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selecting the subgroups of patients for which chemotherapy pre-treatment high b-value ADC was correlated with
improves survival and in determining efficient treatment early progression. Several reports relating to brain
strategies with reference to expected survival [21]. tumours and animal models have indicated a relation-

Among patients with advanced pancreatic cancer ship between ADC and histological features [11-14, 16,
treated with chemotherapy, it was found that a lower 22]. ADC is a quantitative expression of the tissue

Figure 2. Images from a 66-year-old man with relatively stable advanced pancreatic cancer. Progression was noted on the
8-month follow-up CT. (a) Transverse Ty weighted fast-field echo image shows an irregularly shaped tumour at the pancreatic
head (arrows). (b) Isotropic diffusion-weighted image and (c) the apparent diffusion coefficient (ADC) map using the middle b-
value (400 s mm ?) show an inhomogeneous high-signal mass (arrows). The ADC was 1.42 - 10 * mm?s ". (d) Isotropic
diffusion-weighted image and (e) the ADC map with a high b-value (1000 s mm 2) show an inhomogeneous high-signal mass
(arrows). The ADC was 1.40x 10 * mm?s .
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Figure 3. The graph shows the rates of local tumour
progression in patients with advanced pancreatic cancer
treated with chemotherapy. Patients with a lower apparent
diffusion coefficient (ADC) using the high b-value
(1000 s mm~2) had a significantly higher rate of progression
than those with a higher ADC (p<0.01, log-rank test).

diffusion characteristics; it is related to the proportion of
extracellular and intracellular components. A high ADC
is thought to reflect the presence of a necrotic fraction,
which leads to increased extracellular water, whereas a
low ADC is thought to reflect higher tumour cellularity
or cell density, which results in more restricted water
diffusion. Cell density may be indicative of tumour
aggressiveness. The results of several clinical studies
suggest that tumours with a high cellularity have an
increased metastatic capacity [23]. Although the reason
for the correlation between a lower pancreatic cancer
ADC and early progression is unclear, it is possible that a
lower ADC reflects a higher cellularity and a more
aggressive tumour. Conversely, pancreatic cancers gen-
erally include desmoplastic tissue in the baseline tumour
volume, which may also affect ADC independent of the
cellularity. To the best of our knowledge, there have been
no previously published reports dealing with the
correlation between diffusion-weighted imaging and
histological examination findings in pancreatic cancer.
In this study, we did not look for any correlation
between histology grade and ADC because it was
inappropriate to analyse specimens of a part, small
amount or metastatic site of the tumour. Further studies
are needed to correlate the pancreatic cancer ADC with
the tumours’ histological features.

Several investigators have attempted to use the ADC
as a pre-treatment predictor of response to chemother-
apy or chemoradiation. Investigators have used various
methods to analyse the data and their results have
varied. Higano et al [24] reported that a lower minimum
pre-treatment ADC correlated with brain tumour pro-
gression. The ADC of the tumour that was analysed
avoided cystic or necrotic areas, and they hypothesized
that the relationship between a lower tumour ADC and
early progression was related to high cellularity or a
highly proliferative portion of the tumour; our results are
similar to these. Conversely, several investigators
reported that a higher pre-treatment ADC was related
to a poor response to chemotherapy in rectal cancer
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patients, patients with colorectal hepatic metastasis and
animal models [12, 13, 15, 17]. In these studies, the ROI
for ADC measurement involved the whole tumour; the
investigators hypothesized that the reason for the poor
response with a higher pre-treatment ADC may be due
to the presence of necrosis in the tumour. In this
situation, the tumour may experience hypoxia and thus
have a slower metabolism, which would result in a lower
sensitivity to chemotherapy [12]. Although measuring
ADC values of a whole tumour might be less subjective
and more reproducible, we attempted to measure the
ADC while avoiding cyslic or necrotic components of the
tumour in this study, which might reflect tumour cell
characterization. In the future, a proper method for
analysis of pancreatic cancer needs to be developed.

In the present study, early progression did not
correlate with the middle b-value ADC but did with
the high b-value ADC. Middle b-value diffusion-
weighted imaging produces relatively good imaging
quality, but the middle b-value ADC is affected by so-
called “T»-shine through” and a local vessel perfusion
effect. These factors may affect the middle b-value ADC
in pancreatic cancer; as a result, the middle b-value ADC
may not truly reflect tumour characteristics. Other
scanning factors, such as MPG pulse direction, b-factor,
matrix size and the reduction factor on parallel imaging,
may also affect imaging quality.

The present study had several potential limitations.
Firstly, single-shot echo planar imaging has a relatively
low spatial resolution, a low signal-to-noise ratio and
shows imaging distortion. We used all of the currently
available techniques to improve imaging quality.
However, the ADCs of small lesions may still be
unreliable. The use of high field-strength imagers or
pulse-triggered scanning can potentially improve the
signal in diffusion-weighted MRI [25, 26]. Secondly,
although a high b-value of 1000 s mm™ on diffusion-
weighted imaging was used to reduce confounding
relaxation phenomena, the so-called T>-shine through
effects and the perfusion effect, these factors may still
have affected the ADC [27-29]. Diffusion-weighted
images with a higher b-value (i.e. 4000 s mm ™) should
provide more information about the slow diffusion of
water molecules, which may be more sensitive at
distinguishing cellular or tissue characteristics [12].
However, on abdominal scanning, current MR units
cannot provide enough higher b-value signals. Thirdly,
the patient population was relatively small, and sub-
stantial overlap was noted between progressive and
stable patients. Tumour stage and size varied in this
study; however, these factors were not significantly
different between progressive and stable patients. In
addition, some patients had not been histologically
proven to have pancreatic cancer. Although primary
pancreatic lymphoma might mimic pancreatic cancer, we
carefully reviewed clinical data, and patients with a
doubtful clinical diagnosis were not included in this
study [30, 31]. Further larger clinical studies are needed
to fully characterize pancreatic cancer for an appropriate
analysis of ADC with tumour stage and size. Finally, the
measurement reproducibility of ADC was not assessed
in this study. Instead, we measured several ROls in the
tumour and then averaged these.



In conclusion, in patients with advanced pancreatic

cancer treated with chemotherapy, a lower high b-value
ADC may be predictive of early progression.
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Abstract

Background. A combination of irinotecan and infusional
fluorouracil/leucovorin (FOLFIRI) has become one of the
global standard chemotherapy regimens for metastatic
colorectal cancer. The aim of this study was to evaluate the
feasibility of FOLFIRI in a Japanese population with meta-
static colorectal cancer.

Methods. This retrospective analysis included 48 patients
with unresectable metastatic colorectal cancer who received
FOLFIRI between May 2004 and June 2005. Evaluation
points included adverse events, dose intensity, response rate,
progression-free survival, and overall survival.

Results. Thirty-eight (79%) patients received FOLFIRI as
first-line chemotherapy. Eighteen patients received original
full-dose FOLFIRI and 30 patients received reduced
FOLFIRI with irinotecan at 150 mg/m’. Eighteen (38%) of
the 48 patients experienced grade 3 or 4 neutropenia, 5
(10%) had grade 3 vomiting and 5 (10%) had grade 3 diar-
rhea. Toxicity was tolerable, with appropriate dose reduc-
tion if necessary. There were no treatment-related deaths or
early deaths within the first 60 days of treatment. Median
dose intensities (with relative dose intensities in parenthe-
ses) in all patients and in patients who received full-dose
FOLFIRI were 129mg/m’ per 2 weeks (71%) and 144mg/
m’ per 2 weeks (80%) for irinotecan and 2349 mg/m? per 2
weeks (84%) and 2376 mg/m’ per 2 weeks (85%) for fluo-
rouracil, respectively. The response rate in patients with
measurable lesions was 37% (13/35; 95% confidence inter-
val [CI}, 21.1%-53.2%), and median progression-free sur-
vival was 8.4 months (95% CI, 6.4-10.3).
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Conclusion. The dose intensity of irinotecan was relatively
low, and toxicity was tolerable with appropriate dose reduc-
tion; efficacy was comparable to that previously reported.
FOLFIRI is feasible and can be one of the standard treat-
ment options for Japanese patients with metastatic colorec-
tal cancer.

