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ABSTRACT

Background: Being a selective estrogen receptor inhibitor (SERM) tamoxifen may be used an alternative to
clomiphene citrate for ovulation induction in women with anovulatory infertility. This study was conducted to
evaluate the safety and efficacy of tamoxifen as compared to clomiphene citrate in women with primary or secondary
anovulatory infertility due to Polycystic Ovarian Syndrome (PCOS).

Methods: One hundred women suffering from anovulatory infertility and attending the infertility clinic and were
recruited for the study. Patients were randomized to receive either clomiphene citrate (100-150 mg) or tamoxifen
treatment (40-80 mg). The ovulation was monitored from day 5 to day 9 of menstrual cycle followed up by
transvaginal ultrasound from day 11 every alternate day for 10 days. Ovulation and pregnancy rates were calculated.
Results: The baseline characteristics of mean age, weight, proportion of patients with primary and secondary
infertility and mean duration of infertility were comparable between both the study groups. Out of 50 patients who
received clomiphene citrate, 37 showed successful ovulation (ovulation rate of 64%) and 16 patients conceived
(pregnancy rate of 32%). In tamoxifen group 41 women showed successful ovulation (ovulation rate of 82%) and 18
women conceived (pregnancy rate of 36%). The difference was not significantly different (p > 0.05). No major
adverse effects were noted in both the study groups.

Conclusions: Tamoxifen has shown comparable efficacy and safety as compared to clomiphene citrate and it can be a

good alternative to clomiphene citrate in patients of primary or secondary anovulatory infertility with PCOS.
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INTRODUCTION

Ovulatory dysfunction is one of the most common causes
of reproductive failure in subfertile and infertile couples.
The most common type of ovulatory dysfunction is
anovulation. Polycystic ovarian syndrome (PCQS) is
thought to be the commonest cause of anovulatory
infertility.

Various medications are used for induction of ovulation
among infertile patients with PCOS. The first line oral
treatment is non-steroidal selective estrogen receptor

modulators (SERM). The structural similarity to estrogen
allows SERMs to bind to estrogen receptors(ER)
throughout the reproductive system; however, in contrast
to estrogen, SERMs binds nuclear ER for an extended
period of time, which consequently depletes ER
concentrations by interfering with the normal process of
ER replenishment. Clomiphene citrate and tamoxifen are
commonly used SERMs to induce ovulation.’

In the clinical setting of anovulation, SERM are thought
to act primarily by binding with estrogen receptors at the
hypothalamus. The competitive inhibition results in a
perceived drop in endogenous estrogen levels. Depletion
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of hypothalamic ER prevents correct interpretation of
circulating estrogen levels which is perceived falsely as
low. Such misinterpreted reduced levels of estrogen
negative feedback lead to normal compensatory
mechanisms. This alters the pattern of pulsatile
hypothalamic gonadotropin-releasing hormone (GnRH)
secretion to stimulate increased secretion of pituitary
gonadotropins that, in turn, serve to drive ovarian
follicular activity. In anovulatory women with PCOS, in
whom the GnRH pulse frequency is already abnormally
high, SERMs treatment was found to increases pulse
amplitude, but not frequency.®*

Since its introduction in 1956, clomiphene citrate has
been the first-line method of ovulation induction in
couples with anovulatory infertility. Many studies have
shown that approximately 80% of women ovulate while
using clomiphene citrate but only 40% of women achieve
pregnancy. Many authors have proposed that this
discrepancy in ovulation and pregnancy rate is due to the
antiestrogenic effects of clomiphene, especially on the
uterus, cervix and vagina, resulting in a thin endometrial
lining and poor cervical mucus. Apart from serious side
effects like ovarian hyperstimulation syndrome, studies
have reported concerns that use of clomiphene citrate is
associated with increased chances of ovarian cancer.>®

Recently another SERM, tamoxifen, has also been used
to induce owvulation. It is primarily used as an adjuvant
therapy in the treatment of breast cancer but its use as an
ovulatory agent was first reported in 1973.”

Unlike clomiphene, tamoxifen acts as an agonist on the
estrogen receptors of the wvaginal mucosa and
endometrium but studies on the effects of tamoxifen on
cervical mucus have been inconclusive. Also there are no
reports of increased chances of ovarian cancer with use of
tamoxifen. Even though its use has been shown to
increase risk for endometrial cancer but with short term
use that possibility is unlikely. Various randomized
controlled trials found that tamoxifen is as effective as
clomiphene citrate in inducing ovulation. Despite a trend
toward improved pregnancy rates with tamoxifen, further
studies are necessary to confirm its efficiency and safety.®

This prospective randomized trial was planned to find out
the safety and efficacy of tamoxifen in patients of PCOS
with primary or secondary anovulatory infertility.

METHODS

The proposed study was carried out at Department of
Obstetrics and Gynecology, Hawler center for infertility
and IVF, Erbil, Kurdistan, Iraq. The study started after
obtaining permission from the Institutional Ethics
Committee. Before recruiting patients and doing any
procedure, written consent was taken from all the
patients. The observed data was recorded in patient
information sheets.
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The study population consisted of 100 patients of PCOS
with primary and secondary infertility who were admitted
between May 2014 and May 2015 for undergoing
assisted reproduction using ovulation induction treatment.
The age group selected was between 20-39 years.
Patients with other concomitant medical conditions were
excluded. The sample size was selected based on number
of patients with PCOS which visit the hospital for
infertility per year and sample size for minimal statistical
requirement.

