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OBIIASI XAPAKTEPHCTHKA JTEKAPCTBEHROrG PERAPATR "7

1. HAMMEHOBAHMUE JIEKAPCTBEHHOI' O IIPEITAPATA
Nmatuau6, 100 mr, TablaeTKu, MOKPHITHIC MIICHOYHOUW 000JI0YKOMH.

Nmatuau6, 400 mr, TabIeTKH, MOKPBITHIC ITICHOYHOU 000JI0UKOH.

2. KAUECTBEHHBII U KOJIMYECTBEHHBIA COCTAB
JleiicTByrOIIEE BEIIECTBO: UMATHHHO.

Mmatnan6, 100 Mr, TabJIETKH, ITOKPBITHIE TNIEHOYHO 000JI0YKOHN

Kaxxnas tabnerka cogepxut 100 mr umaTrHNOa (B BHIE ME3MIaTa)

Mmatnan6, 400 mr, TabIEeTKH, ITIOKPBITHIE IUIEHOYHOM 000JI0UKO

Kaxnas tabnerka cogepxut 400 mr umatrHnOa (B BHIE ME3UIaTa)

[TosHBI TTEepeyeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEIEH B pazene 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabneTku, NOKPHITHIE MIIEHOUYHOM 000T0UYKOMA.

Mmartnam6, 100 Mr, TabIETKH, TOKPBITHIE TUIEHOYHOM 000JIOYKOMN

[IpomonroBartbie ABOSIKOBBITTYKITBIC TAOJCTKH, MOKPHITHIC INICHOYHOW 000J0YKOHM OT JKEITOTO JI0
OpPaHXEBOTO ¢ KOPHYHEBATHIM OTTCHKOM I[BETA.

Ha nomepednom paspese sapo TabJIeTKH OT OEJIOro JI0 CBETIIO-XKEITOTO I[BETA.

Nmatnan6, 400 Mr, TaOAETKH, TOKPBITHIE INICHOYHON 000JI0YKO#

[IpomonroBarbie ABOSIKOBBINTYKIIBIC TaOJSTKH, MOKPHITHIC INICHOYHOW 000JOYKOM OT JKEITOrO JI0
OPaHXEBOT'O ¢ KOPHYHEBATHIM OTTCHKOM I[BETA.

Ha IIOIIEPCUYHOM pa3pe3€ AAPO Ta0JIETKH OT OEI0TO J0 CBETJIO-KCJITOI'O IBECTA.

4. KIMHUYECKHUE JAHHBIE

4.1. lloka3zanusi K NPUMeHEHN IO

- BriepBble  BBISBJICHHBIH  IMOJIOKUTENBHBIM 1O  (Quiaaenb@Uickoil  XxpoMmocome
XPOHUYECKHMI MUETOUIHbIH Jieiiko3 (Ph+ XMJI) y meteii U B3pOCbIX.

- Ph+ XMJI B xpoHHn4ecko#i (ase npu Heyaaue Npe/iecTBYIONIeH Tepanui HHTeppEepoOHOM
anb(da M B asze akcenepaunnu, UM OJ1acTHOTO KpU3a y JeTeil U B3pOCIIbIX.

- BriepBble AMarHOCTHMPOBAHHBIA IOJIOKUTENbHBIN 1O (unanenbduiickoil Xxpomocome
ocTpsiit muMdoonactaslii aeiiko3 (Ph+ OJIJI) y nereii u B3pOCIbIX MAIMEHTOB B KOMOUHAIINH C
XUMHUOTEPAIUEH.

- PermmuBupyrommit wim pedpakrepusiii Ph+ OJIJI y B3poCibIX ManMeHTOB B KayecTBE

MOHOTCpAIInu.
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CBSI3aHHBIE C T€HHBIMH IepeCTporKaMu perenrtopa (akropa pocTa TPOMOOIMTOB y B3POCIBIX
MALMEHTOB.

- CHUCTEMHBII MacTOIIMTO3 y B3POCIbIX MAlMeHTOB ¢ oTcyrcTBueM D816V c-Kit myrarmu
WK ¢ Heu3BeCTHBIM C-Kit MyTalMOHHBIM CTaTyCOM.

- I'uniepao3unopmnbHeni cuaapoM (I'DC) u/mnu XpOHUYECKUH 203MHO(UIIBHBIN JICHKO3 Y
B3POCIIBIX C TIO3UTUBHOM MiH HeratuBHOU aHoManbHO# FIP1L1-PDGFR anbda-Tupo3nnkunasoii.
- HeonepabenbHble W/MIM MeTacTaTUUECKUE 3JI0KAYECTBEHHbIE T'aCTPOMHTECTHHAIbHbBIE
crpoMaiibbie omyxoiu (TMCO), mozutushbie o C-Kit (CD117) y B3pocibIX NaIlueHTOB.

- AnwroBanTtHas tepanus C-Kit+ (CD 117) TMCO y B3pocbIX MalMeHTOB.

- Heomnepabenbhasi,  penuauBupyromas W/WIA ~ MeTacTaTH4ecKas  BblOyxaromias
nepmatopuOpocapkomMa y B3pOCIIbIX MaIlMEHTOB.

4.2. Pe:xxum 103UpOBaHUSA M CIIOCOO IPUMEHEHHSA

JleueHue UMaTUHUOOM ClleZlyeT MPOBOIUTH TOJILKO MO HAOMIOJEHHEM Bpaya, UMEOIIErO OIbIT
paboThl ¢ MPOTUBOOITYXOJIEBBIMU MperapaTaMu.

JleueHue nmpenapaToM MPOBOJAT JIO TEX HOP, MOKA COXPAHAETCS KIMHUYECKUH 3(PdeKT.

CrexyeTr IpoBOIUTHh PYTHHHBIN KOHTPOJIb OTBETA Ha Tepanuio y naruentoB ¢ Ph+ XMJI, kak Bo
BpeMsI IPUMEHEHUs Ipernapara, Tak U B ClIydyae HM3MEHEHMsI TepalHM, C LEJbI0 BBISBICHUSA
CyOONTUMAIBbHOTO OTBETAa Ha JIEUYEHHE, MOTEPH OTBETAa, HEAOCTATOUYHOW NPHUBEPKEHHOCTH
NAIMEeHTa K JICYEHUIO (KOMIUIAEHTHOCTH) MM BO3MOKHOT'O JIEKAPCTBEHHOI'O B3aMMOJAEHCTBHSL.
Koppeknuto Tepanuu cieayer IpoBOUTb, OCHOBBIBASACH Ha pe3yibTaTaX MOHUTOPHUHTA.

PexxuMm fo3upoBanust

B3pocnvle

Ilpu XMJI pexomenayemas no3a mnpenapara Mmarunu® 3aBucut OT (ha3bl 3a0oneBanus. B
xpoHuueckyto ¢azy XMJI nosa cocraBmsier 400 mr/cyt; B a3y akcenepanuu U npu OJIaCTHOM
kpuze — 600 mr/cyt. [Ipenapar cnenyer npuHUMaTh | pas B CyTKH.

[Ipu oTCYTCTBUM BBIpa)KEHHBIX TOOOYHBIX () (HEKTOB U HEUTPOIIEHNUHU HIIK TPOMOOIIMTONICHUH, HE
CBSI3aHHBIX C JIEMKO30M, BO3MOKHO MOBBIIIEHUE J03bI:

- ¢ 400 mr 1o 600 mr mmu 10 800 Mr B CyTKH y AI[UEHTOB B XpOHHUYECKOH (ha3e 3a00s1eBaHus;

- ¢ 600 mr 10 800 MT B CYTKH Yy MallMEHTOB B (ha3e akcenepaluy U Npu 6JaCTHOM Kpu3e.

Takoe moBbIIeHHE O3Bl MOXKET OBITH HEOOXoaAuMO Tipu TmporpeccupoBanun XMJI (Ha mro6oit
CTaJ1M), P OTCYTCTBUU YIOBJIETBOPUTEIBHOTO T'€MaTOJIOTMUECKOr0 OTBETA Mociie 3 MecsleB
JIEYEHUs, LUTOIE€HETUYECKOTr0 OTBETa depe3 12 MecsueB Tepanuu WIM IpPU yTpaTe paHee
JOCTUTHYTOT'O FeMaTOJIOTHYECKOTO U/UIH HUTOI€HETUYECKOTO OTBETA.

IIpu Ph+ OJIJI pexomennyemas no3a npenapara Mmarnaub cocrasiser 600 mr/cyT.
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uMatuHuOa cocrapisieT 600 Mr/cyT.

IIpu muenooucniacmuueckux/muenonponugepamuenvlx 3a00JICBaHUAX PEKOMEHAyeMas J03a

npemnapara Mmatuaub cocrasmisier 400 mr/cyr.

Ipu cucmemnom macmoyumose (CM) npu orcyrcrBun D816V Kit myranuu pexomeHayemast

no3a npemnapara Mmatuaun6 cocrapiser 400 Mr/cyT.

[Ipn Hew3BeCTHOM MYTAIlMOHHOM CTaTyceé M HEAOCTaTOYHOUW 3()PEeKTHBHOCTH Mpeablaylici

Tepanuu peKoMeHayemas fo3a mnpernapata Mmatunub coctaBisier 400 mr/cyr. Ilpu Hammuum

anoManbHO# FIP1L1-PDGFR a-THpo3nHKHHA3bI, 00pa3yromeicss B pe3yabTaTe CIUSHUS T€HOB

Fip likel u PDGFR, pekomenayemas HavajgbHas mgo3a cocraBiser 100 wmr/cyr. Ilpu

HEJ0CTaTOYHOU 3(PPEKTUBHOCTH U OTCYTCTBUU BBIPAXKEHHBIX NMOOOYHBIX 3(PPEKTOB BO3ZMOKHO

noBbITIIeHUE 10361 70 400 MT/CyT.

Ilpu cunep3o3uHo@uibHOM cCUHOpOME U/UlU XPOHUYECKOM 203uHopurbHom aetxoze (I 2C/XIJI)

y B3pOCJIBIX NAIIUEHTOB pekoMeHayemas 103a coctanisietr 400 mr/cyt. ¥V manuentos ¢ 'DC/X3JI,

oOycnoBnernbix anomansHol FIP1L1-PDGFR o-THpo3nHKIHA30H, peKoMeHayeMas HadallbHast

no3a cocrapnser 100 mr/cyt. [Ipu HemocTaTouHO# 3(h(HEKTUBHOCTH M OTCYTCTBUHU BBIPAKEHHBIX

mo00YHBIX A(P(HEKTOB BO3MOXKHO TMOBBIMIeHHE 10361 10 400 wmr/cyr. Jledenue mpenapaTom

MIPOBOJIAT JI0 T€X MOP, MOKA COXpaHsAETCs KIMHUYECKUN 3 (deKT.

Ilpu neonepabenvhvix u/unu memacmamuyeckux 3nokavecmseennolx I MCO pekoMeHyemas 103a

npenapara Umatuau6 coctaiser 400 mr/cyt. [Ipu orcyrcTBun no6o4yHbIX 3peKToB npenapara

Y HEJOCTaTOYHOM OTBETE BO3MOXKHO YBEJIWUYEHHUE CyTOUYHOM mnpemnaparta Mmaruaubd ¢ 400 mr mo

600 mr nu o 800 mr.

[Ipu nmosiBIeHUM MPU3HAKOB MPOTPECCUPOBAHUS 3a00JI€BaHuUs Tepanuio npemnapatoM Mmatunu6

CIIeTyeT MPEeKPaATUTh.

Ilpu npumenenuu npenapama 6 kauecmee adviosaHmuou mepanuu y nayuermog c¢ I'HCO

pexomenayemas no3a cocrapisier 400 mr/cyr. MuHMManpHas MPOAODKUTEIBHOCTh JICUCHUS

coctaiseT 3 roga. OntumanbHasl JUIMTETHbHOCTh aIbIOBAaHTHON TEPANUK HE YCTAHOBIICHA.

Ilpu  HeomepabenvHOl,  peyudusupyiowjelu  w/uiu — Memacmamuyeckou  8vlOyxaoueu

oepmamocghubpocaprome pekoMeHryemas o3a npenapara matnau6 cocrasinsetr 800 Mr/cyr.
eTu

Jemu cmapwe 1 2o0a

[Tpu Ph+ OJIJT pacuer pexuma JO3MPOBaHHs OCHOBBIBACTCS Ha IUIOIIAAN MOBEPXHOCTH Tea.

PekoMeH lyemast 103a B CyTKu cocTasiser 340 mr/m?. O6mias cyTouHas 103a y JeTeil He JoKHa

npesbimath 600 mr. CyTouHyto 103y Ipenapara peKOMeHAyeTCsl IPUHUMATh OTHOMOMEHTHO.

Lemu cmapwie 2-x nem
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IIpu XMJI pacyer pexumMa INO3UPOBAHUSA O

PexoMeHn iyemas 103a B CyTku cocTasiseT 340 Mr/m?. O6mias cyTounas 103a y AeTeil He JoDKHA
npespimiath 600 mr. CyrouyHyro 103y Ipernapara MOXKHO IPUHUMAaTh OJHOMOMEHTHO WU
pa3fenuTh HA 2 PaBHBIX MPHEMa — YTPOM U BEUEPOM.

Koppeknus pexuMa JO3MPOBAHUS IIPHU PAa3BUTHH HE T'e€MaTOJOTMYECKUX MOOOYHBIX 3d)d)eKTOB

npemnapara

[Ipu pa3BuTHH JTIOO0TO CEPHE3HOTO HE TEMATOJOrHYeCcKOro nodouHoro 3¢dekra, cBsI3aHHOTO €
MpUEMOM TIpernapara, Teparui CIeAyeT MpepBaTh M0 Pa3pelIeHHs] COCTOSHHS. 3aTeM JIeUueHUe
MOET OBITH BO300OHOBJIEHO B J03€, 3aBHUCAIIEH OT TSHKECTH HAOJIOJAaBIIErOCS MOOOYHOTO
s dexra.

[Ipu yBenm4eHHM KOHILEHTpAIMU OWIMPYOMHA M aKTUBHOCTH «IIEYEHOUYHBIX» TpPaHCAMHHA3 B
CBIBOPOTKE KpOBH B 3 1 5 pa3 Bbliie BepxHeil rpanuiibl Hopmbsl (BI'H), cooTBeTcTBeHHO, NleueHne
MpenapaToM cleyeT BpeMEHHO MPUOCTAHOBUTH J0 CHIDKCHHS KOHIIEHTpAIMu OUIupyOnHa 10
3HaueHuss MmeHee 1,5 X BI'H u akTHBHOCTH «II€UEHOYHBIX» TpaHCAMHUHA3 J0 3HAYCHUS MEHEE
2,5 x BI'H.

Tepanuio UMaTUHHOOM BO30OHOBIISIIOT C YMEHBIIEHHOW CYTOYHOW JO3BI: Y B3POCIBIX 03y
yMmenbmaroT ¢ 400 mr 1o 300 mr B cytku unu ¢ 600 mr go 400 mr B cytku, uiau ¢ 800 mr go
600 Mr B CyTKH; y AeTeii — ¢ 340 mr/m? 1o 260 Mr/mM% B CyTKH.

Koppeknus pexxuMa J03UPOBaHKS IIPU PA3BUTUU CEPhE3HBIX NOOOYHBIX YP(HEKTOB CO CTOPOHEI

CUCTEMBI KPOBETBOPECHU A (TDOM6OHI/ITOH€HI/I$I, HEHUTPOIICHHUS BBICOKOM CTEIIEHU TH)KGCTI/I)

[Ipy BO3HHMKHOBEHMHM HEUTPOTICHUM W TPOMOOIIMTOIICHUU TpeOyeTcss BpEMEHHAas OTMEHa
npernapara WIH YMCHBIICHHE €ro JI03bl, B 3aBHCUMOCTH OT CTCICHH BBIPAKCHHOCTH AITHUX
HE)KeJIaTeIbHBIX SBJICHUN.

[Tpu CM u I'DC n/unu X3J1, oOycnosnennbix anomansHoi FIP1L1-PDGFR a-tuposunkunasoit
(HayanpHas g03a npernapara Umatuaub cocrarisier 100 mr), B ciydae CHYDKEHHUST aOCOJIFOTHOTO
KOJIMYECTBA HEHTPOo(MIOB B KpoBU 10 ypoBHs < 1 X 10%n u/unu xonmdyectBa TPOMOOILMTOB B
kpoBu < 50 x 101 pexomenyercs:

1) ormenuTs npenapat UMatuHub 10 TeX MOp, Moka abCOMIOTHOE KOTUYECTBO HEUTPOPHUIOB HE
yBeIUuuTCs 10 > 1,5 % 10%n u TPOMOOITUTOB JI0 > 75 X 10° /m;

2) BO30OHOBUTSH JieueHHe mpenaparomM iMmaTuHUO B 103€, MPUMEHSIEMOH 10 IPEPhIBAaHUS TEPAIUU.

