SUMMARY
1.

Mithra’s strategy for change in 2015
1.1. Innovation
1.1.1. In 2015, Mithra strengthens its R&D portfolio
1.1.1.1. Oral hormonal contraceptives
1.1.1.2. Hormonal Replacement Therapy
1.1.2. In 2015, Mithra reveals the unique potential of Estetrol
1.1.3. In 2015, Mithra confirms its expertise in polymer technology
1.1.4. In 2015, Mithra continues to build its CDMO
1.2. Commercialization
1.2.1. In 2015, Mithra is leader in contraception on Benelux market
1.2.2. In 2015, Mithra launches its German affiliate
1.2.2.1. Presentation of the Country Manager
1.2.2.2. Developing a products portfolio
1.2.3. In 2015, Mithra prepares the launch of its French affiliate
1.2.3.1. Setting up a management team
1.2.3.2. Developing a products portfolio
1.2.3.3. Working together with specialists
1.2.4. In 2015, Mithra prepares to enter the Brazilian market
1.2.4.1. Presentation of the Country Manager
1.2.4.2. Developing a products portfolio
1.2.5. In 2015, Mithra pursues its international expansion

2.

Interpreting financial results

3.

Innovation at the core of Mithra’s developments
3.1. Estetrol
3.1.1. Audit validating Development Plans for Estelle® and Donesta®
3.1.2. Sublingual administration

3.2. Estelle®
3.3. Donesta®
3.4. Zoreline®
3.5. Tibelia®
3.6. Myring
4.

Developing a high-performing company
4.1. Strengthening Management teams
4.1.1. Appointment of a Group Controller
4.1.2. Appointment of a Chief Legal Officer (CLO)
4.2. Strenghtening R&D teams
4.2.1. Appointment of an Estetrol Development Programs Director
4.2.2. Appointment of a Clinical Development Director
4.3. An ERP solution for continuous improvements

5.

Mithra, a major actor in Women’s Health
5.1. Nominations and awards
5.1.1. National Public Champion for Belgium in European Business Awards
5.1.2. Nominated as finalist for the « Entreprise de l’Année » award
5.1.3. Business Developer Executive of the Year 2015
5.2. Mithra conducts a unique survey

1. Mithra’s strategy
for change in 2015
2015 financial year was a truly transformational year for Mithra.
Throughout the year, Mithra has built its strategy on two pillars, strengthening its Research & Development
thanks to numerous acquisitions within its innovative products portfolio, but also focusing on the creation of its
future technological platform aimed at supporting the R&D and production regarding its own products, as well
as these from external companies.
The second pillar of Mithra’s strategy consists of its commercial approach of markets through the launch of its
affiliates, as well as its anchorage as Belux market leader.
Mithra has switched from a conventional pharmaceutical company model to a “biotech-pharma” model by
ensuring its R&D projects’ sustainability through its Initial Public Offering on June 30st 2015. In February 2015,
Mithra annouced a financing round of EUR 54,6 million led by Marc Coucke and other investors, such as Bart
Versluys1, SRIW, various family offices and existing investors in the Company. Mithra raised additional EUR
79,3 million through the proceeds of its IPO.

1.1.

INNOVATION

1.1.1.

In 2015, Mithra strengthens its R&D portfolio

In January 2015, Mithra diversifies its R&D portfolio by acquiring four innovative projects from Actavis
Belgium (former Uteron Pharma). These projects are:
-

Estelle®, a combined oral contraceptive (COC).

-

Colvir™, which is being studied for the treatment of pre-malignant cervical lesions associated with
HPV (Human Papilloma Virus)2.

-

Alyssa™, a new generation hormonal IUD 3

-

Vaginate™, a treatment for vaginal infections4

Mithra acquires all intellectual property rights in respect of Estelle®.
A few months later, Mithra acquires all rights held by Pantarhei Bioscience in respect of Estetrol in all veterinary
and human indications5, including menopause (Donesta®: a hormonal replacement therapy). This transaction
allows Mithra to broaden its expertise on Estetrol, in addition to acquiring the rights to Estetrol in the field of
oral contraceptives (Estelle®).
Estelle® and Donesta® become Mithra’s lead R&D projects.

1

In January 2016, Bart Versluys operates a net purchase of shares and now has 3,17% of the voting rights in Mithra Pharmaceuticals

223

5

Colvir™, Alyssa™ and Vaginate™ are in ealry stage development.

Mithra Pharmaceuticals will grant Pantarhei Bioscience a licence for the development of human applications in oncology and veterinary applications. Mithra
will have the right to first refusal should Pantarhei Bioscience undertake partnership negotiations.