Diagnoses of anovulation and infertility were done by
history and clinical examination of both partners and
baseline investigations including transvaginal
hystrsalpingiography in state of saline infusion
sonohystrography (SHG) and seminal fluid examination.

The treatment procedures followed were as per the
standard treatment protocol of department. This study
was performed on 100 patients with PCOS who were
randomized in two different groups. Fifty patients were
given clomiphene citrate in a dose of 100-150 mg and
other 50 patients received tamoxifen in a dose of 40-80
mg. This is a restrictive randomization of blocking type
so that to achieve the balance between two groups. Both
study drugs were started from day 5 to day 9 of cycle
followed up by transvaginal ultrasound from day 11
every alternate day for 10 days. Monitoring of ovulation
done by one or more of the criteria including
development of dominant follicle 17mm or more
followed by disappearance, reduction in the size of
dominant follicle and change in the shape of it and
appearance of free fluid in the pouch of Douglas. The
main endpoint for study was successful ovulation and
successful conception.

Statistical analysis

The continuous variable data was expressed as Mean +
standard deviation (SD) and categorical variables are
presented as absolute numbers with range. The
continuous variables were analyzed using unpaired t-test
whereas categorical data was analyzed using Chi-Square
test. The p value < 0.05 was considered significant. All
statistical analysis was done using GraphPad:InStat
Version 3.06.

RESULTS

The characteristics about patient demographics, inducing
age, body weight, type of infertility and duration of
infertility were compared between two study groups and
results are summarized in Table 1. Values of age of
patients, body weight and duration of infertility are
expressed as Mean = SD and values of type of infertility
are expressed as proportions. The results showed that
baseline characteristics in both study groups were
comparable (p > 0.05).
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Table 1: Baseline characteristics in patients of PCOS in both study groups.

Age (years)? 28.56+4.55
Body Wight (Kg)® 74.7+8.23
Type of Primary 39

Infertility®  Secondary 11
Duration of Infertility 42742 28
(years)? T

28.46+5.03 0.9173
76.44+9.12 0.3192
41

9 0.8026
4.31+2.20 0.9291

2 Unpaired t test, ® Chi-Square Test; P Value® < 0.05 is considered significant versus clomiphene citrate group

The efficacy of both the treatment groups was compared
with respect to number of patients with successful
ovulation and number of patients with successful
conception. The results are presented in Table 2. Out of
50 patients who received clomiphene citrate, 37 showed
successful ovulation (ovulation rate of 64%) and 16
patients conceived (pregnancy rate of 32%). In tamoxifen

group 41 women showed successful ovulation (ovulation
rate of 82%) and 18 women conceived (pregnancy rate of
36%). Tamoxifen treated group showed comparable
efficacy as compared to clomiphene citrate treated group
(P > 0.05). The safety of patients was evaluated by
observing adverse events. Both study groups did not
show any significant adverse events.

Table 2: Comparison of successful ovulation and pregnancy in both study groups.

Ovulation Yes 37
Induction No 13
Pregnancy Yes 16

No 34

41

9 0.4689
18
32 0.8328

Chi-Square Test; P value <0.05 is considered significant versus clomiphene citrate group

DISCUSSION

Polycystic ovary syndrome (PCOS) is a heterogeneous
endocrine condition that affects approximately 5% to
10% of women in the reproductive age group. Depending
on the population being examined, however, prevalence
rates as high as 26% have been reported. PCOS accounts
for 75% of anovulatory infertility. Additionally, when
pregnancies do occur, the first trimester miscarriage rate
is as high as 30% to 50%.°

The study showed that tamoxifen is equally beneficial in
inducing ovulation and helps in successful conception as
compared to clomiphene citrate. Clomiphene citrate was
introduced 40 years ago and still it is one of the most
commonly used agents in ovulation induction. However,
one major limiting factor with use of clomiphene citrate
is that the pregnancy rates (30-40%) are not as good as
ovulation rates (70-80%). It was concluded by many
previous trials that lack of conception despite evidence of
ovulation may be due to antiestrogenic effects of
clomiphene citrate on the endometrium, which may
manifest as a thin endometrium. With this, it was initially
theorized that tamoxifen's estrogenic effects on the
endometrium and cervical mucus would result in higher

pregnhancy rates. Both SERM were equally effective in
inducing ovulation. The ovulation rates were high in both
groups; however, pregnancy rates were much lower.
Although the proportion of patients getting pregnant were
higher after ovulation with tamoxifen, this finding was
not statistically significant when compared with
clomiphene citrate treated group.

