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Abstract: Prostate cancer is dependent on the action of steroid hormones on the receptors. Endocrine
therapy inhibits hormone production or blocks the receptors, thus providing clinical benefit to
many, but not all, oncological patients. It is difficult to predict which patient will benefit from
endocrine therapy and which will not. Positron Emission Tomography (PET) imaging of androgen
receptors (AR) may provide functional information on the likelihood of endocrine therapy response
in individual patients. In this article, we review the utility of [18F]FDHT-PET imaging in prostate,
breast, and other hormone-dependent cancers expressing AR. The methodologies, development, and
new possibilities are discussed as well.

Keywords: FDHT; PET; androgen receptor; receptor targeting; fluorine radioisotopes; endocrine
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1. Introduction

Prostate cancer is a hormone-sensitive cancer. Tumor growth is dependent on andro-
gens, such as testosterone and its derivative 5α-dihydrotestosterone (DHT). More than
90% of testosterone is synthesized in the testicles, while the remaining is mainly pro-
duced in the adrenal glands [1]. The luteinizing hormone-releasing hormone (LHRH) and
the corticotropin-releasing hormone (CRH) produced by the hypothalamus stimulate the
release of the luteinizing hormone (LH) and the adrenocorticotropic hormone (ACTH),
respectively, from the anterior pituitary gland into the blood (Figure 1). The LH activates
the production of testosterone caused by the Leydig cells in the testicles while ACTH
triggers the production of testosterone and the other androgen dehydroepiandrosterone
(DHEA) from the adrenal glands. A negative feedback loop regulates hypothalamic and
pituitary hormone secretion.

The activity of the androgens is mediated via the androgen receptor (AR), which
is expressed both in the prostate epithelial cells and stromal cells [3]. The stroma of the
prostate consists of cells (fibroblasts, smooth muscle cells, endothelial cells of capillaries,
and lymphatic vessels) and the extracellular matrix. The epithelium of the prostate consists
of secretory, neuroendocrine, intermediate, basal, and stem cells. There is a constant
interaction: androgenic and estrogenic hormones stimulate stroma that further stimulates
the growth, proliferation, and secretion of the epithelium [3]. Once inside the prostatic cells,
testosterone is converted, by the enzyme 5-α-reductase, into the more potent AR ligand,
DHT. Their chemical structures are shown in Figure 2. The AR binds the androgens in the
cytoplasm and translocate into the nucleus where it, in complex with other coregulator
proteins, induces or maintains the transcription of AR-targeted genes, including genes
involved in cell growth, proliferation, and survival as well as genes encoding seminal
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proteins, such as the PSA [1,4]. Malignant prostate cells exhibit an excess activation of the
androgen signaling pathway, resulting in an uncontrolled proliferation of tumor cells [4].
The increased PSA levels that can be detected in the serum of patients with prostate cancer
are believed to result from disruptions of the prostatic cell and basement membranes [5].

Figure 1. Hormonal regulation of androgen production. This figure is modified from [2]. Abbrevia-
tions: ACTH = adrenocorticotropic hormone, CRH = corticotropin-releasing hormone, DHEA = dehy-
droepiandrosterone, LH = luteinizing hormone, and LHRH = luteinizing hormone-releasing hormone.

Figure 2. Chemical structures of 16β-[18F]fluoro-5α-dihydrotestosterone (FDHT), 5α-
dihydrotestosterone (DHT), and testosterone. The PET tracer used in study is shown on white
background, nonradioactive compounds on grey.
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Androgenic hormones, such as testosterone and DHT, regulate the development and
maintenance of male sexual phenotype by binding to AR. The AR, also known as NR3C4
(nuclear receptor subfamily 3, group C, member 4), is a type of nuclear receptor. The
AR is most closely related to the progesterone receptor; progestins in higher dosages
can block the AR [6,7]. By activating the AR, specific gene expression is activated, and
both normal and cancerous prostate cells grow. The inhibition of AR activity may delay
prostate cancer progression. New therapies directed against the AR and AR signaling
have shown a clear survival benefit in patients with prostate cancer [8,9]. As long as AR
is present in prostate cancer, it typically remains an effective target for hormone-directed
therapies. Even in castrate-resistant prostate cancer (CRPC), the AR plays a major role
in tumor growth. In such conditions, the response to second- and third-line hormonal
therapies is of short duration, and is associated with an overexpression of AR [10]. Chen
et al. confirmed that AR overexpression is associated with resistance to bicalutamide [11].
Additionally, mutations and alterations in the relative expression of AR may contribute to
the progression of prostate cancer and the failure of endocrine therapy. For example, the
conversion from CRPC to neuroendocrine-type prostate cancer usually leads to the loss of
AR and responsiveness to AR-targeted therapies [12].

Fluoro-5α-dihydrotestosterone (FDHT) is a radiolabeled androgen agonist that was
developed for clinical use. The chemical structures of FDHT, DHT, and testosterone are
shown in Figure 2.

First-in-man/woman steroid hormone receptor targeting studies were reported for
16α-[18F]fluoroestradiol (FES) in 1984 [13], 16β-[18F]-fluoro-5-dihydrotestosterone ([18F]FDHT)
in 2005 [14], and 21-[18F]-fluoro-furanyl-nor-progesterone (FFNP) in 2012 [15].

Initial studies from Memorial Sloan–Kettering Cancer Center (MSKCC) demonstrated
the feasibility, in vivo targeting, and biokinetics of 16β-18F-fluoro-5α-dihydrotestosterone
(FDHT) PET in patients with metastatic prostate cancer. The metabolism of FDHT turned
out to be rapid, with 80% conversion within 10 min to radiolabeled metabolites that
circulated while bound to plasma proteins. The tumor uptake was also rapid and tumor
retention was prolonged.

In our review article, we focus on FDHT in the AR targeting of prostate, breast, and
other cancers.

2. [18F]FDHT PET in Patients with Prostate Cancer
2.1. Developmental History of Androgen Receptor Imaging

