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NMHCTPYKLMA
10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
Nmatunubd

PerncrpannoHnHblii HOMep:
Toprosoe HaumeHoBaHue: Vimatnauo
MexkyHapoaHOe HEMATEHTOBAHHOE HJIM IPYNINIMPOBOYHOE HAUMEHOBAHUE: UMAaTHHHO.
JlexapcTBeHHas opma: TaOIETKH, TOKPBITHIC TNIEHOYHON 000I0UKOH.
Cocras Ha 1 TabaerKky

JHosuposka 100 m2

Heticmesyrowee seujecmso: umatTHnOa me3unar — 128,56 mr B nepecuere Ha uMaTHHUO — 100 Mmr.
Bcnomozcamenvuvie sewyecmesa: nakrosa 6e3soanas — 350,94 mr, kpockapmerniosa Hatpus — 10,00
mr, moBuaoH K-30 — 7,50 mr, Tanek — 3,00 mr, Mmaraus creapat — 5,00 mr, kpocnoBuioH — 15,00
MT, TIJICHOYHAst 000JI0YKa.

Cocmas o6onouku: makporoin 4000 (monustunenriaukons 4000) — 1,95 mr, runpomeniosa E 15 —
3,90 wmr, tanbk — 1,95 mr, tutana quokcun (E171) — 1,95 mr, okeup xenesa kpacHblil (E 172) —
0,25 mr.

JHosuposka 400 me:

Heticmsyrowee seujecmso: umaTHnOa me3unar — 514,25 mr B nepecuere Ha uMaTHHUO — 400 Mmr.
Bcnomozcamenvuvie sewgecmea. nakrosa 6e3pogHas — 64,00 mr, kpockapmerto3a Hatpus — 10,00
mr, moBuI0H K-30 — 29,00 mr, Tanmek — 5,25 mr, maraus creapat — 6,00 mr, kpocioBu10H — 21,50
MT, TIJICHOYHAst 000JI0YKa.

Cocmag obonouxu: makporoia 4000 (monustunenrinukois 4000) — 3,90 mr, runpomeriosa E 15 —
7,80 mr, Tanpk — 3,90 mr, Tutana quokeun (E171) — 3,90 mr, okcup xene3a kpacubiit (E 172) —
0,50 mr.

Onucanue

Hoszuposka 100 me: Kpyrible ABOSKOBBITYKJIblE TaOJETKH, MOKPBITHIE MJIEHOYHON 000JI0YKOi

KOPHYHEBATO-PO30BOTO IBeTa. Ha mormepednom paspese sapo TadJIeTKH OYTH OeJIoTo IBETa CO
CJ1a0BIM KEJITOBATHIM OTTEHKOM.

Hoszuposka 400 me: OBabHBIE ABOSKOBBITYKJIbIE TaOJETKH, MOKPHITHIE IIIEHOYHOW 000JI0UKOit

KOpPHYHEBATO-PO30BOrO 1BeTa. Ha momepednom paspese sapo TabieTKu MouTH Oeloro 1Bera co
CJ1a0BIM KEJITOBATHIM OTTEHKOM.
dapmakoTepaneBTHYeCKAas TPyNna

HpOTI/IBOOHYXOJICBBIe CpeACTBa, I/IHI‘I/I6I/ITOpBI MMPOTCUHKHWHA3; I/IHI‘I/I6I/ITOpBI TUPO3NHKUHA3bI
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BCR-ABL.
Kox ATX: LO1EAOL.
®apMaKkoJIOrH4ecKue CBoicTBa

CDGDMGKOOMHGMMKCZ

Nmatuan® — MHrUOUTOp TNPOTEUH-TUPO3UHKHHA3, KOTOPBIA OKa3blBaeT H30UpaTesbHOe
uHruoupymomee Biausaue Ha aktuBHOCTh BCR-ABL tuposunkunaser (TK), a Taxke Ha
HekoTopeie apyrue TK: penentop ¢akropa pocta Ty4HBIX B CTBONOBBIX KieToK (SCFR wnm
oenkoBast TuposunkuHaza KIT, CD 117), peuentopsl qomena mauckouauna (DDR1 u DDR2),
perenTop KoJoHHecTUMYyJMpytomiero ¢akropa (CSF-1R), peuentopsl TpoMOOIMTapHOTO
¢daktopa pocra (PDGFR-o u PDGFR-).

HMmatuHu® CeleKTHBHO TOABIISCT MPOJU(EPAIMIO M BBI3BIBACT AIlONTO3 KJIETOYHBIX JIMHUM,
skcripeccupyromux BCR-ABL, Bkimrodas He3penble JIEHKO3HBIE KIETKH, oOpasyrommecs Y
HAIlMEHTOB C IOJOKUTEIBHBIMUA 110  (uiaaeabduiickoii xpomocome (Ph+) xponmueckum
muesoneiikozom (XMJI) u octpeim numdodaactomubimM Jieiikozom OJIJI. In vitro umatuau6
cenexktuBHO uHrHOUpyer BCR-ABL-mo3uTHBHBIE KOJOHWHM, MOJYYEHHBIE M3 KIETOK KPOBHU
nanueHToB ¢ XMJI.

Nmatian® nHrubupyet npoiaudepaino 1 UHIYIUPYET arnonTo3 KIETOK CTPOMATIbHBIX OMyXOoJiei
KETYA0YHO-KUIIIEYHOTO TpaKTa, OJKCIPECCHPYIONIMX TUPO3HMHKKMHA3y ¢ wyTtaien C-Kit
peuenTopa.

AKTHBaIMs peuenTopoB ¢akropa pocra TpomobouuToB win ABL-(pparmenta THpPO3ZHMHKUHA3BI
MOJKET SBJISATHCS MPUYMHON PA3BUTHS KaK MHUEIOAMCILIACTHUECKUX/MUEIONPOTH(epaTUBHBIX
3a0o0JeBaHui, Tak U runep303uHoduiabHOro cunapoma (I'9C), XpOHUYECKOTO 303MHOPUIIBHOTO
JIeiiko3a 1 BeIOyxaroiei nepmarodudpocapkombl. AkTuBanus C-Kit perientopa THpO3MHKHHA3HI
U pelenTopoB (hakTopa pocta TPOMOOIIUTOB MOXKET JIe)KaThb B OCHOBE MAaTOr€HE3a CUCTEMHOIO
macTouurto3a. Mmarunu® wHrHOMpyeT mepenadyy CHUTHajga B KJIETKaX H  KJIETOYHYIO
npoaudepalnno, BOSHUKAIONINX B Pe3ylbTaTe HApYIICHUS PETYJSIUU aKTUBHOCTH (DaKTOpOB
pocTa TPOMOOIIMTOB U CTBOJIOBBIX KJIETOK, C-Kit-penentopa u ABL-(parMeHTa THPO3UHKHUHA3HI.
[lpy mpuMeHeHWN WMATHHHOA Yy TAIMEHTOB C HEONepaOeTbHBIMU W/WIH METAaCTaTUYECKUMHU
3JI0Ka4€CTBEHHBIMU TaCTPOMHTECTUHATIBLHBIMU CTpoMalibHbIME ontyxoiisiMu (I'ICO) sxemyouHo-
kumeyHoro Ttpakta (JKKT) ormeuaercs noCTOBEepHOE YBEIMUYEHHME OOLIEH BBDKUBAEMOCTH
MAalMEeHTOB (MeIMaHa BEKUBAEMOCTH — 48,8 Mec.) ¥ BEDKHBAEMOCTH 0€3 TPU3HAKOB 3a00J1eBaHUS
(21 mec.). AnproBanTHas Tepanus npenaparom ['MCO XKT B teuenue 1 roga cHMXKaeT pHUCK

pa3BUTHA PCLHUANBOB Ha 89 %, YBCINYNBACT BBIKUBACMOCTH oe3 IMPU3HAKOB 3a00JIeBaHUs
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(38 mec.). AxproBanTHas Tepamnus npenapaToM y namuentos ¢ ['MMCO B TeueHue 3 jeT IPUBOIUT
K 3HAYUTEIHLHOMY YBEIMYEHUIO OOIIEH BBDKMBAEMOCTH W BBDKMBAGMOCTH 0€3 IMPU3HAKOB
nporpeccupoBaHust 3a00J€BaHHS 10 CPABHEHUIO C Tepanuei B TeueHue 1 roaa.

Dapmakokunemuxa

®apMaKOKMHETUYECKHE TapaMeTpbl MMaTHHHOA OLICHMBAJIMCh MpPHU BBEACHUHU IIpernapaTa B
nuarnasoHe 103 ot 25 mr g0 1000 mr. @apmakoKHHETHYECKHE TPODUIN aHATU3UPOBAIKCH B 1-i
JIeHb, a TAKXKE 10 TOCTIKEHUIO PABHOBECHBIX KOHIICHTPAIMK MMaTHHIOA B IJ1a3Me KpPOBH Ha 7-i
uiu 28-1 eHb.

Bcacvisanue

[Tocne mpuema BHYTpPh OMOJIOCTYITHOCTD Mpernapara coctaBisier B cpeqaeM 98%. Koaddumuent
BapHaIliH [T TIOKA3aTells IIOMIa/b Mo KpUBO# «koHieHTparus-spems» (AUC) cocrasisier 40-
60%. IIpu BBeneHNM nMaTUHUOA B Arana3oHe 103 oT 25 10 1000 Mr orMeyeHa npsimasi JInHeHHas
3aBucuMOCTh AUC 0T BETUYHHBI 103bI.

[Tpu npueme npenapara ¢ MUIIEH ¢ BHICOKUM COACPKAHUEM KUPOB OTMEUYAETCS HE3HAUUTEIbHOE
CHIDKEHHE CTETIEHH BCAChIBaHUS (YMEHBIICHHE MAaKCHMAIBHOW KOHIIGHTPAallMd WMaTHHHOA B
wia3me KpoBU (Cmax) Ha 11 % u Benmuumabsl AUC — npumepHo Ha 7,4 %) U 3aMeUIEHUE CKOPOCTH
BcachiBaHMsl (YBEIMYCHHE BPEMEHM IOCTHKEHHSI MAaKCHMaJIbHOW KOHIIEHTpAIlMM MMaTUHHOA B
r1a3Me KpoBU Ha 1,5 4) B cpaBHEHUH C IPUEMOM HATOMIAK.

Pacnpeoenenue

Oxkono 95% wumatuHuOa cBsA3bIBaeTCs C OelKkaMu IUIa3Mbl KpPOBHM (TJIaBHBIM 00pa3oM ¢

anbOyMHHOM U  KHUCJIBIMH  O-TJIMKOMPOTEMHAMH, B HE3HAYUTENBHOM CTENEeHH — C
JUTIONIPOTENHAMH ).
Memabonuszm

NmatnHn® Merabonu3upyeTcsi, I1aBHbIM 00pa3oM, B IME€YEHU C OOpa30BaHHEM OCHOBHOIO
metabonuta (N-IeMETHINPOBAHHOTO MMHUIIEPA3MHOBOTO MMPOU3BOIHOIO), MUPKYJIUPYIONIETO B
KpOBsHOM pycie. In vitro metabonuT uMaTHHNOA 001a1aeT hapMaKoIOTHIECKONW aKTHBHOCTBHIO,
COIIOCTABUMOM C aKTUBHOCTHIO HcxonHoro semecrsa. AUC mMeradonura cocrasiuger 16 % ot
AUC wumarmamnOa. Cs3bIBaHHEe MeTa0OJMMTa C OCJNKaMH IUIa3Mbl TIOJJOOHO TaKOBOMY JIS
UMaTUHHOA.

Buigeoenue

[Tocrie OMHOKPATHOTO TpHeMa TIperapaT BBIBOAWTCS W3 OpPraHW3Ma B TEUYCHHWE 7 JIHEH,
NPEUMYIIECTBEHHO B BHjAe MeTabonutoB (68 % - kumeuynukom u 13 % - moukamu). B

HEU3MEHEHHOM BUJIE BBIBOJIUTCS OKOIIO 25 % 1036l (20% - yepe3 KUIleuHHuK U 5 % - MoYKamu).
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[lepuox nonyBbIBEACHUSI UMAaTUHUOA COCTABIIAET OKOJIO 18 4.

[Ipn moOBTOpHBIX mpuemax mpenapara 1 pa3 B CyTkH (PapMaKOKHHETHYCCKUE MapaMeTpbl
CYIIECTBEHHO HE HW3MCHSIOTCS, a PaBHOBECHAs KOHIIEHTpAIlMs MMAaTUHUOA B IUIa3Me KpPOBHU
MpeBbIlIaeT UCXoauyo B 1,5-2,5 pasa.

Y nayuenmoe cmapuie 65 nem He3HAYUTENILHO yBEIHUUBaeTCs 00beM pacnpenenenus (Ha 12 %).
Jis marpieHTOB ¢ Maccod Terna S50 Kr cpedHss BEeIWMYHMHA KIMPEHCAa WMATHHHOA COCTaBIISICT
npuMepHo 8,5 11/4, a st narueHToB ¢ Maccoi Tena 100 kr — okono 11,8 n/4. OHAKO ATH pa3nTudus
HE SIBIISIOTCS CYIICCTBEHHBIMU M HE TPEOYIOT KOPPEKIIMH 03I Ipernapara B 3aBUCUMOCTU OT
Macchl Tefa nanuenTa. @apMakoKMHETHKAa MMAaTUHIOA HE 3aBUCHUT OT 1oja. M3MeHneHus kimpenca
u o0bema pacrpesiesieHuss UMaTHHHOAa TpU €ro OJHOBPEMEHHOM MPUMEHEHUU C JIPYTHMH
JICKapCTBCHHBIMU CPEACTBAMH HECYIIECTBEHHBI U HE TPEOYIOT U3MECHEHUS J03bI.

Jlemu u noopocmku: Kaxk W y B3pOCIBIX MAIIMEHTOB, Y JAETEH M MOJIPOCTKOB mutanime 18 et
UMaTUHUO TIpU TpUEeMe BHYTPH OBICTPO M MPAKTHYECKH IMOJIHOCTHIO BcachbiBaeTcs. BennduHbl
AUC y narnueHToB 3Toif BO3pacTHOM IPyIIIBI TIOCTIE MpUeMa HMATHHKGA B 103ax 260 1 340 mr/m?
CXOJIHBI C TaKOBBIMH Yy B3POCJBIX Mociie mpuema mnpenapara B go3ax 400 mr u 600 wr,
COOTBETCTBEHHO.

ITpu cpaBuennu 3naueruiit AUC (0-24) y neteii u moapocTkoB B 1-if v Ha 8-if HU [TPU TOBTOPHOM
npueMe TpenapaTa B 1o3e 340 Mr/m? 1 pa3 B CyTKM OTMeYaeTcs BO3PACTAHME BETHUHHEI STOTO
nokasarenst B 1,7 pasa, CBHUIETENbCTBYIOLEE O Kymyjasiuuu wumaruHub6a. Ha ocHoBe
O0OBEAMHEHHOTO  MOMYJSIUOHHOTO  (PapMaKOKMHETHYECKOrO0  aHauu3a y  JeTedl ¢
reMaToJIOTHUYeCKUMH  3a00J€BaHMsIMH  ObUIO TOKAa3aHO, YTO KJIMPEHC HMAaTHHHOA MpsSMo
MPOMOPILMOHAJIEH TUTOMIAAHN MTOBEPXHOCTH Tela, IPyTue IeMorpapuieckue mokasareian (Bo3pacr,
Macca Tejla U MHJIEKC Macchl Tejla) He UMEIOT KIIMHUYECKU 3HAYUMOTO BIMSHUS Ha SKCIIO3ULUIO
“MaTuHUOA.

Hapywenue ¢ynkyuu newenu: y TAlMEHTOB C HapyIICHUSAMU (DYHKIMU TICYEHU DPAa3THMYHOU
crenenu cpennue 3HayeHuss AUC He yBeTnunBarOTCs.

Hapywenue ¢ynxkyuu novex: npu NPUMEHEHUU UMATHHHOA y MalMEHTOB C HapyIICHUSIMHU
GYHKIIUM MTOYEK JIETKOM WM cpeqHell cTeneHu (KIupeHe KpeaTuHUHa >30 MJI/MUH) OTMeuYaeTcst
MOBBIIICHUE DKCTIO3UINH (BO3/ICHCTBYIOIIETO KOMWYECTBA) Mpenapara B miazme kposu B 1,5-2,0
pa3a, COOTBETCTBYIOIEE YBEIMYEHHIO KOHIICHTPAIIMH KUCJIOTO O-TJIIMKOMPOTEeHHA (OCHOBHOTO
Oenka TMIa3Mbl, CBSI3bIBAIOLIErocs C KMaTUHUOOM). [lOCKONBKY TOJBKO HE3HAUYUTEIbHOE
KOJIMYECTBO TperapaTa BHIBOAUTCS ITOYKAMH, KITUPEHC CBOOOTHOTO0 MMATHHHUOA OBLIT OJTHHAKOBBIM

Y 3A0POBBIX ,Z[O6pOBOJ'IBI_IeB Ny TAaUCHTOB C HAPYUICHUAMU (I)YHKI_II/II/I ITOYCK. KOppCJ’IHI_II/II/I MCKOAY



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 19.03.2024 N2 523¢
(NOCNEOCBATENEHOCTE 0002)

JKCIIO3ULIMEN Tpenapara U TSHKECTBIO TIOYEYHBIX HAPYIIEHUH HE BBISBIICHO.

