MUHHUCTEPCTBO 3/IPABOOXPAHEHMS POCCUNCKONM OEEPAIN

MHCTPYKLIASL [0 MEJIAIAHCKOMY HPUMEHEHHUIO JIEKAPCTBEHHOTO

ITIPEITAPATA
6069

vUVU ) 4

Burpaksu®

OTT ACOBAHO

Perncrpanmonnsiii Homep:
Toprosoe nanmenosanue: Burpaxsn®
Mexaynapoanoe HenaTeHTOBAHHOE HJIH IPYNIIHPOBOYHOE HAUMEHOBAHME: JTAPOTPEKTHHHUO

JlekapcerBennas popma: KarcyJibl

Cocras

| KamcyJia CONepKUT:

Jleticmeyrowee  6ewgecmeo: naporpexrunuba cyinsdar 30,71/122,85 mr B mepecuere Ha

napoTpekTuHuO 25/100 mr.

Benomozamenvnvie seuyecmea: 060110uKa Karicyibl (THTAHA AMOKCHUL, JKEJTATHH, CHHIE YePHHIIIA),
YCPHUJIA HA Karcylie (IIejUlaK, KpacuTelb aTIOMUHHEBEIH Jak uHurokapmuna (E 132), turana

JIMOKCH]T, TIPOTIUJICHTJIMKO/Ib, aMMHAKa PACTBOP KOHIICHTPHPOBAHHBIN, IMMETHKOH ).

Onucanue

Kancyner 25 me: Teepaple HENpo3payHbIe JKENATHHOBBIE KAIICYIIBI pa3Mepa «2» Georo mBera ¢
HAHCCEHHBIM CHMHUMHM YEPHHJIAMHU JIOTOTHIIOM KoMmaHuu baifep B Buje KpecTa W HaIIIUCHIO
«25mgy.

Kancyner 100 me: Tsep/iple Hepo3pavHbIe KeNaTHHOBBIE KarcyJibl pasMepa «0y» 6eroro msera ¢
HAHECEHHbIM CHMHUMHM YEpHHJIAMH JIOTOTHIIOM KoMnaHuu baitep B Bue Kpecra W HaIIIUCHIO

«100mgy.

Cooepocumoe kancynvr 25 me wiu 100 me: KpUCTAIMYECKUH HOPOIIOK OT MOYTH OEIOro JI0

JKCJITOI'O UJIM PO30BATOIr0, HJIM KOPHUYHEBATOI'O I[BETA.

(I)apMaKOTepaHeBTquCKaﬂ rpyumnmna

[IpoTHBOOIYX0JI€BOE CPEICTBO - IPOTCHHKHHA3EI HHIHOUTOP
Koax ATX: LO1EX12

Dapmako/I0rH4ecKue CBOMCTBA

Dapmarxoounamuxa 1 3 5 0 i& G

Mexanusm oeticmeus
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Jlaporpextunn®  sBusercs  ageHO3MHTpUPOCHaT(AT®D)-KOHKYPEHTHBIM U CEJIEKTUBHBIM
COTTACOBAHO

MHTHOUTOPOM  TPONIOMUO3HH-perientoproit  kuHaszbl (TRK);-koTophiii - Obui—pa3paboTan s —

IPE/IOTBPAICHUS aKTHBHOCTH KMHA3bl BHE MHUIIEHH. MUINECHBIO IS JITApOTPEKTHHHOA SIBIISIETCSI
cemeiicto 6enxoB TRK, Bkmouatomee TRKA, TRKB u TRKC, koTopble KOAUPYIOTCS TeHAMH
NTRKI, NTRK2 n NTRK3, cOOTBETCTBEHHO. B IIMpOKOH IIaHenH aHaJu30B OYMINEHHBIX
(epmentos naporpextrHnd nuruouposan TRKA, TRKB u TRKC co 3navenusvu IC50 mexy 5-
11 uM. EnuncTBennas nHas akTHBHOCTH KMHA3BI HMella MECTO B KOHIEHTpALHsX, 00abmux B 10
pas. Ha wmozensx omyxomeid in vitro W in vivo IapOTPEKTHHUO IPOJEMOHCTPHPOBAI
IIPOTHBOOITYXOJIEBYIO AaKTMBHOCTH B KIIETKaX C KOHCTHTYTHBHOM akrtuBanmeil OenkoB TRK,
BO3HUKAIOIIMX B pE3yJIbTATe CIMSHHS TE€HOB, JICJICLUU PEryJISTOPHOIO JoMeHa Oejka, W B

KJIETKax co cBepxakcnpeccueit benka TRK.

SIBJIeHUS CIIMAHMS TE€HOB BHYTPHM PAMKHU CUMTBIBAHUSI, BO3HUKAOIIUE B PE3YJIHTATE XPOMOCOMHBIX
nepectpoek reHoB yenoseka NTRKI, NTRK2 u NTRK3, npuBoJsT K 00pa3oBaHUIO OHKOT€HHBIX
ciauthix OenkoB TRK. DTH HOBBIE XHMEpHBIE OHKOI€HHBIC OEJKH SIBJISIOTCS a0EPPaHTHO
IKCHPECCUPYEMBIMH, CTHMYJIMPYIOIMMHA aKTHUBHOCTh KOHCTHTYTHBHOM KHHA3bl, BIIOCIIEICTBHH
AKTUBUPYIOUMIMMH HIDKEJIEXKAIIUE KIETOYHbIE CUTHAIBHBIC ITyTH, yYaCcTBYIOIIHE B IPOJUQepaIiu
¥ BBDKMBAHHM KJIETOK, IIPUBOJSIIME K BO3HUKHOBEHHIO OITYXOJH, OOYCJIOBJIEHHON CIMSHHUEM

reqoB TRK.

Dapmaxoounamuyeckue 3¢hghexmoi

SHCKTDOd)I/ISI/IOHOFI/IH cepara

Y 36 3710pOBBIX B3pOCIIBIX MAIIMEHTOB, MOTYYaBIIAX OJHOKpPATHEIE /1035l B AuanazoHe ot 100 1o

900 mr, Burpaksu®

He yBenruunBai uaTepBasl QT 10 kKakoH-1100 KITMHUYECKH 3HAYUMOM CTEIIEHH.

Jloza 200 mr coorsercTByeT NHKOBOH 9KCHO3UIUH (Cmax), AHAJOTHYHOM TOM, KOTOpas

Habmoaercss Ipu npuemMe saporpektuHuba 100 Mr jiBa pasa B JieHb BO BpeMsi IIpeObIBAHMS B
®

cranmonape. Ykopouenue QTcF nabmonanock npu no3upoBanuu Burpaksu®, ¢ MakCUMaIbHBIM

cpenauM  oddekrom, HabmogaeMbiM Mexay 3 u 24 uacamm mocie Cmax, €O CPEIHHEM

reomerpudyeckuM ymenbimenneM QTcF ot 6azooit smuum -13,2 Mc (quanason ot -10 10 -15,6 mc).

Knuaudeckas 3HaUUMOCTE 9TOTO pe3yiibTaTa HE YCTAaHOBJICHA.

Kimmnunueckast 3 hexTUBHOCTD

Kpamxoe onucanue uccnedosanuii

D dextuBHOCTE M Oe30nmacHocTh Butpaksu® 6bUH H3yUeHBI B TPEX MHOTOIIEHTPOBBIX, OTKPHITHIX
KJIMHUYECKUX MCCIIC/IOBAHMSX B OJIHOM I'PYIIIIE Y B3POCIIBIX U JieTeil, 60bHbIX pakoM (Tabmmra 1).
Ha jaHHBII MOMEHT HCCIIeIOBaHMSI TTPOI0JIKAIOTCS.

ITanenTel ¢ 3a0KyMEHTUPOBAHHBIM ciusiHueM reHa NTRK u 6e3 Hero ObUIM JOMYINEHBI K

C.2u323



MUH3APABPOCCHY

2939-060629

Ji &l = - L AV b
yuactuio B uccnegoBanuu 1 m 3 (SCOUT). IlanueHTsl, BKJIIOUCHHBIC B MCCIIC/OBaHHE 2

" COLa-ACOBAHO .
(NAVIGATE), no/mkHbl ObUIM UMETH PakK, IOJIOKHTEIBHBIN 110 CIHSIHUIO TRK. %%G,III;IHGHH_I;H(I__

HabOp JAHHBIX TIEPBHYHOTO aHau3a (G (GEeKTHBHOCTH BKIIIOYAET JaHHble 192 IanuenTa ¢ pakom,
OJIOKUTEIBHBIM 110 cisiHuio TRK, 3aperucTprupoBaHHBIX B TPEX HCCIICIOBAHHSX, Y KOTOPBIX
OBUIO TIOJUIAIONIEECs M3MepeHuio 3abonesanue, orenennoe ¢ momompio RECIST sep.l.1,
1IepBUYHOM ormyXx0uibio 3a npeenamu [IHC, n KoTophle mosy4uiim, o MEHbIIEH Mepe, OJIHY /103y
JIapOTPEKTHHHOA. DTH HAIMEHTBhl JOJDKHBI OBUIM IIOJIyYUTH IpEJBApUTEIbHOE CTAHIapTHOE
Jle4eHHe, COOTBETCTBYIOIIEE UX THITY OILyXOJIH M CTauu 3a00JI€BaHuUs, UK KOTOPBIE, 110 MHEHHIO
HCCIIeI0BATEIS, IOJDKHEI OBLIM OBl IOBEPTHY THCS PAJIMKAIBHOM Ollepaluy (TaKoH KaK aMITy TaIust
KOHEUHOCTH, (haruabHas pe3eKIust WM [POIie/lypa, BBI3BIBAIOIIAs TIapajliy) MK MAIOBEPOSITHO
CMOIUIM OBl TIEPEHECTH WJIM MOJIYyYUTh KIMHUYECKH 3HAYMMOE IIPEUMYINECTBO OT JIOCTYITHOTO
CTaHJAPTHOTO JIEYEHMs B YCJIOBHSX Iporpeccupyiomero 3abonesanus. OCHOBHBIMH
nokaszarensiMu > pexTuBHOCTH OBUIH 001mas yacrora orBeta (OYO) u umrensocTs otBeta (J10),
KaK OIIpEeJeNIeHO 3acielUICHHBIM HEe3aBUCHMbBIM KOMHTETOM 10 paccMorpenuto (Blinded
Independent Review Committee - BIRC). Kpome Toro, 33 nanuenTa ¢ nepBHYHBIMHA OITyXOJISIMA
ITHC u n3mepuMbIM 3a00JI€BAHHEM HA HAYAILHOM JTalle MPOXOIUIIH JIEUEHHE B UCCIIEIOBAHUH 2
(NAVIGATE) u B uccneosanuu 3 (SCOUT). 32 u3 33 nepBHYHBIX NanueHToB ¢ omyxossmu ITHC
panee NPOXOJMJIN JIEYCHHE paKka (XHpYypruvecKoe BMENATeNbCTBO, JIyueBas Tepanus u (WIiH)
IIPEJIIIECTBYIOIIAs CHCTEMHasi Tepanus). Peakiuu omyXoiM OLEHMBAIMCh HMCCIE0BATEIeM C

ucrons3oanreM kputepueB RANO wimm RECIST Bep. L.1.

