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[HE)] =258/ BREKNFZIRERZRIEEFIHF ( epidermal growth factor receptor tyrosine kinase
inhibitors, EGFR-TKls ) 7£EGFRZE A8 AU ili Btsi \AFHH R 0 5 4 e A A7, MATAT RS T B Il (0 R P AR, RER
J& T EGFRIUB G AL # Y BE MEGFR-TKIsTAYT ik 45 o ASBIFFE A 1 1 Ja1 I e b s 0y e D00 o) 5 42 780 s i s F
R R T HEAT RO S8 R . AR BB S AT 2009456 1 -2014486 J T A 5t A IRg B e e s e oy — b — 2k
%3 EGFR-TKIsIHYT I EGFREE AL TUIIIb H-TV 1 Jifi Bt gt A A I I R BT E , 43 BT L 4R M A A3 7 5 EGFR-TKIsY 7 3%
NAEFNFER, ER BIKABEVA R (objective response rate, ORR ) 52.8%, Pt il ( disease control rate,
DCR) 89.3%, JEZ&J/RHTJE ( carcino-embryonic antigen, CEA ) 7KF-T} & # X EGFR-TKIs 74 4 ( ORR 61.3% vs
35.9%, DCR 95.2% vs 74.4%, P<0.001 ) , JAJ7 1A JGCEA, 4iAMAE 119 B (cytokeratin 19 fragments, CYFRA21-1 )
DL B CA12S /K- I A RCRE 2 ( ORRAM I JE:61.5% vs 25%, P=0.002; 58.5% vs 37.5%, P=0.004; 61.8% vs 20%,
P=0.027 ) o EAFoHrH, R CEAKFEIE # & M K4 Teilt A (7] (progression-free survival, PFS ) B} 47 %
( P{IPES 5.9 H vs 9.8, P=0.027 ) , TMAZECYFRA21-1, CA12S/K T B PESHH W 4658 ( A PES 9.0 F vs
1144, P=0.029; 9.0 J] vs 1.5, P=0.023) . ZHEZEMER, FEELIBMBEPMEL (Eastern Cooperative
Oncology Group, ECOG ) $147r0-143. JEZKCYFRA21-1IEH /K- 797 L JG CEAT BRI R PRSI . BAE A
(overall survival, OS ) 5CYFRA21-1, CAL2STF A K (2084352514 H vs $2.54 H, P=0.003; 22.7H vs
55.04 1, P<0.001) , MZHERDSHHHEEASCEATA L (P=0.046) . £5iE JGITHI = K- CEALLLIAYT G
CEAR R3] LA 00 0 401 s i 0 — 2 e SZEGFR-TKIsPY TR, HAYT T = 7K - CYFRA21-1 LA N2 CA125 U il /s 45 A=
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[ Abstract ] Background and objective Epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs)
significantly improve the survival of advanced lung adenocarcinoma patients harboring EGFR mutation. Limited to the
standards of tumor tissue samples and detection methods, still some people can’t receive target therapy following genetic
guidance. This study was to explore the relevance between serum tumor markers and treatment of EGFR-TKIs. Methods
We retrospectively collected the clinical information of advanced lung adenocarcinoma patients harboring EGFR mutation,
who received EGFR-TKIs as first-line therapy from June 2009 to June 2014 in Peking University Cancer Hospital, analyzed
the relationship between serum tumor markers and efficacy of EGFR-TKIs. Results The objective response rate (ORR)
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was 52.8% and the disease control rate (DCR) was 89.3%. The results showed that, patients with high CEA level before
treatment responded better to TKIs (ORR 61.3% vs 35.9%, DCR 95.2% vs 74.4%, P<0.001). Similar phenomena was found
in patients with CEA decreased 1 month later (61.5% vs 25%, P=0.002). Progression-free survival (PES) significantly pro-
longed in patients with elevated baseline CEA (mPFS 9.8 mo vs 5.9 mo, P=0.027). To the opposite, PFS was significantly
shorter in patients with elevated baseline CYFRA21-1 and CA12S (mPFS 9.0 mo vs 11.4 mo, P=0.029; 9.0 mo vs 11.5 mo,
P=0.023, respectively). Multivariate analysis showed that Eastern Cooperative Oncology Group (ECOG) score of 0-1,
normal baseline CYFRA21-1 and CEA decline predicted longer PFS. The overall survival (OS) was highly associated with
elevated CYFRA21-1 and CA12S (median OS 25.1 mo vs 52.5 mo, P=0.003; 22.7 mo vs 55.0 mo, P<0.001, respectively),
while independent of CEA. Conclusion High level of baseline CEA and decline 1 month after treatment could predict
the efficacy of EGFR-TKIs in patients with advanced lung adenocarcinoma. While high levels of baseline CYFRA21-1 and

