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MUHUCTEPCTBO 3/IPABOOXPAHEHWS P CCUMCKOM ®EIEPALIA

\
COTTACOBAHO
HMHCTPYKIH ———J
[10 MEJIULIMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOT'O ITPEITAPATA
KAINIEHNUTABHUH

Perucrpaunonnblii Homep:

Toprosoe HanmenoBanne: Kaneunrabun

MesKIyHAPO/IHOE HeNATEHTOBAHHOE H/IM TPYNIMPOBOYHOE HAMMEHOBAHHE: KalleUUTabnH
JlexapcTBenHas popma: TablIeTKH, IOKPHITHIE TICHOYHOH 060/109K0i

Cocras

| Tabnerka, NOKPHITAS MJIEHOYHOH 000104KOM, COAEPIKUT:

Heiicmegyrouiee geuiecmeo.
Kaneuutabun 150,0 mr, 500,0 mr

Bcenomozamenvnuvie geuecmea:

I'unpomennoza — 3,0 mr/ 10,0 mr, kapbokcumeTHnkpaxman Hatpus (mpumorens) — 9,3 mr/
31,0 mr, konoBuaoH — 1,5 mr/ 5,0 mr, kpockapmeruiosa Hatpus — 4,8 mr/ 16,0 mr, 1aKTo3bl
monoruapat — 30,6 mr/ 102,0 mr, maruus creapar — 2,25 mr/ 7,5 mr, Tansk — 1,95 mr/ 6,5 wr,
Le/LTI0N03a MUKpOKpucTanyeckas (tum 101) — 15,6 mr/ 52,0 mr

T'omosas eodopacmeopumas nienounas obonouka: 6,0 mr/ 20,0 mr (CocraB 0060104YKH:
runpomesnnosa- 74,2 %, makporon 6000 — 14,3 %, turana amoxcua- 3,5 %, tanek-2,3 %,
KpacHTelb jKeme3a OKCH KeThii-4,3 %, KpacHTelb JKejle3a OKCH/1 KpacHbli-1,4 %).

Onucanue

Jlns no3upoBky 150 Mr: Kpyriisle ABOSKOBBIMYKIIbIe TAOIETKH C PUCKOi, MOKPBITBIE IEHOYHOMH

000J104KOH, OT CBET/IO-KOPHYHEBOr0 10 KOPUYHEBOI'O LIBETA.

Jlna no3upoBku 500 Mr: Karcy/JOBHAHBIE ABOSKOBBIMYK/IbIE TaOIETKH, MOKPHITHIE IJIEHOYHOM
000J104YKO¥i, OT CBET/IO-KOPHYHEBOTO /10 KOPHYHEBOTO L[BETA.

Ha nonepeuynom paspese Tabnerka 6esoro usera.

@dapmakoTepaneBTHYECKAas TPYINA: IIPOTHBOOIIYX0JIEBOE CPEICTBO, AHTHMETA00IUT

Koa ATX: LO1BCO06

dapmako0ruyecK1e CBONCTBA

Dapmakoounamurka

Kaneuurabun - mnpou3BogHoe GTOpNMpUMHAMHA KapOamaTa, MNepopaibHbIM IMTOCTATHK,
AKTUBHPYIOIIMHCS B TKAHH OMYXOJM M OKa3bIBAIOUIMH HA HEE CEJICKTHBHOE LIMTOTOKCHYECKOE
JIeHCTBHE.

In vitro xaneuurabun He o6IagaeT LUMTOTOKCHMYECKMM 3(dexToM, in VIVO mpespaiaercs BO

dropypaunn (PY), KoTOpHIit MOABEPraeTcs AanbHeieMy MeTaboausmy.



Ob6pasopanne @®Y NPOMCXOAUT NPEHMYIIECTBEHHO B TKAHM ONYXOJH IMOJ JICHCTBHEM
ONyXONEBOr0 AHrMOreHHoro (akTopa - TUMHAMH(OCHOpHIA3BL, YTO CBOIUT K MHHHMYMY
cucteMHoe BosaeicTBre @Y Ha 310pOBbIE TKAHH OpraHHU3Ma.

TMocnenoBarensHas (epMmeHTHas Ouorpanchopmaumns kaneuurabuna B DY cosnaer Gonee
BBICOKME KOHIIEHTPAIMH IIperapara B TKaHAX OIYXOJIH, YeM B OKPYXKAIOLIMX 3/10POBBIX TKAHSX.
TTocte mepopanbHOro Ha3HAYEHUs KaneuuTabuHA MalMeHTaM ¢ KolopekTanbHbiM pakom (N=8)
konuentpauus ®Y B Tkauu omyxoau B 3.2 pasa 6ojblie ero KOHLUEHTPALMH B MPHIEKALIMX
3710pOBbIX TKaHsAX (auanaszoH ot 0.9 10 8.0).

CooTHOlIeHHE KOHIEHTpauuii @Y B TkaHu onyxomnu u nmasme - 21.4 (amanason ot 3.9 10 59.9),
COOTHOIIEHHE €ro KOHILEHTPAlMy B 3[0POBBIX TKaHAX W B Iuia3me - 8.9 (amanaszon ot 3.0 10
25.8). AKTHBHOCTb TUMHAHH(OCHOPHIA3LI B IEPBUYHOM KOIOPEKTAIBHOM OIYXOJHM TaK xe B 4
pasa Bblllie, YeM B MPUJIEKALUMX 310POBBIX TKAHAX.

B onyxoeBbIX KJI€TKaX y MalMeHTOB C PAKOM MOJIOYHOM JKeJe3bl, JKEIY/IKa, KOJIOPEKTalbHbIM
pakoM, IUEHKM Markn M  SMYHHUKOB  CONEPXKHMTCA  Oojiee  BBICOKHH  YpOBEHb
tumuanH(pochopunassl, criocobHoit npespamars 5°-JAPYP (5’-nezokcu-5-gpropypuaus) B DV,
4YeM B COOTBETCTBYIOLLMX 310POBBIX TKAHSAX.

Kak 3m0poBble, TaKk M ONyXoleBble KieTkd Merabommsupyior DYV B S-¢prop-2-
nesokcuypuauaMonopochar  (PaYM®P) wu  S-dpropypumuntpudochar (PYTD). Drtu
METabO0JIMTHI MOBPEX/IAOT KIETKH MOCPEACTBOM JBYX Da3/IMUHBIX MEXaHM3MOB. Bo-nepssbix,
OaYM® u  donatusii  kodakrop N !'’-mermnenrerparmmpodonar  cBs3bIBAKOTCH  C
tumuannarcuiTaszoi (TC) ¢ obpa3oBaHMeM KOBaJIEHTHO CBS3aHHOIO TPETUYHOIO KOMILIEKca.
DTO cBsA3bIBAHME MOJaBseT 00pa3oBaHMe THMHAMIATA M3 ypauunaa. THMHAMIAT ABIAETCS
HEOOXOAMMBIM TMPEALIECTBEHHUKOM TUMHUAMHTPHGOChATA, KOTOPBIH, B CBOIO OYepelb, KpanHe
BaxkeH a1 cuHTe3a JJHK. Tak 4To HeZ0OCTATOK 3TOr0 BELIECTBA MOXKET MPHUBECTH K YTHETEHHIO
KJIETOYHOTO JeICHHS.

Bo-BTopsixX, B npouecce cunresa PHK TpanckpunuuoHHble GpepMEHTH! fapa MOryT omubo4HO
BKII0YHTh B Hee DYTO Bmecro ypumuntpudpochara (YTD). Dta merabonuyeckas «ommubdka»
Hapywaet npoueccur PHK u cuntes Genka.

DapmakoKunemuxa

Bcacvigeanue

[Tocne npuema BHYTPh KameuuTabuMH BcachlBaeTcsi OBICTPO M IMOJHOCTBIO, IIOCIE 4YEro
MPOMUCXOAMUT €ro TpaHcdopmauus B MeTabonautsl 5’-ae3okcu-5-dpropuntuaus (5°-ADPHT) u 5°-
JADVYP. ITnua yMeHbIIaeT CKOPOCTh BCACBIBAHHS KaneunTabuHa, 0OIHAKO Ha BEJIMYMHY IUIOMIAAN
1101 KpuBO# «KoHUeHTpauus-Bpems» (AUC) 5°-JPYP u cneayromero Meraboaura @Y pauser

He3HauMTe bHO. [Ipy HasHaueHnH KaneLMTabuHa noc/e npuema nuiy B ao3e 1250 mr/m” Ha 14-



blif eHb MaKcHMalbHble KOHUeHTpaluu B miasme (Cmax) Kaneuntabusa. 5°-APUT, 5°-ADYP,
®V u OBAJI cocraBuiu cootBercTBeHHO: 4.47, 3.05, 12.1,0.95 u 5.46 wMmxr/mia. Bpems
JOCTHKeHNs MakcuMatbHOi KoHueHTpatny (Tmax) paBrsiocs 1.50, 2.00, 2.00, 2.00 u 3.34 4.
AUC ¢ coctaBuna 7.75, 7.24, 24.6, 2.03 u 36.3 MKr X 4/MJ1, COOTBETCTBEHHO.

Pacnpedenenue {cesszvieanue ¢ beakamu)

Uccneaosanue in Vitro B nnasme KpoBM 4YeNOBEKa MMOKA3al0, 4TO 11 KaneuuTabuna, 5'-JAPIT,
5°-JIOYP u OV cBasb ¢ Genkamu (r1aBHBIM 00pasoM, ¢ anbOyMHHOM) cocTaBiser 54%, 10%,
62% u 10%, COOTBETCTBEHHO.

Memabonusm

ITepBHuHO MeTaGOIM3UPYETCS B MIEYEHH [0/ BO3AEHCTBUEM KapOOKCHIIICTEPa3bl 10 MeTabomuTa
5°-JIGLT, «xotopeii  3areM  TpaHcopmupyercs B 5'-JIOYP  noa  medcTBHEM
UMTHANHAE3AMHUHA3b], HAXOAIIEHCS B OCHOBHOM B MEYEHH M OMYXOJIEBBIX TKaHAX. [lanbHeias
TpaHcopMalMs 40  AKTHBHOTO  LMTOTOKCHYeckoro  Mmerabonura DY NpoMCXOAMT
NMPEUMyYLIECTBEHHO B TKAHW OIYXOJIH IO JAEHCTBHEM OIYXOJEBOrO aHrMOreHHOro (akropa -
TUMUAMH(OChHOpHIIa3HI.

AUC nans @Y B ruiasme B 6-22 pa3a MEHbLLE, YeM [10CJIe BHYTPUBEHHOr0 60/II0CHOrO BBEACHHS
@V B no3e 600 Mr/m>. MeTa6onuTh! KaneuuTabuHa CTaHOBATCS IMTOTOKCHYHBIMH TOIBKO TOCTIE
npeobpazoBanus B PY u merabonutsr PV.

Jlanee @V karaGonusupyercs ¢ 00pa3oBaHMEM HEAKTHBHBIX MeTaboJMTOB: AMIMApPO-5-
dropypaumna (OPYHz), 5-dropypennonponronoBoit kucnorel (PYIIK) u a-prop-B-anannna
(DBAJI); 3TOT mpouecc NMPOMCXOAMT MOJ BO3ACHCTBHEM AMIMAPONHMPUMUIAMHIETHAPOreHa3bl
(AIT/1), akTHBHOCTb KOTOPOH OrpaHHYHUBAET CKOPOCTh PEAKIIHH.

Buwisedenue

I[lepuroj nonyBbiBeAEHHs U3 OpraHusma (ti2) kaneuntabuna, 5°-JAPUT, 5’-ADPYP, ®Y u GBAJI
cocrasiger 0.85, 1.11, 0.66, 0.76 u 3.23 wyaca, COOTBETCTBEHHO. PapMaKOKHHETHUKY
Karenutabuna m3ydanu B aosax or 502 mo 3514 mr/m® B cyrku. DapMakoKMHETHYECKHE
napamerpsl Kaneuutabuna, 5’-JAOUT u 5’-ADVYP Ha 1-i u 14-it gens 6pun oauHakosbl. AUC
@V ysenmnuuBazach K 14-omy aHio Ha 30-35% wu Gonblie He Bospacrana (22-if geHs). B
AManas’oHe TepaneBTHYeCKUX 103 (hapMaKOKMHETHMYECKHEe MapaMeTpbl KareumrtabuHa M ero
MeTabouTOB, 3a uckiodeHrneM OV, HOCHIIN 10303aBUCHUMBIH XapakTep.

[Tocne nmpuema KaneuuTabuHa BHYTPb €ro MeTabOoIUThl BHIBOAATCS IJIaBHBIM 00pa3oM MOYKaMH.
Bonbwas yacts (95.5%) npuHATOW A03bl KaneunTabuHAa BbIBOAMTCA MOuYKaMH. BeiBeaenue ¢
KaoM MHUHHMaIbHO (2.6%). OcHoBHBIM MeTabonuTom B Moue sBisercs PBAJI, Ha KoTopblii
npuxoaurcs 57% npunaToi a03bl. Oxo0no 3% NPUHATOH [03b1 BBIBOAMTCH IIOYKAaMH B

HEU3MEHECHHOM BHIE.



