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Mithra Pharmaceuticals SA, founded in 1999 as a spin-off of the University of Liège 
by Mr. François Fornieri and Prof. dr. Jean-Michel Foidart, is a pharmaceutical 
company focused on Women’s Health. Mithra’s mission is to support and assist 
women at every stage of their life, thereby improving their overall quality of life. 

As such the Company aims to become a worldwide leader in women’s health 
by developing, manufacturing and commercialising proprietary, innovative and 
differentiated drugs and complex therapeutical entities in four therapeutic fields 
of women’s health, fertility and contraception, menopause and osteoporosis, 
vaginal infections and cancers.

Mithra has a total headcount of approximately 85 staff members and is 
headquartered in Liège, Belgium.

Forward-looking statements 

The contents of this announcement include statements that are, or may be deemed to be, “forward-looking statements”. 
These forward-looking statements can be identified by the use of forward-looking terminology, including the words “believes”, 
“estimates,” “anticipates”, “expects”, “intends”, “may”, “will”, “plans”, “continue”, “ongoing”, “potential”, “predict”, “project”, “target”, 
“seek” or “should”, and include statements the Company makes concerning the intended results of its strategy. By their nature, 
forward-looking statements involve risks and uncertainties and readers are cautioned that any such forward-looking statements 
are not guarantees of future performance. The Company’s actual results may differ materially from those predicted by the 
forward-looking statements. The Company undertakes no obligation to publicly update or revise forward-looking statements, 
except as may be required by law.
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Women’  s  Health
 our  4 thera peut ic  f ie lds

Fertility &  
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Menopause &  
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Executive Management

François Fornieri
Chief Executive Officer (CEO)
Mr Fornieri has over 25 years of pharmaceutical 
experience with a strong focus on women’s health. 
He obtained a degree in Chemistry and is the 
founder and CEO of the Company.
François previously worked for Bayer-Schering 
and was also a co-founder of Uteron Pharma, 
which was sold to Watson/Actavis (NYSE: ACT) 
early 2013.
François has been elected the French speaking 
“2011 Manager of the year” by the Belgian 
business magazine Trends/Tendances.

Steven Peters
Chief Financial Officer (CFO)

Mr Peters has over 14 years of international financial 
executive management experience of which 11 years 
in the pharmaceutical industry. Before joining Mithra 

as Chief Financial Officer in 2015, he was CFO at 
Uteron Pharma. Steven played a key role in Uteron 

Pharma’s fund raising and was part of the team that 
negotiated the transaction with Watson/Actavis 

(NYSE: ACT) early 2013.
Prior to this, Steven Peters was CFO at Docpharma 
(Euronext: DOCPH) where he ensured Docpharma’s 

operational and financial integration in Mylan’s 
European business (NYSE: MYL). Steven started 

his career in audit and consulting in 2001 at PwC 
Brussels and holds a Master Degree in Economics 

from the University of Hasselt.

Michaël Truyen
Chief Legal Officer (CLO)
Michael Truyen comes to Mithra after a career of 11 years as a 
lawyer at Eubelius, Belgium’s largest independent law firm (where 
he was made an associate partner in 2014).
His practice there focused on corporate and securities 
law, including venture capital, public and private securities 
offerings and mergers & acquisitions.
During his career, Michael assisted a number of Belgian 
knowledge-based and other companies, from start-up 
companies through listed companies, in various matters, 
including initial and secondary public offerings, and notably 
including Mithra’s successful IPO on Euronext Brussels.
He is a graduate of KULeuven, where he earned masters degrees 
in both law and business.

Valérie Gordenne
Chief Scientific Officer (CSO)

Ms Gordenne has over 18 years of experience in the pharma 
industry with strong focus on R&D, (non)clinical trials, regulatory 

affairs and manufacturing. She holds a Master Degree in 
Pharmaceutical Sciences (Industrial Pharmacist) from the 

University of Liège.
She started her career in Research and Development for a medium 

size pharmaceutical company called SMB Technology as Project 
Manager, and later become Qualified Person for a manufacturing 

site dedicated to investigational medicinal products.
In 2004 she joined Mithra as Qualified Person where 

responsibilities also included Regulatory Affairs for pre- and post-
marketing portfolio. Between 2008 and 2012 she acted as General 

Manager of Odyssea Pharma SA, the site dedicated to hormonal 
intra-uterine system Levosert© which is now a subsidiary of 

Actavis (NYSE: ACT). Following the acquisition of Uteron Pharma 
by Watson/Actavis (NYSE: ACT), she returned to Mithra as Chief 

Scientific Officer. 
Responsibilities at Mithra include R&D for the Company’s portfolio 

from discovery to marketing authorization.



9

Jan Van der Auwera
Chief Marketing Officer (CMO)
Mr Van der Auwera has over 30 years of 
experience in the pharma industry.
Before joining Mithra as Head of Marketing 
in 2012, Jan was business unit manager & 
business development manager of Pharmexx for 
10 years. In this position he played a key role in 
the growth of Pharmexx in the Benelux market. 
Jan started his career as a sales representative 
(activity mainly in gynecology) with Serono and 
Schering.
Jan holds Master Degrees in Physical Education 
from the University of Brussels and in Marketing 
from the University of Antwerp.

Rudi Meurs
Chief Production Officer (CPO)

Mr Meurs has over 30 years of operational experience, 
notably in pharma industry with focus on manufacturing and 

manufacturing engineering. He holds a Master Degree in 
Sciences from the KU Leuven.