CA125 indicated shortened survival.
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WL KBS IS TS CL O, R A AP AR E
VAR 3 ple A K PR 7 DR s S R BRI ) 77 ( epidermal
growth factor receptor tyrosine kinase inhibitors, EGFR-TKIs )
TEEGFRILH 58 A RIAE /NAH U il %% ( non-small cell lung
cancer, NSCLC ) AffHEE I #32 m 7RO A7, N
A T W A PR, (LIPSO (25 RAEM )
201448 (1 I A5 4 15 s T [ EGFRIE R AG I 58 HA727%,
1 H B R EGFREEAL R, W IFAR T A # Y RE AR 45
PG, FRAT T S 2225t | BRERFR bRk Pk i A
#f, LUE S EGFR-TKIsH I .

AN LR bR A5 e AL e Sz s e 2 21
A SRR, TR MRDIRAS TS I
HOE . 20 QI A SO UM B A Y R
fipR®. WEFERTSC A BL, CEA. CYFRA21-1SMiRHRE
WIS RIS PR —EARSEPED ™, (BRSS9 rh i 2 3
WRADRE . BRI SR PR 21k, S EGRMIFE
SERZZR . ABEFE I A T 2 Ui R R S
W2 U1 EGFRIEE U il i s . — 245 =2 EGFR-TKIs{f 7 (19
IPR AR AR SCNE , DU TS, JF 48 00
o IRERIRTT

1 WRE57AZ

1.1 FFERT4 $EH20094E6 J -20144F6 H TAb 5t K 2= b
60 % e 1 R o T — b — 42 2 EGFR-TKIIA YT I EGFR

GEAZFATIID - TV Il i A, WORE S . 4R 0% . WA
S Wi [ EPrPiEES ( Union for International
Cancer Control, UICC ) 57 lRNSCLC s - bk B2 285 -7 52
( tumor-node-metastasis, TNM ) 31 | (IIfi R 5005 B4
W) . EEATBMIEYMEL ( Eastern Cooperative Oncology
Group, ECOG) #¥41. #EIGITHIMIAST 14> H 5 g br
HEYIKF-

1.2 W5k

1.2.1 BEPRARGI Wi dk B o s A 3 0 2L el v, Al
EGFRIEF AR (4, JEIT) , RIS 6L
fili 248 (ARMS ) 3%, XfEGFR 18, 19, 20, 215 1t
Ay o7 RGN, MR & Wb v i EGFREE [N 52 AR
1.2.2 AR iR AR R A I A F i AR A A e b
UMM BE Be s e B EAT A, I H A5 CEA (IERH
0-Sng/mL) , NSE ( 1E%{80-15.2 ng/mL) | SCC (0-1.5
ng/mL) , CYFRA21-1 (0-3.3ng/mL) ., CAI2S (0-35U/
mL ) DL} CA199 (0-37 U/mL ) , MidiER A bRy BHE
4R

1.2.3 IBIT TS MABE L0 B NEGFR-TKIs, {45
Juige (FEZEL, 150mgQd) | HAERE (ST,
250mg Qd ) BURFLRHE (BlFEYN, 125mgTid)

1.2.4 AU 130 ETEIRYT IS IR 7 HE R Rk 4
20 () SahE M (741) | MK () makRAs (st
FERMARIREARAFR ) , SKFHlluminaNextSeq CN500
FERMFF- 5, 55 ER-Seql )y Ik, 4T A .
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L3 JPRF i FEENAIT U R T Bk E A, BE
QB A, AL NG R T S ALIZ 314 ( computed
tomography, CT ) DS T A AT k< 7 (SN
I8 B W7 BN AR E SRR 7 R iR E - ( Response
Evaluation Criteria in Solid Tumors, RECIST ) 1.0 77
RO, 7 N5E 2% ( complete response, CR ) | #i4)
Z¢f#% ( partial response, PR) , FiHaE (stable disease,
SD ) gkt (progressive disease, PD) , IR %
WLZ% fi# % ( objective response rate, ORR ) Kz 5y 4 il 2K
( disease control rate, DCR ) ., JoifbJ@4: /7] ( progression
free survival, PES ) 5 SCHIRYT TR BB i JE s AL T Ay IR
fa], BAEFEW (overall survival, OS ) & X W EiiZ Wi
T,
1.4 Siil2 3 RAIIBM SPSS 19.045 235, ikl
AR BRI S A b1 35 40 5 EGFR-TKIsTR YT Y7 AU K 5
K FiPearson X5 . A A7 H1 K Kaplan-Meier J75, i1

