
Letters to the Editor

To the Editor:
Novikova et al. [1] have attempted to assess the

effectiveness of levonorgestrel given after or before
ovulation. For the first time, effectiveness is assessed
with a more precise method of determining ovulation that
provides a more reliable estimate of the time at which
unprotected intercourse, and the intake of emergency
contraceptive pill (ECP) occurred in relation to ovulation.
In addition, this is the first study to assess effectiveness
according to the day on which ECP was taken with a more
reliable estimate of ovulation. Although this is a pilot
study, we believe for the above reasons, that it means
important progress in determining effectiveness and the
mode of action of ECP.

The findings of the study and their interpretation never-
theless need some clarifications and comments.

1. There is no precise information concerning the day on
which the ECP was taken. Table 1 only gives the number of
expected and observed pregnancies related to the day of
intercourse. A similar table showing the expected and
observed pregnancies in relation to the day of intake of the
ECP is required. The study only states that when unprotected
intercourse occurred on Day −2 or earlier, the “ECP was then
taken around or before ovulation.” Without precise informa-
tion regarding the day on which the ECP was taken among
this group of women, we cannot agree with the authors
conclusion that the data of the study “are supportive of the
concept that LNG has little or no effect in post ovulation
events.”Women who joined the study reported a single act of
unprotected sexual intercourse within the previous 120 h.
Many women who had intercourse on Days −5 to −2 may
have taken the ECP on days very near ovulation or even
after. Of the 34 women who had intercourse during this
period, 18 had it on Days −2 and −3, accounting for nearly
65% of the expected pregnancies (2.7/4.15) in this group.
The delay in taking the ECP in this group can influence
significantly the conclusions about postovulation effect.

2. Among the 17 women who had intercourse around
Days −1 to 0 (and took the ECP on Day +2), three or four
pregnancies would have been expected, and three were
observed. The authors find that these data support their
hypothesis that LNG has no postfertilization effect. It must
be pointed out, however, that in the 11 women out of 17 who
had their intercourse on Day −1 “and took the ECP on

Day +2,” the expected pregnancies were 2.97 and the
observed pregnancies 1. Efficacy was 66% in this very small
group, supporting the hypothesis of a postfertilization effect.
The foregoing shows the limitations of a study with few
participants, where the manner of grouping the results can
support different hypotheses.

3. To assess postfertilization effect, the authors include
only the women who took the pill 2 or more days after
ovulation. In this study, ultrasound examination was not
performed to determine whether ovulation was blocked;
however, earlier studies have shown that when ECP is
given 2 days prior to the beginning of the luteal surge,
ovulation is blocked in the majority of cases, but when
given very near or at the beginning of the luteal surge, it
fails to block ovulation most of the times [2−4]. This may
be the case of many women in this study. The data about
effectiveness in this group are important to assess
postovulatory and postfertilization effect, one of the
purposes of this study. Effectiveness of the ECP when
given around the day of ovulation, when the time from
ovulation is insufficient to block it, can only be explained
by the drug blocking fertilization or implantation. Fertiliza-
tion is very difficult to study, and many experts consider
that such effect would only be possible if the pill is taken
very soon after intercourse [5,6].

4. The failure rate of ECP was 3%, considering the
99 women who joined the study. However, this study allows
calculating the real failure rate by considering only the
51 women who were at risk of becoming pregnant. This
gives a failure rate of 6%.

5. We agree with the authors that the small number of
participants in this study does not allow making any
consistent statement on a postfertilization effect of the ECP
and that “to obtain more accurate data on both efficacy and
mode of action of ECP, more extensive studies of this
nature using transvaginal ultrasound in conjunction with
endocrine data are required in much larger numbers of
women.” The use of ultrasound would, for the first time,
permit assessing the effect of ECP on ovulation in the real
setting, that is, when ECP is taken after unprotected
intercourse. This is important because intercourse could
influence ovulation [7]. It would also allow measuring the
effectiveness in the group of women whose ovulation was
not blocked.
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Response to the Letter to the Editor

To the Editor:
We thank Dr. Ventura-Junca et al. for their positive

comments about our article [1] and for their questions. We
are pleased that they are supportive of our attempts to use
endocrine data to try and provide a more reliable estimate of
the time at which unprotected sexual intercourse and
ingestion of the levonorgestrel emergency contraceptive
pill (ECP) occurred in relation to ovulation and subsequent

pregnancy. It will be critical that future studies occur on
larger numbers of subjects and have access to good-quality
transvaginal ultrasound scanning to supplement the endo-
crine data.

Dr. Ventura-Junca et al. state that we have not provided
precise information concerning the day on which the ECP
was taken. We have very precise information about the
timing of ECP ingestion in all subjects, but it would have
been impractical to present these data for individual women
in this article. The day of ECP-taking was an important part
of this study. All 18 women who had intercourse on Days 2
and 3 prior to ovulation took their ECP around or before
ovulation. We agree that a significantly prolonged delay in
taking the ECP in this group could have significantly
influenced our conclusions about lack of effect of ECP after
ovulation, although it actually did not.

We agree that the numbers of pregnancies are small in this
pilot study, for reasons clearly addressed in our article, and
that interpretations of the potentially complex interactions
between endocrine data, timing of ovulation, timing of
intercourse, timing of ECP-taking and chance of pregnancy
are difficult. We cannot exclude a small postfertilization
effect of ECP, but our data are supportive of the hypothesis
(and of other published data) that suggest that the LNG-ECP
works primarily by interference with ovulation and has little
or no postovulatory effect.

Dr. Ventura-Junca has stated that “to assess post-
fertilization effect the authors only included women who
took the pill two or more days after ovulation.” This is not
correct. As clearly stated in our article, we included women
who took ECP at any time in the cycle. It so happened that, in
our study of 99 women taking the ECP, the only three
pregnancies that we observed occurred in women in whom
intercourse happened just before or around ovulation and
who took ECP around 2 days postovulation.

They have also questioned our calculation of the failure
rate of ECP. We chose to use a calculation in line with the
method described by Wilcox et al. [2]. The difficulties of
calculating the effectiveness of ECP have been well
addressed by James Trussell [3] in a number of articles.

Dr. Ventura-Junca et al. make a statement that sexual
intercourse may influence ovulation, and they reference a
1975 review [4] addressing reflex ovulation in various
animal species. We are not aware of any clear evidence that
supports such an effect in humans.

We agree that our findings do need to be confirmed in
much larger studies where the involved clinics have good
transvaginal ultrasound facilities immediately available.
The combination of endocrine and ovarian ultrasound data
to even more precisely determine the timing of ECP
ingestion and intercourse in relation to ovulation will be
critical to answering the questions raised by Dr. Ventura-
Junca et al., and indeed those questions that we posed in our
article. We believe that our study has allowed the
development of clearer hypotheses that can be tested in
much larger studies.
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