These significant acquisitions show the extent of Mithra’s commitment to research and development and
innovative solutions. Mithra is positioning itself as an innovative biotech company with a clear objective:
becoming a worldwide leader in Women’s Health by focusing on contraception and menopause markets, both
significant markets.
1.1.1.1. Oral hormonal contraceptives
Oral hormonal contraceptives represent 204,8 million women around the world in 2015, accounting for a
worldwide market of EUR 10,83 billion (compared to EUR 10,73 billion in 2014)6 a 1% increase.
Oral hormonal contraceptive account for 76.8%7 of the hormonal contraceptives market and are therefore the
most common means of hormonal contraception. In 2014, they accounted for 76% of the market, representing a
0,8% increase. In 2015, oral hormonal contraceptives represent 2,675 billion pill packs (cycles)8 instead of 2,664
billion in 2014.
Oral hormonal contraceptives represent 53,6 million women in the United States and in Europe in 2015,
accounting for a market of EUR 10,8 billion. This market has remained fairly stable compared to 2014
(53,7 million women in the United States and in Europe in 2014, accounting for a worldwide market of
EUR 10,7 billion)9.
1.1.1.2. Hormonal replacement therapy
Hormonal replacement therapy (HRT) is the most effective form of therapy to counter symptoms of menopause
whereby the patient receives specific hormones, in order to prevent the discomfort that is created by estrogen
deficiency. The symptoms of menopause (hot flushes (VMS), changes in lipid profile, vulvo-vaginal atrophy,
thinning of tissues, bone density loss) may significantly affect women’s quality of life.
80% of women aged 45 to 65 experience menopausal symptoms. Hormonal replacement therapy (HRT) should
then concern more than 638 million women around the world, but only 7,8% receive such a treatment. In 2015,
HRT market represents EUR 6,4 billion, accounting for a 6,7% increase compared to 2014 (EUR 6 billion).
In 2015, the number of blister packs (cycles) used by women receiving HRT for vasomotor menopausal
symptoms amount to 516,2 million10 instead of 505,9 million in 2014.
HRT for vasomotor menopausal symptoms (VMS) represent about 10,3 million women in the United States and
in Europe in 2015 compared to about 10 million women in 2014 accounting for a worldwide market of EUR 6,4
billion compared to EUR 6 billion in 2014, representing a 6,4% increase compared to 2014.

1.1.2.

In 2015, Mithra reveals the unique potential of Estetrol

Mithra Pharmaceuticals identifies an unmet need on the market for an estrogen with an improved side effects
profile relative to the ones currently used. Estetrol (E4) could play that role.
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Estetrol (E4) is a natural estrogen produced by the human foetus passing in maternal blood at relatively high
levels during pregnancy. Its pharmacodynamics and pharmacokinetics would be favorable for women’s health
and its safety margin and tolerability could represent a major breakthrough in many health fields: contraception,
menopause, endometriosis, osteoporosis, migraines but also cancers (breast cancer, in particular), dermatology,
central nervous system… While focusing on Estetrol-based products development in contraception (Estelle®)
and menopause (Donesta®) indications, Mithra possesses a number of patents regarding use of Estetrol in other
indications such as cancer treatment, human skin care or musculoskeletal pain.
2015 is also marked by the collaboration between Mithra Pharmaceuticals and the French company PCAS in
charge of the development of a new Estetrol synthesis pathway patented by Mithra. PCAS reached an
optimization stage of the synthesis process that reduces significantly the catalyzer quantity required for a key
step of the synthesis pathway. This catalyzer is a high-priced rare metal. The optimization of a process that
allows reducing the required quantity of this catalyzer, directly impacts the reduction of synthesis costs. Such an
improvement also has a positive impact on the environment.
Mithra will pursue the optimization of its process before launching Phase III clinical trials for Estelle® and
Phase II for Donesta®.
In 2015, Mithra obtained patents protecting Estetrol synthesis pathway on territories such as China, Singapore,
Russia, United States, South Africa and New-Zealand.
1.1.3.

In 2015, Mithra confirms its expertise in polymer technology

Mithra gathers 17 years of know-how relative to medical polymer technology (e.g., Mithra launched the
development of Levosert® in 2001).
In December 2015, Mithra develops a deep know-how regarding long-acting complex therapeutical entities
(from 1 month to 5 years) such as IUD’s, biocompatible rings (e.g. vaginal rings) and implants by acquiring
100% of Novalon.
Mithra acquires all worldwide and property rights regarding Zoreline®, a biodegradable subcutaneous implant
for prostate and breast cancer and benign gynecological indications and property rights regarding Myring, a
vaginal ring providing contraception. Both are therapeutic equivalent products of branded products having
realized worldwide sales in excess of EUR 1.423 billion in 2015, representing an increase of 7% compared to
2014 for the equivalent of Zoreline® and an increase of 1% compared to 2014 for the equivalent of Myring11.
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 CDMO12.
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1.1.4.