Kombunuposannas mepanus
Kakoro-nu6o BO3JelcTBHS  KameuuTabuHa Ha  (apMaKOKMHETHKY JOLeTakcena MM
nakaurakcena (Cmax ¥ AUC), a Taxke BO3AEHCTBHA AOLIETAKCeNna WM [MAaKIMTaKCena Ha
hapmakokunetuxy 5’-AOVYP (ocHOBHOro MerabonmTa KaneuuTabuna) He 0GHapyKeHO.
DapmakoKuHeMmuKa 8 0coObIX KTUHUYECKUX 2PYRNax
[on, HAMMuYME WM OTCYTCTBME METACTa30B B NEYEHH A0 Hayana JIeYeHus, MHAeKC obuiero
COCTOSIHMS MAUMEHTa, KOHILEHTpauus obuiero OunupyOMHA, CBIBOPOTOYHOro anbOymuHa,
aktuBHocTs ACT u  AJIT He oOKasblB&IM CTATHCTHYECKH 3HauuMMoro dddexkra Ha
(bapmakokuHeTHyeckue cBoiictea 5’-JIOYP, @V u GBAJL
Ilayuenmsl ¢ neueHouHou  HEOOCMAMOYHOCMbIO,  0OYCI061eHHOU — MEeMACMAamu4ecKum
nopasicenuem neveHu
V nauMeHToB ¢ JIEFKOH M CpeHel CTeneHbio HapyuleHWi QYHKUMHM nedyeHH, o0yCIOBIEHHbIX
METacTa3aMH, KJIMHMYECKH 3HAYMMOro M3MEHEeHHs OMOaKTHBALMKM M  (apMaKOKHHETHKH
Kaneuurabusa He npoucxoauT. JlaHHble 1O (apMAKOKHHETHKE Y MAIMEHTOB C TSIKEIBIM
HapylleHHeM (YHKLHMH NeYeHH OTCYTCTBYIOT.
ITayuenmsi ¢ Hapywenuem GyHKyuu novex
Pe3ynbTathl (hapMaKOKMHETHYECKOTrO MCCIEJOBAHUSA ITOKA3bIBAIOT, YTO MPH Pa3IM4HON CTENEHH
(oT 5Erkoi A0 TSAKENIOi) MOYEYHOH HEAOCTATOYHOCTH (apMaKOKHMHETHKA HEM3MEHEHHOIo
npenapara u OV He 3asucut ot kaupenca kpeatnuuHa (KK). KK saunser na sennunny AUC 5°-
JDVP - nenocpeacrBennblit npeamectBeHHUK PV (yBennuenne AUC Ha 35% npu CHHKEHHMH
KK na 50%) u ®BAJI (yBennuenne AUC Ha 114% npu cumwxenun KK na 50%). ®BAJT -
meTaboauT, He 0o0IaJalomuii  aHTHOpOIM(epaTHBHOH  akTHBHOCTBIO;  5°-JIOVP -
HEIoCpeACTBEHHBIN NpealecTBeHHUK DY,
Iayuenmeol nodcunozo ospacma
Bospact He Biuser Ha (apmakokunetuky 5’-JADPYP u @Y. AUC DBAJI yBenuuuBanach ¢
BO3pacToM (yBenuuyeHue BospacTa mauueHtoB Ha 20% compoBoxaanock yBenuuennem AUC
®BAJI Ha 15%), 40, BEpOATHO, 00YCIIOBICHO H3MEHEHHEM (DYHKIIHH TTOYEK.
Paca
dapmakOKHHETHKA KarneuuTabuHa y MalneHTOB HerpoOMAHON pachl HE OTIMYACTCS OT TaKOBOH Y
MalKEeHTOB eBPONEOUIHON PaChI.
[Toxa3aHusi K NPMMEHEHHI0
Pax monounoii sicenesvl

o KomOuHMpoOBaHHasi Tepanusi C JOLETAKCEJIOM MECTHOPAaCNpOCTPAHEHHOrO  WIIM

METACTaTH4YeCKOr0 paka MOJIOUHOH »ene3bl NMpH HeIDPEKTUBHOCTH XHMMHOTEPAIIHH,

BKJTKOYAIOICH aHTPALIUKIIUHBI.



L Monorepanuﬂ MECTHOPACHpPOCTPAHEHHOI'O  HJIH METAacTaTHYECKOTO pakKa MOJIOYHOM

JKEJIe3bl PE3UCTEHTHOIO K XMMHOTCpAllMK TaKCaHaMH H aHTpALMKIMHAMH, HIH IIPpH

HaJIH4YHH npomsonon(a:*.aﬂuﬁ K HUM.

Konopexmanvnwtit pax

e AnploBaHTHas Tepanus paka toinctod kuwku Il cragum nocae XUpypru4eckoro

JICYCHHA.

L4 Teparma METAaCTaTHYECKOro KOJIOPEKTAJIbHOT'O paKa.

Pax xcenyoka

e Tepanus NepBoi IMHMK PACIIPOCTPAHEHHOTO paKa JKeNlyIKa.

IIpoTuBonoxkasanus

[ToBbIlIEHHAA YYBCTBHUTEJBHOCTh K KanmeuutabuHy WJIM JAPYTMM  KOMIIOHEHTaM
npenapara;

[ToBblIeHHAs YYBCTBHTEJIBHOCTh K (TOpypauMidy HIM [PH 3apErHCTPHPOBAHHBIX
clydasX pasBUTHS HEOXKMAAHHBIX WM TSKENBIX MOOOYHBIX pEAKUMH HA JiedeHHe
NPOU3BOAHBIMU (HTOPIUPHMHINHA B AHAMHE3E,

VcraHoBNeHHBIH geuuMT auruaponupumuanHaeruaporedassr (JAI1J1), kak u s
APYruX (TOPIUPHUMHIHHOB;

OHHOBpeMeHHbIﬁ IIpHUEM C COPHBYAHHOM HIIH €r0 XHMHYCCKHMH aHaJIoraMy, HarpuMep,
OpHBYAMHOM;

[TeueHo4Hass HEAOCTATOUHOCTD TAXKEIION CTENEHH;

Tsokenas nekoneHus, HeuTponenus (mexee 1,5 x 10%/11), rpom6onuTonenus (menee 100
x 10%/n);

Tsokenas noyeynas HegocrarouHocts (KK menee 30 mi/MuH);

BepemeHHOCTS;

[lepuox KOpMieHHMsS TPyAblo (B XOJe Tepalmuu NpernapaToM M B TEYEHHE 2-X HEIelb
T0CJIe TMOCIEAHEro npreMa rnpenapara);

Jlerckunit Bo3pact a0 18 ner (3bdexkTuBHOCTE M 6€30MaCHOCTL MPHUMEHEHHS HE

YCTaHOBJIEHBI).

Ecan cymecTBylOT NPOTHBONOKA3aHMs K J060My Japyromy rnpenapaty KOMOWHMPOBaHHOM

CXEMbI TE€pariMy, TO 3TOT IpenapaT HEJIb3s MPUMECHATB.

C 0CTOPOKHOCTBIO

Wmemuueckas 6Gone3Hb cepila, MOYeyHas HeJOCTaTOYHOCTh cpexaeit cremenn (KK 30-

50 Ma/MHH), TEe4EHOYHAss HEJIOCTATOYHOCTh JIErKOM M CpelHeH CTENeHH THKECTH, MOKHIOHN

Bospact (60 ner m crapuie), OAHOBPEMEHHBIH MPHUEM C MEPOPAJIbHBIMH AHTHKOAryISHTaMH



KyMapMHOBOTO psja, 3abojieBaHMsi LEHTPaJbHOH M nepuepuyeckod HEPBHOM CHCTEMB,
caxapHblii [uabeT M HapyLIeHHsA BOAHO-3JIEKTPOIMTHOro GanaHca, TMIIO- W THMEpKaIbLUHEeMHs,
CepedYHO-COCYANCTbIE 3a00eBaHNs (APUTMHH, CTEHOKAp/Ms) B aHaMHese, y IaLMEHTOB C
yactuyueiM  gepuumrom  JAINJ; npu  OJAHOBPEMEHHOM  NPUMEHEHHH  [PEMNapaToB,
merabomusupytomuxcs uuroxpomom P450 2C9 (denuTomMH); HENEPEHOCHMOCTb JIAKTO3bI,
neUUMT J1aKTa3bl, CHHAPOM IUII0K030-TalaKTO3HOH ManbabcopOLuH.

IIpnmenenne npu GepeMeHHOCTH U B NIEPHO/I FPY/AHOr0 BCKAPMJIMBAHUS

[TpumeHeHHe NPOTUBOIOKA3aHO.

Cnocob npuMeHeHHs U 103bl

Kanenutabun NpuHUMAIOT BHYTPb LIETTMKOM, 3aIIMBas BOJOM, He mo3iHee ueM yepe3 30 MUHYT
nocne eapl. TabneTku He cieayeT ApoOUTH WM pa3iaMbiBath (cM. paszaen «Ilobounoe
neiicteue», noapasaen «llocrperncTpaluMoHHOE HaOIIOAEHHEY).

Eciu nauueHT He MOJXKET MPOTJIOTHTH TablIeTKy LeIHKOM, TO Ipo0/IeHHE HIH Pa3/iaMblBaHHE
JI0JDKEH OCYILIECTBUTh MEAMLMHCKUI crietuanuct (cM. pasaen «Ocobbie ykazauusa», noapasziel
«OO6paliieHne ¢ HEUCIIO0Ib30BAHHBIM [IPENAPaTOM M MPENapaToM ¢ HCTEKIIHM CPOKOM
TOJIHOCTHY).

Cmanoapmmuutit pexcum 003uposaHun

Monomepanusa

Konopexkmanvuwlil pax, pax moacmou KUWKU U paxk MONOYHOU dicene3bl

PexoMeHI0BaHHas 103a npenapata cocTabiser 2500 Mr/m? B CyTKu, pasaeneHHas Ha 2 npuema
1o 1250 mr/m? yrpom u Beuepom B TeueHue 14 Heit ¢ nocaeayomuM 7-1HEBHBIM [1EPEPLIBOM.
Kombunuposannas mepanus

Paxk monounoti scenesol

B KOMOMHAIMK C JOLETAKCEIOM Mperapar Ha3HayalT B ao03e 1250 mr/m? 2 pasa B CyTKH B
TeyeHue 14 [Heil ¢ MOCIeAyIOIEM 7-THEBHBIM mepepbiBoM. JloneTakces BBOAAT B A03¢e 75 Mr/m>
B BHUJIE 4aCOBO# BHYTpHUBeHHOH uMHGY3uu | pa3 B 3 Heaenu. Ilpemennkauus npoBoaMTCs nepe
BBEJCHMEM JIOLIeTaKCe/1a B COOTBETCTBHM C MHCTPYKIMEH 110 ero NPUMEHEHHUIO.
Konopexmanbhblil pak, pak moacmou KUK u pax xeenyoxKa

B cocraBe koMOMHMPOBAHHOM Tepanuu (3a UCKJIIOUEHHEM Tepanuu B KOMOMHALMK C
MPHHOTEKaHOM) 1103a npenapaTa Kanenutabun cocrasnser 800-1000 mr/m? 2 pasa B cyTKH B
Teuenue 14 el ¢ MOCHEAYIONMM 7-IHEBHBIM epepbiBoM WiH 625 Mr/M? 2 pasa B CyTKH NIpH
HENPEePbIBHOM PEeXKHUME.

B cocraBe komOuHMpoBaHHOM Tepanuu ¢ upuHoTekaHoM (pexuM XELIRI) pexomenioBanHas

no3a npenapata Kaneuura6un cocrasnser 800 mr/m? 2 pasa B CyTKH B TeueHue 14 Hei ¢



T0CIeAyIOMMM 7-IHEBHBIM epepbiBoM. [loGaBienue GeBanusymaba k KOMOMHUPOBAHHOM
Tepanuu He BIUsET Ha HayaJbHYIo 103y npenapara KaneuntaOu.

IIpOTHBOPBOTHBIE CPEACTBA U NIPEMEMKALMA /1 0OecreyeHns aeKBaTHON IHapaTaluH
HA3HAYalOTCsA Mepel BBEICHHEM LIMCIIATHHA U OKCAJIMILIATHHA COTIACHO HHCTPYKLHAM 110
NPUMEHEHHMIO MCIUIATHHA U OKCAJIMILIATHHA IIPH NPUMEHEHHHU MX B KOMOMHALHMH C IPErIapaToM
Kaneuurabu.

B aqp10BaHTHOM Tepanuu paka Toictoi kumky I cragun pekoMeH10BaHHAsA
MPOJIOIKHTEILHOCTD Tepanuu npenaparom Kaneuurabun cocrasiser 6 Mecsues, T.e. 8 Kypcos.
B koMOMHAIMHU ¢ HCIIATHHOM

Ipenapar Hassayaior no 1000 mr/m® 2 pasa B cyTkH B TeueHue 14 mueit ¢ mocnenyiommm 7-
JIHEBHBIM MepepbIBOM B KOMOMHaumu ¢ wucriatuHoM (80 Mr/M? | pa3 B 3 Henenu B Buie 2-
YacoBOH BHYTPUBEHHOM MH(Yy3uH, rnepBas MH(Y3Ms HA3HAYAETCA B NEPBbIA ACHb UMKIA).
[lepBas n03a kanmeuuTabMHAa Ha3HAYaeTCA BEYEPOM B NEPBBIA [€Hb LIMKIIA, OCIEAHAS — YTPOM
Ha 15 neHb LMKIIa.

B KOMOMHALMY ¢ OKCATMILUIATHHOM MJIM C OKCAJIMIUIATHHOM U GeBauusymabom

Ipenapar Hasuayaior no 1000 mr/m” 2 pasa B cyTku B Teuenue 14 jaueii ¢ mocnenyiommm 7-
JIHEBHBIM [IEpEpPhIBOM B KOMOMHALMM C OKCAIMIUIATHHOM MM C  OKCAIMILIATHHOM
Gesauusymabom. IlepBas fm03a kanmeuutabMHA Ha3HayaeTcs BedepoM B 1-H JIeHb LMKIA,
nociaeaHss — yrpoM Ha 15-if gen» uukna. Besauusymalb BBoautcs B go03e 7,5 mr/kr 1 pa3 B 3
HeJIe/IM B BHJIE BHYTpUBEHHOM HH(y3un B TeyeHne 30-90 MuHyT, neppas HHQY3us HazHAYaeTCs
B 1-if zens uukna. Ilocie GepaunsymaGa BBOAMTCS OKCATMIUIATHH B Ao3e 130 mr/m? B Buge 2-
4acoOBOif BHYTPHBEHHOH MHY3HH.

B xoMOuHaLmy ¢ 3nupyOHIIMHOM U IIPenapaToM Ha OCHOBE ILIATHHBI

IIpenapar HasHayaoT 1Mo 625 Mr/mM? 2 pasa B CyTKH B HENPEPHIBHOM PeXHME B KOMOHHALMH C
snupy6uuuHoM (50 mr/m? 1 pa3 B 3 Hemenu BHYTPHBEHHO GOIIOCHO Ha4MHas C MEPBOTO JIHS
IIMKJIa) ¥ TIpernapaTtoM Ha OCHOBe MuIaTHHBL IIpenapar Ha OCHOBE IUIATHHBI (LMCIUIATHH B [103€

60 mr/m? WM okcanMmiatie B go3e 130 mr/m?) gomkeH ObITh BBeIEH B 1-if 1eHb LMK/IA B BUAE

B/B HH(}y3uH B TeyeHue 2 4, nanee | pa3 B 3 Hezxenu.
B koMOMHAUMHK ¢ MPUHOTEKAHOM MJIM C UPUHOTEKAHOM U GeBaun3ymabom

Ipenapar HasHauaioT no 800 mr/m> 2 pasa B CyTku B Tedenue 14 ameil ¢ nocieayoommm 7-
JIHEBHBIM I1€PEPHIBOM B KOMOMHALIMH C MPUHOTEKAaHOM HJIM C MPHHOTEKAaHOM M OeBauu3ymadom.
Wpunorekan BBoguTcs B g03e 200 mr/m? 1 pas B 3 Heaenu, B/B undysus B teuenue 30 muH,
nepBas uHy3us B 1-i AeHp unkia. besaunsymab BBoauTcs B 103e 7.5 Mr/kr 1 pa3 B 3 Hezenu,

B/B uH(y3us B Teyenne 30-90 muH, neppas uH(Y3ua HaYMHACTCA B |-# A€Hb LMKIIA.



