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Abstract  

 Introduction: The objective was to investigate and correlate clinical and morphological lung 

adenocarcinoma factors with clinical results in patients treated with surgery in pathological stage IA. 

 Methodology: An observational, analytical and retrospective study of patients diagnosed with 

pathological stage IA pulmonary adenocarcinoma was performed and the clinical and pathological 

variables were analyzed using disease-free survival (DFS) and cancer-specific survival (CSS), in a 

univariate and multivariate study. 

 Results: 77.3% of men were found, with an average age of 61.6 (SD 8.5) and 83.2% of smokers 

and ex-smokers. 93.3% of the patients underwent lobectomy with lymphadenectomy. The mean total 

tumor size was 21.9mm (SD 6.4) and the size of the invasion was 16.9mm (SD 9.4). The most frequent 

histological pattern was acinar and the least frequent was micropapillary. A total of 28.6% of patients with 

tumor recurrence were found, which were distant metastases in 70.6%. The DFS and CSS at 5 years was 

74.9% and 82.7% respectively. Clinical-pathological variables were analyzed as prognostic factors in a 

multivariable model for DFS and CSS. The micropapillary component obtained an HR of 3.9 for DFS and 

3.4 for CSS, while the tumor necrosis obtained an HR of 3.4 and 3, respectively. 

 Conclusions: Presence of the micropapillary component and tumor necrosis were independent 

factors with poor prognosis in the clinical outcome. 
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1. Introduction 

 According to the most recently available 

world data, lung cancer (LC) is the most 

frequently diagnosed neoplasm and that which 

causes the most deaths worldwide
1,2

. Despite 

advances in diagnosis and treatment, LC 

remains a very poor-prognosis disease with a 

survival rate below 15%
2–4

. In Spain, survival is 

reported for patients diagnosed between 2000 

and 2007 at 11.7%
3
.   

 Almost the entire survival of this 

disease is at the expense of surgery. In the last 

TNM classification (8th edition), T1a-b-cN0M0 

tumors (Stage IA1, IA2 and IA3) have a 5-year 

survival of 90%, 85% and 80%, respectively
5
. 

However, we ought to forget that a percentage 

of these patients suffer recurrences and die by 

metastasis, hence the interest in looking for 

prognostic factors not contemplated in the 

current TNM system
6–9

. 

 Currently adenocarcinoma (ADC) is the 

most frequent subtype among bronchogenic 

carcinomas, even in smokers
10–12

. 

 The latest lung ADC classification 

adopted by the World Health Organization 

(WHO) has been challenging because it is a 

very heterogeneous neoplasm, in not only its 

histopathological complexity, but also its 

molecular, clinical, radiological and surgical 

terms
13,14

. One major deficiency of the previous 

WHO 2004 classification was that the mixed 

subtype comprised more than 90% of all ADCs, 

with a wide variety of clinical outcomes
15,16

. 

This new classification has impacted precisely 

the prognostic value of ADC subtypes 

according to the presence and proportion of five 

different histological patterns (lepidic, acinar, 

papillary, micropapillary and solid), which 

emphasizes the predominant pattern
5,13,14

. The 

lepidic pattern, the acinar and papillary invasive 

patterns and the micropapillary and solid 

patterns seems to have a better, intermediate 

and poor prognosis, respectively
13,14

. Even 

when micropapillary and solid patterns are not 

predominant, some studies claim that they are 

associated with a poorer prognosis, a low 

survival rate and occult nodal involvement
17,18

. 

 Therefore, this work was designed to 

investigate and correlate clinical and 

morphological factors of lung ADC with 

clinical outcomes in patients resected and 

classified as T1a-b-cN0M0 according to the 8th 

edition of the TNM classification. 

 

2. Methodology 

 A retrospective clinico-analytical and 

observational research project was carried out 

with cases using medical records from two 

hospitals. 

 The included patients had been 

diagnosed with pathologic stage IA lung ADC 

according to the 8th edition of the TNM 

classification and had undergone surgical 

resection in two institutions, the reference 

hospital University and Polytechnic "Hospital 

La Fe" (H. La Fe) between January 1, 1990 and 

December 31, 2007, and in the monographic 

cancer centers Valencia Institute of Oncology 

Foundation (FIVO) during the period from 

November 1, 2008 to January 31, 2012.  

