graded according to the toxicity grading criteria of JCOG,™ a
modified and expanded version of the National Cancer Institute
— Common Toxicity Criteria version 1.0.

Baseline evaluation included staging examination (mammo-
graphy, bone scintigram, brain computed tomography, chest
X-ray, abdominal ultrasonography, and bone marrow aspiration/
biopsy), complete medical history, physical examination, com-
plete blood cell count, serum chemistry, urinary analysis, tumor
marker, and estrogen receptor/progesterone receptor. Restaging
evaluation, including chest X-ray, bone scintigram, abdominal
ultrasonography, and tumor marker, was conducted every
3-4 months for the first 3 years, and every 6 months for the
subsequent 2 years. Central monitoring was carried out every
6 months throughout the study.

Study design and statistical analysis. The primary endpoint was
RFS and secondary endpoints were OS and toxicity. RFS was
defined as the time from randomization to the first observation
of relapse or death due to any cause. OS was defined as the
time from randomization to the time of death due to any cause.
Survival curves were estimated by the Kaplan-Meier method
and compared using the log-rank test.

All eligible patients were analyzed as a data set. To detect a
40% increase in RFS at 5 years of the HDC arm compared with
30% of the STD arm at a significance level of 5% by two-sided
log-rank test and a power of 80%, 25 patients are required in
each arm, Three years of accrual time and 4 years of follow-up
time from the last patient enrolment were assumed initially. As
up to 25% of patients in the HDC arm might fail to receive
HDC, we estimated a requirement of 100 patients in total
(50 patients in each arm) in order to have sufficient statistical
power at the beginning of the study.

Patient enrolment into this trial was closed in March 1999,
and the actual accrual period was 5.8 years. The follow-up time
from the last patient enrolment was amended to 2 years, as
approved by the JCOG Data and Safety Monitoring Committee
in September 2000.%" Statistical re-calculation revealed 90%
power to detect a 30% increase in RFS at 5 years or 60% power
to detect a 20% increase with a significance level of 5% by
one-sided log—rank test. No interim analysis was carried out.

Results

Patients. Between May 1993 and March 1999, a total of 97
patients were enrolled from eight institutions. Two patients were
ruled ineligible, as one had stage IV disease and the other was
enrolled after the start of chemotherapy. Median age was 46 years
(range 27-55 years), and 72 patients (74%) were premenopausal,
The median number of involved axillary nodes was 16 (range
10-49), and 41 patients (42%) had 20 or more positive axillary
nodes. All patients had undergone a radical mastectomy. Forty-
eight patients were assigned to receive six courses of CAF
(STD arm), and 49 patients were assigned to receive additional
HDC with autologous stem cell support (HDC arm). The treatment
groups were well balanced in terms of characteristics such as
age, menopausal status, performance status, number of positive
axillary nodes, stage, and hormone receptor status (Table 1).

Fifteen patients (31%) in the HDC arm did not receive HDC,
including seven recurrences during or immediately after CAF
therapy, seven refusals and one ineligible patient (Fig. 2). One
patient in the HDC arm did not receive high-dose cyclophospha-
mide on day -3 due to the development of grade 4 arrhythmia
(complete atrioventricular block). In addition to the one ineligible,
five patients in the STD arm did not complete the planned six
courses of CAF therapy, consisting of three recurrences and two
refusals. Therefore, of the 97 patients enrolled, 76 (80%) of 95
eligible patients completed the planned treatments.

Major deviations from the protocol were: CAF chemotherapy
given despite the presence of grade 2 leukopenia (four patients
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Table 1. Characteristics of all randomized patients in the Japan
Clinical Oncology Group study, JCOG 9208

Treatment arm Standard-dose High-dose

No. of enrolled patients 48 49
Median age in years 47 (27-55) 46 (29-55)
(range)
Menopause Pre/post 34/14 g
PS on 417 4673
No. of positive axillary Median (range) 18 (10-46) 16 (10-49)
nodes
10-19 28 28
20- 20 21
Stage | 2 2
A -] 12
nus 18 16
1A 10 9
(11: ] 10 9
L' 1] ) |
ER +-funknown 29119/0 25/2212
PgR +-funknown 251221 227243

'Ineligible. ER, estrogen receptor; No., number; PgR, progesterone
receptor; PS5, performance status (0 or 1 according to the Eastern
Cooperative Oncology Group criteria®),

in the STD arm and nine in the HDC arm); CAF given despite
hepatic transaminase elevation >4 times the upper normal limit
(one patient in each arm); interval shortening and/or prolongation
between the cycles of CAF (four patients in the STD arm and
three in the HDC arm); initiation of CAF more than 10 weeks
after primary surgery (one HDC patient); and a larger dose (140%
of the planned doses) of cyclophosphamide and 5-fluorouracil
in the first cycle of CAF (one HDC patient).

