
Costa et al. Radiation Oncology 2012, 7:169
http://www.ro-journal.com/content/7/1/169
RESEARCH Open Access
Adjuvant chemoradiotherapy after
d2-lymphadenectomy for gastric cancer: the role
of n-ratio in patient selection. results of a single
cancer center
Wilson L Costa Jr1*, Felipe JF Coimbra1, Ricardo C Fogaroli2, Héber SC Ribeiro1, Alessandro L Diniz1,
Maria Dirlei FL Begnami3, Celso AL Mello4, Marcelo F Fanelli4, Milton JB Silva4, José Humberto Fregnani5

and André L Montagnini6
Abstract

Background: Adjuvant chemoradiotherapy is part of a multimodality treatment approach in order to improve
survival outcomes after surgery for gastric cancer. The aims of this study are to describe the results of gastrectomy
and adjuvant chemoradiotherapy in patients treated in a single institution, and to identify prognostic factors that
could determine which individuals would benefit from this treatment.

Methods: This retrospective study included patients with pathologically confirmed gastric adenocarcinoma who
underwent surgical treatment with curative intent in a single cancer center in Brazil, between 1998 and 2008.
Among 327 patients treated in this period, 142 were selected. Exclusion criteria were distant metastatic disease
(M1), T1N0 tumors, different multimodality treatments and tumors of the gastric stump. Another 10 individuals were
lost to follow-up and there were 3 postoperative deaths. The role of several clinical and pathological variables as
prognostic factors was determined.

Results: D2-lymphadenectomy was performed in 90.8% of the patients, who had 5-year overall and disease-free
survival of 58.9% and 55.7%. The interaction of N-category and N-ratio, extended resection and perineural invasion
were independent prognostic factors for overall and disease-free survival. Adjuvant chemoradiotherapy was not
associated with a significant improvement in survival. Patients with node-positive disease had improved survival
with adjuvant chemoradiotherapy, especially when we grouped patients with N1 and N2 tumors and a higher
N-ratio. These individuals had worse disease-free (30.3% vs. 48.9%) and overall survival (30.9% vs. 71.4%).

Conclusion: N-category and N-ratio interaction, perineural invasion and extended resections were prognostic
factors for survival in gastric cancer patients treated with D2-lymphadenectomy, but adjuvant chemoradiotherapy
was not. There may be some benefit with this treatment in patients with node-positive disease and higher N-ratio.
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Introduction
Several Western studies have described a 20-30% 5-year
survival for gastric cancer patients who are treated with
curative intent [1], whereas in Asian countries surgery-
only treated patients have reached 5-year survival near
60%-70% [2,3]. Lymph node dissection seems to have a
major role in this difference, as individuals from West-
ern centers where D2-lymphadenectomy is routinely
performed have survival above 50% [4,5]. Even with opti-
mal surgical treatment, gastric cancer relapse can be
observed in over 40% of the patients [6].
The Intergroup US 0116 Trial (INT 0116) [7] demon-

strated survival improvement with the addition of che-
moradiotherapy after negative-margin resection of
tumors without distant metastases. However, more than
50% of the patients had an incomplete D1 lymph node
dissection, and among the 10% of individuals in whom a
D2-lymphadenectomy was performed, no survival bene-
fit was observed. For these patients, only one prospective
non-randomized study demonstrated a gain of survival
with adjuvant chemoradiotherapy [8]. The interpretation
of this finding is limited by the retrospective analysis
of the study and by conflicting results in the surgical
group [9].
Toxicity is also a major concern in this set of multi-

modality treatment, as performance status is negatively
impacted after gastroesophageal resection [10]. In INT
0116 [7], only 64% of the patients completed treatment
protocol. Another retrospective series demonstrated a
similar pattern of toxicity [11].
The aims of this study are to describe the results of

gastrectomy with or without adjuvant chemoradiother-
apy in gastric cancer patients treated in a single institu-
tion, and to identify prognostic factors that could help
establish subgroups of patients who would benefit from
this treatment.