ﬂOSy rpenapara pacCUYUTBIBAIOT B 3aBHUCHMMOCTH OT IUIOMIaAM ITOBEPXHOCTH TeEJIa. Huxe

MMPUBCACHHBIC Tabnuiel | ¥ 2 NoOKa3pIBalOT CTAHJAPTHBIE U CHHKXEHHBIE J03BI KaneuurabuHa s

HayanbHO# 10361 1250 Mr/M? i 1000 Mr/m? NOBEPXHOCTH TeIa.

Tabnuya 1.

Cmandapmuvie u cnudsicennsie 003vt npenapama Kaneyumabun ons nauansnoii 003et 1250

M2/MP?, paccuumannbie 8 3a8UCUMOCHIU OM NAOUAAOU NOBEPXHOCMU mena

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

CHuKeHHas
KoauyecTBo CHuxeHHas 11032 (50%
Monxas 103a tabsierok 150 mr | moza (75% ot .
1250 Mst u/umu 500 Mr Ha | HavyaJIbHOH HANATBHO
npuem (yrpom u J103bl) HEA)
BEYEPOM) 950 mr/m> 635 ar/nd?
ITnomans Jlo3a Ha npueM 150mr 500mr Jlo3a Ha | Jo3a na |
MOBEPXHOCTH Tena | (Mr) IIpUEM, MT pHeM, MI
(M%)
<1,26 1500 - 3 1150 800
1,27 - 1,38 1650 1 3 1300 800
1,39 - 1,52 1800 e 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 1 5 2000 1300
>2,19 2800 2 3 2150 1450
Taoauya 2.

Cmanoapmmuosie u cHudcennbie 003vl npenapama Kaneyumabun ona nauaibHoi 003bl

1000 m2/mM?, paccuumannsie 6 3a6ucumocmu om Ra0WAOU NOBEPXHOCMU mena

Jloza 1000 mr/m? (2 pasa B cyTKH)

[Tonnas nosa Kosnnuectso Cuwxennas | CHuKeHHas
1000 mr/m? tabnerok 150 mr | no3a (75% or | no3a (50%
u/wm 500 mr Ha | HayaIbHON oT
npueM (yTpoMm H J103b1) Ha4aJbHOM
BEYEpoOM) 750 mr/m? J103b1)
500 mr/m?
ITnowane Jlo3a Ha npuem 150mr 500Mmr Jlo3a Ha 1 Jlo3a Ha |
MIOBEPXHOCTH (mr) npueM, Mr npueM, Mr
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 2 1300 800
1,79 - 1,92 1800 2 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

Koppekyus 0o3vl 6 xo0e 1evenus

Qb6wue pexomeroayuu

SIBneHMsA TOKCHYHOCTH [PU JIEYEHHWHM KaneuuTabMHOM MOXKHO YCTPAHHTh IPH IOMOLIH
CHMIITOMAaTHYECKON Tepamuu M/WIM W3MEHEHHMA [03bl Ipernapara (nmpepBaB JICYEHHE WM
YMEHBIIMB J03y mperapara). Ecau go3y kaneuuTabMHa MPUILIOCH YMEHBIUMTh, TO B
MOCNEYIOLLEM €€ HEJIb35 MOBBIIATS.

EcaM mo OlEHKe Jedaliero Bpaya TOKCHYeckuil dddext kaneuutabuHa He HOCHT CEpbe3HOro
WIH YIPOXKAIOIIEr0 JKH3HM OOJBHOrO XapakTepa, JIeYCHHE MOXET ObIThb NPOAO/KEHO B
HavalbHOM 03¢ 6e3 ee YMEHbILEHUS HIIH NPEepbIBaHUs TEPAITHH.

I[Ipy TOKCHYHOCTH 1-0if cTerneHH 103y He MeHsIOT. IIpH TOKCHYHOCTH 2-OM WM 3-€il CTerneHH
TEpaNuIo IMperapaTtoM cieayeT npepsaTh. [Ipy MCYE3HOBEHMH IPH3HAKOB TOKCHYHOCTH HIIH
YMEHBIIEHHUH MOC/EAHEH 10 1-0if cTeneHun, MPOBeJEHNE TEPArHK KaneuuTabuHOM MOXKET ObITh
B0300HOBIIEHO B MOJIHOH /103€ MM CKOPPEKTHPOBAHO COIVIACHO PEKOMEH/IALMAM, YKa3aHHBIM B
tabnuue 3.

[Ipy pa3BUTHM TNPHU3HAKOB TOKCHYHOCTH 4-0i CTENEHM JICUCHHE CIICAYET MNPEKPaTHTh HIIN
BPEMEHHO MpepBaTh A0 KYMUPOBAHMS WIIM YMEHBIIEHMS CHMIITOMOB /0 1-0if cTeneHu, mocie
yero MpUMEHEHHE IpernapaTa MOXHO BO30OHOBUTH B J103e, cocTaBisiomen 50% oT HaYaabHOM.
[TanueHT A0/DKEH HEMEeMIEHHO COOOLIMTbL Bpady O Ppa3BUBIUMXCH Y HEro HEXelaTelbHBIX
asneHnsx. Creayer HEMEUICHHO TMpPEKPaTHTh MpHeM KareunTabuHa MpH BO3HMUKHOBEHHH
TOKCHYHOCTH TSKEJION WM CpejiHeil cTeneHu TshkecTd. Eciu u3-3a TOKCHUYECKHX ABJIEHHI ObLI0
IPOITYIIEHO HECKOJIBKO MPUEMOB IIpenapara, TO 3TH J103bI HE BOCTIOIHSAIOTCS.
I'emamonozuueckas mokcuuHocmo

He cneayeT npuMeHsTh KanenuTabuH y NalMEeHTOB ¢ HCXOJAHBIM YPOBHEM HEHTPO(QHIIOB MEHee

1,5 x 10%/1 u/uu ucxomusiM ypoBHeM TpomGonuTos Meree 100 x 10%/x.



CleiyeT mpepBaTh TEPAIHIO KaeLUTaGHHOM, €CII B XO/I¢ BHETIAHOBOH OLIEHKH J1a00paTOpHBIX
nokasareneil KOIMuecTBo Heiirpodmnon Menee 1,0 x 10%/1, a KonuyecTBO TPOMGOUHMTOB MeHee
75 % 10%/1 (remaTonoruyeckas TOKCH4HOCTb 3-eif HiiH 4-0if CTENeHH).

Tabauya 3.
Cxema Koppexyuu 003b1 Kaneyumabuna (3-x nedenbHblil KUK UTU NPU RPOOONIICUMENLHOM

nleyeHun).

Koppekyus 0036t Ha
CAeOyIou{Uil KUK mepanuu

Cmenens moKkcuuHocmu

H3menenusn 003vl 60 6pema
6 coomeemcmeuu ¢

kpumepusmu no NCIC* Hulcna neNerun (% om navanbHoit 003b1)
Crenens | [Ipogomkats B TOM ke /103€ IIponomxkate B TOM ke 103€
Crenens 2

1-0€ nosiBJIeHHE ITpepBath neyexue 10 100 %

2- o€ NOsBJICHHE MCUE3HOBEHHS CUMITTOMOB HJIH 75%

3- oe MosBJIEHHUE YMEHbILIEHHS TSKECTH 50%

TOKCUYHOCTH 10 crerneHu 0-1

4- oe 1osiBJIEHHE

l'IperaTuTb JICYEHHUE I10JIJHOCTBIO

He npumenumo

Crenens 3

|- o€ nmosABIEHUE

2- 0€ IOsIBJICHHE

[IpepBathb neueHue 10
HUCYE3HOBEHHUS CUMIITOMOB MJIH
YMEHbILEHHS THKECTH
TOKCHYHOCTH 10 creneHu 0-1

75%

50%

3- o€ MosABJIEHHE

[IpexpaTuTh J1€UEHHE MTOJIHOCTHIO

He npumenumo

Crernens 4

|- oe nosiBIIEHUE

[IpexpaTUTh Je4YEHUE MOTHOCTHIO
WJIH, €CJIH JIeHalllnil Bpay CUMTAET,
YTO B MHTEpECAxX MalHeHTa
MPOAOIIKATh TEPAIHIO,
BO300HOBHTB 110C/IE HCUE3HOBEHHS
CHMIITOMOB WJIM YMEHBILCHUS
TSYKECTH TOKCHYHOCTH 110 CTEIIEHH
0-1

50%

2- o€ MOosABJICHUE

Hpexpamrb JICYEHHE ITOJTHOCTBIO

He npumenumo

*B COOTBETCTBHM C OOIIMMH KPHTEPUAMH TOKCHYHOCTH [PYMNIBI MO NMPOBEAEHHIO KIMHHYECKHX MCCIEA0BaHHI
HaumnonansHoro uucrutyta paka Kanagel (NCIC CTG, Bepeus 1) wiam o61UMMH TEPMHHOIOTHYECKMMH KPUTEPHUAMH
HEXKeNaTeNbHbIX  sABiAeHMH  [IporpaMmbl MO  OLEHKE I[POTHBOONYXoseBoil  Tepanun  Hauwmonanpuoro
onkonoruueckoro uHctutyra CIIA (CTCAE, Bepcus 3). Kpurepuu TOKCHYHOCTH JIa[0HHO-TOAOLIBEHHOTO
cHHApOMa 1 rHnepOuanpybuHemMun noapo6Ho onucanbl B paszene «Ocobble ykazaHus».

Obuue pexomenoayuu npu KOMOUHUPOBAHHOU Mepanuu

B cnydae BO3HHKHOBEHHS SIBIEHHH TOKCMYHOCTH IPH MPOBEACHHH KOMOMHMPOBAHHOM Tepanuu
CleAyeT NMPUAEPKUBATHCS PEKOMEHJALMH M0 KOPPEeKIMH [103bl KareuuraOuHa, yKa3aHHBIX B
tabnauie 3, ¥ COOTBETCTBYIOUIMX PEKOMEHJAlMH B MHCTPYKUMAX I10 NMPUMEHEHHIO APYrHX
Npernaparos.

B Havase UMK TeparuM, eCiId 0)KUIAETCS OTCPOYKa C MPUEMOM KaneuurabuHa WM Apyroro (-
¥X) npenapara (-0B), ClIefyeT OTIOXKHTh NPHEM BCEX NpEnapaTroB 0 TeX Mop, Nnoka He OyayT

HAOCTHUIHYTBI YCIIOBHA 1A BO300HOB/IEHHUS TEepanuu BCEMHU IpernapaTaMH.
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Eciu BO BpeMms MNpOBEJEHMS LMKIA KOMOMHMPOBAHHOM TEpanmuu sBJICHHS TOKCHMYHOCTH, IO
MHEHHMIO Bpaya, He CBA3aHbl C NPHMEHEHHEM KarelMTaluHa, TO TEpanHio KameuuTabHHOM
cleayeT MpPOAOJDKMTB, a 03y APYroro mnpenapara KOPpPeKTHpOBAaTb B COOTBETCTBHH C
PEKOMEHIALMAMHI HHCTPYKIMH I10 €ro IPUMEHEHHIO.

Ecin apyroit (-ue) npenapatr (-bI) MPHUXOAMTCS OTMEHMTh, JI€YCHHE KalelHTaOMHOM MOXHO
NPOIOIKHTH MIPH YIOBIETBOPEHUH TPEGOBAHUAM O BO30GHOBICHUIO TEPANNH KaNeLHTaOHHOM.
JlaHHble PEKOMEH/JALMK TIPUMEHHMbI B OTHOIICHHH BCEX MOKAa3aHMM M BCEX OCOOBIX Ipymil
MalH1eHTOoB.

Koppexyusa 00361 6 0co0bIX c1yuasx

Hapywenue gpynkyuu nevenu

He Ttpebyercs HM3MEeHEHMS HAyalbHOM J/03bI Yy MALUMEHTOB C MeTacTa3aMu B I€YCHb H
HapyleHneM QyHKUMH NeYeHH JIErKoH uiamn cpeanei crenenn. OQHAKO HTHX MALMEHTOB CIeayeT
TINATeNbHO Habmopath. [IpuMeHeHMe Mpenapara y MAalUMEHTOB C TAKEIOH IEYEHOYHOM
HEJ0CTATOYHOCTBIO HE M3ydyanoch. KaneuuTabuH He cleflyeT Ha3HayaTh NalMEHTaM C TAKEIOH
MEeYEHOYHOH HE0CTaTOYHOCTBIO.

Hapywenue ¢ynkyuu novex

Kanenutabus NpoTHBONOKA3aH [ALMEHTaM C TSKEIOH MOYeYHOH HE0CTaTOYHOCThIO (KIMpeHC
kpeatunuHa (KK) Hmke 30 mia/mun). PHCK BOBHHKHOBEHHA 3 1 4 CTENeHH MOOOYHBIX peakiuil y
NalMEHTOB C HApyleHusMH QyHKUMHM nodek cpeaneit crenenn TsokectH (KK 30-50 ma/mun) B
HayaJle JICYEHUS YBEIMYMBAETCS M0 CPABHEHMIO C OCTAJbHBIMHM MalMEHTaMH. Y IalUEHTOB C
HapyleHUAMH (YHKUMH [10YEeK Cpe[HeH CTeNeHM THKECTH B Hayaue JIEYCHHS [10YeK
PEKOMEHAYeTCA CHWKeHHe 03kl 10 75 % OoT HavanpHOM 103bl 1250 Mr/M?. Y NanMeHToB ¢
HapyleHUsIMH QYHKUHMH [OYEK CPEAHEeH CTENeHH TKECTH CHHIKEHHE 103bl He TpebyeTcs mpu
HavapHoOil 03¢ 1000 mr/m?. Ilauuenram c nerkoii popmoii noyeunoit HegocrarodnoctH (KK
51-80 Mi/MHH B Hayase JICYCHHs) KOPPEKIMs HavaIbHOM /10361 HE Tpebyercs.

TuiaTenbHblid KOHTPOIb ¥ HE3aMEeUIMTEIbHOE NpepbIBaHKe Kypca JICYEHHs PEKOMEHIYETCs IIpH
BO3HMKHOBEHHH CHMIITOMOB TOKCHYHOCTH 2-H, 3-H MM 4-i CTENEHHM BO BPEMsS JICUYEHHS C
MOCHeayIOIEeH KOppeKLHel 1036, Kak yka3zaHo B Tabumuue 3 Boime. Ecnn paccuuranssii KK
CHMXXAETCS B IpoLecce JedeHus 10 3HaveHus Hike 30 MJI/MMH, TO npueMm KaneuutabuHa
CleayeT NpeKpaTHuTh. PeKOMEHAAUMM MO KOPPEKUMH M03bl MPH MOYEYHOH HEJ0CTATOYHOCTH
OTHOCATCS Kak K MOHOTEpAanuu KarneuntabuHoOM, Tak ¥ KOMOMHMpOBaHHOMY JieueHHI0. Pacuer
J103bI MpHUBeAeH B Tabnuuax 1 u 2.

