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Abstract

Background: Emergency contraception (EC) does not always work. Clinicians should be aware of potential risk factors for EC failure.
Study Design: Data from a meta-analysis of two randomized controlled trials comparing the efficacy of ulipristal acetate (UPA) with
levonorgestrel were analyzed to identify factors associated with EC failure.
Results: The risk of pregnancy was more than threefold greater for obese women compared with women with normal body mass index (odds
ratio (OR), 3.60; 95% confidence interval (CI), 1.96–6.53; pb.0001), whichever EC was taken. However, for obese women, the risk was
greater for those taking levonorgestrel (OR, 4.41; 95% CI, 2.05–9.44, p=.0002) than for UPA users (OR, 2.62; 95% CI, 0.89–7.00; ns). For
both ECs, pregnancy risk was related to the cycle day of intercourse. Women who had intercourse the day before estimated day of ovulation
had a fourfold increased risk of pregnancy (OR, 4.42; 95% CI, 2.33–8.20; pb.0001) compared with women having sex outside the fertile
window. For both methods, women who had unprotected intercourse after using EC were more likely to get pregnant than those who did not
(OR, 4.64; 95% CI, 2.22–8.96; p=.0002).
Conclusions: Women who have intercourse around ovulation should ideally be offered a copper intrauterine device. Women with body
mass index N25 kg/m2 should be offered an intrauterine device or UPA. All women should be advised to start effective contraception
immediately after EC.
© 2011 Elsevier Inc. All rights reserved.
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1. Introduction

Emergency contraception (EC) can prevent pregnancy
after unprotected intercourse— but it does not always work.
The most widely used emergency contraceptive, levonorges-
trel 1.5 mg orally within 72 h of intercourse (LNG-EC),
prevents at least 50% of pregnancies that would have
occurred in the absence of EC [1]. Insertion of a copper
intrauterine device (IUD) probably prevents more pregnan-
cies [2,3] and is recommended as the EC of choice by some
organizations [4], particularly for women who have inter-
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course midcycle when the risk of pregnancy is greatest [5].
However, this requires the ready availability of a health
professional skilled to do the insertion. Moreover, many
women, especially young women, find the idea of an IUD
unacceptable [6,7]. Ulipristal acetate (UPA; ellaOne HRA
Pharma, Paris, France), a selective progesterone receptor
modulator, is more effective than LNG for EC and can be
used up to 120 h after intercourse [8,9]. UPA has been
marketed in Europe since 2009 and was approved by the
Food and Drug Administration in 2010. As a new drug entity,
UPA will only be available on prescription for several years
before it can be considered for “over the counter” status.

The vast majority of women taking EC are not at risk of
pregnancy. The chance of conception following a single
random act of intercourse has been reported to be 4% to 6%
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[10,11], and even if sex occurs at the most fertile time of the
cycle, only 30% at most [11,12]. The introduction of more
effective methods of oral EC, such as UPA, raises the
possibility of distinguishing between women at very low risk
of pregnancy (and perhaps offering them the more easily
available over-the-counter method) and those at high risk
who may prefer to use a theoretically more effective method
(UPA or an IUD) even if accessing it is more difficult.
Assessing the risk of pregnancy based on the time in the
cycle when intercourse occurred can be unreliable since
many women are uncertain of the date of their last menstrual
period [13] and because there is significant variation (even
intraindividual) in cycle day of ovulation. However, there
may be other factors that can be taken into account when
estimating the risk of pregnancy and the risk of failure of a
less effective method of EC.

In order to explore potential factors that could explain a
higher risk of EC failures, we have used data from a meta-
analysis of two randomized controlled trials comparing the
efficacy of UPA with LNG for EC [9].
2. Materials and methods

Both trials combined in the meta-analysis had a similar
design. One trial recruited 1672 women presenting for EC
within 72 h of unprotected intercourse [8], whereas in the
second trial, 2221 women could enroll up to 120 h after
intercourse [9]. In both trials, LNG 1.5 mg orally was
compared with UPA either 30 mg [9], the marketed
formulation, or a 50 mg nonmicronized formulation [8],
having a similar pharmacokinetic profile. Both trials enrolled
women with regular menstrual cycles and not using
hormonal contraception and excluded women relying on
sterilization (themselves or their partner), using an IUD,
breast-feeding, or aged under 16 years (17 in Northern
Ireland and 18 in the United States and Ireland). Treatment
was administered after a urinary pregnancy test was
confirmed negative, and women were systematically tested
for pregnancy at follow-up 1 week after the expected onset of
next menses after treatment.

