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Ella Revisited 
 
Last November, several mainstream media 
outlets reported the results of a 2011 
study that appeared in the journal 
Contraception that claimed that Plan B 
(levonorgestrel--LGN) is not effective as 
emergency contraception for women with 
a body mass index >25 kg/m.1 In its place, 
the authors recommended Ella (ulipristal 
acetate--UPA) or an intrauterine device. 
In the wake of this news, CHA received 
several queries about the use of UPA in 
Catholic hospitals. These queries 
prompted an examination of the more 
recent scientific literature on the 
mechanism of action of ulipristal acetate. 
A previous examination looked at the 
literature from 2010 and 2011.2 The 
present review looked at the literature 
from 2011 until 2014.  
 
There appear to be only two pieces of 
original research.3 Using mice, the first 
study investigated the potential of UPA in 
blocking ovulation after the onset of the 
LH (luteinizing hormone) surge which, if 
it did occur, would explain why UPA is 
more effective than LGN. LGN, “if 
administered at least 2 days prior to the 
luteinizing hormone (LH) surge. … is 
able to cause either a delay or an 
inhibition of the LH surge, thereby 
preventing ovulation in women. However, 
LNG is unable to prevent ovulation if 
administered when the LH level has 
already started to rise.”4 In the present 
study, the researchers used human 
chorionic gonadotropin (hCG) which 
mimics luteinizing hormone. 
 

What the researchers found is that “a 
single dose (30 mg) of UPA administered 
immediately before ovulation delays or 
inhibits ovulation in comparison to 
placebo-treated cycles. When 
administered before the onset of the LH 
surge, UPA, like LNG, delayed the LH 
peak and ovulation in all cycles. However, 
when administered after the LH level 
begins to rise but before it reaches the 
peak, LNG is ineffective as an ovulation 
blocker. However, UPA is an effective 
inhibitor of ovulation within this time 
period. In humans, the time interval from 
the rise of LH to its peak level is 30 to 36 
hours. It appears that UPA needs to be 
administered during this time window in 
order to be maximally effective as an 
ovulation blocker. Once the LH reaches 
its peak, the UPA’s effect in blocking 
ovulation declines sharply.”5  
 
This study did not set out to examine 
whether UPA might also affect the 
endometrium. However, the authors do 
say that while it is clear why UPA has the 
antiovulatory effect that it does, “we also 
need to consider the possibility that UPA 
has the potential to act at other sites 
including the endometrium.”6 
 
The second study, quite different in 
approach, essentially confirms the findings 
of the first and also does not address 
possible effects on the endometrium. 
 
Several review articles appeared during the 
time span in question that address the 
mechanism of action of UPA.7 All  
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essentially confirm the above. Three of the 
reviews speak to possible effects of UPA 
on the endometrium.8 All three say the 
same thing: “The effect of UPA on the 
endometrium has also been demonstrated 
to be dose-dependent. Treatment with  
10-100 mg UPA resulted in inhibition of 
down-regulation of progesterone receptors 
(PRs), reduced endometrial thickness and 
delayed histological maturation with the 
highest doses, while the effect of lower 
doses equivalent to the 30 mg used for EC 
were similar to that of placebo.”9  All three 
refer to one particular study in support of 
this conclusion.10 The consensus at this 
time seems to be that UPA at a dose of 30 
mg which is what is administered for EC 
does not adversely affect the 
endometrium.  
 
However, there is also an alternative 
reading of the literature upon which this 
conclusion rests.11 Five physicians from 
the Department of Woman’s and 
Children’s Health at the University of 
Padua, Padova, Italy, take exception with 
the analysis of the mechanism of action of 
UPA found in four studies in the primary 
literature.12 Upon these studies, “the most 
authoritative drug agencies and scientific 
societies report that UPA works by either 
inhibiting or delaying ovulation.”13 The 
authors disagree. Here is their reasoning: 
 

The effects of UPA were reported 
to be highly dependent on the 
levels of LH at the time of 
administration: before the onset of 
the LH surge, the ability of UPA 
to delay ovulation was 100%. 
After the onset but prior to the 

LH peak, it fell to 78.6%, whereas 
at the peak and after, it dropped to 
8.3%. 
 
Moreover, in the results section, 
when reporting the interval from 
UPA intake to follicular rupture, 
the authors stated and detailed 
verbatim that “when UPA was 
given at the time of the LH peak, 
the time elapsed to rupture was 
similar to placebo ….” 
 
This indicates that when either 
placebo or UPA was administered 
1 to 2 days before ovulation, their 
effects on ovulation were null, 
which appears to be the opposite 
of the conclusions of the article. 
Any attempt to suggest that, even 
when taken on the day of the LH 
peak, UPA can still delay 
ovulation for 24 to 48 hours 
appears unacceptable. At that 
time, in fact, both the placebo and 
the UPA are ineffective and 
ovulation occurs when it was 
scheduled to occur, approximately 
two days after the intake of the 
tablets. … 
 
This evidence suggests that the 
effectiveness of UPA relies on 
other mechanisms, particularly on 
its endometrial effects.14 
 

The authors then go on to describe 
endometrial effects (essentially the same as 
those mentioned above) as reported in the 
three articles they examined.15 They 
conclude:  
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In our opinion, all the endometrial 
effects described in these 3 articles 
are able to interfere with the 
process of implantation. …  
 
The UPA might also function by 
delaying ovulation, but this effect 
has only been consistently proven 
in the mid-follicular phase before 
the beginning of the fertile period 
when EC plays no role. Once the 
fertile period has started, UPA is 
able to delay ovulation only before 
LH increase. Thereafter, this effect 
is no longer consistent, whereas it 
is lost in the preovulatory days.  
 
The efficacy of UPA, reported to 
prevent more than 80% of 
expected pregnancies, is thus likely 
to be due to the described 
endometrial effects that make the 
tissue unsuitable for embryo 
implantation.16 

 
If these authors are correct in their analysis 
of the primary literature on the 
mechanism of action of UPA, then the use 
of UPA in Catholic hospitals is highly 
questionable from a moral perspective. If, 
however, the consensus is correct, then 
there would seem to be sufficient moral 
certitude at this time to make use of UPA 
in Catholic hospitals. In either case, 
additional study of the mechanism of 
action of UPA is desirable, especially at 
the dose that is used for emergency 
contraception. 
 
RH 
 

Editor's Note: As we were finalizing 
production of this issue of HCEUSA, we 
learned that the AP reported on July 24 that 
the European Medicines Agency announced, 
after a review of the evidence sparked by the 
French manufacturer of UPA's declaration 
that levonorgestrel as an emergency 
contraceptive didn't work in women 
weighing more than 80 kilograms (176 
pounds), that the drug levonorgestrel is 
suitable as an emergency contraceptive for 
heavier women. "The EMA said it had 
assessed all the available evidence and 
announced the data 'are too limited and not 
robust enough to conclude with certainty' 
that the pill's efficacy is reduced in heavier 
women. It said the results of these studies 
should be included in the product 
information but that current warnings on 
Norlevo's packaging should be deleted." 
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