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Peame

Leas wooheaosanms. OuetnTs Ge30nackocTe M 3gpesTHEHOCTE MPMMEHEHHA KPHIOTHHHOE ¥ NAUHEHTOR AETCKOMD BO3PAcTa C
PEUMAHBAMK M PedypakTepibkiW (hopuamt NOIMTHEMEX N0 ALK aHAMABCTHHECKHD KTy IHOKAETIMHLD AMsithos (AKKA)
Marepsans H meToasl NpeacTagied ONLT MPHMeHEHR KpH0THHMOa ¥ B nauwerTos © pehpakTepHbiv TedeHmes ALKE—AKKA
AD W NOCAE BAADMEHHOR TPEHCTAEHTALMH MEMONOITHHECKIC. CTBoADARN Kneow (TTCKD.

Peayaptarst ¥ Boex B (100%) nAUHEHTOR, NOAYYAMIME TEPANMD KpMIOTHHWG0M, I3DETHCTPMPOBAH NOAHLA OTEET, B TOM YHCAES
T NOAHEA METAG0AMHECKIA OTBETS (MCHEIHDBEHIE DMYXOAK NO ASHHEM NOIMTROHHO-SMHCCHOHHOR Tosorpadier (MT3TY ko mso-
TEEHOH ToMOrpagmm.

JagamrieHHe, Hu3kan W yNpaBAseuqan TOKCHYHOOTE EpHanTHHHEE, noayyeise noasors MET-HerarHBHorD OTBETa Y NauMeHToR

T PEIMCTEHTHEMMK hopsami ALK-AHMIpOM, CHHASTEALCTEYIOT B NOALYY HEDEXOAHMOCTH HOCABADHAHHA KPH3IOTHHHOS B nepeoh
AMHHH TEDANHH C BOIMOMHEM CHHAEHHEM HHTEHCHHESLHH XHMHOTEDENHH.,

Kueswe caosa: ALK—AKKA, kpwponadnt, aiioressan TTCK

Use of crizotinib for refractory ALK-positive lymphomas
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Dmitry Rogachev Federal Research and Practical Center of Pediatric Hematology, Oncology, and Immunology, Ministry of Health of Russia,
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Aim. To evaluate the safety and efficacy of crizotinib used in pediatric patients with relapsed or refractory ALK-positive anaplastic
large-cell lymphoma (ALCL).

Subjects and methods. The paper describes the experience with crizotinib used in 8 patients with refractory ALK-ALCL before and
after allogeneic hematopoietic stem cell transplantation (HSCT).

Results, All the 8 (100%) patients treated with crizotinib were recorded to have complete responses, including complete metabaolic

ones (tumor disappearance as evidenced by positron emission tomography (PETVcomputed tomography.

Condlusion. Low and manageable toxicity of crizotinib and complete PET-

iwe responses in patients with resistant ALK lym-

phomas favor the need to test the drug as first-line therapy, by possibly decreasing the intensification of chemotherapy.

Keywords: ALK-ALCL, crizotinib, allogensic hematopoietic stem cell transplantation.

AKEK — ananmacrideckas KpyIHOCIETOSHAS Tisoa
KT — xomnusotepean ToMmorpacdes

KM — ocTsnii moar

JIX — memdroma Xomexwsa

HX — sexomesmHckme maovdoss

MUP — pomuscpasHas OenHas peasips

3T — noanTpOHHD- IMACCHOHHAA ToMOrpades

TICK — TpasciianTams reMoiosTHEeCKHY CTROMOBED KiTe-
TOK

HHC — uckxrpansHas HCPEHAR CHCTCMA

Al CL — anaplastic large-cell lymphomas

ALK — anaplastic lymphoma kinase — xmHaza asammacTase-
croi mmdrosn

BY — GpexmykcamMab seaoTHH

AHATUIACTHYECKAH KV MHOKeTouHaA msdoma (AKEIT) —
penkmil papuanT nepudeprueckoid T-xneTounoil mandson,
BCTPEYAIIIHACA KAK ¥ OeTell, TaK M ¥ BE3POCTBIX, COCTARTAET
2—3% or peex pexomsxmHckux mos (HXT) v mspocisix,
10— 15% y nereit 1 mononsx Bspocisn 1 12% or poex T-sxnemou-
nem HXJT[1].

