COOTBETCTBYET 3KCNEPTHOMY OTYETY
o1 10.01.2024 Nz 173
(Bxogawi M3 N24269145)

MUVHHUCTEPCTBO 3JPABOOXPAHEHI A POCCHUNCKOU OEAEPALTAM

WHCTPYKIV
1O MEJALIMHCKOMY ITPMMEHEHMIO JIEKAPCTBEHHOI'O IIPEITAPATA

Burpakeu

®

Kancyasl 25 mr, 100 mr

Baiiep AT, I'epmanus

H3menenne Ne 3

Jlata BHeCceHMNs M3MeHeHNT «  »

20 L.

Crapas pexakuus

Hogast pegaxuust

dapmaxosorudecKne cBoiicTBa

DapmaKoQunamuxa

Mexanusm Oeticmeus
JlapoTpekTHHUO ABIICTCA
apeHo3uHTprdochaT(ATD)-koHKYpeHTHEIM

" CENIeKTUBHBIM HHIHOUTOPOM
TPOITOMHO3KH-perienTopHod kuHa3p! (TRK),
KOTOPBbIiA OBLT paspaboTan B10)¢:
IIPeJOTBPAICHUS. AKTHBHOCTH KHHa3bl BHE

MHIICHH. MUIUEHBIO I JIapOTpeKTHHHOa

seingercs  cemeiictBo  OenxoB  TRK,
pkmoyamee TRKA, TRKB u TRKC,
KOTOpBlE KOAMpyloTcs reHamm NTRKI,

NTRK2 wu NTRK3,
IIAPOKOH IIaHeNH aHANH30B OUYMIIEHHBIX
(epMEHTOB  JTApOTPEKTHHHO HHTHOHUpPOBAI
TRKA, TRKB u TRKC co 3nauenuamu I1C50
Mexmy 5-11 uM. EnuncTBenHas wHas

dKTHBHOCTb KHHA3bBl HMEJIa MECTO B

COOTBETCTBEHHO. B

dapmaxosoraaecKue cBoiicTea

dapmaxonuHaAMUKA

Mexanuzm Oeticmeusn
JlapoTpexTHHUO SIBJICTCS
aneno3unTprdpocthaT(ATO)-KOHKYpEHTHEIM
)74 CEJIEKTHBHBIM HHTHOMTOPOM
TPOIIOMHO3UH-penenToproi kuHasel (TRK),
KOTOpBIH §)30)¢ pazpaboTaH pIUE:
IpEeJOTBPAIEHHUs] aKTUBHOCTH KHHA3hl BHE

MMIIEHH. MHUIMeHpo I JIapOoTpeKTHHHOA

SBJIGETCS  CEMEHCTBO oenkoe  TRK,
skmovaromee TRKA, TRKB u TRKC,
KOTOpBIE KOmHMpYyIoTcs TeHamm NTRKI,

NTRK2 mn NIRK3

IIII/IPOI(Oﬁ [DaHEIH AaHalId30B OYHIICHHBIX

COOTBETCTBEHHO. B

(GEpPMEHTOB  JIADOTPEKTHHHO HHTHOMPOBAT
TRKA, TRKB u TRKC co snauenusvu IC50

Mexnay 5-11 uM. EnpuncTBeHHas uHas

AKTHUBHOCTH KHHAa3bl HMeEJIa MECTO B
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Crapas pepaxknns

Hosas pegaxuus

KOHIEHTpanusx, Oomemmx B 10 pas. Ha
MOJACIAX ONyXoneHd in vitro u in vivo
JIAPOTPEKTHHUO TIPOAEMOHCTPHPOBAI
IIPOTHBOOIYXOJIEBYIO aKTHBHOCTD B KJIeTKaX ¢
KOHCTUTYTHBHO# axtuBanueii Oenxo TRK,
BO3HHUKAIOWMX B PEe3yJETATe CIMIHUSA TEHOB,
JEJIEUY PEryIATOPHOro JOMeHa 0enKa, HITH B

KIIETKax co cBepxakcipeccueit 6enka TRK.

SIBIEHMS CIHSHHSA TE€HOB BHYTPH DaMKH

" CHHTHIBAHMSI, BO3ZHHKAKINHWE B pE3yIbTaTe

XPOMOCOMHEIX ITEPECTPOEK IEHOB YeIoBEKa
NTRKI, NTRK2? wm NTRK3, upusomsr KX
06pa3oBaHMIO OHKOIEHHBIX CIHTBEIX OENKOB
TRK. OTH HOBHIE XUMEpHbIE OHKOTE€HHbIE
6enku SIBJISTIOTCS abeppaHTHO
3KCIIPECCHPYEMBIMH, CTHMYJIUPYIOITHMHE
aKTHBHOCTE  KOHCTHTYTHBHOH  KMHa3Bl,
BIIOCIIEACTBUU aKTUBHPYIOIIAMU
HIDKEJIEKAIIHe KIeTOYHEIE CHTHAJIBHEIE [Ty TH,
y4acTByIOIli€ B  IpomH(epalud |
BEDKHBAHHM  KJIETOK,  [PHBOLAIOME K
BO3HMKHOBEHHIO OIyXONH, OOYCIIOBIEHHOMH

ciusinaeM reHos TRK.

Dapmaxodunamuyeckue sghgexmol
OnexTpodusnonorus cepaua

Y 36 3I0poBHIX B3pOCHLIX HAIAEHTOB,
TIONIy4aBIINX OIHOKPATHEIE NO3bI B IMANA30HE

ot 100 mo0 900 mr, Burpaksn®

HE YBEIHNIUBaI
uHTepBan QT mo xaxo#-mnbo KIMHHYECKH
3HAYUMOI1 CTEleH .

Joza 200 Mr CcoOTBEICTBYeT IHMKOBOMH
skCHO3UIMH  (Cmax), aHANOTHYHOU  TOH,

KoTopas  HabmomaeTcs  NpH  IpHEME

KOHIeHTpanuax, 6omsomx B 10 pa3s. Ha
MOJENSAX OmyxoNed in Vifro U in Vivo
JapOTPEKTHHUO IIPOJIEMOHCTPUPOBAI
IIPOTHUBOOIIYXOJIEBYIO aKTUBHOCTE B KJIETKAX C
KOHCTHTYTHBHON akrmBamueil Oemxop TRK,
BO3HHKAIOINMX B pe3yJIbTaTe CIUSHUSA I'€HOB,
AeNelUH PeTyIITOPHOTO loMeHa Geka, Wi B

KJIETKaX co cBepxakcnpeccuc 6emxa TRK.

SIBIICHUS. CIMSIHMSL TEHOB BHYTPH PpaMKH
CUMTHIBAHUSA, BO3HUKAIOIIHE B pe3yJIbTaTe
XPOMOCOMHBIX II€PECTPOEK TeHOB HeJIOBeKa
NTRKI, NTRK2 wu NTRK3, mpuBomaT K
00pa30oBaHUIO OHKOICHHBIX CIHTHEIX OENKoB
TRK. OTH HOBBIE XMMEpHEIE OHKOI'CHHBIE
benxu SIBISIOTCS abeppaHTHO
9KCIIPECCHPYEMEBIMH, CTUMYJIAPYIOIUMHU
aKTHBHOCTh  KOHCTHUTYTHBHOM  KHHAa3BI,
BIIOCJIEACTBHH AKTHBHPYIOIIUMH
HIDKENeXaINUe KICTOYHBIE CHTHANBHEIE ITyTH,
ydacTBylomqge B npoinudepamum H
BBDKMBAaHHM  KJIETOK,  IpPHBOIAIONE K
BO3HMKHOBEHHIO OIIYXONIH, OOYCHOBIEHHOM

ciraaaeM TRK.

Dapmarxodunamuuecrkue 3¢phexmot

Qnexmpodghuzuonozus cepoya

Y 36 B370pOBEIX B3pOCNBIX IIAIHEHTOB,
IOy 4YaBUIMX OXHOKPATHEIE JO3bI B JIAANIA30HE

ot 100 o 900 mr, Burpaxeu®

HE YBEIIHYHUBAI
uaTepBan QT 50 KakoH-JIHOO KIMHHYECKH
3HAYUMOM CTECIICHU.

Hoza 200 Mr cooTBercIByer IHKOBOM
9KCIO3UIMM  (Cmax), aHAIOTHYHOH  TOH,

KOoTOpad HaﬁlHO,HaCTC}I IIpu IIpuemMe
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Crapas pegaxkuns

Hogas penaxnus

naporpektuHuba 100 Mr xBa pasa B JeHb BO
BpeMsd  IpeObBaHus B CTaMOHAape.
Vxopouenne QTcF wHabmopmanoce upw

no3upoBannu Butpaxsn®

, ¢ MaKkCUMAIbHEIM
cpemHuM 3¢ dexrom, HabnoIaeMEIM MEXITY 3
7 24 vacaMu 1ocie Cmax, CO CpEXHEM
reomerpuyeckuM ymenpmeHneM QTcF ot
6a3zoBoit smunK -13,2 Mc (muanazon ot ~-10 10
-15,6 mc). Kimnpaeckas 3HaAUMMOCTH 3TOTO

pe3yibTara HC YCTaHOBJICHA.

Kimmmangeckad 3¢ ek THBHOCTE

Kpamrxoe onucanue uccnedosanuii
DddexruBrOCTS U GezonacHocTs BuTpaksu®
ObUIM H3y4YEHBI B TpeX MHOTOLICHTPOBEIX,
OTKPBITBIX KJIHHUYECKHX HCCIEOBAHUAX B
OJHOH TpyIIe y B3POCIBIX U AeTeH, OONBHBIX
pakoM (Tabnmma 1). Ha namsent mMoMmeHnT
MCCIIEAOBAHHS IPOOIDKAIOTCS.

[TaruenTst C 3aI0KyMEHTHPOBAHHBIM
ciuaHdeM resa NTRK u 6e3 Hero ObUIM
JIOTIYIIEHB! K YYaCTHIO B Hccenopanuy 1 u 3
(SCOUT). ITaumeHTH, BKIIOYEHHBIE B
uccnenosanne 2 (NAVIGATE), znomxHe!
ObIM  HMETh paK, IONOXUTEIBHEH 10
cmusaui0 TRK.  OOGwvenuHeHHBd  Habop
JaHHBIX IEPBUYHOTO aHAIK3a 3 EKTHBHOCTH
BKIIOYaeT JaHHple 192 nanuenTa ¢ paxom,
HOJOXHKTENRHEIM 10 cimusHEo — TRK,
3aPETUCTPUPOBAHHEIX B TPEX UCCIIEIOBAHISX,
Y KOTOpPBIX OBLIO IOJAIOLIEECS U3MEPEHHIO
3aboleBaHKe, ONEHEHHOE C  [OMOIIBIO
RECIST Bep.1.1, nmepBuuHOil OIyXONEIO 3a

npenenamMu [THC, u xoTopble mosyywms, 1o

naporpextuanba 100 Mr gBa pasa B J€HE BO
BpeMss  IpeObBaHMS B CTalMOHAape.
Vikopouenne QTcF HaOmopmanmocs mpu
mo3upoBaHMH Butpaxsu®, ¢ MakcHMaTBHBIM
cpenHuM 30 hexToM, HabIIOAAEMBIM MEXIY 3
% 24 vacamm mocine Cmax, CO CpPETHHM
reomerpuueckaM ymenbmiennem QTcF or
6azoBoit nuuum -13,2 Mc (quanason ot -10 10
-15,6 Mc). Kimmaudeckas 3Ha4MMOCTH 3TOTO

PE3YIbTaTa HC YCTAHOBIICHA.

Knunuueckas agpghexmusnocmo

Kpamxoe onucanue uccnedosanui
SddexTusrocTh 1 Ge3onacHocTs Burpaxsn®
OBUIM M3Yy4YeHH B TpPEX MHOTOILEHTPOBEIX,
OTKPHITBIX KIIMHAYECKUX MCCIENOBAaHUAX B
OJIHO IpymnIie y B3pOCHBIX U AeTeil, GONBHBIX
pakoM (Tabmima 1). Ha pmanmenif MomeHT
HCCIEN0BAHMS IPOAOIDKAIOTCA.

[TaupeRTHI c 3aJI0OKYMECHTHPOBAHHBIM
ciusaueM reHa NTRK u 6e3 Hero Opum
JOIYIIEHBI K YYaCTHIO B HCCIIEAOBaHUA 1 U 3
(SCOUT). [IlaumeHTsl, BKIOYCHHBIE B
uccnepoBanne 2 (NAVIGATE), nomxHb!
ObpIM  HMETh pax, MONOXHUTENBHBIA II0
cmugguio  TRK.  OO6nenuuennsni  Habop
JAHHEBIX IEPBHYHOrO aHanu3a 3G PeKTHBHOCTH
BIJIIOYAET OAHHBIE 272 MAIMEHTOB C PaKOM,
NONOXUTENGHEIM 1o cnusHuio  TRK,
3aPETHCTPHPOBAHHEEIX B TPEX MCCIIEIOBAHUAX,
y KOTOpBIX OBUIO IIOJUIaroIneecs] N3MEpeHHIo
3a0oNeBaHAe, OIEHEHHOE C  IIOMOIIBIO
RECIST Bep.l.1, nepBu4HOi OmyXOJBIO 3a

NpeJiellaMid IEHTPaNbHOM HEpPBHOM CHCTEMEI
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Crapas pexakuus

HogBas pepaxuust

MeHbINeH Mepe, ONHY HO03y JapoTpeKTHHHOA.
OTH NauWeHTHl JOJDKHBI OBUIM  IIONYYHTEH
Tpe/IBAPUTENbHOE CTAaHIApPTHOE JIeueHHe,
E COOTBETCTBYIOILEE X THILY OIIYXOJH ¥ CTAIUH

3&60H8B&HK§I, HJA KOTOPBEIE, II0O MHCHHIO

HCCNenoBaTelNls,  OOJKHBI  OBUIH OBI
MOABEPTHYTHCA ~ pajIAKANBHOM  onepamuu
(rakoif  KaKk  aMIoyTauus — KOHEYHOCTH,

anuaneHasg pesexiUs MM [pOLEXypa,

cMorH OBl

|
|
BBI3BIBAIONIAs IIApANIAY) MIIK MAalOBEpPOSTHO
HIEPEHECTH HIM  TIONYYUTh

KIIMHHYECKW 3HAYUMOE€ IIPEUMYIICCTBO OT

JICYCHNAL B

JOCTYIIHOTO  CTaHAAPTHOTO

YCHOBHSX HPOTPECCHPYIOINErO 3a00NICBaHMUsI.

OcHOBHEIME nOKa3aTeNsMH 3G (EeKTHBHOCTH

O6pun  obmias wactora oreera (OYO) wm
mmfenbnocn, otsera (J10), xak onpenencHo
3aCIECIICHHBIM HE3aBUCHMBIM KOMHTETOM IIO
paccmoTpenmo (Blinded Independent Review
Committee - BIRC). Kpome Toro, 33 narnuesra
IIHC wu

H3MCPUMEIM 3a00J€BAaHHEM HA HaYaThbHOM

C TIEPBHYHBIMH  OIyXOJSIMU
3Tale IPOXOAUIH JICUEHHE B UCCIAESTOBAHUH 2
(NAVIGATE) u B uccnenonaruu 3 (SCOUT).
32 13 33 NepBHYHBIX NAIUEHTOB C OITYXOJISIMH
[IHC panee mnpoxonwnu JevyeHHe paka
(XMpyprudecKoe BMEINATENBECTBO, JIydyeBast

Tepanus K (WIM)  NpeNnIecTBYIOINas
CHCTeMHas Tepanms). Peaxium omyxomm
OLICHUBAJINCH HCCIE0BaTENIEM c
Hcrmone3oBaHueM kputepueB RANO  wm

RECIST gep. L.1.

Wnentudpuxamus remoB cmusaus NTRK

(HHC), n xorophle NMOMyYMIH IO MEHbIIER

Mepe OJHy 03y JapoTpeKTHHHOa. OTH

TTalfuEHTHBL JOJIXXHBI OBLTH IIOJIYYHUTh

NPEABAPUTCIIBHOC CTAaHAAPTHOC  JIEUEHHE,
COOTBCTCTBYIOIICC UX THITY OITYXOJIH U CTaTUH

3a6onenamm, WA KOTOpBIE, II0 MHEHHK)

HCCIIeIOBaTeNs, JIOJIKHEBI ) 31)0:1 OB1
NOABEPTHYTHCS  pamuKalbHOU  ollepalun
(Takoift kaKk  aMImyTanMs ~— KOHEYHOCTH,

¢danpanpHas pe3eKNHMs HIH  IIPOIEnypa,
BBI3HIBAIOINAS TIApaMY) HIM MAajIOBEPOSTHO
cMormu OBl IepeHeCTH WIH IONY4UTh
KJIMHUYECKH 3HaYMMOE IPEHMYIIECTBO OT
JOCTYIHOTO  CTaHAApTHOIO  JICYEHHS B
YCIOBHSIX IPOTPECCHPYIONIEro 3a00iieBaHUs.
OCHOBHBIMH NOKa3aTelsiMH 3 (HEKTHBHOCTH
opuin  ob0mas gacrora otBera (OUO) m
Jnmurensnocts oreeta (J0), kak ompezneneHo
KomureroM 10 He3aBHCHMOH ONEHKE B
cienoM pexuMe (Blinded Independent Review
Committee - BIRC). Kpome Toro, 41 manuent
¢ nunepBuuHeMH  onyxoisima I[HC #u
HU3MEPUMBIM 3é6oneBaHHeM Ha HayaJbHOM
3Tale IPOXOIMIHY JIeYeHHe B UCCIENIOBAHNH 2
(NAVIGATE) u B uccnenosauuu 3 (SCOUT).
40 n3 4] manMeHTOB ¢ IIEPBAYHOM OIMYXOJBIO
[HC pamee npoxoawnud IedeHHe paxa
(XMpyprudecKkoe BMEINATENBECTBO, JydeBas

Tepanmug M (WIH)  IpeamecTBYOIIas
CHCTEMHasi Tepanus). Peakium omyxonu
OIICHHBAJMCH HCCIIENOBATENEM c
HCIIONb30BaHHEM KpurepHeB RANO umm

RECIST sep. L.1.
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Crapas pepakuus

Horas pexaxkuus

monarajach Ha  MOJIEKYJSIPHBIE  METOZBI
HCIIBITaHUI: CCKBCHHPOBAHHE  HOBOTO
nokonerust (NGS), ucnonesyemoe wut 196
IIAMEeHTOB, ITOIMMepa3Has elHas peakiyus ¢
(RT-PCR),

ITAaITACHTOB,

oOpaTHO#  TpaHCKpHIILHEH
UCTIONIB3yeMast JUIs 12
(uryopecuieHTHas Trubpumu3auus in  Situ
(FISH), ucnionpayemas jns 14 nanueHToB, u
Nanostring, Sanger sequencing, Chromosome

Microarray, ucnons3yemsle 1jis 1 manueHra.

Tabsmnua 1: Kinnnudecke necneqoBaHus,
MCII0/IL30BaHHbIe TPH aHan3e 3G PeKTHBHOCTH NIpH

COJTHAHBIX H MepBRHYHBIX onyxoasnx [THC

Tunel
HasBaune onyxoJiei,

HCCJAECA0BAHNS, €10 BKJIIOYEHHBIEB| N

Unentudmkarmus cmusHus reHoB  NTRK
OCHOBEIBAIACh Ha oOpasmax TKaHed mis
MOJIEKYJIAPHBIX ~ METOJOB  TECTUPOBAHHIMA:
cexkBeHHpoBaHNe HOBOro nokosenus (NGS)
HCIIONB30Balock y 276  DIAIHEHTOB,
[IoJIMMepasHas LeNHas peakius ¢ oOpaTHOH
tpanckpunmueit (RT-PCR) ucrons3oBanace y
14 IallHEHTOB, ¢uryopecnenTHas
rubpuauzanus in situ (FISH) ncnonrs3opanack
y 18 manmenTos U JpyrHe METOJBI
tTecTupoBaHuA  (Sequencing, Nanostring,
Sanger sequencing wumH  Chromosome

Microarray) UCIIOJIE30BAJIUCh ¥ 5 MAIIUEHTOB.

