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Clomiphene citrate is safe and effective for
long-term management of hypogonadism
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Level of Evidence 2a
OBJECTIVE
• To assess the efficacy and safety of
long-term clomiphene citrate (CC) therapy
in symptomatic patients with
hypogonadism (HG).
PATIENTS AND METHODS
• Serum T, oestradiol and luteinizing
hormone (LH) were measured in patients
who were treated with CC for over 12
months.
• Additionally, bone densitometry (BD)
results were collected for all patients.
Demographic, comorbidity, treatment and
Androgen Deficiency in Aging Men (ADAM)
score data were also recorded.
• Comparison was made between baseline
and post-treatment variables, and
multivariable analysis was conducted to
define predictors of successful response
to CC.

INTRODUCTION
Hypogonadism, defined as a low serum
testosterone (T) accompanied by a
constellation of symptoms, is of growing
concern to clinicians, as the prevalence in
the US has increased over time. Additionally,
T levels in ageing men decline ≈ 10–15% per
decade [1,2]. Two forms of hypogonadism
(HG) have been identified: primary HG is the
result of gonadal dysfunction, whereas
secondary HG is caused by dysfunction of
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What’s known on the subject? and What does the study add?
Clomiphene citrate (CC) has previously been documented to be efficacious in the
treatment of hypogonadism. However little is known about the long term efficacy and
safety of CC. Our study demonstrates that CC is efficacious after 3 years of therapy.
Testosterone levels and bone mineral density measurement improved significantly and
were sustained over this prolonged period. Subjective improvements were also
demonstrated. No adverse events were reported.

• The main outcome measures were
predictors of response and long-term
results with long-term CC therapy in
hypogonadal patients.

RESULTS
• The 46 patients (mean age 44 years) had
baseline serum testosterone (T) levels of
228 ng/dL.
• Follow-up T levels were 612 ng/dL at 1
year, 562 ng/dL at 2 years, and 582 ng/dL
at 3 years (P < 0.001).
• Mean femoral neck and lumbar spine BD
scores improved significantly.
• ADAM scores (and responses) fell from a
baseline of 7 to a nadir of 3 after 1 year.

the central component of the hypothalamic–
pituitary–gonadal (HPG) axis. Given the
unique pathogenesis of primary vs
secondary HG, treatment of the former can
be achieved with direct replacement of T,
while the latter pathology is amenable to
therapy through stimulation of HPG-axis
gonadotrophin release. It might be
important to differentiate between the
aetiology of HG in some patients,
considering the side-effects of direct T
replacement, specifically testicular atrophy
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• No adverse events were reported by any
patients.
CONCLUSIONS
• Clomiphene citrate is an effective
long-term therapy for HG in appropriate
patients.
• The drug raises T levels substantially in
addition to improving other manifestations
of HG such as osteopenia/osteoporosis and
ADAM symptoms.
KEYWORDS
hypogonadism, clomiphene, testosterone,
bone mineral density

and fertility, which could be avoided by
utilizing non-T-based strategies, such as
clomiphene citrate or hCG [3].
Clomiphene citrate (CC), a selective
oestrogen receptor modulator (SERM), has
been of increasing interest to practitioners
managing secondary HG [4–6]. Several
studies have evaluated the efficacy and
safety of CC therapy in this population
where short-term therapy has yielded
improvements in T levels and HG

2 0 1 2 B J U I N T E R N A T I O N A L | 11 0 , 1 5 2 4 – 1 5 2 8 | doi:10.1111/j.1464-410X.2012.10968.x

UTILITY OF CLOMIPHENE CITRATE IN THE LONG TERM MANAGEMENT OF HYPOGONADISM

TABLE 1 Baseline and follow-up hormone, symptom and BMI data for patients (data are means ± SD)

Total T, ng/dL
LH, IU/mL
Oestradiol, pg/mL
ADAM (+ responses)
Mean BMI, kg/m2

Baseline
228 ± 48
2.0 ± 1.6
37 ± 16
7±2
32 ± 8

Year 1
612 ± 212
8.6 ± 3.2
48 + 22
3±2
31 ± 9

symptomatology. The studies have also
demonstrated that CC can effectively
increase both gonadotrophins and T.
Some have expressed concern regarding the
effect of chronic CC treatment on bone
density given its anti-oestrogenic effects.
Given the paucity of long-term experience
with CC, we reviewed the outcomes of
long-term CC therapy.