Tamekaii aun nHadhoRIHOE OIMy00MH B 3ARHCHMOCTH OT Ha-
JIHYHA HIH OTCYTCTEHA JKCIMPECCHH KHHATE AHAIITacTHIECKoi
michosel — ALK (anaplastic ymphoma kinase), moseT Gaimh
cooreercTRedHD ALK-noswmumaolt wnn ALK-uera-uenoii. B
JETCKOM BO3PACTE H Y MOJOAEN BIPOCTELK B GOIBITHHCTES CITY-
Yaen OHA npencranneda cucTeMukiM ALK+ sapuanmon [2].

B ocuope nuarnoctiin A KK nexar sopdonoriuecine
M HMMYHOTHCTOXHMHYECKHE KPHTEPHH C ONPEIETeHHEM K-
MPECCHH OMYXOAERRIMHE KneTkaMy anrtarenon CD30 (Ki-1
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wm BERH2), EMA (snurenHankHeGT MeMOpaHHE aHTH-
TeH), UHTOTOKCHYECKHX MOnekyn (rpan3nm, nepdopnn). Bo-
nee 3% cucremurx AKKJ nerckoro soapacra mecyT oHKO-
TEHHEE TPAHCIOKAIHH ¢ YYACTHEM TeHa aHanmacTHdeckod
mundbomi kuHask (ALK), noxanmzonBaHHOIO Ha KOPOTEOM
meye 2-1f xpoMocoME (pernol 2p2 1), Casmoft uacToll anoMa-
nueit, serpeualomeitics n 90% ALK -nossrrmaax AKKI, an-
naeTca TpaHcnokamma t(2;5)(p23; qis) c obpasopapHeM xXH-
mepuoro reHa NPM/ALK, xoTopeid MoxHO0 oDHADYEHTE C
MOMOIIED nonssepasHoll nenuodt peaxoum (TTHP), FISH »
HMMYHOTHCTOXHMHYECKH, UTO H HEAAETCH OCHOBAHHEM JUIA
YCTAHORNEHMA OKoHUaTeNsHoro auarnoza ALK-noasmuamoit
AKKIL Tlocnemuan oTHocHTCH K omyxonas T-kneTouHoro
NPOHCXOXIEHHA, YTO MOATEEPHEIaeTCa axcnpeccueit T-wme-
TOYHEIX AHTHTEHOE M KIOHATEHEIMH - NEPECTPOHKaMH
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T-xnerounoro penenmopa. B mx oTcytcreme onpenemseTca
TaK HaskBaeMeli Hynesoil denorin AKKI [3—5].

Ecnm nps uMroMopdonordueckoM HCCIERDEAHHHE IOpa-
#xenne koctHoro Modra (KM) eememaerca npusepto 8 10%
cmyuaes AKKI, 1o npu wcnonksomamms [THP, trmswammi
ma AKEN tpancepunt NPM/ALE obpapy £MBa0T mouTH ¥
50% pammenTop. Humumansnoe pommedeHHE LEHTDATEHOMN
ueprHoi cuctemil (LHHC) npr AKK Grmaet ouens pemko
(2—3% cavuaen),

Kmmpueckon A KK yame scero MMenT arpeccHEHOE TE-
YEHHE C YBEMHYEHHEM NepihepHIeckiy, METHACTHHATEHEX
HIH BHYTPHOPIOIIHEIY THMETHUECKMN YAI0H, HATHUHEM
B- cHMIITOMOR H YACTEIM BORTEYEHHEM JKCTPAHOIATEHEY 06-
macTell (KO®a, NErKHE, KOCTH, NMeueHb, cenesemka). AKKI
wanE GOIeI0T MATEIHEN [6].

