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Introduction

 Lung cancer is the most common cancer worldwide 
(Jemal et al., 2011). Bronchioloalveolar carcinoma (BAC) 
accounts for approximately 3-4% of all lung cancers 
(Read et al., 2004). In past years, BAC rose from less than 
5-24.0%. A greater proportion of women and nonsmokers 
present with BAC than with other types of NSCLC (Barsky 
et al., 1994). Recently BAC recalled as adenocarcinoma 
in situ, minimally invasive adenocarcinoma, lepidic 
predominant invazive adenocarcinoma, invasive mucinous 
adenocarcinoma (Travis et al., 2011).
 Prognosis for patients with BAC better than invasive 
adenocarcinoma. For BAC that outcomes in localize 
disease are exceptional following surgical resection 
(Rusch et al., 2006). Although advanced stage is most 
common.The treatment for patients with advanced BAC 
are limited (Kris et al., 2006). Responsiveness to standard 
cytotoxic chemotherapy has been worse (Miller et al., 
2005). Prospective studies of paclitaxel as therapy for 
advanced BAC documented modest survival (Scagliotti et 
al., 2005; West et al., 2005). In addition to targeted therapy 
have a role in treating patients with advanced disease. In 
patients with advanced BAC not selected on the basis of 
EGFR mutation was no statistically significant difference 
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Abstract

 Background: Bronchioloalveolar carcinoma (BAC) is considered a subtype of adenocarcinoma of the lung. 
Recently BAC has been variously termed adenocarcinoma in situ, minimally invasive adenocarcinoma, lepidic 
predominant invasive adenocarcinoma, and invasive mucinous adenocarcinoma. The aim of the study was to 
analyze and detect prognostic factors of patients with BAC over a 7-year period. Materials and Methods: This 
retrospective single-center study included 44 patients with BAC. The impact on survival of fifteen variables 
(gender, age, smoking status, cough, dyspnea, hemoptysis, fever, chest pain, sputum, metastasis number, Karnofsky 
performance status, pT, pN, TNM stage, cytotoxic chemoterapy) were assessed. Results: Median age was 55 years 
(38-83). Most patients were male (63.6%) and stage IV (59.1%). Twenty-one patients (47.7%) received cytotoxic 
chemotherapy (platinum-based regimens) for metastatic disease. Objective response rate was 33.3% (4 partial, 
3 complete responses). Stable disease was observed in nine in patients (42.8%). Disease progression was noted 
in 5 (23.8%). The median OS for all patients was 12 months (95%CI, 2.08-22.9 months). Independent predictors 
for overall survival were: Karnofsky performance status (HR:3.30, p 0.009), pN (HR:3.81, p 0.018), TNM stage 
(HR:6.49, p 0.012) and hemoptysis (HR:2.31, p 0.046). Conclusions: Karnofsky performance status, pN, TNM 
stage and hemoptysis appear to have significant impact on predicting patient survival in cases of BAC.
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between erlotinib and chemotherapy (carboplatin plus 
paclitaxel) treatment for overall survival (Cadranel et 
al., 2011). However in presence of a somatic mutation in 
the epidermal growth factor receptor (EGFR) is highly 
associated with sensitivity to EGFR tyrosine kinase 
inhibitors, and for the ALK fusion oncogene, which is 
highly associated with sensitivity to crizotinib (Zhou et 
al., 2011; Rosell et al., 2012; Shaw et al., 2012).
 We retrospectively evaluated the clinical features of 
44 patients with BAC in the 7-year period.
 
