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COMPARISON OF EFFECTIVENESS OF TWO
DIFFERENT PREMARIN DOSE IN

HOT FLASH TREATMENT
Mojgan Barati1, Farideh Moramezi2, Sara Masihi3, Seiedeh Naiereh Moghadam4

ABSTRACT
Objective: Hot flush is the most common and severe problem of menopausal period. Estrogen is
used for elimination of hot flush as an original and selective medicine. The objective was to
determine the lowest useful dose because of estrogen’s side effects.
Methodology: This clinical trial was done on 180 menopausal women who were complaining of
hot flush. They were randomly divided in three groups. Group one took 0.3mg conjugated
estrogen plus 1.25mg medroxyprogestronacetate, group two took 0.15mg conjugated estrogen
plus 1.25mg medroxyprogestronacetate and group three took placebo for one month. Hot flush
improvements in these three groups were defined.
Results: The average improvement was 78.5% with median 80 and mode 80 in group one
(0.3 mg). The average improvement was 63.3 percent with median 60 and mode 60 in group two
(0.15mg). The average improvement was 13.8% with median one and mode one in group three
(placebo).
Conclusion: Due to average improvement of 63.3% in 0.15mg conjugated esrogen user group it is
logical to begin hot flush treatment with this 0.15mg conjugated estrogen dose.
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INTRODUCTION

The vasomotor flush is viewed as the hall-
mark of the female climacteric, experienced to
some degree by most postmenopausal women.1

The term hot flush is descriptive of a sudden
onset of reddening of the skin over the head,
neck, and chest, accompanied by a feeling of
intense body heat and concluded by sometimes
profuse perspiration. The duration varies from
a few seconds to several minutes and, rarely,
more. The frequency may be rare to recurrent
every few minutes. Flushes are more frequent
and severe at night or during the time of stress.1

In a cool environment, hot flushes are fewer,
less intense, and in shorter duration compared
with a warm environment.2
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Vasomotor symptoms affect up to 75% of
perimenopausal women. Symptoms last for
one to two years after menopause in most
women, but may continue for longer in
others.3

Hot flashes not only disturb women at work
and interrupt daily activities but also disrupt
sleep.4 Systemic estrogen therapy is the most
effective treatment available for vasomotor
symptoms and associated sleep disturbance.3

The estrogen dose required to control hot flash
may vary from person to person.

Very-low-dose estrogen therapy also effec-
tively treats hot flashes in the large number of
women. Low-dose oral esterified and conju-
gated estrogens (0.3mg daily) or transdermal
estradiol (0.025mg weekly) often is effective
and is associated with minimal side effects and
endometrial stimulation.5-7 Given the known
risks, HT should be used at the lowest effective
dose for the shortest amount of time that meets
treatment goals.3 Long-term use of HT is asso-
ciated with an increased risk of breast cancer.8

Results from multiple studies indicate that post-
menopausal hormone therapy increased the
risk of venous thromboembolism about two
fold, mostly in the first year or two of treat-
ment. A conclusion supported by the reported
results from the canceled estrogen-progestin
arm of the WHI.9 Pancreatitis and severe
hypertriglyceridemia can be precipitated by the
administration of oral estrogen to women with
elevated triglyceride levels.10,11

The Nurses’ Health study indicated that oral
estrogen therapy may carry a 1.5-2.0 fold
increased risk of gallbladder disease.12 In the
Nurses’ Health Study, newly diagnosed
asthma was increased about 2-fold by hormone
therapy.13

METHODOLOGY

In this study 180 menopausal women who
were complaining of hot fluh were selected and
randomly divided in to three 60 persons groups
and every other one is given different prescrip-
tions for one month. The first and second
groups were given different estrogen dose and
third group selected as a control. The first group

No.1 was given 0.3mg conjugated estrogen plus
1.25mg of medroxyprogesterone acetate daily
for one month. The second group No.2 was
given 0.15 conjugated estrogen plus 1.25
medroxyprogesterone acetate daily for one
month. The control group No.3 was given one
tablet of placebo daily for one month. After one
month, the tested groups were asked about hot
flush condition. Data were gathered through
questionnaires and analyzed. The efficacy of
the three remedies were studied and compared.
The way of determination of hot flush inten-
sity in patients was that, they were asked to
give a score from 1 to 10 for their hot flush one
was the least intensity of hot flush and 10 was
the highest. Meanwhile they were asked for
the number of hot flushes per day. Then, ac-
cording to the formula the number of hot
flushes was multiplied by intensity of hot
flushes. The study was clinical trial and the
method of calculation was as per the formula
given below:

           (Z1-   /2+Z1-ß)² (p(1-p)×2)
n= ————————————    =0.005

                         (p-p¹)                    Z1-   /2=1.95

For 10% power Z(1-ß =0.84)
N= 60 P=0.8
P1-P2= 0.2

Methods of statistical analysis: For compari-
son of relations, Qi square test was utilized for
quantitative data.

