COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 09.03.2023 N= 4522

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHHOTO MPEITAPAT & “°U5)

1. HAUMEHOBAHHUE JIEKAPCTBEHHOTI O ITPEITAPATA
Kanernurabun, 150 Mr, Ta0IeTKH, TOKPBITHIC TNICHOYHON 000JI0YKOM

Kanernutabun, 500 mr, TabneTku, MOKPHITHIE TUICHOYHON 000710YKON

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBINA COCTAB
JlelicTBytO11I€€ BEILIECTBO: KaNeUTaONH

Kanemuradbun, 150 Mr, TabJIeTKH, IOKPBITHIE IIEHOYHOU 000JI0UYKON

Kaxxnas TabiieTka, MOKpbITask INICHOYHOU 0007109KOM, coepkuT 150 Mr karmenurabuHa.

Kanenurabun, 500 Mr, TaOIETKN, HOKPBITHIE MIJIEHOYHON 000JI0YKOH

Kaxknas tabnetka, mokpbITasi INIEHOYHOU 00010UKOM, coepxkuT 500 Mr kaneuutabuHa.
BcnomorartenbHble BellecTBa, HaJU4Me KOTOPBIX HAIO0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: JakTo3bl MOHOTUAPAT (M. paznein 4.4.).

[TonHbIi TepeueHb BCIIOMOTaTEIbHbBIX BEIIECTB MPUBENEH B pa3aere 6.1.

3. JEKAPCTBEHHASA ®OPMA

Kanemmtadun, 150 Mr, TaOJIETKH, HOKPBITHIE INIEHOYHOW 000JIOUYKON

Kpyribie 1BOSKOBBITYKIIbIE TAOJETKU C PUCKOH, MOKPHIThIE MJIEHOYHON 000JI0YKOM, OT CBETIIO-
KOPUYHEBOTO /10 KOPUYHEBOTO L[BETA.

Kaneruradun, 500 mr, TabJIETKH, MOKPBITHIE [NIEHOYHOM 000JI0YKOMI

KaHCYHOBI/I}IHBIe JABOSAKOBBIITYKJIBIC Ta6HeTKI/I, IMOKPLITHIC MJICHOYHOM 060HO‘1K0ﬁ, OT CBCTIIO-
KOPHUYHECBOI'O 10 KOPpUYHEBOI'O IIBCTA.

Ha nonepeunom paspese TabnaeTka 0eaoro nseTa.

4. KIMHUYECKUE JAHHBIE
4.1. [loka3anusi K NpUMeHEHUI0
Kanenutabun moka3zan K IPUMEHEHHIO Y B3POCTBIX.

Pak Mo104HOI1 jKeje3b]

e KomOuHupoBaHHas Tepanmusi C JIOLIETAKCEJIOM MECTHOPACIpPOCTPAHEHHOI'O  WJIU
METaCTaTUYECKOTO paka MOJOYHOW jKene3bl MpH HedP(HEKTUBHOCTH XHMHOTEpAIHH,

BKITIOUAIOIIIEH Mpenapar aHTPaIUKIMHOBOTO psia.
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JETEOORATETNBHOC TE D006

L4 MOHOTepaHI/IH MCCTHOPACHIPOCTPAHCHHOLO I/IJTT/I MeTaC MUECKOI'0 _paka —MOITOYHOM

KEIIC3bI PE3UCTCHTHOI'O K XUMHOTEpaANIn TakKCaHaMH nimn npenapatamMnu
AHTPALIUKIIMHOBOTO psAda WK IIPHU HAITUYHUA HpOTI/IBOHOKaSaHI/Iﬁ K HUM.

KosopekTanbHBIN pak

e AnbploBaHTHas Tepanus paka tonctoil kumku 11 cranuu nmocne Xupyprudaeckoro JeueHusl.
e Tepanus MeTacTaTHYECKOTO KOJIOPEKTAIBHOIO PaKa.
Pax xenynaka
e Tepanus nepBOM JMHUH PACIIPOCTPAHEHHOT'O PaKa KETyaKa.
4.2. Pe:xuM 103MPOBAHNS U CIIOCO0 MPUMEHEHHUS
JleueHue KameuuTaHUOOM cleyeT MPOBOAUTH IMOJ HAOIIOJEHHUEM Bpaya, MMEIOIIErO OIbIT
MPUMEHEHHS TPOTUBOOIYXOJIEBBIX CPEICTB.

PexuM no3upoBanus

Cmarnoapmuulii pexcum 003upoBaHus

Monomepanus

Konopexmanvholil paxk, pak moacmou KUWKU U PAK MOJIOYHOU Jcenesbl

PekoMeHioBaHHas 103a penapara coctapisgeT 2500 Mr/mM? B CyTKH, pasiesieHHas Ha 2 IIpHeMa 1o
1250 mMr/m? yTpoM U Be4epoM B TeueHue 14 qHel ¢ MoCiIeayomuM 7 - THEBHBIM IIEPEPHIBOM.

KOM6uHuD06aHHaﬂ mepanus

Pax monounou srcenesol

B KoMOMHALUHM C IOLETAKCEIOM TIPENapaT Ha3HAYaroT B 03¢ 1250 Mr/mM? 2 pasa B CyTKU B TEUEHUE
14 nHel ¢ mocneayOMUM 7-THEBHBIM NEPEPLIBOM. JloleTakcen BBOIAT B 103¢ 75 Mr/M? B BUjIE
yacoBOi BHyTpuBeHHOW uHQy3um 1 pa3 B 3 Hemenu. [Ipemenukanus TpoOBOIUTCA Iepen
BBEJICHUEM JIOLIETAKCENIA B COOTBETCTBUM C HHCTPYKLUEH T10 €r0 IPUMEHEHHIO.

Konopexmanouviil pax, pax moicmou KUWKU U PAK JHCeayoKd

B cocraBe KkKOMOMHMpOBaHHOW TepamuM (32 MCKIIOUYEHUEM Tepalud B KOMOMHAIMM C
MPUHOTEKAHOM) 103a npemnapata Kanenurabun cocrasiser 800—1000 mMr/m? 2 pasa B CYyTKH B
Teyenue 14 mHel ¢ MOCIENYIONMM 7-IHEBHBIM IIEPEPHIBOM MM 625 Mr/mM? 2 pa3a B CyTKH IIPH
HEMPEPHIBHOM PEKUME.

B cocraBe xomOuHMpoBaHHOU Tepanuu ¢ upuHotekaHoMm (pexxuM XELIRI) pexomennoBanHas
nosza npenapara Kamenurabun cocrasuser 800 mr/mM? 2 pasa B CyTKM B TedeHue 14 mueil ¢
MOCJIEYIOIUM 7-THEBHBIM TiepepbiBoM. [loOaBneHue OeBamuszymadba K KOMOMHHPOBAHHOUN
Tepanuy He BIMIET Ha HauaJbHYI0 03y npenapaTta KanenuraOus.

[IpoTuBOpBOTHBIE CpenCTBA U MpeMeauKanus A oOecrnedyeHHs] aJeKBATHOW TI'HapaTaliu

Ha3HAYarTCA IMEpC]] BBCACHUCM HHUCIIJIATHHA U OKCAJIUIIIIATUHA COTJIaCHO HHCTPYKIUAM 110



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 09.03.2023 N= 4522

MPUMEHEHHIO HUCIUIATHHA U OKCAJMIIaTUHA TP anMe'-ll{-Q;['gn-lng'll; @'oﬂd;rgmiﬁgT@&;&%%rOM

Kanernurabus.
B apgbtoBanTHOM Tepanuu paka Toicrod kumku Il cragum  pexkomeHpoBaHHas
MPOJOJKUTENIBHOCTh Tepanuu npenaparoMm Kanenutabun coctaBiseT 6 MecsIeB, T.€. 8 KypcoB.

B KOM6uHauuu c yucnaamuHom

[Ipenapat Haznadaror mo 1000 mr/mM? 2 pasa B CyTKM B TedeHue 14 aHeil ¢ mocimemyromum 7-
JHEBHBIM NEPEPHIBOM B KOMOMHanuu ¢ mucmaatiaom (80 mr/m? 1 pas B 3 Henenu B Buje 2-
9acoBOW BHYTPUBEHHOW MH(Y3UH, TepBast HHY3Us Ha3HAUaeTCs B TIEPBBIN JeHb uKa). [lepBas
7103a KareuuTabrHa Ha3HayaeTcsi BeYepoM B MEPBBI IeHb LIUKIIA, TOCIEIHsAS — yTpOM Ha 15 neHp
LUKJIA.

B KOM6uHauuu C OKCauniamuHoOM uUiu C OKCaiuniamuHom u 666’611/{1/{3)/]1/16150]!/1

[Ipenapat HazHadarot nmo 1000 mr/mM? 2 pa3a B CyTKM B TedeHue 14 aHeil ¢ mociuenyoomum 7-
JHEBHBIM TIE€pEPHIBOM B KOMOMHAIlMM C OKCAJIMIUIATUHOM MM C OKCAJIUIUIATUHOM U
6eBannzymadom. Ileppas 1o3a kaneuntabruHa Ha3HaYaeTCsA Be4epoM B 1 -i IeHb LIUKJIA, TOCIIETHSIS
— yTpoMm Ha 15-i1 nenp nukia. bepauusymad BBoauTces B 103e 7,5 Mr/kr 1 pa3 B 3 Helenu B BUje
BHYTpUBEHHON MHQY3uu B TeueHue 30-90 mMunyT, nepBas uH]y3us HazHayaeTcs B 1-i JeHb
mukna. ITocne Gesanusymaba BBOAMTCS OKCAIUIUIATMH B mo3e 130 mr/mM? B Bume 2-4acoBoi
BHYTPHUBEHHON HH(Y3HH.

B KOM6uHauuu c SI’IMDV6I/H4L{HOM u npenapaniom Ha OCRHoO6¢e njiamursl

[penapaT HasHa4aT Mo 625 Mr/M? 2 pasa B CYTKH B HENPEPBHIBHOM PEKHUME B KOMOMHAIMHU C
srupy6uirHoM (50 mr/m? 1 pas B 3 Helenu BHYTPUBEHHO OOJIOCHO HA4YMHAS C MEPBOTO JHS
LIMKJIa) U IIpernapaToM Ha OCHOBe IIaTUHBL. [IpenapaT Ha OCHOBE IIaTUHBI (IMCILIATHH B 103€ 60
MI/M? WM OKCAIMIUIATHH B 103¢ 130 Mr/m?) nosmked ObITh BBEJEH B |-l IeHb IUKIA B BUJIE B/B
uH(py3un B TeueHue 2 4, ganee 1 pa3 B 3 Henenu.

B KOM6uHauuu C UDUHOMEKAHOM UJU C UDUROMEKAHOM U 66661141/!3}/]1/16160]1/1

[Ipenapar nasHagaoT mo 800 mMr/m? 2 pa3a B CyTKM B TedeHHe 14 nHel ¢ mociemyromum 7-
JTHEBHBIM MEPEPHIBOM B KOMOMHALIMK C UPUHOTEKAHOM UJIU C UPUHOTEKAHOM U OeBaliu3yMaOoM.
Hpunorekan BBogutcs B 03¢ 200 mr/m? 1 pas B 3 nenenu, B/B undysus B Teuenue 30 MUH, mepBas
uH¢py3us B 1-i nenp nukia. besanuszymad BBoautcsa B no3e 7,5 mr/kr 1 pa3 B 3 Heznenu, B/B
uH¢py3us B Teuenue 30-90 muH, nepas UHQPy3Ust HaYMHaeTcs B 1 -1 1eHb KA.

Jlody mpemapaTa pacCUMTBIBAIOT B 3aBUCUMOCTH OT IUIOHIAJM IOBEPXHOCTH Tela.
[IpenctaBneHHble HuXke TaOMUIBl | M 2 MOKa3bIBAIOT CTaHAAPTHBIE M CHIDKEHHBIC O3B
KarenuTabuHa Ui HadanbHoi 10361 1250 mr/m? unu 1000 Mr/m? HOBEPXHOCTH Tea.

Tabauya 1.
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Canerhi Al e b i3t 1250 Wik 2,

pacCYUTaHHBIC B 3aBUCUMOCTH OT IIJIOINAAXW IMOBCPXHOCTHU TEJIa

Jo3a 1250 mr/m? (2 pa3a B CyTKH)

CHmxeHHas
KonnuectBo CHumxeHHas 03 (50%
Mo 1os tabnetok 150 mr | mo3a (75% ot A or °
A n/vim 500 mr Ha 1 HaYaJIbHOU .
1250 mr/m? HaYaIbHON
npuem (yTpoMm u JI03BI)
BEUEPOM) 950 mr/m? A0351)
625 mr/m?
[Tnomans Jo3a Ha mpuem 150 mr | 500 mr Hozana 1 Hozana 1
MOBEPXHOCTH TeJa (mr) pHEM, MT IPUEM, MT
(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
Tabauya 2.

CranjiapTHbIE U CHUKEHHBIE 110351 penapara KanenutaOun 1yis HauanbHoi 10361 1000 mMr/m?,

pacCYUTAaHHBIC B 3aBUCUMOCTH OT IJIOINAAW IMOBECPXHOCTHU TECJIa

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

[Tonuas nosa KonnuectBo Cumwxennas | CHIKEHHas
1000 mr/m? tabnerok 150 Mmr | mo3a (75% ot | no3a (50%
n/mm 500 mr Ha | HavaJIbHOU OT
npuem (yTpom u J103Bbl) Ha4yaJIbHOU
BEUEPOM) 750 mr/m? J03b1)
500 mr/m?
[Inomans Jo3a Ha npuem 150 mr | 500 mr Hozana 1 Hozana 1
MIOBEPXHOCTHU (mr) pUeM, MT IIpUEM, MT
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




COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 09.03.2023 N= 4522

153 - 1,66 1600 4 [i_i':b:__iE:J.':E.-l-lﬂ_”i:-H': Tb '%%)%'3]
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

KODDCKHI/ISI J03bI B XO0A€ JICUCHU S

Obwue pexomenoayuu

SIBieHHsT TOKCHMYHOCTH NIPHU JIEYEHUH KalelUTaOMHOM MOKHO YCTPaHUTh NPU TOMOIIU
CUMIITOMAaTHYECKOM Tepanmuu W/WIM HU3MEHEHUs [03bl Mperaparta (MpepBaB JIEYEHUE WU
YMEHBIIMB 103y mpemaparta). Eciu 103y kaneuutabWHa MPUIUIOCH YMEHBIINTh, TO B
HOCIIEYIOIIEM €€ HEeb3s TOBBIIIATE.

Ecnu no oneHke seyaniero Bpaya TOKCH4eCKuil 3 peKT kanernutabrHa He HOCUT CEPbe3HOTO WITH
YIPOKAIOMIETO KU3HU OOJIBHOTO XapakTepa, JICUCHHE MOXKET OBITh IMPOJIOKEHO B HAYaJIHHOU
no3e 0e3 ee YMEHBIICHHS WIN TPEPhIBAaHUS TePATTHH.