Materials and Methods

 This retrospective study was performed using data base 
including 2499 patients diagnosed as primary lung cancer. 
Total 44 patients with BAC were determined in the 7-year 
period. Patient demographics, cancer history, smoking 
history, other clinical features and underwent treatment 
were documented. Staging was performed using American 
Joint Committee on Cancer staging criteria (AJCC, 2010). 
Tumors were evaluated by an experienced pathologist, 
according to the 2004 World Health Organization (WHO)  
classification for NSCLC (Schiller et al., 2002). All 
specimens were formalin-fixed, paraffin-embedded, and 
stained with hematoxylin and eosin. The clinic parameters 
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of those patients with BAC are shown in Table 1.
Statistical analysis
 All statistical analyses were performed using SPPS 
version 15.0 for Windows (Statistical Package for 
Social Sciences, Chicago, IL). The p values <0.05 were 
considered statistically significant. Statistical differences 
between the means were analyzed by the independent-
samples t-test. Survival probability was calculated 
using the product limit method of Kaplan and Meier, 
in consideration of overall deaths rate. Differences in 
survival between groups were determined using the log-
rank test. The effect of each significant predictor identified 
via univariate analysis was assessed via multivariate 
analysis using Cox’s proportional hazards model.

Results 

 A total of 44 patients with BAC. Median age was 55 
years (38-83). Most patients were male (63.6%) and stage 
IV (59.1%). In all, 21 tumors (47.7%) were located in 
right lung and 15 tumors (34%) were located in bilateral 
lung. Two patients (18.2%) underwent bilobectomy, 7 
patients (63.6%) underwent lobectomy and 2 patients 
(18.2) underwent segmentectomy. Neoadjuvant therapy 
was received in 1 patients (0.2%); adjuvant chemotherapy 
and/or radiation therapy was administered in 8 patients 
(18.1%). Two patients (0.04%) underwent only surgery 
treatment. 

Responses and survival
 Twenty-one patients (47.7%) received cytotoxic 
chemoterapy (platinum-based regimens) for metastatic 
disease. Tumor response was classified according to 
registered criteria. Objective response rate was 33.3% 
(4 partial response, 3 complete response). Stable disease 
was observed in nine in patients (42.8%). Disease 
progression was noted in 5 patients (23.8%). In all, 36 
patients (81.8%) died during the study follow-up. For all 
the patients who were enrolled to the study, median OS 
was 12 months (95%CI, 2.08-22.9 months) (Figure 1). 
Clinicopathological prognostic factors were evaluated 
by univariate analysis. According to this analyses; higher 
stage (p 0.001), higher pathological T (pT) (p 0.001), 
higher pathological N (pN) (<0.001), dyspnea (p 0.020), 
hemoptysis (p 0.039) and Karnofsky performance status 
(0.001) were all associated with worse overall survival 
(Table 2). All significant clinicalpathological prognostic 

Table 1. Patient Characteristics
Characteristics  Percent (n)

Sex Male 63.6 (28)
 Female 36.4 (16)
Median Age  55
Smoking status Ever smokers 34.1 (15)
 Current smokers 43.2 (19)
 Former smokers 22.7 (10)
Cumulative smoking 1-19 pack years 24.3 (7)
 20-39 pack years 20.6 (6)
 40+ pack years 55.1 (16)
Diagnosis Stage Stage I 11.4 (5)
 Stage II 9 (4)
 Stage III 20.5 (9)
 Stage IV 59.1 (26)
Pathological T factor T1 4.5 (2)
 T2 27.3 (12)
 T3 4.5 (2)
 T4 54.5 (24)
 TX 6.8 (3)
Symptoms Cough 43.2 (19)
 Dispne 40.9 (18)
 Hemoptysis 15.9 (7)
 Fever 6.8 (3)
 Chest Pain 22.7 (10)
 Sputum 9.1 (4)
 Weakness 52.3 (23)
Karnofsky score 0-70 22.7 (10)
 80 29.5 (13)
 90 22.7 (10)
 100 25.0 (11)
Metastases Site Liver 4.5 (2)
 Adrenal gland 2.3 (1)
 Bone 11.4 (5)
 Brain 9.1 (4)
 Lung 45.5 (20)
Resection Complet resection 76.9 (10)
 Partial recection 23.1 (3)
 Operation type Lobectomy 63.6 (7)
 Bilobectomy 18.2 (2)
 Segmentectomy 18.2 (2)
Adjuvant Radiotherapy or chemoradiohterapy 18.1 (8)
Chemoterapy (for metastases) 45.4 (20)
Neoadjuvant treatment  0.2 (1)

Figure 1. Overall Survival in all Patients 

Table 2. Univariate Survival Analysis for Overall 
Survival
Factor HR (95%CI) p value