 After revising samples, the patients 

whose pathological anatomy differed from 

ADC, those on some form of neoadjuvant 

therapy and any patient with previous 

malignant neoplasias were excluded from the 

study. The final study cohort included 119 

patients. 

 The follow-up period went from surgery 

to relapse or death, and those who survived 

continued until the study ended on January 1, 

2018. Follow-up was carried out during the 

external consultations held in both hospitals by 

means of anamnesis and an image scan.  

 The study was conducted in accordance 

with the principles of the Declaration of 

Helsinki and national legal regulations. The 

protocol was approved by our Hospital's Ethical 

Research Committee (EC). 

 Initially 104 patients of the H.U. La Fe 

were included, and just five patients were ruled 

out due to different ADC histological pattern 

(three neuroendocrine tumors and two 

adenosquamous carcinomas). Four patients 

were also ruled out due to the absence of a 

tumor in the paraffin blocks. In the FIVO 
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institution, 29 patients were selected, and three 

were excluded due to lack of sample in the 

paraffin preserved histological blocks and other 

two patients were excluded due to a distinct 

malignant neoplasm. Thus, the final cohort of 

the study was 119 patients 

 

2.1. Pathological study 

 Tumor, peritumoral and healthy lung 

tissue samples, fixed in 10% buffered 

formaldehyde and preserved were included in 

paraffin blocks, processed samples using an 

automatic Leica® tissue processor (Germany). 

Tumor tissue samples were analyzed by ruling 

out those areas morphologically altered by 

atelectasis or lung emphysema. Sections3 

micron- (μ) thick sections were prepared using 

a Minot Leica® microtome (Germany) to be 

mounted on slides with poly-L-lysine. 

Conventional histological techniques were used 

for the morphological study. Eosin (Dako®, 

Denmark) and hematoxylin (Dako®, Denmark) 

(H-E) were applied.  Each sample was 

submitted to a staining procedure, which was 

done in a CoverStainer® automatic dyer 

following the Dako protocol. A Dako Omnis® 

automatic immunotherapeutic device was 

employed for the immunohistochemistry (IHC) 

stains for each primary antibody following the 

manufacturer's instructions. 

 When a morphological assessment was 

poorly defined and doubtful as no clear signs of 

glandular or squamous differentiation appeared, 

different IHC techniques were followed: e.g., 

synaptophysin (monoclonal antibody, DAKO®, 

Glostrup, Denmark); p63 (monoclonal 

antibody, Abcam®, Cambridge, UK); TTF1 

(monoclonal antibody, DAKO®, Glostrup, 

Denmark); chromogranin (polyclonal antibody, 

DAKO®, Glostrup, Denmark); CK 5/6 

(monoclonal antibody, DAKO®, Glostrup, 

Denmark).  

 Samples were analyzed by an expert 

pathologist. 

 

2.2. Variables 

 The study variables were age, gender, 

smoking, surgical excision extension, and 

morphological classification according to WHO 

2015
13

. This study does not include ADC 

variants, such as Mucinous tumors. tumor of 

differentiation according to the predominant 

growth pattern, grade I for ADC type in situ 

(AIS) and ADC minimally invasive (MIA), 

grade II for invasive ADC predominantly 

lepidic non mucinous, papillary or acinar, and 

grade III for invasive ADC, predominantly 

mucinous, colloid, solid or micropapillary. The 

presence (from 5%) or absence of each 

histological (lepidic, acinar, papillary, 

micropapillary and solid) component was 

assessed. Tumor size, invasion size and 

pathologic TNM were also evaluated according 

to the 8th edition. Microscopic vascular and 

lymphatic invasion was defined as being absent 

or present. If vascular invasion (VI) or 

lymphatic invasion (LI) with H-E was non 

conclusive, then CD34 was used for the 

vascular endothelium evaluation and D2-40 

(monoclonal antibody, DAKO®, Glostrup, 

Denmark) was utilized to define lymphatic 

endothelium. Tumoral necrosis cataloged as 

absent or present was evaluated. Therefore, it 

was included as minimal necrosis until a large 

amount of necrosis. Consequently, the number 

of mitoses was also evaluated. Finally, the 

nuclear grade was analyzed according to the 

criteria of Barletta et al.
19

, identified as: G1 for 

the nuclei with a uniform size and morphology 

with no evidence for visible nucleolus; G2 for 

the nuclei of an intermediate size with discrete 

irregularity of morphology and an evident 

nucleolus; G3 for the nuclei of increased size 

and irregular contours with enlarged nucleoli. 

