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Salmonella typhimurium
(pink bacilli) on the surface

of a mouse intestinal
epithelium

Given that expert laboratories serve as microbiological
observatories for communicable diseases, 21 National
Reference Centers (CNRs) and two associated
laboratories, supported by Institut Pasteur research
units, have been accredited by the Ministry of Health, on
a proposal from the French Institute for Public Health
Surveillance (InVS), for six years (2006-2011 period).
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@ National Reference
Centers and WHO
Collaborating Centers

Seven of these 21 National Reference Centers (CNRs)
are also WHO Collaborating Centers (WHOCCs), and
one CNR/WHOCC has been designated as a reference
laboratory for the OIE (World Organization for Animal
Health). They play a role similar to that of CNRs but at
international level.

The CNRs and WHOCCs draw on the scientific
environment of their host units and the various support
structures, particularly the Genotyping of Pathogens
and Public Health Platform (PF8) and the Laboratory
for Urgent Response to Biological Threats (CIBU), to
develop tools and perform research in connection with
their given missions.

NATIONAL REFERENCE CENTER FOR ARBOVIRUSES

The National Reference Center and its associated
laboratory at IRBA Marseille are involved in surveillance
systems for dengue and chikungunya, two notifiable
diseases, carrying out first-line diagnosis for all
suspicious cases identified. This mission gave rise to a
huge volume of activity in 2010 following the dengue
epidemic outbreak in the French departments of the
Americas. The possibility of an outbreak of these two
diseases in mainland France became a reality in August-
September 2010 with the identification of the first cases
on the mainland. These two arboviruses are currently
being closely monitored by health authorities at European
and national level as the departments in south-east
France have been infested by the mosquito vector since
2004.

The Genotyping of Pathogens and Public Health
Platform (PF8) performed more than 100,000 analyses
of sequences for its recipient laboratories (CNRs,
WHOCCs, CIBU) in 2010. It offered particular support to
the Arboviruses CNR (Institut Pasteur and Pharo) for
the emergency analysis of autochthonous arboviruses

(chikungunya and dengue) in mainland France. A
“second-generation” HiSeq 2000 sequencing system
has been installed at the Pasteur Genopole. This
equipment is used to characterize emerging pathogens
in cooperation with the CNRs and hospital laboratories.

NATIONAL REFERENCE CENTER
FOR PERTUSSIS AND OTHER BORDETELLA

This National Reference Center pursued its research on
the evolution of species of the Bordetella genus following
the replacement of the whole-cell pertussis vaccine
with an acellular vaccine that contains only a few
detoxified proteins of Bordetella pertussis, the primary
agent of pertussis, or whooping cough. The hypothesis
that, given sufficiently high vaccine coverage of the
population, immunity induced by this new type of vaccine
could lead to an increase in the circulation of B. pertussis
isolates that do not express one of the vaccine antigens
seems to be playing out. In recent years, the proportion
of such isolates has increased regularly. However, the
data obtained by the Molecular Prevention and Therapy
of Human Diseases Unit indicates that these different
isolates seem to remain sensitive to vaccine-induced
immunity. Moreover, an increase in B. parapertussis
isolates not expressing a vaccine antigen has also been
noted, an unexpected observation given the antigenic
differences in the proteins expressed by the two bacteria.
This data demonstrates the importance of monitoring
microbial species targeted by vaccination and closely-
related species that can be modified depending on the
immunity of the population.

NATIONAL REFERENCE CENTER FOR

This CNR was able to sound the alert and take part in
the investigation into two national epidemics in 2010.
The first, caused by consumption of raw milk cheese,
was due to Salmonella Typhimurium, which is ultra-
resistant to antibiotics. An equine reservoir was
identified (in cooperation with ANSES, the French
Agency for Food, Environmental and Occupational
Health and Safety). The second epidemic, caused by
consumption of dried pork sausage, was due to a
monophasic variant of Typhimurium. The CNR was also
involved in investigating three collective foodborne
infections (including one in Poitiers with more than
750 cases caused by consumption of beef in schools).
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In 2010, the results of the national survey into cases of
human salmonellosis in France, conducted with
AFSSAPS (the French Health Products Safety Agency)
and InVS, enabled scientists to pinpoint at 15,665 the
number of isolated strains in France in 2008.
Consequently, the level of overall completeness of the
CNR was evaluated at 66% of the isolated strains in
France. Serotyping remains a specialized technique
given that only 3.4% of the laboratories in France are
able to perform it completely. The CNR has introduced
the routine, real-time application of a new method for
subtyping S. Typhimurium and its variants, CRISPOL, a
method it developed and patented (in parallel with
ANSES, whose technology was transferred, TRP 2010).
The CNR was twinned with CERMES in Niger with the
aim of creating surveillance networks and increasing
their laboratory capacity.

NATIONAL REFERENCE CENTER
FOR RESISTANCE TO ANTIBIOTICS

The main activity of this National Reference Center in
2010 was to characterize the mechanisms of resistance
to R-lactams in Enterobacteriaceae, particularly in
Klebsiella pneumoniae and Acinetobacter baumannii. The
National Reference Center received a total of 145 strains
from various hospitals and laboratories from towns in

mainland France and overseas. The year 2010 was
marked by a significant increase in consulting and
expertise for isolates from systematic screening and
from infections exhibiting antibiotic resistance, including
resistance to carbapenems. It is often difficult for
hospital-based and private medical biology laboratories
to detect such resistance, so they often make use of the
services provided by the CNR. In this context, an
improvement in biologists’ awareness of the health risk
represented by carbapenemase-producing bacterial
strains is required. Moreover, the circular issued by the
French General Directorate of Health (DGS) on December
6, 2010, regarding the implementation of measures to
monitor imported cases of carbapenemase-producing
Enterobacteriaceae, led to greater involvement of the
CNR in the analysis of these strains.

