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MISSION STATEMENT

Statens Serum Institut prevents and controls infectious diseases and congenital disorders. Our expertise includes:

® Monitoring, advising and teaching on the incidence, prevention and treatment of infectious diseases
and congenital disorders

m Specializing in the diagnosis of infectious, autoimmune, congenital and genetic diseases

B Ensuring the supply of vaccines, other biological products and diagnostic services through production
and procurement

B Preparedness against biological terrorism

m Research and development in the Institute’s areas of activity at an international level

Statens Serum Institut aims to ensure advanced control of infectious diseases, including new infections and biological
threats. The Institute also strives to be a highly regarded and recognized national and international research, production

and service enterprise.
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Financial results for 2004

In 2004 Statens Serum Institut's revenue increased 8%
to DKK 980m and exports totaled DKK 250m, up 13%.
The government funding for the Institute's management
of research-based monitoring, advisory, prevention and
control functions totaled DKK 93m, corresponding to a
5% increase. External funding of research via founda-
tions and EU funds increased 37% to DKK 58m.

Statens Serum Institut achieved a profit of DKK
12m in 2004 compared with DKK 4m in 2003. The profit
for the year is carried forward to next year.

The results are better than expected and satis-
factory. The positive variance reflects primarily the
following developments:

An unusually high incidence of respiratory and
gastrointestinal infections in the autumn resulted in
increased activity in the diagnostics area.

In the plasma-derived drugs area, statutory
amendments and a public tender in 2003 meant that
the Institute was to cease supplying these products to
the Danish health service as of January 1, 2004. How-
ever, the supply was continued until September.

The Institute has also proved able to establish
itself faster than expected as a supplier to the pharma-
ceutical industry of biological analyses and controls as
well as services such as bottling of drugs in compliance
with the high quality standards set by the American
Food and Drug Administration (FDA). In addition, export
sales of tuberculosis vaccine (BCG) were higher than
expected.

No events that materially affect the operations of

the Institute have occurred since the end of the fiscal year.

Financial outlook for 2005

For 2005 the Institute expects a moderate loss due to
continued expenses for optimizing and commercializing
the Institute's research portfolio in the plasma area,

and to the fact that the polio vaccine plant is in its final
and most costly stage of validation and control production
required before commercial production can start. Both
have a short-term negative impact on results. The Institute
also expects to invest in the construction of a production

plant for whooping cough vaccine in 2005.

In 2004 an interministerial working group analyzed
various models for the future operations of the Institute.
Based largely on the need to ensure adequate Danish
emergency preparedness, it recommended that the
Institute continues to operate on the general principles
currently applied. The Institute therefore does not ex-
pect the analysis to result in significant changes in its

operations in 2005.

The year’s main events

In 2004 the world's focus was on avian (bird) influenza.
It was feared that the outbreak in Asia would result in
the transmission of infection from animals to humans,
creating the risk of an influenza pandemic. The threat
still exists and it renewed the focus on the need for emer-
gency preparedness plans to deal with such a pandemic.
The Institute was granted DKK 6m for intensifying the
emergency preparedness functions, and for expanded
epidemiological monitoring and further development of
methods for rapid identification of the influenza virus.

This was the year in which, despite a restrictive
practice for prescribing antibiotics, the problem of
antibiotic-resistant bacteria neared Denmark. The
Institute has given the area higher priority and is par-
ticipating in work on a national action plan to intensify
controlling the spread of antibiotic-resistant staphylo-
coccus in particular, which is a serious and growing
problem.

On the research front, the Institute has documen-
ted that childhood vaccines do not cause other diseases
such as autism and diabetes. This is of great impor-
tance to childhood vaccination programs world-wide.

Over Christmas the world was shaken by the
tsunami in South and Southeast Asia. With only a few
hours' notice, Statens Serum Institut sent off supplies
of tetanus vaccines and immunoglobulin to prevent and
treat tetanus among the many injured. The Institute also
sent out an epidemiological expert to the disaster area.

In 2004 the Office of the Auditor General in
Denmark completed a major administrative analysis of
Statens Serum Institut. It was positive that the analysis
concluded that the Institute is ensuring a satisfactory

supply and quality of vaccines and diagnostic services.
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It further concluded that the Danish system of preven-
tion and control of infectious diseases is generally at a
higher level than in our neighboring countries. The
report noted that prices of a few of the Institute’s
vaccines are somewhat higher than prices in our neigh-
boring countries, but this is due mainly to the Institute's
additional public health and preparedness functions
and its research, development and production activi-
ties for a smaller domestic market.

Because the exchange of information, in particular
with the stakeholders in the health services, is a vital
element, the Institute is increasingly using its website
www.ssi.dk. Therefore the Institute is pleased that the
website received the Danish Ministry of Science, Tech-
nology and Innovation's “Best on the Internet” award
in 2004 among 180 research, advisory and educational
institutions. In addition, approximately 1 million visitors
to the website each year indicate that relevant informa-
tion is disseminated in this way. The Institute is continu-
ally improving and developing the website as a web-

based communications tool.

Diagnostics
Revenue in the diagnostics area totaled DKK 242m, up
8%, due mainly to a high incidence of respiratory and
gastrointestinal infections. In 2004 more than 30 new
analyses were introduced, as well as package solutions
where a sample from one patient can be analyzed for
several possible respiratory infections.

Statens Serum Institut is trying to optimize
diagnostic work processes so that the Institute can
continue to offer analyses of the highest technology

and quality at competitive prices.

Diagostic media and reagents etc.

In 2004 the revenue in this area increased 11% to DKK
76m. Since the establishment of the joint-venture com-

pany, Harlan Scandinavia ApS, the Institute has focused
on phasing out the breeding of small test animals as an
activity area. Harlan Scandinavia ApS is developing as

expected and plans to start isolator breeding of special

mice in 2005.

The Institute’s efforts to quality assure and optimize
production of diagnostic sera and diagnostic media and
reagents are beginning to pay off through increased
sales in Denmark and abroad, a trend that is expected

to continue.

Vaccines

The vaccine area continues its positive development.
Exports rose 10% due mainly to our success in estab-
lishing the Institute as supplier of tuberculosis vaccine
(BCG) to a number of countries in Europe. And the
Institute’s new booster childhood vaccine against
diphtheria, tetanus, whooping cough and polio was
approved in Denmark. The vaccine for revaccination
against diphtheria and tetanus was approved for use
in Ireland, Portugal, Spain and Greece. This is a good
platform for further growth in exports.

The Institute's new high-tech plant for producing
serum-free polio vaccine has now started producing
vaccine for clinical documentation. The comprehen-
sive documentation is expected to be completed in
2005 so that the Institute can start selling polio vaccine

produced at the plant in 2006.

Plasma-derived products

The Institute's obligation to secure the supply of plasma-
derived drugs to the Danish health service ended at the
beginning of the year. Due to ZLB, which won the tender,
not being able to supply the products until September
2004, the Institute ensured the supply until then by buy-
ing and reselling products etc. At the same time, the
Institute has been working on strengthening and commer-

cializing its research and development portfolio.

R&D

The Institute's R&D remains at a high international
level. Besides continuous development of new diag-
nostic services for the Danish health service, the
Institute published 238 scientific publications in 2004,
92% of which appeared in international journals with
an impact factor. The average impact factor of the
scientific publications was 4.0, which is very high.

Eleven PhD theses were completed, six new patents
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were obtained and four patent applications were sub-
mitted. The Institute therefore continues to be one of
Denmark's largest research institutions in the health
sector.

The Institute’s vaccine research is recognized
internationally. To further strengthen the area, the
Institute established a Center for Vaccine Research in
2004, representing research in vaccines against tuber-
culosis, malaria and HIV that together cause 50% of
all deaths world-wide. Research is also carried out in
vaccines against Chlamydia, which is the most common
venereal disease that can lead to sterility. It will be
possible to control these diseases if the Institute succeeds
in developing effective vaccines. The first promising
vaccine candidates are now being tested in humans.
Research in these areas is supported by a total of DKK
120m for some years from the EU, WHO and the Bill

and Melinda Gates Foundation.

The year ahead

Statens Serum Institut is in the middle of a challenging
period. Growth in revenues is expected to be limited in
the short term, until the launch of a range of new products.
The Institute is still facing heavy expenses for the trials
of the new polio vaccine and expected investments in a
new production plant for whooping cough vaccine.

Statens Serum Institut still needs to focus on the
international spread of pandemic diseases occurring
naturally or through terrorism. To pool and intensify
epidemiological monitoring and research, and biolo-
gical preparedness functions, a Division of Epidemio-
logy was established with Professor Mads Melbye
as Executive Vice President. In collaboration with
national authorities, the new division will work to
further strengthen the Danish preparedness against
infectious diseases.

Following the Danish Structural Reform, the
Institute will strive to enter into collaboration agree-
ments with the regions that will replace Denmark’s
counties and take over their tasks in the health sector.
Statens Serum Institut aims to ensure that the Danish
population has diagnostic products and services of

the highest technology and quality for the fast and

targeted treatment of diseases. The Institute also aims
to ensure the best possible national monitoring of serious
infectious diseases and of the expansion of antibiotic-

resistant bacteria, and will continue to assist local and
regional health services in dealing with the outbreaks

of such diseases.

bl il

Nils Strandberg Pedersen
President, CEO
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AVIAN INFLUENZA

Steffen Glismann, MD, DMSc, Department of
Epidemiology

In 2004 an outbreak of avian (bird) influenza type A led
to much discussion, particularly about the risk of spread
to other parts of the world. The infection has spread to a
hitherto unseen extent in poultry in Cambodia, Indonesia,
Japan, China, South Korea, Thailand and Vietnam.
Furthermore, at least 17 persons in Thailand and 33 in
Vietnam have been directly infected by poultry. In all,
37 of the patients died.

Transmission to humans has come in two waves,
in which most were sick from January to March 2004.
The large-scale destruction of sick poultry was presum-
ably the main reason that the disease was not reported
in humans until August, when deaths were again re-
ported in Thailand and in September also in Vietnam.
The recurrence of transmission to humans must be
attributed to the fact that the interventions were not suffi-
ciently effective.

The situation in South East Asia raised the ques-
tion of the risk and seriousness of an influenza pandemic
and stressed the need for Statens Serum Institut's com-
petencies with respect to outbreak handling and preven-

tion, including risk analysis, diagnostics and advice.

Why avian influenza is dangerous

Avian influenza occurs all over the world and is caused
by influenza virus type A, which can cause high morbidity
and mortality among poultry. Avian influenza virus is
found in nature among wild birds, particularly sea birds,
which do not become sick, but all bird species can be
infected. Transmission to humans occurs by direct contact
with infected poultry and droppings.