He started his career at Van Hool and LAG International, both 
manufacturers of industrial vehicles. In 1993, he joined Bosal 

International, a first tier supplier of exhaust systems for the 
automotive industry. Based at the headquarters in Belgium, 

he was responsible for the industrialization of OE-projects 
for OEM customers in Europe. In 1996, he started at Tenneco 

Automotive, a global US based supplier of shock absorbers 
and exhaust systems where he was promoted in 1998 as 

plant manager for the green field plant in Ghent. In 2006, he 
joined Merck as Plant Director. During his tenure at Merck, he 
developed strong manufacturing and operational knowledge 

specific to the pharma industry.
Rudi joined Mithra in 2014 as head of Mithra Contract 

Development and Manufacturing Organisation (CDMO).

Jean-Manuel Fontaine
Public Relations Officer (PRO)
Mr Fontaine has over 18 years of experience in the pharma 
industry in manufacturing, supply chain and commercial positions.
He started his career at Pfizer in supply chain and manufacturing 
where he ensured ERP implementation and integration of Pfizer’s 
Belgium manufacturing site. In 2001 he joined Lundbeck where 
he held various positions in sales & marketing in Belgium and 
France, notably for Cipralex® product. In 2010, Jean-Manuel 
joined UCB global marketing team as associate director 
developing global campaign for the brand and driving business 
alignment across EU regions.
In 2013, Jean-Manuel joined Mithra to lead successively 
business development and public relations.
Jean-Manuel holds a Master in Pharmaceutical Sciences and 
MBA from Cornell University.

Julie Dessart
Chief Communication Officer (CCO)
Ms Dessart has 10 years of experience in economical 
journalism, both in press and audiovisual media. She 

followed more than 80 Belgian companies in more than 
25 countries to report on their exportation plans.

Before joining Mithra as Head of Communication in 
2013, Julie Dessart was the owner of Sunzi SPRLU, 

a small company specialised in audiovisual strategy, 
which develops audiovisual concepts and corporate 

movies for companies. Julie Dessart started her 
career as a freelance journalist and debate moderator 

working for RHtribune magazine, Finance Management 
magazine, WAW magazine, RTBF, TV5Monde, UCM, 

A.W.E.X and other private and public clients.
She holds a Master Degree in Communication from the 

University of Louvain la Neuve and a Master Degree 
of European Political Sciences from the University of 

Brussels.
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Board of  
Directors  
François Fornieri Executive Director

Marc Beyens Non-executive Director

Guy Debruyne Non-executive Director

Gaëtan Servais Non-executive Director

Marc Foidart Non-executive Director

Herjan Coelingh Bennink Non-executive Director

Marc Coucke Non-executive Director

Barbara de Saedeleer Chair, Non-executive Director

Jean Sequaris Independent Director

Philippe Suinen Independent Director

Jacques Platieau Independent Director
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Herjan Coelingh Bennink
Mr Coelingh Bennink, MD, PhD, founded Pantarhei Bioscience in 2001 for the development of 
new drugs for Women’s Health applications. In 2014 he founded Pantarhei Oncology for the 
development of drugs for reproductive tract cancers such as an immunological method for 
the treatment of ovarian cancer (Zona Pellucida antigen immunisation).

He trained in Gynecology and Internal medicine in Utrecht and in Rotterdam and certified in 
1976 as specialist in ObGyn.

Since 1976 Herjan was director of the Department of Reproductive Endocrinology at the 
University Hospital in Utrecht.

In 1987 he joined Organon in the Netherlands as Executive Vice-President of the Women’s 
Health R&D programme and developed drugs such as Puregon® and Antagon® for IVF, 
NuvaRing®, Implanon® and Cerazette® for contraception as well as Livial® for HRT.

Between 1997 and 2005, Herjan was Professor in Gynecology at the Dutch speaking Vrije 
Universiteit Brussel University in Brussels.

Jean-Michel Foidart
Prof Jean-Michel Foidart co-founded Mithra Pharmaceuticals SA and Uteron Pharma SA.

Through his membership of international research centers, his academic and industry career, 
he has extensive knowledge of reproductive medicine.

He trained in Gynecology at the University of Liège where he also obtained a PhD in cell biology 
and biochemistry. He was the former head of the Gynecology and Obstetrics department at 
the University of Liège, the general secretary of the European Society of Gynaecology (ESG) 
and member of multiple editorial boards of international peer-reviewed journals.

Prof Foidart was awarded the Bologne-Lemaire Prize from Institut Destrée (Walloon of the 
year) in 2011.

Scientific Committee
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What makes an idea become reality 
is our ability to work together 

to make it happen. 
At Mithra, chapters are consecutive, 

sometimes dissimilar but our objective 
remains the same: 

innovate to serve women
François Fornieri, Chief Executive Officer
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As a specialty pharma player in women’s health we are 
committed to improving women’s lives at every stage. At 
Mithra,  we see this as our mission as today, women all over 
the world still encounter far too many severe secondary 
effects such as thromboembolism, stroke and cancer, as a 
result of years of treatment with current available synthetic 
hormones. In addition, too many women are not treated and 
suffer discomfort at menopausal age because of the lack 
of a sufficiently safe and efficacious hormone replacement 
therapy (HRT). Regulatory agencies around the world are 
warning for the dangers of currently available therapies and 
are demanding new therapeutical solutions in contraception 
and menopause with an improved benefit/ risk ratio. 
Notwithstanding the size of the market of women’s health, 
which is over EUR 33 Billion, the global innovative pipeline has 
been, and remains very limited.

