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ABSTRACT
Background: Assess clinical, subclinical characteristics of stage IB-IIIA non - small cell lung cancer 

patients (NSCLC). Evaluating the result of adjuvant vinorelbine plus cisplatin in completely resected stage 
IB - IIIA NSCLC.

Methods: Descriptive study of 70 patients completely resected stage IB - IIIA non - small cell lung cancer 
were received adjuvant vinorelbine plus cisplatin chemotherapy at Hanoi Medical University Hospital from 
01/2016 to 6/2020.

Results: The mean age of 56.94 years old, male: female ratio was 2.9:1. 23 (32.8%) patients had 
postoperative stage IB disease, 24 (34.3%) had stage IIA disease, 13 (18.6%) had stage IIB disease and 
10 (14.3%) had stage IIIA disease. The major histological type was adenocarcinoma (78.6%). Median 
disease free survival was 29.10 ± 1.63 months, and 3 - year survival was 41%. Chemotherapy caused 
hematologic side effects in 66.67% of patients including neutropenia in 61.4% and grade 3/4 neutropenia in 
28.1%. Non - hematologic toxic effects of chemotherapy were reported at low rates and almost mild (grade 1/2).

Conclusions: The vinorelbine - cisplatin regimen is an effective regimen in the adjuvant treatment of 
non - small cell lung cancer, the study showed that the results in disease - free survival and overall survival 
were comparable to those of other studies in the world. The most common side effect was neutropenia, the 
other side effects were reported at low rate and usually mild.
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I. INTRODUCTION
Lung cancer is one of the leading causes of 

cancer death in Vietnam. GLOBOCAN 2021 
reported 26262 new cases of lung cancer and 23797 
cases of cancer death due to lung cancer in 2021 
[1]. Approximately 85% of lung cancers are of the 
non - small - cell lung cancer (NSCLC) type, and 
for patients who present with early stage NSCLC 
(approximately 30%), surgery is the initial treatment 
of choice [2].

Adjuvant chemotherapy is indicated for patients 
with stage IB - IIIA after radical surgery. Cisplatin 
- based adjuvant chemotherapy has been shown by 
many studies to be effective in prolonging overall 
survival and reducing recurrence rates [3].

Vinorelbine is a new semi - synthetic Vinca 
alkaloid, which has been shown to be effective in 
adjuvant treatment of NSCLC in clinical studies 
when used alone or in combination [4].
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In randomized trials comparing the Vinorelbine 
plus Cisplatin regimen with previous regimens 
such as Cisplatin alone or Cisplatin in 
combination with Etoposide or another Vinca 
alkaloid, the dual Vinorelbine - Cisplatin regimen 
was superior. Phase III trials have demonstrated 
the advantages of a combination regimen of 
Vinorelbine with cisplatin in adjuvant therapy in 
patients with NSCLC that have shown to prolong 
disease-free survival as well as overall survival 
[5 - 7]. Due to its effectiveness and superiority, 
Vinorelbine - Cisplatin regimen has become an 
accepted regimen in the world and in Vietnam in 
adjuvant treatment of NSCLC.

Currently, there have been veryfew Vietnamese 
studies evaluating the effectiveness and safety 
of this regimen. Therefore, we conducted thisto 
evaluate the treatment result of adjuvant vinorelbine 
plus cisplatin in completely resected stage IB - IIIA 
NSCLC.

II. PATIENTS AND METHODS
2.1. Patients
70 stage IB - IIIA non-small cell lung cancer 

patients were treated with adjuvant vinorelbine - 
cisplatin at Hanoi Medical University Hospital from 
January 2016 to April 2021. 

Inclusion criteria:
- Patients diagnosed with stage IB - IIIA NSCLC 

(AJCC 8th)
- Histopathology was non-small cell carcinoma.
- Performance status (PS) 0-1.
- Patients received initial curative surgery.
- Patients were treated with 4 cycles of vinorelbine 

- cisplatin regimen (cisplatin 80mg/m2 day 1 and 
vinorelbine 30mg/m2 day 1.8, every 3 weeks).

