Kobayashi, et al, J Oncol Res Treat 2017, 2:1

Journal of Oncology Research and
Treatments

Case Report Open Access

DCF (DOC+CDDP+5-FU) Therapy Led to Curative Resection in a Patient
with Advanced Esophageal Carcinoma after the Failure of CF Therapy

Kazuma Kobayashi'", Shun Yamaguchi', Takuro Fujita', Takahiro lkeda'!, Ayaka Ishii', Shunsuke Murakami’, Kengo Kanetaka', Fumihiko Fujita'!, Kosho
Yamanouchi!, Naomi Hayashida', Chika Sakimura', Sayaka Kuba', Fusako Kawakami', Taiiichiro Kosaka', Amane Kitasato!, Masaaki Hidaka', Akihiko
Soyama, Shinichiro Oono', Yusuke Inoue’, Shinichiro Kobayashi', Tamotsu Kuroki', Susumu Eguchi', Tomonori Tanaka? and Naoe Kinoshita?

"Department of Surgery, Nagasaki University Graduate School of Biomedical Sciences, Nagasaki, Japan
2Department of Pathology, Nagasaki University Hospital, Nagasaki, Japan

“Corresponding author: Kazuma Kobayashi, M.D., Ph.D., Department of Surgery, Nagasaki University Graduate School of Biomedical Sciences 1-7-1Sakamoto,
Nagasaki City, Nagasaki 852-8501, Japan, Tel: 95-819-7316; Fax: 95-819-7319; E-mail: kazuma-k2013@nagasaki-u.ac.jp

Rec date: Dec 12, 2017, Acc date: Dec 21, 2017, Pub date: Dec 29, 2017

Copyright: © 2017 Kobayashi K, et al. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits
unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.

Abstract

In Japan, two courses of CF therapy followed by surgery are accepted as a standard treatment for stage II/1lI
oesophageal cancer according to the result of the JCOG9907 trial. However, some cases experience insufficient
anti-tumour effects with CF therapy. We experienced a case with oesophageal cancer that underwent curative
resection and DCF therapy after the failure of CF therapy. The patient was a 51-year-old male who visited our
department due to heart burn, back pain, and weight loss since July 2014. He was diagnosed with stage Il
(T3N2MO0) oesophageal carcinoma and started neo adjuvant CF therapy on September 19, 2014. After the first
course of CF, a CT scan showed enlarged lymph node swelling and swallowing disturbance was worsened. We
attempted to start DCF therapy on October 29, 2014. The feasibility of this therapy was high, with manageable grade
2 diarrhoea and a transient high fever. Swallowing disturbance further subsided during the course of treatment. After
DCF treatment, a CT scan showed shrinkage of LN swelling, as well as the primary lesion. We performed video-
assisted thoracoscopic oesophagectomy and 3-field LN dissection. Pathological findings showed a grade 2
histological therapeutic effects by neoadjuvant chemotherapy and down staging of the tumour to stage Il (T2N2MO0)
was attained, which indicated curative resection was achieved. If there is a discrepancy in the anti-tumour effect
between the primary lesion and LNs by neoadjuvant CF therapy for stage Il/lll oesophageal cancer, then conversion
to DCF therapy might be one of the treatment choices.
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according to a biopsy. A CT scan showed swelling of the regional
lymph node (LN) s and the absence of distant metastasis (Figure 2a) in

accordance with a high FDG accumulation by PET-CT (Figure 1c).

Introduction

More than 95% of oesophageal cancer comprises squamous cell
carcinoma (SCC) in Japan, in contrast with more than 60% of
adenocarcinoma in Western countries. In Japan, cisplatin (CDDP) +5-
fluorourasil (5-FU) combination chemotherapy (CF) followed by
surgery is regarded as one of the standard treatments for stage II/III
advanced disease [1,2]. However, here are some cases with insufficient
anti-tumour effects following CF therapy, particularly stage III cases
[1]. We herein report the findings of a patient successfully managed by
the addition of docetaxel (DOC) to CF therapy (DCF) and present a
review of the pertinent literature.

According to these findings, we diagnosed the patient with stage III
(T3N2MO) border line respectable oesophageal carcinoma. Although
he had swallowing disturbances, he could orally intake food. Therefore,
we started neoadjuvant (NAC) CF therapy on September 19, 2014
according to the Japanese guidelines for the diagnosis and treatment of
oesophageal cancer [2]. The treatment regimen was Div of CDDP: 80
mg/m? on day 1, and continuous infusion of 5-FU: 700 mg/m? from
day 1-day 5. Grade 2 oral mucositis, appetite loss and nausea was
observed.