Data from women meeting the protocol definition of the
primary efficacy population of each trial (described in detail
in Creinin et al. [8] and Glasier et al. [9]) were included in the
meta-analysis. To be included, women had to receive EC,
and their pregnancy status at follow-up had to be known. For
both trials, pregnancies deemed to have occurred before EC
was taken were excluded, and in the second trial [9], three
pregnancies conceived long after EC was used were also
excluded. In total, 3445 women were included in the meta-
analysis (1546 women from the 72-h study [8] and 1899
from the 120-h study [9]; UPA n=1714, LNG n=1731).
There were 60 pregnancies (UPA n=22, LNG n=38) [9].

A nominal logistic model was used to explain the
occurrence of pregnancy. In addition to study and treatment
factors included by constraint in the model, the effects of the
following covariates were assessed in the model: age, body
mass index (BMI) and weight, time (hours) from unprotected
intercourse to treatment with EC, occurrence of further acts
of unprotected intercourse (after use of EC) and history of
pregnancy and conception probability defined according to
the method of Trussell et al. [14]. Trussell et al. compiled
data from two studies of conceptions by cycle day relative to
the day of ovulation among women not using contraception
to provide estimates of conception probabilities for each
cycle day. In one study [15], the day of ovulation was
estimated from daily measurements of basal body temper-
ature, while in the other, daily early morning urine samples
were assayed for metabolites of estrogen and progesterone
[5]. Pooled data were used to estimate a risk of conception of
3.6% if intercourse occurred 5 days before ovulation; 13.6%
and 15.5% at 4 and 3 days before ovulation, respectively;
27.7% and 29.8% at 2 and 1 days before ovulation,
respectively; and 12.3% on the day of ovulation itself.

Likelihood ratio tests were used to select confounding
factors with a significant marginal contribution and to test
the treatment effect. Influence of the retained covariates and
treatment on pregnancy risk was then expressed in terms of
odds ratio (OR) and 95% confidence intervals (CI).

When deemed useful, a restricted spline cubic smoothing
method was applied to the logistic model in order to better
describe the relationship between a covariate and the risk of
pregnancy [16].
3. Results

As already demonstrated [9], the risk of pregnancy was
reduced by almost 50% among women using UPA
compared with those using LNG (OR, 0.55; 95% CI,
0.32–0.93; p=.025).

Three of the six covariates tested were found to have a
statistically significant effect on the risk of pregnancy: BMI,
conception probability and further intercourse.

The variable with the most highly significant impact on
the risk of pregnancy was BMI. Compared with women with
a BMI under 25 kg/m2 [normal weight or underweight
according to the World Health Organization (WHO) [17]],
the risk of pregnancy was more than three times greater (OR,
3.60; 95% CI, 1.96–6.53; pb.0001) for obese women (BMI
of 30 kg/m2 and above according to WHO) and 1.5 times
greater (OR, 1.53; 95% CI, 0.75–2.95) for overweight
women (BMI between 25 and 30 kg/m2), whichever EC drug
was taken (Table 1). When the pregnancy rates were
compared within the two treatment groups, the effect of
BMI was more pronounced in women treated with LNG than
with UPA. The relative risk of becoming pregnant was
doubled when overweight women taking LNG were
compared with normal-weight or underweight women (OR,
2.09; 95% CI, 0.86–4.87; ns) using LNG, whereas the risk
was not different when women taking UPA were compared
(OR, 0.97; 95% CI, 0.27–2.83). Moreover, obese women



Table 1
Pregnancy risk according to BMI, conception probability and further intercourse

Confounding factors Subgroups Pregnancy, n/N (%) [95% CI]