In 2015, Mithra continues to build its CDMO

In November 2014, Mithra lays the first stone of its future technological platform of 15.000 m2. The CDMO
forms an integral part of Mithra’s innovation and development strategy. It represents an asset for a successful
development, manufacturing and commercialization of its products portfolio.
This Mithra CDMO must above all allow Mithra to internally support and maintain the development and
production of Mithra’s products, e.g. products based on polymer technology or future tablets such as Estelle®
(Estetrol-based oral contraceptive) and Donesta® (Estetrol-based hormonal replacement therapy). The CDMO
will also allow Mithra to operate independently from third parties when developing and manufacturing its own
therapeutic solutions, while keeping its own exclusive technology in-house, remaining competitive and
managing risks.
The CDMO concept should also permit to support projects from external companies for the development and
production of polymeric forms, implants, sterile injectables and tablets. As many people Mithra met during
roadshows and economic missions showed a growing interest, Mithra is able to affirm that such services
represent a significant need across the world.
In 2015, Mithra Pharmaceuticals provides an update on this huge construction. The progress of the construction
suggests more promising perspectives than expected:
Mithra acquired the Phase I financing (EUR 47,8 million13) before its Initial Public Offering. This Phase I
concerns infrastructures dedicated to polymeric forms and implants and sterile injectables. The construction of
all Phase I buildings should be finished by September 2016, namely 3 months ahead of schedule. While 38
people have already been hired for the Phase I setting-up, 16 extra jobs should be created by end 2016.
During Mithra’s IPO, the Phase II financing (EUR 27,4 million14) had not been secured yet. Today, ING, SRIW
and L’Intégrale have approved this financing. This Phase II dedicated to tablets manufacturing has now started.
The Walloon Region supports the construction of the building with a non-refundable investment grant.

1.2.

COMMERCIALISATION

1.2.1.

In 2015, Mithra is leader in contraception on Benelux

In Belgium, Mithra remains leader on the oral contraception market with 45,24% of market shares (in number of
blisters) in 201515, accounting for a 1,4% increase compared to 2014. Mithra ranks far ahead of Bayer Schering,
Sandoz, MSD, TEVA and Pfizer.
In the Netherlands as well, Mithra dominates the oral contraception market with 32% of market shares (in
volume in counting units) in 201516 compared to 27% in volume in 2014 (tenders market) en matière de
contraception, accounting for a 5% increase.
The contraception market in Belgium and even worldwide has been changing since regulatory agencies asked for
a decrease of the sell of the third and fourth generation pills presenting a higher VTE risk. This is nothing new,
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but the media played an important role in exacerbating this phenomenon. Regulatory agencies then stimulate the
use of the old first and second generation pills. A step backwards which provides no long-term solution.
This market trend confirms that there is an unmet need for a contraceptive with a safer profile. That is exactly
what Mithra is working on with its Estelle® project: a new generation or contraceptive pill containing Estetrol
that would carry a lower VTE risk and would provide other secondary benefits. These switchs from a pill
generation to another have low impact on Mithra. We indeed offer a wide and complete product range in the
contraception market.
1.2.2.

In 2015, Mithra launches its German affiliate

1.2.2.1. Presentation of the Country Manager
After three years by the university research team, Maria Popova joined Schering AG Russia as a medical
representative for the Women’s Health products. Later as a product manager and business unit manager Maria
Popova launched Deane-35, Femoden and Climen in Russia/CIS. In the next years Maria Popova lead local
marketing and sales teams of Novartis Russia (Femara, Aredia) and global marketing team of Solvay
Pharmaceuticals (Femoston) in Women’s Health. As a Head of Global Franchise Gynecology by Grünenthal,
Maria Popova lead international launches of Belara in Europe (a product that will later become N°2 in
Germany). In the last years, Maria Popova was setting up new commercial subsidiaries of Grünenthal in the
Scandinavian countries, lead commercial and business development operations of Sanochemia AG as a member
of the Executive Board and General Manager of the subsidiaries in Germany, Switzerland and the UK. Before
joining Mithra, Maria Popova was working as interim manager and consultant on business development in
Russia/CIS and Europe.
1.2.2.2. Developing a products portfolio
1st September 2015, Mithra Pharmaceuticals launched its first products in Germany, Mithra Pharmaceuticals
GmbH, with two first brands, MIDIEN® (EE/DNG) and MIDESIA® (DESO Mono), two modern, state-of-theart contraceptives. Products containing (EE/DNG) represent 21% of the contraception market, accounting for
50% of the ‘progestin-only’ market and products containing (DESO mono) represent 6% of contraception
market.
These products are leader on the German market, thanks to their benefits:
Midien® has a positive effect on the skin17. The pill is approved for the treatment of women with moderate to
severe acne.
Midesia® is suitable for all women who want or need to do without estrogen18.
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Other products are coming, aimed at offering the German market a complete range of products in contraception,
as for the Belgian model. Products such as Micypra® containing CPA (cyproterone acetate), Midrospa®
containing DRSP (drospirenone) and Mileva® and Milevona® containing LNG (Levonorgestrel) are planned.
In 2015, Mithra Deutschland focuses on innovation as well by signing an exclusive Licensing & Supply
Agreement with Giellepi Spa (Italy) for marketing an oral product with Lactobacillus Mix for the indication
“Bacterial Vaginosis” in Germany.
For this product without any equivalent on the German market, Mithra has 5 years exclusivity with prolongation
rights for marketing this product under own brand name. The product is aimed to be the first oral treatment of
the disease with ‘medical device class 2’ status in Germany. The product will be a pharmacy product available
from 1st April 2016.
1.2.3.