Nnentudukarnus renoB ciustauss NTRK 1monarazack Ha MOJIEKYJISIPHBIE METOJbI MCIIBITAHHM:
cekBeHupoBanue HoBoro nokoserus: (NGS), ucnonszyemoe Jjuid 196 namuenTos, mojimmepasHast
nennas peakius ¢ obparHoit Tpackpunuumei (RT-PCR), ucnonszyemas nins 12 nmanueHrtos,
¢ayopecuentnas rubpumusanus in situ (FISH), ucrione3yemas s 14 narmentos, u Nanostring,

Sanger sequencing, Chromosome Microarray, ucroib3yemble Jiis 1 nanuenTa.

Taoauua 1: KiiMHu4ecKkHe uccjie10BaHusl, HCIOIL30BaHHbIE NPH aHAIU3e 3P PEeKTUBHOCTH NPH
COJIMAHBIX U nepBHYHBIX omyxouasix HHC

Ha3sBaHue ucciieIoBaHHUsl, €ro NJIaH U Tunsl onyxoJieil, BKJIIOYEHHbIE

NonyJsilusi NaUHEeHTOB Jo3a u cocras B aHaJIU3 3 PEKTHBHOCTH "

Hccnenoanue 1 Jlo3b1 10 200 mr omun  [[IluToBuaHAs *xene3a (n = 4) 13
NCT02122913 WK J1Ba pasa B ieHb (25|Pak citoHHO xkenessl (n = 3)
« ®aza 1, OTKpPBITOE PACHIMPEHHOE Mmr, 100 Mr KancyJbl I'MCO (n=2)*
MCCIeIOBAHNE YBETTMYEHHUS J103bI; WIIA pacTBOP JUls Capkoma MSTKHX TKaHei (n = 2)
pacimpenHas (asa BKIoJana npuemMa BHyTpb 20 HMPJI (n =I) b*
MalKeHTOB, Y KOTOPBIX 00HApYKeHa MI/MIT) HewnsBecTHas nepBUYHasA
OIyXO0JIb CO CIusiHUEM reHoB NTRK oryxoib (n =1)
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* B3pocible marmeHTsl (> 18 ner) ¢

IPOrPECCUPYIOIIMMHE COJMIHBIMH :‘ 1 -008232-060622
OITyXOJISIMU €O ClUsiHMEM reHoB NTRK COTN ACOBAHO
HccaenoBanne 2 NAVIGATE 100 mr 1Ba pa3a B aeHb [[LlutoBuanHas sxenesa (n =24)° 118
NCT02576431 (25 mr, 100 mr karicysibi|Pak ciiroHHOIM xkene3bl (n = 19)

» daza 2, MHOTOHALMOHAJILHOE, WJIA PacTBOp JUIs Capkoma MATKUX TKaHel (n =
OTKpPBITOE, KOP3UHHOE HCCIIeIOBaHNUE npuema BHyTpb 20 mr/ [20)

OIyXO0JIH MIT) HMPJI (n = 13) »¢

» B3pocrble ¥ nalueHTsl AeTCKOro KomnopexranbHslii pak (n = 8)
BO3pacTta > 12 JIeT ¢ NporpeccupyrommruMu [Tepeuunas omyxoss [IHC (n =
COJIMIHBIMU OIyXOJISIMH CO CITUSTHUEM 9)

reHoB NTRK Menanoma (n = 6)

PMOK, necekpetopHblii (n = 3)
PMK, cexpeTopHblii (n = 4)
['MCO (m=2)*

DKemaublit my3sips (n = 2)
[Tomxkernynounas xesnesa (n = 2)
MPJI (n = 1) > ¢

Arnmenaukc (n = 1)

Capkoma koctH (n = 1)
[Teuens® (n = 1)

[Tpocrara (n = 1)

[leitka matku (n=1)

Hccnenoanmne 3 SCOUT To3bl 10 100 Mr/ M2 [MupantunbHas Gpubpocapkoma 94
NCT02637687 11Ba pasa B JieHb (25 (n =40)
+ ®aza 1/2 MHOrOHalMOHAIILHOE, mr, 100 mr karcysibl win|CapkoMa MITKUX TkaHeit (n =

OTKPBITOE PACIIMPEHHOE UCCIIEIOBAHUE  [pacTBOp Ul mpueMa  [26)

noBelLIeHUs 103b1; B dazy 2 pacmupenus|BHyTpb 20 Mr / M) [lepeuunas LIHC (n = 24)

KOTOPTBI BKJIFOUAIUCh NALUEHTHI, Y Capkoma koctH (n = 1)
KOTOPBIX YCTaHOBJICHA BpoxxnenHas Me3o0iacTudeckast
MpOrpeccUupyolas CoMUIHAS OMyX0Jb CO Hedpoma (n = 2)

cnusiHieM reHoB NTRK, B TOM 4yuciie Menanoma (n = 1)

MECTHO-pacIpoCTpaHeHHas
uHdpanTubHas pudpocapkoma.

* [TanuenTtsl neTckoro Bozpacta > |
Mecsna 10 21 roga ¢ nporpeccupyommum
PAKOM MJIU C TIEPBHYHBIMHU OITYXOJIIMH

[HC

O011ee KOJIMYECTBO MaMeHToB (n)* 225

* coctont u3 192 manmeHToB ¢ oleHkoi orBeta omyxoiau DCO 1 33 maueHToB ¢ NEPBUYHBIMU OITyXOJISAMHU
[IHC (Bxirouass acTpoLMTOMY, TIHOOJIACTOMY, TJIMOMY, TJIMOHEHPOHHBIE OIYXONIH, HEHpOHAlbHbIE |
CMeIIaHHbIe HEeWPOHANBHO-TJIMAIBHBIC OIYXONM W TPUMUTUBHYIO HEHpO  9KTOJAEPMAabHYIO OIyXOJb) C

C.4u323



OLIEHKO# McCclieI0BaATENS OTBETA OITyX0JIN

T'TMCO: racTpOMHTECTUHAJIbHAS CTPOMaJIbHas OITyX0Jib AUH3IPABPOCCHY
b MeTacTasbl B TOJIOBHOM Mo3re Habmojarores y 7 nauuentos ¢ HMPJI, y 4 natueHToB ¢ pakoM IIMTOBUIHOM
JKene30M, y 2 NalueHToB ¢ MenaHoMoii, y 1 nammenta ¢ MPJI 'y 1 naumenTa ¢jpakoM MOIOMHOH ) KIe3bl
(HEeCeKpPeTOPHbBIM) :

¢ HMPJI: HeMeJIKOKJIETOUHBIH paK JIErKoro COTTACOBAHO

4 MPJI: MEJIKOKJIETOUHBIH paK JIErkoro S

¢ remnaToLeIUTIOIApHas KapluHOMa

Mcxo/tHble XapaKTepUCTHKHI JUIsE 00beIMHEHHBIX 192 manuenToB ¢ COMUIHBIMHU OILY XOJISIMH CO
cisaaeM reHoB NTRK GbUIM ClieyoImuMu: cpeauit Bo3pact 38 ser (auanason 0,1-84 ner);
37% < 18 et u 64% > 18 net; 72% Oenbix 1 51% MyX4HH; U TOKa3aTeslb 00IIET0 COCTOSHHUS
no mkaie ECOG (Eastern Cooperative Oncology Group - Bocrounast oObenuHeHHas
onkosornyeckas rpymmna) 0-1 (87%), 2 (11%) uma 3 (2%). 92 % nanuenToB paHee 10JIyYaiH
JICUCHHE OT paKa, ONpeJIesIIeMOe KaK XUPypPriudyecKoe BMeIaTelIbCTBO, JIydeBasi Teparus Win
cucremHas Ttepanusi. M3 Hux 73% paHee MOMydaad CUCTEMHYIO TEpalUI0 C MEJIMaHON
IPEBIIYIIMX CXeM CHCTEMHOTO JIeYeHus1, paBHOHU 1. 27% Bcex MalueHToB paHee He MOJIyYalld
cucreMHyto Tepanuio. M3 192 nanuentoB Hanboiee pacpoCTpaHEHHBIMH THIIAMH OILyXOJIeH
ObUM capkoMa MSTKUX TKaHe# (25%), nndpanrunsaas pudpocapkoma (21%), pak IMUTOBUIHON
xenesbl (15%), pak cimronHO#M xenessl (11%), pak nerkux (8%). MexoiHple XapaKTEpUCTUKH
Juist 33 nanuenToB ¢ nepBuyHbIMU onyxossiMu [ITHC co cnusinuem rena NTRK, onieHEHHBIMU
uccleoBareneM, ObUIA CIIEIYIONMME: CpeaHui Bo3pacT 9 ner (muamazon 1,3-79 ner); 26
nanuenToB < 18 ser, 7 maruenToB > 18 net, 24 6enbIxX marueHToB U 17 ManueHToB MyKCKOTo
nojia; ¥ mokazatesb obmero cocrosHus no mkaire ECOG 0-1 (28 manuenTtoB) wim 2
(4nanmenta). 32 (97%) nmanueHTta paHee IOJIydaldd JICYEHHUE OT paka, OIpe/essieMoe Kak
XUPYpPruyeckoe BMEIIaTelIbCTBO, JIyueBasl Teparus Wi cucTeMHast Teparusi. B cpejnem Oblia

[1oJrydeHa 1 cxema cucTeMHOM TCpaluu.

Pesynomamur ananuza sghgpexmusnocmu

Pesynprarel o0beMHEHHON 3(G(EKTUBHOCTH Uit O0IEeH 4acTOThl OTBETA, JIUTEIBHOCTH
OTBETa M BPEMEHHU JIO TEpPBOTO OTBETA, B IOMYJSIUU IEpBHUUHOrO aHamm3a (n=192) u c
nocneayomumM qodasineHuem nepsuanbix onyxonei [[HC (n=33), pe3ysibraTel 00beIMHEHHOM

nomyJsiiun (n=225), npenctariensl B Tabmuie 2 u Tabmmre 3.

Tabuauna 2: Pe3yabTaThbl 00beIMHEHHOMH 3()(PeKTHBHOCTH NPHU COJIHIHBIX ONYX0JISIX, BKJIKOYAA U

HcKJII0yasi nepeuynblie onyxoau [HHC

ITapameTtp 3¢ppexTBHOCTH AHAJIU3 COJTUAHBIX AHAJIU3 COJTUIHBIX OMYyXO0JIei,
0MyXoJiei, HCKITIYast BKJII0YAsi IePBUYHbIE
nepBuuHblie onyxoau HHHC jonmyxonu HHHC

(n=192)* (n=225)"P

040 % (n) [95% U] 72% (139) 65% (147)
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MUHRATIPARPOCCUY
“Z'H’ ADYvULuny

[65,79] [B8,92908232-060622
[Tonnsiit otBer (Complete Response - CR)  [23% (44) 21% (4’{:){\-} TTACOBAHO
[TaTonornyeckuii MoJIHbIM OTBET © 7% (13) 6% (13)
Yactiunsiii oteeT (Partial Response - PR)  143% (82) 39% (87)¢
Bpemsi 10 1ocTHKEHHUs IEPBOI0 0TBETA 1,84 1,84
(MenaHa, MecslieB) [IuanazoH] [0,89, 16,20] [0,89, 16,20]
JliMTebHOCTH 0TBeTa (MeauaHa, Mecsiten) (34,5 34,5
[ tnana3zoH]| [1,6+, 58,5+] [1,6+, 58,5+]
% C MPOJIOJDKUTENILHOCTBIO > 12 Mecs1eB 79% 79%
% C NMPOJIOJDKUTENILHOCTBIO > 24 MecsLeB 66% 66%

+ 0003HayaeT TeKy I

2 HeszaBucumblii Habmonarensuslit komurer RECIST Bep. 1 i conMaHbIX OIMyXoJjiel, 3a MCKITIOYEHHEM

nepuyHbIX omyxouieit [IHC (192 nauuenra).

b Ouenka uccnenopartens ¢ ucnoiszoBannem RANO (Response Assessment in Neuro-Oncology - Ouenka
orseta B Heitpoonkosiorun) win RECIST (Response Evaluation Criteria in Solid Tumors - Kpurepuu oleHkn

OTBETA MPH COJIMIHBIX OIMyXO0JIsixX) Bep. | kpurepues nepBudHoit ormyxonu LIHC (33 nauuenra).

