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Fig. 1 Overall survival according to T-classification. Patients

with T1-3 tumors had significantly longer overall survival than
those with T4 tumors (P = 0.006).

two, nodal in one, and visceral in (wo patieots.
One patient who had no recurrence of esophageal
cancer developed multiple new primary cancers in
the oropharynx, which were successfully managed
by local excision.

Of five patients who underwent curative surgery,
two experienced recurrence. One paticnt with a T4
tumor who achieved initial local control after
esophagectomy developed multiple lung metastases
followed by local recurrence. Although a patient who
received pharyngo-laryngo-esophagectomy achieved
local control during a follow-up period, he developed
multiple lung metastases 7 months afier surgery. Thus,

among patients who underwent curative surgery, only”

one patient who received laryngeal preservation
surgery experienced local recurrence.

Survival

Median survival among all patients was 18 months.
Overall survival of the entire group was 41% at 2
years and 27% at 5 years, with follow-up of surviving
patients ranging f[{rom 12-87 months (median,
19 months). Factors that had significant impact on
survival were T-classification and initial local control.
Patients with T1-3 tumors had a sigpificantly higher
overall survival than those with T4 tumors (Fig. 1,
P =0.006). Although two patients were still alive
at 12 and 13 months at the time of data analysis,
no patient with a T4 tumor survived more than
18 months. In contrast, for those with T1--3 tumeors,
survival was 62% and 41% at 2 and 5 years,
respectively. Median survival in patients with T1-3
turnors and T4 tumors was 33 months and 8 months,
respectively. Significant effect of T-classification on
overall survival was maintained when two patients
who received radiation therapy alone were excluded
from analysis. Among 19 patients who underwent
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Fig. 2 Overall survival according to response at the primary

site. Patients who achieved initial local control after concurrent

chemoradiation (CCRT) with or without surgery had

significantly longer overall survival than those without initial

local control (£ = 0.038).

CCRT, patients with T1-3 tumors had a significantly
higher overall survival than those with T4 tumors
(P =0.0024). For |1 patients with T1-3 tumors,
overall survival was 67% and 45% at 2 and 5 years,
respectively. None in the remaining eight patients
with T4 tumors survived more than 18 months.
Patients who achieved initial local control with or
without surgery had a significantly higher overall
survival than the remainder (Fig. 2, P =0.038).
Although three patients were still alive with disease at
12, 13, and 19 months, ut the time of data analysis,
no patient who could not achieve local control
had survived more than 20 months. In contrast, for
those with initial local control, survival was 60% and
40/ at 2 and 5 years, respectively. Median survival of
patients with and without initial local control was
33 months and § months, respectively. Significance
in survival difference was maintained when patients
who underwent surgery were excluded from statistical
analyses. Among patients treated without surgery,
median survival of patients with primary-CR and
non-CR was 33 months and 11 months, respectively
(£ = 0.05). Survival at 2 years in patients with and
without surgery was 50% and 40%, respectively
(£ =0.90). Even if the patient who underwent
gastrostomy alone was excluded from the surgery
group, difference in survival at 2 years (60% vs 37%
was not significant. No other factors such as gender,
tumor length (< 5cm vs. 2 5cm), N-classification,
age (< 67 years vs. 2 67 years), or type of curative
surgery (laryngeal preservation surgery vs. pharyngo-
laryngo-esophagectomy) influenced overall survival.