In 2015, Mithra prepares the launch of its French affiliate

1.2.3.1. Setting up a team
In order to successfully perform on the market, Mithra France constituted a strong professional team having a
deep knowledge in Women’s Health thanks to numerous years in high responsibility positions.
Since February 2015, Daniel Sarberg has joined Mithra Pharmaceuticals as Mithra France Director. After 15
years as General Manager for Schering France, Daniel becomes Head of Marketing at Bayer Santé. For 7 years
now, Daniel has worked for his own consulting company in the business development field.
Marie-Sophie Obbard is responsible for the marketing of Mithra France. She has worked for 5 years for Wyeth
and she becomes in 2003 Operational Director of Effik, a pharmaceutical company specialized in gynecology.
Stéphanie Nadal has a strong experience as Head Pharmacist and Pharmaceutical & Regulatory Affairs Director/
Quality Assurance Director for multinational companies. With two successful implementations of
pharmaceutical companies and a deep understanding of drug industry, ethics and OTC, Stéphanie Nadal supports
the creation and implementation of laboratories and start-ups, mainly in Regulatory and Quality topics, relations
with agencies, crisis management and implementation of new regulations.
A motivated and cohesive team that wants to surpass economic challenges she faces.
1.2.3.2. Developing a products portfolio
In July 2015, Mithra Pharmaceuticals signs a Dossier Acquisition and Supply Agreement with Famy Care, one
of the largest manufacturers of contraceptive pills. Under the terms of this Agreement, Mithra Pharmaceuticals
acquires the marketing authorizations for two products in France: Milevoni® 20/100 (Ethinylestradiol (0.02
mg)/Levonorgestrel (0.1 mg)) and Milevoni® 30/150 (Ethinylestradiol (0.03 mg)/Levonorgestrel (0.15 mg)).
The commercialization of these products on the French territory should start Q4 2016.
Mithra France will provide women products under prescription in contraception, menopause and cancers, as well
as OTC products for personal hygiene. Milevoni® will be an oral contraceptive product range containing
levonorgestrel (second generation) refundable by social welfare, unlike third and fourth generation pills. Second

generation contraceptives containing ethinylestradiol and levonorgestrel such as Milevoni® 20/100 and
Milevoni® 30/150 are recommended as first-line products by the French Haute Autorité de Santé (HAS).
1.2.3.3. Working together with specialists
In order to enhance its entry into the French market, Mithra France constituted an well-known experts panel
from the different fields of Women’s Health such as gynecology of course, but also oncology, endocrinology,
cardiology, infectiology… This board of experts will be responsible for the website Gynecho aimed at French
gynecologists. This innovative website provides interactive services with all information useful for a
gynecologist in his/her daily work.
1.2.4.

In 2015, Mithra prepares to enter the Brazilian market

1.2.4.1. Presentation of the Country Manager
Heloisio Rodrigues has worked for 23 years as Medical Director for the pharmaceutical company Roussel Uclaf.
He will join the teams of Glaxo Welcome, Wyeth and Eurofarma before launching its own company, Phase
Pharma Business, specialised in pharmaceutical business development and licensing. In 2006, Heloisio
Rodrigues joins the Clinical Research & Business Development team of the LIBBS Farmaceutica group before
working for Mithra Pharmaceuticals as Business Developper.
1.2.4.2. Developing a products portfolio
In 2015, Mithra conducted a market study in order to understand Brazilian market trends. Heloisio Rodriges and
Marine Bémelmans, an Explor trainee studying in HEC-Liège, asked Key Opinion Leaders about a new incomer
such as Mithra on the Brazilian market. Among those KOL’s, they met the Chairman of the Brazilian
Gynecologists and Oncologists association (FEBRASGO), a Professor of Oncology the UNICAMP University, a
Sao Paulo University Professor speciliazed in mastology and reproduction, the Head of Gynecology in the Perola
Byington Hospital, as well as the FLASOG President (Latin-American Federation of Gynecology and Obstetrics
Societies).
In parallel, Mithra also conducted an international qualitative study in order to better understand women’s needs
and expectations towards health. This study gathered 870 women aged 16 to 68 across 4 countries, including
Brazil.
Both studies resulted in Mithra’s decision to prioritize the marketing of OTX products in a first phase.
5 OTX products (2 from Mithra’s R&D) will be ready to enter the market in 2016, representing altogether a total
market of ca. EUR 200 million.