Key words FOLFIRI - Colorectal cancer -
Safety - Feasibility

Irinotecan -

Introduction

Irinotecan combined with fluorouracil (5-FU)/leucovorin
(LV) has proved superior to 5-FU/LV alone in terms of
survival, progression-free survival (PFS), time to progres-
sion (TTP), and response rate (RR) for patients with meta-
static colorectal cancer in two randomized controlled trials.'?
Bolus 5-FU/LV with irinotecan (IFL) was preferred in
North America and infusional 5-FU/ LV with irinotecan was
preferred in Europe.’ In Japan, IFL or its modified forms
were popular because the prescribing information for
levofolinate (Isovorin; /-LV; Wyeth, Tokyo, Japan) had
recommended its use only with bolus injection of 5-FU until
February 2005, when infusional 5-FU with levofolinate regi-
mens were approved.‘ Therefore, irinotecan with infusional
5-FU/LV (FOLFIRI) was not common in Japan before that
time.

In 2004, Goldberg et al.’ reported that oxaliplatin with
infusional 5-FU/LV (FOLFOX) was superior to IFL in
terms of survival, TTP, and RR, and Tournigand et al®
reported that FOLFIRI followed by FOLFOX, and the
reverse sequence, had almost equivalent efficacy. Based on
these results, either FOLFIRI or FOLFOX is regarded as a
standard first-line or second-line chemotherapy regimen for
metastatic colorectal cancer, and IFL is regarded as an infe-
rior regimen.

In May 2004, according to these results, the practical
regimen for metastatic colorectal cancer at the National
Cancer Center Hospital East was changed from IFL to
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FOLFIRI. The purpose of this retrospective study was to
evaluate the safety profile and efficacy of the FOLFIRI
regimen in a Japanese population.

Patients and methods
Patients

A total of 63 patients with metastatic colorectal cancer who
had received FOLFIRI between May 2004 and June 2005
were identified from the database at the National Cancer
Center Hospital East. Data for 48 of these 63 patients who
met the following criteria were analyzed retrospectively:
unresectable histologically confirmed colorectal adenocar-
cinoma, age between 20 and 75 years, Eastern Cooperative
Oncology Group (ECOG) performance status (PS) of 0 or
1, no prior irinotecan therapy, neutrophil count 1500/mm’®
or more, platelet count 100000/mm’ or more, serum creati-
nine 1.2mg/ml or less and bilirubin 1.5x the upper limit of
the normal range or less, and initial irinotecan dose 150 mg/
m’ or more. The reasons for the exclusion of 15 patients
were: reduced dose of irinotecan (less than 150 mg/m?)
owing to poor condition in 7 patients, prior irinotecan
therapy in S patients, age more than 75 years in 1 patient,
poor PS in 1 patient, and low neutrophil count in 1
patient.

Treatment

FOLFIRI consisted of irinotecan at a dose of 180mg/m’ or
a reduced dose of 150 mg/m’ given as a 90-min infusion, and
I-LV at 200mg/m’, given as a 2-h infusion, followed by bolus
5-FU at 400mg/m”* and a 46-h infusion of 5-FU at 2400 mg/
m? (Fig. 1), repeated every 2 weeks. Infusional 5-FU could
be increased to 3000 mg/m’ if there was no toxicity exceed-
ing grade 1 during the two first cycles. Chemotherapy was
basically suspended until recovery in the case of neutrophil
count less than 1500/mm’, platelet count less than
100000mm®, or for significant persisting nonhematologic
toxicity.® 5-FU and irinotecan doses were reduced because
of toxicity according to each physician’s decision. A 5-
hydroxytryptamine-3 antagonist and dexamethasone were

Day 2

Infusional 5-FU
2400-3000 mg/m?

2 hours

46 hours

Fig. 1. Original schedule and doses of irinotecan and infusional fluo-
rouracil (5-FU) fleucovorin (FOLFIRI)

routinely administered as antiemetic prophylaxis. FOLFIRI
was continued until disease progression, intolerable toxicity,

or the patient’s refusal. A central venous port was implanted
before treatment.

Evaluation

All patients were submitted to routine physical examina-
tions and laboratory analyses at each cycle and computed
tomography basically every 2 to 3 months. Toxicity was
graded using the National Cancer Institute Common Toxic-
ity Criteria version 2.0 (in Japanese). Antitumor response
was evaluated in the patients who had measurable lesions,
using the Response Evaluation Criteria in Solid Tumors
(RECIST).” PFS was defined as the time between the initial
date of FOLFIRI and the first disease progression or death
from any cause when no progression was recorded. Overall
survival was defined as the time between the initial date of
FOLFIRI and death from any cause. PFS and overall sur-
vival were determined by the Kaplan-Meier method, using
Dr SPSS II for Windows, release 11.0.1J. (SPSS Japan,
Tokyo, Japan).

Dose intensity (DI, in milligrams per square meter per 2
weeks) was calculated as the total cumulative dose divided
by the duration of dosing ([{initial date of last cycle] —
{initial date of first cycle} + 14)/14). Relative dose intensity
(RDI) was calculated as the dose intensity divided by the
planned DI, multiplied by 100. Planned DIs were 180mg/m®

per 2 weeks for irinotecan and 2800 mg/m” per 2 weeks for
5-FU.

Results

Patient characteristics

Baseline patient characteristics are listed in Table 1. Median
age was 56.5 years (range, 37-73 years). The number of
patients who received FOLFIRI as first-line chemotherapy
was 38 (79%), including 9 patients who had received prior
adjuvant chemotherapy that had been completed at least 6
months before. Ten patients had had prior chemotherapy,
which was 5-FU plus /-L'V or oral fluoropyrimidine. No
patients had received prior oxaliplatin or other antineoplas-
tic agents except for fluoropyrimidines. Eighteen patients
(38%) received the original full-dose FOLFIRI. In 30
patients (62%), irinotecan was reduced to 150mg/m’ from
the beginning of FOLFIRI according to each physician’s
decision.

Safety

The median number of cycles administered was 13 (range,
1-38 cycles). Toxicity in all patients is shown in Table 2, and
toxicity in the patients whose initial irinotecan doses were
180mg/m’* and 150mg/m’ is shown separately in Table 3.
There were no treatment-related deaths or early deaths
within the first 60 days of treatment.
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Although almost all treatments were conducted in an
outpatient setting, two patients required admission because
of toxicity. One patient stayed in hospital for 6 days owing
to grade 3 diarrhea, and another patient stayed in hospital
for 6 days owing to grade 3 febrile neutropenia and
anorexia.

Table 1. Baseline patient characteristics

Parameter No. of patients

Demographic characteristics

Treatment failure

Thirty-five patients discontinued FOLFIRI owing to disease
progression. Of these 35 patients, 3 patients received
palliative radiotherapy and 27 received chemotherapy. Sub-
sequent chemotherapy regimens included FOLFOX in
22 patients, oral fluoropyrimidines in 4 patients and anti-
epidermal growth factor receptor monoclonal antibody in 1
patient.

Five patients discontinued FOLFIRI because of their
refusal, the reasons for which were toxicity in two patients
and other reasons in three patients. One of these five patients
received FOLFOX and one received oral fluoropyrimidine

No. of patients b gsv after FOLFIRL
Female 17 359, Two other patients discontinued FOLFIRI because the
Age (years) central venous port had to be removed due to infection.
Median 56.5 They received modified IFL thereafter.
Range 37-73

Performance status
0 40 83% . .

1 3 179, Dose intensity (DI)

Primary site . . . i
Colon 23 48% Nineteen (40%) of the 48 patients required dose reduction
Rectum 24 0% of irinotecan and/or 5-FU owing to toxicity, mainly neutro-

Evr;{luu:g;ielesion 1 2% penia, vomiting, and diarrhea. Of the 18 patients who
Yes 35 739, received full-dose FOLFIRI, 10 patients (56%) required
No 13 27% dose reduction. The median number of cycles at the time

Irinotecan dose when dose reduction was first required was 5.5 (range, 2-11
180mg/m?2 18 38% cles)
150mg/m?2 30 6% 9. . L

First-line chemotherapy In 5 (10%) of the 248 patients, infusional S-FU_was
Yes 38 79% increased to 3000mg/m’ from 2400mg/m’, but 4 patients
No 10 21%  required dose reduction to 2400mg/m’ after the dose

M‘;fi‘:fetimc sites ’s 50, increase. In 3 (10%) of the 30 patients who received a
Lung »n 46% reduced dose of irinotecan, irinotecan was increased to
Lymph node 14 29% 180mg/m’ from 150mg/m’ according to each physician’s
Peritoneum 8 17%  decision. The increased dose was continued until disease
Iég ﬁf recurrence g IZZ//" progression.