[pr apanmze pesyIETATOR COBPEMEHHEIN NETHITPHYE-
cxmx nporokonos newennd AKKI, no venasnero spemeds
OCHOBAHHEX — HMCKTIOUHTENRHD Ha  KOHUENUHH — PHCK-
ANANTHPOBRAHHOH XHMHOTEDAITHH, ONMPelensnmed mponoi-
FHTENEHOCTE H HHTEHCHEHOCTE TEPAMHH B JABHCHMOCTH OT
CTATHH 3a000IERAHHS W MAPKEPOR 06 BEMA HHHIMATEHOH Ommy-
XOMEB0H MaccH, OTMEYEHO AOCTHEEHHE BRICOKON, oo 75%,
BEIKHBAEMOCTH 083 NMPOIPECCHPOBRAHMA 3a00MERaHMA, TPH
ATOM THAEHOH MpHUHHON He3fubeKTHEHOCTH NeYeHHA ARIA-
I0TCA PELHAMER], BEPOATHOCTE KOTOPEIX cocTannqet 25— 30%
[7—12].

[Moannenue HOBLIX MPENAPATOR TAPIETHOTD JEACTEHA, B
YACTHOCTH HANPARNEHHEN HA NONERIEHHE AHOMATEHON KH-
HazHof axTHEHOCTH Genka NPM-ALK, nossonmmno no-
HOBOMY OCMEICANTE KoHuemn Tepam AKEIL. Tax, noxa-
FHE HHIKAA TOKCHYHOCTE H BHICOKAA EKTHEHOCTEL CE-
MEKTHEHOND  HHSKOMONEKyIApHOro  wHrubmmopa  ALK-
THPOSHHEHHAIE — Kprsomuamga [13, 14].

B macrosmee spesms esponeficikas rpynna no HXJD y ge-
Teit pa3pabaTHIBAET HCCNENOBATENEC KM MPOTOKON ANA nede-
uua AKKIL, o xotopom kprzoranG won ALK-mursGemop
ETOPOND NOKOTEHHA HEPHTHHAG GYIyT BXOOHTE B MEPBYID TH-
HHID MPOTPEMME! I29eHHA MALHEHTOR TPYIIIE BEICOKOTD PH-
CKa.

B nanmoi cTarke MH NPeICTARIAEM ONET NPHMEHEHHA
EPM30THHHDA ¥ MEAUMEHTOE C pepakTepHEM TedeHHEM
ALK—AKEKI oo u nocne anmoreHHodl TpAHCTUIAHTALIHH Te-
monoaTHueckux creonosk knetox | TTCK).

Marepuansl U METOABI

B HHIIL ATOH s, Om. Porasesa ¢ 2012 no 2006 r. rocorm-
nxanposansl 23 mamsenta ¢ ALK—AKEK, w3 xoropax 15 ¢ eHoss
OHATHOCTHPOBAHHEM FH0NcEaHNCM NOTyHaTH XHMHOTCPATHEY CO-
TARCHO MPOTOKQTY nopeoi muauH, a § ¢ peascrorrHoil ALK—AKEK

Ceedenun off aamopax:
Posunee Beporuxa Batepeesya — Bpad-reMaTonor, OTA-HHES OHEOG-
TEMATOIOHH

Abpawor Ivumpuii Cepaeesun — Bpat-naTonoroasHaTos, OTA-HHE M-
TOROTHH

Marosa Hamamn Basepresng — 1M H_, 388, 0TA-HECM OHEOTCMATO-
noTHA

Macwan Muwcawn Avexcandposun — a.mu., mupexTop Brcmedi mmoomaw
MOICKYHPHO- FECICDHMEHTATEHOH METHLIMHE
Macwan Avexceii Arexcandposun — 181, npod., wncr-wopp. PAH,

3aM, red. gup., aep. Huctamyma resaromoros, MMMyHOIOMEE | KIc-
TOMHEIX TEXHIOTIE
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MR pouRanBoM sabonceanem, nocTynmeEmme 8 ey, c 2003 r.
TIOUTYSELTH TCPATKD C BEerHacd KpnoTiesHnte. Moamana soapacta
TRALIWCHTOR, Ty @aemx kpraoTHEnd, coctaswm 8 ner (6—17 met),
CPCOHAS TTHTCTEROCTE Habmoacsns — 14,5 mec (12 — 32 mec). Xa-
PAKTEpUCTHEA MAIMEHTON TpeacTaneHa B Tadn. 1.

