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Abstract

Prostate cancer is the most frequent malignant tumor in male. Despite its incidence increased
in the last few years, the mortality is gradually decreasing, even in patients with metastatic
prostate cancer (mPC). Unfortunately, prolongation of survival leads to the exhaustion of
therapeutic chances. Therefore, patients with good performance status (PS) may remain out
of further active treatments. We report the clinical case of a 71-year-old patient with symp-
tomatic metastatic castration-resistant prostate cancer (mCRPC) and good PS who progressed
after multiple treatments and started a hormonal therapy with megestrol acetate (MA).
MA is a synthetic progestin used for treatment of mPC in 1990s since it was shown to have an
antiandrogen activity. In our case, MA managed to overcome resistance to androgen receptor-
targeted agents (ARTAs), getting a dramatic biochemical and radiological response and a
rapid improvement of symptoms. Our clinical case shows that MA is an interesting therapeutic
option especially in long-survivor patients with mCRPC and a long progression-free survival
during ARTAs therapies.
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Introduction

PC is the most frequent malignant tumor in male. Recently, incidence of PC that had
greatly increased in the first years of 21st century is stable, especially in the 6th decade.
However, PC mortality is gradually decreasing and 5-year survival is now 91.4%, especially
thanks to advances in diagnosis and treatment [1].

Also in metastatic prostate cancer (mPC), overall survival (0S) is now increasing. In
the last few years, treatment of mPC has been widely revolutionized. Particularly, use of
chemotherapy (docetaxel, cabazitaxel), androgen receptor-targeted agents (ARTAs) (abiraterone,
enzalutamide), and radiometabolic therapy (radium-223) and combination of local and
systemic treatments significatively prolonged OS of patients affected by metastatic castration-
resistant prostate cancer (mCRPC). However, prolongation of survival of these patients
sometimes leads to the exhaustion of therapeutic chances, despite they still have a good
performance status (PS). We report clinical case of a patient with mCRPC progressing after
multiple treatments, who started a hormonal therapy with megestrol acetate (MA), an old
drug used for treatment of mPC in 1990s [1].

Case Presentation

In 2007, a 71-year-old Caucasian male, without significant comorbidities, was diagnosed
with PC. He first presented with lower urinary tract symptoms and a high PSA (20 ng/mL). A
subsequent prostatic biopsy revealed a high-grade (Gleason Score 8, 4 + 4) prostate adenocar-
cinoma.

From October to December 2007, patient underwent radical radiotherapy (RT), totally
delivering 78 Gy to prostate and seminal vesicles and 50 Gy to pelvis. Together with RT,
he started androgen deprivation therapy (ADT). PSA nadired at 0.3 ng/mL.

In October 2009, PSA reached 3.19 ng/mL. Choline PET/TC showed a local relapse with
lomboaortic and interaortocaval nodal metastases, so patient underwent RT from March to
April 2010. A cumulative 45-Gy dose was given to prostate and pelvic lymph nodes with a
20-Gy boost to local relapse. He had a good response and in June 2010 PSA was 0.31 ng/mL.

In December 2011, under pharmacological castration, PSA increased to 4.13 ng/mL and
choline PET/TC showed left laterocervical and supraclavicular metastatic lymph nodes. From
February 2012, patient started a three-weekly docetaxel chemotherapy, which continued for
twelve cycles together with ADT. In December 2012, choline PET/TC showed stable disease
(SD) with 2.56-ng/mL PSA. Moreover, patient received a cumulative RT dose of 46.8 Gy on
metastatic lymph nodes.

His disease was stable until September 2013, when PSA raised to 9.14 ng/mL and restaging
showed diffuse bone and lymph node metastases. At that time, patient also reported pelvic bone
pain (VAS 6). Therefore, in January 2014 he started 1 g per day abiraterone plus prednisone 10
mg per day. Patient experienced an excellent response to abiraterone and continued it for about
3 years (January 2014-January 2017). Particularly, in May 2014 PSA became undetectable,
choline PET/TC showed a complete response (CR), and pain disappeared (VAS 0).

In February 2016, because restaging showed a new symptomatic bone metastasis in
right scapula with an increased PSA (2.04 ng/mL), patient underwent palliative RT (total
dose 33 Gy). Subsequent PSA control dropped to 0.05 ng/mL. In September 2016, patient
experienced G3 leukopenia and a G2 fluid retention with ascites and edemas, so abiraterone
was reduced to 500 mg per day, with a complete recovery.

After 3 months, he reported pain on left scapula, described as a flare (VAS 9). In fact,
choline PET/TC showed a CR on right scapula but revealed a new bone lesion on left humerus.

1
Karger <

313



Case Rep Oncol 2022;15:312-317

DOI: 10.1159/000522086 © 2022 The Author(s). Published by S. Karger AG, Basel
www.karger.com/cro

La Vecchia et al.: Role of Megestrol Acetate in Pretreated mCRPC

Fig. 1. Basal choline PET/TC at the beginning
of MA treatment reveals progressing medias-
tinal nodal metastases.

Fig. 2. Basal choline PET/TC at the beginning
of MA treatment reveals appearance of new
bone metastases.