1.2.5.

In 2015, Mithra pursues its international expansion

Globally, Mithra signed 4 new contracts for a total amount of EUR 845,977 on several years. With Tibolone, last
development project of Mithra, this amount could reach EUR 1,745,977 during 2016.

In August 2015, Mithra signs two contract extensions on the markets where it is already present outside Europe.
Such is the case for Hong Kong with Hong Kong Medical Supply and Lebanon with Pharmaceutica sarl for a
total amount of EUR 163,875 on a three-year period. These contracts regard products such as calcium (CalD3)
or Tibolone 2,5 mg and Drospirenone/Ethinylestradiol (3mg/0,03 mg).
End of December 2015, Mithra ends the year signing two new contracts. The first one is related to Tibolone
distribution in Spain through the company Procare. This contract amounts to EUR 563,562 on a five-years
period. The second one, signed with the company Azeri-Med, is relative to Mithra Drospirenone and
Cyproterone distribution in Azerbaijan for a total amount of EUR 118,450 on a three-years period.
Finally, Mithra signs a letter of intent with the company Southern Cross Pharma regarding the sale of Tibolone
on

the

Australian

territory

for

an

amount

of

EUR

900,000

on

a

five-years

period.
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2. Interpreting financial results
Consolidated Figures - Mithra

Thousands of Euro (€)

FY14 Actual

FY15 Actual

Gross profit

9.050

10.240

Research and development expenses

(2.495)

(9.585)

General and administrative expenses

(6.088)

(7.074)

Selling expenses

(3.016)

(4.611)

Other operating income

383

321

Total operating charges

(11.215)

(20.949)

REBITDA

(2.165)

(10.709)

Operating Result (EBIT*)

(2.928)

(14.267)

Net result for the period

(2.955)

(9.821)

Cash & cash equivalents

1.678

96.794

CONSOLIDATED INCOME STATEMENT

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.
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General and Administrative expenses increase by EUR 776k and amount to EUR 6.864k or a 16% increase
which is the largely explained by strengthening of management teams 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.
As of 31 December 2015 Mithra’s cash and cash equivalent position amounts to EUR 96.794k, mainly resulting
from the proceeds of the IPO in June 2015 amounting to EUR 79,3 million.
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3. Innovation at the core
of Mithra’s developments
3.1.

ESTETROL

3.1.1.

Audit validating Development Plans for Estelle® and Donesta®

In order to validate the current Development Plans of its two innovative Estetrol-based products Estelle® and
Donesta® and before starting the enrolment of a more complete R&D team, Mithra mandated a renowned
international organization to perform an extensive external assessment.
This audit showed that the processes of Estelle and Donesta projects are well designed and that Phase II and III
clinical trials can start.
3.1.2.

Sublingual form

Within the Donesta® project development, Mithra Pharmaceuticals is developing an original formulation (tablet)
for sublingual administration containing Estetrol (E4). The sublingual administration of an active molecule has
the advantage of not passing in the digestive system. It passes indeed directly in the blood circulation through
sublingual mucous membrane, avoiding the first-pass hepatic effects (metabolization of the active when it passes
the liver and after resorption from the digestive system) and permitting a rapid action if needed. The form
currently under development consists of a tablet placed under the tongue and that breaks apart quickly in direct
contact with saliva.
The European Septime project has been selected among 300 submitted projects for the Eureka Network Projects
(Eurostars). This is the first European fund financing innovating R&D programs conducted by small and
medium companies and implying international collaborations between universities and industries. Within the
frame of this project, the INSERM of Toulouse, the University of Liège and UROSPHERE, a French company
specialized in preclinical studies in urology, gastroenterology and oncology, are working together with Mithra
Pharmaceuticals to evaluate the impact of a sublingual administration on the endometrial, urogenital and
vascular efficacy and safety compared to oral administration in preclinical models.

3.2.

