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Abstract
The mechanisms responsible for the protective role of
selenium against the development of prostate cancer remain
to be determined (L. C. Clark et al., J. Am. Med. Assoc.,
276: 1957–1963, 1996). In the present study, we tested the
hypothesis that selenium supplementation reduces oxidative
stress. A secondary aim was to determine whether selenium-
induced changes in testosterone (T) metabolism may also
be involved. To this end, we conducted a double-blind,
randomized, placebo-controlled trial of 247 �g selenium/day
administered p.o. in the form of Se-enriched yeast. Study
subjects were 36 healthy adult males, 11 blacks and 25
whites, 19–43 years of age. Supplementation occurred over
the first 9 months, after which all subjects were placed on
placebo for an additional 3 months. Blood and urine were
collected at baseline and after 3, 9, and 12 months. In the
selenium group, plasma selenium levels were 2-fold higher
than baseline values after 3 and 9 months and returned to
136% of baseline after 12 months (P < 0.0001), whereas in
the placebo group, levels were unchanged. A 32% increase
in blood glutathione (GSH) levels was observed after 9
months in the selenium group only (P < 0.05). This change
coincided with a 26% decrease in protein-bound GSH
(bGSH) and a 44% decrease in bGSH:GSH ratios (P <
0.05). The changes in GSH and bGSH were highly
correlated with changes in plasma selenium concentrations
and may reflect a decrease in oxidative stress. No
changes were observed in either group for plasma T,
dihydrotestosterone (DHT) or DHT:T ratios, suggesting that
selenium had no effect on the �-reductase involved in the
conversion of T to DHT. A small but significant decrease in
prostate-specific antigen levels was observed after 3 and 9
months (P < 0.001), and this difference disappeared after
12 months. Future trials will test the above hypothesis in

prostate cancer patients and in subjects at high risk for
prostate cancer.

Introduction
Several epidemiological studies, experimental research, and a
recent clinical intervention trial supported the hypothesis that
enhanced selenium status reduces the risk of cancer, including
that of cancer of the prostate (1–12). One of the most exciting
clinical trials in the United States supported the protective
effect of selenium-enriched yeast against cancer of the prostate
(13, 14). This protective effect was confirmed in a recent
follow-up investigation of this trial (15). However, the mech-
anisms responsible for the protective effect remain largely
unknown. The outcome of this trial prompted two new clinical
trials: Prevention of Cancers by Intervention with Selenium
Trial (PRECISE), in three European countries and the Selenium
and Vitamin E Cancer Prevention Trial (SELECT) in the
United States (16–18).

Prostate cancer presents a major clinical and public health
challenge in the United States. Adenocarcinoma of the prostate
is now the most frequently diagnosed malignancy in adult
males and the second most frequent cause of death due to
cancer in males; it is estimated that 189,000 new cases of
prostate cancer will be diagnosed in the year 2002 and that
30,200 men will die from this disease (19). Earlier estimates
indicate that a 50-year-old American male has a 40% chance of
developing prostate cancer during his lifetime, a 10% chance of
being diagnosed with it, and a 2–3% chance of dying from this
disease (20). Today the probability of developing invasive
cancer of the prostate by age group is as follows: birth to 39
years, less than 1 in 10,000; 40–59 years, 2.08 or 1 in 48;
60–79 years, 12.5 or 1 in 8; and overall (birth to death), 16.67
or 1 in 6 (19).

Although the etiology of prostate cancer remains poorly
understood, a number of hypotheses have been put forth. The
most commonly considered risk factors are briefly mentioned
here. Studies in migrant populations pointed to the role of
environmental factors in the development of prostate cancer
(21–23). The role of Western diet, especially fat, has been
suggested, but its role in prostate cancer development has not
been consistent in the literature (24–28). Available data suggest
the protective role of dietary components (such as fruits, veg-
etables, whole grains, and soy) against the development of
prostate cancer (29–31).

