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recent trials than in the older trials (6.5 and 4.4 months,
respectively, P < 0.0001). The average proportion of median OS
accounted for by median PPS significantly increased from
45.9% in older trials to 54.9% in recent trials (P < 0.0001).

relgtion between 085 and sither PFS or PPRS

The relation between median OS and either median PES or
median PPS for the 151 treatment arms of the 69 trials is shown
in Figures 2 and 3, respectively. We found that median PPS was
strongly associated with median OS (r = 0.82, P < 0.0001) on the
basis of Spearman’s correlation coefficient, whereas median PFS
was more moderately correlated with median OS (r = 043, P <
0.0001). The association between median OS and median PPS in
recent trials (r = 0.89, P < 0.0001) was stronger than that in older
trials (r = 0.66, P < 0.0001), whereas the correlation between
median OS and median PFS in recent trials (r = 0.55, P < 0.0001)
was similar to that in older trials (r = 0.44, P < 0.0001).

Table 1. Characteristics of the 69 phase III trials for advanced non-
small-cell lung cancer included in the present analysis

2One trial was excluded (data were not shown).

YFive trials were excluded (data were not shown).

“One trial was excluded (data were not shown).

OS, overall survival; PFS, progression-free survival; TTP, time to
progression.

discussion

In the present study, we defined median PPS as median OS
minus median PES for each treatment arm of phase III trials
for chemotherapy-naive patients with advanced NSCLC, as
previously described [10, 12]. We also investigated the
relation between median OS and either median PPS or
median PFES by correlation analysis and found that median OS
was more strongly associated with median PPS than with
median PES. Moreover, we also found that the correlation
between median PPS and median OS was more pronounced
in recent trials than in older trials and that median PPS was
longer in recent trials than in older trials. This recent
prolongation of PPS is likely the result of the increasing
number of active compounds, such as docetaxel, pemetrexed,
and epidermal growth factor receptor—tyrosine kinase
inhibitors (EGFR-TKIs), which are available for second- or
third-line chemotherapy in advanced NSCLC. One trial from
a decade ago, when pemetrexed and EGFR-TKIs were not
available, reported that only ~20% of patients received
second-line chemotherapy [13]. In contrast, in the AVAIL
trial, a recent large phase III trial that investigated the efficacy
of cisplatin-gemcitabine with or without bevacizumab,
second-line chemotherapy was administered in >60% of
patients [8, 9]. Clinical trials of chemotherapy for patients

- with refractory NSCLC yielded a median OS of 5-8 months

[14-17], which is similar to the median PPS for recent trials in
our analysis. The recent widespread use of active second- and
third-line therapies thus appears to have contributed to
a prolongation of PPS in patients with advanced NSCLC.,
Broglio and Berry [12] recently focused on PPS, which they
termed survival postprogression (SPP) and defined as OS
minus PES, in a hypothetical clinical trial setting under the
assumption that there was a treatment difference in PFS but not
in PPS [12]. As the median PPS increased, the probability of
detecting a statistically significant difference in OS decreased
substantially. Even for a trial with an observed P value for
improvement in PES of 0.001, whereas there was a >90%
probability for statistical significance of the difference in OS if
the median PPS was 2 months, this probability decreased to
only ~50% if the median PPS was 6 months. In the present
study, we found that median PPS constituted more than half of
median OS and that median PPS was >6 months in recent trials
for NSCLC.

Table 2. Average median PFS, OS, and PPS as well as the average proportion of OS accounted for by PPS for trial arms in all trials or in trials according to

year of completion of trial enrollment

Values in brackets are standard errors.
%P < 0.0001 versus the corresponding value for recent trials (z test).

OS, overall survival; PFS, progression-free survival; PPS, postprogression survival; TTP, time to progression.
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Figure 2. Relation between median overall survival (OS) and median progression-free survival (PFS) for 151 arms of 69 phase III trials for advanced non-
small-cell lung cancer. (A) All trials. (B) Older trials (trial enrollment finished between 1996 and 2002). (C) Recent trials (trial enrollment finished between
2003 and 2006). The area of each circle is proportional to the number of patients in each trial arm. The r values represent Spearman’s rank correlation

coefficient.
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Figure 3. Relationbetween median overall survival (OS) and median progression-free survival (PPS) for 151 arms of 69 phase III trials for advanced non-small-
cell lung cancer. (A) All trials. (B) Older trials (trial enrollment finished between 1996 and 2002). (C) Recent trials (trial enrollment finished between 2003 and
2006). The area of each circle is proportional to the number of patients in each trial arm. The r values represent Spearman’s rank correlation coefficient.

Surrogacy of PFS for OS has often been assessed by
quantifying the strength of the association between these end
points at the individual level (referred to as individual-level
surrogacy) and of that between the effects of treatment on these
end points (trial-level surrogacy) [18-21]. Our examination of
the correlation between PFS and OS was not an exercise in
surrogate validation because of the lack of investigation into the
correlation between the effects of chemotherapy on these end
points. However, the present study has yielded the key finding
that PPS, not PFS, is highly associated with OS.

The present study has several limitations. First, our analysis
was based on abstracted data. The use of individual patient data
might be expected to allow a better characterization of the
relation between OS and other end points based on tumor
assessment, including PFS and TTP. However, such an
approach would restrict the analysis to a small number of trials
and would hinder its replication by independent researchers.
Second, the results of our study potentially have several
confounders due to selection of many heterogeneous trials for
analysis. The results are generally unaccountable without
appropriate adjustment for patient characteristics dependent
on differences in predefined eligibility criteria for enrollment in
the clinical trials. Third, the assessment of disease progression is
potentially subject to measurement error and bias in individual
patients, and the quality of measurement for end points based

150 | Hayashietal.

on tumor assessment can vary between centers and trials.
Finally, two end points (PFS and TTP) based on tumor
assessment are considered as the same parameter, following the
example of a previous report for advanced breast cancer [10].
PES is defined as the time from randomization to tumor
progression or death, whereas TTP is defined similarly but
considers death as a time point when censoring occurs. TTP is
the same as PFS if death does not occur during treatment.
Given that death rarely occurs before disease progression in
advanced NSCLC, we reasonably considered PFS to be the same
as TTP for our analysis. Indeed, we separately analyzed clinical
trials providing PFS (n = 63 arms) or TTP (n = 88 arms), and
we found a consistent association between OS and PPS (data
not shown). These data thus support our approach in which
these two end points (PES and TTP) are collectively referred to
as PES in the present analysis.

As far as we are aware, our study is the first to analyze PPS in
advanced NSCLC. Our findings indicate that, especially for
recent trials, PPS is highly associated with OS for first-line
chemotherapy in patients with advanced NSCLC, whereas PES
is only moderately associated with OS. Therefore, OS remains
an appropriate end point of clinical trials for chemotherapy-
naive patients with advanced NSCLC. Given the great effect of
PPS on OS, we propose a precise assessment of clinical course
after disease progression in each clinical trial.
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Abstract

Background 1t is unclear whether S-1 plus cisplatin is
effective for patients with recurrent gastric cancer after
adjuvant S-1 chemotherapy.

Methods We retrospectively evaluated the efficacy of S-1
plus cisplatin in patients whose gastric cancer recurred
after adjuvant S-1 chemotherapy.
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Results In the 52 patients evaluated, the median duration
of adjuvant S-1 chemotherapy was 8.1 months, and the
median recurrence-free interval (RFI) since the last
administration of adjuvant S-1 was 6.4 months. Among the
36 patients with measurable lesions, 7 achieved a complete
or partial response, and 13 were evaluated as having stable
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disease, for an overall response rate of 19.4% and a disease
control rate of 55.6%. For all patients, the median progres-
sion-free survival (PFS) was 4.8 months, and the median
overall survival (OS) was 12.2 months. Compared with
patients with an RFI of <6 months (n = 25), patients with
an RFI of >6 months (n = 27) had a significantly higher
response rate (5.0 vs. 37.5%, respectively), longer PFS (2.3
vs. 6.2 months, respectively), and longer overall survival
(7.3 vs. 16.6 months, respectively). According to a multi-
variate Cox model including performance status (PS) and
reason for discontinuation of adjuvant S-1, an RFI of
6 months was still significantly associated with PES and OS.
Conclusions S-1 plus cisplatin is effective for patients
with gastric cancer that recurs after adjuvant S-1 chemo-
therapy, especially for those with an RFI of >6 months.

