIM C MPHHOTEKaHOM U GeBanu3ymaboMm.
VpunoTexan BBoguTcs B 03¢ 200 mr/m? 1 pa3 B 3 Hepenu, B/B uHdy3us B Tederue 30 MuH,
nepBas uHQY3usA B 1-it neHpb nukia. besausymab BBoauTcs B J03e 7.5 MI/Kr 1 pa3 B 3 Heaend,

B/B uH(y3us B Teuenne 30-90 MuH, nepsas HHY3HUa HaYMHAETCA B 1-# 1€Hb LMKIIA.



Jlo3y mpenapara pacCUMTBIBAIOT B 3aBMCHMOCTH OT IUIOIIAAU MOBepXHOCTH Tena. Hike

npuBeeHHbIe TaGMHIB! | 1 2 OKa3bIBAIOT CTAHAPTHBIE M CHIKEHHBIE 03Bl KaNlelUTabHHA s

HayaIpHOM 10361 1250 Mr/M? w1000 Mr/mM? OBEPXHOCTH Tela.

Taonuya 1.

Cmandapmusie u cnudicennvie 003vl npenapama Kaneyumabun 0na Hauansnoi 00361 1250

.MZ/MZ, paccuumanHtble 6 3agucumocmu om nnomadu noeéepxHocmu mena

Jlo3a 1250 mr/m? (2 pa3a B CyTKH)

CHymxeHHas
KonuyectBo CHmxeHHas 1032 (50%
Homas nosa tabnerok 150 mr | mosza (75% ot or
1250 Mst w/wu 500 mr Ha 1 HavyaJIbHON N—
npuem (yTpom U J103b1) -
BEuepoM) 950 Mr/m? 675 e/
[Tnomans Jlo3a Ha nipueM 150mr 500mr Joza Ha | Ho3za Ha |
IIOBEPXHOCTH Tena | (Mr) IIPUEM, MT pUeM, MI
(M)
< 1,26 1500 - 3 1150 800
1,27 - 1,38 1650 1 3 1300 800
1,39 - 1,52 1800 2 3 1450 950
1,53 - 1,66 2000 - 4 1500 1000
1,67 - 1,78 2150 1 4 1650 1000
1,79 - 1,92 2300 2] 4 1800 1150
1,93 -2,06 2500 - 5 1950 1300
2,07-2,18 2650 I 5 2000 1300
>2,19 2800 2 5 2150 1450
Taonuya 2.

Cmanoapmuble u chudcenHvle 003bt npenapama Kaneyumabun ons HawanbHou 003bl

1000 m2/M?, paccuumannsie 6 3a6ucumocmu on NAOULAOU ROBEPXHOCHU mena

Jlo3a 1000 mr/m? (2 pa3a B CyTKH)

[TonHas no3a KonuuectBo CumxenHas | CHMXeHHas
1000 mr/m? tabnerok 150 mr | mo3a (75% ot | no3a (50%
u/umu 500 mr Ha 1 HayaJIbHON oT
npueM (yTpoM U J103B1) HavyaJbHON
BEYepoOM) 750 mr/m? 103B1)
500 mr/m*
[Inowans Jlo3a Ha npueM 150mr 500mr Ho3aHa l Ho3anal
MIOBEPXHOCTH (mr) MIPUEM, MT IpUeM, MI
Tena (M%)
<1,26 1150 1 2 800 600




1,27 - 1,38 1300 2 2 1000 600
1,39 - 1,52 1450 3 2 1100 750
1,53 - 1,66 1600 4 2 1200 800
1,67 - 1,78 1750 5 % 1300 800
1,79 - 1,92 1800 p: 3 1400 900
1,93 - 2,06 2000 - 4 1500 1000
2,07 -2,18 2150 1 4 1600 1050
>2,19 2300 2 4 1750 1100

Koppexyusa 0o3vl 6 xo0e neuenun

Obwue pexomeroayuu

SIBneHHs TOKCHYHOCTH MPHU JIEYCHHH KaleUUTaOMHOM MOXHO YCTPAHHTh MPH ITOMOILH
CUMIITOMaTHYECKOM Teparmud W/WIM HM3MEHEHMsA 03Bl Mpenapara (NpepBaB JICUYCHHE WIH
YMEHBUIMB 03y Iperapara). Ecau go3y kaneuuTabMHa MPULLIOCH YMEHBIUIMTh, TO B
MOCJEYIOIEM €€ HeJIb3s MOBBIIIATS.

EciIy 1o OlEHKe JIeyallero Bpaya TOKCHYeCKHi 3ddekT KarneuuTabuHa HE HOCHT CEPbE3HOrO
WIH YIPOXXAIOWIEr0 JKU3HW OOJNBHOrO XapakTepa, JIeYEHHE MOXKET ObITh NPOAODKEHO B
HaYyaJbHOM J103€ 0e3 ee YMEHbIUCHHUS HITH NIPEPBIBAHUS TEPAITHH.

[Ipu TOKCHYHOCTH 1-0i CTemeHH 103y He MEHAIOT. IIpH TOKCHYHOCTH 2-0#f WM 3-€d CTeleHH
TEpaIMIoO MperapaToM cieayeT npepBaTb. [IpM HMCYE3HOBEHHH NPHU3HAKOB TOKCHYHOCTH HIIHU
YMEHBILIEHUH NOCNIEAHEH 10 1-0if cTeneHy, MPOBEJEHNE TEPAITHH KareLuTabuHOM MOXET ObITh
BO300HOBJIEHO B IOJIHOW /103€ MM CKOPPEKTUPOBAHO COIVIACHO PEKOMEHALMAM, YKa3aHHBIM B
tabnuue 3.

[Ipy pa3BUTHH TNPU3HAKOB TOKCHYHOCTH 4-Oif CTENEHM JICUEHHE CJIEAYET INPEKPATUTh HIIH
BPEMEHHO MpepBaTh A0 KYNHUPOBAHHS WIIM YMEHBIUEHHs CUMITOMOB J0 1-OH CcTemeHu, mocie
Yero NpUMEHEHHeE MpernapaTa MOKHO BO30OHOBUTH B 103€, cocTaisromeil 50% 0T HayaabHOM.
[TauuedT NODKEH HEMEIIEHHO COOOLIMTh Bpayy O pa3BUBLIMXCS Yy HETO HEXeIaTeIbHBIX
ssneHusx. CreayeT HEMEUICHHO MpPEKPaTUTh MpHeM KareuuTabuHa P BO3HMKHOBEHHH
TOKCHYHOCTH TSDKEJION WM CPeIHeN cTeneHu TshkecTH. Eciu u3-3a TOKCHYECKUX SBIECHUH ObLI0
IPOITYIIEHO HECKOJILKO IPUEMOB IIpenapara, TO 3TH J03bl HE BOCIIOIHAIOTCA.
T'emamonozuueckas mokcuyHocmo

He cnenyeT NpUMeHATh KaleuuTaOHH y MAalHeHTOB ¢ UCXOJHBIM YPOBHEM HEHTPO(DHIOB MeHEe

1,5 x 10%/1 u/n1 HCXOQHBIM ypoBHEM TpomGoruTos Menee 100 x 10%/11.



ClefyeT mpepBaTh TEPAIHIO KaeLUTaGHHOM, €CIIH B XO/¢ BHEMIAHOBOH OLIEHKH J1a00paTOPHBIX
nokazareneil KOJIMYecTBO HeiTpopunos menee 1,0 x 10°/n1, a KOIMUECTBO TPOMOOLIMTOB MeHee
75 x 10%/1 (reMaTonoruyeckas TOKCHYHOCTb 3-eif Ml 4-0i CTEreHH).

Tabauya 3.

Cxema Koppexuuu 003l Kaneyumabuna (3-x HedenbHbLE YUK ULU RPU RPOOOIICUMENIbHOM

nleueHuu).
Cmenens moxkcuunocmu Koppekyus 0o3vt Ha
H3menenus 003vl 60 6pems g
6 coomeemcmeuiu ¢ Ceoyrowuil YUK mepanuu
WUKNA 1eYeHUA A
kpumepusmu no NCIC* (% om nHauanvHoit 003b1)
Crenens 1 [IpogomKkaTe B TOM JXKe J103€ ITpomo/KaTh B TOH e J103€
CreneHs 2
1-0€ MosBJIEHHUE [IpepBaTh neueHHE 10 100 %
2- 0€ NOSABJICHHE MCYE3HOBEHHS CUMIITOMOB HJIU 75%
3- oe nosABIEHUE YMEHBILIEHHS TKECTH 50%
TOKCHYHOCTH 10 cTeneH 0-1
4- oe nosIBIIEHUE I[IpexpaTuTs JeyeHue noaHocTeio | He mpumennmo
Crenens 3
1- oe nosiBiIeHUE [IpepBath Jie4yeHue 10 75%
2- o€ NOsABJIEHUE HMCYE3HOBEHMSA CUMIITOMOB MJIH 50%
YMEHbILEHUS TSKECTH
TOKCHYHOCTH 10 cTeneHy 0-1
3- o€ MosABIEHHE IIpekpaTuTh Je4eHHe NMONHOCThI0 | He mpumenumo
Crenens 4
1- oe nosBIEHHE [IpexpaTuth Aeyenue noiaHocteo | 50%
WJIH, €CJIM JIEYalui Bpay CYMTAET,
4TO B MHTEpECax MalueHTa
MPOJOKATh TEPAIHIO,
BO300OHOBHTD I10C/IE HCUE3HOBEHHUS
CUMITTOMOB WJIM YMEHBILEHHS
TSDKECTH TOKCUYHOCTH A0 CTEIIEHH
0-1
2- o€ MOsIBJIEHHE [IpexpaTuTh jJeyeHue nonHocThio | He mpumenumo

*B COOTBETCTBHMHM C OOIIMMH KPUTEPMAMH TOKCHYHOCTH [pYIIBI 10 NMPOBEACHHIO KIMHHYECKHX HCCIEIOBaHMi
HauuonansHoro nucrutyta paka Kanagsl (NCIC CTG, Bepeus 1) niy o61MMH TEPMUHOJIOTHYECKUMHU KPUTEPHUSIMH
HEXEJIaTeNIbHbIX  siBJeHWH  [IporpaMmbl [0  OLEHKE INPOTHBOOIMYXOJeBOH  Tepanuu  HaumonanbHoro
onkosoruueckoro uHctutyra CIHA (CTCAE, Bepcus 3). Kpurepuu TOKCHYHOCTH JIaIOHHO-IOAOLIBEHHOTO
CHHIPOMA H THIEpOHINpyO1HeMHN MOoAPOOHO onucaHsl B paszeie «Ocobble yKazaHU».

Obwue pexomenoayuu npu KOMOUHUPOBAHHOU Mmepanuu

B ciyyae BO3HUKHOBEHHs SIBJICHUI TOKCHYHOCTH IIPH NPOBEJIEHHH KOMOMHMPOBAHHOM Tepanuu
ClIeQyeT MPUIAEPKUBATHCS PEKOMEHIALMI 10 KOPPEKUMH O03bl KanenuTaOuHa, yKa3saHHBIX B
tabnauue 3, ¥ COOTBETCTBYIOLIMX PEKOMEHJAIMH B HHCTPYKUHUSAX I10 NPUMEHEHHIO JPYIuX
TNpernapaToB.

