MHWHHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKOM ®EJIEPALIIN

HNHCTPYKIUA
IO MEAUIIUHCKOMY TIPUMEHEHUNIO JIEKAPCTBEHHOI'O ITPEITAPATA

Kanenurosep

PerncrpanuoHHblii Homep:
Toprosoe HanmeHoBaHue: Kanerurosep
Me:kayHapogHOe HeMATEHTOBAHHOE UJIH I'PYNNHPOBOYHOE HAMMEHOBAHHE: KalelMTaOuH

JlexapcTBeHHas opma: TaOIETKU, TOKPBITHIC INICHOYHOI 000I0UKOM

Cocras
CocraB Ha 1 TabneTky

Heticmsyrowee ewjecmao

Kanenurabun 150 mr 500 mr

Bcnomoeamenvuvie eeuecmea onst noJjiy4erus ﬂ()pa

mab.iemKy Maccou 190 me 620 me
JlakTo3a 6e3BoiHas (JTaKTOTIpecc) 17,6 mr 41,9 mr
[enmros103a MUKPOKpPUCTATITMYECKAS 9,5 mr 31,0 mr
Hatpust kpockapOOKCHMETHIIIIEIUTIONI03a 9,5 mr 31,0 mr

(HaTpus KpOoCKapMeio3a)

I'inpomennosa (ruIpOKCUIIPONHIMETHIILIEIIIION03A) 1,5 mr 9,9 mr
Maruus creapat 1,9 mr 6,2 Mr
Bcnomocamenvhvie éewpecmea (0ns 0osuposku 150 me)

0N noayuyeHusi mabnemKu, MNOKPbIMOU HNIEHOYHOU

obonouxou, maccou 195 me:

Omnagpaii |1 cBeTI0-0paHXEeBHIA 5,0 mr

[rumpomernio3a (THAPOKCUTTPOITHIMETHIIIIEIUTION032) 28,0 %
JAKTO3bI MOHOTHIPAT 36,0 %
Makporo (moaudTuneHrIuKob 4000) 10,0 %
TUTaHa TUOKCHU]I 23,72 %

AJTIOMHHHUEBBIH JIaK Ha OCHOBE COJHEYHOIO
3aKarta KeJITOTO 2,25 %

&Kele3a OKCUJ] YSPHBIH | 0,03 %



Bcnomocamenvhvie éewyecmea (0ns dosuposku 500 me)
0N noayuyeHusi mabnemKu, MNOKPbIMOU HIEHOYHOU

obonouxou, maccou 638 me:

Omnanpaii |1 opankeBbIit 18,0 mr
[rumpomenio3a (THAPOKCUTTPOITHIMETHIIIIEIUTIONI032) 28,0 %
JIAKTO3bI MOHOTHIPAT 36,0 %
Makporo (moaudTuneHrIrnKob 4000) 10,0 %
THUTaHa TUOKCHU]I 19,42 %

AITFIOMUHHUEBBIN JIaK Ha OCHOBE COJIHEYHOTO

3aKaTa JKeJITOTO 6,56 %
AIFOMUHUEBBIH JIAaK Ha OCHOBE MOHCO 4R] 0,02 %
Onucanue

[IpomonroBareie JBOSIKOBBITYKJIBIE TaOJIETKH, MOKPBHITHIE IUIEHOYHOW OOOJIOYKON CBETIIO-
opamxeBoro IBeTa (mosupoBka 150 Mr) u opamxkeBoro 1Bera (mosupoBka 500 wmr). Ha

MOTIEPEYHOM Pa3pese AApo TaOIETKU OEIOro Wi TOYTH OeI0ro IBETa.

®apmakoTepaneBTHYECKasi TPYNIA  IPOTUBOOITYXOJIEBOE CPEACTBO, aHTUMETAOOIUT

Koa ATX: LO1BCO6

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuka

Kanerutabun - mnpousBogHOe (TOPIHPUMHAMHA KapOamaTa, TepOpadbHbI IMTOCTATHK,
AaKTUBUPYIOILUICSI B TKaHW OIYXOJM M OKa3bIBAIOIIMH HAa HEE CEJIEKTHMBHOE LIUTOTOKCHYECKOE
nevictBue. In Vitro kanenutaOuH He o0JaAaeT NUTOTOKCHYECKUM 3¢ dexTom, In  VIvo
npeBpamaercs Bo ¢ropypammn (DY), KOTOphlid MoaBepraercs albHEHIIEMYy METa0oIU3MYy.
O6pazoBanne DY NPOUCXOIUT TNPEUMYIIECTBEHHO B TKaHW OMYXOJW TIOA JACHCTBHEM
OIlyXO0JIEBOTO AHTMOTE€HHOIro (akTopa - TUMUIAMH(OCGHOpHIA3bl, YTO CBOAUT K MHUHHUMYMY
cucreMHoe Bo3aenctere @Y Ha 310pOBbIE TKAHU OPraHU3Ma.

[locnenoBarenbHas ¢(epmentHas OuoTpaHcopmanus kKanerurabuHna B DY coszmaer Oosee
BBICOKME KOHIIEHTPALUHU IIpenapara B TKaHIX OIMYXOJH, YEM B OKPYXKAIOIIUX 3J0POBBIX TKAHSX.
[Tocrme mepopaibHOTO Ha3HAYEHHs KalelMTaOMHA MalleHTaM KoJopekTaabHbiM pakoMm (N=8)
KoHIeHTpauuss ®Y B Tkanu omyxonu B 3,2 pasza Oosblie €ro KOHLUEHTPAIMH B MPUIIEKAIIUX

3710poBbIX TKaHIX (Auana3oH ot 0,9 1o §,0). CooTHoIEeHNE KOHLIEHTpauuid @Y B TKaHU OMyXO0JIH



u wia3me — 21,4 (nnanaszon ot 3,9 10 59,9), COOTHOIICHHE €0 KOHIIEHTPAIMH B 3JI0POBBIX TKAHIX
u B ma3me — 8,9 (muamazon ot 3,0 10 25,8). AKTUBHOCTh TUMHIUH(POCHOPUIA3HI B IEPBUUHON
KOJIOPEKTAILHOM OITyXOJI TaK e B 4 pa3a BbIIIE, YeM B MPUICIKAIIUX 3JOPOBBIX TKAHSX.

B omyxoneBbIX KJIETKax y MalMeHTOB C PAKOM MOJIOYHOH JKEJe3bl, JKEIyIKa, KOIOPEKTATbHBIM
pakoM, pakoM IIEHKH MaTKd W SUYHUKOB COJEPKUTCS Ooyiee BBICOKHH  YpOBCHB
tumuanHpochopuiassl, cnocodbnoi npespamars 5’-JADYP (5’-ne3okcu-5-propypunun) B OV,
YeM B COOTBETCTBYIOLIHUX 37J0POBBIX TKAHSX.

Kaxk 310poBbI€, Tak U OMyXOJIEBBIC KJIETKH MeTa0omu3upyroT @Y B 5-hrTop-2-ne30kcnypuanaa
MoHodochaTt (PaYM®D) u 5-bropypunauna tpudochar (OYTD). Dt MeTaboIUTH TOBPEKIAIOT
KJIETKH TOCPEICTBOM [BYX pa3JIMYHBIX MeXaHu3MOB. Bo-mepBbix, ®nYM® u QonarHsii
koakrop N°'0-mermnenrerparuapodonar cesaspBaoTcs ¢ TUMmaunarcuntazoit (TC) ¢
o0pa3oBaHNEM KOBAJIEHTHO CBS3aHHOTO TPETUYHOIO KOMILIEKCa. DTO CBS3BbIBAHUE IOJAABISET
oOpa3oBaHue TUMUAUIIATA U3 ypauuia. TUMUAUIAT SABISETCS HEOOXOJUMBIM MPEIIECTBEHHUKOM
TUMUIMHTpUOCchaTa, KOTOPBI, B CBOIO ouepens, KpaiiHe BaxkeH i cuHTe3a JJHK, Tak uro
HEJIOCTATOK 3TOT0 BEIIECTBA MOXKET MPUBECTH K YTHETCHHIO KJIIETOYHOT'O JieieHus. Bo-BTOpBIX, B
npouecce cuare3a PHK tpanckpununonusie GepMeHTHI Spa MOTYT OUIMOOYHO BKJIIOUUTH B HEE
OYTD Bmecto ypumuatpudochara (YTD). Dra merabomuueckas «oImmOKa» HapyiaeT
nporeccudar PHK u cunTe3 6emnka.

DapmakoKkunemuka

Bcacvisanue

[Tocne mpriema BHYTph KarnenuTaOMH BCAChIBAETCS OBICTPO M MOJHOCTHIO, IIOCIIE YEro MPOUCXOIUT
ero Tpancgopmarius B MeTabouThl 5’-ne30kcu-5-gropuuruaut (5°-APHT)u  5’-ADVYP. [Tuma
YMEHBIIIAET CKOPOCTh BCACHIBAHUS KalelMTa0MHA, OJHAKO HA BEJIMYMHY IUIOIMIATN TO0J] KPHUBOU

«xoHneHTpausa-spems» (AUC) 5°-JIOYP wu cnemyromero wmerabonuta @Y  Briuser

He3HaunuTeNnbHO. [Ipu Ha3HaueHUHW KanenuTabrHa Mmocje mprueMa UMM B 103€ 1250 mr/m?
Ha 14-i1 teHb MakcUMaNbHbIC KOHIICHTpauu B miazme (Cmax) KarenuTabuna, 5-I®IT, 5°-
JADYP, ®Y u ®BAIJI coctaBuim cooTBeTcTBeHHO: 4,47; 3,05; 12,1; 0,95 n 5,46 MKT/MIL.

Bpemst moctrkeHns MakcuManbHOM KoHIeHTparmu (Tmax) paBHsIocs 1,50; 2,005 2,00; 2,00 1 3,34
9. AUCo-» coctaBuna: 7,75; 7,24; 24,6; 2,03 u 36,3 MKI X 4/MJI, COOTBETCTBEHHO.
Pacnpeoenenue (ceasvieanue c benxamu)

HccnenoBanue in VItro B mia3me KpoBHU MOKa3aio, uTo Uil Kanenuradbuna, 5°-J®IT, 5°-JIOYP
u OV cBsa3b ¢ Oenkamu (TIaBHBIM 00pa3oM, ¢ anbOymuHoM) coctaBisieT 54 %, 10 %, 62 % u
10 %, cOOTBETCTBEHHO.

Memabonuszm



[TepBruHO MeTaboNM3UpYyETCs B MIEUEHU O] BO3AEHCTBIEM KapOOKCUIACTEpas3bl 10 METa00InTa
5’-JI®UT, koTopslii 3aTem Tpancopmupyercs B 5°-JIOYP nox nefictBueM HIUTHIANHAE3aMUHA3BI,
HAXOJAIICHCcsS B OCHOBHOM, B MEYEHU M OMYXOJEBbIX TKaHAX. JlanpHelmas TpanchopMalus 10
AaKTUBHOTO ITUTOTOKCHMYECKOro Merabonuta DY mnpoucXoauT MNPEeUMYIIECTBEHHO B TKaHU
OTYXOJIA TIOJ JCHCTBHUEM OITYyXOJIEBOI'O aHTHOTEHHOTO (akTopa — TumuarnHpochopunazsl. AUC
s OV B ma3me B 6-22 pasa MeHbIIE, YeM Mocjae BHYTPUBEHHOro 0oocHOro BBeneHus @Y B
no3ze 600 mr/m?. MeTabonuThl KanmeluTabMHA CTAHOBSTCS IMTOTOKCHUHBIMH TONBKO TIOCTIE
npeoOpazoBanus B @Y u merabomutsl OVY.

Hanee @Y xarabommsupyercs ¢ 0OOpa30BaHMEM HEAKTUBHBIX METAa0OJIMTOB. JIUTHUIPO-5-
dropypaumna (PYHz), 5-propypennonpornmonoBoit kucnorel (OVYIIK) u a-drop-p-ananuna
(®BAJI); aToT mpoiecc MPOUCXOAMWT MO BO3ACHCTBHEM IUTUIPONUPUMUIUHIACTUAPOTCHA3HI
(AIT[I), akTHBHOCTb KOTOPOW OTPaHUYMBAET CKOPOCTh PEAKITUH.

Buviseoenue

[lepuon mosyBbiBeieHus u3 opranusma (ty2) kanerurabuna, 5°-JAPLT, 5°-ADYP, @Y u ®BAJI
cocrasimster 0,85; 1,11; 0,66; 0,76 u 3,23 wyaca, cooTrBeTcCTBEHHO. {DapMaKOKHUHETUKY
KanenuTabnHa m3ydanu B go3ax ot 502 mo 3514 Mr/M? B cyTku. DapMaKOKMHETHYECKUE
napameTpsl kanenuraduna, 5’-JIOUT u 5’-JIDOVYP na 1-it u 14-ii nenp ogmHakoBbl. AUC OV
yBenuuuBaercs K 14-omy nHio Ha 30-35 % u Gonbiie He Bo3pactana (22 nensb). B nuamazone
TEPaNeBTHUUYECKUX 103 (PapMaKOKWHETUYECKHE IMapaMeTphl KanelnuTaduHa U ero MeTabOIUTOB, 3a
uckioueHremM OV, Hocunu 10303aBUCUMBIN xapakTtep. [locne mpuema kanenuTabrHa BHYTPb €ro
MeTabOoIHUTHI BBIBOASTCS INIaBHBIM 00pa3oM ¢ Mo4oi. bonbiias yacts (95,5 %) npuHaTo# 10361
KaneruTaOrMHa BBIBOAUTCS ¢ MOYOH. BeIBeneHne ¢ kajmoM MHUHMMaIbHO (2,6 %). OCHOBHBIM
metaboauToM B Moue siBisieTcst DBAJL, Ha koTopslit mpuxoautcs 57 % npunsaTo# 10361. OK0J10 3
% NpUHATON 1036l BBIBOJUTCS C MOYOW B HEU3MEHEHHOM BHU/IE.

Kombunuposannas mepanus

Kakoro-nmu6o Bo3feiicTBus kanenuTaOuHa Ha papMaKOKMHETHUKY JOIETaKcesa WK MakJIuTaKceIa
(Cmax 1 AUC), a Takxe BO3ACHCTBHS JOIETAKCENa WK MaKJIUTaKcena Ha (PapMaKOKUHETHKY 5’-
JAOVYP (ocHoBHOrO MeTaboMMTa KanenuTadruHa) He 0OHAPYKEHO.

