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1. HAUMEHOBAHMUME JEKAPCTBEHHOI'O IIPEITAPATA
CepxkoteH, 12,5 Mr, KarcyJibl.
CepkoTeH, 25 MT, KarcCybl.

Cepxkoten, 50 Mr, Kancysl.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JleficTBy1O1II€€ BEIIECTBO: CYHUTHHUO.

Cepkoren, 12.5 Mr, Kancyibl

Kaxnas kancyna conepxur 12,5 Mr cynutuHnOa (B BUJIE CYHUTHHNOA Majiarta).

CepkoTeH, 25 MI, KaCYJIbI

Kaxxnas xancymna conepkut 25 Mr cyHUTHHHOA (B BUAE CYHUTUHHOA MallaTa).

Cepkoren, 50 mMr, KancyJisl

Kaxnas xancyna cogepxut 50 Mr cyHUTHHHOA (B BHI€ CYHUTHHHOA MaJiaTa).

ITonubri MNEPCUCHb BCIIOMOT'aTCIIbHBIX BCHICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynbl.

CepkoTted, 12.5 Mr, KancyJibl

Kancynel TBepable xkenatnHoBbie Ne 4. Kopryc m kpbliieuka po30BO-KOpUYHEBOro Isera. Ha

Kopryce OenbiMH yepHMIaMu HaHeceHO «SNB» u «12.5». Copepx’umoe Karcyia — MOPOIIOK

OpaH’KCBOTO LBETA C KCJIITHIMH BKPAIIJICHUSMU.

CepkoTeH, 25 Mr, Kalcyibl

KaHCYJ'IBI TBCPABIC KCITIATUHOBBIC Ne 3. Kopnyc PO30BO-KOPUYHEBOTO IBETA, KPbIIICUKA CBETJIO-

KopuuHeBoro 1Beta. Ha kopmyce OenbiMu yepHuinamu HaneceHO «SNB» u «25». Conepxkumoe

KaricyJ1 — MOPOIIOK OPAaHKEBOI'0 IBETA C KCIITbBIMU BKPAIIJICHUAMMU.

CepkoTteH, 50 Mr, KaIcyibl

Kancynsr TBepabie xenatiuHoBble Ne lel. Kopnyc u kpbliiedka cBeTio-KopuyHeBoro npera. Ha

KOpIyce 4epHbIMH depHHiIaMu HaHeceHO «SNB» m «50». Conmepxumoe Kancysl — IOPOIIOK

OpaH>KEBOTO LBETA C KCJIITHIMH BKPAILJICHUSMU.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

[Ipenapar CepkoTeH Moka3aH K HPUMEHEHHIO y B3POCIIBIX B Bo3pacTte oT 18 ner.
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(F'NCO) npu orcyrcTBUHU dd(PeKTa OT TEparuu UMAaTUHHOOM BCJICACTBUE PE3UCTEHTHOCTH WUITH
HETIEPEHOCUMOCTH.

— PacnpocTpaHeHHBIN W/HIUM METaCTaTHYECKUN TToYedHOKIeToUHbIH pak (MIIKP) y manuenTos,
HE MOJIyYaBIIMX paHee CIenu(pruIecKoro JieueHusl.

— PacnpoctpaHeHHBI W/WIIM MeTacTaTUYeCKU modeyHokineTounbii pak (MIIKP) mnpu
otrcyTcTBUM 3D PeKTa OT Tepanuu MUTOKUHAMH.

— HeonepabenpHble MM METacTaTHYECKHE BBICOKOIU(D(HEepEeHIINPOBaHHbIE HEHPOIHIOKPHHHBIC
onmyxonu nomkenynouHo xenessl (HOOIDK) y B3pocinelx € IporpeccupoBaHUEM
3a00JIeBaHU.

- AI[T:»IOBaHTHaH TCpaliuid NManueHTOB ¢ BBICOKUM PUCKOM pClUIHNBa ITKP mocie He(bpSKTOMI/II/I.

4.2. Pe:xuM 103HPOBAHMSI M CITOCO0 NMPUMEHEHUs
Jleuenne npenapatoM CepKOTEH CIEAYeT MPOBOIUTH MO HAOIIOICHHEM Bpaya, HMEIOIIETO OIIBIT
paboThl ¢ IPOTUBOOITYXO0JIEBBIMH MpeNapaTaMu.

Pexxum 103upoBaHus

T'CO npu omcymcmeuu s¢ghpexma om mepanuu UMAmuHUOOM 8CIeOCMBUE PE3UCHEHMHOCU
UU HenepeHoCUMOoCmu

Pexomennyemas noza npenapara cocrasisieT S0 Mr 1 pa3 B CyTKM BHYTPb B TeueHUE 4 HElENb C
MOCJICTYIOIIUM TTePEePhIBOM B 2 Hepenu (pexum 4/2). TToHbIH UK Tepanuu COCTaBIISET, TAKUM
o0Opa3om, 6 HelleNb.

Pacnpocmpanennvuit u/unu mITKP y nayuenmos, He noayuaguiux panee cneyu@huieckozo leyeHus
Uy npu omcymcemeuu dghgexma om mepanuu YumoKUHaAMU

Pexomenayemas no3a npenapara cocranisieT S0 Mr 1 pa3 B CyTKH BHYTpb B TeueHue 4 HeJelb ¢
HOCJIETYIONUM NepephIBOM B 2 Hepenu (pexum 4/2). ITonHbIi UK Tepanuu COCTaBIIseT, TAKUM
obOpazom, 6 He/IeIb.

Heonepabenvuvie unu memacmamuueckue evicokoouppepenyuposannvie HIOIDK y e3pocivix ¢
npoepeccuposanuem 3a60.1e8aHUs

PexomeHnayemas no3a mpemnaparta coctaBisieT 37,5 Mr 1 pa3 B CyTKH BHYTPb €K€IHEBHO 0e3
nepepbIBa.

Aoviosanmuas mepanus NAYUeHmos ¢ 8biCokum puckom peyuousa IIKP nocie neppaxmomuu
Pexomenayemas 1o3a npenapara coctasiser S0 Mr 1 pa3 B CyTKu BHYTpb B pexume 4/2 B TeUeHHe

JEBSATU 6-HEACNBHBIX IUKIOB (MpUOIU3UTENbHO 1 TOM).
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Koppexyus 0ozl

bezonacnocmuv u nepenocumocmo

B 3aBucumMocTH OT WHAMBHIYaTbHOW TEPEHOCHMOCTH U O€30MaCHOCTH CYTOYHAs J103a
CYHUTHHHOA MOXET ObITh YMEHBIIICHA WJIN YBeJIW4YeHa Ha 12,5 MI 1 JOJKHA COCTaBIISITh HE OoJiee
75 Mr u He MeHee 25 MT i MalMeHTOB ¢ TaCTPOMHTECTUHAIBHBIMU U TOYCYHOKJIECTOUYHBIMU
OMYXOJISIMH.

Jns agproBantHol Tepanuu [IKP 103y MoxHO MOAMGHUIMPOBATH ¢ mIaroM CHUXEHUs 12,5 mMr
BILTOTH 10 37,5 MTI' ¢ y4eTOM WHIUBUIYAJIbHOW O€30MaCHOCTH M TIEPEHOCUMOCTH.

MakcumainbHas 7103a, UCIIOJIb30BABIIAsACS B MCCIICIOBaHNH aabloBaHTHOM Tepanuu [TKP ¢a3br 3,
cocrasisiia 50 MI B CyTKH.

B 3aBucuMocTH OT WHAMBHIYaTbHOW TMEPEHOCHMOCTH MOXKET MOTPeOOBAaThCS BPEMEHHOE
npekpaiieHue npuema npenapara. s mamuentoB ¢ pacnpoctpaHeHHbIM [IKP, kotopeie He
MEPEHOCAT MpPUEM CYHUTHHHOA B pexume 4 HeJeNnu C MEepephiBOM B 2 HEJENH, MOXKET ObITh
paccMOTpeH peXuUM 2 HeAenu IpueMa ¢ mnepepbiBoM B 1 Hememto. s mamueHTOB C
HeornepabenbHbIMH WiTH MeTacTatndeckuMu HOOITK mo3a cyHuTtuHnOa NOKHA COCTABIATh HE
6omee 50 Mr B CyTKH.

[Tpu mosiBNIEHUM MPU3HAKOB MPOTrPECCUPOBaHUS 3a00IeBaHMs IPUMEHEHUE CYHUTHHUOA ClieayeT
MIPEKPATHUTb.

HUneubumopwvi/unoykmopwor CYP3A4

Crnenyer wu30eratb COBMECTHOIO TPUMEHEHUS CYHUTHHMOA C CHJIbHBIMH HHAYKTOpaMHU
usopepmenta CYP3A4, Takumu kak pudammnuim (cM. pasaenst 4.4. u 4.5.). B ciyyasx, koraa
3TO CHENIaTh HENb3sl, MOKET NOTPeOOBATHCS YBEJINYEHNE CYTOYHOM 03Bl CyHUTHHHOA, KOTOpOe
JIOJIKHO MPOBOUTHCS Mo3TanHo Ha 12,5 mr (10 87,5 mr B cytku ipu I'MCO u MIIKP u 1o 62,5 mr
B cytku npu HDOIDK), ocHOBBIBasiCh Ha TIIATETbHOM MOHHUTOPUPOBAHMU IEPEHOCHUMOCTHU
npernapara.

Cnenyer u3beratb OJHOBPEMEHHOIO MPUMEHEHUS CYHUTHHHOA C CHUJIBHBIMH HWHIHOWTOpaMu
u3zodepmenta CYP3A4, takumu kak kKeTokoHa3ou (cM. paznenst 4.4. u 4.5.). B cinydasx, koraa
3TO CIeNIaTh HEMb3s1, MOXKET MOTPeOOBAThCs YMEHbIIIEHHE CYyTOYHON /103bl CYHUTHHHOA MUHUMYM
10 37,5 mr B cyrku ipu [ MCO n MITIKP 1 Munumym 110 25 mr B cytku nnpu HOOIDK, ocHOBBIBasich
Ha TIIATEJIbHOM MOHUTOPUPOBAHUU IEPEHOCHUMOCTH Mpernapara.

[Ipu BBIOOpE aNbTEPHATUBHOIO JIEKAPCTBEHHOI'O IIpernapaTra Il COBMECTHOTO IpueMa C
CYHUTHHMOOM  PEKOMEHAYEeTCS pacCMOTPeTb BO3MOXKHOCTb — INPUMEHEHHUs  Ipernapata,
00J1aJaf0Iero MUHUMAJIBHOW CIIOCOOHOCTBIO K MHIYKIMU WM MHTMOMPOBAHUIO aKTUBHOCTH

CYP3A4 nnu BooOI11Ie HE OKA3LIBAIOIIET0 MOLOOHOTO BIAUSHHUSL.
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Ecnu npuem npenapara ObUT MPOITYILIEH, BOCTIOIHATH MPOITYILIEHHYIO 103y He cienyet. [lanuent

JIOJKEH MPUHATH OOBIYHYIO Ha3HAUEHHYIO /103y Mpenapara Ha CIEAYIOUIHA eHb.

Oco0nlie T'PYHOIIbI TAIMEHTOB

Tayuenmuor noowcunozo eospacma

B xIMHMYECKHX MCCIIEOBAHUSX MPUMEPHO OJHA TPETh MAI[MEHTOB, MOJYYaBUIMX CYHUTHHUO,
Obuta B Bo3pacte 65 yer u crapue. Hukakux CyIiecTBEHHBIX Pa3iuuuii B 0€30IaCHOCTH HWIIU
3¢ (EeKTUBHOCTH MEXy NMalMeHTaMU IT0XKUIIOro 1 6oJiee MIIaJIIlIero Bo3pacTa He HalIr01anoch.
Ilayuenmel ¢ napywenuem @ynKyuu nevenu

VY nanueHToB ¢ Jerkou U CpeHeN CTENEHbI0 TSHKECTH IEYEHOYHOM HEIOCTATOYHOCTH (K1acc A u
B no xnaccuduxanuu Yaiing — [1pr0) Koppekuus HadaabHOM J03bI Ipernapara He TpedyeTcs.
[IpumMeHeHne CyHUTHHHOA y MNAILMEHTOB C TSDKEJNOHM CTENEHbI0 NMEUYEHOYHOH HEIOCTaTOUYHOCTH
(xnmacc C no xnaccudukanuu Yaitng — [1p10) He n3y4yanock, MOATOMY IpenapaT He peKOMEHI0BaH
HAlKMEHTaM C TSDHKEJION CTENEeHBIO MEYSHOYHOM HeI0CTaTOUHOCTH (CM pa3zaer 5.2.).

Tayuenmoi ¢ napywenuem ¢hynkyuu novex

VY HanueHToB € MOYEYHOH HEeIOCTaTOYHOCTBIO JIETKOM, CpeiHed M TSXKENIOW CTEeNeHH WM C
TEPMHUHAIBHOM cTajguell moueyHoit HenocratouHoctu (TIIH) (B Tom umcne mpu mpoBeaeHUU
reMo/inann3a) He TpeOyeTcst KOpPEeKIHs HadalbHOM 036! penapara. JlanpHedmmii mo1oop 036l
y J1aHHOW KaTeropuy MalUEeHTOB CleAyeT NPOBOJUTh B 3aBUCUMOCTH OT WHAMBUIYAJIbHOM

0€30MacHOCTH U MEPEHOCHMOCTH (CM pasiern 5.2.).

eTn
bezonacHocTh 1 3 dexTrBHOCTS penapaTa CepkoTeH y neTeit B Bo3pacte 10 18 neT Ha qaHHBIN
MOMEHT HE€ YCTaHOBJICHBI.
Nmeromuecs: Ha CeroHSIIHUN JIeHb JaHHbIE TpUBEACHBI B pasznenax 4.8., 5.1. u 5.2., ogHako

HEBO3MOXHO AaTb pCKOMCHAAIUU 110 PEKUMY JO3UPOBAHUS.

Crooco0 rmpuMeHeHus

IIpenapar CepkoTeH NpegHa3HAdeH Mg IpuemMa BHYTpb. IIpemapar MOXKHO NpUHUMATh BHE

3aBUCUMOCTH OT ITIprUEMaA IMUIIIH.

4.3. IlpoTuBONOKA3aHUS
['MnepuyBCTBUTENBHOCTh K CYHUTUHUOY WIM K JII0OOMYy U3 BCIIOMOTATENbHBIX BEIECTB,

IIEPEYHCIICHHBIX B paszzaene 6.1.
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4.4. OcoOble yka3aHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

Nurubduropsr/unnykropsl CYP3A4

Crnemyet u30eratb COBMECTHOTO IPUMEHEHUSI CYHUTHHUOA C CHUIbHBIMU HHIyKTOpamu CYP3A4,
MOCKOJIBKY 3TO MOKET NMPUBECTH K CHUKEHHUIO KOHI[CHTPALMU CYHUTUHUOA B TUIa3Me KPOBH (CM.
paznennl 4.2. u 4.5.).

Crenyer nzberatb COBMECTHOT'O IPUMEHEHHS CYHUTHUHNOA ¢ cuiibHBbIME HHrHOuTOpamu CYP3A4,
MOCKOJIBKY 3TO MOKET ITPUBECTH K MOBBIIICHNIO KOHIICHTPAIIUU CYHUTHHUOA B IJIa3Me KPOBHU (CM.

paznmensl 4.2. u 4.5.).

Hapyiuenus co cTOpOHBI KOXKH U MOJIKOKHBIX TKaHEN

[TarueHTOB cienyeT MpeaynpeauTh O TOM, YTO BO BpeMsl JICUEHUS CYHUTHHHOOM MOKET
MPOUCXOJUTh 00ECIBEYMBAHUE BOJOC WU KOXHU. J[pyrue BO3MOXKHBIC E€PMATOJOTHYECKUE
peakuMyu MOTYT BKJIKOYaTh CYXOCTb, YTOJIIIEHME WU PACTPECKUBAHUE KOXKU, BOJIIBIPU WU
MOSIBJICHUE CBINU HA JIAJIOHAX U MO0IIBaX HOT.

OnucaHHbIe BhIIIE PEAKIUU HE HOCUIU KyMYJISTUBHOTO XapakTepa, 0ObIYHO ObLTH 00paTUMBIMU
U, KaK MpaBuiIo, HE MPUBOIMIIN K MpeKpanieHuto tepanuu. CoodIanock o ciiydyasx raHrpeHO3HOU
MUOJIEPMUH, OOBIYHO OOPAaTUMOM 11OCIIE TPEKPALEHUS pUeMa CYyHUTHHHOA.

OTMedanuch Ciiydau TSOKENbIX MOPaKeHWH KOXKH, TaKUX Kak Myibrhdopmuas spurema (MD),
MopaKeHHsI KOXkH, moxoxue Ha cuHapoMm CtuseHca — J[xoncona (CCJl) u TOKCHUECKOTO
snujiepManbHOro Hekponusa (TOH), HekoTopble M3 KOTOPBIX MPUBOAMIH K JIETAILHOMY MCXOY.
[Ipu Bo3HuKkHOBeHMH Tpu3HakoB u cumnTomoB CCH, TOH wm MDD (mampumep,
Iporpeccupyonasi KokKHast Cblllb, 4aCTO C 00pa30BaHMEM ITy3bIpell U MOPAKEHUEM CIU3UCTBIX
000JI0YeK) Tepamnuio CYHUTHHMOOM crienyeT mnpekpatutb. Ecnum auarno3 CCJ mmim TOH
MOJTBEPXKIAETCS, TEPANUI0 HE BO3OOHOBIIAIOT. B HEKOTOPBIX ciyyasx ¢ mojo3peHueM Ha MO
MAUMEHTHI MOCIEe pa3pelleHus] peakuy MEePeHOCHII BO30OHOBIIEHUE TEPANUi CYHUTHHHOOM B
MEHBIIMX J103aX; HEKOTOpble W3 OTUX NAIMEHTOB OJHOBPEMEHHO IMOJIy4add Teparuio

KOPTUKOCTCpOUAAMHU UM AaHTUTUCTAMHUHHBIMU IIpCIIapaTaMu (CM. pasaei 48)

KDOBOT@'—I@HI/ISI 1 KPOBOTCUYCHUEC M3 ONYXOJIN

B xmuHUYEeCKHX HUCCICAOBAHUAX C CYHI/ITI/IHI/I6OM U BO BpPEMA MNOCTPETHCTPALIMOHHOI'O
Ha6J'IIOIlCHI/I${ COOGIJ.[&J'IOCL 0 ClIyvasx KpOBOTC‘ICHHﬁ, nHoraa € JICTaJIbHbBIM HMCXOJ0M, BKJIKOYas
JKCITYAJOYHO-KHUIICYHBIC KPOBOTCUCHUS, KPOBOTCUCHUS U3 AbIXATCIBbHBIX HYTeﬁ, MOYECBBIBOAAIINX

NyTel ¥ KPOBOM3IHUSHHUS B FOJIOBHON MO3T (cM. paszen 4.8.).



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 270K 9 '

2025
Jlnst o1ieHKH ciydaeB KPOBOTEUCHHSI HEOOXOIUNO nepnéﬁﬁr&e‘%ﬂéﬁ&g&t

U IPOBOAMTH BpayeOHBIN OCMOTP.

HocoBeie kpoBoTeueHHst ObLTM HanOoJee YacThIMU T'€MOPPArd4eCKUMHU HEKEeNaTebHBIMU
peaKUMsAMU U OTMEUYAINCh NMPUMEPHO y IOJOBUHBI MALUEHTOB C COJUIAHBIMHU OIYXOJSIMH, Y
KOTOPbIX HaOJIOAanMCh SBJIECHUSA KpoBOTeueHHs. HekoTopsle U3 3MHM3070B HOCOBOIO
KPOBOTECUCHHS OBUTH TSHKEIBIMH, HO OUY€Hb PEIKO IMPUBOIMIN K JIETATBHOMY UCXOY.
Coo01manocs 0 cirydasix KpOBOTEUEHHUS M3 OIyXOJIHM, MHOT/A CBA3aHHBIX C HEKPO3OM OITyXOJIH;
HEKOTOPBIE U3 ATUX CIy4aeB KPOBOTEUEHUS 3aKOHYMIIUCH JIETAJIbHBIM UCXOO0M.

KpoBoTeuenue u3 omyxojid MOXKET BO3HUKATh HEOXKUIAHHO, @ B CIIyyae OMYXOJEBBIX OYaroB B
JETKUX TPOSABIATHCS B (OpMe TSHKEIOro WIM HKU3HEYTPOKAIOIIETO KPOBOXApKAaHbS WIIH
JErO4YHOro KpoBoTeueHus. Kak B KIMHUYECKUX MCCIEAOBAHUAX, TaK U B IIEpUOJ]
HOCTPErMCTPALIMOHHOTO ~ HAOJIOJEHUS HUMEIOTCS  COOOLIEHMsT O pa3BUTHM  JIETOYHOI'O
KPOBOTEUCHMsI (B HEKOTOPBIX CIIydasX C JIETAJbHBIM HCXOJOM) y IalMEHTOB, MOJyYaBIIUX
cyautuHu6 B Tepanuu [IKP, TMCO umu paka nerkoro. Ilpemnapat CepkoTeH He pa3pelieH K
IPUMEHEHHUIO IIPH PaKe JIETKOrO.

[Ipu comyTcTByOIIEH Tepanuyu aHTUKOAryJIssHTaMM (Hampumep, BapdapuH, aleHOKyMapoi)
cileflyeT NepuoAMYECKH MPOBOAUTE BpauyeOHBI OCMOTP, a TAaKXKe OCYIIECTBIATh IEPUOANYECKUN
MOHMTOPHHI IOKa3aTeseld 0OlIero aHaiu3a KpoBH (TpOMOOLMTOB) M (PaKTOPOB CBEPTHIBAHUS

KpOBH (IIPOTPOMOMHOBOE BpPEeMsI/MEKTyHApOIHOE HOpManin3oBanHoe oTHomeHue ([IB/MHO)).

Hapy1iieHns co CTOpOHBI KEIYA0UYHO-KUIIIEYHOI0 TPAaKTa

Haubosee yacThIMH HEXeNATEIBHBIMHI PEAKIIMSIMUA CO CTOPOHBI JKEITYAOYHO-KHUIIEIHOTO TPaKTa
ObLIM JTMapesi, TOIIHOTa/pBOTA, OOJb B JKUBOTE, JUCHENCHUS U CTOMATUT/00/b B IMOJIOCTH PTa;
TaKKe OBUTH MOTYYEeHBI COOOMICHHS O caydasx 330daruta (cM. paszaen 4.8.).

[TonnepxuBaromiass Tepanus MNpUd  PA3BUTUM  HEXKENATENbHBIX pEaKIMd CcO  CTOPOHBI
KEITyTOYHOKHIIIEYHOTO TPaKTa, TPEOYIOMNX JICUEHUS,, MOXKET BKJIIOYATh JICKApCTBEHHBIC
npernapaTsl ¢ MPOTUBOPBOTHBIM, IPOTUBOAMAPEUHBIM WIIM aHTAIIUIHBIM JCHCTBUEM.

VY nanMeHToB ¢ WHTPaaOJOMUHAIBHBIMU 3JI0KAYECTBEHHBIMU OITYXOJIIMHU, TOJTYYalOUIMMHU
TEpanul0 CYHUTMHUOOM, OTMEYaJaM Cephe3Hble OCIOXKHEHUsA (B TOM 4Hciae mnepdopanuu

KEITYAOUYHO-KHIICYHOTI'O TpaKTa), B HCKOTOPEIX ClIy4dasdaX C JICTaJIbHBIM HUCXOJ0M.

ApTepuanbHas THISPTCH3NS

Coo01manocs 0 pa3BUTUH apTEPUATBHOM THIIEPTEH3UH, CBA3aHHON C IPUMEHEHNEM CYHUTHHUOA,
B TOM 4YHCIE TsKeNIOH (OpMbl apTepuaIbHOM TUIEPTEH3UHU (CUCTOIMYECKOE JIaBJIEeHUE

> 200 MM pT. CT. WM IHAcTONIMYecKoe AaBieHne > 110 Mm pT. cT.).
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CTaHJApTHBIE METO/bI KOHTPOJIA. Y MAllMeHTOB C TshKeNol (opMoii apTepuaibHON THIIEPTEH3HH,
HE MMOJAIOIIEHCS JICUCHUI0, PEKOMEHAYETCS BPEMEHHOE IPEKpaIeHHe TePaii CyHUTHHHOOM.
Tepanuio MOXHO BO30OHOBUTH, KaK TOJIBKO JOCTUIAETCsl Ha/UIEKAIUN KOHTPOJIb apTepUaibHOM

runeprensuu (cM. pasaen 4.8.).

['emMaTonornyeckue HapyIeHus

Coo0manocr O CHIWKEHHWHU a0COJIOTHOTO Yuciaa HEUTpodusioB W TpoMOOmMTOB Ha (oHe
npuMeHeHuss cyHuTuHuOa (cM. pasgen 4.8.). OnucaHHbIC BbIINIC SBJICHHS HE HOCHIIH
KyMYJISITHBHOTO XapakTepa, OObIYHO OBUTM OOPATUMBIMH M, KaK TPaBUJIO, HE TMPUBOAWIN K
MPEKpAIIECHUIO Tepanui. Hu 0JJHO U3 3TUX SIBJICHU B UCCIENIOBaHUAX 3 (a3bl HE 3aKaHIMBAIOCH
JIETaNbHBIM UCXO/0M, HO B MIEPUOJI MOCTPETUCTPAIMOHHOTO HAOMIOACHUS COOOMIANIOCh O PEAKUX
CIIy4asiX pa3BUTHUS T€MATOIIOTUYECKUX SIBJICHUH C JIETATbHBIM UCXO/0M, BKJIIOYasi KPOBOTEUEHUE,
aCCOLMHMPOBAHHOE C TPOMOOLIUTONIEHUEN U HEUTPONIEHUUECKON HHPEKIUEH.

Pa3utue anemuu HabOmOmanOCh Kak Ha paHHEH, TaKk W HAa TO3JHEH CTaauu JICYEHUS
CYHUTHHUOOM.

VY manueHToB, MOJIyYalolUX JIEYeHUEe CYHUTUHUOOM, Mepe] HayaloM KaXKIOoro LHKIIA Tepanuu

ClIe/yeT MPOBOJIUTh MOJHBIN aHaIKU3 KPOBH (CM. pasaen 4.8.).