¢ Tlatomopdonorudeckuit 10 npencrasisn coboit 110, HOCTUTHYTBINA NalMEHTaMH, KOTOPBIX JIEYMIIH
JIApOTPEKTHHUOOM ¥ KOTOpPBIE BIIOCJIEACTBUHM TIEPEHECTH XHUPYPrHYecKyro pe3ekuuio 6e3 oOHapyKeHHs
3I0POBBIX TKaHeWd TMpH MOCIeonepauoOHHON

YKHU3HECTIOCOOHBIX OITYXOJIEBBIX KJIETOK B

MaToJIOr0AHATOMUYECKOM OLIEHKE. HOO]’ICpaHI/IOHHbIM HaWJIy4yliouM OTBETOM IJIA 3THUX TALUUEHTOB ObLI

npeaeiax

pekaccuuImpoBanHbiii maTonoromopdonornueckuii [10 nocne onepauuu cornacHo RECIST Bep.1.1.

¢ Eme y 1% (2 naumenTa ¢ nepBudHbiMU ormyxosisaMu [IHC) Habuopainch 4acTHYHbIE OTBEThI, 0XKU/IAIOIIHE

MOATBEPIKACHUA

Ta6uauua 3: O0umii ypoBeHb 0TBETAa M JUIMTEJILHOCTH OTBETA 110 THILY OIYX0JIU

T Tz IManuenT 0o4o a0

bl (n=225) Mecsiupbl JIuanaszoH (MecsiueB)

% 95% U >12 | >24

Capkoma MATKUX TKaHei48 69% 54%, 81% 78% 63% 1,9+, 54,7
e 40 93% 80%,98% | 80% | 62% 1,6+, 38,5+
(hubpocapkoma
[I{uToBUnHas xene3a 28 64% 44%, 81% 94% 76% 2,8+, 39,2+
[lepBu4Has OMyXoJib 33 24% 11%, 42% 75% HJT 3,8,22,0+
[[HC
CIIrOHHas Kenesa 22 86% 65%, 97% 89% 84% 7,4, 58,5+
Jlerkoe 15 87% 60%, 98% 64% | 64% 1,9+, 45,1+
Toscras KAIIKa 8 38% 9%, 76% 67% 67% 5,6,273
Menanoma 7 43% 10%, 82% 50% HJ 1,9+, 23,2+
Momnounas xernesa 7
Genpenopri 4 75% 19%,99% | 0% | 0% 9,4+, 11,1
HECERpeTOpRI’ 3 67% 9%,99% | 100% | HJI 152, 23,0+
FacTponHTecTHHaNLHas |y 100% 40%, 100% | 75% | 38% 9,5,31,1+
CTpPOMAJIBHASI OITyXOJIb

C.6u323




Capkoma KOCTH 2 50% 1%, 99% 0% |, :0_‘.’/91 29 ‘cﬁ-’?’f‘ o
Xonauruokapuusomad 2 0% H/J1 H/IT H/JI- ~ H/)I" .
[Tomxery nouHas xenesa|2 0% H/JT _H/T | H/ CyTaIat fﬁ/ﬁ" v |
Bpoxnennas

T —— W 100% 16%, 100% 100% | 100% 6,4+, 24,2+
Heppoma

HewusBecTHas nepBUYHas

—— 1 100% 3%, 100% 0% 0% 7,4
ATTEHIUKC 1 0% H/J1 H/J H/J1 H/]T
[Teuenn! 1 0% H/JT H/JT | H/I H/JT
[Ipocrara 1 0% H/JT H/IT H/IT H/]T
[1leiika MaTKH 1 0% H/J1 H/J1 H/J1 H/JT

J1O: nnuTenbHOCTh OTBETA
H/J1: e npuMeHUMO 13-3a HEOOJIBIIONO KOJIMUECTBA UM OTCYTCTBUS OTBETA
HJI: He nocTUrHyTO

+ 0003HaYaeT TeKyU1ii OTBET
4 OLIEHEHO B COOTBETCTBUHM C aHAJIM30M He3aBHcUMoro HaoimonaTenbHoro komurera o RECIST B.1.1 mis Bcex
THIIOB OIyXOJIeH, 3a MCKJIFOYEHHEM TalMeHTOB C mnepBuuHO omyxonbto [THC, koTopele OlLEHUBAINCH

uccnenoBarenem ¢ ucronb3oBanueM kpurepueB RANO wnn RECIST B. 1.1

Y ¢ 2 nonHbIMH, 1 YaCTUYHBIM OTBETOM

¢ ¢ | moysHbIM, 1 YaCTUYHBIM OTBETOM

d OIWH NALUEHT, KOTOprFI HE OLICHUBAJICA

3-3a peikocTH paka, MmojoxkuTeNbHoro 1mo cnusauio TRK, Obun uccneoBanbl NaueHTsl ¢
MHOKECTBEHHBIMHM THUIIAMHU OIYXOJIEH ¢ OTpaHMYEHHBIM YHCIIOM HAIMEHTOB ¢ HEKOTOPHIMH
THUIIAMU OITYXOJIEH, 4TO BBI3BIBAJIO HEOMpe e ieHHOCTh B onieHke OYO g tuna omyxomum. OHO
B 00I1Ie# NOMYJISIIUU MOXKET HE OTPaXKaTh 0KMJIAEMBIH OTBET NP KOHKPETHOM THIIE OILyXOJIH.
Bo B3pocioit nonysiiun (n=122) OYO cocraBmia 64%. B nerckoit nonyssiun (n=70) O4YO

cocrasuiia 87%.

13 198 GONBHBIX € MUPOKONH MOJEKYJSIPHOM XapaKTepUCTHUKOH JI0 IPOXOKICHUS JICYECHHUS
naporpekTuHuooM, OYO y 95 nmanueHToB, KOTOpbIE UMENH JIPyI'He N'eHOMHBIC H3MECHEHUS B
JIOTIOJTHEHUH K clusiHuio reHoB NTRK, cocraBuina 55%, u y 103 manueHnToB 0e3 JIpyrux

resoMHubIX u3menennit OYO cocrasuiia 70%.

O6T>€)IHH€HH&5{ BI:I6ODK€[ Ay EeHTOB JUIA IICPBUYHOI'O aHaJIu3a

OObenuHeHHas BEIOOpKa MAIllMeHTOB JUIsl IEPBUYHOTO aHalIu3a cocTosuia U3 192 nanueHToB U
He BKmouyarma wnepBuunblie onyxoimw I[HC. Menuana UmMTEIBHOCTH —JICUEHHUS [0
nporpeccupoBanus 3aboseBanust coctaBuia 34,5 mecsina (uanaszon: ot 1,6 10 58,5 mecsnes)

B COOTBETCTBHUHM ¢ OKOHYaHHeM cOopa jianHbIX B utojie 2020 roma. 79% manueHToB morydaiu

® ®

Butpaksu® B Teuenue 12 unm Gosnee mecsien, a 66% nonyyanun ButpakBu® B TeueHue 24
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MCCAIICB HJIH 60JI€€, IIpu4deM IHOoCJICAYyromee H2_16HIO};¢HH€ IIPOAOJDKAIOCH Ha- MOMCHT

IIPOBECACHUSA aHaIru3a. \
m:i

Ha MmomeHT aHamm3a cpeiHsisi IIPOJIOJUKMTENILHOCTh OTBETA .cocTaBisia 34,5 Mecsles

|1 { el VAVRVY

(nmanason ot 1,6+ o 58,5+), mo onenkam 79% [95% J1U: 72, 86| OTBETOB JUIMITHCH 12 mecs1eB
i jjonbine u 66% [95% JIN: 57, 73] otBeToB HpOﬂeﬁ)Kﬂﬁﬁeﬁ-%:l»-MéCHHa nw jtodbine. 89%
[95% J1A: 85, 94| nanueHToB, MOJTy4YaBIIMX JieueHUE, ObUIM JKUBHI Yyepe3 ol I0Cie Havyala
teparut U 82% [95% JIW: 76, 88] manmeHToB uepe3 JaBa rojia, Korja MeauaHa oOmeil
BBDKHBAEMOCTH ele He ObUIa JoCTUrHyTa. Me/inana BEDKUBAEMOCTH 0e3 IIPOrpecCupOoBaHMS
cocraBuia 33,4 mecsilia HA MOMEHT aHallM3a, C BBDKMBAEMOCTBHIO 0€3 IpOrpeccHpOBaHMS
cocraBuiia 67% [95% JIW: 60, 74| uepe3 oaun rog u 57% [95% JIN: 49, 65] uepe3 1Ba roaa.

CpelHUM HM3MEHEHHEM pa3Mepa OIyXOJdH B OOBEIUHEHHOH BBIOOpPKE MAIMEHTOB JUIs

IEPBUYHOTO aHam3a ObUI0 yMeHblienue Ha 70%.

[larmenTrl ¢ nepBUUHOU o1ryXxoubko ITHC

Ha momeHT oxoHYaHus cOopa JaHHBIX U3 33 manueHToB ¢ nepBuuHbIME omyxoisimu [[HC
I0JITBEPXKJICHHBIM oTBeT HaOmonaaics y 8 nanueHtoB (24%), y 3 u3 33 namuentoB (9%)
Habmo1ascst OJIHBIM OTBeT M y 5 manueHToB (15%) - yacTuunblil. Y 2 OIOJHUTEIBHBIX
nareHToB (6%) HaOmrojaics eme He IMOJTBEePXICHHBIM yacTHuHbIM oTBeT. Eme y 20
nareHToB (61%) wabmonanock crabwibHOe 3aboneBanuwe. Y Tpex mnamueHToB (9%)
HaOJIIOAJIOCh TporpeccupoBanue 3abojeBanus. Ha MOMEHT okoHYaHus cOOpa JIaHHBIX
JUTMTEIILHOCTH JieueHus coctanisuia ot 1,2 mo 31,3 mecsina, kotopoe 1mpojoipkanocsk y 18 u3 33
MAIMEHTOB, IPUYEeM OJWH U3 YyKa3aHHBIX IIAllUEHTOB IOJIy4all JIEUEHHE II0CIe

IIpOrpeCcCUupoOBaHusl.

Dapmarkoxunemuxa

®  MKOBBHIE YPOBHH JApOTPEKTHHHOA B

Y GONBHBIX pakoM, MOJIyYaBIIUX KarcyJibl Burpaksu
11a3Me (Cmax) OBUTM JOCTUTHYTHI IPUMEPHO Yepe3 | yac mociie BBe/IeHus /1036l PaBHOBECHOE
COCTOSIHUE JIOCTHTaeTcss B TedyeHHe 8 JiHel ¢ cCHUCTeMHBbIM HakorienueM B 1,6 paza. Ilpum
pexoMenioBaHHO# 03¢ 100 Mr, mpuHUMaeMo JiBa pas3a B JIeHb, cpeiHee apu(pMeTHIecKoe
paBHOBECHOTO COCTOSIHUS Cmax ¥ cyTouHast AUC y B3pocibIx coctaBisuid 914 + 445 ur/min u

5410 + 3813 wmr*u/mi cooTBeTcTBeHHO. McciieioBaHus in  Vitro TI0Ka3bIBalOT, YTO

naporpekTuHuO He sBisieTcs: cyocrparom HE Uit OATP1BI1, au s OATP1B3.