Keywords Adjuvant chemotherapy - Gastric cancer -
Recurrence - S-1

Introduction

Gastric cancer is the fourth most common malignancy in
the world (988,602 cases in 2008, 7.8% of total malignancy
cases) and the second leading cause of cancer death
(737,419 deaths, 9.7% of total) [1]. The prognosis of
patients with advanced or recurrent gastric cancer remains
poor; chemotherapy confers only a minimal survival
advantage, with a median survival of approximately 1 year.
The most commonly used regimens are combination che-
motherapy consisting of a fluoropyrimidine [5-fluorouracil
(5-FU) or oral fluoropyrimidine] plus a platinum agent with
or without docetaxel or anthracyclines [2-6].
S-1 is an oral anticancer drug composed of the 5-FU
prodrug tegafur and two 5-FU modulators; it has achieved
* high response rates in patients with gastric cancer in phase
II studies [7, §]. In the Japan Clinical Oncology Group
(JCOG) 9912 trial, which compared S-1, cisplatin plus
irinotecan, and 5-FU, S-1 demonstrated non-inferiority
compared to 5-FU [9]. In another phase III trial that
compared S-1 alone to S-1 plus cisplatin (SPIRITS trial),
S-1 plus cisplatin showed a significantly higher response
rate (54 vs. 31%), longer progression-free survival (PFS;
6.0 vs. 4.0 months), and longer overall survival (OS; 13 vs.
11 months) [4]. Also, in a large, non-Japanese, phase III
trial (the First-Line Advanced Gastric Cancer Study;
FLAGS trial), S-1 plus cisplatin was associated with fewer
toxic effects and demonstrated non-inferiority compared
with 5-FU plus cisplatin by exploratory analysis [6].
Therefore, S-1 plus cisplatin is now considered to be one of
the standard regimens for metastatic or recurrent gastric
cancer.

@ Springer

In addition, the ACTS-GC trial has demonstrated that
S-1 is also effective as adjuvant chemotherapy for Japanese
patients who have undergone curative gastrectomy for
locally advanced gastric cancer [10]. However, approxi-
mately 30% of patients still develop recurrence after
curative resection followed by adjuvant S-1 [10]. As few
patients who received adjuvant chemotherapy were inclu-
ded in the phase III trials described above [4, 7, 9], it is
unclear whether patients who develop recurrence after
adjuvant S-1 could achieve efficacy with S-1 plus cisplatin
similar to that achieved in patients without adjuvant che-
motherapy. To address this issue, we conducted the fol-
lowing multi-institutional retrospective analysis.

Patients and methods
Patients

This retrospective study was designed to evaluate the
efficacy of first-line chemotherapy with S-1 plus cisplatin
for recurrence in patients with gastric cancer who had
undergone curative gastrectomy followed by adjuvant S-1
chemotherapy. Patients with histopathologically proven
recurrent gastric adenocarcinoma after gastrectomy and
lymph node dissection with no residual tumor were eligible
for analysis. Additional eligibility criteria were: (1) previ-
ous adjuvant S-1 chemotherapy at a planned standard dose
and schedule (80 mg/m? for 28 consecutive days followed
by a 14-day rest; 42-day cycles to be repeated for 1 year);
(2) Eastern Cooperative Oncology Group performance
status (ECOG PS) 0-2; (3) adequate bone marrow, hepatic,
and renal function to be treated with S-1 plus cisplatin;
(4) evaluable lesions according to Response Evaluation
Criteria in Solid Tumors (RECIST ver. 1.1); and (5) treated
with a standard regimen of S-1 plus cisplatin (S-1 80 mg/m?
for 21 consecutive days followed by a 14-day rest; cisplatin
60 mg/m? intravenous infusion on day 8; 35-day cycles to
be repeated) [4]. Written informed consent for treatment
was obtained from each patient prior to treatment initiation.
The Institutional Review Board of each participating center
approved the study.

Evaluation of treatment and statistical analysis

The tumor response was assessed objectively according to
RECIST ver. 1.1, and the best overall response was recor-
ded as the antitumor effect for that patient. The disease
control rate (DCR) represented the percentage of patients
with a complete response (CR), partial response (PR), or
stable disease (SD). PFS was measured from the date of
initiation of S-1 plus cisplatin to the date of progressive
disease or death from any cause. Time to treatment failure
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(TTF) was measured from the date of initiation of S-1 plus
cisplatin to the date of last administration of S-1. OS was
estimated from the date of initiation of S-1 plus cisplatin to
the date of death or last follow-up visit, using the Kaplan—
Meier method. The interval from the last administration of
adjuvant S-1 to recurrence was defined as the recurrence-
free interval (RFI).

The Cox proportional hazards model was used to esti-
mate the impact of the RFI on TTF, PFS, and OS, with
adjustment for other factors that were shown to be signif-
icant with a univariate log-rank test. P values for testing
differences between proportions and response rates were
calculated with »° tests for homogeneity or for trend, or
with Fisher’s exact test. Results were considered to be
statistically significant when the P value was <0.05. All
reported P values are two-sided. In particular, we com-
pared the response rate, DCR, time to progression (TTP),

Table 1 Patient characteristics

PFS, and OS between patients with RFIs of >6 and
<6 months, because several clinical trials in the first-line
setting set this interval of >6 months as an inclusion cri-
terion [3, 9, 11].

Results
Patient characteristics

A total of 406 patients with recurrent gastric cancer after
adjuvant S-1 chemotherapy had received chemotherapy at
18 institutions until October 2010. Among them, 57 patients
(14.0%) had received S-1 plus cisplatin as first-line che-
motherapy for recurrence. After the exclusion of 5 patients
(1 patient with a non-evaluable lesion and 4 patients with
insufficient data), 52 patients were included in the final

Characteristic All (n = 52) RFI <6 months (n = 25) RFI >6 months (n = 27) P value
Age, years
Median (range) 61 (32-77) 59 (32-77) 62 (32-77)
Gender, n (%)
Male 30 (58) 15 (60) 15 (56) 0.75
Female 22:(42) 10 (40) 12 (44)
ECOG PS at recurrence, n (%)
0 32 (62) 11 (44) 21 (78) 0.012
1 20 (38) 14 (56) 6 (22)
Histological type?, n (%)
wel or mod 27 (52) 10 (40) 17 (63) 0.1
por or sig 24 (46) 15 (60) 9 (33)
Other 1 (2) - 1 (4)
Pathological stage®, n (%)
Stage T or II 8 (15) 4 (16) 4 (15) 0.57
Stage 1IIA 17 (33) 6 (24) 11 4D
Stage I1IB 15 29) 8 (32) 7 (26)
Stage IV 12 (23) 7 (28) 5(19)
Site of recurrence, n (%)
Peritoneum 21 (40) 7 (28) 14 (52) 0.08
Lymph node 25 (48) 13 (52) 12 (44) 0.59
Liver 14 (27) 10 (40) 4 (15) 0.041
Lung 4(8) 3(12) 14 0.262
Bone 6 (12) 14 5(19) 0.102
Local 2& 1) 1@ 0.96
Number of recurrence sites, n (%)
1 38 (73) 18 (72) 20 (74) 0.87
2 or more 14 27 7 (28) 7(26) ’

P values shown in italics indicate significant differences

RFI Recurrence-free interval, PS performance status, ECOG Eastern Cooperative Oncology Group, wel well-differentiated adenocarcinoma, mod
moderately differentiated adenocarcinoma, por poorly differentiated adenocarcinoma, sig signet-ring-cell-like carcinoma

# According to the Japanese classification
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analysis (Table ). The median duration of adjuvant S-1
chemotherapy was 8.1 months (range 0.7-37.4 months),
and the median RFI since the last administration of adjuvant
S-1 was 6.4 months (range 0-81.3 months). Thirty of the 52
patients (57.7%) completed the planned duration of adju-
vant S-1 therapy. In contrast, 14 patients discontinued S-1
due to disease recurrence, and 8 patients stopped therapy
due to toxicity or patient refusal. Other than PS and liver
metastasis, characteristics did not differ significantly
between patients with an RFI of >6 months (n = 27) and
those with an RFI of <6 months (n = 25) (Table 1).