CepJieyHO-COCYAUCTass CHCTEMA

VY manueHToB, MoIy4aBIIuX J€UEHUE CYHUTHHIUOOM, OBLITH 3apeTrUCTPUPOBAHEI CIIy4Yaul CepAeUHO-
COCYIIUCTBIX COOBITHIA, B TOM YHCIIEC CEpPICYHAsT HEJJOCTATOYHOCTb, KapAHOMHOMNATHS, CHUKCHUE
dbpakuuu BbIOpoca jeBoro skenymouka (OBJIK) mo 3HaueHuii HUKE, YeM HWIKHAS TpaHHIlA
HOPMBI, MHUOKApJIUT, WIIEMHS MHOKapAa W HHPAPKT MHOKap/a, HEKOTOpPble W3 KOTOPBIX
3aKOHUMJIMCH JIETAIbHBIM HCXOJIOM. DTH JaHHbBIE MO3BOJSIOT MPEANOJIOXKUTh, YTO CYHUTHHHO
MOBBIIIACT PUCK PA3BUTHUS KapJUOMHONATHH. Y TOJyYaBIINX JICUCHHE TIAI[ICHTOB HE BBISIBIICHO
HUKAKUX CHCHU(PUICCKUX JIONOJHUTEIBHBIX (AaKTOPOB pPHUCKA PA3BUTHS KapJIHOMHUOIIATHH,
BBI3BAHHON CYHUTHHHOOM, momuMo crenupuyeckoro sddexra mnpenapara. Heobdxomammo
MPUMEHSTh CYHUTHHHO C OCTOPOXXHOCTHIO Y MAIMEHTOB, HAXOIAIINXCS B TPYIIE pUCKa WIH Y
KOTOPBIX TaKHE COOBITHS OTMEYAIKNCh B aHaMHe3e (cM. pasaen 4.8.).

M3 Bcex KIMHUYECKUX HCCIENOBAaHWNA CYHUTHHHOA WCKIIIOYAIWCH TAIUCHTHI, MEpEeHECITNe B
TedeHue 12 mecsieB A0 MPUMEHEHHUsS] CYHUTHHHOA TaKUe CepAeYHO-COCYIUCThIC COOBITHS, KaK
uH(bapKT MHOKapjaa (B TOM 4HCIE TshKenas/HecTaOuipHas CTEHOKAapAus), KOpPOHapHOE
OIYHTUPOBAHUE/IIYHTUPOBAHUE  NEpUPEpPUUECKUX  apTepuii, XpOHHUYECKas  cepiedHas

HepoctaToyHocTh  (XCH) ¢ KIMHUYECKUMHU TPOSBICHUSAMH, HapylIEHHE MO3TOBOTO
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aprepun TOJIA). HensBecTHO, MOTYT JIM MALMEHTHI C 3TUMHU COMYTCTBYIOIIMMH 3200JICBaHUSIMU
noJBeprarbesi 0osiee BHICOKOMY PUCKY Pa3BUTHS TUCHYHKIUHU JICBOTO JKEIYI0YKa, CBSI3aHHOM C
PUEMOM CYHUTHUHUOA.

Bpauam pexomeHIyeTcs COMOCTaBUTh ATOT PUCK C MOTEHUUATbHOM MOJIB30H CYHHUTHHHOA.
[TanmeHTOB cieayeT TIATeNbHO HAOMI0AATh Ha MPEIMET KIMHUYECKUX MMPU3HAKOB U CUMIITOMOB
XCH Bo Bpems mpHeMa CyHUTHHHOA, OCOOCHHO TAaIMEHTOB ¢ (akTopamMu pucka
CEpJICYHOCOCYAUCTHIX 3a00JIeBaHUI W/UITU UIIEMHYECKOl Ooyie3HH cep/ia B aHamHe3e. OLeHKy
OBJIK npu npueme cyHUTHHHOA pEeKOMEHIYeTCs MPOBOJUTH Kak 1O Hadajga Tepamnuu, Tak U
NEepUOIMYECKH B Xojie JiedeHus. [Ipu oTcyTcTBHM (PAaKTOPOB pHCKA CEPIEYHOH MAaTOJIIOTUH Y
MAIMEHTOB HEOOXOIUMO PACCMOTPETh BO3MOKHOCTh OLIEHKH MCXOHOU (hpakiiuu BeIOpoCca.

[Tpu nposiBnenun kauHUYeckux npusHakoB XCH neueHne cyHUTHHHOOM clielyeT MpeKpaTUTh.
[Tpu orcyrcTBum kinumHudeckux npuszHakoB XCH, Ho c¢ mokazaremsimu OBJDK <50 % wnu
YMEHbBIIEHUH dTOoro mokazatens > 20 % 1o CpaBHEHHIO C HWCXOJHBIM 3HAYCHUEM, 03y

CYHI/ITI/IHI/I6a PEKOMEHAYCTCA YMCHBIINUTD UJIW ITPUOCTAHOBUTL ITPUCM IIpCIIapara.

Ynnuenue narepsaiga QT

Yamunenne unTepBata QT u pa3BuTHE MHOTOGOPMHOHM >KEIYyIOYKOBOW MapOKCH3MAIBHOM
taxukapauu tumna «mupys™» (Torsades de pointes) HaOm0gaIOCH Y TAIIMEHTOB, TPUHUMAIOIIINX
cyHUTHHUO. Y uinHeHne nurepsaia QT MoxkeT NIpUBECTH K OBBIILIEHHOMY PUCKY JKEITy10YKOBBIX
aputMuii, Bkimtovas Torsade de pointes.

CyHUTHHHO cllelyeT MPUMEHATh C OCTOPOKHOCTBIO Y MALMEHTOB ¢ yuIMHeHneM uHTepBaia QT B
aHaMHe3e, y MAalMEHTOB, MPUHUMAIOUIMX AaHTHUAPUTMHUYECKHE Ipenaparbl WM Mpernaparsl,
KOTOpbIE MOTYT Y/UIMHATH MHTepBas QT, UK y maliieHToB C COOTBETCTBYIOIIMMU 3a00JI€BaHUSAMU
cepaua, OpaaukapaAued WM HapyUIeHMSIMHU 3JIeKTpoluTHOro OanaHca. HeoOxoaumo uszberartsb
OJIHOBPEMEHHOTO NpUMEHEHHsI CUIbHBIX MHrHOuTOpoB CYP3A4, KoTOpble MOTYyT MOBBILIATH

KOHIICHTPAIIUIO CYHUTHHUOA B IJ1a3Me KpoBH (cM. pazzenst 4.2., 4.5. u 4.8.).

HapyiiieHns co CTOpOHBI COCYIOB

AHenenusi 6eHo3H0U MPOMOOIMOOIUU

Y TmanueHToB, TOJyYaBIIMX CYHHTHHUO, OBUTM 3aperHCTPHPOBAHBI SBICHHUS BEHO3HOMH
TpOMOOSMOONMY, CBSI3aHHBIE C JICUEHHEM, B TOM 4HCIe TpoMOo3a TIyOOKMX BEH U
TPOMOO3MOOJINH JICTOUHON apTepuu (cM. pa3zen 4.8.). bbutu BBISBICHBI Clydan TPOMOOIMOOTHH

JIETOYHOM apTEpHu C JICTAJIBHBIM UCXOA0M B IIEPUOA MMOCTPETUCTPATHUOHHOT' O Ha6J'IIO}IeHI/I${.
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AHenenus apmepuanoroi mpomoosmMoonuu

VY manueHToB, MONYYAIOUIMX JICUeHHE CYHHUTHUHUOOM, OBUIM 3aperucTpUpPOBAHBI SBICHHS
apTepuantbHO TPOMOOIMOOIMH B HEKOTOPBIX CIIydasiX € JeTadbHbIM ncxonoM. Hanbomnee yactoie
SBJICHUs BKJIIOYAJIM HapyLIEHHE MO3IOBOTO KpPOBOOOpPALIEHMs, TPAH3UTOpPHAs HIIEMUYECKas
aTaka ¥ MHCYNbT. PaKkTOpaMM PHUCKA, CBA3aHHBIMU C TPOMOO’MOOJHUEH, TOMHUMO OCHOBHOTO
3a00JIeBaHNs M BO3pacTa MalueHTa > 65 JeT, sBIAI0TCS: apTepralibHas THIIEPTEH3Us, CaXapHbIi

nuaber, mpeanecTBytomiee TpoM003MOoInIeckoe 3ab0IeBaHue.

AHeBpH3Ma M pacCcIOCHUE apTEPUH

[Ipumenenne MHTUOMTOPOB (akTopa pocra cocymucroro >unorenus (VEGF) y mauueHToB ¢
apTepuaNbHON rUMepTeH3uel Wi 0e3 Hee MOXKET PUBECTH K (POPMUPOBAHUIO aHEBPU3MBI W/UIN
paccioenuro aprepud. Jlo Havama Tepanuu CyHHUTUHMOOM, HEOOXOOMMO THIATEIFHO OLIEHHTH
BO3MOXKHBIC DPUCKM Yy NAlMEHTOB, HMEIOIMX Takue (aKTOpbl pHCKa KaK apTepHaIbHas

THUIICPTCH3UA WJIIN HAJIMYUC aHCBPHU3MbI B aHAMHE3C.

TpomboTnyeckas Mukpoanrvomnarus (TMA)

Huarno3 TMA, Bxmodas TtpomOoTHUeckylo TpomOonutonenuueckyro nypaypy (TTII) u
reMoJIuTuKO-ypemudeckuii cuaapom (I'YC), nunorna npuBoAsIIKMe K MOYEYHOU HEJOCTATOYHOCTH
WIM JIETAJIbHOMY MCXOJHy, CJIEIYyeT paccMaTpuBaTh IpU Pa3BUTHH IE€MOJIUTHYECKON aHEMUU,
TPOMOOLIUTONICHUH,  TOBBIIIEHHOH  YTOMIISIEMOCTH,  HECTaOWJIBHBIX  HEBPOJOTHYECKHX
MPOSIBIICHUHM, HapylleHus (YHKIUU TMOYEK M TOBBIIIEHHH TemmepaTypel. [Ipu pa3Butum y
nanpentTa TMA mnpuMeHeHHe CYHUTHUHHOAa HEOOXOIUMO NPEeKPaTHTh, IMOCIE Yero Claeayer
HE3aMEJINTEIIbHO HayaTh COOTBETCTBYyromlee JiedeHue. [locne mpekpameHus JiedeHus

Ha0I01a710Ch ucue3HoBeHne cuMnToMoB TMA (cM. paznen 4.8.).

Hapvymenne G VHKIIMYT IIMTOBUIHON YKETE3BI

Pexomenayercs BBIMOTHATH JTA0OPATOPHYIO OLIEHKY (PYHKIIMM IIUTOBUIHOM >KENe3bl Y BCEX
MalMEHTOB. JleueHne NanueHTOB ¢ CYLIECTBYIOLIMM TUIOTHUPEO30M HJIM TUIIEPTUPEO3OM 10
Hayajna Tepanud CYHHUTHHMOOM, CIeAyeT MPOBOAUTh B COOTBETCTBUU CO CTaHJIAPTHOMN
METUIIMHCKON MPaKTUKOW. B X0/1€ TedeHnss CyHUTHHUOOM KaKJible 3 MecsIia CaeayeT MPOBOINUTh
pEeryJispHbIi MOHUTOPUHT (DYHKUMM LIUTOBUIHOM kene3pl. Kpome Toro, HeoOXoammo
OCYIIECTBIISITh TINATENIbHOE HAONIO/ICHWE 3a TMalMeHTaMH Ui BBISIBICHUS TPU3HAKOB U
CUMITOMOB HapylieHUs (QYHKIUU IIUTOBUIHOW JKeJe3bl BO BpeMsl JICUEHUS, W TMAalUeHTHI, Y
KOTOPBIX Pa3BUBAIOTCS KaKue-THOO0 MPHU3HAKKU W/WIIM CUMIITOMBI, YKa3bIBAIOIINE HA HAPYIIEHUE

(GYHKIMH TTUTOBUIHOM KEJE3bI, JOJKHBI TPONUTH Ta00PATOPHYIO OIIEHKY (PYHKITUU IIUTOBHIHON
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Pa3BUBHIMMCH HAPYIICHUCM (I)YHKI_[I/II/I I.I.IHTOBPI,Z[HOﬁ JKCJIC3bI CJIICAYCT MPOBOJAUTHL B COOTBCTCTBHUU
CO CTaHJIAPTHOM MEAUIMHCKON ITPAKTUKOM.
['mnoTupeo3 BO3HUKAN Kak Ha paHHEW, TaKk M Ha MO3JHEH CTaAuU JEUEHHs] CYHUTUHUOOM (CM.

paznen 4.8.).

ITankpeatut

VY ManueHToB ¢ Pa3IMYHBIMU COMUIHBIMU OIYXOJIAMU, OTYYAIOIIUMH CYHUTUHUO, HAOII0AaI1
MOBBILICHHE aKTUBHOCTHU JIUNA3bl M aMIJIa3bl B IJIa3Me KPOBU. Y BEJIMYEHUE aKTUBHOCTH JIMIIA3bl
y TAIUEHTOB C PAa3JIMYHBIMH COJHUJIHBIMU OMYXOJSIMU OBLIO MPEXOMASAIIUM U, KaK MPaBUIIO, HE
COMPOBOXAAIOCH MPU3HAKAMHM WM CHUMIOTOMaMH TmaHkpearuta (cMm. pasnaen 4.8.). beuin
3apETUCTPUPOBAHBl CIy4yal CEPbE3HBIX SBJICHUM CO CTOPOHBI MOJKEIYIOYHON IKele3bl,
HEKOTOPBIE U3 HUX C JIETaJIbHBIM UCXOJOM.

[Ipu HaNMuUMK y MallMEHTa CUMIITOMOB TTAHKPEATUTA CIEAYET MPEKPATUTH JICUCHUE CYHUTUHHOOM

¥ 00€CIIeYUTh COOTBETCTBYIOUIYIO MOIACP KUBAIOIIYIO TEPATIHIO.

I'enaToTOKCUYHOCTh

Y ManuCHTOB, IOJYYaBIIUX JICUCHUC CYHI/ITI/IHI/I6OM, OTME4YaJIaCh I'€cllaTOTOKCUYHOCTD. CHy‘IaI/I
MEYCHOYHON HEIOCTATOYHOCTH, HEKOTOpBIC C JIETAILHBIM HCXO0J0M, Habmogammch y < 1%
MNAIMEHTOB C COJHUAHBIMHM OIYXOJISIMH, MOJY4YaBIIMX CYHHUTHHHO. CremyeT KOHTpPOJIMPOBATH
MOKa3aTeNu «TIEYCHOYHBIX» bepMeHTOB (amanuHamMuHOTpaHcdepasy (AJIT),
acnapratamuHoTpancdepasy (ACT), koHmeHTpauuro OwinupyOWHA) [0 Hadaja Tepanuu
CYHI/ITI/IHI/I60M, BO BpEMs KaXXJ10I0 HUKJIa T€palny U Ipyu HaAJIMIUH KIIMHUYCCKUX IOKa3aHuH. HpI/I
MOSIBJICHUH TIPU3HAKOB WM CHMIITOMOB TIE€UYEHOYHOW HEJOCTATOYHOCTU CIEAYyeT MPEKpPaTHTh
JieYeHUEe CYHUTHHHOOM M OOECHEeYUTh COOTBETCTBYIOIIYIO TMOACPKUBAIOIIYIO TEpanuio (CM.

pazzen 4.8.).

DVYHKIMS TOYEK

beun 3apeructpupoBaHbl Cliydad HapylieHds (YHKIMU TMOYEK, MOYEYHOW HEeIOCTAaTOYHOCTH
W/WITH OCTPOM MOYEUHOM HETOCTATOYHOCTH, HEKOTOPBIE C JICTAIBHBIM HCX00M (CM. pa3aen 4.8.).
@akTophl PUCKa, CBSI3aHHBIE C HApPYyIIEHUEM (PYHKIMHM MOYEK/TIOYEUHON HEJ0CTaTOYHOCTHIO Y
MAIMEHTOB, MOJIYYaIOIUX CYHUTHHHO, MOMHMO OCHOBHOro 3aboneBanus [IKP, BkmouaroT
MOKUJION BO3PAcCT, CaXapHbIid quabeT, COMyTCTBYIOIIEE HApyIIeHNE (PYHKIINH MOYEK, CePACUHYIO
HEJ0CTAaTOYHOCTh, apTEPHAIbHYI0 THIEPTEH3UIO, CEINCUC, O0E3BOKMBAHUE/TUIIOBOJIIEMHUIO U

pabaoMuonm3.
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TSKENOM CTEIEHbBIO TSHXKECTH MNPOTCUHYPUU CUCTCMATUUYCCKU HC OLICHUBAJIACh.

[IpoTennypus

bbuin 3apeructpupoBaHsbl Ciydau NPOTEUHYPUHU U PEIKUE CIy4ad He(hPOTUYECKOTO CUHIPOMA.
PexkomeHryeTcsi BBINOJMHATH aHAIM3 MOYM Ha HMCXOJHOM YpPOBHE, M CIelyeT HaOmoaarh 3a
NalMeHTaMH Ha [TPEeIMET Pa3BUTHS WU yXyALeHHs mpoTennypu. [laimenram ¢ HepoTudecKum

CUHAPOMOM CJIETyeT MPEKPATUTh MPUEM CYHUTHUHUOA.

OOpa3oBaHue CBUIIEN

[Ipu oOpa3oBaHMM CBHUIIA TEPaNUi0 CYHUTHUHHOOM HEOOXOAMMO NPUOCTAaHOBUTH. JlocTymHa
orpaHu4eHHas uH(popMalMs O MPOJOKEHUU IPUMEHEHUs CYHUTHMHMOA y NaIlMEeHTOB CO

cBuinamu (cm. paszaen 4.8.).

XUpyprudyeckKrue BMeNIaTeabCcTBa

Bo Bpems Tepanuu cyHUTUHHOOM OBUIM 3aperucTpUpOBaHbl CIy4au 3aMeJIEHHOTO 3a)KUBJICHUS
paH.

Hukakux (hopManbHBIX KIMHHYECKUX HCCIICIOBAHUN BIUSHHS CYHUTHHHOA HAa 32)KUBJICHUE PaH
HE TpoBOAMIOCh. M3 MpenocTOpOXKHOCTH PEKOMEHIYETCs BPEMEHHO IIpepBaTh J€UEHUE
CYHUTHMHHUOOM Yy MalMEHTOB, KOTOPHIM IJIAHUPYETCSI MPOBEIEHHE OOLIMPHOTO XUPYPIUYECKOrO
BMenIaTenbcTBa. KIIMHNYECKUH OIBIT B OTHOILIEHUH BPEMEHU IIOBTOPHOT'0 Ha4yajla TEpauu 1ociie
OOLIMPHOTO XHPYPrHUECKOr0 BMEIIATENbCTBA OrpaHuyeH. Takum oOpa3oMm, pelieHue o
BO300HOBJICHMM IIpHE€Ma CYHUTHHHOA IOClieé OOMIMPHOTO XHPYPruuecKoro BMENIATENbCTBA

JOJDKHO OCHOBBIBATHCS Ha KIMHHUYECKOM OLIEHKE BOCCTAHOBJICHUS IIOCIIE OIrcpanuu.

OCTE0HEKPO3 YETIOCTH

VY nmanueHToB, MOy4YaBIIuX TEPAIHI0 CYHUTHHUOOM, OTMEUYAITMCH CITydal Pa3BUTHS OCTEOHEKPO3a
4yenrocTH. bonbmias d9acTe ciaydyaeB OTMeyanach y MAlMEeHTOB, KOTOpblE MOJydaid
IpPEIIECTBYIOIIEe UM COMYTCTBYIOIIEE JIeYeHHE BHYTPUBEHHBIMH (GopmaMu OucdochoHaToB,
PUMEHEHHE KOTOPBIX SBISETCS (PaKTOPOM PUCKA Pa3BUTHS OCTEOHEKPO3a YEITIOCTH.

Crenyer co0OmogaTe OCTOPOKHOCTB ITPU OJJHOBPEMEHHOM HJIH MTOCTIE0BATEILHOM PUMEHEHNT
CYHUTHHMOA U BHYTPUBEHHBIX GopM OrchochoHaToB.

MHBa3uBHBIE CTOMATOJIOTHYECKHE MPOLEAYPbl TaKXe SBISIOTCS YCTAaHOBJICHHBIM (DaKTOpoM
pucka. Ilepex HagasoM Tepamuu CYHHTHHHOOM CIEAyeT IPOBECTH CTOMATOJOTHYECKOE

06CJ'IG,HOBaHI/Ie H COOTBETCTBYIOIIIUEC HpO(l)I/IJ'IaKTI/I'—IeCKI/Ie CTOMATOJIOTUYCCKHUE ITPOUCAYPHI.
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oucdochonaramu, cieayeT MO BO3MOXKHOCTU H30€raTh WHBA3UBHBIX CTOMATOJIOTHYECKHX

npouenyp (cM. pazaen 4.8.).

Peaknnm runep4yBCTBUTEIILHOCTH / AHTHOHEBPOTHYCCKUH OTEK

[Ipy BO3HHUKHOBEHHH aHTMOHEBPOTUYECKOIO OTEKA B CBSI3M C TMIIEPUYYBCTBUTEIIBHOCTBIO JIEUEHUE
CYHUTUHUOOM CIIeyeT TMpepBaTh U OO0CCICYUTh MPOBEICHUE CTAaHJAAPTHOW Tepamuu

(cMm. pasgen 4.8.).

Cynoporu

B kTMHUYECKUX MCCIEN0BAHUAX CYHUTUHHUOA U TIPU IMOCTPETUCTPAIMOHHOM HAOJIOICHUN ObLIN
3aperucTpupoBanbl cyaoporu. llanmMeHtam ¢ cymoporaMu H MpU3HAKAMHU/CUMITOMaMH,
COOTBETCTBYIOIIMMHU CHUHJIPOMY 3aaHeil obpatumoint neiikosnnedanonaruu (C30JI), Takumu kak
MOBBIIICHUE APTEPUATBHOTO JAaBJICHUS, TOJOBHAsA 0O0JIb, CHI)KEHHE KOHIICHTPAIIMM BHUMAHUS,
W3MCHEHUS TICHXWYCCKOW (YHKIMHM U TOTEpsS 3PCHHs, B TOM YHUCIIC KOPTUKAIbHAS CIETOTa,
PEKOMEHIyeTCsl THIATeNIbHOE METUIIMHCKOE HAaOII0ICHUE.

Pekomenayercss BpeMeHHash MPUOCTAHOBKA Jie4eHHUs CYHUTHHUOOM. Ilocrne wucuesHoBeHUs

CHMIITOMOB JICUCHHUE MOXKET OBITh BO30OHOBIICHO T10 PELICHUIO Jievaliero Bpaya (cM. paszaen 4.8.).

Cunapom ausuca onyxouau (CJ10)

B xnuHnueckux uccnenopanusx ciaydau CJIO, HEKOTOpPBIE € JIeTAIbHBIM HCXO0JI0M, HA0JII0JAJINCh
peaxo U ObLIM 3aperucTpUpPOBaHbBl IPHU IOCTPErMCTPALMOHHOM HAOMIOJEHUH Ipenapara y
NAlMEHTOB, MOJy4YaBUIMX JeueHue CyHUTHHHOoM. Pakrtopbl pucka g CJIO BkmoyaroT
OOJBIIYIO OIYXOJIEBYIO Maccy, yKe HMMEIOIIYIOCS XPOHUYECKYIO MOYEYHYI0 HEJOCTaTOYHOCTb,
OJIUTYpHI0, 00€3BOXKHMBAHNE, TUIIOTEH3HIO U KUCIYIO PEaKLHI0O MOYM. 32 TaKMMU MNallMeHTaMH
HEO0OXOUMO BECTH TIIATENIbHOE HAOJIIOJEHHE U OCYILECTBIATH JIEYEHHE M0 KIMHUYECKUM

MOKAa3aHUsM; CJIEIyEeT PaCCMOTPETh BOIPOC O MPO(YUIAKTUUECKON IHApaTaliH.

I/IHd)CKHI/II/I U MHBA3UH

brutn 3apeructprpoBaHbl cepbe3Hble HHPEKIUU ¢ HEHTponeHNel nin 6e3, B HEKOTOPBIX CIydasix
C JIETAJIBHBIM UCXOJIOM.

bbun 3aperucTpupoBaHbl HEUacThle CIy4ad HEKPOTH3HMpYOLIEro (acruuura, B TOM YHCIE B
IPOMEXHOCTH, HMHOTJa JeTanbHble (cM. paznen 4.8.). B cmyuae pasButusi y manueHTta
HEKpPOTHU3HpPYIOIIEro (acuuuta Teparuio CYHUTUHHOOM CJEeAyeT MpPeKpaTUThb M HEMEIJIEHHO

Ha4YaTb COOTBCTCTBYIOIICC JICYCHUC.
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['unornukemMusa

Bo Bpemst Tepanuu CyHUTHHHOOM y HEKOTOPBIX MAIMEHTOB OTMEYAlld CHIKEHHUE KOHIIEHTPAIUN
[JIFOKO3bl B KPOBH. B HEKOTOpPBIX Ciyyasx TaKO€ CHUKEHUE COMPOBOXKAAIOCH KIMHUYECKHUMH
CUMIOTOMaMH, TpeOyIOIIMMU TOCIUTAIN3aMN MpU 1oTepe co3HaHus. I[lpu mnposiBieHuun
CUMITOMOB THUIIOTIIUKEMUU TPUEM CYHUTHHUOA JOJDKEH OBITh BpeMEHHO mnpepBad. Ciemnyer
PEryJIpHO KOHTPOJIHMPOBATH YPOBEHB IIFOKO3bI B KPOBH y MAIIMEHTOB C CaXapHBbIM JTUA0CTOM H,
pu HEOOXOAUMOCTH, KOPPEKTUPOBATH J103Y TMITOTIMKEMUYECKUX MPENapaToB Il MUHUMU3ALUN

pHCKa rurmoriaukemMu (cM. pasaen 4.8.).

'nnepamMMoHreMHYECKast dHIlehaIonaTUs

HpI/I IMPUMCHCHUU CYHI/ITI/IHI/I68. Ha6n}oz[ana(:b THIICPpaMMOHUCMHUYCCKAA 3HI_IC(1)aJ'IOHaTI/I$I (CM.
pas3acia 48) Yy MMalUCHTOB, Y KOTOPBIX PA3BUBACTCA HEOOBSICHUMAS JeTaprusa Uikl U3MCHCHUC
MNCUXHUYCCKOI0 CTaryca, CJICAYCT U3SMCPUTL YPOBCHbL aMMHAKa M HadYaTb COOTBCTCTBYIOLICC

KIMHHUYCCKOC JICUCHUC.