DapmakoKuHemuKa ¢ 0Co0bIX KTUHUYECKUX ZPYRNAX

[Ton, Hamuywe WM OTCYTCTBHE METACTa30B B IEUEHHW [0 Hadala JICYCHHs, WHICKC OOIIero
COCTOSIHUSI TAalMeHTa, KOHILEHTpalus oOmero OwinpyOuHa, CHIBOPOTOYHOTO albOyMHHA,
aktuBHOCTE AJIT mw ACT He oOKa3plBaJIM CTAaTUCTHYECKH 3HaUYMMoro d3ddexra Ha
bapmakokuHeTH4YeCKHe cBoiicTBa 5°-JIOVYP, @Y u OBAJL

Iayuenmovr ¢  neueHouHoU  HEOOCMAMOYHOCMbBIO,  00YCIO0GNEHHOU — Memacmamuideckum

nopasiceHuem nevernu



VY manueHToB C JIETKOW M CpefHel CTEeNeHbI0 HapylmieHWH (QYHKIMH MeYeHU, 00yCIOBIEHHBIX
MeTacTa3aMH, KIMHUYECKH 3HA4MMOr0 W3MEHEHUS OHOaKTHBAMK U (HapMaKOKUHETUKU
KarenuutabnHa He mnpoucxonuT. JlaHHble MO (apMaKOKMHETHKE Y TAIMEHTOB C THKEIBIM
HapylIeHueM (yHKIMU IeYeHU OTCYTCTBYIOT.

Ilayuenmul ¢ Hapywenuem yHKyuu novex

PesynbTarel papMakOKMHETUYECKOTO MCCIICOBAHMS MMOKA3BIBAIOT, YTO TIPHU PA3IIUYHON CTETICHU
(OT Jerkoi a0 TSDKENOH) MOYEYHOM HEIOCTaTOYHOCTH (hapMaKOKMHETHKA HEU3MEHEHHOTO
npenapara u @Y ue 3aBucut ot kimpeHca kpearnauna (KK). KK smusier va Benmuunny AUC  5°-
JOVYP (yBenuuenue AUC Ha 35 % npu cumxennu KK Ha 50 %) u ®BAJI (yBennuenne AUC Ha
114 % npu camwkenun KK nwa 50 %). DBAJI - wmerabomut, He o0O0NagaronIuii
aHTUIIPOIM(EepaTUBHON aKTUBHOCTHIO; 5’-JIOYP — HenocpeICTBeHHBIH MpeaecTBeHHUK DY .
Lloowcunou eo3pacm

Bospact He Bmmser Ha dapmakokuHeTuky 5’-JIOVP u ®Y. AUC ®OFAJI yBenuuuBaiach ¢
BO3pacToM (yBelnueHue Bo3pacta nauueHtoB Ha 20 % comnpoBoxaanochk yBennuenuem AUC
OBAJI Ha 15 %), uTo, BEepOSITHO, 00YCIOBIEHO U3MEHEHHEM (DYHKIIUU TIOYEK.

Paca

®apMaKOKMHETHKA KanenuTabuHa y MalueHTOB HETPOUTHON pachkl HE OTIMYAETCS OT TAKOBOU Y

nanucHTOB eBpOHeOHHHOﬁ pachl.

Iloka3anus K NpUMEHEHUI0
Pak monounoii scene3ot

e KomOuHupoBaHHas Tepamus C JIOIETAKCEIOM MECTHOPACIPOCTPAHEHHOTO WU
METAcTaTUYECKOT0 paka MOJIOYHOM xkene3bl Npu Hedh(EKTUBHOCTH XHMHOTEpAInH,
BKJIIOYAIONIEH IIpernapar aHTPaMKIMHOBOIO psija.

e MoHoTepanuss MECTHOPACIPOCTPAHEHHOTO WM METaCTaTHYECKOTO paka MOJOYHOU
JKele3bl ~ PE3UCTEHTHOro K  XMMHOTEpanuMd  TakCaHaMU  WIM  IpernaparaMmu
AHTPAIMKIMHOBOTO psifa WK MPU HAJIMYKU IPOTUBOMOKA3aHUM K HUM.

Konopexmanwvnwiii pax
e AbIOBaHTHas Tepamus paka Tosictoi kumkd |11 craguu nocne Xupypruueckoro Je4eHus.
e Tepanus MeTacTaTHUECKOTr0 KOJIOPEKTAIILHOTO paKa.
Pak scenyoka
e Tepamnus nepBOM JUHUM PACTIPOCTPAHEHHOTO paKa KelyaKa.
IIpoTruBonokazanus
e ['unepuyyBCTBUTENHHOCTD K KallEIUTAOUHY WM JTIOOBIM IPYTUM KOMIIOHEHTaM Ipernapara

B aHAMHEC3¢€



['unepuyBCTBUTENBHOCT K (TOpypally WIM TpU 3apEerUCTPUPOBAHHBIX CIydasx
Pa3BUTHS HEOKUJAHHBIX MM TSKENBIX MOOOYHBIX PEaKIMi Ha JIeYeHHE POU3BOTHBIMU
dbTopnupUMHINHA B aHAMHE3E

Y cTaHOBJIEHHBIN TOJIHBIN neUIUT aKTUBHOCTH JITJT
(IUTHAPOTTUPUMUIUHIETUIPOT CHA3BI)

OnHOBpEMEHHBIN TPHEM COPUBYAMHA UM €T0 CTPYKTYPHBIX aHAIOTOB TUTA OpUBYIMHA
Tsxenas neueHO4YHass HEJOCTaTOYHOCTh, JIEHKOIEHUS

Tspxenas moyeuHast HEZJOCTATOYHOCTD (KIMPEHC KpeaTuHUHA Hibke 30 Mi/MHH)
HcxonHoe coneprkanue Heiirpodmnos <1,5 x 10%1 n/unm tpombomuTos <100 x 10%/n
[Tpu HanM4MK TPOTUBOIIOKA3aHUHN K OJTHOMY M3 MIPENapaToB KOMOMHUPOBAHHON Tepanuu
€ro He cleayeT UCIOIb30BaTh

bepemeHHOCTB U MIEpUO TPYIHOTO BCKaPMIIMBAHUS

Herckmit Bo3pact <18 ner (dddexTuBHOCTP W 0€30MACHOCTH NPUMEHEHHUS HE

YCTaHOBJICHBI)

C 0CTOPOKHOCTBIO

IMpu wumemuueckorr Oonesuu cepana (MBC), mouedHodl HETOCTATOYHOCTH CPEIHEH
CTEINEHU TSKECTU WM MEeUeHOYHOM HEeJIOCTaTOUYHOCTH, Bo3pacTte crapiie 60 et

[Ipu apuT™MuuM U CTEHOKapIUU B aHAMHE3E

[Ipu runo- uam runepkagTbLIHEMUN

[Tpu 3a00s1eBaHUAX IICHTPATBLHON U TIEpUPEPHUICCKON HEPBHOW CHCTEMBI

[Tpu caxapHoM nuabeTe U HapYIICHUSX BOJAHO-3JIEKTPOIUTHOIO OaaHca

[Ipn 0AHOBpEMEHHOM MPUMEHEHUH C NEPOPATBHBIMU AHTUKOATYJITHTAMU KYMAapHUHOBOTO
pana

[Ipu HacnencTBEHHOM JePUIUTE JaKTa3bl, HEMEPEHOCHMMOCTH JIAKTO3bl, TIIOKO30-
raJlakTO3HOU MalibabcopOuu

VY nanuenToB ¢ yacTuIHbIM Aedunmrom 1]

[Ipy oAHOBpEMEHHOM MPUMEHEHUU MpPEenaparoB, META0OIUZUPYIOUIUXCS LUTOXPOMOM

P4502C9 (henuronn)

Cnoco6 npuMeHeHus1 U 103b1

BHyTpp nenukom, 3amuBas BOJOW, He mo3aHee yeM uepe3 30 mMuH mocie enbl. TabmeTku He

clenyeT ApoOUTh UK pa3iaMbIBaTh.



Cmanoapmmuulit pexcum 003upo8anus

Monomepanus

Konopexmanvuwiii pax, pax moicmou KUWKU, pak MoJI04HOU Hcele3bl

ITo 1250 Mr/m? 2 pa3a B CyTKH - YTPOM U BedepoM (001mmas cyrounas n1o3a 2500 Mr/mM%) B TeueHne
14 nHel ¢ mocneayromuM 7 -THEBHBIM TIEPEPHIBOM.

KOM6MHMDO€CZHHCZ}1 mepanusi

Paxk monounoii srcenesvl

ITo 1250 mr/m? 2 pasa B CyTKH B TeueHHUE 14 IHEH ¢ MOCIenyIoNuM /-THEBHBIM TIEPEPHIBOM, B
KOMOWHAIINY C JTONETAKCETIOM B 03¢ 75 mr/m? 1 pa3 B 3 Helenu B BUJE BHYTPUBEHHON MHDY3UH
B TeueHue | gaca. [Ipemeaukaryisi mpoBOIUTCS TIepe]] BBEACHUEM JOLIETaKCceNa B COOTBETCTBHH C
WHCTPYKIIMEH 10 ero IpUMEHEHHUIO.

Konopexmanwusiii pax, pax moicmou KUWKU U pax Henyoxa

B cocraBe KOMOWHHMpOBAaHHOW Tepanmuu (3a MCKIIOUYCHHEM TEpanuk B KOMOWHAIIMU C
MPUHOTEKAHOM) 71032 Kamenurtabuna coctaiaser 800 — 1000 mr/m? 2 pa3a B CyTKM B TEUECHHE
14 nmeit ¢ moceqylOmUM 7-IHEBHBIM HEpepbiBOM MM 10 625 Mr/mM? 2 pasa B CyTKH HpH
HENPEPHIBHOM PEKUME.

B cocrtaBe xomOmHMpOoBaHHOU Tepanuu ¢ upuHoTekaHoMm (pexxum XELIRI) pexomengoBanHas
103a KanenuTabuHa coctabnser 800 Mr/mM?2 pasa B CyTKHU B TeueHue 14 qHei ¢ mocieayrommm 7-
JTHEBHBIM niepepbiBoM. [loOaBnenue 6eBannzymadba K KOMOMHUPOBAHHON TEpaliuy HE BIUSET Ha
HAYaJbHYIO 103y KanenuTaduHa.

[IpoTUBOPBOTHBIE CpelCcTBa W NpeMeauKauus Ui oOecrieyeHusl aJeKBaTHOW THpaTaluu
HA3HAYAIOTCS Tepell BBEICHHWEM MLHUCIUIATHHA M OKCATUIUIATHHA COTJACHO HMHCTPYKIHSM TIO
NPUMEHECHHUIO IMCIUIATUHA ¥ OKCAIMIUIATHHA TpPH TPUMEHEHWH WX B KOMOWHAIUH C
KanenuTaOnHOM.

B ambproBanTHOW  Tepamum paka Toicto  kumkud Il cramum  pexomeHgoBaHHAas
MPOJOKUTEILHOCTD TEPANUU KaNeIUTAOMHOM COCTaBJISIET 6 MECSIIEB, T.€. 8 KypCOB.

B xombunayuu ¢ uucnianmuHom

ITo 1000 Mr/m? 2 pa3a B CyTKM B TeueHne 14 nHEi ¢ MOCIETYIOMIM 7-THEBHBIM II€PEPHIBOM B
KoMOMHAHK ¢ rucraTuHoM (80 Mr/m? 1 pas B 3 Hemenn, B/B MHOY3Us B TeueHHe 2 U, mepBas
nH(}y3Ms Ha3HAUaeTcs B IEPBBIN JeHb 1K), [lepBast 103a KanenurabnHa Ha3HAYACTCs BEUEPOM
B IIEPBBII J€Hb LIMKJIA TEPAIINY, IOCIEIHSASA - YTPOM Ha 15 neHb.

B K0M6unauuu C OKCAMUNIamuHoOM uiu ¢ OKCaiunjiamuHom u 666’6114143)/’./14060/14

ITo 1000 Mr/m? 2 pa3a B CyTKM B TeueHne 14 nHEil ¢ MOCIETYIOMIM 7-THEBHBIM II€PEPHIBOM B
KOMOMHAIIMK C OKCAJTUIUIATUHOM WJIH C OKCAaTWIUIATUHOM M Oeamm3ymadbom. IlepBas mosa

KarenuTadMHa Ha3HAyaeTcs BEUepoOM B MEPBBIA JIeHb LUKIA TEpamuH, MOCIEAHSS - yTPOM Ha



15 nenn. berannuzymab BBomuTes B qo3e 7,5 Mr/kr 1 pas B 3 Henenu, B/B uHdy3us B Teuenue  30-
90 muH, niepBast UHGY3UST HAUMHACTCS B MEPBBIN AeHb Iukia. [locne O6eBanu3ymada BBOAUTCS
OKCAIMILIATHH B 103¢ 130 Mr/mM%, B/B uH(Yy3Hs B TedeHHe 2 4.

B K0M6unauuu C anupvéuuuHOM u npenapaniom Ha OCcHose nianiuHbsl

ITo 625 mMr/m? 2 pasa B CyTKHU B HEIPEPHIBHOM PEKXUME B KOMOMHAIINH C SIUPYOUIITHOM (50

mr/m? 1 pas B 3 Hellenu, B/B GONIOCHO, HAUKMHAS C IEPBOTO JHS [UKJIA) U HPENapaToM Ha OCHOBE

natuHeL. [IpenapaT Ha OCHOBE TIATHHE! (LIUCILIATUH B 03¢ 60 MI/M? MM OKCANTMIIIATHH B 03¢
2 19

130 mMr/m“) mosmKeH ObITh BBEJICH B IIEPBBIi IeHb IUKJIA B BUE B/B HH(Y3UHU B TCUCHHE 2 U, 1ajiee

1 pa3 B 3 Henenwu.

B xombunayuu ¢ UPDUHOMEKAHOM UJIU C UDUHOMEKAHOM U 66661141/{3)/]1/!6160]1/1

PexoMeH0BaHHAs 1032 Kanenutadbuna cocrasiser 800 mr/m? 2 pasa B CyTKH B TedeHue 14 nueit
C TIOCTIEAYIOLIUM 7-THEBHBIM IEPEPHIBOM B KOMOMHALIMY C UPUHOTEKAHOM WJIM C UPUHOTEKAHOM
1 OeBar3yMmadom.