£ 1 BEIGKRIEFHER SEGFR-TKIsIT3UHH X4
Tab 1 Patient characteristics and correlation with EGFR-TKIs

B IPES . OS K H95% T {Z X ] ( 95% confidence interval,
95%CIL) o Z2 R R4 R Cox b (51 KURS: [ YRR, 3155
E# . (odds ratio, OR) 2 H95%CI, >R F XU 55,
P<0.0S A G FE X

2 R

2.1 HBERHIE AW I A L2080 A, i B pEsof],
PE1286), ROLFERY61%5, 1234 W EGFRIEK 194h 5.
FETEAE, 8512140 FL8SSRAEAL . ik H H
PRI PR FRFRRIE & 5 EGFR-TKI TR et W41, Hrp
VBIFRICEAT} = #75.4% (126/167 ) , NSEF} = #64.1%
(100/156) , SCCT}E#H7.6% (11/145) , CYFRA21-17}
#5677 (105/155) , CA125T & #63.6% (91/143) ,
CA199T} i #27.8% (40/144 )

2.2 g bR Y) S EGFR-TKIsS TR C R

Characteristic n (%) Efficacy [n (%)] P
CR/PR SD PD

Gender 0.064
Male 80(31.5) 42(53.8) 31(39.7) 5(6.4)
Female 128 (68.5) 49 (39.2) 58 (46.4) 18 (14.4)

Age 0.34
<65 yrs 135 (64.9) 57 (43.5) 56 (42.7) 18(13.7)
=65 yrs 73 (35.1) 34(47.2) 33 (45.8) 5(6.9)

Smoking history 0.1
Ever 51(24.5) 64 (41.8) 68 (44.8) 21(13.7)
No 157 (75.5) 27 (54.0) 21 (42.0) 2(4.0)

ECOG score 0.051
0-1 187 (91.7) 85 (46.2) 81 (44.0) 18 (9.8)
23 17 (8.3) 5(29.4) 7(41.2) 5(29.4)

TNM stage 0.38
b 9(4.2) 5(55.6) 2(22.2) 2(22.2)
1\ 205(95.8) 101 (49.3) 83 (40.5) 21(10.2)

Metastatic sites 0.50
<3 137 (69.5) 59 (43.7) 63 (46.7) 13 (9.6)
=3 60 (30.5) 29 (48.3) 23(38.3) 8(13.3)

EGFR mutation 0.48
19 exon deletion 123 (59.1) 52(43.0) 57 (47.1) 12(9.9)
21 exon 85(40.9) 39 (47.6) 32(39.0) 11(13.4)

ECOG: Eastern Cooperative Oncology Group; EGFR: epidermal growth factor receptor; TNM: tumor-node-metastasis; CR: complete response;

PR: partial response; SD: stable disease; PD: progressive disease.
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2.2.1 ﬁErﬂ“ATEﬁHEFWﬁu%mM? 5 EGFR-TKIsJ7 211
KFER 208FZ 1t ARFIPR B T, B AN R
#52.8% (110/208) , HHEHi]%89.3% (186/208) .
B MR YT T CEAZK P Th i # # CEATE % 1 HE \EGFR-
TKIsIAS T H 3825 ( ORR 61.3% vs 35.9%, DCR 95.2% vs 74.4%,
P<0.001) . Ffi#5 CEARYTF&, 230 OB H I3 (8 FFR
10fi5 . 20085 5, AR R ASRAFAE,, ORRAF N
60% vs 39.3% . 61.1% vs41.9%, DCRAMI$195.3% vs 80.3%
95.8% vs 82.4%, P=0.022. P=0.042,

HoAth M E bR Y IINSE . SCC, CYFRA21-1,
CAI125. CA1995EGFR-TKIsyy %4 2 [a] 3 JC B i AH
Hr, BRIEG I FES, CALRSTHE —ERE k-
P T TKIsy Y7 4L ( ORR 56.2% vs 40.0%, P=0.068 ) ( %%
2) .