Treatment results and efficacy

The median TTF was 4.1 months (95% confidence interval
[CI] 2.5-5.1 months), with a median duration of follow-up
of 32 months. Forty-four patients discontinued S-1 plus
cisplatin due to disease progression (n = 40, 90.9%) or
toxicity (n = 4, 9.1%). Of the 36 patients with measurable
lesions, 7 achieved a CR (n = 3) or a PR (n = 4), and 13
were evaluated as having SD, for an overall response rate
of 19.4% (95% CI 7.0-37.0%) and a DCR of 55.6% (95%
CI 38.1-72.1%). The median PFS was 4.8 months (95% CI
3.9-6.2 months), and the median OS of all patients was
12.2 months (95% CI 10.2—-16.6 months) (Fig. 1). Of the
44 patients who had discontinued S-1 plus cisplatin, 31

o
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Fig. 1 Progression-free survival (PFS) and overall survival (OS) in all
patients. The median PFS was 4.8 months (95% confidence interval
[CI]} 3.9-6.2 months), and the median OS was 12.2 months (95% CI
10.2-16.6 months). PFS progression-free survival, OS overall survival

(70.4%) received second-line or third-line chemotherapy,
including taxanes (n = 25) or irinotecan (n = 17).

Significance of the RFI

The response rate was significantly better in patients with
an RFI of >6 months (37.5%; 95% CI 14-61%) than that
in patients with an RFI of <6 months (5.0%; 95% CI
0-15%, P = 0.014, Table 2). In addition, compared with
patients with an RFI of <6 months, patients with an RFI
of >6 months had a significantly longer TTF (2.5 vs.
5.1 months, respectively, P = 0.025), longer PFS (2.3 vs.
6.2 months, respectively, P < 0.001, Fig. 2), and longer
OS (7.3 vs. 16.6 months, respectively, P = 0.003, Fig. 2).
According to a multivariate Cox model including PS and
reason for discontinuation of adjuvant S-1, an RFI of
6 months was still significantly associated with PFS (haz-
ard ratio [HR] 0.35, 95% CI 0.16-0.77, P = 0.009) and OS
(HR 0.21, 95% CI 0.08-0.54, P = 0.001), although the
association with TTF was not significant (HR 0.55, 95% CI
0.27-1.12, P = 0.1). When we divided the patients into
two groups based on an RFI of 12 months, no significant
difference between the groups was found in response rate,
TTP, PES, or OS.

Discussion

In the ACTS-GC study, adjuvant S-1 chemotherapy sig-
nificantly improved the survival of patients who had
undergone curative gastrectomy for locally advanced gas-
tric cancer [10]. On the other hand, several small studies
have suggested that patients with recurrence after adjuvant
S-1 were refractory to S-1-containing regimens or had a
worse prognosis compared with that of patients without
adjuvant chemotherapy [12-14]. Although these reports
never precluded the use of adjuvant S-1 chemotherapy,
they raised the issue of how to treat recurrent disease after
adjuvant S-1.

In the present retrospective study, we evaluated the
efficacy of S-1 plus cisplatin in patients whose gastric
cancer recurred after adjuvant chemotherapy with S-1. The
response rate of 19.4% and PFS of 4.8 months were

Table 2 Objective response rates in patients with measurable lesions

n CR PR SD PD NE ORR (%) 95% CI (%)
All 36 3 4 13 14 2 18.8 7-32
RFI <6 months 20 0 1 6 13 0 5.0 0-15
RFI >6 months 16 3 3 7 1 2 37.5 14-61

CR Complete response, PR partial response, SD stable disease, PD progressive disease, NE not evaluable, ORR objective response rate, CI
confidence interval
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Fig. 2 Progression-free
survival (PFS) and overall
survival (OS) according to the
length of the recurrence-free
interval (RFT). Patients with an
RFI of >6 months had a
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relatively worse compared with those in the SPIRITS study
[4]. However, our results also suggested that patients with
an RFI of >6 months who received S-1 plus cisplatin had a
significantly better response rate, longer PFS, and longer
OS compared to patients with an RFI of <6 months. The
efficacy of S-1 plus cisplatin for patients with an RFI of
>6 months in this study was almost compatible with that of
patients in the SPIRITS trial in terms of PFS and OS,
although these results should be interpreted cautiously due
to the heterogeneity of the characteristics of the patients in
the two studies. Although no prospective study has evalu-
ated any chemotherapy specifically for patients who have
failed adjuvant S-1, Kang and colleagues [15] conducted a
phase I study of capecitabine plus cisplatin for 32 patients
with gastric cancer that recurred after adjuvant chemo-
therapy with doxifluridine or 5-FU-containing regimens.
They reported a response rate of 28% and a median TTP of
5.8 months, and concluded that capecitabine plus cisplatin
was effective as first-line treatment in patients with recur-
rent gastric cancer after fluoropyrimidine-based adjuvant
chemotherapy. In their report, the response rates (21 vs.
39%, P = 0.427), TTF (8.3 vs. 5.4 months, P = 0.072),
and OS (14.1 vs. 9.3 months, P = 0.075) tended to be
better in patients with an RFI of >6 months (n = 13) than
in patients with an RFI of <6 months (n = 19), although
the differences did not reach statistical significance [15].
These results were also consistent with those of previous
studies in patients with other types of cancer, which sug-
gested the importance of the RFI or treatment-free interval
as a predictive marker of responsiveness to similar types
of chemotherapy after recurrence [16-18]. Additionally,
in the present study, the RFI cut-off value of 6 months
was better than that of 12 months for predicting better
outcomes and this finding may support the use of the

20
Survival (months)

conventional exclusion criteria in clinical trials in the first-
line setting, which excluded patients who experienced
disease recurrence within 6 months after the last adjuvant
chemotherapy [3, 9, 11]. Therefore, selected patients with
an RFI of >6 months with sufficient organ function may be
adequately treated as chemo-naive patients with standard
chemotherapies such as S-1 plus cisplatin.

In contrast to the results for patients with an RFI
of >6 months, the response rate in patients with an RFI
of <6 months in the present study seemed to be worse than
that of commonly used second-line chemotherapy regimens
such as irinotecan and taxane combinations, which have a
reported response rate of approximately 20% for patients
with gastric cancer who received prior chemotherapy with
fluoropyrimidines alone [18-23]. Based on these results, it
may be suggested that the evaluation of chemotherapy reg-
imens other than S-1 plus cisplatin might be warranted for
the initial treatment of gastric cancer recurrence after adju-
vant S-1. The response rate of 5.0% in our subset of patients
with an RFI of <6 months was also lower than that reported
previously by Kang et al. for capecitabine plus cisplatin after
adjuvant chemotherapy (21%) [15]. The exact reasons for
this difference are unknown. One possible reason is that
Kang and colleagues did not use the same fluoropyrimidine
(capecitabine after doxifluridine or 5-FU), and this choice
might have contributed to a higher response in regard to
early recurrence, although rechallenge with different types
of fluoropyrimidine after the failure of another drug is still
controversial in several types of cancer [24-28]. Second, the
planned dose intensity of cisplatin as another key drug for
gastric cancer was higher in their capecitabine plus cisplatin
regimen (60 mg/m” every 3 weeks) [15] than that in the S-1
plus cisplatin regimen (60 mg/m® every 5 weeks). The
efficacy of capecitabine plus cisplatin compared with other
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chemotherapy (irinotecan, taxane or irinotecan plus cis-
platin) for recurrence after adjuvant S-1 should be evaluated
in future clinical trials.

