COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 23.03.2026 M2 5921
(NCCNEOOBATENEHOCTE 0009)

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

CYHWIN®, 12,5 mr, Kancymibl.
CYHUIIU®, 25 mr, Karcybl.
CYHWIN®, 50 Mmr, KancyJsl.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTBytOIIIEE BEIIECTBO: CYHUTHHHO.

CYHWJIN®, 12.5 Mr, Karcyibl

Kaxxnas xancyna cogepxut 12,5 mr cynutunuba (B BUe Manata).

CYHWJIN®, 25 Mr, Karcyisl

Kaxxnas xancymna cogepkut 25 Mr cyHuTHHHOA (B BUIEe Majiara).

CYHWJIN®, 50 Mr, Karcyisl

Kaxxnas xancyna cogepxut 50 Mr cyHutuHuOa (B BUAC Majara).

BemecTBa, HanuunMe KOTOPBIX HAJ0 yYYUTHIBATH B COCTaBE JIGKAPCTBEHHOTO IperapaTa: HaTpui (CM.
pasnen 4.4).

[TonHbI TepevYeHs BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancyusl.

CYHWJIN®, 12.5 Mr, Karcvyibl

TBepple sKemaTHHOBBIC Karcyiibl Ne 3 ¢ KOpITycOM M KPBIIIKOW eToro mnpera. CoaepKuMoe Karcyi —
CMECh MOPOIIIKA U TPAHYJT OT JKEJITOr0 JI0 OPAHIKEBOT'O IIBETA.

CYHWJIN®, 25 Mr, Karcyibl

TBepnble kenatuHoOBbIe Karcynbl Ne 1 ¢ KOpImycoM M KpbIIIKOW KopuuHeBoro 1msera. Conaepkumoe
KarcyJ — CMECh IIOPOILKa U IPaHyJl OT JKEITOr'0 10 OPaH)KEBOI'O LIBETA.

CYHUIIN®, 50 mr, Kancyiasl

Tsepabie xenaTuHOBBIE Karcybl Ne 0 ¢ KOpITycoM U KpbIIIKO# po3oBoro 1Beta. CoJepKuMoe Karcyi —
CMECh MOPOIIKA U TPaHy OT JKEITOr0 JJO OPAHkKEBOTO 1IBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K NPUMEHEHHI0
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[pemapar CYHUJIN® mokasaH K IPUMEHEHHUIO Y BIPOCIIBIX TI0| CIEMYEOTIAM MOKaBABMAM: T | (004)

e HeornepalenabHbIe U/UITH METAaCTaTUYECKUE TaCTPOMHTECTUHANBbHBIE cTpoMalbHble omyxonu (I MCO)
npu orcyrcTBUM dddexkTa OT Tepanuu HMATUHUOOM BCJIEACTBUE PE3UCTEHTHOCTH WM
HEMEePEeHOCUMOCTH;

® pACIPOCTPAHCHHBIN W/WIM METacTaTU4YeCKUil mouedHokIeTouHbld pak (MIIKP) y mammeHntoB, He
MOJIyYaBIIUX paHee Crenu(UYecKoro JIeYeHUs,

® pacHpOCTPaHEHHBIN W/WIM MeTacTaTHYeCKuil moueyHokiaeTouHbli pak (MIIKP) mpu orcyrcrBumn
a¢dekTa OT Tepanuu HIUTOKUHAMM;

e HeomepaOelnbHBIE WM METACTATUYECKUE BBICOKOAU((EPCHIIMPOBAHHBIE HEUPOIHIOKPUHHBIC
omyxoJiu nopkenyaouHoi xxenespl (HOOIDK) y B3pocibix ¢ mporpeccupoBaHueM 3a00JI€BaHMUS;

® aIBIOBaHTHAs Tepanus NAMEHTOB ¢ BBICOKUM prickoM peruansa [IKP nocie HegpaxkTomum.
4.2. Pe:kxuM 103MPOBaHUS U CIOCO0 MPUMeEHEHHU s

Jleuenue npenaparom CYHUJIN® cneayeT nmpoBOAUTH MOJ HAOIIOJIEHUEM Bpada, MMEIOIIETO OIBIT
paboThI C IPOTHUBOOITYXOJICBEIMHE IpENapaTaMu.

Pexxum 103upoBaHUS

T'YCO npu omcymcmeuu 3¢pgpexma om mepanuu uUMamuHubOOM 6c1e0Cmeue pe3suUcmeHmHoCmu Uil
HenepeHoCcumMocmu

Pexomenayemast mo3a mpenapara coctasisieT S0 Mr OoAuH pa3 B CYTKH BHYTPh B TeueHUE 4 HeIelb
C MOCJENYIOINUM TepepbiBoM 2 Hemenu (pexkum 4/2). IlomHblii UUKI Tepamuu COCTaBISET, TaKUM
obOpa3om, 6 HeJEeIb.

Pacnpocmpanennvui u/unu mIIKP y nayuenmos, ne noayuaguux panee cneyuduieckozo jeuenus uiu
npu omcymemeuu dpexma om mepanuu YumoKuHamu

Pexomennyemas noza mpenapara coctasisieT S0 M OAMH pa3 B CyTKH BHYTPb B TeueHHUE 4 Henelnb
C TIOCTIeYIOMMM TiepepbiBoM 2 Heaenu (peskum 4/2). TlomHbI UK Tepanmuyd COCTaBJISET, TaKUM
o0Opa3om, 6 HeJeNb.

Heonepabenvuvie unu memacmamuueckue 6vicokooughghepenyuposannvie HIOIDK y  63pocavix
¢ npoepeccuposanuem 3a001e6aHUs.

Pexomennyemast mosza mpemnaparta coctaBisieT 37,5 M OOuUH pa3 B CYTKH BHYTPb €XKEIHEBHO 0Oe3
nepepbIBa.

Aovrosanmuas mepanusi NAYUeHmMos ¢ 8blcokum puckom peyuousa IIKP nocne negppsxmomuu

Pexomenayemas n03a mpemnapara coctaBiseT 50 MI OIMH pa3 B CYTKU BHYTPb B pexXUMe 4/2 B TeUeHHE
NEeBSATH 6-HEAETbHBIX IUKIOB (MpUOIU3UTENbHO 1 rom).

Koppexyus 0o3vl

beszonacnocme u nepenocumocms

B 3aBucMMOCTH OT MHIMBUAYAJIbHOW MEPEHOCHMOCTH M 0€30MacCHOCTH CYTOYHAas 71032 CYHUTHHHOA
MOJKET OBITh YMEHbIIIEHA WJIM YBEIMUYeHa Ha 12,5 Mr U 10JKHA COCTaBIATh HEe Oosee 75 Mr U HE MeHee
25 Mr pand NalMEeHTOB C TaCTPOMHTECTMHAIBHBIMM M IIOYEYHOKJIETOYHBIMH omyxojsaMmu. [
anptoBanTHOM Tepanuu [IKP 103y MoxxHO MoauduuupoBarh ¢ marom cHWXeHus 12,5 Mr BIUIOTH 10
37,5Mr ¢ y4eroM WHIUBUAYyaJbHOW O€30MAaCHOCTHM M MEPEeHOCHMOCTH. MakcuManbHas 7103a,
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UCIIOJIb30BABLIASACS B MCCIIEI0BaHUNU aqbloBaHTHON Tepanuu IIKP; 84 bapbiigottapisa 50 ML B OyTKY.
B 3aBucumocTy 0T HHAUBUYaIbHOM NTEPEHOCUMOCT! 0e neOOBA 1-BpeMe OQEHOH
npuemMa npenapata. s nanumeHtoB ¢ pacnpoctpaHeHHbIM IIKP, kotopele He mepeHocsT npuem
CYHUTHHUOA B PeKUME 4 HEIETU ¢ IEPEePhIBOM 2 HEACIH, MOXKET OBITh PACCMOTPEH PEXHUM 2 HEIIeTN
npueMa ¢ nepepbiBoM 1 Hemens. [l manueHToB ¢ HeonepadenbHbIMH WK MeTacTaTndeckumu HOOITK
7032 CYHUTHMHHOA JOJDKHA cOCTaBisATh He Oonee 50 mr B cyrku. [lpu mosiBneHWH NpU3HAKOB
IporpeccupoBanus 3a00JIeBaHUs IPUMEHEHUE CYHUTHHUOA Ce1yeT IPEKPaTUTb.

HUneubumopwvi/unoykmopwor CYP3A4

Crnenyer mzberaTb COBMECTHOI'O IIPUMEHEHHs CYHMTHMHHOA C CHIIBHBIMU MHAYKTOpaMH H30(epMeHTa
CYP3A4, takumu kak pudpammuuud (cM. pazzaenst 4.4 u 4.5). B ciyuasx, Korjga 3To cienarh Helb3s,
MOJKET TOTPeOOBaThCS YBEIMUYEHHE CYTOYHOH J03bI CYHUTHHHOA, KOTOPOE IOJKHO IHPOBOIUTHCS
no3tanHo Ha 12,5 mr (no 87,5 mr B cytku npu ['MCO u MIIKP u no 62,5 mr B cytku npu HOOIDK),
OCHOBBIBASICh Ha TIATEIbHOM MOHUTOPUPOBAHNY IIEPEHOCUMOCTH IIpernapara.

Crnenyer wu30eraTb OJHOBPEMEHHOTO TPUMEHEHHSI CYHUTHHHOA C CHJIBHBIMA WHTUOHTOpaMH
uzopepmenta CYP3A4, takumu kak KeTokoHazon (cMm. pazgensl 4.4 u 4.5). B ciaywasx, korma 3To
C/I€NIaTh HENb35, MOXKET IOTPEOOBATHCSI yMEHbILIEHUE CYTOYHOM J103bl CYHUTUHUOA MUHUMYM 110 37,5 MI
B cyrku npu I'MCO n MIIKP wim muaumym no 25 mr B cytku npu HOOIDK, ocHoBbIBasice Ha
THIATEIbHOM MOHUTOPUPOBAHUU MIEPEHOCUMOCTH Ipernapara.

[Tpu BBIOOpPE aTbTEPHATUBHOTO JICKAPCTBEHHOTO MpernapaTa Jijisi COBMECTHOTO IIpHeMa ¢ CyHUTHHHOOM
PEKOMEHIYETCSI pacCCMOTPETh BO3MOXKHOCTh NMPHMEHEHHUsS Tperapara, 00Jadaroliero MHHUMATbHON
CHOCOOHOCTBIO K MHAYKLIUHU WU HHTHOMpoBaHuto akTUBHOCTU CY P3 A4 unu BooO111e He 0Ka3bIBAIOIIETO
MOJO0OHOTO BIUSHHUSL.

IIponyck 003wl

Ecnu npuem npenapata ObLI IPOIMYIIEH, BOCIIOIHATh IPOITYILEHHYIO 103y He cieayeT. [lanuent nomkex
MPUHATH OOBIYHYIO Ha3HAYEHHYIO 103y MpernapaTa Ha CIeAyoIIni 1eHb.

Oco0bIe TP VI ITAIMEHTOB

ﬂuua nOJHCUNI020 803pacma

B KIIMHUYCECKUX HCCIICAOBaAHUAX HpI/IMepHO OJHa TpeTI) IIalrTME€HTOB, HOJ'Iy‘-IaBHII/IX CYHI/ITI/IHI/I6, 6I>IJ'II/I
B Bo3pacTte 65 neT u crapiie. HuKakux CyIiecTBeHHBIX pa3auiuii B 6€30mMacHOCTH Wi 3 (HEeKTUBHOCTH
MEXy MalMeHTaMH TOKUJIOTO B 00JIee MOJIOIOT0 BO3pacTa He HAOII0JaIOCh.

Hal/ﬂ/teHmbl C NeYeHoYHoU HedOCMAmoO4YHOCbIO

VY marnueHToB ¢ JIETKOU U CpeiHEN CTETIEHBIO TSKECTH MEUSHOYHOM HeJ0CTaTOYHOCTH (Ktacchl A 1 B o
knaccudukanuu Yaina—IIs0) Koppekiiuu HauaabHOU A03bI Mpernapara He TpedyeTcs.

[Ipumenenne cyHuTHHHOA y MMALIMEHTOB C TSDKEJIOW CTENEHBIO MEYEHOYHON HepocTaTouHocTH (Kiace C
no kiaccudukanuu Yaina—Ilpio) He M3y4yanoch, MOITOMY Ipernapar HE PEeKOMEH/JI0BaH MHallMeHTaM
C TSDKEJION CTENEHBIO TIEUeHOYHOM HeTOCTAaTOYHOCTH (CM paznen 5.2).

HaZ/!MeHI’I’Zbl C NOYEHHOIU HeDOCMAMOYHOCMbIO

Y mnanyeHToB ¢ TOYEYHOM HENOCTATOYHOCTBIO JIETKOM, CpEeIHEH U TSKEIOM CTENeHH WU
C TEPMUHAIBHOM CTaJMel TOYEYHON HETOCTATOUHOCTH (B TOM YHCIIE TIPU MTPOBEICHUU T'eMO/INAJIN3a) He
TpeOyeTcss KOPPEKIIMKH HadaabHOM 1036l Tpenapara. JlanpHermmii moaoop 1036l Y JaHHOW KaTeTOpHH
MAIMEHTOB CJIEyeT MPOBOJIUThH B 3aBUCUMOCTH OT WHAMBHUAYaIbHON 0€30MacHOCTH M EPEHOCHMOCTH
(cm. pazmen 5.2).
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bezomacHocTh M 3QEKTUBHOCTh CYHUTHHHOA Yy JIETEH B BO3pPACTe JO |8 JIET HA JAHHBIA MOMEHT
HE YCTaHOBJICHBI.

Nmeromuecs Ha ceroJHAIIHUN I€Hb JaHHBIE TPUBEEHBI B pa3aenax 4.8, 5.1 u 5.2, oJlHako HEBO3MOKHO
JIaTh PEKOMEHIAIUH TI0 PEXKUMY T03UPOBAHUS.

Cnoco0 mpuMeHeHus

[Ipenapar CYHUJIN® npennasHayeH s npuemMa BHYyTpb. [Ipenapar MokHO IPUHUMATh HE3aBUCHMO
OT MpreMa MHUIILIH.

4.3. IIpoTuBONOKA3aAHUS

['umepuyBCTBUTENBHOCT, K CYHHUTHHHOY WM K JI0OOMy H3 BCIIOMOTATEIBbHBIX BEIICCTB,
MEepPEUYUCIICHHBIX B pazzeine 6.1.

4.4. OcoOble yKka3aHMsl M1 MepPbl PeI0CTOPOKHOCTH NIPH NIPUMEHEHUH

Cnenyer m3berarb COBMECTHOTO NPUMEHEHHS CyHMTHHHOA ¢ cuibHbIMH UHAYKTOpamMu CYP3A4,
MMOCKOJIbKY 3TO MOXET IMPUBECTH K CHIDKEHUIO KOHIICHTPAIMM CYHUTHHHOA B TUIa3Me KpPOBHU (CM.
pasnensl 4.2 u 4.5).

Crnenyer m30erarb COBMECTHOTO NMPUMEHEHHUS CYHHTMHHOA Cc cuibHbIMH uHruoutopamu CYP3A4,
MIOCKOJIBKY 3TO MOJKET NMPUBECTH K TOBBIIICHHIO KOHIIEHTPALMU CYHUTHHHOA B IIa3Me KPOBH (CM.
pazneinsi 4.2 u 4.5).

Hapyienunst co cTOpOHBI KOJKH M NOJKOKHBIX TKaHEH

[TarueHTOB CiieayeT MpeaynpennTb O TOM, YTo BO Bpems jeudeHus npenaparom CYHUIIM® moxer
IPOUCXOIUTh 00ECIBEYMBAHUE BOJOC WM KOXKH. J[pyrue BO3MOXKHBIE J1€PMATOJOTHUECKUE PEaKIUH
MOTYT BKJIFOUaTb CyXOCTb, YTOJIIECHUE NN PACTPECKUBAHUE KOKH, BOJIABIPY WIN MOSIBJICHUE CHIIIM HA
JIAJIOHAX U MOAOIIBAX HOT.

OmnwucaHHBIE BBIIIEC PEAKIIMHA HE HOCHIIM KyMYJIITHBHOTO XapakTepa, 0OBIYHO OBLIH 0OpaTUMBIMU H, KaK
MIPaBUJIO, HE IPUBOIMIIN K IPeKpaleHuo Tepaniuy. Cood1anoch o ciiyyasX TaHTPeHO3HOW MHOJIepMUH,
00BIYHO 00paTUMO IOCIIE MPEeKpaleHHs] TpueMa CyHUTHHHOA.

OTmeuanuch ciaydau TSOKENbIX MOPAXKEHHH KOXH, TaKUX KaKk MYIbTH(QOpPMHAs SpUTEMa, MOpPaXKEHUS
Ko, moxoxkue Ha cuHapoM CrtuBenca—/[xoncona (CCJl), U TOKCHYECKOTO SIUIECPMATHHOTO
Hekponuza (TOH), HekoTopbie U3 KOTOPBIX MTPUBOIWIH K JIETAILHOMY UCXOY.

[Tpu Bo3HMKHOBeHHM Npu3HaKkoB U cumnToMoB CCJl, TOH unu mynstudopMHON 3pUTEMBI (HallpuMep,
Iporpeccupyromias KoXHasl Cblllb, 4acTO C OOpa30BaHMEM ITy3bIped M MOPAKEHUEM CIU3UCTHIX
000JI0YeK) Tepamuilo CyHUTHHHOOM cienyer mpekpatutb. Ecam mmarno3 CCJ wmm TOH
MOJTBEPXKIACTCS, TEpanuio HE BO300OHOBIAIOT. B HEKOTOpBIX ciy4asx C MOJO3PEHHEM Ha
MyJbTU()OPMHYIO SpPUTEMY IMALKUEHTHl TMOCJIE pa3pelleHHs] PeaKkIUH TEepPEeHOCHIIM BO300HOBIECHUE
Teparuy CYHUTUHUOOM B MEHBIIMX J/103aX; HEKOTOpPbIE U3 3THX MAallMEHTOB OJJHOBPEMEHHO IOJIYYasIH
Tepanuio KOPTUKOCTEPOUIaMU MIIM aHTUTHCTAMUHHBIMU TTpenapaTamu (cM. pasnen 4.8).

KpoBoTeueH!s 1 KPOBOTSUSCHHE 13 OIYXOJIHN

B knmamdecknx HCCICIOBAaHUAX C CYHI/ITI/IHI/I6OM N BO BpEMsA HOCTPETHCTPALIMOHHOI'O Ha6.]'HO)1€HI/I${
COO6H.I3.J'IOCL 0 cdiyqgadax I(pOBOTC‘{CHI/II\/'I, HHOrZJa C JICTAJIbHBIM HCXOJ0M, BKIIKOHUAA KCITYJOYHO-
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KUIIEYHbIE KPOBOTEYEHHs, KPOBOTEUEHMs M3 [bIXaTEIBHBIX " YIS 2 MOHEBBIBOIMIINX () TyTeil
Y KPOBOU3BJIMSHUS B TOJOBHOU MO3T (cM. pazzen 4.8 '

JInst oleHKH ciyd4aeB KPOBOTEUCHHS HEOOXOAMMO TNEPHOANYECKH OICHUBATh IOKa3aTeIH KPOBU
Y TIPOBOJMTH BpaueOHBINA OCMOTP.

HocoBble kpoBoTeUeHUs1 ObUIM HauboJee YacThIMU TeMOPPArMueCKUMH HEXeIaTeIbHbIMU peaKUsIMU
¥ OTMEYAINCh IPUMEPHO Y MTOJIOBHHBI MMALMEHTOB C COMUAHBIMU OITYXOJISIMH, Y KOTOPBIX HaOII0AaIHCh
SBJICHUsI KpoBOTeueHUs. HekoTopble U3 31130/10B HOCOBOTO KPOBOTEUEHUS ObUIN TSKENIBIMH, HO OUEHb
PEAKO MPUBOJMIM K JIETAIIBHOMY UCXOY.

C006manocr, 0 cCiIydadx KpOBOTCUCHHA H3 OIIYXOJH, HMHOrga CBsA3aHHBIX C HEKPO30M OIIYXOJIH,
HCKOTOPLIC U3 3TUX CIIYYACB KPOBOTCUCHUA 3aKOHYHUIIMCH JICTAJIbHBIM UCXO0M.

KpoBoTeueHue U3 ornyxojau MOKET BO3HUKATh HEOXKUIAHHO, a B CIIy4ae OIyXOJIEBBIX OYaroB B JIETKUX
OPOSIBIATBECA B (DOpME TSDKENOro MM OJKU3HEYTPOXKAIOIIETO KPOBOXApKAaHbS WM  JIETOYHOTO
KpoBoTeueHHs.. Kak B KIMHUYECKUX HCCIEIOBAaHMUIX, TaK M B IEPUOJ IOCTPErHMCTPALMOHHOTO
HAOJIOCHNST MMEIOTCS COOOMICHUS O PAa3BUTUHU JIETOYHOTO KPOBOTEYEHHUS (B HEKOTOPBIX CIIydasx
C JICTaJbHBIM MCXOJIOM) Y HallMEHTOB, NOJy4YaBIIMX CyHUTUHUO B pamkax Tepanuu [IKP, TMCO nnu
paka sierkoro. CyHUTUHUO HE pa3pellieH K IPUMEHEHHUIO NIPU PaKe JIETKOro.

[lpu comyTCTBYIOIIEH Tepanuu aHTUKOATYJISTHTaMHU (Hampumep, BaphapuHOM, aleHOKyMapoJioM)
CIIEyeT TEePUOJUYECKH IMPOBOAUTH BpAueOHBI OCMOTp, a TAaKKe OCYIIECTBIATh NEPUOTUYCCKUIN
MOHUTOPHUHI IOKa3aresieil 00Iero aHaiau3a KpoBH (TpOMOOLMTOB) M (haKTOPOB CBEPTHIBAHUS KPOBH
(mpoTpoMOMHOBOE BpeMsi/MEXIyHapoaHOe HopMann3oBaHHOe oTHomeHue ([IB/MHO)).

Hapy1ieHus co CTOPOHBI KETYJOUYHO-KMILIEYHOT'O TpaKTa

HaI/I6OH€€ YaCTbIMH HCKCIIATCIIbHBIMU PCAKIUAMU CO CTOPOHBI KCIYAOYHO-KHIICYHOI'O TpaKTa ObLIH
Japesi, TOIIHOTa/pBOTa, OOJIb B KUBOTE, JUCICIICUS M CTOMATUT/O0JIb B MOJOCTH PTa; TAKKE OBLIH
MOJTy4EeHBI COOOIIEHUs O cirydasx 330¢aruta (cM. pasnen 4.8).

HO,[[,I[Cp)KI/IBaIOH_[aH TCpalurd IIPpU Pa3BUTUU HCKCIIATCIIBHBIX peaKHI/Iﬁ CO CTOPOHBI XKEIYOAOYHO-
KHIOICYHOI'0  TpPakTa, Tpe6y}011mx JICYCHHA, MOXKCET BKIIOYAaThb JICKAPCTBCHHBLIC IIPCIiapaThbl
C IPOTUBOPBOTHBLIM, HpOTHBOHH&pCﬁHHM NI aHTalluJHbIM HeﬁCTBHeM.

VY nanueHToB ¢ HMHTPaaOAOMUHAIbHBIMU 3JI0KAYECTBEHHBIMHU OMYXOJSIMH, MOJIYYAIOUIUMHU TEparuio
CYHUTHMHHOOM, OTMEYaJIl Cepbe3HbIe OCI0KHEHUs (B TOM UYucIie nepopaluu Kery109HO-KUIIEYHOTO
TpakTa), B HEKOTOPBIX CIIy4asiX C JETAJIbHBIM UCXOJIOM.

ApTepuanpHas THIEPTCH3HS

Coo0mianoch 0 pa3BUTUHU apTepUAILHON TUIIEPTEH3UH, CBSI3aHHOM ¢ MPUMEHEHHEM CYHUTHUHHOA, B TOM
qucne TshKeno Gopmbl apTepHalibHOM TUTIEPTeH3UH (CUCToNIMYeckoe AaBieHue >200 MM pT. CT. WU
TuacToindeckoe aapiaeHue >110 MM pT. cT.).

[TanenToB ciexyer oOcCieOBaTh Ha IMPEIMET IMOBBIIICHUS apTEPUATIbHOTO JABICHMS, HCHOIb3Ys
CTaH/IaPTHBIE METOJIbl KOHTPOJsS. Y MalUEeHTOB C TsSkKeNnoil (GopMoi apTepuanbHON TMIEPTEH3UU, HE
MOAJAIONICHCS JICUEHUIO, PEKOMEHIYETCS BPEMEHHOE IIPEKpallleHHE Tepanuu. Tepanuro MOXKHO
BO300HOBUTH, KaK TOJIBKO OyJIeT TOCTUTHYT HaAJEXKal[uil KOHTPOJb apTepUaIbHONW TUIIEPTEH3UH (CM.
paznen 4.8).

I'emaTosornyeckue HapyIeHUs

Coobmanoch 0 CHUKEHUH aOCOJIFOTHOTO YHciia HEUTPODUIOB U TPOMOOIIMTOB Ha (OHE NMPUMEHEHHUs
cyHuTuHuOa (cM. pasnen 4.8). OnucaHHbIE BbIIIE SIBICHUS HE HOCWUJIM KyMYJSTUBHOTO XapakrTepa,
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00BIYHO OBIIIM 0OPATUMBIMHU M, KaK IIPaBUJIO, HE IIPHBOANIH K [IPEKPANeHIoIreparnm - Huo THo M3 Eux

SBIIGHUW B WCCIENAOBaHUAX 3-i (a3el He 3aka -

MIOCTPETUCTPAIIMIOHHOTO HAOIIOEHUSI COOO0IAIoch O PEAKUX Clydasx Pa3BUTHUS IeMaTOJIOTHUECKHX

SIBIIGHUW C JICTATBHBIM HCXOJOM, BKIIIOUasi KPOBOTEUCHHE, ACCOIMHPOBAHHOE C TPOMOOIUTOICHUECH

1 HEUTPONICHUYECKON MH(PEKIINECH.

Pa3zButne anemuu HaGJIIOI[aJIOCB KakK Ha paHHeﬁ, TaK U Ha HOB[[Hef/'I cTaguun JICUCHUA CYHI/ITI/IHI/IGOM.

