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Esophageal cancer is the sixth most common cause of

death for men and, among the various gastrointestinal

malignancies, it is considered to possess a relatively high

malignant potential. Major causes of the difficulties in the

management of this clinical entity are largely related to its

clinicopathological characteristics, particularly the high

frequency of complex patterns of lymph node metastasis.

As a result of intense discussion beginning approxi-

mately 30 years ago, radical esophagectomy with three-

field lymphadenectomy has become established in leading

institutes in Asia since the mid 1980 s. Although relatively

acceptable long-term outcomes have been reported, one

can claim by no means that substantial evidence of survival

benefit has been proved by large-scale, randomized, con-

trolled trials (RCT). Even in the high-volume centers in

Asia, further improvement of 5-year survival rates by

surgery alone appears to be extremely unlikely.

Therefore, optimization of multimodal treatments for

localized and resectable clinical stage II/III esophageal

cancer is one of the most important topics in this field.

Several clinical trials in the west have demonstrated the

superiority of preoperative chemoradiation therapy com-

pared with surgery alone.1 However, it must be admitted

that one of the most conspicuous features, and one that in

the minds of many constitutes a critical limitation of the

above-mentioned western studies, has been the extremely

poor outcome of the surgery-alone groups. On the other

hand, Japanese surgeons believe that the relatively

acceptable local tumor control by transthoracic radical

esophagectomy obviates the need for preoperative radia-

tion therapy, especially because the inevitable fibrotic

changes induced by radiation would negatively affect the

quality of the surgical approach. Therefore, many Asian

physicians treating patients with esophageal squamous cell

carcinoma hesitate to apply directly the presently available

results of ‘‘Western evidence’’ to ‘‘Eastern’’ esophageal

cancer, in which the environment of latter is different from

the former.

The Japan Clinical Oncology Group (JCOG) has con-

ducted multicenter, multimodality, prospective, clinical

trials for the treatment of esophageal cancer for more than

30 years, giving full regard to these considerations.

Recently, a JCOG study (JCOG9907) demonstrated sig-

nificantly better overall survival after preoperative

chemotherapy with two courses of cisplatin plus 5-fluoro-

uracil followed by surgery compared with postoperative

chemotherapy for resectable cStageII/III thoracic squa-

mous cell esophageal cancer.2 Since publication of the

results of the JCOG9907 study, preoperative chemotherapy

followed by radical esophagectomy has been accepted as

the standard therapeutic approach to resectable cStage II/III

esophageal cancer in Japan.

On the other hand, it cannot be denied that the

JCOG9907 study has aroused several controversies among

some extremely knowledgeable experts who are seeking to

examine and interpret the present study as much scientific

rigor as possible. In a recent editorial article, Ajani et al.

mentioned problems that they noted in the study design of

JCOG9907.3 As representatives of the JCOG Esophageal

Cancer Study Group, we would like to respond to their

specific criticisms to encourage further understanding
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regarding the current Japanese standard, among both wes-

tern and non-western investigators. One of their major

points of criticism is that in the postoperative treatment

arm, pathologically node-negative patients did not receive

chemotherapy because a previous RCT comparing post-

operative chemotherapy vs. surgery alone (JCOG9204) did

not show any benefit for adjuvant chemotherapy in path-

ologically node-negative patients.4 Even though this

finding came from a subset analysis, we considered that

there was no sufficient reason to add toxic postoperative

chemotherapy to pN0 patients, because the RCT results had

already demonstrated that more than 70% of this particular

group would achieve 5-year, disease-free survival. Conse-

quently postoperative chemotherapy with cisplatin plus

5-fluorouracil except for pN0 patients became the standard

treatment for Japanese patients. We must most emphati-

cally stress that this study was by no means a mere

comparison between preoperative and postoperative che-

motherapy but a comparison among multimodality

treatments with curative esophagectomy, including che-

motherapy, as only one component of the whole.