It is important to note the limitations of the present study.
First, it was retrospective, and treatment after recurrence
was selected by each physician individually. Considering
the low proportion of patients who received S-1 plus cis-
platin after recurrence (14.0%), the selected population may
have been biased toward patients with good performance
status (PS) and low tumor burden. Second, toxicity was not
evaluated in this study, although the proportion of patients
who discontinued S-1 plus cisplatin due to toxicity was low.
Third, human epidermal growth factor receptor 2 (HER2)
status was not evaluated. Trastuzumab, a humanized
monoclonal antibody against HER2, has recently been
shown to improve the prognosis of HER2-positive
advanced gastric cancer [29], and the HER2 status of all
gastric cancer types should be evaluated, even in this setting
of recurrent disease. Fourth, the moderate sample size in a
single-country study is another limitation; therefore, it
would be better to validate the significance of the RFI after
adjuvant failure on the PFS in other cohorts as well.

In conclusion, this is the first report to have evaluated
the efficacy of chemotherapy with S-1 plus cisplatin in
patients with gastric cancer that recurred after adjuvant
chemotherapy with S-1. S-1 plus cisplatin was effective
in such patients, especially in those with an RFI of
>6 months. Further well-defined, prospective trials in this
important patient population are required to identify opti-
mal treatment regimens.
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Abstract

Background The purpose of this study was twofold: (1) to
compare S-1 with infusional 5-fluorouracil (FU) to deter-
mine which would be a better partner of paclitaxel (PTX),
and (2) to compare a concurrent strategy with a sequential
one, the latter strategy being the one that is widely used in
Japanese general practice.

Methods The 161 eligible patients were randomized
into four arms to receive the following regimens: A
(sequential), intravenous 5-FU at 800 mg/m® for 5 days

K. Nishikawa (<)

Department of Surgery, Osaka General Medical Center,
3-1-56 Bandai-higashi, Sumiyoshi-ku, Osaka 558-8558, Japan
e-mail: kazunol @gh.opho.jp

S. Morita

Department of Biostatistics and Epidemiology,

Yokohama City University, 4-57 Urafune-cho, Minami-ku,
Yokohama 232-0024, Japan

T. Matsui

Department of Gastroenterological Surgery,

Aichi Cancer Center, Aichi Hospital, 18 Kuriyado,
Kakemachi, Okazaki 444-0011, Japan

M. Kobayashi

Department of Human Health and Medical Sciences,
Kochi Medical School, Kohasu-Okocho, Nankoku,
Kochi 783-8505, Japan

Y. Takeuchi

Department of Gastrointestinal Oncology, Osaka Medical Center
for Cancer and Cardiovascular Diseases, 1-3-3 Nakamichi,
Higashinari-ku, Osaka 537-8511, Japan

I. Takahashi
Department of Surgery, Matsuyama Red Cross Hospital,
1 Bunkyomachi, Matsuyama, Ehime 790-8524, Japan

every 4 weeks followed by weekly PTX at 80 mg/m? B
(sequential), S-1 at 80 mg/m2 for 4 weeks and 2-week
rest followed by PTX; C (concurrent), intravenous 5-FU
at 600 mg/m* for 5 days and weekly PTX at 80 mg/m?
every 4 weeks; and D (concurrent), S-1 for 14 days and
PTX at 50 mg/m? on days 1 and 8 every 3 weeks. The
primary endpoint was the overall survival (OS) rate at
10 months.

Results The ten-month OS rates in arms A, B, C, and D
were 63, 65, 61, and 73%, respectively. The OS was best in
the concurrent S-1/PTX arm, with a mean survival time of
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15.4 months, but no significant difference was observed
between the four arms. Response rates were higher in the
concurrent arms than in the sequential arms.

Conclusion Our study did not show sufficient prolonga-
tion of survival with the concurrent strategy to proceed to a
phase-III trial; however, the sequential arms showed sur-
vival comparable to that in the concurrent arms, with less
toxicity. In patients who are ineligible for cisplatin
(CDDP), sequential treatment starting with S-1 and pro-
ceeding to PTX would be a good alternative strategy,
considering quality of life (QOL) and the cost-benefits of
an oral agent as first-line treatment.

Keywords Advanced gastric cancer - Paclitaxel - S-1 -
Sequential chemotherapy - Concurrent combination
chemotherapy - Randomized phase-II trial

Introduction

Gastric cancer is the second most common cause of cancer-
related death worldwide [1]. Most patients (except those
from northeast Asian countries) present with advanced,
inoperable, or metastatic disease, and the 5-year survival
rate is approximately 10-15%. Palliative chemotherapy for
advanced disease improves survival as compared with the
best supportive care [2—4]. Despite the innumerable efforts
of investigators in various countries to test various che-
motherapeutic and immunotherapeutic agents and combi-
nation regimens, there has been little progress in the
therapy for patients with advanced gastric cancer.
Probably because there is less evidence regarding the
treatment of gastric cancer compared to that of other
malignancies, the standard treatment for gastric cancer
differs from country to country, although most of the
“standard” regimens do not have sufficient evidence.
Moreover, the insurance systems in most western countries
approve omnly first-line treatment, and in these countries,
doublet or triplet therapies could be the standard choice,
while some countries, including Japan, approve second-
and greater-line strategies, where we can choose not only
concurrent but also sequential strategies. Reflecting these
historical and social circumstances, “standard” treatment
for gastric cancer shows wide variety, with some confu-
sion. In Japan, the evidence-based standard regimen
involved continuous infusion of 5-fluorouracil (5-FU) only
(JCOG9205) before the results of the Japan Clinical
Oncology Group (JCOG) 9912 and SPIRITS trials had
been obtained [5~7]. After the results of SPIRITS trial were
shown, S-1 plus cisplatin (CDDP) has been accepted as the
standard first-line treatment for patients with good condi-
tion, but S-1 without CDDP was also widely used in gen-
eral practice. This means we still need an alternative

@ Springer

strategy, whose sequence starts from a fluoropyrimidine
(infusional 5-FU or oral S-1) with or without other agents.

As for candidates as the fluoropyrimidine partner, some
potent agents have been approved for gastric cancer in the
past two decades. One of the promising agents was pac-
litaxel (PTX) [8], which had shown beneficial results in
single use or concurrent use with a fluoropyrimidine [9—
12]. However, these studies were conducted as single-arm
phase I-II trials. Hence, the choice between sequential and
concurrent strategies for fluoropyrimidine and PTX
remains unclear.

We therefore planned a randomized phase-II trial to
compare the following four treatment regimens: A,
sequential 5-FU monotherapy followed by PTX mono-
therapy; B, sequential S-1 monotherapy followed by PTX
monotherapy; C, concurrent 5-FU plus PTX [11]; and D,
concurrent S-1 plus PTX [12]. The purpose of the study
was twofold: (1) to compare S-1 with infusional 5-FU to
determine which was the better partner of PTX, and (2) to
compare a concurrent strategy with a sequential one, the
latter strategy being the one that is widely used in Japanese
general practice.

Patients and methods

The detailed study design and protocol treatment of this
study has already been described by Morita et al. [13].
Below we outline a summary of the methodological issues
in this study with the protocol (informed consent form) that
was amended after the SPIRITS trial.

Eligibility criteria

Patients more than 20 years of age with histologically
confirmed non-resectable advanced or recurrent gastric
cancer were eligible. Patients who had undergone prior
anti-tumor therapy (except for surgery and postoperative
adjuvant chemotherapy) were excluded. Patients had to
have adequate renal, hepatic, hematologic, and cardiac
function, with an Eastern Cooperative Oncology Group per-
formance status (PS) of 0-1. Patients had to be able to take
food via the oral route to be considered for enrolment in the
study.

The protocol was approved by the Institutional Review
Board (IRB) of each institution, and written informed
consent was obtained before treatment. Participating
investigators were instructed to send an eligibility criteria
report to the data center operated by the non-profit orga-
nization Epidemiological and Clinical Research Informa-
tion Network (ECRIN). Eligible patients were registered
and then randomized to receive either of the four treatment
regimens (A, B, C, and D), using a centralized dynamic
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randomization method with the following balancing fac-
tors: measurable disease according to criteria set by
Response Evaluation Criteria in Solid Tumours (yes/no);
disease type [inoperable advanced/postoperative recurrent
(with postoperative chemotherapy)/postoperative recurrent
(with no postoperative chemotherapy)]; PS (0/1); perito-
neal metastasis based on diagnosis with images (yes/no);
age (<75 years/>75 years), and institution. Information
regarding the necessary follow-up examinations and che-
motherapy schedule was then sent from the ECRIN data
center. The accrual started in December 2005 and was
continued for 3 years.