PATIENTS AND METHODS
The study population comprised patients
with HG seen between 2002 and 2006 who
were treated with CC for ≥12 months and
underwent annual bone densitometry. HG
was defined as a serum total T level
<300 ng/dL on two consecutive early
morning (before 10.00 am) total T
measurements. Serum androgens and
gonadotrophins (luteinizing hormone [LH],
follicle-stimulating hormone [FSH]) were
measured in patients if they had symptoms
consistent with HG, erectile dysfunction,
testicular atrophy, a clinically significant
(grade II or III) varicocele or infertility. If the
baseline T measurements were abnormal,
the T (total and free), sex hormone-binding
globulin and oestradiol concentrations were
remeasured along with a serum prolactin
level and thyroid function tests. When low
serum T was confirmed on the second
measurement, a bone densitometry was
performed on all patients to define their
bone mineral density. Patient demographics,
comorbidities, testicular volumes (based on
orchidometer assessment), varicocele status
(presence, grade) and treatment data were
also recorded.
All patients had a discussion with the
treating physician regarding risks and
benefits of both exogenous testosterone
supplementation, including the concerns
about azoospermia induction, and testicular
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Year 2
562 ± 201
7.2 ± 4.0
42 ± 13
5 ± 2.5
29 ± 11

Year 3
582 ± 227
8.2 ± 1.9
50 ± 30
5±3
28 ± 4

P value
<0.001
<0.001
0.02
0.01
<0.05

atrophy. They were also informed about the
role of CC and hCG in this clinical scenario
and the avoidance of testicular atrophy
concerns with these options. Patients with
serum LH concentrations in the low or
normal range were informed of their
candidacy for CC (≤6 IU/mL). Patients opting
for CC with at least 12 months of follow-up
constituted the study population. Patients
were commenced on CC 25 mg every other
day and were titrated to 50 mg every other
day based on the treatment serum T level.
The target total T level was arbitrarily set at
550 ± 50 ng/dL.
At baseline and during treatment, T (free
and total), sex hormone-binding globulin,
oestradiol, LH and FSH were measured. The
initial post-treatment hormone estimation
was performed 1 month after commencing
CC. Once the target T level was achieved, T/
gonadotrophin levels were measured twice
per year. In cases where the target T level
was not achieved, further discussions were
held with the patient regarding the use
of intra-muscular [i.m.] hCG. The Androgen
Deficiency in Aging Men (ADAM)
questionnaire was administered pretreatment and during follow-up [7]. This
is a 10-question validated questionnaire
focusing on key clinical features of HG.
Our analysis focused on laboratory and
questionnaire values attained at baseline
and at the last follow-up date while still
on treatment.
For statistical analysis, our hypothesis was
that CC therapy would result in an increase
in serum androgens and gonadotrophins
and that such improvements would be
sustained over time; that such hormone
level improvement would be represented in
improvements in the ADAM questionnaire;
and that bone density would not worsen
over time. The statistical analyses used to
assess response to treatment were as
follows: chi-squared analysis for comparison