Taomuua 1: Kinnudeckne HccJenoBaHus,
HCNOJIL30BAHHEIE npH aHaJu3e
3¢ eKTHBHOCTH IPH COMHAHBIX M MEPBHTHBIX

onyxoanax ITHC

naan u nonynsuusi| Josa n aHaJH3
NalHeHTOB coctaB [3ddexTHBHOCTH
Heccenenopanne 1 |flozer jo  |[[IluTOBMIHAS 13

INCT02122913 200 Mr  xenesa (n=4)

» ®aza 1, orkphiToe [omuH WiK (Pax cnioHHOM
paciIupeHHoe nBa pasa B [xenesst (n=3)
UCCEHOBAHNE menb (25 [TUCO (n=2)
yBENUYEeHUs 103b1; (Mr, 100 Mr (CapkoMa Markux

pacmmpeHHas (asa |[Kamcyne!  (TKaHeit (n =2)

BKTIOYANA Wi HMPJI (n =1) b¢
[alHeHTOB, Y pactBop |HeusmectHas
KOTOPBIX s nepBUYHAs!
0OHapyeHa npueMa  fomyxons (n =)
OIIYXOJIb CO BHyTpSb 20

CIIUAHUEM T'EHOB MI/MII)

INTRK

* B3pocinsie

nauuenTs (> 18 net)

c

IPOrPeCcCHpPYIOMIUMHE

COJIMTHBIMH

THaNBI
Haspanne omyXxoJiei,
HCCJIeXOBAHHA, BKJIIOYEHHBIE
ero IJIAH 1 B aHAJIA3 "
nonyJIALHs Ho3an phdexraBHOCT
HALHEHTOB COCTaB H

Hcenenosanne 1 |Joser o |[[Llurosupuas | 13
INCT02122913 200 Mr  prenesa (n=4)
» Daza 1, O/IMH KM |PaK CIFOHHOM

OTKPBITOE 71Ba pasa Bpkene3sl (n=3)

pacuupeHHoe nens (25 [THCO (n=2)*

Hccle0BaHue mr, 100  |Capkoma

YBEJIHUEHHMS O35, [MT MATKMX TKaHeH
paclIMpeHHas Karcynsl |[(n=2)

(aza BOYANa  |WIH HMPJI (n=]) b*
MauMeHTOB, Y pacteop |HeuspectHas
KOTOPBIX h & NepBAYHAs
obHapy»xeHa npueMa  |omyxonb (n=l}
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Crapas pegaxknus Hogas penaxuus
OIyXOJIIMH CO ’”onyxom; co BHYTpb 20
CIIHHEM T€HOB CIMSHHEM T€HOB  [MI/MIT)
NTRK NTRK
Hcenegosanne 2 |100 mr gga [[lluroBnaHas 118 || Bapocneie
NAVIGATE pasa B wenesa (n=24)° nauueHTs! (> 18
INCT02576431 neHsb (25  [Pax crroRHOM net) ¢
» daza 2, M, 100 Mr pxeness (n = 19) [IpOrpeccHpyIOMmHy
MHOTOHAIIHOHANBHOE(KANCYJB!  [CapKoMa MATKHX
MH CONUIHEIMH
, OTKpEITOE, WK TkaHeit (n = 20)
OTIyXOJIIMH CO
KOP3HHHOE pacteop [HMPJI (n=13) >
coneRoBaNHe - i CIIMSIHHEM T'€HOB
OIYXOJNH mpueMa  |KonopexTalbHEI NTRK
* Bapocimsie 1 BHYTpb 20 (i pak (n = §) Wccnenopanne2 |100 mr  |Capkoma 179
nanueHTs! aerckoro fMr/mim)  ([leperuHas AVIGATE 11Ba pasa BIMATKHX TKaHEH
>
BO3pacTa > 12 yer ¢ ormyxons ITHC (n CT02576431 nens (25 |(n=27)
NPOrpeCCHpPYIOLINMH =9
POTpECEHpy ) » Daza 2, mr, 100  [[IluToBnaHas
CONAIHBIMU Menanoma (n =
MHOI'OHALIHOHAJIBH M brenesa (n=25)°
OIMYXOJIAMH CO 6)
THAHUEM TEHOB DMK 0€, OTKPBITOE, kancynbs [HMPJI (n=24)>
INTRK HECEKPETOPHBIA KOp3HHHOE I i
(n=3) HCCIIeJOBaHHe pactBop |Pax cimoHHOHR
PMX, Oy X0JH ris brenesbl (n=22)
CeKpeTOpHEIii (n * Bapocinele u npuema [Toncras xuinka
=4) NalMenThl BHyTpS 20|(n=18)
HCO (n=2)* erckoro Bospacta|mr/ mi) |[lepuunas
piemmit 12 nerc oryxons ITHC
my3sipb (n = 2)
NPOrpeCCUpYIONIH (n=15)
[Tomxemy nounas
MH COTHIHBIMHA MenaHoma
kenesa (n = 2)
MPJT (n = 1) ¢ OITyXOJSAIMH CO (n=8)P
Anmenuxce (o = CIIHSIHHEM I'€HOB [Tomxenynoyna
) RK 1 xenesa (n=06)
CapKkoMa KocTd PMK,
m=1) HECEKPETOPHbI
IMeyens® (n=1) i (n=6)"®
[Ipocrara (n=1) PMXK,
[leiixa MaTKu >
CEKPETOPHBIH
(n=1)
(n=4)
Hccnepopanie 3  (fossi no  (UHbautunpHas | 94
XonaHrunoxapi
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.01.2024 N2 173
(Bxopouues M3 NAJE97140)

Crapas pepaxuust

HoBas pejaxknus

SCOUT 100 Mr/ M |puOpocapxoma
INCT02637687 ? nga pasa ((n = 40)
» ®aza 1/2 B 1eHb (25 [CapkoMa MArkux
IMHOTOHaLMOHansHoeMT, 100 Mr [TkaHeii (n = 26)
, OTKPBITOE xancynst  |[Jepsuunas [THC
pacHupeHHoe WITH (n=24)
cchaeI0BaHUe pacTBop  [CapkoMa KOCTH
TIOBBIMIEHNS 0361, B s (n=1)
tazy 2 pacmupeHus [npHeMa  [BpoxmeHHas
KOTOPTHI BHYTpB 20 [Me3061acTHdYeCcK
BIJIFOYAJIUCE Mr /M)  |a1 Hegpoma (n =
TAIUEeHTEH!, Y 2)
KOTOPBIX MenaHoma (n =
[yCTaHOBJIEHA 1
NPOTPECCHpPYIONIAs
CONMMIHAS OITYXOJIb
CO CIIMSHUEM I'eHOB
INTRK B TOM uucie
MECTHO-
PacnpocTpaHEeHHA
UHGbAHTHIILHAS
¢pubpocapkoma.
» [TameHTH
EeTCKOro BO3pacTa >
1 mecana o 21 roma
C
[POTPECCHPYIOIINM
Jlpaxom wH ¢
[HePBHYHEIMU
omyxoismmu [THC
Igﬁmee KOJNMYECTBO NanueHToB (n)* 225

* coctouT W3 192 DNamMeHTOR C OLEHKOM OTBETa
omyxoir 3CO u 33 DauMeHTOB C NEPBUYHBIMHU
OITYXOJSIMH ITHC (Bximouas ACTPOLIUTOMY,
IMHO6NacTOMY, IJIMOMY, TINIMOHEMPOHHEIE OIYXOJH,

HeHpOHaJbHBIE M  CMellaHHble  HeHpOHANLHO-
TIMANbHBIE  ONYXONM W NPHMHTUBHYK  HeHpo

SKTOJEPMAJILHYIO OITYXOJIb) C OLEHKOM HcciemoBaress
OTBETA ONMYXOJH

2THCO: racTpouHTeCTHHATBHAS CTPOMAIEHAS OMYXOJIb
b MeracTassl B TOJIOBHOM MoO3Te Habmopaotcs y 7
mameHToB ¢ HMPJI, y 4 mnanmeHTOB C paxom
IIMTOBHIHOMN XKENe30H, y 2 MALIMEHTOB C METAHOMOH, Y
1 naupenta ¢ MPJI 1 y 1 nauuenTa ¢ pakoM MOJIOYHOK

uHoMa (n=4)
THCO (r=3)
[pocrara (n=2)
AnmeHHKC,
ATHITAYHBIH
KapUHXHOMIHBIA
PaK JIErKuX,
CapKoMa KOCTH,
Ieifka MaTKH,
eyeHs’,
IIBEHAIATHITED
CTHAst KUINKa,
HapyKHBIH
CITyXOBO#
npoxon®,

bKENTY oK,
HIIEBOJ,

MP .Hb’ d’

[psaMas KHIIKa,

THMYC,

HEN3BECTHBIN

IepPBUYHBIH

pax,

YPOTEMHAILHEI

i pak, MaTKa

(n=1, nns

KAKIO0T0 THIIA)
Hccaenopanne 3 |[Jlossl xo [Medanrmnenan | 121
SCOUT 100 mr / M{¢uGpocapkoma
INCT02637687 P npa pasa [(n=49)
» Qaza 1/2 B 1eHp  |Capkoma
MHOTOHaLIMOHAJIEH [(25 MSITKUX TKaHei
0€, OTKPBITOE mr, 100 mr{(n=39)°
pacIIupeHHoe xancyns! [[lepuunas
HCCIICAOBaHHE WK ommyxons [THC
[OBBILIEHUS A03bI; [pacTBOp  [(n=26)
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COOTBETCTEYET 2KCNEPTHOMY OTUETY
ot 10.01.2024 N2 173
(Bxopauyas M3 NeA2E914R)

Crapas pegakuus

Hogsas pepakuusa

Kene3b! (HECEeKPEeTOPHEIM)

¢ HMPJI: HeMENKOKIETOIHbIH PaK JIErKoro
4 MPJI: MeNKOKIETOUHBIH paK JIETKOTo

¢ renaToneIUIIoNApPHas KapUuHOMa

Hcxonusie XapaKTEPUCTUKH JULst
00beJuHEHHBIX 192 MaleHTOB ¢ COMUIHBIMHA
ONYXOJISIMH CO cliugEHeM reHoB NTRK Opum
CICAYIOIMUMU: CpemHWH Bo3pacT 38 Jer
(mmanazon 0,1-84 net); 37% < 18 net u 64% >
18 ner; 72% Oempx u 51% MyxuwH; H
MOKa3aTeNlb OOIIEero COCTOSIHHS II0 IIKale
ECOG (Eastern Cooperative Oncology Group
- Bocrounas oOneiMHEeHEHAs OHKOIOTHYeCcKas

rpynna) 0-1 (87%), 2 (11%) unu 3 (2%). 92 %

ITIAMUCHTOB paHee Moydald JIEYCHHUE OT paka,
OpeENLIIAEMOC KaK XHPYPrudecKoe
BMCHIATEIILCTBO, JIyd€Bas TCpanus HIH

cuctemMHass Tepaumd. M3 Hux 73% panee
IIOJIyYaH CHCTEMHYIO TEpalMIO ¢ MEAUAHOH
NPEABIAYINAX CXEM CHCTEMHOIO JeYeHMs,
paBrOi 1. 27% Bcex IANMEHTOB paHee He
IoJydany CHCTEeMHyI0 Tepamuio. M3 192
IAIMERTOB Hauboliee pacmpocTpaHeHHRIMH
THUIIAaMM OIlyxXonel OBUIM capKoMa MSTKHX
TKaHe# (25%), nadanTwisnas Gpubpocapkoma
(21%), pax muToBHIHON *xene3n! (15%), pak
cmonHo# xenessl (11%), pak nerxux (8%).
33

AlHEHTOB ¢ IEePBHYHBIMU omyxonsaMu ITHC

Wcxonmuple  XapakTepHCTHKH — JUIA
co cmusHHeM reHa NTRK, oleHEeHHBIMH

uccneygopareneM,  ObUIA  CIEIYIOIMMH:
cpenunii Bo3pacT 9 ner (iuanazox 1,3-79 yer);
26 manuenToB < 18 net, 7 manuenTos > 18 ner,

24 OGenplX mnanueHToB ¥ 17 nauMeHToB

B dazy 2 st Bpoxuennas
pacLIHpeHust npueMa  [Me3obnacTuuec
KOTOPTBI BHYTpE 20|kast HepoMa
BKJIIOYAJIHCE mr /M) |(n=2)
[aNUeHTl, y CapkoMa KocTH
KOTOPBIX (n=2)
YCTaHOBJICHA [[{uroBunHAs
Iporpeccupyomas penesa (n=1)
COJIUZIHAS OITYXONb Menanoma

CO CIIUSHUEM (n=1)

reHoB NTRK, B PMXK,

TOM HHUCIIE CEKPETOPHBIi
MECTHO- (n=1)
pacmpocTpaHeHHas

WHDaHTHIbHAs

dbubpocapkoma.

e TTanueHTHI
INeTCKOro BO3pacTra

> 1 Mecsna mo 21

NPOTpPeccUpyoIx

M PaKOM MY C

roga c

[ICPBAYHLIMH

ommyxossmmu ITHC

Ofmiee KONMHYECTBO MAMEHTOB (n)* 313

* cocrour M3 272 NALMEHTOB ¢ OLEHKOH OTBeTa
omyxonn 3CO u 4] naupeHra ¢ MEPBUYHEIMH

OMyXONAMH ITHC (Bxmouyast acTPOLMTOMY,
TaHTJIHOTITHOMY, rnxHoGnacToMy, TIINOMY,
TAHOHEHpOHHBIE  OMyXONH,  HeHpOHANbHbIE M

CMEUIaHHBIE HEHpOHANBHO-TIHAILHEE ONYyXONH H
NPHUMUTHUBHYIO HEHpPO  SKTOHEPMANBHYIO OIYXONb) C
OLIEHKO} MccIleioBaTeIs OTBETA OMyXONH

2TTUCO: racTpOMHTECTHHAILHAA CTPOMANBHAS OITyXONb
b MeTacTask! B TOJIOBHOM MO3Te HabMONAIOTCS Y YacTH
Naly¥eHTOB TpPH CIENYIOIIMX THIAX ONyXONel: pak
Jerkux (HMPJI, MPJI), IOUTOBHAHOM IKeme3wl,
MENIaHOMBI, MOJIOYHOM JkeNe3sl (HeceKpeTOpHOIA),
Hapy»XHOIr0 CIyXOBOTO INPOXOJ@ M CAPKOMBI MATKHX
TKaHeH

¢ HMPJI: HeMeRKOKIETOUHBIH paK JIErkoro

C.8u3z 47




Crapas peaaxknus

COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N= 173

_ 5 BATD S0 AR

= [

HoBasi peqaxmus

MYXKCKOTO IIOJIa; M  IOKasarenb obmero
cocrosHust 1o mkame ECOG 0-1 (28
nmanueHToB) win 2 (4manuenta). 32 (97%)
HaleHTa paHee IOJyJalll JedeHHe OT paxa,
ompezenseMoe Kak XHUPYPrudecKoe
BMEINATeNBCTBO, JIy4eBas Tepalus MU
cCUCTeMHas Tepamus. B cpenHem Opiia

nomydeHa 1 cxema CMCTEMHOM Tepanuu.

Pezynomamur ananusa sgpghexmugrnocmu

Pesynprarel oOsenuHeHHON 3(QdexTHBHOCTH
s o0Imel YacTOTHI OTBETA, MIUTENLHOCTH
OTBETA M BPEMEHH J0 IIEPBOTO OTBETa, B
NOITYJSIIMHA [IEpBAYHOrO anamsa (n=192) u ¢
MOCNEAYIONMM  IT00aBICHHEM EePBUIHBIX
omyxoneii ITHC  (n=33), pe3synbrarsl
00beIMHEHHOM TIOIYJIALIMA (n=225),

npencrapneHsl B Tabnune 2 u Tabmune 3.

Tabauna 2: Pe3yasTaThl 06LeAHHEHHOR
3¢ PeKTHBHOCTH MPH COJHAHBIX OMYXO0JISX,

BRJIIOYAs H HCKIIIOuAs NepBryHbIe onyxomu [HHC

IlapameTtp AHanH3 AHaIH3

P dexruBHOCTH COSIMAHBIX COSTMAHBIX
onyxoJei, onyxoJieif,
HCKITI04Yas BKJII0Yas!

MnNePpBHYHbIE MNEePBHYHBIE

onyxosas HHClonyxonn
(n=192)" [HC
(n=225)*"
O4Y0 % (n) [95% O] [72% (139) 65% (147)
[65,79] [59, 72]
[TonHeli OTRET 23% (44) 21% (47)
(Complete Response -
CR)
[TaTonormgeckuit 7% (13) 6% (13)

[TONHBIH oTRET °

4 MPJI: MEAKOKJIETOYHBIH PaK JIETKOro
‘r eNaTOLCIUIOJIIpHan KapmiHOoMa

UcxonHse XapaKTePUCTHKH UL
00BeIHHEHHEBIX 272 NalUeHTOB C COMUIHBIMU
OIIyXOJISAMH CO CIHSHHEM reHoB NTRK Osum
CTeJyIOmUMU; cpemuuii Bo3pacT 41 rog
(mmanazon 0-90 net); 35% < 18 ner 1 65% >
18 ner; 57% OGensix u 49% MyxuuH; H
[IOKa3aTeib 00NIero COCTOSHHS IO IIKaie
ECOG (Eastern Cooperative Oncology Group
- Bocrounas o6beuaenHass OHKOIOTHYECKas
rpynna) 0-1 (89%), 2 (9%) umu 3 (2%). 92%
HALKCHTOR paHee IOJIyJallH JedeHHe OT paka,
OTIpefieNsIeMoe KaK XHPYPIrA9ECcKoe
BMEIIATENBCTBO, Jy4eBasd Teparus KN
cucreMHas Tepanus. U3 Hux 72% paHee
THONYYanl CHCTEMHYIO TEpaluio ¢ MEeIHaHOU
OPENBIYIHX CXeM CHCTEMHOTO JedeHWUs,
paBHO# 1. 26% Bcex MAUEHTOB paHee HE
NONy4yanu CHCTeMHyI0 Tepanmio. W3 272
IanMeHToB Haubollee pacipocTpaHeHHBIMA
THIIAMH onyxc;neﬁ OBUTM capkoMa MSTKHX
TKanel (25%), uadantunpHas pudpocapxoma
(18%), pax muToBHIHOM xKene3sl (11%), pak
nerxkux (10%) u pak cimoHHOA Xxeness! (9%).

HcxonHEle XapakTepuCTHKH it 41 manuenTta
¢ nepugnabMHE oyxorsvu ITHC co cimsianem
rena NTRK, OllCHEHHBIMH HCCIEIOBATEIIEM,
OBLIH CIEAYIOIMAMHE: CpeAHHH Bo3pacT 11 et
(mmanazon 1-79 ner); 28 namuenTor < 18 ner,
13 manuenToB > 18 neT, 28 OeNpIX NalMeHTOB
1 20 7[amMeHTOB MYXXCKOTO IONa; X

IIOKa3aTenb 0611];81‘0 COCTOAHHS II0 IIKalue

C.9u347




COOTBETCTBYET 3IKCNEPTHOMY OTYETY
o1 10.071.2024 N2 173
(Bxopaupad M3 N4 369745)

Cra paf peaakums

Hopasa pegakung

UacTHIHBIA OTBET 43% (82) 39% (87)¢
(Partial Response - PR)
Bpemst 7o poctraxenns|1,84 1,84

[epBOT0 OTBETA [0,89, 16,20] |[0,89, 16,20]

(MenmaHa, MECALIER)

[nuamna3soH]

M TEeIbHOCTE 0TBeTa [34,5 34,5
(Menuana, mecsueB)  |[1,6+ 58,5+] |[1,6+, 58,5+]
[muanason] 79% 79%

% C 66% 66%

[P OJOJKUTENBHOCTBIO
> 12 Mecqnen
% ¢

TIPOAOIDKHTEIBHOCTEIO

> 24 MecALeB

-+ 0603HaYaeT TeKymui

* HesaBucumslit HaGinoparenbHbi komurer RECIST
Bep. | musi cONMOHBIX ONMyXoOJlel, 3a HCKIIOYCHHEM
nepBUYHBIX omyxoneit ITHC (192 manuenra).

b Onenka HcclemoBaTeNls ¢ MCHONB30BaHueM RANO
(Response Assessment in Neuro-Oncology - Ouenka
otBera B Helipoonkonorun) wnun RECIST (Response
Evaluation Criteria in Solid Tumors - Kpurepuu oneHka
OTBETA IPH CONHIHBIX ONYXOJMSIX) Bep. | KpHUTepHeB
nepBuaroi omyxomu ITHC (33 naumenra).

¢ ITaromopdonormiecknit ITO npeacrasisn coboit I10,
JNOCTHTHYTEIf ~ ITALMEHTaMM,  KOTOPBIX  JICUMNH
JTapoTpeKTHHHOOM H  KOTOpblE  BIIOCHEJACTBHH
niepeHecu XUPYPTHYECKYIO Pe3eKIMIO 6e3
0GHapyKeHMs XXU3HECIIOCOOHEIX OIYXOJIEBEIX KIIETOK B
npesienax 340POBBIX TKaHEH NpH NOCIeonepaloHHOM
IATONIOrOZHATOMIYECKOM OLEHKe. J[0OepalOHHEIM
HAaUNy4yIlOAM OTBETOM JUIS OTHX IIAlMEHTOB Obll
pexnaccH)ULUUPOBAHHBIA [TaTONOTOMOP(OIOrHIECKHUit
T10 nocne onepauuu cornacko RECIST sep.1.1.

4 Eme y 1% (2 naumeHTa ¢ NEpBUYHBIME OIYXOMAMH
ITHC) nabnromanuch 9acTHIHBIE OTBETHI, OXKUAAIOIIHE
TIOATBEP KACHHUS

Tabnuna 3: OOCwwMit ypoBeHh oOTBeTa M

AJINTEJIBHOCTL OTBETA 110 THIIY ONYXO0JIH

ECOG 0-1 (36 mnamuentoB) mmu 2 (4
namuenta). 40 (98%) manueHTOB panee
IOJTydanu JiedeHWe OT paKa, OIpeHeiieMoe
KaK XUpPYypruieckoe BMEIaTelIbcTBO, JIyueBas
Tepanus UM cUcTeMHas Tepanus. B cpengeM

Obura moimydeHa 1 cxeMa CHCTEMHOM TepaITHi.

Pesyivmamut ananuza schhexmusrocmu

Pesyneratel obbenmHeHHON 3(¢)EKTHBHOCTH
Juil o0mel JacTOTHI OTBETA, JIUTEIEHOCTH
OTBETa M BPEMEHM JO IIEPBOIrO OTBETA, B
TIOIYJIAIMM [IEPBAYHOTO aHam3a (n=272) u ¢
[OCNEAYIOMMM  JT0OaBICHAEM IEPBHYHBIX
onyxonei ITHC (n=41),

TIOITY JISIIAH

PE3yNbTaThL

00BeIMHEHHOM (n=313),

npezcTaBneHsl B Tabmune 2 u Tabnune 3.

Tabauma 2: PesyasTtarsl o6beqHHEHHOM
3(peKTHBHOCTH NpPH COJHAHBIX OIMYXO.AX,
BKJIOYAasg H HCKIIOYAA NEPBHYHBIE OIMYXOJIH

IHC

T ITauue 0o4yo Jits)
OMyXQJIH HTRL Mecsiuer - |/Tnanas
(0=225) % [95%[>12]>24 |on
pI¢ | (Mecsin
eB)

ITapamerp Anaau3 AHaan3

3 peKTHBHOCTH COJHAHBIX  [COJTHIHBIX
onyxoJeii, ‘omyxoseit,
HACKJII0YASl  [BKJIIOYAS
NepBHYHLIE [EePBHYHbIE
ONyXO.IH ONYXO0JIH
HHC ITHC
(n=272)* (n=313)>"

040 % (n) [95%  [67% (182) [61% (191)

JIH] [61,72] [55, 66]

[Tonusbiit oTBET 23% (62) 20% (63)

(Complete Response -

CR)

IlaTonoruyeckuii 5% (13) 4% (13)

TIOJIHBIA OTBET ©

Jactuuneli otBeT  (39% (107)  [37% (115)
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COOTBETCTBYET 3IKCNEPTHOMY OTYETY
o1 10.071.2024 N2 173
(Bxopauped M2 N4 3697450

Crapast penakums Hosas pegaxnus
Capkoma (48 69% |54%,| 78% | 63% | 1,9+, || |(Partial Response -
MATKHX 81% 54,7 || |PR)
rraticlt Bpems g0 1,84 1,84
Heganri 40 93% | 80%, | 80% | 62% | 1,6+, || |mocTHReHHS [0,89, 22,901 |[0,89, 22,90]
TBHAs
98% 38,5+ | imepBoro orsera
¢ubpocap
(MenuaHa, MeCAIEB)
KoMa
Illuorsn [28 64% |44%, | 94% | 76% | 2+, || | AHanason]
ast 81% 39,2+ J{XATEILHOCTD 43,3 41,5
kenesa orBera (Meauana,  [[0,0+, 65,4+] [0,0+, 65,4+]
[leppuuna 33 24% [11%, | 75% | HI | 3,8, || Mecanes) [muanason]
1 OITyXOlb 42% 22,0+ || |% ¢
[THC 1PONOIDKUTENBHOCTS [80% 79%
Cmonnas [22 86% |65%, | 89% | 84% | 74, |l}o> 12 mecsues
hKenesa 97% 58,5+ % ¢
0, 0, 0, 0, +.
Jlerkoe |15 87% | 60%, | 64% | 64% | 1,9+, POROLKHTENBHOCTS (6% 64%
98% 45,1+
10 > 24 Mecsues
Toncras 8 38% | 9%, | 67% | 67% | 5,6, o
0 C
KHIIKA 76% 27,3
NPOACDKHTENBHOCTD [S4% 52%
Menarom [7 43% | 10%, | 50% | HA | 1,05, ||| P ’ °
a 82% 232+ 10 > 36 MecsLEB
MonouHa + 0003HaYaeT TeKyIuit
7 ® Hezasucumblii HaOmonarensHsiit komurer RECIST
1 KeNe3a Bep. 1 A CONMAHBIX OIMyXOJleli, 3a MCKIOYEHHEM
Cexpetop 4 75% | 19%, | 0% | 0% | 9.4+, lr,repmmm,lx omyxoneit [HC (272 naimenTa).
L , Ouenxa Hccnenopatens ¢ McronssoBarHeM RANO
99% 11,1 (Response Assessment in Neuro-Oncology - OueHka
Hecexper s 67% | 9%, [100%| 11 | 152, OTBETA .B Heir’{poc.)H?onor.uﬂ) umu RECIST (Response
. Evaluation Criteria in Solid Tumors - Kpurepuu ouenxu
OPHBIH® 0
99% 23,0+ |l orBeta npm comumHBIX omyxonax) Bep. 1 KpuTepHeB
CacTponH nepeiyHoii omyxomu IJHC (41 nauueHTr).
4 100% | 40%, | 75% | 38% | 9,5, . [Taromopdonormaeckuit [TO npeacrasmsn cobo¥ 10,
TECTHHAIb o .
100% 3LI+ || nocrrHyTHIf  nauMeHTaMu, KOTOPBIX  JIEUHIH
Has NapOTPeKTHHMOOM K KOTOpble  BIOCIEACTBHHU
CTpOMANTh MepeHeclI  XHPYPrUYecKyio  pesekmmio  Oes
s o0Hapy KeHHA XKHU3HECIIOCOOHBIX OIyXONEBHIX KIETOK B
npenenax 340pOBBIX TKaHel NpH NocieonepanuoRHoM
OIyXOMb N4aTOJNIOr0AHATOMUIECKOH OLEHKe. JI0OMepalOHHbIM
i Capxoma |2 50% { 1%, | 0% | 0% 9,5 HaWJ[yylIMM OTBETOM JJIA OTHX [AUUACHTOB OBIN
KOCTH 99% pexiaccuGUUMPOBanHLIi TTaTonoroMopdonoruyeckuii
ITO nocne onepauuu cornacHo RECIST sep.1.1.
Xonauruo |2 0% | /0| W/ | H/L | H/O
KapLUHOM Tafmua 3: OOmmii yposeHb orBera H
ad JUIMTENBHOCTH OTBETA IO THIY ONYXO0JIH*
"l'[omxeny 2 0% |wn|wno || wn |[Tun T1a 040 Jilo)
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COOTBETCTBYET ZKCNEPTHOMY OTYETY
ot 10.07.2024 N= 173
(Bryomauyed B2 M4 369 74R)

