MHCTPYKLIYA 10 MEJUITUHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O
[IPEITAPATA

Burpaxsu®

Perncrpannonnsiii Homep: JII1-008266
Toprosoe HaumeHoBaHue: Burpaxksu®
MexayHapoaHoe  HeNATeHTOBAHHOe  WJM  TPYNNHPOBOYHOe  HAaMMEHOBaHMe:

JApOTPEKTUHHUO
JlekapcTBenHasi gopma: pacTBOp IJid MpreMa BHYTPb

CocTaB

1 MJI OpenapaTa COAEPIKUT:

Heticmsyrowee eewecmeo: napoTpekTuHHOa cyiabdpar 24,600 Mr B mepecuere Ha

napotpektuan6 20,000 mr.

Bcnomoeamenvuvie  eewjecmea:  NMMOHHasg — Kuciaora, apoMatuzarop  «KiyOHuka»
(ManbronekcTpuH, TpudTHALMTPaT (E1505), apomaTu3upyroue BemecTa, MpONUICHIJIUKOIb
(E1520) m apomaruzaropsl), THAPOKCUIIPONHIOETaACKC, HATpUs OEH30aT, HATPHUs LHUTpaT,

CyKpajio3a, Bojia OYHIICHHAS.

Onucanue
[Ipo3paunblii 0T OECHBETHOTO JO JKEITOr0 WJIM OpPaHXEBOro, WIM KPacHOro, WU

KOPUYHEBATOTO I[BETA PACTBOP.

dapmakoTepaneBTHYECKasi TPyNa

[IpoTrBOOMyX0JIE€BOE CPEICTBO - MPOTEHHKHUHA3BI HHTHOUTOP
Kox ATX: LO1EX12

dapmMakoJIoOrnyecKne CBoiicTBa

dapmakoguHaAMHKa

Mexanusm oelicmeus

Jlaporpexktuan® sBusiercs  aaeHo3uHTpudochaT (AT®D)-KOHKYPEHTHBIM W CEIICKTUBHBIM

UHTUOUTOPOM Tponomuo3uH-perentopuoir kuHassl (TRK), xoropsrii Obut paszpaboran s

mpeaoTBpaliCcHUd aKTUBHOCTU KHWHA3bl BHC MUIIICHU. Muiienpio JIIsL J'IapOTpeKTI/IHI/IGa SABJIACTCA

cemerictBo 6enkoB TRK, Bkmtouatomee TRKA, TRKB u TRKC, koTopbie KOOUpyIOTCS TeHAMHU

NTRKI, NTRK2 u NTRK3, cOOTBETCTBEHHO. B mmMpokoi NaHeId aHaIU30B OYMIIECHHBIX

depmentoB naporpextuHuO nHrn6uposan TRKA, TRKB u TRKC co 3nauenusmu IC50 mexty 5-
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11 eEM. EnuHCcTBEeHHAs MHAsI aKTUBHOCTHh KMHA3bl UMEJIa MECTO B KOHIIEHTpAIHIX, 00abmuX B 10
pa3. Ha wmopgensx omyxoneil in vitro W in vivo IapOTPEeKTUHUO TNPOJEMOHCTPUPOBAI
MPOTUBOOITYXOJIEBYI0O aKTHBHOCTh B KIIETKaX C KOHCTHTYTHBHOW aktuBanueil OemxoB TRK,
BO3HUKAIOIIUX B pPE3yJbTaTe CIUSHUSA TE€HOB, JENCUU PETyJISITOPHOrO JOMEeHa Oenka, WU B

KJIETKaX co cBepxakcnpeccuent 6enka TRK.

SIBieHMsI CAMSAHUSA T€HOB BHYTPH PaMKHU CUUTBHIBaHMsI, BOSHUKAIOIINE B PE3YJIbTATE XPOMOCOMHBIX
nepectpoek renoB yenoBeka NTRK I, NTRK2 v NTRK3, npuBoasaT K 00pa30BaHUIO0 OHKOTE€HHBIX
cmuthix OenmkoB TRK. DTu HOBBIE XUMEpHBIE OHKOTCHHBIE OCNKH SIBISAIOTCS abeppaHTHO
JKCIIPECCUPYEMBIMHU, CTUMYJIUPYIOUIMMH aKTUBHOCTb KOHCTUTYTHBHOM KHMHAa3bl, BIIOCIIEICTBUHU
AKTUBUPYIOIIMMH HIKEJICKAIINE KICTOYHbIE CUTHAJIbHBIC TIYTH, YYaCTBYIOIIUE B MPOJIU(epaIiu
U BBDKMBAaHUM KJIETOK, NMPUBOASAIINE K BO3HUKHOBEHHIO OITyXOJH, OOYCJIOBJICHHOW CIUSHHEM

renoB TRK.

Dapmaroounamuyeckue 3¢gpgexmol

Dnexmpodusuono2us cepoua

YV 36 310pOBBIX B3pOCIBIX MALIMEHTOB, MOJIYYaBIIMX OJHOKPATHBIE J103bl B quarnaszone ot 100 mo

900 mr, Butpaksu® He yBenmuupan uatepsan QT 10 KaKoi-1160 KIMHIYECKH 3HAYNMO CTETIeHH.

Ho3a 200 wmr cooTrBeTcTByeT NHUKOBOW OKCMOZUIUH (Cmax), AHAJIOTMYHON TOM, KOTOpas

HaOmromaeTcst npu npueMe JaporpekTuHu6a 100 Mr aBa pasa B JeHb BO BpeMs MpeObIBaHUS B
®

craunonape. Ykopouenue QTcF nabmonanocs npu n1o3upoBanuu Butpaksu, ¢ MaKCUMalbHBIM

cpenauM dddextoM, HabmomaeMbiM Mexay 3 u 24 yacamu mociie Cpax, CO CPEIHHM

reometpuueckuM ymenbienueMm QTcF ot 6a3oBoit muauM -13,2 Mc (nuama3od ot -10 10 -15,6 Mc).

KimHngeckast 3Ha4MMOCTB 3TOTO pe3yJIbTaTa HE yCTaHOBJICHA.

Knunuyeckas s¢pgpexmusnocmo

Kpamxkoe onucanue ucciedosanu

DddexTuBHOCT, M 0Oe30macHOCT, BuTpakBu® ObIIM H3YYeHBI B TPeX MHOTOIEHTPOBBIX,
OTKPBITBIX KJIMHHYECKUX HUCCIICJOBAHUSX B OJHON TPYMIE Y B3POCIBIX U JETEH, OONbHBIX
pakom (Tabmuua 1). Ha maHHBI MOMEHT HCCIEIOBAHUS TPOIOKAIOTCA.

[TaniueHTHl ¢ 3aI0KYMEHTHUPOBAaHHBIM ciusiHueM reHa NTRK m 6e3 Hero ObUIH JOIYIICHBI K
yuactuio B uccinenoBanun 1 u 3 (SCOUT). [lanueHTsl, BKIIOYEHHBIE B HCCIEAOBAaHHE 2
(NAVIGATE), nomxHbl OBUTH HMETh paK, MOJOXKUTENbHBIH 10 crausHuio TRK.
OO0benrHeHHBIN HA0Op AAHHBIX MEPBUYHOTO aHanM3a 3()(PEeKTHBHOCTH BKIIOYAET JaHHbIC 272
MalMeHTOB C PAKOM, TOJIOKHUTENbHBIM TI0 ciussHuio TRK, 3apeructpupoBaHHBIX B Tpex
MCCJICIOBAHMAX, Y KOTOPBIX OBUIO TOJAIONICecs] M3MEpPEHUI0 3a00jeBaHUE, OIICHEHHOE C

nomouipto RECIST Bep.1.1, nepBuuHON OmyXoiblo 3a NpeaesamMu LEHTPaJbHOM HEPBHOM
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cucreMmbl (IIHC), 1 koTopble MOMYyYnIIN IO MEHBIIIEH MEpe OJHY J03Y JapOTPEKTUHUOA. DTH

NAIMEHTHl  JIOJDKHBI  OBLTM  MOJYYUTHh  IPEABAPUTEIBHOE  CTAaHJApTHOE  JICUYCHUE,
COOTBETCTBYIOIIEE MX THITY OIMYyXOJW M CTaJAWH 3a00JIEBaHUS, WU KOTOpBIC, IO MHEHHIO
UCCIIeIOBATENsl, JTOJDKHBI OBLIM OBl MOJBEPrHYTHCS pagUKaIbHOW omepanuu (Takoill Kak
aMIyTalus KOHEYHOCTH, (aluaibHas pe3eKlus WK Mpolelypa, BbI3bIBAIOIIAs apainyd) Uiu
MaJIOBEPOSATHO CMOTJIH OBbI MEPEHECTH WM MONYYUTh KIMHUYECKH 3HAYMMOE TIPEUMYIIECTBO
OT JIOCTYIHOTO CTaHJApPTHOTO JICYCHHS B YCIOBHUSAX HPOTPECCUPYIOIIEro 3a00JIeBaHMS.
OcHOBHBIMU TIOKa3aTesIMH 3P GeKTUBHOCTH Obutk oO0mias dacrtota otBeta (OUO) u
nuTenbHOCTh oTBeTa (J1O), kak onpeneneHo KoMuTeToM 10 HE3aBUCUMOM OIIEHKE B CIIETIOM
pexxume (Blinded Independent Review Committee - BIRC). Kpome toro, 41 mauumeHt c
nepBuaHbIME ormyXxoismu LIHC u usmepumbiM 3a001€BaHieM Ha HAYATbHOM 3Tarle MPOXOAUIU
neuenue B uccnenoannu 2 (NAVIGATE) u B uccnenoBanuu 3 (SCOUT). 40 u3 41 nanueHToB
¢ mnepBuuHou omyxonpto [[HC panee mnpoxomunu JedeHue paka (XHPYpruyeckoe
BMEIIATEILCTBO, JTydeBasi Tepanus U (WJIH) MPEAIeCTBYIOIAs CHCTeMHas Tepanus). Peakiuu
OITYXOJIM OLICHMBAJIUCH HccienoBareneM ¢ ucnosb3zoBanueM kputepueB RANO uinun RECIST

Bep. 1.1.

Unentudukanus caussaus rteHoB NTRK ocHOBBIBajach Ha oOpasmax TKaHEW s
MOJICKYJISIPHBIX METOJZIOB TECTHPOBAHUU: CEKBEHHpOBaHMEe HOBOro mnokosneHus (NGS)

UCTONB30BATOCH Yy 276 TMalueHToB, MOJUMepa3Has LenmHas peakuus ¢ oOpaTHOM
tpanckpurueit (RT-PCR) ucnonb3oBanack y 14 manueHToB, GiyopeciieHTHAs THOPHAN3AINS
in situ (FISH) ncrons3oBanace y 18 manueHToB 1 Apyrue MeTOAbI TECTHpOBaHu (Sequencing,
Nanostring, Sanger sequencing wiu Chromosome Microarray) HCHOJIB30BAIUCH y 5
MAIUEHTOB.

Ta6anna 1: Kinuanyeckue uccjiel0BaHusl, MCNOJIb30BaHHbIE NPU aHATN3e d(PPeKTHBHOCTH NPH
COJIM/IHBIX U mepBHYHBIX onyxoJsx [THC

Tumnsl onyxoJiei,

HasBanue HCCIeA0BAHUA, BKJIIOYCHHBIC B

NCT02122913

» ®aza 1, oTKpeITOE
pacIIpEeHHOE HCCIEI0OBaHNE
YBEITMUYEHUS J103BI;

pacimupenHas (aza BkIrogaia

OJVH WY /IBa
pasa B JeHb (25
mr, 100 mr
KaICyJIbl HITH

pacTBop Jist

bkenesa (n=4)
Pax cimoHHOM
bKene3sl (n=3)
['MCO (n=2)

Capkoma MSITKHX

n
€ro IJIaH U NomyJasiuus aHau3
MalueHTOB Ho3a u coctaB | 3¢¢ekTUBHOCTH
HUccaenoBanue 1 o3e1 10 200 Mr  |[IluToBUIHAS 13
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MaIMEHTOB, Y KOTOPBIX
0OHapy»KeHa OIyX0JjIb CO
clnusiHuEM TeHOB NTRK

« B3pocibie maruerTs! (> 18
JIET) C MPOTPECCUPYIOIUMHU
COJIMTHBIMH OITyXOJISIMH CO

ciusgaueM reaoB NTRK

MpreMa BHyTPb

20 Mr/mi)

TKaHeH (n=2)
HMPJI (n=1) b*
HewnsBecTHas

MepBUYHAS OITyXOJIb

(n=1)

Hccnenopanme 2
NAVIGATE NCT02576431

- ®aza 2,
MHOTOHALIHOHAJIBHOE,
OTKPBITOE, KOP3UHHOE
MCCIIEIOBAHNUE OITyXOJIH

» B3pocible u naryeHTsl
eTcKoro Bo3pacta > 12 net ¢
[IPOTrPECCUPYIOLIUMHU
COJIMIHBIMH OIyXOJISIMH CO

ciusgaueM reaoB NTRK

100 Mr nBa pasa B
neHb (25 mr, 100
MT KaIlCyJjbl HIIH
pacTBop A
premMa BHyTPb

20 mr / MiT)

Capkoma MATKHX
TKaHel (n=27)
[[{uToBUTHAS
kenesa (n=25)°
HMPJI (n=24)>¢
Pax ciroHHOM
bKene3sl (n=22)
Toincras Kuiika
(n=18)

IlepBuuHas
omyxoutb [THC
(n=15)

Menaroma (n=8)°
IloxenynouHast
bkemesa (n=6)
PMK,
HECEKPETOPHBIN
(n=6)"

PMK,
CeKpeTOpHBIH (n=4)
X 0JIaHTOKAPITIHO
Ma (n=4)

['MCO (n=3)*
[Ipocrara (n=2)
ATITICHIUKC,
ATUITNYHBIN
KapIIMHOUIHBIN pak
TIETKNX, CapKkoMa
KOCTH, IIICHKa
MaTKH,

[CYCHB®,

179
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IBEHAAIIaTUTIEPCTHA
S KHIITKA,

Hapy KHBII
CITyXOBOM TPoxo11°,
PKETYIO0K, TIHIIEBOI,
MPJI> 9, mpsamas
KHIITKa, THMYC,
HEU3BECTHBIN
[EepBUYHBINA pak,
YpOTENHATbHBIN
pak, MaTka