 With the patients’ outcomes, tumor 

recurrence was evaluated. Its location was 

recorded as local-regional recurrence, this being 

the presence of tumoral recurrence in the 

primary tumor location, which can even be 

taken as mediastinal adenopathies being 

present; distant relapse, presence of systemic 

metastases; a second primary tumor; and all this 

in accordance with Martini´s criteria
7
.  

 The patient's condition was designated 

as living, exitus by LC and exitus due to 

another cause than LC. 
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2.3. Statistical analysis 

 The statistical analysis was performed 

with the SPSS Package for Windows®, version 

22. With the acquired information, descriptive 

and analytical statistical analyses were run. 

 The statistics parameters were 

calculated to describe the continuous 

quantitative variables, centralization and 

dispersion. The description of the categorical, 

ordinal or nominal, variables, and the 

percentage and absolute frequency 

measurements, were also calculated. 

 To calculate both the DFS and CSS, the 

Kaplan-Meier method was used. The variables 

were established as independent prognostic 

factors by means of the Cox multivariate 

method for the clinical-pathological 

characteristics, using those variables whose 

level of significance was p ≤ 0.25 in the 

univariate analysis. The level of significance 

was established at p ≤ 0.05. To compare the 

survival curves according to the different 

prognostic factors, the log-rank test was 

performed. 

 

3. Results 

 The clinical and pathological 

characteristics of the series are summarized in 

table 1. 

 In the sample, the mean total tumor size 

was 21.9 mm (SD 6.4). However, according to 

the 8th edition of the TNM, the size of tumor 

invasion is the parameter used to classify the 

descriptor T of this classification and, 

consequently, the final staging. It was found 

that invasion size was 16.9 mm (SD 9.4) in this 

series. 

 Table 2 shows the frequency of the 

different cellular components or the histological 

patterns found in the ADCs analyzed based on 

the five histological described types (figure 1).  

 The median follow-up time was 7.2 

years, with a range from 0.8 to 25.5 years. 

During these patients’ evolution, it 28.6% had 

tumor recurrence (table 3). Of these, 70.6% 

(24/34) were metastases at distances, which 

were cerebrally located in 11 patients (45.8%). 

The time of appearance of metastases was a 

median of 2 years, with a minimum of 0.3 and a 

maximum of 10 years. Of the entire series, 

25.2% of patients died due to lung ADC (Table 

3), with a median of 4 years and a range 

between 1 and 13 years. A second primary 

tumor appeared in 11 patients (9.2%), with a 

mortality of 9/11 patients and a median time of 

9.4 years [5.7-23.2]. 

 The survival analysis was performed for 

the DFS, CSS and OS of the series. The results 

are shown in table 4 and figures 2-4. 

 

 
 

Figure 1:  

Histopathological 

images of the different 

tumor patterns: lepidic 

pattern, HE 4x (A), 

mucinous lepidic 

pattern, HE 4x (B), 

acinar pattern, HE 4x 

(C), papillary pattern, 

HE 10x (D), 

micropapillary 

pattern, HE 10x (E), 

solid pattern, HE 10x 

(F).  
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Figure 2: Disease free survival curve 
 
 

 
Figure 3: Cancer specific survival curve 
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Figure 4: Overall survival curve 

 

 

 The clinical and pathological variables 

were analyzed as prognostic factors in a 

univariate Cox regression model for DFS and 

CSS (table 5). 

 The TNM was dichotomized into two 

variables by grouping Tis and T1a compared to 

T1b and T1c. The presence and absence of each 

histological component was assessed. The ADC 

subtypes were not included individually but 

were grouped into differentiation degrees 

according to their architecture. These, in turn, 

were grouped as grades I and II in relation to 

the most aggressive types (solid and 

micropapillary) associated with grade III. 