Crapas peraxuus Hopas penaxuus
noTHas omyxoqn une| % |95% Mecssr  |[uan
hKesesa . HT JA |>12 | >24 > 36! azon
Bpoxiex bI (mecs
as v} 100% | 16%, | 100%| 100%| 6,4+,
Me300nacT| 100% 24,2+ o e
313
MaecKast
)
HehpoMa
Capkoma | 68 | 68% | 55%, | 84% | 70% [49%|0,03+
Heussecr
s 1 100% | 3%, | 0% | 0% | 7,4 |msrxux 78% , 65,5
nepBUYHA 100% TKaHel
ft omyXos VHbanTi | 4 | 9504 | 80%, | 80% | 60% [53%) 1,6+,
) Armernyuk]|1 0% | W/ | B/O | W/ | B/ |nseas 98% 64.2+
/ C (¢hubpoca
[Megens? |1 0% |H/O| /O |WHo| 1O pKoMa
Mpocrata I 0% | WAL | WL | W) IR iennp [ 41 | 22% | 11%, | 60% | 50% [50%] 3,5,
[lleiika |1 0% | H/0 | /O | /O | H/Q as 38% 39,4+
MaTKH
OIyXONb

JO: mnuTensHOCTEL OTBETA
H/)I: He npuMeHMMO H3-3a2 HEGONBLIOTO KOMHIECTBA [HC

WJIH OTCYTCTBHA OTBETA [IuroBua| 30 | 63% | 44%, | 89% | 65% [54%| 3,7+,
HI:

JI: He JOCTHrHYTO s 80% 643+
+ 0603HayaeT TeKyIuii OTBET hrenesa

2 OLICHEHO B COOTBETCTBUH C AHAJIU30M HE3aBHCHMOIO

0 0 0, 0, 0,
Ha6moparensHoro xomurera o RECIST B.1.1 mis Jlerkue | 27 | 74% | 34%, | 72% | 56% 42%) 1,9+,

BCEX THIOB OIYXOJIEH, 3a HCKIIOYEHHEM MAlUEHTOB ¢ 89% 45,1+
) nepeuyHoit onyxonsio ITHC, xotoprie oneHuBanuch Crionnas| 25 | 84% | 64%, | 90% | 86% [74%| 7,44,
N HCCNIEJIOBATENEM C WUCIONB3OBAHMEM KPHUTEPUEB |
RANO w1 RECIST 8. 1.1 bkelresa 95% 59,1+
b
C 2 ONHEIMH, 1 1aCTHIHEIM OTBETOM Toncras | 18 | 50% | 26%, | 86% | 86% [43%| 5.2,
¢ ¢ 1 nonueBM, | YaCTHYHBLIM OTBETOM
KHIIIKA 74% 39,4
d OAMH IaNMeNT, KOTOPEIi He OIEeHHBANCS
Monouna |

I/I3-33. PEOKOCTH pakKa, NOJOXKHTCIBHOIC IIO g 5Keresa

cmusHmio  TRK,  6pumi  mccnmesmoBaHsI [Hecekper 6 | 50% | 12%, | 67% | 67% [67%| 7.4,

OPHBIH®
IMAUMEHTEl C MHOMXECTBEHHBIMU THIIAMH [OPHBIH 88% 453+

ONyXOJIE# ¢  OrpaHWYEHHBIM  YUCJIOM Cexperop 5 | 80% | 28%, | 75% | 75% | H1| 11,1+
NAIMEHTOB ¢ HEKOTOPLIMH THIIAMMU OITyXOJeH, |ipiit 991y, 3’1 i
Y » Iy

YTO BBI3BIBAJIO HECONIPEAENEHHOCTE B OLIEHKE

MenaroM| o | 440, 14%, | 50% | HI[ [HI| 1,9+,

79% 23,0+

O4YO mia tuma omyxomu. OYO B obmeit N

IIOITYJIAIIHA MOXKET HE OTPaXaTh OXKMJIaeMbIit

Homwkeny| ¢ | 17051 0%, | 0% | 0% |0% 3,8,
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COOTBETCTBYET 3IKCNEPTHOMY OTYETY
o1 10.071.2024 N2 173
(Bxopaupad M3 N4 369745)

Crapas pepakuus

Hosas pexakuHsa

OTBET IPH KOHKPETHOM THIIE OITYXOJIH.
Bo B3pocnoit momymwsmum (n=122) OYO
cocraBmiia 64%. B nercxoit momyssuud

(n=70) OYO cocraBuna 87%.

M3 198 60nbHEIX ¢ MMPOKOH MOJEKYIApHOH
XapaKTEPUCTHKOM 10 MPOXOXIEHHS JICUCHUS
naporpextiHEHOOM, OYO y 95 mnamueHToB,
KOTOPBIC HMENH JPyTHAE FTeHOMHBIC U3MECHEHHS
B JONONHEHHH K CHUSHUIO TeHOB NTRK,
cocraBmna 55%, u y 103 maumenToB 6e3
mwmernenuit Q4O

JIPYTHX  I'€HOMHBIX

cocrasuia 70%.

OonenHeHHas  BHIOOPKA HAIUEHTOB  JUIS

INEpBHYHOI'O aHam3a

ObbvenuHeHHAs BBIOOpKA NALMEHTOB JUIA
192

IIamMEHTOB W HE BKIIOYAJla IICPBHYHEIC

IIEPBAUYHOTO aHaI3a CoCTodANa U3

omyxomu I[HC. Memnana AIUTENBHOCTH
NeueHus OO IPOrpeccHpoBaHus 3aboleBaHus
cocraBuna 34,5 mecsma (auanaszos: ot 1,6 mo
58,5 MecsIeB) B COOTBETCTBHM C OKOHYAHHEM

cbopa panHeix B umione 2020 roma. 79%

®

NallAeHTOB [OTyYa BUTpakeBu® B TedeHHE

12 unmu Gonee MecsaleB, a 66% mnomydyann

®

Burpakeu® B Teuenue 24 MecsueB mia Gonee,

puyemM HaOmoneHue

TOCHIEAYIOIES
IPOAOIDKANIOCE Ha MOMEHT IIpOBEHEHMS
aHamm3a.
Ha MOMEHT aHanu3a cpenHsat
IpOJOIDKUTENILHOCTh OTBETA COCTaBIANa 34,5
MecsneB (muManason or 1,6+ mo 58,5+), mo

oumenxkam 79% [95% HOW: 72, 86] orBeroB

mouHas 64% 5,8
Kenesa

Factpount 5 | g4 | 289%, | 75% | 38% [38%] 9,5,
TECTHHA 99% 50,4+
bHas

CTpoOMaib

Has

OITyXOJb

Capkoma | 3 [33%| 1%, | 0% | 0% |0%] 9,5,
KOCTH 91% 9,5
Bpoxcen

s 2 1100%]| 16%, [100%|100%) 100|29,4-+
Me300J1ac 100% % |, 445
THYeCKas

HedpoMa

HJ1: He HOCTHTHYTO

* HeT NOCTYIHBIX NAHHBIX JUIA CJIEQYIOLIMX THUIIOB
OmyxoJeii: XoNaHrHOkapuuHOMa (n=4); npocrara,
HEeW3BECTHAA NEPBHIHASA OMyXolb (N=2 Wi Kaxpoif);
anneHauke, meiika MarTKH, IIeYeHs,
JBEHAIATHIIEPCTHAs KHMIIKA, HapYXHBIH CIyXoBOi
NPOXOJ, XeNYROK, IMIIEBOA, NpsAMas KHUILKA, THMYC,
ypoTenuii, MaTka (n=1 A KaXXIOro THIIA)

+ obo3HavaeT TeKyILIHii OTBET

® OLIEHEHO B COOTBETCTBHHM C AHANM30M HE3ABUCHMOIO
pabmoparensHoro komurera no RECIST B.1.1 mis
BCEX THUIIOB OIyXOJNel, 3a HCKIOYEHHEM ITALUEeHTOB C
nepeuyHOH omyxonsio HHC, xoTopele OLeHMBAsIUCh
HcCIeJOBATENEM ¢ NCTIOIb30BaHueM kpuTepreB RANO
wm RECIST B. 1.1

b ¢ 3 ronHeMH, | YaCTHYHBIM OTBETOM

¢ ¢ 1 MOJMHBIM, 2 JaCTHYHBIMM OTBETAMM

M3-3a pejKOCTH paKa, IOJIOXHTEIEHOTO IT0

cmsario TRK, Ol HCCeNOBaHbL

IIAaMUCHTEI C MHOXCECTBCHHBIMH  THIIAMH

ONMyXOJeH ¢  OrpPaHHYCHHBIM  YHCJIOM
IALMEHTOB C HEKOTOPBIMM THIIAMH OIyXOIeid,
YTO BBEI3BIBAIO HEONPENENEHHOCTh B OIIEHKE
OYO gmns tuma onyxond. OHO B oOmei

TIOIIYJIAITAA MOXKET HE OTpaXarTh OXKMIaEMBbIi
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COOTBETCTBYET KCNEPTHOMY OTYETY

ot 10.01.2024 N= 173

Crapas pegakuus

(Bxopaupad M3 N4 369745)

HoBas pegaKkuus

JUTMITHCE 12 MecsieB Wi goblie 1 66% [95%
J: 57, 73]
Mecsina Wi gonsme. 89% [95% JIU: 85, 94]

aITHEHTOB,

OTBETOB IIPOAOIDKANUCH 24
IONyYyaBIIMX JiedeHHe, ObUIM
YXMBBI YEPE3 I'oJl IIOCIIe Hayana Tepanyi u 82%
[95% JTU: 76, 88] nanuenTOB Hepes aBa roja,
Korjia Meiuasa o0Imeil BEBDKHBaeMOCTH €Ie He
Obula DOCTUTHYTa. MenuaHa BBDKMBAEMOCTH
coctaBuna 33,4

0e3 mporpeccupoBaHHsS

Mecqana Ha MOMCHT aHaJIn3a, Cc

BBDKHBAEMOCTRIO  0€3  IIpOrpecCHpOBaHMSA
cocraBuna 67% [95% JIU: 60, 74] wepe3 onun
rox u 57% [95% JIU: 49, 65] uepes aBa roga.
CpenruM H3MECHCHHEM Da3Mepa OIYXONH B
OOBEIMHEHHON BBIOODKE NAIMEHTOB UL
IEPBUYHOrO aHanu3a ObUIO YMEHBbIIEHWE Ha

70%.

ITanmenTs! ¢ nepuuHOi onyxoasio [ITHC

Ha MoMeHT oxoHuanus cOopa JaHHEIX U3 33
[alMEeRTOB ¢ nepBUIHbIME omyxoisMu [THC
IOATBEPXKACHHBIA OTBET Habmonancs y 8
nanuerToB (24%), y 3 u3 33 nanuentoB (9%)
HaOIIOAJICS TONHBIM OTBET U Y 5 IaMeHTOB
(15%) - yacTuunbii. Y 2 IONONHHUTETHHBIX
naupueHToB (6%) Habmojancs eme He
TONTBEPKACHHEBI JacTUYHEBIH oTBeT. Eme y
20 (61%)
crabmibHOE 3a00neBanue. Y Tpex IManueHTOB
(9%)

3abonesanns. Ha MoMeRT oxoHuarms cbopa

TTAITUEHTOB HabII0aNoCh

Habmopjanoch  IpOrpeccUpoBaHHe

JAaHHBIX MIMTCIIBHOCTh JICYCHHS COCTaBJIIa
31,3

npojomkanock y 18 u3 33 manuenTos, npuaeM

or 1,2 no Mecsna,  KOTOpoe

OTBET IIPH KOHKPETHOM THIIE OITYXOJIH.
Bo B3pocnmo#t momymsmum (n=178) OUYO
cocraBuna 58%. B perckoit momymsium

(n=94) OUO cocTapuna 84%.

U3 238 60ONBHBIX ¢ MIMPOKOH MOJIEKYJISAPHOH
XapaKTEePUCTHKOH! 0 MPOXOKACHUS JCUCHUSI
naporpektuarboM, OYO y 128 manueHTOB,
KOTOpEIE MMEIIH JIpyTrHe TeHOMHEIE H3MEHeHU S
B JIONOJIHEHHH K CIHAHUIO TeHoB NTRK,
cocraBwna 52%, m y 110 namwentoB 6e3

reHoMHBIX  u3MmeHeHuit  OUYO

Jpyrax

coctasuia 76%.

ObveduHennas evibopra nayuermos OnA
nepsuiH020 aHANU3a
Ob6sbenunensas BBHIOOpKAa MMAIMEHTOB JUIA

272

IIAalMUCHTOB ¥ HE BKIOYala IICPBHYHBIC

NEpBUYHOIO AaHaNHW3a COCTOsNa U3
omyxomu IIHC. Menpasa IHTENHHOCTH
JIEYEHHUS IO YMPOrPECCHPOBaHUS 3a00NeBaHUS
cocrasuna 19,6 Mecana (auanazon: ot 0,10 mo
75,2 mecsana) B COOTBETCTBHM ¢ OKOHYAHHEM
cbopa namEex B mrone 2022 roma. 57%
TNAaNMeHTOB ToTyyanu Burpaxksu® B Teuenue
12 unu Gonee MecsueB, 34% momyvann

Burpaxen® B Teuenne 24 Mecsues wu Gonee,

® B Teyenne 36

a 21% nomygamu Butpaxsu
MecsleB wm Ooyee, NpHYeM IocIeAyolee
HaONMIONEHHE MPOJOIDKANIOCH HAa MOMEHT
IIPOBEICHHS aHAIH3A.

Ha MOMEHT aHaIu3a cpenHss
IIPOJIOJDKUTENFHOCTE OTBETa cocTapiia 43,3

Mecsia (muanasor ot 0,0+ go 65,4+), mo
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COOTBETCTBYET KCNEPTHOMY OTYETY

o1 10.01.2024 Nz 173
(Baonaupaid B3 N24269745)

Crapas penakunﬂ

HoBas pepaxuus

OIUH H3 YKa3aHHbIX IIAMHCHTOB IIOJYyYall

JIEUEHYE ITOCTIE IPOTrPECCHPOBAHMUS.

(Dapmaxoxuuemurca

Y OGONBHBIX paKoM, INONYYaBIIHX KAaIlCyIIBl
Burpaxsn®, TTMKOBBIE YPOBHH
naporpekTuEnba B IrasMe (Cmax) ObUIH
JIOCTUTHYTHl IpHMepHO depe3 1 dbac mocie
BBEJCHUS JO3bL.. PaBHOBECHOE COCTOSHHE
JOCTHUraeTcs B TeueHue § qHEH ¢ CHCTEMHEIM
HAaKOIUICHHEM B 1,6  paza. [Ipu
PEKOMEHIOBAHHOM J03€ 100 MT,
pHHUMAaeMOH JBa pa3a B JEHb, CpejHee
apu(pMeTHIeCKoe PaBHOBECHOTO COCTOSHMS
Cmax ¥ cyrounas AUC y B3pocCisxX
cocraBisud 914 + 445 ur/mMn u 5410 + 3813
Hr*4/MN cooTeeTcTBeEHO. VccnemosaHus in
Vitro TOKa3BIBAIOT, YTO JAPOTPEKTHHHO He
apnsgercs cyoerparom Hu ans OATPIBI, Hu
it OATP1B3.

HccnernoBanus in vitro II0OKa3BIBAIOT, 4YTO
TapOTPEKTHHUD HE HMHTHOHpyeT
m3odepmentsl CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19 wmmn CYP2D6 B
KIMHAYECKH 3HAYMMBIX KOHIEHTpAUUsIX WU
BpsZ JIM TOBNHUSET Ha KIHMpEHC cybCcTpaToB
IlaHHBIX m30hepmenToB CYP.

HccnemoBanus in Vvitro TIOKa3BIBAIOT, YTO
TapOTPEKTUHHD He HMHTHOHpYET
Tparcmoprepsl BCRP, P-gp, OAT1, OAT3,
OCTI, OCT2, OATP1B3, BSEP, MATE] n
MATE2-K B  KIMHHYECKH  3HAYUMBIX

KOHIIEHTPALUAX M BpPSN JH IOBIHAET Ha

onenxam 80% [95% JU: 74, 86] orseToB
JUIMIHCDH 12 Mecsnes wid gonsine, 66% [95%
IOM: 58, 74] oteeroB npomoxanmuch 24
mecsa i gonslre 1 51% [95% AU: 42, 60]
OTBETOB IpONOIDKAIUCH 36 Mecsila HIM
nonsure. 86% [95% JU: 82, 90] nanuenTos,
IOJyJaBIIIKX JIEICHUE, OBUIH JKUBEI Yepe3 roft
TociIe Havana Tepanu, 77% [95% [IU: 72, 82]
IaUeHTOB depe3 2 Troja Iocle Hayala
nevenus, 1 72% [95% IW: 66, 78] gepes 3
roza, xorja Meguada obmei BEDKMBaeMOCTH
eme He Opma jgocturHyta. MezauaHa
BEDKHBAEMOCTH  0e3  IPOrpecCHpOBaHHUA
cocrasmuna 30,8 mMecsIeB HA MOMEHT aHAJIK32,
C BBDKMBaeMOCTHIO 0€3 NpOrpecCHpOBaHUS
coctaBuna 65% [95% JTU: 59, 71] uepes 1 rogx,
56% [95% JIU: 49, 62] uepe3 18a roxa u 43%
[95% AU: 36, 50] uepes 3 roza.

CpenuuM H3MEHEHHMEM pa3Mepa OIMYXONH B
o0beUHEeRHOH BBIOOpKE NAUEHTOB IS
NEepPBUYHOrO aHanu3a ObUI0 YMEHBIICHHE Ha

79%.

Iayuenmut ¢ nepsuynoti onyxonvio LJHC

Ha mMomeHT OoxoR4aHMA cOopa JaHHBIX U3 41
IaldeHTa ¢ NepBHYHBIME omyxomsvu [[HC
NOATBEPXICHHBI OTBET Habmopancs y 9
nanueHToB (22%), y 1 u3 41 nauuenta (2%)
HabJroalcs ONHEIM OTBET U y 8 manueHToB
(20%) - wactmunsni. Eme y 20 manueHToB
(49%) Habmopanock cTabUIBHOE
3abonepanne. Y 12 naumentoB (29%)
Habmonanock IPOrPECCHPOBAHUE

3aboneBanys, Ha MOMEHT OKOHYaHUSA c6opa
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

A |._|. s B

L2 e

ot 10.01 :
(Bxonaupeid M3 NeA2ET 145

Crapas penaxkuns

Hogas pegaxuuns

KJIApeHC Cy6CTpaToB STHX TPaBCIOPTEPOB.

Beacwvieanue

Cpennss  abcomoTHast  OHOJOCTYIIHOCTH
apoTpekTHHUOA cocTaBiiuia 34% (nuamasoH:
oT 32% no 37%) nocie OXHOKpPATHOI'O
nepopansHoro npuema 100 Mr. ¥V 3mopoBBIX
AUC

napoTpekTHHHOa B (opme pacTtBopa AuA

B3POCIIBIX I0OpOBONBIER
IpHeMa BHYTph ObUIAa aHAJOTHYHA TaKOBOM
IpH TIpHEME Karcyl, NIpd 3TOoM Cmax IIpH

IPMMEHEHHH pacTBOpa I IIpHeMa BHYTpb Ha

36% Bruue.
Cmax JMapoTpexTHHHOA OBITA  CHIDKEHA
npubmsnTensio Ha 35% y  3m0pOBBIX

CyOBEKTOB, KOTOPHIM BBOIHIH Burpaxsu®

IOCNE INpHeMa THIMA ¢ BBEICOKHM
COZIEP>KAHUEM JKHPOB U KaJOPHif, # He OBUIO
HHUKakoro BiaugHus Ha Cmax ¥ AUC mocie

TOJIOJaHHA B TCUECHHE HOYH.

Bnusanue  cpedcms,  nogviwuaiowux  pH
JHCENYOOYHO020 COKA, HA NAPOMPEKMUNHUD

Jlaporpextunu® obnamaer pH-3aBHCHMOI
pacTBopuMOCTEIO. HccnenmoBauus in  vitro
NOKa3bIBAIOT, 4YTO B 00BEMax XHIKOCTH,
HUMEIOIIMX  OTHOIIEHHE K  KeJIyJO4HO-
kumeynomy Tpakty (JKKT), maporpektunHuG
IONHOCTBI0 PAaCTBOPUM BO BCEM AHAIA30HE
3HayeHni pH ey NOYHO-KHUIIEYHOTO TPaKTa.
[TosTomy MaJIOBEPOATHO,

9To Ha

NapOTPEKTHHHUO BIVISIFOT pH-

MOJMGUIMPYIOIHE areHTEL.

Pacnpedenenue

JAHHBIX JTHTEILHOCTh JIEYEHHS COCTaBILANIa
1,7 50,9

npojokanock y 13 u3 41 nanueHToB, IpudeM

oT J0o MeEciAna, KOTOpoe

OOHH M3 YKa3saHHBIX ITAUCHTOB IIOIydall

JIEUYSHHE [IOCIIE IPOrPECCHPOBAHM.

