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OBILIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA

Cynutuauo6-IIpomomen, 12,5 Mr, Karncymsl.
Cynutunu®6-IIpomomen, 25 Mr, Karcyibl.

Cynutuauo6-ITpomomen, 50 mr, Karncysl.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTBytol1iee BEIIECTBO: CYHUTHHHUO.

Cynutunu6-ITpomomen, 12,5 mr, KancyJisl
Kaxxnas kancymna cogepxut 12,5 mr cynutruanOa (B BUjIe MaaTa).

Cynutunu6-ITpomomen, 25 mr, Kancyssl
Kaxxas kancymna coaeput 25 Mr cyHuTHHHOA (B BUIC MaJiaTa).

Cyauruau6-IIpomomen, 50 Mr, karcyisl
Kaxnas kancymna cogepxut 50 Mr cynutrHrOa (B BUIC MaiaTa).

ITonuprit MNEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Karnicynsbl.

Cyuutnaun6-IIpomomen, 12.5 Mr, KariCcyiisl
TBepable kenmaTuHOBbIE Kancyibl Ne 4, KOpHyc »elITOro LBETa, KPbIIIKAa KEJITOro IBETa,
HEIpOo3payvHble, [IMIMHAPUIECKON (HOPMBI ¢ TIOTyCHEPUIECKUMH KOHIIAMHU.

Cyautuau6-IIpomMomen, 25 Mr, KarcyJisl
TBepapie >kenaTWHOBBIC Kamncyiasl Ne 3, kopmyc Oelloro IBeTa, KpbIIKa OEIoro IBeTa,
HENPO3pavHble, HIUIMHAPUIECKON (HOPMEI € MOTychepUueCKUMU KOHIIAMH.

Cynutunub-IIpomomen, 50 Mr, karncyibl
TBepable >xenaTUHOBBIE Karcyiabl No 2, KOpHyc CHHEro IBETa, KpbIIIKa CHUHErO IBETa,
HEIpOo3payvHble, MITHHAPUISCKON (HOPMBI ¢ TTOTyC(HEPUIECCKUMH KOHIIAMHU.

Copaepx’umMoe KarcyJ — CMeCh MOPOIIKa U FPaHyJl OpaHKEBOTO 1IBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToxka3zaHusl K NPUMEHEHHIO

e HeomepabenpHble W/HIN METAaCTaTHYECKUE TAaCTPOUHTECTUHAIBHBIC CTPOMAJIBHBIE OITYXOJIU
(TUCO) npu otcyrctBHU 3¢ deKTa OT Tepanuu UMATHHHOOM BCIIEACTBHE PE3UCTEHTHOCTH
WA HETIEPEHOCUMOCTH;

®  pacIpOCTPaHCHHBIN W/HIIM METacTaTHUECKUI moueuHokIeTouHbId pak (MIIKP) y marueHnTos,
HE MOJYyYaBUIMX paHee CIeU(PUIECKOro JeUeHUs;
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®  pAcCIpOCTPAHCHHBI W/WIM METacTaTHYECKUH mmodyedHoknerounsiii pak (MIIKP) mpu
oTcyTcTBUH 3 (eKTa OT Tepanuu HUTOKUHAMU;

e HeonepadenbHbIe I METacCTaTUYECKUE BbICOKOIM (D (hepeHInpOBaHHBIE
HEHWPOIHIOKPUHHBIE Omyxoiu mnomkenyaouno skenessl (HOOIDK) y B3pocibix ¢
porpeccupoBaHrEeM 3a00JIeBaHNUS,

®  aIBIOBAaHTHAs TEpamus NAIMCHTOB C BBICOKUM PHUCKOM PEIHIMBA IMOYCYHOKICTOYHON
kapuuHoMsl (ITKP) moce nedpakromun.

4.2. PexxuMm 103MpoOBaHus U C1IOCO0 MPUMEHEHUs!

Jleuenue npenaparom CynutuHHO-IIpoMomen cienyeT mpoBOAWThH MOJ HAOIIOJEHHEM Bpadya,
UMCHOLICTIO OIIBIT pa6OTI)I C HpOTI/IBOOHYXOJIeBI)IMI/I npenapaTaMH. B HaYaJI€C KaXXI0Tr0 IHUKJIIA
tepanuu  npenaparom  CynutunuO-Ilpomomen criemyer MpoOBOAWTH TMOJHBIMA — aHATU3
reMaTOoJIOTHUECKNX IT0Ka3aTelIei.

Pexxum 103upoBaHus

I'MCO npu omcymcmeuu s¢hpghexma om mepanuu UMamuHuboM 8Ci1e0cmeue pe3sucmeHmHoCmu
uiu Heneperocumocmu

Pexomennyemas nosa npenaparta cocrasisieT S0 Mr B CyTKM BHYTpPb B TeueHUE 4 HeAenb ¢
HOCJEIYIOIUM NepepblBoM B 2 Henenu (pexxuM 4/2). [ToaHblil LUK Tepanuy COCTABISIET, TAKUM
o0Opasom, 6 Heeb.

Pacnpocmpanennwiii u/unu mIIKP y nayuenmos, He noayuaguiux panee cneyughpuiecko2o ieueHus
unu npu omcymcemeuu d¢hghekma om mepanuu YumoKuHamu

Pexomennyemas no3a mpemnapara coctaBisger 50 Mr B CyTKM BHYTPb B TeueHHE 4 Helenb C
MOCJIETYIOIIM TIEPEPHIBOM B 2 Henenu (pexuM 4/2). [1onHbIN UK Tepanuu COCTaBIsSET, TAKUM
o0Opa3om, 6 HelleNb.

Heonepabenvuvie unu memacmamuueckue, svicokoouppepenyuposannvie HOOIDK y e3pocivix
¢ npoepeccuposanuem 3a001e6anus.
Pexomengyemast no3a npemnapara cocTaBiseT 37,5 Mr exxeIHeBHO 0e3 mepephiBa.

Aovrosanmuas mepanus nAYUeHmMos ¢ 8blcokum puckom peyuousa IIKP nocne negppaxmomuu
Pexomennyemas nosa nmpenaparta coctasisieT 50 Mr B CyTKHM BHYTPb B pexume 4/2 B TedeHHE
NEBATH 6-HEAETbHBIX IUKIOB (MPHOIM3UTENBHO 1 TON).

Koppexyus 0ozv

beszonacnocmb u nepenocumocmu

B 3aBHCHMOCTH OT HHAMBHUAYAIbHON IEPEHOCUMOCTH U 0€30IIaCHOCTH CYTOYHAs J103a Mpernapara
Cynutunu6-Ilpomomen MoxeT OBITh yMEHbBIIEHAa WM yBeIWYeHa Ha 12,5 Mr u 1nomkHa
COCTaBIIAATH HE Ooyiee 75 MT M He MeHee 25 MTr JJIs MAIMeHTOB C TaCTPOWHTECTUHAIBHBIMUA H
MIOYEYHOKJIETOUHBIMH ~ onyXosiAMH. [[nst  apeproBanTHOM Tepanuu  [IKP  no3y  moxHO
MO (UIIMPOBATh C IIAroM CHMXXKEHUs 12,5 mr BmiIoTh 10 37,5 M ¢ Y4eTOM HMHIUBUAYaTbHOU
0€30MaCHOCTH U MEPEeHOCHMOCTH. MakcuMaibHas /1032, WCIOJIb30BABILASCS B HCCIEI0BAaHUU
anproBanTHOW Teparmmu [IKP ¢as3er 3, cocraBmsuia 50 Mmr B cytkum. B 3aBucumoctd ot
UH/IMBUYaIbHOM MEPEHOCHMOCTH MOXKET MOTPeOOBaTHCS BPEMEHHOE IMpEeKpalleHue Mpuema
npenapara. Jlns nanumeHTtoB ¢ pacnpoctpaHeHHbIM [IKP, koTopbie He mepeHocAT npuem
CYHUTHHHOA B peXUMe 4 Hellelnu C IepepbIBOM B 2 HENENH, MOKET OBITh PACCMOTPEH PEXHUM 2
Helenu mnpuema ¢ mepepbiBoM B 1 Hexemro. [l MAanUEHTOB C HEpe3eKTaOEIbHBIMU HIIH
meractatnyeckumu HOOIDK noza nmpenapara Cynutunu6-IIpoMomen 10KHA COCTABIATh HE
6osee 50 Mr B CyTKHU.
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[Ipy mOsBIEHWM TPHU3HAKOB MPOrPECCHpPOBaHUs 3a0o0NeBaHUS MPUMEHEHHE Ipernapara
Cynutunuo6-Ilpomomen ciiegyeT npekpaTHTh.

HUneubumopwi/undykmopor CYP3A4

Cnenyer wus0erarb COBMECTHOTO NPUMEHEHUS CYHUTHHHOA C CHJIBHBIMH HHAYKTOpaMu
uzodpepmenta CYP3A4, rakumu kak pudamnuiys (cM. paznensl 4.4 u 4.5). B cinydasx, koraa 3to
clenaTh Heb3sl, MOXKET MOTPeOOBaThCSA YBEJIMYEHHE CYTOYHOM J03bl CYHUTHHHOA, KOTOpOE
JIOJKHO TPOBOAUTHCS mo3TanHo Ha 12,5 mr (1o 87,5 mr B cytku ipu [ ICO u MITKP u 10 62,5 mMr
B neHb npu HDOIDK), ocHOBBIBasiCh Ha TIIATEIbHOM MOHUTOPHUPOBAHUM IEPEHOCHUMOCTH
npernapara.

Cnenyer wu30eratb OJHOBPEMEHHOIO IPUMEHEHHMs CYHUTHMHHOA C IOTEHIMAJIbHBIMU
unruouropamu n3zodpepmenta CYP3A4, takumu Kak KeTokoHasous (cM. pasaenst 4.4 u 4.5). B
cilydasiX, KOrja 3TO CJAelaTh HEeJb3s, MOXET IMOTPeOOBaThCS YMEHBIIEHHE CYTOYHOMH 03Bl
cynutuarO6a MUHUMYM 110 37,5 mr B cyTku nipu [ICO u MIIKP n Munumym 110 25 Mr B CyTKH
npu HOOIDK.

[Ipu BBIOOpPE aTbTEPHATUBHOTO JIEKAPCTBEHHOIO WIperapara Jyisi COBMECTHOIO IpHeMa ¢
CYHUTUHHOOM  PEKOMEHAYEeTCS pacCMOTPETh BO3MOXKHOCTH TMPUMEHEHHUs Iperapara,
00J1a/1a0111ero MUHUMAJIbHOW CIIOCOOHOCTHIO K MHAYKLUUU WM MHTHMOMPOBAHUIO aKTUBHOCTU
CYP3A4 nnu BooOI11Ie HE 0Ka3bIBAIOIIEr0 MOAO0OHOT0 BIUSIHUS.

Ilponyck 003bi
Ecnu npuem npenapara OblT POIYILEH, BOCHIOIHATh IPOMYIIEHHYI0 103y He cienyerT. [laiuent
JIOJIKEH MPUHATH OOBIYHYIO Ha3HAUYEHHYIO /103y Mpenapara Ha CIeAyIOLUi 1eHb.

Oco0bIe I'pynnbl HaMCHTOB

Ilayuenmui nodxcunozo 6o3pacma

B xnmMHMYeckux ucciaenoBaHMAX MPUMEPHO OJIHA TPETh MAIMEHTOB, MOJIYyYaBUIMX CYHUTHHHO,
Obl1a B Bo3pacte 65 et u crapuie. Hukakux cymiecTBEHHBIX pa3auuuii B 0€30MacCHOCTU WU
3P PEKTUBHOCTH MEX]Ty MAIlMEHTaMH [TOKUJIOr0o U 6ojiee MIIaJIIero Bo3pacta He HabioJanoch.

Tayuenmoi ¢ napywenuem hyHkyuu novex

V nanueHToB ¢ MOYEeYHOU HEAOCTATOYHOCTHIO JIETKOM, CPETHEH U TSXKETION CTENeH! (B TOM YUCIIe
OpU TpPOBEAECHUH TeMoJuanu3a) He TpeOyeTcss KOpPPEeKIMH HauyalbHOM 03Bl Ipemnaparta.
JanpHelmmii mog0op 1036l Y JAHHON KaTeropyuy NallMeHTOB CJIEyET IPOBOJAUTH B 3aBUCHMOCTH
OT UH/MBUIYAIbHOM MEPEHOCHMOCTH (CM. pa3zen 5.2).

Tayuenmul ¢ Hapywenuem Qynkyuu neveru

VYV nanueHToB C JETKOM M CpellHeW CTENEeHbIO MEeYEHOYHOW HeAoCTaToOYHOCTH (kiacc A, B mo
knaccupukanun Yaitng-Ilei0) koppekuus A03bl Npenapata He Tpedyercs. Y MAalMeHTOB ¢
TSDKEJION CTENEeHbI0 MeueHOouHOW HemocTtarouHocTH (kinacc C mo kmaccuduxanmn Yaitna-I1sio)
npemnapar He peKoMeH10BaH (cM. paszen 5.2).

CTH

be3onacHocth M 3ddeKkTHBHOCTH y neTeld B Bo3pacTte A0 18 jeT Ha JaHHBI MOMEHT HE
yCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Nmeromuecss Ha CerogHAIIHUN J€Hb JTaHHbIE MpUBEIEHbI B pasaenax 4.8, 5.1 m 5.2, onmHako
HEBO3MO>KHO JaTh PEKOMEH/IALNH 110 PEXKUMY JO3UPOBAHUSI.

Croco0 IIpuMeHeHust

BnyTps.
ITpuem npenapara He 3aBUCUT OT IpHUEMa MHILH.
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4.3. IlpoTuBONOKA3AHUS

e [ unepuyyBCTBUTEIBLHOCTh K CYHUTHHHOY HIIM K JTFOOOMY M3 BCTIOMOTATEIHHBIX BEIECTB,
MepEUYUCIICHHBIX B pazjene 6.1;
e Tsxenas crereHb IeYEeHOYHOM HEIOCTATOUYHOCTH,

e  bepeMeHHOCTh U IIEPUO KOPMIICHUS TPYbIO;

e  Jlerckuii Bo3pacT (3P PEKTUBHOCTh U OE30MIACHOCTh CYHUTHHHOA Y JIeTEH HE YCTAaHOBJICHA).
4.4. OcoOble yka3aHus U MepPbl NPEeTOCTOPOKHOCTH NMPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

® Y IAIMCHTOB C y/UIMHCHUEM uHTepBana QT B anaMHese;

o Yy HanuMceHTOB C Yy IHAIMCHTOB, MPUHHUMAIOOIUX AHTUAPUTMUUYCCKHUC Mpcraparbl, WJIHW Y
NAIMEHTOB C COOTBETCTBYIONIUMH 3a00JIeBaHUSIMK cepina (MHPapKT MHOKapaa (BKIOUas
TSOKEIYI0/HeCTaOMIIbHYIO CTEHOKApAMI0), KOpOHapHOe/mepudepruveckoe NyHTHPOBAHHE,
CHMITTOMATHYECKas 3aCTOMHAs CepIeYHAs HEAOCTATOYHOCTD);

e  1epeOpOBACKYSIPHBIMU  OCJIOXXKHEHUSIMHM ~ WIM  TPAaH3UTOPHBIMH  HIIEMUYECKHMHU
HapyLICHUsAMY,

e y MalMEHTOB C JIETOYHOW SMOo0iHel, Opaaukapaueil Wiu HapYyIIEHUSIMH 3JIEKTPOJIUTHOTO
OanaHca,

® M JIETKOM WJIM CPEIHEN CTEIIEHN ITIEYEHOYHON HEJOCTATOYHOCTH;
®  IIpU NOYEYHOU HETOCTATOUYHOCTH.

Tpebyetcs coOnr0aTh OCTOPOKHOCTH M YMEHBIIUTH 103y CYHUTHHHOA TPU OJHOBPEMEHHOM
npueMe MOIIHbIX uHruouropoB wusodepmenta CYP3A4, koTropble MOTYT MOBBIIATH
KOHIICHTPALlMIO CYHUTHHHOA B TUIa3Me KPOBH, a TaKKe NMPH OJHOBPEMEHHOM INPHMEHEHHH C
oucdochonaTamu.

Oco0ble yKa3aHus

Crnenyer nzberaTb COBMECTHOIO IPUMEHEHUSI CYHUTHHUOA ¢ CHIIbHBIMU HHAYKTOpamMu CYP3A4,
MIOCKOJIBKY 9TO MOJKET NMPHUBECTH K CHHKCHUIO KOHIICHTPAIlMM CYHUTHHHOA B TUTa3Me KPOBU
(cM. pazmenst 4.2 u 4.5).

Cnenyer wu30eraTb COBMECTHOIO NPHUMEHEHHS CYHUTHHHOA C CHUJIBHBIMH HWHTHOUTOpaMH
CYP3 A4, nockoabKy 3TO MOKET MPUBECTH K MOBBIIIEHUIO KOHIEHTPAIIMU CYHUTHHHOA B TUIa3Me
KpoBH (cM. pasaenst 4.2 u 4.5).

Hapywenusa co cmopoHul Kodcu u NOOKOMCHbIX MKaHelU

[TaniueHTOB cleayeT TpeaynpeanuTh O TOM, YTO BO BpeMsl JICYECHUS CYHUTHHHOOM MOXKET
MPOUCXOJUTh OOECIBEUHBAHHE BOJIOC WM KOXH. J[pyrue BO3MOXKHBIE AepMaTOJIOTHYECKUE
peakIMy MOTYT BKIIIOYATh CYXOCTh, YTOJIIIEHWE WM PACTPECKUBAHWE KOXKH, BOJJIBIPH WM
MOSIBJIEHUE CHIMM Ha JIAJJOHSX U MOJAO0LIBAX HOT.

OrnucaHHbIe BbIIIE PEaKUU HE HOCHJIM KYMYJISITUBHOTO XapakTepa, 0ObIYHO ObLITM 00paTUMBIMU
U, KaK MPaBUJIo, HE MPUBOJIMIIN K ITpeKpalieHuto Tepanuu. CoodIanocs o ciiyyasx raHrpeHO3HON
MUOJIEPMHH, OOBIYHO 0OPAaTUMOIL TTOCTIE MPEKPALEHUS ITpHeMa CYHUTUHINOA. OTMedaluch ciayyan
TSDKETIBIX TOPaKEHUHM KOXKH, TaKUX Kak MyJbTH(GOpMHas sputeMa (MD), mopaxeHus KOXKH,
noxoxue Ha cuaapoM CtuseHca-/xoncona (CCJI) 1 TOKCHUECKOTO ATUIEPMAIIBHOTO HEKPOJIM3a
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(TOH), HekoTopble M3 KOTOPBIX MPUBOAWIM K JETalbHOMY ucxoay. lIpu BO3HUKHOBEHUH
npuszHakoB u cumnromoB CCJl, TOH wmm MD (Hanpumep, mporpeccupyromas KoxHasi ChlIlb,
9acTo ¢ 00pa30BaHHUEM ITy3bIPEH M MOPAKEHUEM CIIM3UCTBIX 000JI0UEK), TEPAlUi0 CYHUTHHHOOM
cienyetr mnpekparuth. Ecam ngumarno3 CCJ wimu TOH noarBepxknaercs, Tepanuio He
BO300HOBIISIOT. B HEKOTOPBIX ciydasx ¢ MOJ03peHHeM Ha MO, manueHTHl TOocie pa3penieHus
peaxkuu NepeHoCIIM BO30OHOBIICHUE Tepaliui CYHUTUHUOOM B MEHBIIIUX J03aX; HEKOTOPhIE U3
TUX  [AlUEHTOB  OJHOBPEMEHHO  IMOJIy4add  TEPANHUI0  KOPTUKOCTEPOMAAMHM  HWIIH
AHTUTUCTAMUHHBIMU TpernapaTamu (cM. paznen 4.8).

Kposomeuenus u kposomeuenue uz onyxoau

B KIMHUYECKMX HCCIICIOBAaHUAX C CYHHTHHHOOM M BO BpeMS IIOCTPETHCTPAL[HOHHOTO
HaOJII0IeHNs, COO0IIANOCh O CIydasX KPOBOTEUCHHH, NHOTIA C JIETAIBHBIM UCXOJ0M, BKIIFOUast
KEITyA0YHO-KUIIIEYHBIE KPOBOTEUEHUS, KPOBOTCUCHHUS U3 BIXATEIbHBIX Iy TS, MOYEBBIBOISIIIX
IyTel U KPOBOMBIIUSHUS B TOJIOBHOM MO3T (cM. paszen 4.8).

J1ns1 OLIeHKH CITy4aeB KPOBOTEUEHUSI HEOOXO0AMMO MEPUOIMUESCKH OLICHUBATh IT0KAa3aTeNId KPOBU U
POBOJIUTH BpPAaueOHBII OCMOT.

HocoBble KpoBoTeueHHs ObUTM HamOolee YacTHIMH T'€MOPParuv4ecKUMH HeKelaTeIbHBIMU
pPEaKIMsIMH M OTMEUAINCh MPHUMEPHO y TOJOBUHBI MAIMEHTOB C COJHIHBIMU OMYXOJISIMH, Y
KOTOpPBIX HaOMIOJaNCh SIBICHHS KpOBOTEYEHHUS. HekoTopble W3 SNH30J0B HOCOBOI'O
KPOBOTECUCHHSI OBUTH TSKEIIBIMHU, HO OY€Hb PEAKO MPUBOAMIIH K JIETAILHOMY UCXOLY.

Coob1manocs o ciyyasx KpOBOTEUSHMsI U3 OIyXOJIM, MHOIJIA CBSI3aHHBIX C HEKPO30M OITyXOJIH;
HEKOTOPBIE U3 ATUX CIy4aeB KPOBOTECUCHHS 3aKOHYHIIUCH JICTAJIHHBIM HCXOI0M.

KpoBoTeueHne u3 omyxoiu MOXKeT BO3HHKATh HEOXKHJIAHHO, a B CIIy4ae OIyXOJIEBBIX OYaroB B
JETKAX TPOSBIATECS B (OPME TSDKEIOTO0 WM KU3HEYTPOXKAIOIIETO KPOBOXApKAaHbS HIIH
JeTOYHOro KpoBoTeueHHs. Kak B KIMHMYECKHMX HCCIEAOBAaHMAX, TaK M B MEPUOI
MOCTPETHCTPAIMOHHOTO ~ HAONIOACHUS HMMEIOTCS  COOOIIEHUS O Pa3BUTUH  JIETOYHOTO
KPOBOTECUCHHS (B HEKOTOPBIX CIydasX C JICTAIBHBIM HMCXOAOM) y TAlMEHTOB, MOJTYYaBIINX
cynutuau6 B Tepanuu [IKP, 'MCO unu paka nerkoro. CyHUTHUHUO HE pa3pelieH K IPUMEHEHUIO
IIPU PaKe JIETKOTO.

[Tpu conmyTcTBYIOMLIEH Tepauy aHTUKOATYJISTHTaMU (Hanpumep, BaphaprHOM, alleHOKYMapoJIoM)
CJIEZyeT MEePHOANYECKH TPOBOINUTH Bpa4eOHBIN OCMOT], @ TAKXKE OCYIIECTBIIATH MEPUOANICCKUN
MOHUTOPHHI TOKa3aresnel oO0Ilero aHaiau3a KpoBH (TPOMOOLMTOB) U (PaKTOPOB CBEPTHIBAHUSA
KpOBH (IIPOTPOMOMHOBOE BpeMsl/MeX TyHapoiHOe HopMaiin3oBaHHoe oTHoueHue (IIB/MHO)).

Hapywenus co cmoponul dceny0ouno-KumeyHo2o mpakma

Hanbosee yacTeIMH HEXETATEIBHBIMHI p€aKkusAMHn CO CTOPOHBI KEITY IOYHO-KUIICYHOTO TpaKTa
OBLTIM Tuapes, TOUTHOTa/pBOTa, OOJNb B KUBOTE, MUCIENCUS M CTOMATUT/OONL B MOJOCTH PTa;
TaKke ObUTH MOJTy4YeHbI COOOIIEeHHS O ciyJasx 330¢aruta (cMm. pasnen 4.8).

Honnepmyma}omaﬂ TCpanusd TpH  PA3BUTUU  HCIKCIIATCIIBHBIX peaxunﬁ CO CTOPOHELIL
KCITYJOUYHO-KHIICYHOI'0 TpaKTa, TpG6y10H.[I/IX JICYCHUA, MOXKCT BKIHOYATh JICKAPCTBCHHBIC
npenaparel C IPOTHUBOPBOTHLIM, HpOTHBO,[[H&pCfIHBIM U1K aHTalluJHbIM ﬂeﬁCTBHeM.

vy IMalMEHTOB C I/IHTpa-a6)IOMI/IHaJ'IBHI)IMI/I 3JIOKQUCCTBCHHBIMH OIIYXOJISIMHU, IOJYyYarOIIUMH
TCpaInro CYHI/ITI/IHI/I60M, OTMCHAJIN CCPBE3HBIC OCIOXHCHUA (B TOM 4YHUCIIC nepq)opaum/l
KEITYyJOUYHO-KHIICYHOTI'O TpaKTa), B HCKOTOPBIX ClIy4dasaX € JIETaJIbHBIM HCXOJ0M.

Apmepuanvnasn cunepmen3us

Co001anock 0 pa3BUTUN apTepUATIbLHON THIIEPTCH3UH, CBA3aHHON C MPUMEHEHHUEM CYHUTHHHOA,
B TOM YHCJIE TSDKEJIOH (OpMBI apTepualibHOM THIIEPTEH3UH (CHUCTONInYecKoe aaBienue > 200 MM
PT. CT. WU AWACTOIMYEecKoe napienue > 110 Mmm pr. CT.).

[TarimeHnTOB creyeT oOcne0BaTh Ha PEAMET MOBBILICHUS apTEPUATLHOTO JIABICHUS, UCTIONb3Y S
CTaHJapPTHBIC METOIbI KOHTPOJIA. Y TAIMEHTOB C TSKENON (POpMOI apTepranbHOM TUTIEPTEH3NH,
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HE MOJIAFOMICHCS JICYCHUIO, PEKOMEHIYETCS BPEMEHHOC MpEKpalleHue Tepanuu. Teparuio
MOKHO BO30OHOBHTH, KaK TOJBKO JIOCTHIAETCs HAISKANMHA KOHTPOJIb apTepHAIbLHOM
runepreHsuu (cM. pasaen 4.8).