Overall UPA LNG

BMI (kg/m2) Normal or underweight (b 25 kg/m2) 27/2232 (1.2) [0.8–1.8] 12/1110 (1.1) [0.6–1.9] 15/1122 (1.3) [0.8–2.2]
Overweight (25–29.9 kg/m2) 13/744 (1.7) [1.0–3.0] 4/377 (1.1) [0.4–2.7] 9/367 (2.5) [1.3–4.6]
Obese (≥30 kg/m2) 20/469 (4.3) [2.8–6.5] 6/227 (2.6) [1.2–5.6] 14/242 (5.8) [3.5–9.5]

Conception probabilitya Outside fertile window (0) 25/2227 (1.1) [0.8–1.7] 9/1101 (0.8) [0.4–1.5] 16/1126 (1.4) [0.9–2.3]
Inside fertile window (N0) 35/1218 (2.9) [2.1–4.0] 13/613 (2.1) [1.2–3.6] 22/605 (3.6) [2.4–5.4]

Further intercourse No 49/3274 (1.5) [1.1–2.0] 17/1625 (1.0) [0.7–1.7] 32/1649 (1.9) [1.4–2.7]
Yes 11/171 (6.4) [3.6–1.1] 5/89 (5.6) [2.4–12.5] 6/82 (7.3) [3.4–15.1]

a Fertile window: day of ovulation minus 5 to plus 1.
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who took LNG were at more than four times greater risk to
get pregnant (OR, 4.41; 95% CI, 2.05–9.44; p=.0002) in
comparison with normal-weight or underweight women. For
women treated with UPA, the same OR comparing obese
women to normal or underweight women was estimated to
be 2.62 (95% CI, 0.89–7.00). Based on the spline cubic
smoothing method applied to the logistic model, LNG
showed a rapid decrease of efficacy with increasing BMI,
reaching the point where it appeared no different from
pregnancy rates expected among women not using EC at a
BMI of 26 kg/m2 compared with 35 kg/m2 for UPA.

Following these results, the same series of analyses was
performed with weight as a covariate instead of BMI. Weight
was found to be a highly statistically significant risk factor
(pb.0001) with marked differences between the two treat-
ments: according to a spline cubic model, the limit of
efficacy was reached at a weight of 70 kg for LNG compared
with 88 kg in women having taken UPA.

For both methods of EC, the risk of pregnancy was also
significantly related to the cycle day of intercourse.
According to the logistic model, the risk of pregnancy was
increased more than fourfold (OR, 4.42; 95% CI, 2.33–8.20;
pb.0001) among women with the highest probability of
conception (who had intercourse on the day before ovulation
when conception probability is 30%, n=195) compared with
women who reported having intercourse when the risk of
conception was theoretically nil (outside the fertile window
ranging from 5 days before ovulation to the first day after
ovulation, n=2227). No significant difference between
treatment groups in the effect of conception probability on
the pregnancy rate was observed (p=.535; Table 1).

The third most significant variable in terms of the effect
on pregnancy risk was the occurrence of further unprotected
intercourse. Regardless of which method of EC was used,
women who had further unprotected intercourse after using
EC (n=171, pregnancy rate of 6.4%) were more than four
times as likely to get pregnant than those who did not report
further intercourse (n=3274, pregnancy rate of 1.5%) (OR,
4.64; 95% CI, 2.22–8.96; p=.0002). There was no difference
between treatment groups in the effect of further intercourse
on pregnancy rate (p=.489).

In the multivariate analysis, none of the other variables
studied (age, time from unprotected intercourse to treatment
or pregnancy history) had any significant contribution to the
occurrence of pregnancy.
4. Discussion

Data used for this research came from two clinical trials,
neither of which was designed to explore the effect of weight
or other risk factors on the effectiveness of EC. Moreover,
the number of women in the studies with a BMI of 35 kg/m2

or greater was small, and the number of pregnancies among
this group was extremely small. Nonetheless, the results are
clinically important as they suggest that women with BMI of
25 kg/m2 and over, as well as confirming that those who
have intercourse at the most fertile time of the cycle and
those who have further acts of intercourse in the same cycle,
are all at increased risk failure of EC. Indeed, among obese
women treated with LNG, the observed pregnancy rate was
5.8%, which is slightly above the overall pregnancy rate
expected in the absence of use of EC based on the conception
probabilities of Trussell et al. [14] (5.6%), suggesting that for
this group of women, LNG-EC may be ineffective. To our
knowledge, this is the first time that an association between
BMI and EC failure has been reported.