Exclusion criteria:
- Patients had any another cancer at the same time. 
- Patients had any contraindication of chemotherapy 

(severe acute liver failure, acute renal failure, heart 
attack, stroke…)

- Insufficient medical record information.

2.2. Methods
- Methods: Descriptive, retrospective study
- Sample size: Convenient sample
- Variables: 
+ Clinicophathological characteristics: age, sex, 

smoking status, presenting symptoms, tumor site, 
pathology, lymph status,  grade and stage of tumor. 
(AJCC 8th was used in this study).

+ Disease - free survival (DFS), overal survival 
(OS), DFS by stages.

+ Heamatologic side effects: anemia, neutropenia, 
thrombocytopenia

+ Non - heamatologic side effects: nausea/
vomiting, diarrhea, hepatitis, renal failure,   
peripheral neuropathy

2.3. Data analyses
- Statistical analyses were carried out using 

SPSS ver 20.0 software.
2.4. Ethics
The study has been approved by the ethics 

committee of Hanoi Medical University.

III. RESULTS
Table 1 showsthe baseline characteristics.

Overall, 52 (74.3%) patients were male and the 
male: female ratio was 2.9:1. The mean of tumor’s 
size was 3.88cm (the max value was 9cm). In 70 
patients, 49 (70%) had N0 status, 16 (22.9%) had 
N1 status and 5 (7.1%) had N2 status. In case of 
histopathology, Adenocarcinoma made up the 
majority (78.6%), SCC and large - cell carcinoma 
accounted for 11.4% and 5.7% respectively, there 
were 2 cases of mixed adenosquamous carcinoma 
and 1 case of intestinal type carcinoma.

In terms of stage of disease, 23 (32.8%) 
patients had postoperative stage IB disease, 24 
(34.3%) had stage IIA disease, 13 (18.6%) had 
stage IIB disease and 10 (14.3%) had stage IIIA 
disease.

The median disease free survival was 29.10 ± 
1.63 month (Figure 1) and the median disease-free 
survival of stage IB - II group was higher than that 
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of stage III group, the difference was statistically 
significant (Figure 2).

Table1: Patient’s baseline characteristics 

Baseline characteristics No. %

 Sex

      Male 52 74.3

      Female 18 25.7

 Age (years)

      ˂ 40 1 1.4

      40 - 49 7 10.0

      50 - 59 38 54.3

      ≥ 60 24 34.3

 Lymph status

      N0 49 70.0
      N1 16 22.9
      N2 5 7.1
 Histopathology

      Adenocarcinoma 55 78.6

      Squamous cell  
      carcinoma

8 11.4

      Large cell carcinoma 4 5.7

      Other 3 4.3

 Tumor Size

      ˂ 3cm 15 21.4

      3 - 5cm 36 51.4

      5 - 7cm 15 21.4

      ≥ 7cm 4 57.1

 Stage of disease

      IB 23 32.8

      IIA 24 34.3

      IIB 13 18.6

      IIIA 10 14.3

70 100

Figure 1: Disease - free survival (DFS)

Figure 2: Disease - free survival (DFS) by stage group

The survival rates of patients in our study at 
the time of 1 - year, 2 - year and 3 - year were 
80.0%, 61.4% and 41.4%, respectively (Table 2). 
The most common side effects of the regimen were 
neutropenia (61.4%), nausea,vomiting (78.6%) 
and anemia (45.7%). Grade III/IV neutropenia 
accounted for 28.1%. The frequency of hepatic 
and renal toxicity was low and almost at mild 
grade (I/II) (Table 3).