IToxa3anusi K NPUMeHEHUIO

. BriepBble  BBISBIEGHHBIA — TOJOXUTENBHBIA 1O  QUIaAETbPHUIACKONH  XpoMOcoMe
XpOHHYECKHI MuestonHbIH Jieiiko3 (Ph+ XMJI) y nereii u B3pOCIbIX.

. Ph+ XMJI B xpoHuueckoii a3e npu Heyaade MpeiecTBYOIei Tepanuu nHTeppepoHOM
anb(da win B ¢asze akcenepaluy Wik 6JaCTHOTO KpU3a y AeTei U B3pOCIIBIX.

. BriepBbie nUarHOCTHPOBAHHBIA TIOJOKUTENBHBIN MO Quanenbpuiickol XpoMocome

octpeiid muMdobacThbii neiiko3 (Ph+ OJIJ) y nereli u B3poCibIX MAIMEHTOB B KOMOWHAIIMU C

XUMHUOTEPANUEH.

. PeunpuBupyrommii i  pedpakrepusiii  Ph+ OJIJI 'y B3pocibiX HalUMeHTOB B
MOHOTEPAIINH.

o MuenoaucniacTuyeckre/MuenonpoiudepaTuBHble 3a00J€BaHNs, CBA3aHHbIE C TCHHBIMU

nepecTporkamMu perentopa Gakropa pocta TPOMOOILUTOB Y B3POCIIbIX MAI[IEHTOB.
° CHUCTEMHBIH MaCTOIMTO3 Yy B3POCIbIX MaIlMeHTOB ¢ oTcyTcTBHeM D816V c-Kit myraru
WK ¢ Hen3BeCTHBIM C-Kit MyTallMOHHBIM CTATyCOM.
o l'unepro3uHODUIBHBIA  CHHAPOM W/WIM XPOHUYECKUH D03MHOMUIBHBIA JIEHKO3 Yy
B3POCJIBIX C TO3UTUBHOM MM HeraTuBHOM aHoManbHOM FIP1L1-PDGFR anbsda-Tupo3uHkuHa301.
o HeomnepabenbHble W/WIM METAaCTaTHYECKHE 3JI0KAUYECTBEHHBIC TaCTPOMHTECTHHAIBHBIC
crpomainsHbie omyxoiu (TMCO) nozutuBHbIe 110 C-Kit (CD 117) y B3poCbIX MAIUEHTOB.
o AnbroBanTHast Tepanus y B3pocibix nanueHToB ¢ [ MCO, nosutusaeix mo ¢-Kit (CD 117).
o HeonepabenpHasi,  peuuauBUpyIOUIas  W/HMIM  MeTacTaTH4ecKas  BbIOyXaromias
nepmatropudpocapkoMa y B3pOCIIbIX MAIUEHTOB.
IIpoTuBonoKa3aHus
o [ToBbImeHHAsT YYBCTBUTEIHHOCTh K MMATHHHUOY WJIH JIFOOOMY JpyroMy KOMIIOHEHTY
mperapara.
o bepeMeHHOCTh U TIEpHOJT TPYTHOTO BCKAPMIIUBAHHS.
. Hetckuii Bo3pact (3 PeKTUBHOCTD U 0€30MTaCHOCTh HE YCTAHOBJICHBI):

— 1o 1-ro rona y nanuentos ¢ Ph+ OJIJI,

- 70 2-X JieT y narueHToB ¢ Ph+ XMUJI;

- 1o 18 jeT mo ocTajJbHBIM MOKA3AHUSIM.
C 0CTOPOKHOCTHIO

Crenyer ¢ OCTOPOXKHOCTBIO TPUMEHATh UMAaTHUHUO:
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-y MallMEeHTOB C HapyLIeHNEeM (PYHKIIMH [TEYSHH TSKEIION CTEIeHU;

-y MallMEeHTOB C HapylleHHeM (PYHKIIMU MOYEK TSKEJIOH CTeNeHu;

-y MalMeHTOB ¢ 3a00J€BaHUAMHU CEPJCUYHO-COCYAUCTON CUCTEMBI HJIM MIPU HATHMYUH (PaKTOPOB
pHCKa pa3BUTHS CEPICUYHON HETOCTATOYHOCTH;

- TIpU IPOBEACHUM PETYJISIPHON MPOLETyphl TeMOINAIN3A;

- TpU OJHOBPEMEHHOM IMPUMEHEHHH C TpernapaTtaMu, HHruoupyromumu uzopepment CYP3A4,
cuibHBIME HHAYKTOpamMu u3zopepmenta CYP3A4, npenapatamu, SIBIASIOMMMUCS CyOCTpaTaMu
nzopepmenta CYP3A4,

- TpU OJHOBPEMEHHOM TPUMEHEHHH C TMapaneramosnioMm, BapdapuHoM (cM. paszen
«B3anmMopeiicTBHE ¢ IPYTUMU JICKAPCTBEHHBIMH CPEICTBAMM ).

I[IpumeHeHnne npu 6epeMEHHOCTH U B MEPUO/I TPYIHOT0 BCKAPMJIMBAHUS

/lannvie uccneoosanuii

B uccrnepoBanmsx sMOpuodeTanbHOTO pa3BUTHS OCPEMEHHBIC KPBICHI M KPOJIUKHU IOJTyYaln
nepopaibHbie 10361 UMatuHKOa 10 100 Mr/kr/cytT u 60 MI/Kr/CyT COOTBETCTBEHHO B TECUCHHE
nepuoja opraHoreHesa.

VY kpbic TepaToreHHas no3a coctaBisuia 100 Mr/kr/cyT (mpubIM3UTEIHLHO paBHASI MAKCHUMAIbHO
JOIyCTUMON J103¢ st dyenmoBeka 800 Mr/cyt B mepecueTe Ha IUIOMAAh MOBEPXHOCTH Teja),
KOJMYECTBO TUIOZOB C HHIEedarnornene u sk3dHIedanueir ObUIO BBIIIE, YeM HCTOPUUYECKUE
KOHTPOJIbHBIE 3HAUYEHUs, U BBIABJICHHBIC MMOOOYHBIE S(P(GEKThl OBUIM aCCOIMUPOBAHBI C
OTCYTCTBUEM WJIM HEJOpa3BUTHEM KocTell yepena. bornee HU3KMe 3HaUeHUsI Macchl MIoJa ObUIH
ACCOLIMMPOBAHBI C 33/1€P>)KKOM OKOCTEHEHHsI CKeJleTa.

YV KpoJuKoB B 103aX, B 1,5 pa3za nmpeBblarommux MaKCUMalbHO JOIYCTUMYIO 103y JJIs 4eJIOBeKa,
paBayro 800 wmr/cyt, ucxoas W3 IUIOHMIAAM TOBEPXHOCTH TeJa, HHUKAKOTO BIMSHUS Ha
pPENpPOAYKTUBHBIE MapaMeTphbl B OTHOLIEHUH MECT MMILJIAHTAIlUU, KOMUYECTBA JKUBBIX IUIOJOB,
COOTHOILIEHUS TOJIOB MJIM Beca Iuloja He Habmoganock. OOcneqoBaHUe IJIOJIOB HE BBISBUIIO
KaKUX-TH00 MOP(OIOTHIECKUX U3MEHEHHH, CBI3aHHBIX C PUMEHEHHEM HMaTHHHOA.

B wmccnenoBaHusAX Tpe- W MOCTHATAIBHOTO PAa3BUTHS ) KPBIC OCpEMEHHBIE CAMKH TIOTYYaiH
nepopaibHbIe T03bI UMAaTHHUOA BO BpEMS MIEpHO/Ia FeCTalluy (OpPraHOTeHe3) U JTaKTaIluu B 033X
no 45 Mr/kr/cyT. Y OATH KUBOTHBIX OBUIO OTMEYEHO TOSIBIEHHWE KPACHBIX BarMHAIBHBIX
BbIJIETICHU B rpyIiIie, Nody4yaBiie nMaTuHuo B 103e 45 Mr/kr/cyT, Ha 14 wiu 15 qau recranuu,
3HAYUMOCTh KOTOPBIX HEU3BECTHA, MOCKOJIbKY Y BCEX CaMOK pPOXAAJOCh KHU3HECIOCOOHOE
MOTOMCTBO, U HH Y OJHOW HE OBUIO OTMEYEHO YBETUYCHHON MOCTUMIUIAHTAIMOHHON TuOenu

wi10/10B. /Ipyrue nobounsie 3 peKThl, OTMEYCHHbIE TOJIBKO MPH MpHeMe UMaTuHHOA B 103€e 45
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MT/KT/CyT (4TO IPUMEPHO PaBHO MOJOBHHE MAKCUMAJILHO JOITYCTUMOM 10361 i1 yenoBeka - 800
MI/CYT B TIepecdeTe Ha IUIONIA[b IOBEPXHOCTH Tella), BKIIOYAIM YBEIMYCHHE YHUCIIA
MEPTBOPOKACHHOTO TIOTOMCTBA U IOTOMCTBA, YMHUPAIOIIETro B iepruoa Mexty 0 u 4 THSIMU mocie
ponoB. Y motomcTBa nokojeHus F1 mpu Tom jxe ypoBHE 10361 HAOII0JAJI0Ch CHHXKEHUE CPeHEe
Macchl Tejla ¢ MOMEHTa POXKJICHHUS 10 MOMEHTA YMEpILBICHHUS [0 OKOHYAHUIO MCCIIEIOBAHUS;
HECKOJIBKO CHIKAJIOCh KOJIMYECTBO CaMIIOB, JOCTHUTAIOIINX TEPUOJa IMOJIOBO3penocTu. MHBIX
3HAUUTENBHBIX M3MEHEHHI B TMapaMeTpax pPa3BUTHUS WIH IOBEJCHHS OTMEYCHO He Obuto. Ha
deprunpHOCTH TIOKONIeHUsT F1 mpueM wMaTMHMOA HUKAK HE CKa3bIBAICSA, OJIHAKO B XOJIE
WCCIICIOBaHMS OBUIM OTMEUYEHBI PENPOAYKTHUBHBIE MOOOUYHBIE A((eKkThl B m03e 45 MI/Kr/cyT,
BKJIIOUAsl yBEJIMYCHHE YK CIIa Pe30pOLIMii U YMEHbIICHHE KOJTUYECTBA KU3HECIOCOOHBIX II0I0B.
Jlo3a mmatnHMOa, HE BBI3BIBAIOIIAS BHIUMBIX MOOOYHBIX A(P(EKTOB, KaK I MaTEPHHCKHX
JKUBOTHBIX, TaK U JiIs okoneHus F1 cocrapnsina 15 mMr/kr/cyT.

Kenwunwvt ¢ 0emopoonvim nomenyuaniom

[TarueHTKaM € COXpaHEHHBIM PENPOAYKTHBHBIM IOTEHIIMAJIOM CIIEyeT PEKOMEHI0BaTh
UCIIOJIb30BAaTh HAJCKHBIC METOABl (METOAbl, MPH KOTOPHIX YACTOTA BO3ZHUKHOBEHHUS
OepemMeHHOCTH He npeBbimaeT 1% B rox) KOHTpaLENUMU BO BpeMs Tepaluy IpernapaToM U B
TedeHHe KaKk MUHUMYM 15 qHeii mocjie 0TMeHBbI IpHeMa Mpenapara.

bepemennocmo

[TpumeHeHne mpermapara BO BpeMs OCpEMEHHOCTH IPOTHBOIOKAa3aHO. B WCClIeOBaHHSIX Y
KUBOTHBIX 0TMEYAJI0Ch, YTO IPUMEHEHHE MpenapaTa MoKeT OKa3bIBaTh SMOPHOHAIBLHOE
Bo3/eiicTBHe. J[aHHBIE O MPUMEHEHHU Mpemnapara BO BpeMsi OEpeMEHHOCTH OTCYTCTBYIOT. B
MOCTPETUCTPAIIMOHHOM TEPUOJIE TOJYYEHB COOOIIEHUS O CIy4asX CaMOMPOU3BOJIBHOTO
IIpephIBaHMs OEPEMEHHOCTH U BPOXKICHHBIX TOPOKOB Pa3BUTHS JICTEH MAITUSHTOK, IPUHUMABIITHX
mperapar BO BpeMsi OepeMeHHOCTH. Pe3yibTaThl MCCIeI0BAHUI HA KPbICaX MOKA3aJId, YTO
HMATHHUO OKa3bIBaJl TEePAaTOreHHOe BO3/JeliCTBHE B /103aX, PABHBIX MAKCHMAJbLHO
AOMYCTUMOM pekoMeHaAyeMol 103e s 4yeaoBeka 800 mMr/cyr B mepecuere Ha IUIOLIAAb
MTOBEPXHOCTH Tela.

Jlakmauus

Kak uMatuHuO, Tak M €ro akTUBHBIM METaOOIUT MOTYT BBIACTSATHCS C MOJOKOM YellOBEKa.
OTHollIEHUE KOHIIEHTPAllMM B MOJOKE K KOHIEHTpAllMd B IJa3Me s MMaTUHUOA U €ro
Merabonmura coctaBwio 0,5 uw 0,9 COOTBETCTBEHHO, YTO CBHUACTEIBCTBYET O OOJIBIICH
KOHIICHTPAIlMU MeTaboNIuTa B TPYyJAHOM MoJyioke. [IpuHMMas BO BHUMaHWE CyMMHPOBaHHOE

KOJINYECTBO METa00JIUTa M HEU3MEHEHHOI'O BCIICCTBA, a TAaKKC YYHUTHIBAS MAKCUMAJILHOC



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 19.03.2024 N2 523¢

(NOCNEOCBATENEHOCTE 0002)

CYTOYHOE MOTpeOIeHNEe MOJIOKA TPYAHBIM MIIQJICHLIEM, OXKHJIAETCs, YTO MOJYUYEHHAs: C MOJIOKOM
no3a uMatuHuOa Oyaer Huskon (okosno 10 % or TepameBTHUECKON 03b1). OMHAKO B CBS3H C
HAJIMYHEeM BepOATHOCTH Pa3BHUTHUSL Cepbe3HBIX MNO004YHBIX J(PdexkToB y pebdeHka,
HAXOJSILErocsi Ha rPyAHOM BCKAPMJIMBAHUM, NAIIUEHTKAM CJIEIyeT OTKa3aThCs OT I'PYIHOTO
BCKapMJIMBaHMs BO BpeMs TEpaluM MpenapaTtoM M B TeyeHHe Kak MUHMMYM 15 nHeii mocie
OTMEHbI IpHeMa Npenapara.

Bnuanue na ghepmunvnocmep

HccnenoBanust BIUSHUSA WMaTWHUOA Ha (QEPTHIBHOCTH M CIEPMATOTEHE3 Y MYXKYMH He
npoBowiInch. [lanueHtaM My’>KCKOTo IoJia, MOJIy4YarollMM IpenapaT, [0 JaHHOMY BOIIPOCY
clleflyeT 0OpaTUThCS 3a KOHCYJIbTAllMEH K JiedalieMy Bpauy.

Cnocod npuMeHeHHs U 103bl

[Ipenapar cieayer NpUHUMATh BHYTPb, BO BPEMS €/1bl, 3allMBasi MOJIHBIM CTaKaHOM BOABI (JJ1s
CHIDKEHMSI pHCKa Pa3BUTHS ey JOUHO-KUIIEYHBIX PACCTPOMCTB).

Ho3b1 400 u 600 Mr B CyTKM NpUHUMAIOT 32 | npuem; cyTounyro 103y 800 Mr cienyer pa3faeiuTh
Ha 2 npuema — 110 400 Mr yTpom U BEYEPOM.

[TaruenTam, HE MMEIOIIMM BO3MOXHOCTH IPOIJIOTUTH TAOJETKy LIEJTMKOM, HallpUMeEp, AETSAM,
npenapar MOXKHO NPUHUMATh B Pa3BEIEHHOM BHUE, s 4ero TalOJeTKH Pa3BOIAT BOIOM Win
A10510uHBIM CcOKOM. HeoOxoaumoe KOIMYecTBO TaOJETOK MOMEIAIOT B CTaKaH, 3ajJUBaOT
KUIKOCTBIO (pubnm3utensHo 50 mit sxuakocty it Tadnetku 100 mr u 100 mum — 15t TabneTku
400 Mr) ¥ pa3MelnBalOT JIOKKOU, B pe3yJibTaTe yero odpasyercs cycnensus. [lomyuusmryrocs
CYCIIEH3MIO CIIEyeT IPUHUMATh BHYTPb Cpa3y IOCIE MPUTOTOBIICHUS.

Jleuenue mpenapaToM NPOBOJAT JI0 TEX MOP, MOKA COXPAHAETCS KIMHUYECKUH 3 deKT.