IIpu xpornueckoi dhaze XMJI y nereil ¥ B3pocibixX (HadyaabpHas 1034 Ui B3pociblXx — 400 Mr, uis

geteii — 340 wr/M?), MHeI0IMCIUIACTHUYECKUX/MHUEIONPOIn(ePaTHBHBIX 3a00JIeBaAHMUSAX,

snokayectBeHHBIX [ICO, CM u I'DC/XDJI v B3pocabIX manueHToB (HayaabpHas 1o3a — 400 mr)

B Cilydae CHIYKEHHs abCONIOTHOTO KONMYecTBAa HeHTpodunos 1o yposHs < 1 x 10%n w/umm

KOJIM4ecTBa TpoMbonuToB < 50 x 10%1 pexomenmyercs:
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1) ormenuts npenapatr MimatunuO 10 TeX MOp, [oKa a6COMIOTHOE KOJIMYECTBO HGPITpO(%I/IJTOB HE

yBenmuuuTes 10 > 1,5 x 10%1 u TpomGormtos 10 > 75 x 10%/m1;

2) B0300HOBUTH JieueHHE TpenapaTtoM lMmatuHuO B 103€, MPUMEHSEMOW OO0 TpEphIBAHUSA
Teparuy;

3) B ciyuae MOBTOPHOTO CHMKEHHMS KOJM4ecTBa HeTpodmimos < 1 x 10%m n/mnn komudecTsa
tpomGormToB < 50 X 10%m ciemyeT MOBTOPUTH JAeHCTBHSA, yKa3aHHBIE B IyHKTe 1, a 3aTeM
BO300HOBHTH JieueHHe npenapatoM MmatnauO B ymeHbmieHHoW mosze 300 mr (y mereir —
260 Mr/m?).

B da3y akcenepaimu u 6imactHOro Kpm3za XMJI v nereli u B3pocibeix 1 npu Ph+ OJIJI v B3poCabIx

IIAIMEHTOB (HAYAIbHAS CYTOYHAS J103a JUTS B3POCHBIX — 600 mr, /u1s nereit — 340 Mr/mM?) B cirydae

CHIKEHMs abCOTIOTHOrO KoimdecTBa HeiitpodmmoB < 0,5 x 10%m w/mmm  konmuectsa
TpoMOOIMTOB < 10 X 10°%/11 IocI1e 0THOTO ¥ G0JIee MECSIIER JICUESHUSI PEKOMEHTyeTCS

1) mpoBepUTH, SBJISICTCS JIH IUTOTICHUS CJICICTBUEM JIeHK03a (MCCIIeIOBaHNEe KOCTHOTO MO3Ta);
2) ecny MUATOTICHUS HE CBsI3aHA C JICHKO30M, YMEHBIIUTH 103y npemnapata Umatuau6 qo 400 mr
(y neteit 260 Mr/m?);

3) ecnu UUTONEHUS COXPAHSETCS B T€UEHHE 2 HEAeNb, YMEHBIIHUTH 03y A0 300 mr (y nmerei
200 mr/m?);

4) ecnu UUTOIEHUS COXpAHSIETCA B TeueHue 4 Hellelnb U ee CBSA3b C JIEHKO30M He MOJTBEpIK/IeHa,
OTMEHUTH Tpenapatr MMatuHuO 10 TeX mop, Moka abCOJIIOTHOE KOJUYECTBO HEUTPODHUIIOB HE
yBEIUYHUTCS 0 > 1 X 10%1 u TpoMOOIIUTOB > 20 X 10%/1; 3ateM BO30GHOBHTH JICUCHHE
npenapatoM MMatuan6 B no3e 300 mr (y geteii — 200 mr/m?).

Ilpu  HeomepaOedapHOH, PEHUIUBUDPYIOMIEH  W/WIM  METACTAaTUYECKOW  BBIOYXAOLIEH

nepmaTtodbubpocapkoMe (HadasibHas 1032 uMatuarOa 800 Mr) B cilydae CHHYKEHHs a0COTFOTHOTO

KoumuecTBa Heiitpodmmo < 1 x 10%nm w/mmm xommuectBa TpomGommToB < 50 X 10%1
pEKOMEHAyeTCS:

1) ormenuts npenapat MaTtuHUO 10 TEX MOp, MOKa aOCOIOTHOE KOJIMYECTBO HEUTPODUIOB HE
yBeNU4YUTCS J10 > 1,5 X 10%n u TPOMOOITUTOB > 75 X 10%/m;

2) B0O300OHOBHUTH JieueHue npenapatom Mmatunuo B 1o3e 600 mr.

B ciyuae MOBTOPHOTO CHMKEHHsS KoJMdecTBa HelTpodunos < 1 x 10%n w/umu konmdecTsa
TpomboruToB < 50 % 10%n chemyer moBTOpUTHL AeHCTBHSA, yKa3aHHbIE B MyHKTE 1, a 3areM
BO30OHOBUTS JieueHue npenaparom Mmatuaub B ymenbieHHOH 103e 400 mr.

Oco0rbIe I'pylIibl NAanMCHTOB

Iayuenmwl nosxcunozo eo3pacma (cmapuie 65 em)
VY nanueHToB MOKUIIOTO BO3pacTa He TpeOyeTcss KOPPEKIIMU peXuMa T03UPOBAHHUS MTpenapara.

Iayuenmsi ¢ HapywieHuem hyHKyuu novex
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NAIEeHTOB C HApYyMIEHUSMH (YHKIMM TOYEK WM Yy MAIHeHTOB, KOTOPBIM TpelyeTcs

o)

[loukn He UrparwT CYLIECTBEHHOW pOJIA B BBIB

CHCTEMaTHYeCKOe TMPOBEACHHE TeMOoJHain3a, JiedeHue mpenaparom Mmaruau® cuenyer
HAYMHATH C MUHIMAITbHOU 3P PexTuBHOM 10361 —400 MT 1 pa3 B CyTKH, COOIIIO/1ast OCTOPOKHOCTD.
[Ipn HenepeHocMMOCTHM MMaTMHMOA HaydajbHas J03a Ipernapara MOXET ObITh CHIXKEHA, IpU
HEIOCTaTOYHOU A(PPEKTUBHOCTH — YBEITMUCHA.

Ilayuenmoi ¢ napywenuem yHKYUU nevyeHu

[Tockonbky uMaTUHUO MeTaboJM3UpYyeTCsl TJIaBHBIM 00pa3oM B I€YEHH, MalUMeHTaM C
HapyIIeHUSIMH (YHKLIHUW TE€YEHH JIETKOM, CpeAHEeW M TSKENOM CTENEeHH TSKECTH IpernapaT
Nmatunu® crenyer mpuUMEHSATh B MUHUMAaJIbHOM cyTouHoi no3e — 400 wmr. Ilpu pa3Butum
BBIPDAKEHHBIX HEXKENIATeNbHbIX TOKCHYECKHMX dJ(PQeKToB 103y Mpemnapata HeoOX0IuMO
yMeHbIINUTh. Creayer ¢ 0co00i OCTOPOKHOCTbIO MPUMEHSTh Mpenapar y MalueHTOB C
HapyleHneM (pyHKIUU NE€UYEeHU TSHKENOH CTerneH .

Croocob nnpuMeHeHus

[Ipenapar cinenyeT MpuHUMATh BHYTPb BO BPeMsl €/Ibl, 3aITMBasi TIOJHBIM CTaKaHOM BOJBI (s
CHIDKEHHUS PUCKA PAa3BUTHSI KETYJOYHO-KUILIEYHBIX PACCTPOMCTB).
Ho3b1 400 1 600 Mr B cyTkH NprUHUMAIOT 3a 1 ipueM; cyrounyto 103y 800 Mr cieayer pa3aeiinuTh
Ha 2 npuema — 1o 400 Mr yrpom u Be4€pOM.
[TaruenTam, He UMEIOIIMM BO3MOXXHOCTU MPOTJIOTUTH TAOJNETKY IEJIMKOM, HampuMep, JETsM,
npemnapaT MOXHO MPUHUMATh B Pa3BEJCHHOM BUJE, JJS 4ero TabJeTKH pa3BOISAT BOAOW HIIU
sg0104yHBIM cOKOM. Heobxonmmoe KoiauuecTBO TaOJETOK IMOMEIIAIOT B CTaKaH, 3aJIMBaIOT
KUJIKOCTHIO (MpuOu3uTeabHo SO M1 sxuakocTH st Tadnetku 100 mr u 100 Mt — s TabseTku
400 Mr) u pa3MemmBaIOT JIOKKOM, B pe3ylibTaTte yero oopasyercs cycrensus. [lomyauBuryrocs
CYCIIEH3HUIO CIIEAYyEeT MPUHUMATh BHYTPh Cpa3y MOCje MPUTOTOBICHHUS.
4.3. I[IpoTrnBONOKA3aHUSA
. ['unepuyyBCTBUTENBHOCTh K UMATHHUOY WM K JIFOOOMY U3 BCIIOMOTATEJbHBIX BEIIECTB,
MEepPEUYNCIICHHBIX B pazjene 6.1.
o bepemeHHOCTH U epro rPyJHOTO BCKapMJIUBAHMUSL.
o Jlerckwuii Bo3pact (3¢ GeKTUBHOCT U O€30TACHOCTh HE YCTAHOBIICHBI):

- 10 1-ro roga y marrentos ¢ Ph+ OJIJT;

- 10 2-x jet y namuenToB ¢ Ph+ XMUJI;

- 70 18 5ieT o ocTanbHBIM MOKa3aHUSIM.
4.4. OcoOble yKka3aHusi 1 MepbI IPEI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKXHOCTBIO
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Crnenyer ¢ 0OCTOPOKHOCTBIO TPUMEHSATh UMATHHUO:

* y MAI[MEHTOB C HapylIIeHHEM (YHKIUHU MEYCHH TSHKETION CTEIeHH;

* y MAIMEHTOB C HAapylIeHHEeM (YHKIUHU TOYEK THKEIION CTETIeHH;

* y MaIMeHTOB ¢ 3a00JEBAaHUAMHU CEPIACUYHO-COCYAUCTOW CUCTEMBI W/WIN TIPH HAJTHYUU
(haxTOpPOB pHICKa Pa3BUTHS CEPJCUYHON HETOCTATOUYHOCTH;

* [IpH MIPOBEICHUH PETYISPHOM MPOLIEAYPHI TEMOANAIH3A;

* IIpU OJAHOBPEMEHHOM IPHUMEHEHUH C IpernapaTamMy, MHTHOUPYIOIIUMHU H30(EpMEHT
CYP3A4, cunpabiMu uHAykTOpamu m3odepmenta CYP3A4, mpemaparamu, SBISTFOUTIMUCS
cyoctparamu uzopepmenta CYP3A4S,

* pU OJHOBPEMEHHOM MPUMEHEHUH C TIapareTaMmolioM, BaphapruHoM (cM. pazaen 4.5).

Oco0Oble YKa3aHus

Jleuenne mnpemnapatom HWmatuHuO ciemyer NPOBOAWTH TOJIBKO TIOJ HAOMIOACHUEM Bpaua,
HMMEIOIIETO OIBIT PAOOTHI C MPOTHBOOITYXOJIEBBIMHU TIpeTapaTaMH.

[Ipu oOpamieHnu ¢ mpenaparoM ciaeayeT u30erath MomnajgaHus €ro Ha KOXKY M B rjia3a, a TaKkKe
BJIBIXaHHsI TIOPOIIIKA TIpernapara.

3adeporcka sncudxocmu

B cBsi3u ¢ TeMm, 4yTto mpu npumeHeHuH npemnapara Mmatuaub npumepHo y 2,5 % maiueHToB ¢
BHOBb  JUarHocTupoBaHHbiM XMJI oTMedasnach BBIpOKEHHAs 3aJ€piKKa KUIKOCTH,
pPEKOMEHAYETCsSI PETYASIPHO KOHTPOJIMPOBATh Maccy Tena. B ciayyae HEOKMIAHHOTO OBICTPOTO
YBEJIMYEHHUSI MAcChl TeJa ClelyeT MPOBECTHU OOCleOBaHKHE MAlUeHTa U IpU HE0OXOJUMOCTH
BPEMEHHO NPEKpaTUTh Tepanuio mnpenaparoM HWMMatuHu® wW/uiaum HayaTh MpPUMEHEHHE
nuypetukoB. HamOonbIinas yactoTa pa3BUTHSL 33AE€PXKKH SKUIKOCTH OTMEYACTCS Y MOXKHIIBIX
MAIMEHTOB C COMYTCTBYIOLIUMU 3a00JIEBaHUSMHU CEPJICYHO-COCYAUCTON CUCTEMBI.

B oTnenbHBIX ciiydasx BbIpa)KEHHas 3aJIep>KKa KUIAKOCTH MOXKET MMETh TSDKEIIOe TeUEHHUE C
JeTanbHbIM Ucxoa0M. [Ipu npumeHeHnr UMaTUHNOA OTMEYaNach CMEPTh MalMeHTa ¢ OJaCTHBIM
KPU30M U KOMIUJIEKCHOW CHUMIITOMATHKOMW: TJIEBPAIbHBIM BBIIIOTOM, 3aCTOMHONM cepleuHON U
MMOYE€YHOM HEJOCTATOYHOCTHIO.

Koumpone nabopamopnuix noxazamenet

T'emamonocuueckue noxazameu

[Ipy npumeHeHHH MMaTHHMOA OTMEYAJIOCh PAa3BUTHE HEUTPONEHUU WM TPOMOOLUTOIEHHH,
OJIHAKO ATHU SBJICHUS UMEJH YETKYIO CBS3b CO CTa/uel 3a00eBaHNs, YaCTOTa UX BO3HUKHOBEHUS
Obu1a BhIIIE Y nanueHToB ¢ XMJI B aze 61acTHOro KpHu3a WM ¢as3e akceslepaluy 1Mo CpaBHEHUIO
¢ mareHtamu ¢ XMJI B xpoHuueckoit ¢asze. Bo3aM0OXHO BO3HMKHOBEHHE HEOOXOJIUMOCTH BO
BPEMEHHOM IIPUOCTAHOBJICHUH TE€PAIIUU WU YMEHBILEHUH J103bI IIpelapara.

Dyuxyusa neyenu
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ITpu npumenenun npenapara MmatuHn® pexoMeHayeTcs PELyaapHO IPOBOIUTH KIMHNYE cKe
aHaJIM3bl KPOBH U OCYIIECTBJISATH KOHTPOJb (YHKIMH IEYeHU (TpaHCAaMHUHA3bI, OWIMpYOuH,
mienovHas gocdarasa).

[Ipy mpumeHeHWM TpenapaTa y MAIMEHTOB C 3a00JIEBAHUSMHU TEYEHHU CIEAYET PEryIspHO
MIPOBOJIUTH KIIMHUYECKUI aHAIN3 KPOBH U OMPEIEIISATh AKTUBHOCTh «IIEYCHOYHBIX» (DEPMEHTOB.
Hapywenue ¢pynxyuu nouex

WmatnHn® u ero MeTaboJHMTHI BBIBOJSATCS MOYKAMU B HE3HAUMTENBbHOW cremeHu. Kimpenc
KpeaTMHHHA CHIDKAETCS C BO3PACTOM, IPU 3TOM BO3pAcT HE MMEET 3HAYUMMOTO BIIMSHHS Ha
(apMakOKMHETHYECKHE NOKAa3aTeId UMaTUHUOA. Y MallMeHTOB C HapylleHueM (YHKIHMH MOYEK
9KCMO3ULMSA MMAaTUHUOA B IJIa3ME KPOBU BBIIIE [0 CPAaBHEHMIO C IMAllMEHTaMU 0€3 TaKOBBIX
HapylIeHWH, YTO BO3MOXHO CBSI3aHO C YBEIMYEHMEM KOHIEHTpPAllMU KHUCIBIX alb(da-
TJIMKOMIPOTENHOB (OCHOBHBIX OEJIKOB IJIa3Mbl KPOBH, CBSA3BIBAIOIIMXCS ¢ MMaThHHOOM). He
OTMEUYEHO KOPPENSLUU HKCHO3UIMH HUMAaTHMHHOA W CTENeHH HapyuleHUs (YHKIUH IHOYeK Yy
MAIMEHTOB C HapylIeHHeM (YHKLMHU MOYEeK OT JIerkoi (kiupeHc kpeatnHuHa 40—59 mi/mMuH) 10
TsDKeNoN (KiMpeHc KpeaTMHMHa < 20 MJI/MUH) cTeneHH TshkecTH. Tem He MeHee, Npu
HEMEePEeHOCUMOCTH y MAIMEeHTOB [aHHOM KaTeropuM HadalbHYyIO J103y Ipenapara ciaenyer
CHM3HTb.

JlnuTtenpHOe npuUMeHeHue npenapara MMatuHO MOXeT ObITh aCCOLMMPOBAHO C KIMHUYECKU
3HaYMMBbIM CHWXKEHHEM (QyHKIMHU nodek. [lepen HauanoM Tepanuu npenapaTtoMm ciaelyeT OLEeHUTh
(GYHKIHIO OYEK U TIATEIbHO KOHTPOJIMPOBATh €€ BO BpeMsl Tepalu, yaeiss 0co00e BHUMaHHUE
HalMeHTaM, MMEIUIMM (aKTOpbl pHCKAa pa3BUTHS HapylleHHs (QyHKOUM mHoyek. B ciayuae
BBISIBJIICHUS HAPYIIEHUS (PYHKIUH [TOYEK CIIEyeT HauyaTh COOTBETCTBYIOLEE JICUEHHE.
T'unomupeos

[TockonbKy MMEIOTCS COOOIIEHUSI O Pa3BUTUU TMIIOTHpEOo3a Ha (OHE MPUMEHEHUs IpenapaTa
NmaTuHHUO y NAlMEHTOB, MEPEHECIIUX TUPEOMIPKTOMUIO U MHOJYYaIOUIUX 3aMECTUTEIbHYIO
TEpaluI0 JIEBOTUPOKCMHOM HATpusi, HEOOXOJUMO pErylspHO IPOBOAUTH OINpe/eiIeHue
KOHIIEHTpAllUU TUPEOTPOITHOTO FOPMOHA Y JaHHON KaTeropuy MalueHToB.

