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[ Abstract ] Background and objective There is no standard treatment for advanced non-small cell lung cancer
(NSCLC) after the failure of two lines of chemotherapy, S-1 as the third generation of fluorouracil derivate with well safety
and low toxicity, presented some efficacy in lung cancer treatment. The aim of this study is to explore the efficacy of S-1 for
advanced NSCLC patients treated with two or more prior chemotherapy regimens. Methods We performed a retrospective
analysis of 105 NSCLC patients treated with S-1 monotherapy or S-1 contained chemotherapy as the third or more line of
treatment in our hospital from January 2014 to April 2017. S-1 was administrated orally twice daily for 2 weeks, followed by
one week of rest, the dose of drug was determined by body surface area (<1.25 m®, 80 mg/d; 1.25 m’-1.5 m’, 100 mg/d; 21.5
m’, 120 mg/d), platinum or the third-generation chemotherapy drugs could be combinedly used. Clinical response was as-
signed every cycle according to Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1, Kaplan-Meier analysis
was used to estimate progression-free survival (PFS). Results 42 patients received S-1 monotherapy, the other 63 patients re-
ceived combined regimens, the median treatment line was 4 (3-11) and the median treatment cycle was 2 (1-14). No complete
response (CR) were observed, there were 4 patients with partial response (PR), 34 patients with stable disease (SD) and 67
patients with progressive disease (PD), the objective response rate (ORR) was 3.81%, disease control rate (DCR) was 36.19%.
The median PFS was 1.90 months (0.67 months-10.83 months), no difference between monotherapy and combined group
(DCR: 28.56% vs 41.27%, P=0.185), the liver metastasis showed poorer PFS (1.40 months vs 1.93 months , P=0.042). Con-
clusion S-1 presented some activity in advanced NSCLC treated with more than two lines of treatment. The addition of other

drugs cannot improve efficacy. S-1 monotherapy can be used as a choice for heavily-treated patients.
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Tab 1 Clinical characteristics of 105 patients with advanced
NSCLC

Clinical characteristics n (%)
Gender

Male 30(28.57)

Female 75(71.43)
Age (yr)

<65 90 (85.71)

>65 15 (14.29)
ECOG

0-1 80 (76.19)

2 25(23.81)
Pathological subtype

Squamous 36 (34.28)

Non-squamous 69 (65.71)
EGFR

Positive 13 (12.38)

Negative 43 (40.95)

Unknow 49 (46.67)
ALK

Positive 3(2.86)

Negative 38(36.19)

Unknow 64 (60.95)
S-1 monotherapy 42 (40.00)
Combined-chemotherapy 63 (60.00)

Platinum 33(31.43)

Docetaxel 17 (16.19)

Paclitaxel 6(5.71)

Gemcitabine 4(3.81)

Irinotecan 3(2.86)
Therapy lines

3 45 (42.86)

>4 60 (57.14)
Metastasis number

1-2 66 (62.86)

3-6 39 (37.14)
Liver metastasis 17 (16.19)
Brain metastasis 32(30.48)

ECOG: Eastern Cooperative Oncology Group; NSCLC: non-small cell
lung cancer; EGFR: epidermal growth factor receptor.
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Fig 1 PFS of 105 advanced NSCLC patients treated with S-1.
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subtype. PFS: progression-free survival.
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Tab 2 The S-1 (mono- and combined therapy) efficacy analysis of clinical characteristics of advanced NSCLC patients treated with more than

two lines of chemotherapy

Characteristic n DCR X2 P PFS (months) P
n (%) Median (95%(Cl)

Gender 1.996 0.158 0.932
Male 75 24 (32.00) 1.87 (1.43-2.37)
Female 30 14 (46.67) 1.90 (1.196-2.538)

Age (yr) 0.122 0.727 0.549
<65 90 36 (40.00) 1.90 (1.49-2.31)
>65 15 2(13.33) 1.63 (0.00-4.15)

Pathological subtype 0.753 0.385 0.367
Squamous 36 11 (30.56) 1.73 (0.61-2.86)
Non-squamous 69 27 (39.13) 1.93 (1.24-2.63)

EGFR 0.747 0.486
Positive 13 4(30.77) 1.83(1.03-2.64)
Negative 43 17 (39.53) 1.87 (1.01-2.72)

Combined-chemotherapy 1.760 0.185 0.842
Yes 63 36 (41.27) 2.03 (1.55-2.52)
No 42 12 (28.57) 1.63 (0.89-2.37)

Therapy lines 1.241 0.265 0.081
3 45 19 (42.22) 2.03 (1.66-2.08)
>4 60 19 (31.67) 1.87 (0.68-3.39)

Metastasis number 0.002 0.962 0.252
1-2 66 24 (36.36) 1.90 (1.24-2.56)
3-6 39 14 (35.90) 1.83 (1.06-2.61)

Liver metastasis 3.020 0.082 0.042
Yes 17 3(17.65) 1.40 (0.73-2.07)
No 88 24(39.78) 1.93 (1.32-2.55)

Brain metastasis 0.066 0.798 0.138
Yes 32 11 (36.99) 1.90 (1.24-2.49)
No 73 27 (34.38) 1.87 (1.35-2.45)

EGFR: epidermal growth factor receptor; DCR: disease control rate.