Human influenza type A virus occurs in the winter
periods in the northern and southern hemispheres and
leads to millions of people being infected in Europe,
Japan and the USA alone. It is these viruses that are
prevented by yearly influenza vaccinations. On simul-
taneous infection, the human and avian influenza virus
can exchange genetic material (antigen shift) and a new
virus occurs. Pigs can act as intermediate host because

they are receptive to both human and avian influenza

virus type A. The same applies to humans in the case
of direct transmission from birds. Exchange of genes
thus gives rise to a risk of a new influenza virus caus-
ing widespread infection among humans, and a pan-
demic can occur. Historically, influenza pandemics
occur two to four times in a hundred years and in the
worst case on a scale as in the influenza pandemic in
1918-19, the Spanish flu, from which 20-40 million

people died.

Outbreak of avian influenza

Fortunately, influenza pandemics like the Spanish flu
occur very rarely, but it is naturally this dreaded sce-
nario that sets the agenda with respect to handling and
prevention. Apart from the outbreak in question, there
have been several world-wide outbreaks of avian
influenza among poultry since 1997, and three of them

have involved transmission to humans:

m Hong Kong 1997: 18 people fell ill and six of them
died. The outbreak was contained and halted by
culling about 1.6 million chickens over a few days

m Hong Kong February 2003: Three people fell ill and
two of them died. They were all from the same
family and are thought to have been infected by
poultry during a visit to Southern China

m The Netherlands, Belgium and Germany spring
2003: Outbreak of avian influenza type H7ZN7 among
poultry. In the Netherlands, the virus was isolated in
89 people, of whom one died. The outbreak led to
about 31 million poultry being culled

Besides the seriousness of transmission to humans,
such outbreaks of avian influenza are an immense
economic burden, particularly in countries with

development-like status as in South East Asia.

The current situation

A very large number of people have been exposed to
transmission from poultry in connection with the out-
break in South East Asia. On the other hand, only
relatively few patients have been reported, but the

mortality has been high among young patients. This
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may well be due to the fact that the virus in question
has circulated earlier, so older people have achieved
immunity and less risk of falling sick.

Influenza pandemics occur precisely where there
are large numbers of birds, pigs and humans and close
contact between them. The global population has
tripled in the last 100 years. Half the population lives
in urban areas, with the greatest growth in Asia in
particular. At the same time, the global domestic
animal population has multiplied many times over.
Together with the great mobility in the world and the
experience from the SARS outbreak in 2003, it must
be assumed that a new influenza virus could spread
to all parts of the world in just a few days.

In a risk analysis it is important that, unlike the
avian influenza virus circulating in South East Asia at
present, which is highly pathogenic to poultry, earlier
pandemics have been caused by avian influenza with
low mortality among poultry (low pathogenic). The
immense media attention makes the situation in South
East Asia highly visible, but it must be presumed that
a new pandemic influenza virus could just as easily
arise from an avian influenza virus with low viru-
lence, which kills poultry on a less visible scale. In
handling the current outbreak and preventing new
epidemics it is therefore important to bear this fact in
mind and aim for the worst imaginable scenario,
which is a pandemic with high morbidity and mortality.
Among other things, this calls for coordinated inter-
national action on surveillance, developing diagnostics
and treatment and taking preventive measures and

active intervention.

Globalization and handling of infectious diseases
Globalization and population growth, the outbreak of
avian influenza in 2004 and SARS in 2003 have led to
day-to-day work at Statens Serum Institut becoming
more international. The Institute participates in the
international surveillance and prevention of influenza
in an EU and WHO context, and besides developing
fast diagnostic tests for both human and avian influen-
za viruses, Statens Serum Institut participates both

nationally and internationally in the work of improving

the supply situation of a pandemic vaccine. Statens
Serum Institut also contributes to the implementation of
the Danish National Board of Health's pandemic plan.
To summarize, the international aspect must be
expected to have a permanent place in the handling
of infectious diseases. It is therefore important that
Statens Serum Institut continues to develop already
established and available competencies with respect
to preventing and handling outbreaks both nationally

and internationally.
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CENTER FOR VACCINE RESEARCH

Michael Theisen, Manager, Mark Doherty, Senior
Researcher, Department of Infectious Disease
Immunology, Anders Fomsgaard, MD, MDSc,
Department of Virology, and Peter Andersen, Director

of the National Center for Vaccine Research

Statens Serum Institut has extensive experience in all
aspects of vaccine research and development, with
particular focus on the development of vaccines against
tuberculosis, malaria and HIV/AIDS. In 2004, consider-
able scientific progress was made, with vaccine candi-
dates giving promising results in clinical studies. In
recognition of this work, Statens Serum Institut has
received large external grants in these areas, including
DKK 120m from, e.g., the Bill and Melinda Gates
Foundation, the European Malaria Vaccine Initiative
and the EU.

To further strengthen activities within these three
important vaccine research and development areas,
Statens Serum Institut has established a Center for
Vaccine Research (CfV) which currently has around
60 employees. CfV also has projects on the develop-
ment of a vaccine for Chlamydia and the development
of new adjuvant systems that can increase the immune
response after vaccination.

Within the next ten years, the Institute intends
to have developed and tested vaccines against the
world's most serious diseases, tuberculosis and malaria,

whereas a vaccine for HIV/AIDS lies some years ahead.

Tuberculosis, malaria and HIV/AIDS
Tuberculosis, malaria and HIV/AIDS are large and
growing global health problems. Together, these three
diseases kill more than 5 million people annually world-
wide. Besides the vast human suffering they cause, the
economic consequences for society are enormous. The
three diseases are therefore among the biggest obstacles
for positive socio-economic development in much of the
developing world and especially Africa.

The global health problems caused by these three
infectious diseases are growing, partly because the treat-
ment is costly and partly because of increasing resistance

to the drugs used. Complete control can be achieved

only if the efforts to develop effective vaccines succeed.
Development of vaccines against the three infectious
diseases is an enormous scientific, technological and
economic challenge that calls for broad international
collaboration with the best research centers, industry
and public and private investors. Diseases respect no
borders — the development of safe and effective vaccines
is important for the entire world and would directly help

to reduce poverty in developing countries.

New vaccine against tuberculosis

Research on the development of a new and improved
vaccine against tuberculosis has high priority at CfV,
and the first vaccine candidate will be tested in humans
in the Netherlands in the summer of 2005. Preclinical
studies in mice, guinea pigs and monkeys have shown
that this vaccine gives significant protection against an
experimental tuberculosis infection. It has also proven
suitable for boosting the immune response against the
Institute's current tuberculosis vaccine (BCG).

The aim is to combine the new vaccine with the
existing BCG vaccine for children in order to improve
their immune responses. When the effect of this vaccine
diminishes at the age of 10-12 years, the new vaccine
is intended to boost immune responses and thus help
to protect the population of 15-40-year-olds against pul-

monary tuberculosis.

Vaccine against malaria
Another project at CfV aims to develop a vaccine against
malaria. Malaria is an infectious disease caused by the
parasite Plasmodium falciparum, which is transmitted
by infected mosquitoes. Various efforts to control malaria
have focused mainly on insecticides to eliminate the
mosquito vector and on drugs to kill the parasite. How-
ever, with the emergence of insecticide-resistant mos-
quitoes and the increasing prevalence of multi-drug
resistant P. falciparum parasites, the malaria problem
has increased in recent years.

It is therefore important to develop a safe and
effective malaria vaccine. Our research team has found
a protein — GLURP — from P. falciparum which is a

promising candidate for inclusion in a malaria vaccine.
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The hope is to vaccinate newborn children in Africa
to induce an immune response that is as strong as that
found in immune adult Africans.

The first vaccine candidate has already been
tested in humans in the Netherlands. The results show
that the vaccine is safe, i.e. there are few or no side-
effects, and it elicits a strong immune response in
healthy people. This response is characterized by very
high levels of antibodies — several times higher than
the levels normally found in immune adult Africans.

New clinical studies are commencing in Africa
in the summer of 2005. With a view to improving this
vaccine still further, the research team has developed
a "2nd generation vaccine"”, in which GLURP is com-
bined with a protein, MSP3, which is found on the
surface of the parasite. This vaccine is being tested in
Europe this year and is expected to be ready for testing

in Africa at the beginning of 2006.

Vaccine against HIV/AIDS

A third project at CfV involves research and develop-
ment of vaccines against HIV/AIDS. The vaccine in
question is a so-called “DNA-vaccine"”, which codes for
two components. One codes for surface proteins from
clinically relevant HIV strains and produces new anti-
bodies in tests on monkeys. The other codes for several
small, constant areas of HIV which the cells of the
immune system can be made to react. These activated
immune cells (T cells) can eradicate already-infected
HIV cells. The new vaccine can thus potentially be used
both for prevention and treatment of persons infected
with HIV (therapeutic vaccination). The project aims to
run clinical trials of the therapeutic vaccine in selected
persons infected with HIV in Denmark. If the vaccine
has a therapeutic effect, it will indicate that there is also

a preventive effect.

Speeches on the global importance of tuberculosis, malaria and HIV were given by
Oli Fruth of WHO (top) and Paul Henri Lambert of Center of Vaccinology (bottom)
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OUTBREAK OF HEPATITIS A

Anne Mazick, EPIET fellow, MD, and Michael Howitz,
MD, Department of Epidemiology

Increase in cases of hepatitis A
At the beginning of 2004 Statens Serum Institut recorded
an increase in cases of hepatitis A (infectious hepatitis).
From 1 January 2004 to 1 January 2005 a total of 162
cases of hepatitis A were recorded among men over the
age of 17. Of these, 107 were from Greater Copenhagen
and at least 68 of them were men who had sex with
men (MSM).

In addition, the Department of Epidemiology was
informed of more patients from Skane, Sweden, with
hepatitis A, who had probably been infected in MSM

saunas in Copenhagen. Besides general precautions

£4 ET GRATIS TJEK
: atitis-undersﬁgelse

hygiene and use of immunoglobulin for close contact : T

in the case of a hepatitis A outbreak, such as strict

with patients, it was recommended that MSMs who
were not living in a monogamous relationship should
be vaccinated. STOP AIDS, the Danish National
Association of Gays & Lesbians and the medical health
officers in Copenhagen carried out information cam-
paigns in the spring of 2004 to promote prevention of
hepatitis A.

When the outbreak continued during the summer
a decision was taken to carry out a case-control study
in collaboration between clinicians from the State

University Hospital and Hvidovre Hospital and STOP

AIDS. The purpose was to clarify risk factors and target

preventive measures.

Hepatitis A as a disease
Hepatitis A has gradually become a rare disease in
Denmark. The disease breaks out about 4 weeks after
infection, and the symptoms are typically a fever, nausea,
stomach pains and jaundice. The urine becomes dark,
and the stool pale. In adults, the symptoms last for one
or several weeks, after which the patient is immune.
The patients are rarely seriously ill, but some are
hospitalized, and most are fatigued and have reduced
working capacity for a long time after their illness.
The virus that causes the disease is excreted in

the stool and, in the event of poor hygiene, can be
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transferred to food and drink. Receptive persons are
thus infected by ingesting contaminated food and water
or by contact with stool, e.g. infants wearing diapers,
who excrete the virus. In Denmark, hepatitis A is seen
particularly as an imported disease and in connection
with outbreaks among children in institutions.