WccnenoBanus in vitro IMOKa3bIBAIOT, YTO JAPOTPEKTHHHO HE WHTHOMpYeT W30(EpPMEHTHI
CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19 mmu CYP2D6 B KIMHHYECKH 3HAYHMMBIX
KOHIIEHTPALUSIX U BPSIJT JIX TIOBIIUSIET Ha KJIIMPEHC cyOCcTpaToB 1anHbIX u3opepmenToB CYP.

WccnenoBanust in vifro TMOKa3bIBAIOT, YTO JIAPOTPEKTUHUO HE UHTHOUPYET TPaHCIOPTEPHI
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BCRP, P-gp, OATI1, OAT3, OCTI, OCT2, OATP1B3, BSEP, MATEl u MATE2-K B
KJIIMHUYECKH 3HAYMMBIX KOHIEHTpPALUSIX U BPsiJ JIu| TIOBIUSET HA KIMPEHC cyOCTpaToOB 3TUX

TPaHCIIOPTEPOB. M.
JI-00:

Beacvisanue

‘ €O J4b ) 0
Cpennsis abcommoTHasi OM010CTYITHOCTh JIapoTpeKkTHHUOA cocraBiisiia 34% (uanazon: ot 32%
J10 37%) mocie opHOKpaTHOro mnepopanbHoro npuema 100 mr. Y 3710pOBBIX B3pOCIBIX
joopoBonbiieB AUC naporpektHuOa B (opme pactBopa JUlsi IpueMa BHYTph Oblia
AQHAJIOTHYHA TAaKOBOM IpU IpHeMe Karcyil, Mpu 3TOM Cmax IIPH NPHMEHEHHH pacTBOpa VIS
IpreMa BHyTpb Ha 36% BbIIIIE.
Cmax JapoTpekTHHHOA ObLIa CHYDKEHA NPHOIM3UTENbHO Ha 35% Yy 3/I0pOBBIX CyOBEKTOB,

®

KOTOPBIM BBOJIUJIA BI/ITpaKBI/I IIOCJIE NIpHUEMa IMHUIMHU C BBICOKUM COACPIKAHUEM XUPOB H

KaJIOpHii, ¥ He ObUI0 HUKAKOTO BIUSHUS HA Cmax 1 AUC 1mociie ros10/1anus B TEeUeHUE HOYH.

Bnusinue cpedcme, nosviuiaroujux pH dsicenyoounozo coxa, Ha 1apompekmunud

JlaporpekTunu® obsamaer pH-3aBucuMoOit pactBOopuMOcThIO. MccnenoBanust in  vitro
II0Ka3bIBAIOT, YTO B 00BEMAax JKUIAKOCTH, UMEIOIIUX OTHOIIEHHE K HKEIy0YHO-KUIIECYHOMY
tpakty (PKKT), mapoTpexkTHHUO IOJIHOCTBIO pacTBOPUM BO BCeM JiMarazoHe 3HaueHud pH
JKeJTy JOYHO-KUIIEYHOr o TpakTa. [103ToMy ManoBeposiTHO, UTO Ha JIapOTPEeKTHHHUO BIUSAOT pH-

MOIH(DUIUPYIOIITHE areHTHI.

Pacnpeoenenue

Cpeannii 00beM pacipe/iesieHus JIApOTPEKTUHUOA Y 3/IOPOBBIX B3POCIBIX CyOBEKTOB COCTABHUIT
48 1 mocne BHYTPUBEHHOT'O BBEJIEHUSI MUKPOI03bI pajiioakTuBHO MeueHoro JIC B couetaHun
¢ niepopasibHOM J10304 100 mr. CBsi3pIBaHME JTApOTPEKTUHHOA ¢ OEIKaMH IJ1a3Mbl YelloBeKa in

vitro coctapisuio npubdbau3uTensHo 70% ¥ He 3aBUCENIO OT KOHIIEHTPAIMH IIperapara.

buompancpopmayus

JlaporpexTu®G Mmerabonm3upoBaics npeumyinecTBeHHO wu3opepmentamu CYP3A4 wu
CYP3AS5 in vitro. llocie nepopanbHOro BBeJEHHS OJHOKpaTHOW 70361 B 100 Mr
JApOTPEKTHHMOA ¢ PaIMOAKTUBHON METKOH 3/10pOBBIM B3POCIIBIM JT0OPOBOJIBIIAM, OCHOBHBIMH
LUPKYJIMPYIOIUMU paIMOAaKTUBHBIMH JIEKAPCTBEHHBIMU KOMIIOHEHTaMH ObLTH HEM3MEHEHHBII
napotpekTHHUO (19%) m  O-rimoxkypoHHU7, KOTOpBIA oOpa3yercssi TOCiIe IOTEPH YacTH

I'UJIPOKCHITUPPOITHIMHA MOYEBUHEI (26%).

Buiseoenue
Ilepros mosryBBIBEIEHUS JTAPOTPEKTUHUOA B MIazMe OOJIBHBIX pakoMm, moiydaBmmx 100 mr

Burpaksu® 1Ba pasa B JeHb, COCTABIISUI IPUOIM3HTEIBHO 3 yaca. Cpenumit kimpenc (CL)
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JIApOTPEKTHHAOA COCTABIISU NPUOIM3UTENLHO 34 J1/4 macne BHY TPHBEHHOT O |BBEEHS
MHKPOI03bI pajinoakTHBHO MeueHoro JIC B coyeranuu ¢ neps pMLHOEXﬁogQﬁ &mrpaKBPP@ 100

MT. "OTH A COBA HO

IIpu nepopansioM npueme 100 mr naporpexktranda 58% OT BBEIEGHHON J103bI BHIBOIUIOCH

yepe3 KMIeYHuK, 39% noukamu. [Ipi BHY TPHBEHHOM BBE/ICHHH COOTBETCTBEHHO 35% 1 53%.
Ilpy BHYTPHBEHHOM BBEJICHHUH JIOJSI HEHM3MEHHOIO JIEKAPCTBEHHOIO CpEJICTBA B MOYE

cocrasisiia 29%.

Oco0ple rpyUIbl MAaIUEeHTOB

Jlemu

Ha ocHOBaHHMH JIAHHBIX (hapMaKOKHHETHYIECKOTro aHaim3a 1npu BBegaenuu 100 mr/m? 2 pasa B

nenb Cmax 1 AUC y ziereit ot 1 10 3 MecsitieB ObUTH B 3 pasa BBIIIE, YE€M y B3POCIIBIX. Y JIeTel
ot 3 MecsneB 710 12 et Cmax Obu1a Boire, a AUC aHaormyHa TakoBO# y B3pocibiX. J[aHHbIE

Juist ieTed oT 1 Mecsina /10 6 J1eT orpaHuYEHBI.

Iayuenmur nodicuno2o 6ospacma

Ecth OI'PaAaHUYCHHBIC TAHHBIC O NMAIUEHTAaX IIOXUJIOT0 BO3pacTa.

Iayuenmor ¢ HapywieHuem QyHKYuU neveru

ITo cpaBHEHHIO CO 3/TOPOBBIMH JOOPOBOJIBIIAMH Y TAIIMEHTOB C JIETKOH, YMEPEHHOHU U TSKETIOH
crenenpto Hapymenuit ¢yskmpn medenn (Kmace A, B m C mo mxane Yaiina-I1ero)
nabmonanocs ysemuuerune AUC B 1,3, 2 u 3,2 pa3a cooTBeTCTBEHHO. Cmax YBEJIMYUBAIOCH B

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

Iayuenmol ¢ HapyuieHuem QYyHKyuu novex
ITpu ogHokpaTHOM BBeeHHH 100 Mr TapoTpekTHHHOA y NAIMEHTOB ¢ TEPMUHAIILHON CTa el
MOYEYHOM HEI0CTATOYHOCTH, TpeOyromux guanmm3a, Cmax 1 AUC yBenmuuanucs B 1,25 u 1,46

pasa 1o CpaBHEHHUIO CO 37I0POBBIMH JOOPOBOJIBIIAMH.

IToka3anus K NPUMEHEHHIO

IIpenapar Butpaxsu®

II0Ka3aH B KauyecTBE MOHOTEPAIMHU JIUISL JICUCHUSI B3POCIIBIX U JIeTeH C
MECTHO-PACIIPOCTPAHCHHBIMA M METACTATHUYCCKUMH COJMIHBIMU OIIyXOJISIMH CO CIHSHUEM
reHa perenrtopa Heiiporpoduueckoit TuposunkuHazsl (NTRK), rie xupyprudeckas pesexnus
MOYKET HPUBECTH K TSDKEIBIM OCJOXHEHWSIM, W JUIS KOTOPBIX OTCYTCTBYIOT aJI€KBATHBIE

BapHUaHThI JICUCHUS.
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IIporuBonoKkaszanus

IToBbIIeHHas YyBCTBUTEIBHOCTD K JIAPOTPEKTHHUOY W/HIfH JHOO0MY JIPYyIrOMYy KOMIIOHEHTY
| 3 PP s

M »l H ' PABPUCLLHA #

1

nperiapara. |
i mm-0082832-060R29

Jletckuit Bo3pact 10 3-X JeT. Ji 232-06

oTJJ ACOBA RO

HpnMeHemle npu 6epeMeHHOCTI/I H B IIEPpUHOJ rpyunoroﬁ;txapmannr""w“" T

bepemennocmo

KiMHHYeCKHe JaHHBIe O NMPUMEHEHHH JIapOTPEeKTHHHOAa y OepeMeHHBIX OTCYTCTBYIOT. B
MCCIIEIOBAHMSAX Ha JKMBOTHBIX TIperapar IPOHUKAI Yepe3 IUIALEHTYy, PENpOayKTHBHOM

TOKCHUYHOCTH HE BBISIBJICHO.

OCHOBBIBAsICH Ha MEXaHHM3Me JICHCTBHUS, HEJIb3s MCKII0YAaTh PUCK MOBPEKICHHS IUI0NA IIPH
Ha3HAYCHHWH JIApOTPeKTHHUOA OepeMeHHO# keHimuHe. He pekoMenjayercs HCIoJb30BaTh

®

npenapaT Butpaksu® Bo BpeMsi O€peMEHHOCTH.

Jlakmayus

Hewu3zBecTHO, BBIICTISIETCS JIM JTAPOTPEKTUHUO B TPY/IHOE MOJIOKO. PEKOMEH 1y eTCsl IpEKpaTHTh
IpyJIHOE BCKapMIIMBAHUE BO BPEMsl JICUCHHS JIAPOTPEKTMHUOOM M B TeUEHHE 3 JHEH I1ocie

OKOHYaHUs JICHCHHUA.

DepmunbHocmnb

KimHuYeckre JaHHbIE O BIIMSHUM JIADOTPEKTUHHOA Ha (QepTHIIBHOCTH OTCYTCTBYIOT. B
MCCIICIOBAaHUSX TOKCHYHOCTH IIPU MHOTOKDATHOM BBEJCHHMU Yy KpbIC U 00€3bsSH HE

HaOJII0/IATIOCH COOTBETCTBYIOMIUX (P HEKTOB HA PePTHIHHOCTS.