Projected treatments

Based on previous trials, we adapted four promising regi-
mens for this selection design trial [13]. Patients in arm A
received sequential therapy with intravenous (i.v.) 800 mg/
m? 5-FU daily for 5 days every 4 weeks until progression,
followed by PTX 80 mg/m?> on days 1, 8, and 15 every
4 weeks. Patients in arm B received sequential therapy
with 80 mg/m? of oral S-1 daily for 4 weeks and 2-week
rest after the administration (total of 6 weeks per single
course) until progression. This was followed by PTX, uti-
lizing the same administration dose and schedule as that in
arm A’s second-line PTX. Patients in arm C received a
combination therapy with 600 mg/m?* 5-FU (i.v.) daily for
5 days from day 1 and infusion of 80 mg/m?® PTX on days
8, 15, and 22 every 4 weeks. Patients in arm D received a
combination therapy with 80 mg/m? oral S-1 for 14 days
from day 1 and infusion of 50 mg/m? PTX on days 1 and 8
every 3 weeks. In the sequential treatment arms A and B,
the administration of 5-FU or S-1 monotherapy was dis-
continued if the following were observed: (1) disease
progression or occurrence of new disease; (2) grade-4 non-
hematological toxicities evaluated according to the Com-
mon Terminology Criteria for Adverse Events version 3.0,
(3) adverse events causing patients to refuse treatment or
causing a clinician to discontinue treatment; (4) increase in
the tumor markers carcinoembryonic antigen (CEA) and/or
cancer antigen (CA) 19-9 in two or more consecutive
measurements or symptomatic progression (e.g., cancer
pain and dysphagia). An irinotecan-containing regimen
was recommended for use in case further lines of treatment
were to be given.

Follow-up

Disease progression and occurrence of new disease were
examined using radiographs, computed tomography (CT)
or magnetic resonance imaging (MRI) of the abdomen, and
thoracic CT and measurements of the tumor markers CEA
and CA19-9. These examinations were performed at

baseline and at least every 4-5 weeks during treatment.
Blood tests and symptom checks were performed before
treatment and at least every 2 weeks during treatment. In
cases where therapy was discontinued owing to toxicity,
clinicians followed up patients until they recovered from
the effects of toxicity.

Study design and statistical methods

The primary aim of this study was to compare treatment
regimens A-D in terms of the primary endpoint of the
10-month overall survival (OS) rate. In addition, OS and
treatment failure curves were constructed as time-to-event
plots using the Kaplan-Meier method [14]. Time-to-event
curves were compared using log-rank tests and the hazard
ratio (HR) estimated by Cox regression models [15]. The
prevalence of grade-3 or grade-4 adverse events was
compared between the treatment arms. Calculation of the
sample size required 40 patients in each arm to assure 80%
probability in order to select the best treatment arm [16] as
long as the true expected 10-month OS rate exceeded that
of any other arm by at least 15%. The total number of
patients to be accrued was set at 160.

Protocol amendment after SPIRITS trial

After the results of the SPIRITS trial were publicized,
standard first-line therapy in Japan shifted from mono-
therapies with 5-FU or S-1 to an S-1/CDDP combination.
The protocol committee of the present trial discussed this
issue and decided not to change the protocol treatments,
because none of the treatment arms has actually been
shown to be inferior to the S-1/CDDP combination.
Instead, all patients who became candidates for accrual in
the trial after the results of the SPIRITS trial were publi-
cized were to be informed of the novel standard treatment
in Japan, using a newly compiled explanatory note, and
they were to be offered the alternative of receiving the
combination therapy instead of participating in the trial.
Each participating institution agreed on the use of the
newly compiled explanatory note without correction in the
study protocol itself, and case recruitment was re-started
after the IRB approval of the amendment was obtained.

Results

A total of 161 patients were enrolled in the trial from
December 2005 to November 2008. The numbers of
patients in arms A, B, C, and D were 40, 40, 41, and 40,
respectively. Two patients in arm A and two in arm C
declined therapies before the start of the assigned treat-
ment. Therefore, 38, 40, 39, and 40 patients in arms A, B,
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C, and D, respectively, were considered to be eligible for
evaluation (Fig. 1). Initial patient characteristics in the four
arms were well matched (Table 1). The median age was
67 years (range 40-90 years).

Survival

The ten-month OS rates predetermined as the primary
endpoint were 63, 65, 61, and 73% in arms A, B, C, and D,
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respectively. Although concurrent therapy with S-1 plus
PTX demonstrated the best survival benefit among the four
arms, the difference in OS rates between the arms with
highest (D) and lowest (C) rates was less than the prede-
termined criterion (i.e., 15%). Kaplan—-Meier survival
curves did not show a significant difference between the
four arms (Fig. 2). The survival rates in the sequential (A,
B) and concurrent (C, D) arms were almost identical
(p = 0.93) (Fig. 3a). In addition, no difference in survival
was observed between the 5-FU-containing regimens (arms
A and C) and the S-I-containing regimens (arms B and D)
(p = 0.83) (Fig. 3b).

Time to treatment failure (TTF)

In arms A and B, TTF was calculated by the addition of the
prior 5-FU or S-1 treatment period and the sequential PTX
period. Median TTF values were 213, 222, 177, and
189 days in arms A, B, C, and D, respectively. No differ-
ence was observed between the four arms. However,
Kaplan—Meier TTF curves for sequential and concurrent
regimens showed better TTF in favor of sequential treat-
ment compared with concurrent treatment (HR 0.71, 95%

Table 1 Patient characteristics

Treatment arm Arm A Arm B Arm C Arm D
5-FU-PTX S-1-PTX 5-FU4PTX S-14+PTX
n =138 n =40 n =739 n =40
Gender
Male 25 (65.8%) 28 (70.0%) 28 (71.8%) 32 (80.0%)
Female 13 (34.2%) 12 (30.0%) 11 (28.2%) 8 (20.0%)
Age (years)
Median 67.0 68.0 67.3 66.6
Range 48-79 51-81 40-82 47-90
74< 31 (81.6%) 33 (82.5%) 31 (79.5%) 31 (77.5%)
<75 7 (18.4%) 7 (17.5%) 8 (20.5%) 9 (22.5%)
Performance status
0 29 (76.3%) 27 (67.5%) 25 (64.1%) 28 (70.0%)
l 9 (23.7%) 13 (32.5%) 14 (35.9%) 12 (30.0%)
Stage
Non-resectable, no previous 31 (81.6%) 33 (82.5%) 32 (82.1%) 32 (80.0%)
chemotherapy
Recurrent after curative 2 (5.3%) 1 (2.5%) 3 (7.7%) 3 (7.5%)
surgery, adjuvant chemotherapy (+)
Recurrent after curative 5 (13.2%) 6 (15.0%) 4 (10.3%) 5 (12.5%)
surgery, adjuvant chemotherapy (-)
Peritoneal metastasis
Yes 9 (23.7%) 13 (32.5%) 5 (12.8%) 10 (25.0%)
No 29 (76.3%) 27 (67.5%) 34 (87.2%) 30 (75.0%)
Measurable disease
Yes 19 (50.0%) 23 (57.5%) 17 (43.6%) 20 (50.0%)
5-FU 5-fluorouracil, PTX No 19 (50.0%) 17 (425%) 22 (56.4%) 20 (50.0%)
paclitaxel
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Table 2 Tumor response rates

Treatment n (With CR PR SD PD Response
arm/agent measurable rate (%)
lesion)
A
5-FU 17 0 5 8 4 294
PTX 17 0 2 100 5 11.8
B
S-1 20 i 4 10 5 25.0
PTX 14 1 1 10 2 143
C
5-FU + PTX 13 0 9 2 2 69.2
D
S-1 + PTX 19 1 7 11 0 42.1

CR complete response, PR partial response, SD stable disease, PD
progressive disease

confidence interval [CI] 0.50-1.02, p = 0.06). A difference
in TTF was not observed between the 5-FU-containing and
S-1-containing regimens.