2.2.2 BB [EE YT R 2 U bR L P 5 5 EGFR-TKIsYT
B R AT HeE 20 5 UL s & T E SR
ZUWMEREY TR, RRZHMEREY T EES
BTG bR S M) TR B ST RO S ( ORR 52.2% vs 48.3%,
DCR 93.5% vs 84.5%, P=0.2) , HE— A Riibr 5 T)

AT A (1-2/65 3-4/6; 5-6/6 ), K IL6T IR bR
B, BEZ MR TR, EGFR-TKIsYT LA GE
I, EXF RG2S ( Z41ORRSHIH47.3%
vs 45.5% vs 61.1%, DCRA; 51| JE83.6% vs 92.4% vs 94.4% ,
P=0.34) ,

% 2 BEIREY SEGFR-TKIsfT st X 1%

2.2.3 JRYTHIE IR bR )2 AL S5 EGFR-TKIsY 7 ALY 5
F 1E203f 8 F b, S8 A TEIRYT I 1] A g bRk
Y, WWEIRITHIG MR S ARk, RBLCEATN Y
HHE TSP 4 ( ORR 61.5% vs 25%, P=0.002 ) . [A]Ff
[, TKIsjAy7 7 CA125 . CYFRA21-1 N[ 3 W 7
T ( CA125: ORR 61.8% vs 20.0%, P=0.027; CYFRA21-1:
ORR 58.5% vs 37.5%, P=0.004 ) , fij £ Hofth b 82 47 i
(NSE, SCCLLICAL199) I REM Fik2Es (%
2)
2.3 MR EY SRR R AR AIPFS 9.5~
Ao BRERESHr, FZCEAK Y IEH # EGFR-TKIsiH
JrPESHA 3 % T CEAIE# & ( FIPFS 5.9 Avs 9.84>
A, P=0.027) (K1A) , SR, FLNSE,
CYFRA21-1, CA125/KF-Th i 3 5 IR A 5 9 IE % &
PESHI W 4556 ( P PESA BIJE7.90 H vs 1154,
P=0.015; 9.0 ) vs 11.4N 1, P=0.029; 9.0/ vs 1154
A, P=0.023) (K1B-E1D) . TZWMEIREY T
HPESHH 4545 ( "PPFS 8.1/ vs 1534, P=0.03)
(FE1E) , [NCEA/KSF-S5PESEM BIEAE, FH M,
ATha] UL 22 T g A A5 ) Tt e B PES ik (A PES 8.9
Hvs 9711, P=0.04) . ZHZE4Hr, ECOGIT/3045-1
g3 FEZRCYFRA21-1IEH K| 1RY7 1] JGCEATN RS
B HEMEGFR-TKIsJRYT Hh ks (£3)
HEAFWHECH SR, L CEAKF-F+

Tab 2 Correlation between serum tumor markers and efficacy of EGFR-TKIs

Serum tumor markers Efficacy (high level vs normal) P
ORR (%) DCR (%)

CEA 61.3vs 35.9 95.2vs 74.4 <0.001
CEA decreased 1 mo later 62.2 vs 50.0 97.3 vs 88.5 0.014
NSE 47.5vs 52.8 90.9vs 90.6 0.45
NSE decreased 1 mo later 52.6 vs 45.0 97.4vs 90.2 0.26
SCC 55.6 vs 47.5 100.0 vs 91.2 0.65
SCCdecreased 1 mo later 80.0vs 50.0 100.0 vs 100.0 0.09
CYFRA21-1 519vs 44.7 90.4 vs 91.5 0.63
CYFRA21-1 decreased 1 mo later 58.5vs37.5 97.6 vs 62.5 0.004
CA125 56.2vs 40.0 92.1vs 96.0 0.068
CA125 decreased 1 mo later 61.8 vs 20.0 97.1 vs 60.0 0.027
CA199 45.7 vs 474 88.6 vs 94.7 0.46
CA199 decreased 1 mo later 60.0 vs 0.0 93.6 vs 66.7 0.25
Multiple elevated tumor markers 52.5vs 49.5 96.6 vs 85.3 0.08

