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Long-term Results of Radiotherapy for Patients 75 Years of Age or Older with Esophageal Cancer: Optimiza-
tion of the Radiotherapy and Combined Chemotherapy: Yorozu A*!, Toya K*!, Seki S*!, Dokiya T*!, Kita K*!,
Kaneko H*!, Hashimoto K*!, Seki S*2 and Ikeuti T*? (*'Department of Radiology, *?Department of Surgery, Tokyo
Medical Center, National Hospital Organization)

We reported long-term results of external beam radiotherapy with or without brachytherapy for esophageal carcinoma
in patients with 75 years or older. From 1984 to 2005, 160 elderly patients were treated. The overall survival rate at 5
years was 4% in the half term before 1994 and 25% in the half term after 1995 (p=0.003). The significant prognostic
factors were stage, performance status, comorbidity and combined chemotherapy. Localized radiotherapy fields and
dose modification seemed critical for reducing long-term toxicity and treatment-related death. To optimize the therapy
for this disease in the elderly, sophisticated radiotherapy technique is mandatory.
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Abstract
Background Microscopic cancer spreading to extranodal
connective tissues (extranodal spreading: ENS) is occa-
sionally found in resected specimens from patients with
esophageal squamous cell carcinoma (SCC), but the
prognostic impact of ENS remains unclear. The aims of
this study were to elucidate the prognostic impact of ENS
to help determine the most suitable management for the
' patients with ENS.
Methods We histologically re-evaluated 7,349 lymph
nodes obtained from 171 patients with SCC of the thoracic
esophagus who underwent potentially curable resection
between 1992 and 2003. We defined ENS as microscopic
penetration of tumor cells from metastatic lymph nodes or
tumor cell dissemination into extranodal connective
tissues.
Results Extranodal spreading was found in 37 (21.6%)
patients, and it had a significant relationship with diameter
and depth of the tumor, lymphatic and venous invasion,
intramural metastasis, and number of metastatic nodes.
Patients who were ENS positive were at higher risk of
recurrence, and their overall survival rate was lower than
that for ENS-negative patients. Furthermore, recurrent risk
was higher and overall survival rate was lower in ENS-

T. Tanabe - T. Kanda (&) - S.-i. Kosugi - Y. Tkeda -

S. Makino - S. Komukai - M. Ohashi - K. Hatakeyama
Division of Digestive and General Surgery, Niigata University
Graduate School of Medical and Dental Sciences,
Asahimachi-dori 1-757, Niigata City 951-8510, Japan

e-mail: kandat@med.niigata-u.ac jp

T. Suzuki

Department of Nursing, School of Health Sciences, Faculty of
Medicine, Niigata University, Niigata, Japan

@ Springer

positive patients than in ENS-negative patients when they
had 1-3 metastatic nodes, but recurrent risk and overall
survival rate of the patients with 4 or more metastatic nodes
were very cimilar in ENS-positive and ENS-negative
patients.

Conclusions The present findings suggest that in SCC of
the thoracic esophagus, the presence of ENS increases
recurrent risk and reduces the overall survival of the
patients with 1-3 metastatic nodes. Patients showing ENS
should be managed in the same way as patients with 4 or
more metastatic nodes.

A number of investigators have reported the prognostic
factors of patients with esophageal squamous cell carci-
noma (SCC). Depth of tumor invasion, distant metastasis,
intramural metastasis, lymph node metastasis, and the
number of metastatic nodes are widely recognized as
prognostic factors in patients with esophageal SCC [1, 2].

The spread of cancer to extracapsular connective tissues
surrounding the iymph nodes can be found by the detailed
histological investigation of resected lymph nodes; this
type of cancer spreading (extranodal spreading: ENS) has
been reported as a risk factor for distant metastasis or as an
indicator of poor prognosis in people with head and neck
cancer [3-5], thyroid cancer [6], breast cancer [7], lung
cancer [8], and gastric cancer [9-11]. As regards esopha-
geal SCC, a sole study found that patients exhibiting ENS
showed poorer prognosis than patients lacking ENS [12].
However, the impact of ENS on patient prognosis and the

“independence of ENS as a prognostic indicator remain

unclear. Therefore, the optimal approach to the clinical
management of patients with ENS has yet to be
determined.
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To provide helpful information regarding how to treat
patients who are postoperatively revealed to have ENS, we
clinicopathologically characterized ENS in esophageal
SCC patients based on a 12-year series of radical esoph-
agectomy performed at our hospital. We then addressed the
prognostic impact of ENS by conducting a detailed
investigation of patient survival using univariate and mul-
tivariate analyses.