VY manueHToB, MOJIyYaroluX JICYCHUE CYHUTUHHOOM, TIepe/l Ha4ajaoM Ka)kJIOTO [UKJIA TePaIluu CIeayeT
MIPOBOJIUTD MOJIHBIA aHATU3 KPOBU (CM. pazzen 4.8).

CepleyHo-cocyaucras CHCTEMa

Y manueHTOB, MONYYaBIIUX JICUCHUE CYHUTHHUOOM, OBLIM 3aperHCTPUPOBAHBI CIydaW CEpJCHHO-
COCYAMCTBIX COOBITHI, B TOM 4YHCJIE CepAeyHas HEeJAOCTaTOYHOCTh, KapAMOMHUOINATHS, CHUKEHHE
¢bpakuu BeIOpoca neBoro skemymouka (PBJDK) no 3HaueHWi HIDKE HWXKHEHW TPaHUIBI HOPMBEI,
MHUOKapP/IUT, UIIEeMUS MUOKapAa U HHPAPKT MHUOKap/Aa, HEKOTOPBIE U3 KOTOPBIX 3aKOHUUIIUCH JIETAIBHBIM
HCXOJIOM. OTH JIaHHBIE TMO3BOJIAIOT MPEANOJIOKHUTh, YTO CYHUTHHHO TIIOBBIIIACT PHUCK DPa3BUTH
KapAUOMHUONATUU. Y TIONYYaBIIMX JICUCHUE MAIMEHTOB HE BBIABICHO HHUKAKUX CIEeHU(PUUECKUX
JIOTIOJTHATEIBHBIX (DAKTOPOB PUCKA PA3BUTHS KapIAOMHOIATHH, BBI3BAHHOW CYHUTHHHOOM, TIOMHUMO
cnenuduueckoro sddekra mpemapata. HeoOxonauMo NpUMEHATh CYHUTHHUO C OCTOPOXKHOCTBHIO
y MaIMEeHTOB, HAXOSAIIMXCS B TPYIIE PUCKA WM Y KOTOPBIX TaKKe COOBITHS OTMEUAINCh B aHAMHE3E
(cm. pazzen 4.8).

N3 Bcex KIMHMYECKUX HMCCIEIOBAHUN CYHUTHHUOA MCKIIIOYAIUCH MAIIMEHTHI, IEPEHECITNEe B TCUCHUE
12 mecs11leB 0 TpPUMEHEHUS CYHUTHHHOA Takue CeplIeYHO-COCYIHUCTBIE COOBITUS, KaKk HH(ApPKT
MHUOKap/a (B TOM qHUCIIe TsDKEIast/HeCTaOMITbHAS CTEHOKapAus), KOpOHapHOE
IIYHTUPOBaHUE/IITYHTUPOBAaHUE MTEpUPEPUUECKUX apTEPUil, XpPOHUUECKasl cepieuHas HeIOCTaTOYHOCTh
(XCH) ¢ xmuHAYECKUMH TIPOSIBICHUSMU, HAPYIIEHUE MO3TOBOT0 KPOBOOOPAIICHUS WM TPAH3UTOPHAs
UIIeMHYecKas aTaka, a Takke TpoMO0sMOous erouHoit aprepun — TOJIA). HeuszsectHo, MOTYT 11
MAIUEHTHI C STUMHU COMMYTCTBYIOIIMMHU 3a00I€BaHUSAMH ITOIBEPTraThCsi 00JI€€ BHICOKOMY PUCKY Pa3BUTHSI
TUCHYHKIINH JIEBOTO JKETyA04YKa, CBI3aHHON C MPUEMOM CYHHUTHUHHOA.

Bpauam pexomMeH1yeTcst CONOCTaBUTh ATOT PUCK C MOTEHIMAIBHON MOJIb30M CYHUTHHUOA.

[TaneHTOB cienyeT TIIAaTeNbHO HAOMI0IaTh Ha MpeIMeT KIMHUYECKUX MpU3HaKoB U cuMmntoMoB XCH
BO BpeMs IpHeMa CYHUTHHHOA, OCOOEHHO MAlUEHTOB ¢ ()aKTOpaMU pPUCKA CEPAEYHO-COCYTUCTBIX
3a0ojeBaHUN W/MIM HIeMuyeckod Oone3Hu cepauna B aHamHesze. Ouenky ®PBJDK npu npueme
CYHUTHUHUOA PEKOMEH IyeTCsl IPOBOAUTDH KakK J10 Hayaljla Tepanuy, Tak U NEPUOANYECKU B XO/I€ JICUEHUSI.
IIpu orcyrcTBUM (HaKTOPOB pUCKA CEPJEYHOM MATOJIOIMU Y MAalUMEHTOB HEOOXOAMMO PacCMOTPETh
BO3MOKHOCTh OILIEHKH UCXOJHOM (ppakuiuu BeIOpoca.

HpI/I MMPOSABJICHUU KIIMHUYCCKUX ITPU3HAKOB XCH neuenne CYHI/ITI/IHI/I6OM CIICAYCT MPCKPATUTD.

IIpu orcyrcrBun knuHndeckux npusHakoB XCH, Ho ¢ mokazarensimu @BJDK <50 % unu ymeHbleHUn
sTOro nokasareist >20 % 1Mo CpaBHEHUIO C MCXOJHBIM 3HAUEHUEM /103y CYHHMTHHHOA PEeKOMEHAyeTCs
YMEHBIIUTh WIH IPUOCTAHOBUTH MIPUEM IIpenapara.

Y nuaenue narepsanga QT

VY anunenue unrepsana QT u pazBuTHe MHOTO()OPMHOM JKETyJOUYKOBOI MapOKCU3MaIbHON TaXUKapIUu
tuna «aupy T» (torsade de pointes) HaOmoOAanoch y NANMEHTOB, NPUHUMAIOIIUX CYHHUTHHHO.
VYanunenue untepBana QT MoXeT NPHUBECTH K MOBBILIEHHOMY PHCKY KEITYAOYKOBBIX ApUTMUH,
BKJTtO4as torsade de pointes.
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CyHUTHHHUO clefyeT NPUMEHATh C OCTOPOKHOCTHIO y MapH¢HTOB[C¢ | yBIAH¢HY eM| muTeppama) QT
B aHaMHe3€, y MalMEeHTOB, IPUHUMAIOIINX aHTHAp :
MOryT ymiauHATh uHTepBall QT, unu y manueHToB € COOTBETCTBYIOUIMMH 3a00JIEBaHUSMHU CEpIla,
Opaaukapauel Wik HapyIIeHUSIMH 3JIEKTPOIUTHOrO Oananca. HeoOxoammo nzberarb 0 JHOBPEMEHHOTO
MpUMEHEHHUs CUIbHBIX HHTHOUTOPOB CYP3 A4, KOTOpBIE MOTYT MOBBIIIATH KOHIIEHTPAIIUIO CYHUTHHHOA
B IJ1a3Me KpoBH (cM. paznenst 4.2, 4.5 u 4.8).

HapyiieHnst co cTOpOHBI COCYIOB

Henenus 6eHo3HOU MPoMOOIMOOIUU

V HanyeHToB, MOMyYaBIINX CYHUTUHNUO, ObUTH 3aperUCTPUPOBAHbI SIBJICHHSI BEHO3HOI TPOMO03MOO0IHH,
CBSI3aHHBIC C JICYCHHEM, B TOM YHCJIE TpOMOO3a TIyOOKHX BEH U TPOMOOIMOOIIMH JIETOYHOUM apTepun
(cM. paznen 4.8). bputn BBISBICHBI Cilydan TPOMOOIMOOIIHMH JIETOYHOMH apTePHH C JICTATBHBIM UCXOI0M
B IIEPUO] OCTPETHCTPALMOHHOTO HAOIFOICHUSL.

AHenenus apmepuanvHoi mpomo6oImMooauU

VY nanueHToB, NOJy4YaroUIUX JeUYeHUEe CYHUTUHUOOM, ObUIH 3aperucTpUpOBaHbl SBJIECHUS apTepUaIbHON
TpoMO03MOOJINH, B HEKOTOPBIX CIIydasix ¢ JIeTaJIbHbIM UcxoaoM. Haubosee yacToie SIBIEHUS BKIIOYAIH
HapylIeHHE MO3TOBOI0 KPOBOOOPAIIEHM I, TPAH3UTOPHYIO UIIEMUYECKYIO aTaKy U UHCYIbT. DakTopamu
pHCKa, CBA3aHHBIMU C TpoMOO3MOONMEH, MOMHUMO OCHOBHOTO 3a00JieBaHUS M BO3pacTa HalMeHTa
>65 neT, SBISIIOTCS: apTepualibHas TUIEPTEH3Ms, caxapHblii auabeT U  IpellIecTBYIOLIEe
TpoMO0o3MOo0IMYecKoe 3a00IeBaHuE.

Amnespusma u paccioenue apmepuu

[Tpumenenne uHruObUTOPOB (haktopa pocra sunotenus cocyaos (VEGF) y manueHntoB ¢ aprepuaibHOit
THIIEPTEH3UEH WK 0€3 Hee MOKET IPUBECTH K (POPMHUPOBAHUIO aHEBPHU3MBI H/HITH PACCIOSHHUIO apTEPUH.
Jlo Hayana Tepanuu CyHUTHHHOOM HEOOXOAMMO TIIATEIbHO OIICHUTh BO3MOXKHBIE PUCKHU Y MAIIMEHTOB,
UMEIOIMX Takue (aKTOpbl pPHUCKA, KaK apTepualibHas TUNEPTEH3Usl WM HaJu4ue aHEeBPU3MBbI
B aHaAMHE3€.

Tp0M60muLl€CKCl}l MUKpoanecuonamusl

Jlnaruo3 «TpoMOOTHYECKass MUKPOAHTHONATHS», BKIIOYAsk TPOMOOTHUYECKYIO TPOMOOIIUTONEHUYECKYIO
nypnypy (TTII) u remonutuxo-ypemudeckuit curapoMm (I'YC), uHoraa mpuBoisuive K MOYEHHOM
HEJ0CTaTOYHOCTU WM JIETAIBHOMY MCXOJY, CIE€LYET pacCMAaTpUBaTh IPU Pa3BUTUU IE€MOJIUTHYECKON
aHEeMHH, TpPOMOOIMTONEHNH, TIOBBIIIEHHOW YTOMIISEMOCTH, HECTAaOUJIBHBIX HEBPOJIOIMUECKHUX
MPOSIBICHUH, HapyIIeH!Us (PYHKIMH [TOYEK U MOBBILICHUN TEMIIEPATYphI.

[Ipu pa3BuTHH y NalIMEeHTa TPOMOOTHYECKONH MUKPOAHTHONIATHH TPUMEHEHNE CYHUTHHHOA HE0OX0IMMO
MPEeKpaTHTh, TIOCIE Yero CcJeayeT He3aMeIUIMTEIbHO HauaTh COOTBETCTBYIOIIee JsedeHue. llocie
MpeKpaleHus JeueHHs HaOJIF01a7I0Ch HCUE3HOBEHHE CHMITTOMOB TPOMOOTHUECKOW MHKPOAHTHOIIATHH
(cM. paznen 4.8).

Hapvienne dVHKIIMY IMMTOBUAHOM KEIE3bI

PexomeH1yeTcst BHIOIHATD J1a00OPaTOPHYIO OLIEHKY (PYHKIIMHU IIUTOBUIHOM *KeJe3bl y BCeX MalMeHTOB.
JleyeHne ManMEHTOB € CYIIECTBYIOIIMM T'MIOTHPEO30M WJIM THIEPTHPEO30M JI0 Hadajla Teparuu
CYHUTHMHHUOOM CJIeZlyeT MMPOBOANTH B COOTBETCTBUU CO CTaHJIAPTHOW MEAMIIMHCKOM npakTHkoi. B xoze
JICYEHUs CYHUTHMHHOOM KaxJble 3 Mecsla CleqyeT MPOBOIAUTH PETYISPHBIH MOHUTOPUHT (DYHKIUU
IIUTOBUIHOW kene3bl. Kpome Toro, HeoOXOAMMO OCYILECTBIISATh TINATENbHOE HAOIIOJCHUE 32
MaUeHTaMU JJIsl BBISIBJICHUS IPU3HAKOB U CUMIITOMOB HAapylIeHUsl (PYHKINUU IIUTOBUIHOM sKee3bl BO
BpeMs JICYCHMs, M MAIUEHTHbI, y KOTOPBIX Pa3BUBAIOTCS KaKHe-TMOO MPU3HAKU W/WIM CHUMIITOMBI,
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yKa3bIBaIOIUE HAa HapylIeHHEe (PYHKLINY IMUTOBUIHOM KeIle3bl,| ROMZKBBL TPty {Iaﬁppqirgopﬁyfp OIIRHKY
(GYHKIMU HIMTOBUIHOW J>KENE3bl, BBITOIHAEMYIO
JleueHue nNalMEHTOB C Pa3BUBILIMMCS HApYIIEHUEM (DYHKIMM IIUTOBHUIHOM JKeNe3bl CIelyeT IPOBOAUTh
B COOTBETCTBUU CO CTAHAAPTHON MEAULIMHCKON IIPAKTUKON.

['mnoTupeo3 BO3HHWKAT KaK Ha paHHEH, TaK M HA MO3JIHEH CTaJUH JICUCHUS CYHUTHHUOOM (CM. paszen
4.8).
[Tankpeatur

Y manueHTOB C Pa3IUYHBIMU COJUIHBIMU ONMYXOJSMH, MOJIYYaIOMUX CYHUTUHUO, HAOIIOamu
MOBBILICHUE AKTUBHOCTU JIMMa3bl U aMuja3bl B IUIa3ME€ KPOBU. YBEIMYEHUE AKTUBHOCTU JIUMA3bI
y HAalMEHTOB C Pa3JUYHbIMU COJIMJIHBIMU OIYXOJISIMH OBLIO MPEXOJsAlIUM M, KaK MpaBUiIo, HE
COIPOBOXKAANIOCH MPU3HAKAMHU WJIM CUMIITOMAaMHU MaHKpeaTuTa (cM. pasnen 4.8).

belmn  3aperucTpupoBaHbl Cilydaud CEpPbE3HBIX SBICHUHM CO CTOPOHBI IIOJKEIYIOYHOW KEJIE3Bl,
HEKOTOPBIE U3 HUX C JICTAIILHBIM UCXOJIOM.

HpI/I HAJIMYHUU Yy HalMCHTa CHUMIITOMOB IIAaHKpEAaTUTa CICAYCT IPCKPATUTH JICUCHUC CYHI/ITI/IHI/I6OM
H 00€eCIIeYnTh COOTBCTCTBYIOIYIO NIOAACPKHUBAOIIYIO TCPAIIHUTO.

I enaToOTOKCUMYHOCTD

VY nanuMeHToB, MOJIyYaBHIMX JIEYEHHE CYHUTHHMOOM, OTMeyalach TIeNaTOTOKCHMYHOCTh. Ciydan
TIEUYEHOYHOM HEAOCTAaTOYHOCTH, HCKOTOPLIC C JICTAJIbHBIM HCXOJ0M, Ha6JIIOI(aJ'II/ICI) y <1 % IIaImuE€HTOB
C COJIMAHBIMM  OMYXOJISIMH, TOJYy4aBUIMX CYHUTHHHO. Creayer KOHTPOJMpPOBaTh IOKa3aTesn
nedeHouHbIX (epmenToB (amanmHamuHOTpaHchepasy (AJIT), acmapraramumHorpanchepasy (ACT),
KOHILIEHTpaLuio OmnnpyOuHa) 10 Ha4yajga Tepalmuyd CyHUTHHHUOOM, BO BpeMs KaXKJOTO IMKJIA TepaIruu
" IpU HAJIWYMK KIIMHUYCCKUX MMOKa3aHWi. HpI/I IMOSABJICHUHW IIPHU3HAKOB WX CHUMIITOMOB MIeUYEHOYHOH
HEJIOCTATOYHOCTH CJIEJYyeT IMPEKPaTUTh JICYEHUE CYHUTHHHOOM M OOECHEYHTH COOTBETCTBYIOIIYIO
MOICPKUBAOIIYIO Tepanuio (cM. pasnen 4.8).

DvHKIMS DoYeK

boun 3aperucTpupoBaHbl ciiydad HapylleHUs (YHKUMH TMOYEK, MOYEYHON HEeJIOCTAaTOYHOCTH W/MIU
OCTpOi1 MOYEYHOI HEJOCTATOUHOCTH, HEKOTOPBIE C JIETAIbHBIM UCXO0JI0M (CM. paznen 4.8).

@axkTOoppl PHUCKA, CBS3aHHbIE C HapylIeHHEeM (YHKUUHM TOYEK/TIOYEYHOW HEeA0CTaTOYHOCTHIO,
y HAIlMEeHTOB, MOTYYaIOUIMX CYHUTUHUO, TOMUMO OCHOBHOTO 3a00seBanus — [IKP, BkirouaroT noxxunoi
BO3paCT, CaxapHbBId JualbeT, COMYTCTBYIOIIEC HapylleHHe (QYHKIUW TIOYEK, CEpACYHYIO
HE/OCTaTOYHOCTh,  ApTEPUANBbHYIO  TUIIEPTEH3UIO,  CelcHC,  00€3BOKMBAHUE/TUIIOBOJIEMUIO
1 pabOMHUOIIN3.

be3onmacHoCTh MPpOAOJIKUTCIIBHOTO JICUCHUA CYHI/ITI/IHI/I6OM Yy nagueHTOB CO CpCI[HGfI WIN TSKEION
CTCIICHBIO TSKECTU MPOTCUHYPUU CUCTEMATUYCCKHU HE OLICHNBAJIAChH.

Ilpomeunypus
Bbrinu 3aperucTpupoBaHbl ciiydan MPOTEUHYPUHU U PEKUE CTydan HEPOTHIECKOTO CHHAPOMA.

PexomeHyeTcs BBIOJTHATH aHAIN3 MOYM Ha UCXOHOM YPOBHE, U CleayeT HaOlr01aTh 3a NallMeHTaMU
Ha MpEeIMET pa3BUTUS WIM yXy[uleHus nporeuHypuu. [lanmentam ¢ HEDPOTHUECKHMM CHHIPOMOM
CIIeyeT MPEKPaTUTh IPUEM CYHUTHHHUOA.

OO0Opa3oBaHue CBUIIEH
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IIpn oOpasoBaHuu CBHUIIA TEPANMIO CYHHTHHHOOM HEQOXOIMNIY | HPROUTaAHQBUTE: T LloeTyOHa

orpaHuuYeHHas HHPOPMAIIUS O MIPOJOIKCHUN TTPHMOHSHHA-SYHHFHHHOA-y-HaHHOHTOB-60-CBHEHaMH-{( €M
pasnen 4.8).

XUpYpruyeckre BMENIAaTEILCTBA

Bo Bpems Tepanuu cyHUTHHHOOM ObLIN 3aperUCTPUPOBAHBI CIIy4an 3aMEIJICHHOTO 3a)KUBJICHUSI PaH.

Hukakux (QopmanabHBIX KIMHHYECKUX HCCIICAOBAHUM BIMSHHUS CYHHUTHHHOA Ha 3a)KHMBJICHHE paH He
IIPOBOJMIIOCH. VI3 IPEeNoCTOPONKHOCTH PEKOMEHJIYEeTCS BPEMEHHO IpepBaTh JIEYEHUE CYHUTUHHOOM
y MAallUEHTOB, KOTOPBIM IUIAHUPYETCS IPOBEIEHHUE OOIIMPHOIO XHUPYPTUYECKOTO BMELIATENIbCTBA.
KnuHuueckuii onbIT B OTHOUIEHMHM BPEMEHHM IOBTOPHOIO Hayajla Tepaluu Iocjie OOLIMPHOro
XUPYPrUYECKOTO BMEIIATENBCTBA OTPaHMYEH. TakuMm 00pa3oM, pelieHre O BO30OHOBJICHHWU NpueMa
CYHUTHMHHOa 1ocie OOMIMPHOIO XUPYPrMYECKOro BMEIIATENbCTBA JOJDKHO OCHOBBIBATHCS Ha
KJIMHUYECKON OLIEHKE BOCCTAHOBJIEHUS IIOCIIE OIIEpaLUH.

OcCTeOHEKPO3 YSTOCTH

VY ManueHToB, MOJYYaBIIUX TEPANHI0 CYHHUTHHHOOM, OTMEYAIHMCh CIydal Pa3sBUTHS OCTEOHEKPO3a
4emocTu. bonbias 4yacTe cily4aeB OTMEYallach y NMalMEHTOB, KOTOPbIE NOJydYalId IPEIUIECTBYIOLIEE
WM COITYTCTBYIOIIIEE JICUCHHE ITyTeM BHYTPHUBEHHOTO BBeICHUS Orc(pochOoHATOB, TPUMEHEHHE KOTOPHIX
ABJIseTCA (PAKTOPOM pUCKA PA3BUTUSA OCTEOHEKpo3a uemocTu. Cienyer co0o1aTh OCTOPOKHOCTD MPH
OJTHOBPEMEHHOM WJIX TTociieioBaTebHOM puMeHennu npenapara CYHUJIN® u BHyTpuBeHHBIX (hopMm
oucdochoHaTOB.

MHBa3uBHBIC CTOMATOJOTUYCCKUE IMPOILECAYPhI TAKXKE SBIISIOTCS YCTAHOBJICHHBIM (DAKTOPOM pPHCKA.
Ilepen wnauanom Ttepanuu npenaparoM CYHWIIM® crnenyer mnpoBeCTH CTOMATOJOTMUYECKOE
o0clieIoBaHNE U COOTBETCTBYIOUINE MPOPMIAKTHISCKAE CTOMATOIIOTHIECKHE POy PHI.

VY manueHToB, KOTOpPbIE paHee MOJIy4aad WIM MOJYy4aloT BHYTPUBEHHBbIE OMcochoHaThI, cieayer mno
BO3MO>KHOCTH U30€eraTh HHBa3UBHBIX CTOMATOJIOTMUECKHUX MpoIeayp (cM. pasnen 4.8).

Peakunu FI/IHeD‘lVBCTBI/ITCJILHOCTI/I/ AHTMOHEBPOTUYECKUI OTEK

[Ipy BO3HMKHOBEHHHM AHTHOHEBPOTUYECKOTO OTE€KAa B CBA3M C THIEPUYBCTBUTEIBHOCTHIO JICUCHHE
CYHHUTHHHOOM CJIeyeT MpepBaTh U 00eCIeUNTh MPOBECHNE CTaHIAPTHOMN Tepanuu (cM. pasaen 4.8).

Cynoporu

B kiIMHHMYECKHX WCCNEIOBaHUAX CYHUTHHHOA U TPH TMOCTPETHCTPAIIMOHHOM HAOMIOACHUM OBLIH
3aperucTpupoBanbl  cyaoporu. [lammenTam ¢ cygoporaMu W MPU3HAKAMU/CUMITOMAMH,
COOTBETCTBYIOIIMMHU CHHAPOMY 3aJHEl 0OpaTUMoOil JeikodHIedanonaTuu, TaKUMU Kak MOBBIIICHUE
apTepuaIbHOTO JaBJCHHUS, TOJOBHas OO0Jb, CHWKEHHUE KOHIEHTPAIlMM BHUMAHUS, W3MEHEHUS
MICUXUYECKON (YHKIIMU W TOTeps 3PEHUs, B TOM YHCIE KOPTUKAlIbHAas CIENOoTa, PEKOMEHIYEeTCS
THIATEIbHOE MEIUIIMTHCKOE HAOII0IeHHE.

PexoMeHnyercss BpeMeHHasi IPUOCTAHOBKA JIeUeHUsS] CYHUTUHUOOM. [locie ncue3HoBeHUSI CUMITOMOB
JIeYCHUE MOKET OBITh BO30OHOBIICHO MO PEIICHUIO Jieuaniero Bpaya (cm. pasnen 4.8).

Cunnpom mmsuca onyxosm (CJIO)

B ximmangeckux nccnenopanusx ciydan CJIO, HeKOTOpbIE C JIeTaTbHBIM HCXOA0M, HAOIIOAAIUCH PEAKO
U OBUIM 3aperUCTPUPOBAHBI NPU TMOCTPETHUCTPAIMOHHOM HAONIOJEHUH Y MAIlMEHTOB, IMOJYYaBIIUX
nedeHue cyHuTuHuOOM. MakTopsl pucka pazputus CJIO BKIIOUAIOT OOJIBIITYIO OIMYXOJEBYIO MACCY, YKE
UMEIOIIYIOCS] XPOHUYECKYIO TIOYEHYHYIO HEAOCTAaTOYHOCTh, OJIUTYPHUIO, 00E3BOKUBAHUE, TUTIOTCH3HIO
Y KUCIIYIO PEaKIMI0 MOYM. 3a TaKUMH TMalleHTaMHd HEOoOXOJAMMO BECTH TIIATeIhbHOE HaOJI0ICHHE
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M OCYHIECTBIATh  JICYEHME 110 KIMHUYECKMM |IOKa3saHMAM;( " [WIEHYET/, TPaceMOTpETh), (BompoC

0 PO UIAKTUYECKON TUAPATAIIHH. :

I/IH(beKHI/II/I W MHBA3HUH

Bbutn 3aperucTpupoBaHbl cepbe3Hble MH(DEKINUN ¢ HeHTporeHue uiu 6e3, B TOM Yuciie, B HEKOTOPBIX
ClIyYasix, C JIE€TaJIbHBIM UCXOIOM.

Bbutn 3aperucTpupoBaHbl HEUacThIe Cllydyal HEKPOTH3HPYIOIEro (aciuura, B TOM 4YHCIe B 00JacTu
MPOMEXHOCTH, HWHOrga JjeraibHble (cM. pasgen 4.8). B ciaywae pa3BuTusi y ManueHTa
HEKPOTH3UPYIOIIETo (pacuuuTa TEpanmui0 CYHUTUHUOOM cJelyeT MPEeKpaTHTh M HEMEAJICHHO HayaTb
COOTBETCTBYIOIIIEE JICUCHUE.