Toxicities

All patients who received chemotherapy completed
planned treatment. The worst grades of hematologic
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Table 3 Acule toxicities of treatment

Gradet
Toxicity i 2 3 4 5
Nausea. vomiting 3 0 0 0 0
Leukopenia 2 5 4 0 0
Thrombocytopenia 0 2 1 0 0
Pharyngo-esophagitis 7 7 3 0 0
Skin reaction 8 7 0 0 0
Radiation pneumonitis 2 1 0 0 1
Renal 2 4] 0 0 0

1National Cancer Institute common toxicity criteria Version 2.

and rion-hematologic toxicities are summarized in
Table 3. Grade 2 or worse acute hematologic toxicities
were observed in nine patients. As for grade 3 or worse
toxicitics, four patients developed grade 3 leukopenia,
but only one developed grade 3 thrombocylopenia.
Hematologic toxicity did not warrant routine use
of hematopoietic growth factors. Grade 2 or worse
hematologic toxicities tended to be less frequently
observed in patients who received local-field radio-
therapy compared with the remaining patients (0%
vs. 53%. P =0.10 by Fisher's exact test). A total of
15 patients developed grade 2 or worse pharyngo-
esophagitis; however, grade 3 was seen in only three
patients. In general. cisplatin-related renal toxicities
were mild. One patient who received radiation therapy
with Jong T-shaped large ficlds including the lower
mediastinal lymph node area, developed latal radiation
pneumonitis at 3 months. Interstitial pneumonitis
in this patient showed rapid progression extending
from irradiated volume to unirradiated lung bilaterally,
and resulted in death due to acute respiratory
distress syndrome.

DISCUSSION

The cervical esophagus extends from the level of
the cricopharyngeal muscle to the thoracic inlet.
Because of close proximity, the results of treatiment for
cancer of the hypopharvnx and cervical esophagus are
often reported together, especially in surgical series.®
However, the cervical esophagus is anatomically
distinct from the hypopharynx, and radiotherapeutic
management is accordingly quite different. Thus, in
this study, we reported treatment results for carcinoma
of the cervical esophagus as a separate entity.

Carcinoma of the cervical esophagus has been
treated with radical surgery. radiation therapy, or a
combination of both. However, the results of treatment
have been disappointing. Reported 5-year survival
in patients treated with curative intent ranges from
15-25%.%1%1* Before the era of chemotherapy use
for esophageal cancer, Mendenhall et al. recommended
preoperative radiotherapy and surgery for patients
© 2007 The Authors

who were medically fit for surgery and who had
resectable lesions because of better local-regional
control and the lower complication rate provided by
the combined approach.” In the present study, where
patients were predominantly treated with CCRT, 5-year
survival for the entire group was 27%. Although it
is difficult to compare results of treatment between
studies, we consider our results as promising.

Recently, based on the results of randomized
studies, CCRT has been used as a standard treat-
ment for locally advanced esophageal cancer.'*"* In
our practice, it is also used before radical surgery.'®
However, there is little information regarding its use
for carcinoma of the cervical esophagus. Among
123 eligible patients in the intergroup trial that
established the superiority of chemoradiation over
radiotherapy alone, there was only one patient with
cervical esophageal disease. Despite the lack of
sufficient evidence supporting survival equality or
superiority, physicians tend to treat cervical esopha-
geal cancer patients with nitial CCRT with or
without surgery, especially in cases where an en bloc
pharyngo-laryngectomy is required for initial surgery.
Most of these patients preler initial CCRT rather
than surgery duc to the hope of possible laryngeal
preservation. Our present treatment strategies are
as follows: (i) patients who can medically tolerate
chemoradiation are treated with CCRT using cisplatin
and S-fluorouracil, with 40 Gy over 20 fractions by
short T-field or optional local field for clinically
node-negative cases; (i) at 40 Gy, patients whose
primary tumors show good response are further
treated with ofl-cord oblique technique radiotherapy
with or without chemotherapy according to the
hematologic status up to a dose of 60 Gy or higher;
(i11) surgical resection of the primary tumor s recom-
mended for patients who achieved only a modest
response if the patient is a good surgical candidate;
(iv) treatment is discontinued lor patients with initial
T4 tumors who show no response or disease progres-
sion and whose tumors are still deemed unresectable.

