Case Report

Prostatic Carcinoma Shrunk After Intraprostatic

Injection of Botulinum Toxin
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INTRODUCTION

I present a patient with metastatic
prostate cancer (PCa), who had

an intraprostatic injection of
botulinum toxin in order to relieve
his prostatic obstruction. One
month later, the ultrasonographic
appearance of the primary prostatic
tumor was improved dramatically.

CASE REPORT

A 68-year-old man presented

with metastatic PCa three years
earlier with initial serum level of
prostate-specific antigen (PSA) 521
ng/mL, Gleason score 4 + 4 = 8,
and extensive bone disease. He
underwent castration-refractory
one year after the primary diagnosis
and he was till recently progressing
slowly under castration plus
dexamethasone and lanreotide.

I performed a
transperineal
intraprostatic injection
of botulinum toxin
type A (BT-A) with a
dosage of 1000 units of
Dysport / Ipsen diluted
in 0.5% adrenaline
solution of water for
injection, in a single
injection directly
between the two
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guidance, in a total volume of 7
cm’, in order to relieve his ongoing
prostatic obstruction.)

In the TRUS performed just before
the BT-A injection, there were
apparent two hypoechoic oval

areas at the peripheral zone of the
left lateral prostatic lobe, reflecting
the digital finding of the left lobe
hardness, sized 26 x 14 mm and

16 x 9 mm, respectively. The lesions
were obviously infiltrating far outside
the prostatic capsule (Figure 1).

Twenty-eight days later, the
hardness of the left lobe was much
lessened; however, the whole gland
was found digitally much smaller.
Transrectal ultrasonography
revealed only one hypoechoic area
located inside the gland measuring
10 x 8 mm (Figure 2). The total
prostate volume dropped from

Figure 1. Two hypoechoic oval areas at the peripheral zone of
the left lateral prostatic lobe (Just before BT-A injection).
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Figure 2. Transrectal ultrasonography shows only one hypoechoic
area located inside the gland (one month after BT-A injection).

48.8 to 34.3 cm® (30% reduction), ie, much less
than the primary tumors’ size reduction. The
serum level of PSA continued rising from 92 to
131 ng/mL, with an almost stable doubling time
of about two months. His serum level of alkaline
phosphatase (ALP) rose from 77 to 87 units
(normal value < 136 units). The Stamey Mears
test was negative for prostatitis or other urinary
tract infection. Post-void residual urine volume
dropped from 122 to 88 cm® while Qmax rose
from 5 to 9 mL/min.

Immediately after BT-A injection, alfuzosin

with a dosage of 10 mg/day was discontinued,
and the patient received a two-week circle of
capecitabine with an average dosage of 1.5 gr/

day (1 gr/m?/day). The initial dosage of 2 gr/day
had to be reduced twice during the circle due to
neurotoxicity and severe fatigue. Finasteride with
a dosage of 10 mg/day was added to his treatment.

Two months after the BT-A treatment, the TRUS
of the prostate revealed no hypoechoic lesion.
The serum level of PSA decreased to 101 ng/mL,
and then ALP continued rising, but less quickly,
from 87 to 94 ng/mL. In the meantime, the
patient received one more circle of capecitabine.

Four months after the BT-A injection and
progressive deterioration of the systemic disease,
the patient turned paraplegic, due to pressure to
the spinal cord by spinal metastases. He had been
irradiated and became better initially, but died
thirteen months after the BT-A injection. His
death was due to repeated ileus probably due to

240

symphyses caused by the irradiation treatment.
No ascites, no bowel or hepatic tumor, and no
pulmonary metastasis were seen. He only had a
surgical history of cholecystectomy. Due to his
general condition, he underwent the evaluation
of the prostate under TRUS only once again,
five months after the BT-A injection, with
absence of hypoechoic lesions and normal digital
findings. However, eight months after the BT-A
injection and after the progression of the spinal
cord involvement, the prostate turned digitally
again malignant (PSA = 240 ng/mL, ALP = 101

units).

DISCUSSION

I do not believe that the shrinking of the primary
tumors was due to the action of capecitabine

or finasteride, but of course, nobody can deny
that their combination may be helpful. Possible
synergy of castration, dexamethasone, and
lanreotide should be taken into account as well.

To the best of our knowledge, this is the first
reported BT-A injection in a patient with the
PCa. Since long ago, there was evidence of
possible action of BT-A against PCa, including the
presence of muscarinic, specifically M3, receptors
in LNCaP cells!? and in natural human prostatic
carcinomas.! Recently, it was reported that
BT-A inhibits the growth of LNCaP cells in vitro
and in vivo, as xenografts in nude mice.(?

My findings of the primary prostate tumors being
clinically dissolved after local BT-A injection

and being effective for at least 5 months (no

more than 8 months), with the proviso of a
heavy cancerous burden and a very aggressive
cancer, supports the former preclinical data and
should be investigated further. Unfortunately,
ideal candidates to study the clear effect of BT-A
injection on the local prostate cancer are only
patients with well-documented local disease,
suitable for watchful waiting, with prostatic
obstruction refractory to medical treatment, and
unwilling to undergo transurethral resection of
the prostate; and these patients are not so many.
Maybe a clinical trial of the patients with the
prostate cancer having local irradiation with two
types of BT-A and non-BT-A injection could help
as well.
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