The earliest reports of AR imaging studied radiobrominated [77Br] and radioiodinated
[125I] androgens in prostate cancer. The AR uptake of both tracers was poor, and both tracers
were chemically or metabolically unstable [16–19]. More recent work on radioiodinated
androgens showed that 7α-iodo or 17α-iodovinyl groups bound well to the receptor, but
the in vivo biodistribution studies were unpromising [20,21]. The binding affinity of the
major circulating androgen, testosterone, to the AR was not high when compared to the
subnanomolar affinity of estradiol for the ER (Kd = 0.2 nM). The affinity of testosterone for
AR was 10-fold lower (Kd = 2 nM), whereas DHT binds 10-fold better (Kd = 0.2 nM). The
development of an imaging agent was performed by Katzenellenbogen’s group [22]. They
initiated from the testosterone and used four high affinity ligands: 5α-dihydrotesterone
(i.e., DHT), 19-nortestosterone, mibolerone, and methyltrienolone (this compound was
developed by Roussel with a name, R1881). Additionally, the fluorine-labelled analogs were
analyzed for their binding affinities. Methyltrienolone had a relative affinity of 100 and the
three selected compounds for further study had relative affinities from 31 to 57 (Table 1).
This was investigated by comparing the effect of reducing endogenous testosterone levels
by castration vs. by feedback inhibition (mechanism in Figure 1) from pretreatment with
high doses of an estrogen (diethylstilbesterol, DES) on the biodistribution of [3H]R1881,
[3H]testosterone, [3H]19-nortestosterone, [3H]DHT, and [3H]mibolerone [22]. In all cases,
they found AR-selective uptake in the prostate, and although castration more markedly
reduced the AR occupancy by endogenous androgens, high-dose estrogen pretreatment
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was nearly as effective and much more convenient [23]. Scientists found that some radio
fluorinated derivatives had rapid defluorination as shown by a bone uptake that was not
reduced by a blockade of excess unlabeled DHT [24–26]. Defluorination was greatest with
16α-fluorine substitution, presumably due to an active 16α-hydroxylase activity. Three of
the most promising compounds, 16β-[18F]fluoro-5α-dihydrotestosterone, 16β-[18F]fluoro-
mibolerone, and 20-[18F]fluoro-mibolerone were further investigated in a baboon, which is
a nonhuman primate model [27]. All three compounds had shown nearly equivalent AR
binding affinity and AR-specific uptake in the prostate of androgen-suppressed rats [26],
but they had very different affinities for the serum steroid-carrier protein, sex steroid
hormone-binding globulin (SHBG). The data are shown in Table 1. FDHT clearly provided
better and more selective uptake than the other two in baboon prostates [11]. This difference
is due to the greater affinity that FDHT has for the blood steroid-carrier protein, SHBG,
than the mibolerone (Table 1).

Table 1. Three androgen ligands evaluated in nonhuman primates. In androgen-suppressed adult
male rats, %ID/g is at 1 h in the prostate (ventral), prostate/muscle ratio is at 4 h. Relative binding
affinities (RBA) are relative to standards: for AR, methyltrienolone = 100; and for sex hormone-
binding globulin (SHBG), estradiol = 1. For human applications, regulatory requirements included
studies in two animal species, here in baboon and rat. Data modified from [22].

Compound
Prostate
Uptake
(%ID/g)

Prostate/
Muscle
Ratio

Relative
Biologic
Affinity
to AR 1

Relative
Biologic
Affinity

to SHBG 2

20-fluoromibolerone 0.97 5.5 53 4
16β-fluoromibolerone 0.67 3.8 31 1.3

16β-Fluoro-5α-dihydrotestosterone
(FDHT) 0.57 5.4 43 385

1 AR =androgen receptor, RBA for methyltrienolone = 100; and 2 SHBG, RBA for estradiol = 1.

Thus, FDHT was chosen as a compound for further studies in humans. The in vivo
known routes of metabolism of different androgens are mediated by 3α-hydroxysteroid de-
hydrogenases (3α-re HSDs) and 5α-reductase (5α-R). FDHT demonstrates 10-fold affinity as
compared to testosterone for AR. Both these enzymatic pathways are used for the design of
androgen-related medication. However, FDHT is not affected by these enzymatic activities.

16β-18F-Fluoro-5α-dihydrotestosterone ([18F]FDHT) is the radiolabeled analogue of
dihydrotestosterone that directly binds to the AR. It allows in vivo visualization and
quantification of AR expression. The first clinical study on the feasibility of AR imaging
using PET and the binding selectivity of [18F]FDHT to AR in patients with prostate cancer
was published in 2004 by Larson et al. [28]. Next year, the results of this study were
supported by a study from Dehdashti et al. [14]. Both studies concluded that [18F]FDHT
uptake is a receptor-mediated process. Dehdashti et al. reported the sensitivity and lesion
detection rates of [18F]FDHT PET/CT to be 63% and 86%, respectively. The positive
[18F]FDHT PET/CT results correlated with higher PSA level [14]. This one, as well as other
studies [29–31], showed that [18F]FDHT PET/CT may have a more significant role in the
management and prognostication of advanced prostate cancer rather than initial staging.
The sensitivity of [18F]FDHT PET/CT was reported to be inferior to that of [18F]FDG
PET/CT [28]. The authors of this study compared the [18F]FDHT and [18F]FDG PET/CT
results from 59 lesions in seven patients with CRPC. Of them, 97% of these lesions were
seen on [18F]FDG, while 78% were seen on [18F]FDHT PET/CT. Examples of the 18F]FDHT
PET and [18F]FDG PET studies are shown in Figures 3 and 4. In Figure 3, there are multiple
FDHT lesions and only a few FDG lesions, whereas, in Figure 4, both FDHT and FDG
demonstrate multiple weak lesions.
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Figure 3. [18F]FDHT (left) and [18F]FDG (right) PET of patient with prostate cancer, demonstrating
major differences in the uptakes. This cancer is AR-positive but FDG-avid only to a limited extent.
These pictures are provided by Steven M. Larson (MSKCC, New York, NY, USA).

Figure 4. Comparison of [18F]FDHT (left (A)) and [18F]FDG (right (B)) PET in maximum-intensity
projection (MIP) views with widespread bone metastases involving cervical spine, left ribs, and left
para-aortic lymph nodes: physiological urinary activity in a right lower abdominal quadrant urinary
diversion is also seen [28]. Note: [28] © by the Society of Nuclear Medicine and Molecular Imaging,
Inc. (Reston, VA, USA).

In a retrospective study looking for an association between imaging findings and
overall survival in 39 patients with CRPC, the intensity of the [18F]FDHT uptake (defined as
the highest bone lesion SUVmax (maximal standard uptake value) in the patient) correlated
inversely with the overall survival, and patients with higher [18F]FDHT uptakes had shorter
overall survival [30]. This was not the case for a correlation between the overall survival
and [18F]FDG uptake.

The [18F]FDHT tumor uptake as well as the metabolism of the radiopharmaceutical is
rapid, with an 80% conversion to radiolabeled metabolites that circulated while bound to
plasma proteins (within 10 min). Because [18F]FDHT is rapidly metabolized in humans and
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excreted via the kidneys into urine, it may compromise the detection of tumor lesions close
to the prostate. Table 2 demonstrates the clinical studies from the literature [14,28,30,32–35].

Table 2. Clinical studies with [18F]FDHT in patients with prostate cancer presented in the literature.