4.5. B3amMmopeiicTBHe ¢ [IpPYrMMH JIEKAPCTBEHHBIMH IpenapaTamMm H JApyrue BHAbI
B3auMOAelCTBUA

HDCHaDaTBI, KOTOPBIC MOI'YT ITOBHIIIATH KOHIICHTPAITHUIO CVHI/ITI/IHI/I6a B 1J1a3Me

Bausnue uneubumopos CYP3A4

VY 310poBBIX JOOPOBOJIBLIEB COBMECTHOE MPUMEHEHHE Pa30BOW J103bl CYHUTHHHOA C CHUIIBHBIM
unruoutopom CYP3A4, KeTOKOHA30JI0M, MOBBIIACT MAaKCUMAIbHYIO KOHIECHTPAIHIO (Cmax) U
3HAYEHHE IIOIIA/N O] KPUBOW 3aBUCHMMOCTH KOHIeHTpalu oT BpemeHu (AUCo.) KoMILIekca
[cyHUTHUHUO + TepBUYHBIN aKTUBHBIA MeTabonuT] Ha 49 % u 51 % cooTBeTcTBeHHO. [IpUMeHEeHHE
cyHuTHHHMOA c cuiabHbIMM MHrHOuTOpamu CYP3A4 (mampumep, pUTOHABHp, HTPaKOHA30I,
SPUTPOMHULIMH, KIAPUTPOMUIIMH WM TPEUNPpyTOBBIM COK) MOXKET MPHUBECTH K IOBBIILIEHUIO
KOHIEHTPAllUU CYHUTHHHOA.

Crnenyer n30eraTtb COBMECTHOIO NpUMEHEHHUs cyHuTHHMOa ¢ uHruouropamu CYP3A4 wnum
paccMOTpeTh BO3MOXKHOCTb TMOJ00paTh albTEPHATUBHOE JICKAPCTBEHHOE CPEJACTBO  JUIA
COITYTCTBYIOILIEH TE€panuu ¢ OTCYTCTBUEM WJIM MUHMMAJIbHOW CIIOCOOHOCTHIO K MHTUOMPOBAHUIO
CYP3A4.

Ecnu 310 He mpeacTapiseTcs BO3MOXKHBIM, BEPOSTHO, OyIeT HEOOX0AUMO YMEHBIIUTh CYTOYHYIO
03y cyHuTHHNOa MuHUMYM 110 37,5 Mr B cyTku nipu [TMCO u MITIKP u 10 25 Mr B cyTKH mpH

HDOITX ocHOBBIBasICh Ha TIATEILHOM MOHUTOPUHTE MIEPEHOCUMOCTH (CcM. pasnen 4.2.).
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JlocTynHbIe KIMHUYECKHE TaHHBIE OTHOCUTENIBHO B3aUMOCHCTBUS CYHUTHHUOA 1 HHTHOUTOPOB
BCRP orpanuyeHsl, 1 HeJb3s1 UCKIIOYUTH BO3MOKHOCTD B3aUMOICHCTBHSI CYHUTUHIOA U IPYTUX

uaruouropos BCRP (cm. pasaen 5.2.).

HpenapaTH, KOTOPBIC MOTYT CHMXAaTh KOHIICHTPAIIUIO CVHI/ITI/IHI/IGa B 1J1a3M¢e

Bruanue unoykmopos CYP3A4

VY 310pOBBIX 10OPOBOJIBIEB COBMECTHOE IPUMEHEHHUE PAa30BOM J03bl CYHUTUHNOA C HHAYKTOPOM
CYP3A4, pudammumuaoM, cHUXKAET Cmax U AUCo0 KOMIUIEKCA [CYHUTHHUO + TIEPBUYHBIN
aKTUBHBIN MeTabonuT] Ha 23 % 1 46 % COOTBETCTBEHHO.

[TpuMeHeHre CYHUTUHNOA COBMECTHO C APYTUMHU CUiIbHBIMU HHIyKTOpamu CYP3A4 (nanpumep,
JeKcaMeTa30H, (EHUTOWH, KapOamaszenuH, pudamMnuuuH, (eHobapOuTaa WM TpaBsSHBIC
npemnaparsl, coiepxkaimiue 3BepoOoi mpozasipssicHHb  (Hypericum perforatum)) moxer
MIPUBECTH K YMEHBIIICHUIO KOHIIEHTPAIIUN CYHUTUHUOA.

Crnenyer wm30eraTh OJHOBPEMEHHOTO NPUMEHEHUS CYHUTHHUOA C CHJIBHBIMH HWHIYKTOPaMHU
CYP3A4 unu paccMOTpeTh BO3MOKHOCTh MOA00PATh albTEPHATUBHOE JIEKAPCTBEHHOE CPEICTBO
JUISL COIYTCTBYIOLEH Tepanmuu C MUHUMAIbHON crocoOHocThi0 K uHAYKuuu CYP3A4 wnm
OTCYTCTBHEM TaKOBOW. Eciu 3TO HE mpeacTaBiseTcs BO3MOXKHBIM, TO MOXET MOTpeOoBaThCs
NOBBIIIEHUE 1036l cyHUTHHHUOA 110 12,5 Mr (110 87,5 mr B cytku nipu TUICO u MITKP u 62,5 mr B
cytku npu HOOITXK), mox TiateabHbIM KOHTPOJIEM IEPEHOCHMOCTH Iperapara maiueHToM (cM.

paszmen 4.2.).

CTHu

HccnenoBanus B3aUMOASUCTBUS MMPOBEACHBI TOJIBKO Y B3POCIIbIX.

4.6. DepTUIBHOCTD, 0EPEMEHHOCTD U JAKTALUSA

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM ( KOHTpalCnusa y MY>X4YHUH 1 )KGHHII/IH)

>KCHH_II/IH3M C ACTOPOAHBIM IMOTCHIHUAIOM CICAYCT PECKOMCHAOBATH HMCITIOJIB30BAHUC HAACKHBIX
METOHOB KOHTpAICHINH, 4 TAKKEC HCKIIFOUUTH BO3MOXKXHOCTb 6epeMeHHOCTI/I BO BpEMA JICUCHUA

CYHUTHHUOOM.

bepemeHnHoCTL

I/ICCJ'ICI[OBaHI/IH IMPUMCHCHUA CYHI/ITI/IHI/I68. y 6epeMCHHBIX JKCHINMH HC MPOBOAUINCH. B
HCCICIOBAHUAX Ha XHMBOTHBIX 06Hapy>1<eHa PEOPOAYKTHUBHAA TOKCHUYHOCTH, BKJIIOYAA ITOPOKH

pasBuTHs wioga (cM. pazaen 5.3.). CyHUTHHHO HE CIIeAyeT MPUMEHSTh BO BpeMs OepeMEHHOCTH

14
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

CJIy4yaeB, Korja NOTeHIMaIbHAas M0Jib3a OT MPUMEHEHHS IIpernapara MpeBbIIaeT NOTCHIMAIbHBIN
pucK juid miona. Eciu CyHUTHHUO MPUMEHSIOT B TIEpUO OEPEMEHHOCTH WIIM €CJIH MalueHTKa
3a0epeMeHeeT BO BpeMsi MpueMa Ipernapara, ee cleAyeT MHOOPMHUPOBATh O MOTEHIUAIBHOM

PUCKEC TOKCHUYICCKOI'O BO3I[€ﬁCTBHH Ha IJ10A.

JlakTanms

CyHUTHHHO W/WIM €r0 MeTa0OJIUTHI IPOHUKAIOT B MOJIOKO KpbIC. HET TaHHBIX O TOM, BBIJICISAETCS
JIM CYHUTHHHUO WUJTU €r0 NePBUYHBIN aKTUBHBIA META0OJUT B TPYAHOE MOJIOKO YEJIOBEKA.
[TockonbKy aKTUBHBIE BEILIECTBA YAaCTO BBIJIEISIOTCS B TPYIHOE MOJIOKO, @ TAK)KE B CBSI3U C TEM,
YTO CYIIECTBYET IOTECHIMAJIBHBIA PUCK Pa3BUTHS CEPHE3HBIX HEKENATEIbHBIX PpEaAKIUud Yy
HOBOPOKJCHHBIX, HAXOASIINXCS HA TPYAHOM BCKapMJIMBAaHUU, KEHIIMHAM HE CJelyeT KOPMUTh

T'PyAbIO BO BpEM:I IIpUeMa CYHI/ITI/IHI/I68.

DdepTUabHOCTD

Ha ocnoBanuu PE3YIbTATOB JOKIIMHHUYCCKUX I/ICCJ'ICIIOBaHI/Iﬁ MOXXHO CICJIaTb BBIBO/, UTO TCPAIIHUA
CYHI/ITI/IHI/IGOM MOXCT OTpHLOATCIbHO CKa3aTbCiA Ha (1)epTI/IJ'ILHOCTI/I MYXYUH HW JKCHIIUH

(cMm. pasgen 5.3.).

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CpeACTBAMU U padoTaTh C
MeXaHHU3MaMH

CyHUTHHHO OKa3bIBae€T HECYIIECTBEHHOE BIMSHUE HAa CIIOCOOHOCTH YNPABJIATh TPAHCIIOPTHBIMU
cpeacTBaMu U paboTaTh ¢ MexaHu3MamHu. llaneHToB cienyer MHPOPMUPOBATH O TOM, YTO BO
BpeMsl JIEUEHHUS CYHUTHMHHOOM MOXXET BO3HHUKHYTh TO0OOYHAs peakuus, Takas Kak
rojoBokpyxenue. [loaTomy cnenyer cobar0aaTh OCTOPOKHOCTD IPU BOKACHUU aBTOMOOUIIS UITH

paboTte ¢ MexaHHU3MaMH.

4.8. Hexkes1aTeslbHbIEe peaKIUH

Pesrome mpoduiist 0e3onacHOCTH

Haubonee cepbe3HbIMU HEXETATENbHBIMH pEaKIUsIMHU (B HEKOTOPBIX CIy4asX JIETAJbHBIMH),
CBA3aHHBIMU C CYHUTHHHOOM, SIBIISJIUCH: TOYE€YHAs HEJOCTATOYHOCTb, CepieyHas
HE/I0CTaTOYHOCTh, JIErOuHasi 3MO0JHs, nepdopalus OpraHoB JKEIYyJA0UHO-KUIIEYHOTO TpaKTa U
KpOBOTEYEHMsSI (B TOM YHCJIE KPOBOTEUEHHUS M3 JbIXaTENbHBIX IyTEH, KPOBOTEYEHHS B
KEITYOYHOKHUILIEYHOM TPAKTE, OMYXOJISX, MOUEBBIBOIALINX MYTAX, KPOBOU3JIUSHUS B TOJOBHOU

MO3T).
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HaunGoiee yacThiMu HEXXETATEIBHBIMHA PEAKITASMHU BCGXI:EIFI;IIAFE;lgf;L ETO-'I_)EIQ %Ifkfquzm% B xoae

PErUCTPallMOHHBIX uccaenaoBanuii ¢ yuactueM nanueHtoB ¢ [IKP, TMCO u HOOIDK, sBasnucs
CHIDKEHHE alleTUTa, HapylIeHUs BKyca, apTepuaibHas THIEPTEH3Hs, yCTAIOCTb, KEIYI0YHO-
KUILEYHbIE HApYIICHUS, TaKHe Kak Juapesi, TOUIHOTa, CTOMATUT, JUCHENCHUS U PBOTA, a TaKkKe
U3MEHEHHUs I[BeTa KOXXU W CHHAPOM JIaJIOHHO-TIOJIOIIBEHHON 3puTpoausecTe3uu. JlaHHbIe
CHUMIITOMBI MOTYT YMEHBIIATHCS 110 Mepe MpooJKeHus Tepanuu. Ha ¢pone npuema cynutuanba
MOYET MPOUCXOAUTh PA3BUTHE THUMNOTHpeo3a. l'emaTonoruyeckue HapymeHus (Hampumep,
HEUTpONeHHs, TPOMOOLMUTONECHUS U AaHEeMHUs) SBIAIOTCS OJHUMHU W3 Haubolee YacThIX
HE)KeJaTeJIbHBIX JIEKAPCTBEHHBIX PEaKIUil.

[Tpouwne cirydau c JgeTaabHBIM UCXOA0M, KPOME IEPEUUCIIEHHBIX B pa3zeine 4.4. wiu B paszaene 4.8.
HIDKE, KOTOpBIE CUUTAIUCh BO3MOXKHO CBSI3aHHBIMH C  CYHUTHMHHOOM,  BKIJIIOYAJIU
MYyJIBTUCUCTEMHYIO OPTraHHYI0 HEJOCTaTOYHOCTh, JUCCEMUHUPOBAHHOE BHYTPUCOCYAUCTOE
CBEpThIBaHUE, T[EPUTOHEATbHOE KPOBOTECUYCHHE, HAAMOYCUHHUKOBYIO  HEAOCTAaTOYHOCTH,

IMHCBMOTOPAKC, IIOK U BHE3AIIHYIO CMCPTh.

TabanuHoe pE3IOME HEKENATEILHBIX PEAKIIUN

HexenarenbHuble peakuuu, 3apeructpupoBannbie y nanueHtoB ['MCO, mIIKP nu HOOIDK u3
00beAMHEHHON 0a3bl JaHHBIX 7115 manueHTOB, MEPEUUCIIEHbl HUXKE 10 CUCTEMHO-OPraHHBIM
Kjaccam, yatore u crerneHu TspkectH (kpurepun CTCAE HammoHampHOTO WHCTHTYTa paka).
Takxke BKIIOYEHBI HEXKENATeIbHbIE PEAKIUU, BBISIBICHHbIE MPHU MOCTPETUCTPAMOHHOM
IPUMEHEHNUH, HICHTU(OUIIMPOBAHHbIE B KIIMHYECKUX MCCIIEOBaHUAX. B Kaxk10i rpymme yacToThl
BO3HHUKHOBEHUSI HEXEJIaTeIbHbIE PEAKI[UU MPEJCTABICHBI B MOPSJIKE YMEHBUICHUS! CTEIEHU UX
CEpbE3HOCTH.

YacToTa pa3BUTUS HEKENATENbHBIX PEAKLUH OLIEHUBAETCS CIEAYIOIIMM 00pa3oM: OUeHb YacTo
(> 1/10), wacto (= 1/100, o < 1/10), Hewacto (> 1/1000, Ho < 1/100), peaxo (= 1/10000, HO
< 1/1000), ouens penko (< 1/10000) n yacToTa HEM3BECTHA (HA OCHOBAHUM UMEIOIITUXCS JaHHBIX
OLICHUTh HEBO3MOXKHO).

Tabauuma 1. HexenareabHble peakUHH, 3aperdiCTPHMPOBAaHHbIe B  KJIHHHYECKHX

HCCJICI0BAHUAX
CucreMHO- Ouensb yacTo Yacro Heuacro Penxo Yacrora
OpraHHbI KJIacc HEU3BECTHA
Nupexuun U Bupychsie Hexporuzu-
HHBa3UHU UHPeKIHun®, pyromui
pecnupartop- | gacuuut*,
HbIE OaKTepHaIbH

unpexuun®>, | ple
abcrecc®*, uHpeKuun®

16



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.03.2025 N= 8205
it
CucremMHo- OueHb 4acTo Yacro Hedacro | —1-"Pexro = '~ 'Hatrora
OpraHHbIi K1ace HeU3BeCTHA
TpUOKOBBIE
MHDEKITIH',
HHEKITN
MOYEBBIBOS
LIUX IyTeH,
KOXHBIE
uHpeknun”,
cercuc’
Hapyumenns co Heitrponenust | Jlumdonenns | [lanuutonenn | TpomOoTHuec
CTOPOHBI KPOBH | , S Kas
U TPOMOOIIUTOTI MHKPOAHTHOIT
auMdaTuyeckoil | eHUs, aHEMUS, aTus™*
CHCTEMBI JIEHKOTICHHS
Hapyumenus co ['unepuyBCTB | AHTHOHEBPOT
CTOPOHBI UTENIbHOCTh WYECKHI 0TEeK
HMMYHHOM
CHCTEMBI
JHIOKPHUHHbIE I'unotupeos I'mneprupeos | Tupeonaur
HapyLUeHUs
Hapymenus CHuxenue 0O0e3B0oKHBaH Cunnpom
MeTadoJM3Ma U | amlmeTnuTa’ ue, au3uca
NUTaHUA TUIOTJINKEMHA ormyxonu™*
o
Icuxuyeckne Bbecconnnna Henpeccust
HapylIeHUs!
Hapyumenus co TonoBokpyxe | Ilepudepuuec | Buyrpumosro | Cunapom I'unepammon
CTOPOHBI HUE, TOJIOBHAS | Kast BOE 3agHen ueMHu4ecKast
HEPBHOIA 00Jb, HelpomnaThsi, | KpOBOM3IHMSAH | 0OpaTUMOi sHIeatonar
CHCTEeMBbI HapylIeHne napecTesns, ne*, sHuedanonar | us
BKyca" TUIIECTE3HS, HapyLeHue uu*
TUIIEPECTE3Us] | MO3TOBOTO
KpOBOCHa0Oke
Hus*,
TpaH3UTOPHAS
HIIEMHUYECKasi
aTaka
Hapymenns co Ilepuopbu-
CTOPOHBI OPraHa TaJbHBIN
3peHus OTEK, OTeK
BEK,
MTOBBIIIIEHNE
CJIE300T/ACIIEH
ust
Hapyumenus co Nmemus Xponuueckas | JleBoxkenynou
CTOPOHBI cepaua MuoKapaa™*, | cepaeunas KoBasd
YMEHbIIEHHE | HeslocTaToumo | HEAOCTATORHO
CTh, UH(PAPKT 1B,
MHOTO(hOpMHA
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CucreMHO- OueHb 4acTo Yacro Hedacro '~ “Penro = 4 - 'Hacrora
OpraHHbIii KJIacce HeH3BeCTHA
bpakiym Muokapnma’, | o
BBEIOpOCa” cepaedHas JKEITyI04YKOBa
HemocTaTouHo | 71
CTB*, MapOKCU3Mal
bHas
KapAHOMHONA | 1oy v murg
TUS™, BBIIOT B | 1yra
IIOJIOCTh «IHPYITY
nepuKapia, (Torsade de
YIUTHHCHUE pointes)
UHTEpBaNIA
QT Ha
ANIEKTPOKAPIH
orpamMme
Hapyumenus co AprepuanshHa | Tpom603 Kposoreuenu AHEBpHU3MBI U
CTOPOHBI ks rITyOOKHX e u3 paccioeHue
COCy/10B THHCPTCH3WA | ey, ropsume | omyxomu™ aprepuit*
HPUITUBBI,
HPUITUBEI
Hapymenus co JucnHos, Tpomboambon | Jlerounoe
CTOPOHBI HOCOBOE Usl ISTOYHOH | KPOBOTEUEHHE
AbIXaTeJIbHOH KpOBOTEUECHHE | apTepun’™, *,
CHCTEMBI, , Kalesb TUIEBPaNIbHBIN | JbIXaTeIbHAs
OpraHoB BBITIOT™, HEJIOCTaTOYHO
TPYIHOI KJIETKH KPOBOXapKaHb | CTH™
U CPeloCTEHHS e*, OJIbIIIKa
npu
¢buznygeckoi
Harpyske,
opodapuHTrea
JIbHAsA 00JIBY,
3aJI0)KEHHOCT
b HOCAa,
CYXOCTb
CIIU3UCTOMN
0007109KH
HOJIOCTH HOCA
Keaynouno- Cromarut”, I'actpoazodar | [lepdopamnms
KHIIIeYHbIe 0o0Jb B eayibHas KeIyI0YHO-
HApYLIEeHHUS obnacTtu pedirokcHast | KHIIEYHOTO
JKUBOTA®, 0oJe3Hb, TpakTa™*,
pBOTa, nmucharus, MaHKPEaTHT,
nuapes, JKEIyJOYHO- | CBHIL MPSIMOK
JIACTIETICHS, KHIIEYHOE KHUIIIKH,
TOILHOTA, KpPOBOTEUYCHHUE | KOJIUT?
3arop * 930(arut*,
B3J[yTHE
KHMBOTA,
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CucreMHoO-
OpraHHBIi KJIacc

OuyeHb YacTo

Yacro

Hédacto =

e

- E‘P'Ellﬁ(‘bl =] L

Tt

HEU3BECTHaA

JUCKOMGOPT
B JKHBOTE,
peKTaIbHOE
KPOBOTEUCHUE
)
KPOBOTEUYCHUE
13 JIeCCH,
H3bS3BICHUS
CITU3UCTOM
0007109KH
MOJIOCTH PTA,
MPOKTAJITHS,
XEHITNT,
reMoppoi,
TJI0CCOIUHMUS,
0oJb B
MOJIOCTH PTa,
CyXOCTb BO
pTY,
METEOPH3M,
JTIUCKOM(OPT
B MMOJIOCTH
PTa,0TPBIKKA

Hapyumenus co
CTOPOHBI NEYEHH
7|
JKeJTYeBbIBO/ISII]
UX ImyTei

Ileuenounas
HEJI0CTaTOY-
HOCTBH*,
XOJIEIIUCTUATS ™
, OTKJIOHCHHE
hyHKIIH
MeYeHu

I'enatur

Hapyumenus co
CTOPOHBI KOXKHU U
MOIKOKHBIX
TKaHeil

N3menenune
IIBE€Ta KOXKH",
JIaJI0HHO-
TTOJIOIIIBEH-
HBII CUHIPOM
(apuTponmzec
Te3Hs), CHIIbY,
M3MEHEHne
1BETa BOJIOC,
CYXOCTh KOXHU

Oxcdonuanus
KOXKH,
KOKHBIE
peakuu®,
9K3eMa,
BOJI/IBIPS,
dpUTEMA,
aJIoTeNys,
aKHe, 3y,
TUIEPITUTMEH
Tarus KOXKH,
MOpaKCHUS
KOXKH,
TUIIEpKepaTo3
, ICpMaTHT,
MOpakeHUe
HOrTei™

MmuorodopmH
as sputeMa*,
CUHJIPOM
CruBeHca —
JlxoHCcOHA*,
TaHTPeHO3Has
MO IEPMUS,
TOKCUYECKHU I
AMUAepMAaIbH
BIIt HEKPOIU3™
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 27.03.2025 Nz 8205
it
CucremMHo- OueHb 4acTo Yacro Hedacro | —1-"Pexro = '~ 'Hatrora
OpraHHbIi K1ace HeU3BeCTHA
Hapyumenns co bons B CkenetHo- Octeonekpo3 | Pabgomuonus
CTOPOHBI KOHEYHOCTSX, | MbIIICYHAsS YEJIOCTH, * MHOTIATHS
MBIIIEeYHOI, apTpanrus, 6075, CBHIIL®
CKeJIETHOM 1 OOJb B CIMHE | MBIIIICYHBIC
COCAUHHUTEILHOM CIIa3MBl,
TKaHH MUAITHA,
MBILICYHAS
c11abocTh
Hapyumenns co IToyeunas KpoBoreuenn | Hedporuueck
CTOPOHBI MOYEK HEIOCTATOYHO | € U3 Wi CHHIPOM
U CTb*, OCTpast | MOYEBBIBOAS
MOY€eBBIBO/ISIIIH royeyHas LIUX MyTel
X myTei HEJ0CTATOYHO
CTBH*,
XpOoMaTypus,
NPOTEUHYPHUS
Oo0mme Bocnanenue | bonb B 3aMmeIeHHOoe
HApYUIEHUS U CIIM3UCTON oOnactu 3aKUBJICHHE
peakiuu B Mecte | 000JI0UYKH, rpyIHON paH
BBe/IeHUsI MOBBIILICHHAS | KJIETKH, OOJb,
YTOMJISIEMOCT | TPHIIIIONOA00
b, OTEK", HBIN
JIUXOpajaKa CHHIIPOM,
03HO0
JlaGopaTopHble CHikeHue IToBbITIICHHBI
U MAacchl Tena, 1 ypOoBEHb
HHCTPYMEHTAJb CHIDKEHHE KkpeatuHdocd
Hble JaHHbIe KOHIIEHTpAaIl | OKWHA3bI B
1 OembIX KpPOBH,
KPOBSIHBIX MOBBIIICHHBIH
TeJel B YPOBEHb
a3Me THUPEOCTUMYJT
KpOBH, WPYIOIIETO
MIOBBILLICHHUE rOpMOHa B
YpPOBHS KpOBU
JIMIA3bl,
CHIDKEHHE
KOHIIEHTpaIH
u
TPOMOOIINTOB,
TTOHM>KEHHBIN
YpOBEHBb
remMorjioOmnHa,
MIOBBIILICHHUE
KOHIIEHTpaI
U amujiazber,
MIOBBILLICHHUE
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CucreMHO- OueHb 4acTo Yacro Hedacro A0 E'Fe';ﬁ(‘b“: HOC "lei"c"r'o'%e{

OpraHHbIil Kjiacc HEH3BeCTHA
KOHIICHTpAIH
n ACT,
MTOBBIIIIEHHE

KOHLEHTpaUHu
n AJIT,
IMOBBIIICHHBIHN
YPOBEHD
KpeaTUHHHA B
KpOBH,
MTOBBIIICHHUE
KPOBSIHOTO
JaBIICHUS,
ITOBBIIIICHHUE
KOHIIEHTpalHu
1 MOYEBOH
KHCIIOTHI B

IJ1a3Me€ KpoBU

* Bruttouasi ieTajgbHble UCXOJIBI.

OObeMHEHBI CIEYIOIINE TEPMUHBI:

? HazoapuHruT U reprec mojocTu pTa.

® BponxuT, MHGEKINN HUKHUX JBIXATeNbHBIX MyTeil, THEBMOHUSA M MHQpEKIMH IbIXAaTeTbHBIX
nyTeil.

" AOcrecc, abOcrecc KOHEUYHOCTH, aHAJIBHBIA adciiecc, IecHeBOil abOcrecc, abclecc IeYeHH,
abcliecc TOKENyIOYHOM JKeme3bl, abclecc MPOMEXKHOCTH, MepHpeKTaabHbId abcliecc,
peKTaNbHBIN abcrecce, MOAKOXKHBIN abcrece u adcrecc 3yoa.

" Kanauao3 nuieBo/ia ¥ KaHAKu 103 TOJI0CTH PTa.

A BocrnajeHue moIKOKHON KJIETYaTKU U MHMEKIUS KOXKH.

¢ Cencuc U CeNTUYECKUH ILIOK.

¢ ABcuecc GpIONIHOI MOIOCTH, a6JOMUHAILHBIHA CEIICHC, TUBEPTHKYIUT M OCTEOMHUEIHT.

* TpomOoTHYecKass MUKPOAHTHONATUs, TPOMOOTHYECKas TPOMOOIMTONEHUYECKas IMypHypa U
TEMOJIMTUYECKUIA YPEMUUECKUA CHHAPOM.

> CHI)KEHUE allleTuTa, 1 aHOPEKCHS.