Iayuenmvi ¢ 3a601e6anUAMU CEPOSUHO-COCYOUCMOLL CUCEMbL U NOYEUHOU HEOOCMAMOYHOCbIO
Crnenyer obecnednTh THIATEIbHOE HAOMIOACHUE TMAIMEHTOB C 3a00JIEBaHUSIMHU CEpICUHO-
COCYIUCTOM CHCTEMBI, (DaKTOpaMH pHUCKa DPa3BUTUS CEPJACYHOM HEJOCTATOUYHOCTH, a TaKKe
MAIMEHTOB C IOYEYHOM HEAOCTAaTOYHOCTHIO B aHamHe3e. [Ipu BBISBICHMM NPU3HAKOB WU
CUMIITOMOB, YKa3bIBAalOIMX Ha JAHHBIE COCTOSHUS, CIEAYET IPOBECTU OLIEHKY COCTOSIHHS
MaIMEeHTa U Ha4aTh COOTBETCTBYIOILEE JIeUeHHE. Y MAalUEHTOB C CHHAPOMOM T'HIIEP303UHO Qrinn
(CI'D) u »03uHOGMIBHONW HMHPUIAbTpAIMEd MHUOKapJa B Hadaje Tepanud HMaTHHUOOM

OTMCHAJIIMCh  OTACJIBHLBIC  ClIydad  Pas3sBUTUSA  KapAHUOTCHHOTIO I0Ka/. JICBO)KCJ'IyI[O‘-IKOBOﬁ
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HEJIOCTATOYHOCTH (CBSI3aHHBIE C JIETPAHYISAIUEN 3031/115-0|-I A:{J;IJEJE"IE.HHWE#&;I;%JIETQ; I:{'I:I(;cne
n00aBIIEHUS K TEPAIIMK CUCTEMHBIX TTIOKOKOPTUKOCTEPOUIOB, IPUHATHUS MEp, HAIIPABJICHHBIX HA
noiiep kanue KpoBoOOpalieHus, 1 BpeMEHHOI OTMEHBI Iipernapara MiMmatuauo.

VYV mamumentoB ¢ MJIC/MII3 U BBICOKMM KOJMYECTBOM 3O3MHO(DUIIOB CIIEAYeT MPOBOIUTH
aIIeKTpoKapauorpaduyeckoe UCCIIEIOBaHUE u OTIPEEIATh KOHIIEHTPALUIO
KapIuoCTeu(pUIHOTO TPOIIOHUHA B CBIBOPOTKE KpOBH. [IpH BBISBIEHUHN OTKIOHEHUH OT HOPMBI
B Hayaje TEpamuu CJeIyeT PacCMOTPETh BO3MOXKHOCTH MPO(UIAKTUYECKOTO HPUMEHEHHUS
CHUCTEMHBIX TJIFOKOKOPTUKOCTEpOUA0B (1—2 Mr/kr) B TedyeHue 1—2 Henenab OJHOBPEMEHHO C
MMaTHHHOOM.

Kposomeuenue uz opeanos srcenyoouno-kuuieunozo mpaxma (7KKT)

VY manueHToB ¢ HeomepaOeIbHBIMU W/WIM MeTacTaTH4YeCKuMHU 3iokadecTBeHHbIMH [MCO B
KIIMHUYECKUX HCCIeA0BaHUAX 3 (a3bl KPOBOTEUEHHS PA3IUYHOM JIOKaIM3alMl OTMEYallCh B
12,9 % cny4aes; B uccieoBaHusX 2 (hasbl KEITyT0YHO -KUIIICYHBIE KPOBOTEUEHHS OTMEUAIIUCH Y
8 marmentoB (5,4 %), KPOBOTEUEHUS M3 OIMyXOJEBHIX o4yaroB — y 4 mamueHToB (2,7 %).
KpoBoTteuenus HaOnM0AaIMCh KaK U3 OpPraHOB OPIOIIHOM MOJIOCTH, TaK U MEYEHH, B 3aBUCUMOCTH
OT JIOKAJIU3aI[1 K OITyX0JIeBBIX 04aroB. Kpome Toro, B moCTperucTpalioHHOM MEPUO/IE NOTYYEHBI
OT/EIIbHBIC COOOIIEHHUS O CITydasX COCYIMCTON 3KTa3uu aHTpajbHOTro otaena xenynaka (GAVE-
CHUHJIPOM), PEAKON MPUUYUHE >KEITyIOYHO-KUIIEYHOTO KPOBOTEUEHHMS, 3apErUCTPUPOBAHHBIX Y
nanueHToB ¢ XMJI u OJIJI u qpyrumu 3a00jieBaHUSIMHU.

HeoGxonumo  konTposmpoBath cocrostnue JKKT y manumeHToB ¢ MeTacTaTH4eCKUMU
3nokauecTBeHHbIMU ['ICO (60516 B )KHMBOTE, Ky I0UHO-KHUILIEYHbIE KPOBOTEUEHHUS, 3a110p U Jp.)
B HayaJle U Ha BCEM IPOTSHKECHUM Tepalnuu MMaTMHHOOM. B ciaydae HeoOxoauMocTu cienyer
paccMOTpeTh BOBMOKHOCTh OTMEHBI T€paluy IpenapaToM.

Cunopom nuzuca onyxonu

BenencrBue pucka pa3BUTHS CHHApPOMA JIM3UCAa OIYXOJM Iepes INPUMEHEHHEM IpenapaTa
NmatuHu® cnenyeT mnpu  HEOOXOJUMOCTH CKOPPEKTHPOBATH KIMHUYECKU BBIPAKEHHYIO
JETUAPATaLUIO U MOBBILIIEHNE KOHIIEHTPALMH MOUYEBOM KUCIIOTHI.

Peaxmueayua eupyca cenamuma B

VY nanumeHToB, SABJIAIOIIMXCS HOCUTEISIMU BUpYca renatuta B, Bo3MO>KHa peakTUBaLUs JaHHOTO
BHpYCa I1ocie Tepanuu npenaparamMu uHruoutopamu BCR-ABL THpO3MHKHMHA3bI, TAKUMHU Kak
uMaTUHUO. B HEKOTOpBIX cilyyasX HmpU MPUMEHEHMM MpPEenapaToB JAaHHOTO Kiacca OTMEUYEHO
pa3BUTHE OCTPON MMEYEHOYHON HETOCTATOYHOCTH UM (YIbMUHAHTHOTO MeNaTyuTa, MPUBOISAIINX
K TpaHCILJIaHTAllMK NIEYEHU WM JIeTallbHOMY ucxoay. [lepen HauanoM Tepanuu npenapaTrom Beex
MAIMEeHTOB CleyeT o0cieoBaTh HAa Hanuuyhe Bupyca renaruta B. Crnenyer Taxke mpoBecTH

O6CJ'IC,Z[OBE[HI/IC MalUCHTOB, MOJIYYAarOIIHUX TCpaIlnto MpernapaToM B HACTOAIICC BpCMs, HaA HATTUIUC
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MHOUIMPOBAHUS BUPYCOM renartuta B ¢ menb
[Ipy mony4eHHH MOJIOKUTEIBHOTO pe3yJbTaTa CEpPOJIOTUYECKOTO TECTUPOBAHUA (B T.4. NpHU
aKTUBHOM MH(EKIIMOHHOM IpoIiecce) CIeayeT MPOBECTH KOHCYIbTAIMIO MAIIMEHTA Y I'elaToJiora
U CHelMaIuCcTa 10 JICYEHUIO BUPYCHOTO remartuta B, kak B cilyyae mepej HayajloM Tepanuu
[pernapaToM, TaKk W IAlMEHTOB, NOJYy4alOIIMX TEpaluio IpenapaToM B HACTOSILEE BpPEMS.
CocTosiHME MalMeHTa, SBJISIIOIIEIOCS HOCHTENEM BUpyca remaruta B, mpu HeoOXoamMocTu
JICUEHHUS MPEenapaToM CielyeT TUIATeIbHO KOHTPOJIUPOBATh Ha IPEIMET Pa3BUTHS [IPU3HAKOB U
CUMIITOMOB aKTMBHOI'O MH(EKIIMOHHOTO Ipoliecca Kak BO BpeMs Te€paruu MpernapaTrom, Tak U B
TE€YEHHE HECKOJIbKHUX MECSIIEB I10CIIE €€ OKOHYaHMS.

Tpombomuueckas mukpoaneuonamus (TMA)

[Tpumenenne waHrHONTOpoB BCR-ABL-THpO3WHKMHA3BI OBLIO acCOIMHUPOBAHO C Pa3BUTHEM
TMA, BkiIO4as OTAENbHBIE COOOIIeHUs HAa (OHE MPOBOAMMON Tepanuu umatuHuoOoM. [Ipu
MOSIBJICHUH Y MAllMeHTa, TI0JIYYarollero UMaTHHUO, JJabOpaTOPHBIX UIIH KIMHUYECKUX MPU3HAKOB
TMA Heo0xoAuMO MpeKpaTUTh TEPANUI0 U MPOBECTHU TIIATENbHYIO OlleHKy TMA, Bkitouas
oTpenieNieHne akTUBHOCTH MetayutonporenHassl — ADAMTSI3 u yposus antn-ADAMTS13
aHTUTeN]l (MMMYHOIVIOOYJIMHOB) B IUIa3Me KpoBH. B ciydyae mNoOBBIIEHHS YpPOBHS aHTH-
ADAMTSI3 anTHTEN OJHOBPEMEHHO C HHU3KOW akTHBHOCTRI0O ADAMTSI13 B murazme KpoBH
Tepanuio IMaTHHUOOM BO30OHOBIISITH HE CIIEIYET.

JleTy ¥ mOAPOCTKU

OnpiT sneuenus mnpenapatom Mmatuau6 gereir ¢ XMJI muamgme 2-X J€T OrpaHWYEH, OTIBIT
MIpUMEHEHHUsI Mpernapara Mo JpyruM MoKa3aHusM OTpaHUYEH y MalMeHTOB Miiajie 18 jet, onbIT
npuMmeHeHus: npenapara y aereid ¢ OJIJI mnamgme omHoro rojga orpanudeH. Jloarocpounbie
3¢ deKThI UIUTENFHOTO BO3IeHCTBUS Npenapara imaTiuHuO Ha pocT y AeTell HeM3BECTHBI, HO TaK
KaK UMEIOTCSI COOOIICHUSI O CIy4asX 3aJIep>KKH POCTa, PEKOMEHyeTCsl MPOBOIUTH TIIATEIbHBIN
KOHTPOJIb pOCTa y JeTeM, Mmoryyarouux npenapat Mmatuauo.

4.5. BzaumojeiicTBHe ¢ JAPYrMMH JIeKADCTBEHHBIMH MpenaparaMd W [pyrue BHbI
B3alMMOJAeHCTBUSA

IIpenapamul, Komopuvle MO2Ym CHUNCAMb KOHYESHMPAYUIo UMAmMuHuda 8 niasme Kposu
OpHoBpeMeHHOE TMpUMEHEHHEe WMaTHHHOAa C TpernaparaMmu, SBISIOMIUMECS HWHAYKTOpaMu
nzodpepmenta CYP3A4 (pudamnuiuH, 1eKcaMeTa3oH, MpenapaThl 38€po00s POAbIPSBICHHOTO,
MPOTUBORMMICNITAYECKUE  TIpemaparbl:  KapOamasenuH,  OKckapOazenuH,  (HEHUTOUH,
(benobapoutan, (HocPeHUTOUH, MPUMHIOH) MOXKET MPHUBECTH K YCKOPEHHIO MeTaboian3Ma
UMaTUHUOA U, Kak CJEICTBHE, K CHUKCHHMIO €ro KOHIIGHTpAallud B TUIa3Me KpOBU U

He:—)(b(beKTI/IBHOCTI/I TCpaIruu. CormacHo pe3yiibTaTaM HCCHCHOB&HHﬁ, KOHIOCHTpAaLus UMaTHHUOa
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CHELOQBATENRHOCTE 000

cHmkaercs Ha 54-74 %. Cnenyer u3berath OIIHOBDGM H‘ PUMCHCHUS HUMATHUHU 2 u
CHJIBHBIX HHIYKTOpOB n3o(pepmenta CYP3A4.

IIpenapamul, Komopwvlie Mo2ym NOBbLLUAMb KOHYEHMPAYUI0 UMAMUHUDA 8 Naa3Me KPOBU

[Ipu oTHOBpEeMEHHOM PHUMEHEHUH UMAaTUHUOA C TMpenaparaMu, MHTHOUPYIONUMHU H30(hepMEeHT
CYP3A4 uuroxpoma P450, nanpumep wHruOuTOpamMu MpoTeasbl (MHIAMHABUD, JIOTIMHABUD,
PUTOHABHp, CaKBUHABHD, TeEJANpeBUp, HEN(PHHABHD, OOILEIPEBUP), MPOTUBOTPUOKOBBHIMU
npernapaTtamMy TPYIIEl a30J10B (B T.4. KETOKOHA30JI, UTPAKOHA30J1, TI03aKOHA30J, BOPUKOHA30I1),
HEKOTOPHIMH aHTHOMOTHKAMH-MAaKPOJIUIAMH (SPUTPOMHUIIMH, KIAQPUTPOMHUIINH, TSIIUTPOMUITUH ),
BO3MOJKHO 3aMeJUIeHHEe MeTa0oIM3Ma UMaTHHHOA ¥ YBEJIIMYCHHE €ro KOHIICHTPAIMU B TUIa3Me
KpoBU (MakcuMaibHas KoHUEHTpauus (Cmax) yBenuuuBaercs Ha 26 %, miomaab 1oJ KpUBOH
«kounenrpanus-spems» (AUC) — na 40 %). HeoOxoaumo coOoaaTh OCTOPOKHOCTH IPH
HEO0OXOIMMOCTH COBMECTHOTO Ha3HAUCHHUSI KOMOMHAIIMA HMMAaTHHUOA C 3TUMH TIperapaTamMu WIn
npyrumu uHrHOnTOpaMu n3odepmentoB CYP3A4.

IIpenapamul, Konyenmpayus KOMoOPsIX MOHCEM USMEHAMbCA NPU HA3HAYEHUU UMAMUHUOA

VY manueHToB, MePeHeCHINX THPEOUIIKTOMHIO W TIOTYYAOIINX 3aMECTUTENEHYIO TOPMOHAIBHYIO
Tepanuio JIEBOTUPOKCUHOM HATpPHUs, BO3MOKHO CHUKEHHE €ro IIa3MEHHON KOHIICHTpAIUH MPU
OJIHOBPEMEHHOM MPUMEHEHUHU C UMATUHUOOM.

Nmatnan® cnocoGeH WHruOMpoBaTh HEKOTOpbIe wu30(pepMeHTsl 1uToxpoma P450. Ilpu
COBMECTHOM Ha3zHaueHWHW wumatuHuOa u cumBactaTuHa Cmax W AUC cumBacTaThHa
yBenuuuBaeTcss B 2 W 3,5 pa3a COOTBETCTBEHHO, YTO OOYCJIOBJIEHO HWHTHOMpPOBaHUEM
modepmernta CYP3A4 wumarnanbom. PekomeHmyeTcss coOmogaTh OCTOPOXKHOCTh TIPH
OJIHOBPEMEHHOM TPUMEHEHUU UMaTHHHOAa W MpernapaToB, SBIAIOIIUXCS CyOcTpaTamu
modepmerra CYP3A4 u wuMmeronux y3KHA JWana3oH TepaneBTHYECKOW KOHIICHTpaIluu
(HampuMep, UUKIOCIOPHH, MUMO3UJA, TaKpPOJIUMYC, CHPOJUMYC, SProTamMuH, (HEHTaHUIL,
TepdheHaauH, 60pTe30MHO, JOIETAKCEN, XUHUIUH).

Nmatunu6 crnocobeH yBeIn4nBaTh KOHIEHTPALMU IPYTUX MPENapaToB, METa0OIU3UPYIOIINXCS
modepmertom CYP3A4 (Tpma3osi00eH30AMA3EIUHbBI, JTUTHAPOIUPHINHOBBIC OJIOKATOPBI
«MEJUICHHBIX» KaJbI[MEeBBIX KaHAIOB (aMJIOJWNHH, HeQUIUNUH M T.O.), OOJBIIUHCTBO
uHru6uropoB I'MI'-KoA-peaykrasbl (CTAaTHHOB).

WmatuHuO Taxke nHruoupyer in vitro usodepmentst CYP2C9 u CYP2C19.

I[Ipy coBMecTHOM TPUMEHEHMHM WMAaTUHUOA C BappapuHOM HAOTIOANOCH YIIMHEHUE
npotpomOuHoBoro Bpemenu (IIB). [Ipu omHOBpEeMEHHOM NpPUMEHEHHUH C KyMapHHOBBIMU
MIPOU3BOJIHBIMH HEOOXOJMM KpaTKOCPOYHBIN MoHUTOpuHT [IB B Hayalne W B KOHIIE Teparuu

npemaparoM, a TaKXKE IpU HU3MCHCHUHU PCKHMa OO3UPOBAHHUA nMatuHuOa. B  kadectBe
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(NOCNEOCBATENEHOCTE 0000}
Th™ B KHOCTB___ UCIOAR30BAHUS

albTEpPHATHBBl  BapdapuHy  CIEAyeT s
HU3KOMOJICKYJISIPHBIX TE€IapUHOB.
Henocrarouno n3yueH BONpOC JIEKAPCTBEHHOTO B3aMMOACHCTBHSI UMAaTHHUOA U MTPETIapaToB JUIs
XUMHUOTepanuu y nauestos ¢ Ph+ OJIL

HeoOxomumo co0ronaTh OCTOPOKHOCTh NPHU OJHOBPEMEHHOM IPUMEHEHMHM HMAaTUHHOA |
XMMHUOTEPANEBTUYECKUX IPENapaToB B CBA3M C BO3MOXKHBIM YBEIMUYCHHEM DHUCKA Pa3BHTHUS
JIEKApCTBEHHBIX OCJIOKHEHUH, TAKUX KaK reMaTOTOKCUYHOCTD, MHEJIOCYIIPECCHS H .

