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Double-blind comparative
acceptability study with two combined
oral contraceptives containing 20 |lg
ethinylestradiol plus desogestrel or
norethisterone acetate

P. Lammers, W. ]J. Atsma, M. van den Heuvel and J. Picard

INTRODUCTION

Since the introduction of the first combined oral contraceptive on the
contraceptive market, in 1960, the dosage and type of its two components,
estrogen and progestogen, have changed considerably. Experience accumu-
lated over the years has demonstrated that dose-dependent metabolic
alterations as well as side-effects are associated with the use of oral contra-
ceptives, and these changes may be induced by either the synthetic estrogen
or progestogen used in these preparations, or even by both'™*. Estrogen-me-
diated side-effects like increase in body weight, nausea, headache and breast
tenderness have been extensively studied and well-documented.

More important, however, are the serious side-effects associated with the
use of synthetic estrogens. The dosage of estrogen in the pill was found to
be directly related to the occurrence of thromboembolic events®. As a result
of this, the estrogen dose has been brought down to 35 or 30 pg ethinyl-
estradiol per tablet which is most commonly used in low-dose preparations.

Several attempts have been made to reduce the estrogen dose even
turther. These attempts have been rendered unsuccessful because of a loss
of efficacy, poor cycle control, and the emergence of undesirable metabolic
alterations™*". The latter were the result of the intrinsic androgenic effects
of the progestogens used in combined oral contraceptives on lipid and
carbohydrate metabolism, that were not counteracted any more by such
low estrogen dosages.
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Optimizing the estrogen dose

The availability of new, highly selective progestogens with minimal
intrinsic androgenicity, like desogestrel, has created the possibility of com-
bining these with a dosage of 20 [ig of ethinylestradiol.

The study presented is a double-blind acceptability study comparing a
monophasic preparation of 20 ug ethinylestradiol plus 1000 Hg norethis-
terone acetate, with a recently developed combination of 20 ltg ethinyl-
estradiol plus 150 pg of desogestrel.

MATERIAL AND METHODS

Five university centers in Belgium participated in the study. A total of 270
women entered the study after having given verbal consent. Selection was
made with the help of an eligibility check list based on the following
inclusion and exclusion criteria: subjects had to be in good physical and
mental condition, of reproductive age, to have regular menstrual cycles, and
to be normally exposed to the risk of pregnancy. Excluded were women
for whom the generally accepted contraindications for hormonal contra-
ception were applicable. The women were randomly assigned to a 6-month
treatment with one of two monophasic preparations: a combination of 20 Hg
cthinylestradiol plus 150 pug desogestrel (Mercilon®), or a combination of
20 pg ethinylestradiol plus 1000 pg norethisterone acetate (Loestrin-20®,
Minestril-20®). The preparations were administered orally in a 28-day cyclic
regimen, 3 weeks on medication followed by 1 week off.

Each woman was provided with a calendar on which she was instructed
to record tablet-taking days as well as bleeding episodes. Bleeding episodes
were subdivided into:

(1) Bleeding: any bleeding requiring more than one sanitary towel per day;
and

(2) Spotting: a scanty bleeding requiring no or only one sanitary towel per
day.

Bleeding cards were reviewed at each return visit, after the first, third and
sixth cycle of treatment, respectively. Also the occurrence of side-effects
was recorded and blood pressure and body weight were measured.

In the statistical analysis the following parameters were used for cycle
control assessment;:
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