ESTELLE®

Estelle® is a combined oral contraceptive (COC) composed of 15 mg Estetrol (E4) and 3 mg Drospirenone
(DRSP). The Estelle® project is now ready for two Phase III clinical trials conducted simultaneously in Europe
and in the United States, namely the E4 Freedom studies: MIT-Es001-C302 (US/canada) et MIT-Es001-C301
(EU/RU). The objectives of these studies are to evaluate:
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o The contraceptive efficacy (assessed by the measurement of the Pearl index),
o The cycle control and bleeding pattern,
o The plasma D4/DRSP concentration data in subpopulations,
o The endometrial safety,
o The safety data of E4/DRSP combination,
o The impact of E4/DRSP on physical, psychological and social functioning and well-being
In 2015, Mithra signs an agreement with PRA Health Sciences as a Clinical Research Organisation (CRO) for
Mithra’s upcoming Phase III clinical trials on its product candidate Estelle®.
PRA Health Sciences is one of the world's leading global contract research organizations, providing outsourced
clinical development services to the biotechnology and pharmaceutical industries.
The main objective of these trials conducted by PRA is to evaluate the contraceptive efficacy of Estelle® in
women aged between 18 and 35 years. This is done by measuring the overall Pearl Index (PI) (i.e. standardized
measurement of contraceptive methods calculated as the number of contraceptive failures per 100 women
divided by the years of exposure).
The secondary objectives are to evaluate the contraceptive efficacy among the entire population (18 to 50 years
old) and to evaluate the safety of Estelle®. Endometrial safety will be assessed in a subset of women by
performing endometrial biopsies before and at the end of the study.
The trial will assess the efficacy and safety of Estelle in 1700 patients at multiple centers across the United
States and Canada and 1500 patients at multiple centers across Europe.
The selection of countries and centers will be subjected to an extensive feasibility study conducted by PRA
Health Sciences. Among the countries under consideration: Belgium, France, Germany and the Netherlands.
As set out in the Prospectus, Mithra expects to enroll its first subject for the clinical trials in H2 2016.
Publications
In August 2015, the peer-reviewed European Journal of Contraception and Reproductive Health Care publishes
two scientific articles in which we present the results of the E4 Phase II study named Dinox. The published
results of the E4 Dinox Phase II study are particularly encouraging for the imminent launch of the Phase III
study. The first scientific article is entitled Unique effects on hepatic function, lipid metabolism, bone and
growth endocrine parameters of estetrol in combined oral contraceptives and concerns the liver impact of E4
combinations. The second scientific article is entitled Inhibition of ovulation by administration of estetrol in
combination with drospirenone or levonorgestrel: results of a phase II dose-finding pilot study and concerns the
data on ovulation inhibition by E4 combinations.
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3.3.

DONESTA®

Donesta® is a new generation of hormone replacement therapy (HRT) with the oral administration of Estetrol
for vasomotor menopausal symptoms. Donesta® is currently ready for Phase II clinical trials, namely E4 Relief:
MIT-Do0001-C201. The objectives are:
o To define the minimum effective dose (MED) by evaluating changes in frequency and in severity of
moderate to severe vasomotor symptoms (VMS)
o To evaluate effects of different doses on vulvovaginal atrophy (VVA), on vaginal maturation index (MI), on
vaginal pH
o To evaluate safety (included change in endometrial thickness)
In 2015, Mithra signs an agreement with Chiltern as CRO (Clinical Research Organization) for the Phase II
dose-finding study of its project Donesta®.
As set out in the Prospectus, the E4 Relief study is expected to start in H1 2016 and to be finalized end 2016.

3.4.

ZORELINE®

Zoreline® is a biodegradable subcutaneous implant for prostate and breast cancer and benign gynecological
indications. In 2015, Mithra acquires all worldwide and property rights regarding Zoreline® by becoming 100%
owner of Novalon. Mithra is currently developing:
o A one-month implant containing 3,6 mg of Goserelin. The one-month implant represents a market of
EUR 202 million in value and 57,3% in volume (1,487,000 units), accounting for 33% of the Goserelin total
market.
Studies conducted by Mithra among oncologists and gynecologists showed that goserelin in one-month use
are linked to breast cancer in combined therapies.
o A three-month implant containing 10,8 mg of Goserelin, representing a market of EUR 404 million in value,
accounting 47% in volume (1,106,000 units) in the field of prostate cancer19.
The Pharmacodynamic Study for the three-month implant started in Q1 2015. The 142 patients needed were
enrolled 6 weeks ahead of schedule. Only 7 patients20 (5%) dropped out the study compared to the 28
allowed.
As planned and in order to complete the pharmacodynamics data, Mithra conducted a pharmacokinetics trial on
a limited number of patients. This is a comparative study with the equivalent product of Zoreline® that will

19

Company estimates (MAT 3Q2015) based on IMS 2015 data (and IMS 2013 regarding the proportion of the market covered by each form)

20

G11-005: Discontinued after diagnosis of bladder carcinoma on request medical monitor, G04-001: Withdrew consent at C1D8, G12-009: Discontinued after
AE exanthema, G11-020: Discontinued after SAE death, M01-012: Dropped out since he is unable to attend the visits as from 23Nov2015, G05-017: Dropped
out due to protocol incompliance, G17-004: subject left Germany for private reasons