Crnenyer mpoOBOIUTH PYTHHHBINA KOHTPOJIb OTBETA Ha Tepanuio y manueHToB ¢ Ph+ XMJI, kak Bo
BpeMsl NpPUMEHEHHs Ipenapara, Tak U B ClIy4ae W3MEHEHHUs TEepaluu, C LENbl0 BBIABICHUS
CyOONTUMAILHOIO OTBETa Ha JIEYEHHE, MOTEePU OTBETA, HEJOCTATOYHOW MPUBEPKEHHOCTU
NalyveHTa K JICYeHUI0 (KOMITJIAeHTHOCTH) MM BO3MOXHOI'O JIEKApCTBEHHOTO B3aWMOJICHCTBHUS.
Koppekuuto Tepanuu cienyeT NpoBOIUTh, OCHOBBIBASACH HA pPe3yIbTaTaX MOHUTOPHUHTA.

[Tpu XMJI pexomenayemas 1o3a mpernapara 3aBUCUT OT ¢a3bl 3a0osieBanus. B xpornnueckyto dasy
XMIJI nosa cocraisier 400 mr/cyT; B a3y akcenepaiuu u rnpu 6gactHoMm kpuze — 600 Mr/cyT.
ITpenapat cnexyer npuHUMAaTh 1 pa3 B CyTKH.

B cnyuae nporpeccupoanus XMJI (Ha m0060ii ctaauu), Ipyu OTCYTCTBUH Y OBIETBOPUTEIHHOTO
OTBETa Ha TEPANUIo (0OTCYTCTBHE MOJHOTO FeMAaTOJIOIMYECKOT0 OTBETA MOCe 3 MECSIIEB JIeUeHuUs,

OUTOTCHECTUYCCKOI'O — UCpe3 12 MCCALICB TCpallur WK IIPpU yTpATC paHEC NOCTUTHYTOI'O OTBCTa),
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€CJIM OTCYTCTBYIOT BBIp@KEHHBIE MOOOYHBIE dPPEKTh U HEUTPONEHUS/TPOMOOIIUTONICHUS, HE
CBsI3aHHBIE C JIEMKO30M, BO3MOKHO NoBbIIeHne 10361 ¢ 400 mr 10 600 mr nnu 1o 800 mMr B cyTku
y MalMeHTOB B XpOHUYECKOM (aze 3a0oneBanusi, u ¢ 600 mr g0 800 Mr B CyTKH y MalMeHTOB B
daze akcenepanuu U npu 6JaCTHOM KpH3e.

Pacuer pexuma no3upoBaHusi y Oemell cmapuie 2-X Jjiem OCHOBBIBACTCS Ha IJIOLIAAH
nosepxHocTH Tena. Jlo3a 340 Mr/M? B CyTKH peKOMEH/yeTCs y AeTeil ¢ XpoHmdecKoi pazoit XMJI
u (pazoii akcenepanuu. O0mas cyroyHas 103a y Aeteid He orkHa npeBbimats 600 mr. CyTouHyro
7103y TIperapara MO>KHO MPUHUMATh OJTHOMOMEHTHO MJTH Pa3JIeIUTh Ha 2 paBHBIX IpUeMa — yTPOM
U BEYEPOM.

ITpu Ph+ OJIJI pekomenayemas jo3a mpemnapara cocrasisier 600 Mr B CyTKH.

Pacuer pexxuma no03upoBanus y demeit cmapuie 1 200a OCHOBBIBASTCSI Ha TUIOIIA N TOBEPXHOCTH
Tena. PexoMenyemas f103a B cyTku coctasiseT 340 mr/m?. O6mas cyTodHas 103a y JAeTeill He
nomxkHa mnpeBblmate 600 wmr. CyTouHyro 03y THpernapara peKOMEHAYeTCs MPUHUMATh
OJIHOMOMEHTHO.

[pu peyuousupyrowem uru pecppaxmeprom Ph+ OJIJI y B3pOCIIbIX MAIMEHTOB PEKOMEHI0BaHHAS
no3a cocrasiser 600 mr/cyT.

[Ipu  muenooucnracmuueckux/muenonponughepamugvix  3a601e6aHusx 'y  B3POCIBIX
pexomenyemast 1o3a npemnapara matuau6 cocrapinser 400 Mr B CyTKH.

[pu cucmemnom macmoyumose npu orcyrcrBun D816V c-Kit Myrtaiuu uiam HEM3BECTHOM
MYTAI[MOHHOM CTaTyC€ WJIM HEJAOCTaTOuYHOW 3()(PEeKTHBHOCTH MPEIIIECTBYIONIEH Teparnuu
pekoMeHayemas no3a npenapara Mmatuau6 y B3pociabix coctasisier 400 mr B cytku. [lpu
cucmemHom macmoyumo3ze, o0yciaoBieHHOM aHoManbHO FIP1L1-PDGFR o-Tupo3uHKHHA30H,
obpasyrorieiics B pesyabrare ciausiaust reHoB Fip like 1 u PDGFR, pexomenayemast HadaabHas
no3a cocraBiger 100 mr B cyrtku. llpm HemocTatouHON 3(P(GEKTUBHOCTHM U OTCYTCTBHH
BBIPQ)KEHHBIX MOOOYHBIX 3()(HEKTOB BO3MOKHO MOBBILIEHKE 103bI 710 400 Mr/cyT.

[Tpu I'DC u/unu xponuueckom 203unounvrom netikoze (X3JI) y B3pOCIbIX peKOMEHyeMast 103a
cocraBnsier 400 mr/cyt. YV mauuentoB ¢ ['DC/XDJI, oOycnoBnennbix anomanpHoil FIP1L1-
PDGFR o-Tupo3nHKHHA301, peKoMeHIyeMasi HadanbHas j103a coctarisier 100 mr B cyTku. [Ipu
HEOCTaTOYHON 3((EeKTUBHOCTH M OTCYTCTBUHU BBIPRXKEHHBIX MOOOYHBIX 3()(PEKTOB BO3MOKHO
noBbIeHue 10361 10 400 Mr/cyT. JledeHue npenaparom NpoBOJAT JI0 T€X MOp, OKa COXpaHsIeTCs
KIIMHUYECKHUH dPdeKT.

[Ipu  Heonepabenvnou,  peyuousupyrower  uwuiu  Memacmamuyeckol  evlOyxarouell

depmamocghubpocaprome pekoMeHayeMas no3a npenapara Mmartunuba cocraBiser 800 mr B
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CYTKH.
[Ipu neonepabenvruix u/unu memacmamuueckux 3nokavecmsennvix I MCO pexoMeHayemas 103a
npenapata Mmarunuba cocrasiser 400 mr B cytku. IIpu oTcyTcTBHM 1mOOOUYHBIX 3(PPEKTOB
mpernapata M HEJIOCTATOYHOM OTBETE€ BO3MOXKHO YBEIMUEHHE CYTOYHOM J03bl Mpernapara
Nmatuanba ¢ 400 mr go 600 mr wim mgo 800 mr. Ilpu nmpuMeHeHHMH mpernapaTa 6 Kauecmee
aovrosanmuou mepanuu y nayuenmos ¢ I MCO pekomenayemas no3a coctarisetr — 400 mr/cyT.
MuHuManbHas MPOJOJDKUTENBHOCTh JiedeHHs 3 roaa. OnruMmanbHas —JJIMTEIBbHOCTD
aJbIOBAaHTHOM TEpaIlMU HE YCTAaHOBJIEHA

Ilpu nossénenuu npuznaxoe npozpeccuposanusi 3a001e8anUs Mepanuro NPenapamom ciedyem
npeKpamums.

THayuenmoi ¢ HapywieHuem YHKYuU neveHu

[Tockonbky WMaTHHUO METabONM3UPYETCsl TJIaBHBIM 00pa3oM B II€YCHH, NAlMEHTaM C
HapyuieHussMH (QyHKIMM TedeHu mnpenapaT MmaTuHuO ciemyer Ha3HauyaTh B MUHUMAIbHON
cyrounoit goze — 400 mr. IIpum pa3BUTHH BBIpaOKEHHBIX HEXeNIaTeNbHbIX 3((EKTOB 103y
npenapara HeoOXOAMMO YMEHbIIUTh. Clienyer ¢ 0co00il OCTOPOKHOCTHIO Ha3HAYaTh Mperapar
ITAMEHTaM C TSKEJIOU IIEYEHOYHON HEJOCTATOYHOCTBIO.

Tayuenmsi ¢ Hapywenuem QyHKyuy novex

[Toukn He WrparOT CYIIECTBEHHOW POJM B BBIBEJCHHMM MMATHHMOA W €ro MeTaboiuToB. Y
NAlMEHTOB C HapyLIeHUsSMM (QYHKIMM I[IOYE€K MM Yy TMalUEHTOB, KOTOPBIM TpedyeTcs
CUCTEMATUYECKOE TNPOBEJCHHE TIeMOAMANN3a, JICUEHUE IperapaToM CleJyeT HayuHaThb C
MUHUMaIbHOH 3¢ dexTuBHON 10361 — 400 Mr 1 pa3 B CyTKH, COOJIOJast OCTOPOXKHOCTb.

[Ipy HemepeHOCHMOCTM MMaTHHMOA HayallbHas 71032 MpernapaTra MOXeET ObITh CHUXKEHa, IpHU
HEJ0CTaTOYHOU d(PPEKTUBHOCTH - yBEIHYCHA.

Iayuenmul nosxcunoeo eospacma (cmapuie 65 1em)

VY manueHToB MOXHUIIOTO BO3pacTa He TpeOyeTcs KOPPEKIUH pekuMa JI03MPOBaHUs IpenapaTta.
Koppexyus pesicuma 0o3uposanuss npu pazeumuu He2eMamono2uyeckux nobounsix 3¢gpexmos
npenapama

[Tpu pa3BuTHH J1I000TO CEPHE3HOTO0 HEreMaTOJOTHYECKOr0 MOOOYHOTO 3P deKTa, CBI3aHHOTO C
IIPUEMOM IIpenapaTa, TEpaluIo CIeAyeT IPEPBaTh 0 Pa3pEUICHMs] COCTOSIHUSA. 3aTeM JICUEHUE
MOXET OBbITh BO300HOBJIEHO C HCIOJB30BAHUEM 03Bl Ipernapara, 3aBHCALICH OT TKECTH
Habo1aBIIerocs: mo6oyHoro 3 dexTa.

[Ipu yBenu4eHHWM KOHLEHTpaluu OWiIMpyOMHA M aKTUBHOCTH «IE€YEHOYHBIX» TpaHCAMHUHA3 B

CBIBOPOTKC KPOBHU, COOTBCTCTBCHHO, B 3us pa3 IMPEBLIIAOIINX BCPXHIOK I'PpaHUIY HOPMBIL

10
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(BI'H), neyenue npenapaToM cieayeT BPEMEHHO MPUOCTAHOBUTH 10 CHIKEHUS KOHIICHTpAIUU

OunupyOuna 1o 3HadeHus menee 1,5 X BI'H M akTUBHOCTH «II€UE€HOYHBIX» TPAHCAMHHA3 0

3HaueHuM meHee 2,5 x BI'H.

Tepanuio mpenaparoM BO30OHOBISIOT C YMEHBIICHHONW CYyTOYHOW JIO3BI: Y B3POCHBIX J03Y

yMenbarot ¢ 400 mr 10 300 mr B cytku unu ¢ 600 mr 10 400 mr B cytku, uiu ¢ 800 mr go 600

MT B CYTKH; y ieTeit — ¢ 340 10 260 Mr/m? B CyTKH.

Koppexyus pescuma 0ozuposanus npu pazeumuu cepbe3ubix noOOUHBIX IheKmos co cmopoHvl

cucmemvl KpoO8emeopeHusi (maxceivie mpomooyumoneHus, Heumponerus).

[Ipy BO3HUKHOBEHHWU HEUTPONEHUU U TPOMOOLMTONEHUH TpeOyeTcs BpEMEHHas OTMEHa

mpernapaTa Wi YMEHBIIEHHE €ro J03bl B 3aBUCUMOCTH OT CTEHEHH BBIPAKEHHOCTU ATHUX

HE)KEJATEbHBIX SIBICHUH.

[Mpu cucmemunom macmoyumoze (CM) u I'DC/XDJI, obycrosnennvix anomanvrou FIP1L1-

PDGFR a-muposunxunaszoti (HayanbHas no3a mnpemnapara 100 mr), B ciy4ae CHIKEHHUS

abCOMIOTHOTO KOIMYECTBA HEHTpouiaoB B KpoBu 1m0 ypoHs <Ix10%n1 m/mnm konmmuectsa
9

TPOMOOIIMTOB B KpoBHU 10 ypoBHs <50x10°/1 pexomenyercs oTMeHUTH npenapat matuau6 1o

Tex TIOp, MoKa abCONMIOTHOE uHclIo Heiitpodmnos He Bospacter mo >1,5x10%m, a wymerno

TPOMOOLIUTOB HE YBEIUYUTCS A0 >75 x10%n, 3aTeM BO30GHOBHTD JICUCHHUE rpenapaToM B J103€,

MPUMEHSIBIIEHCS 10 IPEPHIBAHUS TEPAITHH.

[Mpu xponuueckou paze XMJI y Oemeit u e3pocavix, [MCO Yy e3pocavix nayuenmos,

Muenooucniacmudeckux/ mueronpoaughepamusnvix zabonesanusax, CM u I'DC/XIJI y e3pocivix

. 2
nayuenmos (HadyajabHas CyTOYHast 103a A B3pociblx — 400 mr, s neteid — 340 mr/M?) B cimyuae
CHIDKeHHs abCOMIOTHOTO KONHMdYecTBa HeiTpodumoB g0 yposHs <1x10%m w/unm xonmdectna
9

TpoMOOIHTOB 110 ypoBH: <50%10°/1 pexoMeHayeTcss OTMEHUTH mpenapat MiMmatuHuoO 10 Tex mop,

moka abCONMIOTHOE KOJIMYECTBO HeHTpodmioB He BospacteT o >1,5%10%m, a kommdecTBo
9

TPOMOOIIMTOB HE yBeTUUUTCs 110 >75%10°/1, 3aTeM BO300HOBHTH JIeUEHHE MpenapaToM B J103€,

NPUMEHSBIIENCS 10 TPephIBaHUS TePaInu.

B ciydae MOBTOPHOTO CHIJKEHHS KOJHMYECTBA HEWTpodmioB 10 yposHs <1x10%n1 w/mmm

KOJMYECTBA TPOMOOIHUTOB 10 ypoBHs <50%10%/1 creryeT HOBTOPHTH BHIIIEYKa3aHHBIE AECTBHS,

a 3aTeM BO30OHOBHUTH JIEUeHHE TIPENapaToM B yMeHbIIeHHOH 03¢ 300 Mr (y AeTeit — 260 Mr/m?).

B ¢asy axcenepayuu u 6racmuoeo xkpusza XMJI y neteii u B3pocisix u ipu Ph+ OJIJI y B3pociibix

. 2

MalKeHTOB (HadaJIbHAsl CyTOYHAS /1032 M1 B3pocibix - 600 mr, mis nerei — 340 mr/m) B ciydae
. 9

CHW)KCHHS aOCOTFOTHOTO KoJimdecTBa HelTpodminoB no ypoBHs <0,5%10°/nm w/mmm komuvecTsa

TpoM6oIUTOB 10 ypoBHs <10x10%1 mocne oxHOro 1 GoNee MecAIEeB TEUEHNS PEKOMEHTYETCS:

11
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1. TIpoBepuTh, ABIACTCS JIM IIUTOIIEHHS CIICICTBUEM JICHKO3a (MCCIIeI0BaHHE KOCTHOTO MO3ra);
2. Ecim nuromneHus He cBs3aHa C JEHKO30M, YMEHBIINTH 103y npenapata Umaruau6 go 400 Mr
(y nereit — 260 Mr/m?);

3. Eciy nuTOneHust COXpaHseTcs B TeUeHHe 2 HeJlelb, YMEHBIIHUTE 103y 10 300 mr (y mereit —
200 mr/m?);

4. Eciv IUTOIIECHUS COXPAHACTCS B TEUECHHE 4 HEJIENb U €€ CBS3b C JICHKO30M HE MOTBEPXK/ICHA,
OTMEHUTH npernapar MMaTuHUO 10 TeX mop, Mmoka aOCOMIOTHOE KOJIMYECTBO HEUTPODUIIOB HE
craner >1x10%n1 u TpomGormToB >20%10%1; 3aTeM BO30GHOBUTH JI€UEHHE TPENAPATOM B JI03€
300 wmr (y meteit — 200 mr/m?).

[Ipu  HeonepabenvHou,  peyuousupyrowen  uw/uiu  Memacmamuyeckol  evloyxaoujel
depmamocghubpocaprxome (HauanbHas no3a npenapara Mmarunuba 800 mr) B ciiyyae CHIKEHUS
abCOMIOTHOTO KONMYecTBa HeliTpodunos 10 yposHs <1x10%1 u/unu komuuecTBa TPOMOOIUTOB
n0 ypoBHs <50x10%m pexomeHmyeTcs OTMEHHTH mHpemapar MmartueumG 10 Tex TOp, MOKa
abCOTIOTHOE YMCIIO HelTpomIIoB He Bo3pacTeT 10 >1,5%10%1, a KoauyecTBO TPOMOOIMTOB He
YBEJIMYUTCS 10 >75x10°%/1, 3aTeM BO30GHOBHUTB JICUCHHE npenaparoM Mmatuau6 B 103¢ 600 Mr.
B ciiydae MOBTOPHOTO CHIKEHHS KOJHMYECTBA HEHTpodmnoB g0 yposHs <Ix10%1 w/mmnm
KOJMYECTBA TPOMOOIHUTOB 10 ypoBHs <50x10%/1 criesyer BhleyKka3aHHbIE HOBTOPHTH AeiCTBHS,
a 3aTeM BO300HOBUTH JieueHue npenapatoM MmaTtuHuO B ymenbiieHHOM 103e 400 mr.