It is not surprising that the timing of intercourse before
using EC and further acts of intercourse after treatment are
related to the risk of pregnancy, and in this respect, our
findings support those of others [18]. The egg is only capable
of being fertilized for 24 h after ovulation, and sperm are
only capable of fertilizing the egg for 5 to 6 days. The
probability of conception increases from the first 3 days of
the cycle (when it is negligible) to a peak of 30%, at most, on
the day before ovulation [5]. The probability of conception
falls rapidly and is again negligible after 24 h following
ovulation, so if intercourse occurs early or late in the cycle,
pregnancy is highly unlikely and it is most likely in the 48
h before ovulation. Clinicians are aware of this— and so are
many women. Indeed, some women make a judgement as to
whether or not to use EC at all based on the timing of
intercourse; and if it occurred at a time in the cycle when they
think they are at low risk, they do not bother to use EC
[19,20]. For clinicians, the standard consultation for EC
involves asking the woman the date of her last menstrual
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period, not only to exclude an existing pregnancy but to
gauge the likely risk of conception. Some clinicians do offer
women an IUD if sex has occurred around midcycle arguing
that an IUD is more likely to prevent pregnancy than EHC
even if an IUD is more difficult to provide. It is likely that in
the same woman, the day of ovulation varies from one cycle
to another, even in women with regular cycles and in both
trials [8,9], a small number of women conceived outside the
theoretical fertile window. Of course, some women have no
idea when their last menstrual period was, not many keep a
diary, some get it wrong [13] and still others do not have
regular cycles, and so from time to time, pregnancies do
occur following intercourse at times in the cycle when the
risk is theoretically low [12].

It is always difficult to tell if pregnancy has occurred as
‘true’ failure of EC; that is, the method is used perfectly, but
nevertheless, it fails. Many perceived EC failures are likely
to be “user failures.” Some women are already pregnant
when they take EC and others conceive after EC has been
used. Outside clinical trials pregnancy testing before giving
EC is not routine but reserved for women in whom there is
some suspicion of a pre-existing pregnancy. Even in clinical
trials when pregnancy testing is routinely done, some
women may have conceived within only a couple of days
before treatment, too recently for even the most sensitive
pregnancy test to detect. Clinical trials in which women are
either asked to abstain from sex after taking EC or to use a
barrier method until the onset of menses, provide evidence
that repeated acts of intercourse are common, and many of
them are unprotected [18,19]. From the meta-analysis
reported here, it is clear that repeated acts of intercourse
after taking EC put women at higher risk of pregnancy — a
pregnancy that is often regarded as a failure of EC. In a trial
comparing LNG with mifepristone, 30% of the 4071
women participating admitted to at least one act of
intercourse after taking EC [18]. The pregnancy rate was
more than doubled among women having sex after
treatment (2.7% vs. 1.1%). While in the WHO study,
pregnancy was more likely among women having inter-
course after treatment with mifepristone than after treatment
with LNG [18], there was no such difference between UPA
and LNG observed in the present study.

The observation that BMI is associated with failure of EC
is also not a surprise, although this is the first time that it has
been reported. An association between weight and contra-
ceptive failure has been reported for all but the very high-
dose hormonal contraceptives [21–23]. Although it is not
possible to compare different contraceptive methods given
by different routes of administration at different doses, it is
possible to draw some parallels particularly in respect of the
robustness of the evidence. Doubt has been cast on the
observation in relation to oral contraceptives [24], as it is
hard to distinguish between method failure and user failure,
and so the effect of weight on failure rates may reflect issues
of compliance [25]. However, the finding that increasing
BMI (or weight) is associated with increased failure rates of
the LNG-only implant Norplant [26,27] — a method that is
independent of compliance for its effectiveness — suggests
that there may be a real effect. Indeed, obese women are at
demonstrably higher risk of failure of Norplant if use is
extended to 6 and 7 years when the dose of LNG in the
implants has decreased significantly [28]. A recent pharma-
cokinetic study in which normal-weight or obese women
were treated with a low-dose combined oral contraceptive
pill containing LNG demonstrated an increase in the time
taken to achieve a steady state of LNG concentrations in
relation to obesity [29]. The authors of this small study
suggested this as a possible mechanism for increasing failure
rates of hormonal contraception in obese women. Whatever
the underlying mechanism, the observation that the risk of
pregnancy following EC use is higher among overweight
women is important, not least because the risks of pregnancy
per se are increased among obese women [30].