JKenwunol penpodykmueHo20 603pacma / KOHmMpayenyus

OcCHOBBIBasICh HA MEXaHU3ME HeﬁCTBHH, HEJIB3s UCKIIFOYATh BO3MOXXHOCTD ITOBPEXKICHU I1JI0 1A

NpY Ha3HAueHHH npenapara Burpaxeu® GepemeHHbIM. JKEHIIMHBI JIETOPOIHOTO BO3pacTa

JIOJDKHBI CICJIaTh TECT Ha 6€peM€HHOCTb IepeI Ha4aJIoOM JICUCHHUS IIPLIIapaToOM BHTpaKBH®.

My)xurHaMm  penpoayKTHBHOTO BO3pacta M HEOEpeMEHHBIM IKCHIIMHAM-IIapTHEpam
JICTOPOJIHOTO  BO3pacTa PEKOMEHIYEeTCsl HCIOIh30BaTh BBICOKOI((EKTUBHBIE METO/IBI

®

KOHTpalCIuy BO BPpEMS JICHCHUS ITperiapaToM BI/ITpaKBI/I M B TCUCHHUC KaK MUHUMYM OTHOI'O

MecsiIa 1mocJie mpuemMa rmocjaeHei 1035l

Criocod npuMeHeHUs B /1035l

®

Jleuenue IpernapaTom BHTpaKBH CJICOYET IMPOBOMUTH IIOJI KOHTPOJIEM Bpa4da, UMCIOLICIO

OIIBIT IIPUMCHCHU A HpOTHBOOHYXOHeBOﬁ TCpaluu.
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HeobxoMo noaTBep/uTh Hanuuue ciusHus reHoB NTRK B 1mpobe omyxomd 10 Hadana

JIcYeHHUs C IpUMeHeHueM npenapara Burpaxeu®. Ipucytersue cimsians resa NTRK B oOpa3siie

OIIYXOJIA JIOJIDKHO OBITH NOATBEPIXKACHO BaJIMIMPOBAHHBIM TECTOM JIO0 —Hayallad--HEeHYCHUST |

[
Butpaxsu®. . e T ,
i . vinll {
Cnocob npumenenus | qn-008232-060622
BHYTpL, HE3aBHCHUMO OT IIpHEMa ITHIIH. / CoTl ACOBA HO

PexoMenjryercss mpornoTHTh Karcyly IENMKOM, 3amuBas BOJOH. Kamcylay He cieayer

OTKPBIBATh, JK€BATH UJIM U3MEJIbYaTh.

Peoicum 0ozuposanus

Bspocnvie
Pexomenjyemas 103a npenapara Butpaksu® st B3pocisix cocrasisier 100 mr. IIpemapar
IIPUHAMAETCSl TIEPOPAIIbHO, JBa pa3a B JIEHb JIO NPOrPECCHPOBAHMS WM BO3HHKHOBEHHS

HEIPUEMIIEMON TOKCUYHOCTH.

Jlemu

Pacuer 110361 1OJDKEH IIPOM3BOIAMTHECS HA OCHOBAHMM IUIONIA[M IIOBEPXHOCTH TeJa.
MakcumanbHas pasosas 1o3a npenapara 100 mr. Pekomenyercs npunumats 100 mr/m”> aBa
pasa B JIeHb JIO IPOrPECCHPOBAHMS 3a00JIEBaHUS WIIM BO3HUKHOBEHHS HENPHEMIIEMO

TOKCHYHOCTH.

IIponyck 0o3vl
B ciyyae mpormycka /10361, IAIMEHTy HE ClIelyeT BOCIOJIHSTH IPOIMYINEHHYIO 103y. Clexyer
IPUHSTE CIIEJIYIONIYIO JI03y Ipenapara B oObdHOE BpeMs. [Ipu BO3HMKHOBEHHH PBOTHI HE

clie/lyeT IPUHUMAT JIOTIOJTHUTEIIBHYIO JI03Y.

Koppexyus 0o3vl

B cirydae Beex HexenaTeIbHBIX peakiuii 2-0i CTENEeHH 11e1eco00pasHo IPOI0DKHTE JICUEHHE,
IPA DTOM PEKOMEHJIYeTCs TINATENbHbIM KOHTPOJIb peaklnuil BO W30EkKaHHUE YCYIryOJIeHHUs
TOKCHYHOCTH. [larMenTs! ¢ MOBBIICHHEM ypOBHs ananuHamuHOTpanchepassl (AJIT) w/mimm
acriapraramuHoTpancepassl (ACT) 110 2-0if cTeneHu M0JDKHBI HAOITIOIATHCS C IPOBEIEHUEM
71a00paTOPHBIX AHAJIM30B YPOBHS aKTHBHOCTH (EPMEHTOB Kax/ble 1-2 Hemenw Iocie
BBISBJICHUS TOKCHYHOCTH 2-Oi CTEIEHH J0 MOMEHTA €€ pa3pelleHwHs, 4TOObI YCTAHOBHTH
HEeOOXOMMOCTh IIPEPhIBAHMS IIPHEMa IIperapara MJIH YMEHBIIEHHS €ro J03bl (CM. pasjen

«Ocobple yKazaHus).

B ciyuae HexenarenpbHbIX peakiuii 3-eil uiH 4-0i CTEIEHH:
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®

e IlpwocranoBuTe mpHEM Ipenapata BuTpakBu 10 paspenieHus HeKelaTeIbHOM

peaximu WK ociabIeH s CHMITOMOB HE)XEJIaTeIbHON peakiu.-Bo3odnoBnuTe IprueM

npenapara B CIEIYIOIEeH CKOPPEKTUPOBAHHON J103€, QCIW; PeaKius| PaBpeIIniIdch B

!
[

TeyeHHe 4-X HeJlelb. T anR2392-060629
e [l0JHOCTBIO OTMEHHTE IIpUeM NperiapaTa BUTpaksu®, ecin HeKeaTgHbHAsA PeaKilHs He

paspeniniachk B TCHCHUC 4-x HECICJIb. T

PekoMen/lyeMble KOppeKIMH JI03bl mperapara Burpaxsu®

NP HEXKEJIATEIbHBIX PEeaKIUsIX
IpHUBEJICHBI B Ta0HIe 4.
Ta6auna 4. PexomenjayeMble KOppeKIHH 03I mnpenapata Burpaksun® B ciyuae

HeKeJIaTeJbHbIX PeaKuui

Koppexnusi 103b1 B3pocabie n noapocTku ¢ Jern ¢ miomaabio
IJIOIIA/IbI0 TOBEPXHOCTH IOBEPXHOCTH TeJIa MeHee
Tes1a He MeHee 1,0 m? 1,0 m?

[lepBas 75 Mr BHYTpb J1Ba pa3a B 75 Mr/m? BHYTpS JiBa pasa B
CYTKHU JICHb

Bropas 50 Mr BHYTpb JiBa pasa B 50 Mr/m* BHYTpS JiBa pasa B
CYTKH JIeHb

Tperbs 100 Mr BHYTpB 0/IUH pa3 B 25 mMr/m* BHYTpb JIBa pas3a B
CYTKH JIeHD

" [layuenmel demckozo 6o3pacma, noryuaowue npenapam 6 0ose 25 me/m’ enympo 06a paza 6 OeHb, OONHCHbL
MpOoOoNdHCamyb JleyeHue no Mol cxeme oasice 8 Mom ciyuae, eciu niouads nogepxHocmu ux mena npegvicum 1,0
M 60 epems nevenus. lpu mpemveil Koppekyuu 003bl MAKCUMANbHAS 003a O0NNHCHA COCMasnsame 25 me/m? 6Hympo
08a paza 6 OeHbv.

Ecnu Yy IMaIAEHTOB COXPAHACTCA HECIpUEMIIEMass TOKCHUYHOCTL ITOCJIC TPEX Koppexunﬁ JIO3HbI,

IIPUMEHCHUEC TAHHOTO IIpeliapara HEOOXOUMO OTMEHHUTH ITOJTHOCTHIO.

Cosmecmuoe npumenenue ¢ cuibHuolmu uneubumopamu u unoykmopavu CYP3A4

Coemecmnoe npumenenue ¢ cunbHolmu unzuoumopamu CYP3A4

Cnenyer m3beraTb COBMECTHOTO INpUMeHEHUs cHIbHBIX WHTuOuTOopoB CYP3A4, Brimoyas
rpeiindpyT MM TpeindpyToBEIi cok, ¢ mpemapatom Butpaxsu®. Ecom coBMecTHOro
npuMeHeHust ¢ cuiIbHbIM HHTHOUTOpoM CYP3A4 wu3bexars He yjaercs, 103y Ilipenapara

Burpaxsu®

cienyer cuu3uth Ha 50%. Ilo mpomectBuu 3 — 5 1epuoJI0B II0JIyBBIBEJICHUS C
MOMEHTa OTMEHBI MHTMOMTOPA IIpHeM Tipenaparta Burpaksu® MOKeT ObITH BO30OHOBIIEH B TOM
Ke J103e, B KOTOPO# OH NMPUMEHsIICS JI0 Havaia Jiedenus uaruontopom CYP3A4 (cm. pasnen

«BzaumopeiicTBUE ¢ IPYTUMU JIEKAPCTBEHHBIMH CPEIICTBAMEY ).
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Ocobble 2pynnvl NAYUeHmos

Ilayuenmol ¢ HapyuieHuem yHKyuu nevenu

® i, AGOBA HO
Cresyer CHH3UTH HaualdbHyIO0 103y mpenapara Butpaksu® na-50% y’ HalMeHTOB -C
HapyleHusMd (GYHKIUH TedeHu cpemnedt (iace B mo knaccudukanuu Yaiing — I1bro) mim
Tsoxenor (kinace C no knaccudukanuu Yaiing — [[p10) cTenenn TsKecTH.
V nanueHToB ¢ HApyIIeHUSIMH (YHKI[HH [IEYSHH JIETKOM cTeneHu (Kiace A 10 KiaccHpUKaim

Yaitg — [1pr0) KOppekIwst 10351 He TpeOyeTcs.

IHayuenmvl ¢ HapyuieHuem QyHKyuu novex

V MaIryeHToB ¢ HapyIIeHUIMA (DYHKIMH TIOYEK KOPPEKIHSI 10361 He TpeOyeTcsl.

Tooicunvre nayuernmol

VY 1OXHIIBIX TAITAEHTOB KOPPEKIUH T03bI HE Tpe6yeTC$I.

[TobouHnoe 1eficTBHE
0630p npoghuns bezonacHocmu
K naubonee uwacto (> 20%) perucTpupyeMbIM HEXEIAaTEeIbHBIM pPEaKIHUsIM IIpH IIpHEME

®

npernapara BUTpakBH~ OTHOCHJIMCH yTOMJIsieMOCTh, moBbimenue ypoBHsi AJIT, 3amop,

rOJIOBOKpYJKeHHe, aHemust, moBbimenue ypoBast ACT, pBoTa, TOITHOTA U MHAJITHSL.

