Interaction between ella (Ulipristal Acetate) and Hormonal Contraception (Progestins)

BOTTOM LINE
Some agencies recommend against using UPA in women who have recently taken
progestins.1,2 This seems the most prudent course of action in the absence of clinical
data and is reflected in the medSask Emergency Contraception guidelines.

WHAT IS ELLA?
ella (ulipristal acetate) is the most recent product introduced to the Canadian market for emergency
contraception (EC). It is a selective progesterone receptor modulator which displays competitive
inhibition and partial agonism at the progesterone receptor and inhibits or delays ovulation.3
WHAT IS THE INTERACTION BETWEEN ELLA AND PROGESTINS?
Because UPA reversibly binds to the progesterone receptor, progestins with greater affinity to the
receptor could interfere with UPA-EC’s effectiveness; conversely, UPA-EC could interfere with the
effectiveness of hormonal contraception (HC) of lower-affinity progestins. Research has confirmed that
concurrent use of UPA-EC in the presence of desogestrel (DSG), the progestin component in certain HC
products, decreases the ability of UPA-EC to delay ovulation.4 The manufacturer acknowledges this
interaction in the monograph by recommending HC not be started within five days of taking UPA-EC.3
However, what is not acknowledged is the possibility that HC taken before or at the time of UPA-EC
could also interfere with UPA-EC’s effectiveness. No data are available as no studies have been
undertaken to address this question and use of HC was an exclusion criteria in the UPA-EC trials.5-7 It
seems logical that if DSG administered after UPA-EC can interfere with UPA-EC’s effectiveness, it could
also interfere if in systemic circulation at the time of administration of UPA-EC.
It needs to be noted the dose of DSG in the above trial was 0.75 mg and the highest strength of DSG
available in Canada is 0.15 mg8; furthermore, data are only available for 41 women and this was a
pharmacodynamic study assessing the surrogate marker of follicular rupture.4 No data are available
regarding any other progestogens. Until clinical data are available to answer the question, it seems
prudent to take the worst-case-scenario approach in which the interaction is considered clinically
relevant with all progestogens.
WHAT CONTRACEPTIVES ARE INCLUDED?
All types of HC in Canada contain a progestin.8 Combined oral contraceptives, the contraceptive vaginal
ring, the contraceptive patch, levonorgestrel intrauterine systems, depo-medroxyprogesterone acetate,
and progestin-only pills are included.

HOW SHOULD THE INTERACTION BETWEEN ULIPRISTAL AND PROGESTINS BE MANAGED?
Ulipristal acetate has been shown to delay or prevent ovulation for five days.1 In order to avoid this
interaction, progestins should be avoided for at least five days after taking UPA-EC.1-3 In addition, the
Society of Obstetricians and Gynecologists of Canada recommends back-up contraception for an
additional seven days after starting or resuming HC.1
Because the potential interaction of progestins taken before UPA-EC is theoretical, only one
management strategy has been identified which recommends UPA-EC not be used in women who have
taken progestogen-containing products in the last seven days.2 As such, UPA-EC should be avoided in
most cases of contraceptive failure due to missed doses of HC. For those who are late for the depomedroxyprogesterone injection, the copper intrauterine device (IUD) or levonorgestrel should be
recommended because return to ovulation is variable9 and the duration of concentrations sufficient to
cause the (theoretical) interaction are unknown.2
WHEN THEN CAN ELLA BE USED IN ORDER TO AVOID THE INTERACTION WITH PROGESTINS?
 when no contraception or non-hormonal contraception is being used
 for women who are late re-starting their oral contraceptive, contraceptive patch or
contraceptive ring (i.e. have been without hormonal contraception for more than seven days).
IS THERE ALSO AN INTERACTION BETWEEN LEVONORGESTREL AND PROGESTINS?
There is no evidence to suggest an interaction between levonorgestrel and progestins.1,2 Levonorgestrel
can be used in women who have used hormonal contraception in the last seven days; after taking
levonorgestrel, any form of HC may be continued/started on the same day.1,2
ADDITIONAL CONSIDERATIONS




Patient preference should play a role in the selection of EC with consideration given to the
potential inconvenience to the patient if resuming or starting HC has to be delayed due to the
interaction between UPA-EC and HC.
It is prudent to consider the expected time to ovulation after failure/incorrect use of the various
methods of HC in order to assess whether or not EC is warranted.

Until data are available to prove otherwise, the best methods of EC for women who have been taking HC
within the last week or those on depo-medroxyprogesterone are copper IUDs or levonorgestrel EC
products.
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