DapMaKOKHHETHKA

VYV GONBHBIX paKkoM, NONYYaBIIAX KalICYJBI

Burpaxsu®, IIMKOBBIE YPOBHH
naporpexktnHuba B 1mnasMe (Cmax) OBLIH
JIOCTHTHYTHI IIPEMEPHO uepe3 1 dac mocie
BBEJICHHS JI036l. PaBHOBECHOE COCTOSHHE
JocTHraeTcs B TeyeHHe 8 MHeit ¢ CHCTeMHBIM
1,6

03¢

HAKOIJIGHAEM B pasa.
100

HpHHHMaBMOﬁ IBa pasa B JHOEHb, CpeaHee

IIpu
PEKOMEHAOBAHHOM MT,
apU(pMETHIECKOE DPABHOBECHOI'0 COCTOSHHS
Cmax )%
cocrapianu 914 + 445 ar/mn 1 5410 + 3813

cyrounas AUC y B3pociuex
Hr*y/MJI COOTBETCTBeHHO. Vccnenosanus in
Vifro IIOKa3bIBAIOT, YTO JIAPOTPEKTHHHO HE
apsiercs cyOcrparom Hu i OATP1B1, mu
m1 OATP1B3.

Hccnenopanus in vitro IOKa3hbIBalOT, YTO
NapoTPEKTHHUO
m3odepmentsl CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19 wmwm CYP2D6 B

KIIHHAYECKH 3HAYUMBIX KOHLEHTpalluAX H

He HMHTHOHpYET

BpAZ, U INOBIMSAET HA KIHPEHC CyOCTpaToB
IOaHHEIX u3o¢epmentoB CYP.

UccnenoBanust in vifro IOKa3BIBAIOT, 4YTO
TTapOTPEKTHHUD HE
Tpancnoprepel BCRP, P-gp, OATI1, OATS3,

OCTIL, OCT2, OATP1B3, BSEP, MATEI u

MHIHOUpyeT
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N2 173
y A0

I LAF. A i

AR

HoBas pegaxknous

Cpenuuit obBeM pacIpeneneHus
JMapOTPEKTHHHOa Y  3/IOPOBBIX  B3POCIBIX
cyObekToB  cocraBun 48 1 mocue

BHYTPUBEHHOTO  BBEJICHUS  MMKPOZO3HI
pamuoaxTuBHO MeueHoro JIC B coderarum ¢
nepopansHOi jo30it 100 mr. Ces3siBanue
JIapOTPeKTHHUOA ¢ GelTKaMy IIIa3MBI YeJIOBEKa
in vitro coctaBisuio npuOmsuTensHo 70% u

HE 3aBHUCENI0 OT KOHIEHTpallMH [Ipenapara.

Buompancgopmayua
JlapoTpexTHHHO MeTaboMu3upOBaICsS
nperMymecTBeHHo n3odepmenTamu CYP3A4
u CYP3AS5 in vitro. Ilocne mepopansHOrO
BBEJICHUS OXHOKpaTHOH mo3pl B 100 mMr

JIapOTpeKTHHHOa C paJuOaKTUBHON METKOM

3JI0POBBIM B3pOCITBIM J0OpoBONBLIAM,
OCHOBHEIMH U PKYTAPYOIMI
PaIHOaKTHBHEBEIMU JeKapCTBEHHBIMA
KOMITOHEHTaMH: ObUTH HEM3MEHCHHBIH

naporpekTHHEO (19%) u  O-rynoKypoHWM,
KOTOpBI 0Opa3yercss IOCIE IOTEPH YacTH

THAPOKCUITHPPOIUAMHA MOUEBUHEI (26%).

Beigeoenue
[Tepuon MOTyBEIBENIEHHS JapOTPEKTHHMOA B
miasMe 60JMBHBIX pakoM, noirydasmux 100 mr

®

Butpaxsu® nBa pa3a B JEHB, COCTaBILLI

npubrmsuTensHo 3 yaca. Cpenuuii KIMpeHC

(CL) JIApOTpeKTUHUOA COCTaBIISI
IPUOIIUZATENEHO 34 /4 rocie
BHYTPHUBEHHOTO  BBEJEHHS  MHUKPOJO3BI

pagroaxTHBHO MeueHoro JIC B coueraHuu ¢

TlepopanbHoi 1030l Butpaxsu® 100 Mr.

MATE2-K B  xiIuHWYeckdM  3HAYMMBIX
KOHIIGHTpAllsSIX ¥ BpsIN JHM UOBIMIET Ha

KJIMPEHC CyOCTPaTOB STHX TPAHCIIOPTEPOB.

Beacwviganue

Cpemusss  abcomoTHass  OHOMOCTYIHOCTE
napoTpexTHHuOa cocTaBisa 34% (ouanaszon:
or 32% po 37%) mocne OTHOKPATHOIO
nepopansHoro npueMa 100 Mr. ¥V 310poBEIX
B3pOCIIBIX J06pOBOJIBLIEB AUC
JapoTpekTAHHOa B (¢opMe pacTBopa JUIA
IpreMa BHYTPh ObDIa aHAJNOTMYHA TaKOBOH
Ipu OpueMe Kamcys, Ophd 3TOM Chax IIpH
TIPUMEHEHUH DPacTBOpa I IpHEMa BHYTDH
Orura Ba 36% BROIE.

Cmax JapoTpexTHHHOa ObUIa  CHIDKEHA
npuOmsnTennbHo  HAa  35% ¥y 370pOBBIX
cyOBeKTOB, KOTOpPHIM BBOAWIH Burpaxsu®
mocne  IpueMa [OHIHM C  BBICOKHM
COZIEP KaHIEM JXHPOB M KAJIOpHit, 1 He OBUIO
HuKakoro BimsEMS Ha Cmax 1 AUC mocne

TOJIOJaHHuA B TCUCHHIC HOYH.

Bauanue  cpedcme,  noswiwarowgux  pH

2ICEVOOHHO20 COKA, HA APOMPEKMUHUD

Jlaporpextuau® obnajmaer pH-3aBUCHMOM
pacTBOpuUMOCTEIO. MccnemoBavus in  vitro
[IOKA3bIBAIOT, YTO B 00BEMax IKUJIKOCTH,
UMEOIMUX  OTHOIIEHHME K  JKEIyIO4YHO-
xumevyroMy Tpakty (QKKT), maporpexTrau®
IIOJTHOCTBIO PACTBOPHM BO BCEM AHAIIA30HE
3HayeHu# pH >kery10YHO-KUIIEYHOr0 TpaKTa.
[Toatomy MaJIOBEPOATHO, Y10 Ha

JIapOTPEKTHHUO BITUSIFOT pH-
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

o1 10.01.2024 Nz 173
(Bxopquusl M2 NeAJRS 4R

Crapas pepakuus

HoBas pepaknust

100

napoTpekTHHHOa 58% OT BBENECHHOH MO3EBI

Ilpu  nepopasrbHOM  nIpuEME MT

BEIBOAMIIOCH Yepe3 KUINEIHHK, 39% 1oIKaMH.
Ilpu BHYTPMBEHHOM
35% wu

BBCIACHHH

COOTBETCTBEHHO 53%. Ilpm
BHYTPHBEHHOM BBEJICHHUM JIOJIS. HEH3MCHHOIO
JIEKapCTBEHHOTO CPEJICTBA B MOYe COCTABILAIA

29%.

Ocof5le rpyOs! HAIUEeHTOB

Jemu
Ha OCHOBAHHUHU JIAHHBIX
(bapMaKOKHHETHIECKOTO aHamM3a TIpH

BeesieEnu 100 Mr/M* 2 pasa B 1eHb Cmax ¥
AUCvy gmere#i ot 1 1o 3 mecaues O5uti B 3 pasa
BBIIIE, YEM Y B3pOCIBIX. ¥ JeTel oT 3 Mecs1eB
mo 12 mer Cmax 6bma Bemme, a AUC
aHAJIOTHYHA TaKoBO# y B3pocibiX. JlaHHBIC

s getedt ot 1 mecsma 1o 6 et orpaHuyeHE!.

Iayuenmor nooicunozo eo3pacma
Ects orpaHuueHHBIE MAaHHBIE O MAIHEHTAX

TTOXHIIOTO BO3pacTa.

Iayuenmvl c HapywieHuem Gynxyuu neyenu

Ilo CPaBHEHUIO co 310POBBIMHK
TOOpOBONBLIAMA Y TAIMEHTOB C JIETKOM,
YMEPEHHOM H TKENOH CTENECHBIO HapyIieH A
¢ynxnun nevenn (Kmace A, B u C o mxane
Yaitnn-1Isr0) Habmomanock yeenndeaue AUC
B 1,3, 2 u 3,2 pasa cooTBeTcTBEHHO. Cmax

yBenuausanock B 1,1, 1,1 1 1,5 paza.

Hayuenmv: ¢ napywenuem gynxyuu novex
100 mr

MaIHERTOB c

Ilpu  omHOXpaTHOM BBEJEHUH

JapOTpeKTHHIOA y

MOIUPHIHPYIOIINE AreHTEL.

Pacnpeoenenue

Cpenunit obbpeM pacrpenenenus

JapOTPEeKTHHHOA y 3IOPOBBIX B3POCIBIX

cyObexkToB  cocraBun 48 1 mocne

BHYTPUBEHHOIO  BBEICHHS  MHKPOHO3BI
pannoakTuBHO MeyeHoro JIC B coderaHud ¢
nepopanbHoit mozoii 100 mr. Cas3biBaHHe
JapoTpexTuHuOa ¢ HenKaMu IIa3Mbl 9esI0BeKa
in vitro coctaBuso npubmuznrensro 70% u

HE 3aBHCEJI0 OT KOHIIEHTPAIMH IIperapara.

Buompancdopmayus
JlapoTpexTrHEO METabONIU3APOBATICS
IperMymecTBeHHo n3odepmentamu CYP3A4
u CYP3AS5 in vitro. Ilocne mepopalbHOTO
BBEJICHUS OIHOKpaTHOH xo3sl B 100 mr

JapoTpeKTHHHOA € PajiHOaKTUBHOU METKOMH

3JIOPOBEIM B3pPOCHBIM I0OpOBOJIBIAM,
OCHOBHBEIMH IUPKY TPy FOLIUMHA
PaIrOoaKTHBHEIMI JeKapCTBEHHBIMA
KOMIIOHEHTAMH ObUIX ~ HEW3MEHEHHBIH

napoTpekTuHud (19%) u O-roKypoHu,
KOTOpPBIH 0Opa3yercs IOocle IOTEpPH YacTH

TEIPOKCHITUPPONKANHA MOIEBHHEI (26%).

Buigeoenue

[Tepron momyBEIBENEHUS JapOTPEKTHHUOA B
rasMe OONBHEIX pakoM, IoiydaBomx 100 Mr
Butpaxsu® gpa pasa B JieHB, COCTABILLI

npubim3uTensHo 3 yaca. CpefHMil KIHpeHC

(CL) JapoTpeKTHHIOA COCTABIISIL
IPUOTU3UTENHHO 34 /q nocye
BHYTPMBCHHOTO  BBEJEHMS  MHKPOLO3HI
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ot 10.01.2024 N2 173
(Bxopouues M3 N-1JE97140)

Crapas pepaxnus

Hosas pefaknus

TepMUHAIBHOH cTammei ToYeuHOo’
HEOOCTATOYHOCTH, TpeOyromuX quanu3a, Cmax
1 AUC ysenuuuBanuch B 1,25 u 1,46 pasa no

CPAaBHEHHIO CO 3[0POBBIMHA lIOGpOBOJ'IBIIaMPI.

paguoakTHBHO MeueHoro JIC B couerannu ¢

nepopanbHoit 1030# BuTpaksu® 100 mr.

100

nmapoTpexTHEuOa 58% 0T BBEZECHHOR HO3BI

IIpy  nepopanbHOM  IpHEMeE MI

BBIBOAMIIOCH depe3 KHIIEYHHUK, 39% mouxamH.
IIpu BHYTPHBEHHOM BBEZICHHH
35% wu  53%.

BHYTPHUBCHHOM BBCOCHWH JOJI HEN3MEHHOI'O

COOTBETCTBCHHO HpH

JIEKapCTBEHHOI'O CPEJICTBA B MOUE COCTABILLIIA

29%.

Ocobuie zpynnvt nayueHmos

emuy
Ha OCHOBaHHH JaHHBIX
(bapMaKOKHHETHIECKOTO agammsa 13§0):8

BBesieRru 100 mr/M*> 2 pasa B feHb Cmax H
AUCYy nereii ot 1 no 3 Mecsmen 6sumM B 3 pa3a
BBILIE, YEM Y B3POCHBIX. Y. AETEH OT 3 MeCAIEB
g0 12 ner Cmax Opmta Bemme, a AUC
aHAJIOTHYHA TaKOBO# y B3poCibX. JlaHHEIE

st jeteit ot 1 Mecsita o 6 J1eT orpaHHYeHbL.

Hayuenmur nosxcunozo sospacma

Ectn OTPaHHY€HHBIE MAHHBIC O IIaHCHTax

IIOXKHIIOrO BO3pacTa.

Iayuenmvl ¢ Hapywenuem Gynxyuu neveHu
ITo

IoOpOBONBIIAME y TANMEHTOB C JIETKOH,

CPaBHEHHIO co 3I0POBBIMH
YMEPEHHOM U TSKENON CTENEHBIO HapyIIeHUH
¢ynxuun negenn (Kiace A, B 1 C o mxane
Yaitna-IIsio) Habmonanock yeermmaenne AUC
B 1,3, 2 u 3,2 paza cooTBeTcTBEHHO. Cmax

yBennuuBanock B 1,1, 1,1 u 1,5 pasa.

Hayueumbl C HAPpYUWIeHUem szcguu no4ex
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.01.2024 N= 173
(Bxopguuaed M2 N4 369745}

Crapas pegakuus

HoBas pepakmus

IIpu omsOkparHom BBenemmu 100 wmr

NapoTpeKTHHUOA y TIAIHEHTOB c

TEPMHHANBHON cTaaue ITOYEYHON
HEAOCTATOYHOCTH, TpeOyomux quanu3a, Cmax
u AUC ysemmuuBaiuch B 1,25 u 1,46 pasa 1o

CPaBHEHHIO CO 3I0POBEIMH JOOPOBOIBLIAMHE.

Crnioco0 npuMeHeHNs | 10351

Jleuenue mpenapatoM Burpaxsu®

clexyeT
IIPOBOJATS I10]] KOHTPOIIEM Bpaya, MMEIOIIEro
ONBIT IPUMEHEHMS  INPOTHBOOILYXONEBOM

TepamyH.

HeobxoauMo noATBEpIUTE HATHYME CITHSHISA
renoB NTRK B mpobe omyxonu A0 Havana
JeYeHus  C

Burpaxsn®.

NpPUMEHEHHEM  IIpenapaTa
IlpucyTcTBUEe clusHus reHa
NTRK B ofpasne OIyxoiy IOIDKHO OBITH
IOATBEPXKICHO BATHAMPOBAHHBIM TECTOM JIO

Hayana nevenns Burpaxsu®.

®

Ilpenapar Butpaxsu® Takie JOCTYTIEH B BHIE

pacTBopa I IIpHeMa BHYTPH, KOTOPBIH
00nanaeT SKBHUBAIEHTHOH OHOIOCTYMHOCTHIO
IIpM INEpOpalbHOM TIipueMe. PactBop mms
OpUeMa BHYTPh MOXXHO HCIIONB30BATh S

3aMEeHBI Karcyll IpH HeoOXOTUMOCTH.

Cnocob npumenenus

BHy’I’pB, HE3aBUCUMO OT IIPHEMA IIHIITH.

Pexomenpyercs IIPOTJIOTHTH

Karcyiy

IejluKoM, 3ammBas Bojod. Kamcymy He

CIIEOYET OTKPBIBATD, JKCBATH HIIK U3MECIIbYaTh.

Peosicum dozuposanus

Cnocof npaMeHEeHHS H J03bI

Jleuenwe mnpemapatoM Burpaksu®

CIeOyeT
IIPOBOOUTE IO KOHTPONEM Bpayad, HIMCIOLICTO
OITBIT

TIPUMEHCHU A HpOTIfIBOOHyXOJIeBOﬁ

TepanuH.

Heobxomumo MOATBEPIHUTS HATAIHE CIUTHHS
regoB NTRK B mpobe omyxomu 70 Hauana
JeYeHuss C

Butpakeu®.

OpUMEHEHHEM  IIpenapara
[IpucyTcTBAE CIHSAHHS TI€Ha
NTRK B ofbpasne OmyXon:H JIOIDKHO OBITH
MTOJITBEPIKICHO BAMAUPOBAHHBIM TECTOM 0

Hauana nederys Burpaxsn®.

Ipenapar Burpaxsu® Taxxke JOCTYIICH B BUJIE

pacTBOpa i1 IpHEMa BHYTPB, KOTODPBIA
obnamaeT SKBUBANECHTHOX OHOAOCTYIIHOCTHIO
IPU IEpOpalbHOM TipHeme. PacTBop Jyis
npHeMa BHYTPh MOXHO HCIONB30BATEH JUIL

3aMEHE! KaTICYJI IIpH H606XOIII/IMOCTH.

Crocob npuMeHeHns

BHyTph, HE3aBUCHMO OT IIpHeMa ITHIIH.

Pexomennyercs IIPOTJIOTHTE

Kamcyiy

LenuKoM, 3amuBas Bojod. Kancymy He

CIIEAYET OTKPLIBATE, XXEBATh HIIK U3MCIILYATh.

Pexxum Jio3upoBanug

B3pocnwvie
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Crapas penaxuus

HoBas pefaxkmons

Bspocnvie

PexomeHnmyeMas mosa npemapara Burpaxsu®
Juit B3pocneix cocraBisieT 100 mr. Ilpenapar
TIPUHAMAETCS IIEPOPabHO, 1BA pa3a B IEHB J0
NPOTPECCHPOBaHMs WM  BO3SHUKHOBEHHUS

HerHCMJIeMOﬁ TOKCHYHOCTH.

Lemu

Pacyer 03Bl HOJDKEH TIPOU3BOAUTHCA Ha
OCHOBAaHMH IUIOIIaMH IOBEPXHOCTH TeJa.
MaxcrmManbsHas pasopas Ao3a npemapara 100
Mmr. Pexomerayercs npunumars 100 Mr/m? Ba
pasa B J€Hb QO IIPOTPECCHPOBAHHUS
3aboneBaHus I BO3HUKHOBCHHS

HenpueMIeMoi TOKCUIHOCTH.
Iponyck 003b1

B cmyuae mpomycka JHOO3BI TMAIMEHTY He
CHEIYyeT BOCIONHSTH I[PONYIICHHYIO JMH03Y.
Cnemyer IpHHATH  CIEXYIOIOYIO  HO3Y
npenapata B oObgHOE  Bpems.  Ilpum
BO3HAKHOBCHHH  PBOTEI  HE  CIEQYET

IIPUHUMATE JOTONHUTENBHYIO JI03Y.
Kopperyus 003v1

[Ipu mobo¥t HexenmaTenbHOM peaknud 2-0¥

CTCIICHHU uenecoo6pa3H0 IIPOIOIDKUTE

JICYEHHC, Ipn ITOM PEKOMECHOYCTCS

TIOATENBHBIA ~ KOHTPONL  peakuuil  Bo

n30exxanne  yCyryOlleHMs — TOKCHYHOCTH.

ITameHTs! ¢ TIOBBINEHHEM  YPORBHA
anmannHamMuHOTpaHchepassl  (AJIT) w/mm
acnapraramuaoTpancgepassl (ACT) no 2-oi
HaOIIOIaThCA c

CTENICHN JOJIZKHBI

PexoMeBmyemas J03a Tpenapara Burpaksu®

mas B3pocisix coctaBiser 100 mr. Ilpemapar
IIpHEMMAETCS IepopanbHoO, 1Ba pas3a B JIEHB 10
IIPOTPECCHPOBAHMA  MIIM  BO3HHKHOBEHHS

HerHeMHCMOﬁ TOKCHYHOCTH.

Jemu

PacyeT 1035 AOKEH IPOM3BONUTHCS Ha
OCHOBaHMM IUIOINANM ITOBEPXHOCTH Tela.
MaxkcumanbHas pazoBas go3a npenapara 100
Mr. PexoMentyercs nanHMaTi) 100 mr/m? nBa
pazsa B JeHb OO0 IPOrPECCHPOBaHHUI
3ab0NeBaHUA HUTH BO3HUKHOBEHUS

HCI'IpPIGMJICMOfI TOKCHYHOCTH.

Ilponyck 003b1

B cmyuae mpomycka o35l TAa[MEHTY HE
CHIEyeT BOCIOJIHATH - IPOIYIIEHHYIO IO03Y.
Cnemyer UpHHATH  CIEAYIONIYIO O3y
nmpenapata B oOpraHOE  Bpema.  Ilpm
BO3HMKHOBEHHM  DBOTBL  HE  ClEAyeT

IIPUHUMATh JOIQJIHUTCIBEHYIO 103Y.

Koppexyus 0o3zet
[Iprn moboM HexeNaTeNbHOH peakuuu 2-i
CTEIIEHU

uenecoob'pasﬂo IPOAOIXHUTE

JICYCHHE, Ipu 3TOM PEKOMCHIYCTCA

TINATENbHBEII ~ KOHTPOJb  peakuuii  BO

n30eKanue yCyryOneHus TOKCHIHOCTH.

B ciygae nesxxenarensbHbIX peakuuii 3-1 wim 4-
i cTemeHH, He CBA3aHHBIX C HAPYIICHUSIMH

byHKIMH TeqeHM:

J ITpmocranoBuTe IpHEeM Iipenapara
Burpaxsu® 10 paspemenus HexeNnaTeIbHOM

peaKmu HITK ocnabncHus CUMIITOMOB
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N2 173
(Bxopauyai M3 N=A269145)

Crapas pexaxuus

Homras penaxnus

IIPOBEJICHUEM  JIaDOpAaTOpHBIX  AHANM30B
YPOBHSA aKTHBHOCTH (PEpMEHTOB Kaxasle 1-2
HEJIeNH II0CJIE BHISIBICHUS TOKCUYHOCTH 2-0U
CTENEHH 10 MOMEHTA €€ paspelleHus, ITo0bI
YCTaHOBUTh HEOOXOAMMOCTH  IIpepHIBAHUS
IpHeMa I[pernapara MIH YMEHBIICHHS €ro

1035l (M. pasgen «Ocobwle ykazaHus» ).

B ciTyyae HeXeNaTeNbHBIX peakuil 3-eif wim

4-olt cTeneHH:

J IIpuocranoBuTe npHeM Ipenapara

Butpaxsz® 10 paspelmeHHs HexKenaTeNBHON

peaxiMM WM OcNabNeHHs  CHMIITOMOB
HeXeJaTeNbHOH  peakuuud. Bo3oOHOBHTE
pUeM Ipenapara B CIIETYFOIMEit

CKOPPEKTHPOBAaHHOM J03€, €CIH peaKius

paszpemunacs B TeueHHe 4-X HENeIb.

L TlomHocTeIO OTMEHHTC IIpHEM

npenapara Burpakeu®

, ECIIM HexelaTelbHas
peaKiysd HE pa3pelnuiach B Te4YeHHe 4-X
HEJIEeb.

PexomenyeMple KOppEKIIUH TO3HI Mpelapara
Butpaksu® Tpu HeKeNaTeNBHBIX PeaKIUsK
TIpUBEJIEHBI B Tabnuue 4.

Tabsuua 4. Pexomenayemble KoppeKIuH
mo3pl npenapatra Burtpaksu® B ciayuae

HEeXeJaTeNnbHOM PECaKmuu. Bo3oOHOBUTE

IpUEM npenapara B CIeayIomen

CKOPPEKTHPOBaHHOM I03e, €CNM peaKIus

paspennack B TEYCHHE 4-x HCACIDb.