BONBIIMHCTBO HEXENATeIbHBIX PEaKIMi XapaKTepU30BAIUCH 1-0M WM 2-0# CTENEHBIO.
HauGornee TsKesble 3aperncTpUpOBAaHHBIE CTEIIEHH TIPH TIpHeMe npenapara Burpaxsu® 6buim
OIIpeJIeNIeHbl B CIEAYIONIMX CIy4asx: NIPH CHHKCHHHM YHUCIIa HEHTPO(HIIOB, MOBBIIICHUN
ypoBHsl AJIT u ACT 1o 4-o0it crenenu; npu aHeMHUH, yBEIIMUEHUH MACCHI TEIa, Yy TOMIISIEMOCTH,
MUQJITHH, HAPYIICHUH MOXOJKH, IOJOBOKPYKEHHUH, TOIITHOTE, PBOTE, MBIIIEYHON claboCTH,
IapecTe3uu, 3arope U CHIKEHUH 4YHUCla JIEHKOIIMTOB M TIOBBIIIEHHE YPOBHSI IIEJIOYHOM
docdarazer B KpoBH 10 3-€if CTEICHH.

[lonnas orMena npenapara Burpaksu®

13-3a HEXKeJlaTeJIbHBIX SIBIICHUH, BO3HUKIINX BO BpEMsI
JEYCHUS] M CBSI3aHHBIX C HCCIEIyeMbIM IIperaparoM, umena Mecto y 2% IalueHTOB
(noseimenue ypoBHst AJIT, noseimenue ypoBHss ACT, Mmpineunas ciaabocTh, TOIIHOTA,
Hapy KHbIA KAIIEYHBIH CBUII, CHH)KEHUE YUCia HEUTPO(UIIOB, IIOBBIIIEHHE YPOBHS JIIIA3bl U
IIOBBIINIEHHE YPOBHSI aMHJIa3bl). BOJBITMHCTBO SIBICHUH, NPUBOSIINAX K CHHIKCHHIO JIO3BI,

Ha6JIIOIIEUIOCI) B IIEPBBIC TPU MECsIIA JICUCHUS.

Tabnuya nesxcenamenvHvix peakyuti
HexenarenbHble peakiiuu, HaOIIOIaBIIAECS IIPH IIPOBEICHUN KIMHUYECKUX UCCIIECI0BAHUN Y
NAIMEHTOB, TIONyYaBIIMX Tipenapar Burpaksu®, npuseieHsl B Tabmuue Huwke. OHE

KJIaCCI/I(I)I/ILII/IpOBaHbI B COOTBETCTBHUH C CUCTEMHO-OPraHHbIM KJIAaCCOM (MCIII/IIII/IHCKI/If;I CJIOBapb
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AUH 2]
N

MedDRA). HexenarenbHple peakiuu CrpyIIMPOBAHbI 110, YACTOTE SBICHHS. 1 PyHIBI 1O

(or >1/100 mo <1/10), mewacro (ot >1/1000 mo <1/100), peako (ot >1/10000 mo <1/1000),

| w ;“ / IR }
4ACTOTE OTIPE/IEIEHBI B COOTBETCTBHH CO CIIEIYIONIHM IIPHHIIHHOM: oueHs uacTo (>1/10). vacto

oueHb peko (<1/10000). B kaxmoit rpyrirne 4acToOThI HeXKeNIaTeIbHbIC PEaKIliH MPE/ICTaBICHbBI

B ITOPSAJIKEC YMCHBIICHHUS UX 3HAYUMOCTH.

Tabimna S. HexesarejbHble peakiUH, OTMeYeHHbIE NPH NPOBEJICHHH KINHHYECKHX

MCCJIEI0BAHMI Yy NANMEHTOB, NPHHHMAOMUX npenapat Burpaksu® (00beauHeHHbII

aHaJIu3)

CucreMHO-OpraHHbIH KiIace

Ouens vacro (>1/10)

Yacro (01>1/100 10 <1/10)

KOCTHO-MBIII€YHOH
CHCTEMBI U

COeIMHUTEIHLHON TKAHHU

Mpreynas ¢jiabocTh

O0mue HapymeHust 1 YTomuseMocThb

peakuuu B MecTe BBeeHHs

Hapymenust co cToponb! I"os10BOKpY KEHHUE Hapymenne noxoaxu
HEPBHOI CHCTEMBI [Tapecresust
Hapymenusi co cropoHsl Tommuora Jlucrer3us
KeJTy/I0YHO-KHII e4HOT 0 Prora

TpPaKkTa 3amnop

Hapymenust co cTopoHbI Mmuanrus

Hapymenmust co cTopoHbI
KpPOBH M JTUM(PATHIECKOH

CHCTEMBbI

Anemus
CHMKeHue Yucia
HEHTPO(DHUIOB
(HerTporeHus )
CHIDKeHHE YHhCia

JEHKOIUTOB (JIEHKOTICHHUS )

OTtk/10HeHus B
pesyJbTaTax
J1a0OpaTOPHBIX H
HHCTPYMEHTAJIbHBIX

HCcJIeI0BAaHUT

ACT

AJIT

VYBenu4yeHue Macchl Tea
(anomanbHas nmpudaBka

Macchl TeJla)

[ToBbIIeHUE YPOBHS
niesiounoi gocedarassl B

KpOBH
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Onucanue omoebHbLX HeAHCeNamelbHblX PeaKyutl

Hesponoeuueckue peakyuu

B obmei 6a3ze manHbX 1o Oe3omacHocTH (N = 279), MakCUMaJIbHON 3aperucTpUpPOBAHHOM
CTEIIEHBIO HEBPOJOTHYECKOW peakiuu Oblia 3-s cTeneHb, KOTopas Hadioanach y BOCBMHU
(3%) mareHTOB 1 BKJIFOYAIa B ce0st FOJIOBOKPYIKEHHMS, HAPYIICHUS TOXOIKH U ITapecTe3nu (110
1% st Kadk10# peakiiuu). Peakiiuu 2-0if cTerneHu ObUIA 3aperuCTPUPOBAHEI MeHee ueM y 6%
HAIMEHTOB, a OOJILIIMHCTBO 3aPETUCTPUPOBAHHBIX CIIy4aeB COCTABUIIM peaklluu 1-0# cTeneHH.
CiyyaeB 4-0¥ cTeneHu 3aperucTpupoBaHo He Ob110. HeBposornueckue peakiiuu, IpuBoIsIiye
K KOPPEKIIMH JIO3bI, BKJIIOYAIU B ceOsl TOJIOBOKpY)KeHHe (6 TamueHToB), mapecre3uto (2
naryeHTa) U HapylieHue noxoaku (2 naruenTa). Hu o/iHa U3 3THX HEXeNaTeIbHbIX PeaKIHi
HEe TpUBesia K IpeKpalieHuio JedeHus. Bo Bcex ciyyasx NalMeHThl € IPU3HAKaMHU
POTUBOOITYXOJIEBOH aKTUBHOCTH, KOTOPBIM TpeOOBAJIOCH CHID)KEHHUE JI03bl, MOIJIH
IIPOJIOJDKATh JIEYEHUE C YMEHBIIECHHON 10301 W/HIIH 110 CKOPPEKTHPOBAHHOMY TpaduKy (cM.

pazzien «OcoOble yKazaHus ).

Ioevruenue yposus mpancamunas

B oOmei#t 6aze manHbIX 1m0 Oe3omacHocTH (N = 279), NOBBIIICHHE YPOBHS TpaHCAMHUHA3
MaKCHUMaJIBHO 3apErUCTPUPOBAHHOM CTEIIeH! ObUIO IPE/ICTAaBICHO OBbIeHHeM YpoBHs AJIT
10 4-0if crenenn y 2 nanueHToB (<1%) u noseinenueM ypoust ACT no 4-oii crenenu y 1
nanuenTa (<1%). Spnenus 3-eit crenenu B Buje noswineHus: ypoBHs AJIT umenn mecro y
cemH nanueHToB (3%), a siBieHus 3-eii creneny B Bujie nopeimeHus yposust ACT umenu mecto
y miectd nanueHToB (2%). BonbIMHCTBO ciyyaeB IMOBBIMICHUS /10 3-ei cTeneHu ObLIN
KPaTKOBPEMEHHBIMU U MOSIBISUIMCH BO BpeMsi 1—2 IUKIIOB JICUEHHS U Pa3peiiaiuck Jio 1-oi
creneny kK 3—4 nukinam nedenus. [lo 13 namuenTtos (5%) npoAeMOHCTPHPOBAIIH MTOBBIIIICHUAE
ypoBaeir AJIT m ACT 2-oit crenenu, a nossimenue ypouedr AJIT u ACT 1 crenenu
Habmonanoce y 57 (20%) narmentoB u 51 (18%) nmanmenTa, COoTBeTCTBEHHO. B O0JIbITHCTBE
CJlydaeB IOBBIIIEHHUS YPOBHSI TpaHcaMuHa3 1-0i U 2-0# CTENEHW COCTOSHUE TTOKa3aTelis He

YXY/IIAJIOCH TP TPOJIOJKEHUH JICYCHHUSI C HECKOPPEKTHPOBAHHOM JI03HPOBKOM.

[Toeinenne yposueit AJIT u ACT, npuBojsiiiee k KOppeKiuu /103bl, Habmoaanocs y 14 (5%)

nanueHToB U 13 (5%) manueHnToB, COOTBETCTBEHHO (cM. pazjies «OcoOble yKazaHHsy ).

Anomanvnvie 3nayenus ﬂa6opam0przx noxaszameeu

JlabopaTopHO 3HAaYMMBIe HEXeIaTeIbHbIC pPEaKIMH, KOTOpPhIE OTBEYAIOT BHYTPECHHUM
xkputepusm HJIP (mexenarenpHas jexapcTBEHHasl peakiiusi), IMPUBOASTCS B Tabimuie 6 1o

OTKJIOHCHHSAM J'IaGOpaTOpHBIX IoKazareJjie oT HOPMBI.
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MUH3IPARPOCCHH
Tabmmma 6. OrtkioHeHUus: JadOpaTOPHBIX IMOKa3aTelell 0T JHOPMBI [HA - OCHOBE

J1200paTOPHBIX 0TYETOB . COTJ AC OBA HG

Bri6opka st o6mero anaianza 6e30acHOCTH

JlabopaTopHbIit
N =279, n (%)

napamerp
(SOC/PT)

Crenenb 1 | Crenenb 2 | Crenens 3 | Crenens 4 | Bee
CTeleHH!

HUccaenoBanus

[ToBbilIEHHE YPOBHS 140 (50) 26 (9) 10 (4) 2(1) 178 (64)
ACT

[ToBbIIeHrE yPOBHS 145 (52) 19 (7) 9@3) 3(1) 176 (63)
AJIT

[oBbilmenue yposHs 109 (39) 26 (9) 74(3) 0 142 (51)
mesouHoi ocdarasbl B

KpPOBHU

Hapymenns co
CTOPOHBI KPOBH H
JuMpaTuIecKou
CHCTEeMBbI

CHuxeHue uucia 31(11) 35(13) 21 (8) 6(2) 93 (33)
HEUTPO(PUIIOB

CHUXEHHE YHClia 80 (29) 23 (8) 52) 1 (<1) 109 (39)
JIEUKOITMTOB

BrutouaeT oTki0HeHUs 1JabOpaTOPHbIX Moka3aTteneil 0T HOPMBbI, KOTOpPbIE, 10 COOOIIEHHUSIM, CBSA3aHbI C JICYEHHEM,
1o KpaiiHeil mepe, 11 5% NalueHToB.

JlaHHble OCHOBaHbl Ha MAaKCHMaJbHOM CTENEHM TOKCUYHOCTH, 3apEruCTPUPOBAHHON B XOJe HCCIeI0BaHMA,
BKJIIOYas TMALUEHTOB, Y KOTOPBIX HE OBLJIO OTMEUEHO M3MEHEHUH M0 CpaBHEHUIO ¢ 0a30BOI OLEHKOU (TabIUIbI
JIAaHHBIX 00 N3MEHEeHUH JJabOPaTOPHBIX MOKa3aTelnei).