" JlucreB3usi, areB3usi 1 HApyIIeHHE BKYCOBOTO BOCTIPUSITHSI.

" OcTpblii  KOpPOHApHBIH CHHIPOM, CTEHOKApAHMs, HECTaOMIbHAsS CTEHOKAp/AHs, 3aKylopKa
KOPOHAPHOH apTepuH U UIIEMUSI MUOKap/Ia.

“ CHIKeHHe/HapyeHne (ppakiuu BeIOpoca.

T Octpslii nH(papKT MUOKap/a, H(APKT MUOKaApIa U OECCUMITOMHBIN HH(APKT MUOKap/a.

" OpodapunreansHas 00J71b U IIIOTOYHO-TOPTaHHAS OOITb.

" CromaTtut 1 a)TO3HBIA CTOMATUT.

° Bonb B %kHMBOTE 00JIb B HUXKHEH 4aCTH KUBOTA, 0OJIb B BEpPXHEH YacTH KHUBOTA.

" T'acTpouHTecTHHANIbHAS nepdopanvs U IpoOOJeHHE KUIIEYHHKA.

P KonuT u UIeMHyecKuil KOJIuT.

¢ XOJIEIIUCTUT U OeCKaMEHHBIN XOJIEIUCTHUT.

" IToxxenTeHne KOXXH, M3MEHEHHUE 1IBETA KOXKU M HapyllIeHHE MTUTMEHTAlIHH.

Y Tlcopuazudopmubiii  AepMaTtut, dSKChONMATHBHAS CBIlb, CBHIIlb, JPUTEMATO3HAsl CHIIb,
(bouMKyIspHAs ChIlb, TEHEPATM30BAHHAS ChIIIb, MAKYJISAPHAs ChIllb, MAKYJIONAIyJI€3Has! CHIIb,
TaITyJIe3Has CHITb M 3YASIIAs ChHITb.

¢ KoskHast peakius U MopakeHHe KOxKH.

* 3aboneBaHue HOI'TeH U U3MEHEHHUE [[BETa HOTTEH.
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" TloBbIlIeHHAS YTOMJIACMOCTE U ACTCHUA.

" Orek nM1a, OTeK U nepudepuyecKuii OTeK.
" AMuI1a3a u MOBBILIEHUE YPOBHS aMUJIa3bl.

OmnmncaHne OTACIBHBIX HEXKEIATSAbHBIX PCaKITAM

Hngpexyuu u unsazuu

Co0011a10ch 0 ciayJasx cepbe3HbIX nHpEKIHi (Ha GoHEe HEUTPONICHUN WK 0€3), BKIIOYas ClyJdan
C JIeTAJIbHBIM HcXoaoM. OTMeYannch pelKkue CiIy4ad HEKPOTH3UPYIOIEero (aciuura, BKIHOYas
HOPAXKEHUE TPOMENKHOCTH, HHOT/IA C JICTAJTbHBIM HCX00M (CM. paszen 4.4.).

Hapywenus co cmoponvl kposu u aumgpamuyeckoii cucmemol

CHuxeHue abCONMIOTHOTO KOJMUYECTBa HEUTPO(UiIoB 3 U 4 cTENEeHH TSHKECTH OBLIO OTMEUYEHO Y
10 % wu 1,7 % mnamuentoB B uccrneaoBanuu 3 ¢aszer [UCO, y 16 % u 1,6 % manueHToB B
uccinenoBannu 3 daszsl MIIKP u y 13 % u 2,4 % namnuentoB B uccnenoBanuu 3 ¢azst HOOIDK,
coOTBeTCTBEeHHO. CHIDKEHHE aOCONMIOTHOIO KOJIMYEeCTBa TPOMOOIMTOB 3 U 4 CTENEHU TSIKECTH,
COOTBETCTBEHHO, ObUIO oT™MeueHo ¥ 3,7% u 0,4% nammenTtoB B uccienaoBanuu 3 ¢azer [MCO y
8,2 % u 1,1 % 24 nmanmenToB B uccnenoBanuu 3 dazel MIIKP u y 3,7 % u 1,2 % manueHToB B
uccienosanuu 3 ¢passl HOOITK (cm. paznen 4.4.).

KpoBoreuenust Obimu 3apeructpupoBanbl y 18 % manueHTOB, MOTy4YaBIIMX CYHUTHHHO B
uccnenoBannu 3 ¢pa3el 'MCO, no cpaBaenuto ¢ 17 % manueHToB, nmomyyaBmux miane6o. Y 39 %
NalMeHToB ¢ paHee He JjedeHHbIM MIIKP, momydaBmmx cyHUTHHHO, HAONIONANIHCH CITydau
KPOBOTEUECHHMS, 1O CpaBHEHUIO ¢ 11 % marnuenToB, nmoiydaBimx uHTepdepon-o (INF-a). V
17 mauuentoB (4,5 %), npuHUMaABIIMX CYHUTUHUO, u y 5 mauuentoB (1,7 %), moiydaBIIuX
INF-0, pa3Buinch CBSi3aHHBIE C JICUCHHEM T'€MOpPPArMuecKUe peakiuH 3 CTENEeHU WM BBILIE.
KpoBoTeuenust OblTN 3aperucTpupoBanbl y 26 % nalnueHToB, MOJy4YaBIIuX CYHUTUHUO 1O TOBOTY
MIIKP, pedpakrepnoro k Tepanuu nutTokuHamu. B knmuandeckom ncenenoanuu HOOITK 3 a3l
reMOpparuuyecKue SIBICHUs, 3a MCKIIOUEHHEM HOCOBOTO KpOBOTEHeHHd, pa3Buiuch 21,7 %
NaIMEHTOB, MOJIyYaBIIUX CYHUTUHUO, 10 CpaBHEHUIO ¢ 9,85 % manueHToB, NOIy4aBIINX M1a1nedo
(cm. paznen 4.4.).

B kmMHMYECKUX MCCIIeIOBAHUAX MOTYYEHBI COOOIICHHUS O Pa3BUTHHU KPOBOTEUEHUS U3 OIYXOJH Y
2 % mnanuenTos ¢ [CO.

Hapywenus co cmopoHbl UMMYHHOU cucmembl

Coo01manoch 0 peakusX T'MIEepPYyBCTBUTENBHOCTH, BKIIIOYAs aHTHOHEBPOTHUYECKHI OTEK (CM.
paznen 4.4.).

OHOOKpUHHbLE HAPYULeHUs.

['mnoTtrpeo3 ObLT 3aperuCTPUPOBAH B KAUECTBE HEXKENATeNbHON peakuun y 7 nanueHToB (4 %),

NOJy4YaBIINX CYHUTHHHO B OBYX uccienoBanusix MIIKP, pedpakrepHoro x nuroxunam, y 61
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MIIKP, panee He nonmyyaBIIUX JIEUEHNUE.

Kpome Toro, coobmanocs o noBbimeHn: ypoBHs TupeotporHoro ropmona (TTI) y 4 manuenton
(2 %) ¢ MITKP, pedpaktepHbiM K 1iuTokrHaM. B menom, y 7 % nomyssiuu ¢ MITKP otmevanich
KIMHUYECKHEe WJIM JabopaTopHble MpPHU3HAKA TUIOTUPEO03a, CBS3aHHOTO C JICUECHHUEM.
[TpuoOperenHplii runoTupeo3 Obul oTMeueH y 6,2 % mnauumenroB c¢ [MMCO, nomywaBmmx
CYHUTHHHO, 110 cpaBHEHHIO ¢ 1 % manueHToB, noiy4aBmux Iuiane6o. B uccnenosanuu 3 ¢assl
HOOIDXK runotupeos 661 3aperucTpupoBat y 6 nanueHToB (7,2 %), mojydyaBIIuX CyHUTUHUO, U
y ogHoro nanuenTa (1,2 %), nony4dasuiero miaue6o.

@YHKIMIO IIUTOBUAHOM >KEJE3bl KOHTPOJUPOBAIM MPOCHEKTUBHO B JIBYX HCCIIEIOBaHUAX Y
NAIMEHTOB C PAKOM MOJIOYHOM KeJe3bl; CYHUTHHUO HE pa3pelieH K MPUMEHEHUIO JUIS JICUCHHUS
paka MOJIOUHOH jkene3bl. B uccnenoBanuu 1 runotupeos Obu1 3apeructpupoBad y 15 (13,6 %)
MAIMEHTOB, MOJY4YaBIIMX CYHUTHHHO, U y 3 (2,9 %) manueHToB, MOJIy4aBIIUX CTaHAAPTHOE
neyenue. YBennuenue ypoBHs TTI B kpoBu 0110 oTMeueHO y 1 (0,9 %) nanmenTa, nmoay4daBiiero
CYHUTHUHHUO, U HU Y OJJTHOTO U3 MAIIMEHTOB, OJy4aBUIMX CTaHAAPTHOE JeueHue. [ uneprupeos He
OBLI OTMEYEH HU Y OJTHOTO U3 MAIlMEHTOB, OJY4YaBIINX CYHUTUHUO, U OBLIT 3aperucTpupoBaH y 1
(1,0 %) marpenTa, MOJIyYaBIIEro CTAaHAAPTHOE JieYeHHe. B Ipyrom Hcciie0BaHUU TUIIOTHPEO3
ObL11 3aperucTpupoBal B oOuiel cnoxxnoct y 31 (13 %) nanuenTa, noiay4yaBIIero CyHUTUHUO, U
2 (0,8 %) manueHTOB, MOMYYaBHIMX KaneuuTaouH. YBenunuenue yposHs TTI' B kpoBu oTMeuaioch
y 12 (5,0 %) nanueHToB B rpymne CyHUTUHHOA U HU Y OJHOTO MallMeHTa B IpyIIie KaneuuTaOuHa.
['uneptupeos3 ormeuancs y 4 (1,7 %) nanueHToB B rpylie CyHUTUHNOA U HU Yy OJIHOTO MallueHTa
B rpynie kaneuurabuna. Cuuxenue yposHs TTI B kpoBu 0b110 otMedeHo y 3 (1,3 %) nanueHToB
B IpYIINie CYHUTHHNOA ¥ HU Y OJIHOT'O MallMeHTa B rPyIIe KanenuraduHa. YBenuueHue ypoBus T4
obuto 3apeructpupoBano y 2 (0,8 %) marueHToB, moiy4aBmmx cyHuTHHHO, H y 1 (0,4 %)
NalUeHTa, MONy4YaBlIero KaneuutaOuH. YBemumueHue ypoBHs T3 ormewanoce y 1 (0,8 %)
NanueHTa B TpyINIe CYHUTMHMOA W HU y OJHOrO NalMeHTa B Tpynne kanenurtaduHa. Bcee
OTMEYaBIINECS SBJICHUS co CTOPOHBI IIUTOBUIHON KeJe3bl ObLIH
1-2 crenenu TsokecTu (cM. paszaen 4.4.).

Hapywenus co cmoponvl obmena eeujecme u numanus

bonee BpicOKas 4acToTa Ciy4aeB I'MIOIIIMKEMHH perucTpupoBaiacsk y nanueHros ¢ HOOIDK B
cpagaenun ¢ MIIKP u T'MCO. Opnako OONBIIMHCTBO OSTHUX HEXKEIATEIBHBIX PEaKIINM,
HaOJII01aeMBIX B XOI€ KIIMHUYECKUX MCCIIEJOBAHUHN, CYUTAIOTCS HE OTHOCALIMMHUCS K H3y4aeMOMY

JeueHuro (cM. pazzen 4.4.).
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Hapywenus co cmoponvl nepénoti cucmembl

B KIMHMUYECKUX HCCIIEAOBAHUIX M B MEPHOJ MOCTPETUCTPALMOHHOTO HAOIIOACHUS TOTY4EHO
HEeCKOJIbKo coobmieHnit (< 1 %) (B HEKOTOPBIX CITydasix C JICTAIBHBIM HCXOJIOM) O MAIMEeHTaX C
CyIOpOraMd W  PEHTTECHOJOTMYECKUMHM TMpU3HAKaMU CHHApOMa oOpaTUMON  3ajaHel
nerikosHnedanonatuu (CO3JI). Cynoporu HaOJIIOAATUCH y TIAIIMEHTOB KaK C PEHTICHOJIOTHYECKH
MOATBEP>KJIECHHBIMU, TaK U HEMOATBEPHKACHHBIMU METACTAa3aMU B TOJIOBHOM MO3re (CM. pas3jen
4.4.)).

Hapywenus co cmoponvl cepoya

B knmHMYECKUX MCCIIeIOBAaHUAX CHUXKEHHUE (pakiuu BbIOpoca jeBoro xemynaouka (PBJIK) na
> 20 % w HIKe HWKHEH T'paHHUIBI HOPMBI OTMEYaNUCh npuMepHo Yy 2 % manuentos ¢ IICO,
NOJy4YaBIIUX CYHUTUHUO, y 4 % nauuentoB ¢ MIIKP, pedpakrepHbiM K Tepanuu HUTOKUHAMH, a
takke y 2% mnamgueHtoB ¢ [MCO, nomydaBmmx 1utane6o. CHwxkenus OBJDK He
MPOrPECCUPOBAIIO U YACTO YIYUIIAIOCH P MPOIOJDKEHUH Tepanuu. B nccienoBanuu ¢ panee He
nedeHHbiM MIIKP y 27 % nanueHToB, moigy4yaBUIMX CYHUTUHUO, W y 15 % mnanueHTos,
nonyyaBmnx INF-a, 3Hauenne ®BJDK Obu1o HUKE HUXKHEH TpaHULIbl HOPMBI. Y JBYX MAlIUEHTOB
(< 1 %), monmyuyaBuIMx CyHUTUHUO, ObLT mocTaBieH quario3 XCH.

Takue HexenaTeIbHbIe PeaKIMK KaK «cepedHas HeIOCTaTOYHOCThY, «XpOHUYECKas cepledyHast
HEJ0CTAaTOYHOCTB) WM «JIEBOXKENYI0UKOBAsi HEAOCTaTOYHOCTH) OTMeYaIuch y 1,2 % nanueHTos
¢ 'NCO, nony4yaBmux cyHuTHHUO, U y 1 % nammeHToB, moiy4aBmux ramne6o. B 6azoBom
uccinenopanuu [ ICO 3 ¢a3el (n = 312) y 1 % nanueHToB B KaK0i rpyIIe ucciaeaoBanus (T. €.
B IpyMIax, MOJIy4aBIIUX KaKk CYHUTUHHUO, Tak W Iu1aned0) HaOMI0anoch pa3BUTHE JIETAIbHBIX
peaKkIii co CTOPOHBI CEp/lla, CBI3aHHBIX C JiedeHueM. B uccnenoBanuu 2 ¢as3pl ¢ ydyacTueM
nanuentoB ¢ MIIKP, pedpakrepusiM k nurokuHam, y 0,9 % manueHToB pa3BWIICS CBSI3aHHBIN C
Je4yeHHeM JeTanbHbli MHpapkT Muokapiaa. B uccnenoBanuu 3 ¢asbl ¢ yyacTueM MalUeHTOB ¢
MIIKP, panee He nomyuyaBmmx nedenue, y 0,6 % nanuentos rpynnsl IFN-o n 0 % nanueHToB
Ipynnbl CyHUTHHHOA pa3BWIMCH SIBJICHHUS CO CTOPOHBI Cepilla C JETalbHbIM HcxoaoMm. B
uccaenpoBann HOOITXK 3 ¢a3zsr y ognoro (1 %) maruenTa, moxy4aBiiero CyHUTHHHO, pa3BUIIach
ceplie4Has HeJJOCTaTOUYHOCTD C JIETaJIbHBIM UCXOJOM, CBSI3aHHAS C JICUEHUEM.

Hapywenus co cmoponwl cocyoos

Apmepuanvras cunepmensus

ApTtepuanbHas THUIEPTEH3Usl SBIAJIACh OUYEHb 4YacTOM HEeXeNaTeNbHOM peakiuell B Xoje
KJIMHUYECKHX HcclieoBaHui. CHMXEeHHE J03bl CYHUTHHHOA MM BpEeMEHHas OTMEHa IpHeMa
npenapara notTpedoBaIich NpUMepHo Yy 2,7 % NalMeHTOB ¢ apTepualibHON runeprensueid. Hu B

OJIHOM M3 3THX CIIy4yaeB HE MOTPeOOBANIOCH MOTHOTO MPEKPaIllEHuUs JIEYEHUS] CYHUTHHHOOM.
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muactonndeckoe nasienue > 110 mm pt. cT.) ObUTO 3apeructpupoBano y 4,7 % mNalMeHToB ¢
COJIMIHBIMU OIyXOJSIMH. ApTepuanbHas THIEpTeH3us HaOmonanace npumepHo y 33,9 %
MAIMEHTOB, MOJYYaBIIMX CYHUTUHHUO 1O moBoay panee He sedeHHoro MIIKP, mo cpaBHenuto c
3,6 % nanuenToB, nony4aBmux INF-a. Tsoxenast dopma apTepuanbHON rUIEPTEH3UH Pa3BHIIaCh
y 12 % nanueHToB, MPUHUMABIIMX CYHUTHHHO M paHee HE MOJy4aBIIUX Jedenue, U <1 %
narueHToB, npuHuMaBmux INF-a. B ximaHmdyeckom wuccnemoBannu HOOIDK 3 dassr
apTepualibHas TUIEpTeH3Hsl HalmoAanach HpuMepHo y 26,5 % NalMeHToB, MOJy4YaBIIMX
CYHUTUHUO, Mo cpaBHeHHIO ¢ 4,9 % mnaunuenToB, npuHuUMaBmKX Ianedo. Tsokenas ¢opma
apTepualibHON runiepren3un pa3suiack y 10 % nanuentos ¢ HOOITK, nony4yaBmmx CyHUTHHHO,
1y 3 % manueHToB, MOIy4YaBIIuX IUIaneoo.

Cayuau enosnou mpombosmooauu (BT2)

CBsi3aHHBIE C JICYCHHEM ClIy4ad BEHO3HOW TpoMO03MOOIWu ObLIH 3apeructpupoBanbl y 1 %
NAlUEHTOB C COJUAHBIMU  ONYXOJSIMH, [PUHUMABIIMX CYHUTHHUO B  KIMHHUYECKHX
ucciaenosanusx, B ToM uncie ¢ [MCO u I1KP.

B uccnegoanuu I'MCO 3 ¢a3zel y 7 nauueHToB (3 %), nony4aBUIMX CYHUTUHUO, U HU Y OJJHOTO
U3 mofyyaBIIMX Iuiane6o Bo3Hukia BT3; 5 u3 7 ciydaeB BkItoyanu TpoMOO3 IIyOOKHX BEH
(TT'B) 3 crenenu TsbkecTd, a 2 ciaydas — sBJIEHHS | WM 2 cTeNmeHU TsbKecTU. 4 U3 ATHX
7 manmentoB ¢ [ MICO npekpatuiu JieueHue nociie nepBoro Bo3uukHoBeHus: TI'B. YV tpunaanatu
narueHToB (3 %) ¢ MIIKP u3 rpynnsl jedyeHus: CyHUTUHUOOM, paHee He MOTYYaBIIUX JICUCHHUS, U
4 (2 %) marueHToB B 2 HCCIIEAOBaHUAX ¢ ydacTheM mareHToB ¢ MIIKP, pedpakTepHbM K
Tepanuy IUTOKWMHAMH, Obuta 3apeructpupoBana BTD. ¥V 9 u3 3Tux mamueHTOB HaOIOIanach
TpOMOO3MOOJIUSl JIETOYHOM apTEepUH: OJHO SIBJICHHME CTENEeHU 2 M BOCEMb — crTeneHu 4. Y
8 manmenTtoB orMmedaicsa TI'B: 1 seienue crenenu 1, 2 aBiaeHus — cTeneHn 2, 4 SBI€HUSA — CTENEHN
3 u 1 sBnenue — crenenu 4. Y 1 nanuenTa ¢ TpoM603MO0IMEH JIETOYHOM apTepPUU B HCCIIEIOBAHUU
MIIKP, peppakrepHoro k repanuu HUTOKUHAMU, HEOOXOIUMO ObLIO IPUOCTAHOBUTH IPUMEHEHHUE
npenapara. Cpenu paHee He MOJy4aBIIMX JiedeHUs: manueHToB ¢ MIIKP u3 rpynmel neueHus
N®H-0y 6 (2 %) Bo3uukina BTD; y 1 (< 1 %) nanmenta — TI'B crenenu tshxectr 3, ay 5 (1 %)
NalMeHTOB — TpoMO03MOOIMs JIETrOYHOW apTepuu, Bce Ciaydyau CTeneHu Tsokectd 4. B
uccinenopannu HOOITK 3 ¢assl ciiyyan BeHO3HON TpOMOOIMOOIUH OBLIN 3apErUCTPUPOBAHBI Y
1 (1,2 %) nanuenTa B rpymnmne cyHutuHuOa 1y 5 (6,1 %) manueHToB B rpyme miane6o. Y aAByx
U3 3THX MAIMEHTOB B Tpymie rmianebo Obu1 nuarHoctuposad TI'B (ogHO siBieHue 2 creneHu U
oaHo — 3 crenenn). B perucrpannonnbix 28 uccnenoBanusax ' MCO, MITKP u HOOITXK o cnyuasx
C JIeTAJIbHBIM HCXOJIOM He cooOmianoch. Ciyyau ¢ JieTaJbHBIM HCXOJ0M HaOIIOAANUCH TPU

MOCTPETUCTPATUOHHOM IIPUMCHCHHUH ITpEIiapara.
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['MCO u npumepHo y 1,2 % mnamuentoB ¢ MIIKP, momydaBmmx CyHUTHHUO B MCCIIEAOBAHUSIX
3 ¢azpr. Y manmentoB ¢ HOOIDK, xotopbie mony4yanu CYHUTHHUO B HCCIIEAOBAaHUM 3 ¢asbl,
conydyaeB TOJIA 3apeructpupoBaHo He ObLI0. Peakume ciiydam ¢ JIeTadbHBIM HCXOJIOM
HAOJIOIATMCh TIPU MOCTPETUCTPALIMOHHOM NpUMEHEHUUu mnpenapata. [lanueHTsl, nepeHecuue
TOJIA B Teuenue npeapiaymux 12 Mecsies, ObUTH UCKIIOUEHBI U3 KIIMHUYECKUX HCCIICTOBAHUN
cyHutuHnOa. Cpeau MaUeHToB, MOTYYaBIIMX CYHUTHHHO B PErHCTPAIIMOHHBIX HCCIEIOBAHUSIX
3 (a3pl, TPOSABIEHUS CO CTOPOHBI [JBIXaTEJIbHOW CHUCTEMBI (T.€. OJbIIIKa, IJICBPHUT,
TPOMOO03MOOIHUS JIETOYHOU apTepUH WM OTEK JIETKMX) ObUIM 3aperuCTPUPOBAHBI MPUMEPHO Y
17,8 % namuentoB ¢ [ ICO, npubnuzurensHo y 26,7 % namuentos ¢ MIIKP u y 12 % manuenTtos
¢ HOOIDXK. Tlpumepno 22,2 % mainueHTOB C CONMMAHBIMU omyxoJiiMu, B ToM yucie ['MCO u
MIIKP, monydaBmmx CyHUTUHUO B KIMHUYECKUX HCCIIEIOBAHUSIX, UCIIBITHIBAIN MPOSBICHUS CO
CTOPOHBI JIbIXaTeJIbHOU CUCTEMBI.

Hapywenus co cmoponvl d1ceny0oyno-Kumeuno2o mpaxkma

[Tankpearur HaOmrogancs Heyacto (< 1 %) y mauueHToB, NOJyYaBIIMX CYHUTHHHUO JUIsl JI€UEHUs
['MCO unu IIKP. He Obuto oTMEUEeHO ciy4yaeB MaHKPEAaTHUTa, CBSI3aHHOIO C JICYCHUEM, B
uccinenoBanuu 3 ¢asel naueHToB ¢ HOOIDK (cMm. pasznen 4.4.). Bpuu nosydeHsl cooOIeHus o
CIIy4asix KeIYyJOYHO-KUIIEYHBIX KPOBOTEYCHHUH C JieTaqbHbIM HcxoaoM y 0,98 % manueHTos,
NOJTy9YaBIIUX TuTanedo B kimHu4eckux uccrneaoBanusx 'MCO 3 ¢dasebr.

Hapywenus co cmopoHvl neuenu u sicenuesvi800auux nymet

CooOmranock 0 ciydasx HapylieHdus QYHKIUU MEYeHH, KOTOPbIe MOTYT BKJIIOYATh OTKJIOHEHHS
nokazaTesie (yHKIMOHATBHBIX MPO0 MEeYeHH, TEMATUT WK TIEYCHOYHYIO HEIOCTaTOYHOCTD (CM.
pasaen 4.4.).

Hapywenus co cmoponwl Kodtcu u nOOKONCHbIX MKAHell

CooOmranock 0 ciay4yasx TaHTPEHO3HOH MUOAEPMHUH, OOBIYHO OOpaTUMOMN MOcCie MpeKpaleHus
npremMa CyHUTHHHOA (cM. paszen 4.4.).

Co cmopoHbl KOCMHO-MbLULEYHOU CUCTEMbL U COEOUHUMENbHOU MKAHU

Hmerorcss cooOmIeHus: 0 CiydasiX MHOMATHU W/WiIM pabJoMHOIM3a, HEKOTOPhIe B COUYETAHUU C
OCTpPOIi TOYEYHOH HEJOCTATOUHOCTHIO. JIeueHre MalueHToB, y KOTOPBIX HAOTIOAA0TCS TPU3HAKU
WM CHUMIITOMBI TOKCHYECKOTO TOPAKCHHUS MBIIIIEYHOM TKaHHU, CJEAyeT TMPOBOJAWTH B
COOTBETCTBHUH C JICHCTBYIONIMMHU CTaHAapTaMHU METUIIMHCKON MPAKTUKHU (CM. pasnen 4.4.).
HmeroTcss cooOIIeHHus O Ciydasx 0oOpa3oBaHUSI CBUIIEH, MHOTJA CBS3aHHBIX C HEKPO30M U
perpeccueil  OMyXoJid, HEKOTOpble W3 KOTOPBIX 3aBEPLIMIIUCH JIETAIbHBIM  HCXOJI0M

(cMm. pasgen 4.4.).
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

OOJBIIMHCTBO M3 KOTOPBIX OTMEYAIIUCH y MAIMEHTOB C U3BECTHRIMU (PaKTOPAMU PUCKA PA3BUTHS
OY u, B 4aCTHOCTH, TP BHYTPUBEHHOM BBEJCHUU OMC(POCHOHATOB H/MIN HAIMYUU B aHAMHE3E
3a0oneBaHuil  3yOOB, TpeOYIOIIUX MHBA3UBHOTO CTOMATOJOTHYECKOIO BMeEUIATEeIbCTBA
(cm. pasznmen 4.4.).