Finally, in the nuclear grade, grades 2 and 3 

were combined to compare it to the less 

aggressive degree, grade 1. The number of 

mitosis was dichotomized with the cut-off point 

in the median. 

 To assess the variables that may be 

independent prognostic factors, the multivariate 

Cox analysis was performed with those 

variables with p≤0.25. The variables, namely 

TNM, the acinar component and the 

micropapillary, the degree of differentiation, 

the nuclear grade, the IL and necrosis, were 

introduced into the multivariable Cox model 

related to DFS. For the relation with the CSS, 

the variables used in the model were the acinar 

and micropapillary component, the degree of 

differentiation, the nuclear grade and necrosis. 

The results are shown in table 6, with the 

variables that regressed the micropapillary 

component and necrosis. Figures 5-8 show the 

survival curve of the variables that went into 

regression.
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Figure 5: Disease free survival curve and micropapillary ADC 

 

 

 
Figure 6: Cancer specific survival curve and micropapillary ADC 
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Figure 7: Disease free survival curve and tumor necrosis 

 

 

 
Figure 8: Cancer specific survival curve and tumor necrosis 
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Table 1: Clinical-pathological characteristics 

  N (119) % 

Gender  

 

Women 

Men 

27 

92 

22.7 

77.3 

Age Mean (SD) 61.6 (8.5) 

Smoking 

 

No Smoker 

Smoker 

Former smoker 

20 

66 

33 

16.8 

55.5 

27.7 

Type of surgery 

 

Anatomical segmentectomy 

Lobectomy 

Pneumonectomy 

7 

111 

1 

5.9 

93.3 

0.8 

TNM (Stage) 

 

Tis   (0) 

T1a (IA1) 

T1b (IA2) 

T1c (IA3) 

7 

23 

47 

42 

5.9 

19.3 

39.5 

35.3 

ADC subtype 

 

AIS 

MIA 

ADC invasive 

Lepidic 

Acinar 

Papillary 

Micropapillary 

Solid 

7 

8 

104 

18 

49 

5 

3 

29 

5.9 

6.7 

87.4 

15.1 

41.2 

4.2 

2.5 

24.4 

Tumor 

differentiation 

 

GI 

GII 

GIII 

14 

68 

37 

11.8 

57.1 

31.1 

Nuclear grade 

 

1 

2 

3 

27 

76 

16 

22.7 

63.9 

13.4 

Lymphatic invasion 29 24.4 

Vascular invasion 30 25.2 

Tumoral necrosis 62 52.1 

Recurrence  

Local-Regional 

Systemic metastases 

Brain 

Pulmonary 

Others 

34 

7 

27 

11 

4 

12 

28.6 

5.9 

22.6 

9.2 

3.3 

10.1 

Status Live 

Exitus due ADC 

Exitus others causes 

Second primary tumors 

43 

30 

37 

9 

36.1 

25.2 

31.1 

7.6 

SD: Standard Deviation 

ADC: Adenocarcinoma 

AIS: Adenocarcinoma In Situ 

MIA: Minimally Invasive Adenocarcinoma 
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Table 2: Absolute and relative frequency of the histological patterns 

 

 

 
Table 3: Absolute and relative frequency of recurrences and status 

 N (119) % 

Recurrence 

Loco-regional 

Distance 

Both 

34 

  7 

  24 

  3 

28.6   (100) 

  5.9   (20.6) 

  20.2 (70.6) 

  2.5   (8.8) 

Status 

Live 

Mortality by ADC 

Mortality by others cause 

Mortality by second primary 

tumor  

 

43 

30 

37 

9 

 

36.1 

25.2 

31.1 

7.6 

 

ADC: Adenocarcinoma 

 

 
Table 4: Survival for the DFS, CSS y OS  

 DFS CSS OS 

1 year 95.8% 99.1% 97.5% 

2 years 83.6% 95.7% 90.8% 

5 years 74.9% 82.7% 69.7% 

10 years 65.7% 72.1% 47.2% 

 