[Ipu ToxcuuHnocTu 1-oif cTrenenu no3y He MeHsOT. [Ipu TokcuyHOCTH 2-0M MM 3-eil cTeneHu
TEpanuio IMpenapaToM cieAayer npepsaTh. [IpM MCUE3HOBEHHM MPU3HAKOB TOKCHYHOCTU WU
YMEHBIIIEHUH TTOCIIETHEH 0 1-0¥ cTerneHu, MPOBEACHNE Tepauy KarnenuTaduHOM MOXKET OBITh

BO300HOBJIEHO B IOJHOM JA03€ WJIN CKOPPECKTUPOBAHO COTJIACHO PCKOMCH/IAIMAM, YKA3dHHbBIM B

Tabnure 3.
Tabnuya 3.
CxeMa KOppeKIHH 1036l KanenuTtaduHa (3-x HeACIbHBIN IIUKII WK MPU MTPOIOJDKUTESIIEHOM
JICYCHUN )
Cmenenv moxkcuunocmu Koppexuusn 003wl na
H3menenusn 003wl 60 8pems N
6 coomeemcmeuu ¢ o cedyrouuil UK mepanuu
kpumepusamu no NCIC* (% om nauanvnoll 0030b1)
Crenens 1 [Ipogosmkath B TOM kK€ J103€ [IpogomKkath B TOM kK€ J103€
Crenenp 2
1-oe nosiBneHue [IpepBatb JIeUEHUe ity 100%
2-0€ MOSIBJICHUE HCUC3HOBCHUS CHMIITOMOB HIH 75%
3-e mosIBIIEHUE YMEHbIICHUS TSKECTHU 50%
TOKCUYHOCTH JI0 ctenienu (-1
4-0¢ MOSIBJICHHE [TpekpaTuTh JICUCHUE MOJHOCTHIO He mpumennmo
Crenenb 3
1-oe nosiBieHUE IIpepBats Je4eHue 10 75%
2-0€ TIOSIBJICHUE HMCUYE3HOBCHUS CHMITOMOB WU 50%
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YMEHbIICHHs I q%;egjﬁi] OBATERBROCTE 0006]
TOKCUYHOCTH JI0 ctenenu 0-1
3-e nosiBJiIcHUE IIpekpaTuTh Je4eHUE MOTHOCTHIO He npumennmo
Creniens 4
1-oe nmosiBneHue [Ipexpatuth JieueHUE MOJHOCTHIO 50%

HJIHn, €CIn neqamnﬁ Bpad CYUTACT,
qTO B HHTEpECCAx nanuecHTa
MpoaoIKaTh Tepamnuro,
BO300HOBUTH IOCIIE UCUYCIHOBCHHUS
CHMIITOMOB 501051 YMCHBIICHUA
TAKECTU TOKCUYHOCTH JO CTCIICHH
0-1

2-0€ MOosIBJIEHUE [Ipekpatuts edyeHune noJHocTe0 | He mpuMenumo

*B COOTBETCTBMM ¢ OOUIMMH KPHTEPUSAMH TOKCUYHOCTH ['PYNIbI MO TIPOBENEHHIO KIMHMYECKUX HCCIIEIOBaHMIt
Hammonanenoro uncturyta paka Kananer (NCIC CTG, Bepcus 1) umu oOumMu TepMUHOIOT HYECKUMH KPUTEPUIMHU
HEe)KeJaTeNbHbIX siBJIeHUH [IporpaMmel 10 OLIEHKE NPOTUBOOIYX0JIEBOM Tepanuu HalnoHanbHOT0 OHKOJIOTMYECKOT O
uactutyra CIHIA (CTCAE, Bepcus 3). KpuTepuu TOKCHYHOCTH JIQJIOHHO-TIOAOMIBEHHOT'O CHHIpOMa U
TUNEepOUINPYOHHEMUH 1TOJpOOHO OMKCaHbI B pazzene 4.4.

[Ipn pa3BUTUU TNPU3HAKOB TOKCHMYHOCTH 4-OW CTEMEHU JeYeHHE CJeAyeT MPEeKpaTUTh WU
BpPEMEHHO MPepBaTh A0 KyNMUPOBAHUS WM YMEHBIIICHUS CUMIITOMOB 0 1 -0 CTeeHH, MOcie 4ero
[IpUMEHEHHE IMpernapara MOXHO BO300HOBUTH B J103€, cocTapisitomeil 50% oT HavalnbHOM.
[TanueHT OOJKEH HEMEIIEHHO COOOIIMTh Bpauyy O Pa3BUBIIMXCS Y HEro HeXeJaTeNlbHBIX
spreHusx. Creqyer HEMEMIEeHHO MPEeKpaTUTh IMPUEM KanenuTaOuHa TpH BO3HUKHOBEHUHU
TOKCUYHOCTH TSDKEJIOW WU CpeIHEeN CTeneHH TshKeCTH. Eciu u3-3a TOKCHUeCKHX SBIEHUHN OBLIO
MPOIYIIEHO HECKOJBKO MPUEMOB MpernapaTa, TO 3TH J03bl He BOCTIOTHSIIOTCA.
I'emamonocuueckas moKcuuHOCMb

He cnenyer nmpuMeHsTh KanenuTaOWH y MAIIMEHTOB C UCXOJHBIM YPOBHEM HEUTPOPHIOB MEHEE
1,5 x 10%/1 u/unm ucxoausIM ypoBHEM TpoMOOIUTOB MeHee 100 x 10%/m.

Crnenyer npepBaTh Tepanuio KanenuTabuHOM, €CIIU B X0/I€ BHEIJIAHOBON OLIEHKH J1aO0paTOPHBIX
nokasaTtesieit KonuuecTBo Heiitpoduaos meree 1,0 x 10%/11, a KoIHYECTBO TPOMOOIIUTOB MEHEE 75
x 10%/n (reMaTonOrMYEeCcKast TOKCUMHOCTD 3-€i WU 4-0M CTETIEHH).

Obwue pexomenoayuu npu KOMOUHUPOBAHHOU mepanuu

B ciiyyae BO3HUKHOBEHUS SBIIEHUN TOKCUYHOCTH MPH MPOBEAECHUN KOMOMHUPOBAHHOW Teparuu
CIelyeT MPHUIIEPKUBATHCS PEKOMEHIANNUN 1O KOPPEKIUHU J03bl KamenuTtaduHa, YKa3aHHBIX B
tabnuie 3, U COOTBETCTBYIOIIMX PEKOMEHIANMI B HMHCTPYKIUSAX IO TNPUMEHEHUIO APYTHX
IpenapaToB.

B Hauane nukia Tepanuu, eciiv 0KUJaeTCsl OTCPOYKa ¢ MPUEMOM KarenuTabnHa Uild Apyroro ( -
uX) mpemnapara (-oB), ClIeyeT OTJIOKHTh IMPUEM BCEX MPEMmapaToB JO TeX IMOp, MOKa HEe OyIyT

JOCTUTHYTBI YCJIOBUS JIA BO300HOBIIEHUSA TCpalin BCEMHU IpCrapaTaMu.
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Eciu Bo Bpems npoBeneHus LUKIAa KOMOUH OBaHHo'-lglngA% &Eﬂgﬁ%#&ggﬂ{gﬁﬁ' 110

MHEHHIO Bpaua, HE CBS3aHBl C NMPUMEHEHUEM KamlenuTaOMHa, TO TEePanui0 KanernuTaOuHOM
clenyeT MpOJOJIKHUTh, a 03y JpPYroro mpemapaTa KOPPEKTUPOBaTh B COOTBETCTBUU C
pEeKOMEHAANMAMY UHCTPYKIIMU IO €0 TPUMEHEHUIO.

Ecmu npyroit (-ue) mpemapat (-bI) IPUXOIUTCS OTMEHUTH, JICUCHHE KaNeIUTaOMHOM MOXKHO
MPOIOKHUTh MPU YIOBJIECTBOPECHUH TPEOOBAHUSM 10 BO30OHOBIICHUIO TEPANUH KANEIIUTA0UHOM.
JlaHHbIE pEKOMEHJAllMd TPUMEHUMBI B OTHOILIEHHWU BCEX IMOKAa3aHMM M BCEX OCOOBIX TpymHm
MalMeHTOB.

Oco0nle I'PYHIIbI HAIIMCHTOB

Ilayuenmul noscunoco eospacma

[Ipu MoHOTEpanuu KaneuuTadMHOM HET HEOOXOIUMOCTH B KOPPEKIUHU 103bl. OTHAKO TSDKEIbIE
HeXeJslaTelbHble SBIEHUS 3-e u 4-0if cTeneHH, CBA3aHHBIE C IPOBOAMMOMN Tepanuei,
pa3BHUBAIOTCS Y manueHToB cTapiie 80 neT yaiie, 4yeM y 6ojiee MOJIOIbIX.

[Ipn wucnonp3oBaHMU KamenuTabMHa B KOMOMHAIMM C JPYTHMMH TPOTUBOOIMYXOJEBBIMU
npernapaTamMu y TMOKHWIIBIX MAIllUEHTOB (B Bo3pacTe > 65 JIeT) HexKeNnaTenbHbIe peakuu 3 -eil u 4-
Ol CTENEHU TSHKECTH, a TAKXKE HEXKeaTelIbHbIe PEaKIuu, NOTpeOOBaBIIME OTMEHBI TEpaIruH,
OTMEUAJIUCh Yallle, 4yeM y 0osiee MOJI0AbIX. PEKOMeH1yeTcs TIAaTeIbHbIII MOHUTOPUHT COCTOSTHUS
MalMeHTOB MOXKUWIOTO BO3pacTa.

[Ipyn nedyeHnn B KOMOWHAIIMHM C JIONETAKCEIOM Yy MAalMEHTOB B Bo3pacte 60 JeT u crapiie
OTMEYAETCS YBEJIMYCHUE YaCTOThl HEKEJIATEIIbHBIX ABJICHUN 3-€il U 4-01 CTENEHU U CEPbE3HBIX
HEeXXEeJaTeIbHBIX SBJICHUM, CBSI3aHHBIX ¢ Tepanueil. s nanuenToB B Bo3pacte 60 set u crapie,
KOTOpBIC MOJIYYalOT KOMOWHAIMIO KalelnuTaOWHa C JIOIETAKCEIOM, PEKOMEHIYETCS] CHU3HTH
HavaJIbHyI0 03y Kaneunurabuna g0 75% (950 mr/m? 2 pasa B cyTku). B ciyuae orcyTcTBHs
NPOSBJIEHUH TOKCUYHOCTH 1032 MOKET OBbITh yBeanueHa 10 1250 mr/m? 2 pasa B cyTku. Pacuer
110361 TIpUBeIeH B Tabmure 1.

[Ipu neuyeHnn B KOMOMHAUM C MPUHOTEKAHOM Yy TAIMEHTOB B BO3pacte 65 JEeT W cTapiie
PEKOMEHIYETCS CHU3MTh HAuyalbHYI0 103y Kaneuurtabuna no 800 mr/m2 2 pasa B CyTKH.
THayuenmsi ¢ Hapywenuem hyHKYuU novex

Kanenutabun mpoTHBONIOKA3aH MalMEHTaM C TSHKEJIOW MOYEYHON HEJIOCTATOYHOCTHIO (KIHMPEHC
kpeatuHuHa (KK) aiwke 30 mi/mMun). Puck Bo3HukHOBeHUs 3 U 4 cTeneHr NoO0YHbIX peakuuil y
MAIMEeHTOB ¢ HapymeHusMu GyHKIKK Touek cpeaneii crenenu Tshkectd (KK 30-50 mn/mun) B
Hayaje JICYEHUsI YBEJIUYMBAETCS MO CPABHEHUIO C OCTAJIbHBIMU MAllUEHTAMHU. Y MAalMEHTOB C
HapylIeHHSIMU (QYHKIIMM TIOYEK CpEeJHEeH CTeNmeHW THKECTH B HaJale JICYCHHs] TOYeK
pEKOMEHyeTC CHUXEHHE J03bl 10 75 % oT HayanbHOU A03b1 1250 Mr/m2. Y MaiueHToB ¢

HapymeHUSAMH (DyHKIIMH MOYEK CpeJHEH CTETEHH TSHKECTH CHIKEHHE T03bI He TpeOyeTcs mpu
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HayaapHOM 103¢ 1000 Mr/m2. [TarmenTaM ¢ JIerkoi d)ODMH&I%GM%EEQE;H;;];OE%ﬁP&gﬁ]5 1—

80 My1/MUH B Hayase JeYEHHs) KOPPEKIUs Ha4aJIbHOU 03Bl HE TpeOyeTcsl.
TaTenbHbI KOHTPOJIb U HE3aMEJIUTEIHHOE MPEPhIBAHNE Kypca JICYSHHUS] peKOMEHyeTCs MpU
BO3HUKHOBEHUH CHUMITOMOB TOKCHUYHOCTH 2-U, 3-i1 miu 4-i1 CTENEeHW BO BpEeMs JICUEHUS C
MOCJEeAYIOmed KOPPEeKIMend 103bl, KaKk ykazaHo B Tabnuie 3 Bwime. Ecnu paccuntannbeiii KK
CHWIKAETCS B MPOIIecce JICUEHUs 10 3HaueHus Hibke 30 MJI/MUH, TO TPUEM KalenuTadruHa CIeayeT
MpeKpaTuTh. PeKOMEH1alinK 0 KOPPEKIIUHU JO3bI MPU MOYEYHONU HETOCTATOUHOCTH OTHOCATCS KaK
K MOHOTEpAIHH KaeuTaduHOM, TaK 1 KOMOMHHPOBAaHHOMY JICUEHUIO. PacyeT 1036l IpHUBE/ICH B
tabmmmax 1 u 2.
THayuenmsi ¢ Hapywenuem hyHKyuu neyeHu
He tpeOyeTcs u3meHneHust Ha4aabHOM 10361 y MALIMEHTOB C METaCTa3aMU B II€UYE€Hb U HAPYUICHUEM
(yHKIMH TIE€YEeHH JIETKON mwin cpeaHeil creneHn. OHAKO 3THX MalMEHTOB CIEAyeT THIAaTeIbHO
Habmonate. [IpuMeHeHne npemnapaTta y MallMeHTOB C TSHKEJION MEUYEHOYHOW HEAOCTATOYHOCTHIO
He u3ydanoch. KamenutaOuH He clieqyeT Ha3HauaTh HAlMEHTaM C TSDKENOM Ie4YeHOYHOM
HEJI0CTaTOYHOCTHIO.

eTu
bezomacHoCTh 1 3QPEeKTUBHOCTD Mpenapara y AeTei <18 JeT He yCTaHOBIEHBI.

Cnoco0 nnpuMeHeHus

Mepuvl  npedocmopodxcHocmu, npuHumMaemvle neped NpUMeHeHueMm npenapama Ui npu
obpawenuu ¢ HuUMm

WNudopmanus no pabote ¢ MUTOTOKCUIECKUMH TperapaTaMy MpecTaBieHa B pasnene 6.6.
BuyTpp nenukom, 3anuBasi BoAOW, He mo3aHee yeMm depe3 30 muH nocne eapl. TabneTku He
cienyeT IpoOUTh WU pa3iaMbIBaTh.