NATIONAL REFERENCE CENTER
FOR TOXIGENIC CORYNEBACTERIUM

This year, the National Reference Center was involved in
the development of a new molecular typing technique for
isolates from the species Corynebacterium diphtheriae,
the diphtheria agent. The most widely recognized
technique had previously been ribotyping, a precise
technique but one that is highly subjective as to its
interpretation. This new technique involves sequencing of
seven conserved genes and comparing them. This
method, which has recently been published, is
reproducible and its results can very easily be exchanged
between laboratories across the world without any risk of
error. The National Reference Center is looking to develop
this technique to analyze isolates of C. ulcerans, another
species that can cause diphtheria, transmitted by pets.
This bacterium needs to be monitored as several cases of
infection have been recorded in recent years in France.
These infections are due to C. ulcerans isolates carrying
the tox gene, the gene encoding the diphtheria toxin. On
the contrary, the C. diphtheriae isolates currently collected
by the National Reference Center in mainland France are
mostly isolates that do not carry this gene.

Research is a constant gift.

Marie Thibonnier — Researcher

INSTITUT PASTEUR == ANNUAL REPORT 2010

@ Clinical research

and the Medical Center

The year 2010 was particularly marked by:

= the conclusion of large-scale contracts that will
enable vaccine development projects and a gene
therapy project to progress to phase | clinical trials
beginning in 2012-2013;

= the growing interest of several teams on the campus
and within the Institut Pasteur International Network in
the ethical questions associated with research on
human beings in the light of the requirements for
publications and international funding;

* the development of the PATHODISC program in
cooperation with teams from the Institut Pasteur and
the Paris Public Hospital Network (AP-HP).

| — WIDE-RANGING AND ETHICAL CLINICAL RESEARCH

In 2010, the Clinical Research Committee examined the
regulatory, legal and ethical compliance of 35 research
projects on human beings or healthcare products. The
Institut Pasteur was the promoter/legal sponsor of 49%

of these projects. This growing role as institutional
promoter demonstrates the Institut Pasteur’s desire to
commit to translational and clinical research and to
accept the responsibilities associated with this type of
research as regards the human subjects involved.

The Institutional Review Board (IRB) reviews all the
projects submitted to it by scientists seeking ethical
information or an official opinion in order to access US
federal funding.

The year 2010 saw considerable progress made on
several large-scale projects:

e the project on Mag Tn3, a breast cancer vaccine
candidate; the preclinical development phases of this
candidate in laboratory conditions have enabled it to be
adapted to industrial-scale production;

» the RMV-HIV project, launch of phase | with the first
administration to humans of an HIV vaccine candidate;
« the Anthrax project, with the entry into preclinical
operational phase of a vaccine candidate against
anthrax in partnership with the DGA (the French
defense procurement agency);

= the Sanfilippo B project: the development of a gene
therapy project focusing on a rare lysosomal disease,
Sanfilippo B syndrome, with the production launch of
the vector of interest in partnership with the AFM (the
French Muscular Dystrophy Association).

The Clinical Research Center (PIRC) also helped bring
to maturity two European anti-infective therapy
projects, against shigellosis (STOPENTERICS) and
influenza (ANTIFLU).

For the second consecutive year, the “Research on
Human Beings and Applied Ethics” program was used
to train researchers in the regulations for research on
human beings. Targeted educational measures have
been implemented to train PhD students and
researchers in ethics.
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2 052 consultations for rabies
7

Medical Center

=

'| 5 4 4 3 consultations for infectious
7 and tropical diseases and fravel medicine

The Clinical Research Center Workshops, a new series
of six annual training and information sessions, are
designed to help scientists improve their understanding
of the regulations supporting the development of
clinical research protocols and to meet the growing
demands that govern the submission of publications
and access to national and international funding.

C — The PATHODISC (PaTHOgen DISCovery) program

This program, supported by a medical committee,
focuses on the identification of pathogens using very
high-throughput sequencing and complementary
methods. It relies on the complementary nature of the
various units and platforms at the Institut Pasteur. The
program studies infectious syndromes of unknown
etiology in France (such as those recorded in
immunodeficient children, joint research with Necker
Hospital, funding from the National Research Agency
(ANR)) and in Asia (cooperation between the Instituts
Pasteur in Cambodia and Shanghai), and also tumoral
diseases thought to be of infectious origin.

D - Quality strategy

In its efforts to successfully carry out its tasks directly
involving human beings (clinical research and
healthcare activities), the Medical Department has
adopted a number of measures to improve the
reliability of its interventions and to meet national and

55 , O ] 4 vaccinations

international standards relating to best clinical
practices:

= the Clinical Research Center has updated the “standard
operative procedures” in the field of biomedical research
with or without healthcare products;

* the “quality assurance” strategy at the ICAReB
platform was pursued following its certification in 2009
(standard NFS 96-900);

= non-opposition procedures were introduced for the
secondary use of human biological samples by Institut
Pasteur teams;

= the Institut Pasteur Medical Center implemented a
certification procedure on the basis of the guidelines of
the French Health Authority (HAS) and under the aegis
of AFNOR.

Il — THE INSTITUT PASTEUR MEDICAL CENTER

The Institut Pasteur Medical Center offers access to
various types of healthcare, including vaccinations and
consultations for rabies, infectious and tropical
diseases, travel medicine, and allergology.

Infectious and tropical diseases, travel medicine

Aswell asvaccinations and advice to travelers, particularly
for fragile patients (i.e. those with HIV or organ
transplants), and the treatment of imported diseases on
their return, a major part of the Medical Center’s activities
is dedicated to HIV infection, infectious diseases such as

The desire to understand, the joy of sharing,

the hope of improving our future.

Patrick Trieu-Cuot — Unit and Department Head

Medical Center

Lyme disease, treatment for rabies, and dermatology,
particularly through the treatment of hidradenitis
suppurativa (over 320 patients being treated). Some of
these diseases are monitored in cooperation with Necker-
Enfants Malades University Hospital.

Allergies

The rate of general allergy consultations for adults is
the highest in France, with some 8,000 patients analyzed
each year. The largest national cohort is also treated for
hereditary angioedema.

Clinical research

Clinical research is directly linked to the Center’s
medical focus areas: cohorts and therapeutic studies
on HIV infection; the physiopathology of hidradenitis
suppurativa (in cooperation with Necker Hospital and
the ICAReB platform); vaccinology (interaction of the
yellow fever and measles vaccines in children);
treatment of imported malaria; the physiopathology of
post-infectious anosmia.