(n=1, It KAKIOTO

THTIA)
Hccnenopanne 3 SCOUT Jlo3b1 1o 100 mr/ MudaHTUIBHAS 121
NCT02637687 M 2 1Ba pasa B (hubpocapkoma
- daza 1/2 nensb (25 mr, 100 (n=49)
MHOTOHAIIMOHAJIBHOE, MT Karcyisl win  |(CapkoMa MSTKHX
OTKPBITOE PACLIMPEHHOE pacTBop s TKanei (n=39)°
HCClieIOBaHUE MOBBIIEHUsT  [IpueMa BHYTpb  ([lepBuuHas
no3el; B dasy 2 pacimpenust {20 mr / mi) omyxoib [THC
KOTOPTHI BKITIOYAIHCH (n=26)
[AlMEHTHI, Y KOTOPBIX BpoxneHHast
YCTaHOBJICHA Me3001acTHYEeCKasT
[IPOTPECCUPYIOIAST COJTATHAS Hedpoma (n=2)
OITyXOJIb CO CIIMSHUEM I'€HOB CapkoMa KOCTH
INTRK, B TOM 9HCJIC MECTHO- (n=2)
pacnpocTpaHeHHas [[luToBUIHASA
WH(paHTUIbHAS kenesa (n=1)
¢ubdpocapkoma. Menanoma (n=1)
o [TarMeHTHl JIETCKOTO PMX,
BO3pacTa > 1 mecsma 1o 21 CeKpeTOpHBIH (n=1)
rojia ¢ MPOrpecCUpyIOInuM
PaKoM WM ¢ IEPBUYHBIMU
omyxomsimu LTHC
OO0111ee KOJUYECTBO MaIlUeHTOB (n)* 313

* COCTOUT M3 272 MAIMEHTOB C OIeHKO# 0TBeTa omyxoyi DCO u 41 manueHTa ¢ MepBUIHBIMHU

onyxoissmu  [THC  (Bkirouas

acTpOLIUTOMY,

TaHTJINOTIINOMY,

IHO0JIacTOMY,

TIIHOMY,

TJINOHEHPOHHBIEC OIYXOJIH, HeHPOHAIbHBIC ¥ CMEIIaHHBIE HEHPOHAIHHO-TIIHAIBHBIC Oy XOJIH

Y TPUMHUTHUBHYIO HEWUpPO

9KTOJICPMABHYIO OITyXOJIb) C OLEHKOW HCCIIEZOBATENsl OTBETA
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OITyXOJIN

2 TUCO: racTpOMHTECTHHANBbHAS CTPOMaJIbHAS OITyXO0JIb

b METacTasbl B T'OJIOBHOM MO3T¢C Ha6H}OZ[a}OTC}I Y 4aCTH MAUCHTOB IIPU CICAYIOIUX THUIIAX

omyxodeit: pak gerkux (HMPJI, MPJI), muToBHIHOM kKeJte3bl, MEIAHOMBI, MOJIOUHOM KeJTe3bl

(HECEKPETOPHOIT ), HAPYKHOTO CIYXOBOT'O MPOX0JIa i CAPKOMBI MATKUX TKaHEH

¢ HMPJI: HeMenKOKJIETOYHBIH pak JIETKOro

4 MPJI: MEJIKOKIIETOUHBIIf paK JIEFKOTO

¢ renaToucUIoJIsApHas KapumHoMa
HcxomHbie XapaKTepUCTUKH ISl OObETMHEHHBIX 272 MalMEHTOB C COTUIHBIMH OMTYyXOJISIMHU CO
ciusiaueM TeHoB NTRK Obutn ciaeayromuMu: cpeaanid Bo3pacT 41 roxa (nuamnazon 0-90 ner);
35% < 18 ner u 65% > 18 net; 57% OGenbix 1 49% My>K4MH; U IOKa3aTeNb O0IIET0 COCTOSHUS
no mkane ECOG (Eastern Cooperative Oncology Group - Bocrounas oObennHeHHas
onkosornyeckas rpymma) 0-1 (89%), 2 (9%) unu 3 (2%). 92% nanueHToB paHee MOIydaan
JIEYEHHUE OT pakKa, ONpelensieMoe KaKk XUPypruieckoe BMENIaTeNIbCTBO, JIyueBas Tepanus WIn
cucteMHast Tepanus. M3 Hux 72% paHee mosydalau CHUCTEMHYIO TEpaluvi0 C MeEAUaHON
IPEIBIIYIINX CXEM CUCTEMHOTO JIeUeHus, paBHOU 1. 26% Bcex ManueHToB paHee HE MOJIyqaan
CHUCTEMHYIO Tepanuio. M3 272 manueHToB Hanbojiee paclipoOCTpaHCHHBIMUA THIIAMHU OITYXOJIeH
OBLIN capKoMa MATKUX TKaHeH (25%), undantunbHas pudpocapkoma (18%), pak mUTOBUAHON
xenessl (11%), pak nerkux (10%) u pak citoHHOI xene3s (9%).
Ucxonnsie xapakrtepuctuku s 41 nanuenta ¢ nepeuunbiMu onyxoisimu LTHC co cnusinuem
reHa NTRK, olleHEeHHBIMH HCCIIeZIOBaTeNeM, ObUIM CIEAYIOIIMMU: cpelHuil Bo3pact 11 ner
(mnamazoH 1-79 ner); 28 manuenTos < 18 net, 13 narmenToB > 18 e, 28 GenbIX MAITUEHTOB U
20 manueHToB MY)KCKOTO TI0JIa; U ToKa3arenb obmiero cocrosaus mno mkaie ECOG 0-1 (36
nanueHToB) win 2 (4 mamuenta). 40 (98%) manueHTOB paHee MONydYalH JICUCHUE OT paka,

ONpeaACEICMOC KaK XHUPYPruicCKOC BMCHIATCIBLCTBO, JIyuCBad TCpalud HJINW CUCTCMHAs

tepanusi. B cpegHem Oblna moiydeHna 1 cxema CHCTEMHOM Teparuu.

Pesyromamur ananusa Sd)(beKWlMSHOCWlu

Pesynbratel 00benuHeHHON 3(deKkTuBHOCTH Ui OOIIel YacTOThl OTBETA, JIUTEILHOCTH
OTBETa M BPEMEHHU A0 MEPBOTr0 OTBETa, B MOMYJSALUM NEPBUYHOrO aHanuza (n=272) u c
MoCJIeTIyIOMUM 100aBiaeHueM nepBuaHbIX onyxonei [[HC (n=41), pe3ynabTaTsl 00beIMHEHHON

nonyssiun (n=313), npencrasnensl B Tabmuie 2 u Tabmure 3.

Taboauma 2: Pe3yabTarbl o00bequHeHHOH 3PPeKTHBHOCTH NPH COJTHTHBIX
OIYXO0JIfIX, BKJIIOYAS W UCKJII0Yas nepeu4Hble omyxoau [HHC
[MapaMeTp 3pPekTUBHOCTH |AHAIU3 COJMAHBIX  |AHAJU3 COJTUIHBIX

OITyXo0JIeil, HCKJIIoYasi (0ImyXoJieil, BKIo4Yast
NepBUYHbIE ONYX0/IH [epBHYHbIe onyxouau [THC

[HC (n=313)*"
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(n=272)"

OYO % (n) [95% AN 67% (182) 61% (191)
[61,72] [55, 66]

[Tonusrii orBet (Complete 23% (62) 20% (63)

Response - CR)

[TaTonorudeckuii MOTHBIN 5% (13) 4% (13)

OTBET °

Uactuunerit oteeT (Partial 39% (107) 37% (115)

Response - PR)

BpeMs 10 1ocTHKEHUS 1,84 1,84

nmepBoro oTeera (Meauana, [0,89, 22,90] [0,89, 22,90]

MECSIICB) [TrarnasoH |

JlIMTEeIbHOCTH 0TBETA 43,3 41,5

(MeamaHa, MECSIICB) [0,0+, 65,4+] [0,0+, 65,4+]

[mramnasoH|

% C TIPOJIOIKUTETHFHOCTHIO >

12 MecstieB 80% 79%
% C TIPOJIOIKUTEITLHOCTHIO >

24 MecseB

% € MPOJOIKUTENBHOCTEIO > |66% 64%
36 MecAieB

54% 52%

+ 0003HayaeT TeKyuun

2 HezaBucumblii HaOmromarensHbld komuteT RECIST Bep. 1 mist comuaHbIX OmMyxoJieH, 3a
HCKITIoUeHNeM nepBUIHbIX omyxoser [[HC (272 manuenTa).

b Ouenka uccnenoparens ¢ ucnonb3oanueM RANO (Response Assessment in Neuro-Oncology
- Onenka otBeta B Helipoonkosorun) win RECIST (Response Evaluation Criteria in Solid
Tumors - Kputepru olleHKH OTBETA MPH COJIMIHBIX OIyXOJISAX) Bep. | KpUTepreB NMEPBUIHOMN
omyxoiu ITHC (41 nanuenT).

¢ [Taromopdonoruueckuii [10 npencrasnsin codoit [10, NOCTUTHYTHIN MalEHTaMH, KOTOPBIX
JICYUITH JIADOTPEKTHHUOOM M KOTOpBIE BIOCIEICTBHU NEPEHECTH XUPYPTUUECKYIO PE3EKIHIO
6e3 0OHapy’>KeHMs )KU3HECIIOCOOHBIX OIyXOJIEBBIX KIJIETOK B IIPEAEiax 3J0POBBIX TKaHEH mpu
MIOCJICONIEPAlMOHHON  MaTOJIOr0aHATOMUYECKOH oreHke. JloonepalMOHHBIM — HAMITYYIINM
OTBETOM JIJISl OTUX MAIMEHTOB OBLI peKinaccupuImpoBaHHbIN maTosioromopdonormaeckuii [10
niociie orneparuu cornacHo RECIST Bep.1.1.

Tabumna 3: O6mmii ypoBeHb 0TBETA M JJIUTEIBHOCTH OTBETA MO THILY OIYyXO0JIH*

Tun omyxouu TanueHTHI (025 (0] A0
(n=313) % | 95% Mecsiubl JAuanazon
AN |>12| >24 | 236 | (MecsueB)
CapkoMa MATKHX 68 68%| 55%, |84% | 70% | 49% | 0,03+, 65,5
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TKaHeH 78%

Vnanmiibhas 49 192%| 80%, |80% | 60% | 53% | 1,6+, 64,2+

dbubpocapkoma 98%

TepBuanas 41 2% 11%, | 60%| 50% | 50% | 3,5,39,4+

omyxois [THC 38%

[{uToBUTHAS 30 63%| 44%, |89% | 65% | 54% | 3,7+, 64,3+

bKee3a 80%

Tlerkue 27 [74%| 54%, |72% | 56% | 42% | 1,9+, 45,1+
89%

CltioHHas Kesle3a 25 [84% 64%, |90% | 86% | 74% | 7.4, 59,1+
95%

Toncras KuiIka 18 [50%| 26%, |86% | 86% | 43% | 5.2,39.4
74%

MomouHas Kenesa 11

Hecexperopupiii® 6 150%| 12%, |67%| 67% | 67% | 7.4,453+
88%

CexperopHsi’ 5 180%| 28%, |75%| 75% | HI | 11,1+ 31,5
99%

Menazoma O l44%| 14%, |50%| HI | HO | 1,9+ 232+
79%

[lomxenynoumas 6 17%(0%, 64%| 0% | 0% | 0% | 5.8,5.8

JKEJ1e3a

[ aCTpOMHTCCTHHAS 5 80%| 28%, |75%| 38% | 38% | 9.5,50,4+

Has CTpoMaJibHaA 99%

OITyXOJIb

CapkoMa KoCcTu 3 33%|1%, 91%| 0% | 0% 0% 9,5,9,5

Bpoxxnennas

T 2 100| 16%, [100%| 100% | 100% | 29,4+, 44,5

kedpona % | 100%

H/: ve nocturnyto

* HEeT OCTYITHBIX JAHHBIX IS CIIETYIOIIUX THIIOB OITyXOJICH: X0JIaHTHOKapImHOMa (n=4); mpocTara, HeM3BeCTHAs
MEpPBUYHAS OMyXOJh (N=2 ISl KaXIOW); ammeHAMKC, IIeiKa MaTKH, IedYeHb, TBEHAIIATHIICPCTHAS KHINIKA,
HapYXHBIH CITyXOBOH MPOXOJI, )KEIYIOK, MUIIECBO/I, IpsMasi KUIIKa, TUMYC, YPOTEIHi, MaTka (n=1 aJs1 Ka)Kaoro
THTIA)

+ 0603HaUaeT TEKYIUH OTBET

2 OLIEHEHO B COOTBETCTBUH C aHAIU30M HE3aBHCHMOTO HaOmomatenpHoro komureta mo RECIST B.1.1 mist Bcex
TUIIOB OMYyXOJIeH, 3a HCKIIOYEHUEM TMalueHTOB ¢ mnepBuyHOM omyxoibio IIHC, koTopble OLEHUBAIHUCH
uccnegoBaTeneM ¢ ucnonszoBanueM kpurepueB RANO nmu RECIST B. 1.1

b c3 IIOJIHbIMH, 1 YaCTUYHEIM OTBETOM
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ccl IIOJIHBIM, 2 YaCTHMYHBIMHU OTBETaAMU

N3-3a penkoctu paka, MOJI0KUTENbHOTO 10 cnusHuio TRK, Oblmn nccienoBaHbl MAIMEHTHI C
MHOKECTBEHHBIMU THIAMHU OIyXOJI€H C OTPAaHUYEHHBIM YUCJIOM MAlUEHTOB C HEKOTOPHIMU
TUIAMU OIYXO0JIEH, YTO BBI3BIBAJIO HEOTIPEEIEHHOCTh B orleHke OYO niig tuna omyxonu. OHO
B 001IeH MOMYJISIUU MOXKET HE OTPaKaTh 0’KUJAEMbIH OTBET IPU KOHKPETHOM THUIIE OIYXOJIH.
Bo B3pocnoit nomymsmuu (n=178) OUO cocraBuna 58%. B nerckoit nomymsuuu (n=94) O4O

cocrasuia 84%.