B Hayase LMK/Ia TEPAIUH, €CIIM 0XKUAAETCA OTCPOYKA C MPHEMOM KareuuTabHHa MM APYroro (-
¥X) nperapara (-0B), CIeAyeT OTIOKHUThH IIPHEM BCEX IPErapaToB J0 TeX MOop, Hoka He OymyT

AOCTUTHYTHI YCJIOBUSA I BO300HOBJICHHUS TEpanuu BCEMHU IpEIrapaTaMu.
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Ecnu BO BpeMms NpOBEJEHMsS LMKJIa KOMOMHMPOBAHHOW Tepamuy sBJICHHS TOKCHMYHOCTH, IO
MHEHMIO Bpaya, He CBA3aHBl C NPUMEHEHHeM KameluuTabuHa, TO TEPaNuio KareuHTabHHOM
cleayeT MPOAOJDKHTH, @ A03y APYroro mpenapara KOPPEKTHPOBATb B COOTBETCTBHH C
PEKOMEHIAIUAMU MHCTPYKIHH 10 €r0 IPUMEHEHHIO.

Ecnu ppyroit (-ue) mpenapaT (-bI) NPUXOAUTCS OTMEHUTbH, JIECYECHHE KareuuTabuHOM MOXHO
NPOIOJIKHUT MPH YIOBJETBOPEHUH TPEOGOBAHMSM I10 BO30GHOBIEHUIO TEPANUU KANELHTAOHHOM.
JlaHHBIE PEKOMEHJALMK TIPUMEHMMBI B OTHOIICHHH BCEX NOKA3aHMM M BCEX OCOOBIX IPYII
MalKUEeHTOB.

Koppexyus 0o3vt 6 ocobbix cyuanx

Hapywenue gynkyuu neuenu

He TpeOyercs H3MEHEHMS HAyaJbHOM [03bl Yy MAUMEHTOB C MeTacTa3aMd B IE€YCHb H
HapylweHneM QyHKLHUK NEYeHH JIETKOH Wi cpeaHen crenenn. OHAKO 3THX MALUUEHTOB CIEAyeT
TINATeNbHO HabmomaTh. IIpuMeHeHHe MpernapaTa y IALUHMEHTOB C TSKENOH IEeYEHOYHOM
HEJOCTATOYHOCTHIO HE M3y4yanoch. KaneuuTabud He cleayeT Ha3HayaTh MAlMEHTaM C TSAKEIOH
NIEYCHOUYHOH HEeI0CTaTOYHOCTEIO.

Hapywenue ¢ynkyuu noyex

KanenuTabus npoTHBOIOKA3aH MALMEHTaM C TSDKEIOH MOYeYHOH HEeAO0CTaTOYHOCTBIO (KIMPEHC
kpearununa (KK) Hixe 30 Mi/MuH). PUCK BO3HMKHOBEHHA 3 U 4 CTENEHU MOOOYHBIX PEaKLHH y
NaLMEeHTOB ¢ HapymeHusMu yHkuuu novek cpeaueit crenenu Tsokectd (KK 30-50 ma/mun) B
HayaJle JIEYEHUS YBEIMUYMBACTCS 10 CPABHEHMIO C OCTAJbHBIMM NalMEHTaMH. Y MAlUEHTOB C
HapylIeHUAMHA (YHKUMH [OYEK CpEAHeH CTeNeHM THKECTH B Hayale JIEYEeHHs I0YeK
PEKOMEHIYeTCA CHI)KeHHe 103l 10 75 % OT HayanpHOM 103l 1250 Mr/M?. Y NalMeHToB ¢
HapyLIEHUAMH (DYHKUMH [OYEK CPeJHEeW CTENeHH TSHKECTH CHIMKEHHE J03bl He TpebyeTcs mpu
HavatbHOM 103e 1000 Mr/m?. IlanmenTtaM ¢ nerkoit GopmMoii moyeunoi Hegocratounoctu (KK
51-80 MyI/MHH B Hayasie Je4eHHs) KOPPEKLIUS HaYaIbHOH 103bI HE TpebyeTcs.

Tuare pHbIA KOHTPOIb U HE3aMeUIUTEIbHOE NPEPHIBAHUE KypCa JIEUEHHs PEKOMEHIYETCS IPH
BO3HHMKHOBEHHUH CHMIITOMOB TOKCHYHOCTH 2-#, 3-i Mnu 4-H cTeneHH BO BpeMs JICYEHHUS C
MOCIeAyIOIIe KOppeKikeil 10361, kKak ykazaHo B Tabnuue 3 Beime. Ecinm paccuuranueii KK
CHIKAETCs B INpOLIECCE JiedeHHs 10 3HadeHust Hibke 30 MI/MUH, TO npueM KaneuurabuHa
cleqyeT MpeKpaTUTh. PeKOMeHJalMH MO0 KOPPEKUMH 103kl MPH IOYEYHOH HEI0CTATOYHOCTH
OTHOCATCS KaK K MOHOTEpAaIlMi KaneuuTabMHOM, TaKk U KOMOMHMpPOBaHHOMY JieueHHIO. Pacuer
J103bI TpHBeAeH B Tabnuuax 1 u 2.

Hemckuii gozpacm

BesomnacHocTs 1 3 hekTuBHOCTH Mpemnapara y aeTei <18 et He yCTaHOBJIEHBI.

Hauueumbl noaKcunoco eopacma
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IIpu MOHOTepanuK KarneuuTabMHOM HET HEOOXOMMMOCTH B KOPPeKUMH 103bl. OfHAKO TsDKeNbIe
HexenaTelbHble SBIGHHS 3-e M 4-0M cTelneHH, CBA3aHHbIE C TPOBOAMMON Teparnuen,
pa3sBUBaKOTCA y nauyeHToB crapie 80 et yame, yeM y 60siee MOIOABIX.

[Ipy WCHONB30BaHWM KaneuuTabuHa B KOMOMHAMH C JAPYTUMH IPOTHBOOIYXOJEBBIMH
TpenapaTaMi y IOKAJIBIX [AIIMEHTOB (B BO3pacTe > 65 JIeT) HexenaTebHble peakuuu 3-ei u 4-
Ol CTEMEHHM TAKECTH, a TAK)KE HEXKeaTelbHble PEaKlMH, NMOoTpeOOBaBLIME OTMEHBI TEPAIHH,
OTMEYaJIMCh Yame, 4YeM Yy 0ojee MOJOAbIX. PexkoMeHIyeTcs TINATedbHbIi MOHHTOPUHI
COCTOSIHMS ITAIIUEHTOB IOXUJIOr0 BO3pacTa.

[Ipy neyeHMH B KOMOMHALMM C JOLETAKCENOM Y TalMeHTOB B Bo3pacte 60 ner u crapure
OTMEUAETCs YBEIMYEHHUE YAaCTOThl HeXKeIaTeIbHbIX ABJIEHUH 3-eH U 4-0H CTENEHH U CEPhE3HBIX
HE)XeIaTeIbHBIX SBJICHUH, CBA3aHHBIX ¢ Tepanuel. [l1g nauneHToB B Bospacrte 60 €T u crapiue,
KOTOpbIE MOJIy4ar0T KOMOMHALMIO KameuutabuHa ¢ JOLETAKCEIOM, PEKOMEHAYETCsl CHH3UTh
HAYaIbHYI0 103y KameuuTabuua a0 75% (950 mr/m* 2 pasa B cyTku). B ciydae oTcyTCTBUS
MPOSIBIEHUI TOKCHMYHOCTH, 032 MOXeT ObITh yBenuuena 10 1250 mr/m* 2 pasa B cytku. Pacuer
JI03bI IIpUBE/ICH B Tabnuue 1.

[Ipu nevyeHun B KOMOMHAUMH C MPUHOTEKAHOM Yy MAlMEHTOB B BO3pacte 65 JIET U cTapiue
PEKOMEH/IyeTCs CHU3UTh HavalbHyIo 103y Kaneuutabuna 1o 800 Mr/m? 2 pasa B CyTKH.
IToGouHoe peficTBHE

JIist OrIMCaHus YaCTOTHI HEXKEJIaTeNIbHBIX PeaKLMH UCIONIb3YIOTCS CIEAYIOIIME KaTErOpUHK:

odeHp yacTo (>1/10), gacto (>1/100 u <1/10), nedacto (>1/1000 u <1/100), peaxo (=1/10000 n
<1/1000), ouens peaxo (<1/10000, Bkirrouas oTaenbHbIE cilyyaH). [IpuBeieHHbIE HUXKE
HeXenaTelbHble PeaklUy MePeurCIIeHb! B MOPAAKe KIMHHUYECKOH 3HaUMMOCTH.

HaunboJiee 4acTo BCTpEYarOLMMUCS W/UIH KIMHUYECKHU 3HAUMMBIMU HE)KEIaTeIbHBIMH
peakiMsIMH B XO/I€ Teparuy KarneuuTabMHOM ObLIM HapyIIEHHUs CO CTOPOHBI KETYA0UHO-
KHIIEYHOTO TpakTa (0cOOCHHO Auapes, TOIHOTA, pBOTa, OOJIH B XKMBOTE, CTOMATHT), JTalOHHO-
TMOIOIIBEHHBIH CHHAPOM, YTOMIIEMOCTb, COHIIMBOCTh, AHOPEKCHS, IIPOSABICHUA
KapAMOTOKCUYHOCTH, HapacTaHHUE [TOYSYHOH HEI0CTaTOYHOCTH Yy NMAl[MEHTOB C HAPYIIEHUAMH
(GyHKLUM TOYEK B aHaMHe3e, TpoMO03/3MO0us.

Monomepanus kaneyumabumnom

Hngpexyuonnvie u napazumaphvie 3a601e8anus. 4acTo - reprec BUpycHas HH eKuus,
Ha30()apUHIUT, HHEKIHsT HUKHUX AbIXaTeIbHBIX ITyTeH; HEYacTo - CENCHC, HH(EKIMSA
MOYEBBIBOASIIMX [TyTeH, LUEIUIFOIUT, TOH3UUIUT, GapUHTUT, KAaHAUJ03 CIIM3UCTON 000I04KH
T0JIOCTH PTa, TPHIII, TACTPOIHTEPHT, rpUOKOBBIe HHPeKuuH, HHdeKIHH, abeuece 3yda.
HobpokauecmeenHvie, 310Kauecmeentble U HeymouHeHHble HO8006pa308anus. He4acTo -

JIAIIOMa.
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Hapywienust co cmopombl Kposu t IUM@PamuyecKol Cucmembpl: 4acTo - HeHTPONICHMS; HEYacTo -
(ebpunpHas HENTPOIIEHUS, TPAHYIOLUTONEH S, TPOMOOLMTOIEHHS, ICHKONEeHHS,
reMOJIMTHYECKAs aHEMHS, YBEIMYEHHE MEXIYHAapOIHOI0 HOPMaIM30BaHHOIO COOTHOLIECHHS,
yJIMHEHHE IPOTPOMOMHOBOIO BPEMEHH.

Hapywienusi co cmopoHbl UMMYHHOU CUCHEMbl.; HEYACTO - IOBBILICHHE YYBCTBUTEILHOCTH.
Hapywenusi co cmoponbl 00MeHa éeuyecms u numarus. O4eHb 4acTo - aHOPEKCHS; 4acTo -
JerHApATALMs, CHUKEHHE MacChl TeNa, CHUKCHHE aIllIeTUTAa; HEYacTo - CaXxapHbli 1uaber,
TUIIOKAJIMEMHS], PACCTPOMCTBO MHILEBAPEHHUS, TUIIEPTPUTIIULIEPUICMUSL.