UpunoTekan BBouTCA B 103¢ 200 Mr/m? 1 pas B 3 Hezienu, B/B undy3us B Tedenue 30 MUH, epBast
uH(Y3Us B IEPBBIH JICHD ITUKJIA.

beBanuzymab BBoguTcs B 03¢ 7,5 mr/kr 1 pa3 B 3 Hepenu, B/B undy3us B TeueHue 30-90 muH,
nepBasi UHQY31sl HAYMHAETCS B MEPBBIN JCHb LIUKIIA.

Pacuem 0o3v1 npenapama

Jo3a mpenapara pacCUMTBIBACTCS] UCXO/Sl U3 IUIOIIAIA TIOBEPXHOCTHU TEJa MallueHTa.
[IpencraBieHHble HUXKE TAONMIIBI NMOKA3bIBAIOT MPUMEPHI pacyeTa CTAaHAAPTHOW U CHUKEHHOU

JO3BI TIpeNapara s HadanbHO#H 10361 1250 Mr/m? mma 1000 mr/v2.

Tadoauua 1. CtanaapTHas M CHHKEHHAs 103bl KANeIIUTA0MHA )1 HAYAJIbHOM 103bI 1250
MI/M?, pACCYHTAHHBIE B 3aBUCHMOCTH OT ILIOLIAH OBEPXHOCTH TeJia
Jlo3a — o 1250 mr/m? 1Ba pasa B CyTKH
[Tonnas no3a | Ywucno tabnerok 150 mr CHuxeHHas CHuxeHHas
1250 mr/m? | w/ wma 500 Mr Ha TIpEeM no3a (75 % or | mo3za (50 % ot
(Ha xakabIi TIpreM 2 pasa HavyaJIbHOM HavyaJbHOU
B CYTKH — YTPOM H n0361) 950 JT03bI1)
BEUEPOM) Mr/M? 625 mMr/m?
[Tmomans Jo3a Ha 150 mr 500 mr Jlo3a Ha Jlo3a Ha
MOBEPXHOCTH | TpuUeM (Mr) npueM (Mr) npueM (Mr)
Tena (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 1 5 2000 1300
>2.19 2800 2 5 2150 1450
Ta6auna 2. CTaHgapTHAas ¥ CHHKEHHAs 103bl KanenquTa0uHAa /1J1s1 HaYaabHoii 10361 1000
MI/M?, pACCYHTAHHBIE B 3aBUCHMOCTH OT ILJIOLIAH OBEPXHOCTH TeJia
Jlo3a — o 1000 mr/m? 1Ba pasa B CyTKH
ITomuas no3a | Ywucio tadinerok 150 mr CHmxeHHas CHmxeHHas
1000 mr/m? u/umu 500 Mr Ha IpueM no3a (75 % or | mo3za (50 % ot
(na xakabIi IpHeM 2 pasa HavyaJIbHOM HayaJbHOU
B CYTKH — YTPOM H no3b1) 750 JI03bI1)
BEUEPOM) Mr/m? 500 mr/m?

[Tnomans Jlo3a Ha 150 mr 500 mr Jo3a Ha npuem | [lo3a Ha mpuem
MOBEPXHOCTH | TpuUeM (Mr) (mr) (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 4 1600 1050
>2.19 2300 4 1750 1100

Koppexuyus 003t 6 x00e euenus

Obwue pexomenoayuu

Tokcnyeckne NpPOSIBIEHUS KarneuuTaOWHa MOKHO YCTPAaHUTh CHMIITOMAaTHUECKOW Tepamnuen
W/AIM KOPPEKIMer 036l Mpemnapara (MpepBaB JeYeHUE WM YMEHBIIUB 103y mpernapara). Ecinu
1103y MPUILIOCH CHU3UTH, HEJIb3s YBEJIMUUBATH €€ BIIOCIEACTBHUH.

Ecnu o onenke sieuarero Bpada Tokcudeckuii 3 ekt kanerurabruHa He HOCUT CEPbEe3HOTO HITH
YIPOKAIOLIETO KHU3HU MAIMEHTa XapakTepa, JeUECHHE MOXET ObITh IMPOJOJKEHO B HayaIbHOM
no3e 0e3 ee yMEHbBIICHUS WU NIPEPhIBAHUS TEPAIHH.

[Ipu ToxcuuHOCTH 1-0H cTemeHu A03y He MeHST. [Ipu TokcuuHOCTH 2-0M Miu 3-€il cTeneHu
TEpanuio KaneruTabuHOM CJelyeT MPepBaTh.

[Ipn ncye3HOBEHUH MPHU3HAKOB TOKCHMYHOCTU WJIM YMEHBIICHHWH MOCIeAHe 10 1-0if creneHw,
MPOBEJCHUE TEpanmuy KameruTabuHOM MOXET OBITh BO30OHOBJICHO B TIONHOW [103€ WU
CKOPPEKTHPOBAHO COTJIACHO PEKOMEHIallUsAM, yKa3aHHbIM B Tabnuue 3.

[Ipu pa3BUTUU NPU3HAKOB TOKCHYHOCTH 4-OM CTENEHU JIEYEHHE CIEeIyeT MPEeKpaTUTh WU

BPEMEHHO NIPEPBATh A0 KYIMPOBAHUS WM YMEHBIIEHHUSI CAMITOMOB J10 1-0i1 CTENEHHU, I1OCIIE YETO



NpPUMEHEHHUE Tpernapara MOKHO BO30OHOBHUTH B J103e, cocTaBisomeid 50 % oT HavaabHOM.
[TaneHT HODKEH HEMEIUICHHO COOOIIMTh Bpauyy O Pa3BUBIIMXCA y HEro HEXeIaTelbHBIX
sieHusax. Crenyer HEMEMIEHHO MPEKPaTHTh MPHEM KarenuuTaduHa IMPU BO3SHUKHOBEHHUH
TOKCUYHOCTH TSKEJION WK cpeiHel cTeneHu TshkecTu. Ecny u3-3a TOKCMYECKHX SIBIIEHUH OBLIO
MPOMYIIEHO HECKOIBKO MPUEMOB KaeluTadnuHa, TO 3TU A03bl HE BOCIOIHSIOTCA.
I'emamonocuueckas mokcuyHocms

He cnenyer Ha3HadaTh Tepanuio KanenuTaOWHOM IMAIMEHTaM, Y KOTOPHIX HadallbHBI YPOBEHb
HelTpodpunos <1,5 x 10%m w/unu HavaneHBIA ypoBeHb TpoMbomuToB <100 x 10%1. Cuemyer
npepBaTh JIEYEHHE KarenuTabuHOM, €ClIM B XOJ€ BHEIUIAHOBOM OLIGHKH JabopaTOpHBIX
rnokasaTelnel umcio HelTpodunos ymeHbumnock Hmwke 1,0 x 10%m, a 4ucno TpoMGOIUTOB
yMeHbIIHI0ch Huke 75 x 10%/11 (remaTonornueckas TOKCHYHOCTh 3-€i unmm 4-0if CTENeHH).

B npuBenenHoil HKe TalnHIle yKa3aHbl pEKOMEHAAINY IO U3MEHEHHUIO JI03bl KareuuTabuHa B

cJIydac pa3sBUTHUA TOKCUYCCKUX ﬂBJIGHPIﬁ, CBs3aHHBIX C €TI0 IPUMCHCHUCM.

Taoauna 3. Cxema KOppeKIuM 103bl KanenuradnHa

CreneHn Koppeknus 1o3s1 B x01€
TOKCUYHOCTH W3menenue 10361 B X0Z€ LIUKIIAa TEpariuu CJIETYIOIIETO LUKJIIA Teparuu
NCIC* (% ot HayaNBHOM JO36I)
Crenensn 1 [Iponomxars B TOU ke 103€ IIponomxars B TOU ke A03€
Crenenn 2
1-oe mosiBIeHKE [IpepBaTh Tepanuio A0 pa3penieHus 10 100 %
2-0€ TOSIBJICHHE crenienu 0-1 75 %
3-€ HosBIICHUE 50 %
4-oe nosiBIcHUE IToMHOCTBIO IPEKPATUTH TEPAIIHIO He npumenumo
Crenensb 3
1-oe mosiBIeHME [IpepBaTh Tepanuio 10 pa3penieHus 75 %
2-0€ TOSIBJICHHE 1o crenenu 0-1 50 %
3-¢ TosIBJICHNE [TonHOCTBIO TPEKPATUTH TEPATTUIO He npumenumo
Crenens 4
1-oe nosiBnenue [TonHocTei0 Ipekpatuth Tepanuto NI, 50 %
€CJIM Bpad CYUTAET, 4TO B MHTEpecax
ManueHTa MpoJI0JKaTh JIeUeHHue, IpepBaTh
Tepamnuio 10 paspenienus 1o crenexu 0-1
2-0€ TIOSIBJICHUE [TonHOCTBIO TPEKPATUTH TEPATTUIO He npumenumo

* B cooTBeTCTBHM € OOMIMMHU KPUTEPUSIMH TOKCUYHOCTHU ['pyNIIBI IO MPOBEACHUIO KIIMHIUUECKUX
uccnenoBanuii Harmonansnoro onkonoruueckoro uaerutyra Kananel (NCIC CTG, Bepcus 1)
WA OOIIMMHU TEPMUHOJIOTHYECKUMHU KPUTEPUSAMH HEXelaTeldbHbIX sBICHUN IIporpammsl 1o

OIIEHKE MPOTHUBOONYXOJEBOW Tepanuu HanwoHaibHOTO OHKOJIOrM4yeckoro uHctutyrta CIIA
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(CTCAE, Bepcuss 3). Kpurepuun TOKCHYHOCTH JIQJOHHO-TIOJIOIIBEHHOTO CHHApOMA U
TUNepOnIMpyOMHEMHUH TOAPOOHO ONKUcaHbl B pazzene «Ocodble yKa3aHus».

Obwue pexomenoayuu npu KOMOUHUPOBAHHOU mepanuuy

B cnyyae BO3HHUKHOBEHUS SIBJICHUN TOKCUYHOCTH MPH MPOBEICHIUH KOMOMHHUPOBAHHOW TEepariu
CIIeAyeT MPHUAEPKUBATHCS PEKOMEH/IAITNH 110 KOPPEKIIMH JT03bI KallelMTa0MHa, YKa3aHHBIX BBIIIIC
B Tabmuue 3, u COOTBETCTBYIOIIMX PEKOMEHAALMN B MHCTPYKLHUSAX MO0 MPUMEHEHHUIO APYrHX
MpermapaToB.

B Havase 1uKiia Tepanuu, eciid 0)KUIaeTCS OTCPOUYKa C IPHEMOM KareluTadluHa Uik Apyroro(-
ux) npemapara(-oB), CICAyeT OTIOXHTH IMPUEM BCEX IMPErapaToB IO TEX IMOP, IMOKa HE OyayT
AOCTUTHYTHI YCJIOBUS IJIA BO306HOBH€HI/I}I TCpaluu BCEMU IIpcriapaTaMu.

Ecnu Bo BpeMsi mpoBeleHUS IMKJIA KOMOMHMPOBAHHOW TEepamuM SIBICHHUS TOKCHUYHOCTH, MO
MHEHHIO Bpaya, HE CBSI3aHBl C INPHMEHEHHWEM KarenuTaOuHa, TO TEpaluio KarnenuTaOuHOM
ClIeyeT TpPOAOJDKUTh, a 03y JPYroro Ipernapara KOPPEKTHPOBAaTh B COOTBETCTBHH C
PCKOMCHAAIUAMU UHCTPYKIUHA 110 €TI0 MPUMCHCHHAIO.

Ecau npyroii(-ue) mpemapar(-pl) NPUXOIUTCS OTMEHHTH, JICUCHHE KAINCHUTAOMHOM MOXHO
MIPOJIOJDKHUTH MPH YAOBICTBOPEHUH TPEOOBAHHM 110 BO30OHOBJIICHUIO TEPAMTUU KANICIIUTAOMHOM.
JlaHHBIE pEeKOMEHIAIMH TPUMEHHMBI B OTHOIICHWH BCEX IMOKAa3aHWA M BCEX OCOOBIX TPYIII
arMueHTOB.

Koppexyus 0o3vl 6 0Co0ObIX Caydasiax

Hapywenue ¢ynxkyuu neuenu

He tpebyeTcs n3MeHeHne HayalnbHOW JI03bl Y MALMEHTOB ¢ METACTa3aMU B MIEYEHb U HAPYIIEHHEM
(GYHKIUN TIeYeHU JIETKOM M cpenHei creneHn. OmHAKO 3THX MAIMEHTOB CJEAyeT TINATEIbHO
HaOmonaTh. [IppuMeHenne npenapara y naieHToB ¢ TSHKEIO0H MeYeHOYHOH HeT0CTaTOYHOCTBIO He
U3y4aJloCh.

Hapywenue ¢hynkyuu novex

PexoMen/yeTcsl yMeHbIIEHHE HAYanbHOM 10351 10 75 % oT 1250 Mr/mM? y NalueHToB ¢ HCXOIHOI
HIOYEYHOM HeocTaTouHOCThI0 cpeneit crenenu (KK 30-50 mu/muH, o dpopmyne Cockroft-Gault),
He TpeOyeTcs KOPPEKIIMH 03B! TIPH HavanbHoit o3¢ 1000 Mr/m?.

VY marnueHToB ¢ JIerkoi cTeneHbio nmoyeunor HepoctaroyHocTd (KK 51-80 mn/MuH) koppekiuu
HAYaJIbHOM JI03bI HE TpeOyeTcs.

B cnyuae BO3HMKHOBEHMS Yy NALIMEHTa HEXKENATEIBHOTO SIBJICHUS 2-0i, 3-el niau 4-oif CTEleHH
TSKECTH, HEOOXOIMM €ro TIIATeIbHbII MOHUTOPHHI M HEMEUICHHBIH IepepblB MPOBOJMMOM
TEepaluu ¢ IeJIbI0 NOCIeYIOLIeH KOPPEKIMH 1036 IpenapaTa B COOTBETCTBUU € PEKOMEHJALUAMH,
ykazaHHbIMM B Tabmmue 3. Ecnu paccuuTaHHBI KIMpPEHC KpeaTMHHHA CHHU3HJICS BO BpeMs

IpOBeNEHUs Tepanuu a0 YpoBHS MeHee 30 MII/MUH, Tepanuio KalelUTadMHOM CJeIyeT
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IpeKpaTuTh. PekoMeHaanuyu mo KOPpPeKUUHU J103bl MpernapaTta MpH MOYEeYHON HEJO0CTAaTOYHOCTU
CpeIHEel CTENEeHH TSHKECTH OTHOCSTCS KaK K MOHOTEpAIHH, TaK U K KOMOMHHPOBAHHON TEparvu.
Pacuér no3sl ykazan B Tabmumax 1 u 2.