The disease can be prevented effectively and safe-
ly by vaccination, which is recommended for children
and adults before traveling to exotic destinations where

there is a risk of hepatitis A.

Case-control study
In the period June 1 to mid-August 2004, all MSMs
with hepatitis A who lived in Greater Copenhagen were
invited to participate in the study. Control persons were
selected among MSMs who participated in Copen-
hagen Pride Festival on August 14, 2004. Saliva was
collected from all control persons for serological investi-
gation, and only persons that were receptive to hepatitis
A and lived in Greater Copenhagen participated. Informa-
tion was collected on a number of risk factors via a ques-
tionnaire. The study comprised 18 cases and 64 controls.
Among other things, the study showed that sex
in Copenhagen saunas and sex with casual partners
were associated with an increased risk of infection with
hepatitis A. Most of the control persons were willing
to be vaccinated against hepatitis A; however, only one

quarter of them were willig to pay for the vaccination.

What can we learn?

The MSM milieu's saunas have previously been con-
nected with outbreaks of both hepatitis A and sexually
transmitted diseases, e.g. syphilis. Since the mid-90s,
outbreaks of hepatitis A have circulated between
European cities and have been connected with the
sauna milieu in other places. The largest Copenhagen
sauna has 700-1,000 visitors a week. The sauna milieu
is popular both with Danish MSMs and visitors from
abroad. The increased risk of infection is probably
related to the fact that there is a possibility of sex with
several partners in the space of a short time. The study
shows that it is important to inform people of the

possibility for prevention by vaccination. This infor-

mation should be addressed particularly to MSMs con-
nected with saunas and other milieus with frequent
changing of sexual partners, since they are at particular
risk of infection with hepatitis A. However, the price
can be a barrier to vaccination.

Besides giving the possibility of targeting preven-
tion, the study contributed to increased insight into parts
of the MSM milieu, which may promote prevention of
other diseases. Lastly, it must be stressed that we live in
an age in which the panorama of infectious diseases is
developing and changing. New diseases appear, and
old ones occur in new forms or with a different spread.
It is therefore important to examine outbreaks and regard
them as an opportunity to practice epidemiological
methods and increase the collaboration with relevant

partners.
Notified cases of hepatitis A, 2000-2004
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INCREASED OCCURRENCE OF MRSA
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Robert Leo Skov, MD, and Niels Frimodt-Megller, MD,
DMSc, Department of Antibiotic Resistance and Hospital
Hygiene

Staphylococcus aureus — also called the yellow staphylo-
coccus — is one of the most common pathogenic bacteria
in humans and the most frequent cause of hospital-
acquired infections. MRSA are Staphylococcus aureus
bacteria that are resistant to all B-lactam antibiotics, i.e.
penicillins, cephalosporins and carbapenems. This is a
problem as B-lactam antibiotics are the most effective
for treating staphylococcus infections.

Partly for that reason, MRSA infections are linked
to considerably increased morbidity and mortality. To
prevent these bacteria from spreading, patients with
MRSA infections are kept isolated during their stay in
hospital. The longer confinement in bed, added to
isolation, longer reconvalescence and more expensive
treatment with antibiotics, mean that MRSA infec-
tions are connected with serious inconvenience for the
individual patient and heavy costs for society.

The occurrence of MRSA has been increasing in
Denmark. An MRSA epidemic is a threat to any country's
health service, as besides causing suffering and death,
it is very costly for both hospitals and the primary health
service. Therefore the earlier the epidemic can be stop-
ped, the better.

Experience shows that combating MRSA is a
resource-intensive task that can be solved only in close
cooperation between the doctors treating it, nursing
personnel, the clinical microbiological departments,
Statens Serum Institut and other central health autho-

rities.

Historically low incidence of MRSA in Denmark
Staphylococcus infections have been monitored in
Denmark in close collaboration between the clinical
microbiology departments and the Staphylococcus
Laboratory, Statens Serum Institut, since 1957. Because
of a high occurrence in the 1960s, a targeted effort was
made to combat MRSA at that time. As a result, the
number of MRSA infections fell from about 20% of all

staphylococcus infections in the mid-1960s to less than
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1% in the mid-1970s — the level at which it has remained.
In other countries (apart from the Nordic countries and
the Netherlands), the number of MRSA infections has
risen steadily for the last 20 years and now constitutes up

to 80% of all staphylococcus infections.

New types of MRSA give a higher frequency

In recent years, however, there has been a worrying
increase in cases of MRSA in Denmark (figure 1). The
increase is due to the introduction of new types of
MRSA bacteria that survive better outside hospitals
and therefore spread more easily. This has led to a
change in the epidemiology of staphylococcus infections.
In Denmark, MRSA previously occurred most frequently
in patients who had been hospitalized abroad; today,
MRSA is most often contracted in Denmark and often

occurs outside hospitals.

Improved surveillance at Statens Serum Institut
The Staphylococcus Laboratory has consequently inten-
sified both its surveillance and research regarding MRSA.
Typing of bacteria is an important tool for identifying
modes of transmission and describing the disease
characteristics of the individual types of MRSA. In 2004
the Staphylococcus Laboratory therefore obtained the
possibility of reprioritizing funds for introducing modern
(DNA) sequence-based typing methods. By using these
methods it is possible to compare isolates found in
Denmark with isolates from other countries. Consid-
erable new knowledge has thereby been obtained
regarding the strains that are at present causing the
alarming rise in cases of MRSA - knowledge that im-
proves the targeted control of these strains.

The new MRSA strains have also proven difficult
to detect in the laboratory. In the past two years the
Staphylococcus Laboratory has played a central role in
testing and introducing a new method for identifying
MRSA in patient specimens. MRSA is detected by
means of paper discs containing antibiotics or tablets
on an agar plate. For many years this has been done
with the substances methicillin or oxacillin, but these
antibiotics are less than efficient at catching the new

MRSA strains. Research collaboration between the

Staphylococcus Laboratory, Danish and international
laboratories has shown that another antibiotic, cefoxitin,
is far better at this task, and the method has now

become standard in Denmark, Sweden and the USA.

Nationwide action

In 2004 the health authorities in Denmark initiated a
focused nationwide campaign. An expert group with
representatives from clinical microbiology, infection
control nurses, infectious diseases, medical health
officers, general practitioners and Statens Serum Institut
will develop national guidelines for controlling MRSA.
The guidelines must cover conditions both in and out-
side hospitals, including isolation procedures, tracing
and treatment of disease carriers. MRSA will also soon

become a notifiable disease.

International cooperation

The rise in cases of MRSA and the change in the epide-
miology have also been observed in other Scandinavian
countries, which, like Denmark, have otherwise had a
stable and low number of cases. The Scandinavian
Society for Antimicrobial Chemotherapy (SSAC) has set
up a working group, chaired by Statens Serum Institut,
to reveal similarities and differences in the different
countries' guidelines and ways of handling the epidemic
and use this information to identify potential joint-Nordic

action areas.

MRSA isolates, 2000-2004
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Knowledge building, research and development, skilled,
motivated and specially trained employees and good
relations with customers and the community in general
are vital to Statens Serum Institut's operations, results

and future development possibilities.

Statens Serum Institut — the enterprise

Statens Serum Institut's objective is to prevent and con-
trol infectious diseases and congenital disorders. The
Institute is organized as a state enterprise under the

Ministry of the Interior and Health, and takes care of:

m Control of infectious diseases: surveillance,
prevention, control of and advice on infectious
diseases and congenital disorders

B Specialized diagnosis of infectious, autoimmune,
congenital and genetic diseases

m Ensuring the supply of vaccines, other biological
products and diagnostic media and reagents

m R&D at an international level within the Institute’s

areas of activity

Prevention and control of infectious diseases involve a
number of assignments of an official nature and related
research. The assignments are technologically and finan-
cially defined in a number of service contracts between
the Ministry and the Institute. The Institute also under-
takes research activities financed via foundation grants.

The activities are widely oriented towards social
needs, and the results form a central part of the profes-
sional basis for the decisions made by the politicians
and the health service. The Institute also supplies scien-
tific advice and assistance to international authorities.

The Institute's other activity areas (diagnostics,
diagnostic media and reagents, vaccines and plasma-
derived products), all independent business units,
must ensure a high level of professional competence
and financial profitability. This is achieved through
research, development, production, marketing and the
sale of products and services.

Independent business units are not isolated from
the prevention and control activities. Both diagnostics

and the diagnostic media and reagent activities contri-

bute directly and indirectly, and are therefore essen-
tial for performing the Institute's central assignments.
The Institute is managed by a Management
Board comprising the President and CEO, the CFO
and the Executive Vice Presidents. Statens Serum
Institut has an advisory Institute Council, called
upon and consulted on all questions and issues con-
sidered to be of strategic importance. The Council
members have general knowledge of the Institute's
operations and activities with special emphasis on
commercial experience and knowledge of pharma-

ceutical work and research.

R&D

Innovative R&D is essential for Statens Serum Institut to
be able to solve the tasks concerning prevention and
control of infectious diseases and congenital disorders.

The Institute must ensure modern control of
infectious diseases that covers current infection problems
and can identify and respond to so far unknown infec-
tions and biological threats. This requires continuous
knowledge building, research and international colla-
boration. It also requires close collaboration with the
Institute's other activities so that scientific, information
and technological synergies are used to best advantage.

Independent business units must have product-
oriented R&D that supports the prevention and control
of infectious diseases and helps maintain a strong
market position. The R&D must be at the level of com-
parable enterprises.

The Institute’'s R&D remains at a very high inter-
national level, which is emphasized by the substantial
grants obtained each year from national and interna-
tional foundations. These grants cover all the research-
intensive activities at the Institute, which reflects the

wide scope of the Institute's research.
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R&D in the period 2000-2004 in DKKm/% of revenue

Year 2000 2001 2002 2003 2004
Funded by

the Institute 80.4/10.6 85.1/10.5 107.6/12.0 120.3/13.2  147.9/15.1
Government-

funded 41.5/5.5 33.6/4.2 29.4/3.3 30,6/3.4 32.7/3.3
Non-government-

funded 49.1/6.5 49.5/6.1 50.8/5.6 42,2/4.6 57.6/5.9
Total 171.0/22.5 168.2/20.8 187.8/20.9  193.1/21.3 238.2/243

The R&D activities are prioritized continuously. With a
view to achieving optimal performance, the Institute

currently focuses on the following areas in particular:

m Diagnosis and surveillance of gastrointestinal and
respiratory infections

B Research and surveillance of hospital-acquired
infections, antibiotic resistance of bacteria and the
resistance of virus to antiviral drugs

m Research on vaccines against tuberculosis, malaria,
Chlamydia and HIV, including DNA vaccines

m Research on and diagnosis of congenital diseases

B Research on plasma-derived drugs

Scientific publications

article can be expected to be cited over a two-year

period if published in a given journal.