The most predominant failure site in the current
series was local, due mainly to extremely poor
response in T4 tumors. In the present study, local
control rate in T1-3 tumors was significantly higher
than that in T4 tumors. Patients who achieved initial
local control after treatment had a significantly higher
overall survival rate than the remainder. Median
survival of patients with initial local control was four
times longer than that seen in patients who could
not achieve local control. Based on these results, it
seems that local control is a surrogate for longer
survival. Because of the poor response to treatment,
only a small fraction of patients with T4 tumors
have a chance for long-terin survival.

Treatment planning for the cervical esophagus has
been represented as a significant challenge.® However,
implementation of 3D-treatment planning using a CT-
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simnulator system enables us to deliver an adequate
dose to the primary tumor and regional lymph node
area while safely sparing critical organs such as the
spinal cord. By using a short T-shaped field, our
current PTV includes the upper to middle jugular
nodes at the superior margin to the upper mediastinal
to subcarinal nodes at the inferior edge. Because
one patient who received long T-field radiotherapy
suffered fatal pneumonitis, we consider that the PTV
should exclude the lower mediastinum. There is no
consensus as to whether lymph node prophylaxis is
necessary in chinically node-negative cases. However,
for some cases, local ficld alone may be preferable
because of lower hematologic toxicity. Predominant
failure pattern in this CCRT sctling also supports
use of local field for clinically node-negative cases.

Based on the results of a recent randomized study,
it seems that the standard radiation dose for thoracic
esophageal cancer patients treated with CRT is
50.4 Gy."” More than 200 patients were enrolled in
that study. However, the number of patients with
cervical esophageal disease was not cited. Thus, it is
unclear whether the result of the study is applicable
for patients with cancer of the cervical esophagus.
On the other hand, one recent report suggested a
dose-response relationship in locoregional control
for patients with esophageal cancer.' Because of the
location of the primary tumor, doses to radiation-
sensitive organs such as lung parenchyma or peri-
cardium can be limited in patients with cervical
esophageal cancer. We currently use 60 Gy or higher
total doses, as is the case with advanced head and neck
cancers, in order to achieve better local control. The
optimal dose of radiotherapy for cervical esophageal
cancer in the CCRT setting should be deiermined
in {uture clinical studies.
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Usefulness of the Salvage Operation after Definitive Chemoradiotherapy for Esophageal Cancer: Matsubara H*!
and Akutsu Y*! (*'Department of Frontier Surgery, Graduate School of Medicine, Chiba University)

Definitive chemoradiation is chosen for resectable esophageal cancer because of the acceptable prognosis and the

preservation of esophagus and stomach. On the other hand, late adverse events after definitive chemoradiation and the

local control failure are pointed out as two major problems in this treatment modality. To overcome the failure of local

control and recurrence, salvage surgery attracts attention as a breakthrough. Salvage operation is still a high risk surgi-

cal procedure. This paper reports that salvage surgery is an effective surgical method and it isn’t useful strategy for lym-

ph node positive recurrent patients.
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Abstract

Background. The aim of this study was to evaluate the ef-
ficacy and safety of combination therapy with docetaxel and
nedaplatin in advanced esophageal cancer as a second-line
regimen in an outpatient setting.

Methods. Twenty-seven consecutive patients with advanced
esophageal cancer who received docetaxel/nedaplatin com-
bination therapy as a second-line regimen were retrospec-
tively evaluated. The combination therapy consisted of
intravenous administration of docetaxel 30 mg/m” and neda-
platin 40 mg/m’ every 2 weeks.

Results. The patientsreceived a median of 7.4 cycles of treat-
ment (range, 2-25 cycles ). No complete response was ob-
served, and 3 of the 27 patients (11%) achieved partial
responses. The disease control rate (partial response + stable
disease) was 52%. The median survival time (MST) was 11.4
months. Severe hematological adverse events (grade 3-4)
were: neutropenia (1 = 10; 37%) and anemia (n = 5; 19%):
there was neither febrile neutropenia nor grade 3-4 throm-
bocytopenia. Furthermore, no severe nonhematological ad-
verse events or treatment-related deaths were observed.
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Conclusion. Combination therapy of docetaxel with neda-
platin was safe and well tolerated: however, the develop-
ment of more effective therapy is warranted to improve the
prognosis of esophageal cancer.