Hapywenus co cmopoHbl NCUXuKu: HeYacTo - MaHMIECKHE aTaKH, [10/1aBIICHHOE HACTPOCHUE,
CHHXKEHHUE TUOum0.

Hapywienusi co cmopoHbl HepeHOll CUCMeMbl: 9acTO - TOI0BHas 60J1b, FOJIOBOKPY)KeHHE (KpoMe
BEPTHUIO), BAIOCTb, 1APECTE3MH, JUCTeB3Us (M3BPALLEHHE BKYCA); HEYACTO - adasus,
PAacCTPOMCTBO IIaMATH, 0OMOPOK, HAPYILIEHHE PABHOBECHA, IOTEPSI YYBCTBUTEILHOCTH,
nepudeprueckas HelponaTus.

Hapywenus co cmopoHbl op2ana 3peHus. 4acTo - MOBBILIEHHOE CIIE300TACICHHUE,
KOHBIOHKTHBHT, HEYACTO - CHMIKEHHE OCTPOThI 3pEHHS, AUILIONHS.

Hapywenus co cmopoHbl op2ana cayxa u 1abupunmmnble HapyuieHus: HeYacTo - BEPTUro, 60Ib B
ylIax.

Hapywenus co cmopoHsl cepoya: HE4acTo - CTEHOKAp/us, B TOM YHC/IE HECTAOUIIbHAS,
apUTMUsl, CHHYCOBAsl TAXUKAPAKS, OLIYIIEHUE CepALeOreHus.

Hapywienus co cmoponst cocyoos: 4acto - TpoMbodiebut; HeyacTo - Tpom603 IyOOKUX BeH,
TOBBILIEHHE apPTEPUAIBHOTO JaBICHHs, IETeXHH, IOHIKEHHE apTEePUAIbHOTO AaBICHNUS,
«IIPUIMBBDY, TOXOJIOAAHUE UCTAIBHBIX OTAEI0B KOHEYHOCTEH.

Hapywenus co cmopoHbl ObIXamenbHOU CUCTEMbl, OP2AHOB 2PYOHOU KIeMKU U CPeOOCMeHUs.:
4acTo - HOCOBOE KPOBOTEUEHHE, PUHOPEs; HEYaCTO - THEBMOTOPAKC, KPOBOXApKaHbE,
OpoHXHaabHas acTMa, OJbIIIKA NPH (HU3UIECKOH Harpy3Ke.

Hapywenus co cmopombl 3ceny00uHO-KUMe4Ho20 mpakma.: 04€Hb 4acTo - Auapes, pBoTa,
TOIIHOTA, CTOMATHT (B TOM YHCJIE SI3BEHHBIN ), 00N B )KHBOTE; 4acToO - 3a1op, 001M B
SMMTacTPMH, AUCTIENCHUS; HEYACTO - KMILEYHAs HEMPOXOAMMOCTb, aCLIUT, SHTEPHUT, Aucharus,
60JIb BHU3Y KMBOTA, IUCKOM(DOPT B )KMBOTE, FacTpod3odareansHas pedrokcHas 601e3Hb,
KpOBb B CTYII€.

Hapywenusi co cmopoHbl neveHu u icenieblé00AuUx nymeti: 4acto - U3SMEHEHHE
(GYHKIMOHAIBHBIX TECTOB IIEUEHHU; HEYACTO - JKEITyXa.

Hapywenus co cmopoHbl KOXCU U NOOKONICHBIX MKAHell: 04eHb YacTo - J1aJOHHO-TI00LIBEHHbINA

CHHZAPOM (MIAPECTe3MH, OTEK, TUIEPEMHU, LLIETYIIEHHE KOXH, 00pa3oBaHKe BOJIABIPEN; B XOA€
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TOCTPErHCTPALMOHHOrO IPUMEHEHHS ObLIO BBIABJIEHO, YTO MEPCUCTUPYIOLMIA I TSDKEIbII
NaJIOHHO-TIOOIIBEHHBIN CHHAPOM (CTENEHb 2 U BbILIE) MOXKET BIIOCIEICTBHH MPUBECTH K
yTpaTe OTIEYATKOB NaIbLEB), IEPMATHT; YaCTO - TUNEPIIMIMEHTALHS KOXKH, MaKy/IApHas ChbIllb,
ChINb, HAPYILIIEHUE IMTMEHTALMH KOXKH, aIOMENHUs, IPUTEMA, CYXOCTh KOXKH; HEYacTO - BOJIBIPH,
SI3BBI KOJKH, KPalMBHUIIA, JIAJOHHAS SPUTEMA, OTEK JIMIA, TypIypa. Y MeHee 4eM 2% NalueHTOB
B 7 3aBEpIICHHBIX KIMHUYECKHX HccaenoBaHusax (N=949) coobuanocs 0 TpelrHax KOxH, 1o
KpaitHell Mepe, IPE/ION0KHUTENLHO CBSI3aHHBIX C Tepalntel KaneuuTabuHOM.

Hapywienus co cmoponbt KOCMHO-MbIWEUHOU U COCOUHUMENbHOU MKAHU. 9acTo - 60IH B
KOHEYHOCTSIX, 00JIM B CIIMHE, HEYacTo - OIyXaHHE CYCTaBOB, OO B KOCTAX, 6oy B 00;1aCTH
JIMIA, CKOBAHHOCTb, MBILIIEYHAs C1ab0CTb.

Hapywenus co cmopoHsl NoOueK u MO4egbl800AuUX nymetl: HEYacTo - THAPOHEPPO3,
HeJepXKaHUe MOYH, FeMaTypHs, HUKTYPHs, NOBbILIEHHE KPEATUHHHA B [J1a3Me KPOBH.
Hapywenus co cmopoHbl N0J08bIX 0P2AHOB U MONOYHOU diceNe3bl. HEYaCTO - BArHHAIIbHBIC
KPOBOTEYEHHUS.

Obwue paccmpoiicmea u HapyweHus 8 mecme 66e0eHus; 04€Hb 4aCTO — YTOMIIIEMOCTB,
COHJIMBOCTB; YaCTO - nepudepruueckne 0TeKn, HeIOMOraHus, 601b B rpyau, JMX0OpaIKa,
c1ab0CTh, aCTEHHS; HEYACTO - OTEKH, 03HOO, IPHUIIIIONO0OHBIH CUHAPOM, APOXKb, IIOBLILIEHHE
TeMIIepaTypsl Telna.

Brusnue na pe3ynomamol 1a60pAMOPHbIX U UHCIMPYMEHMANLHBIX UCCIE008AHU: YaCTO -
runepOmInpyouHEeMuUs.

Creyrolye HesxeaaTeIbHbIe PEaKIUH SBIAIOTCS MPOABICHUAMHE TOKCHYHOCTH, H3BECTHBIMU
U1 Tepanuu GTOPIUPUMUANHAMHE; COOOINAIOCh, 110 KpaiHeH Mepe, 0 KOCBEHHOM CBSI3U MEXY
pa3sBUTHEM TAaKUX PEaKLHMil ¥ IPUMEHEHHEM KaneuuTabuHa y MeHee yeM 5% NauueHToB,
y4acTBOBABILIMX B 7 3aBEpIIEHHBIX KIMHHUUYECKUX HccaenoBaHuax (N=949):

HApYUeHUusl Co CMOPOHbL HCeNYOOUHO-KUUEUHO20 MPakma. CyXoCTb BO PTY, METEOPU3M,
HEKeJIaTeNIbHbIE PEAKIMHU, CBA3aHHbIE C BOCIIAIEHUEM/U3bI3BICHUEM CIIM3HCTHIX 000710Y€K,
TaKue Kak 330()arut, raCTPUT, AYOJCHHUT, KOJIUT, KeITyJ0YHO-KHIIEYHOE KPOBOTEUCHHE,
HApyueHUsl CO CMOPOHbL CepOeyHO-COCYOUCMOTE CUCMeMbl. OTEKH HHKHUX KOHEYHOCTEH,
KapMaJIrus, BKJIK0Yasi CTEHOKAp/HIO, KapAMOMUONATHs, MLIEMHUs MUOKap/ia, HHGApKT
MMOKap/ia, Cep/ieyHasi HeJ0CTaTOYHOCTh, BHE3AIHas CMEPThb, TaAXUKAPAUs, Ha/DKEIyI0UYKOBbIE
apUTMHUH, BKITFOYast GUOPHIUILINIO IIPEeCEePANH, KTy J0YKOBBIE DKCTPACHCTOIB;

HapyweHus co CMOpPOHbL HEPBHOLL CUCHeMbl. HapyLIEHHE BKyCa, 0ECCOHHHULA, CyTAHHOCTh
CO3HaHMA, dHIEDATONATHS, CHMITOMBI MO3)KEUKOBBIX HAPYLIEHHUH (aTaKkCHsl, IU3apTPHs,
HapylLleHNHe PaBHOBECUS M KOOPAUHALIUH);

HapyweHus Co CMopOoHbl NCUXUKU. OCTIPECCHUS;
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ungexyuonnvie u napasumaphule 3a601e6anus; AHYEKIUMOHHbIC OCIIOKHEHHUS, CBA3AHHbIE C
MHENOCYyNpeccHeii, ocabaeHneM HMMYHHTETa W/ WM MyKO3UTOM, TaKHE KaK MECTHBIC H
aTanbHble cUCTeMHble HHdeKMH (6aKTepHaIbHOI, BAPYCHOH MM rPUOKOBOM 9THONOTHH) 1
CEeTICHC;

HapYWeHUs CO CMOPOHbL KPOBU U TUMPaAmMu4ecKo cucmemsl. aHeMus,
MHEJIOCYNPECCUS/TTaHIUTOTIEHHUS

HapyWeHust CO CMOPOHbL KOJICU U NOOKONCHIX MKaHel: 3yJl, 09aroBOe METYIIEHHE KOXKH,
TUNIEPIIATMEHTALMSA KOKH, M3MEHEHHS HOTTeH, peakiii HOTOCEHCHOMIN3ALHH, JIy4eBOH
JepMaTHT;

HapyweHus Co CMopoHbl OP2aHa 3peHus; PasipakeHue rias;

HapYWeHUs, CO CMOopOHbL ObIXAMENbLHOU CUCMEMbL, OP2AHOE 2PYOHOU KIeMKU U CPeOOCIEeHUA:
OJBIILIKA, KaIleJIb;

HAPYWEHUS. CO CMOPOHbL KOCMHO-MbIUEYHON U COOUHUMENbHOU MKAHU.: APTPAITUs, MHAIITHS,
00J1b B CITHHE,

obuwue paccmpoticmea u HapyuieHus 8 mecme 6eederus. 601b B Ipyau (HEKapAHalbHOM
9THOJIOTHH), 60/Ib B KOHEYHOCTSX.

IIpumenenue kaneyumabuna 6 KOMOUHUPOBAHHOU Mmepanuu

[Ipoduiib Ge30MacHOCTH He OTINYAJICS PH Ha3HAYEHUH 110 Pa3IMYHBIM MIOKa3aHHUSIM U [IPH
pa3IMYHBIX KOMOMHALMAX, OZTHAKO HEXEIaTeIbHbIE PEAKLIMH, I€PEUNCIICHHBIE ITPHU
MOHOTEpANUH, MOTYT HabJII0AaThCsl ¢ GOMIbIIIeH YacTOTOH NP IPUMEHEHUH KaneuuTabuna B
KOMOMHUPOBaHHOM TepanuH.