ITo6ounoe neiicTBHe

[Ipoduns Oe30macHOCTM HKMATHHUOA XOPOIIO W3y4YeH. bBONBIIMHCTBO MAIMEHTOB MpHU
NPUMCHCHUM WMaTHHHOA B KIMHUYECKUX HCCIICIOBAHUSAX WCHBITHIBAIA T€ WIH HWHBIC
HexxenarenbHbie siBieHUs (HS). HambGomee wacThiMm HeXenaTeNbHBIMH JICKApCTBEHHBIMH
peakiusimu  HJIP (>10 %), cBsi3aHHBIMM C TpUEeMOM UMaTHHHOA, OBLTU: HEUTpOINEeHUS,
TPOMOOILIUTONICHHSI, AHEMHUS, TOJOBHAsi OOINb, MUCHENCHs, OTEKH, YBEIMYEHHE MAaCChl Tela,
TOIITHOTA, PBOTA, IUapesi, MBIMIEYHbIE CYJOPOTH, CKEIETHO-MBIIIeYHass 0O, KOXHAas CHIIb,
MIOBBIIIIEHHAsT yTOMIIIEMOCTh, 00Jbh B JkMBOTE. YacTo oTMedanuch mnepudepuyecKre OTeKH
MPEUMYIIIECTBEHHO B MIEPUOPOUTATBHON 00JacTH U OTEKH HIKHUX KOHeUHocTed. B ocHOBHOM
>t HS OB JeTKO WU yMEpEeHHO BbIpaKeHHbIMU. OTMEHA Tepanmuu B CBS3H C SBIICHUSMU,
CBSI3aHHBIMU C UMAaTUHUOOM, ToTpeboBanach 2—5 % MaleHToB.

[Tpoduns Ge3onmacHOCTH MpU MPUMEHEHUH UMAaTHHUOA y B3POCHBIX U JCTEH C JIEMK03aMU ObLT
CXOXKHUM.

Otmuuue mpoduns OGe3omacHOCTH WMaTHHHOA mpu mpuMeHeHud npu XMJL U COMMAHBIX

OIyXOJISIX 3aKJIH0YAIOCh B Oosiee yacToil 1 0oJiee BbIPaKEHHON MUENIOCYIPECCHH Y MAI[EHTOB C

12
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XMJI u XKenyAO4YHO-KUIIEYHBIX W BHYTPHUOIIYXOJIEBBIX KPOBOTCUEHUSX VY MAIMEHTOB C
CONUIAHBIMU  OMYXOJIIMHU, YTO BO3MOXHO OOYCIIOBJICHO OCOOCHHOCTSIMU 3a00JICBaHMS.
Muenocynpeccusi, IBIEHUS CO CTOPOHBI xenyqouno-kuiieyHoro tpakra (JKKT), orexku u cbinb
BO3HUKAIOT MpH NPUMEHEHWHM HMMaTHHHMOa Kak Mo mnokazanuio XMJL, Tak W mo mnoBogy
3JI0Ka4eCTBEHHBIX cTpoMalibHBIX onmyxosieit JKKT. Ipyrue napymenus co croponsl XKKT, Takue
kak obOctpykmus JKKT, mepdopammst u wu3bs3zBieHue, Ooiee crnenu@UUHBI OTHOCHUTEIHHO
MOKa3aHWsl K TpUMeHeHuto. [lpyrumu cepbe3nbiMu HSl, OTMEYeHHBIMU TpPU TPUMEHEHUU
UMaTUHUOA, KOTOPHIE BO3MOXHO HUMEIOT NPUYUHHO-CIICJCTBEHHYIO CBSI3b C HMATHHHOOM,
ABIIIOTCS  TEMaTOTOKCUYHOCTh, OCTpas TOYeYHas HeIOCTaTOYHOCTh, Trunodocdaremus,
HAPYILICHUS CO CTOPOHBI JIbIXaTEIbHON CUCTEMBI, CHHIPOM JIU3KCA OMYyXOJIH U 3aJepikKKa pocTa y
JIeTen.

B 3aBucHMOCTH OT CTeNIeHH BBIpaXKCHHOCTH HSl BO3MOXKHO BO3HMKHOBEHHE HEOOXOIUMOCTU B
KOPPEKLHHU J03bl UMAaTHHHUOA, BIUIOTh 10 OTMEHBI UMAaTUHUOA B KpallHE PEIKUX CITydasx.

B xome xnmHMuYecKkuX wuccienoBaHuii y manueHToB ¢ XMJI u ¢ HeomepaOenbHBIMU W/HIU
METACTAaTUYECKUMHU  3JIOKAYECTBCHHBIMH CcTpoMabHBIMU  omyxoiisimu  JKKT  ormedanuce
cienyroue HexenarenbHple peakiuu (HP), mepednciennpie HUKE 10 OpraHaM U CHCTEMaM C
yKa3aHHEM YacCTOThl UX BO3SHUKHOBEHUS B MOPSJIKE YMEHBIICHUS YaCTOThI: OYeHb yacTo (>1/10),
gacto (>1/100, <1/10), mewacro (>1/1000, <1/100), peaxo (=1/10000, <1/1000), oueHb peako
(<1/10000), B TOM uncie OTAEIbHBIE COOOIIEHNUS.

HH(bek"uMOHHble u napa3unmdapHvle 3abonesanus. HEYACTO — OITOSICHIBAIOIITNI repuec, reprec

HpOCTOﬁ, Ha30(bapI/IHFI/IT, HHCBMOHI/IHI, CUHYCHT, BOCITAJICHUC MOAKOKHOM KJICTYAaTKH, I/IH(I)GKI_II/II/I
BCPXHHUX MAbIXATCIBbHBIX HYTCﬁ, T'puIlll, I/IH(beKI_II/II/I MOYCBBIBOAAIINX HYTCﬁ, TaCTPOSHTCPUT,
CCIICUC, PCAKO — MHKO3.

Hapywenus co cmoponwvl kposu u szwd)amuttecxoﬁ cucmemst. O4€Hb YacCTo _HeﬁTpOHeHHH,

TpOM6OHI/ITOHCHI/I5{, adHCMUs, 4aCTO — MNaHIOUTOIICHUA, (be6pI/IJ'H>Ha$I HeﬁTpOHeHHH; HE4YaCTO —
TpOM6OI_II/ITCMI/I$I, J'II/IM(l)OHCHI/ISI, YTHETCHHUEC KOCTHOMO3I'OBOI'O KpPOBCTBOPCHUA, BOSI/IHO(I)I/IHI/ISI,
J'II/IMCba}IeHOHaTI/Iﬂ; pe)IKO — TI'CMOJIMTHYCCKass aHCMU, TpOMﬁOTI/I‘leCKaﬂ MI/IKpoaHFI/IOHaTI/Iﬂ
(TMA).

Hapywenusa co cmoporbl obmena seuwecme _u_numanusl. 49acTo — aHOPCKCHsA, HEYACTO —

THUITOKAJIUMCMHUA, ITOBBINICHUC aIIlICTUTA, FI/IHO(I)OC(I)aTeMI/I}I, CHMXCHUC allICTHUTA, ACTUApPATAlHA,
nogarpa, THUIICPYPUKEMUSA, THUIICPKAIBLHUCMUA, THUIICPIIIMKEMHA, TUIIOHATPUCMUA; PCIAKO —
TUIICPpKATIUCMU A, THIIOMAarHUEMHU .

Hapywenusa ncuxuxu. 9acTo — 6eCCOHHI/II_Ia; HEYACTO —ACIIPECCUA, CHUKCHUC .III/I6I/I)10, TpEBOra,
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PEAKO — CIIYTAHHOCTH CO3HAHMUA.

Hapywenus co cmopoHbl H€D6HOIZ cucmemsvt. OYCHb YaCTO — TOJIOBHasA 60.]1132; qaCcTo —

TOJIOBOKPY>KCHHE, TapecTe3usi, HapylIeHHEe BKyCa, THUIECTE3Msl; HEYaCTO — MUTPEHb,
COMHOJIEHIIUS, 0OMOpOK, nepudepuueckas HeUponaTus, HapyIIeHUs MaMsATH, UIIHAC, CHHAPOM
«OecroKOMHBIX» HOI, TpPEMOp, TeMOpPpard4yecKuii UWHCYJIbT; PEAKO — IOBBIIICHHUE
BHYTPUYEPEITHOTO JaBJICHUS, CyI0POTH, HEBPUT 3PUTEIILHOTO HEPBA.

Hapywenus co cmoponsl _opeana 3peHus. 9acTo — OTEK BCK, HOBBIIICHHUEC CJIC300TACICHHUA,

KOHBIOHKTUBAJIbHOE KPOBOM3JIUSHUE, KOHBIOHKTHUBUT, CHHAPOM «CYXOro TIJia3a», HEYETKOCThb
(3aTyMaHEHHOCTb) 3pEHHUS; HEYacCTO — pa3Apa)KeHue rias, 00Jb B ria3ax, OpOUTaJIbHBIA OTEK,
KPOBOUBJIUSHUE B CKIIEPY, PETUHAIBHOE KPOBOUBIUSHUE, OeQapuT, MaKyJIsIpHBIA OTEK; PEIKO —
KaTapakTa, [laykoma, OTeK AMCKa 3pUTEIbHOTO HEpBa.

Hapywenus co cmopouwl opeana ciyxa u ]Za6uDuHMHbl€ HapyuieHus . He4acTO — BEPTUTO, IIIYM B

yuiax, CHUXKCHHUC CIyXa.

Hapywenus co cmopounvl cepoya: He4acTO —  ONIyIICHHE cepAleOueHus, TaxuKapaus,

XpOHHYECKAs® cep/iedHas HeJ0CTATOYHOCTb, OTEK JETKHMX; PENKO — ApUTMUs, (GHOPUIIIAINS

npeacepaAnid, OCTAHOBKA cep/la, HHDAPKT MUOKap/a, CTCHOKAPIHs, IEPUKAPAUATbHBIA BBITOT.

Hapywenus co cmopoHbl COCVOOG: qaCTo — <<HpI/IJ'II/IBBI))4, KpOBOI/ISJII/IHHI/Ie4; HEYaCTO —

apTepuainbHas THIEpTeH3Ms, reMaToma, cyOaypaibHas reMaroma, MOX0JI0JaHue KOHEUYHOCTeH,
apTepHalibHasl TUIIOTEH3Us, CHHIPOM PeitHo.

Hapywenus co cmoponbl O0bIXamenbHOU cucmemysl, opcaroe ZDV()HOIZ KiemkKu u Cl?e()OCI’I’leHH}l:

YacTo — OJIBIIIKA, HOCOBOE KPOBOTEUEHHE, Kalllelh; HEeYacTo — ILIeBPAlbHBINA BHIIOT®, GOIb B
IJIOTKE WJINM TOPTaHU, (DApUHTHT; PEAKO — IUIeBpajbHas Oo0Jb, JerouyHsli GpuOpo3, jgeroyHas
TUIEPTEH3HUs, JIETOYHOE KPOBOU3IUSHHUE.

Hapywernus co cmoponsl nuwesapumenbHol cucmemsvl. 09eHb 4acTO — TOIIHOTA, Juapesd, pBoTa,

JAUCIICTICHA, 006 B )I(I/IBOTeG;

9acTO — B3AYyTHE YXKUBOTA, METEOPHU3M, racTpo-330(areanbHblii
peduIroKe, 3amop, CyXocTh BO PTY, TaCTPUT;, HEYACTO — CTOMATHUT, U3BS3BJICHHE CIU3UCTOU
00OJIOYKHU TIONIOCTH PTa, JKENYJOYHO-KHIIEYHOE KPOBOTEUEHHe' , OTPBDKKA, MeJeHa, 330(arur,
acIlUT, S3Ba JKETyJKa, pPBOTAa KPOBBIO, XEWIWT, Auchards, MaHKPEaTHT, PEIKO — KOJMT,
napaauTHIecKas/00TypallioHHas KUIIIEYHAs HEMTPOXOJUMOCTh, BOCTIAJIEHUE TOJICTON KUIIIKH.

Hapywenus co cmoponwvl neyenu u cheﬂlleebZGOOﬂwux nymeti: 9acTo — IMOBBIIICHUE aKTUBHOCTH

CIICYCHOYHBIX» (i)epMeHTOB; HEYAaCTO — XKEJITyXa, I'ClaTur, FI/IHep6I/IJ'II/IPY6I/IHCMI/ISI, KEITyXa,

PEAKO — ICUCHOYHAsA HeJIOCTaTOLIHOCTBQ, HCKPO3 nequHQ.

Hapywenusa co cmoponwl kodicu u NOOKOMCHLIX MKAHEU. 0YCHb YacTO — HepHOp6HTaJIBHLIf/'I OTCK,
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JEPMaTUT, SK3eMa, KO’KHAs ChIIb; YaCTO - KOKHBIN 3y/1, OTEUHOCTD JIUIIA, CYXOCTh KOXKH, SpUTEMa,
aJoNenus, HOYHasl TOTIMBOCTh, PEaKIUU (POTOCCHCUOMITM3AINH;, HEYACTO — MyCTYJIe3Has ChIIb,
MOBBIIIICHHOE MMOTOOTACIICHUE, KPATUBHUIIA, YKXUMO3, TPEIPACIIOIIOKEHHOCTh K 00pa30BaHUIO
reMaToM, THUINOTPUX03, THUIEPIUTMEHTAIMs)/ THUIONUTMEHTAlUS KOXH, 3KC(HOINATUBHBIM
JEPMaTUT, TOBPEXKICHNE HOTTeH, (OJUIMKYIUT, MIETEXUH, IICOpUa3, Mmypiypa, OyJuie3Has Chllib;
penKo — ocTphiid (eOpUIbHBIA HEUTPOPHIIbHEIN qepMaTo3 (cuHApoM CBUTA), N3MEHEHHUE 1IBETA
HOTTEH, AaHTHOHEBPOTHYECKUH OTEK, BE3WKYJSIpHAs ChIllb, MYJIbTH(QOPMHAS 3pUTEMA,
JEHKOUUTOKJIACTUYECKUIM BacKynIuT, cuHapoM CTtuBeHca-/[>KOHCOHA, OCTpasi TeHepaJIu30BaHHAas
MycTyJie3Has 9K3aHTeMa.

HapymeHuﬂ CO CHmOpOHbL CKeNemMHO-MbIUEYHOU U _COCOUHUMENbHOU MKAHYU. OYEHb YacTo —

MBITIICYHBINA CIa3M U CyA0pOTrr, KOCTHO-MbIIICYHAA 60.]11), BKJIIOYasi MUAJITUI0, apTpaJITHlIO, 00J1b
B KOCT?IXS; YaCTO — NPUIIYXaHUC CYCTAaBOB; HCUACTO — CKOBAHHOCTH MbIIIL U CYCTaBOB, PECAKO —
MBIIICYHAasA CJ'IEI6OCT]':>, apTpHUT.

Hapyuwienus co cmoponsl nouex u MOH@SblGO()ﬂZMux nvmezZ: HEeYacTo — 0oL B MMo4YkKax, remMarypusi,

ocTpada nmoycyHad HEJOCTATOYHOCTD, 4aCTOC MOYCUCITYCKAHHUC.

Hapywenus co cmopouvi  nonoevix op2anos u ZDV()HbZX/MOJZO'{Hle Jicene3. HEYacTo —

THMHCKOMACTUs, OPCKTUJIbHAA I[I/IC(i)YHKI_II/IH, MCHOpparusa, HapymeHUe MCHCTPYAJIbHOI'O LUKIIA,
CCKCYyaJIbHAsA ,I[I/IC(b}/'HKI_II/IH, 00JIb B COCKaX, YBCJIMYCHUC MOJIOUHBIX KCJIC3, OTCK MOIIOHKH.

05“4146 paccmpoucmea U HapyuieHus 8 mecme 66e0¢eHUsl. OUCHDb YacTO — 3aCPIKKaA KUIKOCTU U

OTEKH, TOBBIIIEHHAs YTOMJIIEMOCTb; 4acTO — CJa0OCTh, IOBBIIIEHUE TEMIIEpaTyphl Tela,
aHacapka, 03HO0, Ip0>Kb; HEUacTo — O0JIb B IPy/H, 001Iee HeIOMOTaHHE.

ﬂa6opam0prle U UHCMPYMEHMATIbHbLE uccie0o6anus. O4eHb 4acTo YBCIIMUCHUC MACCBHI TCJIa,

4aCcTO — CHHYKEHHE MAcChl TEJla; HEYACTO — IOBBIINICHUE KOHUECHTPAIIMU KPEaTHUHHHA B KPOBH,
MOBBIIICHHE aKTUBHOCTH KpeaTHH(POCPOKHUHA3HI B KPOBH, MOBBIINICHUE aKTUBHOCTH IIEIOYHOU
docdarassl, TaKTaTAETUIPOTCHA3BI;, PEAKO MOBBIIICHHE aKTUBHOCTH aMHJIa3bl B IJIa3Me KPOBH.