Impact factor analysis

The quality of the Institute's research and knowledge Number of
Impact publications*
building is reflected in the number and the level of the o factor  with impact factor
Area of activity 2004/2003 2004/2003
scientific articles that are published. In 2004 the Institute
Infectious diseases 3.0/2.8 53/59
pUthhed 238 articles, which is in line with 2003. Hospital hygiene and antibiotic resistance  3.1/2.9 20/11
Congenital diseases 3.5/2.9 19/13
Scientific publications, 2000-2004 Vaccine research 3.5/4.6 26/20
2000 2001 2002 2003 2004 Plasma proteins 1.8/3.0 4/24
Epidemiological research 5.3/5.4 77163
Publications, number* 250 231 232 238 238
All areas 4.0/3.9 199/190
In international journals, % 86 87 87 91 92
In Danish journals, % 14 3 3 ° 8 *Some articles were published in new journals that have not yet been assigned an
Authors from SSI only, % 28 26 26 20 19 impact factor, which is why the number is less than 238.
Authors from SSI and others, % 72 74 74 80 81
First author from SSl, % 54 54 59 45 47 Both the total impact factor and the number of publica-
PhD theses, number 7 4 7 12 11 . . . . . .
tions with an impact factor are slightly higher in 2004
Medical doctoral theses, number 2 1 2 3 0

* These figures do not include lectures, conference papers, newspaper articles, teach-
ing materials, PhD theses and medical doctoral theses, etc.

The quality of the Institute’s publication activity can
also be measured by means of an impact factor analysis.

An impact factor reflects how often, on average, an

than in 2003. The very high level in both Danish and
international contexts has therefore been maintained,

which is very satisfactory.
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Knowledge sharing

Statens Serum Institut's competitiveness depends on
individual employees being well informed and able to
retrieve existing data and further develop existing
knowledge. It is also important for communication and
exchange of information with the Institute's stakeholders
to be efficient and flexible. As a state-owned enterprise,
the Institute is under an obligation to communicate
relevant knowledge.

In 2004 the Institute continued the focused task
of using the Institute’'s website, www.ssi.dk, as an
active communications tool to exchange knowledge,
data etc. The efforts have paid off as www.ssi.dk
was chosen in 2004 as the best website (“Best on the
Internet”) among 180 research, advisory and educational
institutions, and had more than one million visitors.

One example of www.ssi.dk being used as an
active communications tool is the launch of an inter-
active e-learning module on hand hygiene, which is
the single most important factor in our efforts to
reduce the incidence of hospital-acquired infections.
See the module on hand hygiene on: www.ssi.dk/
haandhygiejne.

In 2004 most of the Institute's research, devel-
opment, prevention and control projects have been
registered in our R&D database, which is designed as
a tool for individual project groups and the manage-
ment. The project groups can use the platform to
collect, exchange and share knowledge about indivi-
dual projects. It is the project managers that grant
access to the information to relevant persons. For
management use, it is possible to draw up a number
of different status reports with selected information
across projects. In 2004 this has strengthened the
control of the Institute's total project portfolio and
thereby contributed to ensuring optimal use of
resources. Increasingly strict requirements are made
externally and in-house on project management and
follow-up, and the database platform is intended to
support and increase the efficiency of the related
work processes.

One of the activity areas that receives large

grants from foreign foundations such as the Bill and

Melinda Gates Foundation, the European Malaria
Vaccine Initiative and the EU is the Institute's vaccine
research on tuberculosis, malaria and HIV. To streng-
then and intensify efforts, the Institute has pooled these
activities in a joint research network — Center for Vaccine
Research.

Statens Serum Institut holds regular scientific
briefing meetings at all organizational levels. The
Polymorphy is a forum for scientific debate in which
new knowledge and ideas are regularly disseminated

and discussed.

Customers and users

The buyers of Statens Serum Institut's products and
services are the Danish health service and a number of
Danish and international companies, institutions and
organizations.

The users of the Institute's products and ser-
vices, most of whom have medical expertise, demand
the right quality and price. To be able to satisfy the
demand for services and products, the Institute must
know the users’ needs and be innovative, ready for
change, quality-minded and service-minded. The
Institute has an active dialog with customers and users,
and conducts regular user and customer satisfaction

surveys in selected areas.
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Through our human resource and management policies

Statens Serum Institut's objectives are to:

B Attract, develop and retain professional and qualified
staff

B Create a working environment in which the employees
thrive and develop

B Help to ensure flexible and efficient job performance

of high quality

A new human resource policy in the pipeline

As follow-up on the new management policy adopted
in 2003, the Institute has looked more closely at our
human resource policy in 2004. Focus has been on de-
fining key competencies for the employees that can be

linked with the Institute's managerial values:

B Recognition
m Competence development

m Change

Based on a number of focus group meetings, a list of
key competencies has been drawn up for employees at
Statens Serum Institut that are to be implemented in
the Institute’'s human resource policy. In addition, in
2005 the Institute will look at various areas, such as

smoking, working hours and outdoor areas.

Training and competence development
Statens Serum Institut finds an active training policy
essential to attract and retain highly qualified staff. In
2004 the Institute invested 2.2% of its payroll in
retraining employees.

The Institute also contributes to training courses
for human biologists in microbiology and provides
specialist training in clinical microbiology and hygiene

nursing.

Center for Management and Competence
Development

In 2004 the Institute set up a Center for Management
and Competence Development that offers training for

managers and other employees as well as consultancy

services e.g. coaching of managers, conflict resolution,
career advice and tests in connection with staff recruit-
ment.

The center is the result of the past ten years'
work on employee and managerial development at the
Institute. We are working with a wide range of theories
and tools, including appreciative inquiry, systematic
theory, emotional intelligence as well as coaching and

dialog as conflict resolving method.

Strategic competence development for
laboratory assistants

In 2004 a project to ensure general strategic compe-
tence development for the division's laboratory
assistants was implemented in the Division of Micro-
biology & Diagnostics. With approximately 420 em-
ployees the laboratory assistant group is the Institute's
largest group, which is why it is important to ensure
that they have the necessary competencies to perform

present and future tasks.

Personnel consumption, 2000-2004
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The figure for full-time equivalents is the average
number of full-time employees in a year.

In the period 2000-2004, the number of employees and
the figure for full-time equivalents were largely stable
and resulted in increased revenue. Revenue per full-
time employee equivalent therefore increased 32% from

DKK 680,000 in 2000 to DKK 869,000 in 2004.
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Staff turnover, 2000-2004 (%)
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As in previous years, staff turnover showed a slight fall
in 2004 and is approaching staff turnover within the

state.

Absence due to illness

Average absence due to illness (days/employees),
2000-2004

B s
. The state

A\ v v A v
2000 2001 2002 2003 2004

The Institute must be expected to have more absence
due to illness than the state in general because it is a
manufacturing company. It is, however, unsatisfactory
that the reduction in absence due to illness over the
past few years has turned. The Institute will continue to
focus on reducing absence to meet our aim of less than

eight days of absence per employee.

Health and safety
For several years the Institute has taken systematic
action to improve our work environment.

Besides the statutory health and safety training,
the Institute has drawn up and implemented a supple-
mentary training scheme for the members of the safety
organization in 2004. The aim is to acquire more
knowledge and competence and focus more clearly on
high-priority action areas within health and safety. The
training scheme covers a number of courses, including
evaluation of work places, ergonomics, notification of
injuries, mental working environment, how to handle
chemical substances and biological agents.

In 2004 the accident frequency decreased from
4.6 to 3.0 per 100 full-time employee equivalents,
which is satisfactory. Six of the occupational injuries

were notified to the Working Environment Authority.

Occupational injuries, 2000-2004
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* There may be cases notified to the Working Environment
Authority of which the Institute is not aware - for instance,
cases reported late or cases reported by the injured
employee’s doctor.

Social responsibility

Statens Serum Institut has been a member of the
Association for Integration of New Danes on the Labour
Market since 1998. Through systematic action, the
Institute wishes to ensure against discrimination of em-
ployees or applicants on grounds of race, religion, ethnic

origin, philosophy, etc.
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Accordingly, it must be ensured at the Institute that a
person's suitability for a position is based only on his or
her qualifications and ability to meet the Institute’s
needs in the given position.

Under the auspices of the Danish Ministry of the
Interior and Health, Statens Serum Institut has been
given the role of "ethnic ambassador” with a view to
spreading to the Ministry's other areas the Institute's
good results with recruiting and keeping employees
with a different ethnic background. In 2004, the pro-
portion of employees with a different ethnic back-

ground was 7.1%.

Social chapter

The creation of a more flexible labor market is an inte-
gral element of the Institute's human resource policy.
The Institute therefore endeavors to keep its own em-
ployees when their capacity for work has been reduced
owing to illness etc. It also strives to give unemployed
people from outside the Institute the possibility of job
training/rehabilitation when relevant work can be found

for them.

Number of employees in job training,
(flex jobs, etc.), 2000-2004
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ENVIRONMENT

Environmental management

Statens Serum Institut takes systematic action to reduce
its impact on the surrounding environment. For this pur-
pose an environmental manual was prepared in 2004,
which is available to all employees. The manual covers
subjects such as correct waste handling, awareness of
current legislation and safe handling of chemical sub-
stances.

The internal audit, of which 15 were carried out
in 2004, is an important tool for control and improvement
in the environmental management system. It is a valu-
able basis for assessing the Institute’s environmental,
health and safety area achievements. It also provides
an opportunity to give guidance on and discuss specific

problems.

Phasing out dangerous chemicals

All laboratories at the Institute use dangerous chemical
substances to some degree. However, irrespective of
the extent, the individual laboratories are striving to
find alternatives.

Different substitution methods are applied accord-
ing to the work methods used at the individual work
places. Some employees co-operate on chemicals in
interorganizational experience-exchange groups. Some
work processes are so specific that only chemists with
insight into them can assess which less dangerous
substances may be used instead. The experience has

been excellent, and the work will continue.

A quiet enterprise

Statens Serum Institut is situated in an area with hous-
ing and day-care centers and is therefore subject to
restrictive requirements concerning noise impact on its
surroundings.

The Institute is continuously adopting measures
to reduce its noise emission. In 2004 control measure-
ments showed that the average daytime noise emission
had decreased from 52.5 dB (in 2000) to 49 dB. During
the night the noise emission measured in 2004 was
only approximately 46.5 dB on average — that is not
much more than the noise emitted from an automatic

dishwasher.

However, since the Institute has still not fully reached
its goals for all measuring points, further noisereducing
measures will be taken in the coming years to ensure

that the Institute remains a good neighbor.

Environmental impact

Increased production normally necessitates similarly
increased consumption. However, at Statens Serum
Institut, energy management resulted in energy con-
sumption rising by only 20% from 1999 to 2004, despite
a 29% rise in revenue in the same period. A similar
trend can be seen in water consumption, which rose
only 13% in the period in question.