[Ipu xoMOMHaIMM WMaTHHHOA C XUMHOTEPANEBTHUECKHUMH IIperapaTaMd B BBICOKMX 032X
BO3MOKHO pa3BUTHE TPAH3UTOPHON TIe€NaTOTOKCHYHOCTH, MPOSBISIOMIEHCS TOBBIIICHHEM
aKTHBHOCTH «II€YEHOYHBIX» TpPAaHCAMHHA3 B CHIBOPOTKE KPOBH M THUNEPOMIUPYyOMHEMHEH.
Crnemyer KOHTPOJIMPOBATHh (DYHKIIUH TIEUSHH TPYU KOMOMHAIIMK UMAaTHHAOA M TE€MaTOTOKCHYHBIX
PEKUMOB XUMHOTEPATTHH.

In vitro umaTrHuO nHrHOUpyeT nzodepment CYP2D6 B Tex e KOHICHTPAIHMSIX, B KOTOPBIX OH
narnoupyeT m3odepment CYP3A4. TIpu npumenennn nmatuanOa B 1o3e 400 mr 2 pasza B CyTKH
BMecTe ¢ MeTorpoJiojioM (cyoctparom uzopepmerra CYP2D6), ormedaercs moBsimeHHe Cmax U
AUC meronposnona npubauszutenabHo Ha 21 %, ofHaKO, yYUTHIBasl HECYILIECTBEHHOE YCHIJICHUE
addexToB cydcTparos modepmernTa CYP2D6 npu ux COBMECTHOM MPUMEHEHUH C UMAaTHUHHUOOM,
W3MEHEHHUS peKUMa JO3UPOBaHUS MOI00HBIX IPEnapaToB He TpeOyeTcs.

In vitro umaTrHIO HHrHOUpyeT O-TITIOKYPOHHIAIMIO alleTaMHHO (heHa/mapareramoJia (KOHCTaHTa
uarubuposanusa-Ki 58,5 MxM). Oanako npumeHenne umMatuauOa (B mo3e 400 Mr B CyTkKd B
TeueHue 8 mHel) ¢ aneramMuHO peHoM/mapaieramosioM (o gHokpaTHBIM mpueM 1000 Mr Ha BocbMOM
neHb) y mnagueHToB ¢ XMJI  He mpHBOOMIO K M3MEHEHHI0  (DapMaKOKWHETUKU
arieramuHo(ena/napaneramosia. dapmakokuHeTHKa HMMaTMHHOA HE  U3MEHAJAch IpU
OJIHOKpPaTHOM MPUMEHEHHUH aneTaMuHo (heHa/napaneramosna. CeaeHus o papMakOKUHETHKE WIIN
0€30MacHOCTH OJHOBPEMEHHOTO NpPHMEHEHUs HUMaTuHuOa B go3ax > 400 Mr B CyTku ¢
arieTaMrMHO(eHOM/TIapaleTaMosioM WM JUIMTEIbHOTO  OJHOBPEMEHHOTO  MPUMEHEHUS
arieraMuHO(heHa/mapaieraMmolia ¥ UMaTHHUOA OTCYTCTBYIOT.

OTMeueHbl COOOIIEHUS O Pa3BUTUU TMOPAXKEHUS IEUEHH MPHU OJHOBPEMEHHOM IPHUMEHEHHH
uMaTMHHOA W acmaparuHasbl. TakXke 3aperUCTpUpOBaHbl cilyyau (aTaabHOW MEYEHOUHOM
HE/I0CTaTOYHOCTH MPH MTpHeMe UMAaTHHHOA OJJHOBPEMEHHO C MapaneTamMosioM.

4.6. ®epTUILHOCTb, 0€PeMEHHOCTDb M JIAKTALMA

JKEHIMHEBI ¢ IETOPOAHBIM TOTSHIINATIOM ( KOHTpaUCInua y My>X4YWH U )KGHH_II/IH)

ITanuenTkam ¢ COXPAaHCHHBIM PCIPOAYKTUBHBIM TIOTCHOUAJIOM CJICAYET PEKOMCHIAOBATH

HUCIIOJIB30BATh HAACKHBIC MCTOIbI (MeTO)lLI, IIpu  KOTOPbBIX YaCTOTa BO3HHUKHOBCHU
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(TOCNEOOBATENBHOCTE (00

O6epeMeHHOCTH He TpeBbimaer 1 % B roJ) KOHTpAUCHIMKA BO BPCMS TCPAINU npenaf)aTc'n;I/r-' U B
TEYEHUE KaK MUHUMYM 15 aHel mociie OTMEHBI pueMa rpemnapara.

bepemeHHOCTD

[Ipumenenne mnpemnapata BO BpeMs OEpeMEHHOCTH MPOTHUBOINOKa3aHo. B wuccienoBaHusx y
KUBOTHBIX OTMEYAJIOCh, YTO TIPUMEHEHHWE IIperapara MOXET OKa3blBaTh 3MOPHOHAIBHOE
BozzeiictBue (cM. paszaen 5.3). JlaHHble O NMpPUMEHEHHM IIpernapara BO BpeMsl OEpeMEHHOCTH
OTCYTCTBYIOT. B MOCTpErucTpaliliOHHOM TIEpUOJAE TOJMYYCHBI COOOIMIEHHWS O Ciydasx
CaMOIIPOM3BOJIGHOTO TPEphIBAaHUSI OCPEMEHHOCTH W BPOXKJICHHBIX MOPOKOB Pa3BHTHS JACTEH
MAIMEeHTOK, TIPUHUMABIINX Mpenapar BO BpeMs OEpeMEHHOCTH. Pe3ynbTaThl MCCIEeOBaHUN Ha
KpBICax IMOKa3aJId, YTO WMATHHUO OKa3bIBAI TEPATOTEHHOE BO3JICHCTBHE B J03aX, PaBHBIX
MaKCHMAaJIbHO JOIYCTUMOM pekoMeHayemoil no3e s denoBeka 800 Mr/cyr B mepecueTe Ha
TIJIOIA T TIOBEPXHOCTH TeJa.

Jlakranus

Kak mMaTtnHHO, TaKk W €ro aKTUBHBIA METAOOJMT MOTYT BBICIATHCS C MOJIOKOM YeJIOBEKA.
OTHoIlleHNEe KOHIIEHTPAIMA B MOJIOKE K KOHIICHTPAMA B ITUTa3Me JUIsl MMAaTHHUOA W €ro
Metabommta coctaBwio 0,5 u 0,9 COOTBETCTBEHHO, YTO CBHUJICTEIBCTBYET O OOJbBIICH
KOHLIEHTpAllMi MeTaboiuTa B TpyAHOM Mojoke. [IpuHMMas BO BHUMaHUE CYMMHPOBAHHOE
KOJIMYECTBO MeTaboJMTa U HEW3MEHEHHOTO BEIIeCTBAa, a TaKKE YUUTHIBAsT MaKCHUMAaJbHOE
CYTOYHOE MOTpeOJIeHnEe MOJIOKA TPYAHBIM MIIAJICHIIEM, OXKHUIAETCs, YTO MOJYyYeHHAs C MOJOKOM
no3a umatuHuOa Oyaer Hu3kor (okoso 10 % oT TepameBTHYECKOM 103b1). OJHAKO B CBS3H C
HaJIM4YMEM BEPOSTHOCTHU Pa3BUTUS CEPhE3HBIX MOOOYHBIX 3 (EKTOB y peOeHKa, HAXOIAIIerocs Ha
IPYIHOM BCKapMJIMBaHHUH, MallMEHTKaM CJeIyeT OTKa3aTbCi OT TPYJHOTO0 BCKApPMIIMBAHUS BO
BpeMsi Tepaluy IpernapaToM M B TeUEeHHWE KaK MUHUMYM 15 nHel mocie OTMEHbI MpHema
npernapara.

DepTUIbHOCTD

HccnenoBanus BiIMsSHUS HMMaTHHMOA Ha (EpTUIBHOCTh W CIEPMATOr€HE3 y MYXKYHMH He
npoBoMIIKCh. [lanmeHTaM My)KCKOro moJjia, MOJy4aroluM Ipenapar, MO JAaHHOMY BOIIPOCY
cllelyeT 0OpaTUThCS 3a KOHCY/IbTAlLlMEH K JiedalieMy Bpady.

4.7. BausiHHe HA CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CpeICTBAaMH M PadoTarb €
MeXaHNu3MaMH

Hekotopble moOouHble AEHCTBHs mpenapara, Takhe Kak, TOJIOBOKPYXEHME M HEYETKOCTh
(3aTyMaHUBaHUE) 3peHHs, MOTYT OTPHULATENBHO BIHUATH Ha CIIOCOOHOCTH  YIPABIATh
TPAHCIIOPTHBIMU CPEJACTBAMH U BBINOJHATh IOTEHIUMAIBHO ONACHBIE BHJIBI JIEATEIBHOCTH,
TpeOyrolie MOBBIIIEHHON KOHIIEHTPAM BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX peakuuii. B

CBs3U C 3THUM, TAaITUCHTAM, [TIOJIYHarOIIIUM I/IMaTI/IHI/I6, CJICAYCT NPOABJIATH MOBBINLICHHOC BHUMAHNC
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(NOCT] E"u:/II': BATENEHOCTE
TBAMH ‘U BEIIOJHEHUH 1TOT

Q000
HIIHallbH

M OCTOPOXKHOCTD IIPU YIPABICHUU TPAHCIIOPTHLIMU
OIIaCHBbIX BHUJAOB ACATCIBHOCTH. HpI/I BO3HHUKHOBCHHHU BBIHICTICPCUUCIICHHBIX HCEKCIATCIbHBIX
SIBJICHUI CJICOAYCT BO3ACPKATHCA OT BBINIOJIHCHUA YKAa3aHHBIX BUIOB ACATCIIBHOCTH.

4.8. HexenaresbHbIe peakiuu

Pesrome npoduiist 0€301acCHOCTH

[Tpodus GezomacHOCTH mpenapara MiMatnHUO XOpOIIO M3y4eH. BOJIBITMHCTBO MAIMEHTOB MPU
MPUMCHCHHH WMAaTHHHOA B KIWHUYECKHX HCCIICIOBAHUSAX WCHBITHIBAIA T WIH HWHBIC
HexenarenbHble saBieHus (HS). HaumbGonee uwacTeiMM HexenaTeNbHBIMU JIEKAPCTBEHHBIMU
peakuusimu HJIP (> 10 %), cBsI3aHHBIMH C TpPUEMOM HWMAaTWHWOA, OBUIA: HEHUTPOTICHUS,
TPOMOOIIMTONIEHUS, AHEMUS, TOJIOBHAsE 0OJb, JUCIIENCUS, OTEKH, YBEIMYEHUE MAcCChl Telna,
TOIIHOTA, PBOTA, JAMApesi, MbIIIEYHbIE CYJOpPOTH, CKEJIETHO-MbIIIEUHas 00Jb, KOXHAas ChIIlb,
MOBBILIEHHAs YTOMJISIEMOCTb, 00JIb B JKMBOTE. YacTo OoTMedaauch MNepudepuyeckue OTEKU
MPEUMYIIECTBEHHO B NEPUOPOUTANIBHON 00IACTU U OTEKH HIKHUX KOHEYHOcTed. B ocHOBHOM
sti HSl ObuH JIETKUMU HITH YMEPEHHO BBIpRKCHHBIMH. OTMEHA Tepanuu B CBS3U C SBICHUSIMH,
CBSI3aHHBIMU C UMAaTUHUOOM, oTpeboBanach 2—5 % NalueHToB.

[Tpoduns Ge30macHOCTH NpHU MPUMEHEHHH UMAaTHHUOA y B3POCHBIX M ACTEH C JICHKO3aMU ObLT
CXOXKHM.

Otnuame poduist 6€30MaCHOCTH MpemnapaTa npu npuMeHeHu: Tpu XMJI 1 COTMIHBIX OMyXO0IsIX
3aKJTI0YAIOCh B O0Jiee 4acTol U 0oJiee BBIPAKEHHOW MHENIOCyNpeccun y nmanueHToB ¢ XMJI u
KEITYIOYHO-KUIIECYHBIX M BHYTPHUOIYXOJIEBBIX KPOBOTEUEHUSX Yy MAIMEHTOB C COJIUIHBIMU
OMYXOJISIMH, YTO BO3MOXHO OOYCJIOBIIEHO OCOOCHHOCTSIMHM 3aboiyieBaHusA. Muenocyrpeccus,
SIBJIGHUSL CO CTOPOHBI >kenyAaouyHo-kuiieyHoro Tpakrta (JKKT), oTeku U Chillb BO3HUKAIOT MPU
MpPUMEHEHUH HMaTHHUOa Kak 1o mnokazaHuio XMJI, Tak ¥ 1mo NOBOJY 370KAYeCTBEHHBIX
ctpomanbhbix omyxonei KKT. dpyrue napymenus co ctoponsl XKKT, Takue kak o6cTpyKuus
XKKT, mnepdopauus u wusbs3BieHue, Oosee crneuuPUUHbl OTHOCUTENBHO TMOKAa3aHUA K
npuMeHeHuo. J{pyrumu cepbe3abiMu H, oTMedeHHbBIMU TpU MPUMEHEHUH UMaTHHHOA, KOTOpbIe
BO3MOXHO  HMMEIOT  IPUYMHHO-CIEACTBEHHYIO  CBsI3b  C  MIpernaparoM,  SIBISIFOTCS
renaToTOKCHYHOCTh, OCTpasi MOYeuHash HeJO0CTaTOYHOCTh, runodocdaremMusi, HapylIeHUs CO
CTOPOHBI JIbIXaTE€IbHON CUCTEMBI, CHHJIPOM JIM3HMCA OMYXOJIU U 3a/IepKKa pocTa y JIeTel.

B 3aBucumoctu oT crenenu BoipaxkeHHOCTH HS BO3MOXKHO BO3HMKHOBEHHE HEOOXOJAMMOCTH B
KOPPEKIMH 03Bl Tpernapara, BIUIOTh 0 OTMEHbl MMaTHMHHOA B KpalHE pEIKUX CIydasx.

Tabnuunoe PE3IOME HEKEIATEIbHBIX PEAKIINT

B xome xiIMHHUYECKUX HCCIeAOBaHMN Yy manueHToB ¢ XMJI u ¢ HeomepaOenbHBIMU W/WIH
METAaCTaTUYECKUMH  3JIOKAYEeCTBEHHBIMU cTpoMaibHbiMU omyxojisiMu  JKKT ormeuanuce

CJICOAYIOIIUC HCKCIIATCIIbHBIC PCAKIIUN (HP), NEPCUUCIICHHBIC HHUXKE II0 OpraHaM U CUCTECMaM C
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OBATENEHOCTE O
TOTBIT OUEHb GacT

O

HbHTeR T

gacto (>1/100, Ho <1/10), Heuacto (>1/1 000, HO <1/100), penko (>1/10 000, vo <1/1 000), oucHb

penko (<1/10 000), wactoTra Hew3BecTHa (HA OCHOBAHHMUM HWMEIOIIMXCS JAaHHBIX OIICHUTH

HEBO3MOKHO).
CucreMHO-OpraHHbIN YacroTa He:xenaTenbHasi peakuus
KJjace
Hnpexyuu u unsazuu Heuacto OIOSICHIBAIOIINI TepIiec, repIec MPOCToi, Ha30(apuHTHT,

[IHEBMOHUS', BOCITaJIEHHE MOJIKOXKHOM
KJICTYaTKH, WHQEKIMH BEPXHUX JbIXaTCIbHBIX ITyTEH,
TPHIII, UH(EKIMN MOUYEBBIBOIALINX MyTew,

CHHYCHT,

TaCTPO3HTEPUT, CCTICHUC

Penxo

MHKO3

Hapywenus co cmoponut

OueHb 4acTo

HeﬁTp OIICHUA, TpOM6OHI/ITOH CHUS, aHCMUA

Kposu u num@amuyeckol | Yacto MaHIUTONEeHUs1, peOpriIbHas HEUTPOIIEHUS
cucmemul Heuacto TpOMOOIUTEMHS, aum¢oneHus, yYTHETEeHUE
KOCTHOMO3TOBOT'O KPOBETBOPEHHUS, S03UHOPHIHS,
UM QaaeHONaTHs
Penxo reMOJIUTHYEeCKast aHeMus, TpoMOOTHYecKast
mukpoanruonarusi (TMA)
Hapywenus Yacro aHOpeKCHUs
memabonuzma u numanua | Hewacrto THIIOKAJIMEMHS, TTOBBIIIICHUE anmeTuTa, rumnodocharemus,
CHIDKEHHE anreTuTa, JeTHapaTaIys, nojarpa,
TUIIEPYPUKEMUs],  TMIEPKAIbIMEMUs, THUIEPIIUKEMHS,
THIIOHATPUEMHUS
Penko TUIEPKAINEMUs, THIIOMarHUEMUsI
Tcuxuueckue napywenus Yacto OeccoHHHIIA
Heuacro JIeTIpeccHsi, CHIKEHUE JTUOUI0, TPEBOra
Penko CIYTaHHOCTb CO3HAHUs

Hapywenus co cmoponut

OueHp 4acTo

ronoBHas 60Nb?