First Author,
Year

No. of
Patients with

Prostate Cancer

Objective of
the Study [18F]FDHT PET SUVmax Conclusions

Larson
2004 [28] 7 To asses AR status Average

SUV(max) = 5.28
[18F]FDHT PET/CT

localizes prostate cancer

Zanzonico
2004 [32] 7

To derive estimates
of normal-tissue-

absorbed doses for
[18F]FDHT

331 MBq (5 cGy/[0.0151
cGy/MBq]) is

recommended for
[18F]FDHT

Dehdashti
2005 [14] 20

To evaluate the
feasibility of
[18F]FDHT

PET/CT and to
assess the binding

selectivity of
[18F]FDHT to AR

[18F]FDHT uptake is a
receptor-mediated

process. Positive PET
studies were associated
with higher PSA levels
and thus, presumably,

with greater
tumor burden

Fox 2011 [33] 20

Correlation
between imaging

signals of
[18F]FDG and

[18F]FDHT
by readers

[18F]FDHT
[18F]FDG

1.8–2.6
for the response

assessment

99% concordance of
identifying [18F]FDG

and [18F]FDHT-negative
sites, and positive-site

agreement was 83% for
[18F]FDG and 85% for

[18F]FDHT. New
method for response

assessment

Vargas
2014 [30] 38

To determine
associations

between
[18F]FDHT

PET/CT and
overall survival

Patients with higher
SUVmax on [18F]FDHT

PET/CT had
significantly shorter

overall survival

Fox 2018 [34] 133

To determine
combined value of

[18F]FDG and
[18F]FDHT as
prognosticator

[18F]FDHT
[18F]FDG

Bone 5.5, lymph
nodes 6.4,

prostate 7.6

Three phenotypes were
AR1Glyc1, AR1Glyc0,
and AR0Glyc1 were
identified. If AR is
negative and FDG

positive, it has
a negative

impact on survival

Al Jalali
2023 [35] 10

Correlation
between imaging

signals of
[68Ga]PSMA and

[18F]FDHT

[18F]FDHT
PET/MRI

[68Ga]PSMA

Tumor detection rate of
the [68Ga]PSMA was
90%, but only 40% for

the [18F]FDHT PET/CT

2.2. [18F]FDHT PET Analysis

The signal in [18F]FDHT is rather low when compared to many other tumor-targeting
PET radiopharmaceuticals. Therefore, it is important to analyze how count statistics
and reconstruction protocols affect its accuracy, repeatability, and lesion detectability. A
study population of 14 metastatic mCRPC patients with a total of 336 [18F]FDHT-positive
lesion scans were studied using PET/CT. The PET/CT were analyzed using four different
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validated reconstruction protocols demonstrating that reproducible scans and reliable
images for detection will be obtained if the acquisition time is sufficient. More importantly,
qualitative information was not essentially lost in this study. For example, the reduction
in the acquisition time from 3 min to 1.5 min per bed position resulted in a repeatability
of SUV values remaining at ≤30%, which is generally acceptable for response monitoring
purposes [36]. In a multicenter study, healthy tissues with limited uptake variability were
identified. The liver is the best reference organ to interpret the [18F]FDHT uptake [37].

The pharmacodynamic behavior is an essential factor to understand quantification
prerequisites for noninvasive PET methods. The [18F]FDHT uptake was best described
using an irreversible two-tissue-compartment model with a blood volume parameter
(Ki = k1 × k3/(k2 + k3)) in mCRPC patients [38]. This was found in a study of 87 lesions by
using dynamic [18F]FDHT PET/CT scans in 14 patients with venous blood sampling and
in 6 patients with arterial blood sampling and dynamic 15O-H2O PET scans [38].

2.3. [18F]FDHT PET Prostate Cancer Imaging in Clinical Trial Design

[18F]FDHT PET imaging could be useful to assess AR signaling in clinical trials. We
know from nonclinical studies that the phosphatidylinositol 3-kinase/Akt/mammalian
target of the rapamycin (mTOR) pathway—PI3K pathway—activation is associated with
repressed AR signaling. This may explain why the mCRPR phenotype can be observed in
these PCa patients. Therefore, mTOR inhibition was tested in mCRPR patients [39]. Unfor-
tunately, their phase I results showed limited antitumor activity, which is postulated to be
due to the release of negative feedback on the PI3K pathway, and the toxicity was greater
than anticipated. The trial was stopped because alternative AR/PI3K-directed combinato-
rial therapies performed better [39]. The effect was demonstrated using [18F]FDHT PET/CT
imaging. In this phase I study, patients with mCRPR received 6 mg/kg cixutumumab
(inhibits both the ERK-MAPK as well as the PI3K-AKT-mTOR pathway) and 25 mg tem-
sirolimus intravenously each week [39]. The investigators measured the circulating tumor
cells, [18F]FDG PET/CT, [18F]FDHT PET/CT, and performed tumor biopsies to understand
the phenomena [39]. One case from this study demonstrated reciprocal feedback regulation
of the PI3K and AR pathways providing an explanation for the paradoxical increase in
both the [18F]FDHT PET uptake and in PSA response to mTOR-inhibitor temsirolimus,
followed by a decline when the drug was subsequently stopped. Temsirolimus relieved the
mTOR-mediated negative feedback on human epidermal growth factor receptor (hEGF)
HER2 and HER3 signaling, which is upstream of AR [39]. The AR was activated and both
PSA and [18F]FDHT SUV increased in this patient. By stopping temsirolimus, both the PSA
and [18F]FDHT SUV decreased, because the restoration of the PI3K pathway’s negative
feedback on EGF signaling. The knowledge of the presence of AR in combination with
glycolytic activity assessed using FDG PET could be used as part of exclusion criteria,
because it is known that the presence of glycolytic activity worsens to a small extent the
prognosis of PCa [34].

2.4. New Targets for AR Imaging in Patients with Prostate Cancer

There are multiple nonsteroid ligands for AR that are developed for various en-
docrine therapeutic purposes, such as antiandrogens to treat prostate cancer (enzalutamide,
apalutamide, darolutamide, and earlier flutamide and bicalutamide) and selective AR mod-
ulators (SARMs) for treating hypogonadal conditions in men. Because some of these have
high AR binding affinity and are small and relatively polar compounds, they have been
radiolabeled either using fluorine-18 (18F) or bromine-76 (76Br). Unfortunately, flutamide
and bicalutamide were not targeting AR in the prostate in nonclinical models [40–42].

Enzalutamide is an AR signaling inhibitor that is currently used in different stages of
prostate cancer. The mechanism of action for enzalutamide is threefold: (1) it is a potent,
competitive binder of androgens at the level of the AR; (2) it prevents the translocation of
the AR from the cytoplasm to the nucleus; and (3) in the nucleus, it inhibits AR binding to
chromosomal DNA, which prevents the further transcription of tumor genes. Enzalutamide
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and its primary metabolite N-desmethylenzalutamide have an AR affinity comparable
to that of FDHT but they are excreted mainly via the hepatic route. A lipophilic tracer
could be a better candidate than a hydrophilic tracer (excretion via the nephrourinary
tract). Radiolabeled enzalutamide could thus be a suitable PET radiopharmaceutical for AR
imaging. In vivo PET and biodistribution studies on male mice bearing an LnCaP (AR+)
xenograft showed an approximately three-times-higher tumor uptake for 18F-enzalutamide
than for [18F]FDHT [43]. Sixty minutes after tracer injection, 93% of the 18F-enzalutamide
in plasma was still intact when compared with only 3% of the [18F]FDHT. In a nonclinical
study, 18F-enzalutamide showed a higher tumor uptake and better metabolic stability than
[18F]FDHT [43] and thus seems to have more favorable properties for the imaging of AR
using PET. This should be confirmed in other oncologic animal models and in patients.