ORR: objective response rate; DCR: disease control rate; EGFR-TKIs: EGFR-tyrosine kinase inhibitors.
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SRS B (FPALOS 46.94H vs 42.810 1,
P=0.77) , CYFRA21-1, CAI25FtiE & A7 H B4
(HHLOSHr 52514 H vs 2.5 H, P=0.003; 22.77H
vs 35.0H, P<0.001) (JLE2A. K2B) ; LI Hs
HEY TR OSH 455 (708 24.67 )] vs 75511,
P=0.005) (KER2C) . ZHFEMTE/R, OS(LSECOGH
¢ (043-143) . EGFREZN s LA NiRYT f5 1] CEATR
Ax (R3) .

2.4 MEbR Y S AP AE R L1374
sCAR R MK A A, L 346 £ T R A
EYPA ST (AL4L) |, 4000 251 DL i &

Fhim (B4l ) o A3 45 IR AFAE4N-7A IR AR S
PiaS, AFSEGFREAL N ZEAE | TPS3%87E | MLL3%E
A% DH2 R172G%4% . CTNNBI S37C%84% . MDM2#% Il
B S CDR4$E DI EUAR S, BALUAFAE2 -3 2k R AE
S, fIFSEGFRZEAE | TPS3 . APCHRAF, Wi4PES
AR (13328.0) A~ H (AZ4) . (184+146) ~~H (B
4) (£4) .

3 g

HHT, EGFR-TKIsPRHIFRL, A AR RN |

A B C
1.0 Baseline CEA 1.0 Baseline CYFRA21-1 1.0 Baseline NSE
Normal Normal Normal
Eleva Elevated Elevated
Normal censored Normal censored Normal censored
_ Elevated censored Elevated censored Elevated censored
5 038 — 08 _0.
B g 2
: :
v 06 206 20.6
= o (9]
= = ;
S & o
E 04 50.4 50.4
3 E 5
3 o]
0.2 0.2 0.2
0.0 0.0 0.0
0 20.0 40.0 60.0 80.0 100.0 120.0 0 20.0 40.0 60.0 80.0 100.0 120.0 0 20.0 40.0 60.0 80.0 100.0 120.0
Progression free survival (months) Progression free survival (months) Progression free survival (months)
D E
1.0 Baseline CAT25 1.0
Elzrvr:‘ael Multiple tumor
Normal censored markers elevated
Elevated censored ;22
0.8 — 0.8 <2 censored
= g =2 censored
E :
S 06 306
S04 S04
g £
S (]
0.2 0.2
0.0 0.0
0 20.0 40.0 60.0 0 200 40.0 60.0 80.0 100.0 120.0

Progression free survival (months)

Progression free survival (months)

B 1 BERSYSEGFR-TKISTATTPFSEX . BERASTH, BECEAKEASZEEGFR-TKISIETTPFSHEKFCEAIEE® (PIPFS 9.84 8 vs 5.91A,
P=0.027) (A), TE£NSE (B) . CYFRA21-1 (O) . CA125 (D) R EABHBEREREKFEEPFSIHESAEE (FPFSHRIZ7.941A vs 11.51A, P=0.015;
9.0 A vs 11.441 A, P=0.029;9.01A vs 11.51°A, P=0.023) . T (E) SWMEIREMA S (>2) BIBEPFSHESE (PIPFS 811 A vs 15.31A,

P=0.03) .

Fig 1 Correlation between serum tumor markers and PFS of EGFR-TKIs. In the univariate analysis, PFS significantly prolonged in patients with

elevated baseline CEA than those with normal CEA (mPFS 9.8 mo vs 5.9 mo, P=0.027) (A). While, to the opposite, PFS of patients with elevated

baseline NSE (B), CYFRA21-1 (C) and CA125 (D) was significantly shorter than those with normal level of tumor markers (mPFS 7.9 mo vs 11.5 mo,

P=0.015; 9.0 mo vs 11.4 mo, P=0.029; 9.0 mo vs 11.5 mo, P=0.023, respectively). Patients with multiple tumor markers elevated (>2) progressed

sooner than others (mPFS 8.1 mo vs 15.3 mo, P=0.03)(E).
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A B
1.0 Baseline CYFRA21-1 1.0
Normal
Elevated
Normal censored
0.8 Elevated censored ()8
g s
z =
£06 206
wv wv
2 2
Z04 S04
£ £
= =
v v
0.2 0.2
0.0 0.0
0 200 400 600 80.0 100.0 120.0 0 200 400