Huske npeacTaBieHbl HeXXenaTenbHble peakLnH, KOTOPble HaOII0AaIUCh JOTIOHUTENBHO K
TAKOBBIM IIPY MOHOTEPAIINH:

unGhexyuonnwle u napazumaphvle 3a601€6aHUS. 9aCTO - KAHAK/03 CIU3UCTON 000I0UKH
POTOBOIA MOJIOCTH, OMOSICHIBAIOLIHIA Iepriec, HHMEKINH MOYEBBIBOIAIINX ITyTeH, MHEKINH
BEPXHHX JBIXaTENIbHBIX MyTeH, PUHUT, TPUIII, HHPEKIHMS, TEPIIEC MIOJOCTH PTa;

HapYWeHUA CO CMOPOHbL KPOBU U TUMPAMUYECKOU CUCeMbl. 0UYEHb 4acTo - HEMTponeH s (B
TOM YHCJIe HEUTpONIEeHHs 3-4 CTENEHH, aCCOLIMMPOBAHHAS C TOBBILIEHUEM TEMIIEPATYPHI TeIa
Boimie 38°C), aneMusi, TpOMOOLMTONEH S, JeiKkoneHus, GedpunpHas HEUTPONEHHUS, 4acTo -
MUEIIOCYTIPECCHS;

HapYUEeHUs. CO CMOPOHbL UMMYHHOU CUCMEMbl. YaCTO - TIOBBIIEHHAS YyBCTBUTEIbHOCTD;
HapyueHusi Co CMopoHbL 0OMeHa Beuyecme U NUMAaHUs. OYEHb YacTO - CHU)KEHHE MacChl Tela,
CHIDKEHHE alllIeTUTA; YacTO - TUIIOKATHEMHS, THIIOHATPUEMHSA, THIIOMarHUEMHS,
TUIOKAIBIIMEMHUS], THIIEPIIIMKEMHUS;

HapyweHUs. Co CMopOHbL NCUXUKU. 4aCTO - PACCTPONCTBA CHA, TPEBOTa,
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HapyWenus cO CMOPOHbI HEPEHOU CUCMeMbl: OYCHDb YaCTO - IAPECTe3Usl, AUCTeB3Hs, IOJIOBHAA
6onb, nepudepuueckas Heliponarus, nepudepuyeckas CeHCOpHas HeWpornaTys, AU3eCTe3us,
9acTo - HEHPOTOKCUYHOCTh, TPEMOP, HEBPAIITUs, THIIECTE3NU,

HapyWenUs co CMOPOHbL OP2aHa 3peHus: 0YEHb YacTo - CIIE30TE€UECHUE; 1aCTO - HapyIICHUA
3peHusl, CyXOCThb, 60JIb B I71a3aX, HEYETKOCTb 3PUTEILHOIO BOCIIPUATHS;

HapyweHus co CMopOHbl OP2aHa CAYXA U 1abupuHmHbsle Hapyuwienus. 1acTo - 3B0H B yIlax,
TYTOYXOCTb,

Hapywienus co CmopoHbsl cepoya: 4acto - GuopuIIALHs peacepaun;

HaPYWeHUs CO CMOPOHbL COCYO08: 0UEHb YacTo - TPOMO03/5MO0IIHS, OBBILIEHHE
apTepuanbHoOro aasieHus (AJl), OTeK HMKHUX KOHEYHOCTEH; YacTo - THNEPeMHUs], CHUKEHHE
apTepHalIbHOTO JaBJIECHMs, TUIIEPTOHUIECKUI KPH3, «TIPUITHBBDY, ¢hnedur;

HAPYUWeHUA CO CIOPOHbL ObIXAMETbHOU CUCEMb, OP2AHO8 2PYOHOU KIemKU U cpeoocmeHus.:
OUeHb YaCTO - AU3ECTE3Hs [TIOTKHU, 60JIb B TOpIIE; 4acTO - HOCOBOE KPOBOTEUEHHE, NUC(OHHS,
pUHOpes, UKoTa, 60JIb B IVIOTKE U TOPTAHH;

HapyWeHUs CO CMOPOHbL HCeNyOOUHO-KUUEYHO20 MPaKkma: 04eHb 4acTo - 3a1op, AUCIENCHs,
4acTo - KPOBOTEYEHHE M3 BEPXHHUX OT/EJIOB XKEJTy0YHO-KHIIEYHOr0 TPaKTa, s3Bbl B [10JOCTH
pTa, FaCTPUT, B3yTHE KUBOTA, racTpod3odareansHas pedokcHas 601e3Hb, 6071b B I10JI0CTH
pra, gucdarus, KpOBOTEYEHHE U3 IPAMOM KHILIKH, 00J1b BHU3Y XKUBOTA, JU3€CTE3Hs, 1apeCTe3Us
Y TMnecTe3us B 001acTH pTa, AMCKOMPOPT B KHUBOTE,;

HAPYWeHUs. CO CMOPOHbL NEYEHU U JCEUe8blB00AUUX NYymell. YacTo - HapyLIeHHe QyHKIHUH
MIEYCHHU;

HapYWeHUs: CO CMOPOHbL KOJCU U NOOKOJICHbIX MKaHell: OYEHb 4acTo - aloneuHs, U3MEHEHHe
HOI'TEH; Y4acTO - TUIIEPTUAPO3, IPUTEMATO3HAS ChIllb, KpAlIMBHHUIIA, HOYHAS MIOTIMBOCTD;
HapYWweHus CO CMOpPOHbl KOCMHO-MbIUWEYHOU U COEOUHUMENbHOU MKAHU. OYeHb 4acTo -
MUAJITHsl, apTpaIrus, 601b B KOHEUHOCTSX; YaCTO - 00JIb B YEIIOCTH, MBIILICYHBIE CIIA3MBI,
TPHU3M, MblIlIEUHas c1ab0CTh;

HApYWeHUs: CO CIMOPOHbL NOYEK U MOYEBbIEOOAWUX Nymel. YaCTO - TEMATypHsl, IPOTCHHYPHA,
CHI)KEHHE KIIUPEHCa KpeaTHHHHA, JU3ypHs;

obwue paccmpoticmea u HapyuieHus 8 Mecme 86e0eHuUs.; OUEHb YacTo - C1ab0CTh, BSIIOCTb,
MOBBILIEHHASA YyBCTBUTEIBHOCTh K BBICOKMM U HU3KHM TEMIIEpATypaM, YacTo - IMXOpaaKa,
6011, BOCIIAJIEHHE CIIM3UCTON 000J09KH, 03HOO, 60JIb B Ipy/IH, TPUIINIONOA00HBIH CHHAPOM,
KPOBOMOATEKH.

B KIMHHYECKHX HCCIIEI0BAHUAX U B IOCTMAapKETHHIOBOM IIEPHO/IE PErMCTPUPOBAIUCH CITydan
MEeYeHOYHOM HEJOCTATOYHOCTH U X0JIeCTaTHUECKOro renatura. I[pyuuHHO-ClI€ACTBEHHAS CBSA3b

C MpUEMOM KaneuuTa6nHa HE€ YCTaHOBJICHA.
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IIpu Tepanuu KaneunTabuHOM B KOMOMHALMH C APYTHMH XHMHOTEPANEBTHICCKIMH
npenapaTaMu 4acTo (HO MeHee ueM y 5% MalneHTOB) CO00IIAIOCH O CIydasX peaKUui
TUIIepUYBCTBUTENBHOCTH (2%) 1 HuteMun/uHdapkTa muokapaa (3%). Himwke npeacrasiena
MH(OpMaLKs 110 OTAEIBHBIM HEXeEJAaTeIbHBIM PEaKLHAM.

Huapes

Juapest Habmonanace y 50% nauueHToB B X0J1€ T€paniu kaneuuTabuHoM. B pesynbrare mera-
aHanu3a 14 KIMHUYECKUX MCCiIel0Banui, BKIroyaBIux 6onee 4700 manueHToB, MOIy4aBIIHX
Tepanuio KaneuTabuHoM, ObUIH BBIABJICHBI KOBAPHAThI, KOTOPBIE CTATHCTUYECKH
ACCOLMMPOBAHCEH C YBEINYEHHEM PHCKA PA3BUTHS THapeU: YBEINYCHHE HaYalbHOM 103b1
KanenuTabuHa (B rpaMMax), yUTMHEHHE UCCIIElyeMOro nepHo/ia Tepanuy (B Heaelsx),
yBeIMueHHue Bo3pacta (Ha Kaxple 10 et) 1 sxeHckui non. KoBapHarsl, CTaTHCTHIECKHU
ACCOLIMMPOBABILMECS C YMEHbIUEHHEM PUCKA Pa3BUTHSA MAPEH: YBETUUYEHNE KyMYISTHBHOM
10361 Kareutabuua (0,1 *Kr), yBelTuueHHe OTHOCHTEIbHOH HHTEHCHBHOCTH J103bI B IIEPBBIE 6
Hezienb Tepanuu (M. pasaen «Ocobble yKazaHHUs»).

Kapouomokcuurnocmv

B pesynbTate aHanu3a npoduiist 6€30MacHOCTH CeMH KIMHMYECKMX MCCIIEI0BAHUMI NIPH y4acTHH
949 manMeHToB, NOJYYaBLIMX KalleUUTaOUH B Ka4eCTBE MOHOTEPAIMH, ObLIN BbIABJIECHBI
cleyIOIIME HeXenaTelbHble peakuuy (yacrora menee 0,1%): kapanomMuonaTus, cepAeyHas
HE0CTATOYHOCTb, BHE3AMHAs OCTAHOBKA CEPALA U XKEJIYA0UKOBask IKCTPACHCTOMUS (CM. pasfien
«Oco0Oble yKa3zaHUAY).

Onyeganonamus

DHuedanonatus TakKe acCOLMUPOBAIACH C TPUEMOM KaneluTabuHa B KaueCTBE MOHOTEPAIHH
(gacrora menee 0,1%).

Heswcenamenvhole peakyuu 6 0Co0b1X KTUHUYECKUX 2PYNNAX

ITayuenmel nodcunozo eospacma

B xoze ananu3sa npoduiis 6€301aCHOCTH y ITAllMEHTOB B Bo3pacTe 260 JIeT, 0Iy4aBIInX
KarnenuTabuH B KOMOMHALIMHU C OLETAKCENIOM, a TAKXKE B KaueCTBE MOHOTEPAIUH, ObLI0
BBIABJICHO yBEJIMYEHHE YHCIIA CePhE3HBIX HEXEIaTeIbHBIX PEAKIUM U HEXEIaTeIbHbIX PeakIni
3 ¥ 4 cTEneHU TOKCUYHOCTH, CBSI3aHHBIX C JIEUEHUEM, 110 CPABHEHHIO C NALIMEHTAMU B BO3pacTe
<60 ner. ITanuenTsl B Bo3pacte >60 JeT, Mojay4yaBLIMe KaneuuTabuH B KOMOMHALIMH C
JIOLIETAKCEIOM, TAKXK€e paHbllle BRIOBIBATH U3 UCCIIEIOBaHH BCIIEACTBUE PA3BUTUSA
HEXXENAaTeNIbHBIX PEaKLMii, 10 CPABHEHHUIO C MaLMeHTaMu B Bo3pacte <60 siet. B pesynbrare
MeTa-aHaIM3a 14 KIMHUYECKUX HCCiIenoBaHuid npu yuactuu 6osnee 4700 nauueHTos,
TOJYYaBLIMX KaNeUUTaOuH, ObIIO BBIABICHO, YTO C yBEIMYEHHEM BO3pacTa NauueHTa (Ha

kaxzple 10 JIeT) MOBBILLIAICS PUCK PA3BUTHUS JIaJOHHO-TOJAOIBEHHOIO CHHAPOMA U ANAPEH, B TO
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BpeMs KaK PUCK Pa3BUTHs HEHTPOIIeHHH, Ha060poT, cHuxkaics (cM. pasaen «Crocod
MPUMEHEHHS U 1035I»).

