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N3meHeHusi KOHUEHTpAaUUM UHMPKYJUpyomend B miasme onyxojesoi JTHK
B IlepBbl¢ Yachl TAPreTHOM TEPAaNMH MO3BOJAIOT IPOrHO3MPOBATL OTBET
onyxoiu y nmanueHToB ¢ EGFR-3aBucHMBIM pakoM Jierkoro
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Pa3BuTHe cOBpeMEHHBIX BBICOKOYYBCTBUTEIBHBIX METONOB JCTCKIUH MYTALMH MO3BOJIHIO <«GKH/I-
KOCTHO» OHMOINCHM CTaTh NMOJHOLEHHOH AJbTePHATHBON CTAHJAPTHOH «TKAHEBOID> OMONICHH W BO-
WTH B KIMHHUYECKYI0 NPAKTHKY A/ HEMHBAa3HBHOIO aHAJIN3a 3J10KAYeCTBEHHBLIX HOBOOOPa30BaHMIi.
Ype3BpIvyaiiHO 3HAYMMBIM NPHIOKEHHEM («KHUAKOCTHOID» OMONCHHM CTaJ MOHHMTOPHMHI Te4YeHHUs 3a-
O0oneBanns B xone Tepanuu. Lleabl0 JaHHOTO MCCeIOBAHUS SIBJISUICH aHAJM3 M3MEHEHUIl LMPKY-
Jupywoumeii B miaa3me csodognoii JHK (uo/IHK), npoucxonsimiux B mepBble 4achl MOcjde Hayaja
Tepanun naruouTopamm tuposuHkuHasbl EGFR (EGFR-TKI). B ucciaenoBanue 0b110 BKiI0O4YeHO 30
00JIbHBIX HEMEeJIKOKJIeTOYHbIM pakom Jjerkoro (HMPJI), cBazannbiM ¢ myrtauusimu B reie EGFR.
OT KaKkaoro manMeHTa MOJYYAJIH CepHiiHbIe 00pa3lbl IJIA3MbI: HENMOCPEeICTBEHHO INepea NMPHEeMOM
nepBoii Tadnerku u yepes 0,5, 1, 2, 3, 6, 12, 24, 36 u 48 4y mocjae Hayana tepanuu. Konuenrpa-
ouio MyTaHTHbIX auiejnedi EGFR B miazme m3mepsiim ¢ nmomompbio nudposoii-kanensHoit JTHK
(ddPCR). Konnu no/IlHK, conep:kxamme EGFR myranumn, 0b1;in 00HApY:KeHBI B CTAPTOBOIl TOUKe Y
25 u3 30 (83%) yuyacTHHUKOB HccaenoBanus. [Ipumenenne Taprernoro npenapara uarnonropa EGFR
NPHUBOINJIO K HeMeIJeHHbIM KO0J1e0aHUSIM KOHUEHTPAIUM HUPKYJIHPYIOIIUX (PparMeHToB, Mpu4eM
O0HapYy:KeHHbIE «IATTEPHbD» TUHAMUKH MOXKHO OBbLJIO YCJOBHO OTHECTH K TPEM KATeropusM: a) IO-
creneHHoe cHMkeHHe ypoBHs Ho/IHK; 0) mpomoskaromeecsi yBeJdnueHne KOJIMYECTBA MYTAHTHBIX
komuii EGFR; B) uepeayommuecss Bcmjeckd u mnagenusi konmnenrpauuu no/lHK. B kauectBe emu-
HOT0 KOHTPOJBHOI0 MYHKTa s u3Mepenusi fuHamukn 1o/lHK Oblia BeiOpaHa Touka «48 yacoB»
nocje Hayajga npuema mnpenapara. /JIBenaguars (50%) u3 24 uH(OPMATHUBHBIX NAIMEHTOB MOKA-
3aau cHuxkeHue copep:xkanusi Ho/IHK 3a 3Ttor mepuon Gosiee yem Ha 25%; y Bcex 3THX NALMEHTOB
PEHTreHOJIOTHYeCKHe HCCJIEeN0BAHUSA NMOATBepAWIHM cTadmam3anmio (SD) wiaum 4YacTHYHBIA perpecc
(PR) omyxoseBoro mpouecca («KOHTpPoJb 3a0ojeBaHuA») B TedeHue 8—12 ciaenyrommx Hemeslb. Y
octaabHbIX 12 yesioBek ypoBeHb EGFR-myTanTHoi#l no/IHK smbo Bo3poc (n=7), 160 ocTajics Hens-
MeHHBIM (n=5). 10 u3 12 manUeHTOB ¢ MOBBIMIEHHBIM MU CTA0MILHLIM ypoBHeM 10JHK nocturiam
00bEKTHBHOI0 OTBETA ONYX0JU 4Yepe3 4 HeJd, HO TOJBKO 5 M3 HMX HO-NIPeKHEMY AEeMOHCTPHPOBA-