Materials and methods
Patients
This is a retrospective study, which included patients
with pathologically confirmed gastric adenocarcinoma
who underwent surgical treatment with curative intent
in a single cancer center in Brazil, in the period between
September 1998 and December 2008. Tumor staging
followed the AJCC/UICC TNM staging manual, 7th edi-
tion [12], and lesions staged as IB through IIIC were
included.
Exclusion criteria were: tumors of the gastric stump;

any multimodality treatment different from the INT
0116 protocol [7], distant metastasis and T1N0 tumors.
Patients lost to follow-up or who died postoperatively
were excluded from the analysis.
In the period of our study, 327 patients had surgical

resection for gastric cancer and 142 were analyzed.
Among the excluded individuals, 69 had M1 disease, 50
had T1aN0 or T1bN0 tumors, 19 were diagnosed with
tumors of the gastric stump, 34 received a different mul-
timodality treatment, 10 were lost to follow-up and there
were 3 postoperative deaths. The control group included
patients consecutively treated with surgery only (90),
most of them before 2005, and the other 52 were treated
with resection followed by adjuvant chemoradiotherapy.

Variables
Categories for the following clinicopathological variables
were defined: age, gender, extent of gastric resection,
type of lymphadenectomy, number of dissected nodes,
extended gastrectomy with resection of adjacent or-
gans, tumor site, Lauren`s histological type, T and N
category (TNM 7th ed. [12]), lymphatic vessel and peri-
neural invasion.
The ratio between metastatic and dissected lymph

nodes (N-ratio) was also assessed. The best cut-off inter-
vals were based on the intervals described by Marchet
A. et al. [13] (NR0 – 0%, NR1 – 1%-9%, NR2 – 10%-
25%, N3 -> 25%). In this study, higher survival was
identified in patients with N1 and N2 tumors and lower
N-ratio. In the TNM 7th ed., lesions previously classified
as N1 were divided in N1 (1–2 positive nodes) and N2
(3–6 nodes). The interaction between N-ratio and
N-category was established as described in a previous
study [14]. With the new TNM staging [12], a new
interaction was adopted, with the same intervals for
N2 and N3 tumors and two new intervals for those who
had N1 lesions (NR1a, with an N-ratio of 1-4% and NR1b,
5-9%), since all of them had N-ratio between 1 and 9%.

Surgical treatment
Resection included a distal or total gastrectomy and D2-
lymphadenectomy, as routinely recommended at our
institution. A D1-dissection was only performed in
patients who had poor performance status, in whom a
more extended lymphadenectomy could represent add-
itional operative time and higher morbidity. Pancreatec-
tomy and splenectomy were only performed when
deemed necessary so that negative margins be obtained.

Adjuvant treatment
Gastric cancer patients treated with negative-margin
resections and tumors staged as IB-IV M0 were started
on adjuvant chemoradiotherapy (CT/RT) at our institu-
tion after 2004, according with the protocol described in
the INT 0116 [7]. They should have had performance
status of 2 or lower, adequate renal and liver function
and an appropriate daily caloric intake. Treatment had
to start no more than two months after surgery. All the
patients were treated in 6 Mev Linear Accelerator
with three-dimensional conformal therapy. Four fields
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(antero-posterior and two lateral fields) were used.
Radiotherapy consisted of 45 Gy at 1,8 Gy per day, five
days per week for five consecutive weeks, to tumor bed,
regional nodes and 2 cm beyond the proximal and distal
margins of resection. The tumor bed was defined by pre-
operative computed tomographic imaging.

Survival outcomes
Overall survival was defined as the interval in months
measured between the date of resection and death for
any cause, or the date of the patient`s last appointment.
Disease-free survival was determined as the period be-
tween the date of surgery and the relapse diagnosis,
obtained by imaging tests or as an intraoperative finding,
or death, whichever happened first.

Statistical analysis
For statistical analysis, the software “Statistical Package
for Social Science” (SPSS), version 15.0 was used. The
quantitative variables were expressed by the measure of
appropriate central tendency (mean or median) and re-
spective measure of variability. The comparison of the
two groups regarding their clinicopathological character-
istics was performed by using Student`s t test or
Mann–Whitney test for quantitative data. For qualitative
variables, Pearson`s chi-square or Fisher`s exact test
were used. The analysis of overall and disease-free sur-
vival was done by the estimator product-limit of Kaplan-
Meier and the comparison of curves was done through
log-rank test. The variables that statistically had p<0.20
for the test of log-rank were selected for the multiple
analysis using the Cox proportional hazards model.