B pesyibTaTe MeTa-aHaIM3a 14 KIMHMYECKHX HCCIIeN0Banui pu yyactun 6oiee 4700
MALHEHTOB, IOJYYaBIIMX KaleuuTabuH, ObII0 BBIABIEHO, YTO Y [ALMEHTOB XKEHCKOTO 110J1a PUCK
Pa3BUTHS JIAJOHHO-II0OUIBEHHOTO CHHAPOMA M IMapeu ObLT BBILIE, B TO BPEMs KaK PHCK
pa3BUTHS HEUTPONEHHH, HA0OOPOT, CHUKAJICA.

ITayuenmul ¢ noweunoti nedocmamourocmuio (cM. Takoke paszensl «Crocod npuMeHeHns U
103b1», «Ocobble yKa3zaHUA»)

B xoe aHanu3za npoduist 6e30MacHOCTH Yy MAlMEHTOB C MOYEYHON HEJ0CTATOYHOCTBIO,
TMOJY4aBIIMX KaneluTabuH B Ka4ecTBe MOHOTEpAIMH (KOJIOPEKTaIbHBIH Pak), ObUIO BBIBICHO
yBEJIMYEHHE YaCTOTHI PA3BUTHS HEXKENATENIbHBIX peakuui 3 U 4 CTeneHn TOKCHIHOCTH 110
CPaBHEHMIO C MALMEHTaMK ¢ HOpMaIbHOH (yHKuMeln noyek (36% (n=268) nauneHTos ¢
HOpMaJIbHOM (QyHKIMEH MoYeK 110 cpaBHeHHIO ¢ 41% (n=257) nauueHToB ¢ MoYe4HON
HEJ0CTATOYHOCTBIO JIETKOH cTeneHu U 54% (n=59) nalunueHToB ¢ MOYEUHOH HEJOCTATOUYHOCThIO
cpenneit crenenu) (cMm. paszuen «Papmakonoruyeckue cBoicTsay»). Cpeau nauueHToB ¢
MOYEYHOI HeJOCTATOYHOCTBIO CPEIHEN CTeneH! Hanboee yacTo oTMeyancs GakT yMEHbIIEHUs
10361 Kanenurabuna (44%) 10 CpaBHEHHIO C MALMEHTaMH ¢ HOPMaJIbHOH (QyHKIMEH nouek
(33%) ¥ manMeHTaMH C IOYEYHON HeJOCTATOYHOCTBIO JIETKoi crenent (32%). OTMeyanocs
TaKXKe yBeTM4YEeHHE KOIMYECTBA ALIMEHTOB, BBIOBIBIIMX M3 MCCIIEIOBAHMS HA PAHHUX CTaUsAX
(21% nauueHToB, BHIOBIBIIMX U3 UCCIIEI0BAHMs B TEYEHHE IIEPBBIX JBYX LIMKIIOB) I10 CPABHEHHUIO
C MalMeHTaMU ¢ HOpMaIbHOM QyHKIHeH movek (5%) U mauueHTaMH ¢ I0YEe4YHOH
HEI0CTaTOYHOCTBIO Jierkoi crenenu (8%).

H3zmenenus co cmoponst 1a60pamoprulx nokazamenei

CHibKeHMe Yuclia HeUTpO(HUIOB, CHUKEHUE YHCIIa IPaHyI0UMTOB, CHU)KEHUE YHCIa
TUMQOLMTOB, CHIXKEHHE YKUCIIa TPOMOOLIMTOB, CHI)KEHHE IeMOII00MHa, THIEpOUIMpyOHHEMHS,
TMOBBIIIEHHE aKTHBHOCTH anannHaMuHoTpancdepassl (AJIT), acmapraramMuHoTpancdepassl
(ACT), wenouno#t pocdaTassl, TUNIEPKPEaATUHUHEMHUS, TUIIEPITIMKEMHMSL, TUIIO0-
/THTIEpKAIbLINEMHUS], THIIOHATPUEMHUS, THIIOKATHEMHS.

Iocmpezucmpayuonnoe nabniooenue

Bo BpeMsi IOCTMapKETHHIOBOT'O IIPUMEHEHNUS KarnenuTabrHa 0OHapy»KeHbI CIeAyIoLIne

HEXKEJIAaTCIIbHBIC PCAKIIUU

Cucrema Opran Knace Hesxenate/bHas peakums YacroTa

Co CTOpOHBI IIOYEK U OcTpas noyeyHas HeOCTaTOYHOCTh, Kak |Peako

MOUYEBBIBOAAIINX MyTEH CJIE[ICTBUE JETUAPATALIMH, B TOM YHCIIE C
rnera.nbm:m HCX0JIOM
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Co CTOpOHBI HEPBHOU Toxcuyeckas jelkodHuedanonaTus HacToTa Heu3BeCTHa
CHCTEMBI
Co CTOpOHBI [1€YEHH U [leyeHoyHass HEAOCTATOYHOCTD, OueHb penKo
DKEJTYEBBIBOIAIINX IyTeH X0JIECTaTUYECKUM I'elaTUT
Co CTOpOHBI KOXKH U Koxxnas ¢popma KpaCHON BOJIYaHKH, OueHb peaKo
OIKOXHBIX TKaHEH TaKKe TsDKeJble KOJKHBIE PEaKIMK Kak
cunapom CtuBeHca-/[>KOHCOHA U
TOKCHYECKHH dMUAEPMaTIbHBIA HEKPOJIU3
Co cTopoHb! oprana 3peHust  [CTEHO3 CI€3HOr0 KaHalbla OueHb peaKo
HEYTOYHEHHBIHN; IIOPaKEHUE POrOBHUILBI,
BKJIIOYAs KEPaTUT
ToueuHblil KepaTHUT Penxo
Co cTopoHBI cepala U OubpuuIALMs XKeTyJ04KOB; yAIHHeHHe [Pesko
COCYZOB uHTepBana QT; apuTMHA XKenya0YKOBas
TaXMCUCTOINYECKAs TUIIA «ITHPYIT»,
Opaaukapaus; Ba3ocrasm

Bo3zoeiicmeue npenapama npu 0pooieHuu unu pazniamvléanuu mabremox

B ciyuae apo0ieHus 1K pasnamMbplBaHus TabIeTOK KaneunTabuHa HabaoATMCh ClIeyIoLHe
HeKeJaTeIbHbIE PEAKIMU: Pa3ipakeHHe a3, OTeK BeK, KO)KHas ChIIlb, F0JI0BHas 00Jb,
napecTesus, Juapesi, TOUHOTA, pa3ipakeHHe CIM3UCTOH 000I0YKHM XKeTyaKa, pBOTa.
ITepeno3upoBka

Cumnmomvl  ocmpoil nepedo3uposku: TOUIHOTA, pPBOTA, [IHApes, MYKO3MT, pa3[ApaKeHHe
KEJTyJOYHO-KHIIIEYHOT0 TPaKTa, KPOBOTEUEHHUE, YTHETEHHE QYHKIHMH KOCTHOTO MO3ra.

Jleuenue: craHpapTHble Je4yeOHbIE M MOAAEPKHMBAIOLIME MEAULIMHCKHE MEPONpPHUATHS,
HaIpaBJIEHHbIE Ha KOPPEKLHMIO KINHHYECKUX CUMIITOMOB H NPEAYTPEXIEHHE UX OCIOKHEHUH.
B3zauMoaeiicTBHe ¢ APYTUMH JIeKAPCTBEHHBIMH CPEACTBAMHM

AnmuxoazynsaHmol KyMapunosoz2o psaoa

V nauueHToB, MPUHUMABIINX KaleUTabuH 0JJHOBPEMEHHO C aHTUKOArYJITHTAMH KYMapHHOBOTO
psaga (BapbapuH U (EHIPOKYMOH), COOOWIANOCh O HAapyIIEHMAX IOKa3aTesed CBEPThIBAHHS
M/WJIH KPOBOTEYEHUAX Yepe3 HECKOIBKO AHEH MM MECSILEB OT Hayala Tepalnuy KaneuuTabutom,

a B HECKOJIBKHX ClIy4asX - B TCUCHHUE OAHOT0 MECALa I10CJI€ €€ 3aBECPIICHHUA.
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B HcClleJOBaHIH 1eKapCTBEHHOTO B3aMMOIEHCTBUS I10C]Ie OHOKPATHOTO BBEJEHUs BapdapuHa
B gno3e 20 wmr kameumtabun ysemuumwn AUC S-apdapuna Ha 57%, a BEIHYHHY
MEKIYHApOITHOro HopmanusoBaHHoro ortHomenus (MHO) - na 91%. CormacHo naHHBIM
pe3yabTaTaM MOXKHO NPEAIIONOXUTh B3aMMO/ICHCTBUE aHTUKOArY/ITHTOB KYMapHHOBOTO psja ¢
npermaparom KaneuuraGus 3a cder moiaBineHus uzodepmenta P450 2C9 mox BiMAHMEM
KarenurabuHa.

VY [alMeHTOB, OJHOBPEMEHHO NMPHHUMAIOLIMX KAaleMTa0MH W aHTUKOATyJIAHTbl KyMapHHOBOI'O
psla, HEOOXOMMMO TIUATENbHO CICAUTh 3a MOKA3aTe/NAMHM CBEPTHIBAHUS (IPOTPOMOMHOBOE
Bpems win MHO), 103y aHTHKOArynsHTa cjleayeT MOAOUpaTh B COOTBETCTBHU C ITHMH
NIOKa3aTeIAMH.

Cyb6cmpamer yumoxpoma P450 2C9

CrienMalbHBIX MCC/IE[0BAHUM JIEKAPCTBEHHOIO B3aMMOJCHCTBHS KameuurabuHa ¢ APYTMMH
npenaparamy, MeTabonusupyromumucs usodepmentom 2C9 cucremsl muToxpoma P450, He
nposoauiocsk. Ciexyer cobrogaTh OCTOPOXKHOCTb INPU HA3HAYEHHM KaneuuTabuHa BMECTE C
TUMH IperapaTamH.

DenumouH

[Ipy OAHOBpPeMEHHOM IpHeMe KameuuTabuHa M (EHUTOMHA CcOOOIIANOCh 00 yBEIMYEHHH
KOHLIEHTPALUK TMocieaHero B Iu1a3me. CneuManbHBIX HMCCIEJ0BAHMH MEXIEKApCTBEHHOTO
B3aMMOJIEHCTBUS KarneuuTabruHa U GeHUTOMHA He MPOBOAMIOCH, OAHAKO MPEANOIAraeTcs, YTo B
OCHOBE MEXaHH3Ma B3aUMO/IEHCTBHS JIEXKUT noasieHue uzopepmenta P450 2C9 nox Biusauem
KaneuuTabuHa (CM. BBIIE «AHTHKOAryJsiHTBl KyMapHHOBOIO psaa»). Y IaLMEHTOB,
MOJYYalOIIMX  OJHOBPEMEHHO (eHUTOMH M  KamneuutabuH, HeoOXOAMMO  pEryisipHO
KOHTPOJIMPOBATh KOHLIEHTPALMIO (HEHUTOMHA B IJIa3Me.