HepBHOU cucmembl Yacro TOJIOBOKPYKCHHE,  TapecTe3usi, HapylleHue  BKyca,
THIIECTE3H
Heuacro MHUIPEHb, COMHONEHIMSA, OOMOPOK, Hepudepuieckas
HeWponaTHs, HapyLUIeHUs NaMATH, WIIHAc, CHHIPOM
«OeCTIOKOMHBIX» HOT, TPEMOp, TeMOPParudecKuil HHCYIbT
Penko MOBBIIIEHNE BHYTPUYEPENTHOTO JAABJICHHSA, CYHOpPOTH,
HEBPHT 3pPUTEIHHOI0 HEPBa
Hapywenus co cmoponut Yacto OTEK BEK, TIOBBIIIIEHUE CIIC300TACTICHUS,
opaana 3peHusl KOHBIOHKTHBAJIBHOE  KPOBOM3IMSHUE, KOHBIOHKTHBUT,
CHHIPOM «CYXOTO TJIa3a», HEUYETKOCTh (3aTyMaHEHHOCTH)
3peHus
Hewacro pasmpaxeHue riia3, OONb B Tia3aX, OpOUTAIBHBIN OTEK,
KPOBOM3JIMSHNUE B CKJIEPY, PETHHAIBHOE KPOBOM3IIHSIHUE,
OmedapuT, MaKyJISIPHBIA OTEK
Penko KaTapakTa, [MIayKoMa, OTeK J¥CKa 3PUTEIHHOI0 HEPBA
Hapywenus co cmoponul Heuacro BEPTHTO, IITyM B yIIaX, CHIDKEHHE CITyXa
opeana cyxa u
aabupunma
Hapywenus co cmoponul Heuacro OLIYNIEHHE CEpAUEONEHns, TaXUKApIUs, XPOHHYECKAST
cepoya cepieuHast HeJOCTaTOYHOCTh, OTEK JIETKUX
Penxo aputMus, GUOPIIUIALNNS TpeIcepaAnii, OCTAHOBKA CEepla,
nH(apKT MHOKapra, CTEHOKapAWs, IephKapAHaTIbHbBIA
BBINIOT
Yacto «TIPHIHMBBIY, KpOBOM3THSHKE
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CHCTEeMHO-OpraHHbIi Yacrota {ROE 'ﬁé‘;’k‘énaTen%ﬁhElrﬁé‘éKunﬂ 0]
KJIacc
Hapywenus co cmoponwi Heuacto apTepuanbHas THUIEPTCH3WsA, TeMaToMa, CyOIypaibHas
cocy006 reMaTroMa, TIOXOJIOaHNEe KOHEYHOCTEH, apTepuaabHas
TUNIOTEH3Us1, CUHAPOM PeitHo

Hapywenus co cmoponul Yacto OJTBITIIKA, HOCOBOE KPOBOTEUCHUE, KAIEIh

ObLxamensHou cucmemsl, Heuacto IUIEBPaIbHBIA BHIIOT’, OONb B TIOTKE MIA TOPTAHH,
0p2anos epyoHoU KiemKu dapuHruT

u cpedocmenus Penxo TuieBpaibHas 0oib, JierouHsld  (uOpo3, JerouHas

TUINICPTCH3 M, JICTOYHOC KPOBOU3JIUSHUC

JKenyoouno-kuuieunvle

OueHb 4acTo

TOIIHOTA, Auapes, pBoTa, JUCIICTICHUA, 00115 B )KI/IBOTe6

HapywieHus Yacto B3IyTHE KUBOTa, METEOPH3M, TIacTpo-330(areanbHbIi
pedJIroKC, 3amop, CyXoCTh BO PTY, FACTPUT
Heuacto CTOMATHT, U3bA3BICHUE CTU3UCTOH 000IOUKH MONIOCTH PTa,
HKENYIOUHO-KHIIIEYHOE KPOBOTEYEHHE', OTPBDKKA, MEJIEHA,
330(harut, acuuT, 53Ba JKEIy[Ka, pBOTAa KPOBBIO, XEIIINT,
Jucgarus, HaHKpeaTHT
Penxo KOIUT,  HapajJuTUYecKas/O0TypallMOHHAs  KHIIEYHas
HENPOXOJMMOCTb, BOCHAJICHHUE TONCTOH KUIIKH
Hapywenus co cmoponbl YacTto HOBBIIICHNE AKTHBHOCTH «TI€YEHOYHBIX» (PEPMEHTOB
neyenu u Heuacro XKENTyXa, TeMaTUT, THIepONIUpyOuHEMHS
Jcenyesbiooauux nymeti | Pemxo TIEYEHOYHAsl HEIOCTATOYHOCTDY, HEKPO3 TIEUEHH”

Hapywenusi co cmoponwl
KOJICU U NOOKONCHBIX
mKanetl

OueHb 4acTo

MepUOPOUTAITLHBIN OTEK, ISPMATHT, YK3eMa, KOXKHAs ChIMb

Yacro

KOXHBIIl 3y/I, OTEYHOCTh JIUIIA, CYXOCTh KOXH, dPUTEMA,
aJIonerys, HOYHAs MOTIUBOCTb, peaknuu
(dhoroceHcuOMITM3aIU

Heuacto

IyCTylle3Has  Cblllb, IOBBIIMICHHOE  IIOTOOTIEJICHHE,
KpalMBHMIIA,  OKXMMO3, IPEAPACIOIOKEHHOCTh K
00pa30BaHMIO IeMaTOM, THIIOTPHUX03, THIIEPIUTMEHTaIus/
TMIONUTMEHTALMA KOKH, AKC(ONHATUBHBIA JEepMaTuT,
HOBPEXICHHE HOrTeH, (OJUIMKYIUT, METEeXHH, MCOpHa3,
myprypa, Oymie3Hass Cblllb, MAHHUKYIUT (BKIIOYAs

Y3JIOBATYIO SPUTEMY)

Penko

ocTpeiii  (beOpwiIbHBIE ~ HEHTPODUIBHBIA  JEepMaTo3
(curgpom Ceuta), N3MEHEHNE BETa HOI'TEH,
AQHTHOHEBPOTUYECKUH  OTEK,  BE3UKYJIApHAas  ChlIlb,
MynbTHQOpPMHAs ~ dpUTEMa,  JICHKOIMTOKIACTHYECKHUI
BacKynuT, cuHapoM  CruBeHca-J[)KOHCOHa,  ocTpas
reHepaJIN30BaHHAs ITyCTyNe3Has SK3aHTeMa

Hapywenus co cmoponut
CKeNeMmHO-MbIUEYHOU U

OueHp 4acTo

MBIIIEYHBIN CIa3M M CyAOpPOTH, KOCTHO-MBIIIeUHast O0Ib,
BKJII0YAs MUAJITHIO, aDTPAIITHIO, 0OJIb B KOCTSX®

COeOUHUMENbHOU MKAHU Yacro MPUITyXaHUE CYCTaBOB
Heuacro CKOBAaHHOCTh MBIIIII U CyCTaBOB
Penko MBIIICYHas! cNaboCTh, APTPUT
Hapywenus co cmoponul Heuacro 6onmp B TOUYKax, TreMarypus, OcTpas II0YE€YHas
novex u Moqegblgoaﬂmux HEOOCTATOYHOCTh, YaCTOE MOYECHUCITYCKaHNE
nymeti
Hapywenus co cmoponul Heuacro THHEKOMACTHsI, 3PEKTHIIbHAA AWUC(YHKIHS, MEHOpparus,

PenpooyKmueHoU
cucmembl U MOLOYHBIX
arcenes

HapyIIeHWe MEHCTPYalIbHOrO [MKJIA, CEKCyaJbHas
TchYHKIMS, OONb B COCKaX, YBEIMYEHHE MOJIOYHBIX
JKeJle3, OTEK MOIIOHKH

Obwue nHapywenus u
peaxyuu 6 mecme
686e0eHUs

OueHp 4acTo

3a€PIKKa XKUIAKOCTH U OTEKH, ITOBBIMICHHASA YTOMIIIEMOCTD

Yacro cmabocTh, TOBBIIIEHHE TEMIIEPATYpHl Tejla, aHacapka,
03HO0, TPOXKB
Heuacro 00Ib B Tpy/H, 00IIee HEIOMOTaHNE

OueHnb 4acTo

YBCIIMYCHUC MACCHI TCJIa

Yacro

CHHMKCHHEC MACCHI T€J1a
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- oA RO BA TR EHGE 0000
CHCTEeMHO-OpraHHbIi Yacrota . Hexe mTeabhan pearuus |
KJace
Jlabopamopnwvie u Heuacro IOBBHINIEHAE KOHIEHTPALMH KPEaTHMHHHA B  KPOBH,
UHCMpYMeHmanbHbie TIOBBINIEHHE AKTUBHOCTH KpeaTUH(OC(HOKHHA3ZEI B KPOBH,
dannvie IOBBHINIEHHE  AKTHBHOCTH  IIENOYHOM  (pocdarasbl,
JTAKTaTAErUIPOreHa3hl
Penko HOBBIIIEHHE AKTUBHOCTH aMUJIA3bl B IIa3Me KPOBH

! [THeBMOHUS HanboOJEe YacTO OTMevanach y naipeHToB ¢ XMJI B (ase akcenepaiiu, 61aCTHOTO KpU3a | C

HeonepadeIbHBIMU H/WIIN METACTATUIECKHMU 3JI0KaYECTBEHHBIMU CTPOMalIbHBIMU oryxoisiMu JKKT.

2 lonoBHas 001 Hanboee yacTo oTMevaiach y MalueHToB ¢ HeonepaOelbHBIMH /WM METacTaTUIeCKUMHU
3JI0KaU€CTBEHHBIMU CTpOMasIbHBIMHU omyXomsiMu JKKT.

8 HA co cropoHsl cepalia, BKIIOYash XpOHUYECKYIO CEPACYHYIO HEJIOCTaTOYHOCTh, 4Yalle OTMEYalIUCh Y
nanuenToB ¢ XMJI B ¢a3e akcenepanmu u npu 6J1acTHOM KpH3€ 110 CPaBHEHHMIO ¢ nanyeHTaMu ¢ XMJI B XpoHUUeCcKOi
¢aze (amuTeNnbHOCTH HAOMIOACHUSA | TOx).

4 «[IpunuBel» Hanboee YacTO OTMEUAINCH Y MAIMEHTOB C HeonepaOenbHBIMH /WM METaCTaTHYECKUMH
3JI0Ka4eCTBEHHbIMU cTpoMalibHbIMK omyxoisiMu JKKT; kpoBoreueHne (remaTtoMbl, reMopparii) Hauboliee 4acTto
orMevasioch y manueHToB ¢ XMJI B ¢aze akcenepaumy, OnacTHOro Kpu3a M C HeomnepaOelbHBIMU W/HITH
METacTaTHYECKUMH 3JI0Ka4eCTBEHHBIMHU CTpOMasIbHbIMU omyxoisiMu JKKT.

S [TneBpanbHBIi BBINOT Yalle oTMevalcs y nanpeHToB ¢ XMJI B (a3ze akcenepalyy 1 mpu OIacTHOM Kpuse
0 CpaBHEHHUIO ¢ manueHTaMu ¢ XMJI B XpoHurueckol ¢ase (IIMTeaIbHOCTh HaOmoaeHus 1 roxn).

o7 bonb B JKMBOTE W IKENyJOYHO-KHUIIEUHbIE KPOBOTEUEHHMS HauOojee 4acTo OTMEYAJIHCh y HAalUEeHTOB C
HeOHepa6eHBHBIMI/I I/I/I/IJ'II/I METACTaTHYCCKUMH 3JIOKaUC€CTBEHHBIMU CTPOMAJIBHBIMU OITYXOJISIMHA KKT.

8 MpeleyHo-cKeneTHass 00Jib, BKIIIOYAs MHAITHIO, apTpaliruio, Ooib B KOCTSIX, Halle OTMeYajach Y
MNanueHTOB C XMJI 1no CpPaBHCHUIO C TMAaOUCHTAMH C HeOHepa6eHbeIMI/I I/I/I/IJ'II/I METaCTaTUYCCKHUMHU
3JI0Ka4E€CTBEHHBIMU CTpOMasbHbIMU omyxoisiMu JKKT.

o CooOmianock 00 OTHAENBHBIX CIydasX Pa3BUTHs NMEYSHOYHOH HEIOCTATOYHOCTH M HEKpO3a IEeUeHU C
JIETAJIbHBIM HCXOJOM.

[Ipu npumenenun mpenapara MMmaTuHMO B KIMHUYECKOW TMpaKTHKE, a TaKXKe B XOJe
JIOTIOTHUTEIBHBIX KIMHUYECKUX HCCIEI0BaHUN oTMedanuch cienytome HP, nmepeuncnennbie
HIDKE TI0 OpraHaM U CHCTeMaM C YKa3aHHWEM YacTOThl UX BOSHMKHOBEHHUS: OUYeHb yacto (>1/10),
gacto (>1/100, no <1/10), Heuacto (>1/1 000, vHo <1/100), penko (>1/10 000, Ho <1/1 000), oueHb
peaxo (<1/10000), B ToM uucie otaenabHble cooOmenus. [IoCKoJIbKy B TOCTPEruCTpalluOHHOM
nepuoge coobuienuss o HP mnoctynmaior B JOOpPOBOJIBHOM MOPSAKE W3 MOMYJISIUU
HEONPEJCIEHHOTO  pa3Mepa, JOCTOBEpPHO OIGHUTh YacTOTY HMX BO3HUKHOBEHHS HeE

MPEICTABISACTCS BOBMOXKHBIM (4aCmoma Heu36ecmua).

CucremMHo- Opl"a]-l]-lblﬁ Yacrtora He:xenaTeabHasi peakuus
KJ1acc

Hngpexyuu u uneazuu YacToTa HEU3BECTHA peakTuBanys BUpyca renarura B

Hobpoxauecmeennuie, Penxo CHHJIPOM JIU3HCA OITyXOJIH
3M0KaYecmeeHHble U
HeymouHeHHble
H08000PA308aHU
(6xr0Uas KUCMbL U
noaunsi)

Hapywenus co cmoponwi Heuacto OTEK MO3ra
HepBHOU cucmembl

Hapywenus co cmoponul Penko KPOBOM3JIMSIHIE B CTEKIIOBUIHOE TEIO
opeana 3peHusl

Hapywenusa co cmoponul Penko MepUKAPIUT, TAMIIOHA A CepALa
cepoya
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CHCTEeMHO-OPraHHbIi Yacrota ﬁé‘;’k‘énaTenL '—[5 carmus - - -
KJIacc
Hapywenus co cmoporwl Heuacro TpoMO03/3MO0THst
cocyoos Ouensb penko aHa(UITaKTHYECKUI IIOK
Hapywenus co cmoponut Heuacro ocTpast JIbIXaTeIbHas HEJI0CTaTOYHOCTB?,
ovbIXamenbHou cucmemnl, HMHTCPpCTUIIHUAIbHAA 00JIe3Hb JIETKUX
0p2anos epyoHoU KiemKu
u cpedocmerust
JKenyoouno-kuuieunvie Heuacto MapaJUTHIeCKas/00TypallioHHasl KHIIeUHas HEMpPOXOIU-
Hapyuwenus MoCTb, KpoBoTeueHus u3 omyxonu JKKT, Hekpo3 ormyxony,
nepgoparms KKT?
Penxo JIMBEPTUKYIIUT, COCYIUCTasi DKTa3Msl aHTPAJIBHOrO OTJeja
xkenyaka (GAVE-cunaapom)
Hapywenus co cmoponbi Heuacro JIaJIOHHO-TIOJIOIIBEHHASl APUTPOAN3ECTE3Us], TTaHHUKYIUT
KOOICU U NOOKOJICHBIX (BKIIFOUAs] y3/IOBATYIO SpUTEMY)
mianets Penxo JIUXEHOUIHBIM KepaTo3, KpacHbIM IJIOCKUM JuUINai,
nemguryc
Ouenb peako TOKCHUYECKMH  SIUIEpMalbHBIA  HEKpPOJNU3  (CHHIpOM
Jlaienna)
Yacrora HeM3BeCTHA JICKAPCTBCHHASI CBIMb C J03MHOPWIHNCH M CHCTEMHBIMHU

cumnromamu (DRESS), ncesnonopupust

Hapywenus co cmoponbl Penxo OCTEOHEKPO3, padIOMHOIN3/MHOIATHUS

CKeemHO-MbIUUEYUHOL U

COCOUHUMENbHOT MK Yacrora HeM3BeCTHA 3aMeJUIeHIe POCTa y eTeil

Hapywenus co cmoponwi Ouenb peaxo KPOBOTEUCHHUE U3 KHCTBI JKEJITOrO TeJa/IMIHIKa
PENPOOYKMUBHOLL

cucmemvl U MOOYHbIX

orcenes

1 NmeroTcs oTnenbHBIE COOOIIEHHUS O Pa3BUTHH BBIPAKEHHOM OCTPON IBIXAaTENbHON HEIOCTaTOYHOCTU C

JIeTaJIbHBIM HCXOJIOM Y MAIMEHTOB C TSHKEIBIMH MH(EKINOHHBIMY 3a00JICBaHUAMH, BBIPAXKEHHOH HEUTpoOIeHHEH 1
leyrI/IMI/I CEepbe3HBIMHU COITYTCTBYIOLTHUMH 3a00JICBaHUSIMH.
Coo0rmanock 00 OTAENIBHBIX citydasx pa3sutus nepdopanuii JKKT ¢ neranbHbIM HCXOI0M.