Results
Patients and surgical treatment
Among the 142 patients in the study, 81 were male and
their median age was 63 years, ranging from 21 to 88.
Regarding resection, 80 individuals had a total gastrec-

tomy, and the other 62 had a distal gastrectomy. D2-
lymphadenectomy was performed in 129 patients, while
the other 13 had a more limited lymph node dissection
because of poor performance status. The median
number of dissected nodes was 34 (10–84). An extended
gastrectomy was deemed necessary in 26 individuals,
with 22 having splenectomy, 5 distal pancreatectomy,
3 colectomy and 1 left lateral liver resection for
locally advanced disease. Median operative time was
360 minutes (180–840), and only 19 patients had blood
transfusion.
Overall morbidity was 24.6%, including minor and

major postoperative events. The most common events
were pneumonia in 8 patients, intraabdominal abscess in
5, superficial surgical site infection in 5, pancreatic leak-
ing and central line infection in 3 individuals. Median
time of hospital stay was 10 days (6–72). Mortality up to
90 days after surgery was 2.4% (3 cases: 1 due to pneu-
monia, 1 due to complications related to esophagojeju-
nal anastomosis dehiscence and another for pulmonary
thromboembolism).

Pathology findings
The gastric tumors were most frequently located in
the body and antrum (59 and 60 cases, respectively).
Regarding Lauren histological type, 74 patients had in-
testinal tumors, and 68 had diffuse ones. Tumors in-
vading serosa occurred in 85 individuals, and 101 had
lymph node positive disease. The presence of lymph-
atic vessel invasion was observed in 69 patients and 64
had perineural invasion. N-ratio distribution was uni-
form, with slightly higher number of NR0 and NR1
patients.
Clinicopathological features are presented in Table 1,

along with the survival outcomes of the studied
population.

Groups comparison
The group of patients treated with surgery-only, which
was used as a historical control, was compared
with those who received adjuvant chemoradiotherapy.
They were similar when compared by gender, extent of
resection, lymphadenectomy, extended gastrectomy,
tumor site and Lauren histology, number of dissected
nodes, lymphatic vascular invasion, perineural invasion
and T category.
Patients treated with chemoradiotherapy were younger,

with a median of 55 years old, while the surgical group
had a median of 63 years (P<0.001). There was also a
significant difference regarding N-category, as 40% of
the surgery-only patients had N0 disease, whereas there
were only 5 N0 cases (9.6%) in the chemoradiotherapy
group (P>0.001).

Adjuvant therapy
Among the 52 individuals treated with adjuvant chemor-
adiotherapy, 40 completed treatment (76.9%). Regarding
toxicity, 20 patients (38%) had grade II and 8 had grade
III/IV gastrointestinal toxicity, while 19% of them devel-
oped grade III/IV hematological toxicity. Two adjuvant-
related treatment deaths were observed; one patient died
from hematological toxicity while having chemotherapy
associated with radiotherapy, and the other had a
late colonic perforation due to actinic effects, and died
after surgery.

Survival outcomes
The population of the study had a median follow-up of
45 months (49 months for the surgical group and 37 for
the adjuvant CT/RT one). Those who were alive with or



Table 1 Clinicopathological characteristics and prognostic
factors in overall and disease-free survival of patients
treated for gastric cancer

Variable No.
patients
(n=142)

Overall
survival
(5-yr)

P Disease-free
survival
(5-yr)

P

Gender

Male 81 58.7% 0.704 54.1% 0.645

Female 61 58.9% 57.7%

Age

40 years 10 70.0% 0.321 60.0% 0.450

41-69 years 86 62.9% 59.7%

≥ 70 years 46 49.6% 47.5%

Gastrectomy

Total 80 49.7% 0.024 43.9% 0.007

Subtotal 62 70.4% 70.4%

Extended resection

Yes 26 35.5% 0.004 34.6% 0.002

No 116 64.3% 60.6%

Lymphadenectomy

D1 13 50.5% 0.270 47.8% 0.388

D2 129 59.9% 56.3%

No. of dissected nodes

Less than 25 39 54.3% 0.339 48.8% 0.269

25 or more 103 60.6% 58.0%

Location

Cardia 21 37.0% <0.001 27.7% <0.001

Body 59 60.3% 57.9%

Antrum 60 66.8% 64.4%

Linitis 2 0% 0%

Lauren histology

Intestinal 74 61.4% 0.580 57.1% 0.748

Diffuse 68 55.6% 54.1%

Lymphatic vessel invasion

Yes 59 48.8% 0.032 44.7% 0.023

No 83 66.7% 63.8%

Perineural invasion

Yes 67 48.4% 0.015 42.2% 0.003

No 75 68.9% 68.3%

T-category

T1 11 68.6% 0.005 68.6% <0.001

T2 29 78.4% 71.5%

T3 11 61.4% 61.4%

T4a 85 53.8% 51.2%

T4b 6 33.3% 16.7%

Table 1 Clinicopathological characteristics and prognostic
factors in overall and disease-free survival of patients
treated for gastric cancer (Continued)

