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female), age at diagnosis (continuous variable), ENS@T
stage (I vs II vs III), hormone secretion (yes vs no), and
Weiss score and mitotic index (mitosis count R9/50
high power field (HPF) vs !9/50 HPF). The mitotic
index of 9/50 HPF was previously demonstrated by our
group to have an independent adverse prognostic effect
on either RFS or OS in a cohort of 92 patients with ACC
(22). Missing data were dealt with by excluding patients
from particular analyses if their files did not contain
data for the required variables. All reported P values
are two-sided. P values of !0.05 were considered to
indicate statistical significance.

Results

One hundred and twenty-two patients entered the
study. Their baseline characteristics are provided in
Table 1. Mitotane was given according to a low-dose
start-up regimen, defined as!6 g daily at the 14th day
of treatment, in 77 patients (63.1%) while a high-dose
start-up regimen, defined as more than 6 g daily or
more, at the 14th day of treatment, was followed in
45 patients (36.9%), according to local preferences.
The two groups of patients did not differ for baseline
characteristics and the percentage of patients attaining
plasma mitotane levels of 14 mg/l, or higher, within
3 months (Table 2). The median interval between tumor
resection and initiation of mitotane was 2 months
(1–4 months). The median follow-up period after
surgery was 36 months (7–169 months) and the
median duration of mitotane treatment was 25 months
(6–165 months).

Of the 122 patients included in the study, 63 patients
(52%) maintained at least 75% of the available
determinations during follow-up of the target plasma
mitotane concentrations of at least 14 mg/l, or higher,
(group 1) and 59 patients (48%) did not (group 2).
On average, mitotane measurements were done every
3 months in 86 patients and every 6 months in

36 patients. The median follow-up duration was
40months (11–169months) in group 1 and 34months
(7–156 months) in group 2. A flow-chart of the patients
stratified according to the plasma mitotane threshold
of 14 mg/l and time needed to reach that concentration
is provided in Fig. 1.

During follow-up, ACC recurrence was observed
in 58 patients (47.5%): 22 in group 1 (35.0% of the
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Figure 1 Study population.
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Figure 2 (a) Kaplan–Meier estimates for recurrence-free survival
during adjuvant mitotane therapy. Solid line, patients with mitotane
levelsR14 mg/l during follow-up (nZ63); dashed line, patients with
mitotane levels !14 mg/l during follow-up (nZ49). (b) Kaplan–
Meier estimates for overall survival during adjuvant mitotane
therapy. Solid line, patients with mitotane levels R14 mg/l during
follow-up (nZ63); dashed line, patients with mitotane levels
!14 mg/l during follow-up (nZ49).
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Figure 2 (a) Kaplan–Meier estimates for recurrence-free survival
during adjuvant mitotane therapy. Solid line, patients with mitotane
levelsR14 mg/l during follow-up (nZ63); dashed line, patients with
mitotane levels !14 mg/l during follow-up (nZ49). (b) Kaplan–
Meier estimates for overall survival during adjuvant mitotane
therapy. Solid line, patients with mitotane levels R14 mg/l during
follow-up (nZ63); dashed line, patients with mitotane levels
!14 mg/l during follow-up (nZ49).
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