‘0 . . .
Other 3 6% Values for median DI and RDI in all patients were

No. of metastatic sites 129mg/m’ per 2 weeks and ‘71% for irinotecan; and
1 23 48% 2349mg/m’® per 2 weeks and 84% for 5-FU, respectively.
23 1; i%: Values for median DI and RDI in the patients who received

full-dose FOLFIRI were 144 mg/m’ per 2 weeks and 80%

Table 2. Toxicity in all patients (n = 48)

Toxicity Grade 1 (no.) Grade 2 (no.) Grade 3 (no.) Grade 4 (no.) All grades (%) Grade 3,4

(%)

Leukocytes 18 17 7 1 90 17

Neutrophils 12 7 16 2 77 38

Hemoglobin 27 8 2 0 7 4

Platelets 6 0 0 0 13 0

Fever 9 0 0 0 19 0

Febrile neutropenia 1 0 2

Anorexia 16 17 2 0 73 4

Nausea 20 15 1 0 75 2

Vomiting 6 6 5 0 35 10

Diarrhea 10 6 5 0 44 10

Stomatitis 17 8 1 0 54 2

Alopecia 20 6 54

Fatigue 17 2 2 0 4 4

Hand-foot skin reaction 7 2 19 0
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Table 3. Toxicity in the patients whose initial irinotecan doses were 180mg/m’ and 150 mg/m®

180mg/m’ n = 18 150mg/m? n = 30

All grades (%) Grade 3/4 (%) All grades (%) Grade 3/4 (%)

Leukocytes 100 22 83
Neutrophils 78 33 77
Hemoglobin 89 70
Platelets 0 20
Fever 11 23
Febrile neutropenia

Anorexia 89
Nausea 83
Vomiting 50
Diarrhea 56 37
Stomatitis 50 57
Alopecia 67 47
Fatigue 50 6 40
Hand-foot skin reaction 39 0 7

o=85

63
70
27

f—
WOWO N WO

[=J ]

for irinotecan; and 2376 mg/m’ per 2 weeks and 85% for 5- 1.0
FU, respectively.

Efficacy

The RR in patients who had measurable lesions was 37%
(13/35; 95% confidence interval [CI], 21.1%-53.2%),
including 3% (1/35) complete response (CR). The disease-
control rate, which included CR, partial response, and
stable disease, was 83% (29/35; 95% CI, 66.4% -93.4%).
In the patients treated with first-line chemotherapy, the
RR was 39% (11/28; 95%, CI 21.5%-59.4%) and the
disease-control rate was 82% (23/28; 95% CI, 63.1%~
93.9%). In one patient who had sigmoid colon cancer with
unresectable liver metastasis, 15 cycles of FOLFIRI allowed 00
curative resection of the liver metastasis. With a median 0 4 8 12 16 20 24
follow-up period of 17.9 months (range, 6.6-27.3 months), Months

the median PFS was 8.4 months (95% CI, 6.4-10.3; Fig. 2).
Overall survival is shown in Fig. 3. Median survival time
(MST) has not been reached.

Probability of progression-free survival

Fig. 2. Progression-free survival

107

Discussion

This retrospective study showed that FOLFIRI was man-
ageable in an outpatient setting in a Japanese population,
with adequate dose reduction and suspension. The median
RDI of 71% for irinotecan in this study was lower than that
in three previous randomized controlled trials, in which
RDI ranged from 86% to 93%.°® One of the reasons for
the low DI was the reduced initial dose of irinotecan, but
even in the full-dose FOLFIRI group, the median RDI for
irinotecan was only 80%. Other reasons might be the dif- 2
ference between study-base and practice-base settings, or

the influence of prior chemotherapy. Although 40% of the
patients required dose reduction, toxicity was manageable a0
with an appropriate dose reduction. As a result, RR (37%, 0 4 8 12 Momhsw » 24 »
including 3% CR) and PFS (median PFS, 8.4 months) were

comparable to those in previous studies of FOLFIRI as Fig. 3. Overall survival

Probability of survival
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first-line treatment.>® Thus, FOLFIRI is considered to be
feasible in Japanese patients in our hospital if it is managed
carefully.

Recent randomized trials have revealed that FOLFOX
is better than IFL in terms of efficacy and toxicity’” and that
FOLFIRI has efficacy similar to that of FOLFOX, but with
different toxicity profiles.*’ More recently, a direct compari-
son of FOLFIRI and modified IFL. (mIFL; a shortened 2
weeks-on, 1 week-off schedule) was performed.” In that
trial, patients were randomly allocated to FOLFIRI, or
mIFL in combination with celecoxib or placebo in period 1.
FOLFIRI demonstrated superiority to mIFL in terms of
TTP (median TTP, 8.2 vs 6.0 months; P = 0.01) and overall
survival (MST, 23.1 vs 17.6 months; P =0.10). Consequently,
FOLFIRI as well as FOLFOX is accepted as one of the
standard treatments for metastatic colorectal cancer.

FOLFIRI usually means the regimen that was first
reported by Andre et al.," but in a broad sense it also means
irinotecan with LVSFU2, which consists of 2 consecutive
daysof LV, bolus5-FU,and a22-hinfusion of 5-FU. Although
it was not a randomized trial, a retrospective study in which
the original FOLFIRI was compared with irinotecan with
LVS5FU2 suggested the superior efficacy of the original
FOLFIRIand different toxicity profiles: RR, 56.0% vs 33.1%
(P < 0.01); median PFS, 8.5 vs 5.7 months (not significant);
less frequent neutropenia and fatigue of grade 3 or more;
and more frequent mucositis, nausea, and vomiting of grade
3 or more in the original FOLFIRIL.” We adopted the origi-
nal FOLFIRI regimen because of its convenient schedule.

The recommended-dose (RD) of irinotecan in FOLFIRI
was established on the basis of the results of a dose-finding
study.” In that study, irinotecan was administered once
biweekly, at doses ranging from 100 to 300mg/m® with
LVS5FU2. The maximum tolerated dose (MTD) as defined
in the protocol was not reached. Taking into account the
toxicity and compliance, the recommended irinotecan dose
was established at 180 to 200 mg/m”.

In Japan, two phase I trials have been conducted to
determine the RD of FOLFIRI. The conclusions from these
two trials coincided for the RD, which was same as that
of the original FOLFIRI. In one trial, six patients received
irinotecan at a dose of 180 mg/m’, bolus 5-FU at 400mg/m?,
and infusional 5-FU at 2400mg/m’® and no dose-limiting
toxicity was observed. There was no higher dose and MTD
was not reached.” In the other trial, MTD was reached at
doses of 180 mg/m’ for irinotecan, 400mg/m’ for bolus 5-FU
and 3000mg/m’ for infusional 5-FU, and RDs were deter-
mined to be 180mg/m’ for irinotecan, 400 mg/m? for bolus
5-FU, and 2400mg/m? for infusional 5-FU. After the addi-
tional enrollment of up to 27 patients for RDs, 52%
patients experienced grade 3 or 4 neutropenia, 8% expe-
rienced grade 3 febrile neutropenia, and 4% experienced
grade 3 diarrhea.” In our study, 38% of the patients had
grade 3 or 4 neutropenia, 2% had grade 3 febrile neutro-
penia, and 10% had grade 3 diarrhea. The incidence of
grade 3 or 4 neutropenia was higher in Japan than in previ-
ous studies (38%-52% vs 15%-24%) and the incidence of
grade 3 or 4 diarrhea was equivalent or less (4%-10% vs
8%-14% ).

Uridine glucuronosyltransferase 1A1 (UGT1ALl) is a
key enzyme in irinotecan metabolism, which converts SN-38
to inactive SN-38 glucuronide. Some studies have revealed
that UGT1A1 polymorphism is associated with severe neu-
tropenia and diarrhea.'*”” However, when the present study
was conducted, the use of a UGT1A1 polymorphism assay
kit was not common in clinical practice. Although UGT1A1
polymorphism may have been associated with severe
neutropenia or diarrhea in our study, we could manage the
toxicity and continued FOLFIRI after appropriate dose
reduction. In the future, genotyping of UGT1A1 may enable
us to administer an individualized irinotecan dose with less
toxicity.