L4 ITonHOCTEIO OTMCHHUTC IIpHEM

npenapara Burpaxsu®

, €CIIH HeXelaTenbHas
peaKkliss He pa3pelmmiach B TedeHue 4-X

HEICNb.

PCKOMEH)Iy CMEBI€ KOPPCKIMHA JO03LI IIperiapaTa
BHTpaI(BH® IIp HEXEJIAaTEIIbHBIX PCAKIUAX

NPUBEACHSI B Tabuune 4.

Tabauna 4. PexoMengyemMble KOPpPeKIHH A03bI

npenapara Butpaksn® B ciyuae
HEKeJATeNbHBIX peaKnuil
Koppek | Bapocasie u | Jern c
Mt NOAPOCTKH ¢ | MJI0mMA}BIO
J03bI ILIOIAALI0 | HOBEPXHOCTH
nosepxHocT | Tenra menee 1,0
H Teaa He | M’
smenee 1,0 m?
Ilepaas 75 Mr BHYTpb | 75 Mr/m? BHYTpB
ABa pasa B | Ba pa3a B IEHb
CYTKH
Bropas | 50 mr BHyTps | 50 Mr/M? BRyTpb
IBa pasa B | /1Ba pasa B JIeHb
CYTKH
Tpetea 100 Mr | 25 Mr/m? BHYTpS
BHYTpb OJIMH | ZBa pa3a B JIEHb
pa3 B CYTKH

HEKeJaTeJNbHBIX peariuii

Koppex | Bapocaste u | Jern ¢
nus HOJPOCTKH € | MIIOMA/bIO
J03bI IUIOMAABI0 | MOBEPXHOCTH
noBepxHocT | Tena mexee 1,0
H Teja He | M
menee 1,0 m*

* Hayuenms: demckozo 603pacma, ROTyHaOuUe
npenapam 6 dosze 25 mz/m’ enympy Osa pasa 6
Oenb, O0NVICHLI NPOOONJICAMb NeNeHUe NO MOt
cxeme Oaqoice 8 Mom Caydae, ecau NRouads
nosepxrocmu ux mena npesvicum 1,0 M* 6o epema
nevenus. Ilpu mpemveil  xoppexyuu  O03bl
MAKCUMAALHAA 003 OO0NJCHA COCMAGIAMy 25
Me/m? eHympn dsa pasa 6 Oetb.
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75 Mr BHYTpSb | 75 Mr/mM* BHYTpb
JMBa pasa B | Ba pasa B JeHb
CYTKH

Iepras

50 mr BHYTpE | 50 Mr/M> BHYTpE
IBa pasa B | /Ba pasa B JieHb
CyTKH

Bropas

Tperss | 100 mr | 25 mr/m? BHYTpb
BHYTPbL OJHH | ABA Pd3a B I[CHI:
pas B CyTKH

Hayuenmoi 0emcKo2o
nonywaiowue npenapam 6 0oze 25 ma/m?
BHYMpPb 06a pasa 6 OeHb,
HpoOORdCams NeyeHue no Mol cxeme oaice 8
MOM cRyyae, eciu NIOWa0b ROBEPXHOCHU UX
mena npeevicum 1,0 m? 60 6pems nevenus. Ipu
mpemuveil KOppexyuu 003bl MAKCUMANbHAA
0o3a donocna cocmasname 25 me/m’ enympo

08a pasa 8 OeHb.

go3pacma,

OO0ICHBL

Ecmu y AU eHTOB COXpaHsaCTCA
HCOpueMIIEMasd TOKCHYHOCTEL TIIOCIIE TpPEX

Koppemmifx A03BI, IIPHUMCHEHHE JAaHHOTO

Ipernapara HeoOXoAuMO OTMEHHTH
TIOJTHOCTEIO.
Coemecmnoe _ npumeHeHue ¢ __CUTbHbIMU

unzubumopamu u unoykmopamu CYP3A4

Coemecmnoe npumeHnenue ¢  CUAbHbIMU

unzubumopamu CYP344

Cnexyer n3beraTh COBMECTHOTO IIPHMEHEHHS
cwibHbIX uHruOutopoB CYP3A4, BKmouas
rpeiindpyr wim rpeindpyToBBIf COK, C
npenaparom Burpakeu®. Ecim coBMecTHOro
NPUMEHEHHsT C CHIBHBIM HHIHOUTOpOM
CYP3A4 m3bexars He yHaercsi, HO3Y
npenapara BuTpaksu® cremyer CHH3MTH Ha

50%. Ilo npomecrtBum 3-5 mnepronoB

IIONNYBBEIBENCHU A C MOMCHTa OTMCHBI

uHruburopa IpmeM npenapaTa Burpaxsu®

Eemn y HalUeHTOB — COXPAHAETCI
HelpHeMIleMass TOKCHYHOCTh IIOCHE Tpex
KOppEeKUHi J03bl, IpUMEHEHHE JaHHOIO
OTMEHHUTH

npemnapara He0OX0AMMO

IIOJITHOCTBIO.

Wudopmalys 0 KOpPpEeKIUH HO3EL B CiIydae
HapylleHus okasareneit GyHKIUA IEUYEHH BO
BpEMsI JICYCHHS IIpenapaToM BHTpaKBH®
[pUBE/leHa HWKe B Tabnuie 5 (cM. paszmen
«Oco0ble yxa3zanusy).

TabGauna 5. PexomeHnjyeMbie KOppeKIHH J03bI

H pe)xuMa npuema npenapara Burpaxsu® npu
HApPYIIEHHAX NoKa3aTenel yHKIAA IeYeHn

JaGopaTop | Pexomenayemble Mepnl
HBIH
napamerp

AJIT w/unu | e TTocne BBIABJICHUSA

ACT 24| ToxchyHOCTH 2-H cTenedu
CTEIIeHH HEOOXOIUMO TIPOBOJTATE
(C3xBIHwu | wyacteie MEPHOANYUSCKUE
<5x BI'H) nabopaTropHbIe
HCCIIEIOBAHMS no  ee
HCUE3HOBEHMU, 4TOGHI

ompenenuTs, Tpebyercs M
NpepBIBaHHE WIH CHIDKCHHE
JIO3BL.

AT wwm | ° Tpebyercs NpPHOCTAaHOBUTH

ACT  3-x| TpueM npenapara
Burpaksu® o Tex 1nop, noka

CTeTeHH
(>5x BI'H n HEXeJIATENbHAS peaKiusa He
<20x BTH) MPOMIET WK He CHU3UTCS 110
wm  AJIT | HexomHoro YPOBHSL.
wami ACT Heobxoaumo 4acTo
45 cremenn | TPOBEPATH (hYHKIHIO TT€UeHH
(>20x BCH) Io pasperenus 120041
o BO3BpALIEHUS K HCXOMHOMY
GunupyGun YPOBHIO. Ecimn
oM<2x B[H | HeXenarenbHas peakups He
NPOXOAMT, TO  CJIEAYeT
MOJTHOCTEHED NPEKPaTUTh
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ot 10.01.2024 N= 173
(Byopouued B3 WA 200745

Crapas pegaxkuus

HoBas peaakuusi

MOXeT OBITE BO30OHOBIIEH B TOY JXe J03€, B
KOTOPOH OH IIPEMEHSIICS {0 HAYaia JIEUeHHs

CYP3A4

«Bzaumozeicraue v

HHTHOUTOpOM (cm.  paspmen
JPYTHMH

JIEKAPCTBEHHBIMH CpCACTBAMU ) .

Coemecmnoe HPUMECHEHUE C CUNBbHbIMU UMU

ymeperHviMu unoyxkmopamu CYP3A4

Cnenmyer n3berats COBMECTHOTO IIPAMEHEHUS
cunbHBIX MEAYKTOpoB CYP3A4 ¢ npenaparom
Butpaxsu®. Eciu cOBMECTHOTO IIpUMEHEHHS
¢ cusHeM mEAykTopoM CYP3A4 uzbexaTsh
He yjmaeTcs, 103y Tpenapara Burpaxsu®
clefyeT YBENMYMTh, B JBa pasa. [lpu
COBMECTHOM IPUMEHCHHH C YMEPEHHBIM
uaaykropom  CYP3A4  cnemyer Taioke
YBENMUHTH 03y TpenapaTa Burpaxsn® B msa
paza. Ilo

NPOIIECTBHUA 3-5 IEpHOZOB

NIOJIYBBIBCACHHAS Cc MOMEHTa OTMCHBI

HHIYKTOpa IpHeM Ipelapara Burtpaxeu®
MOXXeT OBITB BO30OHOBJIEH B TOH e Ho3e, B
KOTOpOH OH NpHMEHSICSA IO Havaja JICUSHUs
CYP3A4

«B3auMozeiicTere c

HHIYKTOPOM (cM.  pasgen

IpYTHUMH

JIEKapCTBEHHLIMH CPEICTBAMEY ).

QOcobuie 2pynnet nayuenmos

Hayuenmu: ¢ napywenuem )yHxyuu neveny

Crenyet CHU3UTh HadaNbHYIO 103y Mpenapara
50%

HapyIeHHsMM (QYHKIMH TNeYeHH CpexHel

Burpaxsu® Ha Yy IalMeHTOB ¢

(xmacc B no xnaccudukarmu Yaitng — [Teio)

npueM npenapara
Burpaxsu®.
Ecnn HexeyaTebHas

peakys HcUesna, TO MOXKHO
BO30OHOBHTH [IpHeM
npernapara TpH CcleRyioueM
H3MeHeHMH no3bl. JleyeHue
CIERYeT BO30OHOBIIATS
TOJNBKO JUI TALMEHTOB, Y
KOTOPBIX TOJIb3a MPEBBIIIAET
PHCK.

Ecnu mocine Bo30GHOBIEHHS
JeueHus MIPOHCXOIUT
nosbiieHne ypoBHs ACT
w/uwm AJIT mo 4-i cTeneny,
TO €ro HeoOX0OHMO
HOJIHOCTHIO NPEKPATUTE.

AJIT w/unu
ACT 23x
BI'H c
OHITHpYOHH

om>2x BI'H

TpebyeTca NpPHOCTAHOBUTH
TpHeM npenapara
Butpaxeu® u  wacrto
TIpoBEPATH QYHKIHMIO TIEYEHH
IO  paspelleHHs WM
BO3BPAIIEHHS K HCXOJHOMY
YPOBHIO.

Heobxonumo  paccMmoTperh
OKOHYATEJIBHOE
TipeKpaleHne npHeMa
npenapata Butpaksu®.

Jleuenue CleayeT
BO30OHOB/IATE TONMBKO JIA
NAlMeHTOB, Y  KOTOPhIX
TIONB3a MPEBBIIAET PHCK.

B ciyyae Bo30OHOBNEHUS
npueMa cleayerT HauWHaTh
co  cnemyiomeir  OGonee
HU3KOK no3bl. Tpebyercsa
YacTO NPOBEPATH (YHKIHIO

ne4eHu nocie
BO300HOBIEHHUS npHeMa
npenapara.

Ecnu He)KenaTeJbHag

peaKnys NnOBTOPACTCA IIQC)Ie
B0O300HOBIIEHUS JIeYeHus, 1O
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N2 173
(Bropaupes M3 Ne426914R)

Crapast pegaxuust

Homras penaxuus

wir Toxenoi (xmace C mo xnaccupuKanuu

Yaiing — I1p10) cTENEHH TSKECTH.

VYV nanueHToB ¢ HapyueHusAMH (GYHKIMH
IIeYeHH JIeTKOM crTemeHM (xiacc A 10
xnaccudukanun Yaitnx — IIpi0) Koppexius

JIO3HI He TpedyeTcs.
Hayuenmu! ¢ Hapywenuem ynxyuu novex

VY DanpeHToB ¢ HapyIIeHUIMH (QYHKITHHE NOYeK

KOPPEKIHSA 10361 He Tpedyercs.
Hooicunvie nayuenmel

VY NOXMIBIX NAIUEHTOB KOPPEKUHs HO3BI HE

TpebyeTcsi.

npueM npeunapara tpebyercs
HIOJIHOCTHIO NPEKPATHTb.

AJIT -  ananumnaMmHoTpaHcdepasza, ACT -
acrmaprataMuHoTpaHcepasa, BI'H — Bepxuas rpanuua
HOPMBL.

CoBMeCTHOEC  IpPUMEHEHHE € CHIBHBIMH

uHruouropaMu 1 uuaykropamu CYP3A4

Coemecmroe NpUMEHeHue ¢  CUlbHbIMU

unzubumopamu CYP3A44

Cnemyer m30eraTs COBMECTHOTO IPHMCHEHHS
cunbHBIX HHETHOMTOpoB CYP3A4, BKIOYas
rpeiindpyr wnmu rpeindpyToBEIi COK, ¢
npenaparoM Burpaxsu®. Ecnm comecTHOro
NpHMEHEHHS] C CHIBHBIM HHIUOHTOpPOM

CYP3A4 wmsbexarp He ynmaercd, JO03Y

npenapara Burpakeu®
50%.

[IONIyBEIBEACHUS €

CIeqyeT CHU3UTL Ha
Ilo npomectBun 3-5 1EpHOIOB

MOMCEHTA OTMCHBI

HHTEOMTOpa TIpMEM IIpenapara BHTpakBH®
MOXET OBITh BO30OHOBIIEH B TOM e H03e, B
KOTOpO# OH IpUMEHSIICA JIO Hadana JeUeHUs
CYP3A4

«B3auMmoneiicTBue c

HHTHOUTOpPOM (cM.  paznen
JpYTEMA

JIEKapPCTBEHHEIME CPEACTBAMHE ).

CoemecmHoe npumeHeHue ¢ CUNbHLIMU UNU
ymepennomu undykmopamu CYP3A4

Crenyer u3beratb COBMECTHOI'O IPUMEHEHHUSA
cubHBIX HHAYKTOpoB CYP3 A4 ¢ npenapatoM
Burpaxsu®. EcitM COBMECTHOTO TPHMEHEHHSA
¢ cunbHBEIM HEAyKTOpoM CYP3A4 m3bexats
HE yHaercs, 03y Iiperapara BHTpaksu®
cleqyeT YBEIMUUTH B JABa pasa. llpu

COBMECTHOM IIpDHMCHCHHH C YMEDPCHHBIM
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COOTBETCTBYET 3IKCNEPTHOMY OTYETY
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(Exopguyed M2 N4 3697450

Crapas pexaxknusi Horas pepaxnust

magykropom  CYP3A4  cinepmyer  Taxoke
YBEIHUHUTE 03y Npenapara Butpaxeu® B 1Ba
paza. Ilo mpomectBun 3-5 TnepHOAOB
IONYBBIBENEHASS C  MOMEHTa  OTMEHEI
WHIYKTOpa TIpHEM Ipenapara Burpaksu®
MOXET OBITh BO30OHOBIIEH B TOH Ke 03¢, B
KOTOpO# OH IPHMEHSJICS 0 Hadala JIeUeHHs
uagykropom  CYP3A4 (oM. paspmen

«Bsaumoneiicreue c JpyTUMH

JIEKapCTBEHHEIMHA CpeI[CTBaMI/I))).

QOco05le rpyIInel DallHEHTOB
ITayuenmeul ¢ HapywieHuem GYHKYUY neveny
Cieyer CHA3UTH HAYAIBHYIO JO3Y liperapara

Burpaxsu®

HAa 50% y nDanueHTOB ¢
HapylleHHSIMH (GYHKIHM [I€Y4eHH CpenHeH
(xkmacc B mo xnaccupuxanuu Yaiing — I1sr0)
ung Tsoxenoit (xrace C mmo xiaccudpuxammu

Yating — ITero) creneHu TSOKECTH.

VYV nanueHTOB ¢ HApYNICHWSIMH (QYHKIMH
mevYeHH Jlerkoi cremesu (kmace A 10
knaccupukanun Yaiing — IIpro) Koppexums

JI0351 HE TpebyeTcs.

Hayuenmu! c Hapyuienuem QyHrkyuu novex
VY DanueHToB ¢ HapyIIeHUsME (QYHKIFH IT09EK

KOppeKLus 103k1 He Tpedyercs.

Hoorcunvie nayuenmor

Y NOXUIBIX NANWEHTOB KOpPpPeKIuA ID03bI HE

TpedyeTcsl.
Ilo0ognoe nelicTBHE Ilo0ounoe neiicTene
0630p npoguns besonacnocmu O630p npodmisa GezonacHocTH

C.26 u3 47



COOTBETCTBYET 3IKCNEPTHOMY OTYETY
o1 10.071.2024 N2 173
(Bryomauyed B2 N4 369 74R)

Crapas pepaxknus

Hosas pexaxuusa

K naubonee vacto (> 20%) perucrpupyeMsmM

HOXCNATCIIBHBIM  pEAKIUAM  IIpH  IIPHEME

Burpaxsu®

Ipenapara OTHOCHITHCE
YTOMJIIEMOCTh, PBOTA, IOBHIICHHE YPOBHA
AJIT, noeemuenude ypoHs ACT, 3amop,
Zvapesi, TOIIHOTa, aHEMHS, TOJIOBOKPYIKEHUE,

H MHaINrud.

BonpmIMHCTBO  HEXENAaTeNbHBIX  peakiui
XapaKTepU30BaIuCh 1-0H MU 2-0# CTENCHEIO.
Haubonee TspKenble 3apeTHCTPUPOBAHHEIC
CTeleHH OpH IpHeme Ipenapara Burpaxsu®
OBUIM oOIpefielleHsl B CIENYIOIUX CIydasx:
IPH  CHIKEHHMH  YMClIa  HeHTpoQmuios,
nopeunieEuu ypoBEas AJIT m ACT no 4-oit
CTENEHH, IIPH NOBBIIIEHNH YPOBHS IMEJIOYHOH
bocharazsl B KpOBH, CHWXCHHH UHCIA
TPOMOOILIUTOB, AHEMHH, YBEJIMYEHHH MaCChHI

T€lld, YTOMIIIEMOCTH, MHAITHH, HAapPYIIEHUH

TIOXOJKH, IOJIOBOKDY KEHHH, Iuapee,
TOIIHOTE, pBOTE, MBINEYHOH cliabocTH,
TIapecTe3HH.

Ilonnas oTmena npenapara Butpaxsu® m3-3a

HeXXeNaTeNbHBIX ABJIECHUH, BO3HUKIIMX BO
BpEMSI JIEYCHHUS U CBI3aHHBIX C MCCIICILYESMBIM
IperapaToM, MMena Mecto y 2% malnueHTOB
(mopeunenue ypoBus AJIT, mnoBeunenue
ypoBra ACT, MeIIeunas cnabocth, TOIMHOTA,
HApYyXXHBI KHUINEYHBI CBHUIN, CHUXEHHUE
gucna HEeHTpOQMIOB, TNOBBINEHHE YPOBHS
JANa3sl ¥ IOBBUIICHHE YPOBHS aMHIIa3Hl,
THUIIOBEHTHIIAIHN).

JepuuuT SMOoIME U

bonpmiuHCTBO  SBIEHUMH, NPUBOIAIOAX K

K naunbonee yacro (>20%) perucTpupyeMbIM
HEXENATENIBPHBIM ~ pEeaKiMsiM IIpH  IpHeMe

® B nopsmke y6bBaBuA

npenapara Butpaksu
YACTOTHl OTHOCHIIMC:
AJIT (33%), nossnmenue yposas ACT (31%),
pBoTa (28%), anemus (27%), sanop (27%),

muapes (25%), TommoTa (23%), ycTamocTs

IIOBRIIIIEHHUE YPOBHA

(22%) u ronosokpyxenue (20%).
BONBIIMHECTBO  HEXENATENBHBIX — peaxIui
XapaKTepU30BAIMCH 2-1 WX 3-# CTENEHBIO. 4-
BBICOKOH M3

g CremeHb Obula  caMmoi

3apeTUCTPHPOBaHHBIX  HO  CIEAYIOIIHM
HEXeNATEBHbIM PEakIUsIM: CHIDKEHHE YHCIa
HedTpopmioB (2%), INOBHINEHHE YPOBHS
AJIT/ACT, cumxeHue uHcna NEeHKOLMTOB,
CHIDKEHHE YHCIIa TPOMOOIHTOB, MBIIIedHAas
cnabocTh M TOBBINIEHHE YPOBHS INEJIOUHOM
docdarazsr (I11P) B xpoBu (kaxzpas B < 1%
cllyuaeB). 3- cTeneHpb ObUIa caMoi BEICOKOM
U3 3apETHCTPHPOBAHHEIX IO  CNIEIYIOIIAM
HeXenaTellbHbIM peakuusM: aHemus (7%),
yBenugerue Macchl tena (4%), auapes (3%),
(1%), a

TOJIOBOKPYIKEHHE,

HapylleHHe IOXOMIKH TaKxe
YTOMIISIEMOCTb,
TapecTe3us, TOLIIHOTA, MHAIIHS X  PBOTA
(kaxcnas B < 1% ciyyaes) .

® H3-3a

[longas ormeHa npenapara Butpaksu
HEXCEIATENBHbIX PpEaKlif, BO3HUKIOIMX BO
BpeMsI JICUEHHUS M CBI3AHHEIX C HUCCIIETyEMBIM
IpenapaToM, uMena Mecto y 2% narueHToB (2
cllyyasi CHIDKeHHs yucna Heitpodunos, mo 1
yposas  AJIT,

CIIyJaro TIOBBEILICHU A

nopeimenuss  ypoBHs ACT, Hapymernus
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Crapas pegaxknus

Hogas pexakuus

CHMXXCHHUIO N03BI, Ha6moz[anocr, B IIEPBLIC TPH

MecsAIa JICYSHHU.
Tabruya HeolcenamenvHblx peaxyuti

HexenarenbHple peakuuy, Habmopapmmmecs
IIPH IPOBEEHUM KIIMHUIECKIX HCCIICAOBAaHMH
y  NalMeHTOB, MOJy4YaBIIMX IIperapar
Burpakpu®, npusenens! B Tabuue Hinke. OHH
KJIacCHQHUIMPOBAaHKL B  COOTBEICTBHH C

KJIaccoM

MedDRA).

CHCTEMHO-OPTaHHBIM
(MemunuHCcKH#i CIIOBaph
HexenatensHble peakiiuy crpyiMpoBaHEL IO
YacTOTe€ SMBICHHA. [pyOIBl II0 YacTOTE
OIIpeJIeTIEHEl B COOTBETCTBUH CO CIISIYIOMMM
IIPUHIUIIOM: 04eHb dacTo (>1/10), yacto (ot
>1/100 mo <1/10), mewacro (ot >1/1000 mo
<1/100), pemxo (oT >1/10000 mo <1/1000),
odeHp pexaxo (<1/10000). B xaxmoii rpymme
YAaCTOTEI HeXelaTeNbHEIe peaxiun
[IPEACTABIEHBl B IOPANKE YMEHBIEHHS HX

3HAYUMOCTH.
Tabmnuma 5. HexenareqbHble peaKmHH,

OTMeYeHHbIe upH NPOBeIEeHAH
KJIHHHYECKHX HCCJIEA0BAHUI Y NIANHMECHTOB,

NpHHMMAIOIIHUX Ipenapar BnTpaKBn®
(o6BeTHHEHHbIIH AHAJIN3)
CucremHo- Ouens wacto | Yacro
OpraHHbIIf (>1/10) (0T>1/100 g0
KJ1ace <1/10)
Ob6mue YromnseMocTs
HApPYLIEHHS M
peaxruHu B
MecTe BBEREHMUsA
Hapymenus co | [onoBokpyxkeH | Hapyiuerue
CTOPOHBI He TIOXOJKHU
HEpBHOMH

P ITapecre3us
CHCTEMBI

IOXOAKH, PBOTHL, MBIIEYHOH cnabocTy,
YTOMJISIEMOCTH M TOUIHOTBI). BONBIIMHCTBO
peaxiuii, NPHBOAALIMX K CHHDKCHHIO I03BI,

HalJmoaanock B IEPBEIE TPH MecAIla JICYCHHU.