N3 238 GOJNBHBIX C IMIUPOKOW MOJEKYISPHOU XapaKTEPUCTHUKON JO MPOXOXKICHUS JICUCHUS
naporpektuarnooM, OHO y 128 manueHToB, KOTOPhIE UMEIH IPYTUe TeHOMHBIC U3MEHEHUS B
JIOTIONTHEHUU K ciusiHuio TeHoB NTRK, cocraBuna 52%, u y 110 mammeHToB 0e3 Ipyrux

reaoMHBIX n3Meneundt OYO cocrasuia 76%.

Obveounennas bl00PKA NAYUEHMO8 OJisL NEPEUYHO20 AHATU3A

OO0benrHEeHHAs BBIOOPKA MAIMEHTOB JIJIsl IEPBUYHOTO aHAJIN3a COCTOsUIa U3 272 MalMeHToB U
He BKmouyana nepsuuHele omnyxonmu [IHC. Meauana [UIMTENBHOCTH JIEYEHHS 710
nporpeccupoBanus 3a0oseBanus cocrapmia 19,6 mecsna (auamaszon: ot 0,10 go 75,2 mecsma)
B COOTBETCTBUU C OKOHYaHHEM cOopa JaHHbIX B utone 2022 roaa. 57% NalveHToB MOTydain

® B Teuenme 12 unm Gosnee mecsues, 34% mnomyuanu Burpaksu® B Teuenue 24

Butpaksu
Mecses unu 6onee, a 21% nonydanu Burpaksu® B Teuenue 36 MecsLeB M Oonee, IpHYEM
nocleayroiee HaOII0ACHIE MTPOI0IKAIOCH HA MOMEHT IIPOBEICHUS aHAIIN3A.

Ha MmoMeHT aHanu3a cpeqHss NpoaoJKUTENBHOCTh OTBETA cocTaBisia 43,3 Mecsna (auamna3oH
ot 0,0+ mo 65,4+), mo onenkam 80% [95% [AU: 74, 86] oTBeTOB MmIHCh 12 MecCSIEB WU
nonswiie, 66% [95% AW: 58, 74]orBeToB npoaosmkaiuck 24 mecaia uinu nonsiie u 51% [95%
JAU: 42, 60] orBeroB mpomoxanuch 36 Mecsmna win ponbiie. 86% [95% AW: 82, 90]
NaIMEeHTOB, MOJYYaBIIUX JeUueHHe, ObUIM XKHUBBI Yepe3 roJl ocje Havyana Tepanuu, 77% [95%
JAW: 72, 82] nanmeHToB yepe3 2 rojia nocie Havana jgedeHus, u 72% [95% JAU: 66, 78] uepes
3 roma, Korja MeawaHa oOOIIeH BBDKMBAGMOCTH e€IIe HE Oblla JOCTUTHYTa. MenwaHa
BBDKMBAEMOCTH 0e3 mporpeccupoBanus coctaBuia 30,8 MecslleB HA MOMEHT aHajiu3a, C
BBDKHUBAEMOCTbBIO 0€3 mporpeccupoBanus coctaBuia 65% [95% [AU: 59, 71] uepes 1 roxn, 56%
[95% [AU: 49, 62] uepe3 nBa roga u 43% [95% JAU: 36, 50] uepe3 3 roxa.

CpeanuM H3MEHEHHEM pa3Mepa OMYXOJd B OObEIUHEHHOW BBHIOOpPKE MAlMEHTOB ISt

NEPBUYHOTO aHAIM3a ObUIO YMeHbIeHHe Ha 79%.

Ilayuenmul ¢ nepsuunoii onyxonvio L{HC
Ha MomeHT okoHuaHus cOopa naHHbIX U3 41 mamuenTta ¢ nepBuuHbIMU omyxoysimu [[HC

MOJATBEPKIIEHHBI OTBeT HaOmonmancs y 9 mammentoB (22%), y 1 uz 41 mammenrta (2%)
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HabJI01a71Cs ONIHBIN 0TBeT U 'y 8 manueHToB (20%) - yactuunslid. Eme y 20 nanuenTtos (49%)
HaOmogaochk crabmibHOe 3aboneBanme. Y 12 manmentoB  (29%) HaOMI01a7I0CH
nporpeccupoBanue 3aboneBaHus. Ha MOMEHT OkoHuUaHUs cOOpa NaHHBIX JIUTETHHOCTH
neyeHus cocrasisuia ot 1,7 go 50,9 mecsina, kotopoe mpoaomxaiock y 13 u3 41 nmanueHros,

IMPUYEM OJJMH M3 YKa3aHHBIX IMMAIIKMCHTOB IOJy4Yal JICUCHUC ITOCJIC IPOTrPpECCUPOBAHMA.

dapmMakoknHETHKA

®  NMKOBBIE YPOBHHU TapOTPEKTHHUOA B

VY OONBHBIX paKoM, MOJIyYaBIIMX Karcysibl Burpaksu
ma3Me (Cmax) OBUTH TIOCTUTHYTHI IPUMEPHO Yepe3 | yac mocie BBeAeHUs 103bl. PaBHOBeCcHOE
COCTOSIHME JOCTUTaeTCs B TE€UEHHE § JIHEH C CUCTEeMHBIM HakomieHueM B 1,6 pasza. Ilpu
pexomeHoBaHHOM n03e 100 Mr, mpuHMMaeMo#l JBa pasza B JIeHb, CpeqHee apudMeTnyeckoe
paBHOBECHOTO COCTOSIHUSA Cmax ¥ cyTouHass AUC y B3pocibIx cocTaBisiin 914 + 445 ur/mn u

5410 = 3813 wur*u/mim cooTBeTCTBeHHO. MccienoBaHus in Vifro TIOKa3bIBalOT, YTO

napoTpeKTHHUO He sBisgercs cyocTparoM HU Juist OATPIBI1, au ns OATP1B3.

WccnenoBanus in vitro MOKa3bIBalOT, YTO JAPOTPEKTHHUO HE WHIUOMpPYET M30(EpPMEHTHI
CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19 umu CYP2D6 B KIMHHYECKH 3HAYNMBIX
KOHILIGHTPALUAX U BPAJ JIU MOBIMSAET HAa KIMPEHC cyOcTpaToB AaHHBIX n3odepmenToB CYP.

HccnenoBanust in vitro NMOKa3blBaIOT, YTO JIAPOTPEKTUHHO HE MHTUOMPYET TPAHCHOPTEPHI
BCRP, P-gp, OATI1, OAT3, OCTIL, OCT2, OATP1B3, BSEP, MATEl u MATE2-K B
KJIMHUYECKH 3HAYMMBIX KOHLIEHTPAIMSAX W BPsA JIM MOBJIMIET HA KIMPEHC CyOCTpaTOB 3TUX

TPaHCIIOPTEPOB.

Bcacvisanue

Cpennsist abCoM0OTHAs OMOIOCTYITHOCTD JIApOTpeKTUHHOA cocTasisiia 34% (nuanas3oH: ot 32%
1m0 37%) mocne oxHOKpaTHOro nepopanbHoro mpuema 100 mr. ¥V 310poBBIX B3pOCIHBIX
noopososbiieB AUC maporpektuHnOa B ¢GopMme pacTBopa Uil TNpHeMa BHYTPh Oblia
aHAJIOTUYHA TAKOBOW NpH IpHUeMe Karcysl, NpU 3TOM Cmax IPU NPUMEHEHUH PAaCTBOpa UIs
npuema BHyTpb Obuia Ha 36% BbIIIIE.

Crax JapoTpeKTHHNOa ObUTa CHIKEHa MpUONM3uTENnbHO Ha 35% Yy 3A0POBBIX CYOBEKTOB,

®

KOTOPBIM BBOAWIIA BI/ITpaKBI/I IMocCJIC MmpHueMa IMUIIHU C BBICOKHM COACPXKAHUEM XHUPOB U

KaJIOpHii, U He ObLTO HUKAKOTO BIHSHUSA HA Crmax 1 AUC mociie rojiofanusi B TCYCHHE HOYH.

Bnuanue cpedcme, nosviutarouwux pH .?iC'e]ZVdOllHOZO CoKa, Ha JzapompekmuHu6

JlaporpekTnHu® ob6namaer pH-3aBucHMOI pacTBOpuMOCThlO. MccnemoBaHust in  vitro
IIOKa3bIBAIOT, YTO B 00BEMAxX *HMJIKOCTH, UMEIOLINX OTHOLIEHHE K KeNyJO0YHO-KUIIEYHOMY
tpakty (OKKT), mapoTpekTHHUO MOJHOCTHIO PacTBOPMM BO BCEM aMana3zoHe 3HadeHuid pH

ey T0YHO-KUIIEYHOT 0 TpakTa. [103ToMy MaoBeposSTHO, YTO Ha JApOTPEKTUHUO BiIuAI0T pH-
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MO (UIIUPYIOIINE aTeHTHI.

Pacnpeoenenue

Cpennuii 00beM pactpeaeneHus JJapOTPEKTUHIOA y 3I0POBBIX B3POCIIBIX CYOBEKTOB COCTaBHII
48 1 mocie BHYTPUBEHHOTO BBEACHHUS MUKPOAO03bl PaAM0aKTUBHO MeueHoro JIC B couetaHuu
¢ niepopanbHOit 70301 100 mr. CBsi3bIBaHUE JTAPOTPEKTHHMOA ¢ OETKaMH TIa3Mbl YeJIOBEKa in

vitro cocTaBisuio npuOmu3uTenbHo 70% 1 He 3aBUCENO OT KOHLEHTPAIMK Ipenapara.

buompancgopmayus

JlaporpexkTnan® Metabonmu3upoBayics mpeumyiecTBeHHO u3odpepmentamu CYP3A4 wu
CYP3AS in vitro. llocne mnepopadbHOrO BBEIECHUS OJHOKpaTHOM n03b1 B 100 wMr
JapOTPEKTHHNOA C PaJIMOAKTUBHON METKOM 3T0POBBIM B3pOCIBIM 100POBOJIBIIAM, OCHOBHBIMHU
UPKYJIUPYIOLUIMMHU PaIMOAKTUBHBIMH JIEKAPCTBEHHBIMU KOMIIOHEHTAMH ObUTH HEU3MEHEHHBIH
napotpekTuHuO (19%) u O-TIIoKYpOHH[I, KOTOPBIM 00paszyeTcss mocjae NOTepH 4YacTu

TUAPOKCUITUPPOTUANHA MOUEBUHBI (26%).

Buigeoenue

[lepron monyBBIBEZCHUS TAPOTPEKTUHHOA B I1a3Me OOJIBHBIX pakoM, moiy4aBmux 100 mr
Butpaksu® 1Ba pasa B JeHb, COCTABIAN NpubOIM3nTensHo 3 uaca. Cpemumii kmupenc (CL)
JapOTPEeKTUHUOA COCTaBIsUT MPUOIM3UTENbHO 34 J/4 mocie BHYTPUBEHHOTO BBEIEHUS
MHKPOJI03bl PaH0aKTUBHO MeueHoro JIC B coueTaHuu ¢ mepopajibHoil 10301 Burpaksu® 100

MI'.

[Tpu nepopansHoM npueme 100 mr maporpektuHuda 58% OT BBEIEHHON 103bI BHIBOJUIOCH
yepe3 KAIEeYHUK, 39% noukamu. [Ipyu BHyTpMBEHHOM BBEJEHUU COOTBETCTBEHHO 35% 1 53%.
HpI/I BHYTPHUBCHHOM BBCACHUHU HOOJII HCHU3MCHHOI'O JICKAPCTBCHHOI'O CpPCACTBA B MOUC

cocrasisiia 29%.

Ocobvle epynnvl nayuenmos

emu
Ha ocHoBaHMH JaHHBIX (HapMAKOKMHETHYECKOTO aHajIu3a mpu BBeaeHun 100 mr/m* 2 pasa B
neHb Cmax 1 AUC y neteif ot 1 10 3 MecsueB Obutn B 3 pasa BbIIIE, Y€M Y B3pOCTBIX. Y JeTei
ot 3 mecsreB 10 12 et Cmax 0112 Boiie, a AUC aHamornyHa TakKoOBOM Y B3poCibIX. JlaHHbBIE

I1s nerei ot 1 mecdna 10 6 JeT orpaHUYEeHBI.

Tayuernmui noorcunoco 8o3pacma

Ectp OrpaHUYCHHBIC NAHHLBIC O MAlUCHTAX IMOXKUIJIOTO BO3pacTa.

Hayuenmul ¢ napywenuem d)VHKuuu nevyeru

I[To cpaBHEHHIO CO 3/TOPOBBIMU TOOPOBOJIBIIAMHU Y TIAIIUEHTOB C JIETKOH, YMEPEHHOM U TSHKEIION
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crenenbto HapymeHuit ¢ynkuuu mnedeHn (Kmacc A, B m C mo mxkane Yaitna-Ilero)
Habmonanocek ysennuenne AUC B 1,3, 2 u 3,2 paza cooTBeTCTBEHHO. Cmax YBETUUHBAIOCH B

1,1, 1,1 u 1,5 paza.

Hayuenmul ¢ napywenuem d)VHKuuu novyex

[Tpu ogHokpaTtHOM BBeaeHnr 100 Mr JapoTpeKTHHHOA Y TAIIMEHTOB ¢ TEPMUHAIBHON CTaauei
MOYEYHOW HEIOCTaTOYHOCTH, TpeOyromux auann3a, Cmax 1 AUC yBenuunBanuck B 1,25 u 1,46

pasa 1o CpaBHEHHUIO CO 3/I0POBBIMH JOOPOBOJIBIIAMH.

Iloka3anusi K NpUMEHEHUI0

[penapar Butpaxsu®

IMMOKAa3aH B Ka4YCCTBC MOHOTCPAIIUU IJId JICUCHUS B3POCIIbIX U ,Z[eTeﬁ C
MCCTHO-PACHPOCTPAHCHHBIMHA U MCTACTATUUCCKHUMU COJIMAHBIMH OIIYXOJSIMU CO CIIMAHHUCM
reHa perenropa Heiporpodudeckoit Tupo3nnkuzHaszsel (NTRK), roe xupypruueckas pe3exius
MOYET TPUBECTH K TSDKEIBIM OCIIOKHEHHSIM, W JUIS KOTOPBIX OTCYTCTBYIOT aJCKBaTHBIC

BApHUAHTHI JICUHCHUA.