SIBNIeHMH 5 CTeNeHUu HEe OTMEYEHO.

(NCI CTCAE), Bepcus 4.03

ﬂOnOJlHumeflea}l uHci)opMauuﬂ 1O OMOeIbHbIM zcpynnam nayueHmaos

Jlemu u noopocmru

W3 279 nanuenTos, nomyyapmmx npenapat Burpaksu®, 92 (33%) nanuenTtos GUTH B BO3pacTe
ot 28 nueit 1o 18 ner. [Ipoduie Ge3onacHOCTH B MOMYJISIIUU [TAIIUEHTOB JETCKOTO BO3pacTa
(<18 ;er) coriacoBBIBAJIICS C TAKOBBIM B ITOMYJISIIIAM B3POCIIBIX MAIMEHTOB C TOYKH 3PEHUS
THUIIOB 3aPETUCTPUPOBAHHBIX HEKETATETHHBIX SIBJICHHH.

BoJIBIIMHCTBO HEXeNaTeNNbHBIX peakinuidi Obutd 1-0M win 2-0f cTeneHu U paspemaimch 0e3
KOPPEKTHPOBKHU JI03bI MM OTMEHBI IIpHeMa npenapata Burpaksu®. Takue HexenaTeTbHBIE
peakiuu, Kak pota (42% B cpaBHeHHH ¢ 17% Yy B3pOCIBIX), CHIIKEHUE YHCTIA JIEHKOIUTOB
(20% B cpaBHeHHH ¢ 7% Yy B3pOCIBIX), CHIDKEHUE Yncia HeUTpoduioB (29% B cpaBHEHUH C
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AMH3IPA :
5% y B3poCIBIX) M MOBBIICHAE ypoBHEH Tpancamunas (AJIT: 37% B cpasvenny €.24% y

3pocibix 1 ACT: 32% B cpaBrenny ¢ 22% y B3pocIbiX), Oblin Ooriee 4acThivy y HMCHTOR

i

JICTCKOTO BO3pacTa, 10 CPaBHEHHMIO CO B3POCIBIMH. BOJBIMMHCTBO 3THX HEXEMATENLHBIX

peaknuil ObUIM 3aperUCTPUPOBAHBI B KOHTEKCTE C COMYTCTBYIOIICH BHPYCHOM HH(EKIHEH U ¢
IOBPEXKJIEHHEM KOCTHOTO MO3ra OT IIPEJIIECTBYIOMIEH CHCTEMHON XHMHOTEpPAIUH.
[ToBbimenue ypoBHst ()epMEHTOB IIEUEHH Yy JeTel B Bo3pacTe Jio 1 roj1a MOXKeT ObITh CBSI3aHO C

HE3PENIOCTBIO (DYHKIMHU TTEYEHH.

Iayuenmor nodcunozo u cmapieckozo 603pacma

M3 279 nanueHToB B 0OIIEH MOMYJSIMU JUIs OIEHKH 0E30IaCHOCTH, KOTOPBIE ITOJIydallH
npenapar Butpaksu®, 54 (19%) nanmenra 6bumm B Bozpacte > 65 jet u 13 (5%) nammeHTos
Obum B Bo3pacte > 75 ner. Ilpodunp Oe30macHOCTH y MOXKHIIBIX IAIMEHTOB (> 65 Ier)
COIIOCTABIISIETCS. CO CXOXKUM y Oojiee MOJIO/IBIX MarueHToB (<65 jer). Takue HexenaTeIbHbIC
PEaKIMU, KaK roJIOBOKPYKEHUE, HapyIIeHUE IT0XO0/IKH, aHEMHUSI M MBbIIIIeUHasi ¢j1ab0CTh Jarne
BCTpEUYaINCh y TAIIMEHTOB B Bo3pacrte > 65 Jier.

IlepexosupoBka

¥ HeusBecTeH. Jleyenuwe B ciy4dac

Crnenuduyeckuit aHTUAOT K Tpenapary Burpaksu
nepeI03MpOBKH TIpenapaToM BuTpaksu® 10/KHO BKIIFOUATh B ce0st 00IIHE MO UIeP/KHBAIOIIHE

MEpBI.

B3aumoeiicTBHe ¢ ApyruMH JIeKAPCTBEHHBIMH CPEJICTBAMH

Bnusinue opyaux nekapcmeenHulX npenapamos Ha 1apompekmunuo

JlaporpexTunud sBisiercst cyocrparom muroxpoma P450 (CYP) 3A, P-rimukonporenna (P-gp)
1 OeJlka pe3UCTEeHTHOCTH K paky mosiouHou jxene3bl (BCRP). OnpHoBpemenHOe nprMeHeHHEe

® ¢ cunpupiMu uaruburopamu CYP3A, uaruéuropamu P-gp u BCRP

npenapara Burpaksu
(HapuMep, —aTa3aHaBHp, KIAPUTPOMHUIIMH, WHJAWHABHD, HWTPAKOHA30J, KETOKOHA30II,
He(da3oZ0H, HeI(QUHABAP, PHUTOHABUDP, CAKBHHABHD, TEIMTPOMHUIMH, TPOJICAHIOMHMIIHH,
BOPHKOHA30J, rpeindpyr wumu rpedndpyToBbid COK) YBEIMYMBACT KOHIEHTPAIHIO

HapOTpeKTI/IHH6a B IIJ1Ia3sMe.

CoBmecTHOE TIpuMeHenue npenapata Burpaksu® ¢ cunbabiMu uuaykTopamu CYP3A u P-gp
(nampumep, kapbamazenuH, ¢enodapoburtan, ¢Genutonn, pudalOyTuH, puUdAMIHIAH WA

3Bepo0Oii) CHHIKAET KOHIIEHTPAIUIO JIAPOTPEKTUHHOA B TIa3Me.

®  Buusnue uneubumopos CYP3A, P-gp u BCRP na aapompexmunud

Knunngeckue JIAHHBIC, MOJYYCHHBIC Y 3JI0POBBIX B3POCJIBIX IMAIIMCHTOB, ITOKA3bIBAIOT, YTO

®

COBMECTHOE IIpMMEHEHME Iipenapara BurpakBu B ojHokpatHod jgo3ze 100 mr c
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FUL2 T
NH, ) Wi

UTpaKoHa3osoM (cuibHbId uHrubutop CYP3A u unruburop P-gp n I§CRP) B no3e 200 Mr

OJIMH pa3 B CyTKHU B TeueHHe 7 AHeH yBenmuunpano nokasarein Cma 1 AUC naporpektuifiiod

2,8 pasa u 4,3 pasa cootBeTcTBEHHO (cM. pasjen «Ciocod IPUMEHEHHUS U JIO3BD»).
Kiimnuyeckue 1aHHbIC Y 3/[0pOBBIX B3POCIBIX NAIIHEHTOR JIEMOHCTPUPYIOT, YTO COBMECTHOE

IpUMeHeHne mpenapara Burpaksu®

B OfHOKpaTHOH Jj03¢ 100 Mr ¢ pudamnunuaom
(uaruburop P-gp u BCRP) B oxHokpatHoii 103¢ 600 Mr yBennunpaio nokaszaren Coma 1 AUC
naporpextuanbda B 1,8 m 1,7 pasa, coorBercrenno (cm. paszen «Croco6 IIPUMEHEHUS H

JIO3BI»).

®  Buuanue unoykmopoe CYP3A4 u P—gp Ha 1apompekmunud
Kitnnuyeckue iannble, N0y deHHbIE Y 3/0pOBBIX B3POCIIBIX [IAIHEHTOR, JEMOHCTPHUPYIOT, YTO
COBMECTHOC IIPHUMEHEHHE Tiperapara Butpaksu® B omHokpartHOH mo03e 100 Mr c
pudamnununom (cuibhblil naykTop CYP3A u P-gp) B 03¢ 600 mr jsa pasa B CyTKH B
teuenne 11 pueil cnmwxano mokasarennt Cmax m AUC nmaporpexrunu6a ua 71% u 81%

COOTBETCTBEHHO (CM. pasjien «OcoOble yKazaHus» ).

Briusnue JIApOTPEeKTUHUOA Ha JAPYI'UE JICKaApCTBECHHEIC ITpenaparhbl

*  Buusnue napompexmunuba na cyocmpamor CYP3A
Kimuideckue fannble, oy deHHbIE Y 3/00POBBIX B3POCIIBIX MAIHEHTOB, YKA3BIBAIOT HA TO, UTO
OJIHOBPEMEHHOE NpuMeHeHHe npenapara Butpaksu® (100 Mr isa pasa B JieHb B Tedyenue 10
jHei) yBennuuBano nokaszatend Cma m AUC mumjgasomama B 1,7 pas Ipu IepopaIbHOM
IIPUMCHCHHUH 110 CPaBHEHHUIO C IOKA3aTeJIAMH, 3aperHCTPUPOBAHHBIME IIPH IPUMEHCHHH
MH/1a30j1amMa OT/ICJIbHO, YTO I03BOJISCT MPE/IIOI0XKUTH, YTO JTAPOTPEKTUHUO SIBIISIETCS CIIA0BIM
unruoutropom CYP3A.
Creztyer cobumoaTh 0CTOPOKHOCTD P OIHOBPEMEHHOM IIPUMEHEHHH cyocrparoB CYP3A ¢
Y3KHM  TCPAllCBTHYECKHM  JHAlla30HOM  (Hanmpumep,  alb(GEHTAHWI,  IHKIOCIIOPHH,
JUTHIPOOPrOTAMHUH, SProTaMUH, (PCHTAHUIL, TMMO3HJI, XHHUIHH, CAPOIMMYC HJTH TAKPOJIHMYC)
Yy HalMeHTOB, NPUHUMAIONMX mpenapar Burpaksu®. Eciu y mamueHToB, NPUHAMARONIMX
npenapar Burpaksu®, TpeGyercs oHOBpeMeHHOE IIpUMCHEeHHE JaHHbIX cyocTpatoB CYP3A ¢
Y3KHM TCPAICBTHICCKUM JIMANA30HOM, MOXKET HOTPeOOBATHCS CHHYKEHHE JI03BI CyOCTPATOB
CYP3A un3-3a HexXenaTeIbHbIX PEaKITHil.

*  Buusinue napompexmunu6a na cyocmpamer CYP2BG6
Wccnenosanus in vitro nokaseiBaroT, 4To JapOTPEKTHHHO unaynupyer cyocrparsr CYP2B6.
OJiHOBpeMeHHOe TIpMMEHEHHe JapoTpekThHuba ¢ cyGerparamu  CYP2B6 (Hanpumep,

OynponuoH, 3(paBUpenH3) MOKET CHU3UTH UX BO3/ICHCTBHE.
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*  Buusnue rapompexmunuba na opyzue cy6cmpamot mpancnopmtelx 0enkoe) L2

WccnenoBanus in vitro 1okassBaroT, 4T0 1apOTPEKTHHHG SIBILSIETCS. MHTHONTOpoM cyberpara

OATPIB1. Hukakux KIMHMYECKMX MCCICIOBAHUN JUIs “M3YUCHUS  B3aMMOJICHCTRYS c
cyocrparamn  OATPIB1 e npoommiocs. CliefoBaTelbHo, HeJb3s UCKIIFOYUTh, YTO
O/IHOBPEMEHHOC  IIPUMCHEHHUE JIapoTpeKTHHHOa ¢ cyOcrparamu OATPIB1  (manpumep,
BaJICapTaH, CTATHUHBI) MOYKET YBEIIHUUTh UX BO3JICHCTBHE.