T 'unornukemus

Bo BpeMs Tepanmuu CYHUTHHHOOM y HEKOTOPBIX IMAIMEHTOB OTMEUYAIM CHIDKEHHE KOHIIEHTPAIUU
TJIIOKO3bI B KPOBU. B HEKOTOPBIX CIIydasx TaKOE CHIIKEHHE COIMPOBOXIAIOCHh KIMHUYECKUMU
CHUMIITOMaMH, TPEOYIOUUMH TOCHHUTAJIM3AIMN TPH TMOTepe CO3HAHMA. [IpH MOSIBIICHUM CHUMIITOMOB
TUMNOTJIMKEMHH TIPHEM CYHHTHHHOA JIOJDKEH OBITh BpeMeHHO mpepBaH. Cremyer perysspHO
KOHTPOJIMPOBATh YPOBEHb TJTFOKO3bI B KPOBH Y MAIIUEHTOB C CaXapHbIM JHA0CTOM U ITPH HEOOXOMMOCTH
KOPPEKTHPOBATH JI03Y THITOTIIMKEMUYECKUAX MIPEIapaToB ISl MUHUMHU3AIIUU PUCKA THITIOTJIMKEMHH (CM.
pasnen 4.8).

I'nnepamMmMoHueMmryeckas dHiledaIomaTus

[Ipu npumeHeHnn cyHuTHHHOA HaOIIOJANIach THIIEpAMMOHHMEMHYECKas dHIedanonaTus (CM. pas3aen
4.8). Y manueHToB, y KOTOPBIX Pa3BUBAETCA HEOOBSICHUMAS JICTAPTHUs WM U3MEHEHHE TICUXHYECKOTO
cTaryca, caeayeT U3MEpUTh YPOBEHb aMMHAaKa M Ha4aTh COOTBETCTBYIOIIEE KIMHHUECKOE JICUCHHUE.

BcnoMorarenpHble BEIIECTBA

Hampuu

JlaHHBIH IeKapCTBEHHBIH MTpenapaT ColepKUT MeHee 1 Mmoib HaTpust (23 Mr) Ha Karicyiy, T.€., IO CYTH,
HE COJEPKUT HATpUS.

4.5. B3aumojaeiictBie ¢ JpYrMMH JIeKAPCTBEHHBIMH TMpenapaTamMd W JApyrde BH/bI
B3aNMOIeHCTBUA

HDCH&D&TBI, KOTOPbIC MOI'VT ITOBBIIIIATH KOHIICHTPAIIUIO CVHI/ITI/IHI/I6a B IMja1a3Me

Brusnue uneubumopos CYP3A4

VY 3710poBBIX J100pPOBOJIBIEB COBMECTHOE IMPUMEHEHHME pPa30BOW J03bl CYHUTHHHOA C CHIIBHBIM
uHrn6uropoM CYP3 A4 KeTOKOHA30JI0M MOBBIIIAET MAKCUMAIIbHYIO KOHIEHTPALUIO (Cmax) M 3HAUCHHE
TUTOIIAH TTOJT KPUBOH 3aBHCHMOCTH KoHIeHTparuu oT BpemeHn (AUC( ) KoMIuIekca [CyHUTHHUO +
MEePBUYHBIN akTUBHBIM Merabonut]| Ha 49 m 51 % coorBercTBeHHO. [IpuMeHeHMEe CyHHTHHHOA
¢ cunbHbIMH uHTHOUTOpaMu CYP3A4 (Hanmpumep, pUTOHaABUPOM, UTPAKOHA30JIOM, SPUTPOMUIIMHOM,
KJIQPUTPOMMLIMHOM WJIH TPEeUN@pyTOBBIM COKOM) MOXXET NPHUBECTH K IMOBBIIICHUIO KOHILIEHTpAIUH
CYHUTUHUOA.

Crenyet nz0eratb COBMECTHOTO IPUMEHEHUS CyHUTHHMOA ¢ nHrnouTopamu CYP3 A4 unu paccmoTpetsb
BO3MOXKHOCTh TO0Opa alTbTEPHATHBHOTO JIEKAPCTBEHHOTO CPEJACTBA IS COMYTCTBYIONICH TEpamuu
C OTCYTCTBHMEM HJIM MUHUMAJIbHOM cIOCOOHOCTHIO K MHruouposanuto CYP3A4,
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COOTBETCTBYET QKCMNEPTHOMY OTHETY
ot 23.03.2026 M2 5921

Ecnu 310 He npeacraBiseTcs BO3MOKHBIM, BEPOATHD, OyIeT HGOOXOMME YMEHBLUIUTE| CYTOUH IO 108y

npenapara CYHUJIN® muauMyM 10 37,5 Mr B Cyheipa_tdCO—s-MHKR—H—10-2 5 Mr-B-e Y icH—FpH—

HSO0ITX, ocHOBBIBasICh Ha TIIATEILHOM MOHUTOPUHTE TIEPEHOCUMOCTH (CM. pazaen 4.2).

Brusnue uneubumopos benxa pesucmenmuocmu paka monounou scenesvt (BCRP)

JlocTymHbIE KJITMHUYECKUE JaHHBIE OTHOCUTEIHHO B3aUMOACHCTBUS CYHUTHHNOA 1 mHrHOuTopoB BCRP
OTPAaHWYEHHBI, W HENb3S HCKIIOYUTh BO3MOXHOCTh B3aUMOJCWUCTBUS CYHUTHHHUOA U JIPYTHX
naruoutopoB BCRP (cm. pazmen 5.2).

HDeHaDaTbI, KOTOPbIC MOI'YT CHMXKAaTb KOHIICHTPAIIUIO CVHI/ITI/IHI/IGa B 1J1a3sM¢e

Bruauue unoyxmopos CYP3A4

Y 3I0pOBBIX JOOPOBOJIBIIEB COBMECTHOE MPUMEHEHHE PA30BOUM J103bI CYHUTHHHOA C HWHIYKTOPOM
CYP3A4 pudamnunuaom cHuxaeT Cmax 1 AUCo o KOMIUIEKCa [CYHUTUHUO + MEepBUYHBIA aKTUBHBII
Metabonut]| Ha 23 1 46 % COOTBETCTBEHHO.

[IpumeHeHne CyHUTHMHMOA COBMECTHO C JApYrMMHU cuibHbIMU uHAyKTopamu CYP3A4 (manpumep,
JeKcaMeTa30HoM, (PEHUTOMHOM, KapOamazennHoM, pudaMaumHoM, GeHOOapOUTaAIOM WITH TPABIHBIMU
npernapaTamMmu, CoepKaluMu 3Bepo0oit poabIpsiBieHHbI — Hypericum perforatum) moxer npuBectu
K YMEHBIICHUIO KOHIICHTPAIINH CYHUTHHHOA.

Crnenyet uzberarb OJTHOBPEMEHHOTO MPUMEHEHHsI CYHUTHHHOA ¢ cuibHbIMU HHAYKTopamu CYP3A4
WIM PaccMOTPETh BO3MOXKHOCTb IOA00OpaTh albTEPHATUBHOE JIEKAPCTBEHHOE CPEICTBO  JUIS
COITYTCTBYIOLIEH Tepanmuu ¢ MUHUMalbHOM crnocoOHocThI0 K MHAYKIMU CYP3A4 unu orcyTcTBHEM
tTakoBoW. Ecim 9TO HE mpeacTaBiseTcss BO3MOXKHBIM, TO MOXKET IOTPEOOBATHCS MOBBIIMICHUE O3B
npernapata CYHUJIN® no 12,5 mr (mo 87,5 mr B cytku npu 'MCO u MIIKP u 62,5 mr B cyTku mnpu
HS2O0ITX) nox TiatenbHBIM KOHTPOJIEM IMEPEHOCUMOCTH Tperapara naueHTom (cm. pazaen 4.2).

CTH

HccenenoBanus B3auMOIEUCTBUS IPOBEIECHBI TOJIBKO Y B3POCIIBIX.
4.6. @epTUIBLHOCTD, DEPEMEHHOCTD U JAKTALUA

>K€HIHI/IHI>I C ACTOPOAHBIM IMOTCHIIMAJIOM (KOHTDaHGHHI/Ifl Y MYXXYHMH U )KCHHII/IH)

H(CHH.II/IHEIM C ACTOPOAHBIM MOTCHOUAJIOM CJIECAYCT pPCKOMCHAOBATH UCITIOJIb30BAHUEC HAACKHBIX MCTONOB
KOHTpaucCnuruu, a TaKKEC HCKIIOYHUTHL BO3MOXHOCTH 6epCM€HHOCTI/I BO BpEMsA JICUCHUSA MperapaToM
CYHUJIND.

bepemeHHOCTH

HccnenoBanust NpUMEHEHUS! CYHUTHHNOA Yy O€peMEHHBIX JKEHIIMH He MPOBOAMINCH. B nccnenoBanusx
Ha XUBOTHBIX OOHapy’Ke€Ha PernpoaAyKTHBHAs TOKCHUYHOCTb, BKIIIOUas MOPOKU Pa3BUTHs IUIoAa (CM.
pazznen 5.3). [Ipenapar CYHUJIN® He cneayeT npuMEHSTh BO BpeMst O€peMEHHOCTH UJIH Y JKEHIINH, HE
ucnoyb3yommx 3¢ GeKTUBHbIE CpeACTBa KOHTpPALENLWHU, 32 HMCKIIOUYEHHEM TeX CIIydaeB, Korja
[IOTEHIMaIbHAas 10JIb3a OT IIPUMEHEHUS IIperapara IPEeBhIIIaeT NOTCHIUAIbHBIN PUCK Ul I1oaa. Eciu
npernapatr CYHWJIM® npumensitor B nepuoj OepeMEHHOCTH WM €cld MalUeHTKa 3a0epeMeHeeT
BO BpeMsl MpUeMa Ipernapara, ee cieayeT MH(QOpPMUPOBAaTh O MOTEHIHMAILHOM PHCKE TOKCHYECKOTO
BO3JICUCTBHUS HA IUIOI.

JlakTanus
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 23.03.2026 N2 5921
CyHuTHHUO W/WIK €70 META0OUTBI NPOHUKAIOT B MOJIOKO KPBIC HET AanApX O MOM BEEAARTCH M
CYHI/ITI/IHI/IG UM €ro HepBI/I‘-IHI:II/I aKTUBHBIA MeETa
AKTUBHBIC BEIIIECTBA YACTO BBIJCISAIOTCS B IPYJHOE MOJIOKO, a TAK)KE B CBSI3H C TEM, YTO cymeCTByeT
HOTCHI_[I/IaJILHBIf/'I PUCK pPa3BUTUA CCPLC3HBIX HCIKCIATCIbHBIX peaxunﬁ Y HOBOPOXICHHBIX,
HaxOJISIINUXCS Ha TPYJHOM BCKapMJIMBAHUH, )KCHIIIMHAM HE CJICTYeT KOPMUTD IPY/bIO BO BpeMs IIpreMa
npenapara CYHUJIN®.

DepTUILHOCTE

Ha ocHoBanum pe3ynbTaToB JOKIMHUYECKUX HCCIECOBAHUM MOXHO CJI€JaTh BBIBOJ, YTO Tepamus
CYHUTHHUOOM MO>KET OTPHUILIATEIbHO CKa3aThCs HAa PepTUILHOCTU MYXXYHH U KSHIIUH (CM. paszzaen 5.3).

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMM CpeAcTBAMM H padorarhb
¢ MeXaHU3MaMH

CyHuTHHHO OKa3bIBaeT HECYIIECTBEHHOE BIMSHHE HA CIOCOOHOCTH YNPABIATH TPAaHCHIOPTHBIMU
cpeAcTBaMH M paboTaTh ¢ MexaHu3MaMu. [lanueHToB cienyer HHPOPMHUPOBATH O TOM, YTO BO BpeMs
JIeYeHHs] CYHUTUHHOOM y HHX MOXET BO3HHKHYThH IMOOOYHAs peakIus, Takas KaK TOJOBOKPYKEHHE.
ITosToMy crnexyer cob0aTh OCTOPOKHOCTD P BOXKJIEHUHM aBTOMOOWIIS MM paboTe ¢ MeXaHU3MaMH.

4.8. HexkesaTeibHbIE peakuu

Pesrome nmpoduist 0e30nacHOCTH

Haunbonee cepbe3HBIMH HEXENATEIbHBIMUA pPEaKIusMH (B HEKOTOPBIX CIIydasiX JIETAIbHBIMU),
CBSI3aHHBIMU C CYHUTMHUOOM, SIBJISUIMCH: TMOYEYHAs HEIOCTaTOYHOCTh, CepJieuHasl HEeAOCTaTOUHOCTb,
JieroyHast SMO0JIHsI, Tepoparst OPraHoB KETYA0THO-KUIIEYHOTO TPAKTA M KPOBOTECUCHUS (B TOM YHCIIE
KPOBOTEUEHMSI U3 JbIXATENbHBIX IyTeH, KPOBOTEUEHHs B XKEJyJOYHO-KUIIEYHOM TPAKTE, OMYyXOJIfX,
MOUYEBBIBOJISIIUX MYTSIX, KPOBOU3IIUSAHUSA B TOJIOBHON MO3T).

HaubGonee dacTeiMu HeXeNnaTeNbHBIMH pPEAKIMSIMH BCEX CTeNeHed (KOTOphle OTMEYAlUCh B XOJE
pPErucCTpallMOHHBIX HuccienoBannii ¢ ydactuem mamueHToB ¢ [IKP, TUCO u HDIOIIXK, sBasiucek
CHW)KEHUE alleTuTa, HApYyIIeHHWs BKyCa, apTepuaibHas TUIEPTEH3MS, YCTalOCTb, HApYLIEHUS CO
CTOPOHBI JKEIyI0YHO-KUIIEYHOT0 TPaKTa, TAKUE KaK Juapes, TOIIHOTA, CTOMATUT, JUCHENCHUs U pPBOTAa,
a TaKKe M3MEHEHHMs LIBETa KOXM W CUHIPOM JIaJIOHHO-TIOJOUIBEHHON 3puTpoau3ecTe3ud. JlaHHbIe
CHUMIITOMBI MOTYT YMEHBIIIATHCS 10 MEpe MPoAoKeHus Tepanun. Ha ¢hoHe npruema CyHUTHHHOA MOXKET
MPOUCXOJUTh PA3BUTHE TUIMOTHpeo3a. ['eMaromornyeckue HapylIeHUs (HampuUMep, HEUTPOIEHUs,
TPOMOOIIUTOINIEHUS M AHEMHSI ) SIBIITFOTCSI OJTHUMHU M3 HAaMOOJIee YaCThIX HEXKENATEeIbHBIX JIEKAPCTBEHHBIX
peakuui.

[Ipoune ciayyau c JeTaabHBIM UCXOA0M, KpOME MEPEUNCICHHBIX B pas3zene 4.4 Beilie U B pasaene 4.8
HIDKE, KOTOpPbIE CYMTAIMCh BO3MOXKHO CBSI3aHHBIMH C CYHHUTHHHOOM, BKIJIIOYAJIM IOJIMOPTaHHYIO
HEJI0OCTaTOYHOCTb, CHHIIPOM JICCEMIHUPOBAHHOTO BHYTPHCOCYIHCTOTO CBEpPTHIBAHUS,
NEPUTOHEAIBHOE KPOBOTEUEHHE, HAJMOYCUHUKOBYIO HEJOCTAaTOYHOCTb, ITHEBMOTOPAKC, IIOK
Y BHE3AITHYIO CMEPTh.

Tabnuunoe pe3loMe HeXKellaTelIbHbIX peaKIIni

Hexenarenbnsle peakuuu, 3aperucrpupoBanHbeie y manueHToB ¢ ['MMCO, MIIKP u HOOIDK wu3
00beTMHEHHOM 0a3bl JaHHBIX 7115 manueHToB, MepeunciieHbl HUXKe 110 CUCTEMHO-OPTaHHBIM KJIaccaM,
yactote u creneHu Tsokect (kpurtepun CTCAE HanmonanbHOTo MHCTUTYTA paka).
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COOTEBETCTBYET QKCNEFPTHOMY OTHETY
at 23.02.2026 Ne 5921
Taxske BKIIIOYEHBI HEKENATEIbHBIE PEAKLIUU, BBIABJCHHBIC TP Ir(_)pnpﬂmrpampﬂmqm MUMEHEHIH,
UICHTH(QUIMPOBAHHBIC B KIMHUYECKUX HCCICI0BA
HEXeJaTeJIbHbIC PEaKIIUU MPEACTABICHBI B MOPSAIKE YMEHBIIICHUS CTEIIEHN UX CEPhE3HOCTH.

YacToTa pa3BUTHUS TaHHBIX HEXETATEIbHBIX PEAKLUI ONpeAesiach CISAYIOIINUM 00pa3oM:

oudeHb yacto (>1/10);

gacto (>1/100, o <1/10);

Heyacto (>1/1000, vHo <1/100);

penko (=1/10 000, o <1/1000);

oueHb peako (<1/10 000);

4acTOTa HEU3BeCTHA (HA OCHOBAHUHU MMEIOLIUXCS TAHHBIX OIIEHUTh HEBO3MOXKHO).

Taoauna 1. HexxenmareabHbIe pE€aKknuun, 3apCruCTpUupPOBaAHHBIC B KIIMHUYCCKUX UCCIICAOBAHUAX

Yacrora
HEeH3BeCTHA
CucremHo- Ouenb 42¢To Yacro Heuacro Peaxo (Ha ocHOBaHUM
OpraHHbIi >1/10) (=1/100, (=>1/1000, (=1/10 000, HMeIOIIHXCSI
KJace - Ho <1/10) Ho <1/100) Ho <1/1000) JAAHHBIX
OLICHUTH
HEBO3MOKHO)
Nudexunn Bupychsie Hexkportuzupyronim
¥ MHBa3WHU nHpeKnmu?, i dacruut*,
pecnupaTopHbl | OaKTepHUabHbIC
e UHpEKIHU®
underun® *
abcmecc™ *,
TpUOKOBBIC
nHpeKIuu",
WHEKIAN
MOYEBBIBOISII
UX MyTeH,
KOXHBIE
nHpexknun”,
cerncuc® *
Hapymenuns | Heiitponenus, | Jlumdorenuss | I[lanmmuronenus TpomOoTHueckas
CO CTOPOHBI | TPOMOOLIUTON MUKPOAHTHOIaTH
KpPOBHU U CHHS, aHEMUS, %
muMdarudec | neHKoNeHHs
KOU
CUCTEMBI
Hapymenns l'unepuyBcTBUTENL | AHTHOHEBPOTHYE
CO CTOPOHBI HOCTh CKHI OTeK
MMMYHHOM
CUCTEMBI
OHpokpuHH | ['mmotupeos I'uneprupeos Tupeonaur
ble
HapyLIeHUs
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II.-
i
| i

HOCTE 0009)

Hapymenns | CHmxeHue 00e3B0oXXHBaH JE Chnpon itsndd!
MeTabonau3M | anmeruTa’ ue, OIyXOJn ™~
a ¥ IUTaHUA TUIIOTIIMKEMUS
[Icuxuuecku | becconnuia Henpeccust
e
HapylIeHUs
Hapymenus | [omoBokpyxe | [lepudepuyec | BHyTprMo3sroBoe Cunnpowm 3aaneit | ['unepammonue
CO CTOPOHBI | HHUE, TOJIOBHas | Kad KpoBom3nusiHue™®, | oOpatumoit MUYecKast
HEPBHOH 601b, Helponarus, HapylIeHHAe sHuedanonatuu* | sHUEeanonaTHs
CHUCTEMBI HapylIeHne napecTesus, MO3TOBOT'O
BKyca" TUIeCTe3Ns, KpOBOCHaOXeHHA™,
TUIEpecTe3us] | TPaH3UTOPHas
UIIEMHUYECKast
aTaka
Hapymenus [MepuopOuran
CO CTOPOHBI BbHBII OTEK,
oprasa OTEK BeK,
3peHus MOBBIIIICHNE
CJI€300T/IEJICH
ust
Hapymenus Nmemus XpoHuueckas JleBoxenynouko
CO CTOPOHBI muokapaal *, | cepmeunas Bas
cepara YMEHBIIEHUE HEIOCTaTOYHOCTh, | HEAOCTaTOYHOCT
OBJDK" nHbpapKT b¥,
Muokapaa™ *, MHOTO(OpMHAs
cepaedHas KEITy0UKOBas
HEIO0CTaTOYHOCTH® | MapoKCH3MajbHa
, A TaXUKapAUS
KapAHMOMHUOTIATUS*, | THUIA «THPYIT»
BBIIOT B IIOJIOCTh (torsade de
nepuKapra, pointes)
YAJTMHEHNE
unrepBana QT Ha
3JIEKTPOKapAHOrpa
MMe
Hapymenuss | Aprepuanbhas | Tpom003 KpoBoteuenne AHEBpU3MBI
CO CTOPOHBI | TUTIEPTEH3MUS ri1yOOKHX BeH, | U3 omyxonn™® U paccioeHue
COCYZI0B ropsiaue aprepuir*
«TIPUIIABBIY,
«IIPUITABBD)
Hapymenns | JucnHo?, Tpombosmbon | Jlerounoe
CO CTOPOHBI | HOCOBOE WSl JIETOYHOU KpoBOTeUYeHHE™,
JIBIXaTENILbHO | KPOBOTCUCHHE | apTepuu™, JBIXaTebHas
W CUCTEMBI, | , KaIlenb TUIEBPAJILHBIN | HEJOCTATOYHOCTD*
OpraHoB BBITIOT™,
rpyAHOU KPOBOXapKaHb
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KJICTKH U
CpenoCTeHN
o

e*, ONpIIIKa
npu
¢buzngeckoit
Harpyske,
opoapuHTean
bpHast 00",
3aJI0KCHHOCTD
HOCA, CYXOCTh
CIIM3HUCTOMN
000JI0YKH
MTOJIOCTH HOCA

(110

JELOBATETE

HOCTb

7
(bl
L

-
109}

Hapymenus
CO CTOPOHBI
KEJTyI04YHO-
KHIIICYHOI'O
TpakTa

Bocnanenne
CIIM3UCTOM
000JI0YKH pTa
(cromarur)",
00JIb B
obractu
J)KUBOTA®,
pBOTa, Uapes,
IIUACIIETICHS,
TOILIHOTA,
3arop

I"actpoazodar
eanpHas
pedutrokcHas
00J1e3Hb,
nmucdarus,
JKETy0YHO-
KHIIIEYHOE
KpOBOTEYEHIE
* 330¢arut*,
B3JIyTHE
JKUBOTA,
JTUCKOMQOPT
B KHUBOTE,
PEKTaNbHOES
KpOBOTEYEHNE,
KPOBOTEUYCHUE
U3 JICCEH,
W3BS3BICHUS
CITU3UCTOMN
000JI04KH
MOJIOCTH PTA,
MPOKTAJT U,
XCHITHT,
reMoppoi,
TJIOCCOMHHS,
0016

B MOJIOCTH PTa,
CyXOCTb BO
PTY,
METCOPH3M,
JTUCKOM(OPT
B MIOJIOCTH PTA,
OTPBDKKA

ITepdhopamms
KEITyL0IHO-
KHUILEYHOTO
Tpakra™ *,
MTAaHKPEATHUT, CBHII
NPSAMOM KULIKH,
KOJUT?

Hapymenuns
CO CTOPOHBI
MIEYEHH

1 J)KETTIEBbIB
OJISAIIIUX
nyTei

ITeuenounas
HEIOCTATOYHOCTh ¥
, XOJIELIUCTHUT® *,
OTKJIOHEHHNE
(YHKLINY TIeYeHN

T'ematut
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Hapymenus | M3smenenue Okchonmanus 1L Miédrod c!)f;'lv}};a}; It WA
CO CTOPOHBI | IIBE€Ta KOXU', KOXH, KO)KHBIE spuTemMar,
KOXH JIaJIOHHO- peakuun®, CHUH/IPOM
Y IOJKOXKH | TIOJIOLIBEHHBIN | 9K3eMa, CruBeHca—
bIX TKaHEH CHHIPOM BOJIIBIPH, JlxoHCcOHA™,
(apuTponmzect | apuTema, TaHTPEHO3HAas
e3usl), ChIILY, | amomeuus, MIHOJIEPMHUS,
M3MEHEHHe aKHe, 3y1, TOKCHUYECKUI
1IBETa BOJIOC, TUIEPITUTMEHT SMUIePMAITbHBIH
CYXOCTh KOXKH | alus KOXH, HeKponu3™®
MOpaXeHN
KOXH,
THUIIEPKePaTos,
JIePMaTUT,
MOpakKeHHe
HOITEH"
Hapymenus | Bonp CkeneTHo- Octeonekpos Pabnomuonus*,
CO CTOPOHBI | B KOHEYHOCTSIX | MbIILIEYHAS YeI0CTH, CBHI* MUOTIATHS
MBIIIEYHOH, | , apTpaNTHs, 001b,
KOCTHOM OOJIb B CIMHE | MBILICYHbIE
U COETUHUTE CIa3MBl,
JIBHOH MUAIITHA,
TKaHU MBIIIEYHAS
cnabocThb
Hapymenus IToyeunas KpoBoreuenue u3 Hedpornueckuit
CO CTOPOHBI HEJOCTaTOYHO | MOYEBBIBOIAIINX CUH/IPOM
MoYeK CTb*, ocTpas myTen
Y MOYEBBIBO royeyHas
TSIIIAX HEJ0CTAaTOYHO
myTen CTh*,
Xpomarypus,
MPOTEUHYPHS
OO0mme IloBeimennast | bons 3amMeIeHHOE
HapylIeHUs | YTOMJISIEMOCTh | B oOnacTw 3aKUBJICHHE paH
U peaxkuuu t, oTex”, IrpyAHOU
B MECTE JTUXOpaIKa KJIETKH, OOJIb,
BBEJICHUS TPUIIITIOTION00H
Bl CUHJIPOM,
03HO0
JlaboparopH CHikeHue [ToBbIIeHHBIN
ble MAacchl Tena, YpOBEHB
U UHCTPyME CHIKEHUE KkpeaTua(pochHOKUH
HTaJIbHBIE KOHIIEHTpaIM | a3bl B KPOBH,
TTaHHBIE OenpIx MTOBBILIEHHBII
KPOBSIHBIX YpOBEHB
Tejerl THUPEOTPOITHOTO
B IUIa3Me TOpMOHA B KPOBHU
KpOBH,
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COOTBETCTBYET QKCIHNEFTHOMY QOTHETY

ot 23.03.2026 Ne 5921
HTOBBIIICHHC (NOCNEOOBATENHEHOCTE 0009)
YpOBHS

JINIIA3hI,
CHIDKCHHE
KOHIIEHTpallUU
TPOMOOITHTOB,
MMOHMKEHHBIN
YPOBEHb
remMorjioomnHa,
MOBBIIICHHUE
KOHIICHTpaIluu
amMui1a3pr”,
TTOBBIIIICHHE
KOHIICHTpaIuu
ACT,
TTOBBIIIICHHE
KOHIICHTpaIlu!
AJIT,
TTOBBIIIICHHBIN
YPOBEHb
KpeaTUHHUHA

B KpOBH,
TTOBBIIIICHHE
apTepUaILHOT
0 JIaBJICHUS,
TTOBBIIICHHE
KOHIICHTpaIlu!
MOYEBOM
KHCIOTHI

B IUIa3Me
KpOBU

* Brirroyas JIETAJIbHBIE UCXOBI.

