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INTRODUCTION

Hormone replacement therapy (HRT) is accepted as an effective treatment of the
signs and symptoms of menopause. Ideally, the treatment should be one that is
convenient, comfortable and safe, and requires minimum attention with little or no
unwanted systemic side effects.

Vaginal rings, initially manufactured for contraceptive purposes, showed good
acceptability and efficacy and were tested for the delivery of hormones for HRT.
Since unopposed estrogen causes increased risk of endometrial hyperplasia and
carcinoma in women with intact uteri, the addition of progesterone to 17(-estradiol
in vaginal rings therefore provides an alternative delivery route for HRT. ‘

This study was conducted to determine the wusefulness of the
estradiol/progesterone-réleasing vaginal rings for'managing climacteric symptoms

and to evaluate if the vaginal rings could protect against endometrial hyperplasia.

MATERJALS AND METHODS

Two variants of vaginal rings were used in 20 postmenopausal women with
the average age of 60=:6.7 years for 4 months. One identified as PI-002: (n=8)
delivered estradiol 160 pg/day and progesterone 20 mg/day, while the other, (PI-003;
n=12) delivered the same amount of estradiol but iny half of the progesterone (10
mg/day).

Serum estrone, estradiol and progesterone were measurgd at pretreatment,
weekly until 4 weeks, then monthly for four months. The incidence of hot flushes,
frequency of night sweats, mood scores, vaginal discharge and bleeding profiles were
recorded. The women underwent transvaginal sonography examinations before
treatment and monthly for 4 months. Endometrial biopsy specimens were obtained

before and 4 months after insertion.

RESULTS
The mean estrone levels were about 50 pg/ml throughout the 16 weeks, while

the mean estradiol levels were approximately 75 pg/ml during the first 4 weeks then

gradually decreased to 50 pg/ml by 16 weeks. The mean serum levels of
progesterone with the PI-002 vaginal ring were about 5 ng/ml during the first 4
weeks then gradually decreased to 3.5 ng/ml at 16 weeks. With the PI-003 vaginal
ring, the mean values of progesterone were initially about 3.5 ng/ml and thereafter
decreased to about 2.5 ng/ml.

Frequency of hot flushes significantly decreased at 2 weeks of use with both
PI-002 and PI-003 rtings. Significant decrease in night sweat episodes and
improvement of mood scores also became apparent after 2 weeks of use of both
vaginal rings.

One subject discontinued use of the PI-002 ring because of irregular bleeding
and ring expulsion. Two subjects had spontaneous expulsion of the PI-003 rings.

Endometrial monitoring by transvaginal ultrasound examinations constantly
demonstrated endometrial thicl;ness of <3 mm throughout the period of use for both
variants. Biopsy specimens of the endometrium obtained at 16 weeks of use were

frequently insufficient for histopathologic examination indicating atrophy.

DISCUSSION '

Discontinuation of HRT is usually due to séveral factors ranging from
forgetfulness to fear of developing cancer. The need for relief of symptoms and
teassurance that therapy will not cause any cancer are of primary concern to
menopausal women.

Regérdless of the progesterone dosage in vaginal rings, the onset of
therapeutic effect on hot flushes and night sweats was apparent within the first 2
weeks of use with both rings, congruent with the stabilization of serum estrogen
levels.

Patient complaints of increased discharge and vaginal bleeding during the use
of the rings were limited to the first 6 weeks. The increase in vaginal discharge was
more frequently apparent in users of the higher progesterone dosage (PI-002 vaginal
rings) compared to those of the lower progesterone dosage (PI-003 rings). Serum
estradiol levels were within the protective range against bone loss and consequently

the estrogen benefits on serum lipids would be expected as well.
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Furthermore, ultrasonographic monitoring of the endometrium constantly
revealed <3 mm thickness throughout the use for four months. Histological
examination of the endometrial specimens obtained at 4 months demonstrated
remarkable endometrial atrophy. The vaginal rings with the lower dosage of
progesterone may be more beneficial to postmenopausal women because of fewer

episodes of vaginal bleeding and spotting.

CONCLUSION

The estradiol/progesterone—reléasing vaginal rings provide a potential alternative to
long-term hormone replacement therapy for postmenopausal women, with minimum
attention required. Further study will be needed to determine the long-term effects
of prolonged continuous usage of the estradiol/progesterone-releasing vaginal rings

on bone density and serum lipid profiles.
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