of categorical variables (ADAM questionnaire
questions) at baseline and after treatment;
and a repeated measures t-test (SPSS 16.0,
Chicago, IL, USA) for comparison of serial
serum hormone variables and bone density
scores.
RESULTS
A total of 46 patients had ≥12 months of
CC treatment, 37 patients had >2 years’
treatment, and 29 patients had >3 years’
treatment. Mean ± SD age was 44 ± 18
years. At the time of CC commencement,
the comorbidity profile was as follows:
hypertension, 35%; dyslipidaemia, 30%;
diabetes, 11%; cigarette smoking history (>5
pack-years), 17%; and cardiovascular disease
(coronary artery disease, coronary artery
bypass surgery, coronary artery angioplasty
± stenting, cerebrovascular disease,
peripheral vascular disease), 13%.
At 36 months, 75% remained on CC 25 mg
every other day. There was noted an
excellent continued T response to CC after
12 months, with a mean rise in total T levels
of 384 ng/dL (see Table 1). Total T levels
dropped slightly over the next 24 months,
however mean levels remained in the
therapeutic target range (500–600 ng/dL)
(Fig. 1). No significant increase was seen
over each passing annual time-point in the
proportion of patients having total T levels
falling outside of the normal (35%, 32% and
31%, respectively) or the therapeutic target
range (43%, 48% and 45%, respectively). LH
responded appropriately with sustained
elevations, with mean increases of between
5 and 6 IU/mL. A steady increase in
oestradiol was seen over the study period
(P = 0.02). However, no patient developed
gynaecomastia or nipple tenderness. No
patient had a testosterone/epitestosterone
ratio <10 while on CC. Despite persistently
raised T levels, the ADAM score, which
initially decreased, increased again over the
36-month follow-up period (P = 0.01)
(Table 1 and Fig. 1).
Figure 2 shows the outcomes of bone
densitometry over the study period. Mean ±
SD T scores for femoral neck/lumbar spine at
baseline were −2.1 ± 1.7/–3.2 ± 2.2. These
values improved significantly (P < 0.01 for
both sites) over time, with scores at 1, 2 and
3 years being −1.2 ± 1.2/–1.6 ± 1.8, 1.3 ±
1.6/–1.6 ± 1.2 and −0.9 ± 1.2/–1.1 ± 1.0,
respectively. In all, 28% of patients had
1525
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While genetic forms of HG (e.g. Klinefelter’s
syndrome, Kallman’s syndrome) are
important considerations for the clinicians,
most T deficiency is attributable to the
natural decline in androgen in ageing men.
Interestingly, primary and secondary HPG
axis dysfunctions have both been identified
in the pathogenesis of age-related T declines
[8,9]. Clinically, the symptomatology is
generally regarded to include decline in
libido, erectile dysfunction and sarcopenia
[10–16]. Additionally, patients often present
with mood symptoms suggestive of
depression, dysthymia and irritability [17].
Critically important are the risks of
cardiometabolic comorbidities associated
with HG, including the development of
cardiovascular disease, diabetes mellitus and
osteoporosis [15,16,18–20]. Treatment with T
replacement might reverse these symptoms,
though the extent of efficacy remains
controversial [21,22].
Clomiphene citrate, a SERM, acts as a weak
antagonist of oestrogen at the level of the
hypothalamus, enabling inhibition of central
oestrogen feedback [23]. This oestrogen
blockade results in increased GnRH
production. GnRH acts on the pituitary
gland to increase LH and FSH, which exert
1526