OnuncaHne OTACIBHBIX HEKEIATSIbHBIX PeaKITUM

VY narenToB ¢ XMJI, moiy4aBmuX Tepanvio UMaTHHHOOM B T€YCHHE JUTMTEIHLHOIO BPEMEHH,
OYEHb YaCTO MOTYT OTMEYaThCS CKEJICTHO-MBIIICUHbIE 007au (B T.4. MHATHS, O0Ib B
KOHEYHOCTSX, apTPparus, KOCTHas 00Jib, 00JIb B TO3BOHOYHHUKE) ITOCIIE MPEKPAILICHUS TePAIHH.
Venemenue kposemeoperuis

YacroTa yrHETCHHS KDOBETBOPEHUS M CTEIICHB €0 BRIPKEHHOCTH ObLITH MaKCUMAJIbHBIMU B
cllyyae MPUMEHEHUS Mperapara B BBICOKUX J103aX U, M0-BUAUMOMY, 3aBHCENH OT cTtaauu XMJL.
B nenom, yraetenune KpoBeTBOpeHUs Ha (hOHE MpUMEHEHUs UMaTuHuOa y manueHToB ¢ XMJI
ObUTO 00paTMMBIM U B OOJNBIIMHCTBE CIy4aeB HE TpeOOoBalo OTMEHbl HMMAaTUHUOA WU
yMEHbIIIeHUs1 ero no3el. OTMeHa uMaTuHHOA ToTpeboBanach B HEOONBIIOM YHCIE CIIy4acB.
Taxxe oTMeuanuch TakWe SBJICHHS, KaK T[aHUUTONEHUS, JUMQOIEHUS, YrHETCHHE
KPOBETBOPEHHUSI.

Kposousnuanue/kposomeuenue
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Haubosiee 4acThIMU KIMHUYCCKH 3HAYUMBIMHU DOBOTequH MIT ‘OBLIM KPOBOTCUCHUS U3

Yamie Bcero OHM BO3HUKAIM Yy MAMEHTOB € MO3AHUMH craguamu XMJI m y manueHtoB co
3JI0Ka4e€CTBEHHBIMH cTpoMaibHbIMU O1yXoiasiMu JKKT, y KOTOpbIX OHM MOTYT OBITh CIEACTBUEM
OCHOBHOTO 3a0o0yieBaHUsl (KpPOBOTEUYEHHE W3 OIYXOJH, OOYyCIOBICHHOE €€ HEeKpo3om). B
MMOCTPErUCTPAIIMOHHOM TICPUOJIC IOJIYUYCHBI OTIEIBbHBIE COOOIICHUS O CIIy4asX COCYIUCTOU
9KTa3uu aHTpanbHoOro otraena xenyaka (GAVE-cunapom). YV nammentoB ¢ XMJL, y KoTopbix
YIHETCHUE KPOBETBOPEHHSI OTMEUAIOCh J0 Hadajla JICUCHHUS, B XOJI€ JICUCHUSI HEPEIKO TaKKe
otMmeuaroTcst kpoomsnusaus B [IHC wmu XXKT. Yeranoneno, 4to y mariueHTOB ¢ JI€HKO3aMH C
OCTPBIM  pa3BUTHEM 3a00JIEBaHUS HEPEJAKO BO3HUKAIOT KPOBOTCUCHUS/KPOBOUIIUSHUS,
00YyCJIOBJICHHBIE TPOMOOIIUTOTICHUEHN HIIH TPOMOOIIUTOTIATHEH.

OmeKu U 3a0epacKa HeuoKkocmu

OTeku ABIAIOTCS YacThIM MOOOYHBIM 3(pdexToM nMaTtnHnba. YacToTa BO3HUKHOBEHHUS OTEKOB Y
MalMEeHTOB, TIOJYYaONX UMAaTHHUO TI0 BCEM TIOKa3aHMsIM, cocTaBisieT 6osee S0 %. YacroTta u
CTENEHb BBIPAKEHHOCTH OTEKOB 3aBUCHT OT JI03bI H, IMO-BUIMMOMY, KOPPEIUPYET C
KOHIICHTpAaIMe UMaTHHNOA B TUTa3Me KpoBH. Yarie Bcero BO3HUKAET MePUOPOUTATILHBIN OTEK, C
HECKOJIBKO MEHBIIIEH YaCTOTOM — OTEK HIDKHUX KOHeUHOCTeH. CriennpuIecKoro Je4eHust 0OBITHO
He Tpedyetcs. CoueTanHbie MOOOUYHBIE YPPEKTHI, TAKKE KaK IUICBPATbHBIN BBITIOT, aCIUT, OTEK
JIETKUX U OBICTPOE yBEJIIMYEHHE MACChI Tela ¢ MepupepuyecKuMu OTeKaMH WM 0e3 HUX MOTYT
OBbITh KBATU(PUIIMPOBAHBI KaK 3a/IepKKa KUAKOCTH U B HEKOTOPBIX CIIy4asX JOCTUTaTh CTENEHU
CEpbE3HBIX (B TOM UHUCIIE KUIHEYTPOKAIOIINX).

VY ManueHToB C OTEKaMHM U 3aJIePXKKON KMIIKOCTH CeplieYHass HEJOCTATOYHOCTh OTMEYaeTcs
penko. VY TmanMeHToB ¢ MO3AHUMHM cTagusiMu  XMJI yactora pa3BUTHSL CEpICUHOM
HEJ0CTAaTOYHOCTH ObLiIa BHIIIE, YEM Y MAIIMEHTOB APYTUX KaTErOpHil, 4TO MOKHO OOBSICHUTH MX
OcNabJIeHHBIM COCTOSIHMEM B IIefioM. Ta ke TeHAeHIUs HaOJIroAanach B OTHOIICHUU MOYEUHOM
HEJOCTATOYHOCTH Y MAIIMEHTOB C OTEKaMH U 3aJepKKOM KUIKOCTH. BOJIBIIMHCTBO MAI[MEHTOB €
OTEeKaMH U 3aJIeP>KKOU KHUAKOCTH SBJISUIMCH JIMIIAMU TIOKUJIOTO Bo3pacTa (> 65 ner).

Cuine u msoicensvie kodicuvle HP

VY psna mamnueHToB, MOMyYaBIIMX UMATHHHO, OTMEYallach T€HEpalli30BaHHAs dpUTEMATO3HAs,
NATHUCTO-TIANyJI€3Hass M 3yJsA0las Chlllb, KOTOpas MOIJIa pPa3pemarbcsi CaMOCTOSTENbHO,
HECMOTpS Ha MPOJIOJDKEHUE JICUCHUsI MMAaTUHUOOM. Y HEKOTOPBIX MAIlMEHTOB BO3HUKAI 3y/, HE
CONIPOBOXKIAIOIIUICS ChINbIO; B PAJIE CIIy4aeB MPUCYTCTBOBAIA 3PUTPOAECPMHUSL.

Ceinb OTMeuanach NPUMEPHO Y TPETH BCEX MAIMEHTOB, MOJYYaBIIUX WMATUHUO MO BCEM
MOoKa3aHUusAM. YacTo ChIlb COMPOBOXKIAETCS 3YJOM M, Kak MPaBUJIO, MPOSBISETCS B BHJE
APUTEMATO3HBIX IMSTHUCTO-TIAMYIE3HBIX WIH ASKC(ONMATUBHBIX TOPAKEHUH Ha TMPEAIIedbe,

TYJIOBHUIIC WJIN JIMLIC, WA B BUAC FeHepaﬂI/IBOBaHHOﬁ ChbIIIK C CUCTCMHBIMU ITPOABJICHUSIMU. B
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JKHOM _CBI BLIP&KEHHOCTE

OOJBIIMHCTBE CIy4aeB TPU BO3HUKHOBEHHMU
HE3HAYUTENILHOH, JeueHus He TpeboBasock. OmHako, B 00Jiee PEIKUX TSOKENBIX CIIydasX,
Hanpumep, npu cugapome Ctusenca-/KoHcoHa, MyabTH(POPMHOM SpUTEME WU JIEKAPCTBEHHOM
ceimd ¢ Ho3uHODumuedn u cucremusiMu cumnromamu (DRESS), moxer mnorpeboBarbes
BpEMEHHAs WJIM TOJIHAsT OTMEHa mpemnaparta. Kak mpaBuiio, BBIPaXEHHOCTb KOXKHOW CBHINH
YMEHBIIAETCS MOCe MPUMEHEHHS] aHTUTUCTAMUHHBIX MPENapaToB U TITIOKOKOPTUKOCTEPOUIOB
JUIS MECTHOTO TPHUMEHEHHS. B HEKOTOpBIX CIydasX MOKET BO3HUKHYTH HEOOXOIUMOCTH
CHUCTEMHOM Teparuu rIIIOKOKOPTUKOCTEPOUIHBIMHU MperapaTamu.

I'enamomokcuunocms

NmatHO MOXKET OKa3bIBaTh TOKCHMUECKOE JEHCTBHUE Ha TMeueHb. HapyieHuss O0MoXuMuiecKkux
nokaszatesneil (yHKIIUU TeYeHHU, KaK MPaBWIIO, 3aKIIOYAIOTCS B HE3HAUWUTEIHLHOM IMOBBIIICHUH
AKTUBHOCTH aMHUHOTpaHc(epas U MOBIIICHUH KOHIIEHTPAIIMH OMIHpYyOrHA B CBIBOPOTKE KPOBH.
Tokcuueckoe neWCTBHE HAa TEYEHb OOBIYHO MPOSBISETCS B TEUYCHHE IMEPBBIX JBYX MECSIICB
JIeYSHUS, OJHAKO B PSIJIC CIIYIaeB OHO MPOSIBIISIIOCH CITYCTs 6—12 MecsIieB mociie Havasia JICYEHUsI.
Kak mpaBuno, mocie OTMEHBI mpernapaTta OMOXMMHUYECKHME TOKa3aTeMu (DYHKIHH TICYCHH
HOPMAJIU3YIOTCS B TeueHue 1—4 Henenb.

OTmeudanuch ciaydyad pa3BUTHUSL LIUTOJIUTUYECKOTO M XOJECTaTUYECKOro renaTuta U Ne4eHOYHON
HEJOCTaTOYHOCTH, B HEKOTOPBIX CIy4asX COIPOBOXKJIAIOUIUECS JIETAIbHBIM HCXOJOM.
T'unogpocpamemust

[Ipy npumMeHeHMH HMMaTUHUOA 1O BCEM TMOKAa3aHUSM OTMEYEHO CPAaBHUTEIBHO YacToe
yMeHbIIIeHHe coaepxkanus pocdaTroB B CHIBOPOTKE KPOBH U pa3BUTHE TUmodochaTeMuu (BIUIOTh
1o 3-eil u 4-o0if creneHun), OJHAKO MPUYMHBI U KIIMHUYECKasi 3HAYMMOCTh JAaHHBIX SIBJICHUN HE
ycraHoBiieHa. OTMEYeHO, YTO HUMAaTMHUO HHruoupyer auddepeHIupoOBKY MOHOLUTOB B
OCTEOKJIACTHI Yy YeNIOBEKa, YTO COMPOBOXKIAETCS YMEHBIIEHHUEM Ppe30pOTUBHON CIMOCOOHOCTH
JAHHBIX KIETOK. B ocreokiactax B MPUCYTCTBUM HMMAaTHHUOA OTMEUEHO J0303aBHUCHMOE
yYMEHbIIIEHWE KOJMYECTBA JIMTaHJa pelenTopa akTuBaropa sjepHoro (akropa kamma (receptor
activator for nuclear factor kappa B, RANK-L). IIpoaomkuTenbHO€ HHTHOUPOBAHKE
OCTEOKJIACTUYECKON aKTMBHOCTH IO MPHUHIMIYY OTPHUIATEIbHOW OOpaTHOW CBA3HM MOXKET
MIPUBECTU K YBEJIIMYEHUIO KOHILIEHTPALUU naparropMoHa. KinnmHudeckas 3Ha4uMOCTh YKa3aHHBIX
pe3ylbTaTOB, BBISIBJICHHBIX B JOKJIMHUYECKUX MCCIEOBAHUSX, OCTAECTCS HEACHOW, CBS3b C
BO3HUKHOBeHHEM HSl co cTOpoHBI ckenera, TakuX Kak MEpeIoMbl KOCTEW, HE BblABICHA. B
MporpaMMe BceX KIMHHUYECKUX MCCIeJOBaHUI MMaTHHNOA PYTUHHOE ONpeAeNieHUE COJIep>KaHus
(docdaToB B CEIBOPOTKE KPOBU HE TIPOBOIUIIOCH.

HecmoTps Ha To, 4TO MpeAnonaraiock, 4to runodocdareMus IMeeT J0303aBUCUMBIN XapaKTep,

B KIIMHAYCCKOM HCCJIICIOBAHUUN Y MALUCHTOB C BIICPBLIC BLISABJIICHHBIM XM.H, HCJIIBKO KOTOPOIO
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SIBJISTIOCH OTIPE/ICTICHIE 3aBUCHMOCTH KOHEYHBIK TOYCK i} TH IIPAMEHEHNS AMATUHI

OT JI03bI, YMEHbIICHHE cojepKaHus (GochaToB B CHIBOPOTKE KpoBU 3-eii mim 4-0il creneHu
BbIsABIICHO ¥V 19,1 % u 15,5 %, ymenblieHue cofepxaHusi KalblUs B CBIBOPOTKE KPOBU 3-€il miin
4-oii crerienu —y 5,1 % u 0,9 % naruenToB, moydaBmux uMaTHHUO B 03¢ 400 mMr u 800 mr,
COOTBETCTBEHHO.

Henpoxooumocms, nepghopayus unu s36a sHcenyoka uiu KUULEUHUKA

Y HeOONBIION YacTH MANMEHTOB, IMOJIYYaBIIUX HMMATUHUO, oTMedanock u3bsaspieHue JKKT,
KOTOpPO€ B OTJIENbHBIX CIy4asX MOXET ObITh CIEICTBUEM MECTHOTO pPa3pa’karollero IeHCTBUS
nMatuHu6a. 'eMopparnyeckuii HeKpo3 OMyX0JIu, a TaKXkKe HenpoxoaumocThb 1 nepdoparus KKT
HauboJee 4acTo HaOII0aNKCh Y MAIUEHTOB CO 3JI0KAYECTBEHHBIMHU CTPOMAJIbHBIMH OITyXOJISIMU
KKT. B cinyyae meTacTasupyromuX 3710Ka4eCTBEHHBIX CTpoManbHbIX omyxoied JKKT Hekpos
OMYXOJH MOKET BO3HHMKAThb Ha (DOHE OMYyXOJEBOTO OTBETA, UYTO B PEAKUX CIIydasx BeleT K
nepdoparuu.  Hempoxoaumocte JXKT dame Bcero Bo3HWKala y  MAlMEHTOB  CO
3JI0Ka4€CTBEHHBIMH CTpOMaIbHBIMK OITyX0JsiMU JKKT, y KOTOpBIX €e MPUUMHON MOTYT CIIYKUTh
MeTacTa3bl WM CHACYHbIN Mpoliecc B OPIONIHOM MOJOCTH, BO3HUKIIHNE B pE3ylbTaTe paHee
npoBeAeHHoW omeparuu Ha JKKT (B cimyuae mpumeHeHHs Tpemapara B KadeCTBE CPENICTBA
aIbIOBAHTHOM TEpamum).

Cunopom nuzuca onyxonu

[IpuurHHO-CNIeACTBEHHAS CBS3b Pa3BUTHSI CHHAPOMA JIM3KCA OMYXOJIM U TPUMEHEHUS UMaTUHNOa
HE MOXeT OBIThb HUCKJIIOYEHA, OJHAKO B HEKOTOPBIX CIIy4asX pe3yibTaThl HCCIEI0BaHUN
HCKQXAJIUCh I[PUMEHEHHEM OJHOBPEMEHHOM MEIMKAaMEHTO3HOM Tepanuu U JIPYTUMH
HE3aBUCUMbIMU (aKTOpaMU pPHUCKa.