Overall survival (months)

60.0 80.0
Overall survival (months)

@

Baseline CA125 1.0

Normal

Elevated Multiple tumor
Normal censored markers elevated
Elevated censored <2

=2

<2 censored

=2 censored

o o o
ES ) o

Cumulative survival

o
)

0.0

100.0 120.0 0 20.0 40.0 60.0 80.0 100.0 120.0

Overall survival (months)

2 BEIREM50SHX . BERSH, CYFRA21-1 (A) . CA125 (B) ABMBELEFHELE (FLEOSHHIH 25104 A vs 52.54A, P=0.003;22.74
A vs 55.01NA, P<0.001) , MET MRS AR BEOSHRBLEE (RHLOS 24.61H vs 75.54°H, P=0.005) (O .

Fig 2 Correlation between serum tumor markers and OS. In the univariate analysis, OS significantly prolonged in patients with normal baseline
CYFRA21-1 (A) and CA125 (B) (mOS 25.1 mo vs 52.5 mo, P=0.003; 22.7 mo vs 55.0 mo, P<0.001, respectively). Patients with multiple tumor markers

elevated survived longer (mOS 24.6 mo vs 75.5 mo, P=0.005)(C).

®3 SRRMTEMERSPFSHIX R

Tab 3 Multivariate analysis of the relationship between various factors and PFS

Variate P *
OR (95% Cl) P OR (95% CI) P

ECOG score 5.230(1.94-14.1) 0.001 2.620 (1.057-6.454) 0.038
Metastatic sites 0.429 (0.174-1.06) 0.067 0.656 (0.175-2.459) 0.532
Mutation site 1.17 (0.409-3.326) 0.774 8.560 (2.708-27.055) <0.001
Baseline CEA 0.443 (0.065-3.000) 0.405 0.190 (0.024-1.495) 0.115
Baseline NSE 2.680 (0.805-8.939) 0.108 4.121(0.79-21.502) 0.093
Baseline CYFA21-1 3.057 (0.974-9.598) 0.05 2.367 (0.396-14.149) 0.345
Baseline CA125 1.451(0.567-3.711) 0.437 3.135(0.731-13.444) 0.124
Baseline CA199 0.903 (0.256-3.192) 0.875 1.580 (0.378-6.597) 0.531
CEA declinein Tm 0.333(0.12-0.92) 0.034 0.302 (0.093-0.977) 0.046
Multiple elevated markers 0.364 (0.077-1.715) 0.201 0.442 (0.068-2.856) 0.391

PFS: progression free survival; OS: overall survival.

AL HE )12 8 T EGFREE N 2 A8 INSCLCP ™ | Ji M
SRR, B — ARG I AR R Y. B
IR SE e, AR T AT EGFREBUSR S AR H45E N TKIsiA YT
ks, UG, GRS 207 8 515 1 F5 R fEEGFR
A B H T TR

REFERFSE R B, CEAZK -5 i EGFRZE 5 5L 1F
M, H K CEAB i T H B 1942 75480 i

AHEE T HABAL A, 1940 2+ 28 A8 Al BEXTEGFR-TKIs [ [if
A, HETICEATHR & T REX EGFR-TKIs AU 47 .

OkamotoZE "W RLi & #, I 375 5 /K F-CEAJE MG INSCLC
Bz H AR RIRTT I RAETUE T [ R S U )
16615145 32 3 AL B Je iR IT I NS CLC /B 5 1 143 AT