Tabnua HexenaTeIbHBIX PeAKITNH

be3onacHocTh npenapara Burpaxsu®
OleHUBANaCh Y 335 mNalUCHTOB ¢ pakoM,
MOTIOXKUTENBHEIM ITo ciuaHAI0 TRK, B omHOM
Tpex

HCCIIEIOBAHHH:
(«(NAVIGATE») un 3

IIOCTMapKETHHTOBEIX.

u3 TEKYIIUX KIIHHHNYCCKUX

HCCIIENOBAHMI 1, 2
(«SCOUT»), u
oy muoHHEIe
XapaKTEpUCTHKH OE30IaCHOCTH  BKIIIOYANH
IIALIUEHTOB cO cpeqHuM Bo3pacroM 39,0 mer
(nmamazon: 0,1-90), nprgem 37% nanueHToOB
cocTaBis Aetu. CpexHee BpeMs JICUECHHS
It obmei rpymmer 6e3omacHocTH (n=335)
coctaBmio 14,5 mecsaues (gmanazon: 0,0—
75,2).

HexenarensHbie peakIuH,
3apEeTUCTPHPOBaHHEIe y nanmueHToB (n=335),

IIOTYy4aBIIHAX
®

JICUCHHUC npenaparoM

Burpaksu®, mpencraBleHsl B Tabimne 6 u

Tabnune 7.

HesxenarenbHble peakimuy, HaGIOABIIAECS
IIpX IIPOBEJIEHHN KIIMHAYECKHUX HCCIENOBAHMI
y DalUeHTOB, IOJYYaBNIMX  IIpelapar
Burtpaxsu®, npusesiens: B abmune Hmke. OHK
KJIaCCU(pHULIUPOBAHEI B  COOTBETCTBHH C
CHCTEMHO-OPraHHBIM KJIaCCOM
MedDRA).

HexxenatensHele peakiyu CrpyNIIHPOBaHbI IO

(MenunpHCKmi CJIOBaph

YyacToTe sBIEHWs. [pynmsl IO  4acToTe
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N2

45

OIpEJENIEHE] B COOTBETCTBHU CO CIEAYIONIEM
MIPUHITHIIOM: O09eHb "acto (>1/10), gacTo (0T
>1/100 mo <1/10), veyacro (ot >1/1000 mo
<1/100), pemko (ot >1/10000 mo <1/1000),
oueHb peako (<1/10000). B xaxmo rpymme
YaCTOTEI HEXeIaTeIbHbIe peaxiym
IpPEICTABICHE B IOPSAAKE YMEHBINCHUS MX

3HAYUMOCTH.

Tabmuma 6. Hexkenareannpie
OTMEeYeHHbIe IPH NPOBeACHAN KJIAHAYECKHX H
NOCTMAPKETHHIOBBIX HCCIEA0BAHMI y
OANHEHTOB. ¢ PaKoM, HOJOKHTEJILHBIM IIO

cosaano  TRK, npamamalomux npemapar
®

peaknuq,

Hapymenuss co | Tomnora Hucres3us
CTOPOHBI
p PBoTa
HKeJYAOUHO-
KHIIEYHOT0 3anop
TpaKTa Tnapes
Hapymienusi co | Muanrus
CTOPOHEI Meimeunas
KOCTHO-
. cnabocTs
MbIIIeYHOH
CHCTEMbI "
COEAMHUTENILHO
H TKaHH
Hapymenus co | Amemus CHmxeHne
CTODOHBI KPOBM | (. 9HCIa
H omb0 B
qucia P 1TO
aumpaTivecKo Hetitpodunos (TpoMOonETONn
ii cHcTeMBI (Heﬁl‘pIOHeHPI}I) €HIN)
CHipkeHue
qucia
ACHKOHHUTOB
(neiikoneHus)
Otxnonenus B | ACT IloBbrueHuE
pesyJbTaTax AJIT YPOBHA
J1a00PaTOPHLIX IIEeJI0YHOM
" VYBenngenue docdaraser B
HHCTPYMeHTaJ | Macchl TeNna | KpoBU
BHbBIX (aHOManbHas
uccnefopanuii | npubaska
Macchl Tela)
Onucanue OMOeNIbHbIX HeHCeAameIbHblX
peaxyui

Hesponozuuecxue peaxyuu

B obmeit 6aze nanssx 1o 6e3onacHocT (N =
331), MaxcHManpHO 3aperHcTpUpPOBAHHOM
CTETIeHbIO HEBPOJIOTHYECKOH peakuun Obiia 3-
s CcTeleHb, KOoTopas HabroJanach ¥ BOCEMH
(3%) manwenTOB M BKIOYaTa B cebd
TOJIOBOKPYKEHUS, HAapyIIeHHS IIOXOIKH M
napecte3nd (o 1% Ui Kaxmo# peakium).
ObUIH

6%

Peaxmun 2-o# CTEIEeHN

3apETHCTPHPOBAHEL  MEHEE 4YeM Yy

Bnrpaxsn B  PEeKOMEeBJOBAHHOH  J03e
(o0 bequBEEeRHLI anaN3, n=335)
Cucremno- | Yacro | Bee 39 n 4=
OpraHHbIi | Ta cTeneH:u cTeneHy
KJiace
O0mune Ouens | YTomsaem
HapylIeHH | 4acTo | OCThb
a1 u| (1/10
peaxknun B | )
MecTe
Heuac YromiseM
BBeJeHHSA
10 (OT 0cTh
>1/100
0 nmo
<1/100
)
I'enarodon | Yacto | IloBpexxne | Ilospexne
JIMApHbBIe | Ta HHE HHE
HApYIIEHH | Heu3Be | medeHu’ neyeHu®
f CTHa
Hapymenn | Ouens | 'omoBoxpy
A co | HacTo | >KeHue
cropons1 | (>1/10
HepBHOl )
CHCTeMBI
Yacro | Hapymenn | Hapymenu
(or>1/ | e MOXOAKH | € IOXOOKH
100 no INapecresn
<1/10) a
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.07.2024 N= 173
(Bxopauus M3 N4 E3145)

Crapas pegakuus

HoBas peaaxknust

IaIHEEHTOB, a OOJIBIIMHCTBO

3apEruCTPHPOBAHHBIX CIIy4YacB COCTaBHIIH

peakmuu  1-0if  cremenu. CiryuaeB 4-oit

CTEIIEHH  3aperuCTPUpPOBAHO HE  OBLIO.
Hepponorugeckue peakuun, IpHBOAAIIHE K
KODpPEeKIMH [JO3Bl, BKIMOYamd B cebs
TONIOBOKpYXeHUE (6 IaMeHTOB), TapECTE3UI0
(2 manueHTa) M HapymieHHe IOXOAKH (2
Hu

HEBPOJIOTHYCCKHUX HEXEIATEIBHBIX pealcnnﬁ

TaueHTa). ollHa u3 3THX
HE [pHUBENa K IpeKpameHuIo JedeHus. Bo
BCEX CJydasx IalMEHTHl C IpHU3HAKaMH
[IPOTHBOOIIYXONIEBOH aKTMBHOCTH, KOTOPBIM
TpeOOBANIOCH  CHMDKEHHE  JIO3BI,  MOIJIH
IIPOZOJDKATE JIEYeHUE ¢ YMEHBINMEHHOM 030
W/ TI0 CKOPPEKTUPOBAaHHOMY rpaduxy (cM.

pazzen «Ocobrle yrazanusy).
Hogvuenue yposHs mpancamunas

B obmeii 6a3e nannex no 6e3onacHocTi (N =
331),

MAaKCHMAJIbHO 3aper1«101pnpOBaHHoﬁ CTCIICHN

IOBBIICHAE YPOBHA TpaHCcaMHHA3
OBLIO TIpefCTaBIEHO IOBBUIICHHEM YPOBHA
AJIT no 4-oit crenienu y 2 nmanueHTos (<1%) u
nosserueM yposasa ACT no 4-oi#t crernenu y
1 manumenTa (<1%). SIBnenus 3-eii cremeHu B
BHJe noBeImeHus ypoeHs AJIT umenu mecro
y ZHecarn nmanueHToB (3%), a spneHus 3-ci
CTCNEHH B BHJAe UOBBINCHHS ypoBHS ACT
HMEJIM MECTO y JeBsTM mnanueHToB (3%).
BonbmuUHCTBO CiTyyaeB NOBBINEHHS A0 3-€if
CTEelleHN OBUIM  KparKOBPEMEHHBEIMH U

HOSBIIAUIACEH BO BpeMsl 1—2 ITUKIIOB JICUCHHS 1

pazpemanuch 1o 1-oif crenesn k 3—4 nuxnaM

Heuac TonoBoxpy
T0 (OT KeHue
>1/100 [Tapecresn
0 no
a1
<1/100
)
Hapymesu | Ouens | TomHoTa
a1 co | yacro
3arop
croponsl | (>1/10
HeJYyTouH | ) Psota
0= Huapes
KHLIEYHOT
0 TpakTa Yacto | ducressus® | Quapes
(or>1/
100 no
<1/10)
Heuac Peota
0 (ot TomHoTa
>1/100
0 mo
<1/100
)
Hapymenu | Ouens | Muanrus
fl €0 | 9acTo
croporsr | (>1/10
KOCTHO- )
MBILIEYHO
ii cmerems! | Yacro | Menneynas
" (ot>1/ | cnmabocrh
coequanre | 100 mo
AbHOi <1/10)
TKAaHH
Heuac Muanrus
E /1(35 MeinteuHast
cnabocTp®?
0 no
<1/100
)
Hapymenn | Ouens | Anemus
1 €0 | yacto
~1/10 CHixeHHe
CTOPOHLI ¢ N
kposn M | ) He#Tpodun
Juamparnyg
v OB
ecKoi "
(nefirpone
CHCTEMBI
HU)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N= 173

Crapas pepaknus

(Byvomoupas B2 A ES 4R
= S Bl R R R B G MR A R

HoBas pegaxuns

nedenns. [lo 19  npanmentoB  (5%)
IPOAEMOHCTPHPOBANH IOBHIIICHHE YPOBHeH
AJIT u ACT 2-0if creneHH, a NOBBHIIIEHHE
ypoaeit AJIT u ACT 1 crenenn
Habmopmanock y 67 (18%) nanumentoB u 64
(19%)

OONBIMTHHCTRE ClIy4acB IIOBBITIIEHUS YPOBHS

MalyeHTa, COOTBETCTBEHHO. B

TpaHCaMWHa3 1-OH 1 2-0¥ CTEIIEHH COCTOSHUE

II0Ka3aTelsd HE yXyIMaiock IIpH
TIPOZOIKEH UM JIEYEHUS c
HECKOPPEKTUPOBAHHON JO3UPOBKOH.

[Topemmenune ypoBue AJIT un ACT,
[IPABOJIAINEE K KOPPEKIIHH JO3BL,

Habmozanock y 17 (5%) nauuentoB u 17 (5%)

IIAllHEHTOB, COOTBETCTBEHHO (CM. pasjen
«Oco0BIe yKa3aHHD» ).
Anomanvnvie  3nauenus  1abopamopHuix
noxasameJjeu
JlaboparopHO 3HAYMMEIE HEXeNaTelbHbIe
peaKkuuy, KOTOpHIE OTBEYAIOT BHYTPEHHUM
KpUTEPUAM HITP (BexenaTenpHas
JeKapcTBEHHass peaknus), IPUBOLATCS B
Tabymne 6 1o OTKIOHCHHSIM JabOpaTOPHEIX
IokaszaTelieif 0T HOPMEL
Tabmuma 6. OTkiaoHeHHs AabOpaTOPHBLIX
[I0Ka3areJei OT HOPMBI Ha OCHOBe
J1a00pATOPHBIX OTIETOB
JlaGopa | BeiGopka gas  oOmero amammsa
TOPHBI 6e30MacHOCTH
)i

N =331, n (%)
napame
Tp
(SOC/P
T

CHIDKECHHE
qHca
JIEHKOLHTO
B
(netixonen
1)
Yacro | Cuwkenune | AHeMus
(o>1/ | uucia CHubKeHHe
100 mo | TpombonuT yncra
<1/10) | oB .
HelTpod I
(rpombouu oB
TOneHHA) (mediTpore
HuA)?
Heuac CHwkeHue
T0 (OT qHca
>1/100 JIEHKOLITO
0 no B
<1/100 (neiixoneH
) i)
CHmxeHHe
qucia
TPOMOOLIAT
OB
(Tpombonu
TOTIEHUA)?
Otkinoren | Ouenr | IloBrleHH
0 B |yYacto |e  ypoBHI
pesyabtar | (>1/10 | AJIT
. ) IToBbieHu
Jaboparop
€  YpoBHA
HBIX H ACT
HHCTpyMe
HTAIBHBIX VBenuuesn
HccIen0Ba €  Macchl
Mk TeNa
(aHOManbH
as
npubaBka
MAacchel
Tena)
Yacto | IloBpimenu | IloBbImeHH
(or>1/ | e ypoBHA|e€e YpOBHA
100 mo | 1D B | AJIT?
<1/10) | xpoBu

C.31us 47




COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N2 173
(Bxopgupas M3 N24269145)

Cren
enp 1

Cren
eHb 2

Cten
enb 3

Cren
eHb 4

Bce
crene
HH

IT
LAVDDILIVIIY]

Hcenen
OBAHHA

TToBBIm
eHHe
YPOBHSA
ACT

175
(53)

28 (8)

14 (4)

2(1)

219
(66)

Tospumn
eHue
YPOBHS
AJIT

173
(2)

24 (7)

134

3(D

213
(64

TToBEIm
eHue
YpOBHA
MENOYH
oit
docdar
assl B
KpOBH

131
(40)

43
(13)

11 (3)

185
(56)

€ YpOBHA
ACT?

YBenuyeHu
€  Maccel
TEAa
(aHOManeH
ast
npubapka
Macchbl
Tena)

Heuac IToBeiIeHH
o (OT €  YpOBHA
>1/100 o B
0 1o KpOBK™®

<1/100
)

Hapym
€HHS CO
CTOPOH
Bl
KpOBH
H
anmda
THYECK
oi
CHCTEM
Bl

#3aperucTpHPOBaHEI peakiuy 4-ff cTreneHu

Yyactora kaxnol creneHu cocrapnana <1%

© MUCTEB3HA WM PACCTPONCTBO BKyca

d pxmoyas cyyau ¢ noseiuesueM yposus AJIT/ACT
>3x BT'H n 6mnupy6usom >2x BI'H

Tabmuma 7. HexenarelbHble  peaxnmm,
OTMeYeHHbIE y aereit c paKomMm,
noJOkHTEeIbHBIM Mo causEA  TRK,
NpHHMMAlOmMuUX npenapatr Bmtpaksu® B
pexoMeHgoBanHoii 03¢  (oOBeMHHEHHBIH
aHaJH3, n=124); Bce crenenn

CHbkeR
ue
gucna
HeHTpO
¢unos

33
(16)

44
(13)

27 (8)

7(2)

111
(34)

CHixeH
ue
qyucia
JeKol|
UTOB

99
29)

25 (8)

5(2)

4(1)

133
(40)

Cucrem | Yacr | Mna | Jern | Ilox | Ilex

HO- ora aenn | (n=5 | pocr | marp
OpraHH BI 9) KH Hiec
bl (n=4 (n=2 | xue
KJ1acc 2)? 3)° nanu
€HT
bl
(=
24)

CHIDKeH
He
Yyucia
TpombO
LIUTOB

53
(16)

(<1)

3(1)

4(1)

61
(18)

Obmue | Ouen | Vrom | YTom | Yrom | Yrom
Hapyme | b JaeM | nseM | nseM | ngeM
HHASL M | YacTO | OCTh | OCTH | OCTH | OCTh
peakuu | (>1/1
H B | 0)

Mecre
BBCIEH
us

C.32u347




COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.01.2024 N= 173
(Bxomauyed M3 N=4269745)

Crapas pexaxuus

Hosas pepaxnus

Brmosaer OTKIOHEHMS Na0OPAaTOPHBIX MOKasaTeneif OT HOpPMEL,
KOTOpSIE, 1O COOOLICHItAM, CBA3aNb! C JISHEHHEM, MO Kpaiiseil Mepe,
Uit 5% NatyieHToB.

Jlaunble OCHOBaHB Ha MAKCHMANBHOM CTEMEHH TOKCHYHOCTH,
3aperHCTPUPOBAHHON B XOMIE HCCIGAOBAHHUA, BIUIIOYAA NALUEHTOB, ¥
KOTOPHIX HE GBLIO OTMeueHO H3MEHEHHH Mo cpaBHeHnIO ¢ (a30BOH
oucHkofi (TaGnuupl HaHHEIX o006 M3MeHeHHM JNaGopATOpHLIX
nokasarenieii).

SBnennii 5 cTeNeHN HE OTMEYEHO.

(NCI CTCAE), Bepcus 4.03

Hononnumenvuas undyopmayus no

OMOECHbLHLIM 2DVHRAM NAYUCHMOE

Aemu u noopocmxu

W3 331 manueHToB, MONMy9YaBIIMX Ipenapar
Burpaxsr®, 117 (35%) nanmesToB GbUIM B
Bo3pacre oT 28 nmeit no 18 ner. Ilpodmms
O€30maCHOCT B IONYJUSLMM  IaI[HEHTOB
Jierckoro Boapacta (<18 ser) cornacoBsBancs
C TAKOBBIM B IIONYJELM B3POCIIBIX AMEHTOB
¢ TOYKM 3PEHHS THIIOB 3apeTHCTPHPOBAHHEIX

HeXeNaTeNLHBIX IBIEeHHH.

DONBIIMHCTBO  HEXENATeNFHBIX — peaxipi
OpUIH 1-0if My 2-0¥ CTEIIEHH M pa3pelraluch
0€3 KOppEeKTHPOBKH JIO3Bl HJM OTMEHEI
npueMa TpenapaTa Burpaxsu®. Taxue
HEXeJaTeNbHble peaknuu kak peota (50% B
cpaBHeHUH ¢ 18% y B3pocnbix), nuapes (34%
B CpaBHEHHH C 23% y B3pOCIEIX), CHHXKEHHE
yucina JeiixouuToB (20% B cpaBHeHuH ¢ 7% ¥
B3POCIIBIX), CHIDKEHHE YUCNa HeiTpoduinos
(31% B cpaBHenuHn ¢ 5% y B3pOCIEBIX),
cHibkeHHe umcna TpomboruToB (13% B
cpaBHeHUH ¢ 3% y B3pOCIBIX) M IIOBLIIIEHHE
yposHeit Tpancammuaz (AJIT: 35% =

cpaBHernu ¢ 23% y B3pocubix U ACT: 35% B

Hapym | Ouen T'ono
eHHA CO | b BOKp
CTOPOH | 4acTo yKeH
bl e ue
HepBHo | 0)
" Yacro | T'ono | I'omo | Hapy | T'osto
cHCTEeM
(or>1 | Bokp | BoKp | ImeHH | BOXp
bl
/100 | yxeH | yxeH | e yXKeH
JI0 He ue MoXo | He
<1/10 KA
) Hapy [ " | Hapy
menu | Ilape | mweHn
e CTe3U | ©
[oxo | 1 II0XO
AKH JKH
IMape ITape
cTesu cTe3n
1 A
Hapym | Ouen | Tom | Tom | Tomr | Tom
eHHs1 €O | b HOTa | HOTAa | HOTa | HOTa
CTOPOHM | M4CTO | py | Pror | Peor | Peor
bl 11 2 2 2 2
keayao | 0) _
YHO- 3ano | 3ano | 3amo | 3amo
KHIIEeYH Y P P P
oro HAuap | Muap | uap | Muap
TpakTa e ed es es
Yacro Hucr Jucr
(or>1 €B3K eB3u
/100 i a
hi(o
<1/10
)
Hapym | Ouen Mua | Mua
€HHA €0 | b Jrus | arus
CTOPOH | YacTo
bl 1/1
KocTHO- | 0)
MBI [Yacto Ms | Msl | Mua
Hoii
(o>1 LUeYH | INeYH | JITHA
CHCTEM
/100 as as M
Bi H Bl
Jio cna® | cmab -
COCMI | 1710 ocTh | OCTh
HTEAbH ) as
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COOTBETCTBYET 3IKCNEPTHOMY OTYETY
o1 10.01.2024 Nz 173
(Brynman s B3 N4 369 74R)

Crapas penakuusi Hopas pepaxnus

cpaBHEHHH ¢ 22% y B3pocHbIX) OpUIM Oolnee | oii cnab
TKAaHH OCTh
YaCTBIMH Y MAIHEHTOB ACTCKOrQ BO3pacTa II0
CPaBHEHMIO CO B3POCIBIMH. bOJBIIMHCTBO

ITHX HEXKCIIATCHbHBIX peaKuHﬁ 33017

Hapym | Ouen | Aue | AHe | AHe | AHe

3apETHCTPUPOBAaHEI B KOHTEKCTE  C | emmst co | b sust | mus | som | vmg
COIyTCTBYIOIEH BHpPYCHOH HHbekuueli u c | CYOPOH ‘(?(1710 Cau | Cun | Cuu | Cun
BI
JKEHU | JKEHH | XKEHH | JKEeHH
TOBPEKIEHHEM ~ KOCTHOTO  MO3ra  OT | ynony o | 0) . ; ; .
i i | aamMdar
IpeNIeCTBYIOIEH CHCTEMHOM ¢ wnon | umen | umen | une
HYECKO
XVMHOTEDAIIHH. [ToBsunenue YPOBHA | ., a a a a

" HelT | HelT | HeHT | HelT
(l)epMeHTOB IIEYEHHU y ACTEH B BO3pACTEC OO 1 | cierem
. podu | podu | podu | pocpu
rofia MOXeT OBITh CBA3aHO C He3peNnocTHio | M noB | noB | noB | yroB

(ue#iT | (et | (wer | (HelT

| (YHKIIUH [ICYCHH.
' pone | pone | pone | pone

Ilayuenmor  nooicunozo  u  cmapyeckozo HUA) | HUA) | HUA) | HHSA)
eospacma CHu CHu Cuu Chu
JKEHH | JKCHH | XKCHH | JXCHU
W3 331 maupentoB B o6Inel mOmMysmus it e e e e
ONEHKH 0e30MacHOCTH, KOTOpPbIC IIOIydalrH R Il Bl e
a a a a
npenapar Burpaxeu®, 59 (19%) namueHTOB neiix | neiix | neiix | netix
6su B BO3pacre > 65 ner u 14 (4%) OLMT | OLMT | OLHUT | OLHT
OB OB 0B 0B

IIAMEHTOB OBUIM B BO3pacte > 75 JeT. (neit | (neit | (neit | (neit

ITpodune  GesomacHOCTH Y  IOXHIBIX Kome | Kome | xone | Kome

HHA BHA HHA HUA
NalueHToB (> 65 JieT) COIOCTaBJISETCs CO ) ) ) )