¥ peex nammerToR AMArHOD OITEEPXICH PEIYIETATAMMA MATO-
MOpHOIOTMNECKOrD M MMMYHOTHCTOXHMITECKDTD  HOCIEIoaa M
Eroncrinore Marepaana. Bee mumenTn auenn oxeTpanoganeroe
NopaRTHIES (K0ma, ACTKHE, MAFKHC TKAHR), ¥ 7 DAHCHTON BRALTCHL.
IKCNPCCCHE XMMepHoro resa NPM/AALK s poas 1o Hasama TepanHm,
¥ | maumenm amenocs: nopaxkesw: HHC. Wleets nanserros nomy-
HATH TEPANMTHE KPH3oTHEADOM B nepeos | 3 mammesTa) wims sroposs {3
MANHCHT2) PEOAHAREE, 2 NAMOHTA — 00 BoS0IY DEpBIHo-podpax-
TEpHOMD ToacHAN 3abonceasna. ¥ BCoX DANMCHTOR HA MOMCHT Topa-
A KPA30THHADOM COXPAHANRCE OCTATOMHIN OMYXGQIL, HCCMOTPS H

OPOBECACHAEC TEPAMHE BTOPOil- SCTBCPTON THHMH, BETHERT AUI0MTH-
uyw TICK {y 3), Gpesmyecusab-peaomim — BY (v 5). Hamroee ax-
THEHOI OCTATOMHON IIYXOAH ¥ BOEX 8 maumserToR OOATECPRICHD ©
TEOM O THOAHTPOHEO- 3MECCROHEON ToMorpadii,/ oML TepHoi
romorpadu (T3T/KT).

MNats manHeHToR NOTYYATH KPHIOTAHKHD 10CAE TEPAMHE TPe-
TECi-HeTECPTOR aHHEE, 3 — nocne annoreknioi TTCK B ceran ¢ va-
JHEHEM OCTATONHOH Oy XoUTH,

Ha dhone npeesa sprsorrHnba Q000THETCEHOE CHCTEMHEOH
UHTOTOKCHECCKO TCPATIN HE NPOBOIRIGCE, JHME MIMEAT ¢ 00
pazcuncy HHC nomyan nuTpamckansinc BRcIcHMS B cOCTARG R-
TapalHa ¥ ACKCAMOTAI0HA B Tyacsoil Tepammm: nokansao 40 Tp m
kpanmansio 24 Ip.

Jom= xpraomasmba cocrasnma ot 250 ao 500 mrfeyr (125—
250 wr/m}, LAMTEARHOCTE TpRcMa npenapara — ot 6 a0 30 mec.

Oreer wa Tepamno goxymedTHposak © nosomsn KT ¢ auy-
TPHBCHHEM EOHTPACTHPOEAHWCM § [OITECPMIATH © NOMOUTED
M3TyKT.

PeayAsTars

¥ peex 8 nanmedTon, NOMyUHBNTHMX TEPAMHIO KPH30THHH-
G0M, 3APETHCTPHPOREAH MOAHEG OTBET, B TOM YHCIE «TITHEL
mMeTaboMHUECKH OTRETs (HCUSIHOBEHHE OMYXOIM 10 TAHHEIM
MAT/KT) (ratn. ). Hauano oTeeTa perMCTpHpOBANOCE B
cpemHem uepes 2 uen (pasdpoc 1,5—4 nen). ¥ 2 nanmenTon,
MOAY4ARIMY npenapar no nopony peunmuea AKKI nocne
peicokono3nol Tepanuy B TTCK, sapeructpuporan nosmop-
HE pemaue 3abonesanHa; y oqHoro (Ne? g tabn. 3) ua doue
MPHEMA KPMIOTHHHGA, v Broporo (Mel; es. Tadn. 3) wepes mec
nmoce ero orMenkl. (063 nanmedTa xomes M HaxoaaTes 8 [19T-
HETATHEHOH PEMMCCHH B TeueHHH 24 1 |4 Mec mocne yRenme-
HHA J03E W BOI00HOETEHHA TPHEMA MPEMEPaTa.

HanGones gacTeMH noGOUHEIMH MhekTaMH KPHI0TH-
HHlia ARBUKCE JHAPed, TONIHOTA W PHOTA, B OIHOM CITyY3e
noTpebosanan cHrxennd nose 1o 125 mr/sm®. Hu y onnoro
MALHEHTA HE OTMEYEHD NPEPHBAHKE TEPANTMH B CEATH C TOK-
CHUECKHMH OCIOKHEHHAMM.