Response rates

The overall response rates in patients who had measurable
disease are summarized in Table 2. Response rates were
higher in the concurrent arms than in the sequential arms.
The 5-FU and PTX combination regimen showed the best
response rate among the four arms.

Toxicities

All patients could be assessed for hematological and non-
hematological toxicities (Table 3). Ten of 78 patients
(12.8%) who received sequential therapy and 26 of 79
patients (33.0%) who received concurrent therapy showed
grade-3 or grade-4 neutropenia. With respect to hemoglo-
bin decrease, 21 patients (26.2%) with the S-1-containing
regimens showed grade-3 or grade-4 adverse events,
whereas only 8 patients (10.4%) with the other regimens
showed adverse events. No difference was observed in
non-hematological toxicity.

Compliance
Compliance with S-1 treatment was inferior to that with

5-FU treatment. The median numbers of courses accom-
plished in the first- and second-line treatment of the
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Table 3 Toxicities

A: 5-FU-PTX B: S-1-PTX C: 5-FU+PTX D: S-1+PTX
(n=38) (n = 40) (n=139) (n = 40)

Hematological toxicities

CTC Grade >=3 >=3 >=3 >=3
Leucopenia (%) 7.9 75 10.3 7.5
Neutropenia (%) 13.2 12.5 25.6 22.5
Thrombocyte (%) 0.0 2.5 0.0 2.5
Hemoglobin (%) 10.5 32.5 10.3 20.0
Total Bil (%) 2.6 2.5 0.0 5.0
Hepatic Tox (%) 7.9 5.0 2.6 7.5

Non-hematological toxicities

CTC Grade >=3 >=3 >= >=3

" Weight loss (%) 2.6 0.0 2.6 0.0
Fatigue (%) 0.0 0.0 0.0 0.0
Lassitude (%) 7.9 12.5 5.1 10.0
Anorexia (%) 10.5 12.5 1.7 10.0
Nausea (%) 2.6 5.0 5.1 2.5
Vomiting (%) 0.0 0.0 2.6 0.0
Stomatitis (%) 53 0.0 2.6 2.5
Diarrhea (%) 2.6 2.5 5.1 2.5
Neuropathy (%) 0.0 2.5 5.1 5.0

CTC Common Toxicity Criteria

sequential regimens were 4 (range 1-26) and 3 (range 1-8)
in arm A and 6 (range 1-24) and 4 (range 1-30) in arm B,
respectively. For the concurrent regimens, these numbers
were 6 (range 1-24) and 7.5 (range 1-30) in arms C and D,
respectively.

Discussion

The strategy for the chemotherapy of gastric cancer differs
from country to country. In Japan, according to community
standards, fluoropyrimidine monotherapy has been widely
used as the first-line of a sequential strategy, whereas most
western countries use doublet or triplet concurrent regi-
mens without second-line treatment. In fact, little is known
about whether concurrent regimens or a sequential strategy
with satisfactory second- and greater-line treatments would
be better. Although one trial has shown the superiority of
doublet (S-1 with CDDP) treatment compared with S-1
alone even in Japan [7], other pivotal trials have failed to
show the superiority of concurrent regimens [17, 18]. This
suggests that sequential strategies may not be so bad if we
can use adequate second- (and more)-line therapies in
sequence. Thus, when we decided to evaluate PTX in a
clinical trial, we created the study plan so as to evaluate
whether PTX should be used in second-line (sequential) or
in first-line (concurrent) treatment.

In accordance with the general rule in a randomized
phase-II trial, in the present study we assumed that we

@ Springer

should choose the best regimen in the aspect of 10-month
overall survival (OS). However, as shown in the results, all
four arms showed good survival times with very small
differences. This finding suggests that the difference
between concurrent and sequential strategies may be very
small if we take enough care with the timing of regimen
changes and are meticulous in surveying for clinical dis-
ease progression. Similar trends have been observed with
some other malignancies; breast cancer is one of the
examples. Several studies have been conducted to show the
survival superiority of concurrent regimens, but superiority
was seen only in TTF and the response rate (RR) [19, 20].
As a result, the sequential strategy is still used. Recently,
the result of the GEST trial in pancreatic cancer showed a
superior RR and a superior TTF in the combination arm.
Despite this superiority, this concurrent strategy also failed
to improve OS [21]. Our phase-II trial with its small sample
size nevertheless suggests that the sequential strategy could
be considered for the treatment of gastric cancer, along
with other types of cancer, and that the sequential use of
S-1 followed by paclitaxel (PTX) remains as an alternative
for patients who are for some reason not indicated for the
S-1/CDDP combination.

One more issue to be evaluated in our trial was the
difference between infusional 5-FU and oral S-1. The
results of a worldwide advanced gastric cancer trial
(FLAGS trial) comparing S-1 plus CDDP (SF) versus 5-FU
plus CDDP (CF) failed to show a superior effect of SF over
CF [22]. The JCOG9912 trial has already shown no
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inferiority of S-1 compared to infusional 5-FU in the first-
line setting [6]. However, that trial did not limit the post-
treatment, so the setting of PTX use in first- or second line
mandatorily might show different results. The present
study had started before the results of these two trials were
disclosed. Consequently, it is important to check whether
our results are in line with the data obtained in the
JCOGY912 and the FLAGS trials. In our study, the OS,
PFS, and RR for the 5-FU-containing and S-1-containing
regimens were almost the same, without any significant
differences, suggesting both oral and infusional fluorinated
pyrimidine regimens have similar potency, a finding which
would be confirmatory of the previous trials. In general,
treatment with an oral agent would be more preferable both
for the patients and for medical staff than a treatment
requiring continuous intravenous infusion, with its risks of
infection and thrombotic events.

In conclusion, our study did not show sufficient pro-
longation of survival with a concurrent strategy to proceed
to a phase-III trial; however, the sequential arms showed
survival comparable to that in the concurrent arms, with a
lower incidence of neutropenia. In patients who are ineli-
gible for CDDP, sequential treatment starting from S-1 and
proceeding to PTX would be a good alternative strategy,
considering the quality of life (QOL) and cost-benefits of
an oral agent as first-line treatment.
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Different effects of HLA disparity on transplant outcomes after
single-unit cord blood transplantation between pediatric and adult
patients with leukemia
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Yoshinobu Kanda,? on behalf of the HLA Working Group of the Japan Society for Hematopoietic Cell Transplantation

‘Department of Hematopoietic Stem Cell Transplantation Data Management / Biostatistics, Nagoya University Graduate School of
Medicine, Nagoya; *Division of Hematology, Saitama Medical Center, Jichi Medical University, Saitama; *The Japanese Red Cross
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Recent advances in unrelated cord blood transplantation have increased chances and options available in allogene-
ic stem cell transplantation. The effect of HLA disparity on outcomes after cord blood transplantation was studied
recently in mainly pediatric populations. Results showed that HLA matching in combination with total nucleated
cell dose positively affects survival. The effect of HLA disparity after single-unit cord blood transplantation may
be different in adults because their total nucleated cell dose is much lower compared to pediatric patients. We
investigated the effect of HLA disparity on the outcome of single-unit unrelated cord blood transplantation sepa-
rately in 498 children aged 15 years or under (HLA-A, HLA-B low-resolution, and HLA-DRB1 high-resolution
matched [6/6], n=82, and one locus- [5/6], n=222, two loci- [4/6], n=158, three loci- [3/6] mismatched, n=36) and
1,880 adults (6/6, n=71; 5/6, n=309; 4/6, n=1,025; 3/6, n=475) with leukemia. With adjusted analyses, in children,
4/6 showed significantly increased risks of overall mortality (relative risk [RR]=1.61, P=0.042) and transplant-relat-
ed mortality (RR=3.55, P=0.005) compared to 6/6. The risk of grade 2 to 4 acute GVHD was increased in 5/6
(RR=2.13, P=0.004) and 4/6 (RR=2.65, P<0.001). In adults, the risk of mortality did not increase with the number
of mismatched loci RR=0.99, P=0.944 for 5/6; RR=0.88, P=0.436 for 4/6). The risk of relapse was significantly
decreased in 4/6 (RR=0.67, P=0.034). The risk of transplant-related mortality (TRM) or acute GVHD was not
increased in 5/6 or 4/6. The effect of HLA disparity on transplant outcome differed between children and adults.
In children, an increased number of mismatched HLA loci correlated with an increased risk of mortality. In adults,
there was no increase in mortality with an increase in the number of mismatched HLA loci.

intreduction

Recent advances in unrelated cord blood transplantation
(UCBT) have provided increased opportunities for patients
with hematologic malignancies to receive hematopoietic
stem cell transplantation (HSCT). This has led to an increased
number of UCBT procedures over the past decade.*” Clinical
comparison studies of cord blood and bone marrow from
unrelated donors have shown comparable results, which indi-
cates that cord blood is a reasonable alternative donor / stem
cell source.*” These studies support the use of HLA-A, HLA-
B, low-resolution and HLA-DRB1 zero- to two-loci-
mismatched UCB for patients with leukemia in the absence
of an HLA-A, HLA-B, HLA-C, and HLA-DRB1 allele matched
unrelated adult donor, and the use of UCB as a first-line
option when a transplant is urgently required.