Materials and methods
Patients

A total of 249 patients underwent potentially curable esoph-
agectomy (RO resection) for primary squamous cell
carcinoma of the thoracic esophagus at Niigata University
Medical and Dental Hospital between 1992 and 2003.
Twenty-eight patients who had extra-esophageal second
primary cancer and 49 patients who received neoadjuvant
chemotherapy or chemoradiotherapy were found to be inel-
igible for this study. One patient with intramucosal carcinoma
of the upper thoracic esophagus, who underwent transhiatal
esophagectomy with no lymph node dissection, was also
excluded. The remaining 171 patients (148 men and 23
women) were qualified and were included in the present
study. The age of the patients ranged from 40 to 84 years
(median: 64 years). Postoperative survival information of all
171 patients was available. The median follow-up period after
resection ranged from 2 to 161 months (median: 41 months).

Seventy-six patients underwent transthoracic esophag-
ectomy with en bloc lymphadenectomy of cervical,
mediastinal, and abdominal lymph nodes (transthoracic
esophagectomy with three-field lymphadenectomy: TTE
with 3-FL). Thirty-four patients underwent transthoracic
esophagectomy with lymphadenectomy of the mediastinal
and abdominal lymph nodes (transthoracic esophagectomy
with two-field lymphadenectomy: TTE with 2-FL). In
addition, 61 patients underwent transhiatal esophagectomy
with dissection of the lower mediastinum and abdomen
(THE). The number of dissected lymph nodes ranged from
5 to 105 (median 40) per patient, and a total of 7,349 lymph
nodes were examined in the present study.

Our treatment strategy involved TTE with 3-FL for
tumors of the middle and upper thoracic esophagus and
TTE with 2-FL for tumors of the lower thoracic esophagus
that extended to the middle thoracic esophagus or that were
diagnosed as having mediastinal lymph node metastasis.
The third procedure (THE) was indicated for patients with
tumors localized in the lower thoracic esophagus without
evidence of mediastinal lymph node metastasis.

As additional postoperative therapy, systemic chemo-
therapy with 5-fluorouracil and cisplatin was administered

@ Springer

to 60 patients, radiotherapy was given to 2 patients, and
chemoradiotherapy was given to 4 patients. Patients were
followed every 1-3 months in outpatient clinics and
monitored for recurrence by measuring blood tumor
markers including carcinoembryonic antigen and squamous
cell carcinoma antigen. Every patient received chest and
abdominal computed tomography at 6-month intervals for
the first 2 years post-surgery and annually for the next 3
years to evaluate recurrent disease.

Pathological examinations

Immediately after surgery, a surgical pathologist separated
the excised specimens, which were comprised of esopha-
gus, gastric fundus, and surrounding soft tissues including
lymph nodes dissected en bloc. The isolated lymph nodes,
which contained some amount of surrounding fat tissues,
were grouped according to the guidelines for clinical and
pathological studies of carcinoma of the esophagus set by
the Japanese Society for Esophageal Disease (9th edition)
[13]. The specimens were placed into cassettes according
to their classification. After fixation and paraffin embed-
ding, a 5-um-thick section from the center of each lymph
mode was selected for staining with hematoxylin and eosin
(H&E), according to which lymph node metastasis was
then estimated. All of the slides prepared for the assess-
ment of lymph node metastasis were preserved in the
pathology archives of our hospital. We re-examined the
archival slides in order to evaluate ENS status for the
present study. The histological observations were con-
ducted using conventional light microscopes (BXS50F4,
Olympus Optical Co., LTD, Tokyo, Japan).

In the present study, we defined ENS as a microscopic
penetration of cancer cells through the capsule of lymph
nodes into the extranodal connective tissues (Fig. 1A) or
cancer cell dissemination into the extranodal connective
tissues (Fig.1B). Tumor emboli in the microvessels and
direct infiltration of primary tumors into paraesophageal
connective tissues were not classified as ENS.

Three experienced pathologists investigated all of the
sections of primary tumors based on the TNM classification
of the International Union Against Cancer (1997) [14].
Lymphatic permeation and venous invasion were evaluated
with ordinary H&E staining and, when necessary, by CD31
antibody (Dako, Kyoto, Japan) and Victoria blue elastic
fiber staining. The clinicopathological features of the
tumors are summarized in Table 1.

Statistical analyses

Fisher’s exact test was used to analyze the associa-
tion between ENS and the other clinicopathological
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Fig. ! Microscopic view demcnstrating twe types of extrancdal
spreading (hematoxylin-eosin staining, X 25). A. Tumor penetration
through the nodal capsule into the extranodal connective tissue. B.
Tumor dissemination into the extranodal connective tissues surround-
ing the lymph node (arrow, tumor cells)

parameters. In the survival analysis, patients were cen-
sored if lost to follow-up or alive at the end of the study.
Survival curves were plotted by means of the Kaplan-
Meier method and compared by log-rank test. The Cox
proportional hazards regression model was used to
identify factors that were associated independently with
overall survival after resection. All statistical evaluations
were performed with the SPSS 11.5J software package
(SPSS Japan Inc, Tokyo, Japan). All tests were two-
tailed, and differences with p values below .05 were
considered statistically significant.