N-category

N0 40 75.8% 0.002 75.8% 0.005

N1 24 63.8% 57.8%

N2 42 57.7% 53.6%

N3a 29 43.4% 39.3%

N3b 7 14.3% 14.3%

N-ratio

NR0 40 75.8% 0.005 75.8% 0.001

NR1 39 69.8% 66.3%

NR2 27 43.7% 39.9%

NR3 26 36.1% 31.0%

N-category/N-ratio interaction

N0-NR0 40 75.8% 0.002 75.8% 0.001

N1-NR1a 10 76.2% 76.2%

N1-NR1b 14 57.1% 45.7%

N2-NR1 15 79.0% 79.0%

N2-NR2 and NR3 27 45.1% 39.5%

N3a-NR2 and NR3 29 43.4% 39.3%

N3b-NR3 7 14.3% 14.3%
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without recurrence had median follow-up of 56 and 69
months, respectively. Estimated 5-year overall survival
was 58.9%, and 5-year disease-free survival was 55.7%.
Relapse occurred in 47 patients (33.6%), 32 in the

surgery-only group (35.5%) and 15 in the adjuvant treat-
ment one (28.8%). The first documented site of recur-
rence was loco-regional in 23.9%, liver in 30.4%,
peritoneal in 32.6% and other distant sites in 13%.
Patients who received chemoradiotherapy had lower
loco-regional recurrence (21.4% vs. 25%) and a slightly
higher systemic relapse (78.6% vs. 75%), although this
difference was not statistically significant.
The factors that influenced overall and disease-free

survival included: type of gastrectomy, tumor site,
extended resection, lymphatic vessel and perineural in-
vasion, N-ratio, T-category and N-category (Table 1).
Patients who received adjuvant chemoradiotherapy

had 5-year overall survival of 70.9% and disease-free sur-
vival of 59.1%. They had better numbers than the
surgery-only group, which were respectively 54.1% and
53.5%. These results were not statistically significant
though (Figure 1).
For multivariate analysis, the interaction between N-

ratio and N-category was established as described in a
previous study [14] and with the following categories:
N0-NR0; N1-NR1a; N1-NR1b; N2-NR1; N2-NR2 and
NR3; N3a-NR2 and NR3; N3b-NR3. It was an independ-
ent prognostic factor for overall and disease-free



Figure 1 Overall and Disease-free survival of gastric cancer patients treated with surgery with or without adjuvant chemoradiotherapy.
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survival, along with extended gastrectomy and peri-
neural invasion (Table 2).

The role of adjuvant chemoradiotherapy in
survival outcomes
In order to identify a specific group of patients who
would benefit from this set of adjuvant treatment, its in-
fluence in survival for all categories of every prognostic
Table 2 Multivariate analysis prognostic factors in overall
and disease-free survival of patients treated for gastric
cancer

Variable Overall survival Disease-free survival

HR (CI 95%) P HR (CI 95%) P

Perineural invasion

No 1.0 1.0

Yes 2.03 (1.17-3.53) 0.011 2.46 (1.46-4.15) 0.00

Extended resection

No 1.0 1.0

Yes 2.40 (1.31-4.38) 0.004 2.58 (1.46-4,56) 0.001

Treatment modality

Surgery only 1.61 (0.85-3.04) 0.142 * *

Adjuvant CT/RT 1.0 * *

N-category – N-ratio

N0-NR0 1.0 0.021 1.0 0.008

N1-NR1a 0.72 (0.16-3.17) 0.661 0.65 (0.15-2.86) 0.568

N1-NR1b 1.92 (0.73-5.05) 0.184 2.01 (0.81-4.96) 0.131

N2-NR1 0.51 (0.14-1.81) 0.297 0.41 (0.20-1.44) 0.167

N2-NR2 and NR3 2.02 (0.93-4.39) 0.076 2.26 (1.10-4.63) 0.026

N3a – NR2 and NR3 2.78 (1.31-5.89) 0.008 2.66 (1.30-5.44) 0.007

N3b – NR3 2.96 (1.08-8.12) 0.036 2.77 (1.03-7.44) 0.043
factor identified in univariate analysis was tested.
Patients who had lymph node metastasis had a signifi-
cant improvement in overall survival (P=0.023) with the
addition of adjuvant chemoradiotherapy. The same
benefit was not observed in any other category
(Table 3).
The role of this multimodality treatment was then