Anmayuowl

[Tpu oueHke papMaKOKHHETHYECKUX [TapaMeTPOB KaneuuTabuHa pu 0OJHOBPEMEHHOM IIPHEME C
aHTAlWAaMH, COAEPXKAL[MMHU AaJIOMMHHMS THIPOKCHA M MarHus THIPOKCHI, OTMEYEHO
HeOOJIBIIIOE MTOBBIIICHHE KOHIEHTPALUN Kaneuutabuna u oxHoro u3 merabonuros (5'-APLT) B
nnasme kpoBu. Ha Tpu ocHOBHbIX Merabonuta Kaneuutabuna (5'-JOYP, OV u OBAJI)
UCCIIeyeMble CPEICTBA BIMSHUS HE OKa3bIBAIIH.

Annonypunon

Crnenyer u3beraTb OJHOBPEMEHHOIO IpHeMa a/UIONypHHOJIA H KaleluuTabuHa, IOCKOJIBKY
BO3MOXXKHO  CHWeHue d3ddexkTuBHOCTH  QTOpypauuia  BCIEACTBME  B3aUMOJCHCTBHUS
dbropypanuia ¢ alIonypHHOIOM.

Hnmepghepon anvpa
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MakcHManbHO MepeHocHMas 103a KarneuutabuHa B KOMOMHALMK ¢ uHTepdepoHom 2-ambda (3
MEX/IyHAPOIHBIX MJIH-EIMHULBI/M? B CyTKH) coctaBuaa 2000 MI/M? B CYTKM, B TO BpeMs KaK
MakCHMaJIbHO IepEeHOCHMas 103a KarmeuuTaOuHa B KauecTBe MOHOTepamuu coctasuna 3000
Mr/M? B CYTKH.

Jlyuesas mepanus

MakcHManbHO MepeHocHMas [03a KaneuntabuHa B KOMOMHAUMM C JIyd€BOW Tepamnuei mpu
JIeYeHHH NALMEHTOB ¢ PAKOM IPAMOM KUIKK cocTaBuia 2000 MI/M? B CYTKH (IIpM HENPEPHIBHOM
peXuMe Teparui WM [PU PeXHME Tepaluu C IOHEJENbHUKA M0 NATHUIY W 6-TH JHEBHOM
Kypce JTy4eBOil Tepanuu), B TO BpeMs Kak MaKCHMAJbHO NepeHOCHMas /1032 KareuurabuHa B
KadecTBe MOHOTepanuy coctaBuia 3000 Mr/mM* B CyTKM (MHTEPMUTTHPYIOLLHI PEXUM).

Kanvyus ghonunam (Jletikosopun)

Kanpuus osnuuar He BiauseT Ha (apMaKOKMHETHYECKHE CBOMCTBA KameuuTabuMHa M €ro
meTtabonuToB. OQHAKO, BO3MOXHO yCHJIEHHE TOKCHYECKOro 3¢dexra kxameuuTabuHa 3a CYET
BIIMAHUSA Kalblus GojMHaATa Ha papMaKoJUHAMHKY KareluuTabuHa.

Copugyour u e2o ananozu

B nurepaTypHBIX HCTOUHMKAX ONMHUCAHO KJIMHUYECKH 3HaYMMOE JIEKapCTBEHHOE B3aUMO/IEHCTBHE
copuByanHa U OV, B 0OCHOBE KOTOPOro JIEXHUT MHrHOupyromui 3¢ dexr copuyauna Ha JIIJ.
VKa3aHHOE B3aMMOIEHCTBHE MOXET MPUBOAUTH K (aTaTbHOMY YCHJIEHHIO TOKCHYHOCTH
dropnupumuarHoB. I[loaToMy He ciemyeT Ha3HayaTb KaneuuTabMH OOHOBPEMEHHO C
COPHMBYAMHOM HJIM €r0 CTPYKTYPHBIMH aHayioramu Tuna OpuByauHa. Cremyer cobmonaTh Kak
MHUHMMYM 4YeTBIpEXHEEebHBI UHTEePBaT MEXy OKOHYAaHMEM TEpalMyd COPHBYIMHOM MM €ro
CTPYKTYPHBIMH aHaloraMu (BKIIOYas OpHMBYIMH) M HayajaoM JIEUEHHS KareluHTaOMHOM.
Oxcanunnamun

KiimHuYeckn 3HAYMMOM pa3sHMIBI B OKCIO3MLMM  KaneuuTabuHa MIM  MeTaboIuTOB
OKcalMIUIaTHHAa (CBOOOZHOM IIaTHHBI MJIM OOWIEH TIUIATHHBI) TNPH KOMOMHHUPOBAHHOM
NPUMEHEHNH KaneuuTabiHa U OKCAIUIIIATHHA, HE3aBUCHMO OT IIPUCYTCTBUSA OeBanu3ymada, He
OTMEYEeHO.

besayusymab

Knunndecku 3Haunmoro >¢dexra 6eBaunsymada Ha papMaKOKMHETHKY KarneuuTabrHa WM €ro
MeTaboIUTOB HE OTMEYEHO.

Oco0ble ykazanus

[ToGouHbIMM peakuusiMH, OrpaHHYMBAIOLIMMH 03y Ipernapara, SBIAOTCA Auapes, 0onbp B
’KUBOTE, TOILIHOTA, CTOMaTUT U JIa[IOHHO-TI0{OLIBEHHBIN CHHIPOM.

Heo6x0auMo POBOAUTE TIATEIbHBIH MEAULIMHCKUI KOHTPOJIb 32 MPOSABIEHUAMH TOKCUYHOCTH

Yy NaUEHTOB, NMOJYYArOUIUX TEPANTUIO KaneuuTabnHOM.
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BOBIIMHCTBO HEXeNATeIbHBIX Peaklnii 0OpaTHMBl U He TPeOyIOT MOJIHOM OTMEHBI Ipernapara,
XOTS MOXET BO3HMKHYTh HEOOXOAMMOCTh B KOPPEKUMH [03bl HIM BPEMEHHOW OTMEHE
npenapara.

Jluapes: neveHue KaneuMTaOMHOM MOXKET BBI3BaTh AMApelo, MHOraa Tsokenyro. IlamueHToB ¢
TSDKENOH quapeeit cieayeT TIaTeNbHO HaOII0AaTh, @ IPU PA3BUTHH JIETHAPATALMH HEOOXOUMO
MPOBOAMTh ~ PErMAPATALMIO M BO3MELUGHME MOTepu  571eKTpoanToB.  CraHaapTHbIE
NPOTHBOAMAPENHbIE Ipenapathl (HampuMmep, JIONEpaMuI) CJeAyeT Ha3HayaTh Kak MOXKHO
paHple O  MeOMUMHCKMM  mokasaHusM. CormacHo  kpurepusaM  HauuonanbHOro
onkonoruyeckoro uacrtutyra Kanaasl (NCIC CTC, Bepcust 2) auapes 2 CTENEHH ONMpPeaeseTcs
KaK yyallleHHe CTyna 10 4-6 pa3 B CYTKH WJIH CTyJ] B HOYHOE BpeMsd; AuMapes 3 CTENEHH - KaK
yualeHue cTy/a 10 7-9 pas B CYTKH MM Heep)aHHe H CHHAPOM ManbabcopOuuu; nuapes 4
CTEINEHH - KaK ydauieHue cryna 10 10 u 6onee pa3 B CyTKH, NOSABIEHUE BUAMMOM KPOBH B CTYJIE
WIM HeoOXOJMMOCTh IapeHTepalbHOM MoanepxuBaolei Tepamuu. IIpu HeobXoaumocTH
cleayeT YMEHBIIMUTh 03y npenapara Kaneuntabu.

Jezudpamayus', neruapatanuio CleAyeT MNpeAylnpexaaTb WM YCTPaHATb B CaMOM Havale
BO3HMKHOBEHHs. Jleruaparaunsi MOXeT ObICTPO pa3BUTHCSA Yy MALMEHTOB C aHOPEKCHEH,
aCTeHHEH, TOIIHOTOM, pPBOTOM MM AHapeeH.

JleruapaTanns MOXET CTaThb IPHYMHONH DPAa3BUTHUSA OCTPOH IIOYEYHOHM HEIOCTAaTOYHOCTH, B
OTJENbHBIX CIyYasiX C JIETAIbHBIM HCXOAOM, OCOOEHHO Y MAlMEHTOB C HapyIIEHHEM (QYHKLMH
NoYeK Ha MOMEHT Hayajla Tepalu¥ WIH B Clly4yae, €ClM IalHeHT NMPUHUMAeT KareuuTabuH
OZHOBPEMEHHO C IpenaparamMu, 061a1aoUMI HePOTOKCHUECKUM AEHCTBHEM.

[Ipy pa3BUTHH AETHApaTallMd 2 CTENEHM WM BhIlIe, JieueHue npenaparom Kameuutabun
ClIeqyeT HeMeIIEHHO MpepBaTh U MPOBECTH peruaparanuio. JleueHue Henb3s BO30OHOBIATH A0
3aBEPIICHUS PEruApaTallii M YCTPAHEHMS WIH KOPPEKUMH BbI3BaBIIMX ee ¢akropos. o3y
npenapara cieayeT MOAU(GUUUPOBATh B COOTBETCTBUU C PEKOMEH/IAMAMH U1 HEXEIAaTEIbHbIX
peakuui, NpUBEALINX K AETUApaTALIUK.

Heguyum oueuoponupumudunoezuopozerasvl (I1/]): B peaAKUX CllydasX HEOXKHMIAHHO TKEIIbIE
SIBJICHHS. TOKCHYHOCTH (HAampuMep, CTOMATUT, JIuapes, BOCHAIEHUE CIU3UCTBIX 000J04YeK,
HEUTPONEeHUs! 1 HEMPOTOKCUYHOCTB), acCOUMUpoBaHHble ¢ hropypaunnom (DY), obycnoBneHsl
HEJOCTATOYHOW  AKTHUBHOCTBIO  auruaponupumuauuaeruaporenaszsl  (AI11), depmenra,
yyacTByomero B pacmerieHud @Y. MakcuManpHeli  PMCK — Pa3sBUTHS  TSKEIBIX,
YKU3HEYTPOXKAOUMX WM (paTagbHBIX ABIEHMH TOKCHMYHOCTH, OOYCIOBIEHHBIX NPHMEHEHHEM
®V, ormMedaeTcsi y MALMEHTOB C OMpPEeAETIeHHBIMA TOMO3UIOTAMH WM ONpeaeIeHHBIM HabopoM
reTepO3UrOTHBIX MyTauuil B JoKyce reHa DPYD, BbI3bIBalOLIMX MOJHBIA WM 4aCTUYHBIA

nebuuut AI1/]. Takum nauueHTam He ClielyeT Ha3HAa4yaTh Tepanuio npenapatom Kaneuurabus.
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Jlns mauueHToB ¢ momHeIM Aepuuurom JIIJ] OTCYTCTBYIOT [03BI, OTBEYAIOIIME MPODUIIIO
6esomacHoctd (cM. pasgen «I[IpoTHBOMOKa3aHHA»). Y MALMEHTOB C  ONpPEAENIeHHBIMU
reTepo3UroTHBIMA BapuauusaiMu reHa DPYD, Bbi3biBarolmumMu yacTuyHbld  aeduunt JI1T
(ganpumep, Bapuauusi DPYD*2a), nOBBINIEH PUCK Pa3BUTHA TKEIBIX SABJICHHUH TOKCHYHOCTH
TpY PUMEHEHNH KaneuuTabuHa. Y MalueHToB ¢ 4acTH4YHBIM Aeduuurom [IIJL, B cinydae ecan
nmonap3a Tepanud npernaparoM KameuurabuH (C y4eTOM  BO3MOXHOCTH MMPUMEHEHHS
aJIbTEPHATUBHBIX HE()TOPIUPUMHUINHOBBIX XUMHOTEPAIIEBTHYECKUX CXEM JIEUEHHS) PEBBILIACT
MOTEHIMAIBHBIA PHCK, CleayeT cobmogate 0co0yl0 OCTOPOXXHOCTb. Y TaKMX MalMEHTOB
M3HAYaJbHO  HEOOXOJMMO  CYIIECTBEHHO  CHH3UTh 03y  IIpernapara, [POM3BOIUTH
T10CJIE0OBATEIbHBIA MOHUTOPHHT U KOPPEKIIUIO 103bI C YUETOM MPOSABIECHUNA TOKCHYHOCTH.