DFS: Disease free survival 

CSS: Cancer-specific suvival 

OS: Overallsurvival 

 

Table 5: Univariate analysis of the clinical and pathological features with the DFS and the CSS 

Variable DFS CSS 

HR IC95% Valor 

p 

HR IC95% Valor 

p 

Gender 0.770 0.335-1.769 0.537 0.720 0.294-1.764 0.473 

Age (≤62 vs >62) 1.111 0.567-2.178 0.759 1.048 0.511-2.147 0.898 

Smoking 1.069 0.441-2.592 0.882 1.177 0.449-3.086 0.740 

TNM (Tis/1a VS T1b/c) 1.794 0.742-4.334 0.194 1.521 0.621-3.723 0.358 

Histological patterns       

Histological patterns N % 

Lepidic 53 44.5 

Acinar 101 84.9 

Papillary 18 15.1 

Micropapillary 12 10.1 

Solid 69 58 
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Lepidico 

Acinar 

Papillary 

Micropapilary 

Solid 

0.671 

3.356 

0.568 

2.352 

1.260 

0.336-1.341 

0.804-14.00 

0.173-1.864 

0.968-5.715 

0.640-2.482 

0.258 

0.097 

0.351 

0.059 

0.505 

0.756 

2.631 

0.712 

2.488 

1.399 

0.364-1.570 

0.627-11.05 

0.215-2.353 

1.013-6.108 

0.682-2.870 

0.453 

0.186 

0.577 

0.047 

0.360 

Differentiation degree 

(grade 1 y 2/grade 3) 

 

1.015 

 

0.495-2.082 
 

0.968 

 

1.094 

 

0.512-2.339 
 

0.816 

Nuclear grade  

(grade 1 /grade 2 y 3) 

 

3.634 

 

1.111-11.89 
 

0.033 

 

3.017 

 

0.915-9.948 
 

0.070 

Mitosis (≤6 vs >6) 0.841 0.427-1.656 0.617 0.658 0.317-1.368 0.263 

LI 1.297 0.620-2.714 0.490 1.286 0.588-2.812 0.529 

VI 1.666 0.813-3.349 0.166 1.393 0.651-2.981 0.384 

Necrosis 2.645 1.263-5.540 0.010 2.520 1.153-5.506 0.020 

 

DFS: Disease free survival 

CSS: Cancer specific survival 

LI: Lymphatics invasion 

VI: Vascular invasion 

 

 

Table 6: Multivariate analysis of clinical and pathological features with DFS and CSS. 

Variable DFS CSS 

HR IC95% Valor 

p 

HR IC95% Valor 

p 

Micropapillary 

patterns 

3.890 1.495-10.12 0.005 3.370 1.339-8.484 0.010 

Necrosis 3.433 1.557-7.568 0.002 2.995 1.340-6.694 0.008 

 

 

4. Discussion 

 LC is a serious health problem with a 

huge impact both from the health and socio-

economic points of view. In particular, 

pulmonary ADC is recognized as a highly 

variable and heterogeneous neoplasm in its 

pathogenesis, its histology and prognosis
15,20,21

, 

hence interest in the impact that the different 

histological subtypes of pulmonary ADC have 

on survival, even in tumors classified in the 

same stage according to the TNM 

classification
13,14,22,23

. 

 Accordingly, survival due to this tumor 

is still disappointing and recurrences are very 

high as approximately 50% of patients 

undergoing surgery with curative intent
24,25

. In 

our series limited to stage IA, with a long 

follow-up period, 28.6% of the patients 

suffered recurrence, of whom 70.6% were 

distant metastases, mostly cerebral, which are 

similar figures to those informed in other 

publications
24,25

. The median time during which 

relapses appeared in these patients was 2 years, 

a finding that coincides with Villar et al.
25

, who 

describe three peaks of incidence (at 9 months, 

2 years and 4 years). The median time during 

which the death of the patients included in our 

study occurred was 4 years, which are similar 

to the results described in other Spanish 

series
26

. The disease caused 25.2% of the 

patients to die, with CSS described as 99.1% at 

1 year, 82.7% at 5 years and 72.1% at 10 years, 

according to other publications
5,9,26

. However, 

the OS of our series was established at 97.5% 
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per year and fell to 69.7% and 47.2% at 5 and 

10 years, respectively. This could be explained 

by the greater probability of dying from other 

causes apart from the primary tumor after 6 

years, that is, competitive events as explained 

by Jordá et al.
27

.  