Key words Docetaxel - Nedaplatin -
Chemotherapy

Esophageal cancer -

Introduction

The incidence of esophageal cancer is increasing in Western
countries as well as in Japan. Interestingly, squamous cell
carcinoma accounts for more than 90% of esophageal can-
cers in Japan, while adenocarcinoma has rapidly increased
over the past decade and has now become the most com-
mon histological type in Western countries.'? In both histo-
logical subtypes, early lymphogenic and hematogenous
spread is a common feature, resulting in the poor prognosis
of this disease.’ Even patients with the earliest stage
disease have a significant risk of recurrence. Thus, locore-
pional trcatment is not sufficient to treat this highly lethal
disease, and the development of effective systemic chemo-
therapy is urgently needed. A variety of chemotherapeutic
regimens has been tested until now;"* however, no gold
standard chemotherapy regimen has been established for
advanced esophageal cancer. At present, a combination of
cisplatin and continuous-infusion 5-fluorouracil (5-FU) is
one of the most commonly used regimens, with a 25%-35%
response rate in metastatic disease.”” The major problem of
cisplatin-based chemotherapy lies in its nephrotoxity.
The use of this chemotherapy mandates large-volume
hydration, which limits the management of this agent in an
outpatient setting, and badly hampers the patient’s quality
of life. '

Docetaxel has been proven to show antitumor activity
against various cancers, including esophageal cancer.™
Clinical trials of single-agent docetaxel have demonstrated
20%-28% response rates for its use as a second-line regi-
men in advanced esophageal cancer.”"



Nedaplatin (cis-diammine-glycolate platinum) is a sec-
ond-generation platinum derivative developed in Japan,
and several in vitro studies have demonstrated that neda-
platin has equivalent antitumor activity to cisplatin, with
less nephrotoxity."? Consistent with the results of the in
vitro studies, nedaplatin in combination with other agents
has shown modest antitumor activity for several human
tumors, with less nephrotoxicity and gastrointestinal toxic-
ity."*" These reports prompted us 1o use a combination of
docetaxel with nedaplatin as a second-line regimen in pa-
tients with advanced esophageal cancer, because pretreated
patients have poorer tolerance to second-line chemothera-
py. and a less toxic treatment is desirable. Supporting our
idea, at the time we started this combination therapy, sev-
eral Japanese groups were also using docetaxel/nedaplatin
combination regimens for treating advanced esophageal
cancer, as well as for head and neck cancer. We carried out
the present retrospective study to evaluate docetaxel/neda-
platin combination therapy as a second-line regimen in pa-
tients with csophagcal cancer, and we report our findings
here.

Patients and methods

Patients

Twenty-seven consecutive patients who received docetaxel/
nedaplatin combination therapy as a second-line regimen at
Kyoto University. Hospital, between January 2004 and June
2006, were retrospectively analyzed. All the patients had
histologically proven esophageal cancer with metastasis.
Docetaxel/nedaplatin combination therapy was given if the
patient met the following criteria: an Eastern Cooperative
Oncology Group (ECOG) performance status of (0-2; ade-
quate baseline bone marrow function (hemoglobin level,
>8g/dl; neutrophil count, >1000/mm’ and platelet count,
>75000/mm’); adequate hepatic function (total bilirubin
level, £1.5mg/d]; and aspartate aminotransferase and ala-
nine aminotransferase levels, <3.0 x the upper limit of nor-
mal); adequate renal function (serum creatinine level,
<1.5mg/dl); and written informed consent to receive che-
motherapy at our hospital. Toxicities were graded accord-
ing to the Common Terminology Criteria for Adverse
Events v 3.0 (CTCAE v 3.0). Measurable target lesions
were assessed by the Response Evaluation Criteria in Solid
‘Tumors (RECIST)."