Tect Ha onpenenenue neduuura I/ Heo6X0AMMO MPOBOIUTE B COOTBETCTBUHM C TEKYIIHMH
PEKOMEeHJALMAMH M IPUHUMAasi BO BHUMAHHE JIOKAJIbHYIO JOCTYITHOCTb.

V nauMeHToB ¢ HeBBIABIEHHBIM AeduuuToM AITJ], mony4aommx Tepanuio KaneuuTabHHOM, a
TAK)KE y MALUMEHTOB C HEraTHMBHBIM pe3y/JbTaTOM TeCTa Ha creuuduyeckue BapHalMM TIeHa
DPYD Moryr BO3HHUKHYTH >KH3HEYTPOXKAIOIUME SBICHUS TOKCHYHOCTH, IPOSBIAIOIIHECS
CHUMIITOMaMH OCTPOH Mepeao3upOoBKU. B ciyyae BO3HMKHOBEHMS SBJIEHMH OCTPOH TOKCHYHOCTH
2-4 cremeHu HEOOXOIMMO HEMEIJICHHO IIPEKpaTUTh Tepanuio. Peuienue o 1OJIHOM
NPEKpAIleHHH Teparnuk JODKHO OBITh OCHOBAaHO Ha KIMHMYECKOH oueHke aebrora,
IJIMTEJIBHOCTH M TSHKECTH  HaOnoJaeMblX  SIBIGHHMM  TOKCMYHOCTH  (CM.  pasjen
«IlepenoszupoBkay).

Mepbr  npedocmoposichocmu-, CeKTp KapAMOTOKCHYHOCTH IPH JIEYEHMH KaneuuTabHMHOM
aHAJIOTMYEH TAaKOBOMY IIPH HCIOJIB30BAHUM JPYTrUX (QTOPIUPUMHIMHOB U BKJIIOYAET MH(APKT
MHOKap/a, CTEHOKApAWIO, apUTMHH, OCTAHOBKY CepAla, CEepAeYHYH0 HEAOCTaTOYHOCTh H
n3meHeHus Ha OKT'.

OTH HexenaTelbHble peakuuu Oonee xapakTepHbl mius nauumeHtoB ¢ MBC B anamuese.
Heobxoaumo cobiro1aTh OCTOPOXKHOCTh Y NALIMEHTOB C aPUTMHEN U CTEHOKAapAMEH B aHaMHe3e.
B xome Tepamuu KaneuMTaOMHOM OTMEYAlOCh DPAa3BUTHUE THIIO- WIM THUIEPKaIbLHEMHUH.
Heobxoaumo cobmro1aTh OCTOPOXKHOCTh Y MAIMEHTOB C PaHee JUarHOCTHPOBAHHOM THIIO- HIIH
rUnepKanbLueMHen.

Heob6xoaumo coO0gaTh OCTOPOXXKHOCTh y IALUMEHTOB C 3a00JE€BaHUAMM LEHTPAlIbHOH H
nepudepruuecKoil HEPBHOW CUCTEMBI (HalpUMep, MPH HAJTHYUH METacTa30B B FOJIOBHOM MO3Ie U
HEeHpONaTHH), a TaKXkKe Yy TMalUeHTOB C CaXapHbIM AMabdeTOM M HapyLIEHHUSAMH BOJHO-
9JIEKTPONIUTHOrO OajlaHca, TaKk Kak B XOJ€ JICUCHMs KalelUUTaOMHOM BO3MOXHO 0ofOocTpeHHe

JaHHBIX 3a00JIeBaHU.
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Cnegyer HabmofaTh I[AUMEHTOB Ha IPEAMET BO3HUKHOBEHMA O(TaIbMOJOIHYECKHX
OCIIOKHEHHH, TAaKMX KaK KEPaTUT WM IaTOJIOTHs pPOTOBHIBI, OCOOEHHO B CiIydyae HaIH4Hs
HapyIIEHHH €O CTOPOHBI OpraHa 3peHHs B aHaMmHe3e. B ciydae pa3sBUTHsA OCIOXHEHHH CO
CTOPOHBI OpraHa 3peHUs He0OX0IMMO Ha3HAYUTh COOTBETCTBYIOIIEE JIEYCHHUE.

KaneunuTaOuH MOXET BbI3BaTh PAa3BUTHE TAKUX TSKENBIX KOXHBIX PEaKIMH Kak CHHIPOM
CtuBeHca-/[)KOHCOHA ¥ TOKCHYECKOro 3MUAEPMAIbHOr0 HEKpOoau3a. IIpu pasBUTHH TSKEIBIX
KOKHBIX peakiuii Ha GoHe MPUMEHEHHs KaneuuTabuHa MpUEM Ipenapara CIeayeT IPEeKpaTUTh
1 HEe BO30OHOBJIATS.

[IposiBieHHEM  KOXHOH TOKCHYHOCTH  KameuurabMHa  SABISETCA  pa3BUTHE  JIa[OHHO-
NOJOIIBEHHOT0 CHHAPOMa (CHHOHHUMBI - JIaJJOHHO-TIOAOIIBEHHAs 3PUTPOAM3ECTE3USA MM
aKpaibHas dpHTeMa, BbI3BaHHAs XHUMHOTepamnueit). [IepcucTupyromMil WM TSKENIbIA JTa0HHO-
MOJOLIBEHHbIH CHMHAPOM (CTEMEeHb 2 M BBIIIE) BIOCIEACTBMM MOXET MMPUBECTH K yTpaTe
OTIIEYaTKOB MaJbLIEB, YTO MOXKET IOBIMATH Ha IMPOLECC YCTAHOBJEHHA JIMYHOCTH. Menuana
BpEMEHHM 10 Pa3BUTHUS NPOSBIECHHM TOKCHYHOCTH Yy IMAIMEHTOB, IMOJYYAKIIMX MOHOTEPAINHUIO
npenaparom Kanenurabus, cocrasiser 79 nHedt (B auanasone oT 11 go 360 nHei), a creneHs
TSDKECTH BapbUpyeT OT 1-0# creneHu a0 3-eit crenenu. JIaqoHHO-MOJOMIBEHHBIH CHHAPOM 1-0M
CTENIEHH HE HapyllaeT IIOBCEJIHEBHONM AaKTMBHOCTU IIAllMEHTA M IIPOSABIIAETCS OHEMEHHEM,
JIM3ECTE3UAMU/TIAPECTE3NUSIMH, TIOKAIBIBAHHEM WIH MOKpaCHEHUEM JIaJOHeH W/MIM IOJOIIB,
auckoMpopTtoM.  JIaOHHO-NIOJOUIBEHHbIH  CHHAPOM  2-OM  CTENEHH  XapaKTEPU3yeTCs
00JIe3HEHHBIM TIOKPAaCHEHHEM M OTE€KaMHM KUCTeHl W/WIM CTOI, NPUYEM BbI3BIBAEMBIH ITHMM
CUMIITOMaMH JUCKOM(OpPT HapyllaeT I10BCEAHEBHYI0 aKTHBHOCTh MaunueHra. JlajoHHO-
TMOAOIIBEHHBIH CUHAPOM 3-eH CTEeNeHH ONpeleNseTcs KaK BaXKkHas AeCKBaMallus, U3bSA3BICHHUE,
o0pa3oBaHue My3bIpel U pe3kue OO B KUCTSAX W/HIM CTONAX, a TAKXKe CHIBHBIA AUCKOMOOPT,
JealoIIMii HEBO3MOXKHBIMU I TalMeHTa Jro0ble BUABI MOBCEAHEBHOH AeATenbHOCTH. Ilpu
BO3HMKHOBEHHUH JIaJJOHHO-TIOAOIIBEHHOIO CHHApOMa 2-0M WiIM 3-efl CTENEHH Teparnuio
npenapatom KaneuurabuH crieayer npepBaTh [0 HMCYE3HOBEHMS CHMIITOMOB MM  HX
yMeHbIIeHus 10 1-0#t crenenu. IIpy BOSHMKHOBEHMH CHHIpOMA 3-€il CTENEHH IMOCIEAYIOLIHE
no3sl nipenapata Kanenurabul q0mkHb ObITh YMEHBIIEHBI.

Butamun B6 (NMpUOOKCHH) HE PEKOMEHAYETCS MPUMEHATh I8 CHMITOMATHYECKOro MM
BTOPUYHOTO NMPO(UIAKTHIECKOTO JIEYSHUS J1aJJOHHO-II0JOIBEHHOIO CHHAPOMA IIPH Ha3HaYE€HUH
npenapata KanenuntaOuH B KOMOMHALMHM C LMCIUIATUHOM, ITOCKOJIBKY OH MOXET CHMXKATh
sdpdexkTuBHOCT, LMcIaTHHA. Vmerorcss nmaHHble 00 5Q(dEeKTHBHOCTH JEKCNAaHTEHONna B
npodUIaKTUKE pPa3BUTHUSA JIQJOHHO-TIOAOMIBEHHOIO CHHApPOMA IIPM TepaluM IIPEnapaTtoM

Kaneuurabus.
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IIpenapar Kameuutabun MOKeT BbI3BaTh runepounupybunemuio. Eciu B CBA3H C JI€UEHHEM
npenapatom Kaneuurabun ormedaercs runepOunupybunemus >3,0xBI'H (BepxHsas rpanuua
HOPMBI) WM TIOBBILIEHHE AKTHBHOCTH «II€4eHOYHBIX» amuHoTpanchepas (AJIT, ACT)
>2,5xBI'H, nedenue cienyer npepBarh.

[IpoBeJcHHE Tepanmuu MOXKHO BO30OHOBHTH IpPH CHIKECHMM KOHLEHTpauud OniupyOHHa M
aKTUBHOCTH «I1I€4E€HOYHBIX» AMUHOTpPaHC(epa3 HUKEYKa3aHHBIX MPE/IEIIOB.

Cnenyer co0m0AaTh  OCTOPOKHOCTh  IIPM  OJHOBPEMEHHOM IPHMEHEHMH  IIperapara
KanenuTaGuH M mpenapartos, MeTaboiu3upylomuxcs uuroxpomom P450 2C9 (sapdapu wim
(GenuTousn).

[Ipy OXHOBPEMEHHOM IMPUMEHEHHUH C IEPOPAIbHBIMU AHTHUKOAry/ISIHTAMH - [POU3BOIHBIMH
KyMapuHa - clieflyeT KOHTPOJMPOBATH [10Ka3aTeIM CBEPTHIBAEMOCTH (IPOTPOMOMHOBOE BpeMsl
uin MHO) 1 B COOTBETCTBHH C 3TUM MOAOHMpPaTh 103y aHTHKOAryisHTa. [Ipy ofHOBpEMEHHOM
NpUMEHEHHH ¢ (EHUTOMHOM M KanenuTaOMHOM, HEOOXOAMMO pEryjlsipHO KOHTPOIMPOBATH
KOHILIEHTpALMIO (PEHUTOUHA B ILIa3Me.