Gender (male versus female) 1.82 (0.90-3.67) 0.092
Age (≥65 vs <65) 1.27 (0.63-2.55) 0.493
Smoking status (yes vs no) 1.21 (0.57-2.57) 0.616
Cumulative smoking* (<20 vs ≥20) 0.16 (0.12-2.42) 0.163
Cough (yes vs no) 0.74 (0.38-1.43) 0.370
Dyspnea (yes vs no) 0.45 (0.23-0.88) 0.020
Hemoptysis (yes vs no) 0.40 (0.17-0.93) 0.039
Fever (yes vs no) 0.39 (0.11-1.36) 0.143
Chest Pain (yes vs no) 0.77 (0.36-1.65) 0.517
Sputum (yes vs no) 0.43 (0.14-1.25) 0.124
Metastases number (<2 vs ≥2) 0.87 (0.31-2.37) 0.786
KPS± (<80 vs ≥80) 2.20 (1.05-4.60) 0.036
pT (pT1,2 vs pT3,4) 3.10 (1.93-13.4) 0.001
pN (pN0,1 vs pN3,4) 4.81 (2.60-15.8) <0.001
Stage I,II vs Stage III,IV 6.87 (2.31-20.3) 0.001
Cytotoxic chemoterapy (yes vs no) 1.77 (0.90-3.47) 1.770

*pack years, ±Karnofsky performance status (KPS)
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factors tested via univariate analysis were evaluated using 
Cox’s proportional hazards model (Table 3). Independent 
predictors for overall survival were: KPS (HR:3.30, p 
0.009), pN (HR:3.81, p 0.018), TNM stage (HR:6.49, p 
0.012) and hemoptysis (HR:2.31, p 0.046).

Discussion

In this study we have retrospectively reviewed the 
clinical characteristics of the patients diagnosed with BAC 
according to the 2004 WHO classification. Despite the 
advantageous prognosis for patients with BAC according 
to other adenocarcinoma subtypes, responsiveness to 
standard cytotoxic chemotherapy has been worse. The 
Eastern Cooperative Oncology Group (ECOG) trial 
(E1594), median survival time of 12 months was longer 
than that of 8 months for the overall patients (Schiller et 
al., 2002). Whereas on the other retrospective analysis it 
was determined that median survival rate was 15 months 
in the advanced-stage BAC patients, median survival rate 
was determined as 10 months in advanced-stage NSCLC 
patients. Median survival rate was determined as 12 
months in a prospective study made with phase II patients 
with infusional paclitaxel (24 h continously infused) (West 
et al., 2005). In the same study, the objective response 
rate was found as 14%, whereas 40% had stable disease. 
In our study, the overall response rate was 76.1%. This 
result is better than the aforementioned study. But in our 
study the median survival rate was slightly lower than the 
literature rates in reverse to the cytotoxic chemotherapy 
(median survival, 12 months).

EGFR mutations in NSCLC, KRAS mutation and 
ALK translocation detection is important in terms of 
targeted therapies. In case of detection of EGFR mutation, 
the use of EGFR tyrosine kinase inhibitors (erlotinib) 
provides a more advantageous outcome. In patients with 
mutant KRAS wild type dependent erlotinib treatment 
response is worse and survival is shorter (Brugger et al., 
2011; Johnson et al., 2013). Used in the presence of ALK 
translocations, ALK tyrosine kinase inhibitors (crizotinib) 
significantly prolongs survival rate (Shaw et al., 2012).

TNM staging in the NSCLC is the most influential 
factor on prognosis. According to the Surveillance, 
Epidemiology and End Results (SEER) database the 
median survival time of 60 months was reported for 
clinical stage I patients, and the median survival time was 
reported to be 6 months for the clinical stage IV patients 
(Groome et al., 2007). According to our data median 
overall survival rate of all patients was 12 months. Also 

according to the TNM stage in pN was found to be an 
independent risk factor (HR: 3.81, p=0.018). Similiar 
to our study, previously conducted similar studies also 
showed the number of positive lymph nodes (Fukui et 
al., 2006; Lee et al., 2008; Bria et al., 2009) as strong 
independent prognostic factor in NSCLC patients.