Treatment plan

Docetaxel 30mg/m’ (Taxotere; Aventis Pharma, Tokyo,
Japan) was infused in 40min, followed by nedaplatin 40 mg/
m’ (Aqupla: Shionogi Pharma, Tokyo, Japan) over 1.5h,
every 2 weeks. These doses were based on a phase I trial of
chemotherapy using docetaxel and nedaplatin in chemo-
therapy- na'l've patients with oral squamous cell carcinoma
in Japan.” That phase I trial recommended 60mg/m’
docetaxel and 100mg/m” nedaplatin every 4 weeks in che-
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motherapy-naive patients. Because our treatment was to be
repeated every 2 weeks in patients who had had prior che-
motherapy. we adjusted the doses of docetaxel and neda-
platin to 30 mg/m® and 40 mg/m’, respectively. Premedication
with an H,-blocker and dexamethasone. as well as post-
therapy hydration with 500ml saline was given for every
administration. 5-HT;, antagonists were added when the on-
cologist judged it necessary. If the neutrophil count was less
than 1000/ul or the platelet count was less than 75000/ul on
the day of administration, treatment was adjourned until
the count recovered. The dose of docetaxel and nedaplatin
was reduced by 20% when the oncologist judged it neces-
sary. according to hematological and other toxicities ob-
served in the previous course. Treatment was continued
until disease progression, unacceptable adverse events. pa-
tient withdrawal, or death.

Follow-up evaluation

Standard radiological examinations, using computed to-
mography (CT) scans, were applied for response every 1 to
3 months. Tumor response was assessed based on RE-
CIST." Metastatic lymph nodes within a previous radiation
field and the primary lesion were also evaluated. Complete
response (CR) was defined as the-disappearance of all evi-
dence of cancer, and partial response (PR) as a more than
30% reduction in the sum of the longest diameters of target
lesions. Stable disease (SD) was defined as either a less than
30% reduction in the sum of the longest diameters of target
lesions, or less than a 20% increase without any new lesions.
Progressive disease (PD) was defined as more than a 20%
increase in the sum of the longest diameters of target lesions
or the appearance of new lesions. The best response
achieved during the treatment course was reported.

Statistical methods

Overall survival was measured from the start of the treat-
ment to the date of death. If the patients had not died.
overall survival was censored on the last confirmed date of
survival. Time to treatment failure (TTF) was measured
from the start of the treatment to the date when the treat-
ment was discontinued. The Kaplan-Meier method was
used to estimate the overall survival curve. Survival time
was censored at the last confirmation date if the patients
were alive.

Results
Patient characteristics

Twenty-seven consecutive patients who received docetaxel/
nedaplatin combination therapy as a second-line regimen at
Kyoto University Hospital were evaluated for response,
survival, and toxicity. Patient baseline characteristics
are summarized in Table 1. The most common histological
type was squamous cell carcinoma (1 = 26; 96%), and there
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Table 1. Patients’ baseline characteristics

Characteristics 11 (%)
Age (years)

Median 62.5

Range 45-84
Sex

Male 25(93)

Female 2(7)
ECOG performance status

0 25 (93)

1 2(7)

2 0
Histology

Squamous cell carcinoma 26 (96)

Adenocarcinoma 1 (4)
Previous treatment

Chemoradiotherapy 14 (52)

Chemoradiotherapy — surgery 5(19)

Surgery — chemoradiotherapy 3(11)

Surgery — chemotherapy 5(19)
Evaluated lesions

Lung 7 (23)

Liver 4(13)

Lymph nodes 15 (30)

Others 4(13)

Table 2. Tumor response

No. of patients  Response Disease control rate (%)

CR PR SD PD

27 0 3 11 13 52

CR, complete response; PR. partial response; SD. stable disease; PD.
progressive disease; disease control rate. CR + PR + SD

was one adenocarcinoma case. All patients had a history
of prior treatment. consisting of chemoradiotherapy (n =
14), chemoradiotherapy/surgery (n = 5), surgery/chemo-
therapy (n = 5), and surgery/chemoradiotherapy (11 =3). A
combination of cisplatin (70mg/m°) on day 1 and continu-
ous-infusion 5-FU (700mg/m’ per day on days 1 through 5)
had been repeated at 4-week intervals, with or without ra-
diotherapy in 24 patients (89%). No patients had a history
of prior chemotherapy containing docetaxel or nedaplatin.

