212 EUROPEAN JOURNAL OF MEDICAL RESEARCH

Eur ] Med Res (2007) 12: 212-215

May 29, 2007

© 1. Holzapfel Publishers 2007

PROSTATE CANCER TISSUE IS MASKED BY BICALUTAMIDE: A CASE REPORT
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Abstract

Prostate cancer is the most common malignant tumor
in men. Recently, a slightly decreased frequency of
margin positivity following neoadjuvant bicalutamide
treatment due to tumor shrinkage was reported. Trials
investigating other anti-androgens in the past also re-
ported lower frequencies of surgical margin positivity,
but patients outcome has not improved.

In this case, local recurrence was confirmed by nee-
dle biopsy in a patient five years following radical
prostatectomy for prostate adenocarcinoma. After
therapy with 50 mg bicalutamide for a month, the tu-
mour was resected. Despite of detailed histological
work-up and immunohistochemistry cancer suspicious
lesions were not found. We think that bicalutamide
may be capable of masking prostate cancer cells.
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INTRODUCTION

Prostate cancer (PCA) is the most common malignan-
cy in western countries [1]. A standard curative thera-
py is radical prostatectomy and achieves long-term
cancer control in approximately 75% of patients. In
case of recurrence, recommended treatment includes
hormonal manipulation and/or radiation [2]; a com-
mon drug in non-steroidal anti-androgen hormonal
ablation is bicalutamide. Herein, we describe a case of
disappeared cancerous lesion following the treatment
with 50mg bicalutamide daily for one month.

CASE REPORT

A 60-year-old man presented with histological con-
firmed, ¢T3 staged prostate cancer in the left lobe.
The prostate specific antigen (PSA) was 25.04 ng/ml.
Scintigraphy and lung x-ray were without evidence of
metastasis. He underwent radical retropubic prostatec-
tomy. A small glandular, in part cribriform prostate
adenocarcinoma was seen with capsular penetration
and infiltration of the left seminal vesicle; bilateral
resection of the seminal vesicles was described in
the surgical report (pT3b NO RO G2b, Gleason Score
3+3=0).

Serum PSA was 0.03 ng/ml two months postopera-
tively, but started to increase (0.13 ng/ml) six months
postoperatively. PSA levels were continuously increas-
ing but the patient refused additional treatment (0.23
ng/ml, 12 months; 0.39 ng/ml, 21 months; 0.85
ng/ml, 34 months; 2.15 ng/ml, 47 months, 3.85
ng/ml, 60 months postoperatively). Serum PSA was
6.36 ng/ml 62 months postoperatively and abdominal
sonography showed a suspicious mass behind the uri-
nary bladder. Magnetic resonance imaging (MRI) con-
firmed a 14 mm x 10 mm x 10 mm tumour at the pos-
terior wall of the urinary bladder, 3 cm cranial the
bladder neck. No additional suspicious lesions in the
lower pelvic cavity were seen. A needle biopsy was
performed, and a small glandular, in part cribriform
tumour was detected (Gleason Scotre 4 + 3 = 7). Im-
munhistochemical staining was positive for alpha-
methylacyl-CoA racemase and negative for p53 (see
Fig. 1a/b). The patient started with daily intake of 50
mg bicalutamide.

One month later, he was admitted to our hospital
for the resection of this suspicious lesion. With a
transvesical approach a solid mass was removed in the
left paramedian region behind the urinary bladder.
Macroscopically, the mass resembled seminal vesicle
tissue, and this astonishing finding following radical
prostatectomy was confirmed by histology. Despite of
serial sections, there were no signs of cancerous tissue
(see Fig. 1c/d). Additionally, there wete no charactetis-
tics of previous antiandrogen treatment. PSA and
pancytokeratin staining were negative.

Nevertheless, we assume that the preoperative iden-
tified tumour mass was removed as serum PSA de-
creased (0.29 ng/ml within a period of 6 days). Serum
PSA was decreasing under bicalutamide therapy (3.01
ng/ml, 2.85 ng/ml, 2.50 ng/ml, 2.23 ng/ml, 2.02
ng/ml, 2.35 ng/ml: one, two, four, six, 12 and 18
months postoperatively). 18 month following the re-
section of the local recurrence, the patient does not
suffer from signs of metastatic disease, and MRI of
the pelvis did not show any recurrent tumor.

DiscussioN

The effect of bicalutamide on prostate histology was
investigated in two studies [3, 4]: Treatment with 50
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Fig. 1. A and B, needle biopsy of the suspicious mass posterior the urinary bladder. Haematoxylin and eosin (A) and immunhis-
tochemical staining (positive for alpha-methylacyl-CoA racemase, B) shows the local recurrence of an moderately differentiated
adenocarcinoma of the prostate. C and D, the surgical specimen does not show any suspicious tumor cells in haematoxylin and
eosin staining. Histology demonstrates the presence of unstriated tissue from the urinary bladder and residual seminal vesicle

tissue (D).

mg bicalutamide per day for 24 weeks did not induce
characteristic changes in prostate histomorphology [3].
A higher dosage (150 mg daily for 3 months) induced
basal cell hyperplasia, transitional cell metaplasia and
atrophic epithelium [4]. Total prostate volume [3, 4],
and cancer and high-grade prostate intraepithelial neo-
plasia volume were reduced [3]. The frequency of pos-
itive surgical margins was numerical reduced in the bi-
calutamide treated group [3]. It was therefore suggest-
ed that bicalutamide could be a worthwhile neoadju-
vant drug. In the presented case, cancer cells were un-
detectable using routine (haematoxylin and eosin) or
immunhistochemical (pancytokeratin, PSA) staining
techniques following one month of daily 50 mg bica-
lutamide intake. Nevertheless, serum PSA was de-
creasing following surgery, implicating that cancer cells
were removed.

In the past it was observed that steroidal anti-an-
drogens such as cyproterone acetate induce distinct
changes of prostate cancer morphology that make an
accurate pathological diagnosis difficult [5]. Further-

more, it was suggested that clandestine tumor cells
could be missed in routine haematoxylin and ecosin
staining, and therefore immunohistochemistry would
be necessary for accurate diagnosis after hormonal
blockade [6]. Additionally, tumor shrinkage following
hormonal blockade complicates histological assess-
ment [5]. Nevertheless in the study of Kollermann et
al,, a third of pTO prostatectomy specimens following
neoadjuvant hormonal blockade did not show any
cancer cells despite of very detailed histological analy-
sis |7]. Importantly, pT0 tumors failed to show signifi-
cant prognostic differences in the risk of biochemical
recurrence [8]. In general, the incidence of margin
positivity following neoadjuvant hormone ablation is
decreased, but disease free survival was not improved
(reviewed in [9]).

This is what we believe the first report of prostate
cancer tissue masked by bicalutamide treatment. The
reduced observation of margin positivity following
neoadjuvant bicalutamide therapy could be at least
partially caused by this phenomena. In this case a ben-
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Fig. 2. A and B, Magnetic resonance imaging (MRI) five years following radical prostatectomy shows a 14 mm x 10 mm x 10
mm suspicious mass at the posterior wall of the urinary bladder 3 cm cranial the bladder neck. There are no additional suspi-
cious lesions in the pelvis. C and D, MRI six months following the resection of the tumor. There are no signs of residual tumor.

efit for the patients’ outcome would be unlikely, as
studies concerning cyproterone acetate demonstrate.
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