ML, HP3R-4% K E R N36.51% (23/63) o 6 FKflo

il (9.52) FE P A sl s o Bk (B SR VT 4491
(6.35%) , ¥N1GE-29,

3 Tig

AWFIE R BT A = ML EINSCLC
BE A — I, Bl 30% 0 B E 1T )5 N 15
#l, FAIPESZ2AA o BEAEAF TR Lk R L
R EE Y, BERPASKAIRITHDCRA

HHT, 2430697 G ITRE A i — 2B 5 myT AL
FEAE4 L, Kim &P A — 0 L1 BF 5T 588 s 75 1R
A B o7 B Bl sl 2 PO A BEIG T =4k D F A I ORR
MO, DCRA14.3%, JraliAtE, 2 ki iy —
I [ JB5PE T S T K A AR IR R B 2 BT
M HAINSCLCHIDCR }64.7%, W {iPFS 3.0 H, J7
RO AT o HX B IR 580 B B 5 (<20f9)) , H
B ARSI A R O RIRYT, AREEeE M &
UL B BATMBE B, BAHZ5DCRE T

14.3%-50.0%, "4 PFS K24~ -34 7, |[HERAT] K| H (41.27% vs 28.56% ) , {HAREG ¥R
PR ] £ g

www.lungca.org



442 - o ] il g 2 E20184E 6 H 21856 Chin J Lung Cancer, June 2018, Vol.21, No.6

3 BHRALRT =& R EBIINSCLCERE BT S IR RAFE ST

Tab 3 The S-1 (monotherapy) efficacy analysis of clinical characteristics of advanced NSCLC patients treated with more than two lines of

chemotherapy
Characteristic n DCR X2 P PFS (month) P
n (%) Median (95%Cl)
Gender 0.210 0.359 0.115
Male 35 11 (31.43) 1.03 (0.26-1.80)
Female 7 1(14.29) 1.73 (0.73-2.74)
Age (yr) 0.588 0.443 0.383
<65 36 10 (27.78) 1.53 (0.46-2.61)
>65 6 2(33.33) 1.63 (0.00-7.07)
Pathological subtype 0.131 0.717 0.240
Squamous 14 3(21.43) 1.03 (0.61-1.46)
Non-squamous 28 9(32.14) 1.77 (0.64-2.89)
EGFR 1.000 0.452
Positive 16 2(12.50) 1.63 (1.18-2.09)
Negative 7 5(71.43) 1.33(0.56-2.10)
Therapy lines 0.131 0.717 0.285
3 14 6(42.86) 1.53(0.43-2.63)
>4 28 6(21.43) 1.63(0.89-2.37)
Metastasis number 0.131 0.717 0.234
1-2 28 9(32.14) 1.73 (0.87-2.60)
3-6 14 3(21.43) 1.63 (0.89-2.37)
Liver metastasis 2.216 0.145 0.001
Yes 12 1(8.33) 1.00 (0.66-1.33)
No 30 11 (36.67) 2.40 (1.24-3.56)
Brain metastasis 1.185 0.276 0.122
Yes 10 1(10.00) 1.03 (0.00-2.22)
No 32 11 (34.38) 1.63 (0.99-2.28)

(P=0.185) , — A RRSFEARANLAL; J—
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[ A 2 BTG 18 2 B2 s K B IR YT, o B A [m] g 2
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VIOl 25 T —4RIGYT, HE BRSE RN 245 W7 A5G ikl
TS
AAFIPSSILE Y I 2 B 5 A R 7 — LAk yT

EGFRIBUR IS AR 1 /5 Y7 AU TEGFREFAE RIS, 2
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Tab 4 The S-1 (combined regimen) efficacy analysis of clinical characteristics of advanced NSCLC patients treated with more than two lines of

chemotherapy
Characteristic n DCR X? P PFS (month) P
n (%) Median (95%Cl)

Gender 3.477 0.062 0.206
Male 40 13 (32.50) 1.90 (1.59-2.21)
Female 23 13 (56.25) 2.30(1.20-3.40)

Age (yr) 0.025 0.875 0.588
<65 54 26 (48.15) 1.93 (1.45-2.41)
>65 9 0 2.30(0.45-4.15)

Pathological subtype 0.336 0.562 0.805
Squamous 22 8(36.36) 1.90 (1.17-2.63)
Non-squamous 41 18 (43.90) 2.03(1.16-2.91)

EGFR 0.649
Positive 6 2(33.33) >0.999 1.83(1.04-2.63)
Negative 27 12 (44.44) 1.90 (0.83-2.97)

Therapy lines 0.011 0.916 0.198
3 31 13 (41.94) 2.30(0.88-3.72)
>4 32 13 (40.63) 1.90(1.53-2.27)

Metastasis number 0.127 0.721 0.629
1-2 38 15 (39.47) 1.90 (0.89-2.91)
3-6 25 11 (44.00) 2.03 (1.54-2.52)

Liver metastasis <0.001 >0.999 0.463
Yes 5 2(40.22) 2.60 (0.60-3.60)
No 58 23 (39.66) 1.90 (1.37-2.43)

Brain metastasis 0.336 0.562 0.494
Yes 22 10 (45.45) 2.03(1.23-2.84)
No | 16(39.02) 1.93 (1.26-2.61)

Combined agent 0.101 0.751 0.078
Platinum 33 13(39.39) 1.83(1.01-2.66)
Others 30 13 (43.33) 2.60 (1.57-3.63)

AR ADCRN (84.0% vs 60.4%, P=0.001) , JfH
EGFRE L PESH M 57 [ % ( HR=0.654, 95%CI:
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