Results

_ Relationship between extranodal spreading and
pathological parameters

Extranodal spreading was seen in 37 (21.6%) of 171
patients, 35 of which were patients histopathologically
positive for lymph node metastasis. Of 71 patients negative
for lymph node metastasis, only 2 patients (2.8%) had
ENS. Extranodal spreading was not found in patients with
intramucosal tumors, but it was found in 5 (11.2%) of 42
patients with submucosal tumors. The incidences of ENS
by depth of tumor invasion were 7.5% (5/67) in pTl,
14.3% (2/14) in pT2, 34.1% (28/82) in pT3, and 25% (2/8)
in pT4. The incidence of ENS was significantly higher in
patients with a pT3-pT4 tumor than in those with a pT1-
pT2 ciassification. In addition, tumor size, lymphatic per-

meation, venous invasion, intramural metastasis, and

@ Springer

Table 1 Patient demographics and tumor characteristics

Variable No. of patients
Age; years, mean (range) 64 (40-84)
Gender

Male 148

Female 23
Tumor location

Upper third 21

Middle third 92

Lower third 58
Depth of tumor invasion

Carcinoma in situ 3

T1 (lamina propria-submucosa) 64

T2 (muscularis propria) 14

T3 (adventitia) 82

T4 (adjacent structure) - 8
Histopathological grading

Gl 51

G2 89

G3 31
Growth pattern

Expansive 54

Infilirative 117
Lymphatic permeation

Negative 81

Positive 90
Venous invasion

Negative 103

Positive 68
Intramural metastasis

Negative 151

Positive 20
Number of metastatic nodes

No nodal metastasis 71

1-3 lymph nodes 71

4 or more lymph nodes 29
Surgical procedure

TTE with 3-FL 76

TTE with 2-FL 34

THE 61
Adjuvant therapy

Present 66

Absent 105

Clinical and pathological characteristics were described in accordance
with the TNM Classification of Malignant Tumors, 5th Edition [14]

TTE with 3-FL transthoracic esophagectomy with three-field lym-
phadenectomy; T7TE with 2-FL transthoracic esophagectomy with
two-field lymphadenectomy; THE transhiatal esophagectomy

number of mectastatic nodes were significantly associated
with ENS (Table 2).
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Table 2 Relationship between extranodal spreading and pathological
parameters

Variable No. of patients p Value
ENS negative ENS positive
(n =134) (n=37

Gender
Male 116 32 1.00
Female 18 5

Age (years)
<65 67 20 0.71
>65 67 17

"Diameter of the tumor
<5 cm 56 7 0.01
>5 cm 78 30

Depth of tumor invasion
pT1-pT2 74 7 <0.001
pT3-pT4 60 30

Histopathological grading ‘
Gl 39 12 0.70
G2-G3 95 25,

Growth pattern
Expansive ' 45 7 0.11
Infiltrative 89 30

Lymphatic permeation
Negative 72 10 0.005
Positive 62 27

Venous invasion
Negative 89 14 0.002
Positive 45 23

Intramural metastasis
Negative 122 29 0.044
Positive 12 8

Number of metastatic nodes
No nodal metastasis 69 2
1-3 lymph nodes 53 18 <0.001
4 or more lymph nodes 12 17

Clinical and pathological characteristics were described in accordance
with the TNM Classification of Malignant Tumors, 5th Edition [14]

ENS extranodal spreading

Anatomical distribution of extranodal spreading

The pattern of ENS distribution by the tumor location is
shown in Table 3. In patients with a primary tumor located
in the upper third of the thoracic esophagus, ENS was
distributed only to the cervical area. In patients with mid-
dle-third tumors, ENS was distributed predominantly to the
mediastinum, but also to the cervical and perigastric areas.
In patients with lower-third tumors, ENS was distributed to
the mediastinum and perigastric areas, whereas no ENS
was observed in the cervical area.

