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Clinical observance of Erlofinib as first — line therapy for advanced non - small cell lung
cancer directed by epidermal growth factor receptor mutations examined by direct se-
quence of DNA
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[ Abstract] Objective: To study mutations in exons 19,21 of epidermal growth factor receptor (EGFR) gene in ad-
vanced non — small cell lung cancer (NSCLC) ,and evaluate the efficacy and safety of erlotinib as first ~ line therapy
for advanced NSCLC. Methods ; From November 2007 to January 2009, a total of 110 advanced NSCLC patients were
selected DNA was extracted from paraffin — embedded tissues and exons 19,21 of the EGFR mutations were analysed
by direct sequence of PCR products. There were 31 patients with EGFR mutation 30 of them were treated with 150 mg
oral doses of erlotinib once daily until the disease progression or intolerable toxicity. To observe response rate( RR),
disease controle rate( DCR) ,overall suvival ( OS) ,free progression — free survival (PFS), 1 — year survival (1Y -
S) and toxicity. Results; There were 31 EGFR mutations (28% ) in 110 patients, including 18 (58% ) cases of in-
frame deletion del E746 — A750 in exonl9 mainly and 13 (42% ) cases of substitution in exon 21 (all are L858R)
with EGFR mutation. EGFR mutation was higher in females 40% (21/53) , adenocarcinoma 33% (30/92) and no -

~ smokers 46% (22/48 ) than that in males ,non — adenocarcinoma and smokers. A total of 30 advanced NSCLC patients

with EGFR mutations were enrolled and treated with erlotinib. In these 30 patients,3 cases had complete response,21
had partial response and 5 had stable disease,1 had progressive disease. The response rate (RR) and disease control
rate (DCR) after administration of erlotinib were 80% (24/30) and 97% (29/30) ,respectively. To date,twenty pa-
tients are still alive. Hence ,the median OS has not yet been reached ,the media progression — free survival time( PFS)
werell. 4 (95% CI:10.9 —11.9) months. The one — year survival rate was 78% (95% CI:63.2 -93.5). The most
common side effects were rash(60% ) and diarrhea(20% ) , however, most of the toxicities usually were mild. Con-
clusion; It was highly effective to use direct sequence of DNA from advanced NSCLC specimens to determine EGFR
mutations, This study showed that erlotinib is very effective and well tolerated as first — line therapy for advanced
NSCLC based on their EGFR mutation status . Erlotinib is one of the best drug for the treatment of advanced NSCLC
patients.
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Tab.1 Clinical characteristics of 110 advanced NSCLC patients who
received the EGFR mutation analysis(n =110) n(% )

Characteristics n
Age(year) 55 (31-81)
Sex

Male 57(52)

Female 53(48)
Smoking histery

Never — smoker 48(44)

Smoker 62(56)
Histology

Adenocarcinoma 92(84)

No - adenocarcinoma 18(16)
Stage

1, 18(16)

I, 30(27 )

v 62(57)
PS

0 37(34)

1 58(53)

2 15(13)
Specimen

Surgery 25(23)

Transbronchial biospy 52(47)

Aspiration biospy 33 (30)

%2 EGFR EFREFEHE(n=31)
Tab. 2 Type of EGFR mutations{n =31)

Type of mutations n(%)
Exon 19(58)
R748 - P753 8(26)
E746 - A750 10(32)
Exon 21 L858R(T8219G) 13(42)

£3 19 5pBFHREZRIE(ET46 - A750)
Tab.3 Exon 19 deletion mutant( E746 — A750)

Codon No: 744 745 746 747 748 749 750 751

Ref Seq:NM_005228.3: ATC AAG GAA TTA AGA GAA GCA ACA

Sample GOS8 : ATC AAG GAA TTA AGA GAA GCA ACA

+&4 21 5pBF AR LRS8R(T2819G)
Tab.4 Exon 21 L858R mutant ( T2819G)

Codon No: 856 857 858

TIT GGG CTG

859 860

Ref Seq:NM_005228.3.; GCC AAA

Sample G10:

2.3 EGFR REHMEF R HIEHRISE

EGFR RN RARE F , Lt RAR 40% (21/53) , B
17% (10/57) ; BRHE 5 A5 3 33% (30/92) , 5 5% (1/18) ;
JERIRE , RALH 46% (22/48) ,RIRH 14% (9/62) , 3% 5
HH#EE,P <0.05; RAR 5 . PS W4 i BB T X
TG ERNL,P>0.05, L% 5,

TIT GGG C(T/G)G GCC AAA

F5 ECFRRTHMTFLEBMOMWEBE n(%)
Tab.5  Clinicopathological characteristics of mutational EGFR and

wild - type EGFR patients n(%)
Characteristics EGFR(+) EGFR(-)
(n=31) (n=79)
Sex
Male 10(32) 47(59) <0.05
Female 21(68) 32(41)
Smoking history
Never — smoker 22(71) 26(33) <0.05
Smoker 9(29) 53(67)
Histology
Adenocarcinoma 30(97) 62(79) <0.05
No - adenocarcinoma 1(3) (17(21)
Stage
I, , 6(20) 12(15)  >0.05
I, 10(32) 20(25)
v 15(48) 47(60)
PS
0 12(39) 25(32) >0.05
1 14(45) 44(56)
2 5(16) 10(12)
SpecimenH
Surgery 8(26) 17(22) >0.05
Transbronchial biospy 18(58) 34(43)
Aspiration biospy 5(16) 28(35)
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Fig. 1 Progression — free survival (PFS) curve of patients who re-
ceived erlotinib (n=30)
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Tab.6 Response rate NSCLC patients who received erlotinib (n =

30) n(% )
Item n(%) 95% CI
CR 3(10)
PR 21(70)
SD 5(17)
PD 1(3)
ORR 24(80) 60.2-92.7
DSR 29(97) 88.1-96.4

Cl= Con.ﬁder.lce interval
®7 30PHIEERERIQITH NSCLC BHEEXELRRRE n(%)

Tab.7  Major side effect of erlotinib in 30 NSCLC patients who
bearing EGFR mutations (n =30) n{%)
Grade Grade
Advers events n(% )
1-2 3-4
Rash 17(57) 1(3) 18(60)
Diarthoea 6(20) 0(0) 6(20)
Dry skin 3(10) 0(0) 3(10)
Anorexia 5(16.7) 0(0) 5(16.7)
Nail changes 2(6.7) 0(0) 2(6.7)
Dental ulcer 2(6.7) 0(0) 2(6.7)
Hand - foot syndrome 2(6.7) 0(0) 2(6.7)
Elevated transaminase 3(10) 0(0) 3(10)
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Application of combined detection of CEA and CA15 -3 in the serum from patients with

breast cancer

ZHUANG Shanshan, FANG Yusen,CHEN Jiongyu, WENG Xuefen
Cancer Hospital of Shantou University Medical College ,Guangdong Shantou 515041, China.
[ Abstract] Objective:To investigate the diagnostic value of detection of CEA and CA15 —3 in serum of patients

with breast cancer. Methods: Serum levels of CEA and CA15 -3 were measured by electrochemiluminescence assay

in 116 breast cancer patients and 94 patients with benign breast tumor. Results: The levels of CEA and CA15 -3 in

patients with breast cancer were obviously higher than those in control group with benign tumor (P <0.01) , sensitivi-
ty of combined detection was significantly increased (P <0.05). Conclusion: Combined detection of CEA and CA1S

[ WEEHE] 2011 -03 -23
[#&EHH#E] 2011 -04 -03
[#eFEh] WkRZEXEHMBMBER, &R Wk 515041

[fEE®/N) EWMA (1974 - ), &, 7 RIWEN, RRIF, FENEKREE T/,
CEBRIEE] BRME(1979 -) %, AU, BRI, EENE MBS FAEYTAE, E - mail: chenjiongyu2010@ 163. com