 It is interesting to note that a change in 

the presentation of LC has also been 

emphasized. In their comparative study of LC 

over two decades, Leiro et al.
28

 verified a 

higher percentage of patients with LC diagnosis 

in localized stages, which is attributed to more 

access for the population to medical specialties, 

the implementation of rapid diagnostic circuits 

and new imaging techniques and better access 

to them, which all evidence a significant 

increase in LC as an incidental finding. Another 

factor to take into account is the introduction of 

early diagnosis programs. In a recent study 

carried out by our group, 104 LC were 

diagnosed in which ADC was the most frequent 

histological diagnosis, with 79.5%. Of these 

104 cases, 79.8% had undergone surgical 

resection, with 63.8% of tumors classified in 

stage IA
29

. Similar data have been observed in 

other screening studies 
30–32

.  

 For this reason, our fundamental 

objective could provide valuable information 

on the prognostic value of the clinical and 

pathological features in resected lung ADC in a 

very homogeneous group of patients and in its 

earliest stage. 

 The descriptive analysis of this research 

somewhat reflects the news in lung ADC. The 

average age, 61.6 years, fell within the range 

that was previously described in the Spanish 

literature
10,26,28

. In this study, and coinciding 

with other authors
33–35

, the patient’s age did not 

condition survival
36,37

.  

 The male/female ratio was established at 

10/1 in the 1990s 
26,28

, and has progressively 

lowered. In this series, the observed ratio was 

3.4/1, which is comparable to other 

publications 
26,28

. These data are the result of 

increased female smoking and, consequently, 

their diagnosis has increased by 5.1%
4,28

. As a 

prognostic factor, gender had no impact on 

patients’ evolution, as other studies have 

pointed out
38–40

. 

 In the present work, only 16.8% of the 

patients had no history of smoking. Recent 

studies published in our country show similar 

incidence rates
28,41

. Coinciding with both 

Subramanian et al.
37

 and Meguid et al.
36

 in 

studies conducted to assess the impact of 

smoking on LC survival, no prognostic 

influence was observed in this series. 

 Regarding surgical resection, recent 

studies have begun proposing anatomical 

segmental resections for ADCs under 2 cm 

peripheral 
42,43

. However, lobectomy remains 

the standard treatment in this tumor type
42,44

. 

 This resection type of was the most 

frequently found one in the patients herein 

included and represented 93.3% of the 

practiced resection. 

 Currently, staging based on the TNM is 

the way to stratify patients for therapeutic 

management and prognosis predictions. The 

latest edition of the TNM presents major 

changes, especially for early-stage ADC, where 

it includes stage 0 for Tis tumors. Stage IA, 

formed by tumors with a maximum diameter of 

3 cm, is subdivided into three separate 

subgroups, centimeter in centimeter: stage IA1, 

IA2 and IA3. Tumor diameter is determined by 

tumor invasion size instead of total tumor 

size
45–48

. In the present work, an average total 

tumor size of 21.9 mm was obtained, while 

invasion size was 16.9 mm, which are 

comparable results to those reported by Tsutani 

et al. 
49

. 

 In line with the results collected in the 

new TNM classification
5
, population stage IA2 

was the most frequent in this study with 39.5%, 

followed by stage IA3 with 35.3%. However, 

and unlike what other authors have verified 
26,45,50,51

, the stage IA subtypes proposed in the 

8th classification of the TNM
5
 were not found 

to influence either DFS or CSS. 

 As in other publications
52,53

, the acinar 

component was the most frequent of the 

observed morphological patterns with 

84.9%,and was also the most frequent subtype 

as the predominant pattern with 41.1%. In 
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contrast, the micropapillary subtype was the 

least common predominant pattern with 2.5%. 