@ Springer

Table 3 Anatomical distribution of extranodal spreading

Tumor location Number of ENS-positive lymph nodes

patients - — - )
Cervical Mediastinal Perigastric
Upper third 4 4 0
Middle third 16* 3 12
Lower third 17° 0 7 13

* One and 3 patients with a tumor located in the middle and lower
third of the thoracic esophagus had ENS-positive lymph nodes at two
anatomical sites

Recurrence and patient survival

Recurrent disease developed in 25 (68%) of 37 patients
with ENS and in 45 (34%) of 134 patients lacking ENS.
The median follow-up period of the former group was 30
months and that of the latter group was 45 months. As
regards the pattern of initial recurrence in the 25 recurrent
cases of ENS-positive patients, 13 were in lymph node and
12 were in distant organs. In the 45 patients with recur-
rence who lacked ENS, 24 were in lymph node, 18 were in
distant organs, 2 showed pleural dissemination, and the
remaining 1 was in the gastric tube used as the esophageal
substitute. The recurrent patterns of the two groups did not
differ significantly. The sites of lymph node recurrence in
the 13 patients positive for ENS were at the cervix in 4,
mediastinum in 3, cervix and mediastinum in 3, mediasti-
num and abdomen in 1, and abdomen in 2. In 9 of those 13
patients, ENS was observed at the same anatomical site as
the recurrent disease: cervical recurrence in 2, mediastinal
recurrence in 4, and abdominal recurrence in 3.

Figure 2A shows the cumulative probability of recur-
rence, and Figure 2B ‘'shows the Kaplan-Meier overall
survival curves of 37 patients with ENS, 65 patients with
only lymph node metastasis, and 69 patients with neither
ENS nor lymph node metastasis. Recurrence risk and
patient survival after surgery were stratified by ENS status.
The cumulative probability of recurrence and survival
curve of patients who were positive for ENS was much
stronger than for those of patients negative for ENS, irre-
spective of the lymph node metastasis status. The median
survival time of ENS-positive patients was 36 months, and
survival rates at 2, 3, and 5 years after surgery were 62%,
47%, and 36%, respectively.

To acquire a better understanding of the clinical sig-
nificance of ENS, we analyzed the survival of ENS-
positive patients by stratification of the number of lymph
node metastases. In patients who had 1-3 metastatic nodes,
the cumulative recurrence in those with ENS was higher
than that in those lacking ENS; this difference was statis-
tically significant (p = 0.031; Fig. 3A). In contrast, in
patients who had 4 or more metastatic nodes, the cumu-
lative recurrence in patients was very similar among
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groups, irrespective of ENS status (Fig. 3B). In patients
who had 1-3 metastatic nodes, the overall survival curve of
. those with ENS was worse than that of those lacking ENS;
this difference was also statistically significant (p = 0.008;
Fig. 3C). In contrast, among patients who had 4 or more
metastatic nodes, the overall survival curves were very
similar, irrespective of ENS status (Fig. 3D).

Analyses of prognostic factors

To determine whether ENS has prognostic impact by itself,
we analyzed factors that may influence patient prognosis.
Univariate analysis revealed that depth of tumor invasion,
growth pattern, venous invasion, intramural metastasis,
number of metastatic nodes, and ENS were statistically
significant factors influencing patient survival in the pres-
ent series (Table 4). These 6 significant vanables,
including ENS, were entered into a multivariate analysis.
Depth of tumor invasion and number of metastatic nodes
. were found to be independent prognostic factors, but ENS
was not abstracted as an independent prognostic factor
(Table 4).

Discussion

Extranodal spreading refers to the case of a cancer
spreading to the extracapsular connective tissues sur-
rounding lymph nodes. Such spreading can be identified by
detailed histological examination of surgical specimens
obtained by radical esophagectomy. This distinctive pattern
of a spreading cancer cell has been reported for more than
20 years, and has been associated with esophageal carci-
noma that is refractory to cure [15]. However, several
clinical issues involving ENS remain unclear. First, it is
unknown whether ENS is present in patients already suf-
fering from systemic disease. Second, it is unclear whether
. tumors associated with ENS exhibit any particular features
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in terms of disease recurrence pattern. Third, not only the
magnitude of the prognostic impact of ENS but also
whether or not ENS itself serves as a prognostic factor
remains unknown. Because these questions remain unan-
swered, we cannot clinically employ important
information, even when ENS is identified by pathological
examination of surgical specimens. _

In many types of cancer, ENS is known as a patholog-
ical factor contributing to poor prognosis. Particularly in
the case of gastric adenocarcinoma, a close association
with hepatic and peritoneal metastases has been reported
[10, 11]. Baba and co-workers analyzed 131 patients who
underwent complete resection of esophageal SCC, and
reported that the 2- and 5-year overall survival rates of
patients with ENS were 23% and 14%, respectively, and
that mean survival time (MST) was approximately 10
months, suggesting that the surgical cure of patients with
ENS is very difficult [12]. In the present study, the 2- and
5-year overall survival rates of ENS-positive patients were
62% and 36%, respectively, and MST was 36 months. The
data obtained in the present study support the notion that
ENS is a finding indicative of poor prognosis, although
they do not suggest that the disease is incurable.