LI'emamonozuueckue Hapyuenus

Coo0manoch 0 CHIKEHHH aOCOJIOTHOTO 4YHciaa HEHUTpoduiaoB M TpomOOUMTOB Ha (oHE
NpUMEHEHHs CyHUTHHHOa (cM. paszmen 4.8). OnucaHHblE BBIIE SBICHUS HE HOCHIH
KyMYJISITUBHOTO XapakTepa, OObIYHO ObUIM OOpaTHUMBIMH M, KaK IMPaBHJIO, HE MPUBOAMIH K
HpeKpalleHuio Tepaniy. Hu oHO U3 3THX SBICHUH B UCCIe0BaHUAX 3 (a3bl HE 3aKaHUYUBATIOCh
JeTaIbHBIM HCX0JI0M, HO B IEPUOJI OCTPETHCTPALMOHHOTO HAOIIOICHHUS COOOIIAIOCH O PEAKUX
CITy4asix pa3BUTHS T€MATOJIOIMYECKUX SBICHUH C JIETAIBHBIM HCXO/I0M, BKJIIOYas KDOBOTCUCHHE,
aCCOLMHMPOBAHHOE C TPOMOOLIMTONIEHUEHN U HEUTPONIEHUUECKON NHPEKIUEH.

Pa3zBuTne anemmum HaOmIOJaNoOCh Kak Ha paHHEW, Tak M Ha IO3JHEH CTaJAuU JICUCHHS
CYHHUTHHHUOOM.

VY nmanyeHToB, MOMyYaroUuX JICYCHUE CYHUTHHUOOM, Iepel HayaloM KakKJOoro IUKJa Teparuu
cJeyeT IPOBOUTD MOJTHBIA aHAIU3 KPOBH (CM. pazzen 4.8).

Cepoeuno-cocyoucmas cucmema

VY manueHToB, NONYyYaBIIMX JICUCHHE CYHHUTHHHOOM, OBUIM 3aperucTpUpOBaHBI  CIydau
CEpJICYHO-COCYAUCTHIX COOBITHIA, B TOM YHCIIE CepJieuHas HEeAOCTaTOYHOCTh, KapAHUOMHUOMATHUS,
cHIDKeHHe (pakiuu BeIOpoca sieBoro xemynouka (PBJDK) mo 3HaueHmii HIDKe, YeM HIDKHSSA
TpaHuIla HOPMbI, MUOKapAUT, UIIEMUS MUOKapAa U UH(APKT MUOKApP/Ia, HEKOTOPbIE U3 KOTOPBIX
3aKOHYMJIMCH JIETAIBHBIM MCXOJOM. DTH JAaHHBIC TO3BOJISIIOT HPEANONIOXKNTh, YTO CYHHUTHHUO
MOBBIINIAET PUCK Pa3BUTHUS KapIMOMUONATUH. Y MOTY4aBLIMX JeUEHHE MAllMEHTOB HE BBISBICHO
HUKAaKUX CHEeNU(UIECKUX JOMOJHUTEIBHBIX (AKTOPOB PHCKA PA3BUTHSA KapIHUOMHOIIATHH,
BBI3BAHHON CYHUTHMHHOOM, ToOMHMO crenuduueckoro s3ddekxra mnpenapara. Heobxoaumo
NPUMEHATh CYHUTUHUO C OCTOPOXKHOCTBIO Y MAIMEHTOB, HAXOASAIIMXCS B TPYIIE PUCKA WIH Y
KOTOPBIX Takue COOBITUSI OTMEUYAINCh B aHaMHe3e (cM. pazzen 4.8).

W3 Bcex KIMHUYECKHX HMCCIEAOBaHUN CYHUTHMHHOA HCKIIOYAINCh TMAIMEHTHI, MEPEHECIINe B
TeueHue 12 MecsneB 10 MPUMEHEHUs CYHUTHHHOA TaKhe CEPlICYHO-COCYAUCTBIE COOBITHS, KaK
uH(papKT MHOKapAa (B TOM UHCIE TsDKeNas/HecTaOWIbHAs CTEHOKAapaus), KOPOHApHOE
OIYHTHPOBAHUE/ITYHTUPOBAHUE  MEepUPEPUUSCKUX  apTepUii, XPOHHWYECKas  cepiacyHas
HepoctatoyHocTh (XCH) ¢ KIMHWYECKMMH TPOSBICHUSMH, HapylIeHHE MO3TOBOTO
KPOBOOOpAIIICHHS WU TPAH3UTOPHAS WUIIEMHUYECKas aTaka, a TakKe TPOMOOIMOOIHS JIETOTHON
aprepuu (TDJIA). HeuszBecTHO, MOTYT JIM MAIIMEHTHI C STUMH COITYTCTBYIOIIUMHE 3a00JICBAaHUSMU
MOJIBEpPraThest 00Jiee BHICOKOMY PHCKY Pa3BUTHS AUC(YHKIIMH JICBOTO JKEIYI0YKa, CBI3aHHOM C
MPUEMOM CYHUTHHHUOA.

Bpauam pekoMmeHIyeTcs CONMOCTaBUTh 3TOT PHUCK C IMOTEHIMAIBLHOM MOJB30H CYHUTHHHOA.
[TaneHTOB cieyeT TIaTeabHO HAOII01aTh Ha IPEeAMET KIMHUYECKUX MPU3HAKOB U CUMIITOMOB
XCH Bo Bpems mnpueMa CyHUTHHHOA, OCOOEHHO TMalUEHTOB C (akTopaMu pHUCKa
CepACYHO-COCYTUCTHIX 3a00JI€BaHUN W/UIIN HILIEMHYECKOi 0oJe3HH ceplia B anamHese. OLeHKY
O®OBJIK mpu nmpueme CyHUTHHUOA PEKOMEHIYETCS MPOBOJIWTH KaK J0 Hadaja Teparuu, Tak U
NEepUOJIMYECKH B XoJe JieueHus. IIpu OoTCYyTCTBUM (aKTOPOB pHCKa CEPIEYHOM MaTONOTHH Y
MAIIEeHTOB HEOOXOAMMO PACCMOTPETHh BO3MOKHOCTH OIEHKH MCXOIHOUW (PpaKIuy BEIOpOCa.

[Tpu nposiBnenun kauHUYeCKUX npuzHakoB XCH neueHne CyHUTHHHOOM ClI€yeT NMPEeKPaTHTh.
IIpu orcyrctBum knuHudeckux npusHakoB XCH, Ho ¢ mokazaremssmu OBIDK 20 % mno
CPaBHEHHMIO C MCXOIHBIM 3HAUYE€HUEM, 03y CYHUTHHHOA pPEKOMEHIYETCS YMEHBUIMTh WIH
IIPUOCTAHOBUTH IPUEM IIperapara.
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Yonunenue unmepsana QT

Ynmuaenne wHTepBasia QT u pa3ButHe MHOTO(QOPMHOHN IKEIIYJOYKOBOW MapOKCHU3MAIbHOU
Taxukapauu tuna «mupydst» (Torsades de pointes) HabI0AaI0Ch Y MAIUEHTOB, TPUHUMAOIINX
cyHUTUHUO. VYnanuHenue wuHTepBana QT MoXeT mnNpuBeCTH K TOBBIIIEHHOMY PHUCKY
KEJyI04YKOBBIX apUTMUM, BKITtouast Torsade de pointes.

CyHuTHHHO cliefyeT NPUMEHSTh C OCTOPOKHOCTBIO Y TAIIMEHTOB ¢ yanuHeHneM nntepsana QT B
aHaMHe3e, y MAalMEeHTOB, NPUHUMAIOIIUX AHTHAPUTMUYECKHE IIpernaparbl WM Ipernaparsl,
KOTOpbIE MOTYT yAnuHATh uHTepBan QT, wiM y MalUMeHTOB C COOTBETCTBYIOIIMMU
3a00NeBaHUAMHU  cepana, Opaaukapauedl WM HapyLIeHUSIMH DIIEKTPOJIUTHOro OanaHca.
HeoOxogumo wu30eratb OJHOBPEMEHHOTO TNPUMEHEHHUS CHIbHBIX HHruouTOopoB CYP3A4,
KOTOpPBIE MOTYT MOBBIIIATH KOHIIEHTPAIIMIO CYHUTHHNOA B TIIa3Me KpOoBH (cM. pa3aens 4.2, 4.5 u

4.8).

Hapywenus co cmoponul cocy0os

AHenenus senosHot mpomooamoonuu

VY m[anueHToB, MONYYaBIIUX CYHUTHHHO, OBUIM 3aperuCTpUPOBAHBI SIBICHUS BEHO3HOU
TpOMOO03MOOJIHH, CBSI3aHHBIC C JICYCHUEM, B TOM YUCIe TpoMOo3a riuyOokux BeH U TOJIA (cm.
pazgen 4.8). bbumn BbisiBIeHbl ciayyan TOJIA ¢ seranbHBIM  HUCXOJOM B IEPUOA
HOCTPErUCTPALIMOHHOTO HAOIOICHHUS.

Henenus apmepuanvroii mpombosmoouu

VY nanuMeHToB, MOJYYarOIIUX JIEYEHHE CYHUTHHMOOM, ObUIM 3aperucTpUpOBaHbl SBJICHUS
aprepuasibHoll TpoMO03MOonK (TO) B HEKOTOPBIX ciyyasix ¢ JeTadbHbIM ucxoaoM. Hauboiee
YacThle SBJICHMS BKJIIOYAIM HApyLUIEHHE MO3TOBOrO KPOBOOOpAIllEHUs,, TpaH3UTOPHas
UIIeMUYecKas aTaka M HMHCYIbT. PakTopaMu pHUCKa, CBA3aHHbIE C TD, MOMHUMO OCHOBHOTO
3a0o0JeBaHMs U BO3pacTa MayeHTa > 65 JeT, SBISI0TCS: apTepuanbHas TUIepTeH3Hs, caXapHbIii
nuaber u mpeaiiecTByoniee TpoM003MO0InyecKkoe 3a00IeBaHue.

Amnespusma u paccioenus apmepuu

[Tpumenenne mHruObUTOpOB (pakTopa pocta cocyaucroro suaotenus (VEGF) y mauueHTOB €
apTepHalIbHON runepTeH3uel win 6e3 Hee MOKEeT MPUBECTH K (POPMUPOBAHUIO aHEBPU3MBI H/HIIN
paccioeHuto aprepuu. Jlo Havana Tepanmuu CyYHUTHHHOOM, HEOOXOAMMO THIATEIbHO OLIEHHUTH
BO3MOXXHBIE PHUCKH Yy TMAallMeHTOB, UMEIOUIMX Takue (aKkTOpbl pUCKA Kak apTepuaibHas
TUIIEPTEH3Hs UM HAJIMYUE aHEBPU3MBI B aHAMHE3E.

Tpombomuueckas muxkpoaneuonamus (TMA)

Huarno3 TMA, Bxmouas TpoMmOoTHdeckylo TpomOonuronennuyeckyto nypmypy (TTII) u
remMonuTHueckuii  ypemuueckuii curapom (I'VC), wuHorma mnpuBojsimide K MOYEYHOU
HEJOCTaTOYHOCTU WJIM JIETAIbHOMY HCXOAY, CIEIyeT paccMaTpuBaTh IpU Pa3BUTUU
FeMOJUTHUYECKON aHeMHH, TPOMOOIIMTONEHUH, MOBBIIIEHHON YTOMJISIEMOCTH, HECTAOMIIbHBIX
HEBPOJIOTUYECKUX MPOSBICHUN, HAPYIIEHUs (YHKIMU TOYEK U TOBBIIIEHUH TEMIIEPaTyphbl.

[Tpu pa3BuTun y nauuenta TMA npumMeHeHre CyHUTHHINOA HE0OX0AUMO MPEKPATUTD, ITOCIIE YETO
CllelyeT HEe3aMEIJIUTENIbHO HadaTh COOTBETCTBYMOMLIEe jeueHue. Ilocne nmpekpaiieHus nedeHus
Habo1a10ch ucuesHoBeHne cumntToMoB TMA (cM. paznen 4.8).

Hapywenue ¢pynxyuu wumosuonoii sxcenesvl

Pexomenyercss BBIMOMHATH J1a0OpPaTOPHYIO OIEHKY (DYHKIIMM IIMTOBHIHOW KEIe3bl Y BCEX
NanrueHToB. JleyeHne MalMeHTOB C CYLIECTBYIOIIUM TUIIOTUPEO30M WM THUIEPTHUPEO3OM [0
Hayaja Tepanuu CYHUTHUHHOOM, CcJeAayeT NpPOBOAUTh B COOTBETCTBHUM CO CTaHAApTHOMN
MEAUIIMHCKON PAKTUKOW. B X0/1€ TeueHns: CyHUTHHHOOM KaK/Ibie 3 MecsIa cleayeT MPOBOIUTh
PEryJspHBIi MOHUTOPUHT (YHKUMK IIUTOBUAHOW xene3bl. Kpome Toro, HeoOXoaumo
OCYHIECTBIISATh TIHIATENIbHOE HAOMIO/IEHUE 3a TMAlMeHTaMd [JIs BBISBICHHS MPHU3HAKOB U
CUMIOTOMOB HapylieHUs (YyHKIUU IIMTOBUIHON JKeje3bl BO BpeMs JICUEHHUs, U TMalUeHTHI, y
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KOTOPBIX pa3BUBAIOTCA Kakue-Inoo IIPpHU3HAKA H/Uau CHUMIITOMBI, YKa3bIBAIOIMEC HA HAPYIICHUC
(YHKLIMU IIUTOBUAHOM 7KeJe3bl, JODKHBI IPOUTH 1a00paTOPHYIO OLEHKY (PYHKLUH IIUTOBHIHON
JKCJIC3bI, BBIMIOJIHACMYIO B COOTBETCTBUU C KIIMHUYCCKHUMU ITOKA3aHUAMMU. Jleuenmne IIannucHTOB C
Pa3BUBIIMMCS HapylleHUeM QYHKIMH IIUTOBUIHOM XKeJe3bl ClieyeT IPOBOUTh B COOTBETCTBUU
CO CTaHJAPTHOM MEAUIIMHCKON ITPAKTUKOM.

['mnotupeo3 BO3HMKAJ Kak Ha paHHEW, Tak M HA MO3AHEH CTaJuM JICYEHUS] CYHUTHHUOOM (CM.
paznen 4.8).

Tlankpeamum

VY ManuMeHToB ¢ Pa3IMYHBIMU COJIHMIHBIMHU OMYXOJSMHU, MOJIYYAOIIUMUA CYHUTHHUO, HaOIIOqaIn
MOBBILICHHE AKTUBHOCTH JIMTIA3bl M AMUJIA3bI B [1JIa3Me KPOBU. Y BEJIMUEHUE aKTUBHOCTH JIMIA3bl Y
MAlMEHTOB C Pa3UYHBIMU COJIUIHBIMU OIyXOJSIMU OBUIO MPEXOMASIIUM M, KaK MPaBHIIO, HE
COIPOBOXKAAIOCH MPU3HAKAMU WUJIM CUMIITOMaMH MMaHKpeaTuTa (cM. pasaen 4.8).

beutn 3aperucTpupoBaHbl Clydad CEPhE3HBIX SIBJICHHUN CO CTOPOHBI MOJKETYTOYHOU KEJE3Hl,
HEKOTOPBIE U3 HUX C JIETaIbHBIM UCXOOM.

[Ipu HAJIMUMK y AIMEHTa CUMIITOMOB ITAHKPEATUTa CIAEAYET IPEKPATUTh JICUCHUE CYHUTUHHOOM
1 00€CeUnTh COOTBETCTBYIOIIYIO MOIICPKUBAIOIIYIO TEPAIHIO.

I'enamomoxcuunocms

VY nanueHToB, MOJy4yaBIIUX JIEYEHUE CYHUTMHMOOM, OTMEYajach renaroTOKCUYHOCTh. Ciyuyau
NIEYEHOYHON HEeJAO0CTAaTOYHOCTH, HEKOTOpBIE C JIETAJBbHBIM MCX0J0M, HaOmomamuch y < 1%
NAlMEHTOB C COJUAHBIMU OMYXOJISIMU, HOJIy4aBIIMX CYHUTHHHO. CrenyeT KOHTPOJIMPOBATH
IIOKa3aTeNH «IIEYCHOYHBIX» (bepMeHTOB (amannHaMUHOTpaHChEpazy (AJIT),
acriapraramMmuHoTpancdepazy (ACT), KkoHueHTpauuio OunMpyOMHA) A0 Hayajla Tepanuu
CYHUTHHHOOM, BO BpEMsI KaXKJIOTO IIUKJIa TEPAITUHU U TIPH HATMYMY KIMHUYECKUX Toka3anuid. [Tpn
NOSBJICHUM NPU3HAKOB WJIM CHMOTOMOB IEUEHOYHON HEJAOCTAaTOYHOCTH CIEAYyeT HMpPEeKpaTUTh
J€YCHNEe CYHHUTHHHOOM M OOECIEeYUTHh COOTBETCTBYIOIIYIO HOJICPXKHMBAIOIIYIO TEpanuio (CM.
paznen 4.8).

DyHKYUsa novex

bbun 3apeructpupoBaHbl ciyyaud HapylleHUs (YHKIMM TOYEK, NMOYEYHOW HEIO0CTAaTOYHOCTH
U/WIIN OCTPOH MOYEYHOM HEOCTATOUHOCTH, HEKOTOPBIE € JIETAIbHBIM UCXOA0M (CM. pasjen 4.8).
@®akTophl pUCKa, CBA3aHHbIE C HapylIeHHEM (YHKLUUHU MOYEK/MIOYEYHON HEOCTATOYHOCTBIO Y
NalMEeHTOB, MOJIYYalOUMX CYHUTHHHO, MOMHMMO OCHOBHOro 3aboineBanus IIKP, Bkirouaror
MOKUJION BO3pacT, caxapHbli AMa0eT, COMYTCTBYIOIIee HapylleHne (PyHKIUN IIOYEK, CEPACUHYI0
HE/I0CTaTOYHOCTh, apTEPUATbHYIO TUIEPTEH3UIO, CEMNCHUC, 00E3BOKUBAHHE/TUIOBOJIEMHIO U
paboMuoH3.

be3onacHOCTh MPOJOKUTENBHOTO JICUEHHS] CYHUTHHHOOM Y MAIlMeHTOB CO CpeAHeH WIn
TSKEJION CTETIEHBIO TSYKECTH MPOTEUHYPUN CUCTEMAaTUYECKH HE OI[EHUBANIACh.

Ilpomeunypus

Bbeimn 3aperucTpupoBaHbl Clydan MPOTEUHYPUH U PEAKHE Cydan He(QPOTHIECKOTO CHHIAPOMA.
PexoMeHyeTcss BBINONHATH aHAW3 MOYHM HAa HMCXOJHOM YpOBHE, W ClieyeT HaOmoJaTh 3a
MalMeHTaMy Ha TMPeAMET pPa3BUTUS WIM YXYAUIeHUs nporeuHypuu. [lamumentam ¢
HE(POTUIECKUM CHHIIPOMOM CIIEAYeT MPEeKPaTUTh MPUEM CYHUTHHUOA.

Obpaszosanue ceuwyell

[Ipu oOpa3oBaHWU CBUILA TEPANHIO0 CYHUTHHHOOM HEOOXOAWMO NPHOCTaHOBUTH. JlocTymHa
OrpaHHWYeHHass MHQpOpMaLUs O MNPOAOKEHHHM NPUMEHEHUS CYHUTMHHMOA y NalMEeHTOB CO
cBulamu (cM. pasnen 4.8).

Xupypeuueckue emewamenbcmea
Bo Bpems Tepanuu cyHUTHHHOOM OBLTH 3apETHCTPUPOBAHBI CIIydal 3aMEIJICHHOTO 3a)KUBIICHHS
paH.



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 09.10.2025 N= 25420
(NOCNEOCBATENEHOCTE 0002)

Hukakux ¢popMalbHBIX KIMHUYECKHX UCCIICAOBAHUH BIMSHUS CYHUTUHNOA HA 3)KUBJICHUE PaH
HE MPOBOIMIOCH. M3 NpenocTOpOKHOCTH PEKOMEHAYETCSI BPEMEHHO IIPEpBATh JICUYEHUE
CYHUTHHHOOM y TMAallMeHTOB, KOTOPHIM IUIAHUPYETCS MPOBEICHUE OOIIUPHOTO XUPYPrHUECKOTO
BMenIarenbcTBa. KIIMHNYEeCKUi ONBIT B OTHOLIEHUN BPEMEHHU IIOBTOPHOT'O Ha4ajla TEParyy Iocie
OOLIMPHOTO XMPYPrHYECKOr0 BMELIATENbCTBA OrpaHuueH. TakuMm o0pa3oMm, pelieHue o
BO300HOBJICHUM IpHEMa CYHUTHHHOA Mocie OOUIMPHOIO XHUPYpPrHYECKOro BMEIIAaTeIbCTBA
JOJIKHO OCHOBBIBATBCS HA KIIMHUYECKOU OLICHKE BOCCTAHOBJICHUS I10CIIE ONEPALIUH.

Ocmeonekpos uenrocmu (OY)

Y [anueHToB, TMONYYaBIIMX TEPANHUIO CYHHUTHHUOOM, OTMEUYAINCh CIIy4aW pPa3BUTHS
OCTEOHEKPO3a YeINIIOCTH. bobIlas 4acTh Ciiy4aeB OTMEUalIach Y MalMEHTOB, KOTOPHIC MOJTyYalln
MPEIIIECTBYIONIEE WM COIYTCTBYIOIIEE JICUCHWE BHYTPUBEHHOTO BBeAcHHUS OuchochoHaTos,
MPUMEHEHHUE KOTOPBIX SABJseTcs (aKTOpPOM PHCKa Pa3BUTHUS OCTEOHEKpo3a uentocTH. CremyeT
coOIOaTh OCTOPOKHOCTh TIPU OJHOBPEMECHHOM WJIM  TIOCJIEJIOBATSIIbHOM PHUMCHECHUU
npenapata Cynutunu6-IIpomomen u BHyTpuBeHHbIX (popm OuchochoHaTos.

MHBa3uBHBIE CTOMATOJIOTHYECKHE MPOIEAYPHl TAKKE SBISIFOTCS YCTAHOBICHHBIM (haKTOPOM
pucka. Ilepen nauanom Ttepanuu npenapatoM CyHutuHuO-IIpomomen cnemyer mnpoBecTH
CTOMATOJIOTUYECKOE oOciieoBaHme u COOTBETCTBYIOIIUE PO UITAKTUICCKIEC
CTOMATOJIOTMYECKHE MTPOICTYPHI.

Y manueHToB, KOTOPBIC paHee MOTydald WK NOTyJaloT BHYTPUBEHHBIC OMC(HOCPOHATHI, CIIeAyeT
110 BO3MOYKHOCTH M30€eraTh HHBa3MBHBIX CTOMATOJIOTHYECKUX Mpoueayp (cM. pasnen 4.8).

Peaxyuu cunepuyecmeumenbHOCMu/aHSUOHe8POMUYECKULL OMEK

ITpy BO3HMKHOBCHUH aHTHOHEBPOTHYECKOTO OTEKA B CBS3HU C THIIEPUYBCTBUTEIBHOCTHIO JICUSHHUE
CYHUTUHUOOM CJeAyeT TpepBaTb W OOECNEYUTh TMPOBEJCHHWE CTAHAAPTHOM Tepamuu
(cm. pasmen 4.8).

Cyoopoeu

B ximHMYeCKUX UCCIENOBAHUIX CYHUTHHHOA U MPU MOCTPETHUCTPALIMOHHOM HAOIIOIEHUN ObUTH
3aperucTpupoBanbl  cygoporu. llamwentam ¢ cymoporaMu W TpU3HAKaMU/CUMIITOMAMH,
COOTBETCTBYIOIIUMHU CUHJIPOMY 3a7Hel oOpatumoi serikosniedanonaruu (C30J1), Takumu kak
MOBBIIICHHE apTePUATbHOTO JABIICHUS, TOJOBHAs 0ONb, CHIKEHUE KOHIIGHTPAIlMM BHUMAaHUS,
W3MEHEHUSI TICUXHYEeCKOW (YHKIMM W TOTEps 3PEHHS, B TOM YHUCJIE KOPTHUKAJIbHAs CIENOoTa,
PEKOMEHIyeTCsl THIATeNIbHOE METUITMHCKOE HAaOII0ICHHE.

Pexomengyercs BpeMeHHass TPHOCTAHOBKA JieUeHHs CyHUTHHUOOM. I[locie wucde3HoBeHUs
CHUMIITOMOB JICYEHUE MOXKET OBITH BO3OOHOBJICHO 110 PEIICHUIO JieUaliero Bpaya (cM. paszaen 4.8).

Cunopom nuzuca onyxonu (CJ10)

B xnuangeckux uccnenopanusx ciydan CJIO, HEKOTOpBIE C JeTaTbHBIM UCXO0M, HAOTIOAATUCH
penKo W OBUIM 3aperMCTPUPOBAHBI IMPH IMOCTPETHCTPAIIMOHHOM HAOIIOJACHUM Ipernapara y
MAIMEHTOB, TONYYaBIINX JiedyeHHe CyHUTHHHOOM. Pakrtopel pucka mias CJIO BriodaroT
OOJIBIITYIO OITyXOJIEBYIO MAacCy, YK€ MMEIOUIYIOCS XPOHHUYECKYIO TTOYEYHYIO HEIOCTaTOYHOCTH,
OIIUTYPHIO, 00€3BOKUBAHNE, TUTIOTCH3UIO U KUCIYIO PEAKIMI0 MOYH. 32 TaKUMU TMallMeHTaMHU
HEO0OXOJUMO BECTH THIATCIIbHOE HAOJIOJICHWE M OCYHISCTBIIATH JICUCHUE 110 KIHHHYECKUM
MOKA3aHUsIM; CJIEIyeT PACCMOTPETh BOMPOC O MPOPHUIAKTUIECKOM THApPATAIIHH.

Hngpexyuu u uneazuu

Boumn  3apeructpupoBaHbl Ccepbe3Hble MH(EKIMH C HEUTpomeHued wuiam 0Oe3, BKIOYas, B
HEKOTOPBIX CIIy4asix C JETAIbHBIM HCXOIOM.

Boun 3aperucTpupoBaHbl HEYacTble CIlydad HEKPOTHU3UpYIOUIero ¢acuuuTta, B TOM 4YHCIE B
MPOMEXKHOCTH, WHOTAAa JeTanbHbie (cM. paszmen 4.8). B ciywae pas3BuTus y TalMeHTa
HEKPOTH3UPYIOIEro (pacuuuTa TEpanuio CYHUTHHUOOM CIEeAyeT NMPEKpaTUTh W HEeMEIJIEHHO
HA4aTb COOTBETCTBYIOIIIEE JICUCHUE.
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T'unocnuxemus

Bo Bpemst Tepanuu CYyHUTUHHHOOM y HEKOTOPBIX MAIlMEHTOB OTMEYAJId CHIYKEHHUE KOHIICHTPAIIUH
[JIFOKO3bl B KPOBU. B HEKOTOPBIX CIydasiX TaKO€ CHUKEHUE COMPOBOXKAAIOCH KIMHUYECKUMHU
CUMIITOMaMH, TPEOYIOIIMMH TOCIUTAIU3ANNK TpH ToTepe co3HaHusa. [lpu nposBieHHH
CUMITOMOB THUIIOTJIMKEMHUU MPUEM CYHUTHHHOA JOJDKeH ObITh BpeMeHHO mpepBaH. Cremyer
PETYJISIPHO KOHTPOJUPOBATh YPOBEHB IIFOKO3bI B KPOBH y TAIIMEHTOB C CaXapHBIM JIHa0ETOM H,
npu  HEOOXOAMMOCTH, KOPPEKTUPOBATH JI03y THIOTIMKEMHUYECKUX  IPErmapaToB IS
MUHHUMH3AIIUN PUCKA TUIIOTIIUKEMHH (CM. pasen 4.8).