3. [18F]FDHT PET in Patients with Breast Cancer

In general, ARs are not routinely measured in patients with breast cancer, despite being
present in 70–80% of them. Because only estrogen-receptor-positive (ER+) patients benefit
from antiestrogen therapy, and as ER patients are functionally and structurally comparable
with AR, response to AR-targeting drugs may rely on AR expression as well [44]. [18F]FDHT
PET can be used for assessing AR expression in breast cancer and 18F-fluoroestradiol
([18F]FES) PET for visualizing ER expression in tumor lesions [45]. Molecular imaging
offers the possibility to noninvasively determine the presence of relevant drug targets in
all sites of metastatic spread throughout the body [46]. In a study of Venema et al. [46],
the correlation (R2) between semiquantitative AR expression and [18F]FDHT uptake was
0.47 (p < 0.01) and between semiquantitative ER expression and [18F]FES uptake was 0.78
(p < 0.01). They found an optimal cutoff for AR-positive lesions was an SUVmax of 1.94 for
[18F]FDHT PET, resulting in a sensitivity of 91% and a specificity of 100%; the optimal cutoff
was an SUVmax of 1.54 for [18F]FES PET, resulting in a sensitivity and specificity of 100%
for ER. The tumor AR and ER expressions were measured immunohistochemically from
biopsies within 8 weeks of the PET acquisition. The authors emphasize that these results
show the potential use of AR and ER imaging for receptor status assessment, particularly
in respect to biopsy sampling errors and heterogeneous AR and/or ER expression in breast
cancer metastases [46]. A patient imaged both using FES and FDHT has been shown in
Figure 5, and her lesions can be better visualized using FES compared to FDHT. Molecular
imaging could be a promising tool in patient selection for clinical trials with AR antagonist
treatment protocols. AR-targeted therapy has not been approved as a standard treatment
regimen, but there are clinical trials with preliminary acceptable results, showing stable
posttreatment disease in one-third of metastatic breast cancer patients. Many studies of
AR-targeted therapy and a combination of AR- and ER-targeted therapies are ongoing,
allowing for better perspective for patients with AR- and ER-positive metastatic breast
cancer. Having in mind that hormone receptor conversion occurrence is common during
the disease development while both receptor-positive and receptor-negative lesions are
present, pretreatment ER and AR assessment is of great importance [44,45,47].

[18F]FDHT and [18F]FES PET could be used instead of metastasis biopsy when the
lesions are not easily accessible. Additionally, [18F]FDHT and [18F]FES PET are very
important for the assessment of treatment effectiveness, avoiding the suboptimal treatment
when the receptors are changing in the process of metastatic disease development [45]. In a
recent study, eleven postmenopausal women with ER metastatic breast cancer underwent
[18F]FDHT PET/CT at baseline and at 6 and 12 weeks after starting selective AR modulation
(SARM) therapy [48]. The median baseline [18F]FDHT SUVmax was 4.1 (1.4–5.9) for AR-
positive tumors versus 2.3 (1.5–3.2) for AR-negative tumors (p < 0.22). Seven participants
with clinical benefit at week 12 tended to have larger declines in [18F]FDHT uptake than
those with progressive disease both at week 6 and week 12 after starting SARM [46]. For
the assessment of the therapy response, surrogate markers to evaluate the presence of
metastatic breast cancer cells are needed. This study on [18F]FDHT and earlier studies on
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FES in AR [48] and ER imaging [45,47] demonstrate that both FES and [18F]FDHT could act
as imaging biomarkers for evaluating the response of metastatic breast cancer.

Figure 5. Examples of [18F]FES (A–C) and [18F]FDHT (D–F) studies in same breast cancer patient
with multiple bone metastases. (A) [18F]FES PET/CT scan with physiological uptake in liver, small
intestine, and urinary tract and pathological uptake in multiple vertebra. (B) [18F]FES PET MIP
allow for visualization of [18F]FES biodistribution. (C) [18F]FES PET/CT with physiologic uptake
in small intestine and pathological uptake throughout pelvic bones. (D) [18F]FDHT PET MIP, with
physiologic uptake in heart and excretion through liver and urinary tract. (E) [18F]FDHT PET/CT
with pathologic uptake in multiple vertebrae. (F) [18F]FES PET/CT with physiologic uptake in large
vessels and small intestines and pathologic uptake throughout pelvic bones [47]. Note: [47] © by the
Society of Nuclear Medicine and Molecular Imaging, Inc.

The [18F]FDHT uptake could be used to follow up patients with AR-positive metastatic
breast cancer who had bicalutamide-induced reduction [49]. This observation was based on
349 lesions in 17 patients. However, this change could not predict bicalutamide response.

The SUV [18F]FDHT values are low in patients with breast cancer. In a study of Mam-
matas et al., 120 lesions were identified in 10 ER-positive metastatic breast cancer patients
with either conventional imaging (bone scan or lesions larger than 1 cm on high-resolution
CT, n = 69) or with [18F]FES and [18F]FDHT PET (n = 51) [50]. There was a high interob-
server agreement in both the visual and quantitative evaluation of [18F]FES PET uptake
supporting the use of [18F]FES PET in clinical practice. In contrast, the visual agreement
for [18F]FDHT uptake was relatively low due to there being low tumor-background ratios,
whereas the quantitative agreement was good. This study underscores the relevance of
performing quantitative analysis of [18F]FDHT PET in breast cancer [50].

Table 3 summarizes the clinical studies from the literature [46,48,49].
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Table 3. Clinical studies with [18F]FDHT in patients with breast cancer presented in the literature.

No of Pts; Sex;
Histology

ER/AR Status
Primary Tumor FDHT/FU SUVmax

Response/Comment
[% FDHT Change]

First Author
Year

Metastases

11 female/
2 male

13 ER+, 13AR+
11 R+, 11AR+,
2AR−, 2ER−

(10 AR+/ER+)

Sensitivity 91%
Specificity 100% Cut off for AR+ 1.94

Hormone receptor
conversion in

23% metastases

Venema
2017 [46]

21 female
15 ductal,
6 lobular

14 ER+, 19 AR+,
5ER−

BL, 4–6 wk

17 pts w 349 lesions,
decrease in SUV

from 1.3 to 0.7 per
patient and lesion

Bicalutamide response
per patient −45%,
per lesion −39%.

−30% (nr) vs. −53% (nr)
341 of 515 lesions at BL

Boers
2021 [49]

10 ER+, 15 AR+

11 female
9 ductal,
2 lobular

11 ER+, 7AR+,
2AR− BL, 6 wk, 12 wk AR+ 4.1

AR− 2.3

SARM response
6 wk: −26.8 (r) vs.
−3.7 (nr)

12 wk: −35.7 (r) vs.
20.1 (nr)

40 lesions

Jacene
2022 [48]

BL = baseline; r = responders, and nr = non-responders.