Taxcenvie HP co cmoponwvl Ovixamenvhoti cucmemoi

Tsokenble (MHOTIA COMPOBOXKAAIOIIMECS JIETATBHBIM HCXOJIOM) SIBICHHSI OTMEUYalInCh Ha (oHE
npreMa UMaTUHUOA, a UMEHHO: OCTpast IbIXaTellbHasl HeJJOCTaTOUYHOCTb, JIETOYHAs TUIIEPTEH3NUA,
WHTEpCTULIMAIbHAas 00Jie3Hb JeTKUX U (pubpo3 nerkux. COmyTCTBYIOIAs NATOJIOTHS CepACUHO-
COCY/IUCTOM WM ABIXaTeIbHONU CUCTEM MOXKET YCYT'yOISATh TSKECTh TAHHBIX SIBJICHUM.

annvie nabopamopmsix mecmos

T'emamonocuueckue a8ienus

VY nanuentoB ¢ XMJI B KIMHHYECKHX HCCIEIOBAaHUAX OTMEYEHO pa3BUTHE IMTONEHUU, B
0COOEHHOCTH, HEUTPOTIEHUU U TPOMOOIIMTOTIEHUH C HEMHOT'0 00Jiee BBICOKON YacTOTOM pa3BUTHS
IIpU NpUMEHEHUHU mpenapaTta B go3ax > 750 mr. Bo3HMKHOBEHHME IIMTOTIEHUH HMENO YETKYIO
3aBHCUMOCTH OT CTaIMU 3a00JIEBaHUS: YACTOTA CIIy4aeB HEUTPONeHNH (aOCOIIOTHOE KOJTUYECTBO
Heitpoduios < 1,0x10%n) u TpomGoruToneHuu (konuyecTBo TpoMGonuTos < 50x10%m) 3-eit

uiu 4-oii crenenn Obuia B 4-6 pa3 BeIie B ¢a3e OmacTHOrO kpusa u ¢asze akcenepanuu (59 % x

21



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
o1 12.02.2025 N= 3345

(NOCTELOBATENEHOC TH 0000

64 % u 44 % x 63 % ansa HeUTponeHUn U TPOMAOLUTONCHHH, COOTBCTCTBEHHO) 110" CPABHEHHUIO C
TakoBoW y mauueHToB ¢ XMJI B xponmnueckoit daze (16,7 % ans ueitrpornienun u 8,9 % s
TPOMOOIMTONICHNH). Y TAIMEeHTOB C BHOBb JHArHOCTHpoBaHHBIM XMJI B XpoHudeckoil aze
HeHWTpomeHus 4-oif cremeHn (aOCOmOTHOE KoiMdecTBO Heitpoduinos <0,5x10%m) wu
tpomGormTonenus 4-oif cremenu (<10x10%m) ormeuenst y 3,6 % u <l % mHalUeHTOB,
COOTBETCTBEHHO. CpeaHssl MPOJOJDKUTENBHOCTD 3MIU30/I0B HEUTPONEHUH U TPOMOOIIUTOIIEHUN
cocTaBiisiia oT 2 A0 3 Hedenb U oT 3 A0 4 Hedenb, COOTBETCTBEHHO. Kak mpaBuio, JaHHBIE
SIBJIIGHUSl YCIIEUIHO KOPPEKTUPOBAINCH YMEHBUIEHHWEM JI03bl WM BPEMEHHON OTMEHOMU
MMaTUHUOA, B PEIKUX Clydasix NMPUBOJS K IOJHOW OTMEHe Tepamuu mpemnapatoM. Haumbonee
4acTO BCTPEYAIOIIUMUCS MPOSIBICHUSAMU FeMaTOJIOTHYECKOH TOKCUYHOCTH 3-eil u 4-011 cTerneHu
y aereit ¢ XMJI 6bl1a IUTOTOKCUYHOCTD, BKIIIOYasi HEHTPONEHHIO, TPOMOOIIMTOTIEHUIO U aHEMHUIO,
KOTOpbIe HanboJjee YacTo pa3BUBAIUCH B MIEPBbIE HECKOIBKO MECAIIEB TEPAIUU MPENapaToM.

VY marnueHToB ¢ Hepe3eKTabeIbHBIMU HIIM MeTacTaTHIeCKUMU 370KkadecTBeHHbIMU [ UCO anemus
3-eii u 4-oii creneHu oTMeueHBI ¥ 5,4 % u 0,7 % ManueHToB, COOTBETCTBEHHO, YTO MOTJIO OBITH
CBS3aHO C JKEITYAOYHO-KHIIEYHBIM MM BHYTPHOITYXOJIEBBIM KPOBOTEUEHHEM Yy HEKOTOPBIX
nanueHToB. Heltponenuss 3-eii u 4-oi crenenu otmeyeHa y 7,5 % u 2,7 % mnanueHToOB,
COOTBETCTBEHHO, TpoMmOormutoneHnus 3 crenenu — y 0,7 % mnanuentoB. He 3apeructpupoBano
TPOMOOIMTONIEHNH 4 CTENEeHW Yy NAalMeHTOB AaHHOM Kareropuu. CHIKEHHE KOJUYECTBa
JIEHKOIIMTOB W HEUTpO(UIOB OTMEYAIOCh, KaK IMPaBWJIO, B TIEPBbIC 6 HEIEIb Tepaluu;, B
MIOCJIETYIOIEM JaHHbIE MOKA3aTeNId OCTABAUCH CTA0OMIbHBIMHU.

Bbuoxumuueckue noxazamenu

OTMeueHb! cydau yBEJIMYEHUsI aKTUBHOCTH TpaHcaMuHa3 (< 5 %) 1 KOHLIEHTpalul OUIupyorHa
(< 1 %) 1sKenoil creneHH, KOTOpble YCHEIIHO KOPPEKTUPOBAIUCH YMEHbIIEHHUEM JI03bl WIN
BPEMEHHOM OTMEHOH Tepanuu (CpeaHss NMPOJOJDKUTEIbHOCTh JAHHBIX SMH30/I0B COCTaBIIsIa
1 nenmemo). OTMeHa JeyeHMsT MMATHHUOOM B CBSI3M C MATOJOTMYECKMMH HU3MEHEHUSMHU
na0opaTOpHBIX MOKa3zarened (yHKIUM NedyeHu norpedoBanach MeHee, yeM | % MalueHTOB C
XMIJI. TloBbllleHHe aKTUBHOCTU ajJaHMHAMHHOTpaHc(epasbl U acnapTaTaMMHOTpaHcdepassl B
CBIBOPOTKE KpoBH 3-€ii u 4-oli crenenu y nanueHToB ¢ I MCO otmeueno B 6,8 % u 4,8 % ciryuaes.
VBenn4yeHne KOHIEHTpaluuu OwiMpyOMHa OTMEYeHo B MeHee ueM 3 %  ciydaes.
3aperucTpupoBaHbl TaKXke CIy4al IUTOJUTHYECKOTO M XOJECTaTUYECKOIO Telartura U
MIEYEHOYHON HEJAOCTATOYHOCTH, B HEKOTOPBIX CIIYYasiX C JIETAIBHBIM UCXOA0M.
eTH
OTMeuyeHO BIMSHUE MMATHMHUOA HA POCT NMPHU NMPUMEHEHUH MMATUHUOA y JeTeil, 0COOEHHO B

HpeHY6epTaTHOM nepuoac. HpI/I‘{I/IHHO-CHCIlCTBCHHaSI CBA3b OTOI'0 ABJICHHA C JICHCHHUCM
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(NOCHENOBRATENBHOCTE 0000

MMaTUHHOOM HE MOXKET OBbITh UCKIJIIOYEHA, HECMOTPS HA OI'PAHNYEHHOCTh JIAHHBIX B HEKOTOPBIX

citydasix 3a7epKku pocra y aereit ¢ XMJI Ha ¢one neueHuss UMaTHHHOOM.

COOGH.ICHI/IC 0 IOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKITUAX

BaxHo coo0mare O TOJ03pEeBAaEMbIX HEXKENATENbHBIX pPEAKUUAX T0CIEe PErucTpanuu
JIEKapCTBEHHOI'O Mpernapara ¢ LeJIblo 00ecneueHnss HENPEePbIBHOTO MOHUTOPUHIA COOTHOILIEHUS
«I10J1b3a — PHUCK» JIEKAPCTBEHHOIrO Ipenapara. MenuuuHCKUM pabOTHHKAM pPEKOMEHIYETCs
coo0mare 0 JIOOBIX MOJ03PEBAEMBIX HEXKENIATENFHBIX PEAKIHUAX JICKApCTBEHHOTO Iperapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIEHUSI O HEXKENATEeNbHbIX PEAKIMIX TOCYyJapCTB — YWICHOB
EBpa3uiickoro s5KOHOMHUYECKOTO CO03a

Poccuiickas ®@eoepayus

®denepanpHas cayk0a o Haazopy B cdepe 3apaBooxpanenus (PoczapaBHaazop)

Anpec: 109012, r. Mocksa, CnaBstHcKast miomiazis, 1. 4, crpoeHue |

Tenedon: +7 (800) 550-99-03

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru

CaiiT B mHGOPMAIIMOHHO-TEIEKOMMYHUKAIIMOHHON ceTu «HTepHeT»!
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMnOTOMBI

OnpIT mpuMeHEHUs: UMaTUHUOA B J103aX, MPEBBIIIAIONIUX TEpareBTUYECKUE, orpaHuyeH. B
KIIMHUYECKOW MpaKTUKEe OTMEUYalInCh €AMHUYHBIC Clyyal Mepelo3UpOBKHU mpemnapara. B uemnom,
UCXOJ] TAKHMX CIIy4aeB ObLT OJIarONpHUSATHBIM.

Ilepedosuposka y 63pocivix

[Tpu npueme umatnnauba B 1o3e 1200—1600 mr/cyt B Teuenue 1—10 gHe# HaGMIOqAIMCH TOITHOTA,
pBOTa, Auapesi, Chblllb, SPUTEMA, OTEKH, MECTHAs MPHUIYXJIOCTh, MOBBIIICHHAS YTOMIIIEMOCTD,
MBIIIEYHbIE CHa3Mbl, TPOMOOLMTONEHUS, MAHIMTONEHHs, OOJNb B JKMBOTE, TOJIOBHas OOIb,
CHIDKECHHE allleTUTa.

[Tpu npueme npenapara B 1o3e 1800-3200 mr (Haubomnbiast 1o3a coctasisuia 3200 Mr B CyTKH B
TedyeHne 6  gHeH) oTMevyanuch  cnaboCTh,  MUAITHUS,  TOBBIIIEHHE  AKTUBHOCTU
KpeatuH(pochoKkrnHa3pl U KOHLEHTpauuu OwinpyOuHa, Oosn B sxuBote. Ilpu omHOKpaTHOM
MpUMeHeHnH UMaTuHuOa B 103e 6400 Mr y manueHTa pa3BUiIkch TOITHOTA, PBOTA, O0JIb B )KUBOTE,
TUIEPTEpPMHUS, OTEK JHIa, CHIDKEHHE 4YHclIa HEUTPO(PUIOB U TOBBIIICHHE AaKTUBHOCTH
«TIEYEHOYHBIX)» TPAHCAMUHA3 B CHIBOPOTKE KPOBH.

[Ipu ogHOKpaTHOM MpHEeMe mpenapata B 103¢ 8—10 T oTMe"anuchy pBoTa 1 0OJU B )KUBOTE.

Ilepedosuposka y demeli u NOOPOCMKO8
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(NOCNENOBATENEHOCTE D000}
T TH HKa OTMEYaIHuCh PBOT

IIpu ogHOKpaTHOM IIpHEME Ipernaparta B 03¢ 4
uapesi 1 aHOPEKCHsL.

[Tpu ogHOKpaTHOM IpHeMe uMaTuHNOa B 103¢ 980 Mr y pebenka B Bo3pacte 3-X JieT HaOIoJalInch
CHMKCHHUC YHuCJla HCﬁKOHHTOB B KPOBH U JUapes.

Jleyenue

Auntugor k mnpenapary Mmatunu0G He wusBecteH. Ilpu mepeno3upoBKe pPEKOMEHIYETCS

MCIHUIIMHCKOC Ha6JIIOIIeHI/I€ " IPOBCIACHUC CHUMIITOMaTHYECKOM TCparmnu.

5. PAPMAKOJIOTUYECKHUE CBOHCTBA

5.1. ®apmakoaMHaAMHYecKHe CBOCTBA

®dapmMakoTepaneBTHYECcKas TpyIa: IPOTUBOOIYXO0JIEBbIE CPEACTBA; MHIMOUTOPHI MPOTENHKUHA3;
uHruoutopsl Tupo3uHkuHa3zsl BCR-ABL.

Kox ATX: LO1EAO1

MexanusM JIEUCTBHUS U hapMakoInHaMuyecKue 2P HeKTol

NMatuan®G — WHTHOMTOP TPOTEHHTHUPO3WHKHMHA3, KOTOPBIA OKa3bIBaeT W30HMpaTEIIbHOE
uHTHOMpYytoniee BiusHHEe Ha akTuBHOCTH BCR-ABL Tuposmnkmnazer (TK), a Taxke Ha
Hekotopeie npyrue TK: pementop ¢aktopa pocta TydHBIX U CTBOJIOBBIX KieToK (SCFR wmmm
oenxoBast tuposunkuHaza KIT, CD 117), penentopsr gomena auckouauna (DDR1 u DDR2),
perentop KosoHuectumynmpytomiero ¢akropa (CSF-1R), peuentopsl TpoMOOIIUTapHOTO
daxropa pocra (PDGFR-a u PDGFR-p).

NMaTuHu® CcenekTHBHO MOAABIAET MPOoJU(Epaldio U BbI3BIBAET aloONTO3 KJIETOYHBIX JMHUMH,
akcnipeccupyromux BCR-ABL, Bkimrouas He3pesnbie JICHKO3HBIE KIIETKH, OOpasyroliuecs y
MAIl[MEHTOB C IMOJOXHUTEIbHBIME 110 (uiaanenbduiickoit xpomocome (Ph+) xponuueckum
muenoneiikozoMm (XMJI) u ocrpeim aumdodaactomubiM Jjeiikozom OJIJL. In vitro mmatuanG
cenektuBHO uHTHOMpyer BCR-ABL-mo3uTHBHBIE KOJIOHHH, TOJNYyYEHHBbIE U3 KIETOK KPOBH
naimeHToB ¢ XMJIL.

Nmatunu6b narubupyet npoirdepanuio 1 UHIYHUPYET anonTo3 KIETOK CTPOMAIbHBIX OYXO0JIei
KEJTYJOYHO-KUIIEYHOTO TpPaKTa, SKCIPECCHPYIONIMX TUPO3WHKMHA3y ¢ wmytanuei C-Kit
perenTopa.

AxTHBanMs penentopoB ¢akropa pocra TpombOonuToB win ABL-pparmeHta THpO3MHKUHA3BI
MOXXET SBJIATHCA MPUYUHOW Pa3BUTHUS KaK MHUENOJUCILIACTHYECKUX/MUEIOMPOIH(EepaTUBHBIX
3a00JieBaHMiA, TaK U runepl03uHodmIbHOr0 cuHapomMa (I'2C), XpoHMUECKOTO 303MHO(PUIBHOTO
JIeiiKo3a u BeIOyXatorel aqepmaroduopocapkombl. AktuBarus C-Kit perientopa THpO3WHKUHA3HI
U perentopoB ¢akTopa pocTa TPOMOOIMTOB MOKET JIEKaTh B OCHOBE MATOreHe3a CHCTEMHOTO

MacCToIMTO34a. Nmatunub I/IHTI/I6I/IpyeT nepecaadyy CuUrHajla B KICTKaXx UMW KICTOYHYIO
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(NOCIEADBATEIBHOC TH QA001

npoirdepannio, BOZHUKAIOMINX B pe3yibTare | HAPYIICHUS “PCrYIBIIMY aKTUBHOCTH (AKTOPOB
pocTa TpPOMOOITUTOB M CTBOJIOBBIX KJIETOK, C-Kit-penentopa u ABL-pparmMenTa THpO3UHKUHA3HI.
[Ipu npumMeHeHMH MMaTHHHOA y TMAIMEHTOB C HEONEpaOETbHBIMH W/WIIA METACTaTUYECKUMU
3JI0Ka4€CTBEHHBIMU IaCTPOMHTECTUHAIIBHBIMU cTpoMaibHbIMU onyxoisiMu (I'ICO) sxemynouno-
kumeyaoro Tpakra (OKKT) ormeuaercss JOCTOBEpHOE YBEIMYCHHE OOIMIEH BBIKHMBACMOCTHU
MaIMeHToB (MeanaHa BEDKUBaeMocTH — 48,8 Mec) 1 BBKMBAEMOCTH 0€3 IPU3HAKOB 3a00JIeBaHUS
(21 mec). AnproBanTHast tepanus npenapatoM ['MCO XXKT B Teuenue 1 rona cHukaeT puck
pa3BuTHs penuauBOB Ha 89 %, yBeIMYMBAET BBDKUBAEMOCTH 0O€3 TMPHU3HAKOB 3a00JI€BAHMS
(38 mMec). AnproBanTHast Tepanus npenapatom y naiueHToB ¢ [MCO B Teuenue 3 neT NpUBOAUT
K 3HAYUTEIIbHOMY YBEJIMYEHUIO OOIIe BBDKMBAEMOCTH U BBDKMBAEMOCTH 0€3 INpPU3HAKOB

IIPOrpeccUpoBaHus 3a00JIEBaHMs 10 CPABHEHUIO C Tepanueil B TeueHue 1 roxa.

5.2. ®apMaKoOKMHeTHYeCKHe CBOHCTBA

dapMaKOKHHETHYCCKUE TapaMeTphl WMaTHHHOA OIICHWBAJIWChL TIPYW BBEJICHWUW IIperapara B
nuanazone 103 oT 25 mr 1o 1000 mr. dapmakokuHeTHUECKHE TPOPUIIN aHATU3UPOBAINCH B 1-i1
JIEHB, a TAKKE 10 JOCTHKEHUIO PABHOBECHBIX KOHIICHTPAIMI IMAaTHHUOA B MJIa3Me KPOBH Ha 7-H
Uin 28-1 neHb.