! TIneBmonus nanGonee yacTo orMeuanack y nanuenTos ¢ XMJI B dase akcenepaiuu, 61acTHOro
Kpu3a U C HeomnepaOeTbHBIMUA /WM METACTaTUYECKUMH 3JI0OKAY€CTBEHHBIMU CTPOMATbHBIMU
onyxoisimu JKKT.

2 TonoBHas 6onb HAaMOONEE YACTO OTMeYanach y MAlMEHTOB C HeoNepabeNbHBIMH /M
METaCTaTUYECKUMHU 3J10KaU€CTBEHHBIMH cTpoMaibHbIMU omyxossiMu JKKT.

8 HS co cTOpOHBI cepama, BKIIOYAs XPOHHUECKYIO CEPACYHYI0 HEJOCTATOYHOCTh, 4Yalle
oTMevanuch y nmarueHToB ¢ XMJI B (haze akcenepanuu u mpu 0JIaCTHOM KPHU3€ IO CPaBHEHHIO C

narenTamu ¢ XMJI B xpoHnyeckoit ¢aze (JUIMTenbHOCTh HabmoaeHus 1 ro).
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4 ((HpI/IJ'II/IBBI» HauOoJiee YacTO OTMEYaJIuCh Yy INandeHTOB C HeOHepa6eJ'IBHBIMI/I H/unu

METAaCTaTUYECKUMH 3JI0Ka4eCTBEHHBIMH cTpoMaibHbiMU omyxoiisimu KKT; kpoBoTeueHue
(remaTOMBI, TEMOpparuu) HanboJee 4acTo OTMEUaNoCh y manueHToB ¢ XMJI B a3ze akcenepanuu,
OlacTHOrO Kpu3za U C HeonepabenbHbIMU W/WIM METACTATUYECKUMHU 3JI0KaYeCTBEHHBIMU
crpomaibHbIMU ormyxossiMu JKKT.

® [IneBpasibHBIA BBIIOT yalle oTMedasics y namueHtoB ¢ XMJI B dase akcenepanuu U IIpH
OJlacTHOM Kpu3e 1Mo cpaBHeHHIO ¢ mamueHTamu ¢ XMJI B xpoHudeckoit (aze (IIUTEITBHOCTh
HaOmoaeHus 1 roxn).

87 Bomp B KHBOTE M JKeTyJOYHO-KHIICUHbIE KPOBOTEUECHHs HAMOONee YacTO OTMEYANHCh Y
MAIMEHTOB C HeomnepaOenbHBIMH U/WUIH METACTaTUYECKUMU 3JI0Ka4€CTBEHHBIMU CTPOMATbHBIMU
onyxoJisimu JKKT.

8 Memmeuno-ckeneTHast 601b, BKIIOYAs MEAJITHIO, apTPANTHIO, O0JIb B KOCTSX, Yalle OTMEedasach
y mnauueHToB ¢ XMJI 1o cpaBHEHHIO C TMallMEHTaMUd C HeomnepabeNnbHBIMH  W/WIH
METaCTaTUYECKUMHU 3J10KaU€CTBEHHBIMU cTpoMalibHbIMU omyxossMu JKKT.

% Coobmanocs 00 OTAENBHBIX CIydasX Pa3BUTHA IEUEHOUHOH HEIOCTATOYHOCTH M HEKPO3a

ICYCHH C JICTAJIBbHBIM HCXOOO0M.

[lpu mpuMeHeHHH MMaTHHHOA B KIMHMYECKOW MPAKTHUKE, & TAKXKE B XOJE JOMOJHHUTEIbHBIX
KIIMHUYECKUX HUCCIICIOBAaHUI OTMEYAITUCh ciieayromue HP, mepedncieHHble HUXKE 110 OpraHaM |
CHCTEMaM C yKa3aHHWEM YacTOThl UX BO3HHUKHOBEHHUS: O4eHb 4yacTo (> 1/10), wacto (> 1/100 -
<1/10), meuacto (= 1/1000 - <1/100), peaxo (=1/10000 - < 1/1000), ouensb peako (< 1/10000), B
TOM YHCJIE OTAETbHBIe cO00mIeH . [I0CKOIbKY B TOCTPErHCTPAIIMIOHHOM TEPHOJIe COOOIIEHUS O
HP moctymaror B J00pPOBOJRHOM TMOPSAKE W3 TOMYJSAUU HEONPEACICHHOTO pa3Mepa,
JIOCTOBEPHO OIEHUTHh YaCTOTy MX BO3HUKHOBEHUS HE MPEICTABIISICTCS BO3MOXHBIM (uacmoma
Heu38ecmua,).

Ungpexyuonnvie u napazumapmuvie 3a001e6anus. 4acToTa HEU3BECTHA — PEAKTUBALM BHpYca

renaturta B.

Hapyuwernus co cmoponsl Hepsrou cucmemsvl. HEIaCTO — OTEK MO3ra.

Hapyuwienus co cmopoHbl opeana 3peHus. PECAKO — KPOBOUIJIMAHUC B CTCKIIOBUIHOC TCIIO.

Hapywenus co cmoponbl cepdua: PEAKO — IICPUKAPAUT, TaAMIIOHada CCpALa.

Hapywenus co cmoponvl _cocydog. HedacTo — Tpom003/oMO0NuUs; OUYeHb pEIKo —
aHa()UIaKTUYECKUH TIIOK.

Hapywenus co cmoponwi ObIXAMENbHOU cucmemysl, op2anoe emdeoﬁ KiemkKu u cpedocmeHuﬂ:
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HEYACTO — OCTpas AbIXaTCIbHasA HCI[OCTaTOLIHOCTBl, HHTCPpCTUIHAIbHAA 00J1e3Hb JIETKUX.

Hapywenus co cmoporbi nMWEGCZDMme]leOIZ cucmemslt. HEYACTO — HapaJII/ITI/I‘-IeCKaSI/

00TypaIOHHas KUAIIEYHAS HETPOXOIUMOCTb, KpoBoTeueHus u3 omyxosu JKKT, Hekpo3 omyxouy,
neppoparms XKKT?; peaxo — IUBEPTHKYINT, COCYANCTas SKTa3Us aHTPATBHOTO OTENa JKely IKa
(GAVE-cunmpom).

Hapywenus co cmopoubl kodxcu u NOOKOJICHbIX MKAHell: HEYacTO — JaJOHHO-IIOAOIIBCHHAA

SPUTPOAN3ECTE3US], MAHHUKYJIUT (BKJIIOYAs Y3JIOBaTYIO DJPUTEMY); PEIKO — JIMXCHOWIHBIH
Keparo3, KPacHbI MJIOCKUH JIHIIai, MeMpUryc; O4eHb PEIKO — TOKCUYECKUN SIHUAepPMaIbHbIHI
Hekponu3 (cunapoM Jlaienna); yacToTa HEM3BECTHA — JIEKAPCTBEHHAs ChIIlb C S03UHO(UINEH U
cucremubsiMu cumitoMamu (DRESS), ncesnonopdupust.

Hapywernus co cmoponuwi KOCMHO-MbIUEYHOU U COCOUHUMETbHOU MKAHU . PEAKO — OCTCOHCKPO3,

pabIOMHUOJIN3/MHOTIATHS; YACTOTA HEM3BECTHA — 3aMEJUICHHE POCTa Y JETEH.

HapymeHuﬂ CO CHIOPDOHbI noJloBblX 0OpcaHo6 U ZDVOHOZZ/MOJZOLIHOZZ Jicenesvl. O4YCHb PEIAKO —

KpPpOBOTCUYCHUC U3 KHCTHI XKCIITOI'O Tela/INYHUKA.

ﬂO6DOKaV€CWl6€HHbl€, 3/loKaA4Yecneernvle U HeYyno4YHEHHRble H06005Da30661HM}Z (BK.IZIOlta}l Kucmol U

ROUNGL): PEIKO — CHHPOM JIN3UCA OITYXOJIH.
! Wmerorcs oTaenbHble COOOLIEHHS O pa3sBUTHH BBIPAXKEHHOW OCTPOH  JbIXaTeNbHOI
HEIOCTaTOYHOCTH C JIETIbHBIM HCXOJOM Y TMAalUEHTOB C TsKEJIbIMU HH(EKINOHHBIMU
3a00JIeBaHUSMH, BBIPAKECHHOW HEUTPONEHHEH W JPYTMMHU CEPbE3HBIMU COIYTCTBYIOIIMMU

3a00JIEBAHUSIMH.

2 Coobmanock 06 OTAEebHEIX cTyuasx passutus nepdopamuii JKKT ¢ neTasbHBIM HCXOIOM.

Onucanue omoenbHblx Hexcelamelbhblx Jekapcmeennvlx peakyui (HJIP)

VY nanuentoB ¢ XMJI, nonyyaBmux Tepanuio UMATHHUOOM B TEUEHHUE JJIUTEIBHOIO BPEMEHH,
OYEHb YaCTO MOTYT OTMEYaThCsl CKEJETHO-MBIIIeYHble 0o0iau (B T.4. MHanrusa, 0oiab B
KOHEYHOCTSX, apTpalrusi, KOcTHas 00Jb, O0JIb B MO3BOHOYHUKE) MOCTIE MPEKpaIeHHs TeparHH.
Yenemenue kposemsopenus

Yacrota yrHeTeHusi KPOBETBOPEHHUS! M CTENEHb €ro BBIPAKEHHOCTH ObUIM MaKCUMAaJbHBIMU B
cllydae IPUMEHEHUs] UMaTUHNOA B BHICOKUX J103aX U, O-BUAMMOMY, 3aBUCENH OT cTaguu XMJL.
B nenom, yruerenne KpoBeTBOpeHHsI Ha (OoHE MPUMEHEHHs MMaTHHHOA y manueHToB ¢ XMJI
OBL710 0OpaTUMBIM U B OOJIBIIMHCTBE CIy4YaeB He TPEOOBAIO OTMEHBI Mpernapara Uil yMEHbIICHUS
ero 103bl. OTMeHa UMaTHHKOA oTpedoBaack B HEOOJIBIIOM YHCIE ciiyyaeB. Takke oTMeYalluch

TaKHUC sABJICHUA, KaK IAHIIUTOIICHUA, J'II/IM(I)OHCHI/IH, YTHETCHUEC KPOBCTBOPCHUA.
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Kposousnusanue/kposomeuenue

Haubosnee yacThIMU KIMHUYECKH 3HAYMMBIMH KPOBOTEUYEHUSAMH ObLTH KpoBoTeueHus: u3 KKT.
Yame Bcero OHM BO3ZHUKAJIM Yy IMALMEHTOB C MO3AHUMHU cTagusaMu XMJI M y nmaumeHToB cO
3710Ka4e€CTBEHHBIMH cTpoManbHBIMU oyXosiiMu JKKT, y KOTOphIX OHU MOTYT OBITh CIEICTBUEM
OCHOBHOTO 3a0oiyieBaHusl (KpOBOTEYEHHE M3 OIYXOJH, OOYCIOBJIEHHOE ee Hekpo3oM). B
MOCTPETUCTPANIMOHHOM TIEPUOJIC TOIYYCHBI OTACIbHBIC COOOIICHHSI O CIydasx COCYAHCTOMN
9KTa3uu aHTpasibHOro otraeina xenynka (GAVE-cunnpom). ¥V nammentoB ¢ XMJL, y KOTOpBIX
YIHETEHUE KPOBETBOPEHUSI OTMEYAIOCH J0 Hayaia JICYCHHS, B XOJE JICUCHUS HEPEIKO TaKKe
otMmevaroTcst kpoBousiusiHuda B LIHC unu XKKT. YcranoBieHo, 4To y NallMEHTOB € JICMKO3aMU C
OCTPBIM  pa3BUTHEM 3a00JIeBaHUSI HEPEOKO BO3HUKAIOT KPOBOTEUCHUS/KPOBOU3IUSHUA,
00yCIIOBJIICHHBIE TPOMOOIIUTOIICHUEH HIIM TPOMOOITUTOIIATUEH.

Omexku u 3a0epiHcKka HuoKocmu

OTeku SIBISIOTCS 4aCThIM MOO0YHBIM 3P peKkToM nMaTuHuOa. YacToTa BOSHUKHOBEHHSI OTEKOB Y
MAIMEHTOB, MOTYyYaIIUX UMAaTUHUO MO BCeM MoKa3zaHusM, cocTaBiseT Oonee 50 %. YacroTta u
CTENEHb BBIPAKEHHOCTU OTEKOB 3aBUCUT OT J03bl M, IMO-BUIUMOMY, KOPPEJIHUPYET C
KOHIIEHTpaluel nMaTHHUOA B TUTa3Me KpoBH. Yalle BCero BO3HUKAET MEPHOPOUTATBHBIN OTEK, C
HECKOJIbKO MEHbBIIIEH YaCTOTOM - OTEK HIXKHUX KOHEUHOCTeH. Criennuyeckoro jgeueHus: 00bI9HO
He Tpedyercs. CouetaHHble T0OOUHBIE (D (PEKTHI, TaKHE KaK IUIEBPATbHBINA BBINOT, aCLUT, OTEK
JIETKUX U OBICTPOE YBEJIMYECHHE MACCHI Tella ¢ epuepuIecKuMHU OTEKaMH UM 0€3 HUX MOTYT
OBITh KBATH(UIIMPOBAHBI KaK 3aJ€PKKa KUJIKOCTH M B HEKOTOPBIX CIydasx JIOCTUTATh CTEIICHU
CEPbE3HBIX (B TOM UHUCIIE KUZHEYTPOKAIOIIUX ).

VYV nanueHToB C OT€KaMU M 3aJE€PKKOW KUAKOCTH CEepAedHas HEIOCTATOYHOCTh OTMEYaAeTCA
penko. Y TManMeHToB ¢ No3aHuMHU craausmMu  XMJI wacrtota pa3sBUTHS  CEpIIEYHOM
HEJI0OCTAaTOYHOCTH ObLjIa BBIIIE, YEM Y MAIMEHTOB APYTUX KaTErOpUi, YTO MOKHO OOBSCHUTH UX
ocNabJIeHHBIM COCTOSIHHMEM B IeJIoM. Ta e TeHJeHIusl Habmoqanack B OTHOIIEHUH MOYEYHON
HEJOCTATOYHOCTH y MAI[MEHTOB C OTEKAMH M 3aJI€PKKOH KUIKOCTU. BOIBIIMHCTBO MALMEHTOB C
OTEKaMH U 33/ICPKKON KUIAKOCTH SBJISUTUCH JIMIIAMH TTOXKHUIIOTO Bo3pacTa (> 65 ner).

Coinb u maoicensie kodicHvle HP

VY psina manueHTOB, MOJyYaBIIUX MMAaTHHUO, OTMeuanach reHepaan30BaHHAs dpUTEMaTO3Has,
NATHUCTO-TIANyJIE3Has M 3y[AsIlasl Chlllb, KOTOpas MOTJa pa3pelaTbcsi CaMOCTOSATEIBHO,
HECMOTPsI Ha TIPOJIOJDKEHUE JICUCHUSI UMAaTUHUOOM. Y HEKOTOPHIX MallMeHTOB BO3HHUKAN 3y, HE
COTIPOBOXIAIOIITUICS CHITIBIO; B PAJIE CITyYaeB MPUCYTCTBOBAJIA SPUTPOIEPMHUSI.

ChIb  OTMEYanach MNPpUMEPHO y TPETHU BCCX IMMALIMCHTOB, MOJJYyYaBHIUX HMaTUHUO TI0 BCEM
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noka3zaHusiM. YacTo ChIllb COMPOBOXKIACTCS 3YJOM U, Kak IPaBWIIO, TMPOSIBISIETCS B BUIE
HPUTEMATO3HBIX MATHUCTO-TIAMYJIE3HBIX WM 3KC(OIMATUBHBIX IMOPAXKEHUI Ha TMpearvieybe,
TYJIOBUILE WIN JIMIE, WIK B BUJE T'€HEPAIN30BAHHOMN CBHIIM C CUCTEMHBIMHU IpOsiBIeHUsIMU. B
OOJBIIMHCTBE CIy4yaeB IPU BO3HUKHOBEHHWU KOXXHOW CBHIIUM BBIPAXKEHHOCTh €€ Oblia
HE3HAYUTENbHOM, jeueHuss He TpeOoBanock. OnHako, B 0ojiee PEAKUX TKENbIX CIydasx,
Hanpumep, npu curapome CtueHca-/>koHcoHa, MyITbTU(HOPMHON 3pUTEME HITH JICKAPCTBEHHOM
ceiid ¢ 203uHOGmIMedl u cuctemHbiMu cumnToMamu (DRESS), moxer moTtpeboBaThes
BPEMEHHAsl WJIM T0JHAas OTMEeHa umaTuHuOa. Kak mnpaBuio, BBIPa)KEHHOCTb KOXKHOM ChINU
YMEHBIIIAETCS MOCJIe MPUMEHEHUS! aHTUTHUCTAMUHHBIX MPENapaToB U IITIOKOKOPTUKOCTEPOUIOB
JUIST MECTHOTO MPHUMEHEHUS. B HEKOTOpHIX Cily4yasX MOKET BO3HUKHYTh HEO0OXOIMMOCTb
CUCTEMHOM Tepanuu TIIIOKOKOPTUKOCTEPOUIHBIMU MperapaTaMu.