X0 5 (<65 CHu CHu
XOKUM 0JIe€ MOJIOABIX ITAlMEHTOB
y JBDX AT JKEHH MEHH
ner). Takue HexeNlaTeNBHBIE DPEAKIMH, KaK e e
TOJIOBOKPYKEHME, YTOMIISIEMOCTE 31 e Huen
a a
MBIIEYHas cnabocTh dYale BCTPEHAUCh Y TpoMm TpoM
HAIUeHTOB B BO3pacTe > 65 JieT. Gouu Gonwu
TOB TOB
(Tpo (Tpo
MOo1 mborr
HTOII Uron
€HHUA eHus
) )
Yacro Cou | Cuu
(o>1 JKEHH | JKEHH
/100 e e
10 YHCT | YMCH
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COOTBETCTBYET ZKCNEPTHOMY OTYETY
ot 10.07.2024 N= 173
(Bxopauyad M3 N=4263145)

Crapas pexaxuus Hogasi pepaxnus
| <1/10 a a
) TpOM | TPOM
foun | Gouu
TOB | TOB
(tpo | (tpo
Mmool | MGoIr
HTON | MTOII
eHHs | eHus
) )
Otxiion | Oyen |Ilos | Ilos | IloB | IloB
€eINgd B | b BILIIE BIIIIE BIIIIE bILLIE

Pe3yJbT | 4acTO | HUE | HHE | HHe | Hue
arax (>1/1 | ypoe | ypoB |ypoB | ypos

Jabopa | 0) HS HA HA HA
TOPHBIX AJIT | AJIT | AJIT | AJIT
" IIoe |Ilo | IloB ’ ITos
HHCTPY pillle | pllu€ | BIIE | BILIE
MEHTAJ

HUe | Hue | HHe | Hue
BHBIX

YPOB | YpoB | ypoB | ypoB
) (SR () (1

’ HA HA HA Hi

pamim ACT | ACT | ACT | ACT

VBen | VYeen | Ilos | Ymen
MYEH | HueH | pllie | HueH

ue ue HHE He
MacC | Macc | ypoB | Macc
BI bl HA bl

Teja | Tema | meno | Tena
(aHo | (aHO | uHO# | (aHO
Mans | Manb | Gocd | Mans
Has |Hag | ara3 | Has

npu6 | npu6 | 61 B | mpud
aBka | aBKa | KpoB | aBka

Macc | Macc | H mace
Bl Bl Bl
Tena) | Tena) Tena)
IloB 1§66
BllIE BILLIE
Hue HUe
ypos YpoB
HA HA
e e
B B
KpOB KpOB
44 H
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Crapas pepaxkuust

COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N2 173
y - 5 BAD ATEG

= lJF'

HoBasi peJaxKums

Yacto Tlo | Veen
(or>1 plle | MyeH
/100 HHE | He
Jo YpoB | Macc
<1/10 HA BI
) ® | rena
B (ano
KpOB | Maib
u Hag
upub
aBKa
Macc
BbI
Tena)

8 Mnapenupt (ot 28 gueit xo 23 Mecaues): coodmanoch
0 5 peaklusx co CHIDKEHHEM KOJNHYecTBa HeHTpodwioB
(ueiitponenuu) 4-if cremeHH M 2 peaKkumAX ¢
noselenneM IO B xpoBu. Peaxknmu 3-if crenenu
BKIIIOYany B ceba 12 ciryyaeB CHHXKEHUS KONHIECTBA
HeliTpouinor (HelTponeHus), mo 3 ciyyas aHeMHH,
nospiieHus  AJIT W yBenmdeHMs Macchl Tena
(aHOManbHas npubaBka Macchl Tejia), a TAKKe mo 2
ciyyas nossimenss 1P B kpoBy, Auaped U pBOTH U |
ciyyaii noprimenus ACT,

® Iletu (ot 2 o 11 net): coo6Imaocs 06 OMHOM ciryyae
CHIDKEHHH KONMHeCTRa JeHKonuToB 4-i creneHu. B 6
Cy4asx cooOmanoch © CHIDKEHMH KOIMYECTBa
Heiitpodunos 3-ii crenenn (HeTponeHus), o 2 cirydas
aHeMuH M puaped H no 1 cayvaio nossimenus AJIT,
nopeiieHus ACT, HapylueHHA IIOXOAKH, PBOTHI;
YBeJHYEHHA Maccsl Tena (aHOMabHas pubaBka Maccht
TeNa), NApecTe3uh ¥ MUANTHH.

¢ IToppoctku (ot 12 no <18 ner): o peakumax 4-i
cTeneHH He coofmanock. Ilo 1 cuywato Grui
3aperuCTpHpOBaHbl peakiuu 3-i CTEIeHU:
YTOMIIIEMOCTh, HApyIICHHe IOXOAKHM H MEIMeyHasd
c11aboCTB.

Onucanue OTACHBHBIX HOXCNATCIBHBIX

a

PEAKITHH

Heeponozuuecxue peaxyuu

B obme#t 6ase namHEX mo GesomacHOCTH
(N=335), MaKCHMAallbHBIMH
3apEeruCTPUPOBAHHEIMU CTEICHAMHU
HEBPOJIOTMYECKOH peakluy Obuta 3-51 Win 4-9

crenenn, koTopele Habmomanack y 10 (3%)
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COOTBETCTBYET IKCNEPTHOMY OTHETY
ot 10.01.2024 N2 173
(Bxopguuad M3 N4 369 745)

Crapas pexakuust Hogas pepaxnus

TIAIMEHTOB M BKIIOYAIH B cebs HapylleHHe
noxonaxu (4 mauuenra, 1%), ronoBOKpy KeHUE
(3 mnamuenta, <1%) wu mnapecresmio (3
MalyenTa, <1%). Obmass  yacrora
TOJIOBOKPY KECHUH COCTaBHIIA 20%,
napecTe3sud — 7% H HapyIEeHHH IOXOZKH —
5%. Hesponoruyeckue peaxuuy,
IPABOASIIME K KOppeKIMHM JIO3Bl MK
IPEepBIBAHUIO IIPHEeMa IIpenapaTa, BKIIIoYad B
cebst ronoBokpyxeHre (<1%) m mapecre3u:o
(<1%). OnuH nanueHT NOIHOCTBIO IPEKPaTHII
JICYCHHE H3-32 HapyIIeHWs IOXONKH 3-i
cTeneHd. Bo Bcex ciydasx NaUHEHTH C
IPA3HAKAMH IIPOTHBOOIYXOJIEBOM
aKTUBHOCTH, KOTOPEIM TpeboBanock
CHIDKEHHE JIO3B], MOTIIH TIPOJIOJDKATH JICUCHHE
C  yMeHBINEHHOM  zo30oH  W/Mix " 1o
CKOppEeKTHpOBaHHOMY Tpaduky (cM. pasjen

«Oco0bpte yKa3zaHus» ).

T'enamomoxcuunocmeo

Y  DanMeHTOB, IIONYYaBIMIMX  IIperapar
Burpaxsn®,  HaOIONAIMCH  OTKIOHEHHS
mokazarenedt (yHKIMM IeYeHM, BKIIOYAs
AJIT, ACT, II1® u 6unupy6bun. B obmeit 6aze
JaHHeIX  mo  OesomacHocTH  (N=335)
IIOBEIIIEHHE YPOBHS TpaHCAMMHA3
MaKCHMAlBHO 3apErHCTPHPOBAHHON CTENECHH
OBUIO IpPEAICTABICHO IIOBBIUCHHEM YPOBHS
AJIT mo 4-# crenenn y 6 manuenToB (2%) n
nospiieHneM ypoBHs ACT no 4-0it crenenu y
3 naunuentoB (1%). Peakuuum 3-# creneHu B

Buze noseimenns ypousa AJIT u yposus ACT

umeny Mmecro y 17 manmentoB (5%) m 16
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COOTBETCTBYET ZKCNEPTHOMY OTYETY
ot 10.07.2024 N= 173
(Bxopnauyai M3 N=42697145)

Crapas pegakuus

Hosas pegaxnus

MalUEHTOB (5%) COOTBETCTBEHHO.
BoNbIIMHCTBO CilydyaeB IIOBBINEHHS A0 3-#
creneHd ObUIM  KpPAaTKOBPEMEHHBIMH |
MOSIBJISIIUCE BO BpeMsl IEPBHIX 3-X MECALEB
JIeYeHAs ¥ paspelnaituch 10 1-# creneHn k 3—
4 MecamaM. Peaxkuuu 2-#i cTEIeHM' B BHIE
noBeimenuss ypoBHsS AJIT m ypoBms ACT
rMenu Mecro y 34 nanuentoB (10%) u 32
nangeHToB  (10%)  COOTBETCTBEHHO,, a
noseimenue ypoHet AJIT u ACT mo 1-#
creneEn Eabmopamock y 157 mamueHTOB
(47%) wm 158  nmnamuenToB  (47%)

COOTBETCTBCHHO.

[ToBenmerne ypoBue#t AJIT un ACT,
IpUBOJANIEE K KOPpPEeKIMH JO3BI MM
IpepHIBAHUIO IpreMa Ipemnapara,
Habmonanock y 13 (5%) nanuentos u 12 (5%)
NAIMEHTOB COOTBETCTBEHHO (CM. paszen
«Ocobple  ykasanus»). OmMH  DalHEHT
NONHOCTRIO  IMPEKPaTH  JIEYeHHe  M3-3a
nosbuneHust yposHer AJIT u ACT po 3-i—4-i
CTEIICHH,

Coobmanocs 0 ciryJasx reIaToTOKCHYHOCTH C
nosslitneHreM ypoBHeld AJIT w/wm ACT 2-i,
3-if niM 4-1 CTEEHH TSDKECTH H TIOBBUTICHUEM
ypoBHa O6umupy6una >2x BI'H y B3pocnex
NalMeHTOB. B HEKOTOPBIX CIydYasx IpUeM

npenapara Butpaxsu®

OB OTMEHEH M
BO300OHOBJIEH B YMCHBIICHHOH J03€, B TO
BpeMs KaK B JPYTHX CIIydasX JiedeHHe OBUIO
IIOJHOCTRIO  TIpeKpameHo  (CM.  pasfen

«Ocobrle yxazaHus ).
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COOTBETCTBYET ZKCNEPTHOMY OTYETY
ot 10.07.2024 N= 173
(Bxonanpai M3 Ne42697145)

Crapas pegakuus HoBas pepakuus

JlononHuTEeNnLHAS unbopMarms 1o

OTACHBHBIM I'PYIITIAM TIAITHCHTOB

Lemu

W3 335 naumeHTOB, MOMYy4YaBIOMX JICUCHHE

npemaparoM  Butpaken®, 124 (37%)

IAIUEHTOB OBUIM B BO3pACTE OT POMICHUA IO
<18 ner (n=13, or po>xneHus 1o <3 MecHIeB;
n=4, ot >3 Mecsaues 10 <6 Mecsmes; n=17, oT
>6 MmecsueB g0 <12 mecanes; n=8, ot >12
MecsIeB 0 <2 eT; n=27, oT 22 net 1o <6 Jjer;
n=32, ot 26 ner jo <12 ner; n=23, ot =12 ner
Jo <18 ner). BoNbpIMHCTBO HeXeNaTeIbHBIX
peakuuii Opum 1-i uimu 2-# CTENeHH TKECTH
U ObUIM ycTpaHeHHB! 0€3 KOPPEKTUPOBKH JIO3BI
WIX OTMEHBI IIpHeMa npenapaTa Burpaxsu®,
Hexenarensupte peaknun 3-f wm  4-i
CTEIEHH TSKECTH, KaK IpaBWIO, dalle
g HabMoaIuCh y allHEHTOB B Bo3pacTe <6 JeT.
O Hux coobmanocs y 69% nauueHTOB B
| BO3pacre OT POXIEHHUS N0 <3 MecsueB U y
48% nauueHToB OT >3 MecsueB Jio <6 JeT.
Coofmanoce, 4YT0  CHIDKEHHE  YHCIA
HeATpouIOB  NIpPHBOOMIO K  OTMEHE
HCCIEIYyeMOro npenapara, KOppeKIuy O35 |

IPEPBIBAHKIO IIpHEMa IIpelIapara.

Ilayuenmvr  noowcunozo u  cmapyeckozo
gospacma

W3 335 nanuerTOB B 001k 6a3e JaHHEBIX IO
0€30I1aCHOCTH, KOTOphle NONYYHIH JeYeHHue
npenaparom Butpaxsu®, 65 (19%) manuenTon
Oputd BO3pacToM 65 JeT mmu crapme # 20

(6%) manuenToB 6BUIM BO3pacToM 75 JeT UiH

crapiue. IIpoduns Ge30macEOCTH Y MOXKIIBIX
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COOTBETCTBYET KCNEPTHOMY OTYETY

ot 10.01.2024 N2 173
(Bxopanpai M3 Ne42R914R)

Crapas pegaknus

Hogas pepaknus

IauueHToB (>65 neT) cornacyercs ¢ TaKOBBIM
y bonee MOJIOJIBIX MIAIlUeHTOB.
HexenatensHBle — peaxmuu, TakWe  Kak
royioBokpyxenue (32% nporuB 28% y Beex
B3pocibix), aneMus (32% npoTus 25% y Beex
B3pPOCNBIX), MbmmeyHas cnabocts (14%
npotuB 11% y Bcex B3pOCHBIX) M HApyIUICHUE
noxonxu (8% mpotuB 5% y Bcex B3pOCIBIX),
Ob1H Gollee YaCTHIMU Y IIALIUEHTOB B BO3pacTe

65 net u crapie.

B3aumoneiicTrBue . C APYTHMHA

JICKAPCTBEHHBIMH CpEeACTBAMU

Brusanue opyaux nexapcmeennvix npenapamog

HA 1GPOMPEeXMUHUD

JlapotpexTHHu®  sBseTcs  cybcrparoM
mutoxpoma  P450  (CYP) 3A, P-
[TIUKONPOTEHHA (P-gp) 7§ Oenka
PE3UCTEHTHOCTH K PaKy MOJIOUHOM JKele3bl
(BCRP).  OpmoBpemMeHHOE  TIpHMEHEHHE

npenapata Butpaxsr®

C CHJIbHBIMHA HIIH
YMEPEHHBIMH  UHTUOMTOpaMHU CYP3A,
unrpburopamu P-gp u BCRP (mampumep,
aTa3aHaBHp, KJIADHTPOMMLHH, HHIUHABUD,
HTPaKOHa30Jl, KETOKOHa30J1, Heda3oMoH,

HEeI(QHHABHpD,  pPHTOHABHD,  CAaKBUHABHD,

TENUTPOMHUIMH, TpONeaH OMMIUH,
BOPHKOHA301, rpeingpyr 30171
rpeindpyToBbit COK) YBEIHYUBACT

KOHIIEHTPAIMIO JIApOTPEKTHHHOA B IIa3Me.

CosMecTHOE

Burpaxsu®

IpAMEHEHHE npenapara
C CHIBHBIMHM HIIM YMEPEHHEIMH

mapykropamp  CYP3A ¥ CHUJIBHBIMH

Baaumopeiicrene ¢ APYTAMHK

JICKAPCTBEHHBIMH CpeACTBAMH

Binsisne apyrux JiekapcTBEHHBIX MIPENapaToB

Ha JIADOTPEKTHHUO

o Bnusnue unzubumopoe CYP3A, P-gp u
BCRP na napompexmunu6

Jlaporpektunun®  sBnsiercs  cyGeTpaToM
uutoxpoma  P450 (CYP) 3A, P-
TJIMKOIIPOTENHA (P-gp) %1 Oenka
PE3UCTCHTHOCTH K PaKy MOJOYHOH JKeNe3bl
(BCRP). OpmuoBpeMeHHOe  IpHUMEHEHHE

® C CHIBHBIMH HIIH

npenapara Burpaxsu
ymepeREEIME  mHrHOHTOpaMm — CYP3A,
uarubutopamu P-gp u BCRP (manpumep,
aTa3aHaBHp, KIAPUTPOMHIMH, WHIMHABHD,
HTPaKOHa30Jll, KEeTOKOHa3ol, Hebas3omI0H,
HenQWHAaBHp,  PHUTOHABHp,  CAaKBHHABHP,
TEJUTPOMHUIIHH, TPOJICAHAOMHULIUH,
BOPHKOHA30J1, rperndpyT WK
rpedndpyToBElt COK) MOXET YBEIHUYHMBATH

KOHLEHTPAIHIO JIAapOTPeKTHHUOA B IIIa3Me.
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COOTBETCTBYET ZKCNEPTHOMY OTYETY
ot 10.07.2024 N= 173
(Bxopauyi M3 Ne4269145)

Crapas pepaxuus

Hogas pexaknus

HHIYKTOpaMH P-gp (HanpuMep,
kapbamaszenun, ¢enobapburan, ¢ennTonH,
pudabyrun, pudbamMIMIHE WIH 3Bepoboi)
CHIDKAaeT KOHIEHTpPAalUIO JIapoTpeKTHHuba B

I1a3Mme.

. Bruanue unzubumopoe CYP34, P-gp u
BCRP ua napompexmunub

Knuauyeckue JadHBle, INONYYEHHBIE Y
3I0POBBIX B3POCIIBIX [IAIHCHTOB,
IIOKA3bIBAIOT, YTO COBMECTHOE IIPUMEHEHHE
npenapara Burpaxsu® B onHOXpaTHOM m03e
100 Mr ¢ uTpakoHa3’oJIOM  (CHIIBHEIHA
uarubutop CYP3A u wuurubutop P-gp u
BCRP) B nose 200 Mr onuH pa3 B CyTKH B
TeYeHHe 7 JHEH yBEIMYMBANO II0Ka3aTeNH
Cmax 1 AUC napotpextunuda 8 2,8 paza u 4,3
pa3a cooTBeTcTBEHHO (cM. pasmen «Crocod

TIPUMEHEHHS | JO3BDY).

OH3HO0NIOrHYeCKH 000CHOBAaHHOE

(bapMaKOKI/IHCTI/I‘ICCKOC MOJCIIHPOBAHUC
IIoKasano, 4YIro COBMECTHOC IIpUMCHCHHC

npenapara Burpaxsu®

C  YMEpEeHHBIMH
uHrnoHTOpaMu CYP3 A4 (dhirykoHa3010M MM
JUNTHA3eMOM) YBENHUIHT NMoKazaTeld Cpax B
1,9 paza u AUC B 2,7 paza. Oxxunaercs, Iro
H3MEHEHHE OKCIO3HMIMH Butpaxsu® mnpu
COBMECTHOM IIPHMEHCHUH C YMEpPEHHLEIMH
paruburopamun CYP3A4  me  Oygmer

KIIMHUYECKH 3HAYHUMBIM.

Kiruanyeckue JauHble y 3J0pPOBBIX B3POCIBIX

MEaTUEHTOB OCMOHCTPHPYIOT, YTO COBMECTHOC

NpUMEHeHWe Tpemapata  Burpaksn® B

Knranueckne pamHBle, ONYYCHHBIE Y
3[0POBBIX B3POCIIBIX HalHeHTOB,
IIOKA3EIBAIOT, YTO COBMECTHOE NpPHMEHEHHE

npenapata Burpaxsu®

B OJHOKDAaTHOH J103€
100 Mr ¢ wuTpaxonasonoM  (CHIIBHBIX
uaruburop CYP3A u urrmbmrop P-gp u
BCRP) B moze 200 Mr oauH pa3 B CYTKH B
TedyeHHe 7 MAHE# YBEIMYMBAJIO IOKa3aTeNd
Cumax 1 AUC naporpexrunuta B 2,8 pasa u 4,3

pas3a cooTBeTcTBeHHO (cM. paszien «Crmocod

IIPUMEHEHHS ¥ JIO3BD»).
dDusmonorugecxn 000CHOBaHHOE
(apMaKOKMHETHIECKOE MOJEIHPOBaHHE

NOKas3aJlo, 4Yro COBMECTHOC IIpHMCHCHHUC

npenapata Burpaxsu®

C  YMEpeHHBEIMH
unru6utropamu CYP3 A4 (¢rykoHazonoM wiu
JUITAA3EMOM) YBENUUHUT IoxazaTelld Cmax B
1,9 pasza m AUC B 2,7 pa3za. Oxunaercs, 4To
U3MEHEHHe DJKCIO3MIuM Burtpaksu® 1pu
COBMECTHOM IIPUMEHEHHH C YMEPCHHBIMU
unrubutopamn CYP3A4  Be  Oynmer

KINHAYCCKH 3HAYHMBIM.

KnuHprgecKue HaHHBIE Y 3M0POBBIX B3POCIIBIX
HAUAEHTOR IEMOHCTPHPYIOT, YTO COBMECTHOE

IpUMEHeRHe IIpenapaTa BHTpakBu®

B
onHokpaTHo# mo3e 100 Mr ¢ padammunuEOM
(urubéurop P-gp u BCRP) B omHOKpaTHOI
zoze 600 Mr yBenmuumBao 1rokazarend Cmax H
AUC naporpextmuba B 1,8 u 1,7 pasa
cootBeTcTBeHHO (cM. pasgen «Cmocob

NPHMEHEHUS | JIO3BI»).
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COOTBETCTBYET KCNEPTHOMY OTYETY

ot 10.01.2024 N= 173
(Bxopauyues M3 N24269145)

Crapas penaxkuus

Hosas penakuns

onuoKpaTHo# no3e 100 Mr ¢ pudaMoumaOM
(uarnbutop P-gp m BCRP) B omgHOxpaTHOH
nmoze 600 mMr yeenuuupano nokazarend Cmax B
AUC nmaporpextunuba B 1,8 m 1,7 pasa
(cm. «Crnocob

COOTBETCTBEHHO pasaci

IIPUMEHEHHUS U IO3BD)).

. Bnusnue undoyxmopoe CYP34 u P-gp

HA IAPOMPEKMUHUO

Koipauyeckue  OaHHBIE, IIONyuYeHHBIE Y
3I0pPOBBIX B3POCIBIX IAIHCHTOB,
JIEMOHCTPHPYIOT, YTO COBMECTHOE
IpUMEHeHHe Tnpenapatra Butpaxsu® B

OHOKpaTHOH no3e 100 Mr ¢ pudpaMnumHOM
(cuneubt mAYKTOP CYP3A U P-gp) B mosze

600 Mr omuH pa3 B cyTka B TeueHue 11 nueit

camxaimo nokazatemd Cmax u AUC
maporpekturuba Ha 71% u  81%
COOTBETCTBEHHO (cM. paszgen «Ocobpre
YKa3aHH).

OH3UONOrHYECKH 060CHOBaHHEOE
(bapMaKOKHHETHYIECKOE MOJICIIUPOBAHAE
IOKa3alo, 4YTO COBMECTHOE IpHMEHEHME
npenapara  Burpaksu® ¢ yMepeHHBIM
uanykropom  CYP3A4  (sdasupenzom)

MpABENET K CHIDKEHHIO TOKasaTenelf Cmax
Butpaxsu® ma 60% u AUC Ha 72% 10
cpaBHeHHIO ¢ npreMoM Butpaxsu® ornensHo

(cM. pasgen «Crocod IpUMEHEHNS! ¥ JI035D»).

Bnusaue JIapoT QBKTKHPI6a Ha AOPYTHE
JICKApCTBCHHEIE TPEIapaThl

. Bnusnue unoykmopos CYP34 u P-gp

Ha 1apompexmunud

CopMmecTHOE IpUMEHEeHue npenapara
Butpaxsu® ¢ CHIBHBIMH MIH yMEPEHHBIMHU
uHaykropamu CYP3A #  CHIBHBIMH
HHOYKTOpaMH P-gp (maniprMmep,

kapOamazenus, ¢enobapbutan, (EHUTONH,

pucabytun, pudamMuouiMHE WM 3BepoOOK)

MOJXET CHHXKATh KOHIIEHTPAIHIO
nmaporpexTuHuba B ImasMe (CcM. pasgen
«Ocobple yKa3aHusy).