Hemu

be3omacHocTh 1 3G heKTUBHOCTD KanenuTaduHa y Aetei <18 JieT He yCTaHOBJICHBI.

Tlayuenmul nodcuno2o u cmapuecko2o 603pacma

Koppekius HavansHOU J03BI npu MOHOMepanuy KanenuTadnHoM He Tpedyercs. OqHaKo TsSHKeTbie
HEKeJaTeIbHbIE SIBJIEHUA 3-€il U 4-01 CTeNEeHH, CBSI3aHHBIE C IPOBOJIMMON TEpaNueH, pa3BUBAINCH
y marueHToB ctapire 80 JeT Jaie, 94eM y 00J1ee MOJIOIBIX.

[Ipu wucnonb30BaHUM KaneuutabuHa 6 KoMOuHayuu ¢ OpyeumMu NpoOmMuUBoONyxXoJesbiMu
npenapamamu y MOXWIbIX MAIIUEHTOB (B BO3pacTe >65 JieT) HexenaTelbHble peakuuu 3-eii u  4-
Oif CTENeHU THKECTH, a TaKkKe HeKeJaTelbHble peaklMd, MOTpeOOBaBIINE OTMEHBI TEparuu,
OTMEYAIIUCh Yalle, yeM y Oosiee MOJIoIbIX. PexomMeHiyeTcs TiarenbHblii MOHUTOPUHT COCTOSIHUS
MAlKUEHTOB MOXUJIOTO BO3PAaCTa.

[Ipu neyenun 6 xkombumayuu ¢ ooyemaxceiom y TALMEHTOB B Bo3pacte 60 jer u crapuie
OTMEYAJIOCh YBEIMYEHUE YACTOThI HEXKENATENbHBIX SIBICHUU 3-€i U 4-0l CTENEHU U CEPbE3HBIX
HEKeNaTeNbHBIX SIBJICHUM, CBS3aHHBIX ¢ Tepanueil. Jljist manueHToB B Bo3pacte 60 JeT u crapiie,
KOTOpBIE OyIyT MOTy4aTh KOMOMHAIIMIO KareluTabuHa ¢ TOIETaKCeIOM, PEKOMEHIYETCSl CHU3HUTh
HaYaIbHYIO 103y Kanenutadbuna 10 75 % (950 mr/m? 2 pasa B cytku). Pacuer 10351 pHBEseH B
Tabmume 1. B caydae oTCyTCTBUS MPOSBIEHUNH TOKCHYHOCTHU /1032 MOYKET OBITh YBEIMYEHA JI0

1250 mr/m? 2 pa3a B JIeHb.

ITo6ouHoe neiicTBHE

I[J'I}I OIMMCAaHUA YaCTOTHhI HEXKECIIATCIbHBIX peaKLII/Iﬁ HCIOJIB3YIOTCS CIICAYIOIIUC KAaTCTrOPpHUU: OYCHb
gacto (>1/10), wacto (>1/100 u <1/10), mewacto (>1/1000 mo <1/100), peaxo (=1/10000 u
<1/1000), ouenr pemako (<1/10000, BkItOuYas OTAEHbHBIC ciydau). [IpuBenEeHHBIE HIKE
HCIKCJIATCIBbHBIC PCAKIUHN IICPCUNUCIICHBI B ITIOPAIAKE KIIMHUYECKOU 3HAUUMOCTH.

HaH6onee 4aCTO BCTpCHAOIMIUMUCH I/I/I/IJ'II/I KIIMHUYCECKNU 3HAYUMbIMHU HCXKCIATCIbHBIMU
peakIysiIMH B XOJ€ TEpaluH KaneluTaOMHOM OBUIM HApYIIEHHs CO CTOPOHBI KEITyJOYHO-
KHIIEYHOTro TpakTa (0COOCHHO auapesi, TOIIHOTA, pBOTA, OOJIU B KUBOTE, CTOMATHUT), J1aJOHHO-
HOI[OHIBGHHBIﬁ CHUHAPOM, YTOMJIACMOCTD, COHJIUBOCTBD, AHOPCKCHUH, IMPOSBJICHUA
KapAUOTOKCUYHOCTHU, HAPACTAHUC OYEeYHOU HCAOCTATOYHOCTHU Y MAOUCHTOB C HAPYUICHUSAMU
GyHKIIMH TOYEK B aHAMHE3e, TPOMO03/9MO0ITHH.

Monomepanus kaneyumaouHom:
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Hughexyuonnvie u napasumapHvle 3ab607e6anus. YacTO — Teprec BHUpPyCHas HWHOEKIs,
Ha30(apUHTUT, WHQEKIMS HUKHUX [bIXaTCIbHBIX IyTeH,; HEYacTO — CeNCcUc, HHQEKIus
MOUYEBBIBOJIAIIUX IYyTEH, EUTIOIUT, TOH3UUIAT, (PApUHTUT, KAHAWUIO03 CIU3UCTON 00O0I0UYKU
MOJIOCTH PTa, TPUIII, TACTPOIHTEPUT, TPUOKOBBIE MHEKITNHN, HHPEKIHH, adciiecc 3yoa.
Jlobpokauecmeaennvle, 3710KauecmeeHuvle U HEYMOUYHEHHble HOB8000pA308aHUA. HEYACTO —
JTUTIOMA.

Hapywenus co cmoponsl kposu u aumgpamuieckoli cucmemyl. 4acTo — HEUTPONICHUS; HEYACTO —
dbebpwibHas ~ HEUTPOIICHUS, TPaHYJIOLHUTOIICHHUSI, TPOMOOIIUTONICHUS,  JICHKOTICHUS,
FeMOJIUTHYECKAs aHEMUS, YBEJIMYEHUE MEXAYHApPOJHOTO HOPMAIM30BAaHHOIO COOTHOLICHHUS,
yITUHEHUE MPOTPOMOUHOBOTO BPEMEHHU.

Hapywenusa co cmoponvl ummyHHOU cucmemsl: HEYACTO — TOBBIIICHHE YYBCTBUTEILHOCTH.
Hapywenus co cmoponvl oomena eewjecms u numauus. O4€Hb YaCTO — aHOPEKCHUS; 4acTo —
Jeruaparanus, CHU)KEHHE MacChl Teja, CHIDKEHHUE amleTUTa;, HeYacTo — caxapHblil nualer,
TUTOKAIIMEMUSl, PACCTPONUCTBO MUIIEBAPECHUS, THIICPTPUTITHIICPUICMUS.

Hapywenusa co cmoponvl ncuxuxku: HEYaCTO — MAHUYECKUE aTakd, MOAABICHHOE HACTPOCHHE,
CHIDKEHHUE JTNONIO.

Hapywenus co cmoponsl nepsHotl cucmempl’: 4acTo — rojIoBHas 00J1b, BAJIOCTh, TOJIOBOKPYKEHHE
(KpoMe BEepTHTO), TApECTe3nH, JUCTEB3Us (M3BpallleHNe BKYyca); HeuacTo — adas3usi, pacCTpoucTBO
namsTH, OOMOpOK, HapyIIeHWE pPaBHOBECHS, IOTEPS YYBCTBUTEIBLHOCTH, MepudepudecKas
HeWponarusl.

Hapywenus co cmopomusi opeana 3penus: 4acTo — MOBBIILIEHHOE CJIE300T/I€I€HHE, KOHBIOHKTUBHT;
HEYaCTO — CHIDKEHUE OCTPOTHI 3PCHHUS, JUTLIOHS.

Hapywenus co cmopounsi opeana ciyxa u 1adupuHmHvle HapyuieHus: He4acTo — BEPTUTO, 00Jb B
yIax.

Hapywenus co cmoponsi cepoya: He4acTo — CTEHOKapAUsl, B TOM YKCJIe HeCTaOUIbHas, apUTMHUS,
CHUHYCOBAsl TAXUKAP/Hs, ONIYIICHUE CEPIIICONCHHUS.

Hapywenus co cmoponwt cocyoog: 1acto — TpoM00¢IeOuT; HeYacTo — TPOMOO3 IITyOOKHX BEH,
MOBBINIEHUE apTepuanbHoro gasiacHus (AJl), nerexuw, moHmwKeHne AJl, <« IPHIUBB»,
MOXOJIO/IAHNE AUCTAIBHBIX OTAEIOB KOHEUHOCTEH.

Hapywenusa co cmoponvl OvixamenvHoll cucmemvl, 0p2aHo8 epyOHOU KIemKu U CPeoOCmeHUs.
4acTO — HOCOBOE KpPOBOTEUCHHE, PHUHOpEs; HEYacTO0 — IMHEBMOTOPAKC, KPOBOXApKaHbLE,
OpoHXHuabHas aCTMa, OJIbIIIKA TP PU3NIECKON Harpy3Ke.

Hapywenus co cmopomnsl dceny0ouHo-KuuiedHo2o mpaxma:. O4YE€Hb 4YacToO — Juapes, pBOTa,

TOIIHOTA, CTOMATHUT (B TOM YHCIIE SI3BEHHBIN ), 0O B )KUBOTE; YaCTO — 3a110p, OOJIH B SITUTACTPUH,
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JIMICTICTICUS; HEYacTO — KHIIEYHAs HEeMPOXOIUMOCTbh, aCIUT, SHTEPHUT, aucharus, 00Ib BHU3Y
AKHBOTA, TUCKOM(DOPT B )KUBOTE, racTpodzodareanbHas pedrokcHast 00Je3Hb, KPOBb B CTYIIE.
Hapywenusa co cmoponvl neuenu u #cenuesvigo0Awux nymei. 4YaCTO — H3MCHEHUE
(YHKIIMOHATHHBIX TECTOB IIEYCHU; HEYACTO — KEITYXa.

Hapywenus co cmoponbl Kodxcu u NOOKONMCHbIX MKAHell: 09€Hb 9aCTO — JIAJJOHHO-TIOTONITBEHHBIH
CHHJIpOM (IIapecTe3H, OTEK, TMIIEpEeMusi, HIeTyIIeHUe KOXKH, 00pa3oBaHKHe BOJABIPEH; B X0/e
MOCTPErHUCTPALIMOHHOTO MPUMEHEHHs OBbLTO BBIABICHO, YTO MEPCUCTHPYIOIIUN WM TSXKENbIA
JIaJTOHHO-TIO/IOIIBEHHBIN CHHIPOM (CTENEHb 2 U BBIIIE) MOXET BIIOCIICICTBUH ITPUBECTH K yTpaTe
OTIIEYAaTKOB TAalbIEB), JEPMATHT; YacTo — aJoOMelHs, DJSPHUTEMa, CYXOCTh KOXH,
TUIEPIIMTMEHTAIUS KOXKH, MAaKyJISpHAs ChIIb, ChIIlb, HAPYILIEHHE MUTMEHTAIIMH KOXH; HEYacTO —
BOJIIBIPD, S3BBI KOKU, KPAITMBHUIIA, JaJOHHAS S)pUTEMa, OTEK JIMIIA, Myprypa,. Y MeHee yeM 2 %
MAaIMEeHTOB B 7 3aBEpIICHHBIX KIMHHYeCKuX ucciaeaoBanusx (N=949) coolbmanocs o TpemmHax
KOXH, TIO KpaifHEe# Mepe, TIPEATNOI0KUTEIILHO CBA3aHHBIX C Tepanuei KarenuTabuHOM.
Hapywenus co cmopoHbl KOCMHO-MblUEUHOU U COeOUHUMENbHOU MKAHU: 9acTo — 00N B
KOHEYHOCTSX, 0O B CIIMHE; HEYAaCTO — OMyXaHHE CYyCTaBOB, OONU B KOCTSX, O0nM B obimacTu
JIMIIa, CKOBAHHOCTh, MBIIIICYHAs CITA00CTb.

Hapywenus co cmopoHbvl nouex u Mouegbleo0suyux nymeli. HE4acTo — THIPOHEPPO3, HEIePIKaHUE
MOYH, TeMaTypHsi, HUKTYpHsl, MOBBIIIEHNE KOHIIEHTPAIlMM KPEeaTUHNHA B TIa3Me KPOBHU.
Hapywenusa co cmopoHbl nonogvix opeanos u MONOYHOU dicene3bl: HeYacTO — BarMHaJbHBIC
KPOBOTCUCHHSI.

Obwue paccmpoiicmeéa u HapyuwileHusi 6 mecme 66edeHus. OYeHb YacTO — YTOMIIIEMOCTb,
COHJIMBOCTB; 4YacTO — JMXOpajKa, c1abocTh, mnepudepudeckue OTeKH, HeIOMOraHue, 00ib B
TPy, aCTCHHUs, HEYacTO — OTEKH, O3HOO, TpUIONONOOHBIA CHHIPOM, IPOXKb, MOBBIILICHHE
TEMIIepaTyphl Tea.

Bruanue na pesyromamul 1aO0pAMOPHLIX U UHCMPYMEHMATbHBIX UCCLE008AHUL YaCTO —
TUIEepONIpyOHHEMUSI.