Mithra’s continuous focus on better and safer products, to 
which it has been dedicated for 17 years now, has led it, in 
2015, to the acquisition of development programs on Estetrol, 
one of the most remarkable estrogens that nature has created 
over millions of years. This natural estrogen, produced by the 
human fetal liver during pregnancy, has shown a potential 
for extraordinary features in many therapeutic indications 
and especially in Women’s Health. Mithra is very proud to 
have assembled 25 patent families on this new chemical 
entity and, on top, to have international patents on a chemical 
pathway to reproduce this natural estrogen at industrial scale. 
We are convinced that once Estelle® and Donesta® would 
successfully pass the last stages of clinical trials in the coming 
years, both products could initiate a revolutionary change in 
hormonal treatment in contraception and menopause and 
could effectively change the life of every woman at every 
stage of her life.

Also in the past year, Mithra acquired Novalon, a company 
specialized in polymers and long acting drug development. 
This provided the Group an additional in-house capability 
that only a handful of companies around the globe currently 
have, while the market of long acting products in general 
has been increasing over the years. With the developments 
of its products Zoreline® and Myring, Mithra is aiming to be 
amongst the first to launch therapeutic equivalent products of 
Zoladex® and Nuvaring®. Looking further, Mithra is confident 
that this know-how will allow it to extend its potential pipeline 
to other indications and domains.

Besides the acquired programs, we entered the last 
acceptance stages prior to the European regulatory approval 
for Tibelia®. Tibelia® is a generic of Livial®, a well-known and 
commonly used menopause and osteoporosis treatment 

in Europe. The active product ingredient Tibolone is very 
unstable and we at Mithra believe we have been able to make 
a therapeutic equivalent product which can be more stable 
and would therefore be able to have a longer shelf life than the 
original. With this improvement, Mithra would differentiate its 
product candidate from both the originator and other generic 
developments.

On top of the high-potential products we host today, we truly 
believe that the CDMO in Flemalle will be a vector for value 
creation at Mithra. This state of the art pharmaceutical 
ecosystem will be the preferred partner for academic, research, 
pharmaceutical and other related life sciences companies 
willing to leverage our R&D and manufacturing capabilities 
in polymer technology and long-acting drug development or 
sterile injectables to support their innovation. We are on track 
to be ready to assume the commercial production of our own 
developed products and thanks to this asset, we are confident 
we can accomplish a timely transfer from development stage 
products to products ready for industrial scale manufacturing 
and launch.

On the commercial front in 2015, we are proud to have been 
able to maintain and further grow our market leadership 
position in contraception in the Benelux. We are establishing 
sales and representation offices in other countries as well 
and, late in 2015, already launched 2 products in Germany. 
Our strategy is to be present in a number of countries in 
order to strengthen our position towards potential research 
and commercial partners and distributors for our innovative 
portfolio in the future and to build and develop networks of 
trust with key opinion leaders and innovation centers in 
each of these territories (which has been the basis for the 
commercial success in Belgium). This strategy is currently 
being financed with part of the cash flow generated by the 
commercial activities in the Benelux.

Our current cash position allows us to work concomitantly on 
Estetrol in contraception and menopause and to launch our 
technological platform. It also enables us to bring our other 
innovative projects forward. The combination of our innovative 
portfolio developments with the appropriate partnering and 
timeline places Mithra in a strong and favourable position to 
obtain in a timely manner the market authorisations for our 2 
lead products with block buster potential.

Francois Fornieri, CEO

Mithra’s strategy
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Mithra’s multiple shots on goal 
MITHRA’S MULTIPLE SHOTS ON GOAL

A high potential business model

E4 DEVELOPMENT PLATFORM

E4 – Clinical Research

As
se

ts

Sc
ie

nt
ifi

c 
kn

ow
-h

ow
Pa

rt
ne

rin
g

Pr
of

ile
 n

ee
de

d
Fi

na
nc

in
g

Menopause
Contraception

Women’s Health Other projects

Estelle® and Donesta®

Phase II and III 
driven by Mithra

Myring
 Zoreline®

Long acting
expertise and

technology

Hormones

Tibelia®

Drosperinone

Dermatology
Neuroprotection

Oncology
Preclinical data

Others

Indications
Outside Women’s Health

COMMERCIAL

Global partner
International presence

US, EU and rest of the world

COMMERCIAL

Equivalent to
original products

Specific to countries

COMMERCIAL

Equivalent to original products
Specific to countries

DEVELOPMENT

New ideas
Looking for 

expertise and 
technology

DEVELOPMENT

Expertise
Market understanding

Per domain

E4 – Preclinical Research Long acting drugs Complex formulation

COMPLEX THERAPEUTICAL SOLUTIONS
Continued innovation to satisfy unmet needs

IP Patent protection and CDMO production Know-how inside CDMO and patent protection

FINANCING AVAILABLE
 THROUGH 2018

FINANCING
COMPLETED

FINANCING
COMPLETEDNO INTERNAL FINANCING

NO INTERNAL
FINANCING



15

Mithra’s multiple shots on goal 
MITHRA’S MULTIPLE SHOTS ON GOAL

A high potential business model

E4 DEVELOPMENT PLATFORM

E4 – Clinical Research

As
se

ts

Sc
ie

nt
ifi

c 
kn

ow
-h

ow
Pa

rt
ne

rin
g

Pr
of

ile
 n

ee
de

d
Fi

na
nc

in
g

Menopause
Contraception

Women’s Health Other projects

Estelle® and Donesta®

Phase II and III 
driven by Mithra

Myring
 Zoreline®

Long acting
expertise and

technology

Hormones

Tibelia®

Drosperinone

Dermatology
Neuroprotection

Oncology
Preclinical data

Others

Indications
Outside Women’s Health

COMMERCIAL

Global partner
International presence

US, EU and rest of the world

COMMERCIAL

Equivalent to
original products

Specific to countries

COMMERCIAL

Equivalent to original products
Specific to countries

DEVELOPMENT

New ideas
Looking for 

expertise and 
technology

DEVELOPMENT

Expertise
Market understanding

Per domain

E4 – Preclinical Research Long acting drugs Complex formulation

COMPLEX THERAPEUTICAL SOLUTIONS
Continued innovation to satisfy unmet needs

IP Patent protection and CDMO production Know-how inside CDMO and patent protection