How should those of us who are advising women about
EC interpret these findings? It is easy to identify women who
are overweight, and we can advise them that they may be
more at risk of EC failure and may suggest they use UPA or
an IUD rather then LNG. In this study, in addition to
exploring the effect of BMI on the risk of pregnancy after EC
use, we have presented the results for weight since most
women know their weight, while few would be able to tell a
health provider their BMI. Moreover, a woman who weighs
over 70 kg may have a low BMI if she is tall, but she would,
nonetheless, be advised that she may be at greater risk of EC
failure. It might be tempting to suggest doubling the dose of
EC for women over 70 kg (as is advised for women on
enzyme-inducing anticonvulsant drugs [4]), but data are
necessary to support such practice.

It is much more difficult to be confident in assessing
pregnancy risk in relation to the time in the cycle of
intercourse, but while we might be reluctant to advise a
woman that her risk is low or negligible, we lose nothing by
telling someone that the risk of pregnancy might be rather
high and that she might be advised to have an IUD (if
acceptable and accessible).

We can strongly advise women not to have unprotected
sex after using EC, and we can strongly recommend that all
women immediately start ongoing contraception. In the UK,
it has long been routine clinical practice to offer women the
choice between waiting for the onset of menses or starting
hormonal contraception immediately after using EC. Indeed,
the fact that easy access to EC from pharmacies risks missing
the opportunity for EC users to “bridge” immediately to
ongoing contraception is of growing concern [31,32]. Since
the motivation to do something about an act of risky sex
probably declines with time, we should continue to advise
women to use EC as soon as possible. In order for women to
do this, we have to continue to make EC easily available.
However, it is reassuring for providers and for women who
delay seeking EC to know that with the availability of UPA
(up to 120 h after sex) as an alternative to the IUD, all may
not be lost.



367A. Glasier et al. / Contraception 84 (2011) 363–367
References

[1] Trussell J, Ellertson C, Von Hertzen H, et al. Estimating the
effectiveness of emergency contraceptive pills. Contraception
2003;67:259–65.

[2] Askalani AH, Sentity AL, Al-Agizy AM, Salam HI, Al-Masry GI,
El-Sadek SM. Evaluation of a copper T200 as a post-coital
contraceptive. Egypt Obstet Gyneacol 1987;13:63–6.

[3] Zhou L, Xiao B. Emergency contraception with Multiload Cu 375: a
multicentre clinical trial. Contraception 2001;64:107–12.

[4] Faculty of Sexual and Reproductive Healthcare Clinical Effectiveness
Unit. FFPRHC guidance (April 2006) emergency contraception. J Fam
Plann Rep Healthcare 2006;32:121–8.

[5] Wilcox AJ, Weinberg CR, Baird DD. Timing of sexual intercourse in
relation to ovulation effects on the probability of conception, survival
of the pregnancy and sex of the baby. New Engl J Med 1995;333:
1517–21.

[6] Glasier A, Scorer J, Bigrigg A. Attitudes of women in Scotland to
contraception: a qualitative study to explore acceptability of long-
acting methods. J Fam Plann Reprod Health Care 2008;34:213–7.

[7] Asker C, Stokes-Lampard H, Beavan J, Wilson S. What is it about
intrauterine devices that women find unacceptable? Factors that make
women non-users: a qualitative study. J Fam Plann Reprod Healthcare
2006;32:89–94.

[8] Creinin MD, Schlaff W, Archer DF, et al. Progesterone receptor
modulator for emergency contraception: a randomized controlled trial.
Obstet Gynecol 2006;108:1089–97.

[9] Glasier A, Cameron ST, Fine PM, et al. Ulipristal acetate versus
levonorgestrel for emergency contraception: a randomized non-
inferiority trial and meta-analysis. Lancet 2010;375:555–62.