Crenyromue HeXenaTeabHbIe PEaKIUU SBIISIOTCS MPOSBICHUAMU TOKCUYHOCTH, U3BECTHBIMH IS
Tepanuu (QTOPIUPUMHINHAMH; COOOIIAIOCH, MO KpalHEeW Mepe, O KOCBEHHOM CBSI3U MEKIY
pa3BUTHEM TaKUX DPEaKIUil M NpUMEHEHHEeM KamnenuTtaOuHa y MeHee 4eM 5 % MalueHTOB,
y4aCTBOBAaBIIKMX B 7 3aBepiicHHbIX ucciaenoBanusx (N=949):

Hapywenua co cmoponvl #ceny0ouHo-Kuuieuno2o mpakma: CyXOCTh BO PTY, METEOpHU3M,
HEXKEJIaTeIbHbIC PEaKIMU, CBSA3aHHBIC C BOCIAICHUEM/M3BSI3BICHUEM CIIHM3HCTHIX O0O0JIOYEK,
TaKue Kak 330(arut, TaCTpUT, TyOJICHHUT, KOJIUT, XKeIyJOUHO-KAIIIEYHOE KPOBOTCUCHHE;
Hapywenua co cmoponvl cepdeuno-cocyoucmoii cucmemsl: OTEKH HIKHUX KOHEYHOCTEH,

KapIuaJrys, BKIIOYas CTEHOKapAMIO, KapIUOMHUOIIATH, UIIEMHs] MUOKapAa, MH(apKT MuoKapaa,
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cep/ieyHasl HEAOCTATOYHOCTh, BHE3ANHAs CMEPTh, TaXWKapaus, HaJHKEITyIOYKOBBIE apUTMHH,
BKJTI0Yast (GPUOPMILISAIIMIO MTPEICEPANA, )KETYJ0UKOBbIE SKCTPACUCTOIBI,

Hapywenusa co cmoponvl HepgHoli cucmemsl: HapyLIEHHE BKyca, OCCCOHHHIA, CITyTaHHOCTh
CO3HaHMA, SHIedantonaTus, CHUMIOTOMBI MO3KEUYKOBBIX HAapyIICHUH (aTakcusi, AW3apTpus,
HapyIIeHHE PAaBHOBECHS U KOOPAMHAIINN);

Hapywenus co cmoponuvl ncuxuxu: Nenpeccus;

Hugpexyuonnvie u napasumapmnvle 3a60neeanus. WHOEKUUOHHBIE OCIOXHEHUS, CBS3aHHBIC C
MHEJIOCYIpeccueii, ociabJeHneM HMMYHUTETAa W/WIM MYKO3UTOM, TaKHe KaK MECTHBIE |
daranpHble cucTeMHBbIe MH(eKnnu (OaKTepuanbHOM, BUPYCHOM MM TPUOKOBOW STHOJIOTHH) U
CeTICuC;

Hapywenua  co  cmopomwi  Kposu — u  Jqumgpamuyeckou — cucmemvl.  aHEMUS,
MHEJIOCYIPECCHs/TaHIUTOIICHNUS;

Hapywenusa co cmopoHbl KOXCU U NOOKOMCHbIX MKAHel. 3y, 04aroBOoe MICTYIICHHE KOXH,
TUIEPIIUTMEHTAIUS. KOXH, HW3MEHEHHME HOITeH, peakiuuu (HOTOCCHCHOMIU3AMK, JIy4eBOU
JIepMaTHT;

Hapywenus co cmopoHul opeana 3penus. pa3paxeHue rias;

HApYWeHUs co CMOPOHbl ObIXAMENbHOU CUCTNEMDbL, OP2AHO8 2PYOHOU KIemKU U CPeOoCmeHUs.
OJIBIIIIKA, KAIlIEJb;

Hapywenusa co cmopoHbl KOCMHO-MbIUEYHOU U COeOUHUMENbHOU MKAHU. APTPAITUs, MUAJITHU,
00/Ib B CIIMHE;

Obwue paccmpoiicmea u HapywieHus 6 mecme 86edenus: 00nb B Tpyau (HEKapIuaIbHOH
3THOJIOTUH ), O0JIb B KOHEYHOCTSIX.

Ilpumenenue kaneyumaduna ¢ KOMOUHUPOBAHHOU MePaAnUU

[Tpodmnp Ge3omacHOCTH HE OTIMYAICS NPU HAa3HAYEHUH IO PA3IMYHBIM ITOKA3aHUSAM M TIPH
pa3NMYHBIX ~KOMOMHALMSAX, OJHAKO HEKeNaTelbHBIE pEeaKklHWH, IEPEYHCIICHHbIE MpU
MOHOTEpAINuU, MOTYT HaOMIONaThCsl ¢ OOJbIIEH YacTOTONW HpU MPUMEHEHMH KallelUTa0hHA B
KOMOWHUPOBAHHOH Teparuu.

Hwwxke mnpencraBieHbl HEXeNATEIbHBIC pPEAKIMH, KOTOPble HAONIIOATHMCH JIOMOJHHUTENBHO K
TaKOBBIM IIPH MOHOTEPAITUH:

Hugpexyuonnvie u napazumapHule 3a601e6aHUsA; 4aCTO — KaHAUI03 CIIM3UCTON 000JI0YKH MOJIOCTH
pTa, OMHOsACHIBAIOIIMI repnec, MHOEKIMM MOUYEBBIBOMAIIMX IMyTeH, HH(EKIMH BEpXHUX
JIBIXaTeIbHBIX ITyTeH, pUHUT, TPHITH, HHPEKINH, TepIIeC MOJIOCTH PTa,

Hapywenusa co cmoponvl Kposu u qumpamuyeckou cucmemyl. O4€Hb 9aCTO — JICHKOIICHHUS,
aHeMus, TPOMOOLMTOINEHHs, HEHTporeHUs (B TOM UHWCiIe HeHTporeHus 3-4 CTEneHw,

aCCOIIMMPOBAHHAS C MOBBIIIEHUEM TeMIiepatypsl Teia Boiie 38 °C), pedpuibHas HEUTPOIECHNUS,

15



94acTO — MUEJIOCYIIPECCHS;

Hapywenus co cmoporvl uMMyHHOU cucmembl: 4aCTO — MOBBIIIICHHAS YyBCTBUTEILHOCTD;
Hapywenusa co cmoponvl oomena éewjecme u numanus: O4€Hb YaCTO — CHIKEHHE MacChl Tela,
CHIDKEHHE  amleTuTa, 4YacTo — THIOKAIWEMHS, THIIOHATPHEMHS, THUIIOMArHUEMHS,
THITOKATBIIUEMHUS], THIICPTIINKEMUS,

Hapywenus co cmopoHuvl ncuxuxu: 4acTo — pacCTpOCTBa CHA, TPEBOT'a;

Hapywenua co cmoponvl HepsHOU cucmembl: OYEHb YacTO — TapecTe3us, IU3ECTe3uf,
nepudepudeckas Helponarus, nepudepudeckas CEHCOpHass HeHponaThs, AUCTeB3Us, TOTOBHAS
00J1b; 4acTo - HEUPOTOKCHYHOCTH, TPEMOP, HEBPAITHS, TUIIECTE3HS;

Hapywenusa co cmoponvl opeana 3penus: 04eHb 4acTO — CJIE30TEUEHHUE; YacTO — HapyIICHUS
3peHusi, CyXOCTh, O0JIb B IIa3aX, HEYETKOCTh 3PUTEIBLHOTO BOCIIPHSITHS;

Hapywenus co cmoponvl opeana ciyxa u 1aOuUpuHmusie HApyuieHus: 9acto — 3BOH B YIIaXx,
TYTrOyXOCTb,

Hapywenus co cmoponul cepoya: yacto — GUOPHILIALNS TPEACEepaAni;

Hapywenus co cmopoHwvl cocyoos: 04eHb 4aCTO — OTEK HIKHUX KOHEYHOCTEH, TpoMO03/aMO0mus,
MOBBIINIEHUE —apTepuanbHoro gasiacHus (AJl); wacro — runepemusi, cHmwkeHue All,
TUTIEPTOHUYECKUH KPHU3, «IPUITUBBI», (PIIeOuUT;

Hapywenusa co cmoponsl ovixamenbhotl cucmemsl, 0Op2aHo8 2pyOHOU KIemKu U CpeOOCHmeHUs.:
OYECHb YaCTO — JAM3ECTEe3Usl TJIOTKH, OOJb B TOPJIE; YACTO — HOCOBOE KPOBOTECUCHHE, AUCHOHMUS,
pHUHOpEs, UKOTa, 0OJIb B TJIOTKE U TOPTaHH;

Hapywenus co cmoponbl dHcey0ouHO-KUMEYH020 Mpakma: O4eHb 4acTo — 3arop, JUCIICTICHS,
4acTO — KPOBOTCUEHHUE U3 BEPXHUX OT/IEIOB JKETYJOUYHO-KHIIIEIHOTO TPAKTA, SI3BBI B IOJIOCTH PTa,
racTpUT, B3AYTHE KMBOTA, TacTpo33odareanbHas pediarokcHas 0o0je3Hb, 00JIb B MOJIOCTU PTa,
nucdarusi, KpOBOTEUCHHE M3 MPSIMOI KHIIKH, OOJb BHHU3Y JKUBOTA, TU3ECTE3Ms, MAPECTE3Us H
TUTeCTe3us B 00JaCTH pTa, TUCKOM(OPT B )KUBOTE;

Hapywenusa co cmopoHvl neuenu u d#cenuesvigooawux nymeti. 4acTo — HapylleHue (QpyHKIUU
MICYCHH;

Hapywenus co cmopomnsl Kodcu u NOOKOJCHbIX MKAHell: 09€Hb YacTO — aJIONeIUs, H3MCHEHHUE
HOTTEM; 9acTO — THUIEPTUAPO3, SPUTEMATO3HAS ChINlb, KPAIIMBHUIIA, HOYHAS ITOTIUBOCTH,
Hapywenus co cmopoHbl KOCMHO-MblULeUHOU U COeOUHUMENbHOU MKAHU: 0UY€Hb YaCTO — MHAJIT U,
apTpairusi, 00Jlb B KOHEUHOCTSIX; YacTO — OOJb B YETIOCTH, MBIIICYHBIE CIAa3Mbl, TPU3M,
MBIIIIEYHAs CIIa00CTh;

Hapywenus co cmoponvl nouex u Mo4esbleo0suUx nymeil: 9acTo — reMaTypHs, TPOTCHHYPUS,
CHI)KCHHE KIIMPEHCA KPEaTHHHUHA, TU3YPHS,

Obwue paccmpoticmea u Hapyuienus 6 Mecme 68edeHUsi: OYEHb YacTO — CIIadOCTh, BSJIOCTB,
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MOBBILICHHAs] YYBCTBUTEIBHOCTD K BBICOKUM M HU3KHM TEMIEpaTypaM; 4acTo — JIUX0pajKa, 00Jib,
BOCTIAJICHUE CIU3UCTONH OO0OJOYKH, 03HOO, OONb B TPyAM, TPHUMIONOJOOHBIA CHHIPOM,
KPOBOIIOATEKH.

B kimHuYeckux nccie1oBaHUsIX U B MOCTPErHCTPALIMIOHHOM MEPUO/JIE PErUCTPUPOBATIUCH CITydan
MEYEHOYHON HEIOCTATOYHOCTH U XOJIECTaTUYeCKOro renatuta. [lpuunHHO-ClIeICTBEHHAs CBS3b C
MPUEMOM KareruTabuHa He YCTaHOBIICHA.

I[Ipn Tepanum kamenuTabMHOM B KOMOWHAIIMM C JPYTUMH XUMHOTEPAIEBTHUYECKUMU
npernapaTaMu 4acto (HO MeHee yeM y 5 % MalueHTOB) COOOLIANOCh O CIydasX peakuui
runepyyBcTBUTeNbHOCTH (2 %) 1 nmemun/undapkra muokapaa (3 %).

Hwxe npencraBnena nHGoOpMAIUs MO OTICTHHBIM HEXKEIATeIbHBIM PEAKIIUsIM.

Juapes

Huapes nabmonanacsk y 50 % mauueHToB B Xo/ie Tepanuu KanenuraduHoM. B pesynbraTe mera-
aHanm3a 14 KIMHAYECKHWX HMCCIEeNOBaHMM, BKIOYABIIMX Oosiee 4700 manueHToB, MOJYYaBIINX
TEpanui0  KamnenuTaOMHOM, OBUIM  BBISBICHBI  KOBapHAaThl, KOTOPbIE CTaTHCTHYECKU
ACCOLIMMPOBAIIUCh C YBEIMUYEHHUEM pHUCKA PA3BUTUS AWAPEH: YBEIUYCHHE HAYATBHOW 03Bl
KanenuTabnHa (B TpaMMax), YUIMHEHHE WCCIEeIyeMOro Iepuoaa Tepanuu (B HEIewsx),
yBenu4yeHue Bo3pacta (Ha Kaxzaeie 10 mer) m xeHckuid moi. KoBapuaThl, CTaTHCTUYECKH
ACCOLIMMPOBABIINECS C YMEHBIIICHHUEM PUCKA Pa3BUTHS JUAPEH: YBEIHUCHUE KYMYISITUBHOMN O3B
karenuradbuna (0,1 X Kr), yBenTu4eHre OTHOCUTEIILHON HHTEHCUBHOCTH JIO3BI B TIEPBBIC 6
HeeNnb Tepanuu (cM. pazaen «OcoObie yKazaHus»).

Kapouomoxcuunocmo

B pesynbrare ananuza mpoduiist 6€30MacHOCTH CeMU KIIMHUYECKUX UCCIICTOBAHUM NPU Y4aCTUN
949 manMeHTOB, MOJYYaBIIMX KalenuTaOMH B KAaueCTBE MOHOTEpAId, OBUIH BBISBICHBI
clenyolre HexenarenbHble peakuuu (dactota menee 0,1 %): kapaumomuonaTusi, cepiedHas
HEJ0CTAaTOYHOCTh, BHE3AITHAsI OCTAHOBKA Ceplla U JKeyJ0UYKOBas AKCTPACUCTONUS (CM. pa3zen
«Oco0ble yKa3zaHU»).

Onyegpanonamus

OHuedanonatus Takke acCOMUpPOBaiach ¢ MPUEMOM KalelnTablHa B KaueCTBE MOHOTEpAIuu
(uactora menee 0,1 %).

Hesicenamenvnoie peakyuu 6 0co0bIX KTUHUYECKUX PYRNAX

Tlayuenmul nodcunozo eospacma

B xone ananmmza mpoduuisi 6€30macHOCTH y TAIMEHTOB B Bo3pacTte >60 Jjer, moJydaBIIMX
KareuuTabuH B KOMOMHALIUH C IOIIETaKCeNIOM, a TAK)Ke B Ka4eCTBE MOHOTEPAInu, ObLIO BBISIBICHO
YBEJIMUEHUE YHUCIIA CEPhE3HBIX HEKENATENbHBIX PEaKIUil U HeXelnaTeNbHbIX peakmuii 3 u 4

CTCIICHU TOKCHUYHOCTH, CBA3AaHHBIX C JICUCHUCM, IO CPABHCHHUIO C MAIMUCHTAMU B BO3PACTC <60
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net. [larmenTs! B Bo3pacte >60 jeT, mosydyaBUIMX KaneuuTaduH B KOMOMHAIIUY C JOLIETaKCEIOM,
TaKXe paHbllle BHIOBIBAIH U3 MCCIIEIOBAHUS BCICACTBHE Pa3BUTH HEXeENATeIbHBIX PEakIuii, 1Mo
CPaBHEHMIO C NalueHTamMu B Bo3pacTe <60 netr. B pesynbrare Mera-aHanusa 14 KIMHUYECKHX
ucciaenoBanuii mpu  ydactuu Oosiee 4700 mamueHTOB, MOJYYaBIIMX KarenuTaOuH, OBLIO
BBISIBJICHO, YTO C YBEJIMYEHHMEM BO3pacTa ManueHTa (Ha Kaxzable 10 JeT) moBbIIANCS PHUCK
pa3BUTHUS JIaJIOHHO-TIOIOIIBEHHOTO CHHJpOMa M JHAapeH, B TO BpEeMs KaK PHCK pa3BUTHS
HEUTpoIeHNH, Ha000POT, CHIKAICA (cM. pasnen «Crnocol MpUMEHEHUS U I03b1»).