Response and survival

Patients received a median of 7.4 cycles of treatment (range,
2-25 cycles). Response rates are summarized in Table 2.
There was no CR, and 3 of the 27 patients (11%) achieved
a PR. The disease control rate (PR + SD) was 52%. Twelve
patients had measurable lymph nodes within the previous
radiation field. Among these 12 patients, only one patient
had another target size of lung. The response rates in these
12 patients were as follows; 1PR (8%)., 95D (75%) and 2PD
(17%) field, PR, SD, and PD were observed in 1/12 (8%),
9/12 (75%), 2/12 (17%), respectively. When this article was
submitted. 8 of the 27 patients were still alive. The overall
survival of the 27 patients is shown in Fig. 1. The median
survival timc was 11.4 months (95% confidence interval

Table 3. Worst grade of toxicity per patient during all cycles: CTCAE
v 3.0 grade [No. (%)]

Toxicity Grade1 Grade2 Grade3 Grade4
Anemia 10 (37) 8 (30) 4(13) 1(4)
Neutropenia 0 2() 7 (26) 31
Febrile neutropenia - - 0 0
Leukopenia 0 9 (33) 7 (26) 0
Thrombocytopenia 7 (26) 1(4) 0 0
Anorexia 14 (51) 3(11) 0 0
Fatigue 14 (51) 2(7) 0 0
Diarrhea 9 (33) 0 0 0
Nausea 5(19) 2(7) 0 0
Vomiting 31 1(4) 0 0
Neuropathy-sensory 5(019) 0 0 0

O

60 4

40

Survival rate (%)

6 12 18

Survival time (month)

Fig. 1. Overall Survival for 27 patients

[CI], 6.8-18.7), the 1-year survival rate was 46.5% (95% CI,
25.0-68.0), and the median time to treatment failure (TTF)
was 4.3 months (range, 1.0-20.2 months).

Toxicity

The docetaxel/nedaplatin combination therapy was gener-
ally safe and well tolerated. Dose reduction was required in
5 of the 27 patients (18.5%). Hematological and nonhema-
tological toxicities are summarized in Table 3. The most
common and severe, but reversible, toxicity of this combi-
nation therapy was neutropenia. Grade 3 and grade 4 neu-
tropenia were observed in 7 (26%) and 3 (11%) patients.
respectively. Febrile neutropenia was not observed in this
study. Grade 3-4 anemia was observed in 5 (19%) patients.
Anorexia and fatigue were the most common nonhemato-
logical toxicities (grade 1-2 anorexia, 62%; grade 1-2 fa-
tigue, 58%). However, neither severe nonhematological
adverse events (grade 3—4) nor treatment-related deaths
were observed.

Discussion

A number of studies have reported on chemotherapy for
advanced esophageal cancer; however, most of these re-



ports evaluated a first-line regimen for chemonaive patients
and only a limited number of studies focused on second-line
chemotherapy for advanced esophageal cancer. The low
incidence and poor prognosis of esophageal cancer also
limit therapeutic trials for this disease. Among the limited
number of studies focusing on second-line chemotherapy.
scveral groups cvaluated the cfficacy of single-agent
docetaxel for advanced esophageal cancer. Two indepen-
dent studies, from France and Japan. reported overall re-
sponse rates of 28% and 20%, respectively, with single-agent
docetaxel at 70-100mg/m* every 3 weeks."" Because pre-
treated patients have poorer tolerance 10 second-line che-
motherapy, lower Loxicily, as well as efficacy, is an important
factor when considering the sccond-line chemotherapy. By
combining nedaplatin at 40mg/m’ with docetaxel at 30mg/
m’ every 2 weeks. we expected less toxicity, with preserved
efficacy. In our current study, we observed a partial re-
sponse (PR) in 3 of the 27 patients (11%), a disease control
rate (PR +SD) of 52%. a 1-year survival rate of 46.5% and
the MST of 11.4 months.

