Name of journal: World Journal of Gastrointestinal Oncology
ESPS Manuscript NO: 6364
Columns: CASE REPORT

Extended cancer-free survival after palliative chemoradiation for metastatic esophageal cancer

Yamashita H et al. Palliative CRT for esophageal cancer

Hideomi Yamashita, Kae Okuma, Akihiro Nomoto, Mami Yamashita, Hiroshi Igaki, Keiichi Nakagawa

[bookmark: OLE_LINK42][bookmark: OLE_LINK43]Hideomi Yamashita, Akihiro Nomoto, Mami Yamashita, Hiroshi Igaki, Departments of Radiology, University of Tokyo Hospital, Tokyo 113-8655, Japan

Kae Okuma, Keiichi Nakagawa, Departments of Palliative Care Unit, University of Tokyo Hospital, Tokyo 113-8655, Japan

Author contributions: Yamashita H, Igaki H and Nakagawa K designed the report; Nomoto A and Yamashita M performed the genetic analyses; Yamashita H and Okuma K collected the patient’s clinical data; Yamashita H, Igaki H and Nakagawa K analyzed the data and wrote the paper.

Correspondence to: Dr. Hideomi Yamashita, MD, PhD, Department of Radiology, University of Tokyo Hospital, 7-3-1 Hongo, Bunkyo-ku, Tokyo 113-8655, Japan. yamachan07291973@yahoo.co.jp

Telephone: +81-3-58008667               Fax: +81-3-58008935
Received: October 14, 2013           Revised: December 22, 2013
Accepted: January 6, 2014
[bookmark: _GoBack]Published online:

Abstract
We report on a patient who remained cancer-free for an extended time after palliative radiotherapy (RT) and chemotherapy (nedaplatin plus 5-fluorouracil) treatment for stage IV (cT3N3M1) esophageal squamous cell carcinoma. Although multiple lymph nodes outside the RT field recurred, the local primary tumor within the RT field did not recur, even 17 mo after palliative RT of 30 Gy in 10 fractions. In this case, acute toxicity, such as myelosuppression or esophagitis, was not enhanced by increasing the fraction dose from 1.8-2.0 Gy to 3.0 Gy. Because 30 Gy in 10 fractions can be completed within a shorter time and is less expensive than 50.4 Gy in 28 fractions, we think that 30 Gy without oblique beams is a more favorable RT method for patients.
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Core tip: The palliative therapy method has not been confirmed for metastatic esophageal cancer. This case report represents a patient who was cancer-free for an extended period of time after palliative chemoradiation of 30 Gy in 10 fractions. We think that 30 Gy without oblique beams is a more favorable radiotherapy method for patients.
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INTRODUCTION
Esophageal cancer, which has the highest incidence and mortality worldwide, is one of the most common malignant tumors in Japan. Japan is recognized as having one of the highest incidence rates of esophageal squamous cell carcinoma in the world.
Due to a lack of obvious early symptoms, patients are often diagnosed at advanced stages, and more than half of patients present with metastases[1]. The recurrence and metastasis rates of esophageal cancer after treatment have tended to increase in recent years. In 2007, Grunberger et al[2] confirmed that palliative chemotherapy can prolong the survival of stage IV esophageal cancer patients, relieve their symptoms and improve their quality of life. Esophageal squamous cell carcinoma is the most common histology in Japan, and its constituent ratio is different from that in Europe and America.
Most patients with esophageal cancer present with dysphagia, and more than half of the patients have inoperable disease at the time of presentation[3,4]. The primary aim of treatment in these patients is to relieve the dysphagia with minimal morbidity and mortality and thus improve their quality of life.
We present a case of extended cancer-free survival after palliative radiotherapy (RT) and chemotherapy in a stage IV esophageal squamous cell carcinoma patient.