OObeMHEHbI CIIeIYIOIINE TEPMHUHBI:

2 Ha3ogapiHIUT 1 Tepriec NOoJIOCTH PTa.

% BpOHXUT, MHPEKIIMU HUKHUX JIbIXATEIbHBIX ITyTeH, THEBMOHMS ¥ HHPEKIMU JbIXaTEIbHBIX My TeH.

® AGcuecc, abcriecc KOHEUHOCTH, aHANIBHBIH a0cliecc, IeCHEeBOit adcliecc, adcliece neyeHu, abcrecc MopKeTyJ0UHON Kele3bl,
abcrecc MPOMEeXHOCTH, NEPUPEKTANBHBII adcliecc, peKTalbHbIH adciecc, MOAKOXKHBIN abcuece 1 aberecc 3yoa.

" Kanauo3 nummeBo/ia 1 KaHIU/103 TOJIOCTH PTa.

" BocniasieHne MOAKO)KHON KJICTYaTKN M UH(EKIHS KOXKH.

¢ Cerncuc U CENTUYECKUH IIOK.

¢ Abcriecc OPIONIHOM TONOCTH, a0IOMUHAILHBIN CETICHC, TUBEPTUKYIUT U OCTEOMHUEIHT.

* TpomOoTHYeCKass MUKPOAHTHOIATHsI, TPOMOOTHYECKas! TPOMOOLMTONICHUYECKas MypIypa W FeMOJIUTHKO-YPEMUYECKHUH
CHHJIPOM.

* CHIDKEHHE alIeTuTa U aHOPEKCHSL.

" JlucreB3us, areB3us ¥ HapyIIEeHHe BKYCOBOTO BOCTIPUSTHSI.

i OCTpBIi KOPOHAPHBIN CHHAPOM, CTEHOKAPHs, HECTAOMIBHAS CTEHOKAPANS, 3aKylopKa KOPOHAPHON apTEPUH W UIIEMHS
MHOKap/a.

“ Camxenne/Hapymerne ©OBJDK.

" OcTpblit ”HPAPKT MUOKapAa, MHPApKT MHOKap/a U OECCUMITTOMHBIH HH(ApKT MHOKap/a.

" OpodapuHreanbHas 00Jb U TIIOTOYHO-TOPTaHHAS 00JIb.

" CroMaTHT 1 a)TO3HBIH CTOMATHT.

° Bousib B %HBOTE, 00JIb B HU)KHEH 4aCTH )KUBOTA, 00JIb B BEPXHEH YacTH KHUBOTA.

" TactponHTeCTHHANIBHAS TIepdoparys 1 NpoOOeHNE KUILICUHHKA.
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? Konmut 1 MieMuieckuit Kommur. (MOCNEOOBATENEHOCTE QO09)

¢ X0JIELUCTUT U OECKAMEHHBIH XOIEIUCTHUT. ) -

* [ToxkenTeHune KOKU, M3MCHEHHE I[BETAa KOKH M HAPYIICHUE MUTMCHTAIINH.

Y Tlcopua3uopMHBIN EepMAaTHT, 3KC(QOIMATUBHAS CHIllb, CbIIIb, JPUTEMATO3HAs ChINb, (OJUIUKYISPHAS CHIIb,
TCHEPAJTN30BaHHAS ChINb, MAKYJISIPHASI ChIMb, MAKYJIOAIYJIC3HAS CHINb, MAMYJIC3HAS CHITb U 3y/IAIIas ChIIb.

® KoxHas peakuus U IOpakeHHe KOXKH.

* 3a00JIeBaHKE HOT'TEN U M3MEHEHNUE [BETA HOI'TEM.

" TToBbIILICHHAS] YTOMJISIEMOCTD U ACTCHHUSL.

* Orek uIa, OTEK U MepupepruIecKuii OTeK.

" AMHJIa3a ¥ MOBBILICHUE YPOBHS aMIJIa3bl.

Onucanue OTACIBHBIX HCXCIIATCIbHbBIX DeaKHI/Iﬁ

HUnghexyuu u unsazuu

Coobmanocs 0 ciay4asx cepbe3HblX nHOekuuili (Ha (oHe HeiiTpornienun i 0e3), BKIIOYAs Ciydau
C JeTagbHbBIM HcX0A0M. OTMedanuch peAKue cllydyal HEKpOTH3HMpYoWero (aciuuura, BKIHOYas
MOPaXCHUE MTPOMEKHOCTH, MHOTJIA C JICTAJIbHBIM UCXOJI0M (CM. Takke paszen 4.4).

Hapywenus co cmoponvl kposu u numgamuieckou cucmemol

CHukeHune abCOIOTHOIO KoJIM4ecTBa HEUTpoduiioB 3-i u 4-i creneHu TsHkecTr Obl1o oTMeueHo y 10
u 1,7 % nanuentoB B uccnenoBanuu 3-it gazer [MCO, y 16 u 1,6 % manueHToB B HCCIEIOBAHUU
3-iipazer MIIKP u y 13 u 2,4 % naumenToB B mccnenoBanuu 3-i ¢pazsr HOOIDK cooTBeTcTBEHHO.
CHmwkeHne abCOIFOTHOTO KOJIMYECTBA TPOMOOIIUTOB 3-i U 4-1 CTEIICHH TSHKECTH COOTBETCTBEHHO OBLIO
ormeueHo y 3,7 u 0,4 % manmentoB B uccienoBanuu 3-i gaser [MCO, y 8,2 u 1,1 % manueHToB
B uccnenoBanuu 3-it ¢paset MIIKP uy 3,7 u 1,2 % nanuentoB B uccnenoBanuu 3-it passt HOOIDK (cm.
paznen 4.4).

KpoBoTeuenust 6bu1u 3aperucTpupoBansl y 18 % manueHToB, Moay4aBIIuX CYHUTUHUO, B UCCIIEI0BAaHUH
3-# aszer [TMCO, o cpaBHenuto ¢ 17 % manuenToB, noiay4yaBmux mianeto. Y 39 % nanueHTos ¢ panee
He siedeHHbIM MIIKP, momyyaBmux cyHMTHHHO, HAOIIOAAIMCH CIy4ad KPOBOTEUEHUS IO CPABHEHUIO
¢ 11 % naunuenToB, nonyvaBimux uHTepdepor-a (IFN-o). ¥V 17 namuentoB (4,5 %), npuHUMABIIHX
cyHuTuHUO, u y 5 mauuentoB (1,7 %), nmomyuaBmux IFN-0, pa3BuiHch CBsI3aHHBIE C JIEYEHHEM
reMopparuueckue peakiuu 3-i creneHu wiu Beiie. KpoBoTedeHus ObUTH 3aperucTpupoBaHbl y 26 %
MAIMEeHTOB, TMOoMydaBmuX CyHUTHHHO 1o moBoxy MIIKP, pedpakrepHOoro k Tepanuu ITUTOKWHAMHU.
B xmuanueckom uccnenoBannun HOOIDK 3-it ¢a3el remopparuueckue siBICHHS, 32 HCKIIOUECHHEM
HOCOBOT'O KPOBOTEUEHUS, pa3BUINCh y 21,7 % mManueHTOB, MOJYYaBIIUX CYHUTHHHUO, IO CPABHEHUIO
¢ 9,85 % manuenToB, noiay4yaBIux 1uianedo (cm. pasaen 4.4).

B xIuHMYeCKHX HCCIIeOBAaHUSAX MOJIYUEHBI COOOIIECHHUS O Pa3BUTHH KPOBOTEUCHHUS M3 OMyxoiu y 2 %
narenToB ¢ I UCO.

Hapywenus co cmopoHnvl ummynHou cucmembl

COO6]J_[8..HOCB 0 pCaKIuAX T'HICPUYyBCTBUTCIIBHOCTHU, BKJIHOYAA aHFI/IOHeBpOTI/IquKI/Iﬁ OTCK (CM. pasacin
4.4).

OHOOKpuUHHbIE HAPYWEHUS.

'mnotrpeo3 ObUT 3aperHCTPUPOBAH B KAueCTBE HEXKeNaTelNbHOW peakimu y 7 maiueHtoB (4 %),
MOJTy4YaBIIUX CYHUTUHHO B ABYX Hccnenoanusax MIIKP, pegpakreproro k nurokuHam, y 61 maruenra
(16 %) B rpynne cynutnanOa u y 3 mamuentos (<1 %) B rpynmne IFN-a B uccnenoanuu MITKP, panee
HE MOJIyYaBIINX JICUCHHE.

Kpome Toro, coo0mianocek o moBsiieHH: ypoBHs TupeorponHoro ropmona (TTT) y 4 maruenTos (2 %)
¢ MIIKP, pedpakrepasiM k uTokuHam. B nenom y 7 % nmomyssiiuu ¢ MITKP orMevanucy KTuHUYECKHe
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WM 1a00paTOpHbIE MPU3HAKU TUIIOTHPEO3a, CBA3aHHPTrO ¢ eugHrem! TipnodpeneH i mmpmp@qq:@;pm
orMeueH y 6,2 % mauuentoB ¢ 'MMCO, nomydasm )
noydaBmux I1ane6o. B uccnemoBanum 3-it pazer HOOIDK rHHOTHpeo3 OBLT 3aperucTpUpOBaH
y 6 mauueHToB (7,2 %), moyy4aBIIuX CyHUTHHUO, 1 'y oHOT0 nanueHTa (1,2 %), momyyasiiero rianeoo.

OYHKIMIO IUTOBUIHOM jKeJIe3bl KOHTPOJIUPOBAIHN MPOCIEKTUBHO B JIBYX MCCJIEIOBAHUSAX Y NAI[ICHTOB
C PaKOM MOJIOYHOM >KeNe3bl; CyHUTHHHO HE pa3pelieH K NPUMEHEHHMIO Ul JICUCHHs paka MOJIOYHOMN
xKene3bl. B mepBoM uccienoBaHMM THUIOTHPeo3 ObLI 3apeructpupoBaH y 15 (13,6 %) manueHTos,
MOJTyYaBIIMX CYHUTUHUO, Uy 3 (2,9 %) manueHToB, MoIy4aBUINX CTAHIAPTHOE JIeUeHHE. Y BEIMUCHHE
ypoBHsi TTI' B kpoBu 66110 oTMeueHo y 1 (0,9 %) manuenTa, moixy4aBiiero CyHUTHHUO, M HU Y OJTHOTO
U3 MalUEHTOB, MOJYYaBIINX CTaHAAPTHOE JedeHue. | uneprupeo3 He OblI OTMEYEH HU Y OJHOTO M3
MAMEHTOB, MOJIY4YaBIIUX CYHUTHHHUO, U ObL1 3apeructpupoBad y 1 (1,0 %) mauuenra, moimyyaBuiero
CTaHJapTHOE JieueHHue. B ApyroMm mcciaenoBaHMM TUNOTUPEO3 OBbLT 3aperucTpupoBaH B oOmIen
cnoxuoctu y 31 (13 %) nauuenra, monydasiiero cynutuauo, u y 2 (0,8 %) maiueHToB, moTydaBIimx
kaneuutabud. Ypenuuenue ypoBHs TTI' B kpoBu ormeuanocs y 12 (5,0 %) mauueHToB B rpymnmne
CYHUTHHHOA U HU y OJIHOTO MAallMeHTa B rpymmne kanenurabuna. ['uneprupeos ormevancsa y 4 (1,7 %)
MAIMEHTOB B IPYIIEe CYHUTHHNOA ¥ HU Yy OJTHOTO MAI[MeHTa B TpyIe KanenuradnHa. CHIKEHHE YPOBHS
TTI B xpoBu 06110 0T™MeueHO ¥ 3 (1,3 %) manueHTOB B rpynmne CyHUTUHUOA U HU Y OJTHOTO MAaIlMeHTa
B rpyIine Kaneuutabuna. YBenudueHue ypoBHs T4 Obuto 3apeructpupoBano y 2 (0,8 %) mamueHToB,
nojry4yaBImux cyHuTuHuo, n'y 1 (0,4 %) nauuenTa, noxydaBLiero KaneuutabuH. Y Benudyenue yposs T3
ormevasioch y 1 (0,8 %) manueHTta B rpynne CyHUTMHMOA WU HU Yy OJHOTO IalMEHTa B IpyIIe
KaneuutabuHa. Bece oTMeuaBImecs sBIEHUSI CO CTOPOHBI IIUTOBUIHOMN Kemne3bl Oblin 1—-2-i creneHu
TsDKeCTH (CM. pazzen 4.4).

HapymeHuﬂ Memaboauzma u nUmanus

bonee BbicOokas yacToTa ciydyaeB TMIIOINIMKEMHMM perucrpupoBanack y nauueHtoB ¢ HOOIDK mno
cpaBHeHUt0 ¢ MIIKP u 'MMCO. OnHako OOJIBIIMHCTBO ATUX HEXKEIATEIbHBIX PEaKIUi, HAOII0AaeMbIX
B X0J/I€ KJIMHMYECKUX HCCIEAOBAHUM, CUMTAIOTCS HE OTHOCSIIUMHUCA K HM3y4aeMOMY JIEYEHHUIO (CM.
paznen 4.4).

Hapywenus co cmoponul nepénoii cucmemvl

B kJIMHWYECKHX WCCIENOBaHUSAX M B TMEPHOJ IOCTPETHCTPAIMOHHOTO HAOMIOIEHUSI TOJTY4YEHbI
HecKoJibko coobmieHnit (<1 %) (B HEKOTOpBIX Cily4asx C JIETAJbHBIM HCXOJOM) O MalueHTax
C cyaoporaMM Y  PEHTICHOJOTHYECKMMM  TpU3HAKAaMH  CHHApoMa  3aaHed  oOpaTtumoit
nerikosHneamonatuu. Cymoporn HaOMIOJAINCh Y TAIMEHTOB Kak C  PEHTIEHOJIOTHYECKH
MOATBEPKICHHBIMH, TaK MU C PEHTI'CHOJIOTHMYECKd HE MOATBEPkKJACHHBIMH METAacTa3aMHU B TOJOBHOM
Mo3re (cm. pazzaen 4.4).

Hapywenus co cmoponul cepoya

B xnunnueckux uccnenoanusx cHwkenue ®BJDK na >20 % u Hmke HMKHEH TpaHUIIBI HOPMBI
oTMedanuck npumepHo y 2 % nanuentos ¢ [ MCO, nonydaBmmx cyHuTuHuo, y 4 % namuenton ¢ MIIKP,
pedpakTepHbIM K T€panuu ITUTOKMHAMU, a Takke y 2 % manuerTtoB ¢ [ MICO, monyuyaBmux muiaime0o.
CHmxenne OBJDK He mnporpeccMpoBalio M 4YacTO YIYyYIIAJIOCh IMPU MPOAODKEHUU TEparu.
B uccnenoBanuu ¢ panee He nedeHHbIM MIIKP y 27 % nauuenTtoB, monyyaBmux CyHUTUHUO, 1y 15 %
nanuenToB, mnonyyaBmux IFN-o, 3nauenne @OBJDK Obiio HuXe HWKHEH TpaHUIBI HOPMBIL
VY 2 nanmenToB (<1 %), moay4aBmuX CyHUTHHHO, OBbLT ocTaBieH auarao3 XCH.

Takue HexenarelbHbIE peakLUH, Kak cepiaedHas HemoctaroyHocTh, XCH wmim neBoxkenyaodkoBas
HEJ0CTaTOYHOCTh, oTMevanuch y 1,2 % mnauuentoB ¢ 'MCO, nomyyaBmmx cyHUTUHUO, u'y 1 %
MalUeHToB, MoiydaBmux Tuianebo. B 6asoBom uccnemoBanmu [TMCO 3-it daser (n=312) y 1 %
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NAalMEHTOB B KaXIOW Ipymie HcclaenoBaHus (T.€. |B Tpynnaxy HOMyUABIHIX |I{&](||:Q]/]—1:I/]”[I;IHHG;|{_’_|1_‘_§11§';I/I
iamne00) HaOMI0AaI0Ch Pa3BUTHE JIETATBHBIX Peak ;
B uccnenoanum 2-ii ¢asbl ¢ yuacruem naimueHtoB ¢ MIIKP, pedpakrepupiM k nutokunam, y 0,9 %
MAIUEHTOB PA3BUIICS CBS3aHHBIN C JICUCHHEM JICTaIbHBIM MHPApKT MUOKapnaa. B uccnemoBanum 3-i
¢a3bl ¢ yuactueM nanueHToB ¢ MIIKP, panee ne monydaBmux neuenue, y 0,6 % manueHTOB TPYIIIbI
IFN-0 11 0 % manueHToB rpynmbl CYHUTUHNOA Pa3BIIIMCH SIBICHHUS CO CTOPOHBI CEPJIa C JETAIbHBIM
ucxogom. B uccnenoanun HOOITK 3-it ¢a3er y ognoro (1 %) namnuenrta, noiay4yaBIiero CyHUTUHUO,
pa3BUIach cepJeyHasi HeJJ0OCTATOYHOCTD C JIETAIIbHBIM UCXO0/I0M, CBS3aHHAs C JICUCHUEM.

Hapywenus co cmoponwl cocyoos

ADmeDMaJZbHCl}Z cunepmeH3us

ApTrepualibHasi TUIIEPTEH3HS SBJISIACh OYEHb YACTOM HEXENATeIbHON peakUreld B X0J1€ KIMHUYECKHX
uccrnenoBanuii. CHIDKEHHE [103bl CYHUTHHMOA WIM BpeMEHHas OTMEHa IIpHeMa Ipernapara
MOTpeOOBATUCH MPUMEPHO y 2,7 % MalueHTOB ¢ apTepuanbHOU runepreH3ueil. Hu B 0JHOM M3 3THUX
Clly4aeB HE OTPEOOBATIOCH TOTHOTO MPEKPALICHHUS JICUCHUSI CYHUTHHAOOM.

Tsoxenas ¢opma aprepuanbHOM runepreH3uu (cucronnmdeckoe naasiaeHue >200 MM pT. CT. WIH
auactonuueckoe nasienue >110 Mmum pr. cT.) Obuta 3apeructpupoBaHa y 4,7 % MalMeHTOB ¢ COTUAHBIMU
OIyXOJISIMU. ApTepualibHasi IMIepTeH3Us Haboganach npumMepHo y 33,9 % nanueHToB, NOTy4aBLIMX
CyHUTHHHUO 110 moBoxy panee He sieueHHOTo MIIKP, mo cpaBHenuto ¢ 3,6 % manueHToB, MOJIy4aBIINX
IFN-a. Tsoxenast gopma apTepuanbHON TMIEpTEH3UM pa3Buiach y 12 % ManueHToB, NPUHUMABILUX
CYHUTMHUO U paHee He NOoJay4yaBUIMX JiedeHue, U y <l % mnanueHTtoB, npuHumaBmux |FN-o.
B ximnnyeckom wuccnenoBanuun HOOIDK 3-it a3l aprepuanpHas TUnepTeH3us HaOr0aaIach
npuMepHo y 26,5 % mnauueHToB, MOJYy4aBIIMX CYHUTHHUO, mo cpaBHeHHIO ¢ 4,9 % mnalueHros,
IpUHUMaBIIUX IU1ane6o. Tsokenast Gopma aprepuanbHOil runepreH3un pazsuiach y 10 % mauueHToB
¢ HOOITXK, nonyuaBmmx cyHUTUHUO, M Y 3 % MalMeHTOB, MOTYYaBUINX TUIAe0o.

Cayuau genosnou mpombosamboauu (BT2)

Cpsi3anHble ¢ jedeHueM ciydau BTD Obuin 3apeructpupoBanbl y 1 % MalUEHTOB € COJHMIHBIMU
OITyXOJISIMH, IPUHUMABIINX CYHUTUHUO B KIIMHUYECKUX HccienoBaHusX, B ToM uncie ¢ [MMCO u ITKP.
B nccnenosanuu I'MCO 3-ii ¢a3sl BTO BozHukia y 7 nanueHTos (3 %), Hoay4yaBIIMX CYHUTUHUO, U HE
BO3HHUKJIA HU Y OJJHOT'O M3 MOJYYaBIIUX IUIane6o0; 5 u3 7 cilydaeB BKIIOYAIN TPOMOO3 INIyOOKUX BEH
(TT'B) 3-i1 cremeHu TspkecTH, a 2 ciay4as — siBIeHMS 1-i1 unm 2-M cTeneHu TsbKecTU. 4 U3 3THUX
7 naruentoB ¢ 'MMCO mpekpatunu jedeHue mnocie nepBoro BosHukHoBeHHs TI'B. ¥V 13 manuenton
(3 %) ¢ MITKP u3 rpymmsl ieueHusi CYHUTHHHOOM, paHee He TOTy4aBIIuX JeueHus, u 4 (2 %) naiueHToB
B 2 HccienoBaHusAX ¢ yyactueM nanueHToB ¢ MIIKP, pedpakTepHbIM K Tepanuu IMUTOKUHAMH, ObLIa
3apeructpupoBana BTD. ¥V 9 u3 stux nanueHToB HaOmoaanack TOJIA: ogHO sBileHUe cTenieHn 2 U 8 —
crenenu 4. Y 8 nmanmentoB otmevaincs TI'B: ogHo sBneHue crenenu 1, 2 spneHus cTeneHu 2, 4 spaeHus
crerieHn 3 W omHoO sBjicHUE crereHu 4. Y oxuoro mamuenta ¢ TOJIA B mccrmemoBanmu MIIKP,
pedpakTepHOro K Tepanuu HUTOKMHAMHU, HE00X0IUMO OBbLIIO MPUOCTAHOBUTH NMPUMEHEHHE Mpenapara.
Cpenu panee He nonydaBmux JiedeHus: nauueHToB ¢ MIIKP w3 rpynmner neuenus IFN-ay 6 (2 %)
BoszHukna BTD, y 1 (<1 %) naruenta — TI'B crenenu tsokectu 3, ay 5 (1 %) marmentoB — TOJIA, Bce
ciydau crenenu tskectd 4. B uccnenosannu HOOITK 3-i1 ¢a3sl cnydan BTO Obutn 3apeructprupoBaHbl
y 1 (1,2 %) naruenTa B rpynne cyHutuHnoa u 'y 5 (6,1 %) manuentoB B rpymnme 1iane6o. Y 2 u3 3Tux
MAaIMeHTOB B Tpynme riane6o Obi1 auarHoctupoBaH TI'B (ogHO siBIeHHWE CTeeHW 2 WM OJHO —
crenienu 3). B peructpanmonnsix uccienoBanusx ['MCO, mIIKP u HOOITXK o cnyuasx ¢ jperaabHbIM
UCXO0J0M He coobimanock. Ciiyyau ¢ JIeTadbHbIM HCXOJ0M HAOIIOAANUCH IPU MOCTPErHCTPALIOHHOM
IIPUMEHEHUH TIpeTapara.

20



COOTBETCTBYET QKCNEFTHOMY OTYETY
ot 23.03.2026 Ne 5921

Cnygan TOJIA nabmoganuck npumepHo y 3,1 % o I/IGHTOB O THCOW mpAaMEPHO] |1|,.2;. UomamieHToB
¢ MIIKP, monmyyaBmux CyHUTHMHHUO B HMCCIIEOBAHU
MOJTy4aJIi CYHUTUHHUO B MICCIIeIOBaHUU 3-1 (a3bl, ClydaeB TSHA 3apEruCTPUPOBAHO HE 6I>IJ'IO Penxue
Cllydad ¢ JIeTaJbHBIM HMCXOJIOM HAaOIIOJAIMCh MPH MOCTPETUCTPAMOHHOM NPUMEHEHUHU Mperapara.
[Tanmentsl, mepeHecmme TOJIA B Tedenwe mnpenbiaynux 12 wmecsneB, ObUIM HMCKIIOYEHBI U3
KIIMHUYECKUX  WccleoBaHuid  cyHuTHHHOA. Cpeaw  TAIMEHTOB, IOJIYY4aBIIUX  CYHUTHHUO
B PETUCTPALIMOHHBIX HCCIENOBaHUAX 3-U (a3pl, MPOSIBICHUS CO CTOPOHBI ABIXATEIbHOW CHCTEMBI
(omprka, meBput, TOJIA niam oTek jerkux) ObUTH 3aperucTpupoBansl npuMepHo y 17,8 % mannueHToB
¢ 'MCO, npubnuszutensho y 26,7 % nauuentoB ¢ MIIKP u y 12 % nanuento ¢ HOOITK. [IpumepHno
22,2 % manueHToB ¢ conmuaHabiMu omyxossivu, B ToM guciie [ MCO u MITIKP, nmomyyaBmmx cyHUTHHHO
B KJIIMHUYECKHUX MCCIIEIOBAHUSIX, NCTIBITHIBAIIN POSBICHHS CO CTOPOHBI IbIXaTeIbHON CUCTEMBI.

Hapymesz CO CmMOpPOHbL Ofceﬂydquo-Kuwewoeo mpakma

[Tankpeatut Habmrogancs Heyacto (<1 %) y manueHToB, noaydaBmux cyHuTHHUO 1uist nedenus [ UICO
wm [IKP. He ObulO OTMEYEHO CIIy4aeB IMAHKPEATUTA, CBSI3aHHOTO C JICYCHHUEM, B WCCIICOBAHHH
3-ii ¢a3pl y mamuentoB ¢ HOOIDK (cm. pasgen 4.4). Bpumun momydeHbl cOOOIICHHSI O Clydasix
KEJTyI0YHO-KUIIEUHbIX KPOBOTEUYEHUU C JeTaubHbIM ucxoioM y 0,98 % mnamnueHToB, MOIy4aBIINX
miane6o B kiuHUYeckux uccienopanusax I MCO 3-it ¢a3ebl.