Waste production has fallen considerably over the
past years. The Institute's activities are continuously
made more efficient, and in just three years our waste
volumes have been reduced from 970 tons to 626 tons.
It is mainly the volume of combustible waste that has
been reduced. Instead there has been a slight increase

in recyclable waste fractions: cardboard, paper and glass.

Plans for 2005

The Institute is aiming for environmental certification
under the current ISO standard in 2006. The time until
then will be used to ensure that the Institute's employees
have the necessary knowledge of the Institute's environ-
mental policy and environmental manual.

In 2005 all facilities handling genetically modified
microorganisms will undergo an environmental and
health and safety audit, partly to ensure compliance
with current requirements and partly to achieve over-
view and consensus and try to create a "best practice”

in the area.

Selected environmental data, 2000-2004
2000 2001 2002 2003 2004

Energy (GWh) 27.7 28.6 30.6 31.6 333
Water (m?) 73,500 89,000 77,050 86,000 83,000
Waste (tons) 873 970 873 760 626
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FINANCIAL STATEMENTS

Statens Serum Institut is a state-owned enterprise
under the Ministry of the Interior and Health with the
objective of preventing and controlling infectious

diseases and congenital disorders.

Results for 2004

In 2004 the Institute achieved net income of DKK
11.7m, an increase of DKK 7.6m compared with 2003
and higher than expected.

The development in comparison with 2003 relates

primarily to:

m Higher income from export sales of tuberculosis and
DT vaccines (a positive DKK 23.6m)

m One-time sale of vaccines in 2003
(a negative DKK 18.7m)

m Higher expenses for running in the new IPV plant
(a negative DKK 13.7m)

B Increased sales of diagnostic analyses due primarily
to a mycoplasma epidemic at the end of the year
(a positive DKK 14.1m)

B Increased income from diagnostic media and reagents
sold to hospitals after they have started performing

analyses themselves (a positive DKK 3.0m)

Readers are referred to the segment information in note

1 to the Income Statement.

Results for 2004 compared with expectations
Overall results are better than estimated in the Annual
Report 2003 due partly to a more efficient discontinuation
of the plasma production than expected, partly to im-
proved results within diagnostics due to a mycoplasma
epidemic at the end of the year in 2004 and because
the county hospital laboratories have performed fewer

analyses themselves.

Selected financial and operational data
Developments compared with previous years are

shown in the table below.

Selected financial and operational data

DKKm 2000 2001 2002 2003 2004
Net revenues 759.4 807.1 899.9 907.8 979.9
Operating income 29.9 (7.7) 43.7 14.2 18.8
Net income 21.0 (15.5) 31.8 4.1 1.7
Year-end equity 446.9 431.5 463.3 467.4 479.2
Investments for the year 53.4 131.0 63.2 50.5 823

Balance sheet total, end of year 763.9 910.6 11,0204 1,020.6 1,039.6

Share of commercial revenue

Diagnostics 30% 30% 30% 29% 29%
Vaccines 48% 50% 51% 51% 52%
Plasma-derived products 12% 11% 11% 11% 10%
Diagnostic media and reagents etc. 10% 9% 8% 9% 9%
Operating profit margin 3.9% (1.0)% 4.9% 1.6% 1.9%
Return on invested capital (ROIC) 5.5% (1.3)% 6.4% 2.1% 2.6%
Return on equity 4.8% (3.5)% 7.1% 0.9% 2.5%
Equity ratio 58.5% 47.4% 45.4% 45.8% 46.1%
R&D in % of revenue 10.6% 10.5% 12.0% 13.3% 15.1%

Number of full-time equivalents 1,117 1,125 1,149 1,139 1,128
Revenue per full-time equivalent

(DKK ‘000) 680 717 783 797 869
Share of exports 22% 25% 29% 28% 30%

The operating profit margin should be considered
against a backdrop of revenue of DKK 150.9m in 2004
(DKK 131.2m in 2003) relating to non-profit activities
for grants and external funds. The operating profit
margin for commercial activities (adjusted for extra-
ordinary write-down of the plasma assets) was 1.9% in
2004 compared with 3.9% in 2003.

In 2004 ROIC was slightly higher than the average
cost of the Institute's long-term loan capital, amount-
ing to 2.2% in 2004.

The equity ratio is again increasing moderately
after it continued decreasing until 2002.

Commercial R&D expenses' share of revenue
increased in 2004 compared with 2003, due primarily
to expenses for running in and registering the new
serum-free verocell polio vaccine, plus increased ex-
penses for R&D within the tuberculosis area.

Compared with 2003, the Institute's share of ex-
ports increased, and at the same time the export mix
has shifted from merchandise (2004: DKK 40.2m, 2003:
DKK 42.2m) to own production (2004: DKK 209.7m,
2003: DKK 178.8m) with higher profit margins.

FINANCIAL STATEMENTS




Foreign currency impact Revenue overview

The average USD exchange rate fell from 659 in 2003 DKKm 2000 2001 2002 2003 2004
. . Denmark 491.6 505.0 543.5 555.6 579.1
to 599 in 2004. This development adversely affected Exports 1420 1708 77 2210 2499
revenue by DKK 7.9m and operating income by DKK Total commercial revenue 633.6 6758 7612 7766  829.0
2.2m. Privately-funded research 49.1 49.5 50.8 422 57.7
Government funding 76.7 81.8 87.8 89.0 93.2
Total 7594 8071 8999  907.8  979.9

Impact of USD exchange-rate fluctuations

DKKm usb
L i - 900 The growth in revenue in the period 2000-2004 was

achieved primarily in the commercial part of our acti-
vities (Denmark and exports).

Domestic commercial revenue increased 4%
compared with 2003. Exports grew 13% from 2003
to 2004.

Private funds increased 37% from 2003 to 2004,

due mainly to the unusually low income following

deferred income relating to a major research project

2000 2001 2002 2003 2004 carried out in collaboration with a number of foreign

USD exchange rate . Revenue . Net income partners in 2003.

Government funding increased in the period

The above graph illustrates the impact on revenue 2000-2004 due to the Institute’'s establishment of a
and operating income of the change in the average Center for Biological Defense and a Center for Anti-
USD exchange rate compared with 2003. microbial Resistance and Hospital Infections. In 2004

the Institute received a special grant for improving

Five-year summaries the influenza pandemic preparedness.
DKKm 2000 2001 2002 2003 2004
Net revenues 759.4  807.1 899.9 9078  979.9 Development in revenue 2000-2004, DKKm
Production costs (539.2) (618.5) (639.5) (646.4) (676.6)
R&D expenses (80.5) (85.1) (107.6)  (120.3)  (147.9)
Gross profit 1397 1035 1528 1411 155.4 1.000 b - 7594 8071 899.9 9078 9799
[ |

Selling and distribution expenses (43.7) (42.4) (36.5) (43.1) (55.2) ||
Administrative expenses (66.5) (69.9) (73.1) (84.8) (82.5) 800 P ---coocoo o | [ SRR e
Other income and expenses 0.4 1.2 0.5 1.0 1.1 ]
Operating income 29.9 (7.7) 43.7 14.2 18.8 sob--IH----- B - B - B - R

. Privately-

X funded

Income before income taxes research
from investments 400 - - - ----------- - - -
in associated enterprises 0.2) 0.8) Govetm'
Financing expenses, net (8.8) (7.8) (11.9) (9.8) (6.3) fmuir;ings
Special government taxes 0.1) 2000 - ------ - ----- - -

. Denmark
Net income 21.0 (15.5) 31.8 4.1 11.7

. Exports

v v A\ v A\
2000 2001 2002 2003 2004

Revenue overview
Revenue increased DKK 72.1m to DKK 979.9m equi-
valent to 8% compared with 2003. The increase in

revenue stems mainly from commercial sales.
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Commercial revenue
The table shows commercial revenue broken down into

business areas.

Commercial revenue broken down into business areas

DKKm 2000 2001 2002 2003 2004
Diagnostics 182.2 197.5 219.1 217.2 235.4
Vaccines 192.0 1921 196.9 203.9 219.7
Plasma-derived products 731 70.4 80.3 87.6 71.4
Diagnostic media and reagents etc. 44.3 45.0 47.3 46.9 52.6
Total domestic revenue 491.6 505.0 543.5 555.6 579.1
Diagnostics 6.0 7.2 6.8 57 6.3
Vaccines 112.9 143.9 191.8 191.2 211.0
Plasma-derived products 6.5 4.6 2.7 2.7 9.7
Diagnostic media and reagents etc. 16.5 151 16.5 21.4 229
Total exports 142.0 170.8 217.7 221.0 249.9
Total 633.6 675.8 761.2 776.6 829.0

Compared with Annual Report 2003, revenue for 2000 and 2001 have been reclassified
between the business areas.

The increase in commercial revenue was achieved
primarily in the vaccine and diagnostics areas. In 2004
the vaccine area alone accounted for 52% of commercial
revenue. The revenue of the plasma-derived products
area was lower in 2004 following the discontinuation of

the supply at the end of August.

Commercial revenue 2000-2004, DKKm
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The increase in domestic sales of DKK 23.5m from 2003
to 2004 was achieved mainly within diagnostic analyses
and diagnostic media and reagents.

The DKK 28.9m increase in exports in 2004 re-
lates primarily to sales of BCG vaccines to the UK and

diphtheria and tetanus booster vaccine in Scandinavia.

In 2003 exports included the one-time sale of vaccines
of DKK 18.7m, net. The chart shows the geographical
distribution of exports in 2000-2004.

Development in exports 2000-2004, DKKm
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In 2004 exports included primarily own-produced

vaccines and diagnostic media and reagents.
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Operating income
The chart shows the development in operating income

in 2001-2004.

Operating income 2001-2004, DKKm
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In 2003 royalties and license fees of DKK 3.4m were
transferred from Diagnostics to Diagnostic media and
reagents etc. (the comparative figures for 2002 and

previous years are unchanged).

Diagnostics

Diagnostics expenses do not increase proportionally
with increasing activity but in stages, which means that
changes in revenue will heavily impact operating

income.

The net revenue increase in 2004 stemmed mainly from:

B A mycoplasma epidemic at year-end

B An increased number of tests regarding pneumococcus
antibodies because vaccination is not recommended
if a patient has formed antibodies

B More analyses concerning herpes vira as one county
has not been able to handle the tests itself

B Increased sales of double and triple tests

Vaccines
Particularly the product groups DT-booster, T-toxoids,
Di-Te-Ki-Pol/Hib and contract work, together with

FINANCIAL STATEMENTS
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domestic sales of commercial vaccines, contributed to
the results for 2004.

The results declined in 2004 compared with
2003 and related mainly to the anticipated expenses
for running in and registering the new serum-free
verocell polio vaccine as well as the impact in 2003

from one-time sales of vaccines.

Plasma-derived products
The decline in results is partly due to the loss of the
right to fraction Danish donor plasma as of January 1,
2004. At the request of the counties, the Institute con-
tinued the obligation to supply plasma-derived products
to the Danish health service until August 31, 2004. The
continuation of the supply with own and purchased
plasma-derived products, and a more efficient discon-
tinuation of the plasma production contributed to a
reduction of total costs in the product area of approxi-
mately DKK 11m in 2004.