Given that T replacement can be achieved
though a variety of routes of administration
and mechanisms, it is important to consider
the strengths and weaknesses of each
therapy when initiating therapy [3]. In
general, experience with CC has been
positive, albeit in the setting of shortduration therapy. Guay et al. [26] presented
their experience with patients managed on
CC for 8 weeks. The authors noted
statistically significant increases in LH, FSH
and T levels, although patients did not
report subjective improvements in sexual
function. Importantly, at the time of the
present study, validated screening and
diagnostic questionnaires for androgen
deficiency and sexual dysfunction were not
available. Nevertheless, this must be
interpreted in the context of the very short
duration of therapy utilized in the present
study.
Shabsigh et al. [4] examined a cohort of 36
patients treated with 4–6 weeks of CC
therapy. In that small study, T levels rose
from 248 ng/dL to 610 ng/dL. The authors
emphasize that the testosterone:oestrogen
ratio improved by about 60% concurrent
with the rise in total T. This implies that
there is a disproportionately favourable
androgen response with CC. Side-effects
such as hot flashes, headaches, visual
disturbances and cardiovascular disorders
were denied by all patients. However, the
present study did not examine the impact of
CC on the symptoms of androgen deficiency.
Additionally, objective measures of
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FIG. 2. Mean baseline and follow-up total T values
as well as results of ADAM questionnaires
quantifying the fraction of patients not reporting
‘yes’ for symptoms (defined as ‘+ response’).
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The present study examined the impact of
long-term CC therapy on hypogonadal
patients with baseline LH ≤6.0 IU/mL. CC
was successful in raising T levels from a
baseline mean of 228 to 612 ng/dL after 1
year of therapy. This level was sustained
throughout the subsequent 2 years of
follow-up available. Patients also
demonstrated response to therapy through
improved ADAM scores and bone mineral
density as assessed by annual bone
densitometry scans. Additionally, BMI
declined successively over the 3-year
treatment period from a baseline value of
32 kg/m2 to a final follow-up of 28 kg/m2.
Patients were free of side-effects, suggesting
that CC is effective in the long-term
management of HG.

Centrally acting agonists aimed at
up-regulating gonadotrophin and T levels
are especially valuable when the side-effects
of direct T replacement are to be avoided.
Patients receiving direct T replacement
therapy are predisposed to testicular
atrophy and azoospermia, consequences
that are particularly detrimental to patients
desiring fertility [24]. Direct T administration
inhibits central gonadotrophin release by
negatively feeding back on the HPG axis.
This reduces secretion of LH and FSH.
Therefore, CC has been utilized in patients
with central HPG-axis dysfunction.
Additionally, hCG has been successfully used
to raise T levels, although it is more costly
than CC and less widely adopted [25].

FIG. 1. Breakdown of bone densitometry diagnoses
at baseline and over the course of CC therapy (BD,
bone density).

Fraction of patients

DISCUSSION

their effects on the testicle by increasing
Leydig cell T synthesis and Sertoli cell
spermatogenesis, respectively.

Total T, ng/dL, mean

normal bone densitometry at baseline; this
rose to 50%, 48% and 55% at years 1, 2
and 3, respectively. The proportion of
patients with osteoporosis was 13% at
baseline and 6%, 6% and 3%, respectively,
at the follow-up time points.