Hannvie 1a60pamopuvix u UHCMPYMEHMATbHBIX UCCIE008AHULL

JlaHHbIC W3 JOKJIMHHYECKUX HccheaoBanuii (INVItr0 u iNVIVO) ¢ WCHONb30BaHUEM J103,
MPEBBIIIAIOIINX 103y, PEKOMEHAYEMYIO [UIsl YeJIOBEeKa, MPOJIEMOHCTPUPOBAIM, YTO CYHUTUHUO
o0nasaeT CHoCOOHOCTHIO HMHTUOMPOBATH MPOILECC PENOsIpU3alMKU IOTEHIMada JIeHCTBUS
cepJeYHOM MBbILIIBI (HanpuMmep, yuinHenue narepsana QT).

Vanunenue unreppana QTc Gonee 500 mc pasBuinock y 0,5 %, mainueHTOoB, a M3MEHEHHE,
npesbliaroniee 60 MC 0 CPaBHEHUIO ¢ UCXOAHBIM ypoBHEM, HaOmoaanoch y 1,1 % namuentos
u3 450 manMeHTOB C CONMOHBIMHU ONYXOJAMU. VI3MEHEHHs ATHX MapamMeTpoB SBISETCS
MOTCHIUATBHO 3HAYMMBIMH. CyHUTHHHO crocoOcTBOBa yummHEHHIO WHTepBama QTcF (c
Koppekmue mo ¢popmyie Openepuka) B KOHICHTPAUAX, TPUMEPHO B JBa pa3a MPEBHIIAIOIINX
TEpaneBTUYECKYI0 KOHIICHTPAIUIO IIperapara.

Y nunenue unrepBana QTc u3yyanoch B UCCIEIOBAaHUU C ydyacTHeM 24 MalMeHTOB B BO3pacTe
20-87 neT ¢ pacnpoCTpaHCHHBIMH 3JI0OKAYECTBCHHBIMU HOBOOOPa30BaHMUSIMH. Pe3yinbTarsl 3TOro
UCCIIEIOBaHMS TPOJIEMOHCTPUPOBAIH, YTO CYHUTHHHO OKa3bIBal Bo3JeiicTBre Ha nHTEpBai QTc
(KOTOpBIN OmpeAensuics Kak cpeHee U3MEHEHUE C MompaBKoil Ha miarnedo > 10 mc ¢ BepxHUM
npenenom 90 % M > 15 mc) B TepaneBTUUECKONH KOHLEHTpAIMU (JIeHb 3) MPH UCHOIb30BAHUU
METOJIa KOPPEKITUH 110 UCXOTHOMY YPOBHIO B TEUCHHE JHS M B KOHIICHTPAIIUH, MPEBBIMIAIOIICH
TEepaneBTUUYECKYI0 (JIeHb 9), IpH UCHOJIb30BAaHUU OOOUX METOJOB KOPPEKIIMU IO HCXOTHOMY
ypoBHIO. Hu y omHoro marmueHTa He HaOmroganoch ymmuHeHue uHTepBana QTc > 500 mc.
Hecmortps Ha 10, uTo BiusHue Ha nHTepBai QTcF Obu1o oTMeueHo Ha 3 1eHb uepe3 24 yaca mocie
nprema J03bl mperapara (T.€. TpPU TEepaneBTHYECKOW KOHIIGHTPAlMM B IUIa3Me KPOBH,
OXHMJIaeMOW TIOCNie TpHUeMa Tpenapara B PEKOMEHIyeMOoW HadaibHOW pg03e S50 mr) mnpu
WCIIOJIb30BAHUU METO/Ia KOPPEKIUU IO HCXOJHOMY YpPOBHIO B TEUEHHE MIHS, KIMHHYECKOE
3HauUEHUE dTUX JAaHHBIX HesicHO. [Ipu kominekcHoii onienke cepuii KT, BHIMOTHEHHBIX B MOMEHT
TEPaNeBTHYECKOTO BO3/ICHCTBHS THOO BO3ACHCTBHS, IPEBBIIIAIONIETO TEPATICBTHYECKHIH YPOBEHb,
HU Y OJTHOTO W3 MAIIMCHTOB B MOMYJISAIIAN TAIlMCHTOB, MTOIXOISIINX JUIS OICHKH, WITH TIAIllHCHTOB,
oTOMpaeMbIX MO TpuHOUNY HazHaueHHoro JseueHus (ITT), He HaOmoOmaIOCh YATUHEHUS
untepBana QTc «rspxenoit crenenn» (T. €. 3 cTeneHu wiH Beiie cormacHo kputepusim CTCAE

(OO0mue kpuTepry TEPMUHOIOTHH JUJIsl 0003HAUEHUS HEXKeIaTeNbHbIX BJIeHUH, Bepcun 3.0)).
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

untepBasia QTcF (¢ koppekmueii mo popmyne Openeprka) Mo CpaBHEHUIO ¢ UICXOTHBIM YPOBHEM
cocraBuio 9 mc (90 % AN = 15,1 mc). B koHIIEHTpanusax NpUMEpHO B JiBa pa3a IMPEBHIIIAIOMINX
TepaneBTUYECKHEe, MaKCUMalbHOe cpenHee u3MeHeHue uHTepBana QTcF mo cpaBHeHuio ¢
UCXOJHBIM ypoBHeM coctaBuio 154 mc (90 % AU =224 wmc). MakcumanbHoe cpenHee
u3meHenne uHTepBasa QTcF ot mcxomnoro ypoBHs mpu mpueme MOKcUGIIOKcaluHa (B 103€
400 Mr), UCTIOIB30BABIIETOCS B KAYECTBE MOJOKUTEIBLHOIO KOHTPOJIS, cCocTaBiswio 5,6 mc. Hu y
OJIHOTO M3 MalMEeHTOB HEe HaOmoAanoch yminHenue uHrepBaia QTc, mpeBsbimatomniee 2 CTeNeHb
(CTCAE, Bepcus 3.0) (cm. pasaen 4.4.).

Honeocpounas 6ezonactocmo 6 ucciedosanusx mIIKP

Jonrocpounast 6e3onacHoCcTh CyHHTHHHOA y marnueHToB ¢ MIIKP Oputa mpoananm3upoBaHa B
0 3aBepIICHHBIX KIMHUYECKUX HCCIEIOBAaHUSAX MPUMEHEHMs IMpernapara B KayecTBE TEparuu
NEePBOM JIMHUU Y MAalMEHTOB, pepaKTEPHBIX K Tepanuu OeBaru3ymMadoM 1 IUTOKUHAMHU. AHATTN3
BKJItOUaN JaHHble oT 5739 nanueHToB, u3 KoTopbix 807 (14 %) nomyyanu JiedeHHE B TEUYEHUE
nepuozaa oT > 2 et u 1o 6 ner. Y 807 (14 %) nanueHToB, MPpUHAMABIIHX JOJTOCPOYHOE JICUCHUE
CYHUTUHUOOM, OOJBIIMHCTBO HEXENATeIbHBIX peakiui, cBs3aHHbix ¢ JjedeHuem (HPCJI)
BO3HUKJIO B TCUCHHUH TIEPBBIX 6 MecsIeB — | roja, 1 ganee 4acToTa UX BOSHUKHOBEHHS OCTaBallach
CTaOMIIBHOM WM CO BpeMEHEM HaOJIr0/1a710Ch CHU)KEHHUE, 32 UCKITIOUEHHEM TUIIOTHPE03a, YacTOTa
KOTOPOTO ITOCTENEHHO MOBBIIIANACH C TEUEHUEM BPEMEHHU, 1 BOSHUKHOBEHHEM HOBBIX CIIy4aeB 3a
6 netHuil nepuod. He ObUIO BBISIBICHO HOBBIX BUJOB HEXKENATENbHBIX SBICHUM, CBS3aHHBIX C

JICYCHUCM, IIpU JIINTEIIbHOM TCpannn CYHI/ITI/IHI/I6OM.

eTH
[Tpodpuie OezomacHOCTH CYHMTHHHOA OBLT MOJydYeH HAa OCHOBAaHMM uccienoBaHus 1 dassl ¢
YBEJIMYEHUEM J103bl, OTKPBITOTO HcCCiIeqoBaHUS 2 (a3bl, HE CPaBHUTEIBHOTO HCCIEOBAHUS
1/2 ¢a3bl 1 HAy4HBIX MyOIMKAIHIA, KaK OMTMCAHO HUXKE.
bruio nmposenieHo uccnenoBanue gaspl 1 ¢ yBenuueHNUEM 1036l IepopanbHON (popMbl CYHUTHHHOA,
B KOTOPOM NPHUHSUIN yyacThe 35 maiueHTos, BKiItoyas 30 maueHToB JeTCKoro Bo3pacra (ot 3 et
1o 17 ner) n 5 manueHTOB IOHOIIECKOro Bo3pacTa (0T 18 net mo 21 roga) ¢ pedpakrepHbIMU
COJIMAHBIMU OIYXOJIAIMH, OOJBIIMHCTBO W3 KOTOPBIX HMMENU MEPBUYHBIA JHAarHO3 OIYXOJHU
TOJIOBHOT'O MO3ra. ¥ BCEX Y4aCTHUKOB HCCIIEOBAHUS HA0IIOJAINCh HEeXKeEIaTeIbHbIE PEAKIIMY HA
IpUMEHEHHE JIEKApCTBEHHOTO Iperapara; OOJBIIMHCTBO peakiuil OblIM TsKelbIMU (YPOBEHBb
TOKCHUYHOCTH > 3) W BKJIIOYAIM KapAHOTOKCHYHOCTh. Hambosee yacThIMU HEKeNaTeJbHBIMU
peaxkusMu ObUTH TPOSBICHHSI TOKCUYHOCTH CO CTOPOHBI JKenynouHo-kuieyHoro tpakta (OKKT),

HefITpOHeHHﬂ, MOBBINICHHASA YTOMJIAEMOCTD W IOBBIIICHHUE YPOBHSA aIIaHI/IHaMI/IHOTpaHC(l)epa?)BI
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WIK BO3JCHCTBHEM aHTPALMKIMHA PUCK HEKENATeIbHBIX PEaKIUid CcO CTOPOHBI Cepla Ha
NpUMEHEHHE JIEKapCTBEHHOT'O Mperapara OKa3ajics BBIIIE, YeM Yy MalMeHTOB 3TOrO K€ BO3pacTta
0e3 MpeAlecTBYIOMEro BO3AeCcTBY. Y MAaMEHTOB JAETCKOro Bo3pacta 0e3 Mpe/IIecTBYIOIIEro
BO3/ICHCTBUS AHTPALMKIMHOB WJIM BO3ACUCTBUA OOJIydeHHUS Ha cepile Obulia ompeneiaeHa
MaKCHUMaJIbHO niepeHocuMast 1o3a (MIT/) (ecm. pazmen 5.1.).

OTtkpbiToe uccinenoBanue 2 ¢Gaszpl ObUIO NMPOBEACHO € y4yacTheM 29 NalnueHTOB, BKIIOYAs
27 manyeHToB JETCKOTro Bo3pacta (oT 3 1m0 16 7eT) m 2 COBEpUICHHOJIETHUX NAaIMEeHTOB (B
Bo3pacte oT 18 10 19 jer) ¢ peunauBHupyroieii / mporpeccupyromiei / peppaxTepHoi TITHOMOM
BBICOKOW crereHn 3nokadectBeHHocTH (I'BC3) wmnm snengumoma. He ObUIO  HHMKAaKHX
HE)KENaTeIbHBIX PEaKIMi 5 CTeNeH! TSDKECTH HU B 0JHOM rpymme. Hanbonee gacteivu (> 10 %)
HEKENaTeNIbHBIMU  PEaKIUSIMHU, CBS3aHHBIMU C JICYCHHEM, OBLIM CHIDKEHUE KOJIHYeCTBa
Heiitpopuio (6 [20,7 %] mnammeHToB) M BHyTpudepenHoe kposomsnusaue (3 [10,3 %]
MAlUEHTOB).

HecpaBautensnoe uccnenoanue 1/2 ¢aspl ObLIO MPOBEACHO y 6 MAIMEHTOB JETCKOTO BO3pacTa
(ot 13 mo 16 ner) ¢ mporpeccupyroumu u HeomnepabenbabiMu [ICO. Haubonee yacteiMu
HEKeNaTeNIbHBIMU peakUMsIMH ObUIM Juapes, TOLIHOTA, CHU)KEHHE KOJHUYECTBA JICMKOILIUTOB,
HelTponeHus 1 rojoBHas 6016 y 3 (50,0 %) manueHToB, y BCeX, Kak MpaBuiio | win 2 cTeneHu
TsokecTH. YeTwslpe u3 6 marueHToB (66,7 %) ucnbIThIBAIM TO0OOYHBIE 3P dekTh 3—4 cTerneHu
TSOKECTH, CBSI3aHHBIE ¢ JiedeHHeM (tunodocdaremuss 3 CTENEHU THKECTH, HEUTPONEHHUS U
TpoMOouuTOoNeHus y 1 mamuenTa npu KakJIoM ciydae, U HelTpomneHust 4 CTENeHHU TSHKECTH Y
1 manuenTa). B aTOM uccienoBaHuM HE COOOIIANIOCH O Cephe3HBIX M000UHBIX 3P dekrax (CHD)
WJTH TIOOOYHBIX PEAKIUAX Ha JICKAPCTBEHHBIC MPENapaThl S CTENEHH TshKecTH. Kak B KITMHIYEeCKOM
UCCJIEIOBAaHUM, TaK U B MYONUKANUSIX Npoduib 0€30MacCHOCTH COOTBETCTBOBAJ HM3BECTHOMY

npod o 6€30MaCHOCTH Y B3POCTBIX.

Coo0111eHne 0 MoI03pPEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

Baxxno coo0mare 0 MOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX IOClie PEeTUCTpalluu
JIEKapCTBEHHOTO Tpernapara ¢ 1eIbl0 00ecredeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«T10J1b3a — PUCK» JIEKAPCTBEHHOI'0 IMpernapaTa. MeIuIMHCKUM pabOTHUKAM pEKOMEHAYETCs
coo01aTe O JIIOOBIX MOJ03PEBAEMbIX HEXKENATENIbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
Yyepe3 HallMOHAJLHBIE CUCTEMBI COOOIICHUS O HEKEIATeNbHBIX PEAKIIMIX TOCYIapCTB — YICHOB

EBpa3uiickoro 5KOHOMHUYECKOI0 COK3a:
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Poccuiickas ®@eoepayus

®DenepanbHas ciryx0a 1o Hag30py B cdepe 3apaBooxpanenus (PoczapaBnanzop)

Anpec: 109012, r. Mocksa, CraBstHCKas I10IIaib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHUKALMOHHON ceTn «MHTepHEeT»:
https://www.roszdravnadzor.gov.ru

Pecnyonuxa Apmernus

«lleHTp sKCHEPTU3BI JIEKAPCTB U MEIUITMHCKUX TexHosorui» ['HKO

Anpec: 0051, r. EpeBan, np. Komuraca, 1. 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DnektpoHHas modra: Vigilance@pharm.am

Caiit B uH()OPMALIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «MuTepHeT»: https://www.pharm.am
Pecnybnuxa benapyco

PecnyOnukanckoe yHutapHoe mnpennpusitue  «lleHTp JKcmepTH3 M UCHBITAaHUH B
3/IPaBOOXPAHEHHUI

Anpec: 220037, r. Munck, ToBapunieckuit niep., 1. 2a

Tenedon: +375 17 242-00-29

OnekrponHas moura: rcpl@rceth.by

Caiit B mH()OpMALMOHHO-TEIEKOMMYHUKAIIMOHHOM cetn «MHTepueT»: https://www.rceth.by
Pecnybnuxa Kazaxcman

PI'TI na [1XB «HauuoHanbHBIA LEHTP 3KCIEPTU3BI JICKAPCTBEHHBIX CPEACTB U MEIMIIUMHCKUX
u3nenuit» Komurera MeaumuHCKOro #  (apManeBTHYECKOro KOHTpods MuHucTepcTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonslp, yi. A. ImanoBa, 1. 13

Tenedon: +7 (7172) 235 135

DnexTponnas noyra: farm@dari.kz

Caiit B nH()OpPMAIIHOHHO-TEIEKOMMYHUKAIIMOHHO# cetn «HTepHeT»: https://www.ndda.kz
Keipevizckasn Pecnybnuka

JlemapraMeHT JIEKapCTBEHHBIX CPEICTB W MEIUIMHCKUX W3IeNUil Tpu  MHHUCTEPCTBE
3npaBooxpaneHus: Keiproizckoii PecriyOmmku

Anpec: 720044, r. bumkek, yiu. 3-g auHM, 1. 25

Tenedon: 0800 800 26 26

Onekrponnas moura: dlomt@pharm.kg

Caiit B mHGOpPMALMOHHO-TEIEKOMMYHUKAIIMOHHOH cetn «uTepueT»: https://www.pharm.kg

30



COOTBETCTBYET 3KCNEPTHOMY OTYETY
27 03,2025 M= 8205

OT £/ U3 _ZUL0

(NOCNEOQCBATENEHOCTE 0004)

LI P B

4.9. Ilepeno3npoBka
CuMnTOMBI
Coobmanocr 0 ciydasx IepeJo3UpOBKH. B HEKOTOpBIX W3 3THUX CllydaeB OTMedallu

HEXECIATCIbHBIC pCaKINH, COOTBETCTBYIOIIUE HpO(bI/IJ'II-O 06€e30IacHOCTH mperapara.

Jleuenue
Crernuduyeckoro aHTHAO0Ta HE cymiecTByeT. [Ipu mepeno3upoBke JieueHHne MODKHO BKIIIOYATH
o01re noepKUBIOIIKME MeponpusaTus. [Ipu He0OX0AMMOCTH HEBCOCABIIIMICS MpEmapaT MOKHO

YAAJINUTb, BbI3BAB PBOTY HUJIM IIPOBCCTU ITPOMBIBAHHUC KCIIYAKA.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. @apmakoauHaMHuYecKHe CBOHCTBA

®dapMakoTepareBTUYECKas TPYIIa;: MPOTHBOOIYXOJIEBEIC CPEIICTBA; HHTHONTOPHI IPOTCHHKIHA3;
JIPYTHe WHTUOUTOPHI MPOTCUHKUHA3.

Kox ATX: LO1EXO01.

MexaHu3M ASHCTBUS

CyHUTHHHO cIIOCOOEH OJIHOBPEMEHHO WHIMOMPOBATH PELENITOPHI PA3IMYHBIX TUPO3MHKHHA3
(PTK), yuacTBylomux B Ipolieccax pocTa OIyXOJieH, IaTOJIOTMYECKOT0 AaHrMoreHe3a M
0o0pa30BaHUsl METAcTa30B. bBBIIO yCTAaHOBIEHO, YTO CYHUTUHHO SBJISIETCS HHTUOMTOPOM
peuenTopoB TpombonurapHoro gaxrtopa pocta (PDGFRa u PDGREFp), penentopos ¢axropa
pocta cocyauctoro sugorenus (VEGRF1, VEGRF2 u VEGRF3), penientopa ¢akropa cTBOIOBBIX
kierok  (KIT), penenropa Fms-momoOno#t  tuposunkuuasel-3  (FLT3), perentopa
KosloHnectumynupytomiero ¢akropa (CSF-1R) u penenropa HeHpOTpopHUECKOTO TIHATBHOTO
¢daxTopa (RET). IlepBuunblii MeTaOOMUT MPOSBISET aKTUBHOCTb, CPABHUMYIO C aKTUBHOCTBIO

CYHI/ITI/IHI/I6a B OMOXMMHYECKHUX U KJIETOYHBIX METOOaX UCCICAOBaHUA.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

HccnenoBanune KIMHUYECKOW Oe30MacHOCTH U 3(PQPEKTUBHOCTH CYHUTHHHOA MPOBOIMINA TPU
neyernu manueHToB ¢ [ MCO, ycToOMYMBBIMU K NEUCTBUIO MMATHHUOA (TO €CTh MAllUCHTOB, Y
KOTOPBIX 3a00JIEBaHKE MPOTPECCHUPOBAIO BO BPEMs HIIM TIOCJIE JICYCHHUS MMATHHHUOOM), WIH C
HEMEPEHOCHUMOCThI0 UMAaTHHHOA (TO €CTh MalMEHTOB, Y KOTOPBIX BO BpeMs JICUCHUS] UMaTHHUOOM
pa3BWIIACH BBIPAXKEHHAs! TOKCUYHOCTbD, MPETSITCTBYIONIAS ajdbHENUIIEMY JICUEHHUIO), TP JICUCHUN

nanuenToB ¢ MIIKP u mpu neyenun narmenToB ¢ HeonepadbenbHbIMH HOOITK.
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BepkuBaeMoct npu [MCO, BepKHBaemoctu 6e3 mnporpeccupoBanus (BBII) u wactore
oobexTrBHOTO 0TBeTa (UOO) Ha JIeyeHne py paHee He JIEYCHHOM U pehpakTepHBIM K IUTOKHHAM
MIIKP cootBeTcTBeHHO, a Takke Ha BBIT mpu HOOITXK.

I'co

[TepBoHayabHOE OTKPBITOE UCCIIEJOBAHUE C YBEIMYEHHEM J103bl MPOBOJIMIIOCH Y MAIlUEHTOB C
['MCO mnocne HeygauyHOro JEYEHHs WMATHHUOOM (MeIMaHa MaKCHUMAaJIbHOM CYTOYHOH 03Bl
cocraBuiia 800 Mr) B CBSI3U C PE3UCTEHTHOCTHIO HJIM HENEPEHOCHUMOCThIO. 97 ManueHToB ObLIN
BKJIIOUEHBI B TPYMIBI C Pa3IMYHBIMU J03aMH U CX€MaMu; 55 MalueHTOB IMOJIydaid Mmpenapar B
no3e 50 Mr coriiacHo peKOMEHJJOBaHHOM cxeme JieueHus — 4 HeAeIH MOJydeHus npenapara /
2 Henenu nepepbiB («Cxema 4/2y).

Menuana B/II1 B aTom uccnenoBanun coctaBuia 34,0 vexenu (95 % JAU: 22,0; 46,0).
PangoMusupoBanHoe, J1BOTHOE-Clenoe, M1ane00-KOHTPOIUPYeMOe UCCIeI0BaHne CYHUTHHHOA
¢a3pr 3 Obuto mpoBeneHo ¢ ydactueMm nanueHToB ¢ ['MICO, koTopble HE MEPEHOCUIN WIH Y
KOTOpBIX OTMEUaloCh IpOrpeccUpoBaHME 3a00J€BaHUsI BO BpeMs WM IOCIE JIEUEHUs
uMaTUHHOOM (MenMaHa MaKCHUMalbHOW CyTouHOM 4036l coctaBmwia 800 mr). B sTtom
uccienoBanuu 312 manueHToB ObUIH paHIOMU3UPOBaHkI (2:1) Ha MoTy4YeHne CyHUTUHHOA B 103€
50 mr uu TTane0o BHYTPh OJIMH pa3 B CYTKH IO cxeMe 4/2 10 mporpeccupoBaHus 3a00JIeBaHUS
WIA BBIXOJA W3 HCCIEAOBAaHUS IO Jpyroil mpuuuHe (207 ManueHToB MONydald CyHUTHHHO H
105 naruenToB nonyyanu 1iane0o). OCHOBHON KOHEYHOW TOYKOHM 3(()EeKTUBHOCTH B TaHHOM
uccinenosannu Obuto B/III, koTOpoe ompenensiack Kak BpeMs ¢ MOMEHTa PaHIOMH3AIUU JI0
MOMEHTa  PETUCTpAllii  OOBEKTUBHOTO  IPOTPECCHpPOBaHUS  omyxoinu. Ha  MoMeHT
npoMexxyTouHoro ananusa menuana BJIIT mns cyautunuba cocrasmna 28,9 wenens (95 % AU:
21,3; 34,1) mo omenke wucciuemoBatens u 27,3 uwegemu (95 % JAU: 16,0; 32,1) mo naHHBIM
HE3aBHCHUMOM AIKCIEPTU3bl U OblJIa CTaTUCTUYECKH 3HauuMo Oonbire, yem BJIII mpu mpueme
mane6o, kotopoe coctaBuiio 5,1 menemo (95 % JAU: 4,4; 10,1) mo oueHke ucciueaoBaTess U
6,4 menemm (95 % JAW: 4,4; 10,0) mo naHHBIM HE3aBUCHUMOW JKCIEePTH3bl. Paznmuume B 0OmIeit
BbDKHBaeMOCTH (OB) ObLIO CTaTHUCTUYECKH 3HAYMMO B MOJIb3y CYHUTHHHOA [OTHOIIIEHHE PUCKOB
(OP): 0,491 95 % (AN: 0,290; 0,831)]; puck cMepTH y MALUEHTOB B TpyIIe, NpUHUMAaBILIEH
rianebo, ObLT B /1Ba pa3a BBILIE, YEM B TpYIINe, IPUHUMABIIEH CYHUTHHHO.

[Tocne mony4eHus pe3yabTaTOB MPOMEXYTOUHOTO aHaIn3a AP(EKTUBHOCTH U 0€30aCHOCTH 10
peKOMeHIaluu He3aBucuMoro KomureTa mo MOHUTOpUHTY JaHHBIX U Oe3omacHocTu (Data Safety
Monitoring Board — DSMB) Obu1 3aKOHYEH CIIETION MTEPHO/T HCCIICIOBAHUS, M ITAIIMEHTAM B TPYIIIE

mane6o ObUTO MPETIOKEHO OTKPHITOE JICUEHUE CYHUTHHHOOM.
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99 manueHToB, MepBOHAYATHHO MOTYyYaBIINX I1aIe00.

JlanHple aHaNMM3a MEPBUYHBIX U BTOPUYHBIX KOHEYHBIX TOYEK B (ha3e OTKPBITOTO IMOJIYUSHUS
JICYEHUsI MOATBEPAWIM PE3yJbTaThl, MOJYYCHHBIE B MOMEHT IPOBEICHUS MPOMEKYTOUYHOIO
aHaJM3a, YTO OTPAKEHO B TadyHIIe 2.

