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Ormeloxifene A Selective Estrogen Receptor Modulator, For
Treatment Of Dysfunctional Menorrhagia
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OBJECTIVE - To evaluate the efficacy of Ormeloxifene for dysfunctional menorrhagia (DUB). METHODS ­
Eighty five women aged 30 to 51 years who attended the outpatient gynecology department with complaint of
heavy menstrual flow were recruited for the study. Ormeloxifene (60 mg)was given orally twice a week for first
12 weeks and then once a week for up to next 12 weeks. Menstrual blood loss measurements using pictorial
blood loss assessment chart (PBAC), blood hemoglobin (gm/ dl) levels and endometrial thickness were the
main measurements to evaluate the efficacy of therapy. Statistical analysis was done using a paired 't' test and
,z' test. RESULTS - The median difference between pretreatment and post-treatment PBAC score of 97.2 was
statistically significant (P<O.OOl). The difference in mean hemoglobin concentration of 1.31 gm/ dl between
pretreatment and post-treatment levels was also statistically significant (P<O.OOl, 95% CI= 0.389 to 2.23).
Seventy four out of 85 subjects (87.05%) showed a reduction in endometrial thickness as assessed by trans­
vaginal sonography(TVS). Only se out of 85 (8.2%) women needed hysterectomy. CONCLUSION - Because of
convenient dosage schedule and higher cost-benefit ratio, ormeloxifene is an effective drug therapy in
dysfunctional menorrhagia.
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Introduction

Menorrhagia, (menstrual blood 10ss:2'. 80 ml per cycle),
affects 10 to 33% of women at some stage in their lives1

,2,3 .

In majority of the cases there is no organic disease and
the bleeding is termed dysfunctional or essential. Despite
the recent development of a less invasive surgical
approach viz. endometrial ablation, the traditional
hysterectomy is still the only suitable definitive therapy
for those who have no further wish to conceive". There
continues to be a demand for alternative to surgery as a
means of reducing menstrual blood loss.

Medical management of menorrhagia is a challenging
task and wide variations in the available drugs
prescribed for this condition show a lack of consensus
for medical treatmentv", Selective estrogen receptor
modulators (SERM) are a new category of therapeutic
agents that selectively bind with high affinity to estrogen
receptors (ER) and mimic the effect of estrogen in some
tissues but act as estrogen antagonists in others.

Ormeloxifene, one of the SERMs, mediates its effects by
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high affinity interaction with ER, antagonizing the
effect of estrogen on uterine and breast tissue and
stimulating. Its effect on vagina, bone, cardiovascular
system and central nervous system. It is therefore,
suitable in the treatment of heavy dysfunctional
uterine bleeding (DUB).

The purpose of the present study was to evaluate the
efficacy of ormeloxifene in women with essential or
dysfunctional menorrhagia.

Materials and Methods

The research project approved by the ethical
committee, studied the effect of ormeloxifene
(Sevista®, Torrent Pharmaceuticals Ltd .) on heavy
menstrual blood flow . Two pretreatment baseline
cycles were compared to three to six consecutive
treatment cycles of ormeloxifene. The drug was
administered orally in the form of tablet (60 mg) twice
a week, every Sunday and Wednesday for the first 12
weeks and then once a week for another 12 weeks, if
required.

Subjects were recruited at random from outpatient
department of Obstetrics and Gynecology, between May
2001 to June 2002. Women aged 30 to 51 years with the
diagnosis of DUB, with cycle length of 24 to 35 days
were selected for the study. They were advised to attend



four weekly or earlier if needed; Exclusion criteria were
presence of any pelvic pathology such as uterine fibroids,
systemic d isease su ch as platelet disorder or
coagulopathy, previous history of thrombosis, pregnancy
and consistent use of oral contraceptives or non-steroidal
an ti-in flamm ator y agen ts. The women were multi­
parous (para 1 to 6), who did not wish to conceive further
and had no clinical evidence of jaundice or hepatic
d ysfunction, polyc ystic ovarian disease, cervical
hyperplasia, chronic cervicities and hypersensitivity to
the drug. Informed written consent was obtained.

The main outcome measures were menstrual blood loss,
blood hemoglobin levels and endometrial thickness in
p ro liferative phase as studied by trans-vaginal
sonography (TVS).

Pictorial blood loss assessment chart (PBAC)6, a method
that correlates well with the alkaline hematin test? was
used to measure the menstrual blood loss (MBL). The
women were asked to use certain sanitary napkins
which h ave be en shown to have similar absorbent
capacities. The y recorded the number of napkins used
each day and the degree of soiling of each pad used.
Number and size of clots passed were also noted.Scores
were ass igned to different degrees of soiling of sanitary
napkins and number and size of clots passed (Table I).
A PBAC score of greater than or equal to 100 was
considered a menstrual blood loss greater or equal to 80
ml and was considered diagnostic of menorrhagia",

Blood hemoglobin (g / dl) and endometrial thickness by
TVS were measured initially and at the end of the study.
A well designed questionnaire recorded the subjective
assessment of menstrual flow and dysmenorrhoea and /
or any side effects of the drugs. Menstrual flow was
categorized as light, normal or average, heavy and
flooding. Dysmenorrhea was categorized as absent,
mild, moderate and severe.

Results

Table I shows that eighty five women recruited in the
study had objective evidence of menorrhagia by an
average PBAC score of greater than or equal to 100 over

Table I. PBAC Scoring
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the pretreatment cycles.The average age and parity were
39.2(range 31to 51)years and 2.4(range 1 to 6) respectively.