7 5 89 consultations
y; for allergies

III - CLINICAL INVESTIGATION AND ACCESS
TO BIOLOGICAL RESOURCES PLATFORM

The Clinical Investigation and Access to Biological
Resources platform (ICAReB) has continued to step up
its cooperation with the research teams in 2010:

= over 20 research teams using the platform (10 in
2007);

= participation in two transversal research programs
(TRPs) — PATHODISC and anosmia-dysgueusia — and in
a hospital clinical research program on listeriosis;

= 900 samples distributed for the DIAGMICOLL project
(new methods for diagnosing infectious diseases) as
against 400 in 2009;

e continued management of the WHO biobank on
trypanosomiasis;

= establishment of a new CoSImmGen cohort
(immunogenetic study of healthy subjects).

This platform has also launched a research initiative on
bioresources (optimization of the preparation and
preservation methods for biological samples/IBiSA
project).

I}; "
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BUSINESS
DEVELOPMENT

The scientfific results of the Institut Pasteur’s research lead to the filing of
patent applications and the creation of partnerships that give rise to
industrial developments. These activities are not only vital for the transfer
of research carried out by the Institut Pasteur’s researchers but also
contribute as much as €40 M to its annual budget.

.. 200 industrial contracts, including
70 license agreements
.. 55 invention disclosures
.0 -I 2 priority patents
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The Research Applications and Industrial Relations
Department (DARRI) was set up for the protection and
transfer of the Institut Pasteur’s scientific discoveries. Its
strength lies in the complementary nature of Pasteurian
expertise, and it creates an effective link between the
worlds of research and industry. Strengthening the
partnerships between these two communities, both
major players in the pursuit of progress, serves the
needs of public health and patients — a concept close to
Louis Pasteur’s heart and a core objective that generates
revenue which is in turn reinvested in the campus. The
DARRI is therefore constantly striving to identify the
needs of the scientific community so that it is well-
positioned to meet its expectations in terms of technology
transfer and business development.

SERVING THE INTERESTS OF THE SCIENTIFIC
COMMUNITY THROUGH PARTNERSHIPS WITH
INDUSTRY

The main missions of the DARRI consist of transferring
innovation and technologies resulting from Institut
Pasteur’s research activities by establishing commercial
licenses and by developing partnerships with industry.
This implies the prior processes of identification and
protection of the inventive activities in the Institut
Pasteur.

In 2010, the DARRI managed 200 industrial contracts,
including 70 license agreements, representing a 25%
increase compared with 2009. These contracts were
mostly related to diagnostics. The contracts signed in
2010 included 23 research and development or
expertise agreements and 36 biological material
agreements.

OPTIMIZING A WEALTH OF INTELLECTUAL PROPERTY

The DARRI’s business development strategy aims at
raising the number of patents offering real potential for
industrial development, in order to increase the
royalties collected by the Institut Pasteur.

In 2010, 55 invention disclosures were submitted, 12
priority patents were filed, 24 extensions were decided,
86 patents were issued, and 45 deposits of biological
material were made. It should also be noted that 58
patents were surrendered during this year, enabling
the portfolio to be optimized. At the end of 2010, the
Institut Pasteur owned a portfolio of 3,609 active
patents.

MORE COMPANY START-UPS

In 2010, Pasteur BioTop celebrated its tenth anniversary.
Since its creation, the Institut Pasteur business
incubator has nurtured 22 new companies, 17 of which
are still operating. The year 2010 saw a significant
increase compared with previous years with the setting
up of four new companies: Affilogic, Axenis, Invectys,
and Vaxitech. 2010 also marked the first year of activity
of Kurma Biofund, a venture capital fund whose aim is
to bring to maturity the scientific work carried out by
the research units: the start-up Pathoquest was set up

within this framework. A total of six young companies
were created in 2010; they will follow in the footsteps of
previous start-ups by generating economic value and
jobs.

STRENGTHENING RESEARCH PARTNERSHIPS

For the Pasteur Infectious Diseases Carnot institute
(Pasteur MI), 2010 was a year of assessment marked by
a request for renewal. Each of the 33 Carnot institutes
submitted a report to the French National Research
Agency (ANR) detailing their activities over the past four
years since their setting up. Pasteur Ml was able to
submit very positive results, having achieved 92% of its
objectives. On the basis of 12 indicators of progress, the
objectives were exceeded for four indicators and
achieved for seven. During this period, research
partnerships increased by an average of 72% each year.
Pasteur MI is currently preparing its application to
renew its Carnot label, to be submitted in early 2011. In
2010, the Carnot programs carried on, with three new
programs launched in the fields of imaging,
neuroprotective viral peptides and high-content
screening.

Alongside these Carnot programs, the Institut Pasteur
is pursuing promising programs aiming at bringing
innovations to maturity over periods from one to two
years, in areas as wide-ranging as zebrafish screening,
innovation in the treatment of autoimmune diseases,
antivirals, and original DNA polymerases...

(o 45 deposifs of biclogical material

.' 24 extension decisions
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TEACHING

The theoretical and practical courses offered at the Institut Pasteur
Teaching Center are organized and tfaught by French and international
scientists from the Institut Pasteur as well as other scientific organizations.
Meeting the needs of biologists and healthcare professionals is important,
which is why the Institut Pasteur is constantly developing and updating
the content of its courses and fraining programs.

.’ 500 students
[ ) 250 PhD students
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In 1889 the Institut Pasteur offered the world’s first
microbiology course, “Technical Microbiology”, and has
made teaching a priority ever since. Today the Institut
Pasteur is truly a higher education hotspot. In 2010, 500
students took courses at the Teaching Center, 40
students completed their Masters internships, and 250
PhD students conducted research projects in Institut
Pasteur laboratories.

.O 40 Masters students
.t 25 courses

A DEDICATED ENVIRONMENT AND VARIED
COURSE SELECTION

The Teaching Center, based at the former Pasteur
hospital, offers both practical biology and theory
courses. These courses are separated into three main
areas of study: Epidemiology and Public Health,
Mechanisms of Living Organisms, and Biology of
Microorganisms. They cover a wide range of topics
including microbiology, genomics, immunology,
vaccinology, neuroscience, epidemiology, cell biology,
and topics related to public health. They are aimed at
current students, graduates from French and foreign
universities, university teaching hospitals, and French
grandes écoles, as well as working professionals —
scientists, doctors and veterinarians — wishing to
supplement their training. Twenty-five courses were
offered during the 2009-2010 academic year.