Tadauua 2. UTorosble JaHHbIE N0 KOHEYHBIM TOYKaM 3¢ PexTuBHocT npu Jeyenun TMCO

(monyasinus nauuentoB I'TT)

JIBoiiHoe cienoe jgeyenune?
Menuana (95 % AN) OTHoOLIEHHE PUCKOB I'pynna,
Koneunas Touka | CyHHUTHHUO namedo (95 % ON) p-3HaueHue | MepeKpecTH
oro npuema

miamnedo
Jleuenne®

HepBuunas

BIII (nenesnn)

[IpomexyTouHbIi 27,3 6,4 0,329 <0001 )

aHam3 (16,0; 32,1) (4,4, 10,0) (0,233; 0,466) '

3aKIIFOUYUTENBHBIA 26,6 6,4 0,339 <0001 10,4

aHam3 (16,0; 32,1) (4,4, 10,0) (0,244; 0,472) ' (4,3; 22,0)

Bropuunas

BBII (nemenn)©

[IpomexyTouHbIi 24,1 6,0 0,333 <0001 )

aHam3 (11,1; 28,3) (4,4;9,9) (0,238; 0,467) '

3aKIIFOUYUTENBHBIA 22,9 6,0 0,347 <0001 )

aHam3 (10,9; 28,0) (4,4;9,7) (0,253; 0,475) '

40O (%)°

[IpomexxyTOUYHBIH 6,8

aHaIN3 (3,7;11,1) 0() HII 0,006 i

3aKIIFOUYNTEITHLHBIA 6,6 10,1

aHanu3 (3,8; 10,5) 00) HI 0.004 (5,0; 17,8)

HepBuunas

OB (uenenn)®

[IpomexyTouHbIf 0,491

aHAITH3 ) i (0,290; 0,831) 0.007 )

3aKIIFOYNTEITHHBIA 12,7 64,9 0,876 0.306 i

aHaJIn3 (61,3; 83,0) (45,7;96,0) | (0,679; 1,129) '

Coxkpamenusi: I — noepurensubiii untepBan; [TT — BeIOOpKa «HamueHTHI, KOTOPHIM Ha3HAYEHO
nedenuey; HIT — He npumenumo; OB — o6mias BenkuBaeMocTh, YOO — gacTora 0OOBEKTUBHOTO OTBETA;
BBII — BepknBaeMocTh 6€3 nmporpeccupoBanus; BJI1 — BpeMs 10 mporpeccrpoBaHus OITyXOJIH.

a. Pe3ynprarel ABOMHOrO ciemoro jedeHus nonydeHsl u3 nomyisuuu ITT, ¢ ucnonms3oBanueMm, npu
HEOO0XOIUMOCTH, LIEHTPAIN30BAHHON PEHTTEHOJIOTUYECKOH OLIEHKH.

b. Pesynbrarhl mo 3¢ ¢dextruBHOCTH s 99 MalMeHTOB, MEePEeBECHHBIX ¢ TUIanebo Ha CYHUTHHHO Tocie
PaCKpBITHS PaHIOMH3AIMOHHOTO Kojaa. McXoaHblil ypoBeHb ObLT 3aHOBO YCTaHOBJICH MPH NEpeXoie U
aHanu3 3()(HEeKTUBHOCTH OCHOBBIBAJICS HA OLICHKE MCCIIEIOBATEIIEM.

c. Ha ocHOBaHMM TIOBTOPHBIX pacyeTOB HWCXOIHBIX JaHHBIX OBLJIO NPOM3BEACHO OOHOBJICHHUE
IIPOMEKYTOUHBIX pe3ysibTaToB 110 BBII.

d. Pesynwratel s YOO nipuBoAsTCS B BHJE J0JIM TAIIMEHTOB C IMOATBEPXKISHHBIM OTBETOM B % ¢ 95 %

.
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Menuana OB B nonynsituu ITT cocraBuna 72,7 wenenu u 64,9 negenu (OP: 0,876; 95 % [AU:
0,679; 1,129, p = 0.306) B rpynmnax, Mory4aBIIinX CYHUTUHUO U T1a11e00, COOTBETCTBEHHO. B aTOM
aHaJM3e B Ipynny Iuiane0o BXOAWIM MAlMEeHThI, U3HAYAIbHO PaHIOMU3UPOBAHHBIE B TPYIIITY
m1ane0o, HO BIOCJEICTBUU NIEPEBEICHHBIE HA OTKPHITOE MOTYyYeHHE CYHUTUHHOA.

Panee ne neuennviiit mIIKP

Bruto mpoBeneHo paHAOMU3NPOBAHHOE, MHOTOIIEHTPOBOE MEXIyHAPOAHOE UCCIeI0BaHHE (a3bl
3 no onenke 3¢p¢HeKTUBHOCTH U Oe30macHOCTH CyHUTHHHOA B cpaBHeHuu ¢ IFN-o ¢ ydactuem
naueHToB ¢ MIIKP, panee He nonyuasmux seyenue. /50 nanueHToB ObUTH paHIOMU3HUPOBAHEI B
cooTHomeHUH 1:1 B rpymibl IeYeHUSI CYHUTHHUOOM MTOBTOPSIOIIUMUCS O-HEeIeTbHBIMU [IUKIAMH,
COCTOSIIMMU U3 4 HENeNb €XEIHEBHOIO IEepopajbHOro IMpuema Ipemnapata B 03¢ 50 Mr c
MOCIEAYIOUUM 2-HeenbHbIM niepepbiBoM (Cxema 4/2) unu IFN-o, BBogMOro B BUe MOIKOKHON
uHBeKIUKM B no3e 3 muH. equHul (ME) Ha nepBoit Henene, 6 ME nHa Bropoi Heaene u 9 ME na
TpPETbeH HeJlelle, a 3aTeM B TeUeHHE 3 HEMOCIE0BATEIbHBIX JHEN KaXKIYI0 HEJEINIO.

Menaunana npoao/KUTENIbHOCTH JeueHus coctapuina 11,1 mecsna (quanazon: 0,4—46,1) B rpynne,
nonyuaBiieil cynutuHuo, u 4,1 mecsna (nuanason: 0,1-45,6) B rpymme, nomyuasuieit [FN-a.
CepbesHble  HeXelaTenbHbIE  sABIEHUS, CBs3aHHble C  Jedenunem (CHSACJII), Obuin
3aperucTpupoBanbl y 23,7 % ManueHTOB, TMOJTYYaBIIMX CYHUTHHHO, U y 6,9 % ManueHTos,
nosnyyaBunx IFN-a. Tem He MeHee, yacTOTa Cily4aeB IPEKPAICHHs y4aCTHs B UCCIIEIOBAHUH B
CBSI3U C pPa3BUTHUEM HEXeNaTelbHbIX sBIEHUM cocraBisia 20 % y HanuMeHTOB, MOJy4YaBIIUX
cyHUTUHUO, u 23 % y manmentoB, nonyyaBmux I[FN-o. BpemenHoe mpekpaieHue mnpuemMa
npenapata norpedoBasioch y 202 mauuentoB (54 %) B rpymme, mojiydyaBliell CYHUTHHUO, U
141 manmenTa, nonydaBmiero IFN-o (39 %). CHuxenue 103bl mpemnapara MmoTpedoBaIoch y
194 nanuentos (52 %) B rpymnne cynutiuHuOa 1 98 nanuenTos (27 %) B rpynne IFN-a. [TanueHTs
MONyyalnu JIEYeHHe [0 MPOrpeccCHpoBaHus 3a00JeBaHMs WM BBIXOJA M3 HCCIEIOBaHUA.
[lepBuuHOil KOHEUHOM TOYKOM oueHkn >pdextuBHocTH cayxuna BBIl. Pesynbrarst
3aIJIaHUPOBAHHOTO MTPOMEKYTOUHOTO aHaJIN3a MPOJIEMOHCTPUPOBAIN CTATUCTUUECKH 3HAYMMOE
npeumyiiectBo cyHutuHuOa Han IFN-o B manHoMm wuccnenoBanuu. Meamana BBIT B rpymme
cyHuTuHMOa coctaBuwia 47,3 Henenu no cpaBHeHuto ¢ 22,0 Hepenssmu B rpymmne IFN-o; OP
cocraBuno 0,415 (95 % AU: 0,320; 0,539, p-snauenne < 0,001). Jlpyrue KOHEYHBIE TOYKHU
Bmrodasin YOO, OB u Ge3omacHocTs. [IpoBeneHne OCHOBHOW PEHTIE€HOJOTHMUECKOW OIICHKH
MPEKPAIIAIOCh TOCE JOCTUKEHUS MEPBUYHON KOHEYHOM TOYKH. B 3aKIIFOUMTEILHOM aHaIu3e
YOO no onenke uccnenoparenem cocrasuia 46 % (95 % JAU: 41 %, 51 %) B rpymnme cyHuTHHUOA

u 12,0 % (95 % OU: 9 %,16 %) B rpynme IFN-a (p < 0,001).
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IFN-a. Meaunana OB cocraBuna 114,6 nenenu B

rpymme cyautuanba (95 % JAW: 100,1; 142,9) u

94,9 nenenu B rpynne IFN-a (95 % AW: 77,7; 117,0) ¢ otHomenuem puckon 0,821 (95 % [AU:

0,673; 1,001, p = 0,0510 ¢ ucnonbp3oBaHUEM HECTPATH(PHUITUPOBAHHOTO JIOTPAHTOBOTO KPUTEPHSI).

Hannbie mo obmieit BBII nu OB, naGmogaBmuecs B monymsauu ITT (ycTtaHoBneHHBIE mpu

[EHTPAIM30BaHHOI PEHTI€HOJIOTUYECKOI OIIEHKE), CYMMHPOBAHBI B TabmuIe 3.

Ta6auna 3. Kparkas nadopManus no KOHEYHbIM TOYKAM OLEHKH 3(P(PeKTHBHOCTH NpPH

JeyeHUH He JiedeHHOro panee MITIKP (monyasiuus I'TT)

KpaTkast nngopmanusi o BbIKHBAeMOCTH 0e3 CyHuTnHuo IFN-a
NporpeccupoBaHust (N=375) (N=375)
[TarrieHThI, y KOTOPBIX HE OBLIO 3apETHCTPUPOBAHO

MIPOTPECCUPOBAHNE 3a00IEBAHMS WK JI€TAIbHBIH 161 (42,9) 176 (46,9)
ucxon [n (%)]

[larueHThl, y KOTOPBIX OBLIO 3apErUCTPHUPOBAHO

POrpeCcCUpOBaHKe 3a00I€BaHUS HITH JICTATbHBIN 214 (57,1) 199 (53,1)
ucxon [n (%)]

BBII (Heaenn)

Ksapruns (95 % JAN)

25 % 22,7 (18,0; 34,0) 10,0 (7,3; 10,3)
50 % 48,3 (46,4; 58,3) 22,1 (17,1; 24,0)
75 % 84,3 (72,9; 95,1) 58,1 (45,6; 82,1)
HecrparudunmpoBanHsrii anamm3

Otnomenne puckoB (cyHutuHHO versus [FN-a) 0,5268

95 % 1M as1st OTHOIIEHHSI PUCKOB (0,4316; 0,6430)
p-3HaveHue? <0,0001

KpaTtkas nndgopmanus no odmei CyHuTHHHO IFN-a
BbIKHBAEMOCTH (N =375) (N =375)
[TaneHTs!, y KOTOPBIX AaHHBIE 10 JIETATLHOMY 185 (49,3) 175 (46,7)
ncxoxy O6butn Hem3BecTHHI [n (%)]

VYmepinne marents [n (%)] 190 (50,7) 200 (53,3)

OB (aenenmn)

Ksaptuns (95 % JAN)

25% 56,6 (48,7; 68,4) 41,7 (32,6;51,6)
50 % 114,6 (100,1;142,9) 94,9 (77,7;117,0)
75 % HIT (HIT, HIT) HIT (HIT, HIT)
HectparudunupoBaHHblil aHaN3

Otnowenne puckos (cyHutuHuo versus IFN-a) 0,8209

95 % AW anst OTHOILIEHHS PUCKOB (0,6730;1,0013)

p-3HavyeHue® 0,0510

Coxkpamenus: JJW — noBepUTENbHBI WHTEpBAT;

«TMAIMEHTHl, KOTOPBIM Ha3zHa4yeHo JieueHue»; N — konnuectBo nanuentos; HII — ve npumennmo; OB —
oOm1ast BEDKMBaeMocTh; BBII — BepkHBaeMocTh 6€3 mporpeccupoBaHusl.
* C ncnosp30BaHNEM 2-CTOPOHHETO JJOTPAHTOBOTO KPUTEPHSI.

IFN-a — wuntepdepon anbda; ITT — BeiOopka

35




COOTBETCTBYET 3KCNEPTHOMY OTYETY
27 03,2025 M= 8205

OT £/ U3 _ZUL0

(NOCNEOQCBATENEHOCTE 0004)

LI P B

Pegpaxmepnuiii k yumoxurnam mIIKP

HccnenoBanne cyHutuHHOa (dazbl 2 TPOBOAWIOCH Yy TALMEHTOB, pedpakTepHBIX K
OPEIIECTBYIONICH Tepanuy LUTOKMHAMH — HHTepiehkuHoM-2 wiu IFN-o. 63 manuenra
MOJIyYyald HayalbHYIO 03y CYHUTHHHOa 50 Mr BHYTpPh OJIMH pa3 B CYTKH B Te€ueHUE 4 Helelb
HOJPSA C MOCIEAYIOUINM 2-HeeNbHBIM NepepblBOM. [TONHBIN UK Tepanuu COCTaBUII, TAKUM
obpazom, 6 Henenb (Cxema 4/2). IlepBHUHOW KOHEYHOM TOYKOW OIECHKH 3PPEKTUBHOCTH ObLIA
YOO B COOTBETCTBUU C KPUTEPHUSIMHU OLICHKH OTBETA COMUIHBIX omyxoiei Ha Tepanuto (RECIST).
B manHoM wucciaemoBaHMM 4YacTOTa OOBEKTHBHOIO OTBeTa cocrtaBmiaa 36,5 % (95% JIU:
24,7 %;49,6 %) u Mequana BpeMeHH 10 nporpeccupoBanus 3abonesanus (BAIL) — 37,7 nenenu
(95 % AU: 24,0;46,4).

st ouenku 3¢ deKTUBHOCTH U Oe3omacHocTH cyHuTnHIOa y nanuentos ¢ [IKP, pedpakrepupim
K TMpeauIecTBYIOUIEH Tepanuy LUUTOKMHAMH, ObLIO MPOBEICHO MOJATBEPKIAIONIEe, OTKPBITOE,
MHOTOIIEHTPOBOE HCCIIEI0BAaHUE C OAHOU rpymoii, B koTopoM 106 manueHToB MOTyYHIN XOTSI OBl
onHy 103y cyautuHuOa 50 Mr mo Cxeme 4/2.

[lepBUYHOI KOHEUHOW TOYKOH OIEHKH 3PPEKTHBHOCTH B JaHHOM uccienoBannu Obuta YOO.
Bropuunsie koHeunble Touku BkItoyanu B/II, nponomkutensuocts otBeta (I10) u OB.

YOO B maHHOM HcclIeqoBanuu cocrasuia 35,8 % (95 % JU: 26,8;47,5 %). Meauana JIO u OB
el1e JOCTUTHYThI HE ObUIH.

HDO0IDK

Onenka 3¢ppexTuBHOCTH U 0€30MaCHOCTU MOHOTepanuu cyHUTHHHOA B 103¢ 50 mr (1o Cxeme 4/2)
y mnamueHtoB ¢ HeomnepabenbHoit HDOOIDK mnpoBoaunack B OTKPBITOM, MHOTOLIEHTPOBOM
uccienoBanuu (assl 2. B koropre M3 66 NAUMEHTOB C OINYXOJIbIO W3 KIETOK OCTPOBKOB
Jlanrepranca nmepBUYHAs KOHEYHAS TOYKA YAaCTOTHI OTBETOB cocTaBmiia 17 %.

Bb110 MpoBeeHO ONOPHOE, MHOTOLIEHTPOBOE, MEXAYHAPOJHOE, PAaHIOMU3UPOBAHHOE, ABOHHOE
cienoe, IUIANE00-KOHTPOJIUpYyeMoe HccieqoBaHue ¢a3pl 3 1O  OLEHKE MOHOTEpanuu
CYHUTHHHOOM Yy ManueHToB ¢ HeonepabenpHoit HOOIDK.

[TateHTHI MODKHBI OBUTM WMETh JOKYMEHTAIBHO MOJTBEPXKIEHHOE IPOTPECCHpPOBAHUE
3aboneBanus (Ha ocHoBe KputepueB RECIST) B teuenue mnpenmectByrommx 12 mecsies.
[TatmenTs! 66U pangoMu3upoBansl (1:1) Ha nmomydyeHne cyHuTHHNOA B 103€ 37,5 MI O/IUH pa3 B
cyTku 6e3 repepsiBa B ieuenuu (N = 86) i mrare6o (N = 85).

OcHOBHas Lenb MCCIENO0BAaHUs 3aKirodanach B cpaBHeHMH BBII y manmeHTOB, moiaydaBIINX
CYHUTHHHUO, ¥ MAIIMEHTOB, MMOJIy4aBIIKX Mu1ane6o. Jpyrue koneunsle Touky Bkiatoyanu OB, YOO,
ucxopl, cooduiennsie nanuentamu (MCII), u 6e3omacHOCTb.

Jlemorpaduueckue mokazaTesd ObUIM COMOCTABUMBI B TPYIIE CYHUTHHUOA W TPyIIe Iuiamneoo.

Kpome Toro, y 49% mnanueHtoB, TMONy4aBIIMX CYHUTHMHHO, OOHapy>KuBajach
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NAIMEeHTOB B 00EUX IpyIax BhISABISIIMCH METACTa3bl B TICUCHH.

B uccnenoBanmnu 6110 pa3penieHo UCIOJIb30BaHIE aHAJIOTOB COMAaTOCTATHHA.
[IpeniiecTByIONIYyI0 CUCTEMHYIO TEpalMio MOJy4dald B oOmiei cioxHocTh 66 % manueHToB B
rpynne cyHutuHuOa u 72 % mnanueHToB B rpymme ruiane6o. Kpome Toro, 24 % nanueHToB B
rpymIe CyHUTUHUOA IPUHUMAIN aHAJIOT'M COMATOCTaTHHA, B IPYIIE IU1aned0 JaHHOe 3HAYCHUE
cocraBisiio 22 %.

B wuccnenmoBanum ObLIO MPOJAEMOHCTPUPOBAHO KIMHUYECKH 3HAYUMOE IPEUMYILECTBO
CYHUTHUHHOA MO CPaBHEHMIO C TUIale00 B OTHOIIEHUHU BbKMBAEMOCTH 0€3 MPOrpecCUpOBaHMUs 1O
OLIGHKE wHccienoBarens. MeauaHa BBDKMBAEMOCTH 0€3 TpOrpecCUpoBaHHs 3a00JIEeBaHUS
cocraBisiia 11,4 u 5,5 Mecsnes B rpymnmnax, MoJiydyaBIMX CyHUTUHHUO U 1u1a1ie00, COOTBETCTBEHHO
(otHomenue puckoB: 0,418 (95 % JAU: 0,263; 0,662), p-3nauenue = 0,0001). Anamoruynsie
pe3ynbTaThl ObUIM TMOJYYEHBI, KOTJa Ui OINpeAeNeHUs] MPOrpecCupoBaHus 3aboieBaHMs TpU
OLICHKE OITYXOJIM UCCIIEI0BATEIEM ObLIIN NCIIOJIB30BaHbl OLIEHKH OTBETA OIIyX0JIM, OCHOBAHHBIE HA
kpurepusix RECIST, uro otpaxkeno B tabmuie 4. OTHOIIEHHWE PUCKOB B IOJIb3Y CYHHTHHHOA
HaOJI0/1AI0Ch BO BCEX MOATPYMNIAaxX MPOaHAIU3HUPOBAHHBIX MCXOIHBIX XapaKTEPUCTHUK, BKIIOYAs
aHAJINU3 MO KOJIMYECTBY MPEIUIECTBYIOUIMX KYpCOB CUCTEMHON Tepanuu. B oOrieil cioxHOCTH
29 manueHToB B TpyIIe CyHUTHHUOA U 24 B rpynmne mianedo He MoNyJaid MpealecTBYIoImei
CUCTEMHOM Tepalluu; CPeau 3TUX HalMEeHTOB cooTHoueHue puckoB misg BBII coctasuno 0,365
(95 % Ou: 0,156; 0,857), p =0,0156. AHanoruuHbsIM 00pa3oM, cpeau 57 MalMEeHTOB B TPYIINe
cyHuTHHHOA (B ToM uucie 28 ¢ 1 Kypcom IpeaiiecTByomei cucteMHol Tepanuu u 29 ¢ 2 uiu
Oosee KypcaMu MpeAIIeCTBYIOIIEH CUCTEMHON Tepanuu) U 61 nanuenTa B rpyImie mniamnedo (B Tom
yucie 25 ¢ 1 Kypcom TIpeamecTByromeld cucTeMHOW Tepanuu u 36 ¢ 2 wiu 0oliee Kypcamu
IpEIIeCTBYIOIIEH CUCTEMHOM Tepanuu), oTHomieHne puckoB st BBIT cocrasuio 0,456 (95 %
JU: 0,264; 0,787), p = 0,0036.

Ananmu3 ayBctBUTENnbHOCTH BBII mpoBoawmiics B citydasix, KOTJla MPOTPECCUPOBAHUE OIMYXOIHU
OBLIIO OIpeNeseHO Ha OCHOBAaHWHU OLIEHKHU MCCIEAO0BaTElIeM, a TakKe, KOIJia JAaHHbBIE BCEX
NalMEeHTOB, MOJABEPTHYTHIX LIEH3ype MO MNPUYMHAM, OTJIMYHBIM OT OKOHYAHUS HCCIEeIO0BaHMA,
aHanmu3upoBanu kak sieiaeHus BBIL. B stom ananuse Oblia mpoBefeHa KOHCEpPBATHUBHAS OLEHKA
a¢exTa JIedeHNsT CYyHUTHHHOOM U TIOATBEPIKICHBI JaHHBIC TIEPBUYHOTO aHAIHM3a C OTHOIIEHHEM
puckoB 0,507 (95 % JAU: 0,350; 0,733), p=0,000193. Tlo pexoMeHmanuu HE3ABUCHUMOTO
KOMHTETa IO MOHMTOPUHIY JaHHBIX omopHoe wuccienoBanne HOOIDK Obuto mocpouHo
IpeKpalleHo, U NepBUYHAs KOHEUHas Touka OblJla OCHOBaHa Ha OLIEHKE MCCIeloBaTeNeM, UTo,

BO3MO>KHO, TMOBJIUSIIO Ha OLIEHKY 3 dexTa edeHus.
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IIPOBEJEH HE3aBUCUMBIN LeHTpanu3oBaHHbIM cienoil aHanu3 (HLICA) cHMMKOB, pe3ynbTaThbl

KOTOpPOro MOATBEPAMJIA OLEHKY HccienoBaTesd. [lomydyeHHble pe3ynbTaTbl NPEACTABIECHBI B

Ta0muue 4.
Tabauna 4. Pe3yabrarbl

uccjaegosannu ¢aspl 3

3¢ PeKTUBHOCTH CYHHUTHHHOA

npu JgedyeHun HIOIDK B

CyHUTHHHO Inane6o OtHomienune | 3HaveHue p
(N = 86) (N = 85) PHCKOB
(95 % AN)
BrDKHBaeMOCTh 0e3
0,418
MPOTPECCUPOBAHUS 3a00JieBaHUs 11,4 5,5 (0.263: 000012
(Menuana, mecsusl, 95 % W) mo | (7,4;19,8) (3,6;7,4) 0 ,662), '
OLIEHKaM HCCIIe[0BaTeIs '
BrpKrBaeMocTh 0e3
MIPOrPECCUPOBAHUS 3a00JIeBaHUs
(Memmana, wecsupl, 95% W) 0,401
12,6 54
MOJyYeHHAas: Ha OCHOBE OIICHKH (0,252; 0,000066*
(7.4, 16,9) (3,6; 6,0)
OTBETa OIMYXOJU IIOCIE MPUMEHEHHS 0,640)
kputrepueB RECIST k oueHkam
OITyXOJIM UCCIICJIOBATEIIEM
BrenkuBaemocTsb 0e3
MIPOrPECCUPOBAHUS 3a00JieBaHUs 0.315
(Memuana, Mecausl, 95 %  JIN) 12,6 5.8 (0’,181; 0,000015°
MOJTyYCHHAsT c momomesio | (11,1; 20,6) (3,8;7,2) 0.546)
HE3aBHCHUMOTO  IEHTPAIM30BaHHOTO '
CJIETIOTO aHaJK3a OIEHOK OIMYXOJIH
Obmas BBEDKHBAaEMOCTh
0,730
[mocnenyroniee  HaONMOJCHWE B 38,6 29,1 (0.504: 0.0940°
Teuenue 5 ner| [Memuana, mecauwsl | (25,6; 56,4) (16,4; 36,8) 1 '057)’ '
(95 % AN)] '
YacTora 00BeKTHBHOrO OTBeTa [% 9,3
’ ’ 0 HIT 0,0066°
(95 % AN)] (3,2; 15,4)
Coxkpamenus: I — moBepurenbHbIil nHTEpBaI, N — KonmmuecTBo nanuentoB, HII — He mpumennmo,
HOO0IDK — HeliposHIOKpHHHBIE OIMyXOonu NokenynouHoi sxene3sl, RECIST — kputepun oreHku
OTBETa COJUIHBIX OIyXOJIeH Ha TEPAITHIO.
& 2-cTopoHHUH HecTpaTH(PUIINPOBAHHBIN JIOTPAHTOBBIA KPUTEPHUH.
b Tounplii kpuTepuii Gumepa.
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1007 CyHuTUHUG (n=86)
Meauana 11,4 mecAaua
90

@ Mnayebo (n=85)

\g 80 MepguaHa 5,5 mecaua

8 70

&2

o —

Sg 60

22 J

sg 50

s 3 i

g 40

58 30 5

g '

2 L—m

§_ 20 l——

2 OtHowenue puckos = 0,42 by

10 95% AW (0,26-0,66) -
P=0,0001 |
0 !
T 1 T T T 1 1
0 3 6 9 12 15 18 21
Bpems (mecsubl)

Yncno naumeHTos,
NoaBEPKEHHBIX PUCKY
CyHUTUHWG 86 52 34 20 15 4 2
MNnayedo 85 42 20 9 2 2 2

Coxpamenus: /I — noBeputenbHblil uHTEpBAT;, N — KOmn4yecTBo naruenToB; BBII — BenkuBaeMocTh 6e3
nporpeccupoBanust; HOOIDK — HeliposHIOKpHHHBIE OMYXOJIH MOIKETYA0YHOM JKee3bl.