FINANCING AVAILABLE
 THROUGH 2018

FINANCING
COMPLETED

FINANCING
COMPLETEDNO INTERNAL FINANCING

NO INTERNAL
FINANCING



16

Key figures

Thousands of Euro (€) FY15 Actual FY14 Actual

Financial Highlights   

  

Revenues 20.435 19.038

Cost of sales (10.195) (9.988)

  

Gross profit 10.240 9.050

  

Research and development expenses (9.585) (2.495)

General and administrative expenses (7.074) (6.088)

Selling expenses (4.611) (3.016)

Other operating income 321 383

Total operating charges (20.949) (11.215)

  

REBITDA1 (10.709) (2.165)

  

Non recurring costs (2.894) -

Depreciation and amortisation costs (664) (763)

  

EBIT (14.267) (2.928)

  

Financial result 2.410 (226)

Share of (loss)/profit of associates (2.758) (94)

  

Result before taxes (14.615) (3.248)

  

Income taxes 4.794 293

  

Net result for the period (9.821) (2.955)

1 Recurring EBITDA



17

Gross profit increased by EUR 1.190k to EUR 10.240k, mainly resulting from the first license sale of Zoreline®. The 
performance in the Belux market was relatively stable in 2015. The company was able to partly compensate the price 
diminution by growing sales volumes. Further top line growth is coming from the German subsidiary which launched its 
first products in the second half of 2015.

As expected, investments in Mithra’s innovative product portfolio drive the increase in R&D expenses by EUR 7.091k   
to EUR 9.585k. Note that in the 2014 figures the development expenditure associated to the Estetrol projects were not 
included, as these were acquired in the beginning of 2015. The investments relating to Estelle® and Donesta® amount 
to EUR 7.991k or 83% of the total 2015 R&D expenditure.

General and Administrative expenses increase by EUR 986k and amount to EUR 7.074k. This 16% increase is largely 
explained by strengthening of management for the R&D teams in order to ensure the development plans of Estelle® and 
Donesta® projects, as well as administrative teams to assume the requirements related to a listed company.

Selling expenses increase by EUR 1.595k to EUR 4.611k which is primarily linked to the start-up of commercial operations 
in France and the launch of the German subsidiary.

As a result, the REBITDA shows a loss for 2015 of EUR 10.709k. The main driver for this loss is the increase in R&D 
expenditure related to our Estetrol portfolio in contraception and menopause.

In addition to the operational expenses, Mithra incurred EUR 2.894k of exceptional expenses in 2015, which are mainly 
related to the IPO in June 2015 and other exceptional and non-recurring expenses.

Mithra’s model is unique  
and  combines an attractive 

R&D portfolio , a rare 
technological know-how and  
a sound WH market expertise
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At what stage of the E4 story 
are we?
Research and Development in Women’s Healthcare 
is progressing step by step. We are at a stage where 
Estetrol has been selected as a new oestrogen. It is 
not an additional product to currently used ones; it is 
probably a new paradigm in the fields of contraception 
and menopause. We are very proud to be associated to 
this fantastic adventure, paving the way to a completely 
new era of treatment for women. 

We are building up an increased knowledge about 
preclinical development and the mechanism of action of 
this new molecule. Remember, Estetrol is not a synthetic 
component. It is a natural molecule that is used by the 
human foetus during pregnancy. We have to understand 
exactly which function it has during pregnancy and 
what are its specificities. Why did Nature select, among 
thousands and billions of molecules possible, that 
particular oestrogen to use it and make it produced by 
the foetus specifically at this period of time? Having a 
basic and deep insight on the molecular mechanism of 
action will subsequently allow us to evaluate its potential 
new therapeutic usefulness not only in the fields of 
contraception and menopause, but probably also in 
endometriosis and neuroprotection. 

At the present time, we are engaged in a number of 
studies associated with the Phase III program. This 
Phase III study is a contraception study where we aim 
to recruit about 3500 ladies to evaluate the efficacy and 
safety of Estetrol. This Phase III has been preceded by 
large Phase II trials where we have altogether already 
evaluated 1500 cycles in almost 600 women. We have 
quiet a large experience on the properties, on the safety 
issues and on the capacity of Estetrol to be a well-
tolerated new oestrogen to be used in contraception. The 
expectation is that it will be safer with a lower incidence 
on venous thromboembolism events.

What is the specific Estetrol 
mechanism that could help to 
prevent cancer?
While Estradiol, the most abundant human oestrogen 
during reproductive life, will activate both the nuclear 
and the membrane oestrogen receptor, Estetrol will 
activate the nuclear receptor but blocks the membrane 
receptor (i.e., it is an antagonist of Estradiol at the level 
of the membrane receptor).  

Consequently, depending on the tissues, you will have 
completely different activities. In the endometrium for 
example, in the vagina or in the bone, it is mainly the 
nuclear receptor which is operational and which leads 
to an oestrogenic effect. But in other tissues like in 
the vascular endothelium, in the structures involved in 
ovulation or in the breast, for example, the membrane 
receptor is essential. Due to its antagonist activity on this 
receptor, on those three target tissues, Estetrol behaves 
very differently than Estradiol. Therefore, we really hope 
to mimic what Nature does by giving Estetrol usefulness 
where you maintain the beneficial impact of Estradiol 
on the bone, the endometrium or the brain (because it 
suppresses hot flushes in the brain, it is believed to be 
neuro-protective on the brain) but where you would avoid 
the unwanted side effects of oestrogens on the breast. 
We hope therefore that we will in this way convey a very 
safer opportunity for women seeking for contraception, 
or for the relief of their climacteric symptoms in the post-
menopause.

