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Table I1. Univariate and multivariate analysis of recurrence-free sturvival
(N=127). *According to UICC seventh TNM classification of
esophageal cancer.,

No. Univariaste  Multivariate

g
%, analysis analysis
% S ——— p-Value
= p-Value  Hazard ratio
ot (95% CI)
e el He Age (years)
) <65 58
Figure 1, Site of recurrence by Siewert type. 265 6 0821
Gender
Male 96
Female 3t 0417
Tumor maximal size (mm)
<60 66
mCendcal  # Medidstinal B Para-aortic 260 61 0.103
2 Siewert type
© Type L, 11 88
) Type 111 390321
5 B T Category*
T, TI-2 41
£ T3.4 86 <0.001 0127
x 4 N Category™*
2 Negative 46
Positive 81 <0001 0252
ot Mediastinal nodes
Tope | Tvpe Trpell Negative 117
o=t fo=2) x4l Positive 10 <0001 0005 2954 (1382-6312)
Figure 2, Site of lymphogenous recurrence by Siewert type, Para-aortic node
Negative 117
Positive 10 0017 0421
Esophageal invasion (mm)
<20 87
was 12.6 months for type I, 12.5 months for type 11, and 12.7 =20 4 0001 0177
months for type Iil tumors, indicating no significant  Venous invasion
differences among the three subtypes. ggfi?;s;e 13? 0003 0.108
Interestingly, each subtype showed a distinctive recurrence Lymphovascular invasion ’ '
site pattern, although the number of patients with type I Negative 53
tumors was very small compared to the other two subtypes in Positive 74 <0.001 0.062
our study. The most frequent site of type I tumor relapse was HE‘;;‘““"“’@“' grade "
Iymphogenous, that of type II was hematogenous, and that of G3l4 & 0065 0824

type II was disseminative. It seems natural that type HI
tumors showed many dissemination recurrences because type
111 is thought to be very similar to gastric cancer, in which the
most common recurrence pattern is peritoneal dissemination.
In general, type III is likely to be associated with larger and
deeper tumor progressions. Saito reported that peritoneal
recurience was a major recurrence pattern in cardiac cancer,
similar to our results of type III tumors (14). We believe that
in the local control of type Il tumors, abdominal lymph node
dissection and total gastrectomy are very important for
prognosis. In contrast, mediastinal lymphogenous recurrence
was relatively rare in our study. Therefore, at least radical
mediastinal lymphadenectomy for type III tumors is not
feasible. In addition, the same strategy used for gastric cancer
should be considered to prevent disseminative recurrences

4394

after surgery for type III tumors. In Japan, postoperative S-1
administration is a standard therapy, and the effectiveness of
capecitabine-plus-oxaliplatin (XELOX) was also reported by
Korean and Chinese groups (11,15). On the other hand, for
type I or II tumors closer to the esophagogastric junction, the
situation may differ becanse of complicated anatomical
features. In this region, tumors tend to spread intramurally
through the rich submucosal lymphatic or vascular
constructions and expand proximally up to the esophagus and
distally into the stomach (16). Indeed, our results showed that
type I tumors mainly developed hematogenous and
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lymphogenous recurrences. Local recurrence was infrequent
among all subtypes. This may indicate that local control was
accomplished during the operation through an appropriate
surgical approach in our series.

Publications concerning the recurrence pattern of AEGs are
very few. In Italy, Manzoni et @l. reported that the major
recurrence site for type I and II tumors was hematogenous
and that and dissemination was major in type 1II (8, 9). These

results are similar to ours with the exception of type I,
although our population of type I tumors was small (n=7). In
our study, four lymph node recurrences were seen in type I
tumors and comprised of cervical, mediastinal, and abdominal
regions, Concerning the surgical approach for type I tumors,
Manzoni et af. mainly adopted subtotal esophagectomy and
mediastinal lymphadenectomy, which may be standard in
Western countries, whereas we did not routinely adopt
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Figure 5. Recurrence-free survival curves by Siewert type of cancer.
There was no significant difference in recurrence-free survival by
subtype.

subtotal esophagectomy but instead used a transabdominal
approach when we could obtain a sufficient margin. In our
study, all relapsed lymph node sites were in non-dissected
regions in the first surgery with the exception of only one
patient with type I and II tumors. Considering these data, we
believe that subtotal esophagectomy with radical
lymphadenectomy may be optimal for type I tumors in the
same way as routine esophageal cancer surgery, at least to
control local lymphatic spread. Similar to type I tumors,
subtotal esophagectomy and mediastinal lymphadenectomy
may be adapted for type II tumors, especially those involving
a long distance of esophageal invasion.