tested in different groups of patients who had lymph
node metastasis, by using the N-category – N-ratio
interaction. Patients with N1 and N2 tumors and higher
N-ratio had similarly superior survival numbers with the
addition of chemoradiotherapy (Table 3), but this data
was not statistically significant. These 65 individuals
were then divided in two groups, one including 25
patients with N1-NR1a or N2-NR1 disease (Group 1),
and 40 with N1-NR1b or N2-NR2 and NR3 disease
(Group 2). No statistical differences between the groups
were observed (Table 4). The individuals in Group 1,
with a lower N-ratio, had no benefit with adjuvant che-
moradiotherapy both in overall (78.8% vs. 76.9%) and
disease-free survival (81.8% vs. 76.9%), whereas those in
Group 2 who had adjuvant treatment had a significant
improvement in overall survival (71.4% vs. 30.9%;
P=0.038) and superior but not statistically significant
numbers regarding disease-free survival (48.9% vs.
30.3%; P=0.145).

Discussion
Adjuvant chemoradiotherapy after complete resection
for gastric cancer was associated with an improvement
in overall and disease-free survival [7] and has been
adopted in many Western centers since [15]. Some
issues should be addressed though, surgical control being
the major one. In the INT0116, D2-lymphadenectomy



Table 3 Survival outcomes stratified by prognostic factors in overall and disease-free survival of patients treated for
gastric cancer with or without adjuvant chemoradiotherapy

Variable No. patients Overall survival P Disease-free survival P

Surgery
only (n=90)

Adjuvant
CT/RT (n=52)

Surgery
only

Adjuvant
CT/RT

Surgery
only

Surgery
CT/RT

Lymphatic Vessel Invasion

Yes 39 20 43.1% 65.8% 0.198 39.5% 41.7% 0.567

No 51 32 62.3% 76.8% 0.458 61.6% 68.8% 0.735

Perineural Invasion

Yes 47 20 43.7% 62.9% 0.470 40.7% 42.8% 0.787

No 43 32 64.0% 79.2% 0.222 63.1% 71.7% 0.603

Extended resection

Yes 18 8 33.3% 45.0% 0.546 33.3% 37.5% 0.951

No 72 44 59.0% 76.2% 0.219 58.5% 63.4% 0.486

Lymph node metastases

Yes 55 46 40.6% 68.2% 0.023 40.6% 53.7% 0.113

No 35 6 73.4% 100.0% 0.736 73.4% 50.0% 0.716

T-category

T1 4 7 75.0% 66.7% 0.627 75.0% 66.7% 0.627

T2 21 8 70.6% 100.0% 0.096 70.6% 71.4% 0.629

T3 5 6 25.0% 85.7% 0.081 25.0% 83.3% 0.170

T4a 55 30 51.3% 62.0% 0.875 50.1% 52.4% 0.999

T4b 5 1 20.0% 100.0% 0.259 20.0% 0.0% 0.953

N-category

N0 35 5 73.4% 100.0% 0.736 72.4% 100.0% 0.689

N1 14 10 50.0% 80.0% 0.203 50.0% 52.5% 0.674

N2 22 20 46.5% 73.1% 0.140 45.0% 64.3% 0.279

N3a 14 15 32.7% 58.7% 0.340 32.7% 41.7% 0.439

N3b 5 2 16.7% 0.0% 0.758 16.7% 0.0% 0.919

N-category – N-ratio

N0 – NR0 35 5 73.4% 100.0% 0.736 72.4% 100.0% 0.689

N1 – NR1a 5 5 80.0% 75.0% 0.688 80.0% 75.0% 0.688

N1 – NR1b 9 5 37.5% 83.3% 0.106 37.5% 40.0% 0.553

N2 – NR1 8 7 75.0% 83.3% 0.620 75.0% 85.7% 0.656

N2 – NR2 and NR3 14 13 27.8% 67.7% 0.120 26.8% 53.8% 0.251

N3a – NR2 and NR3 14 15 32.7% 58.7% 0.340 32.7% 41.7% 0.439

N3b – NR3 5 2 16.7% 0.0% 0.758 16.7% 0.0% 0.919
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was recommended as part of the surgical treatment.
However, it was performed in only 10% of the patients,
who had a median survival of 48 months and no im-
provement with adjuvant treatment, whereas the whole
study population had median survival of 36 months [7].
The use of this treatment in patients who had D2-
lymphadenectomy was first reported in a nonrando-
mized Korean study with 890 patients, in which adjuvant
treatment was associated with an improvement in sur-
vival (57% vs. 51%). This same group led the just
published ARTIST Trial, a phase III study that com-
pared the adjuvant treatment with chemotherapy (6
cycles of XP - Capecitabine and Cisplatin) vs. the associ-
ation of chemotherapy and radiotherapy (2 cycles of XP +
XP and Radiotherapy + 2 more cycles of XP) after D2-
lymphadenectomy. The addition of radiotherapy provided
an improvement in disease-free survival for node-
positive patients [16].
Patterns of relapse are another point of concern. In