Hapywenus co cmoponul neuenu u cenuesbl8o0auux nymeti

C006man001> 0 ClIy4asaX HapyLICHHUA (I)YHKI_II/II/I IMEYCHHU, KOTOPBIC MOT'YT BKIHOYATb OTKIIOHCHHA

nokasaresei (yHKIHOHAJIBHBIX P00 MEeYeHH, TeNaTUT WM IEYEHOYHYIO HeIOCTaTOYHOCTh (CM. pa3en
4.4).

Hapymenuﬂ CO CMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHEl

Coo0m1anoch 0 ciiydasx raHrpeHO3HOW MHOJAEPMUHU, OOBIYHO 0OpaTUMOM MOCie MPEeKpalieHus prueMa
cyHUTHHUOA (cM. pazzaen 4.4).

Hapywenus co cmopoHbl MbluieuHoll, KOCMHOU U COeOUHUMENbHOU MKAHU

Nmerorcst cooliieHus 0 ciiydasx MUOINATUU W/WIK pabJ0MUOIIN3a, HEKOTOPhIE B COUETAaHUU C OCTPOM
MOYEUHOW HEI0CTaTOYHOCThIO. JleueHWe ManueHToB, y KOTOPBIX HaOMIOJAOTCs MPU3HAKH WU
CHUMIITOMBI TOKCHUYCCKOI'O TIMOPAKCHHUA MBITIIEYHOH TKaHH, CJICAYET HOPOBOAUTL B COOTBECTCTBUU
C ICHCTBYIOIIMMHU CTaHJApTaMM MEIUIMHCKON mpakTHku (cM. pasznen 4.4). Mmerotcs cooOieHus
0 cirydasx o0pa30BaHUs CBUILEH, NHOT/IAa CBA3aHHBIX C HEKPO30OM U PETPECCHE OITyXO0JIH, HEKOTOPBIE U3
KOTOPBIX 3aBEPIIMINCH JIETAIbHBIM UCXOJIOM (CM. pazaen 4.4).

VY nanueHToB, MOJy4YaBIIMX CYHUTHHUO, ObUIM 3apMKCHpOBaHBI ClIydau pa3BUTHS OCTEOHEKpO3a
YEJIIOCTH, OOJIBIIMHCTBO M3 KOTOPBIX OTMEYAIUCh Y MAIMEHTOB C HM3BECTHBIMM (PaKTOpaMM pPHUCKa
pa3BUTHS OCTEOHEKPO3a YENIOCTH, U B YACTHOCTH IIPU BHYTPUBEHHOM BBEJEHUH OMCPOCcHOHATOB U/ NN
HUIMYMM B aHamMHe3e 3a0ojieBaHMi 3y0OB, TpeOYIOIIMX MHBAa3MBHOTO CTOMATOJOIMYECKOTO
BMeIIaTeabCTBA (CM. pazzen 4.4).

Jlabopamopnvie u uncmpymenmanvHvle OaHHble

JlanHbIe U3 JOKIMHUYECKHX HCCieaoBanui (in Vitro u in ViVO) ¢ UCTIOJIb30BaHUEM 103, MPEBBIMIAOIINX
103y, PEKOMEHTyeMYIO JIIsl YeIOBeKa, IPOJJEMOHCTPUPOBAIIH, YTO CYHUTHHUO 00J1aaeT CIOCOOHOCTBIO
UHTUOMPOBATh MPOIIECC PETONAPH3ALUN TOTCHIMAMa JEHCTBUS CEepPISYHONW MBIl (HATPUMED,
yanuHenue narepsana QT).

VY anmuaenne unatepBana QTc >500 mc pazsuiocs y 0,5 %, manueHTOB, a M3MEHEHHE, MPEBHIIIAOIICEe
60 Mc MO CpaBHEHMIO C MCXOJHBIM ypoBHeM, HaOmojanoch y 1,1 % manuenroB u3 450 manueHToB
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C CONUAHBIMH OITyXONSIMU. VI3MeHeHMs 3THX NapaMEeTPOB | [BISONCS] (IOTeHEHALBHO ( SHAUVBIMH.

CyHuTHHUG CMOCOOCTBOBAN Y/UTMHEHNIO HHTEpBala-QFeF—(e—koppeiceri—Ho—hopmire-Pperepta)—

B KOHICHTpaUUiAX, IPUMEPHO B 2 pa3a OpeBRIIAIOINX TEPANICBTUYCCKYO KOHICHTPALUIO IIpfIiapara.

VY anunenue untepBana QTc mM3ydanoch B MCCIEAOBaHUU C ydacTheM 24 manueHToB B Bo3pacTe 20—
87 mer ¢ pacrnpoCTpPaHEHHBIMHM 3JIOKQUeCTBEHHBIMM HOBOOOpa3oBaHUsIMH. Pe3ynbraTsl 3TOrO
WCCIICIOBAaHMST TIPOJIGMOHCTPUPOBAIM, YTO CYHHUTHHHO OKas3biBan Bo3jaeicTBue Ha uHTEepBan QTc
(KoTOpBIN onpeesnsIcsa Kak cpeiHee N3MEHEHHE ¢ IoNpaBKoi Ha miae6o >10 Mc ¢ BepXHUM MpeAeIoM
90 % nmoBepurenbHoro uHTepBana (M) >15 mc) B TepaneBTHYECKOW KOHLEHTpaUWHu (A€Hb 3) NpU
UCIOJIb30BAaHUN METOJAa KOPPEKUMH II0 MCXOJHOMY YPOBHIO B TE€YEHHME [IHA M B KOHLIEHTPALHUH,
MPEBBIIAIONICH TEPAaNeBTHUECKYIO (I€Hb 9), MPHU HCHOJIH30BAHUM OOOMX METOJIOB KOPPEKLIHHU IO
HUCXOJHOMY ypoBHI0. Hu y omHOro manueHTa He Habmomanochk yaauHenust uHTepBaia QTc >500 mc.
Hecmotpst Ha To uto BimsiHue Ha unTepBan QTcF O6bu10 oTMeueHo Ha 3-i neHb dyepe3 24 yaca mocie
npuema 7036l Ipenaparta (T.€. Ipu TepaneBTHUECKOW KOHLEHTPAIMU B IU1a3Me KPOBH, 0KMIaeMOi rocie
IpremMa rpemnapara B peKOMEHIyeMON HauaiabHOU 03¢ 50 M) IPHU UCIIONB30BAHUH METO/1a KOPPEKLIMH
[I0 MCXOJHOMY YPOBHIO B TEYEHHE [Hs, KJIMHUYECKOE 3HAUYEHUE JTHX JaHHbIX HesdcHo. [lpu
KoMmIuleKcHOU oneHke cepuit OKI', BBIMOIHEHHBIX B MOMEHT TEPAaleBTHYECKOTO BO3IACHCTBUS JIMOO
BO3JEHCTBUS, MPEBBIIIAIONIET0 TEPAIEBTUYECKUN YPOBEHb, HA Y OJHOIO U3 MALIMEHTOB B IOILYJISILIMH
MAIUMEHTOB, MOAXOASIINX Il OLEHKH, WU IMalUEHTOB, OTOMpPAaEeMbIX IO MPUHLUIY Ha3HAYEHHOIO
neuenus (ITT), ne nabmronanock yanuuenus: uarepsana QTc Tsokenoit ctenenu (T.e. 3-it cTeneHu wiu
Boimie cornacHo kKputepusim CTCAE (OOmue Kputepud TEPMUHOJOTHHM JUIsI OOO3HAYEHUS
HEXeJIaTebHBIX siBiIeHHH, Bepcus 3.0)).

B tepamneBTHUecKuX KOHIEHTpAIUAX B IJIa3ME€ KPOBH MaKCHUMAaJIbHOE CpeJIHEEe M3MEHEHHE MHTEepBajia
QTcF no cpaBHeHMIO ¢ UCXOAHBIM YpoBHEM cocTaBuiio 9 mc (90 % JIN=15,1 mc). B koHueHTpauusx,
MIPUMEPHO B 2 pa3a MPEBBIMAIONUNX TCPANIEBTUICCKIE, MAKCUMAIBHOE CpPEeIHEEe M3MEHEHHE MHTEepBaIa
QTcF no cpaBHeHuto ¢ UCXoIHBIM ypoBHeM cocTaBmio 15,4 mc (90 % JAN=22.4 mc). MakcumansHoe
cpennee n3menenue narepBaita QTcF ot ucxogHoro ypoBHs mpH npueme MokcudIokcanuHa (B 103€
400 Mr), UICTIOTB30BABIIETOCS B KQUeCTBE MOJIOKUTEIBHOTO KOHTPOJISA, COCTaBIsIo 5,6 mc. Hu y ogHoTO
13 TIAIUEHTOB He HaOroganochk yamuHeHus uaTtepBaia QTc, nmpessimaromniero 2-1o crernenb (CTCAE,
Bepcus 3.0) (cm. pazgen 4.4).

Jloneocpounas 6ezonacnocms 6 ucciedosanusx mIIKP

HonrocpouHass ©Oe3onmacHOCTh CyHUTHMHHOa y mnamueHtoB ¢ MIIKP Obuta mpoananusupoBana
B 9 3aBepIICHHBIX KIMHUYECKUX HCCIICAOBAHUIX MPUMEHEHUS MpernapaTa B KaueCTBe Teparuy NepBOi
muaun 'y nanueHtoB ¢ MIIKP, pedpaxtepHbiM k Tepanuu OGeBann3ymaOboM M LIUTOKMHAMH. AHAIU3
BKJTFOYAJT TaHHbBIE OT 5739 marnuenToB, u3 kotopsix 807 (14 %) momyvanu jieueHrue B TEUCHHUE TTEPUOIA
oT >2 et u a0 6 netr. Y 807 (14 %) nanueHToB, IPUHUMABIINX JOJITOCPOYHOE JI€YEHUE CYHUTUHHOOM,
OOJIBIIMHCTBO HEXKENATEIbHBIX PEAKIMH, CBA3aHHBIX C JICYEHHEM, BO3HHUKJIO B TEUYEHHE MEPBBIX
6 mecsiieB — 1 roga, U janee 4acToTa UX BO3ZHUKHOBEHHUS OCTAaBAJIACh CTAOMIIBHOM MIIM CO BpEMEHEM
Ha0J110/1a710Ch CHUKEHHE, 3a UCKIIOYEHUEM THIIOTHPE03a, YaCTOTa KOTOPOT0 MOCTETIEHHO MOBbIIIANACh
C TedyeHHEM BpeMeHH. He ObLJIO BBIBJICHO HOBBIX BHJIOB HEXKEJIATENBHBIX SBICHHUH, CBSI3aHHBIX
C JIEYEeHHEM, IIPU JUITUTEIbHOU Teparuyu CyHUTUHHOOM.

CTH

[Ipodpuns Oe3omacHOCTH CyHUTHHHOA OBUT TOMY4YeH Ha OCHOBAaHMM HccieAoBaHus - (a3bl
C YBETIMYEHUEM JI03bI, OTKPBITOTO HCCIEN0oBaHUs 2-i (pa3bl, HECPAaBHUTEIBHOTO HccheaoBanus 1/2-i
(ha3pl ¥ HAyYIHBIX MyOIMKAIINMA, KaK OMTMCAHO HIKE.
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beo nposeneHo uccnenosanue 1-i ¢gassl ¢ yBenWyeHUueM Q3L THepOpabaIi- GopMbl CyRADIEIOa,

B KOTOPOM NPHUHSUIA y4acTue 35 NarueHToB, BKIIIOYA!
U 5 ManMeHTOB IOHOMIECKOTO Bo3pacta (oT 18 smer mo 21 roma) ¢ pedpakTepHBIMU COJTUIHBIMH
OITYXOJISIMH, OOJBIIIMHCTBO M3 KOTOPBIX MMEJH IMEPBUYHBIN JHATHO3 OITYXOJIM TOJIOBHOTO MO3Ta. Y BCeX
Y4aCTHUKOB HCCIIEIOBaHMS HAOIIOJAMCh HEXKeNaTelbHbIe peakluyd Ha MPUMEHEHUE JIeKapCTBEHHOTO
npemapara; OONBIIMHCTBO pEaKUUi ObUIM TSDKETBIMU (YPOBEHb TOKCUYHOCTH >3) W BKIIOYAIHU
KapAHMOTOKCUYHOCTh. Hambosee dYacThiMu HEXeENaTeIbHBIMH pEaKUUsIMU ObUIM  TPOSIBICHUS
TOKCHUYHOCTHU CO CTOPOHBI JKEIYyI0YHO-KUIIIEYHOT'O TPAaKTa, HEUTPOIECHHUS, TOBBILIEHHAS YTOMIISIEMOCTD
u nosbiienne ypoHs AJIT. ¥V manueHTOB AETCKOro Bo3pacTta ¢ MPEAIIECTBYIOIIMM OOTydyeHUEM
B 00JIaCTH cepAlla WM BO3JCHCTBHEM AaHTPAIMKINHA PUCK HEXKENATEIbHBIX PEAKIUH CO CTOPOHBI
ceplla Ha NMPUMEHEHHE JIEKApCTBEHHOI'O Ipemnapara OKa3aJics BBIIIE, YeM Yy MAaI[MeHTOB 3TOTO JKe
Bo3pacta 0e€3 TpEIIICCTBYIOIIETO0 BO3ACUCTBUSA. Y  IMALMEHTOB JETCKOro Bo3pacta 0e3
MPEIIECTBYIOIIEr0 BO3ACUCTBUS AHTPALMKIMHOB WJIM BO3JEHCTBUS OOJIydeHHUsI Ha cepile Oblia
ornpe/ereHa MaKCUMalIbHO TIepeHocuMast 103a (cM. pazzaen S.1).

OTkpsITOC HiccnenoBaHue 2-if a3bl ObUIO MPOBEIEHO € yuacTueM 29 mannueHToB, BKIo4as 27 MalueHToB
neTckoro Bo3pacta (0T 3 10 16 5eT) u 2 COBEpIICHHOJIETHUX MAIIMEHTOB (B Bo3pacte oT 18 g0 19 ner)
C pelUANBUPYIOLICH/porpeccupyolei/pedpakTepHoit TJIMOMOM BBICOKOI CTEIECHU
37I0KAQYECTBEHHOCTH WJIM SMEHIUMOMON. He ObUIO0 HUKAaKMX HEXeNaTeIbHBIX peakiuil S5-il creneHu
TSOKECTH HU B 0j1HOM rpymie. Hanbonee yacteimu (>10 %) HexxenaTeNbHBIMU peaKIUSIMU, CBI3aHHBIMU
C JICYCHUEM, OBUTH CHIDKEHHE KojmdecTBa HeiTpodmiioB (6 [20,7 %] nanueHTOB) M BHYyTpUYEPEITHOES
kpoBouszsusuue (3 [10,3 %] mamuenra).

HecpapaurensHoe uccineaoBanue 1/2-i ¢aszpl ObUT0 IPOBEIACHO Y 6 MAMEHTOB JETCKOTO Bo3pacrta (OT
13 ngo 16 mner) c mnporpeccupytommmu u HeonepabenbHbiMu [MCO. HauGonee uacthiMu
HEXKEIATeIbHBIMA PEAKIHUAMUA OBUIM JHMapesi, TOIIHOTA, CHW)KCHHUE KOJHMYECTBA JICHKOLUTOB,
HelTponeHus u rojoBHas 6oib —y 3 (50,0 %) manueHToB, y Bcex, Kak mpaBuio, 1-if umm 2-i creneHu
TsKecTH. 4 u3 6 mauueHToB (66,7 %) ucnbIThiBaIM M0OOYHbIE AP (deKTbl 3—4-i CTENeHU TAKECTH,
CBsI3aHHBbIE C JeueHueM (runodocdareMus 3-i cTeneHH TAKECTH, HEUTPONIEHUS U TPOMOOIUTONECHUS
y OJTHOTO MalMeHTa MpHU KaXJ0M cllydae U HeHUTpomneHus 4-i CTENEHU TSHKECTU y OAHOIO MalUeHTa).
B sTOM HcceneoBaHnu He COOOIIAIOCH O CePhEe3HBIX MOOOUHBIX 3(h(heKTax niIM MOOOUHBIX peaKIHsIX Ha
JIeKapCTBEHHBIE TIpernapaThl S5-W CTemeHW TshkecTH. Kak B KIMHUYECKOM WCCIEOBaHWUU, TaK M
B nyOyiuKanusax mnpo¢puib O0e30MacCHOCTH COOTBETCTBOBAJ M3BECTHOMY HpoQui0 0e30macHOCTH
y B3pOCIIBIX.

COO6H.I€HI/IC O TOA03PEBACMBIX HCKCIATCIBbHBIX PECAKIIUAX

BaxxHo coo0mmath 0 mogo3peBaeMbIX HEKENaTeNIbHBIX PEaKIUAX MOCNIe PETUCTPALlMH JIEKApCTBEHHOTO
mpemapaTa ¢ Ledbl0 oOecledeHHs] HENpPephIBHOTO MOHUTOPUHTA COOTHOIICHHS «IIOJIb3a—PHCK»
JIEKapCTBEHHOI0 Tpernapara. MenuuuHCKUM paOOTHHKAM pEKOMEHAYEeTCsl coo0marh O JIoOBIX
MOJ03PEBAEMBIX HEXKENIATEIbHBIX PEAKIUAX JIEKAPCTBEHHOTO Mpenapara 4epe3 HallMOHAJIbHBIE CUCTEMBbI
COOOIIIEHUS O HEXENaTENbHBIX PEaKIUAX FOCYIapcTB — WieHOB EBpa3uiickoro 5KOHOMHYECKOTO COI03a.

Poccuiickas ®@enepanus

®denepanpHas cayx0a o Haa30py B cdepe 3paBOOXpaHEHUS

109012, r. Mocksa, CrnaBsiHcKast muioniajib, 1. 4, ctp. 1

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

DnektpoHHas moura: pharm@roszdravnadzor.gov.ru uzu npr@roszdravnadzor.gov.ru
CaiiT B mHGOpMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:
https://www.roszdravnadzor.gov.ru
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4.9. Ilepeno3uposka (NCCNEOOBATENEHOCTE 0009)

CHUMIITOMBI

Co001ma10ch 0 CiTydasix nepe03upPOBKH. B HEKOTOPBIX U3 ATHX CIy4aeB OTMEYaI TOOOYHBIE PEaKIINH,
COOTBETCTBYIOLIME MPODUITI0 OE30IIaCHOCTH Tpernapara.

JleueHune

Crenn(uyeckoro aHTHUIOTA TPH MEPEAO3MPOBKE CYHHTHHHOA HE cymiecTByeT. [Ipu mepemo3upoBke
JIeYeHHWE JOJDKHO BKIIOYATh 00mue nojjepkuBatoune wMeponpustus. [Ipu  HeoOxomumocTu
HEBCOCABILIUICS MpernapaT MOKHO yAalUTh, BEI3BaB PBOTY, WIH MPOBECTU MIPOMBIBAHHE JKEITY/IKA.

5. PAPMAKOJIOTMYECKHWE CBOMCTBA

5.1. ®apmakoaMHaMHYecKHe CBOlicTBa

dapmakoTepaneBTHUECKasi TpyIa: HPOTHBOOIYXOJEBbIE CPEACTBA; HMHIMOUTOPHI MPOTEMHKUHA3;
Jpyrue UHrUOUTOPBI MPOTENHKUHA3.

Kon ATX: LO1EXO1.

MexaHu3M AeicTBUS

Cynutuau® crnoco0eH OJAHOBPEMEHHO HMHTUOMPOBATH PEIENTOPbl PA3IUYHBIX THPO3WHKHUHA3,
YYaCTBYIOIIMX B IMPOIECCaX pOCTa OITyXOJIeH, MaTOJOTMYECKOro aHrHoreHe3a H 00pa3oBaHUS
MeTacTa3oB. bBbUIO  yCTaHOBIEHO, UTO CYHUTHMHHUO SBJISETCS HMHTHOUTOPOM  PELIETITOPOB
tpoMbonmrapHoro ¢akropa pocta (PDGFRa u PDGRF), penientopoB ¢akTopa pocta COCYAHCTOTO
supotenus (VEGRF1, VEGRF2 u VEGRF3), peuenrtopa ¢axropa ctBonoBsix kinetok (KIT), perrentopa
Fms-tiogo6Ho# Tupo3unkuHasbl-3 (FLT3), penenropa xomonuectumynupytoiiero ¢akropa (CSF-1R)
u perentopa Helporpoduyeckoro rnuanbHoro ¢axrtopa (RET). IlepBuunblii MeTaOOIUT MPOSBISET
aKTUBHOCTh, CPAaBHHUMYIO C aKTHBHOCTHIO CYHUTHHHOA, B OMOXMMHUYECKHX W KIETOYHBIX METO/axX
HCCIeA0BaHUs.

Knuanueckas 3¢ dheKTHBHOCTS M O€30I1aCHOCTD

HccnenoBanue KIMHUYECKOH 0€30MacHOCTH U 3(h(PEeKTUBHOCTH CYHUTHHUOA MPOBOAMIIH MIPU JICUCHUH
nanueHToB ¢ [MMCO, ycToH4YMBBIMU K IEHCTBUIO UMAaTUHUOA (T.€. MALMEHTOB, Y KOTOPBIX 3a00JIeBaHUE
IIPOrPECCUPOBAIIO BO BpEMs WIIM MOCHIE JICYEHUSI UMAaTUHUOOM), WM ¢ HETIEPEHOCHMOCTBIO UMaTHHHUOA
(T.e. MalMEHTOB, Y KOTOPBIX BO BpeMs JICUEHHUS MMATUHUOOM pa3BUiach BbIpaXK€HHash TOKCUYHOCTD,
NPEMATCTBYIOMIAsA JallbHEHIIEMyY JIEUSHHIO), a Takoke mpu JeuyeHuu nanuentos ¢ MIIKP u npu neuenun
nanueHToB ¢ HeonepabenbHbpiMu HOOIDK.

D¢ dexkTuBHOCT, OCHOBaHAa Ha BpeMeHH a0 nporpeccupoBanus (B/III) omyxomu M NOBBIIEHUH
BbpkuBaeMocTH npu ['MICO, BepxuBaemoctu 6e3 mporpeccupoBanus (BBII) n gacrore 00beKTHBHOTO
orBeta (HOO) Ha neueHwe mHpuU paHee HE JICUEHHOM M pedpakrepHoM K 1urokuHam MIIKP
COOTBETCTBEHHO, a Takke Ha BBII mpu HOOIDXK.

T'uco

[TepBoHavyaJIbHOE OTKPBITOE MCCIEIOBAHUE C YBEJIMYEHUEM J03bl TPOBOAMIOCH Y nmanuenToB ¢ [T MCO
MocJie HEYAa4YHOTO JICYCHUSI UMAaTHHHUOOM (MequaHa MaKCUMalbHOUM CyTOYHOM 10361 cocTaBmita 800 mr)
B CBA3U C peBI/ICTeHTHOCTLIO NIn HeHepeHOCI/IMOCTLIO. 97 ITAaITUCHTOB 6BIJ'II/I BKJIIOYCHBI B prrIHBI
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C pa3IMYHBIMU J03aMH W CXEMaMH. 55 manueHTdB HCONITACHO

peKOMeHﬂOBaHHOfI cxeMe edcHus — 4 HCEOCIN I10JI

TOITY Py (11

Menuana B/II1 B aTom uccnenoBannu cocrabmia 34,0 venenu (95 % AU 22,0; 46,0).

PannommsnpoBanHOe, ABOWHOE cCliEnoe, IUIane0o-KOHTPOIHPYeMOe HCCIeAOBaHUe CYHUTHHUOA 3-i
¢da3el 6bUTO MpoBeneHo ¢ ydactueM manueHToB ¢ [ICO, koTopble HE MEPEHOCUIIN WA Y KOTOPBIX
O0TMEYAJIOCh MPOTPECCUPOBAHME 3a00JICBAHUS BO BPEMsI WJIM TMOCIE JICYCHHUS] UMATHHHOOM (MeamaHa
MaKCUMaJIbHOW CyTOYHOH 103bI cocTaBuia 800 mr). B atom mccnenoBanuu 312 manueHTOB ObLIN
pangomMusupoBanbl (2:1) Ha momyueHue CyHUTHHHOA B j03e 50 Mr miu 1uianedo BHYTPh OJHH pa3
B CYTKH 1O cxeme 4/2 10 mporpeccupoBaHus 3a00JIeBaHMS WM BbIXOJA M3 UCCIEAOBAHUS IO APYTron
npuurHe (207 manueHToB monydanu CyHUTHHHO u 105 mamuentoB momydyanu miane6o). OcHOBHON
KOHEUHOH TOoukol 3((PEeKTUBHOCTH B JaHHOM HccienoBanun Obuto B/III, koTopoe ompenensnoch Kak
BpeMs C MOMEHTa paHJOMHU3AlMU [0 MOMEHTa pErucTpanuy OOBEKTHBHOTO IPOTPECCUPOBAHHUS
omyxonu. Ha momeHT mnpomexyrouHoro aHamm3a wmenuana BJIII mins cyHuTmHuOa cocTtaBuia
28,9 nenenu (95 % AW 21,3; 34,1) mo ouenke uccnemonarens u 27,3 wexenu (95 % AU 16,0; 32,1) no
JAHHBIM HE3aBHCHUMOM 3KCIEPTU3bI U ObljIa CTATUCTUYECKH 3HAUUMO Oosbline, yem meauana BJIIT mpu
npueme 1iamebo, kotopas cocraBmia 5,1 memenu (95 % JIU 4,4; 10,1) mo oueHKe wcciaeI0BaTeNs
u 6,4 wenemu (95 % AU 4,4; 10,0) mo maHHBIM HE3aBUCUMOW SKCHepTu3bl. Paznuume B oOmiei
BeKUBaeMocTu (OB) ObLIO cTaTHCTHYECKH 3HAYMMO B MOJIb3y CYHUTHHHOA [oTHOIIEHHE puckoB (OP)
0,491, 95 % 11 0,290; 0,831]; puck cMepTH y MalIMEHTOB B IPYIIIE MalMEHTOB, MPUHUMABIINX 11a11e00,
ObLT B 2 pa3a BHIIIE, YeM B TPYIIE MPUHAMABIINX CYHUTHHUO.