The involvement of genetic factors (family component)
has been suggested (32–35). Androgen metabolism may be
implicated because the androgen receptor gene is highly poly-
morphic in humans (36). An association between increased
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levels of T3 and an increased incidence and/or risk of prostate
cancer has been seen in some studies (37–41); however, an-
other view argues against this finding/prevalent opinion (42).
Differences in activity of �-reductase, an enzyme that converts
T to DHT, have been correlated with ethnic patterns of prostate
cancer (43). Higher levels of T in African-American men than
in their Caucasian counterparts may explain the increased risk
of prostate cancer of the former group (44). In general, cell
division and proliferation in the prostate are controlled by the
levels of these hormones (45–49). Because DHT has a higher
binding affinity to the androgen receptor and to DNA than T, it
may serve as a promoter of prostate cancer (50).

On the basis of the available knowledge, there is an ob-
vious and urgent need to systematically investigate how a
nutritional supplement such as Se-enriched yeast modulates the
most commonly considered risk factors in the development of
prostate cancer not only in cancer patients or in high-risk
populations but, more importantly, in healthy males, as in-
tended in the Selenium and Vitamin E Cancer Prevention Trial
(17). In the present study, we examined the effect of Se-
enriched yeast supplementation in healthy males on blood lev-
els of GSH, the major cellular antioxidant, as an indicator of
antioxidant capacity, and on bGSH as a marker of oxidative
stress. The levels of 8-OHdG in urine were also measured as an
indicator of oxidative damage to DNA. We further examined
the effect of supplementation of Se-enriched yeast on serum
androgen (T and DHT) levels. Finally, to examine possible
prostate-specific changes, we determined the effect of Se-en-
riched yeast on the levels of PSA.

Materials and Methods
Study Design and Subject Characteristics. To examine pos-
sible mechanisms of action for the protective effect of Se-
enriched yeast, we have conducted a randomized, double-
blinded, placebo-controlled clinical trial of Se-enriched yeast
supplementation. The study design was approved by the insti-
tutional review board of the American Health Foundation. Our
goals were to examine the effects of selenium supplementation
in healthy subjects on (a) bound and free GSH levels, (b) levels
of urinary 8-OHdG, (c) T metabolism as determined by assess-
ment of T:DHT ratios in serum, and (d) circulating PSA levels.
Study Design. Subjects were healthy adult males (19–43
years of age). All subjects were randomized into either the
Se-enriched yeast (200 �g Se/day) arm or the placebo arm.
Baseline data were collected on demographics, lifestyle habits,
and usual dietary practices. Se-enriched yeast and regular yeast
(placebo) were obtained from Nutrition 21 (San Diego, CA).

Blood and urine were collected at baseline and at 3, 9, and
12 months. Subjects from both groups were placed on placebo
at 9 months, and final blood and urine samples were collected
at 12 months. Specimen collection consisted of two 10-ml
venous blood samples taken at 10 a.m. � 0.5 h to avoid
problems of circadian fluctuations. Spot urine sample was col-
lected in amber bottles containing ascorbic acid to prevent
artifactual oxidation and ethanol to inhibit bacterial growth.
Compliance was monitored by pill count as documented in a
diary and log book, which were provided to each participant,
and by measuring plasma selenium concentrations (see “Re-