Hemckuii gozpacm

BesonacHocTs ¥ 3¢ PeKTHBHOCTD npemnapara y aetei <18 1et He yCTaHOBJIEHBI.

Hauueum bl NOHCUNI020 8O3paAcma
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IIpu MOHOTEpanuu KaneuuTabuHOM HET HEOOXOAMMOCTH B KOPpeKuUHMH 103bl. OfHAKO TsDKeble
HexenaTelbHble SBIGHHS 3-ef M 4-0H CTeneHH, CBA3aHHbIE C TPOBOAMMON Tepanuen,
pa3sBUBaKOTCA y nauueHToB crapiue 80 et yame, yeM y 60siee MOIOABIX.

[Ipn uCroNB30BaHMM KaneuuTabuHa B KOMOMHALMH C JAPYTHMH IIPOTHBOOIYXOJIEBBIMH
npenapaTaMu y MOXKHIIbIX MALHEHTOB (B BO3pacTe > 65 JIeT) HexenaTeIbHbIe peakuuu 3-¢ii u 4-
Ot CTEMEeHHM TAKECTH, a TAKKE HEXKelaTelbHble peakluuH, noTpeboBaBLIME OTMEHBI TEpPaIluH,
OTMEYaluch yamie, yeM y Oosee MoIOAbIX. PekoMeHayeTrcs TLIATENbHbIH MOHHTOPHHI
COCTOSIHHMSA MALIHEHTOB MOXKUIIOT0 BO3pacTa.

[Ipu neyeHMH B KOMOMHALMH C JOLETAKCENOM Y MalMeHToB B Bo3pacte 60 et u crapure
OTMEYaeTCs YBEJIHUEHHE YaCTOThl HEKelaTelbHbIX ABICHUI 3-eH U 4-0if CTENEeHH U CEPhE3HBIX
HEXeJaTeIbHbIX ABJICHHUH, CBA3aHHBIX ¢ Tepanueit. [{ng nanueHToB B Bospacte 60 et u crapiue,
KOTOpbIE MOJY4alOT KOMOMHALMIO KaneuuTabuHa ¢ JOLETAKCENOM, PEKOMEHIYEeTCs CHHU3HTbH
HAYaIbHYI0 703y KameuuTabuna a0 75% (950 mr/m* 2 pasa B cyTku). B ciyyae oTcyTcTBUS
NPOSIBJICHHH TOKCHYHOCTH, 1032 MOKeT ObITh yBennyeHa 1o 1250 mr/m* 2 pasa B cyTku. Pacuer
JI03bI TIpUBEAEH B Tabuuue 1.

[Ipu neyeHun B KOMOMHALMKM C MPUHOTEKAHOM Yy MALMEHTOB B BO3pacte 65 NeT M crapuue
PeKOMEH/IyeTCsl CHU3UTh HaualbHYyIo 103y Kaneuutabuna a0 800 mr/m? 2 pa3a B CyTKH.
IToGounoe aeficTBUe

J1ist OrMcaHus YaCTOThI HeXXeNIaTeNIbHBIX PeaKLMH UCIOIb3YIOTCS CIEAYIOIINE KATErOpUH:

oyeHb Yacto (>1/10), wacto (>1/100 u <1/10), nedacrto (=1/1000 u <1/100), peaxo (=1/10000 n
<1/1000), ouens peako (<1/10000, Bkmtoyas otaenbHble cayyau). [IpuBeienHbIe HIDKE
He)XenaTe/IbHble PeakLUy MepeyHCIeHbl B MOPsAKe KIMHUYECKOH 3HAYMMOCTH.

Haun6omee yacTo BCTpeyarOLMMHUCS W/HIH KIMHHYECKH 3HAUMMBIMHU HEXKeJIaTeIbHbIMH
peakUMsMH B XO/1€ Teparnuy KarneuuTabuHOM ObLIH HapyIIEHHUs CO CTOPOHBI KEIYA04HO-
KHMIIEYHOro TpakTa (0coOeHHO Auapes, TOUHOTA, pBOTa, O0IM B XKMBOTE, CTOMATHT), JIAJOHHO-
TMOJIOLIBEHHbIH CHHIPOM, YTOMIIAEMOCTh, COHJIMBOCTb, AHOPEKCHS, IPOABICHUA
KapZAMOTOKCHYHOCTH, HapaCTaHHUE IMOYEYHOH HeI0CTATOYHOCTH Y NMAlMEHTOB C HApYIIEHUAMH
(GyHKUMH [TOYEK B aHaMHe3e, TpoMO03/9MO0us.

Monomepanus kaneyumabunom

Hnpexyuonnvie u napazumaphvie 3a601e6aHus.; 4acTo - reprec BUpycHas HH eKuus,
Ha30(papHUHIUT, HHQEKIHS HIDKHUX JbIXaTeIbHBIX ITyTeH; HEYacTo - cercuc, HHpexuus
MOYEBBIBOAALIMX ITYTEH, UEJUIIONNT, TOH3UUINT, QapUHIUT, KAHAUA03 CIU3UCTON 0001049KH
M0JIOCTH PTa, TPHIII, FACTPOIHTEPHUT, IpHOKOBBIE MHDEKUMH, HHbeKunH, abcuecce 3yba.
[(o6poxa!4ecmeeHHb1e, 3710KayecmeeHHble U HeYyMO1YHEeHHble Hoeoo6pa303auuﬂ: HEYacCTo -

JIMnoma.
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Hapywienus co cmopombl Kposu u IUM@Bamuyeckol Cucmembl: 4acto - HeHTPONIEHMS; HeYacTo -
(eOpuibHas HENTPONEHHS, TPAHY/IOLMTONEHHS, TPOMOOLMTONEHHUS, JICHKONEHHA,
reMOJIMTHYECKas aHEMHS, YBEIHYEeHHE MEKIYHApPOIHOr0 HOPMAIU30BaHHOIO COOTHOLICHHS,
YIJIMHEHHE IPOTPOMOMHOBOIO BPEMEHH.

HapyweHusi co cmopoHbl UMMYHHOU CUCHEMbL: HEYACTO - TIOBBIILICHHE YYBCTBUTEILHOCTH.
Hapywenus co cmoponbl 06MeHa 6eujecms u numanus.; 04eHb 4acTo - aHOPEKCHsA; 4acTo -
JerHapaTalHs, CHUKEHHE MacChl TeNa, CHIKEHHUE allleTUTa; HevacTo - CaxapHblit Auaber,
TUIOKAJIMEMHS, PACCTPOMCTBO MHUILEBAPEHHUS, THIIEPTPUTIIULIEPUICMUS.

Hapywenusi co cmopoHbl nCUxuku. He4acTo - MaHMYECKHEe aTakH, M0/1aBICHHOE HACTPOCHHE,
CHIDKEHHE THOHIO.

Hapywienusi co cmopoHbl HePEHOU CUCMEMbL: 4aCTO - TOJI0BHas 60J1b, FOJIOBOKPYKeHHE (Kpome
BEPTHIO), BAIOCTb, IAPECTE3MH, AUCTEB3Us (M3BPALLEHHE BKYCA); HEYAcTO - adasus,
PacCTPOMCTBO MaMATH, 0OMOPOK, HAPYLIEHHE PABHOBECHS, 0TEPS YYBCTBUTEILHOCTH,
nepudepuueckas HelMponaTus.

Hapywerust co cmoporbl op2ana 3peHus. 4acTo - MOBBILIEHHOE CIIE300T/AC/ICHHE,
KOHBIOHKTHBHT; HEYACTO - CHU)KEHHE OCTPOTBI 3PEHUS, AUIIIOMHS.

Hapywenua co cmopomsl opeana cayxa u 1abupuHmuble Hapywerus: HedacTo - BepTuro, 60ib B
yiIax.

Hapywenus co cmopomvl cepoya: He4acTo - CTEHOKap/us, B TOM 4MCIIe HeCTabniIbHasl,
ApUTMHUsl, CHHYCOBAs TAXUKAPAKS, OLLYyILEHHE cepAleOHeHus.

Hapywenus co cmoponst cocyoos: 4acto - TpoMbodieduT; HeyacTo - Tpom603 riy0oKuX BeH,
TMOBBILIEHHE aPTEPHATIBHOTO JaBICHHA, IETEXHH, TOHIKEHHE apTEPHATILHOTO AaBlIeHNU,
«TIPHIIMBBIY, TOXO0JI0AAHHE AUCTANBHBIX OTAEI0B KOHEYHOCTEH.

Hapywenus co cmopobt 0blXamensHou CUCMeMbl, Op2aHO8 ePYOHOU KN1emKu U CPeOOCMeHUA:
YacTo - HOCOBOE KPOBOTEUEHHE, PHHOPEs; HEYacTo - THEBMOTOPAKC, KPOBOXapKaHbe,
OpoHXHaJIbHaA aCTMa, ObILIKA NPH HU3UYECKON HArpy3Ke.

Hapywenus co cmopombl 2ceny00uHO-KUMEe HO20 mpakma.: 04€Hb 4acTo - Auapes, pBoTa,
TOIIHOTA, CTOMATHT (B TOM YKCIIE A3BEHHBII), 601 B )KMBOTE; 4acTo - 3anop, 6011 B
SMUracTPHH, ANCTIENCUS; HEYACTO - KHILEYHAs HeMPOXOAMMOCTb, ACLIUT, SHTEPHUT, Ancharus,
6016 BHU3Y KMBOTa, IMCKOMDOPT B )KMBOTE, racTpodsodareansHas pediokcHas 601e3Hb,
KPOBb B CTYJIE.

Hapywenus co cmoporbl neveHu u jcen4eeblé00AuUx nymeti: 4acTo - U3SMEHEHHE
(GYHKUMOHAIBHBIX TECTOB IIEYEHH; HEYACTO - XKENTYyXa.

Hapywenus co cmopoHbl KoHCU U NOOKOICHbIX MKAHell. OYeHb YacTO - JIaJOHHO-0A0BEHHBIH

cuHApOM (mapecTe3nu, OTeK, FHMepeMus, LIeayleHne KOxH, 00pa3oBaHue BOJAbIPEH; B Xoae
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MOCTPErHCTPALMOHHOTO IPUMEHEHHS OBLIO BBIABIECHO, YTO MEPCHCTUPYIOLIMA HIIH TSOKEIIbIH
Na0HHO-TIOIOIIBEHHBIN CHHAPOM (CTEreHb 2 U BBILIE) MOXKET BIOCIEACTBUH NPHBECTH K
yTpare OTIEYaTKOB NaJIbLEB), AEPMATHT; YACTO - TUNEPIMIMEHTALMS KOXKH, MAKy/IApHas Chillb,
ChIIlb, HAPYLIEHHUE TUTMEHTALMH KOKH, alOMNeLHs, SPUTEMA, CyXOCTh KOXKH; HEYacToO - BOJIIBIPH,
SI3BBI KOXKH, KPAIMBHHUIIA, JIaJOHHAS SpUTEMA, OTEK JIMIA, Mypiypa. Y MeHee 4eM 2% NalneHToB
B 7 3aBEPLICHHBIX KJIMHUYECKHX HccreaoBannax (N=949) coobmanocs o TpeiuHax KoxH, 1o
KpaitHeii Mepe, NIPE/IoNOKUTEIbHO CBA3aHHBIX C Tepanueil KaneuuTabuHoMm.

Hapywienus co cmoporbl KOCIMHO-MbIUEYHOU U COCOUHUMENbHOU MKAHU: 4acTo - 6omu B
KOHEYHOCTSX, 00JIH B CIMHE; HEUacTo - ONyXaHHe CycTaBoB, 601M B KocTAX, 6onu B 061acTH
JMLA, CKOBAHHOCTb, MblllIEYHas c1abocTb.

Hapyuwenus co cmopoHsl No4eK U MOUebl800AWUX nymell: HeYacTo - TUAPOHedPo3,
HEeJep)KaHUEe MOYH, FeMaTypHs, HUKTYPHS, NOBbILLIEHHE KPEaTUHHHA B [1a3Me KPOBH.
Hapywenus co cmopokbl NON0BbIX OP2AHOE U MONOYHOU diceNe3bl. HEYacTO - BarHHAIbHbIC
KPOBOTEYEHHS.

Obwue paccmpoiicmea u HapywieHus: 8 Mecme 86e0eHUs; OUEHb YaCTO — YTOMIIEMOCTb,
COHJIMBOCTB; YaCTO - nepudepruueckne 0TeKH, HeJOMOraHus, 601ab B rpyau, IMXopajKa,
c1abocTh, aCTEHHs; HEYACTO - OTEKH, 03HOO, rPUNNONOA0OHBIH CHHAPOM, APOXKb, MOBBILICHHE
TeMIlepaTypsl Teja.

Bnusanue na pezyibmamol 1a60pamopHeiX U UHCMPYMEHMATbHbIX UCCIeO08AHUI: YACTO -
runepOuIMpyouHemMus.

Crneayrolme HexenaTeIbHbIe PEaKIMH ABJIAOTCA MPOSBICHUAMHE TOKCHYHOCTH, H3BECTHBIMU
114 Tepanuu GTOPIUPHMHANHAMHE; cO00IIAIOCh, 10 KpaiiHeit Mepe, 0 KOCBEHHOMH CBSI3U MEXIy
pa3sBUTHEM TAaKHUX PEAKLMil U IPUMEHEHHEM KareuuTabuHa y MeHee YeM 5% IalneHToB,
Y4acTBOBABILUMX B 7 3aBEpIIEHHBIX KIMHHUYECKHUX HccaeaoBaHuax (N=949):

HapYUeHUs: CO CMOPOHbBL HCENYOOUHO-KUUEYHO20 MPaKma. CyXOCTb BO PTY, METEOPH3M,
HeKeJaTeIbHbIE PEaKLMH, CBA3aHHbIE C BOCTIAJICHHEM/U3bA3BICHUEM CIIM3HCTBIX 000/104eK,
TaKHe Kak 330(aruT, raCTpHuT, AYOACHHT, KOJIUT, XKETyJ0YHO-KHIIEYHOE KPOBOTCUCHHUE,
HAPYWEHUs CO CMOPOHbL CePOYHO-COCYOUCMOTL CUCMeMbl. OTEKH HIKHUX KOHEYHOCTEH,
KapAMasIrus, BKJII0Yas CTEHOKAp/MIO, KapANOMHOINATHS, MILIEMUst MUOKap/a, MH(apKT
MHOKapJia, cepeyHasi HeIoCTaTOYHOCTb, BHE3alHasA CMEPTh, TAXUKAP/Us, HADKETyJ04YKOBbIE
apUTMHUH, BKIIOYast GUOPHILIALMIO IPEICEPAHH, XKEeTyJ0UKOBbIE€ IKCTPACHCTOIIBI,

HapyweHusi Co CMopOHbl HEPBHOU CUCMeMbl. HAPYLLIEHUE BKyCa, OECCOHHMLA, CIIYTAHHOCTh
CO3HaHMA, FHIEeDATONaTHs, CHMITOMBl MO3)KE€UKOBBIX HAPYLIEHHH (aTaKCHsl, AU3apTPHs,
HapylleHHe PaBHOBECHS M KOOPAMHALIUH);

HapyueHusi co CmopoHsvl NCUXUKU. NETTPECCHUS;
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uHgpexyuonnvie u napazumapnsie 3a60n1e6anui; HHPEKUNOHHbIE OCTIOXKHEHHS, CBA3AHHBIC C
MHe0cynpeccHeil, ocnabaeHneM MMMYHHTETa H/WIIM MyKO3UTOM, TAKHE KaK MECTHBIC H
daTanpuble cucTeMHble HH(eKLMHN (GaKTepHanbHO, BAPYCHOH WM rPUOKOBOH ITHOJIOTHH) H
CeICuc;

HapyWeHUs CO CMOPOHbL KPOBU U TUMPAMU4ECKoU cucmembpl.: aHEMuS,
MHEJIOCYNPECCHS/TaH LU TONEHH S

HapyWeHUs o CMOPOHbL KOJICU U NOOKOJCHIX MKaHeu: 3y, 04aroBoe LIETyIICHHE KOXH,
FUIIEPIMIMEHTALMS KOXKH, H3MEHEHUs HOTTeH, peakuuu (oToceHCHOnIM3aLuy, 1y4eBoi
NIepMaTHT;

HAPYUWEHUSA CO CIOPOHbL OP2aHA 3PeHUs: Pa3IPAKEHUE a3,

HAPYWEHUA CO CTOPOHbI ObIXAMENbHOU CUCMEMb, OP2AHOE 2PYOHOU KIeMKU U CPeOOCMEeHUSA
OJBIILIKA, KalleJlb,

HAPYWEHUS CO CMOPOHbI KOCMHO-MbIUUEYHOU U COOUHUMEeNbHOU MKAHU: APTPAITUs, MUAIITHA,
00I1b B CIIMHE;

obugue paccmpoticmea u HapyuieHus 8 mecme 6eedexus.; 601b B rpyau (HeKapAHalbHOM
ATHOJIOTHH), O0JIb B KOHEYHOCTAX.