the INT 0116 trial, adjuvant chemoradiotherapy was



Table 4 Clinicopathological characteristics of the two
N-category / N-ratio groups determined

Variable Group 1
(N1-NR1a N2-NR1)

Group 2
(N1-NR1b N2-NR2 and NR3)

P

Gender

Male 10 25 0.077

Female 15 15

Age

Mean 60,1 64,2 0.249

Gastrectomy

Total 14 23 0.905

Subtotal 11 17

Extended resection

Yes 21 32 0.477

No 4 8

No. of dissected nodes

Median 40 (23–69) 28 (10–50) <0.001

Location

Cardia 1 9 0.130

Body 11 15

Antrum 13 16

Lauren histology

Intestinal 12 21 0.724

Diffuse 13 19

Lymphatic vessel invasion

Yes 9 16 0.747

No 16 24

Perineural invasion

Yes 12 15 0.403

No 13 25

T category

T1 5 2 0.286

T2 4 8

T3 3 3

T4a 11 25

T4b 2 2
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associated with a decrease in local recurrence (29% vs.
19%), but not in systemic/peritoneal relapse. A large
Eastern series with 2328 patients described loco-regional
relapse to be around 20% with surgery only [17].
Even Western studies demonstrate that when D2-
lymphadenectomy is performed less than 20% of the
patients develop loco-regional recurrence [18].
Debates remain among some Western authors regard-

ing the extent of lymphadenectomy for gastric can-
cer. They are based in the negative results of two
randomized trials published in 1999. Their results
should be interpreted with caution, mainly due to the
adverse effect of D2-related pancreatic and splenic resec-
tions in postoperative mortality. A recent update in the
results of one of these trials should put an end to this
controversy, as D2-lymphadenectomy was associated
with a significant improvement in cancer-related mortal-
ity and in loco-regional recurrence [19].
The present study included 90.8% of patients who

were treated with D2 dissection. Severe postoperative
morbidity was low and postoperative deaths were
excluded, which suggests that the number of patients
who were programmed to have adjuvant chemora-
diotherapy and did not receive it was very low. The
treatment was not associated with significant improve-
ment in overall and disease-free survival. Some limita-
tions about this finding should be discussed. The first
one regards the two differences between the group of
patients treated with resection, and the ones treated with
adjuvant chemoradiotherapy, who were younger and had
higher frequency of node-positive tumors. In this case,
treatment could offset a worse result in patients with
node-positive disease. Another limitation of the study
resides in the fact that this is a retrospective cohort of
consecutive cases and the more recently treated indivi-
duals were the ones who had adjuvant chemoradiother-
apy and, therefore, have a shorter follow-up. The use of
a historic control may represent another bias, albeit the
low morbidity and mortality of patients throughout the
study and the fact that all the patients were operated by
the same group of surgeons.
Based on the conflicting results in the literature on the

subject of chemoradiotherapy in patients treated with
D2-lymphadenectomy, the toxicity it is associated with,
and this own series numbers, which showed better
but not significant results with adjuvant treatment, the
goal was to try to identify prognostic factors that could
establish which individuals would benefit from adjuvant
treatment.
Besides extended resections, perineural invasion was

also an independent prognostic factor associated with
worse survival, as has been shown in the literature, espe-
cially if associated with lymphatic vessel invasion and
early tumors [20].
However, the most important prognostic factor for

overall and disease-free survival was the interaction be-
tween N-category and N-ratio. It has been shown that
this interaction individualizes groups of patients with
distinguished survival numbers within the same N-
category in TNM staging 6th edition [14], confirming the
finding in other studies that N-ratio could determine dif-
ferent outcomes in patients with N1 and N2 tumors
[13,21]. The role of this interaction was now investigated
in the new TNM staging system 7th edition [12] and
again different survival outcomes were identified in
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patients with N1 and N2 tumors (N2-NR2 and NR3
tumors – HR 2.02 for death and 2.26 for recurrence).
When analyzing the role of adjuvant chemoradiother-