sults”). It should be noted that it takes 6–9 months for selenium
concentration in serum to reach a steady state (14). At the 12
month point, blood and urine samples were collected to deter-
mine whether the effect of selenium supplementation on pa-
rameters measured in this study is reversible. Each participant
was telephoned at 4-week intervals to assess any problems he
may have encountered and also as a reminder to follow the
study regimen.
Quantification of SM and Se-methylselenocysteine in Sele-
nium Yeast Capsules. Selenium-enriched yeast (lot number
70228) and regular yeast (placebo; lot number 70229) used in
this study as supplied by Nutrition 21 were analyzed for sele-
nium content by Par Laboratories Inc. (Charlotte, NC). The
results indicated that the selenium-enriched yeast contains 247
�g/capsule selenium, whereas regular yeast contained �5 �g/
capsule. In addition, we specifically quantified the levels of SM
and Se-methylselenocysteine in the selenium-enriched yeast
capsules using a Waters AccQ�Fluor reagent kit (Waters Corp.,
Milford, MA) according to previously published methods (51,
52). Two capsules of selenium-enriched yeast were randomly
selected. The contents of each capsule were removed and
weighed, and approximately 8.0 mg of yeast from each sample
were hydrolyzed with 1.5 ml of 6 N HCl at 110°C for 26 h in
vacuo. The resulting solutions were freeze-dried, and the resi-
dues were redissolved in 0.2 ml of 20 mM HCl. For quantitative
assessment of SM, 20 �l of selenium yeast hydrolysate were
placed in an autosampler vial, followed by the addition of 60 �l
of AccQ�Fluor borate buffer and 20 �l of reconstituted
AccQ�Fluor reagent. After incubation for 1 min at room tem-
perature, the samples were heated for 10 min at 55°C.

Aliquots of 10 �l were analyzed by HPLC on a reverse
phase Waters AccQ�Tag 3.9 � 150-mm column. The HPLC
system consisted of G Waters 600 Multisolvent Delivery Sys-
tem and a Hitachi L7485 fluorescence spectrophotometer. The
mobile phase was composed of three solvents: AccQ�Tag eluent
A (solvent A), acetonitrile (solvent B), and water (solvent C).
The column was maintained at 37°C with a flow rate of 1 ml/
min. The gradient program used for the analysis of SM is
tabulated in Table 1.

Under these conditions, SM eluted at approximately 35.5
min. For the quantitative assessment of Se-methylselenocys-
teine, the gradient program of 100% A to 83% A and 17% B in
51 min (curve 6) was used. Under these conditions, Se-meth-
ylselenocysteine eluted at 40.5 min. SM and Se-methylseleno-
cysteine were quantified based on standard curves constructed
for the analyses. SM and Se-methylselenocysteine accounted
for 42% and 25%, respectively, of the total Se incorporated into
the yeast.
Sample Processing. All biological samples were coded imme-
diately with an identifying number and blinded to the laboratory
with regard to the race or group status of the subject. Blood and

3 The abbreviations used are: T, testosterone; bGSH, protein-bound glutathione;
DHT, dihydrotestosterone; GSH, glutathione; PSA, prostate-specific antigen;
8-OHdG, 8-hydroxydeoxyguanosine; HPLC, high-performance liquid chroma-
tography; MPA, metaphosphoric acid; SM, selenomethionine.

Table 1 Gradient program

Time (min) % A % B % C Curve

Initial 100 0 0 *
0.5 99 1 0 11
18.0 95 5 0 6
19.0 91 9 0 6
29.5 83 17 0 6
35 0 60 40 11
38 100 0 0 11

* Not applicable.
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urine were placed on ice immediately after collection and
processed within 1 h. An aliquot of whole blood (0.2 ml) was
removed and processed by deproteinization with 4 volumes of
ice-cold 50 g/liter MPA. After 10–20 min, acid extracts were
obtained by centrifugation at 13,000 � g for 2 min and stored
at �70°C until analysis. The remaining acid-insoluble pellet
was stored at �80°C until analysis for bGSH content. Remain-
ing whole blood samples were centrifuged at 2,100 � g for 15
min at 4°C, and the plasma was carefully removed and ali-
quoted into labeled tubes, which were sealed and put into
storage at –70°C. Urine samples were aliquoted into labeled
tubes and also stored at –70°C.
Measurement of Biomarkers. GSH was determined using our
previously described micromethod (53), which is based on the
5,5�-dithiobis(2-nitrobenzoic acid)/enzymatic recycling proce-
dure of Tietze (54) and Owens and Belcher (55). Bound GSH
was determined in MPA-insoluble pellets. After washing three
times by resuspension in 5% MPA and centrifugation, the
pellets were resuspended in 8 M urea containing 1 mM EDTA
and incubated for 10 min at 4°C. After addition of a few drops
of octanol to prevent foaming, potassium borohydride was
added to a final concentration of 35 mg/ml. After incubation for
30 min at 4°C, the solution was acidified with 10% MPA
containing 1 mM EDTA, and the pH was adjusted to 2.5–3.0.
The resulting mixture was filtered through a 0.45 �m filter and
analyzed for GSH as described above.