Obcykaenne

JleueHMe NAUMEHTOR C PELIHIHBAMM M pechpaKkTepHEIMM
thopumanm ALK—AKKI no-npesumesMy npencramnser Gomk-
WY CAOKHOCTE. BeposaTHOCTE B0CTHMEHMA MOBTOpHOH pe-
MHCCHH 33BHCHT OT UTHTENEHOCTH NPEARITYINEH peMHCCHH,
wamuH axcnpeccud CD3 va nopepHocTH oMy Xome BEIX KIE-
TOK, HATHYHA H CTENEHH BHPAXENHOCTH BHCHEPATLHLL TIOPa-

Koumaxmuan ungopsanms;
Meauxoea Japuca Huxosaeena — xm ., 3a8, ota-umem TTCKMe |

117198 Mocksa, yu. Camoprs Mamesa, 1; e-mail: Luk]976&mal ru
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KpraoTunnb B Tepammm ALK-asaghom

TafGwa 1. XapakTepHcTHEa 0OCACAOBAHHLIX NALWEHTOR

Boypacr, Craryc safome-

§xcrrpmr.:un Peinnm na
NPMI-ALK no  dhosse epa-

M Ion S e Tepamms Amuctpec TICK NPHEMA KpHS0-  TTHI EPHI0- Pexynerar
THHHOa THHHGOM
1 T 0.5 1@ peumnue MNHL-BFM, Ta Ha Her Her Aus B pevmccHn
Vol ALCL-
Relapse-04
2 M 13 2-# poumnue MNHL-BFM, Ha Ha Ha Ha To xe
Whl,ALCL-
Relapse-04
3 M 6 |- it peammas ALCL-99, Ia Her Ha Her To =e
CChNel
4 E & Pedpaereprocrs. WHL-BFM, Ja HET Ha Her To xe
JHAP M2, VB
5 M 14 - peumnme ALCL-99 CC Ta Ha Ha Ha To xe
Ml
[ M 17 Pedwpaxreprocts ALCL-99, 1TT Her Her Ha Her To xc
T x 16 |- pemuns ALCL-99 CC Her Her Ha Her To xc
M2, CVA
B M 15 -0t pems ALCL-99, Vhl, a Her Ja Her To xe
CChal, CWA
Tabamia 2. XapakTepHCTHED NAUHEHTOR, noaysxemux TICK
Xapaxmepacraka ﬁnmn:l—rr I Taumcer Nl ﬁauur.ln M3
Man M M M
Boapacr, roma 7 11 13
Hummansnas cramas i 11 1
MNopaeeume KM Her Her Her
MNopaxe swe HHC Her Her Her
T mare THY KO LA TEpamis WHL-BFM NHL-BFM ALCL-99
ALCL-Relapss-04 ALCL-Relapss-(4 ALCL-Relapse
Anuerpre no TTCK 6 BEBEIEHIT Her 1 peepcHns
Craryc na moment TICK MnaT+ Pemucenn Pesmccna
Sxenpeccun NPM1-ALK
Bun TICK ANNOreHHAR HEPOICTECHHAR ANNOreHHAS MLTOHIEHTHEHE ANNOreHHAA HEPOICTECHHAR
Bpewn peupynmea nocne TTCK +30-£ cymicn +60-e cyTin +3-£ cymecn
JnHTensHOCTE TCPANMM KPHM0-
THEMGOM, TOTER 2 2 2
Perpume Ha TEpAHK EE 30TH-
HHBOM Ha, wepea | mec nocre ommcHR Her Ha, sa dowc Tepanss
Peayasrar Ann B pemuccHn s B pevuccHn Aws B peMucean

wenHi. [1pH oToM nanmMeHTsl © XMMHOPE3MCTE HTHEME (opaa-
MH 3a00IERAHHA HMEIDT ocodeHHo mnoxod mporuos [ 15].