CASE REPORT
A 76-year-old Japanese man was referred to our hospital after a few months of dysphagia due to esophageal stenosis. A chest X-ray did not show any characteristic malignancy. A gastrofiberscopy and computed tomography (CT) scan showed a circumferential wall thickening and a 39 mm × 35 mm tumor on the lower thoracic esophagus (Figure 1). A biopsy on December 13, 2011, revealed squamous cell carcinoma. Laboratory findings, including staining for tumor markers, such as p53, and squamous cell carcinoma, were all within the normal ranges, except for the cytokeratin 19 fragments (CYFRA), which were elevated at 4.3 ng/mL (normal 0-2.0 ng/mL, IRMA method). A chest/abdominal CT scan with enhancement on December 5, 2011, revealed multiple lymph node metastases, including the left supraclavicular, tracheal bifurcation, gastric cardia, and abdominal para-aortic lymph nodes (Figure 2) (cT3N3 M1, c-Stage IV).
It was decided that our patient should undergo chemoradiation therapy (CRT). The patient received 30 Gy in 10 fractions of 3 Gy on the original tumor location using a 2-field technique of external beam irradiation from December 21, 2011, to January 10, 2012. The patient also received nedaplatin chemotherapy at a dose of 80 mg/m2 (day 1) plus 5-fluorouracil at 800 mg/m2 per day (days 1-4) starting on December 26, 2011.
A plain chest/abdominal CT scan on January 23, 2012, after a single cycle of chemotherapy, revealed a remarkable shrinkage of the mass in the lower esophagus and in all lymph nodes (Figure 3). An enhanced chest/abdominal/pelvic CT scan on April 17, 2012 (after 4 cycles), August 20, 2012 (after 7 cycles), and October 16, 2012, revealed that the tumors continued to shrink. After 6 cycles of chemotherapy, the CYFRA levels had decreased to normal by June 15, 2012. One additional cycle of chemotherapy was added on July 17, 2012. After CRT, the patient had regular follow-up appointments every 3-4 mo.
After 8 completely asymptomatic months following chemotherapy and 14 mo after palliative RT, the tumor was found to have recurred during a regular follow-up appointment. A chest and abdominal enhanced CT scan on March 12, 2013, revealed that the metastatic tumor had spread to multiple lymph nodes, including the retro-esophageal, left para-tracheal (Figure 4), supraclavicular, and bilateral hilum lymph nodes, but local recurrence was not observed. According to a cervical/chest/abdominal enhanced CT scan that was performed on June 11, 2013 (17 mo after palliative RT), local disease remained controlled.

DISCUSSION
More than 50% of patients with esophageal cancer are not amenable to surgical excision at the time of diagnosis, because of either advanced disease or the presence of comorbid conditions. For such patients, palliation of the symptoms is the mainstay of treatment[4].
According to the Radiation Therapy Oncology Group 94-05 trial[5], the standard radiation dose for patients with clinical stage T1 to T4, N0/1, M0 esophageal carcinoma that are selected for a nonsurgical approach and concurrent treatment with 5-FU and cisplatin chemotherapy is 50.4 Gy. Additionally, at our institution, 50.4 Gy in 28 fractions is selected as a curative method. In this case, 30 Gy in 10 fractions was selected as a palliative irradiation dose. Although multiple lymph nodes outside the RT field recurred, the local primary tumor within the RT field did not recur, even 17 mo after RT. In this case, acute toxicity, such as myelosuppression or esophagitis, was not enhanced by increasing the fraction dose from 1.8-2.0 Gy to 3.0 Gy. Because 30 Gy in 10 fractions was completed within a shorter time and was less expensive than 50.4 Gy in 28 fractions, we think that 30 Gy without oblique beam is a more favorable RT method for patients. Because control of the primary lesion of esophageal cancer is directly connected to the inability of the patient to ingest and the subsequent QOL deterioration, a total radiation dose of as much as 30 Gy, not 25 or 20 Gy, was used with palliative intent in our institution.
According to Matsumoto et al[5], docetaxel and nedaplatin combination chemotherapy with and without radiation therapy is well tolerated (2-year overall survival was 11.1%) and useful as a second-line chemotherapy for patients with relapsed or metastatic esophageal cancer.

COMMENTS
Case characteristics
A 76-year-old male was referred to our hospital with a few month history of dysphagia due to esophageal stenosis.

Clinical diagnosis
A gastrofiberscopy and computed tomography scan showed a circumferential wall thickening and a 39 mm × 35 mm tumor on the lower thoracic esophagus.

Differential diagnosis
Esophageal leiomyoma, polyp, hemangioma, papilloma, lipoma, cyst.

Laboratory diagnosis
Laboratory findings, including tumor markers like p53 and s
quamous cell carcinoma, were all within normal values, except for cytokeratin 19 fragments, which was raised at 4.3 ng/mL (normal 0-2.0 ng/mL, IRMA method).

Imaging diagnosis
A chest/abdominal computed tomography scan revealed multiple lymph node metastases such as left supraclavicular, tracheal bifurcation, gastric cardia, and abdominal para-aortic lymph node (cT3N3M1, c-Stage IV).

Pathological diagnosis
A biopsy revealed a squamous cell carcinoma.

Treatment
The patient was treated with 30 Gy in 10 fractions of external beam irradiation and chemotherapy of nedaplatin plus 5-fluorouracil.

Related reports
According to Matsumoto H, docetaxel and nedaplatin combination chemotherapy with and without radiation therapy is well tolerated and useful (2-year overall survival was 11.1%) as second-line chemotherapy for patients with relapsed or metastatic esophageal cancer.

Experiences and lessons
The authors think that 30 Gy without oblique beams is a more favorable palliative radiotherapy method for patients with metastatic esophageal cancer.

Peer review
This article applies a rare case who survived long time after palliative chemoradiation.
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[bookmark: OLE_LINK36]Figure 1 Circumferential wall thickening and a 39 mm × 35 mm tumor on the lower thoracic esophagus.

Figure 2 Swelling of the abdominal para-aortic lymph node.

Figure 3 A remarkable shrinking of the mass in the lower esophagus.

Figure 4 Swelling of the left para-tracheal lymph node.