Plasma total selenium levels were determined by atomic
absorption spectrophotometry as described previously (56, 57).
Total serum T was determined by RIA using the DPC Coat-a-
Count kit (Diagnostic Products Corp., Los Angeles, CA). Se-
rum DHT was analyzed by direct ELISA kit (Diagnostics
Biochem Canada, Inc., London, Ontario, Canada). Total PSA
was analyzed by the ELISA procedure (Tandem E PSA) of
Hybritech (San Diego, CA). Urinary 8-OHdG levels were
measured at baseline and after 9 months using HPLC with
electrochemical detection by ESA Laboratories, Inc. (Chelms-
ford, MA). Urine creatinine was determined using a Vitros
Ektachem 500 clinical chemistry analyzer.
Statistical Analysis. Biochemical levels of interest (selenium,
glutathione, and so forth) measured over time (baseline and 3,
9, and 12 months) were compared between selenium-treated
and placebo subjects using repeated-measures ANOVA (58).

Results
Subject characteristics and compliance based on capsule count
are described in Table 2. A high degree of compliance was also
indicated based on plasma selenium measurements (Fig. 1). An
increase in plasma Se was observed after 3 and 9 months in all
but two subjects in the Se-enriched yeast group. In contrast, Se
levels were unchanged in all subjects from the placebo group.
Since two subjects in the Se-enriched yeast group appeared to
be noncompliant based on blood Se levels as well as pill count
data and diary records, all analyses were conducted both with
and without these two subjects. In every case, removal of these
subjects had no effect on the results obtained. All data pre-
sented include the two subjects in question. The average in-
crease over baseline after 3 � 9 months in the Se-enriched yeast
group was 2-fold (Fig. 2). After an additional 3-month washout
period, plasma selenium levels in the Se-enriched yeast-treated
group were reduced from 3- and 9-month values but were not
completely back to baseline levels. Selenium levels at 3, 9, and
12 months were significantly higher in individuals in the sele-
nium arm than in those in the placebo arm (P � 0.001).

Blood GSH levels were examined in all subjects as an
indicator of systemic antioxidant capacity (Fig. 3). Baseline
values for GSH levels for all subjects were within the normal
range for men of this age group (53, 59). No differences
between placebo and Se-enriched yeast groups were observed
at baseline and after 3 months. However, at 9 months, GSH
levels were 19% (P � 0.005) greater in the Se-enriched yeast-
treated group than in controls. This increase disappeared after
the 3-month washout period. In contrast, the levels of bGSH

Table 2 Comparison of study populations by age, race, smoking status, and
body mass index

Placebo Selenium

No. of subjects
Recruited 26 (100%) 26 (100%)
Dropped out 7 (27%) 9 (35%)
Finished study 19 (73%) 17 (65%)

Age (yrs) 31.1 � 4.2 30.7 � 4.4
Race

Black 6 (31.6%) 5 (29.4%)
White 13 (68.4%) 12 (70.6%)

Smoking status
Smokers 0 0
Nonsmokers 19 17

BMI (kg/m2)a 25.2 � 4.13 24.2 � 4.57
Complianceb (%) �95 �95

a BMI, body mass index.
b Based on capsule count.