XoTa npH NOITHHX PEHIMBAX ¥ ManMedTon Ges dakro-
POHE BHCOKOTO PHCKA NapatokcanksHo siexmuanoi saner-
CA UIHTEAEHAA MATOTOKCHYHAA MOHOTEDANHA BHHOIACTH-
HOM, DOABIIHHCTED MEIHEHTOR HY#RIAKTCHA B arpeccHEHOR
xamuoTepard. [Ipe pansux penMoHBEax Aake NPOBEIEHHE
KOHCOMHAHPYIOLIER BRHCOKOIOZHOH XHMMOTEPAITHH M ayTo-
aorvauci TTCK no panueiv necnenopanns ALCL-REZ ne
OKAZATD MOA0KHTENEHOND WIHAHHA HA 0DV BEDKHBAE-
MOCTE [ 16].

B to xe ppema annorennas TTCK, nosponsiomas cyme-
CTEEHHO CHHIHTE BEPOSTHOCTE MOBTOPHEIX PELHIHBOR, B Pi-
JE CIYY3ER CONPAKEHA ¢ BREICOKOH TOKCHUHOCTEED. Kpome
TOTO, TIPH HATHYHH PESHIVATEHON OMyXOaH Ha MOMEHT Npo-
penenua TpadcrianTany anorennan TTCK raicke naeT ne-
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yTemMHTeNLHEE pesyaksTarhl. [To mamuey dpamyscronn me-
CAENDEAHNA, BET0UaBmero 27 nauMeHTon (cpenuHit pospact
ot 12 no 55 net), 5-neruas o0UES BEEMBAEMOCTE COCTARMIA
589, a B rpYIINE NALHEHTOR C XHMHOPEIHCTEHTHEIMM (hopma-
M — e 29% [17, 18].

B coazm ¢ 3TiM aKTyAIEHEIMH SRTHIOTCH KAK TIOHCK Mpe-
JMHKTOPOE PAIEHTHA PELIHAMEA, TAK M HCTHMIEI0BAHHE HORLIX
TEPENERTHUECKHX CPEACTE [IA NOBEINEHHA Mhie K THEHOCTH
mpoTororoe Tewenns AK K.

B ceazu ¢ sxcnpeccueit CD30 wa mopepxuocTH omyxone-
BHIX KNETOK OOHHM H3 TakMx npernaparor cran BV, sdbex-
THEHOCTE KOTOPOTD MOKA3AHA B PATE KIHHHYECKHX HCCIEn0-
panuit y p3pocnkx M geTed ¢ mrscomodl Xomesoma (JIX) »
AKEKN BY npencrannmaer codoft konworar autH-CD30 mo-
HOKIOHATEHOTO SHTHTETE W XHMHONPENAPET MOHOMETHIEY-
picrariHa E. Yuwupepcanenan skcnpeccua CDI0 annmmerca
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Tabamua 3. XapaskTepHCTHKS NAUHEHTOR C peumaeass ALK—AKKA, nosyyamommx kpHIoTHRWl

XapaxTepucmaka ﬁar.un:HTMI ﬁm.u:mh&!
Mon M M
Bospacr T ner 13 et
HumuansHan cTames I 1
Mopazcune KM Her Her
[Mopaxenne UHC Her Her
MpegmecTsyiowan Teparus NHL-BFM ALCL-99
ALCL-Relapse-04 ALCL-Relapse
Aauetpec ao TTCK. 6 EBcaCHM 3 mEcacHIE
Bua TICK ANNOreHHE HEPOICTECHHLE AnnoreHHAS HEPOACTECHHAS
JNoaa kpusoreemba, mr/oyT 250 250
T TensHOCTE NpHCcMa KpREoTHHADA 10 PCLHANES,
M 12 5
Peupans Ha deoke TEPATHH KPR3OTHHHEGOM Yepea | mec nocne omMcH Ha drore Teparmon
JNorammsauma peipgnea MeecTo neprrunoro nopaxes HHC
Teparms Kperaorummd S0 mrfoyt ¥nancrwe onyxoH, Ay9cean Topanus
8 oo M [p
Kpraomwsmi 500 wrfoyr
Peaynsrar Eun B pospcce Aur B poMicorn
JerrensHoeTE HADAKDACHHS [TOCAE PEIHIHEL, MeC 14 24

GHOAOMHYECKHM  ODOCHOBAHHEM MCIVIEIOBAHHA NaHHOTD
npemnapara & negennn AKKI [19].