Once the efficacy of Esetrol will be established for 
contraception and menopause, we may address high-
risk women suffering from preneoplastic lesions or 
cancerous lesions of the breast. With the expertise 
acquired during those contraception and menopause 
studies, we will have much more information concerning 
Estetrol safety and protection on the breast. Then, we 

Estetrol - 
An interview with Jean-Michel Foidart
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may subsequently be able to turn towards prevention or 
treatment of breast cancer.

Regarding E4 security profile, 
are you confident for the future?
We are very confident that the data produced on a limited 
subset of women (altogether  109 women took part in 
coagulation studies with Estetrol) are very reassuring 
and they are all going in the same direction : a safer 
profile. In addition to that, the endothelium will not react 
to Estetrol as it reacts to Estradiol. Estradiol promotes an 
inflammatory reaction into the endothelium while Estetrol 
does not. We are very confident that in subsequent 
and more extensive studies in the field of endothelial 
protection, coagulation factors produced by the liver and 
risks of thrombogenesis and thrombophlebitis will be 
significantly lower with Estretrol. But that are of course 
studies that we are currently performing in animals and 
that will have to be translated into clinical applications 
during this Phase III/IV program.

Would you summarize the E4 
story with the word evolution or 
revolution?
I would say it is a revolution for the therapy, but it is a 
consequence of evolution. Estetrol has been selected by 
Nature and it most probably has a very important role in 
comparison to synthetic molecules that are developed 
by industry. Now, we are not doing clinical trials with a 
molecule that has been selected for five years, but with 
a molecule that has been selected for millions of years! 
Of course, it also complies with the preclinical safety 
studies that had to be performed anyway with Estetrol. 

And since it is a natural molecule present in the foetus at 
a level of 1 mg/day, it is probably not just a coincidence. 
It is probably not toxic and it is probably conveying 
very safe properties that we want to further evaluate, 
elucidate and use for clinical applications.

What will be the next 
developments in E4 story?
I think that basic research and clinical research have 
to go hand in hand. That is what we call ‘translational 
research’. We want to further evaluate the potential 
benefits associated with the use of Estetrol in other 
indications. We have already preclinical data coming 
from laboratory. These show that Estetrol, just like 
Estradiol, is dramatically improving wound healing, 
and in this process, it could very well be protective and 
be clinically relevant because it does not convey an 
increased risk of coagulation and of thromboembolism. 
We have many therapeutic opportunities to evaluate and 
to progressively bring to the clinic. It is a wonderful world, 
so evolution or revolution, it’s all the same ! I think we are 
very much in favour of selecting the best evolutionary 
molecule to bring revolution to the clinic. 



20

Estelle® Project E4/Drospirenone

Estelle® (E4/Drospirenone) Mitrha’s lead product candidate is under 
phase III development as a combined oral contraceptive, composed of 
15 mg E4 and 3 mg Drospirenone. Estelle® will enter Phase III clinical 
trials in H2 2016. 

Estelle® (E4/ Drospirenone) completed phase I and II studies suggesting 
that it might inhibit the ovulation and control the bleeding pattern, 
assumptions to be investigated during the phase III of the project.

The objectives of these studies are to evaluate:

 The contraceptive efficacy (assessed by the measurement of the 
Pearl index),

 The cycle control and bleeding pattern,

 The plasma E4/DRSP concentration data in subpopulations,

 The endometrial safety,

 The safety data of E4/DRSP combination,

 The impact of E4/DRSP on physical, psychological and social 
functioning and well-being.

Estetrol-based projects

ON THE MARKET
COC’s are globally the 

most common and 
popular means of 

hormonal contraception.

They represent the 
largest segment of 

Women’s Health market 
with 

EUR  
14.3 billion 

in 2015
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Donesta® Project E4

Donesta® (E4) is the product candidate for an orally administred hormone 
replacement therapy of vasomotor symptoms related to menopause. 
The two phase I completed are supporting a rapid absorbtion of E4.

The phase II clinical study (dose finding) was initiated in may 2016. 

The objectives are:

 To define the minimum effective dose (MED) by evaluating changes 
in frequency and in severity of moderate to severe vasomotor 
symptoms (VMS)

 To evaluate effects of different doses on vulvovaginal atrophy (VVA), 
on vaginal maturation index (MI), on vaginal pH

 To evaluate safety (included change in endometrial thickness)

ON THE MARKET
HRT is the most effective 

form of therapy to 
counter symptoms of 
menopause caused by 

estrogen deficiency (hot 
flushes, developed by up 

to 80% of women). 

HRT market value is

EUR  
6.35 billion 

in 2015
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Complex therapeutical  
solutions

Mithra’s  
exclusive 
long-acting 
technology
Polymer technology allows prolonged 
drug delivery technology based on 
the use of polymer matrices enabling 
a drug’s active pharmaceutical 
ingredient (API) to be distributed at 
a predetermined rate over periods of 
time, maintaining a controled drug 
delivery with minimum side effects. 

This can be achieved through the use 
of different formulations adapted to 
the route of administration, of various 
polymer matrices and through the 
development of process equipment 
for pilot and industrial scale suitable 
for the formulation and the nature of 
the polymers used.