RESULTS

In the group one with 0.3mg estrogen
conjugate, the average improvement was
78.5% with median 80 and mode 80. The re-
sponse between 70 to 90 percent was seen
among 70% of women. Seventy percent im-
provement was seen in 28 percent of women,
80 percent improvement was seen in 32 per-
cent of women and 90 percent improvement
was seen in 9 percent of women. The interest-
ing point was 100% improvement in 17% of
women. The least improvement was seen in
1.5% of women that have 50 percent
improvement (Table-I).
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In the group two with 0.15mg estrogen
conjugate, the average improvement was 63.3
percent with median 60 and mode 60. The re-
sponse between 50 to 70 percent to remedy was
seen in 63 percent in this group. 100% improve-
ment was seen in 6% in this group. The least
improvement was in 1.5% that showed 20%
improvement (Table-II). Among 90 percent of
women in group two, at least a decrease of 50
percent hot flush was seen (Table-III).

In the group three that was treated with
placebo the average improvement was 13.8%
with median one and mode one. No response
was seen in 21 percent of this group. In 85% of
this group the improvement rate was between
0 to 20 percent (Table-IV).

Meanwhile it was seen that hot flush
frequency was in contrast with maternity num-

ber and women’s age. When the number of ma-
ternities is higher, the hot flush frequency is
lower and when the women’s age is higher at
the time of menopause, the milder hot flush
could be seen. How flushes occur due to vaso-
motor instability caused by seduced circulat-
ing levels as the ovarian function of estrogen
production declines due to ovarian failure.

DISCUSSION

Among existing problems in menopause, hot
flushes are most common problem that exists
in almost 80 percent of women in the first years
of menopause. Sometimes hot flush is very
severe and frequent causing fatigue and sleep
disturbance. Many attempts have been made
to cure menopausal symptoms. The selective
method to cure hot flush is estrogen replace-
ment. This method has the efficiency of 95%
and is a remedy accepted by FDA. Estrogen
especially in the case that frequent and over-
night hot flushes disturb women’s life is really
efficient in improvement of quality of life.

Table-I: Frequency and percent of patients accord-
ing to symptoms’ improvement percent in group 1
Symptom Frequency percent Cumulative
improvement     percent
percent

0.00 1 1.6 1.6
50.00 1 1.6 3.2
60.00 4 6.3 9.7
70.00 18 28.1 38.7
80.00 21 32.8 72.6
90.00 6 9.4 82.3
100.00 11 17.2 100.0
Total 62 96.9
Missing 2 3.1
   system
Total 64 100.0

Table-II: Frequency and percent of patients accord-
ing to symptoms’ improvement percent in group 2
Symptom Frequency percent Cumulative
improvement     percent
percent

0.00 1 1.5 1.5

20.00 1 1.5 3.0

30.00 2 3 6.1

40.00 2 3 9.1

50.00 13 19.7 28.8

60.00 15 22.7 51.5

70.00 15 22.7 74.2

80.00 13 19.7 93.9

100.00 4 6.1 100.0

Total 66 100

Table-IV: Comparison of frequency and percent of
patients with at least 50% improvement in 3 groups

Group frequency percent Total of
patients

1 61 98.4 64
2 60 90.9 66
3 2 3.3 61

Table-III: Frequency and percent of patients accord-
ing to symptoms’ improvement percent in group 3
Symptom Frequency percent Cumulative
improvement     percent
percent

0.00 13 21.3 21.7
10.00 24 39.3 61.7
20.00 15 24.6 86.7
30.00 5 8.2 95
40.00 1 1.6 96.7
50.00 2 3.3 100
Total 60 98.4
Missing 1 1.6
   system
Total 61 100
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  It is said that may be in the case of mild hot
flush one can utilize remedies such as change
of life style or consumption of vitamins and
substances such as bean and clover but in the
case of moderate and sever hot flushes, one
should use estrogenic therapy. Estrogen
therapy in adequate doses shows an early clini-
cal response and must be continued for a rea-
sonable period of a few months and then
tappered off. In some cases it may be contin
ued for months or few years depending on the
need. It is said that with daily consumption of
0.25mg estradiol for three weeks, one can have
91 percent improvement.
Nowadays according to different studies 0.3mg
estrogen conjugate along with progesterone is
used daily. However there are different regi-
mens of hormone replacement therapy for post
menopausal symptoms.
Because of possibility of estrogen side effects,
we used the lower dose of estrogen and com-
pared these results with the common remedy
in this study. In the group wherein usual con-
sumption of 0.3mg estrogen was used, the re-
sponse of 70 to 90 percent was seen in 70 per-
cent of women and almost 17 percent of
women felt complete recovery. The least im-
provement was 50 percent that was seen in
1.5 percent. In the group that was treated with
0.15mg estrogen, the response of 50 to 70 per-
cent was seen in 63 percent of women.
The least improvement was 20 percent that was
seen in 1.5 percent of women and 6% felt com-
plete recovery. Due to average improvement
of 63.3% and at least 50% improvement in 90%
of patients in 0.15mg conjugated esrogen user
group it is logical to begin the treatment with
of 0.15mg estrogen conjugate consumption in
women who don’t have an intense hot flush
or estrogen consumption is dangerous for
them. After at least one month, the response
to therapy could be evaluated and in the case
of improvement or satisfactory feelings it can
be continued. If no or unsatisfactory response
to remedy was seen, the drug dose should be
increased until the symptoms of improvement
are visible. In this way, in addition to elimina-
tion of menopausal symptoms, the high con-

sumption of estrogen and its related dangers
could be prevented. It is recommended that
change of life style, living in cold places and
exercise, deep breath, consumption of bean
and clover are helpful. However, most of the
later is a placebo effect.
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