Although we cannot fully explain why a better prognosis
was obtained in our study than in the previous study, we
present two factors that may account for this difference.
First, the disease backgrounds of the patients in the two
studies were quite different. In the previous study by Baba
et al. (12], 41% of the patients had stage IV disease. We
excluded patients who had received preoperative chemo-
therapy and chemoradiotherapy in our study because these
treatments can exert a significant effect on the pathological
findings. This patient criterion would account for the lower
proportion of patients with highly advanced disease and
may consequently explain the better prognosis in our ser-
ies. Second, the patients in our study underwent surgery
between 1992 and 2003, which is 10 years later than the
surgeries of the study by Baba et al. [12]. Recent remark-
able advances in surgical techniques, particularly in en bloc
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Fig. 3 A. The cumulative
probability of recurrence
according to ENS status in
patients with 1-3 metastatic
nodes. B. The cumulative
probability of recurrence
according to ENS status in
patients with 4 or more
metastatic nodes. C. Overall
survival curves according to
ENS status in patients with 1-3
metastatic nodes. D. Qverall
survival curves according to
ENS status in patients with 4 or
more metastatic nodes

Table 4 Prognostic factors for
overall survival after surgery
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Intramural metastasis
Negative 0.73 1.00
Positive 0.45 0.018 1.16 (0.61-2.19) 0.65
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dissection, may also have contributed to the improvement
of patient survival. In addition, 25 of the 37 patients with
ENS in our study received postoperative chemotherapy
and/or radiotherapy, which may have prevented disease
recurrence originating from minute occult metastasis.
Knowing the recurrence pattern is important in devising
"a cancer treatment strategy. The present study revealed that
the initial recurrence patterns of tumors with ENS were not
different from those of tumors lacking ENS; approximately
half (13/25) of the recurrences in ENS-positive patients
occurred initially in the lymph nodes, and 10 of the 13
(77%) recurrent cases involved the cervix and/or medias-
tinum. In 6 of 10 patients, recurrence occurred at the sites
- where ENS had been found. The frequent recurrences in
those areas could have been related to the difficulty in
achieving complete dissection in those regions, owing to
the complexity of structures, including the carotid arteries,
the bronchial tree, and the recurrent laryngeal nerves.
Adjuvant therapy, such as aggressive chemoradiotherapy,
may be required even after RO resection of esophageal SCC
with ENS in those areas, in order to improve postoperative
locoregional control.

Baba et al. [12] reported that the survival rate of patients
with ENS was lower than that of patients with no ENS.
Simultaneously, they showed a close relationship between
ENS and lymph node metastasis. Therefore, it remains
uncertain whether the poor prognosis in patients with ENS
was caused by ENS alone. Univariate analyses also revealed
that ENS in esophageal SCC was significantly associated
with depth of tumor invasion, intramural metastasis, lymph
node metastasis, and number of metastatic nodes, all of
* which are known to be prognostic factors of esophageal
SCC. To clarify the impact of ENS itself on prognosis, we
conducted multivariate analysis of the present data and found
that ENS was not a significant independent prognostic factor.
In addition, stratified analyses of disease recurrence by the
number of metastatic lymph nodes showed that ENS
increased the recurrence rate and reduced the overall survival
rate of patients with 1-3 metastatic nodes, who accounted for
approximately one-half of the ENS-positive patients in the
present study, whereas the recurrence rate and the overall
survival rate of patients with 4 or more metastatic nodes
remained constant regardless of ENS status. These results
suggest that a tumor showing ENS is a highly advanced
tumor with high metastatic potential, rather than a particular
phenotype that is distinct from commonly observed types of
esophageal SCC.

Finally, the present study provided important informa-
tion to better understand ENS, and this might help improve
" clinical management of esophageal SCC patients. The
ENS-positive patients having 1-3 metastatic nodes should
be treated in the same manner as those with 4 or more
metastatic nodes. In contrast. no difference in treatment is

@ Springer

required for ENS-positive patients having 4 or more met-
astatic nodes. Neoadjuvant chemotherapy and/or
radiotherapy in collaboration with surgery and adjuvant
therapy may improve prognosis. However, determining the
basis for selection of patients who need neoadjuvant ther-
apy before surgery remains a problem to be solved.

No additional techniques are required for the evaluation
of ENS in surgical specimens, although investigators
should take note of ENS when evaluating lymph node
metastasis histologically.
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The Role and Indication of Salvage Surgery after Definitive Chemoradiotherapy for Thoracic Esophageal Can-
cer: Sato H*!, Tsubosa Y*!, Taku K*2, Yasui H*?, Fukutomi A*?, Yoshino T*¢, Hir onaka 5**, Onozawa Y2, Boku N**
Zenda $*3, Hashimoto T* and Nishimura T** {#'Department of Escphageal Surgery, ‘-Dpp ariment of Gastrointestinal
Oncology, **Department of Radiation Oncology, Shizuoka Cancer Center).