Ipumenenue kaneyumabuna 6 KOMOUHUPOBAHHOU Mmepanuu

[Ipoduie Ge30macHOCTH HE OTIIMYAICS MPH HA3HAYECHUH 110 Pa3IMYHBIM [TOKA3aHUAM U NPH
Pa3NUYHBIX KOMOMHALMAX, OZIHAKO HEKEJIATE/IbHbIE PEAKLIMHU, NIEPEUNCIICHHbIC NPH
MOHOTEpANuH, MOTryT Hab/101aThest ¢ 60IbIIeH YacTOTO#H NP NPUMEHEHHH KaneuuTabuna B
KOMOMHMPOBAHHOM Tepanuu.

Huske npeacTaBieHbl He)xenaTeNnbHble Peakliu, KOTOpble HabII01aIMCh J0MOTHUTEIBHO K
TaKOBBIM IIPH MOHOTEPAIINH:

UHGheKkyuoHHbIE U napazumaphble 3a601€6aHUA. 4aCTo - KAHAN/103 CIIM3UCTOH 000I0UKH
POTOBOIA MOJIOCTH, OMOSCHIBAIOLINIA repriec, HHOEKINH MOYEBBIBOAAMIMNX ITyTei, HHEKIHH
BEPXHHX ABIXaTENbHBIX MMyTeH, PUHUT, TPUIII, HH(EKIHUS, TEPIIEC MOJIOCTH PTa;

HAPYWeHUs CO COPOHbI KPOBU U TUMBAMu4eckou cucmembl. OUeHb 4acTo - HEHTPOIEHUS (B
TOM YHCJIe HEHTpONeHHs 3-4 CTENeHH, aCCOLMMPOBAHHAS € MOBBILICHHMEM TEMIIEPATYPBI Tena
sbire 38°C), anemus, TpombouuTONeHus, nenkonenus, GedpuibHas HEUTPONEHHMS, YacTo -
MHEJIOCYTIPECCHS;

HapyuweHus o CMopOHbL UMMYHHOU CUCMEMbl. YaCTO - TIOBBILIEHHAS YYBCTBHUTE/IbHOCTD;
HapyweHus co cmopoHvl 06MeHa 6eujecme U NUMAHUA. O4€Hb 4aCTO - CHIKEHHE MacChl Tea,
CHH)KEHHE aIleTUTa; YacTO - TUIIOKAIHEMMUS, THIIOHATPHEMHSA, THIIOMarHMeMH,
TUNOKAIbLIMEMHUS, TMIIEPTTTMKEMHS;

HapyueHus co CMopoHbL NCUXUKU. YACTO - PaCCTPOMCTBA CHA, TPEBOTa;
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HAPYWeHUA CO CMOPOHbI HEPEHOU CUCMEeMbL: OY€HD YaCTO - IAPECTe3Us, AUCTeB3Hs, I0JIOBHAA
6ok, nepudepuueckas HeiiponaTys, nepudepryeckas CeHCOpHas HeHpPONaTHs, IM3ECTE3N;
4acTO - HEMPOTOKCHYHOCTh, TPEMOD, HEBPAITHS, THIIECTE3HA;

HAPYWEHUs CO CMOPOHbL OP2AHA 3PeHUs. OY€Hb YacTO - CIe30TEYCHHUE; YacTO - HapYLICHUA
3peHusl, CyX0CTb, 60JIb B I1a3aX, HEYETKOCTh 3PHTEILHOIO BOCIIPUATHS,

HApYWeHUs Co CMOPOHbL OP2AHA CAYXA U 1AOUPUHMHbLe HAPYWeHUA: 1aCTO - 3BOH B yluax,
TYrOYyXOCTb,

HAPYWEHUA CO CMOPOHbL Cepoya. YacTo - GUOPUILIALIMA NPEACEPHii;

HAPYWEHUA CO CIMOPOHbL COCYO08: OUEHb YacTo - TPOMO03/9MO0IIH, NIOBBILIEHHE
aprepuanbHoro gasieHus (AJl), OTeK HMKHUX KOHEYHOCTEH; YacTo - FHNEPEMHUs, CHIKEHHE
apTepHALHOTO JaBJICHHS, THIICPTOHUYECKH KPH3, «IPUIUBBD), (HreduT;

HAPYWEHUA CO CIMOPOHbL ObIXAMENbHOU CUCMEMbI, 0P2AHOE 2PYOHOU KNeMKU U CPeOOCMEHUA:
OYeHb YACTO - JAU3ECTE3Us TJIOTKHU, 6076 B rOpJIe; 4aCTo - HOCOBOE KPOBOTEUEHHE, AMCHOHNS,
puHOpes, HKOTa, 601k B IJIOTKE ¥ TOPTaHH,

HaPYWeHUst CO CMOPOHbI HCeNYOOYHO-KUUEYHO20 MPAaKma: 04eHb 4acTo - 3arop, AUCIENCHs,
YaCTO - KPOBOTEUEHHE U3 BEPXHHUX OT/AEJIOB XKEJTy/10UHO-KMILIEYHOr0 TPAKTa, A3BbI B M1010CTH
pTa, FaCTPHT, B3yTHE XKUBOTA, racTpod3odareanbHas pedmokcHas 601e3Hb, 6071b B 11010CTH
pra, aucharus, KpOBOTCUCHHE U3 NPAMOH KHMILKH, 60Ib BHH3Y )KHBOTA, IH3ECTE3MS, ITAPECTE3H
¥ runectesus B 06sacTH pra, AMCKOMBOPT B XKHUBOTE,

HAPYWIEHUS CO CIOPOHbL NEYEHU U JCENYeBbIB00AUUX NYyMell. YacTO - HapylIeHHe QyHKIHH
MIEYCHH;

HAPYWeHUs: CO CMOPOHbL KOJCU U NOOKONUCHbIX MKaHell: OYeHb YacTOo - aloneLHs, H3MEHEeHHe
HOITEH; 4acTo - THIIEPrUAPO3, SPUTEMATO3HAS Chlllb, KPANMBHULA, HOYHAS MOTIMBOCTD;
HAPYWEHUS CO CMOPOHBI KOCMHO-MbIUWEYHOU U COeOUHUMENbHOU MKAHU: OYEHb YacTo -
MUAJITUs, apTpaIrus, 60/1b B KOHEYHOCTAX; 4acTo - 60JIb B YEIIOCTH, MBILICYHbIC CIIa3MBl,
TPHU3M, MbIILIEYHAs C1abOCTh;

HAPYWIEHUsL CO CIMOPOHbL NOYEK U MOYEBbIEOOAUJUX Nymel. 4acTo - FeMaTypHs, IPOTCHHYPHA,
CHI)KEHME KIIMpeHCca KpeaTHHUHA, IU3ypus;

obwjue paccmpolicmea u HapyuleHus 8 Mecme 66e0eHUA.; OYeHb 4acTo - c1aboCTh, BAIOCT,
MOBBILEHHAA YYBCTBUTEIBHOCTD K BBICOKHM M HU3KMM TEMIIEPaTypaM; 4acTo - TMX0pajkKa,
6011, BOCHAJIEHHE CIU3UCTON 00601049KH, 03HOO, 60JIb B IpyaH, TPUIINIONOA00HBIH CHHAPOM,
KPOBOIMOATEKH.

B KIMHHYECKMX MCCIEI0BAaHUAX U B IOCTMAPKETHHIOBOM IEPHO/IE PETMCTPUPOBAINCH Cllydan
Me4YeHOYHON HEAOCTATOYHOCTH M X0JIeCTaTHYeCKOro renatura. [IpyunHHO-CIeACTBEHHAS CBA3b

C IpUeMOM KaneuuTabuHa He YCTaHOBJICHA.
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Ipu Tepanuu KaneunTabuHOM B KOMOMHALMH C APYTHMH XHMHOTEPANEBTHYCCKHMH
npenapaTamMH 4acTo (HO MeHee 4eM y 5% NalMeHToB) COO0IIanoch o cuyyasx peaxkuui
UIIEpUyBCTBUTENLHOCTH (2%) 1 HureMun/uHdapkTa muokapaa (3%). Hiwke npeacrasnena
MH(OPMALKS 110 OTACIBHBIM HEXKEJATEIbHBIM PEaKLHAM.

Huapes

Junapes Habmonanacs y 50% nauueHToB B X0J1€ T€panuu kaneuntabuxHom. B pesysnbrare mMeTa-
aHanu3a 14 KIMHHYECKMX MCcce0BaHui, BKIo4aBux 6onee 4700 nanueHToB, MOIy4aBIIHX
TEpanuIo KarneluTabuHOM, ObLIH BBIABICHBI KOBAPUATBI, KOTOPBIC CTATHCTHYECKH
ACCOLIMMPOBANUCH C YBEAMYEHHEM PHCKA PA3BUTHA HAPEU: YBEIHYEHHE HAaYaIbHOMH J03b1
KaneuuTabuna (B rpaMMax), y/UTMHEHHE HCCIIElyeMOro epHo/ia Tepanuu (B HeesX),
yBenuueHne Bo3pacta (Ha kaxple 10 1et) u sxenckuii mos. KoBapuarsl, CTaTHCTHYECKH
aCcCOLIMMPOBABILUMECS C YMEHbIUEHHEM PHCKA PA3BHTHSA IMAPEH: YBEITMYEHNE KyMYIATHBHOH
10351 Kareutabusa (0,1 *Kr), yBelTuueHHe OTHOCHTEIbHOH HHTEHCHBHOCTH J103bI B IIEPBbIE 6
Heienb Tepanuu (cM. pasaen «Ocolble yKazaHus»).

Kapouomoxcuunocmdv

B pe3ynbTate aHanu3a npoduiisi 6e30MacHOCTH CeMU KIMHMYECKUX MCCIIEI0BAHMM NIPH y4acTHH
949 nanMeHToB, NOJYYaBIINX KaneUUTabnuH B Ka4eCTBE MOHOTEPANMH, ObUIN BbIABJIECHBI
cIIeyIOIHE HeXelaTenbHble peakiuy (yacrota meHee 0,1%): kapanomMuonarus, cepAeyHas
HEI0CTATOYHOCTb, BHE3AMHAs OCTAHOBKA CEP/LIA H XKENyA04KOBAsi IKCTPACHCTONS (CM. pasjien
«Ocobple yKazaHHA»).

Onyegharonamus

DHuedanonatis TakKe acCOLMMPOBAIACH C TPHEMOM KaneluuTabuHa B KaueCTBe MOHOTEpAIHH
(uactora menee 0,1%).

Hexcenamenvhoie peakiyuu 8 0Co0bIX KAUHUYECKUX 2Pynnax

ITayuenmer noxcunozo ospacma

B xoze ananu3a npouisi 6€301acHOCTH y NALMEHTOB B Bo3pacTte 260 siet, nojy4aBLinx
KaneuuTabuH B KOMOMHALIMHU C JIOLETAKCEIOM, 8 TAK)XKE B KaUueCTBE MOHOTEpAIHH, ObLI0
BBISBJICHO YBEIMYEHHE YHMCIIa CEPhE3HBIX HEXENATeIbHBIX PeaKltil 1 HEXKENaTeIbHbIX PEAKIHM
3 1 4 cTeneHu TOKCHYHOCTH, CBA3aHHBIX C JIEYEHHEM, 110 CPABHEHUIO C MALlMEHTaMH B BO3pacTe
<60 ner. [Tauuentsl B Boszpacte >60 seT, nony4aBuiMe KaneunTabun B KOMOMHALHMHU €
JIOLIETAKCEeJIOM, TAKXKE pPaHbllIe BEIOBIBAIM U3 UCCIIEI0OBAHNUA BCIIECACTBUE PA3BUTHSA
HEXeJaTe/bHbIX PEAKLHIA, 10 CPABHEHMIO C MalMeHTaMu B Bospacte <60 siet. B pesynbrare
MeTa-aHaaM3a 14 KIMHHYECKUX HccienoBaHuii npu yuactuu 6oiee 4700 namueHTos,
MONY4aBIIMX KarneuTabuH, ObUIO0 BBIABICHO, YTO C YBEJIMYEHHEM BO3pACTa NaLUeHTa (Ha

kaxzapie 10 1eT) NoBbIIAICA PUCK PA3BUTHUS J1aJOHHO-TI0I0LUBEHHOr0 CHHAPOMA M AHApPeH, B TO
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BpeMs KaK PUCK pa3sBUTHs HEHTPOIeHHH, Hao0opoT, cHixkaics (cm. pasaen «Crocod
MPUMEHEHHUS U 103b1»).