4. [18F]FDHT PET in Patients with Other Cancers

Androgens can act through AR in the brain. [18F]FDHT PET has been used to image
AR expression in the brain in an animal experiment where rats were either orchiectomized
to inhibit endogenous androgen production or underwent sham surgery [51]. Fifteen
days after surgery, a 90 min dynamic [18F]FDHT PET with arterial blood sampling was
performed. Additionally, in a group of orchiectomized rats, 1 mg/kg dihydrotestosterone
was co-injected with the tracer in order to saturate the AR. PET imaging and biodistribu-
tion studies showed low [18F]FDHT uptake in all brain regions, except in the pituitary
gland. The [18F]FDHT PET uptake in the surrounding cranial bones was high and in-
creased over time. The [18F]FDHT was rapidly metabolized in rats, and was significantly
faster in orchiectomized rats than in the sham-orchiectomized rats. The [18F]FDHT up-
take in the brain could not be blocked by endogenous androgens or administration of
dihydrotestosterone [51].

All the results of this study indicate that the imaging of the AR availability in rat
brains using [18F]FDHT PET is not feasible. The low AR expression in the brain, the
rapid metabolism of [18F]FDHT in rats, and the poor brain penetration of the tracer likely
contributed to the poor outcome of [18F]FDHT PET [51].

Despite the poor results in the AR targeting in the brain, [18F]FDHT PET may be
used for glioma imaging. AR is overexpressed in 56% of glioblastoma multiforme (GBM)
specimens and AR antagonists induced dose-dependent death in several GBM cell lines
and significantly reduced tumor growth and prolonged the lifespan of mice implanted with
human GBM. Twelve patients with suspected high-grade glioma underwent routine diag-
nostic protocols and additional dynamic and static imaging using [18F]FDHT PET/CT [52].
Visual and quantitative analyses of [18F]FDHT kinetics in the tumor and normal brain were
performed. The SUVmean and SUVmax were determined in selected VOIs (volumes of
interest) before surgery or biopsy. AR protein was analyzed in the tumor samples using
Western blot [52].

In 6 out of the 12 patients, the [18F]FDHT uptake was significantly higher in the
tumor when compared to the normal brain. The AR protein expression was also increased
within the tumors. The tumor-to-normal brain SUVmean uptake ratio correlated positively
with the AR protein expression, and this correlation was statistically significant (Pearson’s
correlation coefficient r = 0.84; p < 0.002) [52]. Orevi et al., also presented two patients
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imaged using [18F]FDHT; one patient had a high glioma-associated tumor uptake and
another patient with gliomatosis cerebri did not show any tumor uptake [52]. The dynamic
imaging could confirm these differences with the time–activity curves of the SUVmax
corresponding to the surgically extirpated areas and normal brain [52].

5. Conclusions

[18F]FDHT PET potentially provides a noninvasive method for the assessment of AR
expression in patients with mCRPC. Keeping in mind that, during the disease development,
hormone receptor conversion occurrence is common while both AR-positive and AR-
negative lesions exist, receptor status assessment is of great importance in order to avoid
biopsy, especially when the lesions are not easily accessible. This relatively new oncological
tracer could be a promising candidate in PET patient selection for AR antagonist treatments.
Despite the above-mentioned facts, the optimal use of [18F]FDHT PET in the clinical work
with prostate cancer patients has not been clarified. [18F]FDHT PET has not yet entered
routine clinical use, so further investigations are needed.

[18F]FDHT PET demonstrates relatively low tumor–background ratios when compared
to [18F]FES PET, but the quantitative agreement was good. This highlights the relevance of
quantitative analyzing [18F]FDHT PET in the response evaluation to the endocrine therapy
of breast cancer. Despite there being limited statistics, the visual information of the presence
of AR is crucial in selecting a therapy regimen.

Author Contributions: Conceptualization, K.K.; methodology, K.K. and M.H.; validation, K.K.
and M.H.; formal analysis, K.K. and M.H.; investigation, K.K. and M.H.; writing—original draft
preparation, K.K.; writing—review and editing, K.K. and M.H.; visualization, K.K. All authors have
read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Acknowledgments: The authors are thankful to Steven M. Larson from MSKCC, New York, for
providing images for Figure 3. The authors would also like to thank Mohamed Gouda from MDACC,
Houston, for technical assistance in producing Figure 1 (Biorender).

Conflicts of Interest: K.K. declares no conflict of interest. M.H. is an employee of Curium.

Abbreviations

ACTH = adrenocorticotropic hormone; AR = androgen receptor; BL = baseline; CRH = corticotropin-
releasing hormone; CT = computed tomography; DES = diethylstilbesterol; DHEA = dehydro-
epiandrosterone; DHT = 5α-dihydrotesterone; ER = estrogen receptor; C = 2-fluorodeoxyglucose;
FDHT fluoro-5α-dihydrotestosterone; [18F]FDHT = 16β-18F-Fluoro-5α-dihydrotestosterone; FES = 16α-
[18F]fluoroestradiol; FFNP = 21-[18F]-fluoro-furanyl-nor-progesterone; FU = follow up; GBM = glioblas-
toma multiforme; Glyc = glycolysis measured by FDG; ID = injected dose; LH = luteinizing hormone;
LHRH = luteinizing hormone-releasing hormone; mCRPC = metastatic castration-resistant prostate
cancer; PCa = prostate cancer; PET = positron emission tomography; PSA = prostate-specific antigen;
RBA = relative binding affinity; SARM = selective androgen receptor modulation; SHBG = sex steroid
hormone binding globulin; SUV = standard uptake value; and VOI = volume of interest.

References
1. Wadosky, K.; Koochekpour, S. Therapeutic rationales, progresses, failures, and future directions for advanced prostate cancer. Int.

J. Biol. Sci. 2016, 12, 409–426. [CrossRef] [PubMed]
2. Shore, N.D.; Abrahamsson, P.A.; Anderson, J.; Crawford, E.D.; Lange, P. New considerations for ADT in advanced prostate cancer

and the emerging role of GnRH antagonists. Prostate Cancer Prostatic Dis. 2013, 16, 7–15. [CrossRef] [PubMed]

https://doi.org/10.7150/ijbs.14090
https://www.ncbi.nlm.nih.gov/pubmed/27019626
https://doi.org/10.1038/pcan.2012.25
https://www.ncbi.nlm.nih.gov/pubmed/22751146


Int. J. Mol. Sci. 2023, 24, 8235 12 of 14

3. Pejcic, T.; Todorovic, Z.; Ðuraševic, S.; Popovic, L. Mechanisms of prostate cancer cells survival and their therapeutic targeting.
Int. J. Mol. Sci. 2023, 24, 2939. [CrossRef] [PubMed]

4. Crawford, E.D.; Heidenreich, A.; Lawrentschuk, N.; Tombal, B.; Pompeo, A.C.L.; Mendoza-Valdes, A.; Miller, K.; Debruyne,
F.M.J.; Klotz, L. Androgen-targeted therapy in men with prostate cancer: Evolving practice and future considerations. Prostate
Cancer Prostatic Dis. 2019, 22, 24–38. [CrossRef]

5. Lilja, H.; Ulmert, D.; Vickers, A.J. Prostate-specific antigen and prostate cancer: Prediction, detection and monitoring. Nat. Rev.
Cancer 2008, 8, 268–278. [CrossRef]

6. Bardin, C.W.; Brown, T.; Isomaa, V.V.; Jänne, O.A. Progestins can mimic, inhibit and potentiate the actions of androgens. Pharmacol.
Ther. 1983, 23, 443–459. [CrossRef]

7. Raudrant, D.; Rabe, T. Progestogens with antiandrogenic properties. Drugs 2003, 63, 463–492. [CrossRef]
8. Scher, H.I.; Beer, T.M.; Higano, C.S.; Anand, A.; Taplin, M.E.; Efstathiou, E.; Rathkopf, D.; Shelkey, J.; Yu, E.Y.; Alumkal, J.; et al.