Many of these courses can be counted as part of a
Masters degree program, either as second year
teaching units for the Masters offered at Paris
Descartes, Pierre and Marie Curie, Paris Diderot, Paris-
Sud 11, and Versailles-Saint-Quentin universities, or as
part of the specialized Masters in Public Health run by
the Pasteur-CNAM School of Public Health. Outside
these university programs, they can be taken as part of
degree programs from partner universities. Most
courses can also be taken by PhD students as part of
their doctoral studies.

TEACHING STUDENTS FROM AROUND
THE WORLD

The Teaching Center welcomes students, scientists,
doctors, pharmacists, engineers, and veterinarians
from all over the world. In 2010, 144 international
students represented 48 nationalities. Courses are
generally taught in French, but with the growing
number of foreign students and lecturers the Institut
Pasteur is adopting a more international approach.
Certain courses are taught alternately in French and
English from one year to the next and an increasing
number are taught exclusively in English.

The year 2010 also welcomed the second class of
doctoral students for the Pasteur-Paris University
International Doctoral Program. This program, which
involves agreements with Paris Descartes, Pierre and
Marie Curie, and Paris Diderot universities, is open to
students who have completed studies at a foreign
university. It is a three-year program leading to a PhD.
The “Jacques Monod” class of 2010 includes six
students from Germany, the United Kingdom, the
United States, India, and Taiwan.

The specialized Masters in Public Health, recognized by
the French Conférence des Grandes Ecoles, is run in
partnership with the French National Conservatory of
Arts and Trades (CNAM) at the Pasteur-CNAM School
of Public Health. After six months of theoretical
training, students must complete a six- to eight-month
internship. In 2010, all 13 students from the second
class completed their oral defense, nine with
specializations in “Infectious Risks”. These students
addressed subjects such as malaria in Senegal,
hepatitis C in Egypt, acute encephalitis in Cambodia,
chikungunya in Madagascar, and research priorities for
infectious diseases in Laos.
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INTERNATIONAL

The Institut Pasteur has established an effective cooperation network that
serves human development and health. This Institut Pasteur International
Network, spread over every continent involving 32 institutes, has developed
various partnerships with international research teams on scientific and

medical issues.

.. 67 grants from the Infernatfional Division

(28 study grants and 39 internship grants)

.. 8 Infernational Network grants

(9 PhD grants and 4 conference grants)

The Institut Pasteur’s excellent relations with the
research community have enabled it to develop a number
of international partnerships on scientific and medical
topics. This approach has led to the signing of partnership
agreements with the Centers for Disease Control and
Prevention (CDC) in the United States, the Wellcome
Trustin the United Kingdom and several other institutions
across the world. Each year, around half of the Institut
Pasteur’s scientific publications are the result of joint
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international efforts. With its worldwide presence
through the Institut Pasteur International Network
(RIIP), the Institut Pasteur is a major strategic partner of
the World Health Organization (WHO) in the area of
infectious diseases. In addition to the seven WHO
Collaborating Centers (WHOCCs) in Paris, the
International Network hosts 11 WHOCCs and over 30
National Reference Centers recognized by the WHO.
Born out of Louis Pasteur’s desire to fight infectious
diseases, the International Network is a partnership of
research and public health institutes with a presence
on all continents. These institutes are mainly
independent institutions rooted in their national
contexts. The sustainability of these institutes is
guaranteed by the training of local researchers.

.' '| grants co-funded with the
Pierre Ledoux-International Youth Foundation

The activities of the International Network cover the three
central Pasteurian priorities — scientific research, public
health and teaching — with a particular focus on infectious
and emerging diseases, resistance to anti-infectious
treatments, neglected diseases and research for new
vaccines and treatments. For each of these areas, the
institutes in the International Network are recognized as
key partners by the Health Ministries in France and
abroad, the WHO, leading national and international
research institutions and public health organizations.

INTERNATIONAL AGREEMENTS

* In 2010, all the institutes from the Institut Pasteur
International Network signed a new partnership
agreement that confirms their commitment to the
International Network.

= In April, the IRD (Development Research Institute) and
the Institut Pasteur signed a partnership agreement to
develop joint research projects. The first joint research
team Institut Pasteur-IRD, named “Young Team
Associated with the IRD”, was set up at the Pasteur
Centre in Cameroon for research on Buruli ulcer.

e The Institut Pasteur of Shanghai signed two new
partnership agreements to fight against infectious
diseases: the first for a research partnership with the
Children’s Hospital of Fudan University focusing on hand,
foot and mouth disease, the second most deadly infectious
disease in China in 2010; the second with the Institute for
Glycomics at Griffith University, Australia, to strengthen
cooperation in the research and development of new
therapies and to consolidate the institutes’ expertise in
research into anti-infective and antiviral agents.

EVENTS

= Roselyne Bachelot, French Minister for Health and
Sports, and Valérie Pécresse, French Minister for
Higher Education and Research, visited the Institut
Pasteur of Shanghai respectively in May and July 2010.
Yves Jégo, French State Secretary for Overseas Affairs,
held a meeting for the Directors of French Guiana-
based research bodies in April 2010 at the Institut
Pasteur in French Guiana.

.o -l OAmsud-Pos’reur grants

= To mark the Year of France in Russia and the Year of
Russia in France in 2010, the international conference
on ‘Scientific research and monitoring of infectious
diseases’ was organized by the Institut Pasteur in Saint
Petersburg in May 2010.

= The RIIP Annual Scientific Meeting was organized by the
HKU-Pasteur Research Centre at the campus of the
University of Hong Kong's Faculty of Medicine in November
2010. The Council of the Directors of the RIIP was held on
November 24-25 in the presence of the partners.

« To mark its 70th anniversary, the Institut Pasteur in
French Guiana opened its doors to the public in
December 2010.

= In December 2010, the Institut Pasteur in Madagascar
hosted the closing meeting of the project aimed at “Building
and strengthening core capacity for influenza preparedness
and response”, led jointly by the Institut Pasteur, the Institut
Pasteur International Network, and the United States
Department of Health and Human Services (HHS).

COMMUNICATIONS

« The online bibliographic archive HAL-RIIP, which also
serves as a platform for the online submission of
scientific publications from the International Network,
has been operational since June 2009, and a new website,
www.pasteur-international.org, has been launched.