4.3. [IpoTruBonoka3anus

e [unepuyyBCTBUTEIHHOCTD K KalleLUTAOMHY WJIH K TIF0OOMY U3 BCIIOMOTATeNIbHBIX BEILIECTB,
IIEpEYUCIICHHBIX B paszaeie 6.1.

e [unepuyyBCTBUTENBHOCTh K (pTOpypammiy HIW TpHU 3apErHCTPUPOBAHHBIX CIydasx
Pa3BUTHS HEOKUJAHHBIX WM TSKEJIBIX TOOOYHBIX peakluil Ha J€YEHUE MPOU3BOIHBIMU
bTOpnUpUMHINHA B aHAMHE3E.

e VYCTaHOBJIEHHBIN MTOJIHBIN nedunut aKTUBHOCTH JIT
(AMruIpONMMPUMHIUHACTUAPOTEHA3HI ).

e OpnHOBpEeMEHHBIH IPUEM COPUBYIMHA UJIH €TI0 CTPYKTYPHBIX aHAJIOI'OB TUIIA OpUBYIMHA.

e Tspkenas me4eHOYHas HETO0CTaTOYHOCTh, JIEUKOTIEHHUS.

e Tspkenas moyedHas HEIOCTATOYHOCTD (KIMPEHC KpeaTuHuHA Huxke 30 MII/MUH).
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e [Ipu HaIMYUU TPOTHUBOIIOKA3aHUI K OJTHOMY M3 IIpernapaTroB KOMOMHUPOBAHHOM Tepanuu
€ro He clieyeT UCI0Ib30BaTh.
e bepeMEHHOCTh M TNEPHOJ T'PYJHOr0 BCcKapMmimBaHuUs (Oosiee moapoOHas wHbOpMaIus
coepkutcs B pasnene 4.6.).
e Jlerckuii Bo3pact 10 18 net (3¢heKTUBHOCTh U 0€30MaCHOCTh MPUMEHEHHUSI Ha JTaHHBIN
MOMEHT HE YCTaHOBIJICHBI).
4.4. OcobOble yka3aHUA U Mepbl MPEJ0CTOPOKHOCTH NPU NPUMEHEHUH

C OCTOPOXKHOCTBIO

e [lpu umemnueckoit Oonesnu cepana (MBC), moueyHoil HEOOCTATOYHOCTU CpEeIHEH
CTENEHM TSHKECTU WIM IEYEHOYHOW HEeJJ0CTaTOYHOCTH, Bo3pacte crapiue 60 Jjier.
e [Ipu apuT™Muu U CTEHOKAapAUU B aHAMHE3E.
e [Ipu runo- unu runepKkaaIbUUEMUH.
o [lIpu 3a00neBaHUSAX LIEHTPAIBHON U IepU(EepUIECKOil HEPBHON CHCTEMBI.
e [lIpu caxapHom auabere v HapYIICHUSIX BOAHO-IJIEKTPOJIMTHOTO OaaHca.
e [Ipu 0lHOBPEMEHHOM MIPUMEHEHUH C NEPOPAIILHBIMU aHTUKOATrYJISHTAMH KyMapUHOBOTO
pana.
e [lpu HacneACTBEHHOM Je(UIUTE JIaKTa3bl, HEMEPEHOCHUMOCTH JIAKTO3bl, IJIFOKO30-
rajJlakTo3HOH ManbabcopOouuu.
e VYV narnueHToB ¢ yacTudHbIM aedunurom AIT/1.
e Jlpu OIHOBpPEMEHHOM INPUMEHEHHUHU IIPEnapaToB, META0OJU3ZHUPYIOIUXCS IUTOXPOMOM
P4502C9 (dbenuroun).
IIpumenenue npenapama y nayueHmoes nodCUI020 U Cmapiecko2o 603pacma
YacTtoTa TOKCHMYECKHMX SIBJICHHI CO CTOPOHBI XKEIYJOYHO-KHUIIEYHOI'O0 TpaKTa y IAalMEHTOB C
KOJIOPEKTAIbHBIM pAaKoM B Bo3pacte 60—79 neT, moay4aBIIMX MOHOTEPAIHIO KaneluTaduHOM, HE
OTIMYaNach OT TAaKOBOW B OOIIel MOMyJSAIUU MAalMeHTOB. Y mamnueHToB 80 JeT u crapiie
oOpaTUMble HEKEJIaTeJbHbIE SBJIEHUS CO CTOPOHBI XKEJyA0YHO-KUIIEYHOro TpakTa 3-eil u 4-oi
CTENEHU, TaKMe KakK JMapes, TOIIHOTa W pPBOTA, PAa3BUBAIMCh yaule. Y IMAaMEHTOB >65 Jer,
MOJIyYaBIINX KOMOMHUPOBAHHYIO TE€PANUIO KAaNeUTaOUHOM U JPYTUMH MPOTUBOOIMYXOJIEBBIMH
npenapaTamM, OTMEUajaoCh YBEIMUYEHUE YaCTOThl HEKENaTeIbHbIX peakuuil 3-ei u 4-oif cteneHu
TSDKECTH U HEXKEJIATEeNIbHBIX SIBJICHUHM, KOTOpble NPUBOIMIM K MPEKpalleHUI0 Tepanuu Io
CpPaBHEHUIO C MallMEHTaMHU MOJIOKE 65 JeT.
[Tpu ananu3e JaHHBIX 0E30MACHOCTH y ManMeHTOB >60 yeT, MOIy4YaBIIUX KOMOMHUPOBAHHYIO

TCPaIunro KaHCI_II/ITa6I/IHOM U JOLCTAKCCIIOM, OTMCYCHO YBCIMYCHHC YAaCTOTHI CBA3AHHBIX C
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SIBJICHUN U paHHEW OTMEHBI TEPANMU U3-3a HEXKEIaTeIbHBIX SIBJICHU 110 CPABHEHUIO C TAKOBBIMU
y TalKEeHTOB MoJjioxke 60 Jer.

Iloueunas neoocmamounocmeo

Crnenyer coOitofaTh OCTOPOXKHOCTh IPHM HAa3HAUYEHUU KameluTaOuHA MaleHTaM C MOYeYHOMN
HEJIOCTATOYHOCTBIO cpefHed crteneHu TshkecTH. Kak m mpu jedenun ¢ropypaumwiom (DY),
4acTOTa Pa3BUTHS CBS3aHHBIX C IIPOBOJMMON Tepamueil HeXKenaTelbHBIX sBICHUHN 3-eil u 4-0i
CTETIEHHU TSHKECTH ObUIA BBINIEC Y MAIlMEHTOB C MOYEYHOM HEJTOCTATOYHOCTHIO CPEAHEH CTENeHH
sokectu (KK 30-50 mi/mun).

Ileyenounas HedocmamoyHocms

[TanmeHTsl ¢ NMEYEHOYHOW HEJOCTaTOUYHOCTHIO BO BPEMsI TE€paluU KalelUTaOMHOM JOJKHBI
HaXOJUThCS MOJ TIIATEIbHBIM MEAMLMHCKUM HaOmroneHueMm. BiusHue HapyuieHust §yHKUUN
NEYEeHH, HE O0YCIIOBICHHON METacTaTHUECKUM MOpaXECHHEM MEUYSHU WU THKEION MeYeHOYHOM
HEJ0CTaTOYHOCTHIO, Ha paclpe/esieHne KanenuTaduHa Hen3BECTHO.

Heo06xo0a1Mo npoBOAUTE TIIATENbHBIA METUIIMHCKUN KOHTPOJIb 32 IPOSBIECHUSIMU TOKCUYHOCTH
y MalMeHTOB, MOJIy4yalouux Tepanuto npenapatom Kaneuuradbus.

BonbIIMHCTBO HEXKENMaTeIbHBIX SBJICHHUI 0OpaTHMBI U HE TPEOYIOT MOJHOM OTMEHBI Mpemnapara,
XOTSI MOXKET BO3HUKHYTh HEOOXOAMMOCTb B KOPPEKIIMHU J103bI MJIM BPEMEHHON OTMEHE Ipernapara.
[ToGo4yHBIMU peakIMsSIMHU, OFPAHUYUBAIOIIMMU 103y KanenuTaOuHa, SBIAIOTCA Auapes, 00Jib B
XKHUBOTE, TOIIHOTA, CTOMATUT U JIaJOHHO-TTOJAOIIBEHHBIA CUHAPOM.

Huapes: nedenue npenapatom KanenuTaOMH MOXKET BBI3BATh JUAPE0, MHOTAA TKEIYIO.
[TanimeHTOB ¢ TSKENIOM quapeeil ciaeayeT TIAaTeabHO Ha0IoAaTh, a IPU pa3BUTHH JIeTHApaTalluu
HEO0OXOIMMO MPOBOAUTh PETUAPATALMIO U BO3MEUICHHE MOTEpPU DIEKTPOIUTOB. CTaHAapTHBIE
IPOTUBOAMAPEIHBIE TpenapaThl (HalpuMep, JIONepamMu 1) caeayeT Ha3HauaTh Kak MOXKHO paHblIe
0 MEIUIMHCKUM Tnoka3zaHusaM. CoryiacHo KputepusiM HalnoHaJIbHOTO OHKOJIOTMYECKOTO
nnctutyTa Kananet (NCIC CTG, Bepcust 2) quapesi 2 CTEIIEHH ONPEEsSeTCs KaK yJalleHue cTyia
10 4—6 pa3 B CyTKU WJIM CTYJ B HOUHOE BpeMms; Auapes 3 CTeNeHH — KaK yJalleHHue cTyja 10 7—9
pa3 B CyTKM WJIM HeJepKaHHe U CUHAPOM MaiababcopOruu; nuapest 4 CTENEHU KaK ydalleHue
ctyna 10 10 u Gosiee pa3 B CYTKH, MOSBICHHE BHAMMOW KPOBU B CTyJ€ WJIM HEOOXOIMMOCTD
napeHTepaibHON nojajepxkuBatouieil repanuu. [Ipu HeoOX0IUMOCTH ClIEIyeT YMEHBIIUTh J03Y
npenapata KanernuraOus.

Lecuopamayus: neruapaTalvio ciaeayeT NpeAaylnpexJaTb WM YCTPaHITh B CaMOM Hadale
BO3HMKHOBEHHUS. /lerunparanus MOxeT ObICTPO Pa3BUTHCS y NMALIMEHTOB C AHOPEKCHUEH, acTeHHEH,

TOLIHOTOW, PBOTOM UJIN JUapEEH.
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OTIIETIbHBIX CIIy4asiX C JETAJbHBIM HMCXOJ0M, OCOOCHHO y MAIMEHTOB C HApyIICHHEM (yHKIIHH
MOYEeK HAa MOMEHT Hayala Tepalmud WM B Cllydae, €clid MAlHeHT MPUHUMAeT KanenuTabuH
OJIHOBPEMEHHO C MpenaparamMu, 00J1aJaonMi HepPOTOKCUIECKUM ICHCTBUEM.

[Ipu pa3BuTuM neruapatanuu 2 CTETIICHU WK BBINIE JeUeHue npenapatom Kanenurabun ciemyer
HEMEIJICHHO TpepBaTh W TMPOBECTH perunpatanuio. JledeHne HeNIb3sT BO30OHOBISTH [0
3aBepIICHUS pPErupaTallid U YCTPAHCHHsI WM KOPPEKIMU BhI3BaBIIMX ee¢ (akTopoB. [lo3y
rnpenapara CieayeT KOPPEKTHPOBaTh B COOTBETCTBUM C PEKOMEHIALMAMHU JJIs1 HEKENATEIbHBIX
SBJICHUM, MPUBEAIINX K ACTHAPATAIIUH.

Heguyum JIT/]: B peAKUX CIydasx HEOXKUIAHHO TKENbIE SBJIEHUS TOKCUYHOCTH (Hampumep,
CTOMATHUT, JHUapes, BOCIAJICHHUE CIM3UCTBIX 00O0JOYEK, HEHUTPOIEHUS M HEHPOTOKCHYHOCTH),
accouuupoBaHHble ¢ @Y, oOycinoBieHbl HenoctarouHod aktuBHOcThiO JIIJ, depmenra,
yuyacTBytomero B pacuerienun DY, MakcumanbHbIi  pUCK  pa3BUTUS  TSKEJBIX,
KHU3HEYTPOKAIOLINX UITU (haTabHBIX ABIEHUN TOKCUYHOCTH, 00YCIOBICHHBIX IPUMEHEHHEM DV,
OTMEUYAETCS y TMAalHMEHTOB C OMNPEIEICHHBIMH TOMO3UTOTAMH WM OIpPEACIICHHBIM HabOpoM
FeTePO3UTrOTHBIX MyTaluid B JoKyce reHa DPYD, BBI3bIBAIOIIMX MOJHBIA HJIM YaCTUYHBII
nedunut JAITJI. Takum manueHTam He caeayeT Ha3HauaTh TEparnuio npenaparom. s marueHToB
¢ noyHbIM aedurutom JIIJ[ oTCYyTCTBYIOT 1n03bI, OTBEUaroliyue MpopuiIo 0e30MacHOCTH. Y
MAIMEHTOB C OMNPEACICHHBIMU TE€TEPO3UTOTHBIMU BapuaiusMu reHa DPYD, BbI3bIBarommmu
yactuuHblid euuut AI1/1 (Hanpumep, Bapuanus DPYD*2a), HoBbIIIeH pUCK pa3BUTHUS TAKEIbIX
SIBIICHUY TOKCHYHOCTHU TP IPUMEHEHUH KanenuTaduHa. Y MalueHTOB ¢ YaCTUIHBIM J1e(pUIInTOM
AILJL, B cioydae ecnau 1oJib3a Tepalmuu NpenapaToM (C y4YEeTOM BO3MOXHOCTHU HPUMEHEHHS
albTePHATHUBHBIX HEPTOPIMUPUMUINHOBBIX XUMUOTEPATIEBTUUECKIX CXEM JICUCHHsI) IPEBBIIIAET
NOTEHUUATbHBIA PHUCK, cleAyeT coOIgaTh 0COOYI0 OCTOPOKHOCTh. Y TaKUX THalleHTOB
W3HAYAJIbHO  HEOOXOJMMO  CYIIECTBEHHO  CHHU3UTh  J03y  I[pernapara, MpOU3BOIUTH
MOCJIEI0BATEIIbHBIII MOHUTOPUHT U KOPPEKLIUIO JO3bI C YUYETOM MPOSABIEHUNA TOKCUYHOCTU. TecT
Ha omnpenenenue nepunura JAIIJ] HeoOXoAMMO NHPOBOAUTH B COOTBETCTBHHM C TEKYIIUMU
PEKOMEHAALMSIMH U IPUHUMAsI BO BHUMAHHUE JIOKAJIbHYIO I0CTYTHOCTb.

VY nanueHtoB ¢ HeBbIABICHHBIM nedumutom JI1J[, momydaromux Tepanuio KamnemuTabuHOM, a
TaK)K€ Y AIMEHTOB C HETaTUBHBIM PE3yJIbTATOM TecTa Ha crienudeckue Bapuanuu reia DPYD
MOTYT BO3HHMKHYTbH >KU3HEYTPOXKAIOIINE SBJIECHUS TOKCUYHOCTH, IPOSBISIOMIMECS CUMIITOMAMU
OCTpO# mepeao3upoBKH. B ciiyyae BOZHUKHOBEHUS SIBIEHUM OCTPOW TOKCUYHOCTH 2-4 CTENEeHH
HEOOXO0MMO HEMEJICHHO MPEKPaTHTh Tepanuio. PemeHne o MOJHOM MpeKpalieHuu Teparnuu

JOJIDKHO OBITH OCHOBAHO Ha KIIMHUYECKOU OLOCHKEC Ha6J'IIO)IaCMI)IX SIBJICHUM TOKCUYHOCTH.
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Crextp KapAMOTOKCHUYHOCTH TIPU JICUCHUU Kaneun%ﬁoﬁ%%&‘:w@&ﬁqg&%%gﬁ:'an/I

MPUMEHEHUH JPYruX (QTOPIMUPUMUIMHOB M BKIIOYAET HMH(APKT MHUOKapAa, CTECHOKAPIMIO,
apUTMHHU, OCTaHOBKY CEp/lla, CEpACUYHYI0 HEJOCTaTOYHOCTh M u3MeHeHuss Ha OKI. Otu
HeXeJlaTeIbHbIe SIBICHUS 00Jiee XapaKTepHBbI Ui manueHToB, cTpagaronmx MBC B aHamHese.
Heob6xoanmo co6i1t01aTh OCTOPOKHOCTD y MAIIMEHTOB C apUTMHEN U CTEHOKapAuel B aHaMHe3e€.
B xoxe Tepanuu kanmenuTaOMHOM OTMEUAIOCh pa3BUTUE THUIO- WM THIEPKAIbLIUEMUH.
Heobxonnmo co6it01aTh OCTOPOKHOCTD y MALIMEHTOB C paHEe AMarHOCTUPOBAHHOM TMIO- WU
TUIIEPKATBLIUEMHECH.