Poor performance status (PS) is defined by one of the 
other poor prognostic risk factors. Lower performance 
statuswas defined as one of the worst 6 risk factors for 
NSCLC (ECOG 1 or 2; HR, 1.46) (Hoang et al., 2005). 
In another study, a statistically significant difference was 
found in NSCLC patients with WHO PS=0 and PS=1 in 
the median survival rate (51.5 months versus 15.4 months, 
respectively, p<0.0001) (Kawaguchi et al., 2010). Our 
results also showed a significant correlation between 
poor performance status and prognosis (KPS <80 vs KPS 
≥80, HR 3.30, p=0.009). The effect of Hemoptysis on 
the prognosis of lung cancer could not have been clearly 
identified. In one study, lung cancer was found to have 
a particularly strong relationship with hospital mortality 
(Lee et al., 2012). In our study, the risk of death was 
higher in patients with hemoptysis (HR: 2.31, p=0.046). 
No statistically significant relationship was found between 
the other symptoms, smoking status and the number of 
metastases and the prognosis.

In conclusion, the most important factors limiting this 
study are the retrospective, single-center experience and 
the small number of patients. According to the results of 
this study cytotoxic chemotherapy does not seem very 
efficient in BAC. According to the results of our study 
and previous studies, targeted therapies individualized 
according to the molecular specificationsshould be kept 
at the forefront before the cytotoxic chemotherapy. Also 
in our study, TNM stage, positive lymph nodes, poor 
performance status, and hemoptisis were found to be 
independent prognostic risk factors.

References

AJCC Cancer Staging Manual, Seventh Edition (2010). 
published by Springer NewYork, Inc

Barsky SH, Cameron R, Osann KE, et al (1994). Rising incidence 
of bronchioloalveolar lung carcinoma and its unique 
clinicopathologic features. Cancer, 73, 1163-70. 

Bria E, Milella M, Sperduti I, et al (2009). A novel clinical 
prognostic score incorporating the number of resected 
lymph-nodes to predict recurrence and survival in non-small-
cell lung cancer. Lung Cancer, 66, 365-71. 

Brugger W, Triller N, Blasinska-Morawiec M, et al (2011). 
Prospective molecular marker analyses of EGFR and KRAS 
from a randomized, placebo-controlled study of erlotinib 
maintenance therapy in advanced non-small-cell lung cancer. 
J Clin Oncol, 29, 4113-20.

Cadranel J, Gervais M, Wislez P, et al (2011). IFCT-0504 trial: 
Mucinous and nonmucinous cytologic subtypes interaction 
effect in first-line treatment of advanced broncioloalveolar 
carcinoma by erlotinib or carboplatin/paclitaxel. J Clin 
Oncol, 29, 481.

Fukui T, Mori S, Yokoi K, et al (2006). Significance of the 
number of positive lymph nodes in resected non-small cell 
lung cancer. J Thorac Oncol, 1, 1220-5.

Groome PA, Bolejack V, Crowley JJ, et al (2007). The IASLC 
lung cancer staging project: validation of the proposals for 

Table 3. Multivariate Survival Analysis for Overall 
Survival
Factor HR (95%CI) p value

Dyspnea (yes vs no) 0.96 (0.41-2.24) 0.92o
Hemoptysis (yes vs no) 2.31 (0.94-5.7) 0.046
KPS± (<80 vs ≥80)* 3.30 (1.34-8.11) 0.009
pT (pT1,2 vs pT3,4) 1.46 (0.52-4.05) 0.463
pN (pN0,1 vs pN3,4) 3.81 (2.01-14.22) 0.018
Stage I,II vs Stage III,IV 6.49 (1.49-28.17) 0.012

*Karnofsky performance status (KPS)



Nigar Dirican et al

Asian Pacific Journal of Cancer Prevention, Vol 14, 20134368

revision of the T, N, and M descriptors and consequent 
stage groupings in the forthcoming (seventh) edition of the 
TNM classification of malignant tumours. J Thorac Oncol, 
2, 694-705.