EXAMPLES OF PROJECTS DEVELOPED BY
THE INTERNATIONAL NETWORK

= The US Department of Health and the Institut Pasteur
have signed a cooperation agreement for support,
training, and capacity building in connection with
influenza monitoring in Southeast Asia and Africa.

= The French Development Agency is funding the
regional SISEA project (Surveillance and Investigation
of Epidemic Situations in Southeast Asia).

= The Total Foundation is funding projects on infant
diarrhea in Madagascar and Central African Republic.
= A program focusing on bacterial meningitis in Africa
and a program on influenza in Asia and Africa are being
supported respectively by the French Ministry of Foreign
Affairs and the French Ministry of Health.

International teaching

Each year, more than 100 scientists from the Institut Pasteur International Network supplement their
training with courses or internships in Paris. In 2010, 18 courses and workshops funded by the

International Network were taught in nine countries — two in Africa, four in Asia, five in Latin America,
two in Europe, and five in North Africa. Four courses and workshops were also taught in the
framework of the Amsud-Pasteur partnership.
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@ human resources

Skills development, “plan seniors” policy for older staff members, stress prevention,
and e-learning are the themes that the Human Resources Department’s teams
have been particularly focusing on this year.

2 4 3 4 STOff Institut Pasteur workforce as of December 31,2010
7/

-| 854 Institut Pasteur employees (81% on permanent contracts)
/

68

LABOR RELATIONS

Labor relations in 2010 began with the implementation
of staff representative bodies, which for the first time
were renewed within the framework of the new trade
union representation law. The merger of two trade
unions (one trade specific, one general) following new
legislation has affected, in a small but noticeable way,
the Institut Pasteur’s trade union dynamics. Following
the aforementioned renewal, the five trade unions now
present on campus all exceeded the minimum 10% of
votes required for representation.

Although the annual negotiations for 2010 ended in
disagreement, given an uncertain budgetary context
which made it difficult to enter into any long-term
commitments, other negotiations were brought to a
successful conclusion. These included the negotiations
for a “method agreement” (accord de méthode] on the
prevention of psychosocial risks, signed unanimously
and which provides for the establishment of a working
group composed of members of trade unions, the
CHSCT (Committee for Health, Safety, and Working
Conditions), the Workplace Health, Hygiene and Safety
Department, and the Human Resources Department,
tasked with making proposals for action in this field.
The annual negotiations for 2011, organized at the end
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of the year, were also successful and included provisions
for several pay-related measures for the coming year
and a one-time bonus for all staff in recognition of the
work achieved in 2010.

The year 2010 also saw the implementation of the “plan
seniors” policy for older staff members at the Institut
Pasteur, providing a series of measures in support,
anticipation and preparation for retirement, in
conjunction with the goal of keeping workers in
employment. The agreement on telecommuting also
came into force on an experimental basis in sectors
that mainly use computer resources. After a one year
trial period, 15 employees out of 80 who were eligible to
opt for this arrangement chose to do so.

Finally, in the area of welfare/medical expenses, the
Institut Pasteur agreed to re-examine the question of
contract funding in order to standardize and streamline
regulations concerning managerial and non-
managerial staff contributions. A statement of
conclusions signed by four out of five trade unions
finalized this decision and resulted in a working group
that met regularly in 2010.

ORGANIZATION

The year was also marked by the reorganization of several
supporting units with the aim of optimizing their
operational efficiency for the use of the laboratories.
These changes, which did not affect staff numbers,
targeted the purchasing, logistics, building works,
scientific equipment, and IT resources sectors. For the IT
resources sector, an Information Systems Department,
serving as an umbrella structure for all the IT activities on
the campus, was set up.

Particular efforts were also made in terms of training to
support the professional development of staff members
concerned by these structural reorganizations. Within the
Human Resources Department, efforts particularly
focused on welcoming, informing, and managing young
researchers. A targeted communication strategy was
carried out on internal procedures, steps to be taken, and
key information. The Human Resources Department also
strengthened the team responsible for welcoming young
researchers and stepped up its relations with international
funding bodies to ensure that each researcher’s case can
be properly dealt with on an individual basis.

EMPLOYMENT, CAREERS AND SKILLS MANAGEMENT

Several aspects of skills development were investigated
in 2010, including the material used for the annual
appraisal system, which has been redesigned to focus
more on past and future achievements in conjunction
with skills acquired or to be improved. A major study
was also launched on preparation laboratories with
the aim of being ready for future developments in
this sector as a result of new requirements (health
and safety, quality, ergonomics, etc.) and future
organizations.

In the area of training, 2010 also saw the launch of the
first e-learning training modules on chemical risk
prevention. Devised in cooperation with an external
organization, this new training approach will facilitate
compliance with all the regulatory requirements in this
particularly complex field. The course is available to all
employees from their desktop and is available in French
or English. A record is kept of training modules
completed, making it easier to keep up with compulsory
refresher training, every three or five years depending
on the particular risks. This training course was an
instant hit, with 846 training programs successfully
completed during the year. Other modules are already
being planned in the areas of general risks, biological
risks, and radiation protection.

RECRUITMENT

The policy to control workforce numbers launched in
2009 was pursued in 2010. This policy, based on the fact
that many Pasteurians are nearing retirement age,

08 employees from research and higher

education organizations

7 2 inferns

stipulates that departing employees are not
systematically replaced. With this policy, the Institut
Pasteur’s workforce can remain generally stable at
around 1,900 employees (monthly average across the
year), owing to the arrival of a large number of young
PhD students and post-doctoral researchers on fixed-
term contracts. The main bases for these contracts,
specific to the research sector, are research training
grants, the hosting of researchers underaninternational
agreement, or the hosting of foreign researchers.

= - N
e A ' e
ﬁ.«ﬁ
) 4
| ! k

53 3% of managerial posts and 7 -l % of fechnician, supervisor
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@ financing structure
Current income in 2010 €250 4 M

€99.5 M

Revenue from
own activities

45.1%"

€395 M

Research
contracts

€228 M

Sales and
services

€37.2M

Industrial
royalties

1 lties ( 37.2Mand

1 me) are essential for

t steur. They are a direct
re: esearch carried out on
campus. The increase this year is a
result of the resolution of litigation
cases with companies regarding HIV-1
and HIV-2 licenses. These
negotiations, which took place during

2010, had a major impact on accounts.