Fig. 1. Individual plasma selenium levels. Blood samples were obtained from
subjects in both placebo (n � 19) and Se-enriched yeast supplement (n � 17)
groups at baseline and after 3, 9, and 12 months. In the selenium group, Se-
enriched yeast was replaced with placebo for the final 3-month washout period.
Plasma was isolated and analyzed for selenium content as described in the text.
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were significantly lower in the Se-treated group at 9 months
compared with the placebo group. No differences in bGSH
were observed at other time periods. The increases in GSH
levels after 9 months were highly correlated with increases in
plasma selenium concentrations in Se-enriched yeast-supple-
mented individuals (r � 0.71; P � 0.001). Similarly, decreases
in bGSH over this same time period were also highly correlated
with changes in plasma selenium (r � �0.75; P � 0.001).

Mean urinary 8-OHdG levels were unchanged between
baseline and 9 months for both placebo and Se-enriched yeast
groups. For the Se-enriched yeast group, mean � SD values
were 3.16 � 1.28 and 3.10 � 1.29 ng/mg creatinine for baseline
and 9 month samples, respectively. For the placebo group,
mean � SD values were 4.18 � 4.78 and 4.94 � 6.34 ng/mg
creatinine for baseline and 9-month samples, respectively.

The baseline levels of T were within the normal range of
this age group (Fig. 4). No differences were observed in T
levels for both the selenium and placebo groups between base-
line and any of the time points. DHT levels were also un-
changed in both groups throughout the study period. DHT
levels were 18–20% of T levels, and the ratio of DHT:T in each
subject was remarkably constant throughout the study.

Fig. 5 shows the effect of Se-enriched yeast on plasma
PSA levels. As expected, baseline levels were low in these
healthy subjects. A significant decrease in PSA levels was
observed after 3 and 9 months (P � 0.001); after 12 months, no
significant difference in PSA levels was seen.

For each of the biomarkers analyzed, no differences be-
tween races were observed. Whereas the mean baseline DHT
level in blacks (mean � SD, 961 � 401 mg/ml) was 20%
greater than that in whites (mean � SD, 797 � 259 mg/ml), the
difference was not statistically significant (P � 0.08).

Discussion
Investigating the effects of a chemopreventive nutritional sup-
plement in healthy people, and in high-risk individuals and
cancer patients, by means of biomarkers that would signal the
progression of disease, represents an important approach to
elucidating mechanisms of action and prevention (10, 11, 18).
In the present study, we tested the hypothesis that the protective

role of Se-enriched yeast in the development of prostate cancer
(13–15) involves inhibition of oxidative stress. Initially we
have tested this hypothesis in healthy males; the same hypoth-
esis should be tested in future studies in prostate cancer patients
or in high-risk populations (e.g., those with abnormal PSA
levels).

The selenium-enriched yeast is a complex matrix; how-
ever, 67% of the selenium content in the yeast was accounted
for by SM and Se-methylselenocysteine, whereas the remaining
33% remained structurally unidentified. Nevertheless, selenium-
enriched yeast has been shown to be protective against the
development of prostate cancer (13–15). Whereas SM repre-
sents the major selenium-containing component in selenium-
enriched yeast, it is either weak or lacks any protective effects
in several preclinical investigations including prostate cancer
models (5, 9). Whether SM or another form of selenium is
responsible for cancer chemoprevention by selenium-enriched
yeast in humans remains unknown.

In this study we recruited both African Americans and
Caucasians; the former subjects have the highest prostate can-
cer rates in the world and have a prostate cancer rate nearly

Fig. 2. Supplementation with Se-enriched yeast enhances plasma selenium lev-
els. Blood selenium levels were assessed in study subjects as described in the Fig.
1 legend. Levels are expressed as the percentage change from baseline values.
Mean baseline concentration values were 128 (placebo group) and 127 ng/ml
(Se-enriched yeast group). Points and bars are group means and SD, respectively.