These multiple technologies enables 
Mithra to optimize drug treatments 
regimens and provide a unique 
combination of predetermined safer 
release rates and durations, but also 
pave the way to new avenues for 
specific indications within its own 
technological platform, the CDMO

Tibelia®

Tibelia® is a therapeutical solution composed of Tibolone, 
a synthetic steroid used for hormone replacement therapy 
(HRT), and developed by Mithra. In 2015, two procedures were 
ongoing:

 UK/H/5977/001/DC for the indication menopause in 
Benelux, France, Germany and Spain

 UK/H/6065/001/DC for the indications menopause and 
osteoporosis in Italy, Portugal, Norway, Sweden, Finland, 
Hungary, Poland and Greece.

With these procedures, Tibelia® targets the two indications in 
line with Livial® originator: treatment of oestrogen deficiency 
symptoms in postmenopausal women and prevention of 
osteoporosis in postmenopausal women at high risk of 
future fractures who are intolerant of, or contraindicated 
for, other medicinal products approved for the prevention 
of osteoporosis.  The shelf life of the finished dosage form 
is currently 2 years and in line with the originator. Mithra 
is expecting to extend the shelf life up to 3 years, which will 
confer to the product a competitive advantage for Mithra’s 
distribution partners.

Complex oral formulation
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Myring

Myring is developed to be a generic of Nuvaring® 
vaginal ring, still under patent protection up to april 
2018 both is US and in EU.

Myring (etonogestrel/ethinyl estradiol vaginal 
ring) is a non-biodegradable, flexible, transparent, 
combination contraceptive vaginal ring, with an 
outer diameter of 54 mm and a cross-sectional 
diameter of4 mm. It is made of ethylene vinylacetate 
copolymers, and contains 11.7 mg etonogestrel 
and 2.7 mg ethinyl estradiol. 

When placed in the vagina, each ring releases in 
line with the originator (Nuvaring®) on average 
0.120 mg/day of etonogestrel and 0.015  mg/day 
of ethinyl estradiol over a three-week period of use.

The ring is to remain in place continuously for three 
weeks. It is removed for a one-week break, during 
which a withdrawal bleed usually occurs. A new 
ring is inserted one week after the last ring was 
removed.

Polymer-based formulations with exclusive long-acting technology

Zoreline®

Zoreline® is a biodegradable subcutaneous 
implant for prostate and breast cancer and benign 
gynecological indications (endometriosis, uterine 
fibroids). In 2015, Mithra acquired all worldwide and 
property rights regarding Zoreline® by becoming 
100% owner of Novalon. Mithra is currently 
developing:

 A one-month implant containing 3,6 mg of 
Goserelin. The one-month implant represents a 
market of EUR 202 million in value, accounting 
for 33% of the Goserelin total market in value and 
57,3% in volume (1,487,000 units).

 Studies conducted among oncologists and 
gynecologists showed indications supporting 
the use of Goserelin in a one-month formulation 
in combined therapies in breast cancer.

 A three-month implant containing 10,8 mg of 
Goserelin, representing a market of EUR 404 
million (66.7 %) in value, accounting for 42,7% in 
volume (1,106,000 units) in the field of prostate 
cancer.
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R&D Projects Pipeline
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Complex
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Ovarian study

Phase II
Food Effect Study
Phase III studies
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H1 H2 H1 H2 H1 H2
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(E4)
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Mithra CDMO

In November 2014, Mithra laid the first stone of its future integrated R&D 
and manufacturing technological platform called Mithra CDMO  
(Contract Development and Manufacturing Organisation).

Strategic rationale
The strategic rationale for operating an in-house CDMO 
is multifaceted:

First and foremost, it is to enable Mithra to internally 
support the research and development and 
manufacturing of its product candidates and thereby 
keep its know-how in-house. E.g. products based on 
polymer technology or future hormonal tablets such as 
Estelle® (Estetrol-based oral contraceptive) and Donesta® 
(Estetrol-based hormonal replacement therapy)

Second, such an in-house technological platform 
(CDMO) allows the Company to operate independently 
from third parties when developing and manufacturing 
its own therapeutic solutions.

Third, the CDMO concept should also allow Mithra 
to support projects from external companies for the 
development and production of polymeric forms, sterile 
injectables and hormonal tablets.. There is a growing 
interest for such capabilities as bigger companies 
engage in outsourcing to de-risk their supply chain and 
use contract manufacturing sites especially for the 
sterile injectables where the demand for cutting edge 
capabilities is expected to grow by around 10 % annually 
in the next 5 years (by 2020 circa 70 billion US $)2.

Moving forward
Specialized in Polymer Technology (Intra uterine 
systems, biocompatible rings, implants / [hydro] 
gels), sterile injectables (vials, ready-to-use cartridges, 
prefilled syringes) and hormonal tableting the Mithra 
CDMO technological platform will operate as a unique 
pharmaceutical ecosystem covering drug development 
from proof of concept to commercialization.

As an integral part of Mithra’s innovation and 
development strategy it will focus on the development 
and production of the Company’s own therapeutical 
solutions for patients worldwide. Mithra CDMO is an 
open platform so it will also support third parties willing 
to leverage our technological know-how and capabilities 
for the R&D and manufacturing of polymeric forms (Intra 
uterine systems, biocompatible rings, implants / [hydro] 
gels), sterile injectables (vials, ready-to-use cartridges, 
prefilled syringes) and /or hormonal tableting.

From proof of concept of new medicines or new drug/
device combinations -over to production, commercial 
and supporting services to distribution of medicines, 
Mithra CDMO’s control of the pharmaceutical cycle 
offers an integrated approach to pharmaceutical drug 
development (product development, formulation and 
packaging, analytics, clinical trial services, regulatory 
affairs, supply chain).

