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[ Abstract ] Tyrosine kinase inhibitor (TKI) have been proved to be effective in the treatment of advanced non-small
cell lung cancer (NSCLC) patients with epidermal growth factor receptor (EGFR) sensitive mutation, which is superior to
chemotherapy. However, there are still some patients with sensitive mutations have primary drug resistance. It may be related
to the coexistence of susceptible and resistant mutations of EGFR gene, downstream mutations of EGFR pathway, MET ampli-
fication and BIM deletion polymorphism. We present 2 cases of primary drug resistance and analyze the reasons.
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At soa ikl RERIMER”; B (emission
computed tomography, ECT) : “Zefier . B s Ay
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K, WHENZIW: AR/, e TR, SeE g Akt
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Fig 1 Imaging changes of lung,

waist and brain before and after

treatment with erlotinib. A:

Before treatment; B: One month

after treatment.
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Fig 2 Imaging changes of
abdomen and lung before and
after TKI. A: Before treatment;
B: 1 month after treatment; C: 3
months after treatment.
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TAREERE: < (AT EREKRB-WEIH ) sk
"o SR EERIE KRR < (Z FHli) NSCLC, {5
JiRgEE” . A . “EGFR 214N FL8S8REALFHME; ALK
FEKTCHEHE; KRASTCRAE”, BFH SR b2 Je XA
IR 215 BRSNS CLC I RIFSE,  FEHLE] XL
fEsl ], NIRRT B 250 mghd H3UGATY, 1M A)R
BAERFCT - BFE AT i3 B b e A8 2w i
/N, A% (partial response, PR) o ARZHE31H, i
FEMK WEBINEE, E IR SRR A, FRR AR
i, M msERE (K2) o i sE R, 2558

“EGFR 219N FL8SSREAZL fHM:, FJE8%; JLT790M%E
A, W AR E | AT E DUARER BRBTIR YT, 24
WAL, PR ARSI BTG, R PEAL

PD, ®HZREHBEHNZ ., BFEBFIRIT, T2017
AEgH Atk os 121 .
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HAT, FATTEGFR-TRUF & Mt 24 43 F AL A0
WA TFHREM B, PRV, eSS LU N - FHLHA .
2.1 EGFRIEN F5F5 T (1 25 EGFRIE A (1) Uk 5225 5 it
AR IEAE  Wn20AM B FARAZAE | T790M%E74E . EGFR
20508 Al A RAE L) 5 EGFRARE 4% , 2 T EGFR
TRV X 768-774001 Z HER , Forh77007 48 A58 T
W T790MZEARJEA 205 M B Fh 2579070 &R (T)
RA R AR (G) o XU 252848 if DL BH I EGER-
TKISEGFRAGH S A, SEUR LM 2523, FEAURA 3
WFFEH e, TR B T T790MIMIIN 245 f 2, PR e
RAIEIRIT R . A, FEBELIEFRFZE RS, A4L)
EGFRIJUEZAENSCLC, 45 TS B G VAR BHTIA
57, WA R, FEEAT790MSEZ 1B, PFS
HF16.010H, #R, H—IREGFR- TR &I A= pik
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# . P4, Poziotinibf/n t XF EGFR 204h i ¥4 A 28748
AINSCLCA %4, PoziotinibfEEGFR 204 i T 248 iy 41 ity
ABa/F31, IC fH 1.0 nmol/L, ARIESERIER )40
fifo TEMDZEAEARIERE H O UEF T I TU I R 5E 11451
EGEFR 204} i T4 A E7F FUNSCLC i # 4% % Poziotinibif
J¥, ORRN64%, BVile6.sA~H, HfiosfiAkiks, ffi
I AR I £ Xt Poziotinib 76 1 1% .
2.2 EGFRIf i Tl 282875 S0 25 EGFRIM % T iff
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T 41K 50% i T BRAF L9 AR M AR 22 2.9-4%
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BHNH W, 547%; SMAD4519%, DDR2 16%, PIK3CA
15%, STKI114%, BRAF7%. J/f:7EPI3K/Akt/mTORGH H
FYFREN Y, TKIAIT BYORRHN27%, FEAZL FITCHE AR 4]
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A5, ARESRIE R PR 25 R R N 2 —.
2.3 HABSEFE ST 25 METHEP s | )28 P ok
TR ( anaplastic lymphoma kinase, ALK ) HEHEAEHAD S
AL AT LS EGFR-TKIF & PR 250415, FFA A= K A
F2Z K (hepatocyte growth factor receptor, HGFR ) JEMET
WA E A TR, SEUARHGESS A5 AT LUS 3 T iE
{5 il % . FEEGER-TKIJE & 1 Tiif 24 1) Bt g 40 i = vl
HGFE M i m Rik o B Zh P00 A DGR F A4
(‘echinoderm micmtubule associated protein like 4, EML41 )
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TE AR B — 2R A, 1 L ALKIE M IH RAS-MEK-
ERK, JAK3-STAT3MIPI3K-AKTZ:{5 5@, a5 HRE N
B B2 B AN AT F9 % 2,632 (INSCLC 2 1 BF 55061, EGFRFI
ALK AR g 3160, ri0.6%. LAk, S EFEAK
K224 (insulin-like growth factor receptor, IGFR) . JZ=H4
#H M (Laminin, LN1) 3 FRIA AT 5] Y EGFRSZ B L
W, FETKUF L2507,