SERM are used apart from diet and lifestyle modification
in management of infertility in patients of PCOS. Obese
women with PCOS often do not respond to clomiphene,
with only a 20% ovulation rate at the 50 mg dose seen in
women weighing > 91 kg.*

Gonadotrophins have been used as the next choice but
these are very expensive, the complication rate is high
and they need close supervision and monitoring.**

A recently published metaanalysis concluded that CC and
tamoxifen are equally effective in inducing ovulation and
similar finding was seen in our study.®

Various studies have shown similar finding regarding
ovulation and pregnancy rate due to use of tamoxifen.
The doses used were also between 40-80 mg. A study by
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Williamson et al reported an ovulation rate of 81%
whereas another study by Messinis et al reported the
ovulation rate as 76.08% while using tamoxifen for
ovulation induction.”*> The pregnancy rates as seen in
our study were found to be similar to those reported by
Williamson et al. and Fukushima et al., (35.5%) with the
use of tamoxifen in cases of luteal phase defects. In
patients of PCOS Gulekli et al reported an ovulation rate
of 70% whereas Seyedoshohadaei F et al reported
ovulation rate of 68% and pregnancy rate of 40%."*

Tamoxifen used for a short duration does not appear to be
associated with an increased risk of ovarian or
endometrial cancer. The present prospective study was
conducted to find out the ovulation and pregnancy rates
with different doses (40 mg and 80 mg) of tamoxifen in
women with anovulatory infertility.

The present study has shown that tamoxifen is a good
ovulation-inducing agent and is devoid of side-effects
and complications in patient of PCOS with anovulation.
However the efficacy found was comparable to
clomiphene citrate treated patients of PCOS. Therefore
tamoxifen can be used as an alternative to clomiphene
citrate in management of anovulation and infertility in
patients of PCOS. Further studies are needed to validate
the results.

Funding: No funding sources

Conflict of interest: None declared

Ethical approval: The study was approved by the
Institutional Ethics Committee

REFERENCES

1. Balen AH and Michelmore K. What is Polycystic
Ovary Syndrome (PCOS)? Are national views
important? Women. Human reprod. 2002;17:2219-
217.

2. Clark JH, Markaverich BM: The agonistic-
antagonistic properties of clomiphene: A review.
Pharmacol Ther. 1982;15:467.

3. Kettal LM, Roseff SJ, Berga S et al: Hypothalamic-
pituitary-ovarian response to clomiphene citrate
women  with  polycystic  ovary  syndrome.
1993;59:532.

4. Brown J, Farquhar C, Beck J, Boothroyd C, Proctor
M, Hughes E. Oral anti-estrogen and medical
adjuncts  for  subfertility  associated  with

10.

11.

12.

13.

14.

15.

anovulation. Cochrane Database Syst
Rev. 2009;1CD002249.

Eden JA, Place J, Carter GD, Jones J, Alaghband-
Zadeh, Pawson ME. The effect of clomiphene citrate
on follicular phase increase in endometrial thickness
and uterine volume. 1989;73:187-90.

Whittemore AS, Harris R, Ignore J et al.
Characteristics relating to ovarian risk: Collaborative
analysis of 12 US case-control studies. Am J
Epidemiol. 1992;136:1184.

Williamson JG and Ellis JD The induction of
ovulation by tamoxifen.J Obstet Gynaecol Br
Cmnwlth. 1973;80:844-7.

Steiner AZ, Terplan M, Paulson RJ. Comparison of
tamoxifen and clomiphene citrate for ovulation
induction: a  meta-analysis. Hum  Reprod.
2005;20(6):1511-5.

Michelmore KF, Balen AH, Dunger DB, Vessey MP.
Polycystic ovaries and associated clinical and
biochemical features in young women. Clin
Endocrinol (Oxf). 1999;51:779-86.

Lobo RA, Gysler M, March CM, Goebelsmann U,
Mishell. Jr Clinical and laboratory predictors of
clomiphene response. Fertil Steril. 1982;37:168-74.
Wu CH. A practical approach to clomiphene
therapy. Clin Obstet Gynecol. 1984;27:953-65.
Messinis IE, Nillius SJ. Comparison between
tamoxifen and clomiphene therapy for induction of
ovulation. Acta Obstet Gynaecol
Scand. 1982;61:377-9.

Fukushima T, Choshin T, Keizo F, Masao M.
Tamoxifen in the treatment of infertility associated
with luteal phase deficiency. 1982;37:755-61.
Gulekli B, Ozaksit G, Turhan NO, Senoz S, Oral H,
Goakman O. Tamoxifen: An alternative approach in
clomiphene resistant polycystic ovarian syndrome
patients. J Pak Med Assoc. 1993;43:89-91.
Seyedoshohadaei F, Zandvakily F, Shahgeibi S.
Comparison of the effectiveness of clomiphene
citrate, tamoxifen and letrozole in ovulation
induction in  infertility due to isolated
unovulation. Iranian ~ Journal of  Reproductive
Medicine. 2012;10(6):531-6.

Cite this article as: Hassan ZB. Comparison
between tamoxifen and clomiphene citrate for
induction of ovulation and successful conception in
polycystic ovarian syndrome. Int J Reprod
Contracept Obstet Gynecol 2015;4:1349-52.

International Journal of Reproduction, Contraception, Obstetrics and Gynecology Volume 4 - Issue 5 Page 1352