T'unepammonuemuveckas snyeparonamus

[lpy npuMeHEeHWH CYHUTHHMOA HaAOIIOAaNach THIIEpAMMOHHMEMHUYecKas 3Hiedanonarus (cM.
paszznen 4.8). Y MalueHToB, Y KOTOPHIX Pa3BUBACTCS HEOOBSICHUMAS JICTAPTHUSl WA U3MEHECHHE
NICUXUYECKOTO CTaTyca, CIeAyeT W3MEPHUTh YPOBEHb aMMHaKa M HayaTh COOTBETCTBYIOIICE
KIMHUYECKOE JICUCHHE.

4.5. B3aumopeiictBMe ¢ JPYrHMHU JeKAPCTBEHHBIMH MNpenapaTamMm M JApyrue BH/bI
B3auUMOAEliCTBUA

IIpenapaThbl, KOTOPbIE MOT'YT NOBBIIIATH KOHIIEHTPALIUIO CVHI/ITI/IHI/I6a B 11J1a3M¢€

Bruanue uneubumopose CYP3A4

VY 310poBBIX JOOPOBOJIBIIEB COBMECTHOE NMPUMEHEHHs Pa30BOM J03bl CYHUTHHHOA C CHUIIbHBIM
unruoutopom CYP3A4, KeTOKOHA30JI0M, MOBBIIIACT MAKCUMaIbHYIO KOHIEHTpPAIUO (Cmax) U
3HAUCHHUE IJIOIIAIH O] KPUBOM 3aBHCUMOCTH KoHIeHTparmu oT BpemeHHn (AUCo..) KoMmIuiekca
[cyHuTHHUO + TEpBUYHBIM akTUBHBIN MeTabonut| Ha 49 % u 51 %, COOTBETCTBEHHO.
[Tpumenenue cyHutnHuOa ¢ cuwibHbIMH MHruOuTopamu CYP3A4 (Hanpumep, pUTOHAaBHPOM,
UTPAKOHA30JI0M, DPUTPOMHIIMHOM, KIAPUTPOMHUIIMHOM WM TPEUN(PyTOBBIM COKOM) MOXKET
IPUBECTH K MOBBIIICHUIO KOHIIEHTPALlUN CYHUTHHHOA.

Cnenyer wn30erarb COBMECTHOTO NpUMEHEHHs CyHUTHHHOa ¢ uHruoutopamu CYP3A4 umu
paccMOTpeTh BO3MOXHOCTh TOJO0paTh aJlbTEPHATUBHOE JIEKAPCTBEHHOE CPEICTBO LIS
COITyTCTBYIOILIEH Tepanuy ¢ OTCYTCTBHEM MM MUHUMAJIbHONW CIIOCOOHOCTBIO K MHTMOMPOBAHHUIO
CYP3A4.

Ecnu 10 He mpeacTapiseTcs BO3MOXKHBIM, BEPOSATHO, Oy1eT He00X0AUMO YMEHBUIUTH CyTOYHYIO
no3y npenapara CyautuauO-Ilpomomen munumym 1o 37,5 mr B cytku npu ['MMCO u MIIKP u o
25 wmr B cytku npu HOOIDK ocHOBBIBasiCh Ha TIIATETbHOM MOHUTOPUHTE IEPEHOCUMOCTH (CM.
pazznen 4.2).

Buanue uneubumopa 6enxa peucmenmuocmu paka moaounou sxcenezvl (BCRP)

HOCTYHHBIG KIIMHUYECKUEC TaHHBIC OTHOCUTCIIBHO BSaI/IMO)ICfICTBHSI CYHI/ITI/IHI/I6a u I/IHFI/I6I/ITOpOB
BCRP orpanudeHsl, 1 HeNb3s UCKIIOYUTH BO3MOXXHOCTh B3aMMOJCHCTBHS CYHUTHHHOA U IPYTHX
uaruoutopoB BCRP (cMm. paznen 5.2).

[IpenapaThbl, KOTOPhIE MOTYT CHMKAaTh KOHIICHTPAILUIO CVHI/ITI/IHI/I68. B IJ1asMe

Bruanue unoyxmopos CYP3A4

VY 370pOBBIX 100POBOJIBLIEB COBMECTHOE MPUMEHEHUE Pa30BOH 103bl CYHUTHHHOA C HHAYKTOPOM
CYP3A4, pudpamnunmnaom, camkaer Cmax u AUCO-o0 koMmIuiekca [CYHUTHHUO + TIEpBUYHBIN
aKkTUBHBIN MeTabonuT| Ha 23 % u 46 %, COOTBETCTBEHHO.

[IpumeneHnne CyHUTHHNOA COBMECTHO C IPYTUMHU CUIIbHBIMU HHAYKTOpamMu CYP3 A4 (manpumep,
JIeKCaMeTa30HOM, (DEHUTOMHOM, KapOamaszenuHoOM, pudaMmUUUHOM, (eHoOapOUTaIoM WM
TPaBSIHBIMHK TIPEapaTaMH, COAepKaIlMMU 3Bepo0oii mpoasipsiBiieHHbii (Hypericum perforatum))
MOJKET IIPUBECTU K YMEHBIIICHUIO KOHIIEHTPALIUN CYHUTHHUOA.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

Crnenyer m3berarb OJHOBPEMEHHOTO IPUMEHEHHS CYHUTHHHMOA C CHJIBHBIMH HMHIYKTOpPaMHU
CYP3A4 wimm paccMOTpPETh BO3MOXKHOCTH MTOA00paTh albTEPHATHBHOE JICKAPCTBEHHOE CPEJICTBO
JUIsL CONMYTCTBYIOIIEH Tepanmuu ¢ MUHUMalIbHON crnocoOHocThio K uHAykuuu CYP3A4 wmum
OTCYTCTBHEM TakoBOW. Eciin 3TO He mpencraBisieTcsi BO3MOXKHBIM, TO MOXET MOTPeOOBaThCS
noBbIeHre 10361 npenapata Cyautunud-Ilpomomen no 12,5 mr (mo 87,5 mr/cyt npu 'MCO u
MIIKP u 62,5 mr/cyt nmpu HOOIDXK) nox TmaTeasHbIM KOHTPOJEM MEPEHOCUMOCTH IIpernapara
narueHToM (cM. pasnaen 4.2)

CTHu

HccnenoBanusi B3aMMO/ICHCTBHS POBEICHBI TOJIBKO Y B3POCIIBIX.
4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALMS

JKeHIIMHEI ¢ IETOPOIHBIM ITOTSHIINAIIOM (KOHTDaLIeHHI/IH Y MYKYMH U )I(GHHJI/IH)

JKeHIMHAM C AETOPOAHBIM MOTEHIMAIOM CIELYyET PEKOMEHAO0BATh MCIIOJIB30BAHNUE HAJIEKHBIX
METO/I0B KOHTpPALEIIUH, a TAK)KE HUCKIIOYUTh BO3MOXKHOCTh O€PEMEHHOCTH BO BPEMs JIEUEHUs
npenapatom Cyautunu6-Ilpomomer.

bepeMenHOCTh

HccnenoBanusi TpPUMEHEHUST CYHHTHHHOA y OCEpEMEHHBIX JKCHIIUH HE MPOBOIMINCH. B
UCCIICIOBAaHUSAX HA KMBOTHBIX OOHapy)XeHa pEenpoaAyKTHUBHas TOKCHYHOCTb, BKJIIOYas MOPOKU
pasButus mwioaa (cMm. pasnen 5.3). [lpenapatr Cynutunu6-IIlpomMomes He clieyeT MpUMEHSATh BO
BpeMs OEpeMEHHOCTM WM Yy JKEHIIUH, HEe HUCHOJB3YIMUX 3(QeKTUBHbIE CpeacTBa
KOHTpALIETIUH, 32 UCKIIFOUEHUEM TeX CIy4yaeB, KOI/a MOTEHIMAIbHAs IM0JIb3a OT NMPUMEHEHHS
npenapata  OpPEBbIIACT  NOTEHUMaldbHBIN — puck  ansd  1woga.  Ecim  mpemapar
CynutunuoO-IIpoMmomenr mnpuMeHSIOT B MEpHOJ OEpEeMEHHOCTH WM €ClIM  MalUeHTKa
3a0epeMeHeeT BO BpeMs IIpUeMa mpenapara, ee cieqyeT MHPOPMHPOBATH O MOTEHLUUAIBHOM
PHUCKE TOKCUYECKOI0 BO3JICHCTBUS HA IO,

JlakTanus

CyHUTHHHO 1/WIK €ro MeTa0OIUThI IPOHUKAIOT B MOJIOKO KpbIC. HET TaHHBIX O TOM, BBIIEISCTCS
I CYHUTHMHHO WJIM €ro NEepBUYHBIM aKTUBHBI METa0OJUT B TPYJHOE MOJIOKO YEJIOBEKa.
ITockOnBbKY aKTUBHBIE BELIECTBA YACTO BBIACIAIOTCSA B IPYAHOE MOJIOKO, & TAK)KE B CBSI3U C TEM,
YTO CYIIECTBYET NOTCHUMAIBHBIA PUCK Pa3BUTHS CEPHE3HBIX HEKEIATENIbHBIX PEaKIUil y
HOBOPOXICHHBIX, HAXOAAIIMUXCA HA TPYJHOM BCKapMIIMBaHUU, KEHIIMHAM HE CJIIENYeT KOPMUTH
rpyAblo BO BpeMs npuema npenapata Cynutunu6-IIpomomen,.

DdepTUabHOCTD

Ha ocHOBanun PE3YIBTATOB NOKIIMHHUYCCKUX I/ICCHe}IOBaHI/Iﬁ MOXKHO CACJIaTb BBIBO/, YTO TCPAIIHA
CYHHUTUHHOOM MOKET OTPHIATENFHO CKa3aThCs Ha (EPTUIRHOCTH MYKYMH U KEHIIUH (CM.
pazmen 5.3).

4.7. BausiHMe HA CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CpeACTBAMU M padoTaTh C
MeXaHU3MaMHu

[TarieHTOB HEOOXOAMMO MpPEayNpeIuTh O BO3MOXHOCTH IMOSIBICHHS BO BpeMs JICUCHUS
npenapatoM CyHuTHHHO-IIpoMOMesn TOJIOBOKpY’KEHMs, KOTOpOE€ MOMKET IIOBIMATH Ha
CHOCOOHOCTh YHIPABJICHUS aBTOTPAHCIIOPTOM W 3aHATUN JIPYTMMH MOTCHLUAIBHO OIACHBIMU
BUJAMHU JEATENbHOCTH, TPEOYIOIIMMHU MOBBIIIEHHOW KOHIIEHTPALMUM BHUMAaHUS U OBICTPOTHI
IICUXOMOTOPHBIX PEAKLUN.
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4.8. HexenarejbHbIC peaKIMu

Pesrome mpoduisg 6esonacHOCTH

HaunbGonee cepbe3HbIMU HEXENATEIbHBIMU PEAKUMSIMU, (B HEKOTOPBIX CIy4asX JIE€TaJIbHBIMH),
CBS3aHHBIMH C CYHUTHHHUOOM, SIBJSUIMCH: TIOYEYHAsh  HEJAOCTATOYHOCTh,  CepJedyHas
HEJOCTAaTOYHOCT, JIETOUHAsi IMOO0IHs, epopaiusi OPraHoB Kely0YHO-KUIIICUHOTO TPaKTa U
KpPOBOTEYCHHS (B TOM YHCIE KPOBOTCUCHHMS W3 JIBIXATCIIbHBIX IyTeH, KPOBOTCUCHHUS B
JKEITYIOYHO-KHUILIEYHOM TPAKTE, OMYyXOJISX, MOYEBBIBOISIINX MY TIX, KPOBOUBIIUSAHUS B TOJTOBHOU
MO3T).

HaubGonee yacteiMu HeXeIaTEIbHBIMU PEAKIUSMU BCEX CTETEHEH (KOTOpPhIE OTMEUYAINCh B XO/I€
PEruCTpallMOHHBIX UccienoBanuil ¢ yyactueM nauueHTos ¢ [IKP, TMCO u HOOIDK, aBnsuuch
CHIDKEHHE  amnmeTuTa, HapylIeHUs BKyca, apTepHalbHash TUIEPTEH3Hs,  YCTaJIOCTh,
JKEITy0YHO-KUIIIEYHbIE HAPYIICHHUsI, TAKHUE KaK Auapesi, TOIHOTa, CTOMATUT, TUCIETICHsI U PBOTA,
a TaKKe U3MEHEHUS IIBETa KOKU M CHHIPOM JIaIOHHO-TIOIOIIBEHHOM SpUTpoaAn3ecTe3nu. JlaHHbIe
CUMITOMBI MOTYT YMEHBIIIATHCS MO Mepe MpoAosKeHus Tepanuu. Ha ¢pone npuema cyHuTrHnOA
MOXXET TMPOUCXOJIUTh pa3BUTHE TUIOTHPEo3a. ['emarojornyeckue HapylieHus (Hampumep,
HEUTPONCHHS, TPOMOOIIMTONICHUS M aHEMUs) SBISIIOTCS OJHUMH W3 HaumOoJiee YacThIX
HEXEJaTeJIbHBIX JICKAPCTBEHHBIX PEAKIIUMN.

[Ipoune cinyuyau C JieTalbHBIM HCXOIOM, KpOME IMEPEUMCICHHBIX B pasnene 4.4 BbllIe WU B
paznene 4.8 HMXKE, KOTOPhIE CYUTAINCh BO3MOXKHO CBSI3aHHBIMH C CYHHUTHHHUOOM, BKJIIOYATU
MYJIbTUCUCTEMHYIO OPTraHHYI HEJIOCTaTOYHOCTh, JUCCEMHHHMPOBAHHOE BHYTPUCOCYIUCTOE
CBEpPThIBAaHWE, TIEPUTOHEATLHOE KPOBOTCUCHME, HAJIMOYECUYHUKOBYI)  HEJIOCTATOYHOCTb,
MTHEBMOTOPAKC, IIIOK ¥ BHE3AMHYIO CMEPTh.

TabnmuHoe PE3I0OME HEKEIATCILHBIX PEaKIINH

HexenatenbHble peakuu, 3aperucrpuposannbie y nanuestos ¢ I'MCO, MIIKP u HOOIDK u3
0o0beMHEHHOHN 0a3bl JaHHBIX 7115 manueHTOB, MepeurciIeHbl HUXKE M0 CUCTEMHO-OPTaHHBIM
KJ1accam, yactote u crenenu Tspkectu (kpurepun CTCAE HannonanbHOro MHCTUTYTa paka).
Takxke BKIIOYEHBI HEXKENATEIBHBIE PEAaKIMM, BbBIABICHHBIE IIPU IMOCTPETUCTPALMOHHOM
NPUMEHEHNUHU, WJIEHTU(QUIMPOBAHHBIE B KIMHUYECKHUX HCCIeNoBaHUAX. B kaxaol rpymme
4acTOThl BO3HMKHOBEHMs HEKEJIATEJIbHBIE PEaKLHUU IPEACTABICHBl B IMOPSIKE YMEHBIICHUS
CTETNIEHH UX CEPbE3HOCTH.

YacToTa HEKENATeAbHBIX pEaKIMi, NPUBEACHHBIX HIDKE ONpeAessiach COOTBETCTBEHHO
creayromiel kmaccudukanuu: odenb yacto (> 1/10); wacto (> 1/100, mo < 1/10); Heuacto
(>1/1000, Ho < 1/100); penxo (> 1/10 000, o < 1/1000); ouenn peaxo (< 1/10 000); gacrora

HCHU3BCCTHA (Ha OCHOBAaHHMH UMCKOIIUXCS JaHHBIX OICHUTH HGBOSMO)KHO).

Tab6muma 1. HexenarelbHble peaknMu, 3aperHCTPHPOBAHHBIE B  KJIMHHYECKHX
uccae0BAHUAX

CucTeMHO-OpPraHHbIil KJace Yacrora HexenatenbHasi peakums
Hngpexyuu u uneazuu Yacto Bupycuble nHbeKInu?,
pecnpaTopHbIe vHOeKIUIO™,

abcmecc™®, TpuOKOBBIE WH(MEKIUH',
WH(EKIIMA MOYEBBIBOISANINX ITYTEH,
KOXKHbIE HHpeKuu”, cercuc®™

Heuacto HexkpoTtuszupyrommii dhacuunt*,
OakTepHuaIbHbIC HHPEKIUU®
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CucremMHO-OpraHHbliii Kjace Yacrora HexenatenbHasi peakumst
Hapywenus co cmoponst kposu | O4eHb Heittponenus, JICUKOTICHUS],
u rumghamuueckou cucmemuol 4acTo TPOMOOIIMTOTICHH S, AaHEMUS

Yacro Jlumdonenus
Heuacto [TaHuuTONEHNA
Penxo TpomOoTryeckas
MHUKPOAHTHOTATHS ™™
Hapywenua  co  cmoponst | Heuacto ['unep4yBCTBUTEIBHOCTH
UMMYHHOU CUCHEMBbL -
Penxo AHTMOHEBPOTHUYECKUN OTEK
JHOoKpunHble HapyuleHUu: Ouenb ['unotupeos
4acTo
Heuacto l'uneptupeos
Penxo Tupeongut
Hapywenua memaéoauzma u | OueHb CHmxeHue anmnerura’
numanus 4acTo
Yacto O06e3B0KHUBaHKE, THUITOTINKEMHUS
Penko CunapoM m3uca omyxoau™
Ilcuxuueckue napywenus Ouenb becconnuma
4acTo
Yacto Henpeccus
Hapywenua co  cmoponwvt | OueHb ['onoBokpy>keHue, TOJIOBHAs OOIb,
HepeHoll cucmembl 4acTo HapyllIeHue BKyca"
Yacro [Tepugepuueckas HeWpomnarus,
napecTe3usi, TUIeCTe3Usl, THIIePeCTe3 s
Heuwacto BHyTpuMo3roBoe  KpOBOM3IHSHUE™,
HapylIeHHue MO3TOBOTO
KpOBOCHA0XXeHUA ™, TpaH3UTOpHAas
UIIEMUYECKas aTaka
Penxo Cunnpom 3agHen obpaTumMoi
sHIIeanonaTH™
Yacrora I'mnepammoHnemMuyeckas
HEM3BECTHA | SHIe]anonaTus
Hapywenua co  cmoponwnr | Yacto [TepuopOuTanbHBIA OTEK, OTEK BEK,

opzana 3penusn

MHNOBBIIICHHUE CIIC300TACIICHU A
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CucremMHO-OpraHHbliii Kjace Yacrora HexenarenbHas peakuus
Hapywenua  co  cmoponnt | Yacto UuiemMust Muokapaa™, yMmeHblIeHHE
cepoya ¢dpakuuu BeIOpoca®

Heuacrto XpoHHuueckas cepaeyHas
HEJ0CTaTOYHOCTb, UHpapKT
MHUoOKapaa™*, cepeyHast
HEJ0CTAaTOYHOCTH ™,
KapIMOMUONATUA®, BBIIOT B IOJOCTb
nepukapa, yaauHenue narepsaia QT
Ha 3JIeKTpOKaparorpamme
Penko JleBoxenmynoukoBas
HEI0CTaTOYHOCTH*,  MHOroopMHast
JKEITyJ0YKOBast apoOKCU3MalIbHAs
taxukapausa tuna «oupys™ (Torsade
de pointes)
Hapywenua  co  cmoponst | OueHb ApTtepuanbHasi TUIEPTEH3US
cocyooe 4acTo
Yacro Tpom003 T1iIyOOKMX BEH, TOpSYHE
MPUIIUBBI, TPUIIUBBI
Heuacro KpoBorteuenue u3 omyxonn™
Yacrora AHEBpU3MBI U pacclIOeHUE apTepun™
HEU3BECTHA
Hapywenua co  cmoponst | O4eHb JluciHO?, HOCOBOE  KPOBOTEUYEHUE,
ovixamenvHou cucmempl, | 4acTo Kalleib
opzanoe 2pyonou kanemku u | Yacro TpomOoIMOOIHUS JIerouyHOM apTepun’™,
cpedocmenus TIeBpaIbHBIN BBINOT?,
KpOBOXapKaHbe™, OJIBIIIKA pu
¢buznueckoit Harpyske,
opodapuHreanpHas 60mB",
3aJI0’)KEHHOCTh HOCa, CYXOCTh
CIIM3UCTON 000JIOUKH MOJIOCTH HOCA
Heuacro Jlerounoe KpOBOTEUYECHHE™,
JIpIXaTelIbHas HeI0CTaTOYHOCTh ™
Kenyoouno-kuwieunvie Ouenb Cromarut” , 6016 B 00J1aCTH KUBOTA® ,
HapyweHus 4acTo pBOTa, AMapesi, JUCHENCHs], TOLIHOTA,

3arop
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CI/ICTeMHO-OpFaHHblﬁ KJI1accC

YacrTora

HexenareabHas pPeaxknus

Yacto

["actposzodaruanpuas
00J1e3Hb,

eIy I0YHO-KUIIIEUHOE
KpoBoTeueHue™*, 330darut*, B3mayTHE
KHUBOTa, JUCKOM(OPT B  IKUBOTE,
pEeKTalIbHOE KPOBOTEUCHHE,
KPOBOTEUYEHHE U3 JECEH, U3bI3BICHUS
CIIM3UCTONW OOOJIOYKM TIOJIOCTU PTa,
NPOKTAITUS,  XCWIUT,  TIeMOPPOH,
[JIOCCOAUHMS, OO0JIb B TIOJOCTH PTa,
CyXOoCTb ~ BO  PTy,  METEOpHU3M,
JTUCKOM(OPT B TIOJIOCTH PTa, OTPHIKKA

pedirokcHas
nucdarus,

Heuacto

[Tepdopamus  xexyA0YHO-KHILIEIHOTO
TpakTa™*, MaHKpeaTuT, CBHI MPIMOM
KUIIKW, KOJIUT?

Hapywenua co  cmoponwi
neyeHu U JHCenuesvl8oOAUUX
nymeu

Heuacto

ITeuenounas HEIOCTATOYHOCTE ¥,
XOJICUCTUT™™, OTKJIOHEHHE (PYHKIIUU
[IEYEHU

Penxo

T'enatur

Hapywenua co cmoponbst Kodcu
U NOOKOMCHBIX MKAHell

QueHn
4acTo

H3menenune BeTa KOXU",
JIAJIOHHO-IIOJOIIBEHHEIN CHHAPOM
(apuTpoauzecTesus), CBHITIBY,

HN3MCHCHUEC IIBETA BOJIOC, CYXOCTh KOKH

Yacto

Dkcdonuanus KOXH, KOKHBIC
peaxmuu®, sK3eMa, BOIIBIPS, SpUTEMA,
ajyioneuusi, akHe, 3yJ], THIEPIUTMEHTa
IUsg  KOXH,  TIOpaXEHUs  KOXH,
TUIEPKEpaTo3, AEPMATUT, MOPAKEHUE
HOTTEH"

Penxo

MuorogopmHast spurema*, CHUHAPOM
CruBeHca-J[>koHCOHa®, TaHTrpeHO3HAas
UOJepMUs, TOKCHYECKHH
AIUIEPMAIIbHBIN HEKPOIU3™

Hapywenus coO  cmoponwsl
MblUEYHO,  CKeJlemHOou U
COCOUHUMETIbHOU MKAHU

OueHb
4acTo

Bbonb B KOHEUHOCTSIX, apTpanrus, 60b
B CIIHHE
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CucTeMHO-OpPraHHbIi KJIacce Yacrora HexenatenbHasi peakumst
Yacro CkeeTHO-MBIIICYHAS 001,
MBIIIICYHbIE CIIa3MBl, MUaJITHs,
MBIIIEYHAsI c1a00CTh
Heuacto OCTEOHEKpO3 YEII0CTH, CBUILL™
Penxo Pabpomuonu3™, MmuonaTus
Hapywenusn co cmoponst nouex | Yacto [Toueynast HETOCTaTOUYHOCTH™, OCTpas
U MOY€e8bl800AUUX Nymell IoYeyHast HEJOCTAaTOYHOCTH ™,
XpoOMaTypusi, IPOTEUHypus
Heuacro KpoBoTeuenne u3 MOUEBHIBOJAILINX
nyTen
Penko Hedpornueckuit cunapom
Oouwgue napywenus u peakyuu | OuyeHb Bocnanenune cnmusuctoir  0005104YKH,
6 mMecme 66e0eHUA 4acTo MOBBIIICHHAS yTOMJIIEMOCTB", OTEK',
JUXOpaJKa
Yacro Boib B 001acTu rpyiHOM KieTKH, 6015,
TPUMTIONO00HBIA CHHIPOM, 03HOO
Heuacto 3ameJIeHHOE 3aKUBIICHUE paH
Jlabopamopnuie u | Yacro CHIKEeHHe MacChl TeJla, CHIDKCHHE

UHCmMpymenmasibHble OanHble

KOHIIEHTpAaIUU OeJIbIX KPOBSHBIX TEJel]
B IUIa3M€ KPOBH, MOBBIIMICHHE YPOBHS
JUMa3bl, CHUWKEHUE KOHLEHTpAlUU
TPOMOOIIUTOB, TOHUXEHHBI YPOBEHBb
reMOorjao0nHa, ITOBBIIIEHHE
KOHIICHTPAIlUX aMUJIa3bl", TIOBBIIIEHNE
koHuentpauuu ACT, mnoBblIeHHE
koHleHTpauun AJIT, mNOBBIICHHBIN
YpPOBEHb  KpE€aTMHMHAa B  KpPOBH,
MOBBIIICHHE KPOBSHOTO  JIaBJICHHUS,
MOBBIIICHHE KOHLIEHTPAllUd MOYEBOM
KHCJIOTHI B TJIa3ME KPOBH
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(NOCNEOCBATENEHOCTE 0002)

CucTeMHO-OpPraHHbIi KJIacce Yacrora HexenatenbHasi peakumst
Heuacrto [ToBblIlICHHBIH YPOBEHb
KpeaTuHpocPoknHa3l B KpOBH,
MOBBILICHHBIN yYpOBEHb
TUPEOCTUMYJIUPYIOLIETO TOPMOHA B
KpOBU

*Bxurouast geTanbHbIe HCXOABI

OO0benuHEeHBI CIEAYIONTINE TEPMUHBI:

* Ha3zodapuHrut u repiec mojocT pra.