The effect of HLA mismatches after bone marrow trans-
plantation from unrelated donors (UBMT) has been well
studied, and HLA-A, HLA-B, HLA-C, and HLA-DRB1 allele
matched bone marrow is currently the first alternative for
HLA-identical sibling donors.”'® An increase in the number of
HLA mismatches, antigen-level, or high-resolution, at HLA-
A, HLA-B, HLA-C, or HLA-DRB1 loci from 8/8 to 7/8, or 7/8
to 6/8 was associated with higher mortality with an approxi-
mately 10% reduction in survival in UBM recipients.”*™"
Since HLA mismatches are better tolerated after UCB with a
lower incidence of severe graft-versus-host disease (GVHD),
up to two HLA antigen mismatches of HLA-A, HLA-B, low
resolution and HLA-DRB1 high resolution are considered in
the current CB selection algorithm. Several reports have
recently described the effect of HLA disparity on the trans-
plant outcomes after UCBT.*""® Eapen et al. reported the pos-

©2013 Ferrata Storti Foundation. This is an open-access paper. doi:10.3324/haematol.2012.076042
The online version of this article has a Supplementary Appendix.
Manuscript received on August 17, 2012. Manuscript accepted on January 9, 2013.
Correspondence: y-atsuta@med.nagoya-u.ac.jp

— 281 —



sibility of a better outcome in HLA 6/6 matched UCB in
35 recipients, and Barker et al. confirmed these results with
a larger number of UCB recipients.””® However, these
studies, which assessed the effect of HLA disparity on the
outcome of single-unit CBT, were mainly conducted in
pediatric populations in which the infused cell dose is
much greater than that in adult recipients.

The aim of this study was to assess the effect of HLA
disparity on the transplant outcomes after single-unit
UCBT in pediatric and adult recipients. The accumulation
of single-unit CBT in adult recipients has enabled us to
assess separately the effect of HLA disparity on CBT out-
comes in children and adults.

Design and Methods

Study design and dala source

For this retrospective observational study, recipients’ clinical
data were provided by the Japan Cord Blood Bank Network
(JCBBN). All 11 cord blood banks in Japan are affiliated with the
JCBBN. JCBBN collected the recipients’ clinical information at 100
days post-transplant through the Transplant Registry Unified
Management Program (TRUMP) of the Japan Society of
Hematopoietic Cell Transplantation (JSHCT)."” Information on
survival, disease status, and long-term complications including
chronic graft-versus-host disease and second malignancies is
renewed annually. Patient consent is not required for TRUMP reg-
istration of the JSHCT for the registry data consists of anonymized
clinical information. This study was approved by the data man-
agement committees of the J[SHCT and the JCBBN, and by the
institutional review boards of Saitama Medical Center, Jichi
Medical University and Nagoya University Graduate School of
Medicine, Japan.

Patienis )

The subjects were patients with acute myeloid leukemia (AML),
acute lymphoblastic leukemia (ALL), chronic myeloid leukemia
(CML), or myelodysplastic syndrome (MDS), who were recipients
of their first UCBT between January 2000 and December 2009.
Among 2,461 recipients of single-unit UCB with complete HLA-A,
HLA-B, low-resolution and HLA-DRB1 high-resolution data, 51
recipients with 4 HLA mismatches were excluded. Thirty recipi-
ents who did not receive GVHD prophylaxis and 2 recipients for
whom information regarding the conditioning regimen was miss-
ing were excluded. A total of 2378 single-unit UCB recipients (498
children aged 15 years or under at transplant, and 1880 adults aged
16 years or over at transplant) were subjects for analysis.

HiA typing

Histocompatibility data for low-resolution typing for the HLA-
A, HLA-B, and HLA-DR loci and high-resolution typing for HLA-
DRB1 were obtained from the TRUMP database which includes
HLA information provided by cord blood banks or transplant cen-
ters. The level of HLA typing in the present study was HLA-A,
HLA-B, low-resolution, and HLA-DRB1 high-resolution, as in
other studies in Europe and North America. However, according
to current practice in Japan, mismatches in HLA-DR loci were
counted at the low-resolution level at UCB unit selection.
Therefore, results regarding the effect of HLA mismatches in HLA-
A, HLA-B, and HLA-DR low-resolution are also provided (Online
Supplementary Table S1). Analyses from the Japan Marrow Donor
Program (JMDP) showed better survival in HLA class II mis-
matched recipients compared to HLA class I mismatched recipi-
ents. Thus, in Japan, a single-DRB1-mismatched UBM donor is

preferred over a single-A-mismatched UBM or single-B-
mismatched UBM donor.”® This background affected HLA typ-
ing strategy of HLA-DR low-resolution typing instead of high-res-
olution typing for selection of cord blood units in Japan. This
observation may explain the fact that the frequency of 4/6 grafts
is higher in this cohort than in cohorts in Europe and the USA.

Definitions

The primary outcome of the analyses was overall survival,
defined as time from transplant to death from any cause. Several
secondary end points were also analyzed. Neutrophil recovery
was defined as an absolute neutrophil count of at least 0.5x10%/L
cells per cubic millimeter for three consecutive points; platelet
recovery was defined as a count of at least 50x10° platelets per
cubic millimeter without transfusion support. The recipients of
reduced-intensity conditioning were also defined with the criteria
above, according to the previous report that confirmed complete
donor chimeras of all engrafted patients after CBT with reduced-
intensity conditioning.”’ Diagnosis and clinical grading of acute
GVHD were performed according to the established criteria.”**
Relapse was defined as the recurrence of underlying hematologic
malignant diseases. Transplant-related death was defined as death
during a continuous rerission.

Statistical analysis

Descriptive statistical analysis was performed to assess patient
baseline characteristics, diagnosis, disease status at conditioning,
donor-patient ABO mismatches, preparative regimen, and GVHD
prophylaxis. Medians and ranges are provided for continuous vari-
ables and percentages are shown for categorical variables.
Cumulative incidence curves were used in a competing-risks set-
ting to calculate the probability of acute and chronic GVHD,
relapse and transplant-related mortality (TRM).”* Gray's test was
used for group comparisons of curulative incidences.” An adjust-
ed comparison of the groups with regard to overall survival (OS)
was performed with the use of the Cox’s proportional-hazards
regression model.” For other outcomes with competing risks, Fine
and Gray’s proportional-hazards model for the subdistribution of
a competing risk was used.” For neutrophil and platelet recovery,
death before neutrophil or platelet recovery was the competing
event. For GVHD, death without GVHD and relapse were com-
peting events. For relapse, death without relapse was the compet-
ing event, and for transplant-related mortality (TRM), relapse was
the competing event.”® For acute GVHD, subjects were limited to
those who engrafted, and for chronic GVHD, subjects were limit-
ed to those who engrafted and survived at Jleast 100 days after
transplantation.