I'enamomoxkcuynocmo

MmaTHO MOXET OKa3bIBaTh TOKCHYECKOE JeWCTBUE Ha MedeHb. HapyrieHus OnoXuMu4ecKux
nokasareneil (pyHKIMU MEYeHH, KaK MPaBHIIO, 3aKIIOYAIOTCS B HE3HAUMTEIHLHOM IOBBIIICHUU
AKTUBHOCTH aMHHOTpaHc(depa3 ¥ MOBBIIIEHNH KOHIEHTPAIMHA OMIIMPYOHHA B CBIBOPOTKE KPOBH.
Tokcuueckoe NeHCTBUE HA NEYEHb OOBIUHO IMPOSBIIAETCS B TEUEHHE IMEPBBIX JBYX MECSLEB
JIeYEHUs1, OJHAKO B PAJIE CITyYaeB OHO MPOSBISIOCH CIyCTs 6-12 Mecs1eB mociie Hayana JIeueHusl.
Kak mpaBuio, mocie OTMEHbl WMaTHHHOA OWOXMMHUYECKHE TMOKazaTenu (GYHKIUH MEYeHU
HOpMaJIM3YyIOTCS B TeueHHue 1-4 Heenb.

Otmeyanuch ciaydyau pa3BUTUS LIUTOIUTUYECKOTO U XOJIECTATUUECKOTO renaTUTa U NMeYeHOYHON
HEJOCTaTOYHOCTH, B HEKOTOPBIX CIydasX CONPOBOXKIAIOIIMECS JIETAIbHBIM HCXOJOM.
T'unogpocghamemus

[Ipy npuMeHeHMHM HMaTUHHOA 1O BCEM I[IOKAa3aHMUSIM OTMEUYEHO CpPABHUTENBHO YacToe
yMEHbIIIEHUE coiepkaHus (ocaToB B CBIBOPOTKE KPOBU U pa3BUTHE runodocdareMunt (BILIOTh
70 3-eit u 4-0if cTeneHu), OJHAKO MPUUYMHBI U KIMHUYECKas 3HAYMMOCTb JTaHHBIX SIBICHUH He
ycraHoBieHa. OTMedeHO, 4TO HMMATMHUO HHruOUpyer auddepeHurpoBKY MOHOIUTOB B
OCTEOKJIACThl Yy YEJOBEKa, YTO COINPOBOXKAAETCS YMEHbIIEHHUEM pe30pOTUBHOI CIIOCOOHOCTH
JaHHBIX KJIETOK. B ocTeoknactax B NPUCYTCTBUM HMMaTHHHOA OTMEUEHO [0303aBUCHUMOE
yYMEHbBILICHHE KOJMYECTBA JIMTaH/Aa PEeLenTopa aKTHBAaTOpa SAepHOro ¢axropa kamma (receptor
activator for nuclear factor kappa B, RANK-L). IIpomomkuTensHOe HWHTHOMPOBaHHUE
OCTEOKJIACTHUYECKOI aKTUBHOCTH 110 MPUHIIMITY OTPUIATENIbHON 00paTHOI CBSA3H MOXKET PUBECTU
K YBEIMYEHHMIO KOHIIEHTpaluu maparropmoHa. KimHuuyeckas 3HAUMMOCTh YyKa3aHHBIX

PE3YJIbTAaTOB, BBIABJIICHHBIX B HOKJIMHUYCCKHUX HUCCIICAOBAHUAX, OCTACTCA HCHCHOﬁ, CBiA3b C
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BO3HUKHOBeHHEM HSl co cTopoHbI ckeseTa, TaKuX Kak MepeoMbl KOCTEH, HE BBISBIICHA.

B nporpamme Bcex KIMHMYECKMX HCCIIEIOBaHMM HMMaTMHMOA pPYTUHHOE OIpElEICHHE
conepxanus pochaToB B CBIBOPOTKE KPOBH HE MPOBOIAMIIOCE.

Hecmotps Ha To, 4TO mpeanonaranock, 4to runodocdaTemMust UMEET 10303aBUCUMBII XapakTep,
B KJIIMHUYECKOM HCCJIEIOBAaHUU Y IMAallMEHTOB C BIEpBbIe BhIABIEHHBIM XMJI, 11e1pi0 KOTOpOro
SIBIISUIOCH OTIPE/ICIICHNE 3aBUCUMOCTH KOHEUHBIX TOYEK 0€30MacHOCTH MPUMEHEHHsI MMaTHHHUOA
OT J103bl, YMEHBIIEHUE coaepkaHus (ochaToB B CHIBOPOTKE KpOBU 3-eil wim 4-0il creneHu
BbIsiBIICHO Y 19,1 % u 15,5 %, yMeHblIeHHEe coAep:KaHusl KallbLIUs B CBIBOPOTKE KPOBH 3-€il miin
4-oii crenenu —y 5,1 % u 0,9 % manueHToB, moyvyaBiux UMatuHUO B 103¢ 400 Mr u 800 mr
COOTBETCTBEHHO.

Henpoxooumocms, nepgopayus unu s36a xHceayoKa unu KUMe4HuKd

Y HeOoJbIION YacTH MAIlMEHTOB, MOJYYaBIIMX UMATHUHHO, oTMedanoch u3bs3BieHue KKT,
KOTOPOE€ B OTJIEIbHBIX CIy4asX MOKET ObITh CIEACTBHEM MECTHOTO pa3pa)kalollero JeHCTBUS
umMaTuHHOa. ['eMopparudeckuii HeKpo3 OMyXOJH, a TAKKE HEPOoXoauMocTh U nepdopanus KKT
HanOoJiee 9acTo HaOIIOAAIKCh Y TAIMEHTOB CO 3JI0KaY€CTBEHHBIMHU CTPOMAIBHBIMU OITYXOJISIMA
JKKT. B cimydae MeTacTasupyOIIHUX 3J0Ka4eCTBEHHBIX CTpOoMalbHbIX omyxosied JKKT Hekpos
OIyXOJM MOXXET BO3HHKATh Ha (POHE OIyXOJEBOI'O OTBETA, YTO B PEAKUX CIIydasX BeIeT K
nepdopanun. Henpoxonmumocts JKKT wyame Bcero BO3HHMKaNa y MAlUEHTOB €O
3JI0KQ4E€CTBEHHBIMH CTPOMaIbHBIMU OITyX0oJisiMH JKKT, y KOTOpBIX €€ NTPUYMHON MOTYT CIIy’KHTh
MeTacTa3bl WJIM CHAeYHbIN Mpoliecc B OPIOLIHONW MOJIOCTH, BO3HUKILIUE B PE3yJIbTaTe paHee
npoBeneHHol omepanuu Ha JKKT (B cmyuae mpumMeHeHHS MMaTHHUOA B KayecTBE CpEICTBa
abIOBAaHTHOMN TEeparum).

Cunopom nuzuca onyxonu

[TprunHHO-CIeICTBEHHAs CBSI3b PA3BUTHSI CUHAPOMA JIU3HCA OMYXOJIH U IPUMEHEHHsI UMaTHHHOa
HE MOXeT OBITh HUCKJIIOYEeHa, OJHAKO B HEKOTOPBIX CIyYasX pe3yibTaThl HCCIEIOBaHUN
HUCKQXAJIMCh TNPUMEHEHHEM OJHOBPEMEHHOM MEIUKAMEHTO3HOM Tepanuu U JIPYyTUMHU
HE3aBUCHUMBIMH (PaKTOpaMH pUCKa.

3aoeporcka pocma y demeti

OTMmedeHo BIHMSHME WMATHHHOA HA POCT MPU MPUMEHEHWH WMATHUHHOA y JeTeil, 0COOEHHO B
npenyOepraTHOM nepuosae. [IpHuMHHO-CNEACTBEHHAsT CBSI3b JTOTO SIBJICHUSA C JICUYCHHEM
UMaTUHHUOOM HE MOKET ObITh HCKIII0OUEHA, HECMOTPSI Ha OTPAaHMYEHHOCTh JAHHBIX B HEKOTOPBIX
CiIyvasix 3aJiepKKu pocta y nereid ¢ XMJI Ha ¢oHe TeueHnss UMaTHHHOOM.

Taxcenvie HP co cmoponul ovixamenvHoti cucmemsi
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Tsokenble (MHOT/IA CONMPOBOXKAAIOIIMECS JIETaIbHBIM HCXOAOM) SIBICHUS OTMEYAIUCh Ha (oHe
npreMa UMaTHHNOA, 2 IMEHHO: OCTpasi AbIXaTelbHasi HEOCTAaTOYHOCTD, JIETOYHAs TUIICPTEH3HUS,
MHTEpCTULIMANIbHAS 00JIe3Hb JIeTKUX U (prubpo3 nerkux. ComyTCTBYIOMIAs MAaTOJIOTHs CEpACUHO-
COCYAMCTOM WM AbIXaTeIbHOM CUCTEM MOXKET YCYTYOISITh TSHKECTh JaHHBIX SBJICHHI.

Hannvie nabopamopmvix mecmos

I'emamonocuueckue senenus

YV naumentoB ¢ XMJI B KIMHUYECKUX HCCIECIOBAHUSAX OTMEYEHO PA3BUTHUE LUTOICHUH, B
0COOEHHOCTH, HEUTPONICHUH M TPOMOOLIMTOIIEHHH C HEMHOTO 00J1ee BBICOKOH YacTOTOM pa3BUTHS
Ipy NPUMEHEHWU MMaThHUOa B 103ax > 750 mr. Bo3HUKHOBEHHE LIMTONEHUH UMENO YETKYIO
3aBHCHUMOCTH OT CTa/IMU 3a00JIEBAaHUS: YaCTOTA CIy4yaeB HeUTporneHuu (abCoNMOTHOE KOJIUYECTBO
neiitpoduios < 1,0x10%1) u TpomGonuTonennu (komuuecTBO TpoMbomuTos <50x10%1) 3-eit
wim 4-oii crerienn Obuia B 4-6 pa3 BeIme B (aze O6macTHOro kpu3a u (asze akceneparuu (59 % x
64 % u 44 % x 63 % 11t HEUTPONeHUH U TPOMOOLIMTONIEHHUH COOTBETCTBEHHO) 10 CPABHEHHIO C
TakoBo#l y manueHToB ¢ XMJI B xponuueckoit ¢aze (16,7 % mna neitrponenuu u 8,9 % ans
TPOMOOIMTONCHNH). Y TAIMEHTOB ¢ BHOBb JAuWarHoctupoBaHHbIM XMJI B XpoHudeckoil (aze
HEWTpomeHuss 4-oif cremeHu (aGCOMIOTHOE KOIMYECTBO HeHTpoduuo <0,5x10%1) u
TpomGonuTonenus 4-oif cremenn (<10x10%m) ormeuenst y 3,6 % u <l % mNanMeHTOB
COOTBETCTBEHHO. CpelHsisl MPOJOKUTENBHOCTh SMU30/10B HEUTPOIIEHUH U TPOMOOIIUTONIEHUN
COCTaBJIsUIA OT 2 70 3 HEeeNb U OT 3 710 4 HeJeb COOTBETCTBEHHO. Kak npaBuiio, JaHHBIE SIBIICHUS
YCHENTHO KOPPEKTHPOBAIUCH YMEHBIIEHUEM JI03bl WM BPEMEHHOW OTMEHON uMaTthHuOa, B
peNKUX CiIy4asX TpHUBOJAS K TIOMHOW OTMeHe Tepanuu umaTuHHOOM. HambGonee wacto
BCTPEYAIOUTUMUCS MPOSBICHUSIMYU I€MaTOJIOrMY€CKON TOKCUYHOCTH 3-€i U 4-011 CTENEeHU y AeTer
¢ XMJI Obuta LUTOTOKCHUYHOCTb, BKJIIOYAsh HEUTPONEHHIO, TPOMOOLMTONEHHIO U aHEMHUIO,
KOTOpbI€ HanboJjee YacTo Pa3BUBAIKUCH B MIEPBbIE HECKOJIBKO MECSIIEB TEPAU UMaTHHUOOM.

VY manueHToB ¢ Hepe3ekTabeIbHBIMU HIIM MeTacTaTH4eCKUMHU 311okadecTBeHHbIME [ ICO anemus
3-eit u 4-0i1 crenenu ormeueHsl y 5,4 % u 0,7 % mareHToB COOTBETCTBEHHO, YTO MOTJIO OBITh
CBSI3aHO C JKEIyJOYHO-KWIIEYHBIM WM BHYTPHOITYXOJIEBBIM KPOBOTEYCHHEM Yy HEKOTOPBIX
nanuentoB. He#tponenuss 3-eit u 4-oif cremenu ormeueHa y 7,5 % wu 2,7 % manueHToOB
COOTBETCTBEHHO, TpoMmboruTonenus: 3 crenenu — y 0,7 % mamuentoB. He 3apeructpupoBaHo
TpOMOOLIUTONIEHNH 4 CTENEeHH Yy TMAlUeHTOB JAaHHOW kaTeropuu. CHUXKEHHE KOIUYECTBa
JEHKOIMTOB M HEHUTpO(UIOB OTMEYAIOCh, KaK IMpaBUJIO, B MEpBble 6 HEAETb Tepamnuu; B
MOCJIEAYIOIEM JIaHHbIE ITOKa3aTeIN OCTaBAINCh CTAOMIbHBIMH.

Buoxumuuecxkue noxazamenu
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OTMeueHsb! Cily4an YBEIMUYCHHsI aKTUBHOCTH TpaHcaMMHa3 (< 5 %) 1 KOHLEeHTpaluu OuinupyOourHa
(<1 %) TsKENnON CTENEHH, KOTOPbIE YCIEIIHO KOPPEKTHUPOBAINCH YMEHBIIEHUEM 03Bl WUJIU
BpPEMEHHOW OTMEHOW Tepanmuu (CpeaHssl MPOIODKUTEIBHOCTh JAaHHBIX AMHU3040B cocTaBisuia |
Heneno). OTMeHa JiedeHHUsT MMAaTHHMOOM B CBSI3M C IATOJOTMYECKUMH H3MEHEHHUSIMHU
71a00paTOPHBIX MOKa3zaresned (yHKUUHU NEeYeHU MoTpedoBanack MeHee, yeM | % manueHToB c
XMIJIL. TloBbllleHHE aKTHMBHOCTH aJlAaHMHAMUHOTpaHC(hEpas3bl U acmapTaTaMHHOTpaHC(epasbl B
CBIBOPOTKE KpoBHU 3-¢€ii u 4-oii crenenu y nauuentos ¢ [ ICO ormeueno B 6,8 % u 4,8 % ciydaes.
YBenuueHne KOHIEHTpauuu OnnupyorHa oTMEUEHO B MeHee ueM 3 % ciiyuaes.
3aperucTpupoBaHbl TaKXKe ClIydyad LUTOJIMTUYECKOTO M XOJECTaTMYECKOro Trematura u
[IEYEHOYHON HEJOCTAaTOYHOCTH, B HEKOTOPBIX CIIy4asiX C JIETAIbHBIM UCXOJIOM.

Ecnu niobvle u3 yKkasawmvlx 6 UHCMPYKYuu nobouHuIX 2¢hgpekmos ycyeyonaiomcs, unu Boi
3amemunu obvle Opyaue nobounvie 3hpexmol, He YKA3aHHbIE 8 UHCMPYKYUU, CooOwume 00
IMOM 6pauy.

B3aumopeiicTBHe ¢ APYTHMMH JIEKAPCTBEHHBIMH CPeACTBAMH

IIpenapamul, Komopbie MO2Yym CHUMCAMb KOHYEHMPAYuio UMamunuba 6 niame Kposu
OpHOBpEeMEHHOE TpPHMEHEHHE HMAaTUHHOA C TMpernaparaMy, SBISIFOIIUMHUCS WHIYKTOPaMU
nzodepmenta CYP3A4 (pudaMnuiivH, 1eKcaMeTa30H, IpenapaTsl 3B€po00s IPOILIPSIBICHHOTO,
OPOTHBOANMJICNITUYECKHE  Mpermaparbl.  KapOaMmaszenuH,  OKckapOasenuH,  (eHUTOuH,
dbenobapOutan, (GocPeHUTONH, MPUMHUIOH) MOXKET MPUBECTH K YCKOPEHHUIO MeTadoym3Ma
UMaTHHUOAa W, KaK CJEICTBHE, K CHIDKEHHIO €ro KOHIIGHTpPAallMd B IIa3Me KpPOBH U
Hea(dexTuBHOCTH Tepanuu. CorinacHo pe3ysbTaTaM UCCIEOBaHUM, KOHLIIEHTpALUs HMaTUHHOA
cHIkaetcs Ha 54-74 %. Cnenyet u3beratb 0IHOBPEMEHHOTO IPUMEHEHN I UMAaTUHNOA 1 CUITBHBIX
uHayKTOopoB n3odpepmenta CYP3A4.