Anti- tumour activity of MDV3100 in castration-resistant prostate cancer: A phase 1-2 study. Lancet 2010, 375, 1437–1446.
[CrossRef]

9. Scher, H.I.; Fizazi, K.; Saad, F.; Taplin, M.E.; Sternberg, C.N.; Miller, K.; de Wit, R.; Mulders, P.; Chi, K.N.; Shore, N.D.; et al.
Increased survival with enzalutamide in prostate cancer after chemotherapy. N. Engl. J. Med. 2012, 367, 1187–1197. [CrossRef]

10. Stanbrough, M.; Bubley, G.J.; Ross, K.; Golub, T.R.; Rubin, M.A.; Penning, T.M.; Febbo, P.G.; Balk, S.P. Increased expression of
genes converting adrenal androgens to testosterone in androgen-independent prostate cancer. Cancer Res. 2006, 66, 2815–2825.
[CrossRef]

11. Chen, C.D.; Welsbie, D.S.; Tran, C.; Baek, S.H.; Chen, R.; Vessella, R.; Rosenfeld, M.G.; Sawyers, C.L. Molecular determinants of
resistance to antiandrogen therapy. Nat. Med. 2004, 10, 33–39. [CrossRef]

12. Montironi, R.; Cimadamore, A.; Lopez-Beltran, A.; Scarpelli, M.; Aurilio, G.; Santoni, M.; Massari, F.; Cheng, L. Morphologic,
Molecular and Clinical Features of Aggressive Variant Prostate Cancer. Cells 2020, 9, 1073. [CrossRef]

13. Kiesewetter, D.O.; Kilbourn, M.R.; Landvatter, S.W.; Heiman, D.F.; Katzenellenbogen, J.A.; Welch, M.J. Preparation of four
fluorine-18-labeled estrogens and their selective uptakes in target tissues of immature rats. J. Nucl. Med. 1984, 25, 1212–1221.

14. Dehdashti, F.; Picus, J.; Michalski, J.M.; Dence, C.S.; Siegel, B.A.; Katzenellenbogen, J.A.; Welch, M.J. Positron tomographic
assessment of androgen receptors in prostatic carcinoma. Eur. J. Nucl. Med. Mol. Imaging 2005, 32, 344–350. [CrossRef]

15. Dehdashti, F.; Laforest, R.; Gao, F.; Aft, R.L.; Dence, C.S.; Zhou, D.; Shoghi, K.I.; Siegel, B.A.; Katzenellenbogen, J.A.;
Welch, M.J. Assessment of progesterone receptors in breast carcinoma by PET with 21-18F-fluoro-16alpha,17alpha-[(R)-(1′-
alpha-furylmethylidene)dioxy]-19-norpregn-4-ene-3,20-dione. J. Nucl. Med. 2012, 53, 363–370. [CrossRef]

16. Ghanadian, R.; Waters, S.; Chisholm, G. Investigations into the use of 77Br labelled 5α-dihydrotestosterone for scanning the
prostate. Eur. J. Nucl. Med. 1977, 2, 155–157. [CrossRef]

17. Eakins, M.; Waters, S. The synthesis of 77Br-labelled 5α-dihydrotestosterone and a comparison of its distribution in rats with
77Br-bromide. Int. J. Appl. Radiat. Isot. 1979, 30, 701–703. [CrossRef]

18. Tarle, M.; Padovan, R.; Spaventi, Š. The uptake of radioiodinated 5 α -dihydrotestosterone by the prostate of intact and castrated
rats. Eur. J. Nucl. Med. 1981, 6, 79–83. [CrossRef]

19. Hoyte, R.; Rosner, W.; Hochberg, R. Synthesis of 16α-[125I] iodo-5α-dihydrotestosterone and evaluation of its affinity for the
androgen receptor. J. Steroid Biochem. 1982, 16, 621–628. [CrossRef]

20. Hoyte, R.M.; MacLusky, N.J.; Hochberg, R.B. The synthesis and testing of E-17α-(2-iodovinyl)-5 α-dihydrotestosterone and
Z-17α-(2-iodovinyl)-5 α-dihydrotestosterone as γ-emitting ligands for the androgen receptor. J. Steroid Biochem. 1990, 36, 125–132.
[CrossRef]

21. Ali, H.; Rousseau, J.; Ahmed, N.; Guertin, V.; Hochberg, R.B.; van Lier, J.E. Synthesis of the 7α-cyano (17α, 20E/Z)-[125I]
iodovinyl-19-nortestosterones: Potential radioligands for androgen and progesterone receptors. Steroids 2003, 68, 1163–1171.
[CrossRef] [PubMed]

22. Katzenellenbogen, J.A. PET Imaging Agents (FES, FFNP, and FDHT) for Estrogen, Androgen, and Progesterone Receptors to
Improve Management of Breast and Prostate Cancers by Functional Imaging. Cancers 2020, 12, 2020. [CrossRef] [PubMed]

23. Carlson, K.E.; Katzenellenbogen, J.A. A comparative study of the selectivity and efficiency of target tissue uptake of five
tritium-labeled androgens in the rat. J. Steroid Biochem. 1990, 36, 549–561. [CrossRef] [PubMed]

24. Liu, A.; Katzenellenbogen, J.A.; VanBrocklin, H.F.; Mathias, C.J.; Welch, M.J. 20-[18F] fluoromibolerone, a positron-emitting
radiotracer for androgen receptors: Synthesis and tissue distribution studies. J. Nucl. Med. 1991, 32, 81–88. [PubMed]

25. Choe, Y.S.; Lidstroem, P.J.; Chi, D.Y.; Bonasera, T.A.; Welch, M.J.; Katzenellenbogen, J.A. Synthesis of 11-beta-[18F] Fluoro-5-alpha-
dihydrotestosterone and 11-beta.-[18F] Fluoro-19-nor-5.alpha-dihydrotestosterone: Preparation via halofluorination-reduction,
receptor binding, and tissue distribution. J. Med. Chem. 1995, 38, 816–825. [CrossRef]

26. Liu, A.; Dence, C.S.; Welch, M.J.; Katzenellenbogen, J.A. Fluorine-18-labeled androgens: Radiochemical synthesis and tissue
distribution studies on six fluorine-substituted androgens, potential imaging agents for prostatic cancer. J. Nucl. Med. 1992, 33,
724–734.