treatment outcomes (e.g. bone density) were
not included.
A long-term comparative efficacy study
between transdermal T replacement and CC
was reported by Taylor & Levine [27]. That
study compared 65 patients taking CC for
23 months with 39 patients treated with
transdermal T for 46 months. Baseline T
levels were significantly different between
the two study cohorts (277 ng/dL for the CC
group and 221 ng/dL for the transdermal T
group), although it is unclear what impact
this might have on the interpretation of the
results. After therapy, T levels were observed
to increase 107% and 150% in the CC and
transdermal T groups, respectively. As in the
present study, the ADAM questionnaire was
used to follow quality-of-life outcomes,
with CC patients experiencing score
improvements from 4.9 to 2.1 positive
responses (P < 0.01), and specific score
improvements in the sexual function
domains were also noted. One interesting
observation is the less substantial baseline
symptomatology in their CC group (≈ five
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positive responses) than in the patients in
the present study (≈ seven positive
responses). No baseline ADAM data were
presented for the transdermal T group. These
data nevertheless suggest that CC is
effective in the management of HG.
While the aforementioned data support the
use of CC therapy in appropriate patients,
there have been concerns raised about the
efficacy of CC in older patients. Tenover
et al. [28] compared 1 week of CC therapy
in younger (22–35 years) and older (65–84
years), measuring pre- and post-treatment T
and LH pulsatility. Interestingly, the authors
reported a substantially weaker response to
CC in the older cohort of patients (32%
increase in total T vs 100% increase in the
younger cohort). It is important to note that
the present study characterized ‘elderly’ as
age ≥65 years and included only 29 and 26
patients, respectively. In a follow-up study,
Tenover et al. [29] confirmed that these
findings apply in the setting of therapy of 8
weeks’ duration. The results of this latter
study were derived from only 10 patients
evenly distributed into the age cohorts,
representing a very small sample for study
and, furthermore, one that was not
controlled for baseline LH level. These data
suggest that close follow-up of elderly
patients on CC is required to ensure efficacy.
Clomiphene citrate has largely been show to
be efficacious in the management of bone
density in animal models [30,31]. By
achieving disinhibition of central oestrogen
feedback, it has even been suggested that
CC could be clinically equivalent to
oestrogen in the maintenance of bone
density [30]. The adverse impact of
diminished bone density has been clearly
established; patients with osteopenia and
osteoporosis are more likely to experience
bone fractures and substantial quality of life
impairments [32,33]. Therefore, CC might be
a viable and safe option for treating
hormone-dependent osteoporosis in both
men and women. This observation cannot be
extrapolated to the entire SERM class, which
includes common chemotherapeutic drugs
such as tamoxifen and raloxifene [34]. While
the latter has been shown to appreciably
reduce the risk of fracture in women in
complement to improved bone density, the
former compound has even shown increases
in fracture risk for patients on long-term
therapy [35]. However, these observations
have not been consistent and it appears
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that tamoxifen is the only SERM with
questionable effects on bone density [34,36].
It is possible that, while SERMS are largely
anti-oestrogens in terms of their central
efficacy, they are weak oestrogen agonists
and therefore improve bone density directly
(weak agonist activity) and indirectly (central
disinhibition increasing gonadotrophin
release).
The present study validates the efficacy
and safety of CC when used for central
stimulation of T production in hypogonadal
patients. There are marked and sustained
improvements in T levels, bone density
outcomes and symptoms as assessed by the
ADAM questionnaire. The long-term results
strongly support utilization of CC for
chronic therapy in appropriate hypogonadal
patients (defined herein as those with LH
≤6.0 IU/mL). However, the present study has
some important limitations that must be
considered. As a case series, there is no
comparative cohort to assess the relative
efficacy of CC therapy. Additionally, some
patients were lost to follow-up, diminishing
the sample size over the study period and
potentially confounding the results of the
final follow-up period.
In conclusion, the present study has the
longest follow-up of patients on CC therapy
for HG. Sustained increases in T and
improvements in symptoms of T deficiency
and bone density were observed in this
cohort. No side-effects were reported by
patients in the cohort described herein.
Therefore, we conclude that, in the
appropriate patient, CC is an effective
means of restoring androgen levels and is
safe for long-term use up to 3 years.

CONFLICT OF INTEREST

3

4

5

6

7

8

9

10

11

None declared.

REFERENCES
1

2

Mohr BA, Guay AT, O’Donnell AB,
McKinlay JB. Normal, bound and
nonbound testosterone levels in
normally ageing men: results from the
Massachusetts Male Ageing Study. Clin
Endocrinol (Oxf) 2005; 62: 64–73
Travison TG, Araujo AB, Kupelian V,
O’Donnell AB, McKinlay JB. The
relative contributions of aging, health,