RFS and OS. Seven years after patient recruitment was
completed, 52 (54%) of the 97 enrolled patients were alive.
Sixty-one (64%) of the 95 eligible patients relapsed or died, 33
(70%) of 47 paticnts in the STD arm and 28 (58%) of 48 in the
HDC arm, Primary analysis was carried out for all 95 eligible
patients. At 5 years, RFS of 47 eligible patients in the STD
arm and 48 eligible patients in the HDC arm was 37% (95%
confidence interval [CI], 23-51%) and 52% (95% CI, 37-66%),
respectively (two-sided log-rank, P =0.17) (Fig. 3). Estimated
median RFS time was 32 months (95% CI, 23-79 months) for
the STD arm and 70 months (95% CI, 36 months—) for the HDC
arm. Five-year survival of all randomized patients was 62%
(95% CI, 48-76%) for the STD arm and 63% (95% CI, 50-77%)
for the HDC arm (P = 0.78) (Fig. 4). Estimated median survival
time was 87 months for the STD arm (95% CI, 55 months-) and
was 110 months for the HDC arm (95% CI, 57 months-).

Toxicity. The HDC treatment was well tolerated, without any
treatment-related mortality. All 34 patients receiving HDC
actually developed grade 4 leukopenia and grade 4 neutropenia;
27 (79%) developed grade 4 and the other seven grade 3
thrombocytopenia. Hematological status was restored in all
patients. Non-hematological toxicities of HDC in 34 patients
are shown in Table 2, Three patients developed grade 4 non-
hematological toxicities. One developed grade 4 diarrhea on day
4 (9 days after the start of HDC) and recovered 2 days later.
Another showed transient grade 4 elevation of hepatic trans-
aminase on day 13 (18 days after the start of HDC). The third
patient developed grade 4 arrhythmia (complete atrioventricular
block) on day -3 (the third day of HDC), and completely
recovered by day 11 (14 days later).

Of 93 patients who actually underwent CAF therapy, seven
patients (8%) developed grade 4 neutropenia, but none developed

Cancer 5ci | January 2008 | vol.59 | no 1 | 147

© 2007 Japanese Cancer Association



o7 patients

randomized
48 patients 49 patients
assigned CAF assigned HDC
3 relapsed during CAF 3 relapsed during CAF
2 refused 4 relapsed after CAF
7 refused
1 ineligible™
Fig. 2. Trial profile of Japan Clinical Oncology
Group study, JCOG 9208. *Registered after
Napeioan szl the start of cyclophosphamide, doxorubicin, 5-
1 ¥ E . fluorouracil (CAF; violation). **Bone marrow
Palighie invol it was led before the start of CAF,
1.0
09
M s
0.7 |
o'e -
05
04
03
02
01}
- o 2 4 6 8 10 T!
2 4 6 8 10 12
years

Fig. 3. Relapse-free survival (RFS5) of all eligible patients in the Japan
Clinical Oncology Group study, JCOG 9208. At 5 years, the intent-to-
treat RFS of 47 eligible patients in the standard-dose (STD) arm and 48
eligible patients in the high-dose chemotherapy (HDC) arm was 37

and 52%, respectively (one-sided log-rank, P=0.17). Esti d medi

Fig.4. Overall survival (0S) of all randomized patients in the Japan
Clinical Oncology Group study, JCOG 9208. Five-year OS5 of all
randomized patients was 62% for the standard-dose arm and 63% for

RFS time was 36 months for the S5TD arm and 60 months for the
HDC arm.

grade 4 non-hematological toxicities. All the toxicities of CAF
therapy were transient.

Discussion

In the present phase I11 study, we evaluated the efficacy of HDC
in high-risk postoperative patients involving 10 or more axillary
nodes, using a common CAF regimen as an induction therapy,
and HDC as a consolidation after CAF therapy. So far, 13
randomized controlled studies to evaluate the use of HDC in

the high-dose chemotherapy arm (one-sided log-rank, P = 0.78).

high-risk primary breast cancer have been reported** including
the first report of our study.®" In the present report, we have
updated the analysis of the study, now with a median follow-
up of 63 months. However, our study was unable to show any
advantage of HDC in terms of RES or OS.