[Tocne momyueHusi pe3yabTaTOB MPOMEXKYTOYHOrO aHanu3a A(PGEKTUBHOCTH M 0€30MacHOCTH IO
pexoMeHmanuu He3zaBucuMoro KomurTera 1Mo MOHUTOPWHTY HaHHBIX M OezomacHoctu (Data Safety
Monitoring Board — DSMB) 0Obu1 3akOHUYEH CICMOi MEPHOA MCCIICAOBAHUS, U MAMEHTAM B TPYIIIC
1ane0o ObLTO MPETIOKEHO OTKPBITOC JICYCHUE CYHUTHHUOOM.

B o6mieii crnoxHOCcTH 255 MalMeHTOB MONMy4Yald CYHHUTHHHO B (Da3e OTKPBITOTO JICUCHHS, BKIIOYAS
99 narueHToB, MepBOHAYAIHHO MOJTYYaBIIUX I1IaIie0o0.

JlaHHbIE aHaTU3a MEPBUYHBIX U BTOPUYHBIX KOHEYHBIX TOUEK B (pa3e OTKPBITOTO MOIYUYCHHUS JICUCHUS
MOATBEPAWIIA PE3YIbTaThl, MOJYyYEHHBIE B MOMEHT IPOBEACHHS IMPOMEXKYTOUYHOIO aHajIu3a, YTO
OTpa)keHo B TabmiwuIe 2.

Tab6aununa 2. MTorossle JaHHbIE IO KOHEYHBIM TOUKaM 3@ pexktuBHOCTH Npu JeueHuu [ MCO (momymsius
naruenTos ITT)

JIBoiiHoe ciienoe jJeuenne?
Meauana (95 % JAN) opP I'pynna
NepeKpPecTHOro

KoneuHnast Touxka CYHUTHHUO mjianedoo (95 % aN) p-3HaveHue :5:;2162:)
JleyeHue®

IlepBuunas

BIII (nepesnn)

[IpomMexyTouHbIN 27,3 6,4 0,329 <0.001 3

aHaums3 (16,0; 32,1) (4,4; 10,0) (0,233; 0,466) '

3aKIIFOYNTEIIHLHBIA 26,6 6,4 0,339 <0.001 10,4

aHau3 (16,0; 32,1) (4,4;10,0) (0,244; 0,472) ' (4,3; 22,0)

Bropuunas

BBII (Hemxenn)©

25

COOTBETCTBYET QRCHEFTHOMY QTYETY




COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 23.03.2026 M 5921

IIpomesxyToUHbIi 24,1 : 03380 CNEAQRBAJENEHOCTL 0009)
aHaIN3 (11,1; 28,3) 6.0 (44;9,9) (0,238; 0,467) <0001 -
3aKIIOYATENBHBINA 22,9 . 0,347
ananis (109:280) | 804490 | (4953 0.475) <0,001 -
40O (%)°
ga?ﬁz"(ym‘m““ 6,8 (3.7; 11,1) 00 HIT 0,006 _
JAKMOTHICTLHE | 6 6 (3 8:10,5) 0() HIT 0,004 10,1 (5,0; 17,8)
aHaJInu3
OB (nenesn)®
ITpomexyTOYHBIH 0,491

- - 0,007 -
aHaJIN3 (0,290; 0,831) ’
3aKIIFOYATEIbHBIN 72,7 64,9 0,876 0.306 3
aHanm3 (61,3; 83,0) (45,7,96,0) | (0,679;1,129) ’

J — nosepurenbubiii uatepBai; ITT — BeIOOpKa «IIalMeHThI, KOTOPBIM Ha3HaueHo Jedenue»; HII — nenpumenumo; OB —
o0mas BepkuBaeMocTh; YOO — gactora 00sexTHBHOTO 0TBeTa; BBII — BEDKHBaeMocTh Oe3 mporpeccupoBanust; B/l — Bpems
JI0 IPOTrPECCUPOBAHHUS OITyXOJIH.

a Pe3yJ'IBTaTBI ,I[BOI>'IHOFO CJICTIOTO JICUCHHS TOJYUYCHBI M3 IMOITYJIALNN ITT ¢ wucnomp3oBaHUEM npu HGO6XO,Z[I/IMOCTI/I
I.IeHTpaJ'IPBOBaHHOﬁ peHTFeHOJ’IOFH‘IeCKOﬁ OIICHKH.

b Pesynpratel mo >QdexTHBHOCTH 1 99 MAIMEHTOB, MEPEBENEHHBIX C IUIANE00 HA CyHUTHHHO MOCIE PACKPBITHS
PaHIOMH3AIMOHHOTO Koja. VcXoaHBI ypoBeHb ObUI 3aHOBO YCTAHOBJIEH NpH Iepexone, U aHaiu3 3(PQPEeKTUBHOCTH
OCHOBBIBAJICS Ha OLICHKE UCCIIEA0BATEIEM.

¢ Ha ocHOBaHUM TIOBTOPHBIX PacyeTOB UCXOAHBIX JAaHHBIX OBUIO MPOW3BEICHO OOHOBJIEHHE IPOMEKYTOUHBIX PE3YJIbTaTOB
no BBIL.

4 Pesynprate! g YOO mpuBoasTCs B BUJE AONH MAIMEHTOB ¢ MOATBEPKACHHBIM OTBETOM (B %) ¢ 95 % JIM.

€ Me,uHaHa HE JOCTUI'HYTa B CBA3U C TEM, YTO HE OBLIITH TOTOBEI JaHHBIC.

Menuana OB B monynsiuuu ITT cocraBuna 72,7 u 64,9 wegenu (OP 0,876; 95 % AU 0,679; 1,129;
p=0,306) B rpynmnax, moJiy4aBIMX CYHUTHHHO U M1aiie00 COOTBETCTBEHHO. B 3TOM aHanmu3e B rpynmy
ane0o BXOIWIN MAllMeHThl, U3HAUYAIbHO PaHJAOMU3UPOBAHHbIE B TPYIINY IU1a1e00, HO BIIOCIEICTBUU
MepeBe/ICHHBIC Ha OTKPBITOE MOTyYeHUE CYHUTHHHOA.

Panee ne newennviii mIIKP

Breu10 IpOBEZICHO PaHIOMU3UPOBAHHOE, MHOTOIICHTPOBOE MEXTyHAPOIHOE UCCIIeIOBaHNE 3-1 a3kl 1O
otieHke (PGEeKTUBHOCTH M Oe30MmacHOCTH CyHUTHHHOA B cpaBHeHuHU ¢ IFN-o ¢ ydacTueMm manueHToB
¢ MIIKP, panee He nomy4aBmux siedenue. 750 manueHToB OBUTH PAaHIOMUZUPOBAHBI B COOTHOIIEHUH 1:1
B TPYNNbl JICYCHUS CYHUTHHHOOM TOBTOPSIIOIIMMHUCA O-HEAETbHBIMU ILHMKJIAMHU, COCTOSIIMMH W3
4 Henenpb eXEeIHEBHOTO MEPOpaIbHOTO IpreMa npernapara B 703 S0 MT ¢ MOCHeAyIOINM 2-HeeTbHbIM
nepepsiBoM (cxema 4/2), wnu IFN-o, BBOOUMBIM B BHJE MOJKOXXHOW MHBEKIUH B J03e 3 mMuH ME
Ha 1-i1 nenene, 6 ME Ha 2-#1 nenene u 9 ME na 3-if Hefene, a 3aTeM B TeUEHHE 3 HEMOCIEN0BATENbHBIX
JTHEW KaXXy0 HEJEIO.

Mennana TpoAOHKUTENBHOCTH JieueHus: coctaBmina 11,1 mecsua (muamazon 0,4-46,1) B rpymnme
MAlUEHTOB, MOJYy4YaBIIMX CYHUTUHUO, M 4,1 mecsua (nuanazon 0,1-45,6) B rpymme MNanveHTOB,
nony4yaBmux |FN-a. Cepbe3Hble HexenaTelbHbIE SBJICHUS, CBS3aHHBIE C JICUYCHHEM, ObUIM
3aperucTpupoBanbl y 23,7 % ManueHToB, MOJy4aBIINX CYHUTHHUO, Uy 6,9 % manueHToB, MoTyJaBIInx
IFN-o. Tem He MeHee, 4acToTa CIy4aeB MPEKPALECHUS YUaCTUS B UCCIEJOBAHUU B CBSI3U C Pa3BUTHEM
HeXKeNaTeNbHbIX sBIeHUM coctaBisuia 20 % y MalMeHTOB, MOJMy4YaBIIMX CYHUTHHHO, u 23 %
y nanuenTos, noiay4asmux [FN-o. Bpemennoe npekparienue npuema npemnapara norpedosanock y 202
nanueHToB (54 %) B rpynne cynutunuba u y 141 nauuenra, nonydasmero IFN-a (39 %). Camxenue
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7036l TIpenapara morpedoBasiock y 194 manuentos (52 %) B|1rp}m]]1ﬁ qymmnmqqtm y;ﬁ&nammwmos
(27 %) B rpynme IFN-o. [TanpeHTs! oay4dany JeucHke-A
u3 uccnenoBanus. [lepBuyHON KOHEUHON TOUKON OILICHKU a(bQ)eKTI/IBHocm cyxwuna BBIL. PGBYJ'IBTaTBI
3aIUIAHUPOBAHHOTO MPOMEXKYTOYHOTO aHajiu3a MPOJIEMOHCTPUPOBAIM CTATUCTUYECKH 3HAUYUMOE
npeumyiecTBo cynuTuHuOa Hax IFN-a B qanHOoM nccnenoBanuu. Menuana BBII B rpyminie cynutuamnOa
cocraBwia 47,3 Henenu no cpaBuenuto ¢ 22,0 nenensimu B rpynmne [FN-a; OP cocrasuio 0,415 (95 %
111 0,320; 0,539; p-3nauenne <0,001). [Ipyrue korneunsie Touku BKItodaan YOO, OB u 6e30macHOCTb.
[IpoBeaeHre OCHOBHOM PEHTTEHOJIOTHYECKON OIEHKHM MPEKPaIlajoch MOCIE JOCTUKEHUS MEPBUYHON

KOHeuHOH Touku. B 3axmrountensHoM aHanmse YOO mo onenke ucciienosareiieM cocrasmia 46,0 %
(95 % A1 41 %, 51 %) B rpynmne cyautunn6a u 12,0 % (95 % AU 9 %,16 %) B rpymme IFN-a (p <0,001).

JleyeHne CyHUTHHUOOM COITPOBOXK/IATIOCH 00JIee JUITMTEILHOW BEDKUBAEMOCTbIO 10 cpaBHEeHHUO ¢ IFN-a.
Menunana OB cocraBuna 114,6 Henenu B rpynme cynutunu6a (95 % AU 100,1; 142,9) u 94,9 nenenn
B rpymie IFN-a (95 % A1 77,7; 117,0) ¢ OP 0,821 (95 % JIM 0,673; 1,001; p=0,0510 ¢ ucmonp30BaHHuEM
HECTPaTU(UIIUPOBAHHOTO JIOT-PAHTOBOTO KPUTEPHS).

O606mennbie nannsie o BBIT u OB, nabmogaBmmecs B momyssiiuu [TT (ycraHoBieHHble mHpu
LEHTPAITN30BaHHON PEHTTEHOJIOTMYECKOM OLIEHKE), CYMMUPOBaHBI B Ta0uUIIE 3.

Taoéauna 3. Kparkas uHopmManus 1Mo KOHEYHBIM TOYKAM OLIEHKH 3(PQPEKTUBHOCTH HpPU JIEYCHUHU
He sieyeHHoro panee MIIKP (momymsius ITT)

CyHUTHHMO IFN-a

Kpartkas uadpopmauus no BBII (N=375) (N=375)

[ManmeHTsI, y KOTOPBIX HE OBLIO
3apErUCTPUPOBAHO MPOIPECCUPOBAHKE 161 (42,9) 176 (46,9)
3a0071eBaHUs WM JICTATBHBIH ucXox [n (%)]
[MTatmeHTsl, y KOTOPBIX OBIIO

3apEruCTPUPOBAHO MPOTPECCUPOBAHUE 214 (57,1) 199 (53,1)
3a0oseBaHus WK JieTanbHbIH ncxon [n (%)]

BBII (megenn)

Ksaptuns (95 % AN)

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)

HecTpartudunmpoBaHHblii aHammn3

OP (cynutunu6 npotus IFN-a) 0,5268

95 % AU s OP (0,4316; 0,6430)

p-3HadeHue” <0,0001

Kpartkas nndopmanus no OB C}(IIE:;;IS{)“ 0 (|I\|F:§-7(g)
[ManueHTsl, y KOTOPBIX JaHHBIC 10

JIeTaTbHOMY HCXO/Yy OBLIM HEU3BECTHBI 185 (49,3) 175 (46,7)

[n (%)]

Vmepiuiue narmeHTs! [n (%)] 190 (50,7) 200 (53,3)
OB (menenm)

Ksaptuis (95 % AN)

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 (HT; HT) HIT (H]1; HI)
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HectpatuduipoBaHHblil aHATH3 (NOCNENORBATENREHOC TR OO0S)
OP (cynurnnu6 npotus IFN-o) 0,8209 :
95 % U nns OP (0,6730; 1,0013)

p-3HaveHue? 0,0510

 C UCTIONB30BaHIEM JABYCTOPOHHETO JIOT-PAHTOBOTO KPUTEPHSL.
Pegpaxmepnoiii k yumoxunam mlIKP

UccnenoBanue cynutuHuOa 2- (asel mpoBomwiock y mnamueHTtoB ¢ MIIKP, pedpakrepabim
K IIPEIIIECTBYIOLICH Tepanuu MUTOKWHAMH, — OHU TOJTydaiu uHTepieidkuH-2 win [FN-o. 63 nauuenTa
MOJIyYaau HavyaJbHYIO 103y CYHUTHHHOA 50 Mr BHYTph OJMH pa3 B CYTKU B TeueHue 4 Helesb MoAps
C MOCIEAYIOMNM 2-HEeIeNbHBIM TepepbiBOM. [IOMHBIA IMKJI Tepanuy COCTaBWJ, TaKUM 00pa3oM,
6 Henenb (cxema 4/2). IlepBuyHOW KOHEUHOM TOUYKOW oOmeHKH 3ddekTuBHOCcTH Ob1a YOO
B COOTBETCTBUU C KPUTEPHUSIMH OLIEHKU OTBETA COJNIMIAHBIX omnyxouiell Ha Tepanuto (RECIST).

B nmannom mccnenoBanuun YOO cocraBuia 36,5 % (95 % AU 24,7 %; 49,6 %), menuana BJIIT —
37,7 uenenu (95 % AU 24,0; 46,4).

Jlnst orieHku 3(PPEKTUBHOCTH W 0e30mMacHOCTH CyHHTHHHOa y maientoB ¢ MIIKP, pedpakrepHbiM
K MIPEIIICCTBYIONICH Tepanu¥ IUTOKHHAMM, OBLIO MPOBEACHO IOATBEPIKIAIONICE OTKPHITOES
MHOT'OIIEHTPOBOE UCCIIEIOBAHKE C OJIHOM IpyMIoii, B KOTOpoM 106 marMeHTOB MOIYUYHIN XOTSI ObI OJTHY
103y cyHutuHuOa 50 Mr o cxeme 4/2.

[lepBuuHOl KOHEYHOW TOYKON OLEHKH 3(P(EKTUBHOCTH B AaHHOM wuccienoBanun Obuia YOO.
Bropuunsie koneunsle Touku BkItoyanu B/II1, nponomkurensHocTs orBeTa 1 OB.

YOO B paHHOM wHccinenoBanuu cocraBuma 35,8 % (95 % AU 26,8 %; 47,5 %). Menuana
MIPOJOJDKUTENLHOCTH 0TBeTa M OB enie JOCTUTHYTHI He OBLITH.

HOOIDK

Ouenka 3¢ pexkTHBHOCTH M 0€30MaCHOCTH MOHOTEpanuu CyHUTUHHOOM B 703¢ 50 Mr (mo cxeme 4/2)
y naiueHToB ¢ HeonepadbenbHbiMu HOOIDK npoBoanack B OTKpHITOM MHOTOLIEHTPOBOM HCCIIEI0BAaHUU
2-i1 ¢azpl. B xoropre 3 66 MaMEHTOB C OMyXOJbIO U3 KIETOK OCTPOBKOB JlaHTrepraHca mepBHYHAs
KOHEYHasi TOYKa 4acTOThl OTBETOB cocTaBmia 17 %.

bb110 IPOBEZIEHO OIIOPHOE MHOTOLIEHTPOBOE, MEX/IYHAPOAHOE, PAaHIOMU3UPOBAHHOE, IBOIHOE CIIEToe,
1a1e00-KOHTPOIMpyeMoe  HMccileoBaHue 3-i  ¢a3bl MO OLIEHKE MOHOTEpanuu CYHUTHHHOOM
y ManueHToB ¢ HeonepadenbubiMu HOOITK.

[TarueHTH! TOMKHBI OBLTH UMETH JOKYMEHTAIBLHO MOJATBEPKIECHHOE MPOrpeccHpoBaHre 3a00J1eBaHUs
(ma ocnoe kputepueB RECIST) B Teuenme npemmectByrommx 12 wmecsues. [lamuenTts Obutn
panaomusupoBanbl (1:1) Ha momydyeHue cyHUTHHUOA B 03¢ 37,5 MI OJTUH pa3 B CyTKH 0e3 mepephiBa
B neyeHnu (N=86) wiu mianebo (N=85).

OcHoBHasl 11eJ1b UCCIIEIOBaHMSI 3aKitouanach B cpaBHeHuu BBII y nmanneHToB, moyiy4aBmux CyHUTUHUO,
U TalWEeHTOB, MOJyyaBIIMX IUIane6o. [[pyrue koneunble Touku Brmouanu OB, YOO, wucxonsl,
COOOIIEHHEBIC TTAIlMEHTaMH, U 0€30IaCHOCTb.

Jlemorpaduueckue nokasarenu ObLTM COMTOCTAaBUMBI B TPpYIINE CYHUTHHHMOA U Tpymie miane6o. Kpome
TOrOo, y 49 % manueHToB, MoJy4aBIIuX CYHUTUHUO, OOHapyXUBaslach HE(DYHKIIMOHUPYIOIIAs OIYXOJIb
npoTuB 52 % ManueHToB U3 rpymmnsl mwianedo, u 'y 92 % nanueHToB B 00€UX TpyMNax BbIABISINCH
MeETacTa3bl B IEYECHHU.

B ucciaenoBanumn OBLIO Ppa3pCUiCHO UCIIOJIB30BAHNEC aHAJIOTOB COMATOCTATHHA.
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[IpeamecTByIONIYI0 CUCTEMHYIO TEPAIHIO MOIy4aly B oOmieH |(.;J10}mopm 166, V6 MaLpcHTOB-BIPyLIe
CyHUTHHUOA U 72 % NManueHToB B rpymIe miamnedo.

IIpUHHUMAJIM aHAJIOT'H COMATOCTATUHA, B I'PYIIIIC nnaue6o JaHHOC 3HAYCHHUEC COCTaBJIAIO 22 %.

B uccrnenoBannu OBLIO POJAEMOHCTPUPOBAHO KIMHUYECKU 3HAYUMOE MPEUMYIIECTBO CYHUTHHUOA TIO
cpaBHeHUIO ¢ Tuiane6o B otHomeHnu BBIT mo onenke uccnenoparens. Menuana BBII cocrasmsura 11,4
u 5,5 mecsna B rpymnmnax cyHuTHHHOa U miamnebo coorsercrBenno (OP 0,418 (95 % U 0,263, 0,662;
p=0,0001)). AHanorun4ynpic pe3yabTaThl OBUIN TOJYYEHBI, KOT/IA JJIS ONPEAEICHHS IPOrPECCUPOBAHMS
3a00JIeBaHUsI TIPU OILICHKE OITYXOJH HCCIIe0oBaTelieM ObUIM MCIOJIB30BaHBI OIICHKH OTBETA OITYXOJIH,
ocHoBanHble Ha Kputepusix RECIST, uro orpaxkeno B Tabmume 4. OP B monb3y CyHHTHHHOA
Ha0I10/1a710Ch BO BCEX MOJTPYINAX MPOaHAIM3HPOBAHHBIX HCXOHBIX XaPAKTEPUCTHK, BKIIFOUAs aHAITN3
KOJIMYECTBA TPEANISCTBYIOMNUX KYPCOB CHCTEMHOW Tepanuu. B oOmiel ciokHOCTH 29 manyeHToB
B IpyMIe CYHUTHHNOA 1 24 B TpyIIie mianedo He MoTydaid IPe/IIeCTBYIONIYI0 CHCTEMHYIO TEPAIUIO;
cpenu otux mamuentoB OP mis BBIT cocraBuimo 0,365 (95 % AU 0,156; 0,857; p=0,0156).
AHaNOTHYHBIM 00pa3oM, cpean 57 ManrueHTOB B TPYIIE CYHUTHHIOA (B TOM 4Hcie 28 ¢ OJHIM KypcoM
MpeIIeCTBYIONIEH CUCTEMHON Tepanmuu U 29 ¢ 2 uim Oosee Kypcamu MpeIIecTBYIONIEH CHCTEMHOMN
Tepanuu) ¥ 61 mamuenTa B rpymme mianedo (B TOM 4ucie 25 ¢ OJHUM KypCOM MpPEIIIeCTBYIOIICH
CUCTeMHOU Tepanuu 1 36 ¢ 2 unu 6oJiee Kypcamu mpeamiecTpyromieit cucreMuoi tepanun) OP mist BBIT
cocramiio 0,456 (95 % JIU 0,264; 0,787; p=0,0036).

Amnanu3 yyBctBUTenbHOCTH BBII mpoBoauics B ciaydasx, Korjaa HporpecCMpoOBaHUE OIMYXOJH ObUIO
OTIpPEJICICH0 Ha OCHOBAaHUM OIICHKHM HCCIElOBaTeleM, a TakXKe KOrJa JaHHbIe BCEX MAIMEHTOB,
MCKJIFOUYEHHBIX U3 aHaJIM3a [0 IPUYMHAM, OTJIMYHBIM OT OKOHYAHUS UCCIICIOBAHUS, aHAIM3UPOBAIM KaK
sprneanss BBII. B »sToM anHanmm3e Obuta mpoBeneHa KOHCEpBAaTHBHAs OleHKa d3(dekra edeHus
CYHHUTHHHOOM M TOATBEPIKICHBI AaHHbIe TepBruuHOoro anammusza ¢ OP 0,507 (95 % /1M1 0,350; 0,733;
p=0,000193). Tlo pexomenmaiuu He3aBucMMOro KomuTeTra MO MOHHTOPHHIY JaHHBIX OIOPHOE
uccnenoBanre HOOIDK 6bu10 10CpOUYHO MpeKpalleHo, U epBUYHas KOHEYHast TOYKa Oblila OCHOBaHA
Ha OICHKE MCCIIEJIOBATENIEM, YTO, BO3MOXKHO, TTOBIIUSIIO HA OLIEHKY A deKTa JIeUeHusI.

Jlns Toro 4toObl MCKIIOYMTH CHCTEMAaTHYecKylo omunOky npu oueHke BBII uccnenoBatenem, Obul
MIPOBEJICH HE3aBUCHUMBIN 1ieHTpann30BaHHbIi cienoi ananu3 (HIICA) cHUMKOB, pe3yiabTaThl KOTOPOTO
MOJTBEPNIIN OLEHKY uccienoBareneM. [lonydeHHble pe3yabTaThl IpecTaBIeHbl B Tabaule 4.

Tabamna 4. PesynbraThl uccieoBaHus 3(PQPEKTUBHOCTH CyHUTHHMOa mnpu jedeHun HOOIDK
B HCclieIoBaHUU 3-H (a3bl

CyHuTHUHHNO ILnauebo opP 3HauCHME
(N=86) (N=85) (95 % JIH) P

BBII (Meanana, mecspr; 95 % JIN) 11,4 55 0,418 00001
10 OLIEHKaM HCCIIEN0BATENS (7,4;19,8) (3,6; 7,4) (0,263; 0,662) '
BbII (Mmeanana, mecsipr; 95% JIN),
MOJTy9YeHHas Ha OCHOBE OIEHKH
OTBETA OITyXOJIH MOCIIE 12,6 54 0,401 0.000066°
npumenenus kputepues RECIST (7,4; 16,9) (3,6; 6,0) (0,252; 0,640) ’
K OIIEHKaM OIyXOJIH
HCcCaen0BaTeneM
BBII (Mmenunana, mecsipr; 95 %
JI), nosyyeHHast ¢ IOMOIIBIO 12,6 5,8 0,315 0.000015°
HE3aBUCHMOTO I[EHTPAIM30BaHHOTO (11,1; 20,6) (3,8;7,2) (0,181; 0,546) '
CJICTIOT0 aHAJIM3a OLICHOK OMyXOJIH
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Sfeigg;zegﬁfgff; :;g::;neme 38.6 29 {10CT|ENOE#HENBHOCT In:q-ga::il-‘.}j:
secsmet (95 % J1IT)] (25,6; 56,4) (164, 36,8) | (0,504; 1,057)
400 [%, (95 % JI1)] 9,3 .
(3,2: 15.4) 0 HII 0,0066

2 JIByCTOPOHHHMI HECTPATU(DUIIMPOBAHHBIHN JIOT-PAHTOBBIA KPUTCPUH.
b Tounmlit kputepuit Guimepa.

Pucynox 1. Kpupas Kannana—Metiepa nist BBII B uccnegoanuun HOOIDK 3-it da3zbr

100 CyHuTUHME (n=86)
Meguana 11,4 mecsua
90
80 Mnaue6o (n=85)
Megwana 5,5 mecsua
g 70
7o ol
5 60
2
g 507
=
S 40
g a
& 301 OP042 g
2071 959 111 (0,26-0,66) —
| | - ]_|
10 p=0,0001 ' i
0- :
I | 1 | T I |
0 3 6 9 12 15 18 21

Bpewms (Mecaupbl)
Yncno naumeHTos,

NMOABEPXKEHHBIX PUCKY
CyHUTUHND 86 52 34 20 15 4 2
Mnauebo 85 42 20 9 2 2 2

Ha mMomeHT 3aBepiiieHust uccnenoBanus aanHbie mo OB emie He 6bun roTOBBI [20,6 Mecsia (95 % JIU
20,6, HEe TOCTUTHYTO) JIJIsI TPYIIIBI CYHUTUHHOA B CPAaBHEHUU C HEOCTUTHYThIMK 3HaYeHusiMu (95 % /1N
15,5, He nocturnyro) juist rpymimsl mwiane6o, OP 0,409 (95 % JIU 0,187, 0,894), p=0,0204]. B rpymrme
CYHUTUHUOA OBIJIO 3aperuCTPUPOBAHO 9 cilydaeB JeTalbHOTO UCX0/1a, U B rpyIIe mianedo — 21 coyyaii.