On the other hand, this combination regimen demon-
strated less nephrotoxicity and gastrointestinal toxicity, as
we expected. Only 37% of the patients developed grade 3-4
neutropenia and neither febrile neutropenia nor treatment-
related deaths were observed in this study. Interestingly,
while we were revising this manuscript, Osaka et al.' re-
ported the feasibility of docetaxel/nedaplatin combination
therapy for patients with recurrent esophageal cancer. Their
regimen consisted of docetaxel 30mg/m® and nedaplatin
40mg/m’ every 2 weeks. which was completely consistent
with the regimen in our study. They evaluated 28 patients
with recurrent esophageal cancer who had had prior che-
motherapy, and they reported a response rate of 39.3%.
with one complete response and an MST of 8.5 months.
They also noted that the toxicity was relatively low and that
this regimen could be safely managed in an outpatient
setting. Table 4 summarizes the results of second-line che-
motherapy using docetaxel/nedaplatin combination therapy
for advanced esophageal cancer. The docetaxel/nedaplatin
combination appears to have a modest effect on advanced
esophageal cancer. with less toxicity however. we must be
cautious in interpreting these results, because both our
study and that of Osaka et al.”” are retrospective, with a
small sample size. Furthermore, because of the lack of
phase T studies, the dose-finding method was not scientific

Table 4. Results of second-line chemotherapy with a combination of
docetaxel/nedaplatin for advanced esophageal cancer

Our report Osaka et al."
No. of patients 27 28
Response rate 11% 39%
MST (months) 11.4 8.5

2/28 (7.1%)
1128 (3.6%)
0/28 (0%)

Grade 34 leukopenia
Grade 3-4 anemia
Grade 3-4 thrombocytopenia

727 (26%)
527 (19%)
0727 (0%)
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in either of the studies, and the lower toxicity observed with
this regimen may be attributable to the low dose intensity.
However, a recent phase I study from another group (Abe
et al."”) reported a recommended dose of 30 mg/m’ docetax-
el and 30mg/m’ nedaplatin every 2 weeks for advanced
esophageal cancer. That report scientifically supports the
dose used in our regimen.
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Multidisciplinary Therapy for UICC cStage Il / ¥V Esophageal Cancer: Yano M*!, Takachi K*!, Motoori M*!, Kishi
K*1, Miyashiro I*1, Goto K*!, Noura S*!, Eguchi H*!, Yamada T*!, Ohue M*!, Ohigashi H*}, Ishikawa O*! and Imaoka
S#1 (*!Department of Surgery, Osaka Medical Center for Cancer and Cardiovascular Diseases)

The patients with advanced esophageal cancer have poor prognosis and need multidisciplinary therapy. We retrospec-
tively analyzed the prognosis of patients with cStage /N esophageal cancer who were treated with neoadjuvant
chemotherapy. The responders showed downstaging of the diseases, fewer metastatic nodes and better survival as com-
pared with surgery alone patients, whereas non-responders showed poorer survival. We also analyzed the prognostic fac-
tors in curatively resected patients after concurrent chemoradiotherapy. Multivariate analysis identified the grade 3—4
leucopenia as the only significantly poor prognostic factor. Because the neoadjuvant therapy may worsen the prognosis
of non-responders, methods for avoiding demerit in non-responders should be developed.

Key words: Esophageal Cancer, Multidsciplinary therapy, Chemoradiotherapy, Neoadjuvant Chemotherapy
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