B pe3ynbTaTe MeTa-aHanmu3a 14 KIMHUYECKHX MCCIeN0BaHHit nipu yuactuu Gosee 4700
TMalMeHTOB, MOJYYaBIUIMX KaneuuTabuH, O6bII0 BBIABICHO, YTO Y MALMEHTOB JKEHCKOI0 11071 PUCK
pa3BUTHSA J1aJ0HHO-TIOJIOUIBEHHOTO CHHAPOMA U Maper OBl BbILIE, B TO BPEMSs KaK PHCK
pa3sBUTHs HEHTPOTNEHNH, HA0DOPOT, CHUIKAJICS.

Iayuenmvl ¢ noueynoli nedocmamournocmuio (M. Takxke pasaenst «Crnoco6 npuMeHeHns |
10361, «Ocobble yKa3zaHUA»)

B xozie ananu3a npouis 6e30nacHOCTH y MalHEHTOB ¢ MOYEeYHOH HEJ0CTaTOYHOCThIO,
MOJy4aBIIMX KaneuuTabuH B Ka4eCTBE MOHOTEPAIHH (KOJIOPEKTalbHBIH PaK), ObLIO BbISABICHO
yBEJIMYEHNE YACTOThI PA3BUTHS HEXEIAaTEIbHBIX PeaKluii 3 U 4 cTeNeHH TOKCHYHOCTH 110
CPaBHEHMIO C MaLMeHTaMH ¢ HOpMaIbHOH (yHKuMen nouek (36% (n=268) nauneHTos ¢
HOPMAJILHOMN (yHKLHEl 1oYeK 110 cpaBHeHHIO ¢ 41% (n=257) nauMeHToB ¢ MOYEYHOM
HE0CTATOYHOCTHIO JIETKoi creneHu U 54% (n=59) nauueHToB ¢ NOYeYHOH HEAOCTATOYHOCTBIO
cpeaneit crenenu) (M. paszaen «Papmakonoruyeckue cBoHcTBay»). Cpeu NaueHToB ¢
MOYeYHON HEJOCTATOYHOCTBIO CPEeIHEl cTerneHn Hanbosee yacTo oTMeyancs GakT yMEHbILEHHs
10361 Kaneuurabuna (44%) 10 CpaBHEHHUIO C MALUEHTAMH C HOPMaJIbHOH (PyHKIHEH noYeK
(33%) ¥ manMeHTaMH C TI0YEYHON HeJOCTATOYHOCTBIO JIerKkoii crenent (32%). OTMeuanocs
TaK)Ke yBEJIMYECHHE KOJIMUECTBA MALMEHTOB, BIOBIBLIMX M3 HCCIICI0BAHMS HA PAHHMX CTaUsX
(21% nauueHTOB, BHIOBIBIIMX U3 HCCIIEOBAHMS B TEYEHHE NIEPBBIX ABYX LIMKIIOB) [10 CPABHEHUIO
C MalMeHTaMHu ¢ HopManbHOH dyHKumMel noyek (5%) 1 naueHTaMu ¢ NoYeYHoM
HEJA0CTATOYHOCTBIO Jerkoit crenenu (8%).

H3amenenusn co cmoponst 1abopamopuslx nokazamenei

CHiKkeHHe 4nuciia HeHTpoHIOB, CHUKEHHE YHCIIA MPaHYJIOLHUTOB, CHHKEHHE YHCTIa
JTMM(OLUTOB, CHIKEHHE YHC/Ia TPOMOOLMTOB, CHIKEHHE IeMOrIo0MHa, THIepOuIupyOHHEMHS,
MOBBILIEHHE aKTUBHOCTH ajlaHMHaMHHOTpaHchepassl (AJIT), acnapraraMuHoTpaHchepassl
(ACT), wenounoi docdarasbl, runepkpeaTHHUHEMHUS, THIIEPIIIMKEMHUS, THIIO0-
/TUIepKaIbIIHEMHs, THIIOHATPUEMHS], THITOKATHEMHS.

Ilocmpezucmpayuonnoe nabniooenue

Bo BpeMsi IOCTMapKETHHIOBOrO IPUMEHEHHs KarnelunTabuHa oOHapyKeHbl Cllelylolue

HEXECJIATCIIBHBIC PCAKIIHMH!

Cucrema Opran Kaace Hesxenate/bHas peakuus Yacrora

Co cTOpOHBI MOYEK U OcTtpas noyeyHas HeJOCTaTOYHOCTD, KaK |Pesko

MOYEBBIBOAALIMX MyTEi CleICTBME IErMAPATALIMK, B TOM YHCIIE C
TeTaTbHBIM HCXO0M
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Co CTOPOHBI HEPBHOMH Tokcuyeckas JedKodHLedanonaTus YacToTa HeM3BeCTHA
CHCTEMBI
Co CTOPOHBI IIEYEHH H [TeyeHOYHAs HEOCTATOYHOCT, O4eHb pelKo
bKeTYEeBBIBOISIIMX ITyTeH XOJIECTaTHYECKHH rernaTuT
Co CTOPOHBI KOXKH U KoxHnas Gopma KpacHO#M BOJIYAHKH, OueHb peaKo
MOAKOKHBIX TKaHEH TAKHe TsKeJble KOXKHbIE peaKIMy KakK
cunapom CtuBeHca-/>KOHCOHA H
TOKCMYECKHMH MHUAepMalIbHbIH HEKPOJIU3
Co cropoHs! opraHa 3pennst  |CTEHO3 C/I€3HOr0 KaHailblia OueHb peako
HEeyTOYHEHHBIH; OpaKeHHE POrOBUILBI,
BKJIFOYAst KEPaTHT
ToyeyHbIN KepaTUT Peako
Co cTopoHBI cepAaLa U OubpuUIALMSA JKETY104KOB; yUIHHEHHE |Pesiko
COCy10B uHtepBana QT; apuTMus xeny104KoBast
TaXMCHUCTOIMYECKAs TUIIA «ITHPYIT»,
Opaaukapus; Ba3ocnasm

Bo3zoeiicmeue npenapama npu Opobaenuu unu paznamovléanuu mabaemox

B ciyuae apo6ienus uin pasiambiBanus TabneTok KkaneunTabuHa HabaoAaIUCh ClIeyoLIHe
HEeXeNaTelbHble PeaKllMy: pa3IpakeHue a3, OTEK BeK, KOXHas ChIllb, Fo10BHas 60I1b,
napecTesus, Auapes, TOLIHOTA, pa3ApakeHHe CIIN3UCTONH 000I04KHM XKejlyaKa, pBOTa.
ITepeno3supoBka

Cumnmombsl  ocmpoil  nepedo3uposku: TOLUIHOTA, PBOTA, [auapes, MYKO3MT, pa3[paKeHue
KeJTy04YHO-KHILIEYHOTr0 TPAKTa, KPOBOTEYEHHE, yTHETEHHE (YHKIIMH KOCTHOTO MO3ra.

Jleuenue: craHgapTHble JleyeOHblE M MOAJAEPXKMBAIOIIME MEIMIMHCKME MEPONpPHATHS,
HaIpPaBJIeHHbIE HAa KOPPEKLUIO KINHHYECKHX CHMIITOMOB U NPENYNPEXAECHHE HX OCIIOKHEHHH.
B3aumopeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMHU

AHmuKoazynaHmel KyMapuHoeozo paoa

V nauueHToB, MPUHAMABILKX KaneuuTab1H 0JIHOBPEMEHHO C aHTHUKOAry/ISHTaMH KyMapHHOBOT'O
pana (BapbapuH U (EHNPOKYMOH), COOOLIANOCH O HApyIIEHHAX IOKa3aTellei CBEPThIBAHHA
W/UITH KPOBOTEYEHHSIX Yepe3 HECKOJIBKO AHEH WM MECsleB OT Hayajla Tepanuy KaneuuTabuHoMm,

a B HECKOJIBKHX ClIy4yasX - B TCYEHHUE OJAHOI0 MECALA I10C/IE €€ 3aBEPILICHHS.
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B ucClieJ0BaHMH JIEKAPCTBEHHOTO B3aMMO/EHCTBUS T0CIe OHOKPATHOrO BBeJeHUs BapdapuHa
B gosze 20 wmr kameuutabun ysenuunmn AUC S-papdapuna Ha 57%, a BenHYHHY
MeKIYHaponHOro HopmanusosanHoro ortHomenus (MHO) - na 91%. CormacHo KaHHBIM
pe3y/ibTaTaM MOXKHO IPEANONOXHTh B3aUMMOJIEHCTBHE aHTHUKOArY/IIHTOB KyMapHHOBOIO psja ¢
npenapatoM Kaneuutabun 3a cuer nomgasnenus usopepmenta P450 2C9 moa BiauAHHEM
KaneuurabuHa.

VY NalMeHTOB, OHOBPEMEHHO NMPHUHUMAIOLIMX KaNeUMTaOMH U aHTUKOAry/IAHTbl KyMapHHOBOI'O
pAa, HEOOXOMMMO TILATENBHO CICAMTH 3a MOKA3aTeIAMH CBEPTHIBAHUA (IPOTPOMOMHOBOE
spems win MHO), 103y aHTHKOAry/isHTa cieayeT MoAGHpaTh B COOTBETCTBHH C ITHMH
MOKa3aTeNsAMH.

Cybecmpamer yumoxpoma P450 2C9

CrieunanbHbIX HMCCIEA0BAaHMI JIEKAPCTBEHHOrO B3aMMOJCHCTBUS KameuuTabuHa ¢ JPYrHMH
npenaparamy, Metaboausupyrommumucs usopepmentom 2C9 cucremsl nutoxpoma P450, He
nposoawiock. Creayer cob0AaTh OCTOPOXKHOCTb MpPH HAa3HAYEHMM KaneuuTabuHa BMeECTe C
ITUMH MpernapaTaMu.

DenumouH

[Ipy OxHOBpeMEHHOM IpHeMe KaneuuTabuHa M QeHuToMHa cooblanock 06 yBeaMYEHHH
KOHLIEHTpAUMK nocieaHero B IuiasMe. CrenHanbHbIX MCCIIEI0BAHMH MEXJICKapCTBEHHOTO
B3aMMOZEHCTBUS KaneuuTabuHa ¥ GeHUTOMHA He MPOBOAMIOCH, OJHAKO MPEAINOaraeTcs, 4ro B
OCHOBE MEXaHH3Ma B3aHMOCHCTBUA TeXKUT noAasieHue uzopepmenta P450 2C9 noa pauauuem
kaneuuTabuHa (CM. BbIE «AHTHKOArylsiHTBl KYMapHHOBOrO psjaa»). Y IalHEHTOB,
MOAYYAOLIMX  OJHOBPEMEHHO (DEHUTOMH UM  KameuuTabuH, HEoOXOAMMO  pEryispHO
KOHTPOJIMPOBATh KOHLEHTPALMIO (EHUTOHHA B ILIa3Me.

Aumayuowi

I[Ipu ouenke papMaKOKMHETHYECKHUX ITapaMETPOB KaneunTabuHa py 0JHOBPEMEHHOM IIPHEME C
aHTaUMJaMH, COJAEPXKALUMMHM QIIOMMHUA THMIPOKCHA M MarHus THAPOKCHI, OTMEYEHO
HeOOoJIbII0E TTOBBIIICHHE KOHIEHTPpAaUMH Kaneuutabuna u ognoro u3 merabonuros (5'-APLT) B
ninasme kpoBu. Ha Tpu ocHoBHbIX Merabonuta kaneuurabuna (5-JIOYP, OV u OBAJI)
MCClIelyeMble CPE/ICTBA BIMSHUS HE OKa3bIBallH.

Annonypunon

Crnepyer us3beraTh OJHOBPEMEHHOrO IpHeMa aUIONypHHOJIA M KaneuurabuHa, NOCKOJIBKY
BO3MOXHO  CHMXeHue dbdexkTuBHOCTH  (QTOpypauuna  BCIEACTBHE  B3aMMOAEHCTBHUS
¢bTopypauuia ¢ ajsIONypPHHOIOM.

HUnumepgepon arvgha

20



MakcHMalIbHO MepeHocHMas 103a Kaneuutabusa B komOuHauuu ¢ untepdeponom 2-amsda (3
MEX/IyHApOAHBIX MITH-eIMHHMUB/M’ B CyTKH) cocTaBuia 2000 MI/M> B CYTKH, B TO BpeMS Kak
MakCHMaIbHO TEpEHOCHMas 103a KanmeuuTabuHa B KauectBe MOHOTeparmuu coctasuia 3000
MI/M? B CYTKH.

Jlyueeas mepanus

MakcuMaibHO TEpeHocHMas 103a KarmeuntabuHa B KOMOMHALMM C JIyue€BOH Tepanuei npu
JleYeHHMH ALMEHTOB C PAKOM MpAMOil Kuiiky coctasuia 2000 Mr/m? B CyTKH (IIpH HENpepbIBHOM
peXUMe Tepanu¥ WIA NPH PexuMe Tepanuu C MOHENENbHUKA 110 MATHUIY U 6-TH JHEBHOM
Kypce J1y4eBOii TepanuH), B TO BpeMs KaK MaKCHMAIbHO MepeHocHMas J03a KaneuutabuHa B
KauyecTBe MOHOTeparuu coctamia 3000 Mr/mM? B CYTKH (MHTEDMUTTHPYIOLUMI PEKIM).

Kanvyus ponunam (Jletikosopun)

Kanbuus onuuar He BiauseT Ha (apMaKOKMHETHHYECKHME CBOMCTBA KameuutabuHa M ero
merabonauToB. OHAaKO, BO3MOXHO YCHJIEHHE TOKCHYECKOro sddexra kameuurabuHa 3a cueT
BIIMAHMS KaJblus (HoMHATa HAa papMaKOJMHAMUKY KareunTabuHa.

Copusyoun u e2o ananozu

B nuTepaTypHbIX HCTOUHMKAX ONMUCAHO KIMHUYECKH 3HaYMMOE JIEKapCTBEHHOE B3aUMO/IEHCTBHE
copuByauHa 1 OV, B 0OCHOBE KOTOPOro JEXUT MHrHOUpytowuit spdext copuByauna na JAI1/1.
VKa3aHHOE B3aUMOJIEHCTBHE MOXET MPUBOAMTE K (aTaTbHOMY YCHJICHHIO TOKCHYHOCTH
dropnupumuaunoB. IlodTomMy He ciefyer HasHayaTh KaneuuTabMH OJHOBPEMEHHO C
COPUBYIMHOM HJIM €ro CTPYKTYPHBIMM aHanoramu Tuna Opusyauna. Creayer cobmonarh Kak
MUHUMYM 4YeTbIpeXHeJeNbHbIH MHTEepPBaT MEXIY OKOHYAaHHEM TEpalvu COPHBYIHHOM HIIH €ro
CTPYKTYPHBIMH aHaloramMu (BKIrouas OpMBYAHWH) M HAuaJOM JIEYEHHMsS KaneuuTabHHOM.
Okcanunnamun

Knuuuyeckn 3HAYMMOM pa3HMLIBI B HKCIO3MUMM  KaneuutabuHa wim  MeTaboIMTOB
OKcanurUiaTHHa (cBOOOZHOH miIaTHHBI WM oOweH IUIaTHHBI) TpH  KOMOMHHPOBAaHHOM
NPUMEHEHNH KareunTabMHa M OKCATHIUIATHHA, HE3aBUCUMO OT NpHCYTCTBUA OeBaumsymaba, He
OTMEYEHO.