In Japan, the approved doses and schedules of irinotecan
are 100mg/m’ once weekly or 150mg/m? once biweekly.
Because of this regulation, most physicians administered
irinotecan at a dose of 150mg/m’ in FOLFIRI instead of
standard full-dose FOLFIRI. Which dose of irinotecan —
150 mg/m’ or 180 mg/m’ - should be prescribed in daily prac-
tice is controversial in Japan. In the present analysis, there
were no obvious differences in the incidence of grade 3 or
4 neutropenia or of grade 3 diarrhea between the two
groups, while the incidence of grade 3 vomiting in the
180mg/m’ irinotecan group was higher than that in the
150mg/m’® irinotecan group. Although some patients
required dose reduction, 8 of the 18 patients who received
180mg/m’ irinotecan could continue full-dose FOLFIRI
and 3 patients in the 150 mg/m? irinotecan group could con-
tinue full-dose FOLFIRI after successful dose increases to
180mg/m’ until treatment failure. Because this study was
not a prospective randomized trial, we could not determine
which dose of irinotecan is more feasible for Japanese.
However, it seems that not only reduced FOLFIRI but also
full-dose FOLFIRI is feasible for some patients, and that
FOLFIRI treatment can be continued safely in other
patients after an appropriate interruption or modification
of the dose if necessary. We conclude that full-dose FOLFIRI
can be one of the standard treatments for Japanese patients
with metastatic colorectal cancer with good performance
status and adequate organ functions.

Recently, molecular targeting agents such as bevaci-
zumab and cetuximab have been incorporated into the
treatment of metastatic colorectal cancer,”*® for which
FOLFOX and FOLFIRI are considered to be standard
baseline cytotoxic regimens. Although neither bevacizumab
nor cetuximab has been approved yet in Japan, registration
studies of both agents are now underway, and they are
expected to become commercially available soon. For the
future appropriate use of these new agents in Japan, it is
essential to manage FOLFOX and FOLFIRI adequately
for Japanese patients. Based on the results of the present
analysis, the FOLFIRI regimen is manageable and the
regimen can be incorporated in combination with molecular
targeting agents for Japanese patients, as such combinations
have been carried out overseas.
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Background and study aims: Local failure after
definitive chemoradiotherapy (CRT) in patients
with esophageal cancer remains one of the major
problems in finding a cure. Endoscopic mucosal
resection (EMR) is one treatment option when
failure lesions are superficial: However, there are

no relevant long-term survival data. The aim of .

this study was to clarify the long-term survival
of salvage EMR.

_Patients and methods: Between January 1998

and March 2004, 289 patients with esophageal
squamous cell carcinoma were treated with defi-
nitive CRT at the National Cancer Center Hospital
East, Japan. Of these 289 patients, 21 patients
with local failure without lymph-node or distant
metastases were treated with salvage EMR. The
technique of salvage EMR involved a strip biopsy
method. We retrospectively analyzed the long-

term survival data for the patients who under-
went salvage EMR.

Results: At a median follow-up period of 54
months (range, 16- 108 months), eight of 21 pa-
tients (38%) were alive with no recurrence and
two patients had died from another disease but
with no recurrence of esophageal cancer. Local
recurrence after EMR was detected in four pa-
tients, with local and lymph-node recurrence in
two patients,.and lymph-node and/or distant
metastases in five patients. The 5-year survival
rate from the initiation of salvage EMR was
491 %. There were no severe compllcations asso-
ciated with EMR.

Condlusion: EMR is one of the curative salvage
treatment options for local failure after definitive
CRT, if the failure lesion is superficial and there
are no lymph-node or distant metastases.

Introdm:tion

Local failure after definitive chemoradmﬂxerapy
(CRT) for esophageal cancer remains one of the
major problems in achieving a:cure: The optimal
treatment strategy for local failure has not yet
been established. Esophagectomy is generally in-
dicated as a salvage treatment for such pati

to that of patients after salvage esophagectomy.
These results indicate that if the residual or re-
current tumor is localized and superficial, local
treatments such as EMR could have curative po-
tential and could be minimally invasive treat-
ment options. The aim of the current study was
to clarify the long-term survival for salvage EMR.

However, we cannot afford to ignore the techni-
cal difficulties and the associated high mortality
[1]. Furthermore, there is no curative chemother-
apeutic agent.

Swisher et al. reported that if the residual or re-
current local tumor was pathologically proven to
be T1 or T2, with no lymph-node or distant me-
tastasis, the 5-year survival rate of patients who
had und salvage tomy was over
50% [1]. We have previously reported the short-

term results of salvage endoscopic mucosal re-
section (EMR) in patients with local failure after
definitive CRT [2]. Although the number of pa-
tients was small, their 3-year survival was similar

We thereft pectively analyzed the survi-
val data for patients who had undergone salvage
EMR with long-term follow-up periods.

Patients and methods
v

Between January 1998 and March 2004, 289 pa-
tients with esophageal squamous cell carcinoma
were treated with d CRT at the National
Cancer Center Hospital East, Kashiwa, Japan. CRT
involved 60 Gy irradiation, together with two cy-
cles of continuous infusion with 5-fluorouracil
(5FU) and cisplatin (CDDP). The patients received
a 24-hour continuous infusion of 5FU (400 mg/
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m?) on days 1-5 and 8-12 and intravenously administered
CDDP (40 mg/m?) with hydration on day 1 and day 8. These
schedules were repeated twice every 5 weeks. Radiotherapy
was initiated concurrently on the first day of the first and second
courses of ch h and was d in 30 fractions of
2 Gy to a total of 60 Gy. Two courses of chemotherapy were also
included for those patients who showed a good initial response
to treatment.

line staging of h | cancer was d d with the
TNM classification of the International Union Against Cancer [3].
The clinical T stage was evaluated by endoscopy and endoscopic
ultrasound (EUS), and the clinical N and M stages were evaluated
mainly by computed tomography (CT) of the neck, chest, and ab-
domen. Clinical lymph-node metastasis was diagnosed in this
study if the lymph node was more than 10mm in diameter on
CT. The definition of a c after CRT was as fol-
lows: 1) the disappearance of the tumor lesion; 2) the disappear-
ance of ulceration at the primary site; 3) an absence of cancer
cells in biopsy specimens [4].
Local failure lesions were characterized as one of two patterns;
residual lesions or recurrent lesions. All the residual and recur-
rent lesions were diagnosed by endoscopic observations and
confirmed histologically by cancer cells in the biopsy specimens.
EUS was carried out with a 20 MHz ultrasound probe (UM-3R;
Olympus Optical Co, Ltd, Tokyo, Japan) before the salvage treat-
ment to confirm the-depth of the tumor-and to evaluate regional
lymph nodes. The indication criteria for salvage EMR were: 1) no
lymph-node or distant metastasis detected with EUS and CT of
the lower neck, chest, or abdomen; 2) the absence of deep ul-
ceration on the lesion; 3) tumor staging with EUS limited to
within the submucosal layer; and 4) written informed consent
obtained from patient.

The technique for salvage EMR involved the strip biopsy method,

as modified by Momma et al. [5,6]. We initially identified the

area of the lesion with chromoendoscopy and Lugol's iodine so- .

lution. Saline solution was then injected into the submucosal
layer to detach the lesion from the muscularis propria. EMR
was carried out with a dual endoscope (2T240; Olympus), First, - .
we grasped the lesion with forceps from within one channel,

then we removed it with a snare from another channel. If the le- -
sion could not be removed en bloc for technical reasons, a piece-
meal resection was done. Chromoendoscopy with Lugol's iodine

solution confirmed the efficacy of the EMR. If an unstained area

was detected at the margin of the mucosal defect by chromo-
endoscopy, we continued the EMR with piecemeal resection un-
til no further unstained areas were found. If the lesion could not
be removed completely because of severe fibrosis after CRT, the
cancerous tissue was destroyed in the unresectable

area with argon plasma coagulation (APC: APC300 and ICC-200:
Erbe, Movi, Italy). At the vertical margin of the lesion, it was very
difficult to judge whether complete resection had been achieved
during the EMR. After visual confirmation that the lesion was
completely removed, additional APC was performed at the base

of the mucosal defect, especially in those lesions that were as-

sessed by EUS as having massive submucosal invasion. After the
EMR, the removed specimens were histopathologically evaluat-
ed by experienced pathologists. When the deep margins were
definitely cancer free, regardless of whether an en bloc resection
had been achieved, the EMR was deemed to be completed,
whereas if cancer cells were still present at the deep margin,
the EMR was deemed to be incomplete.