Salvage surgery may also be the best second-line treatment for local and regional recurrence after defnitive
chemoradiotherapy, but this has not yet been established. All patients who received salvage surgery had been preopera-
tively estimated as being “curatively resectable”, but non-curative rate was about 20%. The benefits of salvage treat-
ments seem to be limited, since about 30% of patients were recurred within 3 months. Our results suggested the first en-
doscopic evaluation for the primary site should be performed on 75-80 days from the initiation of treatment, and the next
examination as the first response evaluation should be performed about 3 weeks after the initiation of treatment. We
need o clarify suitable indications, optimal timing of salvage surgery in the near future.

Key words: Esophageal cancer, Esophageal surgery, Defintiive Chemoradiotherapy, Salvage surgery
Jor J Cancer Clin 53{10): 635~639, 2007

[FL&IC 1. SRICSKTHUBRTEREA R ERE
EFICH T DERRS
B FOB R I R B R T B R ROSHR LRk |

B, RHRELREIE L LAH DR REEIRE T BOBOOHFIRLSRI L, BEAHIT LB
B0, L Lass, HEASRELAY. A, BEREE LTS HEDTEEBNEESED
REBM (CR) LEEEERTEILLECE S LLETTLS. TADSHIBARED
B9 5. £O&SREGICHT B (salvag £ 0 BB LT RO OB, 5 HE
FHIIEETH

HEHEZON TV DAY, %6’) LD BB THORVILREITL TW5. bR

Bk, BT S X DR A BT BB S, S
GHRESOLEBEWHL TS, 2002490005
2005 5F 3 1 £ T2 B THA BB IE £ Ulkk Fr 4t
WHBIE s h, HBRBMNOERILKETZN

SRR R AREAE 9T . ZOMEERD

32 BT BRI A2 7 — B BN *UL‘ I, B 60 64%). BEHEEMbEHs

*3 S TAESA LV ¥ — RO R R FiE 340 (36%) THH, BBLT2/3HAFH



636(38)

FHBLA. FHEAO 1 HFAFR, 2HEHFRD
ZH T 86.3%, 58.6%, MHHRILFHEF TR
87.6%, 66.3% ThH - 7.

2. CRD#% 4 %4 & salvage F1ii
(DWW T

1DE &

BRI T 5 H i B PR L e
D salvage FHROEFR - B >WT, CRD %
{3V WbAIITEI L.

2) MREFE

MBET20024E9 A H20004ETHAETTOM
WA IC® L CDDP & 5-FU #Fﬂb‘?‘:'ﬁﬁ? H
BB B LR T 65 Ml S s L. §E

P EIREL R, Fnr_o”)6’3<7)fﬁﬁ'%ﬁ"\ T 7z

bk L7 Oz LOHAEFRIC R
FEE® 75 8L F@ performance status 2 LLF
OFEMBRENMEINTO2RERRFPHES
e N Begt#R b F 5 5 O regimenil, Japan
Clinical Oncology Group (JCOG) o JCOGY9906
iS5 %, 5-FU 400 mg/m? dayl-3, 8-12, 36~
39, 43-46, CDDP 40 mg/m? dayl, 8, 36, 43, Ll
., BRCEDL4B T E5-FU 800mg/m?
dayl-5, CDDP 40 mg/m? dayl Zfahn, Kogtsgis
£33 60 Gy (2Gy/day, F5EMHIL IR 2 WED
(F]/1). ML - HR L B, salvage T8
Hlx BLEEBRPHRELAES BAFD3
FRBHORBCRB L, £HRESH T
LD E L7, FROMGE, @E DI FIRIBHY
< DEHORBITE L. SRR UK
BLUBFCY U BESNSEODN KT E
,ﬁfﬁﬁ:%fﬁ L.

EHREZR2IIRY. Stage NOMEHT(2

’\"C%ﬁ:%ﬁ JUNEERETHS. cT40HE &
4 H (52%) THA.

HE R

Complete Response (CR) r &M I 170 fEM

1 (489). Partial Response (PR} 31 ffi
{4896}, Progressive Disease (PD) 36 (4%).
cT44234 Meb 14 FI#A CR (419 ). CRIZA -
REAIVZE, 22— THILA, 30—

FEOBK  H 53 %

- 105 2007410 B

BRATa—IL

®1 BSBEPEED

CDDP !
{40 mg/mz) :
{ 400 !ng m } L s o, h,.v,.‘_i .
Radiation Piiil oty RN
/:ZGY:;day)* v v Y v W Yy v v e v o+ v s v

¥ BatREs N 60 Gy
5BITLICEVESY

CDDP ) ;
(80 mg/m?) *

BEHZ n=65

K
Gender ‘ Location
Male: 56 Ut 11
Female! 9 Mt: 43
Age 624=x7.1v.0. L 11
¢Stage
1:5
I:2