Table 2: Overall survival estimates

    No. %

  1 - year survival 56 80.0

  2 - year survival 43 61.4

  3 - year survival 29 41.4

70 100
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Table 3: Sumary of Vinorelbine - cisplatin regimen’s toxicity

Toxicity
Grade 0 Grade 1 Grade 2 Grade 3 Grade 4

No. % No. % No. % No. % No. %

Nausea, vomiting 15 21.4 21 30.0 18 25.7 12 17.1 4 5.7

Diarrhea 64 91.4 3 4.3 3 4.3 0 0.0 0 0.0

Hepatic toxicity 55 78.6 7 10.0 5 7.1 2 2.9 1 1.4

Renal failure 64 91.4 2 2.9 1 1.4 3 4.3 0 0.0

Peripheral Neuropathy 66 94.3 4 5.7 0 0.0 0 0.0 0 0.0

Anemia 45 64.3 23 32.9 2 2.8 0 0.0 0 0.0

Neutropenia 27 38.6 10 14.2 13 18.6 13 18.6 7 10.0

Thrombocytopenia 70 100 0 0.0 0 0.0 0 0.0 0 0.0

IV. DISCUSSION
The most common age group was 50 - 59 years 

old accounting for 34.5%. The mean age was 56.94 
years old, the youngest was 36 years old and the 
oldest was 69 years old. Male patients accounted for 
74.3% primarily (52/70), accounting for 25.7% of 
female patients (18/70); the male:female ratio was 
2.9:1. The age and sex characteristics of our study 
population were quite similar to other trials in the 
world such as the JBR.10 trial (2007), ANITA trial 
(2006), IALT trial (2008) or the LACE (2010) (Lung 
Adjuvant Cisplatin Evaluation) meta - analysis [5 - 8].

In terms of postoperative histopathology, 
adenocarcinoma accounted for the highest rate 
(78.6%), our result did not differ from studies 
of Shukuya (2009) and Winton (2005) [9,10]. In 
contrast, in ANITA trial (2006) and LACE meta - 
analysis (2010), the majority of histopathological 
types was squamous cell carcinoma (58% and 
49% respectively) [5,8]. However, according to the 
conclusions of many studies, histopathology is not 
an independent prognostic factor.

Patients with stage IB accounted for 33.3%, stage 
II accounted for 53%, stage IIIA accounted for 13.6%. 
The group of patients in stage IIIA also accounted for 
the lowest rate as studied by Shukuya [9].

* Disease free survival and overall survival
The median disease-free survival (DFS) was 

29.10 ± 1.63 months. This result was lower than 
that reported in the ANITA trial (2006), with disease 
- free survival in the ANITA trial (2006) in the 
adjuvant chemotherapy group reaching 36.3 months 
(for the control group, 20.7 months) [5]. The JBR.10 
trial (2007) concluded that adjuvant chemotherapy 
significantly prolonged survival without recurrence 
compared with no treatment. The median survival 
without recurrence of the group following only 
after surgery was 46.7 months; for the adjuvant 
chemotherapy group, at the end of the study, the 
median survival had not been reached [6]. Thus, the 
disease - free survival time of patients treated with 
vinorelbine - cisplatin in the JBR.10 trial (2007) 
was much higher than that in our study. Part of 
this difference was due to the fact that the patients 
enrolled in the JBR.10 trial (2007) were only in stage 
I and II, different from the ANITA trial and our study 
(including stage III patients) [5, 6]. According to 
LACE meta - analysis (2010), adjuvant vinorelbine 
- cisplatin significantly prolonged disease - free 
survival (DFS) for patients with stage II, III lung 
cancer; although it did not provide a statistically 
significant benefit for stage I disease [8]. Also in 
the other arms of the LACE trial (2010) for other 
adjuvant regimens (LACE - other), there was a 
statistically significant difference on DFS in stage 
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IB patients in the adjuvant chemotherapy group 
compared with postoperative follow - up alone [8].  