27. Bonasera, T.A.; O’Neil, J.P.; Xu, M.; Dobkin, J.A.; Cutler, P.D.; Lich, L.L.; Choe, Y.S.; Katzenellenbogen, J.A.; Welch, M.J. Preclinical
evaluation of fluorine-18-labeled androgen receptor ligands in baboons. J. Nucl. Med. 1996, 37, 1009–1015.

https://doi.org/10.3390/ijms24032939
https://www.ncbi.nlm.nih.gov/pubmed/36769263
https://doi.org/10.1038/s41391-018-0079-0
https://doi.org/10.1038/nrc2351
https://doi.org/10.1016/0163-7258(83)90023-2
https://doi.org/10.2165/00003495-200363050-00003
https://doi.org/10.1016/S0140-6736(10)60172-9
https://doi.org/10.1056/NEJMoa1207506
https://doi.org/10.1158/0008-5472.CAN-05-4000
https://doi.org/10.1038/nm972
https://doi.org/10.3390/cells9051073
https://doi.org/10.1007/s00259-005-1764-5
https://doi.org/10.2967/jnumed.111.098319
https://doi.org/10.1007/BF00257273
https://doi.org/10.1016/0020-708X(79)90112-1
https://doi.org/10.1007/BF00253718
https://doi.org/10.1016/0022-4731(82)90097-8
https://doi.org/10.1016/0022-4731(90)90122-9
https://doi.org/10.1016/j.steroids.2003.08.011
https://www.ncbi.nlm.nih.gov/pubmed/14643878
https://doi.org/10.3390/cancers12082020
https://www.ncbi.nlm.nih.gov/pubmed/32718075
https://doi.org/10.1016/0022-4731(90)90172-O
https://www.ncbi.nlm.nih.gov/pubmed/2214772
https://www.ncbi.nlm.nih.gov/pubmed/1988641
https://doi.org/10.1021/jm00005a009


Int. J. Mol. Sci. 2023, 24, 8235 13 of 14

28. Larson, S.M.; Morris, M.; Gunther, I.; Beattie, B.; Humm, J.L.; Akhurst, T.A.; Finn, R.D.; Erdi, Y.; Pentlow, K.; Dyke, J.; et al. Tumor
localization of 16_-18F-fluoro-5alpha-dihydrotestosterone versus 18F-FDG in patients with progressive, metastatic prostate cancer.
J. Nucl. Med. 2004, 45, 366–373.

29. Fox, J.J.; Schöder, H.; Larson, S.M. Molecular imaging of prostate cancer. Curr. Opin. Urol. 2012, 22, 320–327. [CrossRef]
30. Vargas, H.A.; Wassberg, C.; Fox, J.J.; Wibmer, A.G.; Goldman, D.A.; Kuk, D.; Gonen, M.; Larson, S.; Morris, M.J.; Scher, H.I.; et al.

Bone Metastases in Castration-Resistant Prostate Cancer: Associations between Morphologic CT Patterns, Glycolytic Activity,
and Androgen Receptor Expression on PET and Overall Survival. Radiology 2014, 271, 220–229. [CrossRef]

31. Wibmer, A.G.; Burger, I.A.; Sala, E.; Hricak, H.; Weber, W.A.; Vargas, H.A. Molecular Imaging of Prostate Cancer. Radiographics
2016, 36, 142–159. [CrossRef]

32. Zanzonico, P.B.; Finn, R.; Pentlow, K.S.; Erdi, Y.; Beattie, B.; Akhurst, T.; Squire, O.; Morris, M.; Scher, H.; McCarthy, T.; et al.
PET-based radiation dosimetry in man of 18 F-fluorodihydrotestosterone, a new radiotracer for imaging prostate cancer. J. Nucl.
Med. 2004, 45, 1966–1971.

33. Fox, J.J.; Autran-Blanc, E.; Morris, M.J.; Gavane, S.; Nehmeh, S.; Van Nuffel, A.; Gönen, M.; Schöder, H.; Humm, J.L.;
Scher, H.I.; et al. Practical approach for comparative analysis of multilesion molecular imaging using a semiautomated program
for PET/CT. J. Nucl. Med. 2011, 52, 1727–1732. [CrossRef]

34. Fox, J.J.; Gavane, S.C.; Blanc-Autran, E.; Nehmeh, S.; Gönen, M.; Beattie, B.; Vargas, H.A.; Schöder, H.; Humm, J.L.; Fine, S.W.; et al.
Positron Emission Tomography/Computed Tomography-Based Assessments of Androgen Receptor Expression and Glycolytic
Activity as a Prognostic Biomarker for Metastatic Castration-Resistant Prostate Cancer. JAMA Oncol. 2018, 4, 217–224. [CrossRef]

35. Al Jalali, V.; Wasinger, G.; Rasul, S.; Grubmueller, B.; Wulkersdorfer, B.; Balber, T.; Mitterhauser, M.; Simon, J.; Hacker, M.;
Shariat, S.; et al. Consecutive PSMA and AR PET imaging shows positive correlation to AR and PSMA protein expression in
primary hormone naïve prostate cancer. J. Nucl. Med. 2023. ahead of print. [CrossRef]

36. Cysouw, M.C.F.; Kramer, G.M.; Heijtel, D.; Schuit, R.C.; Morris, M.J.; van den Eertwegh, A.J.M.; Voortman, J.; Hoekstra, O.S.;
Oprea-Lager, D.E.; Boellaard, R. Sensitivity of 18F-fluorodihydrotestosterone PET-CT to count statistics and reconstruction
protocol in metastatic castration-resistant prostate cancer. EJNMMI Res. 2019, 9, 70. [CrossRef]

37. Jansen, B.H.E.; Kramer, G.M.; Cysouw, M.C.F.; Yaqub, M.M.; de Keizer, B.; Lavalaye, J.; Booij, J.; Vargas, H.A.; Morris, M.J.; Vis,
A.N.; et al. Healthy Tissue Uptake of 68Ga-Prostate-Specific Membrane Antigen, 18F-DCFPyL, 18F-Fluoromethylcholine, and
18F-Dihydrotestosterone. J. Nucl. Med. 2019, 60, 1111–1117. [CrossRef]

38. Kramer, G.M.; Yaqub, M.; Vargas, H.A.; Schuit, R.C.; Windhorst, A.D.; van den Eertwegh, A.J.M.; van der Veldt, A.A.M.; Bergman,
A.M.; Burnazi, E.M.; Lewis, J.S.; et al. Assessment of Simplified Methods for Quantification of 18F-FDHT Uptake in Patients with
Metastatic Castration-Resistant Prostate Cancer. J. Nucl. Med. 2019, 60, 1221–1227. [CrossRef]

39. McHugh, D.J.; Chudow, J.; DeNunzio, M.; Slovin, S.F.; Danila, D.C.; Morris, M.J.; Scher, H.I.; Rathkopf, D.E. A Phase I Trial
of IGF-1R Inhibitor Cixutumumab and mTOR Inhibitor Temsirolimus in Metastatic Castration-resistant Prostate Cancer. Clin.
Genitourin. Cancer 2020, 18, 171–178e2. [CrossRef]

40. Parent, E.E.; Dence, C.S.; Sharp, T.L.; Welch, M.J.; Katzenellenbogen, J.A. Synthesis and biological evaluation of a fluorine-18-
labeled nonsteroidal androgen receptor antagonist, N-(3-[18F]fluoro-4-nitronaphthyl)-cis-5-norbornene-endo-2, 3-dicarboxylic
imide. Nucl. Med. Biol. 2006, 33, 615–624. [CrossRef]