In the editorial, reference was made to comparison of

apples and oranges. Although we agree that that kind of a

comparison can be made at the most elemental level, we must

reiterate our statements in the previous paragraph: 1) results of

an RCT showed lack of justification for giving postoperative

chemotherapy to patients demonstrated pathologically to have

no recognizable lymph node metastasis, and 2) it was not a

simplistic comparison between preoperative and postopera-

tive chemotherapy. Rather, it represents a more complexly

designed plan, deliberately worked out at the drawing board,

as part of the process toward designing the best possible

therapeutic approach to this entity. This was a more holistic

multimodality treatment development study with the option of

inclusion of scheduled chemotherapy and the possibility of

referring to pathologic findings of resected specimens to try to

determine the optimal treatment for these patients. In actual

fact, the 5-year overall survival of pN0 patients who under-

went no postoperative chemotherapy in the postoperative

chemotherapy group was not excessively poor (64%),

whereas that of pN1 patients who were unable to undergo

postoperative chemotherapy was dismal (0%) as described in

the discussion session. Survival data for pN0 patients with no

postoperative chemotherapy was not the main factor for the

poor outcome in the postoperative chemotherapy group;

rather pN1 status with no postoperative chemotherapy for

various reasons was the major factor reducing overall survival

in the postoperative chemotherapy group. The completion rate

of two courses of chemotherapy was 75% (81/108 patients) in

the postoperative chemotherapy group, and it was 88% (140/

159 patients) in the preoperative chemotherapy group as

described in the figure in the original paper. Therefore, the

study design with no postoperative chemotherapy for pN0

patients did not confuse the interpretation or conclusions of

the present study.

Although there was a discrepancy between progression-

free survival and overall survival, with overall survival

showing greater preponderance than progression-free sur-

vival, the Data and Safety Monitoring Committee

recommended early publication. Even though the preop-

erative chemotherapy group showed better progression-free

survival (but not with statistical significance), the primary

endpoint progression-free survival did not meet the pre-

specified stopping criterion. However, be that as it may, a

large difference between the two groups was observed in

overall survival (P = 0.01, unstratified logrank test; hazard

ratio, 0.64; 95% CI, 0.45–0.91).

Ajani et al. also were concerned whether this unstratified

analysis included those patients who were not treated in the

postoperative arm. We thank them for making this point. Our

text should have made this clearer: of course, those who were

not treated in the postoperative arm were included in the

unstratified analyses. In stratified analysis, an overall test

statistic is calculated by summing the log-rank statistics and

corresponding variances obtained within each of the inde-

pendent strata.5 On the other hand, a crude test statistics is

calculated in unstratified analysis. Therefore, unstratified

analyses are not meant to exclude some patients from analy-

ses. Those analysis methods were prespecified in the

Statistical Analysis Plan. Ajani et al. pointed out the impor-

tance of cancer-specific survival to interpret the data of the

present study. Needless to say, to censor the other types of

death other than cancer death and calculate the Kaplan-Meier

estimates would involve a major statistical problem.6,7 Gen-

erally, it is difficult to interpret a cancer-specific survival

because of ‘‘competing risks’’ even with a specific analysis

method, so cancer-specific survivals are generally not calcu-

lated in JCOG studies.

Although the current Japanese standard for resectable

cStageII/III esophageal squamous cell carcinoma is pre-

operative chemotherapy with cisplatin plus 5-fluorouracil,

subgroup analysis has shown survival benefit in cStage III

to be insufficient. Therefore, development of more effec-

tive preoperative treatment is required. Now, JCOG is

preparing to conduct a three-arm randomized, controlled

trial comparing preoperative chemoradiation therapy with

cisplatin plus 5-fluorouracil and preoperative chemother-

apy with docetaxel in addition to cisplatin and

5-fluorouracil (DCF) to standard preoperative treatment

with cisplatin plus 5-fluorouracil. This study should be a

significant milestone for surgical oncology in examining

the possible additive efficacy and safety of preoperative

chemoradiation, which is the current standard in the west.

Individualized therapy based on biomarkers will be a

key factor in all aspects of clinical oncology. In the field of

treatment of resectable cStage II/III esophageal squamous
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cell cancer, identification of reliable biomarkers to predict

response for neoadjuvant treatment is absolutely critical

and is the next target of basic and clinical investigations.

In their important editorial, Ajani and Swisher indicate

in their title the importance of ‘‘We should go back to the

drawing board!’’ We could not agree more, although not in

the sense of having to start from scratch, but in the sense

that even though we have come a long way in the treatment

of this disease, just as a remarkable edifice requires blue-

print after blueprint, we will need to continue defining and

refining our strategy.
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