K macTosmesy BpeMeHH NpoBENEH PHI MCCIENOBIHMA
N0 OUEHKE AKTHEHOCTH B GesonacuocTy BY y mapocaex na-
IHEHTOR C perMmHEMpyiomeid win pedpaxrepuodt JIX wm
cucremuoit AKKIL BepoaruocTs oTeeTa (MonHEG + 9acTHY-
ukit) cocranma 80% y mpocnen Gonkmex ¢ AKKI npa me-
nonezopaduu BV e gose 1.8 mr/m® | paz v 3 wen. B rpynne
nerefi B pospacte ot 2 go 18 ner wconenonanmMs nponomKanT-
ca [19, 20].

¥ nereit npopomsanTes wecnenonannH 11 daau no mpa-
menenmy BV npn peummuenpyiomedt won  pedipaxrepaod
AKEKI u JIX. Pesynerata mo AKEJ oxmnanorcs n pazmene
11 dhasea clinicalinals.gov/show/NCTO1492088.

[Mospnenne KPU3OTHHHOA CTATO LI OOHHM CODLITHEM,
HIMEHHBIIHM TakTHEY nevenmnd GosHex AKKIL Kpusors-
HHG OTHOCHTCH K KJIACCY MAALIN MONEKYN — MHTHOHTOPOR
mupoanHkrHas (ALK, ROS, MET) u axrueen n oTHOmMEHMH
HEMETKDKIETOUHOM PAKA Nerknx ¢ skcnpecched ALK, xoro-
Pl M ABTHETCA NEPEEM < THUEHINDOBAHHEIMs TOKATAHHEM K
NPHMEHEHHID KPH3IOTHHHOA. ¥ nammentor © ALK-
NoZHTHEHOHR amanmacTiueckodl maadomod aduhexTHEMOCTE
KPH3IOTHHHDA BNEPERE NPOIEMOHCTPHPOBAHA ¥ 2 BIPOCIEIX
naunerTax, ¥ ¢ 2009 r. npoBOIATCH AR KIHHHYECKHX HCCTe-
AOBAMHA [0 HIYYEHHID PpOTH Kpu3oTHHMba B repams AKKTT
H E3POCIEIX; ITH HCCIEnoBanKa OyayT apepuent g 2017 r.

B 2014 r. C. Gambacorti u coasr. [21] onyOnuxonana
MAHHEE ¢ MOHOTEDANHMH Kpu3oTHHHGOM v 11 manwmenTon
xumuopesucTenTHol ALK— AKKJL Of6mmi oteer coctanmn
00,9%, ofnan BEEHBAEMOCTE H ERIKHBAEMOCTE 23 nporpec-
cHpoEaHKMA 3afonesanme B Teuenme 2 ner cocrandnu 72,7 W
63, 7% cooTEETCTBEHHD.

B naneueiimen sdbexmipHOE NPHMEHEHHE KPHIOTHHH-
0a B KAYECTEE UIHTENLHON MOHOTEPAITHH MOKAIAHO ¥ NALIH-
EHTOR-TETEH C peLMIHBAMH, pedpakTepHEIMH GOpMAMH CO-
ek omyxoned u ALK —AKEI. W39 naummwenron c AKEKI,
BEMMEHHEIX B MCCASNOBAHME, 75% NOCTHITH KIHHHKD-IE-

54

MATONOTHYUECKD PEMMCCHM, CYVINECTREHHEX NobouHsn 3d-
thexToR He HabmmmAnDCE [22].

(Onmucano Tak&e NPHMEHEHHE KPHIOTHHHDA B KavecTBe
nomaepRMEoel Tepamm nocne awmorennoi TICK [23].

B wactosmee spewa nosmaauck wHrubrmops ALK cne-
AYWIITHY NOKONEHHA, TPHMEHEHNE KOTOPHIX NO3IBOIAET pe-
OIONETE PEIMCTEHTHREE BAPHAHTEL ommyxos [24].