41. Parent, E.E.; Jenks, C.; Sharp, T.; Welch, M.J.; Katzenellenbogen, J.A. Synthesis and biological evaluation of an nonsteroidal
bromine-76-labeled androgen receptor ligand 3-[76Br] bromo-hydroxyflutamide. Nucl. Med. Biol. 2006, 33, 705–713. [CrossRef]
[PubMed]

42. Parent, E.E.; Dence, C.S.; Jenks, C.; Sharp, T.L.; Welch, M.J.; Katzenellenbogen, J.A. Synthesis and biological evaluation of [18F]
bicalutamide, 4-[76Br] bromobicalutamide, and 4-[76Br] bromo-thiobicalutamide as non-steroidal androgens for prostate cancer
imaging. J. Med. Chem. 2007, 50, 1028–1040. [CrossRef] [PubMed]

43. Antunes, I.F.; Rutger, J.; Dost, R.J.; Hoving, H.D.; van Waarde, A.; Dierckx, R.A.J.O.; Samplonius, D.F.; Helfrich, W.; Elsinga, P.H.;
de Vries, E.F.J.; et al. Synthesis and Evaluation of 18F-Enzalutamide, a New Radioligand for PET Imaging of Androgen Receptors:
A Comparison with 16β-18F-Fluoro-5α-Dihydrotestosterone. J. Nucl. Med. 2021, 62, 1140–1145. [CrossRef] [PubMed]

44. Miladinova, D. Molecular Imaging in Breast Cancer. Nucl. Med. Mol. Imaging 2019, 53, 313–319. [CrossRef] [PubMed]
45. Vaalavirta, L.; Rasulova, N.; Partanen, K.; Joensuu, T.; Kairemo, K. [18F]-Estradiol PET/CT Imaging in Breast Cancer Patients. J.

Diagn. Imaging Ther. 2014, 1, 59–72. [CrossRef]
46. Venema, C.M.; Mammatas, L.H.; Schröder, C.P.; van Kruchten, M.; Apollonio, G.; Glaudemans, A.W.J.M.; Bongaerts, A.H.H.;

Hoekstra, O.S.; Verheul, H.M.W.; Boven, E.; et al. Androgen and Estrogen Receptor Imaging in Metastatic Breast Cancer Patients
as a Surrogate for Tissue Biopsies. J. Nucl. Med. 2017, 58, 1906–1912. [CrossRef]

47. Gemignani, M.L.; Patil, S.; Seshan, V.E.; Sampson, M.; Humm, J.L.; Lewis, J.S.; Brogi, E.; Larson, S.M.; Morrow, M.; Pandit-Taskar,
N. Feasibility and predictability of perioperative PET and estrogen receptor ligand in patients with invasive breast cancer. J. Nucl.
Med. 2013, 54, 1697–1702. [CrossRef]

48. Jacene, H.; Liu, M.; Cheng, S.C.; Abbott, A.; Dubey, S.; McCall, K.; Young, D.; Johnston, M.; Van den Abbeele, A.D.; Overmoyer, B.
Imaging Androgen Receptors in Breast Cancer with 18F-Fluoro-5α-Dihydrotestosterone PET: A Pilot Study. J. Nucl. Med. 2022, 63,
22–28. [CrossRef]

https://doi.org/10.1097/MOU.0b013e32835483d5
https://doi.org/10.1148/radiol.13130625
https://doi.org/10.1148/rg.2016150059
https://doi.org/10.2967/jnumed.111.089326
https://doi.org/10.1001/jamaoncol.2017.3588
https://doi.org/10.2967/jnumed.122.264981
https://doi.org/10.1186/s13550-019-0531-8
https://doi.org/10.2967/jnumed.118.222505
https://doi.org/10.2967/jnumed.118.220111
https://doi.org/10.1016/j.clgc.2019.10.013
https://doi.org/10.1016/j.nucmedbio.2006.04.003
https://doi.org/10.1016/j.nucmedbio.2006.05.009
https://www.ncbi.nlm.nih.gov/pubmed/16934689
https://doi.org/10.1021/jm060847r
https://www.ncbi.nlm.nih.gov/pubmed/17328524
https://doi.org/10.2967/jnumed.120.253641
https://www.ncbi.nlm.nih.gov/pubmed/33517325
https://doi.org/10.1007/s13139-019-00614-w
https://www.ncbi.nlm.nih.gov/pubmed/31723360
https://doi.org/10.17229/jdit.2014-1007-004
https://doi.org/10.2967/jnumed.117.193649
https://doi.org/10.2967/jnumed.112.113373
https://doi.org/10.2967/jnumed.121.262068


Int. J. Mol. Sci. 2023, 24, 8235 14 of 14

49. Boers, J.; Venema, C.M.; de Vries, E.F.J.; Hospers, G.A.P.; Boersma, H.H.; Rikhof, B.; Dorbritz, C.; Glaudemans, A.W.J.M.; Schröder,
C.P. Serial [18F]-FDHT-PET to predict bicalutamide efficacy in patients with androgen receptor positive metastatic breast cancer.
Eur. J. Cancer 2021, 144, 151–161. [CrossRef]

50. Mammatas, L.H.; Venema, C.M.; Schröder, C.P.; de Vet, H.C.W.; van Kruchten, M.; Glaudemans, A.W.J.M.; Yaqub, M.M.; Verheul,
H.M.W.; van der Vegt, B.; de Vries, E.F.J.; et al. Visual and quantitative evaluation of [18F]FES and [18F]FDHT PET in patients with
metastatic breast cancer: An interobserver variability study. EJNMMI Res. 2020, 10, 40. [CrossRef]

51. Khayum, M.A.; Doorduin, J.; Antunes, I.F.; Kwizera, C.; Zijlma, R.; den Boer, J.A.; Dierckx, R.A.J.O.; de Vries, E.F.J. In vivo
imaging of brain androgen receptors in rats: A [18F]FDHT PET study. Nucl. Med. Biol. 2015, 42, 561–569. [CrossRef]

52. Orevi, M.; Shamni, O.; Zalcman, N.; Chicheportiche, A.; Mordechai, A.; Moscovici, S.; Shoshan, Y.; Shahar, T.; Charbit, H.;
Gutreiman, M.; et al. [18F]-FDHT PET/CT as a tool for imaging androgen receptor expression in high-grade glioma. Neuro Oncol.
Adv. 2021, 3, vdab019. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1016/j.ejca.2020.11.008
https://doi.org/10.1186/s13550-020-00627-z
https://doi.org/10.1016/j.nucmedbio.2015.02.003
https://doi.org/10.1093/noajnl/vdab019

	Introduction 
	[18F]FDHT PET in Patients with Prostate Cancer 
	Developmental History of Androgen Receptor Imaging 
	[18F]FDHT PET Analysis 
	[18F]FDHT PET Prostate Cancer Imaging in Clinical Trial Design 
	New Targets for AR Imaging in Patients with Prostate Cancer 

	[18F]FDHT PET in Patients with Breast Cancer 
	[18F]FDHT PET in Patients with Other Cancers 
	Conclusions 
	References