In our first report, the 4-year RFS of the STD arm was 43%
and that of the HDC arm was 61%, showing a trend favoring the
latter, although there was no statistical significance between
the two arms (P =0.12).%" In this analysis, the 5-year RFS of
the STD and HDC arms was 37% and 52%, respectively, again

Table 2. Non-hematological toxicities of high-dose chemotherapy in 34 patients in the Japan Clinical Oncology Group study, JCOG 9208

Toxicity Grade 1 (%) Grade 2 (%) Grade 3 (%) Grade 4 (%) Any grade (%)
Nauseafvomniting 3(9) 9 (26) 22 (65) 0 34 (100)
Diarrhea 10 (29) 11 (32) 9 (26) 1(3) 31 (91)
Mucositis 16 (47) 3(9) 5(15) 0(0) 24 (1)
Arthythmia 3(9) 13) 1(3) 0(0) 6 (18)
Infection 9 (26) 9 (26) 21(6) 1(3) 20 (59)
Bilirubin 0 4(12) 1(3) 0(0) 5 (15)
AST 15 (44) 12 (35) 5(15) 0(0) 32 (94)
ALT 10 (29) 13 (38) 7(21) 1(3) 31 (91)

No therapy-related death was observed during high-dose chemotherapy. All toxicities were graded accarding to the toxicity grading criteria of
JCOG,™ a modified and expanded version of the National Cancer Institute — Common Toxicity Criteria version 1.0. AST, aspartate

aminotransferase; ALT, alanine aminotransferase.
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without statistical significance. When we designed this randomized
study in 1992, we anticipated a 5-year RFS of 30% for the STD
arm, based on the results of consecutive clinical trials conducted
by CALGB (CALGB 7581 and CALGB 8082)™* and the
historical series in the National Cancer Center Hospital in Japan;
the 5-year RFS and 10-year RFS of patients involving 10 or more
axillary nodes were 30% and 19%, respectively (unpublished
data). However, we expected a 5-year RFS of 70% for the HDC
arm, based on the results of the phase II study by the Duke
group.” When we took a closer look at these results, and in
particular the selection biases in phase II studies, it seemed likely
that the expected difference in RFS between the two arms was
too large. As the present study was small and did not have
sufficient statistical power to detect small differences (90%
power to detect 30% increase in RFS at 5 years or 60% power to
detect 20% increase with a significance level of 5% by one-sided
test), there remains a possibility that a smaller advantage for the
HDC was missed. However, the absence of a trend favoring the
HDC arm in OS (P = 0.75) suggests that the survival advantage
for the HDC would be minimal even if it exists.

The 4-year RFS of 61% for the HDC arm was similar to that
of the collected data of the Autologous Blood and Marrow
Transplant Registry (ABMTR).®* However, the RFS data for
the HDC arm in the present study was inferior to that of the
Duke series (63% of 5-year RFS in the present study versus
71% in 5-year event-free survival [EFS] in the Duke series).!'?
In the Duke series, only 10% of patients had 20 or more axillary
node metastases (median, 14), whereas it was 41% of patients in
the present study (median, 16). The higher RFS in the Duke
series could be explained partly because they contained more
patients with lower risk than the present study. Another possible
explanation is that cyclophosphamide and thiotepa of the HDC
regimen used in the present study might be less active than
cyclophosphamide, carmustine, and cisplatin used in the Duke
series.”™ The cyclophosphamide and thiotepa regimen was most
common in HDC for stage II or III or inflammatory breast cancer,
followed by the cyclophosphamide, thiotepa, and carboplatin
regimen, according to analysis of ABMTR.? Although these
two regimens have never been directly compared in a randomized
fashion, the analysis of 3451 metastatic breast cancer patients
in ABMTR suggested that the HDC regimen did not affect
prognosis.* Furthermore, two other studies recruiting patients
with 10 or more positive axillary nodes"2” showed a 6-year RFS
of 48% and a 4-year RFS of 52% for the HDC arms, respectively,
similar to our results.

In contrast to the RFS results in the HDC arm, the 5-year RFS
of 37% for the STD arm was higher than initially anticipated.
According to the abstract for the annual meeting of ASCO in
1992 by Peters et al.'™ 3-year EFS of the historical control series
from CALGB using adjustment for duration of follow-up and
selected for age less than 56 years, involvement of 10 or more
axillary nodes, and freedom from failure of at least 5 months
was 30% in CALGB 8082 and 38% in CALGB 7581.%% In
an intergroup phase III study, 6-year RFS of 257 patients with
10 or more positive nodes in the conventional-dose arm was
46%" and in a German study, 4-year RFS in the conventional-
dose arm was 42%.%” Thus, it is unlikely that RFS in the
conventional-dose arm was too high in the present study. As Peto
commented on the trend towards a sizeable reduction in breast
cancer morality during the last decade, small improvements
might add up to a large beneficial effect™ in addition to patient
selection®*" and stage migration.®*