Heobxonumo coOmogaTh OCTOPOXKHOCTh y MAIMEHTOB C 3a00JeBaHUSIMHU IICHTPAIbHOU H
nepudepruyeckoil HEpBHOI CUCTEMBI (HalpuMep, MPU HAIMYUU METACTa30B B TOJIOBHOM MO3T€ H
HeWponaThH), a TakKkKe Yy IMalMeHTOB C caxapHbIM AHabeTOM M HapYHICHUSMU BOJIHO -
ANIEKTPOJIUTHOTO OallaHca, TaK KaK B XOJIe JICUCHHs KaleUuTaOMHOM BO3MOXKHO OOOCTpEHHE
JTaHHBIX 3200JI€BaHHIA.

Cnenyer wHabmonaTh TAlMeHTOB Ha MPEAMET BO3HUKHOBEHHS O(TaIbMOJIOTHYECKUX
OCJIO)KHEHUH, TaKUX KaK KEpaTUT WJIM MaTOJIOTHMsl POrOBHUIbI, OCOOCHHO B Cilydyae HaJu4us
HapyIlIeHH CO CTOPOHBI OpPTraHa 3peHus B aHaMHe3e. B ciryuae pa3BUTHSA OCIIOKHEHNUN CO CTOPOHBI
oprasHa 3peHus He0OOX0IUMO Ha3HAYUTh COOTBETCTBYIOIIIEE JICUCHHUE.

[Mpenapar KanenuTaOuH MOXKET BBI3BATh PAa3BUTHE TAKHX CEPHE3HBIX KOXKHBIX PEAKIUN Kak
cunapom CruBeHca-/[)KOHCOHAa M TOKCHMYECKOrO 3IMHJEpMalbHOr0 Hekposmsa. [Ipm passutum
TSDKENIBIX KOXHBIX peakiuil Ha (oHe MPUMEHEHHUs KaleuuTabuHa MpUeM Iperapara cieayeT
MPEKPATUTH U HE BO30OHOBIISATD.

[IposiBieHneM KOXKHOM TOKCHMYHOCTU npemnapara KameuuraOuH siBiseTcss pa3BUTHE JIAJOHHO-
MOJIOIIBEHHOTO CHHApPOMa (CHHOHHUMBI — JIaJIOHHO-TIOJOIIBEHHAs] SPUTPOJIU3ECTE3Us WIH
aKpayibHasi 3pUTeMa, BbI3BaHHasg xumuotepanueil). [lepcuctupyrommii Uau TSKENbIH JaJ0HHO -
MOJOIIBEHHBIA CHHAPOM (CTEMEeHb 2 ¥ BBIINIE) BIOCIEIACTBUU MOXET NPHUBECTH K yTpaTe
OTIIEYATKOB IAJBIIEB, YTO MOJKET IOBJIMATH HA MPOLECC YCTAaHOBIEHMS JIMYHOCTH. MennaHa
BPEMEHU JI0 Pa3BUTHUS MPOSBICHUN TOKCUYHOCTH y MALMEHTOB, MOJyYarOUIMX MOHOTEPAaIuIo
KarenuTabuHoM, cocTaBiseT 79 nHed (B muamazone ot 11 mo 360 mHeit), a cTeNneHb TSHKECTH
BapbUpYyeT OT 1-0i cTtenenu 1o 3-ei creneHu. JlagoHHO-ITOJOMBEHHBIA CUHAPOM 1-0l cTeneHn
HE HapyllaeT T[OBCEJHEBHOM AaKTUBHOCTM TAMEHTa M  NPOSBIKIETCS  OHEMEHMEM,
JN3ECTe3UIMU/TIAaPECTe3UIMH, TOKAIBIBAHUEM WJIH TMOKPAaCHEHHEM JaJIOHEH W/WIIM TOJIOIIB,
nuckoMpoptoM.  JIaOHHO-TIOONMIBEHHBI  CHHAPOM  2-0H  CTENEHH  XapaKTepu3yeTcs
0OJIE3HEHHBIM TMOKPACHEHHEM M OTEKaMHM KHCTEH W/WJIM CTOI, MPHUYEM BBI3BIBAEMBIA ITHMHU
CUMITOMaMU JAUCKOM(OPT HapyllaeT MOBCEAHEBHYIO aKTUBHOCTh ManueHTta. JlagoHHo-

HOI[OH.IBGHHLIﬁ CUHAPOM 3-eil cTenenu OMpCALIACTCA KaK BJIaXKHAsA JCCKBaMallvs, U3bA3BJICHUC,
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JIeJIaloIIuil HEBO3MOKHBIMU JUIsl MAl[MEHTa JII0Oble BMJIbI MOBCEIHEBHOH aesrenbHocTH. [Ipu
BO3HUKHOBEHHMH JIQJOHHO-NIOJOUIBEHHOTO CHHIpPOMa 2-0M WM 3-€il CTEeNEeHH INpPUMEHEHHE
KarenuTabnHa clieayeT pepBaTh 10 UCUE3HOBEHUSI CUMIITOMOB WM UX YMEHbIIEHHS 10 1-0if
CTENEeHM; MPU BO3HUKHOBEHMM CHUHJIpOMa 3-eil cTemeHu MOcieayroye A03bl KaleuuTtabuHa
JIOJIKHBI OBITh YMEHbBIIICHBI.

Butamun B6 (muMpHIOKCHH) HE PEKOMEHAYETCS NMPUMEHATh UIsl CUMITOMAaTHUYECKOIO WM
BTOPUYHOTO MPO(UIAKTHUECKOTO JIEYEHHUSI JIaJOHHO-I10A0IIBEHHOIO CUHIpOMa ITPU IPUMEHEHUH
KarnenuutabrHa B KOMOMHAIIMY C UCIUIATHHOM, TTOCKOJIBKY OH MOXET CHIKaTh 3 PEeKTHBHOCTD
nucmaTuHa. Vimerorest ganHbple 00 3(h(EeKTUBHOCTH JEKCIAHTEHOJa B MPO(UIAKTUKE Pa3BUTUA
JIAJJIOHHO-TIOOIIBEHHOIO CUHAPOMA IIPH T€panuy KaleuuTabuHOM.

[Ipenapar Kaneuntabun MoxeT BbI3BaTh runepOminpyOuHemuto. Ecin B cBsi3u ¢ jedeHUEM
KaneruTabMHOM OTMEYaeTCsl THIepOMInpyOUHEMHUSI, TPEBBIIIAONIAS BEPXHIOIO I'PAHUILY HOPMBI
Oonee yeM B 3 pasa, WIM NOBBIIIEHHE AKTUBHOCTH «IIEUYEHOYHBIX» amMuHOTpaHchepas (AJIT,
ACT), npeBblnarollee BEPXHIOI TpaHUIly HOPMBI Oojiee yeM B 2,5 pa3a, HpPUMEHEHHE
KarneuutabuHa cieayer npepBaTh. Ero MoXKHO BO300HOBUTH NpPU CHMXKEHHHM KOHLEHTpaLUu
OunMpyOuHa U aKTUBHOCTH II€YCHOYHBIX» TPAHCAMUHA3 HMXKE YKa3aHHBIX MIPEJIENIOB.

VY manueHToB, OJHOBPEMEHHO MPUHUMAOIINX KaleIUTa0UH U NepOpaTbHbIC aHTUKOATYJISHTHI —
MPOU3BOJHBIE  KyMapHWHa, CJIeAyeT KOHTPOJIMpPOBaTh  IOKAa3aTeJIM  CBEPTHIBAEMOCTHU
(mpotpombunoBoe Bpems it MHO) 1 B COOTBETCTBHHM C 3TUM MOA0MPATh 103y AaHTUKOATYJISHTA.

CDCDTI/IJILHOCTB, 6CDGMGHHOCTB 1 KOHTpAaUCIIINA

Ha ocHoBaHuM AaHHBIX UCCIIEIOBaHUM y UBOTHBIX MpENapaT MOXET OKa3bIBaTh BIUSHUE Ha
(GepTUIBHOCT Y MYXYHMH M JKCHIIUH PENpOAYKTUBHOTO IMOTeHIMama. JKeHIIMHAM BO BpeMs
TEpanuu MpernapaToM U B TeUEHHE O-TU MECALEB NOCJE €€ OKOHYaHUS CIEIyeT MCIO0JIb30BaTh
HaJIe)KHbIE METOAbl KOHTpauenuuu. Ecin GepeMeHHOCTh HacTynmuia B HEPHOJ IPOBEICHUS
Tepanuu, MalMeHTKa JIOJDKHA OBITh OCBEIOMIJICHA O MOTEHIHMAIBHOW yrpo3e ans mionaa. Ha
OCHOBaHUU pE3YyJIbTATOB MCCIIEJA0BAHUN T'€HOTOKCUYHOCTH IAILIMEHTaAM MY’KCKOro Iojia U HX
napTHEpIIaM pPEenpoAYKTUBHOIO TOTEHIMana CleAyeT MCIOJIb30BaTh HAJEKHbIE METO/bI
KOHTpALIENIUK BO BpeMs Tepalluy IpernapaToM U B TEUEHHE 3 -X MECSILIEB [10CIIE €€ OKOHYAaHHUS.
4.5. B3aumopelcTBHe ¢ JPYIrHMH JICKAPDCTBEHHBIMHM IpenaparamMM M JApyrue BHABI
B3aHMO/AEHCTBUA

AHTHKOATVIISIHTEL KYMapUHOBOT'O psaa

vy ManuCeHTOB, IPUHUMABIINX KaHeHI/ITa6I/IH OOIHOBPEMCHHO C aHTUKOAryJIssHTaMH KyMapHHOBOTI'O

psna (BapdapuH u GeHIPOKYMOH), COOOIIANOCh O HApYIICHUSX ITOKa3aTeei CBepThIBaHUS U/UITN
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 09.03.2023 N= 4522

KPOBOTEUYEHHUAX YepPe3 HECKOJIbKO THEW WU MCSIEB 0%&3]15‘4%1?&5&5%&%6' ﬁ(')—llx'ri,:'a B

HECKOJIbKUX CITy4asiX - B TEUEHUE OJTHOTO MEeCsIla OCTIe €€ 3aBEpLICHMUS.

B nccnenoBanuy 1eKapcTBEHHOTO B3aUMOJIEHCTBUSA [TOCIIE OJTHOKPATHOTO BBEICHHS Bap(apuHa B
no3e 20 mr xkanenutabun yBennunia AUC S-Bapdapuna Ha 57%, a BETMUUHY MEXKITyHAPOIHOTO
HopManuzoBaHHoro otHomeHuss (MHO) — na 91%. CormnacHo JaHHBIM pe3yJibTaTaM, MOXHO
MIPEANOIIOKUTh B3aUMOJIEHCTBHE AHTUKOATyJISIHTOB KyMapHMHOBOTO psila C IpernapaTtoMm
Kanernurabus 3a cuer noxasnenus nzodpepmenta P4502C9 non BiusHIEM KaneUTaOHHA.

VY nauuMeHToB, OAHOBPEMEHHO NIPUHUMAIOLIMX KalleUUTa0MH U aHTUKOAryJsIHTbl KyMapHuHOBOTO
psna, He0OX0IUMO TIIATENBHO CIEAUTH 3a MOKA3aTeIsIMU CBEPTHIBaHUA (IPOTPOMOMHOBOE BpeMs
win MHO), 103y aHTHKOAryJsiHTa ciielyeT oAOUpPaTh B COOTBETCTBUU C ITUMHU MOKA3ATEISIMH.

CyocTpars! nutoxpoma P4502C9

CrneunanbHbBIX HCCICAOBAHUN JIEKAPCTBEHHOTO B3aMMOJICHCTBUSA KaleuuTaOnMHa C JIPYyTUMH
npenaparamu, Metabonusupyromumucs uzopepmentom 2C9 cucrembl mutoxpoma P450, He
npoBouioch. Crnenyer cobmogaTh OCTOPOKHOCTh MPU Ha3HAYEHWH KamlenuTaOMHa BMECTE C
STUMHU MpernapaTamm.

DEHUTOUH

[Ipu oxHOBpeMEHHOM IpueMe KarnenuTaObuHa W (PEHHTOMHA COOOIIAIOCh 00 YBEIWYECHUH
KOHIIGHTpalluM TocheaHero B Iuiazme. CrnenuanbHBIX HCCIEAOBAHUN MEXKIEKapCTBEHHOTO
B3aMMOJICHCTBUS KanenuTadnHa U (PeHUTOMHA HEe TMTPOBOIUIIOCH, OJTHAKO MPEAIOIaraeTcs, 4rto B
OCHOBE MEXaHM3Ma B3auMOJIeHCTBUS JICKUT NojiaBieHue uzopepmenta P4502C9 nox BiausHIEM
KarmenutaOnmHa (CM. BBIIE «AHTHKOAryJIssHTBI KyMapuHOBOTO psifa»). Y MAalHeHTOB,
MOJIYYalOIIUX ~ OJHOBPEMEHHO (EHUTOMH W  KalelWTaOWH, HEOOXOIUMO  PEryssipHO
KOHTPOJIMPOBATh KOHLEHTPALNIO (PEHUTONHA B IJIa3Me.

AHTanubI

[Ipu onienke hapMaKOKHHETUYECKUX TAPAMETPOB KaneuTaOuHa IpH OJHOBPEMEHHOM IIPHEME C
aHTAIMJAMH, COJICPKAIIMMH ATTFOMUHUS THAPOKCU] M MATHUSI TUPOKCH/I, OTMEUEHO HEOOIbIIOEe
MOBBIIICHUE KOHIICHTPAllUM KarernuTraduHa u ogHoro u3 MerabonutoB (5'-IAPIT) B mmaszme
kpoBu. Ha Tpu ocHOBHBIX MeTaboiuTa kanenutabuna (5'-JOYP, @Y u OBAJI) uccinenyemsie
CpeACTBa BIUSHUS HE OKa3bIBAJIH.

AnonypuHoJ

Cnenyer m30eratb OJHOBPEMEHHOTO IpHEeMa aJUIONypHHOJA M KameluTaOuHa, MOCKOJIbKY
BO3MOXHO CHIDKEHHE YPPEKTHBHOCTH (GTOpYypalnia BCIeACTBUE B3aNMOCHCTBUS (GTOpypaluia
C aJUIOITypUHOJIOM.

WaTtepdepon anbbha
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ot 09.03.2023 N= 4522

MaxkcumanpHO TepeHocuMad J103a KareruradnHa B KOMEIII/H{EH}I%&]@ ﬁﬁl]_e%@g&'ﬁgbl Ql:yﬁlgﬁr-h (3
p

COOTBETCTBYET 2KCNEPTHOMY OTYETY

MEKITyHAPOJHBIX MJIH-€IMHULBI/M? B CyTKH) coctaBuia 2000 Mr/mM> B CyTKM, B TO BPEMS KaK
MaKCHUMaJIbHO IIEPEHOCUMas [103a KarnequrabuHa B KauecTBe MOHOTepanuu coctapuiaa 3000 mr/m?
B CYTKH.

JlyueBas Tepanus

MaxkcuManabHO TMepeHocHMas J03a KamneluTaOuHa B KOMOMHALMK C JIy4eBOW Tepamued Ipu
JICYECHUH MAIMEHTOB C PAKOM TIPSIMON KUIIKK cocTaBuiaa 2000 Mr/m? B CyTku (MIPU HENMPEPHIBHOM
pexXuMe Tepanuy WiK pU peKUMe TEPANNUHU C TIOHEAEIbHUKA N0 MATHULYY U 6-TH JHEBHOM Kypce
Jy4eBO# Teparnu), B TO BpeMsl Kak MaKCUMAaJIbHO NIepeHocHMas J103a KarneuuTtabuHa B Ka4ecTBe
MoHoTepanuu coctasuia 3000 Mr/mM? B CyTKU (MHTEPMUTTUPYIOIIUMA PEXKUM).