IIporuBonokasanus
[ToBbilIeHHAs] YYBCTBUTENBHOCTh K JAPOTPEKTUHUOY W/WIM JTIOO0OMY IPYroMy KOMIIOHEHTY

npemnapara.

C 0CTOPOKHOCTHIO
Hedbunut caxapasbl/u30ManbTa3bl, HEMEPEHOCUMOCTh (PYKTO3bI, TJIFOKO30-TaJIaKTO3HAs

ManbabcopO1us. HemepeHOCHMOCTh (PPYKTO3BI.

IIpumeHeHnne npu 0epeMEHHOCTH M B IIEPHO/ I'PYAHOI0 BCKAPMJIMBAHUSA

Bbepemennocmo

Knunnueckue naHHble O MPUMEHEHUHU JAPOTPEKTHHHOA y OEpeMEeHHBIX OTCYTCTBYIOT. B
UCCJIENOBAHMAX HA JKUBOTHBIX IIpenapaTr MPOHUKAI 4Yepe3 IUIALCHTY, PENpOLyKTUBHOMN

TOKCHUYHOCTH HE BBIABJIICHO.

OCHOBBIBasICh Ha MEXAHU3ME JACHCTBUSA, HEJIb3sl MCKIIOYATh PUCK MOBPEXKIACHUS IUIOAA MPU
Ha3HAYCHUH JapoTpeKTHHHOA OepeMeHHOW jkeHuHe. He pekoMeHayercs HCIOIb30BaTh

®

npenapat Butpaksu® Bo BpeMsi OepeMEeHHOCTH.

Jlakmayusi

HewusBecTHo, BbIAENSAETCS JIU JAPOTPEKTUHUO B IpyJHOE MOJIOKO. PekoMeHiyeTcs: mpeKpaTuTh
IpyHOE BCKapMJIMBaHUE BO BpEMs JICUECHUS JIAPOTPEKTHMHUOOM U B T€YeHHE 3 JHEU rmocie

OKOHYaHUus JICUYCHUS.

Depmunvrocmo
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Knunuueckne naHHble O BIMSHUM JIAPOTPEKTUHHOAa Ha (EepTHILHOCTh OTCYTCTBYIOT. B
UCCJICIOBAHMSIX TOKCHYHOCTH IPH MHOTOKPAaTHOM BBEJIECHUU Y KPBIC U O0E3bSH HE

Ha0JII01a7I0Ch COOTBETCTBYIOUTNX (P PEeKTOB Ha (HEePTUIHLHOCTD.

Kenwunot penpodykmueﬂoeo eospacmda /KOHmpauenuuﬂ

OCHOBBIBasICh HAa MEXAaHU3ME JCHCTBUSA, HEJIb351 HCKIIF0YaTh BO3MOKHOCTB ITOBPEXKICHUSI TJ10/1a
MpY Ha3HAaueHUH mnpenapata Butpaxsu® GepeMeHHBIM. JKeHIIMHBI JETOPOJHOTO BO3pacTa
JIOIKHBI C/IENaTh TeCT Ha GEpeMEHHOCTh Tepe/l HaualoM JedeHus npenapaToM Burpaksu®.

Myx4yrHaM penpoAyKTHMBHOIO BO3pacTa M HEOEpPEeMEHHBIM JKEHIUHAM-TIapTHepaMm
JETOPOJHOTO BO3pacTa PEKOMEHAYETCSl HCIOJIb30BaTh BBICOKOI(D(PEKTUBHBIE METOIbI
KOHTpAIIEMIIKH BO BpeMs JieueHus npenapaToM Butpaxksu® u B TeueHHe Kak MUHUMYM OJIHOTO

MEcCHdIa MocCJIC rmpucMa HOCH@I[Heﬁ JO3bI.

Cnoco0d npuMeHeHHs U 103bI

Jleuenne npenapatom Butpaku® cielyeT MpOBOJUTH MOJ KOHTPOIEM Bpaua, HMEIOIIETO
OIIBIT IPUMEHEHHUS IIPOTUBOOITYXO0JIEBON TEPAIIUH.

Heobxogumo moaTBepauTh Hamuuue ciausHus reHoB NTRK B mpoOe omyxoid A0 Hadvaja
JledeHus ¢ IpuMeHeHneM npenapara Burpaksu®. [Ipucyrcrsue cnusaus rena NTRK B o6pasie
OHYXO.HI/I JOJI2DKHO GBITB HO,Z[TBep)KI[eHO BaJII/I,Z[I/IpOBaHHI:IM TECTOM [0 HaydaJla JICUYCHUA

Burpaksu®.

[Ipenapar Butpaksu® Takxe JOCTYNEH B BHE Kamcyl, KOTOpble 0071a/al0T IKBHBATIECHTHOM
OMOOCTYITHOCTBIO MPH MepopaibHOM npueme. Karcysiasl MOKHO MCHOB30BaTh AJI 3aMEHbI

pacTBopa JJs MpueMa BHYTPb MPH HEOOXOIMMOCTH.

Cnooco0 nnpuMeHeHus

BHyTpb, HE3aBHCHMO OT MpHeMa MUIIIH.

PexkoMeHnayercsi MpUMEHSITh pacTBOP [UIsl pUeMa BHYTPb MEPOPAIBHO € MOMOUIBIO IIMpPHULIA

00BbeMOM 1 MJT T 5 MIT WITH SHTEPATIBHO Yepe3 Ha30TaCTPAIbHBIA 30HI.

- Jlns mo3 Huke 1 MuT ciaeayeT MCroJib30BaTh MEPOPATBHBIA MITPHUI] 00beMOM Ha 1 M.

Paccuntannblit 00beM 710361 CIIEAYET OKPYTIIUTD 110 Ommxaiiero 0,1 mu

- Jlns 1o3 1 Mu1 1 BBIIIE CEAYET UCIIOIh30BaTh MEPOPATbHBIN MIPUIl 00bEMOM Ha 5 MII.

O0beM 103l CIIeYeT PACCUUTHIBATH C TOUHOCTHIO 110 0,2 MII.

- Ilpu npueme depe3 HasoracTpalbHBIA 30HA mHpemaparT Burtpaksu® He crexyer

CMCHINBATHL CO CMCCIAMU IS KOPMIICHUA. CMennBanue npemnapara CoO CMCCIMU JIA

KOPMJICHHUSI MOXET MPUBECTH K 3aKyTOpPKE TPYOKH.
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PacTBop nns mpuema BHyTpb MOKHO MPUHUMATh BMECTE € €10i miu 06e3 Hee, HO He CleAyeT

IPUHUMATD PACTBOP C IPeHnppyTOM HITH TPeUTIPPyTOBBIM COKOM.

Huempyxkyus no ucnonv3oeanuio nepopanrbHo20 wnpuya

- HEe0OXOAMMO HCIOJIb30BaTh MOAXOIAIINN TepopainbHbIi mmmpuil ¢ MapkupoBkod CE u
aganTepoM s GurakoHa (IuamMeTpoM 28 MM): 1711 00beMOB MeHee | MJT clielyeT UCTI0JIb30BaTh
nepopaybHbli mmpul Ha 1 mit ¢ rpagyuposkoit 0,1 mut; st o6bemoB 1 M u Gonee cienyer

MCII0JIb30BaTh NEPOPATBHBINA HINPUL HA 5 MJI ¢ TpagyupoBkoi 0,2 mur;

- U1 OTKPBITUA (iIakoHA HEOOXOIMMO HaXKaTh HA KPBIIIKY (JIaKOHA U TIOBEPHYTH €€ MPOTUB

YaCOBOM CTPEIIKH;

- Jasiee HeoOXOMMO BCTaBUTh aanTep A (akoHa B TOPIBIIIKO (hIakoHa U yOSAUTHCS, UTO

OH HAaJCIKHO 3aKPCILJICH,

- TpeOyeTcs B3SITh MEPOPATBHBIN IMINPUI U YOSAUTHCA, UTO MOPIIEHb MOJHOCTHIO HAaXaT. 3aTeM
BCTaBJISIETCSI IEPOPANIbHBIN IIIPUI] B OTBEPCTHE a/1aliTepa U epeBopaunBaercs (IakoH BBEPX

JTHOM;

- TEpOpalbHbI LINPHUI] HATOJHIETCS HEOOJBIIUM KOJHMYECTBOM pacTBOpa, MJs 3TOTO
HEO0OXOUMO MOTSHYTh MOPIIEHb BHU3, 3aT€M HaXXaTh Ha IMOPILIEHb BBEPX, UYTOOBI yAaTUTh

My3bIPEKH BO3/1yXa;
- 3aTeM CJIeIyeT OTSAHYTh MOPIIEHb BHU3 10 OTMETKH, PABHOU KOJIMYECTBY HEOOXOJUMBIX MIT;

- (pmakoH HEOOXOAMMO MEpPEeBepHYTh BBEPX M HM3BJIEUYb MEPOPAIBHBIA HINPHIl U3 aganTepa

bnakoHa;

- cJenyeT MEUIEHHO HaJaBUTh HA MOPIIEHb, HAMPAaBIAsA JKUIKOCTh K BHYTPEHHEH CTOpOHE

IIEKH, YTOOBI 00ECIIEYNTh ECTECTBEHHOE TVIOTAHHUE;
- 3aTeM (pJIaKOH ClIeZlyeT 3aKphITh OPUTHHAIBHON KPBIIIKOW (OCTaBHUB ajalTep HA MECTe).

Hncmpykyusi no ucnonb3068aHuro Ha302acmpaibHO20 30H0A

- HEOOXOIMMO MCIOJIb30BAaTh MOIXOAIINNA HA30TaCTPAIbHBIN 30H/T 11 KOPMJICHHS: BHEITHUH
JUaMETp Ha30TacTPaIbHOTO 30HMA IS KOPMIICHHUS CIEAyeT BBHIOMpATh B 3aBUCUMOCTH OT
XapakTepUCTUK nauueHnta. CTaHgapTHbIE AUMAMETP 30HJA, AJWHA 30HAA W TPOU3BOAHbBIC

MepBUYHBIC 00HEMBI MTPEACTABICHBI B TA0IHIIE 4;

- KOpPMJIEHHE JIOJDKHO OBITh OCTaHOBJEHO, a TpyOka mpombiTa He MeHee 10 Mi1 BOABIL
Wckimtouenust 111 HOBOPOKICHHBIX M TAIMEHTOB C OrPAaHUYCHHUSIMH IO MOTPEOJICHUIO

KUIKOCTU MPEACTABIICHBI HUXKC.
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- 11s BBeJeHUs Tpenapara Butpaksu® yepes Ha3oracTpaabHbIH 30H/ CleAyeT MCHOIb30BaTh
MOAXOSANINA IIPHUIl. 30HA CIEAYeT CHOBa MPOMBITH He MeHee dyeM 10 Mi1 BOJbI, 4TOOBI
o0ecreunTh TOCTYIUIGHHWE TMpenapara W YUCTOTY 30HAAa. HOBOPOXIEHHBIM U JACTSIM C
OTpaHUYEHUEM IO MOTPEOJICHUIO KHUAKOCTH MOXKET MOTpedOBaThCSs MHUHUMAIBHBIM 00beM
npoMbIBKM OT 0,5 10 1 M1 mim nmpoayBaHuE 30HJA BO3AYXOM JUIsl OCTYIUIEHUs Mpernapara

Burpaksu®.

- HIOBTOPUTC MPOLECC KOPMIICHUS.

Tabanna 4: PexoMeHnayemble pazMepbl 30H1a AJ15 Pa3HbIX BO3PACTHBIX TPyNII

IMauuenT JAunamerp 30H12 JAuamerp 30H12 Jdauna 3ouna | IlepBu4uHbIi
ISl AJISl KOPpMJIEHUS (ecm) 00beM 30H1a
CTAHJAPTHOIO BBICOKOH (ma1)
KOpPMJIEHHUS, MM TJIOTHOCTH, MM
HoBopoxneHHbIe 1,33-1,67 2 40-50 0,25-0,5
Hetn 2 2,7 50-80 0,7-1,4
B3pocnsie 2,7 33 80-120 1,4-4,2

JIro60i1 HEeNCIIOIb30BaHHBIH JICKAPCTBEHHBIH MperapaT Uik OTXO/bI CIEAyeT YTUIN3UPOBATH B

COOTBCTCTBHUH C MCCTHBIMU TpGGOBaHI/IHMI/I.

PexxuM 103upoBaHus

Bspocnvie
Pexomenjryemas 103a mpenapara Butpaksu® ams B3pocnsix coctasiser 100 mr. Ilpemapar
IPUHUMAETCS NEPOPAIBHO, [1Ba pa3a B JEHb O INPOTrPECCUPOBAHMSI WM BO3HUKHOBEHUS

HCHpHCMJ’ICMOﬁ TOKCHYHOCTH.

Hemu

Pacuer n03bl [OMKEH NPOM3BOAUTHCS HA OCHOBAHMM IUIOIIAAM IOBEPXHOCTH TeJja.
MakcumanbHas pasoBas g03a npenapata 100 mr. Pekomenayercs npurumars 100 Mr/m? nsa
paza B JieHb 1O IpPOrpecCHUpOBaHUs 3a00JIEBaHUS WIM BO3HUKHOBEHMsI HENPHUEMIIEMOMN

TOKCHUYHOCTH.

Ilponyck 0o3bi
B cnyuae mpomycka 1036l MAIMEHTY HE CIEAYEeT BOCIOJHATH MPOMyIIeHHY0 a103y. Cienyer
NPUHSITH CICAYIOUIYI0 103y IMpemnapara B oObidHOE Bpems. [Ipu BO3HUKHOBEHUHU PBOTHI HE

clelyeT MPUHUMATh JTOTIOTHUTEIBHYIO J103Y.