[Tpu nporpeccupoBanuy 3a001€BaHUS PAHIOMHU3AMOHHBIN KOJI MAIIUEHTOB PACKPBIBAJICS, U MTAI[UEHTaM,
MOJTy4aBILIUM I11a1e00, peylarajaid OTKPhITOE JIEYEHHE CYHUTUHUOOM B OTAEIBHOM (pa3e MPOAOIIKEHHUS
uccieoBaHus. B CBA3M ¢ JOCPOYHBIM  NpPEKpallleHUeM  HUCCIEAOBAaHHS  OBbLT  PacKphIT
PaHIOMU3ALMOHHBIA KOJ] OCTaBIIMXCSI MAIlMEHTOB, KOTOPBIM TaKkXe ObUIO MPEIIOKEHO OTKPBITOE
JieueHHe CYHHUTHHUOOM B OTHENbHOH (haze MmpomospKeHHs uccienoBaHus. B obmeit cioxHocTH 59
(69,4 %) u3 85 marMEeHTOB IPyIbI MUIANE00 MEePeluTd K OTKPHITOMY JICUCHHIO CYHUTHHHOOM MOCIEe
IporpeccupoBaHus 3a00JieBaHUsI WM IMPH PACKPBITUM PAaHAOMH3AIMOHHOTO KOJa IO 3aBEpLICHUH
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uccienosanusd. Jlanusie mo OB, monydyeHHble nocie|5 et HaOIoIeHIA B HPO I HHOMTCCTIeI0BAHIM,

nokazamu OP 0,730 (95 % JIU 0,504, 1,057). '

JlaHHBIE ONPOCHHKA II0 OIIEHKE KayeCcTBA >KM3HM OHKOJOTHYECKHUX MAI[MeHTOB EBporeickoi
OpraHu3alK 10 KCCIICAOBAaHUSAM M JICUCHHIO OHKoJioruueckux 3aboneBanuii (EORTC QLQC-30)
[oKasaJid, 4To 00IIee ria00aabHOe CBA3aHHOE CO 3A0POBHEM KAa4eCTBO JKU3HU U 5 ()YHKIIMOHAIBHBIX
JIOMEHOB ((U3UYEeCcKOe, POJICBOC, KOTHUTUBHOE, SIMOIMOHAIBHOE U COIMAIbHOE (YHKIIMOHHPOBAHUE)
COXPAHSUIACH Y TAIIMEHTOB, MMOJIyYaBIIMX CYHUTHHHO, IO CPaBHEHHIO C MAI[MHEHTAMH, IOJIy4aBIIMMU
1ane6o, ¥ COMPOBOKIATUCH OTPAHUYCHHBIM BIUSHHEM HEeXKeNaTeNbHBIX 3()()eKToB.

B0 mpoBeseHO MeXTyHapOoIHOE MYJIBTHLEHTPOBOE HECPABHUTEIBHOE OTKPHITOE HCCIIEIOBAHUE
4-ii a3pl, B KOTOpOM oOInEeHMBAIUA 3((PEeKTHBHOCTE M 0O€30MaCHOCTh CYHUTHHHOA y MAIMEeHTOB
C IIPOTPECCUPYIOMIUMH  PACHPOCTPaHEHHBIMU/METACTaTHYECKUMHU  BBICOKOM(PepeHIPOBaHHBIMU
HeonepabensabiMu HOOIDK.

106 namuentoB (61 mamueHT B KOropTe MAallMeHTOB, paHee HEe MOJIYYaBIINX JIedeHHue, U 45 MalueHToB
B KOTOPTE MOCIEAYIOMIMNX JIMHUNA Teparuu) MPUHUMAIN CYHUTUHUO BHYTPb B J103€¢ 37,5 MI OoJlMH pa3
B CYTKH B COCTaB€ MPOJOKUTEIBHON €XKEIHEBHON TEPAIHH.

ITo onenke uccnenosarenst, BBII cocrasisma 13,2 mecsna kak B oome nomyssimuan (95 % AU 10,9,
16,7), Tak 1 B KOropTe MAIMEHTOB, paHee He motydaBinux jgedenue (95 % AU 7,4, 16,8).

eTu
OnpIT IPUMEHEHUs CYHUTHHUOA MMallMeHTaMU IETCKOTO BO3pacTa orpaHuyeH (cM. pasznaen 4.2).

beuto mpoBeneHo uccnenoBanue 1-it (as3pl ¢ yBeIMUECHHUEM 03Bl MIEPOPaTbHONU (POPMBI CYHUTHHHOA,
B KOTOPOM IPUHSUIIN yyacTHe 35 nanueHToB, BKiItoyas 30 naiueHToB 1eTckoro Bo3pacra (ot 3 1o 17 set)
¥ 5 ManueHToB IoHomieckoro Bo3dpacta (ot 18 mer mo 21 roma) ¢ pedpaxTepHBIMH COTUIAHBIMU
OITyXOJISIMH, OOJIBIIIMHCTBO M3 KOTOPBHIX OBLIM BKJIIOUEHBI B HCCIEJI0BAaHHE C MEPBUYHBIM JTUArHO30M
OITYXOJIY TOJIOBHOTO MO3Ta. B 1epBoii 4acTH JaHHOTO HCCIIe0BaHus HaOI0AaIach KapAMOTOKCUIHOCTD,
JUMUTHUpYIOILAsl 103y, B pe3yjbTaTe 4ero Oblja MPUHATA MONpPaBKa K MPOTOKOJY HUCCIENOBAaHUS IS
WCKJTFOUEHHS U3 WCCIIEOBAaHMS MAIlMEHTOB C IMPEANISCTBYIOIINM BO3JICHCTBHEM TEparvu, UMEIOIen
MNOTEHIATIBHYIO0 KapJIUOTOKCUYHOCTh (BKJIIOYAsl aHTPALUMKIMHBI), UM BO3JCHCTBHEM OOJydyeHHs Ha
cepaume. Bo BTOpoli UacTM WCCIENOBaHWS C YYacTHEM IallMEHTOB C MPEIIIeCTBYIOIIEH
IIPOTHBOOITYXO0JIEBOM Tepamnuei, HO 0e3 (akTOpoB pHCKa KapAMOTOKCUYHOCTH, CYHHUTHHUO B J03€
15 mr/m?/cyT mo cxeme 4/2 B IenoM ObLT MEPEHOCHM M KIMHWYECKH YIpaBiseM. [1omHBIA win
YACTUYHBIIT OTBET HE OBUT JOCTUTHYT HH Y OJIHOTO U3 YIACTHUKOB HccienoBanus. Y 6 nauuentos (17 %)
Habmoanack cradminzanus 3aboneBanus. Oqun nauuent ¢ 'MCO, yyacTByromuii B ucciae10BaHuH,
nonmyydan 103y 15 Mr/m?, Ho KakuX-mu60 J0Ka3aTeIbCTB MOJIb3bI MOTyUeHo He ObuT0. HesxenarenpHble
peakiuu ObUTH B I1EJIOM aHAJOTUYHBI TEM, KOTOPBIE HAOIIOAAIUCH Y B3pOCHBIX (cM. pasnen 4.8).

OTkpbITOE HccaeoBaHue 2-i (Ga3bl ObLIO0 MPOBEACHO Y 29 MalMeHTOB, BKI0Yas 27 MallueHTOB JETCKOT0
Bo3pacta (ot 3 10 16 51eT) 1 2 coBEepIIEHHOJIETHUX MAIIMEHTOB (B Bo3pacte oT 18 1o 19 ner) ¢ rimomoit
BBICOKOM CTENEHHU 3JI0KAaYeCTBEHHOCTH WJIM 3MeHAMMOMON. VMccnenoBanue ObUIO 3aKpHITO BO BpeMs
3aIJIaHUPOBAHHOTO MPOMEKYTOYHOI'O aHajln3a M3-3a HEJOCTATOYHOCTH KOHTPOJS 3a 3a00JIeBaHUEM.
Menunana BBII cocraBuna 2,3 Mecsla B TpyINIe IJMOMBI BBICOKOW CTENEHU 3JI0KaYECTBEHHOCTH
u 2,7 Mecsna B rpyire sneHamMoMel. Mennana OB cocrasisiiia 5,1 Mecsina B rpyIine riioMbl BBICOKOM
CTEIEHH 3JI0KaYeCTBEHHOCTH M 12,3 Mecsia B rpymme >nenauMomsl. Hanbosee pacnpocTpaHeHHBIMU
(>10 %) 3aperucTpupoBaHHBIMA MOOOYHBIMH d(PdeKTamMH, CBI3aHHBIMU C JICUCHHEM, Y TMAI[MEHTOB
B 00euX rpymmnax ObuIM CHIDKeHHE uncia HedTpoduios (6 mammentos [20,7 %]) U BHyTpUUEpenHOe
kpoBousnmsaue (3 maruenTa [10,3 %]) (cm. pazgen 4.8).
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Hannble uccnenoBanus 1/2-i ¢asel nmepopanbHoOro(mpruema (YHUTHHIGE,) FPOEE AEHHONO' ¢ [ydaciaeM

6 manueHToB neTckoro Bospacta ¢ [MCO B BO3pacTe-oF—3—0—t6-eFHoFOPbie-H oMy HarH-e yFHFHHHO——

o cxeme 4/2 B no3ax or 15 go 30 Mr/lecyT, Y UMEIoIIMecs: onyOauKkoBaHHbIe HaHHbBIC (20 mManueHToB
JIETCKOTO BO3pacTa Uiu coBepiieHHoIeTHHX narueHToB ¢ ' MCO) moka3zanu, 94To JieYeHne CYHUTHHHOOM
IpHUBEIO K crabmim3anuu 3aboneBanus y 18 (69,2 %) u3 26 manueHTOB, WIH IOCIIE OTKa3a OT
MMaTUHUOA, WITU [TPH HENePEHOCHUMOCTH rtociieanero (y 16 u3 21 manuenTa HabI01amach CTaOMITH3AIS
3aboseBanus), win de novo/mocie omepanuu (y 2 W3 5 MalMeHTOB HaOJrOAagach CTaOMIM3arus
3aboneBanusi). B wuccnemoBanmm 1/2-i ¢daspl crabunmsanuss ¥ TPOrpeccUpoBaHHE 3a00JIEBaHUS
HabOo1ankch y 3 U3 6 MalMeHTOB MPU Kaxa0M ciaydae (1 manueHT noiay4us MMaTHHUO HE0aJbIOBAaHTHO
¥ | manMeHT moJy4yrsl UMaTHHHUO aIbIOBAHTHO COOTBETCTBEHHO). B ToM e uccinenoBanuu 4 (66,7 %)
13 6 MalMEHTOB MCHBITHIBATIN M0O0YHBIC d(PPEKTHI, CBA3aHHBIC C JICUEHUEM, 3—4-1 CTEIICHH TSHKECTH
(runoocdaremus 3-if CTENEHN TSHKECTH, HEUTPONICHHUS M TPOMOOLIUTOIIEHUS y 1 MaI[eHTa Mpy KK 10M
ciydae ¥ HeMTponeHus 4-i crernenu Tsbkectd y 1 maruenTa). KpoMe Toro, B myOnuKanusx coo0Ianoch
0 CIEOYIOIIUX HEKEIATEeIbHBIX PEAKIUAX 3-i CTENCHH TSKECTH, TEPEHECCHHBIX 5 MallMeHTaMHU:
ycTanocth (2), HeXeNnaTelbHbIE PEaKIMH CO CTOPOHBI JKETYJOYHO-KUIIEYHOTO TpakTa (BKIIOYas
nuapero) (2), TeMaToJoTMUecKre HeKeIaTelIbHbIe peakiuu (BKItouas aHeMuro) (2), xomeuuctut (1),
runeptupeos (1) u mykosur (1).

[Momynsumonneid ananu3 QapmakokuHetnkun (PK) u ¢papMakokuHeTHKH H  (PapMaKoIUHAMUKH
(OK/®J1) Obln BhINONHEH B 00BbEMe, Mo3BoJIsAOLIEM 3KcTpanonupoBate OK u kitoueBble KOHEUHbIE
Toukn Oe3zomacHOCTH U 3()(HEKTUBHOCTH CyHHTHHHOA y TamMeHTOB jaerckoro Bo3pacta ¢ I'MCO
(Bo3pacTHas rpymma 6-17 ner). AHaaM3 OCHOBaH Ha JAHHBIX, COOPaHHBIX Yy B3pOCIBIX MALUEHTOB
¢ TMCO wiu CcONMAHBIMM OIYXOJSIMHM, a TakXe y MaleHTOB JETCKOTO BO3pacTa C COJUIHBIMU
onyxoisiMu. Mcxons U3 MoAeIMpOBaHus, 0-BUIUMOMY, OTCYTCTBYET OTpULIATEIbHOE BIUsSHUE Ooee
MOJIOZIOTO BO3PacTa M MEHBINIEH Macchl Tela Ha IMOKa3aTeslu 0e30macHOCTH M 3(GGEKTUBHOCTH IIPU
HKCHO3MLUHU CYHUTHHMOA B Iu1azMe KpoBH. OTpHLIAaTeNIbHOE BIUsSHUE 0o0Jjiee MOJIOAOIO BO3pacTa WU
MEHBIIEH Macchl Tejla Ha COOTHOULIEHME PUCKA M TOJb3bl JJIi CYHUTHMHHMOA BBISIBJIEHO HE OBLIO.
B 0cHOBHOM 3T0 cOOTHOLIEHKE OBLIO 00YCIOBIEHO €ro SKCIO3UIMEN B T1a3Me.

EBporelickoe areHTCTBO 1O JIEKapCTBEHHBIM CPEICTBaM OTKA3aJI0Ch OT MpaBa TPeOOBAHUS BBITIOIHEHUS
00s13aTeNbCTBA IMPEJOCTABICHUS PE3yJIbTaTOB MCCIEJOBAHUN TNPUMEHEHUs CYHMTHHHOAa BO BCeX
MOArpyNmnax MalKdeHTOB JETCKOro BO3pacTa Jjsl JEYEHHUs paka MOYKH WIM MOYEYHBIX JOXaHOK (3a
UCKJIIOUeHHeM HedpobiaacToMbl, HepobiacToMaros3a, CBETIOKIETOUHOW CapKOMBI, Me300J1aCTUYECKON
He(pPOMBI, KapIIMHOMBI U3 KJIETOK MO3TOBOTO BEIIECTBA MOYEK U paOAOUIHON OMYXOJIM MOYKH) (CM.
paznen 4.2).

EBpormeiickoe areHTCcTBO 10 JIEKApCTBEHHBIM CPEICTBAM OTKA3aJ0Ch OT MpaBa TPEOOBAHUS BHITIOTHEHUS
00s13aTeNbCTBA TMPEJOCTABICHHS PE3yNbTaTOB MCCIEAOBAaHUNA MPUMEHEHUS CYHHUTHMHHOA BO BCEX
MOATPYIIAaX TMAaIlMEHTOB JETCKOrOo Bo3pacTa JUIsl JICUGHUS TacCTPOIHTEPOIAHKPEATHUECKUX
HEHPOIHAOKPUHHBIX OMyXoJied (3a HCKIIOYEHHEM HeHpoOIacTOMBbl, HEHpPOTaHTINOOIACTOMBI
1 heoxpoMoruTomsl) (cM. paszaen 4.2).

5.2. GapMaKOKHHeTHYECKHE CBOHCTBA

Onenky @K cyautmHHMOa TpOBOIMIN ¢ ydactheM 135 310poBBIX JOOPOBOJBIEB M 266 TAIMEHTOB
C COJIMJIHBIMH OIyXOJISIMH. Y BCEX MAaIlMEHTOB C COJMUIHBIMU OMYXOJSMHU U Y 3JOPOBBIX JOOPOBOJIBIIEB
HaOmrogamack cxoxast DK.

B nuanazone 103 ot 25 10 100 Mr 3HaueHus TUIONIaA1 MO KPUBOW «KOHIIEHTpPALIMS MpernapaTa B [a3Me
kpoBU—BpeMs» (AUC) u Cmax YBEIMUMBAIOTCS MPOMOPLUUOHANIBHO A03€ Ipemnapara. [Ipu moBTropHOM
©KeTHEBHOM IIpHeMe CYHUTHHIOA ero KOHIIEHTPAIHsI 33 CYET KyMYJISIINH OBbIIIaeTcs B 3—4 pasa, a ero
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HEPBUYHOIO aKTUBHOro MerabosmTa — B 7—10 pa3| PaBHOBECHHIE [ROHIICHTPALIMN |CyHRTHHUGA AETO

TIEPBHYHOTO aKTUBHOTO METa0ONHTA JOCTUTAIOTCS B-Feuere—t0—d—mei—K—d-My— oy MMapHaf——

KOHIICHTpAIlUs CYHUTHHUOA M €r0 aKTUBHOTO METab0JIMTa B TUIa3Me KPOBH cocTasiisiia 62,9—101 ur/m,

YTO SIBJSIETCS LIEIEBOM KOHIEHTpauuei (Mo JaHHBIM JOKIMHUYECKUX HCCIIEIO0BaHMIA), HEOOX0AMMON

111 UHruOupoBanus HochOopUIMPOBaHKS PEIETOPOB IN VItr0 U 3a7ep:KKNU/OCTAHOBKH POCTa OMYXOJIH

in ViVO. DKcro3uiusi MepBUYHOIO aKTUBHOrO Meradonuta cocraBiseT or 23 go 37 % ot oOuueit

skcro3unuu. [lpy TOBTOPHOM €XEIHEBHOM TMpUEME WIM NPOBEACHUHM TMOBTOPHBIX IHKJIOB

B HCCIIElyeMbIX J/03aX 3HA4MMbIX H3MeHeHH @K cyHuTmHHMOAa MM €ro MepBHYHOTO AKTHBHOTO

MeTaboIuTa OTMEUEHO He ObLIO.

AOGcopOrms

Bpemst noctmkernst Cmax (Tmax) cocTaBisuio 6—12 gacoB mociie mpremMa BHYTpb. IIpueM muiny He BIUSIET
Ha OMOJOCTYIMHOCTh CYHUTHUHHOA.

Pacnpenenenue

In vitro cBs3pIBaHME CYHUTHHHOA M €r0 MEPBHYHOIO AKTUBHOIO METabOIHMTa ¢ OCIKaMH I11a3Mbl
coctaBisuio 95 u 90 % COOTBETCTBEHHO O€3 SIBHOM 3aBUCHMOCTH OT KOHIICHTpamuu. BemnuuHa
pacdeTHOro oObeMa pacrpezaeieHuss B TKaHAX (Vd) CyHUTHHHOA OblIa 3HAYUTEIBHOH M COCTaBJIsUIA
2230 11, 9TO yKa3bIBA€T HA €0 PACHpeIeICHUE B TKAHAX.

MertabonmndeckKrue B3anMOAECHCTBUS

Paccuntannbie B ycnoBusix in Vitro 3HaueHmst kKOHCTaHTBI Ki /s BceX HCCIEIOBaHHBIX H30(OpM
muroxpoma P450 (CYP) (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP2E1, CYP3A4/5, CYP4A9/11) yka3piBai Ha TO, YTO CYHUTHMHUO U €ro MepBUYHBIA aKTHUBHBIN
METa0OJIUT HE OO0JIAZAal0T CIIOCOOHOCTHIO K KAaKUM-THOO KIMHHYECKH 3HAYMMBIM JIEKapCTBEHHBIM
B3aUMOJICHCTBHUSM C IIpernapaTaMy, KOTOPbIE MOTYT METa00IM3UPOBATHCS STUMH (DEPMEHTaMH.

buorpaucdopmarris

Mertaboau3m CyHUTHHHOA ocyuiecTBisiercss B ocHoBHOM mu3odepmentom CYP3A4 ¢epmentra CYP,
B pe3yJbTaTe 4ero oOpa3yercst MepBUYHBIA aKTUBHBIN METa0OHT €33 THICYHUTHHHO, KOTOPBIH aajee
METa0OIU3UPYETCS TEM Ke NU30(PEPMEHTOM.

Cnenyer wm30eratb OJHOBPEMEHHOTO TPHMEHEHUS CYHUTHHHOA C CHJIBHBIMH HHIYKTOPAMH WIIH
unruoutopamu CYP3A4, mockoiabKy 3TO MOXKET IMOBJeYb 3a CO00l M3MEHEHHE KOHIEHTpAIuU
CYHHTHHHOA B TU1a3Me KpoBH (CM. paznensl 4.4 u 4.5).

ONIMMUHALIMSA

CyHUTHHHMO BBIBOJUTCS B OCHOBHOM C KajioM (61 %); yepe3 mouku B BUJE HEM3MEHEHHOI'0 BEIIeCTBa
U ero MeTaboJIMTOB BBIBOIUTCS MpUMEpPHO 16 % oT BBeneHHOH /103bl. CYHUTHHHMO U €ro MepBUYHBIN
aKTUBHBII METaOONMUT SBISIOTCS OCHOBHBIMU BEIlECTBAaMHU, OOHAapy>KEHHBIMH B IIa3Me, MOYe
U ekanusax, ¢ paJuoOaKTUBHOCTBIO cooTBeTcTBeHHO 91,5, 86,4 u 73,8 %. Bropuunble MeTabONMUTHI
oOHapyKUBAIOTCS B MoUe U (pekanusix, Ho He oOHapykuBatoTcs B mazMe. Oomuit knupenc (CL/F) mpu
npuemMe BHyTpb gocturain 34—62 i/y.

[Tocne omgHOKpaTHOTO MEPOPATLHOTO TMpHUeMa Ipenapara 3JA0POBBIMH JOOPOBOJBIIAMU BpeMs
TOJTYBBIBE/ICHUS CYHHTHMHMOA W €ro TMEepBHYHOTO AaKTHUBHOTO JE33TUIMPOBAHHOTO METa0oIuTa
coctasisgeT 40—60 1 80—110 yacoB COOTBETCTBEHHO.

OIHOBPEMEHHOE IPUMEHEHHE ¢ MMpenapaTaMu, SBISIOIMUMUCS I/IHI‘I/I6I/ITODaMI/I BCRP
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CynntnHu6 sBisercs cyocrparoM sdduokcHoro | tpancnogtepa: [BORP HRD, vitrp., B KimeHHeckoM

uccaenosanu  A6181038  0oIHOBpEMEHHOE NpHMeHeHHe—FehHEHIHOa—HHFHOHFoPa—B CRR—He—

MPUBOJIMIIO K KIIMHUYECKH 3HAUUMOMY BIUSAHUIO HA Cmax 1 AUC cyHuTHHHOA MM 0011ero KOJIn4ecTBa
npernapara (cyHUTHHHUO + MerabomuT) (cM. paszgen 4.5). D10 ObUIO MYJIBTHLEHTPOBOE OTKPHITOE
uccinenoanue 1/2-i $a3pl mo oneHke 0€30MaCHOCTU U NEPEHOCUMOCTH, MAaKCUMaIbHONU MepeHOCUMOM
70361 ¥ TIPOTHBOOITYXOJICBOW aKTWBHOCTH CYHUTHHHOA B KOMOMHAIMHM C Te(UTHHUOOM y MalMEHTOB
¢ MIIKP. ®K redputunubda (250 mr B cyTkn) u cynutuauoa (37,5 mr [koropta 1, n=4] unu 50 mr [Koropta
2, n=7] B CyTKH B TedyeHHE 4 HEAeNb C MOCISAYIONUM MEPEPHIBOM Ha 2 HEJENN) MPU COBMECTHOM
NPUMEHEHUU SIBJISIIIACh BTOPUYHOM KOHEUHOW TOYKOW uccienoBanus. M3menenns ®K mapameTpoB
CYHUTHHHOA He ObUIM KJIMHUYECKU 3HAUYMMBIMU M HE YKa3bIBAIM HAa Kakoe-Tu00 B3auMoJeHCTBHE
JIEKapCTBEHHBIX CPEJICTB; TEM HE MEHEE, YUUTHIBAsi OTHOCUTENILHO HEOOIbIIIOE KOJIMUECTBO MAIlHEHTOB
(t.e. N = 7 + 4) u yMepeHHO BBICOKYIO BapuabenbHOCTh 3HaueHuit OK mapameTrpoB y ydacTHHKOB
UCCIIEIOBaHMs, CIEyeT C OCOOBIM BHUMAHUEM MOJIXOJUTh K HHTeprperanuu pesyiabratoB OK
B3aUMOJICHCTBHS MEXTy IIperapaTaMi B 3TOM HCCIIEIOBaHHH.

Oco0Oble I'PpYIIIBI TAIIMCHTOB

Ileyenounas neoocmamounocms

CyHUTMHMO M €ro NepBUYHBIA MeTabOJUT MeTaOOJU3UPYIOTCS MPEUMYILIECTBEHHO (epMeHTaMu
neyeHu. CUcTeMHasl SKCIO3ULUS [TOC]Ie OJIHOKPAaTHOrO MpHUEMa J103bl CYHUTUHUOA ObliIa OJIMHAKOBOM
y HNAIMEHTOB € MIEYeHOYHOM HEe0CTaTOUHOCTHIO JIETKOU M CpeJiHel cTeneHu TshkecTH (kiaacebl A u B o
knaccupukanuu Yaing—IIpi0) Mo CpaBHEHHIO C TAIMEHTAMH C HOPMalbHOW (YHKUIWEH IedeHH.
CyHuUTHHMO He H3ydaics y MalUeHTOB C TSKEJIOW NEeUeHOYHOM HeaocTaTodyHocThio (kiaace C mo
knaccupukanun Yana—IIsio).