Technological platform of 15,000 m² 

2  CPhI 2015 Annual Report
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PHASE 1  
(Completion expected by September 2016)3: 

 Polymeric forms (intra uterine systems; implants / 
(hydro)gels; biocompatible rings)
• Strong heritage in polymer technology for long-

acting drug development
• Experience with multiple drug delivery strategies 

for drug / device combination product development
• Broad range of APIs and diverse treatment 

durations (1 month to 5 years release)
• Multiple therapeutic fields
• Flexible processes of extrusion and co- extrusion
• Small to medium batch sizes
• Maximum capacity of 4.5 million units / year

 Sterile injectable (prefilled syringes; ready-to-use 
cartridges and vials)
• Latest generation
• Highly flexible, multiform sterile injectables 

manufacturing platform
• Nested technology
• Flexible aseptic manufacturing process
• Adaptable to multiple pharmaceutical forms and 

APIs (hormones, non-hormones)
• Small to medium batch sizes
• Maximum capacity of 5 million units a year

PHASE 2  
(Completion expected by 2019): 

 Hormonal tableting

• Highly flexible production line able to produce 
more than 10 different types of tablets

• Coated and uncoated tablets
• Flexibility to produce under full containment 

conditions a broad range of hormonal tablets 
with optimized line clearances and set-up time

• Optimal manufacturing processes to handle the 
manufacturing of different products at the same 
time

• Maximum capacity of 1 billion tablets a year

Stages of construction and financing
Mithra CDMO future cutting-edge technological platform of 15,000 m² (usable production space) is a specialized 
and integrated R&D and manufacturing platform which is being built in two development phases.

The Mithra CDMO forms 
an integral part of the 

Mithra Pharmaceuticals’ 
innovation and 

development strategy
François Fornieri, Chief Executive Officer

3  scheduled 2017 initially
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Administration

The Mithra CDMO is being built on a ground of 55.000 m² 
and will offer optimal intercontinental and intermodal 
connectivity (road, air, train and waterway transport).

The Mithra CDMO construction is making significant 
progress, with the expected completion of the Phase 
1 in September 2016, 3 months ahead of schedule, 
which should advance the qualification process of the 
equipment, initially planned by Q1 2017. While 38 people 
have already been hired for the Phase I setting-up, 16 
extra jobs are expected by end 2016. As is typical in 
the start-up phase for a CDMO, this staff is required to 
develop, document and execute procedures required for 
obtaining accreditation by global health authorities. Whereas the financing for Phase I (total investment of 

EUR 49.4 million) was finalized before its Initial Public 
Offering, the financing for Phase II (total investment of 
EUR 25.8 million) approved by 2 institutions, ING and 
SRIW, and should be totally secured by H1 2016.  This 
Phase II dedicated to hormonal tableting has now started 
and could generate, depending on activity ramp-up, up 
to 90 additional jobs on the CDMO site. The Walloon 
Region supports the construction of the building with a 
non-refundable investment grant.

Mithra CDMO technological platform will meet high 
environmental and quality standards and comply with 
the stringent EMA and FDA GMP requirements. The 
Company expects to receive these accreditations 
with the first dossier submission in EU and in the US 
respectively by 2017 and 2018.

38 People  
for Phase I setting up

+ 16 extra jobs 
expected by end 2016

90 additional jobs in Phase II
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Bridging expertise for  
successful pharmaceutical  
development

Phase 1 Completed by 2016(4)

Phase 2 Completed by 2019 

Polymeric forms  
and implants
• Compounding/(co-)extrusion

• Assembling and packaging
•  Max capacity of  

4,5 million units/year

Sterile 
injectable
•  Aspetic filing and 

packaging for 
syringes, cartidges 
and vials

•   Max capacity of  
5 million units/year

Tablets
• Compression  

and blistering  
(e.g. Estetrol…)

•  Max capacity of  
1 billion tablets/year

QC 
 laboratories

R&D platform 4  scheduled 2017 initially
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CHILDREN’S RIGHTS
Partnership with Iles de Paix to improve 
children access to secondary education

 The NGO Iles de Paix is engaged in providing 
improved and sustainable living conditions to 
people across all continents. Mithra entered 
into a 3 year partnership for the construction 
of a new secondary school in Louargou, 
Burkina Faso.

 To address the critical need for secondary 
education and especially young female 
population, local community were consulted 
and brought onboard this educational process 
to have the school initiative perceived as a 
true asset by the community.

 Situated in Louargou, the premises were 
inaugurated in october 2014. While addressing 
close to 12% of the secondary schooling 
infrastructure needs in the area, this new 
school reduced the walking distance to 2/3 
km instead of 10 km for 240 students.

Mithra 4 Kids: raising Mithra team 
awareness to Children’s Rights and 
Business Principles

 Mithra collaborated with local children care 
centers to provide additional recreational 
activities to over 100 children and 25 staff 
members for both Belgium main language 
communities in 2014.

Social Responsibility

“ Mithra commits to supporting the 
Human Rights of Children „

Mithra commits to supporting 
the Human Rights of Children
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SPORTS
Standard Fémina – Liège ladies football team
 For Liège city flagship football team, Standard 

Fémina, Mithra’s sponsorship is critical as female 
sports to the contrary of their men’s counterpart, 
often lack the necessary commercial support usually 
needed at high level.

 18 times Belgium Champion and unbeaten since 
2011, winner of the BeNeleague championship in 
2015, Standard Fémina will also compete for the 
season 2015/2016 the prestigious Ladies European 
Champion’s League.