We also analyzed the relationship between 
disease - free survival time and some other factors 
such as disease stage, lymph node metastasis, 
tumor size.... The results showed a statistically 
significant difference in disease - free survival 
(DFS) by disease stage, with p = 0.003. This result 
was similar to that of the ANITA trial (2006), in 
which, the group of patients with stage I, II had a 
higher disease - free survival time than the group 
of patients with stage III, with p = 0.001 [5]. The 
disease - free survival time was lower in the groups 
of patients with tumor size ≥ 3cm, with lymph 
node metastasis in absolute value, however, the 

difference was not statistically significant.
The survival rates of patients in our study at the 

time of 1 - year, 2 - year and 3 - year were 80.0%, 
61.4% and 41.4%, respectively. The 1 - year and 3 
- year survival rate of patients our study was much 
higher than that of Hobbins S. (2016) - a retrospective 
study of 162.959 NSCLC patients through UTP 
data in the UK (2008 - 2013): overall survival rates 
at 1 - year and 3 - year was 36.2% and 15.6% (all 
stages) [11]. This difference came from the reason 
that Hobbins’s study selected both advanced and 
metastatic patients (43%), which resulted in a lower 
survival outcome compared to our study. However, 
our overall survival results were similar to  the 
results of other studies (Table 4) [5], [8], [12], [13].

Table 4: OS rate of NSCLC in different studies

Study
OS (%)

1 - year 2 - year 3 - year 5 - year

Nguyễn Thị Lê (2012)  [12]

PT đơn thuần 87,5 8,4

PT + HT bổ trợ 90,6 17,8

HT đơn thuần 59,4 0

Nguyễn Khắc Kiểm (2016) [13] 89,0 73,0 67,0

ANITA trial (2006)  [5] 79,0 61,0 46,0

LACE - Vinorelbine (2010) [8] 64,3 55,1

Our study (2021) 80,0 61,4 41,4

In comparison with the results of the ANIA trial 
(2006) on the efficacy of vinorelbine - cisplatin 
regimens in patients with stage IB - IIIA, which 
was similar to our study design, overall survival 
rates at 1 - year and 2 - year were 79.0% and 
61.0%, respectively, not significantly different 
from our study results [5].

* Toxicity
Neutropenia was reported at rate of 61.4%, 

and drade III/IV neutropenia accounted for 
28.1%. According to the result of the JBR.10 trial 
(2007), the rate of neutropenia at all levels was 
up to 88%, of which grade 3 and 4 neutropenia 
accounted for 73% [6]. Similarly, the rates of 

all levels neutropenia and grade 3,4 neutropenia 
in the ANITA trial (2006) were 92% and 85%, 
respectively, in the adjuvant chemotherapy group; 
much higher than the results of our study [5]. In 
our study, the regimen was used with a dose of 
cisplatin 80mg/m2 day 1 and vinorelbine 30mg/
m2 day 1,8 every 3 weeks; all patients received 
the full dose (95 - 100%). A retrospective review 
of the study designs of these two trials showed 
that, trial ANITA (2006) was designed with a dose 
of cisplatin 100mg/m2 on day 1 and vinorelbine 
30mg/m2 on days 1, 8, 15, 22 for a 28 - day cycle 
(cisplatin dose was higher than  our study). The 
JBR.10 trial (2007) used a dose of cisplatin 50 
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mg/m2 on day 1,8 and vinorelbine 30 mg/m2 on 
days 1, 8, 15, 22 for a 28 - day cycle. Differences 
in the doses and combinations of vinorelbine - 
cisplatin may in part lead to different rates of 
toxicity among studies [6]

The other toxicity was reported at the low rate 
and primarily mild (grade 1/2). This results did 
not differ from the findings of other studies. 

V. CONCLUSION
The vinorelbine - cisplatin regimen is an effective 

regimen in the adjuvant treatment of non - small 
cell lung cancer, the study showed that the results 
in disease - free survival and overall survival were 
comparable to those of other studies in the world. The 
most common side effect was neutropenia, the other 
side effects were reported at low rate and usually mild.
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