Koppexyus 0ozv
[Tpu mo6oii HexenaTeTbHON peakIiy 2-i CTeNeHH 1e1eco00pa3Ho MPOJOIDKUTE JICUeHHUE, IPU
3TOM pPEKOMEHJAyeTCs TIIATeJIbHBI KOHTPOJIb peakuuid BO u30ekaHue yCyryoJeHHs

TOKCHUYHOCTH.
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B ciyuae HexenaTenbHbIX peakuuil 3-ii uin 4-il CTENEHH, HE CBSI3aHHBIX C HAPYUICHUSIMU

(GYHKLINU TIEYSHHU:

. [IpuocTanoBuTe TmpueM mpenapata Burpaxsu®

JI0 pa3pelICHUs] HEXKENATENbHON
peaKkIy WM OCIalJIeHus CUMITOMOB HEXeNaTelnbHOM peakuuu. Bo3oOHOBUTE mpuem

rpernapara B CIeayIole CKOPPEKTUPOBAHHOM J103€, €CIIA PEaKIUs pa3peliniach B TCUCHUE 4-

X HEJIEIb.
o I[ToHOCTBIO OTMEHHUTE HpHeM npenapara Butpaksu®, eciu HesxenaTe bHAs pEaKiys He
paspeumiach B Te4eHUE 4-X HEJElb.

®

Pexomenayemsle KOppeKUMU A03blI Ipernapara BUTpakBU IpU HEXKENATEIbHBIX PEaKLMIX

NPUBE/ICHBI B TAOIHIIE 5.

Tabsuuua 5. PexomMeniyeMble KOPPEKIMH 103bI Ipenapara ButpakBu® B ciiyuae HexeIaTeIbLHBIX
peakumni

Koppex | B3pocasie u | Jletn c
nus MOAPOCTKH € | IJIOIAABI0
103bl IUIOIIAABI0 | IOBEPXHOCTH

NMOBepxHoOcT | Tena MeHee 1,0
u Tena He | M’
menee 1,0 m?

IlepBas 75 Mr BHYTpb | 75 Mr/mM*> BHYTpb
IBa pa3a B | [Ba pa3a B JICHb
CYTKH

Bropas 50 mr BHYTpPL | 50 Mr/™M? BHYTpB
IBa pa3a B | [Ba pa3a B JICHb
CYTKH

Tpetbs 100 mr | 25 mr/mM?> BHYTpb
BHYTPb OJIMH | JIBa pa3a B JI€Hb
pa3 B CyTKH

" Hayuenmovl demcko2o go3pacma, noryualouue npenapam 6 0o3e 25 me/m’ enympo 0sa paza é Oenb,
O0JIHCHBL NPOOOIICAMD TIeUeHUe NO dIMOU cxeme 0adice 8 mom ciyuae, eciu niowadb NOGEPXHOCTU UX
mena npeevicum 1,0 m* 60 6pemsa nevenus. ITpu mpembveii Koppekyui 003bl MAKCUMATHAS 003d OONNHCHA
cocmaenamo 25 me/m’ eHymps 06a paza 6 Oenb.

Ecnu y manueHToB coxpaHsieTcsl HenpuemieMas TOKCHYHOCTh T0cje TpeX KOPPEKIH O3B,

MMPUMCHCHUC NAHHOTO IMpcIiapara H€O6XO,Z[I/IMO OTMCHUTH ITOJHOCTBIO.

WNudopmanus o KOppeKIUH J03bI B CiIy4yae HapyLIeHHs IOKas3areneld (YHKIHUU TEYCHH BO

BpeMsl JledeHus npenapatoM Burpaksu® npusenena Huske B TabmuIe 6.

Tabnuna 6. PekoMenayeMble KOPPEKIMH 1036l U PeskUMa NpuemMa npenapara Burpaksu® npu
HapyLIeHUSIX N0OKa3aTeJiell QyHKIHMH NeYeHH
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JlaGopaTopHbIii mapameTp Pexomenayembie Mepbl

AJIT w/umn ACT 2-it crenienu | o ITocne BBIABIECHHS TOKCHYHOCTH 2-H CTENEHN HEOOXOAUMO
(>3x BI'H u <5x BI'H) MIPOBOJIUTH  YacThle  NEPHOAUIECCKUE  JIADOpaTOpHEIE
UCCIIEIOBAHUS 10 €€ HCYE3HOBEHHs, YTOOBI ONMpPEIEIUTh,
TpeOyeTcs i TPEPhIBAHNE WITH CHIDKCHUE JI03BI.

AT wiwmn ACT 3-if cremenm | TpeOyeTcss NIPHOCTAaHOBUTL NpHEM Npenapara Burpaksn®
(>5x BTH u <20x BTH) wmm 710 TeX TIOp, TIOKa HeXKeJaTeNIbHAs PEaKIHsl He MPOHAET UIH
AT i ACT 4-ii cremenn | HE CHUBHTCA JIO HCXOJHOIO YPOBHS. Heobxoanmo yacto
(>20x BIH) ¢ GumpyGHHOM MpOBEPATh (QYHKIUIO TIEYCHW [0 Pa3pelicHus WIn
<2x BTH BO3BpAIlleHUs K MICXOTHOMY ypOBHIO. Ecii HexxenarenpHas
peakIys He MPOXOAUT, TO CIEAYET MOJHOCTHIO MPEKPATUTH
npueM rpenapara Butpaksu®.

e Ecniu HexenaTenpHas peakunus UcuYe3Na, TO MOXKHO
BO30OHOBUTH MpHEM IMpenapara TMpH  CIEAYyIOLIeM
W3MEHEHUN 103bl. JleueHue ciieayeTr BO30OHOBIISATH TOIBKO
JUTS TAITUEHTOB, Y KOTOPBIX MOJIb3a MPEBHIIIAET PUCK.

e Ecnim mociie BO30OHOBIIGHUS  JICUCHHS]  MPOUCXOJUT
noBsitiieare ypoBHs ACT w/mnu AJIT no 4-i crenenu, To
€ro He00XO0IMMO TIOJTHOCTBIO TIPEKPATHUTb.

AJIT wim ACT >3x BIH ¢ | ® TpebyeTcs NPUOCTAHOBUTE NpHEM Tpenapara Butpaksu® u
GUITHDYGHHOM >2X _BFH 4acTo MPOBEPATh (PYHKLUHUIO TIEYEHH A0 Pa3pelleHHs WIN
Bl BO3BPALICHUSA K UCXOAHOMY YPOBHIO.

e HeoOxomumo paccMOTpeTh OKOHYATENIBHOE IpEeKpalleHue

npuema npenapara Butpaksu®.

e Jleuenue cieayeT BO30OHOBIATH TOIBKO VIS IMTAIIMEHTOB, Y
KOTOPBIX IT0JIh3a MTPEBBIMIACT PUCK.

e B cnyyae BO30OHOBICHHS MpHeMa CIEAyeT HaYMHATH CO

crenytomeii Oomee HuU3KoM 103bl. TpeOyercss dwacto
IpOBEPATh (QYHKIMIO TI€YEHH TI0CIEe BO30OHOBIICHHS
npueMa Ipernapara.

e Ecniu HexenaTenpHas peakuus IOBTOpSETCS  IOCie
BO300HOBJICHUS JICUCHUS, TO MPUEM Tpemnapara Tpedyercs
HOJIHOCTBIO IIPEKPATUTD.

AJIT — ananmnamuHoTpaHcdepasza, ACT — acmapraramunotpancdepasa, B'H — Bepxusst rpanuna
HOPMBI.

CoBMeCTHOE IPUMEHEHHE ¢ CUIBLHBIMUA MHTMOMTOpaMu U nuaykropamu CYP3A4

Cosmecmnoe npumenernue ¢ cunohvimu uneuoumopamu CYP3A4
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Crnenyer u30eratb COBMECTHOTO NMPUMEHEHHUS CUIbHBIX MHTHOMTOpoB CYP3A4, BKIOUas
rpeiindpyr wmiu rpeiindpyToBeli cok, ¢ mpemaparoM Butpakeu®. Ecium coBMeCTHOro
npuMeHeHus ¢ cuibHbIM uHruouropom CYP3A4 wusbexare He yaaercs, 103y Hpenapara

Butpaksu®

cnenyer cHu3uTh Ha 50%. Ilo mpomecTBuu 3—5 meproAOB NOJIYBBIBEAEHUS C
MOMEHTa OTMEHbI HHIHOMTOpa IIpueM npenapata Butpaksu® MoskeT ObITh BO30OHOBJIEH B TOM
&Ke J103€, B KOTOPOH OH NMPUMEHSJICS 10 Hadana jedeHus: uaruounropom CYP3A4 (cMm. pazzmen

«BzanmMopelicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMU CPEACTBAMMIY ).

CosemecmHnoe npumenerue ¢ CUIbHbIMU UL YMepeHHbIMU unoykmopamu CYP3A4
Crnenyet n3beratb COBMECTHOTO MPUMEHEHHS CHIIbHBIX HHIYKTOpOoB CYP3A4 ¢ mpemapaTtom
Butpaksu®. Eciu coBMECTHOTO mpuMeHeH s ¢ CUIbHBIM HHaykTopoM CYP3A4 u36exatsh He

yjaercs, 103y npenaparta Burpaxsu®

CJICAYyCT YBCIWYWUTHL B [Ba pasa. HpI/I COBMCCTHOM
MPUMEHEHUHU ¢ yMepeHHbIM UHIYKTOpoM CYP3 A4 cieayer Takxe yBEIUYUTh 103y IIpenapara
Butpaksu® B 1Ba pasa. ITo mpomecTsuu 3—5 MepHOIOB MONYBHIBECHNS C MOMEHTA OTMEHBI

MHJIyKTOpa IIpHeM npenapara Butpaksu®

MOJKET OBITh BO30OHOBJICH B TOH ke J103€, B KOTOPOi
OH IIPUMEHsUICA 10 Hauana jedeHus uaaykropom CYP3A4 (cMm. paznen «B3aumopeiicTBue ¢

JIPYTUMH JIEKaPCTBEHHBIMU CPEACTBAMM ).

Oco0rIe I'pynIbl TanMEHTOB

Iayuenmoi ¢ HapyuwieHuem QYHKYuU neveHu
CrefyeT CHU3UTh HauyalbHYIO 103y Tnpenapata Butpaksu® Ha 50% y HalMeHTOB C
HapymeHussMu GYyHKIUH TedeHn cpeaHedt (kimacc B mo kmaccudukanun Yaitng — I1sr0) nmum

Tsorenon (kmace C no kinaccudukanun Yainn — [1p10) cTEneHN TSKECTH.

VY nmanueHToB ¢ HapyIeHUsIMH (PYHKIIUH [IEYEeHU JIETKOH cTeneHu (Kinacc A 1o kiaccuukanuu

Yaiing — [Tst0) KOppeKius 10361 HE TpedyeTcs.

Ilayuenmul ¢ Hapywenuem ynKyuu novex

VY nmanueHToB ¢ HapylIeHUsIMH (QYHKIUH MMOYEK KOPPEKIUs 103bl HE TPeOyeTCsl.
Toowcunvie nayuenmoi
Y MOXWJIBIX MAIMEHTOB KOPPEKLUS 035l HE TPEOyeTCs.

ITodouHOE neicTBHE

0030p npoduiisa 6e30MaACHOCTH

K naubonee wacro (>20%) perucTpupyeMbIM HEKENATEIbHBIM pEakIsIM IMpH Ipueme
npenapaTa Burpaksu® B mopsjike yObIBAHHS YaCTOTH OTHOCHIINCH: TIOBBIIIEHHE ypoBHS AJIT
(33%), nosbiienne ypoBHst ACT (31%), pBota (28%), anemus (27%), 3anop (27%), nuapest

(25%), TomrHoTa (23%), ycTanocTs (22%) u ronoBokpyxkeHue (20%).
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BONBIIMHCTBO HEXKENATENbHBIX PEAKIMN XapaKTepU30BAIUCH 2-U WM 3-U CTENEeHbI0. 4-4
CTeTeHbh ObLIa CaMOU BBICOKOH M3 3aperMCTPUPOBAHHBIX MO CIEAYIOIIUM HEXKeIaTeIIbHBIM
peakiusM: CHIDKeHHe uncia HenTpoduinos (2%), noseimenue yposus AJIT/ACT, camxenue
yHclia JIEWKOLUTOB, CHIKEHHE YHUCIIa TPOMOOLIMTOB, MBIIIEYHAs CJIA0OCTh U TOBBIIICHUE
ypoBHs 1enouHoi ¢ocdarassl (ILID) B kpoBu (kaxnas B < 1% ciydaeB). 3-s1 creneHs Oblia
caMoii BBICOKOM M3 3apeTUCTPUPOBAHHBIX IO CICTYIOIIUM HEKEIATeIbHBIM PEAKIIUSIM: aHEMUS
(7%), yBenmuuenue maccel tena (4%), nuapes (3%), mapymenue moxoaku (1%), a Takxke
YTOMJISIEMOCTD, TOJIOBOKPYKEHUE, MapecTe3usi, TOIHOTa, MUAITUsA U pBoTa (Kaxnaas B < 1%
CITy4aeB) .

[onnas oTMeHa npenapaTta Burpaksu®

H13-3a HEXKECIIAaTCIbHbBIX peaKHHﬁ, BO3HHUKIINX BO BpEMs
JICYCHHSI U CBSI3aHHBIX C MCCIIEyeMbIM MIPErnapaToM, uMena MecTo y 2% manueHToB (2 ciayyast
CHIDKEHUS uncia HeuTpoduiios, o 1 coydaro nossimeHus ypoHs AJIT, moBeIieHUs ypOBHS
ACT, HapymieHHs] TOXOIKHU, PBOTHI, MBIIIEYHON CIA0OCTH, YTOMJISIEMOCTH M TOIIHOTHI).
bonpmmHcTBO peaKuHﬁ, MPUBOJAIINX K CHUKCHUIO 103BI, HaGHIOI[aJIOCB B IICPBLIC TP MECALlA

JICUCHMUA.

Tabnuia He)KenaTeIbHbIX PEAKIINNA

BesomacHocTh mpemapata ButpakBu® omeHuBazack y 335 TaIMEHTOB C  PAKOM,

MOJIOKUTENBHBIM 10 ciussHu0 TRK, B 01HOM 13 TpeX TEKyIIUX KIMHUYECKUX UCCIICIOBAHUM:
uccinenoBanmii 1, 2 («<NAVIGATE») u 3 («SCOUT»), M mNOCTMapKETHHTOBHIX.
[TomyasiMOHHBIE XapaKTEPUCTHKU O€30MacHOCTH BKIIOYAIM MAIMEHTOB CO CPEIHUM
Bo3pactoM 39,0 ner (quanazon: 0,1-90), npuyem 37% mauneHToB cocTaBisuiu netu. CpenHee
BpeMsl JieueHus: Juis oOmied rpymmbl Oe3omacHocTH (n=335) cocraBuio 14,5 wmecsues
(mmnamazon: 0,0-75,2).