Ha momenT 3aBepmienns uccienoBanus ganneie mo OB eme He 6butn ToTOBEI [20,6 MecsieB (95 %
JA1 20,6, HEe AOCTUTHYTO) JUIs TPYIIBl CYHUTHHHOA B CPABHEHUH C HEJOCTUTHYTHIMU 3HAYEHUSMU
(95 % IO 15,5, He AOCTUTHYTO) JUIsl TPYIIbI Mmianedo, oTHomenue puckos: 0,409 (95 % U:
0,187, 0,894), 3nauenue p = 0,0204]. B rpynrme cynutnHnOa ObIIO 3aperuCTpUPOBAHO 9 ciiydaeB
JIETATBHOTO MCXOa U B TpyIe mianedo — 21 ciayyai.

[Tpu mporpeccupoBanuu 3a00JIeBaHUS PaHAOMHU3ALMOHHBIA KO/ IMAllMEHTOB PACKPBIBAJCS, H
nanueHTaMm, MoTy4YaBIIuM Manedo, mpeagarail OTKPhITOe JeUeHne CYyHUTUHUOOM B OTIEIhHON
daze mpoaoIDKEHUS HCClIeIoBaHusA. B CBSI3M ¢ TOCPOYHBIM MPEKpAIICHHUEM UCCIISIOBAHUS ObLT
PACKPBIT paHAOMHU3AMMOHHBIA KOJT OCTABIIUXCS MAIUEHTOB, KOTOPHIM TaK)Ke OBLIO TIPEIONKEHO
OTKPBITOE JICUEHHUE CYHUTHHHOOM B OTIENBbHOHN (pa3ze MpOAOKEHHUs uccieqoBaHus. B obmieit
cnoxHOCTH 59 manuenToB u3 85 (69,4 %) u3 rpynmnsl 1mianedo nepenuiv K OTKPHITOMY JISYSHUIO
CYHUTHHHUOOM TIOCTIE IPOTPECCUPOBAHUS 3a00JIEBAHUS WIH TIPU PACKPHITHH PAHIOMH3AI[HOHHOTO
KOJIa 1O 3aBeplieHnto uccienoBanus. OOmas BeokuBaeMocTh (OB), momydeHHas mocne 5 yer
HaOII0/IEHU B IPOJITICHHOM MCCIIeIOBaHNH, MTOKa3ana oTHoteHue puckos 0,730 (95 % 1N 0,504,
1,057).

JlaHHBIE ONMPOCHUKA MO OIEHKE KAdyecTBa XKU3HU OHKOJOTMYECKHMX NalueHTOB EBpomnenckoit
OpraHu3aIliH 10 HCCIIE0OBAHUAM U JICUCHHIO OHKOJIorHueckux 3abonesanuii (EORTC QLQC-30)

IHoKa3ajiu, 4TO o6mee I‘J'I062U'IBHO€, CBA3aHHOC CO 3J0pPOBBEM KAYCCTBO JKHU3HU U
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5 pyHKIIMOHAIBHBIX JOMEHOB ((pu3nueckoe, DOJ‘ICBOQ _I;OEQ'IZ_I;I%HJ;HEMOHH

conuanbHOe (YHKIIMOHUPOBAHUE) COXPAHSUIUCh y TAIMEHTOB, MOJYYaBIIUX CYHUTHHUO, TIO
CPaBHCHHMIO C TAIMCHTaMH, MOJY4YaBIIMMH IUTale0o, U COMPOBOXKIAIUCH OTPAHUYCHHBIM
BIIMSIHUEM HEXeJaTeIbHBIX 2(()EKTOB.

bbulo  mpoBeneHO  MEXAyHapOAHOE  MYJIBTUIIEHTPOBOE  HECPABHHUTEIBHOE  OTKPBHITOE
uccienoanne (asel 4, B KOTOPOM OlleHUBATH d(H(HEKTUBHOCTh U OE30MACHOCTh CYHUTHHUOA Y
MAIMCHTOB C MIPOTPECCUPYIOIUMHU pacipocTpaHEHHBIMUA/METACTATHICCKUMHU
BbICOKOM (P (hepeHIInpoBaHHBIME HeornepadenbHbiMu HOOITK.

106 mamuenToB (61 mamWeHT B KOTOPTE TMAI[MEHTOB, paHEe HE IMOIYYaBIIUX JICUCHHUE, H
45 NaneHToB B KOropTe MOCIEAYIOIUX JIMHUNA TEPANUN ) IPUHUMAIN CYHUTUHUO BHYTPb B 103€
37,5 Mr OZIMH pa3 B CYTKU B COCTaBE MPOJIODKUTEIHHON €XKETHEBHON TeparvH.

[To onenke uccnenosarenss BBII cocrapnsima 13,2 mecsna kak B obmed nomymsauuu (95 %

noBepuTenbHbI uHTEpBan: 10,9, 16,7), Tak U B KOropTe MalMEHTOB, paHee HE MOJTy4YaBIIMX

nedenue (95 % noeepurenbHbIi uHTEpBa: 7,4, 16,8).

eTH
OmnbIT NpUMEHEHHS CYHUTHHHOA MAIllMEHTaMH ISTCKOTO Bo3pacta orpanuyeH (cm. paszaern 4.2.).

Beuto mposeneHo nccnenoanue ¢hasel 1 ¢ yBeamueHHEM 103bI IEPOPaTbHON (hOpMBI CYHUTHHUOA,
B KOTOPOM IIPUHSUIA ydacTHe 35 mauueHToB, BKItoyas 30 nmaiueHToB 1eTCKOro Bo3pacra (0T 3 10
17 ner) m 5 mamueHTOB rOHOIIECKOTO Bo3pacTa (oT 18 mer mo 21 roma) ¢ pedpakTepHbIMH
COJIMJIHBIMU OIyXOJISIMH, OOJBIIMHCTBO M3 KOTOPHIX OBLIM BKJIIOYEHBI B HCCIEIOBaHHUE C
NEPBUYHBIM JIMarHO30M OITyXOJIM T'OJIOBHOTO Mo3ra. B mepBoil yacTu JTaHHOTO MCCIeI0BaHUs
HaOJ01amach KapJIMOTOKCUYHOCTh, JUMHUTHPYIOIAs /103y, B pe3yjbTaTe 4ero Obula MpUHSATA
HoNpaBKka K TPOTOKOJY MCCIENOBAaHUS Ul MCKIIOYEHUS M3 MCCIEOBAHUS MAlMEHTOB C
IPEIUIECTBYIOIUM BO3ICHCTBHEM TEpaluH, MUMEIOLIEH MOTCHLIHAIbHYIO KapIUOTOKCHUYHOCTH
(BKJIIOYAsl aHTPALMKINHBI), WIM BO3/AEWCTBUEM 00iyueHuss Ha cepaue. Bo Bropoil yacTtu
HCCJIEIOBAHMS C YYAaCTHUEM IALMEHTOB € IPEAIIECTBYIOIIEH TPOTUBOOITYXO0JIEBOM TEpANME, HO
6e3 GaKTOpOB pPUCKA KapAHOTOKCHYHOCTH, CYHHTHHHUO B 03¢ 15 mMr/mM? B cytku mo Cxeme 4/2 B
1esoM ObIT MEePEeHOCHM U KIMHMYECKH yrpasiseM. [IodHbIM WM 9acTUYHBIM OTBET HE ObLI
JOCTUTHYT HH y OJHOTO W3 YYaCTHHKOB HcclieqoBanusa. Y 6 mamuertoB (17 %) mabmroganach
ctabunuzanus 3a0oneanus. Onun nanueHt ¢ [ MCO, yyacTByromuil B MCCIeA0BaHUH, MOTydal
103y 15 mMr/m%, HO Kakux-Tu6O JOKA3aTeNbCTB MOJB3BI TIOMy4eHO He ObIo. HexemaTenbHble
peakiuu ObLTH, B [IEJIOM, aHAJIOTUYHBI TEM, KOTOpPbIE HAOIIOIANINCH Y B3pOCIBIX (cM. pasaen 4.8.).
OTtkpeiTOoe HccneaoBanue 2 ¢as3pl OBLIO TMPOBEACHO y 29 ManMeHToB, BKIOYas 27 MalMeHTOB

neTckoro Bo3pacta (oT 3 A0 16 5er) u 2 coBEpIIEHHONETHUX MAallMEeHTOB (B Bo3pacTe oT 18 no
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19 net) ¢ TIAMOMOW BBICOKOW CTEMEHH 3JIO a%cmé%éﬂﬁ%ﬁ@égﬁ%ﬁ':"'arpéﬁ%%&oﬁ.

HccnenoBanue OBUIO 3aKPHITO BO BpEeMsl 3aIlJITAHUPOBAHHOTO MPOMEKYTOUHOTO aHAIM3a U3-32a
HEJ0CTaTOYHOCTU KOHTpoJId 3a 3a0osneBanneM. Menunana BBT cocraBuina 2,3 mecsua B rpynne
I'BC3 u 2,7 mecsna B rpynime ¢ aneHauMoMoi. Meauana o6mieit OB cocraBisuia 5,1 mecsia B
rpynre I'BC3 u 12,3 mecsiia B rpyine ¢ snenaumomoii. Hanbonee pacipocrpanenasivMu (> 10%)
3aperuCTPUPOBAHHBIME TOOOUYHBIMH YPPEKTaMH, CBI3aHHBIMU C JICYCHUEM, Y MTAIMEHTOB B 00CHX
rpynnax ObUIM CHUXeHHE duciia HelrpodmioB (6 mamueHtoB [20,7 %]) u BHyTpUUepemHOe
kpoBousnusuue (3 mamuenta [10, 3%]) (cMm. pa3gen 4.8.).

Jannsle uccnenoBanus 1/2 $ha3sl nepopanbHOro npueMa CyHUTHHHOA, TPOBEIEHHOTO C Y4acTHEM
6 nmaunuenToB aerckoro Bospacta ¢ ['ICO B Bo3pacte ot 13 no 16 ser, KOoTOpble MOJIydalu
cyHuTHHHO 10 cxeme 4/2 B 103ax oT 15 mr/m? B cyTku 10 30 Mr/mM? B CYTKM, U MMEIOIIHECS
omyOnuKoBaHHbIe JaHHble (20 ManUEHTOB JETCKOrO BO3pacTa WM COBEPUICHHOJETHHX
naimeHToB ¢ ['MCO) mnokaszanu, 4YTO J€UYeHUE CYHUTHHHOOM TMPUBENO K CTaOWIM3aluu
3aboneBanus y 18 uz 26 (69,2 %) nanuenTtos, b0 mociie OTKa3a OT UMaTWHUOA, OO Hpu
HerepeHocumocTu  nocneaHero (y 16 manmentoB u3 21 HaOmopanach crabuiu3anus
3abosieBanus), Wik de Novo/mocie oneparyu (y 2 MAIMEHTOB M3 5 HaO01amach CTaOUIIH3aIHs
3aboneBanus). B uccnenoBanuu 1/2 ¢aspl crabuiausanus U IPOrpPecCHpOBaHUE 3a00JICBaHUS
HaOmogammMch y 3 W3 6 MalMeHTOB NpH KaxJIoM ciydae (1 mamueHT Moaydyusa WMaTUHHO
HEOAbIOBAHTHO M | MAIMEHT MOJydWJI MMAaTUHUO aJbIOBAaHTHO, COOTBETCTBEHHO). B TOM ke
uccienoBann 4 u3 6 manueHtoB (66,7 %) UCHBITHIBAIIM MOOOYHBIE 3PQEKTHI, CBA3aHHBIE C
nedyenueM 34 cremeHu TsbkecTu (tunodocdaremuss 3 creneHU TSHKECTH, HEUTPONEHUS U
TPOMOOIMTONICHUST Y | ManueHTa Mpu KaKIOM ciydae M HEHTpONeHUs 4 CTETNEeHU TKECTH Y
1 manuenra). Kpome Toro, B myOIMKanusx coo0anoch O CASAYIOMNX HEKeTaTETbHBIX PEAKITUIX
3 CTeNeHu TSHKECTH, IEPEHECEHHBIX 5 MallMeHTaMU: YCTaIOCTh (2), HeXXeNlaTeIbHbIE PEaKIuu CO
CTOPOHBI  KETyJOYHO-KUIIIEYHOTO TpakTa (BKIOYas jauapero) (2), TeMaTolornyeckue
He)KelaTeNIbHbIe peakiuu (BKiItodas aHemuio) (2), xoneuuctut (1), runeprupeos (1) 1 Myko3uT
(2).

[Monmynsuonnslit aHanu3 gapmakokuHetuku (PK) u papmakoknHeTuku u hapmMakogMHAMUKU
(OK/®JI) Obut BbIMONHEH B 00beMe, MO3BoOJsIOLIEM 3KcTpanoiaupoBath PK u kimoueBble
KOHEUYHBIE TOYKH 0€3011acHOCTH U 2(P(HEKTUBHOCTH CYHUTUHHOA y MMAIIMEHTOB IETCKOTO BO3pacTa
¢ 'MCO (Bo3pactHasi: 617 ner). JlaHHbII aHAIN3 OCHOBAH Ha JAHHBIX, COOPAHHBIX Y B3POCIBIX
narueHToB ¢ [MICO uny COMMIHBIME OMYXOJIIMH, & TAaKXKe y MAIlMeHTOB JETCKOTO BO3pacTa C
COJMIHBIMU  omyxoisMu. Mcxoas U3  MOIENMPOBaHUS, MO-BUAMMOMY, OTCYTCTBYET
OTPHIIATEIEHOE BIUSHHE OOJiee MOJIOJIOTO BO3pacTa W MEHBINEH MacChl Teja Ha IMOKa3aTeln

6e30macHOCTH U 3()PEKTUBHOCTH P SKCIO3UIIMY CYHUTUHUOA B 1s1a3Me KpoBH. OTpHLIaTeaIbHOe
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JUIsE CyHUTHHHOA BBISBICHO HE ObUTO. B OCHOBHOM, 3TO COOTHOIIIEHUE ObLIO OOYCIOBICHO €ro
AKCHO3ULIMEN B IIa3MeE.

EBpomneiickoe areHTCTBO IO JICKAPCTBEHHBIM CpEACTBaM OTKAa3aJoCh OT NpaBa TpeOOBaHUs
BBITTOJIHEHUSI  00sI3aTEIbCTBA TPEJAOCTABICHUS PE3yJIbTaTOB HCCICIOBAHUN TPUMEHEHUS
CYHUTHHHOA BO BCEX MOATPYIIAX MAIMEHTOB JETCKOrO BO3pacTa JUlsl JICUCHUS paKa IMOYKH W
MOYCYHBIX JIOXAHOK (32 HCKIII0UeHHEM HedpoOiacToMbl, HepobiacToMaTo3a, CBETIOKICTOYHON
CapKOMBI, ME300JIACTHYECKOW HE(POMBI, KAPIUHOMBI U3 KJIIETOK MO3TOBOTO BEHIECTBA MOYECK U
pabaouaHo# omyxonu mo4ku) (cM. pasaen 4.2.).

EBpormeiickoe areHTCTBO IO JICKAPCTBCHHBIM CPEACTBAM OTKA3aJoCh OT MpaBa TPeOOBaHUS
BBITTOJIHEHHUST  00sI3aTeIbCTBA NPEJAOCTABICHUS PE3yJbTAaTOB HCCIACIOBAHUN PUMCEHCHHUS
CyHUTHHHOA BO BCEX MOATPYIIAX MAIMEHTOB JIETCKOrO BO3pacTa JUIsl  JICYCHUS
racTPO’HTEPONAHKPEATHUECKUX  HEHPOSHIOKPHUHHBIX  ONMyXoJied (32  HCKIIIOUCHHEM

HEWPOoOJIaCTOMBI, HEHPOTAHTIINO0JIACTOMBI U )EOXPOMOIIMTOMBI) (CM. pazaein 4.2.).

5.2. ®apMaKkoOKHHeTHYeCKHEe CBOicTBA

Ouenky ©K cynutuHn6a npoBoAUIH ¢ ydactueM 135 310poBbIX JOOPOBOIBIIEB U 266 MallMEHTOB
C COJMJIHBIMH OIYXOJIIMU. Y BCEX HAIMEHTOB C COJMJIHBIMM ONYXOJSMU U Y 370pPOBBIX
n00poBoIIBIeB HaO IO AaIach cxoxas OK.

B nuamnazone 103 ot 25 no 100 mr 3HayeHHs IUIOIIAIU [0/ KPUBOM KOHIIGHTpAIMs Ipernapara B
iazme KpoBH — BpeMst (AUC) u Cmax YBETMUMBAIOTCS IPONOPLUOHAIBHO J03€ npenapara. [Ipu
MOBTOPHOM €XEJHEBHOM IIpUE€ME CYHMTHHHOA €ro KOHILIEHTpalMs 3a CcueT KyMYJISIuu
noBbllIaercs B 3—4 pasza, a ero NepBUYHOr0 akTUBHOro Meradonuta B 7—10 pa3. PaBHOBecHbIe
KOHIIEHTPALMN CYHUTHHHOA M €ro NepPBUYHOTIO AKTHUBHOTO META0O0JIUTA TOCTUTAIOTCS B TEUCHHE
10-14 gueii. K 14 a0 cymmapHasi KOHIIEHTpALUsl CyHUTUHHOA U €ro akTUBHOTO METaboINTa B
r1a3mMe KpoBH coctaBisuia 62,9—101 Hr/mit, 9To SIBJISETCS [ETICBOM KOHIICHTpAIUEH (110 JaHHBIM
JOKJIMHUYECKUX HCCIEA0BaHUN), HEOOXOAMMON i WHruOupoBaHus (PochopriInpoBaHUs
penenTopoB iN Vitro U 3aep>KKH/OCTAaHOBKH POCTa OIMYXOJH IN VIVO. DKCIO3MIUS TTEPBUYHOTO
aKTUBHOTO MeTabonuta coctaBisieT oT 23 % a0 37 % ot obmielt skcno3uruu. [Ipu moBropHOM
€XKeJIHEBHOM TpUEME WJIU MPOBEACHUM MOBTOPHBIX LHUKIOB B HUCCIENYEMBIX /033X 3HAUYUMBIX

n3MeHeHnit B @K cyHuTHHNOA UM €ro MepBUYHOI0 aKTUBHOTO METa00JIMTa OTMEUYEHO He OBLIO.

AOGcopbuus

Bpems goctrkeHHs MaKCUMaTbHON KOHIEHTPAUU Cmax cocTaBisuio 6—12 gacoB (Tmax) mocie

npuema BHYTpb. [Iprem numy He BauseT Ha OMOJOCTYTHOCTh CYHUTUHUOA.
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Pacnpenenenue

In vitro cBsi3piBaHne CyHUTHHHOA U €r0 IEPBUYHOTO aKTHBHOT'O MeTa0O0IUTa ¢ OelKaMHu I11a3Mbl
coctaBisuio 95 u 90 %, COOTBETCTBEHHO, 0€3 SIBHOW 3aBUCHUMOCTH OT KOHIIEHTpaluu. Benmnurnna
pacueTHOro obOwnema pacmnpenenenus B TKaHsax (Vg) CyHUTHHHOA ObUla 3HAYUTECIBLHOHU U

cocrasisia 2230 11, yTO yKa3bIBAa€T HA €r0 PACIpEACICHUE B TKaHIX.

MeraloyinuecKkre B3auMOaeCTBUL

Paccuntannbie B yclnoBusX iN Vitro 3HaueHus koHcTtaHThl Ki U1 BceX MCCie0BaHHBIX H30(opM
P450 (CYP) (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYPZ2EL,
CYP3A4/5, CYP4A9/11) ykas3piBaqu Ha TO, YTO CYHHUTUHHO M €ro NEpPBUYHBIA AKTUBHBIN
MeTaboJIUT HE 00JIaJaf0T CIOCOOHOCTHIO K KaKUM-THO0 KIMHIUYECKH 3HAYUMBIM JIEKapCTBEHHBIM

BSaHMOHCﬁCTBHHM C IIpeliapaTtaMu, KOTOpPbIC MOT'YT MeTa60J’II/I3I/IpOBaTbCSI O3THUMH CbCpMCHTaMI/I.

Buorpancdhopmariusa

Metabonu3m cyHUTHHHOA ocyliecTBisieTcss B OcHOBHOM u3opepmeHToM CYP3A4 depmenra
CYP, B pesynbrare uero o0pasyercsi MepBUYHBIA aKTUBHBIN METaOOJIHUT, AE33TUI CYHHUTHHHO,
KOTOPBIH Jlajiee MeTaboIM3UPYETCs TEM K€ N30(PePMEHTOM.

Crnenyer u3berarb OJTHOBPEMEHHOTO NMPUMEHEHHsI CYHUTUHHOA C CHUIBHBIMU MHIYKTOPAaMH HITH
unruoutopamu CYP3 A4, mockosibKy 3TO MOXKET IMOBJEYb 32 COOON M3MEHEHHE KOHIEHTpPAIlUU

CyHUTHHHOA B TU1a3Me KpoBu (cM. pasaensl 4.4. u 4.5.)

DIMMUHALUA

CyHUTHHHO BBIBOAUTCS B OCHOBHOM C KaioMm (61 %); yepe3 moukd B BHIEC HEU3MEHEHHOT'O
BEIIIECTBA U €r0 METaO0JIMTOB BBIBOAUTCS MPUMEPHO 16 % oT BBeeHHOI 103b1. CYHUTHHMO U €ro
NEPBUYHBIN aKTUBHBIA META0OJHUT SIBISIFOTCS OCHOBHBIMU BEIIECTBaMH, OOHApY)KCHHBIMH B
mrasMe, Mode M QeKamusX ¢ paJrioaKTHBHOCTHIO cooTBeTcTBeHHO 91,5 %, 86,4 % u 73,8 %.
Bropuunbsie MeTaboinThl OOHAPYKMBAIOTCA B MOYe M (peKaIusiX, HO HE OOHApy>KUBAIOTCS B
maszme. Oommit kmupenc (CL/F) npu npueme BHYTpb nocturan 34—62 yi/gac.

[Tocne ogHOKpPATHOTO MEPOPATBHOTO MpHeMa Iperapara 3J0pOBBIMH JOOPOBOJBIIAMUA BpPEMS
TIOJTYBBIBE/ICHHUS] CYHHTHHHOA W €ro MEePBUYHOTO aKTHBHOTO JE33THIIMPOBAHHOTO METa0OJHTa

cocraBirsieT 40—60 1 80—110 yacoB COOTBETCTBEHHO.
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CyHuTtHHUO siBisieTcst cyocTparoM addaroxcHoro tpancnoprepa BCRP in vitro. B kimHIHuecKOM
uccnenoBannu A6181038 onHoBpemenHoe mpuMmeHneHue reputuHnOa, naruouropa BCRP, ne
OPUBOJMIO K KIMHUYECKH 3HaYMMOMY BIUSHUIO Ha Cmax 1 AUC cyHutuHu6a wim o61ero
KojaudecTBa mpemnapara  (CyHHTHHHO + metabonut) (cMm. pasgen 4.5.). Dto  ObuIO
MYJIBTUIIEHTPOBOE, OTKPBITOE WUccienoBanue 1/2 (¢aspl, oOIleHUBaWImee OE30MacHOCTh |
NEPEHOCUMOCTh, MAaKCUMAJIbHYIO MEPEHOCHMYIO 103y U IPOTHUBOOIYXOJEBYIO AKTUBHOCTh
CyHUTHHHOA B KoMOMHauuu ¢ reputuHuO0oM y mnanueHtoB c¢ MIIKP. dapmakokunernka
reutuanOa (250 mr B cytku) u cyautunuoda (37,5 mr [Koropra 1, n = 4] wim 50 mr [Koropra 2,
N =7] B cyTku B Te4eHHe 4 HEACIb C MOCIEAYIOIINM NIEPEPHIBOM Ha 2 HEJENH) MPU COBMECTHOM
IIPUMEHEHUN SIBJISUIACH BTOPUYHOM KOHEYHOM TOUYKOoWM ucciaenoBanus. HMsmenenus OK
napaMeTpoB CYHHUTHMHHOA He ObLUTM KIMHHUYECKH 3HAYUMBIMU M HE YKa3blBaJM Ha KaKoe-TuOO
B3aMMOJICICTBHE JIEKAPCTBEHHBIX CPEJCTB; TEM HE MEHEe, yUUThIBasi OTHOCUTEIILHO HEOOIBIIIOEe
KOJIMYECTBO TanueHTOB (T.e. N =7 +4) u yMepeHHO BBICOKYIO BapHaOCIbHOCTh 3HAYCHHUU
(apMaKOKMHETUYECKHX TIapaMeTPOB Y YYAaCTHUKOB WCCIEAOBAHMS, CIEAYeT C OCOOBIM
BHUMaHUEM TMOJIXOAWTh K UHTeprpeTanuu pe3yiabTatoB @DOK B3auMoaelcTBUS MeEXAy

nperiaparaMu B 3TOM HCCJICJOBAHUU.

Oco0Bble IPVIIILI TAIMEHTOB

Ileuenounas nedocmamounocms

CyHUTHHHUO M ero MepBUYHBIM MeTab0IUT METabOIN3UPYIOTCS IPEUMYILIIECTBEHHO (epMEHTaMuU
neyeHd. CucTeMHass HKCHO3UIMS IOCI€ OJHOKPATHOTO IpueMa J03bl CYHUTHHHOa Oblia
OJIMHAKOBOM y NAIIMEHTOB C IEYEHOYHON HEJOCTATOYHOCTBIO JIETKON M CPETHEN CTENEHU TSKECTH
(xmaccel A u B no knaccudukanyu Yaiing — [1p10) Mo cpaBHEHHIO ¢ MAIUEHTAMH C HOPMAJIbHOMN
¢ynkuueit nedeHn. CyHUTMHMO He WU3y4alcs Yy TAlMEHTOB C TsDKEIOW Me4eHOYHOH
HenocTatouHOCThIO (Kiace C mo knaccudukanuu Yang — [1p10).

W3 uccnenoBaHuid, NMPOBEAECHHBIX Y OHKOJIOIMYECKHUX OOJIbHBIX, HCKIIOYAINCH MAllMEHTHI C
ypoBasiMu AJIT unu ACT B > 2,5 pa3a Beimie BI'H (BepxHsist rpanuiia HopMsl) uiau B > 5,0 pasza
Beiie BI'H npu Metacrasax B IIEUEHH.

