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D ear Editor,
We have read the Letter to the Editor from Sasaki et al.

on our clinical study results with great interest.(1) On reading
this letter, we decided that we should provide a further
explanation of the methodology and results of our study.
In this trial, the dosages of the study drugs were selected in

exactly the same manner as in the phase II ⁄ III study
(ACCORD11) conducted by Conroy et al.(2) in 2011. There
were two reasons for the selection. First, it was unclear
whether the expected efficacy could be achieved with a differ-
ent dosing regimen. Second, to introduce the FOLFIRINOX
therapy as early as possible in Japan, we used the same dosing
regimen as that in the ACCORD11 study.
When we planned this trial, we already knew the results of

the ACCORD11 study.(2–4) Therefore, we considered that it
would be more appropriate to assess the safety of the FOLFIR-
INOX regimen on a large cohort of Japanese patients rather
than to assess dose limiting toxicity in 3–6 patients with an
escalation of the patient doses by conducting a typical phase I
study. First, we evaluated the safety of the first 10 patients
enrolled. If five or more patients discontinued the study treat-
ment due to toxicity or if the independent data monitoring
committee recommended the discontinuation or treatment, the
study needed to be terminated. In the first 10 patients, we
assessed whether or not the FOLFIRINOX regimen is totally
unacceptable for Japanese patients. Subsequently, we assessed
the efficacy and safety of the treatment based on the responses
of all patients enrolled in this trial.
Considering the safety of the patients, we set more stringent

inclusion ⁄ exclusion criteria than those in the ACCORD 11
study. Patients had to have adequate bone marrow function
(neutrophil count ≥ 2000 ⁄mm3, total bilirubin ≤ upper limit of
normal [ULN]) and those with UGT1A1*6/*6,*28/*28,*6/*28
genotypes were excluded from the study. These parameters
were not defined in the ACCORD 11 study. Furthermore, we
had more frequent examinations and safer criteria for the dose
modification than in the ACCORD 11 study, which might have
led to the low dose intensity of some component agents.
As a result, the response rate that was the primary endpoint

was comparable to that of the ACCORD11 study. Our findings
suggest that the FOLFIRINOX regimen could be a new first-
line standard treatment in Japanese patients with metastatic
pancreatic cancer. The toxicities were slightly more severe in

the present study than in the ACCORD11 study, which pre-
sumably is attributed to the more frequent laboratory tests in
the present study in Japan. We performed the laboratory tests
at least once a week until the end of the fifth cycle and every
2 weeks thereafter in this study, whereas initial laboratory tests
were conducted only every 2 weeks in the ACCORD11 study.
In addition, the use of PEG-G-CSF might have resulted in the
lower toxicities in the ACCORD11 study.
Determining the appropriate dosing regimen for FOLFIRI-

NOX therapy is a controversial issue not only in Japan but
across the globe. Although several studies have been con-
ducted to investigate the efficacy and safety of modified
FOLFIRINOX regimens, the appropriate FOLFIRINOX regi-
men remains unclear.(5–9) Prospective studies of modified
FOLFIRINOX regimens are being conducted in Japan, Europe
and the USA. In the future, we anticipate the establishment of
a modified FOLFIRINOX regimen that can control toxicity
successfully without compromising efficacy.
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