33
V:25 (’\1 Cervical Lymph Node Metastasis)
L r4 )]

ZOM, 4T—ASH. 53— ALK HTH -
7-. ~BCR _u,F‘%é NI 14 (45%)
} CERLUIEM4AS HO DB 19
(40%) & sal'»age YIBRATHEN AL L. M
PR A F V7o salvage B A 3 GICHEFT. PR
FERF #BEM (ESD)Y 160, %48 5o
(PDT) 14, ESDA2RHHICPDT 2Tl
16 TH 5. salvage F#HiiZ 1200C R fT. ik
i, LM EEVIERERIA, W THARY
F? Heml0l EB8fF2mThs. 2 fiU {17
%) LHEAER. ZO25H0 1 Gl cTHIEA
TH-72. HHHENE A S AW EaREC 1
G, EET 28, M@l F’xf BAa 1 ES
EREPEC L2 1 Mz ey 2 11 B 7 8 (64
2% PWMEIZEREL, 3MA3IANUATS
7o DPISIHFTHANOBIER TS S. fT’~ ﬁi-iﬁrx

W
L)




FEOBRK F 3% -4

LEIR B E BRG] < salvage FHd £ 12
gith, WEGEFERERFIL 460 (33%).

hFE

{1) cT4 fif% T, CRT # 1 down stage
ED, BEUBRTETH > 7EMI 16 (3%)
DATH 7.

(2) 194 (299%) 7 salvage (5O R L7k

F
D e

(3) salvage #1113, HAIBEHKERADIHD,
SERMICHEBRRUIBRL P HER L L EAS S

{(4) salvage FHOBERPD-7cLEZLND
ML 33% TH - /o

(3) 3a—ALERICCRICABIEFISE W
&, BNC salvage Fi#hiET 5L, CRIZA
LIEG R T LA REN S E 2 5.

(6) CRT#O LN RMDOEMCCRICALX

v FEZHN S population FHI LA L, &Y
IR salvage FHOIA I /T EBHOBIIT S
TELPLETHS (CRICABEMLTFHL TH
AEREEIR A oD, EHREVRRIC L TOW A HHE
Hixd5s).

3. RESERECLDIEREDCRY
FLEEFDY A I ORES

HHE =
mﬁﬁﬁﬂunmﬂueu CEin US|

GRHFES RS E, R

ri‘if;,‘” &fm\ E O] Tr HiC & D BEELFRTEO HsE A
HTHD. WEMESECES, FREOEED
A EN, salvage RO T A IV 7 HEND
WSS 5. =S T, BERTHEND
EERET, MR LARBELYTMT 288
BERIS 2\,

2) B ¥

RIS 17 e s kb SRR ()
BESHE 0 8 U7 R R AU R A W] 05 202
THRIL.

3) MRLEFE

20024.9 H4 5 2004 58 12 Jl R THEEIC B
THENEME () BEAETT SRt

10 % 2007410 B

537(39)

%3 CR &YWFEINIER n=55

EERRITL TR 90 e L.

tE
Hik 50/5
choefil (FEEH)

07172 ) 20/30/5
{

Ce/Ut/Mt/Lt/Ae
BEJE{E (mm)

6/6730/12/1

gefE (FEUE) 50(15-150)
i3]

Type 07172/3/4 10/5/28712/0
T Stage

T1/T2/T3/T4 1072722721
N Stage

NO/N1 14/41
M Stage

MO/M1 41714
BBV Ay

5-FU+CDDP+RT 24
5-FU+CDGP+RT

5-FU+RT"

et LD D

RT alone

R F ARG 120 sk, RARRAR <. H
BRTHIC Y2 &4 2B o 52 4% 7
ﬂ%%@
HEREIC & 5 CR|ERER, Oafoidlg
m@ﬁ%@&ﬁqp@ﬁ%%ﬁ&L@&#ﬂ@ﬁ
DADORERINTHAZTLOLE LA sal
vage FifEL, BFEElE LTS PD & MET
AHETIThicW gt & LA
4) BETRR L BERENCRLHEENY
L—TFE2WCTAHFREWEHS CRYEZ L
5*?‘@%&5
LHEE N DS ATH- 2. ZOH
f”r?m’fﬁ’%z 312459, CRICAS T TOHBIC,
CREFSETEAH -7 & ZTORER PR
440954, EA Fﬂ§,rww}WU¢4ﬂm* ER TP
FESICRT. EREGHRHEIIBS VT, B
Bt p O CRHEENHAETD P‘}Jlﬁi: 97 BT
59, CRYEDRVIEHT 7 AR DO E
WA HEbEGE TS LILM*]%'" IREGER T -
747 fhvb 4 R BRCTEM BB CH . T