HexenarenbHbple peakiiuu, 3aperucTpUPOBaHHBIC Y TAIMEHTOB (n=335), Moxy4yaBIInuX JEYCHUE
npenapaToMm Butpaksu®, npecrasineHsl B Tabnuie 7 u TabmuIe 8.

HexenarenpHble peakiiuu, HAOIIOIABITHECS TP MPOBEACHUH KIMHHYECKUX UCCIICTOBAHUN Y
MALMEHTOB, TIONYYaBIIMX mpenapaT BuTpaksu®, npuseneHsl B Tadnune Hmke. OHH
KJIaCCU(UIIUPOBAHBI B COOTBETCTBUU C CUCTEMHO-OPTaHHBIM KJ1accoM (MeauHCcKuit c1oBapb
MedDRA). HexenatenpHble peakiMu CrpyNIUAPOBAHBI MO YacTOTE SBJICHHSA. [ pymmbl 1Mo
YacTOTE ONPEIEICHBI B COOTBETCTBUH CO CIEAYIOLINM MPUHIIAIIOM: O4eHb yacTo (>1/10), yacto
(ot >1/100 mo <1/10), wewacto (ot >1/1000 mo <1/100), penko (ot >1/10000 mo <1/1000),
oudeHb peako (<1/10000). B kaxxaoii rpyIie 4acTOThl HeXKEIaTeIbHBIC PEAKITUU TPEICTaBICHbI

B IMOPAAKEC YMCHBIICHUSA UX 3SHAYUMOCTH.
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Ta6mmna 7. HexkenareJbHble peaknuM, OTMe4YeHHbIe IPH IPOBEACHHH KJIMHHYECKHX H
MOCTMAPKETHHIOBBIX UCCJIEJOBAHUI Y NAIMEHTOB C PAKOM, NOJI0KUTEeIbHBIM 110 caussHuio TRK,
NPHHUMAKLIMX npenapat Burpakeu® B pekoMen10BaHHOI 103¢ (00beIMHEeHHbII aHaIH3, n=335)

Cucrtemuo- | Hacro | Bee 3-1 u 4-51 cTeneHHU
OpraHHbI | Ta CTeleHn
KJjace
O61mmue Ouenp | YTomisem
HApPYLIEHH | 9acTO | OCTh
| u| (>1/10
peakuuu B | )
mecre Heuac YToMiIseMOCThb
BBeACHHS | (ot
>1/100
0 nmo
<1/100
)

a

I'ematoou | Yacto | IloBpexne | [loBpekmenue medeHu
JuapHble | Ta HUE

HapylIeHu | HeusBe | nedeHu!
| CTHa

Hapymenn | Ouens | ['onoBokpy

a1 €O | 4acTo | JKeHHe
CTOPOHBI >=1/10
HepPBHOM )

CUCTEMBI

Yacro | Hapymenu | HapymieHue noxoaku
(or>1/ | e moxonuku
100 mo

ITapecTe3u
<1/10)

s

Heuac lonoBokpyxeHue
T0 (OT
>1/100
0 mo
<1/100
)

Hapymenn | Ogens | TomHoTa

ITapecte3ust

a1 €O | JacTo
CTOPOHBI =1/10
JKEeJTYA0YH | ) PBora

3anop

0- Huapes
KHIIEYHOT

0 TpakTa

Yacro | Hducressus® | duapes
(o>1/
100 no
<1/10)
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Heuac PBota
T T
o (o0 TomHoTa
>1/100
0 nmo
<1/100
)
Hapymenn | Ouens | Muanrus
| co | gacto
CTOPOHBI =1/10
KOCTHO- )
MBILIEYHO
ii cucrembr | dacTto | Melmeynas
u (or>1/ | cmaGocTh
coequnute | 100 10
JbHOM <1/10)
TKAHU
Heuac Muanrus
T T
o (o Mpelmeynas c1a60cTp™
>1/100
0 nmo
<1/100
)
Hapymenn | Ouens | AHemus
| co | gacto
CHuxeHne
CTOPOHBI =1/10
yucla
KPOBH H N
po ) HeHTpoui
agumbaTuy
T OB
ecKoii .
(netiTpome
CHCTEeMbI
HUS)
CHnxeHne
yucla
JIEHKOLUTO
B
(neiikonieH
ust)
Yacto | CHmxeHue | AHemus
(or>1/ | yucna .
CHmwkeHne Ywnciaa HeHTpodmion
100 mo | pomOomHT N a
(aefiTponieHust)
<1/10) | oB
(TpomOoITH
TOTICHHUS)
Heuac CHuxenne JIEHKOLIUTOB
0 (OT (neiikonenmus) “°
>1/100
CHuxeHHe Yucia TPOMOOIIMTOB
0 pI(o) a
(TpoMOOIIUTOTICHUS )
<1/100
)
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OTKJI0HEeH
1104 B
pe3yabTart
ax
JaboparTop
HBIX u
HHCTPYyMe
HTAJbHBIX
Hccjea0Ba
HHIi

Ouenp | [loBbimenn
4acTo | €  YpOBHA
(>1/10 | AJIT
) IToBbiieHN
€ ypOBH:A
ACT
YBenuueHu
€  Macchl
Tena
(aHomManbH
as
npubaBKa
MAacchl
TeTa)
Yacro | Iloseiuenu | [loBeimenue yposas AJIT?
(or=1/ 1 e yposns [ToBermenne yposas ACT?
100 mo | D B
<1/10) | xposu VYBenuueHue Macchbl Tena
(aHoMmanpHass mpuOaBKa MaccChl
Tema)
Heuac [loBeimenne ypoBHs 1P B
0 (OT kpoBu™®
>1/100
0 nmo
<1/100
)

2 3aperUCTPUPOBAHBI peakuuu 4-i CTeneHu
Yyacrora kaxI0H crerneHu cocTasisua <1%

© IMCTeB3Us WJIM PACCTPOMCTBO BKyca
d prsrouas ciryuau ¢ nossimenneM yposts AJIT/ACT >3x BI'H u 6unupy6unom >2x BI'H

Ta6anna 8. HexenaTtenbHble peaknuH, OTMeYeHHbIE y JeTeil ¢ PaKOM, NMOJOKHTEJbHBIM MO

03¢

ciusgauio  TRK, npunumaromux npenapat Burtpaksu® B pexoMeHIOBaHHON
(o0bequHEeHHBII aHaIN3, Nn=124); Bce cTeneHn
CucremHo- Yacrora | Mua | letn Hoapoctkn | lleqmaTpmueckue
OPraHHBI KJacc aeHn | (n=59) | (n=23)¢ nanueHTbl (n=124)
bl b
(n=4
2)?
Oo0uiue Ouenn VYrom | YTomn | Ytommsiemoc | YTOMISIEMOCTh
HApylIeHUs] M | 9acTo JSeM | IeMOCT | Thb
peakuuu B Mmecte | (>1/10) ocTh | b
BBeJleHHA
Hapymenunss co | OdueHp TNonoBokpyx
CTOPOHBI 4acTo eHHue
(>1/10)
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HEPBHOM Yacro T'ono | T'onoso | Hapymenue | I'omoBokpyxkeHue
CHCTEMBI or>1/10 | BOK KpyXK€ | MOXOAKH
(o1= P Py A Hapymenne
0 IO | Y)KEH | HHE
ITapecte3ust | MOXoAKH
<1/10) ue
Hapym
[Tapecresus
€Hue
TTOXOJTK
u
ITapect
e3ust
Hapymennss co | OdeHp Tom | TomHo | TomHoTa TomHOTa
CTOPOHBI 4acTo HOTa | Ta
10 PBota PBota
ZKeJIyT0IHO- >
ya = ) Psor | PBoTa 3 3
KHMIIEYHOI 0 a arop arop
3amo
TpaKTa P | Nuapes Jnapes
3armo
Huapest
p
Huap
es
YacTto Hucres Hucressust
(ot>1/10 3us
0 10
<1/10)
Hapymenunssi co | OdueHp Muanr | Muanrus
CTOPOHBI 4acTo us
KOCTHO- (>1/10)
MBbIIIEYHOMH
CHCTEMBI u
coequHUTEIbHON | dacTo Mseune | Melmeunass | Muanrug
or>1/10 YyHas c1abocTh
TRaHu (o1= Mermeunas
0 bi (o) cimaboc
ci1abocTh
<1/10) Th
Hapymenunss co | OdeHp Ane | Amemn | AHeMms Anemus
CTOPOHBI KPOBH | 4acTO Mus | A
CHuxeHue CHIKEHHME  4ucia
u (>1/10) N
. CHu | CHumxe | ymcna HEUTPOUIOB
Jaum@paTuiecKon N N
JKeHU | HUE HedTpodmio | (HeHTporeHus)
CHCTEMBI
e yucia | B
N . CHmxeHue 4ucia
YUCNl | HEUTpO | (HeHTpomeHH N
Tpo | (neiTp TEHKOIIMTOB
a ¢unos | s) N
. . (nelikoneHus)
HEUT | (HeHTp
CHuxeHue
podu | omeHus CHmwkeHue 4ucia
qrcna 6
7I0B ) N TPOMOOIINTOB
JICHKOIIMTOB
(meiiT . (TpoMOoITOTIEHUS
Camxke | (IeiikoneHus
porie )
HUE )
HUS)
yucla
JIeHKOLL
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CHu | uToB
XKeH! | (JIeHKo
e TICHUS)
YUCIT
a
JeUK
OIIHT
OB
(eit
KOIIe
HUS)
Cuu
JKEHU
e
YUCIT
a
TpOM
oo
TOB
(Tpo
MOOIT
UTOII
eHUs
YacTto Cumxe | CHIKeHHE
(ot>1/10 HUE quciia
0 i (o) Yyhclia | TPOMOOIIUTO
<1/10) TpoMmOO | B
IUTOB | (TpOMOOTIHTO
(TpoM0 | TeHwMsT)
OIIUTOTI
CHUS)
Otkiaonenuss B | OueHb IToB | [ToBBI [ToBbrmienne | IloBbiieHue
pe3yJbTaTax 4acTo prmie | merwe | ypoBHA AJIT | yposas AJIT
JadopaTopHbIx u | (>1/10 HUE OBHSI
paTop = ) }1;131 T [ToBbrmienne | IloBbiieHue
HHCTPYMEHTAJb OB
Py yp ypoBHs ACT | ypoBHsa ACT
HBIX HS
IToBbI
HCeIen0BaAH I AJIT [ToBblieHNE | YBEIMUYEHUE MACCHI
IIICHHC
YPOBHS Tena (aHOMasbHAsS
IloB | ypoBHs N
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BI Macchl
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MaJib
Hast
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TlToB
BIIIIE

HHUC

YpOB
Hi

®

KpOB

Yacro TloBnl YBenuueHue
(or>1/10 IICHUE | Macchl TeJa
0 10 ypoBHA | (aHOManbHas
<1/10) III® B | mpubaBka

KPOBH | MacChI TeJa)

2 Mnaaenms! (ot 28 mHel 1o 23 MecsIeB): COO0MAnoch 0 5 peakiusix CO CHIDKEHUEM KOJMYECTBA HEHTPODHIOB
(uefirponienun) 4-ii creneHu u 2 peakuusix ¢ nossimenneM L@ B kpoBu. Peakuuu 3-i crenenn BKItouau B ceos
12 ciyyaeB CHIDKEHHSI KOJIMUECTBA HeWTpoduioB (HeHTpomeHus), mo 3 ciydass anemud, nosbimenust AJIT u
YBEIMYCHHUS Macchl Tella (aHOMaJIbHAsl MprUOaBKa Macchl Telna), a Takxke 1o 2 ciydast nossimenus 1[® B xposwy,
Jauapeu U pBoThI U 1 ciydail moBeimenus ACT.

b JTetu (ot 2 mo 11 ser): coobuanock 06 OJHOM Cllydae CHHKEHHH KOJMYECTBA JEHKOMTOB 4-if crenenu. B 6
CIIydasx cooOIIanoch O CHIYKCHUH KOJTMYECTBA HEHTPODUIIOB 3-1 cTeneHu (HEUTPOIIeHs), IO 2 cllydasi aHeMUHN
u quapeu u 1o 1 ciryyaro nossiteHns AJIT, nossimenns ACT, HapyIIeHHs TTOXOJKH, PBOTHI, YBEITHUCHNS MACChI
Tesa (aHOMalbHas MpuOaBKa MacChl TeJla), TapeCTe3NH U MUAIITHH.

“TTompoctkwm (0T 12 1o <18 51eT): o peaknusx 4-ii crerneHn He coobmanock. [1o 1 cayyaro ObUTH 3aperHCTPUPOBAHBI
peakiuu 3-if CTeNeHN: YyTOMIIIEMOCTh, HapyIIEHHE TIOXOIKU 1 MBIIIEYHAast CI1a00CTh.

Onucanue OTASILHBIX HEXKEIATEIbHEIX PEaKIINI

Hesponocuueckue peakyuu

B o6meii 6a3e nannbpIx mo 6e3omacHocTd (N=335), MaKCUMaIbHBIMHU 3apETUCTPUPOBAHHBIMHU
CTETICHSIMHU HEBPOJIOTUYECKON peakiuu OblTH 3- UK 4-s cTeneHb, KOTOpbIe HAOII0anach y
10 (3%) manMeHTOB W BKJIIOYAIM B ce0s HapyuieHHMe Noxolnku (4 mnanueHta, 1%),
rojoBokpyxenue (3 mauuenta, <1%) wu mapectesuto (3 mamuenrta, <1%). Obmas yactora
roJIOBOKpYykeHUi cocraBuna 20%, mapecresunm — 7% u HapyweHuidl noxoaku — 5%.
HeBponornyeckue peakuuu, NPUBOIAIMIME K KOPPEKIMU JO3bl WM IPEPHIBAHUIO TpUEMa

npernapara, BKIoyanu B ce0si ronoBokpyxenue (<1%) u napecresuto (<1%). Oqun nauueHt
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MOJHOCTBIO MIPEKPATHII JICUCHHE W3-3a HApYILICHUS MOXOJAKHU 3-U creneHu. Bo Bcex ciyyasix
ManuUCHTHI C [TPU3HAKAMHA HpOTHBOOHYXOHGBOﬁ AKTUBHOCTH, KOTOPBIM TpGGOBa.HOCB CHMXKXCHUC
JI03bI, MOTJIM TPOJIOJKATE JICYCHUE C YMEHBIIEHHOW 71030l M/WIM MO CKOPPEKTHUPOBAHHOMY

rpaduky (cm. pazaen «OcoOble yKa3aHHs»).

