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[ Abstract ] Background and objective Patients with locally advanced or metastatic non-small cell lung cancer
(NSCLC) should be treated with first-line and second-line chemotherapy or target therapy according to the lung cancer guide-
lines. However, no recommended treatments are available after failure to these treatments. In our study, the efficacy and safety
of combined chemotherapy of vinorelbine and ifosfamide as third-line therapy or beyond for advanced NSCLC was evaluated.
Methods A total of 41 patients took a combination of vinorelbine and ifosfamide as third-line or above chemotherapy in Pe-
king Union Hospital between May 2010 and May 2014. They were pathologically or cytologically confirmed as having locally
advanced or metastatic NSCLC. Clinically measurable lesions existed, and Eastern Cooperative Oncology Group performance
status ranged from 0 to 2. No serious complications were observed in the hematopoietic system, and liver and renal functions
were normal. Results The 41 patients enrolled in this study were given 150 cycles of chemotherapy, of which 23 cycles (15.3%)
were delayed or dose-adjusted. Results of the objective response evaluation showed that 3 cases had objective partial response
(7.3%) and 25 cases were stable (61.0%). The median progression-free survival time was 5.5 months, and the median overall
survival time was 10.5 months. Hematological toxicity was the most frequent adverse event. Grade 3/4 neutropenia had 10.7%
occurrence; grade 3/4 white blood cell decrease had 8.7%; and grade 3/4 anemia had 8.7%. All adverse events were manage-

able, and no drug-related death was found. Conclusion Vinorelbine and ifosfamide as third-line treatment and beyond of
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NSCLC were well tolerated. Most patients can benefit from this combined chemotherapy. A clinical trial with large samples is

necessary to prove whether overall survival will .
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Tab 1 Clinical characterisics of 41 patients

Factor n Proportion (%)
Gender

Male 27 65.8

Female 14 34.2
Age (yr)

=60 18 43.9

<60 23 56.1
ECOG PS

0 29 70.7

1 9 22.0

2 3 73
Pathological type

Squamous 15 36.6

Adenocarcinoma 22 53.7

Unknown 4 9.8
Differentiation

Low 10 24.4

Median 8 19.5

High 3 73

Unknown 20 48.8
TNM stage

Illb 3 73

\Y 38 92.7
Prior treatment

2 24 58.5

>3 17 415
EGFR-TKI before

Yes 24 58.5

No 17 41.5

ECOG: Eastern Cooperative Oncology Group; PS: performance status;

EGFR: epidermal growth factor receptor; TKI: tyrosine kinase inhibitor.
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Tab 2 Administation of NI chemotherapy

Cycle number n Treatments administrated Treatments omited
NVB IFO NVB IFO
1 41 77 121 5 2
2 33 65 99 1 0
3 27 51 78 3 3
4 20 37 60 3 0
5 15 30 45 0 0
6 14 26 42 2 0
Sum 150 286 445 14 5
NVB: Vinorelbine; IFO: Ifosfamide.
%< 3 PFSHTEIRY E IR KRB R L E R
Tab 3 Univariate analysis of PFS between clinical factors
Factor n PFS (mo) Range X2 P
Gender 0.261 0.609
Male 27 5.2 3.4-7.0
Famale 14 3.8 1.1-6.5
Age (yr) 0.471 0.492
=60 18 47 3.2-6.2
<60 23 3.8 1.5-6.1
ECOG PS 0.558 0.455
0 29 3.8 0.6-7.0
1-2 12 4.3 3.5-5.1
Pathological type 3.417 0.065
Non-squamous 26 5.0 2.9-7.1
Squamous 15 2.7 0-5.5
Treatment line 0.409 0.522
3 24 3.8 2.1-5.5
>3 17 5.3 2.2-54
EGFR-TKI before 0.115 0.735
Yes 24 5.0 3.7-6.3
No 17 3.8 2.2-54
EGFR gene mutation 4.065 0.131
Negative n 7.9 3.6-12.2
Positive 8 3.8 2.8-4.8
Unknown 22 2.7 0-5.6

PFS: progression free survival.
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Tab 4 Univariate analysis of OS between clinical factors

Factor n 0S (mo) Range X2 P
Gender 0.301 0.583
Male 27 8.4 3.2-13.6
Famale 14 13.2 9.4-17.0
Age (yr) 0.257 0.612
=60 18 10.5 4.0-17.0
<60 23 9.9 3.4-16.4
ECOG PS 0.018 0.892
0 29 13.8 6.6-21.0
1-2 12 8.4 1.4-15.4
Pathological type 4.084 0.043
Non-squamous 26 13.2 8.6-17.8
Squamous 15 7.1 0.4-13.8
Treatment line 0.026 0.872
3 24 8.4 0-17.8
>3 17 10.5 6.3-14.7
EGFR-TKI before 1.350 0.245
Yes 24 13.2 10.1-16.3
No 17 71 0.2-14.0
EGFR gene mutation 8.182 0.017
Negative n 13.8 0-30.5
Positive 8 13.2 0.3-26.1
Unknown 22 47 0-10.8
0S: overall survival.
1.0 censored
1.0 censored
0.8
£ ‘_g 0.8
200 S 06
E g
5 o4 = 04
0.2 £
0.2
0.0
0.00 5.00 10.00 15.00 20.0 25.00 30.00 00
0.00 10.00 20.00 30.00 40.00 50.00

PFS/month
B 1 ZfRimist R EFR E#IKaplan-Meierii 2k
Fig 1 Kaplan-Meier curve of PFS

KIGITIE I HANSCLC 3, PRIY1/29 (3.4%), SD 9/29
(31.0%) , F1{iPFS 4.51~H, H1{,0S 101~H . X B /RN
RAIEFIZRZYIRYT 5 A =P B B 22 R, (H 25008

0S/month
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Fig 2 Kaplan-Meier curve of OS
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Tab 5 Adverse events of chemotherapy

Adverse event All events 3/4 degree events
n % n %
Decrease of hemoglobin 63 42.0 13 8.7
Neutropenia 40 26.7 16 10.7
Decrease of white blood cells 44 29.3 13 8.7
Anorexia 19 12.7 1 0.7
Nausea 24 16.0 2 13
Vomit 1 73 2 1.3
Peripheral neuropathy 16 10.7 0 0
Pain 24 16.0 1 0.7
Fatigue 13 8.7 1 0.7
Infection 9 6.0 7 47
Fever 8 53 0 0
Fever with neutropenia 4 2.7 4 2.7
Constipation 4 2.7 0
Diarrhea 1 0.7 0
Abnoral ALT 3 2.0 1 0.7
Pulmonary embolism 1 0.7 1 0.7
lleus 1 0.7 1 0.7

ALT: alanine transaminase
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