Besayuzymab

Knnuuvecku 3naunmoro 3¢ ¢pexra 6eBaunsymaba Ha papMaKOKMHETHKY KaneunTabuHa uiau ero
MeTab0IMTOB HE OTMEYEHO.

Ocobble ykazanusi

[ToGoyHbIMH peakuMsiMH, OrpaHMYMBAIOIIMMM [03y Mpenapara, SBIASAIOTCA auapes, 6onp B
’KMBOTE, TOIIHOTA, CTOMaTHUT M JIaJIOHHO-TIOIOLIBEHHBIN CHHAPOM.

Heo6x0auMO0 MPOBOAMTH TILIATE/IbHBIA MEAMLMHCKHI KOHTPOJIb 32 NPOSABIEHUAMU TOKCHYHOCTH

Y NALMEHTOB, MOJY4YarlUHUX TEPANn KaneuuTabuHOM.
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BoNBIIMHCTBO HEXEIATENbHbIX peakinii 06paTuMbl U He TpeOyIOT MOIHONW OTMEHBI Mpernapara,
XOTS MOXET BO3HMKHYTh HEOOXOAMMOCTb B KOPPEKLUHMH [03bl MM BPEMEHHOH OTMEHe
npenapara.

Jluapes: nedeHue KarmeUMTaOMHOM MOXKET BBI3BaTh JAMApel0, MHOrAa TsoKedywo. IlauueHToB ¢
TAKENOM uapeeii ciieyeT TIaTeIbHO HaOII0AaTh, @ IPU PA3BUTHH JICTHAPATALMH HEOOXONMO
MPOBOAMThL  PErMAPATALMIO M  BO3MELieHHMe moTepu  31ekTpoautoB.  CraHaapTHbIe
MpOTHBOAMApEiHbIE Mpernaparbl (HampuMep, Jonepamuj]) CIEAyeT HasHavyaTh KaK MOXHO
paHplle MO  MeAMUMHCKMM  mnokazaHumsaMm. CorsacHo — kputepusM  HauuoHanbHOro
onkonoruyeckoro uuctutyra Kanaas! (NCIC CTC, Bepcus 2) anapes 2 CTENEHH ONpeaesseTcs
KaK ydalleHHe CTyJa 0 4-6 pa3 B CYTKM MJIM CTYJ B HOUHOE BpEMA; AMapes 3 CTEINEHH - Kak
yuanieHue cTy/ia 10 7-9 pa3 B CYTKH WM HeJep)KaHHe M CHHAPOM ManbabGcopOuuu; nuapes 4
CTENneHH - KaK ydauieHue cryaa 1o 10 u 6onee pas B CyTKH, MOsSBIEHHE BUAUMON KPOBH B CTYJI€
WIM HeoOXOJMMOCTh IapeHTepalbHOM moadepkuBaomeii Tepamuu. [Ipu Heo6XomumocTH
CIIeAyeT YMEHBIINTD 103y npenapara Kaneuurabus.

Jezudpamayus', neruapatauMio cieAyeT NpeaynpexaaTb HIM YCTPaHATb B CaMOM Hauaie
BO3HMKHOBeHHs. Jlermaparaumsi MoXeT ObICTPO pPa3BHUTHCA Y TMALMEHTOB C aHOPEKCHEH,
aCTeHHEH, TOUIHOTOH, pBOTOM MM AHapeeH.

Jleruaparanus MOXET CTaTh NPUYMHON pa3sBUTHA OCTPOH IOYEYHOH HEJIOCTaTOYHOCTH, B
OTAE/BHBIX CIy4YasX C JIETAIbHBIM MCXOAOM, OCOOEHHO y MALMEHTOB C HapylleHHeM QyHKUMH
MOoYeK Ha MOMEHT Hayaja TepaluH WIH B Cily4yae, €ClIM MAalHeHT NPUHMMAaeT KarneuuTabuH
OZHOBPEMEHHO C IpernapaTamMu, 00J1aJal0UMH He(PPOTOKCHYECKHM JCHCTBUEM.

[Ipn pasBUTHHM JEerMApaTaldd 2 CTeNeHH WM Bble, JedeHue mnpenapatom Kaneuntabun
ClIeAyeT HEMEIEHHO MpepBaTh M MPOBECTH peruaparauuio. JledeHue Henab3st BO30OHOBIATH 10
3aBepLIEHHUs pEeruApaTallMi M YCTPaHEHMs WIM KOPPEKUMH BbI3BaBIIMX ee (axTopos. [lo3y
npenapara cieyeT MOAH(GHLMPOBATh B COOTBETCTBHH € PEKOMEH/IAIMAMH Ul HEXKeJIaTeIbHbIX
peaKkuMi, NpUBEAIINX K AeTHApaTalluH.

Hegpuyum duzuoponupumudunodezuopozerasol (I1/]): B peaAKuX cilydasX HEOKHIAHHO TAKEIIbIE
ABJICHUSI TOKCHYHOCTH (HampuMep, CTOMATHT, AHapesi, BOCHAJICHHE CIM3HUCTBIX 000s0YeK,
HEHUTPOIEHUS] U HEMPOTOKCHYHOCTB), accoLMupoBaHtblie ¢ propypaunnom (DY), obycnosneHsl
HEJ0CTATOYHONH  aKTUBHOCTBIO  auruaponupumuanHaernaporedasst (A1), depmenTa,
ydacTByomero B pacumeruienudn @Y. MakcuMmanbHelH  PHCK  Pa3sBUTHS  TSXKEIIBIX,
KHM3HEYTPOKAKOIWMX WM (aTalbHbIX ABACHMH TOKCHYHOCTH, OOYCIIOBIEHHBIX NPHUMEHEHHEM
@V, oTMeyaeTcs y MauMeHTOB C ONpeaeIeHHBIME TOMO3HIOTAMU WM OIpe/e/IeHHbIM Habopom
reTepo3UroTHBIX MyTauuit B Jokyce reHa DPYD, BbI3bIBalOIMX MOJHBIA MM YaCTUYHbIH

aebuuut AIT/]. TakuMm naumeHTam He clielyeT Ha3Ha4aTh Tepanuio npenapatom Kaneuurabus.
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Jlns nauuentoB ¢ nonueiM aeduumrom I1J] OTCYyTCTBYIOT [03bl, OTBEYAKOIIME MPODHIIIO
GesonacHoctH (cM. pasgen «[IpoTHBOmokazaHus»). Y MAalUMEHTOB C ONpeAeleHHBIMU
reTepo3MroTHBIMK BapuauusaMu reda DPYD, BesbiBaiomumu yacTuynblil  aeduunt JAI1T
(sanpumep, Bapuauus DPYD*2a), MOBBINIEH PUCK Pa3sBUTHA TSIKEIBIX SBJICHUH TOKCHYHOCTH
IpH NIPUMEHEHNH KareluTaOuHa. Y ManueHToB ¢ yacTuyHbIM aepuuurom I/, B caydae eciu
nonp3a Tepanuu mnpernapatom KameuuTtabun (¢ y4eTOM BO3MOXHOCTH MPHUMEHEHHA
albTePHATUBHBIX HE(PTOPIHUPUMUIMHOBBIX XMMHUOTEPAIIEBTUYECKUX CXEM JICYEHHS) [IPEBbILLIACT
MOTEHUMAJBHBIH PUCK, cleayerT cobmoaaTh 0coO0yl0 OCTOPOXHOCTb. Y TaKMX I1allHEHTOB
M3HAYaIbHO  HEOOXOJMMO  CYIIECTBEHHO  CHHM3UTh 03y  [perapara, [pOM3BOAHTD
110CJIe10BaTe IbHBIH MOHUTOPHHT H KOPPEKLHUIO 103bI C YYETOM NPOABICHUH TOKCHYHOCTH.

Tect Ha onpeaenenue aeduumra AT/ HeoOXoauMO MPOBOJUTE B COOTBETCTBMM € TEKYIUHMH
PEKOMEHJALMAMHU U IPHHUMAs BO BHUMAHUE JIOKAJIbHYIO JOCTYIHOCTb.

V nauueHToB ¢ HeBbIABIEHHBIM AeduuutoM HIT/], nmonyyaoummx Tepanuio KaneuuTabHHOM, a
TaKXKe y MALMEHTOB C HEraTMBHBIM pe3yJbTaTOM TecTa Ha creunduyeckue BapHalMu reHa
DPYD Moryr BO3HHKHYTb JKH3HEYTPOXKAKOIUHE SBJICHUS TOKCHYHOCTH, MPOABIAIOLIHECH
CHMIITOMaMM OCTPOi rnepeao3upoBKU. B ciyuae BOSHUKHOBEHMSA SBJIECHHUH OCTPOH TOKCHYHOCTH
2-4 cremeHu HeoOXOIMMO HEMEIJIEHHO IpeKpaTUTh Tepanuio. PeumieHne o MOJIHOM
NpeKpalleHHH Tepanuu JOJDKHO OBITh OCHOBAHO Ha KIMHMYECKOH oleHke ebrora,
JJIMTENIBHOCTH M TSHXKECTH  HabmiogaeMblX — SIBIGHHMM  TOKCMYHOCTH  (CM.  pasjen
«ITepenosupoBkar).

Mepbl  npedocmoposicrocmu-, CreKTp KapAMOTOKCHYHOCTH NPH JIEYCHHH KaneuutabHHOM
QHAJIOTHYEH TAKOBOMY IIPH HCIONb30BaHUM APYTUX (TOPNMUPUMHAMHOB M BKJIIOYAET MH(MAPKT
MHOKapaa, CTEHOKapAHIO, apUTMHMH, OCTAHOBKY Cepaua, CepAeYHYI0 HENOCTATOYHOCTh H
u3meHenus Ha DKI'.

DTH HexenaTelbHble peakuun Oonee xapaktepHbl mius nauumeHtoB ¢ MBC B anamuese.
Heobxoaumo cobuioaaTh 0CTOPOKHOCTD Y MALMEHTOB C APUTMHEH M CTEHOKAapAHEN B AHAMHE3E.
B xone Tepanuu KaneuMTabMHOM OTMEYalIOCh pa3BUTHE THUIO- WIM THIIEPKAIBLMEMHUH.
Heobxoaumo cobuonaTh 0CTOPOXKHOCTD y MALMEHTOB C paHee AMarHOCTHPOBAHHOM TMIO- MM
rUnepKailbLHeMHen.

HeobxoauMo cobmofare OCTOPOXKHOCTh Yy MAUMEHTOB C 3a00/1eBaHMAMM LEHTPAJbHOH H
nepudepryeckoit HEpBHOH CHCTEMBI (HarpuMep, NpH HAJTHYHUH METacTa30B B FOJIOBHOM MO3I€ U
HelpomaTuu), a TaKkKe Yy IaUMEeHTOB C CcaxapHbIM AMabeToM M HapyLIeHMAMH BOJHO-
371€KTPOJIMTHOrO OanaHca, TaKk Kak B XOje JIEYEHHS KarneunTaOMHOM BO3MOXKHO obocTpeHue

JIaHHBIX 3a00/1eBaHUIA.
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Cnenyer HabmiogaTh [AUMEHTOB HA MPEAMET BO3HMKHOBEHHS O(DTaIbMOJOrHYECKHX
OCJIO)KHEHHH, TaKMX KaK KEpaTUT WM MaToJOrHs pPOrOBHLBI, OCOOEHHO B Ciydyae HaIU4Hs
HapyLIEHUH CO CTOPOHBI OpraHa 3peHHs B aHaMHe3e. B ciyyae pasBUTHS OCIOXKHEHHH €O
CTOPOHBI OpraHa 3peHus He0OX0IMMO Ha3HAYUTh COOTBETCTBYIOIIEE JIEYCHHE.

KaneuuTtabuH MOXET BbI3BaTh PAa3BUTHE TAKUX TSKENBIX KOXHBIX PEaKIMH Kak CHHIPOM
CruBenca-/[>KOHCOHa M TOKCHYECKOTO 3MUAepMalbHOr0 Hekponusa. IIpy pasBUTHM TSKEIbIX
KOKHBIX peakiuii Ha ()OHe MpUMEeHEeHHUs KanenuTabMHa [pUeM Ipenapara CieyeT NPeKpaTuTh
M HEe BO30OHOBIIATD.

[IposiBieHHEM  KOXKHOM  TOKCHYHOCTH  KaneuutabuHa  SBISIETCS  pa3sBUTHE  J1aJlOHHO-
MOJOLIBEHHOr0 CHHApPOMA (CHHOHHUMBI - J1aJJOHHO-NOJOMIBEHHAA OJPHTPOAM3ECTE3US HIIH
aKpaibHas dpUTEMa, BbI3BaHHAs XUMHoTepanuei). IlepcUCTUPYIOMMI WM TSXKENBIA JIaJ0HHO-
MOJOLIBEHHbIH CHHAPOM (CTEMEHb 2 M BbIIIE) BIOCIEACTBMM MOXET MPHUBECTH K yTpare
OTIIEYaTKOB MaJbLIEB, YTO MOXKET IMOBIUATH HA MPOLECC YCTAHOBJEHHS JIMYHOCTH. Menuana
BPEMEHH [0 Pa3BUTHS IMPOSABICHUI TOKCHYHOCTH Yy MNMALMEHTOB, MOJYYaOUIMX MOHOTEpAINHIO
npenaparom Kaneuurabus, cocraBnser 79 aueit (B auanaso”e ot 11 go 360 nuei), a creneHs
TSOKECTH BapbHpyeT OT 1-0i crenenu a0 3-eit creneHu. JIaOHHO-NOAOWBEHHbBIA CHHAPOM 1-0i
CTEMEHH HE HapyllaeT I[OBCEAHEBHON AKTMBHOCTH IAlMEHTa W IPOABIIAETCA OHEMEHHEM,
JM3€CTE3UAMH/TIAPECTE3NSIMH, TIOKAIBIBAHUEM WIH ITOKPACHEHUEM JaZOHeil W/MIIM I10JI0LIB,
auckompoproM.  JIalOHHO-NOAOMIBEHHBIH ~ CHHAPOM  2-OH  CTENEHH  XapaKTepU3yeTcs
00JIe3HEHHBIM TIOKPaCHEHHEM M OTE€KaMHM KUCTeH W/MIM CTOI, NPUYEM BbI3BIBAEMBIH ITHMH
CHMIITOMaMH JHCKOM(OPT HapyllaeT I0BCEHEBHYI0 aKTHBHOCTh mauueHra. JlajoHHO-
MOJIOLIBEHHBIH CHHAPOM 3-€if CTerneHy onpeseNnseTcs Kak BlaKHas NeCKBaMallus, U3bA3BICHHUE,
obpa3oBaHue IMy3bIpeil ¥ pe3kre 00K B KHCTAX H/MIIM CTOMNAX, @ TAK)KE CHIbHBIA AMCKOMOOPT,
JeNaroluMii HEBO3MOXKHBIMU /U1 IALMEHTa J100ble BHJIbI MOBCEAHEBHOM AesaTenbHOCTH. Ilpu
BO3HMKHOBEHHH JIaJIOHHO-MOJIOIIBEHHOT0 CHHApPOMa 2-0i MM 3-eil  CTENeHH Teparuio
npenapatom Kaneuurabun crneayer mnpepBath 10 HMCYE3HOBEHMS CHMIITOMOB WM  HX
yMeHblueHHus 10 1-0it crenenu. IIpy BO3HMKHOBEHHMM CHHIpOMa 3-eif CTENEHH MOC/IeayIomHue
n03sl penapata Kaneuurabuu 10KHBI ObITh YMEHBILCHBI.