23

allow Mithra to compare plasma levels of Goserelin released by the implant Zoreline® compared to its
equivalent product over time.
In February 2016, Mithra enrolls the first patient of the comparative pharmacokinetic trial. The objective is to
compare the formulation of the three-month implant with the formulation of the equivalent product.
Timing:
Regarding the three-month implant, Mithra expects a fourth interim analysis in H1 2016 and the full results in
H2 2016. The final Clinical Study Report is expected end 2016.
Regarding the one-month implant, Mithra expects the final Clinical Study Report for the Pharmacokynetics
study in H1 2017 and the final Clinical Study Report for the Pharmacodynamics study in H1 2018.

3.5.

TIBELIA®

Tibelia is a therapeutical solution composed of tibolone, a synthetic steroid used for hormone replacement
therapy. Two procedures are ongoing:
o UK/H/5977/001/DC for the indication menopause in Benelux, France, Germany and Spain
o UK/H/6065/001/DC for the indications menopause and osteoporosis in Italy, Portugal, Norway, Sweden,
Finland, Hungary, Poland and Greece.
Both procedures expect a decision in March 2016 if there are no additional comments arising from the different
countries.
In 2015, Distribution Agreements have been signed with Pharmaceutica sarl for the Lebanese market and with
Procare for the Spanish market.

3.6.

MYRING

Myring is a contraceptive vaginal ring releasing a combination of hormones made of ethinyl-vinyl-acetate
copolymer (EVA).
In 2015, Mithra signs a partnership with Celanese in order to secure its EVA supply.
Timing: the Myring dossier submission is expected for February 2017. The approval is expected in February
2018.
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4. Developing a high-performing
company
4.1.

STRENGHTENING MANAGEMENT TEAMS

4.1.1.

Appointment of a Group Controller

Mithra Pharmaceuticals announced the appointment of Frederik Vanvoorden as Group Controller. As Group
Controller, Frederik will assume and manage the day-to-day financial and accounting control and
responsabilities. Before joining Mithra as Group Controller, Frederik Vanvoorden was Deals Director at PwC
Brussels. Frederik Vanvoorden joined PwC Belgium in 2003, providing auditing to industrial companies and
service organisations. Since 2007, Frederik has been active in M&A. He has in-depth experience in buy-side and
sell-side financial due diligence, vendor due diligence, vendor assistance, carve-outs and business plan reviews
advising both financial and corporate investors.
4.1.2.

Appointment of a Chief Legal Officer

Mithra Pharmaceuticals also strengthened its senior management team by the appointment of a new Chief Legal
Officer (CLO), Michael Truyen. 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.

4.2.

STRENGHTENING R&D TEAMS

4.2.1. Appointment of an Estetrol Development Programs Director
Mithra Pharmaceuticals announced the appointment of a high level R&D profile, Bernard Cornet, to the position
of Estetrol Development Programs Director. This appointment fits into the reinforcing and structuring program
regarding the R&D team for Mithra’s future. Bernard Cornet has more than 20 years of extensive experience in
project management, process improvement and team leadership within multinational biopharmaceutical R&D
organizations such as Sanofi, GSK or Celyad. He developed proven skills around people and organizational
leadership of large group (up to 300+ people) across mutilple countries and cultures and essentially in R&D
laboratories and clinical development operations. In the role of Estetrol Development Programs Director,
Bernard Cornet will be responsible for the whole development of Mithra’s Estetrol-based product candidates:
Estelle® (combined oral contraceptive) for contraception and Donesta® (hormone replacement therapy) for
menopause, respectively ready for Phase III and Phase II.
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4.2.2.

Appointment of a Clinical Development Director

In order to develop its clinical and medical strategy, Mithra appointed Karina Putineanu to the position of
Clinical Development Director. With 17 years experience within GSK, she will define and drive the operational
and development clinical strategy of Mithra’s R&D portfolio.

4.3.

AN ERP SOLUTION FOR CONTINUOUS IMPROVEMENTS

In 2015, Mithra Pharmaceuticals invested in an Enterprise Resource Planning system, Microsoft Dynamics AX,
which will allow the company to automate reporting and financial consolidation operations and to improve
reliability and restocking performances of its affiliates. It will also permit Mithra to pursue its expansion in its
new R&D and CDMO challenges.
In Mithra’s case, the main advantages are:
o Financial savings thanks to a better cost control
o Improved collaboration and internal validation processes
o Analytic vision of accounting and business
o More satisfied customers thanks to a greater reactivity and an higher service level
o Simplified regulatory conformity meeting criteria related to a listed pharmaceutical company
o Improved stock control and production (integrated and coherent vision of stocks and needs regarding
production, less obsolescence cases)
Mithra’s choice for Microsoft Dynamics AX is due to the appointment of NSI as integrator. NSI is indeed a
long-standing partner of Cophana, leveraging a wide experience regarding pharmaceutical distribution. This
choice was positively influenced by the significant efforts of their commercial offer, as well as their geographic
proximity.
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5. Mithra, a major actor
in Women’s Health
5.1.

