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ABSTRACT

The aim of this study was to explore the clinidfitacy and safety of two different dosage regimeestinib plus
carboplatin versus gemcitabine plus carboplatintire treatment of advanced non-small-cell lung caroia
(NSCLC). The control group received gemcitabines pbarboplatin treatment while the experimental grou
received gefitinib plus carboplatin. The result aerstrated that gefitinib plus carboplatin in theedtment of
patients with advanced NSCLC was effective and wdifiée further clinical investigation should be meanted.
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INTRODUCTION

Recently, the environmental pollution became evesrse than ever before, lung cancer has became bne o
worldwide cancer with the highest morbidity and tabty. The prognosis of lung cancer is very pddore than
80% of lung cancer were non-small cell lung carfbSCLC)[1-2]. Herein, 137 patients of advanced sarall-cell

lung carcinoma NSCLC were randomly divided into ¢hgperimental group (71 cases) and the control g6
cases). The evaluation of the therapeutic effeavels as quality of life indicated that the totdfextive rate of
experimental group and the control group were 77v&¥sus 47.0%(P<0.05), while the disease conttelraas
88.7% versus 78.8% (P>0.05). Compared with therabgtoup, the median survival time of experimemgaiup is
14.5 months. Additionally, the major adverse dregctions (ADR) in the experimental group were egjtinausea,
vomiting and alopecia, in contrast, myelo suppessind gastrointestinal reaction in the controugro

EXPERIMENTAL SECTION

1. General Information: From May 2011 to May 2013137 cases of initially treated patients with adeshc
NSCLC were randomly divided into experimental grauma control group. The experimental group hasatiepts
(male 40 cases, female 31 cases); the median agé2@ years; 39 cases of adenocarcinoma, 21 chsgaamous
cell carcinoma, 11 cases of pathological type lnomwn; 11 cases in llla stage, 21 cases in lllb¢&8es in IV. The
control group has 66 patients (36 males, 30 ferjiatesdian age 61.5 years; 34 cases of adenocaraint®ncases
of squamous cell carcinoma, 13 cases of patholbgipa is unknown; 9 cases in llla stage, 20 caséBb stage,
37 cases in IV. Comparing the generally data ofttéwe groups, the difference was not statisticaiggngicant (P >
0.05).
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2. Inclusion criteria: The Karnofsky score (KPS) before chemotheragy; The expected survival > 4 months; at
least one measurable lesion; before treatment wenérmed by pathology or cytology diagnosis of adeed
NSCLC, Histological staging using the American §@ommittee on Cancer staging syste¢ne heart, liver, kidney
and blood (including coagulation) function is notmezan be evaluated. Exclusion criteria: to givemeration,
radiotherapy or platinum containing preparation foeating in 30 days; obvious systemic chemotherapy
contraindication.

3. Treatment: the experimental group were treated with 250 rafitigib (AstraZeneca company, State Medical
Permitment No.J20100014), fasting or with food oaaay . while the first day a week for 130 mgbarboplatin,
temporary use , put this product into 5% Glucogection 250mL intravenous injection, continuous 8eks for 1
cycles. Patients in the control group first daysieek for 800 mg/m2 gemcitabine (Nanjing Chia Taangjing
Pharmaceutical Co. Ltd., State Medical Permitmemt NM20093404), Physiological saline 250 ml intrames drip
infusion of 30min. Before and after, applying 100 af normal saline infusion +5 mg of dexamethasone
intravenously washing the blood vessels, whilergjwarboplatin (same test group). Two groups afpt during
treatment can be given analgesia and nutritionppet or other symptomatic treatment. When therdisease
progression or intolerance of adverse reactiossoditinue the medication.

4. Outcome measures. Imaging study evaluated the efficacy of two cgcédter treatment, continue to give drug
treatment if effective, a total of 3 to 5 cyclesery 3 months to review a chest and abdomen Bsdltrad CT. The
recent efficacy was evaluated by the response atiatu criteria in solid tumors(RECIST).divide intmmplete
remission(CR), partial remission(PR), progressibnlisease(PD) and stable disease(SD). CR: The kresions
disappeared and maintained for at least 4 weeksTR& maximum diameter of the tumor decreased B8g,3hd
maintained for more than 4 weeks. PD: The largegiles size increase of 20% or a new lesions ap&ar.All
other lesions. Total disease control rate = (CR+$R+ total number X 100%, total disease efficiercfCR+PR)

/ total number x 100%. Evaluation of the adversetiens with USA NCI toxicity criteria, Follow upaf the date
of January 30, 2014, follow-up for the telephonkofe-up.

5. Statistical methods: Statistical analysis was performed using SPSS1&tare, count data were compared by
usingy 2 test, with P <0.05 was considered statisticgilipificant.