IIpenapamul, komopuvle MO2ym noguluames KOHYEHMPayuio UMamuHuda 6 niasme Kposu

[Tpu ogHOBpEMEHHOM MPUMEHEHUH UMaTHHMOA C IpenapaTaMy, HHIHOUPYIOIUMHI N30(epMEHT
CYP3A4 uurtoxpoma P450, nampumep MHruOuTopamu MpoTeasbl (MHAMHABUD, JIOMMHABUD,
PUTOHABUp, CaKBUHABHp, TENANpeBHp, HeN(UHABUD, OOLENPEBUpP), MNPOTUBOIPUOKOBBIMU
npernapaTamMy TPYTIBI a30J10B (B T.4. KETOKOHA30JI, HTPAKOHA30JI, TI03aKOHA30J1, BOPHKOHA30I1),
HEKOTOPHIMU aHTHOMOTHKAMU-MAKPOIUAAMHU (SPUTPOMULIMH, KIAPUTPOMHUIIMH, TETUTPOMHIINH),
BO3MOXKHO 3aMeJUIeHHe MeTaboIM3Ma MMaTUHHOA U yBEMYEHUE €ro KOHIIEHTPALMH B IUIa3Me
KpoBH (Cmax yBemmmuuBaetcs Ha 26 %, AUC — Ha 40 %). Heo6xoqumo coOr01aTh OCTOPOIKHOCTD
Py HEOOXOAMMOCTH COBMECTHOT'O HAa3HAYECHHUsI KOMOWHAIMI UMAaTHHUOA C 3TUMH TpenapaTaMu

WIN ApYTUMH uHruouropamu nzopepmentoB CYP3A4.
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Ilpenapamul, Konyenmpayus KOMoOPsIX MONHCEM USMEHAMbCA NPU HA3HAYEHUU UMAMUHUOA

VY manueHToB Mociie THPEOUAIKTOMHH, TTOTYYAIOUINX 3aMECTUTEIFHYIO0 TOPMOHAIIBHYIO TEPAITHIO
JICBOTUPOKCMHOM HATpHs, BO3MOKHO CHIDKEHHE €ro KOHLEHTPAIMH IPH OJHOBPEMEHHOM
MPUMEHEHUU C UMAaTUHUOOM.

Nmatuan® criocobeH HHruOMpPOBaTh HEKOTOPhIE H30GepMEHTHI IuTOoXpoMa P450.

[Ipu coBmMecTHOM Ha3HayeHMHM HMaTHHMOA W cumBactaTHHa Cmax W AUC cumBactatuHa
yBenmuuMBaeTcss B 2 W 3,5 pa3a COOTBETCTBEHHO, YTO OOYCIOBICHO WHTHOMPOBAHUEM
uzopepmenra CYP3A4 wumarunubom. Pexomenayercst coOmonaTh OCTOPOKHOCTh —IIPH
OJIHOBPEMEHHOM MpPHUMEHEHWH HMaTUHUOA U TpernaparoB, SBISAIOLIUXCS CcyOcTpaTaMu
uzopepmenta CYP3A4 u uMeromux y3KHi JUana3oH TEparneBTHUYECKOW KOHILIEHTPALUU
(HampuMep, TUKJIOCTIOPUH, THMO3HUJ, TAaKPOJIUMYC, CHPOJIHMMYC, OHProTaMHH, (EHTAHWUI,
tepdeHaaut, 60pTe30Mu0, T0IETAKCEI, XUHUIAMH).

HNmaTHn6 criocobeH yBennynBaTh KOHLEHTPALUU APYTUX MPEnapaToB, METa00IU3UPYIOIHXCS
nzopepmentom CYP3A4 (Tpmazono0eH30/1Ma3eIUHbI, JTUTHAPOIUPHIMHOBBIE OJIOKATOPBI
«MEIUICHHBIX» KaJbLMEBBIX KaHAJIOB (aMJIOAWINUH, HEeDUAMIIMH ¥ T.JA.), OOJBIIMHCTBO
uHruoutopos I'MI'-KoA-penykrassl (CTAaTUHOB).

WNmatuan6b takxe HHrHOHpyeT in Vitro uzodpepmentst CYP2C9 u CYP2C109.

[Ipy coBMecTHOM NpPHUMEHEHMH HMaTUHHOA ¢ BaphapruHOM HaONIOAANOCh YIMHEHUE
nporpomOuHoBoro Bpemenu (IIB). [Ipm ogHOBpeMEHHOM NpPUMEHEHHH C KyMapUHOBBIMU
MIPOM3BOIHBIMH HEOOXOJUM KPaTKOCPOUHBIH MOHUTOpPHHT [IB B Havane W B KOHIE Teparnuu
mpemapaToM, a Takke NpU H3MEHEHHHM peXuMa JI03UpOBaHUS HMaTuHUOAa. B  kauecTBe
albTEepHATHBBl  BapdapuHy  CIE€OyeT  pacCMOTPETb  BO3MOXKHOCTh  HCIOJIb30BAHHUSA
HU3KOMOJIEKYJISIPHBIX TEITapHUHOB.

HenocraTtouHo n3y4eH BOMpoOC JEKapCTBEHHOTO B3aUMOJICHCTBUSI MMAaTHHNOA 1 TIPETIapaToB JUIs
xumuotepanud y mnanueHtoB ¢ Ph+ OJUJI. HeoOxomumo coOmoaaTh OCTOPOXKHOCTH IPU
OJTHOBPEMEHHOM NPUMEHEHWH WMAaTHMHHOA M XHMHOTEPANeBTHUECKUX IMpEnapaToB B CBS3U C
BO3MOXXHBIM YBEJIMUEHHEM pHCKa pa3BUTHUS JIEKAPCTBEHHBIX OCJIOKHEHUH, TaKWX Kak
TelaTOTOKCUYHOCTh, MUEIOCYITPECCHS H JIp.

[Tpn xomMOMHAIIMKM WMaTUHUOA C XUMHOTEPANEeBTHUYECKHMMHM IpernaparaMd B BBICOKHUX J03aX
BO3MOXXHO pa3BUTHE TPAH3UTOPHOM TIeMaTOTOKCHYHOCTH, NPOSBIAIONICHCS MOBBIIICHUEM
AKTUBHOCTH «IIEYCHOUYHBIX» TPAHCAMHHA3 B CHIBOPOTKE KPOBH M THUINEPOMINPYOWHEMHEH.
Crenyer KOHTpOJMPOBaTh QYHKIIMH MEYEHU MPU KOMOWHAIIMA UMAaTUHNOA U TeNaTOTOKCHYHBIX

PCKUMOB XUMHUOTCPAIINHU.
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In vitro umaTranO uHrHOHUpyeT nzodpepment CYP2D6 B Tex ke KOHIIEHTPAIUAX, B KOTOPHIX OH
unruoupyet uzopepment CYP3A4. TIpu npumenennn numatuanba B 103e 400 Mr 2 pasza B CyTKU
BMecTe ¢ MeTonposiosioM (cyoctpatom uzodepmerra CYP2D6), ormeuaetcst nmoBbiiieHUE Cmax U
AUC wmertonponona npubnuzurensHo Ha 21 %, 0JHAKO, yUUTHIBasi HECYIIECTBEHHOE YCUJICHHE
s dexroB cydcrpaToB nzodepmenta CYP2D6 npu ux COBMECTHOM MPUMEHEHHH ¢ UMAaTHHHUOOM,
U3MEHEHHS PEeKUMa JO3UPOBAHUS MOOOHBIX MPENapaToB He TpeOyeTcs.

In vitro umaTrHNUO MHTHOUPYeT O-TIIOKYPOHHUIAIMIO alleTaMIHHO(EHa/TapaneTamora (KOHCTaHTa
unrubuposanusi-Ki 58,5 MxM). Onnako npuMeHenne umatuHuOa (B no3e 400 Mr B cyTKH B
TeueHue § qHel) ¢ aneramuHoPeHoM/mapareTamosioM (o JHOKpaTHbIH mpueM 1000 Mr Ha BOCBMOM
neHb) y manueHtoB ¢ XMJI  He nOpuBOOMWIO K M3MEHEHHI0  (PapMaKOKMHETUKH
aneramuHO(eHa/mapamneramoia.  dPapMakOKMHETHKAa HWMAaTHHHOA HE HM3MEHSUIACh  IIpH
OJTHOKpAaTHOM NMPUMEHEHHNH aneTaMuHodena/mapamneramona. CBenenns o papMakKOKHHETHKE WIIH
0e30MacHOCTH OJHOBPEMEHHOT0 MpuUMEHeHHs umaruHuOa B mo3ax >400 Mr B CYTKH C
aneTaMMHO(EeHOM/IIapaleTaMoJIoOM  WIU  JJIMTENBHOTO  OJHOBPEMEHHOTO  IPUMEHEHUs
arieraMuHO(eHa/mapareraMmosa 1 UMaTuHUOa OTCYTCTBYIOT.

OTMeueHbl COOOIIEHUSI O PAa3BUTUU NOPAKEHHs MMEYCHHW TPU OJHOBPEMEHHOM HPUMEHEHHUU
uMaTHUHUOA U acriaparuHasbl.

Takxe 3aperucTpupoBaHbl ciy4dan (aTanbHOW MEUYEHOYHOW HEAOCTATOYHOCTHU NpU TpUeMe
UMaTHHUOA OJTHOBPEMEHHO C TIapaIleTaMOJIOM.

Ilepeno3upoBka

OnpIT mpUMEHEHUsT MMaTUHUOA B /033X, MPEBBIIIAIONIMX TeparneBTHUYECKHe, OrpaHuYeH. B
KJIMHUYECKON MPaKTHKE OTMEYAINCh €IMHUYHbIE Clyyal MepeJo3UpOBKH Mpenapara. B memnom,
MCXOJT TAaKUX CIy4aeB ObLT O1aronpusiTHBIM.

AHTHIOT K WMaTuHHOYy HE wu3BecTeH. [Ipu Tepeno3upoBKEe PEKOMEHAYETCS MEIMIIMHCKOE
HaOJr0IeHNe U IPOBEIEHUE CUMITOMATUYECKON Teparuu.

Ilepedosuposka y 63pocivix

[Tpu npueme nmatunu6a B 103e 1200-1600 Mr/cyT B Teuenue 1-10 gHei Habt01aIKMCh TOIIHOTA,
pBOTa, AMapes, ChIllb, YPUTEMA, OTEKH, MECTHas MPHUIYXJIOCTh, MOBBIIICHHAS YTOMIISIEMOCTb,
MBIIIEYHBIE CIMa3Mbl, TPOMOOIMTONEHHUS, MAHIUTONEHHUs, O0JIb B JKMBOTE, TOJIOBHas O0O0Jb,
CHU)KCHHE allTeTHTa.

[Tpu npueme numaruaMOa B 103¢ 1800-3200 Mr (HanbombIrast 103a coctaisiia 3200 MT B CyTKH B
TeyeHWe 6  gHEH) OTMEYalIWCh  ClabOCTh,  MHAQITHS,  TIOBBIIEHWE  AKTUBHOCTHU

KpeatuHpoc(hoKkuHa3pl U KOHLEHTpaluu OwnnpyOuHa, 6oiau B xkuBoTe. lIpum onHOKpaTHOM
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IpUMEHeHUH UMaTHHKHOa B 103e 6400 Mr y nanueHTa pa3BuINCh TOIHOTA, PBOTA, 00JIb B )KUBOTE,
TUIEPTEPMHsI, OTEK JIMIA, CHW)KCHHE 4YHCIAa HEHTPOPHUIOB M TMOBBIIIEHUE aKTHBHOCTH
«IIEYEHOUYHBIX)» TpaHCAMHHAa3 B ChIBOPOTKE KpoBU. IIpu oqHOKpaTHOM npueme npenapara B 103€
8-10 r ormMeuanuchk pBOTa M OOJIH B )KHBOTE.

Ilepeoosuposka y oemeti u nOOPOCMKO8

ITpu onHOKpaTHOM IpueMe npenapara B 103€ 400 Mr y TpexJieTHEro pedeHKa OTMEUYaINCh PBOTA,
Juapes 1 aHOPEKCHS.

[Tpu onHOKpaTHOM IpHEeMe UMaTuHuOa B 103¢ 980 Mr y pebenka B Bozpacte 3-X JIeT HabI0JaIucCh
CHI)KCHHE YMCJIA JICMKOLMTOB B KPOBU U IAapes..

OcoO0ble yka3anus

Jleuenne UMaTUHUOOM ClI€lyeT MPOBOJIUTH TOJIBKO OJI HAOIIOAEHUEM Bpaya, UMEIOLETO OIBIT
paboThl ¢ IPOTUBOOITYXOJIEBBIMH MpENapaTaMu.

[Tpu obparmienuu ¢ npenapaToM cieayeT u3beraTh MOMaJaHus ero Ha KOy U B IJ1a3a, a TaKkke
BJbIXaHMS MOPOLIKA IIpenapara.

Jlemu u noopocmku

OmnpiT neuenuss umatuHOOM nereit ¢ XMJI mnazmie 2-X JIeT OrpaHUYeH, ONBIT MPUMEHEHUS
UMaTHHUOA 1O APYTUM MOKa3aHUSIM OTPAaHUYEH Y MALMEHTOB Miiajae 18 jieT, OnbIT IpUMEHEHHS
umatunu6a y nereit ¢ OJIJI mmaame oxHoro roga orpanuyed. Jlonrocpousble 3¢ ¢eKTh
JUINTETILHOTO BO3JIEHUCTBUS MMAaTUHMOA Ha POCT y JIeTeil He M3BECTHBI, HO TaK KaK HMMEIOTCSA
COOOILlEHUsI O clayyasX 3aJep>KKH POCTa, PEKOMEHIYETCS MPOBOJIWUTH TLIATENbHBIM KOHTPOJIb
pocTa 'y JeTei, MOoTy4arouX UMaTHHHO.

3aodeporcka Hrcuoxocmu

B cBs3u ¢ TeM, 4TO mpu NpPUMEHEHUH MUMaTUHHOA mpuMepHo y 2,5 % nanueHTOB ¢ BHOBb
AuarHocTupoBaHHbiM XMJI oTmMeuanach BbIpakeHHas 3aJ€p’KKa KUIAKOCTH, PEKOMEHIyeTCs
PETyJISIpPHO KOHTPOJIUPOBATh Maccy Tela. B cilyuae HeoKuaaHHOTO OBICTPOTO YBEIUYEHHS MacChl
TeJa cieayeT MPOBECTH 00CIe0BaHKE MALMEHTa U MPH HEOOXOIUMOCTH BPEMEHHO MPEKPaTUTh
Tepanuio UMaTUHUOOM /UM HavaTh MPUMEHEHUEe TuypeTukoB. Hanbonbas yactora pa3BUTHS
3aJIepP>KKH JKUIKOCTH OTMEUYAETCs Y MOXKUJIBIX MAIlMEHTOB C COMYTCTBYIOIIMMU 3a00JI€BaHUSMU
CEPJIEYHO-COCYAUCTON CUCTEMBI.

B ornenbHBIX ciyuyasx BbIpaXKEHHAs 3aJ€pPXKKA KUAKOCTH MOXKET MMETh TSKEIO€ TEYEHUE C
JeTanbHbIM UcxoaoM. [Ipu npuMeHeHun nMaTHHKOA OTMeYasach CMEPTh MalMeHTa ¢ GJIaCTHBIM
KPH30M M KOMIUIEKCHOM CHMIITOMAaTHKOW: IJIEBPAJIBHBIM BBIIOTOM, 3aCTOMHOM CEpIEYHON H

MMOYEYHOM HETOCTaTOYHOCTHIO.
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Konmponv nabopamopnvix nokazameneti

I'emamonozuueckue noxazamenu

[Ipy npuMeHeHHHM MMaTUHHOA OTMEYAJIOCh PAa3BUTHE HEUTPONECHHHM WM TPOMOOLMTOIICHHH,
OJIHAKO 3TH SBJICHUS UMEJH YETKYIO CBSA3b CO CTaJuel 3a001eBaHMs, YaCTOTa UX BOZHUKHOBEHUS
Obu1a BhllIe Y anueHToB ¢ XMJI B (haze OnactHOro KpHsa wiu ¢asze akcenepalnmi o CpaBHEHUIO
¢ narmerntamMu ¢ XMJI B xponudeckoil ¢aze. Bo3sM0OXHO BO3HUKHOBEHHE HEOOXOAMMOCTU BO
BPEMEHHOM IIPUOCTAHOBJIEHUH TEPAIIMU UM YMEHBUIEHUH JJ03bI IIpErapara.

QDyHKYUus neyenu

[Ipy mpuMeHeHMHM MMAaTHMHHOA PEKOMEHAYETCs PEryJiipHO INPOBOJUTH KIMHUYECKUE aHAIM3bI
KPOBU U OCYILECTBJIATh KOHTPOJb (PYHKLUMHU MEYEHU (TpaHCAMUHA3bl, OWJIMPYOUH, IEI0YHas
docdaraza).