Ilon

B pesynerare Mera-aHanmusa 14 KIMHMYECKMX HWCCleqoBaHUN mpu ydactum Oomnee 4700
NaIMEeHTOB, NOTYYaBIINX KalleUTa0NH, ObUIO BBISBICHO, YTO Y MAlIMEHTOB )KEHCKOTO 110JIa PUCK
pa3BUTHS JIQJOHHO-TIOAOIIBEHHOTO CHHAPOMA M JWaped ObUl BBINIE, B TO BpeMsS KaK PHCK
Pa3BUTHS HEUTPOIIEHUH, HA00OPOT, CHUKAJICA.

Ilayuenmovl ¢ noueunou HedocmamouyHocmvio (CM. Takxke pasnenbl «Crnocod MpUMEHEHUs H
103b1», «Oco0bIe YKa3aHUs»)

B xome ananmza mpoduis 0€30MacHOCTH Yy MAIMEHTOB C IMOYEYHOM HEIO0CTaTOYHOCTHIO,
MOJTYYaBIIMX KalenuTaOuH B Ka4eCTBE MOHOTEpAnuu (KOJOPEKTAIBHBIA paK), ObLIO BBISBICHO
YBEJIMYEHUE YaCTOThl PAa3BUTHUSL HEXKENATENbHbIX peakuuid 3 u 4 CTEeneHW TOKCUYHOCTH IO
CpaBHEHHMIO C TAIMEHTaMH C HOpMajbHOM ¢yHkmmed mouek (36 % (N=268) mauueHTOB ¢
HOpMalibHOW (yHKIMEH moyek mo cpaBHeHHIo ¢ 41 % (N=257) mauumeHTOB ¢ NOYEYHOU
HEJI0OCTaTOYHOCTHIO JIETKOH cTeneHn u 54 % (N=59) manueHToB ¢ MOYeYHOH HEOCTATOYHOCTHIO
cpenHeit ctenenn) (cM. pazaen «PapmMakoIorHdecKue CBOMCTBay). Cpeu MalueHTOB ¢ MOYSYHON
HEIOCTaTOYHOCTBHIO CpeAHEH CTerneHU Hanbojee 4acTo OTMevalucss (akT yYMEHBIIECHHUS J103blI
kanenuTabuna (44 %) 1Mo CpaBHEHHUIO C MAIIEHTaMU ¢ HOpMallbHOH (yHKuuei mouek (33 %) u
HalMeHTaMu ¢ IMOYEYHOM HEJOCTAaTOYHOCTHIO JieTKoi cremeHu (32 %). OTMedanoch Takke
YBEJIMYEHUE KOJIMYECTBA MAI[MEHTOB, BBHIOBIBIINX M3 MCCIENOBaHMS Ha paHHUX cTaausax (21 %
NAIMEeHTOB, BHIOBIBIIMX W3 UCCIECIOBaHHUS B TEUCHHE IMEPBBIX JABYX IIMKIOB) MO CPAaBHEHHIO C
NalveHTaMu C HopMalbHOW (QyHKIMed moyek (5 %) W DalMeHTaMH C  [OYeYHOU
HEJ0CTAaTOYHOCTHIO JIeTKol cTerneHH (8 %).

H3zmenenun co cmoponst 1ab6opamopHsix nokasameineii

CHuxeHue uucna HEHUTpoUIoB, CHIDKEHHE 4YHCIa TPaHyJIOLMTOB, CHH)KEHHE YHCIa
TUM(OIUTOB, CHIKEHHE YUCIIa TPOMOOIIUTOB, CHIDKEHHE TeMOrJIO0nHa, THIIEpOMITUPYOuHEMHUS,
MOBBIINICHUE AaKTHBHOCTH anaHuHamuHoTpanchepassl (AJIT), acmapratamuHOTpaHchepassi
(ACT), IEJTOYHOU docdarassl, TUIIEPKPEaTUHUHEMUSI, TUIIEPIIIMKEMMUS, TUIIO-
/TUNepKanbLUeMus], THIIOHATPUEMUS], TUTIOKATTHEMUSI.

Ilocmpecucmpayuonnoe nabdaiooenue
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Bo Bpems mnocTperucTpallMOHHOTO MPUMEHEHUs KareuuTadnHa OOHapy)KEHbI Cleqyolne

HCIKCJIATCIIbHBIC PCAKIINH:

Cucrema, opras, Kjacc HesxkenarenbHas peakuus YacroTa
Co croponbl mouek H | OcTpas moyeyHass HEAOCTAaTOYHOCTh, KaK cliencTBue | Peako
MOYEBBIBOJSIIMX MYTEH | IeruipaTalyu, B TOM YUCIE C JICTATBHBIM UCXOA0M
Co cTopoHBI HEPBHOI . Yactorta
Tokcuueckas neiikosHedaronaTus
CHCTEMBI HEU3BECTHA
Co cropoHBl MEYeHU U .
IleyeHouyHast HEIOCTATOYHOCTL, XoJjiecTaTHueckui | O4YeHb
JKETUEBBLIBOISIIINX
. remnaTuT penKo
myTen
Kosxnass ¢opma kKpacHO# BOJTYAHKH; TaKWUE TSKEIBIC
Co CTOpOHBI KOXH | OueHb
. KOKHBIE peakinu Kak cuHapoM CtuBeHca-/[xoHcoHa
MMOJAKOKHBIX TKaHEH . . peako
Y TOKCUYECKHU 3MUIepMaIbHBIN HEKPOJIU3
CreHo3  CJle3HOro  KaHajblla  HEYTOUYHEHHBIN; | OueHb
Co cropoHsl oprana
MOPaKEHHE POTOBHUIIbI, BKIIIOUAs] KEPATUT peako
3peHUst —
ToueuHslil KepaTUT Penxo
OuoOpmIIIAIUS KETYJOYKOB; yUIMHCHHE WHTEpBajia
Co cropoHBl cepaua u
QT; apuTmus >KeTyZOYKOBas TaxXHUCUCTONM4YecKas | Penko
COCYJIOB
Y THTIA «TUPYIT»; OpaaTuKapIns; Ba30CIa3M
Ilepeno3upoBka

CuMITOMBI OCTPOI MEPEIO3UPOBKH BKIIIOUAIOT TOIIHOTY, PBOTY, JUAPEI0, BOCMAJICHUE CITU3UCTON
000J10uKH (MYKO3HUT), pa3pakKCHUE KETyTOYHO-KUIIIEYHOTO TPAKTa U KPOBOTCUCHUS, a TAKKE
yrHeTeHUe PYHKIIMH KOCTHOTO MO3Ta.

Jleyenne mnepeao3UpPOBKM JIOJKHO BKJIIOYATh CTAHJAPTHBIA KOMIUIEKC TEpaleBTUYECKUX H
MOJAEPKUBAIOIUX MEPONPUATUNA, HAIPABICHHBIX HA KOPPEKLUHUIO KIMHUYECKUX CUMITOMOB U

MPEAYNPEKICHUE BO3MOKHBIX OCIIOKHECHHM.

B3aumoseiicTBHE ¢ IPYrHMH JIEKAPCTBEHHBIMH CPEACTBAMU

Aumukoacynanmul KyMapuHo8o2o psoa

Y ManucHTOB, IPUHUMABIINX KaHeHI/ITa6I/IH OOTHOBPCMCHHO C AHTUKOAT'YJIIHTAMU KYMAapUHOBOT'O
psana (Bapdapun u GEHITPOKYMOH), COOOIIATIOCH O HAPYIICHUIX IMOKa3aTeIeH CBEpThIBAHUS U/HUITH
KPOBOTCUCHHSX Yepe3 HECKOIBKO THEW HMJIM MECAIEB OT Havaja Teparvu KaneluTaOMHOM, a B
HCCKOJIBKHX CJIydassX — B TCUCHUC 1 MecCA1a IMOCJIC €€ 3aBCPUICHUA.

B uccnenoBanuu iekapcTBEHHOTO B3aUMOJICHCTBHUS TOCIIE OJHOKPATHOTO BBEACHUS Bap(haprHa B
no3e 20 mr xkanenutabun yBenuuuia AUC S-Bapdapuna Ha 57 %, a BeMTUYMHY MEXITYHAPOIHOTO

HopmannzoBanHoro otHomeHuss (MHO) - ma 91 %. CormacHo JaHHBIM pe3yJabTaTaM MOXKHO
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MPEIOJIOKUTh B3aUMOJICHCTBUE AHTHKOAryJsTOB KyMapWHOBOTO psla MpernapaToM 3a CueT
nonasneHus mzopepmenta P4502C9 non BiusiHEeM KarenuTaduHa.

VY manueHToB, OJJHOBPEMEHHO MPUHUMAIOIINUX KANeIUTa0UH W aHTUKOATyJISTHTHl KyMapruHOBOTO
psna, He0OX0JUMO TIIATENBHO CIEAUTD 3a OKa3aTeNIMU CBEPThIBaHUS (TPOTPOMOMHOBOE-BpeMs
win MHO), o3y koaryisHTa ciienyeT moa0uparh B COOTBETCTBUU C ITUMH MTOKA3aTEIIIMHU.
Cybocmpamul yumoxpoma P4502C9

CrienuanbHBIX HUCCIICIOBAHUNA JIEKAPCTBEHHOTO B3aWMOJICUCTBUS KamleluTaOWHa C APYTUMHU
npenaparamu, meTtabonusupyromumucs uzodpepmentom 2C9 cucremsl muToxpoma P450, He
npoBoausiochk. Crenyer coOa0aaTh OCTOPOXKHOCTh IPU Ha3HAUEHUHM KarenuTabuHa BMeECTe C
STUMH MpenapaTamMu.

Denumoun

[Ipu omHOBpeMEHHOM IpueMe KarmenutabuHa W (PEeHUTOMHA COOOIMAIOCh 00 YBEIWYEHUU
KOHIIEHTPALlUU TIOCIIEHETO B IIa3Me.

CrnenuanbHBIX  HCCIEIOBAaHUN  MEXJIEKApPCTBEHHOTO B3aUMOJICHCTBUSI  KamenuTabuHa U
deHuTOMHAa HE MPOBOAWIOCH, OJHAKO TMPEANOiaraeTcs, 4YTO B OCHOBE MeEXaHHM3Ma
B3aUMOJICUCTBUS JSKHUT ToaaBienne nzopepmenta P4502C9 nmon BnussHrEeM KarenuTaOruHa (CM.
Boeimie  «CyOcTtpatel 1uToxpoma P4502C9»). YV manueHTOB, NMPUHUMAIONIMX KameluTaOuH
OTHOBPEMEHHO C (EHUTOMHOM, HEOOXOAMMO PETYISIPHO KOHTPOIUPOBATH KOHIEHTPAIIUIO
(deHnTonHa B TIIa3Me.

Anmayuosi

[Tpu onenke (hapMaKOKMHETUUECKUX MAapaMeTPOB KarnenuuTaduHa Npy 0OJJHOBPEMEHHOM IpHUeMe ¢
aHTAIMIaMH1, COJEPKAIIMMH aTFOMUHUS TUIPOKCU]] M MarHUSI TUJPOKCU], OTMEUEHO HEOOIbIIOe
MIOBBIIICHUE KOHIIEHTpAIMK Karnenutadbuna u omHoro u3 meradbonuroB (5°-ADI[T) B miasme
KPOBH; Ha TPH OCHOBHBIX MeTabonuTa Kareiurabuna (5°-JIOYP, ®Y u ®BA) uccienyemsie
CPEJCTBA BIMSHUS HE OKA3bIBAJIH.

Annonypunon

Crnenyer wu30erartb OJHOBPEMEHHOTO IIpHEMa AJIONypUHOJA M KalelHuTaOMHA, MOCKOJIbKY
BO3MOJKHO CHIKEHHE 3P PEKTUBHOCTH (PTOpypaliniia BCASACTBUE B3AMMOICHCTBUS (TOpyparuia
C aJUIOMYPUHOJIOM.

Unumepgpepon anvgpa

MakcumanbHO TepeHocuMasi 03a KarmeuuTaOuHa B KOMOMHAnMM ¢ uHTepdepoHoM 2-anbda
(3 MEeXTyHAPOHBIX MIIH-EIMHHIEI/M? B cyTKH) coctaBmia 2000 MI/M? B CYTKH, B TO BpeMs KaK
MaKCHUMaJIbHO TIEPEHOCHMAs /1032 KarenuTabuHa B KauecTBe MOHOTepanuu coctaBuiia 3000 Mr/M?

B CYTKU.
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Jlyuesas mepanus

MaxkcumanbHO TMepeHocHMas /103a KamenurabuHa B KOMOWHAIMM C JIy4eBOW Tepamueil mnpu
Jle4eHHH] MAIMEHTOB C PAKOM TIPAMOil KMIIKH cocTapuiia 2000 Mr/M? B CyTKH (IIpH HEIPEPHIBHOM
peXUMe Tepanuy WiK MpH pexkuMe Teparuy ¢ IOHEeNIbHUKA 10 MATHUILLY U 6-TH THEBHOM Kypce
Jy4eBOM Tepamuu), B TO BpeMsi Kak MaKCHMaJbHO IEepeHOCHMas /1032 KarneuTaduHa B KauecTBe
MoOHOTepanuu coctaBuna 3000 Mr/m? B CyTKH (MHTEPMUTTHPYIOLIHI PEKUM).

Kanvyus ponunam (Jletikosopun)

Kanbumst Qonunat He Biauser Ha (PapMaKOKMHETHYECKHE CBOWCTBA KamneluTaOMHA MU €ro
MeTabonuToB. OHAKO, BO3MOXKHO YCHUJIEHHE TOKCHYECKOTO 3(dekTa KamernuradnHa 3a CUuér
BIMSIHUA Kaiblus (ponuHaTa Ha (hapMaKoAMHAMUKY KarenuTaOuHa.