Sales and services [ 22.8 M)
comprise activities linked to business
development (expert assessments,
advice for industry, etc.), public health
activities carried out at the Medical
Center, and the provision of services,
particularly to institutes in the
International Network. This income
remains stable.

Research contracts ( 39.5 M) are
stable, both public contracts and
European and foreign funding. The
number of major programs aimed at
institutes in the International Network
has fallen slightly this year.

€60.2M

Fundraising and
patrimony incomes

27.3%"

€18.1 M

Donations

€15M

Apprenticeship
tax

€23.8 M

Legacies

€16.8 M

Patrimony
incomes
Pal mes( 16.8 M)
inc financial revenue, rent
frol operty and agricultural

revenue from estates registered
among the Institut Pasteur’s assets.

Fundraising ( 43.4 M) includes all
donations and legacies, and
apprenticeship tax. Donations
continued their upward trend in 2010,
reaching €18.1 M, compared with
€16.4 M in 2009. The overall total
collected, including donations stated
as operating income, non-recurring
income, and equipment grants, has
stabilized, reaching €19.7 M in 2010 as
against €19.8 M in 2009. Legacies, as
regards the share allocated to current
revenue, are stable compared with
2009. The sums recorded as resources
correspond to completed legacies, the
majority of which were bequeathed in
previous years.

€60.9M

Government
contributions

27.6%Y

€5.8 M
French Institute
for Public Health
Surveillance (InVS)

€55.1 M

French Ministry
of Research

tly made up of the
French Ministry of
h totaled 55.1Min
2010, up by €3 M from 2009.

They also include the annual grant
from the French Institute for Public
Health Surveillance [ 5.8 M), which
covers some of the costs of the
activities carried out by the National
Reference Centers.

€298 M

Non-allocated

€29.8 M

Carry-over
income

Thi -over of unused income
from previous years and recovery
of provisions.

(1] Percentages calculated excluding carry-over of unused income from previous years and recovery of provisions.
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@ donations and legacies

The generosity of individuals and companies, as demonstrated through
donations, legacies, and sponsorship, has always been one of the pillars of
the Institut Pasteur’s budget, and most importantly has guaranteed its
independence. The year 2010 saw a real boost in this generosity as a result of

@ financial situation

In 2010, the current-account surplus totaled €0.8 M. This can be broken down
into operating deficit (€10 M), structurally loss-making, and financial surplus
(€10.8 M), mostly comprising income from long-term investments.

72

CURRENT OPERATIONS

Current revenue increased by 8% on average in relation
to 2009, with contrasting developments for various
items. Government grants, revenue from own activities,
and income from fundraising increased, while
patrimony incomes fell. The operating result,
structurally loss-making, demonstrates that the
balance of the Institut Pasteur’s operating result is
linked with the optimization of movable and immovable
assets management. In a difficult global economic
climate, our competitiveness is also reliant on
government support.

Current expenditure also rose by 8.2% compared with
2009, with an increase in total operating expenditure.

NON-RECURRING OPERATIONS

The surplus in non-recurring operations, composed
partly of legacies and income from the management of
long-term investments, stands at €34.3 M and
structurally comprises the largest share of the annual
net surplus.

As laid down in the articles of association, the share of
each gift (donation or legacy) under €300,000 is
recorded in the accounts as current income. The share
which exceeds this amount is reported as non-recurring
income (apart from the amount transferred to operating
income in accordance with article 19 of the articles of
association (€4 million in 2010)). In 2010, the total
recorded in the accounts as non-recurring income was
€12.2 M (compared with €16.6 M in 2009). In total,
legacies recorded in the accounts in 2010 as both
current income and non-recurring income amounted to
€35.9 M, compared with €40.5 M in 2009.

The overall situation of the global financial markets
meant that, for the second year running, net non-
recurring income could be recorded in the long-term
investment portfolio (€21.5 M). The Institut Pasteur’s
assets are managed by several specialist financial
institutions on the basis of management agreements.
The long-term allocation of assets corresponds to a
balance between shares and bonds. The performance
of the portfolio stands at 5.4% in 2010 against a
benchmark of 3.7%.
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specific fundraising measures.

DONATIONS

Upward trend confirmed with greater funding

With €21.14 M collected in 2010 (donations and
apprenticeship tax), the upward trend that began in 2006
is continuing. Specific campaigns aimed at individuals
subject to the solidarity tax on wealth (ISF) raised more
than €1 M through the provisions of the law in favor of
labor, employment, and purchasing power (TEPA), and
the apprenticeship tax paid by companies to the Institut
Pasteur Teaching Center reached a record high this year
(€1.48 M). Fundraising was also stepped up for the
building of the new Integrative Biology of Emerging
Diseases Center. Highlights of 2010 included the
Business Gift program launched by BNP Paribas
Corporate and Investment Banking; several research
teams in around twenty countries and at the Institut
Pasteur enjoyed the benefits of this scheme in 2010.

Attracting new donors

In recent years we have seen a new generation of
donors seeking to invest in a cause to give a sense of
purpose to their professional success. They look for a
certain level of excellence when selecting and assessing
programs to invest in. To provide a suitable framework
to meet the requirements of these sponsors, a space
for specialist expertise and dialog between the Institut
Pasteur and potential sponsors was set up in 2010.
Known as Campus Philanthropes, this new service
adopts a fully personalized approach, with the aim of
putting together a custom project in line with the
priorities and aims of each sponsor. A dedicated website
is available at www.campusphilanthropes.fr.

Welcoming the public:
from Pasteurdon to “Pasteur’ Spirit”

For the first time since the launch of Pasteurdon, last
October members of the general public were invited to
follow a discovery trail set up on the Institut Pasteur
campus and touring some twenty laboratories, scientific
workshops, stands and lectures. Delighted visitors
flocked to this event, organized with the help of volunteers

Exhibition by artist Fabrice
Hyber at the Institut Pasteur
in July 2010.

from the “AXA Atout Coeur” foundation. Other visitors
had already become acquainted with the Pasteurian
universe through the original, innovative approach of
artist Fabrice Hyber, whose exhibition “Pasteur’ Spirit”
was held on the Institut Pasteur campus in July 2010.