I'enamomoxkcuynocmo

V nanmeHToB, TMONyYaBIIMX mpenapar Burtpaksu®, HaGmogamuch OTKIOHEHHMS TOKa3aTelei
¢ynkuuu nedenu, Biimoyas AJIT, ACT, II® u Ounmupyoun. B oOmielr 6aze maHHBIX 1O
6e3onacHocTy (N=335) moBbIlIeHNE YPOBHS TPaHCAMHHA3 MAKCUMAJILHO 3apErUCTPUPOBAHHON
CTerneHu ObLI0 pecTaBieHo noBbimenueM ypoBHs AJIT no 4-it crenenu y 6 nanueHTos (2%)
u noBeiieHueM ypoBHs ACT no 4-oit crenenn y 3 nanuenTos (1%). Peakuuu 3-it ctenenu B
Buze nosbimeHust ypoBHs AJIT u ypoas ACT umenu mecro y 17 maumentoB (5%) u 16
nanueHToB (5%), COOTBETCTBEHHO. BONBIIMHCTBO ciTyyaeB MOBBILIEHUS 10 3-i CTeNeHH ObLTN
KpPaTKOBPEMEHHBIMH U MOSBISUIMCH BO BPEMS IEPBBIX 3-X MECSIIEB JI€UEHUS U pa3pellaiuch 10
1-it crenenu k 3—4 mecsanam. Peakuuu 2-i crenenu B Buje nosbliieHns ypoBHs AJIT u ypoBHs
ACT umenu mecto y 34 maruentoB (10%) u 32 mamuentoB (10%) cooTBeTCTBEHHO, a
nossitieHre yposHeit AJIT u ACT go 1-it crenenu Habmonanocs y 157 mauuentoB (47%) u

158 manuenToB (47%) COOTBETCTBEHHO.

[ToBenuenue yposueit AJIT u ACT, npuBoasiiiee kK KOppeKLUHU J03bI UM IPEPHIBAHUIO IIPUEMA
npenapata, Ha0monanocsk y 13 (5%) nauuentoB u 12 (5%) manueHTOB COOTBETCTBEHHO (CM.
pazgen «OcoOble ykazaHusa»). OIUMH NAIMEHT IOJHOCTBIO MPEKpaTHl JICYEHUE U3-3a
noBbiieHus ypoBHed AJIT u ACT no 3-ii—4-i cTeneHu.

Coo01manocs 0 cnyyasx renaToTOKCUYHOCTH ¢ noBbimeHreM ypoBHeit AJIT n/ummn ACT 2-i,
3-it wim 4-if cTeNeHu TSHKECTH M TOBBIIICHHEM ypoBHs OunmupyOuna >2x BI'H y B3pocnbix
NanueHToB. B HEKOTOPHIX clydasx mpuem npenaparta Butpaksu® ObLT OTMEHEH M BO30OHOBIIEH
B YMEHBIICHHOH J03€, B TO BpeMs KaK B JPYIHX ClydasX JIeYeHHE ObLJIO IOJHOCTBIO
npekpaiteHo (cM. pazaen «Ocolble yKazaHHsD»).

I[OHO.HHI/ITGJII:HEUI I/IHd)ODMaHI/I}I 110 OTACJIBbHBIM I'PYIIIIaM ITalIMCHTOB

Hemu

M3 335 nmanmeHToB, MOMydaBIIMX jledeHHe mpenapaToM Butpaxsu®, 124 (37%) mamueHToB
ObLTH B BO3pacTe oT poxnaeHus a0 <18 met (n=13, ot poxaenus 10 <3 mecsies; n=4, oT >3
Mecd1eB 10 <6 MecsaieB; n=17, ot >6 mecsues 10 <12 Mecsdies; n=8, otr >12 Mmecses 10 <2
net; n=27, ot >2 net a0 <6 ynet; n=32, ot >6 net no <12 xer; n=23, ot >12 net g0 <18 ner).
BOonBIIMHCTBO HEXENaTeNbHBIX peakiuuid ObUTH 1-H Wiam 2-H CTENEeHW TSHKECTH W OBbLIH

ycTpaHeHbl 0€3 KOPPEKTHPOBKH 03I HJIM OTMEHBI NpHeMa Iiperapata Butpaksu®.
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HexenarenbHple peakuuu 3-it wim 4-i CTENEHU TSHKECTH, KaK MPaBUIIO, Yallie HaOJIIoaalIuch y
MAIMEHTOB B Bo3pacTe <6 jiet. O HUX coodmanock y 69% manueHToB B BO3pACTe OT POKICHUS
1o <3 mecsieB U 'y 48% manueHToB oT >3 MecsieB 10 <6 yer. Coo0manock, 4To CHIKEHUE
yuciaa HEUTPOPHIOB MPUBOIUIO K OTMEHE HMCCIEIyeMOTO Ipenapara, KOPpeKIuu 03bl 1

NpephIBAaHHIO MPUEMa TIpenapara.

Hauuenmbl NOJCUTI0C0 U cmap4yecKo2o eo3pacma

W3 335 nanuenTtoB, B o0meil 6a3e MaHHBIX MO 0€30MaCHOCTH, KOTOPHIC MOJIyYMIIN JICUCHHE
npenaparoM Butpaksu®, 65 (19%) namuenTos 65114 Bo3pacToM 65 neT unu crapiue u 20 (6%)
ManyueHToB ObUTM Bo3pacToM 75 ner wnm crapmie. [Ipoduns 0e30mMacHOCTH Y MOMKUITBIX
NaIMEHTOB (>65 NeT) coracyeTcs ¢ TAKOBBIM y 0oJiee MOJIO/IBIX ManueHToB. HexenarensHble
peakuuu, Takue Kak rojgoBokpyxxeHue (32% nportus 28% y Bcex B3pocibix), aHemus (32%
npoTuB 25% y BCceX B3pOCIHbIX), MblleyHas ciadoctsb (14% npotus 11% y Bcex B3poCHbIX) U
HapyuieHue noxoaku (8% mpoTus 5% y BceX B3pOCIbIX), ObLIN 00JIee YaCThIMH Yy MAlUEHTOB
B BOo3pacTe 65 JeT u crapuie.

Ilepeno3upoBka

®

Cnemuduuecknii aHTHAOT K Tmpenapaty BurtpakBu® HeusBecTeH. JledeHwe B cirydae

Tepe103uPOBKY TIpenapaTtoM Butpaksu® 101KHO BKIIFOUATh B ceOs 00IIME MOIePKHBAIOLITE
MEPBHL.

B3anmopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CPeACTBAMH

BausHME Ipyrux JI€KapCTBEHHBIX IpeNapaToB Ha J'Ia]f)OTDCKTI/IHI/I6

o  Buuanue uneuoumopos CYP3A, P-gp u BCRP na rapompexmunud
Jlaporpexturn® siBisiercst cyocrparom nutoxpoma P450 (CYP) 3A, P-rimukonporenna (P-gp)
1 OeNKa Pe3uCTeHTHOCTH K paky MosiouHoi xenesbl (BCRP). OnHoBpeMeHHOE TpUMEHEHNE

¥ ¢ CHJIBHBIMU UK yMepeHHbIMK Hru6uTopamu CYP3 A, unruduropamu

npenapara Burpaksu
P-gp u BCRP (nampumep, arazaHaBup, KIAPUTPOMHIMH, WHAWHABUP, HWTPAaKOHA307,
KETOKOHa30Jl, He(a30J0H, HeI(pUHABUP, PUTOHABUP, CAKBUHABHP, TEIUTPOMULMH,
TPOJIEAHAOMHIIMH, BOPUKOHA30J1, IPeHN(ppyT WK rpeldnppyTOBbIi COK) MOXKET YBEIUUUBATh

KOHIICHTPALUIO JIAPOTPEKTUHHOA B IJI1a3Me.

Knunnueckue JAaHHBIC, MOJIYUYCHHBIC Y 3JO0POBLIX B3POCJIBLIX MAIUCHTOB, IMOKA3BIBANOT, YTO

®

COBMECTHOE MpHUMEHEHHE TMpenapara ButTpakBu B ogHokpatHo pmo3e 100 mr c

utpakoHazojoMm (cwibHbId HHTHOUTOP CYP3A u unrn6urop P-gp u BCRP) B no3e 200 mr
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OJIMH pa3 B CYTKU B TeUeHHUE 7 AHEH yBennuuBaio rmoka3aten Cmax 1 AUC mapoTpekTuHnba B

2,8 paza u 4,3 pa3za cooTBeTCTBEHHO (cM. paznen «Crnocod NpUMEHEHUS U JI03bD»).

Ou3noIoruyeck 00OCHOBAHHOE (PAPMAKOKHMHETHUECKOE MOJACIHPOBAHKUE IOKA3aJI0, YTO
COBMECTHOE NpHMeHeHue mnpenapara Burpaksu® ¢ ymepennsiMu unrHOMTOpamMu CYP3A4
(rykOHA30JI0M MJTH JMIITHA3€MOM) YBEIUUHUT MoKazaTemn Cmax B 1,9 paza u AUC B 2,7 pa3a.
O’KujaeTcs, uTO H3MEHEHHE SKCHO3UIMM BuTpakBu® mpM COBMECTHOM HPUMEHEHMH C
ymepeHHbIMH nHTHONTOpaMu CYP3A4 He OyneT KIMHUYECKH 3HAYUMBIM.

Knunuueckue naHHBIE y 370POBBIX B3pPOCIBIX MAIIMEHTOB AEMOHCTPUPYIOT, YTO COBMECTHOE

npUMeHeHHe mpenapata Burpaksu®

B omHOkpaTHoM no3ze 100 mr ¢ pudamnunuHoM
(uarudutop P-gp u BCRP) B omHOKpaTHO# 103€ 600 Mr yBeanuuBaio nokazareiar Cmax 1 AUC
naporpektnHnba B 1,8 u 1,7 paza coorBercTBeHHO (cM. pazgen «Croco0 mpuMeHEHHs U

JTO3BI»).

e  Buuanue unoykmopos CYP3A u P-gp na napompexmunud
CoBMecTHOE MNpHMMEHeHHe Tperapata Burtpaksu® ¢ CHIBHBIMH HJIH  yMEpPEHHBIMHU
uaaykropamu CYP3A wu cwibHbIMH UWHAYKTOpamMu P-gp (Hampumep, kapOamasenuH,
¢denobapburan, ¢enuronH, pudadyTuH, pUGAMIUIMH WK 3Bepo0Oil) MOKET CHUXKATb
KOHIIEHTPAIUIO JapOoTpeKTUHHOA B iazme (cM. pazaen «OcoOble yKazaHus ).
Knunuueckue naHHble, MOTYyUYEHHBIE Y 3/I0POBBIX B3POCIBIX NAIlUEHTOB, IEMOHCTPUPYIOT, YTO

COBMECTHOE TpMMEHEHHe Tnpenapara Butpaksu®

B oaHOKpaTtHOW n03e 100 mr c
pudamnuumHoM (cunbHbli HHIYKTOp CYP3A 1 P-gp) B no3e 600 mMr oauH pa3 B CyTKH B
teuenne 11 nmHel cHmxkano mokaszarenn Cmax U AUC maporpektunHu6a Ha 71% u 81%
COOTBETCTBEHHO. KulMHMYecKue NaHHbIE O BIMSHUU YMEPEHHOIO0 MHAYKTOpa OTCYTCTBYIOT,
OJIHAKO 0’KUJAETCS CHUKEHHE BO3IEHCTBHS JApOTPEKTUHUOA.

Ou3nonoruyeck 00OCHOBAHHOE (PAPMAKOKMHETHUECKOE MOJACIHPOBAHKUE I[OKA3aJI0, UTO
COBMECTHOE MNpHUMeHeHHe mpenapata Butpaksu® ¢ ymepenusiM uHayktopom CYP3A4

(3(baBUpeH30M) NPUBEIET K CHUKEHHUIO MokazaTeneit Cmax Butpaksu® Ha 60% u AUC Ha 72%

10 cpaBHeHHIO ¢ npueMoM Burpaksu® otaensHo (cM. pazaen «Cnocob IpUMEHEHHs U 103b1).

Binsaue JIaDOTDeKTI/IHI/I6a Ha APYTHUEC JICKAPCTBCHHBIC NIPCIIapaThl

o  Bausnue napompexmunuba na cyocmpamol CYP3A
KinHnyeckue naHHble, IOJIy4EHHBIE Y 3I0POBBIX B3POCIIBIX MALMEHTOB, YKa3bIBAOT HA TO, YTO
OJIHOBpPEMEHHOe MpuMeHeHue npenapara Burpaksu® (100 mr 1sa pasa B JeHb B Teuenue 10
nHel) yBenmuuuBasio mokaszatend Cmax 1 AUC mupazonama B 1,7 pa3 mpu mepopaibHOM

NPUMEHEHUH IO CPaBHEHUIO C IIOKa3aTesiIMU, 3aperuCTPUPOBAHHBIMM MpPHU MPUMEHEHUU
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Muga3sojiaMa OTACJIbHO, YTO IMMO3BOJIACT MPEAIIOJIIOXKUTD, UTO J'I&pOTpCKTI/IHI/I6 SIBJISIETCS CIA0BIM

unruouropom CYP3A.