12

13

and lifestyle factors to serum
testosterone decline in men. J Clin
Endocrinol Metab 2007; 92: 549–55
Gooren LJ. Advances in testosterone
replacement therapy. Front Horm Res
2009; 37: 32–51
Shabsigh A, Kang Y, Shabsign R et al.
Clomiphene citrate effects on
testosterone/estrogen ratio in male
hypogonadism. J Sex Med 2005; 2:
716–21
Whitten SJ, Nangia AK, Kolettis PN.
Select patients with hypogonadotropic
hypogonadism may respond to
treatment with clomiphene citrate. Fertil
Steril 2006; 86: 1664–8
Guay AT, Jacobson J, Perez JB, Hodge
MB, Velasquez E. Clomiphene increases
free testosterone levels in men with
both secondary hypogonadism and
erectile dysfunction: who does and does
not benefit? Int J Impot Res 2003; 15:
156–65
Morley JE, Charlton E, Patrick P,
Kaiser FE. Validation of a screening
questionnaire for androgen deficiency in
aging males. Metabolism 2000; 49:
1239–42
Vermeulen A, Kaufman JM. Ageing of
the hypothalamo-pituitary-testicular
axis in men. Horm Res 1995; 43: 25–8
Deslypere JP, Kaufman JM, Vermeulen
T, Vogelaers D, Vandalem JL,
Vermeulen A. Influence of age on
pulsatile luteinizing hormone release
and responsiveness of the gonadotrophs
to sex hormone feedback in men. J Clin
Endocrinol Metab 1987; 64: 68–73
Matsumoto AM. Andropause: clinical
implications of the decline in serum
testosterone levels with aging in men.
J Gerontol A Biol Sci Med Sci 2002; 57:
M76–99
Kuchuk NO, van Schoor NM, Pluijm
SM, Smit JH, de Ronde W, Lips P. The
association of sex hormone levels with
quantitative ultrasound, bone mineral
density, bone turnover and osteoporotic
fractures in older men and women. Clin
Endocrinol (Oxf) 2007; 67: 295–303
Maggi M, Schulman C, Quinton R,
Langham S, Uhl-Hochgraeber K. The
burden of testosterone deficiency
syndrome in adult men: economic and
quality-of-life impact. J Sex Med 2007;
4: 1056–69
Meier C, Nguyen TV, Handelsman DJ
et al. Endogenous sex hormones and
incident fracture risk in older men: the
1527

MOSKOVIC ET AL.

14

15

16

17

18

19

20

21

22

Dubbo Osteoporosis Epidemiology Study.
Arch Intern Med 2008; 168: 47–54
Khaw KT, Dowsett M, Folkerd E et al.
Endogenous testosterone and mortality
due to all causes, cardiovascular disease,
and cancer in men: European
prospective investigation into cancer in
Norfolk (EPIC-Norfolk) Prospective
Population Study. Circulation 2007; 116:
2694–701
Ding EL, Song Y, Malik VS, Liu S. Sex
differences of endogenous sex hormones
and risk of type 2 diabetes: a systematic
review and meta-analysis. JAMA 2006;
295: 1288–99
Nettleship JE, Jones RD, Channer KS,
Jones TH. Testosterone and coronary
artery disease. Front Horm Res 2009; 37:
91–107
Schiavi RC, White D, Mandeli J, Levine
AC. Effect of testosterone
administration on sexual behavior and
mood in men with erectile dysfunction.
Arch Sex Behav 1997; 26: 231–41
Mellstrom D, Johnell O, Ljunggren O
et al. Free testosterone is an
independent predictor of BMD and
prevalent fractures in elderly men: MrOS
Sweden. J Bone Miner Res 2006; 21:
529–35
Makinen J, Jarvisalo MJ, Pollanen P
et al. Increased carotid atherosclerosis
in andropausal middle-aged men. J Am
Coll Cardiol 2005; 45: 1603–8
Behre HM, Kliesch S, Leifke E, Link
TM, Nieschlag E. Long-term effect of
testosterone therapy on bone mineral
density in hypogonadal men. J Clin
Endocrinol Metab 1997; 82: 2386–90
Malkin CJ, Pugh PJ, Morris PD et al.
Testosterone replacement in
hypogonadal men with angina improves
ischaemic threshold and quality of life.
Heart 2004; 90: 871–6
Kapoor D, Goodwin E, Channer KS,
Jones TH. Testosterone replacement
therapy improves insulin resistance,
glycaemic control, visceral adiposity and
hypercholesterolaemia in hypogonadal