Kanbius ¢onunar (JIelikoBopuH)

Kanpuus Qonunar He BiauseT Ha (papMaKOKMHETHMYECKHE CBOMCTBa KanenuTaOWHa M €ro
MeTaboauToB. OHAKO, BO3MOXHO YCHICHHE TOKCHYECKOro sddekra kameuutabuHa 3a cueT
BJIMSIHUA KanbLius GonrHaTa Ha papMaKoJIMHAMUKY KaleluTaOuHa.

COpHUBYIMH U €70 aHAJIOTU

B nuTepartypHBIX HCTOYHHKAX OIMHMCAHO KIMHHYECKH 3HAYUMOE JICKAPCTBEHHOE B3aMMO/ICHCTBHE
copuByanHa U @Y, B OCHOBE KOTOPOTO JISKUT HHTUOUpytonmii a¢dext copuByauna va JAT1/].
VYkazaHHOE B3aUMOJICHICTBHE MOXET NPHUBOAUTH K (aTamTbHOMY YCHUJICHHIO TOKCHYHOCTH
¢dropnupumuuHOB. [loaTOMy He cieayeT Ha3HA4YaTh KalelUTAa0WH OJIHOBPEMEHHO C
COPUBYJMHOM HJIM €r0 CTPYKTYPHBIMHU aHajoramMu tumna OpuByauHa. CiemyeT coOmroaaTh Kak
MUHUMYM YEThIPEXHEICTbHBI UHTEPBAI MEXKIY OKOHYAHHEM TEPAIHH COPUBYAHMHOM WIH €TO0
CTPYKTYpHBIMH aHaloramMu (BKIO4ass OpUBYIMH) W HAYaJIOM JICYCHUS KAICIUTAOMHOM.

OKcaJIuniIaThH

Knunndyeckn 3HauuMOM pasHUIBI B OKCHO3MIMHM  KaleuuTaOMHAa WM  MeTabOJUTOB
oKcanuIuiaThHa (CBOOOJHON TIIATHHBI MM OOLIEH TIJIATUHBI) MPU KOMOMHUPOBAHHOM
MIPUMEHEHUN KanenuTaOruHa U OKCAJUIUIaTHHA, HE3aBUCUMO OT IIPUCYTCTBUS OeBanu3zymabda, He
OTMEYEHO.

bepamuzymab

Knunnyecku 3Haunmoro 3¢ ¢exra Oepannszymada Ha papMaKOKMHETUKY KanenuTaOuHa UK €ro
MeTab0IUTOB HE OTMEYEHO.

4.6. ®epTUIBLHOCTD, 0ePEeMEHHOCTDH M JIAKTAIUSA

bepemeHHOCTh

[IpuMeHeHne NpOTUBONIOKA3aHO.

JlakTamus
[IpumeHeHne npOTUBOIIOKA3aHO.
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COOTBETCTBYET SKCINEPTHOMY OTHETY

ot 09.03.2023 N= 4522

(NOCNEOCBATENEHOCTE 0008)

DepTHIbHOCTD

Ha ocHoBaHuUM JaHHBIX HMCCIEIOBaHUM y KUBOTHBIX mnpemnapaT KanenutabuH MOXKeT OKa3blBaTh
BIUSHME Ha (EPTUIBHOCTh Y MYXXYMH M JKEHIIMH C COXPAaHEHHBIM pPENpOyKTHUBHBIM
MOTEHIHAJIOM.

XKenmmuam Bo BpeMms Tepanuu npernapatoMm KamenutabuH u B TedyeHUe 6-TH MECSIEB MOCTE ee
OKOHYAHHUS CJEIyeT HCIOJIb30BaTh HaJEKHbIE METOJbl KOHTpauenuuu. Ecau GepeMeHHOCTh
HACTynWJIa B TIEpUOJ MPOBEACHUS TEpanuH, MAlUeHTKAa JOJDKHA OBITh OCBEIOMIIEHA O
MOTEHIMAJILHON yTpo3e I II0AA.

Ha ocHoBaHuM pe3ynbTaToB UCCIEIOBaHUNM T€HOTOKCHYHOCTH MalMeHTaM MY>KCKOTO Mojia U MX
HapTHepIIaM ¢ COXPaHEHHBIM PENPOyKTUBHBIM IIOTEHIIMAJIOM ClIelyeT UCII0JIb30BaTh HA1eKHbIE
METO/]Ibl KOHTpAILENIMK BO BpeMsl Tepanuu npenapatoMm Kaneuurabun u B TeueHue 3 -X MecsLEeB
I10CJIE €€ OKOHYaHMUSL.

4.7. BansiHue Ha CNOCOOHOCTH YNPABJATHL TPAHCHOPTHHIMHM CpeaCcTBAMHM H PadoTaTh C
MeXaHu3MaMH

Kaneuutabun o6iagaer HEOOJbIIMM WM YMEPEHHBIM BIIMSHHEM Ha CIHOCOOHOCTH YNPAaBISAThH
TPAHCIIOPTHBIMM ~ CpeACTBaMM W MexaHu3smamu. KameuutabuH  MOXKET  BBI3BIBATH
TOJIOBOKPYXEHHUE, C1ab0CTh U TOIIHOTY, O YeM HAaIMEHTH! TOJKHBI ObITh IPOUH(YOPMHUPOBAHBI.
[TanmenTam, y KOTOpPBIX BO3HUKIN TaKU€ HEKEIATENIbHBIE SBJICHUSA, CIENyeT H30erath
yIpaBlIeHUs TPAHCTIOPTHBIMH CPEJICTBAMU U 3aHATUH APYTMMH MOTEHIMAIBHO ONTAaCHBIMU BUJIAMU
NEeSTeNbHOCTH, TpPeOYIONIMMU  TOBBIIIEHHOW KOHIIEHTpAlMM BHUMaHUS U OBICTPOTHI
MICUXOMOTOPHBIX PEAKIUHN C yueTOM NpouIist MTOOOYHBIX F3PPEKTOB.

4.8. He:xentaTteibHbIE peakuuu

Pesrome npodning 6e30macHOCTH

Haubonee wyacTto BCTpeyarOmMUMMHUCS W/WIW KIWHUYECKH 3HAYMMBIMH HEXKEJIaTeIbHBIMU
peakusMd B XOJ€ Tepaluy KameuuTaOWMHOM OBbUIM HApYILIEHUS CO CTOPOHBI KEITYJIOYHO -
KHIIIEYHOTO TpakTa (0COOEHHO Auapesi, TOIHOTA, pBOTa, OOJIU B )KUBOTE, CTOMATHT), JIAJOHHO -
I10IOLIBEHHBIH CHUHJIPOM, YTOMJISIEMOCTb, COHJIMBOCTb, aHOPEKCHS, MIPOSIBJICHUS
KapJIMOTOKCUYHOCTH, HapacTaHHE MOYCYHOW HEIOCTATOYHOCTH Yy IMAIMEHTOB C HapyIICHUSIMH
(GYHKIIMY T0YEeK B aHaMHe3e, TpoM003/9MO0IH .

PesroMe HexenaTrenbHBIX PeaKIUi

Knaccudukanus gactotsl HexenatenbHbix peakiuii (HP) onpenensiercs cneayromum oOpa3om:
odeHb yacto (>1/10); gacro (>1/100, Ho menee <1/10); newacto (>1/1 000, Ho mMeHee <1/100);
penko (=1/10 000, vo menee <1/1 000); ouensr peako (<1/10 000). [IpuBeneHHBIC HIKE
HEeXXeJaTeIbHbIC PEAKIINU MTePEUYHCIICHBI B TIOPSJIKE KIIMHUYECKON 3HAYUMOCTH.

MosnoTepanus KanelnTaOuHOM:
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COOTBETCTBYET SKCINEPTHOMY OTHETY

ot 09.03.2023 N= 4522

Unghexyuu u uneasuu: 4acto — reprec BUPyCH I/IHd)eKII_{J[Q;IgM;&ﬁ{-FE'F wg&ﬁﬁﬁjﬁﬁ%{nx

JBIXaTEIbHBIX IyTEeH; HEYACTO — CENCUC, MHQPEKIHUS MOYECBBIBOASIIUX IYTEH, IEJUTIOJIHT,
TOH3WLIUT, (papUHTHUT, KaHIUAO03 CIU3UCTON OOONOYKH TOJOCTH PTa, TPUII, TaCTPOIHTEPUT,
rpuOKoBbIc HHpEKINH, HHDEKIuH, adciecc 3yoa.

Jlobpokauecmesennvle, 310KkayecmeeHHble U HeYMOUHeHHble HOB00OPA3068aHUS (6KAIOUASA KUCTbL U
noUNbL): HEYACTO — JIUIOMA.

Hapywenus co cmoponvl kposu u tumgamuieckol cucmemsl: 4aCT0 — HEUTPOIIEHUST; HEYACTO —
(beOpunpHasi ~ HEUTPOINEHUWs,  TPAHYJIONMTONCHUS,  TPOMOOIMTONCHHS,  JIEHKOIMEHUS,
TEMOJIUTHYECKAsT aHEeMHs, yBEIWYEHHUE MEXIYHApPOJHOTO HOPMAaJM30BAHHOTO COOTHOIIEHUS,
yAJIMHEHHE TPOTPOMOMHOBOT'O BPEMEHH.

Hapywenus co cmoponvl uMMyHHOU cucmembl: HEYACTO — IOBBIIIEHNUE YyBCTBUTEIBHOCTH.
Hapywenua memabonuzma u numanus: OYE€Hb YAaCTO — AHOPEKCHs; 4acTO — JETrHapaTanus,
CHI)KCHHME MacChl Tella, CHIDKEHHUE alllleTUTa; He4acTo — caxapHblil nuaber, TUMmoKaTHeMHs,
PAcCCTPONCTBO MUIIEBAPEHUS, TUTICPTPUTITULICPUIEMHUSL.

Tcuxuueckue nHapyuwenus: HEYACTO — MAHUYECKUE aTaKH, MOJABICHHOE HACTPOEHUE, CHUKECHUE
nouIo.

Hapywenus co cmoponvl HepsHOUl cucmempl. 9acTO — TOJIOBHAS 00JIb, BSAJIOCTh, TOJIOBOKPYKEHUE
(KpoMe BepTUTo), MapecTe3nu, AUCTeB3us (M3BpallIeHNe BKyca); He4acTo — adas3usi, pacCTpOCTBO
naMsTd, OOMOpPOK, HapyUICHWE PABHOBECUS, IOTEPS YYBCTBUTEIBLHOCTH, Tepudepuueckas
HeWponaTusl.

Hapywenus co cmoponwl opeana 3peHus: 4acTo — MOBBILLIEHHOE CIE300T/AeNIeHNEe, KOHbIOHKTUBHT;
HEYaCTO — CHUYKEHUE OCTPOTHI 3pEHHUSI, TUILIOTHS.

Hapywenus co cmoponul opeana ciyxa u 1adupunma: He4acTo — BEPTUTO, OOJIb B yIIaXx.
Hapywenus co cmoponsi cepoya: He4aCTO — CTEHOKApAMs, B TOM UKCJIE HeCTaOUIbHAs, ApUTMUS,
CHUHYCOBAasl TaXUKaPAHs, OLIyLICHUE CEepALIcONeHHUS.

Hapywenusa co cmoponwl cocyoog: 4acto — TpoMOoQieOuT; HeYacTo — TpoMO03 ri1yOOKHUX BEH,
NOBBIICHHE apTepuaibHOTO faBienus (AJ]), nerexuu, mnoHmwkeHue AJl, «IpUIUBBY,
MOXOJIOIaHHE AUCTATBHBIX OTAEI0B KOHEYHOCTEH.

Hapywenusa co cmoponsi OvixamenbHou cucmemvl, 0Op2aHo8 2pyoOHOU KIemKU U CpeooCmeHUs.:
4acTO — HOCOBO€ KpOBOTEYCHHUE, PHUHOPEsS; HEYAaCTO — ITHEBMOTOPAKC, KPOBOXAapKaHbE,
OpoHXHaJIbHAs aCTMA, OJIBIIIKA MPU PUINIECKOIN HArPy3Ke.

JKenyoouno-kuuieunvie HapyuieHus: O4€Hb 4acTO — JAHWApesi, pBOTA, TOIIHOTA, CTOMATHUT (B TOM
YUCJIe SI3BEHHBIN), 00U B )KUBOTE; YacTO — 3arop, OOJM B SMHUTAacTPUU, TUCTIETICUS;, HEYACTO —
KHIIIEYHAass HEMPOXOJIUMOCTb, aCIIUT, SHTEPUT, AUCdarus, 001b BHU3Y KUBOTA, TUCKOMMOPT B

KHUBOTE, TacTpod3odareanpHas peduiokcHas 00J1e3Hb, KPOBb B CTYJIE.
17
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Hapymesz CO CMmOpOHbL nedenu u 9!06]2%661)160(3%;'-'%‘;’If?gl.;]-%lalcg-r%I%EI;}EQIHI/IC

(YHKIMOHAIBHBIX TECTOB IIEYEHH; HEYACTO — JKEIITyXa.

Hapywenus co cmopoHbl K0dcU U NOOKOJICHBIX MKAHell: 0Y€Hb 4aCcTO — J1aJOHHO-II0JOIIIBEHHbIH
CHUHJIPOM (IIapecTe3uH, OTEK, FMIIepeMHUsl, IIeNyIIeHHe KOKU, 00pa30oBaHUE BOJIABIPEi; B XOJe
MOCTPETUCTPALIMOHHOTO MPUMEHEHHS OBLIO BBISIBICHO, YTO TEPCUCTUPYIOMINH WM TSHKEIBINA
JIaIOHHO-TIOIOIIIBEHHBIN CHHPOM (CTETICHb 2 U BBIIIE) MOXKET BIIOCIIEICTBUHA IPUBECTH K yTpaTe
OTIEYATKOB TMAaJbLEB), JEpMATHT; YacTo —  aJlONelus, OpHUTeMa, CyXOCTb  KOXH,
THIIEPIMTMEHTAIUS KOXKH, MaKyJISIpHAs ChIb, ChIITb, HAPYLICHWE TUTMEHTAIIUN KOXKH; HEYaCTO —
BOJIJIBIPB, SI3BBI KOXKH, KPAIIMBHHUIIA, JIAJOHHAS D)pUTEMa, OTEK JIMIa, mypnypa. Y MeHee yeM 2 %
NAlMEeHTOB B 7 3aBEpIIEHHBIX KIMHUYECKUX uccienoBanusax (N=949) coobuanoch o TpeumHax
KOXH, 10 KpaifHel Mepe, IPEAIoN0KUTEIBHO CBA3aHHbIX C Tepanuei KanenuuTabuHOM.
Hapywenus co cmoponbl MbluledHoU, CKelemHol U cOeOUHUMENbHOU MKAHU. 4acTo — 00U B
KOHEYHOCTSX, OOJIM B CIIMHE; HEYacTO — OIyXaHHE CyCTaBOB, OOJIM B KOCTAX, 00Ju B o0nactu
JIUI1a, CKOBAHHOCTb, MBIILIEYHAs CIA00CTb.

Hapywenus co cmoponvl nouex u Moueable00Auux nymeli: He4acTo — THApoHedpo3, HeepxKaHUe
MOYH, TeMaTypusi, HUKTYPHsI, TIOBBIIICHHE KOHIIEHTPAIIMH KPEaTHHUHA B TIa3Me KPOBH.
Hapywenus co cmoponsi penpoOyKMUGHOU cucmemvl U MOJOYHLIX dicene3. HEeYacTo —
BarMHAJIbHbIC KPOBOTCUEHHUSI.