34N, BN EL IR / IS -2 2 A AR Y 40 e
T (BCL-2 interacting mediator of cell death, BIM )
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Mrigsn, BIMIBRIE Z 251 EGFRZEAE W5 22 1 57 U
B Xia S5 58 FRCRAIE T BIMBR K 27854 5 EGFR
RAARHFE ARG, 24SHINSCLCH#H HBIMBI S
ZSTER & HE %) 12.24%, EGFR-TKIAYTFUORR 16%,
BIMEFA BUORR 91%, WL LI HA Geit=#E L
2.4 microRNAL {24 microRNA ( miRNA ) E#%EEW
RHE DR G 5 B4 K B 24 R 22 A BR ) A S i BRLBE RNA )
o —IUF T EGER-TKIJG & VT 25 85 1157 H miRNA
KRR I, TR R P 25404 1S miRNA T
¥4, f24fhsv2-miR-H19, hsa-miR-744-5p . hsa-miR-3196
hsa-miR-3153, hsa-miR-4791, hsa-miR-4803 ., hsa-miR-
4796-3p . hsa-miR-372-5p . hsa-miR-138-2-3p. hsa-miR-16-1-
3p. hsa-miR-1469. hsa-miR-585-3p. ebv-miR-BART14-5p
hsa-miR-769-3p . hsa-miR-548aq-5p, 1#'miRNA '3, hsa-
miR-503-3p, [ AmiRNAA] GEf# 1 JH#EMYC . CCND1%%
HIIL IR 5 &% EGFR-TKLF & VR 24

SCHRO2IP IR IE , EGFR-TKUE & PRI 25 1) & A 5
§%-20%, [MIEGFREURIEAL 5 I LR 245 5848 ) ko A= %2
BI/NT 1%, FrUA BRI FHURIASBESE iR A Ve 2
HYJE A o RSO BIrRGE /P14, EGFR-TKIVAYT T A
R EE bR T 24 A 5 G 8 48] £ TR T 24 S BURR 5
ATHAEAE, WAL IUAOCTN 255875, X 7] je 5 FRAT TR
RO A B T A G R IR, FRATTAGEAT T
L FGEGERTE N IY3A--8 AL AN, (i T ARMS A5
M. NGSIHT L BAR U &, Honl LI Tk T 2
FEPR GEARKGI , AR H FT S AR AE m R TG RS
ARk, MR DNAKT IS TARK i, FikaRs)
VAT HBENEFITHFSY /s, ddPCRAGIN AYctDNA EGFRZE
TR G — R R IRIT R WA ROE N T72.1%, T
PIPES 9.5 H 5 [AA A FINGSH R0 Hr T L2 3 K A 28
S, 1L.7%B A HoAFE K8 5, WIMET . ERBB2.
KRAS. BRAF, RET, ROSI, TP53, RBI1, PTEN%:; 1l
BT HA IR A, PRSIN3.9H o [HIML RGN A7 7E (B
FIPESE RS, HRTAGER R LI A, fE20184F (h
FE EGFRZEAR M AL )t HERE T EGERKZM , 77k h
AMRSE# Super-ARMS .
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