B pame MCCIENOBAMME BOULTH TOUBEKD MALHMEHTE C
ALK—AKEKI, xoropeie MMM NPOTPECCHPORAHHE OCHOBHO-
o 3a00NeBAHHA HIH OCTATOYHYED OMYXOIL, HECMOTDA HA HH-
TEHCHEHYID MPEIIIECTEYKIYID TEPATTHID, BETIOUAINIIYID Tap-
reTHym Tepamun BY n annorenmyo TTCEL

[Mocne HazHaAUYEHHA MOHOTEDANTHH KPH30THHAGOM ¥ GOk
ITHHCTEA MAITHEHTOR PEMHCCHA KDHCTATHPOBAHA Yepes | Mec B
B HTOTE BCE TTAITHEHTEL DOCTHITIH TOMHOH KTHHHKO-TEMaTOI0-
THHECKOH PEMHCCHH.

CymecTee HHEX NoG0UHEY 2dbeKTOR NpHEMa Tpenapa-
T HE OTMEYANOCE, MEPEPHADE B CHAZH C TOKCHYHOCTRID HE
ORI,

¥ opHoro nauMenrTa, NOMYYABIETD TEPAITHIO B TEUEHHE
roma B ao3e 250 mr/oyT (220 mr/w), nocie oTMEHE NpenapaTa
FAPETHCTPHPOBAH PELHIME 3a60NeBaHHE, OIHAKD BO30GHOR-
nexme npuema B gose 500 sr/cyr (400 wmr/wm®) nossomdno
BHOBEL JOCTHYE PEMHCCHH B TegeHne | Mec.

¥ nammenta ¢ permaeom AKKI 8 HHC, soammamm so
BpEMA NPHEMA KpH3oTHEHGA B nose 250 sr/cyr (180 arywme),
NOCTIE VIATEHHA ONYXOIH, JYyUEB0i TEDANHH W YEEAHUEHHHA
moakl KpHsoTHHEGa mo 500 s/ cyT (350 wr/m®) TakKe 1ocTHr-
HYTA [IIHAA PEMHCCHA 3a00NEBaHMA, NAAINASCH K MOMEHTY
HAMHCAHHA CTATEH Gomee 24 mec, UTo MOMET CEHAETENBLCTRD-
BATE O NPOHHEHOBEHHH KPH30THHROA Yepes reMaTosHueda-
MHYECKHi Gapeep NPH eno HCNOMEIOBAHMH B G0Nee BHCOKKHX
A03AX.

[Mpunverenne Mankx monekyn — Heruburopos ALK no-
IBONAET NOCTHYE PEMHCCHH ¥ NAUMEHTOR, pedpakTepHux K
CTAHIAPTHEM METONAM TEPAITHH, M B HEKOTOPEIX CIYUAAX H3-
Bexars nposegeHna annorenHod TTCK, xoTopas MokeT co-
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KpraoTunnb B Tepammm ALK-asaghom

NPOBOXIATECH BRICOKON TokcHunocTED. [Tpn veobxomumo-
cti npopegenus TTCK pampiil npenapar MOMeT ciyaeT
AMOCTHEDM: K 28 ITPOBEIEHMI0.

OcobeHo UEHHD, TT0 TEJAITHA KPHIOTHHHGOM BOSIMOR-
HA B PEXHME MOHOTEDAITHH, TIOVTHOCTED aMOyIETODHO HE-
BHCHMO OT 06BLEMa H INHTENLHOCTH NpeamecTRYIomeR Tepa-
TTHL

JIna permeHns BONPOCA O UHTETEHOCTH TEPAHHA KPH30-
THHHOOM H CPOEAX 20 OTMEHE Heo0XoIHM TIHATeNEH LI MO-
HHTOPHHT MEHHMATEHOH ocTarounoil GonesHH: OnpensIeHHe
NPMI1-ALK, asmiren k ALK p kposn. Kax o npn nenoneso-
EAHMH M0G0N0 HHMMGHTOPE THPOIMHEMHAL, HCNOILI0OBAHHE
KPH30THHHDA MOBET CONPOBOANITLCH PASEHTHEM Pe3HCTEHT-
HOCTH K MPEMAPATY, H B HACTOAIMI MOMEHT BEIYTCH HCCASI0-
EAHHA N0 DUEHKE HCNOLI0BAHHA HHrHOHTopos ALK cnemy-
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