[lpy mpuMmeHeHWM mpenapaTa y MAalWEHTOB C 3a00JIEBaHUSMH TICUEHH CIIEAYET pEryJsipHO
IPOBOJUTH KIIMHUUYECKUI aHAJIN3 KPOBU U OIIPEJEIATh AKTUBHOCTD «I1€4EHOUHBIX» (DEPMEHTOB.
Hapywenue ¢pynxyuu novex

HNmatuan® u ero MeTaOOMUTHl BBIBOASTCS IMOYKaMU B HE3HAUMTENbHOW cTemeHu. Kimpenc
KpeaTMHHHA CHIDKAETCS C BO3PAcTOM, IIPU ATOM BO3PACT HE MMEET 3HAYMMOTO BIIMSHHUS Ha
(apMaKOKUHETHYECKHE TIOKA3aTeI UMAaTUHUOA. Y MallMEeHTOB C HapylleHueM (QyHKIUH MOYeK
9KCHO3MLIMSA MMAaTHMHHMOA B IJIa3M€ KPOBU BBIIIE IO CPABHEHHUIO C NAallMEHTaMM 0€3 TaKOBBIX
HapylLIeHWH, 4YTO BO3MOXHO CBS3aHO C YBEJIMYEHHMEM KOHIIEHTpAallMM KHCIBIX alb(a-
[JIMKONIPOTENHOB (OCHOBHBIX OEJIKOB IJIa3Mbl KPOBH, CBS3BIBAIOIIMXCS ¢ MMaTHHHOOM). He
OTMEYEHO KOPPEeSILMU SKCHO3ULIMU UMATHHUOA W CTENEeHHW HapylleHUs (YHKUHUU TOYeK Y
NalMEeHTOB C HapylIeHneM (YHKIMHU MOYeK OT JIerkoi (kinupeHc kpeatuHuHa 40-59 mi/MuH) 110
TsKeNnol (kiupeHc KpeaTMHuMHa < 20 MII/MHMH) CTENEHHM TsbKecTH. TeM He MeHee, Npu
HENEPEHOCUMOCTH Yy TMAalMEHTOB JaHHOM KaTeropuu HadyalbHYH 03y Ipenapara Cleayer
CHU3UTD.

JliTeIbHOE TIPUMEHEHME HMATHHHOA MOMXKeT ObITh aCCOUMPOBAHO € KIMHHUYECKH
3HAYUMBbIM CHHUKeHMeM (yHKUuM novek. Ilepex HayanoM Tepanuu nmpemnapaTroMm cjienyer
OLIeHUTHh (PYHKUMIO MOYEK M THIATeIbHO KOHTPOJHMPOBATH €e BO BpeMsl TepanmuM, yAesass
0c000¢ BHUMaHHe NAallHeHTaM, HMEIIUM (GaKTOpPbl PUCKA PA3BUTHA HAPYIICHHUS PYyHKIHMHT
noyek. B ciayyae BbIfIBIeHHsI HapymieHHsi (YHKOMH TIIOYeK CJeAyeT HavaTb
COOTBeTCTBYIOIIIEE JIeueHHe.

T'unomupeos

HOCKOHLKY HUMCIOTCA COO6IJ_[CHI/I}I O Pa3BUTHUHU TUIIOTHPEO3a HA (I)OHC IIPUMCHCHU “MaTUHHOA y
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NAIUECHTOB, IIEPEHECIINX TUPEOUIIKTOMHUIO M TOJIYYalOUIMX 3aMECTUTEIIBHYI TEpaIuio
JICBOTUPOKCHMHOM HATpHsi, HEOOXOAMMO PETYJISIpPHO IMPOBOAUTH OIPENEICHUE KOHLEHTPAIUH
TUPEOTPOITHOIO TOPMOHA Y IaHHOM KaTeropyuy NalueHTOoB.

Tayuenmoi ¢ 3a601e6anusmu cepOeyHo-cocyOUCmou Cucmemsl U NOYeYHOU HeOOCMAaMmoYHOCMbIO
Crnenyer ofOecneuuTh TIIATEIbHOE HAONIOJEHHE MAIMEHTOB C 3a00JIEBAaHUSAMM CEpJCUHO-
COCYIIUCTOM CHCTEMBI, (PaKTOpaMu pHCKAa pa3BUTHS CEPACYHONW HEAOCTATOUYHOCTH, a TaKXKe
NAIUMEHTOB C IIOYEYHOM HEJOCTAaTOYHOCTHbIO B aHaMmHe3e. lIpu BBIABIEHHWH INPU3HAKOB WU
CUMITOMOB, YKAa3blBalOIIMX Ha JAHHBIE COCTOSIHUS, CIEAYeT IPOBECTH OLEHKY COCTOSHHUS
NalMeHTa U HayaTb COOTBETCTBYIOLIEE JIEYEHUE. Y MAUEHTOB ¢ CHHAPOMOM I'MIIEP303UHO(DUINU
(CI'D) u »o3uHOuUIBbHON uHPUIBTpaLME MHUOKapJa B Hayale Tepalnud UMaTHHHOOM
OTMEYAJHNCh OTHENBbHBIE CIOy4aW pa3BUTHS  KapJUOTEHHOTO  IIIOKa/JIEBOXKEITYT0YKOBOM
HEJOCTAaTOYHOCTH (CBSI3aHHBIC C JIeTpaHysnuei s03uHodmioB). Ot HS kymupyrorcs mocie
N00aBIJIEHUS K TEpAallui CUCTEMHBIX [NTFOKOKOPTUKOCTEPOUI0B, IPUHATHUS MEP, HAIIPABJICHHBIX Ha
noJjiep>kaHue KpoBoOOpaleH!s, 1 BpEMEHHOM OTMEHbI UMaTHHUOA.

VY manuentoB ¢ MJIC/MII3 u BBICOKMM KOJMYECTBOM 303WHO(DHIIOB CIEIyeT MPOBOIAMTH
AIIEKTpOKapauorpaduIeckoe UCCIIEIOBaHUE u OIIpEeEIATh KOHLEHTPALUIO
KapAuocrequ(pUIHOro TPOIIOHHUHA B CHIBOPOTKE KpOBU. IIpH BHISABIEHUHN OTKIOHEHUN OT HOPMBI
B Hauyaje Tepaluu ClIeAyeT pacCMOTPeTb BO3MOXHOCTb MNPO(UIAKTHYECKOIO HMPUMEHEHMS
CUCTEMHBIX TJIOKOKOPTHKOCTEpOUJ0B (1-2 mr/kr) B TeueHue 1-2 Henenb OAHOBPEMEHHO C
MMaTUHUOOM.

Kpoeomeuenue uz opeanos KKT

YV nmamumeHToB ¢ HeonepaOelbHBIMH W/WINM MeTacTaTHYeckKMMH 3iokauecTBeHHbIMH [MICO B
KIIMHUYECKUX HCCIIeOBaHMIX 3 (ha3bl KPOBOTEUEHHUS PA3NIMYHON JOKAIU3alUUd OTMEYAIUCh B
12,9% cny4aeB; B uccieoBaHusAX 2 Ga3bl )KEITyA0YHO-KUIIIEYHbIE KPOBOTEUSHHS OTMEUANINCH ) 8
narueHToB (5,4 %), KpOBOTEUEHHUS W3 OIMyXOJEBBIX oyaroB — y 4 mnanueHtoB (2,7 %).
KpoBoTeuenus HabI0AaIMCh KaK U3 OpraHoOB OPIOIIHOM MMOJIOCTH, TaK U MEYEHH, B 3aBUCUMOCTH
OT JIOKQJIM3alliu OyX0JIeBbIX 04aroB. Kpome Toro, B mocTperucTpaliliOHHOM MepUO/ie MOTYYEHbI
OT/IeJIbHBIC COOOIICHUS O CITydYasiX COCYIUCTON IKTa3uH aHTpaibHOTO oTaena xenynka (GAVE-
CHUHAPOM), PEIKON INPUYMHE >KEIyIOYHO-KUIIEYHOTO KPOBOTEUEHMS, 3apErMCTPUPOBAHHBIX Y
narenToB ¢ XMJI u OJUI u apyrumu 3a00eBaHUSMU.

Heobxogmmo koHTposmmpoBaTh coctossune JKKT y mamueHToB ¢ MeTacTaTHYeCKUMU
3nokadectBeHHbIMU ['ICO (0o0u1b B )KHBOTE, JKETYJOUHO-KUIIEYHbIE KPOBOTEUECHHUSI, 3a110p U JIP.)

B HAYAJIC U HAa BCEM IMPOTAKCHUU TCPAIIUU nMaTuHuOOM. B cjIydac HCO6XOI[I/IMOCTI/I CJICayCT
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paccMOTpeTh BO3MOKHOCTh OTMEHBI TEPAIIUU MIPENapaToOM.

Cunopom nuzuca onyxonu

BcenencrtBue pucka pa3BUTHS CHUHApPOMA JIM3MCA OIyXOJIM IEpe] NPUMEHEHHUEM HMaTHHHOa
clleflyeT NpU HEOOXOIMMOCTH CKOPPEKTUPOBATh KIMHUYECKHU BBIPAKEHHYIO JIErMIpaTaluio U
HOBBIIIIEHNE KOHLIEHTPALIUU MOYEBOI KHCIIOTHI.

Peaxmusayusa eupyca cenamuma B

VY nmauueHToB, ABISAIOIMXCS HOCUTEISIMU BUpYca renaTuta B, Bo3MOXHa peakTUBaLUs JaHHOTO
BUpYycCa mocie Tepanuu npenapatamu uaruoutopamu BCR-ABL THpo3MHKHHA3BI, TAKUMU KaK
UMaTUHUO. B HEKOTOPBIX Ciydasx MpU NPUMEHEHUU IpenapaToB JAaHHOTO Kjacca OTMEYEHO
pa3sBUTHE OCTPON NMEYEHOYHON HEAOCTATOUHOCTH WK (DyJIbBMUHAHTHOTO TelaTuTa, MPUBOSAIINX
K TPaHCILJIAaHTALIMK NIEYEHU WK JIeTalbHOMY Ucxoy. Ilepen HauanoMm Tepanuu npernapaTom BCex
NAIUEHTOB cleayeT o0cienoBaTh Ha Haiuuyue Bupyca remnatuta B. Crnegyer taxke mpoBecTd
o0cJiezioBaHNE NAIIMEHTOB, MOIYYalOLUX TEPANUIO IpenapaToM B HACTOsIIEE BpeMs, Ha Hallu4yKe
MHOGULIMPOBAHUS BUPYCOM renatuta B ¢ 1enbio BbIABICHHUS HOCHUTENEH AaHHOTO BO30YIUTEINS.
[Tpy mody4yeHUM MONOKUTEIBHOIO pe3yibTaTa CEPOJIOrMYEcKOro TECTHpPOBaHUS (B T.4. IpU
AKTUBHOM MH(EKIIMOHHOM IIPOLIECCE) CIEAYET MPOBECTH KOHCYIIBTALIUIO MALMEHTA y T'elaTojiora
U CIIENUAJIMCTa MO JICYEHUIO BUPYCHOIO remaTtura B, kak B ciydae mepej HadajaoM Teparnuu
IpenapaToM, Tak M MALMEHTOB, MOJYyYaroIlUMX TEpalnuio IpenapaToM B HACTOSIIEE BPeMs.
CocTosiHME TallMeHTa, SBJSIONIETOCsl HOCHUTENEeM Bupyca remarura B, mpu HeobxommmocTu
JICYEHUs MPEenapaToM CielyeT TIIATeIbHO KOHTPOJIUPOBATh HA MPEAMET PA3BUTHUS IPU3HAKOB U
CHUMIITOMOB aKTHBHOTO MH(EKIIMOHHOIO Mpoliecca Kak BO BpeMs TE€paIluy MpernapaToM, Tak U B
TE€YEHHE HECKOJIBKUX MECSLEB IIOCIIE €€ OKOHYAHUS.

Tpombomuueckas muxkpoanzuonamusn (TMA)

[Tpumenenne uHrHONTOpOoB BCR-ABL-THpO3MHKHHA3bI OBUIO ACCOIMMPOBAHO C Pa3BUTHEM
TMA, Bkmouasi OTHeNbHblE cOOOlIeHHs Ha (OHE MPOBOAMMON Tepanuu umatuHuOoom. IIpu
NOSBJICHUH y NAIMEHTA, NOJyYarolero UMaTHHUO, 1a00paTOPHBIX WM KIMHUYECKUX TPU3HAKOB
TMA HeoO0XoauMO MHpeKpaTUTh TEpanuio U MPOBECTH THIATENbHYI0 oleHKy TMA, Bkiouas
orpeneneHne akTUBHOCTH MeTtayutonporenHasbl — ADAMTSI3 u ypoBus antu-ADAMTS13
aHTuTeN (MMMYHOIJIOOYJIMHOB) B IJJa3Me KpoBU. B ciydyae mOBBIIIEHUS YpPOBHU aHTH-
ADAMTSI3 antuTen ogHOBpeMeHHO ¢ HHM3KOH akTuBHOCThIO ADAMTSI13 B mmasme KpoBH
Tepanuio UMaTUHUOOM BO30OHOBIISITH HE CIEAYET.

Bcnomozeamenvuvie sewjecmsa

HpenapaT Nmatuano COACPKHUT B CBOEM COCTABC JIAKTO3Y, MAUCHTAM C PEAKO BCTpeanOHleﬁCH
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HACJIEICTBEHHOW HENEPEHOCHUMOCTBIO TallakTO3bl, 1e(UIIMTOM JaKTa3bl JIOMapel WK TII0KO030-
raJIakTO3HON MallbabcopOImel He clieAyeT MPUHUMATh 3TOT Mpenapar.

Binsinne Ha cIOCOOHOCTH YIPABJIATH TPAHCIOPTHBIMHU CPEJACTBAMH, MeXaHU3MAaMH
HekoTtoprsie moOouHble [eHCTBUS MpernapaTa TakKhe KakK, TOJIOBOKPYKEHHE M HEYETKOCThb
(3aTyMaHUBaHUE) 3pEHHUS, MOTYT OTPULIATEIbHO BIHUATH HA CHOCOOHOCTH  YIPABIATH
AaBTOTPAHCIIOPTHBIMU CPEACTBAMU M BBINOJIHATH NOTEHLIMAIBHO ONACHBIE BUABI JIEATEIBHOCTH,
TpeOylolIe NOBBIIEHHON KOHLIEHTPAllud BHUMAHUS U ObICTPOTHI ICUXOMOTOPHBIX peakuuil. B
CBSI3U C 3TUM, MALIMEHTaM, [TOJTyYaIOIIUM UMAaTHHUO, CIIEAYET MPOSIBIIATH MOBHIIIIEHHOE BHUMAaHHE
Y OCTOPOKHOCTh MPU YIPABJIECHUH TPAHCIOPTHBIMU CPEJICTBAMH U BBIIIOJIHEHUH MMOTEHIUAIBHO
ONAacHBIX BUJOB AEATENbHOCTU. [IpM BO3HMKHOBEHMM BBILICTIEPEUUCICHHBIX HEXENAaTeIbHbIX
SBJICHUH CIIEZyeT BO3JEPKAThCS OT BBINOJIHEHUS YKA3aHHBIX BUJOB JI€ATEIbHOCTH.

dopMa BbIIIYCKa

TabyeTku, MOKPHITHIC MIIEHOYHOU 000J10ukoi 100 Mmr, 400 mr.

Ilepsuunas ynaxkoska 1ekapcmeenno2o npenapama

[To 10 TaGneToK B KOHTYPHYIO SIMEHKOBYIO YIIAKOBKY M3 IUICHKH ITOJMBUHUWIXJIOPUIHON U (OITBIU
AJTIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

Bmopuunas ynaxoexa nexapcmeennozo npenapama

[Io 3 mnu 6 KOHTYpHBIX SYEHKOBBIX YIAKOBKM BMECTE€ C HHCTPYKLUHUEW IO NPUMEHEHHUIO
MOMEIIAIOT B MAayKy U3 KapTOHA JAJs MOTPEOUTENhCKOM Tapbl MOArPYMIl XPOMOBBIA UM XPOM-
sp3ail. Ha mauky MokeT HakjIeuBaThCsl CaMOKJIesIIIascs STUKETKA C MapKUPOBKOM 13 OyMaru.
YciaoBus XxpaHeHUs

B 3amunieHHOM OT cBeTa MecTe IIpu TeMieparype He Boiue 25 °C.

IIpenapar cinegyer XpaHUuTh B HEJOCTYITHOM JUIS IETEN MECTE.

YcaoBust ornycka

OTnyckaroT 1o penenty.

Cpoxk rognocrTu

3 roga. He ucnonp30BaTh M0 UCTEUEHNUU CPOKA TOJHOCTH, YKa3aHHOTO Ha YIIaKOBKeE.

Baajesnen perucTpaMOHHOI0 y10CTOBEPEeHUs!

Poccniickas Penepanvs

AO «®apmacunre3-Hopn»

194356, r. Cankt-IleTepOypr, nopora B Kamenky, 1. 74, mom. 1-H.

Ten.: +7 (812) 240-45-15

Anpec snekrponHo# mouTsl: info-psn@pharmasyntez.com
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IIpousBoauTenn

Poccniickas @enepanvs

AO «®DapmacuHTes»

r. Upkytck, yiu. P. JIrokcemOypr, 1. 184.

WIH

Poccniickas @enepanvs

AO «®apmacunre3-Hopa»

r. Cankr-IlerepOypr, nopora B Kamenky, 1. 74 nut. A.
Opranusanus, NPUHAMAKIIAS PETEeH3UH NOTpeduTe el
Poccuiickas @enepanus

AO «®apmacunre3-Hopa»

197350, r. Cankt-IleTepOypr, yiu. JIETunka Akaesa, 1. 8, k. 3, cTp. 1
Ten.: 8-800-100-15-50

Anpec anekTponHoit moutsl: info-psn@pharmasyntez.com
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