Hoang T, Xu R, Schiller JH, et al (2005). Clinical model to 
predict survival in chemonaive patients with advanced 
non-small-cell lung cancer treated with third-generation 
chemotherapy regimens based on eastern cooperative 
oncology group data. J Clin Oncol, 23, 175-83.

Jemal A, Bray F, Center MM, et al (2011).Global cancer 
statistics. Cancer J Clin, 61, 69-90.

Johnson ML, Sima CS, Chaft J, et al (2013). Association of 
KRAS and EGFR mutations with survival in patients with 
advanced lung adenocarcinomas. Cancer, 119, 356-62.

Kawaguchi T, Takada M, Kubo A, et al (2010). Performance 
status and smoking status are independent favorable 
prognostic factors for survival in non-small cell lung cancer: 
a comprehensive analysis of 26,957 patients with NSCLC. 
J Thorac Oncol, 5, 620-30.

Kris MG, Giaccone G, Davies A, et al (2006). Systemic therapy 
of bronchioloalveolar carcinoma: Results of the first 
IASLC/ASCO consensus conference on bronchioloalveolar 
carcinoma. J Thorac Oncol, 1, 32-6.

Lee BR, Yu JY, Ban HJ, et al (2012). Analysis of patients with 
hemoptysis in a tertiary referral hospital. Tuberc Respir 
Dis, 73, 107-14.

Lee JG, Lee CY, Park IK, et al (2008). Number of metastatic 
lymph nodes in resected non-small cell lung cancer predicts 
patient survival. Ann Thorac Surg, 85, 211-5. 

Miller VA, Hirsch FR, Johnson DH (2005). Systemic therapy 
of advanced bronchioloalveolar cell carcinoma: challenges 
and opportunities. J Clin Oncol, 23, 3288-93. 

Read WL, Page NC, Tierney RM, et al (2004). The epidemiology 
of bronchioloalveolar carcinoma over the past two decades: 
analysis of the SEER database. Lung Cancer, 45, 137-42. 

Rosell R, Carcereny E, Gervais R, et al (2012). Erlotinib versus 
standard chemotherapy as first-line treatment for European 
patients with advanced EGFR mutation-positive non-small-
cell lung cancer (EURTAC): a multicentre, open-label, 
randomised phase 3 trial. Lancet Oncol, 13, 239-46.

Rusch VW, Tsuchiya R, Tsuboi M, et al (2006). Surgery 
for bronchioloalveolar carcinoma and “very early” 
adenocarcinoma: An evolving standard of care? J Thorac 
Oncol, 1, 27-31.

Scagliotti GV, Smit E, Bosquee L, et al (2005). A phase II study 
of paclitaxel in advanced bronchioloalveolar carcinoma 
(EORTC trial 08956). Lung Cancer, 50, 91-6. 

Shaw AT, Kim DW, Nakagawa K, et al (2012). Crizotinib versus 
chemotherapy in advanced ALK-positive lung cancer. N Engl 
J Med, 368, 2385-94.

Schiller JH, Harrington D, Belani CP, et al (2002). Comparison 
of four chemotherapy regimens for advanced non-small-cell 
lung cancer. N Engl J Med, 346, 92-8. 

Travis WD, Brambilla E, Noguchi M, et al (2011). International 
association for the study of lung cancer/american thoracic 
society/european respiratory society: international 
multidisciplinary classification of lung adenocarcinoma: 
executive summary. Proc Am Thorac Soc, 8, 381-5.

West HL, Crowley JJ, Vance RB, et al (2005). Advanced 
bronchioloalveolar carcinoma: a phase II trial of paclitaxel 
by 96-hour infusion (SWOG 9714): a Southwest Oncology 
Group study. Ann Oncol, 16, 1076-80. 

Zhou C, Wu YL, Chen G, et al (2011). Erlotinib versus 
chemotherapy as first-line treatment for patients with 
advanced EGFR mutation-positive non-small-cell lung 
cancer (OPTIMAL, CTONG-0802): a multicentre, open-
label, randomised, phase 3 study. Lancet Oncol, 12, 735-42.