[10] Raymond E, Taylor D, Trussell J, Steiner MJ. Minimum effectiveness
of the levonorgestrel regimen of emergency contraception. Contra-
ception 2004;69:79–81.

[11] Tietze C. Probability of pregnancy resulting from a single unprotected
coitus. Fertil Steril 1960;11:485–8.

[12] Wilcox AJ, Dunson DB, Weinberg CR, Trussell J, Baird DD.
Likelihood of conception with a single act of intercourse: providing
benchmark rates for assessment of post-coital contraceptives. Contra-
ception 2001;63:211–5.

[13] Stirling A, Glasier A. Estimating the efficacy of emergency
contraception — how reliable are the data. Contraception 2002;66:
19–22.

[14] Trussell J, Rodriguez G, Ellertson C. New estimates of the
effectiveness of the Yuzpe regimen of emergency contraception.
Contraception 1998;57:363–9.

[15] Barrett JC, Marshall J. The risk of conception on different days of the
menstrual cycle. Popul Stud 1969;23:455–61.
[16] Stone CJ, Koo CY. Additive splines in statistics proc stat comp. Am
Statistics Assoc 1985:45–8.

[17] World Health Organization. Physical status: the use and interpretation
of anthropometry. Report of a WHO Expert Committee. WHO
Technical Report Series 854. Geneva: World Health Organization;
1995.

[18] Von Hertzen H, Piaggio G, Ding J, et al. Low dose mifepristone and
two regimens of levonorgestrel for emergency contraception. Lancet
2002;360:1803–10.

[19] Glasier A, Fairhurst K, Wyke S, et al. Advanced provision of
emergency contraception has not reduced abortion rates in Lothian.
Contraception 2004;69:361–6.

[20] Moreau C, Bouyer J, Goulard H, Bajos N. The remaining barriers to
the use of emergency contraception: perceptions of pregnancy risk by
women undergoing induced abortions. Contraception 2005;71:202–7.

[21] Graham S, Fraser IS. The progestogen-only mini pill. Contraception
1982;26:373–87.

[22] Vessey MP, Law;ess M, Yeates D, McPherson K. Progestogen-only
oral contraception. Findings in a large prospective study with special
reference to effectiveness. Br J Fam Plann 1985;10:117–21.

[23] Holt VL, Cushing-Haugen KL, Daling J. Body weight and risk of oral
contraceptive failure. Obstet Gynecol 2002;99:820–7.

[24] Trussell J, Bimla Schwarz E, Guthrie K. Obesity and oral contraceptive
pill failure. Contraception 2009;79:334–8.

[25] Westhoff CL, Torgal AH, Mayeda ER, Stanczyk FZ, Lerner PJ, Benn
EKT, et al. Ovarian suppression in normal-weight and obese women
during oral contraceptive use. Obstet Gynecol 2010;116:275–83.

[26] Sivin I. Clinical effects of Norplant subdermal implants for
contraception. In: Mishell DR, editor. Long-acting steroid contracep-
tion. Advances in human fertility and reproductive endocrinology, Vol
2. New York: Raven Press; 1983. p. 89–116.

[27] Glasier A. Implantable contraceptives for women: effectiveness,
discontinuation rates, return of fertility and outcome of pregnancies.
Contraception 2002;65:29–37.

[28] Gu S, Sivin I, Du M, et al. Effectiveness of Norplant implants through
seven years: a large scale study inChina. Contraception 1995;52:99–103.

[29] Edelman AB, Carlson NE, Cherala G, et al. Impact of obesity on oral
contraceptive pharmacokinetics and hypothalamic-pituitary-ovarian
activity. Contraception 2009;80:119–27.

[30] Davis E, Olson C. Obesity in pregnancy. Primary Care 2009;36:
341–56.

[31] Cameron S, Glasier A. The need to take a ‘new look’ at emergency
contraception. J Fam Plann Reprod Healthcare 2010;36:3–4.

[32] Glasier A, Manners RJ, Loudon JC, Muir A. Community pharmacists
providing emergency contraception give little advice about future
contraceptive use: a mystery shopper study. Contraception 2010;82:
538–42.


	Can we identify women at risk of pregnancy despite using �emergency contraception? Data from randomized trials of uliprista...
	Introduction
	Materials and methods
	Results
	Discussion
	References