Copusyoun u ezo ananozu

B nuTepaTypHBIX HCTOUYHUKAX ONMHMCAHO KIMHUYECKH 3HAYUMOE JIEKApCTBEHHOE B3aMMO/ICHCTBHE
copuByauHa U DY, B OCHOBE KOTOPOTO JICKUT WHTHOMpYyromuid 3¢ dekt copuByauna na JI1J]
(IUTUAPONUPUMHUINHICTUPOTEHA3bl). YKa3aHHOE B3aWMOJICHCTBHE MOXET MPUBOANUTH K
daragbHOMY YCHJICHHIO TOKCHYHOCTH (roprnupuMuauHoB. IlosTOMy He cienyeT Ha3zHadaTh
KareuuTabuH OTHOBPEMEHHO C COPUBYIMHOM U €r0 CTPYKTYPHBIMHU aHAJIOTaMU THUIIa OpUBYIHHA.
Cnenyet co0nroaaTh Kak MUHUMYM YeThIpEeXHeIeIbHbIA HHTEPBAl MEXAY OKOHUAHUEM Teparuu
COPUBYIMHOM WIIA €r0 CTPYKTYPHBIMH aHAjoramu (BKJIIOYas OpUBYAWH) W HAYaJOM JICUCHUS
KarenuTaOuHOM.

Oxcanunaamun

Knunuueckn 3HauyuMoOi  pasHHUIBI B OSKCIO3WLMU  KamenuTrabuHa WM  MeTaboJIUTOB
OKCaUIIIATHHA (CBOOOJHOW TIUIATHHBI WM OOMIeH TUIATHHBI) TPH KOMOMHHUPOBAHHOM
NPUMEHEHUU KarneuuTaOuHa U OKCAMIUIATHHA, HE3aBUCUMO OT MPHUCYTCTBUS OeBalu3ymada, He
OTMEYEHO.

besayuzymab

Knunnuecku 3naunmoro 3¢ ¢dekra OeBanuszymada Ha (papMaKOKMHETHKY KarneuuTaObuHa WK ero

META00JIMTOB HE OTMEYEHO.

Oco0ble ykazaHnust

[ToOouHBIMU peakIUsIMH, OTPAaHUYMBAIONIMMHU /103y KameluTaOuHa, SBIAIOTCS auapes, 0oib B
ZKHUBOTEC, TOIIIHOTA, CTOMATUT, .HaI[OHHO-HO,Z[OH_IBGHHBII\/'I CHUHIOPOM.

HeoOxoaumMo npoBOAXTh THIATENbHBIN MEIUIUHCKUNA KOHTPOJIb 32 MPOSIBICHUSIMH TOKCUYHOCTH
y MalKMEeHTOB, MOIYYaloIINUX Tepanuio npenaparoM Kamenurosep.

BonbmmHCTBO HEXeNaTeNbHBIX SBICHUH 0OpaTUMbI M HE TPEOYIOT MOJIHOW OTMEHBI Mpernapara,

XOTSI MOXKET BOBHUKHYTh HEOOXOIMMOCTh B KOPPEKIIMH /1035l HJIM BPEMEHHOM OTMEHE Ipernapara.
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[uapea: nedenne mnpenaparom KamenuToBep MOXET BBI3BAaTh IHUAPEI0, HWHOTAA TSDKEIYIO.
[TaneHToB ¢ TsKENION Auapeei ciieayeT TUIaTenbHO HaOII0/1aTh, a IPU PA3BUTUHN JACTHAPATALIUH
HE00X0MMO MPOBOIUTH PETUAPATALMIO U BO3MELICHHE MOTEpU AIIEKTposnToB. CTaHAapTHBIE
IPOTUBOAMAPENHBIE IIpenapaTsl (HapuMep, JoNepaMu) cieAyeT Ha3HauaTh Kak MOXKHO PaHbIIIe
0 MEIAMIMHCKMM InokKa3zaHusaM. CornacHo KputepusaM HanyoHanpHOrO OHKOJIOTHYECKOIO
unctutyta Kanaael (NCIC CTG, Bepcust 2) nquapest 2 cTenieHH OnpeenseTcs Kak yualleHue CTya
710 4—6 pa3 B CyTKU WM CTYJ B HOYHOE BpeMs; AMapest 3 CTeNEeHH — KaK ydJalleHue cryna 10 7-9
pa3 B CYTKH WJIH HEJIEp)KaHUE ¥ CHHAPOM MabaObCopOInu; auapest 4 cTeTieHUW KaK yJalieHue
cryna 10 10 u Gonee pa3 B CyTKH, MOSIBJICHHUE BHUIUMON KPOBH B CTYJIE€ WJIHM HEOOXOIMMOCTH
napeHTepalibHON MoajepkuBaomeil repanuu. [lpu HEOOXOIUMOCTH ClleAyeT YMEHBIIUTH 103y
npenapata Kanenurosep.

Hecuopamayus: nerupaTalyio CleAyeT NpeAylpexaaTb WIA YCTPaHATh B CaMOM Hadyaje
BO3HUKHOBEHU. Jlernaparamus MoxKeT ObICTPO pa3BUTHCS y MALIMEHTOB C AHOPEKCUEH, acCTeHUEH,
TOIIHOTOM, PBOTOM WM JUapeei.

Jerunparanus MOKET CTaTb MPUYMHON pa3BUTUSA OCTPOM ITOYEUHOM HEIOCTATOYHOCTH, B
OTJENIBHBIX CIy4yasX C JIETAIbHBIM MCXOJOM, OCOOEHHO y MAalMEHTOB C HapylIeHHeM (yHKIHUU
IIOYEK Ha MOMEHT Hayajla Tepalud WM B ciydae, €ClIM NalMeHT NMPUHUMAeT KaneluTaOuH
OJTHOBPEMEHHO C TpenapaTamu, 00JIagaloIuMi He(POTOKCUIECKUM JCHCTBUEM.

[Ipu pa3BuTuM nerujparanuu 2 CTENEHU WIN BbIILIE JIeueHue npenaparom Kanenurosep cienyer
HEMEJUIEHHO HpepBaTh W IPOBECTH peruaparanuio. JleueHue Henb3ss BO30OHOBIATH [0
3aBEpLICHMs] PErUApaTallud M YCTPAHEHUS WM KOPPEKLMHU BBI3BABIIMX €€ (akTopoB. Jlo3y
npernapara cieayeT KOppeKTUpOBaTh B COOTBETCTBUM C PEKOMEHAALMIMU IS HEXKETATENbHbIX
SIBJICHUH, IPUBEIINX K AETUPATALIIH.

Jeguyum J[II/]: B penkux ciaydasx HEOXHUIAHHO TSKENbIC SIBJICHUS TOKCHYHOCTH (HampuMmep,
CTOMATHUT, AMAPEs, BOCHAJIEHHE CIMU3HUCTBIX O000J0YEK, HEUTPONEHUS U HEHUPOTOKCHYHOCTH),
acconuupoBannele ¢ DY, oOycnoBineHsl HemocTarouHoi aktuBHOcThio JIIIJI, depmenTa,
yuyacTByrouiero B pacwmemwieHun DY, MakcuManbHbId  PUCK  Pa3BUTHUS  TSDKENbBIX,
AKHU3HEYTPOXKAIOIINX WM (PaTaIbHBIX SIBIEHUI TOKCHYHOCTH, 00YCIIOBIEHHBIX TpUMeHeHHeM DV,
OTMEYaeTCsl y MNAalMEHTOB C OINpPEIENIeHHbIMU TOMO3UIOTAMU WJIM OINpENENIeHHbIM HaOOpOM
TeTEPO3UTOTHBIX MyTaluil B jokyce reHa DPYD, BbI3bIBaronMX MOJHBIM WIM YacTUYHBIN
neuuut JAIT/(. Takum nanueHTam He ciieayeT Ha3HaYaTh Teparuio mpenaparom. Jist mareHTos
¢ nonabM AedunutoM JIIJ[ oTCyTCTBYIOT m03BI, OTBedaroniue npodmiro Oe3omacHoCcTH. Y
NAlMEHTOB C OIpPECIEHHBIMU TeTepO3UroTHIMU Bapuanusmu reHa DPYD, Bei3biBaronymu
yactuunblii gfedpunut AT (Hanpumep, Bapuanus DPY D*2a), moBsiiieH puck pa3BUTHS TSHKEIBIX

SIBJICHUH TOKCHYHOCTH Ipu MPUMCHCHUN KaHeI_[I/ITaGI/IHa. vy NanmnucHTOB C YaCTUYHBIM ,Z[eq)I/II_[I/ITOM
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HAII, B ciy4ae eciau Tojib3a TEpalud NpernmaparoM (C Y4ETOM BO3MOXKHOCTH TNPUMEHEHHUS
ATBTEPHATUBHBIX HEPTOPIMUPUMUINHOBBIX XUMHOTEPANIEBTUYCCKUX CXEM JICUCHUSI) TPEBHIIIACT
MOTCHIUATBHBIA PUCK, CIEAYeT COOMI0JaTh OCOOYH) OCTOPOXHOCTh. Y TaKuX NAICHTOB
M3HAYAJIbHO  HEOOXOJMMO  CYIIECTBEHHO CHHM3UTh JI03y  Mpemnapara, IMpPOU3BOAUTH
MOCIe0BATEIbHBI MOHUTOPUHT U KOPPEKIUIO TO3BI C YUETOM IMPOSBIECHUN TOKCUYHOCTH. TecT
Ha ompenenenue aepunura JITJI HE0OXOOMMO HPOBOIUTH B COOTBETCTBUU C TEKYIIMMHU
PEKOMEHIALUSIMU M TPUHHMMAsT BO BHUMAaHHUE JIOKAJIbHYIO JIOCTYMHOCTb. Y TAIMEHTOB C
HeBbIsIBICHHBIM Jedunutom JII/], momyuaromux Tepanuio KamenuTaOMHOM, a Takke Yy
MAIMeHTOB C HETaTUBHBIM PE3yIhTaTOM TecTa Ha cnernuduueckue Bapuanuu reHa DPYD moryr
BO3HUKHYTh JKU3HEYTPOKAIOIINE SBJICHHUS TOKCHUYHOCTH, MPOSBIISIOMINECS CUMITOMAMH OCTPOM
nepeo3upoBKU. B ciydyae BO3HMKHOBEHHUS SIBJIGHUM OCTPOM TOKCHYHOCTH 2-4 CTeneHu
HEO0OXOUMO HEMEIJIEHHO NMpEeKpaTUTh Tepamnuio. PemieHne o MoJHOM MpeKpalieHuH Tepanuu
JOJI’KHO OBITh OCHOBAHO Ha KJIIMHUYECKON OlIEHKE HAa0II01aeMbIX SBJIEHUN TOKCUYHOCTH.

CrekTp KapAHMOTOKCUYHOCTH TMPH JIEYCHUH KANCIUTa0MHOM aHAJIOTHYEH TaKOBOMY TIpHU
NPUMEHEHUU JPYruX QTOPHUPUMHUIMHOB M BKIIOYaeT WH(MAPKT MHUOKapAa, CTEHOKApPIHIO,
ApUTMHM, OCTAaHOBKY CEp/illa, CEPACYHYI0 HEIOCTAaTOYHOCTh M u3MeHeHus Ha OKI. Otm
He)KeNaTelIbHbIe sBJIeHUsI OoJiee XapaKTepHbI Ui NanueHToB, crpagamomux MBC B anamuese.
Heob6xonumMo co0Ito1aTh OCTOPOKHOCTH Y TTAIIMEHTOB C ApUTMHUEH M CTEHOKapIuell B aHAMHE3e.
B xonme Tepanmum KamenmuTaOMHOM OTMEUANIOCh pAa3BUTHE THIO- WIH THIIEPKATBIIUEMHIH.
HeoOxoaumo cobito1aTh OCTOPOKHOCTh Y MAIMEHTOB C paHee JUarHOCTHUPOBAHHOW THIO- WIIN
TUIEPKATbIUEMUH.

HeobxonmuMo coOmogaTh OCTOPOXKHOCTh Yy MAIMEHTOB C 3a0O0JIEBAaHUSIMU IIEHTPAIILHON U
nepudepuyecKoil HEPBHOM CUCTEMBI (HalpuMep, NMPH HAJTMYUU METACTa30B B TOJIOBHOM MO3Te U
HeliponaTuH), a TakXke Yy MalUeHTOB C CcaxapHbIM Aua0eToM U HapyLIEHUSIMH BOJHO-
JMIEKTPOJIUTHOTO OanaHca, Tak KaK B XOJ€ JEUeHUs KanelUuTaOMHOM BO3MOXKHO 00OCTpEHHE
JIAHHBIX 3a00I€BaHUH.

Cnenyer wHaOmomaTh TMAlMEHTOB HA TNPEIMET BO3HUKHOBEHHUS OQTATBMOJIOTHYESCKHX
OCJIO’)KHEHUH, TaKuX KaK KepaTUT WM NaTOJOTUS POTrOBUIIBI, OCOOEHHO B Cllydyae HaJIU4us
HapyIIEHU CO CTOPOHBI OpraHa 3peHus B aHaMHe3€e. B ciydae pa3BUTHS OCIIO)KHEHUH CO CTOPOHBI
oprana 3peHusi He00X0JMMO Ha3HAYUTh COOTBETCTBYIOIIEE JICUCHUE.