® BpoHXHT, MHPEKINK HIKHUX JbIXaTeIbHbIX MyTEH, THEBMOHUS ¥ MH()EKIMH JAbIXATENbHBIX My TEH.

5 AoOcuecc, abciiecc KOHEUYHOCTH, aHAJBHBIA aOclecc, mecHeBOI aOcrecc, abciecc meyeHH, adcrecc
MOJKEITy TIOYHOM JKeTne3bl, adcIecc MPOMEKHOCTH, MEPUPEKTAIbHBIN abclecc, peKTalbHBIN adciecc,
MOJIKOXHBIHN abciiece u abcrecc 3y0a.

" Kannnmo3 numieBosa M KaHAUI03 OJIOCTH PTa.

# BocmaneHne moIKOKHOM KIIETYATKH U MHPEKITUST KOXKH.

¢ Cercuc 1 CeNTUYECKUH IIOK.

¢ AGcriecc OPIOIIHOM MOJIOCTH, a0 JOMUHAIBHBIN CETICHC, TUBEPTUKYIIUT U OCTOMHEITHT.
*TpomboTHUEeCKasi ~MHUKpPOAHIHOHATusi, TpoMOOTHYECKas TPOMOOLMTONEHHUYECKAss IypIypa U
TEMOJINTUYECKUNA YPEMUYECKHIA CUHIPOM.

* CHIDKCHHE aNleTHTa, 1 aHOPEKCHSI.

" Jlucres3us, areB3us U HapyLIEHUE BKYCOBOI'O BOCIIPUSATHSL.

i OcTpblii KOPOHAPHBIA CHHIPOM, CTEHOKApAMWs, HECTAOWIbHAS CTEHOKApAHUs, 3aKYIOpKa KOPOHAPHOM
apTepuu U HUILEMUs] MUOKapa.

“ CHmKeHUe/HapyieHre (PpaKiuu BEIOpoca.

* Octpeiii HHPAPKT MUOKApa, HHPAPKT MUOKapAa U OECCUMITOMHBIN HHPAPKT MUOKapAa.

" OpodapunreanbHas 00JIb U INIOTOYHO-TOPTaHHAS 0OJIb.

" CToMaTuT U aQTO3HBINA CTOMATHT.

° Bosb B 5xuBOTE, 00JIb B HIPKHEH 4acTH KHUBOTA, O0JIb B BEPXHEH YacTH KUBOTA.

" T'acTponHTecTHHANIBHAS Nepdopanys U NPoOOAEHUE KUIIECUHHUKA.

P KonuT 1 UIIeMUYeCKUi KOJIUT.

¢ X0JIeMCTUT U OECKAMEHHBIN XOJIELIUCTHUT.

" [loxenTeHne KOXH, U3MEHEHHE LIBETA KOKU U HapYIICHUE TUTMEHTALUH.

Y TlcopuaznuhopMHBI JepMaTHT, SKC(HOIMATHBHAS CHINb, ChHIMb, YPUTEMATO3HASI CHIINb, (HOJUTUKYIISIPHAS
ChIllb, T'CHCpAIM30BaHHAA CbIllb, MaKyJIdpHas Cblllb, MAKYJIOIAITyJI€3HAasd CbIllb, IIAITyJIC3HAd CbIIIb U
3yASIIast ChIIb.

® KokHast peakius U NOPaKEHUE KOKH.

*3aboneBaHue HOTTEH U I3MEHEHHE 1[BETa HOT'TEH.

" TloBbIIEeHHAS YTOMIIAEMOCTD U ACTCHUS.

* Orek Juna, OTeK U nepuepruaecKuil OTeK.

" AMMIIa3a U MOBBIIIEHUE YPOBHA aMHUJIa3bI.

Onucanye OTACIbHBIX HEXKEIATSAbHBIX PEAKITUN

Hnpexyuu u uneasuu

CooOmianoch 0 ciayyasix cepbe3HbIXx HMH(eKIiui (Ha QoHe HelTpomeHuu wind 0e€3), BKIOYas
Cllydau C JIETaJbHBIM HCX0J0M. OTMEYannch pelkue Ciydan HEKpOTH3HPYIOMETO (aciuuuTa,
BKITIIOUasi TOPAKEHHUE MTPOMEKHOCTH, HHOT/IA C JIETATHHBIM UCXOA0M (CM. Takxke paznen 4.4).

Hapywenus co cmopoHbl Kposu u tumpamuieckoii cucmembyl

CHuxeHue abCoNIOTHOTO KOJIMYeCTBA HEUTPOPHUIIOB 3 U 4 CTENEHM TSHKECTH OBUIO OTMEUYEHO Y
10 % wu 1,7 % namuentoB B uccienoBanun 3-eit ¢azel [MCO, y 16 % u 1,6 % mamueHTOB B
uccnenoBanuu 3-eit ¢assl MIIKP u y 13 % u 2,4 % nanueHToB B HCClIeAOBaHUM 3-ei (ha3bl
HD2OITXK, coorBercTBeHHO. CHI>KEHHE a0COIIOTHOTO KOJIWYECTBA TPOMOOIUTOB 3 U 4 CTENEHHU
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TSDKECTH, COOTBETCTBEHHO, ObUTIO oT™MeueHO Y 3,7% u 0,4 % TmanueHToB B MCCIEIOBaHUU 3-Ci
¢da3el [MCO vy 8,2 % u 1,1 % nanuentoB B uccienopanuu 3-eit passt MIIKP uy 3,7 % u 1,2 %
MAIMEHTOB B uccienoBanuu 3-eit gpazet HOOIDK (cm. paznen 4.4).

KpoBoreuenust ObuiM 3apeructpupoBanbl y 18 % manueHToB, MOMy4YaBUIMX CYHUTHHHO B
uccnenoBanuu 3-eit passl ['MCO, no cpaBHenuto ¢ 17% manueHToB, moiydaBmux miamnebo. Y
39 % narnmenToB ¢ panee He jedeHHBIM MIIKP, momy4yaBmmx cyHUTHHHO, HAOTIOIATUCH CITydan
KpOBOTeUEHHs, M0 cpaBHeHHIO ¢ 11 % namnmenros, mosydaBmux uHTepdepor-o (INF-a). YV
ceMHaaUatu mnanueHToB (4,5 %), NpUHUMABIIMX CYHUTHHUO, W y 5 mamuentoB (1,7 %),
nonydaBmux INF-o, pa3Buiucek cBsA3aHHbBIE C JIGYEHHEM IeMOpPparuvyeckue peakuuu 3 CTerneHu
win Bbime. KpoBoTeueHuss OBUIM 3aperucTpUpOBaHbl y 26 % MalMeHTOB, MOMYYaBIINX
cyuutunu6 mo mnosoxy MIIKP, pedpakrepHoro k Tepanuu HLUTOKMHAMU. B KiInMHMYECKOM
uccienopaann HOOITK 3 (das3el remopparndeckue sBICHUS, 32 HCKIIOYCHHEM HOCOBOTO
KpOBOTEYEHHsI, pa3BUIHCH 21,7 % malreHToB, MoIy4aBIInX CyHUTUHUO, 1O cpaBHEHHIO ¢ 9,85 %
MalMEeHTOB, MOJIYYaBIINX I1anedo (cM. pazzaen 4.4).

B KJIMHAYECKHX UCCIIEI0BAaHUSX TIOJTYYCHbBI COOOMICHHS O Pa3BUTUU KPOBOTEUCHUS M3 OIYXOJIH Y
2 % namuenTos ¢ T UCO.

Hapywenus co cmoporvl ummyHHoU cucmemol
Coo0maioch 0 peaklusx TUNePYYBCTBUTEIBLHOCTH, BKJIIOYAs AHTHOHEBPOTHYCCKUU OTCK
(cm. paznen 4.4).

DHOOKpUHHbBLE HAPYULeHUs!

['unotupeos ObLT 3apEerHCTPUPOBAH B KAYECTBE HEXENATENbHOM peakuuu y 7 nauueHToB (4 %),
MOJTy4aBIIUX CYHUTHMHHUO B NByX uccienoBanusix MIIKP, pedpaxrepHoro x nmurokunam, y 61
nanuenta (16 %) B rpynme cyHutuHuOa M y Tpex mnamueHtoB (< 1%) B rpymnme INF-a B
uccnenosanuu MIIKP, panee He mosy4yaBIIMX JI€4eHUE.

Kpome Toro, coobmanoch o NoBbIIEHUH YpOBHS THpeoTponHoro ropmona (TTI') y 4 mauueHToB
(2 %) ¢ MIIKP, pedpakTepHbIM K 1IuTOKHHAM. B 1enom, y 7% nomynsiiuu ¢ MITKP otmeuanich
KJIMHUYECKHEe WM Ja0opaTOpHblE MPHU3HAKH TUIOTUPE03a, CBA3aHHOTO C JICUCHHEM.
[TpuoOperenHplii rUnoTUpeo3 Obul oTMmeueH y 6,2 % mnanuentoB ¢ ['MCO, nomyyaBmimx
CYHUTHHHO, 10 cpaBHEHMIO ¢ 1 % manueHToB, MoyyyaBmux ianebo. B uccnenoBanuu 3 ¢assl
HOSO0IDXK runotupeos Obu1 3apeructTpupoBal y 6 nauueHTos (7,2%), moy4yaBIIuX CyHUTUHUO, U
y oxgHoro nanueHTa (1,2 %), mony4asiiero miameoo.

OYHKIMIO IMUTOBUIHON JKEJNe3bl KOHTPOJMPOBAIHM MPOCIEKTHBHO B JBYX HCCIEIOBAHUSIX Yy
NAIMEeHTOB C PAKOM MOJIOUHOM jKeJe3bl; CYHUTUHHO HE pa3pelieH K MPUMEHEHUIO JUIs JISUSHUs
paka MOJIOUHOM Jkene3bl. B uccnenoBannu 1 rumotupeo3 Obut 3apeructpuposan y 15 (13,6 %)
MAIMEHTOB, MOTY4YaBIMIUX CYHUTHHHO, u y 3 (2,9 %) manuMeHToB, MOJyYaBIIMX CTaHAAPTHOE
nedenue. YBenuuenue ypoBHs TTI B kpoBu 66110 otMedeHo y 1 (0,9%) nanuenra, moayyaBiiero
CYHUTHHMO, ¥ HU Y OJTHOTO U3 MAIMEHTOB, MOJYYaBIIUX CTaHIApTHOE JiedyeHue. [ uneprupeos He
OBUT OTMEYEH HH y OJHOTO W3 MAIIMEHTOB, OTYYaBIINX CYHUTHHUO, U ObLT 3aperucTpupoBaH y |
(1,0 %) marmenTa, MOMyYaBIIEro CTaHIAPTHOE JieueHHWEe. B npyroM mccieqoBaHHM THIIOTHUPEO3
ObL1T 3aperucTpupoBaH B obmel cnoxxkHoctu y 31 (13 %) namuenra, noixy4aBiiero CyHuTHHHUO, U 2
(0,8 %) marmeHTOB, MOMYYaBIIMX KareuTaduH. YBenudenue ypoBHs TTI B kpoBH 0TMEYaI0Ch y
12 (5,0 %) nanueHToB B rpyIie CYHUTHHHOA U HU Y OJHOTO MAIlMEHTa B TPYIIIE KaneluTaOuHa.
['uneptupeo3 ormevancs y 4 (1,7 %) narMeHToB B TpyIie CyHUTUHHOA U HU y OJTHOTO MAI[EeHTa B
rpynne kaneuutraduHa. Canxenue ypoBHs TTI B kpoBu Obu10 oT™MeueHo y 3 (1,3%) manueHToB B
rpymnie CyHUTHHUOA ¥ HA y OJHOTO MallMeHTa B rpyIIe KarneuuTaduHa. YBenndenue yposus T4
obut0 3apeructpuponano y 2 (0,8 %) mauuentoB, monydyaBmux cyHuTHHHO, Uy 1 (0,4 %)
NalyeHTa, MONTydYaBIIero kKanenutaOuH. YBenuueHue ypoBHs T3 ormeuanoce y 1 (0,8 %)
nalyveHTa B IpylIe CyYHUTHHHOA W HM y OJHOIO NalMeHTa B rpymne KamenurabuHa. Bee
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OTMCUABIIMECS SIBICHUS CO CTOPOHBI IIUTOBHIHON Kene3bl Obutd 1-2 CTemeHH TSHKECTH
(cm. paznen 4.4).

Hapywenus co cmoponvl obmena sewyecme u numanus

Bosiee BbhicOKas yacToTa CilydyaeB TMIOTJIMKEMUM perucTpupoBaiach y nanueHToB ¢ HOOIDK B
cpapaeann ¢ MIIKP u TMCO. Opnako OONBIIMHCTBO JTHUX HEXKEIATEIbHBIX pEaKIUH,
HAOMIOIaeMBIX B XOJ€ KIMHUYECKUX HCCIEIOBAaHUM, CUMTAIOTCA HE OTHOCSIIUMHUCA K
U3y4aeMoMy JieueHuto (cM. pazaein 4.4).

Hapywenus co cmopoHbl HepsHOU cucmembl

B KIMHUYECKUX UCCIICIOBAHUSX M B TEPUOJ MOCTPETUCTPANMOHHOTO HAOIIOICHUS MOTYYCHBI
HECKOJIbKO coobmeHuit (< 1%) (B HEKOTOPBIX cayyasxX € JIeTaJbHbIM MCXOJOM) O MAlUeHTaX C
CylopoTaMl ¥  PEHTICHOJOTMYEeCKMMH TPU3HAKAMHU CUHApPOMAa OOpaTUMO#  3aaHel
neitkosnuedanonaruu (CO3JI). Cynoporu HabIIOJANIKCh Y MAIIMEHTOB KaK C PEHTT€HOJIOTMYECKU
MOJATBEPKICHHBIMHA, TaK ¥ HEMOATBEPKICHHBIMU MeETacTa3aMd B TOJIOBHOM  MO3Te
(cMm. pasgen 4.4).

Hapywenus co cmoponul cepoya

B xnMHHYeckux uccieqoBaHUsAX CHHKeHHE (pakuuu BelOpoca seBoro xenynouka (PBJDK) nHa
> 20 % w HIKe HIKHEH TpaHUIBI HOPMBI OTMEYaIUCh puMepHo y 2 % mnanuentoB ¢ ['MICO,
HOJyYaBIIUX CyHUTUHHO, Y 4 % nanuentoB ¢ MIIKP, pedpakrepHbIM K Tepanuy HUTOKUHAMM, a
takke y 2% mnaumentoB ¢ I'MCO, nomywaBmux 1uane6o. CHmkenus OBIDK He
IPOTPECCUPOBAIIO U YACTO YJIyUIANIoCh IPU MPOJOKEHUH Tepanuu. B uccienoBanuu ¢ paHee He
nedeHHbiM MIIKP y 27 % mnauueHToB, mony4aBIIMX CYHUTHHMO, M y 15 % mnanueHTos,
nonyyasiux INF-o, 3Hauenne ®BJDK 6bu10 HUXe HIDKHEH MpaHUIIBI HOPMBL. Y JIBYX MallMEHTOB
(< 1), nony4aBimx cyHUTUHUO, ObUT IOCTaBNeH auarno3 XCH.

Takue HexenarenabHblE pEAKLINN KaK «CepAeUYHasi HEAOCTaTOUYHOCTEY, «XPOHUYECKAs cepAeyUHas
HEJ0CTAaTOYHOCTh)» WM «JIEBOKETYJOUKOBask HEIOCTATOYHOCThY OTMedaluch y 1,2 % nanueHTon
¢ 'CO, nonyuaBmmx cyHuTuHUO, U y 1 % manueHToB, moiydaBmmx riane6o. B 6a3zoBom
uccnenoBanuu [ICO 3 ¢a3el (n=312) y 1 % nanueHToB B KaX 1011 rpyIime uccieaoBanus (T. €. B
rpyIax, MOJy4YaBIIUX KaK CYHUTHHHUO, Tak M Tuiaredo) HaOII0Janoch pa3BUTHE JIETAIbHBIX
peakimii co CTOPOHBI Cep/lla, CBSI3aHHBIX C JiedeHHeM. B uccrnenoBanum 2 ¢aspl ¢ ydacTHeMm
nanuentoB ¢ MIIKP, pedpakrepupim k nurtokunam, y 0,9 % manueHTOB pa3BUIICS CBSI3aHHBIN C
JIeYeHUEM JIeTalbHbIM HH(papKT Muokapaa. B uccnenoanuu 3 ¢aspl ¢ yuacTueM HallMEHTOB C
MIIKP, panee He nmonyuasmmux jneudenue, y 0,6 % nanuentos rpynmnsl [IFN-a u 0 % namnuentos
IpyNIbl CYHUTUHHOA pa3BUIIMCH SIBIEHUS CO CTOPOHBI CepAlla C JeTalbHBIM HCX0A0M. B
uccaenoBaanu HOOITXK 3 daswr y ogaoro (1 %) manuenTa, moaydaBiiero CyHUTHHUO, pa3BHIIaCh
cepJie4yHas HEJJOCTaTOUYHOCTD C JIETaJIbHBIM UCXOJ0M, CBSI3aHHAs C JICUEHUEM.

Hapywenus co cmoponwl cocyoos

Apmepuanvnasn cunepmensus

ApTtepuanbHas TUIEPTEH3US SBISUIACH OYEHb YaCTOW HEXKeJaTelbHOM peakuue B Xoje
KJIMHUYECKHX HuccienoBaHuii. CHUKEHUEe J03bl CYHUTMHHOA WM BpeMEHHas OTMEHa IpHeMa
npenapara noTpedoBaMCh IPUMEPHO y 2,7 % MalueHToB ¢ apTepHabHON ruriepTeH3ueii. Hu B
OJTHOM U3 3THX CIy4asx He NOTPeOOBaJIOCh MOJIHOTO NMPEKPALICHHUS JI€UCHNU S CYHUTHHHOOM.
Tsoxenast Gpopma aprepuanbHOi TUnepTeH3uu (cucronuyeckoe aasieHue >200 MM pT. CT. WK
nuactonndeckoe aasineHue >110 mm pt. cr.) ObUTO 3apeructpupoBaHo y 4,7 % MalUEeHTOB C
COJIUJTHBIMH OTYXOJIAIMH. ApTepuanbHas THMNEPTeH3us HaOmoganack mpumepHo y 33,9 %
NAIMEHTOB, MOJTYYaBIINX CYHUTHUHUO MO moBoay paHee He jeueHHoro MIIKP, mo cpaBHeHUIO C
3,6 % narnuenToB, nonydaBmux INF-a. Tsokenas ¢popma aprepuanbHOM rUnepTeH3U pa3BUIach
y 12 % nanueHToB, MpUHUMABIINX CYHHUTUHHO M paHee HE MOy4aBIIuX JeueHue, U < 1 %
nanuentoB, npuHUMaBmux INF-o. B  kmmamdeckom wuccnemoBanun HOOIDK 3 ¢aswr
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apTepualibHas TMIEpTeH3us HalOionanach NpuUMEpHO Yy 26,5 % NalueHToB, MOJYy4YaBLIMX
CYHUTUHUO, 1Mo cpaBHeHHioO ¢ 4,9 % mnanueHtoB, nmpuHUMaBmMX Manedo. Tsokenas ¢opma
apTepualibHON runepren3un pa3suwiack y 10 % namuentoB ¢ HOOIDK, nony4yaBmmx cyHUTHHHO,
u'y 3 % ManueHToB, MOJIy4YaBIInX I1aneoo.

Cnyuau eenosnou mpomoosmbonruu (BT9)

CBsi3aHHBIE C JICYEHHEM CIydyad BEHO3HOH TpomM0O0AMOOIMH ObUIM 3aperucTpupoBanbl y 1 %
NAllMeHTOB C COJNUAHBIMU  OIyXOJIIMH, TNPUHUMABIIMX CYHUTHHHO B  KIMHUYECKHX
nccaenoBanusax, B ToM uuciie ¢ [MMCO u I1IKP.

B uccnenoanuu 'MCO 3 ®a3el y 7 narmenTtos (3 %), MOTy4aBIIMX CYHUTHHUO, U HU Y OJTHOTO
W3 TONy4yaBIUX Iwiane6o Bo3HukIa BTD; 5 u3 7 ciyuaeB BKiIOYaIM TPOMOO3 TIIyOOKHX BEH
(TT'B) 3 crenenu TsxkecTH, a 2 ciydas — sBJICHUS | UM 2 CTeNeHU TskecTu. YeThIpe U3 ITUX
cemu nanuenToB ¢ [ MCO npekpatuiu jedeHue mnocie nepporo BosHukHoBeHust TT'B.

VY rtpunaguatu nanueHtoB (3 %) c¢ MIIKP w3 rpymnmel JiedeHuss CyHMTUHHUOOM, paHee He
MOJTy4aBIIuX jJeueHus, u 4 (2 %) naureHToB B 2 UCCIAEAOBaHUAX ¢ yuacTueM nanueHToB ¢ MIIKP,
pedpakTepHbIM K Tepanuu LUTOKMHAMHU, Oblia 3aperucrpupoBaHa BTD. V neBstu u3 3tux
nanueHToB Habmoaanach TOJIA: onHO siBjIeHHE cTeneHu 2 U BoceMb — cTeneHu 4. Y BocbMuU
manuenToB otMedancsa TI'B: 1 aBinenue crenenu 1, 2 ABiacHHUS — CTENICHU 2, 4 SABJICHHUS — CTCIICHH
3 u 1 sBnenue — crenenu 4. Y ognoro nmanuenta ¢ TOJIA B uccnenosannu MIIKP, pedpakreproro
K Tepanuy IUTOKHMHAMH, HEOOXOAMMO OBLJIO MPHOCTAaHOBHTH NMpHUMEHeHHe mpemnaparta. Cpenn
paHee He mnoiyyaBmux JiedeHus: nanueHToB ¢ MIIKP u3 rpynmnel neuenus UPH-a y 6 (2 %)
BoszHukia BTDO; y 1 (< 1 %) nanuenta — TI'B crenenu tsxectu 3, a'y 5 (1 %) mauueHtoB —
TOJIA, Bce cnyuau crenenu Tspkectd 4. B uccnenosannn HOOIDK 3 dasel ciayyan BeHO3HOM
TpoMO0o3MOoIMK OblIH 3apeructpupoBansl y 1 (1,2 %) manueHnrta B Tpymmne CyHUTHHUOA Uy 5
(6,1 %) marnueHnToB B rpyimme rmiamnebo. Y ABYX M3 3THUX IMAIMCHTOB B TPyIIe Imaneto ObuT
nuarHoctupoBad TI'B (oxHO siBleHMe 2 cTeneHu U OJHO — 3 cTeneHu). B peructpanmoHHbIX
uccienoBanusx ['MCO, mIIKP u HOOITXK o ciayuasx ¢ jgeTaibHBIM HCXOJOM HE COOOIIAIOCH.
Cnyyan ¢ JneTagbHBIM HCXOJOM HAOMIONANINUCh MPHU IOCTPETUCTPALMOHHOM MPUMEHEHUU
npernapara.

Cnyuyan TOJIA nabmopamuch npumepHo y 3,1 % mamuentoB ¢ [TMICO u npumepno y 1,2 %
nanueHToB ¢ MIIKP, momydaBmmx CyHUTHHMO B HcciefoBaHHUAX 3 ¢as3bl. Y NaIMEHTOB C
HOOIDK, xoropsle mnonmyyanu CYHUTHHMO B wucciefoBanuu 3  ¢aspl, ciayuyaes TOJIA
3aperucTpupoBaHo He Obuio. Penkue ciiydan C JeTambHBIM HCXOAOM HaOMIOJAINCh TpU
NOCTPETUCTPALIMOHHOM IpUMEHEeHMH npenaparta. llamuents:, nepenecmne TOJIA B TeueHue
npenpiaymux 12 mecsueB, ObUIM HCKITIOYEHBI M3 KIMHUYECKUX MCCIEIO0BAaHUN CYHUTHHHOA.
Cpenu MalMeHTOB, IMOJYYaBIIMX CYHUTHMHUO B PETHCTPAllMOHHBIX MCCIENOBaHUSAX 3 (asbl,
MIPOSIBIIEHUSI CO CTOPOHBI JIBIXaTEJIbHOM CHCTEMBbI (T.e. OAbIIIKa, miueBput, TOJIA umu orek
JeTKUX) OBLIM 3aperucTpupoBanbl npumepHo y 17,8 % nanuentos ¢ ' MCO, npuOau3uTensHoO y
26,7 % mnaruenTtoB ¢ MIIKP u y 12 % mamuentoB ¢ HOOITDK. [Tpumepno 22,2 % manueHToB ¢
conuaHbIMU onyxoisimMu, B ToM uucie [ MCO u mITKP, nomydaBmmx cyHUTHHUO B KIMHUYECKUX
MCCIJIEJOBAHMSIX, UCTIBITHIBAJIN IIPOSIBIEHUS CO CTOPOHBI IBIXaTEIbHON CUCTEMBI.

Hapywenus co cmoponvl siceny0ouno-Kumeuno2o mpaxkma

[Tankpearut Habmrogancs Hedacto (< 1 %) y marueHTOB, MOTYyYaBIIUX CYHUTUHUO TS JICUCHUS
I'MCO wmm TIKP. He Obuto oTMeuUeHO ciiydaeB MaHKpPEATHTa, CBS3AaHHOTO C JICUCHHEM, B
uccienopannu 3 (asel manueHToB ¢ HOOITK (cMm. paznmen 4.4). beuin moay4deHsl COOOMIEHUS O
CIIy4asix >KeJyJOYHO-KHMIIECYHBIX KPOBOTEUYEHMI C JieTaabHbIM ucxoaoMm y 0,98 % manueHTos,
NoJy4aBIIUX Iu1ane6o B knuHudeckux uccnegoanusx [MCO 3 dassl.
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Hapywenus co cmoponbvl neuenu u scenyedbleooauux nymeu

Coo01manock 0 ciyvasx HapylIeHUs GYHKIUU TTEYSHHU, KOTOPhIE MOTYT BKJIFOUATh OTKJIOHCHUS
noKasareneil (PyHKIIMOHAIBHBIX MPOO IMEYeHW, TeMaTUT WIH MEYCHOYHYIO HEIOCTATOYHOCTHh
(cm. paznen 4.4).