JIl «KOHTPOJb 3a0oseBaHus» 4depe3 8—12 Hen (p=0,014 mo cpaBHeHUIO ¢ TPyNNOA €O CHH:KEHHEM
nolHK). [Iagenue xkoauvecTBa NMPKYJIUPYOIHX MyTaHTHBIX Konuii EGFR Takike koppeauponajio
¢ OoJsiee NINTENBHOH BBIKHBAeMOCTbIO Oe3 mporpeccupoanns (BBII; 14,7 mec mporus 8,5 mec,
p=0,013). IlosyyeHHbIe AaHHBbIE CBUAETEIbCTBYOT O TOM, YTO MOHUTOPMHI KoHueHTpamuu JHK
¢ EGFR-myTanueii B miasme B TedeHue mepBbIX 4acoB Tepamuu TKI moskeT Hcmoab30BaTbes B
KayecTBe HeNoCpPeCTBEHHOro (MpeIuKTOopa) OTBeTAa ONMYXO0JM Ha JedyeHHue.
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Changes in the concentration of EGFR-mutated plasma DNA in the first hours of anti-EGFR
therapy allow the prediction of tumor response in patients with EGFR-driven lung cancer
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This study aimed to analyze changes in the plasma concentration of EGFR-mutated DNA occurring immediately after the start
of therapy with EGFR tyrosine kinase inhibitors (TKIs). The study included 30 patients with EGFR mutation-driven non-small
cell lung cancer (NSCLC). Serial plasma samples were collected before intake of the first tablet and at 0.5, 1, 2, 3, 6, 12, 24,
36 and 48 hours after the start of the therapy. EGFR-mutated plasma DNA (EGFR+ ctDNA) was detectable at diagnosis in 25
out of 30 study participants. There were different patterns of changes of the amount of circulating tumor DNA, i.e., the consis-
tent decline of ctDNA content, or continuing increase of the number of circulating FGFR mutant copies, or alternating spikes
and drops in the ctDNA concentration. Correlation with the disease outcome was observed only for the measurement performed
at 48 hours. Twelve (50%) out of 24 informative patients showed >25% reduction of the ctDNA content at 48 h time point;
all these patients demonstrated disease control after 4 and 8—12 weeks of therapy. The remaining 12 individuals showed either
stable content of circulating EGFR+ DNA (n=5) or the elevation of ctDNA concentration (n=7). 10 of 12 patients with elevated
or stable ctDNA level achieved an objective response at 4 weeks, but only 5 of 10 evaluable patients still demonstrated disease
control at 812 weeks (p=0.014, when compared to the group with ctDNA decrease). The decline of the amount of circulating
EGFR mutant copies also correlated with longer progression-free survival (PFS; 14.7 months vs. 8.5 months, p=0.013). Conclu-
sion: Monitoring of plasma EGFR-M+ concentration within the first hours of the TKI therapy may be used as an immediate
predictor of tumor response to the treatment.
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