Briefly, because patient refused intravenous treatments like chemotherapy or radiometabolic,
from January 2017 he was treated with enzalutamide 160 mg per day and undergone 20-Gy
palliative RT to left humerus. Bone pain and PSA control steadily improved.

Patient continued enzalutamide for 26 months, until March 2019. In March 2018, he
underwent stereotactic RT to progressing mediastinal nodal metastases, with partial
response (PR). In January 2019, enzalutamide was reduced to 120 mg per day because of
G2 asthenia.

In March 2019, choline PET/TC revealed the appearance of new bone metastases in
righthumerus, sternum, left acetabulum, and eighth dorsal vertebra and progressive disease
in left hemicostat and mediastinal lymph nodes metastases (shown in Fig. 1, 2). PSA raised
to 65.72 ng/mL and patient reported severe pain in his right arm and left hip. ECOG PS
declined (1). Therefore, he received palliative RT on painful bone metastases and started a
new hormonal therapy with MA.

In November 2019, he showed a dramatic response with significant PSA decrease (21.26
ng/mL). Bone pain disappeared. ECOG PS improved (0). In January 2020, choline PET/TC
revealed an important uptake reduction in bone metastases (shown in Fig. 3). In April 2020,
after 1 year of treatment, PSA was stable (32.31 ng/mL). So, patient continued treatment with
MA, without any significant toxicity.

PSA was stable until December 2020, when patient experienced a biochemical and clinical
progression with a PS decline. After 20 months, patient stopped MA and then received only
best supportive care. Patient died in April 2021.

Discussion
MA is a synthetic progestin that was shown to be able to lower serum concentrations

oftestosterone, luteinizing hormone, and follicle-stimulating hormone in patients affected
by benign prostatic hypertrophy. Moreover, MA was shown to have an antiandrogen

-
Karger <

314



Case Rep Oncol 2022;15:312-317

DOI: 10.1159/000522086 © 2022 The Author(s). Published by S. Karger AG, Basel
www.karger.com/cro

La Vecchia et al.: Role of Megestrol Acetate in Pretreated mCRPC

Fig. 3. Choline PET/TC after 9 months of MA
treatment (January 2020) reveals an important
uptake reduction in bone metastases and a
metabolic CR in mediastinal nodal metastases.

activity; particularly, it blocks the binding of testosterone and dihydrotestosterone to
the androgen receptor, inhibits conversion of testosterone to dihydrotestosterone by
S5a-reductase, and causes adrenal suppression. In fact, dihydrotestosterone and adrenal
sexual hormones are the most important endogen stimulus for promoting PC growth
[2, 3].

MA was first investigated in treatment of advanced PC in late 1970s. A small study upon
about 20 patients with advanced PC showed that MA is able to control disease both in untreated
and pretreated patients. Better results were obviously reached in untreated. Among 11
patients pretreated with hormone therapy, one had a PR and eight SD; moreover, previous
hormone treatments sometimes include estrogens. However, this study was very small and
then inconclusive [4].

Subsequent studies, although small, have investigated the role of MA in the treatment of
mPC, especially in hormone-refractory patients. MA has a little activity but was shown to be
able to get a SD in a number of patients, even in castration-resistant disease [5-7]. These data
were confirmed by a larger clinical trial, that has also demonstrated high-dose MA has not
better activity and efficacy than low dose [8].

Our clinical case report deals with a patient with a very long history of mCRPC that was
always characterized by a certain sensitivity to androgen-receptor blockage. In fact, after a
4-year ADT, progression-free survival with docetaxel was 18 months; of course, it is not
a short period, but what was very surprising is objective response and next-line systemic
treatment (NEST)-free survival with ARTAs. NEST-free survival is a new interesting endpoint
that was introduced by Onal et al. [9] to evaluate real efficacy of ARTA therapies in oligopro-
gressing patients who received metastasis-directed therapies. Abiraterone and enzalutamide
NEST-free survival was 3 years and 26 months, respectively. Abiraterone managed to get a
clinical and radiological CR with a very long duration of response, while enzalutamide got a
radiological PR with a significant PSA decrease.

Our clinical case also showed the importance of combining local and systemic treatments
in the management of mPC to control oligoprogression sites and prolong NEST-free survival.
Although this combined strategy does not represent a standard of care, several studies showed
improvements in local control, progression-free survival and OS, preserving the current
therapy and delaying the start of a new systemic therapy [9, 10].

Finally, after disease progression during enzalutamide, we decided to start a new line of
hormone therapy. In fact, considering age, PS, and patient’s will, available therapeutic options
were running out, but particularly we trusted a disease’s residual sensitivity to androgen
receptor-targeted therapies. MA, blockingandrogenreceptor and adrenal hormonal synthesis,
managed to overcome resistance to ARTAs, getting a dramatic biochemical and radiological
response and a rapid improvement of symptomes.
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Conclusion

MA is an interesting therapeutic option for long-survivor patients affected by mCRPC,
progressing after multiple lines of chemotherapy and ARTA, especially if they got a very long
NEST-free survival and good response during ARTA therapies, thus suggesting a very high
sensitivity to androgen receptor blocking for their disease.
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