Hapywenus co cmopoHbl Kodcu u nOOKOIHCHbIX MKAHel
Coo01manock 0 ciydasix TaHTPEHO3HOW MUOAECPMHHU, OOBIYHO OOpATHMOM TOCIE MPEKPAICHUS
nprema CyHuTHHHOA (cM. pazaen 4.4).

Co cmopoHbl KOCMHO-MbIUEYHOU CUCTEMbL U COCOUHUMENLHOU MKAHU

HmeroTcst cooOmIeHHsI 0 CIIydasX MUOTATHH W/WIKM pabJIOMHUOIN3a, HEKOTOPhIE B COUYETAHUU C
OCTpPOH MOYEUHOM HEIOCTATOYHOCTHIO. JIeueHne NaiueHToB, Y KOTOPBIX HAOJII0IAt0TCS IPU3HAKU
WIA CHMIITOMBI TOKCHYECKOTO TIOPQKCHHSI MBIIICYHOW TKAaHH, CJICAyeT TIPOBOJIUTH B
COOTBETCTBHUH C JICHCTBYIONMMHU CTaHIApPTAMHA MEIUIIMHCKON MPAKTUKH (CM. paszen 4.4).
HmeroTcst cooOIIeHrsT O Clydasx OOpa30BaHMs CBUINEH, MHOT/IA CBS3aHHBIX C HEKPO3OM U
perpeccueil  OmyXoJid, HEKOTOpPbIE K3 KOTOPBIX 3aBEPUIMIUCH JICTATBHBIM  HCXOJOM
(cMm. pasnen 4.4).

VY manueHToB, MOJYYaBIIUX CYHUTUHHO, ObUIM 3aduKcupoBaHbl ciaydau pasputus OU,
OOJIBIIMHCTBO M3 KOTOPBIX OTMEYAIUCH Y MAIMEHTOB C U3BECTHBIMH (PAKTOpAMU PUCKA PA3BUTHUS
OY u, B 4acTHOCTH, TP BHYTPUBCHHOM BBe/IcHUH OMCc(HOCHOHATOB W/WIIM HATUYNH B aHAMHE3E
3a0oneBaHuii  3y0OB, TpeOymOUIMX HMHBAa3MBHOTO CTOMATOJIOTHYECKOTO BMEIIATEIhCTBA
(cm. paznen 4.4).

Hannvie 1a60pamopubix U UHCMPYMEHMATbHBIX UCCTIE008AHUL

JlaHHbIE W3 JOKIMHUYECKHX HcciemoBaHuii (in Vitro u in Viv0o) ¢ ucHonb30BaHHEM [03,
IPEBBIIIAIOIINX JI03Y, PEKOMEHIYEMYIO I YelIoBeKa, MPOJAEMOHCTPUPOBAIU, YTO CYHUTHUHUO
o0ajaeT CIOCOOHOCTbIO MHTMOMPOBATH MPOLECC PENONIApU3alMK TOTEHLUala JeHCTBUA
CepJIeYHOM MBILIIBI (HanmpuMep, yanuHeHue narepsaia QT).

Vnnunenue untepBaiga QTc 6omee 500 mc pasBuiochk y 0,5 %, mamueHTOB, a U3MEHEHHE,
npesbimatoniee 60 Mc 1o CpaBHEHUIO C HCXOAHBIM YpOBHEM, HaOmoanoch y 1,1 % nanueHTos u3
450 mMauMEeHTOB C CONMIHBIMH OMYyXOJsMHU. V3MeHEeHHs HJTHX MapaMeTpoB SIBISETCA
NOTEHIMATbHO 3HAYMMbIMU. CyHUTHHHO crocoOcTBoBan yumHeHuto uHTepBana QTcF (c
Koppekuuei no popmyie Openeprka) B KOHIEHTPALUAX, IPUMEPHO B J1BA pa3a MPEBHIIIAIOMINX
TEPANEeBTHUUECKYI0 KOHIIEHTPALUIO IIperapara.

Vnunenue unrepBana QTc n3yyanoch B UCCIEIOBAaHUM € y4acTHEM 24 MallMEeHTOB B BO3pacTe
20 — 87 et ¢ pacnpoCTpaHEHHBIMHU 37I0Ka4eCTBEHHBIMU HOBOOOpa30BaHUAMHU. Pe3ynbTaThl 3TOr0
HCCJIEIOBaHMSI POJIEMOHCTPUPOBAJIHN, YTO CYHUTUHHUO OKa3bIBall Bo3aeiicTBre Ha nHTepBan QTc
(KOTOpBIN Ompenesyics Kak cpelHee M3MEHEHHe ¢ MonpaBKoil Ha miuanedo > 10 Mc ¢ BepXxHUM
npenenoM 90 % M > 15 mc) B TepaneBTUYECKONW KOHIIEHTpAIMH (IeHb 3) MPH UCIOJIb30BaHUU
METOJIa KOPPEKIUH 110 UCXOJHOMY YPOBHIO B TEYEHHE JHS U B KOHLIEHTPALIUHU, PEBBIIIAIOLIEN
TepaneBTUYECKYIO (IeHb 9), MpH HCIONBb30BAaHUU OOOUX METOAOB KOPPEKLIHMH 0 HCXOJHOMY
ypoBHio. Hu y omHoro mamuenra He HaOmonanoch yanuHeHue uutepBana QTc > 500 wmc.
Hecmotps Ha To, uto BnusHue Ha untepBas QTcF Obuto oTmMeueHo Ha 3-i AeHb yepes 24 yaca
nocje npuema Ao3bl npenapara (T. €. Py TepaneBTHUECKON KOHLEHTpAlMU B IIa3Me KPOBH,
OKHJIaeMOW TIOCJIE TpUeMa Tpernapara B PEKOMEHIyeMOW HadanbHOW g03e 50 wmr) mpu
MCIIOJIb30BAaHUM METO/la KOPPEKLUUH IO HCXOAHOMY YPOBHIO B TEUEHHE IHS, KIMHMYECKOE
3HAYEHUE 3TUX JAaHHBIX HesICHO. [Ipu kommiekcHoi oneHke cepuit DKI', BEIMOJIHEHHBIX B MOMEHT
TEPaNeBTHUECKOTO BO3JEHCTBHS JMOO BO3JEHCTBHSA, MPEBBIIAIONIETO TEPareBTUYECKUN
YPOBEHb, HU y OJHOTO U3 MALMECHTOB B MOMYJSALUU MALMEHTOB, MOAXOAAIUX I OLICHKH, WIH
NAaIMEeHTOB, OTOMpaeMbIX IO MNpUHUMNY Ha3zHadeHHoro JsedeHus (ITT), e Habmomamoch
ymmmHeHus natepBaia QTc «Tsokenoit crerneHny (T. €. 3 CTENeHH T BBITIE COTIIACHO KPUTEPHUSIM
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CTCAE (O06mue kpuTepun TePMUHOJIOTHH JJIsi 0003HAYCHHS HEXKENATeIIbHBIX SBIICHUH, BEPCUU
3.0)).

B TtepaneBTHUeCKMX KOHIIEHTpALMSIX B IUIa3M€ KPOBH MaKCHUMAJIbHOE CpPEJIHEe H3MEHEHHE
unrepBana QTcF (¢ koppeknueit mo hopmyne Openeprka) Mo CpaBHEHUIO ¢ HCXOIHBIM YPOBHEM
coctaBuiio 9 mc (90 % AU = 15,1 mc). B koHUIEHTpausaX NIPUMEPHO B JIBa pa3a MPEBBIIAIOIINX
TepaneBTUYECKHe, MaKCUMalbHOE cpefHee u3MeHeHue uHTepBaia QTcF mo cpaBHeHHIO C
UCXOAHBIM YypoBHeM cocrtaBuio 15,4 mc (90 % AW = 22,4 mc). MakcumaibHOE cpenHee
n3meHeHnue uatepBaia QTcF oT ucxoaHoro ypoBHs npu npueMe Mokcudaokcauia (B goze 400
MT), MCHOJIb30BAaBIIETOCS B KAueCTBE MOJOXKHUTEIBHOTO KOHTPOJs, cocTaBisiio 5,6 mc. Hu y
OJIHOTO U3 MAIMEHTOB He Haboanock yuinHenue uurepBana QTc, npesbliaroniee 2 cTeneHb
(CTCAE, Bepcus 3.0) (cMm. paznen 4.4).

Jloneocpounas 6ezonacnocms 8 ucciedosarusx mIIKP

Jonrocpounasi 6e30nmacHOCTh CyHUTHHUOA y manueHToB ¢ MIIKP Oputa mpoananu3upoBana B 9
3aBEpIICHHBIX KIMHUYECKUX HCCICIOBAHUSAX TMPUMEHEHHUS Mperapara B KauecTBE Teparuu
NIEPBOM JIMHUU y TIAIUEHTOB, peDpaKkTepHBIX K Teparnuu 0eBau3yMadoM i IUTOKUHAMY. AHATH3
BKJItOUaN JlaHHble OT 5739 manueHToB, U3 KoTopbix 807 (14 %) nomyyanu JeyeHue B TeUEHUE
nepuona ot > 2 net u 110 6 jet. Y 807 (14%) nanueHToB, MPUHUMABIIHNX JOJITOCPOUYHOE JICUCHUE
CYHUTUHUOOM, OOJBIIMHCTBO HEXENaTeNbHbIX peakuuid, cBszaHHbX ¢ sedeHuem (HPCJI)
BO3HHUKJIO B TEUYCHHHM NEPBBIX 6 MecsieB — | roma, um jajee 4acToTa MX BO3HUKHOBEHUS
OocTaBajach CTa0WJIBHOM MM CO BpeMEHEM HaOJI0Aaloch CHUXKEHHE, 3a HMCKIIOUYEHHEM
TUTIOTHPEO3a, YacTOTa KOTOPOrOo TOCTENEHHO TOBBIMIANACH C TEYECHHEM BpPEMEHHU, H
BO3HUKHOBEHHEM HOBBIX Cly4yaeB 3a 6 jeTHuil mepuoj]. He ObLJIO BBISIBICHO HOBBIX BHJIOB
HEXEJaTeNIbHBIX SIBJICHUH, CBSA3aHHBIX C JICUCHUEM, NP JJIUTEILHON TPy CYHUTUHHOOM.

CTH

[Tpoduns Ge3omacHOCTH CyHUTHHHOA OBUI MOJYyYeH Ha OCHOBaHWHW wucciefoBaHusi 1 ¢asbl ¢
YBEJIMUYEHUEM J103bI, OTKPBITOTO HccieoBaHus 2 (a3bl, HE CPAaBHUTENIBHOTO HccieaoBanus 1/2
(a3pl ¥ HAYYHBIX MyOJUKAIMHA, KaK ONUCAHO HUXKE.

br110 mpoBeneno nccnenopanue Gaszpl 1 ¢ yBeaTudeHUEM 10361 TEpopaIbHOi (HOPMBI CYHUTHHHOA,
B KOTOPOM NPHHSUTN yyacThe 35 manueHToB, BKiIo4das 30 maiueHToB JeTcKoro Bo3pacra (ot 3 et
no 17 ner) n 5 nmanueHToB IOHOLIECKOro Bo3pacta (oT 18 ner no 21 roga) ¢ pedpakrepHbIMU
COJIMJIHBIMU OMYXOJSIMH, OOJBIIMHCTBO M3 KOTOPHIX HMMENM TEPBUYHBIM JHMArHo3 OMyXOJH
TOJIOBHOT'O MO3Ta. Y BCEX YUaCTHUKOB MCCII€0BaHNS HAOII0JAaINCh HEXKEIaTeNIbHbIE PEaKkIui Ha
INPUMEHEHHE JIEKAPCTBEHHOT'O Ipernapara; OOJIBIIMHCTBO PEeaKIMid ObUIM TSDKEIBIMH (YPOBEHB
TOKCHYHOCTH >3) W BKJIIOYAIH KapJHOTOKCHYHOCTh. Hamboree 9acThiMH HeXelaTeIbHBIMHU
peakuusaMu ObLITH IPOSIBIEHUS TOKCHYHOCTH CO CTOPOHBI XelytouHo-KuieyHoro Tpakta (JKKT),
HEUTPOIIEHNsI, TIOBBIIICHHAS YTOMIISIEMOCTh M TIOBBIIICHHE YPOBHS allaHMHAMHHOTpaHCchepass
(AJIT). Y nanueHTOB JAETCKOTO BO3pacTa C MpeallecTBYIOIUM 00JlydeHHeM B 00JIacTH cepua
WIM BO3JCHCTBHEM AaHTpPALUKINHA PHUCK HEXKENaTelbHBIX DPEaKIHil CO CTOpPOHBI cepila Ha
NpUMEHEHHE JIKapCTBEHHOTO MpernapaTta oKa3aJicsl BhIIIE, YeM y MAaIlMeHTOB 3TOr0 )K€ BO3pacTta
0e3 MpeAlecTBYOIIEro BO3AeUCTBUS. Y MallMeHTOB JE€TCKOTr0 Bo3pacTa 0e3 MpealIecTBYIOIIEro
BO3/ICUCTBUS AHTPALMKIMHOB WM BO3JEHCTBUSA OONydeHUs Ha cepAale Obulia ompejesreHa
MakcuMabHO nepeHocumast go3a (MILJ) (cm. pasgen 5.1).

OTtkpeiToe HccaenoBanue 2 (aspl ObUTO MPOBEIACHO C ydacTHeM 29 MalueHTOB, BKIodas 27
MaIlMEeHTOB JIETCKOTO Bo3pacTa (0T 3 1o 16 51eT) u 2 COBEPIICHHOJIETHUX MAIMEHTOB (B BO3pacTe
ot 18 1o 19 ner) ¢ perunuBupylomie / mporpeccupyroei / pepakTepHoil TTHOMOM BBICOKON
crenenn 3mokadecTBeHHOCTH (I'BC3) mnm smengumoma. He ObI10 HUKaKMX HEXeNIaTeIbHBIX
peakmmii 5 CTemeHH TsHKECTH HU B oxHoi rpynme. HaumbGosmee wuacteiMu (> 10 %)
HE)KENaTeIbHBIMU  PEAKIMSIMHU, CBS3aHHBIMH C JI€UEHHUEM, ObUIM CHIKEHHE KOJMYecTBa
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HeiitpopunoB (6 [20,7 %] mamumentoB) W BHyTpuuepenHoe kpoouznusHue (3 [10,3 %]
MAIUCHTOB).

HecpaBautensnoe uccnenoBanue 1/2 ¢a3bl ObUIO TPOBEAEHO Y 6 MAIIMEHTOB JETCKOTO BO3pacTa
(or 13 mo 16 ner) ¢ mporpeccupyronumu u HeorepadbenpabiMu [TMMCO. Hanbonee yacteiMu
HEXKEJIATeNIbHBIMA PEAaKUUsAMU ObUTM Juapes, TOIIHOTA, CHWKEHHE KOJIMYECTBA JICHKOIMTOB,
HelTponieHus u rojoHast 6016 y 3 (50,0 %) manueHTOB, Y BceX, Kak MpaBmwio | uiu 2 cTeneHu
TsokecTd. Yerbipe u3 6 manueHToB (66,7 %) ucnbIThiBaM 1mMoOouHbIe 3Q¢dekTsl 3—4 creneHu
TSOKECTH, CBSI3aHHbIE C JiedueHueM (runodocdareMuss 3 CTENEHU TSHKECTH, HEUTPOIEHUS U
TpOMOOIMTONECHUS Y 1 ManuenTa npu KaxaoM ciiydae, U HeUTponeHus 4 CTeNeHH TsDKeCTH y |
nanyenTa). B aTom nccnegoBaHuu HE COOOIIANIOCH O CEpbe3HbIX T000YHBIX 3P dekrax (CHD) mim
NOOOYHBIX PEaKIMsIX Ha JICKapCTBEHHBIE MpernapaTsl 5 CTeNeH! TshKecTH. Kak B KIMHHYECKOM
UCCJICIOBAHUM, TaK M B MyOnMKanmusx npoduib 0e30MacHOCTH COOTBETCTBOBAJ H3BECTHOMY
pouito 6€30MacCHOCTH y B3POCHbIX.

COO6H.I€HI/IG O IMOA03PEBACMBIX HCKCIATCIIbHBIX PCAKITHAX

BaxxHo coo0marh O MOJ03pEBAEMBIX HEKEIATENbHBIX PpEAKLUUAX C Ielbl0 o0ecrnedyeHus
HENPEPHIBHOTO MOHUTOPUHTA COOTHOIICHUS «I0Jb3a — PHUCK» JIEKApCTBEHHOTO Mpernapara.
MeaunuHCKUM ~ paOOTHHKAM  PEKOMEHAYeTCS  cooO0marh O  JIIOOBIX  MOJ03PEeBAaEMBIX
HEKENaTeNIbHBIX PpEeaklUaX JIeKapCTBEHHOrO IMpernapara 4Yepe3 HalMOHAIbHBIE CHUCTEMbI
COOOIIEHUS O HEXKENATEeIbHBIX PEAKIUAX IOCYIapCTB — YiIeHOB EBpa3uiickoro sKOHOMHUYECKOTO
coro3a:

Poccniickas @enepanus

®denepanbHas ciryx0a 1Mo Haa30py B chepe 3ApaBoOXpaHeHuUs

Anpec: 109012, r. Mocksa, CnaBsHCKas TUTOIIA b, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnexkTponHas nmoura: pharm@roszdravnadzor.gov.ru

Caiit B mH()OPMAIIMOHHO-KOMMYHHKAIIMOHHOMN ceTH «MHTepHEeT»: WWW.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CUMOTOMBI

HmeroTcss cooOIIeHUs O Clydasx Mepeqo3upOBKH. B HEKOTOPBIX M3 ATHX CIIy4aeB OTMEYalu
MOOOYHBIE PEAKINH, COOTBETCTBYIONINE MPOQUITI0 OE30IaCHOCTH IMperapara.

Jleuenue

Crenuduueckoro aHTUI0Ta He cymecTByeT. [Ipu nepeno3upoBke geueHre CUMITOMAaTHYECKOE.
[Tpu HEOOXOIMMOCTH, PEKOMEH/IYeTCsl BBI3BaTh PBOTY MJIM MIPOBECTH MPOMBIBAHHE KETY/IKA.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoauHAMMYeCKHe CBOIiCTBA

®apMakoTepaneBTUYECKas IpyIina: IPOTUBOOITYXO0JIEBbIE CPE/ICTBA; MHTUOUTOPHI IPOTEMHKUHA3;
JpyTryue HHrHOUTOPHI MPOTENHKUHA3.

Kon ATX: LO1EXO1

Mexannsm geiicTBus

CyHUTHHHO cnocoOeH OJHOBPEMEHHO WHIMOMPOBATH PELENTOPHl Pa3IMYHBIX THPO3MHKHUHA3
(PTK), yuwacTtByromux B IpolLeccaXx pocTa OIyXOJeil, NaTOJOTMYECKOro aHTMOTreHe3a U
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00pa30BaHUsl METAcTa30B. bBBUIO YCTaHOBJIEHO, YTO CYHHTHHHO SBISETCS HWHTUOUTOPOM
perenitopoB TpomoOonuTapuoro ¢akropa pocra (PDGFRa u PDGRF[), peuentopos dakropa
pocra cocymucroro sHaotenus (VEGRF1, VEGRF2 u VEGRF3), peuenropa ¢akropa
ctBosoBeIx KieTok (KIT), penentopa Fms-momobno#i tuposunkunasei-3 (FLT3), pemenrtopa
KoJoHuecTUMyImpytomiero ¢akropa (CSF-1R) u penentopa HeHpOTPOHUUIECKOTO TIIUATBLHOTO
dakropa (RET). [lepBuuHbIii MeTaOOIUT MPOSBISET AKTHBHOCTh, CPABHUMYIO C aKTUBHOCTHIO
CYHUTHHHOA B OMOXMMHUYECKUX U KJIETOYHBIX METOAAaX UCCIICJOBAHMUS.

Kinunanueckas 3¢ dhekTUBHOCTL U 0€30I1aCHOCTD

HccnenoBanue KIMHUYECKOH Oe30macHOCTH M 3(PPEKTUBHOCTH CYHUTHHHOA MPOBOJMIN IPU
nedyenun nauureHToB ¢ ['MCO, ycToWYMBBIMM K JEHCTBUIO UMATHHHOA (TO €CTh MALMEHTOB, Y
KOTOPBIX 3a00JIeBaHUE NPOTrPECCUPOBAIO BO BpeMsl WIIM IOCIIE JICUEHUs] UMaTUHUOOM), WU C
HENEPEHOCUMOCThI0 UMaTUHNUOA (TO €CTh NAIIMEHTOB, Y KOTOPBIX BO BPEMsI JIEUEHUSI UMAaTUHUOOM
pa3BUIIaCh BBIPAXKEHHAs: TOKCUYHOCTD, PENATCTBYIOIIAs JalbHENHIIIEMY JICUCHHIO), TIPU JICUEHUH
nanueHToB ¢ MIIKP u npu neuenun naunentos ¢ HeonepadenbusiM HIOITK.

O¢ddexkTnBHOCTE OCHOBaHA HAa BpeMeHH 10 nporpeccupoBanus (B/II1) onyxonu u MoBBILIEHUIO
BekuBaeMoctu 1ipu [MMCO, BepkuBaemoctu 0e3 mnporpeccupoBanusi (BBII) u wacrore
o0bekTHBHOrOo orBeta (HOO) Ha JleyeHue Npu paHee HE JIEYEHHOM U pedpakTepHbIM K
uutokunaMm MIIKP cooTBeTcTBeHHO, a Takxke Ha BBII mpu HOOITK.

T'UCo

[TepBoHayanbHOE OTKPBHITOE MCCIEAOBAHUE C YBEJIMYEHUEM J03bl IPOBOAUIIOCH Y HAIIUEHTOB C
I'MCO mnocne HeyJayHOroO JIEYEHUsT MMATUHHMOOM (MeauaHa MaKCUMallbHOW CYTOYHOH J103bI
coctaBmwia 800 Mr) B CBS3M C PE3UCTEHTHOCTHIO WJIM HETMEPEHOCUMOCTHIO. JIEBSHOCTO CEMb
NAalMEeHTOB ObUIM BKJIIOYEHBl B TPYHNBl C PAa3IMYHBIMU J03aMH U CXeMaMM; 55 MalueHTOB
nojiydaiau mpernapar B fo3e 50 MI COIIaCHO PEKOMEHJIOBAaHHOW cxeMme JeueHus - 4 Henenu
noJy4yeHus npemnapara / 2 Heaenu nepepbiB («Cxema 4/2y).

Menuana BJIIT B aToM uccinenoannu cocrasmia 34,0 neaenu (95 % JAU: 22,0; 46,0).
PannomusupoBaHHoOe, JBOWHOE-CIIEIOE, MIale00-KOHTPOIUPYEMOE UCCIIeJOBAaHIUE CYHUTHHUOA
¢da3br 3 Obu10 mpoBeneHo ¢ ywyactueM manueHToB ¢ I'MCO, koTtopble HE MEPEHOCUIIN WIH Y
KOTOPBIX OTMEYaJIOCh MpOrpeccupoBaHue 3a0o0jieBaHMs BO BpeMs MM TIIOCNe JIEYCHUs
UMaTUHUOOM (MeaMaHa MaKCUMallbHOM CcyTo4yHOM 103kl coctaBuna 800 wmr). B stom
uccnenoBaHuy 312 nanueHToB ObUTM paHA0MHU3MPOBaHkI (2:1) Ha mosyuyeHre CyHUTHHHUOA B J103€
50 Mr uim miarne6o BHYTPh OAWH pa3 B CYTKH IO cxeme 4/2 10 TporpeccupoBaHms 3a001eBaHUs
WM BBIXOJIa U3 UCCIIEOBAHU 110 Ipyroi npuuuHe (207 nanueHToB nojlyyaid CyHUTHHUO u 105
MAlUMEHTOB Moyydanu 1uiane6o). OCHOBHOM KOHEYHOM TOukoW 3((PEKTUBHOCTH B JaHHOM
uccnenoBanuu 6sut0 B/III, koTOpoe ompenensiack Kak BpeMs ¢ MOMEHTa PaHIOMHU3ALUH JI0
MOMEHTa  PETUCTpAIli  OOBEKTHBHOTO  TPOTPECCHPOBaHHMS  OmyXxond. Ha  MOMEHT
npomexxyTouHoro aHanusa menuana B/III ma cynutunn6a cocraBuna 28,9 nenens (95 % AU:
21,3; 34,1) mo omenke wuccienoparens u 27,3 wememw (95% JAW: 16,0; 32,1) mo maHHBIM
HE3aBUCHMOI 3KCIepTU3bl M ObljIa CTaTHCTUYECKU 3Ha4MMO Oosbine, ueM BJIII mpu mpueme
iane6o, koropoe coctaBuio 5,1 megemo (95 % JIU: 4,4; 10,1) o oreHke uccieaoparens u 6,4
Henenu (95 % [AU: 4,4; 10,0) mo naHHBIM HE3aBUCHUMOW JKCIepTH3bl. Paznuuue B oOmieit
BepKuMaeMocTd (OB) ObUTO CTaTHCTHYECKH 3HAYMMO B MOJIb3Y CYHHUTHHHOA [OTHOIIIEHUE PHCKOB
(OP): 0,491 95 % (AU: 0,290; 0,831)]; puck cMepTH y MAIMEHTOB B TPYyIIE, MPUHUMABIIEH
marne6o, ObLT B J1BA pa3a BhIIIE, YEM B TPYIINe, IPUHUMABIICH CyHUTHHUO.