apy for each variable category, an improvement in over-
all survival among patients with node-positive disease
was observed. However, by studying the distribution of
these patients in different N-category N-ratio categories,
individuals with N1 and N2 lesions and higher N-ratio
seemed to have better survival with adjuvant chemora-
diotherapy. By grouping these patients, this difference in
outcomes was more easily identified, with a significant
improvement in overall and better numbers albeit not
statistically significant in disease-free survival. Those
who had D2-lymphadenectomy with higher N-ratio had
the worse outcomes, possibly because residual node dis-
ease was left behind. To measure the likelihood of dis-
ease in undisected regional nodes, the use of the
Maruyama index (MI) has already been described. An
MI < 5 was an independent survival prognostic factor
among the INT0116 patients and it proved to be a valu-
able surgical undertreatment detection tool [22].
The most important limitation in our study refers to

the small number of patients, especially in the subgroups
of N1/N2 tumors, with 65 in total. This may provide a
low statistical power for the results. However, even in
this small subset, very different numbers were observed
and a statistically significant result was obtained, which
favored the rationale of using N-ratio associated with N-
category to help identify patients who supposedly had a
D2-lymphadenectomy and would benefit from adjuvant
chemoradiotherapy. This interaction worked as a
numeric criterion that might represent, after further
studies, an absolute, reproducible factor that could help
select patients for this treatment could have been
established.
In conclusion, in this single center series, adjuvant

chemoradiotherapy was not a prognostic factor for over-
all and disease-free survival in gastric cancer patients
treated with D2-lymphadenectomy. Patients with N1
and N2 tumors and higher N-ratios could benefit from
this multidisciplinary treatment.

Competing interests
All the authors report no competing interest.

Authors’ contributions
WLC Jr, FJFC, RCF, HSCR, ALD, MDFSB, CALM, MFF, MJBS, JHF, ALM. All
authors read and approved the manuscript.

Author details
1Department of Abdominal Surgery, Hospital A. C. Camargo, Sao Paulo, Brazil.
2Department of Radiotherapy, Hospital A. C. Camargo, Sao Paulo, Brazil.
3Department of Surgical Pathology, Hospital A. C. Camargo, Sao Paulo, Brazil.
4Department of Clinical Oncology, Hospital A. C. Camargo, Sao Paulo, Brazil.
5Center for Researcher Support, Barretos Cancer Hospital, Barretos, Brazil.
6Department of Gastroenterology, Faculty of Medicine, University of Sao
Paulo, Sao Paulo, Brazil.
Received: 16 July 2012 Accepted: 13 October 2012
Published: 15 October 2012
References
1. Dicken BJ, Bigam DL, Cass C, Mackey JR, Joy AA, Hamilton SM: Gastric

adenocarcinoma: review and considerations for future directions. Ann
Surg 2005, 241:27–39.

2. Yoshinori N, Tsubono M, Kawabata K, et al: Comparison of survival curves
of gastric cancer patients after surgery according to the UICC stage
classification and the general rules for gastric cancer study by the
Japanese Research Society for Gastric Cancer. Ann Surg 1993, 218:47–53.

3. Sakuramoto S, Sasako M, Yamaguchi T, et al: Adjuvant chemotherapy for
gastric cancer with S-1, an oral Fluoropyrimidine. N Engl J Med 2007,
357:1810–1820.

4. Edwards P, Blackshaw GR, Lewis WG, et al: Prospective comparison of D1
vs. modified D2 gastrectomy for carcinoma. Br J Cancer 2004,
90:1888–1892.

5. Costa MLV, Ribeiro KCB, Machado MAC, Costa ACLV, Montagnini AL:
Prognostic score in gastric cancer: the importance of a conjoint analysis
of clinical, pathologic and therapeutic factors. Ann Surg Oncol 2006,
13:843–850.

6. D’Angelica M, Gonen M, Brennan MF, Turnbull AD, Bains M, Karpeh MS:
Patterns of initial recurrence in completely resected gastric
adenocarcinoma. Ann Surg 2004, 240:808–816.

7. MacDonald JS, Smalley SR, Benedetti J, et al: Chemoradiotherapy after
surgery compared with surgery alone for adenocarcinoma of the
stomach or gastroesophageal junction. N Engl J Med 2001,
345:725–730.