In 2003 the area's production plant was written
down to the value that the plant will constitute in
respect of future activities. The write-down amounted

to DKK (13.1m).

Diagnostic media and reagents etc.

As the county hospitals are now performing more diag-
nostic analyses themselves, our sale of diagnostic media
and reagents for these analyses has increased. As a result
of this and the discontinuation of the unprofitable pro-
duction of test animals, the business area is now showing

positive results.

Government and privately funded activities
Results improved in 2004 compared with 2003 so that

grants and consumption balance.

Financing expenses

At year-end 2004 the Institute's interest-bearing debt
totaled DKK 392.6m, mainly denominated in euro.
The lending rate is fixed for periods of three months
for most of the long-term debt. At year-end 2004, the

euro rate was 2.15% per annum.

Despite largely unchanged debt, the incurred interest
expenses were somewhat lower compared with 2003.
This is due to a further fall in short-term interest rates
in 2004.

In step with falling interest rates, value adjust-
ment was made for forward-rate agreements, which
will be effective until 2007

Gains and losses relating to foreign currency
transactions are more or less balanced by forward
contracts.

The chart shows the development of net financing

expenses.

Interest and other financial expenses 2000-2004, DKKm
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RISKS

Vaccines

As a biological production, vaccine production, which
is the main pillar in the development of revenue, is
sensitive. For example, cultivation problems can occur
as a consequence of quite small changes in the cultiva-
tion conditions. Some problems often emerge late in
the production process, so rejects include not only raw

materials but also the supplies and the work input.

Employees

The development of new products and the production
of vaccines are very dependent on personnel. Changes
in the employee composition could have a significant
adverse impact on the Institute's future earnings and

activity. The Institute's ability to ensure future growth
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and to manage and handle day-to-day operations effici-
ently therefore depend on our ability to attract and retain

qualified employees.

Credit risks

The credit risk on the Institute's non-public customers
is limited because sales are distributed over a consider-
able number of customers. In addition to a stable home
market, the customers are distributed over large parts
of the world and cover both production and distribution
enterprises. In Management's view, apart from the
amounts for which allocation for uncollectibles has been
made, no unusual credit risk is associated with the

Institute's receivables from sales.

Interest-rate risks

Most of the long-term debt is in euro and accrues interest
at an interest rate fixed for periods of three months.
The Institute is therefore exposed to fluctuations in
short-term interest rates. To counter this risk, the
Institute entered into CAP agreements ensuring that
the interest rate on long-term debt will not exceed

5.5% up to mid-2007.

Exchange-rate risks

With rising exports, Statens Serum Institut has in-
creased its focus on foreign currency exposure. The
Institute regularly calculates its foreign currency
exposure on the basis of expected net payments in
the principal currencies. The currency exposure is
hedged in part by forward contracts.

The Institute hedges foreign currency risks to
even out the impact of exchange rates on operating
results and gain time to react to lengthy changes in
exchange rates.

The increase in other currency movements
shown in the chart below stems from increased
transactions in SEK and NOK. Sales in GBP and USD

are currently hedged in part by forward contracts.

Net movements prior to hedging, DKKm

Cash flow

In 2004 the Institute's cash flow from operating activities
amounted to DKK 61.6m, compared with DKK 41.6m

in 2003.

The significant increase is due mainly to the
improved performance, higher trade accounts payable
as a result of the construction of a new building for
animals, lower trade accounts receivable and higher
inflow of external funds in 2004 compared with
previous years.

For a number of years, capital expenditures have
been financed by long-term loans raised in the European
Investment Bank.

Only a few repayments on capital expenditure
loans were made in 2004 because large parts of the
investments, which are financed by loans obtained in

the past few years, have not been commissioned yet.

Investments
In 2004 investments amounted to DKK 82.3m compared
with DKK 50.8m in 2003.

In 2004 investments of DKK 57.3m were higher
than in 2003 due to the construction of a new building

for animals.
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STATEMENT OF MANAGEMENT
BOARD AND INSTITUTE COUNCIL

Today, the Institute Council and Board of Management In our opinion, the accounting policies applied are
approved the Annual Report for the fiscal year January appropriate and the Annual Report gives a true and

1 — December 31, 2004 of Statens Serum Institut. The fair view of the Institute's assets, equity and liabilities,
Annual Report has been drawn up in accordance with financial position, results, and cash flows.

the Danish Financial Statements Act and Danish Account-

ing Standards. Copenhagen, March 10, 2005

Management Board

wlgg A

M“Lf/

!
Nils Strandberg Pedersen Lars 'firkjaer Pia Lading
President, CEO \
Frank Espersen Mads Melbye \
Institute Council
/4
5 T 2 S
Mogens Bundgaard-Nielsen Poul Rasmussen Gunna Christiansen

Chairman

Erik Juhl Court Pedersen Paul Bennett

Lisbeth Holm Petersen
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AUDITORS’ REPORT

We have audited the Annual Report of Statens Serum
Institut for the fiscal year January 1 — December 31, 2004,
pages 4 to 45, prepared in accordance with the Danish

Financial Statements Act.

The Annual Report is the responsibility of the Manage-
ment Board and the Institute Council. Our responsibility
is to express an opinion on the Annual Report based on

our audit.

Basis of opinion

We conducted our audit in accordance with Danish
Auditing Standards. These standards require that we
plan and perform our audit to obtain reasonable assur-
ance that the Annual Report is free of material mis-
statement. An audit includes examining, on a test basis,
evidence supporting the amounts and disclosures in the
Annual Report. An audit also includes assessing the
accounting policies used and significant estimates made
by the Management Board and the Institute Council, as
well as evaluating the overall Annual Report presen-
tation. We believe that our audit provides a reasonable

basis for our opinion.
Our audit did not give rise to any qualifications.

Opinion

In our opinion, the Annual Report presents fairly, in all
material respects, the Institute's assets, liabilities and
financial position at December 31, 2004 and the results
of the Institute’s operations and cash flows for the fiscal
year January 1 — December 31, 2004 in accordance with

the Danish Financial Statements Act.

Copenhagen, April 8, 2005

The Office of the Auditor General in Denmark

fonits O

Henrik Otbo :7
——p

/Hennin adsen
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Statens Serum Institut is a state-owned enterprise
The Annual Report 2004 of Statens Serum Institut has
been prepared in accordance with the provisions of
the Danish Financial Statements Act of 2001 for large
enterprises in reporting class C and current Danish
Accounting Standards.

The accounting policies are unchanged from
last year. The recognition of government funding has
been specified.

The Annual Report 2004 is presented in thousands

of Danish kroner.

Recognition and measurement

Income is recognized as earned in the Income Statement
upon completion of delivery before the end of the fiscal
year, including value adjustments of financial assets
and liabilities measured at fair value or amortized cost.
Furthermore, as a result of changed accounting estimates,
all expenses incurred to generate earnings for the year
are recognized in the Income Statement, including de-
preciation, amortization, impairment losses and provisions
as well as reversals because of changed accounting
estimates of amounts that were previously recognized
in the Income Statement.

Assets are recognized in the Balance Sheet when
it is probable that future economic benefits will flow
to the Institute and the value of the assets can be mea-
sured reliably.

Liabilities are recognized in the Balance Sheet
when it is probable that future economic benefits will
flow out of the Institute and the value of the liabilities
can be measured reliably.

Assets and liabilities are measured at cost on initial
recognition. Subsequently, assets and liabilities are
measured as described for each individual item below.

On recognition and measurement, anticipated
losses and risks that arise before the time of preparation
of the Annual Report and that prove or disprove affairs
and conditions existing on the balance sheet date are

taken into consideration.

Foreign currencies

Transactions in foreign currencies in 2004 are translated

at the transaction-date exchange rates. Foreign exchange
gains and losses arising from the date of transaction to
the date of payment are recognized in the Income State-
ment as net financials.

Accounts receivable and payable in foreign curren-
cies and other foreign currency monetary items not
settled on the balance sheet date are translated at the
balance-sheet-date exchange rates. The difference is

recognized in the Income Statement as net financials.

Derivative financial instruments

On initial recognition, derivative financial instruments
are included in the Balance Sheet at cost and subse-
quently at fair value. Positive and negative fair values
of derivative financial instruments are included as
"Other receivables” under assets and as "Other accounts
payable” under liabilities.

Changes in the fair values of derivative financial
instruments that are designated and qualify as fair
value hedges of a recognized asset or liability are
recognized in the Income Statement together with any
changes arising in the fair value of the hedged asset
or the hedged liability.

Changes in the fair values of financial instruments
that are designated and qualify as hedges of forecast
future transactions are recognized in equity under
retained earnings as regards the effective portion of
the hedging. The ineffective portion is recognized in
the Income Statement. If the hedged transaction
results in an asset or a liability, the amount deferred
under equity is transferred from equity and recog-
nized in the cost of the asset or liability. If the hedged
transaction results in an income or an expense, the
amount deferred under equity is transferred from
equity to the Income Statement for the period in which
the hedged transaction is recognized. The amount is
recognized under the same item as the hedged trans-

action.

Segment information
Information is disclosed on the Institute's income and
risks in business segments and geographical markets.

Information on business segments and geographical
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markets is based on statements from the internal finan-
cial reporting systems.

Geographical markets are regarded as secondary
segments and, in pursuance of the executive order on
exemptions from the Danish Financial Statements Act,
information on geographical segment areas only con-
cerns net revenues.

Items included under “Operating income"” are
distributed if they are directly or indirectly attribut-
able to the segments. Items distributed both by direct
and indirect statements include “Production costs”,
“"R&D expenses”, “Selling and distribution expenses”,
and "Administrative expenses”. Items distributed by in-
direct statement are allocated on the basis of the
segments’ use of key resources.

Fixed assets in the segment cover fixed assets
used directly in the operating activities of the segments,
including intangible assets and property, plant and

equipment.

Liabilities have not been allocated.

Income Statement

Net revenue from finished goods and merchandise is
recognized in the Income Statement provided the
general criteria are met: Delivery and transfer of risk
must have occurred before the end of the fiscal year,
the amount can be calculated reliably and payment
thereof can be expected with reasonable certainty. Net
revenue is stated excluding VAT and taxes and less
price reductions in the form of discounts and returned
goods.

Income originating from external funds and
government funding related to government-funded
research as well as surveillance and control services
is recognized as income in step with expenses in-
curred by the projects concerned and therefore has

no effect on results.

Production costs comprise the costs incurred in order to
achieve the net revenue for the year. These costs
consist of raw materials, supplies, direct payroll costs

and indirect production costs such as maintenance,

depreciation and amortization etc., operation and admini-
stration and plant management.

Production costs also cover amortization of capi-
talized development expenses.

Besides actual production costs, production costs
include costs incurred to obtain and maintain FDA
approval and to comply with GMP requirements.