LEGACIES AND GIFTS

Legacies and gifts: a year of contrasts

The year 2010 was marked by a significant fall in new
legacies received, fewer than 100, confirming the slow-
down observed in this sector over the past three years.
Nevertheless, the total amount of legacies and gifts
given to the Board of Directors was slightly higher than
2009, reaching €29.1 M as opposed to €26.6 M in 2009
(arise of 9.2%).

The legacies bequeathed to the Institut Pasteur are
most often shared with other institutions which
therefore affects the calculated average volume.

The institute did receive an exceptional legacy of almost
€12 M, including various works of art, which will be
processed over the coming financial years.
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Donations and legacies

Development of fundraising in €M

(from top to bottom: Apprenticeship tax, Businesses, Individuals)

2007 2008

€1,208 K

€1,086 K
€7,501K €8,816 K
€9,216 K €9,047 K

2009 2010

€1,357K €1,487K
€8,300K €7,880K
€11,511K €11,775K

€17.8 M €19.0/ M

The amount received from life insurance policies once
again confirmed the importance of this major resource,
totaling almost €5 M. This resource, a recent source of
revenue for the Institut Pasteur, has developed
considerably in under a decade and is exempt from tax,
in the same way as legacies and gifts which are exempt
from transfer duties.

Quality strategy: certification on the horizon

The legacies and real estate assets management
department pursued its quality strategy, launched by
the Institut Pasteur general management some years
ago. This department now has a quality policy for the
management and processing of gifts and applies
specific operating rules according to a well-defined
process. It is also constantly aiming to improve the
department’s expertise and to assess the satisfaction of
its main partners, which particularly include notaries.
These efforts to ensure security and transparency were
rewarded with AFNOR certification in 2011.

A new communication strategy

Many people contact the legacies department each year
for information on how to give to the Institut Pasteur,
whether in the form of a legacy or a gift.
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These people require advice from the legal experts
working in this department, which specifically deals
with these questions relating to the transfer of
assets.

The information brochure containing technical
guidelines and above all practical and simple advice
has been completely remodeled to engage more
effectively with readers and make it as easy as possible
to make a legacy or gift to the Institut Pasteur.

A promotional campaign calling for legacies and gifts
has been launched in the mainstream and specialist
press to raise awareness of the continued importance
of the public generosity upon which the Institut
Pasteur was built.

The Institut Pasteur has also set up a think tank on
philanthropic trusts as a continuation of the first
conferences on the subject. This platform for
discussion and sharing ideas over the Internet,
organized around two groups of recognized experts
from a wide range of fields gathers together legal and
assets management professionals keen to deal with
the requests of their clients regarding the fiscal, civil,
and patrimonial aspects of giving. In 2010, the think
tank provided information on donations and tax
loopholes, posthumous gifts, and temporary transfer
of usufruct rights.

@& communications

and fundraising

In 2010, the Department of Communications and Fundraising emphasized
the Institut Pasteur’s position in the landscape of biomedical research, clarified
what the Institut Pasteur “brand” represents and improved conditions to

promote fundraising.

In 2010 the Department of Communications and
Fundraising consolidated its efforts among all sectors
of the public to raise awareness of the action and values
of the Institut Pasteur, to publicize its latest news and its
successes, to promote its humanist model (commitment,
scientific excellence and selflessness) and to further
emphasize its need for donations with the development
of Pasteurdon. The aim of improving the Institut
Pasteur’s visibility is particularly to encourage
fundraising, a vital activity which has its own specific
strategy. To this end, a corporate communications
campaign was launched in the first half of the year to
raise public awareness of the Institut Pasteur’s
missions. This campaign was based on core values and
principles: determination, dedication and action for the
sole purpose of furthering research.

PASTEURDON BECOMES A FIRM FIXTURE

Pasteurdon 2010 enjoyed the support of major French
companies and was organized in partnership with all
French digital terrestrial network channels, providing
major media impact. As well as the 12 digital terrestrial
channels that broadcast short programs free of charge,
France Inter radio station also offered its airwaves to
this fourth Pasteurdon. The Institut Pasteur opened its
doors to the public for the event over the weekend of
October 25, inviting people to come and meet its
scientists. This helped raise awareness among the
general public of science and biomedical research, and
of the need for donations. Several Institut Pasteur
employees were involved in the event, along with
volunteers from the “AXA Atout Coeur” foundation.

COMMITTED SPONSORS

Large numbers of partner companies and corporate
donors are continuing to support the Institut Pasteur, a
recognized leader in its areas of expertise. Alongside
loyal partners such as Danone and the Le Roch-Les
Mousquetaires Foundation, new sponsors have rallied

to the Institut Pasteur’s cause, including the Banque
Privée Européenne and the company Reckitt Benckiser.
The extension of the agreement with the Total
Foundation for a further five years has led to the
creation of the Francgoise Barré-Sinoussi Chair for HIV/
AIDS training and research and will serve to finance
research programs to fight infectious diseases and
public health initiatives, notably against sexually
transmitted diseases.
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Arnaud Ardoin (LCP-AN), Rebecca Fitoussi [NT1), Sonia Mabrouk [Public Sénat], Matthieu Delormeau (NRJ12], Alexandre Devoise (W$9), Cyril Hanouna (France 4J,

Communications and fundraising

A NEW SERVICE FOR MAJOR DONORS

The Institut Pasteur has developed a new service for
major donors known as Campus Philanthropes. This
initiative was launched in July 2010 at the opening of
artist Fabrice Hyber’s exhibition. The service offers
dedicated, customized support. Institut Pasteur
advisers help donors to devise the broad outlines and
stages of their investment projects. The donors are
fully involved in their programs, taking part in all the
key stages of project implementation and sharing in
the achievements and successes with the researchers
themselves. Each donor therefore receives customized
support that meets his or her needs and expectations,
and becomes an integral part of the team that he or
she has chosen to support.