* Buusanue napompexmunuba na cybcmpamui pepmenmos, pezynupyemorx PXR
VceneoBanust in vitro nokaspiBaroT, uTo APOTPEKTHHUG MOKET HHJIyIIIPOBATh (pepMEeHTEI,
perympyemeie PXR (manpumep, cemeiicrso CYP2C u UGT). OHOBpeMEHHOE IPUMEHEHHE
naporpexktuanda ¢ cyberpatamu CYP2CS, CYP2C9 wim CYP2C19 (HamrpuMep, penariuHuI,
Bap(hapuH, ToJI0YTaMUT HIIM OMENIPA30JT) MOKET YMEHBIIATh HX BO3/ICHCTBHE.

* [opmoHanvHwie KOHMpayenmuesl
B Hacrosimee Bpemsl HEH3BECTHO, MOXET I JIAPOTPEKTHHHO CHIKATH 3 dekTHBHOCTE
TOPMOHAJIPHBIX ~ KOHTPAlECNTHBOB ~ CHCTEMHOro  jedcrBust.  [looTomy  keHmmHaM,
MCIOJIB3YIOIMM  TOPMOHAIIbHBIC  KOHTPAIENITUBBl ~ CHCTEMHOTO  JICHCTBHS,  ClIeIyeT

PEKOMEHIOBATH UCIIOJIL30BATH GapBCprIﬁ METO/I KOHTpACIIUH.

Ocobble ykazanus

Heeponozuveckue peaxyuu

Y nHanMeHTtoB, IIONYy4YaBIIMX ~ JIAPOTPEKTHHHO,  OBUIA 3apErucTPUPOBAHBl  TaKHe
HCBPOJIOTHICCKHUE PEAKIIMH, KaK I'OJIOBOKPYIKEHHE, HAPYIICHHE ITOXOAKH M TapecTe3ust (CM.
pasnen «Ilobounbie neiicTBusy»). IlposiBieHne GOJNBIIMHCTBA HEBPOIOIHYECKHX peaxkiuii
OTMEYAJIOCh B TEYEHHE NIEPBHIX TPEX MECSIIEB JICUCHUSI.

B 3aBHCHMOCTH OT CTENEHM TSKECTH M CTOMKOCTH THX CHMIITOMOB Clle/lyeT pacCMOTPETh
BO3MOXXHOCTE OTMEHbI, YMEHBIICHUSI WM TIPEKPAIleH s IpueMa Ipenapara Burpaksu® (cu.
pazjen «Crnoco6 NnpuUMeHeHHsT U JI03b» M pasien «BimsHue HA CIOCOOHOCTD YIPaBJISITh

TPAaHCIIOPTHBIMHU CPEJICTBAMH, MCXEIHI/BM&MH))).

Iosviuwenue akmusnocmu mpancamunas
Y NalnueHToB, MOJyYaBIIKX JApOTPEKTUHUO, OTMEYAIOCH TIOBBIITCHHC yposHeit AJIT u ACT
(cm. paszen «IloGounbie neifcTBHs»). BONBIIMHCTBO CTyYaeB MOBBIEHHS ypoBaeit AJIT u

ACT npousonuio B epBrle 3 Mecsa JICUeHusl.

Creztyer 1poBoIuTh OnieHKY (yHKIMH neven, Bmodas AJIT u ACT, 0 IIpreMa IepBOH 035l
M CKCMECSIHO B TEUCHME IIEPBBIX 3 MECAIEB JICYECHHMS, A 3aTeM NEPHOJUYECKH BO BpEMsI
JieYeHusl, ¢ 0oJlee YacTBIM TECTHPOBAHMEM Y IAIMEHTOB C IOBBINEHHEM AKTHBHOCTH

TpaHCaMHWHAa3. B 3aBucumoctu or crenenu TSOKECTH IIOBBINICHUSI aKTHUBHOCTH TpaHCMHHa3
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HOpHeM IIpenapara BI/ITpaKBI/I® BPEMEHHO IIpHUOCTAHABJIMUBAIOT WA IIpeKpamarT Ha

[I0OCTOSHHOH OCHOBe. B ciryuae BpeMeHHOH NPHOCTAHOBKH JIeueHuUs JIO3UPOBKY IIperapara

®

Brrpaksu® KkoppekTHpyloT npum BO30GHOBIEHHMH ero npuema (cm. pasgen «Criocod

I

Ml 2
IIPUMEHEHHUS U JI03BD»). .

Cosmecmnoe npumenenue ¢ undykmopamu CYP3A 4/P-gp

TnR | .‘ ;,‘ ¢
Cnenyer wmsGerath COBMECTHOTO NPHMEHEHHS CHITBHbIX WA Y MEPEHHBIX — HHLYKTOPOB—
CYP3A4/P-gp ¢ npenaparom Butpaksu® uz-3a pHCKa CHIKEHUS YQPEKTUBHOCTH HNeHCTBUS

(cm. pasnen «Bzaumopeiictsue ¢ apyrumu JIEKapCTBEHHBIMU CPEICTBAMUY ).

Konmpayenyus y myocuun u scenuyun

JKeHIMHBI JIETOPOIHOTO BO3pacTa JOJDKHBI HCIIONB30BAT BBICOKO((EKTUBHEBIE METOJIbI
KOHTpalenuy npu npueme Butpaksu® u B Teuenme kak MHHHMYM OJIHOTO MECSIa I10CIe
TIPCKpAIICHNs JIeueHust (CM. paszensl «BsammoseiicTBie ¢ JPYTMMH JIeKapCTBEHHBIMH

cpencrBamuy, «lIpumenenne npu 6epeMEHHOCTH U B IEPHOJL IPY IHOTO BCKapMIIMBAHHUS ).

MyskurHamM ¢ penpo/yKTHBHBIM IIOTEHI[HAIOM C HEOEPEMEHHON IKEHIMHON-TIApTHEPOM,
CIIOCOOHOH K JIETOPOIKICHHIO, CIIELYET PEKOMEHIOBATH HCIIOJIb30BATh BBICOK03()(peKkTHBHEIE
METOJIbI KOHTPAIENIMHK BO BpeMs JieueHHs npernaparoM Burpaksu® u B reuenne kax MUHUMYM
O/IHOTO Mecsina Iocie nocuenei 103bl. (cM. pasaen «IIpiuMenenue npu GepeMEHHOCTH U B

IIEPHOJT IPY/THOTO BCKAPMITHBAHHUS ).

Biinsiane Ha cnoco6HOCTH yIpaB/IsiTH TPAHCTIOPTHHIME CPEACTBAMH, MEXaHH3MAMH

Y 1anMenToB, IOJIyYalomux JapoTPeKTHHHO, ObLIH 3apETUCTPUPOBAHBl HEBPOJIOTHYECKUE
PCAKIIMH, KOTOPBIC MOTYT MOBJIHUATE Ha CIIOCOOHOCTD yHPABIIATE TPAHCIIOPTHBIMU CPE/ICTBAMM
u paborath ¢ Mmexanmsmamu. HeoOXomumo mpemocreperars MaMEHTOB OT yIpaBJICHUS
TPaHCIOPTHBIMH CPE/ICTBAMH M PabOThI ¢ MEXAHM3MAMH, II0Ka OHH He OY/yT YBEpPEHbI, UTO

®

Tepamys nmpernaparoM BuTpakBu® He OKa3bIBAET Ha HHUX HEXKEIATEIHHOTO BO3JICHCTBUS (cm.

pasjien «Ocobble ykazanus» ).

®opma BbINycKa

Karneyner, 25 mr, 100 mr.

JUts_103upoBKH 25 Mr: 1m0 56 Karncya Bo (IAKOH W3 MOJMATHIEHA BBICOKON ILUIOTHOCTH C

HOHHHpOHHHeHOBOﬁ KprHKOﬁ C 3allUTOA OT BCKPBITHS OE€THEMU BMECTE C HHCTPYKHHCﬁ 110
IIPUMCHCHHUIO IIOMEIIAI0T B KapTOHHYIO I1a4yKy, Ha KOTOpOﬁ HOIIYCKaCTCs HAJIMYUMEC KOHTPOJIA

IIEPBOTO BCKPBITUS (TIep(opanust u/uit CTHKeD).

st nosuposku 100 mr: 1o 56 xarcyn Bo (GIAaKOH M3 IONMATHIEHA BHICOKOH ILIOTHOCTH C

HOHHHpOHHHCHOBOﬁ KprIHKOﬁ C 3alUTOd OT BCKPBITHS JE€TBEMU BMECTE C HHCTPYKHHCﬁ 110
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NPUMCHCHHIO ITOMEIIAIOT B KAPTOHHYIO ITA4YKy, HA KOTOpOﬁ JAOITYCKA€TCs HAJITMYHUC KOHTPOJIA

IIEPBOI0 BCKPBITHS (11ep(Ooparuist u/mimm CTHKED ). F ——

Cpok rogaocTn
2 roja.

He IIPUMEHATH 110 HCTCUCHUH CPOKaA I'OJTHOCTH.

YcioBusi Xxpanenust
[Tpu Temnieparype He Bbiie 25 °C.

XPpaHUTh B HEJIOCTYIIHOM JIJISL JICTEi MecTe.

YeaoBust orycka

OTmyckaroT 1o perenry.

IOpuanyeckoe M0, HA ©MSI KOTOPOT'0 BHIIAHO PErHCTPALMOHHOE YI0CTOBEPEHHE
baiiep AI', Kaiizep-Bunsrensm-Aiutee, 1, 51373 Jlesepkysen, ['epmanus
Bayer AG, Kaiser-Wilhelm-Allee, 1, 51373 Leverkusen, Germany

[IpousBoauTens

[IpoM3BOJICTBO TOTOBOM JIEKAPCTBEHHOM (hOPMBIL, IIEPBUYHAS YIIAKOBKA

ITenn ®apmacerotuxan Cepsuces Jlumuren, Coemunentnoe KoponeBeTBo

biioku 23-24, npomeimuiennsrit komiuieke Tadapuaybax, Tadapuay6ax, Tpenerap, NP22 3AA,
Coemunennoe KoponeBcTBo

Penn Pharmaceutical Services Ltd., United Kingdom

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

Bropuynas (morpeOuTeibekasi) YIIakoBKa

Opuon Kopriopeins, OunsHmst
Woencyynkary 7, 24100, Caso, Ourisus
Orion Corporation, Finland

Joensuunkatu 7, 24100 Salo, Finland

I Ipon3BoauTesb (BplnycKarommii KOHTPOIb KAUYecTBA)

baiiep AI', I'epmanus

Kaitzep-Bunsrensm-Amnee, 51368, Jlesepkysen, [ 'epmanust
Bayer AG, Germany

Kaiser-Wilhelm-Allee, 51368 Leverkusen, Germany

Opraﬂmaunﬂ, INpHHHMAKIas IPpETEeH3uH 0T HOTpCGHTeJIeﬁ:

AO «BAMEP»
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107113 Mocksa, 3-s1 Peibunckast yoi., 1. 18 crp. 2
Ten.: +7 (495) 231 12 00

www.bayer.ru

PykoBojuTens oT/iena peryisiTOpHbIX OTHOIICHUI
Poccun/crpan CHI™ JluBusnona « PapMackroTHKAIIC
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