Obwue HapyweHus u peakyuu 8 mecme 68edeHus: O4€Hb 4acTO — yTOMIISIEMOCTb, COHJIUBOCTH;
4acTo — JUXOpaJKa, ciabocTh, nepudepuieckiue OTeKu, HeJOMOraHue, 00ab B IPYyIH, ACTEHUS;
HEYacTO — OTEKH, 03HOO, TPUMIIONOA00HBII CHHAPOM, TPOXKb, IIOBBIIICHUE TEMIIEPATYPHI TEJa.
Jlabopamopuvie u uHcmpymeHmaibHsie OaHHble. 9aCTO — TUIIEPOUITUPYOMHEMHSI.

Crenyromue HexxenaTeIbHbIE PEAKIUHU SIBIISIOTCS IPOSBICHUIMU TOKCUYHOCTH, H3BECTHBIMU JUISI
Tepanuu (QTOPIUPUMHANHAMU; COOOLIATIOCH, MO KpailHel Mepe, O KOCBEHHOM CBSI3U MEXIy
pa3BUTHEM TaKWX DPEAKIMH W NPUMEHEHHWEM KamenuTabnHa y MeHee 4eM 5% ManueHTos,
y4acTBOBABILIUX B 7 3aBEPIIECHHBIX UccienoBaHusIX (N=949):

ungexyuu u unéasuu: WMHPEKIHOHHBIE OCIOXHEHHUS, CBS3aHHbIE C MHEIOCYIPECCUei,
ocnableHreM UMMYHHMTETa W/WIM MYKO3UTOM, TaKHME€ KaK MECTHbIe M (aTalbHble CUCTEMHBIE
uHpexunu (6akTepuanbHON, BUPYCHOM WM IPUOKOBOM STHOJIOTUH) U CEIICHC;

Hapywlenus —~ €O~ CMOPOHbL  KpOBU U  JUMPAMUYECKol  CUCmembl. aHemus,
MUEJIOCYIPECCHs]/ TTaHIUTONICHUS;

ncuxuieckue HapyueHus: 1erpeccus;

Hapyuwlenus co CMOpPOHbl HEpEHOU Cucmembl. HapylleHHE BKyca, OECCOHHMIA, CIyTaHHOCThb
CO3HaHWs, OHHIE(]aIONaTHs, CHUMITOMBI MO3KEYKOBBIX HApYIICHUH (aTakcus, TU3apTpHs,

HapyLIEHHE PaBHOBECHS U KOOPJUHALINN);
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JCNEONOBATENBHOCTE 0006)

gl
HapyuweHust Co CMopOHbl OP2aHa 3penus. pPa3apaKeHue rﬂjl_:!lz“,

HapyuwieHust cO CMOpOHbl cepoya: KapIUaJTHhs, BKIIOYAs CTCHOKAPIHMIO, KapJIAOMHOIATHS,
UIIeMHsT MHOKapaa, MHPapKT MHOKapjaa, cepjedyHas HeJ0CTaTOYHOCThb, BHE3alHAas CMEPTh,
TaXHKapIus, HAJPKEIyI0UYKOBbIC apUTMHUH, BKITFOUast GHOPHILIAIIUIO IPEACEPAMIA, )KEIY I0UKOBbIC
IKCTPACHCTOJIHI;

HapyuwieHust co CMopoHbL COCY008. OTEKA HIKHUX KOHECUHOCTEIH;

HapyuwieHust co CMopOHbL ObIXAMENbHOU CUCTEMbl, OP2AHO8 2PYOHOU KIemKU U CPedOCmeHUs.:
OJBIIIIKA, KAIIEh;

JHCeNYOOUHO-KUUIEYHbIE HAPYUIeHUs, CYXOCTh BO PTY, METCOPU3M, HEXKEJATCIbHBIC PEaKIIUH,
CBSI3aHHBIC C BOCHAJICHUEM/U3bABICHUEM CIIM3MCTBIX 000JI0UYEK, TAKUE KaK 330()arut, racTpHT,
IYOJCHUT, KOJIUT, KEITYJOUHO-KUIIIEIHOE KPOBOTECUCHHE;

HapyuwieHust O CMOPOHbL KOJMCU U NOOKONCHbIX MKAHel. 3yJ, 0YaroBoe IICTYNICHUE KOXH,
TUICPIUTMEHTALUS KOXH, H3MEHEHHE HOITEeH, peakuud (OTOCCHCHOWIHM3AINK, JTyYCBOM
JCPMATHUT;

HapyuwieHust Co CMopOHbL MbLULEYHOU, CKEIEeMHOU U COeOUHUMENbHOU MKAHU. aPTPAIITHs, MHAJITHS,
00JIb B CIIUHE;

o0wue Hapyuwlenus u peakyuu 8 mecme 6sedenus: 00Jib B Tpyau (HEKapaIUalbHONH 3THOJIOTHH),
00JIb B KOHEYHOCTSAX.

IIpuMeHeHMe KanenuTabMHa B KOMOMHUPOBAHHON Tepannu

[Ipodunpe GezonmacHOCTH HE OTIMYAJICS NPU HAa3HAYEHUU [0 PA3NUYHBIM IMMOKA3aHUSIM M HPU
pa3MyYHBIX ~KOMOMHALMSX, OIHAKO HEXKEeJaTelbHbIE pEaKkIUH, IEepPeUNuCIeHHbIe TpHU
MOHOTEpaNH, MOTYT HaONIoAaThcs ¢ OONbIIeH YacTOTOM NMpU NPUMEHEHWH KanenuTtabuHa B
KOMOMHHMPOBAHHOMN Tepanuu.

Huxe mnpencraBiieHbl HeXelaTeNbHbIE pPEaKIMU, KOTOPble HAOIIOAANUCh TOTOJHUTENIBHO K
TaKOBBIM [P MOHOTEpAIUU:

uH@exyuu u uHea3Uuu: 4acTo — KaHAWJ03 CIM3UCTONH 00OJOYKHU IMOJIOCTH PTA, ONOSCHIBAOIINN
reprec, UH(PEKINH MOYEBBIBOIAIINX MyTei, MHPEKIIMN BEPXHUX IbIXATEIbHBIX MyTEH, PUHUT,
rpunil, HHPEKIUHU, Teprec MOJIOCTH PTa;

HapywieHus co CMOpPOHbL KpOGU U JUMPamuyeckol cucmemvl. OYEHb HACTO — JICHKOIEHHUS,
aHeMus, TPOMOOLMTONEHMS, HEWTporeHus (B TOM 4Hcie HedTponeHus 3-4 creneHw,
acCOIIMMPOBAHHAS C TIOBBIIICHHEM TemrepaTtyphl Tena Boie 38 °C), pedprnbHas HEUTPOTICHUS;
4acTO — MUEJIOCYTIPECCHS;

HapyuieHus co cCnmopoHbsl uMMyHHOﬁ cucmemsl. 4aCTO — INOBBINICHHAA YYBCTBUTCIBHOCTD,
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amnmeTHTa; 9acTo — THIIOKAJIMEMHUs, THIIOHATPUEMUS, TUIIOMArHUEMUsS, THIIOKAJIbIUEMUs,
TUIEePTIIUKEMHS;

ncuxuyeckue Hapyulenus: 9acTo — pacCTpoiCcTBa CHa, TPEBOTa;

Hapyulenus. co CHOpPOHbL HEPEHOU Cucmemvl. OYCHb YacTO — TIAPECTe3Ws, TU3ECTE3Hs,
nepudepuueckas HelponaTus, nepupepudeckas CeHCOpHasi HEeHpOIaTus, JUCTEB3Hs, TOJIOBHAS
00J1b; 4aCTO — HEHPOTOKCUYHOCTD, TPEMOP, HEBPAJITHUS, THIIECTE3US;

HApywleHus co CMOpOHbl 0p2ana 3penus: OYeHb YacTO — CIIE30TeUEHHUE; 4acTo — HapyIICHHS
3pEeHHsI, CYXOCTh, 00JIb B TJ1a3aX, HEUETKOCTh 3PUTEIILHOTO BOCTIPUSITHS ;

HapyuwieHus co CMopOoHblL OP2aHA CIYXa U 1aOUpunma: 4acTo — 3BOH B yIIaxX, TYTOYXOCTh;
HapyuleHus co CmopoHbvl cepoya: 9acTo — GUOPMILISAIMS TPEICePaHii;

HapyuleHus co CMopoHbl cOCYO08: 0YeHb YaCTO — OTEK HIDKHUX KOHEYHOCTEH, TpoM003/3MO0mHs,
NOBBIICHHE apTepuanbHOrO naBieHus (AJ]); dwacto — rumepemusi, cHibkeHue All,
TUIEPTOHUYECKUN KPU3, KIIPUIUBBY, (IeOuUT;

HapyuwieHus co CMopoOHbl ObIXAMENbHOU CUCMEMbl, OP2AHO8 2PYOHOU KIemKU U CPeo0OoCmeHus.:
OYEeHb YacTO — JU3ECTEe3Us TIOTKH, OOJIb B TOpJe; 4acTO — HOCOBOE KPOBOTCUCHHE, TUCHOHUS,
puHOpesi, UKOTa, 0OJIb B TTIOTKE M TOPTaHHU;

JHCey00YHO-KUUeYHble HAPYUeHUs: OYeHb 9acTO — 3a1op, JUCTIETICHS; YaCTO — KPOBOTCUEHUE U3
BEPXHUX OT/EJIOB JKEIyTOYHO-KHIICYHOTO TPAKTa, S3BBI B IOJIOCTH PTa, TacTPHUT, B3IyTHE
KUBOTa, Tractpol3odareanbHas pedirokcHas Ooye3Hb, 00Jdb B TOJIOCTH pTa, aucdarwus,
KPOBOTEUEHHUE U3 MPSIMOU KHIIKU, 00JIb BHU3Y KUBOTA, TU3ECTE3HSI, MTAPECTE3Us U TUTIECTe3Hs B
o0nacTu pTa, AMCKOM(OPT B KHUBOTE;

HapyuwieHUus co CMOPOHbl NeYeHU U AHCenuesvbl8o0Auwux nymeu: 4acTo — HapylleHHe (QYHKIHH
NIEYCHH;

HApyweHus co CMOPOHbL KOXCU U NOOKOICHBIX MKAHell. OYeHb 4acTO — aJoNenus, N3MEHEHUE
HOTTEH; 9aCcTO — TUIEPrUAPO3, SPUTEMATO3HAS CHIITb, KPAITMBHUIA, HOYHAS IOTIMBOCTD;
HapyuwieHuss co CMOpPOHbl MbIULEYHOLl, CKeJlemHol U COeOUHUMEeNbHOU MKAHU: OYeHb YacTo —
MUANTUs, apTpairus, 00JIb B KOHEUHOCTAX; YACTO — OOJIb B YETIOCTH, MBILIIEYHBIE CIIa3MBbl, TPHU3M,
MBbIIIEYHAas cJIa00CTh;

Hapyulenus. co CMopOoHbl NOYEK U MOUYeBbIBOOSWUX nymell. 9acT0 — reMaTypHs, IPOTCHHYPUS,
CHI)KCHHE KITUPEHCA KPEaTUHUHA, TU3YPUS;

0Owue HapyuleHus U peaxkyuu 8 Mecme 66e0eHusl. 09€Hb YaCTO — CIa00CTh, BSUTOCTb, TOBBIIIICHHAS
YYBCTBUTEIHFHOCTh K BEICOKUM M HU3KHM TEMIIEpaTypam; 4acTo — JINXOpajKa, 00k, BOCHAICHUE

CIU3UCTON 000JI0UKH, 03HOO, 00JIb B IPyAH, TPUIITIONOJ00HBIN CHHAPOM, KPOBOIIOATEKH.
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B KIMHUYECKHX HCCIEA0BAaHMSIX U B HOCTpCl"PIC?‘[)le_II/IOHII--il(-JlgI &%}%Ebhéi[%%%gaglﬁ&:g%qan

MEYCHOYHOW HETOCTATOYHOCTH M XOJIECTATUICCKOro renaruta. [[puauHHO -CIIeICTBEHHASI CBSI3b C
IPUEMOM KarleluTabuHa He YCTaHOBIICHA.

I[Ipu Tepanuu KanenuTaOMHOM B KOMOMHAIMM C JPYTUMH  XHMHOTEPAINeBTUYCCKHUMU
mpernapaTaMu 4acto (HO MeHee 4eM y 5 % MamueHTOB) COOOMIAIOCh O CIydYasX peaxiuu
TUTIEPYYBCTBUTENIHHOCTH (2 %) 1 nmemun/undapkra muokapaa (3 %).

OnncaHune OTAEIbHBIX HEXKEIAaTEIbHBIX PEAKIUN

Juapes

Huapes Habmonanack y 50 % manueHToB B X0J1¢ Tepanuu Kanenurabunom. B pesynbrate meta-
aHanu3a 14 KIMHUYECKHX HCCIIeIOBaHUM, BKIOYAaBIIMX Oojee 4700 mamueHTOB, MOJyYaBIINX
TEpanuio  KarneuuTaOWHOM, OBbUIM  BBISIBJICHBI  KOBAapUAThl, KOTOPHIE  CTATUCTUYECKH
ACCOIMUPOBAINCH C YBEIMYCHUEM pHUCKA pPAa3BUTHUS [IHAPEU: YBEIUUYCHHE HAYAIbHOW O3Bl
KarmeuutabuHa (B TrpaMMax), YJIMHEHHE HCCIeNyeMOro Iiepuoaa Tepanuu (B HeIensx),
yBeiauueHue Bo3pacta (Ha kaxaple 10 mer) m sxkeHckuil mon. KoBapuartbl, cTaTHCTUYECKU
ACCOIMUPOBABIIHECS C yMEHBIICHUEM PUCKA PA3BUTHS TUAPEU: YBEIIMUCHHUE KyMYJISITUBHOM 1036l
kaneuutabuna (0,1 x xr), yBeJlMueHUe OTHOCUTEIbHOW HHTEHCUBHOCTH JI03bl B IEPBBIE 6 HEJEINb
Tepanuu (cM. pazzaen 4.4.).

Kapouomoxcuunocmo

B pe3ynbrare ananuza npoduis 6€30MacHOCTH CEMH KIMHUYECKUX MCCIICIOBAaHUN MPU YIaCTHH
949 manMeHTOB, TOJYYaBIIMX KamneluTaOMH B KauyeCTBE MOHOTEPANUH, OBUTA BBISBICHBI
cleAyolMe HexenarenbHble peakuuu (dactora meHee 0,1 %): xapamommonaTus, cepleyHas
HEJIOCTAaTOYHOCTh, BHE3AIHAsi OCTAHOBKA Ceplla U KEeIyJOUKOBasi IKCTPACUCTOIUS (CM. pasen
4.4.).

Ouyegparonamus

DHuedanonarus Takke aCCOLMUPOBAIACh C MPUEMOM KareuTabruHa B Ka4eCTBE MOHOTEPANH
(aactota menee 0,1 %).