Yano Tetal. Salvage EMR after ch for esophageal cell

ry 1998 and March 2004 (n~289)
Incomplete response
(n=108) :

" Local residual group (n=8)

Fig.1 - Representative flowchart of the patient sample assessed in this
study. CRT, ch dioth EMR, ic mucosal

The major complications associated with salvage EMR are major
bleedmz and perfaratmn. In this retrospective study, major
d as bleeding that required t ion. Per-
forauon was diagnosed endoscopically just after the EMR and/or
by the presence of pneumomediastinum on chest CT or subcuta-
neous emphysema on physical examination.
Endoscopic examinations and CT were carried out at 3, 6, and 12
months after the salvage EMR, and every 6 months thereafter.
Local recurrence after EMR was defined as histologically proven
cancer cells in biopsy specimens from the scar. The recurrence of
lymph-node and other organ metastases was diagnosed from CT.
Overall survival was measured from the date of the initial sal-
. vage EMR to death or to the confirmed date of the last follow-
“upVisit. Survival time was calculated by the Kaplan-Meier meth-
od.. All information was collected from medical records or was
pmvxded by the patients’ physicians. This retrospective study
‘was performed in accordance with the Declaration of Helsinki.

e

*.Of the 289 patients who wete treated with definitive CRT, 181
“‘patients achieved c vh 108 patients
‘were evaluated as not having adueved a complete response at
the primary lesion after the completion of CRT. Of the 181 pa-
tients who achieved complete response, local recurrence occurr-
ed in 39 patients. Of the 147 patients with local failure after de-
finitive CRT, salvage EMR was contraindicated for 126 patients
for the following reasons: lymph-node or distant metastases
were detected with CT (n=35); deep ulceration was present on
the lesion or the local failure tumor staging was deeper than
the submucosal layer (n=91). Finally, 21 patients (13 in the local
recurrence group, eight in the local residual group) with local
failure without metastases were treated with salvage EMR
(o Fig. 1).
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Table 1 Baseline patient and lesion characteristics before chemoradiother-

No. of patients
(n=21)

19
2
61(47-73)

The baseline characteristics of the 21 patients and their lesions
before CRT are summarized in © Table 1. They included 19 men
and two women, with a median age of 61 years (range, 47-73
years). The tumor was located in the upper esophagus in five pa-
tients, in the middle esophagus in 11 patients, and in the lower

h in five The baseline clinical stages before

CRT were as follows: T1 in 11 patients, T3 in nine patients, and -

T4 in one patient; NO in 12 patients and N1 in nine patients;
and stage I in 10 patients, stage IIA in two patients, stage IIB in
one patient, and stage Il in eight patients. All of the lesions

were histologically proven to be squamous cell carcinomas by -

biopsy specimen analysis before CRT. The lesion characteristics
before salvage EMR are presented in © Table 2. Thirteen patients
developed local recurrence after initially achieving a complete
response with defittitive CRT, and the remaining eight patients

had local residual tumors even after the completion of CRT. The '

median period between complete response and local recurrence
in the 13 patients was 203 days (range 27 - 655 days). EUS exam-
inations revealed that 11 tumors were located within the intra-
mucosal layer and the remaining 10 tumors were located in the

before salvage EMR was depressed in 15 patients, and submuco-
sal tumor-like in six patients. The median length of the tumors

Treatment for recurrence

 ‘Recurrence after salvage EMR
Ll after salvage EMR

EMR(n=1) =
‘Photodynamic therapy (n=1)

‘~Esophagectomy(n=2)
‘Chemotherapy (n=2)

ch o+

(n=5)

Yano Tetal. Salvage EMR after ch di

Table2 Lesion characteristics before salvage endoscopic mucosal resection

No. of patients
(n=21)
Recurrent 13
Residual 8
Depth of thefesion with endoscopi d
. ‘Mucosal 1
Submucosal 10
‘Macroscopic type of the lesion
- Depressed : 15
' Submucosal tumor ‘ T8
“‘Mediantumor size, mm (range) - ‘8(3-30)

Table3 dlinical results of salvage endoscopic mucosal resection

No. of patients (%)
{n=21)

7(33)
14(67)

27
T{3B)
2010}

g
)

before salvage EMR was 8 mm (range, 3-30 mm). Al of the le-
sions were diagnosed as local failures, with histological confir-
‘mation of cancer cells.

‘The clinical results of salvage EMR are summarized in © Table3.

 Enbloc resection was performed in seven patients (33 %),and the

remaining 14 patients (67%) underwent piecemeal resections.
Histopathological evaluation of the removed specimens after

.-EMR revealed that 12 lesions (57%) were completely resected.
- "However, seven lesions (33%) were evaluated as incomplete re-
- sections. In the remaining two patients, no cancer cells were de-
" tected in their EMR specimens after removal, although cancer-
;-ous tissue had been confirmed in the biopsy materials before
" EMR. No complications, such as major bleeding or perforation
- -wére experienced by any patient. Therefore, there were no treat-
. ment-related deaths with salvage EMR.

The clinical-courses of patients after salvage EMR are summar-
submucosal layer. The macroscopic appearance of the lesions

ized in © Table4. At a median follow-up period of 54 months
(range, 16-108 months) after salvage EMR, no recurrence of
esophageal cancer was detected in ten patients and eight of

Table4 Clinical course of
patients after salvage endo-

. scopic mucosal resection
(EMR)

2008; 40: 717-721
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Fig.2 Overall survival of all 21 patients from the initiation of salvage en-
doscopic mucosal resection (EMR).

them were still alive. However, one patient died of heart failure
more than 5 years after salvage EMR; and another patient died of
hypopharyngeal cancer progression without any evidence of
esophageal cancer progression. Local recurrence at the primary
site after salvage EMR was detected in six patients. Two of these
were simultaneously diagnosed with lymph-node metastasis.
Because they refused salvage surgery, they were treated with
systemic chemotherapy. Two of the remaining four patients
with local recurrence were cured with a second endoscopic sal-
vage treatment (one with photedynamic therapy [PDT] and the
other with EMR). The other two patients were treated with eso-

phagectomy, but one patient died from heart failure 6 months .

after the procedure. Lymph-node metastasis was detected in
three patients, and distant organ metastasis was detected in
two patients. All five patients with lymph-node and/or distant
metastasis without local recurrence were treated with systemic
chemotherapy. However, they died of disease progression.

Therefore, the median overall survival time was 46 months, and
the 3- and 5-year survival rates from the initiation of salvage -

EMR in all 21 patients were 56.1% and 49.1%, respectively
(o Fig.2).

Discussion

v

Definitive CRT is now considered to be one of the treatment op-
tions with curative intent for resectable esophageal cancer. Al-
though CRT has shown a high response rate, local failure has
been quite an imp problem, which requires resolution.
Herskovic et al. reported that local failure occurred in more
than 40% of patients after definitive CRT [7]. We have also re-
ported that local failure occurred in 34% of patients treated
with definitive CRT [8]. The survival rates among these patients
were quite dismal. In our experience, the overall survival at 3
years after CRT in patients who did not achieve complete re-
sponse was 6%, and most of the patients died within 2 years [9].
Considering the improvement in survival after definitive CRT,
curative local control is crucial. A higher dose of irradiation did
not improve survival in a phase Il study [10].

In this study, we have presented long-term survival data after
salvage EMR in patients with early-stage local failure after defi-
nitive CRT. From the initiation of salvage EMR, the overall survi-