The variables considered were the patient’s age at transplant (5
years or over vs. under 5 years for pediatric recipients, and 50 years

-or over vs. under 50 years for adult recipients; cut-off points were

around the median in each group), patient’s sex, donor-patient sex
mismatch (matched vs. male to female vs. female to male), donor-
patient ABO mismatch (major mismatch vs. matched or minor
mismatch), diagnosis (AML, ALL, CML or MDS), disease status at
conditioning (first or second complete remission (CR) of AML,
1CR of ALL, first chronic phase of CML, and refractory anemia or
refractory anemia with ringed sideroblasts as standard-risk dis-
eases vs. advanced for all others), the conditioning regimen
(reduced-intensity conditioning vs. myeloablative conditioning),
and the type of prophylaxis against GVHD (tacrolimus-based vs.
cyclosporine-based). Conditioning regimens were classified as
myeloablative if total-body irradiation >8 Gy, oral busulfan =9
mg/kg, intravenous busulfan 27.2 mg/kg, or melphalan >140
mg/m’ was used based on the report from the Center for
International Blood and Marrow Transplant Research.”* We cat-
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egorized patients for whom there was insufficient information
regarding the doses of agents or radiation used for the condition-
ing regimen according to information on the conditioning intensi-
ty (i.e. whether or not the conditioning regimen was intended to
be myeloablative) as reported by the treating clinicians. The cry-
opreserved total nucleated cell dose was categorized as
>10.0x107/kg, 5.0-9.9 x 107/kg, 2.5-4.9x107/kg, or <2.5 x 107/kg for
children, and >3.0x107/kg, 2.5-2.9x107/kg, 2.0-2.4x10°/kg, or
<2.0x107/kg for adults. HLA disparity and nucleated cell dose were
maintained in the model. Since patient age was highly correlated
with the total nucleated cell dose in children, age was excluded
from multivariate analyses for pediatric recipients. Other variables
were selected in a backward stepwise manner with a variable
retention criterion of P<0.05. Interaction between HLA disparity
and adult (patient age at transplant 16 years or over) or child
(patient age at transplant 15 years or under) was tested for overall
survival by using a Cox’s proportional-hazards regression model
adjusted by other significant covariates in the final model for adult
and pediatric recipients except for patient age. All P values were
two-sided.

Resulis

Patignts’ characteristics

Table 1 shows patients’ characteristics, their disease,
and transplant regimens. Median age at transplant was
five years (range 0-15) in 498 pediatric and 49 years (range
16-82) in 1880 adult recipients of single-unit CBT. The
proportion of females was 45% in both children and
adults. Among children, the proportion of patients with
ALL was greatest (58%) followed by that of patients with
AML (34%). Among adults, the most frequent disease was
AML (59%), followed by ALL (22%) and MDS (13%). The
median number of cryopreserved total nucleated cells
received in children was 5.30 x 107/kg, which was signifi-
cantly greater (approximately double) than the number of
nucleated cells received in adult patients (2.52 x 107/kg). In
adults, only 33 patients (2%) received CB with a total
nucleated cell dose greater than or equal to 5.0 x 107/kg. In
children, 82 patients (16%) received HLA-matched (6/6)
UCB, 222 (45%) received one-locus-mismatched (5/6),
158 (32%) received two-loci-mismatched (4/6), and 36
(7%) received three-loci-mismatched (3/6) UCB. For
adults, the numbers and proportions of recipients were 71
(4%) for 6/6, 309 (16%) for 5/6, 1025 (55%) for 4/6, and
475 (25%) for 3/6. Among those who received 3/6 UCB,
only 2 pediatric and 11 adult patients received three HLA-
A, HLA-B, HLA-DR low-resolution mismatched UCB.
Eighty-eight percent (TBI regimen 62 %, non-TBI regimen
26%) and 62% (TBI regimen 56%, non-TBI regimen 6%)
of children and adults, respectively, received myeloabla-
tive conditioning. Fludarabine-based reduced-intensity
conditioning was given to 34% of adult recipients. T-cell
depletion fn vivo with antithymocyte globulin or antilym-
phocyte globulin was performed in only 6 (2%) child
recipients and 26 (1%) adult recipients. The median fol-
low-up period for survivors was 2.4 years (range 0.1-9.5)
for pediatric recipients and 2.1 (range 0.1-9.0) years for
adult recipients.

Outeoms
Overall survival, relapse, and transplant-related mortali-
ty: among children, overall mortality in 4/6 UCB recipients

was significantly higher than that in 6/6 UCB recipients
(RR=1.61, 95% confidence interval [CI], 1.02-2.56,
P=0.042) (Table 2). Overall mortality increased with the
number of mismatched loci in children (P for trend 0.043).
The increased mortality in 4/6 UCB recipients was mainly
affected by increased transplant-related mortality (TRM)
(RR=3.55, 95%CI: 1.47-8.58, P=0.005) (P for trend 0.002)
but not by the risk of relapse (RR=0.77, 95%CI: 0.48-1.24,
P=0.392) in children. Among children, there were no dif-
ferences in the risks of mortality and relapse between 5/6
UCB recipients (RR=1.07, P=0.765 for overall mortality;
RR=1.06, P=0.794 for relapse; and RR=1.29, P=0.58 for
TRM) and 6/6 UCB recipients (Table 2).

In adults, the number of HLA mismatches was not sig-
nificantly associated with increased mortality (for overall
mortality: RR=0.99, P=0.944 for 5/6; RR=0.88, P=0.436 for
4/6; RR=0.95, P=0.751 for 3/6; for TRM, RR=1.41,
P=0.205 for 5/6; RR=1.24, P=0.408 for 4/6; RR=1.29,
P=0.339 for 8/6). A two-loci mismatch was associated
with a decreased risk of relapse in adult recipients
(RR=0.70, P=0.075 for 5/6; RR=0.67, P=0.034 for 4/6;
RR=0.70, P=0.07 for 3/6) (Table 2). The risks of mortality
were similar when subjects were limited to those with
standard risk disease status or to those with advanced risk
disease status at transplant, to those who received mye-
loablative conditioning or to those who received reduced-
intensity conditioning (Owuline Supplementary Table S2). A
decreased risk of relapse was more prominent in patients
with acute myeloid leukemia, and those who received
reduced-intensity conditioning (Ouline Supplementary Table
S2).)

Figure 1 shows unadjusted overall survival curves in
children and adults. In children, the unadjusted probabili-
ties of survival at three years post-transplant were 66 % for
6/6, 62% for 5/6, 45% for 4/6, and 62% for 3/6 (P=0.032)
(Figure 1A). In adults, the survival probabilities in all of the
HLA disparity groups were similar (38% for 6/6, 37 % for
5/6, 39% for 4/6, and 40% for 3/6 at three years post-
transplant, P=0.567) (Figure 1B). A similar trend was seen
when subjects were limited to standard-risk disease status
at transplant (81% for 6/6, 76% for 5/6, 57 % for 4/6, and
81% for 3/6 at three years post-transplant, P=0.035, for
children; 51% for 6/6, 57 % for 5/6, 58% for 4/6, and 55%
for 3/6 at three years post-transplant, P=0.375, for adults)
(Online Supplementary Figure S1).

A test of the interaction between HLA disparity and age
(adult vs. child) revealed that the effect of HLA disparity
on overall survival differed significantly between the pedi-
atric and adult patient groups (P=0.009 for HLA disparity
of 0-1 mismatches vs. 2-3 mismatches).

Hematologic recovery

The cryopreserved total nucleated cell dose significantly
affected neutrophil and platelet recovery in children and
neutrophil recovery in adults (Table 3). HLA disparity did
not significantly affect neutrophil or platelet recovery in
adults or children for neutrophil recovery: RR=1.03,
P=0.823 for 5/6; RR=0.96, P=0.799 for 4/6; RR=0.67,
P=0.068 for 3/6 in children; RR=0.89, P=0.436 for 5/6;
RR=0.92, P=0.576 for 4/6; RR=0.84, P=0.243 for 3/6 in
adults; for platelet recovery: RR=0.89, P=0.438 for 5/6;
RR=0.75, P=0.09 for 4/6; RR=0.71, P=0.164 for 3/6 in chil-
dren; RR=1.05, P=0.775 for 5/6; RR=1.05, P=0.791 for 4/6;
RR=0.99, P=0.951 in 3/6 in adults (Table 3).
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