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EQUIVALENT to UPA 50 mg unmicronized
used in previous studies

Ellaone® :  UPA 30 mg micronized
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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 EC 
the mechanism of action is inhibition or delay of ovulation (page  8) Fig. 22
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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 39) Fig. 23
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anti-ovulatory UPA’s effect
drops from 1st  to  3rd- 4th fertile day

2
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taken 3-4 days before ovulation UPA delays it  3 days
we are at the very start of the fertile period

one-two days before ovulation Ulipristal is ineffective: 
these are the most fertile days and ovulation occurs

Brache
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UPA’s anti-ovulatory effect
drops from 1st  to  3rd- 4th fertile day Fig. 31



the efficacy does not diminish….. Fig. 32
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ellaOne (30mg UPA) given in the 
advanced pre-ovulatory phase,

just when the probability of 
fertilization is the highest
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in every woman
ovulation occurs
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we are in the seventh cycle day, 

before the fertile period starts
control’s ovulation  
occurs six days later

10 – 50 –100 mg di Ulipristal  (ellaOne 30 mg is equivalent to 50) 

lead to ovulation delay increasing with the higher doses

Fig. 37



Brache

RESULTS

One-two days before ovulation Ulipristal is ineffective.
These are the most fertile days in the cycle and ovulation occurs.
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Gemzell-Danielsson and Lalitkumar
Karolinska Institute Fig. 39



Pag.  302 – Gemzell-Danielsson e  Lalitkumar
Karolinska Institute Fig. 40

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



Lalitkumar e Gemzell-Danielsson
Karolinska Institute Fig. 41



Pag.  93 – Lalitkumar e  Gemzell-Danielsson
Karolinska Institute

29 is Brache: UPA behaves exactly as the placebo at LH peak
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unmicronized Ulipristal 10 – 50 –100 mg (ellaOne 30 mg 
is equivalent to 50) inhibit equally  the luteal endometrial  maturation

the threshold to impair endometrial morphology
is lower than that required to inhibit ovulation

Fig. 45

we are in the seventh cycle day, 
before the fertile period start

control’s ovulation  
occurs six days later
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significant reduction in endometrial thickness 
after unmicronized Ulipristal 10 – 50 –100 mg 

(ellaOne is equivalent to 50 mg)

ellaOne has been taken just after ovulation,
endometrial U.S. 4 - 6 days later
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UPA 50 mg unmicronized (ellaOne equivalent), 
taken just after ovulation,

reduces the markers of endometrial receptivity

peripheral node-addressin
Fig. 49
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52 UPA:  anti-implantatiom

early luteal phase (after ovulation)
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ellaOne taken just after ovulation
(endometrial biopsy 4 - 6 days later)

Fig. 51

200 mg mifepristone is the 
dose to terminate pregnancy

10 mg unmicronized UPA, equivalent to one fifth of ellaOne, 
have the same endometrial effects as 200 mg RU486



 UPA:  anti-implantation

early luteal phase (after ovulation)
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ellaOne equivalent



mid-luteal phase (implantation window)
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 unmicronized UPA200 mg are equivalent to 4 ellaOne
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evaluation of the expression of 1183 genes
in the mid-luteal phase Fig. 57

ellaOne preovulatory
(in the most fertile days)
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all women had a normal ovulation
(FR = follicular rupture)
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functions indispensable for nidation
inactivated Fig. 59
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UPA: gene expression opposite to that
of endometrial receptivity array (ERA) 



UPA anti-progestin
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Progesterone-Associated Endometrial Protein



UPA does not affect the fertilizing 
ability of human sperm
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non-receptive endometrium
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CONCLUSION endometrial anti-receptive
trascriptomic effect

ellaOne
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ellaOne in early luteal – ovulation documented
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endometrial biopsy in implantation window
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192 genes associated to 
endometrial receptivity

ellaOne down-regulates
Fig. 69



72
down-regulates the genes that prepare

the endometrium to implantation

post-ovulatory ellaOne

Fig. 70



Fig. 71



74

Unreliable the number of expected pregnancies when UPA  is
taken in the post-ovulatory period..

 UPSI WHEN ? 

 in the most fertile pre-ovulatory?   expected +++
 in the infertile luteal days ? expected zero

 time elapsed UPSI to UPA? Fig. 72



expected pregnancies luteal intake percentages ≠ ≠.. 

3,4%

20%

Fig. 73

Li et al.: 3.4% (10.3 out of 306)

Noé et al.: 20% (7.1 out of 35)
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unmicronized UPA 50 mg 
IMPAIRS the endometrium

micronized UPA 30 mg
DOES NOT IMPAIR

Pag. 5
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unmicronized UPA 50 mg  and 
micronized UPA 30 mg 
ARE EQUIVALENT

Pag. 9
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Gemzell-Danielsson,
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Institute Fig. 79
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200 ng/ml is quite equivalent to 176 ± 89 ng/ml UPA in tissues is higher Fig. 82
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Fig. 83
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‘‘UPA prevents the synthesis of the proteins
necessary to begin and maintain pregnancy’’ Fig. 85
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anti-nidation termination



unmicronized UPA 50 mg (equivalent to ellaOne) i.m.     
terminates 80% pregnancies in 100 kg primates (0.5 mg/kg)

Fig. 86
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‘‘the threshold to impair endometrial morphology
is lower than that required to inhibit ovulation’’

Fig. 87
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Fig. 88
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Risks Minimization Plan - ellaOne
potential risks Fig. 89
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the possible off-label use as an abortifacient: 
monitorable through  prescription records..?

Fig. 90

known



HRA-Pharma undertook the duty of 
evaluating ellaOne as an abortifacient.. Fig. 91

never
done



94ellaOne marketed for EC
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(EMA/73099/2015 p. 35/76)

ellaOne: no study excludes abortifacient effects

Fig. 94
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(EMA/73099/2015 p. 31/76)

“did you ever prescribe ellaOne for abortion?”

“No..”

75, Polish and  Svedish, “representative” of all european MD.s

Fig. 95



classification-change from"medicinal product subject to medical prescription" 
to "medicinal product not subject to medical prescription".

CHMP agrees to remove pregnancy from contraindications

Fig. 96



4 severe liver-toxicity with Esmya
3 transplant e 1 death 
(UPA 5mg x 28gg/month) Fig. 97
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Fig. 98

UPA 5mg x 28gg/month = 140mg/month

highly severe liver damage
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contraindications and warnings for Esmya
no warnings for ellaOne

Fig. 99
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contraindications and warnings for Esmya

no warnings for ellaOne
Doctors must inform the patients
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PRAC - Pharmacovigilance Risk Assessment Committee  
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EMA/455818/2020 post-marketing
surveillance

fulminant hepatitis
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Fig. 103



EMEA/271787/2009 
pag. 13

- LIVER:  accumulation 
- TOXICITY from repeated doses

unexpected..?

Known since
2009 Fig. 104



EMA/455818/2020 NO post-marketing 
surveillance Fig. 105
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EMA/73099/2015   page 68



post-marketing surveillance
is impossible

ellaOne: NOT subject to medical prescription
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EMA/73099/2015 pages 8-9

ellaOne:  «repeated assumption in the 
same cycle is as safe as a single dose..»

HRA2914-554
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EMA/73099/2015  - Pag. 9

removed the warning against repeated
assumption in the same cycle Fig. 108



Post-marketing
Esmya
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ellaOne
half tablet - 4 tablets

15 mg 120 mg

UPA-ellaOne: the bolus is 6 times higher than in Esmya
Fig. 110