[Tocne momydeHus: pe3ynbTaToOB MPOMEXKYTOUYHOTO aHan3a 3(h(HEeKTUBHOCTU U OE30MaCHOCTH 1O
peKoMeH1aluu He3aBucuMoro Komurera mo MOHUTOPUHTY TaHHBIX U O6e3omacHoctH (Data Safety
Monitoring Board - DSMB) Obu1 3aKOHYEH CJCMON TEPUOJ MCCIICAOBAHUS, W MAlMECHTaM B
rpyrre mianedo ObII0 MPEAIOKEHO OTKPHITOE JICUCHHE CYHUTHHHOOM. B 001m1eii ciiokHocTH 255
NAlMEeHTOB TOJyYadd CYHUTHMHHO B (ase OTKPBITOrO JieueHHs, BKIoYas 99 manueHTos,
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NEPBOHAYATIbHO IMOJJIYYaBHIUX HJIaI_I€60. I[aHHBIe aHaJIn3a NMEPBHUYHBIX U BTOPUYHBIX KOHCUHBIX
TOYEK B (pa3e OTKPHITOTO MOTYUIEHUS JICUCHUS ITOITBEPANIN PE3yIbTATHI, TOTYYEHHBIC B MOMEHT
IIPOBEJCHUS IPOMEKYTOUYHOIO aHAIN3a, YTO OTPAXKEHO B TabIULE 2:

Taboauuna 2. UToroBbie JaHHbIE MO0 KOHEYHBIM TOYKAM JI(PPEKTHBHOCTH NPH JeYeHHH
I'MCO (monyasinusi nanuentos I'TT)

JIBoliHOe cJiienoe jJedyeHue™
Menunana (95% AN) OTHolIeHNE PUCKOB I'pynna,
Koneunas CyHuTHHMO Inaunedo 95% AN) p-3HauyeH | mepeKpect
TOYKA e HOTI'0
npuemMa
mianeoo
Jleuenne®
IlepBuynas
BAII (wexesnn)©
IIpomesicymounvl 27,3 6,4 0,329 <0.001 —
I aHanus (16,0; 32,1) (4,4;10,0) (0,233; 0,466)
3aknrouumernvivl 26,6 6,4 0,339 <0.001 10,4
i aHanus (16,0; 32,1) (4,4; 10,0 (0,244, 0,472) (4,3; 22,0)
Bropuunas
BBII (nemenn)®
IIpomesicymounvl 241 6,0 0,333 <0.001 —
i aHanu3 (11,1; 28,3) (4,4;9,9) (0,238; 0,467)
3aknroyumernviol 22,9 6,0 0,347 <0.001 —
i aHanu3 (10,9; 28,0) (4,4,9,7) (0,253; 0,475)
400 (%)"
Ipomedsicymounvi 6,8 0() HII 0.006 —
i aHanus (3,7;11,1)
SaxnrouumenvHol 6,6 0(-) HIT 0.004 10,1
i aHanu3 (3,8; 10,5) (5,0;17,8)
IlepBuyHasn
OB (venenn)®
Ilpomescymounsi — — 0,491 0.007 —
i aHanus (0,290; 0,831)
Baxnouumenvrol 12,7 64,9 0,876 0.306 —
i aQHanu3 (61,3; 83,0) (45,7; 96,0) (0,679; 1,129)
Coxpamenns: JJU — noeepurenbHbiii naTepBar; [TT — BEIOOpKa «IMAIMEHTHI, KOTOPHIM HA3HAYCHO JICUCHUEY,;
HII— =ne mnpumenumo; OB — oOmas BepkuBaeMocth; YOO — dgactoTa OOBEKTHBHOTO OTBETA;

BBI1 — BepKHBaeMocTh Oe3 nporpeccupoBanust; BJIIT — Bpemst 10 nporpeccupoBaHus OITyXOJH.

a. Pe3ynprarhl BOIHOTO cienoro JieueHus noiydeHs! u3 nonyssinun ITT, ¢ ucnons3oBanuem, Ipu HEOOXOIUMOCTH,
HEHTPAIN30BaHHOH PEHTTCHOJIOTHYECKOI OLIEHKH.

b. Pesynbratsl no adpexTuBHOCTH 1711 99 MalMEeHTOB, epeBEACHHbIX C IUIanebo Ha CYHUTHHHUO MOCIHIe PACKPBITHS
PaHIOMH3AIMOHHOTO Koja. McxomHbIi ypoBeHb OBIIT 3aHOBO YCTAHOBJICH MPH Mepexojie U aHauu3 3((HeKTHBHOCTH
OCHOBBIBAJICS. Ha OLCHKE HccienoBareneM. ¢. Ha OCHOBaHMHM ITOBTOPHBIX PacdeTOB HCXOIHBIX JaHHBIX OBLIO
MPOM3BEICHO OOHOBIICHUE MMPOMEKYTOUHBIX pe3yiabpTaToB 1o BBII.

d. Pesynprater aiis YOO npuBOIATCS B BUJIE JOTH IMAIIMEHTOB C IMMOATBEPKACHHBIM 0TBETOM B % ¢ 95% JIU.

e. MeauaHa He JOCTUTHYTA B CBSI3U C TE€M, YTO HE OBUIN TOTOBHI JaHHBIE.

Menuana OB B nonyssittuu ITT cocraBuna 72,7 nenenu u 64,9 nenenu (OP: 0,876; 95 % JU:
0,679; 1,129, p = 0.306) B rpymnmnax, Mmoixy4aBImIuX CYHHUTHHUO M TuIane0o, COOTBETCTBEHHO. B
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9TOM aHaJIM3C B TPYIILY HJIaL[€6O BXOOWJIM TMAIMCHTBI, MU3HAYAJIbHO PAaHAOMU3HPOBAHHLIC B
TpyIiny nnaue60, HO BIIOCJICACTBHU IIEPCBCACHHBIC HA OTKPBITOC ITIOJTYYCHHE CYHI/ITI/IHI/I6a.

Panee ne neuennviiit mIIKP

bbuio npoBesieHo paHIOMH3UPOBAHHOE, MHOTOLIEHTPOBOE MEXIYHAPOAHOE HccieoBaHue (ha3bl
3 mo onenke 3¢dexTuBHOCTH U Oe30macHOCTH cyHUTHHHOA B cpaBHeHuH ¢ IFN-o ¢ yuactuem
naiueHToB ¢ MIIKP, panee He momyuaBmmx jedeHue. CeMbCOT MATHAECAT MAllMEHTOB ObUIN
PaHJIOMU3HUPOBAHBI B COOTHOIICHUU 1:1 B TpyIIIbI JISYCHHUS] CYHUTUHUOOM MOBTOPSIOIUMUCS 6-
HEJCNbHBIMH LIHUKIAMH, COCTOAIIMMHU U3 4-X Helelb €XKEIHEBHOrO MEepOpalibHOTO MpHuemMa
npernaparta B 03¢ 50 Mr ¢ mocieayooumm 2-HeaenbHbiM nepepsiBoM (Cxema 4/2) unu IFN-a,
BBOJIMMOT'O B BHJIC TIOJIKO’KHON MHBEKIMH B 03¢ 3 MiH. enqunull (ME) Ha nepBoii Henene, 6 ME
Ha BTOpoii Hegene u 9 ME Ha TpeTbeil Hezelne, a 3aTeM B TeUeHHE 3 HEMOCIeIOBATEIbHBIX THEH
KQK]IyI0 HEJENIO.

Menuana npoo/KuTeIbHOCTH JieueHust coctaBuia 11,1 mecsma (nuanazon: 0,4 - 46,1) B rpymne,
nonydaBineil cyHuTuHuO, u 4,1 mecsua (nuanason: 0,1-45,6) B rpymnme, nomxydasmeid [FN-a.
Cepbe3Hble  HeXenaTelabHble  sBJIEHUS, cBsi3aHHble ¢ JjedeHueM (CHSCII), Obum
3aperucTpupoBanbl y 23,7 % MNalMeHTOB, MONY4YaBIIMX CYHUTHHHO, U y 6,9 % naiueHTos,
noyyaBux IFN-a. Tem He MeHee, gacToTa ciryd4aeB IPEKpaLICHUs] Y4acTUsl B UCCIIEIOBAHUM B
CBS3M C Pa3BUTHEM HeXKeNaTeNbHbIX siBIeHHH coctaBisia 20 % y manueHTOB, MOTy4YaBIINX
cyHuTHHUO, U 23% Yy mammentoB, monydaBmux IFN-o. BpemeHnHoe mpekpalieHue mnpueMa
npemnapata norpedosanoch y 202 nanuentoB (54 %) B rpymmne, noiydasiieil cyHUTHHUO, U 141
nanuenTa, nonyyasmero IFN-a (39 %). CHmwkenue m03bl mpemapara motpebdoBaiocs y 194
narueHToB (52 %) B rpynmne cyHutuHno6a u 98 mauuentoB (27 %) B rpynme [FN-o. [TarueHTs!
NoJIydyaau JIedeHHE J0 NporpeccupoBaHusl 3a00JIeBaHMS WM BbIXOJAa U3 MCCIEIOBAHMUS.
[lepBuyHOll KOHEYHOM TOuYKOM oueHkH sddexkTuBHOCTH cayxuina BBII. Pesynbrats
3aIJIaHUPOBAHHOTO MTPOMEXYTOUYHOTO aHAIKM3a MPOJEMOHCTPUPOBAIM CTATUCTUYECKU 3HAUUMOE
npeumyinectBo cynutuHn6a Hajg IFN-o B manHom uccrnenoBanuu. Menuana BBII B rpymme
cyHutHHMOa coctaBuna 47,3 Henenu no cpaBHeHuito ¢ 22,0 Henensimu B rpymnme IFN-o; OP
cocraBuino 0,415 (95 % JW: 0,320; 0,539, p-znauenme < 0,001). JIpyrue KOHEUHBIC TOUYKH
Bkimouamn YOO, OB u Ge3zonacHocTh. [IpoBeneHne OCHOBHOM pPEHTI€HOJIOTMYECKON OIIEHKU
MPEKPAIIAIOCH TOCJE JOCTUKEHUS MMEPBUYHONM KOHEYHOM TOYKH. B 3aKIIOYMTENHHOM aHaIu3e
YOO 1o oreHke rccnenoBateneM cocrtasmia 46 % (95 % AU: 41 %, 51 %) B rpymie cyHUTHHUOA
u 12,0 % (95 % JU: 9%,16%) B rpymme IFN-a (p < 0,001).

JleueHne CyHUTUHHOOM CONMPOBOXKIANOCH O0JIee JTUTETbHON BEDKUBAEMOCTbIO T10 CPABHEHHIO C
IFN-a. Meanana OB cocraBmia 114,6 Henenu B rpynme cynutuaunoa (95 % JW: 100,1; 1429) u
94,9 nenenu B rpynne IFN-a (95 % JAW: 77,7; 117,0) ¢ otHomenueMm puckos 0,821 (95 % [AU:
0,673; 1,001, p = 0,0510 c wucnonp30BaHWEM HECTPATH(PHUIMPOBAHHOTO JIOT-PAHTOBOTO
KPUTEPHS).

Hannsie o obmeit BBII u OB, nabmonaBmuecs B nomyssinuu [TT (ycraHoBieHHbIE TpH
LEHTPAIN30BaHHOI PEHTI€HOJIOTUYECKOM OLIEHKE), CYMMHPOBAHbI B TabuIe 3:

Ta6auna 3. Kparkass nHgopManys 1Mo KOHEYHBIM TOYKAM OLEHKH 3¢ (PeKTUBHOCTH NPH
JeyeHnu He jieueHHOro panee MITKP (momyasiius 1TT)

Kparkas HH(popManus no CyHutnnnd IFN-a
BbIKUBAEMOCTH 0e3
MPOrpecCHPOBAHNS

(N =375) (N =375)
[TarieHTsI, y KOTOPBIX HE OBLIO 161 (42,9) 176 (46,9)
3apETUCTPUPOBAHO
MpOTrpeccupoBaHme 3a00ICBaHUS WITH
JeTalnbHbIA ucxo [n (%)]
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[TarieHTsl, y  KOTOPBIX  OBLIO 214 (57,1) 199 (53,1)

3aperuCTPUPOBAHO

porpeccupoBaHme 3a00IeBaHUS WIH

neTanbHbli uexon [n (%)]

BbBII (nenenn)

Ksaptuis (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)

HectparudunupoBanuslii ananms

OtHolleHHE PUCKOB  (CYHUTHHHO 0,5268

versus IFN-a)

95 % JIW u1st OTHOLIICHHUS] PUCKOB (0,4316; 0,6430)

p-3HaueHue” <0,0001
Kpartkas undopmanus mo odurei CyHuTnHno IFN-a
BbIKHBAeMOCTH (N =375) (N =375)
[MTanueHTsl, y KOTOPBIX JaHHBIC 1O 185 (49,3) 175 (46,7)

JIETAJIbHOMY UCXOAY ObUIH
HensBecTHHI [N (%)]
YwMmepmme naruerTsl [n (%)]
OB (nenemn) 190 (50,7) 200 (53,3)
KBaprtuis (95 % JAN)

25 %
50 % 56,6 (48,7; 68,4) 41,7 (32,6,51,6)

75 0 114,6 (100,1;142,9) 94,9 (77,7;117,0)
HIT (HJL, H]T) HIT (HJL HJ)

HecrparuduumupoBanuslii aHanums

OTtHoleHne pucKoB (CyHUTHHHO
versus IFN-o) 0,8209
95 % W 11 OTHOILLIEHMSI PUCKOB (0,6730;1,0013)
p-3HayeHue’ 0,0510

Coxkpamenus: AW = noseputenbubiii unTepBai; IFN-a = untepdepon anbda; ITT = BeiOopka
«TallMEHThI, KOTOPHIM Ha3HaueHo JiedeHne»; N = konnuectBo nanuenTos; HII = He mpumeHnmo;
OB = o0mass  BenkmBaemocTth;  BBII = BepkuBaemoctsr  0e3  mporpeccupoBanus. ¢ C
MCIIOJIb30BaHUEM 2-CTOPOHHETO JIOTPAHTOBOIO KPUTEPHSL.

Peghpaxmepnuuii k yumoxunam mlIKP

HccnenoBanne cyHuTUHHOA (a3zpl 2 MNPOBOAWIOCH Yy TAIMEHTOB, pePpakTepHBIX K
NPEIUIECTBYIOLEN Tepanuu LUTOKMHAMU - uHTepieiikuHom-2 win IFN-o. Illectbuecar tpu
NayeHTa Molyvyald HayallbHYyI0 103y CYHUTHHHOa 50 MI BHYTpb OJIMH pa3 B CYyTKU B TeUeHHE 4
HEZENb TOAPSI C MOCIEIYIOIUM 2-HEAEIbHBIM NepepbIiBOM. [T0MHBIN UK Tepanuu COCTaBuUII,
TakuM 00pazom, 6 Henenb (Cxema 4/2). [lepBuuHON KOHEYHOW TOYKOW OLIEHKHU d(PPEKTUBHOCTH
6buta YOO B COOTBETCTBUU C KPUTEPUSMHU OIICHKM OTBETa COJMJIHBIX OMyXOJIed Ha Teparuio
(RECIST).

B ganHOM wHCClIeIOBaHHMH YacTOTa OOBEKTHBHOrO OTBeTa cocTtaBmia 36,5 % (95 % JIU:
24,7 %;49,6 %) u meanaHa BpeMeHHU 10 nporpeccupoBanus 3adonesanus (BAII) - 37,7 nenenu
(95 % AU: 24,0;46,4).

st onenky 3¢ PexTUBHOCTH U Oe30macHOCTH cyHuTHHHOA y naneHToB ¢ [IKP, pedpakrepHbiM
K TpEALIeCTBYIOMIEH Teparnuu LUTOKMHAMH, OBUIO MPOBEAEHO MOATBEP)KIAIOIIEe, OTKPBITOE,
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MHOTOLIEHTPOBOE UCCJICIOBAHUE C OJHOU IPYMIION, B KOTOPOM CTO IIECTh MAIIMEHTOB MOJIYYHIIN
x0Tsl ObI 07HYy 103y cyHuTtuHHOa 50 Mr mo Cxeme 4/2. IlepBU4HON KOHEYHOM TOYKOW OIEHKH
s dekTuBHOCTH B JaHHOM HccienoBanuu Obuia YOO. BropuuHbie KOHEUHBIE TOYKH BKIIOYAIN
BJII, npogomkurensHocTh oTBeTa (I10) 1 OB. HOO B nanHOM uccienoBanuu coctaBuia 35,8 %
(95 % JU: 26,8;47,5 %). Menuana JIO u OB erie 10OCTUTHYTHI HE ObLIH.

HJ30IDK

Onenka 3¢ (eKTUBHOCTH M 0€30MacHOCTH MOHOTEpanuu cyHHuTHHUOa B 103e 50 mr (mo Cxeme
4/2) y nanmentoB ¢ HeomnepabenpHoit HOOIDK mpoBoauiack B OTKPHITOM, MHOTOILIEHTPOBOM
uccnenoBanuu ¢asel 2. B xoropre u3 66 MaMEeHTOB € OMYyXOJbIO U3 KIETOK OCTPOBKOB
Jlanreprasca nepBu4YHasi KOHEYHAasi TOUKA YaCTOThI OTBETOB cocTaBuia 17 %.

bbulo npoBeeHO OMOPHOE, MHOTOLIEHTPOBOE, MEXyHAPOJAHOE, PaHI0MU3UPOBAHHOE, IBOIHOE
cienoe, IUIANe00-KOHTPOJIUpyeMoe HuccieqoBaHue ¢aspl 3 IO OLEHKE MOHOTepanuu
CYHUTHHHOOM y MAIMEeHTOB ¢ Heonepabenproit HOOITK.

[TauyeHTsl JOMKHBI OBUIM MMETh JOKYMEHTAJIbHO IOATBEP)KICHHOE MPOrpecCUpOBaHUE
3a0oneBanusa (Ha ocHoBe kputepueB RECIST) B Teuenue mnpenmiectByrommx 12 mecsues.
[TaumenTs! 6bUH panaoMHU3UpoBaHsl (1:1) Ha modydyeHue cyHUTHHUOA B 103€ 37,5 MI' O/1MH pa3 B
cyTku 0e3 nepepbiBa B sieueHun (N = 86) unu ruiarne6o (N = 85).

OcHOBHas 1eJIb UCCIIEOBAaHUS 3aKioyanach B cpaBHeHuM BBII y mamuentoB, momydaBmimx
CYHUTHHHO, ¥ TAIIMEHTOB, MMOJTyYaBIIKX Iuianedo. Jpyrue koneunsie Touku Brouanu OB, HOO,
ucxojipl, coodmennsie naruentamu (MCIT), u 6e30nmacHOCTb.

Hemorpaduueckue mokazareinnd ObUTA COMOCTAaBUMBI B TPYIIE CYHUTHHUOA U TpyMIe mianedo.
Kpome Ttoro, y 49% manueHToB, MOJYyYaBIIMX  CYHUTHHHMO, 0OHapy>kuBajach
He(YHKIMOHUPYIOIIAs OMyXoJb HpOTUB 52% manueHToB M3 Tpynmbl Iuianebo, u 'y 92%
NalMEeHTOB B 00€UX IpyInax BbIABISUIMCH METACTa3bl B IEUCHH.

B uccinenmoBanmm  ObUIO  pa3pelieHO  KCIOJNb30BAaHUE  AaHAJOrOB  COMAaTOCTaTHHA.
[IpeniiecTBYONIYI0 CUCTEMHYIO TEpaIUIO MOIy4Yald B OOIIEH CloKHOCTU 66 % MalneHTOB B
rpynne cyHuTHHuOa u 72 % mnanueHtoB B rpymme rianebo. Kpome toro, 24 % mnanueHToB B
rpynne CyHUTUHHOA MPUHUMAIN aHAJIOTM COMAaTOCTATHHA, B TPYMIE IJ1aledo JaHHOE 3HaYCHHE
cocTtasiso 22%.

B wuccnepoBaHunn OBUIO  MPOJEMOHCTPHUPOBAHO KJIMHMYECKH 3HAUYUMOE IPEUMYIIECTBO
CYHUTHHMOA 110 CPaBHEHHUIO C TUIAIe00 B OTHOIIEHUH BBKMBAEMOCTH 0€3 MPOrpecCUpOBaHUs 110
OLICHKE HccienoBaTens. MenuaHa BBDKMBAEMOCTH 0e€3 IporpeccupoBaHusi 3a00JieBaHUSA
cocraBisiia 11,4 u 5,5 MecsieB B rpymnmnax, NoIy4aBIIMX CYHUTUHUO U TU1a1e060, COOTBETCTBEHHO
(otnomenue puckon: 0,418 (95% JU: 0,263; 0,662), p-3nauenue = 0,0001). Anamoruunbie
pe3yabTaThl OBLIM MOJYyYEHBI, KOTJa JUIsl ONpeJeNieHHs] MPOrpecCUpoBaHUs 3a00J€BaHUS IPH
OILICHKE OITyXOJIM UCCleoBaTeNieM ObUIM HCIIOJIb30BAHBI OLIEHKH OTBETAa OMYXOJIM, OCHOBAaHHBIE
Ha kputepusix RECIST, uto orpakeno B Tabnuue 4. OTHOILIEHHE PUCKOB B MOJIb3Y CYHUTHHHOA
Ha0JII0/1aJ10Ch BO BCEX MOJArpYyNIax MpoaHAIM3UPOBAHHBIX MCXOIHBIX XapaKTEPUCTHK, BKIIOYAs
aHaJU3 0 KOJIMYECTBY MPE/IIECTBYIOLINX KypCOB CUCTEMHON Tepanuu. B obmeit cnoxuocT 29
NAlMEHTOB B TpyMNIe CyHUTHHHOa U 24 B rpymnme mianedo He MOJydaldd MpelulecTBYIoIEeH
CUCTEMHOM Tepalluy; Cpeau 3TUX MAaLUEHTOB COOTHoIIeHHe puckoB st BBII cocraBuno 0,365
(95 % JU: 0,156; 0,857), p = 0,0156. AnanorudabiM 00pa3om, cpean 57 MAMEHTOB B IPYIIE
cyHuTHHHOA (B TOM ymcie 28 ¢ 1 KypcoM mpeAlecTByIoned cucTeMHoi Tepanuu 1 29 ¢ 2 win
OoJsee KypcaMu NpeALIeCTBYIOIIEH cUCTeMHO Tepanuun) U 61 namuenTa B rpymnre mianedo (B ToM
grcne 25 ¢ 1 KypcoMm MpeamecTByOmed CUCTeMHON Tepanuu u 36 ¢ 2 win 0oliee Kypcamu
MIPEANISCTBYIONICH CHCTEMHOM TepanuH), oTHoIeHue puckos st BBIT cocrasuio 0,456 (95 %
JAU: 0,264; 0,787), p=0,0036.

Ananu3 uyBctBUTENbHOCTH BBII mpoBoauiics B ciydasx, KOrja OpOrpecCUpPOBAHHUE OMYXOJIU
ObUIO OIpeNeNIeH0 Ha OCHOBAHWHU OLIGHKHM MCCIIEOBATENIeM, a TaKXkKe, KOrja JaHHbIE BCeX
NAlMEHTOB, MOJBEPrHYTHIX LEH3ype MO NMPUYMHAM, OTIMYHBIM OT OKOHYAHUS MCCIEJOBAHUS,
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aHanmu3upoBanu Kak siBiaenus BBII. B aTom ananumse Obuia mpoBeaeHa KOHCEpBATHBHAS OLICHKA
s dexTa neueHns CyHUTUHHUOOM U MOATBEPKICHBI JaHHbIE IEPBUYHOTO aHAJIU3a C OTHOLICHHEM
puckoB 0,507 (95% HU: 0,350; 0,733), p = 0,000193. Tlo pexomeHAalMu HE3ABUCUMOTO
KOMUTETAa 10 MOHUTOPUHIY JAaHHBIX ONOpHOe HccienoBanne HOO momxenynodHOM Kene3bl
OBLJIO JOCPOYHO IIPEKpAILlEHO, M IEpBUYHAs KOHEYHAas TOYKa Oblla OCHOBAaHAa Ha OLICHKE
UCCJIEIOBATEIIEM, YTO, BO3MOXKHO, MIOBIUSUIIO Ha OLEHKY 3 QeKTa JIeUeHus.

st Toro, 9ToOBI MCKIIOYUTH CHCTEMAaTHYeCKyto omuOKy npu ouneHke BBII mccnemoBarenem,
OBLI MPOBE/ICH HE3aBUCUMBIH IIeHTpaiin3oBaHHbIN cienor aHam3 (HLICA) cHUMKOB, pe3ysIbTaThl
KOTOpOro TMOATBEPAWJIA OLIEHKY uccienoBarens. llomyueHHble pe3ysbTaThl MPEICTaBICHbI B
Tabmuue 4.

Tab6nmuna 4. Pesyabrarbl 3¢dexkTuBHOCTH CcyHUTHHHOa mnpu Jjgedenun HOOIDK B
uccjaenoBanum ¢aspi 3

CyHuTnHmno
(N =86)

I1;1anedo
(N = 85)

OTHollleHue
PHUCKOB

(95% 1)

3Hayenue
p

BrokuBaemoctr  0e3
MIPOrPECCUPOBAHUS
3a00/1eBaHUs
(Menuana,  MecCsIbI,
95% JI1) mo oueHKam
HCCIIEI0OBATEIIS

11,4
(7.4;19,8)

5,5
(3.6;7.4)

0,418
(0,263; 0,662)

0,0001?

BrokuBaemoctr  0€3
MIPOTPECCUPOBAHUS
3a00JIeBaHUS
(Mennana,  MeCSIIBI,
95% JIN) nosnyueHHast
Ha OCHOBE OILIEHKH
OTBETa OITyXOJIN
mociie  MPUMEHEHHS
kputepueB RECIST
OIlCHKaM OITYXOJTH
HCCIIeIOBAaTelIeM

12,6
(7.4;16,9)

5,4
(3,6; 6,0)

0,401
(0,252; 0,640)

0,000066?

BreoknBaemMocTs  0e3
MIPOrPECCUPOBAHUS
3a00/1eBaHUs
(MemuaHa,  MeECSIBI,
95% JIN) momy4yeHHas
c ITOMOIIBIO
HE3aBHCHUMOI0
[EHTPATU30BAHHOTO
CJIETIOTO aHaau3a
OILICHOK OMYXOJIN

12,6
(11,1; 20,6)

5,8(3,8;7,2)

0,315 (0,181;
0,546)

0,000015?

O61mas
BBDKHBAEMOCTH
[mocnenyromee
HaOIIOIEHNE B
TCUCHUEC 5 JeT]
[Menuana, MECSLIBI
(95% AN)]

38,6
(25,6; 56,4)

29.1
(16,4: 36,8)

0,730
(0,504; 1,057)

0,0940*
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Yacrora 9,3 0 HIT 0,0066"
00BEKTHBHOIO OTBETA (3,2; 15,4)
[%, (95% JAW)]

Coxkpamienus: I — noBepurenbHbll HHTEpBai, N — KoaudecTBo nanueHto, HIT — ne mpumenumo, HOOIDK —
HEHPOIHTOKPHUHHBIC OITYyXOJH MOKeTy 10uHOH skene3bl, RECIST —kputepun olieHKH OTBETa COMMIHBIX OMyXOIel
Ha Teparnuio.

& 2-cTOpOHHMIA HECTPaTH(UITPOBAHHBIN JIOTPAHTOBBIA KPUTEPHA

® Tounslit kpuTepuit durmepa

Pucynok 1. KpuBas Kanuiana-Meiiepa nisi BBII B uccienopannu HIOIK 3 ¢da3bl
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Yucno nauueHTos,
NoABepKEHHbIX PUCKY
CYHUTUHMG 86 52 34 20 15 4 2
Mnaye6o 85 42 20 9 2 2 2
Coxpamenns: JJ — noBepurensHbeld mHTEpBaN; N — KoiwdecTBO mareHtoB; BBII — BepkmBaeMocTs 6e3

nporpeccupoBanus; HOOIDK — HeliposHI0KpHUHHBIE OITYyXOIH MOJKEIYJOYHOM Kene3bl.