Crenyer cobnoaTh OCTOPOKHOCTH PU OAHOBpPEMEHHOM npuMeHenuu cyocrpatoB CYP3A ¢
Y3KHUM  TEpaneBTUYECKUM  JMAla30HOM  (Hampumep, anb(EHTaHWI, LHKIOCIOpUH,
JUTUAPOIPrOTaMUH, 3prOTaMuH, PEHTaHWI, TMMO3U, XUHUIUH, CUPOIUMYC UITH TAKPOIUMYC)
y TalMEeHTOB, NPUHMMAIOMMX TpenapaT Butpaksu®. Eciu y NanueHTOB, NPUHUMAIONIMX
npenapat Butpaksu®, TpeGyercs oqHOBpeMEHHOE NpUMeHeH e NaHHbIX cyocTpaToB CYP3A ¢
Y3KUM TEpaneBTUYECKUM JHANa30HOM, MOXET MOTpeOOBaThCsl CHUXKEHUE JI03bl CyOCTpaTOB

CYP3A wu3-3a HEeXKENATEIBHBIX PEAKIIHIA.

o  Bausnue napompexmunuba na cyocmpamor CYP2B6
WccnenoBanus in vitro moKa3bIBalOT, YTO JAPOTPEKTHHUO MHAyLupyet cyoctparsl CYP2B6.
OnHOBpeMEHHOE NpUMEHEHHE JapoTpekTuHuOa c¢ cyOctpatamu CYP2B6 (mampumep,

OynponuoH, 3(paBUpeH3) MOKET CHU3UThH UX BO3JCHCTBUE.

e Buuanue rapompexmunuba Ha opyaue cyocmpamsl mpaHcnopmHulx OeIKos
WccnenoBanus in vitro mOKa3bIBalOT, YTO JAPOTPEKTUHUO SBJIsIETCS MHTMOUTOPOM cyOcTpara
OATPIB1. Hwukakux KIMHAYECKUX HCCICIOBAHUN [JI1 H3Yy4YEHUS B3aMMOJCHCTBHUS C
cyoctparamu OATPIB1 He mnpoBoaunock. ClienoBaTenbHO, HENMb3s HCKIIOUUTH, YTO
OJTHOBPEMEHHOE TNpPUMEHEHHE JapoTpekTuHuOa c cyocrparamu OATP1B1 (manpumep,

BajicapTaH, CTaTUHBI) MOKET YBEJTUUUTh UX BO3ACHUCTBHUE.

e  Buuanue napompexmunudba Ha cyocmpamol ghepmenmos, pezyrupyemvix PXR
WccnenoBanus in vitro IOKa3bIBalOT, YTO JAPOTPEKTUHUO MOXKET MHIYLHPOBAaTh (PEPMEHTHI,
perynupyembie PXR (Hanmpumep, cemeiicteo CYP2C u UGT). OgHOoBpeMeHHOE TPUMEHEHHE
naporpektuHn6a ¢ cyocrpatamu CYP2CS, CYP2C9 unu CYP2C19 (nanpumep, penarinHu,

BapdapuH, ToI0yTaMUI WM OMENPa30J1) MOXKET YMEHBUIUTD UX BO3CHCTBHE.

L FOpMOHaﬂbele KOHmpayennmuevl

B HacTosiiee BpeMs HEU3BECTHO, MOXKET JIM JApOTPEKTHMHUO CHUXKATh 3(PPEKTUBHOCTDH
TOPMOHAJIBHBIX ~ KOHTPAIEITUBOB ~ CHCTEMHOro  neiictBus.  IlosTomy — KeHIIMHaM,
UCTIONB3YIONIMM ~ TOPMOHAJbHBIE  KOHTPALCNITUBBl  CHCTEMHOTO  JICHCTBUS,  CIIEAyET

PEKOMEHI0BaTh MCIIONIB30BaTh OaphEPHBIA METOA KOHTPALCTIIINH.

Oco0ble ykazanus

Hesposgoruueckue peakimu
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Y  nanMeHTOB, NOJYYaBIIUX  JAPOTPEKTHMHHUO, OBLIM  3aperucTpUpOBaHbl  TaKue
HEBPOJIOTUYECKHUE PEAKIIMM, KaK FOJIOBOKPYKEHHE, HapyLIEHUE MOXOJAKH M IapecTe3us (CM.
pasaen «IloGounsie neiictBus»). IlposiBieHue OONBIIMHCTBA HEBPOJIOTMYECKHX pEaKUuil
OTMEYAJIOCh B TEUEHHUE MEPBBIX TPEX MECALEB JICYCHHS. B 3aBUCMMOCTH OT CTENEHU TSHKECTH
Y CTOMKOCTH 3TUX CUMIITOMOB CIIEZY€T PaCCMOTPETh BO3MOXKHOCTh OTMEHBI, yMEHBILIECHUS WU
TIpeKpallenus mprema mpenapara Butpaksu® (cum. pasaen «Crocod NpUMeHEeHHs U I03bD» U

pazznen «BnusHue Ha CIOCOOHOCTD YNPaBIIATh TPAHCIIOPTHBIMHU CPEACTBAMHU, MEXAHU3MAMUY).

I'emaTOTOKCHYHOCTH

Y nanmueHToB, MOJIy4aBIIUX JAPOTPEKTHHHO, HAOIIOJAINCh OTKJIOHEHUS IOKa3aTenen
¢yHKUIMYU neyeHu, Bkiovas nosbimenue yposueit AJIT, ACT, @ u 6unupyOuna (cM. pazaen
«ITobounble neicTBUSA»). bonmpmmHCTBO cinydaeB moBbimeHus ypoBaei AJIT u ACT
MPOM30IUIO B TE€UEHHE 3 MecsIeB MOocie Hayaja JiedyeHHUs. Y B3pOCIbIX MAlMEHTOB ObLIN
OTMEYEHBI CITy4au TemaTOTOKCUYHOCTH C moBbitieHueM ypoBHs AJIT w/wmm ACT 2-i, 3-i nnm
4-if cTeneHu TSHKECTH W MOBBIIICHUEM YpOBHs OmnupyOuHa Oosiee yeMm B 2 pas3a OT BepXHeEi
I'paHUIIBI HOPMBI.

B 3aBucuMocTH OT TsDKecTH 3a0ojeBaHMsl MAlMEHTaM C TIOBBIIIEHHEM aKTHUBHOCTHU
MEYCHOYHBIX TPAaHCAMUHA3 CJENyeT MPHOCTAHOBUTH IPHEM, CKOPPEKTUPOBATH J03Y WIIU

TIOJTHOCTBIO MPEKPATHTh TIpreM npenapaTa Burpaksu® (cm. pasznen «[IpoTUBONIOKA3aHUAY ).

Crnenyer koHTposmpoBaTh ¢yHkuuio nedenu, Bkimovas AJIT, ACT, IL® u OunupyOuH, 1o
npueMa IepBo 1035, Aanee Kax/ble ABE HEACIH B TEUCHNE IEPBOT0 MECsIIIa JICUYCHNUS, ¥ 3aTeM
©KEMECAYHO B TEUYEHHE CIEAYIOMUX 6 MECSIEB JICUCHHS, a 3aTE€M IEPHOJNYECKH BO BpPEMS
neuenus. IlanueHTam, y KOTOpBIX HaOJIONAeTCs MOBBIIMIEHHWE AKTUBHOCTH TpaHCAMHUHa3,
HE00X0IMMO TPOBOAMTH Oojiee yacToe TecTupoBaHue (cM. pazzaen «Crnocod mpUMeHEeHUs U

TIO3BI»).

CosmMecTtHOe npuMenenne ¢ ugaykropamu CYP3A4/P-ep

Crnenyer wu30eratb COBMECTHOI'O IPHMEHEHHMsS CHJIBHBIX MM YMEPEHHBIX HWHAYKTOPOB

®

CYP3A4/P-gp ¢ npenaparom ButpakBu® u3-3a pucka CHUXEHUS 3(P(PEKTUBHOCTH JIEHCTBUA

(cM. pazzen «B3aumoneiicTBue ¢ IpyrumMu JIEKapCTBEHHBIMU CPEICTBAMUY).

KoHTpanenmus y My>K9iH | KSHITAH

JKeHIMHBI ETOPOJHOTO BO3pAcTa JOJDKHBI MCIOJIB30BaTh BBICOKOA((GEKTUBHBIE METOMIbI
KOHTpalENIMK Npy npueMe Butpaksu® U B TeueHHe KaK MUHHMYM OJHOTO MecALa TOCIe
IpeKpaleHus JiedeHus: (cM. paszensl «BzaumopeicTBue ¢ APYrMMU JIEKapCTBEHHBIMU

cpenctBammy, «lIpuMenenue npu 6epeMeHHOCTH U B IIEPUOJI TPYAHOTO BCKaPMIIUBAHUS ).
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MyXx4urHaM ¢ penpoAyKTHUBHBIM IOTEHIMATIOM U HEOEPEMEHHBIM >KEHIMHAM-TIapTHepaMm,
CIIOCOOHBIM K JIETOPOXKACHUIO, CIIEyeT PEKOMEHI0BATh HCIOIh30BaTh BEICOKOA((DEKTHBHBIC
METO Il KOHTPALIETIIIUY BO BpeMs JIedeHus penapatoM Butpaksu® u B TeueHHe KaK MUHUMYM
OJIHOTO MecsiIia Mocie nocienHeil 1o3el. (cM. pazaen «lIpumenenue npu 6epeMeHHOCTH U B

NEepUO TPYJHOTO BCKAPMITUBAHUS).

Baxnas I/IHd)ODMaHI/I}I O HCKOTOPABIX BCIIOMOTATCJIIbHBIX BEIIICCTBAX JICKAPCTBCHHOT'O IIpCIiapara

Hampuii — npenapat ButpakBu® mnpakTUYeCKH HE COIACPKUT HATpHsl (COIepKaHUE HATPHUS
coctaBisieT MmeHee 1 Mmoab (23 Mr) Ha 5 mn).

IIponunenenukon ~ —  OIHOBPEMEHHOE  MPUMEHEHHE C  JI0OBIM  cyOcTpaToM

QJIKOTOJIBJICTUPOTeHAa3bl, TAKMM KaK 3TaHOJ, MOXKET BBI3BaTh CEphe3HbIe TOOOUHbIE 3()(HEKTHI
y HOBOPOX/ICHHBIX.

llapacuopokcubenszoam — MOXKET BBI3BIBATH AJIEPTUUYECKHE pEaKIUU (BO3MOXKHO, C

3aJIEPKKON ).

Bunsinne Ha cIOCOOHOCTH YIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMH, MEXaHU3MaMHU

VY ManueHToB, MOJMYYaroIUX JIAPOTPEKTUHUO, OBLIM 3aperMCTPUPOBAHBI HEBPOJIOTMYECKHE
peakuuu, KOTOpbIe MOTYT MOBJIUSTH Ha CHOCOOHOCTH YIIPABIISTh TPAHCIIOPTHBIMU CPEACTBAMHU
u paborath ¢ MexaHu3dmamu. HeoOxonumo mnpepocTeperaTh MAallMEHTOB OT YyMpPaBICHUS
TPAHCHOPTHBIMH CPEJICTBAMU U PabOTHI ¢ MEXaHW3MaMH, ITOKa OHU He OyIyT yBEpeHbI, 4TO

®

Tepanus npenaparoM ButpakBu™ He OKa3bIBa€T HAa HUX HEKEIATEIBLHOIO BO3IAECHCTBUS (CM.

paznen «Ocolble yKazaHHS).

®opMma BBINLYCKA

PacTBop 11t mprema BHYTpb, 20 Mr/miL.

[To 50 mn mpenapara Bo (lakoH M3 KOPUYHEBOTO CTEKiIa 00beMOM 60 MJI C TOPJIBIIIKOM C
000JI0YKOM U3 MOJIMIPONMIICHA M C KPBIIIKOW M3 MOJUIPONUICHA ¢ (QYHKIMEH 3alUThl OT
JIETEW U KOHTPOJIEM IIEPBOIO BCKPBITHS, U C YKYIIOPOYHON IPOKIAAKON 13 mosuaTriieHa. [lo 2
¢1akoHa BMecTe ¢ MHCTPYKIMEH 10 MPUMEHEHHUIO TOMEIIAI0T B KAPTOHHYIO MaYKy, Ha KOTOPOH

JIOTTYCKAETCsl HAJTMIHe KOHTPOJISI TIEPBOTO BCKPBITHS (TIepdoparus u/uimm CTUKEp).

Cpok rogHoctu
2 rona.
[Tocne BCKpbITHS UCTIONIB30BaTh B TeueHue 31 ausi.

He IMPUMCEHATH IO UCTCYCHUHU CpOKa 'OAHOCTH.

YcaoBusi XxpaHeHust

[Ipu remneparype ot 2 no 8 °C.
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He 3amopaxuBars.

XpaHUTb B HENOCTYITHOM JUIS IETEU MECTE.

YcaoBus ornycka

OTmycKarT 1o perenTy.

IOpuaunyeckoe 110, HA ©MSI KOTOPOT0 BbIIAHO PErHCTPALMOHHOE YA0CTOBEpeHne
baiiep AI', Kaiizep-Bunsrensm-Amnee, 1, 51373 JleBepky3eH, I'epmanus
Bayer AG, Kaiser-Wilhelm-Allee, 1, 51373 Leverkusen, Germany

IIpousBoauTenn

ITpou3BoaCTBO TOTOBOM JIEKAPCTBEHHONU (DOPMBL, IEPBUYHAS YIIAKOBKA

ITenn ®@apmackrotukan Cepsuces Jlumuren, Coennnennoe KoponeBcTBo

broxu 23-24, npomeinuieHHb Komiuieke TadapHayOax, Tadapuaybdax, Tpenmerap, NP22
3AA, Coenunennoe KoposeBcTBo

Penn Pharmaceutical Services Ltd., United Kingdom

Units 23-24, Tafarnaubach Industrial Estate, Tafarnaubach, Tredegar, NP22 3AA, United
Kingdom

BropuyHnas (morpeburensckas) VIIakoBKa

Opuon Kopnopeiins, @uHasHANS
Hoencyynxkary 7, 24100, Cao, OuHIAHIMS
Orion Corporation, Finland

Joensuunkatu 7, 24100 Salo, Finland

ITpousBoauTreins (BoITyCKAOUIMI KOHTPOJIb KAYECTBA)

baitep AT, I'epmanus

Kaiizep-Bunbsrensm-Asnee, 51368, JleBepkysen, ['epmanust
Bayer AG, Germany

Kaiser-Wilhelm-Allee, 51368 Leverkusen, Germany

Opranunszanusi, IPUHUMAKOIIAS NPEeTeH3UH NOTpeOuTeIei:

AO «BAVEP»
107113 Mockga, 3-a PeiOunckas yi., 1. 18 ctp. 2
Temn.: +7 (495) 231 12 00

www.bayer.ru

JlaHHas1 Bepcusi MHCTPYKI UM aeiicTByet ¢ 16.01.2024
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