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Summary

Purpose: To determine if letrozole is less likely to create a hostile cervical mucus than clomiphene citrate. Materials and Methods:
Post-coital testing compared at time of peak follicular maturation in women attaining mature follicles in first or second cycle of these
two drugs. The study was randomized. Intercourse occurred at least 8-16 hours before. Results: Poor post-coital tests were found in twice
the frequency in letrozole cycles than clomiphene citrate cycles. Conclusions: Despite its shorter half-life, letrozole seems to be as least

as likely, if not more, to adversely affect cervical mucus.
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Introduction

Aromatase inhibitors, e.g., letrozole, because of a shorter
half-life, have been considered to have less anti-estrogenic
side effects resulting in less adverse effect on endometrial
thickness, less vasomotor symptoms, and less premenstrual
syndrome [1, 2]. Because of its anti-estrogen effect,
clomiphene citrate frequently creates a hostile cervical
mucus associated with poor post-coital tests [3]. A priori, if
letrozole has less anti-estrogen effect than clomiphene, it
seems logical that it should have less adverse on cervical
mucus.

The objective of the study was to determine if a “good”
post-coital test (defined as finding any sperm with pro-
gressive linear motion 8-12 hours after intercourse) is more
likely to be found in letrozole vs. clomiphene stimulated
cycles.

Materials and Methods

A randomized prospective pilot study was performed. Anovula-
tory women were randomly assigned to clomiphene citrate vs.
letrozole. Starting dosages were 50 mg days 5-9 for clomiphene.
Starting dosages were 2.5 mg days 5-9 for letrozole. If a serum
estradiol of 200 pg/ml was not achieved, the dosage of clomiphene
or letrozole would be doubled for cycle 2.

The post-coital test that was recorded was the one performed
with the appropriate peak serum E2 and prior to the LH surge. In-
tercourse was 8-16 hours before the post-coital test. Only couples
with male partners with normal semen parameters (including ab-
sence of antisperm antibodies) were selected for the study. If a
mature follicle was not achieved in cycles 1 or 2, the patient was
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eliminated and a reserve was added to the study and given the
same drug regimen.

All couples selected for the study did not want to have an in-
trauterine insemination performed if there was a poor post-coital
test. Patients were given the option to try a second cycle with the
same regimen and normal follicular maturation was achieved or
they could switch to gonadotropin injections. If they switched, that
cycle was not included in the data. Thus the number of second cy-
cles could be unequal related to switching to gonadotropin ther-
apy or pregnancy.

Results

The frequency of poor post-coital tests (no sperm with
linear progressive motion in the mucus) is seen in Table 1
for cycles 1 and 2. Overall combining cycles 1 and 2 poor
post-coital tests were found in three of 19 (15.7%)
clomiphene cycles vs. five of 17 (29.4%) with letrozole.

Discussion

Though the frequency of poor post-coital tests was
twice as high in the letrozole group vs. the clomiphene

Table 1. — Relative effect of clomiphene citrate vs. letro-
zole on post-coital tests.

Clomiphene citrate
(n=12) 2 (16%)
(0=7) 1 (14%)

Letrozole
(n=12) 4 (33%)
(m=5) 1 (20%)

Cycle 1 —no. poor PCT
Cycle 2 —no. poor PCT
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group, the study was not sufficiently powered to show a
significant difference (p > 0.05, Chi-square analysis).
However, because of the failure to demonstrate even a
trend to support the initial hypothesis that the known less
anti-estrogenic effects of letrozole could result in a lower
frequency of poor post-coital tests, the study was discon-
tinued. Possibly the shorter half-life of letrozole, and
therefore less anti-estrogenic effects on endometrial thick-
ness and vasomotor symptoms, was negated at the mucus
level by a higher average peak serum E2 442.4 pg/ml for
clomiphene vs. 372.3 pg/ml for letrozole.
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