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{%Tg %Wnrld Health Schistosomiasis is endemic in
) - - 76 countries, although
g Organlzatmn transmission appears to have
been interrupted in several

S T BT v B R T T o N R T O T countries. Out of an estimated

200 million cases worldwide.
(WHO, 2011)

10 facts on neglected tropical diseases

Neglected Diseases: Onchocerciasis; Leprosy; Guinea
worm disease; Lymphatic filariasis; Schistosomiasis;
African trypanosomiasis; Chagas' disease; Dengue and
Dengue haemorrhagic fever; Leishmaniasis,
Tuberculosis: Malaria

........ e T i

This fact file. =wides an overview of the various factors that hamper the efforts to bring the NTDs out of the
shadows as we. ne progress made in preventing, eliminating and eradicating some of the diseases.

About 1 billion people are affected by one or more neglected tropical diseases

While such a large population (one out of six people) is affected by NTDs,
less than 1% of the nearly 1400 drugs registered between 1975 and 1999
were for tropical diseases.
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1975 — 2004 (30 anos) - 21 (1,3%) medicamentos foram
registrados para o tratamento de doencas negligenciadas

que compreendem ca. 11% das nossas doencas!

Novos medicamentos desenvolvidos
entre 1975 e 2004: 1.556

@13
Doencas
tropicais

P —

Tuberculose
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1975 — 2004 - 1.535 outros novos medicamentos foram registrados
Fonte: Chirac P., Torreele E., Lancet, 2006, (May 12) 1560
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Diseases of the developing world

More than one billion people - one-sixth
of the world’s population - are affected
by neglected diseases. There Is an
urgent need to develop better, more
affordable vaccines and drugs for
diseases that are devastating in
developing countries.

Movartis is committed to researching
treatments and vaccines for diseases of
the dewveloping world through two
specialized institutes:

Mowvartis Institute for Tropical Diseases in
g The Novartis Institute for Tropical Singapore
Diseases (NITD) in Singapore

3 The Novartis Vaccines Institute for Global Health (NVGH) in Siena, Italy

Our efforts focus on major infectious diseases including malaria, TB, dengque and

infectious diarrhea.
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Welcome
to sanofi-aventis
in Singapore

sanofi aventis

Hecansie healih maners

ContactUs | Sitemap | Help
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About Us

Your Health

Press Room

Medical Information

Career

Every day, everywhere,
we at sanofi-aventis
are working for what
really matters: health

Because health matters

Welcome to sanofi-aventis Singapore

We are pleased to provide you with an introduction to sanofi-aventis
Singapore, an affiliate of the global healthcare company sanofi-aventis.

The ambition of sanofi-aventis is to become a diversified global healthcare
leader, focused on patients’ needs.

The largest pharmaceutical company in Europe and in emerging markets, sanofi-aventis is the
fourth largest worldwide. The Group’s vaccine division, sanofi pasteur, is the world leader for
human waccine production and commercialization.

With nearly 100,000 employees in over 100 countries, sanofi-aventis has core strengths in the
field of healthcare: a worldwide presence, market leadership in vaccines, major biological
products and a strong and long-established presence in emerging markets.

Company business activities also include consumer healthcare products, generics and animal
health products.

For further information on any aspect of sanofi-aventis’ operation in Singapore, please contact
ue.
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@ HOME: ABOUT PFIZER i HEALTH AND WELLNESS i  RESEARCH AND DEVELOPMENT

Pfizer Singapore's nutritional plant, one of the largest in the world,
supplies to key markets in Asia-and globally

Working Together For a Healthier World

At Pfizer Singapore, we apply science and our global resources to improve health
and well-being at every stage of life. We sirive to set the standard for quality, safety
and value in the discovery, development and manufacturing of medicines for people.
Our diversified global health care portfolio includes human biologic and small
molecule medicines and vaccines, as well as nutritional products and many of the
world’s best-known consumer products. Every day, Pfizer colleagues work to
advance wellness, prevention, tfreatments and cures that challenge the most feared
diseases of our time. Consistent with our responsibility as the world’s leading
biopharmaceutical company, we also collaborate with health care providers,
aovernments and local communities to support and expand access to reliable.