After the first course of CE a CT scan showed the progression of LN
swelling (Figure 2b) enlargement and his swallowing disturbance
worsened. Although we typically transition to surgery in cases of
disease progression after the first course of NAC, we initiated DCF
therapy DOC: 60 mg/m? day 1, CDDP: 50 mg/m?: day 2, 5-FU700
mg/m?/day: days 2-6 on October 29, 2014 due to the possibility of

Case Report

The patient was a 51-year-old man who visited our department due
to heart burn, back pain, and weight loss since June 2014. His family
and past history was unremarkable. He had experienced smoking for

15 years (20-36 years of age, but quit 15 years prior to admission).
However, he consumed alcohol every day (equivalent to 1.5 litres of
beer/day). His height was 166.4 cm and body weight 56.6 kg (BMI:
19.2). His vital signs were as follows: BP104/76 mmHg, HR64/min
regular, BT36.2°C, and ECOG-PS: 1. On physical examination, no
abnormal findings were noted. All laboratory data including tumour
markers were within normal limits. An upper GI series and
gastrointestinal fibre Figure la and 1b showed a Bormann type III

non-curative operation and remarkable shrinkage of the primary
lesion. Therefore the addition of DOC, which is not cross-resistant to
CF, might be effective for the LNs.

The feasibility of this therapy was high, with manageable grade 2
diarrhoea and a transient high fever (38.5°C) without leukopenia.
Swallowing disturbance further subsided after 3 days of DCF
administration. Grade 2 diarrhoea during the course of this treatment
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and a transient high fever (38.5°C) without leukopenia and grade 2
alopecia after discharge occurred but were manageable.

The patient has remained well 10 months after surgery, and no
evidence of recurrence was found by a follow-up CT scan.

Imaging of this case, GIF, Upper Gl series, and PET-CT

(a) () ©

Figure 1: Gastrointestinal fiberscopy (a) and upper GI series (b)
showed that a Borrmann type III tumor was situated in the middle-
thoracic area (dotted line). A PET-CT scan showed the high
accumulation of FDG in accordance with the primary esophageal
lesion and regional lymph nodes (arrows) (c).

Chronological changes during the treatment choice

(a) (b)

Figure 2: Chronological changes during the treatment choice.
Before chemotherapy, esophageal wall thickening (purple arrow)
and regional LN swelling (orange arrow) were observed (a). After
the first CF treatment, esophageal wall thickening subsided,
however, LN swelling progressively enlarged (b). After the one
course of DCF treatment, esophageal wall thickening further
subsided, as well as a remarkable shrinkage of LN swelling(c).

After DCF treatment, a CT scan showed shrinkage of LN swelling as
well as the primary lesion (Figure 2c). We performed video-assisted
thoracoscopico esophagectomy and 3-field LN dissection on January
15, 2015. A histological analysis demonstrated SCC, moderately
differentiated, post-chemotherapy, lower oesophagus, and surgical
findings [Mt, type 3, 12 x 10 mm, pT2 (MP), INEB, ly0 (D2-40), vO
(EVG), pN2 (1/60), pPMO (85 mm), pDMO (60 mm), pEMO (2 mm),
therapeutic effect: Grade 2] according to. These findings showed that
grade 2 histological therapeutic effects by NAC and down staging to
stage II (T2N2MO) was obtained (Figure 3), which indicated that
curative resection was achieved.

Operative findings and Pathological findings

(a)

Figure 3: Operative findings (a). The main tumor shrank
remarkably in contrast to Figure la (a). Patthological findings (b-e)
by microscopically analysis with Hematoxylin and Eosin stain an
edema and fibrosis (1) of the tumor was widespread throughout the
primary site (b: 40x, c: 200x). Severe necrosis (2) of the tumor was
found in primary tumor and LN (d: 40x, e: 20x).

Discussions

The treatment strategy of potentially respectable stage II/III
oesophageal carcinoma has gradually developed from surgery alone to
surgery plus adjuvant CF (JCOG9204) [3] to NA followed by surgery
(JCOGY907) [1].

However, to achieve a good prognosis, the addition of DOC to CF
(DCF) was attempted in some phase II clinical trials with promising
results [4,5]. The anti-tumour effect of DOC is depolymerisation of
tubulin and microtubules, which is quite different from that of CDDP
and 5-FU [4]. Additionally, a phase III trial showed that DCF was
superior to CF in the treatment of head and neck cancer [6], which was
similar to SCC-like Japanese type oesophageal cancer. Two of phase III
trials (JCOGI1109, 1304) including DCF for oesophageal cancer are
currently on-going [7,8].

If progressive disease following the first course of chemotherapy is
observed, then the second course is cancelled and transition to surgery
is the most common measure so as not to miss the opportunity for
curative resection in the JCOG9907 protocol [1]. The regimen change
from CF to DOC alone is also considered to be valid.

As a remarkable difference in the chemo-sensitivity between the
primary site and LNs was observed in our case, we thought that DOC,
which is not cross-resistant to CF [4], might be effective for LNs. We
prepared salvage surgery as soon as progressive disease was observed.

Our case demonstrated a quite different anti-tumour effect between
the primary tumour and LNs and was thought to be rare; we could not
find any other cases with successful resection by the addition of other
agents in a search of the pertinent literature.
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This case was also the first experience of DCF therapy for the
treatment of oesophageal cancer in our hospital. Following this
successful experience, we have aggressively used DCF therapy in cases
with stage III borderline respectable oesophageal cancer with a good
PS.

Conclusions

In conclusion, if there is a discrepancy in the anti-tumour effect
between the primary lesion and LNs by NAC therapy for stage II/III
oesophageal cancer, then conversion to DCF therapy might be one of
the treatment choices other than the transition to surgery.
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