Butamun B6 (NMpPUAOKCHH) HE pPEKOMEHJAYeTCs MPUMEHATh IS CHUMIOTOMATHUYECKOTO MM
BTOPHYHOTO NMpOo(GHIAKTHYECKOTO JeYEeHUS JIaJOHHO-TI00BEHHOIO CHHAPOMA IIPH Ha3HAYEHUH
npenapata KaneuutabuH B KOMOMHALMHM C LMCIUIATMHOM, ITIOCKOJIBKY OH MOXET CHHXKaTh
sdpdexruBHocTs wucruiatuHa. Mmeiorcs gaHHele 00 3 (PEKTMBHOCTH [JEKCNAHTEHONA B
npodunaKTHKe pa3BUTHS JIaJ0OHHO-TIOJOIIBEHHOr0 CHHAPOMA IpPU Tepaluu MpernapaToMm

Kaneuurtabus.
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IIpenapar KameuutaGuu MOKeT BbI3BaTh runepOuiupybunemuto. Eciu B CBA3H C JICUCHHEM
npenapatrom KaneuutaGun orMevaercst runepOumupyounemus >3,0xBI'H (Bepxusas rpanuua
HOPMbI) WIM TIOBBIIIEHHE AKTMBHOCTH «II€4eHOYHbIX» amuHoTpaHchepas (AJIT, ACT)
>2,5xBI'H, neuenue cienyer npepBarh.

[IpoBe/ieHHE Tepanu¥ MOXKHO BO30GHOBHTH IPH CHIDKCHWM KOHUEHTpauuu OunnpyOHHa M
AKTUBHOCTH «I1€YEHOYHBIX» aMHHOTPaHC(epa3 HUKEYKa3aHHBIX MPE/EsIOB.

Cneayer cobmoJaTh OCTOPOKHOCTH INIPHM  OJIHOBPEMEHHOM  NPMMEHEHMM  mpernapara
Kaneuutabus u npenapatoB, MeTabonu3upytomuxcs uuroxpomom P450 2C9 (sapdapun miu
(beHuToHH).

[Ipy OAHOBPEMEHHOM INPUMEHEHHH C MEPOPAIbHBIMK AHTHKOAryJISHTAaMH - [POM3BOJAHBIMH
KyMapuHa - ClIeAyeT KOHTPOJIMPOBATh MOKA3aTeH CBEPTHIBAEMOCTH (IPOTPOMOMHOBOE BpeMs
uin MHO) 1 B cOOTBETCTBUH C ITHUM 1oAOHpaTh 103y aHTUKOArysHTa. [Ipu ogHOBpEMEHHOM
NpUMEHEHHH ¢ (EHUTOMHOM M KaneluuTaOMHOM, HEOOXOAMMO pEryjisfpHO KOHTPOIMPOBATH
KOHILIEHTpALXIO (PEHUTOUHA B ILIA3Me.

IIpumenenue npenapama y nayuenmos nO*CU1020 603pacma

YacToTa TOKCHYECKHUX MPOSBICHHH CO CTOPOHBI JKEIyA0YHO-KHIIEYHOr0 TPAKTA y MAalMEHTOB C
KOJIOPEKTAILHBIM PakoM B Bospacte 60-79 siet, nojy4aBUIMX MOHOTEPANHIO KaneuUTabHHOM, HE
OT/IMYAach OT TAKOBOW B OOLIEH MOMynsuuu nauueHTtoB. Y naumentoB 80 yieT u crapiie
oOpaTuMble HeXeaTelbHbIe PeaKLMU CO CTOPOHBI XKEeTyA0YHO-KHIIEUHOro Tpakra 3-ei u 4-oi
CTENeHH, TaKkhe KaK Auapes, TOLIHOTa M PBOTA, Pa3sBMBAIMCh Yaule. Y MNalMeHTOB >65 Jer,
MOJyYaBLUIMX KOMOMHUPOBAHHYIO TEpaNuio KaneuuTabMHOM M JAPYTMMH MPOTHBOOITYXOJIEBHIMHU
npernapaTtaMi, 0TMEYaIOCh yBeIHUYEHNE YaCTOThl HEeXeNaTeIbHBIX peakuuii 3-eil u 4-0¥ CTEeNneHH
TSOKECTH M HEXKeNaTeNbHbIX SABJIEHHWH, KOTOpble NPUBOAWIM K IPEKPALIEHUIO TepanuH I0
CPaBHEHHMIO C NALIMEHTAMH MOJIoXke 65 Jer.

[Ipu ananu3e AaHHBIX Ge30MacHOCTH y MauMeHTOB >60 neT, Mojy4aBIIHX KOMOMHHPOBAHHYIO
TEpanuio KaneuuTabMHOM M JOLETAKCEeIOM, OTMEYEHO YBEJIWYEHHE YacTOThl CBA3aHHBIX C
Tepanuen HeXesnaTe/lbHbIX peakuuii 3-eit u 4-0i CTENEeHM TAKECTH, CEPbE3HBIX HEXeIATeIbHBIX
peakuuii U paHHeH OTMEeHbI Tepaluy H3-3a HEeXEeIaTEeIbHBIX PEaKLnil 10 CPABHEHHIO C TAKOBBIMU
y nauueHToB mosaoxe 60 ner.

IToueunas nedocmamounocme

Crepyer cobnioaTte OCTOPOXHOCTh MpH Ha3HayeHMH npenapara KaneuuraObun nmauueHTam ¢
MOYEYHON HEJOCTATOYHOCTHIO CpeAHel cTeneHu TskecTH. Kak u npu nedennu Gropypauuiom,
YacTOTA Pa3BUTUA CBA3AHHBIX C MPOBOAMMON Tepanueil HexenaTenbHBIX peakuuid 3-eil u 4-oi
CTEeNeHH TSKECTH Oblia Bbllle Y MALKEHTOB C MOYEYHOH HEJLOCTATOYHOCTHIO CPEIHEH CTENEHH

sxectu (KK 30-50 ma/mun).
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ITeuenounas Hedocmamo4HoCmo

[TauMeHTs! ¢ MEYEHOYHOH HEI0CTATOUHOCTHIO BO BpeMs Tepamuu npenapatom KaneuurabuH
JIOMKHBI HAXOAMTHCA MO TIIATENbHBIM MEAMLMHCKMM HabmoneHueM. BiusHue HapyLleHHs
YHKUMH TIeYeHH, He O0YCIOBIEHHOTO METACTATHYECKUM MOPAKEHNEM NEYCHH WIH TAKEIO0H
[IeYeHOYHON HEIOCTATOYHOCTHIO, Ha pacnpejencHue npemapata KanmenutabuH HEH3BECTHO.
DepmunbrHocmsb, GepemenHocms U KOHMpayenyus

Ha ocHOBaHMH JAHHBIX MCCIIEIOBAHHI y )HBOTHBIX Ipenapar Kaneuntabun MOXeT OKa3blBaTh
BAMSHME Ha (EPTHIBHOCTE Y MYKYMH M OKCHIIMH C COXPAHEHHBIM pPENpOJYKTHBHBIM
MOTEHLIHAJIOM.

JKeHmmuam Bo BpeMs Tepanuu npernaparom Kanenurabun u B TeyeHne 6-TH MECALEB MOCie ee
OKOHYAHHMS CJEMYeT HCMOJb30BaTh HaJAEKHBIE METOIBI KOHTpauenuuu. Eciu GepeMeHHOCTb
HACTYNMIA B MEPMOA MPOBEACHHUS TEParuH, NalMEeHTKa JO/KHA ObiTh OCBEAOMICHA O
NOTEHLUHAIBHOM yrpo3e 11 I10/a.

Ha ocHOBaHMHM pe3y/NbTAaTOB UCCIEIOBAHUI IeHOTOKCHYHOCTH NMAaLMEHTaM MYXKCKOro 1oja 1 uX
MapTHEpIIAM C COXPAHCHHBIM PENpOAYKTHBHBIM IOTEHLUHMAIOM CIeAyeT HCIOIb30BaTh
HAJI@XKHBIE METO/Ibl KOHTpALIENMHK BO BpeMsi Tepanuy npenapatom Kaneuntabun u B TeueHue 3-
X MECSLEB I10CIIE €€ OKOHYAHMUS.

Obpawenue ¢ HeUCNONb308AHHBIM NPENAPANMOM U NPENAPAMOM C UCMEKUUM CPOKOM 200HOCMU
Tak xak npenapar Kaneuutabux sBisercs UMTOTOKCHYHBIM, HEOOXOAMMO HCIOJIB30BATH
creuMaIu3upoBanHoe 060pyoBaHHe M MPOLEAYPbl yTHIn3auu. Hencnons30BaHHbIA npenapar
M pacXOJHbIE MaTepHalbl JODKHBI ObITh YTHIN3HPOBAHBI COTJIACHO JIOKATLHBIM TPEOOBAHHMAM.
ITonagaHue JIEKapCTBEHHOrO IMpemnapaTta BMECTE ¢ OTXOAAaMH B OKPYXKAKOUIYI0 Cpely A0JIKHO
OBITH CBEAEHO K MUHMMYMY. He cieayer yruiausupoBaTh Npernapar ¢ IOMOIIBK CTOYHBIX BOX
MIM BMeCTe C OBITOBHIMH OTXOZamu. [Io BO3MOXKHOCTH HEOOXOAMMO HCIIOJIB30BaTh
CrelHalbHbIe CUCTEMBI JUIS YTHIM3AlMHU JIEKApCTBEHHBIX ITPENaparos.

Bausinue Ha c0cOOHOCTH YNPABIASATH TPAHCIOPTHBIMU CPEICTBAMH H MEXAHU3MAMH
Kanenurabun o6nagaer HeGONBIIMM WM YMEPEHHBIM BIMSHHMEM Ha CIIOCOOHOCTD YIPaBIIATH
TPAaHCIIOPTHBIMM ~ CpPEACTBaMM M MexaHu3mamu.  KaneuutabuH  MOXeET  BbI3BIBATh
roJIOBOKPYKEHHE, C1ab0CTh M TOLIHOTY, O YeM MaLMEeHThl 10KHbI ObITh NPOHHPOPMUPOBAHBL.
[TanuenTaM, y KOTOPHIX BO3HHMKJIM TakKHe HeXelaTelbHble SBIEHHA, crnenyer uiberarth
YIIpaBJIcHHs. TPAHCIOPTHBIMH CPEACTBAMHM M 3aHATHH APYTMMM MOTEHLHAIBHO ONACHBIMU
BUAAMM JEATENBHOCTH, TPEOYIOLMMH [OBBILEHHON KOHLEHTPAUMH BHUMaHUA M OBICTPOTHI
IICUXOMOTOPHBIX PEaKLMii C ydeToM npodmst mo6ouHbIX 3G HEeKToB.

®opma BbINyCKA

Tabnerku, NOKpbIThIE MIeHOYHON 06010uKoit 150 mr, 500 mr
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Ilepsuunas ynakoexa n1ekapcmeennozo npenapama
[lo 10 Ta61eToOK, MOKPHITEIX MIEHOYHOH 00ONOUKOM, B KOHTYPHYIO SYEHKOBYIO YNAKOBKY H3
[IEHKH TTOJMBHHIIXJIOPHIAHON M )OJIbIM aTIOMHHHEBOMH NEYaTHOM JTaKMPOBAHHOM.
ITo 60, 120, 360 u 500 Ta61eTOK, MOKPHITHIX IICHOYHOH 000/104KOH B GaHKY IOIHMEPHYIO C
KPBINIKO# HATATMBAEMOIl C KOHTPOJIEM MepBOro BCKphITHs. Ha GaHkH HAKICHBAIOT STUKETKA U3
fymaru 3THKETOYHOH MIIH U3 MOJMMEPHBIX MATEPHAIIOB, CAMOKIICIOLIMECS.
Bmopuunan ynakoexa jiekapcmeenno2o npenapama
[Io 6 wm 12 KOHTYPHBIX SYEHKOBBIX YIMAKOBOK BMECTE C MHCTPYKUMEH [0 MPUMEHEHHIO
TMOMEILAIOT B MauKy U3 KapToHa. [1o 1 6aHke BMeCTe ¢ MHCTPYKIHMiA 10 MPUMEHEHHIO MOMEIaoT
B Ma4Ky M3 KapTOHa.
YcaoBusi XpaHeHUst
B opurHHaIbHOMN YIIaKOBKE POM3BOANTENS NpH Temmneparype He Bbiue 25° C.
XpaHuTh B HEJAOCTYITHOM JULA €TEH MECTe.
Cpok roasocTun
3 roga.
He npuMeHSATH 10 UCTEYEHUH CPOKA FOAHOCTH.
Yceaosus oTnycka
OTnyckKaroT 1Mo peuenry.
IIpounsBoauTes:
1. AO «Dapmacuntes», Poccus
FOpuouueckuii aopec: 664007,
r. Upkyrck, yn. KpacHorBapaeiickas, a. 23, od.3
Adpec npouszgodcmeenHoll N1OWaoKu.
r. Upkytck, ya. P. JlrokcemOypr, 1.184.
Ten.: 8 (3952) 550-335, daxc: 550-325
2. AO «®apmacuntes-Hopa», Poccus,
FOpuouueckuii aopec: 194356,
r. Caunkr-IlerepOypr, nopora B Kamenky, a.74, nom. 1-H.
Ten.: +7 (812) 240-45-15
Aodpec npoussodcmeenHol NI10WAoKU:
r. Canxkrt-IlerepOypr, nopora B Kamenky, a.74, mut. A
Biajesiey perucTpanMoOHHOr0 YA0CTOBEPEHHs/OPraHM3auusi, NPUHAMAKILAS NpPeTeH3HH
norpeburesei:
AO «®Papmacunres-Hopa», Poccus,

r. Canxkr-IlerepOypr, nopora B Kamenky, 1.74, nut. A
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ten: 8-800-100-1550
www.pharmasyntez.com

[Ipeacrasurens
AO «®DapmacunTtes-Hopm»
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Mausix H.1O.

28