Table II shows the different outcome measurements. The
median pretreatment baseline PBAC score was 272.0
with a range of 123 to 865. The median post treatment
PBAC score was 107.8 with a range of 60.7 to 415. Sixty
one out of 85 patients (71.76%) recorded a mean PBAC
score of less than 100 at the end of study. It was more
marked in the age group of above 40 years i.e., 32 out of
39 subjects(82.05%).

Fifty five patients had anemia upon entry into the
study as defined by WHO standards [hemoglobin
(Hb) < 12 g/ dl] . Thirty five had significant anemia of
Hb level less than 10 g / dl. The mean pretreatment
Hb concentration was 9.42 g/ dl with a range of 7.85
to 11.42 g / dl. The mean post t reatment Hb
concentration was 10.73 g / dl with a range of 9.2 to
12 .57 g / dl. The mean increase of 1.31 in Hb
concentration was statistically significant (P< 0.001,
paired t =25.7,95% CI = 0.389 to 2.23) (Table II).

Seventy four out of 85 patients (87 .05%) showed
reduction in endometrial thickness as measured by TVS
in the proliferative phase. Fifteen subjects (17.64%)who
developed amenorrhoea had atrophic endometrium (less
than 5 mm thickness).The reduction in endometrial
thickness was statistically significant.

Eleven women who continued to have heavy flow were
subjected to dilatation and curettage followed by histo­
pathological study. Three women showed atypical
endometrial hyperplasia, four had proliferative ,
endometrium and four had secretory endometrium. The
four with proliferative endometrium were switched over
to progestogen (medroxyprogesterone acetate) .The seven
with atypical or secretory endometrium were subjected
to total hysterectomy, the incidence of hysterectomy
being 8.2% (7/85) in the series.

Table III shows reasonable improvement in amount of
flow assessed subjectively by the drug users, though 15
patients developed amenorrhoea.

Pads

Clots

Lightly soiled

Moderately soiled

Saturated

Small (size of a rupee coin smaller)

Large (larger than a rupee coin)

1

5

20

1

5
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Table II. Outcome Measurements

Parameters

Median PBAC score

Mean hemoglobin level
(gm /dl)

Mean endometrial thickness
(mm)

Presence of Clots
( Proportion of subjects)

Dysmenorrhea
( Proportion of subjects)

Pre-treatment

272.0
(Range 123-865)

9.42
(Range 7.85 to 11.42)

1l .4mm
(Range 8 to 17 mm)

63 /85

23/85

Post-treatment

107.8
(Range 60.7 to 415)

10.73
(Range 9.2 to 12.57)

7.8mm
(Range 3 to 11 mm)

11 /85

5 /85

Remarks

t =20.20
p<O.OOl

t=25.7
P<O.OOl

t=21.10
P <0.005

z=8.02
p <O.OOl

z=3.68 ;
p <0.005

Table III. Subjective Assessment Of Amount Of Flow

Amount of flow

Pretreatment

Posttreatment

Nil

o
15a

Light

o
17

Average

22

42

Heavy

50

10

Very heavy

13

1

a Amenorrhoea was mostly noted in older (2:41 years) age group (13/39) rather than in younger age group (2146).

Discussion

~h~ u se of ormeloxifene for menorrhagia is very
limited even though it is likely to be a very effective
treatment. An overview of phase III drug trials in
In d i a (Unpublished data given in Product
Monograph - Torrent Pharmaceuticals Ltd.)
proved its efficacy in the treatment of DUB. Their
results correlate well with the present trial. Our
improvement in heavy flow (85.7 %) and
dysmenorrhea (78.26%) in the present study is in
concordance with that reported in phase III trial
i.e .. 87.78% and 80 .85% respectively. Presence of
clots is an obv ious evidence of abnormally
excessive flow as reported by Higham et a16. In the
present study 85.71 % (54/63)of patients reported
im p ro vemen t by absence of clots at the end of the
therapy.

Th e number of napkins used was expected to be
another criteria of improvement, though in research
studies the gold standard for measuring blood loss
remains the alkaline hematin test? . We opted to use
the pictorial blood loss assessment chart (PBAC) used
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by Higham et a16, a simple and less time consuming
procedure which does not require the collection of
sanitary products and avoids the costly chemical
assay. PBAC scores and MBL are also well correlated
(r=0 .847)6. There was significant increase in
hemoglobin concentration (1.31 gl dl average) after
treatment.

Ormeloxifene has got an excellent safety profile and
has been found to have very few side effects, limited
to mild gastrointestinal symptoms (2.1%), weight gain
(1.16%) and giddiness (1.17%). Amenorrhoea was
noted in 15 subjects (17.64%), majority of them being
peri-menopausal women and this was welcomed by
them. It has been estimated that two million women
in the United States present annually with complaints
of excessive uterine bleeding and that about 150,000
undergo hysterectomy, which accounts for 20-30% of
all hysterectomies performed", Only 8.2% women (7
out of 85) in this trial had to undergo hysterectomy.

The cut-off value of less than 5mm to diagnose
atrophic endometrium by TVS was taken as per
criteria of Shia Salen",



Limitat ions of the present study include th e
absence of double blind placebo controlled method
to e li m i n a te information bias . Randomi z ed
con trolled trials with larger subjects are needed to
compare the drug to other m edical therapies such
as com b ined oral contraceptive pills, levonorgestrel
re leasin g intrauterine systems, oral progestogens,
a n ti - f ibri n o lyt ics and nonsteroidal anti­
in fl a m m a tory agents (NSAIDs) . Apart from its
e fficacy, orm elo xifene has shown its superiority by
goo d co m p li a n ce b ecause of convenient dose
sched u le (on ce or twice a week) and cost-benefit
for total therapy. Besides it does not increase the
r isk of b reast cancer because of it s anti-estrogenic
acti on on the breast tissue.
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