RESPOMSIBILITY MEWS AND MEDIA

Text Size A A A

Press Releases

Jul 26 2011

New fixed dose combination
therapy for high blood pressure
approved in Singapore

Jul 12 2011
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_____________________________________________________

Brasil produz farmaco melhor contra
colesterol

Inovac3do incremental

Inovacdo Incremental
no INCT-INOFAR

Consultoria Cientifica
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Annual Activities
Report

www.inct-inofar.ccs.ufrj.br
ivulgacado -
: -

Participacoes em
Eventos

Inovacao radical
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Annual Activities Report

s h—— H Interdisciplinar & multi-team
B N research projects

* Radical innovation
pain, inflammation,

Universidade Federal do Rio de Janeiro )

asthma, CNS,
U neglected diseases,
O cardiovascular system,
anticancer

- Incremental innovation
. SUS (BR healthcare)
= new generic drugs

AMNUAL ACTIVITIES REPORT

www.inct-inofar.ccs.ufrj.br/download/aar/2010.pdf . ...
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New Rational
Approaches

g

Therapeutic
Innovation

New rational approachs ( o

Resistence

Mutagenesis NEGLECTED DISEASES
TREATMENT

Side-effects

N
Cost/time ‘H\S_Slﬁn

Genome
Lipid and Sterol Metabolism

Glucose metabolism
Thiol Metabolism

Protein Degradation
Membrane architecture
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Nova abordagem
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' NnOVoS candidatos a

\'”L ~DAVOA)  farmacos inovadores para
T o _tratamento de doencas
| ' negligenciadas:

falcipaina

Plasmodium sp Alvo terapéutico A & alvo

terapéutico A’ = mesmo
mecanismo  bioguimico
(adequado grau de
homologia);

e Biorreceptor quimeérico
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cruzaina

Bioguimica comparada



therapeutic
target
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New dual drug lead-candidates

for neglected diseases.

disease B

essential hiuchemic‘al pathway
»

-

drug -

diseasam—

essential biochemical pathway
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Docking Studies (FLEXE) {asssio s

LASSBio-1016(E)
HYDROGEN BONDING INTERACTIONS:

cruzaina

LASSBio-1016(2)

LASSBio-1016(E)
AGpining (kJ/mol)= -27,796

LASSBio-1016(2)
AGpining (kJ/mol) = -25,838

GIn19, Cys22, Cys25, Asp158, His159

Cys25, Gly66, Asp158, His159
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Pharmacological Assay

Table 1: i

I
{assgio
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; ivity. As a first screening the ability of derivatives to inhibit the
growth of the epimastigote form of T. cruzi (Tulahuen 2 strain)! was evaluated at 25 uM and the IC50 was
determined for the most active compounds

Compounds %o inhibition of ICS0 (uM) Compounds %o inhibition of IC50 (pA)

(25 phI) epimastigote forms (25 pAI) epimastigote
of T.cruzi forms of T.cruzi
Nifurtimox® 100 10 LASS5Bio-1017 27 n.d.
I.ASSBio-1008 3 nd. LASSBio-1018 36 n.d.
LASSBio-1009 22 n.d. LASS5Bio-1019 0 n.d.
LASSBio-1010 40 n.d. LASSBio-1020 0 n.d.
LASSBio-1011 53 n.d. LASSBio-1021 0 n.d.
LASSBio-1012 47 n.d. LASSBio-1022 81 20,0
LASSBio-1013 35 n.d. LASSBio-1023 0 n.d.
LASSBio-1014 29 n.d. LASSBio-1024 4 n.d.
LASSBio-1015 19 n.d. LASSBio-1025 0 n.d.
LASSBio-1016 96 15.9
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Otimizac3o do protdtipo  €asssie

Camundongo BALB/c: Injecdao de 2 X 10° _L._amazonensis na pata esquerda— tratamento diario
(via oral) com os compostos testes — Medida das patas esquerda e direita com o paquimetro 2
vezes por semana por 30 dias. il = ;o

P P Leishpaina” ?

Animal tratado com
LASSBio 1111
(300puMol/Kg) v.o.

Universidade Federal do Rio de Janciro [&7)

Tamanho das lesoes. LASSBiO'1 491

(A) animal sem tratamento.
(B) animal tratado com LASSBio 1111 (300 umol/kg/ via oral) apés o periodo de 30 dias.

FQ Cunha, LM Lima, H Cerecetto, M Gonzalez, MS Alexandre-Moreira, MV Martins, MP Nunes, EJ Barreiro,
resultados ndao publicados.

R. E. Silva-Lépez, Leishmania proteases:new targets for rational drug development, Quim Nova 2010, 33,
1541. eliezer © 2011



The Big-Pharma
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The productivity crisis In
pharmaceutical R&D

Abstract | Advances in the understanding of the molecular basis of diseases have expanded

the number of plausible therapeutic targets for the development of innovative agentsin
recent decades. However, although investment in pharmaceutical research and

development (R&ED) has increased substantially in this time, the lack of a corresponding

increase in the output in terms of new drugs being approved indicates that therapeutic

innovation has become more challenging... we examine the decline of R&D productivity
in the past two decades...

nature
REVIEWS

/ﬂ F. Pammolli, L. Magazzini, M. Riccaboni, Nature Rev Drug Discov 2011, 10, 428.
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transferéncia onhecimento
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publicagdes

Universidade

propriedade

e Novos arranjos intelectual

Empresa

e Rede de pesquisa
e Scale-up

Inovacgao

Parcerias publico-privado inovadoras ...
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