8. Kim S, Lim DH, Lee J, et al: An observational study suggesting clinical
benefit for adjuvant postoperative chemoradiation in a population of
over 500 cases after gastric resection with D2 nodal dissection for
adenocarcinoma of the stomach. Int J Oncol Biol Phys 2005,
70:1279–1285.

9. Sasako M: Adjuvant chemotherapy with 5-FU or regimens including
oral Fluoropyrimidine for curable gastric cancer. Gastric cancer 2009,
12:10–15.

10. Li W, Qin J, Sun YH, Liu TS: Neoadjuvant chemotherapy for advanced
gastric cancer: a meta-analysis. World J Gastroenterol 2010, 16:5621–5628.

11. Tsang WK, Leung SF, Chiu SKW, et al: Adjuvant chemoradiation for gastric
cancer: experience in the Chinese population. Clin Oncol 2007,
19:333–340.

12. Sobin LH, Gospodarowicz MK, Wittekind C: International Union Against
Cancer (UICC) TNM classification of malignant tumours. 7th edition. New
York: Wiley-Liss; 2010:73–76.

13. Marchet A, Mocellin S, Ambrosi A, et al: The ratio between metastatic and
examined lymph nodes (N ratio) is an independent prognostic factor in
gastric cancer regardless of the type of lymphadenectomy. Ann Surg
2007, 245:543–552.

14. Coimbra FJF, Costa WL Jr, Montagnini AL, et al: The interaction between
N-category and N-ratio as a new tool to improve lymph node metastasis
staging in gastric cancer: Results of a single cancer center in Brazil.
Eur J Surg Oncol 2011, 37:47–54.

15. Knight G, Earle CC, Cosby R, et al: Neoadjuvant or adjuvant therapy for
resectable gastric cancer: a systematic review and practice guideline for
North America. Gastric Cancer 2012. doi:10.1007/s10120-012-0148-3.

16. Lee J, Lim DH, Kim S, et al: Phase III trial comparing Capecitatine plus
Cisplatin versus Capecitabine plus cisplatin with concurrent
Capecitabine Radiotherapy in completely resected gastric cancer with
D2 lymph node dissection: the ARTIST trial. J Clin Oncol 2011, 30:268–273.

17. Yoo CH, Noh SH, Shin DW, Choi SH, Min JS: Recurrence following curative
resection for gastric carcinoma. Br J Surg 2000, 87:236–242.

18. Muratore A, Zimmitti G, Lo Tesoriere R, Mellano A, Massucco P, Capussotti L:
Low rates of loco-regional recurrence following extended lymph node
dissection for gastric cancer. Eur J Surg Oncol 2009, 35:588–592.

19. Songun I, Putter H, Kranenbarg EMK, Sasako M, Van de Velde C: Surgical
treatment of gastric câncer: 15-year follow-up results of the randomised
nationwide Dutch D1D2 trial. Lancet Oncol 2010, 11:439–449.

20. Scartozzi M, Galizia E, Verdecchia L, et al: Lymphatic, blood vessel and
perineural invasion identifies early-stage high-risk radically resected
gastric cancer patients. Br J Cancer 2006, 95:445–449.

http://dx.doi.org/10.1007/s10120-012-0148-3


Costa et al. Radiation Oncology 2012, 7:169 Page 9 of 9
http://www.ro-journal.com/content/7/1/169
21. Kim CY, Yang DH: Adjustment of N stages of gastric cancer by the ratio
between the metastatic and examined lymph nodes. Ann Surg Oncol
2009, 16:1868–1874.

22. Hundahl SA, MacDonald JS, Benedetti J, Fitzsimmons T: Surgical treatment
variation in a prospective, randomized trial of chemoradiotherapy in
gastric cancer: the effect of undertreatment. Ann Surg Oncol 2002,
9:278–286.

doi:10.1186/1748-717X-7-169
Cite this article as: Costa et al.: Adjuvant chemoradiotherapy after
d2-lymphadenectomy for gastric cancer: the role of n-ratio in patient
selection. results of a single cancer center. Radiation Oncology 2012
7:169.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusion

	Introduction
	Materials and methods
	Patients
	Variables
	Surgical treatment
	Adjuvant treatment
	Survival outcomes
	Statistical analysis

	Results
	Patients and surgical treatment
	Pathology findings
	Groups comparison
	Adjuvant therapy
	Survival outcomes
	The role of adjuvant chemoradiotherapy in survival outcomes

	Discussion
	Competing interests
	Authors’ contributions
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