DEVELOPING INTERNATIONAL SPONSORSHIP

As well as its foundation in the United States, based in
New York, in 2010 the Institut Pasteur also set up a
foundation under Swiss law, the Pasteur Foundation
Switzerland. It is composed of volunteer members and

aims to develop scientific partnerships and to raise
the funds needed to put them into action. Its
headquartersarein Geneva. In 2011, acommunications
and development strategy will be launched to raise
awareness of the aims and social objectives of the new
foundation. In June 2010, the Institut Pasteur also had
the honor of welcoming HSH Prince Albert of Monaco
to its headquarters with the aim of establishing a
long-term partnership between the Institut Pasteur
and the Principality of Monaco.

WEB-BASED SUPPORT FOR TARGETED COMMUNICATION

The Institut Pasteur makes use of the instant,
interactive, and free services offered by the Internet.
In 2010, Facebook and Twitter pages and a YouTube
channel were set up. The first Web-based fundraising
campaign took place during Pasteurdon, with a fun-
to-use application. Increasing numbers of donors are
choosing to give over the Internet. A user-friendly,
simple, and informative space has been set up for this
purpose at aiderpasteur.fr.

Research at the Institut Pasteur is about the thrill of

searching, the joy of finding, and the pleasure of sharing!

Tarek Msadek — Head of Laboratory
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BRINGING SCIENCE TO THE GENERAL PUBLIC

The Institut Pasteur continued to promote and explain
its research to the public. Of the 30 press releases
published this year, 20 focused on advances in
research. Several talks were also organized for the
general public in Paris and throughout France. The
“Mysteries of Science” and “Mr. Pasteur’s Way”
lectures, in particular, met with great success.

The Pasteur museum, which preserves the memory of
Louis Pasteur’s life and work in the apartment where
he lived for the last seven years of his life, helps
promote and raise awareness of Pasteurian history.
The museum received 9,600 visitors in 2010. The
cultural seminars on the theme “Mr. Pasteur’s Way”
were attended by 580 people, and 12 exhibitions were
provided via loans of collections in France and abroad.
The Pasteur museum is also popular among young
people. It hosted the prize-giving ceremony for the
“Science et Vie Junior” trophy for young inventors. The
ceremony not only gave budding scientists a chance to
demonstrate their inventions but was also an
opportunity for them to visit the museum and learn
about Pasteurian culture.

" .

Sandrine
Kiberlain, the face of
this year's Pasteurdon,
and 11 digital terrestrial TV
presenters agreed to be
part of a video supporting
Pasteurdon 2010.

@
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Sandrine Kiberlain, Laurence Boccolini [TMC), Audrey Pulvar (i-Télé), Ruth Elkrief (BFM TV), Adrienne de Malleray (Direct 8] and Joan Faggianelli (Gulli).
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My job contributes to HIV research efforts and helps BOPMRD QI DIRECIORS {1
improve the lives of men and women affected by this virus EXECUTIVE BOARD 82

in developing countries. SCIENTIFIC COUNCIL 83

Yoann Madec - Researcher



80

@ general organization
of the Institut Pasteur

BOARD OF
DIRECTORS

ETHICAL
VIGILANCE
COMMIITTEE

GENERAL
MANAGEMENT

ADMINISTRATION
DIVISION
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@ board of directors

Uo 1o July 2011

BOARD OF DIRECTORS BUREAU

Chairman
Francois Ailleret
Honorary President of EDF

Vice-Chairman

Alain Fischer

Pediatric Immunology and
Hematology Unit, Necker Enfants
Malades Hospital

Vice-Chairman

Bernard Guirkinger

Senior Executive Vice-President,
Suez Environnement

Treasurer

Guillaume Gaubert

Head of Department in the
Budget Division of the French
Ministry of the Budget, Public
Accounts, Civil Service,

and State Reform

OTHER MEMBERS OF THE BOARD OF DIRECTORS

Dominique Deville de Périére
SPFCO — B4, Directorate-General
of Research and Innovation,
French Ministry of Higher Education
and Research

Yves Farge

Chairman of the Works Committee,
National Academy of Technologies
of France

Alain Fuchs
President of the CNRS (French Natfional
Center for Scientific Research)

Antoine Gessain

Head of the Oncogenic Virus
Epidemiology and Pathophysiology
Unit, Insfitut Pasteur

Didier Houssin reploced by
Jean-Yves Grall (s of May 11, 2017)
Director-General for Health,
French Ministry of Latoor,
Employment and Health

Benoit Lesaffre

General Councill for the Environment
and Sustainable Development,
French Ministry of Ecology,
Sustainable Development,
Transport, and Housing

Jean-Bernard Levy
Chairman of the Board of Directors,
Vivendi

Daniel Louvard
Director of the Institut Curie
Research Division

Isabelle Pelletier-Doucement
Engineer in the Biclogy of Enteric
Viruses Provisional Unit,

Institut Pasteur

Secretary

Claude Leclerc

Head of the Immune

Regulation and Vaccinology Unit,
Institut Pasteur

Bureau member

Bruno Rémond

Chief Adviser fo the French
Government's Accounting Office

Christine Petit
Head of the Genetics & Physiclogy
of Hearing Unit, Insfitut Pasteur

Didier Sicard

Chairman of the IDS (Health Data
Institute) Committee of Experts,
former Head of Internal Medicine,
Cochin Hospital

André Syrota

Chairman and CEO of Inserm (French
National Insfitute for Health and
Medical Research)

Patricia Tortevoye

Engineer in the Oncogenic Virus
Epidemiology and Pathophysiology
Unit, Insfitut Pasteur

Lionel Zinsou
Chairman and Chief Executive
Officer, PAl Partners



@ cxecutive board @ scientific councll
of the Institut Pasteur June 201

ELECTED PASTEURIAN MEMBERS

Alain Israel Alice Dautry Muriel Delepierre Sylvain Coudon
Vice-President President Vice-President Assessment and Vice-President Communications
Scientific Assessrment Development for Researchers and Fundraising

APPOINTED PASTEURIAN MEMBERS

Lo 1

Armelle Delécluse Anthony Pugsley Valérie Gadaud Marie Glomet Christophe Mauriet

Vice-President Human Senior Vice-President Vice-President Vice-President Senior Vice-President

Resources responsible for Scientific Financial Affairs Legal Affairs responsible for Administration
Affairs

Jean Derégnaucourt Muriel Eliaszewicz
Vice-President Research Applications Vice-President
and Indusfrial Relations Mediical Affairs
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