Fig. 3. Supplementation with Se-enriched yeast alters blood glutathione and
glutathiolation. Blood samples, obtained as described in Fig. 1, were processed
and analyzed for GSH and bGSH as described in text and expressed as percentage
change from baseline values. Mean baseline concentration values for GSH were
0.836 (placebo group) and 0.780 �mol/ml (Se-enriched yeast group); those for
bGSH were 0.156 (placebo group) and 0.173 �mol/ml (Se-enriched yeast group);
and those for bGSH:GSH ratio were 0.198 (placebo group) and 0.238 (Se-
enriched yeast group). Points and bars are group means and SD, respectively.
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twice that of white Americans in the United States (10, 17).
Smokers and heavy alcohol users were excluded because of
potential confounding effects on several factors including the
generation of oxidative damage (60) and the metabolism of
male hormones (reviewed in Ref. 61). Moreover, smoking as an
etiological factor in the development of prostate cancer remains
inconclusive (61).

Oxidative stress is the result of an imbalance favoring
prooxidants that will lead to macromolecular damage. It has
long been known that selenium can act as an antioxidant among
many other functions (9). In this study we showed that Se-
enriched yeast supplementation enhanced the formation of re-
duced GSH in blood and that the degree of GSH induction was
highly correlated with enhancements in blood selenium levels.
As the most abundant and ubiquitous intracellular antioxidant,
GSH plays a central role in protecting macromolecules against
free radical attack and oxidative damage and maintaining redox
status within a cell (62). In addition, as a substrate for the
selenium-containing enzyme glutathione peroxidase, GSH pro-
tects against peroxide-induced cellular damage. Because blood
GSH may serve as a marker of susceptibility to oxidative

damage, the present results would indicate that long-term sup-
plementation with Se-enriched yeast can reduce the levels of
oxidative damage through induction of GSH. In addition, en-
hancement of GSH may also protect against carcinogenesis
affecting other relevant pathways because GSH also functions
in the maintenance of immune function, detoxification of car-
cinogens and co-carcinogens, and regulation of cell prolifera-
tion and apoptosis (63–66).

GSH in blood and tissues is also bound to proteins through
the process of glutathiolation, i.e., the formation of mixed
disulfides of GSH with cysteine residues in proteins. Protein
glutathiolation is known to alter the activity of a number of key
enzymes and metabolic pathways and is thought to be an
important posttranslational regulatory mechanism for many
proteins (67). Because glutathiolation occurs through the reac-
tion of oxidized glutathione with protein thiols through a thiol/
disulfide exchange reaction, and oxidized glutathione formation
is dependent upon levels of oxidative stress, bGSH levels have
been proposed as a marker of oxidative stress (68). In the
present study, we observed a significant decrease in bGSH in
the Se-enriched yeast group concomitant with an increase in
GSH levels. Like GSH, bGSH changes were highly correlated
with changes in blood selenium levels. A substantial 50%
decrease also occurred in bGSH:GSH ratios after 9 months.
These decreases in bGSH and bGSH:GSH ratios are suggestive
of a decrease in oxidative stress induced by selenium supple-
mentation. This progressive change in favor of antioxidation
provides support for the hypothesis that a reduction in oxidative
damage is involved in the mechanism of selenium chemopre-
vention. However, because 8-OHdG levels were unchanged by
Se-enriched yeast supplementation, it is likely that this mech-
anism does not involve a reduction in the production of oxida-
tive damage to DNA in the form of 8-OHdG. It is also possible
that changes may occur in the target tissue that are not reflected
by urinary indicators.

Whereas numerous investigations have examined the ef-
fects of selenium supplementation on GSH peroxidase activi-
ties, to our knowledge there have been no studies examining
effects on free and bGSH levels. In one previous report, sup-

Fig. 4. Supplementation with Se-enriched yeast has no effect on plasma andro-
gens. Plasma samples, obtained as described in the Fig. 1 legend, were analyzed
for T and DHT content as described in text and expressed as percentage change
from baseline values. Mean baseline concentration values for T were 5.05 (pla-
cebo group) and 4.63 ng/ml (Se-enriched yeast group); those for DHT were 0.894
(placebo group) and 0.797 ng/ml (Se-enriched yeast group); and those for the
T:DHT ratio were 6.32 (placebo group) and 6.49 (Se-enriched yeast group).
Points and bars are group means and SD, respectively.