IIpumenenue npenapama y nayueHmos NoAHCUI020 603pacma

YacTora TOKCHYECKUX MPOSBICHUH CO CTOPOHBI JKE€TyJ0YHO-KHMIIEYHOr0 TPAKTa y MalMEHTOB €
KOJIOpEKTAIILHBIM pakoM B Bospacte 60-79 jiet, noly4aBUIMX MOHOTEPANHUIO KaNeUUTabMHOM, HE
OTJIMYajJach OT TAKOBOW B OOIIEH NOMyISUMH MauueHToB. Y mauueHtoB 80 JieT W crapiie
oOpaTUMble HEXeJaTebHbIe PEaKLMU CO CTOPOHBI KEeTYA0YHO-KHIIEYHOr0 Tpakra 3-e# u 4-ou
CTENEHH, TAaKWe KaK [Juapes, TOWIHOTa W PBOTA, Pa3BUBAIUCH Yalle. Y NalMeHTOB >65 JeT,
IOJy4aBUIMX KOMOMHUPOBAHHYIO TEpaNuio KaleUUTabMHOM M JPYTMMH IIPOTHBOOITYXOJIEBHIMH
npernapaTaMi, 0TMEYaaoCh YBEIMUEHHE YaCTOThI HeXeNaTeNIbHbIX peakiuil 3-ei u 4-0ii cTeneHu
TSDKECTH M HEXKeJaTeNlbHBIX SBJICHUH, KOTOpbIE NPUBOAMIM K IPEKPAILEHUIO TEPaluH I10
CPaBHEHHIO C MAallUEHTaMU MOJIOXe 65 Jer.

[Ipu aHanmM3e JaHHBIX 0E30MacCHOCTH y MauUMEHTOB >60 JeT, MojTy4aBIIMX KOMOMHHPOBAHHYIO
Tepanui0 KaneuuTabMHOM M JOLETAaKCeIOM, OTMEYEHO YBEJIMYEHHE YaCTOTHl CBSA3aHHBIX C
Tepanuel HexeNlaTelbHbIX peakuuit 3-ei U 4-0M CTENEHH THKECTH, CEPhE3HBIX HEXEIATEIbHbBIX
peakui ¥ paHHeH OTMEHbI Tepaluy M3-3a HeXeIaTeIbHbIX PEAKLHUH 110 CPAaBHEHHIO C TAKOBBHIMU
y NMauueHToB MoJoxke 60 net.

Iloyeunas Heoocmamounocme

Crexyer cobmofaTh OCTOPOXXHOCTH NPH Ha3HayeHHHM npenapara KanemurabuH nauMeHTtaMm ¢
MOYEYHOM HEJOCTATOYHOCTHIO CpeaHel creneHu TshkecTH. Kak u npu neyeHnn GTopypauuiom,
4acTOTa Pa3BUTHA CBA3aHHBIX C MIPOBOAMMOMN Tepanuedl HeKelaTelbHbIX peakuui 3-ei u 4-oi
CTENEHH TSHKECTH OblIa BbIlIE Y MALMEHTOB C IIOYEYHOH HEIOCTATOUHOCTBIO CPEIHEH CTEIEHH

sokecty (KK 30-50 ma/mun).
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Ileuenounas nedocmamounocmy

[TanMenTs ¢ MEYEHOUHOH HEIOCTATOYHOCTHIO BO BpeMs Tepamuu mnpenapatom Karneuurabun
JIOJKHBl HAXOIWTHCA IO TIIATENbHBIM MEAULMHCKHM HabmoneHueM. BiusHue HapylICHHsA
YHKLHMH [eUeHH, He 00YCIOBIEHHOTO METACTATHYECKMM MOPAXEHHEM MEYCHH MM TAKEIOH
[IeYEHOYHON HEIOCTATOYHOCTHIO, Ha pacmpejesneHue npenapara Kamenutabun HEH3BECTHO.
DepmunvbHocmb, bepemenHocms U KOHMpayenyus

Ha ocHOBaHMM JaHHBIX MCCIIEIOBAaHMH y XKMBOTHBIX Ipenapar Kameuutabun MOXET OKa3blBaTh
BIMAHHE Ha (EPTUIBHOCTE y MYXYHH M JKGHIIMH C COXPAaHECHHBIM pEHpOTyKTHBHBIM
MIOTEHLMAJIOM.

JKeHmmHaM Bo BpeMs Tepanuu npernaparoM Kanenutabun u B TeueHUe 6-TH MECSLEB MOCe ee
OKOHYAHHMA CNEMyeT HCIOIb30BaTh HaJEXKHBIE METONBl KOHTpauenuuu. Eciu GepeMeHHOCTb
HACTyNWia B TEPUOA [POBEACHMS TEPANMH, NAUMEHTKAa JOKHA ObITh OCBEJOMIEHA O
MOTEHLMAIBHOM Yrpo3e A/ 10/,

Ha ocHOBaHHMH pe3y/bTaTOB UCCIIEA0BAHUN F€HOTOKCHYHOCTH IALMEHTaM MYXCKOI0 Iosa U MX
NapTHepUIaM C COXPAHCHHBIM PENpOJYKTHBHBIM IOTEHUMAIOM CIIEIYeT HCIONb30BaTh
Ha/Ie)KHBIE METOIbl KOHTPALENLMHU BO BpeMs Tepanuu npenaparom Kaneuurabun u B TeyeHue 3-
X MECSLIEB 110CJIE €€ OKOHYaHMA.

Obpawenue ¢ HeUCNONb308AHHbIM NPENAPAMOM U NPENAPAMOM C UCMEKUUM CPOKOM 200HOCMU
Tak kak mnpenapar KaneuuTaOuH sBISETCS LUTOTOKCHYHBIM, HEOOXOAMMO HCIOJIb30BATh
CHeLMATU3UPOBaHHOEe 000pyJOBaHNE M POLEAYPHI YTHIN3alKH. Hencrnonp30BaHHbIi npenapar
M pacXOJHbIE MaTEpPUAIbl JODKHBI OBITh yTHIIM3HPOBAHBI COTVIACHO JIOKATIBHBIM TPEOOBAHUSM.
[TonasaHue JE€KapCTBEHHOro IpernapaTta BMECTE C OTXOJaMH B OKPYKAKOLIyI0 CPeay AO0JDKHO
OBITH CBEAEHO K MHHUMYMY. He crenyer yTuiau3upoBaTh Ipenapar ¢ IOMOILBI CTOYHBIX BOJ
HWIM BMeCTe C OBITOBHIMH OTXOZaMH. [l0 BO3MOXHOCTH HEOOXOAMMO HCIIOJIB30BaTh
CreHalTbHbIe CHCTEMBI U1 YTUIIH3AlMHU JIEKApCTBEHHBIX IIPENapaToB.

Biusinve Ha COCOOHOCTH YNPABJISATH TPAHCIOPTHBIMH CPEICTBAMU U MEXaHU3MAMH
Kanenurabun o6nazaer HeOONBIIMM MIM YMEPEHHBIM BIHMSHHUEM Ha CIOCOOHOCTb YIPaBIIATH
TPAaHCIIOPTHBIMH ~ CpeICTBaMM M MeXaHu3MaMH.  KameuutaOuH — MOXET — BbI3BIBATh
rOIOBOKPYEHHE, C1ab0CTh M TOLIHOTY, O YeM MALMEHThl JOJIKHbI ObITh MPOMH(POPMHUPOBAHBI.
[TaumenTaM, y KOTOPHIX BO3HMKIM TaKWe HeXelarelbHble SBIEHHUs, CIEeIyeT u30erarh
YIIpaBJIcHHs. TPAHCIOPTHBIMU CPEICTBAMH M 3aHATHH APYTMMM IOTEHLHMAIBHO ONACHBIMU
BUAAMH JEATEIbHOCTH, TPEOYIOIMMH MOBBILIEHHOW KOHLEHTPAUMH BHUMAHUS W OBICTPOTHI
IICKUXOMOTOPHBIX PEAKIMH C y4eTOM Mpod st 1060UHbIX 3P dEKTOB.

®opma BbINyCKA

TabneTku, MOKPbITHIE IEHOYHOM 060104KO0MH 150 Mr, 500 Mr
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Ilepsuunasn ynakogxka nekapcmeenHHoz0 npenapama
[TIo 10 Ta61eToK, MOKPHITEIX IUIEHOYHOH 0OOIOYKOH, B KOHTYPHYIO SYEHKOBYIO YIAKOBKY H3
[LIEHKH TTOJIMBUHUIXJIOPUAHON ¥ GOJIBIH aIFOMUHHEBOMH MEYaTHOM JIaKNPOBAHHOM.
Ilo 60, 120, 360 1 500 Ta61eTOK, MOKPBITHIX IUICHOYHOH 000/104KOH B GaHKY IOJUMEPHYIO C
KPBIIIKO} HATATMBAEMOI! C KOHTPOJIEM MepBOro BCKPhITHs. Ha OaHKH HAKICHBAIOT STUKETKU U3
Oymaru THKETOYHOH MM U3 MOJMMEPHBIX MaTEPHAIIOB, CAMOKIICIOIIHECS.
Bmopuunas ynakoeka nexkapcmeennozo hpenapama
[Io 6 Wi 12 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE€ C MHCTPYKLHMEH 10 MPUMEHECHHIO
MIOMEIAOT B Mayky U3 kapToHa. [To 1 6aHke BMecTe ¢ HHCTPYKLHMi 10 IPUMEHEHHIO TOMEIA0T
B MMa4Ky U3 KapTOHa.
YcnoBUSl XpaHeHUs
B opuruHaabHON yaKkoBKe NPOM3BOAMTENA NpH Temneparype He Boiue 25° C.
XpaHUTh B HEAOCTYITHOM JULS JETEH MECTE.
Cpok roaHocTu
3 roga.
He npuMeHsTH 110 UCTEYEHUN CPOKA FOAHOCTH.
Yciao0Bus 0TIycKa
OTmyckaloT 1Mo peuernty.
IIpousBoauTeb:
1. AO «®apmacuntes», Poccus
FOpuouueckuii aopec: 664007,
r. Upkyrtck, yn. KpacHorBapaeiickas, a. 23, od.3
Adpec npouszsoocmeenHou NNOWaAoKU.:
r. Upkytck, yi. P. JIrokcemOypr, 1.184.
Ten.: 8 (3952) 550-335, daxc: 550-325
2. AO «Papmacunres-Hopa», Poccus,
FOpuouueckuii aopec: 194356,
r. Cankr-IlerepOypr, nopora B Kamenky, 1.74, nom. 1-H.
Ten.: +7 (812) 240-45-15
Aodpec npouszsoocmeennou nIOWAOKU:
r. Cankr-ITerepOypr, nopora B Kamenky, a.74, mut. A
Baajesien perucTpauMoOHHOr0 YAOCTOBEPEHMs/OpraHu3anus, NPUHUMAKOWIAs NPeTeH3UU
norpeduTeICH:
AO «®Papmacunres-Hopa», Poccus,

r. Cankr-IlerepOypr, nopora B Kamenky, .74, nut. A
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ten: 8-800-100-1550

www.pharmasyntez.com

[IpencraBurenb
AO «®apmacuntes-Hopa»
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Mausix H.1O.
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