KnuHuueckne nmaHHBlE, IONYYEHHBIE Y
3JI0POBBIX B3POCJIBIX aI[MeHTOB,
JEMOHCTPUPYIOT, 4TO COBMECTHOE
IpUMEHEHHE Ipenapata Burpaksu® B

onHOKparHO# no3e 100 Mr ¢ pudaMrnuEOoM
(cunebii uaxyKTOp CYP3A M P-gp) B mose
600 Mr omuH pa3 B CyTKH B Teuenue 11 mueit
Cmax u AUC
7% un 81%

coOTBETCTBEHHO. KimMHWYeckHe MAaHHBIE O

CHHXKAJIO IIOKa3aTeIIn

napoTpekTHHHba  Ha

BIIUSIHUHA YMEPEHHOTO HHIYKTOpa
OTCYTCTBYIOT, OJHAKO OXHAAETCS CHIDKEHHE

BO3efiCTBUSA TapOTpPeKTHHHOA.

du3noorudecku 000CHOBaHHOE
(bapmakoKHHEETHYECKOE MOZeNnupoBaHue
II0Ka3aJlo, YT0 COBMECTHOE IIPUMEHEHHE

®

npenapara  Butpaxen

CYP3A4
IpUBEET K CHIKEHWIO ITokasarenell Cpax

Burpakee® ma 60% m AUC ma 72% 1o

CpaBHEHHIO ¢ TipreMoM Butpaxsu® oTensHo

C  YMEpeHHBIM

HHAYKTOPOM (a¢aBupen3om)

(cm. paznen «Crrocob MPUMEHEHHS | JO3ED»).
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COOTBETCTBYET 3IKCNEPTHOMY OTYETY
o1 10.071.2024 N2 173
(Bxopguuad M2 N4 369745

Crapas penaknus

HoBas peaaxkumus

. Bnusanue napompexmunuba Ha
cybcmpamer CYP3A
KnuHpgeckne fmaHHBle, IOJYYEHHBIE Y

3JIOPOBBIX B3POCIBIX IAIMCHTOB, YKA3LIBAIOT
Ha TO, 9YTO OIHOBPEMEHHOE IPUMEHEHHE
npenapata Butpaksu® (100 Mr gsa pasa B
Jenb B Teuenme 10 mmel) yBemwumBamo
mokazarenu Cmax 1 AUC mmpasonama B 1,7
pa3 Tpu IEPOpPATHHOM IPUMEHEHHH II0
CPABHEHHIO c TTOKa3aTeNsIMH,
3apeTUCTPUPOBAHHBIME IIPH  NPUMEHEHHH
MHJasonama OTAENbHO, UYIO0 IIO3BOJISAET
IIPEJIIONOXKATE, UTO JAPOTPEKTHHHAO ABIAETCS

cnabpm mHTHONTOpOoM CYP3A.

Crnemyer cobmofars OCTODOXHOCTH IIpH

OHOBPEMEHHOM TpPHMEHEHHH CyGcTparos

CYP3A ¢ y3KMM  TepaneBTHYCCKHM
IuanazoHoM  (Hampumep,  aIb(pCHTAHHI,
IIMKIIOCIIOPHH, IUTHAPOIPrOTAMHUH,

SProTaMHuH, (PEHTAHMN, IHUMO3HJI, XWHHJIUH,
CHPOJIAMYC MJIM TaKpOJIHEMYC) Y IAlHEHTOB,
NIpMHUMAROIHMX Tpenapar Burpaxsn®. Ecim y
HaNUeHToB,

Butpaxsu®,

OpUHEMAIOMYX  IIperapar

TpeOyeTcss  OJHOBPEMEHHOE
npuMeHeHne JanHBX cybcrparoB CYP3A ¢
Y3KHM TE€PalEeBTHYECKUM JHANa30HOM, MOXKET
IOTpeOoBaThCA CHIDKEHHE O3Bl CyOCTparoB

CYP3A us-3a HexenaTelbHbIX PeaKITHii,

. Bnuanue  napompexmunuba

cybcmpamer CYP2B6

HA

Wccnenopanus in vifro IIOKa3BIBAXOT, 4YTO

JAPOTPEKTHHUO  HMHAYIHPYET

cybcTparsl

BiusHue JApOTPeKTHHMOA Ha  JpyrHe

JICKApPCTBECHHBIC ITPETIapaThl

) Brugnue
cybcmpamer CYP3A

Knunugeckue

Japompexmunuba Ha

IaHHBIE, IIONYYEHHBIE ¥
3JOPOBBIX B3POCIHBIX NAIIMEHTOB, YKA3BIBAIOT
Ha TO, YTO OIHOBPEMEHHOE NpPHMEHEHHE
npenapata Burpaksu® (100 mr 1sa pasa B
JeHb B TeueHme 10 pHE#) yBenHUHBAIO
noxasaremd Cmax ¥ AUC mupmazonama B 1,7
pas IpH OepopabHOM IPAMEHEHHHM II0
CpPaBHEHHUIO c TIOKa3aTemsMH,
3apEeTUCTPUPOBAHEBIME IIPH  IPUMEHEHUH
MEJ{a30jlaMa  OTHENbHO, YTO  IO3BOJISET
IPEINION0KHUTE, UTO TAPOTPEKTHHHUO SIBIIAETCS

cnabpmv uHrnduTopom CYP3A.

Cnegyer cobmoziats OCTOPOXKHOCTH IIPU

OMHOBPEMEHHOM IIPHMCHCHHH Cy6CTpaTOB

CYP3A ¢ y3KHMM  TEpaNEeBTHYCCKUM
JuanasoHoM  (HampuMep, — anb(peHTAHHI,
IUKIIOCIIOPHH, JIUTHAPO3PrOTaMHUH,

3proTaMpH, (PEHTAHWI, MHUMO3HI, XUHHIHH,
CHpOJMMYC KA TaKpOIUMYC) Y TAallHeHTOB,
IPUHAMAIOIHX npenapaT Butpaksu®. Ecmu y
NAIHEHTOB,

Burpaksu®,

IPUHUMAIOIUX  IIpermapar

TpeOyeTcs  OIHOBpPEMEHHOE
IpuMeHeHne JaHHpX cyocrtpatoB CYP3A ¢
Y3KUM TE€PaNeBTHUECKUM JHANIa30HOM, MOXKET
NOTpeboBaThCSL CHIKEHME NO3BI CyOCTpaToB

CYP3A u3-3a HexenaTeIbHBIX peaKIHii.

. Brusnue  napompexmunuba  na

cybcmpamer CYP2B6
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 10.01.2024 N= 173
(Bxoanuust M3 N=4269145)

Crapas pegaxkous

HoBasi peJaKuusi

CYP2B6. OnHoBpeMeHHOE  IIpUMEHEHHE
napoTpektuHuba ¢ cyberparamu CYP2B6
(mampumMep, OynpomuoH, 3(aBUPEH3) MOKET

CHM3HUTEH UX BO3JIEHCTBHE.

o Brusanue napompexmunuba Ha opyaue

cybcmpamul mpancnopmHulx 6e1Ko8

UccnenoBanus in vifro TOKa3kIBAIOT, YTO
JNApOTPEKTHHUO  SIBIAETCS  MHIUOHUTOPOM
cyberpata OATP1B1. Huxakux KIMHEUYECKHX
HCCIIe0BaHui AL U3yYEeHUS
B3aumogeitctBust ¢ cyberparamu OATP1B1
HE IIPOBONMIOCHE., CHNEAOBATENbHO, HENB3S
HCKITIOYHUTB, TO OJTHOBpPEMEHHOE
[IPUMCHEHME TapoTpeKTHHHOA ¢ cydcTpaTaMu

OATPI1BI (mampmmep, BaycapTaH, CTATHHEL)

MOXXCET YBCJIIHYHUTE HX BO3ICHCTBHE,

. Bnusnue napompexmunuba Ha

cybecmpamur pepmenmos, pezynupyemuvix PXR

Uccnenopanus in vifro TIIOKa3biBAlOT, 9YTO
JapOTPEKTHHUO  MOXET  HMHIYLHUPOBATH
depmenTsl, peryimpyembie PXR (Hanpumep,
cemeiictBo CYP2C u UGT). OnnoBpementoe
OpHMEHEHHE TapoTPeKTHHEHOA ¢ cybeTpaTamu
CYP2C8, CYP2C9 wm  CYP2CI9
(Haupumep, pelarnuHu, Baphapus,
TONOYTAMHA UM  OMEIPAa3’0l)  MOXKET

YMEHBIINTH UX BO3ACHCTBHE.

. TI'opmonanenusie konmpayenmugut

B HaCTOAIICC BPEMI HEM3BECCTHO, MOXET JId

JIApOTPEKTHHUO CHIDKATE S0 (EKTUBHOCTE

UccnepoBanus in vifro II0Ka3bIBAIOT, YTO
TapoOTPeKTUHHO  HHIOynupyeT cyOcTpars
CYP2B6. OpHOoBpeMeHHOE TpUMeHEHue
JaporpekturMba ¢ cybcerparamu CYP2B6
(rarpumep, OympOMMOH, 3()aBUPEH3) MOXKET

CHH3UTEL WX BO3AEHCTBHE.

. Brusnue napompexmunuba na opyzue
cybcmpamul MpancnopmuuIx 6enKos

UccnenoBauust in vitro IIOKa3bIBAIOT, YTO
JIapOTPEKTHHHO  ABIsETCS  MBIHOUTOpOM
cybcrpara OATP1B1. Huxakux KIMHHIECKUX
HCCIe0BaHNH JUIst HU3YYECHUS
B3auMojietictBua ¢ cyberparamu OATP1B1
He npoBoguinock. ClemoBaTeNbHO, HENB3S
HCKITFOUHUTD, 4TO OIOHOBPEMEHHOE
IIPEUMEHEHHE TapoTpekTHHMOA ¢ cybcTpaTaMu

OATPI1BI1 (manpumep, BarncapTaH, CTaTHHBI)

MOJKET YBEIIMYNTE HX BO3JEHCTRYE.

. Bnusnue  napompexmunuba  ua
cybempamur pepmenmos, pezynupyemoix PXR
UccnenoBanms in vitro IIOKa3bIBalOT, YTO
JapOTPEeKTUHUO  MOXET  HHIYIHPOBATH
dbepmenTsl, peryimpyemsle PXR (manpumep,
cemeiicteo CYP2C u UGT). OxpHoBpeMeHHOE
IIpMMEHEHHE JapoTpeKTuHuba ¢ cybcTpaTaMu
CYP2C8, CYP2C9 wmwm  CYP2C19
(manpumep, pelarivHuz, Bapdapus,
TONOyTaMHUJ  WIH  OMENPa30d)  MOXKET

YMEHBIIUTEL HX BO3IEHCTBHE,

. T'opmonanervle KoHmpayenmugot
B macTosiee BpeMsi HEH3BECTHO, MOXET JIA

JapOTPEeKTHEMO CHIKATh  3(PQEeKTHBHOCTE
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.01.2024 N2 173
(Bxonanpai M3 N4 269745)

Crapas pepaxknus

Hosas pepaxuus

rOpMOHAJNIBHBIX KOHTPACIITHBOB CHCTEMHOTO

IEeACTBHA. IToaTomy JKEHIMUHAM,
UCIIOJIB3YIOITHM TOPMOHAJIBHEIE
KOHTpALENTHBBl ~ CHCTEMHOrO  eicTBus,
cIeIyeT  pEeKOMEHIOBATh  HCIOJNH30BaTh

GaphepHBIH METOT KOHTPALEIIIHH.

TOPMOHAJILHBIX KOHTPaNCIITUBOB CUCTEMHOTO

neifcreus. IlosTomy XEHIUHAM,
UCIIONIB3YIOIUUM TOpMOHAIBHEIE
KOHTpAllENTHBEl ~ CHCTEMHOTO  JEHCTBUS,
clefyeT  PEKOMEHIOBaTh  HCIOJB30BaTh

OapbepHBLA METOJ KOHTPAUEIIIHH.

Ocobble yrazanus

Heeponozuueckue peaxyuu

VYV nmanueHToB, MOJYYaBIIMX JAPOTPEKTHUHHO,
93017

3apEerHCTPAPOBAHEI TaKHe

HEBPOJIOTUYECKUE PpeaKnuy, KaK

TONIOBOKPYXKEHHME, HapyImeHHe NOXONKA U
mapecTesus «ITo6oumsie

(cM.  pazmen

nefictBus»).  IlposBiieHWe  GONBIIMHCTBA
HEBPOJIOTMYECKHUX peakIuid oTMedasoch B

TEYECHUE IIEPBBIX TPEX MECANCB JICUCHMS.

B 3aBUCHMOCTH OT CTEOEGHH TDKECTH H
CTOMKOCTH  3THX  CHMITOMOB  CIIEAYyeT
paccMoTpeTh BO3MOXHOCTE OTMEHBI,

YMEHBIIEHHUS] MNH JIPEeKpAIeHHs MpHeMa
®

npenapara Butpaxsu® (cM. paszgen «Crocod

IIPUMEHEHHMS 1 JI03BI» ¥ pasjen «Brusuue Ha

CIOCOGHOCTh ~ YIIPaBIATh TPAHCIOPTHBEIMH

CPEACTBaMH, MEXaHU3MaMMUY ).

Iosvruenue axmugnocmu mpaHcamuHas

VY nanueHToB, MONYYaBIIHX JapOTPEKTHHHO,
oTMeyanoch IoBsimeHHe ypoBHei AJIT u
ACT (em. paspen «IloGouHble neHcTBHAN).
BonemuHCTBO ciyyaeB NOBBINICHUS YpPOBHEH
AJIT n ACT mnpouzommo B nepssie 3 Mecsna

JICUCHU.

Ocobn1e ykazanns

HeBponorugeckue peakiy

VY DanueHTOB, IOJNYYaBINHX JIAPOTPEKTHHUO,

Opu1H 3aperHCTPHPOBAHEI TaKHe

KaK

HEBPOJIOTHICCKHC peaxuuu,

TOJIOBOKpPY KEHHE, HapyIIeHHe IIOXOAKH WM
(M. «Ilo6ounste

apecTeE3us pas3zaen

zefictBus»).  [IpossiueHue  GoNBINMHCTBA
HEBPOJIOTHYECKUX pEaKIUi OTMEYaoch B

TEUYEHNE IIEPBBIX TPEX MECAIICB JICUCHUS. B

3aBUCHMOCTH OT CTENEHH THXKECTH H
CTOMKOCTH ITHUX CHMIITOMOB CICOyeET
PacCMOTpPECTh BO3MOXXHOCTB OTMCHBI,

YMEHBUICHUS MM IpeKpaleHus IpHeMma
npenapara Butpaxeu® (cM. pasmen «Croco6
IIPUMEHEHNS ¥ JI03Bl) ¥ pasjiel] «BnusHue Ha
CIIOCOOHOCTH ~ YNpaBJITh TPAaHCIOPTHBIMA

Cp€acrpaMu, MexaHH3MaMH))).

IenaToTOKCHYHOCTE
Y manueHTOB, HOJYYaBIIUX JApPOTPEKTHHEO,
nmokasareyei

HaONIONAINCh  OTKIOHEHHS

OYHKIMH II€YEHH, BKIIOYAas IOBBIIICHHE
yposueit AJIT, ACT, 1P n 6nmupy6una (cM.
pasnen «IToOounste JEHCTBHY).
BonemuAaCTBO CiTyyaeB HOBBINEHUS YPOBHeEH

AJIT u ACT npou30IIIo B TeUEHHE 3 MECSIIER
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COOTBETCTBYET IKCNEPTHOMY OTHETY
o1 10.01.2024 N2 173
(Bxopaui M3 N24269145)

Crapas pepakuus

Hosasi pepaxkuus

Crnemyer  HpOBOAMTH  OHEHKY  (yHKIHH
nevenu, Bmouas AJIT u ACT, no npuema
NepBOH /1036l M EXKEMEeCSYHO B TEUCHHUE
NEPBBIX 3 MeECsIeB JICUYEHHUs, a 3aTeM
NEpPUOMYECKH BO BpeMms JieyeHus, ¢ Oolee
4acThIM TECTHPOBAHHEM Yy TMAlUEHTOB €
MOBBIIICHHEM AKTUBHOCTH TpaHcaMuHas. B
3aBHCHMOCTH OT  CTEIEHH TSKECTH
MOBBIIIIEHUS AKTUBHOCTH TPAHCMHMHA3 IPUEM
npernapara Burpaksu® BPEMEHHO
IPUOCTAHABIMBAIOT WM [PEKpallaloT Ha
MOCTOSIHHOM OcHOBe. B ciyyae BpeMeHHOM
IIPHOCTAHOBKH JIeYEHHUsI JIO3UPOBKY
npenapata Butpaksu® KoppekTHpYIOT IIpH
BO300HOBJIEHHH €ro mpuema (CM. pasjeln

«Crioco6 npUMEHEeHHUs ¥ JI03bI» ).

Cosmecmnoe npumenenue ¢ UHOVKMOpamu
CYP3A4/P-gp

Cnenyer u3beratb COBMECTHOTO IPUMEHEHHS
CHIBHBIX WJIH YMEPEHHBIX HHJIYKTOPOB
CYP3A4/P-gp ¢ npenapatom Burpaxeu® us-
3a pucKa CHKeHus 3G PeKTHBHOCTH JICHCTBHS
(cMm. paszgen «BzaumopeicTBHe ¢ JIpyTHMH

JIEKApCTBECHHBIMH CPEACTBAMMY )

Konmpayenyus y mysicuun u dceniyun
JKeHIMHBl JIeTOPOHOTO BO3pacTa JIOJKHBI
UCIOJIL30BaTh BHICOKOA(()EKTUBHBIE METO/IbI

®um

KOHTpAlenuu npu npueme Burpaksu
TEYEHHE KaK MHHUMYM OJIHOTO MecsiIia 1ocie
npekpaiieHuss  JedeHuss  (CM.  pasJielibl
«B3aumoseiicTeue C JIPyTHMH

JICKapCTBCHHBIMH CpelCTBaMu»,

nociie  Hayana JiedyeHus. Y B3pOCIHBIX
NalMeHToB  ObUIM  OTMEUYEHBl  CIy4au
reraTOTOKCHYHOCTH C IOBBIINIEHHEM YPOBHS
AJIT w/mma ACT 2-i1, 3-i winu 4-i creneHn
TSKECTH M TIOBBILICHHEM YPOBHs OunupyOuna
Oonee weM B 2 paza OT BEpXHEH T'paHHIIbI
HOPMBI.

B 3aBucumMocTH 0T TSDKECTH 3aboeBaHUS
MalMeHTaM ¢  IOBBIIEHHEM aKTHBHOCTH
IIEYEHOYHBIX TpaHcaMHHa3 cieyer
IIPUOCTAHOBUTL  IIPUEM, CKOPPEKTHPOBAThH
JI03y MJIM TOJHOCTBIO IIPEKPaTHTh IIpPHEM
npenapata  Butpaksu®  (cM.  pasjen

«ITpoTuBonoxazanusy).

Crestyer KOHTPOJIMPOBATH (DYHKIMIO TICUECHH,
skmouas AJIT, ACT, II® u 6unmmpyOusn, 10
npuemMa IMepBOH J03bl, Jajnee KaxIable IBe
HEJICJIM B TEUCHHE 1IEPBOT0 MECSIIA JICUCHHUS], 1
3aTeM €KEMECAYHO B TEUECHHE CIIEYIOMHUX 6
MECSIIEB JIEYCHHUS, a 3aTeM MEPHOIHYECKH BO
Bpemst sieueHusi. [laumenrtam, y KOTOpBIX
HabmoaeTcss  TNOBBINEHHE  AKTHBHOCTH
TpaHcaMHHa3, HeoOXOAMMO ITPOBOANTE OoJiee
yactoe TectupoBaHue (cm. paszen «Crocob

IIPUMEHEHHUS U JI03b1» ).

CoBMECTHOE IIPHMEHEHHE C HHAYKTOpaMH

CYP3A4/P-gp

CJ]CI.IyeT n3beraTb COBMECTHOIO IIPUMEHCHHUS

CHJIBHBIX WM  YMEPEHHbIX HHIYKTOPOB
CYP3A4/P-gp ¢ npenapatom Butpaksu® us-
32 pucka  cHWKEHHS  dPPEKTUBHOCTH
aedicrBus (em. pasjen «BzaumojpeiicTBue ¢

JIPYTMMU JIEKAPCTBEHHBIMH CPEJICTBAMIY ).

C.46 nu3 47




COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.01.2024 N= 173

Crapas pepakuus

(Bxopmumit M3 N2A269148)
P L =y

Hosast penaxkmus

«ITpumenenne npu 6epeMEHHOCTH U B TIEPHOJL

I'PY/IHOTO BCKAPMIIMBAHUS ).

MysxunHam c PerpoJIy KTHBHBIM

IIOTEHIMAIIOM C HeOepeMEeHHOH JKEeHIIMHOM-
IIAPTHEPOM, CIOCOOHOH K JIETOPOXK/IEHHUIO,
clenyeT

PEKOMEH/10BATh HCITOJIB30BAThH

BBICOKOY()(heKTUBHBIE METO/ bl KOHTpPAICTIIIHH

BO BpeMs JieueHus mipeniapatoM Butpaksu® u

B TEUEHHWE KaK MHHUMYM OJHOIO Mecsla
nocie  mocieiHed  J03bl.  (cM.  pasjen
«IIpumenenue npu GepeMEHHOCTH U B IEPHO]T

IpYy/IHOTO BCKapMJIUBAHUS ).

Konrparenus y MYJKYHH M JKCHITITHH

)KCHHII/IHBI JAC€TOPOJHOTIO BO3pacTa A0JDKHBI

HCIIOJIb30BATE BHICOKOAI(P(PEKTHBHBIE METOIBI

®

KOHTpAaleNIuy IpHu npueme Burtpaxsu® u B

TCHCHHUEC KaK MUHUMYM OJ/ITHOTO MECsIa Mocjie

HOpEeKpalieHus:  JedyeHus:  (CM.  pasJielibl
«B3aumoneiicteue c JIDYTUMH
JI€KapCTBEHHBIMA Cpe/icTBAMMIY,

«IIpumenenue npu 6epeMEHHOCTH H B TIEPHOJL

IPYZHOTO BCKApMIIUBAHUS ).

MyskunHam c PEPOIyKTUBHEIM

MOTEHIIMAIOM M HeGepeMEeHHbBIM KEHIIHHAM-
napTHepaM, CHOCOOHBIM K JICTOPOJK/ICHHUIO,

CIIeyeT PEKOMEH/10BATh HCITIOJIB30BAThH

BBICOKOA(D(heKTHBHBIE METO/IbI KOHTPAIIEIIITHHA

®

BO BpEMs JICHCHUS IIpeIapaTtoM BI/ITpaKBH u

B TEYCHHEC KaK MHHHUMYM OJ/IHOI'O MECsIa

nocjie  mocieAaHed  J03pl.  (CM.  pasjen

«ITpumenenne npu OepeMEHHOCTH U B TIEPHOJT

I'PYJHOTO BCKapMIIMBAHUS ).

Poccun/ctpan CHI™ JluBusnona «dap 14
AO «BAUEP»

spiuesa E. U.
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