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EFFICACY

expected
1.7 vs. 5.8



International Consortium for Emergency Contraception
International Federation of Gynecology & Obstetrics
Statement on Mechanism of Action (2008, updated 2011 and 2012)

How do levonorgestrel-only emergency 
contraceptive pills (LNG ECPs) prevent pregnancy?

Inhibition or delay of ovulation is LNG ECP’s primary
and possibly the only mechanism of action.

Review of the evidence suggests that LNG ECPs cannot
prevent implantation of a fertilized egg. 

Language on implantation should not be included in 
LNG ECP product labeling.

•

•

•

(ICEC) (FIGO)

18





ovulation delay (80%)

UPSI in the previous days
is in infertile days

first fertile day
‘‘day-after’’ pill

Hapangama, Contraception 2001, 63: 123-9 
Okewole, Contraception 2007, 75: 372-377
Durand, Contraception 2001, 64: 227-34

LNG

20% ovulatory cicles







short luteal phase



short/ inadequate
luteal phase



day after pill

most fertile days
2-3 preovulatory days

<< glicodelin-A endometrial
(anti maternal natural-killers)



ovulatory cycles

Hapangama, Contraception 2001, 63: 123-9 
Okewole, Contraception 2007, 75: 372-377
Durand, Contraception 2001, 64: 227-34

LNG



Statement’s Reference 3



Statement’s Reference 2



Statement’s Reference 6



66% ovulation (FR) within 5 days after LNG-EC 
(in 57 out of 87 patients treated in the preovulatory days)

79% ovulation (FR) without the 15 lost at follow-up 

pre-ovulatory treatment after UPSI in the fertile days



no pregnancy out of the 13 expected
in spite of ovulation, sperms entrance

and likely fertilization
“… this suggests that other mechanism prevents pregnancy.
We postulate that increased cervical mucus viscosity …..…”

Noè:

pre-ovultory treatmentpre-ovulatory treatment after UPSI in the fertile days



auhtor of the 
FIGO Statement

Brache



auhtor of the 
FIGO Statement

Brache
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Authors of 
FIGO Statement

Brache & Faundes



state that “inhibition or delay of ovulation is the principal
and possibly only LNG-ECPs mechanism of action” 

in
FIGO Statements

Brache & Faundes

ovulation is
inhibited in

14.6% 



5 days-after
pill

UPA



ellaOne ®

Selective
Progesterone
Receptor
Modulator

within 120 h.s (5 days) after UPSI

(occurred in the fertile period)

SPRM Ulipristal Acetate
UPA inhibits

Progesterone Receptors



EQUIVALENT to UPA 50 mg unmicronised
used in previous studies

Ellaone® :  UPA 30 mg micronised



Progesterone

RU486 ellaOne



EFFICACY

expected
0.9 vs. 5.8





ANNEX I  - Summary of Product Characteristics  - 5.1 Pharmacodynamic properties 
Ulipristal acetate is an orally-active synthetic selective progesterone receptor modulator 
which acts via high-affinity binding to the human progesterone receptor. When used for 
emergency contraception the mechanism of action is inhibition or delay of ovulation (page  8)



ANNEX III  - B.  PACKAGE LEAFLET - 1. What ellaOne is and what it is used for 
How ellaOne  works --- ellaOne contains the substance ulipristal acetate which acts by 
modifying the activity of the natural hormone progesterone which is necessary for ovulation 
to occur. As a result, ellaOne works by postponing ovulation (page  24)
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UPA anti-ovulatory effect
drops from the 1st to the 3rd-4th fertile day

2



Administered 3-4 days before ovulation UPA delays it 3 days. 
We are at the very begininning of the fertile period.

One-two days before ovulation Ulipristal is ineffective. 
These are the most fertile days in the cycle and women ovulate.

Brache

RESULTS

3
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UPA anti-ovulatory effect
drops from the 1st to the 3rd-4th fertile day



on the contrary, the efficacy is maintained…..







in all of the women
ovulation took place



one-two days before ovulation, at LH peak, 
Ulipristal is ineffective, like a placebo 

Brache

RESULTS



Gemzell-Danielsson and Lalitkumar
Karolinska Institute



[62] is Brache: UPA behaves exactly as the placebo at LH peak.. 

Page 302 – Gemzell-Danielsson and Lalitkumar
Karolinska Institute



Lalitkumar and Gemzell-Danielsson
Karolinska Institute



Page 93 – Lalitkumar and Gemzell-Danielsson
Karolinska Institute

29 is Brache: UPA behaves exactly as the placebo at LH peak



®





cycle-day seven, 
before the fertile period

the controls ovulate
six days later







ellaOne taken after ovulation
endometrial US 4 - 6 days later



Ulipristal taken after ovulation
decreases markers of uterine receptivity

peripheral node addressins



 UPA:  prevents nidation

early luteal phase
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200 mg mifepristone is the dose 
for pregnancy termination

ellaOne taken after ovulation



 UPA: prevents nidation

early luteal phase (post-ovulatory)





EllaOne

mid-luteal phase (implantation window)

∗



∗
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inactivated functions that are
essential for embryo-implantation73







discussion 76





UPA altered pathways
essential for embryo-implantation
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Lira-Albarràn conclusion



Gemzell-Danielsson
Karolinska Institute

Cheng
WHO Centre



UPA 50 mg unmicronized
IMPAIRS endometrium

UPA 30 mg micronized
DOES NOT

page 5



UPA 50 mg unmicronized
And  UPA 30 mg micronized

ARE  EQUIVALENT 

page 9



Gemzell-Danielsson
Karolinska Institute

Berger e Laliktumar
Karolinska Institute



Gemzell-Danielsson
Karolinska Institute

Berger e Laliktumar
Karolinska Institute

Gemzell-Danielsson
Karolinska Institute

Berger e Laliktumar
Karolinska Institute85
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200 ng/ml is quite equivalent to 176 ± 89 ng/ml UPA in tissues is higher
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parenteral unmicronized UPA 50 mg (ellaOne) terminates
4/5 pregnancies in ‘‘100 kg’’ macaques (0.5 mg/kg)
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Summary of the risk management plan for Ellaone
Potential risks
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prescriptions have been removed.. 97
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100

(EMA/73099/2015 p. 35/76)
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(EMA/73099/2015 p. 31/76)

“did you ever prescribe ellaOne for abortion?”
75, Polish and Swedish, “representative” of all the European MDs



Change in the classification from "medicinal product subject to medical 
prescription" to "medicinal product not subject to medical prescription".

the CHMP agreed with the removal of the pregnancy contraindication 
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ANNEX I  - Summary of Product Characteristics  
5.1 Pharmacodynamic properties (page  8)
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(page  8)



ANNEX III  - B.  PACKAGE LEAFLET 
1. What ellaOne is and what it is used for 
How ellaOne  works (page  24) 105
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