Expenses incurred for research, surveillance
and control services and covered by private funds and

grants are included in production costs.

Selling and distribution expenses comprise expenses
incurred in connection with the sale, distribution and
marketing of the Institute's products, including salaries,

depreciation, and commission paid to agents.

R&D expenses comprise expenses attributable to the
Institute's commercial R&D activities, including salaries,

amortization, registration and maintenance of patents.

Administrative expenses comprise expenses relating to
the administrative functions of the Institute, including

salaries, and depreciation.

Other operating income and other operating expenses
consist of income and expenses, respectively, of a
secondary nature in relation to the core activities of the

Institute.

Income from investments in associated enterprises

The proportionate share of income before income taxes
less amortization of goodwill and R&D expenses is
recognized under the item "Income from investments

in associated enterprises”.

Net financials comprise interest income and expenses,
realized as well as unrealized foreign exchange gains
and losses, forward-rate agreements and amortization

of fixed-rate loans.
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Balance Sheet

Intangible assets

Development projects, patents and licenses
Development project expenses comprise salaries, amor-
tization and other expenses that are directly or indirectly
attributable to the Institute's development activities.

For product-related development projects that
are clearly defined and identifiable, where the level of
technical exploitation, sufficient resources and a poten-
tial future market or business opportunity for the
Institute can be demonstrated, and where the intention
is to manufacture, market or exploit the results of the
project, expenses are recognized as intangible assets
where sufficient certainty exists that the future earn-
ings cover not only production, selling and administra-
tive expenses but also development expenses.

Development projects concerning the Institute’s
electronic information systems are recognized as
intangible assets where sufficient certainty exists that
future economic benefits flowing to the Institute will
cover the development expenses.

Development projects that do not meet the criteria
for recognition in the Balance Sheets are recognized
as expenses in the Statements of Income.

Capitalized development expenses are measured
as cost less accumulated amortization and write-downs
or recoverable value, if this is lowest.

Capitalized development expenses are amortized
after completion of the development work on a straight-
line basis over the period in which it is expected to

result in economic benefits.

Amortization period:
B Further development of standard systems ...... 5 years

m Own-developed standard system ..................... 8 years

Acquired patents and licenses are measured at the
lower of cost, less accumulated amortization and write-

downs, and value in use.

The amortization period is:

B Patents.........cccoevniiiinnnns the remaining patent period

B LiCensSesS ...cooccivviiiiiiiiiee . the contract period,
although not exceeding ten years due to the notoriously

rapid development in applied technologies

Property, plant and equipment are measured at cost
less accumulated depreciation and write-downs.

Cost includes purchase price and expenses in-
curred in connection with the acquisition until the
time at which the asset is ready to be taken into use.
The cost of internally generated assets includes direct
and indirect payroll costs and expenses for materials,
components and subcontractors.

The basis for depreciation, calculated as cost
less any residual value, is provided on a straight-line

basis over the estimated useful lives of the assets,

which are:

B Office and administration buildings .............. 40 years
B Production buildings ..........cccecceiiiiiiiiinnn 25 years
B Building installations .........c.ccccccvviiiiniiinninnn, 15 years
m Plant and machinery ..............cooooiiiiiinns 5-10 years
B Other plant, machinery, and equipment ...... 3-5 years
m Leasehold improvements .............ccccccvvvvenenies 10 years

Some of the plant and machinery and other plant, ma-
chinery and equipment acquired before 1997 are
measured at assessed values in use less accumulated
depreciation, taking into account the original time of
acquisition of the assets.

Profit and loss arising from replacement of proper-
ty, plant and equipment at regular intervals are recog-
nized in the Income Statement under the individual
functions to which the assets belong. Small assets be-
low DKK 100,000 are expensed in the year of acquisition.

On commencement of use of a fixed asset
financed in whole or in part by special grants, the

grant is offset against the carrying value of the plant.

Write-down for impairment losses on fixed assets
The carrying values of both intangible assets and

property, plant and equipment are tested on an annual
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basis to determine whether there are any indications of
impairment in excess of what is expressed in amortization
and depreciation of assets. Where that is the case,
write-down is made to the lower recoverable amount.
The recoverable amount of assets is calculated as the
higher of net selling price and value in use. If it is not
possible to determine the recoverable amount of an
individual asset, the need to write down the smallest
group of assets for which it is possible to calculate the

recoverable amount is assessed.

Investments in associated enterprises are recognized
and measured under the equity method in the Financial
Statements.

Investments in associated enterprises are recog-
nized in the Balance Sheet at the proportionate share
of the enterprises’ net asset value calculated on the
basis of the fair value of the identifiable net assets less
deduction/with addition of unrealized Group internal

profits or losses.

Inventories are measured at the lower of cost using the
FIFO formula and net realizable value.

The net realizable value of inventories is calcu-
lated as the sum of future sales income that inven-
tories are expected to fetch in the ordinary course of
business and determined in accordance with market-
ability, obsolescence and development of expected
selling price, less the estimated expenses necessary
to effect the sale at the balance sheet date.

Cost of merchandise as well as raw materials
and supplies covers purchase price and expenses
incurred in bringing the inventories to their present
location and condition.

Cost of finished goods, semi-finished products
and work in progress covers the cost of raw materials,
supplies, direct payroll costs and indirect production
costs. Indirect production costs comprise indirect
materials and payroll costs as well as maintenance
and depreciation of the machinery, plant and equip-
ment used in the production process and expenses for
plant administration and management. Any borrowing

costs incurred in the production period are not included.

Accounts receivable are measured in the Balance Sheet
at the lower of cost and net realizable value, which in
this case equals nominal value less write-downs on
allowances for uncollectibles. Write-downs on losses are
based on an individual assessment of the individual

accounts receivable.

Financial debts are measured at amortized cost, which

materially equals nominal value.

Prepaid expenses and deferred income
Prepaid expenses recognized as assets cover incurred
prepaid wages and salaries, rent, insurance premiums,
subscriptions and interest.

Deferred income recognized as liabilities comprise

payments received covering income in subsequent years.

Statement of Cash Flows

The Statement of Cash Flows shows the Institute’s cash
flows for the year broken down into operating, investing
and financing activities, changes in cash and cash
equivalents for the year and the Institute's cash and

cash equivalents at the beginning and end of the year.

Cash flows from operating activities are presented as
net income adjusted for non-cash operating items such
as depreciation, amortization and write-downs, provi-
sions and changes in working capital. Working capital

covers current assets less short-term debt.

Cash flows from investing activities include cash flows
from the purchase and sale of intangible assets, property,
plant and equipment as well as investments and other

assets.

Cash flows from financing activities comprise changes

in long-term debt.

Cash and cash equivalents include cash.

The Statement of Cash Flows cannot be deduced solely

from the published Financial Statements.
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Definitions of key figures and financial ratios

Operating profit margin =

Operating income x 100

Net revenue

Return on invested capital =

Operating income x 100

Average assets excl. cash and cash equivalents less

average short-term debt excl. credit institutions

Return on equity =

Net income/(loss) for the year x 100

Average equity

Equity ratio =
Year-end equity x 100

Total assets

R&D in % of revenue =

R&D x 100

Net revenue

Number of full-time equivalents =
Number of full-time equivalents reduced by

reimbursement for illness and maternity, etc.

Revenue per full-time equivalent =

Net revenue

Full-time equivalents

Share of exports =

Export revenue x 100

Commercial revenue
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INCOME STATEMENT

DKK ‘000 Note 2004 2003
Net revenue 1 979,913 907,816
Production costs 5,13 (676,626) (646,435)
R&D expenses 513 (147,922) (120,282)
Gross profit 155,365 141,099
Selling and distribution expenses 513 (55,193) (43,129)
Administrative expenses 5,13 (82,505) (84,762)
Income from ordinary operations 17,667 13,208
Other operating income 1,120 973
Operating income 18,787 14,181
Income/(loss) from investments in associated enterprises 6 (756) (219)
Interest and other financial income 2 7,054 7,341
Interest and other financial expenses 3 (13,339) (17,159)
Net income 11,746 4,144
Proposed distribution of income

DKK ‘000 2004 2003
Retained earnings 11,746 4,144
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BALANCE SHEET

DKK ‘000 Note End of year 2004 End of year 2003
Patents and licenses 4 1,874 2,267
Total intangible assets 1,874 2,267
Land and buildings 438,728 450,395
Plant and machinery 112,440 108,330
Other plant, operating machinery, fixtures and fittings 8,341 12,371
Leasehold improvements 4,539 7,736
Property, plant and equipment under construction 82,218 28,251
Total property, plant and equipment 5 646,266 607,083
Investments in associated enterprises 400 131
Total investments and other assets 6 400 131
Total fixed assets 648,540 609,481
Raw materials and supplies 36,796 37,692
Contract work in process 46,876 41,702
Finished goods and merchandise 31,131 36,742
Total inventories 114,803 116,136
Trade accounts receivable 105,742 117,222
Amounts owed by associated enterprises 265 273
Other receivables 7 15,758 5,462
Prepaid expenses 8 10,388 6,435
Total accounts receivable 132,153 129,392
Cash 9 144,112 165,621
Total current assets 391,068 411,149
TOTAL ASSETS 1,039,608 1,020,630
Equity 479,181 467,435
Credit institutions 10 389,773 392,907
Total long-term debt 389,773 392,907
Credit institutions 10 2,796 2,612
Prepayments from customers 21,087 28,023
Trade accounts payable 53,872 46,264
Amounts owed to associated enterprises 425 103
Other accounts payable 11 74,430 73,793
Deferred income 12 18,044 9,493
Total short-term debt 170,654 160,288
Total debt 560,427 553,195
TOTAL LIABILITIES AND EQUITY 1,039,608 1,020,630
Contractual obligations 15

Contingent liabilities 16

Financial instruments 17

Related parties 18
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EQUITY AND STATEMENT OF CASH FLOWS

Equity

DKK ‘000 2004 2003
Equity at transition to the Danish Company Accounts Act at Jan. 1, 1997 415,275 415,275
Retained earnings from previous years 52,160 48,016
Net income 11,746 4,144
Retained earnings at Dec. 31, 2004 63,906 52,160
Equity 479,181 467,435

Statement of Cash Flows

DKK ‘000 Note 2004 2003
Net income 11,746 4,144
Unrealized gains and losses on currency translation adjustments, end of year (338) 1,320
Changes in provisions for stocks (708) 6,284
Depreciation, amortization and impairment losses 40,713 46,257
Income from investments in associated enterprises 756 219
Cash flow before change in working capital 52,169 58,224
Decrease/increase in accounts receivable 11,480 (8,632)
Increase/decrease in other accounts receivable (14,241) 5,389
Increase/decrease in inventories 2,042 (4,702)
Increase/decrease in trade accounts payable 7,930 (12,944)
Decrease in prepayments from customers (6,936) (6,388)
Increase in other operating debt 9,188 10,661
Change in working capital 9,463 (16,616)
Cash flows from operating activities 61,632 41,608
Intangible assets 0 (228)
Property, plant and equipment (81,255) (50,298)
Investments and other assets (1,025) (350)
Sale/scrapping of plant 1,751 748
Cash flow from investing activities (80,529) (50,128)
Repayment of credit institution loans (2,612) (2,447)
Cash flows from financing activities (2,612) (2,441)
Change in cash and cash equivalents (21,509) (10,961)
Cash and cash equivalents at Jan. 1, 2004 165,621 176,582
Cash and cash equivalents at Dec. 31, 2004 9 144,112 165,621
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NOTES FOR THE INCOME STATEMENT
AND BALANCE SHEET