NOMINATIONS AND AWARDS

5.1.1.

National Public Champion for Belgium in European Business Awards

In 2015, Mithra Pharmaceuticals has been named as the National Public Champion for Belgium in the
2014/2015 European Business Awards sponsored by RSM. The European Business Awards is an independent
Awards programme designed to recognise and promote excellence, best practice and innovation in the European
business community. This year it engaged with over 43,000 businesses from 33 European countries. Mithra
Pharmaceuticals was chosen as a model company for Belgium.
5.1.2.

Nominated as finalst for the “Entreprise de l’Année®” award

In 2015, Mithra is nominated as finalist for the 20st election of the Belgian “Company of the Year®” award with
EASI (Nivelles), Eloy Group (Sprimont) and Pairi Daiza (Brugelette). This award has been organised by EY
every year since 1996. EY celebrates companies characterised by their innovation, internationalisation,
entrepreneurial spirit, strategic vision, financial situation and their dedication whatever the circumstances.
5.1.3.

Business Developer Executive of the Year 2015

In February 2016, François Fornieri wins the AstraZeneca Business Development Executive of the Year 2015
for leading 3 transformational deals throughout 2015, making Mithra a leading challenger in Women’s Health.
With 10 strong nominations entered for this award representing companies across Europe special mention was
given to Lucas Martin, Bayer and Yannis Morel, Innate Pharma. Among the previous winners: Thorsten Umland
for Bayer HealthCare in 2014, Joint Winners and Joanne Kelley for AstraZeneca in 2013, Sean McKercher for
Ipsen in 2010 or Eva-Lotta Allen for Ablynx in 2007.

5.2.

MITHRA CONDUCTS A UNIQUE SURVEY

Since its creation, Mithra has been Inspired by women and has worked every day on the improvement of
women’s life through its R&D projects and thanks to its innovative and accessible health solutions. In 2015,
Mithra further engages with women by conducting an international qualitative study in order to better understand
women’s needs and expectations towards health. This study gathered 870 women aged 16 to 68 across 4
countries: Brazil, Germany, France and Belgium. This resulted in more than 40,000 posts in less than three
weeks.
The findings of this unique study provide Mithra precious insights on the Women’s Health market. It should help
Mithra to consolidate its choices regarding the diversification of its products portfolio as well as its R&D
projects.
Among these results, we learn that contraception and menopause remain women’s main concerns, as well as
premenstrual pain and sleep problems.
In the few next months, Mithra will have the opportunity to take actions, using comments and suggestions made
by its sample of women. Mithra plans the launch of a website dedicated to Women’s Health and aimed at the
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general public. This advisory board allowed Mithra to think about new approaches it could share with
gynecologists through a series of lectures.
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Appendix
FY15 Consolidated Figures - Mithra
Thousands of Euro (€)
CONSOLIDATED INCOME STATEMENT

FY14
Actual

FY15 Actual

Revenues

19.038

20.435

Cost of sales

(9.988)

(10.195)

Gross profit

9.050

10.240

(2.495)
(6.088)
(3.016)
383
(11.215)

(9.585)
(7.074)
(4.611)
321
(20.949)

(2.165)

(10.709)

(763)

(2.894)
(664)

(2.928)

(14.267)

(226)
(94)

2.410
(2.758)

(3.248)

(14.615)

293

4.794

(2.955)

(9.821)

-0,19

(9.821)
-0,32

Research and development expenses
General and administrative expenses
Selling expenses
Other operating income
Total operating charges
REBITDA
Non recurring costs
Depreciations & amortisations
Operating Result (EBIT*)
Financial result
Share of (loss)/profit of associates
Result before taxes
Income taxes
Net result for the period
Attributable to
Owners of the parent
Non-controlling interest
Earnings per share

Financial Information
The financial statements have been prepared in accordance with IFRS, as adapted by the EU. The financial
information included in the press release is an extract from the IFRS consolidated financial statements which
will be published on 19 April 2016.
The statutory auditor, BDO Bedrijfsrevisoren/Reviseurs d’Entreprises, represented by Felix Fank, has
substantially completed the audit procedures on the IFRS statements as of and for the year ended 31 December
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2015, and has confirmed that the statements of comprehensive income, included in this press release, are
consistent in all material aspects with the accounts from which they have been derived.
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