R INCEAIK - Fh i 1 55 B B 425 1) 2% LA S PRSI {2
Fio APPSR T RS, IR —E T
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Tab 4 Correlationship between tumor markers and gene variation
Group Patient Gene variation Number Elevated tumor Number of PFS (months)
of gene markers elevated tumor
variations markers
A 1 POM121L12, UNC13A 2 CEA, CYFRA21-1 2 42.8
A 2 EGFR L858R, TP53 2 CEA, CA199 2 6.53
A 3 EGFR 19 exon del, TP53 2 CA125 1 5.67
CEA, CYFRA21-1,
A 4 EGFR L858R, TP53, APC 3 2 16.3
CA125
EGFR19/T790M/c.2389T>A CEA, NSE, CYFRA21-1,
B 7 4 5 11.37
p.C7975/ ¢.2390G>C p.C797S CA125, CA199
EGFR L858R,T790M, IDH2R172G
CEA,NSE, CYFRA21-1,
B 8 and CTNNB1 S37C mutation, 7 5 2217
CA125, CA199
MDM2 and CDK4 amplification
EGFR G719S/D837Y/L861Q, CEA, NSE, CYFRA21-1,
B 9 5 5 6.43
TP53, MLL3 CA125,CA199
10 None 0 CEA, NSE, CYFRA21-1 3 12.4
CEA, NSE, CA125,
1 EGFR L858R/T790M 2 4 2.1
CA199
CEA, CYFRA21-1,
12 EGFR 19 exon del, TP53 2 3 11.07
CA125
CEA, CYFRA21-1,
13 PTEN, EGFR 19 exon del, TP53 3 3 NA
CA125
CEA, SCC, CYFRA21-1,
5 EGFRL858R, TP53 2 4 8.8
CA125
EGFR L858R/T790M, ERBB2, CEA, CYFRA21-1,
6 4 3 14.33
TP53 CA125

NA: not available.

INCEA/K -, EGER-TKIsY 7RI AT

AR, EGERZEZE T ifi )i % EGFR-TKIs A i
S, BEERZEPY, WP R T TR P R IAR Sk 43
MrE AR, JEFIb, AWFIERE T EGFRIE AL I HA M
WRdE BB, AT HT R R ) S — LK EGFR-TKIsJ AL
K AEAERIA T, & BT AT CEAT & & Y7 RUE i . PFS
FER, HEEAENSCLCHZE R —3, RAFMNSCLCH] i#
TTEGFRIZIR I IIAKT K STATHE TS , oG TI%
G, TR BT A DG T CEARY R 5 | i
I CEATHE ", it LLCEAT} i #% Al REEGFRZE/% 4 JiF o
5, TMEGFRIEAS I AL 5 TRIsS Ak 2 IEMI LD, Fik
AR g 5 OC

AWEFE H A S8 B TR YT IR 1A RN T I
PR, KBLCEA. CA125 T [ 35 TKIsY 7 R8T,

X— GV SIS AR A, i1 & BLEGFR-
TKIsi37 J5 CEATN R B HREMIRIT h ikt . &)k %
COTRE RN MR I G YT IS CEA TR MRS DU v, R
BLCEAT#% T B & B CEASCTH G B B 7 RO 4. i A
5% 1 TY7 J5 CEART IR A s G —,  FFARM R I b s
YA A T T AR ST

Bk T CEA, AH 56 % HoAth Bl g 7 75 4 55 EGER-
TKIsJF AT 1 o0 tr. H, RESTRUTFRLK,
CYFRA21-1 ( 3= % iy Jib 7 41 ifL R 38 2 20 AR &5 RSk
e ) H15PFS, OSEMAH XK, #5243 WiBarlesi,
TanakaZ&""* | ) HCYFRA21-17} 15 % # 2 EGFR-TKIs]4
JPIGPESHIAL (7.5 vs 13.310 1) , OSHF 2R,
{H A4 P A N CYFRA21-1 5 EGFR-TKIsiA Y7 5 [
FEIFTOAH G . XL 45 M 22 BT RE S FEA /N |
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Br, EHFTEIA R CAL2S T i 2 34 A 77 R i B, 1
TR RFE N Ry W I TOAH L — T LRI Y
B TKIs FIEGFRELAT 0] LFI il 68 40 i CA 125 () ik, [H
X 55 R CAL2S YR B AT 520, BT LA ML CA 128 7K
R B B TKIs L S 2™ Bl Xt FCAlL2S,
CYFRA21- 1% HA il 47 2 90 % EGFR-TKIs 157 1 52
M, [ AN B A

TN, ARSI X 22 R bR A W T s AT Ay
Br, RMILSAEFRAAAE, MR, (B T4
T IR b X TRIST PR AN — , X Rl /DA R () i
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ATHFE RIS BB VAT T H 2 s AR il — AR,
SRR, JEDRAR SR 22 1) BB AT AT e S B 22 0
bR, PIRE-S3EN AR S ANEGER . TPS35878 &I
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