[Ipenapar KameuutoBep MOXKET BbI3BaTh PA3BUTHE TAKUX CEPHE3HBIX KOXKHBIX PEAKIUN Kak
cunapoM CrtuBeHca-/[)KOHCOHA M TOKCHYECKOTO 3MUAEpPMajIbHOr0 Hekposn3a. IIpu pasButrum
TSDKENBIX KOXKHBIX peakiuii Ha (oHe MpUMEHEHHs KamneluTaduHa IpHUeM MpernapaTa cledyeT

MPEKPATUTH U HE BO3OOHOBIISITH.
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[IposiBneHneM KOKHOM TOKCHYHOCTH mpemnapara KamemutoBep sBisieTcs pa3BUTHE JIQJOHHO-
MOJOLIBEHHOTO0 CHHJApPOMa (CMHOHUMBI — JIQJOHHO-TIOJOUIBEHHAs 3PUTPOJIU3ECTE3Us WU
aKpaJbHas 3pUTEMa, BbI3BaHHas XUMHOTepanuen). Ilepcuctupyronmii unm TsoKeaslil J1aJ0HHO-
MOJIOIIBEHHBI CHUHAPOM (CTEMEeHb 2 W BBINIE) BIIOCIEICTBUU MOXKET NPUBECTH K YTpare
OTIIEYATKOB MajbleB, YTO MOXXET MOBIUATH Ha IMPOIECC YCTAHOBJIEHUS JUYHOCTH. MeauaHa
BPEMEHHU /10 Pa3BUTHUS MPOSBICHUN TOKCHYHOCTU Y MAlMEHTOB, MOJYYAIOIIMX MOHOTEPAIHUIO
KanenuTaOMHOM, coctaBisier 79 aHeit (B auama3zoHe or 11 mo 360 gHeit), a CTENEeHb TSHKECTH
BappUpYyeT OT 1-0 cTeneHu a0 3-ei creneHu. JIagoHHO-TIOMONIBEHHBINH CHHAPOM 1-0i cTeneHu
HE HapylmaeT [IOBCEAHEBHOW AaKTUBHOCTH TMAalMEHTa W  MPOSBISIETCS OHEMEHHEM,
JTU3ECTe3USIMU/TIAPECTE3USIMH, TIOKAJIBIBAHUEM WJIM MOKPACHCHHWEM JIQJ0OHCH W/WIM TIOJOIIB,
muckoMpoproM.  JIamOHHO-TIOJIOIIBEHHBI  CHHAPOM  2-0M  CTENEHHM  XapaKTepusyercs
00JIe3HEHHBIM TMOKPACHEHHEM U OTE€KaMHM KHCTEH W/WIM CTOI, NMPHUYEM BBI3BIBAEMBIN 3THMU
CUMITOMaMU JUCKOM(OPT HapyllaeT IOBCEJHEBHYIO AaKTHUBHOCTh mainueHTa. JlagoHHo-
MOJOLIBEHHBI CUHAPOM 3-€il CTENEeHU ONpeAeIsieTcs] KaK BIIaKHas AeCKBamallusi, U3bs3BICHHE,
oOpa3oBaHue My3bIpei U pe3kue OO B KUCTSAX W/UIM CTOMAX, a TAKXKe CUIbHBIA AUCKOMDOPT,
JeNaloMii HEBO3MOXHBIMU ISl MAIlMEHTa JII00ble BHUJBI MOBCEIHEBHOH AesTenbHOCTH. [lpu
BO3HMKHOBEHHUM JIAJJIOHHO-TIOAOIIBEHHOTO CHUHApPOMA 2-OM WM 3-€id CTENeHW NPUMEHEHHUE
KarenuTadnHa CcleAyeT MpepBaTh 0 MCUE3HOBEHUS CHUMIITOMOB WJIM WX YMEHBIIEHUsS 10 1-oi
CTCTICHH, MPU BO3HUKHOBEHHH CHHJIpPOMA 3-€ CTENEHH IMOCIEAyIOIINUe M03bl KanernuTabuHa
JOJI’KHBI OBITH YMEHBIUICHBI.

Buramun B6 (mupuaokcuH) HE pPEKOMEHAYeTCS NPUMEHSTH [UIsl CHUMIITOMAaTHYECKOTro WU
BTOPUYHOTO MPODUIAKTUIECKOTO JICYCHHUSI JIaJOHHO-TIOIOIIBEHHOTO CUHpOMA ITPH TPUMEHEHUN
KarenuTabnHa B KOMOMHAIIUY C IUCIUIATHHOM, MTOCKOJIBKY OH MOXET CHUXaTh d()(PEeKTUBHOCTH
nucratuHa. Mmerores nannbie 00 3G(EeKTUBHOCTH JTEKCIAHTEHOJIA B MPOPUIAKTHKE PA3BUTHUS
JaIOHHO-TIO/IOIIBEHHOT'O CUHAPOMA MPH Tepaniy KanenuTaOuHOM.

[Ipenapar KamenutoBep MOXKET BBI3BaTh THNEpOMIUpYOMHEMHIO. ECii B CBS3HM C JieYeHHUEM
KarenuTaOMHOM OTMEYaeTCsl TUIepOMITHPyOnHEMUS, TPEBBIIIAIONIAS BEPXHIOK TPAHUILy HOPMBI
Oosiee yeM B 3 pasa, WIM TOBBIIICHUE aKTHBHOCTH «II€UYEHOYHBIX» amMuHOTpanchepas (AJIT,
ACT), mpeBplaroniee BEPXHIO TpPaHUIy HOPMBI Oojiee 4emM B 2,5 pasa, NPUMEHCHHE
KarenutabnHa cleayeT mpepBaTh. Ero MOXXHO BO300OHOBUTH NpPU CHUKCHHH KOHIICHTPAIIUU
OmMpyOMHA U aKTUBHOCTH «IIEYCHOYHBIX» TPAHCAMUHA3 HUKE YKAa3aHHBIX MPEICTIOB.

Crnenyet cobit01aTh OCTOPOKHOCTH IPU OJHOBPEMEHHOM ITpUMEHEeHUH npernapara Kaneunurosep

U TIpernapaToB, MeTaboIu3upyomuxcs nuroxpomom P4502C9 (Bapdapus wim peHUTOUH).
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VY nanueHToB, OJHOBPEMEHHO INPUHUMAIOIUX KalelUTaOuH U MepopaibHble aHTUKOATYJISIHTHI -
IPOU3BOJHBIE  KyMapuHa, CJIEIyeT  KOHTPOJIMpPOBAaThb  IIOKA3aTelIM  CBEPTHIBAEMOCTHU
(mporpombunoBoe Bpemst wiii MHO) u B COOTBETCTBHH C STUM MOAOUPATH O3y aHTUKOATYJISIHTA.
IIpumenenue npenapama y nayuenmos NOMCUIO020 U CMapyecko2o 603pacma

YacTtoTa TOKCHMYECKHMX SIBICHHH CO CTOPOHBI KEIIyNOYHO-KHLICYHOTO TPaKTa y IallUEHTOB C
KOJIOPEKTAJIbHBIM pakoM B Bo3pacte 60-79 seT, moxy4aBUInX MOHOTEPAIHIO KalleUTa0UHOM, HE
OTJMYAJIaCh OT TAKOBOW B OOIIEH MOMymsauuMy manueHToB. Y mnanueHtoB 80 jeT W crapiue
o0OpaTuMble He)KeJlaTeNIbHbIE SIBJIEHUS CO CTOPOHBI XKEyJOUYHO-KUIIEYHOIO TpakTa 3-ei u 4-oi
CTENEHU, TaKWE Kak Juapesi, TOIIHOTA W PBOTA, Pa3BUBAIMCH dalle. Y NAaUEHTOB >65 JeT,
NOJTYYaBIIUX KOMOMHUPOBAHHYIO TEpaIMIO KaneuuTabuHOM U JAPYTMMHU MPOTHBOOITYXOJIEBBIMU
npenapaTamMi, 0TMEYaJoCh yBEJIHMUEHHE YaCTOThl HEXKENATENbHBIX peakuuil 3-eif u 4-0i creneHu
TSOKECTH M HEXKEJIATENIbHBIX SIBICHHN, KOTOpPBIE NPHUBOIWIM K IMPEKPAIICHUIO TEpPamuu IO
CPaBHEHHUIO C MAlUEHTaMU MOJIOKE 65 JeT.

[Ipu ananu3e naHHBIX 0€30MACHOCTH Y MAIMEHTOB =60 JET, MOTy4aBUIMX KOMOMHHPOBAHHYIO
TEpanuio KaneuuTaOMHOM M JIOLIETAKCEIIOM, OTMEYEHO YBEJIMYEHHE YacTOTHl CBA3AHHBIX C
Tepanuel HeXeNnaTeNbHbIX ABICHUN 3-eil U 4-0i CTENEeHU TSHKECTH, CEPhE3HBIX HEXKETATEIbHBIX
ABJICHUN Y paHHEH OTMEHBI TEPANMH U3-3a HEXKEJIATEIbHBIX SIBJICHHAN 110 CPABHEHUIO C TAKOBBIMU
y MalUEeHTOB MoJoxke 60 seT.

Ioueunas nedocmamoynocme

Crnenyer cobuoaTb OCTOPOXKHOCTh IPH HAa3HAYEHUHM KanelMTaOMHA MallMeHTaM C MOYEeYHOU
HEJIOCTaTOYHOCThIO CcpellHel creneHu TsokecTu. Kak u mpu sedennn @Y, yactora pa3BUTHS
CBSI3aHHBIX C IIPOBOAMMON Tepanuel HEeKeIaTeNbHbIX SIBICHUN 3-eil U 4-0l cTeneHu TsSKecTU
ObuIa BBILIE Y MAIIUEHTOB C TOYEUHOW HEOCTaTOYHOCThIO cpenelt crenenu TspkecTH (KK 30- 50
MJI/MUH).

Ileuenounas nedocmamoyHocmy

[TaneHTHl ¢ MEYeHOYHOW HEAOCTATOYHOCTHIO BO BpPEMS TEpanmuH KaneluuTaOMHOM OJDKHBI
HAXOJUTHCS TOJA THIATEIbHBIM MEIUIIMHCKUM HaOmrogeHueM. BrusHue HapymeHus: (QyHKIUA
He4yeHH, He 00yCIOBICHHON METacCTaTHUECKUM MOPAKEHUEM MEUYEHU MM TSDKEION MeYeHOUHON
HEI0CTaTOYHOCThIO, HA paclpeieIeHHe KaneluTabOuHa HEU3BECTHO.

DepmunvHocms, bepeMeHHOCMb U KOHMPAYenyusl

Ha ocHoBaHMM JaHHBIX HCCIIENIOBAaHUI Yy KMBOTHBIX IpeNapaT MOXET OKa3bIBaTh BIIMSHUE HA
(epTHIIBHOCTh Y MYXXYMH M JKEHIIUH PENpOJyKTUBHOIO MOTeHUMana. JKeHIuHaMm BO BpeMms
TEpalUK MPENnapaToM U B TEUEHUE 6-TH MECALIEB IIOCIE €€ OKOHYAHUsS CIEAYET MCIOJIb30BaTh
HaJIe)KHbIE METOJbl KOHTpaueniuu. Ecin OepeMeHHOCTh HAcTynuia B TEPHOJA IPOBEICHUS

TCpalny, MAalMCHTKA OOJIKHA OBITE OCBCIOMIJICHA O HOTGHHH&HBHOﬁ yrpo3e i 1jioaa. Ha
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OCHOBaHUU PE3YyNbTATOB MCCIEAOBAHUN T€HOTOKCHUYHOCTH MAIlMeHTaM MYXCKOTO Ioja U HX
napTHEpIIaM PENpPOAYKTUBHOIO TOTEHIMAIa CJEAYeT WCIOIb30BaTh HAJEKHBIE METObI
KOHTpALEMIMUK BO BpEMs TEpAIU IIPEenapaToM U B TEUEHHUE 3-X MECSIEB MOCIIE €€ OKOHYAHUSI.

Obpawenue ¢ HeUCNONb308AHHBLIM NPENAPAMOM U NPEenapamom ¢ UCMEKUUM CPOKOM 200OHOCMU
[Tonamanue nexkapCTBEHHOTO MTpernapaTa BMECTE C OTXO0/1aMHU B OKPYKAIOIIYIO Cpey JOKHO OBITh
CBelleHO K MuHUMYMY. He cneayer yTunn3upoBaTh Ipenapar ¢ MOMOIIbIO CTOYHBIX BOJ WIIU
BMECTE C OBITOBBIMU OTXOAaMH. 10 BO3MOXHOCTH HEOOXOJMMO HCIIONB30BATh CIICIHATLHBIC

CHUCTEMBI IJId YTUIIW3alluH JICKAPCTBCHHBIX ITPECIIapaToB.

BinsiHue HA cIOCOOHOCTH YNPABJSATH TPAHCIIOPTHBIMH CPeACTBAMH, MeXaHU3MaMH

Kanenurabun o6nanaer HEOOJBIIUM HIM YMEPEHHBIM BIHSHUEM Ha CHOCOOHOCTH YIPABIIAThH
TPAaHCTIOPTHBIMH  CPEACTBAMH, MeXaHuW3MaMmu. [lamyieHTaM, y KOTOpPBIX BO3HHUKIN TaKHe
He’KeNaTeIbHbIE SBICHHUS KaK TOJOBOKPYKEHHUE, CIIA00CTh MIIM TOITHOTA, CIIEAYET BO3JIEPKATHCS

OT YyIIPpaBJICHUA TPAHCIIOPTHBIMH CPCACTBAMU, MCXAHU3MAMMU.

®opMma BBINLYCKA

TabyeTku, MOKPHITHIC TNIEHOYHOU 000049K0i, 150 Mr 1 500 Mmr.

10 TabneToKk B KOHTYPHYIO SYEUKOBYIO YIAKOBKY W3 IJICHKU MOJIMBUHUIXJIOPUAHON U (HOJIBTU
AJIIOMUHHMEBOM I1€YaTHOM JIAKUPOBAHHOM.

60 tabnetok (st go3upoBku 150 mr) u 60 wim 120 tabnerok (s mo3upoBku 500 mr) B 6aHKY
U3 MOJIUIIPOIUJICHA U TOJIMATUIIEHA HU3KOTO JTABJICHUSI C KPBIIIKONH HAaBUHYMBAEMOM.
CB00OTHOE TPOCTPAHCTBO B OAHKE 3ATOTHSIOT BATOM MEIUIIMHCKOM TUTPOCKOITYECKOM.
Kaxnyro 0aHky win 6 KOHTYPHBIX SYCHKOBBIX YMAaKOBOK (st 103upoBkd 150 Mr) wumm
12 KOHTYpHBIX SYEHKOBBIX YIMAKOBOK (it j03upoBKH 500 Mr) BMEcTe ¢ MHCTPYKIHUEH IO

MMPUMCHCHHUIO ITIOMCHIAIOT B IIAYKy M3 KapTOHA.

Cpok rogHocTu
3 roxa.

He IMPUMCEHATH IO UCTCUYCHUHU CpOKa 'OAHOCTH.

YciaoBus XxpaHeHUs

ITpu temnepatype He Bbimie 30 °C. XpaHUTh B HEAOCTYITHOM JIJI IETEH MeCTe.

YcaoBus ornycka

Ortmyckaercs 1o perenty.
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IIpousBoaurenn:
AO «BEPODOAPM».

IOpuoduueckuii adpec: Poccus, 107023, . Mocksa, bapabannsrii riep., 1. 3.

Adpec npouszsodcmea u npunamus npemensuti. Poccus, 308013, r. benropoxa, yn. Pabouas,

. 14.

Ten.: (4722) 21-32-26; paxc: (4722) 21-34-71.
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