IIpoune 0coOble NOMYJISIIINT

Hauueﬁmw nOJ#CUI020 803pacma

B xone ananmmza mpoduiist 6€30macHOCTH y TAIMEHTOB B Bo3pacte >60 JeT, MmoaydaBIINX
KaHeHI/ITa6I/IH B KOM6I/IH3.III/II/I C JOLCTAKCCIIOM, a TAKKC B KAYCCTBC MOHOTCPAIINH, OBLJIO BEIABIIEHO
yYBEIIMYEHUE YHCIa CEPbE3HBIX HEXKENATENbHbIX PEaKlHMil W HeXelaTeNbHbIX peakuuid 3 u 4
CTCIICHU TOKCHYHOCTH, CBA3AHHLIX C JICYCHUCEM, IO CPABHCHHUIO C ITAIMCHTAMKU B BO3PACTC <60
net. [TanmeHTHI B BO3pacTe >60 neT, modyJyaBre KarequTa0nH B KOMOWHAIMH C IOIIETAaKCEIOM,
TAKIKC PaHbIIC BBIOBIBAIN U3 HCCJICAOBAHUS BCJIICACTBUC PA3BUTUS HCIKCIIATCIIbHBIX peaKHHﬁ, 10

CPaBHEHMIO C MalMEHTaMM B Bo3pacTe <60 ner. B pesynpTare mMera-aHanuza 14 KIMHMUYECKHX
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uccinenoBanuid mpu yvactuu Oosiee 4700 1'aI_II/ICHT(;EI:IEO]]@%%E[%IEM%Z&/QEI:I%-ILIHO

BBISIBJICHO, YTO C YBEJIMYEHUEM BO3pacTa nauueHTa (Ha Kaxzjaple 10 jer) moBblmaics pUCK
Pa3BUTHA JIaJIOHHO-TIOZIOMIBEHHOIO CUHAPOMAa W JAHMaped, B TO BpeMsl KaK PHCK pa3BUTHS
HEUTpONeHuu, HA00OPOT, CHUKAJICS (CM. pazaen 4.2.).

TIlayuenmwi ¢ noueunoti Hedocmamounocmyio (CM. Takke pasaensi 4.2., 4.4.)

B xone ananuza mpoduis Oe30MacHOCTH y MAalMEeHTOB € TMOYEYHOW HEJO0CTaTOYHOCTHIO,
MOJIyYaBIIUX KaNenuTaOWH B KaueCTBE MOHOTEpanuH (KOJOPEKTalIbHBIN PakK), ObUIO BBISBICHO
YBEJIMUEHUE YacTOThl Pa3BUTHs HEKEIATENbHBIX peakuuid 3 ¥ 4 cTeneHu TOKCUYHOCTU II0
CpPaBHEHMIO C TMalMEHTaMU ¢ HOpMaibHOW ¢yHkiueill mouek (36 % (n=268) maueHToB ¢
HOpMajbHOH (yHKIMEH mouek mo cpaBHeHHio ¢ 41 % (n=257) mamMeHTOB C MOYEYHOU
HEJIOCTATOYHOCTBIO JIETKOU cTenieHH U 54 % (n=59) manueHToB ¢ Mo4e4Hoil HeI0CTaTOYHOCTHIO
cpeaneit crernenn) (cM. pazzaen 5.). Cpenu ManueHToB ¢ MOYEYHOW HEJOCTATOYHOCTBIO CpeaHEN
CTeeHH HauOonee 4yacTo oTMevancs (akT ymeHblIeHus 103bl Kameuutabuna (44 %) mo
CPaBHEHHMIO C MAaIlMeHTaMU ¢ HOpMaibHOU (pyHKuHMel mouek (33 %) 1 manMeHTaMu C MOYeYHOU
HEJIOCTAaTOYHOCTBIO Jierkoi cremeHu (32 %). OTmedanoch TakkKe yBEIHMYCHHE KOJIMYECTBA
MALMEHTOB, BHIOBIBIINX U3 UCCIIEIOBAHUS HA paHHUX cTaaudax (21 % nmanueHTOB, BHIOBIBIINX U3
UCCJIeIOBAaHUSl B TEUCHHE MEPBBIX JBYX LHKIOB) MO CPABHEHUIO C MalMEHTAMU C HOPMAaJbHOM
¢dbyskuei movex (5 %) v manueHTaMu ¢ MOYEYHOM HEJOCTATOYHOCTHIO JIETKOH cTeneHu (8 %).
Ilon

B pesynbraTte MeTa-aHanuza 14 KIMHUYECKUX HCCleqoBaHMM mnpu ydactuu Oonee 4700
MAIMEeHTOB, OMYYaBIINX KaleUTa0NH, ObUIO BBISBICHO, YTO Y MAIIMEHTOB KEHCKOTO 10J1a PUCK
pa3BUTHA JAJAOHHO-TOJOIIBEHHOIO CHHApPOMAa M JAMAaped Obul BbINIE, B TO BPEMs KaK PHUCK
Pa3BUTHA HEUTPONIEHUH, HA0OOPOT, CHUKAJICA.

Ha6ODaTODHBIe N MHCTPYMCHTAJIBHBIC JaHHBIC

CHuxeHue uuciaa HEUTPOPHUIIOB, CHU)KEHHE 4YHCJA TIPAHYJIOLUUTOB, CHU)XXEHHE YHCIA
JUM(OLIMTOB, CHUKEHUE YHCca TPOMOOLIUTOB, CHI)KEHHE FeMOIII00MHa, runepOuinpyornHemus,
IOBBIILICHHE AaKTUBHOCTH ajaHMHaMuHOTpaHcdepasbl (AJIT), acmaprataMuMHOTpaHChepasbl
(ACT), menouHoii  docdaTa3pl,  TUNEPKPEATUHUHEMHMs,  THIEPIVIMKEMHUs,  TUIO-
/runepKanbUUeMus, THIIOHATPUEMUS], THITIOKAINEMUSL.

IlocTperucTpalliOHHOE HAOJIIOJCHHE

Bo BpeMs mNOCTperucTpaliOHHOTO MPUMEHEHUs KamenuTaduHa OOHApy>KEeHBI CIIeIYIOIIne

HCXKCIATCIBbHBIC PCAKIINU

Cucrema, opras, Kjiacc HesxkenaTenbHas peakuust YacToTa
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Co cropons HepBHOI TokcHueckas nefikosuuedasoHaris

CUCTEMBI HEU3BECTHA
Co croponel  opraHa TodedHbIN KEpAaTUT Penko
3peHUs

CTeHO03 CIe3HOr0 KaHajlblla HEYTOYHEHHBIN; TopaxeHue| OueHb peaKo

POroBuIlbl, BKJIIFO4Yasd KEPATUT

Co cTropoHsI cepala OulpmIALUs KeTyJI0uKOB; yJIMHEHHEe HHTepBana | Penko
QT; aputmus >KemymodykoBash TaXUCUCTOJIMYECKAs

THIA «ITHPYIT»; OpaauKapaus

Co CTOpOHBI COCYI0B Bazocmasm Penko

Co CTOPOHEI IICYCHU U Ileuenounas HEAOCTAaTOYHOCTED, xojaectatuueckuii OueHn pEaAKo

KCITYCBBIBOAAIINX HYTeﬁ I¢raTuT

Co cTOpOHBI KOXKH U Koxnas gopma kpacHON BOMYaHKH; Takue Tshkenble | O4eHb peaKo
MOJIKOXHBIX TKaHEH KOXHBIE peakiuu kak cuaapom CtuBeHca-/[KoHCOHA

Y TOKCUYECKHUI 3MUAEPMaTIbHBIA HEKPOJIU3

Co cTOpOHBI [TOYEK U Octpas moye4yHasi HEIOCTATOYHOCTh, KaK cliefcTBUe | Penko

MOYEBBIBOJSIIMX MYTEH | JIErUApaTaiiy, B TOM YUCIE C JIETaIbHBIM UCX0J0M

COO6H.[CHI/IG 0 TOA03PEBACMBIX HCKCEIATCIBHBIX PCAKIIUAX

BaxHo coo0mate 0 mogo3peBaeMbIX HEXKENATEIbHBIX PEAKIUIX TIOCIIe PETUCTPAIIUU TIperapara ¢
IEIbl0  O0OECNEeUeHHUsT HEMPEepPhIBHOTO MOHUTOPHUHTA COOTHOIICHHS  «IOJIb3a —  PHCK»
JIEKApCTBEHHOT'0 TpenapaTa. MeIuIMHCKUM pa0OTHUKAaM PEKOMEHIYETCs coo0maTh O JIFOBIX
MO/I03PEBAEMBIX HEXKENATENbHBIX PEAKINAX JEKAPCTBEHHOTO IMpernapara 4epe3 HalMOHAIbHBIE
CUCTEMBI COOOIICHUsT O HEXKeNaTeNbHBIX PEAKIHMIX TOCYAapcTB — WWICHOB EBpa3miickoro
HKOHOMHYECKOT0 CO03a.

Poccutickas @eoepayus

Anpec: 109012, r. MockBa, CnaBsiHCKas 1i101mas, 1. 4, ctp. 1

®denepanbHas ciyx6a mo Haa30py B cdepe 3apaBooxpaneHus (Pocaapasuamsop)

Tenedon: +7 (499) 578-06-70 (106.187), +7 (499) 578-02-20

®dakc: +7 (495) 698-15-73

DOnekTpoHHas moyta: pharm@roszdravnadzor.gov.ru

WnTepHer-caiiT: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMIITOMBI
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Tommora, pBoTa, aMapes, MyKosuT, panpaxerit- —aletyabtbRAHICeiors " fikkra,

KpOBOTEUYEHHUE, YTHETEHUE (DYHKIIMH KOCTHOTO MO3Ta.
Jleuenue
CraHgapTHbIC JIeYeOHBbIC M TIOJICPKUBAIOIINE MEAUIIMHCKHEC MEPOINPHUSTHS, HAllpaBJICHHbBIEC Ha

KOPPEKIHUIO KIMHUYCCKUX CUMIITOMOB M MPCAYNPEKACHUC UX OCJIOKHCHUH.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apMakoaMHAMHYECKHE CBOHCTBA

dapMakoTepaneBTUUECKas IpymIna: NPOTUBOOIYX0JIEBOE CPEACTBO, AHTUMETAOOIUT
Kox ATX: LO1BCO06

MexaHu3M JeiCcTBUS U (baDMaKOHI/IHaMI/ILIeCKI/Ie S(bd)CKTI)I

Kanenutabun — mnpousBoaHoe ¢ropnupuMuanHa KapbamaTa, MEpOPATbHBIA ITUTOCTATHK,
AKTUBUPYIOMIUICSI B TKAHU OMYXOJW M OKa3bIBAIOUINI HAa HEE CEJICKTUBHOE IIMTOTOKCHYECKOE
JIeHCTBHE.

In vitro xaneuutabuH He 00JATACT IUTOTOKCHMYECKUM 3PQPEKTOM, in vivo TpeBpaliacTcs BO
¢Topypauuin (PVY), koTopslil mogBepraeTcs AajbHeNIIeMy METa00IU3MY .

O6pazoBanne @Y nTPOUCXOIUT TMPEUMYHIECTBEHHO B TKAHM OMYXOJH TOJ JEHCTBHEM
OITyXOJIEBOTO AaHTHOTeHHOTro (hakropa — TUMHAUH(GOCPOPHUIA3Bl, YTO CBOAUT K MHUHUMYMY
cuctemMHoe Bo3aeiictBue @Y Ha 310pOBbIE TKAHU OpPraHU3MA.

[TocnenoBatenbHast depmeHTHass OuoTpaHchopmanus kamenutabuna B DY cosmaer Oosee
BBICOKHE KOHIICHTPAIIUH TperapaTa B TKaHIX OIYXOJIH, YeM B OKPYIKAIOIIUX 3I0POBBIX TKAHSX.
[Tocnie nepopanbHOro Ha3HauUEHUs KalelUuTaOWHA MallMeHTaM C KOJOpPEKTalabHbIM pakoM (N=8)
KoHULeHTpauusd @Y B TkaHU omyXxoiu B 3.2 pa3a Oojblle €ro KOHLEHTpAalMM B HpHIeKaIUX
3I0pOBBIX TKaHX (auamna3oH ot 0.9 go 8.0).

CooTtHomenue koHreHTparmii ®Y B TkaHU onmyXoiu U miasme - 21.4 (nuanazon ot 3.9 no 59.9),
COOTHONICHHUE €TO KOHIIEHTPALIUH B 3/I0POBBIX TKAHAX U B Tu1azMme - 8.9 (nmamazon ot 3.0 mo 25.8).
AKTUBHOCTh TUMHAKH(}OChOpUIa3bl B IEPBUYHON KOJIOPEKTAIBHOM OIyXOJIM TaK ke B 4 pasza
BBIIIIE, YEM B TPUIICKAIIUX 30POBBIX TKAHAX.

B omyxoiieBbIX KIIETKaX y MAIlHEHTOB C PAKOM MOJIOYHOM JKeJe3bl, KeTyIKa, KOIOPEKTaIbHBIM
paKoM, MIEKN MATKU U STHYHUKOB COJICPIKUTCS 00Jiee BRICOKUN YPOBEHb TUMUANHGOCHOpUIIa3HI,
criocobno# npepamats 5°-JIDVYP (5’-ne3oxcu-5-propypunun) B @Y, yeM B COOTBETCTBYIOIINUX
3I0POBBIX TKAHSX.

Kak 3m0opoBble, Tak W OmyXojeBble KIETKH MeTabomusupyror DY B S-¢prTop-2-

ne3okcuypugHMoHodochat (OnYMD) u 5-propypuauntpudocdat (OYTD). DTi MmeTabONUTHI
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TIOBPEKAAIOT KICTKU TIOCPEACTBOM NIBYX pa3JMEHBIX R B EHEEHE T IS u

¢onarubii kodaxrop N3-10-meTnnenrerparuapodonar ceaspiBaroTcs ¢ TuMuuaarcuarasoit (TC)
¢ o0pa3oBaHMEeM KOBaJICHTHO CBS3aHHOTO TPETUYHOTO KOMILIEKCA. JTO CBSI3bIBAHHE IMOJABIISIET
oOpa3oBaHHe TUMHUANUIATA U3 ypauuiaa. TUMHINIAT SIBISIETCS HEOOXOAMMBIM MPEAIECTBEHHUKOM
TUMHAUHTpHU(OCc]aTa, KOTOPHIH, B CBOIO o4epenb, KpaiiHe BakeH mis cunteza JJHK, tak uto
HEJI0OCTAaTOK 3TOTO BEIECTBA MOXKET MPUBECTH K YTHETCHHIO KIIETOUHOTO JeJICHUSI.

Bo-BTOphIX, B nporiecce cunTe3a PHK Tpanckpumnimonnsie GpepMeHTH! Sapa MOTYT OMIMOOYHO
BKIItOUNTh B Hee YT Bmecto ypununtpudocparta (YTD). D1a Metabonnuyeckass «OmuOKa»
Hapymaet npoueccunr PHK u cunTes Oenxka.

5.2. ®apmakoKkuHeTHYECKHE CBOIICTBA

AOGcopOums

[Tocnie npuema BHYTpb KarieUTaOMH BCAaChIBAETCS OBICTPO U MOJTHOCTBIO, IOCIIE YET0 TPOUCXOIUT
ero Tpanchopmaius B MeTadouThl 5’ -ae30kcu-S-propuutunut (5°-ADPLT) u 5°- JDVYP. [Tuma
YMEHBIIAET CKOPOCTh BCAChIBAaHUS KanelUTaOuHa, OJHAKO Ha BEJIUYHMHY IUIOMIAIU MO KPUBOM
«xoHueHtpauusi-speMs» (AUC) 5’-IAOYP wu cnenyromero werabonuta DY  Bausier
He3HauuTenbHO. [1py Ha3HAYeHHK KanenuTaOuHa MOCyIe NpUeMa MUIK B 103¢ 1250 Mr/m? na 14-
bIil ICHb MaKCHMaJIbHbIE KOHIIEHTpaluu B mia3Me (Cmax) Kaneruradbuna, 5’ -APIT, 5°-IOVYP,
OV u OBAJI cocrtaBuau coorBercTBeHHO: 4.47, 3.05, 12.1, 0.95 u 5.46 wmxr/ma. Bpewms
JOCTIDKEHHST MaKCUMabHOW KOHUEHTpanuu (Tmax) paBasuiocs 1.50, 2.00, 2.00, 2.00 u 3.34 u.
AUC ¢ coctaBuina 7.75, 7.24, 24.6, 2.03 u 36.3 MKT X 4/MJI, COOTBETCTBEHHO.