1. Segment information

DKK ‘000 2004 2003
Commercial revenue, domestic 579,118 555,597
Commercial revenue, exports 249,931 220,997
Government funding 98,500 89,200

Use of government funding

transferred from last year 1,405 2,940
Government funding

carried forward to next year (6,706) 93,199 (3,093) 89,047
Privately-funded research 57,665 42,175
Total 979,913 907,816

Business segments

DKK ‘000
Plasma- Diagnostic Grants and
derived media and external Non-
Diagnostics Vaccines products reagents etc. funds distributed Total
2004 Revenue 241,651 430,697 81,170 75,531 150,864 0 979,913
Operating income 23,862 6,752 (13,007) 1,851 (671) 0 18,787
Fixed assets 132,002 349,490 32,696 75,722 58,230 400 648,540
Liabilities 0 0 0 0 0 555.434 555.434
2003  Revenue 222,965 395,062 90,295 68,291 131,203 0 907,816
Operating income 12,289 19,953 (13,386) (2,009) (2,666 0 14,181
Fixed assets 121,848 300,848 43,112 87,244 56,298 131 609,481
Liabilities 0 0 0 0 0 553.195 553.195
Geographical markets
2004 Domestic revenue 235,398 219,704 71,429 52,587 0 0 579,118
Revenue from exports 6,253 210,993 9,741 22,944 0 0 249,931
Non-distributed revenue 150,864 0 150,864
Total revenue 241,651 430,697 81,170 75,531 150,864 [ 979,913
2003  Domestic revenue 217,224 203,872 87,585 46,935 0 0 555,616
Revenue from exports 5,741 191,190 2,710 21,356 0 0 220,997
Non-distributed revenue 131,203 0 131,203
Total revenue 222,965 395,062 90,295 68,291 131,203 0 907,816
2. Interest and other financial income 4. Intangible assets
DKK ‘000 2004 2003 DKK ‘000 2004 2003
Interest income 3,658 3,737 Cost at Jan. 1, 2004 2,352 2,124
Currency translation adjustments 3,185 3,529
Other financial income 21 75 Additions during the year 0 228
Total 7,054 7,341 Disposals during the year 0 0
Cost at Dec. 31, 2004 2,352 2,352
3. Interest and other financial expenses Amortization and impairment losses at Jan. 1, 2004 85 0
DKK ‘000 2004 2003
Amortization and impairment losses for the year 393 85
Interest expenses 8,746 10,013 Disposals during the year 0 0
Currency translation adjustments 3,753 6,874
Other financial expenses 840 272 Amortization and impairment losses at Dec. 31, 2004 478 85
Total 13,339 17,159 Carrying value at Dec. 31, 2004 1,874 2,267

Intangible assets comprise acquired patents and licenses as well as electronic
monitoring programs.
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5. Property, plant and equipment

Other plant, Property,

operating plant and

machinery, equipment

Land and Plant and fixtures and Leasehold under
DKK ‘000 buildings machinery fittings improvements construction Total
Cost at Jan. 1, 2004 532,821 177,543 20,697 24,781 28,251 784,093
Additions during the year 81,255 81,255
Disposals during the year 2,255 2,255
Transfers to/(from) other items 9,615 16,745 928 (27,288) 0
Cost at Dec. 31, 2004 542,436 192,033 21,625 24,781 82,218 863,093
Depreciation and impairment losses at Jan. 1, 2004 82,426 69,213 8,326 17,045 177,010
Depreciation and impairment losses for the year 21,282 10,883 4,958 3,197 40,320
Disposals during the year 503 503
Depreciation and impairment losses at Dec. 31, 2004 103,708 79,593 13,284 20,242 216,827
Carrying value December 31, 2004 438,728 112,440 8,341 4,539 82,218 646,266

The cost of plant and machinery, other machinery and equipment at January 1, 1997 is calculated at actual costs/value in use less accumulated depreciation taking into account the dates
on which the assets were originally acquired.

Buildings are measured on the basis of a value in use assessed externally in 1997. The value in use is understood to mean the value of the property and individual buildings publicly
assessed if Statens Serum Institut were to lease the property/buildings at market rent. Market rent is the rent that Statens Serum Institut would be expected to be willing to pay following
prior free negotiations between the Institute and a lessor in a new leasing or re-leasing situation.

According to the latest public property assessment the value of the Institute’s land and buildings was DKK 429,700 thousand. Depreciation and amortization are included in the Income
Statement by function as follows:

Depreciation and amortization relating to notes 4 and 5 7. Other accounts receivable
DKK ‘000 2004 2003 DKK ‘000 2004 2003
Intangible assets 393 85 VAT 4,761 177
Property, plant and equipment 40,320 46,172 Other taxes 747 559
Total 40,713 46,257 Grants 6,042 200
ota ’ ! Reimbursements 1,721 1,866
Recognized as follows: Outlays and advances for travel expenses 674 364
Production costs 35,022 43,192 Deposits 651 595
R&D expenses 1,787 1,511 Derivative financial instruments 211 939
Selling and distribution expenses 930 179 Outstanding settlements, foundations etc. 951 762
Administrative expenses 2,974 1,375 Total 15,758 5,462
Total 40,713 46,257

6. Investments in associated enterprises

DKK ‘000 2004 2003 8. Prepaid expenses
Cost at Jan. 1, 2004 350 0 DKK ‘000 2004 2003
Additions during the year 1,025 350 Prepaid wages and salaries 2,517 2,499
Disposals during the year 0 0 Insurance 2,751 2,512
Retirement schemes 0 800
Cost at Dec. 31, 2004 1,375 350 Prepaid rent 1,032 0
Other 4,088 624
Write-downs at Jan. 1, 2004 (219) 0 Total 10,388 6,435
Net income (756) (219)
Write-downs at Dec. 31, 2004 (975) (219)
Carrying value at Dec. 31, 2004 400 131
Associated enterprises: 9. Cash and cash equivalents
Name Domicile Ownership interest DKK ‘000 2004 2003
and voting share
Cash and cash equivalents 129,438 116,144
Harlan Scandinavia ApS Allerad, Denmark 35% ﬁesewez ior im{esm:e:ts ded h 14 673 ;:51,3(7)(;
Culture Screening ApS Copenhagen, Denmark 40% eserved for privately-funded researd ’ !
Total 144,112 165,621
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10. Credit institutions

14. Auditors’ remuneration

Repayments due within one year are presented under short-term debt.
Long-term debt due more than five years after the balance sheet date amounted to
DKK 386,781 thousand.

Statens Serum Institute is a state-owned enterprise, which the Auditor General audits
in accordance with Section 2 of the Danish Auditor General’s Act on the Audit of State
Accounts etc., cf. Executive Order no. 3 of January 7, 1997.

11. Other accounts payable

DKK ‘000 2004 2003
Personal income taxes etc. payable 7,047 2,049
Holiday pay liability 55,813 53,972
Provisions, utilities 1,607 1,438
Accrued expenses 9,963 16,334
Total 74,430 73,793

12. Deferred income

DKK ‘000 2004 2003

Undrawn grants 18,044 9,493

13. Employee matters

Staff costs constitute the following amounts:

DKK ‘000 2004 2003
Wages and salaries 375,136 372,600
Pension contributions 50,207 44,996
Other social security costs 9,854 10,635
Total 435,197 428,231

and are expensed as follows:

15. Contractual obligations

Statens Serum Institut has rent obligations until 2013 of DKK 11,065 thousand plus
indexation relating to rented premises.

16. Contingent liabilities

At December 31, 2004 Statens Serum Institut has provided performance guarantees
for the delivery of goods at a total value of DKK 956 thousand.

At December 31, 2004 the Institute had two ongoing disputes that may end in law-
suits, but for which the Institute does not expect to incur any losses.

17. Financial instruments

The extent and nature of the enterprise’s financial instruments appear from the
Income Statement and Balance Sheet in accordance with the Significant Accounting
Policies. Information is given below on conditions that can affect amounts, time of
payment or reliability of future payments where such information does not appear
directly from the Institute’s Financial Statements or does not follow normal practice:

DKK ‘000 Dec. 31, 2004 Payment flow Terms and conditions
Fixed-rate loans 5,788  Term to maturity:

2 years 6.91% interest
Floating-rate loans 386,781  Term to maturity: Current interest

6-8 years 2.15%,
determined quarterly

Forward-rate agreement (CAP) Term to maturity:

DKK ‘000 2004 2003 2 1/2 years 5.50%
Production costs 304,736 308,923 Forward contracts, GBP 4,392 Matures in 2005 exchange rate
R&D expenses 58,707 50,024 1,075.3
Selling and distribution expenses 22,857 19,030 N
Administrative expenses 46,288 44,382 Forward contracts, USD 26,051  Matures in 2005 Average exchange
Plant costs 2,609 5,872 rate 542.76
Total 435,197 428,231

The Institute’s foreign currency balances and related hedging transactions at Dec. 31,

2004 are composed as follows:

.
DKK ‘000 2004 2003 Payment/ Receivables Liabilities
. . . . . i

Remuneration and pension for the Management Board 4,293 4,678 Currency maturity in DKK "000 in DKK ‘000 Net position
Remuneration for the Institute Council 138 210 usb 0-12 months 6,242 595 5,647

GBP 0-12 months 5,643 152 5,491
The Management Board at Statens Serum Institut, which can be compared with the NOK 0-12 months 3,769 (251) 4,020
registered managing directors of a company consists of: Nils Strandberg Pedersen, SEK 0-12 months 2877 107 2770
Pia Lading, Frank Espersen, Lars Birkjeer and Mads Melbye. Lars Birkjaer joined the ! !
Management Board as Executive Vice President at May 1, 2004 and Mads Melbye EUR 0-12 months 9,859 2,479 7,380
joined as Executive Vice President at November 1, 2004.

EUR  More than 12 months 386,781 (386,781)

In 2004 the average number of full-time equivalent employees totaled 1,128 compared
with 1,139 in 2003.

18. Related parties and ownership

Transactions with related parties are made on a statutory or arm’s length basis.
Statens Serum Institut is a state-owned enterprise under the Ministry of the Interior
and Health. Transactions with the Ministry of the Interior and Health comprise mainly
government funding.

Transactions with the 35% owned Harlan Scandinavia ApS comprise mainly purchase
of test animals and animal feed. Transactions with the 40% owned Culture Screening
ApS comprise mainly sale of contract work.
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