~term survival

val of all 21 patients after 5 years was 49.1 %. This result is similar
to those of salvage surgery for pathologically proven T1 and pT2
tumors. This indicates that if the local failure is identified in a su-
perficial lesion, endoscopic treatment has curative potential.
However, endoscopic treatment has some limitations, such as
the impracticability of treating lymph-node metastases or tu-
mors at deeper layers. In this study, 24% (5/21) of patients devel-
oped lymph-node metastasis after salvage EMR. In such cases,
surgical resection might be considered as the initial salvage
treatment. However, the prediction of lymph-node recurrence
is quite difficult and the selection of a salvage treatment should
be made with care, considering the considerable differences in
physical invasiveness between surgical and nonsurgical treat-
ments.
In this study, 14% (2/14) of the patients who achieved complete
resection developed local recurrence, whereas 57% (4/7) of the
patients with incomplete resection developed local recurrence.
Therefore, if salvage EMR fails to achieve complete resection, ad-
ditional salvage surgery might be indicated to achieve a cure.
In addition, we should discuss the difficulty of exact tumor eval-
uation with EUS after CRT. If the initial T stage before CRT is T1, it
could be easy to evaluate the local failure lesion using minia-
ture-probe EUS (20MHz), which could clearly reveal a small le-
sion in the T1 layer. However, it is not easy to evaluate through-
out the wall, especially in patients with residual lesions after
CRT and in whom initial T stage was T3/4. We cannot deny the
possible existence of residual cancer cells located in the deeper
layers, and which cannot be d using EUS. Actually, there
is quite a difference in clinical course between patients with ini-
tial T1:staging and those with T3/4 staging: the 5-year survival
rates following saivage EMR are 67.3% (T1, n=11). and 30.0%
(T3/4, n=10). Therefore, we should make an effort to develop
new diagnostic procedures that are capable of evaluation
throughout the wall, even after CRT.
There are also limitations associated with salvage surgery, in
terms-of curability. To date, there have been few reports of sal-
vage surgery in patients with failure after definitive CRT [1,11].
Swisher et al. reported their experience of salvage esophagect-
‘'omy in 13 patients after definitive CRT [1]. In their report, long-
ing salvage tomy differed signifi-
the subgroups with pathologically early (TINO
or T2NO) and advanced (T3, T4, or N1) stages. No patient with
pathological T3, T4, or N1 disease survived longer than 7
months: This suggests that it is quite difficult to salvage patients
with advanced local failure and/or lymph-node metastasis after
definitive CRT, even when they are treated with surgery. It also
indicates that detecting local failure at an early stage is crucial

-in curative salvage treatments. Therefore, patients treated with

CRT should be followed carefully and an effort should be made
to establish an adequate follow-up schedule in order to detect
local failure at an early stage.

The major ¢ i ng EMR are bleeding and per-
foration. In-our study, there were no cases of severe bleeding re-
quiring blood transfusion or perforation after salvage EMR. Shi-
mizu et al. reported an occurrence rate for esophageal perfora-
tion after EMR of 1.6% (3/185) [12]. It is technically difficult to
perform salvage EMR compared with an initial EMR because of
the severe fibrosis that forms beneath the mucosal layer after
CRT. Therefore, saivage EMR should be performed carefully to
avoid incomplete resection or perforation.

‘We have previously reported the preliminary short-term results
of salvage PDT after definitive CRT [13]. In the study, all six pa-

Yano Tet al. Salvage EMR after di for h cell
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tients with T1 local failure and two of seven patients with T2
achieved a c 1 P with PDT. Tt PDT can
even achieve complete response in patients after a failed salvage
EMR, because PDT can theoretically obliterate the tumors in the
submucosal and deeper layers. We are currently evaluating the
efficacy and safety of salvage PDT with a prospective study at
our institution. In the near future, we will be able to define an
adequate salvage treatment option based on curability and the
patient's condition and preferences.

We have shown that excellent long-term survival is achievable
with salvage EMR without severe complications. The present
data suggest that EMR is one of the curative salvage treatment
options for local failure after definitive CRT, if the local failure le-
sion is superficial and there is no lymph-node or distant metas-
tasis.
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ARTICLE INFO ABSTRACT
Am’q: history: Background and purpose: There are some reports indicating that prophylactic three-field lymph node dis-
Received 10 January 2008 section for esophageal cancer can lead to improved survival. But the benefit of ENI in CRT for thoracic
R‘c‘“’: in revised form 22 july 2008 esophageal cancer remains controversial. The purpose of the present study is to retrospectively evaluate
Accepted 18 September 2008 the efficacy of elective nodal irradiation (ENI) in definitive chemoradiotherapy (CRT) for thoracic esoph-
Available online xxxx ageal mncer

. and Patients with squamous cell carcinoma (SCC) of the thoracic esophagus newly
gz‘"’mﬂ cancer dlagnosed between February 1999 and April 2001 in our institution was recruited from our database.
s qmﬂhﬂs m’ cell carcinoma it of two cycles of cisplatin/5FU repeated every 5 weeks, with con-
Chemoradiotherapy cun'ent radiation therapy of 60 Gy in 30 fractions. Up to 40 Gy radiation therapy was delivered to the cer-
Lymph nodes vical, periesophageal, mediastinal and perigastric lymph nodes as ENI.
Recurrence

Results: One hundred two patients were included in this analysis, and their characteristics were as fol-
lows: median age, 65 years; maleffemale, 85/17; T1/T2/T3/T4, 16/11/61/14; NO/N1, 48/54; MO/M1, 84/
18. The median follow-up period for the surviving patients was 41 months. Sixty patients achieved com-
plete response (CR). After achieving CR, only one (1.0%; 95% Cl, 0-5.3%) patient experienced elective nodal
failure without any other site of recurrence.
Conclusion: In CRT for esophageal SCC, ENI is effective for preventing regional nodal failure. Further eval-
uation of whether ENI leads to an improved overall survival is needed.

© 2008 Elsevier Ireland Ltd. All rights reserved.

Surgery is the standard treatment for patients with resectable field lymph node dissection for esophageal cancer can lead to an
esophageal cancer. Radiation therapy alone has been indicated improved survival [11,12]. In accordance with the concept of
for unresectable or medically inoperable patients as a definitive  three-field lymph node dissection in curative surgery, ENI has been
or palliative treatment [1-3]. adopted for definitive CRT at our institution, but the benefit of ENI

In the 1980s, some prospective studies showed encouraging re- in CRT for thoracic esophageal cancer remains controversial
sults for chemoradiotherapy (CRT) of esophageal cancer [4,5]. The [13-17]. The purpose of this study is to retrospectively evaluate
results of a phase Il randomized trial comparing CRT with radia- the efficacy of ENI in CRT for thoracic esophageal cancer.
tion alone (Radiation Therapy Oncology Group (RTOG) 85-01) have
made CRT a standard treatment for patients who chose non-surgi-
cal definitive treatment for esophageal cancer [6-8]. During the
last decade, most patients with newly diagnosed squamous cell
carcinoma (SCC) of the esophagus were treated with definitive
CRT in our institution.

Since the early 1980s, Japanese surgeons have practiced three-
field regional lymph nodes dissection for esophageal cancer
[9.10]. There are some reports indicating that prophylactic three-

Methods and materials
Patient population

Patients newly diagnosed with SCC in the thoracic esophagus
and treated with definitive CRT between February 1999 and April
2001 at our institution was recruited from our database on the
basis of the following criteria: age <75 years, adequate organ func-
tion, no other site of carcinoma except for early stage, and ENI
T+ Corresponding author. Address: Radiation Oncology Division, National Cancer  (Yeatment. Patients who could npt complFte the planned radiation
Center Hospital East, 6-5-1, Kashiwanoha, Kashiwa, Chiba 277-8577, Japan. therapy were excluded from this analysis. Informed consent was

E-mail address: maonozaw@east.ncc.go.jp (M. Onozawa). obtained from all patients.

0167-8140/$ - see front matter © 2008 Elsevier Ireland Ltd. All rights reserved.
doi:10.1016/j.radonc.2008.09.025
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Pretreatment evaluation

Pretreatment evaluation included barium swallowing, endos-
copy of the h and computed phy (CT) of the neck,
chest and abdomen. Lymph nodes were defined as metastatic if
they were >1 cm in their greatest diameter on CT imaging.

Clinical staging was diagnosed according to the UICC TNM Clas-
sification of Malignant Tumors 6th edition.

Treatment details

Treatment consisted of two cycles of CDDP 40 mg/m? on days 1
and 8 and continuous infusion of 5FU 400 mg/m?/d on days 1-5
and 8-12, repeated every 5 weeks, with concurrent radiation ther-
apy of 60 Gy in 30 fractions over 8 weeks, including a 2-week
break. An additional two cycles of CDDP 80 mg/m? on day 1 and
continuous infusion of 5FU 800 mg/m?/d on days 1 to 5 every 4
weeks were administered for responders.

All patients underwent CT-based planning. Up to 40 Gy, radi-
ation therapy was delivered to the primary tumor, metastatic
lymph nodes, and regional nodes as ENI using anterior-posterior
opposed fields. Regardless of the subsite of primary tumor, the
lower cervical, periesophageal, mediastinal and perigastric, ex-
cept celiac, nodes were included as regional lymph nodes. For
the tumor of the upper thoracic esophagus, supraclavicular
nodes were also included and for lower esophagus, celiac nodes
were included. A booster dose of 20 Gy was given to the primary
tumor and the metastatic lymph nodes using bilateral oblique or
multiple fields. The clinical target volume for the primary tumor
was defined as the gross tumor volume plus 3 cm craniocaudally.
The planning target volumes for primary tumors, metastatic
lymph nodes and regional nodes were determined with a 1-
1.5 cm margin to compensate for set-up variations and internal
organ motion. The treatment portal covered the planning target
volume plus 0.5cm margin to account for penumbra. Fig. 1
shows an le of a radiation field. Lung h ity cor-
rections were not used.