63840) FEDBK

W53 - 104

2007 5 10 J

#4 CR&MlET

ERxhoLBRETOAERHH

DONEHE
non—CR H@ -8 33
CREET&uh - /o Bl

& WG R 4

W ' 10

)] 27

Z Ol 21

o W OO
e et OO
(v BN e I |

¥ BEN B RS B4 non-CR EHIEL,

RS RUSHBRYIEHFMELERER

PR R R IR 2 1 T

#6 CREFIERES N - /FEH

n=33

g

75 HLAA
75 HLIBR

ATH 4

128 0 127 1

H LB S5 & T7 - 72 128 #F Tl &M 4: 811c
THEMkEE TH- 7. ,
5) REER2 . RRENCR YIRS iz s
ST SN —TIToWTHAERANS PD ¥
EENDETOHH

CREHIES N DD WTH - 7.
ZOBEHEZEROICRT. PD L HE S h/ol}
MAERTIRYT. BFEK 0 HLINTPD &%
EINADR 1M 3% THo, HEBEEER O
~150 HEAPIC 17 (47%) S PDHlsEan<
B9, 2BMEBHETEDLS < PDHES A HE
{2 105~120 HTH - 7=.

FRE DG RAEERAFERTITEST (X 8).
BRGSO B LA TAEBIETLCRIZE S
case 5 D, 90 ALEBRICABEBETCRIILZ S
case t¥70 <. 210 BEAEEIC CRIZ72 % case i 7k
PSP il

o §E

RFTESTREEIC T AR EURE (e
REEGONEEBETITHBRMEE 75~90 HiZ
TEOBEXT\, 2H8RIHG 1 ARORE T2
BIBOBHEARITTAOBEYEE LN, 4
%, ERECRIBEOHEMRBOENE LN oW
THFFMRF I L FiOBHBLETH D, Kkt
FRAR L OB BALEFEO regimen 124 T

s
ik
g2 5
il (FED)
PS
0/172
Faifes
“Ce/Ut/Mt/Lt/Ae
W5 (mm)
sl (JEEHE S
PR
Type 0/1/2/3/4
T Stage
T1;T2;T3/T4
N Stage
NO/N1 4731
M Stage
MO/M1
RV A
5-FU+CDDP+RT 26
5-FU+CDGP+RT
5-FU+RT
RT zlone

3
&

63(49-81)

1172272

1/5/23/2/4

70{25-120)

173/22:8/1

1/0/10/24

5731

—_ e Wl

BEHLE, AHBICEDFERBOHMS H A
salvage FHOBICIE, 3T— AR THOPD, 4
T—ARTETOPD & PR - SD O 4 ¥ gs B8
AL S a3—2AR THTOTNTDnonCR TH

-

.

FTED

salvage T-#hid. $5RMICIFEH YIRS F IR
RESDIEAHRS L, BESBONDEMAMIIRS



OB i R3 & - 710 8

2007 4 10 I G39{41}

®7 YEBHALHERER

~90 B ~120 B ~150 B ~180 8 181~E
B "'";,),\ Bifis 46 32 29 15 18
D @t 1 10 7 9 15
BPATNTHWO NIV EL T MONSESERdE T T
BEIZEHZES nonCR S HEENTH S PD RIS ES T TO ‘i,lhl foifit EPHY 37(11-1763 11

®8 MEODRVETRERLERT

aABAA~(B)  ~75 90 97 105~120 150 201 B

ABE BB CREE e

O 50% (.R g
B PD i PD Hs
6% A7%

qamnann) 4 $Guwa—)

gHiERRE SR

;&"ﬂ“ ~ 1 /J}l

NTWaEFEZLNS. WAL, AFD
LN ED RGN, HiEOMRBIEAITE
o % 72, U724 - TCRT §ij# salvage -+
WR OO F AR Y Wi+ NETH
%. Salvage F# DML, resectability 35 9
m%ﬂﬁ*ﬁﬂ—xﬁfUMT®PD4:—x

CHEFECOPD EPR - SD O A AU

P, 5 T—AHF T TODTXTHnonCR L %
5. ZOBREDEMEE,
‘I‘F}ln Z‘}hvf}s%

/; 150 prospective

X B

1) Hironaka S, Ohtsu A, Boku N, et al: Nonrandomized
comparison between definitive chemoradiotherapy
ard radical surgery in patients with T2-3NanvM(
Squamous cell carcinoma of the esophagus. Inf /
Radigiton Oresiogy Biv Piivs 57 425-433, 2003

2) Meunier B, Raoul' ], Le Prise E, et al: Salvage eso-
phagectory after unsuccessful curative chemoradio-
therapy for squamous cell cancer of the esophagus.
Dig Surg 15 224-6, 1998

3} Swisher SG. Wynn P, Putnam JB, ef al: Salvage
esophagectomy for recurrent tumors affer definitive
chemotherapy and radiotherapy. J Therac Cardiovase
Surg 123; 175-83, 2002