1528

23

24

25

26

27

28

29

30

31

men with type 2 diabetes. Eur J
Endocrinol 2006; 154: 899–906
Goldstein SR, Siddhanti S, Ciaccia AV,
Plouffe L Jr. A pharmacological review
of selective oestrogen receptor
modulators. Hum Reprod Update 2000;
6: 212–24
Dohle GR, Smit M, Weber RF.
Androgens and male fertility. World J
Urol 2003; 21: 341–5
Depenbusch M, von Eckardstein S,
Simoni M, Nieschlag E. Maintenance of
spermatogenesis in hypogonadotropic
hypogonadal men with human chorionic
gonadotropin alone. Eur J Endocrinol
2002; 147: 617–24
Guay AT, Bansal S, Heatley GJ. Effect
of raising endogenous testosterone
levels in impotent men with secondary
hypogonadism: double blind placebocontrolled trial with clomiphene citrate.
J Clin Endocrinol Metab 1995; 80:
3546–52
Taylor F, Levine L. Clomiphene citrate
and testosterone gel replacement
therapy for male hypogonadism: efficacy
and treatment cost. J Sex Med 2010; 7:
269–76
Tenover JS, Matsumoto AM, Plymate
SR, Bremner WJ. The effects of aging in
normal men on bioavailable testosterone
and luteinizing hormone secretion:
response to clomiphene citrate. J Clin
Endocrinol Metab 1987; 65: 1118–
26
Tenover JS, Bremner WJ. The effects of
normal aging on the response of the
pituitary-gonadal axis to chronic
clomiphene administration in men.
J Androl 1991; 12: 258–63
Uyar Y, Koltan SO, Pogun S,
Vatansever S, Caglar H. The effect of
clomiphene citrate on osteoporosis in
ovariectomized rats. Arch Gynecol Obstet
2008; 278: 107–14
Chakraborty PK, Brown JL, Ruff CB,
Nelson MF, Mitchell AS. Effects of
long-term treatment with estradiol
or clomiphene citrate on bone

32

33

34

35

36

maintenance, and pituitary and uterine
weights in ovariectomized rats. J Steroid
Biochem Mol Biol 1991; 40: 725–9
Sanfelix-Genoves J, Hurtado I,
Sanfelix-Gimeno G, Reig-Molla B,
Peiro S. Impact of osteoporosis and
vertebral fractures on quality-of-life. a
population-based study in Valencia,
Spain (The FRAVO Study). Health Qual
Life Outcomes 2011; 9: 20
Silverman S, Viswanathan HN, Yang
YC et al. Impact of clinical fractures on
health-related quality of life is
dependent on time of assessment since
fracture: results from the FREEDOM trial.
Osteoporos Int 2011; 1–9
Riggs BL, Hartmann LC. Selective
estrogen-receptor modulators –
mechanisms of action and application to
clinical practice. N Engl J Med 2003;
348: 618–29
Kristensen B, Ejlertsen B, Mouridsen
HT, Andersen KW, Lauritzen JB.
Femoral fractures in postmenopausal
breast cancer patients treated with
adjuvant tamoxifen. Breast Cancer Res
Treat 1996; 39: 321–6
Aihara T, Suemasu K, Takei H et al.
Effects of exemestane, anastrozole and
tamoxifen on bone mineral density
and bone turnover markers in
postmenopausal early breast cancer
patients: results of N-SAS BC 04, the
TEAM Japan substudy. Oncology 2010;
79: 376–81

Correspondence: John P. Mulhall, MD,
Director, Sexual and Reproductive Medicine
Program, Urology Service, 353 E 68th Street,
New York, NY 10021, USA.
e-mail: mulhalj1@mskcc.org
Abbreviations: BD, bone densitometry; CC,
clomiphene citrate; FSH, follicle-stimulating
hormone; HG, hypogonadism; HPG,
hypothalamic–pituitary–gonadal; LH,
luteinizing hormone; SERM, selective
oestrogen receptor modulator; T,
testosterone.

©

2012 BJU INTERNATIONAL