Iloyeunasn neoocmamounocmo

[TonmynsioHHBIM  (hapMaKOKMHETHYECKUH aHalu3 TOoKa3ald, YTO KaXyIIMHcs KIUpEHC
cynutnauba (CL/F) ne 3aBucen ot knupenca kpeatnnuna (KK) B ananusupoBaBmuxcs npeaenax
42-347 mn/muH. Ilocne oJHOKPAaTHOrO BBEIEHUS CYHUTMHHOA €ro CUCTEMHAas SKCIIO3UIMS He
MEHSIAach y MalMEHTOB C TSHKEJIOM CTENEeHbI0 MOYEUHOM HeJOCTaTOYHOCTH (KIMPEHC KpeaTHHUHA

menee 30 MJI/MHH) B y TalneHTOB ¢ HopMainbHOH (yrkmmei moyek (KK > 80 mn/mun). Hecmotps
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

reMo/IMain3a y MaueHToB ¢ TePMUHAIBHON MMOYEYHON HEIOCTaTOYHOCThIO, Y TAKUX MAIlMEHTOB
CHCTEMHasl SKCIO3UIMs Oblia Huke Ha 47 % i cynutuHuOa 1 Ha 31 % Ui ero mepBUYHOTO

MeTaboIHTa o CPAaBHEHUIO C MAIMEHTAMHU C HOPMaJIbHOU (DYHKIIMEH TTOYeK.

Macca Tena u KauecTBO YKU3HU

[TomynsIMOHHBIA (papMaKOKHHETUYECKUH aHAIM3 TIOKAa3aJl, YTO HET HEOOXOIMMOCTH KOPPEKIIUU
HAYaJIbHOM J103bI IIperapaTa B 3aBUCUMOCTH OT MaccChl Tela U Ka4ecTBa )KU3HU 110 KJIaCCU(PUKAIUU

Bocrounoii o0benuaenHoi rpynmsl oHkojoroB (ECOG).

ITon
Wmeroruecst AaHHbIe MOKa3bIBaloT, 4To Kaxymuiics kiupeHc (CL/F) cyHuTuHHOA y JKEHIIUH
MO3KeT ObITh Mpubau3uTenbHo Ha 30 % Hibke, 4eM Yy MYXK4YKH, OJJHAKO 3Ta pa3HuIlla He TpebyeT

KOPPEKIMH HA4aIbHOM /1036l CYHUTHHHUOA.

eTH
OmbIT MPUMEHEHUS] CYHUTHHNOA MAllMeHTaMU JIETCKOr0 Bo3pacrta orpanuueH (cMm. paszen 4.2.).
beuin npoBesneHbl nomyssuoHHble aHanu3bl PK cBogHOro Habopa JaHHBIX B OTHOIIEHUU
B3pociibiXx nanueHToB ¢ [MMCO u conuaHpIMM OMyXOJSIMM U NAIMEHTOB JETCKOI'O BO3pacTa C
COJIMIHBIMU OIYXOJIAIMH. BBUIO NpOBENEHO IOIIAroBO€ MOJEIMPOBAHME C KOBapuaTaMu Ul
OLIEHKHU BJIMSIHUS BO3pAcTa U Macchl Tena (001meil Macchl Tesla WK IO TOBEPXHOCTH Tella),
a TaKke JpYrux MepeMeHHbIX Ha BakHble ®PK mapameTrpel CyHUTHHHOA M €ro aKTHUBHOTO
MeTabonuta. Cpeau UCIIBITAHHBIX KOBapHaT, OTHOCALINXCS K BO3PACTy U Macce Teja, BO3pacT ObLI
3HaYMMOM MepeMEHHON B OTHOILIEHUH KaXYIIErocs KIMpeHca CYHUTUHNOA (YeM MEHbIIIE BO3pacT
nalMeHTa JETCKOrO BO3pacTa, TeM HWXKe Kaxymuiics kiupeHc). Ilo ananorum miomazas
MOBEPXHOCTU Teja ObUla 3HAYMMOW KOBapuUaTOW MO KaXyIIEMYCs KIMPEHCY AaKTHUBHOTO
MeTabonuTa (4eM MEHbIIIE IJI0a/1b IOBEPXHOCTH TeNa, TEM HUXKE KaXKYIIUICSI KIMPEHC).

Kpome Toro, Ha ocHOBe KoMILIeKCHOTO nonyisinnoHHoro @K ananusa o0beAMHEHHBIX JaHHBIX U3
3 uccienoBaHMN y MAIMEHTOB JETCKOTO Bo3pacTa (2 HccieloBaHUs Y JIeTe C COJMIHBIMU
onyxoysimu U 1 uccnenoBanue ['MMCO; Bo3pact: ot 6 ner no 11 ner u ot 12 nmet mo 17 ner),
UCXOJHOe 3HaueHue miomanau nosepxHoctu tena (IIIIT) Obuto mocToBepHON KOBapuaToi AJis
KaXYIIerocs: KIIMpeHca CYHUTHHNOA U €ro akTUBHOTO MeTabonuTa. Ha ocHOBaHMM 3TOro aHain3a
OKHJIAETCS, YTO 1032 MpuOmm3uTensHo 20 Mr/mM? B CyTKH y TIAIMEHTOB JETCKOTO BO3PACTa, C
nokazarensimu [T mexay 1,10 u 1,87 M?, 00ECTICYUT COMOCTABUMOE BO3/ICHCTBHE CYHUTHHHUOA

M €r0 aKTUBHOTO MeTabonuTa B Tuiazme (ot 75 1o 125 % ot AUC) B3pocasim nanuentam ¢ [ UCO
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IpY Ha3HAuYeHUM CyHUTHHHMOA 1o 50 Mr B CYIKH IO el :FKIFEH 235l 2 ql/I'v}?jﬂ B

UCCIICIOBAaHUAX C Yy4YaCTHEM IMAIMeHTOB JETCKOTO BO3pacTa HayalbHas 7032 CYHUTHHHOA
2 .
cocraBisiia 15 mr/m* (Ha ocHoBanuu MII/I, onpeneneHHON B HMCCIIEIOBAaHUH IO YBEITUYECHUIO
1036l 1 (dasel, cM. pasaen 5.1.), KOTOpIH y ManueHToB AeTckoro Bo3pacta ¢ [MICO yBenmuuumcs
10 22,5 Mr/M%, a 3arem 10 30 Mr/mM? (He JOIDKHA IPEBHIIATH OOIIYIO 103y S0 MI/CYyTKH) B
3aBUCHMOCTH OT 0€30MacHOCTH / IEPEHOCUMOCTH Tpenapara il WHIUBHIYyaIbHOTO MalueHTa.
Kpome Toro, corimacHo OmyOJMKOBaHHBIM JHMTEPATYPHBIM JAaHHBIM IO HAIMEHTaM JETCKOTO
Bo3pacta ¢ I'MCO, pacuerHas HayaipHas 103a BapbupoBajach oT 16,6 Mr/m> mo 36 mr/m?,

YBEJIMYHBAsACH 10 1036l 40,4 MI/M? U He TIpeBbIIIAst OOIIYIO 103y 50 MI/CYTKH.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MaCHOCTH

B uccieoBaHusIX TOKCMYHOCTH MHOTOKPATHBIX /103 IPOAOKUTEIBHOCTBIO 10 9 MECSLEB Y KPbIC
U 00€3bsSH M3MEHEHUS B OCHOBHBIX OpPraHaX-MHUILIEHSX BBIBIUIUCH B JKEJIYIOYHO-KUIIEUHOM
TpakTte (pBOTA U Auapes y 00e3bsH), HAAIMOYSYHHKAX (3aCTOM KPOBH B KOPE M/WIIM KPOBOTCUCHHE
y KpBIC ¥ 00€3bsSiH, HEKPO3 C MOCIeIyrImmM (GuOpo30M y KpBIC), TeMOIUM(OTIOITHICCKON
cucteMe (HU3Kas KJIETOYHOCTh KOCTHOTO MO3Ta ¥ JTMM(OUIHOE HCTOLICHNE TUMYCa, CEIE3EHKH U
IMM(ATHYECKUX Y3JI0B), SK30KPHUHHOM MOKENyIOUHON >Kene3e (IerpaHyssius alMHapHbIX
KJIETOK C HEKPO30M OTJEIBHBIX KJIETOK), CIIFOHHBIX JKele3ax (aunHapHas rTurepTpodus), cycraBax
(YIUI0THEHHE POCTOBBIX IIACTUHOK), MaTKe (aTpodusi), IMUHUKAX (CHUKEHHOE (DOJUTUKYISIpHOE
pa3BuTHe). Bce naHHble ObUIM NOJIYYEHbI NPU KIMHUYECKH 3HAYMMBIX YPOBHSIX SKCIO3UIMU
cyHuTHHMOa B 1U1a3Me. JlomonHuTenbHble APQEKTs, KOTOpble HAOMIONANUCh B JPYTHX
UCCIIEIOBaHMX, BKIoyanu: yuiuHeHue uHtepBana QTc, cumwxenue OBJDK u artpoduro
CEMEHHBIX KaHAJIbIIEB, YBEIMUEHHbIE ME3aHTHAJIbHbIE KIIETKH B MouKax, kpoBoreueHue B JKKT u
CJIM3UCTOM PTa, U THIIEPTPO(DUIO KIIETOK NepeIHel 1onu runodusa. M3smenenus B matke (arpodust
SHJIOMETPUS) M KOCTHBIX IIACTUHOK pocTa ((u3eanbHOE YTONIIEHHE WIN AUCIUIa3Us XpsIa)
CUMTAIOTCS CBSI3aHHBIMU € (PapMaKOJIOTHYECKUM JIeHCTBUEM CYHUTHHUOA. BONBIIMHCTBO U3 ATUX

M3MEHEHUH BO3BpalllajIiCh B HOPMY uepe3 2—6 HeJlenb 110CiIe OKOHYaHUs JICUEHUS.

['eHOTOKCHYHOCTh

['eHOTOKCHYECKUH TOTCHIIMAT CYHUTHHHOA oueHuBaics INVitro u invivo. CyHuTHHHO He
o0nanan MyTareHHOCThIO Yy OakTepuil TNpU HUCIHOJIB30BaHUU MeETabOIMYECKOil aKTHBalluy,
BBbI3bIBAEMON TeuYeHbl0 Kpblc. CyHUTMHHO HE HWHAYLIHMPOBAT CTPYKTYPHBIX XPOMOCOMHBIX
abeppaumii B numdonmrax mnepudepudeckod KpoBu soged invitro. IMommmionmus
(MHOrOYHCIIEHHBIE XpPOMOCOMHBIE a0eppalun) Habmoaanach B auMdouuTax nepupepudeckoit

KPOBH JIIOJCH IN VILr0 kak MpW HaJWYWH, TaK U B OTCYTCTBHHM METaOOJMYECKON aKTHBAIIHH.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

I'eHOTOKCHYECKMI OTCHIMaJl OCHOBHOI'O aKTUBHOI'O MeTa00IuTa HE OLICHUBAJICA.

KaHI11eporeHHOCTh

B 1-MecsiaHOM HCClIeIOBaHUM TI0 TIO00PY 10361 C MEpOopalibHBIM BBesieHneM depes 30H7 (0, 10,
25, 75 wnmu 200 MI/Kr/cyT) ¢ HENPEpPBIBHBIM €KEAHEBHBIM MPHEMOM Y TPAHCTEHHBIX MBIIICH
muauu rasH2 npu camoii BeicOKoit nccnenyemoit no3ze (200 Mr/kr/cyTt) HaOII0AaTHCh KapIIMHOMA
U TUIIEpIUIa3usi OpPYHHEPOBBIX Kelle3 JBEHAAIATUIIEPCTHON KUIIIKH.

6-MecsiyHOE HCCleIoBaHUE KaHIIEPOTEHHOCTH C MEepOpaibHBbIM €KEIHEBHBIM BBEACHHEM
npemapara depe3 30H7 (0, 8, 25, 75 [cHmxena mpo 50] MI/Kr/cyT) IpOBOAMIN HAa TPAHCTEHHBIX
mbimax JuHuM rasH2. [acTponmyopeHanbHble KapLUWHOMBI, YBEJIMYEHHE CIIydaeB (DOHOBBIX
FEMAHTMOCAPKOM  W/WIM  THUIEPIUIa3ud  CIU3UCTOM  JKedyAKa  HaONoJaauch  MOpu
n03ax > 25 MI/Kr/cyT mocie NpoJoKUTETFHOCTH BBeAeH s | uu 6 mecsies (B > 7,3 pasa Bbllle
AUC y nanueHToB IpH BEJACHUU B peKOMEHyeMoi cyTtouHoi go3e [PCII]).

B 2-nernem uccnenoBanuu kaueporeHHoctr Ha kpbicax (0, 0,33, 1 wim 3 Mr/kr/cyTt) BBeCHHE
CYHUTHHHOA B BHJIE 28-THEBHBIX KYPCOB C MOCIEAYIONIMM MPUMEHEHUEM 7-THEBHBIX TIEPHOJIOB
0e3 JieyeHHs] MPUBOAMUIIO K YBEIMUYEHUIO 3a00JIeBa€MOCTH (PEOXPOMOLIUTOMON U TUIEPILIA3UU
MO3TOBOTO BEIIECTBA HAJMOYEYHUKOB y CaMIIOB KPBIC, IMOJYYaBIIUX JO3bI 3 MI/KI/CYTKU B
teueHnue > | rona (B > 7,8 pasza Beime AUC y nanuenTtoB ripu Bepenun B PCJI). Pak OpyHHEepoBbIX
JKeJle3 pa3BUBAJICA B IBEHAIATUIIEPCTHON KHUILKE PH 103aX > | MI/KI/CyT y caMOK U 3 MI/Kr/cyT
y CamIlOB, W THUNEpIUIa3us KIETOK CIM3UCTOM OOOJOYKM B IKEIE3UCTOM YacTH IKelyaKa
Ha0I01amach y caMIOB MpHU 03¢ 3 MI/KI/CyT; 3T nu3MeHenus Bosnukanu npu AUC B > 0,9, 7,8
u 7,8 pa3a coorBercTBeHHO mnpebimaronx AUC y nanueHToB, noay4yaBmux npenapat B PCJI.
3HAYUMOCTD OITYXOJIEBBIX U3MEHEHUH, HAOII0JaeMbIX y MbllIel (TpaHCTeHHBIX JTUHUH rasH2) u
KPBIC B UCCIICIOBAHMSIX KAHIIEPOTCHHOCTH TIPH JICUCHUH CYHUTHHHUOOM, UISl YeIOBEKa OCTAETCS

HESICHOM.

PemnponykrtuBHag u sMOprodeTaibHasi TOKCHYHOCTD

BoznelictBuss mpemnapara Ha JKEHCKYIO WM MYXKCKYIO (EpTUIBHOCTh B HCCIIEJOBAHMSIX
PENpoayKTUBHOM TOKCUYHOCTH HE HaOM01aoch. TeM He MeHee, B MCCIeI0BaHUSIX TOKCUYHOCTH
C MHOTOKPaTHBIM BBEJECHHEM J103, MPOBEACHHBIX Ha Kpbicax M 00e3bsHaX, ObUIO OTMEYEHO
BO3/ICIICTBIE Ha JKEHCKYI0 (epTHIBHOCTH B ¢GopMe (GOJUTHMKYISIPHOW aTpe3uu, JereHepaluu
JKEJITHIX TeJl, I3MEHEHUS SHOMETPHS B MaTKE U CHI)KEHUE Beca MaTKU U SUYHUKOB MPU YPOBHSIX
KJIMHUYECKH 3HAYMMBIX CHUCTEMHBIX SKCIO3MIMU. Bo3neiicTBue Ha MYyKCKyI0 (epTHIBHOCTh

OTMECYAJIOCh B (I)opMe aTPO(I)I/II/I CECMCHHBIX KaHaJbICB B CEMCHHHKAX, CHMKXCHHUU KOJIMYCCTBA
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Iy3BIPHKOB IIPH YPOBHSIX 3KCIIO3UILIMU B IUIa3Me, B 25 pa3 MPEBBIAIONUX YPOBHU CHCTEMHOM
AKCIIO3ULUH Y YETIOBEKA.

VY Kpelc Obula O4eBUIHOW 3MOpuodeTanbHas cMepTHOCTb. OHA BbIpakanach B 3HAYUTEIHLHOM
CHIDKEHMM KOJIMYECTBAa KMBOI'O ITOMETA, NOBBIIIEHUH 4YHUCIA pe3opOnMi (paHHUX M OOIIMX),
MOBBIIIEHUH TNOCTUMIUIAHTAIMOHHOW THOENH W MOTEPH BCEro momera y 8 u3 28 OepeMEeHHBIX
CaMOK IIpH YPOBHSX 3KCIO3ULMHU B 5,5 pa3a IPEBBILAOIINX YPOBHU CUCTEMHOU JKCIIO3ULUU Y
YyesioBeKa. Y KPOJHMKOB CHUKEHHE Macchl OEpEeMEHHOW MAaTKU M KOJIMYECTBAa >KUBBIX IIJIOJOB
Ha0JII01aJI0Ch BCIIEACTBUE MOBBIIEHUS YHUCIa Pe30pOLuii, MOBBIIEHUS TOCTUMILUIAHTAL[MOHHON
ru0eny M MOJHOW MOoTepu momera y 4 u3 6 OEpeMEHHBIX CaMOK IPU YPOBHSAX SKCIO3HMIUHU B
wiasMe, B 3 pa3a MNPEBBILAIOUIMX YPOBHU CUCTEMHOW SKCIO3MLIMU Yy 4enoBeka. JleueHue
CYHUTHHHMOOM B /103€ > 5 MI/KI/CYTKHU Y KPBIC B IEPHOJ OpPraHOT€He3a MPUBOIWIIO K BIUSHUIO HA
pa3BUTHE, NPOSBIAIOIIEMYCSI B YBEJIMYCHUH KOJIMYECTBA ITOPOKOB Pa3BUTHS CKeJleTa y IUIOAA,
[JIABHBIM 00pa3oM XapaKTepU3YIOILUXCS 3aMEIJICHHOM occuuKanue IpyAaHbIX/TIOSICHUYHbBIX
[I0O3BOHKOB, KOTOpPbIE BO3HUKAIM IPH YPOBHAX HKCHO3UIMH B IUIa3Me€ KpOBH, B 5,5 pasa
IPEBBIIIAIONINX YPOBHU CUCTEMHOW SKCIIO3ULIMU Yy YEJIOBEKa. Y KpOJIMKOB IPU YPOBHAX
9KCHO3MLIMH, IPUMEPHO PaBHBIX HAOII0AaeMbIM B KIIMHUYECKOM IPAKTUKE, BIUSHUE Ha Pa3BUTHE
ObUIO NPEJICTABJICHO NMOBBIIIEHHBIM KOJIMYECTBOM CIY4aeB pacLIeNUHBbl I'yObl, a IPU YPOBHAX
BO3JCHCTBUS B 2,7 pa3a MpEBBILIAIOIIMX YPOBHU CHCTEMHOM 3KCIO3ULIMM Yy 4YeJIOBEKa —
pacuienHbI TYOBI U HeOa.

Cynutunau6 (0,3, 1,0, 3,0 MI/Kr/CyTKH) OLICHHMBAIM B HWCCJIEIOBAHMS TPEe- U TMOCTHATAIHLHOTO
pa3BUTHs y OepeMEeHHbIX KpbIc. Bo BpeMs OGepeMEeHHOCTH U B NMEpPHOA JAaKTALUU MOKa3aTesn
IPUPOCTa MACCHI TeJa MaTePsMU MPH J103€ > 1 MI/KI/CYTKH, ObLIIM CHHXKEHBI HO HE Ha0JI0Jal10Ch
TOKCHUYECKOT0 AEHCTBHS HA MATEPUHCKYIO PENPOAYKTUBHYIO (DYHKIUIO B 103aX J10 3 MI/KI/CYTKU
(omenounast skcmozuiuss B > 2,3pasa Beime AUC y mnamuentoB, mnomydaBmumx PCJI).
Hab6nroanock CHIKEHME MacChl Tella y IOTOMCTBA B TEUEHHE ITEPUO/I0B 10 U IIOCIE PEKPaIeHUs
IPYJHOTO BCKapMJIMBaHUs NMpH A03€e 3 Mr/Kr/cyTku. IIpu noze 1 Mr/kr/cyTku (mpubau3uTenbHast
skcniosunust B > 0,9 paza Bemme AUC y manmenToB, nomydaBmmx PCJI) smOpuoderambHON

TOKCUYHOCTH HE HAOIII01a10Ch.

6. PAPMAIEBTUYECKHUE CBOMCTBA
6.1. [lepeyeHb BCIOMOTaTeJbHBIX BElIECTB
Cepxkoren, 12.5 Mr, Karcyabl

IToBumon K30*

[emtrono3a Mukpokpuctaumyeckas (MKL 102)
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Maruus creapat

Kancyna meepoas srcenamunosas
Kopnyc

Kenatun

Turana nuokcun (E 171)
Kenesza okcun kpacusiii (E 172)
Kenesa okcun xentoiii (E 172)
Kpovrweuxa

Kenatun

Turana nuokcun (E 171)
Kenesa okcun kpacubiii (E 172)
Kenesa okcun xentoiii (E 172)

Yepnuna

[emnaka rmazypu 45 % pactop (20 % sTepuduupoBaHHbIii) B 3TaHOIe™™*

Turana quokcun (E 171)
N3onponunoBeiii ciupt™*™*
H-Oytunosernii ciupt**

[TporuneHraMKoIB**

CepkoTeH, 25 Mr, Kalcyibl

TToBumon K30*

Henmronoza mukpokpuctamumueckas (MKL] 102)
Kpockapmeriosa HaTpus
Marnus creapat

Kancyna meepoas scenamunosas
Kopnyc

Kenatun

Tutana quoxcun (E 171)

Kenesza okcun kpacusiii (E 172)
Kenesza okcun xentsiii (E 172)
Kpviuweuxa

Kenatun

Turana quokcun (E 171)

Kenesza okcun kpacusiii (E 172)
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Kenesa okcun xentoiii (E 172)
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Kenesza okcun uepnsiii (E 172)

Yepnuna

[Hennaka rnazypu 45 % pactop (20 % sTepuduirpoBaHHbIi) B 3TaHoIe™™*

Turana auokcun (E 171)
W3onponunoBelil ciupt*™*
H-OytunoBsrii coupt*™*

[TponmieHrmMKons **

Cepkoren, 50 mMr, KancyJisl

TToBumon K30*

Lemmronosa mukpokpuctammyeckas (MKIL] 102)
Kpockapmemnnosa HaTpus
Marnus creapar

Kancyna meepoas swcenamunosas
Kopnyc

Kenatun

Turana auokcun (E 171)

Kenesza okcun kpacusiii (E 172)
Kenesa okcun xentoiii (E 172)
Kenesza okcun yepnsiii (E 172)
Kpviweuxka

Kenatun

Turana auokcun (E 171)

Kenesza okcun kpacusiii (E 172)
Kenesza okcun xentoiii (E 172)
Kenesza okcun uepHslii (E 172)

Yepnuna

lennaxa rnazypu 45 % pactBop (20 % sTepuduuupoBaHHbIit) B 3TaHOIE* ™

Kenesza okcun uepnslii (E 172)
H-OyTunoBslii ciupt™**

Bopa ounmennas™*
[IponuieHrauKos**

OtaHois 6e3BOAHBIN**

W3onponunoselil ciupt**
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AMMMaka pacTBOp KOHIICHTPUPOBAHHBIN**

CEPTHOMY OTUETY

* comeprkanue nepokcuaa He 6onee 150 ppm

** He copepKarcs B IEKapCTBEHHOM IIpenapare, yAAIsS0TCs BO BpEMs BHICBIXaHUS YEPHUI

6.2. HecoBmecTUMOCTH

He npumennmo.

6.3. Cpok roaHocTH (CpOK XpaHeHHsl)

2 roja.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH

He xpanute npu tremmneparype Boiie 25 °C.

6.5. XapakTep u cojep:kaHHe MEPBUYHOI YIAKOBKH

[Io 7 xkamcyn mNOMENIAIOT B KOHTYPHYIO SYEHKOBYIO YHAKOBKY M3 (DOJIBIM TPEXCIOHHOMN
(momuBHHWIXJIOPUA/GOIbra  aTIOMUHHEBAs/OPUCHTHPOBAHHBIA  TOMWaMuJ) ©W  (OJIBru
AITFOMUHHUEBO.

[To 4 KOHTYpHBIX SYEHKOBBIX YIAKOBKH BMECTE C JIMCTKOM-BKJIAJIBIIIEM MTOMEIIAIOT B MMAa4YKy U3

KapToHa.

6.6. Oco0ble Mepbl MNPeJOCTOPOKHOCTH TNPH  YHUYTOKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WM OTXOA0B, TMOJYYEHHBIX IOcjde NPHMEHeHus:
JIEKApPCTBEHHOI'0 Mpenapara, u Apyrue MaHuIyJIsiMU ¢ NpenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHU S
Poccuiickas ®@eoepayus

AO «Padapmar

399540, JIuneuxkas o6., paiton TepOyHckuid, c. TepOyHsl, yi. JlopoxkHas, 1. 6A
Ten.: +7 (47474) 2-16-72

DnexkTponHas nmoura: rafarma@rafarma.ru
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7.1. llpencraBuTeb ep:KaTeisl PperucTPAuOHHOL0 v%trol%&enﬁﬂm%ﬁlpnrgpm %'}nosa

HDCTGHSI/II/I HOTD66I/ITGJICI/I HalpaBJIATH I10 aApPECyY.

Poccuiickas ®@edepayus, Pecnyonuka Apmenus, Pecnyoruxa benapyce
AO «Padapmar

399540, JIunenkast 0011., paiton TepOyHckwuii, c. TepOynsl, yi. JlopoxHas, 1. 6A
Ten.: +7 (47474) 2-16-72

DnekTponHas noyra: pharmacovigilance@sotex.ru

Pecnyonuxa Kazaxcman

UII «YTerenosa b.A.»

050022, r. Anmarsl, yin. MayneHoBa, 1. 123 «ay, kB. 7

Ten.: +7701-707-61-81

OnekrponHas mouta: b.utegenova_ip@mail.ru

Keipevizckasn Pecnybnuka

0OcOO «PapmaPer»

720038, r. bumkek, mxpH. [[xan-23, n. 90, k8. 1

Ten.: +996 (312) 25-74-79

DnekrponHas modra: pharmareg@pharmareg.pro

8. HOMEP PETHCTPALIMOHHOI'O YIOCTOBEPEHUS
JITI-Ne(006079)-(PT-RU)

9. IATA TEPBUYHOM PEIMCTPAIIMM (ITIOATBEPXKJIEHHS PETHMCTPAIIMH,
MNEPEPETUCTPALIUN)

Mara nepBoii peructpauuu: 1 uromns 2024 roxa.

10. JATA IEPECMOTPA TEKCTA

OO011ast XxapakTepUCTHKa JIEKapCTBEHHOT o mpernapara CepkoTeH JOCTyIHa Ha MHPOPMALMOHHOM

noprtaje EBpa3HﬁCKOFO 9KOHOMHUYCCKOIo COor3a B I/IH(I)OpMaI_II/IOHHO'KOMMYHHK&HHOHHOﬁ CETHU

«Hurepuer» http://eec.eacunion.org/
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