RESULTS

1. Comparison of the therapeutic effect: The test group CR + PR patients with a total o€&ses, SD 8 cases, PD
8 cases, the median time to progression was 6.3h®othe median survival time was 14.5 months. fEsegroup
and the control group the total effective rate W&5% and 47% (P < 0.05), the total disease condtels were
88.7% and 78.85 (P > 0.05), the 1 year survivalsgatere 66.9% and 47.6% (P < 0.05, table 1).

Table 1. Comparison of the therapeutic effect (%)

Outcome measures Experimental group(n=71 Control group(n=66) P
Total disease efficiency%) 77.5 47.0 0.009
Total disease control rat€%) 88.7 78.8 0.117
Median time of progressiodmonth 6.5 6.1 0.217
Median survival time(month 145 11.8 0.034
1-year survival ratel %) 66.9 47.6 0.015

Table 2 Adver sereactions of the two groups of patients (cases (%))

ADR Experimental groupg{n=71 Control group (n=66)
Class| ClassliClass lI-IV  Class| Class lIClass IIF-1V
Acne-like rash 13(18.25(35.2) 14(19.3) 3(45) 7(10.6) 1(1.5) 0.009
Neutropenia 3(4.2)7 (9.8 119 460 7106 345 0.017
Anemia 2(2.8) 3(4.2) 1(1.4) 4(.0) 5(7.6) 2(3.0) 0.021
Thrombocytopenia 4 (5.6)6 (8.4 2(2.8) 2(3.0) 9(13.® 2(3.0 0.340

Nausea, vomiting, diarrhd® (25.3)11 (15.5) 6(8.4) 24 (36.9 15(22.7) 7(10.6) 0.016

2. Comparison of ADR: experimental group patients with acne like rash58 cases (74.7%), 35 cases of
gastrointestinal reaction (49.3%), including di@ahnausea, vomiting, loss of appetite and soltwe control group

of patients with hematological adverse reaction 3® cases (74.6%), Including anemia, neutropenia and
thrombocytopenia. After oral administration of legen and Batilol, the situation improves. Gastestihal
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reactions in 46 cases (69.7%, Table 2). Two gradigstients have one case of phlebitis, Controligrioad 2 cases
of mild liver function damage, all the adverse taats of patients can be tolerated, no treatmeateae deaths.

DISCUSSION

The advanced NSCLC patients(Class 1l1I~1V), totaitpre than 60% of lung caner patients, achieved 4080%
effective rate of chemotherapy [3]. Epithelial gtbhviactor receptor(EGFR) is the epidermal growittdareceptor
family member. EGFR are exist in specific mutatglioblastoma and most epithelial cancer[4]. Recesearch
indicated that EGFR-positive cancer patients wi@FR inhibitors achieved over 60% therapeutic efficiy, both
of the response rate and effective rate were btéar that of conventional chemotherapy [5]. Geiitiis the first
selective inhibitor of epidermal growth factor rpta's (EGFR) tyrosine kinase domain. Thus gefitisian EGFR
inhibitor, it is only effective in cancers with natéd and overactive EGFRefitinib has been used for certain breast,
lung and other cancers[6-9]. In May 2003, the Fppraved gefitinib for NSCLC treatment. Currenthgfiinib
has been marketed in more than 64 countries amohedressa Pan-Asia Study is a randomized, deolbie study
of large-scale. Comparing the efficacy of gefitinitus carboplatin and (or) paclitaxel first-lineeatment of
advanced NSCLC, phase Il clinical trials of itissf four stages were confirmed gefitinib therapyNSCLC patient
population in advantage.

We conducted a comparative analysis about theaeffiand safety of gefitinib plus carboplatin vergasncitabine
plus carboplatin curative effect in treatment ofvatted NSCLC. The results showed that the effigieot
experimental groug 74.6% was better than the control group (47.0%, P = Q,00@dian survival time compared
with control group was extended (14.50 vs 11.89,(P034), 1-year survival rate was also higherq&6vs 47.6%,
P = 0.015). However, the disease control rate aedian time to disease progression were almostahe sthe
difference was not statistically significant (P>0%). EGFR mutations are more common in Asians, wgraed
non-smoking patients [10-11]. Therefore, in ChinB&CLC patients, gefitinib therapy improves thessivity to
chemotherapy and targeted, to prolong the mediavivall time and improve the survival rate. Adverdrug
reactions in the control group mainly for neutropesind anemia, this may be related to the effectemcitabine
on hematopoietic function. The experimental grouginty for acne-like rash, rash severity over tintadyally
reduced, consistent with the literature [12]. Inditidn, the occurrence of gastrointestinal reactionthe

experimental groug Classll~1V ) were higher than control group. (8.4% vs 10,6%= 0.016).
CONCLUSION

In summary, gefitinib plus carboplatin in the treant of advanced NSCLC have better clinical resautis less side
effects. The dosage regimen is expected to playnportant role in the treatment of NSCLC, but stidled further
clinical practice and observation due to the lishiteimber of clinical cases.
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