W3 uccnenoBaHuii, NPOBEJCHHBIX Y OHKOJIOIMYECKHX OOJIBHBIX, HCKIOYAIUCh HAllUEHThl C YPOBHIMHU
AJIT nnu ACT B >2,5 pasa Bblllle BEpXHEW I'paHULbl HOPMBI WK B >5,0 pa3 Bblllle BEpXHEW TPaHUIIbI
HOPMBI [IPX METACTa3ax B IEUYEHHU.

Toueunas neoocmamoyurnocme

[TonynAuuoHHBIH (hapMaKOKMHETUYECKHI aHaIM3 MOKa3ad, YTO KaKYIIMIHCS KIMPEHC CYHUTHHHOA
(CL/F) ne 3aBucen ot KK B anaimsupoBaBmuxcs npenenax 42-347 wu/muH. [locne ogHOKpaTHOTO
BBEJICHUS CYHUTMHHOA €ro CUCTEMHAas HKCIO3MILUSA HE MEHsUIACh y MAlMEHTOB C TSHKEJION CTETEHBIO
noueyHoit HegocraTouHocTH (KK <30 mu/mMuH) u y nanueHToB ¢ HopMainbHOU (pyHKkuumen nouek (KK
>80 mu/mMuH). HecMOTpst Ha TO YTO HU CYHUTMHUO, HU €ro NepBUYHBIN METa0OIUT HE BBIBOJATCS IpU
MIPOBE/ICHUH T€MOINANIN32 Y TTAIIMEHTOB C TEPMHUHAIBHOM CTa el ITOYeYHOH HeTOCTATOYHOCTH, Y TAKUX
NAIMEeHTOB CUCTEMHAs SKCIO3UIMs Obli1a Hike Ha 47 % 11 cyHuTuHuOa u Ha 31 % 11 ero nepBUYHOTO
MeTaboIMTa [0 CPAaBHEHUIO C MAllMEHTaMU C HOPMaJIbHOM (PYHKIIMEN MOYeK.

Macca mena u kauecmeo Hcuznu

[Monynsuumonnsii @K ananmm3 mokaszan, 4TO HET HEOOXOAMMOCTH B KOPPEKIIMH HAYaIbHOM [103bI
mpermapaTa B 3aBHUCHMOCTH OT MAacChl Te€la M KauecTBa KM3HU MO Kiaccudukanuu BocTtouHoit
o0benHeHHoi rpynnel oHKos10roB (ECOQG).

Ilon

Wmetomuecs qaHHbIe Moka3biBaroT, uTo0 CL/F CyHUTHHMOA Y )KEHIIH MOXET OBITh MPUOIM3UTEILHO HA
30 % HuKe, yeM y MY>KYMH, OJJHAKO 3Ta pa3HUIla He TpeOyeT KOPPEKLUH HadaJIbHOM! 103bl CYHUTHHUOA.

€T
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OmnbIT NpUMEHEHHs CYHUTHHHOA MaleHTaMU JETCKOTro BO3PApTA OTpaHmHes, (eM] jpasmel 4-2) beum

npoBeAieHbl nomynsiuoHHble aHanu3bl DK cBonx ieﬁe—Haéepa—&aﬁH-HH—eiﬁﬁeﬁeH-}m—Bapeeﬂ-bH—

narieHToB ¢ [MCO ® COMMAHBIMH ONMYXOJSIMH M TAIMEHTOB JIETCKOTO BO3pacTa C COJUIHBIMU
OIMyXOJISIMH. BBIJIO MPOBENIEHO TOMIArOBOE MOJCIMPOBAHUE C KOBAapHATaMU JUISI OLICHKH BIIHSIHHS
BO3pacTa 1 Macchl Tesa (001el Macchl Tea WM IUIoniaau nosepxHoctyu tena — [1I1T), a taxke apyrux
nepeMeHHbIX Ha BaxkHble DK mapamerpbl cyHuTtMHHMOA W ero akTuBHOro wmerabonuta. Cpemu
UCTIBITAHHBIX KOBAapPHAT, OTHOCSAIIMXCS K BO3PACTy U Macce Tella, BO3PACT ObUT 3HAYUMOMN TePEeMEHHOM
B otHomieHnn CL/F cyHutuHmMOa (dem Miajiie MalueHT JeTckoro Bo3pacta, tem Humxke CL/F). Ilo
ananoru, I1I1T 6puta 3HaunMoi koBapuaroii mo CL/F aktusHOro Merabosuta (uem Menbine I1I1T, Tem
umwke CL/F).

Kpome Toro, Ha ocHoBe KoMmIulekcHOro nomyssiuonHoro @K anammza oObeIMHEHHBIX TaHHBIX W3
3 nccreoBaHuil y MalMeHTOB JETCKOro Bo3pacTa (2 MCCle0BaHUS Y JETCH C COMMIHBIMH OMYXOJISIMHU
u 1 uccnenosanue [ MCO; Bo3pact — ot 6 g0 11 et u ot 12 no 17 ner) ucxonuoe 3uauenue [T 6bu10
noctoBepHoit koBapuatoi st CL/F cynutnnnba u ero aktuBHOro Meradosnra. Ha ocHoBaHuU 3TOTO
aHaIM3a OXKHUIAeTCA, YTO 032 NpuoIm3uTensHo 20 Mr/M%/CyT y TalMEHTOB JIETCKOTO BO3pacTa
¢ nokazarenssmu [TIT mexay 1,10 u 1,87 M? 00ECIICUHT COMOCTABUMOE BO3/ICHCTBHE CYHUTHHUOA U €T0
aKTUBHOTO MeTabonuTa B miaazMe (o1 75 mo 125 % ot AUC) y B3pocnbix namuentoB ¢ [ MCO mpu
Ha3HaYeHWH CyHUTHHUOa 1o 50 mr B cyTku mo cxeme 4/2 (AUC 1233 mrxu/mi). B uccnemoBanusx
C yd4acTHeM TAlMEHTOB IETCKOTO BO3pacTa HayajbHas 1032 CYHHTHHMOa cocTapisia 15 mr/m? (Ha
OCHOBaHMHU MaKCHUMAJIbHO MEPEHOCUMOU J103bl, ONPEACIICHHON B MCCIICIOBAHUU 110 YBEIUYCHHUIO JO3BI
1-it ¢a3bl, cM. pasznmen 5.1), koropas y manumeHToB nerckoro Bo3pacta ¢ ['MCO yBenuumnach 10
22,5 mr/m?, a 3atem 110 30 Mr/mM? (He TOMKHA NPEBHIIATH OOLIYIO 103y S0 MI' B CYTKH) B 3aBUCHMOCTH
0T 6€30MacHOCTH/TIEPEHOCUMOCTH TIpenapaTa WHANBUAYAIBHO AJS Kaxaoro manueHTta. Kpome rtoro,
COIVIACHO OIYOJMKOBAaHHBIM JAaHHBIM JIMTEpaTypbl IO HanmueHTaMm jaerckoro Bospacta ¢ ['MCO,
pacueTHas HauyajbHas J03a BapbupoBasia ot 16,6 m1o 36 MI/M2, yBennuuBasick 10 40,4 MI/M? ¥ He
MpeBbIIast 00nyro 103y 50 Mr B CyTKH.

5.3. JlaHHbBIe TOKJIHHUYECKOH 0e30MaCHOCTH

B uccrnenoBaHusIX TOKCHYHOCTM MHOTOKPATHBIX 7103 MPOJOJIKHTENBHOCTBIO 10 9 MecsleB y KphIC
1 00€3bsiH U3MEHEHHsI B OCHOBHBIX OpraHaxX-MHILIEHSIX BBIABISUIUCH B JKEIIYJIOYHO-KHUIIEYHOM TPaKTe
(pBoTa u nuapest y o0e3bsiH), HaAIOYEUYHHUKAX (3aCTOW KpOBU B KOpE W/MIIM KPOBOTEUEHHE Y KpPBIC
1 00€3bsIH, HEKPO3 C MOCIEAYIOMUM (GUOPO30M Y KPBIC), TeMOIUM(OMOITUYECKON cucTemMe (HU3Kas
KJIETOYHOCTb KOCTHOTO MO3Ta ¥ TMM(POUTHOE UCTOIIEHNE TUMYCA, CETIE3EHKU U TUM(PATHUECKUX Y3JI0B),
HK30KPHHHOM TOKENTyTOUHON JKene3e (AerpaHyssIiMs allMHApHBIX KJIETOK C HEKPO30M OTAEIbHBIX
KJIETOK), CIIFOHHBIX eJe3ax (aurHapHas runeptpodus), cyctaBax (YIJIOTHEHHE POCTOBBIX IUIACTUHOK),
Mmatke (arpodus), sMuHUKaX (CHIKEHHOE (hOJUTMKYIIIpHOE pa3BuTHE). Bee naHHbIe ObUIH MTOTyYEeHbI TPU
KJIMHUYECKH 3HAYMMBIX YPOBHSX OSKCIO3MLIMK CYHUTHHHOA B mija3zMe. JlomonHutenbHble 3P QEKTHI,
KOTOpbIE HAOJIOJAINCH B JIPYTUX MCCIEIOBAHUAX, BKIIOYATU yanuHeHue uHrepana QTc, cHuxeHue
OBJIDK u arpoduio CeMEHHBIX KaHAJIbIEB, YBEIWYCHHBIE ME3aHTHAIbHBIE KIETKH B IIOYKaX,
KPOBOTEUEHHE B JKEITYJAOYHO-KHILIEYHOM TPAKTE M CIU3UCTON 000JI0YKE pTa U THIEPTPO(PHUIO KIIETOK
nepenHed nonu runodusa. M3menenus B matke (arpodust SHAOMETPHS) U KOCTHBIX IIACTUHOK POCTa
(puzeanbHOE YTONIEHHE WJIM JUCIUIA3US XpSIa) CUUTAIOTCA CBSI3aHHBIMU C (hapMaKOJIOTHYECKUM
NeicTBUEeM CYHUTUHHOA. BOTBITMHCTBO U3 3TUX W3MEHEHU BO3BPAIIAIMCh K HOPME depe3 2—6 Heaenb
I10CJIE OKOHYaHUS JICUEHHUS.

I eHOTOKCUYHOCTH
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['eHOTOKCHYECKHIT OTEHIMAI CyHHUTHHUOA oreHUHancs in Vitro N[ wive. C yHuEng : ne, ofmagan

MYTareHHOCTHIO Y GaKTepHii IPU HCIOIb30BAHNH MOTaOOAHIeEKOH-AIFHBAEHIBHIIHBASMOH-FHeUeHHHO———

Kkpbic. CyHUTHHHO HE HHAYLHPOBAI CTPYKTYPHBIE XPOMOCOMHBIE abeppauuud B JIUMGOLUTAX

nepudepuyeckoil KpoBwu Jirojeit N Vitro. IMomummonaust (MHOTOUUCIICHHBIE XPOMOCOMHBIC abeppalinum)

HaOmonanack B JuMmdormrax mnepudepudeckoir KpoBu Jrojaeit in Vitro, Kak npu HaIWYHMH, TaK |

B OTCYTCTBHE MeTabonudeckoi aktuBanuu. CyHUTHHHO HE OKa3bIBall KJIACTOTCHHOTO JICHCTBUS

B KOCTHOM MO3re KpbIC iN ViVO. ['€eHOTOKCHYECKHUil MOTEHIMal OCHOBHOTO aKTHBHOIO MeTabOJHTa HE

OLIEHUBAJICS.

KanneporeHHOCTh

B onHOMECSYHOM HCCIIeIOBaHUH MO ITO00PY A03bI C IEPOPATBHBIM BBEICHUEM TIpenapaTa uyepe3 30H1
(0, 10, 25, 75 wim 200 Mr/Kr/cyT) ¢ HEOPEPHIBHBIM €XKEIHCBHBIM ITPHEMOM Y TPAHCT€HHBIX MBIIICH
nuannd rasH2 mpu camoli Beicokod uccieayemoit mo3e (200 mr/kr/cyt) HaOMOJAIUCh KapIlUHOMA
Y TUTIEPIUTa3Hsi OpYHHEPOBBIX JKEJe3 TBEHAIATUIIEPCTHON KUIIKH.

6-MecsuHOE HCCIIeZIOBaHUE KaHIIEPOTEHHOCTH C TEPOPabHBIM €KETHEBHBIM BBEICHHEM IIperapara
yepes 30H7 (0, 8, 25, 75 [cHnxena 10 50] MI/KIr/cyT) NpOBOAMIN HA TPAHCTEHHBIX MbIIIax JUHUU rasH2.
lacTtponyoneHanbHble KapUIUHOMBI, YBEJIWYCHHE CIy4aeB (POHOBBIX TE€MAHTHOCAPKOM  H/WJIH
TUMEpIUIa3ud  CIM3UCTOW OOOJIOUKH IKENyAKa HaONIoJamuch MpH Jo03ax >25 Mr/Kr/cyt mocine
IIPOJOJKUTENBHOCTH BBeAeHUs | mnu 6 mecsnes (B >7,3 pasa Boiie AUC y naneHToB Npu BeIEHUU
B PEKOMEH]IyeMOi CyTOYHOH /103¢€).

B 2-nernem uccrnenoBanum KaHieporeHHocTd Ha kpbicax (0, 0,33, 1 wim 3 MI/kr/cyt) nmpuMeHeHUE
CYHUTHHUOA Kypcamu 28 NHEW C MOCIeAYIOIUM MepepbhlBOM Ha 7 AHEW MPHUBOIUIO K YBEIHUYEHHUIO
3a0o0sieBaeMOCTH (PEOXPOMOIIMTOMON W THIIEPIUIA3HH MO3TOBOTO BEIISCTBA HAAMOYCYHUKOB y CaMIIOB
KpBIC, TIONy4aBIINX 03Bl 3 MI/Kr/cyT B TedeHue >1 roga (B >7,8 pasa Bbiie AUC y UBOTHBIX NPHU
BEJICHUM B  PEKOMEHAYEMOW CYTOYHOW g03e). Pak OpyHHEpOBBIX JKejle3  pa3BUBAJICS
B JIBEHA/IIIATUIIEPCTHOMN KHUIIIKE TPH J103aX >1 MI/KT/CyT y caMOK U 3 MI/KI/CYyT y CamIlOB, THIIEPILIa3Us
KJIETOK CJIM3UCTOM OOOJIOYKH B KEJIE3UCTOM YacTU Kelyaka HaOoanach y CaMIlOB TPH J103€
3 Mr/kr/cyt; 3T u3MeHeHus Bo3Hukanmu npu AUC, B >0,9, 7,8 u 7,8 paza COOTBETCTBEHHO
npessimaronied AUC y )KMBOTHBIX, IOJTy4YaBIIMX IpernapaT B peKOMEH/1yeMOW CyTOUHOH /103€.

3HAYNMOCTh OITYXOJICBBIX PI3M€H€HPII>1, Ha6J'IIOI[aeMBIX Y TPaHCI'CHHBIX MbIeH Jmanu rasH2 u KPBbIC
B UCCJICAOBAHUAX KaHICPOTCHHOCTHU ITPU JICUCHUHN CYHI/ITI/IHI/I60M, JJI1 9EJIOBEKA OCTACTCA HESICHOHM.

PenpoaykTuBHas U 3M6DI/IOd)eTaJ'ILHa$I TOKCHUYHOCTDb

BoznelicTBus npenapata Ha KEHCKYIO WIH MYXCKYIO (DepTHIIBHOCTh B UCCIIEI0BAaHUSAX PENPOAYKTUBHOMN
TOKCHUYHOCTH He HaOmojanochk. TeM He MeHee, B HCCIEIOBaHMSIX TOKCMYHOCTH C MHOTOKPAaTHBIM
BBEJICHUEM J103, IPOBE/ICHHBIX Ha KpbICax U 00€3bsiHAX, ObLJI0O OTMEUEHO BO3JCHCTBIE HA PEPTUIBHOCTh
caMoK B (hopMme (OJUTHKYIISIpPHON aTpe3nu, IereHepaluy KeAThIX TeJl, U3MEHEHUs SHI0OMETPHs B MaTKe
U CHI)KEHMS MAacCbl MAaTKW M SMYHUKOB IIPHM KIMHUYECKM 3HAYMMBIX [10KA3aTeIsX CHCTEMHBIX
skcno3unuii. Bo3zgelicTBue Ha (EpTUIBHOCTH CaMIIOB OTMEYaJoch B ¢opme arpoduu ceMEeHHBIX
KaHAJIBLIEB B CEMEHHMKAX, CHMW)KEHUM KOJIMYECTBA CIEPMATO30MJOB B NPHUAATKAX M KOJUIOMIHOTO
HCTOILCHUS IIPEACTATEIILHOM KENEe3bl U CEMEHHBIX ITY3bIPKOB IIPHU 3HAYEHUSAX CUCTEMHOM HKCIIO3ULIUU
B IJIa3Me, B 25 pa3 NpeBBIIAONINX TAKOBBIE Y YEIOBEKA.

VY kpbIc Obl1a 04eBHIHOM SMOpHodeTanbHas cMepTHOCTh. OHa BhIpa)kanach B 3HAUUTEIIbHOM CHIKEHUH
KOJIMYECTBA JKMBOTO IIOMETa, IOBBIIIEHUHM YHCIa pe3opOnuil (paHHUX U OOIIMX), IOBBIIICHUU
MOCTUMIIAHTALIMOHHOW T'MOeIN U MOTEepH BCEro rmomera y 8 u3 28 GepeMeHHbIX caMOK MPH 3HAYEHUSIX
9KCMO3ULIMH, B 5,5 pa3a NPEeBBILIAIINX 3HAYEHUS] CUCTEMHOM HKCIIO3UIMHN Y YEJIOBEKA. Y KPOJIUKOB
CHIDKEHHE Macchl OepeMEeHHOW MaTKM M KOJIMYeCTBa >KMBBIX IUIOJOB HAOIIOJANOCh BCIECTBHE
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MTOBBIIICHHS YHCIIa PE30POIIHiA, TOBBIIIEHUS TOCTH A M TIOMHOM MOTEpU(TTOMETa
y 4 u3 6 OepeMeHHBIX CaMOK MPH 3HAYCHHSIX IKCIIO3: 0 OF

y denoBeka. JledeHue CyHUTHHHOOM B 7103€ >5 MI/KI/CYT y KPBIC B TIEPHO]I OpraHOTEHE3a MPHUBOIUIIO
K BJIMAHUIO HAa PAa3BUTUC, NPOABIIAIOIICMYCA B YBCIMYCHUU KOJIMYCCTBA IMOPOKOB PA3BUTUA CKCIICTA
y IUI0J1a, TJIABHBIM 00pa30M XapaKTePU3YIOIINXCS 3aMeUICHHOM occuuKanyend rpyIHbIX/TIOSCHHYHBIX
IMO3BOHKOB, KOTOPBLIC BO3HHUKAJIMW IIPpU 3HAYCHHUAX OKCIIO3WIMHU B IUIa3MC KpPOBH, B 5,5 pas3a
MPEBBIIAOIINX TAKOBBIC y YEJIOBEKA. Y KPOJIMKOB IMPH 3HAYCHHSAX SKCIIO3HUIIUHU, MPUMEPHO PaBHBIX
HaONlOJIaeMbIM B KJIMHUYECKOW TIPAKTHKE, BIMSHHEC HAa pPa3BUTHE IUI0JA OBLIO TIPEICTABIICHO
MOBBIIICHHBIM KOJIMYECTBOM CIIy4aeB pacCIICIMHBI T'YObl, a MPU 3HAYCHHUSAX SKCIO3WIIMH, B 2,7 pasa

MMPCBLIIAIOIINX 3HAYCHUSA CHCTEMHOI OKCIIO3HIHHU Y YCJIIOBCKA, — PACHIC/IIMHBI FYGBI u HEOA.

Cynutnnu6 (0,3, 1,0, 3,0 Mr/kr/cyT) olleHUBaIu B HMCCIEAOBaHUS MpPE- W MOCTHATAIBLHOTO Pa3BUTHUS
y OepeMeHHBIX KpbIC. Bo BpeMst 6epeMeHHOCTH U B IEPHO/ JIAKTAI[MH TIOKA3aTEeIN MPUPOCTa MACCHI TeJa
Yy CaMOK KPBIC IPH J103¢€ >1 MI/Kr/CyT ObUIA CHIDKEHBI, HO HE Ha0JIF0JAJIOCh TOKCHYECKOTO JICHCTBUS Ha
UX PENPOAYKTHBHYIO (DYHKIIUIO B 103aX /10 3 MI/KI/CyT (OLleHOYHast SKCTo3uius B >2,3 paza oime AUC
y MAIMEHTOB, MOJYYaBIIMX PEKOMEHIYEMYIO CYTOYHYIO 103y). Habuo1anoch CHI)KEHHE MacChl Teja
y IOTOMCTBAa B TEUEHHE TEPHOJOB JI0 M TIOCIE MPEKPAIICHUS T'PYIHOTO BCKApMIIMBAHUS TIPH J103€
3 mr/kr/cyt. [Ipu noze 1 mr/kr/cyt (mpubnusutensHas skcrno3unus B >0,9 pasa Beiie AUC y nanueHToB,
MOJTyYaBIINX PEKOMEHIYEMYIO CYTOUHYIO J03Y) SMOpHOo(deTabHOM TOKCHYHOCTH HE HaOII01aI0Ch.

6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. [lepeuensb BcnoMoraTebHbIX BeleCTB

ManuauTOoN
Kpockapmennosa Harpust
[ToBumon K25

Maruus creapat

CocraB Karcyi

Kancynor 12,5 me
Kancyina tBepnas xenarunoBas Ne3
Kopnyc

Turtana guokcuyg
Kpacurens xunonuoBbI# sxentoiil (E104)
Kematun

Kpvuuxa

TutaHna JMOKCH
Kpacurens xunonmmHoBEIH sxenthiil (E104)
Kenmatnn

Kancynor 25 me
Kancyna tBepnas xenarnnosas Nel
Kopnyc

Turana qguoKCcHUI
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Kpacutens xenesa okcua depHsiii (E172) (NOCNEOOBATENBHOCTE 0009)

Kpacurens xene3a oxcua kpacHsiii (E172) :

Kpacurens xene3a oxcun sxentoiit (E172)
Kenatun

Kpovuuxa

Turana THOKCU]

Kpacurens xene3a okcup uepHsiii (E172)
Kpacutens xene3a okeup kpacubiil (E172)
Kpacurens xene3a oxcun sxentoiit (E172)
Kenatun

Kancynsl 50 mr

Kancyna tBepnas xenatunonast NeQ
Kopnyc

Turana TMOKCU]
Kpacurens xene3a okcuna kpacHsblit (E172)
Kemnarun

Kpvuuxa

Tutana TMOKCU]
Kpacurens xene3a okcun kpacHsbiit (E172)
Kemnarun

6.2. HecoBMecTHMOCTH

Henpumennmo.

6.3. CpoK roaHocTH (CpOK XpaHeHus )

3 roxa.

6.4. Oco0Oble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh B 3alMIIEHHOM OT CBETa MECTE, MPHU TemIiiepaType He Boiie 25 °C.
6.5. XapakTep U cojep:KaHHe YIAKOBKH

[To 28 xamcyn B 0aHKy MOJMMEpPHYIO (M3 TMOJUATHJIEHA BBICOKOHW TJIOTHOCTH) ISl JIEKAPCTBEHHBIX
CPEICTB, YKYINOPEHHYIO KPBIIIKOW MOIMMEPHOH (M3 MOTUMPONIIEHA) ¢ KOHTPOJIEM MEPBOTO BCKPHITHS.
Ha 6aHKy HakJIeHMBAIOT 3THKETKY U3 OyMaru dTHKETOYHOW WJIH MUCYCH MM CAMOKJICSIIYIOCS dTHKETKY.
Kaxxayro 6aHKy BMeCTe ¢ JTMCTKOM-BKIIAJIBIIIIEM IOMEIIAIOT B MaYKy U3 KapTOHA KOPOOOUHOTO.

6.6. OcoOble Mepbl NMPETOCTOPOKHOCTH TNPH YTHIM3AIMUH HCNOJIb30BAHHOIO JIEKAPCTBEHHOIO

npenapara WjiM 0TX0J0B, OJTy4YeHHBIX IOCJIe IPMMEHEeHHs Npenapara, 1 Apyrue MaHuIyJIsinuu
C IpenapaTrom
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Becp ocraBmmiicss JIeKapCTBEHHBIH MpemnapaT M [OTXOIb! (CHEAYET) FHUMTOMHUDE- (Y IHIHBHPOBATE)

B COOTBETCTBUM C TpeOOBAHUSMHU 3aKOHOJATE iicko

9KOHOMHYECKOI'O COrO3a.

7. AEP)KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

AO «P-Dapm»

123154, r. Mockaa, yi. bep3apuna, 1. 19, k. 1
Tenedon: +7 (495) 956-79-37

dakc: +7 (495) 956-79-38

OnektponHas moura: info@rpharm.ru

7.1. IIpeacTaBUTENb A€pPrKATE/ISI PETHCTPALMOHHOIO YA0CTOBEPEHUSI

[IpeTen3un moTpedbuTeNel HANPaBIATh MO aAPECY:

Poccuiickas @enepanus

AO «P-®apm»

123154, r. Mockaa, yi. bep3apuna, 1. 19, k. 1
Tenedon: +7 (495) 956-79-37

daxc: +7 (495) 956-79-38

OnektponHas mouta: info@rpharm.ru

8. HOMEP (HOMEPA) PETUCTPAIIUOHHOI'O YAOCTOBEPEHUS

JITT-Ne(004037)-(PT-RU)

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUH OTITYCKA I10 PELENTY.

OOmast xapakTtepucTuka JekapctBeHHoro mnpenapara CYHUJIM® noctynHa B €QUMHOM peecTpe
3apETrUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEICTB EBPAa3suMHCKOro 3KOHOMMYECKOIO COK3a M Ha
ounmansHOM caunre YIIOJIHOMOYEHHOI'O oprasa (3KcmiepTHOM OpraHM3aliN)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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