Pacnpenenenue

UccnenoBanue in vitro B 1ia3Me KpoBU UelloOBEKa MOKa3allo, yTo JAJis KanenuTtadbuna, 5'-JADLUT,
5°-JADVYP u @Y cBa3b ¢ 6enkamu (raaBHEIM 00pa3oMm, ¢ anb0yMuHOM) cocTaBisieT 54 %, 10 %,
62% u 10 %, COOTBETCTBEHHO.

buorpancdopmarus

[TepBrunO MeTabOIM3UPYETCS B TICYSHH 1101 BO3ICHCTBUEM KapOOKCHIACTEPaA3hl 10 META00INTa
5’-JA®UT, koTopsIii 3aTeM Tpanchopmupyetcs B 5°-JIDYP nox nelicTBeM IUTHIMHIE3aMHUHA3HI,
HaXOJsIIeHCs B OCHOBHOM B TI€UYEHHU U OMyXOJEBBIX TKaHsAX. [lanpHeimas Tpanchopmanus 10
AKTUBHOTO ITUTOTOKCHMYECKOro Merabonuta DY MNpOUCXOAWT MPEUMYIIECTBEHHO B TKaHU
OTIYXOJIH TI0]] ICMCTBHEM OITyXOJIEBOTO aHTHOTEHHOTO (hakTOpa — TAMUANH(GOCHOPHIIA3HI.

AUC s @Y B mitazme B 6—22 pa3za MEeHbIIE, YeM MOCJIe BHYTPUBEHHOTO OOJIOCHOTO BBEJICHUS
@V B 103¢ 600 Mr/mM2. MeTaGoIUThI KanenuTabuHa CTAHOBATCS UTOTOKCHYHBIMU TOJBKO MOCIIE
npeobpaszoBanus B DY u merabonuter QY.

Hanee @Y xkarabonu3upyercs ¢ OOpa3o0BaHMEM HEAKTUBHBIX METAOOIUTOB: JAUTHAPO-5-

¢ropypaunna (OPYH), 5-¢propypennonponuonoBoit kucnorsl (PVYIIK) u a-drop-pf-ananuna
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(ATL), akTHBHOCTH KOTOPOW OTPAHUYUBAET CKOPOCTH PEAKIUH.

DJIMMUHAINS

[Tepuona nonyBeIBeICHUS U3 opraHu3Ma (ti») kaneruradbuna, 5’ -JAPUT, 5°-ADYP, @Y u OBAJI
coctaBisier 0.85, 1.11, 0.66, 0.76 wm 3.23 4aca, cooTBeTCTBEHHO. {DAPMaKOKUHETUKY
KanenurabuHa u3ydanmu B go3ax oT 502 o 3514 mr/m? B cyTku. PapMaKOKMHETHYECKHE
napameTpsl kKarnenuradbuna, 5°-JADUT u 5°-IOVYP na 1-it u 14-it nenp O6bun onuHaKoBel. AUC
@Y ypennuuBanach k 14-omy qH10 Ha 30-35% u O6omb1e He Bo3pacTania (22-i neHs). B nuanasone
TEpaneBTUYECKUX 103 (hapMaKOKHHETHYCCKUE MTapaMeTphl KarenuTaduHa U ero MeTaboIMTOB, 3a
uckiIoyeHueM OV, HOCHIIN J0303aBUCUMBIN XapaKTep.

[Tocne mpuema kaneruTabrHa BHYTPh €r0 METa0OIUTHI BHIBOISATCS TJIABHBIM 00pa30M MOYKaMHU.
Bonpmas gacte (95.5%) npunaTOl 1n03bI KaneuuTaOWHA BBIBOAMUTCS MOYKaMu. BriBeneHue c
KaJoM MUHUMAaNbHO (2.6%). OcHOBHBIM MeTabonuToM B Modye sBisercs PBAJI, Ha xoTopbIi
npuxoautcss 57% mupunsaToi 103bl. Okono 3% TNPUHATON 103bI BHIBOAMTCA IOYKAMH B
HEU3MEHEHHOM BUJIE.

Kombunuposannas mepanus

Kaxkoro-nn60 Bo3aeicTBUs KanenuTadbnHa Ha (hapMaKOKHHETUKY JIOLIETaKCela HIIH TTaKIuTaKcesa
(Cmax 1 AUC), a Takxe BO3ACHCTBHS JOIETAKCENa WM MaKJIuTaKcenaa Ha (GapMaKOKHHETHKY 5’ -
JIOVYP (ocHOBHOTO MeTabOIMTa KanenuTabuHa) He 00HaPYIKEHO.

dapMakOKHHETHKA B 0COOBIX KIMHUYECKUX IPYIIIax

[Tos, Hamu4Me WM OTCYTCTBME METACTAa30B B IIEUYEHM J10 Hayajla JIEUEHHUS, MHAEKC 0OILero
COCTOSIHUSI TIallMeHTa, KOHIEHTpamus oO0mero OwinpyOnHa, CBIBOPOTOYHOTO anbOyMHHA,
aktuBHocTh ACT wu  AJIT He oOka3blBaJIM CTaTUCTMYECKHM 3HauuMoro »sddexra Ha
(dhapmakokuHeTH4YecKue cBorictBa 5°-JIOYP, @Y u ®BAJIL

IHayuenmvr ¢ neueHOUHOU  HEOOCMAMOYHOCMBIO,  O0OYCIO6IEHHOU — MemacmamuyecKum
nopasicenuem nevenu

VY nanuMeHToB C JIETKOH M CpeaHell CTeneHbl HapylleHuH (YyHKIMU MEeYeHH, 00YCIOBIEHHBIX
MeTacTa3aMM, KJIMHHYECKM 3HAYMMOTO H3MEHEHHMs OHOaKkTHBalMU M (apMaKOKUHETHKU
KarneuutabuHa He NpPOUCXOAUT. JlaHHble MO (apMaKOKMHETHKE Yy MAlMEHTOB C TSDKEIbIM
HapyleHueM (pyHKIHUY N€YeHU OTCYTCTBYIOT.

Ilayuenmoi ¢ napyuwenuem QyHKyuu nouex

Pe3ynbraThl (hapMaKOKMHETUYECKOTO MCCIEeI0OBAaHNS ITOKA3bIBAIOT, YTO MPH PAa3IUYHON CTETICHU
(oT 7merkoil [0 TsKENOH) MOYEYHOW HENIOCTaTOUYHOCTH (hapMAKOKMHETHKA HEU3MEHEHHOTO
npenapata 1 @Y He 3aBucut ot knupenca kpeatuuHa (KK). KK Bouser na Benuunny AUC 5°-

JOVYP - nenocpenctennblil npenmectBeHHUK DY (yBenunuenne AUC Ha 35% mnipu CHMDKEHUH
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KK na 50%) n ®BAJ (yeemuuenne AUC mal 114% Mok cHipkermt KK Ha 30%. (OBA -

Metabosut, He oOnagaromuid  aHTUNpOIU(EepaTUBHOW  aKkTUBHOCThIO; 5’ -JIOVYP -
HEMOCPEICTBEHHBIN MPEeAIIeCTBEHHUK DY,

Ilayuenmui nostcunoeo 6ospacma

Bospact ne Bimsier Ha dapmakokuHeTHKy 5°-JIOYVP u @Y. AUC OBAJI yBenuuuBanachk ¢
BO3pacToM (yBenmuueHue Bo3pacTa manueHToB Ha 20% compoBoxnanock yBenudenrnem AUC
®BAJI Ha 15%), 9T0, BEpOSATHO, 00YCIOBICHO U3MEHEHHEM (YHKIIUU TTOYEK.

Paca

dapMaKkOKMHETHKA KarneruTadruHa y TalieHTOB HETPOUIHON pachl HE OTIMYAETCS OT TAKOBOH Y

MMannucHTOB CBpOHCOI/I,Z[HOf/JI pachbl.

6. PAPMAIIEBTUYECKHUE CBOVMCTBA
6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

Kanernura6un, 150 Mr, TabJIETKH, MOKPBITHIE INIEHOYHON 000JI0UYKOMI

Aopo

I'unpomennosa

KapOokcumeTriIKpaxMain HaTpys

Konosunon

Kpockapmennosa natpus

JlakT03BI MOHOTHAPAT

Marnus creapat

Tanbk

Hennrono3a MUKpOKpUCTAIUIMUECKAs

T'omosas 60o0opacmeopumas nieHoyHas 060104Ka
I'mmpomernosa

Makporoia 6000

Turana quokcua

Tanbk

Kpacurenp xene3a OKCHUT AKEIThII

Kpacurens xene3za OKCHI KpaCHBIN
Kanernuradun, 500 Mr, TabJIETKH, IOKPLITHIE INIEHOYHONH 000JI0UYKON

AHopo

I'unpomennosa
Kapbokcumetunkpaxmai HaTpHUs

Konosunon
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Kpockapmennosa nHatpus

JlakT03BI MOHOTHAPAT

Marnus cteapar

Tanpk

[ennrono3a MUKpOKpHCTAIUIMYECKAS

T'omosas 60o0opacmeopumas nieHoynas 060104Ka

I'mnpomernosa

Makxporois 6000

Turana quokcun

Tanpk

Kpacurenp xenes3a OKCHJT XKEIThII

Kpacurens xene3za OKCHI KpaCHBIN

6.2. HecoBmecTuMOCTH

He npumenumo.

6.3. Cpok roxHocTH (CPOK XpaHeHMs)

3 roxa.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH NIPH XPAHEHUH

B opurunanbHOM ynakoBKe NpOU3BOAUTENS MPU TeMmepaType He Boiie 25 °C.

6.5. Xapaxkrep u cogep:kaHue NePBUYHOMH YIIAKOBKHU

Ilepeuunas ynaxoska nexapcmeenHo20 npenapama

ITo 10 TabyeTok, MOKPBITHIX IUIEHOYHOW 000J0YKOH, B KOHTYPHYIO SIUEHKOBYIO YIAKOBKY W3
TUICHKH TOJMBUHIWIXJIOPUIHON U (DOJTBI'M ATFOMHUHUEBON TIEYATHOHN JTAKUPOBAHHOM.

ITo 60, 120, 360 u 500 TaGaeTOK, MOKPHITHIX IICHOYHOW 00OJIOYKOH, B OaHKY MOJTUMEPHYIO C
KPBILIKOM HATSITUBAEMOM ¢ KOHTPOJIEM IepBOro BCKPhITUS. CBOOOAHOE MPOCTPAHCTBO 3AMOIHSIOT
BaToOW MeauMHCKONW. Ha GaHKM HaKJIeBaIOT STUKETKH U3 OyMaru STUKETOUHOW UM TTUCUEH UITH
13 ITOJIMMEPHBIX MaTEPUAIOB, CAMOKIIESIINECS.

Bmopuunas ynaxoexa nekapcmeenno2o npenapama

[Io 6 wnu 12 KOHTYpPHBIX SYEHKOBBIX YNAaKOBOK BMECTE C HHCTPYKLUMEH IO NPUMEHEHHIO
MIOMEILAIOT B MayKy U3 KapToHa JUIsl MOTpeOuTenbckoil Tapsl. Ha mauky mMo)keT ObITh HakjeeHa
CaMOKJIESIIIAsiCsl ITUKETKAa C MapKUpOBKOW u3 Oymaru. JIOMOMHUTENBPHO HAa MHA4YKy MOTYT
HAKJIEWBaTh OJIMH WIIM JBa MPO3PAYHBbIX (GUKCUPYIOIIUX CTUKEpa M3 MOJUMEPHBIX MATEPHUAJIOB.
[Tauky moMearT B IpyNIOBYIO YIIAKOBKY.

IIo 1 Ganke BMecTe C HMHCTPYKIHMEH MO MPUMEHEHHUIO TMOMEIIAI0T B MayKy W3 KapToHa IJIs

HOTpC6PIT€.]'IBCKOI71 Taphbl. JIOHOJ'IHI/ITCJ'II)HO Ha IMMa4Ky MOT'yT HaKJICUBATb OJIMH WJIH JIBa ITPO3PAYHBIX
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CaMOKJIESIIIAsCS ITUKETKA C MAapKUPOBKOM 13 Oymaru. [Tauku moMenaoT B rpynnoByo yIaKoBKY.
6.6. OcoOble Mepbl NPEeJOCTOPOKHOCTH TMPH YHUYTOKEHHH HMCHOJb30BAHHOIO
JIEKApCTBCHHOI'0 npemnapartra HJIN 0TX0/10B, MOJTYICHHBIX mocJjie NPpUMEHCHU A
JIEKAPCTBEHHOT0 MPeNnapaTa u Apyrue MaHUMYJISIIUH ¢ IPenapaTom

MGDBI OpeaAOCTOPOXHOCTH, IPUMHUMACMBIC NICPCA IPUMCHCHUCM IIpfriapara MJIM IIpHU pa60Te C

HUM
ObpaweHnue ¢ HeucnoIb308aAHHLIM NPENaApamom U NPenapamom ¢ UCMeKUUM CPOKOM 200HOCU

[Tonaganue nekapcTBEHHOTO ITpenapaTa BMECTE C OTX0IaMHU B OKPY KAOIIYI0 CPEy TOJKHO OBITh
CBEJIEHO K MUHMMyMy. He cienyer yTwin3upoBaTh NpenapaT ¢ MOMOUIbIO CTOYHBIX BOJ WM
BMeCTe C OBITOBBIMH OTXOJaMH. [10 BO3MOXKHOCTH HEOOXOAMMO HCIHOJB30BaTh CHEIHAlIbHbIE

CUCTCMBI U1 YTUJIW3AlUX JICKAPCTBCHHLBIX IMPEIapaToB.

7. AEPKATEJIb PETUCTPAIIMOHHOT' O YAOCTOBEPEHUSA
Poccuiickas @enepanus

AO «Papmacunres-Hopa»

197350, r. Cankr-IletepOypr, nopora B Kamenky, 1. 74, nut. A, momem. 1-H.
Ten.: +7 (812) 240-45-15

Agpec 35eKTpoHHOM NouThl: info-psn@pharmasyntez.com

7.1. IlpeacraBurenb AepaKaTesis PperiCTPALMOHHOIO Y10CTOBEPEHHS

IIpeTen3umn HOTDC6I/IT€J'I€I\/'I HarpasJIATH 110 aIPCCy.

Poccuniickas ®enepanus

AO «®apmacunre3-Hopa»

197350, r. Cankr-IletepOypr, yiu. JIéTunka Akaesa, . 8, k. 3, c1p. 1
Ten.: 8-800-100-15-50

Anpec anekTpoHHON nouThl: info-psn@pharmasyntez.com

8. HOMEP PETUCTPAIIMOHHOT' O YIOCTOBEPEHUA

9. JIATA IEPBUYHOM PETUCTPAIIMMA (ITOJATBEPXKJIEHUS PETUCTPAIIAMN,
IHEPEPETUCTPALIUN)

JlaTa nnepBo# perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA
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OOmas  xapakTepucTUKa JIeKapcTBEHHOro mpemnapata KamenurtaOuH — JocTynmHa — Ha
nHGOPMAIMOHHOM TopTane EBpa3uiicKOro 5KOHOMHYECKOTO0 COI03a B HMH(OPMAIIMOHHO -

KOMMYHUKaIIMOHHOHU cetu «IHTepHeT™ http://eec.eacunion.org.
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