Ha momenT 3aBepmienust uccienoBanus gaHHeie 1o OB eme He Obutn rotoBHl [20,6 MecsieB
(95 % AU 20,6, HE DOCTUTHYTO) AJS TPYMIBI CYHUTUHHOA B CPAaBHEHUH C HEJOCTHTHYTHIMU
sHaueHusiMu (95 % AU 15,5, He MOCTUTHYTO) JUTsl TPYIIBI mUanedo, oTHomeHue puckos: 0,409
(95 % AU: 0,187, 0,894), 3nauenne p = 0,0204]. B rpynne cyHuTuHHOa OBLTO 3aPETUCTPUPOBAHO
9 ciyyaeB JleTaJIbHOTO UCXO0/1a U B Tpymre miamnedo — 21 ciydai.

[Ipu mporpeccupoBanuu 3a00J€BaHUSA PAHIOMHU3ALMOHHBIA KOJ MAIMEHTOB pacKpbIBAICS, U
nanueHTaMm, Moy4yaBIlIuM I1anedo, npearaid OTKPhITOe JIEYeHHE CYHUTUHIOOM B OTAENbHON
¢aze npoIoHKEeHUs UcCIeloBaHus. B CBs3M ¢ TOCPOUYHBIM MpeKpalieHHeM HCCIeA0BaHMs ObLI
PACKpPBIT paHJAOMHU3ALUOHHBIA KOJI OCTABIIMXCS MAIMEHTOB, KOTOPHIM TaKXke ObUIO MPEA0KEHO
OTKPBITOE JICYCHHE CYHHUTHHUOOM B OTIENIBHOW (ha3ze MpoJODKEeHUs uccieaoBaHus. B oOmieit
crnoxxHoctu 59 manuentoB u3 85 (69,4 %) u3 rpymnmbl manedo nepenuid K OTKPHITOMY JICYSHHEO
CYHUTHHHMOOM I10CJIE TPOrPECCUPOBAHUS 3a00JI€BAaHUS HITH ITPHU PACKPBITUH PAHIOMHU3AIMIOHHOTO
KOJla 10 3aBeplieHuto uccienoBanus. O6mas BebkuBaeMocts (OB), monyuenHas mocie 5 ner
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HaOJIOJICHUN B MPOJJIEHHOM MCCIIEIOBAaHUHU, MoOKazana oTHouienue puckoB 0,730 (95 % AU
0,504, 1,057).

JlaHHBIE ONPOCHMKA IO OLIEHKE KAayeCTBAa YKU3HU OHKOJOIMYECKUX IMAIMEHTOB EBporerickon
OpraHM3alMyl IO  MCCIEAOBAHHUAM W  JICYCHUIO  OHKOJOTMYECKMX  3a0o0JieBaHUM
(EORTC QLQC-30) moka3zanu, 4To oOIlIee riodaabHOe, CBI3aHHOE CO 370POBbEM KadeCTBO
JKU3HU U 5 PyHKIHOHAIBHBIX JOMEHOB ((pU3nYecKoe, poieBoe, KOTHUTUBHOE, SMOIIMOHAIBHOE U
conuanbHOoe (PYHKIIMOHUPOBAHUE) COXPAHSIINCH Yy MAlMEHTOB, IMOJYYaBIINX CYHHTHHUO, TIO
CPaBHEHMIO C TMAalMEeHTaMH, MOJy4YaBUIMMH IUIaNed0, U COMPOBOXKAAIUCH OTrPAaHHMYEHHBIM
BIUSTHUEM HEXKENaTeIbHBIX () PEeKTOB.

bbulo  mpoBeneHO  MEXKIYHApOIHOE  MYJIbTHIICHTPOBOE  HECPaBHUTEIBHOE  OTKPBITOE
uccienoanre (pasel 4, B KOTOPOM OIICHUBAIU YPPEKTUBHOCTh M 0€30MIaCHOCTh CYHUTHHHOA Y
MAI[MEHTOB c IPOTPECCUPYIOLTUMHU pacnpocTpaHEeHHBIMUA/METACTATHUECKUMU
BhICOKO I (epeHITnpoBaHHbIME HeorepadensapiMu HOOITK.

Cro mecth nanuenToB (61 manueHT B KOropTe NAIleHTOB, paHee He MOJTyYaBlINX JiedeHue, u 45
MAIUEHTOB B KOTOPTE MOCJICAYIONINX JIMHUH Tepanuu) NPUHUMAIH CYHUTHHUO BHYTPH B JI03€
37,5 MI' OZIH pa3 B CyTKHU B COCTaBe MPOJA0JDKUTEIBHON €KEeTHEBHOM Teparmu.

[To omenke uccnenoBarens BBIT cocraBmsuta 13,2 mecsma kak B obmier momynsimuaa (95 %
noBepuTenbHbIA uHTEpBand: 10,9, 16,7), Tak U B KOropTe MAIlMEHTOB, PaHee HE MOJy4YaBIIUX
neuenue (95 % nosepurenbHbIil nHTepBa: 7,4, 16,8).

CTHu

OnbIT NpUMEHEHUS! CYHUTHHIOA MallMeHTaMH JICTCKOTO BO3pacTa OrpaHuyeH (CM. paszzen 4.2).
bb1o npoBeneHo uccienoBanue ¢aspl 1 ¢ yBennueHueM 1035l HepopaibHON (popMbI CYHUTHHUOA,
B KOTOPOM IIPUHSUIM yyacThe 35 nmaiueHToB, BKiaodas 30 naiueHToB JeTcKoro Bo3pacrta (ot 3 10
17 ner) m 5 mauueHTOB IOHOIIECKOro Bo3pacta (oT 18 mer no 21 roma) ¢ pedpaxTepHbIMU
COJIMAHBIMU OIYXOJSIMH, OOJIBIIMHCTBO M3 KOTOPHIX OBUIM BKJIIOUEHBI B MCCIEIOBAaHUE C
NEPBUYHBIM TUArHO30M OIyXOJIM T'OJIOBHOI'O Mo3ra. B mepBoii 4yacTu NaHHOTO HCCIEAOBAHUS
HaOmroanack KapAMOTOKCHYHOCTb, JTUMUTHPYIOLIAs /103y, B pe3yibTaTe 4ero ObLia MpHHSATA
NonpaBKka K TPOTOKONY HCCIEIOBAaHUS JUIsl UCKIIOYEHHS W3 MCCIEAOBAaHUSA TMAalMEHTOB C
IPEIUIECTBYIOIUM BO3ACHCTBUEM TEPANHMH, UMEIOIIEH MOTCHIHAIBHYIO KapIUOTOKCHUYHOCTH
(BKJIIOYAsl aHTPAUUKIMHBI), WJIM BO3JEHCTBUEM OOIyuyeHHs Ha cepaue. Bo BTopoil uactu
WCCJIEIOBAHMSI C YYAaCTHEM IAlUEHTOB € IPEIIIECTBYIOLIEH MPOTUBOOITYX0JIEBOM Tepanuen, Ho
6e3 (haKTOPOB PHCKA KAPIMOTOKCHYHOCTH, CyHUTHHHO B 103¢ 15 Mr/mM% B cyTku o Cxeme 4/2 B
1esoM ObIT MEPEeHOCUM U KIMHHUYEeCKH yrpasiseM. [loNHBIA WM YaCTHYHBIA OTBET HE ObLI
JOCTUTHYT HHM Y OJTHOTO M3 YYaCTHHKOB ucciefoBaHus. Y 6 mamuenToB (17 %) Habmrogamach
crabunuzanus 3aboneanus. Oaun nanueHt ¢ [MCO, yyacTByomuil B UCCIIEA0BaHUH, MTOTyYall
no3y 15 Mr/m?, HO Kakmx-nmbo JOKA3aTeNbCTB TONMB3BI MOMy4eHO He OblIo. HexenarempHble
peaxiuu ObUIH, B 1I€TIOM, aHAJIOTUYHBI TEM, KOTOPBIE HAOIIOJAMHUCh y B3POCHbIX (cM. pazzaern 4.8).
OTtkpeITOC HccaeaoBanue 2-i ¢aspl OBLIIO MPOBEACHO y 29 MalueHToB, BKIIOYas 27 MalMeHTOB
nerckoro Bo3pacta (ot 3 10 16 neT) u 2 coBeplIeHHONIETHUX NalMeHToB (B Bo3pacte ot 18 1o 19
JeT) ¢ TJIMOMON BBICOKOW cTeneHu 3iokadecTBeHHOCTH (I'BC3) wunmm  sneHAMMOMOI.
HccnenoBanue OBUIO 3aKpHITO BO BpeMs 3alUIAHUPOBAHHOTO MPOMEXKYTOYHOTO aHaln3a M3-3a
HEJ0CTAaTOYHOCTU KOHTpOJIA 3a 3a0oneBanneM. Menuana BBT cocraBuna 2,3 mecsina B rpyrre
I'BC3 u 2,7 mecsa B rpymnmne ¢ sneHaumomoi. Meauana obmieit OB coctasmsina 5,1 mecsina B
rpynmie I'BC3 u 12,3 mecsmia B rpymnme ¢ sneHauMomoi. Hamboniee pacnpocTpaHeHHBIMU
(>10%) 3apeructpupoBaHHBIMH MOOOYHBIMH d3(dekTamu, CBS3aHHBIMH C JICUCHUEM, Y
MAIMEeHTOB B 00eux rpynmnax ObUIM CHUKeHHe yucia HedTpoduinos (6 manuentos [20,7%]) u
BHyTpuuepenHoe kKpoomsnusiaue (3 mammenta [10,3 % ]) (cm. pasgen 4.8 «HexenarenbHbie
peaKIum»).
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Jannbie uccnenoBanus 1/2 ¢as3pl mepopaibHOro MprueMa CyHUTHHHOA, TPOBEIEHHOTO C Y4aCTHEM
6 manueHTtoB aerckoro Bo3pacta ¢ ['MCO B Bo3pacte oT 13 mo 16 ner, KOTOphle MOTy4Yanu
cynutuHu6 10 cxeme 4/2 B 103ax oT 15 Mr/m? B cyTku 10 30 Mr/mM? B CyTKH, M MMEIOLIHECS
omyOiMKkoBaHHble JaHHble (20 DAIMEHTOB JETCKOTO BO3pacTa WM COBEPIICHHOJETHUX
narmenToB ¢ ['MCO) mnokaszanu, 4TO JI€YEeHHE CYHUTHHHMOOM MPHUBEIO K CTaOWIM3anuu
3aboneBanus y 18 uz 26 (69,2 %) nmanueHToB, 1100 MOCie OTKaza OT UMaTHHMOA, TUOO TpU
HenepeHocuMmocTu nociennero (y 16 manmenTtoB w3 21  Habmomanack crabuiuzanus
3aboneBanus), Wik de novo / mociue onepanuu (y 2 ManueHToB U3 5 HaO01a1ach CTaOMIIM3aIUs
3a0oneBanus). B uccrnenoBanuu 1/2 ¢a3el crabunmzanus ¥ NPOrpecCUpoBaHHE 3a00JCBaHHS
HaOmoManuch y 3 W3 6 MalMeHTOB HpH KaxaoMm ciydae (1 manumeHT moayduia UMaTHHHO
HEOAbIOBAHTHO M | MAaMEHT MOJyYWJI MMaTHHHUO aTbIOBAaHTHO, COOTBETCTBEHHO). B ToMm ke
uccinenoBanu 4 u3 6 mauueHToB (66,7 %) ucnbIThiBaIM M0o0OYHBIE AP (EKTHI, CBA3aHHBIE C
neuenneM 3-4 cremeHu TspKecTH (TumodocdareMuss 3 CTENEHH TSDKECTH, HEWTPOICHUS H
TpoMOouuToneHus y 1 mamueHTa npu KakJioM ciiydyae ¥ HeUTporeHus 4 CTeneHH TKecTH y 1
nanuenTa). Kpome Toro, B myOauKamusax coo0manoch O Cae Iy oInX HeXeNaTeIbHBIX PeakIusIX 3
CTETEeHH TSHKECTH, MEPEHECEHHBIX 5 MAIlMeHTaMU: YCTaIOCTh (2), HeKeJIaTeNbHbIe PEeaKIuu CO
CTOPOHBI  JKENyJ0YHO-KUIIEYHOTO TpakTa (BKJIOYas jJuapero) (2), TreMaTroiIoruyecKue
He)KelaTeNIbHbIe peakiuu (BKItouyas aneMuto) (2), xoneuuctut (1), runeptupeos (1) u Myko3uT
(2).

[Momynsimonnselit ananu3 gapmakokunetuku (PK) u papmakokuHeTuku u GpapMakogMHAMUKA
(DOK/®J]) Obul BBIMONHEH B O0BEME, IMO3BOJISIFOIIEM JKcTpamoiaupoBath @K u kirodeBbie
KOHEYHBIE TOUYKH 0€30MacHOCTH U () (PEKTUBHOCTH CYHUTUHUOA y MAIMEHTOB JETCKOTO BO3pacTa
¢ 'MCO (Bo3pactHasi: 617 net). JlaHHBII aHamU3 OCHOBAH HA JJAHHBIX, COOPAHHBIX Y B3POCIIBIX
narueHToB ¢ [MICO unu cOMMIHBIMEM OMYXOJISIMHU, a TaKXKe Yy MalMeHTOB JIETCKOTO BO3pacTa ¢
COJMMIHBIMU  OmyXousiMd. Mcxonms W3  MOAETMPOBAHMSA, IO-BHIUMOMY, OTCYTCTBYET
OTPHIIATEIFHOE BIUSHHUE 0OJee MOJIOJIOTO BO3pacTa M MEHbBIIEH MacChl Tela Ha TOKa3aTeNn
6e3omacHOCTH U () (PEKTUBHOCTH MPU FKCIIO3UIINY CYHUTHHHIOA B T1a3Me KpoBU. OTpHUIIATeNFHOE
BIIMSTHHE 00JIee MOJIOJIOTO BO3pAcTa UM MEHBINEH MacChl Tela Ha COOTHOIICHNE PUCKA U TIOJB3BI
JUI CYHUTHUHHOA BBISBICHO He OblI0. B OCHOBHOM, 3TO COOTHOLIEHHE OBLIO 00YCIOBIEHO €ro
DKCIIO3UIMEN B IUIa3MeE.

EBporeiickoe areHTcTBO MO JIEKapCTBEHHBIM CpPEACTBAM OTKAa3ajoCh OT MpaBa TpeOOBaHUA
BBITTOJIHEHUST  00s3aTeNbCTBA TPENOCTABICHUS PE3YJIbTaTOB HCCIENOBAHWA TPUMEHEHHUS
CyHHTHOA BO BCEX MOATPYMIAX MalMEHTOB JETCKOTO BO3pacTa JUIsl JEUeHHUs paka MOYKU WU
MOYEYHBIX JIOXaHOK (32 HCKIIFOYeHHEM HedpoOaacToMbl, HepoOaacTomMaTosa, CBETIIOKICTOTHON
CapKOMBI, ME€300JIaCTHUECKON HE(PPOMBI, KAPIUHOMBI U3 KIETOK MO3TOBOTO BEIECTBA MOYEK U
pabIouIHOM OIMyX0Ju TTOYKH) (CM. pazzen 4.2).

5.2. apmMaKoKHHeTHYeCKHE CBOHCTBA

Onenky OK cyauTrHIOa TPOBOIMIH ¢ yuyacTueM 135 310pOoBBIX TOOPOBOJIBIIEB 1 266 MAIIMEHTOB
C COJHMIHBIMH OMyXOJSMU. Y BCEX TMAallMEHTOB C COJUAHBIMU ONMYyXOJSIMH W Y 3I0POBBIX
n100poBoOIBbIIEB HaOMOAaIack cxoxas OK.

B auamazone 103 ot 25 g0 100 Mr 3HaueHus MJIOLIAAN O] KPUBOIM KOHIIEHTpAIMs MIpernapaTa B
iazme kpoBH - BpeMs (AUC) u Cmax yBeIMUUBaIOTCS MPOMOPLUOHANIBHO J103¢€ npenapara. [lpu
MOBTOPHOM €XKEIHEBHOM TMpHUEME CYHUTHHHOA €ro KOHIICHTpAIUs 3a CUeT KyMYJISIUU
noBkIIaeTcs B 3 — 4 pasa, a €ro NepBUYHOTO aKTUBHOTO MeTabonuTta B 7 — 10 pa3. PaBHOBecHBIE
KOHIIEHTPAIlUU CYHUTHHHUOA U €r0 MePBUYHOTO aKTUBHOTO META0OIHNTA TOCTHTAIOTCS B TCUCHUE
10-14 ngmeii. K 14-my ngHIO cymMMapHash KOHIIGHTpallds CyHUTHHHOA W €ro akTHBHOTO
MeTabonauTa B IUIa3Me KpoBU cocTaBimsina 62,9 — 101 Hr/mu, YTo SBiISETCS ILEJEBOU
KOHIIGHTpanue (Mo  JaHHBIM  JOKJWHUYECKUX  HCCIEOBAaHUM), HEOOXOAUMOW  Jis
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uHTuOMpoBaHus (GochopuIMpoBaHUs PELENTOPOB in Vitro W 3aJEepP>KKH/OCTAHOBKM pOCTa
OITyXOJI iN VIVO. DKCHO3UIUS IIEPBUYHOTO aKTUBHOI'O MeTaboIMTa cocTaBisieT oT 23 % 10 37 %
oT oOmel skcno3unuu. [Ipu MOBTOPHOM €KETHEBHOM MpPHUEME WM MPOBEICHUM MOBTOPHBIX
IIMKJIOB B MCCIICyEMBIX J103aX 3HAYMMbIX n3MeHeHni B @K cyHUTHHMOA WM €ro TEepBUYHOTO
AKTUBHOT'0 METa00/IMTa OTMEUYCHO HE OBLIO.

AOGcopOuus

Bpewmst nocTikeHuss MakcuManbHONW KOHIEHTpAMH Cmax cocTaBisuio 6 — 12 gacoB (Tmax) mocne
npuema BHyTpb. [Iprem muimu He BiusieT Ha OMOIOCTYITHOCTh CYHHUTHHHOA.

Pacnopenenenne

In vitro, cBsA3bIBaHNE CYHUTHHUOA U €T0 TIEPBUYHOTO AKTHBHOTO META00IHUTA C OCIKaMH I11a3MbI
coctaBisuio 95 % u 90 %, COOTBETCTBEHHO, 0€3 SIBHOM 3aBUCUMOCTH OT KOHIICHTPAIIUH.
Benuunna pacuetHoro odbema pacnpenenenus B Tkanax (Vd) cynutnnnOa Obuia 3HAUUTEIBHON
u coctaBsuia 2230 J1, YTO yKa3bIBaET Ha €0 PaCIpEIeICHUE B TKAHIX.

MeraboyindecKkre B3auMOAeCTBUS

Paccunrannbie B ycioBusx In Vitro 3Hadenus koHctanThl Ki U BCeX MCCIIeI0BAaHHBIX U30(OpM
P450 (CYP) (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL,
CYP3A4/5, CYP4A9/11) yka3piBaii Ha TO, YTO CYHHTHHHO M €ro NEPBUYHBIA aKTHBHBIM
METa0OIUT He 00J1a/1at0T CIIOCOOHOCTHIO K KAKUM-TTM00 KIIMHUYECKH 3HAYMMBbIM JIEKAPCTBEHHBIM
B3aMMO/ICHCTBHSM C MpernapaTaMu, KOTOPbIE MOTYT METa00JIM3UPOBATHCS STUMH (DepMEHTaMH.

BI/IOTDaHCd)ODMaHI/IH

Metabonu3M CyHUTHHUOA ocyllecTBiseTcs B ocHOBHOM mn3odepmentom CYP3A4, depmenra
CYP, B pe3ynbraTe yero obpasyercsi MEepBUYHBIA aKTUBHBIA MeTabOJINT, AE€33TUI CYHUTHHUO,
KOTOPBIN Jajiee MeTabonu3upyercs TeM xe uzopepmentom. Cremyer uzderaTb 0JJTHOBPEMEHHOTO
NPUMEHEHHs CYHUTHHUOA ¢ CHIIbHBIMU MHIyKTOpamMu win uaruouropamu CYP3A4, nockonbky
TO MOJXKET TIOBJEeYh 3a CO00H W3MEHEHHe KOHIEHTpAIlMd CYHHTHHHOA B IJIa3Me KPOBHU
(cM. paznenst 4.4 u 4.5).

OIUMUHALUA

CyHuTHHHO BBIBOAMTCS B OCHOBHOM C KajioM (61 %); yepe3 mouyku B BHAE€ HEU3MEHEHHOI'O
BEIIIECTBA U €ro MeTabOoJIMTOB BBIBOAUTCS pUMEpHO 16 % oT BBeieHHOH 103b1. CYHUTHHHO U €To
NIEPBUYHBIN aKTHBHBI META0OIHT SBISIOTCS OCHOBHBIMH BEIIECTBAMH, OOHApY)XEHHBIMH B
a3mMe, Mode U (eKamusx ¢ pagJuoaKTUBHOCTBIO cooTBeTcTBeHHO 91,5 %, 86,4 % u 73, 8 %.
Bropuunbsie mMeTabonuThl 0OHApPYKUBAIOTCSI B MOYe M (eKaausix, HO HEe OOHapy>KHUBAIOTCA B
wiazme. O6uwmit kiupenc (CL/F) npu mnpueme BHyTph gocturan 34—62 n/ygac. Ilocne
OJTHOKPAaTHOTO TIEpOpAIbHOTO TMpHeMa Tpernapara 3I0POBBIMH  JOOpPOBOJIBIIAMH  BpEMs
MOJTYBBIBE/IEHUS] CYHUTHHUOA U €ro MEepBHUYHOIO aKTUBHOIO JAE33TUIMPOBAHHOIO METAa0OJIUTa
coctapisaeT 40 — 60 1 80 — 110 gacoB, COOTBETCTBEHHO.

OaHOBpEeMEHHOE IPUMEHECHHE ¢ MpeHapaTaMu, SBISIOMMMHUCS I/IHI‘I/I6I/ITOD€[MI/I BCRP

CyHuTtnHUO sBiseTcs cyocrtpatoM addirokcHoro tpancmoprepa BCRP in vitro. B knuanueckom
uccnenoBannu A6181038 onHoBpemeHHoe nmpuMeHeHHe reurunuba, naruoutopa BCRP, e
MPUBOAWIO K KIMHUYECKH 3HaunMoMmy BiusHHIO Ha Cmax u AUC cyHuTHHMOA WM 0OIIero
KoJinyecTBa rmpenapara (CyHUTHHHO + Merabomut) (cMm. pasgen 4.5). D10 ObLIO
MYJIBTHIIEHTPOBOE, OTKPBHITOE HcchenoBanne 1/2 das3wl, oleHHMBaromee O€30MacHOCTh W
NEPEHOCUMOCTh, MAKCUMAJIbHYIO MEPEHOCHMYIO 103y M MPOTHBOOIYXOJIEBYI0 AKTUBHOCTb
CyHUTHHHOA B KOoMOWHamuu ¢ reduTuHHOOM Yy mamueHToB c Metactatmdyeckum [1KP.
®apmakokuHeTuka reputuanoa (250 Mr B cyTku) ¥ cynutuanba (37,5 mr [Koropra 1, n = 4] wnn
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50 mr [Koropra 2, n = 7] B cyTKHU B Te4eHHE 4 HEAEIb C MOCIIEIYIOUUM IEPEPHIBOM Ha 2 HECIIN)
OpU COBMECTHOM TPUMEHEHUH SBISIaCh BTOPUYHON KOHEYHOM TOYKOM MCClIeOBAHUS.
N3menenns OK nmapameTpoB CyHUTHHHOA HE ObUIM KIIMHUYECKH 3HAYMMbBIMH U HE YKa3bIBAJIU HA
Kakoe-1100 B3aUMOJEHCTBHE JIEKAPCTBEHHBIX CPEJICTB; TEM HE MEHEE, YUUThIBass OTHOCUTEIHHO
HeOOoJIbIIIOe KOMMYecTBO MaueHToB (T.e. N =7 +4) u yMepeHHO BBICOKYIO BapHaOeIbHOCTb
3HaYeHUH (papMaKOKHMHETUYECKUX MapaMeTPOB y YYACTHUKOB UCCIEI0BAHUS, CIIETYET C 0COOBIM
BHUMAaHMEM TMOAXOAWTh K HWHTepHperanuud pe3yiabTaroB @PK B3aMMOACHCTBHS MEXIY
mpernapaTamMy B 3TOM HCCIIEI0BaHUU.

Oco0BbIe IPVIIILI TAIUEHTOB

Ileyenounas nedocmamounocmo

CyHUTHHHO B €T0 IEPBUYHBIA META0OIUT META00TU3UPYIOTCS TIPEUMYIIECTBEHHO (ePMEHTAMU
neyeHd. CucTeMHas JKCHO3MUIMS TOCIe OJHOKPATHOrO IMpHeMa J03bl CYHHTHHHOA Oblia
OJMHAKOBOM y MAlMEHTOB C MEYEHOYHOM HEAOCTATOYHOCTBIO JIETKOM W CPEIHEN CTEIECHHU
TsokecTn (kmaccel A u B mo knaccudukanuu Yaiina-IIp0) mo cpaBHEHUIO ¢ MAlMEHTaMH C
HOpManbHOU (pyHKIMEeH edeHn. CYHUTHHUO HE M3ydayics Y MalMEHTOB C TSDKEIOW MeYCHOTHOU
HepocTaToyHOoCThIO (Kiace C mo knaccudukanuu Yaina-I1s10).

W3 uccnenoBanuii, MPOBEACHHBIX Yy OHKOJOTHYECKHX OOJBHBIX, HCKIIOYAINCH MAlMEHTHI C
ypoBusiMu AJIT wnu ACT B > 2,5 pasa Beimie BI'H (BepxHsis rpanuiia Hopmsl) wiu B > 5,0 paza
Beiie BI'H npu meracrasax B nie4eHH.

