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Cancer R+D+i

We have created a consortium of private companies and public universities,
hospitals, research and technology centers from different countries
The main idea is to develop antitumor strategies to boost standard treatments
and to achieve a chronic state of the disease
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Cancer R+D+i

Pilot
Pre-clinical
Galenic Formulation
Clinical Trials
Registration
Industrial Production

Marketing

R&D




Cancer R+D+i

From the bench to the bedside

O«

It promotes effective interaction between basic and applied research.

O«

In biomedicine, it seeks to capitalize on new knowledge for the benefit of
patients taking into account the potential usefulness of each finding and
constantly refocusing research.

O«

It requires cooperation between the Public Research Lab, national and
international Private Companies, Regulatory Agencies and Funding Entities.

O«

Companies contribute the economic capacity required to make the
investment, the «management» to turn findings into products, production
capacity in line with GMP, and their expertise in national and international
marketing.



Cancer R+D+i

Development lines Selected targets Products in development

Anti-angiogenics Growth delay. Vaccine against VEGF,

Tumor dormancy. Vasopressin analogues.
Tumor regression.

Immunotherapy Reset the immune system Anti-idiotype vaccine.
passively or actively

_ Ganglioside vaccines.
(vaccines) to target tumor

effectors.
Anti-signalling Modulation of altered Anti-CK2 proapoptotic
transduction signals. peptide.

Anti-RHO GTPases.
Small compounds.



Cancer R+D+i

Products

Nimotuzumab CIMAHERAdvancedhead and

necktumors and gliomas)

Racotumomab Antidiotype vaccine
(Lung cancer)

NGcGM3 Moleculabased vaccine
(Breast cancer)

VSSP Immunological adjuvar
(HMAIDS, Cancer

Anti-CK2 Proapoptotic peptid
(Genital condyloma and cervix cance

Vasopressin peptide analogue
(Oncological surgery

Anti-angiogenics
(Macular degeneration, solid tumors

Anti-RhoGTPass compound
(Aggressive solid tumors
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Marketing

Done

In progress

To be started

Vet

Marketing

(Veterinary Medicine)



Cancer R+D+i
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National University of Quilmes

1995/2005

Lanais CITO CONICET-UBA ELEA (Argentina)

Start of R+D Roffo Institute-UBA Chemo Romikin (Argentina)

Consortium

CIM & CIGB (CUBA)
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2005/2010 :
National Academy of Medicine Europharma (Brazil)
Consolidation School of Pharm & Biochemistry-UBA H Kalbe Biotech (Indonesia)
of R+D
Consortium Garrahan Pediatric Hospital Biogénesis Bago6 (Argentina)
(PAE)
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2010/2015 Industrial Biotechnology Center-INTI
pharmADN (Argentina)
: Chemistry Center-INTI H
R+D+i
: CMC BIOLOGICS A/S (USA)
Consortium
(FSBIO) School of Exact and Natural Sciences- UBA
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Cancer R+D+i
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NConsortiumo of Publi ¢ and Private

More than 50 senior researchers + staff of trainees and support personnel.

O«

Inter-disciplinary group: Doctors, Biotechnologists, Biologists, Biochemists,
Chemists, Pharmacists, Veterinarians, Engineers, Lawyers, Economic
Science Professionals.

O«

Training of human resources in scientific and clinic research, technological
development and the production of goods and services.

O«

Effective Technological Partnership Unit.
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Cancer R+D+i

Establishment of a Technological Platform

Develop and produce monoclonal antibodies

J J
Biosimilar Original
4 )
3 Rituximab (CD20) ) [Racotumomab (NgGI\/IB)]
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Trastuzumab (EGFr)
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Bevacizumab (VEGF) )
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Etanercept (TNF)




Cancer R+D+i

Chemo Romikin
Elea

Biogénesis Bago
Pharmadn

UNQ

UBA

Roffo Institute
Garrahan Hospital
National Academy
of Medicine
CONICET

INTI

Universities

CONICET

Law firms

INPI

Patents and Trademarks
Offices

ANMAT
ANVISA
EMEA
FDA

ANPCYT
European Union

CIM

CIGB

Kalbe Biotech
Chemo
Europharma



Cancer R+D+i
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The GROUP developed a model with a pattern of public-private
networks, its own funding, and the cooperation and partnership of
national companies from various countries, effectively taking advantage
of the aids that governments offer to R+D.