Follow-up evaluation

The following evaluations were performed until disease pro-
gression every 3 months for the first year and every 6 months
th fter: physical ination, endoscopy of the esophagus, CT
scan of the neck, chest, and abdomen. Biopsy of the primary tumor
site was routmely performed at each follow-up examination. After
disease prog was defined, clinical eval were per-
formed as required.

@ Primary tumor

@ Involved node

Fig. 1. An example of radiation field.

Response assessment

Complete response (CR) for the primary tumor was defined by
endoscopy when all visible tumors, including ulcerations, disap-
peared with a negative biopsy.

Local control was defined as no detection of recurrent tumors in
the same site from the time of CR until the last follow-up.

CR for metastatic lymph nodes was defined as the complete dis-
appearance of all and di for >4 weeks.
Uncertain CR was defined as the persistence of small nodes (<1 cm)
with no evidence of progression at >3 months after the comple-
tion of treatment, and patients with uncertain CR were grouped
with those with CR for analysis.

Patterns of failure

Patterns of treatment failure were defined as the first site of
failure. Local failure included the primary tumor. Involved node
failure included the metastatic lymph nodes. Distant failure in-
cluded any site beyond the primary tumor and regional lymph
nodes. Elective nodal failure was defined as the recurrence of ini-
tially uninvolved lymph nodes within the ENI field.

Results
Patient characteristic

One hundred five patients received definitive CRT for esopha-
geal cancer during the period examined. One hundred two patients
matched the recruitment criteria, and three patients who could not
complete the 60 Gy radlatmn therapy were excluded from the

lysis. The for di therapy were (1) sever
esophagitis at 56 Gy, (2) sepsis at 52 Gy, (3) disease progression at
48 Gy. The toxicities of remaining 102 patients were mild esopha-
gitis and dermatitis. One hundred two patients characteristics are
listed in Table 1. The median age was 64 years old, ranging from

Table 1
Patient characteristics.
Characteristic Number of patients (n = 102)
Male/female 85117
Age, years Range 39-75
Median 64
Histology Squamous cell carcinoma 102
others o
Primary Site Upper thoracic portion 14
Mid-thoracic portion 50
Lower thoracic portion 38
Tumer length, cm Range -20
Median 5
T 1 16
2 1
3 61
4 14
N [ 48
1 54
M o 84
1a 5
1b 13
Stage 1 14
A 28
i3 1
m 41
VA 5
VB 13

Oncnl (2008), doi: 101016[].!110!";2&)8.09325
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First site of failure

Any failure 20 Local 10|

Fig. 2. The initial response after CRT and the patterns of failure.

39 to 75 years. The tumor histology was SCC in all patients. The
subsites of the primary tumors were upper/middle/lower thoracic
portions, 14/50/38; T1/T2/T3/T4, 16/11/61/14; NO/N1, 48/54; M0/
M1a/M1b, 84/5/13; Stage I/II/III/IV, 14/29/41/18. The metastases
sites of 11 M1b patients were lower cervical, supraclavicular or ce-
liac lymph nodes.

The remaining two patients with tiny lung metastases were
treated with definitive CRT at the physicians’ discretion. After con-
current CRT, 69 patients who achieved CR or partial response re-
ceived one or more additional cycles of chemotherapy.

Response, survival and patterns of failure

The initial response after CRT and the patterns of failure are
shown in Fig. 2. The median follow-up durations for all patients
and for surviving patients were 17 months (range 3-62 months)
and 41 months (range 9-62 months), respectively. Fig. 3 shows
overall survival data for all patients. Three-year overall survival
rates were 43%. Sixty of 102 patients achieved CR (59%; 95% confi-
dence interval [CI], 49% to 69%). After achieving CR, 40 patients
never experienced any failure with a median follow-up period of
40 months (range 3 to 60 months).

In the remaining 20 patients, the first sites of failure were local
(10 patients), distant (9 patients), and elective nodal failure (1 pa-
tient). The patient with elective nodal failure did not develop any
other site of recurrence and died of pneumonia due to nodal failure.

Discussion

After an intergroup randomized controlled trial (RTOG 85-01)
that compared definitive CRT with radiotherapy alone, the com-

14
é 081
8
& 06
o
2 04
3
g
& 024
0
o 1 2 3 4 5
Year
#atrisk 102 65 a4 30 10 1

Fig. 3. The overall survival data for all patients.

bined modality treatment became a standard therapy for patients
who received non-surgical treatment for esophageal cancer. How-
ever, it was also reported that the persistence of loco-regional dis-
ease was the greatest cause of treatment failure, even in the CRT
group in this trial [6-8]. In an attempt to improve local control, a
dose escalation trial (Inter group study 0123) that compared the
standard CRT dose (50.4 Gy/28 Fx) with a high dose (64.8 Gy/
36 Fx) was conducted, but significant benefits of higher dose radi-
ation therapy were not demonstrated [18-21]. As a result, the
standard radiation dose is still 50.4 Gy/28 Fx for patients who re-
ceive 5FU/cisplatin-based combined modality therapy.

Regarding the radiation field (target volume) of CRT for esoph-
ageal cancer, there is no global consensus for whether ENI should
be performed or not. In the RTOG 85-01 trial, radiation was deliv-
ered at 30 Gy from the supraclavicular fossae to the esophagoga-
stric junction as ENI, followed by cone down of 20Gy to the
primary tumor with 5cm proximal and distal margins. On
the other hand, in the INT0123 trial, ENI was omltted to improve
the tolerance to treatment.

In our institution, ENI has been used because the results of most
surgical series in Japan indicate a survival benefit of prophylactic
three-field lymph node dissection for SCC in the thoracic esopha-
gus [11,12]. Prophylactic three-field lymph node dissection has re-
vealed occult regional lymph node metastasis, also known as
micrometastases, found only through histopathology. It is thought
that prophylactic three-field lymph node dissection improves the
survival rate by eliminating micrometastases and reducing the re-
gional lymph node recurrence rate.

In the current study, only one patient (1.0%; 95% Cl, 0-5.3%)
with elective nodal failure was identified without any failures of
the other sites. This result suggests that if the gross tumor is con-
trolled with CRT, ENI may prevent elective nodal failure. This pre-
ventive activity may occur th h control of mic

However, it is not clear whether ENI improves overall survival.
The incidence of local/regional failure and the persistence of dis-
ease in the CRT arm of RTOG 85-01, which used ENI, was lower
than that in the standard dose arm of INT0123, which omitted
ENI (46% vs. 55%), but the median survival times and the 2-year
overall survival rates were similar in both groups (14.1 months,
36% vs. 18.1 months, 40%). On the other hand, there are concerns
about the adverse effects of ENI. We previously reported long-term
toxicity after definitive CRT for thoracic esophageal SCC [13]. Of 78
patients who achieved CR after CRT with the same regimen used in
this study, 16 suffered from late cardiopulmonary toxicities and 8
were considered to die from toxicities related to CRT. Therefore,
although ENI can reduce local/regional failures, substantial late
toxicities may mitigate its survival benefits.