Iloueunas nedocmamoynocmo

[TonmyasiuoHHBIM  (apMAaKOKMHETUYECKUN aHajdu3 T[OoKa3all, 4YTO KaXyIIMHcsS KIMPEHC
cynutnau6a (CL/F) e 3aBucen ot knupenca kpeatuauHa (KK) B ananusupoBapimxcs npeaenax
42 — 347 mur/muH. [lociie 0THOKPATHOTO BBEJCHUS CYHUTHHHOA €ro CHCTEMHAs SKCIIO3HIIHS HE
MEHsIach y MAI[MEHTOB C TSXKEJIOHW CTEeNEHbI0 MOYEYHOI HeJOCTATOUHOCTH (KJIMPEHC KpeaTHHUHA
MmeHee 30 MiI/MUH) U 'y TAalIUEHTOB ¢ HopMasibHOU QyHkIiuel noyek (KK > 80 mn/mun). Hecmotps
Ha TO, YTO HU CYHUTHMHHO, HU €ro NEepBUYHBII MeTabONMUT HE BBIBOJSATCSA NPHU IMPOBEIECHUU
reMOJualIn3a y MalMeHTOB ¢ TEPMUHAIBHON IIOYEYHON HEAOCTAaTOYHOCTBIO, Y TAKUX MAlMEHTOB
CUCTEMHasl SKcro3ulus Obuta Huxe Ha 47 % 1uist cyHuTuHuOa ¥ Ha 31 % 18 ero nepBUYHOTO
MeTaboJIMTa IO CPAaBHEHHIO C MAIIMEHTaMH ¢ HOPMaIbHOHN (QyHKIIMEH moyek.

Macca Tena ¥ KauecTBO JKU3HU

[MTomynauoHHBIN (hapMaKOKMHETHUECKUH aHAIN3 MOKa3al, YTO HET He0OXO0AUMOCTH KOPPEKINH
HAuaJIbHOM [103BI TIpemapaTa B 3aBHCHMOCTH OT MacChl Tela W KadecTBa JKU3HU TIO
kiaccu¢ukanun Boctounoit o6beauuenHol rpynnsl okonoros (ECOGQG).

Ion

Wmeromuecs: JaHHbIE MOKA3bIBAIOT, 4TO Kaxymuiicsa kaupeHc (CL/F) cyHutuHnba y sKeHIIMH
MOXET OBITh TIPUOIM3UTENBHO Ha 30 % HUKe, yeM y MY>KUWH, OJJHAKO 3Ta pa3HUIlA HE TpeOyeT
KOPPEKIINH HAaYallbHOU JT03bI CYHUTHHUOA.

eTH
OnbIT NPUMEHEHUs! CYHUTHHHOA MallMeHTaMH JIETCKOrO BO3pacTa orpaHuueH (cM. pasnen 4.2).
bouin npoBenensl momnynsuuoHHble aHanu3bl @K cBogHOro Habopa AAHHBIX B OTHOIICHHH
B3pocibix nanueHToB ¢ ['MICO u conuaHbIMU ONMYXOJIIMHU M NALMEHTOB JETCKOTO BO3pacTa C
COJIMAHBIMU OIMYXOJIAMU. BBUTO MPOBENEHO MOIIAroBO€ MOJAETUPOBAHUE C KOBapHaTamu MJist
OLIGHKHU BJIMSIHUS BO3PACcTa U Macchl Tela (001iei Macchl Tea UilH IJI0Ia i IIOBEPXHOCTH TeJa),
a Takke Ipyrux nepeMeHHbIXx Ha BaxkHble DK mapamerpsl cyHUTHHHOA M €ro akTUBHOIO
metabonuta. Cpenu UCHBITAHHBIX KOBapuaT, OTHOCSIIMXCS K BO3PAcTy M Macce Teja, BO3pacT
OBLT 3HAYUMON MEepPEMEHHOM B OTHOLICHUM KaXyIErocs KJIMpeHca CYHUTHHHOA (4eM MEHbIe
BO3pacT MalKUEHTa AETCKOI0 BO3pacTa, TEM HWKE Kaxyluuiics kiupeHc). I1o ananorum miomanp
MOBEPXHOCTU Tejda ObUla 3HAUMMOM KOBAapHATOM MO KaXyIIEMYyCsl KIMPEHCY aKTHBHOIO
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MeTabonnTa (4eM MEHBIIIE TUIOIIA b IIOBEPXHOCTH Tella, TeM HIDKE KaxyIuiics kimpeHc). Kpome
TOTO, HA OCHOBE KOMILIEKCHOrO momyisimonHoro @K aHanm3a oObeIMHEHHBIX JaHHBIX U3 3
WCCJICIOBAHUM Yy MAaIlMEHTOB JIETCKOro Bo3pacTa (2 HcclnefoBaHUsl y JETeH C COJMIHBIMU
onyxoysimu U 1 uccnenoBanue 'MMCO; Bo3pact: ot 6 et g0 11 ner u ot 12 ner no 17 ner),
ucxonHoe 3HaueHue mionianu nosepxnoctu tena (IIIT) 6pu10 HOCTOBEPHON KOBapuaTOW ISt
KKYIIETOCs KIIMPeHca CYHUTHHUOA M €r0 aKTUBHOTO MeTabouTa. Ha ocHoBaHMY 3TOT0 aHaIM3a
OKMIAETCA, UTO 703 MpubIM3uTensHo 20 MI/mM? B CyTKM Yy NAIMEHTOB JETCKOTO BO3PAcTa, C
nokazarensimu I T mexay 1,10 u 1,87 M? , 0GECIICUHT COMTOCTABUMOE BO3/ICHCTBHE CyHUTHHHOA
U €ro aKTUBHOTO MeTabonuTa B tuiazme (ot 75 1o 125 % ot AUC) B3pocasiM naruertram ¢ [ ICO
NpU Ha3HauYeHHH CyHHUTHHHOA mo 50 mr B cytkm mo cxeme 4/2 (AUC 1233 ur x 4/ mu). B
WCCJICIOBAHUAX C YYacTHEM IMAIMEeHTOB JETCKOTO BO3pacTa HadalbHas 1032 CYHHUTHHHOA
cocrapisna 15 mr/m? (Ha ocroBaruu MIIJI, ompesieNeHHON B MCCIENIOBAHHH TI0 YBETHUEHHIO
10361 1 asel, cM. paznen 5.1), KOTOpHIN y manueHToB aeTckoro Bo3pacta ¢ 'MCO yBenuumiics 10
22,5 mr/™M? , a 3areM 1o 30 mr/m? (He moipKHA TpeBbIIaTh 001y A03y 50 MI/CyTku) B
3aBUCHMOCTH OT 0€30MMacCHOCTH / TIEPSHOCUMOCTH TIperapara JUisi HHIUBUYaIbHOTO MaIllUeHTA.
Kpome Toro, cormacHo OmyOJHMKOBAHHBIM JUTEPATypHBIM JAaHHBIM MO MAalMEHTaM JIETCKOTO
Bo3pacra ¢ [MMCO, pacueTHas HawaimpHas J103a BapbHpoBasiach OT 16,6 mr/m? o 36 mMr/m?,
YBEIUYMBAsACH 110 10361 40,4 MI/M? ¥ HE npeBbliias 001yo 103y 50 MI/CyTKH.

5.3. /laHHbIe TOKJIHHHYECKOH 0€301MaCHOCTH

B uccrnenoBanusx TOKCUHYHOCTH MHOTOKPATHBIX J103 MPOIOJKUTENILHOCTBIO 10 9 MECSIIEB Y KPbIC
1 00e3bsiH U3MEHEHMS] B OCHOBHBIX OpPIraHax-MHILIEHSX BBIBISUIMCH B KEIYJIOUYHO-KUIIEYHOM
TpakTte (pBOTa U 1uapest y 00e3bsiH), HaANOUYEYHHKAX (3aCTON KPOBU B KOPE U/UIIM KPOBOTEUEHHE
y KphIC W 00€3bsiH, HEKPO3 C MOCIEAyIOIUM (HUOPO30M Yy KpbIC), TeMOTUMEPOIOITHUECKOM
cucreMe (HU3Kasl KJI€TOYHOCTh KOCTHOT'O MO3ra U IMM(OUTHOE UCTOLICHHE TUMYCa, CEJIE3EHKU U
TUM(aTHYECKUX Y3JI0B), AK30KPUHHOM MOJKENyI0UHOMN »kene3e (AerpaHysisiius aluHapHbBIX
KJIETOK C HEKPO30M OTAENbHBIX KIIETOK), CIIOHHBIX >Keie3ax (auuHapHas runeprpodus),
cycraBax (YIUIOTHEHHE POCTOBBIX IUIACTHHOK), MaTke (arpodus), SUYHUKAX (CHIIKEHHOE
domnukyngapHoe pa3BuTue). Bee naHHbIe ObUTH MOJTyYEHbI IPU KIMHUYECKU 3HAUMMBIX YPOBHAX
HKCMO3ULMU CYHUTHHHOa B Iu1a3me. JlomonHutenbHble 3¢ ¢EeKThl, KOTOpble HAOIIOJATUCh B
JIpYTUX UCCIEeIOBaHUAX, BKIIOYAIH: yiuHeHne uurepBana QTcC, camxenne ®BJIK u atpoduto
CEeMEHHBIX KaHaJIbIIeB, yBEIMUEHHbIE ME3aHTHaJIbHBIE KJIETKH B Ioukax, kpoBoTeueHue B JXKKT u
CIIM3UCTON pTa, W TUMEPTPOPHIO KIETOK mepemHerd nonau runodmsza. VM3MeHeHHss B MarTke
(arpodus 3HIOMETPUS) U KOCTHBIX IJIACTUHOK POCTa ((pu3eanbHOE yTONIICHUE WU JTUCIUIA3Us
XPpsIa) CYUTAIOTCS CBSI3aHHBIMU C (DapMaKOJIOrMUeCKUM JeHCTBHEM CYHUTUHUOA. BonbIInHCTBO
13 9TUX U3MEHEHUH BO3BpAllaJIiCh B HOPMY depe3 2—6 Hezlelb 10CIe OKOHYAHUS JICUEHUS.

['eHOTOKCUYHOCTh

['eHOTOKCHYECKMI MOTEHIMAl CYyHHUTHHHOA oreHuBaics in Vitro m in vivo. CyHHTHHHO He
o0aman MyTareHHOCTBIO y OakTepuil TpPH WCIOIB30BAaHUH METa0OJMYEeCKOH aKTHBAIWH,
BBI3BIBAEMON TMe4eHbI0 Kpbic. CYHUTHHMO HE HHIYIHPOBAT CTPYKTYPHBIX XPOMOCOMHBIX
abepparuii B numdonuTax mepudepruueckoi KpoBu JroAei in  vitro. Tlomwmrmmonaus
(MHOTOYHCIIEHHBIE XPOMOCOMHBIE abeppaiiu) HalOronanach B IUMQPOLUUTAX Nepr(epHIecKoi
KPOBH JIFOJIEH in Vitro, Kak NMpHU HAJIUYWH, TaK U B OTCYTCTBHH METaOOIMYECKOW aKTHBAIUH.
CyHUTHHHO He OKa3blBaJl KJIACTOTCHHOTO JEeMCTBHS B KOCTHOM MO3re KphIC in  Vivo.
['eHOTOKCHYECKHI MOTEHIINAT OCHOBHOTO aKTUBHOTO META0OINTA HE OIICHUBAJICSL.

KanmeporeHHocTsb

B 1-MecsiuHOM HCClieIoBaHUM TI0 TI0I00PY 10361 C TIepopaibHbIM BBeaeHUEM uepe3 3081 (0, 10,
25, 75 nmm 200 Mr/Kr/cyT) ¢ HENpPEPHIBHBIM E€XKEIHEBHBIM NMPHEMOM Y TPAHCTCHHBIX MBIIICH
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nuHuK rasH2 npu camoii BeICOKOH uccienyemoit go3e (200 Mr/kr/cyT) HabmoqaMch KapIimHOMa
U TUTEPIUIa3usi OpYHHEPOBBIX XKelle3 IBEHAAIaTUIIEPCTHON KUIIKH.

6-MecsyHOE UCCIIEIOBAaHUE KAHIEPOTCHHOCTH C TepOpPAIIbHBIM €XKEIHEBHBIM BBEIACHUEM
npenapara depes 3087 (0, 8, 25, 75 [cHmwxkena no 50] Mr/Kr/cyT) NpoBOJAWIN HAa TPAHCTEHHBIX
Mmbimax JuHuM rasH2. TactponyoneHaibHble KapIMHOMBI, YBEIMUYCHHE ClIy4aeB (HOHOBBIX
FeMaHTMOCAPKOM H/WJIM TUIEPIUIa3UH CIU3UCTOM KellyJka HaONIoJaIuch MNpU J103aX >
25 MI/KT/CyT mocie mpooIHKUTENBHOCTY BBeieHus 1 wim 6 mecsiues (B > 7,3 pasa Boime AUC y
NAIMEeHTOB IIPH BEACHUHU B pEKOMEHyeMol cyTouHoi go3e [PCII]).

B 2-netnem uccnenoBanuu kanueporennocty Ha kpbicax (0; 0,33; 1 winm 3 Mr/kr/cyT) BBeieHHE
CYHHTHHHOA B BUI€ 28-THEBHBIX KyPCOB C MOCJIEIYIONIMM IPUMEHEHUEM 7-THEBHBIX TIEPHUOIOB
0e3 JiedeHHs NMPUBOJUIIO K YBEIUYCHHUIO 3a0071€BaEMOCTH (PEOXPOMOLUTOMON W TUIEPILIA3UU
MO3TOBOT'O BEIIECTBA HAAMOYEYHUKOB y CaMIIOB KPBIC, MOJYYABIIUX JO3bI 3 MI/KI/CyTKH B
Teyenue > 1 rona (B > 7,8 pasa Beiie AUC y nanuenToB nipu Begennu B PCJI). Pak OpyHHEpoBbIX
JKeJle3 pa3BUBAJICA B IBEHAIATUIIEPCTHON KHUIIKE IPH A03aX > | MI/KI/CyT y caMOK U 3 MI/KI/CyT
y CaMIlOB, W THUMEPIUIA3us KIETOK CIM3UCTOW OOOJOYKM B JKEJIE3UCTOW YacTH JKeIyJKa
HaOJI0/1aTach y CaMIIOB TIPH J103€ 3 MI/KT/CyT; 3Ti n3MeHenus Bo3Hukamm npu AUC B> 0,9, 7,8 u
7,8 paza coorBercTBeHHO npeBbimatomux AUC y manuenToB, nmoiayyaBmux npenapat B PCJI.
3HAYMMOCTb OITyXOJIEBBIX U3MEHEHHH, HAOMIOAAEMBIX Yy MBIIICH (TPAaHCTCHHBIX JHHUU rasH2) u
KpBIC B MCCIIEIOBAHUSAX KAHIIEPOTEHHOCTHU MPU JICYCHUH CYHUTUHUOOM, JUIsl YeIOBEKa OCTaeTCs
HESICHOMA.

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

Bo3znelicTBus mnpenapara Ha JKEHCKYH0 WM MYXKCKYH0 (EpTHIBHOCTh B HCCIIEIOBAaHUSIX
PenpoayKTUBHOM TOKCUYHOCTH HE Haboanock. TeM He MeHee, B UCCIIEJOBAHUSAX TOKCUYHOCTH
C MHOTOKpPaTHBIM BBEJIEHHWEM J103, MPOBEIACHHBIX HA KpbIcaX U 00e3bsiHaX, ObLIO OTMEYEHO
BO3/ICUCTBUE HA >KEHCKYIO (pepTHIbHOCTH B (popMe (OUIMKYISIPHON aTpesuu, JereHeparuu
JKEJITBIX TeJl, U3MEHEHUS SHAOMETPHUSI B MaTKE U CHI)KEHHE BECa MAaTKH U SIMUHUKOB IIPU YPOBHSIX
KJIMHUYECKH 3HAYMMbIX CHCTEMHBIX 3Kcro3uiuil. Bo3gelicTBue Ha My»XCKyO (epTHIBHOCTh
oTMeyasoch B (opMe aTpouu CEeMEHHBIX KaHAIbLIEB B CEMEHHMKAaX, CHUKEHHM KOJUYECTBa
CIIEPMAaTO30M10B B IPUIATKAX U KOJUIOMJHOIO UCTOIIEHUS IPEICTATEIbHOM KEIE3bl U CEMEHHBIX
My3bIPHKOB MIPH YPOBHSIX AKCIIO3UIUU B IUIa3Me, B 25 pa3 MpPEeBHIIAIOIINX YPOBHU CHCTEMHOMN
DKCIIO3UIIMH Y YEJIOBEKA.

VY xpeIc Obula OueBUAHON IMOpHOdeTanbHas cMepTHOCTh. OHa BBIpaxkanach B 3HAYUTEIHHOM
CHIDKEHMM KOJMYECTBa >KMBOTO MOMETa, MOBBIIICHUH YHUCJa pe30opOuuil (paHHUX W OOLIMX),
MOBBIIICHUH MOCTUMILJIAHTAIIMOHHOW THOENN M MOTepH Bcero nmomera y 8 u3 28 OGepeMeHHBIX
CaMOK IIpH YPOBHAX 3KCIHO3ULIMH B 5,5 pa3a MPEBbILAIONUX YPOBHU CUCTEMHOM JKCIIO3ULIUU Y
yelioBeKa. Y KpOJIMKOB CHHYKEHHE Macchl OEpeMEHHON MaTKu M KOJIMYECTBA JKUBBIX IUIOJOB
Ha0JII01aJ7I0Ch BCIIE/ICTBUE MOBBIIICHUS YUCIIAa Pe30pOIHiA, MOBBIIEHUS TOCTUMITJIAHTAIMOHHON
rubenu U moJsHOW motepu nomera y 4 u3 6 OepeMEeHHBIX CaMOK MPU YPOBHSIX HKCIO3UIUH B
IasMe, B 3 pa3a MNPEBBILAIOIMX YPOBHM CHCTEMHOM SKCIIO3ULUU Y ueioBeka. JleueHue
CYHUTHHHMOOM B /103€ > 5 MI/KI/CYTKH Y KPbIC B IEpHO]I OPraHOI'€He3a MPUBOINIO K BIUSHUIO HA
pa3BUTHE, MPOSBISAIOIIEMYCSI B YBEIUYEHUN KOJIMYECTBA MOPOKOB PA3BUTHS CKEJleTa Yy IUIOJA,
[JIaBHBIM 00pa3oM XapaKTEepHU3YIOUIUXCs 3aMeJIEHHONW occuuKanuel rpyIHBIX/TIOSCHUYHBIX
MTO3BOHKOB, KOTOpBIE€ BO3HUKAJIN IIPM YPOBHAX OJKCIO3MIMM B IUIa3ME€ KpoBH, B 5,5 pasza
IPEBBIIIAIOIINX YPOBHU CHUCTEMHOM OKCIIO3ULMHU Yy YEIOBEKa. Y KPOJUKOB IPU YPOBHSIX
9KCHO3UILINHU, IPUMEPHO PaBHBIX HAOIIOIa€MbIM B KIIMHUUYECKOW MPAKTHKE, BIUSIHUE HA pa3BUTHE
OBUIO IMPENCTABICHO MOBBIIICHHBIM KOJIMYECTBOM CIIy4aeB PACILEIMHBI T'yObl, a MPH YPOBHSIX
BO3JCHCTBUS B 2,7 pa3a MNPEBBIIAIONIMX YPOBHU CHUCTEMHON HKCIO3UIUM Yy 4YEJIOBEKa —
pacuienuHbl TyObl 1 HeOa.
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Cynutuau6 (0,3, 1,0, 3,0 Mr/Kr/cyTku) OICHMBAIM B HCCICIOBAHUS MPe- U MOCTHATAIBHOTO
pa3BuUTHs y OepeMEHHBIX Kpbic. Bo Bpemsi OepeMEHHOCTH U B MEPHOJ] JIAKTAllMK OKa3aTeln
IPUPOCTa MACCHI TeJIa MaTEPSIMH MIPH 03€ > 1 MI/KI/CyTKH, OBLIIM CHUYKEHBI HO HE HAOII0alI0Ch
TOKCHYECKOT0 ACHCTBHS Ha MATEPUHCKYIO PENPOAYKTHUBHYIO (DYHKIUIO B 103aX 10 3 MI/KI/CYTKH
(omenounast skcmoszuist B > 2,3 pasa Beime AUC y mnammenTto, mnomydaBmux PCJI).
Habmronanoce cHM)XKeHHE Macchl Tela y IOTOMCTBAa B TEUEHUE IEpUONOB A0 U Iocie
MPEKpAIIEeHUS] TPYAHOTO BCKAapMIIMBaHUs MpU 03¢ 3 Mr/kr/cytku. Ilpm moze 1 wmr/kr/cyTku
(mpubnm3urensHas 3Kkcro3unus B > 0,9 paza Beime AUC y manueHToB, mosydaBmux PCJI)
aMOpHOpeTaTbHON TOKCHYHOCTH HE HAOII0aO0Ch.

6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BellleCTB

Cyautnau6-IIpomomen, 12,5 Mr, Kancyisl

Cooepatcumoe kancyvl
ManuuToN
Kpockapmenno3a Harpust
IloBuaon

Marnus creapar

Kancyna meepoas socenamunosast
Kopnyc u kpvluka kancynot:
Turtana auokcun (E171)

Kenesza oxcun xentsiii (E172)
Kematun

Cynutunub-IIpomomen, 25 Mr, KarcyJbl

Cooepoicumoe kancynvl
Manunurton
Kpockapmenno3a Harpus
IToBunon

Marnus creapat

Kancyna meepoas sicenamurnosas
Kopnyc u kpvruka kancynot:
Turana auokcun (E171)
Kenatua

Cyuutunu6-IIpomomen, 50 Mr, karcyisl

Cooepoitcumoe kancyvl
MaHnHuTON
Kpockapmennosa Hatpust
IToBunon

Maruus creapat

Kancyna meepoas scenamunosas
Kopnyc u kpviwika kancynoi:
Turana quokcun (E171)

Cunuii mareaaroBanubiii V (E131)
Kenatumn.
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6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CpoOK XpaHeHHs)

3 rona.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH

XpaHuTh Mpu Temreparype He Boime 25 °C. XpaHUTh B OPUTHMHAIIBHOW yHaKOBKe (Tavke) JJIs
3alIUTHI OT CBETA.

6.5. Xapakrep u conep:xkaHue NePBUYHON YIIAKOBKHU

ITo 7, 10 nnu 14 kamncyn B KOHTYpPHYIO SIMEHKOBYIO YIAKOBKY W3 IJIEHKM OPUEHTHPOBAHHBIN
MOJIMaMU/aTFOMUHUN/TIOJIMBUHUITXJIOPUT (OITA/AJI/TIBX) W u3 IIJICHKH
NOJMBUHIIXJIOpU A/ TonBHHMITICHXIopu 1/ monmBuHmwIxopua ([IBX/TIBAX/TIBX) u  ¢oabru
IIOMUHUEBON NIEYaTHOM JIJAKHPOBAaHHOM.

ITo 7, 10, 14, 20, 28, 30, 40, 50 unu 100 xarcyn B 6aHKy W3 MOJMUITUIICHA BBICOKON INIOTHOCTH,
YKYTIOPEHHYO KPBIIIKOI HABUHYMBAEMOH U3 MOJIMIIPONIIIEHA C KOHTPOJIEM IIEPBOI'0 BCKPBITHUS CO
BCTaBKOM M3 CWJIMKAareiass WM B OaHKY MOJMMEPHYIO W3 MOJUATHIIEHA HU3KOIO JaBJICHUS,
YKYTIOPEHHYIO KPBIIIKONH HABUHYMBAEMON U3 MOJIMATUIICHA HU3KOTO JaBJIEHUs ¢ MEMOpPaHOM, UITH
B 0aHKy U3 MOJMATWIEHA HU3KOTO MAABJICHUS, YKYHNOPEHHYIO KPBIIIKOM HaBUHYMBAEMOHN U3
MOJINATUIIEHA HU3KOTO JABJICHUS U CMECH U3 MOJIMATUIIEHA BBICOKOTO JABJICHUS M MOJIMITHIICHA
HU3KOTO JTaBJIEHMSI C KOHTPOJIEM NEPBOT0 BCKPBITUS, WK B 0aHKY MOJIMMEPHYIO U3 MOJUITHIIEHA
HU3KOTO JaBJICHHS, YKYNOPEHHYI KpBIIIKOM HAaBUHUMBAEMOM H3 TIIOJMATUIIEHA HU3KOIO
JABJICHUSI C KOHTPOJIEM IIEPBOTO BCKPBITUS JJIsl JIEKAPCTBEHHBIX CPEACTB, WJIM B OaHKY
HOJMMEPHYIO0 C OapbepHOM TOPIOBMHOM W3 MONMAITHICHA HU3KOTO JaBJICHUS, YKYIOPEHHYIO
KPBIIIKON HATATMBAaeMOW M3 IMOJIMATHIIEHA HU3KOTO JAaBJICHUS W/WIN TOJMITUIEHA BBICOKOTO
JIaBJIEHUSI C KOHTPOJIEM NIEPBOTO BCKPBITHS.

Jlonyckaercst BKJIa[pIBaTh B OAHKY MaKeT-OCYLIUTENb (CHJIMKareiab) U/WIU BaTy MEIULHHCKYIO
TUTPOCKOIUYECKYIO.

Opny Ganky wmm 1, 2, 3, 4, 5, 10 KOHTYpHBIX SYEHKOBBIX YIIAKOBOK BMECTE C MHCTPYKIMEH 1O
MEAMIIMHCKOMY MPUMEHEHUIO B TAUKy W3 KapTOHA.

6.6. OcoOble Mepbl MNPeIOCTOPOKHOCTH NPH  YTWIM3AIUH  HMCHOJB30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara WJIH OTX0A0B, TMOJYYEHHbIX IOcjde NpPUMEHEeHUs:
JIEKApCTBEHHOI0 Npenapara, u ipyrue MAaHUIMYJISIUMH € IpenapaTomM

OcoOble TpeOoBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccuiickas ®@enepanns

000 «ITPOMOME] PYC»

Anpec: 129090, r. MockBsa, mpocriekT Mupa, 1om 13, ctpoenue 1, odpuc 13
Tenedon: +7 (495) 640-25-28

DiekTpoHHas moyra: reception@promomed.pro
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7.1. Hpe)l(:TaBl/lTe.]'[L ACPKATEIHA PErHCTPANUOHHOI0 YI0CTOBEPECHUSA

[peTeH3uu moTpeOuTeNeil HAIPABIATH [0 AIPECY:

Poccniickas @enepanus

000 «ITPOMOME/] PYC»

Anpec: Poccuiickas @eneparus, 129090, r. Mocksa, npocriekt Mupa, nqom 13, ctpoenue 1,
odwuc 13

Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyriIOCyTOYHO)

DnexTponnas moura: hot_line@promomed.pro

8. HOMEP (HOMEPA) PETUCTPALIUOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUS OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIN Npenapat OTHOCUTCS K KATErOPUU OTITYCKa 10 PELEnTy.
OO0mass xapakTepucTuka JekapcTBeHHoro mnpemnapara CynutunuO-Ilpomomen noctymHa B
€IMHOM pEecTpe 3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX cpeAcTB EBpa3uiickoro SKOHOMHUYECKOTO

cor3a M Ha OQUIMAIBHOM CalTe YHNOJHOMOYEHHOTO OpraHa (SKCIEPTHOW OpraHu3alvu)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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