The presence of this last pattern is described to 

lie between 9.5% and 60.4% of all cases
54,55

. In 

the present research, this pattern was found in 

10.1% of ADCs. The presence of the 

micropapillary component favored the 

appearance of metastasis, but with limited 

statistical significance, p = 0.052, and it 

significantly conditioned CSS, p = 0.047. When 

the Cox multivariate analysis was performed, it 

was the first variable that went into regression 

with an HR of 3.9 for DFS and one of 3.4 for 

CSS. Similar data have been published by 

Tsubokawa et al.
56

 in the same tumor stage. 

 This histological pattern was described 

for the first time in lung ADC by Amin et al.
57

 

in 2002, when they reported a worse prognosis 

of ADCs with this pattern. Later Miyosi et al.
55

 

and Maeda et al.
58

 confirmed these findings by 

finding an association between this component 

and angiolymphatic invasion, pleural 

carcinomatosis, distant metastases and, 

consequently, they reported worse survival. In 

the current classification, this histological 

pattern has been introduced, and has been 

cataloged by several authors as a poor-

prognosis component
13,14,21,53

. More recent 

studies confirm the poor prognosis of this 

histological component, even by the presence 

of minimal proportions, but not by the mere 

fact of being the predominant component. In 

this study, the simple presence of the 

micropapillary component (from 5 to 100%) 

was analyzed, as in the above-cited 

studies
17,18,54,56,59

. 

 Other histopathological characteristics 

are less standardized in the different consulted 

publications. The degree of differentiation is 

still not well-established in ADC
15

. However, 

in recent studies it has been related to the 

predominant architectural pattern, as described 

above. The moderately differentiated group, 

grade II, outlined by predominant lepidic, 

acinar or papillary tumors, was the most 

frequently found one in this work, which 

coincides with other authors
14,60

. Contrarily to 

the statement made by Yoshizawa et al.
14,61

, no 

relation was found between the degree of 

differentiation and patients’ evolution. 

 Regarding the nuclear grade, the 

available objective criteria do not suffice to 

establish a standardized grading system
62,63

. 

That which has shown a relation as a prognostic 

factor is the method of Barletta et al.
19

 which 

was herein used. Like the degree of 

differentiation, the commonest nuclear grade 

was grade 2. In this study, the tumors classified 

as G1 versus G2/3 had a significantly lower 

probability of developing metastasis (p = 0.033) 

with limited the statistical significance (p = 

0.070) compared to CSS. Regarding the 

number of mitoses, with a median of six in this 

series, no impact was observed in patients’ 

evolution, which coincides with Barleta et al.
19

 

and Kadota et al.
62

.    

 MVI is very variable in its assessment. 

Some studies analyze it together, e.g., both VI 

and LI, while others analyze it separately. In 

this study, VI and LI were separately assessed 

with IV present in 25.2% of cases, and LI in 

24.4%. In the broad meta-analysis by Wang et 

al.
64

, the presence of VI in LC ranged between 

6% and 77%, and behaved as an independent 

prognostic factor. In LI terms, the incidence 

ranged between 15% and 36%
65,66

. These 

authors also carried out a meta-analysis in 

which the presence of IL was found to lie 

between 3% and 71% of the analyzed tumors, 

and it also proved to bea  determining 

prognostic factor
67

. In the present study, neither 

of the two factors conditioned survival. 

 Finally, the presence of tumor necrosis 

in the present study was 52.1%, which is high 

compared to other research works carried out in 

the same stage, with a range between 12% and 

27%
68,69

. It is noteworthy that the presence of 

necrosis represented worse prognosis, with an 

HR of 3.4 for DFS and one of 3 for CSS. This 

observation coincides with those reported by 

Park et al.
69

, Fan et al.
68

 and Swinson et al.
70

 in 

early NSCLC stages. 

 A limitation of the present study is that 

its sample size was small, and its study design 

was partly retrospective. Therefore, a selection 
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bias may exist. Nonetheless, this selection was 

made to obtain very homogeneous LC group. 

 In conclusion, according to the latest 

classification of ADCs, the micropapillary 

component is a poor-prognosis factor, even in 

the presence of small proportions without them 

being the main lesion component. Likewise, the 

presence of tumor necrosis was an independent 

poor-prognosis factor, regardless of whether it 

is coming in minimal or significant amounts. 
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