To minimize long-term toxicity without compromising the effi-
cacy of CRT, we modified our radiation therapy technique for tho-
racic esophageal cancer in 2004. We adopted the same treatment
regimen as the INT0123 trial by reducing the total dose from 60
to 50.4 Gy. The irradiation technique was also changed from con-
ventional opposed fields to the multiple-field technique to avoid
excessive dosing to the surrounding normal tissues. To maintain
efficacy, we continued using ENI of 41.4 Gy in 23 fractions followed
by 9 Gy in 5 fractions to the primary tumor and metastatic lymph
nodes because our preliminary results suggested that ENI could
control regional lymph node failure. We expect that the overall
survival rate could be improved by reducing long-term toxicity.
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ORIGINAL ARTICLE

VEGF G-1154A is Predictive of Severe Acute Toxicities
during Chemoradiotherapy for Esophageal Squamous
Cell Carcinoma in Japanese Patients
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Tsutomu Nakamura, PhD, 1! Katsuhiko Okumura, PhD,}" Tatsuya Okuno, MD, PhD,}§
Tkuya Miki, MD, PhD,§ Naoko Chayahara, MD, }§ Noboru Okamura, PhD, V and Takao Tamura, MD, PhD§

Abstract: This study was conducted to evaluate the association
between systemic exposure to 5-fluorouracil (5-FU) and genetic
polymorphisms of vascular endothelial growth factor (VEGF) with
clinical outcomes to a 5-FU/cisplatin-based chemoradiotherapy in
Japanese patients with esophageal squamous cell carcinoma (ESCC).
Forty-nine patients with ESCC (/II/II/IVa = 11/9/17/7, with 5 post-
operative recurrences) were enrolled into this study. One course of
treatment consisted of protracted venous infusions of 5-FU (400
mg/m?/24 hr for day 1-5 and 8-12) and cisplatin (40 mg/m?/3 hr on
day 1 and 8), and radiation (2 Gy/day on day 1-5, 8-12, and 15-19),
a second course was repeated after a 2 week interval. A total of eight
measurements of the plasma concentration of 5-FU were made per
patient to evaluate its systemic exposure as area under the con-
centration time curve for 480 hours (AUC,g0n), and VEGF genotypes
of T-1498C, G-1154A, C-634G, C-TT, C936T, and G1612A were
evaluated. The mean value of AUCgqn in the patients with a complete
response was 58.7 * 16.8 mg*h/L, which was higher than that in the
others, 49.0 = 10.9 mg*h/L (P= 0.029), whereas no such association
was found for severe acute toxicities. VEGF genotype was not
associated with the clinical response, whereas VEGF G-1154A
resulted in severe acute leukopenia (P = 0.042) and severe acute
cheilitis (P = 0.025). In conclusion, VEGF G-1154A was a predictor
of severe acute toxicities during 5-FU/cisplatin-based chemoradio-
therapy in Japanese ESCC patients, whereas the AUC,gq, value of
5-FU was predictive of the clinical response.
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INTRODUCTION

Esophageal cancers tend to spread axially, up and down
the length of the organ, and to regional lymphatics, producing
their morbidity and mortality from local-regional effects.!
Radiation therapy has been understood to be a prerequisite in
therapy because it provides the local-regional antitumor effects,
and in the late 1990s, a 5-fluorouracil (S-FU)/cisplatin-based
chemoradiotherapy (CRT) was proposed for esophageal
cancer patients in Western countries.'? Concurrently admin-
istered chemotherapy acts as a promoter of the effects of
radiation and, in addition, is supposed to eradicate some
presumably subclinical distant metastasis.' The treatment
achieved a relatively high complete response (CR) rate and
survival rate, comparable with those for surgical treatment,
and, in stage II to Il esophageal cancer patients, two ran-
domized trials showed a 2 year survival rate of almost 40%.~
Simultaneously, in Japan, a slightly modified 5-FU/cisplatin-
based CRT was developed,>” which proved to have curative
potential for unresectable esophageal squamous cell carci-
noma (ESCC) with T4 or Mla.?® Currently, there is an urgent
need to establish a methodology to decide which is preferable
for a patient, that is, surgical treatment or CRT, especially for
stage 11 to III tumors defined as resectable.’

In this study, the systemic exposure to 5-FU and the
genotypes of vascular endothelial growth factor (VEGF) were
assessed for their association with clinical response and severe
acute toxicities after a 5-FU/cisplatin-based CRT. Current
practice for the dose calculation of 5-FU is based on the body
surface area, but its pharmacokinetics, and therefore clinical
response and severe acute toxicities, vary highly within and
between individuals. As a consequence, pharmacokinetically
guided administration (i.e., dose individualization based on
therapeutic drug monitoring) is believed to lead to higher
efficacy and less toxicity.®® In addition to phenotyping, the
evaluation of genetic factors of a patient may yield better
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outcomes, and their combination might provide a strategy to
individualize 5-FU administration.® VEGF, an endothelial cell-
specific mitogen and survival factor, was discovered in the
1980s'*""* and is thought to be involved in the pathogenesis of
cancer metastasis, retinopathy, age-related macular degener-
ation, rheumatoid arthritis, and psoriasis.'®2® Clinical obser-
vations have confirmed that VEGF expression in solid tumors
is predictive of resistance to radiotherapy, chemotherapy, and
endocrine therapy.'®?° Recent investigations have suggested
that VEGF and related proteins are important regulators of
hematopoietic cell development, survival, differentiation, and
migration.”'** It has been demonstrated that the genetic poly-
morphisms in the promoter region, in the 5’ untranslated
region (5'UTR) and the 3’ UTR of the VEGF gene are asso-
ciated with VEGF levels in plasma or some solid tumors.?*2°
Taken together, the genotypes of VEGF can have an effect on
the VEGF levels in solid tumors and therefore on the clinical
response and, in addition, an effect on VEGF levels in
hematopoietic cells and on the leukopenia after exposure to
any anticancer agents. This study was performed to test this
assumption on VEGF genotypes and to validate their use-
fulness as predictors for the clinical response and severe acute
toxicity as well as systemic exposure to 5-FU. The VEGF
genotypes were not selected on the basis of any considerations
for 5-FU-, cisplatin-, or radiation-specific mechanisms.

PATIENTS AND METHODS

Patients

Forty-nine ESCC patients were enrolled in this study
based on the following criteria: 1) ESCC treated with a 5-FU/
cisplatin-based CRT at Kobe University Hospital from August
2002 to September 2005; 2) clinical stage T1 to T4, NO or N1,
and MO or M1a according to the International Union Against
Cancer tumor node metastasis (TNM) classification; 3) age
less than 85 years; 4) an Eastern Cooperative Oncology Group
performance status of 0 to 2; 5) adequate bone marrow, renal,
and hepatic function; 6) no prior chemotherapy; 7) no severe
medical complications; and 8) no other active malignancies
(except early cancer). The tumors were histologically con-
firmed to be primary. Five of 49 patients were those with

postoperative recurrence, and no data on disease stage were
obtained. This study was conducted with the authorization
of the institutional review board and followed the medical
research council guidelines of Kobe University.

Protocol of 5-FU/Cisplatin-Based CRT

The protocol is presented in Figure 1. One course of
treatment consisted of protracted venous infusions of 5-FU
(400 mg/m*/24 hr for day 1-5 and 8-12) and cisplatin (40
mg/m?/3 hr on days 1 and 8) and radiation (2 Gy/day on day 1-
5, 8-12, and 15-19), and a second course (day 36-56) was
repeated afier a 2 week interval®> After another 2 week
interval, the patients with locally advanced ESCC who showed
an objective response to treatment received additional chemo-
therapy with protracted venous infusions of 5-FU (400
mg/m?/24 hr for day 71-75 and 78-82) and cisplatin
(40 mg/m?/3 hr on day 71 and 78). If disease progression/
recurrence was observed, either salvage surgery, endoscopic
treatment, or another regimen of chemotherapy was scheduled.
In this study, salvage surgery or endoscopic treatment was
conducted for 5 and 2 of the 49 patients, respectively.
Filgrastim was administered if the patient had a neutrophil
count of less than 1000/mm? with fever, or 500/mm’, and the
administration was repeated until the count was 5000/mm’.
Thirty of 49 patients received a daily dose of 75 pg for6.4 =
4.9 (range, 2-25) days. All patients received total parenteral
nutrition before CRT, and nutritional support was continued if
possible.

Clinical Response to 5-FU/Cisplatin-Based CRT
A CR was defined as the complete disappearance of all
measurable and assessable disease at the first evaluation,
which was performed 1 month after the completion of CRT to
determine whether the disease had progressed. The clinical
response was evaluated by endoscopy and chest and
abdominal computed tomography (CT) scans in each course.
A CR at the primary site was evaluated by endoscopic
examination when all of the following criteria were satisfied on
observation of the entire esophagus: 1) disappearance of the
tumor lesion; 2) disappearance of ulceration (slough); and 3)
absence of cancer cells in biopsy specimens. If small nodes of
1 cm or less were detected on CT scans, the recovery was

1st course 2nd course
1st 2nd 1st 2nd
cycle cycle cycle cycle
Ar— — Gy ——
FIGURE 1. Protocol of 5-fluorouracil
(5-FU)/cisplatin-based chemoradio- 5-FU
therapy for unresectable esophageal 400 mg/m?/day
squamous cell carcinoma patients.
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