In the present study, all patients received tamoxifen 20 mg/day
for at least 2 years, irrespective of receptor status. In the German
study® tamoxifen was not planned in the initial protocol,
although it was amended.to prescribe tamoxifen for patients
with positive hormone-receptor status simultancously in the
HDC and STD arms. According to the Dutch study protocol'®
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all patients originally received tamoxifen (40 mg/day) for
2 years. Because of the increasing evidence for treatment with
tamoxifen in hormone receptor-positive patients, the protocol
was amended and only patients with hormone receptor-positive
cancer continued to receive tamoxifen for an additional 3 years.
On the contrary, in the ECOG study®” tamoxifen (20 mg/day)
was to be given for 5 years to hormone receptor-positive patients
in line with current recommendations. Furthermore, in the
present study, adjuvant radiotherapy was originally prohibited, as
regional radiotherapy had not been established when the proto-
col was designed. In the German study™ as well as the Dutch
study™ it was not initially specified. In contrast, 50 Gy of regional
radiotherapy was to be given in the ECOG study."® Thus, even
in terms of tamoxifen treatment and regional radiotherapy after
chemotherapy, protocols in the trials were varied. The results
from the single trials and the meta-analysis were inconclusive.
HDC should be further investigated in the context of contemporary
therapies such as taxanes, dose-dense therapy, hormonal therapy,
and radiotherapy.

Of 49 patients assigned to the HDC arm, 15 patients (31%)
did not undergo the HDC, which was more than expected (up to
25%). Seven had relapsed before HDC, and seven refused it
When we compared the 69% (34/49) of patients in the HDC arm
actually receiving HDC with the results of large studies (96%
[264/274] in a Scandinavian study,"* 90% [397/442] in a Dutch
national phase I study,™ 84% [214/254] in the ECOG study,""”
and 82% [123/150] in the German study®”), fewer patients
could complete HDC in the present study. In the US intergroup
trial,"® randomization was carried out after completion of the
induction chemotherapy. This might have been a better option for
the present trial.

In the present study, the effectiveness of HDC as consolidation
was not confirmed in patients with high-risk postoperative
breast cancer involving 10 or more axillary nodes. In the PEGASE
01 trial (n=314) enrolling patients with eight or more positive
axillary nodes, 3-year RFS was 71% and 55% (P =0.002) for
the HDC and STD arms, respectively."® Recently, Nitz eral.
published the most successful results of HDC in the West German
Study Group study.® In that study, tandem HDC was compared
with dose-dense chemotherapy in 403 patients with at least nine
positive nodes (mean, 17.6). Patients in the HDC arm received
two cycles of standard-dose EC (epirubicin 90 mg/m? and cyclo-
phosphamide 600 mg/m?) at 2-week intervals followed by two
cycles of HDC with epirubicin 90 mg/m?, cyclophosphamide
3000 mg/m?, and thiotepa 400 mg/m* every 21 days with auto-
logous hematopoietic stem cell support. Patients in the control
arm received dose-dense chemotherapy with four cycles of
standard-dose EC followed by three cycles of cyclophosphamide
600 mg/m?, methotrexate 40 mg/m?, and 5-flucrouracil 600 mg/m’
at 2-week intervals. With a median follow-up time of 48.6 months,
4-year EFS was 60% in the HDC arm and 44% in the control
arm (P = 0.00069). The 4-year OS rates were 75% and 70%
(P =0.02), respectively. Although an early and rapidly cycled
tandem HDC might be a promising approach to be prospectively
examined, the efficacy of HDC in the treatment of high-risk
primary breast cancer nonetheless remains inconclusive.

Retrospective subgroup analyses to find subsets with more
benefit from HDC have been reported, but because of the limited
sample size this could not be carried out in the present study. In
the Dutch study, patients with HER2-negative disease benefited
from HDC with a hazard ratio (HR) of 0.68 for RFS (P = 0.002)
and 0.72 for OS (P = 0.02)."" In the West German Study Group
trial, retrospective subgroup analyses for triple negative patients
showed that tandem HDC did significantly better than the
control arm in terms of RFS (HR = 0.31) and OS (HR =0.35,
P=0.011).47

In the present study, no treatment-related death occurred in
either treatment arm. The ABMTR database reported that 3% of
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patients treated with HDC died within 100 days after transplan-
tation in stage II or III or inflammatory breast cancer.®* Peters
etal. a treatment-related mortality of 12% in the Duke
series” and 7% in the HDC arm in the US intergroup trial.”"®
Although the present trial was the first multi-institutional study
using HDC for primary breast cancer patients in Japan,
HDC could be safely used by the JCOG members
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