Mithra Castors de Braine – Braine-l’Alleud 
basketball team

 Thanks to our partnership with the Braine’s basketball 
team, Mithra is able to expand its support to a different 
female sport and a new region of the country.

 National Champion in 2014, Mithra Castors de Braine 
is also 2014 Euroleague Vice-champion.

CULTURE
Liège Art et Prestige non-profit organization 
administrator

 Mithra’s CEO is administrator of Liège Art et Prestige ASBL, 
an non-profit organization that supports Liège cultural 
heritage promotion for greater community access.

Musée des Beaux-Arts de Liège

 Mithra collaborates with the BAL (Liège Fine Arts 
Gallery) to renovate its works. Thanks to the exhibition 
of BAL works in its premises, Mithra also contributes 
to raise the BAL’s awareness among staff and the 
numerous daily visitors.

Mithra Jazz Festival: bringing the “Liège Jazz 
Festival” to a European level

 Mithra entered into a 3 year partnership with the 
Liège Jazz Festival, now Mithra Jazz Festival.

 25 years of age the festival was born with the 
ambition to render jazz accessible to a large public.

 Passionate about showcasing their city, the festival 
founders and Mithra shared the same vision in terms of 
improving the «access» of jazz to a larger audience.

 Mithra contributed to raise the programme level 
quality of the festival and improve its visibility.

 Thanks to Mithra’s support, the event’s broad and 
high quality programme, the festival was put on 
the European jazz festival radar, contributing to its 
sustainability.

 Mithra earned the CAIUS National cultural Awards for 
best cultural patronage in 2014.

Mithra encourages and  
supports the promotion of 

women in sports at all levels and 
disciplines: we aim to promote 

gender equality in sport and 
provide women with more 

confidence to make an increased 
claim on public spaces

Mithra supports cultural 
initiatives that improve 
regional attractiveness 
and contribute to the 

socio-economic fabric 
development of the 

community
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All about Women’s Health

Gyn&co is a website which provides information on 
women’s health throughout their life.  Every stage of a 
woman’s life brings changes, questions and sometimes 
triggers fear and anxiety.  Gyn&co addresses in a clear 
way issues like puberty, menstruations, contraception, 
pregnancy, infertility, menopause, hygiene and 
gynaecological diseases. 

What is original about Gyn&co is how diversified its 
media are : articles, glossary, animations, videos, 
graphics, applications, links to external content, etc. An 
array of tools available so that every woman can find the 
most suitable information. 

The genesis of the project is based  
on a few findings :

 1 Belgian in 2 collects health information on the 
internet1.

 93% of general practitioners wish their patients 
were better informed so that they may interact more 
effectively and keep communication lines open2.

 80% of citizens believe that the care provider should 
suggest reliable sources of health informaton, just as 
he issues prescriptions3.

In addition, many studies show that there is a real lack of 
validated health information available on the internet.   This 
is why Gyn&co hopes, firstly, to offer to its patients quality 
service in providing relevant information and, secondly, 
to support women’s health professionals through a 
communication medium they can participate in. 

The experts answer your questions 

Far from health forums full of sometimes flawed 
information,   the added value of Gyn&co lies in the active 
involvement of health care professionals who testify and 
validate all the information presented on the site. As 
many of 18 professionals have gone along with Gyn&co 
and agreed to intervene on issues they truly master.  
This number will increase in the future since Gyn&co 
offers the possibility to professionals who wish to do 
so to register and participate in the development of the 
website.  

Editorial transparency guaranteed. 

Gyn&co’s editorial transparency is guaranteed thanks to 
4 measures :  

 Le HON code, a quality label ensuring that users 
receive health information they can trust.

 An editorial team made of professional medical 
journalists who guarantee cross-checked and 
ethically processed information.   Each content is 
also reviewed and validated by a health professional. 

 100% information- and patient service-oriented 
positioning.  Indeed, although the website Gyn&co is 
“By Mithra”, Mithra commits to refrain from allowing 
commercial advertizing on the site since its only 
purpose is to position itself as a women’s health 
partner for both patients and professionals.  

 Gyn&co strives to develop editorial synergies 
with health professionals to better centralize 
the information. Brochures, information sheets, 
platforms and blogs for patients, applications… All 
quality media developed by hospitals, universities, 
associations, family planning clinics can find an 
additional bridge with patients on Gyn&co. 

EDUCATION

1 Survey “Information is health” conducted by Solidaris, results published on 20 November 2014 in Le Soir. 
2 The survey “Information is health” conducted by Solidaris, results published on 20 November 2014 in Le Soir. 
3  Natalia Pletneva et al., Evolution of the Internet in the medical field, foundation Health on the net, Geneva, Switzerland, 2010.
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www.gynandco.be 

Qualitative surveys to listen to women’s 
needs

Since its creation, Mithra Pharmaceuticals has 
been Inspired by women and has been consistently 
committed to improve women’s lives through 
research and development projects and innovative 
products that are accessible to all women. 

In 2015, Mithra wanted to better engage with them 
by conducting a unique global survey aimed at 
getting a better understanding of their health needs 
and expectations.  This qualitative survey involved 
870 women aged from 16 to 68 years located in 
4 different countries : Brazil, Germany, France and 
Belgium.  This unprecedented survey gave women 
the opportunity to share their experiences and 
needs in terms of women’s health through more 
than 40,000 posts gathered in just three weeks.

Gyn&co is based on comments and suggestions 
made by a sample of women and continues its 
study by offering them the possibility to partake in 
occasional surveys concerning their habits, their 
expectations, their needs in terms of women’s 
health.  

Mithra strives to 
improve women’s 
overall approach 

to Women’s Health 
through educational  

and access initiatives
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