Fig. 5. Supplementation with Se-enriched yeast decreases plasma PSA levels.
Plasma samples, obtained as described in Fig. 1, were analyzed for total PSA
content as described in text and expressed as percentage change from baseline
values. Mean baseline concentration values for PSA were 0.53 (placebo group)
and 0.72 ng/ml (Se-enriched yeast group). Points and bars are group means and
SD, respectively.
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plementation of HIV-infected patients with SM (100 �g Se/
day) resulted in a substantial increase in blood GSH levels after
12 months; however, baseline levels were �80% lower than
those in noninfected individuals (69). In the present report,
selenium supplementation was effective at increasing GSH
levels in individuals with normal baseline values.

A second aim of this study was to examine the effect of
Se-enriched yeast on T metabolism. Our values of T are compa-
rable with those reported previously in the same age groups (41).
It was reported that mean T levels in black college students were
significantly higher (about 19%) than those in whites (41); how-
ever, in the present study, levels of T were similar in blacks and
whites. Whereas mean DHT levels were 20% greater in blacks
than whites at baseline, this difference was not statistically signif-
icant (P � 0.08). Taken together, our results suggest that selenium
supplementation has little effect on the conversion of T to DHT.
However, the activity of �-reductase responsible for this conver-
sion may vary between healthy individuals and those at different
stages of this disease. Although finasteride, an �-reductase inhib-
itor, demonstrated preclinical preventive efficacy in rat models for
prostate cancer, it may not be effective in preventing human
prostate cancer in clinical trials (reviewed in Ref. 11). Neverthe-
less, in future trials, we will determine the effect of Se-enriched
yeast on the activity of this enzyme by measuring T, DHT, and the
ratio of DHT:T in patients with abnormal PSA (�4 ng/ml) as well
as in those who have prostate intraepithelial neoplasia but refuse
any treatment or surgery. Trials using finasteride showed that, in
addition to inhibiting �-reductase, this drug also inhibited PSA
levels (70–72).

Clinicians use PSA to screen for prostate cancer. Among
biopsied men without histological evidence of prostate cancer,
African Americans have a significantly higher PSA level and
PSA density (serum PSA:prostate volume ratio) than white men
in the same age group (73). The results of this study clearly
showed that Se-enriched yeast significantly decreased PSA
levels after 3 and 9 months of supplementation. After selenium
cessation, PSA levels at 12 months remained low but were not
significantly different from those measured in the placebo arm
(74). These results suggest that Se-enriched yeast has specific
effects on the prostate; however, the specific mechanisms re-
main unknown. The function of PSA in healthy individuals is
unclear; thus, the effects of reducing PSA levels as in this study
are unknown. Because Se-enriched yeast had no effect on the
ratio of DHT:T, as shown in this study, its inhibitory effect on
PSA levels in healthy men appears to be independent of an-
drogen metabolism. Clearly, additional studies are urgently
needed to understand the mechanisms that may account for the
effect of Se-enriched yeast on PSA levels.

In summary we demonstrated that supplementation of
Se-enriched yeast (247 �g/day for 9 months) to healthy adult
men clearly enhanced blood GSH levels and decreased bound:
free GSH ratio, suggesting a decrease in oxidative stress. Al-
though it reduced serum PSA levels, it had no effect on the
conversion of T to DHT. The results clearly show that contin-
uous selenium supplementation is essential because its effect
vanished after cessation. The same hypothesis tested here is
currently being examined in prostate cancer patients and in
individuals with elevated PSA.
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