O«

Contributions of the Ministry of Science, Technology and Productive
Innovation of Argentina:

- FONTAR: Tax Credit (CF)
- FONCYT: Research and development projects (PID)

- ANPCYT: Strategic Areas Program (PAE), Biotechnology Sector
Fund (FSBIO)

- CONICET: Fellowships/Researchers cofinanced with companies



Cancer R+D+i

Large investment C
projects for which

only one market is

not enough
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Cancer R+D+i

They contributed funds to the project in exchange for licenses for their
local areas.

We included them in some of our scientific studies.

We found not only business partners but also colleagues that
contributed the wealth of their scientific knowledge and clinical
expertise.

The initial partnership was with Cuban biotechnology
(CIM and CIGB).

In Asia, we partnered with Kalbe Biotech from Indonesia.

In Latin America, we partnered with Europharma in Brazil



Cancer R+D+i

Licenses Iin 25 countries

A Malaysia

A Indonesia
A Taiwan

A Philippines
A South Korea
A Singapore
A China

A India

A Vietnam

A All of Latin America

A



Cancer R+D+i

Stability of R+D+i Groups
Atmosphere of trust and enthusiasm
Effective partnership model
15 doctoral and ma s t ehreges
8 inventions and more than 150 patents
35 scientific publications in international journals
Next-generation equipment

Marketing products

Bringing projects to an international level
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The Argentine government purchases vaccines from PAHO
and in some cases directly from pharmaceutical companies
for its National Immunization Program.

The number of vaccines has grown from 8 in 1999 to 16
vaccines in 2011.

In 2011, the total budget is US$ 150 million.

Until 2009, there had been no negotiation of any technology
transfer in exchange for the purchase of vaccines.

The Argentine government called for tenders to produce the
Influenza vaccine.



Ten years of exclusive purchase by the Argentine government.

Same price as the price set by PAHO for the same vaccine
every year.

Priority delivery in case of a country epidemic.

Construction of a Flu Vaccine Manufacturing Facility.

Local production plan

The government has set stiff penalties for failure to deliver the
vaccines and for delays in the construction schedule.



Given our expertise and knowledge in handling technology for
vaccine production, we considered developing this technology
on our own, or In cooperation with a partner.

) 4

We met with Novartis, which accepted the terms of the
government tender and committed to develop our human
resources in their own manufacturing facilities.



This project was made possible due to the efforts of three companies:

: : -
=r :/\ (a national pharmaceutical Together, we created a
— laboratory) : )
Collaboration Consortium
\(\ (an Argentine animal health product called
/ manufacturer with major expertise in the > SINERGIUM Biotech

BIOGENESIS-BAGO handling of viral and bacterial vaccines)

which won the public

U NOVARTIS (a multinational pharmaceutical tender.
laboratory) y

The project is funded by the contributions of
Sinergium Biotech partners.



w Production plant: 15,000 m? (area)

w Production volume: 40 million doses

w Investment amount:  U$S 80 million

w Human Resources: 120 employees directly

200 employees indirectly

The manufacturing facility is well under
construction.

w The first phase, the filling process, is scheduled for
completion by March 2012, i.e., two years after signing
the contract.

w The facility is designed for producing injectable
influenza vaccines and any other type of vaccines and
biological products, including recombinant proteins,
monoclonal antibodies and peptides.

Built in strict compliance with Novartis requirements, the plant will have FDA and EMEA approval.

Elea Laboratories signed a new agreement with Pfizer for the production of pneumococcal vaccines
and Is currently negotiating with other i1 ntern
the formulation and filling of these new vaccines.
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Argentina
(Government + National Company)

A Same price as with previous system

A Technology transfer

A HR training and development

A New investment

A Creation of 120 highly qualified positions
A Product export potential

A Local production of several vaccines

A Formulation of different biological products

International Company

A Exclusive sales for 5 years + An additional 5
years for partnering with an Argentine
company = USD 300 million over 10 years

A Possibility to have counter-season supply

A Other companies benefit from this model
(e.g.: new contract signed with Pfizer for
pneumococcal vaccine)
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