Abcopbuus

[Tocne mpuema BHYTpb OMOJIOCTYITHOCTD IpenapaTa cocTaBisieT B cpenneM 98 %. Koapdunuent
BapUallMM JJI TIOKa3aTelss IUIoniaahr Mo KpuBoi «koHmeHTpamus—Bpems» (AUC) cocraiser
40— 60 %. Ilpu BBeneHnn mmatuHuOa B auamnaszoHe 1103 oT 25 mo 1000 mMr oTmedeHa mpsimas
nuHeitHas 3aBucuMocTh AUC ot BennuuHbl 103bl. [Ipu npueme npenapara ¢ nuiieil ¢ BHICOKUM
COJIEp’)KaHHEM KUPOB OTMEUAeTCsl HE3HAYMTEIbHOE CHIKEHHE CTEIeHHM BCaChIBaHUS
(yMeHblIIeHHEe MaKCUMAaJIbHOM KOHIIEHTpAIlM UMaTHHUOA B 11a3Me KpoBU Ha 11 % 1 BeTu4uHbI
AUC — npumepHo Ha 7,4 %) u 3amenyieHUE CKOPOCTH BcachlBaHUs (yBEIMYEHHUE BPEMEHH
JOCTHKEHHSI MaKCUMaIbHON KOHIIEHTpallMu UMaTHHHOA B MJIa3Me KpOBHU Ha 1,5 1) B cpaBHEHUU
C MPUEMOM HATOIIIAK.

Pacnpenenenue

Oxono 95 % wumaTtuHuOa cBs3bIBaeTCS ¢ OenkamMH IUIa3Mbl KpOBM (TJIaBHBIM 00pazoM C
aTbOYMMHOM M KHUCIBIMHM  O-TJIMKONPOTEMHAMH, B HE3HAUMTENBHOM CTENeHM — C
JUMONPOTEUHAMM ).

EI/IOTDaHCd)ODMaI_[I/IH

NmaTuHno MCTaGOJII/BI/IpyeTC}I, T'JIaBHBIM o6pa30M, B IICUCHHU C 06p3.30BaHI/ICM OCHOBHOTO
MeTaboInuTa (N-I{eMeTI/IHI/IpOBaHHOFO MMUTICPAZUHOBOI'O HpOI/ISBOI[HOTO), OUPKYJIUPYHOLICTO B

KpPOBSIHOM pycie. In vitro meraboaut nmaTrHNOa 00a1aeT hapMaKoJIOTUHIECKOH aKTHBHOCTBIO,
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RCIERRBATENLHOC T 6 000)
M UT TaBJIACT

COIMOCTaBUMOW C aKTMBHOCTBIO MCXOJHOTO BE
AUC wumatuamnba. Cps3piBaHHEe MeTa0OMUTa C OeNKamMH IUIa3Mbl MOJO0HO TaKOBOMY IS
UMaTHHUOA.

DaUMUHAIMS

[locne omHOKpAaTHOTO TpueMa IMpernaparT BBIBOAWTCS M3 OpraHM3Ma B TEUeHHE 7 MHEH,
IIPEUMYILIECTBEHHO B Buie MeTtabonutoB (68 % — kumeunukoMm u 13 % — moukamu). B
HEU3MEHEHHOM BUJIE BBIBOIUTCA OKOJIO 25 % 10361 (20 % — yepe3 KuleyHuk u 5 % — noukamu).
[lepuroa nomyBbIBEACHHUSI UMAaTHHUOA COCTABIISIET OKOJIO 18 u.

[Ipu moBTOpHBIX TpHemax mpemnapara | pa3 B CyTKH (hapMaKOKWHETHUYECKHE ITapaMeTphl
CYIIECTBEHHO HE HM3MEHSIOTCS, a PABHOBECHAs KOHIICHTPALUS MMaTHHHOA B TUIa3Me KPOBHU
MPEBBIMIACT HCXOTHYHO B 1,5-2,5 pa3a.

Oco0OBble IpyIIHE MAIMEHTOB

Iloueunas nedocmamounocms

[Ipn npumeHeHMM HMaTHHHOA Yy TAIMEHTOB C HApYIICHUAMH (QYHKIUU TMOYEK JIETKOW HWIIN
cpenHel creneHu (KIupeHC kpeaTwHWHA > 30 MJI/MHUH) OTMEYaeTCs MOBBIIMICHUE YKCIO3UIINN
(BO3MIEHCTBYIOIIETO KOJIMYECTBA) Mpermapara B mia3Me KpoBu B 1,5-2,0 pasza, COOTBETCTBYIOIIEE
YBEJIMYEHUIO KOHLEHTPALlUM KHUCJOTO  O-IJIMKOMPOTEeMHAa (OCHOBHOTO OelKa IJIa3Mbl,
CBSI3BIBAIOILErOCs ¢ UMAaTHHUOOM). [I0CKONIBKY TOJIBKO HE3HAUUTEIbHOE KOJUYECTBO IMpernapaTa
BBIBOJUTCSA TOYKaMH, KIUPEHC CBOOOJHOTO HMaTHHMOAa ObUI OJMHAKOBBIM Yy 3I0POBBIX
NOOpOBOJIBIIEB My TAIMEHTOB ¢ HapyuleHUsMU (yHKIuM 1odek. Koppemsuun Mexay
9KCIO3ULIMEHN Mpernapara u TSHKECThIO MOUYEYHBIX HApYIICHUH HE BBISBIICHO.

lleuenounas neoocmamoyrnocmo

VY nanueHToB ¢ HapylmIeHUAMH (DYHKIMH ITEUSHU Pa3IMIHOM cTeneHu cpeanue 3nadenus AUC He
YBEJIUYUBAIOTCS.

Tonynayuonnas gpapmaxokunemuxa

VY manueHToB cTapiie 65 neT He3HAUUTENbHO YBeIMUnuBaeTcs o0beM pactpenenenus (Ha 12 %).
Jlia manueHtoB ¢ Maccoil Tena 50 Kr cpeaHsis BEMTUYMHA KIMpPEHCAa MMATHHHOA COCTaBIISIET
npuMepHo 8,5 51/4, a ang nmauueHToB ¢ Maccoi Tena 100 xr — okomno 11,8 n/u. OpHako 3TH
pas3nuuus HE SBISAIOTCA CYIIECTBEHHBIMH U HE TpeOyloT KOpPpEKIMH J[O03bl Mpemapara B
3aBUCHUMOCTH OT Macchl Tena manueHTa. PapMakoKHHETHKa UMAaTUHUOA HE 3aBUCHUT OT IMOJIa.
V3MeHenust kiaMpeHca M oObeMa pachpeleNeHus: UMaTMHUOa MpU €ro OJHOBPEMEHHOM
NPUMEHEHUH C JAPYIrMMH JICKQpCTBEHHBIMHM CPEJICTBAMU HECYIECTBEHHBI U HE TpPeOYIOT

HU3MCHCHUSA OO3bI IpCriapara.

Jlemu
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JCNERDBATETILHO

Kak u y B3pocCibIX MAIlMEHTOB, y AeTel U MOINOCTKOB Mnaume JET MMATUHU "b:II/I Me
BHYTPb OBICTPO M MPAKTHYECKU MOJTHOCTHIO BcachiBaercs. Benmnunnel AUC y manueHToB 3Toi
BO3PACTHOM IPYMIIBI OCIIE TIpHeMa UMaTHHNOa B 103ax 260 1 340 Mr/M2 CXOHBI C TAKOBBIMH Yy
B3pPOCIIBIX TOCIIe TpreMa npenapata B 103ax 400 mr u 600 Mr, COOTBETCTBEHHO.

[Tpu cpaBuenun 3naueHuit AUC(0-24) y IeTeid 1 moIpocTKoB B 1-it 1 Ha 8-i THU TpH TOBTOPHOM
npueMe npenapata B 103e 340 mr/mM? 1 pa3 B CyTKM OTMeYaeTcsi BO3PACTAHHE BEIMUMHBI ITOTO
nokaszarenss B 1,7 pasa, CBUIETENbCTBYyWOLIEE O Kymynsuuu wumatuHuOa. Ha ocHoBe
OOBEAMHEHHOTO  MOMYJIALMOHHOrO  (apMAKOKMHETHMYECKOTO  aHaiu3a y  JeTred ¢
reMaToJorM4eckKUMH 3a0o0yieBaHMSIMM  OBLJIO TOKA3aHO, 4YTO KJIMPEHC HMaTHHHOA MpsIMO
MIPOMOPLIMOHAIEH TUIONIA N TOBEPXHOCTH TeJa, Apyrue AeMorpaduyeckue nokasarenu (Bo3pacr,
Macca Teja ¥ MHAEKC Macchl Tela) He UMEIOT KIMHUYECKH 3HAUMMOTO BIUSHUS Ha SKCIO3ULUIO
MMaTHHUOA.

5.3. JlaHHble TOKJIUHUYECKOH 0€30MacHOCTH

B uccnenoBanusix smMOpuodeTanbHOro pa3BUTHS OepeMEeHHbIE KPBICHI U KPOJMKU MOJydalld
nepopaibHbie 10361 UMaTrHUOA 10 100 Mr/kr/cyt u 60 Mr/Kr/cyT, COOTBETCTBEHHO, B TCUCHHE
Mepuojia OpraHoreHesa.

VY kpbic TepaTorenHas mo3a cocrapisuia 100 mMr/kr/cyT (mpuOIM3UTEIHHO paBHAsI MaKCUMAJIBHO
JOTYyCTUMOM 03¢ i denoBeka 800 mr/cyr B mepecuere Ha IIOMIA[b TIOBEPXHOCTH Teja),
KOJIMYECTBO TUIOZIOB C H3HIedanonene W 3K33HIepanne ObUIO BBINIE, YeM HCTOPHYECCKUE
KOHTPOJIbHBIE 3HAYECHMs, U BbIABICHHBIE MM000YHbIE 3 (eKThl OBUIM aCCOLUUMUPOBAHBI C
OTCYTCTBHEM WJIM HEJIOPa3BUTHEM KOCTel yepena. boyee HU3KkMe 3HaUEHUS MacChl MJ10a ObLIN
aCCOLIMUPOBAHBI C 33IEPKKOM OKOCTECHEHHUS CKEJIeTa.

VY KpoJuKoB B J103aX, B 1,5 pa3a npeBbIIIaloNUX MaKCUMaIbHO JOMYCTUMYIO 103Y JUIS YeJIOBeKa,
paBuyro 800 wr/cyr, ucxoAs U3 IUIONIA[M TOBEPXHOCTH Tella, HHUKAKOTO BIUSHUS Ha
PENpPOAYKTUBHBIE MapaMeTphl B OTHOUICHUH MECT MUMIUIAHTAIMH, KOJWYECTBA KUBBIX IJIOJOB,
COOTHOIIIEHUS TOJIOB WJIM Beca IJioja He Habmonanock. OOcnenoBaHue IUIOAOB HE BBISIBHIIO
KaKuX-1100 MOPGOJIIOTUYECKUX U3MEHEHHI, CBA3aHHBIX C IPUMEHEHUEM TIpernapara.

B uccnenoBaHusx mpe- M MOCTHATAIBHOTO PA3BUTHUS y KpbIc OEpeMEHHbIE CaMKH IOJIydaiu
nepopajibHble 1036l IMaTHHHOA BO BpeMsl [IepHo/ia TecTalluy (OpraHoreHes) 1 JakTalluu B 103aX
1o 45 mr/kr/cyr. Y NATH KUBOTHBIX OBIJIO OTMEYEHO MOSIBICHHE KPACHBIX BarMHAJIbHBIX
BbIJICJIEHUH B IpyIIIe, MoTydaBlie UMaTUHUO B 103€ 45 Mr/Kr/cyT, Ha 14 unu 15 quu recranmu,
3HaYMMOCTh KOTOPBIX HEHM3BECTHA, IMOCKOJIbKY y BCEX CaMOK pPOXKJIAJIOCh >KH3HECHOCOOHOE
MOTOMCTBO, U HU Y OJHOH He OBIIO OTMEYEHO YBEIMYEHHOW MOCTHUMILIAHTAIIMOHHON rubdenu
wionoB. Jpyrue nobounsie 3pQeKThl, OTMEUEHHbIE TOJBKO MPHU IpUeMe MMaTHHHOa B J03€

45 MT/KF/CYT (‘-ITO MNPpUMEPHO PABHO IMOJIOBUHC MAKCHMAJIBHO ,Z[OHyCTHMOf/'I J03€ IJIs1 YCJIIOBCKaA
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OBATENEHOCTE 0000)
YAl MYcHUE Un

800 mr/cyr B mepecuere Ha IUIONIAJb TOBEPXH
MEPTBOPOKIEHHOI'O IOTOMCTBA U IOTOMCTBA, YMUpAIOIIEero B nepuod Mexay 0 u 4 qHsamu nocie
pomoB. Y moroMcTBa nokojeHus F1 mpu ToM ke ypoBHE J103bI HAOIIOJAIOCH CHIDKEHUE CPEIHEH
Macchl Tejla ¢ MOMEHTa POXKJIEHUS 1O MOMEHTAa YMEpIUBIICHUS 110 OKOHYAHUIO UCCIEJOBAHMUS;
HECKOJIbKO CHHYKAJIOCh KOJIMYECTBO CaMIIOB, JIOCTUTAIOIIMX IEpUOAA IM0JI0BO3penocTu. MHbIX
3HAUUTENIbHBIX U3MEHEHUN B MapaMeTpax pa3BUTHs WIM MOBEACHUS OTMEUYeHO He Obuto. Ha
¢deprmibHOCTH TIOKOJNeHHs F1 mpuem mpemapata HHKaK HE CKa3bIBaJCs, OJHAKO B XOJE
UCCIIEIOBAaHUS OBLIM OTMEYEHbl PENpOAYKTHUBHBbIE MOOOYHBIE 3((deKThl B 103€¢ 45 MI/KI/CyT,
BKJIIOYAsl YBEIMUEHUE YKCia pe30pOLnil 1 YMEHbIIEHNE KOJIMYECTBA KU3HECTIOCOOHBIX TIO/I0B.
Jlo3a nMatuHuOa, HE BBI3BIBAIONIAS BUIAMMBIX MOOOYHBIX 3(P(EKTOB, KaK ISl MAaTEPUHCKHUX

YKUBOTHBIX, TaK U Jy1st mokoJienus F1 cocrasmsina 15 mr/kr/cyr.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcioMorareJibHbIX BellleCTB
Anpo

Kpemuust iMOKCHT KOJITOMAHBII
['unpomennosa

[enmrono3a Mukpokpucrammmyeckass M102
Kpocnosugon

Kpockapmenno3a Hatpus

Maruus creapat

[InenoyHas 000JI04Ka

Omnanpaii 04F52022 sxenTsiii [runpomMerniosa, makporos 6000, Tanbk, Turana quokeun (E171),
KpacuTenb xene3a okcu xentoiit (E172), kpacuTens xene3a okcua kpacHbiid (E172)]

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHS )

3 rona.

6.4. OcoOble MepbI PEAOCTOPOKHOCTH NIPH XPaHEHUH

Xpanuts npu Temreparype He Boie 30 °C.

6.5. Xapakrep u cofepxaHue NePBUYHON YIAKOBKH

ITo 10 Tabnerox B GuucTep U3 ATOMUHHEBOM (POJIBIH.

ITo 3, 5, 10 unu 12 GuiucTepoB BMECTE ¢ MHCTPYKIMEH M0 MPUMEHEHHIO B MTAUYKY KapTOHHYIO.
ITo 30, 50, 100 wmm 120 Tabmerok BO (hJIaKOH W3 TMOJMITUICHA BBICOKOW IUIOTHOCTH C

3aBUHYHBAIOMICHCS I(pBIH.IKOﬁ 13 MOJIMATHICHA BBICOKOM INIOTHOCTH.
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ITo 1 ¢nakony BMecTe ¢ MHCTPYKUUEH 110 MPUMEHEHUIO B ITAYKY KAPTOHHYTO.

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TPU YHUYTOKEHHMH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WM OTX0JA0B, MOJYYEHHbIX TOcCJe TPUMEHEHUs
JIEKApCTBEHHOI0 NMpenapaTa Wik padoTsl ¢ HUM.

Oco0ble TpeOoBaHMS K yTHIIM3ALUH TIperapaTa OTCyTCTBYIOT.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHU S

000 «/Ixxomac Dxcioum», Poccus

140200, MockoBckas 00i1., T. BockpeceHck, yia. MockoBckas, 1. 45M, oduc 4.
Tenedon: +7 (499) 503-01-92, +7 (980) 194-89-33

E-mail: info@jodas.ru

7.1. IlpeacraBure/ib AepsKaTess PericTPAMOHHOIO YA0CTOBEPEHUS.

IIperen3un noTpeduUTEIer HAIPABIATE 10 aAPECY:

000 «JIxonmac Dxcrmoum», Poccus
140200, MockoBckas 00i1., T. BockpeceHck, yia. MockoBckas, 1. 45M, oduc 4.
Tenedon: +7 (499) 503-01-92, +7 (980) 194-89-33

E-mail: info@jodas.ru

8. HOMEP PETUCTPAIIMOHHOT O YIOCTOBEPEHU S

9. TATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXJIEHUS PETMCTPAIIUM,
IHEPEPETUCTPALIMN)

JlaTa nepBoil perucTparuu:

10. JATA IEPECMOTPA TEKCTA
OO1as xapakTepucTHKa JIEKApCTBEHHOTO npenaparta MiMatuau6 nocTynHa Ha HHPOPMAITMOHHOM
noprasne EBpazuiickoro S5KOHOMHYECKOTO COr03a B MH(OPMAIMOHHO-KOMMYHHKAIIMOHHON CeTH

«Mutepuet» https://eec.eaeunion.org/.
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