The time-to-recurrence was 12.6 (7.0-15.2) months for type
1, 12.5 (0.9-67.2) months for type II, and 12.7 (2.3-141.3)
months for type III tumors. Most recurrences developed within
24 months, but were sometimes seen after 4 years of follow-
up. Hematogenous and lymphogenous systemic recurrences
were mostly diagnosed within 24 months, whereas
dissemination was sometimes diagnosed after 2 years.
Emmanuele reported a median time-to-recurrence of 11
months for esophageal adenocarcinoma (17), similar to our
results. Manzoni reported 26 months for type 1, 18 months for
type 1I, and 15 months for type III (9), which are longer than
our data. Whether the surgical approach or range of
lymphadenectomy influenced these differences is unclear;
actually, they often adopted a transthoracic approach with
subtotal esophagectomy. Of cowrse, both studies have
limitations in that they were retrospective.

As shown in Figure 2, most lymph node recurrences of
type II and III tumors occurred in the para-aortic region.
Fourteen patients developed para-aortic lymph node
recurrences, of whom seven relapsed at the No. 16 lateral
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node and two relapsed at the No. 16 internal node according
to the Japanese classification; five were unspecified. Of
seven patients with relapse at the No. 16 lateral node, five
(71%) had No. 2 node metastasis at the first operation. This
fact can be explained by the presence of a lymphatic
pathway from the No. 2 node directly to the No. 16 lateral
node along the left infraphrenic artery near the left
diaphragmatic crus. Effectiveness of prophylactic para-aortic
tymph node dissection for gastric cancer was denied by the
results of the JCOG 9501 trial (18), however, tumors at the
esophagogastric junction seem to possess a direct lymphatic
stream through this No. 2 to No. 16 route, as shown in our
results. This question should be resolved by future studies.

Despite the surgeons’ efforts, our multivariate analysis
revealed that mediastinal lymph node metastasis at the time
of surgery was a significant and independent prognostic
indicator for recurrence (p=0.003) [hazard ratio=2.954, 95%
confidence interval (CI)=1.38-6.31]. In patients with
mediastinal lymph node metastasis at the time of surgery, the
recurrence rate was 100% (10/10). The recurrence patterns of
these 10 patients varied, showing six nodal (four para-aortic,
two cervical, and one mediastinal), three hematogenous (liver
and bone), and three peritoneal disseminations with a median
time to recurrence of 11.5 (95% CI=3.23-35.9) months. This
indicates that AEGs with positive mediastinal lymph node
metastasis carry a biologically very poor progunosis, despite
the fact that lymphogenous recurrence can be controlled by
radical mediastinal dissection, and mediastinal lymph node
metastasis at the time of surgery indicates greater systemic
spread of cancer cells. Certainly, the primary modality for the
treatment of AEG is radical surgery with lymph node
dissection. However, we believe that for patients suspected of
having mediastinal lymph node metastasis by preoperative
CT, neoadjuvant chemotherapy should be considered to
control systemic cancer spread. Therefore, in the future, for
the population of individuals with AEGs with a poor
prognosis, new multimodal treatments should be examined in
a prospective clinical trial.

Conclusion

The recurrence pattern of AEGs differed according to
Siewert’s classification. This should be understood to
determine the optimal surgical approach. Mediastinal lymph
node dissection may be effective for local control, but may
not significantly improve prognosis. When mediastinal
lymph node metastasis is suspected, perioperative
chemotherapy may be recommended.
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Purpose: This study aimed at identifying difficulties among post thoracic esophagectomy cancer patients during
outpatient follow-up. Methods: Patients who had radical esophagectomy at a cancer center hospital in Japan were
prospectively observed and were interviewed by 2 certified nurse assigned at escphageal surgical outpatient division.
Their responses were documented in medical records and were analyzed by content analysis method. This study was
approved by the study hospital’s research ethics commitiee. Results: The data from 66 patients were obtained. Content
analysis yielded 221 extracls, 25 categories, and 65 codes of difficulties, including: concerns or signs/symptoms
associated with dietary intake, physical activity, and anxiety. Implications: The majority of past-thoracoahdominal
esophagectomny patients experienced multiple dysfunctions and symploms after discharge. The results underscore the
sigmfcance of nurses’ role in assessing and instructing patients to address these issues.
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